(A
>
[z

YKPAIHA

HALIOHANBHUA OPrAH

IHTENEKTYAJbHOI
BJITACHOCTI

AEPXABHE NIANPMEMCTBO
"YKPAIHCbKWW IHCTUTYT

IHTENEKTYAINbHOI
BNACHOCTI"

(12) ONUC OO NATEHTY HA BUHAXI[

a9 UA

an 123390 13 C2

(51) MK
CO7K 16/18 (2006.01)
AB1K 39/395 (2006.01)
GO1N 33/53 (2006.01)
AG1P 25/28 (2006.01)

(21) Homep 3asBku:
(22) Hata nogaHHsA 3anBKu:

(24) [Lara, 3 AKOi € YNHHUMU
npaea iHTenekTyanbHol
BIACHOCTI:

(31) Homep nonepeaHsoi
3asBKM BignoBigHO A0
[Mapun3bKkoi KOHBEHLT:

(32) Hara nogaHHs
nonepenHboi 3asiBKM
BiANOBIQHO OO
[Mapun3bKkoi KOHBEHLT:

(33) Koa nepxasu-yqacHuui
Mapun3bkoi KOHBEHLT,
00 SKOT nogaHo
nonepenHto 3asBKy:

(41) Ny6nikauia BinomocTen
npo 3asBKy:

(46) My6nikauia BinomocTen
npo AepxaBHy
peecTpadito:

(62) Homep Ta pata
noJaHHsi nonepeaHboi
3asBKM, 3 AKOT BUAINEHO
3asBKy, NO3HaYEHY
Kopom (21):

a 2017 06478
14.09.2012
01.04.2021

61/536,339,
61/653,115

19.09.2011,
30.05.2012

us,
us

27.11.2017, Bron.Ne 22

31.03.2021, Bron.Ne 13

:':1201404170, 14.09.2012

(72)

(73)

(74)

(56)

BuHaxigHuk(u):

HoBak Mixan (SK),
KoHTcekoBa €Ba (SK),
KoBauex Bpanicnas (SK),
XKunka Hop6epTt (SK)

Bonopineup (BonoainbLi):

AKCOH HbIOPOCAUEHC CE€,

4, Arch. Makariou & Kalogreon, NICOLAIDES
SEA VIEW CITY, 5th floor, office 506, 6016
Larnaka, Cyprus (CY)

MpeacraBHuk:
BouyapoB Makcum AHaToniioBu4, peecTp.
Ne367

Mepenik 4OKYMEHTIB, B3ATUX 4O yBaru
€KCNepTM30H0:

WO 2004007547 A2, 22.01.2004

WO 0118546 A2, 15.03.2001

(54) TEPANIA |1 OIArHOCTUKA HA OCHOBI BIIKIB TAY-OMNOCEPEQKOBYBAHOI MATONOrI NPU
XBOPOBI AllTbLIFTEMMEPA

(57) Pedpepar:

BuHaxig cTocyeTbC CUHTETMYHOrO NenTuady ANs 3acTOCyBaHHA B NiKyBaHHI XBOpobu AnbLrenmepa

abo iHwWoi Taynarii,

WO BKMYae iMyHoreHHun dparmeHT 6Ginka Tay 2N4R, wo Bknovae

amiHokucnoTHy nocnigoBHicTe KDNIKHVPGGGS (SEQ ID NO: 108) abo CKDNIKHVPGGGS (SEQ

ID NO: 218) abo ii cineb.
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[na paHoi 3a8BkM BUMaraeTbecs npioputeT no nonepefHix 3asskax CLUA 61/536339, nopaHoi 19
BepecHst 2011 poky, i 61/653115, nogaHoi 30 TpaBHa 2012 poky, 3MiCT 000X 3 SIKMX BKMIOYEHO B
AaHUM ONUC 9K NOCUMNaHHS.

CMUCOK NOCNIOOBHOCTEN

HaHa 3asBka MICTUTb CMMCOK nocnigoBHocTen, HagaHui B dopmaTi ASCIl yepes EFS-Web i,
TakuM YMHOM, BKIIOYEHUIM SIK MOCWUNaHHs B NoBHOMY o6cssi. Bkasana konis ASCII, ctBopeHa 13
BepecHs 2012 poky, HasBaHa SEQUENCE_LISTING.txt i mae poamip 155400 6anT.

FANY3b TEXHIKA

HaHnii BMHaxig ctocyeTbca cnocobiB i 3acobiB Ha OCHOBI GinkiB (Hanpuknag aHTuTING, nenTuau)
AN NepeLlKkomKaHHA NPOAYKUil i BUBeAeHHA neBHUX dopmM Tay-6inka, aki 3anyyeHi oo ctumynsauii
i/abo po3BWUTKY MATOMOrYHWX arperaTtiB Tay-tay npu XxBopobi Anburenmepa, a Takox crnocobis
OLEepXaHHA aHTuTIn npotm Oinka Tay, AKi nNpuaatHi Ang OiarHOCTMKU i NiKyBaHHS XBopobwu
Anburermepa. KpiMm uUbOro, BuHaxig CTOCYeTbCs cnocobiB i 3acobiB Ans giarHOCTMKM XBOpobu
AnbLrermepa, BKMoYyar4dm cnocobu BU3Ha4YeHHs cTafii i OLiHKM xoay NikyBaHHS.

PIBEHb TEXHIKA

XBopoba Anburenmepa (AD) siBnsie coboto nporpecyounin HempogereHepaTUBHUIA po3snag, kv
PYVAHYE BULi CTPYKTYPWU FOMOBHOrO MO3KY, Taki SIK CTPYKTYpW, 3anyyeHi 0o nam'aTi i nisHaHHS.
3axBOpOBaHHS MPMBOAUTL A0 AediunTy KOTHITUBHOI (PyHKUIT i BiaxuneHb B nam'sTi, 34aTHOCTI OO0
HaBYaHHS, MOBSIEHHSA | B 34aTHOCTI BMKOHYBaTM HaBMWCHI i uUinecnpamoBaHi pyxu. AD Takox
CYMNPOBOMKYETLCA  CYMyTHIM  NOBEAIHKOBMM,  €MOLAHMM,  MDKOCOOUCTICHMM | couianbHUM
BUCHaxeHHAM. Lli korHiTMBHI i noBeadiHkoBi posnagu ycknagHwoTb xutta (Burns et al, 2002).
MauieHTn 3 AD Ha ni3Hiv cTagii YacTo He 3gaTHi roBOpMTW, PO3YMITM MOBY i 34iMCHIOBATU OCHOBHWM
aornsag 3a coboto, LWo B KiHLEBOMY pe3ynbTaTi BUMarae nocTinHOro Jornsaay i CMOCTEPEXEHHS, | BOHU
YacTo 3anexaTb Big uYneHiB cimen i OyamHkiB iHBanigis. AD € OCHOBHOIO MPUYMHOK CEHifbHOI
AeMeHLUii i, 3rigHO 3 NporHo3amu, it nownpeHicTb byae 36inbLlyBaTUCS Yy MipY 3pOCTaHHS YacTKM NiTHIX
nogen B nonynsuii. 3rigHoO 3 nporHosamu, 3aranbHa KinbkicTb nogerr 3 AD  36inblinTbCSA
LoHaMeHWwe B Tpu pasu nuwe mik 2000 i 2050 pokamn, wo pobutb AD 3aranbHOCBITOBOH
npobnemoto oxopoHu 3gopoB's (Sloane et al., 2002). KniHiyHe kepyBaHHA nepebirom AD
3anuwaeTbes 34ebinbworo NigTpMMyoYnM. [HWKMMKM crioBamuy, nauieHTaM NpoBOAATb MiKyBaHHS,
HaljineHe Ha nonepemKeHHs1, KOHTPOsNb abo NOM'AKLLIEHHS ycknagHeHb i NoGiyHMX edekTiB AD i Ha
nigBULLEHHA X KOoMAOpTY i sIKOCTi xuMTTA. Bce we icHye HesagoBoneHa notpeba B cnocobax
niKyBaHHSA, $Ki NPAMO HauineHi Ha nporpecyBaHHA 3axBOPKOBAHHA | MakwTb Mogudikytoui
3axXBOPIOBaHHA edekTn.

AD riCTOMNOrNYHO  XapaKTepusyeTbCs HasBHICTIO  eKCTpaHempoHamnbHux  6nawok i
BHYTPILUHBbOKMITUHHUX | NO3aKMITUHHUX HenpoibpmnnapHMX By3nuMKiB B FOMOBHOMY MO3KYy. bnswku B
OCHOBHOMY cKnagatoTbcs 3 -aminoigy (AB), B TOM Yac SK BY3nMKN MICTATb NaTonorivHi popmu Binka
Tay, Taki ik natonoriyHi koHdopmepu Ginka Tay i ix arperatu. B3aemo3sB'a30k Mk OGnawkamu i
BY3MMKaMM i NPOLLECOM 3aXBOPIOBAHHSA 3anuLLIAeTbCA HEACHUM, XOY JOCHiIKEHHS HAaBOOSATb Ha OYMKY
Npo 3B'A30K MiX MaToreHe3omM, Lo 06yMOBNIOETLCS aminoigom i 6inkom Tay [Hardy et al., 1998; Oddo
et al., 2004; Rapoport et al., 2002; Roberson, et al., 2007; Shipton et al., 2011]. MNpunyweHHa npo
ueHTpanbHy ponb ana AR B natonorii AD cnovaTky 6yno 3pobneHe B rinoTesi, 3BaHin "AB-kackagom”,
3rigHo 3 sIKot nicrnsa BigknageHHs AR ige docdopunyBaHHs Binka Tay i yTBOPEHHsI BY3MnuKiB, a NOTiM
HenpoHanbHa 3arnbenb [Hardy and Allsop, 1991; Hardy and Selkoe, 2002; ansa ornagy ame. Walsh
and Selkoe, 2004; Takox gmB. Seabrook et al., 2007]. Takum YMHOM, NEPBUHHI TepaneBTUYHI Nigxoamn
ans AD 6ynu cdokycoBaHi, ronoOBHMM YMHOM, Ha HauinoBaHHi Ha AB. OgHak € AOKyMeHTanbHO
nigTBepOKeHa BiACYTHICTb Kopensuii Mk mMipoto AB-naTtonorii ronoBHOro Mo3ky y nauieHTiB 3 AD i
KniHiYHMM NporpecyBaHHAM 3axBoptoBaHHA (Braak and Braak, 1991). Kpim uboro, y 6€3cMMnTOMHMX
iHOMBIQYYMIB NpW PO3TWHI BUSABMSAOTb BenvKe, Yacto audysHe, BigknageHHs aminoigy (Braak and
Braak, 1991), i Bxxe npu AD paHHbOI cTafii BTpaTa HEWPOHIB i BigknageHHs aminoigy 3ycTpivyaloTbCs B
pi3HMX obnacTtax ronoBHoro Mo3ky (Carter and Lippa, 2001). Takum 4YMHOM, HaUiNtoBaHHA TiNbKX Ha
AB He MOXe BMCTavaTun Ana 3MiHK NpoLEecy 3axBOpOBaHHSA Y skMX-HeOyab abo Bcix nauieHTiB. MNpoTe,
Hanbinbll NepedoBUMM, HaUINEHUMKN Ha 3aXBOPIOBaHHS, cnocobamu Tepanii, ski npoxoaaTb KMiHiYHi
BMNpobyBaHHs y nauieHTiB 3 AD, 3anuwatoTbcsa cnocodu Tepanii, HauineHi Ha NPoAyKLito | BUBEAEHHS
AB. Ui cnocobu Tepanii BkMYalTb NacuBHY iMyHOTepanito, Hanpuknag ©OaniHensymao,
conaHensymab i noHe3ymab, a TakoX HM3bKOMOMEKYNSAPHUI iHTOITOp raMma-cekpeTasm cemaralecrar
(ans ornagy awms. Citron et al., 2010).

BaranbHoBM3HaHa ponb Oinka Tay B natonorii AD Oyna npogemMoHCTpoBaHa B YMCMEHHUX
pocnigpkeHHax.  Hanpuknag, Braak npogemoHcTpyBaB, WO  Hambinbwy  Kopensudilo 3
HevipogereHepadieto npy AD mMae npucyTHICTb By3nukiB Ginka Tay, a He aminoigHux 6nswok (Braak
and Braak, 1991). VY iHwomy pgocnimkeHHi Oyno BWSIBMEHO, WO HEWPOTOKCUMYHICTE AB B
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KynbTUBOBAHWX HeMpoHax 3anexutb Big Oinka Tay (Rapoport et al, 2002). Y HewonaBHix
AOCMIMDKEHHAX, 3HWXKEHHSA piBHA eHAoreHHoro 6inka Tay nepelkomkano posnagy MoBediHku vy
TPaHCreHHUX MULLIEN, SIKMM eKkcnpecyBanu 6inok-nonepegHuK aminoigy noavHu, 6e3 3MiHW y HUX
Bncokmx piBHiB AB (Roberson et al., 2007). 3HWkKeHHs1 piBHA Oinka Tay TakoX 3axuwano sk
TPaHCreHHUX, TaK i HeTpaHCreHHMX MULLEN Bif €KCaWTOTOKCUYHOCTI. Tam e, Santacruz et al.
NPOAEMOHCTPYBaNN, WO 3HMKEHHSA KiNbKOCTi Oinka Tay BigHOBMBano ¢yHKUil0 nam'sTi B Mogeni
Taynartii (Santacruz et al., 2005).

TakMMm 4MHOM, Tepanisi, HauifleHa Ha 3HWKEHHsI pPiBHA Tay, MOXe SIBMATU Co00 edeKTUMBHY
ctparterito nikyBaHHsA AD i iHLWNX NoB'a3aHmx 3 6inkom Tay XBOPOGNMBUX CTaHIB.

Binok Tay Hanexwutb p[o cimencTtBa 6inkiB 3 BHYTPILIHLOK  HEBMOPSAOKOBAHICTIO,  LWO
XapakTepusylTbCA  BiACYTHICTIO  KOPCTKOI  TPMBUMIPHOI  CTPYKTYypu B iX  cpisionoriyHomy
HasKkonuwHboMy cepeposuLi (Zilka et al., 2008). OgHak ykopodeHHs i rinepdocdopunysaHHs binka
Tay MOXe BWKMMKATW MaTonoriyHi TpaHcdopmadii 3i CTaHy BHYTPILUHBOI HEBMNOPSAKOBAHOCTI Y
MHOXMWHHI PO3YMHHI | HEPO3YMHHI HenpaBWNbHO HEBMOPSAKOBAHI CTPYKTYpPMW, BKIKOYAO4YM MNapHi
cnipanbHi binamenTn (PHF) i iHWwi arperatu [Wischik et al., 1988a; Wischik et al., 1988b; Novak et al.,
1993; Skrabana et al., 2006; Zilka et al., 2008; Kovacech et al., 2010]. Lli cTpykTypHi 3MiHK npnBogaTb
A0 TOKCUYHOrO 36inbLlUeHHs dyHKLiT, 4O BTpaTh hisionorivyHol yHKUiT HaTuBHOro Ginka ado ao obox 3
Hux [Zilka et al., 2008; Kovacech et al., 2010].

dizionoriyHa dyHKUis Binka Tay nonsirae B onocepeakoBYBaHHI 30MpaHHs MOHOMepIB TyOyniHy B
MiKpOTpPYOOUKK, AKi CKrMagaloTb Mepexy HenmpoHanbHUX MikpoTpybo4ok (Buee et al., 2000). binok Tay
3B'A3yeTbCA 3 MiKpoTpyboukamm 4epes NOBTOPHOBaHi obnacTi, posTawoBaHi B C-KiHUEBi 4YacTuHI
6inka. Tam xe. Li nostoptoBaHi gomeHn (R1-R4) He igeHTWYHIi ognH ogHomy, ane mictaTe 31-32
BMCOKOKOHCepBaTMBHi amiHokucnotu (Taniguchi et al., 2005b). ¥ ronoBHOMY MO3Ky MIOAWHW iCHYE
WiCTb YHikanbHUX i3oopm Binka Tay, AKi BiApi3HATLCA OAHa Big OAHOI NPUCYTHICTIO abo BiACYTHICTIO
neBHMX amiHokncnoT B N-kiHUEBIN YacTuHi 6inka Tay, B kombiHauii abo 3 Tpboma (R1, R3 i R4), abo 3
yotupma (R1-R4) nosToptoBaHMK gomeHamu, Ha C-kiHui 6inka. Takox gue. dir. 1, Ha Akin NokasaHo
wicTe i3odopm mogmHn (2N4R, 1N4R, 2N3R, ON4R, 1N3R i ON3R). Byno nepegbadyeHo, wo
Hanbinbl edeKTUBHOI YacTUHOW Oinka Tay, Lo iHOyKye nonimepusadito MiKpoTpyOo4oK, € obnacTb
274-KVQIINKK-281 (SEQ ID NO: 113), wo nepekpuBae R1-R2. Tam xe. Kpim Lboro, Ha naTtonorivHi i
doizionorivHi dyHkKuUii 6inka Tay, MabyTb, BNNMBAE KOHKPETHA CTPYKTYpHa KOHdopMaList i BHYTpILLHS
HeBrnopsigkoBaHa CTPYKTypa, WO MpUIAMAalTbCS MOBHOPO3MIpHUMKM i3ochbopmammn  Binka i ix
dparmeHTamn. Hanpwuknag, Kontsekova et al. onucanu koHdopmauinHy obnactb (WO OXOonmoe
sanuwkn  297-IKHVPGGGSVQIVYKPVDLSKVTSKCGSL-325 (SEQ ID NO: 114)) B neBHuX
YKOPOYEeHMX Mornekynax bifnka Tay, ska mMana 3HadHMN B3aEMO3B'A30K 3 (PYHKLIED LUMX YKOPOYEHUX
mMonekyn 6inka Tay BigHOCHO 36upaHHs mikpoTpybodok (WO 2004/007547).

BBaxaloTb, WO Ha OOMOBHEHHA 00 iX duisionoriyHoi poni nosTopu Oinka Ttay 6epyTb ydacTb B
YTBOPEHHi nartonoriyHmx arperaTiB 6inka Tay i iHWWX CTPYKTyp. Takum 4vMHOM, icHye noTtpeba B
HauineHnx Ha Oinok Tay TepaneBTUYHUX i [JiarHOCTMYHMX nigxodax, siki 34aTHi po3pisHioBaTH
dizionoriyHy i naTtonorivHy onocepedkoByBaHy MOBTOpaMu akTMBHICTb. Hanpuknag, crtinka [o
npoHasu LieHTparnbHa 4YacTuHa NaTonoriyHUX napHux cnipansHux dinameHTis (PHF) cknagaetbes i3
3B'A3yH0UMX MIKpOTpyboUkn obnacrten izocopm Ginka Tay 3 3 i 4 notopamu [Jakes et al., 1991;
Wischik, et al. 1988a; Wischik, et al. 1988b]. Kpim uboro, Novak et al. npogemMoHcTpyBanu, Wwo CcTinka
[0 npoTeas ueHTpanbHa YactuHa PHF, ska mae gosxuHy 93-95 amiHokMcnoT, obmexeHa Tpboma
TaHgemHumun nostopamu (Novak et al., 1993). Von Bergen et al. Bu3Haumnu miHimansHun nentug
Tay/moTuB B3aemogii (306-VQIVYK-311; SEQ ID NO: 115), a Takox gpyry AinsHky Ha 6inky Tay (275-
VQIINK-280) (SEQ ID NO: 116), ski yTBOpIOt0Tb BeTa-wapm i onncaHi sk NOTeHUINHO BignosigansHi 3a
iHiLiauito yTBOopeHHs PHF - naTtonoriyHoro arperaty Ginka Tay [Von Bergen et al., 2000; EP 1214598;
WO 2001/18546]. Oue. dir. 2 gna dpyHkuioHaneHoT kapTy Ginka Tay. OTXe, cyyacHi cTpaTerii HauineHi
Ha CTBOPEHHS nikapcbkux 3acobiB NpoTu arperadii, Ski He MOPYLYTb BHYTPILUHBOKMITUHHY POJib
Oinka Tay B cTabinisauii MikpoTpy0OO4OK.

Binblwe Toro, xo4 B gigionoriyHux o6cTaBmMHax GINOK Tay Po3rNsagaeTbCs K BHYTPILLHbOKITITUHHUNA
uutonnasmatuyHMin Ginok, BHYTPILUHBOKMNITUHHUIA OiNOK Tay MOXe BUBINBbHATUCA Y MO3aKNiTUHHWUIA
npocTip i 6paTn yyacTtb B HelpogereHepauii (Gomez-Ramos et al., 2006). [ilicHo, BTpaTa HENPOHIB
noe'd3aHa 3 TonorpagiyHUM po3nodiniom HenpodidpunsapHMX By3nukiB (YTBOpeHMX Ginkom Tay) B
ronosHoMmy mMo3ky npu AD [West et al., 1994; Gomez-Isla et al., 1996, 1997]. Kpim uporo, piBHi
3aranbHoro Oinka Tay i dpocdopunoBaHoro Ginka Tay 36inblueHi B LepebpocniHanbHin piguHi (CSF)
nauieHtis 3 AD (Hampel et al., 2010), i no3akniTMHHWIA GiNOK Tay ONUCYIOTb AK "BY3nMKN-npusman” B
ronosHoMy Mo3ky (Frost and Diamond, 2009), wo Bka3sye Ha Te, WO BHYTPILLHBOKNITUHHUIA Binok Tay
BUBINMbHAETLCH Yy MO3aKMITUHHWIA NpocTip. Kpim LbOro, BHYTPILWHBOKNITUHHI arperaTtu 6inka Tay MoxyTb
NMPOHUKaTK B KNITUHW | cTUMyntoBaTu pibpunisauiio BHYTPILWHBOKNITUHHOTO Binka Tay, Aani opMyoun
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MOHOMep ANs YTBOPEHHs naTonoridyHux arperaTie Ginka Tay (Frost et al., 2009). Taki gocnigkeHHs
nokasanu, LWo MNO3aKkNiTUHHUIA HEPO3YMHHMI OINoK Tay MOXe JiaTh AK MOLUIMPIOBAHWUWA  areHT,
pPO3MOAINsAYM NaTosnorito, noe'a3aHy 3 OINKOM Tay, MO BCbOMY FOSIOBHOMY MO3KY MOAIGHO npioHam
(Frost et al., 2009; Frost and Diamond, 2009). BuBegeHHsi no3akniTMHHUX BY3NuKiB BGinka Tay Moxe
3HM3UTWN 3yMOBJIEHY OINKOM Tay MO3akKniTUHHY i BHYTPILWHLOKMNITUHHY naTtosorito. [Oue., Hanpuknag,
Asuni et al.,, 2007. Takum 4mMHOM, icHye noTpeba B cnocobax niKyBaHHSA, 34aTHUX 3HWKYBaTU
BHYTPILWHbOKMNITUHHUIA piBeHb Oinka Tay, WNAXOM MEPEeLIKOMKaHHA WNOro YTBOPEHHIO, LUMISIXOM
CTUMYnALii MOro BMBeAeHHs,, abo oboma 3 uMx crnocobiB, a TakoX B crnocobax nikyBaHHS, SKi
3HUXKYIOTb BHYTPILLUHBOKMITUHHMI piBEHb 0OYMOBMIOKYOro 3aXBOpOBaHHs Binka Tay.

Baranom, 6inok Tay, mabyTb, rpae naTonoriyHy ponb B KhiHiYHMX BusBax AD, pospobka
nikapcbkux 3acobiB, Aki AiloTb NpoTwn Binka Tay, NpoTikae NOBINbHO, YACTKOBO BHACNIAOK 3HAYEHHS
binka Tay ons cisionoriyHol gMHaMikM MiKpOTPYOOUOK | BHacnigok noro komnnekcHoi 6ionorii (Dickey
and Petrucelli, 2006). OgHak, noninweHe po3yMiHHS MOMEKYNAPHUX MEXaHi3MiB, LLO NeXaTb B OCHOBI
naTtonoriyHmMx TpaHcgopmauin Binka Tay, BiOKPWUNO MOXNUBICTb CneumnciyHOro HauintoBaHHA Ha
natonoriyHi moamdpikauii Ginka Tay Ana TepaneBTUYHMX Uinen. B pesynbTaTi 3'9BMBCA psg
TepaneBTMYHMX MiOXOAiB, AKi NpsiMO abo nocepefHbO HaLiNeHi Ha kackag Ginka Tay [ons ornsgoBMX
crarten, guB., Hanpuknag, Dickey and Petrucelli, 2006; Schneider and Mandelkow, 2008; Zilka et al.,
2008], skntovaroumn crnonyku, siki 3anobiratoTb abo obepTatoTh Hasag arperauito Ginka tay [Wischik et
al., 1996; Necula et al. 2005; Pickhardt et al., 2005; Taniguchi et al., 2005a; Larbig et al., 2007],
HU3bKOMOJEKYNAPHI Nikapcbki 3acobu, ski iHribyloTb KiHa3M Ginka Tay abo akTuByoTb docdaTasm
binka Tay [Igbal and Grundke-Igbal, 2004; Noble et al., 2005; Igbal and Grundke-Igbal, 2007],
cTabinisytoui MikpoTpyboukm nikapcbki 3acobu (Zhang et al., 2005), nikapcbki 3acobu, ki cnpusaTb
NpoTeoNiTUYHIN Aerpagauii HenpaBunbHO 3ropHeHux Ginkie Tay [Dickey et al., 2005, Dickey et al.
2006; Dickey and Petrucelli, 2006], i imyHogenpecwuBHi nikapcbki 3acobu (Zilka et al., 2008), a Takox
iMyHOTEepaneBTUYHi CcTpaTerii, WO BKMNOYalTb aKTMBHY i nNacuBHy iMmyHisauito [Schneider and
Mandelkow et al., 2008; Zilka et al., 2008 Tabira, T. Immunization Therapy for Alzheimer Disease: A
Comprehensive Review of Active Immunization Strategies. Tohoku J. Exp. Med., 220: 95-106 (2010)].

Y Ginblw 3aranbHOMY 3HA4Y€HHi, HOBi MOHOKIMOHanbHi aHTUTiNa (MAb) BxogAaTb B a3y KniHiYHMX
BMNpoOyBaHb 3 YactoToto Ginblwe 40 Ha pik 3 2007 poky. HanpukiHui 2010 poky woHanmeHwe 25
mADb i n'aTb 3nuTKx Binkie Fc 3Haxogunucsa Ha dasi 2/3 abo dasi 3 kniHiyHMX BuNpodyBaHb B CLUA
(Reichert, 2011). Lis TeHOeHUiA 4EMOHCTPYE, WO NacuBHa iMyHoTepanisi € po3LMpPIOBaHNM NiAXOA0M
npw NikyBaHHi NOpyLUeHb y NnioauHu, Brntovatoum AD. [lue., Hanpuknag, Citron et al., 2010. Hacnpaggi,
Xxo4 npobnemoto cnocobiB nikysaHHA AD € nogonaHHA remartoeHuedaniyHoro 6Gap'epa ([EB),
3pocTaroda KinbKiCTb AOKMIHIYHMX i KNiHIYHMX BUNPOOYBaHb NOBIOOMMSOTb, WO OMOCEPEeAKOBYBaHI
aHTuUTIiNamm cnocobu Tepanii MOXyTb BuBOAMTWM arperatu AD 3 romoBHOro MO3KY, i MPOMOHYKTb
MHOXWMHY MeXaHi3aMiB fii, Takmx K (i) 3axXOnneHHs aHTUTIN B TOMOBHUM MO30K 4epes3 3MiHeHY
npoHukHicTb NEB npu AD, abo npocoyeHHst Yepes EB; (ii) aHTuTING, gitodi Sk "nepudepnyHi cTokn"
ANst PO3YMHHMX TUMIB aminoigy, Wo yTBOPKWTb ONAWwKK; (iii) MPOHMKHEHHSA CEKpEeTyluuX aHTUTIna
KNITUH 3 nepudepii B rofloBHUA MO30K, L0 AOCTaBMsATb aHTUTINa nokaneHo; i (iv) TpaHcnopt 1gG B
Mexax i yepes knituHu. [me., Hanpuknag, Citron et al., 2010, i Asuni et al., 2007, gna ornagy. Takum
YMHOM, TepaneBTUYHI aHTUTINa, HaLUineHi Ha NoB's3aHi i3 3axBoplOBaHHAM hopMm Binka Tay, SBNSATb
cobol nepcnekTMBHMI Nigxia Ans nikyBaHHa i/abo pgiarHoctukn AD i iHwwmx Taynatin (WO
2004/007547, US 2008/0050383).

OavH 3 nigxopnis iMyHoTepanii 4Na HaLiNtOBaHHS Ha NaTonorito Ginka Tay OCHOBAHUIM Ha NPUHLMNI,
Lo aHTMTINa nNpoTu Binka Tay MOXYTb nepelukogpkatu arperadii 6inka Tay, BuBoguTu arperatu Ginka
Tay, abo Ha 060x 3 HMX. XO4 B AOCNIMKEHHAX ONMCaHi aHTUTINa, AKi 3B'A3yt0TbCSA 3 NOCHIAOBHOCTAMM
Oinka Tay, i gesKi 3 UMx aHTUTIn, 3rigHO 3 MOBIOMIEHHSIMW, NEPELLKOIKAOTbL arperadii i BUBEOEHHI0
Oinka Tay (Asuni et al., 2007), Ha gaHWIA Yac Bce e HEMAE MOHOKIMOHANbHOrO aHTuUTINa npoTu Ginka
Tay, O NPOXoauTb AOKIMiHIYHI @abo KniHiYHi BUNpobyBaHHs npu AD. [incHo, 6yno nepeadadeHo, Lo
mAb Mae Tpu JinsiHKK 3B'A3yBaHHA B AOMEHI, 3B'A3y0MOMY MIKpOTpyboukm Binka Tay muui (a came B
R3, R4 i, moxnueo, R1), ogHak BOHO He BrokyBano 3B'a3yBaHHsA MikpoTpybo4ok (Dingus et al., 1991).
Dingus He onucanu poni UbOro aHTWTINA B arperadii 6inka Tay, i, TakKuM 4YMHOM, HEMAE MPUYMH
BBaXkaTu, Wo aHTuTino Dingus 6nokye arperadito Ginka Tay. 3rigHO 3 iHWMMM NOBIAOMMNEHHAMMN, YK
opepxaHi mAb, siki po3pisHtooTb i3odopmMuy Ginka Tay, ane 3HOBY BiACYTHE MPUNYLLEHHS NPO Te, Lo
BOHW MaloTb edekT Ha arperadito Ginka Tay [DeSilva et al., 2003; Ueno et al., 2007]. Taniguchi et al.
npoaeMoHCcTpyBanu, wo neeBHi mAb npotu Ginka Tay, HanpasneHi npotn R1 abo R2, iHribysanu
arperauito 6inka Tay B PHF in vitro, ogHO4YacHO CTUMymMoYM iHOyKOBaHe Oinkom Tay 30MpaHHs
Ty6yniHy (Taniguchi et al., 2005b). AHTuTIina RTA-1 i RTA-2 Taniguchi 3B'asyBanuca cneuundiyHo 3
R1 i R2, BignosigHo. XXogHe 3 aHTUTIN He 3B'A3yBano binble ogHoro nostopy Ginka Tay i xoaHe 3
a@HTUTIM, 3riAHO 3 NMOBIJOMMEHHAMU, HEe Byro AOCNIAXKEHO BiAHOCHO egeKTiB in Vivo sk Ha arperawito
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binka Tay, Tak i Ha BMBeOeHHs. HesBaxaloum Ha iCHyBaHHS LIOHAVMEHLLE TPbOX aHTUTIN NpoTu
aminoigy B KniHiyHUX BUNpobyBaHHAX Tepanii AD Ha OCHOBI nacKBHOI iMyHi3auii (TO6TO Tepanis, B AKin
aHTUTINa BBOAATb NAUIEHTY), HA AaHWIA Yac He OOCTYIMHO 3BiTiB NPO KIiHIYHI BUNPOOyBaHHSA NacuMBHOI
imyHoTepanii AD Ha ocHOBI binka Tay.

Y pekinbkox pocnimkeHHsXx AD Ha TpaHcreHHux no APP muwax Oyno BUsSIBMEHO, WO Nigxig
aKTUBHOI iMyHi3auji (ToOTO nigxig, B SIkOMy OpraHiaM naujieHTa cam iHOYKYe iMYHITET NPOTU MilleHi) €
e(eKTMBHUM BiOHOCHO BMBeAEHHS BigknageHb AR i obepTaHHsA Hasag HeMponaTosoriYyHUX OCepeakiB
NMOLLKOMKEHHS [amB., Hanpuknag, Schenk et al., 1999; Janus et al.,, 2000; Morgan et al., 2000;
Sigurdsson et al., 2001]. HewopnasHo, B Modensx naTtonorii, NoB'a3aHoi 3 By3nukamu Ginka Tay, Ha
MULLIAX aKTMBHA iMyHOTepanis cdocdopunosaHum enitonom binka Tay (tay 379-408 [P-Ser 396, 404])
3HWXKyBana piBeHb arperoBaHoro binka Tay B ronoBHOMY MO3KY i YMOBiNbHIOBana nporpecyBaHHs
noseaiHkoBoro ceHoTuny [Asuni et al.,, 2007; Boutajangout et al. 2010; US 2008/0050383;
US/2010/00316564]. TBapuHu, sskum NpoOBOAMMAM BBEAEHHS, NPOAYKYyBanu aHTuTina npotu Binka tay,
AKi BMSABMANUCA B FONOBHOMY MO3Ky i JlokamnisyBanucs ChinbHO 3 aHTuTinamu, ski posnisHaBanu
natonoriyHmn 6inok tay (Asuni et al., 2007). Llen imyHoTepaneBTU4HMIA nigxig OyB cyTTEBO GinbLu
e(EeKTMBHUM Ha paHHiX CTagisix yHKLiOHaNbHMX NOPYLLEHb Y TBAPWH (5 MicAUiB), HiXX Ha BinbLu Mi3HIX
cTagiax (8 micauis), Wo Bkasye Ha Te, O BMBEAEHHS NaTonoriyHoro Ginka Tay Ha paHHin ctagii Moxe
MaTu TepaneBTUYHY KopucTb (Asuni et al., 2007; Zilka et al., 2008). [ilicHo, icHye iHdopmaLis, Lo He
Becb Ginok Tay € nigaatnmeuMm abo, MOXNMBO, HaBiTb NPUAATHUM AN PyWHYBaHHSA abo BMBEOEHHS.
Heski nepenbaunnu, WO pyvHyBaHHA arperatiB Oinka Ttay mMoxe 30inbllyBaTM piBEHb TOKCUYHUX
NPOMDKHMX CMOMyK, B TOW Yac sK iHWi nepepbauvnu, wo arperatu binka Ttay, ki niggaloTbes
BUSIBIIEHHIO, HE 0BOB'SI3KOBO € TOKCUYHUMM | HaBITb MOXYTb rpaTu 3axmcHy ponb (Lee et al., 2005).
TakMMm 4MHOM, XO4 iIMyHOTEpaneBTMYHI NiAXoAW ONs HaUiNoBaHHA Ha GINOK Tay MaltTb AOKMiHIYHI
nepcrnekTuBm, BCe Le icHye notpeba B TepaneBTUYHMX 3acobax, ski cneumdiyHO HauineHi Ha paHHi
abepaHTHi hopmu Binka Tay, yCyHEeHHs skux 3abesnevye 36inbLieHy TpyuBany KopucTb. [poTe, Takox
BCe Lle icHye noTpeba B igeHTudikauii Tnx BuaiB Ginka Tay, Ski € nNpyaaTHAMKM MilleHsaMKU Ans
imyHOTepanii.

Y 3B'A3KYy 3 UMM, iHWMM (QaKTOpOM, BpaxOBYBaHWM Mpu po3pobui mAb npotn Ginka Tay, €
ineHTUdikauis i oxapakTepusauisa pi3HMX CTPYKTypHux chopm 6Ginka Tay (disionoriyHa, dopma
paHHBOIO 3axBOPIOBAHHS, )OpMa Ni3HbOrO 3axBOPKOBaHHA) i cTagin natonorii Ginka Tay, Ha ki
3incHiolTh HauinoBaHHsA. Oddo et al. BusiBunu, Wwo, xo4 imyHoTepanis AR BuBoamna onswku AR i
ycyBana paHHto natosorito 6inka tay B mogeni AD Ha TpaHCreHHux Muwax, 3pini arperatu binka tay
3anuwanuca HeamiHeHumu (Oddo et al.,, 2004). AHanoriyHo, reHeTu4He (He iMyHOTepaneBTUYHE)
3HWXKEHHS ekcnpecii bGinka Ttay B Mogeni Ttaynatii P301L tau noninwyBano nam'sTb, HaBiTb
He3Ba)Xkalun Ha Te, L0 HenpodIBPUNSAPHI BY3NMKM NpoAoBXKyBanu HakonnyyeaTtucs (Santacruz et al.,
2005).

HesBaxatoum Ha ii nowmpeHicts, AD 3anuwaeTbca HanbinbLIO He3a4oBOMEHOK MeOUYHOK
notpeboto B Henponorii (Citron, 2010). Hambinbw nowupeHum MegumyHMM MigXOAOM € HafaHHs
CUMMATOMATUYHOI Tepanil, Aka He € eheKTUBHOK HaBiTb NiCNSA MiKyBaHHA NPOTAroM AEKiNbKOX POKiB.
HeobxigHo, wob HoBi TepaneBTWYHI nigxogou i crpaTerii gna AD BuAWNM 3a Mexi NiKyBaHHS
CYMNTOMIB, 3anobiratoym 3HMKEHHIO KOTHITMBHWX 34aTHOCTEN | NPOTUAIYM yHOAMEHTANbHUM
naTonoriyHMM npouecam 3axBOplOBaHHA. 30KpeMa, icHye notpeba B po3pobui monekyn, ski, abo
okpemo, abo B KombGiHauii 3 iHWUMK HauineHumn Ha AD nikapcbkMMy 3acobamu, NepeLuKomKaloTb
LWOHaNMeHLWe AeskMM 3 Hamnbinbll paHHiX CcTagin 3axBopioBaHHA. Taki MOMeKkynu MOXyTb
3abe3neynTn HOBIi MepeBakHi MOXNMBOCTI ANS PaHHbOI AiarHOCTMKM (dka cama no cobi moxe
noninwnTK pe3ynbTaTu fikyBaHHA), NpodinakTuky i nikysaHHs AD.

CYTb BUHAXOLY

Y ogHoMy BapiaHTi 30iMCHEHHSA, BWHaxig CTOCYETbCA BWAINEHOro aHTuTIiNa, Oe aHTUTINo
3B'A3yeTbCcA 3 ogHMM abo pJekinbkoma enitonamy Oinka Tay i 3gaTHe oo ABox abo Ginbwe 3
HaCTYMHOrO:

a) BMABNATU Oinbll BWUCOKY adiHHICTb BIOHOCHO MaTonoriyHoro Oinka Tay B MOPIBHSAHHI 3
gigionoriyHum Ginkom Tay;

b) iHribyBaTu arperauito Tay-tay; i

C) ornocepeaKkoByBaTW 3axOMNSIEHHS i Aerpagauito natonoriyHoro Ginka Tay Mikpornieto;

i 1e KOXXHUI eniTon Binka Tay MiCTUTb CTUMYIIOKOYY arperadito obnacTb Ginka Tay.

Y ogHOMY BapiaHTi 34INCHEHHSA, Le BWAINEHe aHTUTINO € TakuM, WO KOXHWI 3 ogHoro abo
OEKINbKOX eniToniB He3anexHo BUbpaHuii 3 eniTonie B:

i) nonoxeHHi 267-273 abo 3anuwkax KHQPGGG (SEQ ID NO: 98) BigHOCHO Tayaaz;

i) nonoxeHHi 298-304 abo 3anuwkax KHVPGGG (SEQ ID NO: 99) BigHOCHO Tayaaz;

i) nonoxeHHi 329-335 abo 3anuwkax HHKPGGG (SEQ ID NO: 100) BigHOCHO Tayaas1;
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iv) nonoxeHHi 361-367 abo sanuwkax THVPGGG (SEQ ID NO: 101) BigHOCHO Tayaaa.

Y neBHUX BapiaHTax 34INCHEHHS, BUAINEHe aHTUTINO, WO Mae BNacTMBOCTI, ONUCaHI y BapiaHTax
30iiCHEHHsT nonepefHix abs3auiB, 30aTHe 3B'A3yBaTMCA 3 OfHiEld abo pgekinbkoma dopmamm
natonorivHoro 6Ginka Tay, BubpaHumMu 3 posynopsigkoBaHoro Oinka  Tay, HenpaBWUIIbHO
HeBrnopsigkoBaHoro Ginka Tay, HEPO3YMHHOIO B capko3uni Ginka Tay, HempodibpunapHUX BY3NUKIB,
HEeMpOMINbHMUX HUTOK | HEWPUTUYHMX OnsAwok, B OionTaTi ronoBHOMO MO3KY NauieHTa-NioauHN 3
xBopoboto AnbureriMmepa, B 3pasKy rofloBHOrO MO3Ky B MoAeni xBopobu AnbureniMepa Ha TBapuHax
abo B 0b6ox 3 umMx BuNagkiB. Y NeBHWX BapiaHTax 34INCHEHHsl, BUAINEHE aHTUTINIO € TakuMm, LWO
LLIOHaMeHLLEe OOUH 3 eniToniB, SKi BOHO po3ni3Hae, € KOHOpMaLiMHUM eniTONoM.

Y opHOMy BapiaHTi 3[4iMCHEHHs, BWHAaxi CTOCYETbCA BMWAINEHOr0 aHTuTina, A€ aHTUTINo
3B'A3yeTbCcA 3 ogHMM abo pJekinbkoma enitonamy 6Ginka Tay i 3gaTHe oo ABox abo Ginbwe 3
HaCTYMNHOro:

a) BuABNATM OGinbll BUCOKY acdpiHHICTL BIAHOCHO nNaTONOriyHOro 6Ginka Tay B MOPIBHAHHI 3
dizionoriyHmm Binkom Tay;

b) iHribyBaTn arperauito Tay-tay; i

C) onocepegkoByBaTU 3ax0ONseHHs | Aerpagadito natonoriyHoro Ginka Tay Mikporrieto;

i e KOXXHUI eniTon Binka Tay MICTUTb CTUMYIIOKOYY arperauito obnacTb bGinka Tay.

Y ogHOMYy BapiaHTi 3AINCHEHHS, Ue BuAineHe aHTUTINO € Takum, WO KOXHWUA 3 ogHoro abo
OEKINbKOX eniTonieB He3anexxHo BUOpaHuii 3 eniToniB B:

i) nonoxeHHi 268-273 abo 3annwkax HQPGGG (SEQ ID NO: 223) BigHOCHO Tayaai;

i) nonoxenHi 299-304 abo s3anuwkax HVPGGG (SEQ ID NO: 154) BigHOCHO Tayai;

i) nonoxeHHi 330-335 abo 3anuwkax HKPGGG (SEQ ID NO: 224) BigHOCHO Tayaaz;

iv) nonoxeHHi 362-367 abo sanuwkax HVPGGG (SEQ ID NO: 154) BigHOCHO Tayaai.

Y opHOMy BapiaHTi 34IWCHEHHs, Lue BWAINeHe aHTWUTINO € TakuM, WO KOXHWA 3 ogHoro abo
AEKiNbKOX eniTonis, 3 AKMMK BOHO 3B'A3YETHCS, He3anexHo BnubpaHuin 3 eniTonis B:

i) nonoxeHHi 268-273 abo 3anuwkax HQPGGG (SEQ ID NO: 223) BigHOCHO Tayaai;

i) nonoxeHHi 299-304 abo sanuwkax HVPGGG (SEQ ID NO: 154) BigHOCHO Tayasi;

iii) nonoxeHHi 330-335 abo 3anuwkax HKPGGG (SEQ ID NO: 224) BigHOCHO Taya4az;

iv) nonoxeHHi 362-367 abo 3anuwkax HVPGGG (SEQ ID NO: 154) BigHOCHO Tayaai;

i @HTUTINO MICTUTB:

a) BapiabenbHy 00nacTb Nerkoro naHura aHTuTIna, Wo MiCTUTb:

i) QSLLNSRTRKNY (SEQ ID NO: 117) abo SEQ ID NO: 247 ana CDR1;

i) WAS (SEQ ID NO: 118) abo SEQ ID NO: 253 gna CDR2; i

iii) KQSFYLRT (SEQ ID NO: 119) abo 6yaob-aky 3 SEQ ID NO: 255, 257, 258, 259 i 260 ansa
CDRS3;i

b) BapiabenbHy 0611acTb Ba)XXKOro NaHLuora aHTuTina, Wwo MiCTUTh:

iv) GYIFTDYVIS (SEQ ID NO: 120), SEQ ID NO: 261 a6o SEQ ID NO: 262 gns CDR1,;

v) IFPRSGST (SEQ ID NO: 121), SEQ ID NO: 264 a6o SEQ ID NO: 265 gna CDRZ2; i

vi) ARDYYGTSFAMDY (SEQ ID NO: 122), SEQ ID NO: 266, SEQ ID NO: 267 abo SEQ ID NO:
269 opna CDR3.

TakoX BMHaxi CTOCYETbCSl BUAINEHOro aHTWTING, sike 3B'A3ye ofauH abo Aekinbka enitoniB Ha
Oinky Tay KOHhopMaLiiHO-cneundiYHUM YMHOM, Je:

a) KOXHUI 3 ogHOro abo AeKinNbKoX eniToniB He3aneXxxHo BUBpaHMIM 3 eniTonis B:

i) nonoxeHHi 267-273 abo 3annwkax KHQPGGG (SEQ ID NO: 98) BigHOCHO Tayaai;

i) nonoxeHHi 298-304 abo s3anuwkax KHVPGGG (SEQ ID NO: 99) BigHOCHO Tayaas;

i) nonoxeHHi 329-335 abo 3anuwkax HHKPGGG (SEQ ID NO: 100) BigHOCHO Tayaaz; i

iv) nonoxeHHi 361-367 abo sanuwkax THVPGGG (SEQ ID NO: 101), BiGHOCHO Tayaai;

b) Hynb, oguH, oBa abo Tpu 3 eniToniB ABMAIOTL COOOIO NMiHIMHI eniToNy; i

C) oavH, oBa, Tpy abo 4YoTUpK 3 eniToniB ABNSATL CO60K KOHOPMaLiHI eniTonu.

BuHaxig Takox CTOCYeTbCS BMAINEHOrO aHTUTINa, sike 3B'A3ye oAMH abo Aekinbka eniTonie Ha
Oinky Tay KOHhopMaLiiHO-cneundiYHUM YMHOM, Je:

a) KOXXHWI 3 0AHOro abo OEeKINbKOX eniToniB He3aneXxHo BUOPaHUIA 3 eNiTOMIB B:

i) nonoxeHHi 268-273 abo 3anuwkax HQPGGG (SEQ ID NO: 223) BigHOCHO Tayaai;

i) nonoxeHHi 299-304 abo 3anuwkax HVPGGG (SEQ ID NO: 154) BigHOCHO Tayaai;

i) nonoxeHHi 330-335 abo 3anuwkax HKPGGG (SEQ ID NO: 224) BigHOCHO Tayaaz;

iv) nonoxeHHi 362-367 abo 3anuwkax HVPGGG (SEQ ID NO: 154) BiogHOCHO Tayaas1;

b) Hynb, oguH, gBa abo Tpu 3 eniToniB ABNAKTL COOOI0 MiHINHI eniTonw; i

C) oovH, gBa, Tpy abo 4YoTMpK 3 eniToniB sABNAKOTL COOOK KOHhOopMaUiHi eniTonu.
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Y ogHomy BapiaHTi 3f4iiCHEHHs, Le aHTuTino siensie coboio DCBES, ne DCBES8 saBnsie coboto
aHTUTINO, npoAykoBaHe ribpMaoMolo, AEMOHOBAHOK K 3anaTeHToBaHuM Aeno3ut American Type
Culture Collection no. PTA-11994.

Y neBHMX BapiaHTax 34iACHEHHS, BUAINEHE aHTUTINO 3B'A3YETbCA 3 OAHMM abo Aekinbkoma 3 TUX
Xe enitoniB Ha 6inky Tay, 3 skumu 3B's3yeTbcsl DC8BES8. Y ogHOMy BapiaHTi 34iiCHEHHS, BUaiNeHe
aHTUTINO KOHKYPYE 3 MOHOKINOHaneHMM aHTuTinom DC8ES 3a 3B'A3yBaHHsA 3 Ginlkom Tay.

BuHaxig TakoX CTOCYeETbCA BUAINEHOrO aHTUTINA, WO MICTUTb B MOro 3B'A3y04OMY eniTon AOMEHI
ogHy abo pekinbka nocnigoBHOCTEW ob6nacTel, WO BM3Ha4YalTb koMmmnnemeHTapHictb (CDR),
BNBpaHuX 3:

i) QSLLNSRTRKNY (SEQ ID NO: 117);

i) WAS (SEQ ID NO: 118);

iii) KQSFYLRT (SEQ ID NO: 119);

iv) GYIFTDYVIS (SEQ ID NO: 120);

V) IFPRSGST (SEQ ID NO: 121); i

vi) ARDYYGTSFAMDY (SEQ ID NO: 122).

BuHaxig TakoX CToCyeTbCs TOro, Wo Oyab-aKi 3 aHTUTIN, PO3KPUTUX B Oyab-sikOMy 3 BapiaHTIB
3[iMICHEHHS1, ONMCaHUX B NonepeaHix ab3auax, MoXyTb OyTU TakMMu, WO BUAINEHE aHTUTINO MICTUTb:

a) BapiabenbHy 00nacTb Nerkoro naHura aHTuTIna, Wo MiCTUTb:

i) QSLLNSRTRKNY (SEQ ID NO: 117) ana CDR1;

i) WAS (SEQ ID NO: 118) anst CDR2; i

iii) KQSFYLRT (SEQ ID NO: 119) anss CDR3; i

b) BapiabenbHy 0611acTb BaXXKOro naHLuora aHTuTina, Wo MiCTUTb:

iv) GYIFTDYVIS (SEQ ID NO: 120) gna CDR1,;

V) IFPRSGST (SEQ ID NO: 121) gnss CDRZ2; i

vi) ARDYYGTSFAMDY (SEQ ID NO: 122) pns CDR3.

BuHaxig TakoX cTocyeTbCsl TOro, wo 6yab-siki 3 aHTUTIN, ONUCaHUX B MonepefHix BapiaHTax
3[iNCHEHHS, MOXYTb OYTW Takumu, L0 BUAINEHE aHTUTINO MICTUTb:

a) ogHy abo pekinbka nocnigosHocTten CDR nerkoro naHutora 3 MOHOKIOHANBHOMO aHTuTIna
DCB8ES8 abo ogHy abo gekinbka MOCnigoBHOCTEN, WO MakTb wWoHanmMeHwe 80 %, 90 % abo 95 %
iAEHTMYHICTb MiCns ONTMManbHOro BUPIBHIOBaHHSA 3 ogHieto 3 umx CDR nerkoro naHutora; i

b) ogHy abo pekinbka nocnigoBHocTen CDR BaKoro naHutora 3 MOHOKIMOHANbHOrO aHTutina
DCB8ES8 abo ogHy abo pekinbka MOCnigoOBHOCTEN, WO MakoTb woHanMeHwe 80 %, 90 % abo 95 %
iAEHTMYHICTb MiCns ONTUMAanbHOro BUPIBHIOBAHHS 3 ogHieto 3 umx CDR Baxkoro naHutora; i ge:

i) CDR nerkoro naHutora MiCTaTb NOCMiAOBHICTb, BU6paHy 3 QSLLNSRTRKNY (SEQ ID NO: 117),
WAS (SEQ ID NO: 118) i KQSFYLRT (SEQ ID NO: 119); i

i) CDR BaxKoro naHutora MictaTb NOCAiAOBHICTb, BUBpaHy 3 GYIFTDYVIS (SEQ ID NO: 120),
IFPRSGST (SEQ ID NO: 121) i ARDYYGTSFAMDY (SEQ ID NO: 122).

BuHaxig Takox cTtocyeTbcst TOro, Wo Oyab-AKi 3 aHTWUTIN, onucaHux AN nonepeHix BapiaHTiB
3[iiCHEeHHS, MOXYTb ckragatucs 3 abo mictutu Fab, Fab', F(ab')z2, Fabc, Fv-dpparmeHT, 6yab-akui
iHLWIMIA aHTUreH3B'sI3yBanbHUA (pparMeHT abo aHTUreH3B'A3yBarbHy YacTMHY aHTUTINA, WO MarTb
ofHy abo Aekinbka 3 HACTYMHUX iIMYHOJOMNYHUX XapakTePUCTUK 3B'I3yBaHHS:

1) aHTUTINO 3B'A3ye oaMH abo Aekinbka enitoniB Ginka Tay KOHPOpPMaLiHO-CNeundiYHUM YMHOM,
Ae: a) KOXKHUI 3 ogHoro abo Aekinbkox enitonie 6inka Tay He3anexHo BubpaHuiA 3 eniTonis B:

i) nonoxeHHi 267-273 abo 3annwkax KHQPGGG (SEQ ID NO: 98) BigHOCHO Tayaai;

i) nonoxeHHi 298-304 abo s3anuwkax KHVPGGG (SEQ ID NO: 99) BigHOCHO Tayaas;

iii) nonoxeHHi 329-335 abo 3anuwkax HHKPGGG (SEQ ID NO: 100) BigHOCHO Tayaaz; i

iv) nonoxeHHi 361-367 abo sanuwkax THVPGGG (SEQ ID NO: 101) BigHOCHO Tayaai;

b) Hynb, ogvH, gBa abo Tpu 3 eniTonie ABMAITL COHOO NiHIMHI eniTonu;

C) oavH, oBa, Tpy abo 4YoTUpKM 3 eniToniB ABNSATL CO60K KOHOPMaLinHI eniTonw;

2) aHTuUTINO 3B'A3ye ABa abo Ginbwe enitoniB Oinka Tay i 3gaTtHe BuSABNATM Binbll BUCOKY
adiHHICTb 3B'A3yBaHHA 3 nartonorivHum Ginkom Tay BiAHOCHO disionoriyvHoro 6Ginka Tay, Oe ABa
eniTonu Tay BMOpaHi 3 eniTonis B:

V) NnonoxeHHi 267-273 abo 3anuwkax KHQPGGG (SEQ ID NO: 98) BigHOCHO Tayaat;

vi) nonoxeHHi 298-304 a6o 3anuwkax KHVYPGGG (SEQ ID NO: 99) BiZHOCHO Tayaa1;

vii) nonoxeHHi 329-335 abo 3anuwkax HHKPGGG (SEQ ID NO: 100) BigHOCHO Tayaa4z; i

viii) nonoxenHi 361-367 abo sanuwkax THVPGGG (SEQ ID NO: 101) BigHOCHO Taya4a41.

BuHaxig Takox CTOCyeTbCs TOro, Wo Oyab-ski 3 aHTUTIN, OnMMcaHuX ONs NonepefHix BapiaHTiB
3[iNICHEHHS, MOXYTb Ccknagatuca 3 abo mictutn Fab, Fab', F(ab')., Fabc, Fv-cbparmeHT, 6yab-akun
HWMIN aHTUreH3B's3yBanbHUA parmMeHT abo aHTUreHsB'a3yBarnbHy 4YaCTUMHY aHTUTING, WO MalTb
ogHy abo Aekinbka 3 HACTYMHUX iIMYHOMNOTYHUX XapaKTEePUCTUK 3B'A3yBaHHSA:
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1) aHTUTINO 3B'A3ye 0aMH abo aekinbka enitoniB 6inka Tay KOHMOpMaUiHO-cneundiYHUM YMHOM,
ae:

a) KOXXHUI 3 0gHOro abo aekinbkox eniTonie Ginka Tay He3aneXxHo BMOpaHuii 3 eniToniB B:

i) nonoxeHHi 268-273 abo 3anuwkax HQPGGG (SEQ ID NO: 223) BiAHOCHO Tayaasi;

ii) nonoxeHHi 299-304 abo 3anuwkax HVPGGG (SEQ ID NO: 154) BigHOCHO Tayaai;

iii) nonoxeHHi 330-335 abo 3anuwkax HKPGGG (SEQ ID NO: 224) BigHOCHO Tayaa4z;

iv) nonoxeHHi 362-367 abo 3anuwkax HVYPGGG (SEQ ID NO: 154) BigHOCHO Tayaasi;

b) Hynb, ogvH, gBa abo Tpu 3 eniTonie ABMAIOTL COBOO NiHIMHI eniTonu;

C) oaouvH, aBa, Tpm abo 4YoTMpK 3 eniToniB ABNAOTE COBOO KOH(OpPMALinHI eniTonw;

2) aHTuUTINO 3B'A3ye ABa abo Ginbwe enitoniB binka Tay i 3gaTHe BMABMATU Binbll BUCOKY
adiHHICTb BIiAHOCHO naTonoriyHoro Ginka Tay, HiXX BiAHOCHO didionoriyHoro Ginka Tay, Ae ABa enitonu
binka Tay BuGpaHi 3 eniTonis B:

i) nonoxeHHi 268-273 abo 3anunwkax HQPGGG (SEQ ID NO: 223) BigHOCHO Tayaai;

i) nonoxeHHi 299-304 abo s3anuwkax HVPGGG (SEQ ID NO: 154) BigHOCHO Tayaaa;

iii) nonoxeHHi 330-335 abo 3anuwkax HKPGGG (SEQ ID NO: 224) BigHOCHO Tayaa4z;

iv) nonoxeHHi 362-367 abo 3anuwkax HYPGGG (SEQ ID NO: 154) BiogHOCHO Tayaa1.

BuHaxig Takoxk ctocyeTbecsi Oyab-SKOro BMAINEHOro aHTUTING, sIke KOHKYPEHTHO 3B'sidye Oinok tay
BiAHOCHO aHTWUTIN, ONUCaHMX NSl NonepeaHiX BapiaHTiB 34iMCHEHHS. Y oQHOMY BapiaHTi 34iMCHEHHS,
BUOINEHE aHTUTINO KOHKYPEHTHO 3B'A3yeTbCA 3 OiNMkoM Tay Mpu OOCHIOKEHHI NPOTUM BUAINEHOro
DCB8ES8 BigHOCHO 3B'si3yBaHHS 3 Binkom Tay.

Y pesakmx BapiaHTax 34iMCHEHHS, aHTUTINO MICTUTb Nerkuin nadutor, wo mictutb SEQ ID NO: 141.
Y peskunx BapiaHTax 34iNCHEHHS, aHTUTINO MICTUTb Nerkunm nadutor, wo mictnte SEQ ID NO: 138. Y
OEesKUX BapiaHTax 34INCHEHHS, aHTUTINO MICTUTb nerkum nadutor, wo mictute SEQ ID NO: 141, i
nerkun nadutor, wo mictute SEQ ID NO:138.

BuHaxig cTocyeTbcsa TOro, Wo aHTuUTING, nepeabdayvyBaHi BUHaXo4oM, MOXYTb OyTy BUGpaHi 3:

a) MOHOKIMOHANbHOIO aHTUTING;

b) noniknoHanbHoro aHTUTING;

C) pekOMBiHaHTHOrO aHTUTING;

d) XMMepHOro aHTUTINg;

€) r'yMaHi30BaHoro aHTUTINg;

f) aHTUTINA NKOAWHY; |

g) aHTWUreHsB'as3yBanbHOro parmeHTa abo aHTUreH3B'a3yBanbHOI YacTuHM Byab-skoro 3 (a)-(f).

Byob-aki 3 BUAINEHUX aHTUTIN, nepenbadyBaHMX BUHAXOAOM, MOXYTb OyTu iHOYKOBaHi y ccaBus. Y
NeBHWX BapiaHTax 34iNCHEHHS, BUAINEHe aHTUTINO MPOAYKYETLCA PEeKoMOiHAHTHOK TBapuHOK abo
PEKOMBIHAHTHOIO KIMITUHOK-Xa3siHOM.

BuHaxig ctocyeTtbea TOro, wo Oyab-aki 3 BUAINEHMX aHTUTIN NpoTu Binka Tay, nepeabayvyBaHux B
pamkax OaHoro BMHaxody, MOXYTb OYTW TakMMu, O BOHWU € MiYEHUMU BUSIBIIOBAHUM YMHOM OOHUM
abo gekinbkoMa areHTammn ans MideHHsl. Y NeBHUX BapiaHTax 3[iNCHEHHS, LOHaMMeHLLe OOUH areHT
Anst MiYeHHs1 BMOpaHM 3 oepMeHTy, pagioizotony, dryopodopy, Mapkepa S4epHO-MarHiTHOro
pe3oHaHCy i BaXKoro metarny.

Y pesikmx BapiaHTax 30IACHEHHS, aHTUTINO MICTUTb LWOHAMMEHLLe OAMH RniKapcbkui 3acio
(kombBiHOBaHWIA 3aci®), MpUEQHAHNIA O MONEKYNW aHTUTINA.

BuHaxig Takox CTOCYeTbCS BMAOINEHUX HYKNEIHOBMX KMCOT, WO KOOyl Th WoHanmveHwe ogHy CDR
abo WwoHariMeHLe 3B'a3yBanbHU JOMeH abo BapiabenbHy obnactb naHutora iMyHornobyniHy 6yab-
AKX 3 aHTuTin npotu Oinka Tay, onucaHMX B nonepeHix BapiaHTax 3AiACHEHHs. Takox
nepenbavaloTbCa BUAINEHI BEKTOPU, WO MICTATb OyAb-AKY 3 LUX HYKMEIHOBUX KUCMOT. Y OEesKuX
BapiaHTax 34iNCHEHHS, BMHaxid4 CTOCYETbCHA BUAIMEHOI KNiTWMHM-XassiHa, WO MIiCTUTb ogHy abo
AEKiNnbKa 3 UMX BULGINEHNX HYKNETHOBUX KUCHOT i BEKTOPIB.

Y neBHWX BapiaHTax 34INCHEHHS, BUHaXiA CTOCYETbCS BWAINEHOI KNITUHHOT NiHil, ekcnpecyoyol
Oyab-aki 3 aHTUTIN NpoTu Ginka Tay, onMcCaHWX B MoMepeaHiX BapiaHTax 34iNCHEHHS. Y ofHoMmy
BapiaHTi 30iMCHEHHs, BWAINeHa KNiTUHHA niHis aBnse coboto ribpugomy. Y ogHOMYy BapiaHTi
3[0JiCHEHHS, BWAiNeHa KNiTMHHa niHis sBnse coboto ribpuaomMy, ska NpPoAyKye MOHOKMOHarnbHe
aHTuTino DCB8ES8, i ua kniTHHa niHis ©yna genoHoBaHa B American Type Culture Collection,
Manassas, VA, USA, 13 nunHa 2011 poky, 3 no3HayeHHsM 3anaTeHToBaHoro genosmty ATCC PTA-
11994,

BuHaxig ctocyeTbcsa 3acTtocyBaHHS Byab-AKOro 3 aHTUTIN NpoTu Binka Tay, HYKNeiHOBUX KUCIOT i
KNiTWH, nepenbadyBaHMX B paMKax 4aHOro BUHaxony, sk NikapcbKoro 3acoby abo Aris BUrOTOBIEHHS
nikapcbkoro 3acoby Ans AiarHocTukM, NpodinakTukm abo nikyBaHHA xBopobu Anburenmepa abo
cropigHeHoi Taynarii.
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Y Oesikux BapiaHTax 34iIMCHEHHS, aHTUTINA MICTATbCA B hapMaLEeBTMYHIA KOMMO3MUii, aKa, KpiMm
TOro, MiCTUTb (papMaLeBTUYHO NPUMAHATHUIA HOCIN i/abo po3pigxyBay. Y 0aAHOMY BapiaHTi 34iNCHEHHS,
hapmMaLeBTUYHA KOMMO3MLISE MICTUTb KOMOBiHaLi0 aHTUTIN | hapMaLeBTUYHO NMPUIAHATHOIO Hocis i/abo
po3pigKyBaya, Ae KombOiHalisi BKNoYae LWOHAMMeHLLe OBa Pi3HUX aHTUTING, i Oe KOXHe 3 aHTUTIN
He3anexHo BubpaHe 3 aHTUTIN, oNMCaHUX ANs NonepeaHix BapiaHTIB 34iMCHEHHS. Y 0gHOMY BapiaHTi
3[iMICHEHHS, WOHaNMeHLLe oaHe 3 aHTUTIN aBnsde coboro DCBES abo noacbky Bepcito DCBES, abo
rymaHizoBaHy Bepcito DC8SES.

Y peskux BapiaHTax 34INCHEHHS, aHTUTINa MICTATbLCA B KOMMO3WULIT, sIka, KPiM TOro, MIiCTUTb
pospigpkyBad i/abo Hocin. Komnosuuis moxe 4BnsSTM coboro  papmaueBTU4HY KOMMO3MLito,
AiarHOCTUYHY KoMno3uuito abo 6yab-siky iHWY KOMMO3uuilo. Y [Aeskux BapiaHTax 3A4iMCHEHHS,
KOMMo3uUid, KpiM TOro, MOXe MICTUTK LLOHaWMeHLIe OfHYy crnonyky abo 3acib, BubpaHi 3 MiTku, WO
nigaaeTbCs BUSIBNEHHIO, remoliaHiHy niMgu pasBnuka, npasuLEeBOro Tokcoigy abo Tokcoiay, Lo
noxoauTb 3 IHWWX naToreHHuMx OakTepin, cuMpoBaTKOBUX anbbymiHiB, ©Guya4yoro cMpOBaTKOBOrO
anbbymiHy, Monekynu imyHornobyniHy abo i dparmeHTa, TUpeornobyniHy, OBOrnoodyniny,
YHiBepcanbHoro T-kMiTUHHOrO eniTona, UMTOKIHY, XeMOKiHY, iHTepnelkiHy 1-anbdga (IL-1a), IL-16, IL-2,
IL-10, iHTepdepoHy-ramma (IFN-y), rpaHynoumTapHO-MakpodarasibHOro KOJIOHIECTUMYITHOKYOro
daktopa (GM-CSF), makpodaransHoro 3ananbHoro Oinka 1-aneda (MIPla), MIP1B i RANTES
(6inok, perynboBaHuMi Npu akTUBaLlii, eKCNpecoBaHWi i CEKPETOBaHUN HopManbHUMK T-KniTnHamum).

BuHaxin Takox cTocyeTbcs BMpoDOy (Hanpuknag Habopy) ans  dapmaueBTudHoro abo
AiarHoOCTUYHOIO 3aCTOCYBaHHS, KU MICTUTb NakyBanbHUIA MaTepian i KOHTEMHEep, WO MICTUTb PO34KH
niocpinizoBaHoi hopMu Byab-aKoro ogHOro abo AeKinbKoX 3 aHTUTIN nNpoTu binka Tay, onMcaHux B
AaHOMY OOKYMEHTI. Y MeBHWX BapiaHTax 34IMCHEHHS, KOHTENHep ABMnsie COBO KOMMNOHEHT NPUCTPOLO
abo cuctemu Ans OCTaBKWM aHTUTING iHAMBIAYyMY.

Y pesikmx BapiaHTax 34iMCHEHHS, BMHaxid CTOCYETbCSA MEOUYHOTO MPUCTPOLD, AKUW MICTUTb
aHTWTINO nNpoTu Ginka Tay, onucaHe B JAaHOMY AOKYMEHTI (MB. BULIE), A€ NPUCTPIN NpuaaTHUA Ans
KOHTaKTyBaHHA abo BBeOEHHA aHTUTINa LWOHAWMEHLWEe OOHWMM  LWMASXOM, BMOpaHuMm 3
napeHTeparnbHoro, nigLKipHoro, BHYTPILLHBLOM'SI30BOrO, BHYTPILLHbOBEHHOTO,
BHYTPILUHLOCYTN060BOIO, BHYTPiLWHbOBpOHXianbHOro, BHYTPILLHbO4YEPEBHOIO,
BHYTPILUHbOKAMNCYNAPHOIO,  BHYTPILLUHBbOXPSLLOBOrO,  BHYTPILUHBOMOPOXHUHHOMO,  34iNCHIOBAHOIO
BCEPEOAVHY YEepeBHOI MOPOXHWHW, BHYTPILIHBOMO30O4YKOBOrO, iHTpaLepebpOoBEHTPUKYNSAPHOrO,
iHTpaTeKanbHOro, BHYTPILUHBOTOBCTOKMLUKOBOrO,  iHTpaLepBiKarnbHOro, BHYTPILLUHBbOLLMYHKOBOIO,
BHYTPILIHLOMEYIHKOBOrO,  iHTpamiokapgianbHOro,  BHYTPILIHbOKICTKOBOrO,  BHYTPILUHbOTa30BOrO,

BHYTpIiLLHbOMNEpUKapaiansbHoro, BHYTPILLHLOOYEPEBNHHOTO, BHYTPILUHbOMNNEBPAarbHOro,
BHYTPILLIHLOMNPOCTATUYHOrO, BHYTPILLHbLONEreHeBoro, BHYTPILUHbOPEKTAITLHOrO,
BHYTPILLHLOHNPKOBOrO, iHTpapeTnHanbLHOro, BHYTPiLWHbOXPeOTOBOrO, iHTpacuHoBiarbHOro,

BHYTPILLUHLOIPYAHOrO, BHYTPILUHBOMATKOBOrO, BHYTPILLHLOMIXYPOBOro, BHYTPILUHLOOCEPEOKOBOrO,
fontocHOro, BariHanbHOro, pekTanbHOro, OykanbHOro, CybniHrBanbHOro, iHTpPaHa3anbHOro i
TpaHcaepMarnbHoro.

Y ogHOMY BapiaHTi 3[iCHEHHSl, BMHaxXid CTOCYETbCA CMocoby nikyBaHHs abo NpodinakTuku
xBopobu Anburerimepa abo cnopigHeHoi TaynarTii y iHOuBiAyymMa, npuyomy cnocid BkNtoYae BBEOEHHS
BKa3aHOMY iHAMBIOYYMY e(EeKTMBHOI KiNbKOCTi LOHAVMEHLUE OOHOro 3 aHTWUTIN nmpoTu Ginka Tay,
onncaHMX B JaHOMy OOKYMEHTI. Y Oeskux BapiaHTax 34iNCHEHHS, cnocib 30aTHMIM 3MeHLYyBaTU PyXOBi
NMOPYLLEHHSA, noninwysaTn pyxoBy (YHKLiO, 3MeHLWYBaTW KOrHITUBHI MOPYLUEHHS, noninwysaTu
KOTHITUBHY OYHKLi0 abo 3aiicHIoBaTK iX KOMGiHaLLit0.

Y neBHWX BapiaHTax 3A4IWNCHEHHS, BMHaXid CTOCYETbCS CMNOcoby MOM'SAKIWEHHS LWOHanMeHLe
OLHOro 3 CUMMNTOMIB, acouiioBaHWX 3 xBOpoOOK Anburenmepa abo cnopigHeHow Taynariel y
iHgmBigyyma, npuyomy cnocib BKkNiOYae BBEAEHHS BKa3aHOMY iHAMBIOYYMY edEeKTUBHOI KinbKOCTi
LLIOHaNMEHLLEe OQHOTO 3 aHTUTIN NPoTK Binka Tay, onMcaHux B AaHOMY OOKYMEHTI.

Y iHWOMy BapiaHTi 34iNCHEHHs, BWHaXxig CTOCYeTbCA cnocoby paiarHoCTMKM abo CKPUHIHTY
iHOMBiOyyMa Ha HasBHICTb XxBopobw Anburenmepa abo crnopigHeHoi Taynartii y iHouBigyyma abo
BM3HAYEHHS PU3UKY PO3BUTKY Y iHAMBIAyymMa xBopobu Anburenimepa abo cnopigHeHoi Taynarii,
npuyomy cnocib Bkrovae:

a) KOHTaKTyBaHHs iHOMBIAyymMa abo KMiTUHW, TKaHWHW, opraHa, piaMHu abo 6yab-AKOro iHLWOoro
3paska Bif iHOMBiOyyMa 3 e(PEeKTMBHOK KiNbKiCTIO LLOHaWMeEHLLe OOHOro aHTuTina npotu Ginka Tay,
OMMCaHOro B JaHOMY OOKYMEHTI; i

b) BM3HaA4YeHHS MPUCYTHOCTI KOMMIEKCY, WO MICTUTb MaTonoriyHui 6inok Tay i aHTuTino, age
MPUCYTHICTb KOMMIIEKCY € [AiarHOCTUYHMM KpuTepiem XxBopobu Anburenvepa abo cnopigHeHol
Taynarii, 3yMOBMNEHOI NPUCYTHICTIO NaTonoriyHoro Binka Tay.

Y cnopigHeHOMy BapiaHTi 34iMCHEHHS, BUHaXig4 CTOCYETbCHA CNOCOOY MOHITOPUHIY Y iHAMBIAyyMa
HasiIBHOCTi, MporpecyBaHHs, perpecii abo crabinisauii xBopobu AnburenmMepa abo cnopigHeHoi
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Taynartii y iHguBigyyma abo BM3HayeHHs cTagii xsopobu Anburenmepa abo cnopigHeHoi Taynarii y
iHaMBIAyyMa, npu4omy cnocib Bkrovae:

a) KOHTaKTyBaHHs iHOMBIAyyma abo KMiTMHW, TKaHWHW, opraHa, piauHn abo Oyab-SKOro iHLWOoro
3paska Big iHOMBigyyMa 3 eOeKTUBHO KiNbKiCTHO LOHANMEHLLE OOHOro 3 aHTUTIN nNpoTu Ginka Tay,
OnMcaHnx B 4aHOMYy AOKYMEHTI; i

b) BM3Ha4YeHHs1 NPUCYTHOCTI i/abo xapakTepUCTUK KOMMIIEKCY, WO MICTUTb NaTONOriYHMA GInokK i
aHTUTINO, A€ NPUCYTHICTb KOMIMMEKCY € [AiarHOCTUYHMM KpuTepieM XxBopobu Anburenmepa abo
CcrnopigHeHoi TaynarTii, 3yMOBEHOI NPUCYTHICTIO NaToNoriyHoro Ginka tay.

Y pesdkumx BapiaHTax 34iMCHEHHS, aHTUTINO BBOAATb BHYTPILUHBOBEHHO, BHYTPILLIHLOM'A30BO,
NigLWKIPHO, BHYTPILIHBOOYEPEBNHHO, iHTpaHa3amnbHO, iHTpauepebpOBEHTPUKYNAPHO, iHTpaTeKanbHO
abo y Burnagi aeposonio.

Y pesikux BapiaHTax 34iNCHeHHs1, cnocobiB nikyBaHHA abo nNpodpinakTuku NporpecyBaHHs XBopobu
Anburerimvepa abo cnopigHeHoi TaynaTii y iHAMBIAyyma, i cnocobiB MOM'AKIIEHHS LOHaWMeHLIe
O[HOro 3 CUMNTOMIB, acouiioBaHWX 3 xBOpobow Anburenmepa abo crnopigHeHow TaynaTiel y
iHOMBIAyyMa, e(deKTUBHA KifbKICTb KOXXHOro aHTUTINa cknagae LwoHanmeHwe 1 Mr/kr macu Tina
iHOMBioyymMa Ha [o3y. Y geskux BapiaHTax 34iIMCHEHHS, e(eKTMBHa KifbKiICTb KOXHOrO aHTuTina
cknagae woHanmeHwe 10 mr/kr macu Tina iHAMBIAyyMa Ha Oo3y. Y Oesikux BapiaHTax 34iACHEHHS,
LLIOHaMeHLLe odHe 3 aHTUTIN BBOAATb Y MHOXWHI A03yBaHb MPOTArOM nepioay LLoHanMeHLUe LecTn
MicauiB. Y Aedkux BapiaHTax 34iMCHEHHS, aHTUTINO BBOAATbL NEpUPEPUYHO IHOMBIAYYMY-NIOANHI ONS
OOCSATHEHHS MOro CnpusaTinBMX edekTiB. Y AesdKnX BapiaHTax 34iMCHEHHSA, aHTUTINO, NpW BBEOEHHI
nepudepuyHo iHAMBIAYYMY-NOAVHI, 3B'A3YETbCA 3 PO3YMHHUM BIiNKOM Tay, HEPO3YMHHUM B CapKO3uWni
Binkom abo 3 oboma 3 HUX. Y Jeskux BapiaHTax 34INCHEHHS, aHTUTINO, Npu BBeAEHHI nepudepnyHo
iHOMBIQYYMY-TIOOWHI, 3B'A3yeTbCcsa 3 Ginkom Tay, Ae 6inok Tay 3HaxoguTbCs B OAHIN abo AekinbKox
naronoriyHux popmax 3 posynopsakoBaHoro Ginka Ttay, HenpaBuIbHO HeBnopsgkoBaHoro binka Tay,
HEepO34MHHOro B capko3uni 6inka Tay, HenpodibpuNApHUX BY3MNWKIB, HENPOMINbHUX HUTOK i
HEeMPUTUYHUX OnsAWOoK B GionTaTi ronoBHOro MO3Ky MauieHTa-nioguHn 3 xBopobok Anburerimepa, B
3pasKy rofloBHOro MO3Ky B MoAeni xBopobu AnbureriMepa Ha TBapuHax. Y [esdkux BapiaHTax
3[0iMICHEHHS, aHTUTINO, NpW BBeAEeHHI nepudepuyvHo HAMBIAYYMY-NOOUHI, gocsrae ogHoro abo
OEKiNbKoX onocepenkoByBaHUX edeKTOpHOK YHKUIE cnpuaTtnmeux edbekTiB y iHAMBigyyma. Y
OEeSKUX BapiaHTax 3[4iMCHEHHs, aHTUTINO OOCTaBMsAOTb Ha nepudepito WNaxoMm iH'ekuii/imnnanTauii
€KCMPECYYOol aHTUTINIO KMiITUHW B FOSIOBHUI MO30K iHAMBIAyyMa. Y OesKuX BapiaHTax 34iMCHEHHS,
eKcrpecyya aHTUTINO KMiTUHa sBNse coboto KNiTuHY ribpugomn. Y Aeskux BapiaHTax 34iNCHEHHS,
kniTuHa ribpngomu aensie coboto ribpngomy, ekcnpecytouy DCBES.

Y neBHUX CNopigHeHUX BapiaHTax 34iNCHEHHS, BUHaXig CTOCYETbCS BMAINEHOro nentuay, ae:

a) BugineHuy nentug ABnse cobol dparmeHT Ginka Tay, SKMA Mae OOBXWUHY LOHaVMeHle 6
aMiHOKMCMNOTHMX  3anuuKiB, LWOHaAMMeHWwe 7 aMiHOKUCIIOTHUX 3anuLukiB, LOHanMeHwe 9
aMiHOKMCNOTHMX 3anuuikiB, wWoHamMeHwe 10 aMiHOKMCNOTHUX 3anuLlkiB, LWoHanMeHwe 12
aMiHOKMCNOTHMX 3anuwkiB abo 30 aMiHOKUCNOTHUX 3anULLKIB; i

b) BuaineHuin nentng mMictTuTe TepaneBTUYHWIA eniTon Ginka Tay.

Y Oesikmx CrnopigHeHWX BapiaHTax 34iNCHEHHS, TepaneBTUYHWIA eniTon BKMAOYae TepaneBTUYHUN
eniton, BUOpaHui 3 eniTonis B:

i) nonoxeHHi 267-273 abo 3annwkax KHQPGGG (SEQ ID NO: 98) BigHOCHO Tayaai;

i) nonoxeHHi 298-304 abo s3anuwkax KHVPGGG (SEQ ID NO: 99) BigHOCHO Tayaas;

i) nonoxeHHi 329-335 abo 3anuwkax HHKPGGG (SEQ ID NO: 100) BigHOCHO Tayaa1;

iv) nonoxeHHi 361-367 abo sanuwkax THVPGGG (SEQ ID NO: 101) BigHOCHO Tayaai.

Y neBHUX CNopigHeHUX BapiaHTax 34iINCHEHHS, BUHaXig CTOCYETbCS BUAINEHOro nentuay, ae:

a) BugineHuy nentug ABnse cobol dparmeHT Ginka Tay, SKUA Mae OOBXWHY LOHaVMeHle 6
aMiHOKUCIMOTHUX  3anulUKiB, LWOHANMeHWwe 7 aMIHOKUCIOTHUX 3anuilkiB, WoHanMeHwe 9
aMiHOKUCIMOTHUX 3anuwkiB, LWoHanveHwe 10 aMiHOKMCNOTHMX 3arnuLliKiB, LWoHanMeHwe 12
aMiHOKMCNOTHUX 3anuLkiB abo 30 aMiHOKUCIOTHUX 3anULLIKIB; i

b) BuaineHuin nentTng mMictTuTe TepaneBTUYHWIA eniTon Ginka Tay.

Y Oesikmx CrnopigHeHWX BapiaHTax 34iMCHEHHS, TepaneBTUYHUIW eniTon BKOYae TepaneBTUYHUI
eniton, BUOpaHuK 3 eniTonis B:

i) nonoxeHHi 268-273 abo 3anuwkax HQPGGG (SEQ ID NO: 223) BigHOCHO Tayaai;

ii) nonoxeHHi 299-304 a6o 3anuwkax HVPGGG (SEQ ID NO: 154) BigHOCHO Tayaas;

iii) nonoxeHHi 330-335 abo 3anuwkax HKPGGG (SEQ ID NO: 224) BigHOCHO Tayaaz;

iv) nonoxeHHi 362-367 abo sanuwkax HVPGGG (SEQ ID NO: 154) BigHOCHO Tayaai.

Y oeskux cnopigHeHux BapiaHTax 34iMCHEHHS, TepaneBTUYHUIA eniton BUGpaHui 3:

i) nonoxeHHs 268-273 abo sanuwkie HQPGGG (SEQ ID NO: 223) BigHOCHO Tayaai;

i) nonoxeHHs 299-304 abo 3anumwkisB HYPGGG (SEQ ID NO: 154) BigHOCHO Tayaai;
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i) nonoxeHHs 330-335 abo sanuuwkis HKPGGG (SEQ ID NO: 224) BigHOCHO Tayaaz;

iv) nonoxeHHs 362-367 abo 3anuwkis HYPGGG (SEQ ID NO: 154) BigHOCHO Tayaaa.

Y iHWNX BapiaHTax 34iACHEHHS, BUAINEHUA NenTug siBnsie coboro NOCNiAOBHICTL, BUOpaHy 3 SEQ
ID NO: 1-4, SEQ ID NO: 9-101 i SEQ ID NO: 108-112, NIKAVPGGGS (SEQ ID NO: 200),
NIKHVPGGGS (SEQ ID NO: 201), IKHVPGGGS (SEQ ID NO: 202), KHVPGGGSV (SEQ ID NO:
203), HVPGGGSVQ (SEQ ID NO: 204), VPGGGSVQ (SEQ ID NO: 205), GWSIHSPGGGSC (SEQ ID
NO: 250), SVFQHLPGGGSC (SEQ ID NO: 251), ANIKHVPGGGS (SEQ ID NO: 144),
DAIKHVPGGGS (SEQ ID NO: 146), DNAKHVPGGGS (SEQ ID NO: 149), DNIAHVPGGGS (SEQ ID
NO: 151), DNIKAVPGGGS (SEQ ID NO: 159), DNIKHAPGGGS (SEQ ID NO: 161) i DNIKHVPGGGS
(SEQ ID NO: 171).

Y iHWNX BapiaHTax 34iMCHEHHS, BUAINEHUA nenTug siBnsie coboo NOCNIAOBHICTb, BUBpaHy 3 SEQ
ID NO: 270 (TENLKHQPGGGK); SEQ ID NO: 271 (KHQPGGG), SEQ ID NO: 272 (HQPGGG); SEQ
ID NO: 275 (ENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHVPGGGS), SEQ ID NO: 276
(KHVPGGG), SEQ ID NO: 277 (HVPGGG), SEQ ID NO: 280 (DNIKHVPGGGSVQIVYKPV), SEQ ID
NO: 281 (HHKPGGG), SEQ ID NO: 282 (HKPGGG) i SEQ ID NO: 283 (THVPGGG).

Y iHWNX BapiaHTax 34iACHEHHS, BUAINEHUA NenTtug siBnsie coboro NOCNiAOBHICTL, BUOpaHy 3 SEQ
ID NO: 270 (TENLKHQPGGGK), SEQ ID NO: 271 (KHQPGGG), SEQ ID NO: 272 (HQPGGG), SEQ
ID NO: 275 (ENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHVPGGGS), SEQ ID NO: 276
(KHVPGGG), SEQ ID NO: 277 (HVPGGG), SEQ ID NO: 280 (DNIKHVPGGGSVQIVYKPYV), SEQ ID
NO: 281 (HHKPGGG), SEQ ID NO: 282 (HKPGGG) i SEQ ID NO: 283 (THVPGGG); i TepaneBTU4HMI
eniTon BubpaHui 3:

i) nonoxeHHs 268-273 abo sanuwkis HQPGGG (SEQ ID NO: 223) BigHOCHO Tayaai;

i) nonoxeHHs 299-304 abo 3anuwkis HYPGGG (SEQ ID NO: 154) BigHOCHO Tayaai;

i) nonoxeHHs 330-335 abo 3anuwkis HKPGGG (SEQ ID NO: 224) BigHOCHO Taya4az;

iv) nonoxeHHs 362-367 abo 3anuwkisa HYPGGG (SEQ ID NO: 154) BigHOCHO Tayaai.

Y iHWnx BapiaHTax 34iACHEHHS!, BUAINEHUA nentug siensie coboro NocnigoBHICTb, BUOpaHy 3 SEQ
ID NO: 272 (HQPGGG) i SEQ ID NO: 277 (HVPGGG).

Y NeBHUX BapiaHTax 34iMCHEHHSA, BUOINEHUN NENTUA € aKTUBHMUM LLOHAMMEHLLE B O4HOMY aHanisi,
BMOpaHoOMy 3 aHanisis, siki BU3Ha4alTb ANA nenTuay:

a) 3gaTHICTb KOHKypyBaTu 3 Binkom Tay 3a 3B'sid3yBaHHSA 3 MOHOKMOHaneH1Um aHtutinom DC8ES;

b) 3gaTHiCTb 3HWKXYBaTK piBEHb HEPO3YMHHOIO B capko3uni binka Tay in vivo;

C) 34aTHICTb CTUMYnOBaTW BUBeAeHHs Binka Tay 3 ronoBHOro MO3Ky in Vivo;

d) 3gaTHICTb 3HMXyBaTW piBEHb LWOHanMeHLe ogHoro BioximiyHoro mapkepa AD in vivo;

€) 34aTHICTb 3HMXyBaTN HaBaHTaXeHHsA HenpodibpunapHumm By3nukamm (NFT) in vivo;

f) 3gaTHicTb noninwyBsaTy WoOHaNMeHLLe OAWH HEVPOMNOBEAIHKOBUIA NapaMeTp in Vivo;

g) 3gaTHICTb CNPUATIMBMM YMHOM MoaundikysaTu nepebir AD y iHauBigyyma;

h) 3gaTHicTb 3HMKYBaTK piBeHb Binka Tay B ronoBHOMY MO3Ky, B LiepebpocniHanbHiv pignHi abo B
060X 3 HuX; i/abo

i) 3p0aTHICTb CAYXUTW 9K IMYHOreH [ns OAepXaHHA aHTuTina, 34aTHOro KOHKypyBaTu 3
MOHokKIoHanbHMM DC8ES 3a 3B'A3yBaHHA 3 Oinkom Tay.

BvHaxig Takox CTOCYeTbCSA CMOMyK, WO MICTATb OyAb-SKUA 3 BUAINEHMX NENTUAIB, ONUCaHKX B
OaHOMYy OOKYMEHTI, i YacTuUHY. Y NeBHUX BapiaHTax 34iNCHeHHs, YyacTuHa € N-kiHuesoto, C-KiHLeBO
abo 3B'A3aHO0 3 BHYTPILIHBOK aMiHOKMCMOTOK nenTuay, i Ae 4actmHa BubpaHa 3 ogHoro abo
AEKiNbKOX i3 3amnuwiKy umcTeiHy, docdorpynu, remouiaHiHy nimcu pasnuka, nNpasBLEBOro TOKCOIAY
abo Tokcoigy, WO MOXOAMTb 3 IHWMX NaToreHHUX OakTepil, cupoBaTKOBMX anbOyMmiHiB, Gu4ayoro
CMpOBaTKOBOro anbbymiHy, Monekynu imyHornobyniHy abo ii dparmeHTa, TUpeornobyniHy,
oBornobyniHy, yHiBepcanbHoOro T-kniTMHHOMO eniTona, LUTOKIHY, XeMOKiHY, iHTepnenkiHy 1-anbda (IL-
la), IL-1B, IL-2, IL-10, iHTepdepoHy-ramma (IFN-y), rpaHynouutapHo-makpodaranbHOro
KonoHiecTumyntotodoro gpaktopa (GM-CSF), makpodparansHoro 3ananbHoro 6inka 1-ansga (MIP1a),
MIP1B i RANTES (6inok, perynboBaHuin npu akTuBauii, €KCNpecoBaHWA i CeKpeToBaHWUM
HopMarnbHUMK T-KniTUHaMW).

Takox nepeadbavatoTbest hapMaLeBTUYHI KOMMNO3ULT, Ski MiCTATb 0AMH abo Aekinbka 3 BUaineHmnx
nentugig i/abo cnonyk, nepegbadvyBaHMX BUMHAXoOoOM, i bapMaueBTUYHO MPUAHATHUIA HOCi i/abo
po3pigxyBad, i/abo apg'toBaHT. Y [geskux BapiaHTax 3A4iACHEHHsi, dhapMaueBTMYHa KOMMo3uuis
afjanToBaHa Tak, Wo BoHa 3abesneyye no3yBaHHs nentuay abo cnonyku Big 1 Hr o 10 Mr. Y neBHMX
BapiaHTax 34ilNCHEHHs, papMaueBTUYHA KOMMO3WLiS ajanToBaHa Tak, WO BoOHa 3abesneuvye
A03yBaHHA nentuay abo cnonyku, sika nepesuwye 10 mikporpamis.

BuHaxig TakoXk cTocyeTbcsi BUpOOY (Hanpuknag Habopy) pgns  dapmaueBTMyHOro abo
AiarHOCTUYHOro 3aCTOCYBaHHSA, SIKUM MICTUTb NakyBanbHUI MaTepian i KOHTEeNHep, WO MiCTUTb PO34MH
nioginizoBaHoi cbopmu nentuay i/abo crnonyku, nepenbavyBaHux BMHAXOAOM. Y LesiKMX BapiaHTax
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3[iICHEHHS, KOHTENHep ABNsie COBOK0 KOMMOHEHT MPUCTPOID abo cucTemMmn And AocTaBkm nentugy abo
CMonyku iHaMBIayymy.

Takox nepenbavaloTbCAd MeauyHi NPUCTPOI, siki MICTATb MNenTuad, Cnonyky i/abo Komnoswuito
nentugy/cnonykn, nepeabadyBaHi BMHaxXo4oMm, A€ MPUCTPIN NpuaaTHWA ONS KOHTaKTyBaHHA abo
BBEOEHHS aHTUTINa LOHaNMEHLLE OOHWMM LUMSXOM, BUOpaHWM 3 MapeHTepanbHOro, MiALWKIpHOro,
BHYTPILUHbOM'I30BOr0, BHYTPILUHBOBEHHOIrO, BHYTPILLIHLOCYINOOOBOro, BHYTPILUHBEOOPOHXiIANbHOrO,

BHYTPILUHbOYEPEBHOIO, BHYTPILUHbOKAMNCYISAPHOrO, BHYTPILUHBLOXPSILLOBOTO,
BHYTPILLUHbONOPOXXHWUHHOrO, 34iMCHI0OBAHOrO BCEpeanHy YyepeBHOT NOPOXKHMWHM,
BHYTPILLIHbOMO304KOBOrO, iHTpauepebpoBEHTPUKYNAPHOTO, iHTpaTeKanbHoro,
BHYTPILLHbOTOBCTOKULLIKOBOIO, iHTpauepBikaneHoro, BHYTPILLIHbOLLINTYHKOBOTO,
BHYTPILIHbOMEYIHKOBOrO,  iHTpamiokapAianbHOro,  BHYTPILUHbOKICTKOBOrO,  BHYTPILLIHbOTA30BOrO,
BHYTpilLHbOMNEpUKapianbHoro, BHYTPILLHbOOYEPEBNHHOTO, BHYTPILLIHbOMMEBPANLHOIO,
BHYTPILLIHBbOMNPOCTATUYHOIO, BHYTpILLUHbONEreHeBoro, BHYTPILUHbOPEKTANBHOrO,
BHYTPILLIHbOHNPKOBOrO, iHTpapeTnHaneHoro, BHYTpilIHbOXpebTOBOrO, iHTpacuHoBIanbLHOro,

BHYTPILIHLOIPYQHOrO, BHYTPILUHBOMATKOBOrO, BHYTPILLIHLOMIXYPOBOro, BHYTPILLHLOOCEPEAKOBOrO,
OontocHoro, BariHanbHOro, pekTanbHOro, OykanbHOro, CyOniHrBanbHOro, iHTpPaHa3anbHOro i
TpaHcAepManbHoro.

Y cnopigHeHnx BapiaHTax 34iMCHEHHS, BUHaXig CTOCYETbCS cnocoby nikyBaHHA abo npodinakTuku
nporpecyBaHHs xBopobu AnburenmMepa abo crnopigHeHWx Taynartii y iHguBigyyma, npudomy crnocib
BKNiOYae BBEOEHHS BKasaHOMY iHOAMBIAYYMY edeKTUBHOI KiNbKOCTI LOHaMMEHLUEe OAHOro nentuay
i/abo WwoHanmeHLIe OAHIEl cnonyku, nependadyBaHnx BUHAxXo4oM. Y OesKuMX BapiaHTax 34iNCHEHHS,
crnoci® 34aTHUI 3MEeHLWyBaTW PYXOBi MOPYLUEHHS, MOMINWyBaTh PYyXoBY (OYHKUiO, 3MEHLlYyBaTK
KOTHITUBHI NOpYLUEHHS, NOMinwWyBaTn KOTHITUBHY (hyHKUito abo 3aiicHioBaTK ix KOMBiHaL,ito.

Y cnopigHeHux BapiaHTax 34iMCHEHHS, BUHAXIA CTOCYETbCA CMOCOBY NMOM'SKLLEHHS LWOHanMeHLe
O0QHOro 3 CMMMTOMIB, acouifoBaHux 3 xBopobol AnburermMepa abo crnopigHeHVMW TaynaTiamu y
iHOMBiAyyMa, npuyomy cnoci® BkMoYae BBEOEHHSA BKasaHOMY iHOMBIAYYMY €MEKTUBHOI KiNbKOCTI
LLIOHaMeHLIe ogHoro nenTuay i/abo woHanmeHLe oagHIiel cnonyku, nepeabavyBaHMX BUHAX0O0M.

Y geskux 3 umx crnocobiB NikyBaHHS, NpodinakTukym abo NoM'siKLLIEHHS LLIOHAWMeHLIe OAHOro 3
cUMMTOMIB, acouilioBaHUX 3i crnocobomM MOM'AKLWEHHA LWOHaWMeEHLLIe OAHOro 3 CUMMNTOMIB,
acouinoBaHux 3 xBopoboto Anburerimepa abo cnopigHeHow TaynaTieto, Yy iHAMBigyyma, cnocib
BKITIOYA@E BBEAEHHS MauieHTy-NioguHi nentuay i/abo cnomnyku, nepeabadyBaHUX BUHAxXodoM, i/abo
af'toBaHTy, SKMA NOCWUIIOE iIMYHHY BignoBigb, npuvyomy crnocib 3abesnedye iMyHHY BignoBiAb, LO
BKITIOMAE aHTUTINA NpoTM NaTonoriyHoro Binka Tay, TMM caMuM 34iMCHIOYU NiKyBaHHA, NPOdiNakTnky
nporpecyBaHHss abo MNOM'AKLIEHHS LUOHANMEHLe OOHOro 3 CUMMTOMIB, acouinoBaHux 3 AD, y
nawieHTa-noanHu.

BuHaxig Takox cTtocyeTbcs cnocoby npoAyKyBaHHA aHTUTINa, Ske 3gatHe KoHkypysaTu 3 DC8ES
3a 3B'A3yBaHHs 3 6inkoM Tay, Npu4omy Crnocid BKNOYAE iMyHi3aLito iHAMBIAYYMa LOHAWMEHLLE OOHUM
nentugom i/abo LWoOHaWMeHLe OfHIE Crnonykow, nepenbadvyyBaHMMM BUHAxXoOoM. Y  OesKMX
BapiaHTax 34iNCHEHHS, LLOHaMeHLle OAVH nenTug Bubpanui 3 6yab-akoi 3 SEQ ID NO: 1-4, SEQ ID
NO: 9-101 i SEQ ID NO: 108-112, NIKHVPGGGS (SEQ ID NO: 201), IKHVPGGGS (SEQ ID NO:
202), KHVPGGGSV (SEQ ID NO: 203), HVPGGGSVQ (SEQ ID NO: 204), VPGGGSVQ (SEQ ID NO:
205), GWSIHSPGGGSC (SEQ ID NO: 250), SVFQHLPGGGSC (SEQ ID NO: 251), ANIKHVPGGGS
(SEQ ID NO: 144), DAIKHVPGGGS (SEQ ID NO: 146), DNAKHVPGGGS (SEQ ID NO: 149),
DNIAHVPGGGS (SEQ ID NO: 151), DNIKAVPGGGS (SEQ ID NO: 159), DNIKHAPGGGS (SEQ ID
NO: 161) i DNIKHVPGGGS (SEQ ID NO: 171). Y ogHOMYy BapiaHTi 34ilNCHEHHS, nentug BubpaHun 3
SEQ ID NO: 1-4. B iHwoMy BapiaHTi 3gincHeHHs, nentug asnse coboo SEQ ID NO: 108. Y ogHomy
BapiaHTi 3giicHeHHs, nentug sBnde cobow GWSIHSPGGGSC (SEQ ID NO: 250). Y neBHux
BapiaHTax 3fiNcHeHHs, nentug siBnse coboro SVFQHLPGGGSC (SEQ ID NO: 251). Y neBHux
BapiaHTax 34iNcHeHHs, nenTug Bubpanun 3 SEQ ID NO: 270 (TENLKHQPGGGK), SEQ ID NO: 271
(KHQPGGG), SEQ ID NO: 272 (HQPGGG), SEQ ID NO: 275
(ENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHVPGGGS), SEQ ID NO: 276 (KHVPGGG),
SEQ ID NO: 277 (HVPGGG), SEQ ID NO: 280 (DNIKHVPGGGSVQIVYKPV), SEQ ID NO: 281
(HHKPGGG), SEQ ID NO: 282 (HKPGGG) i SEQ ID NO: 283 (THVPGGG). Y iHWwunx BapiaHTax
3piicHeHHs, nentug Bubpaxun 3 SEQ ID NO: 272 (HQPGGG) i SEQ ID NO: 277 (HVPGGG).

Takox nepepbavaetbca croci6 BuaineHHs DC8E8 abo BuaineHHs aHTUTING, fke 34aTtHe
koHkypyBaTu 3 DC8ES 3a 3B'A3yBaHHs 3 Ginkom Tay, npu4oMy cnocib Bknioyae koHTakTyBaHHS DC8ES
abo aHTuUTINa 3 nentTugom i/abo i3 cnonykoto, nepeadadyBaHNMN BUHAXO4OM.

Y cnopigHeHnx BapiaHTax 34iMCHEHHS, BUHaxig CTOCYETbCA cnocoby AiarHOCTUKU abo CKPUHIHTY
iHOMBIAyyMa BiOQHOCHO HasIBHOCTI XxBopobu Anburenmepa abo crnopigHeHuWx TaynaTin y iHauMBigyyma,
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abo BiAHOCHO BU3HaYEHHS PU3MKY PO3BUTKY Y iHOMBIAyyMa xBOpobu Anburenmepa abo crnopigHeHmx
Taynarin, Npu4omy cnocié BKNOYaEe:

a) KOHTaKTyBaHHs iHOMBIAyymMa abo KNiTMHW, TKaHWHW, OpraHa, pigvHu abo Oyab-SKOro iHLWOoro
3paska Big iHOuBiOyymMa 3 e(heKTUBHOI KiNbKICTIO LLIOHAMeHLe OAHOro aHTuTina, nepeabavyBaHoro
BMHaXOOOM; i

b) BM3HaA4YeHHA NPUCYTHOCTI KOMMSEKCY, WO MICTUTb naTonoriyHui Ginok Tay i aHTuTino, ae
MPUCYTHICTb KOMMIMEKCY € AiarHOCTUMHUM KpuTepieM XxBopobu AnburerimMepa abo crnopigHeHuX
TaynaTii, acouinioBaHMX 3 NPUCYTHICTIO NaTosoriyHoro Ginka tay.

Y neBHUX BapiaHTax 3AINCHEHHS, BMWHAXxi4 CTOCYETbCA CMOCOBY MOHITOPUHTY HasBHOCTI,
nporpecyBaHHsl, perpecii abo crtabinisauii y iHgusigyyma xsopobu Anburerimepa abo crnopigHeHux
Taynatin abo BM3Ha4YeHHs cTafii xBopobu Anburenmepa abo cnopigHeHWx Taynatii y iHAvBigyyma,
npuyomy cnocib Bknovae:

a) KOHTaKTyBaHHs (Hanpuknag BBeAeHHs) iHanBigyyma abo KniTMHW, TKaHWHW, opraHa, piguHyn abo
Oyab-AKoro iHWOro 3paska iHAMBiAyymMa 3 e(eKTUBHOK KINbKICTIO LIOHAWMEHLLE OOHOro aHTuTINa,
nepenbavyBaHoro LoHanMeHLe OAHNM BapiaHTOM 3A4iINCHEHHS BUHaxXo[y; i

b) BU3HauYeHHs1 HasiBHOCTI i/abo xapakTepuCTUK KOMMIIEKCY, WO MICTUTb NaTONOriYHMIA GIiNnok Tay i
aHTUTINO, A€ NPUCYTHICTb KOMMIEKCY € [AiarHOCTUYHMM KpuTepiem XxBopobu Anbureimepa abo
CcrnopigHeHMX Taynarii, acouinoBaHMX 3 NPUCYTHICTIO naTonoriyHoro Ginka Tay.

Y Oesikux BapiaHTax 3[iMCHEHHS!, cnocoby MOHITOPUHIY HasiBHOCTI, NPOrpecyBaHHsi, perpecii abo
crabinisauii y inaMeigyyma xBopobu Anburenmepa abo cnopigHeHUx TaynaTini, abo BU3Ha4YeHHs cTagii
xBopobu Anburenmepa abo cnopigHeHux TaynaTii y iHAMBiAyyMa aHTuTIno, nentug i/abo cnonyky
BBOOATb BHYTPILLIHLOBEHHO, BHYTPILUHLOM'A30BO, NiALWKIPHO, BHYTPILIHEO04YEPEBMHHO, IHTPaHa3anbHo,
iHTpauepebpOBEHTPUKYNAPHO, iHTpaTekansHO abo y Burmagi aeposonto. Y Jdeskux BapiaHTax
3[iICHEHHSs, edbeKTUBHA KiNbKICTb KOXHOro nentuay i/fabo cnonykn cknagae woHarMeHwe 1 MKr Ha
Ao3y, woHanmeHwe 10 mMkr Ha goasy, woHanmeHwe 100 Mkr Ha Jo3y. Y AesKux BapiaHTax 34iNCHEHHS,
eeKTMBHA KiNbKiCTb KOXHOro nentuay i/abo crnonyku cknagae woHanmmeHwe 10 MKr Ha [o3y B
npUCyTHOCTI ag'toBaHTa i wWoHanmeHwe 100 MmKr Ha O03y 3a BiOCYTHOCTI af'toBaHTy. Y Oesikmx
BapiaHTax 34iNCHEHHS, LWOHaNMeHwe oauvH nentug abo crnonmyky BBOASITb Y MHOXMWHI [03yBaHb
NPoOTArom nepiogy WoHanMeHLe WeCTn MicsuiB.

BignosigHo OO crnopigHeHOro BapiaHTa 34iMCHEHHS, BMHaXig CTOCYETbCS cnocoby nikyBaHHS abo
npodinakTMkn nporpecyBaHHs XBopobu AnbureriMepa abo chnopigHeHuMX TaynaTii y iHamMBeigyyma,
npuvyomy cnocib BkMYae BBEAEHHHA BKa3aHOMY iHAMBIOYYMY €(EKTUBHOI KiMbKOCTi LLOHanMeHLle
ogHoro aHTtuTina i/abo wWoHanmeHwe opgHoro nenTuay, i/abo WoHanMeHLe OfHIEl Cnonyku,
nepenbavyBaHWx BMHaxogoMm, B kombiHauii LwWoOHavMeHwe 3 ogHMM KoMbGiHOBaHMM 3acobom,
BMOpaHMM 3 iHribIiTOpiB aueTunxoniHecTepaswn, aHTaroHicTiB peuentopa N-metun-D-acnaprtaty
(NMDA), xenaTopis nepexigHux meTtanis, pakTopiB poCTy, FTOPMOHIB, HECTEPOIQHNX NPOTMU3ananbHKX
nikapcbkux 3acobiB (NSAID), aHTMoKcuaaHTIB, 3acobiB, L0 3HWXKYKOTb pPiBEHb NiNidiB, CENEKTUBHUX
iHribiTopie docdogiectepaswn, iHribiTopiB arperadii Ginka Tay, iHriGiTopiB NpoTeiHkiHa3, iHriGiTopis
OinkiB TennoBoro LWOKy, MACMBHOI i akTUBHOI iMyHi3aLii npoTun aminoigy, iHridiTopiB arperauii aminoigy
i iHribiTopiB cekpeTas. Y pJeskux BapiaHTax 3AiNCHEHHHA, Cnocid 34aTHWMIA 3MEHLYBAaTU PYXOBI
NOPYLLEHHS, MNOMINWyBaTh PyxoBY YHKUiO, 3MEHLIYBATW KOTHITUBHE MNOPYLUEHHS, noninwysaTu
KOTHITUBHY chyHKLit0 abo 3aircHIOBaTK iX KOMBiHaLo.

Y cnopigHeHux BapiaHTax 34iMCHEHHS, BMHaXIig CTOCYETbCA CMOCOBY MOM'SKLLEHHS LWOHanMeHLe
OfHOro 3 CUMMTOMIB, acouiioBaHux 3 xBopobor Anburerimepa abo crnopigHeHMMM TaynaTtismu, y
iHgmBigyyma, npuyomy cnocib BKkNiOYae BBEAEHHS BKa3aHOMY iHAMBIOYYMY €MEeKTUBHOI KinbKOCTi
LLOHaNMeHLLEe OAHOMo aHTUTINa, WOoHaMeHLLe ogHOro nentugy i/abo woHaviMeHLe OfHIET Cnonyku,
nepenbayvyBaHux BWHaxogoM, B KombiHauii LWoOHavMeHWwe 3 ogHMM KoMbGiHOBaHMM 3acobowm,
BubpaHum 3 iHribiTOpiB aueTunxoniHectepaswn, adTaroHictisB peuentopa NMDA, xenatopis
nepexigHWx MeTanie, akTopiB POCTY, TOPMOHIB, HECTEPOIAHUX NPOTU3ananbHUX Nikapcbknx 3acobis
(NSAID), aHTMOKCcMZaHTiB, 3acobiB, L0 3HWXKYTb piBeHb ninigiB, CenekTUBHWUX iHriGITOpIB
docdopiectepasu, iHribiTopiB arperauii Ginka Tay, iHriGiTOpiB nNpoTeiHkiHa3, iHriGiTopiB Ginkis
TENOBOro LUOKY, peareHTiB AN NacuBHOI i akTMBHOI iMyHi3aUil npoTu aminoigy, iHribiTopis arperauii
aminoigy i iHribiTopiB cekpeTasu.

Y [eskux BapiaHTax 34iMCHEeHHs, cnocobiB nikyBaHHA, NpoinakTukM abo MoM'sAKLEHHS
LLIOHaMeHLLEe OOHOro 3 CUMMTOMIB, acouinoBaHuMx 3 xBopobot Anburenmepa abo crnopigHeHuMun
TaynatiaMmu, y iHAMBIOyyMa, cnocib BKMYaEe BBEOEHHS MNauiEHTY-NMIOAWHI e(EKTUBHOI KiNbKOCTI
LLIOHaMEHLLEe OOHOro aHTUTINa, LOHaNMeHLe ogHOoro nentugy i/abo LWoHarnMeHLwe OAHiel Cnomnyku,
nepenbavyBaHux BMHAXOAOM, i/abo ap'loBaHTy, AKUA MOCUIIOE iIMYHHY BIgnNoBigb, B KOMOiHauil
LLOHaMeHLle 3 OOHUM KOMGiIHOBaHMM 3acoboMm, BuOpaHUM 3 iHribiTopiB aueTunxoniHectepasu,
aHTaroHicTis peuentopa NMDA, xenatopiB nepexigHux wmeTanis, akTopiB pocTy, FOPMOHIB,
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HecTepoigHUX NnpoTmuaananbHUX nikapcbknx 3acobis (NSAID), aHTMOKCMaaHTIB, 3ac06iB, O 3HUXKYHOTb
piBeHb ninigis, cenekTMBHMX iHribiTOpiB dhocdoaiectepasu, iHribiTopiB arperadii 6inka Tay, iHribiTopis
npoTeiHKiHa3, iHribiTopiB GiNKIB TENNMOBOro LWOKY, NMAacWMBHOI i aKTUMBHOI iMyHi3auii npoTn aminoigy,
iHribiTopiB arperaduii aminoigy i iHribiTopiB cekpetasu; ge cnocidé 3abesnevye iMyHHY BignoBigb, WO
BKIOYAE aHTUTINA NpOTK NaTonoridyHoro Binka tay, TMUM camMnM 34INCHIOYM NiKyBaHHS, NPOMINaKkTuKy
nporpecyBaHHss abo MNOM'AKWEHHS LLOHANWMEHLIe OOHOro 3 CUMMTOMIB, acouinoBaHux 3 AD, y
naujieHTa-niauHu.

Y pesikMx BapiaHTax 3AiNCHEHHs, CnocobiB IikyBaHHA, nNpodinaktnkn abo nom'aKWeHHS
LLIOHaMeHLLEe OAHOro 3 CUMNTOMIB, acouinoBaHux 3 xBopobow Anburenmepa abo cnopigHeHuMun
Taynatiamu, y iHOuMBigyymMa kombGiHOBaHuM 3acid BBoOAATb A0, OAHOYAcHO abo nicns BBeAEHHS
aHTuTINa, nentuay i/fabo cnonyku, nepeabadvysBaHMx BUHaX040M.

Y cnopigHeHnx BapiaHTax 34iINCHEHHS, BUHAXIA TaKOX CTOCYETbCs (bapMaLeBTUYHOI KOMNO3WLT,
sKa MIiCTUTb (hapMaLeBTUYHO NPUNHATHUI HOCIN i/abo po3pimxyBay; i

a) aHTuTINo, nepenbayyBaHe BUHaxoaoM; i/fabo

b) nentng, nepeadavyBaHun BUHaxoaoM; i/abo

C) cnonyky, nepegbadyBaHy BUHAxXo4oM;

B KOMOGiHaUii WoOHaMMeHwWwe 3 oaHMM KoMbGiHoBaHMM 3acobom, BuBpaHMM 3 iHribiTopiB
aueTunxoniHectepasn, aHtaroHictiB peuentopa NMDA, xenatopiB nepexigHux meTanis, dakropis
pOCTy, FOPMOHIB, HECTEpOigHUX npoTu3ananbHux nikapcbkux 3acobiB (NSAID), aHTMOKCMOAHTIB,
3aco0iB, LLO 3HWXKYOTb piBEHb ninigiB, cenekTuBHMX iHriGiTopiB docdogiectepasn, iHribiTopie
arperauji 6inka Tay, iHribiTopiB npoTeiHkiHa3, iHribiTopiB GinkiB TennoBOro LWOKy, peareHTiB Ans
NacvBHOI i akTUBHOI iMyHi3aUil NpoTu aminoigy, iHribiTopis arperauii aminoigy i iHribiTopis cekpeTasu.
Y pesikux BapiaHTax 34iNCHEHHSs, aHTUTINO siBnsie coboto DCBES. Y neBHMX BapiaHTax 34iMCHEHHS,
aHTUTINO MiCTUTb WwoHarmeHwe ogHy CDR 3 DCB8ES8. Y peskux BapiaHTax 34IMCHEHHS, aHTUTINO
MICTUTb LIOHaVMeHLWe oAuH BapiabeneHun nadutor (nerkun abo Baxkui) 3 DCBES8. Y neBHux
BapiaHTax 3MdiNCHEHHsI, MOXHa BMKOPWUCTOBYBATM FymaHi3oBaHy abo ntoacbky Bepcito DC8BES. Y
AesKUX BapiaHTax 34iACHEHHS, WOHaNMeHLLe oanH nentua Bubpanun 3 6yab-akoi 3 SEQ ID NO: 1-4,
SEQ ID NO: 9-101 i SEQ ID NO: 108-112, NIKHVPGGGS (SEQ ID NO: 201), IKHVPGGGS (SEQ ID
NO: 202), KHVPGGGSYV (SEQ ID NO: 203), HVPGGGSVQ (SEQ ID NO: 204), VPGGGSVQ (SEQ ID
NO: 205), GWSIHSPGGGSC (SEQ ID NO: 250), SVFQHLPGGGSC (SEQ ID NO: 251),
ANIKHVPGGGS (SEQ ID NO: 144), DAIKHVPGGGS (SEQ ID NO: 146), DNAKHVPGGGS (SEQ ID
NO: 149), DNIAHVPGGGS (SEQ ID NO: 151), DNIKAVPGGGS (SEQ ID NO: 159), DNIKHAPGGGS
(SEQ ID NO: 161) i DNIKHVPGGGS (SEQ ID NO: 171). Y ogHoMy BapiaHTi 34iMICHEHHs, nentng
BubpaHui 3 SEQ ID NO: 1-4. B iHWoOMY BapiaHTi 3aiicHeHHs, nentua sensde coboto SEQ ID NO: 108.
Y ogHOMy BapiaHTi 3A4iMCHeHHs, nentug aBnse cobow GWSIHSPGGGSC (SEQ ID NO: 250). Y
NeBHMX BapiaHTax 34incHeHHs1, nentng asnsie coboo SVFQHLPGGGSC (SEQ ID NO: 251). Y neBHux
BapiaHTax 34iNcHeHHsd, nentug Bubpanun 3 SEQ ID NO: 270 (TENLKHQPGGGK), SEQ ID NO: 271
(KHQPGGG), SEQ ID NO: 272 (HQPGGG), SEQ ID NO: 275
(ENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHVPGGGS), SEQ ID NO: 276 (KHVPGGG),
SEQ ID NO: 277 (HVPGGG), SEQ ID NO: 280 (DNIKHVPGGGSVQIVYKPV), SEQ ID NO: 281
(HHKPGGG), SEQ ID NO: 282 (HKPGGG) i SEQ ID NO: 283 (THVPGGG). Y iHWwunx BapiaHTax
3piricHeHHs, nentug Bubpaxun 3 SEQ ID NO: 272 (HQPGGG) i SEQ ID NO: 277 (HVPGGG).

[opatkosi 3agavi i NnepeBarn BapiaHTiB 34iINCHEHHS BKa3aHi YaCTKOBO B OMWUCI, SIKUW HaBedeHUN
HWXXYe, | YacTKOBO ByayTb O4eBWUAHI 3 onucy, abo BOHM MOXYTb BYTM BCTAHOBMNEHI NPy 34iNCHEHHI Ha
npakTuui BapiaHTiB 34iNCHeHHS. 3agdavi i nepeBary BapiaHTiB 34iNcHeHHA ByaoyTb peanisoByBaTucs i
pocaratucs 3a JOMOMOrol efnemeHTiB i kombiHauin, 30Kkpema, BKka3aHux B MnpuknageHii popmyni
BUHaxoay.

MoTpiOHO pPO3yMIiTK, WO SK NPEeACTaBMEHUN BULLE 3aranbHUN ONUC, TaK i NPeacTaBNEHNA HXKYe
AOKNagHWA ONUC € TINbKW iNOCTPaTUBHUMY i NMOSICHIOBANbHUMU | HE OBMEXYIOTb 3asiBNeHi BapiaHTh
3[iNCHEeHHS.

MpuknageHi KpecrneHHsa, ski BKMOYEHi i CknagalTb YacTUHY JaHOro Onucy, iNcTpyoTb Aekinbka
BapiaHTiB 34iMNCHEHHS | pa3oM 3 ONUCOM CryXaTb ANS MOSICHEHHS NPWHLMMIB BapiaHTIB 3AINCHEHHS.
My6nikauii, po3rnsHyTi B gaHOMy ONWUCi, HadaHi TinbkM AN iX po3KpUTTA OO0 AaTu nogadi AaHoi
3as8BKW. BOHM BKMOYEHI sik nocunaHHsA B NOBHOMY 06caA3i ans 6yab-akux uinen. Hiwo B gaHOMYy Onuci
He Tpeba TnymaumTn SK JOMNYLLEHHs TOro, WO AaHW/A BUHaxig He Aae npaBoO Ha 3iCTaBreHHs (akTy
CTBOpEHHsi BMHaxody 3 binbw paHHiM npioputeTom. Kpim uboro, HagaHi gatu nybnikauii MOXyTb
Bigpi3HATUCA Big pakTMUHMX gaT nybnikauii i BOHM BUMaraTb HE3anexXHoro niaTBepoKeHHs.

KOPOTKWIN ONNC KPECIEHb

®ir. 1. CxemaTnyHe NpeAcTaBeHHs WecTu isodopm Binka Tay NoanHN.
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®ir. 2. CxemaTtunyHe npeacTaBneHHsa yHKUioHaneHoT kapTu binka Tay noanHn (2N4R). Ha "dir. 2
"VQIINK" i "VQIVYK" npeactasneHi 9k SEQ ID NO: 116 i 115, BignosigHo.

@ir. 3. HykneoTugHi i amMiHOKMCNOTHI MOCNigoBHOCTI BapiabenbHux obnactem DC8ES8 i ix
BUPIBHIOBAHHS 3 HaWBIiNbll CXOXMMW MOCNIAOBHOCTAMM MU embpioHanbHoro Tuny. Ha dir.
npeacTaBneHi HykneotuaHa nocnigoeHicte (SEQ ID NO: 165) (A) i amiHOKMCNOTHa MOCMIOOBHICTb
(SEQ ID NO: 141 (gns BapiabenbHoi obnacTi nerkoro naHutora) i 117-119 (gnsa koxHoi 3 ii CDR,
srigHo 3 IMGT), BignoBsigHo, No nopsiaky); (B) nocnigoBHOCTI BapiabenbHOT obnacTi nerkoro naHutora
(VL) DC8ES8 (BupiBHioBaHHs1 poskpuBae SEQ ID NO: 166 i 168, ignosigHo, no nopsaky); i (C)
BUpiBHIOBaHHS V-reHa BapiabenbHoi obnacti nerkoro naHuiora DC8E8 3 Hambinbw CxoXoto
nocnigoBHicTio MuyLi embpioHanbHoro Tuny IGKV8-21*01 (BupisHioBaHHSA poskprsae SEQ ID NO: 166
i 167, BignoBigHO, N0 NOpPsAKY) 3 noganslwuM BupiBHIOBaHHAM J-reHa VL DC8ES8 (SEQ ID NO:168) 3
Hanbinbw cxoxum J-reHom mui, IGKJ1*01 (SEQ ID NO: 169). Ha dir. npeacrtaeneHa HykneoTnaHa
(SEQ ID NO: 170) (B D) i amiHOKMCnOTHa NOCNiAOBHICTL BapiabenbHOi obnacTti BaXKoOro naHurora
DC8ES8 i ii Tpu CRD (SEQ ID NO: 171 i 120-122, BignosigHo, no nopsgky). Ha (F) npeacrasneHi
HacTynHi BupiBHtoBaHHs ansa DC8ES: no-nepuwe, V-reH BapiabenbHoi obnacTti Baxkkoro naxutora (VH)
DCB8ES8 (SEQ ID NO 172) 3 HanbinbL CXOXOK MOCAIAOBHICTIO MuWi embpioHaneHoro Tuny IGHV1-
81*01 (SEQ ID NO 172); no-gpyre, D-reH BapiabenbHoi obnacTi Baxxkoro naHutora (VH) DC8ES (SEQ
ID NO 174) 3 HanbinbLl CXOXOK MOCMigOBHICTIO MUWi emBpioHanbHoro Tuny IGHD2-14*01 (SEQ ID
NO 175), i, HapewTi, J-reH BapiabenbHoi obnacti Baxkoro naxutora (VH) DC8E8 (SEQ ID NO 176) 3
HanbINbL CXOXOK MOCNiAOBHICTIO MU embpioHanbHoro Tuny IGHJ4*01 (SEQ ID NO 177). Takox
npeacTasBneHi NOCMiAOBHICTL KOHCTAHTHOI obnacTi nerkoro naHutora kanna DC8ES8 (SEQ ID NO: 178)
(G) i nocnigoBHiCTb KOHCTaHTHOI obnacTi Baxkoro naHutra (SEQ ID NO: 179) (H). O6nacrTi, wo
BM3HA4aloTb KomnnemeHTapHicTe (CDR), nigkpecneni B nocnigosHocTi 6inka (B) i (E) i BOHM
ineHTndikoBaHi BignoBigHo Ao cuctemm Hymepadii IMGT.

@ir. 4. BupiBHioBaHHA nocnigoBHOCTI BapiabenbHoi obnacTi nerkoro naHutora (VL) DC8ES8 (SEQ
ID NO: 166 (V-reH) i 168 (J-reH), BignoBigHO), 3 HaWbiINbW CcxoxuMM reHom VL noguHu
embpioHaneHoro Tuny (SEQ ID NO: 180-181, BignoBigHo, No NOpsaKy).

®ir. 5. BupiBHioBaHHA nocnigoBHOCTI BapiabenbHOI ob6nacTi Baxkkoro naHutora (VH) DC8ES8 (SEQ
ID NO: 172, 174 i 176, gnsa renie V, D i J, BignoBigHo) 3 Hambinbw cxoxum reHom VH nioguHu
embpioHaneHoro Tuny (SEQ ID NO: 182-183 i 185, BignoBiaHo, No Nopsiaky).

®ir. 6. KaptyBaHHsA enitona DC8E8 3a ponomoroi pgeneuiiHMx MyTaHTiB Ginka Tay 3
BukopuctaHHaMm ELISA. (A) CxematnyHe npeactaBneHHs Ginkis Tay, BUKOPUCTAHUX ANS KapTyBaHHS
enitona DCB8ES, i (B) ix amiHokucnotHa nocnigosHictb (SEQ ID NO: 186-197, 102, 104 i 198-199,
BignosigHo, no nopsagky). (C) Oani ELISA. DC8ES8 poasnisHae HacTynHi 6inkn Tay: A358-441, A421-
441, A134-168, A1-220, A1-126, 2N4R, 2N3R, A(1-296; 392-441) i A(1-150; 392-441)/4R. DC8ES8 He
po3ni3Hae HacTynHi Ginkm Tay: A222-427, A306-400, A228-441, A300-312, A257-400, A137-441,
A283-441.

@ir. 7. (A) i (B) CxemaTnyHe npeacraBneHHs cuHTeTnyHux nentugis (SEQ ID NO: 206, 207, 208,
2, 210, 211, 212, 3, 214, 215, 4, 217, 26, 219, 36, 221, 222, 109 i 88, BignosigHoO, N0 NOpsAKy) Ans
KapTyBaHHA enitona, i iX nocnigosHicTk, BignosigHo. (C) KapTyBaHHs enitona DC8ES8 3a gonomororo
CUHTeTMYHOro nentuay cnocobom ELISA. (D) CxemaTnyHe npegctaBneHHs enitonie DC8ES, ki
3gaTHi 3B'A3yBaTUchk B Ginky Tay. DC8ES8 3paTtHe 3B'A3yBaTucsa 3 OyOb-SIKOK 3 YOTUPLOX OKPEMMX
3B'A3yBarnbHNX 0ONacTen, KoXHa 3 AKMX SBMsSE CODO0 OKpemui eniton, 3BaHUNM enitonamu 3 1 no 4.
KoXHMI 3 LMX YOTMPBLOX eniToniB po3TalloBaHUi okpemo B 1-omy (eniton #1), 2-omy (eniton #2), 3-
omy (eniton #3) i 4-omy (eniTon #4) NoBTOpHOBaHUX AOMeHax Ginka Tay. fK MokasaHO, KOXHWUA 3
yoTupbox enitonis DC8ES8, BigNOBIAHO, OXOMMIETLCA OAHIEID 3 HACTYMHUX aMiHOKUCIOTHUX
nocrnigosHocTen: 267-KHQPGGG-273 (SEQ ID NO: 98) (B 1-oMmy noBTOptOBaHOMY JOMEHI bGinka Tay),
298-KHVPGGG-304 (SEQ ID NO: 99) (y 2-omy noBTOptoBaHOMY fOoMeHi Ginka Tay), 329-HHKPGGG-
335 (SEQ ID NO: 100) (B 3-omy noBTOptoBaHOMY AoMeHi Ginka Tay) i 361-THVPGGG-367 (SEQ ID
NO: 101) (B 4-omy noBTOpOBaHOMY AIOMEHI Binka Tay), BianosigHo.

®ir. 8. (A) BupiBHIOBaHHS1 aMiHOKMCIOTHOI nocnigoBHoCTI Binka Tay noamHn (SEQ ID NO: 225) 3
nocnigoBHicTio Ginka Tay 3 iHworo Buay (SEQ ID NO: 226-245, signosigHo, no nopsagky). Ons
BMPIBHIOBAHHA BMKOPWUCTOBYBAnNu MOBHOPO3MIpPHWUIA Ginok Tay mAWMHW; NpeacTaBneHi  Tinbku
amiHokucnotn 265-368 Oinka Tay noguMHW nicns BupiBHOBaHHA. O6nacTi, WO MIcTATb 40TUpKU
okpemmx enitonu DC8ES8 Ha Oinky Tay MoAauHK, i BUPIBHSHI NOCHIAOBHOCTI B3ATI B paMKy i NoKa3aHi
HaniBxupHuM wpudTom. (B) KoHkypeHTHui ELISA, wo geMoHCTpye 3gaTHICTb wecTun nentugis bGinka
Tay (SEQ ID NO: 201-205 i 200, BignoBigHO, No nNopsaKy) koHkypyBatu 3 TayA(1-150; 392-441)/4R
(SEQ ID NO: 199) 3a 3B'A3yBaHHs1 3 aHTuTinom DC8ES, 3gaTtHMM po3ni3dHaBaTu LWOHANMEHLLE OOVH 3
enitoniB 6inka Tay, 3anyyeHux B arperauito Tay-tay. (C) KoHkypeHTHun ELISA, wo gemoHcTpye
3gaTHicTe cemu Tay-nentugie (SEQ ID NO: 144, 146, 149, 151, 159, 161 i 171) koHKypyBaTh 3
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TayA(1-150; 392-441)/4R 3a 3B'A3yBaHHsa 3 aHTUTINOM DC8ES8, 3gaTHMM posnisHaBaTu LOHAWMEHLLE
OAMH 3 eniTonis Binka Tay, 3any4eHnx B arperauito Tay-tay.

dir. 9. (A) MNoeepxHeBWIA NNa3amMoHHMI pe3oHaHc (SPR) ans oxapaktepusalii 3B'a3yBaHHS DC8ES
3 TayA(1-150; 392-441)/4R i 2N4R. (B) TlMoBepxHeBui nnasmMoHHUA pe3oHaHc (SPR) ans
oxapakTepu3aldii 38'a3yBaHHss DC8ES 3 TayA(1-150; 392-441)/3R i 2N3R.

@ir. 10. (A) KoHcTaHTK acoujauii i ancouiadii gns 38'adyBaHHss DC8ES 3 TayA(1-150; 392-441)/4R
i 3 Tay 2N4R, npu Bu3HauyeHHi 3a gonomorotd SPR. (B) KoHcTaHTu acouiauii i gucouiauii gns
3B'a3yBaHHA DC8ES8 3 TayA(1-150; 392-441)/3R i 3 Tay 2N3R, npu BM3Ha4deHHi 3a gornomorot SPR.
KoHueHTpaLil, BMKOpUCTaHi Yy BUMIpPIOBAHHAX, BKas3aHi Ha rpadikax, MyHKTUPHI niHii Bynu
iHTepnonboBaHi kKomn'toTepHolo nporpamoto BIA evaluation software 4.1 (Biacore AB) 3 BUMipsiHux
AaHVX Ans 06YMCNeHHs KIHETUYHMX NapamMeTpiB.

@ir. 11. MoHoknoHanbHe aHTuTiNO DC8ES8 3aaTHe pospisHioBaTu AokriHiyHy AD, AD, Wo KniHiYHO
NMOYMHAETBLCA, i NOBHICTIO po3ropHeHy AD kiHueBoi ctagii. DC8E8 BusiBnse 3abapBneHHs paHHix
ctagin (MmoHomepu, aumepwn binka Tay) nartonoriyHoro 6inka Tay npu AokniHivHIA AD y nogvHu -
ctagia | bpaaka. (A) AHTUTINO po3ni3Hae CcTagilo oniroMmepiB naTtonoriyHoro Ginka Tay (CTpinku) i
cTagito nonimepiB naronoriyHoro Oinka Tay (By3nukiB) (KiHui cTpinok). (B) MNMpu NOBHICTIO pO3ropHeEHii
xBopobi AnbLrenvepa (kiHueBa ctagis - ctagia VI bpaaka), DC8ES8 poanizHae B OCHOBHOMY nonimepu
nartonoriyHoro 6Ginka Tay B copmax HenpoibpunapHMx BY3NUKIB (KiHLi CTPINoK), HEMpUTUYHUX
OnAwok (BcepeamHi Kona) i HEMPUTUYHUX HUTOK (BCepeauHi N'aTukyTHuka). (C) MacwTrabHa mitka: 100
MKM. MoHoknoHanbHe aHTuTino DC8ES8 po3snisHae BCi cTafii po3BUTKY YTBOPEHHS BY3NUKIB Mpwu
xBopobi Anburerimepa. (D) DC8ES8 posnisHae paHHi cTagii po3BWUTKY YTBOPEHHS BY3MUWKIB -
MOHOMEpPHY, AMMEPHY i paHHIO oniromepHy ctagito (D1), i nisH0 oniroMmepHy AOBY3NWKOBY CTagito
(D2), a Takox ni3Hi cTagii po3BUTKY NonimepiB NaTonoriYyHoro Ginka Tay - BHYTPILWHBOKNITUHHI (D3) i
no3akniTMHHI HenpoddibpunsapHi Byanukn (D4). KiHeub CTpinkM BKasye Ha HEBENUKI OniroMepHi
arperaTu Ginka Tay BcepeauHi nipamiganbHuX rinokamnansHux HempoHis (D1). MacwTtabHa miTka: 10
MKM.

®ir. 12. (A) MoHoknoHanbHe aHTuTino DC8ES8 posnisHae HenpodibpunspHy gereHepadiio y
TpaHcreHHux wypie SHR72. DC8ES8 posnisHae cTagito oniromepHoro Ginka Tay (CTpinku) i cragito
BY3nukiB (KiHLi CTpinok) npu HenpopereHepauii 6inka Tay. binbwe TOro, aHTUTINO B3aemogie 3
HEenpaBuWIbHO 3rOpHEHMM Oinkom Tay, siKMiA pO3TaLLOBYETLCH B aKCOHANbHUX BOJIOKHAX (BcepeawuHi
NpsIMOKyTHMKA). (B) Y ronoBHOMY MO3Ky CriBnagarymx 3a BiKOM KOHTPOJSIbHMX LUYPIiB a@HTUTINO He
AEMOHCTPYE iHTpaHenpoHanbHoro 3abapsneHHs. MacwTabHa miTka: 20 mkm. DCBES Takox posnisHae
BCi CTafji po3BWTKY YTBOPEHHS BY3NWKiB B FOMTOBHOMY MO3KY TpaHCreHHux wypis (SHR72), gk i npu
xBopobi Anburenmepa y nioguHu. DC8ES8 posnisHae paHHi cTagii po3BUTKY YTBOPEHHHA BY3MUKIB -
MOHOMEpPHY, AUMEPHY i paHHIo oniromepHy ctagito (C) i nisHio oniromepHy gosyanukosy ctagito (D), a
TakoX ni3Hi cTagii po3BUTKY noniMepiB naTonoriyHoro 6Ginka Tay - BHYTPIWHbOKNITUHHI (E) i
no3akniTMHHI HenpodibpunspHi By3nuku (BigcytHe aapo) (F). KiHeub cTpinkm B (C) Bkasye Ha
HeBenuKi oniromepHi arperatu Ginka Tay BcepeanHi HenpoHis (A). MacwTtabHa miTka: 10 Mkm.

®ir. 13. (A) 3abapeneHHsa 3a pgonomoroto DC8E8 HenpodibpunapHux By3nuKIB B KOPpi
TpaHcreHHux wypis SHR24, aki ekcnpecytoTb TayA(1-150; 392-441)/3R. (B) DC8ES8 posnisHaBano
HelpoibpmnApHiI By3nunku B CTOBOYPI rONTIOBHOTO MO3KY TpaHCreHHuX wypis SHR72, aki ekcnpecyoTb
TayA(1-150; 392-441)/4R. 3pi3n TKaHWH KOHTPAcCTHO 3abapBroBany METUOBUM 3eneHnMm. CTpinku -
HenpoddibpnnapHi Byanukn. MacwtabHa mitka: 50 MKkM.

@ir. 14. MoHoknoHaneHe aHTuTino DC8ES8 posni3Hae sk po3yunHHMIA (A), Tak i HEpO34UNHHMIA Binok
Tay (B) B 3paskax rorioBHOro MO3Ky, BUAINEHMX 3 TpaHCreHHuX wwypis B mogeni SHR24 (isokopTekc) i
Bi, nauieHTiB 3 xBopobGow AnburerimMepa (TKaHMHA anoKOpTEeKca, LWO BKMOYAE rinokammn,
€HTOpUHanbHy i TemnopansHy kopy). KiHeub CTpinku - ykopoyeHunm Ginok Tay noguHuW, CTpinka -
eHgoreHHun 6inok Tay wypa. Ona po3unHHmx dppakuin Ginka Tay HaHocunu 15 Mkr 6inka Ha OpPiKKY.
Ansi Hepo3uMHHUX dpakuin binka Tay ocag po34uHaAnM B 1x Oydepi Ons HaHeceHHs 3paskiB 3
pofeuuncynbgartom Hatpito (SDS) B 1/50 o6'emy 1S, HaHocunu Tom xe 06'em, AK i y BuUnagky
PO34YNHHUX dopakuin. MoHoknoHanbHe aHTuTino DC8ES8 posni3Hae sik PO34WMHHI, TaK i HEPO3YUHHI
Oinkn Tay B 3paskax rofloBHOro MO3Ky, BUAINEHUX y NauieHTiB 3 XxBopobow AnbureriMepa (TkaHuHa
anokKopTekca, Lo BKMNoYae rinokamn, eHTopuHaneHy i TemnopansHy kopy) (C) i 3 TpaHCreHHUxX wwypis
B mogeni SHR72 (ctoBGyp ronosHoro mo3ky) (D). Ctpinka - disionoriyHi 6inku tay nogmHu (A) i
eHgoreHHun 6inok Tay wypa (B), kiHeub CTpinku - ykopoyeHunm Tay moguHun (TayA(1-150; 392-
441)/4R), ekcnpecoBaHUi Sk TpaHcreH B HenpoHax wypie SHR72 (D). Ans po34mHHMX dpakuin Ginka
Tay HaHocunm 15 Mkr 3aranbHoro Ginka Ha [opikKy. [nsi HEPO3YMHHMX (opakuin Oinka Tay ocapg
po34uMHANM B 1x 6ydepi Ansi HAHeCEeHHsT 3paskiB 3 gogeuuncynbdartom HaTpito (SDS) B 1/50 06'emy
1S, HaHOCKIM ToM e 0b'eMm, SK i y BUNagKy pO34MHHNX chpakuin.
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®ir. 15. DC8ES iHribye naTonoriyHy B3aemogito Tay-tay y hnyopecueHTHOMY aHanisi dpibpunisauii
binka Tay. 3a QONOMOrol renapuHy 34iMcHIOBanNu iHAYyKUil0 KOHopMauinHux 3MmiH i ibpunisauii
TayA(1-150; 392-441)/4R (cpir. 15A) abo TayA(1-296; 392-441)/4R (cpir. 15B) npu BUMIptOBaHHI Mo
drnoypecueHuii TiodonaeiHy T; mAb DC8ES, Rab50 i DC11 pocnigxyBanu BiOHOCHO iX 34aTHOCTI
nonepempKaTy NaTonorivyHy 3miHy KoHdopmaLii.

@ir. 16. Ananis iHridiTopHoro noteHuiany DC8ES8 BigHOCHO 3anobiraHHA YTBOPEHHIO AUMEpIB,
TpuMepiB i oniromepiB Ginka Tay ana ykopodeHoro Ginka TayA(1-296;392-441)/4R 3a [OMOMOrow
iMyHOBNOTUHIY 3 BUKOPUCTAHHAM KoH'toroBaHoro 3 HRP mAb DC25.

®ir. 17. 3axonneHHs i gerpagauia TayA(1-150; 392-441)/4R knitnHammn wmikpornii BV2. TayA(1-
150; 392-441)/4R popasanu po knituH BV2 mmwi abo okpemo (1 mkM), abo B komnnekci 3
MOHOKIOHanbHUM aHTtutinom DC8E8 (1 mMkM TtayA(1-150; 392-441)/4R+1 mkM DCS8ES). [icns
iHkybBauii npoTarom pisHUx nepiogis yacy (2, 4, 6 i 12 roauH), knitTnHn BV2 npommBanu KMCMNOTOLO,
eKcTparyBanu KniTuHHi 6inku i aHanisysanu piBHi iHTepHanizoBaHoro binka tay BeCcTepH-6n0TUHIOM i3
3aranbHUM aHTuTinom npotn Tay DC25. TayA(1-150; 392-441)/4R MIiTURAM iIMYHHOK MITKOKO B
KNITUHHUX ni3aTax (BHYTPILWHBOKNITUHHUIA Ginok Tay) (A) i B cepeaoBuLi Ans KynbTUBYBaHHS KMiTUH
(nosaknituHHUI Ginok Tay) (B). AHTMTIino DC8ES BisyanisyBanu 3a 4ONOMOrow KoH'toroeaHoro 3 HRP
aHTUTINa NPOTW aHTUTIN Muwi. Ha gopixkky HaHocunm 20 r Ginka.

