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KopucHa mopgenb HanexuTb 0O ranysi dapmaueBTuKM, 30Kpema [0 3acobiB Ans NikyBaHHS
iLlemMiyHoro iHcynbTy Ta/abo GiYHOro amioTPOMIYHOro CKNepoay.

€ BigoMMM Te, WO BifbHIi pagvKany rpawTb BaXKMBY POSib Y MOLUKOAXKEHHI, SKe BUHWKAE B
pe3ynbTarTi iweMmii ronoBHOro Mo3ky. lwemis abo iwemis 3 HacTynHOK penepdysieto NpM3BoaUTL A0
30inblIEeHHsT NpoayKUil BiINbHMX paauvkanis, WO aTakyloTb KiTUHHI MeMOpaHM LWNSXOM OKMCIIEHHS
HEeHaCUYeHUX XUPHUX KMCnoT y docdoninigax y nepekucHi cnonykn. OTpumaHa naHutorosa peakuis
NPY3BOAMTbL A0 iLUEMIYHOrO MOLUKOKEHHSI TOSIOBHOTO MO3KY, LLO MPOSABIIOETLCH Y BUINAAi HAbpsKy,
iHgapkTy Ta Herponartii (Yanxin Ren, Bing Wei, Xirui Song, Nan An, Yiying Zhou, Xinxin Jin & Yuyang
Zhang (2015). Edara vone's free radical scavenging mechanisms of neuroprotection against cerebral
ischemia: review of the literature, International Journal of Neuroscience, 125:8, 555-565, DOI:
10.3109/00207454.2014.959121).

TakoX, OKMCMIOBaNbHUA CTPEC, SIKUN iHAYKOBAHWA BiNbHUMW pajukanamu, BBaXkaloTb OAHUM 3
dakTopiB, WO 3ajisHi npy MaHidecTauii Ta nporpecyBaHHi 6i4HOro amiotpodpiuHoro ckneposy (BAC).
BAC € HenpogereHepaTUBHMM 3axBOPKOBAHHSM, MpPU SKOMY BEPXHi Ta HWKHI MOTOHENpPOHU
CMOpaAnyHO Ta NPOrpecyoyn AereHepaTMBHO 3MIHIOIOTLCS Ta MMHYTb, PO3BMBAETLCS reHepanisoBaHa
M'sisoBa aTpodis Ta cnabkictb. [J. Clin. Biochem. Nutr. January 2018. - Vol. 62, Ne 1. - P. 20-38].

Cnonyka epapaBOH, Ha OCHOBI SIKOi BMIFOTOBMSIOTb NpenapaT, BidOMUIA Mig pisHMMK Ha3Bamu,
aBnse cobol CckaBeHOep BINIbHUX pagukaniB Ta aHTMOKCUMAAHT 3 (YHKUIE LMTONpoTeKuii Ta
HenponpoTekuii. MNMo3baensawyM Big BiNbHUX pagukaniB Ta iHribytoun nepekncHe OKUCNEHHS niniai.,
efapaBoH 3anobirae OKMCMIOBANIbHOMY YPaXKEHHI0 KIiTUH MO3Ky. |HwuMMm crnoBamu, enapaBoH
3axuLLE@E MO30K Y pasi FoCTPOro ilEMIYHOrO iHCYNbTY LUMSAXOM 34iIMCHEHHS MOrO iHriBITOPHOI Aii NpoTu
PO3BUTKY Ta NPOrpecyBaHHs (3aroCTPeHHS) illeMiYHOro NOLUKOMKEHHS BHACNIAOK aTepOCKNepoTUYHOT
abo emboniYHOI 3aKynopkn CyauH, WO MPOSABASETLCA IHPAPKTOM MO3KYy, Habpsikom MO3KY,
HEBPONOriYHNMM AediunToM Ta 3aTpuMMye BigdaneHy cmepTHiCTb Henmpodis. lNpu BAC epapasoH
NPUrHiYye MNpOrpecyBaHHS 3axXBOPIOBaHHS, 34IMCHIOKOYM iHFIBITOPHY Ait0 NPOTU PO3BUTKY OKMCHOIO
MOLUKOPKEHHSI HEPBOBMX KIMITUH.

Ho rpyn xBopux, ski noTpebytoTb Tepanii npu iwemiyHux (iHCynbT) Ta [OereHepaTuMBHUX
3aXBOPHOBaHHSX, Takmnx sik BAC, BXoASTb TakoX 1 nNauieHTn 3 uykposum giadbetom (LILL). Axwio iHcynbT
abo BAC possuBatoTbca Ha Tni LU, okucnoBanbHUIA CTPeC NiACUNIOETLCS FiNepriikeMieto, sika €
BaXNMMBUM OOTSKYytOUMM (DaKTOPOM TMOLUKOMKEHHS] CEPLEBO-CYOUHHOI CUCTEMW, WO Jie 4Yepes
Pi3HOMaHITHI MeXxaHi3Mu, Taki Sk akTuBauis NpoTeiH kiHasu C, wnsaxu nonioniB Ta rekcosamiHie,
NPOAYKYBaHHA KiHUEBWX MpOAYKTIB rMikOMoBaHHA. Bci 3asHaveHi wnsaxy y MOeAHaHHi 3
rineprnikemMiyHo  iHAYKOBaHOK  AWCMYHKLUIE MITOXOHAPIA | CTpecoM eHaonnasmaTuyHoro
PETUKYNYMY CMPUSIOTb HAKOMWYEHHIO aKTUMBHUX (POPM KWUCHIO, SIKi, B CBOK 4epry, CrpusiioTb
MOLLUKOKEHHIO KNiTUH, PO3BUTKY Ta MporpecyBaHHi0 AiabeTuyHux ycknagHeHb (Fiorentino, T.V.,
Prioletta, A., Zuo, P. et al. Hyperglycemia-induced oxidative stress and its role in diabetes mellitus
related cardiovascular diseases. Curr Pharm Des. 2013; 19:5695-5703).

OkucnioBanbHUN CTPeC, BUKIMKAHWUIA FiNepriikemMieto Ta gucninigemieto, € OCHOBHUM (PakTOPOM,
O MOCUNIOETLCA BHACMIQOK YTBOPEHHS KiHUEBWX npoAaykTie rnikonoBaHHa (AGE) Ta aktusauii
NonionbHOro LWnaxy. ICHye Aekinbka NoniMopcHUX LWAAXiB, WO NPU3BOAATL OO0 OKUCMIOBaNbHOMo
CTpecy, AKi BUKNUKaHI peakuisiMu rMikontoBaHHA Ta reHeTUYHUMW 3MIHaMKW B reHaxX aHTUOKCUMAAaHTIB,
IO MOXYTb BYTK BKIOYEHi 4o naTtoreHesy giabetnyHoi HevponarTii (OH) (Cell Biochem Biophys. 2015
Apr;71(3):1425-43. doi: 10.1007/s12013-014-0365-y. The Role of Oxidative Stress in Diabetic
Neuropathy: Generation of Free Radical Species in the Glycation Reaction and Gene Polymorphisms
Encoding Antioxidant Enzymes to Genetic Susceptibility to Diabetic Neuropathy in Population of Type
| Diabetic Patients. Babizhayev M.A. Strokov I.A., Nosikov V.V., Savel'yeva E.L., Sitnikov V.F.,
Yegorov Y.E., Lankin V.Z.).

Takum 4nHOM O4YeBUAHMM € Te, Wo rpyna xsopux 3 BAC Ta/abo iwemiyHuMKn ycknagHeHHAMHN, Lo
Ma€e CynyTHi XBopoOMW, noOB'A3aHi 3 rinepraikiMivHMMKM  nposiBaMu, noTpebye  iHTEHCUBHOI
aHTMokcuaaTmBHoi Tepanii i wopno BAC Ta/abo iwemiyHOT xBopoGW, i WOAO CynyTHIX XBOpPOO,
Hanpwuknaga, L.

