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Llen BuHaxia cTocyeTbcsi cnocobiB 3acTtocyBaHHA c-Met-moaynaTopiB i, KOHKpeTHo, c-Met-
MOAYNATOpIB B KOMOIHALIT 3 iHLUIMMM NPOTUPAKOBUMU areHTamm i/abo onpoMiHEHHSM, SKi MOXYTb ByTn
3aCTOCOBHI Ansi MOAynsuil pi3HOT KMITUHHOT aKTMBHOCTI i ANA NiKyBaHHA Pi3HWX 3axBOPHOBaHb,
NpeacTaBneHnx B LIbOMY OMMCI.

TpaguuinHo, CyTTeEBI MOAINWEHHA B fiKyBaHHI paky acouitolTbca 3  igeHTudikauieo
TepaneBTUYHMX areHTiB, AiloYMx 3a SOMOMOroK HOBUX MexaHiaMiB. OgHMM MexaHi3MOM, SIKUA MOoXe
OyTM BUKOpPWUCTaHWMIA B TJliKyBaHHI paKy, € MOAYIoBaHHS aKTMBHOCTI MpPOTEIHKIHA3M, OCKiNbKu
TpaHCAYKUiS CcurHany u4epe3 akTuBauilo npoTeiHkiHasM € BignosiganbHOW 3a 6Garato  sKi
XapakKTePUCTUKN NYXIMHHUX KIITUH. TpaHCAyKUia curHany npoTeiHKiHa3ol o0cobnuBo JopevHa Y
BUMNAAKy, HaNpuknag, paky LWWTOBUOHOI 3aro3u, LWMyHKa, rofoBu i WK, NereHi, MonoYHOoI 3anosu,
nepeamixypoBOi 3aro3un i KONopeKTanbHOro paky, a TakoX B pOCTi i nponidepadii NyXnMHHUX KNiTUH
rONOBHOIO MO3KY.

MpoTeiHkiHasn MoXyTb OyTu KnacudikoBaHi 9K npoTeiHKiHa3M peuenTopHoro Tuny abo
HepeLenTopHOro Tuny. TUPO3UHKIHA3M peuenTopHOro Tuny BKMNOYaKTb B cebe Benuvke 4ucno
TpaHcMeMOpaHHUX peuenTopiB 3 pi3HOK  BionoriyHow  akTuBHiCTIO. CTOCOBHO — AOKIagHOro
00roBOpeHHs1 TMPO3nHKiIHa3 i ix niraHgie ame. Plowman et al.,, DN&P 7(6): 334-339, 1994. Ockinbku
NPoTeIHKIHa3M i ix niraHAW BigirpalTb KPUTUYHY POSib B PI3HIN KNITUHHIN aKTUBHOCTI, NOPYLUEHHS
perynauii doepMeHTaTUBHOI aKTUBHOCTI MPOTEIHKIHA3M MOXe NPUBOAMTM [0 3MIHEHOI KNiTUHHOI
aKTMBHOCTI, TaKOi $IK HEKOHTPOSMbOBAHWUW PICT KNiTUH, acouiioBaHUn 3 pakoM. KpiM OHKOMNOriYHMX
nokasaHb, 3MiHEHa nepefadya curHany kiHasow 6epe yvacTb B YMCIEHHUX iHLWIWX NaTOMOriYHMX
3aXBOPIOBAHHAX, HaMNpuknag iMyHOMOMYHUX MOPYLUEHHSAX, CEPLEBO-CYAMHHUX 3aXBOPIOBAHHSX,
3ananbHUX 3axXBOPKBAHHAX | AereHepaTVBHUX 3axBOPKOBAHHAX. TakMM YMHOM, MPOTEIHKIHA3n €
NpvMBabnMBuUMM MilleHAMW ANs BUSBMEHHSA Mikapcbkux 3acobiB 3 manumu monekynamu. Ocobnmeo
npuBabnuei  MiWweHi Ana  MoaynAuii  ManuMx  MOMEeKyn  BiQHOCHO  @HTWMaHrioreHHoi i
aHTunponid)epaTMBHOI aKTUBHOCTI BKIIOYAOTb B cebe TMPO3uHKiHa3m peuentopHoro Tuny Ret, c-Met i
VEGFR2.

KiHaza c-Met € 4yneHOM-NpOTOTUNOM MIAPOAMHU FETEPOAMMEPHUX PELIENTOPHUX TUPO3UHKIHA3
(RTK), sii BkntovatoTb B cebe Met, Ron i Sea. EHgoreHHum niraHgom ans c-Met € daktop pocty
renatoumtis (HGF), cunbHogiloumi iHAykTOp aHrioreHedy. 3B'a3yBaHHs HGF 3 c-Met iHgykye
aKkTMBaUilo UbOro peuentopa 3a JOMOMOrow aBTodocdopuriyBaHHS, NpMBOASAYN 00 30iMblUEHHS
peuenTop3anexHoi nepegadi curHany, WO CTUMYMOE PicT i iHBasilo KniTWH. Byno nokasaHo, wWo
aHTH-HGF-anTtuTtina abo aHtaroHictu HGF iHribyloTb meTacTtadyBaHHS NyxnuH in vivo (aus. Maulik et
al. Cytokine & Growth Factor Reviews 2002, 13, 41-59). Hagekcnpecia c-Met, VEGFR2 i/abo Ret
Oyna nMpoaemMOHCTpOBaHa Ha BENMKIN Pi3HOMAHITHOCTI TWUMIB MyXMWH, WO BKMoYawTb B cebe pak
MOMOYHOI 3aro3un, 000J0BOI KWLIKWA, paK HUPKW, IereHi, MMOCKOKMITUHHMI MIENOIOHUA NENKos,
remMaHriomu, MenaHomu, actpouutomu i rmiobnacrtomu. binok Ret € TpaHcMemMGpaHHUM peLenTopom 3
TMPO3UHKIHA3HOK aKTMBHICTIO. Ret € myToBaHMM B OinbLIOCTI ciMenHnx ¢opM MeaynspHOro paky
wmToBMAHOT 3ano3un. Lii MmyTauii akTneyoTb KiHasHy dyHKUito Ret i nepeTBoOptoloTb MO0 B OHKOreHHWI
NPOAYKT.

IHribyBaHHa TpaHcaykuii curHanis EGF, VEGF i edpuHy Oyme 3anobiratu nponidgpepadii i
aHrioreHe3y KIiTWH, OBOM KIOYOBUM KMiTMHHUM Mpouecam, HeobXigHUM Ofis pOCTYy i BWXKMBaHHS
nyxnuHu (Matter A. Drug Disc. Technol. 2001, 6, 1005-1024). KiHaza KDR (sik HasnBaloTb peLenTopHy
TUPO3MHKIHA3y 3 KiHa3HMM gomeHom-iHcepTom) i flt-4 (fms-nogibHa TuposuHkiHasa-4), obuasi, €
peuenTtopamMmu eHgoTenianbHoro gpaktopa pocty cyanH (VEGF). IHridyBaHHs nepegaui curHanis EGF,
VEGF i edppuHy 6yge 3anobiratv nponidepadii i aHrioreHe3y KriTWH, OBOM KIHOYOBUM KNiTUHHUM
npouecam, HeoOXigHMM Ans pocTy i BuxkuBaHHs nyxnuHu (Matter A. Drug Disc. Technol. 2001, 6,
1005-1024). Peuentopu EGF i VEGF € 6axaHumu mieHsMm s iHribyBaHHA ManmMx Monekyn.

niobnactoma € Hanbinblw arpecuBHO (POPMOK MNEPBMHHOI MYXIMHU TOJSIOBHOrO MO3KY, 3
3ycTpivaneHicTio 2,3 Ha 100000 cyb'exTiB Ha pik B CnonyyeHux LUtatax. MegiaHHUA Yac BUXMBaAHHSA
nicns BCTaAHOBMEHHS fiarHo3dy [opiBHOE 12-15 MicAuam 3 icHylouuMM cTaHgapTom Jornsgy, Lo
BKItovae B cebe Xipyprito 3 noaanblIol NPOMEHEBOK Tepanieto. MoBigoMNAnocs, WO ypaXeHHs
wnaxy MET noTeHuitoe peakuito GBM Ha ramma-onpomiHeHHsi (Lai et al., 2005). lNMosigomnsanocs
Takox, Wo ekcnpecia MET kopenioe 3 GBM-nyxnuHamu Bucokoi ctagii (Hirose et al., 1998) i
ekcnpecis HGF i MET kopentoe 3i 3nosikicHicTio (Koochekpour et al., 1995; Abounader et al., 2001,
Uchinokura et al., 2006). lNMoigomnsanoca Takox, Wo rrnioma, BupobneHa ¢aktopom CTOBOYPOBMX
KNiTWH, iHOYKyEe aHrioreHe3 B ronioBHOMy Mo3Ky. SCF i VEGF moxyTb rpaTu OOMOBHIOKMI poni B
CUNbHIV aHrioreHHin peakuii B8 GBM (Sun et al., 2006).

TakMM 4YMHOM, CMONYKM 3 Manumu Morekyrnamu, siki cneumndivyHo iHribytoTb, perynooTb i/abo
MOAYNIOKTb TPAHCAYKLi0 curHaniB kiHas, 3okpema, dki BkrodatoTh B cebe Ret, c-Met i VEGFR?2,
onucaHi BuLWEe, € O0COBNMMBO NepeBaXHUMM sIK 3acib gns nikyBaHHA abo 3anobiraHHA CcTaHawm,
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acouiioBaHMM 3 NaToONOriYyHOK nporsidepauieto KNiTUH i aHrioreHeaom. OpHie Takow Maroto

monekynoto € N-(4-{[6,7-6ic(meTunokcu)xiHoniH-4-injJokcu}deHrin)-N'-(4-cbTopdeHin)umknonponan-1,1-

Avkapbokcamig, SKMn Mae XiMiuHy CTPYKTYpY:

H
N N
0 0
?Hg 0 E
0
AN
_
H.C—O N

WO 2005/030140 onucye cuHTe3d N-(4-{[6,7-6ic(MeTnnokcm)xiHoniH-4-inJokcu}deHin)-N'-(4-
dpTopdeHin)uuknonponax-1,1-gukapbokcamigy (Mpuknagn 25, 37, 38 i 48) i Takox onucye
TepaneBTUYHY aKTUBHICTb L€l Monekynu Aans iHribyBaHHsl, perynioBaHHsi i/abo MoayntoBaHHS
TpaHcaykuii curHanis kiHasamu (Assays, Table 4, entry 289). byno BumipsHo, wo cnonyka (1) mae
Benn4unHy ICsq c-Met 1,3-HaHomonspHy (HM) i BennunHy ICsy Ret 5,2-HaHomonspHy (HM).

Takum 4nHoM, 6axaHuM € BUSIBNEHHSA HOBMX 3aCTOCYBaHb CMOMYK Afs NiKyBaHHSA 3axXxBOPOBaHb 3
BUKOPUCTaHHSAM HOBMX KOMBIHOBaHWX Tepanin.

Posgin cyTi BHaxoay niacymoBYe TiNbku Oesiki acCNeKTU LbOro BUHAxXoAy i He npusHadeHun ang
obmexeHHs. Lli acnekTu i iHWI acnekTu i BapiaHTW 34iNCHEHHSA onucaHi Ginbl geTanbHO Hukye. Bci
OOKYMEHTW, LUWUTOBaHI B LbOMY OMNWUCI, BKITIOYEHI $SIK MOCMNaHHA y MNOBHOMY obcssi. Y Bunagky
CYMEpeYHOCTi MK TOYHO BUPAXKEHUM PO3KPUTTAM OMUCY LBOMO BWHAaxXOA4y i MOCUITAHHSMM,
BKITHOYEHUMMW TYT, rONIOBHUM Byae TOYHO BMPaXKEHE PO3KPUTTS OMUCY BUHAXOAY.

OOuH acnekT UbOro pPO3KPUTTS BUHAxoAdy CTOCYETbCA CMOCO6IB MiKyBaHHS 3axBOPHOBaHb,
BM3HAYEHNX B [JOKMagHOMy onuci Hwxkde. Lli cnocobwu nikyBaHHA BkrovaloTb B cebe BBeOEHHSA
crnonykn ®opmynu |, ge cnonyka ®opmynu | € Takow, Sk BU3HAYEHO B AOKNaAHOMY ONUCI JaHOro
BMHaxody, nauieHTy, notpebyrodomMy nikyBaHHS, B KombiHauii abo 3 Temosonomigom (TMZ) i/fabo 3
npomMeHeBoto Tepanieto (RT) i He06oB'A3kOBO ofHielo abo Aekinbkoma A0AaTKOBUMW Tepaniamu, ge
ofHa abo gekinbka AoAaTKOBUX Tepaniin € TakuMmu, SK onucaHi B 4OKNagHOMY ONUCI LbOro BUHAxXoay.

Acnekt () UbOro pO3KPUTTS BMHAxXOAy CTOCYETbCS CMNOCOOY MiKyBaHHSA 3axBOPHOBAHHSA, SIKUN
nepenbavae BBeAeHHS NauieHTy, noTpebyyomy Lboro fikyBaHHs, cnonykun ®dopmynu |

Q @4)
CH 0 © ©
R1> 0-4

A

H,C—O N

o)

|

abo ii hapmaLeBTUYHO NPUAHATHOI coni, B KoMbiHaUii 3 Temo3onomigom (TMZ), ge:

R' o3Hauae ranoreH;

R o3Havae ranoreH i

Q o3Hayae CH abo N.

Acnekt (ll) UbOrO pPO3KPUTTS BUHaxXOAy CTOCYETbCS CMOCOOY MiKyBaHHS 3aXBOPIOBAHHSA, SIKWUWA
nepenbavae BBeAeHHSA NauieHTy, noTpebyyomy Lboro fikyBaHHs, cnonykun ®dopmynm |
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H
N%H
0O o \©_<R2> oo
CH 0
R)os

|3
o)
e

A

H,C—O N |

abo i hapmaueBTUYHO MPUIHATHOI cofi, B kKOMOIHaUiT 3 npomeHeBoto Tepanieto (RT), ge:

R! 03Hauae ranore;

R? 03Hayae ranoreH i

Q o3Havae CH a6o N.

Y iHWwwux BapiaHTax 3gincHeHHs Acnekty (1) i Acnekty (1) uboro onucy cnonyka ®opmynu |, abo i
dapmaueBTUYHO MNPURHATHA Cinb, € (apMaueBTUYHOK KOMMNO3WULIED, dKa [O04AaTKOBO MICTUTb
hapmaLeBTUYHO NPUAHATHUIA HOCIW, eKCuMMieHT abo po3pimKyBay.

Y iHwwnx BapiaHTax 3gincHeHHa AcnekTy (I), cnocib gogatkoBo nepeabadae NpoBeAeHHS NauieHTy
ofHiei abo agekinbkox Tepanin, Ae ogHa abo gekineka Tepanivi BubpaHi 3 (1) xipyprii, (2) ogHoro abo
AEKiNbKOX 40AAaTKOBKX XiMiOTepaneBTMYHMX areHTiB, (3) oaHiei abo AekinbKoxX ropMoHanbHMX Tepanin,
(4) opHoro abo pgekinbkox aHTUTIN, (5) opgHiei abo pekinbkox iMyHoTepanin, (6) Tepanii 3
pagioakTUBHUM NOAOM, i (7) ONPOMIHEHHS.

Y iHWmx BapiaHTax 3ginicHeHHa AcnekTy (Il), cnocib nogaTtkoBo nepenbavae NpoBeAeHHS NaLieHTy
ofHiei abo aekinbkox Tepanin, oe ogHa abo gekinbka Tepanii BubpaHi 3 (1) xipyprii, (2) ogHoro a6o
OEKINbKOX OAAaTKOBKX XiMiOTepaneBTUYHMX areHTiB, (3) ogHiei abo Aekinbkox ropmoHarnbHUX Teparnin,
(4) ogHoro abo gekinbkox aHTUTIN, i (5) ogHiel abo oekinbKkox iMyHoTepanii.

Y iHwKnx BapiaHTax 3giicHeHHst AcnekTy (1) i Acnekty (ll), cnonyka ®opmynu | B 6yab-skomy 3
BULLIE3ragaHnX BapiaHTiB 34iINCHEHHS € HACTYMHO CMNOMYKOH0

H
N%H
OrrL
CH (0] F

| 3
(6]
N
—
H,C—O N

abo i hapmaueBTMYHOLO Cinrto.
Y iHwmnx BapiaHTax 3aiicHeHHs Acnekty (1) i Acnekty (ll), cnonyka ®opmynu | B 6ygb-akomy 3
BULLIe3ragaHnX BapiaHTiB 34INCHEHHS € HACTYMHOK CMNOMYKOH:

©/ © © \©\
0 F
_-0 XN 0

=

Cnonyka ®opmynu (I) i BCi 3 npeagctaBneHnx B gaHoOMy onuvci BapiaHTiB cnonyku dopmynu (1)
BKIIOYaloTb B cebe sK BkasdaHi Cnonyku, Tak i iHauBigyanbHi i3oMepu i cyMilli i3omepiB. Y KOXHOMY
Bunaaky, cnonyka ®opmynu (1) Bknoyae B cebe dapmaueBTUYHO MPUNHATHI coni, rigpatu i/abo
conbBaTW BKasaHWX CNonyk i 6yab-aki iHauBigyanbsHi isomepu abo cymill iX isomepis.
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AbpeBiaTypu i BU3HAYEHHSA
HactynHi abpeBiaTtypu i TepMiHM MalOTb BKka3aHi 3HAY€HHS Yy BCbOMY TEKCTi:

AGpeBiaTypa 3Ha4YeHHs

Ac aueTun

Br Opom

°C rpagyc Llenbcis

c- LMKIO

CBz Kap000eH30KCM=6eH3NTOKCUKapPOOHIn

i ayonet

Jali| ayonet nyonertis

art aybnet Tpunnetis

OXM ONXNopMeTaH

DME 1,2-gumeTokcieTaH

oMo N, N-anmetundopmamig

OMCO anmeTuncynbgokcung

dppf 1,1'-6ic(gndpeHrindocdiHo)dpeporieH

El iOHi3aLis eNeKTPOHHUM yaapom

r rpam (rpamm)

Gy oanHNUA [o3u pagiadii Mpen

roA. abo rogvHa (roguHm)

rogvHa

HPLC pianHHa XxpomaTorpadyisi BMCOKOro
TUCKY

n niTp (niTpwn)

M MOSAPHUA ab0 MONSIPHICTb

M (M) mynbTUNNET

mr minirpam (minirpamu)

MIMT OG—MeTvu'lryaHiHmeTmnTpchcbepaaa

MIy MerarepL (4acToTta)

XB. XBUMUHA(XBUNNHW)

Mn MininiTp (MininiTpn)

MK MiKponiTp (MikponiTpu)

VKM M!KpOMOJ‘Ib ) (mikpomonni) abo
MiKPOMONSIpHUIA

MM MiniMonapHUn

MMOIb MiniMone (minimoni)

MOIb Mosib (Moni)

MC Mac-CneKTpanbHUn aHanis

N HopManbHUIA abo HOpPMaIbHICTb

HM HaHOMONSAPHNN

AMP SAEPHUIA MarHiTHUN pe3oHaHC

KB (k) kBapTeT

RT npomMeHeBa Teparnia

c (c) cnHrnet

T abo Tp Tpunnet

TPO TprudTOpOLITOBA KUCNOTA

o TeTparigpodypaH

TWX TOHKOLLapoBa Xxpomartorpaais

CuvmBon "-" 03Hayae NpoCTUIN (OpauHapHUin) 3B'A30K, "=" 03Ha4Yae NoABiNHMI 3B'A30K.

Mpu 306paxkeHHi abo ONWCi XiMIYHWX CTPYKTYpP, SIKWO abCOMTHO TOYHO HEe BKAa3yeTbCs iHLe,
nepenbavaeTbCs, WO BCi aTOMX BYIEU0 MaoTh BOAHEBE 3aMilLleHHS Ans KOHGOopMaL,ii BaneHTHOCTI
yoTupw. Hanpuknag, B CTPYKTYypi NiBOi CTOPOHU CXEMM, HaBEOEHIN HKYe, € AeB'ATb aTOMiB BOAH!HO. Lli
AeB'ATb aTOMIB BOAHIO 306paxeHi B Npa.int CTPYKTYpi. IHOAI KOHKPETHMI aTOM B CTPYKTYpi ONMUCYETbCH
TEKCTOBOK (QOPMYFMOK $IK TakOw, WO Mae BoAeHb abo aTtoMy BOOHIO $IK 3aMillleHHs (TOYHO
BM3HaYeHU BoaeHb), Hanpuknag -CH,CH,-. CepeaHboMy kBanigikoBaHOMY B AaHivi ranysi ¢gpaxisLito
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3pO3yMino, LU0 BuLLe3rafaHi OnuMcoBi cnocobu € 3BMYanHMMKU B rany3ax Xximii ana 3abesneyeHHsi
CTMCIOCTI i NPOCTOTM OMUCY CKMagHWX Y iHLLIOMY BUNagKy KOMMNIEKCIB.

H H H
H
©i\8r Br
H
H
H
H H

Axwo rpyna "R" 306paxkeHa Kk "nnasatoya” Ha KinbLUEBin CMCTEMI, AK, Hanpuknaza, B hopmyni:

TO, AKWO He BKa3aHe iHwe, 3aMicHuK "R" Moxe 3HaxoamTucsa Ha 6yab-akoMmy aToMi Ui€l KinbLueBoi
cucTemMun, Mpy NpUNYyLLEHHI BUTICHEHHA 300paxeHoro, nepenbayvyBaHoro abo TOYHO BM3HAYEHOrO
aToMa BOAHIO 3 OQHOrO 3 aTOMIB KifbLsl, MOKN YTBOPUTbCA cTabinbHa CTPYKTypa.

Axwo rpyna "R" 3o06paxeHa sk nnaBato4va Ha CUCTEMI KOHOEHCOBaHMX Kineup, siK, Hanpuknag, B

dopmynax:

OO A

TO, SIKLWLO He BKasaHe iHwe, 3amicHuK "R" moxe 3Haxop,MTV|c;| Ha Oyab- FIKOMy aToMmi Uiei cnctemm
KOHOEHCOBaHMX Kinelb, NpW NPUMyLeHHi BUTICHEHHSA 300paxeHoro BogHw (Hanpuknag, -NH- B
dopmyni BuLLe), nepeabayvyBaHoro BOAHIO (Hanpwuknag, sk B hopMyni, HaBeAeHin BuLle, e Ui aTomMu
BOLHIO HE MOKa3aHi, ane 3po3yMmino, Lo BOHM MPUCYTHI) abo TOYHO BU3HAYEHOrO BOAHKO (Hanpwknag,
ae B copmyni Buwe "Z" osHavyae =CH-) 3 ogHOro 3 aToMmiB KinblUsi, MOKN YTBOPUTbCA cTabinbHa
cTpykTypa. B 3006paxeHomMy npuknagi, rpyna "R" moxe 3Haxogutucst abo Ha 5-uneHHomy, abo Ha 6-
YNEeHHOMY KinbLi Li€i KOHAEHCOBaHOI cuctemn Kineub. B cdopmynax, 306paxeHnx Buwie, Moxe 6yTu
binbwe Hixx ogHa rpyna R (R,), Ae y o3Havae uine yncno 1 abo Ginbwe. Konu y €, Hanpuknag, 2, To Ui
aBi rpynun "R" MOXYyTb 3HaxoguTucs Ha OyOb-akux OBOX aToMax CUCTEMM Kineub, 3HOBY Mpu
NPUNYLLEHHI, IO KOXHa BUTICHSAE 306paxeHun, nepegbadvyBaHmn abo TOYHO BM3HAYEHWI BOAEHb Ha
LLbOMY KiflbLii.