®ir. 18. CrabinbHicTe (TepmiH 36epiraHHa) DC8ES8 npwu 37 °C, npu JQocnimkeHHi 3a JOMOMOrow
ELISA. AHTuTino posnizHaBano TtayA(1-150; 392-441)/4R nicna 36epiraHHs NPOTArOM [OeEKiNbKOX
micauis (1, 2, 3 i 4 micadi). NnaHkn BiANOBIgAIOTE CEPINHMM PO3BEAEHHSIM aHTUTINA, SK yKasaHo.
BumiptoBaHHS NpOBOAMMAM B TPbOX €K3EMMIIsipax.

@ir. 19. DC8E8 posnisHae i HauineHe Ha HenpaBWibHO 3ropHeHW (o obymoBMOeE
3axBOpPIOBaHHSA) BiNoK Tay B TKaHMHAX rOMOBHOIMO MO3Ky npu xBopobi Anburerimepa y noguHu. (A)
AHani3 3 BUKOPUCTaHHAM BECTEPH-BMOTUHIY i3 3aranbHUM aHTuUTinom npotwn 6inkis Tay DC25:

4) BioximiyHa ekcTpakuis naTtonoriyHoro 6inka Tay 3 TKaHWH FOFIOBHOMO MO3Ky npu XBOpPODi
Anburerimepa nognHmn (Greenberg and Davies, 1989);

5) imiTytoue aHTuTInO (Rab50) He posnisHae Binok Tay;

6) DC8ES8 posni3Hae i HauineHe Ha HenpaBWITbHO 3rOPHEHWI (WO OOYMOBOE 3aXBOPHBAHHSA)
6inok Tay B TKAHMHaX rofloBHOO MO3KY NMpu XBOpo6i Anburerimepa NIoANHW.

(B) 3abapBneHHst noHco S: 2), 3) KOHTpornb KinbkocTi aHTuTtina (Rab50 i DC8ES), BukopucTtaHoi B
€KCMEPUMEHTI.

®ir. 20. DC8E8 posnisHae i HauineHe Ha HenpasBuIibHO 3ropHeHun (MoB'a3aHun i3
3axBOpPHOBaHHAM) Binok Tay B TKaHMHaxX ronoBHoOro Mo3ky B mogeni AD Ha wypax SHR72. (A) AHani3 3
BMKOPUCTaHHSM BECTCEpPH-6NOTUHrY i3 3aranbHUM aHTuTinom npotn b6inka Tay DC25:

1) GioximiyHa ekcTpakuis naTtonoriyHoro 6inka Tay 3 TKaHWH FOMIOBHOMO MO3Ky npu XBOpPODi
Anburenmepa ntogmHm (Greenberg and Davies, 1989);

2) imiTytove aHTuTInO (Rab50) He posnisHae Ginok Tay;

3) DC8ES8 posni3Hae i HauineHe Ha HenpaBWITbHO 3rOPHEHUI (O OOYMOBIHE 3aXBOPHBAHHSA)
6inok Tay B TKaHMHaX rofloBHOO MO3KY NMpu XBOpobi Anburerimepa NIOANHW.

(B) 3abapBneHHst moHco S: 2), 3) KoHTporb KinbkocTi aHTuTiNa (Rab50 i DC8ES), BukopuctaHoi B
€KCMEPUMEHTI.

®ir. 21. In vivo, DC8E8 HauineHe Ha naTonoriyHi gopmu Oinka Tay B TFOSIOBHOMY MO3KY
TpaHcreHHux wypie (SHR72) i TpaHcnopTye naTtonoriyHui 6inok Tay 3 ronoBHOTO MO3KY B
nepudepunyHy kpoB. (A) KoHueHTpauis aHTutina DC8ES8 B cmpoBaTtui TBapuH, skum Beogunu DCSBES,
pocsrana 466, 200 i 273 nr/mn, BignosigHo. Cnoctepiranu (B) TpaHcnopT in vivo komnnekcis DC8ES-
Tay 3 TrOMOBHOrO MO3Ky B nepudepuyHy kpos. [latonoriyvHui 6inok Tay pJocdraB cepeaHbol
KoHueHTpauii 350 nr/mn cupoBaTku. AKTMBHUI TpaHcnopT Ginka Tay 3a gonomoroto DC8ES8 ycysae
naToriorivHi 6inku Tay 3 ronoBHOro Mo3ky. 3 iHworo 6oky, He Byno BusABMIEHO GiNnkiB Tay B cupoBaTtLi
TBapWH, kMM BBOAUNM iMiTytode aHTuTino (Rab50), ake posnisHae Bipyc ckasy (Macikova et al.,
1992). KoHueHTpauito Ginka Tay B cuMpoBaTUi TBapWH, SIKUM MPOBOAWMNW BBEAEHHS, BM3HA4anu 3a
ponomoroto Innotest hTAU ELISA (Innogenetics, Belgium). Ha rpadiky npenctaBneHi cepegHi
3HaYeHHSA 3i CTaHOAPTHUMW NMOMUMKaMU cepefiHboro 3HavyeHHsa (SEM). KoxHa 3 8 nnaHok ans wypis
A-C Bkasye Ha BigMiHHe nocnigoBHe po3BefeHHA cuposaTku (Big po3sedeHHs B 100 pasiB o
po3BeaeHHs B 12800 pasis, 3niBa Hanpago).

@ir. 22. MoHoknoHaneHe aHTuTINO DC8ES8 ycyBae naTonoridHuii Giflok Tay 3 rofloBHOMO MO3KY
TpaHcreHHux wypis (SHR72). (A) BHyTpiwwHboMO3koBe 3actocyBaHHa DC8ES8 (niBa naHenb) ycyBae
(cTpinkn) natonoriyHMn GiNOK Tay 3 HEWPOHIB B MOPIBHSIHHI 3 TBapMHaMW, SIKUM MPOBOAMIMN iMiTylO4E
BBedeHHs (MpaBa naHenb). (B) KinbkicHe BM3HayeHHA natonoriyHoro Ginka Tay B HEMPOHaXxX TBapwH 3
iMiTytouum BBeAeHHsM | BBegeHHAM DC8E8 npogemoHCTpyBano 3HayHe 3MEHLUEHHS KiNbKOCTi
natonoriyHoro Ginka Tay y TBapuH, sikum seogunun DC8ES (p<0,0001).
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®ir. 23. PekombiHaHTHUIA dparmeHT scFv (scDC8E8v) moHoknoHansHoro aHtutina DCS8ES,
eKcnpecoBaHoro B 6akTepisix, po3nisaHae naTonoriyHNn HenpasunbHO HeBnopsakoBaHun TayA(1-150;
392-441)/4R. (A) 3abapBneHHsi Kymaci giamaHTOBMM GNakMTHUM HEOUULLEHUX Ti3aTiB KOHTPOJIbHUX
OakTepin BL21 i 6akTepin, Wo MicTaTb ekcnpecytody nnasmigy scDC8E8v, po3aineHux 3a 4ONOMOrotw
10 % SDS-PAGE: popikka 1, HeouuweHuid nisaT KOHTponbHUX 6Gaktepii BL21; popikka 2,
HeoumweHnn nisat 6akTtepin BL21, ekcnpecytounx scDC8ES8v; i gopikka M, mapkep MonekynsipHoi
Macu Ginka (Page Ruller Prestained Protein Ladder #SM0672, Fermentas). (B) 3abapeneHa noHco S
HiTpouentono3Ha membpaHa, Wwo MicTuTb Oinkm Tay: gopikka 1, TayA(1-150; 392-441)/4R, 500 Hr;
popixka 2, TayA(1-150; 392-441)/4R, 250 Hr; popixka 3, TayA(1-150; 392-441)/4R, 125 Hr; gopixka 4,
TayA228-441, 50 Hr; i popikka M, mapkep wmonekynspHoi macu 6inka. (C) BectepH-
Onot/HiTpouentonosHa membpaHa, Wo MicTaTb Ginku Tay, HaHeceHi 3rigHo 3 (B), gocnigxeHi 3a
ponomMmoroto  nizaty ©Oaktepin, ekcnpecytoumx scDC8E8v. (D) BectepH-6not/HiTpouentonosHa
mMembpaHa, Wo MicTUTL BinkuM Tay, HaHeceHi 3rigHo 3 (B), gocnigxeHi 3a JOMNOMOroK HeraTtMBHOMO
KOHTpOnbHOro 6akrepianbHOro nisary.

dir. 24. PekombGiHaHTHUIM dparmeHT scFv MoHoknoHanbHoro aHtuTina DC8E8 (scDC8ES8v)
BUSIBIISIE BNACTUBOCTI 3B'A3yBaHHA Ginka Tay, cxoxi 3 aHTuTinom DC8ES8 - cenektMBHO po3ni3Hae
TayA(1-150; 392-441)/4R. (A) KiHeTnyHe BM3Ha4YeHHs adiHHOCTI 3a gonomoroto SPR ans 3B'A3yBaHHS
scDC8ES8v 3 tayA(1-150; 392-441)/4R npu AD. (B) KiHeTu4He BU3Ha4YeHHS acpiHHOCTI 3a 4ONOMOror
SPR gnsa 3B'a3yBaHHs scDC8ES8v 3 Tay 2N4R. (C) KoHcTaHTh weuakocten (kown i korr) i piBHOBaXKHa
KOHCTaHTa acouiauii ons 3B'a3yBaHHA scDC8ES8v.

@ir. 25. lgeHTudikauia 3anuwkiB B akTuBHOMYy UeHTpi ScDC8ES8v, ski BnnuBawTb Ha
posnisHaBaHHa SCDC8E8v/DC8ES8 HenpaBunbHO HeBnopsiakosaHoro Ginka Tay. (A) 3abapsneHHs
Kymaci giaMaHToBum 6nakmTHMM noniakpunamigHux renis nicns posgineHHs 6inkiB 3 Heo4vMLEeHOro
nizaty 6akrepin BL21, wo mictaTb ekcnpecytody nnasmigy scDC8ES8v (wt) i ii myTaHTHI dopmm.
KoxHa npoHymepoBaHa Aopikka BignoBigae BiAMOBIAHOMY HOMepPY KIMOHYy (Hanpuknag Aopikka 2
Bignosigae 2-VL-R33A). EkcnpecoBaHi ofHONaHLIOXKOBI Oinku BkasaHi 3ipoykamu. KOHTpOmbHI
DakTepianbHi KynbTypuM He €eKCMNpecylTb OAHOMaHUoXKoBi Oinku. (B) 3abapeneHa noHco S
HiTpoLerntono3Ha MeMbpaHa, Wwo MicTuTb Ginku Tay: gopikka 1, TayA(1-150; 392-441)/4R, 500 Hr;
popikka 2, TayA(1-150; 392-441)/4R, 250 Hr; popixka 3, TayA(1-150; 392-441)/4R, 125 Hr. (C)
BecTepH-6rMOTUHI Ha HiTpOLLENntono3Hnx MembpaHax, Wo MiCTATb Binkun Tay, HaHeceHi 3rigHo 3 (B), Ski
JocnigpKysanu 3a gonomoroto nisatiB 6akTepini, ekcnpecyroumx abo scDC8ES8v (renb wt), abo ogHy 3
MyTaHTHUX dpopM (6notn 3 1-VL-N31A no 22-VH-G102A).

®ir. 26. (A) CxematnyHe npeactaBneHHsa Tay 2N4R (SEQ ID NO: 102) 3 yotupma enitonamu
DCB8ES8, nokasaHumu 3a SOMOMOIOH 3alUTPUXOBaHWX pamok B 36inblieHii obnacti Mix 3anuwkamu
261 i 373 (SEQ ID NO: 246), SEQ ID NO: 98-101, BignosigHo. (1) CxemaTnyHe npencTaBneHHs
nepekpvMBaHHA NENTUOHWX iIMyHOreHiB, WO NoXoAaTb 3 Binka Tay, Sk MICTATb LOHaMMeHLe OAHY 3
YoTMpPbLOX obnacTten Ginka Tay, po3nidHaBaHMx aHTUTINOM DCB8ES8, ona 3acTocyBaHHS SK aKTUBHUX
BakumH abo ans ounweHHa aHtuTin DC8E8 i 1. n.; (2) 3aranbHa MOXNMBICTb ANA  iHLWKX
MoaudikoBaHux abo CKOHCTpyMoOBaHWX MenTugiB i crnonyk, 3 HeobOB'A3KOBMMK 4YacTuHamu. (B)
Y3aranbHeHHs1 aHarnisy 3a [OMOMOrol iMyHOOMOTUHIY HEpPO3YMHHMX OinkiB Tay, ofepXaHux 3i
cTtoBOypa rofoBHOro MO3Ky TpaHcreHHux wypis (SHR72, ekcnpecytoudi TayA(1-150; 392-441)/4R),
akvm Beogunu nentuam SEQ ID NO: 1-8 i 108. AHani3 3a 4ONOMOrok iMyHOBNOTMHIY NpoBOAMMM 3
pisHMMY MAD Ans BU3HAYEHHSA 3HVXXEHHS KiNbKOCTi HEPO34YMHHOIO Bifka Tay Mo HaCTYMHUX eniTonax,
Wo maTb 3HadveHHs npy AD: mAb DC25 (tay 347-353), mAb DC217 (tay pThr217), mAb DC209
(tay pThr231), mAb AT8 (tay pSer202/pThr205) i mAb AT270 (tay pThr181). (C) deHcuTomeTpu4Hun
aHarni3 3a JOoMnoMorow iMyHOBMOTMHIY HEPO3UYMHHUX BinkiB Tay, ogepXaHux 3i cToBOypa ronoBHOMO
MO3KY LypiB, kM BBoaunm 251-PDLKNVKSKIGSTENLKHQPGGGKVQIINK-280 (SEQ ID NO: 1) B
KOMOiHaLii 3 ag'toBaHTOM, i 3 KOHTPOSbHMX LUYPIB, SKMM BBOAWMM Tinbku ag'toBaHT. CepeaHi BENUYMHM
NpeAcTaBneHi 3i CTaH4APTHO MNOMUIIKOK CePeaHbOro 3HAaYEHHS.

@ir. 27. HenponosefiHkoBa oOLUiHka TpaHcreHHux wypis (SHR72) B mogeni AD, akum BBOAMMNM Tay
251-PDLKNVKSKIGSTENLKHQPGGGKVQIINK-280 (SEQ ID NO:1). Yepe3 pecatb fid nicna 5-i
4031 iMyHOreHa TpaHCreHHMX LWYypiB BMKOPUCTOBYBaNM [fis MNOBEAIHKOBOrO [OOCNiMKeHHs. Ha
Jiarpamax npefcTtaBneHe cepefHe 3HadeHHa *SEM. Bci cratuctuuHi  gaHi ogepxyBanu 3
BUKOPUCTaHHAM HenapameTpuyHoro U-kputepito MaHHa-YiTHi. (A) BunpobyBaHHsi XxogiHHA no
nepeknagvHi (nepeknagmHa 3,5 cm). (B) Yncno sickoB3yBaHb 3afHix KiHUiBOK (NepeknaguHa 3,5 cm).
(C) NeuroScale.

®ir. 28. BakuumHauia TpaHcreHHux wypis SHR72 tay-nentugom SEQ ID NO: 1 3abe3sneunna 49 %
3HWKEHHS HaBaHTaKeHHs HenpodibpunapHumn Bysnukamu (NFT). Ons ouivkm NFT B TkaHuMHax
rONOBHOrO MO3Ky TpaHCreHHux wypis SHR72 BukopncTtoByBanu aHTuTino ATS.
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®ir. 29. KinbkicHM aHani3 3a JOMNOMOrO iMyHOBOTUHIY HEPO3YMHHKX BINkiB Tay, ogepXaHux 3i
cToBOypa ronoBHOMO MO3Ky TpaHcreHHux wypis (SHR72), sakmm BBogunu Tay 256-
VKSKIGSTENLKHQPGGGKVQIINKKLDLS-285 (SEQ ID NO: 2) 3 ag'toBaHTOM, ab0 KOHTPOSIbHMX
LYpIiB, SIKUM BBOOUNW TiNbku aa'toBaHT. CepeaHi 3Ha4YeHHs1 NpeAcTaBreHi 3i CTaHOAPTHOK NMOMUITKO
cepenHbOoro 3HayYyeHHs.

@ir. 30. HewnponoBegiHkoBa ouiHka TpaHcreHHux wypie (SHR72), sakum BBognnun 256-
VKSKIGSTENLKHQPGGGKVQIINKKLDLS-285 (SEQ ID NO: 2). Bci ctatucTuyHi gaHi ogepxysanu 3
BUKOPUCTAHHAM HenapameTpudHoro U-kpuTepito MaHHa-YiTHi. (A) BunpoOyBaHHs XxogiHHA no
nepeknaauvHi (nepeknaguHa 3,5 cm). (B) Yncno sickoB3yBaHb 3agHix KiHUIBOK (nepeknaguHa 3,5 cm).
(C) NeuroScale.

@ir. 31. BakumHauia TpaHcreHHumx wypis SHR72 tay-nentugom SEQ ID NO: 2 3abesneunna 60 %
3HWKEHHS HaBaHTaXeHHa HenpodibpunapHumn Bysnukamu (NFT). Ona ouiHkm NFT B TkaHuHax
rofIOBHOr0 MO3KY TpaHcreHHux wypis SHR72 BukopuctoByBanu aHTuTino AT8.

®ir. 32. KinbkicHM aHani3 3a AOMNOMOrOK iMyHOBMOTUHIY HEPO3YMHHKX BiNkiB Tay, ogepxaHux 3i
ctoBbypa ronoBHOrO  MO3Ky  TpaHCreHHux  wypie  (SHR72), sakum  BBogunn  256-
VKSKIGSTENLKHQPGGGKVQIINKKLDLS-285 3 docgopunoaHum Ser262 (SEQ ID NO: 2) 3
ag'toBaHTOM, abo KOHTPONbHWUX LWYPIB, SIKMM BBOAMNM Tinbku ap'toBaHT. CepefHi 3HaueHHs
NpeacTaBneHi 3i CTaH4APTHO MOMUIIKOK CepeaHbOro 3Ha4YEHHS.

@ir. 33. BakuuHauis TpaHcreHHuMx wypiB SHR72 Tay-nentmgom SEQ ID NO: 2/docdo
3abesnevyBana 77 % 3HWKEHHSI HaBaHTaxeHHs1 HelipodpibpunapHumn By3nukammu (NFT). Ons ouiHkm
NFT B TKaHMHaxX roNOBHOIO MO3KY TpaHcreHHux wypie SHR72 BukopuctoByBanu aHTuTino ATS.

®ir. 34. KinbkicHni aHani3 3a 4OMOMOrO iIMyHOBMOTUHIY HEPO3YMHHUX BINKiB Tay, ogepKaHux 3i
cToBOypa rOMOBHOMO MO3Ky TpaHcreHHux wypis (SHR72), sakum BBOognnm Tay 259-
KIGSTENLKHQPGGGKVQIINKKLDLSNVQ-288 (SEQ ID NO: 3) 3 ag'loBaHTOM, abo KOHTPOSbHMX
LypiB, SKMM BBOAMNU TiNbku ag'toBaHT. CepeaHi 3HayeHHsA npeAcTaBneHi 3i CTaH4ApTHO NMOMUIIKOO
cepenHboro 3Ha4yeHHs.

®ir. 35. HenponoBeaiHkoBa ouiHKa TpaHcreHHux wypie (SHR72), akum BBognnn Ttay 259-
KIGSTENLKHQPGGGKVQIINKKLDLSNVQ-288 (SEQ ID NO: 3). Bci ctaTucTu4Hi gaHi ogepXxysanu 3
BMKOPUCTaHHAM HenapameTpuyHoro U-kputepito MaHHa-YiTHi. (A) BwunpobyBaHHS xogiHHA no
nepeknaauvHi (nepeknaguHa 3,5 cm). (B) Ymcno sickoB3yBaHb 3aHix KiHUIBOK (NepeknaauHa 3,5 cm).
(C) NeuroScale.

@ir. 36. BakumHauia TpaHcreHHumx wypis SHR72 tay-nentugom SEQ ID NO: 3 3abesneunna 58 %
3HWKEHHS HaBaHTaKeHHs HenpodibpunapHumun Bysnukamm (NFT). Ona ouiHkm NFT B TkaHuHax
rONOBHOrO MO3Ky TpaHCreHHux wypis SHR72 BukopucTtoByBanu aHTuTino ATS.

@ir. 37. KinbkicHMIA aHani3 3a 4OMNOMOroK iMyHOBNMOTUHIY HEPO3YNHHUX BinkiB Tay, ogepXaHux 3i
cToBOypa rOMOBHOMO MO3Ky TpaHCreHHux wypis (SHR72), sakum BBOgunn Tay 275-
VQIINKKLDLSNVQSKCGSKDNIKHVPGGG-304 (SEQ ID NO: 4), abo KOHTPOMNbHUX LLYpIiB, AKUM
BBOOWUIM TinNbku ag'toBaHT. CepeaHi 3HavYeHHs1 NpeAcTaBneHi 3i CTaHgapTHOK NOMUSIKOK cepeHboro
3HAYeHHS.

@ir. 38. BakuuHauia TpaHcreHHux wypis SHR72 tay-nentugom SEQ ID NO: 4 npogeMoHcTpyBana
NoMipHe MONINWEeHHs1 HeMponoBeAdiHKOBMX napameTpiB. (A) BunpoOyBaHHs XOZiHHS MO nepeknaguHi
(nepeknaguHa 3,5 cm). (B) Yucno 3ickoB3yBaHb 3afHix KiHUiBOK (mepeknaguHa 3,5 cm). (C)
NeuroScale. [aHi npeacrtaBneHi Sk cepefHi 3HayeHHA 3i CTaHOAPTHOK MOMWIMKOK CepeaHbOro
3HAYeHHS.

®ir. 39. BakuumHauia TpaHcreHHux wypis SHR72 tay-nentngom SEQ ID NO: 4 3abe3sneunna 66 %
3HWXKEHHS HaBaHTaKeHHs HenpodibpunsapHumn Bysnukamu (NFT). Ons ouivkm NFT B TkaHuMHax
roOfoBHOrO MO3Ky TpaHCreHHux wypis SHR72 BukopuctoByBanu aHtutino AT8.

@ir. 40. AHani3 3a 4ONOMOro iIMYHOBNOTUHIY HEPO3YMHHUX BiNnkiB Tay, ogep)xaHux 3i ctoBbypa
ronoBHOMO MO3KY TPaHCreHHNX Lypis (SHR72), AKi iMyHi3oBaHi 201-
GSPGTPGSRSRTPSLPTPPTREPKKVAVVR-230, wWwo Mictatb ¢docdopunoBaHmi TPEOHIH B
nonoxeHHi 217 (SEQ ID NO: 5) 3 ag'toBaHTOM, ab0 KOHTPOMbHUX LUYPIB, SIKUM BBOAWIM TiNlbKK
ap'toBaHT. CepefiHi 3Ha4YeHHs1 NpeACTaBmEHi 3i CTaH4APTHOK MOMUITIKOK CepPeaHbLOro 3HAYEHHS.

@ir. 41. HewnponosegiHkoBa oOuiHka TpaHcreHHux wypis (SHR72), skum BBogunu Ttay 201-
GSPGTPGSRSRTPSLPTPPTREPKKVAVVR-230/BMilLyto4unii docopunoBaHnin -~ TPEOHIH B
nonoxenHi 217 (SEQ ID NO: 5). Bci cratuctuyHi gaHi ogepxyBanv 3 BUKOPUCTaHHSAM
HenapameTpuyHoro U-kputepito MaHHa-YiTHi. (A) BwunpobyBaHHs xofiHHA nNO nepeknaguHi
(nepeknaguHa 3,5 cm). (B) Yncno 3ickoB3yBaHb 3afHix KiHUiBOK (nepeknaguHa 3,5 cm). (C)
NeuroScale.
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@oir. 42, BakuuHauia TpaHcreHHux wypis SHR72 Ttay-nentugpom SEQ ID NO: 5 He
npoAemMoHCTpyBana eeKkTy Ha HaBaHTaxeHHs HenpodibpunapHumn syanukamu (NFT). Onga ouiHku
NFT B TKaHMHaX rofloBHOrO MO3Ky TpaHCreHHux wypis SHR72 BukopuctoByBanu aHtuTino AT8.

dir. 43. AHani3 3a 4ONOMOrol iIMYHOBNOTUHIY HEPO3YMHHUX BinkiB Tay, ogep)xaHux 3i ctoBbypa
rorioBHOro MO3KY TPaHCreHHNX wypis (SHR72), iMyHi30BaHMX Tay 379-
RENAKAKTDHGAEIVYKSPWSGDTSPRHL-408, wo MictuTe ¢hocopunoBaHi 3anukun CepuHy B
nonoxeHHsix 396 i 404 (SEQ ID NO: 6), 3 ag'toBaHTOM, ab0 KOHTPOSIbHUX LUYPIB, SKUM BBOOUIN
Tinekn ap'toBaHT. CepefHi 3HayeHHs nNpeAcTaBneHi 3i CTaHOAPTHOK MOMWIKOK CepeaHboro
3HAYeHHs.

@ir. 44. HenponosefiHkoBa OLiHKa TpaHCcreHHux wypis (SHR72), skum BBoannum 6inok Tay SEQ ID
NO: 6, docdopunoaHun no Ser396/Serd04. Bci cTaTUCTUYHI OaHi ofepXKyBanu 3 BUKOPUCTAHHAM
HenapameTpuyHoro U-kputepito MaHHa-YiTHi. (A) BunpobyBaHHs XOAiHHA MO nepeknaguHi
(nepeknaguHa 3,5 cm). (B) Ymcno 3sickoB3yBaHb 3agHiX KiHUIBOK (nepeknaguHa 3,5 cm). (C)
NeuroScale.

dir. 45. BakuuHauia TpaHcreHHux wypie SHR72 tay-nentugom SEQ ID NO: 6 npogemMoHcTpyBana
BiJICYTHICTb 3HWXEHHSI HaBaHTaXXeHHs1 HenpodidpunsapHumu By3nukammn (NFT). Ons ouiHkn NFT B
TKaHWHaX rofloBHOro MO3Ky TpaHCcreHHuX wypie SHR72 BukopuctoByBanu aHTuTINno ATS.

@ir. 46. AHani3 3a 4ONOMOrol iIMYHOBNOTUHIY HEPO3YMHHUX BinkiB Tay, ogep)xaHux 3i ctoBbypa
royIoBHOIo MO3KY LypiB (SHR72), iMyHi30BaHMX Tay 181-
TPPSSGEPPKSGDRSGYSSPGSPGTPGSRS-210, wo MictnTb bochopunoBaHni 3anuLlok cepuHy
B nonoxeHHi 202 i 3anuwok TpeoHiHy B nonoxeHHi 205 (SEQ ID NO: 7), 3 apg'loBaHTOoM, a6o
KOHTPOMbHUX LUYpiB, SKUM BBOAMNM Tinbkn ag'toBaHT. CepegHi 3HavyeHHs npeacTaBneHi  3i
CTaHOapTHOK NOMUIIKOK CePeaHbOro 3Ha4YEHHS.

®ir.  47. HenponoeeaiHkoBa ouiHka wypis  SHR72, gkum BBOAUNM Tay  181-
TPPSSGEPPKSGDRSGYSSPGSPGTPGSRS-210, Wwo MicTuTb hocopmnoBaHuin 3anuLLIoK CEpUHyY
B MnomnoxeHHi 202 i 3anuwok TpeoHiHy B nonoxeHHi 205 (SEQ ID NO: 7). Bci ctaTUCTUYHi gaHi
ofepXyBanu 3 BUKOPUCTaHHSIM HenapameTpuyHoro U-kpuTepito MaHHa-YiTHi. (A) BunpoOyBaHHs
XO4iHHA no nepeknaguHi (nepeknagmHa 3,5 cm). (B) Yumcno 3ickoB3yBaHb 3afHiX KiHLiBOK
(nepeknaguHa 3,5 cm). (C) NeuroScale.

@ir. 48. BakuuHauis TpaHcreHHux wypie SHR72 tay-nentugom SEQ ID NO: 7 npogeMoHcTpyBana
BiACYTHICTb edheKTy Ha HaBaHTaXeHHs HenpodibpunsapHumn Byanukamu (NFT). Ona ouiHkn NFT B
TKaHWHaxX rofloBHOro MO3Ky TpaHCreHHux wypis SHR72 BukopuctoByBanu aHTuTino ATS.

@ir. 49. AHani3 3a 4ONOMOro iMyHOBMOTUHIY HEPO3YMHHUX BinkiB Tay, ogepxaHux 3i ctoBbypa
ronoBHoOro Mo3sky Lypis (SHR72), imyHizoBaHux Tay 300-VPGGGSVQIVYKPVDLSK-317 (SEQ ID NO:
8) 3 ap'loBaHTOM, abo KOHTPOMbHMX LUYPIB, SKUM BBOAWUMM TiNbku af'toBaHT. CepefHi 3HaYeHHs
npeacrasneHi 3i CTaHAaPTHOK MOMUIIKOK CepefHbOro 3Ha4YeHHS.

®ir. 50. HenponosegiHkoBa ouiHka TpaHcreHHux wypie 3 AD (SHR72), akum Beoagunum tay 300-
VPGGGSVQIVYKPVDLSK-317 (SEQ ID NO: 8). Bci ctatucTuYHi AaHi ogepxXyBann 3 BUKOPUCTAHHAM
HenapameTpuyHoro U-kpuTtepito MaHHa-YiTHi. (A) BwunpobyBaHHs XxofiHHA nNO nepeknaguHi
(nepeknaguHa 3,5 cm). (B) Yucno 3ickoB3yBaHb 3afHix KiHUiBOK (nepeknagmHa 3,5 cm). (C)
NeuroScale.

@ir. 51. BakuuHauia TpaHcreHHux wypis SHR72 tay-nentugom SEQ ID NO: 8 npogemMoHcTpyBana
BiCYTHICTb 3HWKEHHS HaBaHTaXeHHHA HerpodibpunapHumn Bysnukamm (NFT). Ona ouiHkm NFT B
TKaHWHax rofloBHOro MO3Ky TpaHCreHHux wypis SHR72 BukopuctoByBanu aHTuTino AT8.

®ir. 52. BakuuHauia TpaHcreHHux wypis SHR72 Tay-nentugom (SEQ ID NO: 108) ctatuctnyHo
3HAYyLO 3HWXKyBana piBeHb Hepo34MHHOro natonoriyHoro 6Ginka Tay (p<0,001). lMatonoriyHun
HEepO34MHHMI BINOK Tay eKCKpeTyBaBCs 3 FONIOBHOrO MO3Ky TpaHCreHHux wypis SHR72, imyHi3oBaHMX
Tay-nenTMaoM i aHamnizoBaHMX 3a AOMOMOrok iMyHOOnoTuHry. CepefHi 3Ha4yeHHs npedcTaBneHi 3i
CTaHOapTHOK MOMUIIKOK CePeaHbOro 3HaYEHHS.

@ir. 53. BakunHauia TpaHcreHHux wypis SHR72 Tay-nentugom (SEQ ID NO: 108) ctatuctuyHo
3HavyLlo noninwyBana HerponoBediHkoBi napameTpu (p<0,05). (A) BunpobyBaHHs xodiHHA nO
nepeknaauvHi (nepeknaavHa 3,5 cm). (B) Yncno sickoB3yBaHb 3aaHiX KiHUiBOK (NepeknaguHa 3,5 cm).
(C) NeuroScale. JaHi npeactaBneHi 9k cepefHi 3Ha4YeHHS 3i CTaHOAPTHOK MOMWIKOK CepeaHbOoro
3HA4YeHHS.

®ir. 54. BakuuHauis TpaHcreHHux wypis SHR72 tay-nentngom (SEQ ID NO: 108) 3abeaneunna
60 % 3HWKEHHS1 HaBaHTaxeHHs HerpodibpnnapHumn Bysnmkamn (NFT). Ansa ouiHkn NFT B TKaHUHax
rOfOBHOrO MO3Ky TpaHCreHHux wypis SHR72 BukopuctoByBanu aHtutino AT8.

®ir. 55. ELISA aHTMCMpoBaTKW, OAepXaHOoi iMyHisauielo TpaHcreHHux wypis (SHR72) Tay-
nentgom 275-VQIINKKLDLSNVQSKCGSKDNIKHVPGGG-304 (SEQ ID NO: 4), gemoHcTpye
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BIOMIHHICTb 3B'A3yBaHHA aHTMCMpoBaTOK 3 nartonorivHum TayA(1-150; 392-441)/4AR noguvHn i
gigionoriyHum Ginkom Tay noamHu 2N4R.

@ir. 56. BakuuHauis TpaHcreHHux wypie SHR72 Ttay-nentngom SEQ ID NO: 108 iHgykyBana
YTBOPEHHSI aHTUTIN, WO NEepPEBaXHO 3B'A3YIOTbCA 3 MaTonoriyHum Ginkom Tay. FeoMeTpuydHi cepeaHi
TATPU aHTUTIN, BUMIpPAHI 3a pgonomorotd ELISA, AeMOHCTpyloTb, WO aHTUTING, iHAYKOBaHI
BakuuMHauieto Tay-nentugom SEQ ID NO: 108, Mmann Hanbinbll BWCOKY aKTUBHICTb 3B'I3yBaHHS 3
imyHoreHom (nentug SEQ ID NO: 108) i 3 natonorivnum TayA(1-150; 392-441)/4R. ®isionoriyHum
Oinok Tay (tTay 2N4R), ki BUKOPUCTOBYBAINN K KOHTPOJb, po3ni3HaBaBcs criabkiwe.

@ir. 57. BakuuHauisa TpaHcreHHux wypis SHR72 Tay-nentungom SEQ ID NO: 108 nepeBaxHO
iHgyKkyBana yTBOpeHHsa i3otuniB 1gG-aHTWTIN, cneumdiyHnx [0 naTonoriyHoro Ginka Tay.
MpeacraBsneHun npodinb i30TMNIB aHTUTIN, iHAyKoBaHuX Tay-nentugom SEQ ID NO: 108. CupoBaTtku
okpeMux Wwypis posbaensanu 1:800 i akTUBHICTb 3B'A3yBaHHs 3 natonoriyHum Binkom TayA(1-150; 392-
441)/4R ananisyBanu 3a gonomoroto ELISA.

@ir. 58. BusHauyeHHs 3a pgonomoroo SPR agiHHOCTI aHTUCUMPOBATOK, OAEPXKaHMX iMyHi3aLieto
wypis SHR72 tay-nentugom 275-VQIINKKLDLSNVQSKCGSKDNIKHVPGGG-304 (SEQ ID NO: 4),
BiQHOCHO 3B'A3yBaHHSA 3 TayA(1-150; 392-441)/4R ntogunun i Tay 2N4R nognHm.

@ir. 59. ImyHoricToxiMmiyHe 3abapBrieHHs1 rONIOBHOrO MO3KY MauieHTa-niguHn 3 AD aHTuTinamm
wypa, oaepXaHumm iMyHi3aLlieto TPaHCreHHNX Lwypis (SHR72) Tay 275-
VQIINKKLDLSNVQSKCGSKDNIKHVPGGG-304 (SEQ ID NO: 4). (A) AHTMCMpOBaTKM po3nizHaBanu
HerpoibpnnapHi ocepeakn B ronoBHOMY MO3Ky npu xBopobi Anburenmepa, B rinokamni. (B) Binbuw
BUCOKe 30iMbLUEHHS NPOAEMOHCTPYBano HenpodidbpunsapHi Byanukn. MacwtabHi mitkn: 100 mkm (A),
10 mkm (B).

®ir. 60. BakunHauia TpaHcreHHux wypie SHR72 Ttay-nentngom SEQ ID NO: 108 iHgykyBana
aHTWTING, WO POo3ni3HalTb NAaToNorivHi 6inkM Tay B 3pi3ax TKaHWH FOMOBHOrO MO3KY IHOOUHW MpK
xBopobi Anburenmepa. PenpeseHTatuBHe imyHHe 3abapBrieHHs cuposatku wypa Ne 3 (A), 5 (B), 6
(C), 7 (D) i 8 (E) memoHCTpye, WO BCi JOCNIMDKEHI aHTUTINA CUMpOBaTKM Liypa po3ni3HaBanu
HenpodibpnNApHI By3NuKM B LLApi Npe-a eHTOpMHAarbHOT Kopy nauieHTa 3 xBopoboto Anburenmepa.
OO0'egHaHi cuMpoBaTKM LLYPIB, iIMYHI30BaHMX TiNbKM af'toBaHTOM, BMKOPWUCTOBYBaNM sk HeraTMBHUM
KoHTponb (F). BukopucToByBanu cepiiHi 3pi3aM TKaHWH TOFIOBHOrO MO3KY 3 E€HTOpPMHArnbHOI KOpW.
MacwTtabHa mitka: 50 MkM.

@ir. 61. BakumHauiss TpaHcreHHux wypiB SHR72 nentmaom SEQ ID NO: 108 iHngykyBana
cneumdiyHi aHTMTING, WO POo3ni3HalTb NAaTONMOriYHi Biflkiu B ronoBHOMY MO3KY MOAWHW Npy XBOPOGi
AnburerimMepa, a TakoX B FOMOBHOMY MO3Ky TpaHcreHHux wypie SHR72. MNatonoriynmin 6inok Ttay
eKcTparyBanu 3 TKaHWH T[OMOBHOrO MO3KYy NIOAMHW | LWwypa i aHanisysanu 3a [A0MNoOMOroro
iMyHOGnOTUHIry 3 ob'egHaHMMu cupoBaTkamu Big iMyHisoBaHux nentugom SEQ ID NO: 108
TpaHcreHHux Wwypie SHR72. CupoBaTtkoBi aHTUTiNa po3nisHaBanu MoHoMepHUI (gopixkka Ne 1, 2§ 3) i
oniromepHun (gopikka Ne 2 i 3) natomoriyHMm ©Oinok Tay, BKNoYawouu xapaktepHun ans AD
nartonoriyHun 6inok Tay A68.

®ir. 62. ImyHizauis muwen Tay-nentngom SEQ ID NO: 109 ingykyBana aHTUTING 3i CTaTUCTUYHO
3HaYyLLlo Oinbll BUCOKOK aKTUBHICTIO 3B'A3yBaHHs 3 naTtonoriyHnum Binkom TayA(1-150; 392-441)/4R,
Hi>X 3 dpigionorivHum Binkom Tay 2N4R (p=0,0115). Ha rpadiky npeacrtaBneHa cratuctuyHa ouiHka
pesynbTatiB ELISA ans okpemux cupoatok, po3basneHunx 1:800. CepenHi 3Ha4yeHHs1 NnpeacTaBneHi
3i CTaHOAPTHOK NOMUIIKOO CEPEeAHbOro 3HaYEHHS.

®ir. 63. ImyHizauis mmwen Tay-nentugom SEQ ID NO: 110 iHgykyBana aHTWTING, WO MawTb
CTaTUCTUYHO 3Ha4yLWwo Ginbll BUCOKY aKTUBHICTb 3B'A3yBaHHSA 3 nmaTonoriyHum Ginkom TayA(1-150;
392-441)/4R, Hix 3 cisionoriynum 6Binkom Tay 2N4R (p=0,0029). Ha rpadiky npeactasneHa
cTaTUCcTMYHa ouiHka pesynbtatie ELISA gna okpemux cupoBatok, posdbasneHux 1:800. CepegHi
3Ha4YeHHs NpeacTaBeHi 3i CTaH4AaPTHOK MOMUITKOK CePeAHbOro 3Ha4YEeHHS.

@ir. 64. ImyHisauis muwen tay-nentugom SEQ ID NO: 111 iHoykyBana aHTUTING, WO MaTb
CTATUCTUYHO 3Ha4yLwo Oinbl BUCOKY aKTUBHICTb 3B'A3yBaHHS 3 naTtonoriyHum Oinkom TayA(1-150;
392-441)/4R, Hix 3 cpisionoriyHum Oinkom Tay 2N4R (p=0,0007). Ha rpadiky npencrtasneHa
cTaTUCTMYHa ouiHka pesynbTaTtiB ELISA gns okpemux cupoBaTok, posbaeneHux 1:800. CepegHi
3Ha4YeHHsA NpeacTaBreHi 3i CTaH4APTHO MOMUIIKOK CEPEAHbOr0 3HAYEHHS.

@ir. 65. ImyHisauis muwen tay-nentugom SEQ ID NO: 112 iHgykyBana aHTUTING, WO MakTb
CTaTUCTUYHO 3Ha4ywo Ginbll BUCOKY aKTUBHICTb 3B'A3yBaHHSA 3 nmaTtonoriyHnm Ginkom TayA(1-150;
392-441)/4R, Hix 3 disionorivHum 6Ginkom Tay 2N4R (p<0,001). Ha rpadhiky npegcrasneHa
cTaTuCcTMyHa ouiHka pesynbTaTtiB ELISA gna okpemux cupoBaTok, posdbasneHux 1:800. CepegHi
3Ha4YeHHs NpeacTaBeHi 3i CTaH4AaPTHOK MOMUIIKOK CEPeAHbOro 3Ha4YEeHHS.
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®ir. 66. CkoHcTpyroBaHi TepaneBTuUyHi enitonn GWSIHSPGGGSC (SEQ ID NO: 250) i
SVFQHLPGGGSC (SEQ ID NO: 251) koHkypyBanu 3 natonoriyHum TayA(1-150; 392-441)/4R 3a
3B'A3yBaHHA 3 aHTUTINom DCSES.

®ir. 67. CkoHcTpyhoBaHi TepaneBTu4YHi enitonn GWSIHSPGGGSC (SEQ ID NO: 250) i
SVFQHLPGGGSC (SEQ ID NO: 251) iHaykyBanu NpOAYKUi0 aHTUTIM, siKi CTaTUCTUYHO 3HaYyLlo
po3pi3HioBanu natonoriyHnin TayA(1-150; 392-441)/4R i dpigionoriyHmi 6inok tay 2N4R, npu aHanisi
3a pgonomorot ELISA. CuposaTkm (B po3BeaeHHi 1:3200) muwen, iMyHi30BaHUX OOHUM 3 NenTuais
250 i 251, pocnigxyBanu BigHOCHO aHTUTIN, cneundivHmMx go Ginkie Tay: natonorivyHui Ginok TayA(1-
150; 392-441)/4R i dpisionoriuHni 6inok Tay 2N4R, 3a gonomoroto ELISA.

®ir. 68. IMyHi3auis CkOHCTpyioBaHMMM TepaneBTUYHUMK enitonamm GWSIHSPGGGSC (SEQ ID
NO: 250) i SVFQHLPGGGSC (SEQ ID NO: 251) iHgykyBana Hambinblu CTiNKYy NPOAYKLIIO aHTUTIN
isotuny IgG1.

@ir. 69. BumiptoBaHHA 3a AonoMoror KinbkicHoro SPR (noBepxHeBWIA NNasmMOHHUI pe30HaHC)
OEMOHCTPYIOTb, WO aHTuUTiNa, IiHOYKOBaHi CKOHCTPYMOBaHUM TepaneBTUYHWM  enitonom 1
(GWSIHSPGGGSC, SEQ ID NO: 250) (dir. 69A) i cKOHCTpyMOBaHMM TepaneBTUYHUM €niTonoM 2
(SVFQHLPGGGSC, SEQ ID NO: 251) (gir. 69B), crtatuctmyHo 3sHadywe (p<0,001 i p<0,01,
BiAMOBIQHO) po3pi3HioBanu natonoriyHui 6inok TayA(1-150; 392-441)/4R i cisionoriyHni Ginok Tay
2N4R.

@ir. 70. ImyHoricToxiMmiuHe 3abapBreHHs TKaHWH FOFIOBHOIO MO3KY JTIOAMHU i3 3aXBOpOBaHHAM AD
cvpoBaTKaMu NPOTU CKOHCTPYMoBaHoro tepanesTnyHoro enitona 1 (GWSIHSPGGGSC, SEQ ID NO:
250) i ckoHcTpyroBaHoro TepaneBTuyHoro enitona 2 (SVFQHLPGGGSC, SEQ ID NO: 251). (A)
AHTUCUpOBATKM  MPOTU  CKOHCTPYMOBaHOro  TepaneBTuyHOro  enitona 1 po3nisHaBanu
HenpodibpnnapHy naTonorito B ronoBHoMy MO3Ky nauieHTa 3 AD. (C) Bucoke 30inblueHHSA
HerpodibpunapHoro By3nuKa i HenponinbHUX HUTok (cTpinku). (B) AHTMCMpoBaTKM npoTU
CKOHCTPYMOBAHOIO TepaneBTUYHOro enitona 2 po3nidHaBanu HenpodibpunapHy naTtonoriio B
ronoBHoMmy mo3ky naudieHta 3 AD. (D) Bucoke 36inblieHHsi 3abapBneHoro HenpodidpunspHoro
BY3nuvKa i HEMPOMINBbHUX HUTOK (CTPInKn). AHTUCMPOBATKM NPOTU CKOHCTPYMOBAHOIO TEPaneBTUYHOIO
enitona 1 i CKOHCTPYMOBaHOro TepaneBTMYHOrO eniTona 2 He po3ni3HaBany HopmanbHuiA Ginok Tay B
KOHTPOMbHOMY rofioBHOMY MO3Ky nioaunHun (E, F). MacwTabHa mitka: 50 mkm (A, B, E, F), 20 mkm (C,
D). (G) CwupoBaTka, opgepxaHa MpPOTM CKOHCTPYMOBAHOrO TepaneBTUYHOro enitona 2
(SVFQHLPGGGSC, SEQ ID NO: 251), po3niaHae HenpodibpunsipHi ocepeakn y TpaHCreHHNX LLypiB
SHR72. (H) ¥ ronoBHOMY MO3Ky criBnagatumnx 3a BiKOM KOHTPOSIbHUX LLYPIB aHTUTINO HE OEMOHCTPYE
iHTpaHenpoHanbHOro 3abapsneHHs. CupoBaTka po3ni3Hae oniromepHy noBy3nukoBy ctagito (1), a
TakoX BHYTPIWHbOKNITUHHY (J). MacwTabHa miTka: 20 mkm (A, B), 10 mkm (C, D).

®ir. 71. AHTUTING, iIHOYKOBaHi CKOHCTPYMOBaHUM TepaneBTuyHuMm enitonoMm 1 (GWSIHSPGGGSC,
SEQ ID NO: 250) i ckoHCcTpyoBaHUM TepaneBTnYHUM enitonom 2 (SVFQHLPGGGSC, SEQ ID NO:
251), posnisHaBanu PO3YMHHUI i HEPO3YMHHUIA B CapKo3uni naTonoriyHui Binok Tay, BuaineHun 3
TKaHWH FOfIOBHOIrO MO3KY MOAMHM Mpu XBopobi AnbLrenmepa.

®ir. 72. AHTUTING, iIHOYKOBaHI CKOHCTPYMOBaHUM TepaneBTu4HMM enitonom 1 (GWSIHSPGGGSC,
SEQ ID NO: 250) i ckoHCTpynoBaHuM TepaneBTuyHUM enitonoMm 2 (SVFQHLPGGGSC, SEQ ID NO:
251), po3nisHaBanu po3unHHUI (gopikka 1, 3, 5) i Hepo3uMHHWIA (Qopikka 2, 4, 6) NnaTonoriyHun Ginok
Tay, BUAINEHWI 3 TONTOBHOIO MO3KY B Moferi xBopobu Anburenmepa Ha wypax (SHR72).

®ir. 73. ImyHOTepanis CKOHCTpynoBaHUM TepaneBTu4HUM enitonom 2 (SVFQHLPGGGSC, SEQ ID
NO: 251) npogemoHcTpyBana 3HadHe MnoninweHHs HerponosediHkoBux napameTpiB (NeuroScale) y
wypis SHR72, akum nposogunun BeegeHHs. (A) BunpobyBaHHs xodiHHA no nepeknaguHi. (B) Yncno
3ickoB3yBaHb 3agHix kiHUiBOK (p<0,05). (C) NeuroScale. Wypwn, skum BBOOUNN CKOHCTPYMOBAHWM
TepanesTuyHun eniton 2 (SEQ ID NO: 251), npogemMoHCTpyBanu: a) 3HWKEHHS NaTeHTHOCTI BUXxoay
Ha 27 % y BunpoOyBaHHi XOAiHHA MO nepeknaguHi, b) 3HWKEHHS KiNbKOCTi 3iCKOB3yBaHb 3afHix
KiHUiBok Ha 44 % (p<0,05), i c¢) 3HWxeHHs nokasHuka NeuroScale Ha 26 % B MOPIBHAHHI 3
TPaHCreHHUMM KOHTPOMbHUMM LLlypaMK, SKMM BBOAWMWN TifbKM af'toBaHT. Bci ctatucTuuHi gaHi
OoZlepXXyBanu 3 BUKOPUCTaHHAM HenapameTpudHoro U-kpuTepito MaHHa-YiTHI.

@ir. 74. ImyHOTepanisi CKOHCTpYMOBaHUM TepaneBTUYHUM enitonom 2 (SVFQHLPGGGSC, SEQ ID
NO: 251) npogeMoHCTpyBarna CTaTUCTUYHO 3HaYyLLEe 3HWKEHHsI piBHA natonoridHoro Ginka Tay B
rOfIOBHOMY MO3KY iMYHi30BaHUX TpaHcreHHux wypie SHR72 3 xBopoboto Anburenmepa. IMyHoTepanis
cTaTMCTMYHO 3Havywo (p<0,05) 3HwKyBana KinbKiCTb MaTOMNOMYHOIO HEepo3yYMHHOro Ginka Tay vy
iIMyHI30BaHVX TBapWH B MOPIBHAHHI 3 KOHTPOSbHUMW TPAHCTEHHUMM LLlypamMK, SSKUM BBOAMUMU TinbKu
ag'toBaHT. 3HWXKEHHS MaTOMOriYHOr0 HEepO34YMHHOrO Tay cnocTepiranu Ans BCiX NpoaHanisaoBaHux
enitonis 6inka Tay (P<0,05).
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@ir. 75. (A) CxemaTnyHe NpeacTaBrneHHs CUHTETUYHMX NENTUAIB, BUKOPUCTAHUX ANS NoganbLuof
OUiHKM MiHiManbHoro enitona DC8E8 (TepaneBTWYHWMI LEHTpanbHUN €enemMeHT) | BU3HA4YeHHS
iMyHOreHHOro noteHuiany; i (B) ix amiHOKMCNOTHI NOCMigOBHOCTI.

@ir. 76. BusHaveHHs1 MiHimanbHoro enitona DC8ES8 (TepaneBTUYHUI LEHTPanbHUN enemMeHT) 3
BUKOPUCTAHHAM CUHTETMYHMX NENnTUAiB 3a AOMOMOrok koHkypeHTHoro ELISA. [ecatb Tay-nentugis
(SEQ ID NO: 270, 271, 272, 275, 276, 277, 280, 281, 282 i 283), Aki MiCTATb LOHaVMeHLIe 6
aMiHOKMCNOT NOCnigoBHOCTI po3nidHaBaHHA DC8ES, 3aaTHi koHKypyBaTh 3 natonoriyHm TayA(1-150;
392-441)/4R 3a 3B'A3yBaHHA 3 aHTuUTINoM DC8ES8. Tay-nentnam, WO MICTATb Tiflbkn 5 amiHokucnoT
nocnigoBHocTi posnisHaBaHHa DC8ES8 (SEQ ID NO: 273, 274, 278 i 279), He koHKypyloTb 3 TayA(1-
150; 392-441)/4R (SEQ ID NO: 199) 3a 3B'a3yBaHHs 3 aHTuTinom DC8ES.

@ir. 77. lngykuis cneumdiyHnx o 6inka Tay aHTMTIn nicna imyHisauii mmwen C57BL Tay-
nentugamu. (A) 12-mepHi, 7-MepHi i 6-mepHi nentuagn (SEQ ID NO: 270, 271 i 272, BignosigHo) €
iMyHOreHHMMW. AHTUTING, iIHOYKOBaHi iMyHi3auieto, BUABMSAIOTb CTAaTUCTUYHO 3HaYyLWO OinbLll BUCOKY
aKTMBHICTb 3B'A3yBaHHA 3 nartonorivHum TayA(1-150; 392-441)/4R, Hix 3 cisionoriyHnm Ginkom Tay
2N4R (p<0,0079; p<0,0052; p<0,0079, BignosigHo). 5-mepHi nentnam SEQ ID NO: 273 i 274 He €
iMmyHOoreHHUMN. (B) 42-mepHi, 19-MepHi, 7-MepHi i 6-mepHi nentugm (SEQ ID NO: 275, 280, 276 i 277,
BiAMOBIAHO) € IMYHOreHHUMW. AHTUTINA, iHAYKOBaHI UMMW NenTuaamu, CTaTUCTUYHO 3HAYYLLO
(p<0,0079, p<0,0159, p<0,0079 i p<0,0379, BignoBigHO) po3pi3HoBanu nartonorivHun TayA(1-150;
392-441)/4R i dpigionoriyHun Ginok Tay 2N4R. 5-mepHi nentnan SEQ ID NO: 278 i 279 He €
imyHoreHHuMM. (C) 7-mepHi nentuagmn (SEQ ID NO: 281 i 283) € imyHOreHHMMU. AHTUCUPOBATKN NPOTH
LUMX NenTuaiB cTaTMcTMYHO 3HadyLwo (p<0,0379 i p<0,0286, BignoBIiAHO) PO3pPi3HIOBANM NATOMNOMNYHWNA
TayA(1-150; 392-441)/4R i dpizionoriuHni 6inok Tay 2N4R. PiBHi aHTUTIn 40 naTonoriyHoro Ginka Tay i
(pisionoriyHoro Ginka Tay, iHaykoBaHux 6-mepHum nentngom SEQ ID NO: 282, 6ynu ayxe HU3bKUMM.
Ha rpadikax npegcraBneHa cTaTtucTudHa oOuiHka pesyneTtatiB ELISA gna okpemux cupoBartok,
posbaBneHnx 1:800. CepepHi 3Ha4yeHHs NpeAcTaBneHi 3i CTaHAAPTHOK MOMMUIKOK CEepPeaHbOro
3HAYeHHS.

@ir. 78. F'eoMeTpUYHi cepeaHi TUTpWU aHTUTIN, cneundivyHmMx oo Ginka Tay aHTUTIN nicnsa iMyHisauii
muwen C57BL Tay-nentugamu. BakumHauis muwen C57BL Ttay-nentugom SEQ ID NO: 270, 271,
272, 275, 276, 277, 280, 281 i 283 iHoykyBana YTBOpPeHHs1 cneuudiyHMx go 6Ginka Tay aHTuTIn.
feoMeTpuyHi cepeaHi TUTPU aHTUTIN, BUMIpsIHI 3a gonomoroto ELISA, AeMOHCTpyloTb, WO aHTUTINa,
iHOyKOBaHi BakumHauieto Tay-nentngom SEQ ID NO: 270, 271, 272, 275, 276, 277, 280, 281 i 283,
BUSIBNANM OiNblU BMCOKY aKTMBHICTb 3B'si3yBaHHA 3 naTonoridHum TayA(1-150; 392-441)/4R, Hix 3
igionoriyHum Ginkom Tay 2N4R. MNicns imyHisauii muwen Tay-nentugamm SEQ ID NO: 273, 274, 278,
279 i 282 6ynu BuABMeEHi BinbLl HU3bKI TUTPU cneumdidHnX 4o Binka Tay aHTUTIN.

®ir. 79A i 79B. [lpeactaBneHun npodpinb i30TMNIB aHTUTIN, iHOAYKOBaHMX Tay-nentugamu.
ImyHi3auia muwen C57/BL Tay-nentugamu, WO MIiCTATb MiHiManeHun eniton DC8ES8, nepeBaHO
iHOyKyBana yTBOpeHHs aHTuTin isotunis 1gG1 i 1gG2b, cneumdiyHmx go natonoriyHoro Ginka Tay.
O6'egHaHi cupoBaTkM okpeMux Muwen posbaensanu 1:800 i akTMBHICTb 3B'A3yBaHHA 3 NaTONOMYHUM
Oinkom TayA(1-150; 392-441)/4R aHanisyBanu 3a gonomoroto ELISA.

@ir. 80. KinbkicHa ouiHka 3B'A3yBanbHOT 34aTHOCTI aHTUTIN, AKi iHOyKyBanu y muwen C75BL,
iMyHi3oBaHMX Tay-nentugamu, 3 TayA(1-150; 392-441)/4R i 2N4R. BumipioBaHHA 3a [0OMNOMOro
NOBEPXHEBOrO NNa3MOHHOro pesoHaHcy (SPR) npoaeMoHCTpyBano, Wo aHTuTiNna NpoTu Tay-nentuais
SEQ ID NO: 270, 271, 272, 275, 276, 277, 280, 281 i 283 cratnctnyHo 3Hauywo (**...p<0,001 i
*...p<0,01) pospisHioBanu natonoridyHmn TayA(1-150; 392-441)/4R i pisionoriyHmn 6inok Tay 2N4R. Ka
- piBHOBa)KHa KOHCTaHTa acouiaLii Ans 3B'A3yBaHHS.

@ir. 81. AHTUTING, IHOYKOBaHI Yy MULLEN, iMYHI30BaHUX Tay-nentugamu, po3nidHatoTb MaTOMOriYHi
dopmu Binka Tay npu BecTepH-6noTuHry. BakuuHauia muwen C57BL Ttay-nentugamm SEQ ID NO:
270, 271, 272, 275, 276, 277, 280, 281 i 283 iHaoykyBana crneumngiyHi aHTUTINA, 9Ki po3nisHaloTb
nartonorivHi 6inku Tay, BUAINEHI 3 TKAHWUHW TOMOBHOrO MO3KY MOAMHM 3 XBOpoOow Anburenmepa, a
Takox 3i cToBOypa rofioBHOro MO3Ky TpaHcreHHux Lypie SHR72. AHTucupoBatku nicns iMyHisauii
muwen nentugamm SEQ ID NO: 273, 274, 278, 279 i 282 He po3nizHaBanu naTonoriyHi gopmu Binka
Tay.

®ir. 82A-C. HenpoibpunsipHi By3nukuK, WO po3Mi3HaOTLCA iHAYKOBAHMMMK Tay-NenTuaoMm
aHTUTINaMmn, B TKaHUHaX rOMOBHOro MO3Ky noavHu npu AD. BakuuHauis muwen C57BL Tay-
nentugamm SEQ ID NO: 270, 271, 272, 275, 276, 277, 280, 281 i 283 iHgykyBana aHTuTina, Lo
pO3ni3HaTb HeMpoibpunapHi ocepeakn B Tinokamri rofloBHOrO MO3Ky npu xBopobi AnbureMepa.
CvpoBaTkv Big MuLWeW, iMyHI30BaHMX TiNbkM ap'toBaHTOM, BMKOPUCTOBYBaNW SK HeraTUBHUN
KOHTpOrnb. BrukopuctoByBanu 3pi3n TKaHUHWM rofioBHOrO Mo3Ky 3 rinokamna CA1. MacwrtabHa miTka:
100 MKMm.
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@ir. 83. YsaranbHeHHs JdaHuX iMyHoricToxiMiyHoro 3abapBneHHs (i BiANOBIAHOI BiOHOCHOT
iHTEHCMBHOCTI) TKAHWUH rONMOBHOrO MO3KY Bif nauieHTa-noanHyu 3 AD 3a [ONOMOrol CUPOBAaTKOBUX
aHTUTIN, ogepXaHux iMyHisauieto muwen C57BL Tay-nentngammn SEQ ID NO: 270, 271, 272, 273,
274, 275, 276, 277, 278, 279, 280, 281, 282 i 283.

OOKNAOHWMIM ONUC BUHAXOLY

TepmiH "aHTUTINO" cTOCYETbCSA IMyHOrNobyniHy, ogep)xaHoro cnocobamu reHeTUYHOI iHXeHepil,
npupogHoro abo MoBHiCTO, abo YacTKOBO CMHTETMYHO, abo pekoMbiHaHTHO NpoaykoBaHoro. Bei noro
MoXiaHi, YacTuHM i bparmeHTH, ski 36epiratoTb aHTUrEeH3B'A3yBaribHi BMACTUBOCTI i LLLOHAMMEHLLE OfHY
3 obymoBntoBaHMx Binkom Tay XapakTepHUX BRacTMBOCTEN, 3rigHO 3 BMHAXOL4OM, BKITOYEHI B Len
TepMiH. Takox TepmiH oxonmioe Oyab-akuin 6inok, WO Mae 3B'A3yBanbHUN [OMEH, SAKUA €
rOMOMOriYHMM abo BiNbLIOK MIPOI0 rOMOMOTNYHUM 3B'A3yBanbHOMY OOMEHY iMyHOrnobyniHy. Lli 6inkn
MOXYTb MOXOAUTU 3 NPUPOOHUX Sxepen abo BOHU MOXYTb 6yTu YyacTkoBO abo NOBHICTIO CUHTETUYHO
abo pekomMBiHaHTHO NPOAYKOBaHUMWU. AHTUTINO MOXe OYTM MOHOKNOHanbHUM abo NoniknoHanbHUM.
AHTUTINO MOXe ByTW npeacTtaBHUMKOM Oydb-SKOro knacy iMyHorno6yniHis, Bkntovawoun 6yab-sakun 3
knacis imyHornooynidis niogunu: IgG, IgM, IgA, IgD i IgE. MoxigHi knacy IgG € nepeBaxHUMK B
OesKnX BapiaHTax 34iMCHEeHHS JaHOro BMHaxony.

TepmiHn  "BmpineHe aHTUTINO" |1 "BMaineHunm nentma" cTocylTbes Oinka abo nentuay,
npoaykoBaHux 3 k[OHK, pekombiHaHTHOI PHK abo Gyab-akoro iHWOro cMHTETUYHOro mkepena, abo
Aesikoi ix KombiHauii; a Takox OinkiB i nenTuaiB, SKi 3a iX NOXOMAKEHHsIM ab0 MKeperioM OA4epXKaHHS,
abo (1) He acouinoBaHi 3 Oinkamu, WO 3ycTpivarTbCa B nNpupodi, abo (2) BinbHi Big iHWKX Ginkis 3
TOro X [mpKeperna, Hanpuknag BinbHi Big 6inkiB muwi, abo (3) ekcrnpecyoTbCs KNITUHOK BigMIHHOIO
Buay, abo (4) He 3ycTpiyaloTbCs B MPUPOLI.

AHTUTING, 3rigHO 3 BMHAXO4OM, BKIHOYAKOTb, KPiM TOro, Taki aHTUTINA, SKi MaloTb "KOHCEpPBATUBHI
Moaudikauii nocnigosHocT" - mMoaudikauii HyKNeoTUAHOI i aMiHOKMCIIOTHOI MOCNIQOBHOCTI, SIKi He
BNNMBalOTb abo He 3MIHIOTb 3rafaHi BULLLE XapaKTepUCTUMKU aHTUTINa 3a BUHaxogoM. Moaudikadii
MOXHa BHOCUTM CTaHOapTHUMKU cniocobamu, BigOMMMM B AaHin ranysi, TakumMu ik canT-HanpaBrieHUn
myTareHes i MNMJ1P-onocepeakoByBaHuin mytareHes. KoHCepBaTUBHI aMiHOKMCMOTHI 3aMiHW BKMOYaOTb
3aMiHK, B AKMX aMiHOKUCIIOTHUI 3aiMLLIOK 3aMiHEHUIA aMiHOKMCIIOTHUM 3anuLLKOM, WO Ma€E CXOXWUNR
6iyHuni naHutor. CimelictTBa aMiHOKUCNOTHUX 3anULLKIB, LLO MatoTb CXOXi OiYHi naHLutory, Bu3HadeHi B
AaHin ranysi. Lli cimencTsa Bko4aTb aMiHOKMCIIOTY 3 OCHOBHUMM Gi4HMMYK NaHuoramu (Hanpvknag
Ni3vH, apridHiH, TCTUAMH), KACNOTHUMKM OiYHUMKM naHulramm (Hanpuknag acnapariHoBa KUCIoTa,
rmyTamiHOBa KWCMNOTa), HE3apsMKEHUMM MONsSpHUMM GiYHMMKW naHulramy  (Hanpuknag rniuuH,
acnapariH, rnyTamiH, CepwWH, TPEOHIH, TMPO3WH, UMUCTEiH, TpunTodaH), HenonsapHUMM 6GidHMMK
naHuoramy (Hanpuvknag anadid, BaniH, NenuuH, isonewnurH, NposniH, eHinanaHiH, MeTioHiH), 6eTa-
posranyxeHnmn 6iYHUMK naHuloramu (Hanpuknag TPeOoHiH, BaniH, i30MenuuH) i apoMaTUY4HUMMK
OiYHMMM naHulramy (Hanpuknag TUPO3WH, (eHinanadiH, TpuntodaH, rCTUAMH). TakuM YUHOM,
nepenbavyeHnn HEeCyTTEBUA aMiHOKUCIOTHMI 3anuoK B aHTUTINI nNpoTu Ginka Tay moxe O6yTu
3aMiHEeHUI iHWKUM aMiHOKUCIOTHUM 3arMLKOM 3 TOro X ciMencTBa Bi4HMX naHLoriB.

"®parmMeHTn aHTUTIN" i "4acTUHM aHTUTIN" BKIMOYaOTb YaCTUHY MOBHOPO3MIPHOIO aHTUTINa, K
npaBumo LOHaNMeHLLEe WOro aHTUreH3B'sidyBaribHy YacTuHy/gomeH abo BapiabenbHy obnacTb.
Mpuknagn dparmMeHTiB aHTUTIN BKMOYaTb AiaHTUTING, OOHONAHLIIOXKOBI  MOMEKYynu aHTuTin,
iIMyHOTOKCMHM i nonicneyundiyHi aHTuTING, YTBOpeHi 3 parmMeHTiB aHTUTIN. Kpim Lboro, dparmeHTn
aHTUTIN BKMOYalOTb OOHONAHUIOXKKOBI MOMiNenTuaun, Wo MarwTb XapakTepucTuku 3B'asyBaHHs VH-
naHulra 3 natonoriyHMMm Ginkom Tay, a came 3gaTHi 36upatmca pasom 3 V0L-naHutorom, abo
3B'a3yBaHHA VL-naHutora 3 natonorivHum OGinkom Tay, a came 3gaTHi 3bupatuca pasom 3 VH-
naHutorom, opmytoym PyHKLIOHANBHUA aHTUrEH3B'A3yBarnbHU KapMaH i, TUM caMmumM, 3abesnevyoyum
BMNacTMBICTb 3B'A3yBaHHA 3 MaTonoriyHMM Binkom Tay. TepMiHM TakoX BKIHOYaOTb parMeHTn, sKi
cami no cobi He 3pgaTHi 3abe3nevyBaTn edekTopHi yHKUil (Hanpuknag ADCC/CDC), ane
3abe3nevyloTb U yHKUilO nicns koMmbGiHyBaHHA 3 BiAMOBIAHMM KOHCTaHTHUM [OMEHOM(amu)
aHTuTINa.

TepMiH "XMMepHe aHTUTINO" CTOCYETLCA MOHOKIOHANBHOIO aHTUTING, WO MICTUTL BapiabenbHy
obnacTtb, TOO6TO 3B'A3yBanbHy obnacTtb, 3 O4HOrO MKeperna abo Buay, i LWOHAMMeEHLIe YacTUHY
KOHCTaHTHOI obnacTi, Wo noxoguTb 3 BiAMiHHOro mxepena abo Buay, 3BUMYANHO OAEPXKYBAHOMO
cnocobammn pekombiHaHTHUX [OHK. OcobnvMBo nepeBaXHUMW € XUMEPHi aHTWUTINa, WO MICTSTb
BapiabenbHy 06racTb MULWI i KOHCTAHTHY 06nacTb MOANHW. Taki XMMEPHi aHTUTINa MULWI/NIOOUHN €
NPOAYKTOM €KCMPeCcOBaHMX TreHiB iMyHOrnobyniHiB, ki Mmictatb cermeHtn [OHK, wo koayoTb
BapiabenbHi obnacTi imyHornobyniHie muwi, i cermeHTn OHK, wWo kogylTb KOHCTaHTHI obnacTi
iMyHOrnobyniHiB moguHu. [HWi opmMmn "XUMepHUX aHTUTIN", OXONMIOBaHi AaHUM BMHAX040M, SBMSA0Tb
coboto hopmu, B AkMx krac abo nigknac mogmdikoBaHuin abo 3MiHEHMWI BiZHOCHO BUXiAHOIrO aHTUTINA.
Taki "XxumepHi" aHTuTINa TakoX HasMBalTb "aHTUTIMaMuM 3 nepekniovyeHnm knacom". Crnocobu
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OLlEePXXaHHA XUMEPHUX aHTUTIN 3any4alTb 3aranbHOMNPUUAHATI cnocobu pekombiHaHTHUX [OHK i
cnocobu TpaHcdeKLii reHiB, Ha JaHUM Yac Bigomi B AaHin ranysi. Aue., Hanpuknag, Morrison S.L. et
al., Proc. Natl. Acad Sci. USA 81 (1984), 6851-6855; nateHTn CLUA NeNe 5202238 i 5204244.

TepmiH "rymaHi3oBaHe aHTUTINO" CTOCYETLCSA aHTUTIN, B IkMX kapkacHi obnacTi (FR) i/abo obnacri,
Wo BM3Ha4dalTb kommnnemeHTapHicte (CDR), mogudikoBaHi Tak, wWwo6 BoHM wmictunn CDR
iMyHOrno6yniHy BiAMIHHOT cneuMdIiYHOCTI B MOPIBHSAHHI 3 BMXiOHUM iMyHOrnoOyniHoMm. Y ogHomy
BapiaHTi 3piicHeHHsi, CDR wmuwWwi TpaHCnnaHTyloTb B KapkacHy obnacTb aHTWUTina noavHu 3
ofepXaHHsAM "rymaHisoBaHoro aHtutina". [ue., Hanpuknag, Riechmann L. et al., Nature, 332 (1988),
323-327; i Neuberger M. S. et al.,, Nature, 314 (1985), 268-270. Ocobnueo nepesaxHi CDR
Bignosigatotb CDR, BignoBigHMM NOCNIAOBHOCTAM, WO PO3Mi3HAKTb aHTUIEHW i eniTonu, onucaHi B
OaHOMYy JOKYMEHTI siK "TepaneBTuyHi enitonn" Ha Ginky Tay.

TepmiH "aHTUTINO NOANHK", AKMIA BUKOPUCTOBYIOTb B paMKax BUHAxony, BKMOYAE aHTUTING, SKi
MaloTb BapiabenbHi i KOHCTaHTHI 06nacTi, Wo nNoxoaaTb 3 NOCMIAOBHOCTEN IMYHOrNOBYMiHIB NOANHN
embpioHanbHoro Tuny. KoHCTaHTHI 06nacTi aHTUTINa MoXyTb sIBNATU cOBO0, Hanpuknag, KOHCTaHTHI
obnacri IgG1-Tuny noguHun. Taki obnacTi MoXyTb 6yTn anoTuniYHMMKM i onucawi, Hanpuknag, Johnson
G. i Wu T.T., Nucleic Acids Res. 28 (2000), 214-218, i B 6a3ax gaHux, 3ragyBaHuUX y BKa3aHOMY
OOKYMEHTi, | nepeBaXXHO BOHW NpuaaTHI ANA OesiKMX BapiaHTiB 34INCHEHHS, 3a YMOBW, LUO
30epiratoTbes BnactmeocTi iHaykuii ADCC i Hanpuknag CDC, 3rigHo 3 BUHaxoaom.

TepMmiH "pekoMbiHaHTHE aHTUTINO NIOAUHKN", SIK BUKOPUCTOBYHOTb B paMKax BMHaxXoA4y, BKIOYaE BCi
aHTWUTINa NIOAUHW, SKi OOEPXYHTb, EKCMNPEecylTb, CTBOPKOTL abo BMAINANTbL PEKOMOBIHAHTHUMM
cnocobamu, Taki gk aHTUTINAG, BUAINEHI 3 KNiTMHU-Xa3diHa, Takoi sk knituHa NSO abo CHO, a6bo 3
TBapuHM (Hanpuknag muwa, tTaka Sk XENOMOUSE - reHeTuyHO MoaudpikoBaHa MuLia, sika Npoaykye
aHTUTING, WO MalTb aMiHOKMCMOTHI MOCNIAOBHOCTI @HTUTIN MOAWHW, Hanpuknag amiHOKUCIOTHI
nocnigoBHOCTI kKapkacHoi obnacti moanHn (FR) i koHCTaHTHOT obnacTi nioanHW), siKi € TPaHCreHHUMK
no reHax iMmyHornobyniHis noguHy, abo aHTUTING, eKCNpecoBaHi 3 BUKOPUCTaHHAM PEeKOMBIHaHTHOro
€KCMNPECYY0ro BeKTopa, TpaHCchikoBaHOrO B KNiTUHY-xas3siiHa. Taki pekoMBiHaHTHI aHTUTINa noguHU
MaloTb BapiabenbHi i KOHCTaAHTHI obnacTi, Wo NoOXoAsTb 3 MOCMIAOBHOCTEN iIMyHOrNobyniHiB NognHM
eMbpioHanbHOro TUNy B NepeBnopsakoBaHin dopmi. PekoMbiHaHTHI aHTUTIina noguHK, 3rigHo 3
BWMHAXOAOM, NiggalTb COMaTUYHIN rinepmyTadii in vivo. Takum YMHOM, aMiHOKMCAOTHI NOCAi4OBHOCTI
obnactert VH i VL pekoMBiHaHTHMUX aHTUTIN ABNSOTb COOO NOCiAOBHOCTI, SIKi, XO4 i MOXoAsATb 3 i €
cnopigHeHMn 3 nocnigosHoctamu VH i VL nognHn eMOpioHansHOro Tvuny, He MOXYyTb iCHyBaTu B
npvpogai B penepTyapi aHTUTIN MOAMHN eMBpioHanbHOro TUNy in Vivo.

TepmiH "edekTopHi yHKUIl" BkOYae, ane He o0OMexyeTbcda HumK, 3B'a3yBaHHA C1q;
KOMMNemMeHT3anexHy uutotokcuyHicte (CDC); 3B'sa3yBaHHA Fc-peuentopa; aHTUTINO3anexHy
KNiTMHHO-ONOCepeaKoByBaHy UMTOTOKCUMYHICTE (ADCC); daroumTto3 i MpUrHiYeHHs peuenTtopis
KNiTMHHOT NoBepXxHi (Hanpwuknag B-knituHHMI peuenTop; BCR).

Tepmin "eniTon" BWKOPUCTOBYIOTb B [JaHOMY ONWUCI ANSA MNO3HAYEHHSA [iNAHOK 3B'A3yBaHHA,
po3ni3HaBaHWX 3B'A3yBanbHUMM Ginkom abo aHTuTinom. Enitonn moxyTb ABRATM coboto Oyab-siky
Monekyny abo ix rpyny, BKMo4yaklouu, ane He OOMEXYHYMCb HUMW, aMiHOKMCNOTW, GiyHi naHutoru
aMiHOKMCNOT, UYKpM i ninian, i MOXyTb MaTu KOHKPETHY TPMBUMIPHY CTPYKTYpy abo koHdopmaLlito.
Takum 4YnHOM, eniton MoXxe MICTUTKM Byab-AKy YacTUHy MoOneKkynu nentuay/binka Tay, sika BKoyae
NepBUHHY, BTOPUHHY, TPETUHHY abo YeTBEPTUHHY CTPYKTYPY, SK Ui TEPMIHX 3aranbHOBIOOMI B AaHi
ranysi. "IliHinHKUM eniton" cknageHWn 3 MNocniJoBHOCTI MOCMIAOBHO PO3TaLUOBaHUX aMiHOKMCNOTHUX
3anuuwikiB. JliHinHWMIA eniTon sBnde cobol eniton, AKMM MNPUCYTHIM Ha disionorivHomy Oinky Tay
(Hanpuknag npucyTHin Ha Tay 2N/4R). "KoHdopmauiiHui eniton” asnse coboro eniton, 3 SKMM
3B'A3yETbCA aHTUTINO abo 3B'a3yBanbHWI BiNoK KOHEOPMAaUiNHO-CeumMdiyHMM YMHOM. Y BUNagKy
eniToniB Ha OCHOBI Binka, 3B'A3yBaHHS MOXe 3anexaTty Bif BTOPUHHOI, TPETUHHOI abo 4YeTBEPTUHHOI
CTPYKTYpu Oinka, ska MIiCTUTb emniTon. |HWuMM crnoBamu, aHTUTINO 3B'A3yeTbCA cneundiyHuM ans
CTPYKTYpPU YMHOM, cheunudiyHum anst TPEeTUHHOI CTPYKTYpu 4YuHOM abo crneuudivyHnum  ans
YETBEPTUHHOI CTPYKTYpM YmHOM. KoHdopmauiHuin eniton siBnsie coboto eniton, KWW NPUCYTHIA B
nartonoriyHomy Ginky Tay (Hanpuknag npucyTHin B TayA(1-150; 392-441)/4R).

TepmiH "TepaneBTUYHMIA eniTon" cTocyeTbca obnacTen B Binky Tay, siki BKasaHi B JaHOMY OMNUCI i
AKi, 9K Oyno BMSIBMEHO, CTMMYMIOIOTb arperawdito Tay-tay, KOMM BOHW 3HaXo4ATbCA B MEBHUX
KOHdopMaLisax (posnisHaBaHux aHTuTinom DC8ES8). AHTuTIna (i iHWi 3B'A3yBanbHi Oinku), ski
3B'A3y0TbCS 3 OfHiet0 abo Aekinbkoma 3 uux obnacTten, iHridyTb paHHi i NisHi cTagii arperadii 6inka
Tay, BKITIOYalo4M NepeTBOpeHHs MOHOMepa binka Tay B AuMep i nepeTBOpeHHst B 6inbLu BUCOKi hopmm
arperariB, TO6TO aHTUTINA iHriGYIOTL NEpeTBOpeHHs isionoriyHoro Ginka Tay B natonoriyHmim Ginok
Tay. Li obnacTti B Ginky Tay MOXyTb OyTn 3anyyeHi go ctumynsuii ibpunisauii 6inka Tay B napHi
cnipaneHi inameHTn (PHF), wnsxom ctumynsuii yTBopeHHs 6eTa-wiapiB B CycigHix obnactax Ginka
Tay. TepaneBTu4Hi enitonu mictaTeca B 267-KHQPGGG-273 (B 1-oMy NOBTOPHOBaHOMY AOMeHi binka
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Tay), 298-KHVPGGG-304 (y 2-omy nosToptoBaHoMy AomeHi 6inka Tay), 329-HHKPGGG-335 (B 3-omy
noBTOpOBaHOMY AoMeHi Ginka Tay) i 361-THVPGGG-367 (B 4-omy noBTOptOBaHOMY AoMeHi Binka
Tay). Y geskux BapiaHTax 34iiCHEHHS!, KOXXHWUI 3 TepaneBTUYHUX eniToniB MicTUTbes B 268-HQPGGG-
273 (B 1-oMy noBTOptOBaHOMY AOMeHi Ginka Tay), 299-HVPGGG-304 (y 2-omy NOBTOpPHOBaAHOMY
AomeHi 6inka Tay), 330-HKPGGG-335 (B 3-omy noBTOptoBaHOMY AOMeHi Ginka Tay) i 362-HVPGGG-
367, BignoBigHo.

TepmiH "BusSIB Ginbll BUCOKOI addiHHOCTI BiQHOCHO naTtofioriyHoro Oinka Tay, HiXK BiQHOCHO
dpizionoriyHoro Ginka Tay", crocyeTbcs BGinbll BUCOKOI Mipy B3aeMOAjii MiXK aHTUTINIOM i LLOHarMeHLe
OofHiel0 POpMOK NaTomnoriyHoro Ginka Tay, HK MK aHTWUTINIOM i LWOHaWMeHLWe OfHielo opMOotro
dizionoriyHoro Ginka Tay. B3aemogito MoxHa BuMiptoBaTuK, Hanpuknag, 3a gonomoroto ELISA abo
NOBEPXHEBOr0 NNasMOHHOro pesoHaHcy (SPR), gk onucaHo B po3gini "lMpuknaan" Hukye.

TepmiHn  "cneumdiyHo 3B'A3yeTbCa”, "3B'A3yeTbcs  cneumdivHO" i "cneumdivHun  go" €
B32EMO3aMiHHUMM | O3HaYaloTh, LLO aHTUTINO abo NOro aHTUreH3B'a3yBanbHU pparmeHT (abo iHWKnRN
3B'A3yBarnbHUN GiNOK) YyTBOPIOKOTbL KOMMIEKC 3 aHTUreHOM abo eniTonom, K1 € BiZHOCHO CTabinbHUM
B dpigionoriyHux ymoBax. CneuudivyHe 3B'A3yBaHHSI MOXE XapakTepuayBaTUCSl KOHCTAHTO Aucouiauii
npn6nmaHo 1x10¢ M abo MeHLLe, Hanpuknag MeHLle Hik npubnuaHo 100 HM i, Hanpuknaa, meHwe 10
HM. Cnocobu BM3Ha4YeHHs1 TOro, Yn 3B'A3YHOTbCSA cneuudiyHo OBi MOMeKynu, BigoMi B AaHin ranysi i
BKNIOYaloTb, Hanpuknag, PiBHOBaXKHWW Aiani3, NMOBEPXHEBUM NNA3MOHHMMA pe3oHaHC i T. n. Ak
npaBumno, aHTUTINO abo Moro aHTUreHs3B'sa3yBanbHUIA parMeHT, nepenbavyBaHi BUHAXoOo0M, SIBMSiE
coboto mMornekyny, sika 3B'a3ye aHTUreH abo eniTon 3 TakoK KOHCTAHTOH Aucoliauii, Wo ckrnagae
LLOHaMmeHLWwe npubnmaHo 1x10® M abo MeHLe, ane He 3B'A3YeE iHLI MOMEKYN 3 TakoK KOHCTaHTO
avcouiadii.

"MepeBaxHO 3B'A3YETbCA" CTOCYETbCA 3B'A3yBaHHSA 3 Binbll BUCOKOK adpiHHICTIO 3 NaTONOriYHUM
Binkom Tay, Hix 3 isionorivHnm Binkom Tay, Hanpuknag 3B'A3yBaHHs 3 BinbLl BMCOKO adiHHICTIO 3
TayA(1-150; 392-441)/4R, Hix 3 2N4R.

"YHiBepcanbHuin T-kNiTUHHUIA eniton” sBnsie cobot MOCnigoBHICTb, BMOpaHy 3 remarnioTuHIHY
Bipycy rpuny: HA307-319 (PKYVKQNTLKLAT) (SEQ ID NO: 123); PADRE (AKXVAAWTLKAAA)
(SEQ ID NO: 124); mangpivHoro CS: eniton T3 (EKKIAKMEKASSVFNV) (SEQ ID NO: 125);
NoBEPXHEBOro aHTureHa Bipycy renatuty B: HBsA919 28 (FFLLTRILTI) (SEQ ID NO: 126); 6Ginka
TennoBoro woky 65: hsp65153 171 (DQSIGDLIAEAMDKVGNEG) (SEQ ID NO: 127); 6auunwu
Kanemetta-l'epeHa (QVHFQPLPPAWKL) (SEQ ID NO: 128); npaBuesoro Tokcoigy: TI830-844
(QYIKANSKFIGITEL) (SEQ ID NO: 129); npasLEBOro ToKcoigy: T1947-967
(FNNFTVSFWLRVPKVSASHLE) (SEQ ID NO: 130) i T1 gp120 BlIJT (KQINMWQEVGKAMYA) (SEQ
ID NO: 131).

TepmiH "BHYTPILLHBEO HEBNOpsAKOoBaHWM BINok Tay" CToCyeTbCA HOpManbHOi/disionoriyHoi hopmu
binka Tay, ska nosbaBneHa skoi-Hebyab neBHOi 3D-cTpykTypu. BoHa icHye B 340pOBOMY rOfIOBHOMY
mo3ky (Kovacech et al., 2010).

"HenpaBunbHo HeBnopsigkoBaHMIM Ginok Tay" ctocyeTbca dopm binka Tay, Aki koHdopmauinHo
BiAPi3HAOTBHCA Big HOpMarnbHOro/disionoriYyHOro BHyTpILLHLO HEBNOPSAKOBAHOrO Binka Tay i He MatTb
XKOpCTKOi/BU3Ha4veHoi 3D-cTpyKkTypu. HenpaBunbHO HEBNOPAOKOBAHMI YKOPOYEHUI Binok Tay 3gaTHUM
iHOyKyBaTn HenpodibpunsipHy gereHepadito in vivo. BiH He icCHye B 340pOBOMY FOFIOBHOMY MO3KY
(Kovacech et al., 2010). "Po3ynopsgkoBaHuin Binok Tay" CTOCYeTbCA CTPYKTYpOBaHOiI MaToONOriYHOI
dopmu Ginka Tay, 3ibpaHoi B nonimepu PHF, aki yteoptooTe NFT. PosynopsgkoBaHui 6inok tay He
iCHye B 300pOBOMY rofiloBHOMY Mo3Ky (Kovacech et al., 2010).

"SHR24" ctocyeTbes niHil TpaHCreHHUX LypiB, SKi ekcrnipecyloTb b6inok Tay tuny IIB (151-391/R3).
Y TpaHCreHHuX LWypiB pO3BMBAETLCA MPOrpecytoya 3anexHa Big Biky HempodibpundpHa gereHepauis
B KOpTMKanbHUX obnactsix ronoBHOro mosky. Hewpodibpunsphi Bysnukn (NFT) y wypis SHR24
3a00BOJIbHAIOTL AeKifbKa KMYOBUX FICTOMONYHNX KPUTEPIiB, BUKOPUCTOBYBaHUX ANS igeHTudikauii
HelipodibpunapHoi aereHepauii npy xBopobi Anburenmepa y NoAWHK, BKIOYarouM apripodinito,
OBONpPOMeHe3anoMeHHs KOHro YepBOHOIO i peaKTUBHICTb BiAHOCHO TiodnasiHy S. Lli kputepii MmoxHa
BMKOPUCTOBYBATU ANA aHanidy HenpodiOpunspHoOi aereHepauii y iHAMBIAYYMIB, SIKUM 30IACHIOIOTH
BBeOEHHS Oyab-sIKOro 3 BapiaHTiB 3A4iACHEHHs BMHaxody. HenpodibpunspHi By3nuku Takox ©Oynu
ineHTUdikoBaHi 3a JOMOMOIOK aHTUTIM, BUKOPUCTOBYBaHUX ANl BUSBIIEHHS NaTonoridHoro Ginka tay
B rOMOBHOMY MO3Ky ntoguHu, B Tomy umcrni DC11, wo posnisHae aHomanbHy KOHdOpMauilo Tay, i
aHTWTIN, SKi cneundiyHi go rinepdocdgopunoBaHux dopm binka Tay. binbwe Toro, HempodidpunapHa
JereHepavuisi XxapakTepu3yeTbCsl LUMPOKNUM YTBOPEHHSIM HEPO3YMHHUX B CapKo3wsi koMnnekciB Ginka
Tay, WO CKragalwTbCH 3 eHAOreHHUX i ykopoyeHnx tunis b6inka tay wypa (Filipcik et al., 2010).

"SHR72" cTocyeTbCa TPaHCreHHMX LLYpPIB, SIKi eKCnpecyoTb ykopodeHun TayA(1-150; 392-441)/4R
NOONHN, 3rigHO 3 MibkHApOoAHOW naTeHTHow 3asBkoto PCT WO 2004/007547, B gekinbkox obnacTtax
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rOMOBHOrO MO3KY i B CMMHHOMY MO3Ky. OgepxaHHs uiei niHii wypis onucaHe Zilka et al., 2006, i
natonoriqa 6inka Tay onucaHa B Koson et al., 2008.

"Tun Ginka Tay IA" ctocyeTbesa Ginka Tay 3 NogBiMHUM YKOpoveHHsSIM Ha N- i C-KiHUsX, Sk mae
YKOPOYEHHS LOHaMeHLWwe Ha nepuwi 236 N-KiHLeBUX aMiHOKMCIOT i LWOHaMMeHLWe Ha ocTaHHi 45 C-
KiHUEBMX aMiHOKUCIOT Tay43, Wwo MicTUTb 4 noBTopu. Monekynu BUABNAIOTLCHA B TKAHWUHI FOMOBHOMO
MO3KY npu XxBOpoOi AnbLreriMepa, B TOM 4Yac K MOJIEKYNN HE BUSIBMIAIOTLCSA B HOpMarbHil 340pOBIl
TKaHWUHiI ronosHoro Mo3ky (WO 2004/007547 A2).

"Tun Ginka Tay IB" ctocyeTbesa Ginka Tay 3 NnogBitHUM yKopoveHHsIM Ha N- i C-KiHUsX, Sk mae
YKOPOYEHHS LWoHarMeHLWwe Ha nepui 236 N-KiHLeBUX aMiHOKUCIOT i LOoHaNMeHLIe Ha ocTaHHi 45 C-
KiIHLEBUX aMiHOKMCIOT Tay44, Wwo MicTuTb 3 noBTopu. Monekynu BUSBNSAIOTLCHA B TKAHUHI FTONOBHOIO
MO3KY npu xBOpoOi AnbLreriMepa, B TOM Yac 9K MOMEKYNu He BUSBMAIOTLCHA B HOPManbHI 340pOBil
TKaHWHi ronosHoro Mo3ky (WO 2004/007547 A2).

"Twun 6inka Tay A" ctocyeTbecsa binka Tay 3 noaBiiHUM yKOpodeHHsAM Ha N- i C-kiHUAX, Skuin mae
YKOPOYEHHS LOHaNMeHLWwe Ha neplli 68 N-kiHLeBMX aMiHOKUCHOT i WoHanMeHwe Ha ocTaHHi 40 C-
KiHUEeBMX amMiHOKUCIOT Tay43, Wwo MicTUTb 4 noBTopu. Monekynu BUSABNAIOTLCS B TKAHWUHI FOMOBHOMO
MO3KY npu XxBOpoOi AnbLreriMepa, B TOM 4Yac K MOJIEKYNN HE BUSIBMIAIOTLCS B HOpMarbHil 340pOBil
TKaHWHI ronosBHoro Mo3ky (WO 2004/007547 A2).

"Tun Ginka Tay IIB" cTocyeTbes Ginka Tay 3 NOABIMHMM yKOpodeHHAM Ha N- i C-KiHUSX, SiKkuil mae
YKOPOYEHHS LOHaNMeHLLe Ha nepuli 68 N-kiHLUeBMX aMiHOKMCIOT i WoHaNMeHLe Ha ocTaHHi 20 C-
KiHUEeBMX amMiHOKUCIOT Tay44, Wwo MicTuTb 3 noBTopu. Monekynu BUSBNAIOTLCS B TKAHWUHI FONOBHOMO
MO3Ky npwu xBopobi Anburerimepa, B TOM Yac SIK MOMEKyNN He BUSBMAIOTLCA B HOPMarbHin 340pPOoBil
TKaHWHi ronosHoro Mo3ky (WO 2004/007547 A2).

BukopucTtoByBaHi B pamkax BWHaxooy TepMiHM "mikyBaHHSA", "3OiMCHEHHSA nikyBaHHS" i T. n.
CTOCYIOTbCS OOCATHEHHs BaxaHoro ghapmakonoriyHoro i/fabo ncmxonoriyHoro edekty. Edpexkt moxe
OyTn NpodinakTM4YHMM 3 TOYKM 30pY MOBHOrO abo 4aCTKOBOrO MONEepemKeHHs 3axBOPHBaHHA abo
noro cumnToMmy i/abo BiH Moxe OyTV TepaneBTUYHUM 3 TOYKM 30pYy YaCTKOBOro abo MOBHOMO MiKyBaHHS
Bi 3axBoptoBaHHSA i/abo HecnpusaTIMBOrO siBMLLA, BIACTMBOIO 3axBOpPOBaHHK. "JlikyBaHHS", sk
BMKOPWCTOBYIOTb B pamMKax BMHaxXo4y, TakoX OXonmntoe Oyab-ake nikyBaHHAa AD abo crnopigHeHux
Taynarin y ccaBus, 30KpeMa y NoauHK, | BKNoYae: (a) NpodinakTnky BUHWKHEHHS 3aXBOPHOBAHHSA Y
iHOMBIOYYMa, SKUA MOXe BYyTU CXUNbHUM OO0 3aXBOPHOBaHHS abo Mae puank HabyTTa 3axXBOPHOBaHHS,
are y sIKoro Lie He fiarHoCToBaHa Moro HasiBHiCTb; (b) iHribyBaHHs 3axBoptoBaHHS, TOBTO 3yMMHEHHS
MOro posBUTKY; i (C) NOM'AKLLIEHHS 3axBOPIOBaHHsS, TOBTO 3abe3neyeHHs perpecii 3axBOPHOBaHHS.
lMepeBaxHi BapiaHTU 3AINCHEHHS "nikyBaHHSA" OOAATKOBO PO3MMAHYTI HWXYe. Y [eskux BapiaHTax
3[0iNCHEHHs, "MikyBaHHA" CTOCYETbCHA BBEOEHHS INikapcbkoro 3acoly nauieHTy, nepeabayvyBaHo
cTpaxgaryomy abo Bxe cTpaxgatodomy Ha AD abo iHwWy TaynaTito. Takox BOHO MOXEe CTOCYBaTUCS
3HWXKEHHS, YCYHEHHs1 abo LOHaMMEHLLEe YacTKOBOrO 3YMWHEHHS, a TaKOX LOCSArHEeHHs1 Oyab-siKkoro
CNpUATIMBOro edekTy, BiGHOCHO OOHOro abo AeKiNbKoX CUMMTOMIB 3axXBOpPHOBaHHS i/abo cumnTomis,
acouifoBaHUX i3 3aXBOPIOBAHHSAM, i/abo iX ycknagHeHsb.

"MpodcbinakTnka" CTOCYeETbCA BBEAEHHS MaLieHTy, 9KUA CXUMNBbHUN 0O KOHKPETHOro 3aXBOPHOBAaHHA
abo mae iHWWn noro pusmk. Byab-xTo B 3aranbHiv nonynsuii mae puauk AD. [eski iHOuBigyymu matoTb
30inblieHn reHeTuyHuM puank AD. Tpodinaktvka moxe ycyBaTu abo 3HMXyBaTM pusnk abo
BiACTPOYYBaTU BUHWKHEHHSI 3aXBOPKOBaHHA. BiaACTpOYEHHS BWHMKHEHHST abo nporpecyBaHHs
3aXBOPIOBAHHSA MOXHa BMMIPHOBATM Ha OCHOBI CTAHAAPTHOrO Yacy MpOrpecyBaHHS 3aXBOPIOBAHHA B
CXOXMX nonynsuisx abo y CXoXux iHguBigyymis.

"Taynatia" CTOCYETbCH 3aXBOPIOBAHHS, 3yMOBIIEHOIO YTBOPEHHAM MaTonoriyHoro Ginka Tay.

"®izionoriyHun B6inok Tay" ctocyetbcs byab-sKkoi 3 6 i3odopm HopmanbHoOro binka Tay nanHKU, a
cawme:

2N4R (SEQ ID NO: 102),

1IN4R (SEQ ID NO: 103),

2N3R (SEQ ID NO: 104),

ON4R (SEQ ID NO: 105),

IN3R (SEQ ID NO: 106),

ON3R (SEQ ID NO: 107).

BukntoyeHHsIM 3 UbOro BM3HA4YeHHA € Ti i3odopmu, ki MawTb Oyab-skMin 3 TUnNiB
docdopunyBaHHs1, acouinoBaHux 3 XBopoboto AnbLrerimepa i iHWMKn TaynaTissMmu.

"MaTonoriyHnn Ginok Tay" BKMOYae NaTonoriyHi KoHdopMepwu i CTpykTypwm Binka Tay i OXonsnoe BCi
3 HacTtymHux: Tun Ginka Tay IA, IB, lIA i IIB, po3ynopsakoBaHUNn, HenpaBUbHO HEBMOPSOKOBAHWN
Oinok Tay (MoHOMep, aumep, TpUMep, oniroMep), HeNpPaBUIbHO HEBMOPSIAKOBAHUIA PO3YUHHMIA Binok
Tay, HEpO34MHHWIA B capko3uni 6inok Tay, no3akniTvHHI geno3utn Binka Tay, arperatu 6inka Tay, napHi
cnipanbHi  ginameHTn, HenpodibpunapHa naTonoria, BKIKOYAUYM HepodiOpunapHi  ocepenku,
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BY3MNUKN, HUTKK, pibpunu, akcoHaneHi cpepoiam, BucokodochopunoBaHHi popmu ykopoyeHoro binka
Tay i noBHopo3mipHoro binka abo 6yab-sika iHwa ¢opma 6inka Tay, acouinosaHa 3 AD abo iHwWo
Taynarieto.

"3B'A3aHM" CTOCYETLCSA NPUEQHAHHA YacTMHU 4O NenTuay, aHTutina abo cnonyku. YactnHa moxe
OyTn 3B'A3aHa abo mMoxe yTBOpKOBaTW KOMMMEKC, abo Moxe ByTn koBaneHTHO abo HekOoBaneHTHO
npuvegHaHa. YactuHa moxe OyTu xiMiyHO 3wwnTa abo ekcnpecoBaHa, abo cMHTe30BaHa SK 3nuTa
MorieKyna 3 nenTugom abo aHTUTINOM.

"YacTmHa" cTocyeTbcsl Oyab-sIKOI CMONyKW, OpraHiyHoi crnonyku, nentugy, Ginka, HykneiHoBOI
KMCNOTW, HOCIA, ag'toBaHTy, SIKi MOXYTb OyTW npuegHaHi A0 nenTuay, aHTuTina abo 3B'a3yBanbHOro
Binka, ane ski He € caMVMM 3asBNeHVM NenTUAOM, aHTUTINOM abo 3B'A3yBansHUM Birkom.

"IMyHOreHHU" CTOCYETLCHA YOro-Hebyab, WO MOXe iHOyKyBaTW iMYyHHY BignoBigb. IMyHHa
BigNoBiAb MOXe OyTu aHTWUTINo-onocepeakoByBaHo abo KNiTMHHO-ONOCepeaKoByBaHO, abo
onocepeaKoByBaHO i TUM, i IHLLWM.

"AQ'toBaHT" CTOCYETbCS PEYOBUHW, dka 3pgaTHa 36inbwysBaTu, nocunosatv abo mogynoBaTtu
iIMYHHY BignoBigb Ha CYyNnpOBOMXKYHUUI 1T nenTug,.

"lHWa Tepania" cTocyeTbCs A0AAaTKOBUX CnocobiB Tepanii, Aki MOXYTb NPOBOAMTMUCS Y MaLiEHTIB,
Lo po3rnsgaloTbes.

"BuBedeHHs1" CTOCYETbCSl 3HWXKEHHSI PiBHIB ab0 BUSIBNIEHHSA naTonoridHoro 6Ginka Ttay i/abo
naTonoriyHoi cTpykTypu Oinka Tay. BumBegeHHs He MNOBUHHO SBNSATU COOOK MOBHE 3HWKHEHHS
nartornoriyHoro Oinka Tay, TOGTO BOHO MOXe SABMATU COOOH0 YacTKOBE 3HUKHEHHS.

TepmiH "cTumynauia” oxonnoe iHAYKLit0, MOCUNEHHs abo 36inbLUeHHS.

"TkaHWHa rofoBHOTO MO3KY" CTOCYETbCHA OyAb-AKOi HeWpoHanbHOI TKaHWHW, Hanpuknag 3
rofIOBHOro MO3Ky, CTOBOYpa ronioBHOro MO3KY i CIMHHOIO MO3KY.

Tepminn "cneundidyHe 3B'a3yBaHHS" | "BUCOKa adiHHICTL", BiANOBIAHO, CTOCYIOTLCA aHTUTINA, WO
3B'A3YETLCA i3 3af4aHVM aHTUreHom, TobTo enitonom 6inka Tay, BM3HaYeHuM BuLe. FAK npasuIo,
aHTUTINO 3B'A3yeTbCs 3 KOHCTaHTow Aaucouiauii (Kp) 106 M abo MeHwe i 3B'A3yeTbcs i3 3agaHnmM
aHTureHom 3 Kp, fka LWoHanMMeHWwe B [OBa pasv MeHwe, Hix noro Kp Ans 3B'A3yBaHHA 3
HecneuundiyHum aHTureHom (Hanpuknag BSA, kaseiH abo 6yab-akMiA  iHWWA  cTaHOapTHWNA
noninenTua), BiAMIHHMM Big 3agaHoOro aHTureHa. Bupasu "aHTUTINO, WO po3ni3Hae aHTureH", i
"aHTUTINO, cneundiyHe BIAHOCHO aHTUreHa", BUKOPWUCTOBYKOTb B AAHOMY OMUCI B3aEMO3aMiHHO 3
TEPMIHOM  "aHTUTINO, 9HKe cneundivyHo 3B'A3YETbCA 3 aHTUreHoMm". B pamkax BMHaxogy
BMKOPUCTOBYIOTb "BUCOKOCMeundivHe" 3B'A3yBaHHS, ke 03Havae, Wwo BigHocHa Kp aHTuTtina BigHOCHO
HenpaBuIbHO HEBMOPSAAKOBAHOMO Binka Tay WoHanmeHwe B 4 pa3n MeHLwe, Hixk Ko Ans 3B'A3yBaHHS
aHTWTING 3 iHWKMMKM niraHgamun abo 3 HopManbHUM NMOBHOPO3MIpHUM Binkom Tay.

TepmiH "npokapioTnyHMiA" BKNOYae BCi GakTepii, Aki MOXyTb OyTu TpaHcdopmoBaHi abo
TpaHcgikoBaHi monekynoto OHK abo PHK gna ekcnpecii aHTutina 3a BuHaxogom abo ogHoro, abo
AEKiNbKOX BIiANOBIAHMX NaHUoriB  iMyHOrnobyniHiB. [pokapioTUYHI  Xa3siHM  MOXYTb BKMOYaTU
rpaMHeraTuBHiI, a TakoX rpaMno3nTuBHI BakTepii, Taki sk, Hanpuknag, E. coli, S. typhimurium, Serratia
marcescens i Bacillus subtilis. TepmiH "eykapioTU4HM" BKMAOYAE KNITUHWU OPiKOXKIB, BULLNX POCAWH,
KOMax i Hanpuknag ccasuiB, Hanpuknag knitnHn HEK 293, NSO i CHO.

TepmiH "XimiyHe noxigHe" onucye Monekyny, sika MiCTUTb OAaTKOBI XiMiYHI YaCTUHU, SKi 3BMYaiHO
HEe € YaCTMHOI OCHOBHOI MOrMekynu. Taki 4YacTUHW MOXYTb MiABULLYBATU PO3YMHHICTb, Yac
HaniBXWUTTS, BCMOKTYBAHHS i T. [j. OCHOBHOI MONEKyNu. AnNbTepHAaTUBHO YaCTUHN MOXYTb ocnabnatm
HebaxaHi NobivHi edpekT OCHOBHOT MOMeKynm abo 3HMXKYBaTU TOKCUYHICTb OCHOBHOI MOMEKYNN.

TepmiHn "HykneiHoBa kucroTa", "HykneoTugHa MOCMIAOBHICTL", "MOCNIQOBHICTb HYKMNEiHOBOI
kucnotn", "noniHykneotna", “oniroHykneotua", "noniHykneoTuaHa nNoOChigOBHICTE" i "HyKneoTuaHa
NocnigoBHICTL" BUKOPUCTOBYKOTb B OAaHOMYy OMUCI B3aEMO3aMiHHO, i BOHW CTOCYHOTbCH TOYHOI
MoCriAOBHOCTI HyKneoTuaiB, moaudikoBaHoi abo He MOAMIKOBaHOI, WO BU3Ha4Yae dparmeHT abo
obnacTb HYKMNeiHOBOI KWACMOTWU, sika MICTUTb HEMNpUpOAHi HykneoTuam abo He MicTUTb iX i € abo
Asonanutokkosoto AHK, abo ogHonaHutoxkosoto AHK, abo npogykramu TpaHckpunuii Bkasanux OHK.

Tepminn "BugineHui nonivykneotma" abo "BuaineHa HykneiHoBa kucroTa”, siki BAKOPUCTOBYHOTb B
paMkax BMHaxony, O3Ha4yalTb MOMIHYKNEOTWUS FeHOMHOro NoxomkeHHs, 3 kKOHK, abo cuHTeTM4HOoro
NOXOMXKEHHs1, abo aesky ix kombiHaLito, AKMIA 3a NOXo4XKeHHsM abo (1) He acouiioBaHui 3i BCiM abo
YacTMHO MOMIHYKNeoTUay, B AKOMY "BMAINEHMI noniHykneotua" 3ycTpidaeTbca B npupogi, abo (2)
YHKUiOHANbHO 3B'A3aHMIA 3 MOJIHYKNEOTUAOM, 3 SKMM BiH He 3B'A3aHuMiA 3 npupogdi, abo (3) He
3yCTpivYaeTbCsi B NPUPOAI 9K YacTuHa BinbLu BENUKOI NOCNiJOBHOCTI.

AHTUTINA oNsa QiarHoCTUKM, NACMBHOI iMyHi3aLii, 4OCTaBKM Nnikapcbkux 3acobiB i Tepanii AD.

Y gaHOMy [OOKYMEHTI OnucaHi HOBi BUAiMNEHi aHTuTINa, crneuudiyHi o ogHoro abo AekinbKox
eniToniB Binka Tay, AKi MalTb nartonorivHi popmm binka Tay. Lli enitonu postawoBaHi B obnacTtax
Oinka Tay, skuM yneplle NpUNUCYETbCA Pornb B NaTONOrivHin arperauii 6inka Tay, a came B: 267-
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KHQPGGG-273 (SEQ ID NO: 98) (To6T0 eniton #1 posTtawoBaHun B 267-KHQPGGG-273, skun
3HaxoauTbca B 1-omy noBTOprOBaHOMY AoMeHi Ginka Tay), 298-KHVPGGG-304 (SEQ ID NO: 99)
(enmiton #2, y 2-oMy noBTOptOBaHOMY AOMeHi Oinka Tay), 329-HHKPGGG-335 (SEQ ID NO: 100)
(eniton #3, B 3-omy noBTOptoBaHOMY AOMeHi Ginka Tay) i 361-THVPGGG-367 (SEQ ID NO: 101)
(emiton #4, B 4-oMy nOBTOpHOBaHOMY [AoMeHi Oinka Tay). Lli aHTuTina 3gaTtHi po3nisHaBaTu
PO3yNOpSAKOBaHUN | HENPaBUIbHO HEBMOPSAAKOBaHUNM Tay B FONIOBHOMY MO3Ky noguHu npu AD, a
Takox B mogenax AD i cnopigHeHuX TaynaTii Ha TPaHCreHHUX Lypax, EKCNPecyymx HenpaBusibHO
HeBrnopsigkoBaHUM ykopodeHun TayA(1-150; 392-441)/3R abo tayA(1-150; 392-441)/4R nwoanHw.
BugineHi aHTUTIna TakoX 34aTHIi  NepewkomxatM  ogHOMy abo  OEeKiNbkoOM 3 MHOXWHU
onocepenkosyBaHmx BiNkoM Tay BUAIB akTUBHOCTI, WO 6epyTb y4acTb B naTonorii AD, Bkntoyatouu: (i)
nepexin abo 3 posynopsagkoBaHoro, abo 3 disionorivHoro 6Ginka Tay B HenpaBWIbHO
HeBropsakoBaHuM 6Ginok Tay; (i) yTBOpeHHA MOHOMEpIB, AMMepiB, TpumepiB "natonoriyHoro 6Ginka
Tay" i iHWKMX mynbTMMepiB; (iii) yTBOPEHHA Hepo3ynHHuX arperaTiB binka Tay; i (iv) cTtumynsuiio
BMBELEHHS NO3akniTUHHOrO BGinka Tay.

OnucaHumn BUHaXxig OCHOBaHWUA YaCTKOBO Ha BiAKPUTTI, LLO aHTUTING, SKi cneundivyHo 3B'A3y0ThCS
3 O[HI€l0 3 YOTUPLOX paHile HeigeHTUIKOBaHNX (PyHKLUiOHaNbHMX obnacten Ginka Tay, BUOpaHux 3
267-KHQPGGG-273 (SEQ ID NO: 98) (B 1-omy noBTOoptoBaHOMY foMeHi binka Tay), 298-KHVPGGG-
304 (SEQ ID NO: 99) (y 2-omy noBToptoBaHOMy fomeHi binka Tay), 329-HHKPGGG-335 (SEQ ID NO:
100) (B 3-omy noBTOptOBaHOMY AomeHi Binka Tay) i 361-THVPGGG-367 (SEQ ID NO: 101) (B 4-omy
NoBTOPIOBaHOMY JOMeHi Oinka Tay), 3gaTHi iHribyBaTu yTBOpPEHHA NaTomnoridyHMx arperariB Ginka Tay i
BUABMNATU Pi3Hi natomnoridHi dpopmm Binka Tay, Aesdki 3 sSkuMx Hawbinbll paHO YTBOPIOKOTLCA MNpU
3aXBOPIOBaHHI (Hampuknag naTtonoriyHi moHomepwu). [bpuaomun, ogepxkaHi NPOTM HeNpaBUNBHO
HeBnopsgkosaHoro 6inka tay Il nogmHu (151-391/4R), akuii TakoXX NO3HAYalTb B AaHi 3asBuUi SK
TayA(1-150; 392-441)/4R, niggaBanu CKPWHIHIY BiAHOCHO MPOAYKUIT MOHOKMOHaNbHUX aHTUTIN,
cneumdivyHnx go PHF noguHun, gk 3a gonomoroto imyHorictoximii (IHC), Tak i 3a gonomoroto
depMeHTHUX imyHoaHanisiB (ELISA). OgepxaHuini Habip BKNoYaB MOHOKMOHanbHe aHTuTino (mAb)
muwi DC8ES8, sike siBnsie coboto aHTuTino nigknacy IlgG1. KaptysaHHs enitonisB DC8E8 nokasano, wo
BOHO 3B'AI3YETbCHA 3 YOTMPMa paHille HeigeHTudikoBaHMMM eniTonamn Ha Ginky Tay noanHu. binble
TOoro, nopanblini dyHKUioOHanbHUM aHania DC8E8 nokasaB, WO KOXHWUIA eniton sBnse coboto
BiAMiHHY (byHKUiOHanbHYy obnacTtb B 6inky Tay. Lli obnacrTi, siki B gaHOMY onnci MoXyTb B6yTn onucaHi
SIK HOBi MilleHi ansa pgiarHocTuku i Tepanii AD i, TakuM 4MHOM, NO3HaYalOTbCA HAK "TepaneBTU4YHI
enitonun", mictateca B 267-KHQPGGG-273 (SEQ ID NO: 98) (B 1-omy nosToptoBaHOMY AOMeHi binka
Tay), 298-KHVPGGG-304 (SEQ ID NO: 99) (y 2-omy nosToptoBaHOMY OoMmeHi Ginka Tay), 329-
HHKPGGG-335 (SEQ ID NO: 100) (B 3-omy noBToptoBaHOMy goMeHi binka tay) i 361-THVPGGG-367
(SEQ ID NO: 101) (B 4-omy noBTOptOBaHOMY AOMeHI Ginka Tay). Y Oeskux BapiaHTax 34iACHEHHS,
oaunH abo Aekinbka 3 TepaneBTUYHUX eniToniB MicTATbeA B 268-HQPGGG-273 (SEQ ID NO: 223) (B 1-
OMy MNOBTOpIOBaHOMY AoMeHi 6inka Tay), 299-HVPGGG-304 (SEQ ID NO: 154) (y 2-omy
nosToptoBaHoMy AomeHi b6inka Tay), 330-HKPGGG-335 (SEQ ID NO: 224) (B 3-oMy NOBTOptOBaHOMY
AomeHi Ginka Tay) i 362-HVPGGG-367 (SEQ ID NO: 154) (B 4-oMy noBTOptoBaHOMY AOMeHi Oinka
Tay). Y geskux BapiaHTax 3[iMCHEHHS, LOoHaNMeHLe OAMH 3 TepaneBTUYHUX eniToniB MICTUTbCS B
299-HVPGGG-304 (SEQ ID NO: 154) (y 2-omy nosToptoBaHOMY AoMeHi Oinka Tay). Y Aeskux
BapiaHTax 34iACHEHHS, 0auH abo Oekinbka 3 TepaneBTUYHNX eniToniB ABMs0Tb coboto 299-HVPGGG-
304 (SEQ ID NO: 154).

HincHo, DC8ES8 3gatHe po3pi3HoBaTM NAToOMNOriyHi i HOpManeHi Ginku Tay, WO BKa3ye Ha Te, LWO
LLOHaNMEHLUE OAMWH 3 LMX YOTMPbLOX eniToniB € koHdopmauiHuM. IHWuMKn cnosamu, DC8ES Busisuno,
WO LWOHaVMeHWe odHa 3 obracTei, OXOMMBaHMX KOXHUM 3 YOTMPbOX TepaneBTUYHMX eniTonis,
AEMOHCTPYe koHdopMaLito B naTonoriyHoMy B6inky Tay, ska BigpisHSAETbCA Big doopmu (Popm), AKY BiH
npuMMMae y BHYTPIWHLO HeBrnopsigkoBaHoMy 6inky Tay (HopmanbHun 6inok Tay). DC8ES8 3gatHe
BM3HA4aT abo BMSABMATA L0 3MiHY, OCKINTlbKM BOHO 3B'A3YETbCSA 3 NaTonoridHMM Ginkom Tay 3 GinbLu
BMCOKO adpiHHICTIO, Hix 3 dhiionoriyHmum Ginkom Tay. binble Toro, 38's3yBaHHA DC8ES 3 BGinkom Tay
3gaTHe iHridyBaTy B3aemogii Tay-Tay, WO NpMBOAUTL OO YTBOPEHHS MaTONOriYyHUX arperatiB Ginka
Tay, npv BUMiptoBaHHi no 3gatHocTi DC8ES iHribyBaTn yTBOpEHHSI HEPO3YMHHUX arperartiB binka Tay
in vitro. Hanpwuknag, 3B'a3yBaHHs DC8E8 3 HopmanbHUM OinkoM Tay 3gaTHe nepeLlukogkatv OAHIn
abo [JekinbkoMm i3 3MiH koHdopmalLii/popmu, po3rnsHYTUX BuLle, AMS 00nacTen, Lo OXOMNMoTb
TepaneBTUYHI eniTonu.

Kpim uboro, 3B'adyBaHHss DC8ES8 3 HopmanbHuM Ginkom Tay B OfHin abo AekinbKoX 3 umx
obrnacTten abo TepaneBTUYHMMMK ENiTONamMn NEePELUKOMKAE AESKUM iHWMM KOHOpMaLinHUM 3MiHam
Ae-Hebyab B Monekyni, siki HeoOXigHi Ans yTBOPEeHHA nartonoriyHoro Ginka Tay. bes 3B'A3ky 3 AkuMM-
Hebyab KOHKPETHMM MexaHi3amoM, nepegbavaerbes, Wo oguH abo aekinbka 3 uMx enitonis/obnacren
B Ginky Tay, ski posnisHaoTbcd DC8ES, dyHKUiOHYIOTb B Tay SIK CTUMYMATOpPW arperauii tay-tay.
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Hanpuknapg, ctpyktypa/cdopma/koHdopmalia ogHoro abo Aekinbkox 3 UMX eniToniB BNNuBae Ha
CTPYKTYpy CcycCigHix obnacten, Tak wo dikcauis noro ¢opmy B Monekyni 6inka Tay LwWnisxom
3B'A3yBaHHA 3 Heto DCB8ES nepelukomkae 3gaTtHocTi abo TeHAeHUisIM cycigHboi obnacTi (Hanpuknag
274-281) po yTBOpeHHs1 6eTa-wapiB, Ae YTBOpeHHsi OeTa-lwapy HeobxigHe Ans arperadii Tay-Tay.
Takum 4mHOM, nNepepbavaeTbes, WO 3B'sisyBaHHA DC8ES8 3 opgHieto 3 umMx 4oTupbOx obnacten B
HopmanbHOMY Binky Tay 3gaTHe nepeLlKkoaXaTy OOHiA 3 HanbinbLl paHHiIX NaTONOriYHMX 3MiH B Binky
Tay, iAeHTMMIKOBAaHMX Ha CbOTOAHIWHIN AeHb: 3MiHa, sika HeobxigHa ons cTumynsuii abo ska cama
ctumyntoe abo 3abesnevye yTBopeHHs 6eTa-wapiB B 6inky Tay. binblwe Toro, Takox nepegbavaeTbes,
wo 3B's3yBaHHas DC8E8 3 opgHielo 3  uUMX 4OTMpPbOX obrnacted B HenpaBWIbHO
HeBrnopsgkoBaHomy/naTonoridyHomy 6inky Tay, ToBTO nicnsa Toro, sik ogHa abo aekineka 3 YOTUPbLOX
obnacter 3MiHMNMCSA Ha NaTomMoriyHy KOHdopmauilo, BCe LWe 3aaTHe iHribyBaTu naTonoriyHy
arperakuito Tay-Tay, OCKiNbkuM BOHO Bce LUe iHrbye yTBOpeHHs1 6eTa-uapy, 6nokye ¢isanyHy B3aeMogito
Tay-Tay abo 3aificHoe obuasi 3 uux Ain.

Takum ynHoM, 3 BukopuctaHHaM DC8ES8 sk iHcTpyMeHTa ons igeHTudikauii HoOBMX MileHen abo
dyHKUiOHanNbHNX obnacten B Binky Tay, YOTUPbOM KOHKPETHMM pAinsiHkam 3B'a3yBaHHA DC8ES8 Ha
Oinky Tay 6yna npunucaHa pornb B XBopobi Anburerimepa. Lle 6yno 3giicHeHe LnsxoM po3yMiHHS,
wo ogHa abo aekinbka UMX AINSHOK Ginka Tay 3any4veHi 40 YTBOPEHHS MOHOMEPIB i MynbTUMEpIB
nartonoriyHoro Ginka Tay, ockinbku 3B'A3yBaHHss DC8ES8 3 ogHuMM abo gekinbkoma 3 HUX 3gaTHe
iHridyBaTu ui npouecu. binbwe ToOro, aHtutina (Hanpuknag DC8ES8), siki 3B'A3ytoTbea 3 ogHMM abo
AeKinbkoMa 3 Uux TepaneBTUYHUX eniToniB, 34aTHi CTUMYNIOBaTV BUBEAEHHSI NAaToNoriyHoro binka Ttay
3 NO3aKMNiTMHHOIO CepeaoBULLIa, OCKINbKM BOHW 34aTHi ONOCEPEeAKOBYBATM 3axXOMMEHHS i gerpagawito
nartonoriyHoro 6inka Tay MiKpornieto in vitro; 3HWXeHHsA NO3aKMiTUHHOIO | BHYTPILLUHLOKNITUHHOIO Birnka
Tay B rofloBHOMY MO3KY in vivo; abo 3ginicHioBaT obmaBi 3 umx Ain. IHWUMKM crioBamu, Ui aHTuUTIna
MalTb 34aTHICTb AornoMaraTu 3HWXKYBaTW MOLUKOMKEHHS, AKke Taki natonoriyHi dopmu Ginka Tay
BUKMMKAKOTb B FOSIOBHOMY MO3KY.

TakMM 4MHOM, B JaHOMY OMMUCI PO3KPUTI aHTUTINA, SKi cneumdivyHO 3B'A3y0TbCS 3 OAHUM abo
AeKinbkoma TepaneBTUYHUMU eniTonamMu Ha Binky Tay, Ae KOXHUIA 3 TepaneBTUYHMUX EeNiTOMNiB OKPeMO
pO3TalLOBaHUIN B aMiHOKMCIOTHMX 3anuwikax 267-KHQPGGG-273 (SEQ ID NO: 98) (eniton #1, B 1-
OMy NOBTOpIOBaHOMY AoMeHi Binka Tay), 298-KHVPGGG-304 (SEQ ID NO: 99) (eniton #2, y 2-omy
noBToptoBaHOMY AomeHi binka Tay), 329-HHKPGGG-335 (SEQ ID NO: 100) (eniton #3, B 3-omy
noBTOplOBaHOMY AoMeHi Ginka Tay) i 361-THVPGGG-367 (SEQ ID NO: 101) (eniton #4, B 4-omy
noBTOpPIOBaHOMY AOMeHi binka Tay). Y geskux BapiaHTax 3A4iMCHEHHs, TepaneBTudHi enitonn #1-4
micTaTeca B 268-HQPGGG-273 (SEQ ID NO: 223) (B 1-omy noBToptoBaHOMY AoMeHi binka Tay), 299-
HVPGGG-304 (SEQ ID NO: 154) (y 2-omy noBToptoBaHOMY AoMeHi binka Tay), 330-HKPGGG-335
(SEQ ID NO: 224) (B 3-omy nosToptoBaHOMY AomeHi Ginka Tay) i 362-HVPGGG-367 (SEQ ID NO:
154) (B 4-omy noBTOptOBaHOMY AoOMeHi Binka Tay). AHTMTING MOXyTb BYTU MOHOKMOHanNbHUMKU abo
nosiknoHanbHUMU. TakoX BKITOMEHI aHTUreH3B'a3yBarnbHi YaCcTUHW aHTUTIN, bparMeHTU aHTuTIna,
BapiaHTW aHTUTIN, CKOHCTPYNOBaHi cnocobamu iHXeHepii binku i nonimepHi kapkacu. BoHn BknoyaTb
Oyab-akuii Binok abo monekyny, WO MICTUTb NenTua, siKi MiCTATb LOHANMEHLLE YacTUHY MOMEKYIu
iMyHOrnobyniHy, Taky sk, ane He OOMeXyuncb HMMK, LLiOHaMMeHLe oAHa obnacTtb, Lo BU3HA4aE
komnnemeHTapHictb (CDR), Baxkoro abo nerkoro naHutora abo ii 3B's3ytovy niraHg 4YacTuHy,
BapiabenbHy 00nacTb BaXKoro mnaHuiora abo nerkoro naHulpra, KOHCTaHTHY o6nacTb BaXKOro
naHutora abo nerkoro naHutora, kapkacHy obnactb abo 6yab-siky iX YacTUHY.

Ak HeobmexyBanbHWUI Npyknag nNpuaaTHe aHTUTINO, YacTuHa aHTuTina, dparmeHT abo BapiaHT,
nepepbayvyBaHi JaHUM BMHAxXO4OM, MOXYTb 3B'A3yBaTUCA LWOHAMMEHLWEe 3 OOHUM 3 OMucaHux
TepaneBTUYHUX eniTonis. TepMiH "aHTUTINO" TakoX BKMOYaAE parMeHTU PO3LUENIeHHs aHTUTIn,
KOHKPETHI YaCTUHW aHTUTIN i iX BapiaHTW, BKMOYaYM MIMETUKN aHTUTIN abo YaCTUHW aHTUTIN, SKi
iMITYIOTb  CTPYKTYpY i/abo dyHKUilo aHTMTIina abo 1oro BkasaHoro dparmeHta abo 4acTuHM,
BKIMOYaOYM OLHOMAaHUIOXKKOBI aHTUTINa i X dparMeHTn. DyHKLiOHanbHI dparMeHTn BKNIOYaTb
aHTUreH3B'A3yBanbHi  parMeHTn, sKi 3B'A3yOTbCA 3 OOHMM abo [gekinbkoma TepaneBTUYHUMMU
enitonamu. Hanpuknag, dparMeHTU aHTUTIn, 34aTHi 3B'A3yBaTUCA 3 TepaneBTUYHUM eniTomnom,
BKIIOYAlOTb, ane He obMexyrTbca HuMK, dparmeHTn Fab (Hanpuknag WsxoM po3LiensieHHs
nanaiHom), Fab' (Hanpuknag WnsaxoM po3sLienneHHs NencuHOM i YacTKOBOro BiAHOBMEHHS) i F(ab')z
(Hanpuknapg Wwnsaxom posLienneHHs nencuHom), facb (Hanpuknag Wnsaxom posLensieHHs nnasmiHoMm),
pFc' (Hanmpuknag LWAsSXOM po3LWeEnsieHHss nencMHoM abo nnasmiHom), Fd (Hanmpuknag Lwnisxom
pO3LUENMEHHsT NEMNCMHOM, YacTKOBOIO BigHOBIEHHS i NOBTOPHOI arperadii), Fv abo scFv (Hanpuknag
cnocobamm monekynsapHoi Gionorii) i nepepbavatoTbca aaHMM BuHaxogoM. [ue. Takox, William E.
Paul (ed.) Fundamental Immunology, 6th Edition, Lippincott Williams & Wilkins, NY (2008), BkntoyeHy
B JaHWI onnc B NoBHOMY 06c¢ssi. [eBHi hparMeHT MOXHA ofepXXyBaTh LUNSAXOM hepMEHTATUBHOTO
posLienneHHsa cnocobamm cuHTesy abo pekombiHaHTHUMKM cnocobamu, K 3aranbHOBIQOMO B AaHi
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ranysi abo €k onuMcaHO B [aHOMYy [AOKYMEHTi. AHTUTIN@ TakoX MOXHa ofepXyBaTu B Pi3HMX
YKOpOYeHUX opmax 3 BUKOPUCTAHHSIM FEHiB aHTWUTIN, B skuMX oavH abo Aekinbka CTON-KOAOHIB
BHECEHi BULLE NPUPOAHOI CTOM-OinsiHku. Hanpuknag, moxe OyTu CKOHCTPYMOBaHUM KOMOIHOBaHWUN
reH, Wo koaye vactuHy F(ab')z Baxkkoro naHutora, Tak, wob BiH BkrtoyaB nocnigosHocti OHK, wo
koaytoTb gomeH CH1 i/abo wapHipHy obnacTtb BaXkkoro naHutora. PisHi 4aCcTMHWM aHTUTIN MOXHa
3B'A3yBaTM OOHY 3 OOHOK XiMIYHO 3aranbHOMPUNHATMMK crnocobamm abo MOXHa odepXkyBaTu K
Oe3nepepBHUI BiNOK 3 BUKOPUCTAHHAM 3aranbHOMPUAHATUX CMOCOBIB reHETUYHOI iHXEHEPIi.

Bigomo, WO OCHOBHWI CTPYKTYPHUM €NEeMEHT aHTuUTINa MicTuTb TeTpamep. KoxHun TteTpamep
CKnagaeTbCs 3 OBOX iAEHTUYHMX Map noninenTUAHMX NaHUIoriB, NPUYOMYy KOXHa napa Mae OauH
"nerkun” (npnbnusHo 25 kfa) i oguH "Baxkmn" (npnbnusHo 50-70 kfa) naHutor. N-kiHUeBa yacTuHa
KOXXHOrO naHutora Bkroyae BapiabenbHy obnacte 3 npmbnuaHo 100-110 abo BinbLie amiHOKMCHOT,
rofIOBHMM YMHOM, BignoBiganbHMX 3a po3nidHaBaHHSA aHTUreHa. C-kiHueBa YacTuUHa KOXHOro naHutora
BM3HAYaEe KOHCTaAHTHY 00MacTb, rOMOBHUM YMHOM, BiAnNOBidanbHY 3a edekTopHy dyHKUito. Jlerki
NaHUorM NIOUHU KNacuaikyroTb SK Nerki nadutorn kanna i naméaa. Baxki naHuorn knacudikytoTe sk
MIO, OenbTa, ramMmma, anbga abo encurnoH i Bu3HavatoTb i3oTun aHTuTIna gk IgM, IgD, IgA i IgE,
BiQNOBIOHO. Y NErkmMx i BaXXKMX naHutorax BapiabenbHi i KOHCTaAHTHI obnacTi 3B'a3aHi obnactio "J"
npubnuaHo 3 12 abo Ginblle amiHOKUCNOT 3 BaXXKMM NaHLIIOroM, Lo TaKoX BKAYae obnactb "D"
npnbnusHo 3 10 abo Ginblwe amiHOKMCNOT. [uMB., ronoBHMM 4YnMHOM, Fundamental Immunology Ch. 7
(Paul, W., ed., 2nd ed. Raven Press, N.Y. (1989)) (Bknto4YeHy siKk MOCUIaHHsi B MOBHOMY 00Cs3i Ans
Oyab-akux uinen). BapiabenbHi obnacTi KOXHOI napu NErkun/Baxkknii naHutor opMyoTb AiNsSHKY
3B'A3yBaHHA aHTUTINA. Takum YUHOM, HE3MIHEHE aHTUTINO MaE ABi OiNSHKU 3B'sA3yBaHHA. 3a BUHATKOM
OicpyHKLiOHanbHMX abo BGicneundivyHNX aHTUTIN, ABi AiNSHKM 3B'A3yBaHHS € ogHaKoBUMM. Bei naHutorm
BUSBMSAIOTb OOHAKOBY 3ararfibHy CTPYKTYPY 3 BiAHOCHO KOHCepBaTMBHMX KapkacHux obnacten (FR),
cnony4YyeHux Tpboma rinepeapiabensHuMmM 06nacTaMuy, TakoX 3BaHUMKU 006MacTsiMy, WO BM3HAYalOTb
KoMmnnemeHTapHictb, abo CDR. CDR 3 gBox mnaHutoriB KOXHOI Mapu MOEAHYIOTbCA KapKaCcHUMMU
obnactsamu, Wwo 3abeanevyoTb 3B'A3yBaHHS 3 KOHKpETHUM eniTonom. Big N-kiHUs go C-kiHUS, Sk nerki,
Tak i Baxki naHutorn mictate gomenn FR1, CDR1, FR2, CDR2, FR3, CDR3 i FR4. BigHeceHHs
aMiHOKMCNOT A0 KOXHOro 3 AOMEHIB MpoBOAATb 3rigHO 3 BU3Ha4deHHAMKM IMGT. Takox daxiBuio B
AaHin ranysi BigoMi anbTepHaTMBHI BU3HavyeHHsA. OuB., Hanpuknag, Kabat, Sequences of Proteins of
Immunological Interest [National Institutes of Health, Bethesda, Md. (1987 and 1991)], a6o Chothia &
Lesk J. Mol. Biol. 196:901-917 (1987); Chothia et al. Nature, 342:878-883 (1989).

Y pesdkux BapiaHTax 34INCHEHHS, aHTWUTINO, WO pO3rMA4aeTbCs, MICTUTb NErkMrm naHuior, LWo
MIiCTUTb aMIiHOKMCINOTHY MOCNIAOBHICTb, fka Mae LWoHanmeHwe npubnusHo 80 %, LwoHanMeHLwwe
npmbnumaHo 85 %, woHavimeHwe npubnusHo 90 %, woHavimeHwe npubnusHo 95 %, woHarMeHLwe
npmbnmaHo 98 % abo woHanmeHwe npnbnnsHo 99 % iEeHTUYHICTb aMiHOKUCIIOTHOI NOCNIJOBHOCTI 3
oyab-akoto 3 SEQ ID NO: 141, 143, 152 i 153. Y geskux BapiaHTax 3[INCHEHHS, aHTWTINO, LWO
po3rnsagaeTbCcs, MICTUTb FerkMiM naHulor, Wo MICTUTb  aMIiHOKUCIIOTHY MOCNIAOBHICTb, sika
BiApi3HseTbCA Big Oyab-sikoi 3 SEQ ID NO: 141, 143, 152 i 153 Tinbku Ha ofgHy, ABi, TpU, YOTMPW,
N'ATb, WICTb, CiM, BiCiM, AeB'ATb abo AecATb amiHOKMCNOT. PaxiBLi B AaHil ranysi MOXyTb BU3HAYUTH,
AKi amiHOKMCNOTK y BapiabenbHin obnacTi nerkoro naduira MoxyTb 6yTn 3miHeHi. Hanpwuknag,
LUNSAXOM TMOPIBHAHHSA aMiHOKUCITOTHUX MOCIiAOBHOCTEN BapiabenbHMX obnacTen nerkoro nadutora
aHTUTIN 3 OAHaKOBOK cneundiyvHicTo, haxiBui B AaHi ranysi MOXYTb BU3HAYUTK, SKi aMiHOKUCIIOTU
MOXYTb OyTu 3MiHeHi 6e3 3MiHuM cneundiyHocTi. Ous. posgin "MNpuknagn" ANS NOPIBHAHHA
amiHokncnoTHux nocnigosHocten CDR intoctpaTuBHoro nerkoro nadutora aHtutina DC8ES. binbLue
TOr0, BU3HAYEHHS TOro, Y1 3MiHeHa cneundIiyHICTb, MOXHa NPOBOAUTM 3 BUKOPUCTAHHAM aHanisy
3B'A3yBaHHA aHTUreHa. Y [OesKkux BapiaHTax 34iIMCHEHHS, aHTUTINO, WO po3rnagacTbCd, MICTUTb
NErkMm NaHutor, Wo MIiCTUTb aMiHOKMCMOTHY MOCAIQOBHICTb, AK yka3aHo B Oyab-sikin 3 SEQ ID NO:
141, 143, 1521 153.

Y pesknx BapiaHTax 34iMCHEHHS, aHTUTINO, LLO PO3rNsgacTbCHd, MICTUTb BaXKKMA NaHUtor, WO
MiCTUTb aMIiHOKUCINOTHY MOCNIAOBHICTb, Ska Mae LWoHanmeHwe npubnusHo 80 %, LoHaMeHLle
npuébnusHo 85 %, woHanmeHwe npubnusHo 90 %, woHarkmMmeHwe npuonuaHo 95 %, WoHaMeHLwe
npunbnusHo 98 % abo woHanmeHLwwe npubnuaHo 99 % iAeHTUYHICTL aMiHOKMCNOTHOI NOCMiOBHOCTI 3
Oyab-akoto 3 SEQ ID NO: 138, 140, 147 i 148. Y peskunx BapiaHTax 34INCHEHHSl, aHTUTINO, LWO
po3rnNafaeTbCy, MICTUTb BaXKUA MNaHUKr, WO MICTUTb aMiHOKUCAOTHY MNOCMIQOBHICTb, £Ka
Bigpi3HAeTbCA Big 6yab-akoi 3 SEQ ID NO: 138, 140, 147 i 148 Tinbku Ha ogHy, OBi, TPU, YOTUPW,
n'aTb, WICTb, CiM, BiCiM, AeB'ATb abo AecATb aMiHOkMcnoT. PaxiBui B JaHIM ranysi MOXyTb BU3HAUNTMH,
AKi aMiHOKMCNOTM y BapiabernbHin obnacTi BaXKOro naHutra MoxyTb OyTu 3MmiHeHi. Hanpuknag,
LUNSAXOM MOPIBHAHHS aMiHOKMCIIOTHUX MOCHIZAOBHOCTEN BapiabenbHUX obnacTen BaKKOro nadutora
aHTUTIN 3 OAHaKOBOK CrneundivHiCTio, haxiBui B AaHiW ranysi MOXYTb BU3HAYUTK, SKi aMiHOKUCIIOTU
MOXYTb OyTn 3miHeHi 6e3 3miHM cneundpivHocTi. [mB., Hanpuknag, ¢ir. 3E i 25B ans nopiBHAHHSA
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amiHokmMcnoTHMX nocnigosHocTen CDR intocTpaTnBHoOro Baxkoro nadutora aHtutina DC8ES. binblie
TOro, BU3HAYEHHS TOrO, Y1 3MIHIOETBCS CneuudidHiCTb, MOXHa NPOBOAMTU 3 BUKOPUCTaHHAM aHanidy
3B'A3yBaHHA aHTUreHa. Y [Oesikmx BapiaHTax 34INCHEHHS, aHTUTINO, WO pPO3rnagacTbCd, MICTUTb
BaXXKMIA NaHLON, WO MICTUTb aMiHOKUCIOTHY MOCHIQOBHICTb, SIK yka3aHo B byab-skin 3 SEQ ID NO:
138, 140, 147 i 148.