3asHauumo, Wo 34e6inbloro cydacHuin npenapar npoTtu ilemiyHoi xBopobu Ta BAC Ha OCHOBI
CMONyKN efapaBOH BUrOTOBMSOTL Yy BUMMsAi nNpo3oporo 6e36apBHOr0 CTEPUIBHOMO i30TOHIYHOMO
pPO34YMHYy ANs iH'eKUin, A0 CKnafy SIKOro BXOAWUTb SIK aKTMBHA pevYoBMHA edapaBOH, Tak i JOMOMDKHI
peYvyoBUHN, 30Kpema n rigpaT L-uuncteiny rigpoxnopva
(https://www.ncbi.nim.nih.gov/pmc/articles/PMC5737249/).

B Toi >xe 4ac, BigOMi HayKOBi OOCHiIKEHHs CBigyaTb Npo Te, WO L-UMCTeiH CyTTeBO iHribye
CeKpeLio iHCYNiHY 3a paxyHOK MHOXWHHUX [il HA CEKPEeTOPHUI Npouec iHCYNiHY Yepes3 NpoAyKyBaHHSA
cipkoBogHs (H2S), a, sk Bigomo, akTuBHicTb H(2)8-npoaykytoumx dpepmeHTiB Ta BMICT H2S B TKaHUHax
B ymoBax Aiabety migBuwyeTbcs. (1-Cysteine Inhibits Insulin Release From the Pancreatic B-Cell.
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Possible Involvement of Metabolic Production of Hydrogen Sulfide, a Novel Gasotransmitter. Yukiko
Kanekol, Yuka Kimura2, Hideo Kimura2 and Ichiro Nikil. Diabetes 2006 May; 55(5): 1391-1397).
TakoxX y BigOMMX DKepenax 3asHayaloTb, WO 30iNblUEeHHS KOHUEHTpaUii L- yucTeiHy B nnasmi TicHO
noB'saHo 3 AedeKToM cekpeuii iHCymniHy B-KniTMHaMK NigWwnyHKOBOI 3anosn, WO MNpuM3BOAUTL A0
piabety 2 Tuny ((T2D) I|-cysteine reversibly inhibits glucose-induced biphasic insulin secretion and
ATP production by inactivating PKM2. Daiki Nakatsu, Yuta Horiuchi, Fumi Kano, Yoshiyuki Noguchi,
Taichi Sugawara, Iseki Takamoto, Naoto Kubota, Takashi Kadowaki, and Masayuki Murata.
Proceedings of the National Academy of Sciences (PNAS) PNAS March 10, 2015 112 (10) E1067-
E1076; first published February 23, 2015).

Kpim TOro, xap4oBi go6aBku, y cknagi Sskux € LNCTEIH, MatoTb NpsiMi NPOTUMNOKa3aHHS AN XBOPUX
Ha uykpoBun piaber came 3 TiEl NPUYMHKM, WO UWUCTEIH iHriBye CUHTE3  iHCYniHYy
(https://edaplus.info/food-components/cysteine.html, https://himya.ru/cistein. html).

OTmxe, BMXOOAYM 3 BULLEBUKNAAEHOro, OYEBUOHMM € Te, L0 3aCTOCYBaHHA LMCTEIHY Yy
KOMMO3MLiAX nikapcbkoro 3acoby 3i cnonykow efapaBoH € HeedeKkTBHUM Y rpyni xBopux Ha BAC
Ta/abo iwemiyHy XBopoOby, Lo MatoTb CYNyTHI NATONOrii, MOB'A3aHi 3 MOPYLUEHHSAM CUHTE3Y iHCYIiHY.

Takox, cnig 3asHayuTu HacTynHe. [lig 4ac npoBedeHHA psay LOChigpKeHb pedepeHTHOro
npenapaTy po3pobHMKN MiKapCbKoro 3acoby BUSIBUNM O3HAKW, LLO BKa3ylOTb Ha HAsBHICTb AOMILLIOK Y
npenaparti, ki nepebinbLyTb NPUNYCTMMI HOPMIK BianoBiAHO A0 HacTaHoBu ICH Q3B (International
conference on harmonisation of technical requirements for registration of pharmaceuticals for human
use. Ich harmonised tripartite guideline. impurities in new drug products Q3B(R2) Current Step 4
version dated 2 June 2006), Ta, Sk nokasanu noganblli AOCMISKEHHS, BKa3ylOTb HA KOMMOHEHTY
KOMMO3uLii, WO BiagnoBigae L-uncreiny.

Takox, nig Yac JoCnigKeHHs pO34YnMHY roTOBOro pedepeHTHOro NikapcbKkoro 3acoby po3pobHMKK
BUSIBUNM YTBOPEHHS AOMILLIOK, O CBIigYMIIO NPO HEAOCKOHANICTb CTabini3auiinHoi Ta aHTMOKCUOAHTHOI
CUCTEM FOTOBOrO Npenaparty.

Omxe, Heponikamy BiZOMOro roTOBOro MpenapaTty, OO CKnaay siKkoro BXOAWTb €4apaBOH, €
0OMeXeHHs1 Yy 3acToCyBaHHI MO rpyni, ki UMCTEIH NpPOTUMNOKa3aHWA, HasiBHICTb Yy CKnadi roToBOro
npenapaTy AOMILLOK B KiNIbKOCTI, L0 nepebinbliye Bu3Ha4eHy HactaHoBot ICH Q3B (gani no Tekcry),
a TakoX HefockoHarna ctabinisauinHa Ta aHTMOKCMAaHTHa CMCTEMU FOTOBOTO NiKapCbKoro 3acoby.

B ocHoBY kopucHOI Mogeni noctaBneHa 3agava, 3 METOK MOKpaLLeHHs BrlacTMBOCTEN npenapaty
Ha OCHOBI edapaBOHy, AocniguTV XiMivHi Ta di3n4yHi BNacTUMBOCTI pedepeHTHOro npenaparty Ta
CTBOPUTW NpenapaT Ha OCHOBI KOMMO3WLi, sika BMKNoYana 6u Hegoniki BigoMux nikapcbknx 3acobis
efnapaBoHy ans nikysaHHsa BAC Ta iwemiyHoi xBopobu. Kpim Toro, nocrana notpeba y noliykax
3aMiHM  L-umcTeiHy, WO 3a CBOEW (pyHKUiEl y roToBOMy npenapaTti € crabinisatopom
(aHTHOKMCIIIOBaYeM), Ha Binblu ePEKTUBHUIA KOMIMOHEHT, L0 He MOCTYNaeTbCsA 3a BracTMBOCTAMM L-
uucTeiny. Takox po3pobutun Binbl edPekTUBHY cTabinisauiiHy CucTeMy roToBOro Nikapcbkoro 3acoby.
Ha ocHOBi BkasaHux 3aBgaHb CTBOPUTM CMOCIO odepxaHHs MoKpalleHol (y4OCKOHareHoi)
dapmaLeBTUYHOI KOMMO3uLii Ans nikyBaHHA 6i4HOro amioTpodiyHOro ckrneposy Ta  ileMivHoi
XBOPOOW Ha OCHOBI [jl040i PEYOBUHU - eJapaBoHY.

lMocTtaBneHa 3afjaya BUPILLYETLCA LINAXOM CTBOPEHHSA apMaueBTUYHOT KOMMNOo3uuil Ansg
nikyBaHHsA 6i4HOro amioTpohiyHOro CKNepoay Ta ileMi4YHOI XBOPOOU, LLO MICTUTb K Aito4y pevOBUHY
e[apaBoH, SIK i30TOHIYHMIA areHT - xnopug HaTpito, sk kopereHT pH - rigpokcuag HaTtpito abo Kanito i
OCOPHY KUCIOTY Ta AK PO3YMHHUK - BOAOY ONS iH'eKUin, sika, 3rigHO 3 KOPUCHOK MOAENSo, K
aHTMOKCUAAHT 3aMmicTb L-uucteiHy mictute meTabicynbdit HaTpito. Komnosuuis micTuTb egapasoH Y
kinekocTi 0,3-2,0 mr/mn, metabicynbdit HaTtpito - 0,1-1,5 mr/mn, xnopua Hatpito - 5,0-9,0 mr/mn,
rigpokcma Hatpito abo kanito - 1-2 mr/mMn Ta OCHOPHY KUCMAOTY B KiNbKOCTi, HeobXigHin Ans
poBefeHHs pH posunHy o 2,7-4,7, Boga ang iH'ekuivi - o 1 mn.