Konwn rpyna "R" 306paxeHa K iCHyto4a Ha CUCTEMI KiNnbLs, WO MICTUTb HaCUYeHi aTOMU Byrneuo,
Ak, Hanpuknag, 8 oopMyni:

(R),

ae, B Ubomy npuknagi, "y" moxe OyTn Ginbwum HiX 1, MpU NPUNYLIEHHI, WO KOXHA BUTICHSE
300paxeHuii, nependadyBaHuii abo TOYHO BU3HAYEHU BOOEHb Ha LibOMY KiflbLii, TO, SIKLLO HE BKa3aHe
iHWe, oe ofepXaHa CTpykTypa € cTabinbHoto, ABi rpynu "R" MOXYTb 3HaXoAUTUCS HA OAHOMY i TOMY X
Byrneui. MNMpocTm npuknagom € npuknag, konv R € MeTunbHoK rpynoto, Moxe iCHyBaTuU 30BOEHWIA
AVMETUN Ha Byrneui 3obpaxeHoro kinbus ("Kinbuesni" Byrneub). Y iHWOMY npuknagi, Aei rpynu R Ha
OZIHOMY i TOMY X ByrneLi, 3 BKIHOYEHHAM LIbOro BYrfeLo, MOXyTb YTBOPIOBATH KinbLe, 3i CTBOPEHHAM
TakMM YMHOM CTPYKTYPWU CRipOLMKIIMHOro Kinbusa ("cnipouuknineHoi rpynu”) i3 306paxeHnm KinbLem,

Hanpuvknag, y surnagi dopmMynum:

“
HN

"anoreH" abo "rano" crocyetbest hTOPY, XN0opy, Opomy abo noay.
"Buxig" Ons KOXHOI 3 OMMCaHUX B AaHOMY OMWUCI peakuin BUpaxaeTbCs Yy BUrNagi npoueHTta
TEOPETUYHOro BUXOAY.
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"Pakom" Ha3nBaloTb KNITUHHO-NPONidyepaTBHI CTaHW 3aXBOPIOBaHHS, L0 BKMNoYaloTb B cebe, ane
He OOMeXylTbCAa HUMU: CcepueBi: capkomy (aHriocapkomy, ibpocapkomy, pabgomiocapkomy,
ninocapkomy), Mikcomy, pabgomiomy, ibpomy, ninomy i TepaToMy; nereHeBi: OPOHXOreHHy
KapuuHoMmy  (NMOCKOKMITUHHY  KapuuHOMY, KapuMHOMY HeAWdEPEHUINOBaHUX Manux KIiTuH,
HeandepPEHLINOBaHNX BENUKMX KITITUH, adeHOKapLMHOMY), anbBeonsipHy (6pOHXIONApHY) KapunHOMYy,
OpoHxianbHy ageHoMy, capkomy, niMGOMY, XOHOPOMATO3HY XaHNapToMy, Me30TemnioMy; LUTyHKOBO-
KMLLKOBI: cTpaBoxody (NMOCKOKMITUHHY KapuMHOMY, afeHOKapuMHOMY, Nenomiocapkomy, rimdomy),
WnyHka  (kapuuHomy,  nimcomy,  neromiocapkomy),  MiAWYHKOBOI  3ano3m  (MpOTOYHY
aZleHOoKapUMHOMY, IHCYMiHOMY, FMOKaroHOMy, racTpUHOMY, KapUWHOIOHI MyXMWHKW, BINOMY), TOHKOI
KULLKW (afeHOoKapLMHOMY, NMiMPOMY, KapUMHOIAHI NyXnuHK, capkomy Kanolui, nenomiomy, remaHriomy,
ninomy, Hedpodibpomy, ¢ibpomy), TOBCTOI KUWKM (ageHOKapuuHOMY, TpybyacTy ageHomy,
BOPCMHYaCTy ageHoMYy, ramapToMy, rnenomiomy); cevocTaTeBuX LUMAXIB: HUPKM (adeHOKapLUHOMY,
nyxnuHy Binbmca [Hedpobnactomy], nimomy, nenkos), ce4oBoro Mixypa i ypetpu (NnOCKOKNITUHHY
KapuMHOMY, NepexiaHOKMITUHHUIN pak, afeHoKapLMHOMY), NnepeaMiXypoBOi 3ano3u (ageHokapLunHOMY,
capkomy), sedok (cemiHOMy, TepaToMy, emOpioHanbHy KapuuHOMY, TepaToKapLMHOMY,
XOpioKapUMHOMY, CapKoMy, KapuUWHOMY iHTepcTuuianbHUX KNiTUH, ibpomMy, ibpoageHomy,
afeHOMaTo3Hi  NyxXNuHW,  NiNoMy);  MEYiHKW: renatoMy  (renaTokniTMHHY  KapuuHOMY),
XOMaHriokapumMHoMy, renatobnactomy, aHriocapkomy, renaTtokniTUHHY afeHOMY, reMaHriomy;
KICTKOBOI TKaHMHW: OCTEOreHHy capkoMy (ocTeocapkomy), ibpocapkomMy, 3nosikicHy iGpo3Hy
rictioynTomy, xoHgpocapkomy, capkomy KJiHra, 3nosikicHy nimMcdomMy (peTUKYNoKMiTUHHY capkomy),
MHOXWHHY MI€NOMY, 3MOAKICHY FiraHTOKNITUHHY MNYyXNMHHY XOpPAOMY, OCTEOXOHAPOMY (KiCTKOBO-
XPSILLOBI  €K30CTO3M), 3MOSIKICHY XOHOPOMY, XOHApobnacTtoMmy, XOHAPOMiKCOodibpomy, ocTeoigHy
OCTEOMY i FraHTOKMITUHHI NyXNWHW; HEPBOBOI CUCTEMU: Yepena (OCTeOMy, remMaHrioMmy, rpaHynbomy,
KcaHTomy, gdedopmyloumin  octo3 (xsopoba [legxerta)), MO3KOBMX OOOMOHOK (MEHIHriomy,
MEHiHriocapkoMy, rfniomaTo3), rOMOBHOrO MO3Ky (acTtpouuTomy, Meaynobrnactomy, rniomy,
eneHgumMomMy, repMiHomy [niHeanomy], rniobnactoMmy mMynbTMOPMHY, ONiro4eHAPOrMioMy, LWBaAHOMY,
peTMHoObNacToMy, BPOMKEHI MyXNUHK), HEeNnpodibPOMy CMMHHOFO MO3KY, MEHIHFOMY, TrioMmy,
CapKoMy); TiHEKOMOriyHi: MaTku (eHOoMeTpianbHy KapuMHOMY), LWAKA MaTKM (pak LUMAKU MaTKu,
nepeanyxnuHHy AMCMNAa3ilo WWAKM MaTKu), SEYHUKIB (pak siedHMKa [Cepo3Hy LMcTageHOKapLMHOMY,
MYUMHO3HY  UMCTaeHOKapUMHOMY,  HeknacudgikoBaHy  KapuwuHOMy], MyXfAWHWM  rPaHynbo30-
060NOHKOBMX KMITWMH, NyxnuHKU knituH CepToni-Jleigira, oucrepmiHomy, 3rnosikicHy TepatoMy), ByIbBU
(MNOCKOKMITUHHWIA pakK, iHTpaeniTenianbHU pak, ageHokapunHomMy, ibpocapkomMy, MernaHoMy, MixBu
(MPO30OPOKMITUHHY  KapUMHOMY, MIIOCKOKIITUHHUI  pak, 60TpioigHy capkomy (embpioHanbHy
pabgomiocapkomy), dannonieBux Tpyd (KapuuHOMYy); remMaTtornorivHi: KpoBi (Mi€noigHMi newnkos
[rocTpum i XpoHiyHMI], rocTpui niMOBNACTHUN NEnKo3, XPOHIYHUI RiMoLMTapHUI NENKOo3,
MienonponidepaTUBHI 3aXBOPIOBAHHSA, MHOXWHHY MI€ENOMY, MIENOAUCNNACTUYHUIA CUHOPOM), XBOPOOY
XOOXKKiHA, HEXOMKKIHCbKY —niMdomy  [3rosikicHy niMdoMy];  WKipKU:  3MOAKICHY  MenaHomy,
0a3anbHOKIMITUHHY KapLUHOMY, MIIOCKOKMITUHHY KapLMHOMY, capkomy Kanowli, gucnnactnyHi pogumi
nnsMu, NinoMy, adriomy, gepMmaTtodibpomy, kenoigm, ncopias; HaAHMPKOBUX 3ano3:; HenpobnacTomy; i
paKk MOJIOYHOI 3ano3n. TakuMm YMHOM, TEepMiH "pakoBa KNiTWUHA", onucaHwWi TYT, BKMYae B cebe
KNiTUHY, ypaxkeHy Oyab-akuM 3 i0eHTUdIKOBaAHMX BULLLE CTaHIB.

"Tepanis ropmoHamun" abo "ropMoHanbHa Tepania" BkMwyae B cebe, Hanpuknag, NiKyBaHHS
ogHUM abo Aekinbkoma 3 HaCTymHMX fikapcbkux 3acobiB: cTepoign (Hanpuknag, AekcameTasoH),
diHacTepma, TaMokcudeH i iHribiTop apomarasw.

"MauieHT" AN uinen gaHoro BMHaxo4y BkMtoyae B cebe nogen i iHWnx TBapyH, 30KkpemMa CCcaBLiB,
i iHWi opraHiamMu. Taknum YMHOM, Ui cnocobu 3aCTOCOBHI AK A0 Tepanii MoguHW, Tak i 4O BETEPUHaAPHNX
3acTtocyBaHb. Y iHWOMY BapiaHTi 34INCHEHHS UMM MauieHTOM € ccaBelb i B iHWOMY BapiaHTi
3[iNCHEHHSA UMM NauieHTOM € noguHa.

"®apmMaLeBTUYHO NPUMHATHA Cinb" CMOMyKM O3Hayae Cinb, ska € apMaueBTUYHO MPUAHATHO
cinnto i sika mMae OaxaHy apMakonoriyHy akTUBHICTb BMXiQHOT Cnonyku. 3po3ymino, wo Ui
dapmaueBTUYHO TMPUUAHATHI coni € HeTokcuyHumun. [logatkoBa iHopmauia npo npuaadi
hapmaLeBTUYHO NPUIHSATHI coni Moxe OyTu 3HaaeHa B Remington's Pharmaceutical Sciences, 17"
ed., Mack Publishing Company, Easton, PA, 1985, akuin BknoYeHWn B AaHWA ONUC 3a LOMNOMOroH
nocunaHHs, abo B kepiBHMUTBI Berge S.M. et al. "Pharmaceutical Salts", J. Pharm. Sci, 1977; 66:1-19,
SIKe BKITOYEHEe B JaHWU ONUC 3a AONMOMOroH MOCUITaHHS.

Mpuknagm apmaueBTUYHO NPUAHATHMX KUCIOTHO-aAWTMBHMIA CONEn BKIoYaloTb B cebe coni,
YTBOPEHi HEOpraHiYHMMM KucnoTtamu, TakuMu $K XMOpUCTOBOOHEBa KucroTta, HGpomuctoBogHeBa
KMCroTa, a3oTHa KuCrnoTa, pocdopHa KMCnoTa i T. M.; @ TaKOX OPraHiYyHMMW KMCNoTamMu, TakUMKU SK
outoBa kucnota, TpudTOpOLTOBa KUCMOTa, MNPOMIOHOBa KUCMOTa, reKkcaHoBa  KUCMOTa,
LIMKINOMEHTaHNPOoMioOHOBa KUCIOTa, rrikonesa KucroTa, NipoBMHOrpagHa K1croTa, MOMoYHa KUCnoTa,
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LaBneBa KucnoTta, ManeiHoBa KUCNoTa, MarnoHoBa KUCNoTa, AsHTapHa Kucrnota, oymapoBsa KUCnoTa,
BMHHA  KMCNoTa, fMMOHHaA  Kucnota, OGeH3oWHa  KucnoTa, KopudHa  kucnota,  3-(4-
rigpokcnbeHsoin)beH3onHa  KMCMOTa, MurganeBa  KUCMOTa,  MeTaHCynbdOHOBa  KMCMOTa,
eTaHcynbgoHoBa kucnota, 1,2-eTaHoucynbdOHOBa KUCMOTa, 2-TigpOKCieTaHCyNbgOHOBa KUCMOTA,
OeH3oncynbdoHoBa KucnoTa, 4-xnopbeHsoncynboHoBa KMCNoTa, 2-HadTaniHCynbgOHOBA KMUCOTa,
4-tonyoncynbgoHoBa KUcnoTa, Kamdopcynb@oHOBa KWUCnoTa, [foKorenTtoHosa kucnota, 4,4'-
MeTuneHbic-(3-rigpokci-2-eH-1-kapboHoBa kucnota), 3-eHinnponioHoBa KucnoTa, TPMMETUIOoLTOBA
KucnoTa, TpeT-OyTurouToBa KMCMOTa, faypurncipyaHa KucnoTa, FIIIOKOHOBa KWCMoTa, rnyTaMiHoBa
KMCNoTa, rigpokcMHadTOMHa KUCMOTa, caniuurnoBa KUCMOTa, CTeapuMHOBa KWUCNOTa, MYKOHOBA
KMcnoTa, N-ToNyoncynbgoHOBa KACMNOTa, caniuMnoBa KucnoTa i T. n.

Mpuknagyn dapmMaueBTUYHO MPUMHATHUX OCHOBHO-aAMTMBHMX COMEW BKM4akTb B cebe coni,
YTBOPEHI, KONM KUCMOTHWA NPOTOH Yy BWXIOHIN CNoOnyui 3aMiHEHWA iOHOM MeTany, TakuMm K HaTpin,
Kanin, niTin, coni amoHilo, KamnbLUilo, MarHilo, 3anisa, UMHKY, Mifgi, Mapraduio, anioMiHilo i T. n.
KoHKpeTHUMM consMm € COni amMoHito, Kanito, HaTpito, kanbuito i marHito. Coni, ogepxaHi 3
dapMaLeBTUYHO MNPUAHATHUX OPraHiYHMX HETOKCUMYHMX OCHOB, BKM4YalwTb B cebe, ane He
0OMeXylTbCS HUMW, COfli NEPBMHHOIO, BTOPMHHOMO i TPETMHHOIO amiHiB, 3aMilleHUX aMiHiB, SKi
BKMoYaloTb B cebe amiHM, WO 3ycTpivaloTbCcs B NPUPOAI, LUKNIYHI aMiHW i KaTiOHOOOMiHHI cmonu.
Mpuknagn opraHiYHMX OCHOB BKMOYaloTb B cebe i3onponinamiH, TpumeTunamiH, AieTunamiu,
TpuetunamiH, Tpunponinamid, eTaHonamiH, 2-AuMeTunamiHoeTaHon, 2-AieTunamiHoeTaHon,
AVUUKIOrekcunamii, nisvH, apridiH, rictuguMH, KodpeiH, npokaiH, rigpabamiH, xoniH, 6eTaiH,
eTuneHgiamiH, rmKo3aMiH, MeTUNrniokamMiH, TeobpoMiH, nypwHM, ninepasuH, ninepuauH, N-
eTunninepnavH, TpoMeTamid, N-meTunrnokamid, noniamiHHi cMonu i 1. n. MNpuknagamu opraHivHux
OCHOB € i3onponinamiH, gieTunamid, eTaHonamid, TpMMeTUnami, ANUMKNOreKCunamiH, XoniH i KogeiH.

"MnatuHa (NnatuHn)" i "areHT (areHTun), Wo MICTUTL MAaTuHY" BKMNYawTb B cebe umcnnaTtuH,
kapbonnaTtuH i okcaninnaTuH.

"Mponikn" cTocyeTbCA CNOMyK, sIKi MepeTBOPIOTLCA (3BUYAMHO LUBMAKO) in ViVO 3 YTBOPEHHAM
BUXiAHOI CMONyku BuWeonucaHnx ¢opMyn, Hanpuknag rigponizom B KpoBi. 3Bu4arHi npuknagm
BKMoYaloTh B cebe, ane He oOMeXytoTbCsl HUMK, ckragHoedipHi i amigHi dopmMu Cnonyky, sika Mae
aKTMBHY (OpMY, WO Hece rpyny kapboHoBoi kucnotu. lNpuknagn dapmMaueBTUYHO MNPUAHATHUX
ckragHux ecdpipiB cnonyk AaHoro BMHaxofy BKMoYakTb B cebe, ane He 0OMeXyTbCA HAMW, ankKinoBi
edipn (Hanpuknag, 3 NpMbNNM3HO OOHUM - NPUONM3HO LWiCTbMa aToMaMu BYIELD), A€ ankinbHa rpyna
€ npamum abo posranyxkeHum naHutorom. [MpuRHATHI cknagHi edipu BkmodYae B cebe Takox
LMKoankinosi i apunankinosi cknagHi edipw, Taki Sk, ane He obmexyoTbecs UMM, 6eH3un. Mpuknagm
apMaLeBTUYHO MPUMAHATHUX aMmifiB 4aHOro BMHAXOAY BKIHOYAKTb, ane HUMWU He ObMeXylTbes,
NepBuWHHI amign i BTOPUHHI i TPeTUHHI ankinamign (Hanpwvknag, 3 nNpubrM3HO OgHUM - MpUBNN3HO
wicTeMa aTomamu Byrneu). AMian i cknagHi edipym cnonyk uboro BUHaxo4y MoXyTb 6yTn ogepxaHi
BiQNOBIOHO [0 3aranbHOMPUAHATUX cnocobie. [oknagHe o6GroBopeHHs nponikie 3abe3neyeHe B
Higuchi T. and Stella V. "Pro-drugs as Novel Delivery Systems", Vol. 14 °F the A.C.S. Symposium
Series, i B Bioreversible Carriers in Drug Design, ed. Edward B. Roche, American Pharmaceutical
Association and Pergamon Press, 1987, aki BkntoyeHi B AaHWMI ONUC 3a JOMOMOroK NOCUMaHHA ans
BCiX Linen.

"TakcaH (TakcaHu)" Bkntoyae B cebe, Hanpuknag, ogHy abo Oinblue 3 HACTYMHUX PEYOBUH:
MakniTakcen (Takcon®) i JoueTakcen (Taksotere).

"TepaneBTUYHO ePEKTUBHOIO KiMbKICTIO" € KiMbKICTb CMONYKU LbOro BUHaxony, sika npu BBEOEHHI
nauieHTy ocrnabnsie cMMNTOM LbOro 3axBoptoBaHHS. MNepegbavaeTbes, WO TepaneBTMYHO eheKTUBHA
KiNbKICTb BKMOYae B cebe KinbKiCTb cnonyku, ogHiei abo B koMOiHAUil 3 iHWWMKW aKTUBHMMU
iHrpepieHTamu, edektuBHUMKM ons moaynsauii Ret, c-Met i/abo VEGFR2 abo edektuBHumn ans
nikyBaHHa abo 3anobiraHHsa paky. KinbKiCTb CMOMyku LbOro BUHAaxody, sika cknagae "TepaneBTUYHO
edeKkTUBHY KinbKicTb", Oyae BapiloBaTMUCA 3amneXxHO Bif KOHKPETHOI CMOMyKW, NaTomMoriYHOro CTaHy i
MNOro TSKKOCTI, BiKYy Mignsratovoro nikyBaHHIO nauieHta i 7. . TepaneBTUYHO edeKkTUBHA KinbKiCTb
MoXe OyTu BU3HaYeHa PyTUHHUM YnHOM baxiBLEM B AaHiW ranysi 3 ypaxyBaHHAM 3HaHb i BianoBigHO
[0 LbOro onuey.

"IHribiTop TONoi3oMepasun" Bkntovae B cebe, Hanpuknag, ogHy abo gekinbka 3 HAaCTYMHUX PEYOBUH:
aMCcakpuH, KamnToTeuuH, etono3up, docdar eTono3uay, ek3aTekaH, IpUHOTeKaH, NypToTekaH i
TEeHINo3na i TONoTeKaH.

"NikyBaHHS" abo "Tepanis" 3axBOpOBaHHs, NOPYLUEHHA abo CMHOPOMY BKIloYae B cebe B gaHOMy
KOHTEKCTi (i) 3anobiraHHs MosBi LbOrO 3aXBOPIOBAHHS, MOpyLeHHA abo cuHApOMy Y noguHN, TO6TO
PO3BUTKY KMIHIYHUX CUMMTOMIB LIbOrO 3aXBOPIOBAHHS, MOPYLIEHHS abo CUHAPOMY Yy TBapwHM, sika
Moxe OyTu miggaHo abo CXWUIMBbHOK A0 LbOro 3aXBOPHBAHHS, MOPYLUEHHs abo cuHApOMYy, ane sika
e He mae abo He BMSIBNSAE CUMMNTOMIB LIbOrO 3axXBOPHOBAHHSA, MOPYLIEHHs abo cungpomy; (ii)
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iHriGyBaHHA 3aXBOPKOBAHHSA, MOpyLeHHs abo cMHOPOMY, TOBTO 3aTpMMaHHSA Noro possuTKy; i (iii)
ocnabneHHst 3axBOpPOBaHHS, MOpylweHHa abo cuvHApoMy, TOBTO BUKMNWKAHHA perpecii - Lboro
3aXBOPIOBaHHSA, MopyleHHss abo cuHapoMy. AK BigOMO B AaHiin ranysi, MoXyTb OyTn HeobXxigHi
KOPEKTYBaHHSA BiAHOCHO CUCTEMHOI MPOTK JloKanizoBaHOI [OCTaBKM, BiKY, Macu Tina, 3ararbHoro
3[0pOB'A, CTaTi, pauioHy, Yacy BBeAEHHs, B3aeMOZii NikapCbknx 3acobiB i TSXKKOCTi CTaHy, i BOHM
OyayTb BM3HaAYaTUCHA PYTUHHUM €eKCrepuMeHTyBaHHSM daxiBueM i3 3BUYalHOWK KBanidikauieo B
OaHin ranyai.

[onatkosi BapiaHTW 34iiCHEHHSA BUHaxo4y

Y iHwowmy BapiaHTi 3aiicHeHHs Acnekty (I) abo Acnekty (Il) gaHoro onucy, 3axBOpHOBaHHS, LWO
nignsarae nikyBaHHoo, BuOpaHe 3 acTpoumTtommu, rniobnacTtomu, riraHTOKMNITUHHOT rniobnactomu,
rniocapkomu i rniobnacrtomu 3 onirogeHgpormnianbHUMM KOMIOHEHTaAMM.

Y iHwomy BapiaHTi Acnekty (I) gaHoro onucy, cnocié gooaTkoBoO Bkrtoyae B cebe npoBeaeHHs
nNpoMeHeBOI Tepanii nauieHTy.

Y iHwomy BapiaHTi Acnekty (I) maHoro onucy, 3axBopioBaHHA BubpaHe 3 acTpouuTOMM,
rniobnacromu, riraHTOKMITUHHOT rniobnacromu, rriocapkomMmmu i rnioénacromm 3
onirogeHapornianbHAMM  KOMMOHEHTaMK; | crnocib [JoAaTKoBO BKM4Yae B cebe MpoBefeHHs
NpPoMeHEeBOI Tepanii NauieHTy.

Y iHwomy BapiaHTi Acnekty (I) abo Acnekty (ll) gaHoro onucy, 3axBoptoBaHHsi BuMOpaHe 3
acTpouMToMM, rniobrnacToMn, riraHTOKMNITUHHOI rniobnactomn, rniocapkoMu i rniobnactomm 3
onirogeHapornianbHAMM KOMMOHEHTaMK; i cnocié [oaaTKkoBO BKMOYAaE npouenypy, MnoB'A3aHy 3
XipypriYHUM BTPYYaHHAM, ANS nadieHTa.

Y iHwomy BapiaHTi Acnekty (I) maHoro onucy, 3axBopioBaHHA BubpaHe 3 acTpouUTOMM,
rniobnactomu, riraHTOKMITUHHOI rniobnacromu, rniocapkomm i rniobnacromum 3
onirogeHgpornianbHUMM  KOMMOHEHTaMu; | cnocib JogoaTKoBO BkMAYae B cebe npoBedeHHs
NpoMeHeBOI Tepanii i Xipyprii LbOMy NauieHTYy.

HeobmexyBanbHi  npuvknagn  0oOOATKOBOrO  XiMioTepaneBTUMYHOrO  areHta  (404aTKOBMX
XiMiOTEpaneBTUYHUX areHTiB), SKMN Moxe OyTM BUKOpUCTaHMI B Oyab-AKOMY 3 BMLIE3ragaHux
BapiaHTiB 3[iICHEHHS!, BKIOYaloTb B cebe panamiuuH, aHanor panamiuuHy, ankinyBanbHUA areHT
(ankinyBanbHi areHTW), TakcaH (TakcaHnu) i nnatuHy (NnatuHu). XimioTepaneBTUYHWUIA areHT (areHTu)
BMOpaHWiA 3 panamiuuHy, Temo3onoMigy, naknitTakceny, goueTakceny, LMCNnaTuHy, okcaninnaTuHy,
rediTmHIOy (Iressa®), epnoTuHiby (Tarceva®), Zactima (ZD6474), HKI-272, neniTuHiby, KaHepTUHIOY i
nanaTtuHioy.

HeobmexyBanbHMM MpuUKNagoM aHTUTING, sike Moxe GyTu BMKOpUCTaHe sk ogHa abo gekinbka
popatkosux Tepanin B AcnekTi (I) abo AcnekTi (II) gaHoro onucy, € naHiTymymab.

Y iHwowmy BapiaHTi AcnekTy (l) abo AcnekTty (II) gaHoro onucy BuHaxogy, oAHieto abo gekinbkoma
AodaTkoBUMK Tepanismu € ogHa abo Aekinbka Tepanin ropmMoHamu. HeobmexysanbHi npuknagu
Tepanii ropMOHOM (Tepanii ropMoHamK), sika Moxe OyTWM BUKOPUCTaHa B LIbOMY BapiaHTi 34iNCHEHHS,
BKItoYaloTb B cebe TamokcudpeH, Topemicpen (Fareston), dynbBectpaHT (Faslodex), Merectpony
auetaT (Megace), BuganeHHsa gdevHuka, PanokcudeH, aHanor punisuHr-cbakTopa nioTeiHi3ylo4oro
ropmoHy (LHRH) (wo Bkntovae B cebe rocepeniH i neinponig) i oguH abo aekinbka iHribiTopis
apomarasu; B iHLWOMY BapiaHTi 3[ilCHeHHs, oguH abo fekinbka iHribiTopis apomarta3u BubpaHi 3
netposony (Femara), aHacTtposony (Arimidex) i ek3semecTtaHy (Aromasin). Y iHWoOMYy BapiaHTi
3[iNCHEHHs1, ogHa abo gekinbka Tepanin ropMoHamu BUOpaHi 3 TaMOKCUAEeHY i iHriGiTopy apomaTasu.

Y iHwomy BapiaHTi 3gincHeHHa Acnekty () abo Acnekty (II) gaHoro onucy BuHaxogy, ue
3aXBOPIOBAHHA € acTpouMTapHOK MNyXnuHOW, BubpaHol 3 acTpouuTomu, rniobnacTtomu,
rraHTOKMNITUHHOI  rniobnactomu, rriocapkoMy i rmiobnactomn 3 onirogeHaporniansHUMK
KOMMOHeHTaMu, i ogHa abo aekinbka Tepanin Bubpani 3 (1) xipyprii, (2) onpomiHeHHs, (3) ogHoro abo
OEKINbKOX AO0AAaTKOBUX XiMiOoTepaneBTUYHMX areHTiB, (4) ogHoro abo [ekinbKoX MpPOTUCYOOMHUX
areHTiB, i (5) ogHoro abo OekinbkoX areHTiB AN 3MEHLLEHHsT onyxaHHs. HeobmexxyBanbHi npuknagu
NpOMeHeBOT Teparnii, ki MOXyTb OyTV BMKOPUCTaHI B LIbOMY BapiaHTi 34iNCHEHHS, BKIoYaoTb B cebe
30BHILLUHE OMPOMIHEHHS, BHYTPILUHBOTKAHWHHE OMNPOMIHEHHSA | CTepeoTakTU4Hy pagioXipyprito.
HeobmexyBanbHi NpuknNaan OOATKOBUX XiMiOTEPaneBTUYHUX areHTiB, siKi MOXyTb OyTU BUKOpUCTaHI
B UbOMY BapiaHTi 3AiICHEHHs], BKkNtoyaloTb B cebe kapmyctuH (BCNU), EpnoTtuHio (Tarceva),
OeBaumsymab, reditmHi6 (Iressa), panamiumH, umcnnatuH, BCNU, nomyctuH, npokapbasuH i
BIHKPUCTUH. OgHMM HeoOMeXyBanbHUM MNPUKNAAOM MNPOTUCYAOMHUX areHTiB, SKi MOXYyTb OyTu
BMKOPUCTaHi B LbOMY BapiaHTi 34iicHeHHs, € paudeHinrigadtoin (Dilantin). HeobmexyBanbHUM
NpuKNagoM areHTa, SiKMi Moxe OyTW BMKOPUCTaHWWA O 3MEHLUEHHS OMyXaHHsl, € AeKcameTas3oH
(Decadron).

Y iHwWoMy BapiaHTi 3giicHeHHst AcniekTy (l) 4aHoro onucy, ogHieto abo gekinbkoma 4o4aTKoBUMMU
TepaniamMmu € onpPoMIHEHHS i Xipyprid.
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Y iHwomy BapiaHTi 3aiicHeHHs AcniekTy (l) gaHoro onucy, ogHieto abo aekinbkoma AoAaTKoOBUMMU
TepanisMu € oNPoOMiIHEHHS | oanH abo Aekinbka 4o4aTKOBUX XiMiOTEpaneBTUYHNX areHTiB.

Y iHWoMy BapiaHTi 3giricHeHHs AcnekTy (l) abo AcnekTy (II) gaHoro onuncy oaHieto abo aekinbkoma
AoOaTkoBUMM  TepanisMu €  XipypridHe BTpy4YaHHa | oamH abo  pgekinbka — JogaTKOBUX
XiMioTepaneBTUYHNX areHTiB.

Y iHWOoMYy BapiaHTi 34iiCHEHHs1, Tepania anga nauieHTie 3 GB nepepbavae (1) "ogHo4yacHy dasy”,
3a skoto ige (2) "dasa cnokoto”, 3a akoto ige (3) "dasa nigTpumaHHs".

3a ogHo4acHot dasoto ige (2) "dasa cnoko", gka MoXxe 3HaxoguMTuUcsa B AdianasoHi npnbnunsHo 2
TWXHIB - npubnnsHo 8 TwxkHiB no TpueanocTi. [lepenbavaerbcs, WO pasa CNoOKoWw A03BONSE
BiJHOBUTUCS Big 3aTpMMaHOi TOKCUYHOCTI y BUMNAAKY il NMPUCYTHOCTI. Y iHWOMY BapiaHTi 34iNCHEHHS,
da3a CMOKOK MOXe 3HaxoouTuca B AianasoHi Npubnv3Ho 3 TWXKHIB - NpuMBNM3HO 6 TWXKHIB MO
TpMBanocTi. Y iHWOMY BapiaHTi 34iCHEHHS, ha3a CNOKOK TpMBAE NPUOMU3HO 4 TVXKHI.