Y pesiknx BapiaHTax 34IMCHEHHSA, aHTWUTINO, WO PO3rnsgaeTbCs, MICTUTb JIErKMI naHutor, Lo
MICTUTb aMiHOKUCITOTHY MOCRIAOBHICTb, SIK Yyka3aHo B SEQ ID NO: 141, i BaxkuiA naHuor, Wo MiCTUTb
aMiHOKMCNOTHY NOCMIQOBHICTb, SIK ykazaHo B SEQ ID NO: 138. Y geskux BapiaHTax 34iMCHEHHS,
aHTUTINO, WO PO3rNaAaeTbCs, MICTUTb NErKNA NaHUION, WO MICTUTb aMiHOKUCNOTHY MNOCNIAOBHICTb, SK
ykasaHo B SEQ ID NO: 141, i BaXkni naHutor, WO MIiCTUTb aMiHOKMCNOTHY NOCAIAOBHICTb, SK YKa3aHo
B SEQ ID NO: 140. Y gesiknx BapiaHTax 34iMCHEHHS, aHTUTINO, WO PO3rnsgaeTbesl, MiICTUTb NErkun
NaHuIor, WO MICTUTb aMiHOKUCNOTHY NOCNIAOBHICTb, SK ykazaHo B SEQ ID NO: 141, i Baxkmn naHutor,
WO MICTUTb aMiHOKUCIIOTHY MNOCNIAOBHICTb, AK ykaszaHo B SEQ ID NO: 147. Y pgeskux BapiaHTax
30JIMCHEHHS, aHTWUTINO, WO PO3rNA4aETbCA, MICTUTb NErkMm MaHuior, WO MICTUTb aMiHOKUCMOTHY
nocrnigoBHiCTb, Ak ykaszaHo B SEQ ID NO: 141, i Baxkuin naHutor, WO MICTUTb aMiHOKUCIOTHY
nocrnigoBHiCTb, AK ykaszaHo B SEQ ID NO: 148. Y pgesikux BapiaHTax 34iIMCHEHHS, aHTUTINO, LWO
pPO3rnsgaeTbCs, MICTUTb NErknin NaHuor, Wo MICTUTb aMiHOKMCIIOTHY MOCHIQOBHICTb, K yKasaHo B
SEQ ID NO: 143, i BaxXKuiA NaHLUor, WO MICTUTb aMiHOKMCIOTHY MOCNIAOBHICTb, sk ykasaHo B SEQ ID
NO: 138. Y pgesiknx BapiaHTax 30iMCHEHHS!, aHTUTINO, WO PO3rnsgaeTbCsl, MiCTUTb NErkMi NaHuUor, Wo
MICTUTb aMiHOKUCITOTHY MOCHNIAOBHICTb, SIK ykazaHo B SEQ ID NO: 143, i BaxKkuiA naHuor, WO MiCTUTb
aMiHOKMCNOTHY NOCMIQOBHICTb, SK yka3aHo B SEQ ID NO: 140. Y gesikux BapiaHTax 34iMCHEHHS,
aHTUTINO, WO PO3rNaAaeTbCA, MICTUTD NErKUIA NTAHLON, WO MICTUTb aMiHOKMCINOTHY MOCHIAOBHICTb, SK
ykasaHo B SEQ ID NO: 143, i BaXkmi naHutor, Wo MiCTUTb aMiHOKUCITOTHY NOCAIQOBHICTb, SIK yKa3aHo
B SEQ ID NO: 147. Y geakux BapiaHTax 34iMCHEHHS, aHTUTINO, WO PO3rNAgaeTbCs, MiICTUTb NErkuin
NaHUIor, WO MICTUTb aMiHOKUCMOTHY MOCNIAOBHICTb, SIK ykazaHo B SEQ ID NO: 143, i Baxkun naHutor,
WO MICTUTb aMiHOKMCNOTHY MOCMiAoBHICTb, Sk ykazaHo B SEQ ID NO: 148. Y peskux BapiaHTax
30INCHEHHS, aHTUTINO, WO pPO3rNAAETbCA, MICTUTb FErkMA MaHUor, WO MICTUTb aMiHOKUCIOTHY
nocnigoBHiCTb, Sk ykaszaHo B SEQ ID NO: 152, i Baxkui naHutor, Wwo MIiCTUTb aMiHOKUCIIOTHY
nocnigoBHicTb, sk ykaszaHo B SEQ ID NO: 138. Y peskux BapiaHTax 3A4iMCHEHHS!, aHTUTINO, WO
pO3rnsgaeTbCs, MICTUTb NErknin NaHuor, Wo MICTUTb aMiHOKMCIIOTHY MOCHIQOBHICTb, K yKasaHo B
SEQ ID NO: 152, i BaXKuiA naHLor, WO MICTUTb aMiHOKUCITOTHY MOCHNIAOBHICTb, SIK yka3aHo B SEQ ID
NO: 140. Y gesikux BapiaHTax 34INCHEHHS, aHTUTINO, WO PO3rnagaeTbCs, MICTUTL NErKMn NaHuor, Lo
MICTUTb aMiHOKUCITOTHY MOCNIAOBHICTb, SK yka3aHo B SEQ ID NO: 152, i Baxkuii naHuor, Lo MiCTUTb
aMiHOKMCNOTHY NOCMIOBHICTb, SK yka3aHo B SEQ ID NO: 147. Y geskux BapiaHTax 34iMCHEHHS,
aHTUTINO, WO POo3rNagacTbCA, MICTUTb JIErKUM NaHLUIor, WO MICTUTb aMiHOKUCIIOTHY NOCNIAOBHICTb, 9K
ykasaHo B SEQ ID NO: 152, i BaxkuiA naHUor, WO MICTUTb aMiHOKUCNOTHY NOCMIAOBHICTb, SIK YKa3aHo
B SEQ ID NO: 148. Y geakunx BapiaHTax 34iIACHEHHS!, aHTUTINO, WO pPO3rNagaeTbCs, MICTUTb MNErkun
naHuior, Wo MIiCTUTb aMiHOKUCMOTHY NOCNIAOBHICTb, Sk ykazaHo B SEQ ID NO: 153, i Baxkun naHutor,
WO MiCTUTb aMiHOKUCMOTHY MNOCMiAoBHICTb, Ak ykazaHo B SEQ ID NO: 138. Y peskux BapiaHTax
30INCHEHHS, aHTUTINO, WO pO3rNsafdaeTbCs, MICTUTb NErkMrh naHuior, Wwo MICTUTb aMiHOKUCIOTHY
nocnigoBHicTb, 9Kk ykaszaHo B SEQ ID NO: 153, i Baxkuii naHutor, WO MIiCTUTb aMiHOKUCIOTHY
nocnigoBHicTb, Ak ykazaHo B SEQ ID NO: 140. Y pgeskux BapiaHTax 30iIMCHEHHS, aHTWUTINO, LWO
po3rnNsafaeTbCs, MICTUTb NErknii naHuior, Wo MICTUTb aMiHOKUCIOTHY MOCNIAOBHICTb, K yKa3aHo B
SEQ ID NO: 153, i BaXKMI naHuor, Wo MiCTUTb aMiHOKUCIOTHY MOCHIAOBHICTb, SK YkazaHo B SEQ ID
NO: 147. Y gesikux BapiaHTax 34INCHEHHS, aHTUTINO, WO pO3rnsAAaeTbCs, MiCTUTb NEerkui NaHuor, Wo
MICTUTb aMiHOKUCITOTHY MOCNIQOBHICTb, AK yka3aHo B SEQ ID NO: 153, i Baxkuii naHuor, Wo MiCTUTb
aMiHOKMCNOTHY NOCNIAOBHICTb, K yka3aHo B SEQ ID NO: 148.

Y pesikux BapiaHTax 34IMCHEHHsl, aHTUTINO, WO POo3rnsgaeTbes, MICTUTL BapiabenbHy obnactb
nerkoro naHuora, Wo MIiCTUTb LWOHaNMeHLe OfHY, LWoHavMeHLwe aBi abo Tpu CDR, BuGpaHi 3 SEQ
ID NO: 117-119. B gesikux BapiaHTax 34ilCHEHHS, aHTUTINO, WO po3rNsaaeTbCs, MiCTUTL BapiabenbHy
obnacTb Ba)XXKOro faHutora, Lo MiCTUTb LLOHAaWMEHLUE OOHY, LWoHaMeHLwe ABi abo Tpu CDR, B1bpaHi
3 SEQ ID NO: 120-122. Takox nepeadayaloTbCcs BapiaHTh 34iNCHEHHS, B SIKMX Byab-sika 3 LUX TPbOX
CDR 3miHeHa, sik onucaHo B npuknagi 14. Y geskux BapiaHTax 34iMCHEHHS, LWOHaMeHLWe ofHa i3
3miHeHnx CDR B nerkomy naxutosi BubpaHa 3 SEQ ID NO: 247 ons CDR1, SEQ ID NO: 253 gns
CDR2 i byamb-akoi 3 SEQ ID NO: 255, 257, 258, 259 i 260 gns CDR3. Y pesikmx BapiaHTax
3[iNICHEHHS], WOHaNMeHLWwe ofHa i3 3amiHeHux CDR y BaxkkoMy naHutosi BubpaHa 3 SEQ ID NO: 261
abo SEQ ID NO: 262 ana CDR1, SEQ ID NO: 264 ato SEQ ID NO: 265 gna CDR2 i SEQ ID NO:
266, SEQ ID NO: 267 abo SEQ ID NO: 269 ana CDR3.

BicneundiyHe abo BipyHKUiOHaNbHE aHTUTINO ABNSE COOOI0 WTYYHE ribpnaHe aHTUTINO, ke Mae
ABi Pi3Hi Mapu BaKWW/MErkMm naHulor i OBi pisHMX LOiNsHKM 3B'a3yBaHHsA. bicneundiyHi aHTuTina
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MOXHa OAepXyBaTu pi3HMMK crnocobamu, BKMYawuuM 3nuTTa ribpnaom abo 3B'a3yBaHHA Fab'-
dparmenTiB. [ms., Hanpuknag, Songsivilai & Lachmann Clin. Exp. Immunol. 79: 315-321 (1990),
Kostelny et al. J. Immunol. 148:1547-1553 (1992). OgepxaHHs GicneuniyHMx aHTUTIN Moxe ByTn
BiAHOCHO TPYAOMICTKMM MPOLIECOM B MOPIBHSAHHI 3 OAEpP)KaHHAM 3aranbHONPUNHATUX aHTUTIN | BUXig i
Mipa 4ncTtoTn ansa GicneundiyHmMx aHTUTIN 3BMYaMHO € Binbll HM3bkuMKU. BicneuundidHi aHTUTING He
iCHyt0Tb Yy cbopMi cbparMeHTiB, WO MatoTb OOHY AiNSHKY 3B'A3yBaHHs (Hanpuknag, Fab, Fab'i Fv).

BuHaxig He cTocyeTbCsA aHTUTIN B NpUPOAHIiN dopmi, TOBGTO BOHM He B3ATI 3 iX NPUPOAHOro
OTOYEHHS, a BUAINEHI i ogepXaHi LWNSXOM OYULLEHHST 3 NPUPOOHUX SKepen abo ogepkaHi cnocobamu
reHeTu4Hol pekombiHauii abo XiMiYHOro CMHTe3y, i, TakuM YUHOM, BOHU MOXYTb MICTUTU HEMNPUPOAHI
aMmiHOKMCNOTU. TaknM YMHOM, ABaAUSTb 3aranbHONPUAHATUX aMIHOKMCHOT i iX CKOPOY€EHi MO3HAaYeHHS,
LLI0O BUKOPUCTOBYIOTb B pamkax BUHaxony, BiANOBiAal0Th 3aranbHOMPUAHATOMY BUMKOPUCTaHHIO. [uB.
Immunology-A Synthesis [2nd Edition, E.S. Golub and D.R. Gren, Eds., Sinauer Associates,
Sunderland, Mass. (1991)], ska BknoYeHa B AaHMN onuc Sk nocunaHHsA. Ctepeoisomepn (Hanpuknag,
D-amiHokucnotu, Nle, Nva, Cha, Orn, Hle, Chg, Hch abo Har) gBagustv 3aranbHONPUNHATMX
aMiHOKMCNOT, HEenpupOAHi amiHOKMCNOTW, Taki AK anbda, anbda-gmsamilieHi amiHokucnoTtu, N-
ankinamiHoKMCNoTW, MOJIoYHa KUCMOTa i iHWi HeTpaguuifHi amMiHOKMCIIOTU TaKoX MOXyTb OyTu
npuaaTHAMM KOMMOHEeHTaMu Ang noninenTuais 3a AaHuM BuHaxogoM. [puknaau HeTpaguuiiHmx
aMiHOKMCNOT  BKMoYalTb  (TOGTO  He  oBMeXylTbCA  HUMM):  4-TiOPOKCUMPOSiH, ramMmma-
kapbokcurnytamart, encunoH-N, N, N-TpumeTunniamH, encunoH-N-auetunniauH, O-cdocdocepuH, N-
auetuncepuH, N-opMIfIMETIOHIH, 3-MeTUnricTUanH, 5-rigpoKcunianH, curma-N-mMeTunapriHiH i iHwi
CXOXi aMiHOKMCIOTW i iIMIHOKMCNOTWU (Hanpuknag, 4-rigpokcMnponiH). Y Mno3HayeHHi noninenTuais,
BMKOPUCTOBYBAHOMY B OAHOMY OMWUCi, HampsMOK niBopyd sBnse coboto Hanpsamok o N-kiHug, i
HaNpsIMOK MpaBopydy siBNsie coboto HanpamMok Ao C-kiHUfA, 3rigHO 3i CTaHAAPTHUM BUKOPUCTAHHAM i
YMOBHMM MO3HAYEHHSAM.

AHanoriyHo, JaHun BMHaxig He CTOCYETbCS HYKNEOTMAHMX MNOCMiJOBHOCTEN B iX NMPUPOOHOMY
XPOMOCOMHOMY OTOYEHHi, TO6TO B MpupogHOMy cTaHi. lMocnigoBHOCTI 3a AaHuUM BMHaxXo4oM €
BUAINEHVMMM | ouMLleHMMM, TODTO iX 3pasku € ogepxaHumu, npsamo abo nocepenHbO, Hanpuknag
LLUNAXOM KOMiOBaHHS, MPUYOMY X HABKOSULLHE CepefoBuLLEe LWOHaNMeHLIEe YacTKOBO MoaudikoBaHe.
Takox nepenbavaloTbCs BUAINEHI HYKNEIHOBI KUCMNOTW, OAepXaHi 3a OO0MOMOrow pPekomMOGiHaHTHOI
reHeTMKK, 3a JOMOMOroL, Hanpuknaga, KniTMH-xassiHiB, abo ogepaHi XiMiMHUM CUHTE30M.

BigHocHO gaHoro onucy, "NpoueHTHa i4EHTMYHICTL" MK ABOMa MNOCNIAOBHOCTAMM HYKNETHOBUX
KMCNoT abo amiHOKMCMOT 03Havyae MPOLUEHT iAEHTUYHUX HyKneoTugis abo aMiHOKMCNOTHUX 3anuLLKIB
MK OBOMa NOCNIAOBHOCTAMM, WO MiANSAralTb MOPIBHAHHIO, OAepXaHUMU nicna OnTMMaribHOro
BUPIBHIOBAHHSA, Llen NPOLEHT € BUKIMIOYHO CTaTUCTUYHUM i BiAMIHHOCTI MK ABOMa NOCNiAOBHOCTAMM
PO3MNOAINEeHi BUNagkoBUM YMHOM B340BX 1X JOBXUHU. [MOPIBHAHHS ABOX MOCNIAOBHOCTEN HYKNEIHOBMX
Kncnot abo  amiHOKUCIIOTHMX MOCMIQOBHOCTEN TPaauUiiHO NpPOBOAATb  LUNSXOM  MOPIBHAHHSA
nocnigoBHOCTEN MIiCNSA iX ONTUMANbHOTO BUPIBHIOBAHHSA, MPUYOMY BKasaHe MOPIBHSAHHSA MOXMIMBO
NpOBOAUTU MO CEerMeHTy abo 3 BMKOpPUCTaHHAM "BikHa BMpiBHIOBaHHA". ONTMManbHe BUPIBHIOBAHHSA
nocrnigoBHOCTEN ANs MOPIBHSAHHA MOXHA MPOBOAUTWU, Ha AOMNOBHEHHS OO0 MOPIBHAHHA BPY4YHY, 3a
JOMoMOoroto anroputmy nokansHoi romonorii Smith and Waterman (1981) [Ad. App. Math. 2:482], 3a
gonomoroto anroputMy nokansHoi romonorii Neddleman and Wunsch (1970) [J. Mol. Biol. 48:443], 3a
Jonomorot cnocoby nowyky cxoxocTi Pearson and Lipman (1988) [Proc. Natl. Acad. Sci. USA,
85:2444] abo 3a [ONOMOroK KOMM'HOTEPHOrO NPOrpamHoro 3abesnedeHHs! 3 BUKOPUCTAHHAM LINX
anroputmiB (GAP, BESTFIT, FASTA i TFASTA B Wisconsin Genetics Software Package, Genetics
Computer Group, 575 Science Dr., Madison, WI, abo 3a gonomorot nporpamHoro 3abeaneyeHHs ang
nopisHaHHA BLAST NR a6o BLAST P).

MpOUEHTHY IOEHTWMYHICTL MK [BOMA  MOCMIJOBHOCTSAMWU  HYKMEiHOBUX  kucnoT  abo
aMiHOKMCNOTHMMUW NOCHIAOBHOCTAMUN BU3HAYAKOTh LUIISIXOM MOPIBHAHHA ABOX ONTUMAarnbHO BUPIBHSAHMX
nocnigoBHOCTEN, e MOCHIAOBHICTb HYKMEIHOBOI KMCNOTU abo amiHOKMCMOTHA MOCHiOOBHICTb, L0
nignsrae NopiBHSAHHIO, MOXe MaTW BCTaBKM abo Aeneuii B NOPIBHSAHHI 3 eTanoHHOK MOCiA0BHICTHO
ONd  ONTUManbHOrO BUPIBHIOBAHHA MK [BOMa MNOCMiAOBHOCTAMU. [IpOLEHTHY iOEeHTUYHICTb
0BYMCHIOITL LUMSIXOM BU3HAYEHHS KINbKOCTI MOMOXeEeHb, B SIKMX HykneoTun abo amiHOKUCIOTHWN
3aNUWLIOK  iAEHTUYHMIA MK OBOMa NOCNIAOBHOCTAMM, Hanpuknag Mk gBoMa  MNOBHUMM
NocrnigoBHOCTAMM, AINEHHS KiNbKOCTi IAEHTUYHUX NOSIOXEHb Ha 3aranbHy KiNbKiCTb NOMOXEHb Y BiKHI
BMPIBHIOBaHHS i MHOXeHHS pe3ynbTaty Ha 100 3 ogep)KaHHAM MPOLEHTHOI iAEHTUYHOCTI MiXX ABOMa
MOCNiAOBHOCTAMM.

Hanpuknag, moxHa BukopuctoByBaTu nporpamy BLAST, "BLAST 2 sequence” [Tatusova et al.,
"Blast 2 sequence - a new tool for comparing protein and nucleotide sequences”, FEMS Microbiol.,
1999, Lett. 174:247-250], poctynHy Ha cauti http://www.ncbi.nim.nih.gov/gorf/bl2.html, 3
napameTpaMy 3a YMOBYaHHAM (30Kkpema Ans napameTpiB "wTpad 3a BHECEHHs nponycky": 5, i
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"wrpad 3a nNpoaoBXeHHs nponycky": 2; BubpaHa maTpuua aBnge cobolo Hanpuknag maTpuLiio
"BLOSUM 62", nponoHoBaHy Mnporpamoro); MpOLEHTHY iOEHTUYHICTb MiX ABOMa MOCNILOBHOCTAMMU
ONS NOPIBHAHHS 0GYUCITIOTL NPSAMO 3a JOMOMOTOK Nporpamu.

[na amiHOKMCNOTHOI NocnigoBHOCTI, WO BusiBnisie woHanmeHwe 80 %, Hanpuknag 85 %, 90 %,
95 % i 98 %, iOEHTMYHICTb 3 eTanoHHOK aMiHOKWUCIOTHOK MOCHIOOBHICTIO, MepeBaHi Mpuknagu
BKMNIOYaloTb MOCAIAOBHOCTI, WO MICTATb eTafioHHY MOCMigO0BHICTb, NeBHI Moaudikauil, 3okpema
Aenedito, BCTaBky abo 3amiHy LOHaMeHLe OOHiel aMiHOKMCIIOTK, YKOPOYEeHHST abo NoaoBXeHHs. Y
BUMAAKY 3aMiHM ogHiei abo gekinbKox NocnigoBHO po3TalloBaHMX abo He MOCNIAOBHO po3TalloBaHUX
aMiHOKMCNOT, NEepPeBaXXHMMWN € 3aMiHW, B SIKMX 3aMilLleHi aMiHOKMCNOTU 3aMiHeHi "ekBiBaneHTHUMn"
amiHokucnotamu. Y pJaHoMy Onuci, Bupas "ekBiBaneHTHi amiHOKUCNOTW" BKadye Ha OyAb-SKi
aMiHOKMCNOTK, WO WMOBIPHO 3aMiHIOTb OAHY 3i CTPYKTYPHUX aMiHOKMCAOT, ogHak 6e3 moaudikauii
GionoriyHOI aKTMBHOCTI BiANOBIOHNX @HTUTIN | KOHKPETHUX NPUKNAAIB, BU3HAYEHUX HIKYE.

EkBiBaneHTHi aMiHOKMCNOTM MOXHa Bu3Ha4yaTM abo no X CTPYKTYpHiN romororii 3
aMmiHOKMCNoTaMn, SKi BOHM 3aMiHIOOTb, ab0 Ha OCHOBI pe3ynbTaTiB MNOPIBHAMNBHUX AOCHiAXEHb
OionoriyHoi  aKTMBHOCTI MK  Pi3HUMW  aHTUTINaMK, siki, WMOBIpHO, OyayTb ogepxkaHi. Ak
HeobMeXyBanbHUA Mpuknag, B Tabnuui HwxYe ysaranbHEHO NpeAcTaBfieHi MOXIMBI 3aMiHW, siKi,
MMOBIpHO, ©OyayTb 3aificHeHi 6e3 3HayHOi Moaudikauii 6ionoriMHOI  akTMBHOCTI  BiANOBIQHOMO
MOANMIKOBAHOIO aHTUTINA; 3BOPOTHI 3aMiHK, NPUPOAHO, € MOXITMBMMU B TUX XE€ YMOBaX.

OpuriHanbHWIA 3anNnLWOK 3amiHa(n)
Ala (A) Val, Gly, Pro
Arg (R) Lys, His
Asn (N) GlIn

Asp (D) Glu

Cys (C) Ser

GIn (Q) Asn

Glu (E) Asp

Gly (G) Ala

His(H) Arg

lle (1) Leu

Leu (L) lle, Val, Met
Lys (K) Arg

Met (M) Leu

Phe (F) Tyr

Pro (P) Ala

Ser(S) Thr, Cys
Thr (T) Ser

Trp (W) Tyr

Tyr (Y) Phe, Trp
Val (V) Leu, Ala

BuHaxig ctocyeTbCcsa aHTUTING, MPOAYKOBAHOIO KIMITUHHOK NiHIEK ribpuaomMmn MuLi, AENOHOBAHO
B American Type Culture Collection (ATCC, 10801 University Blvd, Manassas, VA, USA) 13 nunnga
2011 poky, 3 no3HavyeHHAM 3anateHToBaHoro geno3nty ATCC PTA-11994 (odopmneHoro 29 nunHs
2011 poky), ik onmcaHo B npuknagax 1-2. [Hwi npyaaTtHi aHTUTIiNa MOXyTb NPOAYKYBATUCS KNITUHHOIO
niHiel0, 3MilLaHOK KNITUHHOK MNiHiE, IMMOpPTani3oBaHOK KNiTUHOK abo KMOoHanbHOK MOonynsuieto
iMMopTanisoBaHUX KMiTWH, K BiQOMO B AaHin ranysi. Aus., Hanpuknag, Ausubel et al. (Ed.), Current
Protocols in Molecular Biology (John Wiley & Sons, Inc., New York, NY (1987-2001)); Sambrook et
al., Molecular Cloning: A Laboratory Manual, 2nd Edition (Cold Spring Harbor, N.Y. (1989)): i
Sambrook et al.,, Molecular Cloning-A Laboratory Manual (3rd Ed.), Vol. 1-3, Cold Spring Harbor
Laboratory, Cold Spring Harbor, N.Y., 2000 (B cykynHocTi, "Sambrook"); Harlow and Lane, Antibodies,
A Laboratory Manual (Cold Spring Harbor, N.Y. (1989)); Colligan, et al. (Eds.), Current Protocols in
Immunology (John Wiley & Sons, Inc., N.Y. (1994-2001)); Colligan et al., Current Protocols in Protein
Science (John Wiley & Sons, NY, N.Y. (1997-2001)), KOXXHa 3 siKMx NOBHICTIO BKIMOYEHA B AaHUIA ONUC
SK NOCUNAHHS.

Y ogHOMY MigxoAdi ANSA ofepXKaHHA aHTUTIN, nependadvyBaHNX BUHAX040M, OOEpPXYHOTb riopuaomy
LIASAXOM 3NUTTS NPUAATHOI iIMMOPTani3oBaHOI KNITMHHOI MiHil (Hanpuknag, MIENOMHOI KITITUHHOI NiHii)
3 Oyab-AKOH 3 PIi3HUX MNPOAYKYHUMX aHTUTINO KNiTWH. [pupaTHi iMMOpTanisoBaHi KNiTWUHHI MiHiT
BKITIOYAIOThb, ane He obMexXyTbea HUMK, Sp2/0, Sp2/0-AG14, P3/NS1/Ag4-1, NSO, P3 x 63Ag8.653,
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MCP-11, S-194, retepomienomu, iX NpoAyKTM 3nuTTs abo 6yab-AKy KniTMHY abo 3nuTy KMNiTUHY, WO
noxoauTb 3 Hux, abo 6yab-AKy iHWY npuaatHy KAITUHHY fiHilo, BidOMy B AaHin ranysi i/abo
KOMepUinHO gocTynHy ans uiei metun (Hanpuknag ATCC). MNpugaTHi NpogyKytoYi aHTUTINO KNiTUHK
BKIMOYa0Tb, ane He obMeXyTbCs HAMW, BUAINEHI abo KIOHOBaHI KITiTUHM cenesiHku, nepndepuyHoi
KpoBi, nimdn, muraanenodibHoi 3ano3m abo iHWi iIMyHHI KNiTUHKM abo KMiTUHW, WO MICTATb B-KniTuHM,
abo 6yab-siKi iHWI KNiTUHW, eKcrnpecytodi KOHCTaHTHI abo BapiabenbHi, abo kapKacHi MocnigoBHOCTI,
abo nocnigosHocTti CDR Baxkoro abo nerkoro naHutora, abo sik eHaoreHHy, abo sk reTepornoriyHy
HYKMNEIHOBY KUCIOTY, K pekombiHaHTHy abo eHOoreHHy, BipyCHy, GakTepianbHy, WO nNoxoautb 3
BOJOPOCTEN, MPOKAPIOTUYHY, LLO NOXOAUTb i3 3€MHOBOAHUX, KOMaX, NrasyHis, pub, ccaBLUiB, TBapuH
ciMencTBa rpuayHis, TBapuH CiMENCTBaA KiHCbKUX, TBapuH CiMEWCTBa OBelpb, Ki3, OBelb, NpumarTis,
eykapiotuyHy, reHomHy OHK, kOHK, pOHK, mitoxoHgpianeHy OHK abo PHK, xnoponnactHy JHK abo
PHK, raPHK, MPHK, TPHK, Wo € ogHONaHUIXKOBUMM, OBONAHLIOXKKOBMMIN ab0 TPUMaHLOKKOBUMNU,
ribpmamsoBaHumMu, i T. N. abo Gyab-akoi ix kombiHauii. Oue., Hanpuknag, Ausubel, Buie, i Colligan,
Immunology, Buwe, Chapter 2, NOBHICTIO BKMOYEHI B JaHWUIA OMUC SIK MOCUNAHHS.

IHWI nigxoam ons NpoayKuii aHTUTIN, 3rigHO 3 Pi3HMMM BapiaHTaMu 34iICHEHHS, ONUCaHNMU BULLE,
BKIMOYaKTb, ane He 0OMeXyrTbCA HUMM, CNocobu, sKi 34INCHIOTL BiAGip PEKOMOIHAHTHUX aHTUTIN 3
bibniotek nentmaiB abo Ginkis, BkNo4atoun Gidniotekn, komepuinHo gocTynHi Big Cambridge antibody
Technologies, Cambridgeshire, UK; MorphoSys, Martinsreid/Planegg, Del.; Biovation, Aberdeen,
Scotland, UK; Biolnvent, Lund, Sweden; Dyax Corp., Enzon, Affymax/Biosite; Xoma, Berkeley, Calif.;
Ixsys; Applied Molecular Evolution; i T. n.; cnocobu, siki OCHOBaHi Ha iMyHi3aLii TpPaHCTEHHUX TBapWH,
Wo 34aTHi npogykyBaTu BubupaHi Habopu aHTUTIN MAMHW (9K NpaBwuno, Ui MuWi MIiCTATb
LWOHaNMeHLWe OAWH TpaHcreH, wo mictuTe AHK 3 woHanmeHwe OAHOro nokycy iMyHOrnobyniHis
MNIOAVHKY, SKMM OYHKLIOHANbHO peapaHXoBaHWi abo dkuin mMoxe nigaaBatuca yHKLiOHANbHOMY
peapaHXyBaHHIO; eHAOreHHi JIOKyCH iMyHOrnobyniHiB y TakMx Mulien MOXyTb ByTu 3pynHoBaHi abo
BMAaneHi Ans yCyHeHHs 30aTHOCTI TBapuMHW NPOAYKYBaTU aHTUTING, WO KOAYHTbCA €HOOrEeHHUMMU
reHamm); crnocobu cenekuii, BKMoYawyn puboCOMHUIA AWUCMNEN, TEXHOMOTiI NMPOAYKYBaHHSA aHTUTIN
OOVHWYHUMW KNiTUHaMKU (Hanpwknag, cnocid cenekuii aHTuTin nimdgoumntie ("SLAM")) i B-KniTUHHY
CenekKuito; cy0TpaKkTUBHY iMYHi3aLito 3 BUKOPUCTaAHHAM 06pobku Lmkrnodocdamigom; a Takox Oyab-siki
iHWi cnocobu, 3aranbHOBIAOMI B AaHiN ranysi, BKMAOYaw4M, ane He obmexyuncb HUMK, cnocobn,
onucaHi B onybnikoeaHin 3asieui CLUA Ne 2005/0142609, sika NOBHICTIO BKIOYEHA K MOCUITAHHS.

Y [esiknx BapiaHTax 304iMCHEHHS, aHTUTINa sBNSAOTb COOOK ONTMMI30BaHi MOBHOPO3MIpHI
aHTWTINa, XxMMepHi abo rymaHisoBaHi, Aki MOXHa ogepxyBaTu Oyab-Akum abo kombiHauieo BigoMmx
cnocobiB, SIK ykaszaHO i NpoiniCcTpoBaHO, Hanpwuknag, B posginax 3, 4 i 5 "Business Insights,
Preclinical Development of Monoclonal Antibodies and Related Biologicals-Emerging technologies
and new therapeutic candidates, James Shirvill, 2010", NOBHWUI 3MICT AKOT BKMIOYEHWUIA SIK NOCUITAHHS,
Takux sK: nepecagka CDR, Taka sk TexHonoria SLAM UBC, TtexHonoria SMART PDL,
cyneprymasisauisa Arana Therapeutics pic, KOpekTyBaHHS KapkacHUX obracTten, cnocobu oaepkaHHs
cknageHux aHTuTin nioguHu, nnatgopma ATLAb BioAtla LLC, texHonoria Humaneering, kepoBaHi
MyTauinHoto nidieto (MLG) ctparerii, cTpaTerii geimyHisadii, ctpaTerii Humanation, iHxxeHepis aHTuUTIN
noguHn (Hanpuknag TexHonorias HE XOMA), FcX, cuctema LEX Biolex Therapeutics Inc (Pittsboro,
NC, CLWA), nigxogn Potelligent (Hanpuknag BioWa), TtexHonoria Complegent, BestMADb,
ImmunoBody, EB66, Synageva Expression Platforms, Xencor Inc. XmAb, aHTuTina 3 mogudikosaHuUm
uykpom (Hanpuknag, Seattle Genetics Inc (Bothell, WA, CLUA)), antutina "Wox" (3 okucneHum
TpuntodaHom) (Hanpuknag InNexus Biotechnology Inc (Vancouver, BC, KaHaga)) i T. n. B geskux
BapiaHTax 34iCHEHHS, aHTUTINa sBMAKTb COOOK MOBHICTIO MIOACBHKI MOHOKMOHAMbHI aHTUTINa i iX
MOXHa ofepXXyBaTu 3a OOMOMOrok ofHiei abo kombiHaLuil TexHOMNoriYHMX nNnaTtdopm, SK yKa3aHo i
NpoinCcTpoBaHo, Hanpuknagd, B po3dini 4 "Business Insights, Preclinical Development of Monoclonal
Antibodies and Related Biologicals-Emerging technologies and new therapeutic candidates, James
Shirvill, 2010", i Bkntovatouun, ane He obMexyunck HUMK: charosun gucnnen (Hanpuknag PDL, Dyax
Corp; Cambridge, MA, CLUA); ckpuHiHr aHTUTIN Ha ocHoBi monekyn (MBAS) (Hanpuknag Affitech A/S,
onucaHun, Hanpuknag, B EP 0547201 i US 6730483); nnatcdopMu KAITUHHOI cenekuii aHTuTin
(CBAS); kombiHaTopHi 6ionioTtekn anTutin nioguum (HUCAL; Hanpuknag MorphoSys AG); nnatdopmu
MAbstract (Hanpuknag Crucell NV), Bkntodatoum nnatgopmm 3 kniTuHHOW niHielo PER.C6;
nnatgopmn  Adimab; XenoMouse; nnatcdopmmn UlItiMAb; nnatdopmn SEBVI; nnatdopmu
Veloclmmune, nnatgopmm Open Monoclonal Technology, nnatdpopmu Xenerex; nnatgopmu Cloning
the Human Response (Hanpuknag |IQ Therapeutics) i "Instant Immunity Antibodies"; nnatdopmu
Viventia (Hanpuknag Fusogenics, UnLock, ImmunoMine); nnatdopmu "Natural Human Antibodies"
(Hanpuknag OncoMab, Patrys, Acceptys); MablgX (Hanpuknag Kenta Biotech); nnatgopmu Reverse
Translational Medicine (Hanpuknag Neuimmune Therapeutics); I-STAR (Hanpuknag Theraclone
Sciences); CellSpot (Hanpuknag Trellis Bioscience); iBioLaunch (Hanpuknag iBio Inc.) i 1. n.
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Y pesikux BapiaHTax 34iMCHEHHS!, aHTUTINa MOAMMIKOBaHI LLMSXOM 3B'i3yBaHHS X 3 aHTUTINamu,
IO HE € areHTamu, 3 BUKOPUCTaHHAM OfHiei abo AeKinbkoxX TEXHONOriYHMX nnatdopmM i cnocobis, sk
onucaHo B po3aini 5 "Business Insights, Preclinical Development of Monoclonal Antibodies and
Related Biologicals-Emerging technologies and new therapeutic candidates, James Shirvill, 2010",
BKIOYaK4M: KOH'loraT aHTuTIno-nikapcebknn 3acio (Hanpuknag ADC, Seattle Genetics); HanpaBneHe
HaBaHTaxeHHA aHTuTin (TAP; Immunogen Inc.); Probody (Hanpuknag CytomX Therapeutics);
MacKyBaHHSA aHTWUTIN (Hanpuknag, BioTransformations); HanpaBneHy doToanHamiuHy Tepanito
(Hanpuknag PhotoBiotics); AlbudAb (Hanpuknag GSK); hyFc (Hanpuknag Genexine); niraHgHi nacTkm
(Hanpuknag BiolLogix); CovX-Body (Hanpuknag CovX); avHamiyHe 3wuBaHHA (Hanpuknag InNexus
Biotechnology); TexHonorito LEC (Hanpuknag Pivotal Biosciences, Morphotek) i T. n.

Y peaknx BapiaHTax 34iNCHeHHs, aHTuTino abo koaytodi woro kAHK moxHa popaTkoBO
mMoaudpikyBaTh. Takmm YMHOM, B HaCTYNHOMY BapiaHTi 3AIMCHEHHS, BMHAXi4 CTOCYETbCHA CMnocobis
OfiepXaHHA aHTUTIMN, 3rigHO 3 Pi3HUMK BapiaHTaMu 34IMCHEHHs, Ae Cnocobwu BkoYalTb Byab-AKy
ctagito(i) ogepxaHHA XMMEPHOro aHTUTINa, ryMaHi3oBaHoOro aHTuTina abo aHanora 6yab-sKoro 3 HuX.
Y gesikmx BapiaHTax 34iMCHEHHS, oepXKaHHS XMMEPHUX aHTUTIN € TaknM, 9K ONUcaHo B MiXKHapOOHin
3asaBui WO 89/09622. Cnocobn ogep)kaHHS ryMaHi30BaHUX aHTUTIN ONMCaHi, Hanpuknag, B NaTeHTi
CLLA Ne 6548640 abo nateHTi KaHagu Ne 1340879 (nepecagka CDR).

Kpim uboro, MoxHa 4ogaTkoBO MoaMdikyBaTh aHTUTINO abo koaytouy noro kAHK. Takum unHoMm, B
HaCTyrMHOMY BapiaHTi 3[iNCHEHHS, BMHaXxif CTOCYeTbCst CNocobiB, ki BKNoYaoTb Oyab-sky ctagito(i)
OLEpXXaHHS OOHONAaHLIKXKKOBOro aHTuTina, Fab-gparmeHTa, 6GicneuudiyHoro aHTuTIng, 3nMTOro
aHTUTINAa, MiYeHoro aHTuTina abo aHanora OyAb-SIKOro 3 HUX. FAK PO3rMNsiHYTO BMLE, aHTUTINO 3a
BMHAxX040M MOXeE iCHyBaTK B Pi3HUX hopmax, KpiM MOBHUX aHTUTIN, BKIOYatoumn, Hanpuknag, Fv, Fab i
F(ab)z2, a Takox y BUrnagi oguHM4HUX nauutorie. [Ane. Hanpuknag mixkHapoaHy 3assky WO 88/09344.
Binbwe Ttoro, daxiBulo B AaHin ranysi gobpe Bigomi AiaHTuTina i 3B'a3yBanbHi Momnekynu 3 V-
nogidbHMm gomeHom; auB., Hanpuknag, nateHT CLLUA Ne 7166697.

Y pesikmx BapiaHTax 34ilcHeHHs, aHTuTina (Hanpuknag DCB8ES8) mogudikoBaHi i cnyxaTb §K
OCHOBa [Ansl OJEPXaHHs 3B'A3yBaNbHUX MOMEKyn 3 ofHielo abo pgekinbkoma BMacTMBOCTAMM
3B'A3yBaHHA aHTUreHa, onMcaHuMmn ansa aHtutina DC8ES. Lli 3B'dA3yBarnbHi 6inku MoxHa oaepxxyBaTu
ogHMM abo gekinbkoma cnocobamu, HaBedeHMMM | MPOINKCTPOBAHMMK, Hamnpuknag, B po3gini 6
"Business Insights, Preclinical Development of Monoclonal Antibodies and Related Biologicals-
Emerging technologies and new therapeutic candidates, James Shirvill, 2010", Bkntovatoun: Fab,
TetraMAB (Hanpuknag Galileo Oncologics); scFv; Immuna (Hanpuknag ESBA Tech AG); [scFv]z,
BKITIOYalO4M 3B'A3yBanbHi MONeKynu, gKi 3B'a3ytoTb ByAb-AKi ABa 3 YOTUPLOX TepaneBTUYHMX eniTonis
DCB8ES; BIiTE (Affitech, Micromet AG); Avibody (Hanpuknag Avipep Pty); TandAb (Hanpuknag Affimed
Therapeutics); Flexibody (Hanpuknag Affirmed); V-NAR (Hanpuknag AdAlta); Nanobody (Ablynx NV);
OoMeHHi aHTuTina (Hanpuknag Diversys Ltd. GSK, nateHt CLUA Ne 6248516 i EP 0368684);
retepononimep (Hanpuknag Elusys Therapeutics Inc.); Unibody (Hanpuknag GenMab AS); aHTuTina i3
3amiHoo gomeHiB (Hanpuknag Calmune Corporation, Science. 2003 Jun 27; 300(5628):2065-71);
iMyHOnpenapaTtu Ha OCHOBI MoAynbHOro 6Ginka 3 manum po3MipoM Monekyn (SMIP) i monekynu
SCORPION (Hanpuknag Trubion Pharmaceuticals); iMyHornobyniH 3 noaeiiHUM BapiabenbHUM
aomeHom DVD-Ig (Abbott Laboratories) i 1. n.

AHTUTINA 3a gaHMM BUHaxogoM abo ix BigNoBigHWIA NnaHutor(1) iMyHornobyniHy MoxHa 4o4aTKOBO
MoaudpikyBaTh 3 BUKOPUCTAHHAM 3aranbHONPUAHATMX CcNocobiB, BiGOMUX B AaHiv ranysi, Hanpuknag 3
BUKOPUCTaHHAM Aeneduii(in), iHcepuii(in), 3amiHn (3amiH), BCTaBku (BCTaBokK) i/abo pekombiHauii(in),
i/abo Byab-sKoi iHWOI mMoamdikauii(in) amiHOKUCNOT, BiAOMOI B AaHii ranysi, abo okpemo, abo B
kombiHauii. Ows., Hanpuknag, po3gin "MNpuknagu", HagaHun Huxye. Cnocobw BHECEHHS TaKux
Moaudikaui B nocnigosHicte [OHK, W0 nexmnte B OCHOBI aMiHOKMCMOTHOI NOCMIJOBHOCTI NaHutora
imyHornobyniHy, Bigomi caxiBulo B AaHii ranysi. Ous., Hanpuknag, Sambrook (Buwe) i Ausubel
(BuLe).

Mogaudikauii aHTUTINA 3a BUHaxoAOM BKMOYalOTb XiMiYHe i/abo dhepMeHTaTMBHE NepeTBOPEHHS
ofHiei abo Aekinbkox amMiHOKUCIOT, WO MOro CknaaaroTb, BKNYaun mogudikadii 6i4HOro naHutora,
Moaudikauii ocHoBHoro nadutora i N- i C-kiHueBi moaudikauii, Wo BKMAOYaTbL aueTUNoBaHHS,
ripPOKCUMIOBAHHS, METUMYBaHHS, aMigyBaHHs i MpUeOHAHHA abo BuAaneHHst ByrneBogHux abo
niNigHWUX 4acTuH, KodakTopiB i T. M. AHaANOr4YHO, OaHUW BWHAXig OXOMNIE OAEPXKAHHSA XUMEPHUX
OinkiB, Aki MiCTATb onucaHe aHTUTINO abo noro geskni pparmeHT Ha N-KiHUi, 3NUTi 3 reTeposoriyHow
MOJEKYFO, TaKOK SIK iIMyHOCTUMYMOYMIA firaHa Ha C-kiHui. [uB., Hanpuknag, MbkKHapOAHy 3asiBKy
WO 00/30680 gnsi BignoBigHWX TEXHIYHUX OeTanen, BKMOYEHY B OaHWUA OMNUC SIK MOCUMaHHA B
noBHoMy obcs3i.

Y opHOMy BapiaHTi 3[iACHEHHS, BMHaXig CTOCYETbCA CMNOCOOYy ofepaHHA aHTuTina abo moro
3B'A3yBaribHOro oparmeHTa, abo ix naHutora(is) iMyHoOrnobyniHy, mpMyomy crnocid BkOYae:
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(a) KynbTUBYBaAHHS KIITUHK, K ONUCAHO BULLE; i

(b) BuMAaineHHs BkasaHoro aHTUTINa abo 3B'd3yBanbHOro dparmeHta, abo ix naHutora(ie)
iMyHOrno6yrniHy 3 KynbTypu.

Y [peskux BapiaHTax 34iACHEHHS, BUAINEHHS BKMOYAE KOHTaKTyBaHHA 3paska, WO MIiCTUTb
aHTWTINO, 3 OOHMM 3 NenTugis, NnepeadadyBaHUX BUHAX0A0M, 3 SKMMM 3B'A3YETLCS aHTUTINO.

TpaHcopmoBaHMX XassiHiB MOXHa BMpoLLlyBaTU B depMeHTepax i KynbTuByBaTW, 3rigHO 3i
cnocobamu, BiZOMMMU B AaHin ranysi, Ans JOCSATHEHHSA ONTUMAarnbHOIo PocTy KniTuH. Micna ekcnpecii
uini aHTuTina, iXx AMMepwW, OKpeMmi ferki i Baxkki naHuorn abo iHwi dopmu iMyHOrnobyniHiB 3a gaHuM
BMHAxXo4OM MOXHa ouulaTi, 3rigHO 3i CTaH4apTHUMKW B AaHin ranysi MeTogukamu, BKo4Yarum
npeumnitadito 3 cynbatoM amoHio, adiHHI KOMOHKKW, KOMOHKOBY Xpomarorpadito, renb-
enekTpocphopes i T. n.; gue., Scopes, "Protein Purification", Springer Verlag, N.Y. (1982). lNMoTim
aHTUTIiNO abo Moro BIANOBIAHMI NaHulor(M) iMyHOrnobyniHy MOXHa BUAINATW 3 cepefosulla Ans
POCTY, KMITUHHMX Ni3aTiB abo KNiTMHHUX MeMbpaHHWX dpakuin. BugineHHs i ounlieHHs, Hanpuknag
pPeKoMBiHAHTHO  eKCrnpecoBaHMX aHTUTIN  abo naHuriB  iMyHOrnobyniHis, nepeadavyBaHmX
BMHaX040M, MOXHa MPOBOAMTU OyAb-SKUMWU 3aranbHOMPUAHATMK cnocobamu, Hanpuknag, Takumu
K npenapaTtuMBHe XpomartorpadiuHe po3difeHHs i iIMyHOMoriyHe po3gineHHs, ModibHi Tum, LWo
BKITIOYAOTb BUKOPUCTAHHS MOHOKIOHanNbHUX abo MOMiKNOHaNbHMX aHTUTIM, HanpaBneHUX MNpoTu
KOHCTaHTHOI obnacTi aHTUTINa 3a BUHaxO40M.

Ona dapmakonoriyHmx 3acTtocyBaHb MNEPEBaXXHMMW € MO CYTi YUCTI iMyHOrnoGyniHnm 3
FOMOFEHHICTIO LoHaMeHLWwe npubnumaHo 90-95 %, i HanbinbL NepeBaXXHOK € rOMOreHHicTb 98-99 %
abo Oinbwe. Tllicna ouuweHHs, 4YacTkoBo abo Ao 6GaxaHOoi FOMOreHHOCTi, aHTUTINa MOXHa
BMKOPMCTOBYBaTWN TepaneBTUYHO (B TOMY YMCIi eKcTpakopnopanbHo) abo B po3pobui abo BUKOHaAHHI
MEeTOAMK aHarnisy.

BuHaxig TakoX CTOCYETbCA aHTWUTIN, 3B'A3aHMX 3 iHWMMKW YacTMHaAMXM ANA Takux Uinen, sk
HauinioBaHHA nikapcbkoro 3acoby i 3acTocyBaHHA AN Bidyanisauii. Take npuegHaHHS MOXHa
NPOBOAMTM XiMIYHO MiCNs eKcnpecii aHTuTiNa 4o AiNAHKM NpUeaHaHHs, abo 3B'A3aHWIA NPOAYKT MOXHa
BbygoByBaTM cnocobamu iHXeHepii B aHTUTINO 3a BMHaxogoMm Ha pieHi OHK. TMotim [OHK
EeKCMNPEeCYTbCa Yy NpuAaTHIA cUCTEMi xassiHa, i ekcnpecoBaHi binku 3a HeobXigHOCTI 3bupatoTh i
peHaTypyloTb.

HaHun BuHaxig TakoX BKMYae crnocid ofepkaHHS KIiTWH, 34aTHMX eKCnpecyBaTy aHTUTINO 3a
BMHaxogom abo Moro BigMOBiOHWWA naHutor(M) iMyHOrnmobyniHy, skui BknoYae mMoaudikaLito
cnocobamm TreHHOI iHXeHepil KNiTUH noniHykneoTMaoM abo BEKTOpoM 3a BuHaxogoM. KnituHw,
OfEepXyBaHi crnocobom 3a BMHAXOOOM, MOXHA BMKOPUCTOBYBATW, HaMNpuknag, AN AOCNimXKEeHHS
B3aeMOZil aHTUTINa 3a BUHAXo040M 3 MOro aHTUrEHOM.

BuHaxig Takox CTOCYeTbCA MPOAYKYOUUX aHTUTING KNiTUHHUX MiHIN | PEKOMBIHAHTHUX KIITUH SK
pXxepena aHTutin, nepepbadvyBaHVWX AaHUM BuHaxogom. [daHum BuHaxig, KpiM TOro, CTOCYeTbCA
AiarHOCTUYHUX aHanisiB i HabopiB, §Ki MIiCTATb aHTWTINa, nepegbayvysaHi BuHaxogom, abo
€KBiBaneHTHY 3B'A3yBarnbHy MOJeKyny, i TepaneBTUYHMX CMOocobiB Ha X OCHOBI.

BuHaxig Takox cTocyeTbCsi cNOCOGIB OfepXaHHA aHTWTIN, AKi 34aTHi KoHKypyBaTn 3 DCB8ES i
TaKoX 34aTHi iHribyBaTu naTonorivyHi B3aemogii Tay-Tay. Lli aHTuTina moxHa niggaBaTtu CKPpUHIHTY no ix
30aTHOCTI JOCTaTHLOK Mipoto KoHKypyBaTu 3 DC8ES 3a 3B'a3yBaHHs 3 Oinkom Tay i 3B'A3yBaHHs 3
ofoHUM, OBoma, TpboMa abo BciMa 4oTupma 3 "TepaneBTMYHMX eniTonie", onucaHux B LAHOMY
OOKYMEHTI.

[daHun BMHaxig TakoX CTOCYETbCH NOMIHYKNeoTuais, WO KOAYTb OAMH abo Aekinbka 3acobiB Ha
OCHOBI aHTUTIN, nepeabavyBaHMX BMHAxXOAOM. Y MEBHUX BUMaAKax HYKNeoTua, Hanpuknag, Kogye
LoHanmeHLWwe 3B'a3yBanbHU AoMeH abo BapiabenbHy obnacTe naHutora iMyHOrnobyniHy aHTwTin,
onncaHux Bue. Ak npaBumo, Bka3aHa BapiabenbHa obnactb, kKOgoBaHa MOMIHYKNEOTUAOM, MICTUTb
LoHanmeHwWwe ofdHy obnacTe, Wo Bu3Havae komnnemeHTtapHictb (CDR), VH i/abo VL BapiabenbHoi
obnacTi BkazaHoro aHtuTina. ®axisLo B AaHi ranysi BigoMo, LWo KOXHWUIA BapiabenbHuin gomeH (VH
BaXXKOro naHutora i VL nerkoro nadutora) aHTutina Mictute Tpu rinepeapiabensHnx obnacrTi, iHogi
3BaHi obnacTtamu, WO BU3HaYalTb KOMMMeMeHTapHicTb, abo "CDR", dnaHkoBaHMMKU 4YoTupma
BiJHOCHO KOHCEPBaTUBHUMU KapkacHuMM obnactamum abo "FR", i cTocyeTbcs amiHOKMCNOTHUX
3anuLIKiB aHTUTING, AKi BignosiganbHi 3a 3B'A3yBaHHA aHTUreHa. BignosigHo o cuctemn Hymepadii
Kabat, rinepsapiabenbHi obnacti abo CDR cy6tuny IgG nognMHn B aHTUTINI MICTATb aMiHOKUCIOTHI
3anuwku i3 3aanuwkis 24-34 (L1), 50-56 (L2) i 89-97 (L3) y BapiaGenbHOMY AOMEHI Nerkoro naHuora i
31-35 (H1), 50-65 (H2) i 95-102 (H3) y BapiabenbHOMY JOMEHI BaXXKOro naHutora, sik onncaHo Kabat
et al., Sequences of Proteins of Immunological Interest, 5th Ed Public Health Service, National
Institutes of Health, Bethesda, Md. (1991), i/abo 3anuwku 3 rinepeapiabenbHOI NeTni, TOOTO 3anuULLKK
26-32 (L1), 50-52 (L2) i 91-96 (L3) y BapiabenbHOMy OOMEHI nerkoro nauutora i 26-32 (H1), 53-55
(H2) i 96-101 (H3) y BapiabenbHOMY AOMEHI BaXXKOro naHutora, sk onucaHo Chothia et al., J. Mol. Biol.
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196 (1987), 901-917. B yHikanbHin cuctemi Hymepauii IMGT KoHcepBaTUBHI amMiHOKUCIOTU 3aBXau
MaloTb OJHE i Te X NONOXeHHA, Hanpuknag uncteid 23 (1-un CYS), TpuntodaH 41 (kocepBaTUBHUMA
TRP), rigpodobHa amiHokmcnoTta 89, uncteid 104 (2-un CYS), derinanaHiH abo TpuntodaH 118 (J-
PHE a6o J-TRP). .., Hanpuknag, Lefranc M.-P., Immunology Today 18, 509 (1997); Lefranc M.-P.,
The Immunologist, 7, 132-136 (1999); Lefranc M.-P., Pommie C., Ruiz M., Giudicelli V., Foulquier E.,
Truong L., Thouvenin-Contet V. and Lefranc M.-P., Dev. Comp. Immunol., 27, 55-77 (2003).
YHikanbHa Hymepauia IMGT 3abesnedye cTaHOapTU30BaHE BU3HAYEHHSI TPaHULb KapKacHUX
obnacten (FR1-IMGT: nonoxeHHa 1-26, FR2-IMGT: 39-55, FR3-IMGT: 66-104 i FR4-IMGT: 118-
128), i obnactel, Wo BM3Ha4YawTb KomnnemeHTapHicte: CDR1-IMGT: 27-38, CDR2-IMGT: 56-65 i
CDR3-IMGT: 105-117. VYHikanbHy Hymepauito IMGT BukopuctoByloTb B  2D-rpadpiyHmnx
npeacTaBneHHsax, nosHavyesaHux gk IMGT Colliers de Perles. us., Hanpuknag, Ruiz M. and Lefranc
M.-P., Immunogenetics, 53, 857-883 (2002); Kaas Q. and Lefranc M.-P., Current Bioinformatics, 2,
21-30 (2007). Takox T1i BUKOPUCTOBYKOTb And npeactasneHHs 3D-cTpyktyp. [AvB., Hanpuknag,
IMGT/3Dstructure-DB Kaas Q., Ruiz M. and Lefranc M.-P., T-cell receptor and MHC structural data.
Nucl. Acids. Res., 32, D208-D210 (2004). KapkacHi 3anuwku abo 3anuwkn FR aBnsoTb coboto
3anuvLKkM BapiabenbHOro AOMeHy, ki BigMiHHI Big rinepeapiabenbHnx obnacrten i 0OMexytTb iX.

Takum 4MHOM, BMHaXif TaKOX CTOCYETbCA BMAINEHOI HYKMEIHOBOI KUCROTU, BiAMIHHOI TUM, LUO
BOHa BMOpaHa 3 HacCTYMHWX HYKIMEIHOBUX KMUCMOT (BKMYaun Oyab-sKMn BUPOOXKEHUN FeHETUYHUN
Koa):

a) HykneiHosa kucnota, JHK abo PHK, wo kogye aHTUTINO 3a BUHaxoOowm;

b) HykneiHoBa kncnoTta, KOMMNIEMEHTapHa HYKINEiHOBIN KACMOTI, K BU3HAYEHO B a);

C) HykneiHoBa kucnoTta LoHanmeHwe 3 18 Hykneotugis, 3gaTtHa ribpuamsyBatuca B ymoBax
BMCOKOI >XOPCTKOCTI LWoHanmeHwe 3 ogHieto 3 CDR, Bmubparux 3 SEQ ID NO: 117-122 i SEQ ID NO:
247, 253, 255, 257-259, 122, 261, 262, 264, 265-267 i 269; i

d) HykneiHoBa kucnoTa woHanMeHwe 3 18 Hykneotuais, 3gatHa ribpugnsysaTucs B ymoBax
BMCOKOI »KOPCTKOCTi LLOHaNMeHLLE 3 MOCiQOBHICTIO HYKIEIHOBOI KMCNOTU nerkoro nadutora SEQ 1D
165 i/abo nocnigoBHICTIO HYKNEIHOBOI KMCNoTM Baxkoro naHutra SEQ ID NO: 170, a6o
nocnigoBHicTio woHanmeHwe 3 80 %, Hanpuknag 85 %, 90 %, 95 % i 98 %, igeHTu4HicTio nicns
onTUmarnbHOro BMpiBHIOBaHHS 3 nocnigoHocTsiMn SEQ ID NO: 165 i/abo SEQ ID 170, Hanpuknag
LoHarMeHLWwe 3 ogHieto 3 CDR 3 Hux BignoeigHo oo Hymepadii IMGT.

HykneoTnaHi NocnigoBHOCTI, WO MalTb NPOLEHTHY iAEHTUYHICTb WoHamMmeHLwwe 80 %, Hanpuknag
859%, 90%, 95% i 98 %, nmicna onTMManbHOrO BUPIBHIOBAHHA 3 MEPEBAaXXHOK MOCMILOBHICTHO,
03Ha4YalTb HYKNEOTUAHI NOCMIJOBHOCTI, $Ki  MawTb, BIQHOCHO €TaNOHHOI  HYKNEOTUOHOI
nocnigoBHOCTI, BM3HayeHi Moaudikauii, Taki K, 3o0kpema, geneuis, YKOPOYEHHS, MOOOBXEHHS,
XnMepHe 3nuTTH i/abo 3amiHa, NnepeBaxHO TOYKOBI. Y AesKUX BapiaHTax 3AiINCHEHHS, BOHU SBMSIOTb
co60t0 NOCniAOBHOCTI, AKi KOOYKOTb Ti )X aMiHOKMCNOTHI MOCNIAOBHOCTI, L0 i eTanoHHa NocnigoBHICTb,
Le MOB'A3aHO 3 BUPOKEHICTIO reHeTUYHOro koay, abo KOMMnemeHTapHi HMM MOCNIgOBHOCTI, SKi,
MMoOBipHO, OyaoyTb cneundivyHo ribpuansyBaTucss 3 eTanioHHMMM MOCHIAOBHOCTSIMU, Hanpuknag B
YMOBaXx BMCOKOI XXOPCTKOCTi, 30KpemMa B YMOBaX, OMUCAHNX HIDKYE.

Mbpuamsauia B yMoBax BMCOKOI XXOPCTKOCTI 03HaYae, WO YMOBW, siKi CTOCYIOTbCA TemnepaTypy i
iOHHOi cunu, BMOMpaloTb Tak, wWobO 3abesneuntn 30epexeHHs ridpuausauii Mk  gBoma
KoMmnnemeHTapHumn dparmeHtamn OHK. Buknio4Ho B iNOCTPaTMBHUX UiNsX, B YMOBax BUCOKOT
YKOPCTKOCTI cTagii ribpnamsadii Ana BM3HAYEHHS MOMIHYKNEOTUAHNX dparMeHTiB, OnNMCaHUX BULLE,
NepeBaXXHO € HACTYMHUMMU.

Mopugusauito OHK-OHK a6o OHK-PHK 3gincHioloTe Ha gBox ctagisx: (1) nperibpugusadis npu
42 °C npoTarom Tpbox roguH B ocatHomy Bydepi (20 MM, pH 7,5), wo mictute 5X SSC (1X SSC
Bignosigae po3unHy 0,15M NaCl+0,015M uuntpat HaTpito), 50 % dopmamig, 7 % gogeuuncynsdaTt
HaTtpito (SDS), 10X posunH [eHxapgTa, 5 % cynbdaT gekctpaHy i 1 % OHK cnepmu nococs; (2)
nepBuHHa ridbpuaunsadis nporsrom 20 roguH npu TemnepaTypi, WO 3anexuTb Big AOBXWHM 30HAA
(To6T0: 42 °C ans 3oHaa gosxuHoto >100 HykneoTuais), NOTIM ABa NPOMMBAHHA NPOTSArom 20 XBUIUH
npu 20°C B 2X SSC+2 % SDS, ogHe npomuBaHHea npoTtarom 20 xsunuH npu 20 °C B 0,1X
SSC+0,1 % SDS. OctaHHe npomuBaHHa npoBoasTtb B 0,1X SSC+0,1 % SDS npotarom 30 XBUMUH
npu 60 °C ans 3oHaa gosxuHoto >100 HykneoTuaiB. YMoBM ridpmaun3sadii BUCOKOI XXOPCTKOCTI, OnuncaHi
BULLE OIS NONIHYKNeoTuay NeBHOro po3mMipy, MOXyTb OyTn aganToBaHi haxiBuem B AaHin ranysi ans
Oinbw goBrux abo Oinbll KOPOTKUX OMIrOHYKNEeoTMAiB, BigNMOBIAHO OO METOAMK, OMUCaHMX B
Sambrook, et al. (Molecular cloning: a laboratory manual, Cold Spring Harbor Laboratory; 3rd edition,
2001).

AdiHHICTb ab0 aBWAHICTb aHTUTINA A0 aHTUreHa MOXHa BU3HA4YaTU EKCrNepUMEeHTanbHO 3
BMKOPUCTaHHAM Oydb-SIKOro npugatHoro cnocoby; ave., Hanpuknag, Pope M.E., Soste M.V., Eyford
B.A., Anderson N.L., Pearson T.W. (2009), J Immunol Methods. 341 (1-2):86-96, i cnocobu, onucai y
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BKkasaHomMmy [xepeni. BumipsaHa adiHHICTb KOHKpETHOT B3aeMOAIT aHTUTINO-aHTUreH MOXe BapitoBaTu
npyv BUMIPIOBaHHI B Pi3HNX YMOBax, Hanpuknag KoHueHTpauii coni, pH. Takum 4sMHOM, BUMIpHOBAHHS
adiHHOCTI i iHWKMX napameTpiB 3B'A3yBaHHS aHTUreHa, Hanpuknag Kbp, 1ICso, NpoBOAATb, Hanpuknag, B
CTaHAapTM30BaHMX PO34MHAX aHTUTINA i aHTUreHa i B cTaHgapTnsoBaHomy Oydepi.

BuHaxig Takox CTOCyeTbCs TOro, WO BapiabenbHU OOMEH aHTUTINA, SIKUA Mae OnucaHuMn BULle
BapiabenbHM OOMEH, MOXHa BUKOPUCTOBYBATM [AJ19 KOHCTPYIOBAHHA iHWKX noninentugis abo
aHTUTIN 3 BaxaHow cneundivHicTio i GionoriyHO dyHKUieo. Takum YMHOM, AaHWUIA BUHAXIL TaKoX
OXOMME noninenTam i aHTuTina, sk MICTATb WoHarMeHwe ogHy CDR onucaHoro Buue
BapiabenbHOro AOMeHY i SKi MepeBaXKkHO MatoTb MO CyTi Taki X abo CX0oxi BNacTMBOCTI 3B'A3yBaHHS, AK
i aHTWUTINO, onucaHe B MpuknageHux npuknagax. Paxisu B AaHin ranysi 6yge 3posymino, o 3
BUKOPUCTaHHAM BapiabenbHux gomeHiB abo CDR, onucaHnx B gaHOMy OOKYMEHTI, aHTUTINa MoXHa
KOHCTpYlOBaTK 3rigHo 3i cnocobamu, BigoMuMuM B AaHin ranysi, Hanpuknag, sik onucaHo B 3asdBKkax Ha
nateHT €sponn EP 0451216 A1 i EP 0549581 A1. binbwe Toro, caxisuto B AaHin ranysi Bigomo, Lo
adiHHICTb 3B'A3yBaHHA MOXHa MiABULLYBaTU LUNAXOM BHECEHHS amiHOKMCNOTHUX 3aMiH B CDR a6o B
rinepBapiabeneHi netni [Chothia and Lesk, J. Mol. Biol. 196 (1987), 901-917], ski 4acTKOBO
nepekpuBatoTbcs 3 CDR, sk BuaHayeHo Kabat. Takum 4MHOM, AaHMIA BMHAaXiO TaKOX CTOCYETbCS
aHTUTIN, oe ogHa abo gekinbka i3 aragaHnx CDR mictaTb ogHy abo gekinbka, Hanpuknag He Ginblie
OBOX, aMiHOKMCMNOTHUX 3aMiH. Y Oesikux BapiaHTaxX 34iMCHEHHS, aHTUTINO 3a BMHAxXo4OM MIiCTUTb B
ogHoMy abo obox 3 1horo naHutorie imyHorno6byniHy agi abo Tpu CDR BapiabenbHux obnacren, sik
BKa3aHo Ha cir. 3B i 3E. Y geskux BapiaHTax 34iNCHEHHS, aHTUTINO 3a BUHAaX040M MICTUTb B OQHOMY
abo AekinbKkox Moro naHutorax imyHornobyniHy Asi abo Bci Tpm CDR, Ak yka3aHo Ha dir. 25B.

MoniHykneoTnam abo HyKNEiHOBI KMCIOTK, WO KOAYIOTb ONUCAHi BULLE aHTUTINA, MOXYTb SBNATU
coboro, Hanpuknag, OHK, kOHK, PHK a6o cwuHTeTMuHo npogykoBaHi [OHK abo PHK ab6o
PEKOMBIHAHTHO MPOAYKOBAHY XMMEPHY MOMEKYNy HYKNEeIHOBOI KMCNOTK, WO MIiCTUTb Byab-aKkui 3 umux
noniHykneoTuais, abo okpemo, abo B kombiHauii. Y Aeskux BapiaHTax 34iNCHEHHS, NOMiHyKNeoTua €
YaCTMHOK BeKkTopa. Taki BEKTOpU MOXYTb MICTUTW AOOATKOBI FEeHW, Taki ik MapKepHi reHu, sKi
A03BONSAIOTb CENEKLi0 BKa3aHOro BEKTOpa y NpuaaTHIN KNiTMHI-Xa3siHi | y npuaaTHUX ymoBax.

Y pesikux BapiaHTax 34iNCHEHHS, NONiHyKNeoTun yHKUIOHANbHO 3B'si3aHU 3 ofHieto abo
AeKinbkomMa nocnigoBHOCTSIMW KOHTPOITHO eKCMNpeCcii, Lo 3abe3nevyoTb eKCNpecito B NPOKapioTUYHNX
abo eykapioTU4HUX KniTMHaxX. Ekcnpecis Bka3aHOro MoONiHyKNeoTuay BKAOYAE TPaHCKPUIILi0
noniHykneotngy B TpaHcnboBaHy MPHK. PerynsatopHi enemeHTu, wo 3abe3neyyloTb €Kcrpecio B
eyKapioTM4HMX KniTMHaxX, Hanpuknag KniTmHax ccasuiB, BigoMi daxiBusM B AaHin ranysi. BoHu
3BMYAVHO MICTATb PEerynsaTtopHi MOCNiAOBHOCTI, WO 3abe3nedvyloTb iHiuiauilo  TpaHckpunuii i
HeoDOB'A3KOBO CcurHanu noni-A, wWo 3abesnedvyloTb TepMiHauilo TpaHckpunuii i crabinisadito
TpaHckpunTy. [loaaTKoBi perynAaTopHi eNeMeHTM MOXYTb BKIKOYaTN eHXaHCepyn TpaHCKpUNLii, a Takox
TpaHcnauii, i/abo npupogHUM YMHOM acouiioBaHi abo reTeponoriyHi NPOMOTOPHI obnacri.

Y uboMmy BigHOLWEHHI, haxiButo B gaHin ranysi 6yge 3po3ymino, Lo NoMiHyKNeoTuau, Wwo KOAYTb
LLloHaNMeHLWe BapiabenbHWUIA JOMEH Nerkoro i/abo BaXkKoro naHutora, MoXyTb KO4yBaTu BapiabernbHi
AOMeHN obox naHutoriB iMyHornobyniHie abo Tinbku ogHoro. AHamoridyHO, BKa3aHi MOniHykneotTuau
MOXYTb 3HaXOAWUTMCA Mg KOHTPONEM TOro X NpoMoTopy abo ix eKkcrnpecis Moxe KOHTpOmoBaTUCs
oKpeMo. MoXnuBi perynaTtopHi eneMeHTH, LWo 3abe3neyyloTb EKCNPECito B NPOKAPIOTUYHUX KNiTUHAX-
xassiHax, BKI4YalTb, Hanpuknag, npomotopu PL, lac, trp abo tac B E. coli, i npuknagamu
PerynsaTtopHMX eneMeHTiB, Wo 3abe3neyyloTb eKCrnpecito B eyKapioTUYHMX KIiTUHax-xassiHax, €
npomoTtopn AOX1 abo GAL1 B pgpixmkax abo npomotopu CMV, SV40, RSV, eHxaHcep CMV,
eHxaHcep SV40 abo iHTpoH rnobiHy B KNiTMHaX CCaBLiB i iHLLIMX TBAPUH.

Kpim enemeHTiB, SKi BignoBiganbHi 3a iHiLiauito TpaHCKpWNUii, Taki perynaTopHi enemMeHT Takox
MOXYTb MICTUTW CUrHanu TepMiHaLii TpaHCcKpunuii, Taki gk ginddka noni-A SV40 abo ginsHka noni-A
tk, HWK4Ye noniHykneoTudy. binble Toro, 3anexHo Big BUKOPUCTOBYBAHOI €KCMPECYYoi cMcTemMu, 4o
KoOytodOl MOCNIAOBHOCTI MONIHYKNEOTMAIB MOXHA nNpueaHyBaTW nigepHi MNOCNIAOBHOCTI, 3AaTHi
HanpaenATU NoniNenTu B KNiTMHHUIA koMNapTMeHT abo cekpeTyBaTu 1oro B cepeposuile. JligepHy
nocniaoBHICTL(OCTI) NPUELHYIOTbL Yy BIANOBIAHIN a3i 3 MNOCNIAOBHOCTAMM TpaHCnAuii, iHiuiauil i
TepMiHauii, i, HeoboB'A3KOBO, NigepHa NOCNIAOBHICTL 3A4aTHa HAMPAaBMATU CEKpeLilo TpaHCNbOBaHOro
Oinka abo 1oro YacTuHM B NepunnasmMaTU4HUA NPocTip abo y No3akniTuHHE cepefoBULLE. Y OEsKUX
BapiaHTax 34iNCHEHHS, reTeposoriyHa NOCnigOBHICTL MOXe KOA4yBaTW 3MTUIA Binok, siknin Bknovae C-
abo N-kiHueBuMIi igeHTUdiKauinHMA nentug, Wwo 3abesnevye OaxaHi xapakTepuUCTMKKW, Hanpuknag
cTabinizauito abo MOMErweHHss OYWLLEHHS EKCMPEeCcOBaHOro PEeKOMOIHaHTHOro MpodykTy. Y LbOMY
KOHTEKCTIi, NpuaaTHi eKCcripecytoYi BEKTOPM BifOMi B [aHi ranysi i BKMNoYaloTb, ane He oOMeXyTbCs
HuMK, ekcnipecytounn kQHK-Bektop Okayama-Berg pcDV1 (Pharmacia), pCDMS8, pRc/CMV, pcDNAI,
pcDNA3 (Invitrogen) i pPSPORT1 (GIBCO BRL).
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Y peskux BapiaHTax 34iNCHEHHS, MOCMIAOBHOCTI KOHTPOMK ekcnpecii MOXyTb SBNATM coboto
€YKapioTU4HIi NPOMOTOPHI CUCTEMM Yy BeKTOpax, 34aTHUX TpaHcdopmyBaTu abo TpaHcdikyBaTu
€YKapiOoTUYHi KNiTUHU-Xa3siHW, O4HaK TaKOX MOXXHA BMKOPUCTOBYBATW MOCAIAOBHOCTI KOHTPOSO Ans
NPOKapioTUYHUX Xa3siHiB. [licna BBeAeHHA BEKTOpa Y BiAMOBIOHOro xassiHa, xa3siiHa NigTpumyoTb B
yMOBax, nNpuaatHUX AOfs eKCnpecii Ha BWCOKOMY PiBHI HYKNEOTUOHUX MOCMigOBHOCTEN, i, SKLLO
OaxxaHo, nicnsa UbOro MoXe T 30MpPaHHSA | OUYULLIEHHS NETKMX NaHLIOMB, BaXKUX NaHUIOrB, AMMEpIB
NErkMn/BaxkkMim naHutor iMyHornodyniHiB abo uinMx aHTUTIN, 3B'A3yBafibHUX oparMeHTiB abo iHWunx
dopm imyHornobyninie. Oue., Hanpuknag, Beychok, Cells of Immunoglobulin Synthesis, Academic
Press, N.Y. (1979).

Binblie Toro, BMHaxig CTOCYETbCS BEKTOPIB, 30Kpema nnasmig, Kocmid, BipyciB i Gaktepiodaris,
3BMYANHO BUKOPUCTOBYBAHWX B TEHETUYHIV iHXEHepii, AKi MICTATb NOniHykneoTua, Lo Koaye
BapiabenbHMn AOOMeH naHulora iMyHoOrnobyniHy B aHTWUTINI 3a BUHAxo4oM; HeObOB'A3KOBO B
KoMOBiHaUii 3 NoNiHykNeoTMaom 3a BUHAXOAOM, SKMWA Kodye BapiabenbHW AOMEH iHWWOro naHutora
iMyHOrnobyniHy B aHTUTINI 3a BUHaxo4oM. Y Jeskux BapiaHTax 34iMCHEHHS, BKa3aHU BEKTOP SBNSAE
coboto ekcrnpecyunii BeKTop i/abo BEKTOp AMns NepeHeceHHs reHiB abo BeKTOp AN HauintoBaHHS.
Ekcnpecytodi BekTopu, WO NOXoaAaTb 3 BIipYyCiB, TakuMxX $K pPeTpoBipycW, BIpPYC BiCMOBaKUUHW,
afieHoacolinoBaHUin Bipyc, Bipyc reprnecy abo Bipyc naminomu Benukoi poratoi xyaobu, MoXHa
BMKOPWUCTOBYBATU AN OOCTaBKM MONiHyKNeoTuaie abo BekTopa 3a BMHAXOOOM B 3a[aHy KNiTUHHY
nonynsauito. [InNsi KOHCTPYIOBaHHS PEKOMBIHAHTHUX BIPYCHMX BEKTOPIB MOXHa BMKOPUCTOBYBATW Oyab-
aKi cnocobwu, ski Bigomi dhaxiBusiM B gaHin ranysi. [ue., Hanpuknag, cnocobu, onucani B Sambrook
(Buwwe) i Ausubel (Buwe). AnbTepHaTMBHO MOMIHYKNEOTUAM i BeKTopu, nepenbadvyBaHi BUHAXOAO0M,
MOXHa NOMiLLaTK B NINOCOMM 41151 JOCTaBKM B KITITUHM-MiLLEHI. BekTopu, WO MIiCTSATb NoniHykneoTnamn,
nepenbavyBaHi BuMHaxogom (Hanpwknag, nOCMigOBHOCTI, WO KOAYITb BapiabenbHWi AOMEH(n)
BaXkKoro i/abo nerkoro naHutora iMyHoOrnoOyniHy i NOCMiQOBHOCTI KOHTPOMK €eKChpecii) MOXHa
NnepeHocuTn B KNITUHY-xa3siHa BigoMuMKM crnocobamu, ki BapilolTb, 3anexHo Big TUNy KNiTUHU-
xassiiHa. Hanpuknag, Ans npokapioTUYHMX KMiTUH 3BMYANHO BMKOPUCTOBYHOTb TpaHcdekuito 3
XNopuaoM KanbLito, B TOW 4Yac AONns iHWKWX KNiTUH-Xas3siHiB MOXHa BWKOPUCTOBYBATU 0OpPOOKY
docgaTom KanbLito abo enekTponopaldito.

Binblwe TOro, 4aHW BUHaXig CTOCYETbCA KMiTUH-XassiiHIB, TpaHC(OPMOBAHMX MOMIHYKNEOTUO0M
abo BekTopom, nepenbayvyBaHum BMHaxodoM. KniTuHa-xassiiH Moxe ABnATM CODOOH MPOKapioTUYHY
abo eykapioTU4Hy KniTuHy. MoniHykneoTna abo BEKTOp, SIKMA NPUCYTHIN B KNITUHI-Xa3siHi, Moxe abo
BOydoByBaTMCA B reHOM KhiTWHU-xa3sdiHa, abo niaTpumyBaTMca MO3axXpPOMOCOMHO. KnituHa-xassiH
MOXe SBNATM cobolo Byab-sKy npokapioTuyHy abo eykapioTUYHY KMiTUHY, Taky SK KniTuHa Gaktepin,
Komax, rpubis, pocnuH, TBapuH abo noauHu. NepeBakHUMU KiTUHaMu rpubis €, Hanpuknag, KNiTuHM
pogy Saccharomyces, 3okpema KnNiTUHM Bugy S. cerevisiae. 3anexHo Big xassiHa,
BMKOPUCTOBYBAHOrO B METOAMLI pPEeKOMOBIHaHTHOrO NpPoAyKyBaHHs, aHTuUTina abo naHuworm
iMmyHOrnobyniHiB, WO KOAYKTbCA MOMIHYKNEOTMAOM 3a [aHUM BUMHAxXodoM, MOXyTb OyTu
rnikosmnoBaHumn abo MoxyTb OyTu HernikosunoBaHumu. [leBHi aHTMTING, nepenbavyBaHi
BMHaxogom, abo BignoBigHI naHutorM iMyHOrmoOynMiHIB TakoXX MOXYTb BKMAYATU MNEPBUHHUN
aMiHOKUCNOTHUI 3anuLoK MeTioHiHY. NoniHykneoTua 3a BMHaxo4oM MOXHa BUKOPUCTOBYBaTWU AN
TpaHcdopmauii  abo TpaHcdekuii  xas3sdiHa 3 BUKOpPUCTaHHAM  Oyab-sikoro  3i cnocobis,
3aranbHOBIQOMMX CepefHiM haxiBuaM B AaHin ranysi. binbwe Toro, cnocobu ogepxaHHA 3nuUTUX
BigOMi B AaHin ranysi. [ue., Hanpuknag, Sambrook. MeHeTu4Hi KOHCTpyKLUii i cnocobu, onucaHi y
BKa3aHOMY [Kepeni, MOXXHa BUKOPUCTOBYBATM ANSA €KCrpecii aHTuTin, nependadyBaHUX BUHAXOOOM,
abo ix BigNOBIgHMX NaHUIOriB iMyHOrNobyniHiB B eykapioTU4HMX abo MpoKapioTUYHUX XassiHax. Ak
npaBuro, BUKOPUCTOBYIOTb EKCMPECYIodi BEKTOpMW, WO MICTATb NPOMOTOPHI NOCHIJOBHOCTI, SAKi
CnpusiioTb ePEKTUBHIA TpaHCKpUMNLii BOYA4OBaHOrO MOMiHYKNeoTnay, 3aCTOCOBHO [0 AAHOro xassiHa.
Ekcnpecytounii BeKTOp, SK NpaBuno, MiCTUTb OpUAXWH pennikaLii, NPoOMOTOp i TepMiHaTOp, a TaKoX
KOHKPETHI reHu, siki 3gaTHi 3abe3nedyyBaTn (PeHOTUNIYHY Cenekuitd TpaHCHOPMOBAHMX KITiTUH.
MpugaTHi kniTMHKU-gxepena gna nocnigosHocten OHK i kniTuHM-xasdiHM ana ekcnpecii i cekpeuii
iMyHOrnobyniHiB MoXyTb ByTn ogepxaHi 3 psgy mxkepen, Takux sk American Type Culture Collection
("Catalogue of Cell Lines and Hybridomas", Fifth edition (1985) Manassas, VA, U.S.A,, i iHwa
OOCTyMHa BepcCis, BKIOYEHA B JaHWA ONWUC sIK MocunaHHs). binble Toro, ans BenukomaclitabHoi
NPOAYyKLUii aHTUTINa 3a BMHAXOLOM MOXHa BUKOPUCTOBYBATU TPAHCrEHHUX TBApWH, Harnpuknag
CCaBLiB, L0 MICTATb KITITUHX 32 BUHAXO4OM.

KpiMm uboro, gaHui BUHaxig OXOMSIOE HeBeNuKi NenTuau, SKi BKAYaTb NenTuaun, LWo MIiCTATb
3B'A3yBaribHy MOJSEKYNy, SIK ONMUCaHO BUMLLE, Hanpuknag, sika mictutb obnacte CDR3 BapiabenbHoi
obnacti 6yab-Koro i3 3ragaHux aHTuTin, 3okpeMa CDR3 BaXKOro naHutora, ockinbkn Ons neBHUX
aHTUTIN YacTo cnocrtepiratoTb, Wo CDR3 Baxkoro naHutora (HCDR3) siBnsie coboto obnacTb, Wo mae
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BinbLl BUCOKY Mipy BapiabenbHOCTi i € nepeBaXHUM Yy4YaCHUKOM B3aemopii aHTuUreH-aHTuTino. Taki
nenTMaM MOXHa CuHTe3yBaTM abo npoaykyBaTu pekoMOiHAHTHMMKM crnocobamu Ons OAepPXKaHHSA
3B'A3yBasibHOI MOMEKynW, NPpMAATHOI 3rigHO 3 BUHaxo4oMm. Taki cnocobu Bigomi cepeHiMm chaxiBusiv B
AaHin ranysi. enTnanm MoxHa CUHTEe3yBaTW, Hanpuknag, 3 BUKOPUCTaHHAM aBTOMaTU30BaHWUX
NPUCTPOIB ANs CUMHTE3y nenTugiB, SKi € KOMepUuiHO [OCTynHUMW. [lenTmguM TakoX MOXHa
npoaykyBatu pekombiHaHTHUMKM cnocobamu wnsaxom BktodeHHs [OHK, ekcnpecytovoi nentva, B
E€KCMpPecy4mnii BEKTOp i TpaHcdopmaLii KNiTUH eKCpecytovM BEKTOPOM AN NpoayKyBaHHS NenTuay.

OnucaHi Buwe 3nuTi Binku, KpiM TOro, MOXyTb MICTUTWU BigLENOBaHUA NiHKep abo AinsHKy
po3LLEnneHHa npoTeasamu, $Ki MOXYTb HasMBaTUCs cnencepHummn 4dactuHamu. Lli cnericepHi
YacTUHW, B CBOKO Yepry, MoXyTb 6yTn abo Hepo3unmHHUMK, abo po3unHHUMK (Diener et al., Science,
231 (1986), 148) i moxyTb ByTn BubBpaHi AnA 3abesneyeHHs 3BiNbHEHHS Mikapcbkoro 3acoby BiA
aHTUTina B 3agaHin obnacti. MNpuknagamu nikapcbkux 3acobiB, sKki MOXyTb OyTM npuegHaHi Oo
aHTUTIN 3a JaHWM BMHAxXOAOM ANnd iMyHOTepanii, € nikapcbki 3acobu, pagioisoTonu, NEKTUHW i
TOKCuHW. Jlikapcbki 3acobu, siki MOXYTb OYTWM KOH'OrOBaHi 3 aHTUTINaMu i aHTUreHamn 3a AaHuMm
BMHAaX040M, BKIOYalOTb CMOMYKM, SKi 3BUY4aHO Ha3MBatoTb MiKapCbKMMK 3acobamu, Taki ik MiTOMILMWH
C, mayHopybiuunH i BiHONacTuH. MNpyn BUKOPUCTaHHI KOH'IOrOBaHMX 3 pafioi30TOMHOK MITKOK aHTUTIN
abo aHTUreHiB 3a BMHAXo4oM, Hanpuknag ans iMyHotepanii, BU3Ha4eHi i30Tonn MoXxyTb 6yTK GinbL
nepeBaKHUMW, HDK iHLWI, 3anexHo Big TakMx akTopiB, SK pPO3MOAin B NenkouuTax, a TakKoX
cTabinbHICTb | BMNPOMIHIOBaHHSA i30Tony. 3anexHo Big ayToiMyHHOI BignoBigi, Oeski emiTepn €
nepeBaXXHUMM BIAHOCHO iHWKUX. £AK npaBwuno, Ans iMyHoTepanii nepeBaXXHMMW € pagioizoTonu,
BUNPOMIHIOKOMI anbga- i 6eTa-4aCcTUHKW. Y MEeBHUX NepeBaxkHUX BUMNagkax padioizoTony ABMsTb
cobo0  KOPOTKOAiOYi  BUCOKOEHepreTuyHi - anbda-BunpoMiHioBadi, Taki sk 212Bi. [Npuknagamu
pagioizotonis, ki MoOXyTb OyTu 3B'A3aHi 3 aHTMTINamMm abo aHTMreHamu 3a BMHAXOAOM ANd
TepaneBTUYHMX Linen, e 1251, 131] 0y 67Cy, 212Bj, 212At, 211Ph, 47Sc, 109P( i 188Re. Y neBHUX BMNagkax
papioaktuBHa MiTka sBnsie coboto ®4Cu. IHWi nikapcbki 3acobw, siki MOXyTb OyTW npuegHaHi oo
aHTUTINa abo aHTUreHa 3a BUHAxXo40M, a TakoX TepaneBTUYHI MPOTOKONW exX Vivo i in vivo, BigoMi abo
MOXYTb OYTW BCTaHOBIEHI haxiBusMKM B AaHin ranysi. [Npn 0yab-akmnx obcTaBnHax gpaxiBeub B AaHiN
ranysi Moxe BUKOPUCTOBYBATW MOMiHYKNeOTUa 3a BUHAxXo4oM, Lo Koaye (i € opxepenom) byab-ske 3
ONUCaHUX BULLIE aHTUTIN, aHTUreHiB, ab0o BiAMNOBIAHMIA BEKTOP 3aMiCTb caMoro GinkoBoro matepiany.

BuHaxin TakoX CTOCYeTbCS  3aCTOCyBaHHs  3B'sidyBafibHOI  Monekynu abo  aHTuTina,
nepegbavyBaHux B AaHOMYy OMWCI, ONs1 odepXXaHHs KOMMO3uuii Ans 3acTtocyBaHHSA in vivo ans
NPUrHIYEHHS YTBOPEHHSA abo 3HMKEHHS iHLWWM YMHOM PIiBHIB HEMPaBWUIIbHO HEBMOPSAKOBAHOrO i/abo
po3synopsakoBaHoro binka Tay y iHaMBigyyma abo Ans ekcTpakoprnopanbHOl eKCTpakuii naTonoriyHux
crnonyk Tay abo ix nonepegHukiB 3 piguH opraHiamy. Lli cnocobu moxHa BMKOPUCTOBYBATW A5iS
noninweHHsA KOrHITUBHOI 30aTHOCTI abo ynoBinbHEHHs1 abo 0BepHEHHS Ha3ad 3HWKEHHS KOrHITUBHMX
30aTHOCTEN, acouiioBaHOro i3 3axBOPOBaHHAM. AHTUTINO abo  3B'A3yBanbHi  MOMeKynw,
nepenbayvyBaHi BuHaxogoM, abo iX XiMiYHi moxigHi MOXHa BBOAWUTM MpsAMO B kpoB abo CSF i
BUTAryBaTU Ha MojanblUiinl cTagii Wwnsaxom adiHHOro ynosmoBaHHA 3 kpoBi abo CSF, Tum camum
BUTAMYIOHYN PO3YNOPSIAKOBAHWUI i HENPaBWUIIbHO HEBMOPSAKOBAHUI Binok Tay pas3oM i3 3ragaHolo BuLLe
3B'sI3yBasibHOK MOSEKYNO. TakMM YMHOM, AaHWIM BUHAXiA TakoX CTOCYETbCS CNOCOBy MikyBaHHA abo
NpodinakTUKN BUHUKHEHHS1 abo nporpecyBaHHA XBOpobu AnbLreriMepa abo cnopigHeHux Taynarin y
iHOMBIQYYMa, SIKMI BKITHOYAE BUTSraHHA KpoBi abo CSF 3 opraHiamy iHguBigyyma, o6pobky kposi i CSF
i noBepHeHHs iHAMBIAyyMmy kposi i CSF BignoBigHO, ogepXXaHux Takum YMHOM.

Monekynu i 4acTMHKM 3 aHTUTINIOM, NenTugoM abo 3B'A3yBanbHOK Monekynow/6inkom 3a
BUHAXOA0OM TaKOX MarTb AiarHOCTUYHY 3aCTOCOBHICTb. BUHaxig CTOCYETbCA aHTUTIN, AKi pO3Mi3HalOTb
i PO3pi3HIOTE PidHi bopmu Binka Tay, Aki NPUCYTHI Ha Pi3HMX cTagiax xsopobw Anburerimepa. Lii
aHTWTINa 3gaTtHi BUsABNATK Ginok Tay (i Moro pisHi koHopmauinHi 3MiHK), SK in vitro, Tak i in vivo.
AHTUTINA MOXyTb pO3pi3HOBaTM i3ioNoriYHMI i natomnorivHMnm 6iNnok Tay B pisHUX aHanisax,
BKITtOYatouM BGioximidHMI aHanis, imyHonpeuunitauito, ELISA, BeCcTepH-GNMOTUHT i iMyHOTiCTOXIMIYHWIA
aHani3 (Hanpuknag, cBiKoro, ikcoBaHOro, 3amMopoXeHoro, NomilleHoro B napadiH 3paska), a Takox
Bidyanisauito in vivo 3 BUKOPUCTaHHAM, Hanpwuknag, pagioaktuBHo MmiyeHoro DCB8ES8 (Bkntovarouu
dparmeHT DC8ES8, T1aki sk opgHonaHutoxkoBe DCB8ES8), gke BigpisHse disionorivHmin  Big
naronoriyHoro Ginka Tay (avB. nNpuknaam). TakoX BOHW 34aTHi 34iNCHIOBATK Le siKk B TBepAMX, TakK i
pioknx 3paskax i bionTaTax (Hanpuknag kpos, nnasma, CSF, romoreHaTtu) TBapuHu (Hanpuknazg
rpusyHn, noguHa). Oeski 3 uMx aHanisie ons BUSBNEHHs onucani B po3aini "Mpuknagn”. IHLWi
3aranbHOMPURHATI cnocobu BusiBNEHHsT GinkiB BigoMi dpaxiBuaM B AaHiv ranysi, i, TakuM YMHOM, iX
MOXHa CTaHOapTHUM YVMHOM ajanTyBaTW ANS aHTUTIA, NenTuaiB i 3B'A3yroumx OiNok Tay Monekyn,
nepenbavyBaHux BUMHAxXodoM. AHTUTING 3a AaHMM BUHAXOOOM MOXYTb OyTM MiYeHUMU (Hanpuknag
dnyopecueHTHa, pagdioakTuBHa, (PEPMEHTHA, SAepHO-MarHiTHa MiTka, BaXKMn mMeTarn) i MOXyTb OyTu
BMKOPUCTaHI [ONS BUSIBMEHHS KOHKPETHWX MilleHen in vivo abo in vitro, Bkniovawoun noAibHi
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iMyHOXiMiYHI aHani3n in vitro (auBe., Hanpuknag, NpUKnaan, onucaxi Hk4e). Takox, in vivo, X MoXHa
BMKOPUCTOBYBATM aHaNoOriyHMM YMHOM And cnocobiB Bidyanisauil saepHOl MeguumHu Ans BUSIBNEHHS
TKaHWH, KNiTMH abo iHWoro marepiany, WO Ma€e HeEMpaBWUIIbHO HEBMOPSAKOBAHMIA OINOK Tay i oro
BigKnageHHs. HauinoBaHHA  Ha  BHYTPIWHBOKMAITUHHUMWA | MO3aKMITUHHUW  HenpaBWUITbHO
HeBMopsigKOBaHUM Oinok Tay i HempodibpunsapHi ocepedkM 3a [AOMOMOroOK  AiarHOCTUYHUX
Bidyani3ytoumx 30HAiB, BUsIBtOBaHMX 3a gornomoroto MRI abo PET, MoxyTb 3abe3neunTtn GionorivHnm
Mapkep Ans 6inbl TOYHOro AocmepTHoro AgiarHody AD, a Takox 3acobu Ans MOHITOPUHIY
e(eKTMBHOCTI Tepanii, HauineHoi Ha 6inok Tay. TakMM 4YMHOM, BMHaxXig CTOCYETbCSI 3aCTOCYBaHHS
aHTUTIN, ONMCaHWX B AAHOMY AOKYMEHTI, AN oAepXXaHHs KOMMNo3uuii i B cnocobax Ans BUSIBNEHHS
binka Tay i/abo HauinoBaHHA AiarHOCTUYHOro 3acoby Ha naTonoriyHui Ginok Tay i HenpodibpunApHi
ocepeaku B rofioBHOMY MO3Ky Ans giarHoctukm AD. Lli komnoauuii i cnocobu MoxHa BUKOPUCTOBYBATU
SIK YaCTUHY NpoTokony nikyBaHHa AD i cnopigHeHvx Taynarin.

BuHaxig cTocyeTbCcA aHTUTIN, NpuaaTHUX ONA 3aCTOCYBaHHA B iMyHOaHani3ax, B SIKMX BOHM
MOXYTb OyTM BUMKOpPUCTaHiI B pigkin dasi abo mMoxyTb 6yTu 3B'a3aHi 3 TBepoodasHWM HOCIEM.
Mpyvknagamu iMyHoaHanisiB, B AKMX MOXXHa BUKOPUCTOBYBATU aHTUTINA 3@ BUHAXOAOM, € KOHKYPEHTHI i
HEKOHKYPEeHTHi iMyHOoaHanian abo B npsmomy, abo B HenpsiMmomy cpopmarti. [Npuknagamm Takmx
iMyHOoaHanisiB € pagioimyHHun aHani3 (RIA), cenaBiy-aHania (iMyHOMETPUYHMI aHani3), NpPoTo4YHa
LUUTOMETPIA i aHani3a 3 BUKOPUCTAHHAM BECTEPH-OMOTUHrY. AHTUTINA 3a BMHAxXoOoOM MOXYTb OyTu
3B'A3aHi 3 OOHUM 3 MHOXMHUW Pi3HUX HOCIIB i MOXYTb OyTW BUKOPUCTaHI AN BUAOINEHHA KNiTWUH, WO
cneundiyHo 3B'A3yl0TbCs 3 HUMK. [lpuknagm BiAOMMX HOCIIB BKMAOYAKOTb CKMNO, MNOMICTMPON,
nonisiHiNxnopwa, noninponineH, nonietTuneH, nonikapboHat, AeKCTpaH, HEeWMOH, aminosu, NPUPOAHI i
MoaMdikoBaHi Lentonosun, noniakpunamign, arapos3u i marHetuT. [na uinen BMHaxody HOCIM Moxe
Oyt abo po3ynHHUM, abo HEPO3UYMHHUM. ICHYE MHOXMHA Pi3HMX MITOK i CMOCOBIB MiYeHHS, BiZOMUX
cepegHim daxiBusam B AaHin ranyasi.

Mpuknagm TuniB MITOK, SKi MOXHa BMKOPUCTOBYBATWM B paMKax AaHOrO BMHAxXody, BKIOYaOTb
depmeHTH, pagioizoTonn i pagioHyknign,  KonoigHi  MeTann,  (nyopecueHTHi  CMOonykuy,
XeMifOMIHECLIEHTHI  cronyku, GIOTUHINbHI  rpyny, 3agaHi noninenTudHi  enitonu, poa3mni3HaBaHi
BTOPUHHUM penopTepoM (Hanpuknag, nocnigoBHOCTI Mnapyu  NEeNuUMHOBOI  OnvckaBKu, AiNsHKW
3B'I3yBaHHA ONA  BTOPWHHUX  aHTWTIA, 3B'A3ylOdi  MeTanu  OOMEHM, eniTonHi - MiTku), i
xeMmi/enekTpoxemi/GiontomMiHeCUEHTHI  cnonyku. PepMeHTVM BKMOYaOTb Mepokcuaasy (Hanpuknag
HRP), nioundepasy, nyxHy docdarasy, a-D-ranakro3angasy, rnoKo300KcMaasy, rnoko3oaminasy,
kapboaHrigpasy, aueTtunxoniHectepasdy, nisouumm, ManaTgerigporeHady abo  rrnoKo30-6-
docpaTgerigporeHasy. AnbTepHaTMBHO MiTka Bnsie coboto  6ioTWH, AurokcureHiH abo 5-
OpompesokciypuamH. Takox 3 aHTUTInamu i Tay-3B'adyBanbHumn OGinkamu, nepegbadvyBaHMmm
BMHaX04OM, MOXHa KOMOiHyBaTW (OnyopecueHTHi MITKW, BKIMoYalun pogamiH, foMiHOOpK Ha
OCHOBi KOMMNNEKCIB NaHTaHigiB, oriyopecueiH i noro noxigHi, gnyopoxpomu, pogamiH i Moro noxigHi,
3enexHun dnyopecueHTHu binok (GFP), yepsoHuin dnyopecueHTHui 6inok (RFP) i iHwi, gaHcun,
ymbenichepoH. Y Takux KoH'loratax aHTuTina/3B'a3yBanbHi Ginku 3a BUHax04oOM MOXHA OAEpXyBaTu
crnocobamu, Bigommmn daxiBulo B AaHin ranysi. NoTiMm ix MoxHa 3B'a3yBaTn 3 depmeHTamu abo
dNyopecueHTHUMIN MiTKamn NpsSIMO, 4epe3 cnewncepHy rpyny abo 4epes3 NiHKEpHY rpyny, Taky siK
nonianbgeria, rnyTapansgeria, eTuneHgiamiHTeTpaouToBa KucnoTta (EDTA) abo
gdieTuneHTpmamiHneHtaoutoBa kucnota (DPTA), abo B NpUCYTHOCTI iHLWKMX 3B'A3yBaribHMX areHTiB,
TakMx $K 3B'A3yBanbHi areHTW, 3aranbHoBigOMi B pAaHin ranysi. KoH'loratm, wWo MIiCTATb
dnyopecueiHoBi MiTKM, MOXHa ogepXyBaTu Hanpuknag LWNSXOM peakuii 3 isoTiouiaHaTom. Y neBHUX
BMMNaZKax MiTka abo Mapkep TakoX MOXYTb OyTU TepaneBTUYHUMW.

IHWIi KOH'loraTy MOXYTb BKNIOYATM XEMIMOMIHECLEHTHI MITKM, Taki AK FOMIHOM i JioKceTaH,
GiontomiHecLLeHTHI MiTku, Taki sk nouudepasa i noundepuH, abo pagioakTMBHI MITKK, Taki sik noat?s,
noa?s, nont?s, hop!3e, Gpom’?, TexHeuin®™, iHainlll, iHaintd™, ranind’, ranint, pyteHin®s, pyteHin®,
PYTEHIN93, pyTeHinlo®, pTyTbll?, pTyTE203, peHin®m, peHinl®l, peninl®s, ckangin®’, Tenyp?im, tenypl?m,
Tenypt?®™m, Tynin'®s, Tyninl®?, Tyninlt® drTop!®, iTpint® i nog!sl. MoxHa BMKOPUCTOBYBATW iCHYHOMI
crnocobu, BigoMmi chaxiButo B AaHi ranysi, ona MidYeHHs aHTUTIN pagioisotonamu, abo npsimo, abo
yepe3 xenartywuumin areHT, Takuh Ak EDTA abo DTPA, 3ragaHui Buwe, sK AiarHOCTUHHUMMU
pagioizotonamu. [OuB., Hanpuknag, MideHHs [I*25]Na cnocobom 3 xnopamiHom-T [Hunter W.M. i
Greenwood F.C. (1962), Nature, 194:495]; miueHHsa TexHeuieMm, sk onncaHo Crockford et al. (naTeHT
CLLA Ne 4424200); i 38'a3yBaHHs Yyepe3 DTPA, sk onncano Hnatowich (nateHt CLUA Ne 4479930).

BuHaxig TakoX CTOCYETbCS aHTUTIN | IHWWX Tay-3B'A3yBarbHUX MOSEKYr, SKi TakoX MOXHa
BMKOPMCTOBYBaTU B CMocobi AiarHOCTUKM MOPYLUEHHS Y iHOUBiAyyMa, LUNAXOM OOEepXKaHHSA 3paska
pigvHW opraHi3aMy Bif iHOMBIAyyMa, KM MOXe SBMATU cOBOI0 3pa3ok KpoBi, 3pasok nimdu abo 3pasok
OyAb-AKOI iHLWOT piguHM OpraHiamy, i KOHTaKTyBaHHS 3paska pigvHW OpraHiamy 3 aHTWUTINIOM 3a AaHUM
BMHaAxoOOM B YMOBax, WO 3abe3neyvyloTb YTBOPEHHS KOMMMEKCIB aHTUTiNo-aHtureH. [loTim
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BM3HaAYaloTb MPUCYTHICTb i/abo KiNbKiCTb Takux KOMMMekciB cnocobamu, BiAOMUMW B AaHin ranysi,
NPUYOMY PiBEHb, L0 3HAYHO MEpPEeBULLYE piBEHb, YTBOPHOBAHUI B KOHTPOSNbHOMY 3pa3Ky, BKa3ye Ha
NPUCYTHICTb 3axBOPIOBaHHA Yy OOCHiM4XyBaHOro iHAMBiAyymMma. TakMM UYMHOM, [OaHWUK BUHaxig
CTOCYETbCS iIMyHOAHaniay in vitro, WO BKAOYAE aHTUTINO 3a BUHAXOL4OM.

BinbLue Toro, 4aHWn BMHaxig CTOCYeTbCs cnocobiB Bidyanisauii in vivo 3 BUKOpUCTaHHAM Oyab-sikoi
i3 3B'A3ytouNX Binok Tay Monekyn 3a AaHuMM BMHaxodom. Hanpwuknag, cnoci6 megnyHoi Bidyanisauii
Nno3NTpoHHa eMiciHa Tomorpadiss (PET), dkuin gae Ha BUXO4i TPUMBUMIPHE 300paXkeHHS 4YacTuH
opraHiamy, OCHOBaHWW Ha BUSIBAEHHI BMMPOMIHIOBAHHS BHACNiAOK eMicii No3uMTpOoHiB. K npaswuio,
biomonekyna € pagioakTMBHO MIYEHOD, HanpuKknag BOHa BKIKOYAE pagioaKTVBHUIM i30TOMHUN
iHankaTop. NMpu BBeAEeHHI MiYeHOi Biomonekynu iHAMBIAYYMY, SK NPaBUIO, LUMAXOM iH'EKLiT B KPOBOTIK,
pafioakTMBHO MideHa Biomonekyna KOHUEHTPYETbCA B TKaHMHaX, WO NpeacTaBnaTb iHTepec. [oTim
iHOMBiAyyMa MoMmiwalTb Yy Bidyani3ylounii CkaHep, SKU BUSIBMSE EMICil0 MO3UTPOHIB. Y OZHOMY
BapiaHTi 3OiMCHEHHS, MiYeHy, Hanpuknag mideHy %4Cu, 3B'A3yBanbHy MOJSEKyny, Taky siKk aHTWUTINO,
BBOASATb iHOMBIAYYMY i NPOBOAATL BUSIBNEHHS 3B'A3yBarnbHOI MOMEKYNY i, TAKUM YMHOM, HEMPABUIbHO
HeBrnopsgkoBaHoro abo pos3ynopsakoBaHoro 6Ginka Tay, LWISXOM MOMIlLEeHHs iHauBigyyma y
Bidyaniaytoumin ckaHep i BWUSABMEHHA eMicii MO3UTPOHIB, WO, TUM CaMMM, BKa3ye Ha HasiBHICTb
HEBPOJIOrYHOro NMOpPYLUEHHS Yy BUNAAKy BUSABMNEHHSA eMicil. [JaHun BUHaXig, TakuM 4YMHOM, OXOMI0E
cnoci6 Bisyanizauii PET, sikuiAi BknioYae cTafito BBeAeHHS MiveHoi 64Cu abo ekBiBaneHTHO MiyeHoi
3B'A3yBaribHOI MOSIEKYNN 3a JaHMM BMHAX04OM iHAMBIOYYyMY.

[aHunih BUHaXia TakoX CTOCYETbCS BUPOOY, TaKoro sik papmaueBTWYHI | AiarHOCTUYHI ynakoBku abo
Habopn, WO MiCTUTb oamMH abo [fekinbka KOHTEMHepiB, 3anoBHEHWX ofHMM abo fgekinbkoma 3
OonncaHMX BULIE IHrpedieHTiB, TOOGTO 3B'A3yBarnibHy MOIeKyny, aHTMTIno abo iX 3B'A3yBarnbHUN
dparMeHT, nomniHykneoTua, Bektop abo kniTuHy, nepepbadvysBaHi BuHaxogom. [o Takoro
KOHTenHepa(iB) MOxe gogaBaTUCA MOBIOOMIEHHS Y OpPMi, WO MpPU3HAYaETbCS YPAOOBOIO
YCTaQHOBOI), pPEryrniolYvod BUrOTOBMEHHS, 3acTOCyBaHHA abo npogax dapmaueBTudHuX abo
OionoriyHMXx NpoAykKTiB, B SIKOMY BigoOpakeHe CxBareHHs YCTaHOBOK BUIOTOBMEHHS, 3aCTOCYBaHHS
abo npofaxy Ans BBeAeHHSA noguHi. [logaTtkoBo abo anbTepHaTMBHO, Habip MiCTUTL peareHTu i/abo
IHCTPYKLUIT NO 3aCTOCYBaHHIO BiAMOBIAHMX AiarHOCTMYHMX aHanisiB. Komnosuuis abo Habip 3a gaHum
BMHAXo4oM npuaatHi ans  giarHocTuku, npodpinakTukm i nikyBaHHA XBopobwu Anburerimepa i
crnopigHeHnx Taynarin.

BionoriyHa aKkTMBHICTb 3B'A3yBanbHMX MOJSIEKYN, Hanpuknag adHTuTin, nepegbadvyBaHux
BMHAaxo4oM, BKa3ye Ha Te, WO BOHM MalTb AOCTATHIO adiHHICTb, WO6 cTtatM kaHaugatamu Ans
nokanisauii nikapcbkoro 3acoby/gocTaBku fnikapcbkoro 3acoby B knitTuHM abo TkaHWMHW. HauinoBaHHS
Ha BiOKNadeHHS HenpaBuIlbHO HEBMOPSAKOBaHOro Ginka Tay i 3B'A3yBaHHA 3 HUMM MOXe 6yTu
KOPUCHUM Onis  [OOCTaBkM TepaneBTMYHO abo  [OiarHOCTMYHO  aKTUMBHMX 3acobiB i reHHoi
Tepanii/aocTaBku reHiB. TakMm YMHOM, BMHaXid CTOCYETbCA 3aCTOCYBaHHSA aHTUTIM, OMMCaHUX B
OAHOMY [OKYMEHTI, Ons OfepXXaHHA KoMnosuuii i B cnocobax gnsi BusiBNeHHs i/abo HauintoBaHHSA
TepaneBTM4HOro abo AdiarHocTuyHoro 3acoby Ha naTonoriyHWi Ginok Tay i HenmpodiOpunsapHi
ocepedku B TofoBHOMY MO3Ky. Lli komnoawuii i cnocobu MoXHa BUKOPUCTOBYBATUM SK 4acTUHY
npoTtokony nikysaHHA AD i cnopigHeHux TaynarTin.

Takum YMHOM, AaHMIM BMHAXIL CTOCYETLCSA KOMMO3MLIN, WO MICTATb O4HY abo Aekinbka i3 3aragaHux
BULLLE CMOMYK, BKIOYauM 3B'A3yBanbHi MOMNEKYNW, aHTuTiNa, 3B'A3yBanbHi PparMeHTu, iX XiMidHi
NoXiaHi, NOMiHyKNeoTUaW, BEKTOPU i KMiTUHKW. MeBHI KOMMNO3KLii, KpiM TOro, MOXYTb MICTUTU OAMH abo
Aekinbka hapmaueBTUYHO NPUWHATHMX HOCIIB i oguH abo Aekinbka apmaueBTUYHO MPUAHATHUX
po3pigykyBauiB. [eBHi XiMiyHi NOXigHI MICTSATb XiMiYHI YACTWMHK, SKi 3BUYAAHO HE € YaCTMHOK OCHOBHOI
Monekynu abo KniTHM (Hanpuknag aHTutina, 3B'a3yBanbHOI MOMeEKynu, NoniHykneoTuaiB, BEKTOPIB i
KNiTWH), ane 3B'A3aHi 3 HUM 3aranbHOMPUIRHATUMK cnocobamu. Taki YaCTUHM MOXYTb PYHKLIIOHYBaTH,
Hanpuknag, MosinwylyYn PO3YUHHICTb, Yac HaMIBXUTTS, Bidyarnisauilo, MOXMIMBICTb BUSBMEHHS i/abo
BCMOKTYBaHHSI OCHOBHOi MOMeKynu abo KniTUHU. ANbTEPHATMBHO YacCTUHW MOXYTb 3HWXYBaTU
HebaxaHi NobivHi ecpekT OCHOBHOT Monekynm abo 3HUXKYBaTW TOKCUYHICTb OCHOBHOI MOSEKYIN.

BuvHaxin Takox cTocyeTbCsi (bapMaueBTUYHUX KOMMO3WULIN, AKi MICTATb KombGiHauii aHTuTin,
nepenbavyBaHux BUHAX040M, 3 AOAATKOBUMK 3acobamu, TakMmm ik iHTeprenkiHi abo iHTepdepoHu,
3anexHo Big nepenbadvyBaHOro 3acToCyBaHHs dhapmaueBTUYHOI Komnoswdii. Hanpwknag, pns
3aCTOCYyBaHHS Npwu NikyBaHHi XBopobu AnbLrenmepa 4O4aTKOBUIA 3acid Moxe OyTu BUOpaHui 3 rpynu,
WO CKNagaeTbCA 3 HU3bKOMOMNEKYNAPHUX OpraHiyHMX MOMEKyn, aHTWUTIN NpoTu Ginka Tay, aHTWTIN
npoTtu 6eTa-aminoigy i ix kombiHauin. [Hwi 3acobu BkMOYaOTb, ane He 06MEXYHTECS HUMW, iHTiBITopK
aueTunxoniHecTepasn, aHtaroHictu peuentopie NMDA, xenaTtopu nepexigHux meTtanis, dakropu
POCTY, FOPMOHW, HECTEPOIAHI NpOoTU3anarbHi Nnikapcbki 3acodu (NSAID), aHTuokcMaaHTu, 3acobu, wWwo
3HWXKYIOTb piBEeHb MiMigiB, cenekTumsHi iHribiTopn docdogiectepasu, iHribiTopyn arperauii 6inka Tay,
iHriGiTOpN MpOTEiHKIHA3, iHribiTopn OGinkiB TENnoBOro LWOKYy, peareHTW Ans MNacuBHOI | aKTUBHOI
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iMyHi3auii npoTn aminoigy, iHribitopy arperauii aminoigy i iHribitopn cekpetasun. Takum 4vHOM, B
OQHOMY BapiaHTi 3[iNCHEHHS, OaHWWA BUHAaXxig CTOCYETbCA 3aCTOCYBaHHSA 3B'A3yBaribHOI MOMEKynu,
aHTuTina abo 3B'A3yBanbHOro hparMeHTa 3a AaHMM BUHAXoOoM abo 3B'A3yBaribHOI MOMEKYnu, Lo
Ma€ Mo CyTi TaKy X cneundidHiCTb 3B'A3yBaHHS, K i Oyab-aKi 3 HUX, NONiHyKNeoTMay, BekTopa abo
KNITUHU 33 JaHUM BMHAXOAOM ANs odepkaHHa dapmaueBTUYHOI abo AiarHOCTUYHOI KOMMo3uuii ans
nikyBaHHs abo NpoinakTuk1 NporpecyBaHHsi XBopobu AnbLrenmMepa abo cnopigHeHux Taynarin; ons
NMOM'SIKLLEHHS1 CMMNTOMIB, acouinoBaHMX 3 XxBopobot AnburerimMepa abo crnopigHeHMMK TaynaTiamu;
AN AiarHoCcTMkM abo CKPUHIHTY iHAMBiAyyMa BiAHOCHO HasBHOCTI xBopobu Anburerimepa abo
crnopigHeHWX TaynarTin i ANa BU3HAYEHHS PU3NKy PO3BUTKY Y iHOMBIAyyma xBopobu Anburerimepa abo
crnopigHeHnx Taynarin.

MenTnaun onsa giarHOCTMKKM, akTUBHOI iMyHi3auii | Tepanii AD

[aHnii BUHaxi4 OCHOBaHUIM 4YaCcTKOBO Ha BiOKPWUTTI, WO NeBHi dhparmeHTn Binka tay € akTMBHUMU
BiQHOCHO iHAOYKUiT iIMyHHOI BignoBigi Ha natonoriyHmn 6inok Tay npu iH'ekTyBaHHi B mogenax AD Ha
Lypax i MoXHa ouikyBaTW, LLO BOHM ByayTb akTUBHUMW NOAIBHMM YMHOM Yy nioanHu. Byno BusiBneHo,
WO Ui iMyHOreHHi goparmeHTV Oinka Tay, ki MicTaTb ogHy abo aekinbka 3 obnacten OGinka Tay,
iAeHTMdiKOBaHMX, SIK OnNucaHo Bulle, 3a gonomoroto DC8ES, sik mpuckoptoBadi abo LoHariMeHLwe
yyYacHVKM po3BUTKY i nporpecyBaHHs AD, 3paTtHi (i) mpuckoptoBaTu BMBEOEHHSA MO3aAKIITUHHOIO
BiAKkNageHHs1 Ginka Tay B ronoBHomy Mo3ky npu AD (Mogeni Ha wypax); (ii) iHgykyBaTu npoaykuito
3axucHuMx aHTuTin npotn AD B Mogeni Ha TBapwuHax; i/abo (iii) ynoBineHoBaTV nporpecyBaHHs AD y
peuunnieHTHUX iHOUBIQYYMIB, NPU BUMIpPIOBaHHI 3a AOMOMOro OAHOro abo AekinbkoX BioXiMidHMX i
HEBPONOriYHNX aHanisiB, B MOAeri Ha TBapuHax. BoHn Takox MOXyTb NpAMO (PisNYHO nepeLukomkaTn
3gaTHOCTI Binka Tay 34iNcHIOBaTM NATONOriYHi B3aemogii Tay-Tay B3A0OBX UMx obnacTten.

BuHaxinp cTocyeTbCsi  iMyHOreHiB abo iMyHOreHHMX nenTugiB, WO MOXOASATb i3  3HOBY
ineHTndikoBaHnx obnacten binka Tay, Ski € BaXNMBUMU ANS YTBOPEHHS LeHTpanbHoi YactuHn PHF i
ctumyniotloTe 3bupanHa PHF in vitro. CrtpaTeriyHe HauinioBaHHA Ha ui obnacti ("TepaneBTuUYHi
enitonn") Moxe 3abe3neunTn ycniwHe nikyBaHHsA AD i cnopigHeHux TaynaTin. IMyHOreHm MoxHa
niggaBaTh CKPUHIHIY BiAHOCHO TepaneBTUYHOI ePeKTUBHOCTI B MOAeMi Ha TBapuHax, Takii sk Mmogeni
Ha TPaHCrEHHUX LLypaXx, ONUCaHi HUXYe.

Y ogHOMy BapiaHTi 3[iNCHEHHA OaHOro BMHaxody, Tay-NnenTuay Hanpuvknag OXOMNMTb OAHY 3
HACTYNHUX aMiHOKMCITOTHUX MOCNIAOBHOCTEN, B KOXHIA 3 SKUX MO OKPEMOCTi MICTUTbCS KOXHUN 3
YOTUPLOX TepaneBTUYHMX eniTonis: a) SEQ ID NO: 98, Tay 267-KHQPGGG-273, b) SEQ ID NO: 99,
Tay 298-KHVPGGG-304, c) SEQ ID NO: 100, tay 329-HHKPGGG-335, i d) SEQ ID NO: 101, Tay
361-THVPGGG-367 (Hymepauia 3rigHO 3 Hanbinbw gosroto idodopmoto binka Tay moamHn 2N4R
posxuHoto 441 sanuwok, ame. SEQ ID NO: 102). Y iHwoMy BapiaHTi 3AINCHEHHS, Tay-nenTuam
MICTATb LLOHaNMeHLle OOUH TepaneBTUYHUI eniTomn, Ae TepaneBTUYHMI eniton BubpaHui 3 Tay 268-
HQPGGG-273 SEQ ID NO: 223, tay 299-HVPGGG-304 SEQ ID NO: 154, tay 330-HKPGGG-335
SEQ ID NO: 224 i Tay 362-HVPGGG-367 SEQ ID NO: 154.

BuHaxig ctocyeTbcs imyHOreHiB goexuHoto 30 amiHOKMCNOT, Takmx sik Oyab-sika 3 SEQ ID NO,
npegctaeneHux B Tabnuui 1. KoxHuiA 3 iMyHOreHiB, BKNOYeHWX B Tabnuuw 1, sBnse coboto
BigocobneHun dparmeHT Binka Tay, SKUA MICTUTb OAMH 3 TepaneBTUYHUX EMiTONIB, PO3TaLUOBaHWX B
SEQ ID NO: 98, SEQ ID NO: 99, SEQ ID NO: 100 i SEQ ID NO: 101.
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Tabnmus 1

30-mepHi nentuam Ginka Tay, KOKHUIA 3 SSKUX MICTUTb OAMH TepaneBTUYHMIA eniTon

SEQ IDNO IMyHOreH [TocaigoBHOCTI
SEQ ID NO:1 Tay251-280 PDLKNVKSKIGS TENLKHQPGGGKVQIINK
SEQ IDNO:2 Tay256-285 VKSKIGSTENLKHQP GGGKVQIINK KLDLS
SEQ ID NO:3 Tay259-288 KIGSTENLKHQP GGGKVQIINK KLDLSNVQ
SEQ IDNO:4 Tay275-304 VQIINKKLDL SNVQSKCGSK DNIKHVPGGG
SEQ IDNO:9 Tay244-273 QTAPVPMPDLKNVKSKIGSTENLKHQPGGG
SEQ IDNO:10 | Tay245-274 TAPVPMPDLKNVKSKIGSTENLKHQPGGGK
SEQ ID NO:11 | Tay246-275 APVPMPDLKNVKSKIGSTENLKHQPGGGKV
SEQ ID NO:12 | Tay247-276 PVPMPDLKNVKSKIGSTENLKHQPGGGKVQ
SEQ ID NO:13 | Tay248-277 VPMPDLKNVKSKIGSTENLKHQPGGGKVQI
SEQ ID NO:14 | Tay 249-278 PMPDLKNVKSKIGSTENLKHQPGGGKVAQIl
SEQ ID NO:15 | Tay 250-279 MPDLKNVKSKIGSTENLKHQPGGGKVQIIN
SEQ ID NO:16 | Tay252-281 DLKNVKSKIGSTENLKHQPGGGKVQIINKK
SEQ ID NO:17 | Tay253-282 LKNVKSKIGSTENLKHQPGGGKVQIINKKL
SEQ ID NO:18 | Tay254-283 KNVKSKIGSTENLKHQPGGGKVQIINKKLD
SEQ ID NO:19 | Tay255-284 NVKSKIGSTENLKHQPGGGKVQIINKKLDL
SEQ ID NO:20 | Tay257-286 KSKIGSTENLKHQPGGGKVQIINKKLDLSN
SEQ ID NO:21 | Tay258-287 SKIGSTENLKHQPGGGKVQIINKKLDLSNV
SEQ ID NO:22 | Tay260-289 IGSTENLKHQPGGGKVQIINKKLDLSNVQS
SEQ ID NO:23 | Tay261-290 GSTENLKHQPGGGKVQIINKKLDLSNVQSK
SEQ ID NO:24 | Tayi262-291 STENLKHQPGGGKVQIINKKLDLSNVQSKC
SEQ ID NO:25 | Tay263-292 TENLKHQPGGGKVQIINKKLDLSNVQSKCG
SEQ ID NO:26 | Tay264-293 ENLKHQPGGGKVQIINKKLDLSNVQSKCGS
SEQ ID NO:27 | Tay265-294 NLKHQPGGGKVQIINKKLDLSNVQSKCGSK
SEQ ID NO:28 | Tay266-295 LKHQPGGGKVQIINKKLDLSNVQSKCGSKD
SEQ ID NO:29 | Tay267-296 KHQPGGGKVQIINKKLDLSNVQSKCGSKDN
SEQ ID NO:30 | Tay 276-305 QIINKKLDLSNVQSKCGSKDNIKHVPGGGS
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SEQ ID NO:31 | Tay 277-306 [INKKLDLSNVQSKCGSKDNIKHVPGGGSV

SEQ ID NO:32 | Tay278-307 INKKLDLSNVQSKCGSKDNIKHVPGGGSVQ
SEQ ID NO:33 | Tay 279-308 NKKLDLSNVQSKCGSKDNIKHVPGGGSVQI
SEQ ID NO:34 | Tay280-309 KKLDLSNVQSKCGSKDNIKHVPGGGSVQIV
SEQ ID NO:35 | Tay281-310 KLDLSNVQSKCGSKDNIKHVPGGGSVQIVY
SEQ ID NO:36 | Tay282-311 LDLSNVQSKCGSKDNIKHVPGGGSVQIVYK
SEQ ID NO:37 | Tay283-312 DLSNVQSKCGSKDNIKHVPGGGSVQIVYKP
SEQ ID NO:38 | Tay284-313 LSNVQSKCGSKDNIKHVPGGGSVQIVYKPV
SEQ ID NO:39 | Tay 285-314 SNVQSKCGSKDNIKHVPGGGSVQIVYKPVD
SEQ ID NO:40 | Tay286-315 NVQSKCGSKDNIKHVPGGGSVQIVYKPVDL
SEQ ID NO:41 | Tay287-316 VQSKCGSKDNIKHVPGGGSVQIVYKPVDLS
SEQ ID NO:42 | Tay288-317 QSKCGSKDNIKHVPGGGSVQIVYKPVDLSK
SEQ ID NO:43 | Tay289-318 SKCGSKDNIKHVPGGGSVQIVYKPVDLSKV
SEQ ID NO:44 | Tay290-319 KCGSKDNIKHVPGGGSVQIVYKPVDLSKVT
SEQ ID NO:45 | Tay292-321 GSKDNIKHVPGGGSVQIVYKPVDLSKVTSK
SEQ ID NO:46 | Tay 293-322 SKDNIKHVPGGGSVQIVYKPVDLSKVTSKC

SEQ ID NO:47 | Tay294-323 KDNIKHVPGGGSVQIVYKPVDLSKVTSKCG

SEQ ID NO:48 | Tay295-324 DNIKHVPGGGSVQIVYKPVDLSKVTSKCGS

SEQ ID NO:49 | Tay 296-325 NIKHVPGGGSVQIVYKPVDLSKVTSKCGSL

SEQ ID NO:50 | Tay 297-326 IKHVPGGGSVQIVYKPVDLSKVTSKCGSLG

SEQ ID NO:51 | Tay298-327 KHVPGGGSVQIVYKPVDLSKVTSKCGSLGN
SEQ ID NO:52 | Tay307-336 QIVYKPVDLSKVTSKCGSLGNIHHKPGGGQ
SEQ ID NO:53 | Tay308-337 IVYKPVDLSKVTSKCGSLGNIHHKPGGGQV

SEQ ID NO:54 | Tay309-338 VYKPVDLSKVTSKCGSLGNIHHKPGGGQVE
SEQ ID NO:55 | Tay310-339 YKPVDLSKVTSKCGSLGNIHHKPGGGQVEV
SEQ ID NO:56 | Tay 311-340 KPVDLSKVTSKCGSLGNIHHKPGGGQVEVK
SEQ ID NO:57 | Tay 312-341 PVDLSKVTSKCGSLGNIHHKPGGGQVEVKS
SEQ ID NO:58 | Tay 313-342 VDLSKVTSKCGSLGNIHHKPGGGQVEVKSE
SEQ ID NO:59 | Tay 314-343 DLSKVTSKCGSLGNIHHKPGGGQVEVKSEK
SEQ ID NO:60 | Tay 315-344 LSKVTSKCGSLGNIHHKPGGGQVEVKSEKL
SEQ ID NO:61 | Tay316-345 SKVTSKCGSLGNIHHKPGGGQVEVKSEKLD
SEQ ID NO:62 | Tay317-346 KVTSKCGSLGNIHHKPGGGQVEVKSEKLDF
SEQ ID NO:63 | Tay318-347 VTSKCGSLGNIHHKPGGGQVEVKSEKLDFK
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SEQ ID NO:64 | Tay 319-348 TSKCGSLGNIHHKPGGGQVEVKSEKLDFKD
SEQ ID NO:65 | Tay 320-349 SKCGSLGNIHHKPGGGQVEVKSEKLDFKDR
SEQ ID NO:66 | Tay 321-350 KCGSLGNIHHKPGGGQVEVKSEKLDFKDRV
SEQ ID NO:67 | Tay322-351 CGSLGNIHHKPGGGQVEVKSEKLDFKDRVQ
SEQ ID NO:68 | Tay 323-352 GSLGNIHHKPGGGQVEVKSEKLDFKDRVQS
SEQ ID NO:69 | Tay 324-353 SLGNIHHKPGGGQVEVKSEKLDFKDRVQSK
SEQ ID NO:70 | Tay 325-354 LGNIHHKPGGGQVEVKSEKLDFKDRVQSKI
SEQ ID NO:71 | Tay326-355 GNIHHKPGGGQVEVKSEKLDFKDRVQSKIG
SEQ ID NO:72 | Tay 327-356 NIHHKPGGGQVEVKSEKLDFKDRVQSKIGS
SEQ ID NO:73 | Tay 328-357 IHHKPGGGQVEVKSEKLDFKDRVQSKIGSL
SEQ ID NO:74 | Tay 329-358 HHKPGGGQVEVKSEKLDFKDRVQSKIGSLD
SEQ ID NO:75 | Tay 339-368 VKSEKLDFKDRVQSKIGSLDNITHVPGGGN
SEQ ID NO:76 | Tay 340-369 KSEKLDFKDRVQSKIGSLDNITHVPGGGNK
SEQ ID NO:77 | Tay341-370 SEKLDFKDRVQSKIGSLDNITHVPGGGNKK
SEQ ID NO:78 | Tay342-371 EKLDFKDRVQSKIGSLDNITHVPGGGNKKI
SEQ ID NO:79 | Tay343-372 KLDFKDRVQSKIGSLDNITHVPGGGNKKIE
SEQ ID NO:80 | Tay344-373 LDFKDRVQSKIGSLDNITHVPGGGNKKIET
SEQ ID NO:81 | Tay345-374 DFKDRVQSKIGSLDNITHVPGGGNKKIETH
SEQ ID NO:82 | Tay346-375 FKDRVQSKIGSLDNITHVPGGGNKKIETHK
SEQ ID NO:83 | Tay 347-376 KDRVQSKIGSLDNITHVPGGGNKKIETHKL
SEQ ID NO:84 | Tay348-377 DRVQSKIGSLDNITHVPGGGNKKIETHKLT
SEQ ID NO:85 | Tay349-378 RVQSKIGSLDNITHVPGGGNKKIETHKLTF
SEQ ID NO:86 | Tay350-379 VQSKIGSLDNITHVPGGGNKKIETHKLTFR
SEQ ID NO:87 | Tay351-380 QSKIGSLDNITHVPGGGNKKIETHKLTFRE
SEQ ID NO:110 | Tay352-381 SKIGSLDNITHVPGGGNKKIETHKLTFREN
SEQ ID NO:89 | Tay353-382 KIGSLDNITHVPGGGNKKIETHKLTFRENA
SEQ ID NO:90 | Tay354-383 IGSLDNITHVPGGGNKKIETHKLTFRENAK
SEQ ID NO:91 | Tay355-384 GSLDNITHVPGGGNKKIETHKLTFRENAKA
SEQ ID NO:92 | Tay356-385 SLDNITHVPGGGNKKIETHKLTFRENAKAK
SEQ ID NO:93 | Tay357-386 LDNITHVPGGGNKKIETHKLTFRENAKAKT
SEQ ID NO:94 | Tay358-387 DNITHVPGGGNKKIETHKLTFRENAKAKTD
SEQ ID NO:95 | Tay359-388 NITHVPGGGNKKIETHKLTFRENAKAKTDH
SEQ ID NO:96 | Tay360-389 ITHVPGGGNKKIETHKLTFRENAKAKTDHG
SEQ ID NO:97 | Tay361-390 THVPGGGNKKIETHKLTFRENAKAKTDHGA
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Y pesikux BapiaHTax 3AiINCHEHHS, iMyHoreHHUMM nentug BubpaHunm 3 SEQ ID NO: 1, tay 251-
PDLKNVKSKIGSTENLKHQPGGGKVQIINK-280; SEQ ID NO: 2,

Tay 256-VKSKIGSTENLKHQPGGGKVQIINKKLDLS-285; SEQ ID NO: 3,
Tay 259-KIGSTENLKHQPGGGKVQIINKKLDLSNVQ-288; i SEQ ID NO: 4,
Tay 275-VQIINKKLDLSNVQSKCGSKDNIKHVPGGG-304.

BuHaxig TakoX CTOCyeTbCs Oinbll KOPOTKMX i Oinblw AO0BMMX iIMyHOreHHUMX nenTuaiB Ansi
3aCTOCYBaHHA B paMKax [OaHOro BMHaxody, sIKi MiCTATb ogHy abo Aekinbka 3 aMiHOKUCNOTHUX
nocnigosHocten SEQ ID NO: 98 267-KHQPGGG-273, abo amiHokucnot SEQ ID NO: 99 298-
KHVPGGG-304, abo amiHokncnot SEQ ID NO: 100 329-HHKPGGG-335, abo amiHokucnoTt SEQ ID
NO: 101 361-THVPGGG-367, siki MOXYTb NOXoanTh 3 Byab-s1Koi 3 LWecTn i3odopm Binka Tay noguHu.
Y oaHOMY BapiaHTi 34INCHEHHS, IMYHOreHHWA nenTug MICTUTb LOHAMMEHLIe OOUH TepaneBTUYHUN
eniTon, Ae TepaneBTUYHUIA eniTon BMGpaHun 3 Tay 268-HQPGGG-273 SEQ ID NO: 223, tay 299-
HVPGGG-304 SEQ ID NO: 154, tay 330-HKPGGG-335 SEQ ID NO: 224 i Tay 362-HVPGGG-367
SEQ ID NO: 154. Y ogHOMy BapiaHTi 34IACHEHHS!, iIMYHOTE€HHUI nenTua MICTUTb NOCHIQOBHICTb,
BnbpaHy 3 SEQ ID NO: 109, tay 314-DLSKVTSKCGSLGNIHHKPGGGQVEVKSE-342; SEQ ID NO:
110, Tay 352-SKIGSLDNITHVPGGGNKKIETHKLTFREN-380; SEQ ID NO: 111, T1ay 325-
LGNIHHKPGGGQ-336; SEQ ID NO: 112, tay 357-LDNITHVPGGGN-368; SEQ ID NO: 108, Tay 294-
305 KDNIKHVPGGGS. Y gesknx BapiaHTax 34iMCHEHHS!, LWOHaAWMEHLLE OAWMH iMyHOreHHMI nentug
BNbpaHui 3 byab-akoi 3 SEQ ID NO: 1-4, SEQ ID NO: 9-101 i SEQ ID NO: 108-112, NIKAVPGGGS
(SEQ ID NO: 200), NIKHVPGGGS (SEQ ID NO: 201), IKHVPGGGS (SEQ ID NO: 202),
KHVPGGGSYV (SEQ ID NO: 203), HYPGGGSVQ (SEQ ID NO: 204), VPGGGSVQ (SEQ ID NO: 205),
GWSIHSPGGGSC (SEQ ID NO: 250) i SVFQHLPGGGSC (SEQ ID NO: 251), ANIKHVPGGGS (SEQ
ID NO: 144), DAIKHVPGGGS (SEQ ID NO: 146), DNAKHVPGGGS (SEQ ID NO: 149),
DNIAHVPGGGS (SEQ ID NO: 151), DNIKAVPGGGS (SEQ ID NO: 159), DNIKHAPGGGS (SEQ ID
NO: 161) i DNIKHVPGGGS (SEQ ID NO: 171).

AMIHOKUCIOTHI NOCNiAOBHOCTI, BiaNoBiaHi isodopmam binka Tay nognHu, HaeegeHi B SEQ ID NO:
102-107

SEQ ID NO: 102 (2N4R):

MAEPRQEFEV MEDHAGTYGL GDRKDQGGYT MHQDQEGDTD AGLKESPLQT PTEDGSEEPG
SETSDAKSTP TAEDVTAPLV DEGAPGKQAA AQPHTEIPEG TTAEEAGIGD TPSLEDEAAG
HVTQARMVSK SKDGTGSDDK KAKGADGKTK IATPRGAAPP GQKGQANATR IPAKTPPAPK
TPPSSGEPPK SGDRSGYSSP GSPGTPGSRS RTPSLPTPPT REPKKVAWR TPPKSPSSAK
SRLQTAPVPM PDLKNVKSKI GSTENLKHQP GGGKVQIINK KLDLSNVQSK CGSKDNIKHV
PGGGSVQIVY KPVDLSKVTS KCGSLGNIHH KPGGGQVEVK SEKLDFKDRV QSKIGSLDNI
THVPGGGNKK |IETHKLTFRE NAKAKTDHGA EIVYKSPVVS GDTSPRHLSN VSSTGSIDMV
DSPQLATLAD EVSASLAKQG L;

SEQ ID NO: 103 (1IN4R):

MAEPRQEFEV MEDHAGTYGL GDRKDQGGYT MHQDQEGDTD AGLKESPLQT PTEDGSEEPG
SETSDAKSTP TAEAEEAGIG DTPSLEDEAA GHVTQARMVS KSKDGTGSDD KKAKGADGKT
KIATPRGAAP PGQKGQANAT RIPAKTPPAP KTPPSSGEPP KSGDRSGYSS PGSPGTPGSR
SRTPSLPTPP TREPKKVAVV RTPPKSPSSA KSRLQTAPVP MPDLKNVKSK IGSTENLKHQ
PGGGKVQIIN KKLDLSNVQS KCGSKDNIKH VPGGGSVQIV YKPVDLSKVT SKCGSLGNIH
HKPGGGQVEVY KSEKLDFKDR VQSKIGSLDN ITHVPGGGNK KIETHKLTFR ENAKAKTDHG
AEIVYKSPW SGDTSPRHLS NVSSTGSIDM VDSPQLATLA DEVSASLAKQ GL;

SEQ ID NO: 104 (2N3R):

MAEPRQEFEV MEDHAGTYGL GDRKDQGGYT MHQDQEGDTD AGLKESPLQT PTEDGSEEPG
SETSDAKSTP TAEDVTAPLV DEGAPGKQAA AQPHTEIPEG TTAEEAGIGD TPSLEDEAAG
HVTQARMVSK SKDGTGSDDK KAKGADGKTK IATPRGAAPP GQKGQANATR IPAKTPPAPK
TPPSSGEPPK SGDRSGYSSP GSPGTPGSRS RTPSLPTPPT REPKKVAWR TPPKSPSSAK
SRLQTAPVPM PDLKNVKSKI GSTENLKHQP GGGKVQIVYK PVDLSKVTSK CGSLGNIHHK
PGGGQVEVKS EKLDFKDRVQ SKIGSLDNIT HVPGGGNKKI ETHKLTFREN AKAKTDHGAE
IVYKSPWSG DTSPRHLSNV SSTGSIDMVD SPQLATLADE VSASLAKQGL;

SEQ ID NO: 105 (ON4R):

MAEPRQEFEV MEDHAGTYGL GDRKDQGGYT MHQDQEGDTD AGLKAEEAGI GDTPSLEDEA
AGHVTQARMY SKSKDGTGSD DKKAKGADGK TKIATPRGAA PPGQKGQANA TRIPAKTPPA
PKTPPSSGEP PKSGDRSGYS SPGSPGTPGS RSRTPSLPTP PTREPKKVAV VRTPPKSPSS
AKSRLQTAPV PMPDLKNVKS KIGSTENLKH QPGGGKVQIlI NKKLDLSNVQ SKCGSKDNIK
HVPGGGSVQI VYKPVDLSKV TSKCGSLGNI HHKPGGGQVE VKSEKLDFKD RVQSKIGSLD
NITHVPGGGN KKIETHKLTF RENAKAKTDH GAEIVYKSPVY VSGDTSPRHL SNVSSTGSID
MVDSPQLATL ADEVSASLAK QGL;
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SEQ ID NO: 106 (IN3R):

MAEPRQEFEV MEDHAGTYGL GDRKDQGGYT MHQDQEGDTD AGLKESPLQT PTEDGSEEPG
SETSDAKSTP TAEAEEAGIG DTPSLEDEAA GHVTQARMVS KSKDGTGSDD KKAKGADGKT
KIATPRGAAP PGQKGQANAT RIPAKTPPAP KTPPSSGEPP KSGDRSGYSS PGSPGTPGSR
SRTPSLPTPP TREPKKVAVV RTPPKSPSSA KSRLQTAPVP MPDLKNVKSK IGSTENLKHQ
PGGGKVQIVY KPVDLSKVTS KCGSLGNIHH KPGGGQVEVK SEKLDFKDRV QSKIGSLDNI
THVPGGGNKK |IETHKLTFRE NAKAKTDHGA EIVYKSPVVS GDTSPRHLSN VSSTGSIDMV
DSPQLATLAD EVSASLAKQG L;

SEQ ID NO: 107 (ON3R):

MAEPRQEFEV MEDHAGTYGL GDRKDQGGYT MHQDQEGDTD AGLKAEEAGI GDTPSLEDEA
AGHVTQARMV SKSKDGTGSD DKKAKGADGK TKIATPRGAA PPGQKGQANA TRIPAKTPPA
PKTPPSSGEP PKSGDRSGYS SPGSPGTPGS RSRTPSLPTP PTREPKKVAV VRTPPKSPSS
AKSRLQTAPVY PMPDLKNVKS KIGSTENLKH QPGGGKVQIV YKPVDLSKVT SKCGSLGNIH
HKPGGGQVEV KSEKLDFKDR VQSKIGSLDN ITHVPGGGNK KIETHKLTFR ENAKAKTDHG
AEIVYKSPW SGDTSPRHLS NVSSTGSIDM VDSPQLATLA DEVSASLAKQ GL.

3acTocyBaHHsl BaKUMH Ha OCHOBI MenTUAIB ANA iHOYKUiT iIMyHHOI BiAMOBIAi Npu 3axBOPHOBAHHSIX,
NpoTU SIKMX LWe He [JOCTYMNHi 3aranbHOMPUMHATI BakuWHW, € nepcnektuBHum (Brown, 1994;
BenYedidia, et al., 1997). OgHak B 6araTbox BUNagKax HeBeENvKi NeENTUAM € NOraHNMM iIMyHOreHamu,
OCKiNbKA BOHW [iloTb SK ranTeHu, aKki no3dasBneHi HeobxigHux enitoniB Th-kniTMH i/abo ki
3axXONMOKTECS aHTUreHNpeacTaBnsaloyMMn knituHamm (APC) 3 HU3bKOK edEKTUBHICTIO. Y OogHOMY
BapiaHTi 3AiNCHEHHS, AaHOro BWHaxod4y IMYHOreHHi enitonn MOoXyTb OyTn 6inbw [OBrMMM
noninenTnaamu, sKi BKNIOYalOTb 3aXMCHUWA eniTon Tay-nentugy, abo aHanor pasom 3 iHLWWMMM
aMiHOKMCnoTamu.

Heski 3 3acobiB, onuMcaHuMx B [JaHOMY [OKYMEHTI Ans iHAYKUii iMyHHOI Bignosigi, MIiCTATb
npuaaTtHWA eniton Ansa iHgyKuii iMyHHOT BignoBigi npoTn naTonoridyHoro Ginka Tay i BiaknageHHs Tay,
ane € gyxe manumu, wob 6yTn iMyHOreHHMMK. Y UbOMy BUMNAZKY, NENTUOHUIA iIMYHOTeH Moxe 6yTu
3B'A3aHUN 3 NpUMAATHUM HOCIEM, KM gonomarae iHQyKyBaTh iMyHHY BignoBidb. Y NEBHMX BapiaHTax
3[0iMICHEHHS, MpuAaTHI HOCii BKMOYalTb CUPOBATKOBI anbbymiHW, remouiaHiH nimdu pasnuka,
MOneKynu iMyHornoOyniHis, TupeornobyniH, oBanbOyMiH, NpaBLEBUA TOKCOiA4 abo TOKCOIA 3 iHLIMX
naTtoreHHux OakTepin, Takui sk audpTtepinHmiA, E. coli, xonepHuin abo H. pylori, abo ocnabneHe
noxigaHe TOKCUHY. IHWIi HociT ana cTumynsauii abo nocnneHHs iIMyHHOI BiAMNOBIAI BKOYAOTbL LUTOKIHN,
Taki sk IL-1, nentugm IL-1a i B, IL-2, yINF, IL-10, GM-CSF i xemokiHu, Taki sk MIP1la i B i RANTES.
IMYHOreHHi areHTn TakoXX MOXyTb OyTwu 3B'A3aHi 3 nentugamu, SKi MOCWUMOKTL TPaHCNOPT 4vepes
TKaHuHK, sk onucaHo B O'Mahony, WO 97/17613 i WO 97/17614.

