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Onuc BuHaxony

[aHnii BMHaxXig BIOHOCUMTBCA LO BWKOPUCTAHHSA AHTAroHIiCTIB BITPOHEKTMHOBMX PELENTOPIB ANS NPUrHIYEHHs
YTBOPEHHSA Cnawok.

[MepenymoBM CTBOPEHHSI BUHAxXoQy

|HTerpnHM ABnAOTL COOOK CynepciMEncTBO peuenTopiB KNITUHHOT agresii, Wo 3B'A3y0Tb BHYTPILUHBOKMITUHHI
UMTOCKENETHI eNeMeHTU 3 eKCTPaKNiTMHHUMKU MaTpUKCHUMK Mornekynamu. Lli kniTWHHI peuenTopu noBepxHeBOI agresii
BkrtovaloTs AnBs (BiTpoHekTUHOBI peuenTopm). BiTpoHekTuHOBI peuentopu AnBs ekcnpecyoTbed paaoM  KNiTWUH,
BKIIlOYaIOYN eHgoTenianbHi KNITUHKW, KNITUHW rMagkux M'a3iB, OCTEOKNacTW i NYXIWHHI KMITUHW, | TAKUM YMHOM, BOHWU
BonogiloTe  psooM  doyHKuin. Peuentopu A B3, WO ekcnpecyloTbcss Ha MemOpaHi KniTMH ocTeobnacris,
onocepenkoByOTL afresilo OCTEOKNacTiB Ha KICTKOBOMY MaTpUKCi, KModoBY cTagilo B npoueci pesopbuii KicTku.
[Ross, et al., J. Biol. Chem., 1987, 262, 7703]. Peuentopu AxnBj3, WO eKcnpecyloTbCA Ha KMiTUHAX rMagkux M'asis
NOACHKOT aopTU, ONOCEepPeaKoBYHOTL IXHIO MirpaLilo Ha HEOIHTUMY - Npouec, WO MOXe NPUBOAUTU OO pecTeHo3y nicns
KpisbLUKIpHOT KOpoHapHoi aHrionnactukn. [Brown, et al., Cardivascular Res., 1994, 28, 1815]. Kpim ToOro,
[Okada, et al., Am. J. Pathol., 1996, 149(1), 37], npunyckaioTb, wo AxB3 BigirpaloTe ponb y CyauHHIA iHTerpadii i
PEKOHCTPYHOBAHHI Nicna MicueBoi iweMii B obnacTi iHgapkTy.

HecnopgisaHo 6yno BUSIBMEHO, WO AHTArOHICTM BITPOHEKTUHOBUX peuenTopiB Oynv 6 npuaaTHi gna npurHiveHHs
BUHWKHEHHS agresii. 3okpema, cnorykn 4aHoro BUHaxody NpyuAaTHI Ans NiKyBaHHA nicnaonepauiiHiX cnamnok.

[aHuii BUHaxig npencTaBnsie HOBWI Cnoci® NPUrHIYEHHs] YTBOPEHHSI CNanoK y ccaBls, 30Kpema, y JNOAWMHU, Lo
BKItOYaEe BBEOEHHS Cy6'ekTy, WO noTpebye, epeKTUBHOI KiNbKOCTI aHTaroHicTa BiTPOHEKTMHOBMX peLlenTopiB.

[aHnii BWHaxig npencTaBnse TepaneBTWYHWIA CMoci® NPUrHIMEHHS YTBOPEHHSI CManoK i cnoci® nikyBaHHA
nicnsonepauiiHux cnanok. 3a gaHMMm cnocoboM BUKOPUCTOBYETBLCSA Tpyna aHTaroHicTiB, ki OyrnyM oTpumaHi i skum
HagaHa OLUiHKa AK edeKTUBHUM aHTaroHicTam BITPOHEKTMHOBUX peuenTopiB. lMpuknaguM npuAaaTHUX aHTaroHicTiB
BITPOHEKTUHOBMX pPeLenTopiB BKIOYalOTb, ane He OBMeXyTbCs LM, HaCTYNHi:

GeHsazeniHoBi npocTi edipn cdopmynu (1), wo onucaHi [B 3asBui PCT NePCT/US97/18001, 3apeectpoBaHin 1
XOBTHS 1997, ony6nikoBaHin sk WO 98/14192 9 kBiTHs 1998]:

M

R*
Ri—0 N

0

COMH
(1)

ne:

R'" e R’ abo A-Cguankin, A-CpankeHin, A-CosankiHin, A-Cs4okcoankeHin, A-C3,40KcoarnkiHim,
A-C1_4aMiHoanKin, A-C3 4amiHoankeHin, A-Cj samiHoarnkiHin, HeoboB'A3kOBO 3aMilleHnin Oyab-AKow OOCTYMHO
koMm6iHalLjielo 3 ofHoro abo Ginblue 3 R0 a6o R7;

A npegctaensie H, Cs_gumknoankin, Het abo Ar;

R7 npencrasnse -COR 8, -COCR2R®, -C(S)R8, -S(0),OR', -S(0),NR'R", -PO(OR"), -PO(OR"),, -NO, abo
TeTpasonin,

koxHuWI R® HesanexHo npencrasnsie -OR', -NR'R", -NR'SO,R’, -NR'OR' a6o -OCR',CO (0) R';

R® npencraensie -OR’, -CN, -S(O),R, -S(0)\NR's, -C(O)OR', -C(O)NR', abo -CO,R,

R'0 npencraensie H, ranoreH, -OR ', -CN, -NR'R'!, -NO,, -CF3, CF3S(0),-, -CO,R', -CONR'y, A-Cy_gankin-,
A-C,_soKkcoarnkin-, A-Cy_garnkeHin-, A-C_gankiHin-, A-Cq_gankinokcu-, A-Co_gasnkinamido- abo A-Cq_gankin-S(O) -

R'" npencraense R', -C(O)R', -C(O)NR';, -C(O)OR', -S(0)R a0 -S(O),NR'y;

R2 npencraensie
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' G
R R N

(‘-'I’L e | (TL
R" =
(CR), —W+— == CR' ;= W—
/N\I/ Y e _ \Ir: 3
Q\Qr o . QS'

abo

I/H“YNRL-CRE;W—

(e~ NR®

™ &

W npeacrasnsie - (CHR9),-U-(CHR9),-;

U BigcyTHe abo npencrasnse CO, CR92, C(=CR92), S (O), O, NRY, CRI0ORS, CRQ(ORK)CRgz, CR920R9 (ORY),

C(O)CRE,, CRY,CO, CONR/, NRI-CO, OC(0), C(0)O, C(S)0, OC(S), C(S)NRY, NRIC(S), S(0),NRY, NRIS(0),N=N,
NRINRE, NRECRY,, CRYI,NRY, CR9,0, OCRY,, C=C abo CRI=CRS;

G npencraense NR*®, S abo O;

R® npenctaense H, Cq_gankin, Het-Cy_gankin, Cs_7unknoankin-Cq_gankin aéo Ar-Cq_garnkin;

5.
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RK npencrasnse R9Y, -C(O)RY abo -C(O)OR';

R npencraensie H, C 4 gankin, Het-Cygankin, Cs.7umknoankin-Co_gankin, Ar-Cogankin abo Cq_gankin, 3amilieHuit
BiO ofgHiel Ao TpbOX rpyn, BUGpaHux 3 ranoreHy, CN, NR92, OR®, SRY, CO,R9 i CON(RY),;

Rf npencraense H, C4_gankin a6o Ar-Cgy_gankin;

R® npencrasnsie H, Cy_gankin, Ar-Cq_gankin, Het-Cy_gankin, Cs_;unknoankin-Cq_gankin aéo (CH,) CO,R9;