3a casoo cnokow ige (3) "dasa nigTpymaHHa", nig Yac SKOI NauieHTU OLEPXYITb
dapmaueBTUYHO aKTMBHI iHrpedieHTn NPoTArom nNpubnmMsHo ABaHaguaTy 28-A4eHHUX uuKniB, ane Ui
LUUKTM MOXYTb BapitoBaTUCA Big NpMOMM3HO WecTu A0 NpubnusHo ABaguUATU YOTMPbOX 28-O4eHHUX
umMKniB. Y pisHUX BapiaHTax 34INCHEHHS, NAUIEHTU OAEPXYHTb PidHi KinbkocTi cnonykn ®opmynu | B
Pi3HMX YacoBUX TOYKax BignoBigHo Ao dasm TMZ i npomeHeBoi Tepanil.

OpgHovacHa ¢asa

Mig yac ogHo4vacHoi (y3romxeHoi) dasum cnonyka dopmynu |, B 0ogHOMY BapiaHTi 34iACHEHHS,
MOXe BBOAUTMCA NauieHTy ogHovacHo 3 RT i TMZ npotarom 3-12 TuxkHiB abo 4-10 TuxkHiB, abo 6-7
TWXHIB. Y iHLWOMY BapiaHTi 34INCHEHHs, ONA NauieHTiB, WO MalTb MyTauito B npomotopi MITMT, ge
MyToBaHun npomotop MIMT € HemeTunoBaHum npomoTopom, cnonyka ®opmynu | 6yae sBogmTucs
nauieHTy ogHoyacHo 3 RT npotsirom 6-7 TwxHiB B ogHouvacHin dasi. Lis ogHovacHa dhasa Oyae
3HaxoguTMCA B AianasoHi Big npmbnuaHo 3 o npubnusHo 12 TWxHIB MO TpmBanocTi. Y iHWOMy
BapiaHTi 34INCHEHHs, us ogHovacHa dhasa 3HaxOoAMTbCs B AianasoHi Big NpubnusHo 4 TWXKHIB OO
npunbnuaHo 10 TWXHIB NO TpMBanocTi. Y iHWOMY BapiaHTi 34iNCHEHHS, ogHOYacHa gha3a 3HaX04UTbCs
B [AianasoHi Big NpubnuaHo 6 TWXKHIB A0 NpMbAM3HO 8 TWXHIB MO TpmBamnocTi. Y iHWOMY BapiaHTi
3[ifICHEHHs1, ogHoYacHa dhasa 3HaxoAuTbCs B AianasoHi Big nNpubnnsHo 6 TWkHIB Ao npubnusHo 7
TWXKHIB no TpmBanocTi. [lig 4ac uiel ogHo4yacHOi a3n, akTMBHI (hapMaLeBTWUYHI iHrpedieHTn
HapatoTbes 3 RT. VY iHWoOMy BapiaHTi 3[4iNCHEHHA, akTUBHUMW hapMaLeBTUYHUMU iHrpedieHTamu B
ofHouyacHin ¢asi € TMZ i cnonyka ®opmynu |. Y iHWOMY BapiaHTi 3A4INCHEHHHA, aKTUBHUM
dapmaLeBTUYHMM iHrpedieHTOM B ofdHouvacHin dasi € TMZ, 3a ymoBwn, wo cnonyka dopmynm | €
LLOHaMeHLLe OAHWM 3 aKTUBHUX hapMaueBTUYHUX iHrpeAdieHTiB B dasi NigTpMMaHHA. Y iHwomy
BapiaHTi 3AiMCHEHHA, aKTUBHUM dapMaueBTUYHUM [HrpedieHToOM B OfHOo4acHi dasi € cnonyka
opmynu .

da3za cnokoro

MMig yac dasu cnokoto, Hi RT, Hi cnonyky ®opmynu |, Hi TMZ He BBOASATL nauieHTy. Pa3a cnokoto
MOXe TpUBaTW Bif NPUOMM3HO 2 TWXKHIB A0 NPMONU3HO 12 TWXKHIB. Y iHWOMY BapiaHTi 34iCHEHHS,
dhasa Crokow MOXe 3HaxoauTWUcs B AianasoHi Big npubnmsHo 3 TWXKHIB OO NPMOMAM3HO 6 TWXHIB No
TpuBanocTi. Y iHWOMYy BapiaHTi 34iiCHEHHS, Aiana3oH d)a3n CMOKOK CTaHOBUTb NPUONU3HO 4 TWXKHI Mo
TpMBanocTi.

daza nigTpMmaHHs

Y ogHomy BapiaHTi dasu nigTpumanHs, cnonyky ®opmynu | BBogATb NauieHTy. Y iHWOMY BapiaHTi
dasu NiaTpumMaHHs, NauieHTy BBOAATL K TeMO30noMid, Tak i cnonyky dopmynu |. Y iHWoOMy BapiaHTi
dasu NigTpMMaHHs, K Temo3onomia, Tak i cnonyky ®opmMmynu | BBOAATb NauieHTy NpoTAroM nepiogy
Yacy B fdianasoHi Big npubnusHo 4 micauiB go npubnusHo 10 micsAuiB. Y iHwWoMy BapiaHTi dasu
NigTPYMaHH4, K TeMo305ioMmig, Tak i cnonyky ®opmynu | BBoAATb MauieHTy NpoTarom npubnusHo 4
MicauiB. Y iHWOMY BapiaHTi da3u nigTpMMaHHs, Sk Temo3onomid, Tak i cnonyky ®opmynu | BBOaATb
nauieHTy nNpoTarom nNpubnmaHo 5 MicauiB. Y iHWOMY BapiaHTi pasu MigTPMMaHHS, ik TeMO30roMiga,
Tak i cnonyky ®opmynu | BBogsTb nauieHTy NpoTaroM npubnusHo 6 micauis. Y iHWOMY BapiaHTi dasu
nigTPMMaHHS, ik TeMO30J5IoMig, Tak i cnonyky ®opmynu | BBOAATL NauieHTy NpoTAroM npubnusHo 7
Micauis. Y iHWOMY BapiaHTi pa3u niaTpMmaHHs, 9K TeMo30nomia, Tak i cnonyky ®opmynu | BBOAATb
nauieHTy nNpoTarom npubnmaHo 8 MicsauiB. Y iHWOMY BapiaHTi hasv MigTPMMaHHS, ik TeMO30noMiga,
Tak i cnonyky ®opmynu | BBogaTb nauieHTy NnpoTarom npmbnuaHo 9 micauis. Y iHWOMY BapiaHTi dasm
nigTPYMaHH4, K TeMo305omig, Tak i cnonyky ®opmynu | BBogATb nauieHTy npoTaroM npubnmaHo 10
MicauiB. Y iHWoMy BapiaHTi dasu nigrpumanHs, cnonyky ®opmynu | BBOOATb NauieHTy NpOTAroM
nepiogy 4acy B fianasoHi Big npubnunsHo 4 micauiB oo npubnmsHo 10 micauis. Y iHWOMY BapiaHTi
dasn niaTpumaHHs, cnonyky ®opmynu | BBOAsATb NpoTArom npubnuaHo 4 micsuis. Y iHWOMY BapiaHTi
dasn niaTpumaHHs, cnonyky ®opmynu | BBOASATb NPOTAroM NpubnunsHo 5 micsuis. Y iHWOMY BapiaHTi
dasn niaTpumaHHs, cnonyky ®opmynu | BBOAsATL NpoTArom npubnuaHo 6 micauis. Y iHWOMY BapiaHTi
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dasu nigTpumaHHs, cnonyky ®opmynu | BBoAATb NPOTAroM NpubnmsHo 7 MicAuis. Y iHWOMY BapiaHTi
dasn niaTpumaHHs, cnonyky ®opmynu | BBOAsATbL NpoTaroM npnbnuaHo 8 micauis. Y iHLWLIOMY BapiaHTi
dasn niaTpumaHHs, cnonyky ®opmynu | BBoasATb NpoTarom npubnuaHo 9 micsuis. Y iHWOMY BapiaHTi
dasn nigTpumanHs, cnonyky ®opmynu | BBogsaTb npotarom npubnusHo 10 micsauis.

Mig yac dasn niatpumaHHs, cnonyka ®opmynu | Moxe BBOAUTUCS OOWH pa3 Ha AeHb Y BUrNAai
€OWHOro nepoparnbHoro areHta B gosax 10-200 mr (ski MOXyTb 3HaxoguTUCsl B Kancyrnax abo
Tabnetkax). Y iHWOMY BapiaHTi asu niaTtpumaHHs, cnonyka ®opmynu | moxe BBOAUTUCHA OAMH pas3
Ha OeHb SK €OVMHMI nepoparnbHUin areHT B [o3i 25-125 mr abo posi 25-100 mr (ski MOXyTb
3HaxoauTucs B kancyni abo tabnertui). Mig yac dasm nigtpyumanHs, TMZ Takox moxe BBOOMTUCA
npoTAromM 5 NocnigoBHMX OHIB, | BBEAEHHS MOXe MOBTOpOBATUCA KOXHI 28 gHiB. TMZ, nig 4Yac dasu
NigTPUMaHHA, MOXe BBOAUTUCA nauieHTy y Burnsai go3 5-300 Mr (ski MOXyTb 3Haxogutuca B
kancynax abo Tabnetkax).

Ons uinen gaHoro onucy BWHaxody, AN BCiX NpuKNagiB, fKi onMcaHi TyT, siKi NOCUNaTbCa Ha
cnonyky ®opmynun | abo Temosonomia B [A030BUX KiMbKOCTAX B Minirpamax (Mr), ue MOBMHHO
PO3yMITUCA K MI CMOJSYKM, WO PO3rNsigaeTbes, i U 4030Ba KinbKiCTb MOXe BBOOUTUCS B Oyab-sKin
dopmi, B Tomy umucni B dopmi Tabnetkn i kancynu. lMNMpuknagn dopm kancynu abo TabneTtku, sk
3HAXoAATbCA B AyXKKax MNIiCNs JO30BUX KINIbKOCTENW, € HEOOMEXyBanbHUMKU MpUKNagamMu TOro, SKUM
YMHOM Ui O03U MOXYTb BBOAMTUCH, i Nepedbayaerbcs, WO Ui NpuKknagn He € obmexyBanbHUMMU.
Hanpuknag, B HaBegeHoMmy Bule BapiaHTi, TMZ moxe BBOAUTUCA B iHWKX crnocobax, HapiBHi 3
kancynamu abo Tabnetkamu, fAKi, K MAeTbCs Ha yBasi, € TifbKM HEOOMEXyBanbHUMK NpUKNagamm
TOro, IKUM YMHOM MOXe OyTu BBeAeHa LSt 4030Ba KiNbKiCTb.

Y HeobmexyBanbHUX npuknagax y BCiX BuesragaHnx BapiaHTax (WO BKMAYalwTb B cebe
ofHo4vacHy asy i hasy niaTpumanHs), cnonyka Popmynu | moxe Beogutucsa B gosax 5 mr, 10 mr, 15
mr, 20 mr, 25 mr, 30 mr, 35 mr, 40 mr, 45 mr, 50 mr, 55 mr, 60 mr, 65 mr, 70 mr, 75 mr, 80 mr, 85 mr, 90
mr, 95 mr, 100 mr, 105 mr, 110 mr, 115 wmr, 120 mr, 125 mr, 130 mr, 135 mr, 140 mr, 145 mr, 150 wr,
155 wmr, 160 mr, 165 mr, 170 wmr, 175 mr, 180 mr, 185 mr, 190 mr, 195 mr i 200 mr (ski MOXyTb
3HaxoauTmcA B Kancynax abo TabneTkax).

Y HeoOMexyBanbHUX Mpuknagax y BCiX Bue3rajaHux BapiaHTax (WO BKM4YawTb B cebe
ofHouacHy dasy i dasy nigTpumanHs), TMZ moxe BBogutucsa B gosax 5 mr, 10 wmr, 15 mr, 20 wmr, 25
mr, 30 mr, 35 mr, 40 mr, 45 wmr, 50 mr, 55 mr, 60 mr, 65 mr, 70 mr, 75 mr, 80 mr, 85 mr, 90 mr, 95 wmr,
100 wmr, 105 mr, 110 mr, 115 mr, 120 mr, 125 mr, 130 mr, 135 wmr, 140 mr, 145 mr, 150 mr, 155 mr, 160
mr, 165 mr, 170 mr, 175 mr, 180 mr, 185 mr, 190 mr, 195 mr, 200 mr, 205 mr, 210 mr, 215 mr, 220 wr,
225 wr, 230 wmr, 235 mr, 240 mr, 245 wr, 250 mr, 255 mr, 260 mr, 265 mr, 260 mr, 275 mr, 280 mr, 285
mr, 290 mr, 295 mr i 300 Mr (ki MOXYTb 3HaXo0AUTUCA B Kancynax abo Tabnetkax).

Y iHwowmy BapiaHTi 3gincHeHHs Acnekty () abo Acnekty (Il) gaHoro onucy, ogHoyacHa @asa
nepenbavae npoBedeHHA ONPOMIHEHHS i BBedeHHA crnonykun dopmynu | nauieHTy; dasa Cnoko
nepenbavae BiOCYTHICTb BBeAeHHs cnonykn ®opmynu | abo npoBedeHHs ONPOMIHEHHS NauieHTy; i
dasza nigTpnmaHHa nepenbayae BBeaeHHsA cnonykun ®opmMynu | nauieHTy. Y ogHOMYy nigBapiaHTi Lboro
BapiaHTa, ogHo4YacHa hasa Moxe MaTu TpMBanicTb NpMGnM3HO 7-8 TWXKHIB, dbasa CMoKoK MoXe MaTu
TpuBanicte NpMbnM3HoO 4 TWXKHI i ba3a NiGTPMMaHHS Mae TPUBAniCTb, JOCTATHIO ANS YMOBINIbHEHHS
pocTy paky. Y iHWoMy nigBapiaHTi uboro BapiaHTa, cnonyky ®opmynu | BBogAaTb nauieHTy B fo3ax 25-
100 mr abo gosax 25-125 Mr (ski MOXyTb 3HaxoaMTUCA B kancynax abo Tabnetkax) oavH pa3 Ha OeHb
nig 4yac opgHoyacHoi ¢asu; TMZ BBoaaTb nauieHTy B go3ax 5-180 mr (ski MOXyTb 3HaxoguTuUCH B
kancynax abo tabneTtkax) oguMH pa3 Ha AeHb Nig Yac ogHodacHoi pasu; RT BBogATh nauieHTy nig vac
ogHouyacHoi casu 3 BukopuctaHHam 1,8-2 Gy (pen) Ha dpakuito, oanH pa3 Ha AeHb NPOTArom 5 gHis
Ha TWwKOeHb ANS odepXaHHs 3aranbHoi go3u o 60 Gy; crnonyky ®opmynu | BBOASATb NauieHTy B
posax 25-100 mr abo gosax 25-125 mr (ski MOXyTb 3HaxoauTuUcs B kancynax abo tabneTkax) ogavH
pa3 Ha AdeHb nig vac dasm nigtpumanHs; i TMZ BBogdaTb nauieHTy B go3ax 5-180 mr (ski MOXyTb
3HaxoauTuca B kancynax abo Tabnetkax) NpoTarom 5 MocrigoBHWX OHIB | MOBTOPIOTL BBELEHHS
KOXHi 28 OHiB, MOKW PICT paky He 3MEHLUUTbLCA.

Y iHWKX BapiaHTax 3A4iicHeHHsA Oyab-sikoro 3 BapiaHTiB AcnekTy (l) i Acnekty (IlI), cnonykoto
dopmynu | € HacTynHa cnornyka
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Y iHWwomy BapiaHTi 3aiicHeHHs, cnonykoto ®opmynu | € cdopma (L)-manaTtHoi coni N-(4-{[6,7-
Oic(meTnnokcn)xiHoniH-4-inJokcn}  derin)-N'-(4-dpTopdeHrin)-unknonponax-1,1-aukapbokcamigy, Lo
Ma€ HaCTYMHY CTPYKTYpY:

0

\O

3aranbHe BBeAEHHS

Y ogHOMy acnekTi, BuMHaxig 3abe3neyye apmaueBTUYHI KOMMO3uuii, sIKi MICTATb CMOMyKy
®opmynu |, onucaHy BuLle, i dPapMaLeBTUYHO MPUAHATHUIA HOCIRN, ekcumnieHT abo pospigkysayd. Y
OesKUX iHWKX BapiaHTax 3A4iNCHEeHHs, cnocobom BBeAEHHs € nepopanbHe BBeOeHHs. BBeaeHHs
crnonykn ®opmynu | abo ii chapmaLeBTUYHO MPUNHATHUX COMEn, B YACTOMY BuUrnsai abo y Burnagi
npuaaTHOi dapMaueBTUYHOI KOMMO3uUii, MOXe npoBOAUTMCA 3a [JOMNOMOrol OyAab-AKoro i3
3aranbHONPUHATUX cnocobiB BBedeHHA abo areHTiB And 06CnyroByBaHHS NOAIGHUX 3aCTOCYBaHb.
Tak, BBedeHHA MoOxe OyTn, Hanpuknag, nepopanbHUM, HasanbHUM, MNapeHTepanbHUM
(BHYTPILULHBOBEHHUM,  BHYTPILUHLOM'SI30BMM @00  MiAWKIPHMM),  MICLEBUM,  Yepe3LLKipHUM,
BHYTPILUHLOMIXBOBUM, BHYTPILUHbOMIXYPOBUM, iHTpauucTepHanbHUM abo pekTanbHuMm, y dopmi
TBEPAOI, HaniBTBEpAOI pe4oBMHU, NiodinizoBaHOro NopoLky abo pigkux nikapcbkux popm, Takmx sk,
Hanpuknag, TabneTtku, cynosuTopii, nintoni, mM'ski i TBepAi kenaTuHoBi opmMu (ki MOXyTb OyTW B
kancynax abo TabneTkax), MOPOLUKM, PO34MHU, cycneHsii abo aeposoni abo 1. n., ocobnueo B
OAMHUYHMX 0030BaHUX hopmax, NpuaaTHUX Ans NPOCTOro BBEAEHHS TOYHUX J03.

Komnoauuii 6yaytb Bkmnoyaty B cebe 3aranbHONPUAHATI bapmaueBTUYHi HOCI abo ekcuMmieHT i
crnonyky ®opmynu | 5K akTUBHWI areHT i, KpiM TOro, MOXyTb BkrntoyaTu B cebe Hocii i ag'toBaHTw, i T. n.

An'toBaHTK BKkMoYaloTb B cebe  KOHCepByBarmbHi,  3BOMOXYHOMi, cycneHayBsanbHi,
nigconoayKyBarnbHi, apoMaTu3ytodi, eMynbryodi, AMCnepryodi areHTu i Bigaywkn. 3anobiraHHsa gii
MiKkpoopraHiamiB Moxe 3abesnedvyBaTtucs pisHUMKW  aHTubBakTepianbHUMW | NPOTUrPMOKOBUMM

areHTamu, Hanpvknag napabeHamu, xnopbytaHonoM, deHonom, copbiHOBOK kKMucnoTot i T. n. Moxe
OyTn TakoX GakaHMM BKIMIOYEHHS! i30TOHIYHMX areHTiB, HanpuKnag WyKpiB, Xropwuay Hatpito i T. n.
MponoHroBaHa abcopbuis iH'ekuUinHOI hapmaueBTUYHOI dopMm Moxe OyTM opepxaHa 3
BMKOPUCTaHHSIM 3aTpMMYOUMX adbcopbuito areHTiB, Hanpuknag MoOHOCTeapaTy antoMiHilo i XxenaTuHy.

Axkwo 6axaHo, dpapmaueBTUYHa KoMno3uuis cnonykn ®opmynu | Moxe TakoX MICTUTM MIHOPHI
KiNbKOCTi JOMOMIKHMX PEYOBMH, TakMx sk 3BOSOXKYtoYi abo emynbrytodi areHTy, pH 3abydeptoBanbHi
areHTW, aHTUOKCUAAHTM i T. M., Taki K, HANPUKNag, IMMOHHA KMCMoTa, MOHonaypat copbitaHy, onear
TpueTaHonamiHy, 6yTUNbLOBaHUN TigpOKCUTONYON i T. A.

Bnbip rotoBoi dopmu 3anexutb Big pi3HMX hakTopiB, Takux SK cnocié BBeAEHHSA NiKapCbKOro
3acoby (Hanpwuknag, ANs nepopanbHOro BBeAeHHs, npenapatyu y dopMi Tabnetok, ninone abo
karcyn) i 6iogocTynHicTb nikapcbkoro 3acoby. HeuwopaeHo, 6ynu po3pobneHi dapmaueBTUYHI
KOMMo3uLii cneuianbHO ANs nikapcbknx 3acobiB, siki BUABNAIOTb cnabky 6iogoCTynHICTb, HA OCHOBI
npuHumny, wo 6iogocTynHiCTe Moxe OyTu 36inblieHa 36inblUeHHAM NnoLi MOoBepXHi, Tob6To
3MeHLIeHHs po3Mmipy YacTuHok. Hanpuknapg, lNMateHt CLUA Ne 4107288 onucye cdapmaLeBTUHHUN
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npenapart, Lo Mae YacTHKKU B Aiana3oHi poamipis Big 10 0o 1000 HM, B AKX Lien akTUBHUIM MaTepian
NigTPUMYETBCA Ha 3WMTOMY MaTpuKci makpomornekyn. MNateHT CLUA Ne 5145684 onucye opgepxaHHsA
hapmMaLeBTUYHOrO MpenapaTty, B $KOMY MiKapCbKy pPeYOBMHY PO3MNUIIITE Ha HaHOYaCTUHKU
(cepegHin poamip yactuHok 400 HM) B MPUCYTHOCTI MoaudikaTopa NoOBEpXHi i NOTIM ANCNEpPryOTh B
pidkoMy cepefoBuLLi 3 ofepxaHHAM dapmMaLeBTUYHOro npenaparty, AKMA BUSBNAE OUBHO BUCOKY
OiogoCTynHiCTb.

Komnosuuii, npugaTtHi Ana napeHTepanbHOi iH'ekuii, MOXYTb MICTUTU (DIi3iONOMNYHO NPUAHATHI
cTepunbHi BogHi abo HEBOOHI po34MHKM, gucnepcii, cycnensii abo emynbCii i CTepunbHi NOPOLKM Ans
BiQTBOPEHHS B CTepunbHi iH'ekUinHi po3unHn abo awmcnepcii. MNpuknagn npugaTHux BogHuX abo
HEeBOAHMX HOCIIB, po3piaXyBayiB, po3dUnHHMKIB abo HaNOBHIOBaYIB BKMOYalOTh B cebe Boay, eTaHon,
nonionu (NPonineHrnikonb, NonieTUNEeHrNiKoMNb, rMiUepuH i T. N.), IX NnpuaaTHi CyMilli, POCAWHHI onii
(Taki sk onMBKOBa 0nif) i iH'eKTOBaHi opraHidHi cknagHi edpipy, Taki 9k eTunonear. HanexHa TekydicTb
MOXe MigTpUMyBaTUCS, HanNpuknaz, 3acTOCYBaHHAM MOKPWUTTS, TakKoOro SK MEUUTUH, NigTPUMaHHSM
HeobXiAHOro po3Mipy 4aCTMHOK Yy BMNagKy AMCMEPCin i 3acTOCyBaHHAM MNOBEPXHEBO-aKTUBHUX
PEYOBUH.

OpHUM KOHKpPeTHMM cnocoboMm BBeAEHHA € MepopanbHUi, WO BMKOPUCTOBYE 3pYYHY CXEMY
OEHHUX [03, fika MOXEe KOPEeKTyBaTUCH 3rigHO 3i CTyneHeM TSHKKOCTI Mignaraio4oro nikyBaHHIO
NaTomnoriYHoro CTany.

Teepgi nikapcbki dhopmMn 4na nepoparnbHOro BBEAEHHS BKIOYaOTh B cebe kancynu, Tabnetku,
NiftoNi, NOPOLWKKW i rpaHynu. Y Takmx TBepaux nikapcbkux dopmax, akTMBHa Crnosfiyka 3millaHa
LLIOHaMEeHLLE 3 OOHUM iHEPTHUM 3aranbHOMPUUHATUM ekcuunieHTom (abo HOCIEM), TakMM sk uuTpat
HaTpito abo paukanbuiidocdaTr, abo (a) HanoBHBavYamyn abo po3pigKyBayamu, TakuMu SK,
Hanpuknag, Kpoxmarbe, NakTo3a, caxaposa, foKo3a, MaHIT i kpeMHieBa kucnota, (b) 3B'asyrounmmn
pevyoBUHAMK, TakKUMK $K, Hanpuknag, MoxXigHi Uennosn, Kpoxmanb, anbriHaTh, >KenaTuH,
nonisiHiNMiponigoH, caxaposa i apasiicbka Kamefdb, (C) 3BOMOXyBavamu, TakMMu K, Hanpuknag,
rniuepviH, (d) OesiHTerpylouumMmn areHTamu, TakMMu §K, Hanpuknag, arap-arap, kapboHaT kanbuito,
Kpoxmarnb kapTonsi abo Tanioku, anbriHoBa KMCNOTa, HaTPiNKpOCKapMenos3a, KOMMMEKCHI curikaTtu i
KkapboHaT HaTpito, (e) peTapgaHTaMu po34nHIiB, TaKMMM SIK, Hanpuknaga, napadgiH, (f) npuckoptoBavamm
abcopbuii, TakuMn K, Hanpuknag, Cronykn YeTBEPTUHHOIO amoHito, (g) 3BONOXYKUYUMU areHTamu,
TakumMun €K, Hanpuknag, ueTunoBur CNUPT i MOHOCTeapaT rniuepuHy, cteapaT marHito i T. n., (h)
apgcopbeHTamu, TakMMK sIK, HaNPUKIag, KaosiH i OeHTOHIT, i (i) MacTUNbHUMK pevYoBUHAMM, TAKUMU SK,
Hanpuknag, Tanbk, cTeapaT Kanbuilo, cTeapaT MarHito, TBepAdi nonieTuneHrnikoni, naypuncynbedgar
HaTpito abo ix cymiwi. Y Bunagky kancyn, TabneTtok i nintonb, nikapcbki popmMn MOXYTb TaKOX MICTUTK
OydepHi areHTw.

Teepgi nikapcbki opmu, onucaHi BuLe, MOXYTb BYTM NPUroTOBaHI 3 NOKPUTTAMU | 060NoHKamMu,
TaknMu SIK eHTepocontobinbHi NOKpUTTS, i iHWKMMK, gobpe BigoMuMK B AaHin ranysi. BoHn moxyTb
MICTUTU 3aCMOKINNMBI areHTM i MOXyTb TakoX OyTW Takol KOMMO3MUUIEN, L0 BOHW BUBINBbHAOTb
aKTMBHY Crnonyky abo akTWMBHI CMOMyKM B MEBHIM YaCTMHI KWLLKOBOrO TPaKTy 3aTpUMaHWM YMHOM.
MpuknagamMun 3acTOCOBYBaHUX KOMMO3WLiA, SKi MOXYTb OyTW BUKOPWUCTaHi, € NOMNiMEepHi PeYoBUHM i
BiCK. AKTMBHI CMONYKM MOXYTb 3HaXOAMUTUCS TAKOX B MiKPOIHKaNCynboBaHi hopMi, SKLO HeobxigHo,
3 ogHMM abo Aekinbkoma BuLe3rafaHnMmn eKCUUMiEHTaMu.

