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Onuc BuHaxony

[aHnii BUHaxig BigHOCUTLCS OO NONEpemkeHHs | nikyBaHHA Heonnasii. 3okpema BMHaxig BigHOCWMTbCS OO
3aCTOCyBaHHs iHrGITOPIB LMKIooKeureHasmn-2 abo ixHiX NoxXigHWX Ons nonepeaXeHHst i NikyBaHHs Heonnaaii.

[MpocTarnaHavHW  BigirpaldTb OCHOBHY ponb Yy Mpoueci 3ananeHHs, i Tomy iHribyBaHHs BUpoGHULTBA
npocrarnaHguHy, Hacamnepen BupobHuutea PGG,, PGH, | PGE,, aBnsano cobot 3BMYalHy MilleHb npu po3pobui
npoTusananeHux nikis. OgHak 3BMYaliHi HecTepoigHi npoTusanansHi nikn (HCM3JT), akTUBHI y BiOHOLIEHHI 3MEHLLEHHS
iHOYKOBaHOrO npocTarnaHgMHoM 6oro i NyXUH, NoB'A3aHuX i3 3anarbHUM MPOLECOM, TaKOX aKTUBHI Yy BigHOLUEHHI
HWWX perynboBaHWX NpocTarnaHauHOM MpoueciB, He MOoB'A3aHWX i3 3ananbHUM npouecom. Tak, 3oKpema,
3aCTOCYBaHHSI BUCOKUX 003 HaWbinbl nowmpeHux HCM3M moxe BUKNMKATKU ceplioaHi NobiyHi Ail, BKNoYaun BUpasku,
AKi ABNATL COO0 Hebe3neky NS XUTTH, WO 0BMeXye iXHI0 TepaneBTUYHY 3aCTOCOBHICTb. Ak anbTepHaTusy HCM3J1
BUKOPUCTOBYIOTE KOPTUKOCTEPOIAN, SKi TAKOXK BUKNMKAKOTL LWKIANMBI NobivHi Aii, Hacamnepen npu iXHLOMY BKIOHMEHH B
TpuBanui kypc Tepanil.

Byno BusiBneHo, wo HCIM3J1 nonepemxaoTe BUPOOHULTBO MpoCTarnaHanH LWNSXOM iHrOyBaHHSA (hepMEHTIB, Lo
OepyTb y4yacTb Yy NOAWHI B LWNAXY MeTaboniamy apaxigoHOBOI KUCNOTW/MpoCTarnaHauHy, y TOMY 4YUChi hepMeHTy
uukrnookeureHasn (COX). Y xoai npoBedeHUX AocrigXeHb OyB BUBYEHMI iHOyUMOenbHWMIA hepMeHT, NoB'A3aHui i3
3ananeHHaM (HasBaHWW "UMKnookcureHasot-2' (COX-2)' abo "npocrarnaHguH-G/H-cuHTasoto 1I"), skui
3anponoHoOBaHUIN SK NpuaaTHa MilleHb iHribyBaHHs, Wo Ao3Bonsae Ginbll edpeKTUBHO 3MEHLLUTY 3ananeHHs i BUKNUKaTh
Npu LbOMY MEHLLY KinNbKiCTb | MeHL BUpaeHi noGivHi ail.

Cnonyku, siKi cenekTUBHO iHMOyOTb LMKNooKcureHasy-2, onucani B US 5380738, US 5344991, US 5393790, US
5434178, US 5474995, US 5510368, WO 96/06840, WO 96/03388, WO 96/03387, WO 96/25405, WO 95/15316, WO
94/15932, WO 94/27980, WO 95/00501, WO 94/13635, WO 94/20480 i WO 94/26731.

HeonnactnyHi xBopobnuei cTaHn ABNAOTE COBOO CepilosHi | YacTo HebeaneyHi ans XuTTs cradun. Ui HeonnacTuyHi
XBOpobU, AKi XapakTepusyrTbCsl POCTOM KMIiTUH, LIO LUBUAKO NpOricepytoTb, NPOOOBXKYIOTh 3anuwartucs o6'eKTom
YMCNEeHHUX JOCNiMpKeHb B YCbOMY CBITi, CNIPSAMOBAHUX HA BUABMNEHHSA TepaneBTUYHUX areHTiB, eheKTUBHUX AN iX
NiKyBaHHA. EQeKTUBHI TepaneBTUYHI areHTU NOLOBXKYIOTb KUTTS NauieHTa, iHrbylTb piCT KNITWH, WO LWBUAKO
nponicepytoTb, NOB'A3aHUX i3 Heonnasmoto, abo nNpus3BoaATb A0 perpecii Heonnasmu. [JOCRimKeHHA y Ui ranyasi
Hacamnepern CrpsiMOBaHEe Ha BUSIBIEHHSI areHTIiB, siki MOXYTb BUSIBUTUCA TepaneBTUYHO eheKTUBHUMMK AN noaer 1a
iHLWMX ccaBLiB.

HuHi npucyTHicTe COX-2 Byna BUABNEHa NpYU HEONNACTMYHOMY 3axBoptoBaHHi (ane. Masanobu Oshima Ta iH., Cell,
87,803-809 (1996), i Michelle Parret Ta iH., International Journal of Oncology, 10, 503-507 (1997)).

[Mipason-1-in]6eH3oncynbdoHamign onucaHi Ak  iHrGiTopn LMKNOoOKcUreHasn-2, i B Xodi AOKNIHIYHMX Ta
KniHiYHUX gocnigie 6yno nioTBepaXKeHo, WO BOHW € NepCrnekTUBHUMKU AN NiKyBaHHA 3ananeHHs, apTpuTy i 6onto,
BiAPI3HAIOUNC MiHIMANbHUMK NOBIMHUMK QiAMU. X 3aCTOCYBaHHA ANA NONEepPemKeHHs paKy TOBCTO! KWLIKM OnucaHe B
US 5466823. OgHak Tx 3acTocyBaHHA AnS MiKyBaHHSA paKy TOBCTOI KUMKW abo Ans fikyBaHHS YM NONepessKeHHs iHWMX
Heonnasiii paHile He 6yno onucaHe.

[JaHnin BMHaxig BiAHOCWUTbLCA OO 3aCTOCYBaHHA iHriGITOPIB LMKNOOKCUreHasn-2 Onsa nikyBaHHS i nonepemkeHHst
Heonnasii. CninbHe NiKyBaHHA CENeKTUBHUM iHMGITOPOM LMKIOOKCUTeHa3n-2 3 iHWUMKW areHTaMu, NpuaHadYeHnMm ons
NiKyBaHHA Heonnasin, Npu3BoauTb 0 OAEPKaHHsi CUHepriYHol Aii abo B iHWOMY BapiaHTi 3MEHLUYe TOKCUYHI NOGivHi
Oil, noB'A3aHi 3 XximioTepanieto, BHACMiOOK 3HMXKEHHS KOHLEHTpauil BuKnMKkarodoro nobidHi Aii areHTa, HeobxigHoi
ANA TepaneBTUYHOI ePeKTUBHOCTI.

[aHnii BUHaxig BigHoCcUMTbCS A0 cnocoly nikyBaHHA abo nonepemkeHHs Heonnaaii, NoB'A3aHol 3 NpocTarnaHguHOM,
y nauieHTa, ki noTpebye Takoro nikyBaHHA abo NpodinakTukM, NpuYomy Leil cnoci® BkroYae nikyBaHHS nauieHTa
TepaneBTMYHO ehEeKTUBHO KiNbKICTHO iHMGITOpa LUMKNooKcureHasn-2 abo 1oro noxigHoro.

Mig noHATTAM "nikyBaHHs" po3yMieTbcs 4YacTkoBe abo MOBHe iHribyBaHHs pocTy Heonnasii, nowmpeHHs abo
MeTacTasyBaHHS, a TaKoX YacTkoBe abo NOBHE 3pYNHYBAHHS KNITUH NYXIUHW.

[MoHATTA "nonepemkeHHA" BKNOYae AK NonepemkeHHs novaTtky KniHiMHOI nosiBu Heonnasii, Tak i nonepemkeHHs
noYaTtKky ctagii AOKMiHIMHOro nNposiBy Heonnasil y fofen, B SKUX iCHYE PU3UK PO3BUTKY 3aXBOPIOBAaHHA. Takox nig ue
NOHATTA Nignagae nonepemXeHHs iHiyialii 3nosikicHMX KMiTMH abo MPUNUHEHHS PO3BMTKY NepeanyxXSIMHHUX KiTUH Y
3MOsIKiICHI KNITUHW YK X 3BOPOTHUI po3BMTOK. [JO Takoro "nonepemkeHHa" BigHOCUTLCA i NpodinakTUyHe NikyBaHHs
NoAen i3 rpynu pusnky po3BUTKY Heonnasii.

MoHATTA "TepaneBTUYHO edeKTUBHA" XapaKTEPU3Ye KiNbKICTb KOXHOFO areHTa, 3a LOMOMOrok sikoi Moxe 6yTu
BUpiLLEHE 3aBOAHHSI 3MEHLLEHHSI CEPMO3HOCTI i 3MEHLUEHHS YacTOTU CTPIiBaribHOCTI 3aXBOPHOBAHHS MpU FiKyBaHHI
KOXXHUM areHToM iHAMBIAYanbHO, fika OO3BONSE YHUKHYTW LWIKIAIMBUX NOBIYHMX AiR, 3BUYEANHO MOB'A3@HUX 3 iHWWMM
Tepaniamu.

Mig noHATTAM "nayieHT" y noeaHaHHi 3 NOHATTAM "NikyBaHHA" po3yMieTbea Oyab-SKMin nauieHT, Oyab To noguHa
abo ccaBelb, Y SKOro € SKach 3 BigOMUX BMAIB HEONMasii, i NepeBakHO O3Ha4Yae nauieHTa-noanHy. [py BUKOPUCTaHHI
MeToaiB NpodinakTUkK NoHATTA "nauieHT" o3Hadvae Oyab-AKoro nauieHTa - nioauHy abo TBapuHy - | NepeBaXHO O3Ha4ae
nauieHTa-noanHy, ¥ SKoro € pu3nK po3BUTKY Heonnasii, Wo pocTe 3 enitenianbHUX KNiTMH. MauyieHT Moxe MaTtu Takui
PU3MK PO3BUTKY Heonnasii BHAcNigoK BNSMBY KapUUHOrEHHOMO areHTa, MoXe BYyTU reHeTUYHO CXUMBbHUIA Ao Heonnasil i
T.M.

MoHsaTTa "Heonnasis" BKMOYae Heonnasilo, Nos'a3aHy 3 BMPOOHMLTBOM MNpocTarfnaHauH abo 3 ekcnpecieto
LIMKIOOKCMIeHasn, BKtoYatoun sik oOposikicHi, Tak i 3MosiKiCHi NyXIMHW, HOBOYTBOPEHHS i Nofiny.

Y 3a3HadeHoMy Bulle cnocobi Ao Heonnasii, nos'a3aHoi 3 BMPOOHWMLUTBOM NpoCTarnaHauH, BIQHOCATLCS pak
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rOfMIOBHOMO MO3KY, paK KiCTKM, Heonnasis, WO pocTe 3 enitenianbHUX KNiTUH (eniTenianbHa KapuuHoMma), Taka, siK
kapuMHoMa GasanbHWX KMiTUH, afdeHoKapLuHOMa, pak LUMYHKOBO-KMLLKOBOrO TPaKTy, Takui, Ak pak rybu, pak poToBoi
NOPOXHWHW, paK s13MKa, pak TOHKOI KULLKW i paK LUMyHKa, pak TOBCTOI KWLLKW, pak nediHku, pak Cce4vyoBOro Mixypa, pak
NiQWYHKOBOI 3aro3un, pak SievHWKa, pak WMWK MaTKWu, paK NereHi, pak rpyaen i pak LWKipW, Hanpuknag, pak KniTuH
NPOCTOr0 CKBaMO3HOro eniTenito i pak 6asanbHUX KNiTUH, pak nepegMixypoBoi 3anosu, KapuuHOMa HUPKOBMX KIiTWH,
Ta iHWi BigoMi BUAWN paky, SKi xapakTepHi Ans enitenianbHUX KNiTUH opraHiamy. [NepeBaxHo Heonnasio BMOUpaTh 3
rpynu xeBopo®, Lo BKMOYae pak LUMYHKOBO-KULLKOBOrO TPaKTy, paKk MeuiHKu, pak ceyoBOro Mixypa, pak niglnyHKoBOI
3anos3n, paK siedHuKa, pak MepeaMixypoBoi 3arosun, pak LWAKW MaTKu, pak NereHi, pak rpygoed i pak Lwkipw,
Hanpuknag, pak KriTWH MpPOCTOro CKBaMO3HOro eniTenito i pak ©6asanbHuUX KniTUH. [HriGitopn COX-2 TakoX MOXYTb
3acTocoByBaTUCA Ans NikyBaHHA ibposy, BuknukaHoro pagioTepanieto. Cnoci® mMoxe BUKOPUCTOBYBaTUCA Ans
niKkyBaHHA NayieHTiB 3 ageHoOMaTo3HUMK Morinamu, BKIoYayyM NauieHTiB 3 CIMEMHUMKU ageHOMaTO3HUMK noninamMu
(CAI).

Kpim Toro, 3anponoHoBaHWUin cnoci® Moxe BUKOPUCTOBYBATUCS ANS NMONEPEmKEHHA YTBOPEHHS NoniniB y nayieHTis,
O MatoTb PU3NK BUHUKHEHHSA CAll.

|HFiGiITOPK LMKNOOKCUIreHasHoro Wnsaxy metaboniaMmy apaxigoHOBOI KUCIOTH, 3aCTOCOBYBaHi AN nonepemkeHHa abo
NiKyBaHHA Heonnasii, Wo poCTyTb 3 eniTenianbHUX KMiTUH, MOXYTb iHFiOyBaTU aKkTUBHICTL hepMeEHTY 3a AOMNOMOro
Pi3HOMaHITHUX MexaHi3miB. Hanpuknag, iHribitopn, BMKOpMCTaHi y cnocobax, 3anpornoHOBaHUX Yy OAHOMY OMMUCi,
MOXYTb OroKyBaTu akTMBHICTb dhepMeHTy GesnocepenHbo, BUCTyNakoun Sk cybetpat depmeHTy. Ocobnmea nepesara
3aCTOCYBaHHSI CENeKTUBHUX iHrBITOpiB UMKMNOOKCMreHasa-2 nonsirae y TOMy, WO BOHW MiHiMi3yloTb nobiyHi gii Ha
LUNYHOK, SIKi MOXYTb BigbyBaTtuca npu BUKOPUCTaHHI HecenektuBHMX HCM3J1, i Hacamnepen y TMX BUNagkax, KOnu
nepen6ayaeTbca NPorioHroBaHe npodinakTuyHe nikyBaHHA UMK npenapatamiu.

MoHsaTTa "iHriGiTOp UMKNOOKCMIreHasn-2" o3Ha4ae ChonyKy, CMpPOMOXHY iHFiOyBaTWM LMKNOOKCUreHasy-2 6e3
MOMITHOrO iHriGyBaHHA LMKooKkcureHasun-1. MNepeBaxHO A0 TakMx CMoNyK BiQHOCATLCA CMOSyKW, 3HadeHHs IC gq aKknx
CTOCOBHO LMKMOOKCUIEHa3n-2 Hux4e npubnuano 0,2MkM i ons skux cniBBigHOLIEHHA MiX BMOIPKOBOK Ai€ CTOCOBHO
iHriOyBaHHS LMKNOOKCUreHasn-2 Ta iHribyBaHHA LMKNOOKcuMreHasu-1 cknagae woHarimeHwe 50, 6inbw npuiHATHO
woHarnmeHwe 100. e 6inbl NpUAHATHO 3HaYeHHs IC gy CNOMyK CTOCOBHO LMKMOOKCUIreHasn-1 nepeBunLlyoTb
npnbnuaHo 1MkM i HanGINbL NPUIAHATHO NepeBuLyoTL 10MKM.

Mipasonun mMoxyTb 6yTn oTpumaHi cnocobamu, onucaHnmmn y WO 95/15316, WO95/15315 | WO 96/03385. AHanorn
TioheHy MoOXyTb OyTU oTpumaHi, cnocobamu, onucaHummn y WO 95/00501 i WO 94/15932. Okcasonu MoxyTb 6yTu
oTpumMaHi crnocobamu, onucaHmmm y WO 95/00501 i WO 94/27980. Isokcasonn MoxyTb ByTU oTpumaHi cnocobamu,
onucanmmm y WO 96/25405. Imigaszonu moxyTb OyTu oTpumaHi cnocobamu, onucaHumu y WO 96/03388 i WO
96/03387. LlMknoneHTeHoBi iHrGITOPU LMKNOOKCUTreHasn-2 MoXyTb OyTu oTpumaHi cnocobamu, onucaHummn B US
5344991 i WO 95/00501. TepdpeHinbHi cnomnykn mMoxyTb OyTu oTpumaHi cnocobamu, onucanumu y WO 96/16934.
TiasorbHi cnonykn MoxyTb 6yTU oTpumaHi cnocobamu, onncanmmm y WO 96/03392. MipuanHoBI cronyku MoxyTbe 6yTr
oTpuMaHi cnocobamu, onucanHnmmn y WO 96/24584 i WO 96/24585.