Kpalumm BapiaHTOM BTiNIEHHSI KOPUCHOI MOZEnNi € KOMMO3uLisi, sika MICTUTb e4apaBOH Y KiNlbKOCTi
1,5 mr/mn, meTabicynbgit HaTpito - 1 mr/mn, xnopug Hatpito - 6,75 mr/mn, rigpokeug Hatpito - 1,5
Mr/mn Ta docopHy KUCNOTY B KiNbKOCTi HeOOXigHiM onsa goBegeHHs pH posunHy go 2,7-4,7, Boga
ang iH'ekdin - go 1 mn. [Anga niaTpuMaHHa ocMonsanbHOCTi po3dnHy 270-330 mOcMonb BMICT xnopuay
HaTpil0 B KOMMNO3WULii cknagae 6,75 mr/mn.

Takox, CTBOpeHO cnocib opepxaHHs apmaueBTUYHOT KOMMO3uuii Ansa nikyBaHHS 6i4Horo
amMioTpodpi4HOro CKrepo3y Ta ieMiYHOT XBOpoOu, sikuii nepepbadvae HaAcTynHi CTagii: i) ogepXyoTb
e[apaBoH 3a BiJOMOK CXEMOK CUHTEe3y; HacCTyMHi CTafil 34iNCHIOITbL B OOQHOMY PEeakTopi LUMAXOM
NOCNiJOBHOMO 3aBaHTaXXEHHSI KOMIMOHEHTIB: ii) y peakTop 3 pO34MHOM Afs iH'EKUil 3aBaHTaXylTb
i30TOHIYHWI areHT; iii) 3aBaHTaxyloTb kopereHT pH; iv) CTBOPIOIOTE a30THMI LIap; V) 3aBaHTaXylTb
aHTMOKCUAAHT; Vi) 3aBaHTaXyl0Tb e4apaBoH; Vii) 3aBaHTaXytoTb KopereHT pH.

B ogHomy 3 BapiaHTiB BTiNlEHHA KOpMCHOI Mogeni y cnocobi Ha cTagii (ii) SK i30TOHIYHMI areHT
BMKOPWCTOBYIOTb Xropug HaTpito; Ha cTtagii (iii) Ak kopereHT pH BMKOPWUCTOBYIOTH FigpoKcug HaTpito
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abo kanito i 3giicHOTL KOHTponb pH - 10-11; Ha cTagii (v) SK aHTMOKCMAAHT BMKOPUCTOBYIOTb
MeTabicynbiT HaTpito; Ha cTagii (Vi) sk kopereHT pH BUMKOPUCTOBYIOTb (HOCKHOPHY KUCMOTY,
3[iNCHI0ITL KOHTpOMb pH 2,7-4,7, ocMonanbHIiCTb oBoasTb Ao 270-330 mOcmornb.

B iHWoOMYy BapiaHTi BTiNEHHs cnocib opep)xaHHA dapMaLeBTUYHOI KOMMO3uUil AN NikyBaHHS
OivyHoro amioTpodpiyHOro ckneposy Ta ilemivyHoi XBopobu nependavae HaCTyMHi cTagii: i) ogepXxyroTb
efapaBOH 3a BiJOMOK CXEeMO CUHTEe3Y; HaCTyMHi cTagil 34iMCHIONTb B OOHOMY peakTopi LUSISXOM
MOCriAOBHOIO 3aBaHTAXXEHHSI KOMMOHEHTIB: ii) Y peakTop 3 PO34MHOM ANs iH'€KUi 3aBaHTaXylTb
i30TOHIYHWI areHT; iii) 3aBaHTaXylTb KOpereHT pH; iv) CTBOPIOOTbL a30THWUIA LWap; V) 3aBaHTaXylTb
€[lapaBoH; Vi) 3aBaHTaXyOTb KOpereHT pH; Vvii) 3aBaHTaXylOTb aHTUOKCUOAHT.

B ogHomy 3 BapiaHTiB BTiNeHHA cnocib nepepbavae Ha ctagii (i) sK i30TOHIYHUIA areHT
BUKOPUCTaHHA xnopuay HaTpito; Ha ctagii (iii) 9k kopereHT pH BMKOpUCTaHHA rigpokcuay HaTtpito abo
Kanito i 34incHeHHA koHTponmo pH - 10-11; Ha crtagii (Vi) 9K aHTMOKCMOAHT BMKOPUCTAHHS
MeTabicynbgiTy HaTpito; Ha cTagii (vi) sk kopereHT pH BuMKOpUCTaHHA OChOPHOI KUCNOTH,
34incHeHHs1 koHTponto pH 2,7-4,7, poBeneHHs ocmonsnbHocTi Ao 270-330 mOcmoneb.

TexHi4YHnn pesynbTarT.

3acTocyBaHHsSI KOMMNO3WULii He OOMeXeHe 3acToCyBaHHAM MnpenapaTy Yy YacTUHWU LinboBOI rpynu
nauieHTis. [lo KOMNO3WUL,iT BKIOYEHI HOBi KOMNOHEHTH, WO He cyrnepeyaTb 3aranbHOMY MPU3HAYEHHIO
pedepeHTHOro npenapaty Ta 3abe3nevyoTb Oinblw edekTUBHI BRNAcTMBOCTI CcTabinbHOCTI Ta
36epiraHHsA roToBoro nikapcbkoro 3acofy. Kpim Toro, cnocié BMrotoBneHHsa npenaparty 3abesnevye
Kpalli BNacTMBOCTI WoAo cTabinisauii npenapaty Ta TepMiHY MOro NpuaaTHOCTI.

Mepenik rpadivHmMx 306paxkeHb Ta X KOPOTKUIA OMUC:

®ir. 1. XpomatorpadiyHe OOCHiMKEeHHs, Xpomartorpama npenapaTty, LWo Bignosigae
pedepeHTHOMY.

@ir. 2. XpomarorpadiyHe OOCNIMKEHHS, XpomaTtorpama npenapaTy, WO Bignosigae 3a Cknagom
pedepeHTHOMY, 3 SKOro Buny4nnu L-uucteiny rigpoxnopugy rigpar.

dir. 3 XpomaTtorpadpiyHe  OOCRIQKEHHs, Xpomartorpama npenapaTy, WO Bignosigae
pedepeHTHOMY, 3 AKOro BUNyYunu egapasoH.

dir. 4. XpomatorpacpiuHe [OCNIAKEHHS, XpomaTtorpama npenapaTty po3dvHy efapaBoHY Y
6es3umncTeiHoBin komnoaudii 1:500.

®ir. 5 XpomaTorpadivyHe JOCNiMKEHHs, XxpomaTorpama HOBOro npenapaTy (6e3 uncTeiny).

dir. 6. CxeMa cnHTe3y eiapaBoHYy.

JocnigpkeHHs npoBogunn MeToAoM BUCOKOEMEKTMBHOI PiANHHOT XpomaTorpadii Ans BU3Ha4YeHHS
nikiB, WO BKa3ylTb Ha HasABHICTb OOMILLOK; TaKOX, BMBYaNu CTabinbHICTL nNpenaparty nig giewo
TemnepaTyp Ta npu pisHMx pH, i 3a nokasHMKaMu HasiIBHOCTI OOMILLIOK, BU3HaYanu xapakTepucTUKn
cTabinbHOCTI npenapary.

Mpuknag 1.

XpomaTtorpacbiyHe OocrnigKeHHs npenapaTy, Wo BignoBigae 3a ckrnagom pedepeHTHOMY, LWoao
©eane4vHocTi.