Pigki nikapcbki cdopmu OnsS nepopanbHOro BBEAEHHS BKIo4aiTb B cebe dapmaueBTUYHO
NPUNHATHI  eMynbCil, pO34YMHK, CycneHsii, cuponu i enikcupu. Taki nikapcbki OPMKU TOTYOTb,
Hanpuknag, PO3YMHEHHsIM, AucnepryBaHHaM i T. 4. cnonyku ®opmynu |, abo ii dapmaueBTU4HO
NPUIAHATHOI coni, i HEODOOB'A3KOBUX (hapMaueBTUYHMX af'loBaHTIB B HOCIii, TakoMy $K, Hanpuvknag,
BOAA, CONMbOBUM PO3YMH, BOOHA OEKCTpO3a, IMilepuH, eTaHon i T. n.; comobinidylumnx areHTtax i
emMynbratopax, Takux $K, Hanpuknag, eTWroBWWA ChvpT, Ii30MponinoBun cnupT, eTunkapboHar,
etTunaueTat, OeH3unoBui  cnupT, OGeH3unbeHsoar, nponineHrnikones, 1,3-OyTuneHrnikons,
anveTtundopMamia; onisx, 3okpema 6aBOBHSHIN onii, apaxicoBii onii, onii 3apogkiB KyKypyasw,
OMNMBKOBIV Onii, KacTopoBi Onil i KyHXYTHIA oOnii, rniuepuHi, TeTpariapodypdypunoBomMy cnupTi,
nonieTuneHrnikonax i edipax XUpHOI Kucnotu copbitaHy; abo cymiax LMX peyvyoBWH, i T. n., 3
YTBOPEHHSIM TaKUM YMHOM PO34UHY abo CycneHsii.

CycneHsii, HapiBHI 3 aKTUBHMMMK Cronykamu, MOXYTb MICTUTU CycneHAyBanbHi areHTu, Taki sk,
HanpuKnag, eTOKCWUIIOBaHi i30cTeapunoBi CcnupTW, noniokcieTuneHcopbiton | cknagHi  edipu
copbiTaHy, MiKpoKpuUCTaniyHy Lientono3y, MeTarigpoKCu antomiHito, 6EHTOHIT, arap-arap i TparakaHT
abo cymil uux peyoBUH, i T. M.

Komnosuuismn gna pektanbHOro BBEAEHHS €, Hanpuknag, Cyno3vTopii, SKi MOXyTb OyTu
NpuUroToBaHi 3MiwyBaHHAM crnonykn dopmynu |, Hanmpuknag, 3 NpPUAATHUMU HEMNOAPa3HIKYMMU
eKkcumnieHTamMmm abo HOCIIMK, TaKUMN K Kakao-Macrio, NosieTUneHrnikones abo Bick Anst Cyno3nTopiis,

12



10

15

20

25

30

35

40

45

50

55

UA 119316 C2

AKi € TBEpAMMY MpUY 3BUYAKHI TeMnepaTypi, ane piakumMmu npu Temneparypi Tina, i, oTke, NNaBnNATbLCA
y NpMAAaTHIA NOPOXHWHI TiNa i BUBINbHSOTbL aKTUBHUA KOMMOHEHT, LLIO 3HAXOAUTbLCS B HUX.

Jlikapcbki ¢opmu ans micueBoro BBedeHHs cnonyku Popmynu | BkmoyawTe B cebe Mmasi,
MOPOLLKK, cnpei i iHransauinHi 3acobwu. Lle akTMBHUIA KOMMOHEHT 3MILLYOTbL NPU CTEPUITbHUX YMOBaX 3
i3ioNnoriYyHo NPUARHATHUM HOCIEM | Oyab-SKMMKN KOHCepBaHTamu, 6ydepamm abo nponeneHtTamu, siki
MOXYTb OyTM noTpibHI. OdpTanbMiyHi NpenapaTtv, OYHi Masi, MOPOLUKM i PO3YMHM PO3rNsagalTbCA
TaKOX $IK TaKi, WO 3HaX04ATbCA B 06CA3i LbOro onucy BnHaxogy.

Ona pucnepryBaHHs cnonyku dopmynu | B aepo3onbHin opmi MOXyTb OyTu BMKOPUCTaHI
CTUCHEHI rasu. |[HepTHUMK razamu, NpuaaHUMK Ans Uiei MeTu, € a3oT, OiOKCMA Byrneu i T. A.

3BuyanHoO, 3anexHo Big nepenbadyBaHOro cnocoby BBeAeHHs, hapMaueBTUYHI KOMNo3wuLil
OyayTtb MicTutn npubnusHo 1 mac. % - npnbnusHo 99 mac. % cnonyku (cnonyk) ®opmynu |, abo i
dapmMaLeBTUYHO MPURHATHOI comi, i 99 mac. % - 1 mac. % npugaTtHoro dapmaueBTUYHOro
eKkcuunieHTa. Y ogHOMy npuknagi, komnosuuia 6yae mictutu npubnusHo 5 mac. % - npubnuaHo 75
mac. % cnonyku (cnonyk) ®opmynn |, abo 1i apmMaueBTUYHO MPUAHATHOI COMi, MPUYOMY iHLIA
YacTuHa € npugaTHUMnN papMaueBTUHHUMN eKCLMNiEHTaMM.

Cy4acHi cnocobu npuroTyBaHHsi Takux nikapcbkux Gopm Bigomi abo OyayTb 04YeBMAHMMU
kBanicpikoBaHUM B AaHin ranysi dgpaxisusm; Hanpuknag, ame. Remington's Pharmaceutical Sciences,
18" Ed. (Mack Publishing Company, Easton, Pa., 1990). Komno3auuisi, wo nignarae BBegeHHo, 6yae,
B Oyob-siKOMy BMMaAKy, MICTUTU TepaneBTUYHO edEeKTUBHY KinbkicTb crnonykun ®opmynu |, abo ii
dapmaueBTUYHO NPUIHATHOI cofi, ANS NiKyBaHHSA NaTONOriyHOro cTtaHy BignoBigHO OO NpUHLMNIB
LbOro onucy.

Cnonykn paHoro onucy, abo ix dapmaueBTUYHO MNPUAHATHI coni abo conbBaTW, BBOAATH B
TepaneBTUYHO edEeKTUBHIN KiNbKOCTi, sika Oyae BapiloBaTUCHA 3anexHoO Big pi3HMX pakTopis, LWO
BKITIOYalOTb B cebe aKTUMBHICTb KOHKPETHO BUKOPUCTOBYBAHOI CMOMyKW, MeTaborniyHy cTabinbHIiCTb i
TpuBanicTb Ail wiei cnonyku, Bik, Macy Tina, 3aranbHe 340pOB'A, CTaTb, pauioH, Cnocib i Yac BBeAEHHS,
LWBMAOKICTb €eKcKpewii, koMOiHauito nikapcbkux 3acobiB, TSXKKICTb KOHKPETHMX NaTONOrMYHMX CTaHIB i
xassiHa, Wo niggaetbca Tepanii. Cnonyka ®opmynu | Mmoxe BBOAUTUCH NaUIEHTY NPW PIBHSAX 403 B
pianasoHi npnbnuaHo 0,1 - npnbnuaHo 1000 mMr Ha geHb. [na 300poBOI AOPOCHOI NMIOAUHN, WO Mae
Macy Tina 6nmsbko 70 kinorpamis, 3pa3koBOl0 403010 € A403a B AianasoHi npubnumaHo 0,01 - npubnusHo
100 mr/kr macu Tina Ha geHb. OgHaK KOHKpPEeTHa Ao3a MoXe BapitoBaTucs. Hanpuknag, nosa moxe
3anexartu Big psgy gakTopis, O BKMYaTb B cebe BUMOrM nauieHTa, TSXKKICTb Mignararo4oro
nikyBaHHIO CTaHy | dapMakomnoriyHy akTMBHICTb BWKOPUCTOBYBAHOI CMOMykn. BusHauyeHHs
onTMMarnbHUX A03 ANA KOHKPETHOro nauieHta gobpe Bigome kBanidikoBaHOMy dpaxiBulo B AaHin
ranysi.

Mpu npuroTyBaHHi y BUrNSAi ikcoBaHOi [03W, Taki KOMOBIHOBaHI MPOAYKTW BUKOPUCTOBYHOTb
cnonyky ®opmynu | B Mexax BULLLEONMCAHOro Aiana3oHy A03 i iHWi dhapMaueBTUYHO aKTMBHI areHTu B
MeXax CXBaneHoro ans Hux pgianasoHy po3. Cnonykm ®opmynu | MOXyTb anbTepHaTUBHO
BMKOPUCTOBYBATUCA MOCNIAOBHO 3 BiJOMUMM (papMaueBTUYHO MPUUWHATHUM areHToM (BiZoMuMu
dapmMaLeBTUYHO NPUAHATHUMUN areHTaMu), Konm kKoMGiHoBaHa hopmMa € HEMPUIRHATHOL.

3aranbHUn cuHTes

Cronykn UbOro BMHaxody MOXyTb OyTM ofepXaHi CUHTETUYHUMW npouedypamMu, OnMcaHuMM
Hwkye. Lli npouenypu € Tinbku inocTpadieto Aesikux cnocoObiB, 3a JOMOMOIo SKUX MOXYTb OyTu
CUMHTe30BaHi crnonykn dopmynu |, i MoxXyTb ByTn 3pobneHi pisHi mogudikauii umx npouedyp. BuxigHi
MaTepiany i MPOMiIKHI MPOAYKTU peakuii MOXyTb OyTn BugineHi i oudnweHi, akwo OaxaHo, 3
BUKOPUCTAHHAM 3aranbHONPUAHATUX cnocobiB, SKi BKMYaloTe B cebe, ane He 0OMEXyHTbCs HUMU,
iNbTpyBaHHA, AMCTUNALIO, KpucTanisauito, xpomaTorpadito i 7. n. Taki martepianm MoxyTb 6yTu
OXapaKTepun3OBaHi 3 BUKOPUCTAHHAM 3aranbHOMPUNHATMX 3acobiB, IO BKYalOTh B cebe pi3nyHi
KOHCTaHTM i cnekTpanbHi AaHi.

Llen onnuc poaaTtkoBO NOSICHIOETLCA HACTYMHUMU NpUKNagamu, siKi He MOBUHHI po3rnsgaTvcs Sk
Taki, Lo obmexytoTb Lier onuc B igei abo o6casi BigHOCHO cneundivHmx npoueayp, onncaHux B HUX.

MPUKIAON

Mpuknag 1A

OpepxaHHa  N-(4-{[6,7-b6ic(meTunokcn)xiHoniH-4-inJokcu}deHin)-N-(4-dpTopdeHin)umknonponax-
1,1-gukapbokcamiay i noro (L)-manaTHoi coni

CuvHTeTn4HMI cnocid, wo 6yB BUkopucTaHun ansa ogepxaHHa N-(4-{[6,7-6ic(MeTnnokcm)xiHoniH-4-
inJokcun}dbeHin)-N'-(4-dpTopdeHin)umknonponan-1,1-aukapbokcamigy i noro (L)-manatHoi  coni,
306paxkeHun Ha Cxemi 1;

CXEMA 1
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HaBegoeHun Buwe npouec onucaHui 6inbw pgoknagHo Hwkye. OpepxaHnHs  4-xnop-6,7-
ONMETOKCUXIHOMIHY

Peaktop 3aBaHTaxyBanu nocnigoBHo 6,7-gumeTokcuxiHoniH-4-onom (10,0 kr) i aueToHiTpunom
(64,0 n). OgepxxaHy cymiw Harpisanu go npubnuaHo 65 °C i gogasanu okcmxnopug doccopy (POCI;
50,0 «r). Micna gopasaHHa POCI; Temnepatypy ui€i peakuinHoi cymiwi nigsuwysanu 4o npubnunsHo
80 °C. Peakuito BBaxanu 3aseplueHot (npnbnusHo 9,0 rogmH), konu 3anuwanocs <2 % BuXigHoro
MaTepiany (BiaMOBIAHO A0 aHanisy BUCOKOEMEKTUBHOK PpPianHHOK xpomatorpagieto [HPLC] y
npoueci). Lito peakuinHy cymiw oxonomkysanu o npudnmaHo 10 °C i noTiM racnnm 3 BUKOPUCTAHHAM
OXOJIOKEHOro po3ymHy gmxnopmetany (OXM, 238,0 «kr), 30 % NH,OH (135,0 «r) i nboay (440,0 «r).
OpepxaHy cymiw HarpiBanu o npubnusHo 14 °C i dasmn posginsanu. OpraHiyHy ¢asy npomusanu
Bogoto (40,0 Kr) i KOHUEHTpPYBanu BaKyyMHOK MEPErOHKOK 3 BUAANEHHSIM PO34YMHHMKA (NpnbnnsHo
190,0 kr). Y ubOMy 3aBaHTaXeHHi gofgaBanv mMeTun-TpeT-bytunosui ecip (MTBE, 50,0 «r) i cymiw
oxonogxyeanu go npubnusHo 10 °C, i3 kpucTanisauielo NpoaykTy B Len nepiog 4acy. Teepgai
PEYOBUHUN BUTATaNM LeHTpUdYryBaHHSAM, NpoMuBany H-rentaHom (20,0 kr) i cywimnu npu npnbnmsHo
40 °C 3 ogepxaHHsIM 3a3Ha4eHol B 3aronoBky cnonyku (8,0 r).

OpepxaHH4 6,7-aumeTun-4-(4-HiTpodEeHOKCH)XIHOMIHY

Peaktop nocnigoBHO 3aBaHTaxyBanu 4-xmnop-6,7-anmetokcuxiHoniHom (8,0 kr), 4-HiTpocheHonom
(7,0 «xr), 4-gumeTtunamiqonipngmnHom (0,9 kr) i 2,6-nytnagnHom (40,0 kr). Bmict peaktopa HarpiBanu go
npnbnumaHo 147 °C. Konu peakuis 3akiHdyyBanacs (<5 % BuxigHOro marepiany, WO 3anuvwacTbCsd, K
BM3HaAYeHO 3a gonomorot BPX-aHanidy B npoueci, npnbnmsHo 20 roavH), BMICTY peakTtopa Aasanu
OXONoHYTU o nNpmnbnusHo 25 °C. JogaBanu meTtaHon (26,0 kr) 3 HaCTyNHMM A04aBaHHAM kapboHaTy
kanito (3,0 kr), po3unHeHoro y Bogi (50,0 kr). BmicT peaktopa nepemiwlyBanv npoTaroMm npubnunaHo 2
roguH. OgepxaHun TBepaun ocaf BiadinbTpoByBanu, npomusanu ook (67,0 kr) i cywmnu npwm
25 °C npoTsarom npubnnsHo 12 roavH 3 ogepxaHHsM 3a3HadeHoi B 3aronoBky crnonyku (4,0 kr).

OpepxaHHsa 4-(6,7-0MMeTOKCUXIHONIH-4-inoken)deHinamiHy Po3uunH, wo mMictute dopmiaT Kanito
(5,0 «r), mypawumny kucrnoty (3,0 kr) i Bogy (16,0 kr), gpogasanu Ao cymiwi 6,7-gumeTokcu-4-(4-
HiTpodeHokeu)xiHoniHy (4,0 kr), 10 % nanagito Ha Byrinni (Ha 50 % 3BonoxeHwu Bogoto, 0,4 kr) y
TeTparigpodypaHi (40,0 kr), wo 6yna Harpita go npmbnmsHo 60 °C. [JogaBaHHA MPOBOAUNU TaKUM
UYMHOM, LLO TemnepaTtypa peakuiiHoi cymiwi 3anuwanacs npubnusHo 60 °C. Konu peakuito BBaXxanu
3aKiHYEHO10, FK BU3Ha4YeHo 3 BUkopuctaHHam BPX-ananidy B npoueci (<2 % BuxigHoro matepiany, L0
3anuuaeTbcq, 3BMYanHO 15 rogwH), BMIiCT peaktopa dinbTpyBanu. ®inbTpaT KOHUEHTpyBanu

14

bos @r%w@

F

H H
MO N%(N
o o \©\
0 F



10

15

20

25

30

35

40

45

50

UA 119316 C2

BaKyyMHOIO NeperoHkoo npu npubnumsHo 35 °C 4o NonoBvHM NOro BUXigHOro o6'emy, WO NpuBoAnno
A0 OoCafKeHHs Uboro npoaykty. MNpodykT BuTAranu ineTpyBaHHsaM, npoMmuBanu Bogoto (12,0 «r) i
cywmnu y Bakyymi npu npnbnmsHo 50 °C 3 ogepkaHHSIM 3a3HadeHoi B 3arofioBky crnonyku (3,0 kr).

OpepxaHHs 1-(4-dpTopdeHinkapbamoin)umknonponaHkapooHoBoi kucnotn Tpuetunamid (8,0 kr)
AofdaBanu Jo0 oxornomkeHoro (npubnunsHo 4 °C) po3ynHy KOMEpUiNHO OOCTYNHOI uuMknonponaH-1,1-
ankapboHoBoi kucrotn (2-1, 10,0 kr) y TI® (63,0 kr) nmpu Takin WBMAKOCTI, WO Temnepartypa
3aBaHTaxeHHs He nepesuwyBana 10 °C. Po3unH nepemiwyBanu npotarom npuonunaHo 30 XBUMWH i
notiMm gogasanu TioHinxnopug (9,0 kr), 3 NiATPMMaHHAM TeMnepaTypu 3aBaHTaXeHHsi Hmkye 10 °C.
Konu pogaBsaHHA 3akiHYyBanocs, goaasanu po3yuH 4-cptopadininy (9,0 kr) y TI® (25,0 kr) npwu Takin
LIBMAOKOCTI, O TemnepaTtypa LUbOro 3aBaHTaxeHHs He nepesuwysana 10 °C. Cymiw nepemiwysanu
npotsarom npubnuaHo 4 roguH i notim posbasnanu idonponinavetratom (87,0 kr). Llen posumH
npomMuBanu MNOCNiA4OBHO BOAHMM rigpokcugom HaTtpito (2,0 kr, posdunHeHux y 50,0 n Boawu), Bogoo
(40,0 n) i BogHum xnopmgom Hatpito (10,0 kr, po3unHeHunx y 40,0 n Bogu). OpraHiyHui Lwap
KOHLEHTpYBanu BaKyyMHOI MEPEroHKOK 3 HACTYNMHWUM AOAaBaHHAM renTaHy, WO npuBoguno Ao
oCapKeHHs1 TBepaol pevoBuHu. Lo TBepay peyvyoBUHY BUTAranu LEeHTpudyryBaHHAM i NOTIM CyLLIMN
npv NnpnbnmaHo 35 °C B BakyyMi 3 ogepXaHHAM 3a3Ha4yeHoi B 3aronosky cnonyku (10,0 kr).

OpepxaHHga 1-(4-dbTopdeHinkapbamoin)uuknonponaHkapboHinxnopuay

Oxkcaninxnopug (1,0 Kr) Jopasanu Jo pPO34MHYy 1-(4-
dpTopdeHinkapbamoin)umknonponaHkapboHoBoi kucnotn (2,0 kr) y cymiwi Trd (11 kr) i N, N-
anvetundopmamiagy (OM®; 0,02 kr) npu Takin WBWAOKOCTI, WO Temnepatypa 3aBaHTaXEHHS He
nepesuwysana 30 °C. Lle po3ymH BUKOPUCTOBYBaNu B HACTYMHIW cTagii 6e3 gogatkoBoi 06pobku.

OpepxaHHa  N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-inJokcn}derin)-N-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamigy

Po3uunH 3 nonepenHboi cTagii, o MiCTUTb 1-(4-
dTopheHinkapbamoin)umknonponaHkapboHinxnopua, gogaesanu o cymiwi 4-(6,7-0UMETOKCUXIHOMIH-
4-inokecm)dperinaminy (3,0 kr) i kapboHaTy kanito (4,0 kr) y TI® (27,0 kr) i Bogi (13,0 kr) npu Takin
LWBMAKOCTI, WO TemnepaTtypa 3aBaHTaxeHHs1 He nepeBuwyBana 30 °C. Konu peakuist 3akiH4yBanacs
(3BnyanHo 3a 10 xBunuH), gogasanu Bogy (74,0 kr). Cymiw nepemiwysanu npu 15-30 °C npoTsirom
npubnmaHo 10 roawH, WO NPMBOAMIO OO OCAMKEHHS UbOro npoaykty. [lpogykTt Butsranu
GiNbTpyBaHHSM, MPOMMUBANM NonepeaHbo NPUroToBreHnM posdnHom TI® (11,0 kr) i Bogoto (24,0 kr) i
cywunu npu npubnumaHo 65 °C y Bakyymi NpoTarom npubnusHo 12 roanH 3 ogepkaHHsM 3a3HayeHol B
3arofoBKy Crnonyku (BinbHOi ocHoBw, 5,0 Kr).

'H-AMP (400 My, AMCO-ds): 8 10,2 (c, 1H), 10,05 (c, 1H), 8,4 (c, 1H), 7,8 (m, 2H), 7,65 (M, 2H),
7,5 (¢, 1H), 7,35 (c, 1H), 7,25 (m, 2H), 7,15 (m, 2H), 6,4 (c, 1H), 4,0 (g, 6H), 1,5 (c, 4H), PX/MC:
M+H=502.

OpepxaHHs (L)-manaTtHoi  coni N-4(-{[6,7-6ic(meTnnokcu)xiHoniH-4-inJokcu}deHin)-N-(4-
dpTopheHin)umknonponaH-1,1-aukapbokcamiay

Po3unH L-a6ny4Hoi kucnoTu (2,0 kr) y Bogi (2,0 kr) gogaBanu 4o pO34UHY BiNlbHOT OCHOBM [4-(6,7-
ANMeETOKCUXIHONMIH-4-inokeu )deHinlamia-(4-dTopdeHin)amigy umknonponaH-1,1-aukapboHoBoi
kucnotu (1-5, 5,0 kr) y eTaHoni, NigTpyMyloun TemnepaTtypy 3aBaHTaKeHHs npu npubnusHo 25 °C.
Motim pogasanu Byrinnsa (0,5 kr) i Tion-giokena kpemHito (0,1 kr) i ogepxaHy cymiw HarpiBanu Jo
TemnepaTtypu npubnusHo 78 °C i B ue MoMeHT gogasanu Bogy (6,0 kr). MNoTim peakuiiHy cymil
inbTpyBanu 3 HaCTyNHUM gogasBaHHsM izonponaHony (38,0 kr) i gaBanu in 0OXonoHyTK Ao NPUBNN3HO
25 °C. MNpoaykt BuTdaranu QinbTpyBaHHAM, npomuBanu izonponaHonom (20,0 kr) i cywwunv npwm
npunbnusHo 65 °C 3 ogep)kaHHAM 3a3HayeHoi B 3aronosky crnonyku (5,0 kr).

Mpuknag 1B

OpepxaHHa  N-(4-{[6,7-6ic(meTunokcn)xiHoniH-4-inJokcun}deHin)-N'-(4-dpTopdeHin(umknonponaH-
1,1-gukap6okcamigy i noro (L)-manaTHoi coni

IHWKMA  cMHTETWYHWMIA  cnocib, Sk BUMKOpMcTOBYBanu  gnsa  ogepkaHHa  N-(4-{[6,7-
Bic(meTunokcm)xiHonin-4-inJokcu} deHin) -N'-(4-pTopheHrin)umknonponaH-1,1-gukapbokcamigy i noro
(L)-manaTHoi coni, 306paxeHnii Ha Cxemi 2:

CXEMA 2
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OpepxaHHs 4-xnop-6,7-aAMMeTOKCUXIHOIIHY

Peaktop 3aBaHTaxyBanu MNocnigoBHO 6,7-guMeToKcuxiHomMiH-4-onom (47,0 kr) i aueToHiTpunom
(318,8 «r). OgepxaHy cymiw HarpiBanu go npubnusHo 60 °C i gogasanu okcuxnopua docdopy
(POCI3, 130,6 «r). MNicna gogasaHHsa POCI; Temnepatypy ui€i peakuinHoi cymili nigBuwysanu go
npmbnumaHo 77 °C. Peakuilo BBaxanu 3aBepLueHo (npnbnusHo 13 roauH), konu 3anuwanocs <3 %
BUXiAHOro Martepiany (BignoBigHO [0 aHanisy BUCOKOE(EKTMBHOK PiAMHHOK Xpomartorpadieto
[HPLC] y npoueci). Lo peakuinHy cymiw oxonomkysanu go npubnusHo 2-1 °C i notim racunu 3
BUKOPUCTaHHSAM OXONOAXXEHOro po3unHy guxnopmetaHy (OXM, 482,8 kr), 26 % NH,OH (251,3 «r) i
Boau (900 n). OpepxaHy cymiw HarpiBanu go npubnuaHo 20-25 °C i dasm posginanu. OpraHiyny
dazy odinbTpyBanu yepes wap AW hyflo super-eel NF (uenit; 5,4 «r) i uer ginbTpyrounin wap
npomuBanu OXM (118,9 kr). O6'egHaHy opraHiyHy a3y npomMuBany CoflboBMM PO34MHOM (282,9 kr) i
3mMiwyBanu 3 sogoto (120 n). Ui cpasm pos3ginanu i opraniyHy ¢asy KOHUEHTpyBanu BaKyyMHO
NeperoHKo 3 BuAaneHHAM po3yuHHMKa (NpubnmaHo 95 n ob'emy, wo 3anuwmeca). AXM (686,5 «r)
3aBaHTaXxyBanu B peakTop, L0 MICTUTb OpraHiyHy dasy, i KOHLEHTPYBanu BakyyMHOK NEPEroHKo 3
BUAANEHHAM po34vmHHKKa (npnbnusHo 90 n ob'emy, wo 3anuwmecs). [oTiv 3aBaHTaxyBanu mMeTurn-
TpeT-6yTunosun edip (MTBE, 226,0 kr) i Temnepatypy uiei cymiwi kopektyBanu 3 -20 go -25 °C i
nigTpumyBanuM npotsarom 2,5 roawH, WO nNpvBOAMIO OO TBEPAOro ocagy, SKUA  MOTiM
BigdinbTpOBYBanu i npommuBanu H-rentaHom (92,0 kr), i cywmnm Ha ¢inbTpi npu npubnusHo 25 °C B
aTmocdepi a3oTy 3 ogepKaHHAM 3a3Ha4YeHOI B 3arofioBKy crnonyku (35,6 «kr).