3anponoHoBaHWiA cnoci® BiOHOCMTBCS OO 3aCTOCYBaHHA iHMGITOPIB LMKNooKcureHasn-2 abo ixHix noxigHux gns
nonepemkeHHs i NikyBaHHS NOB'A3aHMX 3 Heto Heonnasin. Y Binbl NPUWHATHOMY BapiaHTi 3QiINCHEHHS CNOMyKy, WO €
iHriGiTOpOM LMKNooKcUreHasu-2, BubupatoTb 3i cnonyk dopmynu |

Q
Rz o Rl
~ 1
& /
A .
ne

A 03Ha4yae 3aMiCHWK, BUOpaHUA 3 rpynu, LIO BKIOYAE YacCTKOBO HEHacMYeHUn abo HeHacu4eHW reTepouuknin i
4YacTKOBO HeHacuyeHi abo HeHacu4eHi kapOoLMKiYHI KinbLs,

R' o3Hayae LoHaiMeHIle OAWH 3aMICHWK, BUGPaHWii 3 rpynW, LO BKAOYAE TreTepoLMKIin, LMKIoankKin,
LMKNoankeHin i apun, npuboMy R' HeoBoB'A3koBO 3aMillieHunii Y NpuaaTHOMY Ans 3aMileHHs! NOMNOXeHHI ofHUM abo
KinbkoMa pagukanamu, BuOpaHMMW 3 Tpynu, WO BKMKOMYaE ankin, ranoigankin, uiaHorpyny, kapGokcun,
ankokcukapboHin, rigpokcun, rigpokciankin, —ranoigankokcu-, amiHo-,  ankinamiHo-, apwnamiHo-,  HiTporpyny,
arnkokciankin, ankincynbdiHin, ranoreH, ankokcu- i ankinTiorpyny,

R2 o3Hadae MeTUn abo amiHorpyny i

R3 oszHauae pagvkan, BMOpaHMIA 3 rpynu, WO BKMYae rigpugorpyny, raroreH, ankin, ankeHin, ankidin, okco-,
UiaHorpyny, kapbokcun, uiaHankin, reTepouuKkninokcu-, ankinokcu-, ankintiorpyny, ankinkapOoHin, uuknoarkin,
apun, ranoigankin, reTepouunknin, LMKroankeHin, apankin, reTepoumkninankin, aymn, ankinTtioankin,
rigpokciankin,  ankokcukapOoHin, apunkapOoHin, apankinkapOoHin, apankeHin, ankokciankin, apunTioankin,
apwrokciankin, apankinTioarnkin, apankokciankin, ankokciaparnkokciankin, ankokcukapOoHinankin, amiHokap6oHin,

amiHokapboHinankin, ankinamiHokapOoHin, N-apunamiHokap6oHin, N-ankin-N-apunamiHokap6oHin,
ankinamiHokap6oHinankin, kapbokciankin, ankinamiHo-, N-apunamiHo-, N-apankinamiHo-, N-ankin-N-apankinamiHo-,
N-ankin-N-apunamiHorpyny, amiHoarnkin, ankinamiHoankin, N-apunamiHoarnkin, N-apankinamiHoarkin,

N-ankin-N-apankinamiHoankin, N-ankin-M-apunamiHoankin, apunokcu-, apankokcu-, apwnTio-, apankinrtiorpyny,
ankincynediHin, ankincynedoHin, amiHocynbdoHin, ankinamiHocynedoHin, N-apunamiHocynbgoHin, apuncynbgoHin,
N-ankin-N-apunamiHocynedoHin,

abo iXHiX hapmMaLeBTUYHO NMPUNHATHUX CONEN.

BinblW NPpUAHATHWIA Knac cnonyk, Wo iHribyTb LMKNOOKCUreHasy-2, ckrnagaeTbes 3i cnonyk copmynm |, y skux A

5.
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Bubupalote 3 5- abo 6-4neHHOro 4acTKOBO HeHacudeHoro retepouukniny, 5- abo 6-4neHHOro HeHacuYeHoro
retepouunkniny, 9- abo 10-YUrneHHOroO HEHACU4YeHOro KOHOEHCOBAHOrO reTepouuKniny, (HWXKY.)UMKNoankeHiny i
teHiny, R1 pubupaiots 3 5- abo 6-UnMeHHOrO reTepoLUKIINy, (HWKY.)LMKIOamnKiny, (HUXY.)UMKNOanKeHiny i apuny,
BuBpaHoro 3 doeHiny, GicbeHiny i HadpTuny, npudomy R’ HeoBoB'S3KkOBO 3aMillieHWii y NpUAATHOMY AMs 3aMillieHHs!
nonoXxeHHi ogHuM abo kinbkoma pagukanamu, BUOGpaHUMK 3 rpynu, WO BKYae (HUXKY.)ankin, (HWxd.)ranoigankin,
UiaHorpyny,  kap6okcun,  (HWxK4.)ankokcmkapOoHin,  rigpokcun,  (HWKY.)rigpokciankin,  (HWXY.)ranoigankokcu-,
amiHo-, (HWXu.)ankinamiHo-, deHinamiHorpyny, (HWKY.)ankokciankin, (HWKY.)ankincynediHin, ranoreH,
(HWKY.)anKokeu- | (Hwky.)ankinTiorpyny, R2 oaHavae Metun abo amiHorpyny, a R® osHavae pagukan, BubpaHuii 3
rpynu, WO BKIOYAE rigpuaorpyny, Ookco-, uiaHorpyny, kapOokcwn, (HWXKY.)ankoKcukapOoHin, (Hux4.)kapOokciankin,
(HWXY.)yiaHankin, ranoreH, (HWX4.)ankin, (Hwk4.)ankokeurpyny, (HWxY.)unknoankin, deHin, (Huxd.)ranoigankin,
5-a60 B-YneHHWW reTepouunKknin, (HUXY.)rigpoKciankin, (HWXY.)apankin, auun, deHinkapboHin, (HWXY.)ankokciankin,
5- abo 6-4neHHMI reTepoapuriokcu, amiHoKapOoOHin,  (HWXKY.)arnkinamiHokapboHin,  (HWXdY.)ankinamiHorpyny,
(HWXY.)amiHoankin, (HWxY.)ankinamiHoarkin, deHINoken- i (HUXY.)apankokeurpyny,

abo iXHIX hpapmMaLeBTUYHO NMPUNHATHUX CONeEN.

Binbl NPUIAHATHUMIA Knac chnonyk, iHrbylunx LUKNOOKCUreHasy-2, cKrnagaeTbes 3i cnonyk dqopmynu |, B skux A
BubupaloTe 3 Tpynu, WO BKKOYaEE OKcasonin, isokcasonin, dypun, TieHin, aurigpodypwn, niponin, nipasonin,
Tiasonin, imigasonin, isoTiasonin, 6eH30gypun, LMKIONEHTEHIN, LMKNONeHTaaieHin, derin i nipngmn, R1 BubnpatTh 3
rpynu, WO BKIOYaE Nipyaun, HeobOoB'A3KOBO 3aMilyeHUin y NpuAaTHOMY AN 3aMillleHHs NOnoXeHHi ogHuM abo
KinbkoMa MeTanbHUMKU pagukanamu, i geHin, HeoboB'A3KOBO 3aMileHnid y NpuaaTHOMY ANA 3aMilieHHA MONOoXKeHHI
oaHMM abo Kinbkoma pagvkanamu, BUOGpaHWMK 3 Fpynu, Lo BKIOYae MeTwun, eTtun, isonponin, 6ytun, Tpet-6yTun,
i300yTUN, MeHTUn, rekcurn, dTopMeTWn, AUdTOpMETUN, TPUMTOPMETUI, LiaHorpyny, kapOoKcun, MeTOKCUKapOOHin,
€TOKCUKapOOHin, TrigpoKcun, TrigpOKCUMETWM, TPUGPTOPMETOKCU-, amiHo-, N-meTunamiHo-, N,N-gumetunamiHo-,
N-eTunamiHo-, N,N-gmnponinamiHo-, N-6ytun-amiHo-, N-meTun-N-eTunamino-, deHinamiHorpyny, METOKCUMETUN, MeTun
cynbdiHin, dTop, XMop, GpPOM, METOKCW-, €TOKCH-, MPOMOKCH-, H-BYTOKCH-, MEHTOKCH- | MeTunTiorpyny, R2 osHayae
meTun abo amiHorpyny, a R® osHauae pagukan, BuGpaHUil 3 rpynu, WO BKMIOYaE MApUAO-, OKCO-, LiiaHorpyny,
kapbokcun, MeTokcmkapboHin, eTokcukapboHin, kapbokcunponin, kapGokcumeTwun, kapGokcieTun, UiaHmeTwn, dTop,
xrop, 6poM, MeTun, eTun, isonponin, 6yTun, TpeT-6yTun, i306yTnn, NeHTun, rekcun, AMdTopMeTUN, TpudTopMeTuUn,
neHTadTOPETUN, renTadpTopnponin, AUdTOPeTUN, AUGTOPNPONIN, METOKCU-, ETOKCU-, MPONOKCU-, H-BYTOKCK-,
NEeHTOKCUIPYNy, UMKIorekcun, deHin, nipugun, TieHin, Tiasonin, okcasonin, dypwun, nipasuHin, rigpokcunmeTun,
rigpokcunnponin,  6eH3un,  gopMin,  deHinkapOoHin,  MeTOoKCUMeTUn,  OypUnNMETUrIoKCH,  amiHoKapOoHin,
N-meTunamiHokap6oHin, N,N-gumeTtunamiHokapboHrin, N,N-gumetmnamiHo-, N-eTunamiHo-, N,N-gunponinamiHo-,
N-6yTunamiHo-, N-metun-N-etunamivorpyny, amiHometun, N,N-gumetunamiHometun, N-metun-N-eTunamiHomeTwn,
OeH3nnoKeu- i cheHinokeurpyny,

abo iXHiX hapMaLeBTUYHO NMPUNHSATHUX CONEN.

pyna KOHKPEeTHWX CMOonyK, Lo CTaHOBMNSATb OCOONMBMIA iHTepec cepen Cronyk c¢opmynu |, Bkrovae HacTymHi
Cnonykun Ta ixHi hapMaLeBTUYHO NPUIAHATHI coni:

5-(4-dbTopeHin)-1-[4-(meTuncynbdoHin)denin]-3-(TpudTopmeTun)nipason;

4-(4-pTopdeHin)-5-[4-(meTuncynedoHrin)deHinl-1-derin-3-(TpudTopmeTUn)nipasorn,
4-(5-(4-xnopgeHin)-3-(4-meTokcudperin)-1H-nipason-1-in)6eHsoncynschoHamia;
4-(3,5-6ic(4-meTnndpeHin)-1H-nipason-1-in)6exHsoncynshoHamig;
4-(5-(4-xnopdeHin)-3-gpeHin-1H-nipason-1-in)6eHsoncynecoHamia,;
4-(3,5-6ic(4-meTokcudpeHin)-1H-nipason-1-in)6eH3oncynbgoHamin;
4-(5-(4-xnopgeHin)-3-(4-metundeHin)-1H-nipason-1-in)6eHsoncynshoHamig;
4-(5-(4-xnopeHin)-3-(4-HiTpoeHin)-1H-nipason-1-in)6eH3oncynshoHamig;
4-(5-(4-xnopdeHin)-3-(5-xnop-2-TieHin)-1H-nipason-1-in)6exHsoncynshoHamig;
4-(4-xnop-3,5-audpeHin)-1H-nipason-1-in)6eH3oncynsgoHamia,;
4-[5-(4-xnopdpeHin)-3-(TpudptopmeTun)-1H-nipason-1-in]6eHsoncynshoHamig;
4-[5-berin-3-(TpnpTopmeTnn)-1H-nipason-1-in]6eHsoncynsdoHamia;
4-[5-(4-pTOpdheHin)-3-(TpudpTopmeTnn)-1H-nipason-1-in]6eH3oncynbgoHamin;
4-[5-(4-meTokcneHin)-3-(TpudTopmeTnn)-1H-nipason-1-in]6exsoncynedoHamia;
4-[5-(4-xnopdpeHin)-3-(andpTopmeTnn)-1H-nipason-1-in]6eHsoncynsgoHamia;
4-[5-(4-meTundpeHin)-3-(tpudpTopmeTtin)-1H-nipason-1-in]6eH3oncynbgoHamig;
4-[4-xnop-5-(4-xnopdpeHin)-3-(TpudpTopmeTin)-1H-nipason-1-inJéeHsoncynbhoHamig;
4-[3-(andbTopmeTnn)-5-(4-meTundeHin)-1H-nipason-1-in]6eH3oncynedhoHamia;
4-[3-(andbTopmeTnn)-3-deHin-1H-nipason-1-in]6eHsoncynsdoHamig;
4-[3-(andpTopmeTnn)-5-(4-meTokcudeHin)-1H-nipason-1-in]6eHsoncynshoHamig;
4-[3-uiaH-5-(4-pTopdeHin)-1H-nipason-1-in]6eH3oncynbgoHamig;
4-[3-(andpTopmeTnn)-5-(3-pTop-4-MeTokcudeHin)-1H-nipason-1-in]6eHsoncynshoHamig;
4-[5-(3-pTOp-4-MeTOKCUdEHIN)-3-(TpndTopMeTUN)-1H-nipason-1-in]6eHsoncynshoHamig,;
4-[4-xnop-5-derin-1H-nipason-1-in]6eH3oncynsgoHamia,;
4-[5-(4-xnopdpeHin)-3-(rigpokcumeTnn)-1H-nipason-1-in]6eH3oncynsgoHamig;
4-[5-(4-(N,N-gumeTunamino)peHin)-3-(tpudtopmeTtun)-1H-nipason-1-in]6eHsoncynspoHamig;
5-(4-pTopdeHin)-6-[4-(MeTuncynbdoHin)deninjcnipo[2.4]renT-5-eH;
4-[6-(4-pTopdeHin)cnipo[2.4]renT-5-eH-5-in]6eH3oncynbdoHamig;