IMyHOreHHi areHTn MOXyTb OyTW 3B'A3aHi 3 HOCIEM LWMAAXOM XiMiYHOrO 3wmBaHHA. Crnocobu
3B'A3yBaHHA iIMyHOreHa 3 HOCiEM BKITHOYAKOTh YTBOPEHHSA AUCYIbMIOHUX 3B'A3KIB 3 BUKOPUCTAHHAM N-
CYKUMHIMignn-3-(2-nipugunTio)nponioHaty (SPDP) [ CYKUMHimignn-4-(N-
ManeiMmigomeTun)umknorekcan-1-kapbokcunaty (SMCC) (skwo nentua nos6aeneHun
cynbdrigpunbHoi rpynu, Le moxe 6yTn 3abesnevyeHe NpUeEAHaAHHAM 3anuvLIKy UucTeiHy). Lii peareHTu
CTBOPIOKOTb AUCYNbMIAHUIA 3B'A30K MK HUMW CaMUMW i 3anullkamMu LUMCTEiHY B NenTtuai Ha OogHOMY
Oinky i amigHMIM 3B'I30K Yepe3 encunoH-amiHorpyny Ha nisnHi abo iHWY BiNbHY aMiHOTpyny B iHLUIMX
amMmiHokucnoTax. MHOXuWHa Takux yTBOprowUuMX Aucynbdig/amia areHTiB onvcaHa B Immun. Rev. 62,
185 (1982). IHwWi BidyHKUiOHanNbHI 3B'A3yBarnbHi areHTU yTBOPTL TioedipHWA, a He AncynbdigHUn
3B'A30K. barato ski 3 umx yTBOpIOKOYUX Tioedip areHTiB € KOMepuinHO AOCTYMHUMW i BKMNOYaloTb
peakuinHo3gaTtHi cknagHi edipu 6-maneimigokanpoeBoi KMcnotu, 2-6poMOLTOBOI Kucnotn i 2-
nogoutoBoi  kucnotu, 4-(N-maneimigomeTun)umknorekcaH-1-kapboHoBoi kucnotu. KapBoKCumbHi
rpynu MOXyTb BYTW aKTMBOBaHI LUNAXOM KOMBiHYyBaHHS X 3 CyKUMHIMiZoM abo 1-rigpokcun-2-HiTpo-4-
CYNbGOHOBOI KMCMOTO, Ciflb HATPIlO.

IMyHOreHHi NMenTuaM TakoX MOXYTb €eKCrnpecyBaTucCst SK 3nuTi Ginku 3 HocisMu. IMyHOreHHUR
nentug Moxe Oyt 3B'a3aHMi 3 HocieM Ha N-kiHui, C-kiHui abo B ginsgHui Oyab-ge B nenTuai
(BHYTpPIWHBO). Y Oeskux BapiaHTax 34iNCHEHHS, B 3NUTOMY Oirnky mMoxe OyTU NPUCYTHS MHOXMWHA
NOBTOPIB iIMyHOrE€HHOro NenTUay.

Hanpuknag, Takox nepefnbadqaloTbCsi iMyHOreHu, siKi BKMOYalTb 3nuTi Binkn, ki MicTaTb Tay-
nentng, WO MICTUTb 3aXUCHUM B-kniTMHHWMIA eniTon, 3B'A3aHMA 3 BUNAQKOBUM HEMPUPOAHUM
3aransHuM no DR enitonom Th-kniTuH, gkun iHQykye B-kNiTMHHY BiANOBiAb NPOTWN 3aXUCHOro enitona.
Y HacTymHi anbTepHaTMBi BMHaxXig CTOCYETbCS IMYHOrEHIB, SKi MOXyTb OYyTW CKOHCTpyWOBaHi SK
nonimepu (Jackson et al., 1997), MHOXUHHI cuctemmn aHTureHHnx nentuais (MAP) (Tarn and Recent,
1996), imyHocTumyntotodi komnnekcn (ISCOM) (Barr I. G. and Mitchell, 1996) i, moxnmBo, iHLWi
posranyxeHi amdoTtepHi noninentnan (Wilkinson et al., 1998) abo xmumepHi nentTuam, ogep>KyBaHi
Lwnsaxom KoniHeapwusauii enitonis (Marussig et al., 1997).
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Y neBHUX BapiaHTax 34iNCHEHHA, TepaneBTUYHI NenTuam MoXHa BUKOPMCTOBYBATU okpemo abo B
KombiHaLii, 38'a3aHMKN abo He 3B'd3aHMMK 3 hapMaLEeBTUYHO NPUMHATHUM HOCiEM, BkNovatoun KLH,
npaBLEBUIA TOKCOig, 3B'A3ytouni anbOymiH 6inok, Ouyaumii cupoBaTKOBMIK anbbyMiH, AeHApuMep
(MAP; Biol. Chem. 358: 581), a Takox aa'toBaHTHUMMK pedoBMHaAMM abo iX KOMBiHaLis MK, OnNUCaHUMMU,
Hanpuknag, B O'Hagan et al. (2003) (3okpema, €HAOreHHi iIMYHOCTMMYIIOKOYI CMOMYKN i cucTeMun
po3nogainy, onucaHi B gaHoMy aokymeHTi) i B Wilson-Welderer et al. (2009) (3okpema, 3 TUMU 3 HUX,
AKi NpeacTaBneHi B Tabnuui 2 i 3 Bka3aHoOro AokymeHTa), abo ix cymiwamu.

Y NeBHUX BapiaHTax 34iACHEHHS, IMYHOTEHHWUIA areHT 3a AaHMM BUHAxXo4oM Moxe OyTu 3B'si3aHuin
abo npueaHaHM 40 NPUAATHOrO HOCIS XiMIYHMM 3LUMBAHHAM A1151 NOCUMITEHHS iIMYHHOT BigMNoBigi npoTu
natonoriyHoro Ginka Tay, B TOMy uuchni BigknageHHs Oinka Tay. Y neBHWX BapiaHTax 34iNCHEHHS,
3B'A3aHMN abo npuegHaHui dapmaueBTUYHO MPUMHATHUIA HOCIA sIBNSiE COOOK remouiaHiH nimdun
pasnuka (KLH), npaBuesui Tokcoig, Ouyaumi cupoBaTkoBuM anbbymiH (BSA), monekyny
imyHornobyniny (lg), TupeornobyniH abo osornobyniH. IHWi Hocii Ana cTumynsauii iIMyHHOT BignoBigi
BKITIOYAIOTb UMTOKIHK (Taki sk IL-1, IL-2, IL-10, IFNy, GM-CSF) i xemokiHn (Taki sk MIP1a i B).

Mentnam abo aHanoru Ginka Tay MOXHa CUHTE3yBaTW 3a OOMOMOrol TBEpPAO(a3HOro CUHTE3y
nentuaiB abo pekombiHaAHTHOI ekcrpecii, abo iX MOXHa OJepXyBaTuM 3 MPUPOLHUX [Kepen.
ABTOMATU4YHI NPUCTPOI ANs CUHTe3y nNenTuaiB € KOMEPUIMHO AOCTYMHMMW Big YMCNEHHUX
nocTtavanbHUKIiB, Takmnx sik Applied Biosystems, EZBiolab abo Antagene. PekombiHaHTHI ekcnipecytodi
cucTemm BKMoYaloTb OakTepil, Taki sk E. coli, apixaxi, kniTMHM komax abo kniTuHu ccasuiB. MeToanku
ana madinynioBaHHa OHK i ogepxxaHHsa koHcTpykuin OHK ana pekombiHaHTHOI ekcnpecii onucaHi
Sambrook et al. (1989), cnocobu ogepxaHHs pekomBiHaHTHUX GinkiB geTanbHO onucaHi B Current
Protocols in Protein Science (po3ain 5 "Production of Recombinant Proteins”, UNITS 5.1-5.24, DOI:
10.1002/0471 140864, Takox goctynHa Ha onlinelibrary.wiley.com/book/10.1002/0471 140864/toc).

IMyHOreHHi areHTu 3a gaHuMM BMHaxo4OM MOXYTb €KcrpecyBaTucs BipycoMm abo OakTepieto sk
BekTop abo Hoci. HykneiHoBy KUCMOTY, WO KOAY€E iMyHOreHHW nentua, BOyaoByloTb B reHom abo
enicomy Bipycy abo Oakrtepii. Y pesynbTaTi, iMyHOreHHi nenTman MOXYTb €KcnpecyBaTUCs $IK
cekpeToBaHMI Oinok abo sk 3aNUTUn GinNok 3 GiNkoM 30BHILLHBOI MOBEPXHI Bipycy, abo BOHM MOXYTb
€KCNOHYBaTUCS K TpaHCMeMbpaHHuiA Binok 6akTepin. Bipycu abo 6akTepii, BAKOPUCTOBYBaHI B TakuX
cnocobax, 3BM4yariHO € HenaToreHHMK abo ocnabnenumu. MNpuaaTHi BipycK BKMOYalTh ageHOBIpYC,
HSV, Bipyc BeHecyenbCcbkoro eHuedanity KoHel i iHwWi anbda-Bipycn, BIipyC BE3UKYNSIPHOIO
cTomaTtuTy i iHWi pabaosipycu, Bipycu BicnoBakuumHM i Bicny ntaxiB. [NpuaaThi 6akTepii BkNtovaoTb
Salmonella i Shigella. AnbTepHaTMBHO € NpuaaTHUM 3NUTTS iMyHoreHHoro nentugy 3 HBsAg HBV.

HacTtynHuin acnekT gaHoro BMHaxody CTOCYETbCS MiKapcbkoro 3acoby abo iMyHoreHa, siki Takox
MOXYTb OyTW aHanoramu pi3HMX MenTuaiB, ONUCaHWX B Pi3HMX BapiaHTax 34iNCHEHHSA (Hanpuknag
SEQ ID NO: 1-4; 9-97), abo ix dpparmeHTamu.

[aHun BnHaxig TakoX OCHOBAHWW Ha BIOKPWUTTI HOBUX NenTuAiB, NO3Ha4YyBaHUX B AaHi 3adaBLUi 9K
CKOHCTPYMOBaHi TepaneBTWYHI enitonu. He3Baxawun Ha HasiBHICTb NEPBUMHHOI MOCMILOBHOCTI, sika
BiOPI3HAETbCA Bi4 NEpPBUHHOI NOCNigoBHOCTI Ginka Tay i dpparmeHTiB Oinka Tay, AaHuA BMHaxig
CTOCYETbCS CKOHCTPYMOBaHUX TepaneBTUYHUX eniToniB, K 34aTHi maTtu dopmy (Hanpuknag
BHYTPILWHbLO HEBperynboBaHa CTPYKTypa, TPeTUHHa CTPYKTypa, KOHdopMmaLis), ska iMiTye uen oauH
abo gekinbka 3 "TepaneBTMYHMX eniToniB" Ginka Tay, onucaHux Buwe. LLnaxom imiTauii ogHiei abo
OEKINbKOX 3 UMX obnacten, Ui CKOHCTpyWOBaHi TepaneBTU4YHI eniTonn MoXyTb OyTW npuaatHi ans
OofepXaHHA aHTUTIN NPOTU HUX, TaKUX AK aHTWUTIna, ski KoHkypytoTb 3 DC8ES. Ui nentnam 3gaTHi
KOHKypyBaTu 3 6inkom Tay abo cparmeHTamm Ginka Tay 3a 3B'a3yBaHHA 3 aHTuTinom DCB8ES,
OMNMUCaHUM BULLLE.

TakoxX BKIMOYEHi iIMyHOreHHi CKOHCTPYNOBaHi TepaneBTUYHI eniTonu, AKi 3aaTHi iHAyKyBaTu iMyHHY
BiANOBiAb Ha NaTonoriYyHMM BINOK Tay Mpw iH'ekTyBaHHi B Mogenax AD Ha wypax i SKi, 9K MOXHa
odvikyBaT, OyayTb 3giicHoBaTM Te X came Yy nwoguHu. Kpim  uboro, TakoX —onucadi
aHTWTINA/aHTUCMPOBATKM MULLI, MPOAYKOBaHi y BIi4NOBiAb Ha iMyHi3auito ogHuUM abo aekinbkoma
CKOHCTPYMOBaHUMUN TepaneBTUYHMMMK enitonamu i 3aaTHi (i) posnisHaBaTu ofvH abo Aekinbka
eniTonie, siki ABNSAOTb coboto abo imiTytoTb enitonu DC8ES; (ii) po3pisHioBaTH naTonoriyHui 6inok Tay
i HopmanbHU Ginok Tay; i/abo (iii) posnizHaBaTn HelpoibpMUNApHi ocepenkn B rofIOBHOMY MO3KY
noavHu npu AD i/abo B Mogensix AD Ha TpaHCTeHHUX Lypax.

BuvHaxin TakoX CTOCYeTbCS KOMMO3WULIN Ans MNOnepemXeHHsl, nikyBaHHA i/abo giarHOCTMKK
XBOpoOu Anburenmepa, e Komnoauuis mictuTb (i) 3acib gna nikyBaHHS xBopobu Anburerimepa y
iHgmBigyyMa wnsxom iHribyBaHHa arperauii Tay-tay; i (2) dpapmaueBTUYHO NPUNHATHWUIA HOCIN i/abo
po3pigxyBa4y. BuHaxig Takox CTOCYeETbCS KOMMO3WUiIA ONS MONepemKeHHd, nikyBaHHS i/abo
AiarHoCTUKM xBopobu AnburenmMepa, e komnosuuis Mictutb (i) 3acid gnsa nikyBaHHs XBOpPOOM
AnbureriMepa y iHOMBigyymMa WNSAXOM 3B'A3yBaHHS 3 OgHUM abo fgekinbkoma "TepaneBTUYHUM
eniTonamun”" B natonoriyHoMy Binky Tay; i (2) dpapMaueBTU4HO NPUAHATHUI HOCIW i/abo po3pigxyBaui.
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BrHaxig Takox CTOCYeTbCA KOMMO3ULIN ANA nonepemkeHHs, nikyBaHHS i/abo aiarHocTuku xsopobu
AnbLlrermMepa, e KoMno3uuist MicTuTb (i) 3acib ona 3HWKEHHS arperauii Tay-Tay LWAsSXoM 3B'i3yBaHHSA

3 ogHuM abo pekinbkoma "TepaneBTUYHMMK enitonamu" B naTonoridHomy O6inky Tay; i (2)
hapMaLeBTUYHO NPUAHATHUIA HOCIN i/abo po3pimKyBavi.
Cknagu

3acobu 3a BMUHAaxX04OM MOXHa BBOOAMTU siK dapMaueBTUYHI CKnagu, WO MICTSTb Jlikapcbkuii 3acio
(Hanpuknag aHTMTINO abo nmenTua, SK onMcaHo BuWe) | OaMH abo Aekinbka iHWKX hapmaueBTUYHO
NPUAHATHUX KOMMOHeHTIB. [uB. Remington's Pharmaceutical Science (15th ed., Mack Publishing
Company, Easton, Pa., 1980). Ui cknagu BknoyaloTb, Hanpuknag, NOPOLIKW, nacTu, masi, xene,
BOCKW, Macna, ninign, Besukynu, WO MIiCTaTb ninign (kaTioHHi abo aHioHHi) (Taki sk LIPOFECTIN),
koH'toratn [HK, 6e3BogHi abcopbuinHi nactu, emynecii Tuny "macno-s-soai" i "Boga-B-macni',
eMynbcii kapboBakc (NonieTUNeHrnikoni 3 pi3HOK MOMNEKYNAPHOK Macol), HanisTBepAai reni i
HaniBTBepAi Cymili, Wo MicTaTb KapboBakc. byab-Aka 3 BkazaHuX BUWE Cymillen Moxe ByTtu
npuaatHa anga cnocobis nikyBaHHA i Tepanii BigNnoBigHO 00 4aHOro BUHaxXody, 3a YMOBMU, LLO aKTUBHUI
iHrpedieHT B cknagi He iIHaKTUMBYETbCS CKNagoM i cknag € goisionioriyHo CyMiCHMM i nepeHocuMmnm npum
AaHoMy LWnNsxy BBedeHHs. [Oue. Takox Baldrick P. "Pharmaceutical excipient development: the need
for preclinical guidance."” Regul. Toxicol. Pharmacol. 32(2):210-8 (2000), Wang W. "Lyophilization and
development of solid protein pharmaceuticals”. Int. J. Pharm. 203(1-2):1-60 (2000), Charman W.N.
"Lipids, lipophilic drugs, and oral drug delivery-some emerging concepts". J. Pharm Sci. 89(8):967-78
(2000), Powell et al. "Compendium of excipients for parenteral formulations”. PDA J Pharm Sci
Technol. 52:238-31 1 (1998), i uMTaTn B HMX, ANs AOAATKOBOI iHhOpMaLli, WO CTOCYETLCS CKMagiB,
€KCLMNIEHTIB i HOCIIB, BigoOMMX hapMaLeBTUYHUM XiMiKaM.

LUnpoka MHOXMWHaA papMaueBTUYHO NPUAHATHUX EKCUMMIEHTIB BigOMa B OaHin ranysi i He
notpebye getanbHOro OGroBOpeHHA B gaHOMy onwuci. PapmaueBTUYHO MNPUNAHATHI eKCLMMNIEHTH
AOKNagHo onucaHi B pisHUX nybnikauisax, Wo BKAYaTb, Hanpuknag, Gennaro A. (2000) "Remington:
The Science and Practice of Pharmacy", 20th edition, Lippincott, Williams, & Wilkins; Pharmaceutical
Dosage Forms and Drug Delivery Systems (1999) H.C. Ansel et al., eds., 7.sup.th ed., Lippincott,
Williams, & Wilkins; i Handbook of Pharmaceutical Excipients (2000) A.H. Kibbe et al., eds., 3 ed.
Amer. Pharmaceutical Assoc.

Bubpanun cknag 3anexuTb Big nepenbavyBaHOro LWNAXY BBEAEHHS | TepaneBTUYHOrO
3actocyBaHHs. Cknagu TakoX MOXYTb BKMYaTh dapMaueBTUYHO MPUAHATHI HETOKCUYHI Hocii abo
pO3pimxyBaui, ki BU3HA4YaloTb K HOCIT, LUMPOKO BUKOPWCTOBYBAHI ANS CKNagaHHA dapmaueBTUYHMX
KOMMo3wuuin Ans BBeAeHHs TBapwuHi abo noguHi. Pospigxysay BnubupatoTb Tak, WO6 BiH He BNnvBaB
Ha GionoriyHy akTuBHICTb kOMOGiHauii. [puknagamu Takux po3pigKyBadiB € AWCTUNbOBaHa BOAA,
izionoriyHmin poccatHo-conboBuin Bydep, po3umHu PiHrepa, po3umH OEKCTPO3M i pO34nH XeHkKca.
dapmMaueBTU4Ha KOMMO3uMLis abo cknag TakoX MOXYTb BKMHOYATM iHWI HOCIi, ag'toBaHTM abo
HETOKCWYHI, HeTepaneBTUYHI, HEIMYHOreHHi ctabinizatopu i 7. n. OgHak, gesiki peareHTu, npuaaTtHi
ONa BBeOEHHs TBapuHaMm, Taki sK NOBHUN ap'toBaHT PperHaa, 9K NpaBuio, He BKIOYaKTb B
KOMMO3ULIT ANA 3aCTOCYBaHHS Y NMIOAUHN.

Mpuknagn npuaatHux dapMaLeBTUYHUX HOCIIB BiJOMi B JaHil ranysi i Bknwo4alTb gocdaTHo-
conboBi Oydepu, Bogy, eMynbCii, Taki Ak eMynbcii Macno/soga, pi3Hi TMNU 3Mo4YyBanbHUX PEYOBUH,
CTepunbHi po3umHM | T. A. Komnoawuuil, Wwo MICTATb Taki HOCIii, MOXHa cknagaTu BigoOMUMU
3aranbHONPURHATMMU cnocobamu. binbl AeTanbHO HOCIT ONUCaHI HUKYeE.

Apn'toBaHTum

TepaneBTUYHI 3acobu, iMyHOreHun, 3a BUHAXo4OM MOXHa BBOAUTM B KOMOGiHauii 3 ag'toBaHTamu,
TOGTO peyoBUHaMK, ki cami No cobi He BMKNUKaOTb aganTMBHY iIMYHHY BiAMNoOBidb, ane NOCUIIOKTb
abo moayniolTb BiAMOBIAb Ha CYMyTHIN aHTUMreH. Y KombOiHauii 3 TepaneBTMYHMMK nentugamu i
aHTUTINaMn 3a JaHUM BUHAXOO4OM MOXHa BUKOPWUCTOBYBATWU Pi3Hi af'toBaHTW, ANSA iHOYKUii iMYHHOI
Bignoeiai. MNepeBaxHuin ag'toBaHT(W) MOCUMOE NPUPOAHY BIOMNOBIAb Ha iIMYHOreH, He BUKIMKaKO4YU
KOHdbopMaLLifiHi 3MiHM iIMyHOreHa, siki BNnNuHynu 6 Ha sikicHy dhopMy Bignosiai.

Y neBHWX BapiaHTax 3A4iNCHEHHS, af'toBaHT sBNsie cobOk Cinb anoMiHilo (ranyH), Taky sk
rigpokcua antoMiHito, docdaT antomiHito i cynbdaT anomiHito (Hunter, 2002). Taki ag'toBaHTU MOXHa
BMKOPUCTOBYBATU 3 iHLUMMM KOHKPETHUMU iMyHOCTUMYMOYMMK 3acobamu, Takumu sk 3-ge-O-
auunboBaHun moHodocdopunninia A (MPL) abo 3-DMP, nonimepHi abo MOHOMEpPHI aMiHOKUCIOTH,
Taki sK nonirmytamiHoBa kucrnota abo noniniauH, abo 6e3 Hux. Taki ag'toBaHTUM MOXHa
BMKOPUCTOBYBATM 3  iHWMMW  KOHKPETHUMM  iIMyHOCTUMYMOKUYMMM  3acobamu, TakuMu  §K
MypaminnenTuam (Hanpuknag N-aueTunmypamin-L-TpeoHin-D-izornytamiH (thr-MDP), N-
aueTunHopmypamin-L-ananin-D-izornytamid (nor-MDP), N-auetunmypamin-L-ananin-D-idornytamiHin-
L-anaHiH-2-(1'-2' gunansmiToin-sn-rniuepo-3-rigpokcmdocopunokci)eTnnamin (MTP-PE), N-
aueTtunrnokosamiHin-N-auetunmypamin-L-Al-D-i3o-glu-L-Ala-gunansmitokcunponinamia  (DTP-DPP)
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theramide™) abo iHLi KOMNOHEHTW KIMITUHHOI CTiHKM BakTepin, abo 6e3 HuX. IHwWi aa'loBaHTK ABNAKTL
coboto emynbcii TMny "mMacno-s-sogi" i BknoyawTb (@) MF59 (WO 90/14837, Van Nest et al., ska
BKIMOYEHa B AaHWI OMUC SIK MOCUIaHHSA B MOBHOMY 06c43i), Wwo mictntb 5 % ckeaneH, 0,5 % Tween 80
i 0,5% Span 85 (wo HeOOOB'AI3KOBO MICTUTb Pi3Hi kinbkocTi MTP-PE), cknageHwun y Burmsgi
CyOMIKPOHHUX YAaCTUHOK 3 BMKOPUCTAHHAM MikpodpnyigusaTtopa, Takoro sik mikpodonyiamsatop Model
110Y (Microfluidics, Newton Mass.), (b) SAF, wo mictute 10 % ckBaneH, 0,4 % Tween 80, 5%
pluronic-6nokoBanun nonimep L121, i thr-MDP, abo mikpodnyignsoBaHuin B CyOMIKPOHHY eMYyrbCito,
abo nepemilwaHnii CTPYLLIYBAHHAM AN odepKaHHS eMynbCil 3 Binbll BENMKAM PO3MipOM YaCTUHOK, i
(c) apg'toBaHTHY cuctemy Ribi.TM. (RAS) (Ribi InunoChem, Hamilton, Mont.), wo wmictute 2 %
ckBaneH, 0,2 % Tween 80, i ognH abo aekinbka KOMMNOHEHTIB KNITUHHOI CTiHKM BakTepin 3 rpynu, sika
ckrnagaeTteca 3 moHodpocopunninigy A (MPL), aumikonaty Tperanosu (TDM) i ckeneta KniTUHHOI
cTiHkn (CWS), Hanpuknag MPL+CWS (Detox.TM.). Y gesikux BapiaHTax 34iNCHEHHS, afd'loBaHT sBNS€E
co0o0t0 canoHiH, Takmi sk Stimulon™ (QS21, Aquila, Worcester, Mass.), abo 4acTuHkM, cdhopmoBaHi 3
Hboro, Taki sik ISCOM (imyHocTumyniotodi komnnekcn) i ISCOMATRIX. IHWi aa'toBaHTU BKMOYaKOTb
nosHmn apg'toBaHT PpenHpga (CFA) i Henoehui ap'toBaHT ®pennHga (IFA), UMTOKIHWM, Taki £k
iHTepnienkinm (IL-1, IL-2 i IL-12), makpodaranbHuii KonoHiecTumyntoumnn dpaktop (M-CSF) i daktop
Hekpo3y nyxnuHu (TNF).

AnbTepHaTUBHO Tay-nenTuamn i iX iIMyHOreHHi aHanorm MoXHa 3B's3yBaTM 3 ad'loBaHTOM.
Hanpuknag, ninonentugHy Bepcito Tay-nentugy "A" MOXHa OAepXyBaTu LUMSXOM NPUEOHAHHSA
nanbMiTUHOBOI KMcnoTu abo iHwmx ninigie 6e3nocepegHbo Ao N-kiHus "A", sk onucaHo Ans
BakumHauii aHtureHom renatuty B [Livingston, J. Immunol. 159, 1383-1392 (1997)]. OagHak Take
NPUEQHAaHHS NO CYTi HEe NOBMHHO 3MiHIOBATK KOHOpMaLito Tay-nentuay "A" HacTinbkuy, Wo6 BNANHYTK
Ha NPUpPOAY IMYHHOI BiOMNOBIAI HA HBOTO.

AO'toBaHT MOXHa BBOAUTU 3 iIMYHOreHOM SIK €AMHY KOMMO3uuito abo Moro mMoxHa BBOOUTWU [0,
ogHoyacHo abo nicnsa BBeAEHHS iMyHoreHa. IMyHoreH i ag'toBaHT MOXyTb ByTn ynakoBaHi i HagaHi B
OfHIN i Ti e MICTKOCTi abo BOHM MOXYTb OyTW ynakoBaHi B OKpeMi MICTKOCTI i iX aMilyoTb nepeq
3acTocyBaHHAM. IMyHOreH i ag'loBaHT, SK MpaBwUIo, YMakoBaHi 3 SPMIMKOM, Ha SKOMY YyKa3aHo
nepenbavyBaHe TepaneBTMYHE 3aCTOCYBaHHSA. AKWO iMyHOreH i aa'toBaHT yrnakoBaHi MO OKPeMOCTi,
yrnakoBKa, K MpaBuUIIo, BKITOYAE iHCTPYKLii NO 3MillyBaHHIO nepen 3acTtocyBaHHAM. Bubip ag'toBaHTy
i/abo Hocia 3anexutb Big CTabINbHOCTI iIMYHOreHHOro cknagy, WO MICTUTb af'toBaHT, LUMAXY
BBEOEHHS, CXeMU A03YyBaHHSA, epeKTUBHOCTI aa'toBaHTy AN BuAy, WO NiggaetbCa BakumHauii, i, y
noanHn, hapmaueBTUYHO NPUMHATHUIA aa'loBaHT ABNAE OO0 aa'loBaHT, KU CXBaneHun abo moxe
OyTn cxBaneHwn Ons BBEAEHHS Y NOAVHW BiOAMOBIOHMMW KOHTPOMOKYMMKU opraHamu. Hanpuknag,
noBHMIN ag'toBaHT OperiHaa He NpuaaTHUA aNnsa BBeAeHHA y noamHn. OgHak, ons BBEAEHHS Y NMOAUHN
npugatHui ranyH, MPL a6o HenoBHui ag'toBaHT ®penHga [Chang et al., Advanced Drug Delivery
Reviews, 32:173-186 (1998)], ska Bknto4YeHa B 4aHWUWA OMUC 5K NOCUMAaHHA B MOBHOMY 06cA3i) okpemo
abo HeoboB'sA3k0BO B kOMGiHaUii 3 6yab-Akum 3 ranyHis, QS21 i MPL i Bci ix koMbBiHaLii.

dPapmaueBTUYHI  KOMMO3MLii  TakoXX MOXYTb BKIHOYATU BENWKi  MOBINMbHO MeTabornisoBaHi
MaKpOMOIeKynu, Taki sk 6inku, nomnicaxapvgm, Taki 9K XiTo3aH, NOMiMOMOYHI KUCIOTK, MONirmikonesi
KMCNoTu i cnisnonimepu (Hanpuknag gyHKUioHanisoBaHa natekcoMm cedaposa, araposa, Lenonosa i
T. N.), NoniMepHi amMiHOKUCNOTK, cniBnoniMepu amiHOKUCIOT i arperaTu ninigis (Hanpuknag MacnsHi
Kpanni abo ninocomu). KpiMm Liboro, Ui HOCii MOXYTb BMKOHYBaTW (OYHKLitO iIMYHOCTUMYIIOKOUYMX 3acobiB
(TobTO ag'toBaHTIB).

KombGinauii

BuHaxig ctocyeTbca komnoauuin i cnocobiB AN nikyBaHHS, AKi MOEAHYOTb B COGi aHTUTING i
nenTuam, onucaHi B 4aHOMy OOKYMEHTI, 3 iHWwmMK cnocobamu nikyBaHHs AD i cnopigHeHux Taynarin.
Hanpwvknag, Ha gaHun yac nos'dA3aHi 3 Tay TepaneBTUYHI cTpaTerii, FONOBHUM YMHOM, CCDOKYCOBaHi Ha
nikapcbkux 3acobax, ki iHridyTb KiHa3n Ginka Tay abo aktmByoTh hoccaTtasm [Igbal and Grundke-
Igbal, 2004, 2005, 2007; Noble et al. 2005], nikapcbkux 3acobax, siki cTabini3yloTb MIKPOTPYOOUKM
(Zhang et al. 2005), nikapcbkux 3acobax, siki CpusATb NPOTEONITUYHIN Aerpagauii HenpaBWUbHO
3ropHeHoro Oinka Tay [Dickey et al. 2005; Dickey and Petrucelli, 2006; Dickey et al. 2006], cnonykax,
AKi nepelwkomkatoTb abo obepTatoTb Hasag arperadito 6inka tay [Wischik et al. 1996; Pickhardt et al.
2005; Taniguchi et al. 2005; Necula et al. 2005; Larbig et al. 2007] abo onocepenkoByBaHOMY
BaKLUMHOI BUBeOEHHi arperosaHoro binka tay (Asuni et al. 2007). TakuM YMHOM, BMHaXif CTOCYETLCH
TOro, WO MHOXWHHE HaLintoBaHHA (HaNpuKaz HauintoBaHHS SIK Ha Oinok Tay, Tak i Ha 6eTa-aminoin)
MOXe CYTTEBO 36inbLUNTK €DEKTUBHICTb MiKyBaHHS.

Y Bunagky xBopobu AnbureniMepa i CNopigHeHUX TaynaTii, Npu SKMX NaTonoriYHUN PO3YUHHUI
Oinok Tay i HepO3UYMHHMI Binok Tay (BigKNageHHs Tay) 3'ABNSAOTLCS B FOJIOBHOMY MO3Ky, 3acib 3a
BMHAaX040M TakoX MOXHa BBOAUTW Pa3oM 3 iHWNMK 3acobamu, siki 36inbLUyoTb NPOXOAXEHHS 3acobiB
3a BMHaxXo4oM 4yepe3 rematoeHuedaniyHmn 6ap'ep.
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Cnocobwu BBeAeHHS

Bacobu gns iHAyKUii iMyHHOT BignoBiai (nacMBHOI abo akTUBHOI), ANs 3HWXKEHHA piBHS Binka Tay
abo ans Oyab-sikmx 3i cnocobiB nonepemkeHHsi, nikyBaHHA abo giarHocTuku (in vivo), onucaHux B
OAHOMYy  [OOKYMEHTi, MOXHa BBOAMTU NapeHTepanbHUM, MICLEBMM,  BHYTPILLIHLOLLKIPHUM,
BHYTPILUHbOBEHHMM, MepopanbHAM, MiAWKIPHAM, BHYTPILUHBOOYEPEBMHHUM, iHTpaHasanbHUM abo
BHYTPILIHbOM'I30BMM  LUAAXOM ANs npodpinaktuyHoro i/fabo TepaneBTMYHOrO nikyBaHHS. TUNOBMM
LUNAXOM BBEAEHHS € MiALWKIPHUIA LWSAX, XOU iHWIi WASXM MOXYTb OyTn piBHOEEKTUBHUMM. IHLLIMM
TUNOBMM LUMSIXOM € BHYTPILWHbOM'A30Ba iH'ekuia. Llen Tvn iH'ekuii, HanyacTiwe, BUKOHYIOTb B M'A3U
nepegnniyys abo crerHa. BHYTPILWHBOBEHHI iH'EKUii, TaKk camO SK i BHYTPILLHbOOYEPEBUHHI iH'EKLT,
BHYTpilLHbOApTEpianbHi, BHYTPiLUHbOYEepenHi abo BHYTPILHBLOLLKIPHI iH'EKUil, TakoX € eekTuBHUMHN
BiQHOCHO iHAYKUIT iMyHHOI BignoBigi. Y gedkmx cnocobax 3acobu iH'EKTYIOTb MPSMO B KOHKPETHY
TKaHWHY, e CKyn4nmnocs BiaknageHHs.

Aepo30nbHi cknagw, Taki ik CKNaau Has3anbHOro Crpero, BKKYalTbh OYULLEHI BOAHI abo iHLi
PO3YNHN AKTUBHOI PEYOBUHU 3 KOHCEPBAHTaAMWM i i30TOHIMHMMK 3acobamu. Taki cknagu Hanpuknag
poBedeHi oo pH i i30TOHIYHOrO CcTaHy, CymicHMX 3i cnusoBuMM obonoHkamu Hoca. Cknagum ons
pekTaneHoro abo BariHanbHOro BBEAEHHS MOXYTb OyTM HadaHi Ik Cyno3uTopin 3 NpMaaTHUM HOCIEM.

[na napeHTepanbHOro BBeAEHHS TepaneBTUYHI NenTnam 3a JaHUM BUHAXOO4OM MOXHa BBOAMTU
AK iH'ekTOBaHi [O03yBaHHS poO34MHY abo cycneHsii pevyoBUHM B  Qi3ioNoriYyHO MNPUNRHATHOMY
po3pigKyBadi 3 papmMaLeBTUYHUM HOCIEM, SIKMA MOXe SIBNSATU COOOK CTEepUnbHY PiauHY, TaKy siK
BOAa, Macno, COMbOBMW PO34UH, rniuepnH abo eaHon. Kpim uboro, B KOMMO3ULUISX MOXYTb OyTu
NPUCYTHIMWM OOMOMDKHI PEYOBUHMW, TaKi SK 3MOYyBalbHi pe4oBWHM abo emyrnbratopu, NOBEPXHEBO-
aKkTMBHI peyvyoBuHKU, pH-BydepHi pevyoBuHN i T. M. IHWI KOMNOHEHTN (hapMaueBTUYHUX KOMMO3MLiN
ABNAOTE CODOK KOMMOHEHTM HAahTOBOro, TBAPMHHOMO, POCIIMHHOIO ab0 CUHTETMYHOIO MOXOMXEHHS.
Bci 3 apaxicoBoi onii, cOeBOi onii i MiHepanbHOro Macna € npuknagamu npuaaTHuX maTtepianis. Ak
npaswuno, rMikoni, Taki AK NPOMiNeHrnikone abo NonieTUNeHrnikonb, € NeEPeBaXXHUMMN PIAKUMN HOCIAMU,
30Kpema, Ons iH'eKTOBaHMX Po34uHiB. 3acobu 3a BMHAXOOOM TakKOX MOXHa BBOAWTU Y pOpMi Aeno-
iH'ekuii abo iMnnaHTOBaHOro npenapaTy, SKUN MoXe OyTM CcKnageHui TakMM YMHOM, LWo6
3a6e3neynTn ynoBiNibHEHE BUMBINbHEHHS aKTMBHOIO iHrpefieHTa. ImocTpaTvBHa KOMMO3WULis MICTUTb
MOHOKJIOHanbHe aHTUTINO B KiNbKOCTi 5 Mr/mn, cknageHe y BogHomy Oydepi, wo cknagaetbcs 3 50
MM L-rictuguny, 150 mM NaCl, poBeaeHomy o pH 6,0 3a gonomoroto HCI.

Mpenapatn onsa NnapeHTepanbHOro BBEAEHHS BKMOYAKTb CTEPUITbHI BOAHI ab0 HEBOOHI PO3YMHW,
cycneHsii i emynbcii. MNMpuknagamMmym HEBOAHMX PO3YMHHUKIB € MPOMINEHrNIKOMb, NOMIETUNEHTIKOMb,
POCNUHHI Onil, Taki K ONIMBKOBA O1is, i IH'€KTOBaHI opraHiyHi cknagHi edipu, Taki gk etunonear. BogHi
HOCII BKMOYalTb BOAY, CNUPTOBI/BOAHI PO34MHK, eMynbCii abo cycneHsii, BKNoYalun CONbOBUNA
po3unH i BydepHi cepegoBuLla. MNapeHTeparnbHi HOCIT BKMOYaTb PO3YMH XNOPUAY HATPIil0, PO3YMH
AeKkcTpo3un PiHrepa, po3umH OeKCTpo3u i Xropuay HaTpilo, NakToBaHMM po3dmH PiHrepa abo XupHi
mMacrna. BHyTpilHbOBEHHI HOCIi BKMOYalTb 3aco0u, WO MOMOBHIOKTL PIAVHY i NMOXMBHI PEYOBUHW,
3acobu, L0 MOMOBHIOKTb ENEKTPONITH (Taki AK 3acobu Ha OCHOBI PO34MHY AeKCTpo3un PiHrepa), i T. n.
TakoxX MOXyTb OyTVM NPUCYTHIMU KOHCEPBaHTW i iHWI A0OaBKM, HaMpuknag, Taki K NpOTUMIKPOOHI
3acobu, aHTMOKCUOAHTM, XenaTytodi areHTH i iHepTHi rasu, i T. n.

Ak npaBuno, KOMMo3uuii odepXylTb siK iH'eKTOBaHi npenapaTu, abo K pigki po3vmHnM, abo sk
CYCMEH3IT; TaKOX MOXHa ofepXXyBaTu TBepai hopmu, npuaaTtHi 4na po3vMHEHHS abo cycneHayBaHHS
B pigKMX HOCiSX nepeq iH'ekuieto. MNpenapat Takox moxe 6yt eMmynbroBaHuii abo iHkancynboBaHWN B
ninocomn abo MIKpOYaCTMHKN, TaKi K HA OCHOBI NorninakTuay, nonirnikonigy abo cnisnonimepy, Ans
NoCWneHHs aa'toBaHTHOrO edeKkTy, K po3rnsaHyTo Bulle [avB. Langer, Science, 249, 1527 (1990), i
Hanes, Advanced Drug Delivery Reviews 28, 97-119 (1997)]. 3acobu 3a gaHum BMHaxo4oM MOXHa
BBOOUTM Yy POpMi deno-iH'ekuil i iMnnaHToBaHoro npenapary, ski MOXyTb OyTu cknageHi Tak, wob
3abe3neunTn 6e3nepepBHe abo iMNyrbCHE BUBINIbHEHHSA aKTUBHOIO iHrpeaieHTa.

HopatkoBi cknagu, npuaaTHi Ansa  iHWKMX LWNASXiB BBEAEHHS, BKNHOYalOTb NepoparibHi,
iHTpaHasanbHi i nereHeBi cknaan, cyno3nTopil i cknagu Ans YepesLKipHOro 3acTOCyBaHHS.

[nsi cyno3utopiiB 3B'A3yBarnbHi PeYOBMHU i HOCIT BKMOYaOTb Hanpuknag noniankineHrnikoni abo
Tpurniuepuau; Taki cyno3utopii MoXXyTb OyTW YTBOPEHI 3 CyMilLEeN, L0 MICTATb aKTUBHUI iHIpesieHT B
pianasoHi Big 0,5 no 10 %, Hanpuknag 1-2 %. MNepopanbHi cknagu BKAOYATb EKCUMMIEHTN, TaKi SK
MaHiT, NaKTo3a, Kpoxmanb, CTeapaT MarHito, caxapuH HaTpito, Lentnosa i kapboHaT MarHito
dapmaueBTnyHOI KaTteropii. Lli komnosuuii maTs opmy po3uuHiB, CycneHsin, TabneTtok, ninonb,
Kancyn, cknagie 3 YMOBIbHEHUM BUBINIbHEHHAM abo nopowkiB i Mictatb 10-95 % axkTMBHOrO
iHrpeaieHTa, Hanpuknag 25-70 %.

MicueBe 3actocyBaHHA MOxe 3abe3nednTn 4YepeslkipHy abo BHYTPILHBLOLIKIPHY OOCTaBKy.
MicueBoMy BBEAEHHIO MOXe CMpUSATM ChiflbHE BBEAEHHS 3acoby 3 XONepHMM TOKCUMHOM abo Moro
AeTokcuikoBaHMMM  noxigHumn  abo  cyboguHuusamn, abo iHWKMMKM  CXOXMMKU  BakTepianbHUMM
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TokcuHamm [ame. Glenn et al., Nature, 391, 851 (1998)]. CninbHOro BBEAEHHS MOXHa JocdAraTu 3
BUKOPUCTaHHAM KOMMOHEHTIB SK CyMilli abo siK 3B'A3aHUX MOMEKYr, OAemKaHUX LUASXOM XiMiYHOro
3wmBaHHA abo ekcrnipecii sik 3anmToro binka.

AnbTepHaTMBHO  YepeslKipHy [OCTaBKy MOXHa  3abesnevyyBaT 3  BUKOPWUCTaHHSM
TpaHcAaepManbHOro nnactmpy abo 3 BUKOpucTaHHsAM TpaHcdepocom [Paul et al., Eur. J. Immunol. 25,
3521-24 (1995); Cevc et al., Biochem. Biophys. Acta 1368, 201-15 (1998)]. lMigwkipHe BBEAEHHS
aHTWTINa, nentugy abo cnomyku, WO po3rnsgatTbCd, 34IMCHIOTE 3 BUKOPUCTAHHAM CTaHOAPTHUX
cnocobiB i NpUCTpOiB, HaNpWKag rofky i Wwnpuua, CUCTEMM NIALWKIPHOT AOCTaBKM 4Yepe3 OTBip ANs
iH'ekuii i T. n. BHyTpilwHbOM'A30Be BBEOEHHA 3M4INCHIOITbL 3a [OMOMOroK CTaHOapTHWMX 3acobis,
Hanpuknag ronku i wnpuua, cuctemn ans GesnepepBHOi JocTaBkv i T. 4. B pedkmx BapiaHTax
30iCHEHHs, aHTWTINno, nentua i/abo cnomyky, WO po3rnsafarTbCs, OOCTaBMATb 3a AOMNOMOro
cuctemmn ana GesnepepBHOi  goctaBkM. TepmiH  "cuctema ana  6esnepepsBHOi  gocTtaBku”
BMKOPUCTOBYIOTb B [JaHOMY OMNWUCIi B3aEMO3aMiHHO 3 TepMiHOM "cucTemMa Ansd KOHTPONbOBaHOI
JocTaBku", i BiH OXONMKE MeAWYHI NPUCTPOI (Hanpuknag Hacocu) ang GesnepepsBHOl (Hanpuknag
KOHTPOSbOBAHOI) AOCTaBKM B KOMOiHaUii 3 kateTepaMu, NPUCTPOSAMM AN iH'eKuin i T. n., wupoka
MHOXMHa SKUX BigoMa B AaHiv ranysi. Takox Ana 3actocyBaHHA B pamkKax AaHOro BUHaxXoAdy MOXYTb
OyTM npugaTHi MexaHiyHi abo enekTpoMexaHivHi iHy3ilHi Hacocu. lMpuknaguM Takmx MPUCTPOIB
BKITIOYAlOTb MPUCTPOI, onucaHi, Hanpuknag, B nateHTax CLUA NeNe 4692147; 4360019; 4487603;
4360019; 4725852; 5820589; 5643207; 6198966 i T. n. Ak npaBuno, cnocodu AOCTaBKN FiKapCbKNX
3acobiB 3a JaHVM BMHAxXo04OM MOXHa BUKOHYBATU 3 BUKOPUCTAHHAM OyAb-sIKMX 3 MHOXWUHU HAaCOCHMWX
cucTeM, WO 3anpaBnatoTbcs. Hacocu 3abesneuqyloTb MOCTIMHE KOHTPONbOBAHE BUBINbHEHHSA 3
nepebirom 4acy.

3acobu TakoX MOXHa BBOAMTM 3a [OMNOMOroK CTaHAApPTHOI Ha JaHuMM 4Yac MeTOoAMKM
NpocBepAntoBaHHA HEBENMKOro OTBOPY B Yepeni Ans BBeAEHHS Nikapcbkoro 3acoby. Y nepeBaxHoOMy
acnekTi 3B'a3yBanbHa Monekyna, ocobnmeBo aHTuUTINO abo nikapcbkvMn 3acib Ha OCHOBI aHTUTINA 3a
AaHUM  BMHAxXo4oM, MOXe Mpoxoautu 4epe3 remartoeHuedaniyHui 6Gap'ep, Wo [o03BoONsE
3[iiCHIOBATUN BHYTPILLHLOBEHHE abo nepoparnbHe BBEOEHHS.

Y dapMaueBTUYHUX [0030BaHMX opmax 3acobu (aHTwTina, nenTugn, cnonyku, nepenbadysBaHi
BMHaxX040M) MOXHa BBOAWUTM y dhopMi iX dhapmauLeBTUYHO NPUNHATHUX conen abo ixX TakoX MOXHa
BMKOpPUCTOBYBaTM OKpemo abo y BignoBigHiM acouiauii, a Takox B KOMGIiHaUii 3 iHWMMK
dapMaLeBTUYHO aKTMBHMMM cnonykamu. Cnocobum i ekcuunieHTn, onncaHi B 4aHOMYy OOKYMEHTI, €
TINbKM iNOCTPATUBHUMMU | HISKUM YMHOM He OOMexyBanbHUMWU. AHTUTINO, nentug abo cnonyky, Lo
po3rnagatTbCd, MOXHa CknagaTu y BuUMMAdi npenapaTiB Ans iH'eKuii  WNsSXOM  PO3YUMHEHHS,
cycneHgyBaHHsA abo emynbradii iX y BogHOMY abo HEBOAHOMY PO3YMHHUKY, TAKOMY SIK POCIUHHI abo
iHLWi CXOXi onii, CUHTETMYHI anidaTnyHi Kucni rnivepuan, cknagHi edipy BULLMX anipaTUYHNX KACNOT
abo nponineHrnikontoo; i, sgkwo ©OaxaHo, i3 3aranbHONPUAHATUMM [oGaBKaMu, TakUMKU K
contobinizatopun, i30TOHIYHI 3acobu, CycneHayyi pPevYoBUHW, eMynbratopu, crabinisatopu i
KoHcepBaHTU. OanHW4YHI Jo30BaHi hopmu onsa iH'ekuii abo BHYTPILULHLOBEHHOrO BBELAEHHS MOXYTb
MICTUTW aKTUBHY PEYOBWHY B KOMMO3WLII SIK PO3YMH B CTEPUIbHIA BOAi, HOPManbHOMY COMbOBOMY
po34nHi abo iHWOoMYy dapMaLeBTUYHO NPUAHATHOMY HoCii. TepMmiH "ogMHMYHa go3oBaHa dopma” abo
"nosa", AKMN BMKOPUCTOBYIOTb B paMKax BUHaXoAy, CTOCYETbCHA (i3UYHO AUCKPETHUX OAMHULb,
npuaaTHUX K OAWHWUYHI JO3YBaHHSA ANS NIOOUHW | TBApUH, NPUYOMY KOXHa OOMHUUSA MICTUTbL 3afaHy
KiNbKICTD @HTWUTINA, WO Ppo3rnagaeTbCd, O0YMCreHY B KiMbKOCTi, OOCTaTHIM gna 3abesnedeHHs
DbaxaHoro edpekty, B acouiauii 3 apmaueBTUYHO NPUAHATHMM pO3piMKyBayem, Hociem abo
HaMoBHIOBaYeM. XapakTepUCTUKM OAMHUYHUX 0O30BaHMX (hOpM 3a AaHMM BMHAxXodoM 3anexaTb Bif
KOHKPETHOI BMKOPWUCTOBYBAHOI CMOMykM i Bigd edpekTy, HAKOro MalwTb Hamip [OCATHYTH, i
hapmakognHaMiku, acoLinoBaHOI 3 KOXHOIK CMONYKOI0, Y Xa3diHa.

IMyHHI BignoBigi NpoTn naTonoriyHnx BGinkiB Tay i BigknageHb Tay TakoX MOXYTb OYTM iHAYKOBaHI
LUNAXOM BBEAEHHSI HYKMETHOBUX KUCIOT, O KOAYHTb TepaneBTUYHI Tay-nentuan. Taki HyKneiHOBI
Kucnotn MoxyTb aBnstu coboto JHK abo PHK. CermeHT HyKNeiHOBOI KACMOTU, WO KOAYeE iMYHOreH,
3B'I3aHUIA 3 PErynATOPHUMU enemMeHTamMu, TakMMK siKk MPOMOTOp i eHXaHcep, ski 3abesanedvyoTb
ekcnpecito Takoro cermeHta [HK B nepenbadyBaHuX KriTMHax-MilleHAX nauieHTa. 3BUYanHO
NPOMOTOpPHI i eHxaHCepHi eneMeHTU 3 reHiB iMyHOrnoGyniHiB (nerkoro abo Bakoro nadutora) abo
ronoBHUI NepeapaHHii npomoTop i eHxaHcep CMV npuaaTtHi AnNg cnpaMyBaHHS eKCrnpecii B KMiTuHax
KPOBi, SKi € DaxkaHOK MilleHHI0 ONd iHOYKUii iMyHHOI Bignosigi. 3B'A3aHi perynaTopHi enemMeHTy i
KoAytoui NOCniJOBHOCTI YacTO KNOHYIOTb Y BEKTOP.

JocTynHun psa cucTem BipyCHMX BEKTOPIB, BKMOYAKOUM PETPOBIPYCHI cucTemu (avB., Hanpuknag,
Lawrie et al., Cur. Opin. Genet. Develop. 3:102-109 (1993), sika BkMNOYeHa B OaHWMN ONUC SK
nocunaHHsa B noBHOMy o6cssi); ageHoBipycHi Bektopu (Bett et al., J. Virol. 67:5911 (1993), ska
BKIMOYEHa B JAHUIM OMUC SIK MOCUMAHHSA B NOBHOMY 06CS3i); BEKTOPU Ha OCHOBI afeHOacoL,iioBaHOro
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Bipycy (Zhou et al., J. Exp. Med. 179:1867 (1994), aka BkntovYeHa B AaHMN ONMUC AK NOCUNAHHSA B
noBHOMY 00Cs3i), BipyCHi BEKTOPY 3 CiIMEWCTBA MOKC-BipYCiB, BKMOYAKO4YM BipYC BICMOBAKLMHU i Bipycu
Bicnu NTaxie, BipyCHi BEKTOpW 3 poay anbda-BipyciB, Taki Ik BEKTOPW, WO noxoaaTb 3 Bipycy CnHAbic i
Bipyc nicy Cemnikn (Dubensky et al., J. Virol 70:508-519 (1996), ska BKMOYeHa B OAHUM OMUC SIK
nocurnaHHa B MOBHOMY 06cs3i), BipyC BeHecyesnbCbKoro eHuedanity koHen (ame. nateHT CLLUA Ne
5643576, Johnston et al.,, akni BKMOYEHWA B OAHUA OMNUC SIK MOCUMAHHA B MOBHOMY 00cCs3i) i
pabooBipycu, Taki sik BipyC Be3uKynsipHoro ctomatuty (ame. WO 96/34625, Rose, dka BKkIlodYeHa B
AaHWIA ONUC SIK MOocUnaHHs B NOBHOMY 00casi) i Bipycu naninomu (Ohe et al.,, Human Gene Therapy
6:325-333 (1995); WO 94/12629, Woo et al.; i Xiao & Brandsma, Nucleic Acids. Res. 24:2630-2622
(1996), ki BKMOYEHi B 4aHWI ONUC SIK NOCUNAaHHSA B NOBHOMY 06CA3i).

OHK, wo koagye imyHoreH, abo BeKTOp, WO ii MICTUTb, MOXYTb OyTW MOMiIlleHi B ninocomu.
MpuaatHi ninign i cnopigHeHi aHanoru onucadi B nateHTax CLUA NeNe 5208036, 5264618, 5279833 i
5283185. Bektopu i AHK, Wwo koayoTb iMyHOreH, Takox MOXyTb B6yTn agcopboBaHi abo 3B'a3aHi 3
HOCISIMM Yy POPMi YaCTUHOK, MpUKNagu SKUX BKMAOYaTb noniMeTunMeTakpunaTtHi - nonimepun i
noninakTugu i cnisnonimepu naktugie i rnikonigie, gue., Hanpuknag, McGee et al., J. Micro Encap.
(1996).

Bektopu onst reHHoi Tepanii abo oroneHy AHK MoxHa OoCTaBnsATM in Vivo LUNSAXOM BBEOEHHSI
KOHKPETHOMY MauieHTy, ik NpaBWmo, LUMSIXOM CUCTEMHOIO BBEAEHHSA (Hanpuknag BHYTPILUHbOBEHHA,
BHYTPILLWHbOOYEPEBUNHHA, Ha3arnbHa, LWYHKOBA, BHYTPILWHbOLIKIPHA, BHYTPILWHbOM'A30Ba, MigLwKipHa
abo BHyTpiWHbOYepenHa iHgysist) abo micLueBoro 3actocyBaHHsl (ouB., Hanpuknag, nateHT CLUA Ne
5399346). AHK Takox MOXHa BBOOUTW 3 BUKOPWUCTAHHAM reHHoi rapmatu (aus. nateHT CLUA Ne
6436709). Y paHnin 3assui OHK, wo kogye iMyHoOreH, NpeumniTyioTb Ha MOBEPXHIO MIKPOCKOMIYHMX
mMeTanesux rpadyn. MikpocHapsay NpMCKOpHOOTL 3a AOMOMOrOK yaapHOi XBuri abo po3LwmnpoBaHOro
rasonogibHoro renito, i BOHW MPOHWKaOTb B TKAHWHW Ha rMUOWHY AOEKINbKOX KMITUHHWUX Lapis
(posrnaHyto B Haynes et al., 1996). Hanpuknaa, € npuaatHMMW MNPUCTPIN AN OOCTaBKU TEHIB
Accel™, wo BurotoBnsietbca Agacetus, Inc. (Middleton, WI), abo reHHa rapmarta Helios, wo
BurotoBnsieTeca Bio-Rad Laboratories, Inc. (Hercules, CA). Ona TepaneBtudHux uinen OHK Takox
MOXHa [OCTaBMATU LUMSIXOM enekTponopadii (Hanpuknag, sk onucaHo B Trollet et al., 2008, i
NOCWUMNaHHAX y BKasaHoMy [xepeni). AnbTepHaTnBHO oroneHa [HK moxe npoxogutn yepes wwikipy B
KPOBOTIK MPOCTO MpX TOYKOBOMY HaHeceHHi OHK Ha wkipy pasoMm 3 XxiMiYyHUM abo MexaHiYHUM
noapasHeHHsaM (gme. WO 95/05853) abo winsaxom TaTytoBaHHSA (Hanpukniag, Sk onicaHo van den Berg
et al., 2009).

Y iHWomy BapiaHTi 3giicHeHHs, [IHK abo BekTopw, IO KOAYOTb iMyHOreHW, MOXHa 4OCTaBnATU B
KNITUHW eX Vivo, TakKi fK KMiTUMHW, €KCNIaHTOBaHi 3 KOHKPETHOro naudieHta (Hanpuknag nimdountu,
OLEepXaHi Wnsaxom acnipauii maTepian KICTKOBOro MO3Ky, 6ionTaT TkaHuHM) abo remMonoeTuyHi
CTOBOYpPOBI KNiTWHW Big yHiBEpCanbHOro AOHOPA, 3 MOAAnbLUOK peiMniaHTauielo KNiTUH nauieHTy,
Hanpuknag, nicrna nNiaTBEPIKEHHSA €eKCMpecii iMyHoreHa, i 3BMYAMHO MiCns cenekuii KNiTWH, SKi
BKITHOYMITM BEKTOP.

IHWKUM NepcrneKkTMBHMM, XO4 i Oinbll pPU3NKOBAHUM, MNIOXOAOM AN INiKyBaHHA JIOOWHW €
TpaHcdpekuia peHapuTHux knitnH (DC, wnaxom npsamoi goctaBkm OHK abo 3 BMKOpMCTaHHAM
BipYCHMUX cTpaTerii) Ans npoaykuii camoro aHtureHa (Xing et al., 2005), Takum YnHom 3abe3nevyoun
Oe3nepepBHe HagaHHs HE3MIHEHOIO aHTUreHa, Wo npeacTtaBnseTbcs Yyepe3d MHC |.

IHOuBIAYYMU, WO NigNararTb NiKyBaHHIO

IHOMBIgYYMK, WO NignsaralnTb MiKyBaHHIO, BKMOYAKOTb iHAMBIAYYMIB, SKi MalOTb pU3MK XBOPOOM
Anburerimepa abo crnopigHeHWx TaynaTii, ane He MakwTb CUMMTOMIB, a TaKOX NauieHTiB, WO BXe
MalTb cuMnTOMWU. Y BuNagky XxBopobu AnbureriMepa, MNpPakTUYHO KOXEH Mae pPuU3nK XBopobu
AnbLrerimepa, SKLLO BiH ab0 BOHa XMBe O4OCUTb OOBro. Taknum YnHOM, cnocobu nikyBaHHs abo Tepanii
3a JaHVM BMHAxXo4OM MOXHa NpoBOAUTW HaBiTb NPOMINaKkTMYHO Yy 3aranbHOi nonynsuii 6e3 skoi-
HeOyab OLHKM PU3MKY Y KOHKPETHOro nauieHTa. BakuumHu, onucaHi B AaHOMYy NaTeHTi, MOXyTb OyTn
ocobnuBO nNpuaatHUMK  Ona  iHAMBIOYYMIB, siKi MawTb BiAOMWA TEHETUYHUMIA PU3KMK XBOPOOM
AnburermMepa. Taki iHOMBIAYYMUM BKMOYaKOTb IHOUBIAYYMIB, O MalOTb POANYIB, SIKi CTpaXKaaloTb Ha Le
3aXBOPHOBAHHS, i iHOMBIOYYMIB, Y SKMX PU3NK BU3HAYAETLCS MPUCYTHICTIO rEHETUYHMX abo BioXiMiYHNX
MapkepiB. [eHEeTUYHi Mapkepu puU3NKy CiMenHOoi XBOpoOM Anbureimepa 3 paHHIM MO4YaTKOM
BKItoYaloTb MyTauii B reHi APP, reHax npeceniniHy PS1 i PS2, i mapkepu xBopobu Anburerimepa 3
ni3HiM MoYaTKOM BKIOYaloTb MyTauii B reHi ApoE4 (HewopaBHO po3rnaHyTo Bertram and Tanzi,
2008). Oopatkosi hakTopu pmamnky BknovaoTe AD B cCiMenHOMy aHaMHesi, rinepxonecteprHemito abo
aTepockepos.

IHOMBIQYYMIB, SIKi HA JAHUM MOMEHT CTpaXxdatTb Ha XBOPOOy Arnburerimepa, MOXHa po3ni3HaTu
Mo xapaKkTepHin AeMeHLii, a TakoX Mo HasBHOCTI hakTopiB pusuky, onncaHux Buile. Kpim uporo,
OOCTYNHUA psiA4  OiarHOCTUYHMX TecCTiB Ansa igeHTudikauii iHameigyymiB, €ki mawTe AD. BoHu
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BKITIOYAIOTb KiNbKiCHE BU3HaYeHHS piBHIB 3aranbHoro Binka Tay, dpocgo-tay i aminoigy (1-42) 8 CSF.
lMigBuLeHi piBHi Binka Tay i/abo docdo-Tay i 3HWKeHI piBHI aminoigy B(1-42) BkadyloTb HA HASABHICTb
AD. lHouBigyymu, siKi cTpaxkgaroTb Ha XBOpoby Anbureimepa, TakoX MOXYTb OyTW giarHocToBaHi no
MMSE, ADRDA a60 iHLWKX KpuTepisnx.

Y 6e3cMMNTOMHUX NaLieHTiB nikyBaHHA Moxe OyTu nodyaTe B Oyab-sikomy Bili (Hanpuknag 10, 20,
30). OgHak, Moxe He ByTn HeoOXigHMM NouYMHAaTK NiKyBaHHS AOTKM, MOKM NauieHT He gocsarHe 40, 50,
60 abo 70. JlikyBaHHA MOXe 3anydaTty MHOXMHY [03yBaHb MPOTArOM Aesikoro nepiogy 4acy.
MOHITOPUMHT NiKyBaHHSA MOXHa MPOBOAMTU LUSISIXOM OLIHKM BigMNoOBiAen aHTUTINa abo akTuBoOBaHUX T-
KNiTMH abo B-kniTWH Ha nikapcbkni 3acib (Hanpuknag Tay-nentua) 3 nepebirom yacy. Akwo BignoBiab
3HUXKYETBCS, MOKa3aHe AOMOMDKHE A03yBaHHA. Y BMNagky MOTEHUiIMHUX nNauieHTiB 3 CUHAPOMOM
HayHa, siki matoTb B6inblu Bucokuin pusnk AD abo cnopigHeHux TaynaTiv, NMikyBaHHA MOXHa NoYnHaTK
BHYTPILWHbOYTPOOHO, LWIMNSXOM BBeAEHHA nikapcbkoro 3acoby matepi, abo Hesabapom nicng
HapOKEHHS.

Y pesikux BapiaHTax 3giicHeHHs,, DC8ES8 (abo noro xumepHe, rymaHisoBaHe, nioacbke abo iHwe
noxigHe/yactnHa/cpparmeHT) aBnse cobokw aHTUTINO abo nacuBHy BaKUMHY, MPU3HAYeHy AONnd
3aCTOCYBaHHSA Y MiTHIX nauieHTiB 3 xBopobot Anburerimepa (AD) 3i cTapilouo iMyHHOI CUCTEMOLO,
AKi OEeMOHCTPYIOTb 3HA4YHEe 3HWXKEHHS1 PiBHIB KOCTMMYyIolodoi Monekynu CD28 Ha T-kniTuHax.
3HMKEHHS1 piBHA KOCTUMYyINOKY0i Monekynu CD28 Bkasye Ha ocnabneHHst iMyHHOI Bignosigi
(Saurwein-Teissl et al., 2002). KnoHn CD8*CD28" T-kniTuH, siki 4yacto € CD45RA* (imyHodeHOTHMN:
CD8*CD28CD45RA*) npoAyKyloTb BENMKY KibKiCTb Mpo3ananbHoro uuMTokiHy IFN-y i He3HauHi
kinbkocTi IL-5. Lli KMOHM HakoNUUylTLCS B MPOLECi HOPMArnbHOro CTapiHHA i iHAYKYyIOTb AucbanaHc
npoaykuii  Th1- i Th2-yuTokiHiB. Takum 4YuHOM, knoHn CD8*CD28CD45RA* T-kniTvH, WO
HaKOMMYYIOTbCA Pa3OM i3 3MEHLUYBAHOK YMCEMbHICTIO nonynsauii HaiBHMx B-knituH (Siegrist and
Aspinall, 2009), € OCHOBHMMMW Yy4aCHMKaMW 3HWXEHHS iIMyHHUX (PYHKLIRN, WO ypaxye NpnbnnsHo ogHy
TpeTuHy nonynauii niTHix nogen (Weng et al., 2009, Saurwein-Teissl et al., 2002).

Takum 4mMHOM, nacueHa imyHoTepania (Hanpwknag, 3a gonomoroo DC8ES8 (abo 1oro xumepHoro,
rymMaHi3oBaHoOro, noacbkoro abo iHworo noxigHoro/MactuHu/cpparmeHTa)) 3abeanedye 3acid ansi Toro,
wob o06inTn ocnabneHHs IMyHHOI cUCTeMM BENWKOI nonynsauii nauieHtiB 3 AD i 34iMCHUTK
HaLinoBaHHA Ha naTonorivHi 6inku Tay, WO BUKINKATbL HEVMPOQIOPUNSIpHY AereHepaldito.

Y peslkux BapiaHTax 34iMCHEHHS, oAWMH 3 TepaneBTUYHUX eniToniB Ginka Tay (abo nentug, wo
MiCTUTb OOMH 3 TepaneBTUYHUX eniToniB binka Tay, onMcaHnx B 4aHOMY AOKYMEHTI) BUKOPUCTOBYIOTb
SK aKTMBHY BaKuWHY, NPW3Ha4eHy Ans 3aCTOCYBaHHA Y MiTHIX iMYHOKOMNETEHTHMX MauieHTiB 3
xBopobow  AnbureriMepa.  IMyHopeHOTMN  iIMYHOKOMMETEHTHUX  NauieHTiB  ABnsie  coboto
CD8*CD28*CD45RA*. Taknum 4MHOM, piBHi kocTUMynioodoi Monekynu CD28 wa CD8* T-knituHax
MO>XKHa BU3Ha4aTW i BUKOPUCTOBYBATU 5K CENEKTUBHUIA MapKep Y NauieHTiB ANs akTMBHOI BakuMHaLii.

Binbwe Toro, nepep nikysaHHAM CSF i KpoB, B34Ti Big nauieHTiB, MOXHa AOCAIAUTM Ha aHTWTINa
npotu Borrelia, Treponema, Chlamydia, Herpesvirus i iHWWX nNaToreHiB ronoBHOrO MO3KYy AN
BUKMIOYEHHS IHOMBIAYYMIB 3 XPOHIYHUMMK iHeKUigMK i 3ananbHuMuy nopyweHHsamn LIHC, aki MoxyTb
imiTtyBaTn abo nocumnoatn cumntomm AD [Balin et al., 2008; ltzhaki and Wozniak, 2008; Miklossy,
2008; Andreasen, 2010]. IHdekuii LHC 4acto nopywytoTe gyHKLil0 reMaToeHuedaniyHoro 6ap'epa
(BBB), ocobnueo iHdekuii Chlamydia eHgoTenianbHUX KMiTUH TOMOBHOTO MO3KY, $IKi MOXYTb
NpvMBOANTM OO0 36iMbLIEHOro NPUMIMBY MOHOUMWTIB B MapeHXiMy rOfIOBHOrO MO3KY i, TaKUM YMHOM,
MOXYTb BNnuMBaTW Ha MicueBy iMyHHY Bignosigb (Balin et al., 2008). byno nokasaHo, WO niTHI
iHgmeBigyymm 3 6inbw Bucokumu piBHamu IgG go uutomeranosipycy (CMV) manu 6inbw BUCOKI
LIBMOKOCTI 3HWXKEHHSA KOrHiTMBHMX 3paTHocTen (ltzhaki and Wozniak, 2008). Takum 4uHOM, angd
3anobiraHHs HecnpuaTNuMBMM  ed)ekTam nicns  iMyHi3auii ogHum 3 3acobiB, nepepnbadvyBaHuX
BMHaxX04OM (Hanpuknag HEeKOHTPONbOBaHa iMyHHa peakuis Ha HopmarnbHWUK BiNok Tay), nauieHTiB 3
xBopobot Anburenmepa 3 iHdekyiamm LIHC abo nauieHTiB 3 NO3UTUBHUMMK pe3yrbTaTamu
AOCMIMKEHHA Ha aHTMTINa NPoOTM 3rajaHux BULLE MATOreHiB MOXHa NiKyBaTu Ginbll CENEKTUBHO
BaKLMHOIO.

Mepen nikyBaHHAM CSF i kpoB, B34ITi Big nauieHTiB, MOXHa AOCNiAUTM Ha aHTuTIna npotu Borrelia,
Treponema, Chlamydia, Herpesvirus i iHLLIXX NaTOreHiB rofioBHOr0 MO3Ky 3 XPOHIYHUMMW iHGEKLINnHUMU
i 3ananbHUMK nopyLeHHsiMm LIHC, siki MoxyTb imiTyBaTn abo nocuntoBatu cumntomu AD [Balin et al.,
2008; ltzhaki and Wozniak, 2008; Miklossy, 2008; Andreasen, 2010]. ns 3anobiraHHs MOXIMBUM
HecnpuATMBUM edekTaMm, 3abesneyvyBaHUM PISHUMWU XPOHIYHUMUK HADEKLISMU, L0 rpyny NauieHTIB
MOXHa JliKyBaTU Ginbll CENEKTMBHUM aHTUTINIOM abo BaKLMHO, WO MICTUTb TEpaneBTUYHMIA eniTon.
Y pedkux BuMMagkax akTMBHA BaKuMHa SBnsie cObOK CKOHCTpyWoOBaHWMMW eniton (Hanpuknag, Avs.
npuknagu), LWo iHOYKYE MPOAYKUil0 CYBOPO CEMNEKTUBHWX aHTUTIM, HauiNMeHUuX Ha TepaneBTUYHUWN
eniton Ha nartosioriyHMx Oinkax Tay. Y Oesikux BapiaHTax 34iINCHEHHsl, BaKUMHA HEe MICTUTb HisiKy
aMiHOKMCNOTHY MOCNIAOBHICTb, LLO € CNiNbHOK 3 HOpMarnbHUM/gisionoriyHim Ginkom Tay.
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PexumMu nikyBaHHs

Y npoginakTU4HMX 3acTOCyBaHHSX hapMaueBTMYHI koMno3uuii abo nikapcbki 3acobu BBOAATH
NauieHTy, KU CXUNbHUI abo Mae€ iHLWMIA PU3UK KOHKPETHOrO 3aXBOPIOBAHHS, B KiNbKOCTi, AOCTATHIN
AN YCYHEHHs1 abo 3HMXKEHHA pu3MKy abo YNOBINIbHEHHS BUMHMKHEHHSI 3aXBOPKOBaHHA. Y
TEpaneBTMYHMX 3aCTOCYBaHHSAX KoOMMO3uuii abo nikapcbki 3acobw BBOAATb NAUIEHTY, SIKUK
nepegbavyBaHo cTpaxgae abo BXe CTpadae Ha Take 3axBOPHOBaHHS, B KiNbKOCTI, AOCTaTHIN ans
nikyBaHHs abo LOHaMeHLle YacTKOBOro 3YNMUHEHHS CUMNTOMIB 3aXBOPHOBAHHS i NOr0 yCKNagHeHb.
KinbkicTb, AOoCTaTHS ANSA 34INCHEHHS LbOro, BM3HAYaeTbCs SK TepaneBTUYHO abo hapmaueBTUYHO
edeKkTMBHa [o3a. Ak B npodinakTMYHOMY, Tak i B TepaneBTUYHOMY pexmmax 3acobu 3BMYanHO
BBOAATb [eKifNbkoMa [03yBaHHAMW [OTU, NOKM He [OCAralTb OOCTaTHbOI iIMYHHOI Bignosigi. Ak
npaBumno, 34INCHIOTb MOHITOPUHI IMYHHOI BiQNOBIAI i BBOAATbL MOBTOPHI 4O3YBaHHA, SIKLWO iMYHHa
BiANOBIAb NOYNHAE cnabiaTu.

EdektuBHi 003M KOMMO3ULiA 32 JaHUM BUHAxXoO4OM AnNd MiKyBaHHA OMNWCaHWX BULLE CTaHiB
BapilolOTb, 3anexHO Bi4 MHOXWHW (aKTOpPIiB, BKMKYAuM LUNAAX BBEAEHHS, 3agaHy obnactb,
dizionoriyHmiA cTaH nauieHTa, Te, Y4 € NauieHT NaMHOK abo TBapWMHOLD, iHLWI nikapcbki 3acodu, Wwo
BBOASATLCH, i Te, YU € JiKkyBaHHA NpodinaktuyHMMm abo TepaneBTUYHUM. 3BMYAMHO MaALEHTOM €
nognHa. [o3syBaHHS NiKyBaHHSA HeoOXigHO TUTpyBaTWM AN onTumisauii 6e3nekn i edeKTUBHOCTI.
TakuM 4nHOM, NiKyBaHHS aHTUTINIOM abo Binkom, 3B'A3ytounmM BINok Tay, sk npaBuno, dyae BKo4aTu
MHOXWHY [03yBaHb NPOTAroM AesAKoro nepiogy Yacy. [1ns nacuMeHOI iMyHi3auii aHTUTINOM A03yBaHHS
3HaxoaATbcA B AianasoHi npmndnusHo Big 0,0001 go 100 mr/kr i 6inbw vacto Big 0,01 go 5 mr/kr macu
Tina xassiHa. Y Aesakmx 3aCTOCYBaHHSAX aHTUTINO abo Ginok, 3B'a3ytounii Ginok Tay, MOXXHa BBOOUTU B
[03yBaHHi WoHavimeHwe 0,1 Mr/kr macu Tina, B A03yBaHHi WoHanmeHwe 0,5 mr/kr macu Tina, 1 mr/kr
mMacu Tina abo B 6yab-Akii kombiHauii go3ysaHb Big 0,1 4o 10 mr/kr macu Tina. Y geskux cnocobax
aHTWTINO abo 6inok, 3B'A3ytounin BINoK Tay, MOXHa BBOAUTM MHOXMHOK A03YBaHb (PiBHUX abo pi3HMX)
npoTAroM nepiogy wWoHarmeHwe 1 Micaup, WoHavmeHwe 3 Micaui abo LwoHanMeHwe 6 micadis.
3ararnbHa KinbKiCTb A403yBaHb NPOTArom Oyab-AKOro nepiogy fikyBaHHS MOXe CKnagaTu, Hanpuknag,
Bid 4 00 6, XO4 MOXXHa BUKOPWUCTOBYBATM iHLLUI KiNTbKOCTI, 3aneXxHo Big paKkTopiB, PO3rnsaHYTUX BULLIE.
MOHITOPUMHT NiKyBaHHSA MOXHa NpoBOAUTUN Byab-IKMMM cnocobamm, onMcaHMMm HUXKYe.

KinbKicTb iMyHOreHa 3anexuTb Big TOro, Yn BBOASATb TaKOX ad'toBaHT, NPUYOMY 3a BiACYTHOCTI
ag'toBaHTy MOTPiOHI Ginbw BMcOKi go3yBaHHs. KinbkicTb iMyHOoreHa Ansi BBeOQEHHS iHOAI Bapiloe B
pianasoHi 1-500 Mkr Ha nauieHTa i 6inbw 4YacTto B AianasoHi 5-500 Mkr Ha iH'ekuilo Ans BBeOEHHS
noavHi. [Hodi BUKOPUCTOBYIOTL BinbLu BUCOKY A03Y, WO CTaHOBUTb 1-2 Mr Ha iH'ekuito. Ak npaswuno,
ANsi KOXKHOT iH'eKUil NioguHi BukopucToByoTb npnbnusto 10, 20, 50 abo 100 mkr. Yac iH'ekuin moxe
3Ha4yHO BapiloBaTH Big 0AHOro pa3y Ha Aoby 4O 0AHOro pasy Ha pik i 4O OAHOro pa3y Ha OeCHATb POKiB.
Y ©Oyob-AKkMA OaHMM OeHb, KONW BBOAATb [03YyBaHHs, OO3yBaHHA nepesulye 1 Mkr/nadieHTa i
3BuyariHo nepesuwye 10 MKr/nauieHTa, SKLWO TakoX BBOAATb a4'toBaHT, i nepesuwye 10 Mkr/naujieHTa
i 3BMyariHo nepesuilye 100 mkr/nauieHTa 3a BiACYTHOCTI ag'toBaHTy. TUNOBUIA PeXnM CKagaeTbes 3
iMyHi3auii 3 noganbWMMKX OOMNOMIKHUMW iH'eKUiAMM 3 iHTepBanaMn 6 TWXKHIB. [HWUA pexum
CcKnagaeTbecsd 3 iMyHisauii 3 noganbwnMMuM AONOMDKHUMK iH'ekUisMy yepe3 1, 2 i 12 micauis. IHWUA
PEXMM BKIOYAE iH'EKUi0 KOXHI ABa MicaUi MPOTAroM BCbOro XUTTA. ANbTEepHATUBHO AOMOMIXKHI
iH'eKUiT MOXYTb OYyTWM HeperynsapHuMK, 3anexHo Bif pe3ynbTaTiB MOHITOPWHIY iIMYyHHOI Bignosidi. Y
Oeskux BapiaHTax 34iMCHEHHS!, aKTUBHY BaKLMHY MOXHa cknagatu 3 NpuaaTHUM HOCIEM, NepeBaxXHO
KLH, i rigpokcmaom anomiHito sk ag'toBaHTom. NepeBaxHo 100 mkr nentugy/gosy/nauieHta (ane
Takox 1 mkr, 10 mkr, 100 mkr i 1 Mr 6yayTe BBOAMTM B AOKMiHIYHIA dasi i 10 mkr, 100 mkr, 200 mkr B
dasi | BunpobyBaHb TOKCUYHOCTI) OyAyTb BBOAUTM OAMH pa3 Ha 4 TWKHi, BCbOro 5 J03.

[o3n ans HykneiHOBUX KUCMOT, WO KOAYTb IMYHOreHU, 3Haxo4aTbCs B Aiana3oHi npmbnnaHo Big
10 vr go 1 r, Big 100 Hr go 100 wmr, Big 1 mkr go 10 mr a6o 30-300 mkr AHK Ha nauieHTa. [Jo3n angd
iH(peKUiiHNX BipyCHUX BeKTOpIB 3HaxoasaTbcst B Aiana3oHi 10-10° abo 6Ginbwe BipioHiB Ha [03y.
MOHITOPVHI NiKyBaHHS MOXHa MPOBOAMTU LUMSIXOM aHanidy Bignoeigi aHTuTin abo Bignosigewn
aKTMBOBaHMX T-kniTMH abo B-knitTH Ha nikapcbkuin 3acib 3 nepebirom 4acy. Akuwio BignoBiab
cnabwae, Mmoxe 6yTn NpM3HayYeHa JOMNOMiIXKHaA 4o3a.

Y KiHUEeBOMY pe3ynbTarTi, pexuMm 003yBaHHS Oyae BU3HA4aTUCH JTiKYOUMM NiKapeM i KniHiYHUMM
dakTopamu. Ak BigOMO B ranysi MeauuMHW, O03yBaHHA Ans OyOb-sIKOro naudieHta 3anexatb Bif
MHOXMWHU (haKTOpIB, BKMOYAOYM PO3MIp NauieHTa, NroLLly NoBepxHi Tina, BiK, KOHKPETHY CMOyKY, Lo
nignsirae BBEAEHHIO, CTaTb, Yac i LUNAX BBEOEHHS, 3aranbHUA CTaH 340pOB'A i iHLWI nikapcbki 3acobu,
O BBOOATLCS OAHOYAcHO. TuMnoBa 403a MOXe 3HaxoauTucs, Hanpuknag, B gianasodi Big 0,001 go
1000 wmr; opHak nepegbayaloTbCsl AO03M HwkYe abo BuUlle LbOro ifCTPaTMBHONO AianasoHy,
0COGNMMBO BpaxoBYWOYM 3rafaHi Buwe dakTopu. FAK NpaBuMo, PexXuMM K perynspHe BBeAeHHS
dapMaLeBTUYHOI KOMMO3WLiI MOBUHEH 3HaxoauTucsa B dianas3oHi Big 1 go 10 mr ogmMHuub Ha #oby.
Akwo pexmm aBnsie coboro 6e3nepepBHy iHAY3it0, BiH TAKOX NMOBUHEH 3HAXOAWUTMCS B Aiana3oHi Big 1
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po 10 mr Ha kinorpam Macu Tina Ha XBWUNWHY BignoBigHO. MOHITOPMHI MNporpecyBaHHA MOXHa
30iNCHIOBATM LUNSIXOM MEPIOgNYHOT OLIHKN.

Kpim upboro, moxe 6yTn 6axaHum crninbHe BBeAeHHs abo nocnigoBHe BBEAEHHS iHLWIMX 3acobiB. Y
AesiKUX BapiaHTax 34iNCHEHHs, TepaneBTUYHO edekTuBHA 403a abo KinbKiCTb HanexaTtb A0 KiflbKOCTi
aKTUBHOIO iHrpefieHTa, AoCTaTHbOI AN MOM'AKWEHHS cuMnToMiB abo cTaHy. TepaneBTUYHY
e(EKTVBHICTb | TOKCUYHICTb TakMX CMOMYK MOXHa BM3Ha4YaTU 3a [OMOMOrol CTaHOApPTHUX
dapmaLeBTUYHMX METOAMK B KyNbTypax KiTUH abo y ekcnepumeHTanbHuUX TBapvH, Hanpuknag ED50
(mnosa, TepaneBTnyHO edpektmBHa y 50 % nonynauii) i LD50 (go3a, netansHa ans 50 % nonynauii).
CniBBiOHOLLEHHS [03 MK TepaneBTUYHUMU i TOKCUYHUMMK edekTamun ABnse cobolo TepaneBTUYHNIA
iHOEeKc, | noro mMoxHa Bupaxatu sk cniBigHoweHHa LD50/EDS0. Y pesiknx BapiaHTax 34iNCHEHHS,
nikapcbkum 3aci6 B KOMNO3WLii MPUCYTHIN B KiNbKOCTi, AOCTaTHIN ANS BiQHOBNEHHS HOPManbHOI
noBseAdiHkM i/abo KOrHITMBHMX BRacTMBOCTEN Y BUMNAAKy XBOpobu Anburenmepa i CnopigHEHMX
Taynarin.

BuHaxig cTocyeTbCsl Pi3HMX MOKA3HMKIB, Ha sIKi MOXHA MOKnagaTucs npu ouiHUi edeKTUBHOCTI
nikyBaHHA 3a gonomorow 3acobiB, nepegbadyBaHux BuHaxodom. [puknagu BKMHOYalOTb, ane He
00OMeXylTbCsl HAMU, 3HWKEHI piBHI ogHiel abo aekinbkox natonoriyHux dopm Binka tay (Hanpuknag B
rofioBHOMY MO3Ky), 3binblueHe BMBEAEHHSI naTtosioriyHoro Ginka Tay 3 ronoBHoro mosky i/abo CSF;
NOKa3HMKM MONINLIEHHST KOTHITUBHOI AisiNbHOCTI, TaKi SIK KOrHITUBHI (DYHKLUIT (ZocnigKyBaHi, Hanpvknag,
3a JOMOMOroK KMiHiYHOI ouiHkM aemeHuii - CDR, wkanu ouiHku xBopobu AnburenmMepa - nigwkana
KOTHITUBHUX 30aTHOCTENM - AoCnimkeHHs po3ymoBoro ctaHy ADAS-Cog Mini-MMSE); pocnigkeHHs
noninweHHsA pyxoBoi YHKUii (Hanpuknag BMNpoByBaHHS CUNKU CTUCHEHHS, BunpobyeaHHa Timed Up
& Go (TUG), pydnni TUG, BunpobyBaHHA pO3MOBMAOYOro nig 4vac xoabbwu, yHidhikoBaHa Likana
ouiHkM xBopobu [MapkiHcoHa - UPDRS); gocnigXeHHs MOoninweHHss XapakTepucTMK OCHOBHUX BUAIB
aKkTMBHOCTI noBcsikaeHHoro xuTtTa (ADL) (Hanpuknag ririeHa, ogaraHHs, perynauis gyHKuUil ce4oBoro
Mixypa abo KULIEYHUKY, BXWBAHHA 1XKi, NPUrOTYyBaHHA iXi, TenemoHHi pO3MOBM, 3AINCHEHHS
NPorynsaHoK, diHaHCOoBi onepauii i KopecnoHAeHLUis; OOCNIAKEeHHA 3a OLiHKOW iHBanigusauii npu
AEMEHLUT) | 3HWKEHHS TSKKOCTI/MipM MOPYLUEHHS CUMW CTUCHEHHSA Mpu AD, pyxoBOi aKTUBHOCTI i
anpakcii (aki MalTb NpsMi Kopensuii 3 MogensiMM Ha TBapuHax i aHanisamu, onMcaHMMK HUX4Ye B
npuknagax), 3HWKeHHst nam'aTi, adasito, arHosito, AU3opieHTaujo Y Yaci i NpocTopi i genpecito.

Ansi ouUiHKM edeKTUBHOCTI NiKyBaHHS PiBHi i po3nogin Ginka Tay (B ronoBHOMY MO3KY i B pignHax
OpraHiaMy) MOXHa ouiHioBaTh Oyab-skum 3i cnocobiB, onNMcaHux B AaHOMY LOKYMEHTi, i/abo Oyab-
AKUMKU iHWKMK cnocobamu, OOCTYynHUMMKM Ons BuUsiBNeHHA Ginka Tay. Hanpuknag, piBHi Ginka Tay
MOXHa BWMiptoBaTM in Vvivo (MO3UTPOHHA eMmicinHa Tomorpadisd) 3 BUKOPUCTAHHSAM HOBOTO
Bidyanidyto4oro pagioaktneBHoro iHaukatopa 18F-THK523, skui cenektmuBHO 3B'a3ye 6Ginok Tay i 3
nartornorieto Tay in vitro, ex vivo (3pi3n TkaHuH) i in vivo (TpaHcreHnHi muui) (Fodero-Tavoletti et al.,
2011, Brain). binok Tay mMoxHa igeHTudikyBatn B LepebpocniHanbHii pignHi i B KPOBi, a Takox 3
BUKOpPUCTaHHAM Habopis ELISA, wo po3nisHatoTe abo 3aranbHui 6inok tay, abo gocgo-tay.

[incHo, HeWponoBefiHKOBE MOPYLIEHHS Y TPaHCTeHHUX LypiB Mae napaneni 3 pyxoBuM
NopyLUEHHSAM y NauieHTiB 3 XBopobol AnbureriMepa, Wo Mae HacnigkvM ans KniHivHux BunpobyBaHb i
NpOTOKONMIB MiKyBaHHA 3 Oyab-sKMM 3 nikapcbkux 3acobiB, nepegbadvyBaHMX B pamkax [[aHOoro
BMHaxody (BKNoYawuu, ane He OOMEXYUNCb HUMKU, 3acobu Onst aKTUBHOI BakuMHaLii). Y noguHw,
xBopoba AnburenimMepa KIiHIYHO XapaKTepu3yeTbCsl MPOrpPecytoyuM  MOripeHHAM nam'ati i
3HWKEHHSIM KOTHITUBHMX 34aTHOCTEMN, 3MiHAMWM NOBEAIHKN i NCUXOMNOriYHMMN cuMnToMamu (posnagu
HaCTPO0, EMOLIA, aneTUTy, LUKy CHY i NPOBYMKEHHS, CNIYTaHICTb CBIAOMOCTI, TPMBOXHE 30yKEHHSA
i genpecis) i nopyweHHAM pyxoBoi (pyHKLii (anpakcis, MIOKNOHYC, MOPYLUEHHS XO4W, 3HWKEHa cuna
M'a3iB, ekcTpanipamiganbHi O3Hakwu, Taki Sk OGpagukiHesis, purigHICTb | TpemMop B CTaHi CMOKOH0)
(Goldman et al., 1999; Boyle et al., 2009). Y 6araTbox gocnigpkeHHAX 6yno onucaHo, Wo 4acto npwm
xBopobi Anburerimepa (AD) cnocTepiraloTb pyxoBi O3HaKky i BOHM CTaloTb OiNnblU BUPaXXeHMU Y Mipy
nporpecyBaHHs 3axBoptoBaHHs [Goldman et al., 1999; Wilson et al., 2003; Louis et al., 2004;
Pettersson et al., 2005; Scarmeas et al., 2004; Scarmeas et al., 2005; Waite et al., 2005; Alfaro-Acha
et al.,, 2006; Wang et al.,, 2006; Buchman et al., 2007a; Boyle et al., 2009]. NMpuMiTHO, O PyXOBI
O3HaKM MOXYTb MepeayBaTM 3HMKEHHIO KOTHITUBHWX 30aTHOCTEN | MNPOrHO3yBaTU  3HWDKEHHS
KOTHITUBHUX 34aTHOCTEW | (YHKUiOHaNbHEe MOripLUeHHs, MOMIlleHHss B nikyBanbHYy YCTaHOBY i
CMepTHICTb Npu xBopobi Anburenmepa [Morris et al., 1989; Soininen et al., 1992; Kraemer et al.,
1994; Chui et al., 1994; Scarmeas et al., 2004; Scarmeas et al., 2005]. Byno nokasaHo, L0 3HWKEHHS
M'SI30BOI CUMW Nepeaye pPO3BUTKY 3HWKEHHST KOTHITMBHMX 3gaTtHocTen [Buchman et al., 2007b; Boyle
et al., 2009].

Po3BuTok pyxoBux o3Hak npu AD acouinoBaHUW 3 HeMpoHanbHOK [AereHepawieto i BTpaTor
HenpoHiB B cToBOYypi ronoBHoro Mo3ky [Zarow et al. 2003; Burns et al. 2005; Grudzien et al. 2007;
Simic et al.,, 2009; Wai et al., 2009; Braak and DelTredici, 2011]. binbwe TOro, B AEKifNbKOX

57



10

15

20

25

30

35

40

45

50

55

60

UA 123390 C2

pocnipkeHHsx 6yno nepepbayveHo, Wo HenpodibpunapHa p[ereHepauis BUHUKAe B CTOBOYpI
rofoBHOr0 MO3KY i mepeaye KopTuKanbHin HenpoaereHepauii [Hertz, 1989; Simic et al., 2009; Braak
and DelTredici, 2011].

Lli gaHi BKasyloTb Ha Te, WO PYXOBi NOPYLUEHHS € KNHYOBOK O3HaKow B natoreHesi AD. binblue
TOro, CpyHKUiOHanNbHe MNOPYLIEHHS [AesKMX PYyXOBUMX [JOMEHIB MOXe nepeayBaTu OeMeHuii i
MPOrHO3yBaTW 3HWKEHHS KOTHITUBHUX 30aTHOCTEN. AKTMBHA iMyHOTepanis nentugamu (BKMYaum
TepaneBTWYHI eniTonu), OMMCaHMMW B LAHOMYy AOKYMEHTI, MOXEe MPUBECTM OO MOMIMWEHHA npu
PYXOBOMY MOPYLUEHHi Y TPAHCrEHHUX LLYPIB, EKCNPEeCyoUvMX NaTonoriyHuin 6inok Tay noamHu. Takum
YMHOM, MPSAME HaUiMBaHHA Ha nartonorito ctoBbypa rofoBHOr0 MO3KYy 3a [OMOMOrOH aKTUBHOI
iMmyHOTepanii moxe 3anobirati, ynoBinbHWBaTU abo BiACTPOYYBaTU PYXOBi MOPYLUEHHHA, a TaKOoX
3HWKEHHS KOTHITUBHMX 34aTHOCTen y nadieHTiB-niogen 3 AD. Takum 4YnHOM, OOCRIAXEHHS PYXOBUX
dyHKUiN MOxe OyTm BkrodeHe B Habip [ocnigXeHb, AKi MOXHA BMKOPUCTOBYBATU AMS OLHKU
KniHiYHOI edekTUBHOCTI 3acobiB (Hanpuknag 3acobu ons BuBedeHHs Binka Tay, akTMBHI | NACUBHI
BaKUMHMW), ONNCAHWUX B JAHOMY AOKYMEHTI.

Takox cpaxiBulo B faHin ranysi BiAOMO MpPO TOYHO BCTaHOBMEHI Kopensuil MK piBHAMW i
po3noAinoM naTonoriyHoro 6inka Tay (Hanpuknag NFT B kopi/rinokamni) i nporpecyBaHHSAM
3axBoploBaHHA. ['ycTmHa natonoriyHoro 6Ginka Tay (natomoria NFT) kopentoe 3 KOrHiTUBHUM
aediuntom i TsKKicTIO XBOopo6u Anburenmepa [Braak and Braak, 1991; Bierer et al., 1995; Berg et al.,
1998; Duyckaerts et al., 1998; Giannakopoulos et al., 1998, 2003]. MNartonoriuyHnin 6Ginok Tay
(Hanpuknag NFT, HeponinbHi HUTKW) B €HTOPUHAMBHIN KOpi i rinoKammni 3BOPOTHO B3aEMOMOB'A3aHi 3
NOHriTyAMHaneHMMn 3miHammn nam'ati (Reitz et al., 2009). AnanoriyHo, B cToBOYpi ronNoBHOr0 MO3KY
natonoriyHuin 6inok Tay (NFT) 3ycTpivaeTbeca B gop3anbHOMY SApI WBa Ha AyXKe paHHin CTagii; iHLwi
agpa WBa ypaxylTbes nidHiwe. Lii ocepeakn NOWKOAXKEHHSI NOSCHIOITL CEPOTOHIHEPTiYHUIA AediuuT,
wo 3syctpivaeteca npu AD (Duykaerts et al., 2009). EkctpanipamiganbHi CMMNTOMW KOPENOTL 3
nartonorieto Binka Tay B YopHin cybctaHuii (Liu et al., 1997). Takum 4mHOM, nikapcbkuii 3acib, akun
MOXe BMNnmMBaTK Ha oAuH abo gekinbka 3 umx npodinie posnoainy npu AD, limoBipHO, Oyae matm
cnpuatnuemnin edpekt npm AD.

MPUKINAON

MPUKIAL 1: OOEP>XAHHA PEKOMBIHAHTHUX BIJIKIB TAY JITIOOWHW

MoBHOpo3MmipHuIA Ginok Tay nioanHn (2N4R, 2N3R) i geneuinHi MyTaHTy Oinka Tay: pekoMOGiHaHTHI
Oinkun Tay (cpir. 1 i 6) ogepxyanu 3 knoHy 140 (Goedert, 1989), skun cybGKNoOHyBanun B eKCNpecyoyy
nnasmigy pET-17b (Novagen) i ekcnpecysanu B 6aktepiax. KoxHun geneuinHun mytaHT Oinka Tay
nepesipsinu cekBeHyBaHHaM OHK. Bci geneuinHi mytaHtn 6inka Ttay i Tay-nentnan npoHyMepOBaHi
3rigHO 3 Hambinbw aoBrok idodopmoto Ginka Tay noguHn 2N4R, ooBXuHa sKol CTaHOBUTH 441
aMiHOKMCIOT i fKa, TakUM YMHOM, TaKOX NO3Ha4YaeTbCa sK Tayas (D'Souza, 2005). OeneuinHi myTaHTm
i nentnam Ginka Tay, Wo noxogath 3 isodopmu 2N3R, nosHayeHi 3a gonomorot "3R" ons ykasaHHs
Ha Te, WO Opyrvh 3B'A3ytouni MiKpoTpyboukm nosTop (amiHokucnotn 275-305 2N4R) BigcyTHin.
OpepxaHHA BinkiB Tay BKMYano HacTymnHi cTagii: a) ekcnpecisa Ginka Tay B 6akTepisix; b) ounweHHs
Oinka Tay ioHOOOMiHHO xpomatorpadieto; C) ouuweHHs Oinka Tay renb-dinbTpauieto; d)
KOHUEHTpyBaHHA i 30epiraHHsa BugineHoro ©Oinka Tay; i e) iMyHoadiHHe ouulieHHs (ue €
BUKMIOYEHHAM, MNPUAHATUM Tinbkn Ana  tayA(1-150; 392-441)/4R, sakun BUKOPUCTOBYBanu B
eKkcnepumMmeHTi No 3axonneHHo Mikpornieto, AvB. npuknag 10, oir. 17).

(a) BakTepianbHa ekcnpecia noBHopo3MipHoro Ginka Tay noamHu (a6o 2N4R, abo 2N3R) i
pekoMBiHaHTHUX AeneuinHux MyTaHTiB binka Tay. Ekcnpecytodi nnasmign gna 6inka tay noavHu
(sue) TpaHcdopmysanu B Escherichia coli (E. coli), wo npoaykytoe wrtam BL21 (DE3). bakTepianbHi
KNITUHK, WO MICTUNW BiQNOBIAHY eKcnpecyloyy nrasmigy, KynbTuByBanu i iHaOyKyBanu, sk onnucaHo B
"Molecular Cloning: A Laboratory Manual", Sambrook and Russell (2001). OguUHW4YHY KOJSOHItO
OakTepin BL21 (DE3), TpaHcdhopmoBaHux nnasmigoto pET-17b, wo 3anyckae ekcnpecito Ginka Tay i
noro cdparmenta, Bupowysanu npu 37 °C B 500 mn GynbiioHHOro cepegosuwa Jlypis 3 100 r/mn
amniyuniny npu 300 06./xB. i iHOyKyBanu goaaBaHHaM idonponin--D-1-TioranaktonipaHosugy (IPTG)
[0 KiHUueBoi KoHueHTpauii 0,4 mM. Micns noganbLuoi iHkybauii npu 37 °C npotsarom 3 roguH baktepii
36upanu ueHTpudyrysaHHsam npm 3000xg npotarom 15 xB. npu 4 °C.

(b) OumLLeHHs 3a JOMOMOroK KaTioHOOBMIHHOI XpomaTtorpadiii OCHOBHMX i HEMTpanbHuX GinkiB
Tay (MoBHOPO3MipHi i3ocopmun Binka Tay, TayA358-441, TayA306-400, TayA421-441, TayA300-312,
TayA134-168, tTayA1-220, TayAl-126, TayA(1-150; 392-441)/4R, TayA(1-150; 392-441)/3R i TayA(1-
296; 392-441)/4R) npoBoaunu, no cyTi sk onucaHo paniwe (Krajciova et al., 2008). Nicna ekcnpecii
OakTepianbHun  ocapg pecycneHgysarm B 10 mn nidyiovoro  Gydepa (50 mM 1,4
ninepasvHaietTaHcynboHoBa kucnota (PIPES), pH 6,9, 50 mM xnopug Hatpito (NaCl), 1 mM
eTuneHgiamiHteTpaouytosa kmcnota (EDTA), 5 wmM  putiotpeiton (DTT), 0,1 ™M
derinmeTuncynbgoHindTopng (PMSF), 5 % (06./06.) rniuepuH), LUBMOKO 3aMOPOXyBanu B pigkomy
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a3oTi i 36epiranu npu -80 °C oo BMKOpUCTaHHA ANS ounlleHHs 6inkiB Tay. [ns ouneHHa Ginka Tay
3aMOpPOXEHi CycneHsii bakTepin WBNaKO po3MOpOXKyBanu i nomiwanu Ha nia. KnituHHi cTiHkm BakTepin
py/rHyBanu obpobKoto ynbTpasBykoM Ha Nboay 3 BUkopucTaHHsM Sonopuls HD 2200, HakoHeuYHuK TT-
13 (Bandelin, HimeuuunHa), BctaHoBneHoro Ha 50 % pobounii umkn, BuxigHy notyxHicte 50 BT, 6 pasis
no 30 ¢ 3 nay3amu 30 c. Jlizdatv ounwanu ueHTpudyrysaHHam (21000xg npotarom 15 xB. npu 4 °C) i
cynepHaTaHTu ginbTpyBanu yepes 0,45-mkm mMembpaHHUA GinbTp. BenvkomaclutabHe OuMLLIEHHS
pekoMbiHaHTHUX BinkiB Tay nposoaunu npu 6 °C 3 BMKOpUCTAHHAM poBoyoi cTaHuii AKTA-FPLC
(Amersham Biosciences, LLBeLis). ®inbTpoBaHi nizaTv HAHOCUNK MPU WBUAKOCTI NOTOKY 3 MII/XB. Ha
5-mn konoHky HiTrap SP HP (GE Healthcare, Uppsala, LLBeuis), 3piBHOBaxeHy nisytoumm Bydepom, i
npomusanu petensHo 60 mn nisyoyoro 6ydepa A40TH, NOKM BUXigHUN piBeHb Npu 280 HM He cTaBas
ctabinbHum. bBinkn Tay, wo 3B'asanucsa, entotoBanu rpagieHtom (0-30 % B 15 mn) Gydepa B
(nisytounin 6ydpep, ponosHeHnmrt 1M NaCl). Okpemi 1-mn dpakuii 306upanu i ananisysanu 3a
AONOMOroK0 enekTpodopesy Ha noniakpunamigHomy reni 3 gogeumncynsdarom HaTpito (SDS-PAGE).
[na BuoaneHHs HYKNEeiHOBUX KMUCMOT, SKi OYMLLAITLCA Pa3oM 3 MO3UTUBHO 3apakeHumn Binkamu
Tay, dpakuii, Wwo mictunm Oinok Tay, ob'egHyBanu i ouMwanM 3a OOMNOMOrow Apyroi cragii
KaTiOHOOOMIHHOT xpomaTtorpadii 3 BUKopUcTaHHAM S5-mn konoHkn HiTrap SP HP (GE Healthcare,
Uppsala, WBeuisa) 3 meHwWw piskum rpagieHToMm 6ydepa B (0-30 % B 45 mn).

(c) OunweHHa 3a JOMOMOroK aHioHOOOMIHHOT XxpomaTtorpadii kucrnoTHux OinkiB Tay (TayA222-
427, tayA228-441, TayA257-400, TayAl37-441, TayA283-441) npoBOAunu, SK OMMCaHO paHiwe
(Csokova et al. 2004). MNMicns ekcnpecii 6akTepianbHUii ocag pecycneHgysanu B 10 MN ricTUAMHOBOTO
nigytoyoro 6ycepa (20 MM rictuamH, pH 6,0, 50 M NaCl, 1 mM EDTA, 5 mM DTT, 0,1 mM PMSF i
5 % (06./06.) riuepwH). KniTuHHI CTiHkn BakTepin pyrHyBanu obpobKol ynbTpasBykOM Ha fnbogy 3
BuKopucTaHHam Sonopuls HD 2200, HakoHeuHuk TT-13 (Bandelin, HimeydnHa), BcTaHOBMEHOrO Ha
50 % poboumnn umkn, BuxigHy noTyxHicte 50 BT, 6 pasie no 30 ¢ 3 naysamu 30 c. Jlizatv ouunwwanm
ueHTpudyrysaHHam (21000xg npotarom 15 xB. npu 4 °C). bakTtepianbHi nizatn ocamxysann 1 %
cynbcatom ctpentoMiumHy (Medexport, Pocist), iHKyByBanu Ha nbogy npoTsirom 5 xB., ouunwianu 3a
Jonomoroto ueHTpudyrysaHHst (21000xg npotarom 15 xB. npu 4 °C) i inbTpyBanu yepes 0,45-Mkm
MeMbpaHHuIi inbTp. PiNbTpoBaHi NpPeuuniToBaHi CTPENTOMILWMHOM li3aTV HAHOCUIM 3i LBMAKICTIO
notoky 3 mn/xB. Ha 5-mn konoHwky HiTrap QSepharose HP (Amersham Biosciences, LBeuist) i
petenbHo npomuBanu 30-50 mMn ricTMANMHOBOrO Ni3yto4yoro 6ydepa OOTU, NOKM BUXIOHWUIA piBEHb NpwU
A280 He craBaB cTabinbHMM. binkn Tay eniotoBanu 3a OOMNOMOrOK [ABOKPOKOBOrO COMbOBOrO
rpagieHta (0,05-0,5M NaCl B 40 mn, a notim 0,5-1M NaCl B 20 mn) B riCTUQUHOBOMY Ii3yl04OMY
Oydepi.

(d) Ha kiHueBin cTtagii ouMweHHsa WnaxoMm renb-gineTpauii (ogHakoBa Ans BCix GinkiB Tay),
o6'egHaHi dpakuii 6inka Tay, ogepxaHi ioHOOBMIHHOI XpomaTorpadieto, iHXeKTyBanu B KOMOHKY Ans
renb-ginbTpauii (konoHka HiLoad 26/60 Superdex 200 prep grade column, GE Healthcare) npu 3
mn/xe. abo B PIPES, abo B ricTuguHoBomy nisytouomy Oydpepi 4ns oCHOBHUX/HeWTpanbHux abo
KucnoTHux Binkie Tay, BignosigHo, gonosHeHomy 100 MM NaCl. EntoioBaHi 6inku Tay 06'egHyBanu.

(e) Ons KoHUeHTpyBaHHA Oinka Tay nicrs O4YULLEHHSA renb-ginbTpauieto, ob'egHaHi dopakuii
posbaensanm 1,5 ob'emy 2,5 % rniuepuHy i 3HOBY HaHocwunm Ha konoHky HiTrap SP HP (ocHOBHI i
HenTpanbHi 6inkn Tay) abo Ha konoHky HiTrap Q HP (kucnotHi 6inku Tay). NoTiM KOHLEeHTpoBaHWN
peKoMBiHaHTHUI BiNoK entoBanu 3 KOMOHKM 3 nokpokoBum rpagieHTom 1M NaCl. HapewTi, 6ydep
3amiHoBanu Ha goccaTtHo-conbosuin dydep (PBS, 8,09 MM audocdat HaTpito (Na2HPO4), 1,47 mM
avrigpodocdat kanito (KH2PO4), 136,89 mM NaCl, 2,7 MM xnopug kanito (KCI)), HacudeHui
aproHoM, 3 BMKOPUCTaHHAM 5-mn KOMOHKM Ans 3HecomntoBaHHs HiTrap Desalting column (GE
Healthcare). KinbkicHe B1u3Ha4eHHs Binka B o4MLLEHUX 3paskax NpoBOAWIY 3 BUKOPUCTaAHHSAM Habopis
ONSA KiNbKICHOrO BU3HAYeHHs 3a gonomorot OiumHxoHiHoBOI kucnotn (BCA) (Pierce, CLUA), 3
Ouyaunm cupoBaTkoBUM anbbymiHom (BSA) sk ctangaptom. binkv Tay posginanm Ha poboui
anikBoTu, LWBMAKO 3aMOPOXyBanu B piakomy asoTi i 36epiranu npu -70 °C.

() Ona BupaneHHs MoxnuBux OakTepianbHWX OOMIWOK 3 pekoMbGiHaHTHoro TayA(1-150; 392-
441)/4R, BUKOpPUCTAHOrO AN BUMiptOBaHb 3axonneHHst Ginka Tay mikpornieto (npuknag 10, dir. 17),
pekoMBiHaHTHUI Binok Tay ounwianu moaudikoBaHUm cnocoboM Takum YmHom. [icnsa nepuwoi cragii
KaTioHOOOMIHHOI xpomaTorpadii, dpakuii, wo mictatb 6inok Tay, o6'egHyBanu i gopasanu 1/20
ob6'emy nbogsHoro 5 % nonieTuneHiMiHy npu nepemiwyBaHHi. [MepeMiwlyBaHHA NpOAOBXKyBanu
npotarom gogatkosux 30 xB. Ha nbogy. 3pasok ueHTpudyrysanu npmu 20000xg npotarom 15 xB. npu
4 °C. CynepHataHT 36upanu i iHxektyBanu B kornoHky HiLoad 26/60 Superdex 200 prep grade column
(GE Healthcare) npu 3 mn/xe. B nisytouomy Oycepi PIPES, gonoBHeHomy 100 mM NaCl, ane
nosbaeneHomy DTT abo 6yab-akoro iHWworo BigHoBHUKA. [licns renb-dinbTpadii dpakuii 3 6inkom Tay
o6'egHyBanu i HaHOCUNW Ha iMyHoadiHHY KOMOHKY (Mpu wBmakocTi notoky 0,5 mn/xs.), Wwo mictuna
aHTuTino DC25 (eniton 347-353 2N4R tay, Axon Neuroscience, Vienna, ABcTpisi), iMmoGinizoBaHe Ha
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CNBr-akTuBoBaHin cedaposi. KonoHky nonepeaHbo 3pisHoBaxysanu B 20 mM Tris-HCI, pH 7,4, 150
MM NaCl, 0,1 % Tween 20 (TBS-Tween). llicna 3B'a3yBaHHA KOMOHKY npomuBanu 5 ob'emamu
KonoHkn TBS-Tween i 6inku Tay, wWo 3B'a3anucs, entotoBanu 0,1M rniynHom, pH 2,7. 3ibpaHi dpakuii
HenTpanisyBanu gogaBaHHsaMm 1/30 ob'emy 1M Tris-HCI, pH 8,8, i 06'egHyBanu. HapewrTi, 6ydep
3amiHoBanuM Ha PBS (HacuieHun aproHom), 3 BUMKOPUCTAHHAM KOJTOHKWM Ansi 3HecorntoBaHHs HiTrap
Desalting column, 5 mn (GE Healthcare). KinbkicHe Bu3Ha4yeHHs Ginka B O4YMLLEHMX 3paskax
NPOBOAMMN 3 BUKOPUCTAHHAM HabOpiB ONS KiNbKICHOrO BU3HAYEHHs1 3@ OOMOMOrot BilMHXOHIHOBOT
kncnotn (BCA) (Pierce, CLLUA) 3 BSA sk ctaHgapTom. binku po3ginanu Ha poboudi anikBoTu, WBNOKO
3aMOpOoXyBanu B pigkomy a3oTi i 36epiranu npu -70 °C.

OunwwieHe aHtuTinO DC25 (Axon Neuroscience, Vienna, ABCTpid), BukopucTaHe anga adiHoi
konoHkn 3 DC25 (Buwe), nNpurotToBNanNM Takmm YMHOM. bBescnpoBaTKOBUIN KynbTypanbHWUiA
cynepHataHT ribpugomun DC25 posogmnu po pH 7,5 gpopasanHsam 0,2 o6'emy PBS, nonepegHbo
ounwanm ueHtpudyrysaHHam npu 20000xg npotarom 10 xBunuH npu 4 °C, i cynepHaTaHT
dineTpyBanu 4epes 0,2-mkm  dinbTp. [lonepeaHb0 OUULLEHMI  KyNbTypanbHWUA CynepHaTaHT
rioppugommn DC25 HaHocunm Ha nonepedHbo 3piBHoBaxeHy PBS konoHky HiTrap Protein G HP (5 mn,
GE Healthcare) npu 1 mn/xB. lMicnsa 3aBeplUeHHS HAHECEHHS KOJIOHKY npomMuBanu 4 ob'emamu
konoHkn PBS, i aHTuTINO, Wo 3B'dA3anocs, entotoBanu 100 MM rniunHom, pH 2,7. EntoioBaHi dpakuii
HenTpanisyBanu 1M Tris-HCI, pH 9, o6'egHyBanu, i 6ydep 3amiHioBanm Ha PBS 3 BUKOPUCTaAHHAM
KONMOHKM Ansa 3HecorntoBaHHA HiTrap Desalting column (5 mn, GE Healthcare). OuunweHe aHTuUTINO
DC25 36epiranu HeBenukmumMu anikeotamm npu -70 °C.

MPUKNAL 2: OOEPXAHHSA TIBPUOOMHUX KAITUHHUX TIHIA,  MPOOYKYHOUMX
MOHOKINOHAINBbHI AHTUTIJTIA MPOTU BIIKA TAYA(1-150:392-441)/4R TIHKOOWHW, CKPUHIHI
MOHOKINOHANBbHNX AHTWTI1T 3A OOMNOMOIOK ELISA | NMEPBUHHA OXAPAKTEPUSALIA
MOHOKNOHAJIIbHOIO AHTUTINA DC8ES8

Muwen Balb/c y Biui wectn TWxHIB niggaBany NepPBUHHIN iMYHi3auii nigwkipHo 3a gonomoroto 50
MKI pekombiHaHTHoro TayA(1-150; 392-441)/4R (ogepXaHoro, sik onucaHo B npuknagi 1) B MOBHOMY
ap'toBaHTi PpenHga (SIGMA) i npoBoaMnM AONOMIKHI iMYHi3auUil nN'aTb pasiB 3 iHTepBanamu N'atb
TWXHIB 3a gonomoroto 50 MKr TOro X aHTMreHa B HenoBHOMY ap'toBaHTi ®PpenHaa. 3a Tpu gobu o
3MMTTS MULLAM BHYTPILLHBLOBEHHO iH'ekTyBanm 50 MKr Toro » aHTureHa B PBS. KniTuHu cenesiHkn Big
iMyHI30BaHMX MULLEN NigdaBanu 3nuTTio 3 kKnituHamu Mienommn NS/0 3rigHo 3i cnocobom Kontsekova
et al. (1988). CnneHounTtn (108) 3amiwyBanm 3 2x107 knitTuH mienomu NS/0 (cniBeigHoWweHHS 5:1) i
nigaaesanu 3nuTtTio npotarom 1 xBunuHu B 1 Mn 50 % nonietunenrnikonto (PEG) 1550 (Serva) B
BescupoBaTkoBoMy mogudikoBaHoMy cnocobom [dynbbekko cepegosuuli Irna (DMEM), nonosBHeHoMy
10 % pumetnncynbdokcnaoM. 3nuTi KniTMHM pecycneHaysanum B DMEM, wo wmictuno 20 %
cupoBaTKy KoHsl, L-rmytamid (2 mM), rinokcaHtuH (0,1 mM), amiHonTepuH (0,04 mM), TumiguH (0,016
MM) i reHTamiumH (40 Og/mn), Npum rycTuHi 2,5%10% kniTUH cenesiHkm Ha AMKY 96-SMKOBUX MaHLLETIB.
Knituun iHkybyBanu npotarom 10 ai6 npu 37 °C i 3pocrtatodi ribpyaomu nigaaBany CKPUHIHTY
BiJHOCHO NPOAYKUii MOHOKMOHANbHUX aHTuUTIN, cneuudidHux po TayA(1-150; 392-441)/4R, 3
BUKOPUCTaHHAM TBepAodasHoro imyHodepmeHTHoro aHanisy (ELISA).

ELISA BukopucTtoByBanu Ans BUSIBIIEHHSI B CyrnepHaTaHTax KynbTyp riOpnaoM MOHOKIOHAamNbHMX
aHTWTIN, HanpaBneHux npotu TayA(1-150; 392-441)/4R (HenpaBunbHoO HeBnopsgkoBaHa popma Oinka
Tay). MikponnaHweTn ons TUTPYBaHHSA nokpmBanu npoTarom Hodi TayA(1-150; 392-441)/4R (5 r/mn,
50 mkn/amky) npu 37 °C B PBS. lNicnga 6nokyBaHHA 1 % 3HEXMPEHUM CYXMM MOJSIOKOM ANSt 3HWKEHHS
HecneuudivyHoro 3B'd3yBaHHsA, nnaHweTtn npomusanu PBS-0,05 % Tween 20 i iHkybyBanu 3 50
MKIN/SIMKY cynepHaTaHTy KynbTypu ribpugomu npotarom 1 rog. npu 37 °C. MOHOKMOHanbHi aHTUTINa,
WO 3B'A3anucs, BUSBNANM 3a [JOMOMOrOK aHTuTina BiBUi NPOTWM iMyHOrnobyniHie muwi (lg),
KOH'toroBaHoro 3 nepokcugasoro xpoHy (HRP, DAKQ). Peakuito 3giicHioBanu 3a ONOMOrol po3vnHy
opTodeHineHaiamiHy sik cybctpaty nepokcmaasu i 3ynuHsanu 50 mkn 2M H2SOa. MornuHanHs npu 492
HM BUMIpIOBanNn 3 BUKOPUCTaHHAM npuctpoto Ans 3uutyBaHHs Multiscan MCC/340 ELISA reader
(Labsystems). [JaHi 3unTyBaHHSA 3 BENUYMHOKO NOMMUHAHHS, Sika LLIOHaNMeHLLe B ABa pa3u nepeBuLLye
HeraTuBHiI KoHTponi (PBS), BBaxanu No3MTMBHUMW. [03UTUBHI KynbTypu ribpuaom aani gocnimkysanm
3a gonomoroto iMyHorictoximii (3rigHo 3i cnocobom Zilka et al., 2003) i cybknoHyBanu B M'akomy arapi
BignoBigHo 0o MmeToaukn, onucaHol B Kontsekova et al. (1991).

MoHoknoHaneHe aHTutino DC8ES (npogykoBaHe riOpuMOOMHOK KNITUHHOK NiHiE, A4ENOHOBaHO
B American Type Culture Collection 13 nunHs 2011 poky 3 NO3HAYEHHSIM 3anaTeHTOBAHOro AEN0o3nTy
ATCC PTA-11994) 6yno igeHTudikoBaHe cepef MO3UTUMBHMX KynbTyp ribpuaom, opepXaHux i
BigibpaHmux Takmm uymHom. DC8ES8 pani oxapaktepusyBanu, Sk ONMCAHO Hwxk4e. |3oTun aHTuTina
Bu3Hauunu sk IgG1 muwi 3a gonomorot ELISA 3 BukopuctaHHsaM Habopy ans isotunyBaHHS |g muwwi
(ISO-2, SIGMA).
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MPUKNAQL 3: CEKBEHYBAHHA BAPIABEJIbHMX OBNACTEWM DCS8ES | MOrO NYMAHI3ALIA
WJTAXOM NEPECALKN CDR

(a) BU3Ha4YeHHs HYKINEOTUOHUX | aMiIHOKMCIOTHMX NOCNIAOBHOCTI BapiabenbHUX obnacTen nerkoro
i Baxkkoro naHutoris DC8ES8 (cpir. 3). HykneotuaHy nocnigoBHicTb BapiadbenbHux obnacten DCSES
(cpir. 3A i 3D) BusHauanm [OHK-cekBeHyBaHHSIM 3 BUMKOpuCTaHHAM KOHK, cuHTe3oBaHoi 3
BUKOPUCTaAHHAM ToTanbHoi PHK, ekcTtparoBaHoi 3 ribpnaomMHoi KMiTMHHOT niHii mMuwi PTA-11994
(ATCC), sika ekcnipecye MoOHOKIoHanbHe aHtuTino DCB8ES8. TortanbHy PHK ekcTtparyBann 3
BUKOpUCTaHHAM peareHTy TRIZOL® (Invitrogen, CLUA). Cuntes k[QHK nepworo naHuipra nposoanm
3 BMKOpUCTaHHSAM Habopy ansa 3BopoTHoi TpaHckpunuii "kOHK High capacity cDNA reverse
transcription" kit BignosigHO go npotokony BurotoenoBadva (Applied Biosystems, CLIA). Cknag
peareHTiB Ansi 2X OCHOBHOI CyMilli ANA 3BOPOTHOI TpaHckpunuii 6yB HacTynHWM (KiNbKOCTi Ha
peakuinHy cymiw o6'emom 20 mkn): 2 mkn 10x 6ydepa RT; 0,8 mkn 25x cymiwi dNTP (100 mM); 2
mkn 10x Bunagkosux npavimepie RT (50 mMkM); 1 Mkn 3BopoTHOI TpaHckpuntasu MultiScribe™ (50
Oa/mkn); 4,2 mkn H20, wo He micTuTh Hykneas. [ns 3BopoTHOI TpaHckpunuil 10 Mkn 2% OCHOBHOI
CyMiLLi Ans 3BOPOTHOI TpaHCKpuNUii amiwyBanu i3 3paskom PHK (2 mkr, 10 mkn) i kQHK cnHTesyBanu B
HacTynHux ymoBax: 10 xB. npu 25 °C, 120 xB. npu 37 °C, 5 xB. npu 85 °C i KiHLEeBe 0XONOoAXKyBaHHS
no 4 °C. Amnnigikauito redie, WO koaywTb BapiabenbHi obnacTi nerkoro i BaXKKOro raHUHoriB,
NpoBOAWMM 3a LOMOMOrol noniMepasHoi NnaHutoroeoi peakuii (MJ1P) 3 BUKOPUCTaHHAM BUCOKOTOYHOI
OHK-nonimepasn Phusion® (Finnzymes, ®iHnsHgis). Mpavi npavmepun (8E8L-cmucrnosun 5'-
ACATTGTGATGTCACAGTCTCCATCCTCC-3' (SEQ ID NO: 132) i 8E8H-cmucnosui 5'-
CTCCTCCAATTGCAGCAGTCTGG-3' (SEQ ID NO: 133)) koHcTpytoBanu BignosigHo Ao 6inkosoi
nocnigosHocTi N-kiHuiB nerkoro (DIVMSQSPSS) (SEQ ID NO: 134) i Baxkoro (QVQLQQSGPE) (SEQ
ID NO: 135) naHutoris DC8ES8. N-kiHueBi nocnigoBHOCTi 6Ginka BuM3Ha4Yann 3 BUKOPUCTAHHSM
poswenneHHs Egmana (nerkmi naxutor) i MALDI 3 po3snagom BcepeauvHi oxxepena (BaxXKu naHuor).
3 BMKopuCTaHHAM Uiei iHbopmalii B Genebank 6ynu igeHTudikoBaHi HanbinbLL cxoxi Ginkx 3 nerkumu
i BaXKMMKW naHutoramym pasomMm 3 iX BIigNoBigHMMW HYKNEOTUOHMMW nochigoBHOCTAMKU. [loTim
ineHTndikyBanM Hawmdinbl iMOBIpHI HyKNeOTUAHI MOCMIAOBHOCTI V-reHiB MuWi (NErkum i BaKun
navyorn) B 6asi gaHux IMGT/LIGM-DB (www.imgt.org). L reHu BuKopucTOoBYBanu Ansi
KOHCTPYIOBaHHSI MpsAMUX NpaniMepiB (KOPEKLil0 MpoBOAMNU 3 BUKOPUCTaHHAM N-kiHueBux 6inkoBux
nocnigoHocten DCB8ES8). 3BopoTHi npanmepun pns nerkoro i Baxkoro nadutoris  (kanna-
aHTucmumcnoBsun 5-GGAATTCGTTGAAGCTCTTGACAATGGGTG-3' (SEQ ID NO: 136) i G1-
aHTucmmcnosun 5-GGAATTCACATATGCAAGGCTTACAACCAC-3' (SEQ ID NO: 137)) noxoamnu 3
KOHCTaHTHMX obnacTter naHutoriB kanna i IgG1, BianosigHo.

Mpoayktu MNJIP cekBeHyBanu i ogepxaHi nocnigosHocTi [HK BapiabenbHux obnacTten nerkoro i
Baxkoro nadutoris DC8ES8 npepctasneHi Ha oir. 3A i 3D, signosigHo. BupisHioBaHHa DCS8ES 3
HambinbLl CXOXUM nerkum naduorom IGKV8-21*01 i Baxkmm naduiorom IGHV1-81*01 muwi
embpioHanbHoro Tuny npeactasneHe Ha oir. 3C i 3F, BignosigHo. O6nacTi, WO BM3HA4YalTb
komnnemeHTapHictb (CDR), nmigkpecneHi B OinkoBMx MOCNIAOBHOCTSAX NErKOro i BaXKKOro NaHLIoriB
DCB8ES (goir. 3B i 3E, BignosigHo). CDR i kapkacHi obnacti (FR) 6ynu ineHTudikoBaHi BignosigHo fo
cuctemmn Hymepadii ImMunoGeneTics (IMGT) [auB., Hanpuknag, Lefranc M.-P. The IMGT unique
numbering for immunoglobulins, T-cell receptors, and Ig-like domains. The Immunologist 7, 132-136,
1999 (1999)].

(b) TymaHnizauis DC8E8. [Ons igeHTudikauii npugaTtHOro iMyHOrnoOymiHy mMavMHKY, Wo €
KaHgmgaToM Ons opepXaHHs rymadisosaHoro DC8E8 3a gonomorow nepecagku obnacrew, Lo
BM3HayaloTb komnnemeHTapHictb (CDR), DC8ES8, reH nmoauMHn emO6pioHanbHOro Tuny 3 HawbinbLu
BMCOKOK  iAeHTMYHiCTIO nocnigoBHocTi 3 DC8E8 BM3Hauyann 3 BUKOPUCTaAHHAM  MOMAPHOro
BupiBHOBaHHA ClustalX2 HykneotugHoi nocnigosHocti DC8E8 npotu BubpaHoro Habopy reHis
iMmyHOrnobyniHiB  nioguvHW, BUTArHYTMX 3 npoctoro chanmna IMGT/LIGM-DB Bunycky 201112-6
(www.imgt.org). IgKv4-1*01 6yB ineHTUdIKoBaHWUIA ik HAWOBINbLL CXOXWUIA FeH NMOANHN eMBpioHaNbHOro
TNy ons nerkoro naxutora DC8ES (dir. 4), i IgHV1-69*10 6yB ineHTMdIKOBaHWIN SK HANBINbLL CXOXUIA
reH eM6pioHaneHOro TUNy Anst Baxkkoro naHutora DC8ES (goir. 5). ByB po3pobneHuii HacTynHWI nigxia
(cnoci6 1 i cnoci6 2) i noro MoXHa BUKOPUCTOBYBATM [N OAEPXaHHA OfHIEi abo AeKinbKox
rymaHizoBsaHux Bepcivi aHTutina DC8ES. lMicna ekcnpecii y BignoBigHii cuctemi Anga ekcnpecii aHTUTin
(Hanpuknag ekcripecytodi BEeKTOpM CcCaBLiB, BWKOPUCTOBYBaHI [ONns eKChpecii aHTuTin in vitro
(Hanpuknag knituHn HEK293) abo in vivo (TpaHCcreHHi TBapwuHuW)), oOfdepxaHi rymaHi3oBaHi
PEeKOMOIHAHTHI  aHTUTINa MOXHa JOCniguTM BIOHOCHO aKTMBHOCTI (Hanpuknag 6GioximivyHa i
TepaneBTMYHA aKTMBHICTb) BIiAMOBIAHO 00 OyAb-AkMX CNocobiB, BUKOPUCTOBYBAHWX  Ansi
oxapakTepu3adii aktuHocTi DC8ES.

Cnoci6 1. Nepecapgka CDR i myTauii B kapkacHin obnacti (FR), skwo HeobxigHi (CDR BugineHi
HaniBXUpHUM LWPMATOM i nigkpecneHi, myTadii FR BugineHi HaniBxupHum wpndtom)
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BapiabenbHa obnacTb Baxkoro naHutora (SEQ ID NO: 138-140, signosigHo, No NOpsiaKy):

DCSES_pakknii naHigor
BAKKHH TAHLIOT JHOIHHH
emMOpioHANEHOTO THITY

SEQ ID No.140

DCBE8_pmkkuii naxiyor
BAKKHI TAHLUIOT JIOHHH
emOpioHANBHOrO THITY

SEQ ID No.140

QVQLQOSGPELVKPGTSVKMPCKASGYIFTDYVISWVKQRTGQGLEWIGEIFPRSGSTYY
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGGIIPILGIANY

LR R X ***lt: LA R L A I A L * e ok whkokok -k LRk kok -k ko k * ' *

QVQLVQSGPEVKKPGSSVKVPCKASGY IFTDYVISWVRQATGQGLEWMGEIFPRSGSTNY

NEKFKGKATLTADKSSNTAYMQLSSVTSEDSAVYFCARDYYGTSFAMDYWGQGTSVIVSS
AQKFQGRVTITADKSTSTAYMELSSLRSEDTAVYYCARENHCYYYGMDVWGQGTTVTVSS

sy e kdkkdkk Rk sk kk ok ok Wk, cokh hkkk ok o kk kKK

AQKFQGRVTITADKSTSTAYMELSSLRSEDTAVYYCARDYYGTSFAMDYWGQGTTVTVSS

BapiabenbHa obnactb nerkoro naHutora (SEQ ID NO: 141-143, BignoigHoO, No nopsiaky):

DC8E8_nerkuii nanigor DIVMSQSPSSLAVSAGEKVTMSCKSSQSLLNSRTRKNYLAWYQQKPGQSPKLLIYWASTR

Jerkuii JaHILOT THOMHH DIVMTQSPDSLAVSLGERATINCKSSQSVLYSSNNKNYLAWYQQKPGQPPKLLIYWASTR
eMOpioHAbHOTO THITY ol ok kdkokkk k- ks kkk ok k ok ok kkkkkkhkokh Ak kk ok ke ok ok kk ok h

SEQ ID No.1l43 DIVMTQSPDSLAVSLGERATINCKSSQSLLNSRTRENYLAWYQQKPGQSPKLLIYWASTR

DCSES_nerkuii naHwor
NErKHH NTaHLIoT OIHHH
eMOpioHAIBHOrO THITY

ESGVPDRFTGSGSGTDFTLTISSVQAEDLAVYYCKQSFYLRTFGGGTKLDIK
ESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYYSTLTFGGGTKVEIK

AR AAAL A NE LRSS SRS AL RS NE L LE BN dedkedededed ok o - okok

SEQ ID No.143 ESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCKQSFYLRTFGGGTKVEIK

Cnoci6 2. bynu 3HargeHi imyHornobyniHn embpioHansHoOro Tuny muwi (dir. 3) i noamHu (dir. 4 i
5) 3 HanbBinNbLL BUCOKO iAEHTMYHICTIO nocnigoBHocTi 3 DC8ES i BMpiBHSAHI 3 GinkoBOK NOCMIAOBHICTIO
DCB8ES8. Obnacti CDR 6ynu igeHTudikoBaHi 3rigHo 3 cuctemoto Hymepadii IMGT. Hanbinbw moxnusi
KOHTAKTYIOui 3 aHTUreHOM 3anulikn B akTuBHoMy ueHTpi DC8E8 6ynu igeHTudikoBaHi, Buxoasyn 3
po6otn MacCallum et al., J. Mol. Biol. 1996.

PisHi amiHOkMcnoTU-kKaHaAnAaTV aAnsg MyTauii B rymaHrisoBaHi Bepcii DC8ES8 6ynu igeHTudikoBaHi
3a A40MNOMOroH HaCTYMHUX CYKYMHUX KPUTEPIiB:

i) iX npucyTHicTb B CDR i MOXNMBICTb KOHTAKTY 3 aHTUTEHOM;

i) X NnpucyTHIiCTb B 30Hi Vernier;

iii) He3anexHo BiA TOro, YN MyTOBaHi BOHW B NOCMiJOBHOCTI MULLI eMOpioHanbHOro Tmny.

3a [onomorol BKasaHWX BULLE KpuTepiiB Oyno igeHTudikoBaHO ABa piBHI kaHAuAaatiB ans
MyTauin.

Banuwkun X-tuny (BUAINEHI HaNiBXUPHUM WPNETOM):

- 3anuwkn, BigMiHHI Mix DC8ES i HanbinbLl cxoXoK NOCMigOBHICTIO MULLI eMBpioHanbHOro Tmny,
HECXO0Xi aMiHOKUCIOTH;

- 3anuwku B CDR i koHTakTytoui 3 aHTUreHom (CDR npegcTtaBneHi Manumu 6yksamu HanmiBXXMPHUM
wpudptom i kypcusoMm B nocnigosHocti DCBES, npeactaBneHin Huxue).

Banuwiku Y-Tuny (BUAINEHI HaniBXUpHUM LWPUATOM, NigKPECHeHi):

- 3anuLKK, igeHTnYHi Mixx DC8ES i HanbinbLL CXOXO0K NOCMIAOBHICTIO MULLI eMBpioHanbLHOro Tuny,
arne BiAMiHHi B HalbinbLL CXOXii NOCNIAOBHOCTI NIOAUHM eMOpiOHanbHOro TUMNY i po3TalloBaHi B 30Hi
Vernier (Hecxoxa amiHokucroTa);

- 3anuwku, BiaMiHHI Mk DC8ES i HaibinbL CXOXO0H NOCNiOOBHICTIO MULWI eMOpioHanbHOro Tuny
(cxoxa/koHcepBaTUBHaA aMiHOKMCNOTA).

[Bi rymaHisoBaHMX NOCMiJOBHOCTI AN KOXHOro NnaHutora 0ynu igeHTudikoBaHi 3 myTtauismu, ans
AkmMx Byno nepegbadeHo, Wo BOHN BNANBaKOTb Ha akTuBHiCTe DCBES:

SEQ ID NO: 147, 152: Tinbkn 3anuwkn X-TUny € MyTaHTHUMMU;

SEQ ID NO: 148, 153: 3anuwku 9K X, Tak i Y-Tuny € MyTaHTHUMMW.
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BapiabenbHa obnacTe Baxkoro naHutora (SEQ ID NO: 138, 145, 139, BignosigHo, no nopsaky):
DCSES8_paikiii JiaHior QVQLQQSGPELVKPGTSVKMPCKAS gyiftdyvisWVKQRTGQGLEWIGEL fprsgstyYY
BaiKuit 1aHor M emOpionabHoro iy  QVQLQQSGAELARPGASVKLSCKASGYTFTSYGISWVKQRTGQGLEWIGEIYPRSGNTYY
BOKKHI  TAHLION  JHOMMHH - eMOPIOHATBHOTOQVQ LY QS GAEVKK PGS SVKVSCKASGGTFSSYAT SWVRQAPGQGLEWMGGI IPILGIANY

THITY Kok kk kkk ke chkkakkka kkAkkk ke Kk kkkkak  dkkkkAkkok K & A . &
SEQ ID No.l47 QVQLVQSGPEVVKPGSSVKMPCKASGYIFSDYAISWVRQRTGQGLEWMGEIFPRSGSTNY
SEQ ID No.148 QVQLVQSGPEVVKPGSSVKMPCKASGYIFSDYAISWVRQRTGQGLEWMGEIFPRSGSTYY

DCSES_pakkuii naHior NEKFKGKATLTADKSSNTAYMQLSSVTSEDSAVYFCardyygtsfamdyWGQGTSVTVSS
BEKKHIA TaHIOr MU emOpiosabioro iy  NEKFKGKATLTADKSSSTAYMELRSLTSEDSAVYFCARDYYGTYYAMDYWGQGTSVTVSS
BOKKWI  JIAHIEOr  JIOMMHH  eMOpIOHATHONOA QK FQGRVT ITADKSTSTAYMELSSLRSEDTAVYYCARENHCY YYGMDVWGQGTTVTVSS

THITY shkaoke hokhhkhhs hhhkkok ko hhkokkhkohhhk, . s Rk kkkkok e kkkokk
SEQ ID No.l1l47 AQKFQGRVTITADKSTSTAYMELSSLRSEDTAVYYCARDYYGTSYGMDVWGQGTTVTVSS
SEQ ID No.148 NQKFQGRVTITADKSTNTAYMQLSSLTSEDTAVYYCARDYYGTSYGMDVWGQGTTVTVSS

BapiabenbHa obnacte nerkoro naHutora (SEQ ID NO: 141-143, BignoBigHo, NO NOPSIAKY):

DCSES8_nerxwit nasugor DIVMSQSPSSLAVSAGEKVTMSCKSSgsllnsrtrknylLAWYQQKPGQSPKLLIYwasTR
JETHHH JAHLIOT MHLI wﬁmommm DIVMSQSPSSLAVSAGEKVTMSCKSSQSLLNSRTRKNYLAWYQQKPGQSPKLLIYWASTR
SlerHi MAHLIOT THOMHH eMOPIOHATHHOMO THITY hTVMTQS PDSLAVSLGERAT INCKSSQSVLY SSNNKNYLAWYQQKPGQPPKLLIYWASTR

hdekok gk ke kokkdok kky ks dkkk ko ks ok ok kkokkok kb ko ok ko kb kb ek kb ok
SEQ ID No.152 DIVMTQSPDSLAVSLGERATINCKS SQSVLNSRNNEKNYLAWYQQKPGQPPKLLIYWASTR
SEQ ID No.153 DIVMTQSPDSLAVSLGERATISCKSSQSVLNSRNNKNYLAWYQOKPGOSPKLLIYWASTR
DCSES _nerxuii naHigor ESGVPDRFTGSGSGTDFTLTISSVQAEDLAVYYCkgsfylrtFGGGTKLDIK

JwIMIWOI‘MimﬁpiOH_&WTHHY ESGVPDRFTGSGSGTDETLTISSVQAEDLAVYYCKQSYNLRTFGGGTKLEILK
JierkiH M2HUO AOHE eMOPIOHATLHOIO THITY B SGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYYSTLTFGGGTKVEIK

tt*i***i:1*‘1***it*tii*:i**1:it‘tti:* H *’t*’*!::tt
SEQ ID No.152 ESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCKQSFYLRTFGGGTKVEIK
SEQ ID No.153 ESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCKQSFYLRTFGGGTKVEIK

MPUKIAL 4: KAPTYBAHHA EMITOMNA DC8E8 3 BUKOPUCTAHHAM PEKOMBIHAHTHUX
OENELIVHAX MYTAHTIB BINIKA TAY | TENTUAIB, WO NOXOAATH 3 BINIKA TAY

Heneuiini mytantn Ginka tay 2N4R noguHnW, a Takox nentuau, wo noxoaatb 3 Ginka Tay
(Antagene, Inc. (Sunnyvale, CA) i EZBiolab (CLUA)), BukopucToBYyBanu Ons KapTyBaHHS eniTonis
DCB8ES8 3 BukopucTtaHHam ELISA (dir. 6, 7 i 8). PekomGiHaHTHI i3odopmu Ginka tay noamHn (2N4R;
2N3R) i geneuinHi myTaHTu Ginka Tay (cir. 6A, 6B) ogepxyBanu, sk onvcaHo B npuknagi 1. MNentugu
(cpir. 7A, 7B) 6ynu cuHTesoBaHi B EZBiolabs (CLUA) 3 yuctoToto GinbLue 85 %.

MikponnaHweTn Ana TUTPyBaHHA MOKpuBanu npoTtaroMm Houi npu 37 °C abo pekomMBiHaHTHMMM
binkamn Tay, abo Tay-nentmgamu (5 mkr/mn B PBS, 50 wmkn/amky). licna 6nokyBaHHa 1 %
3HEXVPEHVM MOSOKOM AMNS 3MEHLUEHHS HecneundiyHoro 3B'a3yBaHHSA nnaHweTtu npomusanu PBS-
0,05 % Tween 20 i iHkyGyBanu 3 50 MKN/AMKy cynepHaTaHTy KynbTypu ribpuagomm DC8ES8 npoTsrom 1
rog. npy 37 °C. MOHOKNOHarnebHe aHTUTINO, WO 3B'A3anocs, BUSABNSANN 3a JOMNOMOrOK aHTUTINa BiBL
npotn Ig mwuwi, koH'toroBaHoro 3 HRP (DAKO). Peakuito 3gicHioBann 3  poO34YMHOM
opTodeHineHgiamiHy sk cybctpatom nepokcupasv i 3ynuHanu 50 mkn 2M H2SOs. [ornnHaHHs
BUMiptoBanu npu 492 HM 3 BUKOPUCTaHHSAM MpucTpoto Ansa 3uutyBaHHs Multiscan MCC/340 ELISA
(Labsystems). [JaHi 3unTyBaHHSA 3 BENUYMHOK MOMMIMHAHHS, SIKa LLIOHaNMeEHLUe B ABa pa3u nepesuLLye
BENUUMHY ANg HeraTuBHUX KOHTponis (PBS), BBaxanu No3MTUBHUMN.