OpepxaHHs 4-(6,7-AMMeTOKCUMXIHONIH-4-inoKcu)deHinamiHy

4-AmiHodbeHon (24,4 xr), posdnHeHun y N, N'-aumetunnauetamigi (DMA, 184,3 kr), 3aBaHTaxyBanu
B peakTop, Lo MicTUTb 4-xnop-6,7-gumeTokcuxiHoniH (35,3 kr), HaTpin-TpeT-6yTokeung (21,4 kr) i DMA
(167,2 «r), npu 20-25 °C. MoTim yto cymiw Harpisanu go 100-105 °C npotsirom npubnusHo 13 roguH.
Micna 3aBeplUeHHs peakLil, Wo BU3HAYaAETbCH 3 BUKOpUCTaHHAM BPX-aHanizy B npoueci (<2 %
BUXiAHOrO Matepiany, WO 3anumMBCSH), BMICT peakTopa oxonomxkyesanu npu 15-20°C i
3aBaHTaxyBanu Bopgy (nonepegHbo OXOnomkeHy, 2-7 °C, 587 n) npwu WBMAKOCTI, AOCTATHIN Ans
nigTpumanHsa Temnepatypyu 15-30 °C. OpgepkaHun ocap TBepAoi peyoBuHM BigdinbTpoByBanu,
npommBanu cymiwwio Boau (47 n) i OMA (89,1 «r) i HapewTi Bogow (214 n). [MoTim uen
GinbTpyBanbHU ocag cywmnu npy npubnusHo 25 °C Ha inbTpi 3 ogepxaHHAM HeouUweHoro 4-
(6,7-anmeToKCHXiHOMIH-4-inokcm)deHinaminy (59,4 kr cupoi macu, 41,6 Kr cyxoi macu, po3paxoBaHoi
Ha LOD). HeounweHwnii 4-(6,7-AMMETOKCMXIHOMIH-4-inoKeu)dbeHinamiH Harpisany B Konbi 3i 3BOPOTHUM
xonoaunbHukom (npubnusHo 75 °C) y cymiwi 3 Tetparigpodyparom (TIrd, 211,4 «r) i AMA (108,8 «r)
npotsarom npubnusHo 1 road. i notim oxonomkysanu o 0-5°C i nigaaBanu CTapiHHIO MPOTArom
npubnmaHo 1 rogd., nicns 4oro TBepay peyoBuHy inbTpysBanu, npomueanu TI® (147,6 kr) i cywmnm
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Ha inbTpi B Bakyymi npu npubnusHo 25°C 3 ogepxaHHaM 4-(6,7-O0MMETOKCUXIHOMIH-4-
inokcun)dbeHinaminy (34,0 kr).

OpepxaHHs 1-(4-pTopdheHinkapbamoin)umknonponaHkapboHOBOT KUCNOTH

Tpuetnnamin (19,5 kr) gogaBanu 4o oxonomkeHoro (npubnusHo 5 °C) po3umHy umknonponaH-1,1-
ankapboHoBoi kucrotn (24,7 kr) y TId® (89,6 kr) npwu Takih WBMAKOCTI, WO TemnepaTypa
3aBaHTaXeHHs He nepesuwyBana 5 °C. Po3umH nepemiwyBanu npotarom npubnusHo 1,3 rog. i notim
aodaBanu TioHinxnopug (23,1 kr), nigTpumyoun TemnepaTypy 3aBaHTaxeHHs1 Hwkye 10 °C. Micnsa
3aBEepLUEHHsT JOOABaHHs, LUeW PO34YuH nepeMilyBanu npoTsaroMm npubnusHo 4 rod., NigTPUMYyHYM
Temnepatypy Hwxye 10 °C. lNoTim gogaBanu posyunH 4-cptopaniniHy (18,0 kr) y TI® (33,1 kr) npu
Takii LWBMOKOCTI, WO Temnepatypa 3aBaHTaxeHHs He nepesuwysana 10°C. Lo cymiw
nepemiwysanu npotarom npubnuaHo 10 roamH, nicnsa 4Yoro L peakuito BBaxanu 3aBepLueHoto. [oTim
L0 peakuinHy cymiw posbasnsanu isonponinaueratom (218,1 kr). Lien po3ynH npomusanu nocnigoBHO
BoaHWUM rigpokcmuaom Hatpito (10,4 kr, 50 % posuvHeHum y 119 n Boaum), 4O4ATKOBO po3basnsanu
Bogoto (415 n), notim 3HoBY Bogoto (100 n) i HapewTi BOAHUM po3vMHOM xnopuay Hatpito (20,0 «r,
po3umHeHum y 100 n Bogmn). OpraHivyHUn po3vnH KOHLIEHTPYBAnW BakyyMHO neperoHkot (06'em, Lo
sanuwmecs, 100 n) Hwkye 40 °C 3 HacTyNMHUM AodaBaHHAM H-rentany (171,4 kr), wo npuBoguno oo
OCa)KeHHs1 TBepAoi peyoBuHW. Lo TBepay peyvoBuHY BUTSArann inbTpyBaHHSAM i NpoMuMBann H-
rentTaHom (102,4 Kr) 3 OAepXXaHHAM cupoi HeouunLLEeHOT 1-(4-
dpTopdeHinkapbamoin)uuknonponaHkapboHOBOI  KMCMOTK (29,0 Kr). HeounieHy 1-(4-
dTOpheHinkap6amoin)uMKNonponaHoBy KUCNOTY PO34nHSANM B meTaHoni (139,7 kr) npy npubnmsHo
25°C 3 HacTynHum pgogaBaHHAM Boau (320 n), Wwo npuvBoAMNO [0 CyCrneHsii, sKy BuTaranm
inbTpyBaHHAM, npoMmBany nocnigosHo Bogot (20 n) i H-rentaHom (103,1 kr) i NOTIM Cywmnun Ha
GinbTpi Npu NpnbnusHo 25 °C B aTmocdepi asoTy 3 ogepkaHHAM 3a3Ha4YeHoi B 3arofioBKy CromMyKu
(25,4 «r).

OpepxaHHsa 1-(4-dTopdeHinkapbamoin)uuknonponaHkapboHinxnopuay

Okcaninxnopug (12,6 kr) gogaBanv o po3dnHy 1-(4-dTopdeHinkapbamoin)umknonponaHoBoi
kncnotn (22,8 kr) B cymiwi TIr® (96,1 kr) i N, N-gumetundopmamigy (OMP; 0,23 kr) npu Takin
LUBUAKOCTI, L0 TeMNnepaTypa 3aBaHTaXeHHs He nepeBuulyBana 25 °C. Llein po34mH BUKOPUCTOBYBANU
B HAcCTyMHi cTagii 6e3 gogaTkoBoi 06pobKu.

OpepxaHHa [4-(6,7-OMMeTOKCUXIHONIH-4-inoken)deHrinlamig-(4-prTopdeHin)-amigy LmMknonponaH-
1,1-amkapboHOBOI KUCNOTH

Po3uuH 3 nonepeaHLOl cragii, Lo MICTUTb 1-(4-dproppeHrinkapbamoin)-
uuknonponaHkapboHinxnopva, gogasanu 40 cymiwi  cnonykn  4-(6,7-0UMETOKCUXiHONMIH-4-
inokcun)dbeHinaminy (23,5 kr) i kapboHaty kanito (31,9 kr) B TI® (245,7 «kr) i Boai (116 n) npu Takin
LWBKAKOCTI, WO TemnepaTypa 3aBaHTaxeHHs He nepesuwysana 30 °C. [llicns 3aseplueHHs Ui€l
peakuii (npnbnusHo 3a 20 xBunvH) gogasanu Bogy (653 n). Lo cymiw nepemiwysanu npu 20-25 °C
npoTaroMm npubnuaHo 10 roguH, WO MPUBOAMIIO A0 OCaKeHHHA Lboro npoAykty. Llen npogykrt
BUTAryBanu inbTpyBaHHAM, npomMuBanu nonepeaHb0 MpUroToBaHMM posvuHoM TId (68,6 kr) i
BOAOW (256 n) i cywmnm cnovaTky Ha QinbTpi B aTMocdepi a3oTy npu npubnmaHo 25 °C i noTtim npu
npubnuaHo 45 °C y BaKyymi 3 ofepXaHHAM BKa3aHoi B 3aronoBky crnonyku (41,0 kr, 38,1 kr, sk
po3paxoBaHo Ha ocHosi LOD).

OpaeprkaHHs (L)-manaTHoi coni [4-(6,7-onmeTOKCUXiIHOMIH-4-inokeu )dbeHin]-amig-(4-
dpTopdeHin)amigy umknonponaH-1,1-ankapboHOBOI KNCNOTK
[4-(6,7-OAnmeTOKCMXiHOMIH-4-inokcn)deHin]amia-(4-dTopdeHin)amia uuknonponax-1,1-

AvkapboHoBoi kucnotu (1-5, 13,3 kr), L-abnyyHy kncnoty (4,96 kr), metnnetunketoH (MEK; 188,6 kr) i
Boay (37,3 kr) 3aBaHTaKyBanu B peakTop i LI CyMill HarpiBanu i3 3BOPOTHVMM XONOAWUIbHUKOM
(npnbnmnsHo 74 °C) npotsarom npubnusHo 2 rog. TemnepaTypy peaktopa 3meHwysanu 0o 50-55 °C i
BMIiCT peaktopa oinbTpyBanu. Lli nocnigosHi ctagii, onucaHi Bulie, NMOBTOpOBanuM LWe ABa pasw,
NnoYmMHalumM 3i CXOXMX Kinbkocten (1-5, 13,3 kr), L-abny4Hoi kucnotu (4,96 kr), MEK (198,6 kr) i Bogu
(37,2 xr). O6'egHaHMi binbTpaT cywnnyM a3eoTPONHO NpU aTMOCHEPHOMY TUCKY 3 BUKOPUCTAHHSIM
MEK (1133,2 «kr) (npubnusuuin o6'em, wo sanuwmecs, 711n; KF<0,5 % m/m) npu npnbnusHo 74 °C.
Temnepatypy BMIiCTy peakTtopa 3meHwyBanu o 20-25 °C i nigtpumyBanu npoTsirom npubnusHo 4
roauvH, Lo MpuMBOAUIIO OO0 TBepOoro ocagy, skum BiadinetpoByBanu, npomusanu MEK (448 «r) i
cywmnu y Bakyymi npu 50 °C 3 ogepxaHHAM BKa3aHoi B 3arofioBky cronyku (45,5 kr).

MPUKIIAL 2

BeegeHHs Crornyku N-(4-{[6,7-6ic(MeTnnokcm)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTOopheHin)umknonponaH-1,1-gukapbokcamigy nig Yac ogHovacHoi dhasu navieHTam

Mpuknag 2A: N-(4-{[6,7-6ic(meTunokcu)xiHoniH-4-injJokcu}deHrin)-N'-(4-dbTopdeHin)umknonponax-
1,1-gukapbokcamig BBOAATb Ha noyaTKy 6-7-TwxkHeBOI ogHo4dacHoi hasm RT i TMZ. Hdeski nauieHTn,
AKi MarTb MyTauito B npomoTopi MIMT, ge myTtoBaHun npomoTtop MIMT € HemeTunosaHuUm
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NpoOMOTOPOM, MOXYTb He ogepxysatm TMZ i 3amictb uboro ogepxywTb N-(4-{[6,7-
bic(meTnnokcn)xiHoniH-4-inJokcn}  deHin)-N'-(4-dbTopdeHin)umknonponan-1,1-aukapbokcamia Sk
€anHunm areHT B koMOiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}dpeHin)-1N'-(4-
dTOopheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SIK  €OMHUI  MepopanbHUA  areHT, LWo
HapaeTbcs y BUmsAgi go3 25 mr i 100 mr (ski MOXyTb 3HaxoAMTUCH B Kancynax abo Ttabnetkax). 3a
uieto ogHoyacHot asow ige dasa crnokoto, ska Oyae NpogoBXyBaTUCH NPOTArOM MNpubnuaHo 4
TWxHiB. TMZ, konu BiH BBOAMTbLCS, HagaeTbca y Burnsaai os 5, 20, 100, 250, 140 i 180 mr (ski MOXyTb
3HaxXoAMTUCS B Kancyrnax abo TabneTtkax). Y iHWOMY BapiaHTi 34iNCHEHHsA, nodaTkoBa gosa TMZ
AopiBHIOE 75 Mr/M?/geHb 3 opHouvacHol RT npoTaroMm 6 TWKHIB. [Na uinen uiei naTeHTHOI 3asBKMy,
TEPMIH "™ CTOCYETbCA MMOLLi NMOBEPXHi Tina, WO BUMIPIOETLCA B KBagpaTHMX MeTpax. [MauieHTu
ogepxyTb RT, fdka cknagaetbca 3 pPakUiHOrO NOKanbHOrO OMPOMIHEHHS, WO BBOAMTLCA 3
BUKOpUCTaHHAM 1,8-2 Gy Ha dpakLito, OOUH pa3 Ha AeHb NPOTAroM 5 AHIB HA TWXAEHb, NPOTArom 6-7
TWXHIB, 3 o4epXXaHHAM 3aranbHoi Josn o 60 Gy.

Mpuknag 2B: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcm}eHin)-N-(4-dpTopdeHin)umnknonponaH-
1,1-gukapbokcamig BBOAATbL Ha noyaTKy 6-7-TxKHeBOI ogHovacHoi dasn RT i TMZ. Hdeski nauieHTn,
AKi MarTb MyTauito B npomoTopi MIMT, ge myTtoBaHun npomoTtop MIMT € HemeTunosaHum
NnPoOMOTOPOM, MOXYTb He ogepxyBatm TMZ | 3amictb uboro ogepxytoTb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}deHin)-N-(4-pTopdeHin)umnknonponaH-1,1-gukapbokcamia SK
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcuydeHin)-N'-(4-
dTOopdheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SIK  €OMHUI  MepopanbHUA  areHT, LWo
HagaeTbcAa B go3ax 25 Mr (dki MOXyTb 3HaxoguTucs B Kancynax abo Tabnetkax). 3a uieto
ofHoyacHow pasoro ige drasa cnokor, sika byge NpPogoBXKyBaTUCA NPOTATOM MPUBMN3HO 4 TUXHIB.
TMZ, kxonu BiH BBOAWTBLCS, HAAAETLCA Yy BUMMSAI 403 5 Mr (AKi MOXYTb 3HaxXoQUTUCS B Kancynax abo
Tabnetkax). MNauieHTn ogepxytoTb RT, ska cknagaeTbca 3 pakuifnHOro NokanbHOro ONPOMIHEHHS,
Wo BBOAUTLCHA 3 BuKOpuCTaHHaM 1,8-2 Gy Ha dpakuilo, oanH pa3 Ha AeHb NpoTarom 5 AHiB Ha
TWXAOEHb, MPOTAroM 6-7 TUXHIB, 3 o4epXKaHHAM 3aranbHoi gosun oo 60 Gy.

Mpuknag 2C: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}cpeHin)-N'-(4-dpTopdeHin)umnknonponaH-
1,1-gukapbokcamia BBOAATb Ha noyaTKy 6-7-TuxkHeBOI ogHovacHoi dhasu RT i TMZ. Heski nauieHTn,
AKi MarTb MyTauito B npomoTtopi MIMT, pe mytoBaHun npomotop MIMT € HemeTunoBaHum
NPoOMOTOPOM, MOXYTb He ogepxysath TMZ i 3amictb uboro ogepxytoTs N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}deHin)-N'-(4-pTopdeHin)umknonponaH-1,1-aukapbokcamig SK
eanHun  areHt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTunokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponaH-1,1-gukapbokcamia BBOAATb SK  €OMHMA  NepopanbHUW  areHT, LWo
HagaeTbca B go3ax 50 Mr (dki MOXyTb 3HaxoguTucs B Kancynax abo Tabnetkax). 3a uieto
ofHouacHot pasoto ige drasa crnokor, sika byge NpPoaoBXKyBaTUCS MPOTAroM NPUOAN3HO 4 TUXKHIB.
TMZ, konu BiH BBOAUTbLCS, HAAAETLCA Y BUMNAAI 403 5 Mr (SKi MOXYTb 3HaxXoAMTUCA B kancynax abo
Tabnetkax). MNauieHTn ogepxytoTb RT, ska cknagaeTbca 3 pakuUifnHOro NokanbHOro ONPOMIHEHHS,
Lo BBOAUTLCA 3 BUKOPUCTaHHAM 1,8-2 Gy Ha dpakuilo, oauH pas Ha AeHb MpoTAroMm 5 AHiB Ha
TWXOEHb, NPOTAroM 6-7 TUXHIB, 3 ogepXKaHHAM 3aranbHoi Josn o 60 Gy.

Mpuknag 2D: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}cpeHrin)-N'-(4-dTopdeHin)umnknonponaH-
1,1-gukapbokcamia BBOAATL Ha Mo4YaTKy 6-7-TMXKHEBOI ogHodacHo! da3u RT i TMZ. Oesdki nauieHTn,
aki mMaTb MyTauito B npomotopi MIMT, ge mytoBaHuin npomoTtop MIMT € HemeTunoBaHUM
NPOMOTOPOM, MOXYTb He ogepxyBatu TMZ i 3amictb upboro ogepxytoTtb] N-(4-{[6,7-
Oic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponaH-1,1-aukapbokcamig AK
eanHun  areHT B KombGiHauii 3 RT. N-[-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTOopdheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SIK  €OMHUM  MepoparnbHUA  areHT, Lo
HagaeTbca B fo3ax 75 Mr (ski MOXyTb 3HaxoguTucs B kKancynax abo Tabnetkax). 3a uieto
OfHO4YacHo (ha3or ige dasa Crnokow, sika Oyae NpoaoBXyBaTUCHA NMPOTSAroM NPUONM3HO 4 TUXKHIB.
TMZ, konu BiH BBOAWTLCS, HaAAETbCA Yy BUrMAAI 403 5 Mr (SKi MOXYTb 3HaxXoAMTUCs B Kancynax abo
Tabnetkax). MauieHTn ogepxytoTb RT, WO cknagaetTbes 3 pakuinHOro nokKaribHOro ONPOMIHEHHS 3
BUKOpUcTaHHAM 1,8-2 Gy Ha dpakLito, OOUH pa3 Ha AeHb NPOTAroM 5 AHIB Ha TWXAEHb, NPOTArom 6-7
TUXHIB, 3 oepXXaHHAM 3aranbHoi Josn o 60 Gy.

Mpuknag 2E: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injJokcn}dperin)-N'-(4-dTopdeHin)umknonponaH-
1,1-gukapbokcamia BBOAATH Ha Mo4YaTKy 6-7-TMXKHEBOi ogHovacHo! ha3u RT i TMZ. Jeski nauieHTn,
aKki maTb MyTauilo B npomotopi MIMT, ge mytoBaHun npomoTtop MIMT € HemeTunosBaHuM
NpOMOTOPOM, MOXYTb He ogepxyBatm TMZ i 3amictb uboro ogepxywTb N-(4-{[6,7-
Oic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-aukapbokcamig AK
€eanHnun areHT B koMOiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}dpeHin)-N'-(4-
dTopheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SIK  €OMHUI  MepopanbHUA  areHT, Lo
HapaeTbcsa B fosax 25 mr i 100 Mr (ski MOXyTb 3HaxoAUTUCS B kancynax abo tabnetkax). 3a uieto
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ofiHOYacHow hasolo iae asa cnokoto, ska dyae NpoaoBXKyBaTUCHA NPOTAroM NPUBNN3HO 4 TUXKHIB.
TMZ, kxonu BiH BBOAUTLCS, HAAAETbCA Yy BUMAAI 403 5 Mr (AKi MOXYTb 3HaxoauTuCs B kancynax abo
Tabnetkax). lNMauieHTn ogepxyoTb RT, sika cknagaeTbcs 3 PPaAKLIHOrO FIOKanbHOrO OMPOMIHEHHS 3
BUKOpPUCTaHHAM 1,8-2 Gy Ha dopakLUito, OOUH pa3 Ha OeHb MNPOTAroM 5 OHIB Ha TWXXAEHb, NPOTArom 6-7
TWXHIB, 3 o4epXaHHSAM 3aranbHoi gosu go 60 Gy.

Mpuknag 2F: N-(4-{[6,7-6ic(meTunokcu)xiHoniH-4-injokcu}deHrin)-N'-(4-dTopdeHin)umknonponax-
1,1-gukapbokcamig BBOAATbL Ha noyaTKy 6-7-TxkHeBOi ogHovacHoi dhasn RT i TMZ. Hdeski nauieHTn,
AKi MarTb MyTauito B npomoTopi MIMT, ge myTtoBaHun npomoTtop MIMT € HemeTunosaHuUm
NPOMOTOPOM, MOXYTb He ogepxyBatmh TMZ i 3amictb uboro ogepxytoTs N-(4-{[6,7-
Bic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cpTopdeHin)umnknonponaH-1,1-aukapbokcamig AK
eavHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopheHin)umknonponaH-1,1-ankapbokcamin BBOAATb SK  €OMHUN  NEepopanbHUA  areHT, Lo
Hagaetbca B gosax 100 mr (ski MOXyTb 3HaxoguTuca B Kancynax abo Tabnetkax). 3a uieto
OoZiHOYacHoO has3olo iae gasa Cnokoto, sika dyae NpoaoBXKyBaTUCHA NPOTSAroM NPUBNM3HO 4 TUXKHIB.
TMZ, konu BiH BBOAUTbLCS, HagaeTbesa y BUrnsagi Ao3 20 Mr (ski MOXyTb 3HaxXoguTUCs B Kancynax abo
Tabnetkax). MNauieHTn ogepxyoTb RT, sika cknagaetbcsl 3 PPakUinHOro NoKarbHOro ONpPOMIHEHHS 3
BUKOpUCTaHHAM 1,8-2 Gy Ha dopakLUito, OOUH pa3 Ha AeHb NPOTArom 5 OHIB Ha TWXKAEHb, NPOTArom 6-7
TWXHIB, 3 oQepXaHHSAM 3aranbHoi go3n go 60 Gy.

Mpuknag 2G: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}cpeHin)-N'-(4-dpTopdeHin)umnknonponaH-
1,1-gukapbokcamia BBOAATb Ha noyaTKy 6-7-TuxkHeBOI ogHovacHoi dhasu RT i TMZ. Heski nauieHTn,
Aki MalTb MyTauito B npomotopi MIMT, ge mytosBaHunm npomotop MIMT € HemeTMnoBaHum
NpoOMOTOPOM, MOXYTb He ogepxysatm TMZ i 3amictb uboro ogepxywTb N-(4-{[6,7-
Bic(meTunokcm)xiHonin-4-inJokcu}dpenin)-N'-(4-dpropderin)umknonponaH-1,1-gukapbokcamig AK
eanHun  areHt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcuydeHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamia BBOAATb SK  €4AMHMA  NepopanbHUMW  areHT, LWo
HagaeTbca B po3ax 50 Mr (aki MOXyTb 3HaxoguTucst B Kancynax abo Tabnetkax). 3a uieto
ofHouacHot pasoto ige dpasa crnokor, sika byge NPoJoBXKYBATUCS MPOTSAroM NPUOM3HO 4 TUXKHIB.
TMZ, Konu BiH BBOAMTBCS, HAgaeTbea y BArMAAI 8o3 20 Mr (ki MOXYTb 3HaXoguTUCS B Kancynax abo
Tabnetkax). MNMauieHTn ogepxyoTb RT, sika cknagaeTbcsl 3 PPaKUinHOro NoKarbHOro ONPOMIHEHHS 3
BUKOpUcTaHHAM 1,8-2 Gy Ha dpakLito, OOUH pa3 Ha AeHb NPOTArom 5 AHIB Ha TWXAEHb, NPOTArom 6-7
TUXHIB, 3 ofepXXaHHAM 3aranbHoi Josn o 60 Gy.

Mpuknag 2H: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}perin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamin BBOAATbE Ha NoyaTKy 6-7-TxKHEBOI ofHovacHoi hasm RT i TMZ. Odeski nauieHTn,
AaKki maroTb MyTauilo B npomotopi MIMT, pe mytoBaHun npomoTtop MIMT € HemeTunosBaHum
NpOMOTOPOM, MOXYTb He ogepxysatm TMZ i 3amictb uboro ogepxywTb N-(4-{[6,7-
Bic(meTunokcm)xiHoniH-4-inJokcu}dpeHin)-N'-(4-dpropdeHin)umknonponaH-1,1-gukapbokcamia AK
eanHun  areHt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamia BBOAATb SK  €OMHWMIA  NepopanbHUMW  areHT, Lo
HagaeTbcAa B Ao3ax 75 Mr (dki MOXyTb 3HaxoguTucsa B Kancynax abo Tabnetkax). 3a uieto
ofHoyacHot pasoto ige dpasa cnokor, sika byge NPoJOBXKYBaTUCA NMPOTATOM NPUONU3HO 4 TUXHIB.
TMZ, konu BiH BBOAMTBCS, HAOaeTbea y BAMMAAI 8o3 20 Mr (ki MOXYTb 3HAaXoguTUCS B Kancynax abo
Tabnetkax). MNMauieHTn ogepxyoTb RT, sika cknagaeTbcs 3 PPaKUinHOIO NOKanbHOIO ONPOMIHEHHS 3
BUKOpPUCTaHHAM 1,8-2 Gy Ha dpakLUito, OOUH pa3 Ha AeHb NPOTAroM 5 OHIB Ha TWXAEHb, NPOTArom 6-7
TWXHIB, 3 04epXXaHHAM 3aranbHoi Josu o 60 Gy.

Mpuknag 21: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}peHnin)-N'-(4-dpTopdeHin)umnknonponaH-
1,1-gukapbokcamig BBOAATE Ha NoyaTKy 6-7-TKHEBOI ogHovacHoi dasn RT i TMZ. Hdesiki nauieHTn,
aKki marTb MyTauilo B npomotopi MIMT, ge mytoBaHun npomoTtop MIMT € HemeTunoBaHuM
NpOMOTOPOM, MOXYTb He ogepxyBatm TMZ i 3amictb uboro ogepxywTb N-(4-{[6,7-
Bic(meTunokcm)xiHonin-4-inJokcu}cpeHin)-N'-(4-pTopdeHin)umknonponaH-1,1-gukapbokcamig SK
€avHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamis BBOAATb SK  €AMHUMIA  NepopanbHUM - areHT, Lo
HagaeTbes B go3ax 25 mr i 100 mr (ki MOXyTb 3HaxogouTucst B Karncynax abo tabnetkax). 3a uieto
ofHo4acHot pasoto ige dasa crnokoto, sika byge NPoOJOBXKYBaTUCA NPOTATOM NPUGNU3HO 4 TUXHIB.
TMZ, konu BiH BBOAWTLCS, HAOaeTbes y BArMAAi 4o3 20 Mr (ki MOXYTb 3HAaX04MTUCA B Kancynax abo
Tabnetkax). MNMauieHTn ogepxyoTb RT, sika cknagaetTbcs 3 PaAKLiHOrO FIOKaNbHOrO OMPOMIHEHHS 3
BUKOPUCTaHHAM 1,8-2 Gy Ha dopakLUito, OOUH pa3 Ha OeHb MPOTAroM 5 OHIB Ha TWXXAEHb, NPOTArom 6-7
TWXHIB, 3 0epXXaHHAM 3aranbHoi gosu o 60 Gy.

Mpuknag 2J: N-(4-{[6,7-6ic(meTunokcu)xiHoniH-4-injJokcu}deHrin)-N'-(4-dTopdeHin)umknonponax-
1,1-gukapbokcamig BBOAATbL Ha noyaTKy 6-7-TwKHeBOI ogHovacHoi dasn RT i TMZ. Hdesiki nauieHTn,
AKi MarTb MyTauito B npomoTopi MIMT, ge myTtoBaHun npomoTtop MIMT € HemeTunosaHuUm
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NpoOMOTOPOM, MOXYTb He ogepxysatm TMZ i 3amictb uboro ogepxywTb N-(4-{[6,7-
Bic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cpTopdeHin)umnknonponaH-1,1-aukapbokcamig AK
€anHnn  areHT B koMmOiHauii 3 RT. N-(4-{[6,7-0ic(meTnnokcn)xiHoniH-4-inJokcu}dpeHin)-N'-(4-
dTOopheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SIK  €OMHUI  MepopanbHUA  areHT, Lo
HapgaeTbca B pgo3ax 100 mr (siki MOXYTb 3HaxoguTuca B Kancynax abo Ttabnetkax). 3a uieto
ofHoyacHot pasoro ige dpasa crnokor, sika byge NpPoJoBXKyBaTUCA NPOTATOM MPUONU3HO 4 TUXHIB.
TMZ, konu BiH BBOAUTbLCS, HAQaeTbesa y BUrNagi Ao3 20 Mr (ski MOXyTb 3HaXoguTUCS B Kancynax abo
Tabnetkax). lNMauieHTn ogepxyoTb RT, sika cknagaeTbcs 3 PaKLiHOrO FIOKanbHOrO OMPOMIHEHHS 3
BUKOpUCTaHHAM 1,8-2 Gy Ha dpakLito, OOUH pa3 Ha AeHb NPOTAroM 5 AHIB HA TWXAEHb, NPOTArom 6-7
TWXHIB, 3 o4epXXaHHAM 3aranbHoi Josu o 60 Gy.