HasBHicTb AOMIWIOK JocnigKyBanu MeTogoM BUcOKoedeKTUBHOI pianHHOI xpomaTorpadii (high-
performance liquid chromatography (HPLC)). Jomilwkamn BBaxatoTb NPOAYKTU po3nagy, Lo BUHUKNK
B pe3ynbTaTi XiMi4YHOi 3MiHWM NikapCbKoi pPeqoBUHM, WO BigOYBaETLCA Nig Yac BUpOOHUUTBA Ta/abo
30epiraHHa HOBOro MikapCbKOro MPOAYKTY Mig Aieto, Hanpuknag, cBiTna, TemnepaTtypu, pH, Bonoru,
abo B pesynbraTti peakuii 3 HanoBHioBayeM. BignosigHo go HactaHoBu ICH Q3B (International
Conference On Harmonisation Of Technical Requirements For Registration Of Pharmaceuticals For
Human Use. Ich Harmonised Tripartite Guideline. Impurities In New Drug Products Q3b(R2). Current
Step 4 version dated 2 June 2006.), ond npoaykTiB po3nagy npvM MakcumanbHii go6oBin A03i
cnoxusaHHs Big 10 Mr oo 2 r noporoBe 3Ha4YeHHs YTBOPEHHS AOMILLOK He NOBUHHO nepebinbysaTtu
0,2% abo 2 mr 3aranbHoro A00OOBOro BXuWBaHHSA. BignoeigHO [o HactaHoBM OO BUKOPUCTaHHS
npenapaty EpapasoH (Pagukyt, 30 mr/20 mn, npogaetbca dipmoto Mitsubishi Tanabe Pharma
Corporation, AnoHis), goboBa [o3a BXMBaHHA cTaHOBUTL 40 30 Mr.

1. DocnigxyBanu pedepeHTHMI npenapaT (dir. 1). MNpenapaTtom, Lo Bignoeigae pedepeHTHOMY
(PagikyT) 3 aKkTUBHOIO Ait04O0 PEYOBUHOK eapaBOoH, BBaXKanu po3yduH, Lo MICTUB: edapaBoHy - 30
Mr, HaTpito Bicynbdity - 20 mr, L-uncTeiHy rigpoxnopuay rigpaty - 10 mr, xnopuay HaTpito - 135 wr,
HaTpito rigpokcna Ta/abo docopHOi kucnotu (4N BpiBHOBaxeHHS pH) y 20 Mn po3uunHy.

2. JocnigxyBanu npenapaT, WO BignoBigae 3a cknagoMm pedepeHTHOMY, 3 AKOro Bumy4mnu L-
umcTeiny rigpoxnopugy rigpat (®ir. 2). 3 npenapaTy, WO 3a CKNagom BianoBigae pedepeHTHoOMY
npenapaty BunyyYanu L-umcTeiHy rigpoxnopugy rigpat i Takuh po3yuH mictme 30 Mr egapaBoHy,
HaTpito BicynbdiTy - 20 mr, xnopuay HaTtpito - 135 mr, HaTpito rigpokcmay Ta PopcdOpHOI KMCAOTK
(ans BpiBHOBaxeHHs pH) y 20 M po3yuHy.



10

15

20

25

30

UA 146043 U

3. JocnigxyBanu npenapar, LWo BignoBiaae pedepeHTHOMY, 3 SKOro BUny4unu egapasoH (dir. 3).
3 npenaparty, WO Bignosigae pedepeHTHOMY, BUKMIOYMIM €4apaBoH i TakMi PO3YMH MICTUB HaTpIto
Oicynbdity - 20 mr, L-umcteiny rigpoxnopuay rigpat - 10 mr, xnopugy Hatpito - 135 wmr, HaTpito
rigpokcua Ta dopcdopHOi KUCNoTu (ansa BpiBHoBaXkeHHs1 pH) y 20 M po3ynHy.

4. [JocnimpkyBanu npenapaT po3dnHy edapaBoHy y 6es3umcteiHoBi komnosuuii 1:500 (dir. 4).
Xpomatorpama npenapaTty 3 e4apaBOHOM, KOHLEHTpauis po3ynHy skoro AaopisHioe 1:500
KOHUEHTpaLuil efapaBoHy B KOMMO3Wuii, WO Bignosigae 3a CKNagoM AOMNOMIDKHUX pPeYOBUH
pedepeHTHOMY NpenapaTy, 3 SIKOro BUKITKOYMITN LUCTEIH.

Omxe, xpomatorpadiyHe AOCnimAXeHHs npenapaTy, Lo 3a CKknaaom Bignosigae pedepeHTHoOMY
(®ir. 1), npogeMoHCTpyBano nik HEBIAOMOro MOXOMKEHHHA 3 YacoM yTpumyBaHHa 2,370 XB., AKui
cknagae 6inbw Hix 0,2 % nnowi niky egapaBoHy (4ac yTpumyBaHHa 10,062). Bci iHwi nikn Ha win
XpomaTtorpami BignosigatTbe 0OMeXeHHAM Ans AOMILLOK, BU3HadYeHuM y HacTaHoBi ICH Q3B.

3 npenapaty Bukniovanu egapasoH. XpomaTorpacdiyHe JocnifKkeHHa komno3suuii 6e3 egapaBoHy
(®ir. 3) nNokasano, WO BOHa He MICTUTb TaKoi KiNMbKOCTI AOMIWIOK, sika 6 BuMarana noganbLUMX
JOCHiIXEeHb.

3 npenapaTty BWKMOYanM UUCTEIH i Takmi po3vMH niggaBanu OocrnigkeHH. [ocnimKeHHs
BesuncteiHoBoi komnoaudii (Pir. 2) nokasano BiACYTHICTb Takoro niky abo SKMXOCb iHLWMX CUrHariB,
AKi HabnmxkarTbea 3a nnoweto niky go 0,2 % egapaBoHy.

OpieHTOBHa BenuMuMHa MiKy, BULLle 3a SKUIA iHOWBIQyanbHa OoMilwKa nignsarae igeHTudikauii,
nokasaHa Ha Qir. 4, sika € xpomaTorpamoro eapaBoHy, KOLIEHTpaLisi po34MHy sikoro gopisHioe 1/500
KOHLIEHTpaLii egapaBoHy B 6e3UMCTEeiHOBI KOMMNO3WLi.

Mpuknapg 2.

Bubip aHTnOKCMaaHTIB.

[o cknagy opuriHanbHOro npenapary BXoAAaTb 2 aHTMoKenaaHTu: Bicynbdit HaTpito Ta L-umcteiHy
rigpoxnopwvay rigpat. Y TeCToBMX 3paskax BUKOPUCTOBYBaNM Takox i MeTabicynbiT HaTpito, OCKiNbKn
BiH modibHun go GicynbdaTy HaTtpito, ane mae Oinbwni edekt. bynn BunpobyBaHi cepii TeCTOBMUX
3paskiB 3 pi3HOl KoMbiHauielo aHTMoKcuaaHTiB: po3unH 3 L-umcteiHom (0,5 mr/mn); posumH 3
mMeTabicynbditom Hatpito (0,5 mr/mn, 1,0 mr/mn Ta 1,5 mr/mn); po3unH 3 Bicynbditom Hatpito (1,0
Mr/mI); po3yuH 3 MeTabicynbditom HaTpito (1,0 mr/mn) Ta umcteiHom (0,5 mr/mn).

1. BunpobyBanbHi 3pa3ku TecTyBanu Ha aHari3 egapaBoHy Ta OOMILLIOK A0 i nicnsa ctepunisadii B
aBToknasi npu 121 °C npotsarom 15 xeunuH (Tabn. 1, Tadn. 2).