-6-
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6-(4-cbTopdeHin)-7-[4-(meTuncynbgoHin)deHin]cnipo[3.4]okT-6-eH;
5-(3-xnop-4-meTokcndpeHin)-6-[4-(MmeTuncynbdoHin)deHin]cnipo[2.4]renT-5-eH;
4-[6-(3-xnop-4-meTokcndeHin)cnipo[2.4]renT-5-eH-5-in]6eH3oncynbgoHamig;
5-(3,5-gnxnop-4-meTokcndeHin)-6-[4-(meTuncynbdoHnin)deHin]cnipo[2.4]renT-5-eH;
5-(3-xnop-4-pTopdeHin)-6-[4-(meTuncynbdoHin)deHrin]cnipo[2.4]renT-5-eH;
4-[6-(3,4-guxnopdeHin)cnipo[2.4]renT-5-eH-5-in]6eH3oncynscoHamia,;
2-(3-xnop-4-dpropdeHin)-4-(4-cbTopdeHrin)-5-(4-meTnncynbgoHindeHin)Tiason;
2-(2-xnopdeHin)-4-(4-dpTopdeHin)-5-(4-meTnncynbdoHindenin)Tiason,
5-(4-dpTopdeHin)-4-(4-meTuncynboHINgeHin)-2-MmeTunTiason;
4-(4-pTopdeHin)-5-(4-meTuncynbdoHindeHin)-2-TpudTopMeTUnTIasorn,
4-(4-pTopdeHin)-5-(4-meTuncynbdoHinderin)-2-(2-tieHin)Tiason;
4-(4-pTOpdEHIn)-5-(4-MeTUNcynbgoHINgeHin)-2-6eH3nnamiHoTiason,
4-(4-pTopdeHin)-5-(4-meTuncynbdoHindeHrin)-2-(1-nponinamiHo)Tiason,
2-[(3,5-anxnopdeHokcn)meTnn)-4-(4-dpropdeHrin)-5-[4-(MeTuncynbdoHin)deHin]tiason,
5-(4-cbTopdeHin)-4-(4-meTuncynboHInNgeHin)-2-TpudpTopMeTUNTIa3on,
1-MeTuncynbgoHin-4-[1,1-gumeTnn-4-(4-ptopdeHin)yuknoneHTa-2,4-gieH-3-in]6eHson;
4-[4-(4-pTOpheHin)-1,1-anmeTunuymkrnoneHTa-2,4-aieH-3-in]6eHsoncynsoHamig;
5-(4-dpropdeHin)-6-[4-(MmeTuncynbdoHin)denin]cnipo[2.4]renta-4,6-aieH;
4-[6-(4-pTOpdeHin)cnipo[2.4]renTa-4,6-aieH-5-in]6eH3oncynbdoHamia;
6-(4-cbTopdheHin)-2-MmeToken-5-[4-(MeTuncynbgoHin)peHin]nipnanH-3-kapOoHiTpHI,
2-6poM-6-(4-pTopheHin)-5-[4-(MeTuncynbdoHin)peHin]nipnanH-3-kapGoHiTpus;
6-(4-cbTopdheHin)-5-[4-(MeTuncynbgoHin)deHin]-2-peHinnipnanH-3-kapOoHiTpus;
4-[2-(4-meTunnipnanH-2-in)-4-(tpudptopmeTin)-1H-imigason-1-in]éeHsoncynbhoHamig;
4-[2-(5-meTunnipuanH-3-in)-4-(tpudptTopmeTun)-1H-imigason-1-inJéeHsoncynbhoHamia;
4-[2-(2-meTunnipnanH-3-in)-4-(tpudptTopmeTin)-1H-imigason-1-inJéeHsoncynshoHamig;
3-[1-[4-(meTuncynbdoHin)denin]-4-(tpudTopmeTun)-1H-imigason-2-injnipnavH;
2-[1-[4-(meTuncynbdoHin)deHin]-4-(TpudptopmeTn)-1H-imigazon-2-injnipuaut;
2-MeTun-4-[1-[4-(meTuncynbdoHin)deHin]-4-(TpudptopmeTtnn)-1H-imigason-2-injnipnauHx;
2-MeTun-6-[1-[4-(MeTnncynbdoHin)deHin]-4-(Tpudptopmetnn)-1H-imigaszon-2-injnipnaun;
4-[2-(6-meTunnipnanH-3-in)-4-(tpudptTopmeTin)-1H-imigason-1-inJéeHsoncynshoHamig;
2-(3,4-pndpTopdeHin)-1-[4-(MeTuncynbdoHin)deHin-4-(Tpucptopmetnn)-1H-imigason;
4-[2-(4-meTundpeHrin)-4-(tpudpTopmeTin)-1H-imigason-1-in]6eHzoncynbdoHamig;
2-(4-xnopdpeHin)-1-[4-(meTuncynsdoHin)derin]-4-metun-1H-imigason;
2-(4-xnopdeHin)-1-[4-(meTuncynbdoHin)denin]-4-dpeHin-1H-imigason;
2-(4-xnopdeHin)-4-(4-pTopdeHin)-1-[4-(MeTuncynedoHrin)deHin]-1H-imigason;
2-(3-pTop-4-meToKcUdeHin)-1-[4-(MeTuncynedoHin)denin]-4-(tpudTopmeTun)-1H-imigason;
1-[4-(MeTuncynbdoHin)deHin]-2-dpeHrin-4-TpudptopmeTunn-1H-imigason;
2-(4-meTundpeHin)-1-[4-(meTuncynedoHin)deHin]-4-(tpudpTopmeTun)-1H-imigason;
4-[2-(3-xnop-4-meTundpeHin)-4-(tpudptopmeTin)-1H-imigason-1-inJéeHsoncynshoHamig;
2-(3-pTop-5-meTundeHin)-1-[4-(meTuncynbdoHin)deHinl-4-(Tpudptopmetnn)-1H-imigason;
4-[2-(3-pTOp-5-MeTUNdeHIN)-4-(TpudTopmeThn)-1H-imigason-1-in]6eH3oncynsgoHamig;
2-(3-meTundeHin)-1-[4-(MmeTuncynbdoHin)deHin]-4-TpudpTopmeTnn-1H-imigason,
4-[2-(3-meTundpeHin)-4-(tpudpTopmeTin)-1H-imigason-1-inj6eHsoncynbgoHamig;
1-[4-(meTuncynbdoHrin)deHin]-2-(3-xnopdeHin)-4-TpudTopmeTnn-1H-imigason;
4-[2-(3-xnopdbeHin)-4-TpucpTopmeTnn-1H-imigason-1-in]éeHsoncynshoHamig;
4-[2-peHin-4-TpudpTopmeTtun-1H-imigason-1-in]6eHsoncynsdpoHamia,;
4-[2-(4-meToKemn-3-xnopdeHin)-4-TpudptopmeTtun-1H-imigason-1-in]J6eHsoncynsgpoHamig,;
1-anin-4-(4-pTopdenin)-3-[4-(MeTnncynbdoHin)deHrin]-5-(tTpudpTopmeTnn)-1H-nipason;
4-[1-eTnn-4-(4-pTopcherin)-5-(TpucpTopmeTin)-1H-nipason-3-in]oeHsoncynbhoHamig;
N-beHin-[4-(4-dpTopdeHin)-3-[4-(MeTuncynbdoHin)deHin]-5-(tpudptopmeTtnn)-1H-nipason-1-injayetamig;
eTun[4-(4-pTopdeHin)-3-[4-(MeTuncynbdoHin)derin]-5-(tTpudTopmeTnn)-1H-nipason-1-injayerar;
4-(4-pbTopdeHin)-3-[4-(meTuncynbdoHin)deHinl-1-(2-dperinetun)-1H-nipason;
4-(4-pTopdeHin)-3-[4-(meTuncynbdoHrin)deHinl-1-(2-dpeHineTun)-5-(TpudpTtopmeTnn)nipason;
1-eTun-4-(4-propdeHin)-3-[4-(MeTnncynbdoHin)deHinl-5-(Tpudptopmetnn)-1H-nipason;
5-(4-dpropdeHin)-4-[4-(MeTuncynbdoHin)denin]-2-(TpudpTopmeTnn)-1H-imigason;
4-[4-(meTuncynbgoHin)deHin]-5-(2-tiodeHin)-2-(tpudTopmeTun)-1H-imigason;
5-(4-bTopdeHin)-2-meTokcn-4-[4-(MeTuncynboHin)dpeHin]-6-(TpudpTopMeTnn)NipnanH;
2-eTokcn-5-(4-bTopdheHin)-4-[4-(meTnncynbcoHin)deHrin]-6-(TpudpTopMeTnN)NipuanH;
5-(4-dpropdeHin)-4-[4-(MeTuncynbdoHin)deHin]-2-(2-nponiHinokcn)-6-(TpndTopMeTUN)NipUANH;
2-6poM-5-(4-bTopdeHin)-4-[4-(MeTuncynbdoHin)heHin]-6-(TpndTopMmeTUN)NipuanH;
4-[2-(3-xnop-4-meTokcngeHin)-4,5-audtopceHin]beHsoncynsgoHamia,;
1-(4-cbTOpdeHin)-2-[4-(MeTnncynbgoHin)deHin]beHson;
5-audbtopmeTun-4-(4-meTuncynbdgoHindeHnin)-3-geHinisokcason;
4-[3-eTnn-5-deHinisokcason-4-in]6eHsoncynbgoHamig;
4-[5-gnpTopmeTun-3-deHinisokcason-4-in)6enHsoncynsdoHamia;
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4-[5-rippokcnmeTmnn-3-deHrinisokcason-4-in]6eHsoncynsdoHamia;
4-[5-meTnn-3-peHinisokcason-4-in]oeHsoncynbgoHamig;
1-[2-(4-pTopdeHin)unknoneHTeH-1-in]-4-(MeTnncynbgoHin)beHson;
1-[2-(4-bTop-2-MeTUNdEHIN)UNKIoneHTeH-1-in]-4-(MeTuncynbdoHin)beHson;
1-[2-(4-xnopdeHin)umknoneHTen-1-in]-4-(MeTuncynbdoHin)6eHsorn;
1-[2-(2,4-guxnopdeHin)ynknoneHTeH-1-in]-4-(MeTnncynsgoHin)6eHson;
1-[2-(4-TpucpTOpMETUNGDEHIN)UUKNONEHTEH-1-in]-4-(MeTnnCcynbgoHIn)beH3on;
1-[2-(4-meTunTioderin)ymknoneHTen-1-in]-4-(MeTuncynboHin)6eHson;
1-[2-(4-pTOopdheHin)-4,4-anmeTnnymKroneHTen-1-in]-4-(MeTuncynbgoHin)6eHson;
4-[2-(4-pTOpdeHin)-4,4-aumeTunymnkrioneHTeH-1-injéeHsoncynshoHamig;
1-[2-(4-xnopdpeHin)-4,4-auMeTunyuknoneHTeH-1-in]-4-(MeTuncynsgoHin)6eHson;
4-[2-(4-xnopdpeHin)-4,4-guMeTUNUUKNoneHTeH-1-in]6eH3oncynsgpoHamig,;
4-[2-(4-pTOpheHin)umknoneHTeH-1-in]6eH3oncynsgoHamig;
4-[2-(4-xnopdbeHin)ymkrioneHTen-1-in]oeHaoncynbhoHamig;
1-[2-(4-MeToKcHdpeHIN)YUKnoneHTeH-1-in]-4-(MeTuncynbgoHin)6eHson;
1-[2-(2,3-audpTopdeHin)ymkroneHTen-1-in]-4-(MeTuncynbgoHin)6eHson;
4-[2-(3-pTOp-4-MeTOoKCUEHIN)LMKNONEHTEH-1-in]6eH30nCcyNbdoHaMIg;
1-[2-(3-xr10p-4-MeToKCMdEHIN)UUKIONEHTEH-1-in]-4-(MeTuncynbdoHin)beHson;
4-[2-(3-xnop-4-hTopdeHin)umknoneHTeH-1-in]6eHsoncynedoHamia;
4-[2-(2-meTUnnipuanH-5-in)ymknoneHTex-1-in]6eHsoncynbgoHamig;
eTun-2-[4-(4-propdeHin)-5-[4-(MeTuncynedoHin)deHrin]okcason-2-in]-2-6eH3nnayerar;
2-[4-(4-bTopdeHin)-5-[4-(MeTuncynbdoHin)deHinjokcason-2-inJoyToByKUCNOTY;
2-(TpeT-6yTnn)-4-(4-bTopdeHrin)-5-[4-(MeTUNCcynbdoHin)dheHinjokcason;
4-(4-pTopdeHin)-5-[4-(meTuncynbdoHin)deHin]-2-derinokcason;
4-(4-pbTopdeHin)-2-meTnn-5-[4-(MeTuncynbdgoHin)deHinjokcason;i
4-[5-(3-pTOp-4-MeTOKCUEHIN)-2-TpUdhTOpMETU-4-0Kcasornin]beH3oncynsgoHamig,.
[pyna KOHKPETHUX CMOMyK, L0 CTaHOBMATb HaWbINblUMIA iHTepec cepen crnomnyk copmynu |, BKIOYAE HACTYMHI
Cnonykun Ta ixHi chapMaLeBTUYHO NPUIAHATHI coni:
4-[5-(4-xnopdpeHin)-3-(TpudptopmeTun)-1H-nipason-1-in]6eHsoncynshoHamig;
4-[5-(4-meTundpeHrin)-3-(tpudpTopmeTun)-1H-nipason-1-in]6eH3oncynsgoHamig;
4-[5-(3-pTOp-4-MeTOKCUdEHIN)-3-(andTopmeTIn)-1H-nipason-1-in]6eHsoncynshoHamig;
3-[1-[4-(meTuncynbdoHin)deHin]-4-Tpudtopmetnn-1H-Imigason-2-in]nipnaunx;
2-MeTun-5-[1-[4-(meTnncynbdoHin)deHin]-4-tTpudTopmeTun-1H-imigaszon-2-injnipnaunx;
4-[2-(5-meTunnipnanH-3-in)-4-(tpudptopmeTun)-1H-imigason-1-inJéeHsoncynshoHamig;
4-[5-meTnn-3-eHinisokcason-4-in]oeH3oncynbhoHamig;
4-[5-rippokcnmeTnn-3-derinisokcason-4-in]j6eHsoncynbhoHamig;
[2-TpndbTOpMETUN-5-(3,4-AndTopdeHin)-4-okcasonin]beHsoncynshoHamig,;
4-[2-meTun-4-perin-5-okcasonin]6eHsoncynbgoHamig i
4-[5-(3-pTOp-4-MeTOKCU D EHIN-2-TpUTOPMETUN)-4-0Kcasonin]beH3oncynscoHamig,.
Migknac iHriGiTopiB UMKNOOKcHMreHasn-2 BubupaloTb 3i cnonyk, 3anponoHoBaHux y WO 95/15316. [NepeBaxHo
iHriGiTOpK LMKNooKkcureHasn-2 BubmpatoTb 3i cnonyk dopmynu |l

H N
=8 N
o0 ( >
Q \N—-’-
R? I

y sikux R* oaHavae (Hwxy.)ranoigankin, R® osHauae rinpuporpyny, a R® osHavuae deHin, HeoBoB'3K0BO 3aMilLeHUi
y npugatHOMy Ans 3aMilleHHs NonoXeHHi ogHuM abo Kinbkoma pagukanamuv, BUOpaHWMU 3 rpynu, WO BKIOYae
ranoreH, (Hwxd.)ankintiorpyny, (HWx4.)ankincynbedoHin, uiaHo-, HiTporpyny, (HWX4.)ranoigankin, (HWkY.)ankin,
rigpokeun, (HWKY.)arnkeHin, (HWKY.)rigpokciarnkin, kapbokeun, (HWXY.)ymKnoankin, (HWKW.)ankinamiHo-,
(Hwxy.)giankinamiHorpyny, (HWXY.)ankoKcukapOoHin, amiHoKapOOHin, (HWXKY.)anKokcu-, (HUXKY.)ranoigankokcurpyny,
cynbdamig, 5- abo 6-YreHHWId reTepouuknin i amiHorpyny; abo ixHix dapmaleBTUYHO NPURHATHUX COMen Yn TXHIX
NoXiaHWX.
pyna KOHKPETHMUX CMOMyK, WO CTaHOBMSATb OCOONUBMIA iHTepec cepen crnonyk copMynu H, Bkntoyae HacTymHi
Cnonyku, ixHi hapMaleBTUYHO NPUAHATHI coni abo IXHi noxXigHi:
4-[5-(4-xnopdpeHin)-3-(TpudtopmeTun)-1H-nipason-1-in]6eHsoncynshoHamig;
4-[5-berin-3-(TpndpTopmeTnn)-1H-nipason-1-in]6eHsoncynsdoHamia;
4-[5-(4-pTOpdeHin)-3-(TpudpTopmeTnn)-1H-nipason-1-in]6eH3oncynbgoHamig;
4-[5-(4-meTokcngpeHin)-3-(TpugpTopmeTnn)-1H-nipason-1-in]6eHsoncynscoHamia,;
4-[5-(4-xnopdpeHin)-3-(andTopmeTnn)-1H-nipason-1-in]6eH3oncynsgoHamia;
4-[5-(4-meTundpeHin)-3-(tpudpTopmeTin)-1H-nipason-1-in]6eH3oncynbgoHamig;
4-[3-(andbTopmeTnn)-5-(4-meTundeHin)-1H-nipason-1-in]6eH3oncynedhoHamia;
4-[3-(andpTopmeTnn)-5-peHin-1H-nipason-1-inj6eHsoncynbgoHamig;
_8-
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4-[3-(andTopmeTnn)-5-(4-meTokcndeHin)-1H-nipason-1-in]6exHsoncynsdoHamia;

4-[3-(andpTopmeTnn)-5-(3-pTop-4-MeTokcueHin)-1H-nipason-1-inj6eHsoncynsdoHamlg,;

4-[5-(3-pTOp-4-MeToKCUdEHIN)-3-(TpndTopMeTUn)-1H-nipason-1-in]J6eHsoncynsgpoHamig i

4-[5-(4-(N,N-gnmeTunnamino)peHin)-3-(tpudtopmeTtun)-1H-nipason-1-in]6eHsoncynspoHamig.

[pyna KOHKPETHWX CMOMyK, Lo CTaHOBMATb HaWbinblMi iHTepec cepen cnonyk copmynu Il, BkroYae HacTynHi
Cnonyku, ixHi hapMaLleBTUYHO NPUAHATHI coni abo IXHi noxXigHi:

4-[5-(4-meTundpeHnin)-3-(tpudpTopmeTin)-1H-nipason-1-inj6eHsoncynbgoHamig;

4-[5-(4-xnopdpeHin)-3-(audpTopmeTnn)-1H-nipason-1-in]6eHsoncynsgoHaming i

4-[5-(3-pTOp-4-MeToKCHUdEHIN)-3-(andTopmeTIn)-1H-nipason-1-in]6eHsoncynshoHamig.

Mig noHatTam "noxigHi" posymiloTbea Oyab-siki  cnonyku, ski 6nuabki 3a Oygosot [o  iHribiTopis
LUMKNOOKCUreHasn-2 abo aki MalTb NpakTUYHO ekBiBaneHTHy OionoriyHy akTusHiCTb. Hanpwuknag, Taki iHribitopu
MOXYTb BKIOYaTK (ane He 0OMEXYHUUCE HUMMW) TXHI NPOSiKK.