Mpuknag 2K N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcu}perin)-N'-(4-dpTopdeHin)umnknonponaH-
1,1-gukapbokcamig BBOAATb Ha noyaTKy 6-7-TvkHeBOI ogHovacHoi asu RT i TMZ. Jdeski nauieHTn,
aki mMaTb MyTauilo B npomotopi MIMT, ge mytoBaHun npomotop MIMT € HemeTuMnoBaHuM
nNpPoOMOTOPOM, MOXYTb He ogepxyBath TMZ i 3amictb uboro ogepxytoTs N-(4-{[6,7-
Oic(meTnnokcn)xiHoniH-4-inJokcn}deHin-N'-(4-dpTopdeHin)umknonponan-1,1-gukapbokcamis SK
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTunokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamia BBOAATb SK  €OWMHWMA  NepopanbHUMW  areHT, Lo
HagaeTbcA B Ao3ax 25 Mr (aki MOXyTb 3HaxoguTucss B Kancynax abo Tabnetkax). 3a uieto
ofHouacHot pasoto ige dpasa crnokow, sika byge NPoJOBXKYBaTUCS MPOTSAroM NPUOM3HO 4 TUXKHIB.
TMZ, xonu BiH BBOAUTbLCSA, HagaeTbes y BUrnaai A4o3 100 Mr (siki MOXYTb 3HaxoauTUCs B Kancynax abo
Tabnetkax). MNauieHTn ogepxyoTb RT, saKka cknagaetbcs 3 PPakUinHOro foKarnbHOro ONPOMIHEHHS 3
BuKopucTaHHaMm 1,8-2 Gy Ha dpakuito, oauH pa3 Ha AeHb NPOTAroM 5 AHIB HA TUXAEHb, NPOTAroM 6-7
TWXHIB, 3 0QepXXaHHAM 3aranbHoi gosmn go 60 Gy.

Mpuknag 2L: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}penin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamin BBOAATbE Ha noyaTKy 6-7-TvxkHeBOI ogHovacHoi hasm RT i TMZ. Odeski nauieHTn,
AKi MarTb MyTauito B npomoTtopi MIMT, ge myTtoBaHun npomoTtop MIMT € HemeTunosaHum
NnPoOMOTOPOM, MOXYTb He ogepxyBatm TMZ | 3amictb uboro ogepxyoTb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}dpeHin)-N'-(4-pTopdeHin)umknonponaH-1,1-gukapbokcamia fK
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnunokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamia BBOAATb SK  €AMHWMIA  NepopanbHUMW - areHT, Lo
HagaeTbca B go3ax 50 Mr (aki MOXyTb 3HaxoguTucsa B Kancynax abo Tabnetkax). 3a uieto
ofHouacHot pasoro ige drasa crnokoro, sika byge NpPoJoBXKyBaTUCA NPOTATOM MPUBMN3HO 4 TUXHIB.
TMZ, xonu BiH BBOOUTBLCA, HajaeTbes y Burnagi Ao3 100 Mr (ki MOXYTb 3HaxoauTucs B kancynax abo
Tabnetkax). MNMauieHTn ogepxytoTb RT, Wo cknagaetbcsa 3 hpakuUinHOro fiokansHOro ONPOMiHEHHS 3
BUKOpPUCTaHHAM 1,8-2 Gy Ha dpakLUito, OOUH pa3 Ha AeHb NPOTAroM 5 OHIB Ha TWXAEHb, NPOTArom 6-7
TWXHIB, 3 04epXXaHHAM 3aranbHoi gosun go 60 Gy.

Mpuknag 2M: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}peHrin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamia BBOAATL Ha Mo4YaTKy 6-7-TMXKHEBOiI ogHovacHo! a3u RT i TMZ. Jeski nauieHTn,
AaKki mMaTb MyTauilo B npomotopi MIMT, ge mytoBaHuin npomoTtop MIMT € HemeTunoBaHUM
NPoOMOTOPOM, MOXYTb He ogepxysath TMZ i 3amictb uboro ogepxytoTs N-(4-{[6,7-
bic(meTunokcm)xiHonin-4-inJokcu}dpeHin)-N'-(4-pTopdeHin)umknonponaH-1,1-aukapbokcamig SK
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponaH-1,1-gukapbokcamia BBOAATb SK  €OMHMA  NepopanbHUW  areHT, LWo
HagaeTbca B fo3ax 75 Mr (ski MOXyTb 3HaxoguTucs B Kancyrnax abo Tabnetkax). 3a uieto
OfHO4YacHo ha3or ige dasa Crnokow, sika Oyae NpoaoBXyBaTUCHA NMPOTSAroM NPUONM3HO 4 TUXKHIB.
TMZ, xonu BiH BBOOUTBLCA, HajaeTbes y Burnagi 4o3 100 Mr (ski MOXyTb 3HaxoauTucs B kancynax abo
Tabnetkax). MNMauieHTn ogepxyoTb RT, sika cknagaetbcs 3 PPaAKLiNHOIO FNOKanbHOrO OMPOMIHEHHS 3
BUKOPUCTaHHAM 1,8-2 Gy Ha dpakLUito, OOUH pa3 Ha OeHb MPOTAroM 5 OHIB Ha TWXXAEHb, NPOTArom 6-7
TUXHIB, 3 oepXXaHHAM 3aranbHoi Josn o 60 Gy.

Mpuknag 2N: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injJokcn}cperin)-N'-(4-dTopdeHin)umnknonponaH-
1,1-gukapbokcamia BBOAATL Ha Mo4YaTKy 6-7-TMXKHEBOi ogHovacHo! a3u RT i TMZ. Jeski nauieHTn,
aki maTb MyTauito B npomotopi MIMT, pe mytoBaHuin npomoTtop MIMT € HemeTunoBaHUM
NPoMOTOPOM, MOXYTb He ogepxyBatu TMZ i 3amictb uboro ogepxytoTb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}deHin)-N'-(4-pTopdeHin)umknonponaH-1,1-gukapbokcamig SK
eanHun  areHTt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcuydeHin)-N'-(4-
dTOopdheHin)umknonponaH-1,1-ankapbokcamis BBOAATb $SIK  €OVHUI  MEpopanbHUA  areHT, Lo
HapaeTbcsa B fo3ax 25 mr i 100 Mr (ski MOXyTb 3HaxoauUTUCS B kancynax abo tabnetkax). 3a uieto
OfHo4YacHow ha3or ige dasa Crnokok, sika Oyae NpoaoBXyBaTUCHA MPOTSroM NPUONM3HO 4 TUXKHIB.
TMZ, xonu BiH BBOOUTbCA, HagaeTbes y Burnagi o3 100 mr (ski MOXyTb 3HaxXoguTucs B kancynax abo
Tabnetkax). NMaudieHTn ogepxyoTb RT, sika cknagaetbcs 3 OPaAKLiHOIO FIOKaNbHOrO OMPOMIHEHHS 3
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BUKOpUCTaHHAM 1,8-2 Gy Ha dpakLito, OOUH pa3 Ha AeHb NPOTAroM 5 AHIB Ha TWXAEHb, NPOTArom 6-7
TWXHIB, 3 o4epXXaHHAM 3aranbHoi Josu o 60 Gy.

Mpuknag 20: N-(4-{[6,7-6ic(meTunokcu)xiHoniH-4-injJokcu}deHrin)-N'-(4-dTopdeHin)umknonponax-
1,1-gukapbokcamia BBOAATb Ha noyaTKy 6-7-TxkHeBOI ogHovacHoi dhasu RT i TMZ. Hdeski nauieHTn,
AKi MarTb MyTauito B npomoTopi MIMT, ge mytoBaHun npomotop MIMT € HemeTunoBaHum
NPOMOTOPOM, MOXYTb He ogepxyBatTh TMZ i 3amictb uboro ogepxytoTb N-(4-{[6,7-
Oic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-aukapbokcamig SK
€anHnn  areHT B koMmOiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}dpeHin)-N'-(4-
dTopheHin)umknonponaH-1,1-ankapbokcamin BBOAATb SK  €OMHUN  NEepopanbHUA  areHT, Lo
Hagaetbca B gosax 100 mr (ski MOXyTb 3HaxoguTuca B Kancynax abo Tabnetkax). 3a uieto
OofiHOYacHOK ha3oko iae dasa Cnokoto, ska dbyae NpoooBXKYBaATUCS MPOTArOM NPUBMN3HO 4 TUXKHIB.
TMZ, xonu BiH BBOAUTbLCH, HajaeTbes y Burnaai Ao3 100 Mr (ki MOXYTb 3HaxoauTUcA B kancynax abo
Tabnetkax). MauieHTn ogepxytoTb RT, ska cknagaetbcs 3 PPaKLiNHOrO NokanbHOro ONpoOMiHEHHS 3
BUKOpUCTaHHAM 1,8-2 Gy Ha dpakLito, OOUH pa3 Ha AeHb NPOTAromM 5 AHIB Ha TMXAEHb, NPOTAromM 6-7
TWXHIB, 3 oQepXXaHHAM 3aranbHoi go3u go 60 Gy.

Mpuknag 2P: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injJokcn}dpeHin)-N'-(4-dpTopdeHin)umnknonponaH-
1,1-gukapbokcamia BBOAATb Ha noyaTKy 6-7-TuxkHeBOI ogHovacHoi dhasu RT i TMZ. Odeski nauieHTn,
AKi MarTb MyTauito B npomoTtopi MIMT, ge myTtoBaHun npomoTtop MIMT € HemeTunosaHuUm
NnPoOMOTOPOM, MOXYTb He ogepxyBatm TMZ | 3amictb uboro ogepxyoTb N-(4-{[6,7-
bic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-dbTopdeHin)umnknonponax-1,1-ankapbokcamin fK
eanHun  areHt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponaH-1,1-gukapbokcamia BBOAATb SK  €OMHMA  NepopanbHUW - areHT, LWo
HagaeTbcAa B go3ax 25 Mr (dki MOXyTb 3HaxoguTucs B Kancynax abo Tabnetkax). 3a uieto
ofHoyacHot pasoro ige drasa cnokoro, sika byge NpPoJoBXKyBaTUCA NPOTATOM MPUBMN3HO 4 TUXHIB.
TMZ, konu BiH BBOAUTBCS, HagaeTbes y Burnaai o3 140 mr (ki MOXyTb 3HaxoguTuCs B Kancynax abo
Tabnetkax). MNMauieHTn ogepxyoTb RT, sika cknagaeTbcsa 3 PPaKUiMHOIO NOKaNbHOIO OMPOMIHEHHS 3
BUKOpUCTaHHAM 1,8-2 Gy Ha dopakLUito, OOUH pa3 Ha OeHb NPOTAroM 5 OHIB Ha TWXKAEHb, NPOTArom 6-7
TWXHIB, 3 oQep)aHHAM 3aranbHoi go3un o 60 Gy.

Mpuknag 2Q: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}dpeHin)-N'-(4-dpTopdeHin)umnknonponaH-
1,1-gukapbokcamia BBOAATH Ha Mo4YaTKy 6-7-TMXKHEBOiI ogHovacHo! a3u RT i TMZ. Jeski nauieHTn,
ki maTb MyTauilo B npomotopi MIMT, ge mytoBaHuin npomoTtop MIMT € HemeTunoBaHUM
NpOMOTOPOM, MOXYTb He ogepxysatm TMZ i 3amictb uboro ogepxywTb N-(4-{[6,7-
Bic(meTunokcm)xiHoniH-4-inJokcu}dpeHin)-N'-(4-propdeHin)umknonponaH-1,1-gukapbokcamia AK
eanHun  areHt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponaH-1,1-gukapbokcamia BBOAATb SK  €OMHMA  NepopanbHUMW  areHT, LWo
HagaeTbca B go3ax 50 Mr (dki MOXyTb 3HaxoguTucs B Kancynax abo Tabnetkax). 3a uietw
ofHouacHot pasoro ige drasa crnokoro, sika byge NpPoJoBXKyBaTUCA NPOTATOM MPUBMN3HO 4 TUXHIB.
TMZ, konu BiH BBOOUTbCS, HagaeTbca y BUrnsadi o3 140 mr (ki MOXyTb 3HaxoguTucs B kancynax abo
Tabnetkax). MNauieHTn ogepxyoTb RT, sika cknagaetbcs 3 PPakUinHOro foKaribHOro ONpPOMIHEHHS 3
BUKOpUcTaHHAM 1,8-2 Gy Ha dpakLUito, OOUH pa3 Ha JeHb NPOTAroM 5 AHIB Ha TWXAEHb, NPOTArom 6-7
TUXHIB, 3 ofepXXaHHAM 3aranbHoi Josn o 60 Gy.

Mpuknag 2R: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injJokcn}cpeHnin)-N'-(4-dTopdeHin)umnknonponaH-
1,1-gukapbokcamin BBOAATbE Ha noyaTKy 6-7-TxkHEBOI ogHovacHoi hasm RT i TMZ. Odeski nauieHTn,
aKki maTb MyTauilo B npomotopi MIMT, pe mytoBaHun npomoTtop MIMT € HemeTunoBaHuM
NpOMOTOPOM, MOXYTb He ogepxyBatm TMZ i 3amictb uboro ogepxywtb N-(4-{[6,7-
Oic(meTnnoken)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-aukapbokcamig AK
eanHun  areHTt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcuydeHin)-N'-(4-
dTopdeHin)uuknonponaH-1,1-gukapbokcamia BBOASATb SK  €OMHWMA  MepoparnbHUMA  areHT, LWo
HagaeTbcA B Ao3ax 75 Mr (ski MOXyTb 3HaxoguTucss B Kancynax abo Tabnetkax). 3a uieto
ofHo4acHot pasoto ige dasa crnokoto, sika byge NPoJOBXKYBaTUCA NPOTATOM NPUGNU3HO 4 TUXHIB.
TMZ, konu BiH BBOAUTLCA, HagaeTbcs y BUrnagi o3 140 mr (ki MOXyTb 3Haxo4MTUCA B Kancyrnax abo
Tabnetkax). MauieHTn ogepxyoTb RT, sika cknagaetbcs 3 PpakUinHOro NoKarnbHOro ONpPOMIHEHHS 3
BUKOpUcTaHHAM 1,8-2 Gy Ha dpakLito, OOUH pa3 Ha AeHb NPOTAroM 5 AHIB Ha TWXAEHb, NPOTArom 6-7
TUXHIB, 3 ofepXXaHHAM 3aranbHoi Josun o 60 Gy.

Mpuknag 2S: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}peHrin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamig BBOAATE Ha noyaTKy 6-7-TKHEBOI ogHovacHoi dasn RT i TMZ. Hdesiki nauieHTn,
aKki maTb MyTauilo B npomotopi MIMT, ge myrtosanuin npomotop MIMT € HemeTunoBaHUM
NPOMOTOPOM, MOXYTb He ogepxyBatTh TMZ i 3amictb uboro ogepxytotb N-(4-{[6,7-
Oic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-aukapbokcamig SK
€eanHnunm  areHT B koMOiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}dpeHin)-N'-(4-
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dTopheHin)umknonponaH-1,1-ankapbokcamii BBOAATb SK  €OMHUN  NepopanbHUA  areHT, Lo
HagaeTbcsa B gosax 25 mr i 100 mr (ki MOXYTb 3HaxoouTucs B Kancynax abo tabnetkax). 3a uieto
ofHoyacHow pasoto ige dpasa crnokor, sika byge NPoAoBXKYyBaTMCA NPOTSAroM NPUONM3HO 4 TUXKHIB.
TMZ, xonu BiH BBOOUTBLCA, HaJaeTbes y BUrnsaai 4o3 140 Mr (ski MOXYTb 3HaxoauTuUcs B kancynax abo
Tabnetkax). lNMauieHTn ogepxyoTb RT, sika cknagaeTbcs 3 PPaKLIHOrO FIOKanbHOrO OMPOMIHEHHS 3
BUKOpPUCTaHHAM 1,8-2 Gy Ha dopakLUito, OOUH pa3 Ha AeHb NPOTAromM 5 AHIB HA TMXXAEHb, NPOTSAromM 6-7
TWXHIB, 3 oQepXXaHHSAM 3aranbHoi go3u go 60 Gy.

Mpuknag 2T: N-(4-{[6,7-6ic(meTunokcu)xiHoniH-4-injokcu}deHrin)-N'-(4-dTopdeHin)umknonponax-
1,1-gukapbokcamin BBOAATb Ha noyaTKy 6-7-TvxkHeBOI ogHovacHoi asu RT i TMZ. [deski nauieHTn,
aKki malTb MyTauilo B npomotopi MIMT, pe mytoBaHun npomoTtop MIMT € HemeTMnoBaHuMm
npPoOMOTOPOM, MOXYTb He ogepxyBath TMZ i 3amictb uboro ogepxytoTs N-(4-{[6,7-
Bic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cpTopdeHin)umnknonponaH-1,1-aukapbokcamig K
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcuydeHin)-N'-(4-
dTopheHin)umknonponaH-1,1-ankapbokcamin BBOAATb SK  €OMHUN  NEepopanbHUA  areHT, Lo
HagaeTbca B pos3ax 100 mr (siki MOXYTb 3Haxogutucsa B Kancynax abo Ttabnetkax). 3a uieto
ofHoyacHot hasoto ige dpasa crnokoro, sika byge NPoJoOBXKYBaTUCA NMPOTATOM NPUONU3HO 4 TUXHIB.
TMZ, konu BiH BBOOUTBCS, HagaeTbca y BUrnsagi o3 140 mr (ski MOXyTb 3HaxoguTucs B kancynax abo
Tabnetkax). MNMauieHTn ogepxyoTb RT, sika cknagaeTbcsa 3 PaKUiAHOIO NOKanbHOrO OMPOMIHEHHS 3
BUKOpUCTaHHAM 1,8-2 Gy Ha dopakLUito, OOUH pa3 Ha OeHb NPOTAroM 5 OHIB Ha TWXXAEHb, NPOTArom 6-7
TWXHIB, 3 oQepXXaHHSAM 3aranbHoi go3un o 60 Gy.

Mpuknag 2U: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcu}penin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamin BBOAATbE Ha NoyaTKy 6-7-TvxkHEBOI ogHovacHoi hasm RT i TMZ. Odesiki nauieHTn,
Aki MalTb MyTauito B npomoTtopi MIMT, ge myrtoBaHum npomotop MIMT € HemeTunoBaHum
NpoOMOTOPOM, MOXYTb He ogepxysatm TMZ i 3amictb uboro ogepxywTb N-(4-{[6,7-
Bic(meTunokcm)xiHonin-4-inJokcu}penin)-N'-(4-dpropderin)umknonponaH-1,1-gukapbokcamig AK
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnunokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamia BBOAATb SK  €4OMHWMA  NepopanbHUM  areHT, Lo
HagaeTbca B Ao3ax 25 Mr (dki MOXyTb 3HaxoguTuca B Kancynax abo TabneTtkax). 3a uietwo
ofHoyacHot pasoto ige dpasa cnokor, sika byge NPoJoOBXKYBaTUCA NPOTATOM NPUONU3HO 4 TUXHIB.
TMZ, konu BiH BBOOUTbCA, HagaeTbca y BUrnsaai o3 180 Mr (ski MOXyTb 3HaxoguTucs B kancynax abo
Tabnetkax). MNMauieHTn ogepxyoTb RT, sika cknagaetbcs 3 PPakuUinHOro NoKaribHOro ONpPOMIHEHHS 3
BUKOpPUCTaHHAM 1,8-2 Gy Ha dpakLito, OOUH pa3 Ha AeHb NPOTAroM 5 OHIB HA TWXAEHb, NPOTArom 6-7
TWXHIB, 3 04epXXaHHAM 3aranbHoi gosun go 60 Gy.

Mpuknag 2V: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcu}perin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamin BBOAATE Ha NoyaTKy 6-7-TxkHEBOI ogHovacHoi hasn RT i TMZ. Odeski nauieHTn,
aKki maroTb MyTauilo B npomotopi MIMT, pe mytoBaHun npomoTtop MIMT € HemeTunosBaHum
NpOMOTOPOM, MOXYTb He ogepxysatm TMZ i 3amictb uboro ogepxytwotb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}dpeHin)-N'-(4-pTopdeHin)umknonponaH-1,1-gukapbokcamig SK
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamin BBOASATbL SK  €4QUHWMIA  MepoparnbHUMA - areHT, Lo
HagaeTbca B pgo3ax 50 mMr (aki MOXyTb 3HaxoguTucss B Kancynax abo Tabnetkax). 3a uieto
ofHoyacHot hasoto ige dpasa cnokor, sika byge NPoJOBXKYBaTUCA NMPOTATOM NPUONU3HO 4 TUXHIB.
TMZ, konu BiH BBOAUTBCS, HagaeTbes y Burnaai 4o3 180 mr (ki MOXyTb 3HaxoaMTUcA B Kancynax abo
Tabnetkax). MNMaudieHTn ogepxytoTb RT, sika cknagaetTbcs 3 PPaAKLiHOrO FIOKaNbHOrO OMPOMIHEHHS 3
BUKOPUCTaHHAM 1,8-2 Gy Ha dopakLUito, OOUH pa3 Ha OeHb MPOTAroM 5 OHIB Ha TWXXAEHb, NPOTArom 6-7
TWXHIB, 3 04epXXaHHAM 3aranbHoi gosun go 60 Gy.

Mpuknag 2W: N-(4-{[6,7-b6ic(meTunokcm)xiHoniH-4-injokcn}peHrin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamig BBOAATbE Ha NoyaTKy 6-7-TKHEBOI ogHovacHoi dasn RT i TMZ. Hdesiki nauieHTn,
aki maTb MyTauilo B npomotopi MIMT, ge myrtoBaHuin npomotop MIMT € HemeTunoBaHUM
NPoOMOTOPOM, MOXYTb He ogepxysath TMZ i 3amictb uboro ogepxytoTb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}deHin)-N'-(4-pTopdeHin)umknonponaH-1,1-gukapbokcamig SK
€avHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamin BBOAATb SK  €AMHMIA  NepopanbHUM - areHT, Lo
HagaeTbcs B Ao3ax 75 Mr (ski MOXyTb 3HaxoguTucss B Kancynax abo Tabnetkax). 3a uieto
ofHo4acHot dasor ige dasa cnokow, sika dOyae NpoaoBXKyBaTUCHA MPOTAroM NPUBN3HO 4 TWDKHIB.
TMZ, xonu BiH BBOOUTBLCA, HajaeTbes y BUrnagi 4o3 180 Mr (ski MOXYTb 3HaxoauTuUcs B kancynax abo
Tabnetkax). MNMauieHTn ogepxyoTb RT, sika cknagaetTbcs 3 PaAKLiHOrO FIOKaNbHOrO OMPOMIHEHHS 3
BUKOpPUCTaHHAM 1,8-2 Gy Ha dopakLito, OOUH pa3 Ha OeHb NPOTAromM 5 AHIB Ha TUXAEHb, NPOTSroM 6-7
TWXHIB, 3 o4epXXaHHAM 3aranbHoi go3u o 60 Gy.
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Mpuknag 2X: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcu}dpenin)-N'-(4-dpTopdeHin)umnknonponaH-
1,1-gukapbokcamin BBOAATbE Ha noyaTKy 6-7-TuxHeBOI ogHovacHoi hasm RT i TMZ. Odeski nauieHTu,
AKi MarTb MyTauito B npomoTopi MIMT, ge myTtoBaHun npomoTtop MIMT € HemeTunosaHum
NPOMOTOPOM, MOXYTb He ogepxyBatTh TMZ i 3amictb uboro ogepxytoTb N-(4-{[6,7-
Oic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-aukapbokcamig SK
€anHnn  areHT B koMOiHauii 3 RT. N-(4-{[6,7-06ic(meTnnokcn)xiHoniH-4-inJokcu}dpeHin)-N'-(4-
dTopheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SIK  €OMHUI  MepopanbHUA  areHT, Lo
HapaeTbcsa B gosax 25 mr i 100 Mr (siki MOXyTb 3HaxoAUTUCS B kancynax abo Ttabnetkax). 3a uieto
ofiHOYacHo has3olo iae asa Cnokoto, sika dyae NpoaoBXKyBaTUCHA NPOTSAroM NPUONN3HO 4 TUXKHIB.
TMZ, xonu BiH BBOOUTbLCH, HajaeTbes y Burnaai Ao3 180 mr (ki MOXYTb 3HaxoauTUCA B kancynax abo
Tabnetkax). MNMauieHTn ogepxytoTb RT, ska cknagaetbca 3 PaKUiNHOrO NokanbHOro ONPOMIHEHHS 3
BUKOpUCTaHHAM 1,8-2 Gy Ha dhpakLito, OOUH pa3 Ha AeHb NPOTAroM 5 AHIB Ha TWXAEHb NPOTArom 6-7
TWXHIB, 3 o4epXXaHHAM 3aranbHoi Josn o 60 Gy.

Mpuknag 2Y: N-(4-{[6,7-6ic(meTunokcm)xiHonin-4-injokcu}penin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamia BBOAATb Ha noyaTKy 6-7-TxKHeBOI ogHovacHoi dasn RT i TMZ. Hdeski nauieHTn,
AKi MarTb MyTauito B npomoTopi MIMT, ge myTtoBaHun npomoTtop MIMT € HemeTunosaHum
NnPoOMOTOPOM, MOXYTb He ogepxyBatm TMZ | 3amictb uboro ogepxyoTb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}dpeHin)-N'-(4-pTopdeHin)umknonponaH-1,1-gukapbokcamig SK
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcuydeHin)-N'-(4-
dTOopdheHin)umknonponaH-1,1-ankapbokcamia BBOASATb SIK  €OMHUI  MepopanbHUA  areHT, LWo
HagaeTbca B gosax 100 mr (ki MOXyTb 3HaxoaMTMCa B kKancynax abo Tabnetkax). 3a uiew
ofHoyacHow pasoro ige drasa cnokor, sika byge NpPogoBXKyBaTUCA NPOTATOM MPUBMN3HO 4 TUXHIB.
TMZ, xonu BiH BBOOUTbLCA, HagaeTbes y Burnagi Ao3 180 mr (ki MOXyTb 3HaxoauTucA B kancynax abo
Tabnetkax). MNauieHTn ogepxytoTb RT, sika cknagaetbcsa 3 PPakUinHOrO NoKarnbHOr0 ONPOMIHEHHS 3
BUKOpUCTaHHAM 1,8-2 Gy Ha dpakLUito, OOUH pa3 Ha AeHb NPOTAroM 5 OHIB HA TWXAEHb, NPOTArom 6-7
TWXHIB, 3 oQep)XaHHSAM 3aranbHoi go3un go 60 Gy.