Tabnuusa 1

PesynbTatn, ogepxaHi 4o ctepunisauii

. MakcumansHi Cyma HocnigxeHHs
TecToBaHi 3pasku : o ; o o
Aomiwkn, % | gomiwok, % efapaBoHy, %
po34uH 3 L-uucteiHom (0,5 mr/mn) 0,22 0,23 98,7
po3ynH 3 meTabicynbgitom HaTtpito 0,5 mr/mn 0,015 0,020 102,1
po3unH 3 meTabicynbgitom HaTtpito (1,0 mr/mn) - - 102,3
po34mH 3 meTabicynbditom HaTpito (1,5 mr/mn) - - 102,3
po34mH 3 BicynbdiTom HaTpito (1,0 mr/mn) - - 102,4
PO34MH 3 meTabicynbditom HaTpito (1,0 mr/mn) Ta 021 0.23 101,9
umcteiHom (0,5 mr /mn)
Tabnuuga 2
PesynbTatn, ogepxaHi nicna crepunisadit
T . MakcumanbHi Cyma OocnigxeHHs
€CTOBaHi 3pasku ; o ; 0 o
Aomiwkn, % | Jomiwok, % efapaBoHy, %
po34mH 3 L-uncteidom (0,5 mr/mn) 0,26 0,31 98,6
po34uMH 3 MeTabicynbgitom HaTpito 0,5 mr/mn 0,015 0,03 102,2
po3unH 3 meTabicynbgitom HaTpito (1,0 mr/mn) 0,014 0,027 102,1
po3unH 3 meTabicynbgitom HaTpito (1,5 mr/mn) 0,014 0,027 101,9
po34mH 3 Bicynbditom HaTpito (1,0 mr/mn) 0,014 0,027 101,7
PO34nH E}"MeTaﬁlcyﬂb(‘blTOM HaTpito (1,0 mr/mn) 023 0.26 101,5
Ta ymcrteiHom (0,5 mr/mn)
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2. MNicnsa nopiBHAHHA pe3ynbTaTiB OTpMManu NoKasHUKM NPUCYTHOCTI NEBHOT AOMILLKM B 3pa3kax 3
LMCTEIHOM, HaBiTb nicns 3MillyBaHHA. TakoX pesynbTaTtv nokasanu, WO LWUCTEIH Mae HWkK4y
aHTUOKCUOAHTHY aKTUBHICTb, HK MeTabicynbdiT HaTpito Ta GicynbdiT HaTpito.

3. TopiBHAHHS MeTabicynbgiTy HaTpito Ta bGicynbdiTy HaTpilo nokasano, WO BOHW MakTb
O[HaKOBY aHTMOKCUOAHTHY aKTUBHICTb. Ane BicynbgiT HaTpilo He Mae MoHorpadii B €Bponeinchbkin
dapmakonei Ta B [lepxaBHinn bapmakonei YkpaiHi. MeTabicynbdiT HaTpilo LWMPOKO BUKOPUCTOBYHOTH
K aHTUOKCMAAHT GaraTbMa €BpOMEnCbKMMU BUPOBHMKaMu Ta kpaiHamm CHL. Tomy y komnosuuii
BUKOpUCTanM MeTabicynbiT HaTpito.

TakvM YMHOM, LIMCTEIH BUKIIOYMNN 3 peLenTypu npenapaTy eaapaBoHy, OCKIMbKA BiH Ma€ HU3bKY
aHTUOKCUAAHTHY aKTUBHICTb. KpiM TOro, HasiBHICTb 3aMBOi [OMOMIXHOI PEYOBMHM B NiKapCbKOMY
npenaparTi € HebaxaHolo.

Y nopanbllOMy PO3BUTKY TEXHIYHOrO pilleHHs BUMKOPWUCTOBYBanuM MeTabicynbmiT HaTpito sk
aHTUOKCUAAHT y PO34UHI NikapcbKkoro 3acoby.

Mpuknag 3.

Bunbip onTmanbHOi 0CMONSANBHOCTI.

OcmonsanbHicTb peuentypu o piBHa 300 mOcmonb Gyna gocsrHyTa WsxXoM AodaBaHHs 6,75
MI/MIT XITopuay HaTpito.

Mpuknag 4.

Bnnue TemnepaTypu Ta pH Ha cTabinbHicTb peuenTypu.

1. DocnigxeHHst TepmocTtabinbHocTi nposoannu npu 25 °C, 30 °C, 40 °C. Kpim Toro, AocnigKeHHs
TepmMiyHoro ctpecy nposogunu npu 121 °C npotsarom 15 XBUNvH 3 BUKOPUCTaAHHAM aBTOKMNasa Ta npu
80 °C npoTarom 2 TwxHiB. 3 UMX AaHUX Oyno BM3HAYEHO, WO PO34YMH HOBOrO npenapary CTiKun o
TEePMIYHOI gerpagauii npoTarom nepiogy noro 3bepiraHHsa Ta NPOTArom npouecy ctepunisadii.

2. JopatkoBo gocnigkyBanu BnnvMB pH Ha cTinkicTb peuentypu. 3HaveHHs pH nabopaTtopHux
PO34MHiB HOBOro npenapaty kopuryesanu 9 % docdopHoto kucrnototo Ta 1M NaOH B mexax 1-10.

3. DocnigpxkyBanu Bnnue temnepatypu 121 °C npotarom 15 XBUNUH Ha 3pasku 3 pisHuM pH.

Tabnuusa 3
Bnnue Temnepatypu Ta pH Ha cTabinbHicTb peuentypu
TecToBaHi H . MakcumanbHi | Cyma gomillok, JocnigpkeHHs
3pasku PFao PFinicna AaoMmilwkn, % % enapasoHy, %
1 1,0 1,21 1,46 2,23 82,0
2 3,0 3,00 0,034 0,049 100,7
3 4,0 3,45 0,043 0,096 100,8
4 4,5 3,65 0,041 0,085 100,8
5 50 3,8 0,044 0,94 100,7
6 6,0 4,18 0,36 0,61 98,5
7 7,0 5,33 0,47 1,55 96,1
8 10,0 8,24 0,81 1,72 96,0

Li gocnimkeHHs (Tabn. 3) AeMOHCTPYIOTb BUCOKY TePMOCTabiNbHICTb PO34MHIB HOBOMO NpenapaTty
B gianasoHi pH Big 3,0 go 5,0. OgHak 3HWKEHHSI KUCNOTHOCTI MEHLUE Al KUCMUX PO3YUHIB, TOMY BOHU
€ Binbw cTiikumn, a po3pobneHnn nikapcbkun NpogykT dyae Ginbw ctabinbHum y gianasoHi pH 3,0-
4,5. Takox Ui gocnigKeHHA nokasanu, WO pPO34YMH HOBOro npenapaty MoxHa 6yno 6 ycniwHo
aBTOKNaByBaTWu.

4. Ina npoBeAeHHA JoCnigXeHb CTOCOBHO MPUMMYCOBOI Aerpajauii po3ynMH HOBOro npenapaty 3
Pi3HOIO aHTMOKCUOAHTHOK CUCTEMOK nigdaBanu BNMMBY Creplly nipokcuay BOAHKO, a NoTiM
TemnepaTypu 80 °C. HakonunyeHHs OOMIWIOK Ta aHani3 [Aitodol peyoBMHU BUMIPHOBANM HanpuKiHLi
KOXXHOrO AOCHIOKEHHS.

Y umx pocnigax 6yno BukopuctaHo 4 cepii TecToBMX 3pas3kiB 3 pi3HOW KoMOiHauieto
aHTUOKCUAAHTIB, 5K i B MOnepeaHbOMy OOCHIIKEHHI BiOOpY aHTUOKCUMAAHTIB:

a) TecToBi 3pasku niggaBanu BNMBY BOOHIO NEPOKCMAY NPOTArOM 2 [HiB.
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Tabnuuga 4
Bnnve BogHIO nepokcuay NpoTarom 2 gHiB
T . MakcumanbHi Cyma DocnigxeHHs
€CTOBaHi 3pasku s 0 ] 0 o
OOMILKN, % OOMILOK, % efapaBoHy, %

Po34uH 3 L-uncreiHom 1,24 1,56 97,8
(0,5 mr/mn)
Po3umH 3 meTabicynbditom HaTpito (0,5 0,59 078 99.9
mr/mn)
Po3umH 3 meTabicynbditom HaTpito (1,0 0.39 053 99.8
mr/mn)
Po3umH 3 meTabicynbditom HaTpito (1,5 031 045 99.9
Mr/mi)
PosuunH 3 Bicynbgitom HaTpito (1,0 mr/mn) 0,42 0,54 99,3
PosunH 3 MeTaﬁ.I-CyJ'Ib(*)ITOM HaTpito (1,0 0.56 0.87 98.4
mr/mn) Ta yucteidom (0,5 mr/mn)

OpepxaHi gani (Tabn.4) go3sonunm 3pobutn BUCHOBOK, LLO PO34MH HOBOrO npenapaTy € AOCUTb
CTiKUM 00 OKucroBadiB. Ane, 3a HasBHOCTI L-unCTeiHy gerpajadis Liloyoi pevyoBuHM € HabaraTto
5  Binbwoto, HiX B iHWMX 3pa3kax. Ak Byno 3asHadeHo BuLle, L-uucTeiH BUKNIOYaOTb 3 peuenTypu Ans
NigBULLIEHHS CTaBINbHOCTI Nikapcbkoro 3acoby;
0) BUTpMMYBaHHA JOCTiAXyBaHNX 3pa3kiB 3a TemnepaTypu 80 °C TprBano npoTarom 2 TUXHIB.