DCB8ES8 posnisHaBano HacTynHi 6inku Tay niognHun: A358-441, A421-441, A134-168, A1-220, Al-
126, A(1-296; 392-441)/4R i A(1-150; 392-441)/4R, ane He poa3nizHaBano Ginku Tay 3 geneuismu
A222-427, A306-400, A228-441, A300-312, A257-400, A137-441 i A283-441 (d¢pir. 6B, 6C). DCBES
po3nisHasano cisionoriyHi isopopmm Ginka Tay 2N4R i 2N3R MeHLOK Mipoto, HiXk BOHO po3ni3HaBano
naTonoriYyHuin/HenpaBunbHO HeBnopsakoBaHun TayA(1-296; 392-441)/4R, tayA(1-150; 392-441)/4R i
aeneuiviHi mytantn (A358-441, A421-441, A134-168, A1-220, A1-126) 6inka Tay 2N4R (dir. 6C).
Binbw getanbHe kapTyBaHHA eniToniB 3 BUMKOPUCTaHHAM Tay-nentuaiB Busasuno, wo DCS8ES8 He
posnisHae Tay-nentuam 240-270, 270-300 i 301-330 (dpir. 7A, 7B, 7C). Baati pasom, Ui AaHi BKa3yloTb
Ha Te, wo DC8E8 mae 4oTupu LinsHkM 3B'3yBaHHSA abo enitonu Ha Binky Tay fNoanHKU, KOXHa 3 AKMUX
po3TalloBaHa B 0b6nacTi MOBTOPIOBAHOrO AOMeHY binka Tay, sAkuii 3B'A3yeTbCs 3 MiKpoTpyboukamy, i
KOXXHUI 3 LMX eniToniB po3TalloBaHWA OKPEMO B OHIV 3 HACTYMHMX nocnigoBHocTewn Ginka Tay: 267-
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KHQPGGG-273 (SEQ ID NO: 98) (1-uv nosToptoBaHuin AomeH binka Tay), 298-KHVPGGG-304 (SEQ
ID NO: 99) (2-un nostoptoBaHun gomeH Ginka Tay), 329-HHKPGGG-335 (SEQ ID NO: 100) (3-in
noBToptoBaHui gomMeH b6inka Tay) i 361-THVPGGG-367 (SEQ ID NO: 101) (4-un noOBTOptOBaHUN
AomeH Oinka Tay) (dir. 7D). binbwe Toro, ockinbkn DC8ES8 3B'I3yeTbCs 3 YKOPOYEHUMM chopmamm
Oinka Tay kpawle, HX 3 NOBHOPO3MipHMM Ginkom Tay 3 3 noBTopamu i 4 MOBTOpaMu, Ui pe3ynbTaTu
TakoX BKasylTb Ha Te, wo DC8ES 3B'A3yeTbcs Kpalle 3 MOB'A3aHNMK i3 3aXBOPOBaHHSAM chopMamu
Oinka Tay, Hik 3 disionorivnum OGinkom Tay (Tay39 (2N3R) i Ttay4d0 (2N4R)). Takox, OCKinbku
BBaXaloTb, WO OINok Tay 3MiHIOE KoHdopmauito Big disionoriyHoro Oinka Tay (BHYTPILHbLO
HEBMOPSOKOBAHOMO) Ha MNOB'A3aHUIM i3 3axBOPHOBAHHSM BiNOK (HenpaBWMbHO HEBMOPSOKOBAHUM i
posynopsiakoBaHuii, Kovacech et al., 2010), ui pe3ynbtaty BkasyloTb Ha Te, WO ofgHa abo Aekinbka
ainaHok 3B'asyBaHHsa ansg DC8ES8 (enitonn DC8ES8) matoTb BigMiHHY KOHopMaLito B idionorivHomy
Oinky Tay, BiOHOCHO MOB'A3aHOro i3 3axBoptoBaHHAM binka Tay, i wo DC8ES8 3paTHun BusaBnaTH U0
KOHOpMaLiViHY 3MiHY.

Ockinbku Ui noBTOpPIOBaHI AOMeHM Binka Tay € koHcepBaTuBHUMMK cepef Buais (gir. 8A), DC8ES,
NMOBIpHO, Oyae pearyBaTu nNpoTu OifkiB Tay 3 TakuMxX Pi3HOMAHITHUX BUAIB, K LLyp, MWLIA, KOPOBA,
wMMnaH3e, xaba i iHwi. BupiBHIOBaHHS BinkiB Tay pisHMX BUAIB TBAPWMH MPOBOAUIIM 3 BUKOPUCTAHHSIM
nporpamMmHoro 3abe3neyveHHs Clustalw2 (moctynHe, Hanpwuknaa, Ha
www.ebi.ac.uk/Tools/msa/clustalw2/). binok Tay nOWHW NpPeacTaBneHuin Hawbinblw  LOBroto
i30¢popMOI0 Tay, EKCMPECOBaAHOK B HEMPOHAX rofOBHOrO MO3Ky noauHu (2N4R, 441 amiHokucrnoTa).
Binkm Tay iHWKX BuAaiB BMOpaHi i3 3aranbHogoCTynHMX ©0a3 paHux. [locnigoBHOCTI, B SIKMX
PO3TaLLOBaHUIN KOXHWUIA 3 YOTUPLOX eniToniB, po3nisHaBaHux aHTuTinom DC8ES, B34Ti B pamky.

HopnaTtkoBi TOYKOBI MyTaUii i Aeneuii BHOCMNM B NEBHi NeNTMAM, WO noxoaaTk 3 Binka tay (8-mepw,
9-mepu i 10-mepu), Ans nogansLioro Bu3HadveHHs enitonis DC8ES, npu ouiHui N0 34aTHOCTI KOXHOro
nentugy KoHkypyBatu 3 TayA(1-150; 392-441/4R) 3a 3B'asyBaHHs 3 DC8ES8. [llentugn 6ynu
cuHTesoBaHi B EZBiolabs (CLUA) 3 unctoTtoto binbwe 85 %. KonkypeHTHun ELISA nposogunu 3rigHo 3
HaCTYMHUM CTaHZapTHUM npoTokosniom. lMnaHweTtn gna ELISA (nnaHweT 3 BUCOKUM 3B'I3YBaHHAM
IWAKI, #3801-096, Bertoni GmbH, ABcTpi) nokpmuanu npotsrom Houi npu 4 °C 3a gonomoroto 100
MKIN/SIMKY pekombiHaHTHoro ounweHoro TayA(1-150; 392-441/4R) B PBS B KoHUeHTpauii 5 mkr/mn.
MnaHweTn 3 BucokMM 3B'Aa3yBaHHAM IWAKI npomuBanu 4 pasn PBS/Tween 20 (0,05 % 06./06.) i
onokyeanu PBS/Tween 20 npotsarom 2 rog. npu 25 °C. KoxHuWiA 3 nenTuaiB okpemo po3ynHanu B PBS
B KiHLEBIl KOHUeHTpauii 5 MM. INpoBoannu cepiHi po3BeneHHa (2-kpaTHi) nentuais B PBS/Tween 20
B NONINPONINEeHOBUX NfaHweTax 3 KOHIYHUM gHOM AMmok (Greiner, #651201) (gianasoH KoHUeHTpaUin
80, 40, 20, 10, 5 i 2,5 mkM). Oopmaanun 100 MKN KOXHOro PO3BEAEHHS Ha AMKy. OunieHe
MOHOKIOHanbHe aHTuTino DC8E8 (ouuwieHHs npoBoaunu, SK ONUCaHO Hwk4ye B npuknagi 5)
po3baBnsnm 00 koHueHTpauii 2 mkr/mn B PBS/Tween 20 i 100 mMkn uboro po3baBneHOro aHTuTina
3MilWlyBanM 3 KOXHUM CEpiMHUM po3BedeHHAM nenTugie B cymiwax ob'emom 200 mkn 3 100 Hr
aHTuTina/100 MKM, WO MICTATb KOXHMI BiAMNOBIAHWMIA AOCNiMKYyBaHUA nenTug B koHueHTpadii 40, 20,
10, 5, 2,5i 1,25 mkM. Cymiwi aHTutino/nentug iHkyoysanu npotsrom 1 roa. npu 25 °C Ha obepToBiii
nnatdgopmi, BcTaHoBneHin Ha 250 06./xB. Cto mikponiTpiB (100 mkn) cymiwen aHTUTINO/nenTug
nepeHocuny 3 MOMINPOMINEHOBNX NnaHWeTiB B NokpuTi TayA(1-150; 392-441/4R) i ©nokoBaHi
PBS/Tween 20 nnaHweTtn IWAKI 3 BUCOKMM 3B'A3yBaHHAM i iHKyOyBanu npotarom 1 rog. npu 25 °C
Ha obepToBi nnaTdopmi, BcTaHOBMEHIM Ha 250 06./xB. MnaHweTn npommBanu 4x 3a OOMNOMOroOH
PBS/Tween 20. 3pasku (B nnaHweTax) iHKybyBanu npotarom 1 rog. npu 25 °C Ha o06GepTosin
nnatgopmi (BctaHoBneHin Ha 250 06./xB.) 3 100 MKM NONIKNOHaNbLHOMO aHTUTINA KO3W MNpOTH
imyHornobyniHis muwi/HRP (Dako, #P0447), po3basneHoro 1:4000 B PBS/Tween 20. lNnaHweTn
npomuBanu 4x 3a gonomoroto PBS/Tween. MNoTim 3pasku/nnaHweTn iHkyGyBanu 3 100 MKN po3unHy
1,5 mr/2 mn o-PDA (o-ceHinengiamin, SIGMA, P1526) B 0,1M Na-auertaTi, pH 6,0 (Roth, #6779),
ponoBHeHoro B 1,5 mkn/2 mn 30 % H20: (SIGMA, H-0904), npotsrom 10 xBunuH npu 25 °C B
TempsiBi. Peakuito 3ynuHanu gogasaHHsaMm 100 mkn 2M H2SO4 (Merck, 1.00731.1000). 3a nepebirom
peakuii cnoctepiranu 3a [JOMOMOroOK 34YUTYBaHHA MOrMUHAHHA 3paskis/nnaHweTis npy 490 HM
(Hanpuknag 3 BukopucTaHHam npuctpoto Victor Multilabel Counter (Wallac).

Ha ¢pir. 8B npeacraeneHi pesynstatu KOHKypeHTHoro ELISA, npoBegeHoro Ans HACTYMHMX LLeCTu
nentugie: NIKAVPGGGS (SEQ ID NO: 200), NIKHVPGGGS (SEQ ID NO: 201), IKHVPGGGS (SEQ
ID NO: 202), KHVPGGGSV (SEQ ID NO: 203), HYPGGGSVQ (SEQ ID NO: 204) i VPGGGSVQ
(SEQ ID NO: 205). MNMentugn KHVPGGGSV (SEQ ID NO: 203) i HVPGGGSVQ (SEQ ID NO: 204), wo
OXONMIOKTb TepaneBTUYHMI eniton #2 6inka Tay, KOHKypyBanu LOHaNMeHLWe 3 OOHWM 3 BUXIOHUX
TepaneBTMYHMX eniToniB, MpUCyTHiX Ha TayA(1-150; 392-441/4R). BupaneHHs HenigkpecneHoro
3anuwky rictuauHy 3 enitona SEQ ID NO: 204 npuBeno 0o BTpaTy aKkTUBHOCTI KOHKYpYBaHHS (OWB.
nentug VPGGGSVQ, SEQ ID NO: 205). TouykoBa MyTauid, WO 3aMIHIOE TICTMAMH Ha anaHiH (y
BiQNOBIOHOMY MOMOXeHHi Oinka Tay 299, B "enitoni #2"), npuMBena p[o BTpaTM aKTUBHOCTI
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KoHKkypyBaHHs (nentna NIKAVPGGGS, SEQ ID NO: 200). lMentuam, wo mictunn 2 abo 3
amiHokncnotn nepen "rictugmHoMm 299" (B HanpsMKy N-KiHUS), TakoX KOHKypyBanmu 3 BUXiAHUM
enitonom (nentugun IKHVPGGGS (SEQ ID NO: 202) i NIKHVPGGGS (SEQ ID NO: 201), BignosigHo).
Lli pesynbTatn BkasyloTb Ha Te, WO MiHiManbHun eniton DC8ES, wo 3HaxoguTbCcsa y Apyromy Tay-
noBTopi (eniTon #2), 3HaxoaAnTbCcst B 6-MepHin nocnigoBHocTi, a came HVPGGG (SEQ ID NO: 154).

3rafjaHi BULIE €EKCNepMMEHTU MO KapTyBaHHK yKa3anun Ha MNPUCYTHICTb aMiHOKMUCIIOTHOI
nocrnigosHocti PGGG B ogHomy abo pgekinbkox enitonax aHtutina DC8ES. binbwe Toro, us
aMiHOKMCNOTHa MOCNIAOBHICTL MPUCYTHSA Y BCiIX YOTUPbOX enitonax Ha Binky Tay, Wo 3B'A3ylTbCs
DC8ES8 (ame. SEQ ID NO: 98, 99, 100, 101). Ana Bu3HauyeHHa 3anuwkiBe B N-kiHUeBii obGnacTi
enitonis DC8ES8, npoBoannn ekcnepyMMeHTM MO CKaHyBaHHIO anaHiHOM Ha Tay-nentugi 295-
DNIKHVPGGGS-305, akuii mictute eniton DC8ES8 (B 298-KHVPGGG-304, SEQ ID NO: 99), akun
3HaxXo4uTbCH y 2-OMy NOBTOPHOBaHOMY AOMeHi 6inka Tay.

3B'asyBanbHy 3aaTHICTb MyTaHTHUX nentuaie 3 DC8ES ouiHioBanu no 34aTHOCTI KOXXHOro nentuay
KOHKypyBaTu 3 TayA(1-150; 392-441/4R) 3a 3B'asyBaHHa 3 DC8ES8. Cim nentuais 6yno CMHTE30BaHO
EZBiolabs (CLUA) 3 uuctoToto Oinbwe 85 %: ANIKHVPGGGS (SEQ ID NO: 144), DAIKHVPGGGS
(SEQ ID NO: 146), DNAKHVPGGGS (SEQ ID NO: 149), DNIAHVPGGGS (SEQ ID NO: 151),
DNIKAVPGGGS (SEQ ID NO: 159), DNIKHAPGGGS (SEQ ID NO: 161) i nentug 3 BUXigHOH
nocnigoBHicTio DNIKHVPGGGS (SEQ ID NO: 171). KoHkypeHTHun ELISA npoBoaunu 3rigHO 3
HaCTYMHUM CTaHAapTHWMM NpoToKonoM. [NnaHweT 3 Bucoknm 3B'a3yBanHAM IWAKI (#3801-096, Bertoni
GmbH, ABcTpisa) nokpmeanu npotarom Houi npu 4 °C 3a gonomoroto 100 MKn/AMKy peKoMOiHaHTHOrO
oumwieHoro TayA(1-150; 392-441/4R) B PBS B koHueHTpauii 5 w™kr/mn. [NposBogunu cepivHi
po3BeaeHHs (2-kpaTHi) nentuais B PBS/Tween 20 B noninponineHoBux nnaHweTax 3 KOHIYHUM AHOM
amok (Greiner, #651201) (giana3oH koHueHTpauin 320, 160, 80, 40, 20, 10, 5i 2,5 mkM). Jonasanu
100 MKN KOXHOrO po3BedeHHA Ha AMKy. OuuwieHe MOHOKMOHanbHe aHTuTino DC8ES8 (ouunwieHHs
NpoBOAWMM, SK ONUCAHO HWXYe B Npuknagi 5) pos3basnsanu Ao KoHueHTpauii 2 mkr/mn B PBS/Tween
20 i 100 MKn uboro po3daBneHOro aHTUTINAa 3MillyBanu 3 KOXXHUM CEPINHNM PO3BEAEHHAM NENTUAIB B
cymiwax ob'emom 200 mkn 3 100 Hr aHTMTIina/100 MKN, WO MICTATb KOXHWUA BiAMNOBIAHWNA
JocnigkyeBaHui nentua B KoHueHTpauii 160, 80, 40, 20, 10, 5, 2,5 i 1,25 mMkM. Cymiui
aHTuTIno/nenTua iHkydyBanu npotsirom 1 roa. npu 25 °C Ha obepToBin nnatdopMi, BCTAHOBIEHIN Ha
250 06./xB. Cto Mikponitpie (100 MKmn) cymiwien aHTUTINO/NenTna nepeHocunu 3 NoninponineHoBux
nnaHweTiB B nokputi TayA(1-150; 392-441/4R) i 6nokoBaHi PBS/Tween 20 nnaHweTtn IWAKI 3
BUCOKMM 3B'A3yBaHHAM i iHKyGyBanu npotarom 1 rog. npu 25 °C Ha obepTosii nnatdopmi,
BCTaHoBMeHin Ha 250 06./xB. MNMnaHweTn npomusann 4x 3a gonomoroto PBS/Tween 20. 3pasku (B
nnaHweTtax) iHkybysanu npotarom 1 rog. npu 25 °C Ha obepToBivi nnatgopmi (BCcTaHoBneHin Ha 250
06./x8.) 3 100 MKM MONIKNOHaNbHOro aHTUTINa ko3u npoTu imyHornobyniHie muwi/HRP (Dako,
#P0447), posbasneHoro 1:4000 B PBS/Tween 20. lNnaHweTu npomuBanun 4x 3a [JOMNOMOrOH
PBS/Tween. [loTim 3pasku/nnaHweTtn iHkybyBann 3 100 mkn posumHy 1,5 mr/2 mn o-PDA (o-
deHnineHgiamin, SIGMA, P1526) B 0,1M Na-auertari, pH 6,0 (Roth, #6779), nonosHeHoro B 1,5 Mkn/2
mn 30 % H202 (SIGMA, H-0904), npotarom 10 xsBunuH npu 25 °C B TempsaBi. Peakuilo 3ynuHanu
popgaBaHHaAM 100 mkn 2M H2SOs4 (Merck, 1.00731.1000). 3a nepebirom peakuii cnocTepiranu 3a
OOMOMOroK0 34MTYBaHHS NOrMMHaHHA 3paskis/mnaHweTtie npu 490 HM (Hanpuknag 3 BUKOPUCTaHHAM
npuctpoto Victor Multilabel Counter (Wallac).

Ha cpir. 8C npencraBneHi pesynbTat KOHKypeHTHOro ELISA, npoBegeHoro ans HacTynmHUX cemmu
nentugie: ANIKHVPGGGS (SEQ ID NO: 144), DAIKHVPGGGS (SEQ ID NO: 146), DNAKHVPGGGS
(SEQ ID NO: 149), DNIAHVPGGGS (SEQ ID NO: 151), DNIKAVPGGGS (SEQ ID NO: 159),
DNIKHAPGGGS (SEQ ID NO: 161) i DNIKHVPGGGS (SEQ ID NO: 171). TouykoBa myTauis, Lo
3aMiHIOE MiCTMAWH Ha anaHiH (y BignoBigHOMY nonoxeHHi 6inka tay 299, B "enitoni #2"), npusoguna
[0 MOBHOI BTpaTW aKTMBHOCTI KOHKypyBaHHA 3 TayA(1-150; 392-441/4R) 3a 3B'asyBaHHs 3 DC8ES8
(nentng DNIKAVPGGGS, SEQ ID NO: 159). MyTauii, siki amiHioBanu amiHokucnotn D, N, |, K iV Ha
anaHiH, He ycyBanuM aKTUBHICTb KOHKYpPYBaHHS BIiAMOBIAHWX MYTaHTHUX nenTtuaiB (nentuau
ANIKHVPGGGS (SEQ ID NO: 144), DAIKHVPGGGS (SEQ ID NO: 146), DNAKHVPGGGS (SEQ ID
NO: 149), DNIAHVPGGGS (SEQ ID NO: 151), DNIKHAPGGGS (SEQ ID NO: 161)). Ui pesynbtatu
BKa3yloTb Ha Te, WO MiHimanbHui eniton DC8ES, wo 3HaxoasTbcs y gpyromy nosTopi Ginka Tay
(eniTon #2), postawoBaHun B 6-MepHin nocnigosHocTi, a came HVPGGG (SEQ ID NO: 154), i wo
DCB8ES8 3B'sizyeTbest 3 HXPGGG (SEQ ID NO: 164).

MPUKNAL 5: DC8E8 PO3MI3HAE HEMPABWbHO HEBMOPAOKOBAHUWA TAYA(1-150; 151-
391)/4R MPW OUIHLI NOBEPXHEBUM MIASMOHHUM PESOHAHCOM

lMoBepxHeBMI NNasMoHHMIA pe3oHaHC (SPR) MoxHa BUKOPUCTOBYBATM [ANA  BUSABIIEHHS
3B'sI3yBaHH4A Oifnka i Ans BU3HaYeHHS TEPMOAMHAMIYHMX NapaMeTpiB BiNKOBMX KOMMNNEKCIB (Hanpuknag
KOMMIIEKCU aHTUTINO-aHTUMEH) LUMISIXOM MPSAMOrO MOHITOPUHIY MOAIT 3B'A3yBaHHS B pearnbHOMY 4aci.
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Lilo TexHonorito 3BUMYAMHO BWKOPUCTOBYOTb ANSA OXxapakTepmsauii §K [iarHOCTUYHMX, Tak |
TepaneBTUYHMX aHTWUTIN [amB., Hanpuknag, Karlsson and Larsson, Affinity Measurement Using
Surface Plasmon Resonance, Methods in Molecular Biology, Vol. 248: Antibody Engineering:
Methods and Protocols. Edited by: B.K.C. Lo (c) Humana Press Inc., Totowa, NJ (2008)].

IOna ekcnepumMeHTiB SPR, MoHoknoHanbHe aHTuTino DC8ES8 (mAb) ounwanu 3 6e3cupoBaTKoOBOro
cynepHaTaHTy ribpngommn Ha adiHi KonoHui 3 6inkom G, HacTynHUM YnHoM. CynepHaTaHT ribpuaomm
aosogunu oo pH 7,5, po3ynH nonepeHbo ouuLanu LeHTpudyrysaHHsam, dinetpysanu yepes 0,45-
MKM MeMOpaHHUA QinbTp, i HAHOCKMNIM Ha 5-mn KonoHky 3 Ginkom G-cedpaposot. mAb DCSES
entooBanu 3 konoHku 3a gonomorot 0,1M rniumHy-HCI, pH 2,7. EnonoBaHi dpakuii Bigpasy
HenTpanidysanu 1M Tris-HCI, pH 9,0. O6'egHaHi dpakuii niggasanu pgianidy npotu PBS,
KOHLeHTpyBanu ynbTpadinbTpadieto i 36epirann npu -70 °C. KoHueHTpauilo aHTUTINa BM3Hayanu
LLUNSAXOM BUMIpIOBaHHSA NornuHaHHA npu 280 HM 3 BUKOPUCTaHHAM dpopmynu ¢ (Mr/mn)=Azsom/1,43.

Ona ananisiB 3 BukopuctaHHam SPR 3actocosyBanu npuctpii BIACORE3000 3 ceHcopHum
yunom CM5 (Biacore AB, Uppsala). PeareHTn ans 3B'asyBaHHa aminiB (EDC, NHS, etaHonamiH, pH
8,5), pmetepreHt P20 i 10 MM auetat Hatpito, pH 5,0, 6ynu ogepxaHi Big Biacore AB. Lli
ekcnepumeHTn nposoaunu npu 25 °C B PBS, pH 7,4, 3 0,005 % P20 (PBS-P) sk pyxomum 6ydepom.
Ak npasuno, 5000 OB (ogvHWUb BignoBigi) NOMKNOHANBHOrO aHTUTINa npotu aHTutin muwi (No. Z
0420; DakoCytomation, Glostrup, OaHis1) 38'a3yBanu npu pH 5,0 yepe3 nepBUHHI amiHM O4HOYACHO B
ABOX NMPOTOYHUX KOMIpKax, OOHY 3 SIKUX BUKOPUCTOBYBanu AN €TanoHHOro BUMIpIOBaHHS.

Y KOXHOMY UMKNi aHanisy ounweHunin DCBES8 imMobinisyBanu B aHaniTUYHIA NPOTOYHIA KoMipUi
ONA OoCArHeHHs piBHA iMmobinizauii 230-250 OB. [nga Bu3HaveHHA Ka, a TakoX Ans BU3HAYEHHSI
KiIHETUYHUX KOHCTaHT wBuakocTi (Kon i korr), ABOKpaTHI cepinHi po3BedeHHA abo binka Tay (Npotu
akoro gocnigxysanu adiHHicTe DC8BES), abo PBS-P sk KOHTpoOnb iHXeKTyBanu 3i LWBUAKICTIO NOTOKY
50 MKn/xB. Ha ceHcopHU Yumn. KiHeTnyHi g4aHi npo 3B'a3yBaHHA niggaBanv NogBiIHOMY MOPIBHSHHIO 3
eTanoHom 3rigHo 3 Myszka, 1999, i anpokcumyBanu 3a 4OMOMOroK NporpaMHOro 3abesnedyeHHs ans
ouiHkm BIA evaluation software 4.1 (Biacore AB) go aBodasHoi mogeni peakuii. KiHeTUYHI KOHCTaHTK
LWBMAKOCTI NigaaBanu rnodanbHii anpokcumMaldii, MakcumarnbHi BianoBidi anpokcmyBanu NokKanbHo, i
CyKynHa BignoBigb Oyna BCTaHOBMEHA Ha HyIb.

Ina kinbkicHoro Bu3Ha4veHHsA adpiHHocTi DC8ES8 BiAHOCHO KOXHOro 3 AocnimxyBaHMX Ginkis Tay,
BM3Ha4yanu piBHOBaXHi kKoHCTaHTW acouiauii (Ka) ansa 3s'a3yBaHHss DC8ES8 3 isocopmoto binka Tay 3
yotnpma noeTopamn 2N4R, i3odopmoto Ginka Tay 3 Tpboma noBTopamu 2N3R, a Takox 3
HenpaBunbHO HeBnopsgkoBaHuM TayA(1-150; 392-441)/4R i HenpaBunbHO HeBnopsagkoBaHum TayA(1-
150; 392-441)/3R. Bci 6inkm Tay, BukopuctaHi ans SPR, ogepxysanu BignosigHo Ao npuknagy 1.
AdiHHicTe DC8BES8 6yna Hanbinbw Bucoko and TayA(1-150; 392-441)/4R 3 yoTMpma noBTopamu, 3a
AKMM iluna NOBHOPO3MipHa idocopma Ginka Tay 3 yotvpma nostopamu 2N4R, a notim TayA(1-150;
392-441)/3R 3 TpbOma noBTOpamMu i, HapewTi, NOBHOPO3MipHa i3odopma bGinka Tay 3 Tpboma
nosTopamn 2N3R (cpir. 9A, B). Ui pesynbtatn nigrBepaunu: (1) cneundiyHicte DC8E8 BigHOCHO
HenpaBunbHO HeBnopsigkoBaHoi dopmu bGinka Tay, i (2) cenektuBHictb DC8E8 BigHOCHO
HenpaBuWIbHO HEBMOPSAAKOBaHOro bGinka Tay (TOOTO NoB'sA3aHWI i3 3aXBOPIOBaAHHAM abo NaTonoriyHun
Oinok Tay) BigHOCHO NOBHOPO3MipHOro Ginka Tay (To6To HopMarnbHMin abo gidionoriyHmn Binok Tay).

MoHITOpYHTr B peanbHOMY Yaci Nodin 3B'A3yBaHHA 3 BUKOPUCTaHHAM SPR A03BONMB BUMIpHOBAHHS
KiHeTMYHOI WwBwmakocTi acouiauii (kon) i Ancouiadii (korr) mix DC8ES8 i gekinbkoma bGinkamn Tay.
KiHeTuka 3B'asyBaHHs DC8E8 npogemoHcTpyBana 3MiHeHy KOHdpopmauiio Ans HenpaBuibHO
HeBnopsgkoBaHoro TayA(1-150; 392-441)/4R i T1ayA(1-150; 392-441)/3R B nOpIiBHAHHI 3
igionorivHum 2N4R Tay, Ha wo Bkasye binbw nerkogoctynHui eniton(n) DCBE8 B HenpaBunbHO
HeBnopsgkoBaHux binkax Tay. Lle BigobpaxyeTbca B Binbll LWBMAOKOMY 3B'A3yBaHHi i GinblU BUCOKIN
kon Ans HenpaBWbHO HEBNOPSAKOBaHMX BifkiB Tay B MOPIBHSAHHI 3 IX MOBHOPO3MIPHUMY aHanoramu.
Binbwe TOro, NpucyTHICTb Ao0AaTKOBOI AinsHkM 3B'A3yBaHHA Ana DC8E8 Ha Tunax Ginka Tay 3
yoTMpma nosTopamu npmeena go B 10 pasiB Ginbw nosinbHOI gucouiauii TuniB Ginka Tay 4R 3
komnnekcy 3 DC8ES8 i signosigHoi B 10 pasiB Oinbw Hu3bkoi Korr (cpir. 10A, B; nyHKTUpHI niHii
iHTEpNonboBaHi 3 BUMIPAHUX OaHMX LUMAAXOM OBYMCIIEHb KIHETMYHMX MapamMeTpiB 3 BUKOPUCTAHHAM
komn'totepHoi nporpamu BIAEvaluation v4.1).

MPUKNAO 6: DC8E8 POS3MIBHAE BCI CTAAIl PO3BUTKY HEWMPO®IEPUNAPHOI
OEFEHEPALIT B FTONOBHOMY MO3KY NOANHM 3 XBOPOBOK ATbLIFEMMEPA

TKaHMHY rONOBHOIO MO3KY NOAUHKM (Ha napadiHoBux Gnokax) ogepxyeanu 3 Netherlands Brain
Bank. Brnoku Hapizanu Ha mikpoTomi. NomiweHi B napacdiH 3pi3n (8 MKM) rinokamna-eHTOpUHaNbHOI
KOpKX 3 rofloBHOrO MO3Ky npu xBopobi Anburenmepa (ctagis bpaaka VI) i koHTponto 6e3 gemeHuii
(cTapis bpaaka | i lll) 06pobnsanu xonogHoto (+4 °C) 99 % MypaLUMHOK KACMOTOK NPOTArom 1 XB. Npu
KimHaTHIN TemnepaTypi (25 °C). 3pi3n TkaHWH iHKyOyBanu B 6nokyBanbHOMY po3udnHi (5 % BSA, 0,3 %
Triton X-100 B 50 HM Tris-HCI), a noTiMm NpOTAromM Ho4i 3 OYWLEHUM NepBuMHHUM aHTutinom DC8ES
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(7,8 mr/mn; ogepxxaHuMm, sIKk onucaHo B npuknagi 5), ake 6yno posbasneHe 1:2000 B 6nokyBansHOMY
po3uuHi. [NoTim 3pi3u iHkyOyBanu 3 6ioTuHINLoBaHUM BTOpUHHUM aHTUTINoM (Vectastain Elite ABC Kit,
Vector Laboratories) npu kiMmHaTHIn TeMnepaTypi NPOTArom OAHIEl roguMHK, a NoTiM NMiggaBanu peakuii
3 KOMMJIEKCOM aBiguH-bioTUH-Nepokcngasa npotarom 60 xBunuH (Vectastain Elite ABC Kit, Vector
Laboratories), B 060x Bunagkax npu KiMHaTHin Temnepatypi (25 °C). IMyHHY peakuito BidyanisyBanmu
3a pgonomorot Habopy cybcTtpaty nepokcmpgasm (Vector VIP, Vector laboratories, Ca, CLUA) i
KOHTpacTHO 3abapernioBann Mmetunosum 3eneHmm (Vector Laboratories). 3pisn gocnimpkyBanu 3a
aonomoroto Mikpockona Olympus BX71.

MoHoknoHanebHe aHTuTino DC8ES po3spisHioBano AaokniHidHy AD, AD, L0 KMiHIYHO NOYMHAETBLCS, i
MOBHICTIO PO3ropHeHy KiHueBy cTagito AD. IMyHoricToximiyHe pocnigjkeHHs nokasano, wo DC8ES8
BUSBNANO PaHHi cTagii (MoHoMep, Aumepu Tay) nartonoriyHoro 6inka Tay npu AokniHivHin AD vy
noavHn - Ha ctagii bpaaka | (cir. 11A). [0ONOBHUIA MO30K MICTUTb TiNbKNM OBMEXEHY KifbKiCTb
HenpodibpnnapHux Byanukis (NFT) B eHTopmHanbHi kopi i He mictute NFT B rinokamni (ctagia
Bpaaka I). ¥ ronosHomy mo3ky 3 AD, o kniHiyHO nouynHaetbed, ge Tpoxm NFT 6yno BusiBneHo B
rinokamni (ctagia Bpaaka Ill), mAb DC8ES8 poanisHaBano sik cTagito oniromepiB natonoriyHoro Ginka
Tay (CTpinku), Tak i crtagito noniMmepis naronoriyHoro Ginka Tay (By3nuku) (dir. 11B). Y ronosHomy
MO3KY MpKW MOBHICTIO PO3ropHeHin xBopobi AnbLreriMepa, Ae NPUCYTHS Benuka HenpodibpunspHa
aereHepauissi, DCBES8 poanisHae, ronoBHUM YMHOM, norimMepu nartosoriyHoro Ginka Tay y dopmi
HepoibpUNAPHNX BY3NUKIB, HEMPUTUYHNX ONALIOK i HEMPUTUYHMX HUTOK (doir. 11C). Taknum YnHOM,
mAb DCB8ES8 poa3nisHae Bci cTagjii po3BUTKY HEMpodibpunapHNUX ocepekiB B TKAHWHI FOSTOBHOMO MO3KY
nognHn 3 xeopoboro AnbLrenmepa, BKIIHOYAOYM MOHOMEPHY, OAMMEPHY, PaHHIO OMirOMepHy cTagito
(cpir. 11D1) i nisHO oniromepHy AoBy3nukoBy cTtagito (dir. 11D2), a TakoX nisHi cTagii po3BUTKY
nonimepiBa maTtonoriyHoro 6inka Tay - BHYTPIWHbLOKNITUHHI  (ir. 11D3) i nosakniTuHHI
HeripodibpunapHi Byanuku (cir. 11D4). Takum ymHom, usa peaktmeHicTe mAb DC8ES € npuagaTHoto sk
ANs AiarHOCTUYHKX, Tak | ANA TepaneBTUYHMX 3aCTOCYBaHb LbOro aHTuTIna.

MPUKNAL 7: DC8E8 POS3MIBHAE BCI CTAAIl PO3BUTKY HEWMPO®IEPUNAPHOI
OErEHEPALII B rONOBHOMY MO3KY TPAHCIEHHWX LWYPIB SHR72, IO CMOCTEPITAKOTLCA
MPW XBOPOBI AITbLIFEEMMEPA Y NKOONHN

JliHist TpaHcreHHmx wypie SHR24: us niHis ekcnpecye TayA(1-150; 392-441)/3R - 6inok, onncaHuim
B MiKHapogHin naTeHTHin 3asaBui PCT WO 2004/007547. OpepxaHHsi i oxapakTtepusauis uiel
TpaHcreHHol niHil onucadi B Filipcik et al.,, 2010. Y uuMx TpaHCreHHUX LUYpiB pPO3BMBAETLCSA
nporpecytoda i 3anexHa Big BiKy HenpodibpunspHa AereHepauis B KOPTUKaNbHUX 0BnacTsx
ronoBHOro Mo3ky. HenpodibpunspHi Byanuku (NFT) 3agoBOnNbHANM Aekinbka KNYoBMX FICTOMNOMYHNX
KpuTepiiB, BUKOPWUCTOBYBaHMX ANS igeHTudikauii HenmpodibpunapHoi AereHepadii npu xBopobi
AnburerMepa y nOAMHKW, BKNOYayn apripodinito, ABOMPOMEHE3anoMeHHA KOHIMO YepBOHOrO i
pPeaKkTMBHICTb BIiAHOCHO TiodnasiHy S. HenpodibpunsapHi By3nuku TakoX igeHTudikyBanu 3a
AOMNOMOTOK aHTUTIM, BUKOPUCTOBYBAHMX ANSA BUSBIEHHS NaTONoriYyHoro G6inka tay B rorloBHOMY MO3KY
noavHu, Bkntovatounm DC11, ake posnisHae noB'sA3aHy i3 3axXBOPHOBaHHAM KoHdpopmauito Ginka Tay
(Vechterova et al. 2003; Kovacech et al. 2010), i aHTuTina, ki € cneuyudivHumn Ao
rinepgoccopunoBannx ¢opm Oinka Tay. binbwe TOro, HenpogibpunapHa AereHepauis
XapakTtepusyBarnacs BEMWKUM YTBOPEHHSM HEpPO3YMHHUX B CapKO3wmi KOMMMekciB Oinka Tay, LWwo
cKragarwTbCs 3 eHOOoreHHUX TuniB Binka Tay wypa i TpaHcreHHnx ykopodeHux tunis 6inka tay (Filipcik
et al., 2010). HanbGinbw BMpaXeHOW TFiCTONATOMNOrMNYHOK O3HaKOK UMX LWYypiB € Benuka
HeripodibpunapHa naTtonoris - HempodibpunsapHi By3nukn B kopi. CepegHs TpuBanicTb XWTTH
TPaHCreHHUX LWypiB CTaHOBUTb 222,5 0obu (SD=43,56) i HanbinbLWnn nepioq BuXnsaHHa gocsarae 475
ai6 (Filipcik et al., 2010).

JliHia TpaHcreHHnx wypis SHR72: ui TpaHCreHHi Wypu ekcnpecyoTb ykopodeHun TayA(1-150; 392-
441)/4R noguHn BignoBigHO A0 MixHapogHoi nateHTHoi 3asaBku PCT WO 2004/007547 B pekinbkox
obnacTsax rofloBHOro MO3Ky i B CMMHHOMY MO3Ky. OfepxaHHs uiei niHii wypis onvcaHe Zilka et al.,
2006, i natonoria ©Oinka Tay 6yna onucaHa Koson et al, 2008. HaiGinbw BupaxeHo
ricTONaTosoriyHO O3HaKOKW LUMX LWypiB € Benvka HenpodibpunapHa naTonoris, Hanpuknag
HelipoibpunapHi  Byanuku. [losieBa NFT 3agoBOnbHANA  AeKinbka  TCTOMOMYHMX  KPUTEPIB,
BMKOPUCTOBYBaHUX AN1s ideHTUdikauii HenmpodibpunsipHoi aereHepaluii npu xBopobi Anburerimepa y
NIOAOMHW, BKIOYatoun  apripodinito, OBONPOMEHE3aNOMIMEHHA KOHIO YEpBOHOIMO i pPeakTUBHICTb
BigHocHO TiocbnasiHy S. NFT Takox igeHTudikyBanu 3a 4ONOMOrOK0 aHTUTIN, BUKOPUCTOBYBaHNX AMS
BUSIBITIEHHS MATONOriYyHOro Ginka Tay B ronloBHOMY MO3KYy JOAMHM, BKovatoum DC11, wo posnisHae
aHomanbHy koHdopmauito binka Tay (ame. nateHT CLUA Ne 7446180), i aHTMTIN, GKi € cneumdiyHumMm
Ao rinepdocdopunosaHnx ¢opm 6Ginka Tay. binbwe TOro, HempodibpunspHa gereHepadis
XapakTepusyBarnacs BENMKMM YTBOPEHHSM HEepO3YMHHUX B CapKo3wni Kommnekcie binka Tay, wo
CKragarTbCa 3 eHOoreHHMX TuniB Binka Tay wypa i TpaHCreHHMX yKopodeHux TuniB Oinka Tay. Y
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reTepo3uroTHIN NiHiT Uiel moageni HambinbL Benuky HerpodibpunapHY naTonorio cnocrepiranv B
cTtoBbypi ronoBHOro Mosky i B cnuHHoOMy Mo3ky (Zilka et al., 2006). PiBHi ekcnpecii TpaHcreHa,
HaBaHTaxeHHA NFT i TpuBanicTb XuUTTA WypiB Oynn BM3Ha4veHi paHiwe. CepedHs TpMBaniCTb XUTTS
ANS TpaHcreHHux wypiB (NiHis SHR72) ctaHoBuna 222,5 nobun (SD=24,48) (Koson et al., 2008).

Y niHin TpaHcreHHux wypie SHR24 (ekcnpecye TayA(1-150; 392-441)/3R) i SHR72 (ekcnpecye
TayA(1-150; 392-441)/4R) po3BMBaeTbCA BeNMKa HerMpoibpunsapHa gereHepadis B ronoBHOMY MO3KY
i cnMHHOMY Mo3Ky. JliHis TpaHcreHHux wypie SHR24 BusiBNsie BaxKy HeWpogereHepauilo B
i30KOpTEKCi, CTOBOYPi rONOBHOrO MO3KY i CMIMHHOMY MO3KY, B TOW Yac K y TpaHCreHHuX wwypis SHR72
NFT possBuBaloTbCA B OCHOBHOMY B CTOBOYPI FOFIOBHOMO MO3KY i B CMIMHHOMY MO3KY, ane He B KOpi.
[MporpecyBaHHA CEHCOPHO-PYXOBOrO i HEBPOMOTYHOro MOTiPLUEHHS € CXOXWUM B 000X TpaHCreHHUX
NiHiAX; ogHak TpaHcreHHi wypn SHR72 matoTh GinbLll KOPOTKY TPUBAMICTb XUTTS.

Y [OoCnigKeHHAX Ha TpaHCreHHuX Lypax, OnucaHuMx B [aHin 3asBui, BUKOPUCTOBYBanu
remisuroTHMx TpaHcreHHux wypis (SHR24 i SHR72). Bcix wypiB yTpyMmyBanu B CTaHOAPTHUX
nabopaTtopHux ymoBax 3 BiflbHUM AOCTYNOM A0 BOAM i KOpMY i iX yTpumyBanu npu gobosux ymosax
OCBITNEHHS (UMK 12 roguH Ha CBITNi/B TemMpsiBi 3 noyaTkoMm ocBiTneHHsa B 7:00). Bynu 3pobneHi
cnpobu MiHiMi3yBaTM BUKOPUCTOBYBAHY KiNbKiCTb LUYpPIB i OOMEXWUTM X HE3PY4YHICTb, Oinb i
CcTpaxaaHHs.

IMyHoricToximiss TKaHWHM ronoBHoro Mo3ky 3 DC8ES8. TpaHcreHHux wypiB (y Biui 7 micauiB)
nigaaesanu TpaHcKkapaianbHin nepdgysii PBS npotdarom 1 xB. nig rMMbokuM HapKo3oM, a MNoTiM
nposoaunu nepdysito 100 mn 4 % napadopmanbgerigy (pH 7,4). lMicna nepdysii ronosy Bioginanu i
rOMNOBHWUIA MO3OK LUBMAKO BUTAryBanu. [ONOBHMI MO30K po3pidany NOAOBXHbLO Ha ABi MiBKyNi pPiBHOrO
PO3Mipy 3 BUKOPUCTaHHAM OOQHOPa30BMX Ne3 ckanbnens. TKaHMHM rofloBHOro MO3Ky niggasarnu noct-
ikcauii B 4 % napacdopmanbgeriai, nomiwans B napadiH i Hapisanu Ha 3pi3u Ha MiKpPOTOMI.
IMyHOricTOXiMiYHe i ricTonaTonoriyHe OOCHIMKEHHA NPOBOAMMAN Ha 8-MKM MOMilleHuMx B napaciH
3pidax TKaHuH. 3pi3an TkaHWHW nonepegHbo 06pobnsanu npotsarom 20 XB. PO3YMHOM, LLO BUSABMSE
aHTureH (Vector laboratories, CA, CWA), i npotarom 1 xB. xonogHoto (+4 °C) 90 % mypalunHo
kucnototo (Applichem, HimeuunHa), npu kimHaTHIn TemnepaTypi (25 °C). Nicna 6nokyBaHHA 3pi3n
iHKybyBanM MpoOTSAroM HOYi 3 OYMLLEHMM MOHOKMOHaNbHUM aHTutinom DC8E8 (7,8 wmr/mn),
po3basneHum 1:2000 B 6noKkyBanbHOMY po34mHi (5 % Gudaunii cupoBaTkoBU anbbymiH, 0,3 % Triton
X-100 B 50 HM Tris-HCI). MNicns npomuBaHHs 3pi3n iHKybyBanun 3 OiOTMHINLOBaHUM BTOPWHHUM
aHTuTinom (Vectastain Elite ABC Kit, Vector laboratories) npu kiMHaTHin TemnepaTtypi IPOTArom ogHiei
rogvHu, a noTiM nigaasanu peakuii 3 po34MHOM KOMMEKCY aBianH-6i0oTUH-Nepokcnaasa npotarom 60
xBunuH (Vectastain Elite ABC Kit, Vector laboratories), npu kimHaTHin TemnepaTtypi (25 °C). IMyHHY
peakuito Bidyanisysanu 3a gonomorok Habopy cybctpaty gns nepokcupasu (Vector VIP, Vector
laboratories, CA, CLUA), i 3piau KoHTpacTHO 3abapsnioBanu wmeTunosum 3eneHum (Vector
laboratories). 3pi3n gocnigxysanu 3a gonomoroto Mikpockona Olympus BX71.

Y ronoBHoMy MO3Ky TpaHcreHHux wypis (SHR72), mAb DCB8E8 posnizHaBano oniromepu
nartonoriyHoro Ginka Tay Ha cTagii 3axBOplOBaHHs (CTPIiNkK) i nonimepu nartonoriyHoro Ginka Tay Ha
ctagii 3axBoptoBaHHA (By3nuku) (cpir. 12A). binbwe Toro, DC8E8 pearysano 3 HenpaBurbHO
3ropHEHNM BinKom Tay, SIKMA pO3TallOBaHWIA B aKCOHANbHUX BOSIOKHAX. Y CniBMagalyvyomMy 3a BiKOM
KOHTPOSbHOMY TOJSTIOBHOMY MO3KY Llypa aHTWUTINO He 3abapBntoBano Tina HempoHiB abo akcoHarnbHi
BigpocTku (apir. 12B).

Ak i y BUNnagKky ronoBHOro Mo3ky noguHu 3 xsopoboto Anburenmepa (ams. suwe), mAb DC8ES
posnisHaBano BCi CTafii po3BUTKY HenpodibpnnsapHNX ocepenkis B ronoBHOMY MO3KY TPaHCreHHMX
wypis SHR72, Bknoyawynm MOHOMEpPHY, AMMEPHY i paHHI oniromepHy ctagito (dir. 12C) i nisHo
oniromepHy AOBY3NuMKoBYy cTagito binka Tay (dir. 12D), a Takox nisHi cTagii po3BMTKY nonimepis
nartonoriyHoro 6inka Tay - BHYTPILWHBOKNITUHHI (dir. 12E) i nosakniTnHHiI HenpodibpunsapHi By3nuku
(cbir. 12F).

DCB8ES8 Takox po3nizHaBano HerpodibpunsipHi By3nmKkn B roffloBHOMY MO3KY TPaHCFEHHUX LLYpIB,
ekcnpecytounx TayA(1-150; 392-441)/3R) (SHR24, dir. 13A; SHR72, ir. 13B).

MPUKNAL 8: DC8E8 PO3MISHAE AK PO3UMHHMIA HEMNPABUITbHO HEBMOPAOKOBAHU
TUM BINKA TAY, TAK | HEPO3YMHHI TUMW BINKA TAY MPU XBOPOBI ANbUIEMMEPA Y
JIKOOWHW | B TOJTOBHOMY MOS3KY WYPIB 3 TPAHCTEHHUM BITIKOM TAY

Po3unHHUI Binok Tay i HepO34MHHI KoMnnekcy Binka Tay BMAINSANM 3 TONOBHOIO MO3KY FOAMHY 3
AD abo 3 ronoBHOro MO3Ky LLypiB 3 TPAHCrEHHUM MOB'A3aHMM i3 3aXBOPIOBAHHAM Oinkom Tay (niHii
SHR24 i SHR72, onucaHi B npuknagi 7), 3 BUKOPUCTaHHSM cnocoby 3 capkosunom (Greenberg and
Davies, 1990). [Ona ekcTtpakuii 6inka 3amMOpOXeHi TKaHWHM TOMOBHOrO MO3Ky noauvHm 3 AD
(anokopTekc, 3paskum cTtagii bpaaka V i VI, opmepxaHi 3 Netherlands Brain Bank) i TkaHuHM
TpaHcreHHux wypie SHR24 (isokoptekc, Bik 10, 12 i 14 micqAuiB) i TpaHcreHHmx wypiB SHR72
(cToBOYp ronoBHOro Mo3sky, Bik 7,5 micausa) romoreHidyBanu B 10 ob'emax xonogHoro 6ydepa ans
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ekctpakuii (10 MM Tris, pH 7,4, 0,8M NaCl, 1 mM EGTA i 10 % caxapo3sa). 'omoreHaTu
ueHTpudpyrysanu npotsarom 20 xB. npu 20000xg i 50 mMkn cynepHaTaHTy BMKOPUCTOBYBanu AN
aHanisy po3umnHHoro Ginka Tay.

[ns ogepXaHHA HEpPO3YMHHOro B capko3wni binka Tay B CynepHaTaHTW, WO 3anuwuimncs,
popasanu N-naypoincapkosvH (SIGMA) go kiHueBoi koHueHTpauii 1 % i iHkybyBanu npotsirom 1 roga.
npu KiMHaTHIA TemnepaTypi, Npy cTpywyBaHHi. [licnsa ueHTpudyryesaHHa npu 100000xg npoTtdarom 1
rog., ogepXaHi cynepHataHTu BMAANsnu, i ocag MIiCTUB dpakLito HEPO3YMHHOIO B capko3usi Oinka
Tay.

®pakuii po3dunmHHOro 6inka Tay i HEepo34MHHOro B capko3uni Oinka Tay adanisyBanu 3
BUKOPUCTAHHAM iMYHOBNOTUHTY. Ppakuii po3umHHoro Ginka Tay posbaBnsanu piBHUM ob'emom 2x
Oydepa ons HaHeceHHa 3pa3ka 3 SDS (3 B-mepkantoeaHonom) (Laemmli, 1970) i HaHocunn 15 mkr
6inkiB Ha gopixky. [nsa dpakuin Hepo3dYNMHHOro B capko3uni Binka Tay ocag po3unHanu B 1x Bydepi
AN HaHeceHHa 3pa3ka 3 SDS B 1/50 06'emy po3umHHOI dopaKLii, BAKOPUCTOBYBAHOI ANA OAepXXaHHS
dpakuii Hepo3dumHHoro Ginka Ttay. [MoTim piBHi 06'emMn po3umHHOro Ginka Tay i HEPO3YMHHOro B
capko3uni Oinka Tay BWKOPUCTOBYBanuW QANs aHanidy 3 BWKOPUCTAHHAM iMyHOOMOTWMHIY, LWO
Bignosigano 15 mkr 3aranbHoro Ginka B po3umHHin dpakuii (ame. Filipcik et al. 2010). 3pasku
HarpiBanu npu 95 °C npotarom 5 xB., HAHOCUNW Ha nNoniakpunamigHi reni 3 5-20 % rpagieHTHom SDS,
i nipnaBanu enektpodopesy B 6ydepHin cuctemi Tris-rniunH-SDS npoTarom 40 xBunvH npu 25 MA.
Binkn nepeHocunun Ha memb6paHy 3 nonisiHiniaeHdTopuay (PVDF) (1 roa. npm 150 mA B 10 MM CAPS,
pH 12). Micna nepeHeceHHA membpaHn 6nokyBanu B 5 % 3HexXMpeHoMy cyxoMy monoLi B ocdaTHO-
conboBomy bycpepi (PBS; 136,89 mM NaCl, 2,7 mM KCI, 8,09 mM Na:HPO4, 1,47 MM KH2PO4)
npoTAroM 1 rog. nNpuv KiMHaTHIA Temneparypi, a NoTiM iHKybyBanu npoTarom 1 roa. 3 cynepHaTaHTOM
KynbeTypu riobpugommn DC8ES8, posbasnernum 1:1 3a gonomoroto TBST-monoko (20 mM Tris-HCI, pH
7,4, 150 mM NaCl, 0,1 % Tween 20, 5% 3HexupeHe cyxe MOJIOKO), a MOTiIM NPOBOAUNUN TpU
npoMuBaHHA Benukumn ob'emamm PBS. Membparu iHkybyBanu (1 rod. npu KiMHaTHIn TemnepaTypi) 3
KoH'toroBaHuMm 3 HRP aHTtutinom ko3m npotu Ig muwi (DAKO, [Oanis), posbasneHum 1:4000 3a
gonomoroto PBS, gk BTOpuHHUM aHTuTinom. lMicnsa uiei iHkyGauii iwno npommaHHa (Tpu pasn) 0,2 %
Igepal CA-630 (SIGMA) B PBS. bnotn BMABNANM 3a AOMNOMOIOK XeMintoMiHECLIEHTHOro cybcTpaTty
SuperSignal West Pico Chemiluminescent Substrate (Pierce, CWA), i curHann 6inka Buasnanu 3
BMKOPUCTaHHAM Bidyanisytodoi cuctemm LAS3000 (FUJI Photo Film Co., AnoHia). IHTeHCMBHICTB
XEMINIOMIHECLUEHTHOTO CUrHarmy KinbkKiCHO BM3Ha4yanu 3 BUKOPWUCTAHHAM MporpamHoro 3abesneveHHs
AIDA (Advanced Image Data Analyzer, Raytest, Straubenhardt, HimeuunHa).

DCB8E8 posnisHaBano sk po3unHHun TayA(1-150; 392-441)/3R nwoauHun, Tak i disionoriyHi
isocbopmmn  Binka Tay Lwypa y TpaHcreHHux uwypie SHR24 (cir. 14A). binbwe Ttoro, DC8ES8
posnisHasano TayA(1-150; 392-441)/3R i natonoriyHi 6Ginkn Tay wypa B HEPO34YMHHWUX B CapKO3Wni
dpakuisax binka Ttay 3 ronosHoro mMo3ky wypie SHR24 (d¢ir. 14B). Baxnmeo, wo DC8ES8 cysopo
posnisHasano Ginkn Tay nioanHn y pakuii Hepo34YMHHOIO B capko3uni 6inka Tay B ronioBHOMY MO3KY
noaunHn 3 AD (ctagii bpaaka Vi VI, opir. 14B i 14C). DC8ES8 posnisHaBano sik po3umHHun tayA(1-150;
392-441)/4R ntogvHK, Tak i NOBHOPO3MIpHi (disionoriyHi) i3odopmu Ginka Tay wypa y TpaHCreHHMX
wypis SHR72 (c¢pir. 14D). CytreBo, wo DC8ES8 cneuudivyHo posnisHaBano naTonoriyHui Binok
TayA(1-150; 392-441)/4R i natonoriyHi oopmu Binka Tay wypa y dpakLisix HepO3YNMHHOIO B CapKO3Wsli
Oinka Tay 3 ronoBHoro Mo3ky wypis SHR72 (cir. 14D).

MPUKIAL 9: DC8ES IHIBYE MATOJOINYHI BSAEMOJII TAY-TAY

AHanis ¢ibpunisauii 6inka Ttay. AHaniz ¢ibpunisauii 6inka Tay in vitro BMKopucTOBYBanu Ans
BU3HayeHHs Toro, 4n mae DCB8ES8 iHribiTopHun edekt Ha nartonorivHi B3aemogii Tay-Tay. AHani3
OCHOBaHWA Ha BMaCTUBOCTI, XapaKTepHiin Oinkam Tay, a came Ha ix 34aTHOCTI nigaaBaTucs
KOHpopMaLiiHUM  3MiHaM npu  B3aemofil 3 noniaHioHamMu, TakuMm K CynbdaTtoBaHUn
rniko3amiHornikaH - renapuH. Lia amiHeHa koHdopmauis Ha ogHin monekyni 6inka Tay gani npMBoAnNTb
[0 ii naTonoriyHMx B3aeMogin 3 iHWo Mornekynoto Ginka Tay, crabinisadii komnnekcy Tay-tay 4Yepes
YTBOPEHHSI MOMEPEYHUX CTPYKTYp B-LuapiB B 3B'A3YHOUMX MIKPOTPYOOUYKM 0OMacTax B3aEMOAIHNX
mMonekyn 6inka Tay, i, HapewTi, dopMyBaHHs napHux cripanbHux dinamenTis (PHF), aHanoriyHmx
CTpyKTypam npu xBopobi AnbureriMepa (Skrabana et al., 2006). YTBopeHHs CTpykTyp, Garatux [3-
Lapamu, MOXHa BUSIBNATU 32 JONOMOrol riyopecueHTHUX GapBHUKIB, Takux sk TiocpnasiH T.

AHaniz anga sumiptoBaHHs edekty DC8BES8 Ha naTonoriyHi B3aemogii Tay-tay nposogunun B PBS
(pinbTpoBaHmn yepes 0,2-Mkm inbTp), wWo Mictme: 20 MKM (kiHUeBa KoHLUeHTpauis) Oyab-akoro 3
AocnigKyBaHMX pekoMbiHaHTHMX BinkiB Tay (TayA(1-150; 392-441)/4R abo TayA(1-296; 392-441)/4R),
o4mLleHunX, K onucaHo B npuknagi 1; 5 MkM renapuvH (HaTtpieBa Cinb renapuHy 3i CN3oBOi OOONOHKM
KMLWeYHNKy cBuHi, =150 MOg/mr, 3 po3paxyHky Ha cyxy macy, Big SIGMA); i 12,5 mkM (kiHueBa
KOHUeHTpauis) TiodnasiH T. KoxHy peakuiiHy cymiw (kiHueuin ob6'em 80 mkn) iHKybyBanu npoTarom
20 rog. npu 37 °C B 3aKpuMTUX YOPHWUX TBEpAMX nnaHwetax 3 nonictupony (384 amku, Greiner
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BioOne). ®nyopecueHuito TiochnasiHy T BUMIpIOBanu 3 BUKOPUCTAHHAM MPUCTPOIO AN 34UMTYBaHHS
dnyopecueHuii (Fluoroskan Ascent FL (Labsystems)), 3 posxuHowo xBuni 306ymkeHHs 450 Hm,
BUMPOMiHIOBaHHSA Npu 510 HM, | Yyacom BuMiptoBaHHSA 200 mMc. [1ns BU3HAYEHHS! iHrBITOPHOT akTUBHOCTI
mAb DC8E8 Ha naTtonoriuHi B3aemogii Tay-Tay, oumweHumrn DC8ES8 (mpuknag 5) gopaBanu B
peakuiiHy cymill npu KiHUEBIN koHueHTpauii 20 MkM, nepea iHkyGauieto npu 37 °C. Ak KoHTponi
BUKOpUcToBYyBanu aea aHtuTina: DC51 (wo posnisHae Ginok o6onoHkM Bipycy ckasy; Macikova et al.,
1992) i DC11 (o po3ni3Hae NeBHi YKOPO4eHi koHpopMaUinHO 3miHeHi doopmu Ginka Tay, nateHT CLUA
Ne 7446180).

KinbkicTb kOHOpMAaLiHO 3MiHeHOro | pibpunizoBaHoro Ginka Tay BUMiptoBanu no pnyopecueHuii
TiodnasiHy T 3a BigcyTHOCTI ("kOHTpoOnb") i B npucyTtHocTi ("DC8ES8") DC8ES (dpir. 15A i 15B). MADb
DCB8ES8, popaHe B KiHUeBiN koHueHTpauii 20 MkM, nepelukomxano naTonoriyHin koHdopMaLirHin
3MiHi i iBpunisauii 060X HenpaBWMbHO HEBNOPSAKOBAHMX OINKIB Tay, 3HWXYIOYM KinbKiCTb
GibpunizoBaHux ¢opm natonoriyHoro Ginka Tay g0 MeHwe HixX 5 % i 16 % gna TayA(1-150; 392-
441)/4R i TayA(1-296;392-441)/4R, BignosigHo. Lia iHribiTopHa aktnBHicTe DC8ES8 6yna ctatnctuyHo
3Ha4yLLIOKO MpY aHanisi 3a 4oNoMorow HenapameTpuyHoro t-kputepito ("DC8ES8", p<0,001 i p<0,01 Ha
dir. 15A i 15B, BignoeigHo). CTtopoHHe aHTUTINO Rab50 (Macikova et al., 1992), sike He 3B'A3yeTbCA 3
Oinkom Tay, He nepelkogKano KoHdopMaUiHin 3MiHi Oinka Tay, WO NpMBOAMIIO OO HE3MiHeHOil
dnyopecueHuii TiodpnaeiHy T ("Rab50"). AHTuTtino DC11, ke po3snisHae nNeBHi NaToNOM4yHO 3MiHEHi
KoHdopMalii Ginka Tay (Vechterova et al., 2003, i nateHT CLUA Ne 7446180), gani ctumynioBano
yTBOpeHHs1 dhibpunisoBaHoro Ginka Tay; uen edekT Moxe BigoOpaxaTu cTabinisauito naTonorivyHoi
KoHdopMaLii 6inka Tay, HeobxigHOiI Ans aHOManbHOI B3aemopii Tay-tay i yTBopeHHs ¢ibpun 3a
gonomoroto DC11.

DCB8ES8 Takox iHribyBano yTBOpeHHS AuMepiB, TpumepiB i oniromepis 6inka Ttay HenpasuMbHO
HeBnopsgkoBaHuMm TayA(1-296; 392-441/4R) (cpir. 16). PekombiHaHTHUA TayA(1-296; 392-441)/4R
iHkybyBanu npotsarom 1, 4 i 20 rog. abo B npucyTHocTi, abo 3a BigcyTHocTi DC8ES, sik onmcaHo BuLue,
Ansa aHanisy gidpunisadii. Y BkazaHi MOMEHTU 4Yacy peakuito 3ynuHsaNM aodaBaHHAM Oydepa ans
HaHeceHHs1 3pa3ka 3 SDS. [na aHanidy 6inka 10 MKN KOXHOI peakuiiHoi cymiwi ansa gidpunizauii
HaHoCMINM Ha noniakpunaMigHi reni 3 5-20 % rpagieHtHom SDS, i nipnaBanu enektpodopesy B
OydepHin cuctemi Tris-rniumH-SDS npotarom 40 xBunuH npu 25 MA. lNicna nepeHeceHHs Ginka Ha
membpann 3 PVDF (1 rog. npu 150 mA B 10 MM CAPS, pH 12), membpann 6nokysanu B 5 %
3HEXUpeHomy cyxomy mMornoui B PBS npotarom 1 rog. npu KiMHaTHIM TemnepaTypi, a MoOTiM
iHKyOyBanu npotdrom 1 rog. 3 koH'toroBaHum 3 HRP DC25 (Skrabana et al. (2006)), po3tasneHe
1:1000 B PBS, a noTiMm npoBoaunu Tpu NpoMmnBaHHsA Benukumu ob'emamn PBS. Bnotu BuaBnsnu 3a
OOMOMOroK XemintoMiHecLeHTHoro cybetpaty SuperSignal West Pico Chemiluminescent Substrate
(Pierce, CLUA), i xeMintOMiHECLEHTHI CUrHanNn BUSABMANU 3 BUMKOPUCTAHHAM Bi3yani3ylouyoi cuctemmu
LAS3000 (FUJI Photo Film Co., AnoHis). IHTEHCUBHICTb XEMINIOMIHECLEHTHOrO CUrHamny KinbkiCHO
BM3HAyanu 3 BMKOpUCTaHHAM nporpamHoro 3abesneyeHHs AIDA (Advanced Image Data Analyzer,
Raytest, Straubenhardt, HimeuuuHa).

Lli pesynbTaTtM nokasanu, Wo ogHa abo p[ekinbka 3 4YOTMPbOX [AINAHOK 3B'A3yBaHHs, SKi
po3ni3Hae/3B'a3ye DC8ES8 Ha Ginky Tay niogunHu, 3any4deHi 4o KOHgopMaLiiHuX 3MiH MoHOMepa birnka
Tay, gibpunisadii 6inka Tay i 40 yTBOpeHHs arperartiB binka Tay (qumepwu, Tpumepw i iHWi oniromepw).
IHWMMKM cnoBamu, ogHa abo gekinbka 3 4YOTMPbOX obnacTer Ginka Tay, OXOMNMOBAHUX 3anvLIKaMU
267-KHQPGGG-273 (SEQ ID NO: 98) (1-uv nosToptoBaHui gomeH binka Ttay), 298-KHVPGGG-304
(SEQ ID NO: 99) (2-nn nosToptoBaHMI AomeH Binka Tay), 329-HHKPGGG-335 (SEQ ID NO: 100) (3-
nn NoBTOpIOBaHUN gomeH Binka Tay) i 361-THVPGGG-367 (SEQ ID NO: 101) (4-Mn noBTOpHOBaHMN
AOMeH Binka Tay) cTumMynioloTb i/abo 3anyyeHi Ao ibpunisauii 6inka Tay i yTBopeHHs arperartis Ginka
Tay (aumepu, TpMMeEpU i iHWi oniromepw).

MPUKITAL 10: DCBE8 OINOCEPEOKOBYE 3AXOIMNEHHA | OEFPAOAUIKO HEMPABUITBHO
HEBMOPAOKOBAHOIO BIJTKA TAY

KnituHn mikpornii muwi BV2 obpobnsanu B 6-aMKOBUX MraHLweTax NnpoTAroM pisHMX NepioaisB yacy
abo 1 MkM pekombGiHaHTHUM TayA(1-150; 392-441)/4R okpemo, abo cymiwto/komnnekcom TayA(1l-
150; 392-441)/4R i DC8ES8. Cepepnosuile 3bupanu i knitnim npommsanu PBS, a notim npotsirom 1 xB.
M'SIKMM KCNUM npomuBansHuM posdmHom (0,5M NacCl, 0,2M outoBa kucnota, pH 3). MNoTim npomuTi
KniTnHm nisyBanu B 6ydepi TTL (20 mM Tris, pH 7,4, 150 mM NaCl, 1 mM EDTA, 1 mM DTT, 0,5 %
Triton X-100, 50 mM NaF, 1 mM NasVOs, Roche - noBHuiA iHriGiTOp NpoTeas) i LWBMAKO 3aMOpPOXKyBanm
B pigkomy asoti. OgepKaHi KniTUHHI ekcTpakTu aHanisyBanu Ha 12 % reni SDS-PAGE i BectepH-
6noTi, sk onucaHo paHiwe (Koson et al., 2008). Y kopoTkomy Buknagi, Ginku nepeHocunu Ha
HiTpouentono3Hi membpanm (Millipore, Billerica, MA, CLWA) i 3abapenioBanum noHco S Ans
NigTBEPOKEHHST OAHOMAHITHOrO NepeHeceHHs Ginka, a NoTiM MemOpaHn JocnigKyBanu 3a JONOMOro
cynepHaTaHTy KynbTypu riopugomm DC25, wo posnisHae 3anuwkun Ginka Tay 347-353 i 3BeTbCs
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3aranbHUM aHTuTInoM npotu Binkie Tay (Axon Neuroscience, Vienna, AscTpisl). BecTepH-6noTuHr 3
aHTutinom npotu GADPH (1:1000, Abeam) BukopucToBYyBanu K KOHTPOMb AMs HaHeceHHa bGinka.
Micna iHkybauii 3 nepBuHHMM aHTUTINoM DC25 iwnu npommBaHHS i iHKyOauis 3 MOMiKNoHanbHUM
BTOPVMHHUM aHTUTINIOM Ko3n npoTun IgG muwi, koH'toroBaHum 3 HRP (1:3000; Dako, Glostrup, OaHis).
Bnotm BuABNsSNM 3a [OOMNOMOrok  xeminomiHecueHHoro cybctpaty SuperSignal West Pico
Chemiluminescent Substrate (Pierce, CLUA), i xeMintomMiHeCUEHTHi curHanuM BUSIBNANM 3
BUKOPUCTaHHAM Bidyanisytoyoi cuctemmn LAS3000 (FUJI Photo Film Co., Anowis).

TayA(1-150; 392-441)/4R popaBanu Ao KynbTyp KnitTuH BV2 muwi B koHUeHTpauii 1 MkM abo
okpeMo, abo 3 1 MkM mAb DC8ES, sk onucaHo B nonepegHbomy ab3aui. licns iHkybauii npotarom 2,
4, 6 i 12 roanH KNiTMHHI BinNkM ekctparyeBanu i piBHi iHTepHanizoBaHoro binka Tay aHanisysanu
BeCTepH-6noTuHrom. 3aranbHe aHTuUTINO npotu 6inkie DC25 noka3ano npucyTHICTb HenpaBuIbHO
HeBnopsiakoBaHoro Ginka Ttay BcepeauHi kKnituH mikpornii. Mpodine BecTepH-6nMOTUHIY nokasas, Lo
Aerpagadia HenpaBunbHO HeBnopsigkoBaHoro Ginka Tay 6yna Ginbw wemakoto B npucytHocTi DC8ES
(cpir. 17A).

Came aHTtuTino DC8ES8 Takox Oyno BusBneHe BcepeawHi knitnH BV2 (dir. 17A). binblwe TOrO,
DCB8E8 3HWXyBano HaBaHTaXEHHS PO3YMHHOIO HEeMnpaBWIIbHO HEeBMOpAAKoBaHoro Oinka Tay B
KNITUHHOMY CcepefoBuLLi, WO MOXe BigobpaxaTy akTMBaLil0 MO3akMNiTUHHOIO MNPOTEONITUYHOIO
anaparty (dir. 17B).

MPUKIIAL 11: DC8ES8 € CTABINTbHUM MPU 37 °C

DCB8ES8 (ouniieHe, sik onucaHo B npuknagi 5), po3basnsanu o koHueHTpadii 2 mr/mn B PBS i
aniksoTtu (100 mkn) iHkyByBanu npu 37 °C. Yepes pisHi iHTepBanu B 1 micAub anikBoTn 3aMOpPOXyBarnu
npm -20 °C. Aniksoty DC8ES8 (2 wmr/mn), dky npogosxyBanu 36epiratu npm -20 °C npoTtsrom
€KCMepPUMEHTY, BMKOPMCTOBYBanu K "KOHTponb". Yepes 4 micaAui (konm BCi 3paskm Gynu 3ibpaHi)
nposoaunu aHanis aktmeHocTi DC8ES (3B'A3yBaHHs 3 pekoMbBiHaHTHUM TayA(1-150; 392-441)/4R ak
TBEepaa dasa) i, Takum YnmHoM, cTabinbHOCTI npu 36epiraHHi npu 37 °C, 3a gonomoroto ELISA, sk
onncaHo B npuknagi 2. Koxny anikeoty DC8ES8 posbasnsanu B 2000 pasis (To6to 2000x abo 1:2000),
4000x%, 8000x, 16000x%, 32000%, 64000%, 128000%, 256000% i 512000%. DC8E8 6yno aktusHum (nNpm
BMMIpIOBaHHI No Moro 3gatHocTi 3B'A3yBaTn TayA(1-150; 392-441)/4R) i, Takum YnHOM, cTabinbHUM
HaBiTb nicns iHKybauii npoTarom 4 micsuis npu 37 °C, B NOPiBHAHHI 3 "KOoHTponem" (cpir. 18).

MPUKNAL 12: DC8ES 3OATHE 3B'A3YBATU | IMYHONPELUMMITYBATU AK PO3YUHHUN,
TAK | HEPO34YMHHUW BINOK TAY 3 MONIOBHOIrO MO3KY NOOMHW 3 AD | 3 FTONNOBHOIO
MOSKY LWYPIB SHR72, B NMPUPOOHUX YMOBAX, NMOAIBHNX YMOBAM EX VIVO

HeposunHHi B capko3uni HenpaBWibHO 3ropHeHi 6inkun Tay 6ioxiMmiyHO BMAINanm abo 3 ronoBHOro
MO3Ky moauHn 3 AD, abo 3 ronoBHOrO MO3KY LWypiB 3 TpaHcreHHuM Ginkom Tay (niHisa SHR72,
onucaHa B npuvknagi 7) 3 BUKOpucTaHHAM cnocoby 3 capkosunom (Greenberg and Davies, 1990). Ans
ekcTpakuii 6inka HedikcoBaHMI 3aMOPOXEHWIA FONTIOBHMI MO30K MoanHu 3 AD (TpaHCeHTopuHanbHa
Kopa, ctagia bpaaka V, ogepxaHa 3 Netherlands Brain Bank, HigepnaHawn) i TkaHWHW TpaHCreHHoro
wypa SHR72 (i3okopTekc, TBapuHu Yy Bili 7,5 micsuiB) romoreHidyBanm B 10 o6'emax nbogaHoOro
Oydepa onsa ekcrpakuii [10 MM Tris, pH 7,4, 0,8M NaCl, 1 MM EGTA i 10 % caxapo3a (4ONOBHEHWI
50 MM NaF, 1 mM NasVOs i kokTennem iHribiTopie npotead Complete® 6e3 EDTA Big Roche)].
FomoreHatn ueHTpudpyrysanu npotsarom 20 xB. npu 20000xg ans BuganeHHss membpaHHoro
MaTepiany. [ns ogepxaHHA pakuii Hepo34YMHHOro B capko3uni Ginka Tay B cynepHaTaHTu
popgasanu N-naypoincapkosuH (SIGMA) go kiHueBoi koHueHTpauii 1 % i iHkybyBanu npotsrom 1 roa.
npv KiMHaTHIN TemnepaTypi, Npu cTpywysaHHi. licna ueHTpudyrysaHHa npyu 100000xg npoTtarom 1
rogd., ogepXaHi cynepHaTaHTM BMAansnu i ocag npomusanu oguH pas 3 mn docdaTHo-CconbLOBOro
bydepa (PBS, 8,09 MM Naz:HPO4, 1,47 mM KH2PO4, 136,89 mM NaCl, 2,7 mM (KCI)). MNoTim ocag,
KM BignoBigae 6iNkoBiM pakuii ronoBHOrO0 MO3Ky, 36arayeHin oniroMepHVMW | noniMepHUMMU
HenpaBuIbHO 3ropHeHMMK Tunamm bGinka Tay (TO6TO nOB'A3aHi i3 3axBOplOBaHHAM Oinku Tay),
pecycneHagysanu B 1 mn PBS (gonoBHeHomy 50 MM NaF, 1 MM NasVOs i kokTennem iHriGitopis
npotea3d Complete® 6e3 EDTA (Roche)) wnaxom obpobku ynbTpasBykOM NPOTSromM 2 XBUIMH Ha
neofy 3 BuKopucTaHHam Bandelin Sonopuls HD2200/UW2200, obnagHaHoro 3oHgom MS72, 3 20 %
poboYMM LMKIIOM 3 MOTYXHiCTH, BcTaHoBneHot Ha 20 % (Bandelin Electronic, HimeuyuunHa).

OpepxaHi cycneHsii (K 3 ronoBHOro Mo3ky nioguHu 3 AD, Tak i 3 ronoBHOro mMo3sky B mogeni AD
Ha wypax), 30arayeHi nNoe's3aHMMMK i3 3axBOPIOBaHHSAM Oinkamu Tay, posginanu Ha agi 500-Mkn
YaCTUHW | B KOXXHY YacTUHY godaBanu 25 MKr OOHOro 3 [BOX ouuwieHux aHTuTin: abo DC8ES, abo
KOHTponbHOro aHtuTina Rab50 (wo posnisHae 6inok o6onoHkn Bipycy ckady; Macikova et al., 1992).
CycneHsii iHkyGyBanu 3 aHTuTinamu 3 o6epTaHHsAM B3[OBX BepTukanbHoi oci npu 6 °C npotarom 2
roguH. [nsi BUWAINEHHST KOMIMIEKCIB aHTUTINO-NOB'A3aHMI i3 3axBOPKOBAHHAM OiNnok Tay, LWo
YTBOPUITUCS, B KOXHY peakuinHy cycneHsito gogasanu 50 mkn 50 % cycnensii rpaHyn Protein G Mag
Sepharose beads (GE Healthcare), 3piBHoBaxeHux B PBS, siki gani iHkydysanu npu 6 °C npotarom 1
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roauHu. MpaHynu 3 KoMnnekcamu aHTuTiNo-6inok Tay, Wo 3B'a3anuca 3 HuMK, 3érpanu i npommeanu
Tpu pasn PBS (gonosHenun 50 mM NaF, 1 MM NasVOs, 0,02 % IGEPAL CA-630 (SIGMA) i
KokTennem iHribitopis npoteas Complete® 6e3 EDTA (Roche)). Komnnekcu aHTUTING, WO 3B'A3anucs,
€roBanu 3 rpaHyn LWsSXoM TpbOoX Okpemux iHkybauin npotarom 5 xB. B 100 mkn 200 MM MypalUMHOi
kncnotn, pH 2,7. Entoatn o6'emom 100 mkn o6'egHyBanu, niodinisyBanu, Ginku po3unHanu B 6ydepi
Ansi HaHeceHHs 3paska SDS-PAGE (Laemmli, 1970), posginamm Ha 12 % rensx SDS-PAGE,
NEepeHOCUNN Ha HITPOLENtONO3Hi MembpaHu, i BiNKn Tay BUSBNANKM LWSAXOM iHKyOaUii i3 3aranbHUM
aHTuTInoM npotu GinkiB Tay DC25 (eniton 347-353 2N4R Tay, Axon Neuroscience, Vienna, ABcTpisl),
koH'toroBaHuMm 3 HRP (Kementec, JaHis), sk onucaHo sBuwe. Micnsa iHky6auii (1 rog. npu kiMHaTHIR
Temneparypi) iwno npoMmmeaHHA (Tpu pasu) 0,2 % lgepal CA-630 (SIGMA) B PBS. bnoTtun susisnsanm
3a 0MNOMOrol0 XeMintoMiHecLeHTHOT cybecTpaTHoi cuctemun SuperSignal West Pico Chemiluminescent
Substrate system (Pierce, CLUA) i curHann BusBNANM 3 BUKOPUCTAHHAM Bi3yani3ylyoi cuctemmu
aLAS3000 (FUJI Photo Film Co., AnoHis).

DCB8ES8 posnisHae, HaUINOETbCS i 3B'A3ye BCi hopMn NOB'A3aHUX i3 3axBoptoBaHHAM GinkiB Tay:
oniromMmepHi i noniMepHi HenpaBUIbHO 3ropHeHi Tunu Gifnka Tay B TOMIOBHOMY MO3Ky naujieHTa 3
xBopoboto Anburenmepa (cir. 19A). Ha gopixui 1 Ha dir. 19A npeacraeneHi 6ioxiMiYHO eKCTparoBaHi
TMNKW naTororidyHoro Ginka Tay 3 ronoBHOro MO3Ky noanHu 3 AD. Ha gopixkui 3 npegcrtaBneHi tvnu
Tay, ski posnisHatoTbes, 3B'A3ytoTbea DCBES i BuainsaoTbea wnaxom imyHonpeuunitauii 3 DCSES.
Mpoginb 3B'A3aHMx/iMyHONpeumniToBaHnx 3a gonomoroto DC8E8 noB'A3aHMx i3 3axBOpHOBAHHSM
TMniB Ginka Tay sBnsiB coboto npodinb 6GioxiMiyHO ekcTparoBaHux 6inkie Tay. L pesynbtaTtu
OEMOHCTPYIOTb ecbekTnBHe po3nidHaBaHHA DC8ES8 ex vivo naTonoriyHux Tunie Ginka Tay B ronoBHOMY
MO3KY noauHn, To6TO B eKkcTpakTax, ge Oinkm 3HaxogaTbCsa B MOAibHi in vivo HemoandikoBaHin
dopmi, gemoHcTpytoun, wo DCBE8 mae kopucHi TepaneBTWYHI BracTMBOCTI, Oygydn 3gaTHUM
HauinioBaTNCA Ha NOB'A3aHi i3 3axBOPIOBaHHAM Tunu Ginka Tay in vivo. KoHTponbHe aHTuTino Rab50
("imiTytoue aHTUTINO", gOpiXKKa 2) He po3ni3Hae HisknA 3 BINKiB Tay, MPUCYTHIX B €KCTPaKTi rOfIOBHOMO
MO3KY, Lo NiATBEPAXYE, WO 3B'a3yBaHHss DC8ES 3 Ginkamu Tay € cneumgivHnm.

Ha cir. 19B npepacrtaBneHa KinbKicTb imiTytodoro aHTtutina (Rab50) i DC8ES8 (gopixkn 2 i 3,
BiAMOBIQHO), BWKOPWCTAHOro Ansl iMmyHonpeuwmnitTauii 6inkiB Tay. MONOXEHHs BaXKOro i nerkoro
naHutoris DC8E8 Takox nosHadeHi Ha pgopixui 3 dir. 19A. MpucyTHICTb Ginbl BUCOKOI KiNbKOCTI
NaHuoriB aHTUTINa cnoTBOPOE Npodinb NOB'sI3aHOrO i3 3aXBOPOBaHHAM binka Tay.

DCB8ES8 Takox po3ni3Hae i HauinteTbca Ha BCi hOpMU HEMPaBUITbHO 3roOpHEHOro (MOB'SI3aHOrO i3
3axBOploBaHHAM) Binka Tay B ronoBHoMy MO3Kky wypis SHR72 B mogeni xsopobu Anburerimepa. Ha
oir. 20A Ha gopikui 1 npegcTasneHi 6ioxiMiYHO ekcTparoBaHi MOB'A3aHi i3 3aXBOPOBaHHAM TuNK Binka
Tay 3 rOMOBHOrO MO3Ky TpaHCreHHux wypis. IHkybauis aHTuTina DC8BE8 3 ekcTpakTomM ronoBHOrO
MO3KY TPaHCreHHuX LWypiB 3abe3neunna iMyHHe OUYULLLEHHS NOB'sI3aHUX i3 3aXBOPHOBAHHAM TUMiB Binka
Tay, NPUCYTHIX B rONOBHOMY MO3KY (cbir. 20A, gopixka 3). OumweHi 3a gonomoroto DC8ES8 tunu Ginka
Tay NpogeMOHCTpyBanu Npodinb, iAEHTUYHUIA Npodinto GioximiyHO BuaineHux 6inkis Tay (dir. 20A,
Jopixka 1), wo niareepaxye, wo DC8ES8 posnisHae i 3B'si3ye BCi naToNoriyHi Tmnu Ginka Tay, NpUCYTHI
B FOMIOBHOMY MO3KY TpPaHCreHHOro wypa. HeBenvke cnoTBOpeHHS Npodinto 3B'A3yBaHHA OinkiB tay
BUKMMKaHe MNPUCYTHICTI0O Baxkoro i nerkoro nadutoris aHtutina DC8E8 (nosHauyeHi Ha oir. 20A,
popixka 3). ImiTytode aHTuTino Rab50 (dpir. 20A, gopixka 2) He 3B'sI3yBaro Hiski 3 6inkis Tay.

Ha oir. 20B npegctaBneHa kinbkicTb iMiTytouoro aHtuTina (Rab50) i DC8E8 (gopixkn 2 i 3,
Bi4MOBIAHO), BUKOPUCTOBYBAHOIO AN IMYHHOro OuYMLLEHHS BifkiB Tay 3 eKCTPaKTy rofloBHOMO MO3KY
LypiB B TpaHcreHHii mogeni xsopobu Anburerimepa. MNMonoxeHHs Baxkoro i nerkoro naxutoris DC8ES
Takox nosHadveHi Ha gopikui 3 dir. 20A. MNpucyTHICTb Binbll BMCOKOI KiNbKOCTI MaHUOriB aHTUTINa
TpOXu cnoTeopwuna nNpodinb NOB'sI3aHOrO i3 3aXBOPOBaHHAM binka Tay.

MPUKNAL 13: MOHOKINOHANBHE AHTUTINO DC8E8 YCYBAE MATONOINYHUN BINOK TAY 3
FOJIOBHOI O MO3KY TPAHCIEHHUX LWYPIB SHR72

l6puaoMHi kniTuHK, npoaykytodi abo DCBES, abo Rab50 (HeraTMBHe KOHTPOSbHE aHTUTINO, WO
posnisHae Bipyc ckasy) kynbtmByBanu B DMEM, wo mictuno 10 % NHS i 1 % rnytamiH. KnituHu
nigpaxoByBanu B kamepi Ans nigpaxyHky Burker. CycneHsii knituH, wo mictunm 500000 kniTMH Ha
MininiTp, ueHTpudyrysanu npu 100xg npotarom 5 xB. i ocag pecycneHaysanu B 1 mn PBS. CycneHsii
KNiTWUH 3HOBY ocaaxysanu npu 100xg npotarom 5 xB., i ocag pecycneHaysanu B 5 mkn PBS.

[nga umx ekcnepvMeHTIB BUKOPUCTOBYBaNn TpaHcreHHux wypis SHR72 (y Biui 6 Micsauis) (3 wypwu
Ha rpyny). WloHanmeHwe 3a ogHy roguHy A0 XipypriyHOi onepadii wypam nigwkipHO BBOAUNN
iMyHOA4EenpeCcuBHMIA NiKapcbkuin 3acib - caHgimyH (15 mr/kr). TpaHCreHHuX LypiB niggaBanv aHecTesii
cymiwwo  TunetamiH-zonasenam (100 wr/mn)/kevnasmH (20 wmr/mn) y cniBeBigHOWeHHi  3:5,
iH'EKTOBAHOI0 BHYTPILUHBOOYEPEBUHHO. [103yBaHHA aHecTeTukiB 6yno HacTynHum: 3onetun (30 mr/kr) i
keunapiem (10 mr/kr). FonoBu niggaHnx aHecTesii LWypiB bikcyBanu B CTepeoTakCM4YHOMY anapari
(David Kopf Instruments, Tujunga, CA, CLUA) wnsaxom noMilleHHs iKCYrouMX BaxeniB y BYLUHI
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KaHanM KOXHOI TBapuHW. Y rOMnoBi KOXHOI TBapuHW NpOCBepAntoBann OTBIp 3 BUKOPUCTaAHHSAM
XipypriyHoro gpuns BignoBigHO 00 BUOpaHMX CTepeoTakCUYHUX KoopauHaTt (natepanbHi 5 mwm;
nepegHbo3agHi 4 MM; OOPCOBEHTpanbHi -5 MM BigHOCHO 6permun). CycneHsii kniTvH ridpugom,
npoaykytounx abo DC8E8 (105 knituH), abo Rab50 (10° kniTuH), GinaTepanbHO iH'ekTyBanu B
0axpoMKy rinokamna rofloBHOro MO3Ky LypiB. Hesabapom nicns onepauii BHYTPILULHEOM'SI30BO
BBOAMM keToHan (5wmr/kr). CaHgimyH (15 mr/kr) BBOAMAM MiglwkKipHO npoTsarom 8 Ai6 nicns onepadii.
EHpokenn (20 mr/kr/24 rog.) BBOAMIM 3 NUTHOM Bogoto npoTtsirom 10 gi6.

Yepes gBa TWXHI Nicns XipypriyHoi onepadii Wwypie nigaasanu aHecTesii cymiwwto 3onetuny (30
Mmr/kr) i kennapiemy (10 mr/kr). Yepes 2-5 xBunuH Wwypis noMiwanu Ha npenapyBanbHUA CTOMNUK, i X
YepeBHY MOPOXHUHY po3TuHanu. Nepen nepdysicto NpoBOAUNM B3ATTS KPOBi ANs aHanidy piBHIB
binka Tay i aHTuTIiNna B cupoBaTtLi KpoBi. 'onky ana nepdysii nomiany B NiBUA LWMYHOYOK cepus, i
wypis nigaasanu nepdysii PBS npotsrom 2 XBUNMH 3 BUKOPUCTaHHAM MepUCTanbTUYHOIO Hacoca
(tvn pp1-05, Zalimp, wenakicts - 10x, mipa 7-22 mn/1 xB. nepdysinHoi piguHn). KoxHoro wypa
Aekanitysanu, 1i yepen Bigkpmsanu 3a gonomoroto Paean, i ronoBHMIN MO30K (3 YaCTUHOK CMMHHOIMO
MO3Ky) oOepexHo BUTAryBanu. [ONMOBHUI MO30K pO3pi3anu MOJOBXHbLO Ha ABi 4acTWUHW; npaBy
cTopoHy dikcyBanu B 4 % PFA (4 °C) npoTarom Hodi. JliBy CTOpOHY po3pi3anu i cToBOyp rofioBHOMO
MO3KY | KOPTUKanbHi 06nacTi LWBUAKO 3aMOPOXyBanu B PiAKoMy a3oTi.

Kinbkictb aHTuTina DC8ES8 B cupoBaTui niggaHnx BBeAEHHIO TBApWMH BM3HA4Yanm 3a OOMOMOro
ELISA, gk onvcaHo Hwxkde B npuknagi 19, 3 BukopuctaHHaM TayA(1-150; 392-441)/4R sk TBepgoil
dasn. CupoBaTtky koxHoi TBapunu (A, B, C) ninoasanu cepitHomy po3efeHHto Big 100x go 12800x%
(cpir. 21A). KoHuenTtpauito aHtuTina DC8E8 B cupoBaTtui Bu3Hayanu 3 BUKOPUCTaHHSM OYMLLEHOrO
DC8E8 gk craHpapty. DC8E8 pocarano koHueHTpauii 466, 200 i 273 Hr/mn y TBapuH, SIKUM
nposoaunu BeegeHHs (A, B, C, ans rpynu BBeaeHHs DC8ES, BignosigHo).

Takox BM3Ha4anu KOHUEHTpauito Binka B cMpoBaTKax KOXHOI NigdaHoi BBEAEHHI TBapuHu. Lle
3pivicHioBanu 3 BMkopucTaHHaM Habopy Innotest hTAU ELISA kit (Innogenetics, Benbris), BignosigHo
00 npoTtokony BuroToentoBaya. BeegeHHs DC8ES8 3abesnedyBano TpaHCNOPT KOMMMEKCIB aHTUTINa-
Oinok Tay B KpoB, Ae 6inok Tay gocsiraB cepeAHboi KoHueHTpauii 350 nr/mn. Llein ecdekt DCBES
Jornomarae yCyHyTW natonoriyHi 6inkv Tay 3 ronoBHoro Mo3ky. 3 iHworo 6oky, He Gyno BUSBNEHO
OinkiB Tay B cupoBaTui TBapuH, SKMM BBOAUNM iMiTytoue aHTuTino (Rab50), sike posniHae Ginok
obonoHkn Bipycy cka3dy (Macikova et al., 1992). Ha rpaciky nokasaHi cepefHi 3HA4YeHHs 3i
CTaHOapTHUMK MOMUITKaMN cepeaHboro 3HavyeHHsi (SEM) (dir. 21B).

®ikcoBaHi TKaHWHWM TOMOBHOrO MO3KYy 3aHyptoBanum B napadiH i Hapisanmm Ha MIKpOTOMI.
IMyHoricToximiyHe gocnigkeHHA npoBoaunu Ha 8-mMkKM nomiweHmx B napadiH 3pidax. 3pi3n TKaHWH
06pobnsanu npotarom 20 XBUNWH KUMASYMM PO34YMHOM, WO BuaBnse aHTureH (Vector laboratories,
Burlingame, CA, CLWA), i npotarom 1 xsunuxu 85 % mypawwmHoto kucnototo (Applichem, Darmstadt,
HimeuuunHa). Micns 6nokyBaHHA 3pi3n TkaHWH iHKyOyBanu 3 mAb DC8ES8 npoTtsarom Hodi, a noTim
NpoBOAWMM MNPOMMBAHHA | iHKyGauilo (npoTarom 1 roauMHW npwW  KiMHATHIM  TemnepaTypi) 3
OioTuHINbOBaHMM BTOpMHHMM aHTuTinom (Vectastain Elite ABC Kit, Vector laboratories). [lMicna
NpOMMBaHHA 3pi3v MiggaBanu peakuii 3 Komnnekcom asianH-6ioTuH-nepokcnaasa (Vectastain Elite
ABC Kit, Vector laboratories) npotsarom 60 XBUNUH Mpu KiMHaTHIA Temnepatypi. IMyHHY peakuito
BidyanidyBanu 3a pJonomorow Habopy cybctpaty ansa nepokcupasm VIP (Vector VIP, Vector
laboratories, Burlingame, CA, CLUA). [Ona KinbKiCHOroO BW3HAYeHHS BHYTPILUHBOHENPOHANbHOMO
curHany DCB8ES8 BukopucTOBYBanu BEpPXHi ONUBAPHMN KOMMMEKC. 3aranbHuii CUrHam KifibKiCHO
BM3HAYanu B iHOMBIAyanbHUX PYXOBUX HEWpOHax, LioHanmeHwe B 15 HerpoHax Ha 3pi3. AHanis
306paeHHst MPOBOAUNN 3 BUKOPUCTaHHSM nporpamHoro 3abesneveHHs AIDA (Advanced Image Data
Analyzer, Raytest, Straubenhardt, HimeuuunHa). lMigpaxyHok npoBoauMnM Ha 3pi3ax BCiX NiggaHux
BBEOEHHIO TBapWH, a NoTiM CTaTUCTUYHO OLiHIOBaNu 3 BUKOPUCTaHHAM HernapameTpU4HOro KpuTepito
MaHHa-YiTHi.

BusHaueHHs (cpir. 22B) kinbkocTi natonoriyHoro Ginka tay y BEpXHbOMY ONMMBAPHOMY KOMMJIEKCI
3pi3iB TBApuH 3 iMiTylouUMM BBeAeHHsM (dpir. 22A, npaBa naHens) i TBapuH, skum Beoaunu DC8ES
(cbir. 22A, niBa naHenb) MNPOOEMOHCTPYBANO 3HWXKEHHS KiNbKOCTi naTosnoriyHoro Oinka Tay B
JocnigpkeHnx obnacTsax rofloBHOrO MO3Ky Y BCiX TPpbOX TBapWH, kM BBogunm DC8ES, B NopiBHAHHI 3
TBapuHamu 3 iMiTytoumm BBeaeHHsaM (p<0,0001) (dir. 22A i 22B).

MPUKINAL 14: KAPTYBAHHA 3ANULKIB B AKTMUBHOMY LIEHTPI DC8ES, AKI BMJIMBAKOTb
HA POS3MI3BHABAHHA DC8ES8 TEPATMNEBTUYHWMX EMITOMIB BIJTKA TAY

(a) KnoHyBaHHs ogHonaHuoxkoBoro aHtutina DC8ES i myTareHe3 akTMBHOIO LieHTpa aHTuTINna.
o6 cnpocTuTtn KapTyBaHHSA amMiHOKMCIOTHUX 3anuwkie mAb DC8ES8, HeobXxigH1x Ansa po3snisHaBaHHS
OinkiB Tay, ogepxyBanu (YHKUiOHanNbHy ogHonaHutoxkkoBy Bepcito (SCDC8E8v) noBHOPO3MipHOro
DC8E8 mAb. Lle sginicHioBanu 3 BukopuctanHam kOHK nerkoro i Baxkoro nadutorie DC8ES,
OAepKaHuX, K onmcaHo B Npuknagi 3.
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BapiabenbHi obnacti DC8E8 pani amnnidikyBanu 3a pgonomoroto [MJIP 3 BuKopuCTaHHAM
npavimepiB ANg KMNOHYBaHHS, WO MaloTb AiNsHKM Ans depmeHTiB pectpukuii Ncol (npamuin npanmep:
5-ATATTACCATGGACATTGTGATGTCACAG-3' (SEQ ID NO: 155)) i Xhol (3BopoTHUI npanmep: 5'-
ATATTATTCTCGAGGGAGACGGTGACTGAGGT-3' (SEQ ID NO: 156)) i oniroHykneoTuaHi niHKepHi
nocnigoBHocTi (VH-LINK-F:
5'-GGCGGCGGCGGCTCCGGTGGTGGTGGTTCCATGCAGGTCCAATTGCAGCAG-3' (SEQ ID NO:
157); VL-LINK-R:
5'-GGAGCCGCCGCCGCCAGAACCACCACCACCAGAACCACCACCACCCCGTTTG
ATGTCCAGCTTGGTGCC-3' (SEQ ID NO: 158)) ki BukopucToByBanuM Ans 3B'A3yBaHHS
BapiabenbHMx obnacTen BaXKoro i nerkoro naHuoris (NiHkepHy NOCMIAOBHICTbL KOHCTPYOBANM 3rigHo 3
Krebber et al., 1997). Micna poswenneHHsa BuaineHnx npoaykris MI1P (3 BukopuctaHHAM hepmeHTiB
Ncol i Xhol) i ounLleHHs 3a 4ONOMOro arapo3HOro renb-enekTpodopesy parMeHTn KroHyBanu B
poswenneHy 3a gonomoroto Ncol i Xhol nnasmigy pET22b 3 BukopuctaHHam [OHK-nirasu T4
(Fermentas, HimeyunHa). BaktepianbHuii wTtam DH5a BukopuctoByBann aAng amnnidikauii
ofepXaHoi nnasmign i npaBunbHe po3TallyBaHHS BCTaBKW y BMOpaHMX KroHax MiaTBepaxyBanu 3a
AOMnMoMorolo  aHanisy 3 epmeHTamn  pecTtpukuii. lMpaBUNbHICTE  NOCNIAOBHOCTI  oAgepXXaHol
ofHonaHuxKoBoi  KOHCTpykuii DC8E8 (scDC8E8v) niaTtBepaxyBanu cekBeHyBaHHaM [OHK 3
BMKopucTaHHsaM aHanizatopa 3130 Genetic Analyzer (Applied Biosystems, CLLA).

(b) loeHTudikaLis 3a OOMOMOro CKaHyl4oro anaHiHOM MyTareHesy 3anuLiKiB B aKTMBHOMY
ueHTpi DC8ES, siki BNnuBatoTb Ha po3nisHaBaHHss DC8ES8 natonorivHoro 6inka tay. [ns ineHTudikauii
3anuuIKiB, SiKi BNNMBalOTb Ha 3B'A3yBaHHA DC8ES 3 Ginkom Tay, npoBoaunu ckanyroumi Ala mytareHes
BUOpaHWX AiNAHOK (BUAINEHWX HaniBXUpHUM wWpudToM i nigkpecneHux, Ave. Huxye) scDC8ES8v.
AmiHokucnoTn, BubpaHi Ansa 3amiHn Ha Ala, 6ynu igeHTudikosaHi, Buxogauun 3 pobotn MacCallum et
al. (J. Mol. Biol. 1996). MytareHe3 scDC8ES8v nposogunun cnocobomM NogoBXeHHS 3 NepekpuBaHHAM 3
BUKOPUCTAHHAM MYTaHTHUX oniroHykneotugie B [JIP no craHgapTHMX MeTogukax, OnucaHumx B
"Molecular Cloning: A Laboratory manual”, Sambrook and Russell (2001).

MyTaHTHi OKpeMi NnaHUtorM HaBedeHi HWKYe BIAHOCHO KOXHOI BMXigHOI nocnigoBHocTi DC8ES.
MyTaHTHI 3anulKM BUAINEHI HaNBXUPHUM WpndTOM i nigkpecneHi. HasBM MyTaHTHUX OKpeMnx
NaHuoriB  CKNagalTbCA 3 HOMEpa KOHCTPYKLil, CKOPOYEHOro MO3HAYeHHsi BaXKkoro abo nerkoro
naHuytora (VH abo VL), ogHobykBeHoro koay BuxigHoi amiHokucnotu B DC8ES, 3a skum ige woro
NONOXXEHHS B MNOCNIAOBHOCTI nerkoro i Baxkkoro naHutoris SEQ ID NO: 141 i 138, BignosigHo, a noTim
A  Ona  KOXHOrO  3amiHioyoro anadiH.  Hanpuknag, wmytaHtHun  1-VL-N31A  Bignosigae
OOHOMNaHLIXKOBOMY MyTaHTy Homep 1, ge y BapiabenbHy obnacTtb nerkoro naHulora BHeceHa
MyTauis B nonoxeHHi 31 (BigHocHo DC8ES8), wnsaxom 3aminn acnapariHy 31 (N31) anaHiHom (A).

BapiabenbHa obnactb nerkoro naHutora DC8ES8 (CDR nigkpecneHi):
1 10 20 30 40 5

DIVMSQSPSSLAVSAGEKVIMSCKSSQSLLNSRTRKNYLAWYQQOKPGQSPKLL

60 70 80 90 100
IYWASTRESGVPDREFTGSGSGTDFTLTISSVQAEDLAVYYCKQSEFYLRTEFGGG

110
TKLDIK

Mytauii 8 CDR1 [SEQ ID NO: 117] (MyTaHTHi 3anuwKku BUAINEHI HaniBXWPHUM LWPUETOM i
nigkpecneHi): QSLLNSRTRKNY (SEQ ID NO: 117) (suxigHa nocnigoBHicte CDR1 DC8ES)

1-VL-N31A [SEQ ID NO: 247],

2-VL-R33A [SEQ ID NO: 248],

3-VL-Y38A [SEQ ID NO: 249].

MyTauis B kapkacHin obnacti FR2, wo nepeaye CDR2: LAWYQQKPGQSPKLLIY (SEQ ID NO:
160) (BmxiaHa nocnigoBHiCTL kapkacHoi obnacti FR2 DC8ES)

4-VL-Y55A [SEQ ID NO: 252].

Mytauis 8 CDR2 [SEQ ID NO: 118]: WAS (SEQ ID NO: 118) (BuxigHa nocnigosHicTe CDR2
DCS8ES8)

5-VL-W56A [SEQ ID NO: 253].

Mytauii B8 CDR3 [SEQ ID NO: 119]: KQSFYLRT (SEQ ID NO: 119) (BuxigHa nocnigosHicte CDR3
DCS8ES8)

6-VL-K95A [SEQ ID NO: 254],
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7-VL-Q96A [SEQ ID NO: 255],
8-VL-S97A [SEQ ID NO: 256],
9-VL-F98A [SEQ ID NO: 257],
10-VL-Y99A [SEQ ID NO: 258],
11-VL-L100A [SEQ ID NO: 259],
12-VL-R101A [SEQ ID NO: 260].

BapiabenbHa obnactb Baxkoro naHutra DC8ES8 (CDR nigkpecneHi):
1 10 20 30 0 50

OVOLQQOSGPELVKPGTSVKMPCKASGY IFTDYVISWVKQRTGQGLEWIGEIFP
60 70 80 90 100
RSGSTYYNEKFKGKATLTADKS SNTAYMQLSSVTSEDSAVYFCARDYYGTSFA
110
MDYWGQGTSVTVSS

Mytauii B8 CDR1 [SEQ ID NO: 120] (MyTaHTHi 3anvwKku BWAiNeHi HaniBXupHUM LIPUEPTOM i
nigkpecneHi): GYIFTDYVIS (SEQ ID NO: 120) (BuxigHa nocnigosHicte CDR1 DC8ES8)

14-VH-Y32A [SEQ ID NO: 261],

15-VH-V33A [SEQ ID NO: 262].

MyTauis B kapkacHin obnacti FR2, wo nepeaye CDR2: WVKQRTGQGLEWIGE (SEQ ID NO:
162) (BmxigHa nocnigoBHiCTb kapkacHoi obnacti FR2 DC8ES)

16-VH-E50A [SEQ ID NO: 263].

Mytauii CDR2 [SEQ ID NO: 121]: IFPRSGST (SEQ ID NO: 121) (suxigHa nocnigosHictb CDR2
DCB8ES)

17-VH-F52A [SEQ ID NO: 264],

18-VH-S57A [SEQ ID NO: 265].

MyTauii B CDR3 [SEQ ID NO: 122]: ARDYYGTSFAMDY (SEQ ID NO: 122) (BuxigHa
nocnigosHictb CDR3 DCB8ES8)

19-VH-D99A [SEQ ID NO: 266],

20-VH-Y100A [SEQ ID NO: 267],

21-VH-Y101A [SEQ ID NO: 268],

22-VH-G102A [SEQ ID NO: 269].

AHaniTuyHa i NnpenapaTuBHa ekcnpecia pekoMbiHaHTHUX BapiaHTiB aHTuTIna DC8ES8. KoHcTpykuil
OHK pET22b-scDC8E8v aHTuTina gukoro Tuny i KWOro myTaHTiB (BCi 3 Akmx € His-miyeHuMm)
TpaHcdopmyBanu B knituHu E. coli npoaykytodoro wrtamy BL21 (DE3). [na ogepxaHux KroHiB
crnovaTKy nigTBepaKyBanv npogykuito pekombiHaHTHoro scDC8ES8v. IHamBigyanbHi KONoHii, ogepxaHi
nicnst TpaHcdopmalii, iHokynioBanu B 2 mn cepegosuwia LB, gonosHeHoro 100 mkr/mn amniuuniny, i
Bupowgysanu npu 37 °C npoTtdarom 5 roguH npu nocTitHoOMy cTpyllyBaHHi (Sambrook and Russell
2001). 100-mkn anikBOTY KOXHOi KynbTypu Biabupanu, 3miwysanu 3 2/3 ob'emy 100 % rniuepuHy i
36epiranvu 3amopoxeHot npu -80 °C o moganbLIoro 3acTocyBaHHS. Ekcripecito pekomBiHaHTHOro
Oinka iHOykyBanu goAdaBaHHAM  i3onponin-B-D-1-tioranaktonipaHo3ugy (IPTG) po  kiHueBoi
KOHUeHTpauii 1 MM i iHkyDauito NpogoBXyBanu nNpoTaroMm goAatkoBux 3 roguvH. KnituHm 36upanu
LeHTpudyryBaHHAM B HacTinbHIin ueHTpudysi npu 4 °C npotarom 1 xB. npu 10000xg, cynepHaTaHT
BMAananu, KNiTMHHUA ocap pecycneHgyeBanu B 1x Bydepi ansa 3paska 3 SDS (Laemmli, 1970) i
KMn'atunm npotarom 5 xBunuH. 3pasku ueHTpudyrysanu npotsarom 5 xsunud npu 10000xg i
cynepHataHTu (6akTepianbHi nisatn) ananisysanu 3a gonomoroi SDS-noniakpunamigHoro renb-
enektpocopesdy (SDS-PAGE). PosgineHi 6inku BidyanisyBanu LWsIXoM 3abapBneHHs Kymaci
AdiamaHToBuM cuHiM R250 (SIGMA).

Ona npenapaTuBHOi ekcnpecii koxHoro aHTutina scDC8E8v (HaTuBHOro i MyTaHTHOrO),
DakTepianbHi KNiTUHKW, WO MICTATL BiAMNOBIOHI ekcnpecytoyi Nnasmign, KynbTUBYBanM i inQyKyBanu, sik
onucaHo B "Molecular Cloning: A Laboratory manual”, Sambrook and Russell (2001).
TpaHcdopmoBaHi knituHu Bupowysanu npu 37 °C B 100-500 mn cepeposuiia LB 3 100 mkr/mn
amniyuniny npu 230 06./xB. Konu nornuHaHHa B kynbTypi npy 600 HM gocsarano 0,8-1,0, gogasanu
IPTG po kiHueBoI koHueHTpauii 1 MM gns iHaykuii ekcnpecii scDC8E8v. Micnsa noganbLioi iHkybauii
npu 37 °C npotsirom 3 rogvH, knituHy 3éupanu ueHtpudyrysaHHam npu 3000xg npotsarom 15 xB. npu
4 °C. KnitTuHHmiA ocag pecycneHgyBanm B 10 mn nisytodoro 6ygepa (50 mM PIPES, pH 6,9, 50 mM
NaCl, 0,1 MM PMSF) i 06pobnsinu ynbTpasBykoM Ha neogy 6 pasis npotsrom 30 ¢ i 3 naysamum 30 c,
BUKOPUCTOBYHOUN HakoHeYHMK TT-13 (poboumn uukn 50 %, BuxigHa noTtyxHictb 50 BT, Sonopuls HD
2200, Bandelin, HimeyuunHa). Jlizat ounwanu ueHtpudyryBaHHsam (21000xg npotarom 15 xB. npwu
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4 °C). Nizatn cinbtpyBanu yepe3d 0,45-mMkm memOpaHHUA GinbTp | 36epiranm npu -80 °C go
3acTocyBaHHA. [Ing OOCNimMKeHHs ycnilwHol iHQYKUil i piBHA ekcnpecii 1 mn iHAYKOBaHOI KynbTypu
30upanu, KnitMHu 36mpann ueHTpudyryBaHHsIM, sik ONUCaHoO Bulle, pecycneHayBanm B 100 mkn 1x
Oydepa ansa 3paska SDS, kun'atunm npotarom 5 xBunuH npu 95 °C, a noTtiM aHanisyBanu 3a
pornomoroto  SDS-PAGE  (dir. 23A). LUutonnasmaTuyHuiA  nisaT  BMKOPWUCTOBYBanuM  Ans
3B'sI3yBaHHSA/BUSIBNEHHS BinkiB Tay (aHanizaoM 3 BUKOPUCTAHHAM BECTEPH-OMOTUHIY) | ANA BU3HAYEHHS
3 BUKopucTaHHAM SPR adiHHOCTI pekoMOiHaHTHUX aHTWUTIN BiAHOCHO Ginka Tay, obmuaBa 3 sikuUxX €
NMOKa3HUKaMW akTUBHOCTi HATUBHUX | MyTaHTHUX aHTUTIN sScDC8ES8v.

MPUKNAL 15: PEKOMBIHAHTHUANA ®PATMEHT SCFV MOHOKNOHANBHOIO AHTUTINA
DCS8ES8 (SCDCS8E8V) PO3MISHAE MATONOIMYHN BINIOK TAY (TAYA(1-150; 392-441)/4R)

[na BnsHayeHHs 3B'a3yBanbHUX BriactuBocten scDC8E8v 3 nmatonoriyHum dopmamu binka Tay,
6inkoBun nizat 3 Gakrepin, ekcrnpecytoumx scDC8E8v, posbasnanu B 16 pasie B 6ycdepi TBS-T (20
MM Tris, pH 7,4, 150 mM NaCl, 0,1 % Tween 20) i BMKOPWUCTOBYBanM [Ans HaHECEHHs Ha
HiTpOLEentono3Hy membpaHy, wo mictute 500, 250 i 125 Hr pekoMBiHAHTHOro ykopoyeHoro Binka tay
(TayA(1-150; 392-441)/4R) i pekomMbiHaHTHOro ykopodeHoro Ha C-kiHui Ginka Tay (TayA228-441)
(3abaperneHHs OinkiB nmoHco S, c¢ir. 23B). ScDC8E8v, wo 3B'A3anocsi, BUSBMANM 3a LOMNOMOIOH
iIMyHOOMOTUHIY 3 aHTUTINOM npoTu 6xhis-miTkoto (SEQ ID NO: 163) (Ne A00174; GenScript,
Piscataway, NJ, CWA) i BisyanisyBanu koH'toroBaHum 3 HRP aHTUTInOM npoTu aHTuTIN Kponuka
(DAKO Cytomation, [anisa) (cpir. 23C). brotn BusABnANM 3a [OMNOMOrOK XEMIiMOMIHECLLEHTHOTO
cybctpaty SuperSignal West Pico Chemiluminescent Substrate (Pierce, CLUA), wo BusABRSeTLCS 3
BMKOpPUCTaHHAM Bidyanidytodoi cuctemmn LAS3000 (FUJI Photo Film Co., AnoHis).

AHania 3 BUKOPUCTAHHAM  BECTEPH-ONMOTWHrY NpOAEeMOHCTpyBaB, WO pPeKOMOBiHaAHTHE
ogHonaHutoxkkoBe aHTuTiNo (scDC8ES8v) BusaBnse ykopoyeHun 6inok Ttay [TayA(1-150; 392-441)/4R].
3B'a3yBaHHs € cneundivyHuM, ockinbkn scDC8E8v He po3ni3dHae KOHTPONbHUI YKOPOYeHUn BGinok tay
(TayA228-441), Ak He MICTUTb >XOOEH 3 YOTUPbOX TepaneBTUYHMX EeniToniB, POo3ni3HaBaHUX
HeamiHeHum DCB8ES8 (cpir. 23C, popixka 4). JocnigXeHHs1 HITpoLentono3Hoi MeMopaHu, Wo MiCTUTb
Oinkn Tay (HaHeceHi, Sk nNokasaHo Ha cir. 23B) 3a gonomorow ni3aTy KOHTPONbHMX OakTepin, He
ekcnpecyounx scDC8E8v, He 3abe3neuunno Hisikoro curHany (dir. 23D).

MPUKNAL 16: PEKOMBIHAHTHVA ®PATMEHT SCFV MOHOKNOHANBHOIO AHTUTINA
DC8E8 (SCDC8E8V) BUABNAE BJIIACTUBOCTI 3B'A3YBAHHA BIIKA TAY, CXOXI 3
AHTUTINIOM DCS8E8 - CEJIEKTUBHO PO3MI3HAE MATONOMYHUA BINTOK TAY (TAYA(1-150;
392-441)/4R) | 3HAYHOIO MIPOIO BIAPI3HAE NOIro Bl ®I3I0NOMNYHOr0 HATUBHOIO BINKA
TAY (TAY2N4R)

[Ona KiNbKiCHOrO BU3HA4YeHHA BrAcCTMBOCTEN 3B'A3yBaHHA Oinka Tay y pekoMOGiHaHTHOro
ogHonaHutkkoBoro aHtutina scDC8E8v, nposBognnn KiHETUYHE BM3HAYEHHs adiHHOCTI 3
BukopuctaHHam SPR (Biacore 3000, Biacore, LBeuis) ana sumiptoBaHHs 3B'd3yBaHHA scDC8ES8v 3
naTonoriyHum ykopodeHum 6Ginkom Tay (TayA(1-150; 392-441)/4R) (dpir. 24A) i 3 HOpManbHOW
isocpopmoto Ginka Tay noguHu 3 votupma nostopamu 2N4R (dpir. 24B). Onsa usoro 11000 OE
nonikrnoHanbHoro aHTutina kponuka npotn His-mitkn (Ne A00174; GenScript, Piscataway, NJ, CLLA)
iMmmMo0iniayBanu Ha ceHcopHomy unni CM5. Bci ekcnepumeHTun nposoamnu npu 25 °C B PBS, pH 7,4, 3
0,005 % P20 (PBS-P) sk pyxomum 6ydepom. PekombiHaHTHe His-miveHe scDC8E8v immobinisyBanu
B aHaniTU4YHi NPOTOYHIN KOMipLi ANS AOCArHEHHs piBHA iMMobinisauii 60 OE, i Bigomi KoHUeHTpauii
KOXHOro 6inka tay abo koHTponbHoro 3paska PBS-P iHxekTyBanu 3i wsuakicTio notoky 100 mkn/xs.
Haf ceHCopHMM yunom. KiHeTUYHi AaHi 38'A3yBaHHA nigaasany noABiHOMY NMOPIBHAHHIO 3 €TarOHOM i
anpokcumyBanu 3a JONOMOroK nporpamHoro 3abesneveHHs ansa ouiHkm BIA evaluation software 4.1
(Biacore AB) po mogeni B3aemogii 1:1. KiHeTUYHi KOHCTaHTWM WBMAKOCTI nigaaBanu rnobanbHin
anpokcumadii, MakcumarbHi BiOMNOBIAI anpokCMMyBanu IokamnbHO, | CyKynHa Bignosigb Oyna
BCT@HOBMEHA Ha HYIb.

KiHeTMYHI BMMiploBaHHSA Moka3anu Ginbl BUCOKY KOHCTAHTY LUBMAKOCTI acouiauii i 6inbw HU3bKY
KOHCTaHTy wwBuakocTi ancouiauil scDC8ES8v BigHocHO natonoriyHoro nos'asaHoro 3 AD TtayA(1-150;
392-441)/4R, Hix BigHOCHO HopManbHoro Tay 2N4R (dir. 24C). OTxe, adiHHICTb ScCDC8E8v BigHOCHO
yKopoyeHoro nos'sdaHoro 3 AD 6Ginka Tay € 6inbl BUCOKOI (Binbll BUCOKE 3a4€HHSI PIBHOBAXHOI
KOHCTaHTK acouiauii Ka), HiXX BigHOCHO NoBHOPO3MipHOT i3ochopmu Binka Tay 2N4R. Lli BuMiptoBaHHs
nigTBepaunu, Wo opHonaHuixkkoBa Bepcia aHtutina DC8E8 (scDC8ES8v) gemoHCTpye nepesary
3B'A3yBaHHA BIOHOCHO KOHMOPMALIMHO 3MIiHEHMX naTosoriyHMx OinkiB Tay, nogidbHo BUXigHOMY
noBHopo3mipHoMmy aHTuTiny DC8E8. Takmm uyumHOM, pekombiHaHTHe scDC8E8v npugatHe pansd
ideHTndikauii aMiHOKMCNOTHMX 3anuLKiB B akTMBHOMY LeHTpi aHTutina DC8ES, BignosiganbHux 3a
NOro BNacTMBOCTI 3B'A3yBaHHS.

MPUKITAL 17: IOEHTUSIKALIA 3AJIMWKIB B AKTUBHOMY LEHTPI SCDCS8E8V, AKI
BMJIMBAKOTb HA POSIMISHABAHHA SCDC8E8V/DC8ES ENMITOIMMIB NMATOJIOMNYHOI O BIJTKA TAY
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Jekinbka amiHOKMCNOHWX 3anuilkiB, $Ki BnnvBawTb Ha B3aemopito DC8E8-aHTureH, OGynu
BM3HAYEHi LUMSAXOM CKaHyl4oro anaHiHoM MyTareHedy 3anukiB akTuBHoro ueHtpa scDCB8ES8v.
[MOTEHUiMHI KOHTaKTyl4i 3 aHTUreHOM 3anuLWKW B JIErKOMY i BaXKKOMY naHutorax igeHTudikysanm,
Bnxogsayum 3 podotn MacCallum et al. (J. Mol. Biol., 1996), i niggaBanu myTauii Ha anaHiH, ik on1caHo
B npuknagi 14. MNMotim myTaHTHI Bepcii scDC8E8v ekcnpecysanu B wrami BL21 E. coli (dir. 25A,
OfHONaHUtXKKOBI  Binku BKkasaHi 3ipoykamu). BracTtMBocCTi 3B'si3yBaHHA MyTaHTHOro scDC8ES8v
aHanisyBanu BecTepH-6noTuHrom (cpir. 25B-C). Ha dpir. 25B npepnctaeneHe 3abapBrieHHSA MOHCO S
HITPOLLENTIONO3HUX MeMBpaH, WO MICTATb Pi3Hi KiNbKOCTI ykopo4veHoro Ginka TayA(1-150; 392-441)/4R.
|AeHTUYHI MembpaHn BUKOPUCTOBYBanU ANs BUSABNEHHS YKOpodeHoro Binka tay pisHUMn MyTaHTHUMMU
OZIHOMaHLXKOBUMK aHTUTINamu (dir. 25C).

Buxogaun 3 uyux pesynbTaTtiB, aMiHOKMCNOTHI 3anuwkn y BapiabenbHin obnacti DC8E8 6ynu
noAdineHi Ha TP OCHOBHUX KaTeropii HaCTYNHUM YNHOM.

Kateropis 1. 3anuwku, HaBefeHi B UM kaTeropii (HaniBXvpHUMM LWpuUgTOM), Jogasanu
HanbinblWnn BHECOK B 3B'A3yBaHHs scDC8ES8v 3 naTonoriyHnm ykopoyeHum nos'asaHnm 3 AD 6inkom
Tay (TayA(1-150; 392-441)/4R). MyTauia 6ygb-ikoro 3 UMx 3anuLKiB Ha anaHiH HanbinbLow Mipoko
nepeLukomgkana posnisHaBaHHio DC8ES enitoniB Ha Ginky Tay.

Banuwwiku kateropii 1 B nerkomy naxutosi DC8ES:

acnapariH B nonoxeHHi 31 8 CDRL1 [SEQ ID NO: 117],

TMPO3MH B nonoxeHHi 38 8 CDRL1 [SEQ ID NO: 117],

cepuH B nonoxeHHi 97 8 CDRL3 [SEQ ID NO: 119].

Banuwku kaTteropii 1 y Baxxkomy naxuto3i DC8ES:

rnytamiHoBa kucnota B nonoxeHHi 50 B FRH2, wo nepegye CDRH2 [SEQ ID NO: 121],

TMpo3uH B nonoxeHHi 101 8 CDRH3 [SEQ ID NO: 122].

Kateropia 2. 3anuwku, HaBedeHi B Ui kaTeropii, 4OAal0Tb BHECOK B 3B'a3yBaHHA SCDC8ES8v 3
natonoriyHum Binkom Tay (TayA(1-150; 392-441)/4R). MyTauis 6yab-aKoro 3 uMx 3anuwkiB Ha anaHiH
3HWXKye peakTuBHicTb SCDC8E8v BigHOCHO ykopouyeHoro, nos'd3aHoro 3 AD, 6inka Tay (TayA(1-150;
392-441)/4R), ane nepeLLKomKae ii MEHLLOK MipOto, HiXX MyTauii 3anuwwkis kateropii 1.

Banuwwiku kateropii 2 B nerkomy naxuto3si DC8ES:

TUPO3UH B NonoXxeHHi 55 B kapkacHin obnacti FRL2, wo nepegye CDRL2 [SEQ ID NO: 118],

nisvH B nonoxeHHi 95 8 CDRL3 [SEQ ID NO: 119].

3anuwku kateropii 2 y Baxxkomy naHuto3i DC8ES:

cepuH B nonoxeHHi 57 8 CDRH2 [SEQ ID NO: 121],

TMpO3uH B nonoxeHHi 100 8 CDRH3 [SEQ ID NO: 122],

rniunH B nonoxeHHi 102 8 CDRH3 [SEQ ID NO: 122].

Kateropis 3. 3anuwkn, HaBedeHi B Ui OCTaHHIN KkaTeropii, 4OOal0Tb HAWMEHLUMN BHECOK B
3B'a3yBaHHA scDC8E8v 3 natonoriyHum noe'da3aHum 3 AD Ginkom Tay (TayA(1-150; 392-441)/4R).
MyTauis uMx 3anuwkiBs Ha anaHiH He 3MiHe peakTnBHocTi SCDC8E8v BigHOCHO ykopoueHoro Ginka
Tay (TayA(1-150; 392-441)/4R).

3anuwku kateropii 3 B NerkoMy naHuosi:

apriHiH B nonoxeHHi 33 B CDRL1 [SEQ ID NO: 117],

TpunTodhaH B nonoxeHHi 56 B8 CDRL2 [SEQ ID NO: 118],

rnyTamiH B nonoxeHHi 96 8 CDRL3 [SEQ ID NO: 119],

deHinanaHid B nonoxexHi 98 8 CDRL3 [SEQ ID NO: 119],

TMPO3uH B nonoxeHHi 99 B CDRL3 [SEQ ID NO: 119],

neviumH B nonoxexHi 100 8 CDRL3 [SEQ ID NO: 119],

apriHiH B nonoxexHi 101 8 CDRL3 [SEQ ID NO: 119].

Banuuku kaTteropii 3 y BaXXkomy naHLo3i:

TMPO3uWH B nonoxeHHi 32 8 CDRH1 [SEQ ID NO: 120],

BaniH B nonoxeHHi 33 B8 CDRH1 [SEQ ID NO: 121],

deHinanaHid B nonoxexHi 52 8 CDRH2 [SEQ ID NO: 121],

acnapariHoBa kucrnoTa B nonoxexHi 99 8 CDRH3 [SEQ ID NO: 122].

MPUKNAL 18: AKTMBHA BAKUMHALIA TEPAMEBTUYHUMW ENITOMNAMW BINIKA TAY:
OLOEP>XAHHA IMYHOIEHIB OnA BAKUMH HA OCHOBI OOHOIO 31 3B'A3YBAJIbHUX ENITOMIB
DC8ES8 HA BINKY | BBEOEHHA BAKLIMHA

(a) Nentugn. lMenTnaHi iMyHOreHW, WO CKNagjarTbCs 3 CUHTETUYHUX dparMeHTiB Ginka Tay
moavHu 2N4R, 6ynun cuHTesoBaHi B Antagene, Inc. (Sunnyvale, CA) i EZBiolab, CLUA, 3 ynuctoToo
Oinbwe 95 %. KoxHy nenTtugHy nOCNIQOBHICTb KOHCTPyHOBanmM Tak, Wob BOHa oxonntoBana
LLOHaMeHLle OAHy 3 nMOoCcnigoBHOCTEW, nepeabayvyBaHO 3anyyeHux B i/abo  CTUMYNIOKYMX
dibpunisaudito/arperadito  6inka Tay (HOBi "TepaneBTWYHi eniTonmn"-milweHi), i ui enitonn 6ynu
iAeHTUdIKoBaHI, SIK ONMCAaHO BULLE i 32 JONOMOrOK aHanisis, onucaHux B npuknagax 1-11, ak gingaHkm
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3B'asyBaHHA ans DC8ES8 (aus. ir. 26A). Lli 4oTMpm nocnigoBHOCTI TakoX Ha3nBaKTb B JAHOMY OMUCI
"TepaneBTn4yHMMK enitonamun” (ame. Hwx4e). Lli enitonn BignosigaloTb MOTMBaM B3aeMofii Tay-Tay
(enmitonu arperauii), ki Baxnuei gns ibpunisauii 6inka Tay/36upaHHa PHF. Takum 4mHOM,
HaLiNoBaHHA Ha Ui CTpaTeriyHi TepaneBTUYHI eniTonyM MoXxe NpUBOAUTU A0 YCniWHOoro fikysaHHs AD i
crnopigHeHux Taynartii. binble Toro, BUKOPUCTaHHS Takoi cneundivyHoi HanpaBneHoi NpoTu Ginka Tay
Tepanii Moxe BUSABMTUCA Oe3neyHiluMM, HiK LIMPOKO HauineHi cnocobu Tepanii, OCHOBaHi Ha
BMNagKOBUM YMHOM BMOpaHMX enitonax Ha Oinkax Tay, OCKiflbkW BBaXKaloTb, L0 HaUiNOBaHHS Ha
aesiki enitonn Ginka BUKMMKaKOTb ayTOIMYHHY BiAMOBiAb i MOTEHUINHO MOCUIIOIOTH 3aXBOPHOBAHHS
[Furlan et al., 2003; Gruden et al., 2004].

Takum YMHOM, AN NOAAnNbLUOrO BU3HAYEHHS TepaneBTUYHOMo NoTeHuUiany iMyHoTepanii Ha OCHOBI
6inkiB Tay, 6yno CKOHCTpPYMOBaHO Aekinbka HabopiB Tay-nenTuaiB Ans 3aCTOCYBaHHSA $SIK iMyHOreHIB.
Bci i3 3anuwkiB HanexaTb [0 3anuwkie noBHopo3MmipHoro 6Ginka Tay 2N4R, sakun mae 441
aMiHOKMCNOTHMI 3anuwokK. MNepwunn Habip iMyHoreHiB cknagascs 3
Tay 251-PDLKNVKSKIGSTENLKHQPGGGKVQIINK-280, SEQ ID NO: 1;

Tay 256-VKSKIGSTENLKHQPGGGKVQIINKKLDLS-285, SEQ ID NO: 2;

Tay 259-KIGSTENLKHQPGGGKVQIINKKLDLSNVQ-288, SEQ ID NO: 3;

Tay 275-VQIINKKLDLSNVQSKCGSKDNIKHVPGGG-304, SEQ ID NO: 4;

Tay 201-GSPGTPGSRSRTPSLPTPPTREPKKVAWR-230, SEQ ID NO: 5;

Tay 379-RENAKAKTDHGAEIVYKSPWSGDTSPRHL-408, SEQ ID NO: 6;

Tay 181-TPPSSGEPPKSGDRSGYSSPGSPGTPGSRS-210, SEQ ID NO: 7;

Tay 300-VPGGGSVQIVYKPVDLSK-317, SEQ ID NO: 8; i Tay 294-KDNIKHVPGGGS-305, SEQ ID
NO: 108. feski 3 umx NocnigoBHOCTEN MICTATb (POCKHOPUITOBAHHI €niTonK, WO paHiwe 3ycTpivyanucs
npwv natonorii 6inka Tay npu AD. Takum ynHom, Tay-nentug SEQ ID NO: 5 mictutb poccoprnosaHmn
TpeoHiH B nonoxeHHi 217, tay-nentug SEQ ID NO: 6 MicTntb hocdopunnoBaHHi 3anviikm cepuHy B
nonoxeHHsx 396 i 404, i Tay-nentua SEQ ID NO: 7 mictute docopunosaHnii CEpUH B NONOXKEHHI
202 i TpeoHiH B nonoxeHHi 205. Tay-nentug SEQ ID NO: 2 cuHTesyBanu B HedOCHOPUIIOBAHIN i
docopunosaHin opmi. PocdopunoBaHa opma MICTUTb POCHOPUIOBAHUIA 3amNULLOK CEPUHY B
NONOXeHHi 262.

Y ubomy Habopi ogHa nigrpyna imyHoreHiB (Tay-nentuam SEQ ID NO: 1-4 i 108) oxonntoe ogvH 3
TepaneBTMYHMX eniTonis, BignosigHux abo SEQ ID NO: 98 (tay 267-KHQPGGG-273), abo SEQ ID
NO: 99 (tay 298-KHVPGGG-304). IHwa nigrpyna Ttay-nentugie (SEQ ID NO: 5-7) oxonnioe
docopunoBaHHi OiNsHKK, WO 3ycTpivalTbesa npu xBopobi Anburenmepa i iHWKWX TaynaTiax. Tay-
nentng SEQ ID NO: 8 He MicTUTb AKkuMx-Hebyap i3 3ragaHvx eniToniB i MOro BMKOPUCTOBYBaNW SiK
KOHTPOIb (pir. 26).

Opyrvn Habip nenTtugis cknagasca 3 SEQ ID NO: 9-97, wo BigobpaxatoTb NOCnigoBHOCTI, WO
nepekpuBaKTbCs, SKi OXOMNNoTh 3anuwkn 244-390 Ginka tay nioguHn 2N4R. KoxHun 3 uux nentuais
MICTUTb OAHY 3 MOCNIJOBHOCTEN TepaneBTUYHUX eniToniB Yy BiAMIHHOMY OTOYEHHi, OCHOBaHOMY Ha
Oinky Tay. IHWKUMKM cnoBamu, B KOXHIV Nigrpyni KoxHuin 3 enitonis 3 #1 no #4 oToveHWi BigMiHHUMM
3anuwkamu Ginka Tay Ha o6ox 3 noro N- i C-kiHuiB (doir. 26).

(b) KoH'torauis gna 3actocyBaHHA €K BakuuHwW. Tay-nentman SEQ ID NO: 2, 4, 7 i 108
KOH'torysanu 3 remouiaHiHom nimcu pasnuka (KLH) yepes umcteiHoBuin niHkep.

Ona uboro Tay-nentugn SEQ ID NO: 2, 4, 7 i 108 cuHTe3yBanu sk 38'a3aHi 3 UMCTEIHOM NenTuam 3
00OAaTKOBUM pO3TalloBaHUM Ha N-KiHUi 3anuwKomM UUCTEIHY 3 METOK [OCATHEHHSI OpIiEHTOBAHOro
npuegHaHHsa nentugy Ha nosepxHi 6inka KLH. [lMentngm 3B'ssyBann 3 Hociem KLH 4epes
BidyHKUiOHanbHWI 3wuBanbHUi niHkep N-[y-maneiMigobyTMpUNoKCH]CyKUMHIMIAHUIA cknagHun edip
(GMBS). ns ogepxaHHA peakuinHoi cymiwi ansa kon'torauii, 20 mr KLH (Calbiochem) po3uunHsnu B
Oycepi ona kon'torauii (PBS 3 0,9M NaCl, 10 mM EDTA) go koHueHTpauii 10 mr/mn wnsxom
obepexHoro nepemiwyBaHHA npotsarom 10 xBunuH. [na ogepXaHHS akTMBOBAHOIO MarneiHiMigom
KLH, 2 wmr aktmBHoro 6idyHkuUioHanbHOro 3swmsanbHoro niHkepa GMBS posunHsanu B 50 Mkn
©esBogHoro aumeTundopmamigy i amiwysanu 3 2 mn pos3dnHy KLH npoTtsarom 1 rognHu npy KiMHaTHIA
TemnepaTypi. [otim GMBS, WO He BCTYyNUB B peakuito, BuAananM Ha 5-mn KonoHui ang
3HecontoBaHHA HiTrap Desalting column (GE Healthcare), 3piBHoBaxeHin 6ydepom anst KoH'torauii.
KoH'torauito npoBoavnuM nNpu CniBBiOHOWEHHI NenTuay A0 akTuBoBaHoro maneiHimigom KLH 1:1
(mac./mac., 20 Mr nenTuay) NpoTaromM 2 rod. nNpuv KiMHaTHIn Temnepatypi (25 °C). OgepxaHi KoH'toratu
niggasanu gianidy npotn 100-kpaTHoro Hagnuwky PBS 3 yotupma 3amiHamu Oydepa onsa gianisy,
wob BuganuMTn HekoH'toroBaHum nentug. licna gianidy koH'loratu ueHTpudyryBanu npu 21000xg
npotdarom 15 xB. npu 2 °C. 3aBepLueHiCTb KOH'lorauii nigTBepa)KyBanu Mo BiACYTHOCTI BiflbHOMO
nentugy B 6ydepi Ang gianiay, Wo BU3Ha4aeTbCs 3 BukopuctaHHam LC-MS/MS. Kon'toratu po3ginanu
Ha anikeoTu i 36epiranu npu -20 °C o 3acTocyBaHHS.
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(c) OpepxaHHA BakuvHW. [na odepxaHHs iMyHi3ylouMx [03 3 af'toBaHTOM antoMiHin/ranyH
AdjuPhos (Brenntag Biosector, OaHisi), 200 MKr KOXHOro BiAMOBIAHOIO KOH'lorata Tay-nentugy
(posunHeHoro B 150 mkn PBS) emynbryBanu y cnieigHowueHHi 1:1 (06./06.) 3 ag'toBaHToM AdjuPhos B
KiHueBomy o6'emi gosm 300 mkn. KoxHy cycneHsito/emynbcito iHKybyBanu npu obeptanHi npu 4 °C
NPOTSroM Houi, Wo6 4o3BONMTM NENTMAY aacopbyBaTUCA Ha YaCcTUHKM hocdaTy antoMiHito.

[na ogep)xaHHA iMyHi3yrouMx 403 3 NOBHUM ag'toBaHToM ®PpenHaa, 200 MKr KOXKHOIO BigNOBIAHOMO
KoH'toraTta Tay-nentuay (po3uynHeHoro B 150 mkn PBS) emynbryBanu y cnissigHoweHHi 1:1 (06./06.) 3
noBHMM ag'toBaHToM PperiHga B KiHUeBOMy o6'emi go3u 300 mMkn. [Ons AOMNOMKHMX A03 iMYHOreH
ofepXyBanu aHanoriyHMM YMHOM, ane eMynbryBanv B HENOBHOMY af'toBaHTi PpeniHaa.

(d) BBegeHHsa BakuuHu. OgepxaHi 003U BaKUMH iH'EKTyBanu Lypam 3 TpaHcreHHum Binkom Tay,
o Mae TpaHcreH ykopodeHoro 6inka Tay nioguHu (niHis SHR72, onvcaHa Buwe B npuknagi 7,
ekcnpecytoya TayA(1-150; 392-441)/4R (Zilka et al., 2006)). Wypam npoBoavnu nepiuy nNigwKipHy
iH'ekuito 200 mkr imyHoreHa B kiHUeBomy o06'emi 300 mMkn y Biui 2 micaui, a NoTiM NpoBOAMIM ApYrYy
iH'eKLit0 Yyepes3 Tpy TUXKHI, @ NOTIM MO cxeMi pa3 Ha MicAub. KOHTPONbHUM Lypam BBOAUNW af'tOBaHT,
3miwanun 1:1 3 PBS. OuiHka ecbekTMBHOCTI iMyHOTepanii onucaHa B npuknagi 19.

BugineHHs i ounwieHHs emOpioHanbHOro Ginka Tay LLypiB ANsl 3aCTOCYBaHHSA SIK BHYTPILUHBOrO
CTaHOapTy B KifNbKiCHOMY aHanisi Hepo34MHHOro Oinka Tay y LWypiB, SIKUM BBOAWNN BaKUWHY.
OunileHHs1 embpioHanbHOro Ginka Tay LWypiB npoBoAwWnK, Mo cyTi, ik onucaHo B Ivanovova et al.,
2008, 3 BuKopuCTaHHAM 1 % nNEepxnopHoi KUCNOoTW. TKaHUHY TFOMIOBHOrO MO3KY, OAEepXaHy Bif
AVWTUHYAT WypiB y Biui 1-7 gib, romoreHiayBanu B NboAsHin 1 % nepxnopHin kncnoti (1,5 r TKaHWHW Ha
5 mn nepxnopHoi kucnotu, PCA) i 3anvwanu ctoatm Ha nbody npoTtarom 20 xB. [omoreHat
ueHTpudpyrysanu npu 15000%xg npotarom 20 xB., i NpO30OpuKA CynepHaTaHT KOHUEHTpyBanu i
ogHoyacHo 3amiHioBanu 6ydep Ha npomusanbHum Bydep (20 MM Tris, pH 7,4, 150 mM NaCl, 0,1 %
Tween 20) 3 BukopuctaHHam npuctpoto Amicon Ultra Centrifugal Filter device (Millipore). ®inbTpoBaHi
eKkcTpakTu ronoBHoro mosky PCA, wo mictunm npubnuaHo 10 Mr totanbHux 6inkiB, HAHOCKMM Mpu
weuakocTi noToky 0,2 mn/xB. Ha konoHky Poly-Prep C10/10 (GE Healthcare), 3anoBHeHy cedapo3soto,
o MicTUTb iMMOGinizoBaHe 3aranbHe MAb npotu 6GinkiB Tay DC25 (ame. Buwe). Binku, wo He
3B'da3anucd, amuBanu 10-15 mMn npomuBanbHMM OydepomM OOTW, MOKM MOMMMHAHHSA EftooBaHNX
dpakuin (npu 280 HM) He cTaBano crabinbHuUm. EmOGpioHanbHMIiA Ginok Tay, wWo 3B's3aBcst 3 MADb
DC25, enwtwBanu 3a gonomoroto 0,1M rniumHy, pH 2,6. EntonosaHi 0,5-mn dpakuii Bigpasy
HenTpanisdyeanu 50 mkn 1M Tris-HCI, pH 9, i aHanizyBanu 3a gonomoroto SDS-PAGE. ®pakuii, wo
MIiCTUNM eMOpioHanbHW BiNOK Tay, KOHUEHTpyBanu 3 BUKOPUCTaHHAM npucTtpoto Amicon Ultra
Centrifugal Filter device (Millipore) npu ogHouacHi 3amiHi 6ydepa Ha PBS. EmGpioHanbHuin Binok
Tay, ouuweHun adiHo Xxpomartorpadieto, npeuunitysanu 3rigHo 3 Chen et al. (2005), wnsaxom
AoAaBaHHSA YoTMPbOX 06'€MiB NbOAAHOrO aueToHy, wo mictue 10 % TpuxnopouToBy kucnoTy. Cymill
iHkybyBanu npwu -20 °C npoTtsrom 2 roguH i ueHTpudyrysanu npu 15000xg npotarom 20 xB. npu 2 °C.
CynepHataHT Bugansanu i ocag pecycneHgysanu B 1 mMn nbogsaHOro aLeToHy, 3anvwanu CToaTh Ha
neofay npotarom 20 xB. i 3HOBY LieHTpudyrysanu, sik onucaHo sule. OgepxaHuin ocag cywumnu npu
KiMHaTHI TemnepaTypi i po3unHanu B o6'eMi PBS, Lo gopiBHoe 06'emy 0o npeuunitauii.