Mpuknag 2Z: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}dpeHin)-N'-(4-dpTopdeHin)umnknonponaH-
1,1-gukapbokcamia BBOAATb Ha noyaTKy 6-7-TuxkHeBOI ogHovacHoi dhasu RT i TMZ. Heski nauieHTn,
AKi MarTb MyTauito B npomoTtopi MIMT, ge myTtoBaHun npomoTtop MIMT € HemeTunosaHuUm
nPoOMOTOPOM, MOXYTb He ogepxysatTh TMZ i 3amictb uboro ogepxytoTb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}deHin)-N'-(4-pTopdeHin)umknonponaH-1,1-aukapbokcamig SK
eanHun  areHt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcuydeHin)-N'-(4-
dTopcheHin)umknonponaH-1,1-ankapbokcamin BBOAATb $K  €OMHUI  MNEpPOparnbHUA  areHT, Lo
HagaeTbcAa B go3ax 25 Mr (dki MOXyTb 3HaxoguTucs B Kancynax abo Tabnetkax). 3a uieto
ofHouacHot pasoro ige drasa crnokoro, sika byge NpPoJoBXKyBaTUCA NPOTATOM MPUBMN3HO 4 TUXHIB.
TMZ, konu BiH BBOAUTBCS, HagaeTbca y BUrNaai o3 250 Mmr (ki MOXyTb 3HaxoaMTucA B kancynax abo
Tabnetkax). MNauieHTn ogepxyoTb RT, sKka cknagaetbcs 3 PPakUinHOro foKarnbHOro ONPOMIHEHHS 3
BUKOpUcTaHHAM 1,8-2 Gy Ha dpakLuito, OOUH pa3 Ha JeHb NPOTAroM 5 AHIB Ha TWXAEHb, NPOTArom 6-7
TUXHIB, 3 ofepXXaHHAM 3aranbHoi Josun oo 60 Gy.

Mpuknag 2AA: N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dpTopdeHin)uuknonponax-1,1-gukapbokcamig BBOOATL Ha MO4YaTKy 6-7-TMXKHEBOI ogHOYacHOI dasu
RT i TMZ. Oesqki nauieHTu, siki MmatoTb myTaLito B npomotopi MITMT, ge mytoBaHun npomotop MIMT €
HEMeTMIIOBaHUM NPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxyoTb N-(4-{[6,7-
Oic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-aukapbokcamig AK
eanHun  areHTt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTOopdheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SIK  €OMHUM  MepoparnbHUA  areHT, Lo
HagaeTbca B po3ax 50 Mr (ski MOXyTb 3HaxoguTuUcs B Kancynax abo Tabnetkax). 3a uieto
ofHo4acHot asor ige asa crnokow, sika Oyae NpoOoBXKYyBaTUCHA MPOTAroM MPUOMU3HO 4 TWDKHIB.
TMZ, konu BiH BBOOUTLCS, HagaeTbcs y BUrNsaai o3 250 Mr (ski MOXyTb 3HaxoguTucs B kancynax abo
Tabnetkax). MauieHTn ogepxyoTb RT, sika cknagaetbcs 3 PPakUinHOro NoKarbHOro ONpOMIHEHHS 3
BUKOpUcTaHHAM 1,8-2 Gy Ha dpakLito, OOUH pa3 Ha AeHb NPOTAromM 5 AHIB Ha TUXAEHb, NPOTSAroM 6-7
TUXHIB, 3 oepXXaHHAM 3aranbHoi Josn o 60 Gy.

Mpuknag 2AB: N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamig BBOOATL Ha MoOYaTKy 6-7-TMXKHEBOI oAHOYacHOI dasu
RT i TMZ. Oeqki nauieHTn, aki MaloTb myTauito B npomotopi MITMT, ae mytoBaHui npomoTtop MIMT €
HEMEeTMITOBaHUM NMPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxyoTb N-(4-{[6,7-
Oic(meTnnoken)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-aukapbokcamig AK
€anHnn  areHT B koMOiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}dpeHin)-N'-(4-
dTopheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SIK  €OMHUI  MepopanbHUA  areHT, Lo
HagaeTbca B fo3ax 75 Mr (ski MOXyTb 3HaxoguTucs B Kancynax abo Tabnetkax). 3a uieto
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OoflHOYacHoOK a3oko ige dasa Cnokow, gka dyae nNpoaoBXKyBaTUCA NPOTArOM NPUBNN3HO 4 TUKHIB.
TMZ, xonu BiH BBOOUTBLCH, HaJaeTbes y BUrnaai 4o3 250 Mr (ki MOXYTb 3HaxoauTUCA B kancynax abo
Tabnetkax). lNMauieHTn ogepxytoTb RT, sika cknagaeTbcs 3 hpakuiiHoOro (mapuiasnibHOro) fnokasbHOro
OMNPOMIHEHHS 3 BUKOpUCTaHHAM 1,8-2 Gy Ha cppakuilo, oaMH pa3 Ha AeHb NpPOTArom 5 OHiB Ha
TWXOEHb, MPOTAroM 6-7 TWXHIB, 3 o4epXKaHHSAM 3aranbHoi go3m o 60 Gy.

Mpuknapg 2AC: N-(4-{[6,7-6ic(meTnnokcmn)xiHoniH-4-inJokcu}dpeHin)-N'-(4-
dTOopheHin)umknonponaH-1,1-ankapbokcamia BBOAATb Ha Mo4vaTtky 6-7-TMXXHEBOI OQHOYacCHOI hasu
RT i TMZ. Jeski nauieHTn, aki maoTb MyTauito B npomoTtopi MITMT, ge mytosaHuii npomoTtop MIMT €
HEMeTMNOBaHUM NPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxyoTtb N-(4-{[6,7-
Bic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cpTopdeHin)umknonponaH-1,1-aukapbokcamig AK
eavHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopheHin)umknonponaH-1,1-ankapbokcamin BBOAATb SK  €OMHUN  MNEepopanbHUA  areHT, Lo
HagaeTbca B Ao3ax 25 mr i 100 mr (ki MOXYTb 3HaxoouTucs B Kancynax abo tabnetkax). 3a uiewo
OoZiHOYacHoO has3olo iae gasa Cnokoto, sika dyae NpoaoBXKyBaTUCHA NPOTSAroM NPUBNM3HO 4 TUXKHIB.
TMZ, xonu BiH BBOOUTBLCSA, HadaeTbes y BUrnaai Ao3 250 Mr (siki MOXyTb 3HaxoguTucs B kancynax abo
Tabnetkax). MNauieHTn ogepxytoTb RT, sika cknagaetbca 3 opakuiiHoro (napuianbHOro) rnokansHOro
ONPOMIHEHHSI 3 BUKOpUCTaHHAM 1,8-2 Gy Ha ppakuilo, oaMH pa3 Ha AeHb NpPOTArom 5 OHiB Ha
TWXOEHb, MPOTAroM 6-7 TUXHIB, 3 ogepXKaHHSAM 3aranbHoi go3n o 60 Gy.

Mpuknag 2AD: N-(4-{[6,7-6ic(meTnnokcu)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTOopdheHin)umknonponaH-1,1-ankapbokcamia BBOAATb Ha no4vaTtky 6-7-TMXXHEBOI ogHOYacHOi dhasu
RT i TMZ. Oeski nauieHTwn, ki maioTb myTauito B npomoTtopi MITMT, ae mytoBaHuin npomotop MIMT €
HEMeTMIOBaHUM NPOMOTOPOM, MOXYTb He ogepxyBaTn TMZ i 3amicTb uboro ogepxyotb N-(4-{[6,7-
Bic(meTunokcm)xiHonin-4-inJokcu}dpenin)-N'-(4-dpropderin)umknonponaH-1,1-gukapbokcamig AK
eanHun  areHt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopcheHin)umknonponaH-1,1-ankapbokcamii BBOAATb SIK  €OMHUM  MepopanbHUA  areHT, Lo
HagaeTbca B go3ax 100 mr (ski MOXyTb 3HaxoguTMCA B Kancynax abo Tabnetkax). 3a uieto
ofHoyacHot hasoto ige dpasa cnokor, sika byge NPoJOBXKYBaTUCA NPOTATOM NPUOMU3HO 4 TUXHIB.
TMZ, konu BiH BBOAUTBCA, HadaeTbca y BUrNaAi o3 250 Mr (Ski MOXyTb 3HaxoguTucs B kancynax abo
Tabnetkax). MNauieHTn ogepxytoTb RT, sika cknagaeTbca 3 opakuiiHoro (napuianbHOro) rnokansHOro
ONPOMIHEHHS 3 BuKopuUcTaHHaM 1,8-2 Gy Ha ppakuio, oanH pa3 Ha OeHb NpoTArom 5 OHiB Ha
TWXOEHb, NPOTAroM 6-7 TUXHIB, 3 ogepXKaHHAM 3aranbHoi Jo3n o 60 Gy.

Mpuknag 3

BeegeHHs Cronyku N-(4-{[6,7-6ic(MeTnnokcm)xiHoniH-4-inJokcu}deHin)-N'-(4-
dpTopcheHin)umknonponaH-1,1-aukapbokcamigy nig Yac ogHovacHoi dhasu nalieHTam

Mpuknag 3A: N-(4-{[6,7-b6ic(meTunokcm)xiHoniH-4-injokcm}perin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamia BBOAATb B fo3ax 25 mr i 100 mr (aki MOXYTb 3HaxXoAMTMCHA B kancynax abo
Tabnetkax). deski nauieHTn, aki MmaloTe MyTauito B npoMmoTopi MITMT, ge mytoBaHun npomotop MIMT
€ HeMeTUNoBaHMM MPOMOTOPOM, MOXYTb He ogepxysaTtn TMZ i 3amicTb Lboro ogepxytoTb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}deHin)-N'-(4-pTopdeHin)umknonponaH-1,1-aukapbokcamig SK
eanHun  areHT B kombOiHauii 3 RT. N-(4-{[6,7-6ic(meTunokcm)-xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamia BBOAATb SK  €4AMHWMIA  NepopanbHUM  areHT, Lo
HagaeTbcs B go3ax 25 mr i 100 Mr (ki MOXyTb 3HaxoguTucsa B Kancynax abo tabnetkax). TMZ, konu
BiH BBOAMTbLCSA, HagaeTbesa y Burnaai nos 5, 20, 100, 250, 140, 180 i 200 mr (ski MOXyTb 3HaxogMTUCS
B Karncynax abo tabnertkax), ski HagaTbCA NPOTAroM 5 NOCNILOBHUX OHIB | NOBTOPKKTLCSA KOXHI 28
AHiB. [nsa uinen uboro onucy, TepMiH "M npu3HadYeHnn Ona no3HavyeHHs Mol NoBepxHi Tina B
nauieHTax, L0 BMMIPIOETLCA B KBagpaTHUX meTtpax. ®asa nigTpymanHa B [Npuknagi 3A moxe 6yTtu
ob'egHaHa 3 ogHouacHow dasoro byab-sikoro 3 lMNMpuknagis 2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 21, 2J, 2K,
2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y, 2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3B: N-(4-{[6,7-06ic(meTunokcm)xiHoniH-4-injJokcn}derin)-N'-(4-dTopdeHin)umnknonponaH-
1,1-gukapbokcamia BBOOATbL B fo3ax 25 Mr (ski MOXyTb 3HaxoguMTtucsa B Karncynax abo tabnetkax).
Heski nauieHTn, ski maloTb MyTauito B npomotopi MIMT, ge mytoBaHum npomotop MIMT €
HeMeTUNnoBaHMM MPOMOTOPOM, MOXYTb He odepxyBaTu TMZ i 3amicTb uboro ogepxytotb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}deHin)-N'-(4-pTopdeHin)umknonponaH-1,1-gukapbokcamig SK
€avHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTOopdheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SK  €4VHUI  NEpPOparnbHUA  areHT, Lo
HapaeTbcsa B go3ax 25 mr i 100 Mr (ski MOXyTb 3HaxXoguTucsa B kancynax abo tabnetkax). TMZ, konu
BiH BBOOAWUTbCS, HAAAETbCA Y BUIMAAi 403 5 Mr (SKi MOXYTb 3HaxX0AMTUCH B Kancynax abo TabneTtkax),
AKi Ha4alTbCA NPOTAroM 5 NOCMiAOBHUX OHIB | MOBTOPHOOTLCS KOXHI 28 gHiB. Pasa niaTpMmaHHsa B
Mpuknaai 3B moxe Oyt 06'egHaHa 3 ogHoYacHoK dhasor Oyab-sikoro 3 Mpuknaais 2A, 2B, 2C, 2D,
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2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y, 2Z, 2AA, 2AB,
2AC i 2AD.

Mpuknag 3C: N-(4-{[6,7-6ic(meTunokcu)xiHoniH-4-injJokcu}deHrin)-N'-(4-dTopdeHin)umknonponax-
1,1-gukapbokcamia BBogATb B fo3ax 50 Mr (Aki MOXyTb 3HaxoguMTtucs B Kancynax abo tabnetkax).
Heski nauieHTn, ski MawTb MyTauito B npomoTtopi MIMT, ge mytoBaHunm npomotop MIMT €
HEeMeTUNoBaHMM MPOMOTOPOM, MOXYTb He ogepxxyBaTu TMZ i 3amicTb uboro ogepxytoTb N-(4-{[6,7-
Oic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-aukapbokcamig SK
€eanHnn areHT B koMmOiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}dpeHin)-N'-(4-
dTopheHin)umknonponaH-1,1-ankapbokcamin BBOAATb SK  €OMHUN  NEepopanbHUA  areHT, Lo
HagaeTbcsa B fo3ax 25 mr i 100 Mmr (ki MOXyTb 3HaxoguTucsa B kancynax abo tabnetkax). TMZ, konu
BiH BBOAUTLCS, HaAA€ETbCA Y BUrMAAi 403 5 Mr (Ki MOXYTb 3HaxoauTUCA B kancynax abo tabneTtkax),
SIKi HaOQalTbCS NPOTAroM 5 NOCniQOBHUX OHIB i MOBTOPKOTLCA KOXHI 28 AHiB. dasa niaTpumaHHs B
Mpuknaai 3C moxe 6ytn ob6'egHaHa 3 ogHovacHow hasol byab-skoro 3 MNpuknagis 2A, 2B, 2C, 2D,
2E, 2F, 2G, 2H, 2I, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y, 2Z, 2AA, 2AB,
2AC i 2AD.

Mpuknag 3D: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}dpeHnin)-N'-(4-dpTopdeHin)umnknonponaH-
1,1-gukapbokcamia BBOOATb B fo3ax 75 Mr (ski MOXyTb 3HaxoguMTtucsa B Karncynax abo tabnetkax).
[eski nauieHTn, ski MawTb MyTauito B npomoTtopi MIMT, ge mytoBaHun npomotop MIMT e
HEMETUNOBAHUM MPOMOTOPOM, MOXYTb He ogepxyBath TMZ i 3amicTb Lboro ogepxytoTe N-(4-{[6,7-
bic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-dbTopdeHin)umnknonponax-1,1-ankapbokcamig SK
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponaH-1,1-gukapbokcamia BBOAATb SK  €OMHMA  NepopanbHUW - areHT, LWo
HagaeTbesa B go3ax 25 mr i 100 mr (ki MOXyTb 3HaxoguTucsa B kancynax abo tabnetkax). TMZ, konu
BiH BBOAWUTBCS, HaAA€ETbCA Y BUMAAi 403 5 Mr (SKi MOXyTb 3HaxoauTucA B kancyrnax abo tabnetkax),
AKi HA4aKTbCA NPOTAroM 5 MOCNIAOBHUX AOHIB i MOBTOPIOOTLCA KOXHI 28 AHiB. Pa3a nigTpumMaHHA B
Mpuknaai 3D moxe 6yTn ob6'egHaHa 3 ogHovacHow dasol byab-akoro 3 MNpuknagie 2A, 2B, 2C, 2D,
2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y, 2Z, 2AA, 2AB,
2AC i 2AD.

Mpuknag 3E: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}dpeHnin)-N'-(4-dTopdeHin)umnknonponaH-
1,1-gukapbokcamia BBoasaTb B go3ax 100 mr (ski MOXyTb 3HaxoauTUCA B kancynax abo tabneTkax).
Heski nauieHTn, ski maloTb MyTauito B npomotopi MIMT, ge mytoBaHunm npomotop MIMT €
HEMeTMIIOBaHUM NPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxyotb N-(4-{[6,7-
Bic(meTunokcm)xiHonin-4-inJokcu}dpeHin)-N'-(4-dpropdeHin)umknonponaH-1,1-gukapbokcamig AK
eanHun  areHt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponaH-1,1-gukapbokcamia BBOAATb SK  €OMHMA  NepopanbHUMW  areHT, LWo
HagaeTbcs B go3ax 25 mr i 100 mr (ki MOXyTb 3HaxoauTUCS B kancynax abo tabnetkax). TMZ, konu
BiH BBOAWUTLCS, HaAAETbCA Y BMMAAi 403 5 Mr (Ki MOXyTb 3HaxoauTucA B kancyrnax abo tabnetkax),
SKi HagalTbCs NPOTAroM 5 NOCnigOBHUX OHIB | MOBTOPKOTLCA KOXHI 28 AHiB. ®asa niaTpumaHHs B
Mpuknagi 3E moxe 6yTn ob'egHaHa 3 ogHo4acHow dasol byab-skoro 3 Mpuknagis 2A, 2B, 2C, 2D,
2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y, 2Z, 2AA, 2AB,
2AC i 2AD.

Mpuknag 3F: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}dpeHnin)-N'-(4-dTopdeHin)umnknonponaH-
1,1-gukapbokcamin BBOAATb B A03ax 25 Mr (ki MOXyTb 3Haxogutucsa B kancynax abo Tabnetkax).
Heski nauieHTn, aki malTb MyTauito B npomotopi MIMT, ge mytoBaHun npomotop MIMT e
HEMeTMITOBaHUM NMPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxytotb N-(4-{[6,7-
Oic(meTnnoken)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-aukapbokcamig AK
eanHun  areHTt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcuydeHin)-N'-(4-
dTOopdheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SIK  €OMHMIA  MEpPoparnbHUA  areHT, Lo
HagaeTbcs B go3ax 25 mr i 100 Mr (ki MOXyTb 3HaxoguTucsa B kancynax abo tabnetkax). TMZ, konu
BiH BBOAWTLCS, HaAaeTbes y BUrnsagi o3 20 Mr (ki MOXyTb 3HaxoauTUCS B kancynax abo Tabnertkax),
SKi HagalTbCs NPOTAroM 5 NocnigoBHUX AHIB i MOBTOPIOOTLCA KOXHI 28 AHiB. ®asa nigTpumMaHHsS B
Mpuknagi 3F moxe ByTn 06'egHaHa 3 ogHoYacHow hasot 6yab-skoro 3 Mpuknagis 2A, 2B, 2C, 2D,
2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y, 2Z, 2AA, 2AB,
2AC i 2AD.

Mpuknag 3G: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}penin)-N'-(4-dpTopdeHin)umnknonponaH-
1,1-gukapbokcamig BBogATb B fo3ax 50 Mr (ski MOXyTb 3HaxoguMtucsa B Kancynax abo tabnetkax).
Heski nauieHTn, aki maTb MyTauilo B npomotopi MIMT, ge mytoBaHum npomoTtop MIMT e
HEMEeTUIoOBaHMM MPOMOTOPOM, MOXYTb He ogepxxyBaTu TMZ i 3amicTb uboro ogepxytoTb N-(4-{[6,7-
Oic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-aukapbokcamig SK
€eanHnun  areHT B koMOiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}dpeHin)-N'-(4-
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dTopheHin)umknonponaH-1,1-ankapbokcamii BBOAATb SK  €OMHUN  NepopanbHUA  areHT, Lo
HagaeTbcsa B fo3ax 25 mr i 100 Mmr (ki MOXyTb 3HaxoguTucsa B kancynax abo tabnetkax). TMZ, konu
BiH BBOAWTLCS, HagaeTbcs y BUrnsAgi 4o3 20 Mr (ki MOXyTb 3HAaXoQUTUCS B Karncynax abo Tabnetkax),
SKi HagalTbCs NPOTAroM 5 NOCMigOBHUX OHIB | MOBTOPKOTHCA KOXHI 28 AHiB. ®asa niaTpumaHHs B
Mpuknaai 3G moxe 6yTn o6'egHaHa 3 ogHo4acHow dasoto byab-skoro 3 MNpuknagis 2A, 2B, 2C, 2D,
2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y, 2Z, 2AA, 2AB,
2AC i 2AD.

Mpuknag 3H: N-(4-{[6,7-6ic(meTunokcu)xiHoniH-4-injJokcu}deHrin)-N'-(4-dTopdeHin)umknonponax-
1,1-aukapbokcamin BBOAATb B Ao3ax 75 Mr (ki MOXyTb 3Haxoautucsa B kancynax abo tabnetkax).
Heski nauieHTn, ski maloTb myTauito B npomotopi MIMT, ge mytoBaHum npomotop MIMT e
HEMeTMNOBaHUM NPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxyoTtb N-(4-{[6,7-
Bic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cpTopdeHin)umnknonponaH-1,1-aukapbokcamig AK
eanHun  areHTt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-
dTopheHin)umknonponaH-1,1-ankapbokcamin BBOAATb SK  €OMHUN  NEepopanbHUA  areHT, Lo
HagaeTbcs B go3ax 25 mr i 100 Mr (ski MOXyTb 3HaxXoguTucs B kancynax abo tabnetkax). TMZ, konu
BiH BBOAWTLCS, HagaeTbesa y BUrnsagi o3 20 Mr (ki MOXyTb 3HaxoOuTUCS B Kancynax abo TabneTtkax),
SKi HagalTbCA NPOTAroM 5 NOCMiQOBHUX OHIB | MOBTOPKOTLCA KOXHI 28 AHiB. ®asa niagTpumaHHs B
Mpuknaai 3H moxe 6yTn ob6'egHaHa 3 ogHovacHow dasol byab-akoro 3 MNpuknagie 2A, 2B, 2C, 2D,
2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y, 2Z, 2AA, 2AB,
2AC i 2AD.

Mpuknag 3l: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}penin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamig BBoaAaTe B fo3ax 100 mr (ki MOXyTb 3HAaXo4uMTUCSA B Karncynax abo tabnetkax).
Hesaki nauieHTn, ski maiTb MyTaudito B npomotopi MIMT, ge mytosaHnui npomotop MIMT e
HEMeTMIOBaHUM NPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxyotb N-(4-{[6,7-
Bic(meTunokcm)xiHonin-4-inJokcu}dpenin)-N'-(4-dpropderin)umknonponaH-1,1-gukapbokcamig AK
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnunokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamia BBOAATb SK  €4OMHWMA  NepopanbHUM  areHT, Lo
HagaeTbcs B fo3ax 25 mr i 100 Mmr (ki MOXYTb 3HaxoOuTKCS B kancynax abo tabnetkax). TMZ, konu
BiH BBOAMWTLCS, HaAaeTbcsa y BUrnAai o3 20 Mr (ki MOXyTb 3HaxoauTUCs B kancynax abo tabneTtkax),
SKi HagalTbCs NPOTAroM 5 NOCnigOBHUX OHIB | MOBTOPKOTLCA KOXHI 28 AHiB. Pasa niagTpumaHHs B
Mpuknagi 31 moxe 6yTn ob'egHaHa 3 ogHovacHo dasok byab-akoro 3 MNpuknagis 2A, 2B, 2C, 2D,
2E, 2F, 2G, 2H, 2I, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y, 2Z, 2AA, 2AB,
2AC i 2AD.