RP i R® HesanexHo BuGpaHi 3 H, Cygankiny, Ar-Coeankiny, Het-Cygankiny abo Csguuknoankin-Cg.gankiny,
ranorery, CF5, ORf, S(O)Rf, CORf, NO,, N(R"),, CO(NR),, CH,N(R), a6o R® i R® 06'eqHaHi pazom 3 yTBOPeHHsSIM
n'atu- abo LWecTuYrneHHoro apomaTnyHoro abo HeapomaTuM4HOro kapGouukniyHoro abo reTepouUMKNiYHOro KinbLg,
HeoBOB'SI3KOBO 3aMilLiEHOro 10 TPLOX 3aMiHHUKIB, BUGpaHUX 3 raroreHy, CF3, Cqgankiny, OR', S(O)Rf, COR', CO,R',
OH, NO,, N(R"),, CO(NR), i CH,N(R"), abo meTuneHgiokcu;

Q' Q2, Q% i Q* HesanexHo npenctaenstoTs N abo C-RY, 3a yMoBM, Lo He GinbLu Hix ogH 3 Q1, Q2, Q31 Q% e N;

R' npegcraensie H, C4_gankin, Ar-Cq_gankin abo Cj_gumnknoankin-Cg_garnkin;

R" npeactaensie R', -C(O)R' abo -C(O)OR';

R" npencraensie H, C qgankin, Ar-Cogankin, Het-Cygankiny abo Cs gLmknoankin-Co.gankin, ranoreH, CF3, OR',
S(O)Rf, CORf, NO,, N(R),, CO(NR,, CHoN(R;

RY npencraense H, ranoreH, -ORY, -SRY, -CN, -NR9RK, -NO,, -CF5, CF5S(0),-, -CO,R9, -COR9 a6o -CONRQ2 abo
C.gankin, HeoBoB'A3koBO 3aMmilleHunit ranoreHom, -OR 9, -SRY, -CN, -NR9RK, -NO,, -CF3, R'S(0),-, -CO,RY, -CORY
abo -CONR92;

a popisHioe 0, 1 abo 2;

b nopisHioe 0, 1 abo 2;

k nopisHioe 0, 1 a6o 2;

m gopisHioe 1 abo 2;

r gopieHioe 0, 1 a6o 2;

s nopisHwe 0, 1 abo 2;

u gopisHioe 0 abo 1; Ta

N gopisHtoe 0 abo 1;

abo ix hapmaLeBTUYHO NPUAHATHY Cinb.

MepeBaxkHUMK  cnonykamu  copmynm (1) ,  BMKOPUCTOBYBaHUMW 3a crnocoboM [OaHoro BMHaxody, €
(S)-3-okco-8-[3-(nipnamnH-2-inamiHo)-1-nponinokcun]-2-(2,2,2-TpudtopeTtnn)-2,3,4,5-tetTparigpo-1H-2-6eH3aszenin-4-o
yroea Kucnota Ta

(S)-8-[2-[6-(MeTunamiHo)NipuanH-2-in]-1-etoken]-3-okco-2-(2,2,2-Tpucptopetnn)-2,3,4,5-tetparigpo-1H-2-6eHszaseni
H-4-ouTOBa KucrnoTa abo X hapMaueBTUYHO NPUIAHATHI coni.