Crnonyku, WO 3aCTOCOBYIOTLCA Y cnocobax 3a AaHUM BMHAxXodoM, MOXYTb OyTW NPUCYTHI Y bopMi BiflbHUX OCHOB
abo y dopmi ixHix hapmaleBTUHHO NPUAHATHUX KNCIOTHO-aaMTUBHKX cornent. IMig noHaTTa "dpapmaueBTUYHO NPURHATHI
coni" nignagatTb coni, SKi 3BU4aNHO 3aCTOCOBYHOTHCA AN YTBOPEHHS CONEW NYXHUX MeTaniB i KUCMOTHO-aaAUTUBHUX
conen 3 BiNbHWMKW kucrotamu abo BinbHUMU ocHoBamu. [Mpupoaa comni He Mae BUPpILLAnbHOMO 3Ha4YeHHs 3a YMOBM, LUO
Cinb € chapmaLeBTUHHO NPURHATHOW. MpruaaTHi papmMaleBTUYHO NPURHSTHI KNCNOTHO-aQUTUBHI coni cnonyk copmynu |
MOXYTb OyTW OTpUMaHi 3 HeopraHivHOT KUCrOTU abo 3 opraHivHOT KMCroTU. MNprknagamyM Taknx HeopraHivHUX KUCOoT €
consiHa, 6poMMCTOBOAHEBAa, MOOUCTOBOAHEBA, a30THA, BYriflbHa, cipyaHa i docdopHa kucnota. lMpuaaTHi opraHivHi
KMCMOTU MOXYTb ByTn BUOpaHi 3 Knacy opraHidHMX KACMOT, WO BKMYaKTh anidaTuyHi, uuknoanidpaTuyHi, apoMaTtuyHi,
apanicaTnyHi, reTepouUnknivHi, kKapOoHOBI i CyNbMOHOBI KUCNOTK, NPUKNagaMn SKUX € MypallnHa, ouToBa, NPonioHoBa,
OypLwTMHOBA, Mikonesa, MIOKOHOBA, MOMoYHa, A6Ny4YHa, BMHHAE, NMMOHHA, ackopbiHoBa, IMOKypoHoBa, MareiHoBa,
dymapoBa, NipoBMHOrpagHa, acnapariHoBa, rnyTtamiHoBa, OeH3olHa, aHTpaHinoBa, Me3urioBa, 4-rigpokcnbeH3onHa,
peHinoyToBa, MurgansHa, emOoHoBa (NamMoBa), MeTaHCyNb(OHOBA, eTaHCynbgoHoBa, GeHsoncynbhoHoBa,
naHTOTEeHOBa, 2-rigpokcieTaHcynbdoHOBa, TonyorcynbgoHoBa, CynbdpaHinoBa, LMKIOrekcunamiHoCcynbgpoHoBa,
CcTeapuHOBa, arbriHOBa, [-fiAPOKCUMACNsHAa, caniyunoBa, ranakrapoBa | ranakTypoHoBa kucnota. [lpuaaTHi
hapMaLeBTUYHO NPUNHATHI COMi NPUEOHaHHS OCHOB Cnosnyk copmynu | BKMoYaroTb Coni MeTaniB, TakuX, siK antoMiHin,
Kanbui, niTin, MarHin, Kkanin, HaTtpin | UWHK, abo opraHiYHi Cconi Ha OCHOBI XIOPMpPOKAaiHy, XOIiHY,
N,N'-anbeHannetunergiaminy, pietaHonamiHy, etunengiaminy, mernymiH(N-meTunriokamiy) i npokaiHy. Yci ui coni
MOXYTb OYyTU OTpMMaHi 3ararbHONPUAHATUMU MeTo4amMu 3 BigMNoBigHUX cronyk chopmynun | wnaxom B3aemogil,
Hanpuknag, BionoBigHoi kncnotT abo OCHOBU 3i cnonyko hopmMynu |.

BionoriyHa ouiHka

EdhekTUBHICTb iHrGITOPIB LMKNOOKCUreHasn-2 Sk NPOTUNYXSIMHHNX areHTiB BU3Ha4anu Ha HacTynHUX MOAensx.

Muwada mogenke kapunHoMmu nerehi Nbtoica

KapunHomu nereHi Jlbtoica iMnnaHTyBanM NiAWKIpHO y NoAywedky nanu camuis mMuwenr niHii C57BL/6. [MoTim
Muwam ysogunu 4-[5-(4-xnopdeHin)-3-(andptopmetn)-1H-nipason-1-in]6eHsoncynbdoHamia. iku ysogunu y Bogi ans
nuTTa B [03i 6Mmr/kr/geHb. Ha uWin camin mMogeni TakoX TecTyBanu HecenekTuBHWW iHribitop COX-1/COX-2
iHgomeTauuH. Jlikn ysogunu y Bogi ANs NUTTS B MakcUMaribHO CTepnHili Aosi 2Mr/Kr/aeHb. Ycboro Ansi BUBYEHHS
KOXHOI cnonyku BukopuctosyBanu no 10 muwen. O6'eM NyxNMHW BU3HaYanu ABiMI Ha TWXKOEHb, BUKOPUCTOBYHOUM
nnetuamorpad. EdeKTMBHICTE LMX CMOMYyK CTOCOBHO iHFiOYBaHHS POCTY NYyXfMHWU OLiHIOBanu Ha 32-ui OeHb nicns
iH'ekuil KNiITMH nyxnuMHKM. OTpuMaHi gaHi HaBegeHi B Tabnuuyi 1. BenuudnHy iHridbyBaHHs (y BigcoTkax) po3paxoByBaruv
3a pi3HMLEeo po3Mipy NYXSUHU B MOPIBHAHHI 3 KOHTPOSBHOI MPYMoto.

Tabnuug 1

OB'eM NMyXNUHW (AeHb 32)

JlikyBaHHA | % iHriGyBaHHsA
HOCIW/KOHTPOSNb 0,00
iHriiTop COX-2 70,86
iHOOMeTauuH 62,90

KniTnHW paky nepeaomixypoBoi 3arosun foanHn

[N BU3HAYEHHsI CNPOMOXHOCTI IHMGITOPIB LUKIOOKCUreHasmn-2 iHribyBaTu picT NyXrnuH Ha TepaneBTUYHIn Mogeni
ogepxxyBanu (3 ATCC) aBi niHii kniTMH paky nepeamixypoBoi 3ano3n noguHn (PC-3 i LNCaP). Kpim Toro, niHisa
kniTH LNCaP cekpeTye cMpoOBaTKOBMWIA aHTUreH nepenMixypoBoi 3anoan (MCA) npu po3BUTKY y MULLax 6e3 epcTHoro

MOKpUBY.

PC-3

KnitvHun nikii PC-3 (108knitvh/0,2mMn 30%-Horo maTpurentio) y cepeaoBulli RPMI 1640 iH'ekyBanu B insiHKY CIAHM
MULLIER Oes LLIEPCTHOrO MOKpUBY. Ha 28-nii OeHb yBOgMIM iHriGiTop COX-2

4-[5-(4-xnopdeHin)-3-(audptopmeTnn)-1H-nipason-1-inj6eH3oncynbdonamin  (20Mr/kr/geHs y Bogi). Yepes 45 pHis
BuMiptoBanu piBHi PGE, i TXB,. IHriGiTop COX-2 3meHwwyBaB picT nyxnunHu Ha 55%. PiBHi PGE, | TXB, y TBapwH,
06pobneHux iHribiTopom COX-2, aHuannmcs Ha 80-90%.

LNCaP

AHaroriiHO 3 pesynbTaTamu, OTPUMaHMMKW  NpW  BUKOpUCTaHHI  niHii  PC-3,  iHribitop COX-2
4-[5-(4-xnopdeHin)-3-(audpTopmeTnn)-1H-nipason-1-in]oeHsoncynbdoHamin y [03i, eKBiBaneHTHi BMr/Kr/aeHb, npu
yBefAeHHi y Bodi Ans nuTTa Ha 58-uin AeHb iHribyBaB 3pocTaHHs nyxiunHu Ha 55%. PiseHb MCA 3HM3MBCA NpubrmsHo Ha
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50%, Wo BM3Ha4ann MeTogomM BecTepH-6roTTiHry.

[HLWI NiHIT KNiITUH

TiHiT kniTMH:  MoXyTb  3aCTOCOBYBATWUCSi HaCTyNHi  MiHii  KMiITWH:  KnacuyHi - niHil  KNiTUH  ApiIGHOKMITUHHOT
kapunHoMmmn nereHb (SCLC Big aHrm. "small cell lung cancer") NCI-H209, NCI-H345 i NCI-H510, BapiaHT niHii
kniTuH SCLC NCI-N417 i NCI-H82, niHia kniTUH KpynHOKNITUHHOT kapuymHomu NCI-H1155, niHia kniTuH ageHokapLnHoMu
NCI-H23 i niHia kniTnH ©poHxiono-anbBeonspHoi kapuumHomu A549, niHis KniTMH paky MonoqHol 3anosn MCF-7
(AMepukaHcbka korekuia Tunosux KynbeTyp, Pokinn, MD; ATCC) i niHii KniTUH paky TOBCTOI KWULLKW, Taki, K
NCI-H630 (ATCC), HT 29, SW948, HCA-7 Ta iHWI, 3 BUKOPUCTAHHSAM SIKMX Moxe OyTW npoBeneHe TEeCTyBaHHS §K in
vivo, Tak # in vitro. Yci niHii kniTuH MoxyTb BupollyBaTucs Ha cepegoulyi RPMI-1640, gonoBHeHoMy 5% deTanbHOT
Ouyadoi cuposatkn (PBC), neniyuniHom i ctpentomiymHom (dpipma Gibco, Grand Island, NY), i nigTpumyBaTtuca B
atmocdepi 5%-Horo CO, npu 37°C. Yci niHii kKNiTMH He MicTATE 3abpyaHIOBaNBHOI MIKONMa3Mu.

BuBueHHa pocty: BukopuctoByBanu moaudikauito (Promega CellTiter 96 ®, Promega Madison, WI)
HanisaBTOMaTW4HOrO KoropumeTtpudHoro metogy, MTT [Nakanishi Ta iH. Exper. Cell Biol., 56,74-85 (1988)], akui
[03BONAE KinbKicHO 3a gonomorolo cnektpodotometpa (540HM) BU3HAYUMTM YUCIO KMITUH Ha OCHOBI BiQHOBIEHHA
TETPa3ofbHOI CNOMykn KniTMHaMK NyxXnuHW. Yci gocnign nposogunn B cepepoBuwi RPMI-1640, ponoBHeHomy
TpaHcgepTuHom ~10r/n, iHcyniHom ~5r/n i ceneHom (cdbipma Sigma Chemicals, St. Louis, MO). LinbHicTe nocieis
cknagana ~2x10*KniTUH/NYHKY, | KMITUHY BUPOLLYBaNW NPOTAroM 5 AHIB. Pe3ynbTaTh KOXHOMO eKCrepuMeHTY BUpaxanm
y BUMALI 3HaYeHHA ONTUYHOI LUiNbHOCTI, CKOPUIOBaHOrO CTOCOBHO (POHY, * cepedHbOKBagpaTU4HE BiOAXUIEHHS.
IHriGiTOPU UMKNOOKCUreHasn-2 MOBUHHI BUSIBMATU a@KTMBHICTb CTOCOBHO iHFiOYBaHHA pOCTY MiHIN pakoBUX KMITUH Y
no3si 20mr/kr.

JocnimkeHHs nNpyv BUKOPUCTaHHI AK Mopernb MNyXSMHW CEYOBOrO MiXypa MULLI MPOBOAMIIM B OCHOBHOMY 3a
AOMOMOrolo  MaTepianiB, peareHTiB i MeToguk, onucaHux y Grubbs Ta iH. [Anticancer Res., 13, 33-36 (1993)].
IHriGiTop COX-2 NOBUHEH BUABASATW @KTUBHICTb Y A03i 20MI/Kr.

JocnimkeHHs nNpyv BUKOPUCTaHHI SIK Mogenb MyXfWMHW MOMOYHOI 3anos3u nautoka NpoBoAuSiA B OCHOBHOMY 3a
AOMOMOrolo MaTepianis, peareHTiB i MeToguk, onucaHux y Grubbs Tta iH. [Anticancer Res., 15, 709-716 (1995)].
IHriGiTop COX-2 NOBUHEH BUABMSTA @KTUBHICTb Y A03i 20MI/KT.

JocnimkeHHs Npy BUKOPUCTaHHI SIK MOAerb OHKOreHesy LUMAKM MaTKy i MiXBU MWL NMPOBOAMIIMN B OCHOBHOMY 3a
AOoMoMorolo martepianie, peareHTiB i Metoguk, onucaHux y Arbiet Ta iH. [Proc. Acad. Sci. USA, 93,2930-2935
(1996)]. IHriGiTop COX-2 NOBUHEH BUABMSATU aKTUBHICTb Y 003i 20MI/KT.

JocnimkeHHs Npy BUKOPUCTaHHI AK Moderb KMiTUH afeHOKapLMHOMU TOBCTOI KWLLKM MPOBOAMIIN B OCHOBHOMY 3a
AOMOMOrolo  maTtepianis, peareHTiB i Metogmk, onucaHux y ShieffTa iH. [J. Clin, Invest.,, 96,491-503 (1995)].
IHriGiTop COX-2 NoBMHEH BUSABMATM aKTUBHICTE y Ao3i 20mr/kr (aue. Takox Masahiiko Tsujii Ta iH., Proc. Natl.
Acad. Sci. USA, 94, 3336-3340 (1997)).

3aranom iHriGiTopn COX-2 3MEHLWYOTb PICT NYXMHW 3 BUKOPUCTAHHSIM KilbKOX MOLENEN paKy TBapuH.

Komb6iHoBaHa Tepanis 3 BUKOPUCTaHHAM iHribiTopa COX-2 Ta iHWMX NPOTUNYXIMHHUX areHTiB

KnitTuHn kapumHomu nereHi Jlbtoica (2.5XI06), oTpumaHi 3 nynbnv muwen ninii C57BL/6, yBogunu LWNSXOM
nigLKipHOT iH'ekuiT B 3aaHi nanku MULLIER, IHriGiTOp COX-2
4-[5-(4-xnopdeHin)-3-(aucptopmeTnn)-1H-nipason-1-inj6eHsoncynbgoHamina  yBoaunM 3a LOMNOMOIol  LUNYHKOBOIro
30HOa ABidi Ha TwxaeHb y gosax 6 i 20mr/kr rpynam muwer no 10 ocobuH. Lmknodocdamig (LLPA) v posi S50mr/kr
iH'ekyBann muwam Ha 5, 7 i 9 geHb nicns iMnnaHTayii nyxnmHu. MNpoTaroM gocnigy BU3Hadanu ob'emM nyxnuHU. TBapuH
YMepTBNAnM Ha 26 AeHb. Pe3ynbTaTh LMX eKCnepuMeHTIB yaaranbHeHi B Tabnuuyi 2. BigcoTok iHribyBaHHs obuuncnsanm
Tak camo, K Lie onMcaHo BuLe.

Tabnuua 2
OB'eM NMyXNUHW (AeHb 22)
O6pobka % iHribyBaHHA
HOCIH 0
iHriGiTop COX-2 (6Mr/Kr) 0
iHriGiTop COX-2 (20Mmr/kr) 54
LI®A (50mr/kr) 57
LIbA + iHribiTop COX-2 (6Mr/kr) 69
LI®A + iHriGitop COX-2 (20Mr/kr) 77

PesynbTaTi LUbOro ekCneprMMeHTy NoKasykTb, Wo kombiHauia iHribiTopa COX-2 i LMTOTOKCUYHOMO areHTa BUSIBIISIE
aouTUBHY Aito 3 TOUKKN 30pY IXHBOI IHAMBIQYaNbHOT CPOMOXHOCTI iHFiByBaTW PICT NYXINHW.

[itoyi pevoBUHM 3a AaHUM BUHAXOAOM MOXYTb YBOAWTUCS Byab-SKMM NPUAATHUM LUNSXOM, BiDOMUM crievianictam y
OaHili ranysi, nepeBaxHo y opMi dhapMaLeBTUHHOI KOMMNO3ULil, aganToBaHo! AN TaKoro LWNSXy YBEOEHHs, | B o3i,
epeKkTUBHIN Ana HeobxigHoro nikyBaHHs. [itoudi peyoBMHKM i KOMNo3uuil MOXYTb YBOOMTUCH, Hanpuknag, opanbHo,
BHYTPILLBLOCYANHHO, BHYTPILIbOYMEPEBMHHO, iHTpPaHa3anbHO, BHYTPILHBOOPOHXIANbHO, MiOWKIPHO, BHYTPILUBLOM'A30BO
abo nokarnbHo (y TOMY YUChi Y BUTNSAI aepo3orsiio).