MPUKIAL 19: 3ArAJlbHI CriOCOBM OUIHKM BAKUWMH HA OCHOBI TAY-NMENTUAOIB B
MOJENAX XBOPOBW ANbLIFEMMEPA HA TPAHCIEHHUX LLYPAX

AKTVBHI BakUWHW OLiHIOBanM 3a JOMOMOrol HacTynHuX nigxogdis: (a) GioxiMiYHO, LUASIXOM OLHKM
edeKTy ix BBeAEeHHs1 Ha piBHi bocdopunoBaHnx popM HEPO3UMHHOro Oinka Tay 3 BUKOPUCTAHHAM
iMyHOBNMOTWHIYy  3paskiB rONMOBHOTO MO3Ky LWypa 3i cneundiyHumm go  docdopunysaHHs
MOHOKIMNOHanbHMMu aHTutinamm AT270, DC209, DC217 i AT8, i 3aranbHOi KiNbKOCTi HEPO3YMHHOTO
Oinka Tay 3 BUKOPMCTaHHAM 3araribHOr0 MOHOKITOHANbHOro aHtutina npotu Ginkie Tay DC25; (b)
HenponoBeaiHKOBUIA Niaxig, 3 BUKOPUCTaHHSM ouiHkM NeuroScale; (¢) iMyHOriCTOXiMiYHO, BKMNoYakum
KinbkicHe Bu3HayeHHs NFT; i (d) wnsxoMm aHanidy iHAyKOBaHOI aHTUTINbHOI Bignosigi. lMacuBHi
BaKLMHN TaKoX MOXHa OLiHoOBaTU OOKIMiHIYHO 3a AONOMOrol ogHoro abo Aekinbkox 3 uux nigxoais,
cepep iHLWKX.

(a) BioximiyHWIA aHani3. ®pakuii Hepo34MHHMX BiNkKiB Tay oAepXKyBanu 3 BUKOPUCTAHHSIM CNocoby 3
capkosunom (Greenberg and Davies, 1990) 3i ctoBOypa rofnoBHOro MO3Ky TPaHCreHHWX LLypiB
(SHR72), imyHizoBaHUX gocnigxxyBaHMMK nenTugamu, a Takox wypis SHR72 3 imiTytouum BBEAEHHSAM
(skum iH'ekTyBanu TiNbKM ag'toBaHT (KOHTPOMb)), SIK onncaHo B npuknagi 8. 3pasku Hepo34YMHHOro B
capko3uni Ginka Tay aHanisyBanM iMyHOGNOTUHIOM 3 BWKOPUCTAHHAM Pi3HUX MOHOKITOHAIbHUX
aHTUTIN, SIK ONNCaHOo Hwx4e. PedynbTaTy uboro aHanisdy imyHoreHHux nentugis SEQ ID NO: 1-8 i 108
y3araribHeHO npeacTaBneHi Ha dir. 26B. Byno nokasaHo, WO PpiBHIi HEpo34MHHOro Oinka Tay
KOpenwTb 3 NporpecyBaHHAM natonorii 6inka Tay y TpaHcreHHux wypie SHR72. Koson et al., 2008.

AHani3 3 BUKOPUCTAHHAM iMYHOONOTUHTY. 3pasku dpakLin HEPO3UMHHOrO B capko3uni Ginka tay
po3umHaAnu B 1% Gydpepi onst HAHECEHHs 3paska 3 gogeuuncynbsgaTtom HaTpito (SDS) (Laemmli, 1970)
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B 1/50 o6'emy po3uuHHOI dpakuii (ams. Filipcik et al., 2010) i HarpiBanu npu 95 °C npoTtarom 5 xB. 6
MKIT KOXXHOrO 3paska HaHocunuM Ha noniakpunamigHi reni 3 5-20 % rpagieHtom SDS i nigoasanu
enekTpocopesdy B OydepHin cuctemi Tris-rniunH-SDS npotarom 40 xBunvH npyu 25 MA. Binku
nepeHocnnn Ha PVDF-mem6panu (1 roa. npu 150 mA B 10 MM CAPS, pH 12). lNicna nepeHeceHHs
MembOpaHu 6nokyBanu B 5 % 3HexupeHomy mornoui B PBS npotarom 1 rog. npu KiMHaTHIN
TemnepaTypi, a MnoTiM iHKyOyBanuM npoTdarom 1 rod. 3 MEepPBUHHUMKU (Tay-cneundivyHnMM)
MOHOKITOHANbHUMW aHTuTInamMu (ame. Hwk4e Ans Ginbll OOKNagHOro OMNWUCY KOXHOrO aHTuTina), a
noTiM NpoBOAUNN TPWU NPOMUBAHHSA BenunkuM ob'emom PBS. Tllicns npoMmBaHHSA BMKOPUCTOBYBanmu
koH'toroBaHe 3 HRP aHTtuTino ko3u npotu Ig muwi (DAKO, [aHis), po3basneHe 1:4000 PBS, sk
BTOPUHHE aHTuTINo. lMicns iHkybauii (1 roa. npu KiMHaTHIA TeMmnepaTypi) iLWno NpoMuBaHHA (Tpy pasu)
0,2 % Igepal B PBS. bnoTtu BMABNSnu 3a 4ONOMOror XemintoMiHecLeHTHoro cyberpaty SuperSignal
West Pico Chemiluminescent Substrate (Pierce, CLUA) i curHan BuaBNSAM 3 BUKOPUCTaHHAM
Bigyanigytoyoi cuctemmn LAS3000 (FUJI Photo Film Co., AnoHis). IHTEHCMBHICTE CUrHany KinbKiCHO
BM3HaAYanu 3 BUKOPUCTaHHAM nporpamHoro 3abesneuveHHs AIDA (Advanced Image Data Analyzer,
Raytest, Straubenhardt, HimeuumHa). Ak BHyTpiWHIA cTaHOApPT ANS  KibKICHOrO — aHanisy
BUKOPUCTOBYBanNu emopioHanbHui 6inok tay (0,6 MKr/gopixky).

MoHoknoHaneHi aHtutina AT8 i AT270 npugbasanu Big Innogenetics (benbrist) i obnaea 3 HUX
BMKOPMCTOBYBAmNW A11S aHarnidy 3 BUKOPUCTAHHAM iMyHOONOTUHIY. AT8 TakoX BMKOPMCTOBYBamnu A5is
imyHoricToximii. AT8 po3anisHae dpocdopunoBaHuii cepmH 202 i TpeoHiH 205, po3TawloBaHi B 6aratomy
nponiHoM AomeHi Ginka Tay, ik OOo4ae OCHOBHWUA BHECOK B adiHHICTb 3B'sidyBaHHs Ginka Tay 3
mikpoTpyboukamu. AT270 posnisHae docdopunoBaHni TpeoHiH 181, posTawoBaHWA TaKoX B
fbaratomy nponiHom gomeHi. ObuaBa aHTUTING 3B'A3YI0Tb PO3YMHHUIA | HEPO3YMHHMI Binok Tay.
CneundiyHi oo doccopunyBaHHa MOHOKMNOHanbHI aHTutina DC209 (posnisHae pT231), DC217
(posnisHae pT217), BuMKOpuUCTaHi B LUbOMYy AOChimKeHHi, 6ynu opepxaHi Big Axon Neuroscience,
GmbH (Vienna, AscTpis). 3aranbHe aHTuTino npotu Ginkie Tay DC25 (Axon Neuroscience, GmbH)
po3ni3Hae eniTon B 4eTBEPTOMY 3B'si3yl04OMY MiKpOTpyboukM noBTopi Ha C-kiHui 6inka Tay (347-353) y
BCiX popmax po34MHHOrO i Hepo34mMHHOro Ginka Tay. AHTUTINO DC25 po3snisHae Binku Tay, He3anexHo
Big X piBHA dhochopunyBaHHs.

(b) HerponoBegiHkoBa ouiHka. HeliponoBediHkoBi Bignosiai y wypiB ouiHioBanu yepe3 10 gi6
nicnsi OCTaHHbOI 403W BaKUMHM 3 BUKopucTaHHsiM NeuroScale, wo siBnsie coboto Habip noBeaiHKOBMX
JocnigpKeHb, crnoyaTky po3pobneHnx AN TPaHCTeHHUX LLypiB, EKCMPECYYNX YKOpOYeHUn Binok tay
moanHu (Korenova et al.,, 2009). NeuroScale cknagaeTbCs 3 CEHCOPHO-PYXOBUX (BUMNPOBYBaHHS
XOAiHHA MO nepeknaguHi), HepBOBO-M'A30BUX (BUMNPOOYBAHHA M'A30BOI TAMM i3 3aXOMMEHHAM) i
HEBPOMOriYHNX 3aBAaHb (OPIEHTYBAHHSA B MPOCTOPI, BUNPSMIEHHS, N03a, BYLUHI PAKOBUHW, 34PUTaHHSA
i pednekc BTiKaHHS y BUINSAA4i PO3TATHEHHS 3agHiX KiHLiBOK), AOMOBHEHWX OCHOBHMMMW OLiHKaMWu
CMOCTEPEXEHHS.

3aranbHe CMOCTEPEXEHHs1 3anyyano OLuiHKY Mno3u i YHKUii KiHUIBOK; HeBpOnoriyHa oLiHKa
BKIlOYana OCHOBHi pednekTopHi BignoBidi, BCi 3 sKkux knacudpikyanu no 1-6anbHii  wkani
(HopmanbHa Bignosigb 0; ynosinbHeHa abo HenoBHa BignoBiab 1 6an). OuiHky pedrnekcy BTiKaHHS Y
BUMMAOI pPO3TArHEHHA 3aHiX KiHLIBOK ouiHtoBanu no 3-6anbHin wkani (HopmaneHa Bignosigb 0-1;
aediuunt 2-3 6ann).

Onsi BUNpobyBaHHA XOAiHHSA MO MepeknaauHi BUKOPUCTOBYBaNM TpWU TUMM CErMEeHTIB ANns
NPOXomKeHHA (3x3 cM, 4x2 cMm, | okpyrna nepeknagvHa giametpom 3,5 cm). MakcumarnbHa KinbkicTb
6anis craHosuna 10 (5 6anis ans 3atpumkn + 5 6aniB ong 3iCkoB3yBaHb 3afHiX KiHLiBOK Ha OQHOMY
TMNi nepeknagunHn). Ynm HxKYe NokasHuK, ogepxaHun y BUNpobyBaHHi XOAiHHA NO nepeknaauvHi, TUm
Kpalle 3gaTHICTb OO0 CEHCOPHO-PYXOBOI KoopauHauil y gocnimkyBaHux TBapuHu. Cyma 6Ganis, akoi
MOXNuBo 6yno gocArHytu, ctaHosuna 30.

Ons BunpobyBaHHSA M'A30BOiI TAMM i3 3axOMNMEHHAM LWypy [AO3BOMSAMM CXONUTU NepegHiMu
KiHLiBKaMW rOpU30OHTanNbHWUIA cTansHUn ApiT (giameTpom 3 MM), NiaBilleHn Ha 76 cM BuLLEe NOBEPXHi 3
M'sikoto 066mBKOD. BuMiptoBanu nepiog, 4o nagiHHs 3 ApoTy. MakcMmarnbHa npucBOOBaHa KiNbKicTb
fanie craHoBuna 5, wWo BigoOpaxae BaxKe MOPYLUEHHST HEPBOBO-M'A30BOI (DYHKLIOHANbHOCTI i
M'si30BYy cnabkicte. Yum Ginblie nepiog OO0 NagiHHsS, TUM HWXKYe MOKa3HWK, OAEPXaHUM B LIbOMY
3aBAaHHi, L0 Bijobpaxae M'a30BY cUny NepeaHix KiHLIBOK i pyxnuBiCTb AOCNILKYBAHWUX TBAPUHN.

MokasHuk NeuroScale obumncnoBany 3 NOKa3HWKIB, OAepXXaHMX B iHAMBIOYaNbHMX OOCTIIKEHHSIX.
MakcumanbHU MOXNMBUWA 3aranbHUA MOKa3HWK cTaHoBuB 49 GaniB npu nNigCymMOBYBaHHI BHECKY
OLiHKM CMOCTEPEXEHHS!, HEBPOJOrNiYHOro AOCIiAKEHHs], TPbOX Cepill BUNPOOYBAHHS XOAIHHA MO
nepeknagvHi i BUNpoOyBaHHA M'A30BOI TAMM i3 3axXOMSIEHHAM. YuMm Baxye HeNponoBefiHKOBE
nopyLleHHs, TM BuLe nokasHuk NeuroScale.

(c) ImyHoricToximis. [Ana 36mpaHHsA 3paskiB rofoBHOrO MO3KY LUYPIB NigAaBany TpaHckapAianbHin
nepdysii PBS npotarom 2 xBunuH nig rmubokum Hapko3om. [icns nepdysii ronoBHMI MO3OK LLYpIB
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BUTATyBanu i po3pizany nogoBXHbO Ha ABi PiBHMX MO po3mipy niBkyni. CTOBOYp ronoBHOro MO3KY i
MO304OK npaBol niBkyni BuTAryBanu ans 6ioximidHmx adanisie. JliBy niBkynio dikcysann 4 %
napadopManbgerigom npotdaroMm Hodi npu 4 °C, a noTim npoBoaunu o6pobky 25 % caxapo3soto
npotsirom 48 rognH ans 3abesneveHHs kpionpoTekuii. MMoTiM MaTepian 3amopoXXyBanu B XONogHOMY
2-metnnbyTaHi (-42 °C) npotarom 30 c i Hapizanu Ha 3pi3n Ha KpiomikpoTomi. MogosxHi 3pisn (40
MKM) Hapisanu B kpioctati npu -18 °C. [Ons iMyHOrCTOXiMi4HMX AOCNiMKeHb BUKOPUCTOBYBAnM
BinlbHOMMaBaoui 3piau.

IMyHoricToxiMiyHe 3abapBreHHs MPOBOAUIM Ha 3aMOPOXEHUX 3pi3ax rOSIOBHOrO MO3KY LUYpIB,
AKUM NPOBOAUNN BBEAEHHS, | KOHTPONbHUX WypiB. Koson et al., 2008, nokasanu, wo kinbkicte NFT B
rofIoBHOMY MO3KY TpaHCreHHux wypie SHR72 kopentoe 3 yacom cmepTi TBapuH (To6TO, Ynm Binblue
NFT, Tm paniwe cmepTb TBapuHKM). [ins aHanidy HenpodibpunapHUX 3MiH B rOfTOBHOMY MO3KY LLYpiB
OZlepXXyBanu NoAoBXHi 3pi3y ronoBHOro Mo3ky. BinbHonnaeatoui 3pisu TkaHMH 06pobNAnn XonogHo
(+4 °C) 80 % mypawumHot kucnototo npotarom 30 ¢ npu kiMHaTHIM TemnepaTypi (25 °C). 3pisu
rofOBHOr0 MO3KY iHKyOyBanu npotarom 20 XBURMH Npu KiMHaTHIN Temnepatypi B PBS, wo mictus
0,3 % Triton X-100 i 1 % H202, a noTim npoBogunu iHkybauito npotsrom 30 xBUnMH B BrokyBansHOMY
po3unHi (PBS, wo mictute 0,3 % Triton X-100, 1 % cupoBaTKa KOHS), @ NoTiM NpOBOAMMM iHKybaLito
npotaroM Houi npu 4 °C abo 3 ounweHnm antuTtinom AT8 (0,2 r/mn B 6rokyBansHomy Bydepi), abo 3
cynepHaTaHToOM KynbTypu ribpugomm DC217 (1:100 B GrnokyeBanbHomy Oydepi). Obnasa aHTuTINa
NPOAEMOHCTPYBanNM CXOXUA nNpodinb iMyHHOro 3abapBneHHA B CTOBOypi rOMOBHOrO MO3KY
TpaHcreHHux wypis. lNicns npoMuBaHHS 3pi3n niggaBanu iMyHHOMY 3abapBrEeHHIO 3 BUKOPUCTaHHAM
cTaHgapTHoro cnocoby 3 asiguHom-6ioTuHom-nepokcupasow (ABC Elite, Vector laboratories,
Burlingame, CA). MNpoaykT peakuii BidyanisyBanu 3 BUKOPUCTaHHAM cuctemu aBiguH-6ioTuH i Vector
VIP gk xpomoreHa (Vector laboratories). NoTim 3pisu gocnigxkyBanu 3a AONOMOroK Mikpockona
Olympus BX51.

(d) AnTuTinbHa Bignosigb. MNepea noyatkom AocnigxkeHHs (TO6TO mepen MepLuoko iH'EKUiero) i
yepes ABa TWXKHI NicNa OCTaHHbOI iH'eKUIT Y TPaHCreHHUX LLYpPiB NPOBOAUNN B3ATTS KPOBi. AHTUTINBHY
BiANOBiOb Ha BBEeOEHWN iIMyHOreH/BakuMHy Bu3Hadanum 3a gonomoroo ELISA 3 BuMKOpUCTaHHSM
CepiiHO po3BedeHux 3paskiB nnasmu. [enTMaHumm imyHoreHamm, pekoMOiHaHTHMM Ginkom TayA(1-
150; 392-441)/4R i pekomMbGiHaHTHOK MOBHOPO3MipHO i3ocpopmoto Ginka Tay 2N4R no okpemocrTi
nokpmeanu 96-amkosi nnaHweTtn (IWAKI, AnoHis) B koHUueHTpauii 10 mkr/mn B PBS npoTsirom Houi
npu 37 °C. Micna 6nokyBaHHA 1 % 3HEXMPEHUM cyxum MoriokoMm B PBS nnaHweTtn npomuanu PBS-
0,05 % Tween 20 i iHkyByBanu 3 50 Mkn/aAMmKy cepivHux posBegeHb nnasmu (1:200-1:128000 B
6nokysanbHoMy 6ydepi) npotarom 1 rog. npu 37 °C. licns iHKybauii i npoMmMBaHHS KOH'lOroBaHe 3
NepoKcnaaso BTOPUMHHE aHTUTINO (aHTUTINO kpornuka npotu Ig wypa, DAKO, [OaHis) posbasnsanu
1:1000 i HaHocunn B smku (50 mkn/amky) npotarom 1 rog. mpu 37 °C. Peakuiio Busenanu 3a
OOMOMOroK O-(heHineHgiamiHy B po3uuHi cybctpaty nepokcupasm (0,1M coccatHun Gydep) i
synuHanu 50 mkn 2M HzSOa. MornuHaHHa npy 492 HM BUMIpIOBanu 3 BUKOPUCTaHHAM NPUCTPOIO Ans
3untyBaHHA Multiscan MCC/340 ELISA (Labsystems). JaHi nornnHaHHsA, AKi WOHanWMeHWwe B ABa
pasu NepeBuLLYHOTb BEMUYNHY HEFATUBHMX KOHTPOMIB, BBaXann NO3UTUBHUMMU.

BumiptoBaHHA adpiHHOCTI npoBoamnu 3 BukopuctaHHam SPR, sik onucaHo Buwe B npuknagi 5. B
KOpPOTKOMY BUKMagi, ekcnepnmeHTn nposoamnu npu 25 °C B poccaTtHo-conboBomy 6ydepi, pH 7,4, 3
0,005% P20 (PBS-P) sk pyxomum 6ydepom. 3000 OB (oguHuub Bignosigi) noniknoHanbHOro
aHTuTina npotn aHtuTin Muwi (Ne Z 0420; DakoCytomation, Glostrup, [aHia) 3B's3dyBanu B
KOHUeHTpauii 5 mkr/mn (ogepXaHin wnsaxom possegeHHs B 40 pasis BMxigHoOro posunHy 200 mkr/mn
0,5x PBS B 10 MM HaTpivi-auetatHoMy Bydepi, pH 4,5) yepes nepBuHHI amiHW, 0gHOYACHO 3 ABOMA
NPOTOYHUMU KOMIpKaMu, OOHY 3 SIKMX BUKOPUCTOBYBAIM MpW BUMIPIOBaHHI SIK €TaroH. Y KOXHOMY
uukni aHanisy posbasneHy B 1000 pasiB cupoBaTtky iMMOBinisyBanu B aHaniTUYHIN NPOTOYHI KOMipLUi
AN OOCATHEHHS piBHA immobinisauii ~850 OB, akuin HabnwxkaBcsa 00 Hacn4YeHHs. [na Bu3HaveHb Ka,
a TakoX [ONns BU3HAYEHHHA KiHEeTUYHUX KOHCTaHT wBuakocTi, 100 HM po3YMHy iMyHOreHHuUX Tay-
nentugie abo GinkiB Tay iHXekTyBanu 3i WBKAKICTI0O NOToKy 100 MKN/XB. HAa CEHCOPHUI Ynn. [HXeKLUito
PBS-P BukopuctoByBanu ns BigHIMaHHA )OHOBOro curHany B MeToauui NoABIMHOrO MOPIBHSAHHS 3
etanoHomMm (Myszka, J. Mol. Rec., 1999). KiHeTu4Hi fgaHi anpokcumysanu 3a AOMNOMOrol NpPorpamMHoro
3abe3neveHHs ans ouiHkm BIA evaluation software 4.1 (Biacore AB) no mogeni peakuii 1:1. KiHeTnyHi
KOHCTaHTM LIBMAKOCTI nigaasanuy rnobanbHid anpokcMmadii, MakcumarnbHi BignoBsigi anpokcumysanm
nokarnbHo, i CyKyrnHa BignoBigb 6yna BCTAaHOBMEHA Ha HyIb.

MPUKIAL 20: BAKLIMHW HA OCHOBI TAY-NENTWAIB, AKI MICTATb WOHAVMEHLWE OOHY
3 YOTUPLOX MOCNIOOBHOCTEM TEPAMEBTUYHMX EMITOMNIB, MAKTb CMNPUATNNBI
E®EKTW Y TPAHCIEHHWX LWYPIB, AKI € MOOENNO XBOPOBW ANbLIFEMMEPA Y NIOAVNHA

(a) SEQ ID NO: 1, Tay 251-PDLKNVKSKIGSTENLKHQPGGGKVQIINK-280. TpaHcreHHux wypis
(SHR72) imyHisyBanu Tay-nentugom SEQ ID NO: 1, cknageHum 3 ag'toBaHTom AdjuPhos.
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[MepeTBOpeHHA Binka Tay 3 PO34YMHHUX B HEPO3UYMHHI B capKo3umi naTtonorivyHi bopMu BBaXarTb
BaXMWBOK CTaficlo PO3BUTKY MOB'A3aHOi 3 Ginkom Tay natonorii i, MabyTb, BOHO 3anexuTb Bif
OeKinbkox akTopiB, TakMX $K KOHUEHTpauis ©inka Tay, YykopodeHHss 6inka Tay i Mipa
docgopunyeaHHs Ginka Tay (Alonso et al. 2001; Koson et al. 2008; Kovacech and Novak 2010).
Pe3ynbTtatn KinbKICHOro aHanizy 3 BUKOPUCTAHHAM IMYHOGMOTMHIY HEpPO34YMHHOro Oinka Tay B
HEPO3YNHHUX B CapKO3wumi dopakuisx rosIoBHOrO MO3KY, OAEepXXaHWUX Big rpynu LypiB, iMyHi30BaHMX
Tay-nentugom SEQ ID NO: 1, i Big KOHTpONbHOI rpynu, nNpeactaBneHi Ha dir. 26C. BakunHauis
3MeHLyBana KinbkicTb Hepo34nHHOro Ginka Tay y wypis, iMyHizoBaHux Tay251-280 (SEQ ID NO: 1), B
MOPIBHSIHHI 3 KOHTPOMbHUMU LLypaMKu, SKUM BBOAWNWN Tinbku ag'toBaHT (dir. 26C). Lle 3HMKeHHs
cnoctepirany sk Ana 3aranbHUX PiBHIB HEepo3yumHHoro 6inka Tay (Npu OUiHUI 3a [ONOMOroH
3aranbHOro aHtutina npotu 6inkie Tay DC25, wo po3snizHae 3anuwku 347-353), Tak i ANs BCiX iHWKNX
pocnigxkysaHux enitonie Ginka Tay, WO MawTb 3HadeHHa npu AD (3amicHi mapkepu AD),
npeacTaBneHnx Ha oir. 26B i 26C i BigoOMUX TUM, WO BOHU MPUCYTHI B HEPO3UYMHHUX B CapKO3Uni
dpakuiax. LincHo, imyHizauia Tay-nentugom SEQ ID NO: 1 iHgykyBana CTaTUCTUYHO 3Hauylle
(p<0,001) 3HWXEHHs1 piBHS HEpPO34YMHHOro Oinka Tay, sKe CcrnocTepiranu Ha PpiBHI 3aranbHOro
Hepo34umHHoro Oinka Tay (71 %) 3 BMKOPWUCTaHHSIM 3arafibHOr0 MOHOKITOHANIbHOrO aHTUTINa npoTu
binkis Tay DC25 (cpir. 26 B, C). AHani3 3a gonomoroto DC217 (pThr217), AT270 (pThr181), nokasas
TEHOEHUl0O B HanpsiMi 3HWXEHHs1 piBHIB docdopunyBaHHsa Thr217 (42 %) i pThr181 (58 %)
HEepPO34YMHHOro Oinka Tay y iMYHI30BaHUX LWYpiB B MOPIBHSAHHI 3 KOHTPONbHUMK LWypaMu. binbu
cnabkun edekT BBeaeHHs (11 %) cnoctepiranu gnsa dpocdoenitona pThr231 Hepo3unHHoro Binka Tay
(cpir. 26B). Lli pesynbTati BKasyloTb Ha Te, WO BakuuHa akTMByBana MexaHi3Mm, BignosiganbHUM 3a
iHribyBaHHs arperadii 6inka Tay, i/abo mexaHi3m, 3any4yeHuin 4O 3HWKEHHS piBHIB BinkiB Tay, CXMNbHUX
00 B3aemogiji Tay-Tay.

Ons wypiB, SkuM BBOAUNWM iMyHOreH Yy Burnagi Tay-nentmgy SEQ ID NO: 1, 6yno
NPOAEMOHCTPOBAHE CTaTUCTUYHO 3HAuYYLLE 3HWKEHHS MaTeHTHOCTI BUxody y BMNpoOyBaHHI XOAiHHSA
no nepeknaguHi (*p=0,045) B NOpiBHAHHI 3 KOHTPOMbHUMK LwWypamu (dir. 27A). AHanoriyHo, 4ucrno
3iCKOB3yBaHb 3aHiX KiHLIBOK OYrno 3HWXEHEe Y BaKUMHOBAHIW rpyni B MOPIBHSAAHHI 3 KOHTPONSIMU; OAHaK
us BigMIHHICTL Byna crtatucTMdyHo Mano3Haudumoto (p=0,059, dir. 27B). lNoka3Hmk NeuroScale
(onucanui B npuknagi 19, Buile) obuncnoBany 3 BENNYUH, OAEPXKaHMX Y BUNPOOYBAHHAX XOAIHHSA MO
nepeknaaviHi, BMNPOOYBaHHSIX M'SA30BOI TAMM i3 3aXOMIEHHAM i HEBPOSOriYHiN OuiHLi (OCHOBHI
pedrnekcn, pednekc BTIKAHHA Yy BUrMA4i PO3TArHEHHS 3afHiX KiHUIBOK). IMyHi3auis noninwysana
nokasHuk NeuroScale y wypis, akum Beogunu nentng SEQ ID NO: 1, B NOPiBHAHHI 3 KOHTPOMNBHOO
rpynoto, ogHak ue noninweHHs He 6yno ctatucTtuyHo 3Hauywmm (p=0,065, cir. 27C). 3aranbHui
nokasHmk NeuroScale nigTBepaMB HeEWPOMOBEAIHKOBE MOMIMNWEHHS Yy LWypiB, SKUM NpOBOAUNHU
BBEOEHHS, B MOPIBHSAHHI 3i wypamm 6e3 BBegeHHs. Bci cratuctuuHi gaHi ogepxysanu 3
BUKOPUCTAHHAM HenapamMmeTpudHoro U-kpuTepito MaHHa-YiTHi.

HenponoseaiHkoBi napameTpu kopemntoBanu 3 pPiBHAMW HepO3YMHHOro Ginka Tay B CTOBOYpI
rofioBHOro mMo3ky. LLlypwu, sikum npoBognnv BBeOEHHS, 3 HU3bKMMW PIBHSIMU HEPO34MHHOro Binka Tay,
NpOAEMOHCTPYBanu BinbLU HU3bKY NaTEHTHICTb BUXOAY i 3iCKOB3YBaHHA 3aHiX KiHLiBOK B MOPIBHSHHI 3
KoHTponamu. Lli gaHi BkasyloTb Ha Te, WO 3HWXKEHHS PiBHS BUCOKOHEPO3YMHHOrO HenpaBuIibHO
3ropHeHoro binka tay npMBoanTb 40 (OYHKLIOHANBbHOrO MOMINWEHHS Y iMYHI30BaHUX LLYpiB, O MOXe
MaTu TepaneBTUYHY LiHHICTb. IMyHoTepania tay-nentugom SEQ ID NO: 1 npmeena Ao noninweHHs
HenpornoBeaiHKOBUX NapameTpiB Y LLYpiB, AKMM NPOBOAUNW BBeAeHHS. Lien edekT cynpoBoaKyBaBcs
3HWKEHHSAM pIiBHIB HEpO34MHHOro Gifnka Tay B rONIOBHOMY MO3Ky iMyHi3oBaHux wypis. Lli gaHi
BKa3yloTb Ha Te, WO 3HMKEHHS PIiBHIB HEPO34YMHHKX BiNkiB Tay Mae TepaneBTUYHY KOPUCTb.

EdektuBHicTb imyHOTepanii  Tay-nentugom SEQ ID NO: 1 pgani  pgocnigxyBanu Ha
iMyHoricToximiyHoMy piBHi (dpir. 28). HenpodibpunapHi Bysnuku (NFT) aHanisyBanu 3 BUKOPUCTaHHAM
aHTuTIn NpoTu binka Tay AT8, DC217, ski po3nisHaloTb pocdopmnnoBaHHi eniTonu Ha NaTonoriYyHOMyY
Oinky Tay, B CTOBOYpi rOMOBHOrO MO3Ky TpaHCreHHux wypie SHR72, akuM npoBoannu BBEOEHHS, i
KOHTPOMbHUX TpaHcreHHux wypie SHR72 3 imiTylouMM BBEOEHHAM, SKMM BBOOUNU  TifbKu
ap'toBaHT/PBS. Kinbkicte NFT BM3Hayanu 3 BWKOPUCTaHHSIM HaniBKinbkicHoro cnocoby. Byno
NpU3Ha4YeHo TpW KiNbKiCHMX piBHi: 1) Hemae abo mano HenpogiIbpUNapHUX By3nukiB (ax 0o 3 B
CTOBOYpi ronoBHOro MO3Ky); 2) nomipHuin (6arato NFT, B OCHOBHOMY B PETUKYNspHiA dopmadii
ctoBbypa ronoBHoro Mo3ky); i 3) Baxkui (6arato NFT y Bcix obnactsix ctoBOypa roroBHOro Mo3ky).
"Benukuin" o3Havae cTagilo Bi4 MNOMIPHOI [0 BaXkoi HempodibpunapHoi HenpoaereHepadii.
IMyHoricToxiMiyHMI aHani3 nokasaB 50 % 3HWXEHHS HaBaHTaXXEHHS HeMpogiOpMNspHUMMK BY3NMKaMm
B rpyni TPAHCTE€HHMX TBAPWH, SIKUM BBOAWUIN BaKLIUHY.

BHWKEHHS PiBHIB HEPO34nHHOro Ginka Tay, BUMipsHMx GioxiMiyHO, kOpentoBano 3 pesynbTatamu
iMyHOricToximiyHoro aHanidy. [ani npo imyHisauito SEQ ID NO: 1 gemoHCTpylTb niKyBanbHYy
3[aTHICTb LUbOro nentuay, wo mictutb eniton Ne 1 DC8ES.
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(b) SEQ ID NO: 2, tay 256-VKSKIGSTENLKHQPGGGKVQIINKKLDLS-285. TpaHCreHHux Lwypis
(SHR72) imyHizyBanu Tay-nentugom SEQ ID NO: 2, koH'toroBaHuM 3 Hociem KLH (sik onuncaHo BuLe).

AHania 3 BWKOPUCTAHHAM IMYHOOIOTMHIY MOKas3aB, LWO BakUWHA 3HWXKyBana KinbKiCTb
HEepO34YMHHOro Binka Tay y iMyHi30BaHUX LLYPIB B MOPIBHSIHHI 3 KOHTPOMbHUMM LLypaMu, SSKUM BBOAWUN
TiNbkn ag'toBaHT. Ha pir. 29 nokasaHe 3HWXKEHHS BCIX MNigAaHMX MOHITOPWHIY eniToniB, NPUCYTHIX B
Hepo34YMHHOMY/arperoBaHoMy Binky Tay. KinbkicHMIN aHani3 iMyHOpeaKTMBHOCTI 3aranbHOro aHTuTINa
npotu Oinkie Tay DC25 npogemoHcTpyBaB 41 % 3HWKEHHS PpiBHA Hepo3dMHHoOro 6inka Tay
(cTatncTnyHo 3Havyue, p<0,001) y iMyHi30BaHMX LLYpPiB B MOPIBHSAHHI 3 KOHTPOITbHUMM LLypamMu, SIKUM
BBOOMNN TiNbku ag'toBaHT (ir. 26B). AHanoriyHo, iIMyHOPEaKTUBHICTb IHLUMX aHTUTIN, WO PO3Mi3HalTb
docopunosanHi cneundiyvni 4o AD enitonu Ha Hepo3unHHOMY Binky Tay, 6yna 3HuxeHa (dir. 26B i
dir. 29). Kpim uboro, BBeAeHHA He HagaBano BNMMBY Ha piBeHb iHWoro docdoenitona Ginka Tay,
akmn ByB ccopmoBaHuin ABoMa docosanuiikamu Ser202/Thr205 i akun, 9k BigOMO, € Mapkepom
natonorii AD. BakunHa ingykyBana 80 % 3HWXEHHS piBHSA LbOro enitona y iMyHi3oBaHWUX TPaHCTEHHNX
LLYpiB B MOPIBHSIHHI 3i LypamMu, SKMM He NpoBOAUNM BBeAEHHA. AHaNOorivyHo, piBHIi ocdopunoBaHmx
enitonis 6inka Tay Thr217, Thr231 i Thr181, 6ynu 3HmxeHi Ha 72 % (p<0,001), 64 % i 74 % (p<0,01),
BignosigHo. Lli pesynbTatn BKasyloTb Ha Te, WO BaKUWHA iHOYKYBana MexaHi3m, BignosiganbHui 3a
iHribyBaHHA arperadii Oinka Tay, i/abo MexaHi3m, WO 3HWXYE piBHI TuNiB Ginka Tay, CXWNbHUX 00
naTonoriyHoi B3aemMogii Tay-tay.

LUypiB niggaBanu nosefiHkoBMM aHaniszam, i Ha dir. 30 npeacraBneHi pesynbTaTh, ogepXaHi y
BMNpoOyBaHHi xo4iHHA nNo nepeknaguHi (cir. 30A), BUNpobyBaHHi 3ickoB3yBaHHSA 3a4HiX KiHLBOK (dir.
30B) i B aHanisi NeuroScale (cpir. 30C, *p=0,05). CnocTepiranu NO3UTMBHY TEHAEHLiO BiOHOCHO
NaTeHTHOCTI BUXody Npw XogiHHi no nepeknaauvHi (p=0,096) B rpyni Wwypis, SKMM BBOAUNU Tay-nenTng
SEQ ID NO: 2. IMyHi3aLia 3HWKyBana 41crno 3ickoB3yBaHb 3a4HiX KiHLIBOK Y BUNPOBYBaHHI XOA4iHHS No
nepeknagvHi; ogHak BiAMIHHICTB He Oyna cratMcTudHo 3Havywow (p=0,25) B NOPIBHAHHI 3
KOHTPOMbHOI rpynoto. BunpobyBaHHSA pyxOBUX MOpYyLUEHb pa3oM 3 BUNPOOyBaHHSAM M'A30BOI TAMM i3
3aXOMNIIEHHAM | HEBPONOTiYHMM AocnimKeHHAM Bynu y3aranbHeHi B nokasHuk NeuroScale. Ha dir. 30
npeacTaBneHe CTaTUCTUYHO 3Hadylle noninweHHA nokasHuka NeuroScale y wypiB, sikum BBOOUNU
Tay-nentua SEQ ID NO: 2, B NOpiBHSIHHI 3 KOHTpOnbHOW rpynoto (*p=0,036). Ak npaBuno, iMmyHizauisa
Tay-nentugom SEQ ID NO: 2 nominwyBana 3aranbHy PyxoBY akTUMBHICTb. [loninweHHa Ha
HerponoBeiHKOBOMY PiBHi KOPEMOBaro 3i 3HWKEHHAM KiNbKOCTi HEPO3YMHHOTO Binka Tay (MaTpu4Huim
Oinok Tay npu AD) y iMyHi30BaHMX TBapWH B MOPIBHSAHHI 3 kKOHTponamu. Lli gaHi BkasyoTb Ha Te, Wwo
3HWXKEHHS PiBHIB HEPO3YMHHOTO Binka Tay MOXe MaTu TepaneBTUYHY KOPUCTb.

EdektuBHicTb imyHOTepanii  Tay-nentugom SEQ ID NO: 2 pani  gocnigxyBanu Ha
iMyHOricToxiMmiyHOMY piBHi (cbir. 31). Ona uiel MeTn BUMKOPUCTOBYBanM ABa Pi3HUX aHTUTINA NpoTu
6inka Tay (AT8, DC217), aki po3ni3HaloTb K pochopnnoBaHMn PO3YUHHUN, TaK i HEPO3UNHHUI BinoK
Tay. HewnpodibpunspHa natonoris y uux wypie (SHR72) nokanidyetbcd B OCHOBHOMY B CTOBOYDI
MO3KY i B CIMHHOMY MO3KY i YaCTKOBO B MO304KY (OaHi He npeacTtasneHi). Kinekicte NFT BusHavanu 3
BMKOPUCTaHHSIM HaniBKinbkicHoro crnoco®y. Bbyno npusHayeHo Tpu KinbKiCHUX piBHi: 1) Hemae abo
Mano HerpodibpmnapHux By3nukiB (ax 4o 3 B cToBOYypi ronoBHOro Mo3ky); 2) nomMipHun (6arato NFT,
B OCHOBHOMY B PETUKYMAPHIN dhopmaLii cToBOypa ronoBHOro mMo3ky); i 3) Baxkkun (6arato NFT y Bcix
obrnacTtax cTtoBOypa ronoBHOro MoO3Ky). "BenuvkmiAi" o03Hayae cTagilo Big MOMIPHOI [0 BaXKoi
HelripodibpunapHoi HenpopereHepadii. ImyHoTepanis nentugom SEQ ID NO: 2 3HMxKyBana KinbkicTb
TpaHcreHHux wypis 3 BenukuMmu NFT B cTOBOYpi ronoBHOrO MO3Ky NpakTu4Ho Ha 60 % (dpir. 31).

Lli pesynbTaTu [EeMOHCTpYOTb, WO BakuuHauiga Tay-nentmgom SEQ ID NO: 2 pgemoHcTpye
Aekinbka OakaHux pesynbTaTiB Ans BakuMHW: 1) 3HWXKEHHA piBHA Hepo3duMHHOro Oinka Tay B
rOMOBHOMY MO3KY IMYHi30BaHWX TpaHCreHHMX LypiB Ha 6ioXiMiYHOMY PpiBHi; 2) NOM'AKLIEHHS
CEHCOPHO-pyXx0BMX AediunTiB Yy iIMyHI30BaHMX TPaHCrEHHUX LLypiB Ha MNOBEAIHKOBOMY PpiBHi; i 3)
3MEHLLUEHHS KiNTbKOCTEN HENPOIBPUNSAPHNX ocepeakiB Ha iIMYHOTICTOXIMIYHOMY PiBHI.

(c) SEQ ID NO: 2, tay 256-VKSKIGSTENLKHQPGGGKVQIINKKLDLS-285 3 coccopunosaHum
Ser262. SEQ ID NO: 2, wo mictuTb pocchopumnoBaHuini cepurH B NONOXeHHi 262, koH'torysanu 3 KLH.

IMYHOONOTUHI dppakuili HEepO34YMHHOrO B capko3wuni Ginka Tay B roflOBHOMY MO3Ky Liypa 3a
gonomorot aHtutina DC25 nokasap, WO BaKuMHA CTAaTUCTUYHO 3HAYyLO 3HWXKyBana 3ararbHy
KINbKICTb Hepo3unHHoro 6Ginka Tay Ha 46 % (p<0,01) y iMyHi3oBaHMX TBapwH B MOPIBHAHHI 3
KOHTPOMbHUMU TPaHCrEHHUMW LLlypamMu, SKUM BBOAWNW af'toBaHT okpemo (dir. 32 i cpir. 26B,
BMMiptoBaHHS Ha ocHoBi DC25 (gaHi "347-353")). AHanorivHo, KinbkicHe BU3HaveHHsa curHanis DC209
(pThr231), DC217 (pThr217), AT8 (pSer202, pThr205) i AT270 (pT181) npogemoHcTpyBano binbLu
HW3bKi PiBHI HEPO34YNHHOIO hochopunosaHoro Binka Tay B iMyHI30BaHin rpyni TBAapvH B NMOPIBHAHHI 3
KoHTponsmu (cpir. 26B). OgHak 3HWXKEHHSA piBHIB hOCHOPUNOBaHOro Hepo3dMHHOro 6Ginka Tay B
nonoxeHHsix pThr217 (p<0,001; 73 %), pThr231 (84 %), pSer202/pThr205 (82 %) i pThr181 (p<0,01;
82 %) 6yno 6inbLl BUPaXXeHUM, Hi>X 3HWXKEHHS, CMOCTEpEXyBaHe Ans 3aranbHOro HePO34MHHOro Ginka
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Tay. Li amiHn piBHIiB bocchoeniTonis, 3anyyeHnx 0o Kackagy HeNpaBubHOrO 3ropTaHHA bGinka Tay npu
AD, € KopuUCHUM iHOUKaTOpOM ecbekTy nikyBaHHS. SHKEHHS eniTonis Binka Tay, Wo MalTb 3HAYEHHS
npu AD, OEMOHCTpYE, WO BakuMHa akTMBYyBana MexaHi3Mm, BignoBiganbHU 3a iHribyBaHHA arperauii
Oinka Tay, i/abo mexaHi3M, WO 3HWXKYe piBHI Oinka Tay, CXUINbHOro A0 MNaTOSOMYHMX B3aemopgin 3
€eHOoreHHnm Binkom Tay.

IMyHoricToxiMiyHMI npodinb (dir. 33) AeMOHCTpye, Wo iMmyHoTepanis docdonentngom SEQ ID
NO: 2 npuBena 00 3HWXKEHHS KiNbKOCTi TpaHCreHHux wypie 3 Benuknm NFT B cTOBOYpi rOMOBHOMO
MO3Ky. Y iMyHi30BaHin rpyni cnoctepirany 78 % 3HWXEHHS KiNMbKOCTi TPAHCTEHHUX LUYPIB 3 BEMUKUM
NFT, B NOPIBHSAHHI 3 KOHTPOSLHOIO HEIMYHI30BaHOO rPYnoto. IMyHi3aLis 3ynuHana po3BMTOK naTonorii
Oinka Tay B ronoBHOMY MO3KY iMyHi30BaHNX TBapuH. Cxoxun edekt O6yB ogepxaHuin Ha GioxiMivHOMY
PiBHi, 3i 3HWKEHHAM piBHIB HEPO34YMHHOrO Ginka Tay Ha OCHOBI MpOaHarni3oBaHWX eniTonis, L0 MalTb
3HayeHHs npu AD (dpir. 26B i 32).

Lli pesynbTaTtn OeMOHCTpPYOTb, WO BakuuHauia Tay-cocconentuaom SEQ ID NO: 2/pSer262
BUKNUKana: 1) 3HWXKEHHSA pPiBHA HEPO34YMHHOro OGinka Tay B TOMOBHOMY MO3KY iMyHi30BaHMX
TPaHCTEHHUX LWypiB Ha OioxiMiyHOMY PpiBHi; | 2) nNO3MTMBHUA edekT BBeOEHHS Ha pag
HenpodibpnNApHMX ocepeakiB Ha iIMYHOTICTOXIMIY4HOMY PIBHi.

(d) SEQ ID NO: 3, tay 259-KIGSTENLKHQPGGGKVQIINKKLDLSNVQ-288. TpaHCreHHUX LypiB
(ninia SHR72) imyHizyBanu tay-nentugom SEQ ID NO: 3, cknageHvum 3 af'toBaHTOM Ha OCHOBI ranyHy
(AdjuPhos).

Ha cir. 34 nokasaHo, WO iMyHOTEpanis 3HWXKYE PiBEHb HEPO3YMHHOMO Ginka Tay y iMyHi30BaHMX
LWYpiB B MOPIBHAHHI 3 KOHTPOMbHUMW LUypaMu, SKAM BBOAWUMM aA'toBaHT. 3HWKEHHS pPiBHS
Hepo34MHHOro Ginka Tay 6yno BusBnNeHe Ang BCiX npoaHanidoBaHwx enitonis b6inka tay (Tobto and
aHtutina  347-353/DC25, aHtutina pT217/DC217, aHtutina pT231/DC209, aHTUTING
pS202/pT205/AT8 i aHntutina pT181/AT270). PiBeHb 3aranbHOro Hepo3yuHHoro 6Ginka Tay 6yB
3HwkeHnn Ha 40 %, gk G6yno BMSIBMEHO 3a LOMOMOrOK iIMYHOMOrYHOrO aHanisy 3a [OMOMOro
3aranbHOro aHTuTIna npotu GinkiB Tay DC25. AHanorivyHo, BakumHa iHaykyBana 30 % 3HWKEHHS piBHS
binka Tay, poccopunoraHoro no pT217, sik nokasaHo Ha dir. 26B i dir. 34. BBegeHHs mano GinbLuni
edekT Ha piBHIi Hepo34MHHUX dopM binka Tay, docdopunoBaHnx B nonoxeHHsx Thr231 (63 %),
Thrl81 (74 %) i Ser202/Thr205 (61 %), y iMyHi30BaHMX LLypiB B MOPIBHAHHI 3 HEiMyHi30BaHUMU
wypamu (dpir. 26B i 34). Li AaHi 4eMOHCTPYOTb, L0 3HWKEHHS PIBHA HEPO3YMHHOrO Binka Tay Moxe
NPMBOAMTM A0 0O0OATKOBMX 3MiH piBHIB BinkiB Tay, WO NpMBOAATbL A0 NATOMOCrI, i, TAKUM YMHOM, MOXe
MaTW TepaneBTWYHE 3HaYeHHs. 3HWKeHHs enitoniB Ginka Tay, WO MawTb 3HadveHHs npu AD,
OEMOHCTPYE, LLIO BakUuWHa akTUBYBara MexaHi3M, BignoBiganeHun 3a iHribyBaHHs arperauii 6inka Tay,
i/abo MexaHi3M, Lo 3HWXKYe piBHI Binka Tay, CXMNbHOro A0 NATOMOrYHMX B3AaEMOAIN 3 €HOOrEeHHUM
6inkom Tay.

Ha cpir. 35A-C npeacTtaBneHi pesynbTatv, ogepXKaHi WNAXOM HeNpOonoBeaiHKOBOI OLiHKW. Y rpyni
wypis, skum Beogunu nentug SEQ ID NO: 3, cnocTtepirann No3MTUBHY MaTeHTHICTb BUXOA4y npw
XOZAiHHI MO NepeknaguHi; ogHak 6e3 CTaTUCTUYHO 3Ha4yLoi BiAMIHHOCTI MiX LLypamu, siKUM BBOAMWIM
nenTua, i Wypamu, SKMM He NpoBOAUNU BBeAeHHA/BBOAMNM KOHTPOrb (ir. 35A; p=0,21). AHanoriyHo,
BBEZIEHHSA NPUBOAMMIO A0 3HWXKEHHS YMcna 3icKoB3yBaHb 3aHiX KiHUIBOK B rpyni iMyHi30BaHUX LLYypiB B
NOpPIBHSAHHI 3i Wypamn 6e3 BBeAEHHS, OAHAK uen edekT He OyB CTaTUCTUYHO 3Hauywmm (cir. 35B,
p=0,15). 3aranbHui nokasHuk NeuroScale nigTBepanB HeponoBeAiHKOBE NONMIMNLIEHHS Y LLYPIB, AKUM
Beogunu Tay-nentug SEQ ID NO: 3, B nopiBHaHHI 3i wypamu 6e3 BeBegeHHa (p=0,11 B obox
Bunagkax). OgHak BigMiHHICTb B nokasHukax NeuroScale He Gyna ctatnctnyHo 3Hauywow (p=0,19).
ImyHoTepanis Tay-nentugom SEQ ID NO: 3 npuBoamna o Kpawoi CEHCOPHO-PYXOBOi KoopauHauii
LypiB, SKUM MPOBOAMNN BBEAEHHS, B MOPIBHSHHI 3 KOHTPOMbHUMY LLypaMu, Y BUNPOGYBaHHI XO4iHHS
no nepeknaguHi, a TakoX y BuNpoOyBaHHi 3iCKOB3yBaHb 3afHiX KiHUIBOK; Ui pe3ynbTtatn 6ynu
nigTBepaKeHi nokasHmkom NeuroScale.

Binble TOro, iMyHoricToxiMiyHMI NPoginb Nokasas, LWo iMyHoTepanisa dgocdonentuaom SEQ ID
NO: 3 npuBena go 58 % 3HmxeHHs NFT B cToBOYypi rONOBHOrO MO3Ky TBapWH, SKUM BBOOUIN BaKkUMHY
(cbir. 36). Lli pesynbtat AeMOHCTPYIOTh, WO iMyHidauis SEQ ID NO: 3, wo mictute eniton Ne 1
DCB8ES8, 3Ha4HO 3HWKyBana piBeHb MaTOSOri4yHOro norimepHoro Ginka Tay, wo 36upaetbcst B NFT.
Binblwe Toro, uen NO3UTUBHUIN edeKkT BBEAEHHSA TakoX OyB MokasaHuM Ha BioXiMiYHOMY piBHI, SKWI
BigoOpakae CTaTUCTUYHO 3HAYYLLLE 3HWXKEHHS PIBHA HEPO3YMHHOTO NaTonoriYyHoro Ginka Tay.

(e) SEQ ID NO: 4, tay 275-VQIINKKLDLSNVQSKCGSKDNIKHVPGGG-304. Nentng SEQ ID NO:
4 xoH'toryBanu 3 KLH i BukopuctoByBanu ansi imyHisauii ag'toBaHTom Ha ocHoBi ranyHy (AdjuPhos).

Ha dir. 37 i 26B nokasaHo, wo imyHoTepania 3a gonomoroto SEQ ID NO: 4 npuBoautb Oo
3HWKEHHS KiNbKOCTi HEPO3YMHHOIO Gifnka Tay y iMyHi30BaHUX LWYypiB B MOPIBHSHHI 3 KOHTPOSIbHUMMU
Lypamu, SKUM BBOAWUIN af'toBaHT OKpemo. [JaHi MokasyloTb, LLO 3HDKEHHS PiBHA HEPO34YMHHOrO Ginka
Tay Oyno BusIBMeHe Anis BCiX MpoaHanisoBaHmx enitoniB Ginka Tay. 3aranbHi piBHI HEPO3YMHHOIO
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6inka Tay Oynu 3HwkeHi Ha 63 %, Ak O6yno BMSABMEHO MO iIMYHOPEaKTMBHOCTI 3a [OMNOMOro
3aranbHOro aHtuTina npotu Ginkie Tay DC25. AHanorivyHo, BakuuHa iHOyKyBana 3HWXEHHS piBHS Binka
Tay, d¢ocdopunoBaHoro B nonoxeHHsx pThr217 (92 %), Thr231 (95 %), Thrl81 (87 %) i
Ser202/Thr205 (95 %), gk noka3aHo Ha dir. 26B. PaHiwe 6yno nokasaHo, WO piBEHb HEPO3YMHHOTIO
Oinka Tay kopentoe 3 nporpecyBaHHsiM nartosiorii 6inka Tay (Zilka et al.,, 2006). [OaHi pe3ynbtatu
NMoKasyHTb, LLIO iIMyHOTepanisi, HanpaBfieHa Ha TepaneBTUYHWIA eniTon Ginka Tay, Wwo MicTutbcs B SEQ
ID NO: 99, Mmoxe 3HWXKYBaTW pPiBHIi HEPO34YMHHOTIO Giflka Tay i ynoBinbHIOBaTH NPOrpecyBaHHs NaToNorii
Oinka Tay.

KomnnekcHy pyxoBy HedoCTaTHICTb BM3Hayanu 3a [OOMOMOrOK  CTaHAApTHUX — PYXOBUX
BMNpobyBaHb B KOMBIiHALLi 3 HEBPOMOri4YHOI OLHKOI B CknageHoMy nokasHuky - NeuroScale. Y Bili
6,5 micaua TpaHcreHHux wypis SHR72, akum BBogunu Ttay-nentug SEQ ID NO: 4, nigonasanu
noBeaiHKOBUM BUMNPOBOYBaHHAM 3 METO BU3HaYeHHs edhekTy Uiei imyHoTepanii. Lypwu, skum BBOaNNHN
imyHoreH y Burnagi tay-nentugy SEQ ID NO: 4, npooemMoHCTpyBanu 3HWXEHHS NaTeHTHOCTI
NOPSATYHKY Y BUNPOOYBAHHI XOAIHHS MO nepeknaguHi, B MOPIBHAHHI 3 TPAHCTEHHUMW LLypaMu, SKUM
BBOAMM Tinbkn ag'toBaHT (koHTponi) (cpir. 38A). AHanoriyHo, y BakUWHOBAHIMA rpyni cnocrepiranu
NO3UTUBHI pe3ynbTaTh ANA 4Yucra 3iCKOB3yBaHb 3afHiX KiHLUIBOK B MOPIBHAHHI 3 TpaHCreHHWMU
LypaMu 3 KOHTPONbHUM BBeAeHHsiM (doir. 38B). 3aranbHuin nokasHuk NeuroScale oGumcnioBany,
BVXOAAYM 3 AaHMX, OOEPXKaHNX Yy BUNPOOYBaHHAX XOAiHHA MO nepeknaauHi, BUNpobyBaHHAX M'A30BOi
TAMM i3 3aXOMNSIEHHAM i NPWY HEBPOJIONiYHIN ouiHLi (OCHOBHI pednekcu, pednekc BTIKaHHA y BUrMsAgi
PO3TArHEHHST 3afHiX KiHLIBOK). IMyHi3auisa noninwwuna nokasHuk NeuroScale y wypiB, SkMM BBOAMIM
nentng SEQ ID NO: 4, B NOpiBHAHHI 3 KOHTPOMbHOW rpynot BeBegeHHs (dir. 38C). 3aranbHuin
nokasHmk NeuroScale nigTBepaMB HEWPOMNOBEAIHKOBE MOMIMWEHHA Yy TPAHCreHHUX LWypiB, SKAM
NPOBOAWMY BBEAEHHS!, B MOPIBHSAAHHI 3 TPAHCTEHHMMU LLlypaMu, SSKUM He NPOBOAWIN BBEAEHHS.

EdektuBHicTe  imyHOTepanii  Tay-nentugom SEQ ID NO: 4 pani  pgocnigxyBanu Ha
imyHoricToximiyHoMy piBHi (dir. 39). HenpodibpunsapHi Byanukn (NFT) aHanisyBanu 3 BUKOPUCTaHHSAM
aHTUTIN npotu Binka Tay AT8 i DC217, dki po3ni3HaoTb ocdopunoBaHHi enitonu Ha NaTonoriMHOMYy
Oinky Tay, B cToBOYypi ronoBHoro Mo3ky wypie SHR72, skum BBOAWNM BaKUWMHY i SKMM BBOAWUIN
ap'toBaHT (KOHTPOrb). TKaHUHa rOfloBHOrO MO3KYy TBapWH, SIKMM BBOOWNW TiNMbKW aA'loBaHT, MicTuna
no3ntmeHi no AT8 i DC217 NFT y Bcix obnactsix ctoBbypa rornoBHOrO MO3KY i, FONTOBHUM YMHOM, B
PETUKYNAPHIA dopmalii cToBOypa ronoBHOro MO3Ky. IMyHOFICTOXiMiYHWMIA aHani3 nokasaB 66 %
3HWKEHHS HeMpodibpunapHOi naTonorii y TpaHcreHHux wypis SHR72, akum BBOAWNM BaKUUHY (doir.
39).

3MiHM piBHIB Hepo3umHHOro 6inka Tay B CTOBOYypi rOMOBHOMO MO3KY TPAHCreHHOI MiHii wwypis
SHR72 € 4yTnMBuM NoKasHUKOM edekTy NikyBaHHSA. FK piBHI HEPO34YMHHOrO 3aranbHoro binka Tay, Tak
i piBHi dpoccopunoBaHoro binka Tay (maTonoriyHi MOHOMepMW, Oumepwu, oriromepw i nonimepu)
edeKTNBHO 3HMXYBanucs B CToBOYpi ronoBHOro Mo3ky npu BeegeHHi Tay-nentugy SEQ ID NO: 4 (63-
95 % 3HWKeHHs; ir. 26B). 3HWMXEHHSA PpiBHIB Hepo3ymHHOro 6Ginka Tay, BUMIpAHMX BGioxiMiYHO,
KopenooBano 3 pesynbTatamu, odepXaHvMu B iMyHOricTOoxiMiYHOMY aHanisi. Llen aHanis nokasas
Oinblwe Hixx 60 % 3HWKEHHA HeMpodiOpUNAPHOT NaTonorii B CTOBOYPi rOSIOBHOIO MO3KY TPAHCTEHHUX
LypiB, IKMM BBOAMNY BakuuHy (cpir. 38). ani imyHizauii 3a gonomoroto SEQ ID NO: 4 oeMOHCTpYIOTb
nikyBanbHy 34aTHICTb LbOro nentuay, Wwo mictutb eniton Ne 2 DC8ES.

() SEQ ID NO: 5, tay 201-GSPGTPGSRSRTPSLPTPPTREPKKVAVVR-230, wWwo MicTuTb
docopunosaHnii TpeoHiH B nonoxeHHi 217. Tay-nentug SEQ ID NO: 5, docdopunosaHun B
NOMOXEHHI TPeoHiHy 217, BBOAUNWU TpaHCreHHum wypam SHR72 3 BMKOpUCTaHHAM af'toBaHTy Ha
ocHosi ranyHy (AdjuPhos).

AHani3 3 BUKOPUCTaHHAM iMyHOBNOTMHIY Nokasas, Lo iMyHisauia docdonentngom SEQ ID NO: 5
He BMMMBAE Ha KifbKiCTb 3arafilbHOr0 HEPO34YMHHOro Oinka Tay (BUABMEHOro 3a OOMOMOrow aHTuTINa
DC25) B NOpiBHSAHHI 3 KOHTPOMNbHUMUK Tg-LLypamu, SKMMWU BBOOUNN ag'toBaHT okpemo (opir. 40 i 26B).
OpgHak aHanis 3a gonomoroto aHTuTin DC209 i AT270 nokasae npubnunaHo 30 % 3HWXKEHHS PiBHIB
binka docdo-tay pThr231 i pThr181 y dpakuii Hepo3unHHoro Binka Tay (cir. 26B). 3 iHworo 6oky,
BBEOEHHS iHAYKYBano mnomMipHe 30inblUeHHs1 piBHA Hepo34duHHoro Ginka Tay, docdopurnoBaHoro B
NonoXxeHHi TpeoHiHy 217 (11 % 36inbleHHs), i Ginka Tay, Wo MiCTUTb (poCcdOpUOBaHHI AiNsHKKU
Ser202/Thr205 (31 % 36inblueHHs) B MOPIBHAHHI 3 KOHTPONbHUMW TpaHCreHHUMu wypamu. Lli gaHi
BKa3ylOTb HA HEOOHO3HaYHUN abo HeWTpanbHUI edeKT BaKUMHW Npu iMyHi3auii docconentnoom
SEQ ID NO: 5 Ha ouiHlOBaHi Mapkepu, WO MalTb 3HaveHHs npu AD, mpuyomy uewn nentug He
OXONIoE Hidkoi arperadii enitonis #1-4 6inka Tay, igeHTudikoBaHux suwe (npuknagn 1-11), sk
TepaneBTUYHUX eniToni..

HenponoseaiHkoBuIn aHani3 wypis, kMM BBoannu gocdopunosaHmn Tay-nentng SEQ ID NO: 5,
NPOAEMOHCTPYBaB, Lo BigbyBanocsa 3Hayylle NOMINWEeHHs HeWpOonoOBEeAiHKOBMX (DYHKUIA B rpyni, B
AKIN NpoBOAUNW BBEAEHHS, ¥ BUNPOOyBaHHi xoaiHHA no nepeknaguHi (dir. 41A, p=0,19) abo B uucni

85



10

15

20

25

30

35

40

45

50

55

60

UA 123390 C2

3iCKkOB3yBaHb 3aHiX KiHLIBOK B MOPIBHSAHHI 3 KOHTPOMbHOW rpynoto (cir. 41B). 3aranbHui nokasHuk
NeuroScale (¢pir. 41C) He nigTBepavB HENPOMOBEAIHKOBOrO MOMIMLWEHHS Y LYypiB, SKMM NpOBOAMMM
BBEEHHS, B MOPIBHAHHI 3i LLypamu 3 iMiTyto4oto iMmyHisauieto (p=0,28).

ImyHOoTepanis Tay-docdonentngom SEQ ID NO: 5 He 3HmKyBana KinbKiCTb TPAHCTEHHUX LLYPIB
(SHR72) 3 Benukumu NFT B CTOBOYpi rOfMIOBHOrO MO3KY B MOPIBHSIHHI 3 KOHTPOJIbHMMM LLlypamMu 3a
AOMOMOroK iMyHoricToXiMii (goir. 42).

Lli pesynbTatn OemMOHCTpylOTb, WO BakuuHauisa Tay-nentngom SEQ ID NO: 5 pT217, akui
nosbaeneHun Bcix 3 TepaneBTnyHMx enitonis (SEQ NO: 98-101), He npmBOoAUTE A0 CTAaTUCTUYHO
3HA4YyLLOro MOMiNWeHHA HeWpPOnoBediHKOBOI pyHKUiT, a Tinbkn A0 11 % 3HWXKEHHS KiNbKOCTI
HerpoibpunapHux ocepeakis NPMBIN3HO Ha iIMyHOriCTOXiMiYHOMY piBHI. He Byno BusaBneHo edekTy
Ha OioxiMiYHMIA piBEHb BIOHOCHO 3HWXEHHS HEepO34YMHHOro Ginka Tay npu OUiHLUi 3a [ONOMOrot
aHTutina DC25.

() SEQ ID NO: 6, tay 379-RENAKAKTDHGAEIVYKSPVVSGDTSPRHL-408, wo wmictntb
dochopunnoBaHHi 3anulkm cepuHy B nonoxeHHi 396 i 404. Tay-nentua, ¢occopmnosaHuin B
nonoxexHi 396 i 404, seogunn SHR72 3 BUKOpPUCTaHHSAM ad'toBaHTY Ha OCHoBi ranyHy (AdjuPhos).
SEQ ID NO: 6/pS396/pS404 no3baBneHun siknx-Hebyab TepaneBTUYHMX eniTonis, BignosigHux SEQ
NO: 98-101, ane micTuTb doccoeniTon, HaAMIPHO MPUCYTHIA B Ginkax Tay B rOMIOBHOMY MO3KY Mpwu
AD (Greenberg et al. 1992; Otvos et al. 1994).

Ha npoTunexHicTb 3HMXKEHHIO KiNbKOCTIi HEpOo34YMHHOro B capko3uni 6Ginka Tay, wWo
cnoctepiraetbes ans nentugis SEQ ID NO: 1-4, imyHisauia docdopunosanHnm nentugom SEQ ID
NO: 6 npusena go 36inbLIEeHHs KiNbKOCTi HEPO34YMHHOIO Gifka Tay y iMyHI30BaHMX LLypiB B MOPIBHSAHHI
3 KOHTPOSbHMMU LLypaMu, SKUM BBOAUNW TifbKW ag'toBaHT. AHani3 3 BUKOPUCTAHHAM iMyHOBNOTUHTY
nokasaB TEHOEHLUiI0 B HanpsAMi 3aranbHOro 36iMnblUeHHS piBHIB HEpO34YMHHOrO Binka dhocco-Tay (dir.
43 i dir. 26B). ImyHisauia npuBena [o 36iMblUEeHHs 3aranbHUX PiBHIB OGinka Tay y dpakuil
Hepo34MHHOro Ginka Tay, SIKk BMSIBMEHO 3a AOMOMOrow 3aranbHoro mAb npotu 6inkis tay DC25.
36inbLUeHHA TakoX crnocTepirany ang enitonie Ginka Tay pT217 (33 % 36inbwenHs), Thr231 (44 %
36inbLeHHn) i Thr181 (7 % 36inbwenHs). OgHak eniton pS202/pT205, wo mae 3HayveHHs npu AD, 6yB
BUKIIOYEHHAM (cpir. 26B). PiBeHb Ginka Tay, Wo MicTuTb Len docdoeniton, 6yB 3HWKeHUn Ha 19 % B
MOPIBHSIHHI 3 KOHTPONbHMMM LlypamMun. 306inblueHi piBHI NaToONMOri4HOro HepPo34YMHHOro Oinka Tay, Wo
Ma€e 3Ha4YeHHs 4N MHOXWUHW 3aXBOPIOBaHb, BKa3yloTb Ha HebGaKaHW HEraTUBHUIN edoeKT Liei BaKLMHN
y LypiB.

OuiHtoBann HenponoBeAdiHKOBY BigMOBiAb Yy LwWypiB, gkum BBoaunu Tay-nentug SEQ ID NO:
6/pS396/pS404, i KoHTponbHUX wWypis (cir. 44A, B i C). IMyHOTepania npogemMoHCTpyBana BiaACyTHICTb
CTaTUCTUYHO 3HAYyLWMX BiAMIHHOCTEN MK Lypamu, SKUM MPOBOAUNU BBEAEHHS, i KOHTPONbHUMM
LypaMu B NaTeHTHOCTi BUXoA4y Npun XoAiHHI no nepeknaguHi (p=0,82) abo B uncni 3ickoB3yBaHb 3aAHixX
KiHUiBOK (p=0,75). Lli pesynbTtatn 6ynu niaTBepaxeHi 3a gonomoroto nokasHuka NeuroScale (p=0,96),
ONA 9Koro He 6yno BUSABMEHO CTAaTUCTUYHO 3HAYYLLMX BIAMIHHOCTEN B 3araribHUX HENPOMNOBELiHKOBUX
XapaKTepUCTUKaxX MiXK iMYHI30BaHUMW i KOHTPOMbHUMU LypamMu. TakmMm YMHOM, BBEAEHHSI nentuay
SEQ ID NO: 6/pS396/pS404 He Mano CTaTUCTUYHO 3HAYYLLOro BMNMUBY Ha NaTEHTHICTb BUXOoAy Y
BMNPOOYBaHHI XOA4iIHHA MO nepeknaguHi abo B Yncni 3iCkoB3yBaHb 3aHiX KiHUiIBOK, abo B 3ararbHii
PYXOBIi/i aKTUBHOCTI JOCHIOXKYBaHUX LLYpPIB.

Ha dir. 45 nokasaHuMn NpPOLEHT TPaHCreHHMX LWypiB 3 BEMWKOK naTonorielo Oinka Tay,
OLHIOBAHOK  WAXOM iMyHoricToximii 3 AT8. ImyHoTepania Ttay-nentugom SEQ ID NO:
6/pS396/pS404 36inbLyBana HaBaHTaXeHHs By3nukamu Ha 9 % BIGHOCHO KOHTPONbHOI rpynu. Takum
ynHom, HeratuBHui edekt SEQ ID NO: 6/pS396/pS404 Ha iMyHOricTOXiMiYHOMY piBHI OyB
nigTBepoKeHnn Ha BioxiMiYHOMY i HEMPOMNOBEAIHKOBOMY PiBHSAX.

Lli pesynbTaTn nokasyloTb, WO BakuuHauia Tay-cdocdonentngom SEQ ID NO: 6/pS396/pS404,
kM no3basneHnn skoro-Hebydb 3 TepaneBTUYHWMX eniToniB Binka Tay, npeactaeneHoro B SEQ ID
NO: 98-101, geMoHcTpye: 1) BiOCYTHICTb TepaneBTUYHOMO edEKTY Ha HEepPO3YMHHUIA Oinok Tay B
ronoBHOMY MO3KY iMyHi30BaHMX LLypiB; 2) BIACYTHICTb edeKkTy Ha noBefiHKoBOMY piBHi; i 3)
BiJCYTHICTb 3HMXXEHHS, @ 3aMicTb Uboro 9 % 30inblEeHHS HAaBaHTaXEHHSI By3nukamu. Takum YMHOM,
uen docdoeniton, skuin OyB onucaHui sik cneundivHnin ana AD (Greenberg et al. 1992; Otvos et al.
1994), He iHOYKyBaB TepaneBTUYHOIO eekKTy.

(h) SEQ ID NO: 7, tay 181-TPPSSGEPPKSGDRSGYSSPGSPGTPGSRS-210, wo MictuTb
dochopmnnoBaHMin 3anuvok cepuHy B nonoxeHHi 202 i docdopunoBaHnin 3anuLoK TPEOHIHY B
nonoxenHi 205. OgepxaHun Tay-nentng SEQ ID NO: 7/pS202/pT205 no3baBneHuin skoro-Hebyab 3
TepaneBTM4HMX enitonis, npucyTHix B SEQ ID NO: 98-101. doccdonentmg koH'toryBanm 3 KLH i
BBOOWUNW TpaHCreHHnM wypam (niHis SHR72) B ag'toBaHTi ®penHaa.

KinbkicHMIn aHani3 iMmyHopeakTMBHOCTI Ginka Tay B CTOBOYpi roroBHOrO MO3Ky 3a AOMOMOIoH
iIMyHOBNOTUHIY HEe MPOAEMOHCTPYBaB HIiIKOro TepaneBTU4YHOro edekty (cpir. 46). PiBHi 3aranbHoro
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6inka Tay (eniton DC25, 6 % 36inbwweHHs) i 6inkie Tay, docdopunosaHmx no enitonax binka tay, wo
MaloTb 3HaYEeHHA Ans 3axBoptoBaHHs, pT217 (3 % 36inbweHHs), Thr231 (11 % 36inbweHHs) i Thr181
(7 % 36inbleHHs1), 6ynu Tpoxu 36iMbLUEHI Y iIMYHI30BaHUX LLYPIB B MOPIBHAHHI 3 KOHTPONAMU (dir. 46 i
26B). ImyHisauis iHaoykyBana O6inbw BUCOKe 306inblUEHHS pPIBHA Hepo3yuHHoro Oinka Tay,
doccopunosaHoro B nonoxeHHi Ser202/Thr205 (41 % 36inbLueHHs).

ImyHOoTepanis doccopunoBaHum nentugom SEQ ID NO: 7 He BnnuBana 3HayHO Ha CEHCOPHO-
pyxoBy dyHKUito wWwypiB (cir. 47). IMyHi3oBaHi LWypu NpOAEMOHCTpyBanu MOMITHE MONINWEHHS
HEepoMnoOBEIHKOBNX MapaMeTpiB B MOPIBHAHHI 3 KOHTponamu. OpHak rpynyM CTaTUCTUYHO He
BiPI3HANMCS, OCKINbKN He BYrno BUSABMEHO CTAaTUCTMYHO 3HAYyLUMX BiAMIHHOCTEN MiX LLypaMu, SKUM
NPOBOAMMY BBEAEHHS, | KOHTPONAMM B NAaTEHTHOCTI BMXOAY Npu XoAiHHI no nepeknaauHi (p=0,47, cir.
47A), a TakoX B KifnbKOCTi 3iCKOB3yBaHb 3aAHix KiHUiBOK (p=0,54, dir. 47B) i nokasHuky NeuroScale
(p=0,3, pir. 47C).

Mentng SEQ ID NO: 7 mictnth doccopunoBaHuii eniton BGinka Tay, SKUA HE MICTUTb HisKUR 3
enitonis DC8ES8. [ocnigxeHHa cTtoBOypa ronoBHoro Mmosky wypiB SHR72, akum npoBoamnu
BBEAEHHS, Mokasano, wo iMmyHoTtepanisa Tay-nentugom SEQ ID NO: 7 He Oyna 3gaTHa 3HM3UTU
HaBaHTaXeHHsA HenpodibpunsapHumn  Byanukamm (gir. 48). TkaHMHa TrONMOBHOrO MO3KY Big
BaKUMHOBAHWX i KOHTPOMbHUX TBApuH MICTMMA NPAKTUYHO iAEHTUYHI KiNbKOCTI NO3NTUBHMX MO ATS8 i
DC217 NFT y Bcix obnactsax ctoBbypa ronoBHoro Mo3ky, a caMe B peTUKynspHin dpopmadii. BakumHa,
wo mictutb SEQ ID NO: 7, nostaBneHun enitonis DC8E8, He npoaemMoHCTpyBana Hisikoro
CNpUSATNMBOro epeKTy Ha TBapuHaX, SKMM NPOBOAWI BBELAEHHS.

Lli pesynbTaTi 4EMOHCTPYIOTh, WO BakumHauia Tay-cocdonentngom SEQ ID NO: 7/pS202/pT205
BUKNuUKae: 1) BiOCYTHICTb 3MiHW piBHIB HEpo3yMHHOro 6inka Tay B ronoBHOMY MO3KY iMyHi30BaHMX
lwypiB Ha BioximiYHOMY piBHi; i 2) BiACYTHICTb edeKTy Ha noBediHKOBOMY piBHi. Llen docconentng
3abesnevye goaaTkoBi goKa3u Toro, wo docdopunoBaHHi AinsgHky, BignosigHi pS202/pThr205, He €
AocTaTHIMK Ans iHAYKUiT iIMyHHOT peakuii, Wwo ycyBae natonorivHi 6inkv tay i/abo no3avTuBHO BNnvMBae
Ha HelponoBediHKOBWIA cTaTyc WypiB. HaBnaku, TepaneBTu4Hi enitonu Ginka tay (SEQ ID NO: 98-
101) gocaraoTb Lboro edexry.

(i) SEQ ID NO: 8, Tay-300-VPGGGSVQIVYKPVDLSK-317. IMmyHOTepanito OinblU KOPOTKMM Tay-
nenTUAOM, SIKUA BUKOPUCTOBYBANWN SIK KOHTPOJSb, OCKIfbKM BiH HE MICTUTb Hi NoBHOro 6-mepa bGinka
Tay, B SIKOMY MOXeE 3HaxOAMTMUCS OOMH 3 YOTUPbOX "TepaneBTUYHMX eniToniB" Oinka Tay, Hi
docopunoBaHoro enitona, MPOBOAWNM ANA BU3HA4YeHHs i 34aTHOCTI BAAMBATWM Ha  PiBHI
NaTonoriYHoOro HepPo34nHHOro Binka Tay i HeMpodIbPNNAPHNX BigKNaaeHb B rOfIOBHOMY MO3KY. PiBeHb
3aranbHOro Hepo3ymMHHoro binka Tay, BUSIBMEHUA 3a JOMOMOrokw 3aranbHoro mAb npoTu 6inkis Tay
DC25, 6yB 3HayHO 36inbweHnn (82 %) y iMyHI30BaHUX LLypiB B MOPIBHAHHI 3 KOHTPOMSMU, SKUM
BBOOMNW TiNbkn ag'toBaHT (cpir. 49 i 26B). AHanoriyHo, imyHOTepanisa iHayKyBana 36inblLUeHHS piBHIB
Hepo34YuHHOro Ginka Tay, docdopunoBaHoro B nonoxeHHi T231 (60 %), i cxoxe 36inbLUeHHs piBHIB
Hepo34YuHHOro Binka Tay, doccopunosaHoro B nonoxeHHi T181 (10 %). KinbkicHun aHania 3 pisH1M
Habopom aHTuTin: DC217 (pT217) i AT8 (pS202/pT205) He BUABUB HisiKOro edpekTy Ha Ui enitonu B
HepOo34MHHOMY Binky (dir. 26B).

TeapuvH nigaasanu nosediHkoBoMy aHanisy (cir. 50A, B, C). Wypwu, skum seognnu nentug SEQ
ID NO: 8, npogemMoHCTpyBanu BiACYTHICTb CTAaTUCTUYHO 3HAYYLUX BiAMIHHOCTEN B NATEHTHOCTI
BMXOAY Y BUNPOOYBaHHI xoAiHHA no nepeknaauvHi (p=0,6) B NOPIBHAHHI 3 KOHTPONAMW. BigMiHHICTb B
ymncri 3ickoB3yBaHb 3afHiX KiHLBOK TakoX He Oyna cTaTUCTUYHO 3Hadywwow (p=0,49) B NOPIiBHAHHI 3
KOHTpOoNnsMMK. AHamnoriyHo, He Byno CTaTUCTUYHO 3HauYyWwMX BigMiHHOCTeN B nokasHuky NeuroScale
(p=0,9). Takum uynHom, BBeaeHHs nentuay SEQ ID NO: 8 He 3gilicHIOBano CTaTUCTUYHO 3HAYYLLOro
BMMMBY Ha PYXOBY aKTUBHICTb LLYpPIB.

Lli pesynbTaTn AEMOHCTPYHOTh, WO BakumHauia Tay-nentugom SEQ ID NO: 8, akun no3basneHuin
BCix TepaneBTnyHux enitonis (B SEQ ID NO: 98-101), Buknukana: 1) BigCyTHICTb 3MiHWM piBHSA
HEpPO34YMHHOro Oinka Tay B TOMOBHOMY MO3KY iMyHi30BaHMX LLypiB Ha OGioxiMiyHOMY piBHi; i 2)
BiCYTHICTb epeKkTy Ha HEMPONOBEAIHKOBOMY PiBHiI.

EdbekT nentugHoi BakuuHyu Ha HaBaHTaxeHHs NFT B cToBOypi ronoBHOro MO3Ky TBapWH, SKUM
NPOBOAMMY BBEOEHHS i IKUM BBOAUNU iMITYHOUMI KOHTPOMb (BBOAMMMW TiNbKM aa'toBaHT), OLiHIOBaNu
3a JONoMOrolo iMmyHoricToximil. Pesynbtatu nokasanu, Wwo imyHoTepania Tay-nentugom SEQ ID NO: 8
He 3HWXKYyBarna KinbkicTb HerMpoidbpmnapHux By3nukis (dir. 51). Y TBapuH, SikumM NpoBOAMIN BBEAEHHS
i SKMUM  BBOOUIM  IMITYIOMMW  KOHTPOMb, pPO3BMBanNacsd MpPakTUYHO  iOeHTUYHA  KinbKiCTb
HevipogereHepaTMBHMX 3MiH Yy BcCix obnactsx cTtoBOypa rOflOBHOrO MO3KYy, FOfIOBHMM YMHOM B
peTuKynapHin doopmadii ctoBbypa ronoBHOro Mo3Ky, L0 BUSBNSTLCA 3abaperieHHam AT8 i DC217.

BakumHauis SEQ ID NO: 8, o He OXonmne Higkui NoBHUIM TepaneBTuyHui eniton (SEQ ID NO:
98-101), He npoAeMOHCTpyBana HiSIKOro CApPUSATIMBOrO edqeKkTy Yy TBapuH, SKUM NpPOBOSUNHN
BBeOEHHS. TakMM 4YuHOM, pesynbTaTu iMmyHisauii nentugammn SEQ ID NO: 5-8 gemMOHCTpyoTh, WO
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NPUCYTHICTb LLLOHANMEHLLEe OHOro NOBHOIO TepaneBTUYHOro enitona (postawwosaHoro B SEQ ID NO:
98-101) HeobxigHa ans 6axaHoro NO3UTUBHOrO edeKTy BakuWMHW - 3HWKEHHS natonorii 6inka Tay i
NONINLWeHHS LWoHarMeHLe 0gHOro HeEMpOonoBediHKOBOro napamMeTpa.

() SEQ ID NO: 108, tay 294-KDNIKHVPGGGS-305. Lypie SHR72 imyHidyBanu Tay-nentnaom
SEQ ID NO: 108, koH'toroBaHum 3 Hociem KLH, cknageHum 3 ag'toBaHTOM Ha OCHOBI ranyHy, i
BBOoaUNM B fo3i 100 MKr Ha TBapuHy.

BakumHauis TpaHcreHHux wypie SHR72 Tay-nentugom SEQ ID NO: 108 ctaTMCTUYHO 3HA4yLLO
3HWXKYBana piBeHb HEpPO34YMHHOro naTonoriyHoro Ginka tay (p<0,001). Ockinbkn natonoria xBopobu
Anburenmvepa y SHR72 BuknvkaHa naTonoriyHMMmn Hepo3vMHHUMK opmamm binka Tay (BignosigHi
MOHOMepaM, Aumepam, ofniromepam i nonimepam nartonoriyHoro binka Tay), aHanisyBanu BMnvB
BBeAeHHs 12-mepHoi nacusHoi BakuuHn SEQ ID NO: 108 Ha piBHi Hepo3umHHoro Ginka tay. CtoOyp
rONIOBHOr0 MO3KY TPaHCreHHUX TBapwWH, iMyHi30BaHMX BiAMOBIAHMM iIMYHOreHOM, i KOHTPOMbHOI rpynu,
iMyHI30BaHOI TiNbkM aa'toBaHTOM, BUKOPUCTOBYBanW ANA €KCTPakuii HEepO3UYMHHOro B Capko3uni
naronoriyHoro 6Ginka Tay (8K onucaHo Buwe). Pe3ynbTaTty KiNbKiCHOrO aHanisy 3 BWKOPUCTaHHSM
iMyHOBNOTUHIY ONsi TPynM TPaHCreHHUX LWypiB, iMyHi3oBaHux Tay-nentngom SEQ ID NO: 108, i
KOHTPOSIbHOT rpynu npeactaBneHi Ha dir. 52 i 26B. BakumHauisa CTaTUCTUYHO 3HaYyLO 3HWXKXYyBana
piBEHb MATOMOr4YHOr0 HEPO3YMHHOrO BiNnka Tay y iIMyHi30BaHUX TBApWUH B MOPIBHSAHHI 3 KOHTPOITbHUMM
TPaAHCTEHHUMMU LLlypaMu, SIKMM BBOOUNK Tinbku ag'toBaHT (dir. 52). Lle 3HmxXeHHA cnocTepiranv ans
BCiX MpoaHarni3oBaHux enitonie OGifnka Tay, WO MawTb BigHowWweHHS o AD. IMyHi3auisa Tay-nentngom
SEQ ID NO: 108 iHgykyBana 3Ha4He 3HWKEHHS HepO34MHHOro natonoriyHoro 6Ginka tay (p<0,001;
70 %), WO BUSABMSETBCA LUNAXOM BUMIPIOBAHHSA 3a AOMOMOIOK 3arafnilbHOro MOHOKMOHAaNbHOro
aHTuTina npotu 6inkiB Tay DC25 (gir. 52). binbLie Toro, aHania 3a gonomorot docdo3sanexHnx mAb
DC217 (pThr217) i AT8 (pSer202/pThr205) nokasaB 3HauvyLle 3HWKEHHS PiBHIB MaTONOMYHUX TUNIB
binka Tay, cdoccopunosaHux no Thr217 (p<0,001; 96 %) i no Ser202/pThr205 (p<0,05; 98 %) B
Hepo34MHHOMY Binky Tay, y iMyHi30BaHWUX LWypiB B NOPIBHAHHI 3 KOHTponamu (¢ir. 52). CtatucTtnyHo
3HauylLLle 3HMKEHHS TaKoX CrocTepirany BigHOCHO PiBHIB HEPO34YMHHOIO MaTosoriYHoro Ginka Tay, LWo
MictuTb pThr231 (p<0,05; 97 %) i pThr181 (p<0,05; 94 %). Lli pe3ynbTatn nokasyoTb, WO iHAYKOBaHa
BaKUMHOIO iMyHHa BignoBigb NPpMBOANTDL 0O CTATUCTUYHO 3HAYYLLOMO 3HMXKEHHSA PIBHIB paHHiX cdopm
nartonoriyHoro Ginka Tay (NpeacTaBneHUX MOHOMepamu, AuMepamu, oniromepammu) i NisHix copm
nartornoriyHux nonimepis Ginka Tay (npeacrtasneHmx PHF).

BakumHauis TpaHcreHHux wypie SHR72 Tay-nentugom SEQ ID NO: 108 cTaTUCTUYHO 3HA4yLLIO
noninwyesana HenponoBediHkoBi napameTtpu (p<0,05). PyxoBy HepgocTaTHICTb BMMiptOBanu 3a
AONOMOrold Habopy CTaHOapTHUX pPyxoBUX BuUMNpobyBaHb B KOMOGiHaUii 3 HEBPOMOriYHUM
AoCnigpKeHHAM B cknageHoMy nokasHuky - NeuroScale. Y Biui 6,5 micausa TpaHcreHHux wypis SHR72,
akum Beoaumnu Tay-nentung SEQ ID NO: 108, niggaBanu noBeaiHKOBUM BUNPoOyBaHHAM 3 METOH
BU3HauyeHHs edekTy imyHoTepanii. Wypn, skum BBogunu imyHoreH y Burngagi tay-nentugy SEQ ID
NO: 108, npogemMoHCTpyBanu 3Ha4vyLlo 3HWKEHY NaTeHTHICTb BUXody Yy BUNPOBYBaHHI XOAIHHA MO
nepeknaauHi (*p=0,04) B MNOPIBHAHHI 3 TpaHCrEHHUMMU LLypaMK, SIKUM BBOAWNWU TifNlbKW af'toBaHT
(koHTpoONI) (dpir. 53). AHanoriyHo, cnocTepiranu NO3UTUBHY TEHAEHL0 B YUCHi 3iCKOB3YBaHb 3afHiX
KiHLiBOK Y BakUWHOBaHI rpyni B MOPIBHAHHI 3 TPAHCrTEHHUMMU LLypaMU 3 KOHTPONbHUM BBEAEHHAM, LS
BiAMIiHHiCTb Oyna 3Hauywot (*p=0,045, cir. 53). 3araneHun nokasHmk NeuroScale oGuncnoBanu 3
AaHUX, OfepXaHux Yy BUNPOOYBaHHI XOAIHHA NO nepeknaguHi, BUMPoOyBaHHAX M'S30BOI TAMM i3
3aXOMMEHHSAM | HEBPOMOriYHUX OOCHiAXEHHSX (OCHOBHI pediriekcn, pednekc BTiKaHHA y BUMmMAi
PO3TArHEHHs 3a4HiX KiHUiBOK). IMyHi3auia 3Havywo noninwysana nokasHuk NeuroScale y wypis, gkum
seogunu nentug SEQ ID NO: 108, B NOPiBHAHHI 3 KOHTPONBLHOK rpynol BBedeHHA (*p=0,047) (dir.
53C). 3aranbHuin nokasHuk NeuroScale nigTBepauB HEMPOMNOBEAIHKOBE MOSIMLUEHHS Y TPAHCTEHHUX
LLypiB, SIKUM MPOBOAUNM BBEOEHHHA, B MOPIBHAHHI 3 TPAHCTEHHMMW LLypaMu, SKMM He MpoBOAUNU
BBe[eHHA. Bci ctatucTnyHi gaHi ogepXysanu 3 BUKOPUCTAHHAM HenapameTpuyHoro U-kpuTepito
MaHHa-YiTHi.

HenponoBeaiHkoBi napameTpu kopentoBanu 3 piBHAMM HEPO3YMHHOIO NaTosoriyHoro Ginka Tay B
cToBOYpi rONMOBHOTO MO3KYy TPaHCreHHUX TBapWH, SIKUM MPOBOAMIN BBEAEHHS. TBapuHW, SKUM
BBOAMNM BakumMHHUI nenTug SEQ ID NO: 108, manu HM3bKi piBHI HEPO34YMHHOrO NaTomnoriYHoro Ginka
Tay, ski 6ynu acouioBaHi 3 OinNbll HM3bKOK JATEHTHICTIO BUXoAdy i OiNbl HU3LKUM YUCIIOM
3iCKkOB3yBaHb 3afHiX KiHUIBOK B MOPIBHAHHI 3 TBapMHaMmn 3 KOHTPONbHWM BBedeHHAM. Lli aaHi
NoKasytoTb, LLO 3HWXEHHS PiBHIB HEPO3YMHHOIO NATOMOoriYHOro Ginka Tay NpMBOAWNTbL A0 CTAaTUCTUYHO
3Ha4yLLOro MNoninweHHs HeMponoBeAiHKOBOro AediunTy B rpyni TpaHCreHHUX TBapWH, iMyHi30BaHUX
BakUMHOIO Ha ocHoBi 12-mepHoro nentugy (SEQ ID NO: 108), gemoHCTpyoun ii TepaneBTUYHY
LiHHICTb.

BakuuHauis TpaHcreHHux wypis SHR72 Ttay-nentngom SEQ ID NO: 108 npuena go 60 %
3HWKEHHS HaBaHTaXKeHHs HenpodibpunsapHumn Bysnukamn (NFT). ImyHoricToximidyHMn aHania
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HeripodibpunapHoi natonorii 6inka Tay (HerpodibpunapHi Bysnuku, NFT) B cTtoBBypi ronosHoro
MO3Ky npoaemoHcTpyBaB 3HWxeHHs NFT, wo gocsraetbes y wypis SHR72, akum BBOAMNU BakuMHY
(cpir. 54). KinbkicTb iMyHi30BaHMX TpaHCreHHMX LWypiB 3 Benmknmu NFT B cTOBOYpi rONOBHOrO MO3KY B
MOPIBHSAHHI 3 TBapMHamu, SIKUM BBOAMMM ag'toBaHT, Oyna 3HwxkeHa Oinblie Hix Ha 60 %. IMyHi3auis
3HWXKYBana nartonorito 6inka Tay (monimepwu nartonoriyHoro Ginka Tay, PHF) B ronoBHomMy MO3Ky
TPaHCreHHUX TBapWH, iIMYyHi30BaHNX BaKLMHOW Ha ocHoBi nentugy SEQ ID NO: 108.

PesynbtatM AeMOHCTpylOTb, WO iMyHOTepanis Tay-nentngom SEQ ID NO: 108 edekTuBHO
3MeHLyBana nartosorito 6inka tay y wypie SHR72. BakunHauis npueena 4o CTaTUCTUYHO 3HAYYLLOro
3HWXKEHHS PiBHIB HEPO3YMHHOrO NaTomnoriyHoro Ginka Tay B ronOBHOMY MO3KY iMYHi30BaHUX TBapuWH, a
TakoX [0 3HWXKEHHS HaBaHTaXeHHs HenpoddibpunapHumy Byanukamu (PHF). 3MeHLWweHHs KinbKoCTi
natonoriyHmx GinkiB Tay npuBOAMMAO OO CTATUCTUYHO 3HAYYLLOro MOMIMNWEHHS HEeMponoBeniHKOBMX
napameTpiB TPAHCrEHHWX LLYpPIiB, SKMM NPOBOAWUNWN BBEAEHHS. Takum YMHOM, BBEAEHHSA Tay-nentugy
SEQ ID NO: 108 mae 3gatHicTb nikysatu AD.

MPUKIAL 21: IMYHOTEPAMIA TEPAMNEBTUYHUMW TMENTUOAMWA  TIPOTU AD €
IMYHOEHHOKO | IHOYKYE TMPOOYKUIKO  CrEUUNSIMHUMX OO TNOBA3AHOIO 3
3AXBOPIOBAHHAM BITKA TAY AHTUTIN Y TPAHCITEHHUX LWYPIB

(a) Micnsa n'aTv 0O3 BaKUMHM Ha OCHOBI Tay-NenTuay NPOBOAWMMAM aHari3 iMyHOreHHOCTI nenTuay y
LypiB, SIKUM NPOBOAWNW BBeAEHHS. [nA BM3HAYEHHS TUTPY aHTMUTIN BMKOPUCTOBYBANM CUPOBATKY
iMyHi3oBaHMX LWypiB. CupoBaTky LWYypiB, iMYHI30BaHUX TiflbkM ag'toBaHTOM, BUKOPUCTOBYBamNM $IK
KOHTpOmnb. TuUTpu cneundiyHMX aHTUTIN NpoTu Oinka Tay BM3Hadanu 3a gonomoroto ELISA, sk
onucaHo B npuknagi 19. CepinHi po3BeaeHHsT KOXHOT CMPOBATKM AOCHiAXYBanu nNpoTy noB'A3aHoro 3
AD TayA(1-150; 392-441)/4R i pekombiHaHTHOro noBHOpo3mipHoro bBinka tay 2N4R, akumu 6ynu
nonepeaHbO MOKPUTI AMKM MIKPOMMaHLWETIB ANA TUTPYBaHHA. AHani3oBaHi iMyHOreHu iHAyKyBanu
NPOAYKLUilo cneundidyHux aHTUTIN NpoTu Ginka Tay.

Hanpuknag, cneumdiyHi aHTuTina npotu 6Ginka Tay ogepxysBanu nicns iMyHisauii 275-
VQIINKKLDLSNVQSKCGSKDNIKHVPGGG-304 (SEQ ID NO: 4). AdTuTInGg, iHAyKoBaHi Tay-
nentugom SEQ ID NO: 4, Bussnanu npmbnmaHo B 3 pasu Oinbll BUCOKY aKTUBHICTb 3B'A3yBaHHA 3
HenpaBunbHO HeBnopsaakoBaHum TayA(1-150; 392-441)/4R, Hix 3 Ginkom Tay 2N4R (dir. 55;
po3seaeHHs 1:3200). Li pesynbTatv gani BkadyloTb Ha Te, WO LS BakUMHA iHAYKyBana aHTuTina, ski
MalTb TepaneBTUYHUA MOTEeHUian i po3ni3HalTb i YyCyBalOTb/HENTPAani3ytoTb NaTONOriyHi GinkM Tay
npu xBopobi Anburerimepa.

Takox, BakuuHaLia TpaHcreHHux wypie SHR72 Ttay-nentugom SEQ ID NO: 108 iHgykyBana
YTBOPEHHS aHTWTIM, WO MNepeBaxHO 3B'A3yl0TbCA 3 naTtonorivHum  Ginkom Tay, BIOHOCHO
gigionoriyHoro Ginka Tay. licna n'aTv 4o3 BakuMHW NPOBOAMMM aHari3 iMyHOTEHHOCTI Y KOXHOro 3
BaKLUMHOBaAHMX LLYpIB. Y TBapWH Bigbupanu KpoB Yepes ABa TWKHI NiCNs OCTaHHbOI 4OMOMIKHOI 403N, i
3ibpaHi cnpoBaTKu BUKOPUCTOBYBamnM Afs BM3HAYEHHS r€OMETPUYHOrO CepedHboro TUTPY aHTUTIN
(GMT). Tutpu cneumdivyHUX aHTUTIN NPOTU Binka Tay Bu3Hayanu 3a gonomoroto ELISA, sik onucaHo B
npuknagi 19. CepinHi possegeHHa (Big 1:100 go 1:51200) koxHOT cupoBaTKuM OOcChigKyBanuM npoTtu
nartonoriyHoro Oinka TayA(1-150; 392-441)/4R i cisionoriyHoro Ginka Ttay 2N4R, BMKOpPUCTaHMX K
TBepAa dasa. TUTpW BU3HaAYamnmM ik 3BOPOTHY BESIMYMHY PO3BEAEHHSA CUPOBATKW, SIKa AAE MOMOBUHY
MaKCUMaribHOi OMTWMYHOI TYCTUHM (NOrMMHaHHA). Ona ob4YnCneHHs reoMEeTPUYHUX CepefHiX TUTPIB
aHTUTIn, pesynbTatoMm TUTpiB, MeHwnm 100, npunucysanu BenunuuHy 10. Ak nokasaHo Ha dir. 56,
TUTP aHTUTIN natonoriyHoro Binka TayA(1-150; 392-441)/4R (GMT 12800) 6yB B Tpu pasu BuLle, HiX
TUTP nNoBHOpo3MipHoro Ginka Tay 2N4R (GMT 4200). TuTpu aHTWUTIN TakoX BUMIpOBanu MpoTu
HekoH'toroBaHoro nentugy SEQ ID NO: 108 3 BMKOpUCTaHHAM Ti€l XX TEXHOMOrii, ska onuMcaHa B
npuknagi 19. Ha oir. 56 nokasaHo, WO HanbinbL BUCOKI TUTPU aHTUTIN iHOYKYBanucs npoTu Tay-
nentngy SEQ ID NO: 108 (GMT 20800). Y TpaHCreHHuMX LypiB, iMyHi30BaHNX TifbKM af'toBaHTOM, He
Oyno BuABNEHo aHTUTINbHUX Bignosigen (GMT 10; gaHi He npepcTaeneHi). BakuymHauis nentngom
SEQ ID NO: 108, wo mictutb eniton DC8E8 Ne 2 (8 SEQ ID NO: 99), iHaykyBana aHTuTina, Lo
nepeBaXHO PO3Mi3HalTb NaTONOriyYHWiA BGiNoK Tay, AKi, TaKMM YUMHOM, PO3PI3HIOITHL MATONOMYHUA
TayA(1-150; 392-441)/4R i cpisionoriyHnii 6inok Tay 2N4R. Binblue Toro, pe3ynbTaT nokasas, wo SEQ
ID NO: 108 € iMyHOreHHWM i, TakKUM YMHOM, Mae TepaneBTUYHUIN MOTeHUuian BiQHOCHO YCYHEHHS
nartonoriyHmx Ginkie Tay npu xsopobi AnbLrenvepa.

BinbLe Toro, BakumHaLisa TpaHcreHHux wypis SHR72 tay-nentugom SEQ ID NO: 108 nepeBaxHo
iHOyKyBana yTBOpeHHs i3otuniB IgG-aHTuTin, cneuudiyvHnx [o natonoriyHoro 6Ginka Tay. [Ons
BM3HAYEHHS KOHKPETHUX i30TUMIB aHTUTIM, NpodykoBaHux y Bignosigb Ha nentug SEQ ID NO: 108,
CMpOBaTKM LLYPIB iMyHI30BaHOI i KOHTPONBHOI rPpyn MigaaBanu cepinHoMy po3segeHHto Big 1:100 go
1:12800, i pocnigpxyBanu B ABOX ek3emnngapax 3a gonomoroto ELISA (sk onucaHo B npuknagi 19)
npoTtu natonoriyHoro Ginka TayA(1-150; 392-441)/4R. Ons sussnexHs isotunis 1gG1, 1gG2a, IgG2b,
IgG2c i IgM wypa, cneundiyHMx 4O Nigknacie aHTWUTIN wypa, KoH'toroBaHi 3 HRP BTOpWHHI aHTUTINa
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posbasnsanu 1:5000 B PBS (Pierce, aHtuTino npotn 1IgG1-PA1-84708, aHtutino npotn IgG2a-PA1-
84709, aHtutino npotn IgG2b-PA1-84710, aHtuTino npotn IlgG2c-PA1-84711, i aHTuTino npotu IgM-
PA1-84712). Ha cpir. 57 npeacraBneHi pe3ynbtaty onsa penpeseHtatuBHoro poseeneHHsa 1:800. Jani
AeMoHcTpytoTh, wo nentug SEQ ID NO: 108, koH'toroBaHmn 3 KLH, iHOyKyBaB LUMPOKUIA CREKTp
i3oTuniB aHTUTIN NpoTn BGinka Tay. BakuuHa iHAyKye BUCOKI piBHi idoTuniB aHTuTin (IgG1, IgG2a, IgG2b
i 1gG2c), ski BBaxalwTbCa BUCOKOAMIHHMMKM aHTUTINamMuM. Haenaku, i30TMniYHUA npodinb
NPOAEMOHCTPYBaB AYyXe HU3bKi piBHi IgM-aHTuTin. BBaXxkaeTbcs, WO BOHW MaloTb HU3bKY adoiHHICTbL 40
aHTureHa. HasBHicTb BUMcCOKMX TuUTpiB IgG-aHTUTINA 3 nepeBaXxHOK adiHHICTIO  BiAHOCHO
natonoriyHoro Ginka Tay nokasana, L0 iMyHHa BignoBiab, iHAYKOBaHa BaKUMHOW, HanpasneHa npotu
TMNiB natonoriyHoro Ginka Tay. KOHTponbHi cupoBaTKW, oaepKaHi Big L ypiB 3 iMITyO4OK0 iMyHi3aLlieto
(sKvM BBOAMMM TiNbKM ag'toBaHT), 6ynn HeraTMBHNMN.

Lli paHi pani BukopucToByBanuM [ns Bu3HadeHHs nonspusauii (deHotun Th1/Th2) iMmyHHOI
Bignoeiai. PisHi isotunis 1I9G1 i IgG2a, ingykoBaHi iMmyHi3auieto, nocepeaHbO BKa3yoTb Ha BHECOK Thl-
LUMTOKIHIB BigHOCHO Th2-umToKiHIB y iMyHHY BignoBigb. Ak npasBuno, npoaykuia 1gG1-aHTuTin
iHaOyKkyeTbca Th2-umTtokiHamu i npoaykuis 1IgG2a-aHTuTin iHaykyetbesa Th1-umMtokiHamu. Takmm YMHOM,
cniBeigHoweHHs i3otunie IgG1 i IgG2a obumucnoBanu wnsxom gineHHs BenundnH OD ansa IgG1 Ha
BenvunHn OD gna IgG2a. Li gaHi BkasyioTe Ha Te (cniBBigHOWweHHs=0,625), wo iMmyHHa Bignosigb
Tpoxu 3cyHyTa y 6ik Th1-cbeHoTumny.

(b) MoHiTopyHr B peanbHOMYy 4aci MO 3B'A3yBaHHA 3 BWKOPWUCTaAHHSIM MOBEPXHEBOIO
NNasMOHHOrO pe30HaHCy A03BOSMMB BUMIPHOBAHHS KiIHETUYHOI LWBMAKOCTI acouiauii (kon) i gucouiauii
(korF) aHTMTIN 3 ob'egHaHMX  cMpoOBaTOK  WYpiB, iMYHi30BaHuX  Tay-nentugom  275-
VQIINKKLDLSNVQSKCGSKDNIKHVPGGG-304 (SEQ ID NO: 4). AHani3 nokasas BigAMiHHICTb MiX
posnidHaBaHHAM TayA(1-150; 392-441)/4R i disionoriyHoi i3ocbopmu Ginka Ttay 2N4R (cpir. 58).
AHTUTING, iHOYKOBaHi iMyHi3auielo, BUSABNANW nepeBaxHy adiHHICTb BigHocHO TayA(1-150; 392-
441)/4R, 3B'a3ytoun uen Ginok Tay 3 B Tpy pasn Binbll BUCOKOK adiHHICTIO y BUNaAKy YKOPOYEHOro
noe'sdaHoro 3 AD 6Ginka Tay B MOPIBHSAHHI 3 iX adiHHICTIO BiAHOCHO BIANOBIQHOT MOBHOPO3MIpPHOI
isocbopmn 2N4R. Byno Bu3Ha4eHO, WO US BIiAMIHHICTb B 3B'A3yBaHHi €, 4acTKOBO, HacCnigKom
nNpubnmaHo B N'aTb pasiB binbw BMcoKoi wBMAKocTi kon Ans TayA(1-150; 392-441)/4R (gaHi He
npeacTaBneHi).

(c) Ans noganbloro BM3HAYEHHS CNeunMdidHOCTI aHTUTIN, IHOYKOBaHMX Yy LWYpPIiB, iMYHI30BaHUX
TepaneBTUYHMMM Tay-NnenTuaamu, aHTUCUPOBATKY MOXHA BUKOPWUCTOBYBATU AN iMYHOFCTOXIMIYHOrO
3abapBneHHs 3aMOpOXEeHMX 3pi3iB rinokamna 3 ronoBHOro mosky noguHu 3 AD. Hanpuknag, 3a
AONOMOrOK LbOro aHanidy OuiHIoBanu aHTuTing, ingykosaHi nicns imyHisauii SEQ ID NO: 4. lNinokamn
3 ronoBHOro Mo3ky noavHun 3 AD dikcyBanu 4 % napacdopmansgerigom npu 4 °C npotarom 2 ai6, a
notim obpobnsanu 25 % caxapo3ol NpoTarom 72 rogvH gns 3abesnedeHHs KpionpoTtekuii. MoTim
MaTepian 3amopoxyBanu B xonogHomy 2-metunbytaHi (-42 °C) npotarom 30 cekyHA i Hapisanu Ha
3pian Ha KpiomikpoTomi. KopoHapHi 3pisan (40-mkm) Hapisanu B kpioctati npu -18 °C. [ns
iMyHOTICTOXIMIYHUX JOCnigXeHb BUKOPUCTOBYBanW BinbHONMaBawdi 3pi3vn. BinbHonnasatoui 3pisun
TKaHWHKU 06pobnanu xonogHow (+4 °C) 99 % MypalLMHOK KUCIOTOK NPOTArom 1 XB. MpU KiMHATHIA
TemnepaTypi (25 °C). 3pian ronoBHOro Mo3ky iHkyOyBanu npoTtdarom 20 XBUNWH NPWU KiMHATHIN
TemnepaTtypi B 0,01M PBS, pH 7,4, wo mictnte 0,3 % Triton X-100 i 1 % H202, a noTim nposoannu
iHkybauito npotarom 30 xBunuH B 6nokyBanbHOMy po3ymHi (0,01M PBS, wo mictutb 0,3 % Triton X-
100, 1% cwupoBaTka KOHs), a MOTIM NPOBOAUNM iHKYDaUild MPOTArOM HOYI 3 cupoBaTkamu Big
TPaHCreHHUX LLypiB, iMyHi30BaHMX BakuumHot, wo MicTute nentug SEQ ID NO: 4 (posbasneHui
1:1000) mpu 4 °C. licna NnpoMuMBaHHA 3pi3n niggasanu iMyHHOMY 3abapBneHHIO 3 BMKOPUCTaHHAM
cTaHgapTHoro cnocoby 3 asiguHom-6ioTuHOM-nepokcuaasow (ABC Elite, Vector laboratories,
Burlingame, CA). lNpoaykT peakuii BidyanisyBanv 3 BUKOPUCTAHHAM cuctemu asiguH-6ioTuH i Vector
VIP sk xpomoreHa (Vector laboratories). lNMoTim 3pi3v gocnigkyBanu 3a [ONOMOrow MiKpockona
Olympus BX51. IMyHoricToximiuHe 3abapBreHHs nokas3ano, WO aHTuTina, iHAYKOBaHi LUMSIXOM
imyHizauii nentugom SEQ ID NO: 4, cneuudivyHo po3nisHaBanu naTororiyHi CTpyKTypu Ginka Tay,
TO6TO HelpodpibpunapHi ocepedkn B rinokamni rofnoBHOrO MO3Ky npu xBopobi Anburerimepa (dir.
59A, B). CupoBaTtku Bif KOHTPOMbHUX LLYpPIB, SKUM BBOOUMM TiNbKWU aa'loBaHT, BUKOPUCTOBYBANWU K
HeraTMBHUM KOHTPOMb, i BOHM He po3ni3HaBanu HisgKol HeWpoHanbHOI naTonorii (gaHi He
npeacTaBneHi).

BakuuHauis TpaHcreHHux wypis SHR72 tay-nentugom SEQ ID NO: 108 iHgykyBana aHTuTING, WO
pO3Mi3HaTb MNaTomoriyHi GiNkMm Tay B 3pi3ax TKAHWUH TOFIOBHOTO MO3KY JIIOOMHU 3 XBOPOOOH
AnburermMepa. [Ons nofanbloro BW3HAYEHHS CMNEeUMdIYHOCTI aHTWUTIN, [HAYKOBaHWX Y LypiB,
iMyHi3oBaHMX TepaneBTudHuM Tay-nentngoMm SEQ ID NO: 108, ix cupoBaTKy BMKOPMCTOBYBanu Anis
iMyHOrICTOXiMIYHOIO 3abapBrieHHS EHTOPWMHAarbHOI KOPU 3 BUKOPUCTAHHAM 3aMOPOXEHMX 3pi3iB
ronoBHOro mo3ky moavHu 3 AD (cTtagia bpaaka VI). BinbHonnaBaroui 3pisn TkaHWH iHKyOyBanu 3
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cupoBaTkamu (posbasnernumu 1:1000) Big iMyHi3oBaHWX TpaHCreHHWX Lwypis npu 4 °C. lHauBigyanbHi
cupoBaTku Big TBapwH, BakuuHoBaHux SEQ ID NO: 108, BukopmncToByBanu no OKPEMOCTi, B TOW yac
K CMUpOBaTKM Big TBapWH, BaKUMHOBAHWX TiNbku ag'toBaHTOM, o0'egHyBanu. [licna iMyHHOro
3abapBneHHs 3 BUKOPUCTaHHSM CTaHAapTHOro cnocoby 3 aeignHom-b6ioTMHOM-nepokcuaaso (ABC
Elite, Vector laboratories, Burlingame, CA) 3pi3u gocnimkyBanu 3a gornomoroto Mikpockona Olympus
BX51. ImyHoricToximiuHe 3abapBrieHHs Mokasasno, WO aHTWTINa, iHAYKOBaHi iMyHi3auieo nentugom
SEQ ID NO: 108, cneuudiyHo po3nidHaBanu naToMoriyHi CTpykTypu 6Ginka Tay, TO6TO
HenpodibpnNApHi ocepedkn B eHTOpPMHarbHIl KOpi FONOBHOroO MO3Ky npu xBopobi Anburerimepa. Ha
¢ir. 60A-E npegcraBneHe penpeseHTaTuBHe iMyHHe 3abapBneHHsi CMPOBATKOM Lypa, B3ATOK Bif
n'aTM BaKUWHOBaHUX TpaHcreHHmx wypis SHR72. CuposBaTtku TBapwH, BakumHoBaHux SEQ ID NO:
108, ycyBanu HenpodibpunsapHy naTonorilo AyXe IHTEHCUBHO, NIATBEPOXYKOUNM, WO aHTuTina
e(eKTMBHO HaLinBanncsa Ha natonoriyHi 6inku Tay. CMpoBaTkM KOHTPOSbHUX LLYpPIB, SKMM BBOAUNU
TiNbKM af'toBaHT, BWKOPUCTOBYBANMM $K HeratuBHi KoHTponi. BoHM He posnizHaBanu Hiskoi
HenpodibpunapHoi natonorii (gir. 60F).

AHTUTING, iHOykoBaHi BakumHoio SEQ ID NO: 108, posnisHatoTe naTonoriyHi 6inku Tay,
eKcTparoBaHi 3 ronoBHoro mMo3ky SHR72 i 3 ronoBHoro mo3ky noguvHu 3 AD. CneuumdiyHicTb
CUpOBaTOK Bif, LWYpiB, iMyHi3oBaHnx Tay-nentngom SEQ ID NO: 108, gani gocnigxyBanu BigHOCHO
NaTonoriyHMx oopm PO3YMHHOTIO i HEPO3YMHHOIO NATONOriYHOro Giflka Tay 3 BUKOPUCTaAHHAM Cnocoby
iIMyHOGNOTUHTY (K onucaHo B npuknagi 19). CToBGyp ronoBHoro mosky wypis SHR72 Ha nisHin cTagji
naTosorii BUKOPUCTOBYBAmNM AN €KCTpaKuUii PO3YMHHMX | HEePO3YMHHUX NaTonoriyHMx OinkiB Tay.
CkpoHeBy kopy ronosHoro mo3ky ntoamHm 3 AD (ctagis bpaaka VI; ogepxaHa Big Netherlands Brain
Bank, HigepnaHan) BukopucToByBanu Ans ekcTpakuii naTtonoriyHoro 6inka Ttay moguHun 3 AD.
PO34MHHI i HEpO34MHHI naTonoriyHi Binkn Tay ogepXyBanu 3 BUKOPUCTAHHAM TOrO X Cnocoby, Skun
onucaHun B npuknagi 8. Ana po3unHHMx dpakuiv 6inka tay 15 MKr ToTanbHUX GinkiB HAHOCKMIM Ha
Aopixky. [na Hepo3unHHMX dpakuin Ginka Tay ocag po3uunHanm B 1x Bydepi ona HaHeceHHs 3paska 3
popeuuncynbgartom HaTpito (SDS) (Laemmli, 1970) B 1/50 06'eMy po34mHHOI dopakLii, BUKOPUCTaHOI
ONs oQepXxaHHSA HePO34YMHHOT dpakuii Ginka Tay, i piBHUA 06'em HaHocunn Ha SDS-PAGE. O6'eaHaHi
cupoBaTKM iMyHi30BaHUX TBapuH po3daensnu 1:1000 B PBS i BukopuctoByBanu sk MNepBUHHE
aHTuTino. lMicnsa iHkyOauii 3 NEPBUHHMM AHTUTINIOM iLUNO MOSIKMOHANbHE AHTUTINO KPONMKa MpPOTU
iMmyHOrnobyniHiB Lypa, KoH'toroBaHe 3 nepokcugasoto xpoHy (1:3000; Dako, Glostrup, daHis). CurHan
BECTEPH-OMOTMHIY ouudpoByBanu 3a OMNOMOrow Bidyanisytodoi cuctemm LAS3000 CCD (Fuijifilm,
AnoHis). PedynbTaTn UbOro aHanisy 3 BUKOPUCTaHHAM iMyHOBNOTUHIY npeacTaBneHi Ha dir. 61.

PesynbTatu (ir. 61) nokasyoTb, WO aHTUTING, iIHAYKOBaHI NpOTK NenTuay, Wo MicTuTb eniton 2
(SEQ ID NO: 99) DC8ES8, posnizHatoTb natonoriyHi 6inku tay, ekctparoBaHi 3 SHR72 i 3 TKaHuWH
ronoBHOro Mo3ky npu AD. |HOyKOBaHi aHTuMTina po3nisHaBanu MOHOMEPHiI hopMu NaTonoriyHoro Ginka
Tay (gopikka Ne 1, 2 i 3), a Takox oniromepHi dopmu natonoriyHoro Ginka Tay (gopikka Ne 2 i 3),
BKItovatoum Tpunnet Ginka tay A68, xapaktepHun ans AD. Lli gaHi BnnvMBaloTh KMHOYOBUM YMHOM Ha
iMyHOTepanito 3 BUKOPUCTaHHAM Uiei mMogeni xBopobu Anburenmepa Ha Lwypax. BucokoadiHHi
aHTWTINa, iHOYKOBaHI BaKUWHOO, HaLineHi Ha BCi popMu natonoriyHmx GinkiB Tay. BoHn HauineHi Ha
MOHOMepPHI hopMM NaToNOrYHUX GiNKiB Tay i, TAKMM YMHOM, NepPEeLLIKO4KalTb NaToNOrYHIA B3aemogii
Tay-Tay (oniromepusauis), WO BeAe A0 3HWKEHHS PIBHIB HEPO3YMHHUX BiNkKiB Tay y BaKLMHOBAHOIro
lypa i, oTXe, 40 noninweHHa HeMPONoBediHKOBMX NapaMeTpiB. |IHAYKOBaHi aHTUTINa TakoxX 3B'A3Y0Tb
oniromepHi dhopmu natonoriyHoro Ginka Tay i HauinwTb iX Ha Aerpagadito, Hanpuknag Mikporrieto,
sk onncaHo B npuknagi 10 ana mAb DC8ES.

MPUKIAL 22: IMYHOTEPAMIA TEPAMNEBTUYHUMMW MNEMNTUOAMU TTPOTWU AD IHOYKYE
MPOAYKUIKO AHTUTI, CMEUU®IMHNX IO MNMOB'A3AHOIO 3 3AXBOPIOBAHHAM BINTKA TAY, ¥
MWLLEN

Mentngn SEQ ID NO: 109, SEQ ID NO: 110 (SEQ ID NO: 88 Bignosigae SEQ ID NO: 110 3
ponatkosum N-kiHLeBum Cys ans koH'torauii), SEQ ID NO: 111 i SEQ ID NO: 112, o MicTAaTb OAWH 3
TepaneBTMdHMX enitonie abo B SEQ ID NO: 100, abo B 101, iHOyKyBanu nNpoaykuild aHTuTin y
iMyHi3oBaHMX Muwen. OpepxaHi aHTUTINa OEMOHCTPYHTb CTATUCTMYHO 3Hayywo Oinbl BUCOKY
aKTMBHICTb 3B'A3yBaHHSA 3 natonoriyHum Ginkom TayA(1-150; 392-441)/4R, Hix 3 gidionoriyHnum Ginkom
Tay 2N4R.

SEQ ID NO: 109, tay 314-DLSKVTSKCGSLGNIHHKPGGGQVEVKSE-342,

SEQ ID NO: 110, Tay 352-SKIGSLDNITHVPGGGNKKIETHKLTFREN-381,

SEQ ID NO: 111, Tay 325-LGNIHHKPGGGQ-336,

SEQ ID NO: 112, tay 357-LDNITHVPGGGN-368,

SEQ ID NO: 100, tay 329-HHKPGGG-335,

SEQ ID NO: 101, tay 361-THVPGGG-367.
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[incHo, 3 MeTol NoAanbLIOro BU3HAYEHHS iIMYHOreHHOro noTeHUiany nentuais, WO MiCTATb OAUH
abo pekinbka TepaneBTuyHMX enitonis DCBES8 (Hanpuknag, B 7-mepi: SEQ ID NO: 100 i SEQ ID NO:
101), KOHCTpyOBanM NeENTUAN AOBXMHOK ABaHAAUATb i Tpuauate amiHokmcnoTt (SEQ ID NO: 109,
SEQ ID NO: 110, SEQ ID NO: 111 i SEQ ID NO: 112), wo MiCcTATb OAUH 3 TepaneBTUYHMX ENniToniB
DCB8ES8. Tay-nentuamn SEQ ID NO: 109 (30 amiHokucrnoT) i SEQ ID NO: 111 (12 amiHOKMCOT) MiCTSATb
TepaneBTMYHMX eniTon, wWo 3Haxoautbcss B SEQ ID NO: 100. Tay-nentnan SEQ ID NO: 110 (30
amiHokmcnot) i SEQ ID NO: 112 (12 amiHOKMCNOT) MIiCTATb TepaneBTUYHUIA eniTon, WO 3HaXO4MTbCS B
SEQ ID NO: 101. lMentnam koH'toryBanu 3 KLH uepes ix N-kiHueBun 3anuwok Cys, sk onMcaHo B
npuknagax 18-19. OpepxyBanu BakuuHM Ans iMyHisauin 3 koH'toratamu nentua-KLH, wo mictats 100
MKr KoH'toroBaHoro nentugy B 100 mkn PBS i emynerosani 1:1 (06./06.) 3 ag'toBaHToM ®perHaa B
KiHueBomy ob'emi gosn 200 mkn. BukopuctosyBanu n'ate muwen Balb/c Ha rpyny BBeaeHHs. MNepluy
iMyHi3aLilo npoBoounM 3 BUMKOPUCTaAHHAM KoOH'lorata nentuay B PBS, cknageHoro 3 mnOBHUM
ag'toBaHtom ®penHga. [Bi noganblwi iMyHizauii 3 iHTepBanamy [ABa TWXHI  npoBoaunun 3
BUKOPUCTaAHHAM KoH'torata nentugy B PBS, cknageHoro 3 HenoBHuM ap'toBaHTOM ®penHpa. Ak
KOHTPOIb BUKOPWCTOBYBaNM BaKUMHY, WO MICTUTb TifbKM ag'toBaHT. CMpoBaTKM odepxyBanu 4yepes
10 pi® nicns ocTaHHLOI IMyHi3aUil i aHTUTINBHY BigNOBiAb BMMIptoBanu 3a gonomorot ELISA, sk
onucaHo B npuknagi 19. CupoBaTk1 iHOMBIOYaNnbHUX MULLEN NigaaBany CepinHOMY po3BeAEHHIO Bif
1:100 go 1:12800 i gocnigxyBann B ABOX ek3emnnispax. [Ana BU3Ha4YeHHsa cneumndgivyHoCTi cMpoBaTokK
nartonoriyHun 6inok TayA(1-150; 392-441)/4R i cpisionoriyHnin 6inok Tay 2N4R BukopucToByBanm sik
TBEpAy dasy. Ha dir. 62-65 npeacrasneHe ysaranbHEHHS pe3ynbTaTiB Afs CUPOBATOK B pO3BEAEHHI
1:800. Pesynbtatn ELISA ctatMcTMyHO oOuiHIOBaNM 3 BUKOPUCTAHHAM HEMapaMeTpUYHOro KpuTepito
MaHHa-YiTHi.

Bci pocnigxxyBaHi nentvam iHaykyBanu cneumadidHi 4o 6inka Tay aHTuTtina y iMmyHi3oBaHUX MULLEN.
AHTUTING, iHOYKOBaHI WNSAXoM BakumHauin Tay-nentugamm SEQ ID NO: 109, SEQ ID NO: 110, SEQ
ID NO: 111 i SEQ ID NO: 112, Mmanu CTaTUCTUYHO 3Ha4yLo Ginbll BUCOKY aKTMBHICTb 3B'A3yBaHHSA 3
naronoriyHum Ginkom TayA(1-150; 392-441)/4R, Hix 3 cpisionoriyHum Binkom Tay 2N4R (gir. 62-65).
Binbwe Toro, ykopoyeHHs nentugis Big 30 amiHokucnoT (SEQ ID NO: 109, SEQ ID NO: 110) go 12
amiHokmcnot (SEQ ID NO: 111 i SEQ ID NO: 112) npuBoguno Ao 3HayHo BinbLu BUCOKOI NpoayKLuii
cneundivyHNX aHTUTIN, sKi NepeBaXHO po3nidHaBanu nartonorivHun Binok Tay (SEQ ID NO: 109,
p=0,0115; SEQ ID NO: 110, p=0,0029; SEQ ID NO: 111, p=0,0007; SEQ ID NO: 112, p<0,001). B3gari
pasoM, Ui pe3ynbTatu nokasanu, wo nentugn SEQ ID NO: 109 i SEQ ID NO: 111 (wo ™micTaTtb
TepanesTudHun eniton B SEQ ID NO: 100) i nentuan SEQ ID NO: 110 i SEQ ID NO: 112 (wo mictatb
TepaneBTudHun eniton B SEQ ID NO: 101) € iMyHOreHHMMM i MaloTb TepaneBTUYHY aKTUBHICTb,
HauineHy Ha naTtonorivHi Ginku Tay, NMPUCYTHI B FOMOBHOMY MO3KY MauieHTIB, WO CTpaxgalwTb Ha
xBopoby Anburevimepa.

MPUKNAL 23: IOEHTUSGIKALIA CKOHCTPYWMOBAHUX TMEMTUAIB (CKOHCTPYWMOBAHI
TEPAMEBTUYHI EMITOMWX), 30ATHMX KOHKYPYBATWU 3 MATONOIMNYHAM BIJIKOM TAY 3A
3B'A3YBAHHSA LLIOHAMMEHLLE 3 OAHUM EMNITOMOM DCS8ES

KoHcTpytoBanu aBa gopgatkoBux nentuam (11-mepu) Ha OCHOBI KOHCEPBATUBHUX aMiHOKUCIOTHUX
3anuwkis mixx enitonom #1 (8 KHQPGGG, SEQ ID NO: 98), #2 (B8 KHVPGGG, SEQ ID NO: 99), #3 (B
HHKPGGG, SEQ ID NO: 100) i #4 (B THVPGGG, SEQ ID NO: 101). Y ix KOHCTPYKUIT M'ATb 3anuLLKiB,
o 3abesnevyoTb 3B'A3yBaHHA DC8ES8 3 uMmu enitonamu, 3anvwany ikcoBaHUMK: FMiCTUAWH, NPOiH
i TPy 3anuwikn rmiuMHy B nocnigosHocTi HXPGGG (SEQ ID NO: 164). Nentuam 6ynu CMHTE30BaHi B
EZBiolabs (CLUA) 3 unuctoToto BinbLue 85 %. [1Ba CKOHCTPYMOBaHUX TepaneBTUYHMX eniTonn ABMASOTbL
coboro GWSIHSPGGGSC (SEQ ID NO: 250) i SVFQHLPGGGSC (SEQ ID NO: 251).

Li nentuam aHanisyBanu BiOHOCHO iX 34aTHOCTI KOHKypyBaTWM 3 natonoriyHuMm 6inkom Tay 3
BUKOPUCTaHHAM KOHKypeHTHoro ELISA. MnaHweTtn ana ELISA (nnaHweT 3 BUCOKMM 3B'A3yBaHHAM
IWAKI, #3801-096, Bertoni GmbH, Asctpis) nokpuBanu 100 MKn/AMKy peKOMOIHaHTHOro OYULLIEHOTO
TayA(1-150; 392-441)/4R B koHueHTpauii 5 r/mn B PBS npoTtsarom Houi npu 4 °C. MNokpuTi nnaHweTn
anst ELISA npomuBanu 4 pasn PBS/Tween 20 (doccaTHo-conboBuin dydep, aonosHeHuin 0,05 %
06./06. Tween 20) i 6nokysanu PBS/Tween 20 npotsarom 2 rog. npu 25 °C. KoxHuin 3 nentugis no
okpemocTi po3unHanu B PBS B kiHueBin koHueHTpauii 5 MM. OpepxyBanu cepilHi 2-kpaTHi
po3sBeadeHHs nentuais B PBS/Tween 20 B noninponineHoBux nnaHwetax (Greiner, #651201)
(giana3oH koHueHTpauii 80, 40, 20, 10, 5 i 2,5 mkM). 100 MKN KOXHOro pO3BeAEeHHs nenTuay
amiwyBanm 3i 100 MKN O4MLLEHOrO MOHOKIOHanbHoro aHtutina DC8ES8 B koHueHTpauii 2 MKkr/mn
(ounweHHa NpoBoAMnM, K onucaHo B npuknagi 5). Omxke, ogepxani 200 Mkn cymiwi mictunu 1 Mkr/mn
anTtutina DC8ES8 i 40, 20, 10, 5, 2,5 1,25 MkM nentuan. Ak NO3UTUBHUIA KOHTPONb BKIoYanu TayA(1-
150; 392-441)/4R. Cywmiwi aHTuTino/nentng iHkybysanu npotarom 1 rog. npu 25 °C Ha o6epToBin
nnatgopmi, BcTaHoBneHin Ha 250 06./xB. [loTiM CTO MIKpONITPIB Cymilwen aHTuTino/nentng
nepeHocunu B nigrotoBrneHi nnaHweTtn ans ELISA i iHkybyBann npotarom 1 rog. npu 25 °C Ha

92



10

15

20

25

30

35

40

45

50

55

60

UA 123390 C2

obepToBiN nnatdopmi, BCTaHOBNEHIM Ha 250 06./xB. naHweTn npomuBanu 4x 3a OOMNOMOrO
PBS/Tween 20. MNMotim nnaHweTtun ans ELISA iHkyBysanu 3i 100 MK NOMIKNOHANBHOrO aHTUTINAG KO3u
npotn iMmyHornodyniHie muwi/HRP (Dako, #P0447), posbaeneHoro 1:4000 B PBS/Tween 20, i
iHKyOyBanu npotsarom 1 rog. npu 25 °C Ha obeptoBinn nnatdgopmi, BcTaHoBMNeHin Ha 250 06./xB.
MnaHwetn gns ELISA npomuBanu 4x 3a gonomoroto PBS/Tween 20. MNMoTim nnaHweTtn ansa ELISA
iHky6yBanu 3 100 mkn po3umHy 1,5 mr/2 mn o-PDA (o-ceHinengiamin, SIGMA, P1526) B 0,1M Na-
auertari, pH 6,0 (Roth, #6779), gonoBHeHoro B 1,5 mkn/2 mn 30 % H202 (SIGMA, H-0904), npoTtarom
10 xBunuvH npu 25 °C B TempsBi. Peakuito 3ynuHsanu pgopaBaHHsaMm 100 mkn 2M H2SOs4 (Merck,
1.00731.1000). CurHan, wo opMyeTbCs, BUMIpHOBanNu LWNAXoM 34ntyBaHHsA npu 490 HM (Hanpuknag,
3 BukopucTtaHHaMm Victor Multilabel Counter (Wallac)).

[Ba ckoHCcTpyWoBaHux nentuan, a came GWSIHSPGGGSC (SEQ ID NO: 250) i
SVFQHLPGGGSC (SEQ ID NO: 251), 6ynu obuaga 3aatHi koHkypyBaTu 3 TayA(1-150; 392-44)/4R 3a
3B'asyBaHHA 3 DCB8E8 (cpir. 66). lNentng GWSIHSPGGGSC (SEQ ID NO: 250), HasBaHum
CKOHCTPYMOBaHWM TepaneBTU4HMM enitonoM 1, NpOAEMOHCTpyBaB HaMbinbLl CXOXy adiHHICTb
BigHocHo DC8ES8 B nopiBHsIHHI 3 TayA(1-150; 392-441)/4R. AdinHicte nentuagy SVFQHLPGGGSC
(SEQ ID NO: 251), Ha3BaHOro CKOHCTPYMOBaHUM TepaneBTUYHUM eniTonom 2, BigHocHo DC8ES byna
Oinblle HiXXK HA OOQMH NOPSAOK BENUYMHM BULLIE, HiXXK adpiHHICTbL MOB'A3aHOro i3 3axBoptoBaHHAM Oinka
Tay (TayA(1-150; 392-441)/4R) BigHOCHO LIbOr0 aHTUTINA.

MPUKNAL 24: OOCNIIXEHHSA IN VIVO CKOHCTPYMOBAHMX TEPANEBTUYHKMX EMITOMIB
112 ANA IMYHOTEHETUKW | CNEUUN®IYHICTbL IMYHHOI BIAMNOBIAI

CkoHcTpyrioBaHuin TepaneBTudHum eniton 1 (GWSIHSPGGGSC, SEQ ID NO: 250) i
CKOHCTpYyMOBaHun TepaneBTnyHui eniton 2 (SVFQHLPGGGSC, SEQ ID NO: 251) koH'toryBanum 3
KLH yepes ix C-kiHueBun 3anuwok Cys (ak onucaHo B npuknaai 18) i BukopucTtoByBanun Ans
iMyHi3auii  muwen Balb/c. [Ona  KOXHOMO  CKOHCTPYWOBAHOrO  TepaneBTUYHOro  enitona
BMKOPUCTOBYBanu TpbOX Mulen. IMyHisauio npoBogunu Takum YmHom. OgepxyBanu BaKuMHW ONd
iMyHi3auii 3 KoH'toraTamm CKOHCTpynoBaHun TepaneBTuyHmi eniton-KLH, wo mictate 100 Mkr
KoH'toroBaHoro nentugy B 100 mkn PBS, i emynbryBanm 1:1 (06./06.) 3 ag'toBaHToM ®penHaa B
KiHueBomy ob6'emi go3n 200 mkn. [llepwy imyHizauito npoBoAUNM 3 BUKOPUCTaAHHSIM KOH'toraTa
CKOHCTpYyIoBaHWU TepaneBTudHuMi eniton-KLH B PBS, cknageHoro 3 noBHuMM ag'toBaHTom PpenHaa.
YoTnpu noganblumx iMyHi3aLil NpoBoAWAN 3 iHTEpBanamm YOTUPU TWXKHI 3 BUKOPUCTAHHAM KOH'loraTiB
CKOHCTpYMOBaHWU TepaneBTUYHUIA eniton-KLH B PBS, cknageHnx 3 HeNoBHUM aa'toBaHToM PpeliHaa.
[ns  KOHTpOMbHOI iMyHi3auii BukopuctoByBann PBS 3amicTb KOH'toratiB CKOHCTPYWOBAHOMO
TepaneBTM4HOro enitona. Cnposatku ogepxysanu Yepes 14 gib nicna ocTaHHbOI iMyHi3aLii.

1. AHTUTINa PO3pi3HIOTL NaTonoriyHMm B6inok Tay. [Onsg BM3HaA4YeHHs cneumdidHOCTI CMpOoBaTKM
BMKOpUCTOBYBanu Asa 6inku Tay: pekombiHaHTHWMI naTonoriyHui Binok TayA(1-150; 392-441)/4R i
igionoriyHun 6inok tay 2N4R. CupoBatky Big KOXHOI MULLi MiggaBanu CepinHOMYy pO3BEAEHHIO Bif
1:100 po 1:12800 i gocnigxyBanu B TPbOX ek3eMnnsipax. TUTpU aHTUTIN BU3HAYanm 3 BUKOPUCTaHHAM
NonikNoHanbHOro aHTUTINa Ko3n nNpoTtu iMyHornobyniHie muwi/HRP (Dako, #P0447), po3baBneHoro
1:4000. Ha ¢pir. 67 npeacrasneHi penpeseHTaTUBHI pesynbTaTtn Ansa possefeHHs 1:3200.

O6ugBa CKOHCTPYMOBAHWX TepaneBTUYHUX EemniTony iHOyKYBanuM BWCOKY IMYHHY BIignoBigb Yy
iMyHi3oBaHMX Muwen. binble Toro, obuasa AOCNIMKEHNX CKOHCTPYNOBaHUX TEpPANEBTUYHMX eniTomnm
iHOYKYBanuM aHTuTINa, sKi po3nidHalTb nartonoriyHmi 6inok TayA(1-150; 392-441)/4R 3 GinbL
BMCOKOK acpiHHICTIO B MOPIiBHAHHI 3 didionoriyHum Binkom Tay 2N4R (dir. 67). Lia BigMiHHICTb €
CTaTUCTUYHO 3HAYyLLO ANA CUMPOBATOK BCIX iIMYHi30BaHWX TBapwuH. B3aATti pasom, i B komGiHauji 3
pesynbTatamn, OAepXaHMMW AN aKTUBHOCTI, cnocTtepexysaHoi ana DCS8ES8, ui pesynbTtatm
nokasytoTb, WO 06uaBa CKOHCTPYNOBaHUX TepaneBTUYHMX enitonn 1 i 2 € iMyHOreHHUMHK | IHAYKYoTb
aHTUTINbHY BIAMOBIAb 3 TEepaneBTMYHWM MNOTEHLIANoOM HaLiNioBaHHA Ha MaTonoriyHi Ginkn Tay B
rofioBHOMY MO3KY NauieHTiB 3 XBOpobow AnbLrermepa.

2. I3oTun aHTuTINa. NS BU3HAYEHHS KOHKPETHUX i30TUNIB aHTUTIM, NPOAYyKOBaHUX Y BiANOBIAb Ha
Ui CKOHCTpyMoBaHi TepaneBTU4Hi enitonn 1 i 2, cupoBaTKM Big MULIEn 3 OAHIel i Tiei X rpynu
ob6'egHyBanu, nigoaBanu cepiiHomy possegeHHto Big 1:100 go 1:12800 i gocnigkyBanuM B TpbOX
ek3emnnsapax 3a gonomorot ELISA ansa Bu3HayeHHS i30TuNiB aHTUTIN. [ns BuaBneHHs isotunis IgM,
1gG1, 1gG2a, 1gG2b i IgG3 mMuwWwi BUKOpPUCTOBYBaNW BTOPWHHI aHTUTING, cneuudidyHi Ao nigknacis
aHTUTIN muwi, koH'toroBaHi 3 HRP (aHTuTina, npuabaHi Big Lifespan Biosciences, aHTUTINO npoTu
IgG1 - #LS-C59107, antuTino npotun IgG2a - #LS-C59112, aHtuTtino npotn IgG2b - #LS-C59117,
aHTuUTIno npotn IgG3 - #LS-C59125, i aHTuTIiNO npotu IgM - #L.S-C55875). AHTUCUPOBATKM, OOEpXKaHi
Bi KOHTPOMbHUX MuLen, 6ynu HeraTuBHuMU. Ha oir. 68 npeacTaBneHi penpe3eHTaTUBHI pe3ynbtaTu
ana pospegeHHs 1:800. [ani, ogepxaHi ana ob'egHaHMX CUPOBATOK, MPOAEMOHCTpyBanu, Lo
iMyHi3auis oboma [ocnigXyBaHUMW CKOHCTPYMOBaHUMW TepaneBTUYHMMMK enitonamu iHayKyBana
LUMPOKMI CNEKTp i30TUNIB aHTWUTIN NpoTu Binka Tay i Wo npodinb i3oTunie 6yB BUCOKOI MipOK CXOXMUM
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y Bcix gocnigkeHHax. ObuaBa CKOHCTpyMOBaHMX TepaneBTUYHMX eniTonu iHAyKyBanm B OCHOBHOMY
IgG1l-aHTuTina B NOpiBHAHHI 3 Bignosigamu 1IgG2a, 1IgG2b i IgG3 (cpir. 68).