[onaTtkoBi NpUKNagW aHTaroHiCTiB BITPOHEKTUHOBUX PeELENTOpiB, BUKOPUCTOBYBAHUX Y CRNocobi 3a f[aHuMm
BWHAXOAOM, BKOYaIOTb AHTaroHiCTW, onucaHi B HacTyMHMX JokymeHTax: [3aaBka PCT NePCT/US95/08306,
3apeecTpoBaHa 29 YepBHs 1995, onybnikoBaHa sk WO 96/00730 11 ciuHa 1996; 3aaska PCT NePCT/US95/08146,
3apeecTpoBaHa 29 4epBHs 1995, onybnikoeaHa sk WO 96/00574 11 ciuHa 1996; sasska PCT NePCT/US96/11108,
3apeecTpoBaHa 28 4YepBHs 1996, onybnikoBaHa sk WO 97/001540 16 civHs 1997; 3asiBka PCT NePCT/US96/20748,
3apeecTpoBaHa 20 rpygHs 1996, onybnikoBaHa sk WO 97/24119, 10 nunHs 1997; 3asBka PCT NePCT/US96/20744,
3apeecTtpoBaHa 20 rpyaHs 1996, onybnikoBaHa sk WO 97/24122 10 nunHa 1997; 3aaska PCT NePCT/US96/20327,
3apeecTpoBaHa 20 rpyaHa 1996, onybnikoBaHa sk WO 97/24124 10 nunHa 1997; saaska PCT NePCT/US98/00490,
3apeecTpoBaHa 8 civHa 1998, onyb6nikoaHa sk WO 98/30542 16 nunHsa 1998; saaska PCT NePCT/US98/19466,
3apeecTpoBaHa 18 BepecHs 1998, onybnikoBaHa gk WO 99/15508 1 keiTHs 1999, i sasska PCT NePCT/US99/28662,
3apeecTpoBaHa 3 rpyaHa 1999, onybnikoBaHa sk WO 00/33838 15 yepsHsa 2000]. MepeBakHOW crionykow [B 3asBLi
PCT WO 00/33838] €
(S)-10,11-aurigpo-3-[2-(5,6,7,8-TeTparigpo-1,8-HadpTnpignH-2-in)-1-eTokemn]-5H-gnubeHsola,d]umnknorenteH-10-oytoBa
kucrnoTa. Lia cnonyka npugatHa ansa cnoco®y AaHoro BUHaxo4y.

BulleHaBeneHWId nepenik aHTaroHiCTiB BITPOHEKTMHOBMX PELENTOpiB AN BUKOPWUCTaHHS B cnocobi gaHoro
BMHaxody OyB y3ATMI 3 onyGnikoBaHWX MaTeHTHUX 3asBOK. [MocunaHHA NOBUHHI ByTu 3pobrieHi Ha KOXHY NaTeHTHY
3asBKy B i NOBHOMY OMWCI, BKIOYaloHYM CNocobu ofepaHHA ONMCaHWX Cnomyk, Mpu4YoMy MOBHWUWA OMUC KOXHOI
NaTeHTHO! 3asiBKW BKIOHYEHO CloAW Y BUIMAAI NOCUNaHHS.

BignoeigHo Ao AaHoro BuHaxody Oyno BUSIBNEHO, WO BBEAEHHS aHTaroHicTa BIiTPOHEKTUHOBUX peLenTopiB
XBOPOMY, LLO ONepyeTbCs, NpuayLlye abo 3HWXKYE YTBOPEHHS nicrisonepayiiHux cnamnok.

XipypriiHe BTpyYaHHsi BKIOYaEe po3pi3 TKaHWH NauieHTa, Wwob 3mincHUTK NikyBaHHA. TepMiH “agresis’, sk BiH
BMKOPWUCTaHWIA TYT, BIQHOCMTBCA OO cnaiiku (CKIetoBaHHs), Npouecy 3nunaHHs cnonyku abo ABOX MOBepXOHb abo
yacTuH. MNoBigomMnsAnocs, Wo po3BUTOK CNAoK € rofoBHUM XeperioM nicrnsonepayinHnX ycknagHeHb i CMepTHOCTI.