YBeneHHs cnoryk 3a JaHuM BUHaXoO4oM MOXe 34iMCHIOBATMCS SIK 3 METOI NonepedKeHHs, Tak i 3 MeTO fikyBaHHS
xBopo®. [NpusHadeHi ons Uboro cnocobu i KOMNo3ULii MOXYTb 3aCTOCOBYBATUCS OKPEMO abo y CMOfy4YeHHi 3 iHWKUMK
Tepaniamu, BigOMUMM crielianictam B ranysi nonepeaxeHHs abo nikysaHHA Heonnasii. ANbTEPHaTUBHO LbOMY crnocobu
i KoMmnosuuii, nogaHi B AaHOMYy OMWCi, MOXYTb 3acTOCOBYBaTUCA ONs cninbHol Tepanii. Hanpuknag, iHribiTop
LMKITOOKCUIeHasn-2 Moxe yBOOAUTUCH OKPEMO YM Y CMOMyYeHHi 3 iHWMMWU NPOTUMNYXIMHHUMU areHTamu Yy iHWWMK
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areHTamu, Lo iHribyoTb picT, abo iHWKMMK nikamn YK XUBUNbHUMKW foOaBKkamu.

Binomo Benuky KinbKiCTb NPOTUNYXIMHHUX areHTiB, WO HaaXogaTb y npodax, siki nepebyBatoTb y cTagil KniHivHUX
pocnigkeHb abo OOKMiHIMHOT po3pobkn Ta Aki MoXyTb OyTu obpaHi Ons nikyBaHHS Heonnasii 3a SONOMOro
koMOGiHoBaHoI nikapcbkoi ximioTepanii. Taki NPOTUNYXMWHHI @areHTU MOXHa NOAINMUTU Ha Kiflbka OCHOBHUX KaTeropiu,
a came, Ha areHTWM aHTUBIoTMYHOro Tuny, ankinyBarnbHi areHTW, aHTUMeTaboniTh, ropMOHasbHI areHTn, iMyHOMorivHi
areHTW, areHTU TUMny iHTepPgEepoHy i areHTU 3MillaHoro TvMny. ANbTEPHATUBHO 3 LMM MOXYTb 3aCTOCOBYBATUCH iHLLI
NPOTMNYXIIMHHI areHTu, Taki, aK iHriGiTopu MaTpukcHUx MeTanonpoteas (MMIT), mimeTukis SOD abo oy B3-

Mepwa rpyna NpoTUNYXIIMHHUX areHTiB, SKi MOXYTb 3aCTOCOBYBATWCS Y CMOSYYEHHI i3 CENeKTUBHMM iHriGiTopom
UMKMOOKCUIeHasn-2, BKlOYAE  MPOTUNYXIMHHI  areHTW  TuUny  aHTMMmeTabonitie.  [puaaHi  NpoTUNYXIMHH
areHTu-aHTUMeTaboniTn MoXyTb OyTu BuOGpaHi 3 rpynu, wo Bknodae 5-FU-cibpuHoreH, akaHTudbonieBy KucrnoTy,
amiHoTiagiason, HaTpibpeksiHap, kapmodyyp, Ciba-Geigy CGP-30694, UMKNONEHTUNLUMTO3WNH,  CcTeapar
uutapabiHdocdaty, koH'toratv uuTapabiny, Lilly DATHF, Merrel Dow DDFC, pgesaryaHiH, OUOE30KCULUTUAWH,
OVOEe30KCUryaHo3unH, anaokce, Yoshitomi DMDC, pokcndnypuanH, Wellcome EHNA, Merck & Co. EX-015, cdasapabiH,
driokcypuanH, dnynapabiHdocdar, 5-dbTopypauyun, N-(2'-dpypanigun)-5-gptopypauun, Daiichi Seiyaku FO-152,
isonponinniponianH, Lilly LY-188011, Lilly LY-264618, wmeTo6eH3anpum, wmeTtoTpekcat, Wellcome MZPES,
HopcnepMmignH, NCI NSC-127716, NCI NSC-264880, NCI NSC-39661, NCI NSC-612567, Warner-Lambert PALA,
NeHToCTaTKH, nipuTpekcum, nnikamiunH, Asahi Chemical PL-AC, Takeda TAC-788, TioryaHiH, TiazodypuH, Erbamont
TIF, TpumeTpekcaT, iHribiTopn TMPO3UHKIHA3W, iHFibiTopn NpoTeiH-TUpo3nHkiHasu, Taiho UFT i ypuuntuH

Opyra rpyna npoTUNYXSMHHUX areHTiB, siKi MOXYTb 3aCTOCOBYBATUCH Y CMOSNYYEHHi i3 CENeKTMBHUM iHriGiToOpoMm
LUMKIOOKCMIeHasmn-2, BKOYae MNPOTUNYXIUHHI - areHTu  ankinysanbHoro Tuny. [MpuaaTtHi NpOTURNYXNUHHI - areHTn
ankinysanbHoro TUNy MoXyTb OyTu BuOpaHi 3 rpynu, wo Bkmtodae Shionogi 254-S, aHanorn anbgodocdamigy,
anTpeTamiH, aHakcupoH, Boehringer Mannheim BBR-2207, 6ectpabyuun, 6ygotutaH, Wakunaga CA-102,
kapbonnaTtunH, kapmycTuH, Chinoin-139, Chinoin-153, xnopam®yunn, yncnnatuH, yuknodocdamig, American Cyanamid
CL-286558, Sanofi CY-233, uyunnatatr, Degussa D-19-384, Sumimoto DACHP (Myr)2, gudeHincnipomycTuH,
aunnaTnHayutTocTatuk, noxigHi Erba gucramiymHy, Chugai DWA-2114R, ITI E09, enmyctuH, Erbamont FCE-24517,
ecTpamycTuHdocdar HaTpito, dotemyctuH, Unimed G-6-M, Chinoin GYKI-17230, rencyn-cdawm, idocdamig,
inponnatuH, nomyctuH, madpocdamig, mitonakton, Nippon Kayaku NK-121, NCI NSC-264395, NCI NSC-342215,
okcaninnatuH, Upjohn PCNU, npegHimyctuH, Proter PTT-119, paHimycTuH, cemyctuH, SmithKline SK&F-101772,
Yakult Honsha SN-22, cnipomycTtuH, Tanabe Seiyaku TA-077, TaypoMyCTWH, TEMO30SIOMIf, TEPOKCMPOH, TeTpannaTuH i
TpumMenamon.

TpeTa rpyna NpOTUNYXSIMHHWX areHTiB, ki MOXYTb 3aCTOCOBYBATWUCS Y CMOSYYEHHI i3 CENEKTUBHMM iHriGiTopoMm
LUMKNOOKCMIeHasmn-2, BKIloYae MNPOTUNYXINUHHI - areHTu aHTubioTudHoro Tuny. [lpugaTtHi NPOTUNYXIMHHI - @reHTr
aHTUGIOTMYHOrO TUna MoXyTb OyTu BuOGpaHi 3 rpynu, Bkntodatodoi Taiho 4181-A, aknapyGiuuH, akTMHOMIUMH D,
akTuHonnaHoH, Erbamont ADR-456, noxigHe aeponnisuHiHy, Ajinomoto AN-201-Il, Ajinomoto AN-3, aHisoMiLunHM
Nippon Soda, aHTpauukniH, asuHoMmiumH-A, ©OicykabepuH, Bristol-Myers BL-6859, Bristol-Myers BMY-25067,
Bristol-Myers BMY-25551, Bristol-Myers BMY-26605, Bristol-Myers BMY-27557, Bristol-Myers BMY-28438,
oneomiynHcynbedar, opioctatnH-1, Taiho C-1027, kanixeMiyMH, XPOMOKCUMILMH, AaKTUHOMILWH, AayHopyOiumH, Kyowa
Hakko DC-102, Kyowa Hakko DC-79, Kyowa Hakko DC-88A, Kyowa Hakko DC89-A1, Kyowa Hakko DC92-B,
anTpuaapybiunH B, Shionogi DOB-41, gokcopy6GiunH, aokcopybiunH-cdibpuHoreH, ensamiymH-A, enipybiuunH, epbcTaTiH,
e3opy6iunH, ecnepamiynH-A1, ecnepamiunH-A1b, Erbamont FCE-21954, Fujisawa FK-973, docTtpieuynH, Fujisawa
FK-900482, rnigobakTuH, rperatuH-A, rpuHKamiuvH, repbimiynH, inapy6iynH, inygiHW, Kasy3amilyuH, Ke3apupoguHu,
Kyowa Hakko KM-5539, Kirin Brewery KRN-8602, Kyowa Hakko KT-5432, Kyowa Hakko KT-5594, Kyowa Hakko
KT-6149, American Cyanamid LL-D49194, Meiji Seika Me 2303, meHorapun, MITOMIiLMH, MiTOKCAHTpoH, SmithKline
M-TAG, HeoeHakTuH, Nippon Kayaky NK-313, Nippon Kayaky NKT-01, SRI International NSC-357704, okcanisuH,
OKCayHOMILUMH, NennoMiuuH, ninatuH, nipapybiunH, nopoTpamiyvH, nipuHgamiuH A, Tobishi RA-l, panamiyuH,
Pi3OKCUH, pomopybilunH, cnbaHoMmiyMH, cuBeHMiymMH, Sumitomo SM-5887, Snow Brand SN-706, Snow Brand SN-07,
copaHriynH-A, cnapsomiynH, SS Pharmaceutical SS-21020, SS Pharmaceutical SS-7313B, SS Pharmaceutical
SS-9816B, credimiunH B, Taiho 4181-2, tanisomiynH, Takeda TAN-868A, TepneHTeuWH, Tpa3uH, TPUKpO3apuH A,
Upjohn U-73975, Kyowa Hakko UCN-10028A, Fujisawa WF-3405, Yoshitomi Y-25024 i 30py6iyuH.

UeTBepTa rpyna NpoTUNYXIMHHUX areHTiB, siki MOXYTb 3aCTOCOBYBATMCA Y CMOSyYeHHi i3 CenekTUBHMM iHribiTopom
LIMKNOOKCMIeHasmn-2, BKNoYae NPOTUMYXIUHHI areHTU 3MmillaHoro Tuny, BMGpaHi 3 rpynu, Lo BKMOYae anbda-kapoTeH,
anbda-gudTopMmeTunapridii, ayntpetuH, Biotec AD-5, Kyorin AHC-52, anctoHiH, amoHadig, amdeTuHin, amcakpuH,
Angiostat, aHkiHOMiUMH, aHTuHeonnactoH A10, aHTMHeonnacToH A2, aHTuHeonnacTtoH A3, aHTMHeonnacTtoH A5,
aHTMHeonnacToH AS2-1, Henkel APD, adigukoniHrniyvHaTt, acnapariHasy, Avarol, 6akapwH, 6aTtpauunid, 6eHdnypoH,
OeHzoTpunT, Ipsen-Beaufour BIM-23015, GicaHTpeH, Bristo-Myers BMY-40481, Vestar boron-10, 6pomdocdamia,
Wellcome BW-502, Wellcome BW-773, Kapauemig, rigpoxropug, kapmeTisony,  Ajinomoto CDAF,
xnopcynbdaksiHokcanoH, Chemes CHX-2053, Chemes CHX-100, Warner-Lambert CI-921, Warner-Lambert CI-937,
Warner-Lambert Cl-941, Warner-Lambert CI-958, knaHdeHyp, knasipugeHoH, ICN cnonyka 1259, ICN cnonyka 4711,
Contracan, Yakult Honsha CPT-11, kpucHaTon, Kypagepm, LuutoxanasuH B, uutapabid, uutountuH, Merz D-609, DABIS
mManeaT, pAakap6asvH, JaTeninTuHiym, AWAeMHIH-B, aurematonopdpipmHoBuini  edip, AWMAPONEHNepoH, AuHaniH,
auctamiunH, Toyo Pharmar DM-341, Toyo Pharmar DM-75, Daiichi Seiyaku DN-9693, eninpabiH, eninTuHiaueTarT,
Tsumura EPMTC, eproTamiH, eTonoaug, eTpeTuHaT, deHpeTuHig, Fujisawa FR-57704, raninHiTpaT, reHkBagadoHiH,
Chugai GLA-43, Glaxo GR-63178, rpudonan NMF-5N, rekcapgeuundocdoxoniH, Green Cross HO-221,
rOMOXapiHITOHIH, rigpokcncevoBuHy, BTG ICRF-187, inModo3nH, isornytamiH, isoTpeTuHoiH, Otsuka JI-36, Ramot
K-477, Otsuak K-76COONa, Kureha Chemical K-AM, MECT Corp KI-8110, American Cyanamid L-623, neikoperyni,
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noHigamiH, Lundbeck LU-23-112, Lilly LY-186641, NCI (US) MAP, wmapuuuH, Merrel Dow MDL-27048, Medco
MEDR-340, mep6apoH, noxigHi MepouiaHiHy, MeTunaHiniHoakpugonH, Molecular Genetics MGI-136, MiHaKTUBIH,
MiToHadig, MITOKBIQOH, Monigamor, MoTpeTuHig, Zenyaku Kogyo MST-16, N-(peTuHoin)amiHokmcnotu, Nisshin Flour
Milling N-021, N-auwunoBaHi gerigpoanaHinu, Hadasatpom, Taisho NCU-190, noxigHe Hokopgaszony, Normosang, NCI
NSC-145813, NCI NSC-361456, NCI NSC-604782, NCI NSC-95580, oktpeotng, Ono ONO-112, okBizaHouuH, Akzo
Org-10172, naHkpaTtucTatuH, nasenintuH, Warner-Lambert PD-111707, Warner-Lambert PD-115934, Warner-Lambert
PD-131141, Pierre Fabre PE-1001, ICRT nentug D, nipokcaHTpoH, noniremaronopdipvH, NOMiNpeHOBY KWUCAOTY,
Efamol nopdipuH, npobimaH, npokap6asuH, npornymig, lIrivitron npoTeasy HekcuH |, Tobishi RA-700, pasokcaH,
Sapporo Breweries RBS, pecTpukTuH-P, peteninTuH, peTuHoey kucrnoTy, Rhone-Poulenc RP-49532, Rhone-Poulenc
RP-56976, SmithKline SK&F-104864, Sumitomo SM-108, Kuraray SMANCS, SeaPharm SP-10094, cnaTon, noxigHi
cnipouuknonponany, cniporepmanin, Unimed, SS Pharmaceutical SS-554, crtpunongiHoH, Stypoldion, Suntory SUN
0237, Suntory SUN 2071, cynepokcugaoucmyTasy, Toyama T-506, Toyama T-680, takcon, Teijin TEI-0303, TeHinoaung,
TaniénactuH, Eastman Kodak TJB-29, TokoTpieHon, Topostin, Teijin TT-82, Kyowa Hakko UCN-01, Kyowa Hakko
UCN-1028, ykpaiH, Eastman Kodak TJB-006, BiHOGnactuHcynbdaTt, BIHKPUCTUH, BiHAE3WH, BiHecTpamig, BiHOpenbiH,
BiHTpMNTOM, BiH30ONIQWH, BiTaHonign i Yamanouchi YM-534.

MpuknagaMmn pagio3axMCHUX areHTiB, siKi MOXYTb 3aCTOCOBYBaTUCS B KOMOIHOBaHi xiMioTepanii 3a gaHum
BUHaxogom, € AD-5, agxHoH, aHanorn amidocTuHy, aetoke, aumesHa, 1-102, MM-159, N-ayvnnoBaHi gerigpoanaHinu,
TG-Genentech, Tunpotumoad, amicdoctnH, WR-151327, FUT-187, «keTonpodpeH, TpaHcaepmarn, HabyMeToH,
cynepokcugaucmyTasa (Chiron) Ta cynepokcugavcmyTtasa Enzon

Cnocobun ofepkaHHA 3as3Ha4eHWX BULLE NPOTUNYXIMHHWUX areHTiB onucaHi B niTepaTypi. Hanpuknag, cnocotu
ofepaHHs gokcopybiunHy onucadi B US 3590028 i US 4012448. Cnocobu opep)kaHHs iHribiTopiB MaTpuKCHMX
MeTanonpoTeas onucaHi B EP 780386. Cnocobu opepxkaHHs MimeTukie SOD onucani B EP 524101. Cnocobu
ofiepkaHHs iHribiTopie oy B3 onucaHi B WO 97/08174.