Mpuknag 3J: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcu}perin)-N'-(4-dpTopdeHin)uymknonponaH-
1,1-gukapbokcamin BBOAATb B A03ax 25 Mr (ki MOXyTb 3Haxogutucsa B kancynax abo Tabnetkax).
Jeski nauieHTn, aki malTb MyTauito B npomotopi MIMT, ge mytoBaHun npomotop MIMT €
HEMeTMIIOBaHUM NPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxytotb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}dpeHin)-N'-(4-pTopdeHin)umknonponaH-1,1-gukapbokcamig SK
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamia BBOAATb SK  €4OWMHWMIA  MEepoparnbHUMA  areHTt, Lo
HagaeTbcs B go3ax 25 mr i 100 Mmr (ki MOXyTb 3HaxoguTucsa B Kancynax abo tabnetkax). TMZ, konu
BiH BBOAWTbCS, HagaeTbca y Burmagi o3 100 Mr (ski MOXyTb 3HaxoAuTUCs B Kancynax abo
TabneTtkax), AKi HagawTbCs MNPOTArOM 5 MOCnigoOBHMX AHIB i NMOBTOPKOIOTLCA KOXHI 28 gHiB. dasa
nigTpumanHsa B lMNpuknagi 3J moxe 6yTn ob'egHaHa 3 ogHovacHow hasoto Oyab-akoro 3 [Npuknagis
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 2I, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
27, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3K: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}peHnin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamia BBogATb B fo3ax 50 Mr (ski MOXyTb 3HaxoguMTtucs B Kancynax abo tabnetkax).
Heski nauieHTn, ski maloTb MyTauito B npomotopi MIMT, ge mytoBaHum npomotop MIMT €
HeMeTUNnoBaHMM MPOMOTOPOM, MOXYTb He odepxyBaTu TMZ i 3amicTb Uboro ogepxytoTb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}deHin)-N'-(4-pTopdeHin)umknonponaH-1,1-gukapbokcamig SK
€avHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamin BBOAATb SK  €AMHMIA  NepopanbHUM - areHT, Lo
HagaeTbcs B go3ax 25 mr i 100 Mr (ki MOXyTb 3HaxoguTucsa B kancynax abo tabnetkax). TMZ, konu
BiH BBOAWTbLCH, HagaeTbca y BurmnsAgi go3 100 Mr (ski MOXyTb 3HAaxXOAMTMCA B Kancynax abo
TabneTtkax), SKi HagawTbCs MPOTArOM 5 MOCMiAOBHMX OHIB i MOBTOPKOIOTBHCS KOXHI 28 pgHiB. dasa
nigTpumanHa B lMpuknagi 3K moxe 6ytn ob'egHaHa 3 ogHovacHow daso byab-akoro 3 [Npuknagis
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 2I, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
2Z, 2AA, 2AB, 2AC i 2AD.
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Mpuknag 3L: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injJokcu}dpenin)-N'-(4-dpTopdeHin)umnknonponaH-
1,1-nukapbokcamin BBOAATb B Ao3ax 75 Mr (ki MOXyTb 3Haxoautucsa B kancynax abo tabnetkax).
[eski nauieHTn, ski MawTb MyTauito B npomotopi MIMT, ge mytoBaHun npomotop MIMT e
HEeMeTUNoBaHMM MPOMOTOPOM, MOXYTb He ogepxxyBaTu TMZ i 3amicTb uboro ogepxytoTb N-(4-{[6,7-
Oic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-aukapbokcamig SK
€anHnn  areHT B koMOiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}dpeHin)-N'-(4-
dTopheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SIK  €OMHUI  MepopanbHUA  areHT, Lo
HagaeTbcs B Ao3ax 25 mr i 100 Mr (ski MoXyTb 3HaxXoguTucs B kancynax abo tabnetkax). TMZ, konu
BiH BBOAWTbLCHA, HagaeTbca Yy Burnagi o3 100 Mr (ski MOXyTb 3HaxoaMTMCS B Kancynax abo
TabneTtkax), AKki HagalTbCA NPOTArOM 5 NOCMiAOBHMX AHIB i MOBTOPKOIOTBECS KOXHI 28 AHiB. dasa
nigtpumanHa B Mpuknaagi 3L moxe 6yTn ob'egHaHa 3 ogHovacHow daso byab-akoro 3 [Npuknagis
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 2I, 23, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3M: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcu}perin)-N'-(4-dpTopdeHin)umnknonponaH-
1,1-gukapbokcamig BBoasaTb B go3ax 100 mr (ki MOXyTb 3HaxoguTMCs B Kancyrnax abo tabneTkax).
[eski nauieHTn, ski MawTb MyTaudito B npomoTtopi MIMT, ge mytoBaHun npomotop MIMT e
HEMETUNOBAHUM MPOMOTOPOM, MOXYTb He ogepxyBaTh TMZ i 3amicTb uboro ogepxyotb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}dpeHin)-N'-(4-pTopdeHin)umknonponaH-1,1-gukapbokcamig SK
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcuydeHin)-N'-(4-
dTOopdheHin)umknonponaH-1,1-ankapbokcamia BBOASATb SIK  €OMHUI  MepopanbHUA  areHT, LWo
HagaeTbcs B go3ax 25 mr i 100 mr (ki MOXyTb 3HaxoouTuCs B kancynax abo tabnetkax). TMZ, konu
BiH BBOAWTbLCHA, HagaeTbca Yy Burnagi go3 100 mr (aki MOXyTb 3HaxoauMTMCs B Kancynax abo
TabneTtkax), SKi HagalTbCA MPOTArOM 5 MOCMiAOBHMX OHIB i MOBTOPKOIOTBECS KOXHI 28 AHiB. dasa
nigtpumanHa B Mpuknagi 3M moxe 6ytn ob'egHaHa 3 ogHovacHow hasoto byab-akoro 3 [Npuknagis
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 2I, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3N: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}cpeHnin)-N'-(4-dpTopdeHin)unknonponaH-
1,1-gukapbokcamia BBOOATb B fo3ax 25 Mr (ski MOXyTb 3HaxoguMTtucsa B Karncynax abo tabnetkax).
[eski nauieHTn, ski MawTb MyTaudito B npomoTtopi MIMT, ge mytoBaHun npomotop MIMT e
HemMeTUNnoBaHWM MPOMOTOPOM, MOXYTb He odepxyBaTu TMZ i 3amicTb uboro ogepxyoTb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}deHin)-N'-(4-pTopdeHin)umknonponaH-1,1-aukapbokcamig SK
eanHun  areHt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcuydeHin)-N'-(4-
dTopcheHin)umknonponaH-1,1-ankapbokcamin BBOAATb SIK  €OMHUN  MEpPOpanbHUA  areHT, Lo
HagaeTbcs B fo3ax 25 mr i 100 mr (ki MOXyTb 3HaxoguTucsa B kancynax abo tabnetkax). TMZ, konu
BiH BBOAWTBLCSH, HadaeTbca y Burmagi o3 140 Mmr (ski MOXYTb 3HaxogMTucs B kKancynax abo
TabneTtkax), SKi HagawTbCs NPOTArOM 5 MOCMigOBHMX AHIB i MOBTOPKOOTLCA KOXHI 28 AHiB. dasa
nigtpumanHa B lMpuknagi 3N moxe 6yTn 06'egHaHa 3 ogHovacHok ¢asok b6yab-akoro 3 MNpuknagis
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 2I, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknag 30: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}dpeHrin)-N'-(4-dTopdeHin)umnknonponaH-
1,1-gukapbokcamia BBogATb B fo3ax 50 Mr (ski MOXyTb 3HaxoguMTtucsa B Karncynax abo tabnetkax).
Heski nauieHTn, ski maloTb MyTauito B npomotopi MIMT, ge mytoBaHunm npomotop MIMT €
HEMeTMIIOBaHUM NMPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxytotb N-(4-{[6,7-
Oic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-aukapbokcamig AK
eanHun  areHTt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTOopdheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SIK  €OMHUM  MepoparnbHUA  areHT, Lo
HapaeTbcsa B go3ax 25 mr i 100 Mr (ski MOXyTb 3HaxXoguTucsa B kancynax abo tabnetkax). TMZ, konu
BiH BBOAWTbLCH, HagaeTbca Yy BumnsAgi Ao3 140 Mr (ski MOXyTb 3HaAaxXOAMTMCA B Kancynax abo
TabneTtkax), fki HagawTbCSA NPOTAroM 5 MOCNiJOBHUX OHIB i MOBTOPKOTLCA KOXHI 28 pgHiB. Pasa
nigTpumanns B Mpuknagi 30 moxe 6yTn o6'egHaHa 3 ogHo4vacHo hasow Oyab-skoro 3 MNpuknagis
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3P: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injJokcn}dperin)-N'-(4-dTopdeHin)umnknonponaH-
1,1-gukapbokcamia BBOOATbL B fo3ax 75 Mr (ski MOXyTb 3HaxoguMTtucsa B Karncynax abo tabnetkax).
Heski nauieHTn, aki malTb MyTauito B npomotopi MIMT, ge myrtoBaHun npomotop MIMT e
HEMEeTMITOBaHUM NMPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxyoTb N-(4-{[6,7-
Oic(meTnnoken)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-aukapbokcamig AK
€eanHnn  areHT B koMOiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}dpeHin)-N'-(4-
dTopheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SIK  €OMHUI  MepopanbHUA  areHT, Lo
HapaeTbcsa B go3ax 25 mr i 100 Mr (ski MOXyTb 3HaxXoguTucs B kancynax abo tabnetkax). TMZ, konu
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BiH BBOAWTbLCSA, HagaeTbca Yy Burnagi o3 140 Mr (dki MOXYTb 3HaxooMTuUCs B Kancyrnax abo
TabneTtkax), SKi HagalTbCA NPOTArOM 5 NOCMiAOBHMX AHIB i MOBTOPHOIOTBECS KOXHI 28 AHiB. dasa
nigTpumaHHs B lMNMpuknagi 3P moxe 6ytn o6'egHaHa 3 ogHo4yacHot dhasol 6yab-akoro 3 lNMpuknagis
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 2I, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3Q: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}peHrin)-N'-(4-dpTopdeHin)umnknonponaH-
1,1-gukapbokcamig BBoasaTb B go3ax 100 mr (ski MOXyTb 3HaxoguTUCs B Kancynax abo tabneTkax).
Heski nauieHTn, ski MawTb MyTaudito B npomoTtopi MIMT, ge mytoBaHun npomotop MIMT e
HEMeTMNOBaHUM NPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxyoTtb N-(4-{[6,7-
Bic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cpTopdeHin)umnknonponaH-1,1-aukapbokcamig AK
eavHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopheHin)umknonponaH-1,1-ankapbokcamin BBOAATb SK  €OMHUN  MNEepopanbHUA  areHT, Lo
HagaeTbes B fo3ax 25 mr i 100 Mr (ki MOXyTb 3HaxoauTUCS B kancynax abo tabnetkax). TMZ, konu
BiH BBOAWTbLCSH, HadaeTbca y Burmagi fo3 140 mr (gki MOXYTb 3HaxoaMTuCs B Kancynax abo
Tabnetkax), SKi HagawTbCs MNPOTAroM 5 MOCMigOBHMX AHIB i MOBTOPHOIOTLCS KOXHI 28 AHiB. Pasa
nigTpumaHHs B Mpuknagi 3Q moxe 0yt ob'eaHaHa 3 ogHodacHow hasoto Byab-sikoro 3 MNpuknagise
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3R: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}cpeHin)-N'-(4-dpTopdeHin)unknonponaH-
1,1-gukapbokcamia BBOOATb B fo3ax 25 Mr (Aki MOXyTb 3HaxoguMTtucs B Karncynax abo tabnetkax).
Heski nauieHTn, ski maTb MyTaudito B npomotopi MIMT, ge wmytosaHnui npomotop MIMT €
HEMeTMNOBaHUM NPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxytotb N-(4-{[6,7-
Bic(meTunokcm)xiHonin-4-inJokcu}dpenin)-N'-(4-dpropderin)umknonponaH-1,1-gukapbokcamig AK
eanHun  areHt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dpropdeHin)uuknonponax-1,1-gukapbokcamia BBOAATbL SK  €OWHWMA  MepopanbHUA - areHTt, LWo
HagaeTbcs B go3ax 25 mr i 100 Mr (siki MOXyTb 3HaxoguTucsa B Kancynax abo tabnetkax). TMZ, konu
BiH BBOAWTbLCS, HagaeTbca y Burmagi go3 180 Mr (ski MOXyTb 3HaxoOMTUCS B Kancynax abo
TabneTtkax), ski HagalTbCA NPOTAroM 5 MOCNiJOBHUX AOHIB i MOBTOPHOKOTHCA KOXHI 28 AHiB. Pasa
nigTpumaHHs B lMpuknaai 3R moxe 6yTn 06'egHaHa 3 ogHo4vacHot dhasol b6yab-sikoro 3 MNpuknagis
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3S: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcu}perin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamin BBOAATb B Ao3ax 50 mr (ki MOXyTb 3Haxogutucsa B kancynax abo Tabnetkax).
Heski nauieHTn, aki maTb MyTauito B npomotopi MIMT, ge mytoBaHun npomotop MIMT €
HEMeTMIIOBaHUM NPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxyoTtbs N-(4-{[6,7-
Bic(meTunokcm)xiHonin-4-injokcn}  denin)-N'-(4-dbrtopdenin)unknonponax-1,1-gukapbokcami Sk
eanHun  areHt B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamia BBOAATb SK  €OMHWMIA  NepopanbHUMW  areHT, Lo
HagaeTbcs B fo3ax 25 mr i 100 Mmr (ki MOXyTb 3HaxoguTucsa B Kancynax abo tabnetkax). TMZ, konu
BiH BBOAWTbLCSA, HagaeTbca y Burmagi o3 180 Mr (ski MOXyTb 3HaxoOuTUCS B Karncyrnax abo
TabneTtkax), Ski HagawTbCsA NPOTAroM 5 MOCNiJOBHUX OHIB i MOBTOPKOTLCA KOXHI 28 gHiB. ®asa
nigTpumannsa B lNpuknagi 3S Moxe 6yTn ob'egHaHa 3 ogHo4yacHow daso Oyab-skoro 3 MNMpuknagis
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 2I, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
27, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3T: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}peHnin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamig BBOOATb B J03ax 75 Mr (Aki MOXyTb 3HaxoguMtucs B Kancynax abo tabnetkax).
Heski nauieHTn, aki maloTb myTauito B npomotopi MIMT, ge myrtoBaHun npomotop MIMT e
HEMeTMITOBaHUM NMPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxyoTtb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}deHin)-N'-(4-pTopdeHin)umknonponaH-1,1-gukapbokcamig SK
€anHun  areHT B kombGiHauii 3 RT. N-(4-{[6,7-6ic(meTnunokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamis BBOAATb SK  €AMHUMIA  NepopanbHUM - areHT, Lo
HagaeTbes B go3ax 25 mr i 100 Mr (ki MOXyTb 3HaxoguTucsa B kancynax abo tabnetkax). TMZ, konu
BiH BBOAWTbLCS, HadaeTbca Yy Burnagi go3 180 mMr (gki MOXYyTb 3HaAxoguTMCs B Kancyrnax abo
TabneTtkax), fki HagawTbCSA NPOTAroM 5 MOCNiJOBHUX OHIB i MOBTOPKOTLCA KOXHI 28 pgHiB. Pasa
nigTpumanHsa B Mpuknagi 3T moxe 6yt ob6'egHaHa 3 ogHo4acHow Gasot Gyab-skoro 3 lNMpuknagis
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 2I, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
27, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3U: N-(4-{[6,7-6ic(meTunokcu)xiHoniH-4-injJokcu}deHrin)-N'-(4-dbTopdeHin)umknonponax-
1,1-gukapbokcamig BBogATb B fo3ax 100 Mr (ski MOXYTb 3HAaXOAMTUCS B Karncyrnax abo tabnetkax).
Heski nauieHTn, aki MawTe MyTaudito B npomoTtopi MIMT, ge mytoBaHun npomotop MIMT e
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HEMeTMINOBaHUM NPOMOTOPOM, MOXYTb He odepxysBaTn TMZ i 3amicTb uboro ogepxyoTtb N-(4-{[6,7-
Bic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cpTopdeHin)umknonponaH-1,1-aukapbokcamig AK
€anHnn  areHT B koMmOiHauii 3 RT. N-(4-{[6,7-0ic(meTnnokcn)xiHoniH-4-inJokcu}dpeHin)-N'-(4-
dTOopheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SIK  €OMHUI  MepopanbHUA  areHT, LWo
HapaeTbcs B Ao3ax 25 mr i 100 Mr (ski MOXyTb 3HaX0AMTUCS B Karncynax abo tabnetkax). TMZ, konu
BiH BBOAWTbLCH, HagaeTbca Yy BurnsAdi go3 180 Mr (ski MOXyTb 3HaxoAMTMCS B Kancynax abo
TabneTtkax), SKi HagawTbCs NPOTAroM 5 MOCMigOBHMX AHIB i MOBTOPHOIOTLCS KOXHI 28 AHiB. Pasa
nigTpumaHHs B lMNMpuknaai 3U moxe 6ytn ob'egHana 3 ogHo4vacHow ¢hasoto Oyab-sikoro 3 [Npuknagise
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 2I, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
27, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3V: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcu}perin)-N'-(4-dpTopdeHin)unknonponaH-
1,1-aukapbokcamin BBOAATb B Ao3ax 25 Mr (dki MOXyTb 3Haxoautucsa B kancynax abo tabnetkax).
Heski nauieHTn, ski maloTb MyTauito B npomotopi MIMT, ge mytoBaHum npomotop MIMT €
HEMeTMNOBaHUM NPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxytoTb N-(4-{[6,7-
bic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-aukapbokcamig SK
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnunokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamin BBOASATb SK  €OUHWMIA  MepoparnbHWUA - areHTt, Lo
HagaeTbcs B go3ax 25 mr i 100 Mr (siki MOXyTb 3HaxoguTucs B Kancynax abo tabnetkax). TMZ, konu
BiH BBOAWUTbCHA, HagaeTbCcs Yy Burnagi gos 200 MF/Mz/ﬂ,eHb, SKi HAZ4alTbCsA NPOTArOM 5 MOCNIgOBHMUX
OHiB i NoBTOpIOOTLCA KOXHI 28 aHiB. ®asa nigTpumanHsa B lMpuknaai 3V moxe 6ytn ob'egHaHa 3
opHo4vacHot dasoro byab-sikoro 3 Mpuknaais 2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N,
20, 2P, 2Q, 2R, 2§, 2T, 2U, 2V, 2W, 2X, 2Y, 2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3W: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcm}penin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamin BBOAATb B Ao3ax 50 mr (ki MOXyTb 3Haxogutucsa B kancynax abo Tabnetkax).
Heski nauieHTn, ski maTb MyTaudito B npomotopi MIMT, ge wmytosaHnuni npomotop MIMT €
HEMETUNOBAHUM MPOMOTOPOM, MOXYTb He ogepxyBaTthn TMZ i 3amicTb uboro ogepxyotb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}dpeHin)-N'-(4-pTopdeHin)umknonponaH-1,1-gukapbokcamig AK
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnunokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamin BBOAATbL UK  €OUHWMIA  MepopanbHUMA - areHT, LWo
HagaeTbcs B fo3ax 25 mr i 100 Mmr (ki MOXyTb 3HaxoguTucsa B Kancynax abo tabnetkax). TMZ, konu
BiH BBOAWUTbCS, HagaeTbea y Burnagi gos 200 MF/Mz/ﬂ,eHb, SKi HAZ4alTbCa NPOTAroM 5 MOCNigOBHUX
OHIB | NOBTOPIOIOTLCA KOXHI 28 gHiB. ®asa nigTpumanHsa B lMpuknagi 3W moxe 6ytn ob'egHaHa 3
ofHo4vacHot dasoto byab-sikoro 3 Mpuknagis 2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N,
20, 2P, 2Q, 2R, 2§, 2T, 2U, 2V, 2W, 2X, 2Y, 2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3X: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}perin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamin BBOAATb B A03ax 75 Mr (ki MOXyTb 3Haxogutucsa B kancynax abo Tabnetkax).
Jeski nauieHTn, ski malTb MyTauito B npomotopi MIMT, ge mytoBaHun npomotop MIMT €
HemMeTUnoBaHWM MPOMOTOPOM, MOXYTb He ogdepxyBaTu TMZ i 3amicTb uboro ogepxytots N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}deHin)-N'-(4-pTopdeHin)umknonponaH-1,1-aukapbokcamig SK
eanHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnunokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamia BBOAATb SK  €4AMHMIA  NepopanbHUMW  areHT, Lo
HagaeTbcs B go3ax 25 mr i 100 Mmr (ki MOXyTb 3HaxoguTucsa B Kancynax abo tabnetkax). TMZ, konu
BiH BBOAWUTbCS, HagaeTbes y Burnagi o3 200 MF/MZ/JJ,eHb, SKi HAZ4alTbCHA NPOTAroM 5 MOCNiIJOBHUX
OHIB i MOBTOPKOIOTLCA KOXHI 28 gHiB. ®asa nigtpumanHsa B [Npuknagi 3X moxe 6ytn ob'egHaHa 3
ofHo4vacHot dasor byab-sikoro 3 Mpuknagis 2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N,
20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y, 2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3Y: N-(4-{[6,7-6ic(meTunokcm)xiHoniH-4-injokcn}peHnin)-N'-(4-dpTopdeHin)umknonponaH-
1,1-gukapbokcamia BBoasaTb B gosax 100 mr (ski MOXyTb 3HaxoauMTucsa B kancynax abo tabnertkax).
Heski nauieHTn, ski maloTb MyTauito B npomotopi MIMT, ge mytoBaHum npomotop MIMT €
HeMeTUNoBaHWM MPOMOTOPOM, MOXYTb He odepxyBaTu TMZ i 3amicTb Uboro ogepxytoTb N-(4-{[6,7-
bic(meTunokcm)xiHoniH-4-inJokcu}deHin)-N'-(4-pTopdeHin)umknonponaH-1,1-gukapbokcamig SK
€avHun  areHT B kombiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopdeHin)uuknonponax-1,1-gukapbokcamin BBOAATb SK  €OMHMIA  NepopanbHUM - areHT, Lo
HagaeTbcs B go3ax 25 mr i 100 Mmr (ki MOXyTb 3HaxoguTucsa B kancynax abo tabnetkax). TMZ, konu
BiH BBOAUTbLCA, HagaeTbcsa y Burnagi gos 200 MF/MZ/p,eHb, AKi HagalTbCHa NPOTAroM 5 MOCnigOBHUX
OHIB i MOBTOPKOIOTLCA KOXHI 28 gHiB. ®asa nigTpumanHa B [Npuknagi 3Y moxe 6ytu ob'egHaHa 3
ofHo4vacHot dasor byab-sikoro 3 Mpuknagis 2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N,
20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y, 2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3Z: N-(4-{[6,7-6ic(meTunokcu)xiHoniH-4-injJokcu}deHrin)-N'-(4-dTopdeHin)umknonponax-
1,1-gukapbokcamin BBOASATb B A03ax 25 Mr (ki MOXyTb 3Haxoautucsa B kancynax abo Tabnetkax).
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Heski nauieHTn, ski maoTb MyTauilo B npomotopi MIMT, ge mytoBaHum npomotop MIMT e
HEMeTMNOBaHUM NPOMOTOPOM, MOXYTb He odepxyBaTn TMZ i 3amicTb uboro ogepxyoTtb N-(4-{[6,7-
Oic(meTnnokcn)xiHoniH-4-inJokcn}deHin)-N'-(4-cTopdeHin)umknonponax-1,1-ankapbokcamig SK
€anHnn  areHT B koMOiHauii 3 RT. N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcn}dpeHin)-N'-(4-
dTOopheHin)umknonponaH-1,1-ankapbokcamia BBOAATb SIK  €OMHUI  MepopanbHUA  areHT, Lo
HapaeTbcs B Ao3ax 25 mr i 100 Mr (ski MOXyTb 3HaxXoguTucs B kancynax abo tabnetkax). TMZ, konu
BiH BBOAWTbLCH, HagaeTbcs Yy BUMsA4i Ao3 250 Mr (ski MOXyTb 3HaxoAuTUCS B kancynax abo
TabneTtkax), SKi HagawTbCs NPOTAroM 5 MOCMiAOBHMX AHIB i MOBTOPHOOTLCS KOXHI 28 AHiB. Pasa
nigtpumanHa B lMpuknaai 3Z moxe 6yTn ob'eaHaHa 3 ogHoyacHow daso byab-skoro 3 [Npuknagis
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknan 3AA: N-(4-{[6,7-6ic(meTnnokcu)xiHoniH-4-inJokcu}deHin)-N'-(4-
dTopheHin)umknonponaH-1,1-ankapbokcamia BBoaATb B Ao3ax 50 Mr (siki MOXYTb 3HaxoguTucs B
kancynax abo Tabnetkax). Jeski nauieHTn, ski MmaoTe MyTauito B npomotopi MITMT, ge mytoBaHun
npomotop MIMT € HemeTunoBaHMM MNPOMOTOPOM, MOXYTb He ogepxyBatn TMZ i 3amicTb LbOro
opepxytoTb  N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcun}deHin)-N'-(4-dpTopdeHin)umknonponax-1,1-
Avkapbokcamig £k eguHuiA  areHT B koMOiHauii 3 RT. N-(4-{[6,7-6ic(MeTUnokcm)xiHoniH-4-
inJokcu}dbeHin)-N'-(4-dpTopdeHin)umknonponax-1,1-avkapbokcamin BBOAATb K EAVHUIA NepopanbHUi
areHT, Wo HagaeTbesa B fo3ax 25 mr i 100 Mr (ski MOXyTb 3HaXoAMTUCA B Kancynax abo tabneTkax).
TMZ, xonu BiH BBOAUTbLCSA, HagaeTbes y BUrnsaai 4o3 250 Mr (siki MOXYTb 3HaxoauTuUcs B kancynax abo
TabneTtkax), SKki HagawTbCA NPOTArOM 5 MOCMiAOBHMX OHIB i MOBTOPKOIOTBECS KOXHI 28 AHiB. dasa
nigTpumaHHsa B MNMpuknagi 3AA moxe 6yTn ob'egHaHa 3 ogHovacHo dasoro 6yab-akoro 3 [MNpuknagis
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3AB: N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcu}deHin)-N'-(4-
dpTopdeHin)uuknonponax-1,1-gukapbokcamig BBOAATE B o3ax 75 Mr (siki MOXyTb 3HaxoouTwUCs B
kancynax abo tabnetkax). [eski nauieHTn, ki MmaloTb myTauito B npoMmoTtopi MITMT, ge mytoBaHumn
npomotop MIMT € HemeTunoBaHMM MNPOMOTOPOM, MOXYTb He ogepxyBatn TMZ i 3amicTb LbOro
opepxytoTb  N-(4-{[6,7-6ic(meTnnokcn)xiHoniH-4-inJokcuydeHin)-N'-(4-dpTopdeHin)umknonponax-1,1-
Avkapbokcamig £k eguHui  areHT B kombGiHauii 3 RT. N-(4-{[6,7-6ic(MeTUnokcm)xiHoniH-4-
inJokcu}dbeHin)-N'-(4-dpTopdeHin)umknonponax-1,1-avkapbokcamin BBOAATb K EAVHUIA NepopanbHUi
areHT, Wo HagaeTbesa B go3ax 25 mr i 100 mr (aki MOXyTb 3HaxoguTucs B kancynax abo tabnetkax).
TMZ, konu BiH BBOAMTbLCA, HagaeTbca Yy Burnagi o3 200 MF/MZ/,IJ,eHb, K HagalTbCcs MpoTsarom 5
NnocrnigoBHMX OHIB i MOBTOPIOOTLCS KOXHI 28 gHiB. ®asa nigTpumaHHa B MNpuknagi 3AB moxe 6yTtn
ob'egHaHa 3 ogHouacHow dasoto byab-sakoro 3 Mpuknaais 2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 21, 2J, 2K,
2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y, 2Z, 2AA, 2AB, 2AC i 2AD.

Mpuknag 3AC: N-(4-{[6,7-6ic(meTnnokcun)xiHoniH-4-inJokcu}deHin)-N'-(4-
dpTopdeHin)uuknonponax-1,1-gukapbokcamig BBoasTb B fo3dax 100 Mr (ski MOXyTb 3HaxoauTucs B
kancynax abo tabnetkax). Oeski nauieHTu, ski MaloTb MyTauito B npoMmoTtopi MTMT, ge mytoBaHumn
npomotop MIMT € HemeTunoBaHUM MNPOMOTOPOM, MOXYTb He ogepxyBaTu TMZ i 3amicTb LbOro
opepxytoTb  N-(4-{[6,7-b6ic(meTmnokcn)xiHoniH-4-inJokcun}deHin)-N-(4-dpTopdeHin)umknonponax-1,1-
Avkapbokcamig £k eguHui  areHT B kombGiHauii 3 RT. N-(4-{[6,7-6ic(MeTUnokcm)xiHoniH-4-
inJokcu}dpeHin)-N'-(4-cTopdeHin)umknonponaH-1,1-gukapbokcamin BBoAATb SK €ANHUIA NepoparnbHUN
areHT, Wo HagaeTbca B go3ax 25 mr i 100 mr (ki MOXyTb 3HaxoguTUCA B Karncyrnax abo tabneTtkax).
TMZ, xonu BiH BBOOUTBLCA, HaJaeTbes y BUrnagi 403 250 Mr (ski MOXYTb 3HaxoauTucs B kancynax abo
TabneTtkax), sKi HagawTbCs MPOTArOM 5 MOCMigOBHMX AHIB i MOBTOPHOIOTHCSA KOXHI 28 pgHiB. Pasa
nigTpumMaHHs B Mpuknagi 3AC moxe 6yTn ob'egHaHa 3 ogHoYacHow daso byab-skoro 3 MNpuknagie
2A, 2B, 2C, 2D, 2E, 2F, 2G, 2H, 21, 2J, 2K, 2L, 2M, 2N, 20, 2P, 2Q, 2R, 2S, 2T, 2U, 2V, 2W, 2X, 2Y,
2Z, 2AA, 2AB, 2AC i 2AD.

MonepenHe po3kpUTTS BMHaxody Oyno onucaHe AeTanbHO 3a JOMOMOroH intcTpadii i npuknagis
ANsi uinen sCHOCTI i po3yMiHHsA. [aHui BMHaxig OyB onucaHui 3 MOCUMNAHHAM Ha Pi3Hi KOHKPETHI i
nepeBaxHi BapiaHTu i cnocobw 3giicHeHHsi. OpgHak, NMOBUMHHO OyTW 3pO3yMino, WO MOXyTb OyTu
3pobneHi uucneHHi Bapiauii i Mogudikauii 6e3 BigxuneHHs Big igei i obcAry gaHoro BuHaxody.
KeanicikoBaHOMy B AaHin ranysi dpaxisuto 6yge o4eBMAHO, WO 3MiHM i MogudikaLii MOXyTb ByTu
3aCTOCOBaHi Ha nMpakTuli B Mexax obcary npuknageHoi hopmynum BuHaxogy. Takum YMHOM, MOBUHHO
OyTn 3po3ymino, WO MpeacTaBneHMn Bue ONUC MpU3HaAYeHWn ans imnocTpadii i He €
obmexyBanbHUM. TakMm 4YMHOM, OOCAr AAaHOro BUHAxXo4y HE MOBWHEH BU3HAYaTUCS MOCUITAHHAM Ha
npeacTaBneHnin BULLE OMWUC, @ MOBUHEH 3aMiCTb LIbOr0 BM3HAYaTMCSl MOCWUMAHHSIM Ha HacCTYMHY
npuknageHy ¢opmyrly BMHaxo4y, pa3oM 3 MOBHMM OOCSIroM ekBiBamneHTiB, Ha dki ua dopmyna
BMHaxo4y A€ npaeo.
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SOPMYJIA BUHAXOLOY
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