3. CKOHCTpyWoOBaHi TepaneBTUYHI €NiTONWU iHAYKYOTb aHTUTINbHY BiAMOBiAb, SIka HA CTAaTUCTUYHO
BMCOKO3HAUYyLLIOMY PiBHi PO3pPIi3HIOE NaTONOriYHMIA | disionoriyHuin Ginok Tay. AHania adgiHHOCTI
aHTWTIN, HOYKOBAHWX MNPOTM  CKOHCTPYMOBAHWX TepaneBTMYHMX  emniTonis, npoBoavnn 3
BUKOPUCTAHHAM MOBEPXHEBOr0 MNNa3mMoHHOro pe3oHaHcy Ha BIACORE3000 3 BWKOpPUCTaHHAM
ceHcopHoro yMna CM5 (Biacore AB, Uppsala), sik onucaHo B npuknagax 5 i 19. Y KOXHOMY LMKAi
aHanisy aHtucupoBaTtky Muwi npotn abo GWSIHSPGGGSC (SEQ ID NO: 250), ckoHCTpynoBaHuUn
TepaneBTMyHUI eniton 1 (po3baeneHun B 100 pasis), abo SVFQHLPGGGSC (SEQ ID NO: 251),
CKOHCTpYMOBaHWU TepaneBTuYHWMI eniton 2 (po3basneHun B 100 pasis) (06'egHaHi aHTUCUpPOBATKY Bif
3 muwen), immobinizyBanu B aHaniTUYHIA NPOTOYHIN KOMIpLI 0O AOCArHEHHA piBHA iMMobinizauii ~950
OE, akuin HabnmxkaBcsa OO0 HacM4eHHdA. FK eTanoH B eTarioHHIN NPOTOYHIA KOoMipui iMmobiniyBanu
cTopoHHe aHTuTIno Rab50 (Macikova et al., 1992), ake He 3B'Aa3ye 6inok Tay. [Ina Bu3HayeHHA Ka, a
TakoX AN BU3HAYEHHS! KIHETMYHWX KOHCTAHT wWwBuakocTi kon i korr, 100 HM po3umHu abo
natonoriyHoro Oinka TayA(1-150; 392-441)/4R, abo disionoriyHoro 6Ginka Tay 2N4R iHxekTyBanu 3i
wBmakicTo noToky 100 MKN/XB. Ha CEHCOPHMWIA Y.

AHTWUTING, iHAYKOBaHi BaKUMHALUIE CKOHCTPYMOBaAHUMM TepaneBTUYHUMK enitonamun 1 i 2,
po3pi3HioBanu natonoriyHui Binok TayA(1-150; 392-441)/4R i cpisionoriyHnin Ginok Tay 2N4R (dir.
69A i 69B). AdiHHICTb aHTUTIN, MPUCYTHIX B @HTUCUPOBATL MPOTU CKOHCTPYMOBAHOIO TEpPaneBTUYHOIO
enitona 1 (GWSIHSPGGGSC, SEQ ID NO: 250), BumipsHa 3 BWKOPWUCTaHHAM MOBEPXHEBOIrO
NNasMOHHOro pe3oHaHcy, 6yna npaktuyHo B 50 pasiB bGinbLu BMCOKOK BIAHOCHO maTonoriyHoro binka
Tay, B MOPIBHSHHI 3 qisionoriyHum Ginkom Tay, WO € CTaTUCTUYHO BUCOKO3Hauvywum (p<0,001).
AIHHICTb aHTUTIM, NPUCYTHIX B @aHTUCUPOBATLI NPOTM CKOHCTPYMOBAHOrO TepaneBTUYHOro enitona 2
(SVFQHLPGGGSC (SEQ ID NO: 251), BumipsiHa 3 BMKOPUCTaHHAM MOBEPXHEBOro MMa3MOHHOro
pe3oHaHcy, Oyna npaktuyHo B 15 pasiB Ginbll BWCOKOK BIiQHOCHO NartonoriyHoro Oinka Tay, B
NOpPIBHSAHHI 3 hizionoriyHMM BinkoMm Tay, LWo € CTaTUCTUYHO BUCOKO3HadyLwmm (p<0,01).

4. CKOHCTpyMoBaHi TepaneBTWYHI €eniTonu IiHAYKYIOTb aHTUTINbHY BigNoBiAb, WO po3ni3Hae
natosnorivyHi Tunu Ginka Tay B ronoBHOMY MO3Ky mtoanHu 3 AD. [Onsa BM3HAyeHHS cneumdivyHOCTi
aHTUTIN, iHOYKOBAHWX Yy MMLIEN, iMYHI30BaHMX CKOHCTPYMOBaHMMW TepaneBTUYHMMW eniTonamu,
NPOBOAMMN IMYHOTICTOXiMiYHE 3abapBreHHs1 3aMOPOXKEHNX 3Pi3iB rONOBHOro MO3Ky NtoanHu 3 AD.

3pasknM TKaHMHW TONMOBHOrO MO3Ky noavHu 3 AD (eHTopuHanbHa kopa, ctagia AD Bpaaka VI,
HagaHa Netherlands Brain Bank) dikcysanu 4 % napadopmansgerigom B PBS npotarom 2 ai6 npwu
4 °C, a noTim niggasanu kpionpotexkuii (25 % caxaposa), 3aMopoXyBarnu B XONoAHOMY 2-MeTunbyTaHi
(-42 °C) i Hapizanu Ha 3pi3n Ha KpioTomi. BinbHonnasatoui 3pi3n TkaHuH (40 Mkm) 06pobnsanu
xonogHow (4 °C) 99 % mypaluMHOK KMCMIOTO NpoTAroM 1 xB. Npu KiMHaTHIN TemnepaTtypi (25 °C).
3pi3n niggaBanu iMyHHOMY 3abapBnEeHHO 3 BUKOPUCTAHHAM CTaHAapTHOro crnocoby 3 aBigMHOM-
biotuHom-nepokcugasoto (ABC Elite, Vector laboratories, Burlingame, CA). AHTucupoBaTku npoTu
CKOHCTpyroBaHoro TepanesTudHoro enitona 1 (SEQ ID: 250) i ckoHCTpyMOBaHOro TeparneBTUYHOro
enitona 2 (SEQ ID NO: 251), koxHa 3 skux 6yna ob'egHaHol Big 3 iMyHi30BaHMX MULLEW,
posbaensanu 1:2000 B 6nokyBanbHOMY po3unHi (5 % Guuauunin cuposatkoBuin anbbymiH, 0,3 % Triton
X-100 B PBS). NoTim 3pi3u gocnigxysanu 3a gonomorot mikpockona Olympus BX51.

IMyHoricToxiMmiyHe 3abapBrieHHsi Mokas3asno, WO iMyHHi CMpPOBaTKM MuWLWi, ogepXaHi npoTn obox
CKOHCTpYMoBaHux TepaneBTuyHux enitonie GWSIHSPGGGSC (SEQ ID NO: 250) i SVFQHLPGGGSC
(SEQ ID NO: 251), cneuudivyHO po3ni3HaBanu naTomnoriYHi CTPykTypu 6Ginka Tay, TOGTO
HerpoibpunApHiI BY3NUKM i HEMPONINbHI HUTKW, B @HTOPUHArbHIN KOpi FONIOBHOrO MO3KY Npu XBopooi
Anburevimepa (dpir. 70A-D). AHTUCHMpPOBATKM NPOTM CKOHCTPYMOBaHOro TepanesBTuyHoro enitona 1 i
CKOHCTPYMOBAHOIO TepaneBTUYHOrO enitona 2 He po3nidHaBanu HopMmanbHWiA 6inok Tay B
KOHTPOMbHOMY FOMOBHOMY MO3KY rtoguHu (cpir. 70E, F).

5. CkoHcTpyroBaHuin TepaneBTUYHUA eniton 2 (SVFQHLPGGGSC, SEQ ID NO: 251) iHaoykye
aHTUTINbHY BiAMOBIOb, WO PO3ni3Hae MaTonoriyHi Tnu Binka Tay B rofioBHOMY MO3KY TPaHCTEHHUX
wypiB B mMoaeni xsopobu Anburenmepa. [Ons BU3HAYEHHS CneumdidHOCTi aHTUTIN, iHOYKOBaHUX Y
MULLEN, IMYHI30BaHUX CKOHCTPYMOBaAHUMU TepaneBTU4YHMMMU enitonamMu, NPOBOANIMN iMYHOTICTOXIMIYHE
3abapBneHHs Ha NoMilleHnx B napadiH 3pisax rofloBHOrO MO3Ky TpaHcreHHmx wypis SHR72.

TpaHcreHHux wypis nuHn SHR72 (y Biui 7 micauiB) nigaaBanu TpaHckapaianbHin nepdysii PBS
npotsrom 1 xB. nig rmMmMbokMM Hapko3oM, a noTim npoeogunu nepdysito 100 mn 4 %
napacdopmanegerigy (pH 7,4). llicna nepcysii ronoBy Bigainanu i ronoBHUA MO30K LUBUOKO
BUTAryBanu. [o0noBHWUI MO30K po3pi3anyu NOOBXHLO Ha ABi NiBKYNi PIBHOrO po3mipy 3 BUKOPUCTAHHAM
O[HOPa30BMX Je3 ckanbnens. TKaHWHW TOfIOBHOMO MO3KY niggaBanu nocT-gikcauii B 4 %
napacopmManeferigi, nomiwany B napadiH i Hapisanu Ha 3pi3n Ha MIKPOTOMi. IMyHoricTOXiMiYHe i
rictonaTosioriyHe JOCHiMKEHHA MPOBOAMIM Ha 8-MKM MOMiweHuX B napadiiH 3pisax TKaHuH. 3pi3u
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TKaHUHW nonepeaHbo 06pobnanu npotarom 20 xB. poO3dMHOM, WO BuaBnsie aHtureH (Vector
laboratories, CA, CLUA), i npotarom 1 xB. xonogHoto (+4 °C) 90 % mypaiumnHoto kucnototo (Applichem,
HimeuuunHa), npu kiMHaTHI Temnepatypi (25 °C). MNMicns 6rnokyBaHHSA 3pi3n iHKyOyBanu NpoTsiroM Houi
3 CUPOBATKOM, OAEPXXaHOK NMPOTN CKOHCTPYNMOBaAHOro TepaneBTuyHoro enitona 2 (SVFQHLPGGGSC,
SEQ ID NO: 251), posbaeneHoto 1:1000 B 6nokyBaneHOMy po3yuHi (5 % Guyaumm cupoBaTKoOBWN
anbbymiH, 0,3% Triton X-100 B 50 HM Tris-HCI). Tlicna npomuBaHHs 3pi3n iHKyOyBann 3
OioTMHINbOBaHMM BTOpMHHMM aHTUTINOM (Vectastain Elite ABC Kit, Vector laboratories) npu kiMHaTHIn
TemnepaTypi NPOTAroM OAHIET roguHK, a NoTiM niggaBann peakuil 3 po34YMHOM KOMMIIEKCY aBigWH-
biotuH-nepokcngasa npotarom 60 xeunuH (Vectastain Elite ABC Kit, Vector laboratories), npwu
KiMHaTHIN TemnepaTypi (25 °C). IMyHHY peakuito BidyanidyBanu 3a gonomorot Habopy cybeTpaTy and
nepokcupgasu (Vector VIP, Vector laboratories, Ca, CLWIA). 3pisn gocnigxyBann 3a [OMOMOrot
mikpockona Olympus BX71.

Y ronoBHOMYy MO3Ky TpaHcreHHoro wypa (SHR72) cupoBaTtka, ofgepxaHa npoTu
CKOHCTpYyMOBaHoOro TepaneBsTu4Horo enitona 2 (SVFQHLPGGGSC, SEQ ID NO: 251), po3nizHaBana
HenpoddibpunapHi By3nuku (dir. 70G). Y ronoBHOMY MO3Ky CMiBMafalumx 3a BiKOM KOHTPOJSbHMX
LLYpIB @aHTUTINO He 3abapBntoBano HelpoHarbHi KNiTuHK (gir. 70H).

CupoBaTka, ogepxaHa NpoTK CKOHCTpyMoBaHoro TepaneBTuyHoro enitona 2 (SVFQHLPGGGSC,
SEQ ID NO: 251), po3snisHaBana 6inok Tay Ha oniroMepHin JoBy3nuKkoBin ctagii (cir. 701), a Takox
BHYTPILUHLOKITITUHHI HelipodibpunsapHi Byanukm (dir. 70J).

6. AHTUTINA, iHOYKOBaHi CKOHCTPYMOBaHMMW TepaneBTUYHMMKU enitonamu 1 i 2, po3nisHaloTb
PO3YMHHUI | HEPO3YMHHUI NaTONOriYHUIA BiNok Tay B ronoBHOMY MO3Ky nioguHu 3 AD. Po3unHHMR i
HEPO3YMHHWIA B CapKo3uni NaTonoriyHuin Binok Tay BUAINANM 3i CKPOHEBOI KOPW MOAMHN 3 XBOPOHOIO
Anburevimvepa (ogepxaHoi Big Netherlands Brain Bank) i aHanisysanu 3 BMKOPUCTaHHAM
iMyHOBMOTUHIY, SIK ONMcaHo B Npuknagi 8.

MemBpaHw, WO MICTATb PO3YMHHI | HEPO3UYMHHI dpakuii naTonoriyHoro Binka Tay, iHkybysBanun abo
3 cynepHaTtaHToM ribpmgomu DC8ES, posbasnennm 1:1 5 % 3HEeXupeHum cyxmm monokom B PBST,
abo 3 06'egHaHMMKM aHTMCMpPOBaTKaMM ML, 04epXXaHUMU NPOTU CKOHCTPYNOBaAHOMO TepaneBTUYHOIO
enitona 1 (GWSIHSPGGGSC, SEQ ID NO: 250), abo 3 ob6'egHaHnMu aHTUCMpOBaTKaMu MMULL,
ofepXXaHUMM MPOTU CKOHCTPYMOBaAHOro TepaneBTu4Horo enitona 2 (SVFQHLPGGGSC, SEQ ID NO:
251), npu ubomy obuasi ob'egHaHi aHTUcupoBaTku po3baenanu 1:100 B 5 % 3HEXUpeHOMY Cyxomy
monoui B PBST. MembpaHn npomuBanu, a noTiM iHKyOyBanm 3 KOH'IOrOBaHWM 3 MepoKCcuaasoro
aHtutinom ko3n npotm 1gG muwi (DAKO, [Oanis), posbasneHum 1:4000. brnotn BusBnsanu 3a
OOMOMOroK XemintoMiHecLeHTHoro cybetpaty SuperSignal West Pico Chemiluminescent Substrate
(Pierce, CLLA), Wwo BusSBNAETbCA 3 BUKOPUCTaHHAM Bidyanisytoyoi cuctemu LAS3000 (FUJI Photo Film
Co., AnoHisl). IHTEHCMBHICTb CUrHamy KiflbKICHO BM3Ha4YanM 3 BUKOPUCTAHHAM MPOrpamMHoro
3abesneyeHHsa AIDA (Advanced Image Data Analyzer, Raytest, Straubenhardt, HimeuunHa).

PesynbTatv ubOro aHanisy 3 BWKOPWUCTaHHAM iMYHOBNOTWMHIY npeactasBneHi Ha dir. 71. Li
pe3ynbTaT¥ 4EMOHCTPYIOTb, WO aHTUTINA, iHAYKOBaHI NPOTM 060X CKOHCTPYMOBAHUX TepaneBTUYHUX
enitoniB 1 (tTo6T0 GWSIHSPGGGSC, SEQ ID NO: 250) i 2 (To6to SVFQHLPGGGSC, SEQ ID NO:
251), posnisHatoTb Ti X natonoriyHi Oinkm Tay, wo i DC8E8. Bci 3 aHTMCMpoBaTOK NpOTU
GWSIHSPGGGSC (SEQ ID NO: 250), aHTucmnposaTok npotu SVFQHLPGGGSC (SEQ ID NO: 251) i
aHTuTina DC8ES8 cneundiyHo po3nizHaBanuM natomnoriyHi Ginky Tay, NPUCYTHI B PO3YMHHMKX i
HEPO3YMHHMX B capko3wni dpakuisax binka Tay, BUAOINEHNX 3 TKaHUH rofioBHOro mMo3ky npu AD (dpir.
71).

7. AHTWTINA, IHOYKOBaHi CKOHCTPYMOBaHWMW TepaneBTUYHMMK enitonamu 1 i 2, po3ni3HaloTb
PO3YMHHUIA | HEPO3YMHHWIA NATONOrYHUIA BiNOK Tay B rOMOBHOMY MO3KY 3 TpaHCreHHuMm Binkom Tay
WwypiB. PO3YMHHMI i HEPO3YMHHMI B CapKO3uUNi NaTonoriyHuin Binok Tay BUAINANN 3 rorioBHOr0 MO3KY
LwypiB 3 TpaHcreHHMM Ginkom Tay (niHis SHR72, onncana B npuknagi 7), sk onmcaHo B npuknagi 8.

PesynbTatn aHanisy 3 BUKOPUCTAHHAM iMyHOGNMOTUHIY (OnMcaHoro B npuknagi 8) nogaHi Ha dir.
72. Ui pesynbratM nokasywTb, WO aHTUTING, iHOYKOBaHi CKOHCTPYMOBaHUMWU TepaneBTU4HUMU
enitonamu 1 (To6To0 GWSIHSPGGGSC, SEQ ID NO: 250) i 2 (To6T0 SVFQHLPGGGSC, SEQ ID NO:
251), po3nizHatoTb Ti X natonorivHi 6inkn Tay, wo i DC8ES (dir. 72). HauintoBaHHA Ha MOHOMEPHWIA i
oniroMepHWIn NaTonoriYHMN BiNoK Tay NepeLlKo)Kae YTBOPEHHIO arperaTiB naTtosioriyHoro Ginka Tay,
L0 NPMBOANUTL A0 3HWXKEHHS naTonorii 6inka tay, 3abe3nevyoun TepaneBTUYHUI eddeKT i NikyBaHHS
AD y nioguHu.

MPUKIAL 25: EOEKTUBHICTb IN VIVO CKOHCTPYMOBAHUX TEPAMNEBTUYHMX ENITOMIB
Y TPAHCITEHHUX LWYPIB B MOAEJ AD

IMyHOTEpanis CKOHCTPYMOBaHUMU TepaneBTUYHUMM eniTonammn MpoAeMOHCTpyBana MoninweHHs
HerponoBeiHKOBNX MapaMeTpiB Yy LWypiB, SkuM nposBogunu BBedeHHs. CKOHCTpyrMoBaHMN
TepaneBTudHun eniton 2 (SEQ ID NO: 251) 6yB BubpaHun gns iMmyHoTepanii y TpaHCreHHUX LwypiB
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SHR72. LUypis nigwkipHo iMyHi3yBanu [osamu BakuUWHW, WO MICTUMNA CKOHCTPYMOBaHUN
TepaneBTuyHu eniton 2 (SEQ ID NO: 251), koH'toroBaHun 3 KLH, B kombGiHauii 3 aa'toBaHTOM
AdjuPhos. BakuumHu opgepxyBanu, sk onucaHo B npuknagi 18. OpgHa posa mictuna 100 Mkr
KOH'IOroBaHOro CKOHCTPYMOBAHOrO TepaneBTMYHOro enitona 2. KoMnmekCHy pyxoBy HeOOCTaTHICTb
BM3HAYanu 3a [JOMOMOrOK CTaHOAapTHUX PYXOBWX BUNpoOyBaHb B KOMOiHaLii 3 HEBPOSOriYHO
OLHKOIO B cknageHomy nokasHuky - NeuroScale. Y Biui 6,5 micsiust TpaHcreHHux wypie SHR72, akum
BBOAW/IN BaKLMHY, WO MICTUTb CKOHCTpyMoBaHMIK TepaneBTudHUA eniton 2 (SEQ ID NO: 251),
nigaaBany NoBeAiHKOBUM BUNPOOYBaHHAM 3 METOI BU3HAYEHHST edpeKTy i€l imyHoTepanii.

LWypn, SKkMM BBOAMMM CKOHCTPYWOBaHUM TepaneBTudyHWA eniton 2 (SEQ ID NO: 251),
NPOAEMOHCTPYBAaNU 3HWKEHHS NAaTEHTHOCTI BUXoAy Ha 27 % y BunpobyBaHHI XO4iHHA NO nepeknaguHi
BiJHOCHO KOHTPOMbHMX LUYPIB, SKMM BBOAUNW Tinbkn ag'toBaHT (dir. 73A). KinbkicTb 3ickoB3yBaHb
3aHiX KiHUIBOK 6yna CTaTUCTMYHO 3Ha4ywo 3HmxkeHa (p<0,05) Ha 44 % y BakuMHOBaHIN rpyni B
MOPIBHSIHHI 3 TpaHcreHHUMK KoHTponsmu (cpir. 73B). MNMoka3Hnk NeuroScale obuucnioBanu, BUXoaaum
3 BEIIMYMH, oAepXKaHuxX y BUNpobyBaHHSX XOAIHHA NO nepeknagunHi, BUNnpobyBaHHAX M'A30BOI TAMM i3
3aXOMNIIEHHAM | MpW HEBPOJONiYHIA OuiHUi (OCHOBHI pedoiriekcun, pedniekc BTiKAHHA Yy  BUrMSAi
PO3TArHEHHS 3aAHiX KiHUIBOK). IMyHi3auis 3Ha4YHO noninwyBana nokasHnk NeuroScale y wypiB, SKM
Beogunm nentug SEQ ID NO: 251, Ha 26 %, B MOPIBHAHHI 3 KOHTpoOnbHOW rpynot (dir. 73C).
3aranbHun nokasHnk NeuroScale nigTBepaAnB HEMPOMOBEAIHKOBE MOSMWEHHST Y TPAHCTEHHUX LLYPIB,
AKMM NPOBOAUIM BBEAEHHS, B NOPIBHAHHI 3 TPAHCTEHHUMMU LLypamMu, SKUM He NPOBOAUMY BBEAEHHS.
Bci ctaTucTnyHi gaHi ogepxxyBanu 3 BUKOPUCTaHHAM HenapameTpuyHoro U-kputepito MaHHa-YiTHI.

IMyHOTepaniss CKOHCTPYMOBaHWM TepaneBTUYHUM €eniTonoM 2 NPOAEMOHCTpyBana CTaTUCTUYHO
3HauvyLe 3HukeHHs (p<0,05) piBHa natonoriyHoro 6inka Tay B ronOBHOMY MO3KY TPAQHCIEHHUX LLypiB 3
xBopoboto Anburenvepa, Skum NPOBOAMNM BBeAeHHs. [Ans nigTBepaXeHHA edekTy iMyHisauii
CKOHCTpyMoBaHuM TepaneBTuyHum enitonom 2 (SEQ ID NO: 251) Ha piBHIi HEpPO3YMHHOrO
naronoriyHoro bGinka Tay, aBTOpPW OAHOr0 BUHAxXoAdy BWKOPWUCTOBYBanM aHania 3 BUKOPUCTAHHAM
iMyHOGMOTUHIY 3paskiB FOMIOBHOrO MO3KY Liypa. TKaHWHY FOMOBHOrO MO3Ky (CTOBOypa FONOBHOMO
MO3KYy) TPaHCTEHHUX TBApWH, iIMyHi30BaHWX CKOHCTPYMOBaHUM TepaneBTudHMM enitonom 2 (SEQ ID
NO: 251), i KOHTPOMbHOI TrpPynNM TPAHCITEHHWX TBApPWH, IMYHI30BaHUX TiNbK1M ag'toBaHTOM,
BMKOPUCTOBYBaNM ANsi ogepXaHHs dopakuii HEPO34YMHHOro B capkos3uni binka Tay, sik onucaHo B
npuknagi 8. AHania 3 BUKOPUCTAHHSAM iIMyHOONMOTUHIY MpOBOOUNM, K ONMcaHo B npuknagi 19.
CTaTtMCcTMYHUIA aHani3 NpoBOAMIM 3 BUKOPUCTAHHAM T-KpuTepito. Y OOCHioKeHHI BUKOPUCTOBYBaNn
3anexHi Big docdopunyBaHHsa MOHOKMNOHanbHi  aHtuTina AT8, DC209, DC217 i 3aranbHe
MOHOKITOHarnbHe aHTuUTINno npotu Ginka DC25.

PesynbTaTtu KinbKiCHOro aHanidy 3 BUKOPUCTaHHAM iMyHOBNOTUHIY PiBHIB HEPO3YMHHOTO Binka Tay
B rpyni TPaHCreHHUX LypiB, iMYHI30BaHUX CKOHCTPYMOBaHWM TepaneBTuyHuMM enitonom 2 (SEQ ID
NO: 251), i B KOHTPOMbHIN rpyni npeactaBneHi Ha dir. 74. IMyHoTepania CTaTUCTUYHO 3HAYYLLO
3HWXKyBarna KinbKiCTb HEPO34YMHHOrO BGinka Tay y iMyHi30BaHWX TBApWH B MOPIBHSHHI 3 KOHTPONbHUMM
TPaAHCTEHHUMMW LLypPaMW, SSKUM BBOAMUIN TiNbKWA af'toBaHT. 3HWKEHHSI PIBHA HEpPO34MHHOro Oinka Tay
crnocTepirany Ans Bcix nNpoaHanisoBaHuWx enitonis Ginka Tay. 3HWXeHHsA piBHiB enitona 347-353 i
eniTonie binka dgocdo-Tay 6yno cratuctuyHo 3Havywmm (P<0,05). CnoctepexyBaHe 3HWXKEHHSA Byrno
HacTynHum: anga enitona Tay 347-353 Ha 46 % (P<0,05), ana enitona tay pT217 Ha 57 % (P<0,05),
ans enitona tay p231 Ha 55 % (P<0,05), ans enitona Tay pS202/pT205 Ha 47 % (P<0,05).

Lli pesynbTati nokasytoTb, WO BaKUUHa iHAyKyBana aHTuTIna, cneumdiyHi 4o naTonoriyHoro Ginka
Tay, AKki npyBenn 0o 3HWXEHHS piBHA natonoriyHoro 6inka tay. 3HMKeHHs piBHIB naTonoriyHoro Ginka
Tay B rofloOBHOMY MO3Ky B MoAeni XBopobw AnbureriMepa y LLypiB, SKMM NPOBOAUNWN BBEAEHHS,
KOpenioBano 3 HerponoBediHKOBUMW MNapameTpaMu. TBapuHM, SKMM NPOBOAMNW BBEOEHHS, 3
HU3bKMMM PIBHAMM HEPO34YMHHOrO Binka Tay, NpoAeMOHCTPYBanm BinbLu KOPOTKY NaTEeHTHICTb BMXOAY i
CTaTUCTUYHO 3HAYYLLO 3HWXKEHY KiMbKICTb 3iCKOB3yBaHb 3adHix KiHUiBOK (p<0,05), B MOpPIiBHAHHI 3
KOHTpOmnbHUMU TBapuHamu. Lli gaHi nokasyloTb, WO iMyHi3auis CKOHCTpyMoBaHMM TepaneBTU4HUM
eniTonoM MpUMBOAMTL [0 3HWXKEHHS PIBHA HEpPO34YMHHOro naTtonoriyHoro Oinka Tay i Ao
HeMponoBeiHKOBOro MOMIMNWEHHA Yy TBapuH, $SKUM MPOBOAUNU BBEAEHHS, LWO NigKpecroe
TepaneBTUYHWI MOTEHLUian BakuMH NS NikyBaHHA XBopobu Anburerimepa i cnopigHeHux TaynaTin y
NOanHN.

MPUKIAL 26: NOAAJIbLLA OXAPAKTEPUSALIA MIHIMANBHUX EMITOMIB DC8E8 (OJ1A
TEPAMEBTUYHUX LEHTPANbHNX EJIEMEHTIB)

[Ona nopganblwoi oxapaktepu3sadii MiHimanbHux enitonie DC8E8 koHcTpytoBanu naHenb Tay-
nentugie pisHoi AoBXuHu (42-mep, 19-mep, 12-mepu, 7-mepun, 6-mepum i 5-mepm), WO noxogdtb 3
obnacten 3B'A3youmnx MikpoTpyboukm nostopis (MTBR1, MTBR2, MTBR3, MTBR4) 6inka Tay
moavHu 2N4R (gir. 75A, B). Mentnam 6ynu cuHtesoBaHi B EZBiolabs (CLUA) 3 unctoToto Ginblie
95 %. Bci nentmuagm aHanisyBanu BigHOCHO X 34aTHOCTI KOHKypyBaTu 3 naTonoriyHnm 6inkom tayA(1-
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150; 392-441)/4R 3a 3B'asyBaHHA 3 DC8BES8 3a gonomoroto koHkypeHTHoro ELISA. lMnaHweTtn ans
ELISA (Sarstedt, #821581001) nokpuBanu 50 mkn/amky pekomOGiHaHTHOro ouuiieHoro TayA(1-150;
392-441)/4R B PBS B KoHUeHTpauii 5 Mkr/mn npotsrom Hodi npu 37 °C. TokpuTi nnaHwweTw
npommBanu 5 pasis PBS/Tween 20 (0,05 % 06./06.) i 6nokyBann PBS/Tween 20 (0,05 % 06./06.)
npotsirom 1 rog. npu 25 °C. KoxHuin 3 nentngie okpemo po3unHsanu B PBS B KiHLEBIN KOHUEHTpau,ii 1
MM. OgepxXyBanu cepiliHi po3BegeHHst (2,5%) nentuais B PBS/Tween 20 B noninponineHoBuX
MiKponmaHweTax Aansg TUTPYBaHHA 3 KOHIYHMM JdHom smok (Greiner, #651201) B AgianasoHi
KoHueHTpauin 200; 80; 32; 12,8; 5,12; 2,048; 0,8192; 0,32768 MkM. MoOHOKNOHanbHe aHTUTINO Ans
nepesipkn DC8ES8 posbaBnsanun ao koHueHTpadii 0,6 mkr/mn B PBS i 60 mMkn uboro po3baBneHoro
aHTWTINa 4oAaBanu B KOXHY SIMKY 3 CEPiHUMUK po3BedeHHAMN NenTuaiB 3 ogepxaHHsaM 120 Mkn/amky
cymiwi. Cymiwi aHTuTtino/nentug iHkydyesanu npotarom 1 rog. npu 25 °C Ha o6epToBin nnatdopmi,
BcTaHoBneHin Ha 230 06./xB. 50 wMkn/aMKy cymiwen adHTtuTino/mentna nepeHocunu 3
noninponineHoBmx nnaHweTiB B nokputi TayA(1-150; 392-441)/4R i ©nokosaHi PBS/Tween 20
nnaHweTtn ansa ELISA (B aBox eksemnnspax) i iHkybysanu npotarom 1 roa. npu 25 °C. lNMnaHweTn
npomuBanun 5x PBS/Tween 20 i iHkyOyBanu 3 50 MKn/AMKy MOMIKMOHANbHOrO aHTUTINA KO3u NpoTu
imyHorno6yniHie muwi/HRP (Dako, #P0447), po3baeneHoro 1:1000 B PBS/Tween 20, npoTsarom 1 roa.
npu 25 °C. Ticna npomuBaHHs nnaHweTn iHkydbyBanm 3 50 mkn/amky 1 mr/2 mn o-PDA (o-
deHineHgiamiH, Sigma, P1526) B 0,1M Na-auetaTi, pH=6,0 (Roth, #6779), nonosHeHomy 1,5 mkn/2
mn 30 % H202 (Sigma, H-0904), npotarom 20 xBunuH npu 25 °C B TempsBi. Peakuito 3ynuHamm
popgaBaHHAM 50 mkn/amky 2M H2SOs4 (Merck, 1.00731.1000), a noTiMm MpOBOAMNN 34YUTYBAHHS
nnaHwerTis npu 492 um (Hanpuknag, Powerwave HT, Bio-Tek).

Ha oir. 76 npeactaeneHi pesynbtatu KoHKypeHTHoro ELISA, wo npoBoanTbeca 3 HacTynHUMM
nentngamn: TENLKHQPGGGK (SEQ ID NO: 270), KHQPGGG (SEQ ID NO: 271), HQPGGG (SEQ
ID NO: 272), HQPGG (SEQ ID NO: 273), QPGGG (SEQ ID NO: 274),
ENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHVPGGGS (SEQ ID NO: 275), KHVPGGG (SEQ
ID NO: 276), HVPGGG (SEQ ID NO: 277), HVPGG (SEQ ID NO: 278), VPGGG (SEQ ID NO: 279),
DNIKHVPGGGSVQIVYKPV (SEQ ID NO: 280), HHKPGGG (SEQ ID NO: 281), HKPGGG (SEQ ID
NO: 282) i THVPGGG (SEQ ID NO: 283). Bci aHanisoBaHi nentuam, siki OXOnmoBanM TepaneBTUYHi
eniTonun Ginka Tay, KOHKypyBanu 3 natonoriyHum binkom tayA(1-150; 392-441)/4R. Ak nokasaHo Ha
ir. 76, HaBiTb 6-mMepHi nenTuamn (SEQ ID NO: 272, SEQ ID NO: 277 i SEQ ID NO: 282) 6ynu 3patHi
KOHKypyBaTu 3 Ginkom TayA(1-150; 392-441)/4R 3a 3B'a3yBaHHs 3 DC8E8. OpgHak BmaaneHHst abo
rictnaunHy (5-mepHi nentuamn SEQ ID NO: 274, 279), abo octaHHbOro miunHy (5-mepHi nentnan SEQ
ID NO: 273, 278) npuBeno [o BTpaTuM aKTMBHOCTI KOHKYpyBaHHA 3 TayA(1-150; 392-441)/4R 3a
3B'as3yBaHHA 3 DCBES8 (5-mepHi nentuam noxoamnm 3 SEQ ID NO: 272 i SEQ ID NO: 277, BuganeHi
amiHokncnotn His i Gly nigkpecneni, aus. Buuwe). Lli pesynbtatn BKasywTb Ha Te, WO 5-mepHi
nenTuam He yTBoptoBanu TepaneBTnyHy 3D-CTpykTypy, sika po3nidHaeTbca DC8ES8 Ha naTtonoriyHoMy
Oinky Tay. 3 iHworo 60Ky, nenTMau, WO MICTATb LWICTb aMiHOKUCIOTHMX 3anuLlKiB, YTBOPKOKTb
TepaneBTuiHy 3D-CTpykTypy, BignoBiganbHy 3a 6ionoriyHy akTUBHICTb, BUMIpsiHY 3a [OOMOMOrOH
KOHKypeHTHoro ELISA, i dopmyloTb MiHiManbHi enitonn (TepaneBTUYHI UeHTpanbHi eneMeHTu)
DCB8ES. Y uiin KOHCTPYKLUIT N'ATb aMiHOKMCIOTHUX 3anuLLKIB BaxnuBei Ans posnisHaBaHHa DCB8ES, ski €
KOHCepBaTUBHUMU (MiICTUAWH, NPOSIH | TP 3anuLWLKW rMiLMHY B nocnigoBHocTi HXPGGG).

BucHoBok. [aHi BKkasywTb Ha Te, WO MiHiManbHun eniton DC8E8 Ha 6inky Tay noguHu
CKragaeTbes 3 6 amiHOKMCIOT, SKi MiCTATb 3anuwkn HQPGGG (postawosaHi B8 MTBR1), HVPGGG (B
MTBR2), HKPGGG (8 MTBR3) i HVPGGG (B MTBR4). Taknum uuHoMm, gindHka 3B'a3yBaHHa DC8ES
(=eniTon) npucyTHA YoTunpm pasm B 6inky Tay 2N4R i Tpu pasu B 6inky Tay 2N3R. Lle Bka3ye Ha Te, Wo
HeoOXigHVMY aMiHOKMCNOTaMmn B 6-MepHii NOCNIAOBHOCTI € FICTUAMH i BCi TPW 3aNULLKN TTTiLMHY.

MPUKNAL 27: BUSHAYEHHA IMYHOTEHETUKW MEMNTUAIB, AKI MICTATE MIHIMANDBHI
EMTOMNM DC8ES8

(a) Nentnan, wo MmictaTe MiHiManeHi enitonn DC8ES8, € iMyHOreHHUMU. 3 MeTOo BU3HAYEHHSs
iMyHOreHHOro noTeHUiany iHAMBiAyanbHUX Tay-nenTuais, nentuau koH'torysanu 3 KLH 4yepes ix N-
KiHueBwui 3anuwok Cys.

Ansi uboro Tay-nenTuan CUHTe3yBanm siK LMCTEIHOBaHI NenTuan 3 4O4ATKOBMM pO3TallOBaHUM Ha
N-KiHUi 3anMLIKOM LUUCTEIHY 3 MEeTOK AOCHArHEHHS OPIEHTOBAHOro NPUEAHaHHSA NENTUAY Ha MOBEpPXHi
6inka KLH. Mentugmn 3B'ssyBanu 3 Hociem KLH yepe3 GidyHKUioHanbHWI 3wmBanbHuii niHkep N-[y-
ManeimigobyTupunokcu]cykumHiMmigHun cknagHui edpip (GMBS). na ogepxaHHs peakuiiHoi Cymilui
ans koH'torauii, 20 mr KLH (Calbiochem) posuunHsinu B 6ydepi ansa koH'torauii (PBS 3 0,9M NaCl, 10
MM EDTA) oo koHueHTpauii 10 mr/mn wnaxom obepexHoro nepemiwyBaHHA npotarom 10 XBUMWH.
[nsa opgepxaHHs akTuBoBaHoro maneiHimigom KLH, 2 mr aktmBHoro 6idoyHKLiOHanbHOro 3LWmMBanbHOro
niHkepa GMBS posuuHsnu B 50 mkn 6e3BogHoro gumeTtundopmamigy i amiwysanm 3 2 Min po3yvHy
KLH npotsrom 1 rogvHu npu kimMHaTHin TemnepaTypi. Notim GMBS, wo He BCTynuB B peakuito,
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Buaananu Ha 5-mn KonoHui ang 3HecontoBaHHA HiTrap Desalting column (GE Healthcare),
3piBHOBaxeHin 6ydepom ans koH'toradii. KoH'torauito npoBogunu npu cniBeBigHOLWEHHI nenTugy Ao
akTnBoBaHoro maneiHimigom KLH 1:1 (mac./mac., 20 mMr nentuay) npoTarom 2 rog. npu KiMHaTHIN
TemnepaTtypi (25 °C). OpgepxaHi koH'toratv nigaasanu gianidy npotn 100-kpaTtHoro Hagnuwky PBS 3
yoTMpma 3amMiHamu Oydepa ans gianisy, wWo® BuaanuTu HekoH'toroBaHui nentuAa. [licnsa gianisy
KOH'toraTn ueHTpudpyryBanu npu 21000xg npotarom 15 xB. npu 2 °C. KoH'toraTu po3ginanu Ha
anikeoTwu i 36epiranu npu -20 °C 0o 3aCTOCYBaHHS.

OpepxyBanu BakuMHU Ons iMyHisauii 3 koH'toratamm nentug-KLH, wo wmictate 100 Mkr
KoH'toroBaHoro nentuay, B 100 mkn PBS i emynbrysanm 1:1 (06./06.) 3 ag'loBaHToM ®periHaa B
KiHUeBomy 06'emi fo3n 200 mkn. BukopuctoBysanu n'atb muwen C57/BL Ha rpyny BBeaeHHs. MNepuy
iMyHi3aLUilo nMpoBoauNM 3 BUKOPUCTaHHAM KoH'lorata nentugy B PBS, cknageHoro 3 ag'toBaHTOM
OpenHpa. [Bi noganbli iMyHi3auii 3 iHTepBanamy OAWH TWXAEHb NPOBOAWUMN 3 BUKOPUCTaHHAM
KoH'toraTa nentuay B PBS, cknageHoro 3 HenoBHum ag'toBaHTom PpennHaa. Y TBapuH Bigbupanu kpos
yepes3 OAMH TUXKAEHb MICNA OCTaHHbOI AONOMIXKHOI 403K, | 3ibpaHi cMpoBaTku BUKOPUCTOBYBaNu Ans
BU3HAYEHHS TUTPY aHTUTIN. TUTPKU cneundiyHMX aHTUTIN NpoTK Binka Tay BM3Ha4anu 3a 4ONOMOro
ELISA, gk onucaHo B npuknagi 19. CepinHi possegeHHs (Big 1:100 go 1:102400) KOXHOI cMpoBaTKK
gocnigpKysanv npotu natonoridHoro 6inka tayA(1-150; 392-441)/4R i dpisionoriyHoro Ginka Tay 2N4R,
BMKOPUCTOBYBAHOIO Ik TBepaa dasa. Ha dir. 77A-C npeacrtaeneHe ysarasibHeHHS pes3ynbTaTiB ans
cnpoBaTok B po3sedeHHi 1:800. Pesynbtaty ELISA cTaTMCTMYHO OUiHIOBaNM 3 BUKOPUCTaHHSAM
HenapamMmeTpu4yHoro Kputepito MaHHa-YiTHi. TUTpM BM3HA4Yann sk 3BOPOTHY BESIMHMMHY PO3BEAEHHS
CMpOoBaTKK, WO Aae NonoBmHy makcumanbHoi OD, i BOHU y3aranbHeHo npeacTasneHi Ha dir. 78.

IMyHi3auig muwen Tay-nentngamm TENLKHQPGGGK (SEQ ID NO: 270), KHQPGGG (SEQ ID
NO: 271), ENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHVPGGGS (SEQ ID NO: 275),
KHVPGGG (SEQ ID NO: 276), HYPGGG (SEQ ID NO: 277), DNIKHVPGGGSVQIVYKPV (SEQ ID
NO: 280), HHKPGGG (SEQ ID NO: 281) i THVPGGG (SEQ ID NO: 283) iHaykyBana BUCOKi piBHI
cneum@ivHnx Ao Oinka Tay aHTUTIN y iMyHi3oBaHMX Muwen. binblie TOro, iHAYKOBaHi aHTUTINA
BUABNANM Oinbll BMCOKY adpiHHICTb BigHOCHO natornoriyHoro Ginka TayA(1-150; 392-441)/4R, Hix
BigHOCHO cpisionoriyHoro binka tay 2N4R (cir. 77A-C). LA BigMiHHICTb Oyna cTaTUCTMYHO 3HAYyLLOH0
ANsi CMpPOBATOK BCiX iMyHi3oBaHWX TBapuHHMX (SEQ ID NO: 270, p<0,0079; SEQ ID NO: 271,
p<0,0052; SEQ ID NO: 275, p<0,0079; SEQ ID NO: 276, p<0,0079; SEQ ID NO: 277, p<0,0379; SEQ
ID NO: 280, p<0,0159; SEQ ID NO: 281, p<0,0379; i SEQ ID NO: 283, p<0,0286). B ocHoBHOMY,
reoMeTpuYHi cepeaHi TUTpY aHTUTIN 4o natonoriyHoro Ginka TayA(1-150; 392-441)/4R 6ynu Big TpbOx
A0 N'ATu pasiB BinbLl BUCOKMMU, HixX A0 didionoriyHoro Ginka Tay 2N4R (dir. 78). Ak nokasaHo Ha dir.
78, HanbinbLW BMCOKI TUTPU aHTUTINA OO naTonoriyHoro Ginka Tay iHAyKyBanucsa Tay-nentugom SEQ
ID NO: 275 (GMT 51200), SEQ ID NO: 280 (GMT 51200), SEQ ID NO: 270 (GMT 22286) i SEQ ID
NO: 276 (GMT 22286). 5-mepHi nentugn (SEQ ID NO: 273, 274, 278, 279), aki, mabyTb, no3baBneHi
TepaneBTudHOi 3D-cTpykTypu, He O6ynu 3gaTtHi iHOQyKyBaTu cneumdidHi go 6inka Tay aHTuTtina y
iMyHi3oBaHWX TBapwH. B3AaTti pa3oM, ui pesynbtatu nokasanu, wo nentuau (SEQ ID NO: 270, 271,
272, 275, 276, 277, 280, 281 i 283), Wo MIiCTATb MiHiManbHi TepaneBTUYHI eniTonu (TepaneBTUYHI
LeHTpanbHi enemeHTn), € iMyHOreHHUMM | iHOYKYIOTb aHTWUTIiNa 3 TepaneBTUYHUM MOTeHuianom
HaUiNoBaHHS Ha MNaTonorivyHi OinkM Tay B roNmoBHOMY MO3Ky MauieHTIB 3 xBopobot Anburerimepa.
3ragaHi BuLLe ekcnepMMeHTU Mo KapTyBaHHIO eniTonis npogeMoHcTpyBanu, wo nentug SEQ ID NO:
282 dopmye TepaneBTMYHY 3D-CTpyKTypy (Hanpuknag, LWOHaNMEHLIEe 4YaCcTKOBO iMIiTYE MiHIManbHUN
eniton DC8ES8), npoTte BiH He iHOyKyBaB crneuudivyHy aHTUTINbHY BiAMOBIAb Y iMyHI30BaHMX MULLEN
(GMT gns natonoriyHoro 6inka Tay ctaHosuB 174, dir. 78).

(b) 13oTunivyHMM npodpinb. BakumHauia muwen C57/BL Tay-nentugammn SEQ ID NO: 270, 271, 275,
276, 277, 280, 281 i 283 nepeBaxHO iHAyKyBana YTBOpeHHs isoTuniB aHTuTin IgG1 i 1gG2b,
cneumdiyHnx [0 naTonoriyHoro Ginka Tay. [na BU3HAYEHHSA crneuu@ivyHUX i30TUMIB  aHTUTIN,
NPOAYKOBaHUX Y BiAMNOBIAb HA NenTuam, cMpoBaTku Muel ob'egHyBanu i po3basnanu Big 1:100 go
1:12800, i gocnigxyBanu B ABOX ek3emnngapax 3a gonomoroto ELISA (sak onucaHo B npuknagi 19)
npoTu natonoriyHoro Ginka TayA(1-150; 392-441)/4R. Ons BusiBneHHs izotunis 1gG1, IgG2b, 1gG2c,
IgG3 i IgM muwi, cneundivyHMx OO nigknacis aHTUTIN My, kKoH'toroBaHi 3 HRP BTOpuHHI aHTUTINa
po3baensnu 1:5000 B PBS (aHTuTina, npuabani Big Lifespan Biosciences). Ha dir. 79 npeacraeneHi
pesynbTatM Ans penpeseHTtatuBHoro possedeHHA 1:800. [aHi BkasywTb Ha Te, WO nentuawu,
KoH'toroBaHi 3 KLH, iHOyKyBanu LWMPOKMI CREKTp i30TuniB aHTWUTIN NpoTu Binka Tay. Ak npasuno,
BakuMHauia nenTugamy iHAykyBana Hambinbw Bucoki piBHi isotuniB aHvtuTin (IgG1, IgG2b), ski
BBaXalTbCH BUCOKOAMiHHUMK aHTuTinamu. NpucyTHICTb BMCOKMX TuTpiB aHTuTin 1gG1 i IgG2b 3
nepeBaXKHOI adiHHICTIO A0 naTonoriyHoro Oinka Tay nokasana, WO iMyHHa BignoBigb, iHOyKOBaHA
BaKUMHOIO, HanpaBneHa NpoTu natonoriyHmx Tunie 6inka Ttay. KOHTpOMbHI cMpoBaTkM, ogepXaHi Big
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MULIEN 3 iMITYIOYOIO iMYHi3auielo (SKMM BBOAMMM TiNbkW af'loBaHT), Bynu HeratuBHUMU (OdaHi He
npeacTasneHi).

(c) MentMan, €ki MawTb TepaneBTWUYHI eniTonu, IHAYKYITb aHTUTINa, WO pPO3pPi3HIOTb
naTtonoriyHmMm i gisionoriyHmin 6inok Tay. MOHITOpMHr B peanbHOMY 4aci nofii 3B'A3yBaHHS 3
BMKOPUCTAHHSAM MOBEPXHEBOrO MMIA3MOHHOIO pPE30HaHCy [J03BOMIMB  BUMIPIOBaAHHS  KIHETUYHOI
wemakocTi acouiadii (kon) i gucoudiauii (korr) aHTUTIN 3 00'egHaHMX cupoBaTok muwen C57/BL,
iMyHi3oBaHMx okpemumu Tay-nentngamm TENLKHQPGGGK (SEQ ID NO: 270), KHQPGGG (SEQ ID
NO: 271), HQPGGG (SEQ ID NO: 272), HQPGG (SEQ ID NO: 273), QPGGG (SEQ ID NO: 274),
ENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHVPGGGS (SEQ ID NO: 275), KHVPGGG (SEQ
ID NO: 276), HVYPGGG (SEQ ID NO: 277), HVPGG (SEQ ID NO: 278), VPGGG (SEQ ID NO: 279),
DNIKHVPGGGSVQIVYKPV (SEQ ID NO: 280), HHKPGGG (SEQ ID NO: 281), HKPGGG (SEQ ID
NO: 282) i THVPGGG (SEQ ID NO: 283). AHani3a npoBoaunu 3 BUKOPUCTaHHAM MOBEPXHEBOrO
nnasmoHHoro pesoHaHcy Ha BIACORE3000 3 BukopuctaHHAM ceHcopHoro umina CM5 (Biacore AB,
Uppsala), sk onucaHo B npuknagax 5 i 19. AHani3 nokasaB, WO aHTUTING, iHAYKOBaHi iMyHi3auieto
nentugamm, 6ynu 3gaTHi po3pi3HoBaTU po3nidHaBaHHA TayA(1-150; 392-441)/4R i disionorivyHoi
isodpopmu Binka Tay 2N4R (cbir. 80). AHTUTING, iHQYKOBaHI iMyHi3auieto nentugamm SEQ ID NO: 270,
271, 272, 275, 276, 277, 280, 281 i 283, wo MiCTATb MiHIManbHi TepaneBTUYHI eniTonn, BUABNANN
nepeBaxHy adiHHiCTb BigHOCHO TayA(1-150; 392-441)/4R, B nopiBHAHHI 3 iX adiHHiCTIO BigHOCHO
BignosigHoro disionoriyHoro Ginka Tay 2N4R. Lia BigmiHHICTb Oyna cTaTMCTMYHO 3Ha4yLLO Ans
cupoBaTtok, ogepxaHux ansa nentugis: SEQ ID NO: 270 (p=0,0392), SEQ ID NO: 271 (p=0,0363),
SEQ ID NO: 272 (p=0,0022), SEQ ID NO: 276 (p=0,0013), SEQ ID NO: 277 (p=0,0023), SEQ ID NO:
280 (p=0,0104), SEQ ID NO: 281 (p=0,0123) i SEQ ID NO: 283 (p=0,0011). OgepxaHi pesynbTaTtu
BigMNOBIAaloTb nonepegHiM ekcneprMeHTam no iMyHOTeHHOCTI, y3aranbHeHO NpeacTaBneHMM Ha Qir.
77A-Ci78.

(d) IHaykoBaHi menTugamMy aHTUTINA PO3Ni3HaKTb MNatonoriyHi dopmu Binka Tay y BecTepH-
OnotuHry: AHTWTING, iHOyKOBaHi iMyHi3auieto Muwen C57/BL  okpemmmu  Tay-nentugamu,
JocnigKyBanu BiAHOCHO NaTonoriyHux popm Binka Tay 3 BUKOPUCTAHHSAM Cnocoly iMyHOGOTUHTY (K
onncaHo B npuknagi 19). CtoBOyp ronoBHoro Mo3ky wypiB SHR72 Ha nisHin cragii
HenpodibpnnApHOI naTonorii BUKOPUCTOBYBaNM Ansl eKCTpakuil HEPO3YMHHUX NaTOSNOrvyHMX Oinkie
Tay. [Ana ekcTpakuii natonoriyHoro 6inka tay npu AD y noguHW BUMKOPUCTOBYBAIM CKPOHEBY KOpY
rorioBHoro Mo3ky nwoauvHn 3 AD (ctagis bpaaka VI; ogepxaHa Big Netherlands Brain Bank,
Higepnangn). EkctparosaHi 6inkn Tay ogepxysanu 3rigHo 3i cnocobom 3 capkosunom (Greenberg
and Davies 1990). O6'egHaHi cupoBaTKuM iMyHi3oBaHuMx TBapwH posbasnsanm 1:1000 B PBS i
BMKOPUCTOBYBanM $K MepBuMHHe aHTtuTino. [licna iHkybauii 3 MepBMHHWM aHTUTIIOM iWno
NONIKIOHaNbHE aHTUTINO KPOMuKa NpoTU iMYHOrNOOYNMiHIB LLypa, KOH'IOrOBaHe 3 MEPOKCUOA30t0 XPOHY
(1:3000; Dako, Glostrup, OaHis). MNoTim aHTWTING, KOH'IOrOBaHi 3 NEPOKCUAA30k0 XPOHY, BidyanidyBanm
3a JOMNOMOroK XeMintoMiHecUeHUiT 3 BUKOPUCTaHHAM XeMmintoMiHecueHTHoro cybetpaTy SuperSignal
West Pico Chemiluminescence Substrate (Thermo Scientific, Belgium). Curhan ouundpoBysanu 3a
ponomoroto  Bizyanisytodoi cuctemmn LAS3000 CCD (Fujifilm, AnoHis). YsaranbHeHi pesynbtatu
npegcTtaeneHi Ha dir. 81. AHTUTING, iHOYKOBaHI BakuMHaLielo nentTugamu, WO WMOBIPHO hOPMYIOTb
TepanesTuiHy 3D-cTpykTypy enitona(is) DC8ES (SEQ ID NO: 270, 271, 272, 275, 276, 277, 280, 281
i 283), po3nizHaBanu Bci naTonoriyHi gopmu Ginka Tay, ekctparoBaHi 3 SHR72 i 3 TkaHWH rONOBHOIO
MO3Ky npu AD, Bkntovatoum Tay-tpunnet A68, xapaktepHui ans AD. MNpote, nentnug SEQ ID NO: 282,
akmn, Mabytb, ¢opmye TepaneBTuuHy 3D-cTpykTypy (KOHKypye 3 TayA(1-150; 392-441)/4R 3a
3B'a3yBaHHA 3 DC8ES8), He iHOyKyBaB crneuundivyHy aHTUTINbHY BiANOBIAb Y LUMX iMyHI30BaHNX MULLEN,
TakMM YMHOM peakTUBHICTb Byna HeraTuBHOKW. AHamoriyHo, 5-mepHi nentuam, ski He Gynu 3gaTHi
iHOyKyBaTK cneumdidHy Ao Ginka Tay aHTUTINbHY BiANoBigb, 6yny HeraTMBHMMM B LIbOMY aHarnisi.

(e) IHgykoBaHi nenTMaamMmn aHTUTINA PO3Ni3HatOTb NATONOriYHI GiNkx Tay B 3pi3ax rofiloBHOrO MO3Ky
noavHu nNpu xBopoOi Anburenvepa. CneuudpivHi go 6inka Tay aHTUTING, iHOYKOBaHI BaKUMHAaLiED
muwen C57/BL okpemymn nentvgamu, [OCAISKYBanM Ha TKaHWHI FOMOBHOIMO MO3KY MOAUHU
(napadiHoBi 6noku), ogepxaHin Big Netherlands brain bank. Bnoku Hapizanu Ha MikpoToMi. MNomiLeHi
B napacpiH 3pian (8 Mkm) rinokamna-cektopa CA1 3 ronoBHOro Mosky npu xsBopobi Anburerimepa
(ctagia Bbpaaka V) o6pobnsnu xonogHoto (+4 °C) 99 % MypaluMHO KMCNOTOW NpoTaroM 1 XB. npu
KiMHaTHI TemnepaTypi (25 °C). 3pi3n TkaHWH iHKyOyBanu B 6nokyBanbHOMY po3udnHi (5 % BSA, 0,3 %
Triton X-100 B 50 HM Tris-HCI), a noTtim npoTarom Ho4i 3 cupoBatkow, posbaeneHo 1:1000 B
OnokyBanbHOMY po3uuHi. [loTim 3pi3an iHKyOyBanum 3 OBIiOTUHINBOBAHUM BTOPWMHHUM a@HTUTINIOM
(Vectastain Elite ABC Kit, Vector Laboratories) npu kimHaTHin TemnepaTypi NpoTAromMm ogHi€i rogunHun, a
noTiM niggaBanu peakuii 3 KOMMNIEKCOM aBigMH-6i0TMH-Nepokcuaasa npotsirom 60 xBunuH (Vectastain
Elite ABC Kit, Vector Laboratories), B 06ox Bunagkax npu 25 °C. IMyHHY peakuito BidyanidyBanu 3a
JornomMoroto Habopy cybetpaty nepokcugasm (Vector VIP, Vector laboratories, Ca, CLUA) i KOHTpacTHO
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3abapenioBanu meTtunosum 3eneHuMm (Vector Laboratories). 3pisv pocnigxyBanu 3a 0ONOMOror
mikpockona Olympus BX71. ImyHorictoximiyHe 3abapBneHHs (cir. 82A-C, 83) Bkasye Ha Te, WO
aHTUTINa, iHAyKoBaHi iMyHizauieto nentmgom SEQ ID NO: 270, 271, 275, 276, 280, 281 i 283,
cneum@iyHO po3nisHaBanM NaToNoriyHi CTPYKTypy Oinka Tay, TOO6TO HerMpoibpunapHi BY3NUKK, B
rinokamni TKaHWHi FONIOBHOrO MO3Ky npu xBopobi Anburerimepa. CupoBaTKM TBapuH, BakUWMHOBaHMX
3rajaHumMmM BuLLle NMenTugamu, iHTEHCMBHO YyCyBanun HelpodiOpunspHy NaTosnoriio, NiATBEPOXKYHUHN,
L0 aHTUTINa HauinoBanucs Ha naTonoriyni 6inkun Tay. AHTUTING, iIHOYKOBaHI BakUMHaLieo nentuaamm
SEQ ID NO: 272 i 277, AeMOHCTpyloTb Oinbl cnabKy iHTEHCMBHICTL 3abapBMieHHs1 NaToOSIorivyHMX
CTpykTyp 6inka Tay B TKaHMHAX rofioBHOro Mo3ky. llentuam, ski iHOyKyBanu Oinbll HU3bKi piBHI
cneundpivyHoi o Binka Tay aHTUTINLHOI Bignosidi abo He iHAykyBanwu cneundivyHy go 6inka Tay
aHTuTinbHY Bignosigb (SEQ ID NO: 273, 274, 278, 279 i 282), 6ynu HeraTMBHUMMU B LbOMY aHanisi.
CwupoBaTku BiA MULLEN, KM BBOOUNM TiNbKM aa'loBaHT, BUKOPUCTOBYBANM SIK HEraTuBHi KOHTPOi.
BoHwn He po3anidHaBanu HenpoibpunapHy natonorito (gir. 82C).

Bci nocunaHHs, uuTOBaHIi B OaHOMY OMMWCI, BKMOYaKYM NaTeHTW, NaTeHTHi 3asBKW, CTaTTi,
JOBIAHWKM i T. M., | MOCUIMAHHSA, UNTOBAHI B HMX, SIKLLO BOHU LLIE HE BKIMHOYEHI, BKIMOYEHI B JaHUIA ONUC
SK MOCUNaHHs B MOBHOMY 006cs3i. KpiM LbOro, HacTynHi NOCUMaHHSA, SKi UMTOBaHI B MonepegHix
absauax B OinbLU CKOPOYEHI hopMi, TaKOX BKITHOYEHI B JAHUI ONUC SIK MOCUNAHHSA B MOBHOMY 00CA3i,
BKITHOYAIO4YM NMOCUMNAHHSA, LIUTOBaHI B TAKNX MOCUITAHHSX.
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<213> Homo sapiens
<400> 1

Pro Asp Leu Lys Asn

1 5

Lys His Gln Pro Gly
20

<210> 2

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 2

Val Lys Ser Lys Ile G

1 5

Gly Gly Lys Val Glin
20

<210> 3

<211> 30

<212> BINOK

<213> Homo sapiens

<400> 3
Lys Ile Gly Ser Thr

1 5

Val Gln Ile Ile Asn
20

<210> 4

<211> 30

<212> BIJIOK

Val

Ile

Lys

UA 123390 C2

Lys

Gly

Ser

Ile

Asn

Lys

Ser

Lys

Thr

Asn

Leu

Leu

Lys

Val
25

Lys

Lys

Asp
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Ile
10

Gln

Asn

10

Lys

His

10

Leu

Gly

Ile

Leu

Leu

Gln

Ser

Ile Asn

Lys His

Asp Leu

Pro Gly

Asn Val

Lys
30

Gln

Ser

30

Gly

Gln

BINIKKIB TAY-OMNOCEPEAKOBYBAHOI

Asn Leu

15

Pro Gly
15

Gly Lys
15
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15

20

25

<213> Homo sapiens

<400> 4
Val Gln Ile Tle Asn Lys
1 5

UA 123390 C2

Lys Leu

Cys Gly Ser Lys Asp Asn Ile Lys

20
<210>5
<211> 30
<212> BINOK
<213> Homo sapiens
<400> 5

Gly Ser Pro Gly Thr Pro

1 5

Thr Pro Pro Thr Arg Glu
20

<210>6

<211> 30

<212> BINOK

<213> Homo sapiens

<400> 6

Arg Glu Asn Ala Lys Ala
1 5

Lys Ser Pro Val Val Ser
20

<210>7

<211> 30

<212> BINOK

<213> Homo sapiens

<400> 7

Thr Pro Pro Ser Ser Gly

1 5

Tyr Ser Ser Pro Gly Ser
20

<210> 8

<211>18

<212> BINOK

<213> Homo sapiens

<400> 8

Gly Ser Arg Ser Arg

Pro Lys

Lys

Glu

Pro

Asp

Pro

Gly

Asp Leu Ser Asn Val Gln Ser Lys

10

His Val Pro Gly Gly Gly
25 30

10 15

Lys Val Ala Val Val Arg

25 30

Asp His Gly Ala Glu Ile Val Tyr
10 15

Thr Ser Pro Arg His Leu

25 30

Pro Lys Ser Gly Asp Arg Ser Gly
10 15

Thr Pro Gly Ser Arg Ser

25 30
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Thr Pro Ser Leu Pro
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15

20

UA 123390 C2

Val Pro Gly Gly Gly Ser Val Gln Ile Val Tyr Lys Pro Val Asp Leu

1 5

Ser Lys

<210>9

<211> 30

<212> BINOK

<213> Homo sapiens

<400> 9

Gln Thr ARla Pro Val Pro

1 5

Ile Gly Ser Thr Glu Asn
20

<210>10

<211> 30

<212> BINOK

<213> Homo sapiens

<400> 10

Thr Ala Pro Val Pro Met
1 5

Gly Ser Thr Glu Asn Leu
20

<210> 11

<211> 30

<212> BINOK

<213> Homo sapiens

<400> 11

Ala Pro Val Pro Met Pro
1 5

Ser Thr Glu Asn Leu Lys
20

<210> 12

<211> 30

<212> BINOK

<213> Homo sapiens

<400> 12

Met

Leu

Pro

Lys

Asp

His

Pro

Lys

Asp

His ¢

Leu

Gln

Asp

His

25

Leu

Lys

Pro

25
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10

Leu

10

Gln

Lys
10

Pro

Asn

10

Gly

Lys

Pro

Asn

Val

Gly

Asn

Gly

Val

Lys

Gly

Val

Gly

Lys

Gly

Ser

Lys

Lys

Gly
30

Lys

30

Lys

Val
30

15

Ser Lys
15

Lys Ile

Ile Gly
15



UA 123390 C2

Pro Val Pro Met Pro Asp Leu Lys Asn Val Lys Ser Lys Ile Gly Ser
1 5 10 15

Thr Glu Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln

20 25 30
<210> 13
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 13
Val Pro Met Pro Asp Leu Lys Asn Val Lys Ser Lys Ile Gly Ser Thr
1 5 10 15
Glu Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile
20 25 30
<210> 14
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 14
Pro Met Pro Asp Leu Lys Asn Val Lys Ser Lys Ile Gly Ser Thr Glu
1 5 10 15

Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile

20 25 30
<210> 15
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 15
Met Pro Asp Leu Lys Asn Val Lys Ser Lys Ile Gly Ser Thr Glu Asn

1 5 10 15

Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile Asn

20 25 30
<210> 16
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 16

Asp Leu Lys Asn Val Lys Ser Lys Ile Gly Ser Thr Glu Asn Leu Lys
1 5 10 15
His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile Asn Lys Lys

20 25 30
<210> 17
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20

25

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 17

Leu Lys Asn Val Lys

1 5

Gln Pro Gly Gly Gly
20

<210> 18

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 18

Lys Asn Val Lys Ser
1 5

Pro Gly Gly Gly Lys
20

<210> 19

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 19
Asn Val Lys Ser Lys

1 5

Gly Gly Gly Lys Val
20

<210> 20

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 20
Lys Ser Lys Ile Gly

1 5

Gly Lys Val Gin Ile
20

<210> 21

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 21

Ser

Lys

Lys

Val

Ile

Gln

Ser

Ile

UA 123390 C2

Lys

Val

Ile

Gln

Gly

Ile

Thr

Asn

Ile

Gln

Gly

Ile

Ser

Ile

Glu

Lys

Gly

Ile
25

Ser

Ile
25

Thr

Asn

Lys
25
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Ser
10

Ile

Thr
10

Asn

Glu
10

Lys

Leu

10

Leu

Thr

Asn

Glu

Lys

Asn

Lys

Lys

Asp

Glu

Lys

Asn

Lys

Leu

Leu

His

Leu

Asn

Lys

Leu

Leu

Lys

Asp

Gln

Ser

Leu

Leu

30

Lys

Asp
30

His Gln Pro

Leu

30

Pro

Asn

30

Lys His

15

His Gln

15

15

Gly Gly

15



UA 123390 C2

Ser Lys Ile Gly Ser Thr Glu Asn Leu Lys His Gln Pro Gly Gly Gly
1 5 10 15

Lys Val Gln Ile Ile Asn Lys Lys Leu Asp Leu Ser Asn Val

20 25 30
<210> 22
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 22

Ile Gly Ser Thr Glu Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val
1 5 10 15

Gln Ile Ile Asn Lys Lys Leu Asp Leu Ser Asn Val Gln Ser

20 25 30
<210> 23
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 23

Gly Ser Thr Glu Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln
1 5 10 15

Ile Ile Asn Lys Lys Leu Asp Leu Ser Asn Val Gln Ser Lys

20 25 30
<210> 24
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 24
Ser Thr Glu Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile

1 5 10 15

Ile Asn Lys Lys Leu Asp Leu Ser Asn Val Gln Ser Lys Cys

20 25 30
<210> 25
<211> 30
<212> BINOK
<213> Homo sapiens
<400> 25

121



UA 123390 C2

Thr Glu Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile
1 5 10 15

Asn Lys Lys Leu Asp Leu Ser Asn Val Gln Ser Lys Cys Gly

20 25 30
<210> 26
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 26
Glu Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile Asn

1 5 10 15

Lys Lys Leu Asp Leu Ser Asn Val Gln Ser Lys Cys Gly Ser

20 25 30
<210> 27
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 27
Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile Asn Lys

1 5 10 15

Lys Leu Asp Leu Ser Asn Val Gln Ser Lys Cys Gly Ser Lys

20 25 30

<210> 28

<211> 30

<212> BIJIOK

<213> Homo sapiens

<400> 28

Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile Asn Lys Lys

1 5 10 15

Leu Asp Leu Ser Asn Val Gln Ser Lys Cys Gly Ser Lys Asp

20 25 30
<210> 29
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 29
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15

20

25

Lys His Gln Pro Gly

1 5

Asp Leu Ser Asn Val

20
<210> 30
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 30
Gln Ile Ile Asn Lys

1 5

Gly Ser Lys Asp Asn

20

<210> 31

<211> 30

<212> BIJTIOK

<213> Homo sapiens
<400> 31

Ile Ile Asn Lys Lys

1 5

Ser Lys Asp Asn Ile

20
<210> 32
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 32

Ile Asn Lys Lys Leu
1 5

Lys Asp Asn Ile Lys

20
<210> 33
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 33

Asn Lys Lys Leu Asp

1 5

Lys

Ile

Leu

Lys

Asp

His

Leu

Gly

Ser

Leu

Lys

Asp

His

Leu

Val

UA 123390 C2

Lys

Lys

Asp

His

Leu

Val

Ser

Pro

Asn

Val

Cys
25

Leu

Val
25

Ser

Pro

25

Asn

Gly
25

Val
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Gln

10

Ser

10

Pro

Asn

10

Gly

Val

10

Gly

Gln

10

Ile

Ser

Asn

Gly

Val

Gly

Gln

Gly

Ile

Lys

Val

Gly

Gln

Gly

Ser

Ser

Lys

Asn

Asp

Gin

Gly

Ser

Ser

Lys

Val

Lys

Asn

Ser

ser

30

Lys

Val
30

Cys

Gln
30

Lys Leu

15

Lys
15

Cys

Cys Gly

15

Gly Ser

15
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15

20

25

30

Asp Asn Ile Lys His Val

20
<210> 34
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 34

Lys Lys Leu Asp Leu Ser
1 5

Asn Ile Lys His Val Pro
20

<210> 35

<211> 30

<212> BIJIOK

<213> Homo sapiens

<400> 35

Lys Leu Asp Leu Ser Asn

1 5

Ile Lys His Val Pro Gly
20

<210> 36

<211> 30

<212> BIJTIOK

<213> Homo sapiens

<400> 36

Leu Asp Leu Ser Asn Val

1 5

Lys His Val Pro Gly Gly Gly Ser
20

<210> 37

<211> 30

<212> BIJTIOK

<213> Homo sapiens

<400> 37

Asp Leu Ser Asn Val Gln
1 5

His Val Pro Gly Gly Gly
20

<210> 38

<211> 30

<212> BINTIOK

<213> Homo sapiens

UA 123390 C2

Pro Gly Gly Gly Ser

Asn Val

Gly Gly

Val Gln

Gly Gly

Gln Ser

Ser Lys

Ser Val

25

Gln

25

Ser

Ser

25

Lys

Val
25

Gln
25
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Ser Lys
10

Ser Val

Lys Cys
10

Val Gln

Cys Gly

10
Gln Ile

Gly Ser
10

Ile Val

Val

Cys

Gln

Gly

Ile

Ser

Val

Lys

Tyr

Gln Ile
30

Gly Ser

Ile Val
30

Ser Lys Asp Asn

Val Tyr
30

Lys Asp

Tyr Lys
30

Asp Asn

Lys Pro
30

Lys Asp

15

15

Asn Ile

15

Ile Lys

15
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15

20

25

<400> 38
Leu Ser Asn Val Gln
1 5

Val Pro Gly Gly Gly

20

<210> 39

<211> 30

<212> BIJTIOK

<213> Homo sapiens
<400> 39

Ser Asn Val Gln Ser
1 5

Pro Gly Gly Gly Ser
20

<210> 40

<211> 30

<212> BIJIOK

<213> Homo sapiens
<400> 40
Asn Val Gln Ser Lys

1 5

Gly Gly Gly Ser Val
20

<210> 41

<211> 30

<212> BIJIOK

<213> Homo sapiens
<400> 41

Val Gln Ser Lys Cys
1 5

Gly Gly Ser Val Gln
20

<210> 42

<211> 30

<212> BIJTIOK

<213> Homo sapiens
<400> 42

Ser

Ser

Lys

Val

Cys

Gln

Gly

Ile

UA 123390 C2

Lys

Val

Cys

Gln

Gly

Ile

Ser

Val

Cys

Gln

Gly

Ile

Ser

Val

Lys

Tyr

Gly

Ile
25

Ser

Val
25

Lys

Tyr
25

Asp

Lys
25

125

Ser

10

Val

Lys
10

Tyr

Asp
10

Lys

Asn

10

Pro

Lys

Tyr

Asp

Lys

Asn

Pro

Ile

Val

Asp

Lys

Asn

Pro

Ile

Val

Lys

Asp

Asn

Pro

Ile

Val

Lys

Asp

His

Leu

Ile

Val
30

Lys His Val

Asp
30

His Val Pro

Leu

30

Val

Ser

30

Lys His

15

15

15

Pro Gly

15



UA 123390 C2

Gln Ser Lys Cys Gly Ser Lys Asp Asn Ile Lys His Val Pro Gly Gly
1 5 10 15

Gly Ser Val Gln Ile Val Tyr Lys Pro Val Asp Leu Ser Lys

20 25 30
<210> 43
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 43
Ser Lys Cys Gly Ser Lys Asp Asn Ile Lys His Val Pro Gly Gly Gly

1 5 10 15

Ser Val Gln Ile Val Tyr Lys Pro Val Asp Leu Ser Lys Val

20 25 30
<210> 44
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 44
Lys Cys Gly Ser Lys Asp Asn Ile Lys His Val Pro Gly Gly Gly Ser

1 5 10 15

Val Gln Ile Val Tyr Lys Pro Val Asp Leu Ser Lys Val Thr

20 25 30
<210> 45
<211> 30
<212> BINOK
<213> Homo sapiens
<400> 45
Gly Ser Lys Asp Asn Ile Lys His Val Pro Gly Gly Gly Ser Val Gln

1 5 10 15

Ile Val Tyr Lys Pro Val Asp Leu Ser Lys Val Thr Ser Lys

20 25 30
<210> 46
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 46
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UA 123390 C2

Ser Lys Asp Asn Ile Lys His Val Pro Gly Gly Gly Ser Val Gln Ile
1 5 10 315

Val Tyr Lys Pro Val Asp Leu Ser Lys Val Thr Ser Lys Cys

20 25 30
<210> 47
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 47
Lys Asp Asn Ile Lys His Val Pro Gly Gly Gly Ser Val Gln Ile Val

1 5 10 15

Tyr Lys Pro Val Asp Leu Ser Lys Val Thr Ser Lys Cys Gly

20 25 30
<210> 48
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 48
Asp Asn Ile Lys His Val Pro Gly Gly Gly Ser Val Gln Ile Val Tyr

1 5 10 15

Lys Pro Val Asp Leu Ser Lys Val Thr Ser Lys Cys Gly Ser

20 25 30
<210> 49
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 49
Asn Ile Lys His Val Pro Gly Gly Gly Ser Val Gln Ile Val Tyr Lys

1 5 10 15

Pro Val Asp Leu Ser Lys Val Thr Ser Lys Cys Gly Ser Leu

20 25 30
<210> 50
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 50
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15

20

25

Ile Lys His Val Pro

1 5

Val Asp Leu Ser Lys
20

<210> 51

<211> 30

<212> BIJTIOK

<213> Homo sapiens
<400> 51
Lys His Val Pro Gly

1 5

Asp Leu Ser Lys Val

20
<210> 52
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 52
Gln TIle Val Tyr Lys

1 5

Gly Ser Leu Gly Asn
20

<210> 53

<211> 30

<212> BIJTIOK

<213> Homo sapiens
<400> 53
Ile Val Tyr Lys Pro

1 5
Ser Leu Gly Asn Ile

20
<210> 54
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 54

Gly

Val

Gly

Thr

Prao

Ile

Val

His

UA 123390 C2

Gly

Thr

Gly

Ser

Val

His

Asp

His

Gly

Ser

Ser

Lys

Asp

His

Leu

Lys

S

er

Lys

2

v

c
2

5

al

VA
5

Leu

Lys
25

93]

Pro Gly

3]

L
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Val
10

Cys

Gln
10

Ser

10

Pro

Lys

10

Gln

Gly

Ile

Ser

Lys

Gly

Val

Gly

Ile

Ser

Val

Leu

Val

Gly

Thr

Gly

Val

Leu

Tyr

Gly

Thr

Gly

Tyr

Gly
30

Lys

Asn

30

Gln
30

LySs

Val
30

Lys Pro

15

Pro Val
15

Lys Cys
15

Cys Gly
15
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15

20

25

Val Tyr Lys Pro Val Asp
1 5

Leu Gly Asn Ile His His
20

<210> 55

<211> 30

<212> BIJIOK

<213> Homo sapiens

<400> 55

Tyr Lys Pro Val Asp Leu

1 5

Gly Asn Ile His His Lys
20

<210> 56

<211> 30

<212> BINTIOK

<213> Homo sapiens

<400> 56

Lys Pro Val Asp Leu Ser

1 5

Asn Ile His His Lys Pro
20

<210> 57

<211> 30

<212> BIJIOK

<213> Homo sapiens

<400> 57

Pro Val Asp Leu Ser Lys

1 5

Ile His His Lys Pro Gly
20

<210> 58

<211> 30

<212> BIJTOK

<213> Homo sapiens

<400> 58

UA 123390 C2

Leu

Lys

Ser

Pro

Lys

Gly

Val

Gly

Ser Lys Val Thr Ser Lys

Pro

Lys

Gly

Val

Gly

Thr

Gly

10

Gly Gly Gly
25

Val Thr Ser
10

Gly Gly Gln
25

Thr Ser Lys

10
Gly Gln Val

25

Ser Lys Cys
10

Gln Val Glu
25
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Gln Val

Lys Cys

Val Glu

Cys Gly

Glu Val

Gly Ser

Val Lys

Cys

Glu
30

Gly

Val
30

Ser

Lys
30

Leu

Ser

30

Gly Ser
15

Ser Leu

15

Leu Gly
15

Gly Asn
15



UA 123390 C2

Val Asp Leu Ser Lys Val Thr Ser Lys Cys Gly Ser Leu Gly Asn Ile
1 5 10 15

His His Lys Pro Gly Gly Gly Gln Val Glu Val Lys Ser Glu

20 25 30
<210> 59
<211> 30
<212> BINOK
<213> Homo sapiens
<400> 59

Asp Leu Ser Lys Val Thr Ser Lys Cys Gly Ser Leu Gly Asn Ile His
1 5 10 15

His Lys Pro Gly Gly Gly Gln Val Glu Val Lys Ser Glu Lys

20 25 30
<210> 60
<211> 30
<212> BINOK
<213> Homo sapiens
<400> 60
Leu Ser Lys Val Thr Ser Lys Cys Gly Ser Leu Gly Asn Ile His His

1 5 10 15

Lys Pro Gly Gly Gly Gln Val Glu Val Lys Ser Glu Lys Leu

20 25 30

<210> 61

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 61

Ser Lys Val Thr Ser Lys Cys Gly Ser Leu Gly Asn Ile His His Lys
1 5 10 1

w

Pro Gly Gly Gly Gln Val Glu Val Lys Ser Glu Lys Leu Asp

20 25 30
<210> 62
<211> 30
<212> BINOK
<213> Homo sapiens
<400> 62

130



10

15

20

Lys Val Thr Ser Lys
1 5

Gly Gly Gly Gln Val

20
<210> 63
<211> 30
<212> BINOK
<213> Homo sapiens
<400> 63
Val Thr Ser Lys Cys

1 5

Gly Gly Gln Val Glu

20
<210> 64
<211> 30
<212> BINOK
<213> Homo sapiens
<400> 64
Thr Ser Lys Cys Gly

1 5

Gly Gln Val Glu Val

20
<210> 65
<211> 30
<212> BINOK
<213> Homo sapiens
<400> 65

Ser Lys Cys Gly Ser
1 5

Gln Val Glu Val Lys

20
<210> 66
<211> 30
<212> BINOK
<213> Homo sapiens
<400> 66

UA 123390 C2

Cys Gly Ser

Glu Val Lys

Gly Ser Leu

Val Lys Ser

Ser Leu Gly

Lys Ser Glu

Leu Gly Asn

Ser Glu Lys

Leu

[RS]
i

Gly

Glu
25

Asn

Lys
25

Ile

Leu

25

131

Gly Asn
10

Glu Lys

Asn Ile
10

Lys Leu

Ile His
10

Leu Asp

His His

10

Asp Phe

Ile His

Leu Asp

Asp Phe

His Lys

Phe Lys

Lys Pro

Lys Asp

His Lys Pro

Lys Pro Gly
15

Lys
30

Pro Gly Gly
15

Asp
30

Gly Gly Gly
15

Arg
30



UA 123390 C2

Lys Cys Gly Ser Leu Gly Asn Ile His His Lys Pro Gly Gly Gly Gln
1 5 10 15

Val Glu Val Lys Ser Glu Lys Leu Asp Phe Lys Asp Arg Val

20 25 30
<210> 67
<211> 30
<212> BINTIOK
<213> Homo sapiens
<400> 67
Cys Gly Ser Leu Gly Asn Ile His His Lys Pro Gly Gly Gly Gln Val

1 5 10 15

Glu Val Lys Ser Glu Lys Leu Asp Phe Lys Asp Arg Val Gln

20 25 30
<210> 68
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 68

Gly Ser Leu Gly Asn Ile His His Lys Pro Gly Gly Gly Gln Val Glu
1 5 10 15

Val Lys Ser Glu Lys Leu Asp Phe Lys Asp Arg Val Gln Ser

20 25 30
<210> 69
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 69
Ser Leu Gly Asn Ile His His Lys Pro Gly Gly Gly Gln Val Glu Val

1 5 10 15

Lys Ser Glu Lys Leu Asp Phe Lys Asp Arg Val Gln Ser Lys

20 25 30
<210> 70
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 70
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15

20

25

Leu Gly Asn Ile His
1 3

Ser Glu Lys Leu Asp
20

<210> 71

<211> 30

<212> BIJTIOK

<213> Homo sapiens
<400> 71

Gly Asn Ile His His
1 5

Glu Lys Leu Asp Fhe
20

<210> 72

<211> 30

<212> BIJIOK

<213> Homo sapiens
<400> 72
Asn Ile His His Lys

1 5

Lys Leu Asp Phe Lys
20

<210> 73

<211> 30

<212> BIJTIOK

<213> Homo sapiens
<400> 73

Tle His His Lys Pro

1 5

Leu Asp Phe Lys Asp
20

<210> 74

<211> 30

<212> BIJIOK

<213> Homo sapiens
<400> 74

His

Phe

Lys

Lys

Pro

Asp

Gly

Arg

Lys

Lys

Pro

Asp

Gly

Arg

Gly Gly

Val

UA 123390 C2

Pro

Asp

Gly

Arg

Gly

Val

Gln

Gly Gly
10

Arg Val
25

Gly Gly
10

Val Gln
25

Gly Gln
10

Gln Ser
25

Gln Val

10
Ser Lys

25
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Gly

Gln

Gln

Ser

Val

Lys

Glu

Ile

Gln

Ser

Val

Lys

Glu

Ile

Val

Gly

Val

Lys

Glu

Ile

Val

Gly

Lys

Ser

Glu

Ile
30

Val

Gly

Lys

Ser

30

Ser

Leu

30

Val Lys

15

Lys Ser

15

Ser Glu

15

Glu Lys

15



10

15

20

25

His His Lys Pro Gly
1 5

Asp Phe Lys Asp Arg

20
<210> 75
<211> 30
<212> BINOK
<213> Homo sapiens
<400> 75

Val Lys Ser Glu Lys
1 5

Gly Ser Leu Asp Asn
20

<210> 76

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 76

Lys Ser Glu Lys Leu

1 5

Ser Leu Asp Asn Ile
20

<210> 77

<211> 30

<212> BINNOK

<213> Homo sapiens
<400> 77
Ser Glu Lys Leu Asp

1 5

Leu Asp Asn Ile Thr
20

<210> 78

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 78

Gly

Val

Leu

Ile

Asp

Thr

Phe

His

UA 123390 C2

Gly Gln

Gln Ser

Asp Phe

Thr His

Phe Lys

His Val

Lys Asp

Val Pro

Val

Lys
25

Lys

Val
25

Asp

Pro

25

Arg

Gly
25

134

Glu
10

Ile

Asp
10

Pro

Gly

Val
10

Gly

Val

Gly

Arg

Gly

Val

Gly

Gln

Gly

Lys

Ser

Val

Gly

Gln S

Gly

Ser

Asn

Ser

Leu

Gln

Gly

Asn

Lys

Lys

Glu

Asp
30

Ser

Asn

30

Lys

Lys
30

Ile

Lys

Lys Leu
15

Lys Ile
15

Gly Ser
15



10

15

20

Glu Lys Leu Asp Phe
1 5

Asp Asn Ile Thr His
20

<210> 79

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 79

Lys Leu Asp Phe Lys
1 5

Asn Ile Thr His Val

20
<210> 80
<211> 30
<212> BINOK
<213> Homo sapiens
<400> 80
Leu Asp Phe Lys Asp

1 5

Ile Thr His Val Pro
20

<210> 81

<211> 30

<212> BINNOK

<213> Homo sapiens
<400> 81
Asp Phe Lys Asp Arg

1 5

Thr His Val Pro Gly
20

<210> 82

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 82

Lys

Val

Asp

Pro

Arg

Gly

Val

Gly

UA 123390 C2

Asp Arg Val Gln

Pro Gly

Arg Val

Gly Gly

Val Gln

Gln Ser

Gly Asn

10

Gly Gly

25

Gln

Gly
25

93
1)
b

Asn

3%
(%31

Lys

Lys
25
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Ser
10

Asn

Lys
10

Lys

Ile
10

Lys

Ser

Asn

Lys

Lys

Ile

Lys

Gly

Ile

Lys

Lys

Ile

Lys

Gly

Ile

Ser

Glu

Ile

Lys

Ile

Ser

Leu

Thr

Ile
30

Ser

Glu
30

Leu

1 Thr

30

Asp

His

30

Ser Leu

15

Leu Asp
15

Asp Asn

[
w

Asn Ile
15



10

15

20

Phe Lys Asp Arg Val
1 5

His Val Pro Gly Gly

20
<210> 83
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 83
Lys Asp Arg Val Gln

1 5

Val Pro Gly Gly Gly
20

<210> 84

<211> 30

<212> BIJTIOK

<213> Homo sapiens
<400> 84
Asp Arg Val Gln Ser

1 5

Pro Gly Gly Gly Asn
20

<210> 85

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 85

Arg Val Gln Ser Lys
1 5

Gly Gly Gly Asn Lys
20

<210> 86

<211> 30

<212> BIJIOK

<213> Homo sapiens
<400> 86

Gln

Gly

Ser

Asn

Lys

Lys

Ile

Lys

Ser

Asn

Lys

Lys

Ile

Lys

Gly

Ile

UA 123390 C2

Lys Ile Gly

Lys

Ile

Lys

Gly

Ile

Ser

Glu

Lys
25

Gly

Ile
25

Ser

Glu
25

Leu

Thr
25
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10

Ile

Ser

10

Glu

Leu

10

Thr

Asp
10

His

Ser

Glu

Leu

Thr

Asp

His

Asn

Lys

Leu

Thr

Asp

His

Asn

Lys

Ile

Leu

Asp

His

Asn

Lys

Ile

Leu

Thr

Thr

Asn

Lys
30

Ile

Leu

30

Thr

Thr
30

His

Phe
30

Ile Thr
15

Thr His
15

His Val
15

Val Pro
15



UA 123390 C2

Val Gin Ser Lys Ile Gly Ser Leu Asp Asn Ile Thr His Val Pro Gly
1 5 10 15

Gly Gly Asn Lys Lys Ile Glu Thr His Lys Leu Thr Phe Arg

20 25 30
<210> 87
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 87
Gln Ser Lys Ile Gly Ser Leu Asp Asn Ile Thr His Val Pro Gly Gly

1 5 10 15

Gly Asn Lys Lys Ile Glu Thr His Lys Leu Thr Phe Arg Glu

20 25 30
<210> 88
<211>31
<212> BIJIOK
<213> Homo sapiens
<400> 88
Cys Ser Lys Ile Gly Ser Leu Asp Asn Ile Thr His Val Pro Gly Gly

1 5 10 15

Gly Asn Lys Lys Ile Glu Thr His Lys Leu Thr Phe Arg Glu Asn

20 25 30
<210> 89
<211> 30
<212> BIJIOK
<213> Homo sapiens
<400> 89
Lys Ile Gly Ser Leu Asp Asn Ile Thr His Val Pro Gly Gly Gly Asn

1 5 10 15

Lys Lys Ile Glu Thr His Lys Leu Thr Phe Arg Glu Asn ARla

20 25 30
<210> 90
<211> 30
<212> BIJTIOK
<213> Homo sapiens
<400> 90

137



10

15

20

25

Ile Gly Ser Leu Asp
1 5

Lys Ile Glu Thr His
20

<210> 91

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 91

Gly Ser Leu Asp Asn
1 5

Ile Glu Thr His Lys
20

<210> 92

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 92

Ser Leu Asp Asn Ile
1 5

Glu Thr His Lys Leu
20

<210> 93

<211> 30

<212> BINIOK

<213> Homo sapiens
<400> 93

Leu Asp Asn Ile Thr
1 5

Thr His Lys Leu Thr
20

<210> 94

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 94

Asn

Lys

Ile

Leu

Thr

Thr

Phe

Ile

Leu

Thr

Thr

His

Phe

Val

Arg

UA 123390 C2

Thr His Val

Thr

His

Phe

Val

Arg

Pro

Glu

10

Phe Arg

25

Val

Arg
25

Pro

10

Glu

Pro Gly

10

Glu Asn

25

Gly

Asn

138

Ala

Pro

Glu

Gly

Asn

Gly

Ala

(]
—
[

Lys

Gly

Asn

Gly

Ala

Gly

Lys

; Asn

Ala

Gly

Ala

Gly

Lys

Asn

Ala

Lys

Lys

Gly

Lys
30

Asn

Ala

Lys

Lys
30

Asn Lys
15

Lys Lys
15

Lys Ile
15



10

15

20

25

30

Asp Asn Ile Thr His

1

His Lys Leu Thr Phe

20
<210> 95
<211> 30
<212> BINOK
<213> Homo sapiens
<400> 95

Asn Ile Thr His Val

1

Lys Leu Thr Phe Arg

20
<210> 96
<211> 30
<212> BINOK
<213> Homo sapiens
<400> 96

Ile Thr His Val Pro

1

Leu Thr Phe Arg Glu
20

<210> 97

<211> 30

<212> BINIOK

<213> Homo sapiens
<400> 97

Thr His Val Pro Gly

1

Thr Phe Arg Glu Asn

20
<210> 98
<211>7
<212> BINOK
<213> Homo sapiens
<400> 98

Lys His Gln Pro Gly

1

<210> 99

<211>7

<212> BINOK

<213> Homo sapiens

5

-

2

5

5

5

Val

Arg

Pro

Glu

Gly

Asn

Gly

Ala

UA

Pro Gly

Glu Asn

Gly Gly

Asn Ala

Gly Gly

Ala Lys

Gly Asn

Lys Ala

123390 C2

Gly

Ala
25

Gly

25

Asn

Ala

Lys

Lys
25

139

Gly
10

Lys

Asn

10

Ala

Lys

10
Lys

Lys
10

Thr

Asn

Ala

Lys

Lys

Thr

Ile

Asp

Lys

Lys

Lys

Thr

Ile

Asp

Glu

His

Lys

Thr

Ile

Asp

Glu

His

Thr

Gly

Ile Glu Thr

Asp
30

Glu

His

30

Thr

Gly
30

His

Ala
30

15

Thr His

15

His Lys

15

Lys Leu
15



10

15

20

<400> 99
Lys His Val Pro Gly

1 5
<210> 100

<211>7

<212> BINOK

<213> Homo sapiens
<400> 100

His His Lys Pro Gly
1 5
<210> 101

<211>7

<212> BINOK

<213> Homo sapiens
<400> 101

Thr His Val Pro Gly
1 5
<210> 102

<211> 441

<212> BINOK

<213> Homo sapiens
<400> 102

Met Ala Glu Pro Arg
1 5

Thr Tyr Gly Leu Gly
20

Gln Asp Gln Glu Gly
35

Gln Thr Pro Thr Glu
50

Gly

Gly Gly

Gly Gly

Gln Glu

Asp Arg

Asp Thr

Asp Gly

55

UA 123390

Phe Glu Val
10

C2

Met Glu Asp His Ala Gly

15

Lys Asp Gln Gly Gly Tyr Thr Met

25

Asp Ala Gly Leu Lys Glu Ser Pro

40

Ser Glu Glu

140

30

45

Pro Gly Ser Glu Thr
60

His

Leu

Ser



Asp

Asp

Ile

Ser

Ser

Ala

145

Gly

Pro

Asp

Arg

Ala

Glu

Pro

Leu

Lys

130

Asp

Gln

Ala

Arg

Ser

210

Gly

Glu

Glu
115

Ser

Gly

Lys

Pro

Ser

195

Arg

Ser

Ala

Gly
100

Asp

Lys

Lys

Gly

Lys
180

Gly

Thr

Thr

Pro

85

Thr

Glu

Asp

Thr

Gln

165
Thr

Tyr

Pro

Pro

70

Gly

Thr

Ala

Gly

Lys

150

Ala

Pro

Ser

Ser

Thr

Lys

Ala

Ala

Thr

135

Ile

Asn

Pro

Ser

Leu

215

UA 123390 C2

Ala

Gln

Glu

Gly
120
Gly

Ala

Ala

Ser

Pro

200

Pro

Glu

Ala

Glu

105

His

Ser

Thr

Thr

Ser

185

Gly

Thr

141

Asp

Ala

a0

Ala

Val

Asp

Pro

Arg

170
Gly

Ser

Val
75

Ala

Gly

Thr

Asp

Arg

155

Ile

Glu

Pro

Pro

Thr

Gln

Ile

Gln
Lys

140

Gly

Pro

Pro

Gly

Thr
220

Ala

Pro

Gly

Ala
125
Lys

Ala

Ala

Pro

Thr
205

Arg

Pro

His

Asp
110

Arg

Ala

Ala

Lys

Lys
190

Pro

Glu

Leu

Thr
95

Thr

Met

Lys

Pro

Thr

175
Ser

Gly

Pro

Val

80

Glu

Pro

Val

Pro

160

Pro

Gly

Ser

Lys



Lys
225

Ser

Lys

Gly

Ser

Ser

305

Lys

Val

Lys

Lys

Val

Arg

Ser

Lys

Lys
290

Val

Cys

Glu

Ile

Lys
370

Ala

Leu

Lys

Val

275
Cys

Gln

Gly

Val

Gly
355

Ile

Val

Gln

Ile
260

GIn

Gly

Ile

Ser

Lys

340

Ser

Glu

Val

Thr

245

Gly

Val

Leu

325

Ser

Leu

Thr

Arg
230

Ala

Ser

Ile

Lys

Tyr

310

Gly

Glu

Asp

His

Thr

Pro

Thr

Asn

Asp
295

Lys

Asn

Lys

Asn

Lys
375

UA 123390 C2

Pro

Val

Glu

Lys

280
Asn

Pro

Ile

Leu

Ile
360

Leu

Pro

Pro

Asn

265

Lys

Ile

Val

His

Asp

345

Thr

Thr

142

Lys

Mat

250

Leu

Leu

Lys

Asp

His
330

Phe

His

Phe

Ser

235

Pro

Lys

Asp

His

Leu

315

Lys

Lys

Val

Arg

Pro

Asp

His

Leu

Val
300

Ser

Pro

Asp

Pro

Glu
380

Ser

Leu

Gln

Ser

285
Pro

Lys

Gly

Arg

Gly
365

Asn

Ser

Lys

Fro

270

Asn

Gly

Val

Gly

Val

350

Gly

Ala

Ala

Asn

255

Gly

Val

Gly

Thr

Gly
335

Gln

Lys

Lys
240

Val

Gly

Gln

Gly

Ser

320

Gln

Ser

Asn

Ala



Lys Thr Asp His Gly
385

Gly Asp Thr Ser Pro
405

Ile Asp Met Val Asp
420

Ser Ala Ser Leu Ala

435

<210> 103

<211> 412

<212> BINOK

<213> Homo sapiens
<400> 103

Met Ala Glu Pro Arg
1 5

Thr Tyr Gly Leu Gly
20

Gln Asp Gln Glu Gly
35

Gln Thr Pro Thr Glu
50

Ala

390

Arg

Ser

Lys

Gln

Asp

Asp

Asp

UA 123390 C2

Glu

His

Pro

Gln

Glu

Arg

Thr

Gly
55

Ile

Leu

Gln

Gly
440

Phe

Lys

Asp

40

Ser

Val

Ser

Leu

425

Leu

Glu

Asp

25

Ala

Glu

143

Tyr

Asn

410

Ala

Val
10

Gln

Glu

Lys Ser Pro
395

Val Ser Ser

Thr Leu Ala

Met Glu Asp

Gly Gly Tyr

Leu Lys Glu
45

Pro Gly Ser
60

Val

Thr

Asp
430

His

Thr
30

Ser

Val

Gly
415

Glu

Ala
15

Met

Pro

Thr

Ser

400

Ser

Val

His

Leu

Ser



Asp
65

Asp

Arg

Ala

Ala

Lys

145

Lys

Pro

Glu

Ser

Ala

Thr

Met

Lys

Pro

130

Thr

Ser

Gly

Pro

Ala
210

Lys

Pro

Val

Gly
115

Pro

Pro

Lys
195

Lys

Ser

Ser

Ser 1

100

Ala

Gly

Pro

Asp

Thr

Leu

85

Asp

Gln

Ala

Arg
165

Arg Ser

180

Lys

Ser

Val

Arg

Pro

70

Glu

Ser

Gly

Lys

Pro

150

Ser

Arg

Ala

Leu

UA 123390 C2

Thr

Asp

Lys

Lys

Gly

135

Lys

Gly

Thr

Val

Gln
215

Ala

Glu

Asp

Thr
120
Gln

Thr

Tyr

Pro

Val
200

Thr

Glu

Ala

Gly

105

Lys

Ala

Pro

Ser

Ser

185

Arg

Ala

144

Ala

Ala

90

Thr

Ile

Asn

Pro

Ser
170

Leu

Thr

Pro

Glu
75

Gly

Gly

Ala

Ala

Ser

155

Pro

Pro

Pro

Val

Glu

His

Ser

Thr

Thr
140

Ser

Gly

Thr

Pro

Pro

220

Ala

Val

Asp

Pro
125
Arg

Gly

Ser

Pro

Lys
205

Met

Gly

Thr

Asp
110

Arg

Ile

Glu

Pro

Pro

190

Ser

Ile

Gln

95

Lys

Gly

Pro

Pro

Pro

Asp

Gly
80

Ala

Lys

Ala

Ala

Pro

160

Thr

Arqg

Ser

Leu



Lys
225

Pro

Asn

Gly

Val

Gly

305

Val

Gly

Ala

Val

Asn

Gly

Val

Gly

Thr

290

Gly

Gln

Gly

Lys

Val
370

Val

Gly

Gln

Gly
275

Ser

Gln

Ser

Asn

Ala
355

Ser

Lys

Gly

Ser

260

Ser

Lys

Val

Lys

Lys
340

Lys

Ser

Lys

245

Lys

Val

Cys

Glu

Ile
325
Lys

Thr

Asp

Lys
230

Val

Cys

Gln

Gly

Val

310

Gly

Ile

Asp

Thr

Ile

Gln

Gly

Ile

Ser

295

Lys

Ser

Glu

His

Ser

375

UA 123390 C2

Gly

Ile

Ser

Val
280

Leu

Ser

Leu

Thr

Gly
360

Pro

Ser

Ile

Lys

265

Tyr

Gly

Glu

Asp

His

345

Ala

Arg

145

Thr

Asn

250

Asp

Lys

Asn

Lys

Asn
330

Lys

Glu

His

Glu
235

Lys

Asn

Pro

Ile

Leu

315

Ile

Leu

Ile

Leu

Asn

Lys

Ile

Val

His

300

Asp

Thr

Thr

Val

Ser

380

Leu

Leu

Lys

Asp
285

His

Phe

His

Phe

Tyr
365

Asn

Lys

Asp

His

270

Leu

Lys

Lys

Val

Arg
350

Val

His

Leu

255

Val

Ser

Pro

Asp

Pro
335
Glu

Ser

Ser

Gln
240

Ser

Pro

Lys

Gly

Arg
320

Gly

Asn

Pro



Thr Gly Ser Ile Asp
385

Asp Glu Val Ser Ala

405

<210> 104

<211> 410

<212> BIJTIOK

<213> Homo sapiens
<400> 104

Met Ala Glu Pro Arg
1 5

Thr Tyr Gly Leu Gly

20

Gln Asp Gln
35
Thr Pro

Glu Gly

Gln Thr Glu

50

Asp Ser Thr

65

Ala Lys

Ala Pro
85

Asp Glu Gly

Ile Pro Glu Gly Thr

100

Met
390

Ser

Gln

Asp

Asp

Asp

Pro

70

Gly

Thr

UA 123390 C2

Val

Leu

Glu

Arg

Thr

Gly
55

Thr

Lys

Ala

Asp

Ala

Phe

Lys

Asp
40

Ser

Ala

Gln

Glu

Ser Pre Gln Leu Ala

395

Lys Gln Gly Leu

410

Glu Val

10

Met Glu Asp

Asp Gln

25

Gly Gly Tyr

Glu
45
Gly Ser

Ala Gly Leu Lys

Glu Glu Pro

60

Glu Val

75

Asp Thr Ala

Ala Ala

90

Ala Gln Pro

Glu
105

Ala Gly Ile Gly

146

Thr Leu Ala
400

His Ala Gly
15

Thr Met His
30

Ser Pro Leu

Glu Thr Ser

Val
80

Pro Leu

His Thr Glu

95

Asp Thr Pro

110



Ser

Ser

Ala
145

Gly

Pro

Asp

Arg

Lys

225

Ser

Lys

Leu

Lys

130

Asp

Gln

Ala

Arg

Ser
210
Val

Arg

Ser

Glu
115

Ser

Gly

Lys

Pro

Ser

185

Arg

Ala

Leu

Lys

Asp

Lys

Lys

Gly

Lys

180

Gly

Thr

Val

Gln

Ile
260

Glu

Asp

Thr

Gln
165
Thr

Tyr

Pro

Val

Thr
245

Gly

Ala

Gly

Lys
150

Ala

Pro

Ser

Ser

Arg

230

Ala

Ser

UA 123390 C2

Ala Gly
120

Thr Gly
135

Ile Ala

Asn Ala

Pro Ser

Ser Pro

200

Leu Pro
215

Thr Pro

Pro Val

Thr Glu

His

Ser

Thr

Thr

Ser

185

Gly

Thr

Pro

Pro

Vval Thr

Asp Asp

Pro Arg
155

Arg Ile
170
Gly Glu

Ser Pro

Pro Pro

Lys Ser
235

Met Pro
250

Leu Lys

147

Gln Ala
125

Lys Lys
140

Arg

Met Val

Lys Gly

Gly Ala Ala Pro Pro

Pro Ala

Pro Pro

Gly Thr
205

Thr Arg
220

Pro Ser

Asp Leu

His Gln

Lys

Lys

180

Pro

Glu

Lys

Pro

270

160

Thr Pro
175
Ser Gly

Gly Ser

Pro Lys

Ala Lys
240

Asn Val
255

Gly Gly



Gly Lys Val
275

Ser Lys Cys
290

Gln Val Glu
305

Ser Lys Ile

Asn Lys Lys

Ala Lys Thr
355

Ser Gly Asp
370

Ser Ile Asp
385

Val Ser Ala

<210> 105
<211> 383
<212> BINOK

<213> Homo sapiens

<400> 105

Gln

Gly

Val

Gly

Ile

340

Asp

Thr

Met

Ser

ITle

Lys

Ser

325
Glu

His

Ser

Val

Leu

405

Val

Leu

Ser

310

Leu

Thr

Gly

Pro

Asp

390

Ala

UA 123390 C2

Tyr

Gly

295

Glu

Asp

His

Ala

Arg

375

Lys

Lys
280

Asn

Lys

Asn

Lys

Glu
360

His

Pro

Gln

Pro

Ile

Leu

Ile

Leu

345

Ile

Leu

Gln

Gly

148

Val

His

Asp

Thr

330
Thr

Val

Ser

Leu

Leu

410

Asp

His

Phe

315

His

Phe

Tyr

Asn

Ala
395

Leu

Lys
300

Lys

Val

Arg

Lys

Val

380

Thr

Ser

285

Pro

Asp

Pro

Glu

Ser

365

Ser

Leu

Lys

Gly

Arg

Gly

Asn

350

Pro

Ser

Ala

Val

Gly

Val

Gly

335
Ala

Val

Thr

Asp

Gly

Gln
320

Gly

Lys

Val

Gly

Glu
400



Met

Thr

Gln

Gly

Thr

65

Asp

Arg

Ile

Glu

Ala

Tyr

Asp

Ile
50

Gln

Lys

Gly

Pro

Pro

130

Glu

Gly

Gln

35
Gly

Ala

Lys

Ala

Ala
115

Pro

Pro

Leu

20

Glu

Asp

Arg

Ala

Ala
100

Lys

Lys

Arg

Gly

Gly

Thr

Met

Lys
85

Pro

Thr

Ser

Gln

Asp

Asp

Pro

Val
70

Gly

Pro

Pro

Gly

UA 123390 C2

Glu

Arg

Thr

Ser

55

Ser

Ala

Gly

Pro

Asp
135

Phe

Lys

Asp

40
Leu

Lys

Asp

Gln

Ala
120

Arg

Glu

Asp
25

Ala

Glu

Ser

Gly

Lys

105

Pro

Ser

149

Val
10

Gln

Gly

Asp

Lys

Lys
90
Gly

Lys

Gly

Met

Gly

Leu

Glu

Asp

75

Thr

Gln

Thr

Tyr

Glu

Gly

Lys

Ala
60

Gly

Lys

Ala

Pro

Ser

140

Asp

Tyr

Ala

45
Ala

Thr

Ile

Asn

Pro

125

Ser

His

Thr
30

Glu

Gly

Gly

Ala

Ala
110

Ser

Pro

Ala
15

Met

Glu

His

Ser

Thr

95
Thr

Ser

Gly S

Gly

His

Ala

Val

Asp
80

Pro

Arg

Gly



Pro

145

Pro

Ser

Pro

Lys

Asp

225

His

Leu

Lys

Lys

Gly

Thr

Pro

Asp

His

210

Leu

Val

Ser

Pro

Asp
290

Thr

Arg

Ser

Leu

195
Gln

Ser

Pro

Lys

Gly
275

Arg

Pro

Glu

Ser

180

Lys

Pro

Asn

Val
260

Gly

Val

Gly

Pro

165

Ala

Asn

Gly

Val

Gly
245

Thr

Gly

Gln

Ser

150

Lys

Lys

Val

Gly

Gln

230

Gly

Ser

Gln

Ser

UA 123390 C2

Arg

Lys

Ser

Lys

Gly

215

Ser

Ser

Lys

Val

Lys
295

Ser

Val

Arg

Ser
200
Lys

Lys

Val

Cys

Glu
280

Ile

Arg Thr Pro

Ala

Leu

185

Lys

Val

Cys

Gln

Gly

265

Val

Gly

150

Val
170

Gln

1le

Glin

Gly

Ile
250

Ser

Lys

Ser

155

Val

Thr

Gly

Ile

Ser
235

Val

Leu

Ser

Leu

Ser

Arg

Ala

Ser

Ile
220

Lys

Tyr

Gly

Glu

Asp
300

Leu

Thr

Pro

Thr
205

Asn

Asp

Lys

Asn

Lys
285

Asn

Pro

Pro

Val
190

Glu

Lys

Asn

Pro

Ile
270

Leu

Ile

Thy

Pro

175

Pro

Asn

Lys

Ile

Val
255

His

Asp

Thr

Pro

160

Lys

Met

Leu

Leu

Lys
240

Asp

His

Phe

His



Val

305

Arg

Lys

Val

Thr

<210> 106
<211> 381

Pro Gly

Glu Asn

Ser Pro

Ser Ser

Leu Ala

370

355

<212> BIJIOK

<213> Homo sapiens
<400> 106

Gly

Ala

Val

340

Thr

Asp

Gly

Lys

325

Val

Gly

Glu

Met Ala Glu Pro Arg

1

5

Thr Tyr Gly Leu Gly

20

Gln Asp Gln Glu Gly

35

Gln Thr Pro Thr Glu

50

Asn

310

Ala

Ser

Ser

Val

Gln

Asp

Asp

Asp

UA 123390 C2

Lys

Lys

Gly

Ile

Ser

375

Glu

Arg

Thr

Gly
55

Lys

Thr

Asp

Asp

360

Ala

Phe

Lys

Asp

40

Ser

Ile

Asp

Thr

345

Met

Ser

Glu

Asp

25

Ala

Glu

151

Glu

His

330

Ser

Val

Leu

Val

10

Gln

Gly

Glu

Thr

315

Gly

Pro

Asp

Ala

Met

Gly

Leu

Pro

His

Ala

Arg

Ser

Lys
380

Glu

Gly

Lys

Gly
60

Lys

Glu

His

Pro

365

Gln

Asp

Tyr

Glu

45

Ser

Leu

Ile

Leu

350

Gln

Gly

His

Thr

30

Ser

Glu

Thr

Val

335

Ser

Leu

Leu

Ala

15

Met

Pro

Thr

Phe

320

Tyr

Asn

Ala

Gly

His

Leu

Ser



Asp
65

Asp

Arg

Ala

Ala

Lys

145

Lys

Pro

Glu

Ser

Ala

Thr

Met

Lys

Pro

130

Thr

Ser

Gly

Pro

Ala
210

Lys

Pro

Val

Gly
115

Pro

Pro

Gly

Ser

Lys
195

Lys

Ser

Ser

Ser

100

Ala

Gly

Pro

Asp

Arg

180

Lys

Ser

Thr

Leu

85

Lys

Asp

Gln

Ala

Arg
165

Ser

Val

Arg

Pro

70

Glu

Ser

Gly

Lys

Pro

150

Ser

Arg

Ala

Leu

Thr

Asp

Lys

Lys

Gly

135

Lys

Gly

Thr

Val

Gln
215

UA 123390 C2

Ala

Glu

Asp

Thr
120
Gln

Thr

Tyr

Pro

Val
200

Thr

Glu

Ala

Gly
105

Lys

Ala

Prao

Ser

Ser

185

Arg

Ala

152

Ala

Ala
a0

Thr

Ile

Asn

Pro

Ser
170

Leu

Thr

Pro

Glu
75

Gly

Gly

Ala

Ala

Ser

155

Pro

Pro

Pro

Val

Glu

His

Ser

Thr

Thr

140

Ser

Gly

Thr

Pro

Pro

220

Ala

Val

Asp

Prao
125
Arg

Gly

Ser

Pro

Lys
205

Met

Gly

Thr

Asp
110

Arg

Ile

Glu

Pro

Pro

190

Ser

Pro

Ile

Gln

95

Lys

Gly

Pro

Pro

Gly
175
Thr

Pro

Asp

Gly
80

Ala

Lys

Ala

Ala

Pro

160

Thr

Arg

Ser

Leu



UA 123390 C2

Lys Asn Val Lys Ser Lys Ile Gly Ser
225 230

Pro Gly Gly Gly Lys Val Gln Ile Val
245

Lys Val Thr Ser Lys Cys Gly Ser Leu
260 265

Gly Gly Gly Gln Val Glu Val Lys Ser
275 280

Arg Val Gln Ser Lys Ile Gly Ser Leu
290 295

Gly Gly Gly Asn Lys Lys Ile Glu Thr
305 310

Asn Ala Lys Ala Lys Thr Asp His Gly
325

Pro Val Val Ser Gly Asp Thr Ser Pro

340 345

Ser Thr Gly Ser Ile Asp Met Val Asp
355 360

Ala Asp Glu Val Ser Ala Ser Leu Ala

370 375

<210> 107

<211> 352

<212> BIJTIOK

<213> Homo sapiens
<400> 107

153

Thr

Tyr
250

Gly

Glu

Asp

His

Ala
330
Arg

Lys

Glu
235

Lys

Asn

Lys

Asn

Lys
315

Glu

His

Pro

Gln

Asn

Pro

Ile

Leu

Ile

300

Leu

Ile

Leu

Gln

Gly
380

Leu

Val

His

Asp
285

Thr

Thr

Val

Ser

Leu

365

Leu

Lys

Asp

His

270

Phe

His

Phe

Tyr

Asn

350

Ala

His Gln
240

Leu Ser

255

Lys Pro

Lys Asp

Val Pro

Arg Glu
320

Lys Ser
335

Val Ser

Thr Leu



Met

Thr

Gln

Gly

Thr
65

Asp

Arg

Ile

Ala

Tyr

Asp

Ile
50
Gln

Lys

Gly

Pro

Glu

Gly

Gln

35

Gly

Ala

Lys

Ala

Ala
115

Pro

Leu

20

Glu

Asp

Arg

Ala

Ala

100

Lys

Arg

Gly

Gly

Thr

Met

Lys
85

Pro

Thr

Gln

Asp

Asp

Pro

Val
70

Gly

Pro

Pro

UA 123390 C2

Glu

Arg

Thr

Ser
55

Ser

Ala

Gly

Fro

Phe

Lys

Asp

40

Leu

Lys

Asp

Gln

Ala
120

Glu

Asp

25

Ala

Glu

Ser

Gly

Lys

105

Pro

154

Val
10

Gln

Gly

Asp

Lys

Lys

20

Gly

Lys

Met

Gly

Leu

Glu

Asp

75

Thr

Gln

Thr

Glu

Gly

Lys

Ala
60
Gly

Lys

Ala

Pro

Asp

Tyr

Ala

45

Ala

Thr

Ile

Asn

Pro

125

His

Thr
30

Glu

Gly

Gly

Ala

Ala

110

Ser

Ala
15

Met

Glu

His

Ser

Thr

95

Thr

Ser

Gly

His

Ala

Val

Asp

80

Pro

Arg

Gly



Glu

Pro
145

Pro

Ser

Fro

Lys

Asp
225

His

Phe

His

Pro

130

Gly

Thr

Pro

Asp

His

210

Leu

Lys

Lys

Val

Pro

Thr

Arg

Ser

Leu

195

Gln

Ser

Pro

Asp

Pro

275

Lys

Pro

Glu

Pro

Lys

Gly

Arg
260

Gly

Ser

Gly

Pro

165

Ala

Asn

Gly

Val

Gly

245

Val

Gly

Gly

Ser

150

Lys

Lys

Val

Gly

Thr
230

Gly

Gln

Gly

UA 123390 C2

Asp
135

Arg

Lys

Ser

Lys

Gly

215

Ser

Gln

Ser

Asn

Arg

Ser

Val

Arg

Ser

200

Lys

Lys

Val

Lys

Lys
280

Ser

Arg

Ala

Leu
185
Lys

Val

Cys

Glu

Ile

265

Lys

155

Gly

Thr

Val

170

Gln

Ile

Gln

Val
250

Gly

Ile

Tyr

Pro

155

Val

Thr

Gly

Ile

Ser

235

Lys

Ser

Glu

Ser

140

Ser

Arg

Ala

Ser

Val
220

Leu

Ser

Leu

Thr

Ser

Leu

Thr

Pro

Thr
205

Tyr

Gly

Glu

Asp

His

285

Pro

Pro

Pro

Val
190
Glu

Lys

Asn

Lys

Asn

270

Lys

Gly

Thr

Pro

175

Pro

Asn

Pro

Ile

Leu

255

Ile

Leu

Ser

Pro

160

Lys

Met

Leu

Val

His
240

Asp

Thr

Thr



10

15

20

25

Phe Arg Glu Asn Ala
290

Tyr Lys Ser Pro Val
305

Asn Val Ser Ser Thr
325

Ala Thr Leu Ala Asp

340

<210> 108
<211> 12
<212> BINOK

UA 123390 C2

Lys Ala Lys Thr Asp His
295

Val Ser Gly Asp Thr Ser
310 315

Gly Ser Ile Asp Met Val
330

Glu Val Ser Ala Ser Leu
345

<213> LlTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYYHOI NOCNIAOBHOCTI: CUHTETUYHMI NenTng

<400> 108

Lys Asp Asn Ile Lys His Val Pro Gly Gly Gly

1 5

<210> 109

<211> 29

<212> BINOK

<213> Homo sapiens
<400> 109

Asp Leu Ser Lys Val Thr Ser Lys Cys

1 5

10

10

His Lys Pro Gly Gly Gly Gln Val Glu Val Lys

20

<210> 110

<211> 30

<212> BINOK

<213> Homo sapiens
<400> 110

25

Ser Lys Ile Gly Ser Leu Asp Asn Ile Thr His

1 5

10

Gly Asn Lys Lys Ile Glu Thr His Lys Leu Thr

20
<210> 111
<211>12
<212> BINOK

25

156

Gly Ala Glu

300

Pro Arg His

Asp Ser Pro

Ala Lys Gln
350

Ser

Ser Glu

Ile Val

Leu Ser

320

Gln Leu
335

Gly Leu

Gly Ser Leu Gly Asn Ile His

15

Val Pro Gly Gly

15

Phe Arg Glu Asn

30



UA 123390 C2

<213> Homo sapiens

<400> 111

Leu Gly Asn Ile His His Lys Pro Gly Gly Gly Gln
1 5 10

<210> 112

<211>12

<212> BINOK

<213> Homo sapiens

<400> 112

Leu Asp Asn Ile Thr His Val Pro Gly Gly Gly Asn

1 5 10

<210> 113

<211>8

<212> BINOK

<213> Homo sapiens

<400> 113

Lys Val Gln Tle Ile Asn Lys Lys

1 5

<210> 114

<211> 29

<212> BINOK

<213> Homo sapiens

<400> 114

Ile Lys His Val Pro Gly Gly Gly Ser Val Gln Ile Val Tyr Lys Pro

1 5 10 15

Val Asp Leu Ser Lys Val Thr Ser Lys Cys Gly Ser Leu
20 25

<210> 115

<211>6

<212> BINOK

<213> Homo sapiens

<400> 115
Val Gln Ile Val Tyr Lys

1 5

<210> 117

<211>12

<212> BINOK

<213> WTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4YHOI NOCNIAOBHOCTI: CUHTETUYHMI NENTUA
<400> 117

Gln Ser Leu Leu Asn Ser Arg Thr Arg Lys Asn Tyr

1 5 10
<210> 118

<211>3

<212> BINOK

<213> WTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYy4YHOI NOCNIJOBHOCTI: CUHTETUYHUI NenTug,
<400> 118

157



10

15

20

25

30

35

40

45

50

UA 123390 C2

Trp Ala Ser

1

<210> 119

<211>8

<212> BINOK

<213> WTy4yHa nocnigoBHiCTb
<220>

<223> Onuc WTy4HOI NOCNIAOBHOCTI: CUHTETUYHMIN NENTUA

<400> 119
Lys Gln Ser Phe Tyr Leu Arg Thr

1 5
<210> 120

<211>10

<212> BIJIOK

<213> WTy4yHa nocnigoBHICTb
<220>

<223> Onuc WTYy4HOI NOCNiAOBHOCTI: CUHTETUYHUI NenTug

<400> 120

Gly Tyr Ile Phe Thr Asp Tyr Val Ile Ser

1 5
<210> 121

<211> 8

<212> BINOK

<213> WTy4yHa nocnigoBHiCTb
<220>

<223> Onuc WTy4HOI NOCNiAOBHOCTI: CAHTETUYHMI NENTUA

<400> 121
Ile Phe Pro Arg Ser Gly Ser Thr

1 c
L o

<210> 122

<211>13

<212> BINOK

<213> LUTy4yHa nocnigoBHICTb
<220>

<223> Onuc WTYy4HOI NOCNIAOBHOCTI: CUHTETUYHUI NenTug

<400> 122

Ala Arg Asp Tyr Tyr Gly Thr Ser Phe Ala Met Asp Tyr

1 5
<210> 123

<211>13

<212> BINOK

<213> Bipyc rpuny A
<400> 123

Pro Lys Tyr Val Lys Gln Asn Thr Leu Lys Leu Ala Thr

1 5
<210> 124

<211> 13

<212> BINOK

<213> WTy4yHa nocnigoBHICTb
<220>

<223> Onuc WTy4YHOI NOCMIAOBHOCTI: CUHTETUYHUI NenTug

<220>

<221> MOON®IKOBAHWUIA 3ANTNLLOK
<222> (3)...(3)

<223> byab-sika amiHoKucnoTa

<400> 124

158

10

10

10



10

15

20

25

30

35

UA 123390 C2

Ala Lys Xaa Val Ala RAla Trp Thr Leu Lys Ala Ala Ala

1 5
<210> 125
<211> 16
<212> BINOK
<213> Plasmodium falciparum
<400> 125

Glu Lys Lys Ile Ala Lys Met Glu Lys

1 5
<210> 126

<211> 10

<212> BINOK

<213> Bipyc renatuty B
<400> 126

Phe Phe Leu Leu Thr Arg Ile Leu Thr

1 5
<210> 127

<211> 19

<212> BINIOK

<213> HeBigomumn
<220>

10

10

Ile

<223> Onuc HeBigOMOI NOCNiJOBHOCTI: GiNOK TENNOBOro Woky 65

<400> 127

Asp Gln Ser Ile Gly Asp Leu Leu Ala Glu Ala Met Asp Lys Val Gly

1 5

Asn Glu Gly

<210> 128

<211> 14

<212> BINOK

<213> Mycobacterium bovis
<400> 128

Gln Val His Phe Gln Pro Leu Pro Pro

1 5
<210> 129

<211> 15

<212> BINOK

<213> Clostridium tetani
<400> 129

Gln Tyr Ile Lys Ala Asn Ser Lys FPhe

1 5
<210> 130

<211> 21

<212> BINOK

<213> Clostridium tetani
<400> 130

159

10

Ala Val Val Lys Leu

10

Ala Ser Ser Val Phe Asn Val
15

15

Ile Gly Ile Thr Glu Leu

10

15



UA 123390 C2

Phe Asn Asn Phe Thr Val Ser Phe Trp Leu Arg Val Pro Lys Val Ser
1 5 10 15

Ala Ser His Leu Glu

20
<210> 131
<211> 16
<212> BINOK
<213> Bipyc imyHogediunTy noamHun
<400> 131
Lys Gln Ile Ile Asn Met Trp Gln Glu Val Gly Lys Ala Met Tyr Ala

1 5 10 15
<210> 132

<211> 29

<212> OHK

<213> LlTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYYHOI NOCNIAOBHOCTI: CUHTETUYHMI Npanmep

<400> 132

acattgtgat gtcacagtct ccatcctcc

<210> 133

<211> 23

<212> OHK

<213> WTy4yHa nocnigoBHiCTb

<220>

<223> Onuc WTy4HOI NOCMigOBHOCTI: CUHTETUYHUIA NpaniMep
<400> 133

ctocetecaat tgcagecagte tgg

<210> 134

<211>10

<212> BINOK

<213> lUTy4yHa nocnigoBHIiCTb

<220>

<223> Onuc WTy4YHOI NOCMIAOBHOCTI: CUHTETUYHUI NenTug
<400> 134

Asp Ile Val Met Ser Gln Ser Pro Ser Ser
1 5 10

<210> 135

<211>10

<212> BINOK

<213> WUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYy4YHOI NOCNIJOBHOCTI: CUHTETUYHUI NenTug,
<400> 135

Gln Val Gln Leu Gln Gln Ser Gly Pro Glu

1 5 10

<210> 136

<211> 30

<212> OHK

<213> lUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYy4HOI NOCAIJOBHOCTI: CUHTETUYHUIA NpanMep
<400> 136

160



10

15

UA 123390 C2

ggaattegtt gaagctettg acaatgggtg 30
<210> 137

<211> 30

<212> OHK

<213> LlUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYy4HOI NOCMigOBHOCTI: CUHTETUYHUIA NpaniMep

<400> 137

ggaattcaca tatgcaaggco ttacaaccac 30

<210> 138

<211> 120

<212> BINOK

<213> LlUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCNIJOBHOCTI: CUHTETUYHUIA NoNiNenTug

<400> 138

Gln Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Thr

1 5 10 15

Ser Val Lys Met Pro Cys Lys Ala Ser Gly Tyr Ile Fhe Thr Asp Tyr
20 25 30

Val Tle Ser Trp Val Lys Gln Arg Thr Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Glu Ile Phe Pro Arg Ser Gly Ser Thr Tyr Tyr Asn Glu Lys Phe
50 55 60

161



Lys
65

Gly Lys Ala Thr

Met Gln Leu Ser Ser

85

Ala Arg Asp Tyr Tyr

100

Gly Thr Ser Val Thr

115

<210> 139

<211>120

<212> BIJTIOK

<213> Homo sapiens
<400> 139

Gln Val Gln Leu Val

1 5

Ser Val Lys Val Ser
20

Ala Ile Ser Trp Val
35

Gly Gly Ile Ile Pro
50

Leu

70

Val

Gly

Val

Gln

Cys

Arg

Ile

UA 123390 C2

Thr

Thr

Thr

Ser

Ser

Lys

Leu

55

Ala

Ser

Ser

Ser

120

Gly

Ala

Ala

40

Gly

Asp

Glu

Phe
105

Ala

Ser

25

Pro

Ile

Lys

Asp

20

Ala

Glu

10

Gly

Gly

Ala

162

Ser Ser Asn Thr
75

Ser Ala Val Tyr

Met Asp Tyr Trp
110

Val Lys Lys Pro

Gly Thr Phe Ser

30

Gln Gly Leu Glu
45

Asn Tyr Ala Gln

60

Ala

Fhe

95

Gly

Gly

15

Ser

Trp

Lys

Tyr

80

Cys

Gln

Ser

Tyr

Met

Phe



UA 123390 C2

Gln Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Glu Asn His Cys Tyr Tyr Tyr Gly Met Asp Val Trp Gly Gln
100 165 110

Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 140

<211> 120

<212> BINOK

<213> LUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYy4HOI NOCNIJOBHOCTI: CUHTETUYHMI NoninenTua

<400> 140

Gln Val Gln Leu Val Gln Ser Gly Pro Glu Val Lys Lys Pro Gly Ser

1 5 10 15

Ser Val Lys Val Pro Cys Lys Ala Ser Gly Tyr Ile Phe Thr Asp Tyr
20 25 30

Val Ile Ser Trp Val Arg Gln Ala Thr Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Glu Ile Phe Pro Arg Ser Gly Ser Thr Asn Tyr Ala Gln Lys Phe
50 55 60

163



Gln Gly Arg
65

Met Glu Leu

Ala Arg Asp

Gly Thr Thr

115

<210> 141
<211> 112
<212> BINOK

Val

Ser

Tyr

100

Val

UA 123390 C2

Thr Ile Thr Ala Asp Lys Ser Thr Ser

70

75

Ser Leu Arg Ser Glu Asp Thr Ala Val

85

Tyr
105

Val Ser Ser

120

Thr

<213> LlUTy4yHa nocnigoBHICTb

<220>

90

<223> Onuc WTYYHOI NOCNIAOBHOCTI: CUHTETMYHMI NoninenTug

<400> 141

Asp Ile Val Met Ser

1

Glu Lys Val Thr Met

20

Gln Ser Pro Ser

5

Ser Cys Lys Ser
25

Arg Thr Arg Lys Asn Tyr Leu Ala Trp

35

Ser Pro Lys Leu Leu

50

40

Ile Tyr Trp Ala
55

Ser Leu Ala
10

Ser Gln Ser

Tyr Gln Gln

Ser Thr Arg
60

164

Gly Thr Ser Phe Ala Met Asp Tyr

Val

Leu

Lys

45

Glu

Thr Ala Tyr
80

Tyr Tyr Cys
95

Trp Gly Gln
110

Ala Gly
15

Ser

Leu Asn Ser

30

Pro Gly Gln

Ser Gly Val



Pro Asp Arg Phe Thr
65

Ile Ser Ser Val Gln
85

Ser Phe Tyr Leu Arg
100

<210> 142

<211>112

<212> BINOK

<213> Homo sapiens
<400> 142
Asp Ile Val Met Thr

1 5

Glu Arg Ala Thr Ile
20

Ser Asn Asn Lys Asn
35
Pro Pro Lys Leu Leu

50

Pro Asp Arg Phe Ser
65

Ile Ser Ser Leu Gln
85

Tyr Tyr Ser Thr Leu
100
<210> 143

Gly

70

Ala

Thr

Gln

Asn

Tyr

Ile

Gly

70

Ala

Thr

UA 123390 C2

Ser

Glu

Phe

Ser

Cys

Leu

Tyr

55

Ser

Glu

Phe

Gly

Asp

Gly

Pro

Lys

Ala
40
Trp

Gly

Asp

Gly

Ser

Leu

Gly
105

Asp

Ser

25

Trp

Ala

Ser

Val

Gly
105

165

Gly

Ala
90

Gly

Ser

10

Ser

Tyr

Ser

Gly

Ala

90

Gly

Thr

75

Val

Thr

Leu

Gln

Gln

Thr

Thr

75

Val

Thr

Asp

Tyr

Lys

Ala

Ser

Gln

Arg

60

Asp

Tyr

Lys

FPhe

Tyxr

Leu

Val

Val

Lys
45
Glu

Fhe

Tyr

Val

Thr

Cys

Asp
110

Ser

Leu

30

Pro

Ser

Thr

Cys

Glu
110

Leu Thr
80

Lys Gln
85

Ile Lys

Leu Gly

15

Tyr Ser

Gly Gln

Gly Val

Leu Thr
80

Gln Gln
95

Ile Lys



10

15

20

<211> 112
<212> BINOK

<213> WTy4yHa nocnigoBHiCTb

<220>

UA 123390 C2

<223> Onuc WTy4HOI NOCMigOBHOCTI: CUHTETUYHUIA NOMINenTug

<400> 143

Asp Ile Val Met Thr Gln Ser

1

Glu Arg Ala

Arg Thr Arg
35

Ser Pro Lys

50
Pro Asp Arg

65

Ile Ser Ser

Ser Phe Tyr

<210> 144
<211> 11
<212> BINOK

Thr
20

Lys

Leu

Phe

Leu

Leu

100

5

Ile

Asn

Leu

Ser

Gln
B5

Arg

Asn

Tyr

Ile

Gly
70

Ala

Thr

<213> LWTy4yHa nocnigoBHICTb

<220>

Cys Lys

Leu Ala
40

Tyr Trp
55
Ser Gly

Glu Asp

Phe Gly

Ser

Trp

Ala

Ser

Val

Gly
105

10

Ser

Tyr

Ser

Gly

Ala
90

Gly

Gln

Gln

Thr

Thr
75

Val

Thr

<223> Onuc WTYy4YHOI NOCNIAOBHOCTI: CUHTETUYHUI NenTug,

<400> 144

Ala Asn Ile Lys His Val Pro Gly Gly Gly Ser

1

<210> 145
<211>120
<212> BINOK
<213> Mus sp.
<400> 145

5

10

166

Pro Asp Ser Leu Ala

Ser

Gln

Arg
60
Asp

Tyr

Lys

Val

Leu

Lys

45

Glu

Phe

Tyr

Val

Ser

Leu

30

Pro

Ser

Thr

Cys

Glu
110

Leu

15

Asn

Gly

Gly

Leu

Lys
95

Ile

Gly

Ser

Gln

Val

Thr
80

Gln

Lys



10

15

Gln Val Gln Leu Gln Gln
1 5

Ser Val Lys Leu Ser Cys
20

Gly Ile Ser Trp Val Lys
35

Gly Glu Ile Tyr Pro Arg

50
Lys Gly Lys Ala Thr Leu

65 70

Met Glu Leu Arg Ser Leu
85

Ala Arg Asp Tyr Tyr Gly
100

Gly Thr Ser Val Thr Val

115

<210> 146

<211> 11

<212> BINIOK

<213> lTy4yHa NOoCnigoBHICTb
<220>

UA 123390 C2

Ser

Lys

Gln

Ser

55
Thr

Thr

Thr

Ser

Gly Ala

Ala

Ser

25

Arg Thr

40

Gly Asn

Ala Asp

Ser Glu

Tyr

Ser

120

Tyr
105

Glu Leu Ala Arg
10

Gly Tyr Thr Phe

Gly Gln Gly Leu
45

Thr Tyr Tyr Asn

60
Lys Ser Ser Ser

75

Asp Ser Ala Val
90

Ala Met Asp Tyr

<223> Onuc WTYYHOI NOCNIAOBHOCTI: CUHTETUYHUIA NenTua

<400> 146

Asp Ala Ile Lys His Val Pro Gly Gly Gly Ser

1 5
<210> 147

<211> 120

<212> BINOK

<213> LlUTy4yHa nocnigoBHICTb
<220>

10

<223> Onuc WTy4HOI NOCNiJOBHOCTI: CUHTETUYHUIA NONiNenTua

167

Pro Gly Ala
15

Thr Ser Tyr
30

Glu Trp Ile

Glu Lys Phe

Thr Ala Tyr
80

Tyr Fhe Cys
95

Trp Gly Gln
110



10

UA 123390 C2

<400> 147
Gln Val Gln Leu Val Gln Ser Gly Pro Glu Val Val
1 5 10

Ser Val Lys Met Pro Cys Lys Ala Ser Gly Tyr Ile
20 25

Ala Ile Ser Trp Val Arg Gln Arg Thr Gly Gln Gly
35 40

Gly Glu Ile Phe Pro Arg Ser Gly Ser Thr Asn Tyr
(=4

50 55 60
Gln Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr

65 70 75

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala
85 90

Ala Arg Asp Tyr Tyr Gly Thr Ser Tyr Gly Met Asp
100 105

Gly Thr Thr Val Thr Val Ser Ser

115 120

<210> 148

<211>120

<212> BINOK

<213> WTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYYHOI NOCNIAOBHOCTI: CUHTETUYHMI NoninenTug
<400> 148

168

Lys

Phe

Leu

45

Ala

Ser

Val

Val

Pro

Ser

30

Glu

Gln

Thr

Tyr

Trp
110

Gly
15

Asp

Trp

Lys

Ala

Tyr
95

Gly

Ser

Tyr

Met

Phe

Tyr
80

Cys

Gln



10

15

UA 123390 C2

Gln Val Gln Leu Val Gln Ser Gly Pro Glu Val
1 5 10

Ser Val Lys Met Pro Cys Lys Ala Ser Gly Tyr
20 25

Ala Ile Ser Trp Val Arg Gln Arg Thr Gly Gln
35 40
Gly Glu Ile Phe Pro Arg Ser Gly Ser Thr Tyr
50 55

Gln Gly Arg Val Thr Ile Thr Ala Asp Lys Ser
65 70 75

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Thr
85 90

Ala Arg Asp Tyr Tyr Gly Thr Ser Tyr Gly Met
100 105

Gly Thr Thr Val Thr Val Ser Ser

115 120
<210> 149
<211>11
<212> BINTIOK
<213> lTy4yHa NOCnigoBHICTb
<220>
<223> Onuc WTYYHOI NOCNIAOBHOCTI: CUHTETUYHMIA NENTUA
<400> 149
Asp Asn Ala Lys His Val Pro Gly Gly Gly Ser

1 5 10
<210> 150

<211>112

<212> BINOK

<213> Mus sp.

<400> 150

169

Val

Ile

Gly

Tyr

60

Thr

Ala

Asp

Lys

Phe

Leu

45

Asn

Asn

Val

Val

Pro

Glu

Gln

Thr

Tyr

Trp
110

Gly
15

Asp

Trp

Lys

Ala

Tyr

95

Gly

Ser

Tyr

Met

Phe

Tyr

80

Cys

Gln



10

15

UA 123390 C2

Asp Ile Val Met Ser Gln Ser Pro Ser Ser Leu Ala

Glu Lys Val Thr Met Ser Cys Lys Ser Ser Gln Ser
20 25

Arg Thr Arg Lys Asn Tyr Leu Ala Trp Tyr Gln Gln
35 40

Ser Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg

50 55 60
FPro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp
65 70 75

Ile Ser Ser Val Gln Ala Glu Asp Leu Ala Val Tyr
85 80

Ser Tyr Asn Leu Arg Thr Phe Gly Gly Gly Thr Lys

100 105
<210> 151
<211>11
<212> BINOK
<213> LTy4yHa nocnigoBHICTb
<220>

<223> Onuc WTYy4YHOI NOCMIAOBHOCTI: CUHTETUYHUI NenTug
<400> 151
Asp Asn Ile Rla His Val Pro Gly Gly Gly Ser

1 5 10

<210> 152

<211>112

<212> BINOK

<213> WUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYy4HOI NOCAIAOBHOCTI: CUHTETUYHUIA NonNinenTua
<400> 152

170

Val

Leu

Lys

45

Glu

Phe

Tyr

Leu

Ser

Leu

30

Pro

Ser

Thr

Cys

Glu
110

Ala
15

Asn

Gly

Gly

Leu

Lys
95

Ile

Gly

Ser

Gln

Val

Thr

80

Gln

Lys



10

Asp Ile Val

Glu Arg Ala

Arg Asn Asn
35

Pro Pro Lys

50
Pro Asp Arg

65

Ile Ser Ser

Ser Phe Tyr

<210> 153
<211>112
<212> BINOK

Met

Thr

20

Lys

Leu

Phe

Leu

Leu

100

Thr

Ile

Asn

Leu

Ser

Gln
85

Arg

Gln

Asn

Tyr

Ile

Gly
70

Ala

Thr

<213> lUTy4yHa nocnigoBHiCTb

<220>

UA 123390 C2

Ser

Cys

Leu

Tyr
55

Ser

Glu

Phe

Pro

Lys

Ala

40

Trp

Gly

Asp

Gly

Ser

25

Trp

Ala

Ser

Val

Gly
105

Ser

10

Ser

Tyr

Ala
90

Gly

Leu

Gln

Gln

Thr

Thr
75

Val

Thr

Ala

Ser

Gln

Arg
60
Asp

Tyr

Lys

<223> Onuc WTy4HOI NOCMIJOBHOCTI: CUHTETUYHUIA NOMINenTug

<400> 153

Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala

1

5

10

Glu Arg Ala Thr Ile Ser Cys Lys Ser Ser Gln Ser

20

25

Arg Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gln Gln

35

40

171

Val

Val

Lys

45

Glu

Phe

Tyr

Val

Val

Lys
45

Ser

Leu

30

Pro

Ser

Thr

Cys

Glu
110

Ser

Leu
30

Pro

Leu

15

Asn

Gly

Gly

Leu

Lys
95

Ile

Leu

15

Asn

Gly

Gly

Ser

Gln

Val

Thr

80

Gln

Lys

Gly

Ser

Gln



10

15

20

25

30

35

Ser Pro Lys Leu Leu

50

Pro Asp Arg Phe Ser
65

Ile Ser Ser Leu Gln
85

Ser Phe Tyr Leu Arg

100

<210> 154

<211>6

<212> BINOK

<213> Homo sapiens
<400> 154

His Val Pro Gly Gly

1 5
<210> 155

<211> 29

<212> OHK

UA 123390 C2

Ile Tyr Trp Ala Ser Thr
55

Gly Ser Gly Ser Gly Thr
70 75

Ala Glu Asp Val Ala Val
90

Thr Fhe Gly Gly Gly Thr
105

Gly

<213> WTy4yHa nocnigoBHICTb

<220>

Arg Glu

60

Asp Phe

Tyr Tyr

Lys Val

<223> Onuc WTy4HOI NOCAIJOBHOCTI: CUHTETUYHUIA NpanMep

<400> 155

atattaccat ggacattgtg atgtcacag

<210> 156
<211> 32
<212> IHK

<213> lUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYYHOI NOCNIAOBHOCTI: CUHTETUYHUI Npanmep

<400> 156

atattattct cgagggagac ggtgactgag gt

<210> 157
<211> 51
<212> IHK

<213> WUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYy4HOI NOCAIJOBHOCTI: CUHTETUYHUIA NpanMep

<400> 157

ggcggeggceyg gcetcececggtgg tggtggttco atgcaggtcce aattgcagca g

<210> 158
<211> 69
<212> OHK

<213> lTy4yHa nocnigoBHICTb

<220>

<22 3> Onuc WTYy4HOI NOCAIAOBHOCTI: CUHTETUYHUI NpariMep

172

Ser

Thr

Cys

Glu

110

Gly Val

Leu Thr
80

Lys Gln
95

Ile Lys



10

15

20

25

30

35

40

UA 123390 C2

<400> 158
ggagccgecg ccgccagaac caccaccacc agaaccacca ccaccecgtt tgatgteocag

cttggtgcce

<210> 159

<211>11

<212> BINOK

<213> lUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCNIAOBHOCTI: CUHTETUYHUI NenTug
<400> 159

Asp Asn Ile Lys ARla Val Pro Gly Gly Gly Ser

1 5 10

<210> 160

<211> 17

<212> BINOK

<213> WTy4yHa nocnigoBHIiCTb

<220>

<223> Onuc WTYy4YHOI NOCMIAOBHOCTI: CUHTETUYHUI NenTug

<400> 160

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Lys Leu Leu Ile

1 5 10 15

Tyr

<210> 161

<211>11

<212> BINTIOK

<213> LUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYy4HOI NOCNIAOBHOCTI: CUHTETUYHUI NenTug
<400> 161

Asp Asn Ile Lys His Ala Pro Gly Gly Gly Ser

1 5 10

<210> 162

<211> 15

<212> BINOK

<213> LUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYy4HOI NOCNIAOBHOCTI: CUHTETUYHUI NenTug

<400> 162

Trp Val Lys Gln Arg Thr Gly Gln Gly Leu Glu Trp Ile Gly Glu

1 5 10 15
<210> 163

<211>6

<212> BINOK

<213> WTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCMiJOBHOCTI: CUHTETUYHA B6XHis-MiTka

<400> 163

His His His His His His

1 5
<210> 164

173

60

69



10

15

20

25

<211>6

<212> BINOK

UA 123390 C2

<213> WTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCNIAOBHOCTI: CUHTETUYHUI NenTug

<220>

<221> MOOV®IKOBAHUI 3ANNLLIOK

<222> (2)...(2)

<223> byab-gka amiHokucnoTa

<400> 164

His Xaa Pro Gly Gly Gly

1

<210> 165
<211> 336
<212> AHK

[=
o]

<213> LlUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYYHOI NOCNIAOBHOCTI: CUHTETUYHWI NOMIHYKNeoTna

<400> 165

gacattgtga tgtcacagtc tccatcctoc ctggoctgtgt cagcaggaga

atgagctgca

tggtaccagc

gaatctgggg

atcagcagtg

cggacgtteg

<210> 166
<211> 301
<212> OHK

aatccagtca

agaaaccagg

tccctgateg

tgcaggctga

gtggaggcac

gagtctgctc

gcagtctecet

cttcacaggc

agacctggca

caagctggac

<213> lUTy4yHa nocnigoBHICTb

<220>

aacagtagaa

aaactgctga

agtggatctg

gtttattact

atcaaa

cccgaaagaa

tctactgggce

ggacagattt

gcaagcaatc

<223> Onuc WTy4HOI NOCAIJOBHOCTI: CUHTETUYHUI NONiHYKNeoTna

<400> 166

174

gaaggtcact

ctacctggct

atccactagg

cactctcacc

tttttatctt

60

120

180

240

300

336



10

15

20

25

gacattgtga

atgagctgca

tggtaccagce

gaatctgggg

atcagcagtg

c

<210> 167
<211> 301
<212> OHK
<213> Mus sp.
<400> 167

tgtcacagte

aatccagtca

agaaaccagg

tccctgateg

tgcaggctga

gacattgtga tgtcacagtc

atgagctgca aatccagtca

tggtaccagc agaaaccagd

gaatctgggg tccctgatceg

atcagcagtg tgcaggctga

C

<210> 168
<211> 36
<212> OHK

UA 123390 C2

tcecatecctee

gagtctgete

gcagtctcct

cttcacaggc

agacctggca

tceatcetee

gagtctgetc

gcagtctcct

cttcacaggc

agacctggca

<213> LUTy4yHa nocnigoBHICTb

<220>

ctggctgtgt

aacagtagaa

aaactgctga

agtggatctg

gtttattact

ctggctgtgt

aacagtagaa

aaactgctga

agtggatctg

gtttattact

cagcaggaga

cccgaaagaa

tctactggge

ggacagattt

gcaagcaatc

cagcaggaga

cccgaaagaa

tctactggge

ggacagattt

gcaagcaatc

<223> Onuc WTYYHOI NOCNIAOBHOCTI: CUHTETUYHWI ONIrOHYKNeoTna

<400> 168

ggacgttcgg tggaggcacc aagctggaca tcaaac

<210> 169
<211> 36
<212> IHK

<213> Mus sp.