MoHsaTTa “cninbHa Tepania" (abo "kombiHOBaHa Tepania") BiOHOCMTLCA OO 3acTOCYBaHHSA, iHriGiTopa
LMKIOOKCMIeHasmn-2 Ta iHWoro dapmaleBTUYHOMO areHTa, Npyu LpOMYy pO3yMIieTbCs, WO LA Tepania BKIoYae fK
YBEOEHHS KOXHOFO areHta MocnifoBHO B PEXWMMI, SKMA NOBUHEH 3abeaneuntn Oinbll NpURHATHI Aii kKombGiHawii
nikapcbkux 3acobiB, Tak i cninbHe, rofloBHUM YMHOM OfHOYacHe, YBeAeHHs UWX areHTiB, Hanpvknag, y Burmagi
OfHi€el KoMnoanuii 3 chikcoBaHUM CRIBBIOHOLIEHHAM LMUX Ail0YMX PeYOoBUH, abo y BUMSAAI KiNbKOX PI3HUX KOMMO3WUinA
KOXHOro areHTa. [laHuin BMHaXxig TakoX BigHOCUTLCS A0 papMaLleBTUYHOT KOMNO3WLiT, NpU3Ha4YeHo! Ans nonepemXeHHs
i nikyBaHHA Heonnasii, WO BKMOYae TepaneBTUYHO eEeKTUBHY KirbKiCTb cnomnykn dopmMynm |y crnonydeHHi
LLOHAWMeEHLIE 3 OOHMM (hapMaueBTMYHO MPUAHATHUM HOCiEM, ag'toBaHTOM abo po3pimKxyBadeM (AKi BCi pasom
no3Ha4yeHi B KOHTEKCTi gaHoro onucy ik "Hocii") Ta iHWIi NpOTMNYXSWHHI areHTW, abo iHWi areHTn, wWo iHribyloTb
picT, abo iHWI nikapceki 3acobun YK XKNBUMbHI 06aBKNU.

dapmMaueBTUYHa KOMMNO3ULisi, NPU3HaYeHa AN opanbHOro YBEAEHHs, MoXe MaTtu ¢opMy, Hanpuknad, Tabnetku,
Kancynu, cycnensii abo pignHu. dapmMaueBTUYHY KOMMO3ULIK0 NEPEBaXKHO BMIOTOBMSATL ¥ hOPMi CTaHAapTHOI o3u,
O MICTUTb NEBHY KiNbKIiCTb Aito4oTl pevoBMHU. MprknagaMn Takux CTaHO4apTHUX 003 € Kancynu, TabneTku, nopoLuKu,
rpaHynu abo cycneHsii, Wo BKoYaloTh 3aranbHONPUNHATI Ao6aBKW, Taki, K NaKTo3a, MaHiT, KyKypya3sHUN Kpoxmanb
abo kapTonnsHWIA KpoxMmarb, CMOMy4YHi PeYoBMHU, Taki, SIK KpucTaridHa uentonosa, noxigHi uentonosun, apasiicbka
Kamenb, KyKypyA3siHWA Kpoxmanb abo xenmaTWHW, po3nyllyBadi, Taki, K KyKypyO3sHUA Kpoxmarb, KapTOnnsHWUA
Kpoxmanb abo HaTpinkapbokcuMeTunuentonosa, i 3amacrntoBadi, Taki, Sk Tanbk abo cTeapaTt marsito. [itova pe4oBuHa
TakoX Moke ByTn yBeneHa LnsxoM iH'ekuii y chopMi komnoauuii, B SIKi ik NpuaaTHU HOCI MOXKe BUKOPMCTOBYBATUCS,
Hanpuknag, isionoriYHniAi po3yunH, gekcTposa abo Boaa.

[ns BHYTPILIHBEOBEHHOIO, BHYTPILILOM'A30BOr0, NiAWKIPHOrO abo BHYTPILLLOYEPEBUHHOIO YBEAEHHS CNosyKa MoXe
OyTn 00'egHaHa 3i CTEPUINIbHUM BOOHUM PO3YUHOM, SKUA MEPEBEXKHO € I30TOHIMHUM CTOCOBHO KpOBi peuunieHTa. Tak
koMno3uuil MoXyTb ©yTW BUTOTOBMEHI PO3YMHEHHAM TBepaoi Ai4Yoi peyvYoBMHM Yy BoAi, WO MICTMTb disionoriyHo
CYMiCHi peYoBWHM, Taki, SK Xnopug HaTpito, mMiyuH i T.n., i Mae 3abydepeHe 3HadeHHss pH, cymicHe 3
I3IONOrYHUMIU  YMOBaMK, 3 OOEPKaHHAM BOLAHOTO PO34YMHY, SKUI niggawTb cTepunisauii. Komnosuuii MoxyTb
3Haxo4WTUCH Y BiAMOBIAHUX €MHOCTAX, pO3paxoBaHUX Ha ofHy Ao3y abo Ha Kinbka 403, TakuX, SIK 3aneyartaHi amnynu
YK NNALWEYKN.

Ao Heonnasia nokanisoBaHa y LUNYHKOBO-KWLLKOBOMY TPaKTi, cnonyka mMoxe 6yTu BkroveHa y opmMy 3 BigoOMMMU
B OaHil ranysi TEXHIKNM NOKPUTTSMU, CTabiNbHUMW B KUCIOMY cepenoBuLLi, ane nabinbHUMK y NyXHOMY cepemoBuLi Ta
NOYMHAIYMMUN PO3UMHATUCH NPU BUCOKMX 3HAYEHHAX pH y TOHKIM kuwui. Komnoauuisi, npusHadeHa Ans NOCUNEHHSN
MicLLeBUX hapMaKOSOFYHNX Qi | 3MEHLLEHHS CUCTEMHOIO NOIMUHAHHS, € BiNbLl NPURHATHOLO.

Komnoauuii, npuaaTHi Ans napeHTepansHOro yBeAeHHs, K NpaBumo, BKIOYaTb CTepUITbHY BOAHY NpenapaTuBHY
hopMy LitoY4OT PEHOBUHU, SIKY NEepeBaXHO pobnsThb i30TOHIHMHOW. MpenapaTuBHi hopMu, NPU3HaYeHi ANs iH'EKLIN, TaKkoX
MOXYTb OyTW BUTOTOBIEHI LUMSIXOM CycneHAyBaHHsi abo eMyrbryBaHHsA CrosyK Y HEBOAHOMY PO3YMHHMKY, TAKoMy, K
POCHVMHHA Ofifl, CUHTETWYHI rhilepuan anipaTnyHUX KUCHoT, edipy BULLMX anidpaTUyYHUX KWCnoT abo NponineHrmikosnto.

Komnosauuii ans nokanbHOro 3acTocyBaHHA BKMOYalOTb Taki Bigomi dopmu, sk reni, kpemu, onii i 1.n. OAna
yBe[leHHs 3a OOMOMOrol aepo30Sito CMOSyKM MOXYTb OyTW BKIOYEHi B npenapaTuBHi ¢opMy pas3oM 3 BigoMUMMU
eKkcuMnieHTamMn Ons aepos3osiiB, TakMMu, $K isionoriyHMin pos3ynH, a iX yBedeHHAa Moxe 3gilicHioBaTucs 3
BMKOPWUCTaHHSAM HasiBHUX Y Npodaxy posnopoluyBadiB. Komnosuuia Ha OCHOBI XUPHOI KNCIOTU MOXe 3acTOCOBYBaTUCS
ans 36inbleHHs BionorivHOI CyMiCHOCTI. 3acToCyBaHHS Y BUMMSLI aepo3onio € Ginbll NPURHATHUM NpW eniTenianbHin
Heonnasii nerexi 3 MeTol npodinakTn4Hoi o6pobku.

[ns pekTanbHOro yBefdeHHs Ailoya pedoBrHa Moxe ByTW BUroToBreHa y BUIMSAI CYNo3UTOPIEB 3 BUKOPUCTAHHAM
OCHOBW, Sika € TBEPAOK NpW KIMHATHIN TemnepaTypi i NNaBnTbca abo Po3UMHSETLCA NpU TemnepaTypi Tina. 3snyanHo
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3aCTOCOBYBaHi OCHOBWM BKMHOYalOTb Ofit0  Kakao, MiLepuHI30BaHWIn KenaTuH, rigporeHizaoBaHy poCrWHHY onito,
nonieTuneHrnikoni piaHOMaHITHOT MOMNeKyNsapHOT Macy i XXMpPHi nonieTuneHcTeapaTu.

[o3oBaHa chopma i KinbKiCTe MOXYTb OyTU Ferko BM3Ha4YeHi Ha OCHOBI BiOOMWX peXUMIB fikyBaHHA abo
npodoinakTukn Heonnagii. KinbkicTb TepaneBTUYMHO aKTUBHOI CNOSYKW, WO YBOAUTHLCH, | PeXMM OO3YBaHHA Ons
NiKyBaHHA XBOpPOOGMBOro CTaHy 3a AOMNOMOrOK Crosyk i/abo KOMMNO3WLin 3a BUHAXOAOM 3arexaTb Bif Pi3HUX YMHHUKIB,
BKItOMatouM BiK, Bary, CTaTb i MEAWYHUIA CTaH NauieHTa, CEepMO3HICTb 3aXBOPKOBAHHS, LUMAX YBEAEHHS | 4acToTy
yBEOEHHS Ta KOHKPETHO 3aCTOCOBYBaHY CMONyKy, riokanisayito Heonnasii, a TakoX Big iHAMBIAyanbHMX 0cobnMBOCTER
nauieHTa, Wo BU3Ha4ae hapMaKOKIHETUYHI XapakTepUCTUKK, i TUM CaMMM MOXYTb BapiloBaTuCA B LUMPOKUX MexXax.
Hosa, gk npaBuio, Byge HWXK4YOI, AKLO CMOMYKM 3aCTOCOBYIOTb MICLEBO, @ He CUCTEMHO, i BUKOPUCTOBYIOTb AfA
npodinakTukKn, a He Ans NikyBaHHA. Taki nikapcbki npenapatv MOXyTb YBOAUTUCA 3 HEOOXIOHOK 4acTOTO i NPOTAroM
nepiogy 4acy, SIKMi NPOAMKTOBAHWI Nikapem-kKypaTtopoM. [na cneuianicta B AaHili ranysi TEXHIKM MOBUHHE ©yTu
OYeBMOHMM, WO pexuM Ao3yBaHHs abo TepaneBTUYHO HeOOXiAHY KinbKiCTb iHribiTopa, sfika NMoBWHHA yBOOAUTMCA,
HeobXigHO ONTMMI3yBaTU ANS KOXKHOMO OKpeMOro BuNagkKy. BmicT gitoyoi peqoBuHM y cdhapmaleBTUHHUX KOMMO3ULsSX
Moxe cknagatu npubnuaHo Big 0,1 go 2000mr, nepeBaxHo npubnusnHo Big 0,5 go 500Mr i HaMGiINbW NPUAHATHO
npubnuaHo Big 1 go 200wmr. MpugaTHow € gobosa Ao3a, wWo cknagae npubnuaHo 0,01-100Mr/kr Barn Tina, nepeBaxHo
npubnuaHo Big 0,1 oo npubnuaHo 50Mr/kr Barn Tina. [Jobosa no3a Moxe yBoaUTUCS Y BUMMSAI ogHOKpaTHOI Jo3n abo
po3AdineHnx (4o YoTUpPLOX) 403 Ha AeHb.

YCi naTeHTn | JOKYMEHTH, 3ragaHi B ONWCi, BKIKOYEHI 40 HBOTO SIK NOCKIIaHHA.

Xoya BMHaxig onvcaHuin BUlle Ha NpuKnani KOHKPEeTHMX BapiaHTiB WOro 34iiCHEHHs, iX He BapTo po3rnagaTt sk
obmexxytoui obcsr BuHaxogy.

dopwmyrna BMHaxony

1. BactocyBaHHsa cnonyku dopmynu l:

R® I,
RS
H,N
2 \ S
S N
Oéu \
0 N/
R}
ne

R4 o3Hauae (HWx4.) ranoigankin,

R® oanauae rinpuporpyny i

R® oaHauyae dpeHin, HeoBOB'A3KOBO 3aMilLeHUi Yy NPUOATHOMY AN 3aMilLEHHs! NOMOXeHHi opHUM abo Kinbkoma
pagukanamu, BMOpaHMMKM 3 Tpynu, WO BKKOYEE rarnoreH, (HWx4.) ankintiorpyny, (HWX4.) ankincynbgoHin, uiaHo-,
HiTporpyny, (HWXY.) ranoigankin, (HWXY.) ankin, rigpokcun, (HWXKY.) ankeHin, (HWXY.) rigpokciankin, kap6okcun,
(HWKY.) umMKknoankin, (HWx4.) ankinamiHo-, (HWxkY.) AiankinamiHorpyny, (HWX4Y.) ankokcukapOoHin, amiHokapOoHin,
(HWKY.) anKokeu-, (HUXKY.) ranoigankokeurpyny, cynbdamin, 5- abo 6-4neHHWU reTepounknin i amiHorpyny

abo ix dhapMaleBTUYHO MPURHATHUX Coner YK X NOXigHUX NpW NPUroTyBaHHI Nikapcbkoro 3acoby, NpuaHaveHoro
ANA nikyBaHHA Heonnagsii y nayieHTa.

2. 3acTocyBaHHA 3a n. 1, Ae cnonyky BubupatoTb 3i cnonyk Ta ix hapMaueBTUYHO NPURHATHUX COMER 3 rpynu, Lo
BKIlOYaE

4-[5-(4-xnopdpeHin)-3-(TpudptopmeTun)-1H-nipason-1-in]j6eHsoncynbhoHamig;

4-[5-perin-3-(TpupTopmeTnn)-1H-nipason-1-inj6eHsoncynsdoHamia;

4-[5-(4-pTOpdheHin)-3-(TpudpTopmeTnn)-1H-nipason-1-in]6eH3oncynbgoHamig;
4-[5-(4-meTokcndeHin)-3-(TpudpTopmeTnn)-1H-nipason-1-in]6eHsoncynsdoHamia;
4-[5-(4-xnopdpeHin)-3-(andTopmeTnn)-1H-nipason-1-in]6eHsoncynsgoHamia;
4-[5-(4-meTundperin)-3-(tpudpTopmeTtun)-1H-nipason-1-inj6eHsoncynbgoHamin;
4-[3-(andpTopmeTnn)-5-(4-meTundeHin)-1H-nipason-1-in]6eH3oncynsgoHamia;
4-[3-(andpTopmeTn)-5-peHin-1H-nipason-1-in]6eH3oncynbgoHamig;
4-[3-(anbTopmeTnn)-5-(4-meTokcudeHin)-1H-nipason-1-in]6exHsoncynshoHamig;
4-[3-(ancpTopmeTnn)-5-(3-pTop-4-meTokendeHin)-1H-nipason-1-in]6eH3oncynscoHamig;

4-[5-(3-pTOp-4-MeToKCUdbeHIN)-3-(TpudTopMmeTun)-1H-nipason-1-in]J6eHsoncynsgoHamig i

4-[5-(4-N,N-gumeTnnamiHo)peHin)-3-(Tpudptopmetnn)-1H-nipason-1-in]6eHsoncynsdoHamia,.

3. 3acTocyBaHHs 3a mn. 2, ne crnonyka ABNsE coboto
4-[5-(4-meTundeHin)-3-(TpudTopmeTun)-1H-nipason-1-in]J6eHsoncynsgpoHamig abo horo dapmayeBTUYHO NPUAHATHY
cinb.

4, 3acTocyBaHHs 3a mn. 2, ne crnonyka ABNse coboto
4-[5-(4-xnopdbeHin)-3-(ancpTopmeTnn)-1H-nipason-1-in]6eHsoncynbgoHamia abo noro ¢apMaueBTUHYHO MNPUAHATHY
Cinb.

5. 3acTtocyBaHHs 3a n. 2, ne crnonyka ABNse coboto

13-
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4-[5-(3-cpTop-4-MeTOoKCUDEHIN)-3-(andTopmeTun)-1H-nipaszon-1-in]j6eHsoncynegoHamia abo oro  dapmMaleBTUYHO
NPUIRHATHY Cinb.

6. 3actocyBaHHsi 3a n. 1, ge Heonnasito BMOMpalOTb 3 TPynuM, WO BKIOYAE KOMOPEKTalnbHWM pak, pak
LUNYHKOBO-KMLLIKOBOIO TPaKTy, paKk NediHKuM, pak CevyoBOro Mixypa, pak WWWKU MaTKW, pak nepegMixypoBoi 3arosu, pak
nereHi, pak MOMoYHOT 3ano3u i pak LKipu.

7. 3acTocyBaHHs 3a Nn. 6, oe Heonnasia aense coboto ageHoMaTo3Hi noninu.