Tabnuusa 5

ButpumyBaHHs gocnimkyBaHux 3paskiB 3a Temnepatypu 80 °C Tpmuano npotsaroM 2 TMXHIB

T ; MakcumanbsHi Cyma HocnigpxeHHs
€CTOBaHi 3pasku : o ; o o
OOMiILWKN, % OOMILOK, % efapaBoHy, %

Po3unH 3 L-uucteidom (0,5 mr/mn) 0,28 0,35 100,1
Po3uunH 3 meTabicynbditom HaTpito (0,5 0,09 0.14 100,3
Mr/mi)
Po3uumH 3 meTabicynbcitom HaTpito (1,0 0.06 0.09 100,1
Mr/mi)
PosunH 3 meTabicynbditom Hatpito (1,5 0.05 0,08 100,8
Mr/mi)
PosunH 3 Gicynbgitom HaTpito (1,0 mr/mn) 0,07 0,11 99,6
Po3uunH 3 MeTaﬁ.I-CyJ'Ibq.')ITOM HaTpito (1,0 0.26 031 99.9
Mr/mn) Ta yucteidom (0,5 mr/mn)

10 OpepxaHi pesynbtatn (Tabn. 5) migTBepaunu, WO Yy NPUCYTHOCTI L-UWCTEIHY pO34YMH HOBOrO

npenapaTy € MeHL CTiMKuM. Y UbOMYy AOCRiMXKeHHi Ans 3paskiB 3 L-umMcTelHOM crnocTepirany geLlo
OinbLue gOMILLOK, HiXK ANs iHWKNX 3pas3KiB;

B) NpoBenu xpomaTtorpacdivyHe gocnimpkeHHs HoBoro npenaparty (6e3 uucteiny) (Pir. 5).

Mpuknag 5.

15 Ha kiHeub Ans Kpawoi cTabinbHOCTI nikapcbkoro 3acoby Oymno NPUAHATO PilleHHA 3MIHWMTH

aHTUOKCUOAHTHY CUCTEMY.

[oTyBanu pisHi BapiaHTn kKOMNO3uLii (PO34MHY) egapaBoHy.

Bapiantn HaBegeHi y Tabnuusx 6-24 (Mpuknagn 5.1-5.19)
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Tabnuusa 6
Mpuknag 5.1
CKknagoBuii KOMMOHEHT BmicTt mr/mn
EpapaBoH 0,3-2,0
MeTabicynbdiT HaTpito 0,1-1,0
Xrnopuva HaTpito 5,0-9,0
lgpokcng HaTpito 1-2 mr/mn
docopHa kucnoTta 1-2 mr/mn
Bopa ons in'exuin 0o 1 mn
Tabnuua 7
Mpuknag 5.2
CknagoBuil KOMMOHEHT Bmict mr/mn
EpapaBoH 0,3-2,0
MeTabicynb@it HaTpito 0,1-1,0
Xnopug HaTpito 5,0-9,0
ligpokcug kanito 1-2 mr/mn
OuToBa kucnora 1-2 mr/mn
Boga ans iH'ekuin Jo 1 mn
Tabnuusa 8
Mpuknaa 5.3
CknagoBuii KOMMOHEHT Bmict mr/mn
EpapasoH 0,3-2,0
MeTabicynb@it HaTpito 0,1-1,0
Xropua HaTpito 5,0-9,0
KapboHat HaTpito 1-2 mr/mn
ConsiHa kucnoTa 1-2 mr/mn
Boga ans iH'ekuin Ho 1 mn
Tabnuusa 9
Mpuknag 5.4
CknagoBuiA KOMMOHEHT BMICT MI/MN
EpapaBoH 0,3-2,0
MeTabicynbit HaTpito 0,1-1,0
Xnopua HaTpito 5,0-9,0
lopokapboHaT HaTpio 1-2 mr/mn
JINMOHHa kucnora 1-2 mr/mn
Bopa ons iH'ekuin 0o 1 mn
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Tabnuuga 10
Mpuknag 5.5
CKknagoBuii KOMMOHEHT BmicTt mr/mn
EpapaBoH 0,3-2,0
MeTabicynbdiT HaTpito 0,1-1,0
Xrnopuva HaTpito 5,0-9,0
lgpokcng HaTpito 1-2 mr/mn
ConsiHa kucnoTa 1-2 mr/mn
Bopa ons in'exuin 0o 1 mn
Tabnuusa 11
Mpuknag 5.6
CknagoBuil KOMMOHEHT Bwmict mr/mn
EpapaBoH 0,3-2,0
MeTabicynb@it HaTpito 0,1-1,0
Xnopug HaTpito 5,0-9,0
ligpokcug HaTpito 1-2 mr/mn
OuTtoBa kucnoTa 1-2 mr/mn
Boga ans iH'ekuin 0o 1 mn
Tabnuuga 12
Mpuknag 5.7
CknagoBuii KOMMOHEHT Bwmict mr/mn
EpapasoH 0,3-2,0
MeTabicynb@it HaTpito 0,1-1,0
Xnopwg HaTpito 5,0-9,0
lgpokcung HaTpio 1-2 mr/mn
JIMMOHHA Kncnora 1-2 mr/mn
Bopga ons iH'exkuin 0o 1 mn
Tabnuusa 13
Mpuknag 5.8
CKknagoBUM KOMMOHEHT Bwmict mr/mn
EpapaBoH 0,3-2,0
MeTabicynbit HaTpito 0,1-1,0
Xnopuva HaTpito 5,0-9,0
Fgpokeng kanito 1-2 mr/mn
docdopHa KucnoTta 1-2 mr/mn
Bopa ons iH'ekuin Oo 1 mn
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Tabnuuga 14
Mpuknag 5.9
CknagoBuii KOMMOHEHT BwmicT mr/mn
EpapaBoH 0,3-2,0
MeTabicynbdiTt HaTpito 0,1-1,0
Xrnopuva HaTpito 5,0-9,0
lgpokcng kanito 1-2 mr/mn
OuToBa KkucnoTa 1-2 mr/mn
Bopa ons in'exuin 0o 1 mn
Tabnuusa 15
Mpwuknag 5.10
CKknaaoBuUi KOMMOHEHT Bwmict mr/mn
EpapaBoH 0,3-2,0
MeTabicynbit HaTpito 0,1-1,0
Xnopug HaTpito 5,0-9,0
ligpokcug kanito 1-2 mr/mn
ConsiHa kucnoTa 1-2 mr/mn
Bopga gons iH'ekuin Ho 1 mn
Tabnuusa 16
Mpuknag 5.11
CKnagoBuU KOMMOHEHT Bwmict mr/mn
EpapasoH 0,3-2,0
MeTabicynbgit HaTpito 0,1-1,0
Xropua HaTpito 5,0-9,0
lgpokeng kanito 1-2 mr/mn
JIMMOHHA Kncnora 1-2 mr/mn
Koga ans iH'ekuin Jo 1 mn
Tabnuua 17
Mpuknapg 5.12
CKknagoBUM KOMMOHEHT Bwmict mr/mn
EpapaBoH 0,3-2,0
MeTabicynbit HaTpito 0,1-1,0
Xnopuva HaTpito 5,0-9,0
KapboHat HaTpito 1-2 mr/mn
docdopHa KucnoTta 1-2 mr/mn
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Tabnuuga 18
Mpuknag 5.13
CKknagoBuin KOMMOHEHT BmicT mr/mn
EpapaBoH 0,3-2,0
MeTabicynbdiT HaTpito 0,1-1,0
Xrnopuva HaTpito 5,0-9,0
KapboHat HaTpito 1-2 mr/mn
OuToBa KkucnoTa 1-2 mr/mn
Bopa ons in'exuin Oo 1 mn
Tabnuusa 19
Mpuknag 5.14
CknagoBUii KOMMOHEHT Bwmict mr/mn
EpapaBoH 0,3-2,0
MeTabicynb@it HaTpito 0,1-1,0
Xnopug HaTpito 5,0-9,0
KapboHart HaTpito 1-2 mr/mn
ConsiHa kucnoTa 1-2 mr/mn
Boga ans iH'ekuin 0o 1 mn
Tabnuuga 20
Mpuknap 5.15
CknagoBuii KOMMOHEHT Bwmict mr/mn
EpapasoH 0,3-2,0
MeTabicynb@it HaTpito 0,1-1,0
Xnopwg HaTpito 5,0-9,0
KapboHat HaTpito 1-2 mr/mn
JINMOHHa Kkucnora 1-2 mr/mn
Bopga ons iH'exkuin 0o 1 mn
Tabnuus 21
Mpuknag 5.16
CknagoBuii KOMMOHEHT Bwmict mr/mn
EpapaBoH 0,3-2,0
MeTabicynbit HaTpito 0,1-1,0
Xnopuva HaTpito 5,0-9,0
lpgpokapboHaT HaTpito 1-2 mr/mn
docdopHa KucnoTta 1-2 mr/mn
Bopa ons iH'ekuin 0o 1 mn