<400> 169

ggacgttcgg tggaggcacc aagctggaaa tcaaac

<210> 170
<211> 360
<212> OHK

<213> WTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCAIJOBHOCTI: CUHTETUYHUI NONIHYKNeoTna

<400> 170

175

gaaggtcact

ctacctggcet

atccactagg

cactctcacc

tttttatctt

gaaggtcact

ctacttggct

atccactagg

cactctcacc

ttataatctt

60

300

301

60

120

180

240

300

301



10

15

20

caggtccaat

ccctgtaagg

actggacagg

aatgagaagt

atgecagctca

tacggtactt

<210> 171
<211>11
<212> BINOK

tgcagcagte

cttctggata

gecttgagtyg

tcaagggcaa

gcagecgtgac

catttgctat

tggacctgag

catattcact

ggccacactyg

atctgaggac

UA 123390 C2

ctggtgaage

gactatgtca

gattggagag atttttccta

actgcagaca

tctgeggtcet

ggactactgg ggtcaaggaa

<213> WUTy4yHa nocnigoBHICTb

<220>

ctgggacttc

taagctgggt

gaagtggtag

aatcctecaa

atttectgtgce

cctcagtcac

<223> Onuc WTy4HOI NOCNiAOBHOCTI: CUHTETUYHUI NenTug

<400> 171

Asp Asn Ile Lys His Val Pro Gly Gly Gly Ser

1

<210> 172
<211> 294
<212> OHK

5

10

<213> LlUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYYHOI NOCNIAOBHOCTI: CUHTETUYHWIA NOMIHYKNEoTNA

<400> 172

caggtccaat tgcagcagtc tggacctgag ctggtgaagce

ceocctgtaagg

actggacagg

aatgagaagt

atgcagctca

<210> 173
<211> 294
<212> [IHK

cttctggata

gecttgagtg

tcaagggcaa

gcagcegtgac

<213> Mus sp.

<400> 173

catattcact gactatgtca

gattggagag atttttccta

ggccacactg actgcagaca

atctgaggac tctgcggtcet

176

ctgggactte

taagctgggt

gaagtggtag

aatcctccaa

atttectgtagc

agtgaagatg

gaagcagaga

tacttactac

cacagecctac

aagagattac

cgtectectea

agtgaagatyg

gaagcagaga

tacttactac

cacagectac

aaga

60

120

180

240

300

360

60

120

180

294



10

15

20

25

30

35

caggttcage

tecctgcaagg

actggacagyg

aatgagaagt

atggagctee

<210> 174
<211> 14
<212> AHK

tgcagcagte

cttetggcta

gcettgagtg

tcaagggcaa

gcagcetgac

UA 123390 C2

tggagctgag

caccttcaca

gattggagag

ggccacactyg

atctgaggac

<213> WTy4yHa nocnigoBHiCTb

<220>

ctggcgaggce

agctatggta

atttatecta

actgcagaca

tctgeggtet

ctggggcttc

taagctgggt

gaagtggtaa

aatecctcecag

atttctgtgc

<223> Onuc WTy4HOI NOCMIJOBHOCTI: CUHTETUYHWUIA ONIrOHYKNeoTng

<400> 174

gattactacg gtac

<210> 175
<211> 15
<212> HK

<213> Mus sp.

<400> 175

gactactata ggtac

<210> 176
<211> 53
<212> AHK

<213> lUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYYHOI NOCNIAOBHOCTI: CUHTETUYHWI ONIrOHYKNeoTna

<400> 176

ttcatttget atggactact ggggtcaagqg aacctcagtc accgtctcct

<210> 177
<211> 53
<212> IHK

<213> Mus sp.

<400> 177

agtgaagctg

gaagcagaga

tacttactac

cacagcgtac

aaga

cag

ttactatgct atggactact ggggtcaagg aacctcagtc accgtctect cag

<210> 178
<211> 267
<212> HK

<213> lUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCAIAOBHOCTI: CUHTETUYHUIA NOMiHYKNeoTna

<400> 178

177

60

120

180

240

294

14

53

53



10

15

20

gggetgatge

gaggtgcctc

ggaagattga

UA 123390 C2

tgcaccaact gtatccatet tceccaccatc

agtcgtgtge ttcttgaaca acttctaccc

tggcagtgaa cgacaaaatg gcgtcctgaa

gcaaagacag cacctacagc atgagcagca ccctcacgtt

gacataacag ctatacctgt

<210> 179
<211> 276
<212> OHK

gaggcca

<213> LlUTy4yHa nocnigoBHICTb

<220>

cagtgagecag

caaagacatc

cagttggact

gaccaaggac

<223> Onuc WTYYHOI NOCNIAOBHOCTI: CUHTETUYHWI NOMIHYKNEeoTnA

<400> 179

ccaaaacgac acceccatcet gtctatccac tggecectgg

ccatggtgac cctgggatge

ggaactctgg atcectgtce

tctacactct gagcagctca

cctgcaacgt tgcccacccg
<210> 180

<211> 305

<212> OHK

<213> Homo sapiens
<400> 180

gacatcgtga tgacccagtce

atcaactgca agtccagcca

tggtaccagc agaaaccagg

gaatccgggg tcectgaceg

atcagcagce tgcaggctga

cetee

<210> 181

<211> 38

<212> OHK

<213> Homo sapiens
<400> 181

ctggtcaagg

agecggtgtge

gtgactgtcc

gccagcagea

tccagactec

gagtgtttta

acagecctcet

attcagtgge

agatgtggca

gctattteeo

acaccttcee

cctccagceac

ccaagg

ctggetgtgt

tacagctcca

aagctgctca

agcgggtcetg

gtttattact

gtggacgttc ggccaaggga ccaaggtgga aatcaaac

178

atctgctgcec

tgagceagtg

agctgtecctyg

ctggecceage

ctctgggega

acaataagaa

tttactgggce

ggacagattt

gtcagcaata

ttaacatctyg

aatgtcaggt

gatcaggaca

gagtatgaac

caaactaact

acagtgacct

cagtctgacc

gagaccgtca

gagggccacc

ctacttagct

atctacccgg

cactctcacc

ttatagtact

60

120

180

240

267

60

120

180

240
276

60

120

180

240

300

305

38



10

15

20

25

30

<210> 182
<211> 296
<212> HK

<213> Homo sapiens

<400> 182
caggtccagce

tcctgcaagg

cctggacaag

gcacagaagt

atggagctga
<210> 183
<211>51
<212> HK

tggtgecagte
cttectggagy

ggcttgagtg

tccagggcag

gcagcctgag

<213> Homo sapiens

<400> 183

ctgagctgag aaccactgtyg

<210> 184
<211>8
<212> BINOK

<213> Homo sapiens

<400> 184

Cys Thr His Val Pro Gly Gly Gly

1
<210> 185
<211> 50

<212> IHK

5

<213> Homo sapiens

<400> 185

UA 123390 C2

tggggctgagq
caccttcagce

gatgggaggyg

agtcacgatt

atctgaggac

ctaactgggg

gtgaagaagce
agctatgcta

atcatceccta

accgcggaca

acggccgtgt

acacagtgat

ctgggtecte agtgaaggtc
tcagctgggt gcgacaggcec

tccttggtat agcaaactac

aatccacgag cacagcctac

attactgtgc gagaga

tggcagctct a

tgatgctttt gatgtctggg gccaagggac aatggtcacce gtctcttcag

<210> 186
<211> 357
<212> BINOK

<213> Homo sapiens

<400> 186

179

60
120

180

240

296

51



Met

Thr

Gln

Gln

Asp
65

Asp

Ile

Ser

Ser

Ala
145

UA 123390 C2

Ala Glu Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly
5 10 15

Tyr Gly Leu Gly Asp Arg Lys Asp Gln Gly Gly Tyr Thr Met His
20 25 30

Asp Gln Glu Gly BAsp Thr Asp Ala Gly Leu Lys Glu Ser Pro Leu
35 40 45

Thr Pro Thr Glu Asp Gly Ser Glu Glu Pro Gly Ser Glu Thr Ser

50 55 60

Ala Lys Ser Thr Pro Thr Ala Glu Asp Val Thr Ala Pro Leu Val
70 75 BO

Glu Gly Ala Pro Gly Lys Gln Ala Ala Ala Gln Pro His Thr Glu
85 90 95

Pro Glu Gly Thr Thr Ala Glu Glu Ala Gly Ile Gly Asp Thr Pro
100 105 110
Leu Glu Asp Glu Ala Ala Gly His Val Thr Gln Ala Arg Met Val
115 120 125

Lys Ser Lys Asp Gly Thr Gly Ser Asp Asp Lys Lys Ala Lys Gly
130 135 140

Asp Gly Lys Thr Lys Ile Ala Thr Pro Arg Gly Ala Ala Pre Pro
150 155 160

180



Gly Gln Lys

Pro Ala Pro

Asp Arg Ser
135

Arg Ser Arg
210

Lys Val Ala

225

Ser Arg Leu

Lys Ser Lys

Gly Lys Val

275

Ser Lys Cys
290

Ser Val Gln
305

Gly Gln Ala
165

Lys Thr Pro
180

Gly Tyr Ser

Thr Pro Ser

Val Val Arg

230

Gln Thr Ala
245

Ile Gly Ser
260
Gln Ile Ile

Gly Ser Lys

Tle Val Tyr
310

UA 123390 C2

Asn Ala Thr Arg Ile Pro Ala
170

Pro Ser Ser Gly Glu Pro Pro
185

Ser Pro Gly Ser Pro Gly Thr
200 205

Leu Pro Thr Pro Pro Thr Arg

215 220
Thr Pro Pro Lys Ser Pro Ser

235

Pro Val Pro Met Pro Asp Leu
250

Thr Glu Asn Leu Lys His Gln
265

Lys

Lys

190

Pro

Glu

Ser

Lys

Pro

270

Thr
175

Ser

Gly

Pro

Ala

Asn

255

Gly

Pro

Gly

Ser

Lys

Lys

240

Val

Gly

Asn Lys Lys Leu Asp Leu Ser Asn Val Gln

280 285

Asp Asn Ile Lys His Val Pro Gly Gly Gly

295 300

Lys Pro Val Asp Leu Ser Lys Val Thr Ser

315

181

320



UA 123390 C2

Lys Cys Gly Ser Leu Gly Asn Ile His His Lys Pro Gly Gly Gly Gln
330

325

335

val Glu Val Lys Ser Glu Lys Leu Asp FPhe Lys Asp Arg Val Gln Ser

340

Lys Ile Gly Ser Leu

355

<210> 187

<211> 235

<212> BIJTIOK

<213> Homo sapiens
<400> 187

Met Ala Glu Pro Arg Gln
1 5

Thr Tyr Gly Leu Gly Asp
20

Gln Asp Gln Glu Gly Asp
35

Gln Thr Pro Thr Glu Asp
50

Asp Ala Lys Ser Thr Pro
65 70

Glu

Arg

Thr

Gly
55

Phe

Lys

Asp

40

Ser

Ala

345

Glu

Asp

25

Ala

Glu

Glu

182

Val

10

Gln

Gly

Glu

Asp

Met

Gly

Leu

Pro

Val
75

Glu

Gly

Lys

Gly

60

Thr

Asp

Tyr

Glu

45

Ser

Ala

350

His

Glu

Pro

Ala

15

Met

Pro

Thr

Leu

Gly

His

Leu

Ser

Val
80



UA 123390 C2

Asp Glu Gly Ala Pro Gly Lys Gln Ala
85

Ile Pro Glu Gly Thr Thr Ala Glu Glu
100 105

Ser Leu Glu Asp Glu Ala Ala Gly His
115 120

Ser Lys Ser Lys Asp Gly Thr Gly Ser
130 135

Ala Asp Gly Lys Thr Lys Ile Ala Thr

145 150

Gly Gln Lys Gly Gln Ala Asn Ala Thr
165

Fro Ala FPro Lys Thr Pro Pro Ser Ser
180 185

Asp Arg Ser Gly Tyr Ser Ser Pro Gly
195 200

Arg Ser Arg Thr Pro Ser Leu Pro Thr
210 215

Glu Val Ser Ala Ser Leu Ala Lys Gln

225 230

<210> 188

<211> 346

<212> BIJTIOK

<213> Homo sapiens
<400> 188

183

Ala
90

Ala

Val

Asp

Pro

Arg
170

Gly

Ser

Pro

Ala

Gly

Thr

Asp

Arg

155

Ile

Glu

Pro

Pro

Leu

235

Gln

Ile

Gln

Lys
140
Gly

Pro

Pro

Gly

Thr
220

Pro

Gly

Ala
125

Lys

Ala

Ala

Pro

Thr
205

Arg

His

Asp

110

Arg

Ala

Ala

Lys

Lys
190

Pro

Leu

Thr
95

Thr

Met

Lys

Pro

Thr
175

Ser

Glu

Pro

Val

Gly

Pro

160

Pro

Gly

Gly Ser

Ala

Asp



Met

Thr

Gln

Gln

Asp

65

Asp

Ile

Ser

Ser

Ala

Tyr

Asp

Thr

50

Ala

Glu

Pro

Leu

Lys
130

Glu

Gly

Gln
35

Pro

Lys

Gly

Glu

Glu
115

Ser

Pro

Leu

20

Glu

Thr

Ser

Ala

Gly

100

Asp

Lys

Arg

Gly

Gly

Glu

Thr

Pro
85
Thr

Glu

Asp

Gln

Asp

Asp

Asp

Pro

70

Gly

Thr

Ala

Gly

UA 123390 C2

Glu

Arg

Thr

Gly

55

Thr

Lys

Ala

Ala

Thr
135

Phe Glu

Lys Asp
25

Asp Ala
40

Ser Glu

Ala Glu

Gln Ala

Glu Glu

105

Gly His
120

Gly Ser

184

Val Met
10

Gln Gly

Gly Leu

Glu Pro

Asp Val
75

Ala Ala
390
Ala Gly

Val Thr

Asp Asp

Glu

Gly

Lys

Gly

60

Thr

Gln

Ile

Gln

Lys
140

Asp

Tyr

Glu
45

Ser

Ala

Pro

Gly

Ala
125

Lys

His Ala Gly
15

Thr Met His
30

Ser Pro Leu

Glu Thr Ser

Pro Leu Val
80

His Thr Glu
95

Asp Thr Pro

110

Arg Met Val

Ala Lys Gly



Ala

145

Gly

Pro

Asp

Arg

Lys
225

Ser

Lys

Gly

Ser

Asp

Gln

Ala

Arg

Ser

210

Val

Arg

Ser

Lys

Lys
290

Gly

Lys

Pro

Ser

195

Arg

Ala

Leu

Lys

Val

275

Cys

Lys

Gly

Lys
180
Gly

Thr

Val

Gln

Ile

260

Gln

Gly

Thr

Gln
165

Thr

Tyr

Pro

Val

Thr

245

Gly

Ile

Ser

Lys

150

Ala

Pro

Ser

Ser

Arg
230

Ala

Ser

Ile

Lys

UA 123390 C2

Ile

LAsn

Pro

Leu

215

Thr

Pro

Thr

Asn

Asp
295

Ala

Ala

Thr Pro

Thr Arg
170

Ser Ser Gly

Pro

200

Pro

Prao

Val

Glu

Lys

280

Asn

185
Gly Ser

Thr Pro

Pro Lys

Pro Met
250

Asn Leu

265

Lys Leu

Tle Lys

185

Arg
155

Ile

Glu

Pro

Pro

Ser

235

Pro

Lys

Asp

His

Gly Ala

Pro Ala

Pro Pro

Gly

Thr
220

Pro

Asp

His

Leu

Val
300

Thr
205

Arg

Ser

Leu

Gln

Ser

285

Prao

Ala

Lys

Lys
190
Pro

Glu

Ser

Lys

Pro

270

Asn

Gly

Pro

Thr
175

Ser

Gly

Pro

Ala

Asn

255

Gly

Val

Gly

Pro

160

Pro

Gly

Ser

Lys

Lys
240

Val

Gly

Gln

Gly



Ser Gly Asp Thr Ser
305

Ser Ile Asp Met Val
325

Val Ser Ala Ser Leu

340

<210> 189

<211> 420

<212> BIJTIOK

<213> Homo sapiens
<400> 189

Met Ala Glu Pro Arg

1 5

Thr Tyr Gly Leu Gly
20

Gln Asp Gln Glu Gly
35
Gln Thr Pro Thr Glu
50

Asp Ala Lys Ser Thr
65

UA 123390 C2

Pro Arg His Leu Ser Asn Val Ser Ser Thr Gly
310 315 320

Asp Ser Pro Gln Leu Ala Thr Leu Ala Asp Glu
330 335

Ala Lys Gln Gly Leu
345

Gln Glu Phe Glu Val Met Glu Asp His Ala Gly
10 15

Asp Arg Lys Asp Gln Gly Gly Tyr Thr Met His
25 30

Asp Thr Asp Ala Gly Leu Lys Glu Ser Pro Leu
40 45

Asp Gly Ser Glu Glu Pro Gly Ser Glu Thr Ser
55 60

Pro Thr Ala Glu Asp Val Thr Ala Pro Leu Val
70 75 80

186



Asp

Ile

Ser

Ser

Ala

145

Gly

Pro

Asp

Arg

Lys
225

Glu

Pro

Leu

Lys
130
Asp

Gln

Ala

Arg

Ser

210

Val

Gly

Glu

Glu
115

Ser

Gly

Lys

Pro

Ser

195

Arg

Ala

Ala

Gly

100

Asp

Lys

Lys

Gly

Lys
180

Gly

Thr

Val

Pro

B5

Thr

Glu

Asp

Thr

Gln

165

Thr

Tyr

Pro

Val

Gly

Thr

Ala

Gly

Lys

150

Ala

Pro

Ser

Ser

Arg
230

UA 123390 C2

Lys

Ala

Ala

Thr
135
Ile

Asn

Pro

Ser

Leu

215

Thr

Gln

Glu

Gly
120

Gly

Ala

Ala

Ser

Pro

200

Pro

Pro

Ala

Glu

105

His

Ser

Thr

Thr

Ser

185

Gly Ser Pro

Ala
90

Ala

Val

Asp

Pro

Arg
170

Gly

Ala

Gly

Thr

Asp

Arg

155

Ile

Glu

Thr Pro Pro

Pro Lys Ser

187

235

Gln

Ile

Gln

Lys
140
Gly

Pro

Pro

Gly

Thr
220

Pro

Pro

Gly

Ala
125

Lys

Ala

Ala

Pro

Thr

205

Arg

Ser

His

Asp

110

Arg

Ala

Lys

Lys
190

Pro

Glu

Ser

Thr
95

Thr

Met

Lys

Pro

Thr

LTS

Ser

Gly

Pro

Ala

Glu

Pro

Val

Gly

Pro

160

Pro

Gly

Ser

Lys

Lys
240



Ser

Lys

Gly

Ser

Ser

305

Lys

Val

Lys

Lys

Lys
385

Arg

Ser

Lys

Lys
290
Val

Cys

Glu

Ile

Lys
370

Thr

Leu

Lys

Val

275

Cys

Gln

Gly

Gly
355

Ile

Asp

Gln

Ile

260

Gln

Gly

Ile

Ser

Lys
340

Ser

Glu

His

Thr
245

Gly

Ile

Ser

Val

Leu

325

Ser

Leu

Thr

Gly

Ala

Ser

Ile

Lys

Tyr

310

Gly

Glu

Asp

His

Ala
390

UA 123390 C2

Pro

Thr

Asn

Asp
295
Lys

Asn

Lys

Asn

Lys
375

Glu

Val

Glu

Lys
280

Asn

Pro

Tle

Leu

Ile
360

Leu

Ile

Pro

Asn

265

Lys

Ile

Val

His

Asp
345
Thr

Thr

Val

188

Met
250

Leu

Leu

Lys

Asp

His

330

Phe

His

Phe

Tyr

Fro

Lys

Asp

His

Leu

315

Lys

Lys

Val

Lys
395

Asp

His

Leu

Val
300

Ser

Pro

Asp

Pro

Glu
380

Ser

Leu

Gln

Ser

285

Pro

Lys

Gly

Arg

Gly
365

Asn

Pro

Lys

Pro

270

Asn

Gly

Val

Gly

Val
350
Gly

Ala

Val

Asn

255

Gly

Val

Gly

Thr

Gly

335

Gln

Gly

Lys

Val

Val

Gly

Gln

Gly

Ser

320

Gln

Ser

Asn

Ala

Ser

400



UA 123390 C2

Gly Asp Thr Ser Pro Arg His Leu Ser Asn Val Ser Ser Thr Gly Ser

Ile Asp Met Val

<210> 190
<211> 227

<212> BIJTIOK

<213> Homo sapiens
<400> 190

420

405

Met Ala Glu Pro Arg

1

Thr

Gln

Gln

Asp

65

Asp

Ile

Tyr

Asp

Thr
50
Ala

Glu

Pro

Gly

Gln

35

Prao

Lys

Gly

Glu

Leu

20

Glu

Thr

Ser

Ala

Gly
100

5

Gly

Gly

Glu

Thr

Pro

85

Thr

Gln

Asp

Asp

Asp

Pro

70

Gly

Thr

Glu

Arg

Thr

Gly
53
Thr

Lys

Ala

Phe

Lys

Asp

40

Ser

Ala

Gln

Glu

Glu

Asp

25

Ala

Glu

Glu

Ala

Glu
105

189

410

Val
10

Gln

Glu

Asp

Ala
90

Ala

Met

Gly

Leu

Pro

Val

75

Ala

Gly

Glu

Gly

Lys

Gly
60
Thr

Gln

Ile

Asp

Tyr

Glu

45

Ser

Ala

Pro

Gly

His

Thr
30

Ser

Glu

Pro

His

Asp
110

415

Ala
15

Met

Pro

Thr

Leu

Thr
95

Thr

Gly

His

Leu

Ser

Val

80

Glu

Pro



Ser

Ser

Ala

145

Gly

Pro

Asp

Arg

Lys
225

Leu Glu Asp
115

Lys Ser Lys
130

Asp Gly Lys

Gln Lys Gly

Ala Pro Lys

180

Arg Ser Gly
195

Ser Arg Thr
210

Val Ala

<210> 191
<211> 428
<212> BIJIOK

<213> Homo sapiens

<400> 191

Glu

Asp

Thr

Gln
165

Thr

Tyr

Pro

UA 123390 C2

Ala Ala

Gly Thr
135

Lys Ile
150

Ala Asn

Pro Pro

Ser Ser

Ser Leu

215

Gly
120

Gly

Ala

Ala

Ser

Pro

200

Pro

His

Ser

Thr

Thr

Ser

185

Gly

Thr

190

Val Thr

Asp Asp

Pro Arg

155

Arg Ile
170

Gly Glu

Ser Pro

Pro Pro

Gln

Lys
140

Gly

Pro

Pro

Gly

Thr
220

Ala
125

Lys

Ala

Ala

Pro

Thr
205

Arg

Arg

Ala

Ala

Lys

Lys

190

Fro

Glu

Met

Lys

Pro

Thr
175

Ser

Gly

Pro

Val

Gly

Pro

160

Pro

Gly

Ser

Lys



Met

Thr

Gln

Gln

Asp
65

Asp

Ile

Ser

Ser

Ala
145

Ala

Tyr

Asp

Thr
50
Ala

Glu

Pro

Leu

Lys
130

Asp

Glu

Gly

Gln
35

Pro

Lys

Gly

Glu

Glu

115

Ser

Gly

Pro

Leu

20

Glu

Thr

Ser

Ala

Gly
100

Asp

Lys

Lys

Arg

Gly

Gly

Glu

Thr

Pro

85

Thr

Glu

Asp

Thr

Gln

Asp

Asp

Asp

Pro

70

Gly

Thr

Ala

Gly

Lys
150

UA 123390 C2

Glu

Arg

Thr

Gly
55
Thr

Lys

Ala

Ala

Thr
135

Ile

Phe

Lys

Asp
40

Ser

Ala

Gln

Glu

Gly

120

Gly

Ala

Glu

Asp

25

Ala

Glu

Glu

Ala

Glu
105

His

Ser

Thr

191

Val
10

Gln

Gly

Glu

Asp

Ala
90

Ala

Val

Asp

Pro

Met

Gly

Leu

Pro

Val
75

Ala

Gly

Thr

Asp

Arg
155

Glu

Gly

Lys

Gly

60
Thr

Gln

Ile

Gln

Lys
140

Gly

Asp

Tyr

Glu
45

Ser

Ala

Pro

Gly

Ala

125

Lys

Ala

His

Thr

30

Ser

Glu

Pro

His

Asp
110

Arg

Ala

Ala

Ala

Met

Pro

Thr

Leu

Thr
95

Thr

Met

Lys

Pro

Gly

His

Leu

Ser

Val
80

Glu

Pro

Val

Pro

160



Gly

Pro

Asp

Arg

Lys
225

Ser

Lys

Gly

Ser

Val
305

Gln

Ala

Arg

Ser

210
Val

Arg

Ser

Lys

Lys
290

Thr

Lys

Pro

Ser

195

Ala

Leu

Lys

Val

275

Cys

Ser

Gly

Lys

180

Gly

Thr

Val

Gln

Ile
260

Gln

Gly

Lys

Gln
165

Thr

Tyr

Pro

Val

Thr

245

Gly

Ile

Ser

Cys

Ala

Pro

Ser

Ser

Arg
230

Ala

Ser

Ile

Lys

Gly
310

UA 123390 C2

Asn

Pro

Ser

Leu

215
Thr

Pro

Thr

Asn

Asp
295

Ser

Ala

Ser

Pro

200

Pro

Pro

Val

Glu

Lys

280

Asn

Leu

Thr

Ser

185

Gly

Thr

Pro

Pro

Asn

265

Lys

Ile

Gly

192

Arg
170

Gly

Ser

Pro

Lys

Met

250

Leu

Leu

Lys

Asn

Ile

Glu

Pro

Pro

Ser

235

Pro

Lys

Asp

His

Ile
315

Pro

Pro

Gly

Thr
220

Pro

Asp

His

Leu

Val
300

His

Ala

Pro

Thr
205

Arg

Ser

Leu

Gln

Ser

285

Asp

His

Lys

Lys
190

e
]
o]

Glu

Ser

Lys

Pro

270

Asn

Leu

Lys

Thr
175

Ser

Gly

Pro

Ala

Asn

255

Gly

Val

Ser

Pro

Pro

Gly

Ser

Lys
Lys

240

Val

Gly

Gln

Lys

Gly
320



UA 123390 C2

Gly Gly Gln Val Glu Val Lys Ser Glu Lys Leu Asp Phe Lys Asp Arg
325 330 335

Val Gln Ser Lys Ile Gly Ser Leu Asp Asn Ile Thr His Val Pro Gly
340 345 350

Gly Gly Asn Lys Lys Ile Glu Thr His Lys Leu Thr Phe Arg Glu Asn
355 360 365

Ala Lys Ala Lys Thr Asp His Gly Ala Glu Ile Val Tyr Lys Ser Pro
370 375 380

Val Val Ser Gly Asp Thr Ser Pro Arg His Leu Ser Asn Val Ser Ser

385 390 395 400

Thr Gly Ser Ile Asp Met Val Asp Ser Pro Gln Leu Ala Thr Leu Ala
405 410 415

Asp Glu Val Ser Ala Ser Leu Ala Lys Gln Gly Leu

420 425
<210> 192
<211> 297
<212> BIJIOK
<213> Homo sapiens
<400> 192

Met Ala Glu Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly
1 5 10 15

Thr Tyr Gly Leu Gly Asp Arg Lys Asp Gln Gly Gly Tyr Thr Met His
20 25 30

193



Gln

Gin

Asp
65

Asp

Ile

Ser

Ala

145

Gly

Pro

Asp

Thr

50

Ala

Glu

Pro

Leu

Lys
130

Asp

Gln

Ala

Gln

Pro

Lys

Gly

Glu

Glu

115

Ser

Gly

Lys

Pro

Glu

Thr

Ser

Ala

Gly
100

Asp

Lys

Lys

Gly

Lys
180

Gly

Glu

Thr

Pro

85
Thr

Glu

Asp

Thr

Gln
165

Thr

Asp

Asp

Pro

70

Gly

Thr

Ala

Gly

Lys

150

Ala

Pro

Thr

Gly

55

Thr

Lys

Ala

Ala

Thr
135
Ile

Asn

Pro

UA 123390 C2

Asp
40

Ser

Ala

Gln

Glu

Gly

120

Gly

Ala

Ala

Ser

Ala

Glu

Glu

Ala

Glu

105

His

Ser

Thr

Thr

Ser

185

194

Glu

Asp

Ala

90
Ala

Val

Asp

Pro

Arg
170

Leu

Pro

Val

75

Ala

Thr

Asp

Arg

155

Ile

Glu

Lys

Gly

60

Thr

Gln

Ile

Gln

Lys
140
Gly

Pro

Pro

Glu
45

Ser

Ala

Pro

Gly

Ala

125

Lys

Ala

Ala

Pro

Ser

Glu

Pro

His

Asp

110

Arg

Ala

Ala

Lys

Lys
190

Pro

Thr

Leu

Thr

95
Thr

Met

Lys

Pro

Thr
175

Ser

Leu

Ser

Val
80

Glu

Pro

Val

Gly

Pro

160

Pro

Gly



UA 123390 C2

Asp Arg Ser Gly Tyr Ser Ser Pro Gly Ser Pro Gly Thr Pro Gly Ser
185 200 205

Arg Ser Arg Thr Pro Ser Leu Pro Thr Pro Pro Thr Arg Glu Pro Lys
210 215 220

Lys Val Ala Val Val Arg Thr Pro Pro Lys Ser Pro Ser Ser Ala Lys
225 230 235 240

Ser Arg Leu Gln Thr Ala Pro Val Pro Met Pro Asp Leu Lys Asn Val
245 250 255

Gly Asp Thr Ser Pro Arg His Leu Ser Asn Val Ser Ser Thr Gly Ser
260 265 270

Ile Asp Met Val Asp Ser Pro Gln Leu Ala Thr Leu Ala Asp Glu Val
275 280 285

Ser Ala Ser Leu Ala Lys Gln Gly Leu
290 295

<210> 193

<211> 136

<212> BIJIOK

<213> Homo sapiens
<400> 193

Met Ala Glu Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly
1 J 10 15

195



UA 123390 C2

Thr Tyr Gly Leu Gly Asp Arg Lys Asp Gln Gly Gly Tyr Thr Met His
20 25 30

Gln Asp Gln Glu Gly Asp Thr Asp Ala Gly Leu Lys Glu Ser Pro Leu
35 40 45

Gln Thr Pro Thr Glu Asp Gly Ser Glu Glu Pro Gly Ser Glu Thr Ser
50 55 60

Asp Ala Lys Ser Thr Pro Thr Ala Glu Asp Val Thr Ala Pro Leu Val
65 70 75 80

Asp Glu Gly Ala Pro Gly Lys Gln Ala Ala Ala Gln Pro His Thr Glu
85 S0 95

Ile Pro Glu Gly Thr Thr Ala Glu Glu Ala Gly Ile Gly Asp Thr Pro
100 105 110

Ser Leu Glu Asp Glu Ala Ala Gly His Val Thr Gln Ala Arg Met Val
115 120 125

Ser Lys Ser Lys Asp Gly Thr Gly
130 135

<210> 194

<211> 282

<212> BIJIOK

<213> Homo sapiens

<400> 194

Met Ala Glu Proc Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly

1 3 10 15

196



Thr

Gln

Gln

Asp

65
Asp

Ile

Ser

Ser

Ala
145

Gly

UA 123390 C2

Tyr Gly Leu Gly Asp Arg Lys Asp Gln

20

Asp Gln Glu Gly Asp Thr Asp

35

Thr Pro Thr Glu Asp Gly Ser

50

Ala Lys Ser Thr Pro Thr Ala

Glu Gly Ala Pro Gly Lys Gln

85

Pro Glu Gly Thr Thr Ala Glu

100

Leu Glu Asp Glu Ala Ala Gly His

115

Lys Ser Lys Asp Gly Thr Gly Ser Asp

130

70

55

135

40

120

25

Ala Gly

Glu

Glu

Glu

Asp

Ala Ala

90

Glu Ala

105

Val

Asp Gly Lys Thr Lys Ile Ala Thr Pro

Gln Lys Gly Gln Ala Asn Ala Thr Arg

165

150

197

170

Gly Gly Tyr Thr Met His
30

Leu Lys Glu Ser Pro Leu
45

Pro Gly Ser Glu Thr Ser
60

Val Thr Ala Pro Leu Val

75 80
Ala Gln Pro His Thr Glu

95

Gly Ile Gly Asp Thr Pro
110

Thr Gln Ala Arg Met Val
125
Asp Lys Lys Ala Lys Gly
140

Arg Gly Ala Ala Pro Pro
155 160

Ile Pro Ala Lys Thr Pro
175



UA 123390 C2

Pro Ala Pro Lys Thr Pro Pro Ser Ser Gly Glu Pro Pro Lys Ser Gly
180 185 150

Asp Arg Ser Gly Tyr Ser Ser Pro Gly Ser Pro Gly Thr Pro Gly Ser
195 200 205

Arqg Ser Arg Thr Pro Ser Leu Pro Thr Pro Pro Thr Arg Glu Pro Lys
210 215 220

Lys Val Ala Val Val Arg Thr Pro Pro Lys Ser Pro Ser Ser Ala Lys
225 230 235 240

Ser Arg Leu Gln Thr Ala Pro Val Pro Met Pro Asp Leu Lys Asn Val
245 250 255

Lys Ser Lys Ile Gly Ser Thr Glu Asn Leu Lys His Gln Pro Gly Gly
260 265 270

Gly Lys Val Gln Ile Ile Asn Lys Lys Leu

275 280

<210> 195

<211> 406

<212> BIJIOK

<213> Homo sapiens

<400> 195

Met Ala Glu Pro Arg Gln Glu Phe Glu Val Met Glu Asp His Ala Gly

1 5 10 15

198



Thr

Gln

Gln

Asp
65

Asp

Ile

Ser

Ser

Lys
145

Gly

Tyr

Asp

Thr
50

Ala

Glu

Pro

Leu

Lys

130

Thr

Tyr

Gly

Gln

35

Pro

Lys

Gly

Glu

Glu
115

Ser

Pro

Ser

Leu

20

Glu

Thr

Ser

Ala

100

Asp

Lys

Pro

Ser

Gly

Gly

Glu

Thr

Pro

85

Thr

Glu

Asp

Ser

Pro

165

Asp

Asp

Asp

Pro

70

Gly

Thr

Ala

Thr

Ser

150

Gly

UA 123390 C2

Arg Lys Asp

Thr

Gly
55

Thr

Lys

Ala

Ala

Arg
135

Gly

Ser

Asp

40

Ser

Ala

Gln

Glu

Gly
120

Ile

Glu

Pro

25

Ala

Glu

Glu

Ala

Gln

Gly

Glu

Asp

Ala
a0

Glu Ala

105

His

Pro

Pro

Gly

199

Val

Ala

Pro

Thr
170

Gly

Leu

Pro

Val
75

Ala

Gly

Thr

Lys

Lys
155

Pro

Gly

Lys

Gly
60

Thr

Gln

Ile

Gln

Thr
140

Ser

Gly

Tyr

Glu

45

Ser

Ala

Pro

Gly

Ala
125

Pro

Gly

Ser

Thr
30

Ser

Glu

Pro

His

Asp

110

Arg

Pro

Asp

Arg

Met

Pro

Thr

Leu

Thr
95

Thr

Met

Ala

Arg

Ser

175

His

Leu

Ser

Val
BO

Glu

Pro

Val

Pro

Ser

160

Arg



Thr

Val

Gln

Ile
225

Gln

Gly

Ile

Ser

Lys
305

Ser

Pro

Val

Thr
210

Gly

Ile

Ser

Val

Leu

250

Ser

Leu

Ser

Arg

195

Ala

Ser

Ile

Lys

Tyr
275

Gly

Glu

Asp

Leu

180

Thr

Pro

Thr

Asn

Asp

260

Lys

Asn

Lys

Asn

Pro

Pro

Val

Glu

Lys

245

Asn

Pro

Ile

Leu

Ile
325

Thr

Pro

Pro

Asn

230

Lys

Ile

Val

His

Asp
310

Thr

UA 123390 C2

Pro

Lys

Met
215

Leu

Leu

Lys

Asp

His

295

Phe

His

Pro

Ser

200

Pro

Lys

Asp

His

Leu

280

Lys

Lys

Val

Thr
185

Pro

Asp

His

Leu

Val

265

Ser

Pro

Asp

Pro

200

Arg

Ser

Leu

Gln

Ser

250

Pro

Lys

Gly

Arg

Gly
330

Glu

Ser

Lys

Pro

235

Asn

Gly

Val

Gly

Val
315

Gly

Pro

Ala

Asn

220

Gly

Val

Gly

Thr

Gly
300

Gln

Gly

Lys

Lys

205

Val

Gly

Gln

Gly

Ser

285

Gln

Ser

Asn

Lys
190

Ser

Lys

Gly

Ser

Ser

270

Lys

Val

Lys

Lys

Val

Arg

Ser

Lys

Lys

255

Val

Cys

Glu

Ile

Lys
335

Ala

Leu

Lys

Val
240

Cys

Gln

Gly

Val

Gly
320

Ile



Glu Thr His Lys Leu Thr

340

Ala Glu TIle Val

355

His Gly

Ser Pro His Leu Ser

370

Arg

Gln Leu
390

Val Asp Ser Pro

385

Leu Ala Gln Gly Leu

405

Lys

<210> 196

<211> 222

<212> BIJTIOK

<213> Homo sapiens

<400> 196

Met Arg Glu Pro Lys Lys

1 5

Pro Ser Ser Ala Lys Ser
20

Asp Leu Lys Asn Val Lys
35

His Gln Pro Gly Gly Gly
50

UA 123390 C2

Phe Arg Glu Asn Ala Lys
345

Tyr Lys Ser Pro Val Val
360

Asn Val Ser Ser Thr Gly
375 380

Ala

Ser

365

Ser

Lys Thr Asp
350

Gly Asp Thr

Ile Asp Met

Ala Thr Leu Ala Asp Glu Val Ser Ala Ser

395

Val Ala Val Val Arg Thr
10

Arg Leu Gln Thr Ala Pro
25

Ser Lys Ile Gly Ser Thr
40

Lys Val Gln Ile Ile Asn

58 60

201

Pro

Val

Glu

45

Lys

400

Pro Lys Ser
15

Pro Met Pro
30

Asn Leu Lys

Lys Leu Asp



UA 123390 C2

Leu Ser Asn Val Gln Ser Lys Cys Gly Ser Lys Asp Asn Ile Lys His
65 70 75 80

Val Pro Gly Gly Gly Ser Val Gln Ile Val Tyr Lys Pro Val Asp Leu
85 90 95

Ser Lys Val Thr Ser Lys Cys Gly Ser Leu Gly Asn Ile His His Lys
100 105 110

Pro Gly Gly Gly Gln Val Glu Val Lys Ser Glu Lys Leu Asp Phe Lys
115 120 125
Asp Arg Val Gln Ser Lys Ile Gly Ser Leu Asp Asn Ile Thr His Val
130 135 140

Fro Gly Gly Gly Asn Lys Lys Ile Glu Thr His Lys Leu Thr Phe Arg
145 150 155 160

Glu Asn Ala Lys Ala Lys Thr Asp His Gly Ala Glu Ile Val Tyr Lys
165 170 175
Ser Pro Val Val Ser Gly Asp Thr Ser Pro Arg His Leu Ser Asn Val
180 185 180

Ser Ser Thr Gly Ser Ile Asp Met Val Asp Ser Pro Gln Leu Ala Thr
195 200 205

Leu Ala Asp Glu Val Ser Ala Ser Leu Ala Lys Gln Gly Leu

210 215 220

<210> 197

<211> 315

<212> BIJTIOK

<213> Homo sapiens
<400> 197

202



Met

Lys

Pro

Thr

Ser

65

Pro

Ala

Val

Gly

Pro

Pro
50
Gly

Ser

Lys

Ser

Ala

Gly

35

Pro

Asp

Arg

Lys

Lys

Asp
20

Gln

Ala

Arg

Ser

Val

100

Arg

Ser

Gly

Lys

Pro

Ser

Arg

85

Ala

Leu

Lys

Lys

Gly

Lys

Gly

70

Thr

Val

UA 123390 C2

Asp

Thr

Gln

Thr
55

Tyr

Pro

Val

Thr

Gly

Lys

Ala

40

Pro

Ser

Ser

Arg

Ala
120

Thr

Ile
25

Asn

Pro

Ser

Leu

Thr

105

Pro

203

Gly
10

Ala

Ala

Ser

Pro

Pro

90

Pro

Val

Ser

Thr

Thr

Ser

Gly

75

Thr

Pro

Pro

Asp

Pro

Arg

Gly
60

Ser

Pro

Lys

Met

Asp

Arg

Ile

45

Glu

Pro

Pro

Ser

Pro

125

Lys

Gly
30

Pro

Pro

Gly

Thr

Pro

110

Asp

Lys
15

Ala

Ala

Pro

Thr

Arg

95

Ser

Leu

Ala

Ala

Lys

Lys

Pro

80

Glu

Ser

Lys



Asn Val
130

Gly Gly
145

Val Gln

Gly Gly

Thr Ser

Gly Gln
210

Gln Ser
225

Gly Asn

Lys Ala

Val Ser

Lys

Gly

Ser

Ser

Lys

185

Val

Lys

Lys

Lys

Gly
275

Ser

Lys

Lys

Val
180
Cys

Glu

Ile

Lys

Thr
260

Asp

Lys

Val

Cys
165

Gln

Gly

Val

Gly

Ile
245

Asp

Thr

Ile

Gln
150

Gly

Ile

Ser

Lys

Ser
230

Glu

His

Ser

UA 123390 C2

Gly
135

Ile

Ser

Val

Leu

Ser

215

Leu

Thr

Gly

Pro

Ser

Ile

Lys

Tyr

Gly

200

Glu

Asp

His

Ala

Arg
280

Thr

Asn

Asp

Lys
185

Asn

Lys

Asn

Lys

Glu

265

His

204

Glu

Lys

Asn

170

Pro

Ile

Leu

Ile

Leu

250

Ile

Leu

Asn

Lys
155

Ile

Val

His

Asp

Thr
235

Thr

Val

Ser

Leu

140

Leu

Lys

Asp

His

Phe

220

His

Phe

Tyr

Asn

Lys

Asp

His

Leu

Lys

205

Lys

Val

Arg

Lys

Val
285

Leu

Val

Ser
190

Pro

Asp

Pro

Ser

270

Gln

Ser

Pro

175

Lys

Gly

Arg

Gly

Asn

255

Pro

Ser

Pro

Asn

160

Gly

Val

Gly

Val

Gly
240

Ala

Val

Thr



10

Gly Ser Ile Asp Met
290

Glu Val Ser Ala Ser
305

<210> 198

<211> 96

<212> BIJTIOK

<213> Homo sapiens
<400> 198

Met Ile Lys His Val

1 5

Pro Val Asp Leu Ser
20

Ile His His Lys Pro

35

Leu Asp Phe Lys
50

Asp

Ile Thr His Val
65

Pro

Glu
85

Leu Thr Phe Arg

<210> 199

<211> 242

<212> BINOK

<213> Homo sapiens
<400> 199

Val

Leu

310

Pro

Lys

Gly

Arg

Gly
70

Asn

UA 123390 C2

Asp
295

Ala

Val

Gly

Val
55

Gly

Ala

Ser

Lys

Thr

Gly
40

Gln

Gly

Lys

Pro

Gln

Gly

Ser

25

Gln

Ser

Asn

Ala

205

Gln

Gly

Ser

10

Lys

Val

Lys

Lys

Lys
90

Leu

Leu

315

Val

Cys

Glu

Ile

Lys
75

Thr

Ala Thr Leu Ala Asp
300

Gln Ile Val Tyr

15

Lys

Leu Asn

30

Gly Ser Gly

Val Lys Ser Glu

45

Lys

Gly Ser Leu Asn

60

Asp

Ile Glu Thr His Lys

80

Ala
95

Asp His Gly Glu



Met

Ala

Pro

Ser

Ser

65

Arg

Ala

Ser

Ile

Ile

Asn

Pro

Ser

50

Leu

Thr

Pro

Thr

Asn

130

Ala

Ala

Ser

35

Pro

Pro

Pro

Val

Glu
115

Lys

Thr

Ser

Gly

Thr

Pro

Pro

100

Asn

Lys

Pro

Arg

Gly

Ser

Pro

Lys
85

Met

Leu

Leu

Arg

Ile

Glu

Pro

Pro

70

Ser

Pro

Lys

Asp

UA 123390 C2

Gly

Pro

Pro

Gly
55

Thr

Pro

Asp

His

Leu

135

Ala

Ala

Pro

40
Thr

Arg

Ser

Leu

Gln
120

Ser

Ala

Lys
25

Lys

Pro

Glu

Ser

Lys

105

Pro

Asn

206

Pro

10

Thr

Ser

Gly

Pro

Ala
90

Asn

Gly

Val

Pro

Pro

Gly

Ser

Lys

75

Lys

Val

Gly

Gln

Gly

Pro

Asp

Arg
60

Lys

Ser

Lys

Gly

Ser

140

Gln

Ala

45
Ser

Val

Arg

Ser

Lys
125

Lys

Lys

Pro

30

Ser

Arg

Ala

Leu

Lys

110

Val

Cys

Gly

15

Lys

Gly

Thr

Val

Gln
a5
Ile

Gln

Gly

Gln

Thr

Tyr

Pro

Val

80

Thr

Gly

Ile

Ser



10

15

UA 123390 C2

Lys Asp Asn Ile Lys His Val Pro Gly Gly Gly

145 150 155

Tyr Lys Pro Val Asp Leu Ser Lys Val Thr Ser

165 170

Gly Asn Ile His His Lys Pro Gly Gly Gly Gln
180 185

Glu Lys Leu Asp Phe Lys Asp Arg Val Gln Ser

195 200
Asp Asn Ile Thr His Val Pro Gly Gly Gly Asn
210 215

His Lys Leu Thr Phe Arg Glu Asn Ala Lys Ala

225 230 235

Ala Glu

<212> BINOK

<213> Homo sapiens

<400> 201

Asn Ile Lys His Val Pro Gly Gly Gly Ser

1 5 10

<210> 202

<211>9

<212> BINOK

<213> Homo sapiens

<400> 202

Ile Lys His Val Pro Gly Gly Gly Ser

1 5

<210> 203

<211>9

<212> BINOK

<213> Homo sapiens

<400> 203

Lys His Val Pro Gly Gly Gly Ser Val

1 5

<210> 204

207

Ser

Lys

Val

Lys

Lys
220

Lys

Val Gln Ile

Cys Gly Ser
175

Glu Val Lys
190

Ile Gly Ser
205

Lys Ile Glu

Thr Asp His

Val
160

Leu

Ser

Leu

Thr

Gly
240



UA 123390 C2

<211>9

<212> BINOK

<213> Homo sapiens
<400> 204

His Val Pro Gly Gly Gly Ser Val Gln
1 5

<210> 205

<211>8

<212> BINOK

<213> Homo sapiens

<400> 205

Val Pro Gly Gly Gly Ser Val Gln
1 5

<210> 206

<211>31

<212> BINOK

<213> LlUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCMIJOBHOCTI: CUHTETUYHUIA NOMiNenTug
<400> 206

Lys Ser Arg Leu Gln Thr Ala Pro Val Pro Met Pro Asp Leu Lys Asn
1 5 10 15

Val Lys Ser Lys Ile Gly Ser Thr Glu Asn Leu Lys His Gln Pro

20 25 30
<210> 207
<211> 30
<212> BINIOK
<213> LUTy4yHa nocnigoBHICTb
<220>
<223> Onuc WTy4HOI NOCMIJOBHOCTI: CUHTETUYHUIA NONINenTUA
<400> 207
Val Lys Ser Lys Ile Gly Ser Thr Glu Asn Leu Lys His Gln Pro Gly
1 5 10 15
Gly Gly Lys Val Gln Ile Val Tyr Lys Pro Val Asp Leu Ser
20 25 30
<210> 208
<211> 30
<212> BINIOK
<213> WTy4yHa nocnigoBHICTb
<220>
<223> Onuc WTy4HOI NOCAIAOBHOCTI: CUHTETUYHUIA NoninenTus
<220>

<221> MOON®IKOBAHWIA SANNLLOK
<222> (7) ... (7)

<223> pocgo-Ser

<400> 208

208



10

15

20

25

30

Val Lys Ser Lys Ile
1 5

Gly Gly Lys Val Gln

20
<210> 209
<211> 31
<212> BINOK
<213> Homo sapiens
<400> 209
Cys Val Lys Ser Lys

1 5
Gly Gly Gly Lys Val

20
<210> 210
<211> 30
<212> BINOK

UA 123390 C2

Gly Ser Thr

Ile Val Tyr

Ile Gly Ser

<213> LUTy4yHa nocnigoBHICTb

<220>

Glu

25

Thr

Asn

Asn Leu Lys
10

Pro Val Asp

Glu Asn Leu
10

Lys Lys Leu

<223> Onuc WTy4HOI NOCMigOBHOCTI: CUHTETUYHUIA NOMiNenTua

<220>

<221> MOOV®IKOBAHUIA 3ANNLLIOK

<222> (7)...(7)
<223> pocgo-Ser
<400> 210

His

Leu

Lys

Asp

Val Lys Ser Lys Ile Gly Ser Thr Glu Asn Leu Lys His

1 5

10

Gly Gly Lys Val Gln Ile Ile Asn Lys Lys Leu Asp Leu

20

<210> 211
<211> 30
<212> BINOK

<213> LUTy4yHa nocnigoBHICTb

<220>

25

<223> Onuc WTy4HOI NOCMIJOBHOCTI: CUHTETUYHUIA NOMINenTug

<400> 211

Lys Ile Gly Ser Thr Glu Asn Leu Lys His Gln Pro Gly

1 5

10

Gln

Ser
30

His

Leu

30

Ser

30

Val Gln TIle val Tyr Lys Pro Val Asp Leu Ser Lys Val Thr

20
<210> 212
<211> 30
<212> BINOK

25

209

30

Pro Gly
15

Gln Pro

—
o

Gln Pro Gly

15

Gly Gly Lys

15



10

15

20

25

30

35

UA 123390 C2

<213> LlUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCMigOBHOCTI: CUHTETUYHUIA NOMINenTug
<220>

<221> MOANPIKOBAHU 3ANULLIOK

<222> (4)... (4)

<223> pocgo-Ser

<400> 212

Lys Ile Gly Ser Thr Glu Asn Leu Lys His Gln Pro Gly

1 5 10

Val Gln Ile Val Tyr Lys Pro Val Asp Leu Ser Lys Val '
20 25

<210> 213

<211> 31

<212> BINOK

<213> WUTy4yHa nocnigoBHiCTb

<220>

<223> Onuc WTy4HOI NOCNiOOBHOCTI: CUHTETUYHMI NoninenTua
<400> 213

Cys Val Gln Ile Ile Asn Lys Lys Leu Asp Leu Ser Asn
1 5 10

Lys Cys Gly Ser Lys Asp Asn Ile Lys His Val Pro Gly
20 25

<210> 214

<211> 30

<212> BINOK

<213> LUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCMIJOBHOCTI: CUHTETUYHUIA NOMINenTuA
<220>

<221> MOONDIKOBAHU 3ANULLIOK

<222> (4) ... (4)

<223> pocgo-Ser

<400> 214
Lys Ile Gly Ser Thr Glu Asn Leu Lys His Gln Pro Gly
1 5 10

Val Gln Ile Ile Asn Lys Lys Leu Asp Leu Ser Asn Val
20 25

<210> 215

<211> 31

<212> BINTIOK

<213> WTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYYHOI NOCNIAOBHOCTI: CUHTETUYHMI NoninenTug
<400> 215

Pro Gly Gly Gly Lys Val Gln Ile Ile Asn Lys Lys Leu

1 S 10

210

Gly Gly Lys
15

30

Val Gln Ser

15
Gly Gly

30

Gly Gly Lys
18

Gln
30

Asp Leu Ser

3]



10

15

20

25

30

UA 123390 C2

Asn Val Gln Ser Lys Cys Gly Ser Lys Asp Asn Ile Lys His Val

20 25 30
<210> 216
<211>31
<212> BINOK
<213> WTy4yHa nocnigoBHiCTb
<220>
<223> Onuc WTy4HOI NOCMIJOBHOCTI: CUHTETUYHUIA NoNiNenTug
<400> 216
Cys Thr Pro Pro Ser Ser Gly Glu Pro Pro Lys Ser Gly Asp Arg Ser

1 5 10 15

Gly Tyr Ser Ser Pro Gly Ser Pro Gly Thr Pro Gly Ser Arg Ser

20 25 30
<210> 217
<211> 30
<212> BINOK
<213> LUTy4yHa nocnigoBHICTb
<220>
<223> Onuc WTy4HOI NOCMIJOBHOCTI: CUHTETUYHUIA NONiNenTug
<400> 217

Glu Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Val Tyr
1 5 10 15

Lys Pro Val Asp Leu Ser Lys Val Thr Ser Lys Cys Gly Ser

20 25 30

<210> 218

<211> 13

<212> BINTIOK

<213> lUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCAIJOBHOCTI: CUHTETUYHUIA NoninenTua
<400> 218

Cys Lys Asp Asn Ile Lys His Val Pro Gly Gly Gly Ser

1 5 10

<210> 219

<211> 25

<212> BINOK

<213> LlUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYy4HOI NOCNIJOBHOCTI: CUHTETUYHUI NenTug,
<400> 219

211



UA 123390 C2

Lys Leu Asp Leu 8er Asn Val Gln Ser Lys Cys Gly Ser Lys Asp Asn
1 5 10 15

Ile Lys His Val Pro Gly Gly Gly Ser

20 25
<210> 220
<211>8
<212> BINOK
<213> Homo sapiens
<400> 220
Cys His His Lys Pro Gly Gly Gly

1 5

<210> 221

<211> 30

<212> BINOK

<213> WUTy4yHa nocnigoBHiCTb

<220>

<223> Onuc WTy4HOI NOCNiAOBHOCTI: CUHTETUYHUIA NoninenTua

<400> 221

Cys Gly Ser Lys Asp Asn Ile Lys His Val Pro Gly Gly Gly Ser Val

1 5 10 15

Gln Ile Val Tyr Lys Pro Val Asp Leu Ser Lys Val Thr Ser

20 25 30

<210> 222

<211> 30

<212> BINOK

<213> LUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCMIJOBHOCTI: CUHTETUYHUIA NOMINenTug

<400> 222

Pro Gly Gly Gly Ser Val Gln Ile Val Tyr Lys Pro Val Asp Leu Ser

1 5 10 15

Lys Val Thr Ser Lys Cys Gly Ser Leu Gly Asn Ile His His

20 25 30

<210> 223
<211>6
<212> BINOK
<213> Homo sapiens
<400> 223
His Gln Pro Gly Gly Gly
1 5
<210> 224

<211>6
<212> BINOK

212



10

15

<213> Homo sapiens

<400> 224

His Lys Pro Gly Gly

1

<210> 225
<211> 104
<212> BINOK

<213> Homo sapiens

<400> 225

5

Asn Leu Lys His Gln

1

Lys Leu Asp

Ile Lys His

35
His His Lys
65

Asp Phe Lys

Thr His Val

<210> 226
<211> 104
<212> BINOK
<213> Pan sp.
<400> 226

Leu

20

Val

Pro

Asp

Pro

100

5

Ser

Pro

Gly

Arg
85

Gly

Gly

Pro

Asn

Gly

Gly

70

Val

Gly

UA 123390

Gly

Val

Gly

Gly

Gln

Gly

Gly

Gln

Gly
40
Gln

Ser

Asn

Gly

Ser

25

Ser

Val

Lys

213

Lys
10

Lys

Val

Glu

Ile
90

C2

Val

Cys

Gln

Val
75

Gly

Gln

Gly

Ile

Lys

Ser

Ile

Ser

Val
45

Ser

Leu

Tle

Lys
30

Tyr

Glu

Asp

Asn

15

Asp

Lys

Lys

Asn

95

Lys

Asn

Pro

Leu

80

Ile



Asn Leu Lys His Gln
1 5

Lys Leu Asp Leu Ser
20

Ile Lys His val Pro
35
Val Asp Leu Ser Lys
50

His His Lys Pro Gly
65

Asp Phe Lys Asp Arg
85

Thr His Val Pro Gly
100

<210> 227

<211> 104

<212> BIJTIOK

<213> Macaca sp.

<400> 227

Asn Leu Lys His Gln
1 5

Lys Leu Asp Leu Ser
20

Ile Lys His Val Pro
35

Pro

Asn

Gly

Val

Gly

70

Val

Gly

Pro

Asn

Gly

UA 123390 C2

Gly

Val

Gly

Thr

55

Gly

Gln

Gly

Gly

Val

Gly

Gly

Gln

Gly
40

Ser

Gln

Ser

Asn

Gly

Gln

Gly
40

Gly

Ser

25

Ser

Lys

Val

Lys

Gly

Lys
10

Lys

Val

Cys

Glu

Ile
90

Val

Cys

Gln

Gly

Val
75

Gly

Gln

Gly

Ile

Ser
60

Lys

Ser

Lys Val Gln

10

Ser Lys Cys Gly

25

Ser Val Gln Ile

214

Ile Ile

Ser Lys
30

Val Tyr
45
Leu Gly

Ser Glu

Leu Asp

Ile Ile

Ser Lys
30

Val Tyr
45

Asn Lys
15

Asp Asn

Lys Pro

Asn Ile

Lys Leu
80

Asn Ile
a5

Asn Lys
15

Asp Asn

Lys Pro



UA 123390 C2

Val Asp Leu Ser Lys Val Thr Ser Lys Cys Gly Ser Leu Gly

50

55

60

His His Lys Pro Gly Gly Gly Gln Val Glu Val Lys Ser Glu

65

70

75

Asp Phe Lys Asp Arg Val Gln Ser Lys Ile Gly Ser Leu Asp

85

<210> 228
<211> 104
<212> BINIOK
<213> Hesigomui
<220>

90

<223> Onuc HeBiZOMOI NOCNIAOBHOCTI: NoninenTna Tay riboHa

<400> 228

Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln

1 5

Lys Leu Asp Leu Ser
20

Ile Lys His Val Pro Gly Gly Gly

35

Val Asp Leu Ser Lys
50

Asn Val Gln

40

10

Ser Lys Cys Gly
25

Ser Val Gln Ile

Val Thr Ser Lys Cys Gly Ser

55

60

215

Ile

Ser

Val

45

Leu

Ile

Lys

Tyr

Gly

Asn

Lys

Asn

95

Asn

15

Asp

Lys

Asn

Ile

Leu

80

Ile

Lys

Asn

Pro

Ile



UA 123390 C2

His His Lys Pro Gly Gly Gly Gln Val Glu Val Lys Ser Glu Lys Leu
65 70 75 80

Asp Phe Lys Asp Arg Val Gln Ser Lys Ile Gly Ser Leu Asp Asn Ile
85 90 95

Thr His Val Pro Gly Gly Gly Asn

100

<210> 229
<211> 104
<212> BIJIOK
<213> Pongo sp.
<400> 229

Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile Asn Lys
1 5 10 15

Lys Leu Asp Leu Ser Asn Val Gln Ser Lys Cys Gly Ser Lys Asp Asn
20 25 30

Ile Lys His Val Pro Gly Gly Gly Ser Val Gln Ile Val Tyr Lys Pro
35 40 45

Val Asp Leu Ser Lys Val Thr Ser Lys Cys Gly Ser Leu Gly Asn Ile
50 55 60

His His Lys Pro Gly Gly Gly Gln Val Glu Val Lys Ser Glu Lys Leu
65 70 75 80

Asp Phe Lys Asp Arg Val Gln Ser Lys Ile Gly Ser Leu Asp Asn Ile
85 50 95

Thr His Val Pro Gly Gly Gly His

100
<210> 230

216



10

15

UA 123390 C2

<211> 104

<212> BIJTIOK

<213> Ailuropoda melanoleuca

<400> 230

Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile Asn Lys
1 5 10 15

Lys Leu Asp Leu Ser Asn Val Gln Ser Lys Cys Gly Ser Lys Asp Asn
20 25 30

Ile Lys His Val Pro Gly Gly Gly Ser Val Gln Ile Val Tyr Lys Pro
35 40 45

Val Asp Leu Ser Lys Val Thr Ser Lys Cys Gly Ser Leu Gly Asn Ile
50 55 60

His His Lys Pro Gly Gly Gly Gln Val Glu Val Lys Ser Glu Lys Leu
65 70 75 80

Asp Phe Lys Asp Arg Val Gln Ser Lys Ile Gly Ser Leu Asp Asn Ile
85 90 85

Thr His Val Pro Gly Gly Gly Asn
100

<210> 231

<211> 104

<212> BIJIOK

<213> Sus sp.

<400> 231

Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile Asn Lys

1 5 10 15

217



Ile Lys His Val
35

Val Asp Leu Ser
50

His His Lys Pro

65

Asp Phe Lys Asp

Thr His Val Pro

100

<210> 232
<211> 104
<212> BIJIOK
<213> Equus sp.
<400> 232

Asn Leu Lys His
1

Lys Leu Asp Leu
20

Tle Lys His Val
35

Val Asp Leu Ser
50

Pro

Lys

Gly

Arg

85

Gly

Gln

Ser

Pro

Lys

Gly

Val

Gly

70

Val

Gly

Pro

Asn

Gly

Val

UA 123390 C2

Gly

Thr

55

Gly

Gln

Gly

Gly

Val

Gly

Thr
55

Gly

40

Ser

Gln

Ser

Asn

Gln

Gly
40

Ser

Ser

Lys

Val

Lys

Gly

Ser

25

Ser

Lys

218

Val

Cys

Glu

Ile
90

Lys

10

Lys

Val

Cys

Gln

Gly

Val

75

Gly

Val

Cys

Gln

Gly

Ile

Ser

60

Lys

Ser

Gln

Gly

Ile

Ser

60

Val

45

Leu

Ser

Leu

Ile

Ser

Val

45

Leu

Tyr

Gly

Glu

Asp

Ile

Lys

30

Tyr

Gly

Lys

Asn

Lys

Asn

95

Asn

15

Asp

Lys

Asn

Pro

Ile

Leu

80

Ile

Lys

Asn

Pro

Ile



His His Lys Pro
65

Asp Phe Lys Asp

Thr His Val Pro
100

<210> 233

<211> 104

<212> BIJTIOK

<213> Canis lupus

<400> 233

Asn Leu Lys His
1

Lys Leu Asp Leu
20

Ile Lys His Val
35

Val Asp Leu Ser
50

His His Lys Pro

65

Gly

Arg

85

Gly

Gln

Ser

Pro

Lys

Gly

UA 123390 C2

Gly Gly Gln Val Glu Val Lys Ser Glu Lys Leu

70

75

80

Val Gln Ser Lys Ile Gly Ser Leu Asp Asn Ile

90

Gly Gly His

Pro Gly Gly Gly Lys
10

Asn Val Gln Ser Lys
25

Gly Gly Gly Ser Val
40

Val Thr Ser Lys Cys
55

Gly Gly Gln Val Glu
70

219

Val

Cys

Gln

Val
75

Gln

Gly

Ile

Ser

60

Lys

Ile

Ser

Val

45

Leu

Ser

Ile

Lys

30

Tyr

Gly

Glu

95

Asn

15

Asp

Lys

Asn

Lys

Lys

Asn

Pro

Ile

Leu

80



10

15

UA 123390 C2

Asp Phe Lys Asp Arg Val Gln Ser Lys Ile Gly Ser Leu Asp Asn Ille
85 90 95

Thr His Val Pro Gly Gly Gly Asn

100

<210> 234

<211>104

<212> BINOK

<213> Heigomumn

<220>

<223> Onuc HeBiAOMOI NOCNIAOBHOCTI: NoNinenTua Tay Kponvka

<400> 234

Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile Asn Lys

1 5 10 15

Lys Leu Asp Leu Ser Asn Val Gln Ser Lys Cys Gly Ser Lys Asp Asn
20 25 30

Ile Lys His Val Pro Gly Gly Gly Ser Val Gln Ile Val Tyr Lys Pro
35 40 45
Val Asp Leu Ser Lys Val Thr Ser Lys Cys Gly Ser Leu Gly Asn Ile
50 55 60

His His Lys Pro Gly Gly Gly Gln Val Glu Val Lys Ser Glu Lys Leu
65 70 75 80

Asp Phe Lys Asp Arg Val Gln Ser Lys Ile Gly Ser Leu Asp Asn Ile
85 90 95

Thr His Val Pro Gly Gly Gly Asn
100

<210> 235
<211> 104
<212> BIJIOK
<213> Rattus sp.
<400> 235

220



Asn Leu Lys

Lys Leu Asp

Ile Lys His
35

Val Asp Leu
50

His His Lys
65

Asp Phe Lys

Thr His Val

<210> 236
<211>104
<212> BINOK

His

Leu

20

Val

Ser

Pro

Asp

Pro

100

<213> Hesigomuit

<220>

Gln

Ser

Pro

Lys

Gly

Arg

85

Gly

Pro

Asn

Gly

Val

Gly

70

Val

Gly

UA 123390 C2

Gly Gly Gly Lys

Val

Gly

Thr

55

Gly

Gln

Gly

Gln

Gly
40

Ser

Gln

Ser

Asn

Ser

Lys

Val

Lys

10

Lys

Val

Cys

Glu

Ile
90

Val

Cys

Gln

Gly

Val
75

Gly

Gln

Gly

Ile

Ser

60

Lys

Ser

<223> Onuc HeBigOMOI NOCNIQOBHOCTI: NoNiNenTua Tay Hopuui

<400> 236

221

Ile

Ser

Val
45

Leu

Ser

Leu

Ile

Lys

30

Tyr

Gly

Glu

Asp

Asn

1:5

Asp

Lys

Asn

Lys

Asn

95

Lys

Asn

Pro

Ile

Leu

80

Ile



Asn Leu Lys

Lys Leu Asp

Ile Lys His
35

Val Asp Leu
50

His His Lys

65

Asp Phe Lys

Thr His Val

<210> 237
<211> 104
<212> BIJIOK
<213> Mus sp.
<400> 237

His

Leu

20

Val

Ser

Fro

Asp

Pro

100

Gln

Ser

Pro

Lys

Gly

85

Gly

Pro

Asn

Gly

Val

Gly

70

val

Gly

UA 123390 C2

Gly Gly

Val Gln

Gly Gly

40

Thr Ser
55
Gly Gln

Gln Ser

Gly Asn

Gly

Ser

25

Ser

Lys

Val

Lys

222

Lys Val
10

Lys Cys

Val Gln

Cys Gly
Glu Val

75

Ile Gly
90

Gln

Gly

Ile

Ser
60
Lys

Ser

Ile

Ser

Val

45

Leu

Ser

Leu

Ile

Lys

30

Tyr

Gly

Glu

Asp

Asn

15

Asp

Lys

Asn

Lys

Asn

95

Lys

Asn

Pro

Ile

Leu

80

Ile



Asn Leu Lys

Lys Leu Asp

Ile Lys His
35

Val Asp Leu
50

His His Lys
65

Asp Phe Lys

Thr His Val

<210> 238
<211>104
<212> BINOK

His

Leu

20

Val

Ser

Pro

Asp

Pro

100

<213> HeBigomumn

<220>

<223> Onuc HeBiAOMOI NOCNIJOBHOCTI: NOMINENTMA Tay XOBpaLLKa

<400> 238

Gln

Ser

Pro

Lys

Gly

Arg
85

Gly

Fro

Asn

Gly

Val

Gly
70

Val

Gly

UA 123390 C2

Gly

Val

Gly

Thr
55

Gly

Gln

Gly

Gly

Gln

Gly

40

Ser

Gln

Ser

Asn

Gly

Ser

25

Ser

Lys

Val

Lys

223

Lys
10

Lys

Val

Cys

Glu

Ile
90

Val

Cys

Gln

Gly

Val
75

Gly

Gln

Gly

Ile

Ser

60

Lys

Ser

Ile

Ser

Val

45

Leu

Ser

Leu

Ile

Lys

30

Tyr

Gly

Glu

Asp

Asn

15

Asp

Lys

Asn

Lys

Asn

95

Lys

Asn

Pro

Ile

Leu

80

Tle



UA 123390 C2

Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile Asn Lys
1 5 10 15

Lys Leu Asp Leu Ser Asn Val Gln Ser Lys Cys Gly Ser Lys Asp Asn
20 25 30

Ile Lys His Val Pro Gly Gly Gly Ser Val Gln Ile Val Tyr Lys Pro
35 40 45

Val Asp Leu Ser Lys Val Thr Ser Lys Cys Gly Ser Leu Gly Asn Ile
50 55 60

His His Lys Pro Gly Gly Gly Gln Val Glu Val Lys Ser Glu Lys Leu
65 70 75 80

Asp Phe Lys Asp Arg Val Gln Ser Lys Ile Gly Ser Leu Asp Asn Ile
85 50 85

Thr His Val Pro Gly Gly Gly Asn

100
<210> 239
<211>104
<212> BINOK
<213> Bos sp.
<400> 239
Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile Asn Lys

10 15

wn

1

224



10

Lys Leu Asp Leu Ser
20

Ile Lys His Val Pro
35

Val Asp Leu Ser Lys
50

His His Lys Pro Gly

65

Asp Phe Lys Asp Arg

Thr His Val Pro Gly
100

<210> 240
<211> 104
<212> BINIOK
<213> Hesigomui
<220>

UA 123390 C2

Asn Val Gln

Gly Gly Gly
40

Val Thr Ser
55

Gly Gly Gln

Val Gln Ser

Ser

25

Ser

Lys

Val

Lys

Lys Cys Gly

Val Gln Ile

Cys Gly Ser
60

Glu Val Lys

Ile Gly Ser

<223> Onuc HeBigOMOI NOCMIQOBHOCTI: NONINENTUA Tay KypKu

<400> 240
Asn Leu Lys His Gln

1 5

Lys Leu Asp Phe Ser
20

Pro Gly Gly Gly Lys Val Gln

10

Ser Val Gln Ser Lys Cys Gly

25

Ile Lys His Ile Pro Gly Gly Gly Ser Val Gln Ile

35

Val Asp Leu Ser His

50

40

Val Thr Ser Lys Cys Gly Ser

55

225

60

Ser

Val

45

Leu

Ser

Leu

Tle

Ser

Val

Leu

Lys

30

Tyr

Gly

Glu

Ile

Lys

Gly

Asp Asn

Lys Pro

Asn Ile

Lys Leu
80

Asn Ile
95

Asn Lys
15

Asp Asn

Lys Pro

Asn Ile



UA 123390 C2

His His Lys Pro Gly Gly Gly Gln Val Glu Val Lys Ser Glu Lys Leu
65 70 75 80

Asp Phe Lys Asp Lys Val Gln Ser Lys Ile Gly Ser Leu Asp Asn Ile
85 90 95

Ser His Val Pro Gly Gly Gly Asn

100

<210> 241

<211> 104

<212> BINOK

<213> Hesigomui

<220>

<223> Onuc HeBigOMOI NOCMIQOBHOCTI: NoninenTya Tay B'topka

<400> 241

Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile Asn Lys

1 5 10 15

Lys Leu Asp Phe Ser Ser Val Gln Ser Lys Cys Gly Ser Lys Asp Asn
20 25 30

226



Ile Lys His Ile
35

Val Asp Leu Ser
50

His His Lys Pro
65

Asp Phe Lys Asp

Ser His Val Pro

100
<210> 242
<211> 102
<212> BIJIOK
<213> [aHio-pepio
<400> 242

Asn Ile Lys His
1

Lys Leu Asp Leu
20

Leu Lys His Val
35

Ile Asp Leu Ser
50

Pro

His

Gly

Lys

85

Gly

Ala

Thr

Pro

Asn

Gly

Val

Gly

70

Val

Gly

Pro

Asn

Gly

Val

UA 123390 C2

Gly

Thr

55

Gly

Gln

Gly

Gly

Val

Gly

Gln
55

40

Ser

Gln

Ser

Asn

Gly

Gln

Gly

40

Ser

Ser

Lys

Val

Lys

Gly

Ala

25

Lys

Lys

227

Val

Cys

Glu

Ile
90

Asn

10

Arg

Val

Cys

Gln

Gly

Val

75

Gly

Val

Cys

Gln

Gly

Ile

Ser

60

Lys

Ser

Gln

Gly

Ile

Ser
60

Val

45

Leu

Ser

Leu

Ile

Ser

Leu

45

Lys

Tyr

Gly

Glu

Asp

Leu

Lys

30

His

Asp

Lys

Asn

Lys

Asn

95

Asp

15

Asp

Lys

Asn

Pro

Ile

Leu

80

Ile

Gln

Asn

Lys

Leu



10

UA 123390 C2

Arg His Lys Pro Gly Gly Gly Asn Ile Glu Ile Arg Ser Glu Lys Leu

65 70

75

80

Asp Phe Lys Ala Gln Ser Lys Ile Gly Ser Met Asp Asn Ile Lys His

85

Thr Pro Gly Gly Gly Asn

100
<210> 243
<211> 103
<212> BINOK
<213> Xenopus laevis
<400> 243

Asn Ile Arg His Gln Pro Gly Gly Gly
1 5

Lys Val Asp Leu Gly Asn Val Gln Ser
20 25

Leu Lys His Val Pro Gly Gly Gly Ala
35 40
Ile Asp Leu Thr Arg Val Thr Ser Lys
50 55

His His Lys Pro Gly Gly Gly Asn Val

65 70

Glu Phe Asp Lys Ile Gln Ser Lys Ile
85

His Val Pro Gly Gly Gly Ala

100

<210> 244

<211> 101

<212> BINOK

<213> Drosophila sp.

228

90

Lys
10

Lys

Ile

Cys

Gly
90

Val

Cys

Gln

Gly

Leu
75

Ser

Gln

Gly

Ile

Ser

60

Lys

Leu

Ile

Ser

Thr
45

Phe

Ser

Asp

Val

Lys
30

His

Val

Glu

Asn

95

His

15

Asp

Lys

Asn

Lys

Val

95

Lys

Asn

Pro

Ile

Leu
80
Thr



10

<400> 244
Asn Ala Thr

1

Lys Ile Asp

Tyr Met Pro I

35

Trp Asn Ala

Pro Gly Gly
65

Asp Lys Ala

Pro Gly Gly

<210> 245
<211> 97
<212> BINOK

Tyr

Ile
20

[
[
w

Lys

Gly

Lys

Gly
100

<213> Hesigomui

<220>

Lys

Lys

Gly Gly

Ser

Asp

Pro

85

Asp

Pro

Ala

Lys
70

Lys

UA 123390 C2

Ala

Glua

Ile
55
Lys

Val

Gly

Lys
40

Gly

Ile

Gly

Gly His
10

Arg Ile
25

Lys Ile

Ser Leu

Glu Thr

Ser Thr
90

Val

Glu

Val

Glu

Leu

75

Ala

Lys

Ala

Thr

Asn
60
Lys

Asn

Ile

Lys

Thr

Ala

Met

Val

Ala

Asp

Lys

<223> Onuc HeBiZOMOI NOCNIAOBHOCTI: NOMINENTUA Tay KPYrioro Yeps'ska

<400> 245

229

Ser

15

Asp

Leu

His

Phe

His

85

Lys

Gln

Lys

Lys
80

Gln



Asn His Lys

Leu Tyr Asn

vVal Ala Gly

35
Ser Ala Ala
50

Lys Ser Asp
65

Ser Lys Val

Asn

<210> 246
<211>113
<212> BINOK

Ala

Ala

20

Gly

Ser

Val

Gly

Gly

Gln

Gly

Pro

Lys

Ser

85

Gly

Ser

Asn

Lys

Ile
70

Met

<213> lUTy4yHa nocnigoBHiCTb

<220>

UA 123390 C2

Gly

Lys

Val

Val
55

Val

Asp

Asn

Val

Gln
40
Gly

Ser

Asn

Val

Gly
25

Ile

Ser

Glu

Ala

Glu
10

Ser

Glu

Lys

Lys

Ala
90

Ile

Leu

Asn

Thr

Leu

15

His

Phe

Lys

Arg

Asn

60

Thr

Lys

<223> Onuc WTYYHOI NOCNIAOBHOCTI: CUHTETUYHMI NoninenTug

<400> 246

230

Ser

Asn

Lys
45
Tyr

Trp

Pro

Glu

Ala

30

Leu

Gln

Gln

Ala

Lys
15

Thr

Asp

Pro

Ala

Gly
95

Arg

His

Phe

Ala

Lys
80

Gly



10

15

Gly Ser

Ile Ile

Ser Lys

Val Tyr

50
Leu Gly
65

Ser Glu

Leu Asp

Thr

<210> 247
<211> 12

Thr

Asn

Asp

35

Lys

Asn

Lys

Asn

<212> BINOK
<213> WTy4yHa nocnigoBHICTb

<220>

Glu

Lys

20

Asn

Pro

Ile

Leu

Ile
100

Asn

Lys

Ile

Val

His

Asp
85

Thr

Leu

Leu

Lys

Asp

His

70

Phe

His

UA 123390 C2

Lys

Asp

His

Leu
55
Val

Lys

Val

His

Leu

Val

40

Ser

Pro

Asp

Pro

Gln

Pro

10

Ser Asn

25

Pro

Lys

Gly

Arg

Gly
105

Gly

Val

Gly

Val
90

Gly

Gly

Val

Gly

Thr
Gly

75

Gln

Gly

<223> Onuc WTYy4YHOI NOCNIAOBHOCTI: CUHTETUYHUI NEeNnTug,

<400> 247

Gln Ser Leu Leu Ala Ser Arg Thr Arg Lys Asn Tyr

1
<210> 248
<211> 12

<212> BINOK
<213> WTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4YHOI NOCAIAOBHOCTI: CUHTETUYHUI NenTug

<400> 248

5

231

10

Gly

Gln

Gly

Ser
60
Gln

Ser

Asn

Gly

Ser

Ser

45

Lys

Val

Lys

Lys

Lys

Lys

30

Val

Cys

Glu

Ile

Lys
110

Val
15

Cys

Gln

Gly

Val

Gly
95

Ile

Gln

Ile

Ser

Lys

80

Ser

Glu



10

15

20

25

30

35

40

45

UA 123390 C2

Gln Ser Leu Leu Asn Ser Ala Thr Arg Lys Asn

1 5 10

<210> 249

<211>12

<212> BINIOK

<213> lTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCNIAOBHOCTI: CUHTETUYHUI NenTug

<400> 249

Gln Ser Leu Leu Asn Ser Arg Thr Arg Lys Asn
1 5 10

<210> 250

<211>12

<212> BINOK

<213> WUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCNiAOBHOCTI: CUHTETUYHUI NenTug

<400> 250

Gly Trp Ser Ile His Ser Pro Gly Gly Gly Ser

1 5 10
<210> 251
<211>12
<212> BINOK
<213> LUTy4yHa nocnigoBHICTb
<220>
<223> Onuc WTy4HOI NOCNiAOBHOCTI: CUHTETUYHUI NenTug
<400> 251
Ser Val Phe Gln His Leu Pro Gly Gly Gly Ser

1 5 10
<210> 252

<211> 17

<212> BINIOK

<213> LUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCMIAOBHOCTI: CUHTETUYHUI NenTug
<400> 252

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ser
1 5 10

Ala

<210> 253

<211>3

<212> BINOK

<213> WTy4yHa nocnigoBHICTb

<220>

<22 3> Onuc WTy4yHOI NOCAIAOBHOCTI: CUHTETUYHUIA NenTug
<400> 253

Ala Ala Ser

1

<210> 254

<211>8

<212> BINOK

<213> WTy4yHa nocnigoBHICTb
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<220>
<223> Onuc WTy4HOI NOCNIAOBHOCTI: CUHTETUYHUI NenTug
<400> 254

Ala Gln Ser Phe Tyr Leu Arg Thr

1 5
<210> 255
<211>8
<212> BINOK
<213> WTy4yHa nocnigoBHiCTb
<220>
<223> Onuc WTYy4HOI NOCNIAOBHOCTI: CUHTETUYHUI NenTug

<400> 255
Lys Ala Ser Phe Tyr Leu Arg Thr

1 5

<210> 256

<211>8

<212> BINOK

<213> WUTy4yHa nocnigoBHiCTb

<220>

<223> Onuc WTYy4YHOI NOCNIAOBHOCTI: CUHTETUYHUI NenTug
<400> 256

Lys Gln Ala Phe Tyr Leu Arg Thr

1 5

<210> 257

<211>8

<212> BINOK

<213> WTy4yHa nocnigoBHiCTb

<220>

<223> Onuc WTYy4HOI NOCNIAOBHOCTI: CUHTETUYHUI NenTug
<400> 257

Lys Gln Ser Ala Tyr Leu Arg Thr

1 5

<210> 258

<211>8

<212> BINTIOK

<213> WTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCMIAOBHOCTI: CUHTETUYHUI NenTug
<400> 258

Lys Gln Ser Phe Ala Leu Arg Thr

1 5

<210> 259

<211>8

<212> BINOK

<213> lUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYy4HOI NOCNIJOBHOCTI: CUHTETUYHUI NenTug,
<400> 259

Lys Gln Ser Phe Tyr Ala Arg Thr

1 5

<210> 260

<211>8

<212> BINNOK

<213> lUTy4yHa nocnigoBHICTb
<220>
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<223> Onuc WTy4HOI NOCAIAOBHOCTI: CUHTETUYHUI NenTug
<400> 260
Lys Gln Ser Phe Tyr Leu Ala Thr

1 5

<210> 261

<211>10

<212> BIJIOK

<213> WTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCNIAOBHOCTI: CUHTETUYHUI NenTug
<400> 261

Gly Tyr Ile Phe Thr Asp Ala Val Ile Ser

1 5 10
<210> 262
<211>10
<212> BINOK
<213> WUTy4yHa nocnigoBHiCTb
<220>
<223> Onuc WTy4HOI NOCNiAOBHOCTI: CUHTETUYHUI NenTug
<400> 262

Gly Tyr Ile Phe Thr Asp Tyr Ala Ile Ser

1 5 10
<210> 263

<211> 15

<212> BINOK

<213> WTy4yHa nocnigoBHiCTb

<220>

<223> Onuc WTy4HOI NOCNiAOBHOCTI: CUHTETUYHUI NenTug
<400> 263

Trp Val Lys Gln Arg Thr Gly Gln Gly Leu Glu Trp Ile Gly Ala

1 5 10
<210> 264
<211>8
<212> BINOK
<213> WTy4yHa nocnigoBHICTb
<220>
<223> Onuc WTy4HOI NOCNiAOBHOCTI: CUHTETUYHUI NenTug
<400> 264

Ile Ala Pro Arg Ser Gly Ser Thr

1 5
<210> 265
<211>8
<212> BIJTIOK
<213> WTy4yHa nocnigoBHICTb
<220>
<223> Onuc WTy4YHOI NOCAIAOBHOCTI: CUHTETUYHUI NenTug
<400> 265

Ile Phe Pro Arg Ser Gly Ala Thr
1 5
<210> 266
<211> 13
<212> BINIOK
<213> lUTy4yHa nocnigoBHICTb

<220>
<223> Onuc WTYy4HOI NOCNIJOBHOCTI: CUHTETUYHUI NenTug,
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<400> 266
Ala Arg Ala Tyr Tyr Gly Thr Ser Phe Ala Met Asp Tyr

1 5 10

<210> 267

<211>13

<212> BIJIOK

<213> WUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYy4YHOI NOCNIAOBHOCTI: CUHTETUYHUI NeNnTug

<400> 267

Ala Arg Asp Ala Tyr Gly Thr Ser Phe Ala Met Asp Tyr

1 5 10

<210> 268

<211> 13

<212> BINIOK

<213> LlUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTy4HOI NOCNiAOBHOCTI: CUHTETUYHUI NenTug
<400> 268

Ala Arg Asp Tyr Ala Gly Thr Ser Phe Ala Met Asp Tyr
1 5 10

<210> 269

<211>13

<212> BINOK

<213> LlUTy4yHa nocnigoBHICTb

<220>

<223> Onuc WTYy4HOI NOCNIAOBHOCTI: CUHTETUYHUI NenTug

<400> 269

Ala Arg Asp Tyr Tyr Ala Thr Ser Phe Ala Met Asp Tyr
1 5 10

<210> 270

<211>12

<212> BINOK

<213> Homo sapiens

<400> 270

Thr Glu Asn Leu Lys His Gln Pro Gly Gly Gly Lys

1 5 10
<210> 271

<211>7

<212> BINOK

<213> Homo sapiens

<400> 271

Lys His Gln Pro Gly Gly Gly

1 5
<210> 272
<211>6
<212> BINOK
<213> Homo sapiens
<400> 272

His Gln Pro Gly Gly Gly
1 5
<210> 273

<211>5
<212> BINOK
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<213> Homo sapiens
<400> 273
His Gln Pro Gly Gly

1

<210> 274

<211>5

<212> BINOK

<213> Homo sapiens
<400> 274

Gln Pro Gly Gly Gly

wun

<210> 275

<211> 42

<212> BINOK

<213> Homo sapiens
<400> 275

Glu Asn Leu Lys His Gln Pro Gly Gly Gly Lys Val Gln Ile Ile Asn

1 5

Lys Lys Leu Asp Leu Ser Asn Val Gln Ser Lys Cys Gly Ser Lys Asp
30

O

Asn Ile Lys His Val Pr

35 40

<210> 276

<211>7

<212> BINOK

<213> Homo sapiens

<400> 276

Lys His Val Pro Gly Gly

1

<210> 277

<211>6

<212> BINOK

<213> Homo sapiens

<400> 277

His Val Pro Gly Gly Gly

1 5
<210> 278

<211>5

<212> BINOK

<213> Homo sapiens
<400> 278

His Val Pro Gly Gly

f..'}
<3

in

1 5
<210> 279

<211>5

<212> BINOK

123390 C2

nE
Yoge)

236

10

Gly Gly Gly Ser

1

5



10

15

20

25

30

35

40

45

UA 123390 C2

<213> Homo sapiens
<400> 279
Val Pro Gly Gly Gly

1 5
<210> 280
<211> 19
<212> BINOK
<213> Homo sapiens
<400> 280

Asp Asn Ile Lys His Val Pro Gly Gly Gly Ser Val Gln Ile Val Tyr
1 5 10 15

Lys Pro Val
<210> 281

<211>7

<212> BINOK

<213> Homo sapiens
<400> 281

His His Lys Pro Gly Gly Gly

1 5

<210> 282

<211>6

<212> BINOK

<213> Homo sapiens

<400> 282

His Lys Pro Gly Gly Gly

1 5

<210> 283

<211>7

<212> BINOK

<213> Homo sapiens
<400> 283

Thr His Val Pro Gly Gly Gly
1 5

POPMYJIA BUHAXOLOY

1. CuUHTETNYHUI NenTUA ANS 3acCTOCYBaHHA B NiKyBaHHI xBopobu Anburerimepa abo iHWOI Taynarii,
O BKIHOYAE iMyHOreHHUI dparmeHT Ginka tay 2N4R, Wo BKMAYae aMiHOKUCIOTHY MOCNILOBHICTb
KDNIKHVPGGGS (SEQ ID NO: 108) abo CKDNIKHVPGGGS (SEQ ID NO: 218) abo ii cinb.

2. CuHTeTMYHMM nenTug 3a nN. 1, Oe CUHTEeTMMHUW nenTua CKNagaeTbCss 3 aMiHOKUCNOTHOI
nocnigosHocTi KDNIKHVPGGGS (SEQ ID NO: 108) abo CKDNIKHVPGGGS (SEQ ID NO: 218) a6o
IT coni.

3. CuHTeTMYHU nenTtua 3a n. 1 abo 2, Ae CUHTETUYHUIA NenTug 3B'A3aHui 3 HOCIEM.

4. CUHTETUYHUIA nenTug 3a n. 3, Ae Hocin 3B'A3aHnii 3 N-kiHLeBow, C-KiHLeBO abo BHYTPILUHLOK
aMiHOKMCNOTOK CUHTETUYHOrO NenTuay.

5. CMHTETMYHUI nenTua 3a N. 4, Oe HOCin 3B'A3aHui 3 N-KiHLUEBOK aMiHOKMUCITOTOK CUHTETUYHOrO
nenTuagy.

6. CvHTETMYHMIA nenTng 3a Oyab-akmm i3 nn. 3-5, e HOCIN MICTUTb CMPOBATKOBUN anbOyMiH,
remouiaHiH nimMcu pasnvka, MoOrekyny imyHornodyniHy, TupeornobyniH, oBanbbyMmiH, npaBLeBUN
TOKCOIf, TOKCOIZ, WO MOXoauTb 3 iHWKX naToreHHux GakTepin, oudTepinHui Tokcoin, Tokcoig 3 E.
coli, xonepHui Tokcoig abo Tokcoig H. pylori, nocnabneHe noxigHe TOKCWHY, uuTokiH, IL-1, IL-1a, IL-
1B, IL-2, IFN-y, IL-10, GM-CSF, xemokiH, MIP1a, MIP1p abo RANTES.
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7. CyHTEeTUYHMI NenTua 3a N. 6, Ae Hocin ABNAe coboto Binok NpaBLIEBOro TOKCOIayY.

8. CnHTeTMYHMIA NenTug 3a n. 6, Ae Hocin sBnsie coboto remoliaHiH nimcu pasnuka.

9. CUMHTETMYHUIA NenTua 3a Oyab-akuMm i3 nn. 3-8, Ae CUHTEeTUYHMI NenTug 3B'A3aHUN 3 HOCIEM Y
BUrNsaai anuToro Ginka.

10. CvHTETUYHMIA nenTug 3a Oyab-akum i3 nn. 3-8, Ae CUHTETUYHMIA NenTUA 3B'A3aHUN 3 HOCIEM
XiMIYHUM 3LLUMBAHHAM.

11. CuHTeTnYHUI nentug 3a n. 10, ae Hocin 3B'A3aHMA 3 N-KiHLLEeBOK aMiHOKMCITIOTOK CUHTETUYHOrO
nentMay 3a  OOMOMOrOK  3WUMBAKYOro  fiHKepy, Wo  Bkovae  N-cykumHimignn-3-(2-
nipuguntio)nponioHat  (SPDP),  cykuuHimigun-4-(N-maneimigometun)umknorekcaH-1-kapbokecunar
(SMCC) abo N-[y-maneimigobyTnpunokculcykumHiMigHni cknagHui edip (GMBS).

12. CvHTETMYHMI nenTua 3a n. 11, ge 3wmnBatoumi niHkep Bkrtovae GMBS.

13. CvHTeTUYHMM nenTtug 3a Oyab-akum i3 nn. 3-12, ge HOCIN 3B'A3aHUA 3 CUHTETUYHUM NEenTUaoOM
yepes cneucep.

14. dapmaueBTUYHA KOMMO3ULis ANs 3aCTOCYBaHHA B IiKyBaHHI xBopobu AnbLrenmepa abo iHWOi
Taynartii, Wo MICTUTb CUHTETUYHMI NenTua 3a Byab-akum i3 nn. 1-13.

15. ®apmaueBTMYHA Komnoauuia 3a n. 14, gaka 4oOaTkoBO MICTUTb bapMaueBTUYHO MPUAHATHUI
eKCLMMNIEHT, po3pimKyBad i/abo ag'toBaHT.

16. dapmaueBTUYHa KOMNO3uLUis 3a n. 15, oe ag'toBaHT MICTUTb antoMiHii abo 1oro cinb.

17. ®apmaueBTMYHa KOMMNO3KLiA 3a N. 16, Ae ag'toBaHT MICTUTb riapOKCU antoMiHito.

18. ®apmaueBTMYHA KoMNo3uuis 3a byab-sikum i3 nn. 14-17, sika 4O4ATKOBO MIiCTUTh LLOHANMEHLUEe
OVH KOMOiHOBaHWMI1 3acio.

19. ®apmaueBTMYHa KOMMNO3uLis 3a n. 18, e WoHarMmeHLwe ognH KoMGiHOBaHWI 3acid BkoYae oauH
abo 6inbwe 3 iHribiTopiB aueTunxoniHecTtepasw, aHTaroHicTiB peuentopa NMDA, xenaTopis
nepexigHux MeTanie, )akTopiB POCTY, FOPMOHIB, HECTEPOIAHUX NpOTU3ananbHUX Nikapcbknx 3acobis
(NSAID), aHTMOKCMaaHTiB, 3acobiB, WO 3HWXKYOTb piBeHb ninigiB, CenekTUBHWX iHribIiTopiB
docdogniectepasm, iHribiTopiB arperauii 6inka Tay, iHriGiTopiB npoTeiHkiHa3, iHribiTopiB OGinkis
TENnoBOro LWOKY, peareHTiB ANs NacyBHOI i akTMBHOI iMYyHi3auii NpoTu aminoigy, iHribitopa arperauii
aminoigy i iHribiTopa cekpeTas.

20. Cnoci®6 nOM'SIKWIEHHS LWOHAWMeHLWe OAHOro 3 CUMMTOMIB, acouiioBaHMX 3 XBOpobOto
Anburerimepa abo iHWoW TaynaTielo y iHAuBigyyma, sikuin noTpebye Lboro, WO BKMOYaE BBEAEHHS
iHaOMBIAYYMY e(peKTUBHOI KiNlbKOCTi chapmaueBTUYHOT KOMMOo3uLii 3a 6yab-skmuMm i3 nn. 14-19.

21. Cnocio 3a n. 20, B SIKOMYy LWOHANMEHLLUE OAWH CMMMTOM BKIOYa€E LOHANMEHLUEe OAHe 3
NPOrpecyt4oro NOpyLeHHs nam'saTi, KOTHITUBHOMO BiAXWUIEHHSA, MOBHOMO BiAXUIMEHHS, NOBeiHKOBUX
3MiH, MCUXOSOrNYHUX CUMMNTOMIB, MNOPYLUEHb HACTPOI, eMOLINHUX MOPYLUEHb, 3HWKEHHS aneTuTy,
nopyLweHb UMKy CHY i NpoBymKeHHs, CnnyTaHOCTi CBiQOMOCTI, TPUBOXHOIO 36ymkeHHs, Aaenpecii,
NnopyLleHHA pPyxoBoi (OYHKLUIT, anpakcii, MIOKNOHYCy, MOPYLUIEHHS XOOW, 3HWXKEHOI cunn M'asis,
eKkcTpanipamiganbHMx O3HaK, ©OpagukiHesii, purigHOCTi, TpemMopy B CTaHi CMOKOH, MopyLleHb
3[iICHEHHST OCHOBHUX [l B MOBCSIKOEHHOMY XUTTI | Ae30pieHTauii.

22. Cnoci6 npodinaktuku abo nikyBaHHA XBopobu Anburenmepa abo iHWOI TaynaTii y iHauBigyyma,
AKMIA NoTpebye Lboro, Lo BKMYae BBEAEHHS iHOUBIAyYMY eeKTUBHOI KinbKoCTi dhapMaueBTUYHOI
KoMnoawii 3a 6yab-akuM i3 nn. 14-19.

23. Cnocib 3a Oygb-skum i3 nn. 20-22, skuiA OOOATKOBO BKMOYAE BBEAEHHSA iHAMBIOYYMY
LLlOHaNMeHLIe O0fHOro kombiHoBaHoro 3acody.

24. Cnocid 3a n. 23, ge WoHalMeHwWwe oauH KomOiHOBaHW 3acid BknoyYae oauH abo Ginblie 3
iHribiTopiB aueTunxoniHecTtepasun, aHTaroHicTiB peuentopa NMDA, xenaTopiB nepexigHux meTanis,
aKkTopiB  pOCTy, TOPMOHIB, HECTEPOIgHUX MpoTusananbHUX nikapcebknx 3acobiB  (NSAID),
aHTUOKCMAAHTIB, 3acobiB, L0 3HMXKYIOTb PiBEHb NiNigiB, cenekTuBHMX iHribiTopiB docdoaiectepasu,
iHriGiTopiB arperauii 6inka Tay, iHribiTopiB NpoTeiHkiHa3, iHribiTOpiB GiNkiB TENNOBOrO LLOKY, peareHTiB
ANs nNacuBHOI i aKTMBHOI iMYyHi3auii nNpoTu aminoigy, iHribitopa arperauii aminoigy i iHribitopa
cekpeTas.

25. Cnoci6 3a n. 23 abo 24, Oe wWoHanmMeHwle oguvH KomOiHOBaHWK 3acid BBoAATb [0
dapmaueBTUYHOT KOMMNO3ULLi.

26. Cnocib 3a n. 23 abo 24, ge wWoHalMeHLWwe oAMH KOoMOiHOBaHWIM 3acid BBOAATb OOHOYaCHO 3
dapmaueBTUYHOK KOMMNO3ULLEL.

27. Cnocio 3a n. 23 abo 24, ge LWoHaWMeHWwe oauH KombiHoBaHWIM 3acid BBOAATbL Micns
dhapmaLeBTUYHOI KOMNO3WLT.

28. Cnocib 3a 6yab-akum i3 nn. 20-27, ge dapmaueBTUYHY KOMMO3ULi0 BBOAATb LLOHAVMEHLLE
OOHUM  WAAXOM, BuOpaHMM 3  napeHTepanbHOro,  MiAWKIPHOro,  BHYTPILHBOM'A30BOrO,
BHYTPILUHbOBEHHOIO, BHYTPILWHBLOCYINO60BOro, BHYTPILLHBEOOPOHXIANBHOIO, BHYTPILLHBEOYEPEBHOTO,
BHYTPILLUHbLOKaNCYNAPHOro,  BHYTPILUHLOXPSLLOBOrO,  BHYTPILLHLOMOPOXHUHHOTO,  34iCHIOBAHOIO
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BCEPEaUHY YEepeBHOI MOPOXHMHKW, BHYTPILLHBOMO30YKOBOro, iHTpauepebpOBEHTPUKYNSPHOrO,
iHTpaTeKanbHOro,  BHYTPILUHBEOTOBCTOKULLKOBOMO,  iHTpaLEpBIiKanbHOro,  BHYTPILUHbOLLMYHKOBOIO,
BHYTPILLUHLOMNEYIHKOBOrO,  iHTpaMiokapaianbHOro,  BHYTPILUHLOKICTKOBOrO,  BHYTPILLHbOTaA30BOr0O,

BHYTPIiLLHbONEPUKapAianbHoro, BHYTPIiLLHEOOYE€PEBUHHOTO, BHYTPILLUHbOMNIEBPAsbHOIO,
BHYTPILLHBONPOCTAaTUYHOrO, BHYTPILLUHbONEreHeBoro, BHYTPILIHbOPEKTaNBHOTO,
BHYTPILLHBOHUPKOBOTO, iHTpapeTUHasnbHOro, BUYTPIiLLHBOXPEBTOBOTO, iHTpacrHoBianbHOrO,

BHYTPILUHbOIPYQHOrO, BHYTPILUHBOMATKOBOrO, BHYTPILLUHbOMIXYPOBOro, BHYTPILUHBOOCEPEnKOBOro,
OonocHoro, BariHanMbHOro, peKTanbHOro, OykanbHOro, CyoOniHrBanbHOro, iHTpaHa3anbHOro i
TpaHcoepMarbHOro.

29. Cnocib 3a n. 28, oe apmaueBTUYHY KOMMNO3KLi0 BBOAATH MiALLKIPHO.

30. Cnocib 3a 6yab-sikum i3 nn. 20-29, aknin BKNOYae BBEAEHHS LLOHaNMeHLe 1 MKI CUHTETUYHOro
nenTuay.

31. Cnocib 3a 6yab-akum i3 nn. 20-30, Ak BKNoYae BBeAEHHS LoHaviMeHLwe 10 MKF CMHTETUYHOrO
nenTuay.

32. Cnoci6 3a 6yab-akum i3 nn. 20-31, akuni Bkntovae BeeaeHHs Big 0,001 oo 1000 Mr cMHTETUYHOTO
nenTuay.

33. Cnocib 3a 6ygb-akum i3 nn. 20-32, 9kuin BKNoYae BBeOAeHHS NpubnnsHo 40 mMkr abo npmubnunsHo
160 MKr CMHTETMYHOro nenTuay.

34. Cnocib 3a 6yab-skum i3 nn. 20-33, ge dhapmaueBTUHHY KOMMNO3MUi0 BBOAATb Y MHOXWHI O3YyBaHb.
35. Cnocib 3a n. 34, gpe kKoxHa gosa dapmaueBTMYHOI komno3wuuii Bkmoyae Big 1 go 10 mr
CUHTETUYHOrO NeNTUAy.

36. Cnocib 3a n. 34 abo 35, e [o3yBaHHS BBOAATL MPOTAroM nepioay WoHaMeHLUE WiCTb MiCALiB.
37. Cnoci6 3a 6yab-akvm i3 nn. 20-36, ge nom'skweHHs, npodinaktnka abo mnikyBaHHS BKMOYae
NOCWMNEHHS IMYHHOI BiAMNOBIAI NPOTK naTtonoriyHoro G6inka Tay y iHameigyyma.

38. Cnoci6 3a n. 37, ge iMyHHa BIiAnNoOBiAb BKNIOYAE MPOAYKYBAHHA AHTUTIN MPOTU CUHTETUYHOrO
nenTuay.

39. Cnocib 3a byab-akum i3 nn. 20-38, e piBHI kocTMMy”NtoYoi Monekynm CD28 Ha CD8* T-kniTuHax
BM3HaAYalOTb 40 BBEAEHHS hapmMaueBTUYHOI Komnosuuii i/abo nicns BBegeHHS dapmaueBTUYHOI
KOMMO3WULIii.

40. Cnocib 3a 6yab-akum i3 nn. 20-39, ge BBeAeHHs dhapmauleBTUYHOI koMno3uuii iHribye arperadito
Tay-Tay.

4“ 10 244 kK[
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ir. 2

AL Hywaeornana nocajionnicts sapiadeannol odnacTi serroro dasupora (VL) DCSES:

GACATTGTGATCTCACACTCTCCATCCTCC CTCCCTOTCT CACCACCACGACAACCTCACTATCGAGC TGCAAAT CCACTCACASTCTGCTC
AACAGTAGAACCOGAARGAACTACCTGGCTTRGTACCAGCAGAAA CCAGOROC AG TCTCCT AAACTGCTOATCTACTCCOCATC CACTAGS
GAATCTOGGOTCOCTCATCOCTTCACAGOU AGTGGA TCTOGGACAGAT TTCACT CTCACCATCACCAGTRTACAGGCTGAAGACCTGGCA
CTTTATTACTCCAAGCRATCTTTTTATCTTOSSACSTTOGC TGEACOC ACCAAGCTGCGACATCARR

B. AMIHOKHC/I0THA 110cALI0BHICTE Bapiabeantol obaacTi serkoro mamyora (V1) DCRES:

DIVMSQSPSSLAVEAGEXVTHECRSSOSLLNSRIBENY LARYQQKBGOS PRLLI YMASTRESGVPORPIGSGECTUFTLTISSVQAEDLA
VYYCEQEFYLRTPGGGTRLDLX

CDRY: QSLANSRTRKNY

CORI: WAS

COR3 : XOSFYLRT . -

C, Bupimuosamiz nocnigopuocts DCSES (VL) 3 naiibuibm cxomo0 nocaiaoniicro Minr emopionansioro iy IGKVS-21%01;
Veren (2987301 iaenmmanicts nocaigosiocti 99,0%):

DOCBED VUi e A C AT TG TOA TG TCACAL TCTCCA TOCTCCCTOGCT G TGTCAGUAGGAGA

IGKVE-21401  GACATIGTGATGTCACAGTCTCCATCOCTCCCTOGCT GTGTCAGCAGGINGA

B

DCBES - */U8 Malax A GATCACTATGAGC TOCARAATCCAGTCAGAGTCTGCTCAACAGTAGAR
ICKVE-21%01  GAACCICACTATGAGCTCCAAATCCACTCACACTCYSCTCAACAGTAGRAA

B

DCEES savad avvset CCCGARAGAAC TACCTGGCTTUG TACCAGTAGARAC CAGSGCNGTCTCCT
IGKVe-21+01 CCCGAMGAACTACTTGGCTTGGTACCAGCAGRAAC CAGGGTAGTCTCCT

R )

DCBER sawowl mmax AAACTGCTGATCTACTGGGCATCCACTAGGGARTCTGGGETOOCTOATEG
IGKVE-21701 AAACTGCTGATCTACTGGGCATCCACTAGGGAATCTGLGGTCOCTIGATOS

)

DCAED o3 weinr CTTCACAGGCAGTOGA TC TGGGACAGATTTCACTCT CACCATCAGCAGTO
[GKVE-2:701 CTTCACAGGCAGTGGATCTGGGACAGRTTTCACTCT CACCATCAGCAGTS

D

Qir. 3

DCAER conad s TECAGECTEAMGA CCTERCAGTTTATTRCTGCARGCANTCTTTTIATCTT
IGKVB-21*01 TOCAGEC TAAAGA CCTOGCADTTTATTACTOCARGCARTC TTATAATCTT

DCEER Ferast s 8
ICEVE-21%01 o
-

Jeren (35/36; iaemrmuanicrs nociionnocts 97, 2%):

R o G TG T AGE CR T CRAGC TG OACRTC R ART
IGKJLI=01 GRACCTTORG TOCAGECAC TAAGCTGGARATCRAAC

[, HysmeoTHmm nocnaosiicTs spiadenpiol ofmacT pamkoro panoora (V) DCEES:

CAGETCCRAT TG CAGC R TC T GG A CC TR AR C TR TR LT R R ACT TR TEARG AT C O TG T ARG T TCTOGATACATATTCACT
GACTATGTCA TAM CTGOG TG ARGCAGRGARCTGE ARG TTEAG TEGA T TGGAGRSA TTTTTOC TAGARGTGI TAFTACTTAC TAD
AR TERGARAGT TC AR ARG GO CACAC TR AL TGCAGR T ARA TCC T OO AACACAGCCTACR TECCRAGCTCAGCAGDGTGRACATC TRAGGAC
T G T T AT T T TG TG TR A LA TTAC TR GO TAC T TCAT TIOCTATGRAC TR TR T CAMGGAR DT AGTCACOG TCTROTCA

E. AMIHOKHCIOTHS TOCTLI0BHICTE Bapisbearsol obnacti eskoro maHigora (VH) DUBES:
CVOLOGSEPELY KERGTEVEMP CHASGY I FTDYV TN VEDRTOOGLEW T GEIFFR 555 TV Y HEKFEGKATLTADKS SHTA YMOLESVT SED
SR FCARDY G TS FAMDYWG GG TSYTUSE

CORL: GYLFTOEVLIE
COR2; IFPRIGET
COR3Y . ARDYYOTEFAHDY

F. Bupimmopaing nocaitonmocti DCEER (WH 3 nafiGinkm eXom o nocaidopiicTio MHLli eMOpionaisioro tamy
IGKVE-E1#01:
Weren (26%294; iaesrnnicrs nocaioanoc 91,5%):

DoApR ol ey CROCTCOCAATTOCACCAD TCTCCA DO TUACCTOOTCARCCCTOCOACT TC
IOHVL-81+*01 CASCTTCAGCTOCAGCAATCTOARGCTEACCTEOOGASGOCTOOBOCTTC

TEEER AW gEmEERFETAATISN WATEEATEATY ENY FENAEVE WAEE

Qir. 3 (NpoAoBEXKEeHHA)
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_samianh miimor
1GKV1L-81*01

DCBEE  moxxnil ot
IGEV1-A1*01

DCSEE  jawanit aerion
IGHVL-Ba*01

DC8ES st sumuor
IGKV1-81+01

DCEEE  muwindl suiipor
IGHV1-B1*01

UA 123390 C2

AGTAAAGATGCCCTGTAAGECTTCTGGATACATATTCACTGACTATGTCA
AGTGAAGCTGTCCIGCAAGGCTTCTGGCTACACCTTCACAAGCTATGGTA

BETANAS RS AR AR ERRRR R ER e R Awhan ~

TAAGCTOOGTOAACCAGAGAACTGOACAGGOCCTTGAGTOGATTGGAGAG
TAAGCTGGGTGAAGCAGAGAACTGOACAGGGCCTTGAGTOGATTGGAGAG

R

ATTTTTCCTAGAAGTGRTAGTACTTACTACAATGAGAAG TTCAAGGGCAA
ATTTATCCTAGAAGTGGTAATACTTACTACAATGAGAAGTTCARGGGCAA

D

GGCCACACTGACTGCAGACARATCCTCCAACACAGCCTACATGCAGCTCA
GCCCACACTCACTOCAGACAAATCCTCCAGCACAGCATACATGOAGCTCC

ATRRA A ST R TTR TR AR T ANTTNNTRRE ST ATT FATRIT S, Smrww

CCACCCTCACATCTCAGCACTCTCCOSTCTATTTCTGTOCAACA
GCAGCCTRACATCTCGAGGACTCTAOGATCTATTTCTATGCAAGA

R

D-ren (12/15; inenrrnunicts nocaiosnocti 80,0%):

B8  nasaculd assanor
1GHDR2-14%01

GATTACTAC -GGTAC
GACTACTATAGGTAC

Jeren (30/53; ineurmunicrs nocaionnocTi 94,3%):

IGHJ4401

DCEBEE  mckmndt tma

IGHJ4*0L1

DCEEE it amepe TTCATTTGCTATGOACTACTGGGGTCAAGGAACCTCAGTCACCGTCTCC

TTACTATGCTATGGACTACTGGGGTCAAGGAACCTCAGTCACCGTCTCC

. R )

TCAG
TCAG

EEE R

Qir. 3 (NpoAoOBXeHHA)

G Hlysneormma nocnigommicrs korncranriod ofeen Jersoro s ganna DCRER;

gggctgatgotgoaccaactgtatccatcktoocacratcoagtgagoagttaacatctggagatgettcagtegtgtgotictbgaaca
actbotaccoraaagacatcaatgloaggtggaagat tgatggeagtgascgacaasat gacatectgaacagttggactyatcaggaca
geasagacageacctacagoatgagoagoaccotoacgttgaccaaggacgagt akgaacgacatascagetatacetgtgaggeca

H. Hykaeomnana nocaigorsicrs xonetanmmol obnaeti CH | pasckoro nanmora DCRES:

Coasaacgacacocccatctgtotatccactgooccctonat cLactgoccaaackaactcatggtgacectgogaAtgeetagt caagn
gokatbtecckgagocagtyacaggacetggasctetgpateactyt coagogyotytcacaccEtactagetytocEgeagtetgace
tetacactctgageageteagtgactgroocctooageacclggcecagegagacogicaccigoaacgtLgoccaccoggosageagea

coaagg

Qir. 3 (NnpoaoBEXeHHA)

Veren (242/301; inenruanictr. nocrioniocti 80.4%):

DCags

GACATTGTGATG TCACAGTCTCCATCOCTCC CTGGC TG TG TCAGCAGGAGA

IGKV4-1401_Homo+=mapiens GACA!’CG"DAWCWWAGMCCCTGOCTGWCTOGG

DCaEs

AENES AR AEEE W TAREESYNS S R v

IGKVA-1%01_Homos+gsapiens

DCags
IGKV4-1%01_Homos+sapiens

DesEs
IGKV4-1*01 Homo+saplens

DCBES
IGKV4-1401_Homo+sapiens

felali} )

IGKV4-1401_Homo+sapiens 1

DCBES
IGKY4-1401_Homowsapiens

CAAGCTCACTATCAGCTIGCAAATCCAGTCAGAGT CTCCTCAACAGTAGAR
GMGGCCACCATCAAC'NCMBTC('AGCCAWWAT&CNGCTCC&

MR SRR AR EE R R AARER s AR s sAmeas e - EEER

COCAAARAGAACTACCTGGCTTGRTACCAGCAGARACCAGGGECAGTCTCCT
ACAA'I‘AAGAAC!‘ACI‘TMC‘I'I’GGT&CLAGCMAMC AGCCTCCT

ARAANETTE AN NE AN TR AR AR AR R AR R R R e w wweew

AAACTACTGATCTACTGGOGCATCCACTAGGGAATCTGGGGTCCUTGATOG
AAGCTECTCATITACTGGGCATCTACCOGOGAAT CCOOGATCCCTAACCG

D L R

CTTCACAGGCAGTAGATCTGAGACAGATTT CACTCTCACCATCAGCAGTG
ATTCAGTGGCAGOGGGTCTGGGACAGATTT CACTCTCACTATCAGCAGCC

“ran R

TGCAGECTCGAAGACCTGCCACTTTATTACTGCAAGCAAT CTTTT TATCTT
ATGTGOCACTTTATTACTGTCAGCAATATTATAG X‘AC‘T

R R R Y

Ceees
ceree
-

Jeren (30/36; incHTHUHICTE nocaiaosHocTi 83 3%):

DCBES

IGKT1+01_Homossapiens_J-

-« GRACGTTOGCTGGAGGCACCAAGCTGGACATCAAAC
OBNACTE GTGGACGTTCGGCCAAGGGACCAAGGTGGAAATCAMANC

AERara bt GAN NN AT s shbe sk

@ir. 4
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Veren (219/294; ipemnunictn nocaijgosaocti 74,5%):

DCS8ES samxuit napor_V
IGHV1-69%10_Homo+sapians

DC8ES_pavwunii aamypor_V
IGHV1-69*10_Homot+sapiens

DC3ES_paxinil nanmior_V
IGHV1-69*10_Homo+sapiena

DC8ES paskwmit nanmor V
IGHV1-69*10 Homot+sapiens

DC8ES sawxnit namuor V
IGEV1-69*10_Homotsapiens

DCRES paxnit sangor V
IGHV1~-69*10_Homot+sapiens

CAGGTCCAATTIGCAGCAGTCTGGACCTGAGC TGGTGAAGCCTGGGACTTC
CAGGTCCAGCTCCTCCACTCICCEGCTGAGC TGAAGAAGCCTGGETCLTC

LR AL LR LR LA R R LS LA B ARG Rb Ry & A

AGTGAAGATGCCCTGTAAGGCTTCTGGATACATATTCACTGACTATGTCA
AGTGAAGGTCTCCTGCAAGGCTTCTGGAGGCACCTTICACCAGCTATGCTA

LA LA L L L B HERSE ARdewrnhahie L LR AR L

* hkbehbddd hh R L T T

ATTTTTCCTAGAAGTGGTAGTACTTACTACAATGAGAAGTTCAAGGGCAR
ATCATCCCTATCCTTGGTATAGCARACTACGCACAGAAGTTCCAGGGCAG

Lid ® HhAR TR - La A ] HREEEREER REXXRR

GGCCACACTGACTGCAGACAAATCCTCCAACACAGCCTACATGCAGCTCA
AGTCACGATTACCGCGGACARATCCACGAGCACAGCCTACATGGAGCTGA

LA L A OER AR RARRERAERY AR AARRRRAR AR en a

GCAGCGTGACATCTGAGGACTICTGCGGTCTATTITC TGTGCAAGA - -
GCAGCCTGAGATCTGAGGACACGGCCGTGTATTACTGTGCGAGAGA

WAARA AR AASARR AR A Rk RAE AR ke

@ir. 5

D-rewu (9/14; igenTHyHicTs NocaiaoBHOCT 64,3%):

DCRER
ICHDT7-27401_Homo+sapiens CTCAGCTCAGAACCACTCTCCTAACTOOCOACACACTCATTGOCAGCTCT

DCEER
1GHDT-27%01 _Homotaapiens A

J-rew (35/53; eHTHIHICTE noCI0BHOCTT 66,0%):

DCees
IGHJ3*01_Homossapiens

DCB2EB
IGHJ3I*01_Howo+gapiens

TTCATTTGCTATGGACTACTGGGGTCAAGGAACCTCAGTCACCGTCTCCT
- - =TGATGCTTTTGATCTCTGGGG CCAAGGGACAATGG TCACCGTCTCTT

FHEE # ww FRAEAY wahA e LR R B

CAG
CAG

Qir. 5 (npoaoBXeHHA)

R1,R2 RS Re, _—

-
~

.

: A353441

B B =

- . — 222427

- - — 0305400

MZI4a

2228440
2300-3%2

. ve— 2257400

ERERE
A283441

A134-068

a1

4 R PRI SR S

81126
284

efpedededod cancacaala.

STRE ik o Oh TS PN FUSEEN N S
e dend

of1-295;392-441)
S1-150:392-421)

f
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4358-441

1 MAEFRQEFEV
61 SETSDARSTP
121 HVTQARMVEX
181 TPPSSGEPPR
241 SRLQTAPVPM
301 PGGGSVQIVY

A222-427

1 MAEPRQEFEV
61 SETSDAXSTP
121 HVITQARMVSX
181 TPPSSGERFR

4306-400

1 MARPRQEFEV
61 SETSDAXSTP
121 HVTQARMVSK
181 TPPSSGEPPK

241 SRLQTATVEM
301 PGGGSGDTSP

Ad421441

1 MAEDRQEFEV
61 SETSDAXSTP
121 HVIQARMVSX
181 TPPSSGEPPK
241 SRLQTAPVEM
301 POGGSVOLVY
361 THVPGGGNXX

4228441
1 MAEPRQEFEV
61 SETSDAXSTP

121 HVIQARNVSK
181 TPPSSGEPPKR

UA 123390 C2

MEDHRAGTYGL
TAEDVTAPLV
EKDOTGSDOX
EGDRSGYSSP
PDLENVESKI
KPVDLSKVTS

POLENVESKI

NEDHAGTYSGL

SGDRSGYSSP

GDRXDQGGYT MMQDQEGDTD
DEGAPGEQRAA AQPHTEZIPEG
KARGADGRTE IATPRGAAPP
GSPGTPGSRS RTPSLETPPT
GSTENLXNQP GOGRVQIINK
KCGSLGNIHE KPGGOQVEVR

MEQDQEGDTD
AQPHTEIPEC
IATPRGAAPP
RTPSLETPET

GDRRDQGGYT
DEGAPGXQAR

MHQDQEGDTD
AQPHTEIPEG
KAKGADGRTE TATPRGAAPP
GSPGTPGSRS RTPSLETPPT
GSTENLXHQP GGGEVQIINK
SIDMVDSPQL ATLADEVSAS

GORRRQGGYT
DEGAPGRQAA
KARGADGETK
GSPGTPGSES
GETENLKEQP
XCOSLONIRE

MHQDQEGDTD
AQPHRTEIPES
IATPRGAAPP
ATPSLPTPPT
GGERVQIINK
KPGAGQVEVK
EIVYRSPVVS

GLRXDQGGYT
DEGARPGKQAA
KAKGADGKTX IATPRGAAPP
GSPGTPGSRS RIPSLPTPPT

@ir. 6B

MBEQDQEGDTD
AQPHTEIPEG

243

AGLKESPLQT
TTABREAGIGD
GQRGQANATR
REPEXVAVVR
KLOLSWVQSK
SEXLOFEDRV

TTAEEACICD
CQRCQANATR
RLADEVSASL

AGLEESPLOT
TTAERAGIGD
GQRGQANATR
REPKXVAVVR
KLDLENVQSK
SEKLDFKDRY
GDTSPRALSN

AGLKESFPLQT
TTAEEAGIGD

REPKKVA

PTEDGSEEDRG
TPSLEDEAAG
1PARTPPAPK
TPPRSPSSAK
COSKDNIRHV
QSKIGSL

PTEDGSEEPG
TPSLEDEAAG
IPAKTPPAPK
AXCGL

PTEDGSEERG
TPSLEDEARG
IPAKTPPAPK
TPRESPSSAK
CGSEDNIKHV

PTEDGSEERG
TPSLEDEAAG
IPAKTPPAPR
TPPRSPSSAK
COSKDNIKHV
QSKIGSLDNI
VSSTGSIDMV

TPSLEDEAAG
IPARTPPAPK



UA 123390 C2

A4300-312

1
61

MAEPRQEFEV MEDMAGTYSL
SETSDARSTP TAEDVTAPLV

121
181
241
301
L3N
a1

AVTQARMVEX
TPPSSGEPPK
SRLOTAPVEM
DLSXVTSECS
MXLTFRENAX
ASLAKQGL

A25T400

1 MAEPRQEFEV
61 SEYSDAXSTP
121 HVTQARMVSX
181 TPPSSGEPPX
241 SRIQTIAPVEM

A137 441

3 MAEPRQEFEV
61 SETSDAKSTP
121 HVTQARMVSK

2283441

1 MAEPRQEFEV
61 SETSDARSTP
121 HVTQARMVSK
181 TPPSSGERPR
241 SRLOTAPVEM

4134-168

1 MAEPRQEFEV
61 SETSDAXSTP
121 HVTQARMVEX
181 PTPPTREPRX
241 QIINKKLDLS
301 QVEVKSERLD
361 SPVVSGDTSP

41-220

1 MREFPEEVAVV
61 KXLDLSNVQS
121 XSEKLDFKDR
181 SGDTSPRHLE

SXDETSSDDX
SGDRSGYSSP
POLENVKSKI
SLGNIHHEPG
AXTDHGARIV

MEDHAGTYGL
TAEDVIAPLV

SGDRSGYSSP
PDLENVSGDTS

MEDHAGTYSL
TARDVIAPLV

MEDRAGTYGL
TAZDVIAFLY
SEDGIGSDOK
S0DRSOYSSY
PDLENVKSKI

TAEDVIAPLV
AMDTRI PAXT
VAVVRTPPKS
NVQSKCGSKD

RHLSNVESTO

RTPPESPSSA
XCGSKDNIKH
VQSKIGSLON
NVSSTOSIDM

GORKDQGGYT MHQUQEGDTD
DEGARGKQAR AQPHTEIPEG
KAXGADGKTE IATPRGAAPP
GSPGTEGSRS RTPSLPTEPT
GSTENLEHQP GOGRVQIINK
GOQVEVKSER LDFKDRVOSK
YKSPVVSGDT SPRELSNVSS

GDAKDQGGY?
DEGAPSKQAR

MMQDQEGOTD
AQPRTEIPEG
IATPRSAARP
RIPSLPTRPT
GSIDMVDSEQ

GSPGTPGSRS
PRALSNVSST

MIQDQEGDTD
DEGARGEQAR AQPHTEIPEG

GDREDQGGYT MHQDQEGDTD
DEGAPGXQAA AQPHTEIPEG
KAKGADGETK IATPRGAARD
GSPGTPGSRS RIPSLPIPPT
GSTEMLKEQP GGGKVQIINK

GDREDQGSYT? MHQDQEGDTD
DEGARGEQAA AQPHTEIPEG
PPAPKTIPESS QEPPRSGORS
PSSAXSALQT APVEMPDLEN
NIRKNVPGGGS VQIVYKPVIL
SLDNITHVPG GGNKXIETEK
SIDMVDSPQL ATLADEVSAS

KSRLQTAPVP MPDLENVESK
VRGGGSVQIV YXPVDLSKVT
ITHVEGGGNK KIETMXKLITFR
VDSPQLATLA DEVSASLAXQ

AGLKESPLOT
TTAEEAGIGD
GQEGQANATR
REPKKVAVVR
RILDLSNVQSK
IGSLONITHV
TGSIDMVDSP

AGLKESPLQT
TTAREAGIGD
GQKSQANATR
REPKEVAVVR

AGLEESPLQT
TTAEEAGIGD

AGLKESPLQT
TTAEEAGIGD
OYSSPGSPaT
VESKIGSTEN
SKXVISKCGSL
LTFRENAXAK
LARQCL

IGSTENLKHQ
SRCGSLGNIN
ENAKARTDEG
GL

Qir. 6B (NnpoaoBXeHHA)

244

PTEDGSEEPG
TPSLEDEAASG
IPARTPPAPK
TPPRSPSSAK
COSRODNIRRV
POGGNRKIET
QLATLADEVS

PTEDGSEERG
TPSLEDEAAG
IPAXTPRPARK
TPPRSPSSAR
SLAXQOL

PTECGSEERG
TPSLEDRAAG

PTECGSERERPG
TPSLEDEAAG
IPAKTPPAPK
TPPKSPSSAK

PTECGSEERG
TPSLEDEAAG
POSRSATDPSL
LXHQPGGGEV
GNIHMREGGG
TOHNGAEIVYK

PGGGRVQIIN
AXPGGGQVEV
AEIVYRS2VV
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A1.426

1 MVSKSKDGTO SDDKRAXGAD GETKIATPRG AAPPGQOROQA NATRIPART? PAPKTEPSSS
61 EPPXSGDRSC YSSPOSPGTP GSASRTPSLP TPPTREPHEV AVVRTFPRSP SSAKSRIQTA
121 PVPMPDLENV XSKIGSTENL XHQPOOORVQ ITNRRLDLSN VQERCGSKDN IKEVPOSGSV
181 QIVYKPVDLS XVISKCGSLG NIHHAKPGGOQ VEVKSEKLDF KDRVQSKIGS LDNITHVPGG
241 QURKIETHEL TFRENANXAKT DHGAEIVYXS PVVSGDTSPR RLSNVSSTGS IDMVDSEQLA
301 TLADEVSASL AXQGL

4R2N

b MAEPRQEFEV MEDHAGTYGL GORXDQGGYT MMQUQEGOTD AGLKESPLOT PTEDGSEXPG
61 SETSDAXSTR TAEODVIAPLV DEGAPGHQAA AQPHTEIPEG TTAEEAGIGD TPSLEDEAAG
121 HVTQASRNVSK SEKDGTGSDDX RARGADGRTE TATPRGAAPP GQRGQANATR IPAKTPRARK
181 TPPSSGEPPK SGDRSGYSSP GSPGIPGSRS RTPSLPTPET REPKKVAVVR TPPKSPSSAX
241 SRLOTAPVEM PDLENVESK] GETENLEEQP OOGORVQIINK KLDLENVQSK COGSRDNIRHV
301 PGGGSVQIVY KFVDLSXVTS XCGSLGNIHE KFOGOQVEVK SEXKLDFRDRV QSKIGSLONE
361 THVPGGGNEX IETHELTFRE NANAKTDHGA EIVYKSPVVE GOTSPRHLSN VSSTCSIDMV
421 DSPQLATLAD EVSASLAXQG L

3R2K

i MAEPRQEFEV MEDRASTYGL GDRXKDQGGYT MMODOEGDTD AGLKESPLOT PTEDGSEEPG
61 SETSDAXSTF TASDVTAPLV DEGAPGRQAA AQPHTEIPEG TTAEEAGIGD TPSLEDEAAS
121 HVTQARMVSK SEKDGTGSDDK KARKGADGKTX IATPRGAAPP GQRGQANATR IPAKTRPAPR
181 TPPSSGEPPK SGDRSCYSSP GSPATPGSRS RTPSLPTPPT REPKEVAVVR TPPRSPSSAR
241 SRLOTAPVPM PDLENVESKI GSTENLRKHQP GOGEVQIVYK PVDLSKVTSK CGELONIHHK
301 PGOGQVEVKS EXLDFXDRVQ SKIGSLONIT HVPGGGNKKI ETHELTFREN ANAXTDHGAE
361 IVYRSPVVES DTSPRHLENV SSTGSIDMVD SPQLATLADE VSASLARQGL

A{1-296;392-441)
1 MIKMVPGSGS VQIVYXKPVDL SKVTSKCGSL GNIRHAPGGG QVEVKSEXLD FXDRVQSERIG
61 SLONITHVPG GGNKKIETHR LTFRENAKAK TDMGAS

A(1-150;392-441)

1 MIATPRGAAP DGQXGQANAT RIPAKTRPAP KIPPSSGRPP KSGDRSGYSS PGSPGTRGSR
61 SRIPSLPIPP TREPKKVAVV RTPPRSPSSA KSRLOTAPVP MPDLINVESK IOSTENLKRQ
121 PGGGRVQIIN KXLDLSNVQS KCGSKDNIKN VEGGGSVQIV YEPUDLSKVT SKCGSLGNIM
181 HXPGGGQUEV KSEXLDFKDR VQSXIGSLEN ITHVPGGONK KIZTHELTFR ENAKAKTDRG
241 Az

[TpumiTxa

MeTionin (M) B monoxcrni | B aeacnifinnx KorcTpykiiax tay Al1-220, A(1-296: 3
441) 1 A(1-150; 392-441) ne e vacTHOK NPHPOAROT NOCAIAOBHOCTT GifKka Tay Jmon
Bin Oys poaaanii 115 3a6e3MeUCcHES CTAPTOBOTO KOJAOHY B TPaHCAsuiiiHoMy anapa®

Gaxrepii oir. 6B (nponOB)KeHHH)
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e
R1 R2 R3 R4
2;4 zis 305 3%7 ’f’ 371
L) L) 1 L L
240-2704R
258-2866R
@ocho-256-2051R —-
25823840 _
Pocgio-256-2854R —_—
259-2386R _
Hoosc-259-2880R e
233.288MR ———
Gooo-259-2384R —
2r000R —
2753040 ——
2439500
PLYE Y —_—
26130547 —_—
JWynHn —_—
20132048 —_—
IR —_—
1434 —_—
F52.380MR _—_—
Qir. 7A
CHMETCTHHHEA DenTI TTocAiIOBHICTS
240-270/4R KSRLQTAPVPMPDLKNVKSKIGSTENLKHQP
256-285/3R =T VKSKIC,STENLKHOPGGGKVQNYKPVDLS
docto 256-285/3R (pSar262) VKSKIGpSTENLKHQPGGGKVQIVYKPVDLS
256-285M4R VKSKIGSTENLKHOPGGGKVQIINKKLDLS
dhoodo 256-2B5/4R (pSer262) VKSKIGpSTENLKHQPGGGKVQINKKLOLS ‘
259.288/3R KIGSTENLKHQPGGGKVAIVYKPVDLSKNT
docto 259-288/3R (pSer262) KIGPSTENLKHQPGGGKVGIVYKPVDLSKVT
259-288/4R KIGSTENLKHOQPGGGKYQIINKKL DLSNVQ
259-288/4R (pSer262) KIGpSTENLKHQPGGGKVQIINKKLDLSNVQ
270-300/4R PGGGKVQINKKLDLSNVQSKCGSKDNIKHY
275-304/4R VQIINKKLDLSNVQSKCGSKDNIKHVPGGG
264-293/3R ENLKHQPGGGKVQIVYKPVDLSKVTSKCGS
264-293/4R ENLKHQPGGGKVQIINKKLDLSNVQSKCGS
281-305/4R KLDLSNVOSKCGSKDNIKHVPGGGS
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[SVFQHLPGGGSE (SEQ I0: 251))
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329 wikpcec 335 361 IHvroes 367

267 woPooG 273 299 w/POss 304 330 uKPOGG 335
288 moPCOG2TY 299 Wwroo 303
268 WOPGG 272 300 veGas 304
265 QPGGG AT 295 owii v 313
284 ENUGPO QI BOCLOLSNVOSNG GGs 305
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| Tay 300-304 SEQ ID NO: 279 VPGGG
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Tay 361-387 SEQ ID NO: 283 THVPGGG
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SEQ ID NO: 282
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SEQ D NO: 270 22286 a2
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SEQ 1D ND: 272 278¢ 264
SEQLID NO: 273 400 <100
SEQ 1D NO: 274 152 0
SEQ I NO: 278 51200 16890
SEQ 10 NO: 280 51200 12300
$EQ 1D NO: 276 22288 4038
SEQ 0 NO: 277 12800 3805
SEQIOND: 278 277 183
SEQIDND: 279 <100 <100
SEQID NO: 281 8445 2428
SEQ 1D NO: 282 174 <100
SEQ 10 NO: 283 14703 4222
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Dlemrian TONOBIOND MOIEY oo MOSKY 1pdt AD

SEQIDNO: 270 - .
SEQIDNO: 271 - ’
SEQIDNO: 272 -
SEQIDNO: 273

SEQ IO NO: 274 .
SEQ IO NO: 278 -
SEQIDND: 278 -
SEQIONO: 277 -
SEQIDNO: 273 ‘
SEQ 1D NO: 279 .
SEQID NO: 280 -
SEQ D NO: 261 -
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SEQIDNO: 283 -

+ MO3HTHBHMH
- HeTaTHRHAH

L B L

IR S

291



UA 123390 C2

®ir. 82A

292



UA 123390 C2

SEQIDNG- 279

-~
" SEQID NO: 281

AT e T,

‘ -
. Te
=
. o
R &
& iy 1 s
€
9. *
g o 3
4 ¢
3‘
! ‘ ’
.l 1.
3 >, i
&%
I
M

Y ).
L) . s
o

S TR E A i
- 'l. "r“l : ¥

SN A ATy o - ' l-lcramnunﬁ.xomponb
L o 4 [\ ) ;
R e ‘. 2 L I — .

@ir. 82C

293



UA 123390 C2

HeiipodiGpraspai By3nHKR, poari3Eapani iHIyKOBaHHMH Tay-
NENMTIIANH AHTHTLIAMH B TKAHMHAX NOJI0BHOIO MO3KY M0 MM 3 AD

[Menrum Inrencimticts sabapmienis Kimsxicrs NFT
SEQ 0 KO: 270 Jy#e intencuese sabapaicsss NFT wee
SEQIO NO: 271 Inrercuare whapanenns NFT -
SEQIONO:272  Caalixe saGupsacstn manoi kitbkocti NFT .
SEQIDNO: 273 Hesae safapeacwis NFT +
SEQIO NO: 274 Hemae 3n0apeacunz NFT .
SEQID NO: 275 Hyw®e inTercaase jadapanctnn NFT e
SEQ 1D NO; 280 Iiresicnnne safapananns NFT e
SEQ IO NO: 276 ierescunme sGapanenm NFT b
SEQ IO NO: 277 Caabxe salapnnesns NFT -
SEQ 1D NO: 278 Hexae sabapmazines NFT
SEQIDNO: 279 Hewsae sabepaacas NFT
SEQ 1D NO: 261 Irresicunne sabepancting NFT -
SEQ 10 NO: 282 Hesae sudapeacsun NET i
SEQ 1D NO: 283 Hyae inTesicunne wiapaneins NFT —

@ir. 83

Komn'totepHa BepcTka J1. JIMTBUHEHKO

AN “YkpaiHCbkuiA iIHCTUTYT iHTENeKTyanbHoi BnacHocTi”, Byn. [nasyHoBa, 1, M. Kuis — 42, 01601
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