8. 3acTtocyBaHHsa cnonyku dpopmynu Il

RS I,
RS
HaN ~
S N
=
o=l N
N

e

R* oaHavae (HWXxY.) ranoigankin,

R5 oaHauae rigpuporpyny i

R® o3sHauae deHin, HeoboB'S3KOBO 3aMilLieHWi Y NpuaaTHOMY ANs 3aMillieHHs! NOMOXeHHI ofHUM a6o Kinbkoma
pagukanamu, BMOpaHMMK 3 TPynW, WO BKIKOYEE rarnoreH, (HWx4.) ankintiorpyny, (HWX4.) ankincynbgoHin, uiaHo-,
HiTporpyny, (HWXY.) ranoigankin, (HWkY.) ankin, rigpokcun, (HWXKY.) ankeHin, (HWXY.) rigpokciankin, kap6okcun,
(HWKY.) umknoankin, (HWk4.) ankinamiHo-, (HWXY.) AiankinamiHorpyny, (HWX4Y.) ankokcukapOoHin, amiHokapOoHin,
(HWKY.) ankokcu-, (HWXKY.) ranoigankokeurpyny, cynbgamig, 5- abo 6-4neHHun reTepouunknin i amiHorpyny, abo ix
hapmMaLeBTUYHO NPUIAHATHUX COnel 4YM iX MNOXIOHWX NpW NPUrOTYyBaHHI mMikapcbkoro 3acoby, MpuaHadeHoro Ans
nonepenykeHHs Heonnasii, BUOpaHoi 3 rpynu, WO BKOYAE ageHOMaTo3Hi Nosminu, pak LWiyHKOBO-KULLIKOBOTO TPaKTy, pak
MedviHKM, pak CeYOoBOro Mixypa, pak LIMAKW MaTKW, pak nepeaMixypoBoOi 3anosu, pak fereHi, pak MOfoYHol 3anosu i
pakK LWKipW, ¥ nauieHTa, KoTpuin noTpebye Takoro npodinakTUYHOro NiKyBaHHS.

9. 3acTocyBaHHA 3a n. 8, ge cnonyky BuGupatoTb 3i Cnonyk Ta ix papmMaueBTUYHO NPUAHATHUX CONen 3 rpynu, Wwo
BKIIOYaE

4-[5-(4-xnopdpeHin)-3-(TpudptopmeTin)-1H-nipason-1-in]6eHsoncynshoHamig;

4-[5-beHin-3-(TpndpTopmeTnn)-1H-nipason-1-in]6eHsoncynedoHamia;

4-[5-(4-pTOpdheHin)-3-(TpudpTopmeTnn)-1H-nipason-1-in]6eHsoncynsgoHamia;
4-[5-(4-meTokcngeHin)-3-(TpudpTopmeTnn)-1H-nipason-1-in]6eHsoncynscoHamia;
4-[5-(4-xnopdpeHin)-3-(andpTopmeTnn)-1H-nipason-1-in]6eH3oncynsgoHamia;
4-[5-(4-meTundpeHin)-3-(tpudpTopmeTin)-1H-nipason-1-inj6eH3oncynbgoHamig;
4-[3-(andTopmeTnn)-5-(4-meTundeHin)-1H-nipason-1-in]6eH3oncynedhoHamia,;
4-[3-(andpTopmeTnn)-5-peHin-1H-nipason-1-in]6eHsoncynsgoHamig;
4-[3-(andpTopmeTnn)-5-(4-meTokcudeHrin)-1H-nipason-1-in]6eHsoncynshoHamig;
4-[3-(andpTopmeTnn)-5-(3-pTop-4-MeToKcudeHin)-1H-nipason-1-in]6eHsoncynshoHamig;

4-[5-(3-pTOp-4-MeTOKCUdEHIN)-3-(TpndTopMeTUn)-1H-nipason-1-in]J6eHsoncynsgpoHamig i

4-[5-(4-N,N-gumeTunamiHo)dpeHin)-3-(TpudptopmeTnn)-1H-nipason-1-in]6eHsoncynsgpoHamia,.

10. 3acTocyBaHHs 3a mn. 9, ne crnonyka ABNseE coboto
4-[5-(4-meTundpeHin)-3-(TpudTopmeTun)-1H-nipason-1-in]J6eHsoncynsgpoHamig abo horo cdapmaueBTUHHO NPUAHATHY
Cinb.

1. 3acTocyBaHHs 3a mn. 9, ne crnornyka ABNAE coboto
4-[5-(4-xnopdbeHin)-3-(aucdpTopmeTnn)-1H-nipason-1-in]6eHsoncynbgoHamia abo noro apMaueBTUYHO MNPUAHATHY
Cinb.

12. 3acTocyBaHHs 3a mn. 9, ne crnonyka ABNse coboto
4-[5-(3-chbTop-4-MmeTOKCMEHIN)-3-(andTopmeTnn)-1H-nipason-1-in]6eHsoncynbdoHamiqa abo Knoro  dapmalyeBTUHHO
NPUIAHATHY Cinb.

13. 3actocyBaHHs 3a n. 8, e Heonnasia Aense cobo ageHoMaTo3Hi noninu.

14. Cnoci6 nikyBaHHs nauieHTa, SKUiA CTpaxaae Big HEONNACTUYHOrO XBOPOONMBOrO CTaHy, CyMiCHOK Tepanieto, Lo
BKIIOYAE IiKyBaHHSI NauieHTa TepaneBTUYHO e€EKTUBHOK KINbKICTIO CMOMYKW, SiIkKa € CENEKTUBHMM iHribiTopom
LMKITOOKCHUIeHasn-2, i cnonyku, BubpaHoi 3 rpynu, Lo BKAOYAe areHTW aHTUBIOTMYHOro Tuny, ankintoBarbHi areHTu,
aHTMMeTaboniTh, TOPMOHarbHi areHTW, IMYHOMOrMHI areHTW, areHTU TUMy IHTePKEPOHy, areHTU 3MmilaHoro Tumy,
iHriGiTopn MaTpukcHUx metanonpoteas (MMr1), SOD Ta iHribiTopu av Bs.

15. Cnocib 3a n. 14, oe cenekTUBHUNA iHriGiTop COX-2 aBnsie coboto cnonyky dopmynu |;

o] l
RZ\ o Rl
P
0 A
N
RJ
ne
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A o3Ha4yae 3aMiCHWUK, BMOpaHWiA 3 rpynu, LIO BKIOYAE YacTKOBO HeHacudeHuin abo HeHacUYeHWi reTepouuknin i
4acTKOBO HeHacuyeHi abo HeHacu4eHi kapOoLUMKMiYHI KinbLus,

R' osHauae LloHAMeHIle OAWH 3aMICHWK, BUGPaHWii 3 rpynW, LO BKAYAE T[eTepOLMKIN, LMKIOanKin,
UMKroankeHin i apun, npudomy R' HeoBOB'S3KOBO 3aMilLieHnii y NpUAaTHOMY AN 3aMileHHS! NOMOXeEHHI oaHUM a6o
Kinbkoma pagukanamu, BuOpaHMMW 3 Tpynu, WO BKMOMae ankin, ranoigankin, uiaHorpyny, kap6okcun,
ankokcukapboHin, rigpokcun, rigpokciankin, —ranoigankokcu-, amiHo-,  ankinamiHo-, apwunamiHo-, HiTporpyny,
arnkokciankin, ankincynediHin, ranoreH, ankokcu- i ankinTiorpyny,

R2 ozHavae MeTun abo amiHorpyny i

R3 osHauvae pagvkan, BMOpaHMin 3 rpynu, WO BKMOYae rigpuaorpyny, raroreH, ankin, ankeHin, ankidin, okco-,
UiaHorpyny, KapOoKcun, UuiaHankin, reTepouuKrinokeu, arnkinokcu-, ankinTiorpyny, ankinkapGoHin, uuknoankin,
apun, ranoinankin, reTepouunknin, LMKIoankeHin, apankin, reTepoumkninankin, aymn, ankinTioankin,
rigpokciankin,  ankokcukapOoHin, apunkapOoHin, apankinkapOoHin, apankeHin, ankokciankin, apunTioankin,
apwriokciankin, apankinTioankin, apankokciankin, ankokciaparnkokciankin, ankokcukapOoHinankin, amiHokapOoHin,

amiHokapboHinankin, ankinamiHokap©OoHin, N-apunamiHokap6oHin, N-ankin-N-apvnamiHokap6oHin,
ankinamiHokap6GoHinankin, kap6okciankin, ankinamiHo-, N-apunamiHo-, N-apankinamiHo-, N-ankin-N-apankinamiHo-,
N-ankin-N-apunamiHorpyny, amiHoarkin, ankinamiHoarnkin, N-apunamiHoankin, N-apankinamiHoankin,

N-ankin-N-apankinamiHoankin, N-ankin-N-apunamiHoankin, apwrokcu-, apankokcu-, apwnrio-, apankinrtiorpyny,
ankincynbdiHin, ankincynedoHin, amiHocynbdoHin, ankinamiHocynbdoHin, N-apunamiHoCynbgoHin, apuncynbgoHin,
N-ankin-N-apunamiHocynbgoHin abo i thapMaueBTUYHO NPUAHATHY Cinb.

16. Cnoci6 3a n. 15, ge

A BubupaTe 3 5- abo 6-YnNeHHOro YacTKOBO HEHACUYEeHOro retepouukniny, 5- abo 6-4YneHHoro HeHacuYeHoro
retTepoumnkniny, 9- abo 10-4neHHOro HEHACUYEHOTO KOHOAEHCOBAHOMO reTepOoLMKAiny, (HUKY.) LMKNoarnkeHiny i deHiny,

R' BuBupaoTs 3 5- abo 6-UYnNeHHOro reTepouuKminy, (HWXKY.) LMKnoankiny, (HWXY.) LuKnoankeHiny i apuny,
BUGpaHoro 3 deHiny, GicbeHiny i HadpTuny, npuiomy R' HeoBoB'A3KOBO 3aMillieHWii y NpuAATHOMY AMNs 3aMillieHHs!
NOMOXKEHHI oAHMM abo Kinbkoma papukanamu, BUOpaHMMK 3 rpynu, WO BKOYaE (HMKY.) ankin, (HWXY.) ranoigarnkin,
UiaHorpyny, kapbokcun, (HWX4Y.) ankokcu-kapOoHin, rigpokeun, (HWK4Y.) Figpokciankin, (HWkY.) ranoigankokcu-,
aMiHo-, (HWXY.) ankinamiHo-, deHinamiHorpyny, (HWx4.) ankokciankin, (HWX4.) ankincynbdiHin, ranoreH, (HWXY.)
ankokcu- i (HWxu.) ankinTtiorpyny,

RZ o3Hadae MeTUn abo amiHorpyny, a

R® osHauae papukar, BuGpaHWii 3 rpynu, WO BKIIOYaE TMAPUOOrPYNY, OKCO-, LiaHorpyny, KapGokcum, (HUKY.)
ankokcukapboHin, (HWxk4.) kapbokciankin, (Huxk4.)uiaHankin, ranoreH, (HWXY.) arnkin, (HWXY.) ankokcurpyny,
(HWXKY.) umknoankin, deHin, (Hwk4.) ranoigankin, 5-a6o 6-YneHHUR reTepounknin, (HWUXKY.) rigpokciankin, (Hux4.)
aparnkin, auun, deHinkapboHin, (HWx4.) ankokciankin, 5- abo 6-4neHHWIn reTepoapuriokcu, amiHOKapOOoHin, (HMXY.)
ankinamiHokapOoHin, (HWxk4.) ankinamiHo-rpyny, (HWX4.) amiHoankin, (Hwk4.) ankigamiHoankin, deHinokeu- i
(HWXY.)apankokecurpyny,

abo il hapmaleBTUYHO NPUIAHATHOT Coni.

17. Cnoci6 3a n. 16, ge

A BubupatoTb 3 rpynu, WO BKOYAE OKCasonin, isokcasonin, dypun, Tiewin, gurigpodypun, niponin, nipasonin,
Tiasonin, imigasonin, isoTiasonin, 6eH3odypun, LMKIONEHTEHIN, UMKNONeHTagieHin, deHin i nipngnn,

R BuBunpatoTh 3 rpynu, Lo BKMOYaE Nipuamn, HeoBoB'A3KOBO 3aMilLieH il Y NpuAaTHOMY ANS 3aMilLeHHS NOMOXKEHHi
oaHMM abo Kinbkoma MeTUSIbHUMU papukanamu, i eHin, HeoBoB'A3KOBO 3aMilleHuid y NpuaaTHOMY Of1si 3aMilleHHs
NnonoxeHHi ogHUM abo Kinbkoma pagvkanamu, BMOpaHMMK 3 rpynu, WO BKIOYae MeTun, eTun, isonponin, GyTtun,
TpeT-OyTun, i306yTUN, nNeHTWn, rekcurn, dTopMeTUn, AudTopMeTun, TpudTopMeTun, LUiaHorpyny, kapbokcun,
METOKCUKapOOHIir, eTOKCMKapOOHin, rigpokcun, rigpoKCUMeETWrn, TpUTOPMETOKCK-, amiHo-, N-MeTunamiHo-,
N,N-aumeTtunamiHo-, N-etunamido-, N,N-gunponinamito-, N-6ytunamiHo-, N-meTun-N-eTunamiHo-, deHinamiHorpyny,
METOKCUMETUI, MEeTUICYNbaiHin, dTop, Xrop, OGpoM, METOKCW-, €TOKCW-, MPOMOKCU-, H-OYTOKCM-, MNEHTOKCU- i
MeTunTiorpyny,

RZ o3Hadae MeTUn abo amiHorpyny, a

R3 osHauae pagukan, BUGPaHWIi 3 rpynu, WO BKKOYAE FopUAoO-, OKCO-, LiaHorpyny, kapBoKkcum, MeTokckapBoHin,
eTokcmkapboHin, kapGokcunponin, kapbokcumeTwun, kapbokcieTwn, uiaHmeTun, dTop, xyop, G6pom, MeTwun, eTun,
isonponin, ©yTtun, TPeT-O6yTun, i300yTUN, NEHTUN, rekcwun, AUPTOPMETUN, TPUDTOPMETUN, MeHTaPTOPETH,
rentacptopnponin, AudTopeTun, AUMTOPNPONIQ, METOKCU-, €TOKCM-, MPOMOKCU-, H-BYTOKCM-, NeHToKcUrpyny,
uuknorekcun, deHin, nipugun, TieHin, Tiasonin, okcasonin, dypun, nipasuHin, rigpoKCcUIMeTun, rigpokcunnponin,
OeH3nn, dopmin, ddeHinkapboHin, MeTokCcUMeTnn, dYPUIMETUIOKCH, amiHokapOoHin, N-meTunamiHokapOoHin,
N,N-anmeTunamiHo-kap6GoHin, N,N-aumeTmunamiHo-, N-eTunamiHo-, N,N-gunponinamiHo-, N-GyTunamiHo-,
N-meTun-N-eTunamido-rpyny, amiHometun, N,N-gumetunamiHomeTun, N-meTun-N-eTunamiHOMeTurn, OGeH3UNoKCU- i
eHinokeurpyny abo i hapmaleBTUHHO NPURHATHOT Cori.