10
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Tabnuuga 22
Mpwuknapg 5.17
CknagoBuii KOMMOHEHT BwmicT mr/mn
EpapaBoH 0,3-2,0
MeTabicynbdiT HaTpito 0,1-1,0
Xrnopuva HaTpito 5,0-9,0
lgpokapboHaT HaTpito 1-2 mr/mn
OuToBa KkucnoTa 1-2 mr/mn
Bopa ons iH'exuin 0o 1 mn
Tabnuusa 23
Mpuknapg 5.18
CknagoBuii KOMMOHEHT Bwmict mr/mn
EpapaBoH 0,3-2,0
MeTabicynb@it HaTpito 0,1-1,0
Xnopwg HaTpito 5,0-9,0
lgpokapboHaTt HaTpito 1-2 mr/mn
ConsiHa kucnoTa 1-2 mr/mn
Bopga gons iH'ekuin Ho 1 mn
Tabnuuga 24
Mpuknag 5.19
CknagoBuii KOMMOHEHT Bwmict mr/mn
EpapasoH 0,3-2,0
MeTabicynb@it HaTpito 0,1-1,0
Xnopwg HaTpito 5,0-9,0
lgpokapboHaT HaTp it 1-2 mr/mn
JINMOHHa Kkucnora 1-2 mr/mn
Bopga ons iH'exkuin 0o 1 mn

Micna nopiBHAHHA BCIX aHTUOKCWMOAHTHUX CUCTEM, WO BUHAXIOHWKW aHanisyBanun y CBOIX
JOCHIMKEHHAX, BUPILLUAN BMKOPMCTOBYBATW B 3anpOoMoOHOBaHi peuenTtypi nuwe wmeTtabdicynbdit
HaTpito B koHUeHTpauii Big 0,1 go 1 mr/mn. Llein aHTUMOKCMOAHT 3axuwae [filodyy peyvyoBuHY Bia
OKMCMIOBaYiB Ta B yMOBax TEPMIYHOro cTpecy. Y AaHMX AOCHIMKEHHAX MPOAEMOHCTPOBaHO, Lo
YTBOPEHHSI JOMILLOK Y JlikapCbKOMY NpoayKTi 3 MeTabicynbdiTom HaTpito 6yno MiHiManbHUM.

HacTtynHwuin BapiaHT koMno3uuii nikapcbkoro 3acoby BM3HauUNu sk Hamkpawwmi (Tabn. 25):

Tabnuuga 25

BapiaHT koMno3uuii nikapcbkoro 3acoby BU3HAYUIN SK HAWKPaLLUiA

Cknag npenaparty DyHKUis BmicT mr/mn
EpapasoH AKTUBHWUW iHrpedieHT 0,3-2,0
MeTabicynbdiT HaTpito AHTUOKCMAAQHT 0,1-1,0
Xnopwa HaTpito ToHi3ylounin areHT 5,0-9,0
lgpokcng HaTpio pH crabinizatop 1-2 mr/mn
doccopHa kucnorta pH crabinizatop 1-2 mr/mn

Boga ans iH'ekuin

Po34nHHuK

Jo 1 mn

pH po3uunHy nikapcbkoro 3acoby 3HaxogouBcst B AianasoHi Big 2,7 go 4,7. Llen pianasoH pH €
HeoOXigHMM [na 3abe3nedeHHss CTabinbHOCTI aKTMBHOIO iHrpefieHTa, Wwo ©Oyno [oBefeHo B

OOCniAXEeHHsX CTINKOCTI opcoBaHOro cknagy.
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OcMonNANbHICTE PO3YMHY € I30TOHIYHOK AN piguMH OpraHiaMy, a OCMOMSMbHICTb PO3YMHY
eZlapaBOHy 3HaxoanTbcs B AianasoHi Big 270 go 330 mOcmone.

Migbip KoHUeHTpauih y BM3HA4YeHOMYy cknagi npenapaTy HaBedeHun Yy npuknagax 5.20-5.23
(Tabn.26-29).

OpepxxyBanv egapaBoH 3rigHO 3 BiAOMOK CXEMOK cuHTesy (Pir. 6).

[ani Bci cTagil npurotyBaHHA po34YnHY Npenaparty 3 e4apaBoOHOM 3A4INCHIOTb B O4HOMY peakTopi
LUMSXOM MOCNIAOBHOMO 3aBaHTaXXEHHSA KOMMOHEHTIB. BkasaHui cnoci® nepegbavae HacTynHi etanu:

1) y peakTop 3 po34MHOM ANS iH'eKLiA 3aBaHTaXYOTb XI0PUA HaTPIlO;

2) popatoTb (3aBaHTaXylTb) rigpokeua HaTpito abo kanito, koHTpone pH 10-11;

3) CTBOPIOIOTb @30THUN LWap;

4) 3aBaHTaxylTb MeTabicynbgiT HaTPIlO;

5) 3aBaHTaxylOTb €4apaBoH;

6) 3aBaHTaxylTb POCKHOPHY KUCNOTY, 3AINCHIOTb KOHTPONb pH 2,7-4,7.

Mig yac CTBOpPEHHA a30THOrO LWapy KUCEHb BUTUCKAETbCS, LLO YHEMOXIMBIIHOE OKUCIEHHS
MeTabicynbgiTy Ta egapaBoOHy B peakTopi.

3OiNCHIOTL KOHTPOSb FOTOBOrO PO34unHy, oro pH Mae ctaHoBuTU 2,7-4,7, @ OCMOMANbHICTb -
270-330 mOcmonb.

B iHWwomy BapiaHTi
06yMOBneHa HaCTYMHUM.

1. CnoyaTKy 3aBaHTaXylTb XJSIopua HaTpPIt0 K HaNbiNbL cTabiNbHUA KOMMOHEHT PO34MNHY.

2. [ani 3aBaHTaxyloTb HaTpito rigpokeug (abo kanito rigpokcma) Ans CTBOPEHHs OCHOBHOI pH
(emapaBOH pO34MHAETBHCS Y BOAI TiNbku npu nyxHomy pH). 3aincHiooTe koHTpons pH - 10-11.

3. MoTim nogalTb a30T ANS BUTICHEHHST KUCHIO, KM MOXE OKUCIOBaTN eAapaBoH.

4. HacTynH1Mm 3aBaHTaXxyl0Tb e4apaBoH.

5. Oani pogatoTb PoCcOpHY KMCNOTY Ans oTpuMaHHs kucnoi pH. Tinbku y kKncnomy cepenoBuLLi
3abe3nevyeTbcsl CTabiNbHICTL edapaBoHYy Ta, 0COONMBO, HaTpito MeTabicynbdiTy. 3AiACHIOTL
KoHTponb pH 2,7-4,7, ocmonsanbHiCTb goBoasTb Ao 270-330 mOcmonb.

6. MNoTiM 3aBaHTaXylOTb aHTUOKCUAAHT HaTPIl0 MeTabicynbdiT 4O BXe NIAKUCIIEHOro PO3UMHY, LLO
3abesneyvye noro AoBroTpmBany cTabinbHICTb Ta, BiANOBIAHO, HAAINHWIA 3aXUCT eAapaBoHY.