Mpun TepaneBTUYHOMY BUKOPWUCTAHHI AN NPUrHIYEHHS] YTBOPEHHS CNaioK aHTaroHiCT BiTPOHEKTUHOBKX peLienTopiB
BKMIOYAETECA B CTAHOAPTHI hapMaLeBTWdHI komnoauuii. Moro moxHa BBOAWTM nepopankbHo, NapeHTepansHo,
pekTanbHo, TpaHcaepMarbHO (Kpisb LWKipy) abo 3acTocoByBaTh MicLEBO.

dapmaueBTUYHI KOMMNO3ULiT 3 aHTAroHICTOM BITPOHEKTUHOBUX peLenTopiB MOXyTb OyTU BUTOTOBMEH| Yy BUrMAgi
po34MHiB abo nioginisaoBaHNX MOPOLLKIB ANs NapeHTepanbHOro BBEOEHHS. 3 MOPOLKIB MOXYTb OyTU BiOTBOPEHI
nikapcbki hopMy AogaBaHHsM NPUOATHOTO PO3YMHHKMKA abo iHWoro dgapmaueBTUYHO MPUWHATHOMO HOCiA nepen
BMKOpUCTaHHAM. Pigkuin npenapaT Moxe OyTu 3abydepeHnM, i30TOHIYHUM BOOHWUM po3dnHoM. MNprknagamMy npugaTHUX
PO34YMHHUKIB € HOPMAsbHWUIA i30TOHIMHUIA PI3IONOMYHMIA PO3YMH, CTaHAapTHUA 5% posdnH rmoko3n abo BydepHuin
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PO34UH aueTaTy HaTpito abo amoHito. Takuin npenapaTt ocobrvMBO NpUAATHWIA ANA NapeHTepanbHOro BBEAEHHS, ane
MOXXe TaKoX BMKOPWCTOBYBATUCH A NepoparibHOro BBeAeHHs abo Moxe MICTUTUCA Y BiAMipeHin fosi iHranstopa abo
posnunoBada ans BouMxaHHa. Moxke OyTu OakaHo gofaBaTu OOMOMDKHI PeYoBMHM, Taki sk NONIBiHINMiponigoH,
XKenaTuH, rigpokcuuentonosa, kaMmeap akadii, nonieTuneHrmnikonb, MaHIT, xnopug HaTpito abo uuTpaTt HaTpito.

AnbTepHaTUBHO, @HTAaroHiCT BITPOHEKTMHOBUX peLenTopiB Moxe OyTu iHkancynboBaHui, TabneToBaHui abo
nepeTBopeHnn y emyrbcito abo cupon ans nepoparnsHoro BeegeHHs. dapMmaueBTUYHO NPURHATHI TBepai abo pigki Hocil
MOXYTb OyTW godaHi Ans noninweHHa AkocTi abo crabinisaudii komnoauuii abo gns NonerweHH BUrOTOBIEHHS
koMnosauuii. TBepai Hocii BKMOYaTL Kpoxmarb, NakTosy, AuriapaTt cynbdaty kKanbuito, G6iny rmuHy, cTeapaT MarHiio
abo cTeapuvHOBY KWCROTY, TanbK, MeKTWH, Kamedb akauii, arap abo enaTuH. Pigki Hocii BkmovawTb cupon,
apaxicoBy onito, MacnMHOBY Onito, isionoriuHUi po34KnH i Bogy. HoCil MoXe TakoxX BKNtoYatyu matepian ans Tpueanoro
BMBINbHEHHSA, Takni AK rriLepunMoHocTeapat abo miyepungucreapar, okpemo abo 3 BockoM. KimbkicTe TBepgoro
HOCisi 3MIHIOETLCS, ane nepeBaxkHo, byae 3HaxoguTrca Mik NpubnmaHo 20Mr i NpnbnNaHo 1r Ha SO30BaHWU eNEMEHT.
dapmaleBTUYHI  NpenapaT¥  BUTOTOBMAKTb, BUMMMBAKYM  3BUYAWHMMKU  MeTodamu  dapmalii, BKIYarum
nodpibHIOBaHHA, 3MilLYBaHHS, rpaHynioBaHHSA | NpecyBaHHsA, konu HeobxigHo, Ana TabneTtkoBux dopm; abo
nogpiCHIOBaHHS, 3MillyBaHHSl | 3anMOBHEHHA AnA (OopM Y BUMMA4I TBEpAMX KenaTUHOBMX Kancyn. Konu
BUKOPUCTOBYETLCS PIigKMA HOCI, npenapaT 6yge y copmi cupony, enikempy, emynbcii abo BogHin abo HeBogHin
cycneHnsii. Takuin pigknii npenapaTt MoxHa BBogMTU GeanocepenHbo p.0. abo 3anoBHOBATU HUM M'SKi KeNaTWHOBI
Kancynu.