18. Cnoci6 3a n. 17, ge cnomnyky BMObupatoTb 3i Cnonyk Ta ixHiX dpapmMaueBTUYHO NPUIAHATHUX CONeRn 3 rpynu, Wo
BKIlOYaE

5-(4-dbTopdeHin)-1-[4-(MmeTuncynbedoHin)denin]-3-(TpudTopmeTun)nipason;

4-(4-pTopdeHin)-5-[4-(meTuncynedoHrin)deHin]-1-derin-3-(TpudTopmeTUn)nipasorn,

4-(5-(4-xnopeHin)-3-(4-meTokcudpeHrin)-1H-nipason-1-in)6eH3oncynsdhoHamia;
4-(3,5-6ic(4-meTnndpeHin)-1H-nipason-1-in)6exHsoncynsdoHamig;
4-(5-(4-xnopgeHin)-3-tpeHin-1H-nipason-1-in)6eHsoncynscpoHamia,;
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4-(3,5-6ic(4-meTokcndeHin)-1H-nipason-1-in)6eH3oncynsdoHamig;
4-(5-(4-xnopgeHin)-3-(4-metundeHin)-1H-nipason-1-in)6eHsoncynbhoHamig;
4-(5-(4-xnopeHin)-3-(4-HiTpoceHin)-1H-nipason-1-in)6eH3oncynsgpoHamig;
4-(5-(4-xnopeHin)-3-(5-xnop-2-TieHin)-1H-nipason-1-in)6eHsoncynshoHamig;
4-(4-xnop-3,5-andeHin)-1H-nipason-1-in)6eH3oncynbgoHamia;
4-[5-(4-xnopdpeHin)-3-(TpudptopmeTun)-1H-nipason-1-in]6eHsoncynshoHamig;
4-[5-berin-3-(TpnpTopmeTnn)-1H-nipason-1-in]6eHsoncynsdoHamia;
4-[5-(4-pTOpheHin)-3-(TpudpTopmeTnn)-1H-nipason-1-in]6eH3oncynbgoHamin;
4-[5-(4-meTokcndeHin)-3-(TpudTopmeTnn)-1H-nipason-1-in]6eHsoncynsdoHamia;
4-[5-(4-xnopdpeHin)-3-(andTopmeTnn)-1H-nipason-1-in]6eHsoncynsgoHamia;
4-[5-(4-meTundpeHin)-3-(tpudpTopmeTtn)-1H-nipason-1-inj6eHsoncynbgoHamin;
4-[4-xnop-5-(4-xnopdpeHin)-3-(TpudpTopmeTin)-1H-nipason-1-in]éeHsoncynshoHamig;
4-[3-(andpTopmeTnn)-5-(4-meTundeHin)-1H-nipason-1-in]6eH3oncynsghoHamia;
4-[3-(anbTopmeTnn)-5-deHin-1H-nipason-1-inj6eHsoncynsdoHamig;
4-[3-(andpTopmeTnn)-5-(4-meTokcudeHrin)-1H-nipason-1-in]6eHsoncynshoHamig;
4-[3-uiaH-5-(4-pTopdeHin)-1H-nipason-1-in]6eH3oncynbgoHamin;
4-[3-(andpTopmeTnn)-5-(3-pTop-4-MeTokcudeHin)-1H-nipason-1-in]éeHsoncynshoHamig;
4-[5-(3-pTOp-4-MeToKCUdEHIN)-3-(TpndTopMeTUN)-1H-nipason-1-in]6eH3oncynsghoHamig;
4-[4-xnop-5-deHrin-1H-nipason-1-in]6eHsoncynsdoHamia;
4-[5-(4-xnopdpeHin)-3-(rigpokcumeTinn)-1H-nipason-1-in]6eHsoncynsgpoHamia,;
4-[5-(4~(N,N-gumeTunnamino)beHin)-3-(tpucdtopmeTun)-1H-nipason-1-in]6eHsoncynspoH-amig;
5-(4-bTopdeHin)-6-[4-(meTuncynedoHin)denin]cnipo[2.4]renT-5-eH;
4-[6-(4-pTopdheHin)cnipo[2.4]renT-5-eH-5-in]6eH3oncynbdoHamig;
6-(4-bTopdeHin)-7-[4-(meTuncynbgoHin)deHin]cnipo[3.4]okT-6-eH;
5-(3-xnop-4-meTokcndpeHin)-6-[4-(MeTuncynbdoHin)deHin]cnipo[2.4]renT-5-eH;
4-[6-(3-xrop-4-meTokcndeHin)cnipo[2.4]renT-5-eH-5-in]6eH3oncynbgoHamig;
5-(3,5-gnxnop-4-meTokcndeHin)-6-[4-(MeTuncynbdoHrin)deHin]cnipo[2.4]renT-5-eH;
5-(3-xnop-4-pTopdeHin)-6-[4-(meTuncynbdoHin)deHrin]cnipo[2.4]renT-5-eH;
4-[6-(3,4-guxnopdeHin)cnipo[2.4]renT-5-eH-5-in]6eH3oncynsgoHamia;
2-(3-xnop-4-dpropdeHin)-4-(4-cbTopdeHrin)-5-(4-meTnncynbgoHindeHin)Tiason;
2-(2-xnopdeHin)-4-(4-dpTopdeHin)-5-(4-meTnncynbdoHindenin)Tiason,
5-(4-dpropdeHin)-4-(4-meTuncynboHINgeHin)-2-MmeTunTiason;
4-(4-cpTopdeHin)-5-(4-meTnncynboHindeHin)-2-TpudTopMeTUNTIasorn;
4-(4-pTopdeHin)-5-(4-meTuncynbdoHinderin)-2-(2-tieHin)Tiason;
4-(4-pTOpdEHIn)-5-(4-MeTUncynbgoHINgeHin)-2-6eH3nnamiHoTiason,
4-(4-pTopdeHin)-5-(4-meTuncynbdoHindeHrin)-2-(1-nponinamiHo)Tiason,
2-[(3,5-anxnopdeHokcn)meTnn)-4-(4-dpropdeHin)-5-[4-(MeTuncynbdoHin)deHin]tiason,
5-(4-cbTopdeHin)-4-(4-meTuncynboHInNgeHin)-2-TpudpTopMeTUNTIa3on,
1-MeTuncynbgoHin-4-[1,1-gumeTnn-4-(4-ptopdeHin)yuknoneHTta-2,4-gieH-3-in]6eHson;
4-[4-(4-pTOpheHin)-1,1-anmeTunymknoneHTa-2,4-aieH-3-in)6eHsoncynspoHamig;
5-(4-dpropdeHin)-6-[4-(MmeTuncynbdoHin)denin]cnipo[2.4]renta-4,6-aieH;
4-[6-(4-pTopdeHin)cnipo[2.4]renTa-4,6-aieH-5-in]6eH3oncynbdoHamia;
6-(4-cbTopdheHin)-2-MmeToken-5-[4-(MeTuncynbgoHin)peHin]nipnanH-3-kapGoHiTpun;
2-6poM-6-(4-pTopcheHin)-5-[4-(MeTuncynbdoHin)peHin]nipnanH-3-kapGoHiTpus;
6-(4-cbTopdeHin)-5-[4-(MeTuncynbgoHin)deHin]-2-peHinnipnanH-3-kapOoHiTpus;
4-[2-(4-meTunnipnanH-2-in)-4-(tpudptopmeTin)-1H-imigason-1-in]éeHsoncynshoHamig;
4-[2-(5-meTunnipuanH-3-in)-4-(tpudptopmeTun)-1H-imigason-1-inJéeHsoncynbhoHamia;
4-[2-(2-meTunnipnanH-3-in)-4-(tpudptTopmeTun)-1H-imigason-1-inJéeHsoncynshoHamig;
3-[1-[4-(meTuncynbdoHin)denin]-4-(tpudTopmeTun)-1H-imigason-2-injnipnavH;
2-[1-[4-(meTuncynbdoHin)deHin]-4-(TpudptopmeTn)-1H-imigazon-2-injnipyaut;
2-MeTun-4-[1-[4-(meTnncynbdoHrin)deHinl-4-(TpudptopmeTnn)-1H-imigason-2-injnipnauHx;
2-MeTun-6-[1-[4-(MeTnncynbdoHin)deHin]-4-(Tpudptopmetnn)-1H-imigazon-2-injnipnaun;
4-[2-(6-meTunnipnanH-3-in)-4-(tpudptTopmeTin)-1H-imigason-1-in]éeHsoncynshoHamig;
2-(3,4-pndpTopdreHin)-1-[4-(MeTuncynbdoHin)deHin-4-(Tpucdtopmetnn)-1H-imigason;
4-[2-(4-meTundpeHrin)-4-(tpudpTopmeTin)-1H-imigason-1-in]6eHzoncynbdoHamig;
2-(4-xnopdpeHin)-1-[4-(meTuncynbgoHin)deHin]-4-metun-1H-imigason;
2-(4-xnopdeHin)-1-[4-(meTuncynbedoHin)denin]-4-dpeHin-1H-imigason;
2-(4-xnopdeHin)-4-(4-pTopdeHin)-1-[4-(MeTuncynedoHrin)deHin]-1H-imigason;
2-(3-pTop-4-meToKCUdeHIN)-1-[4-(MeTuncynedoHin)denin]-4-(tpudTopmeTun)-1H-imigason;
1-[4-(meTuncynbdoHin)denin]-2-dpeHrin-4-TpudptopmeTunn-1H-imigason;
2-(4-meTundpeHin)-1-[4-(meTuncynedoHin)deHin]-4-(tpudpTopmeTun)-1H-imigason;
4-[2-(3-xnop-4-meTundperin)-4-(tpudptTopmeTin)-1H-imigason-1-in]éeHsoncynshoHamig;
2-(3-pTop-5-meTundeHin)-1-[4-(MeTuncynbdoHin)deHinl-4-(TpudpTopmetnn)-1H-imigason;
4-[2-(3-pTOp-5-MeTUNdDeHIN)-4-(TpudTopMmeTnn)-1H-imigason-1-in]6eH3oncynbgoHamig;
2-(3-meTundpeHin)-1-[4-(meTuncynedoHin)deHin]-4-TpudpTopmeTnn-1H-imigason;
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4-[2-(3-meTunderin)-4-(Tpucbtopmetnn)-1H-imigason-1-in]6eHsoncynbgoHamia;
1-[4-(meTuncynbdoHin)deHin]-2-(3-xnopdeHin)-4-TpudpTopmeTnn-1H-imigason;
4-[2-(3-xnopdpeHin)-4-TpucpTopmeTnn-1H-imigason-1-inJéeHsoncynshoHamig;
4-[2-peHin-4-TpudpTopmeTnn-1H-imigason-1-in]6eHsoncynsgpoHamig;
4-[2-(4-meToKemn-3-xnopdeHin)-4-TpudptopmeTun-1H-imigazon-1-in]6eHsoncynsghoHamia,;
1-anin-4-(4-pTopdenin)-3-[4-(MeTnncynbdoHin)derin]-5-(tTpudpTopmeTnn)-1H-nipason;
4-[1-eTnn-4-(4-pTopcherin)-5-(TpucpTopmeTin)-1H-nipason-3-in]6eHsoncynshoHamig;
N-dbeHin-[4-(4-dpTopdeHin)-3-[4-(MeTuncynsdoHin)deHin]-5-(tpudptopmeTtnn)-1H-nipason-1-injayetamig;
eTun[4-(4-ptopdeHin)-3-[4-(MeTuncynbdoHin)derin]-5-(tpndTopmeTun)-1H-nipason-1-injayerar;
4-(4-pTopdeHin)-3-[4-(meTuncynbdoHin)deHinl-1-(2-dperinetun)-1H-nipason;
4-(4-pTopdeHin)-3-[4-(meTuncynbdoHnin)deHinl-1-(2-dperineTun)-5-(TpucdpTtopmeTnn) nipason;
1-eTun-4-(4-propdeHin)-3-[4-(MeTnncynbdoHin)deHin]-5-(Tpudptopmetnn)-1H-nipason;
5-(4-propdeHin)-4-[4-(meTuncynedoHin)denin]-2-(tpudpTopmeTun)-1H-imigason;
4-[4-(meTuncynbdoHin)deHin]-5-(2-tiodeHin)-2-(TpudTopmeTun)-1H-imigason;
5-(4-dbTopeHin)-2-meTokcn-4-[4-(MeTuncynbtoHin)gpeHin]-6-(TpudpTopMeTnn)NipuanH;
2-eTokcn-5-(4-pTopdheHin)-4-[4-(MeTnncynbdoHin)deHrin]-6-(TpudpTopMeTnN)NipuanH;
5-(4-bTopdeHin)-4-[4-(meTuncynbdoHin)denin]-2-(2-nponiHinokcn)-6-(TpndTopMeTUN)NiPUANH;
2-6pom-5-(4-pTopeHin)-4-[4-(MeTuncynbdoHin)heHin]-6-(TpndTopMeTUN)NipUanH;
4-[2-(3-xnop-4-meTokcndeHin)-4,5-audtopdeHin]beHsoncynsdoHamia;
1-(4-cbTOpdeHin)-2-[4-(MeTnncynbgoHin)peHin]beHson;
5-aucbtopmeTun-4-(4-metuncynbdgoHindenin)-3-geHinisokcason;
4-[3-eTnn-5-deHinisokcason-4-in]6eH3oncynbhoHamig;
4-[5-gnpTopmeTun-3-deHinisokcason-4-in]6eHsoncynsdoHamig;
4-[5-rippokcnumeTnn-3-ceHinisokcason-4-injéeHsoncynbhoHamig;
4-[5-meTnn-3-peHinisokcason-4-in]oeHsoncynbgoHamig;
1-[2-(4-pTopdeHin)unknoneHTeH-1-in]-4-(MeTnncynbgoHin)beHson;
1-[2-(4-bTop-2-MeTMNdEHIN)UNKIoNneHTeH-1-in]-4-(MeTnncynbdoHin)beHson;
1-[2-(4-xnopdeHin)umknoneHTen-1-in]-4-(MeTuncynbdoHin)6eHsorn;
1-[2-(2,4-guxnopdeHin)yuknoneHTeH-1-in]-4-(MeTnncynegoHin)6eHson;
1-[2-(4-TpucpTOpMETUNGDEHIN)UUKNONEHTEH-1-in]-4-(MeTUCynNbgoHInN)beH3on;
1-[2-(4-meTunTiodeHin)ymknoneHTen-1-in]-4-(MeTuncynboHin)6eHson;
1-[2-(4-pTOpdheHin)-4,4-anmeTnnymKioneHTen-1-in]-4-(MeTnncynegoHin)6eHson;
4-[2-(4-pTOpdheHin)-4,4-gumeTunuyunknoneHTen-1-injéeHsoncynsgoHamig;
1-[2-(4-xnopdpeHin)-4,4-auMeTunyuknoneHTeH- 1-in]-4-(MeTuncynsgoHin)6eHson;
4-[2-(4-xnopdpeHin)-4,4-guMeTUNUUKNoneHTeH-1-in]6eH3oncynsgpoHamig;
4-[2-(4-pTOpheHin)ymknoneHTeH-1-in]6eH3oncynsgoHamig;
4-[2-(4-xnopdbeHin)ymkroneHTen-1-in]oeHsoncynbhoHamig;
1-[2-(4-MeToKCcHdeHIN)YUKNoneHTeH-1-in]-4-(MeTuncynbgoHin)6eHson;
1-[2-(2,3-gudpTopdeHin)ymkroneHTen-1-in]-4-(MeTuncynbgoHin)6eHson;
4-[2-(3-pTOp-4-MeTOoKCUEHIN)LMKNONEHTEH-1-in]6eH30nCcyNbdoHaMIg;
1-[2-(3-xr10p-4-MeToKCcMdEHIN)UUKIoneHTeH-1-in]-4-(MeTuncynbgoHin)beHson;
4-[2-(3-xrop-4-hTopdeHin)umknoneHTeH-1-in]6eHsoncynsdoHamia;
4-[2-(2-meTUnnipnanH-5-in)ymknoneHTex-1-in]6eHsoncynbgoHamig;
eTun-2-[4-(4-propdeHin)-5-[4-(MeTuncynedoHin)deHrin]okcason-2-in]-2-6eH3nnayerar;
2-[4-(4-bTopdheHin)-5-[4-(MeTuncynbdoHin)deHin]okcason-2-injoytoBy KACMOTY;
2-(TpeT-6yTnn)-4-(4-bTopdeHin)-5-[4-(MeTuNcynbdoHin)deHinjokcason;
4-(4-pTopdeHin)-5-[4-(meTuncynbdoHin)deHin]-2-deHinokcason;
4-(4-pTopdeHin)-2-meTnn-5-[4-(MmeTuncynbdoHin)deHinlokcason i
4-[5-(3-pTOp-4-MeTOKCUdEHIN)-2-TpUhTopMETUI-4-0Kcasonin]beH3on-cynbgpoHamig,.

19. Cnoci6 3a n. 18, ge cnomnyky BMOupatoTb 3i Cnonyk Ta ixXHiX dpapmMaueBTUYHO NPUIAHATHUX COMERn 3 rpynu, LWo

BKIlOYaE
4-[5-(4-xnopdpeHin)-3-(TpudptopmeTun)-1H-nipason-1-in]6eHsoncynbhoHamig;
4-[5-(4-meTundpeHnin)-3-(tpudpTopmeTtin)-1H-nipason-1-in]6eH3oncynbgoHamig;
4-[5-(3-pTOp-4-MeTOKCUdEHIN)-3-(andTopmeTin)-1H-nipason-1-in]6eH3oncynshoHamig;
3-[1-[4-(meTuncynbdoHin)deHin]-4-TpudptopmeTun-1H-imigason-2-injnipnavH;
2-meTun-5-[1-[4-(meTnncynbdoHin)deHin]-4-TpudTopmeTun-1H-imigazon-2-injnipnaunx;
4-[2-(5-meTunnipnanH-3-in)-4-(tpudptopmeTun)-1H-imigason-1-inJéeHsoncynshoHamig;
4-[5-meTnn-3-eHinisokcason-4-in]oeHsoncynbhoHamig;
4-[5-rippokcnmeTnn-3-derinisokcason-4-in]j6eHsoncynbhoHamig;
[2-TpndbTOPpMETUN-5-(3,4-AndTopdeHIn)-4-okcasonin]beHsoncynshoHamig,;
4-[2-meTun-4-perin-5-okcasonin]beHsoncynbgoHamig i
4-[5-(3-pTOp-4-MeTOKCUDEHIN-2-TpUTOPMETUN)-4-0Kcasonin]beH3oncynsgoHamig,.

20. Cnoci6 3a mn. 18, ne cnonyka ABnde coboto

4-[5-(4-meTundeHin)-3-(TpudTopmeTun)-1H-nipason-1-in]J6eHsoncynsgoHamig abo horo cdapmayeBTUHHO NPUAHATHY

KUCNOTY.
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OdbiliiHnii GroneteHb "lMpomucnoaBa enacHicTe". KHura 1 "BuHaxogn, kopucHi mogeni, Tonorpadii iHTerpansHux
MikpocxeM", 2004, N 7, 15.07.2004. [depxaBHWA OenapTaMeHT iHTenekTyanbHoi BnacHocTi MiHicTepctBa ocBiTh i

HayKku YKpaiHu.
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