Y nonepegHbOMYy BapiaHTi 34iNCHEHHS 3a3Ha4YeHOo, WO aHTUOKCUOAHT 3aBaHTaXylTb nepen
aKTMBHOK PEYOBUHO, W06 MOYMHATWM MOro 3axuLLiaTh BXe 3 MOMEHTY BHeceHHsl. OgHak ygaHoMmy
cnocobi BHOCATbL MeTabicynb(iT B 0OCTaHHI0 Yepry, Wwob 3axucTutu Koro Big gerpagadii y nyxHin pH,
B SKiM BiH PYMHYETbCHA. TakMM YMHOM, Ha MOYATKOBOMY eTani TEXHIYHOro npouecy BTpavaeTbCs
HeBemnvka YacTMHa efapaBoHY (40 BHECEHHS aHTMOKCMAAHTY), ane 36epiraeTbca BeCb aHTUOKCUAAHT
Ta CTBOPHOIOTLCH YMOBM 4518 cTabinisauii egapaBoHy NpOTAroM BCbOro TepMiHy NpugaTHOCTI.

3[0iNCHEHHS1 MOCNIOOBHICTb 3aBaHTa)XEHHSI KOMIMOHEHTIB 3MiHeHa Ta

Tabnuuga 26
Mpwuknapg 5.20
CknagoBuii KOMMOHEHT Bmict mr/mn
EpapaBoH 0,3
MeTabicynbgit HaTpito 1,1
Xnopuva HaTpito 5
lgpokcng HaTpito 1-2 mr/mn
docopHa KucnoTta 1-2 mr/mn
Bopa ons iH'ekuin Oo 1 mn
Tabnuuga 27
Mpuknapg 5.21
CknagoBuii KOMMOHEHT BmicT mr/mn
EpapasoH 2
MeTabicynb@it HaTpito 1
Xnopwg HaTpito 9
lgpokeng kanito 1-2 mr/mn
doccopHa kucnorta 1-2 mr/mn
Boga ans iH'ekuin o 1 mn
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Tabnuus 28
Mpuknapg 5.22
CknagoBuil KOMMOHEHT BmicTt mr/mn
EpapaBsoH 1
MeTabicynbdiT HaTpito 0,5
Xrnopuva HaTpito 8
lgpokcng kanito 1-2 mr/mn
docopHa kucnoTta 1-2 mr/mn
Bopa ons in'ekuin Oo 1 mn
Tabnuusa 29
Mpuknapg 5.23
CKnagoBuii KOMMOHEHT BmicT mr/mn
EpapaBoH 0,5
MeTabicynbgiT HaTpito 0,3
Xnopua HaTpito 7
Fgpokcng kanito 1-2 mr/mn
doccopHa kucnota 1-2 mr/mn
Bopga gons iH'ekuin Ho 1 mn
Tabnuuga 30
Mpuknag 5.24
CKnagoBuUM KOMMOHEHT Bmict mr/mn
EpapasoH 15
MeTabicynbdit HaTpito 1
Xnopwg HaTpito 6,75
ligpokeung Kanito 15
doccopHa kucnota 15
Bopga ons in'exkuin 0o 1 mn

3asHaueHwui BapiaHT € Havikpawwmm (Tabn. 30, npuknag 5.24).
Takum 4YMHOM, CTBOPEHO HOBY KOMMO3WL0 HAa OCHOBI CMOMYyKW eAapaBoH ANs MikyBaHHA GiyHoro

amMioTpodpi4HOro CKneposy Ta ileMi4yHOi XBopobu 6e3 0OMeXeHHS y 3acTOCyBaHHiI ANsl NaLieHTiB, Lo
MalTb SK CyMyTHIO XBOpoDOy uykpoBui giabet. CTBOpPEHO KOMMO3WLUil0 3 YAOCKOHANeHo
aHTMOKCUAAHTHO Ta cTabinizauinHol cuctemoto. Po3pobneHo Ta onncaHo cnocid ii BUrOTOBMNEHHS Y
pisHMX BapiaHTax. Komnoawuis nikapcbkoro 3acolfy € HOBOW Ta [JoBedeHo ii npomucrnoBa
npuaaTHICTb.

®OPMYIJIA KOPUCHOI MOLENI

1. ®apmaueBTUYHa KOMMO3WULiA Ans MiKyBaHHA OiYHOro amioTpodivyHOro ckneposy Ta ieMmiyHoi
XBOPOOM, WO MICTUTb SIK Ailo4y PEeYOBUHY €dapaBOH, SK i3O0TOHIYHWW areHT - XIopug HaTtpilo, §K
kopereHTn pH - rigpokcug HaTpito abo Kanito i OCOpHY KUCMOTY Ta SK PO3YMHHUK - BoAY AN
iH'ekUin, dka Bigpi3HAETbCA TWMM, WO $SIK AHTUOKCMAAHT 3aMiCTb L-LMCTEiHY BUKOPUCTOBYHOTb
MeTabicynbgiT HaTpito.

2. Komnosuuis 3a n. 1, g9ka Bigpi3HAETbLCA TUM, WO MICTUTb edapaBoH Y KinbkocTi 0,3-2,0 mr/mn,
mMeTabicynbgit HaTpito - 0,1-1,5 mr/mn, xnopug HaTpito - 5,0-9,0 mr/mn, rigpokcug, HaTpito abo kanito -
1-2 mr/mn i ocdopHY KMCNOTY B KiNbKOCTi, HEOOXiaHiI ans aoseaeHHs pH posunHy go 2,7-4,7, Boga
ans in'ekuin - go 1 mn.

3. Komnosuuia 3a n. 1, aka Bigpi3HAETbCA TUM, WO MICTUTb efapaBoH Yy KinbkocTi 1,5 mr/mn,
MeTabicynbiT HaTpito - 1 Mr/mn, xnopug HaTpito - 6,75 mr/mn, rigpokemg Hatpito - 1,5 mr/mn Ta
OCHOPHY KNCIOTY B KiNTbKOCTI, HEOOXIigHIM ana aoseaeHHs pH posunHy oo 2,7-4,7, Boga ans iH'ekuin
- 0o 1 mn.
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4. Komnosuuisi 3a n. 1, ska BigpPI3HAETbLCA TUM, WO AN NIATPMMAaHHSA OCMOIATNbHOCTI po34unHy 270-
330 mOcmonb BMICT Xropuay HaTpito B KOMNO3uuii cknagae 6,75 mr/mn.

4z
1L
10.082

-

_.
o w3
Il 1 1
§ -,Zz.aru
290
5566

-

23 3 15 0 125 15 1'|Ir b1 20 22I 3 mir}

Qir. 1

10,015

2

ol i AN

T
5 B 75 10 125 18 178 x 225 min

Qir. 2

3
a0
25
20
15

10
5
0 A

{=1
-
I
ind]
"
Lh
=
=]
th
=
.
=
th
-
b
b
ks
-

mir]

ir. 3

=007

i] 23 5 15

E_
=t
Ln
o
=]
[N
=8
[
L]

L

@ir. 4

14



UA 146043 U

mALl 2
35 = |
e N
zﬁ_
4 [
15 \
104 | \
*3 \\-r__
n__n’L j
'5 T T T T T T T J
o 2.5 5 .5 10 12.5 13 175 prai 25 miry

@ir. 5
@}m-}u. - HEl L @}H—L\'ﬂ:
. -Fall, -HO
DeHinriapaIuH NopoXIopHa, Deninrigpasud
o B
e t'C
NH-NH, + CH-C-CH,-C*" —_—
I oc A, HO
ETMnaugTaToaueTar
DeHinrigpasod
eTMADBOro edipy
AUETOOUTEO! KACADTI
CH,
HC -
CHLO0H, t C
o=cC 'l
-CHOH
%
@
dreninmMeTANNIpaZONOH
Qir. 6

Komn’'toTepHa BepcTka C. Yynin

0N “YkpaiHCbKWM iIHCTUTYT iHTenekTyanbHoi BnacHocTi”, Byn. [NasyHoBa, 1, M. Kuie — 42, 01601

15



	Bibliography
	Abstract
	Description
	Claims
	Drawings
	OLE_LINK1
	OLE_LINK2