[ns pekTanbHOro BBeAEHHS CNosyku A4aHOro BUHaXOA4y MOXYTb Takox 6yTu noegHaHi 3 AONOMIXKHUMK peqoBUHaMMU,
TakuMK SIK Onist Kakao, rMilepuH, KenatuH abo nonieTuneHrnikoni, Ta hopMyBaThUCa Y CynosuTopii.

[aHy cnonyky BBOAATb nauieHTy abo nepopanbHo, abo napeHTeparbHO TakuM YMHOM, LWo6 KoHLUeHTpauia Gyna
AoCTaTHbOK Ang Toro, wob 6yTu edekTuBHOw. PapMaueBTUHHY KOMMNO3WLilo, WO MICTUTb AaHy CMOmyKy, BBOOAATb
nepopansHo B 4o3i Mixk npnbnuaHo 0,1 i npnbnuaHo 50Mr/kr cnocobom, KNI y3rooKyeTbCs 3i CTaHOM | 0cobnMBoOCTAMU
nauieHta. MNepeBaxHa Ao3a AN NepopanbHoro NpMnomy NoBUHHA cknagaTu Big npubnuaHo 0,5 go npubnuaHo 20Mmr/Kr.
[nga Tepanii rocTporo nepiogy nepeBaxHe napeHTeparibHe BBeAEeHHS. BHyTpillHbOBeHHe BnuBaHHA nentugy B 5%
PO34MHI MoKko3n B Bogi abo HopManbHOMY isionoriMHOMY po34umHi, abo nogibHomy npenapati 3 npuaaTHUMK
AOMOMDKHUMW peyOBUHaMU € Hanbinbll edeKTUBHUM, Xo4a TakoX MpuAaTHa BHYTPILHBOM'S30Ba HaBaHTaXyBarbHa
iH'ekUis. 3BU4anHo Ao3a Ana napeHTepanbHoro BBeAeHHs byae cknagatu Big npnbnuaHo 0,01 go npubnuano 100mr/kr;
nepeBaHo, 3HaxoguTbca Mk 0,1 i 20mr/kr. [aHi cnonykn BBOAATb Bid OQHOMO OO YOTMPLOX pasiB Ha AeHb npu
TakoMy piBHi, Wo6 gocarty 3aranbHol o6oBoT fo3K, piBHOT Big npubnuaHo 0,4 oo npubnusHo 400Mr/kr/goby. To4vHui
piBeHb i cnocib, nNpuM SKUX YBOOSATb OaHi CMOMYyKM NErko BU3HA4YMTb KOXHWIA dhaxiBelb y AaHii ranysi Lisxom
MOPIBHAHHA PIBHA PEYOBUHW B KPOBI 3 KOHLEHTpaUieto, HeobxigHot Ans Toro, Wwob ogepXaTtn TepaneBTUYHNIN edeKT.

HisikKnx HENPUHATHUX TOKCUKOMOTYHMX egeKTiB He OUiKyeTbCs, KONMM enpocapTaH BBOASATL BiANOBIOHO A0 AaHOro
BMHaxody.

MarTepianu i meTogmn

Cnonykn OaHoro BMHaxogy BUNPoOOOBYHOTb Ha BiQOMUX MOAENSX YTBOPEHHs cnainok. Lli cuctemm gns icnuTie
BKIIOYAIOTb MOAENb YTBOPEHHS cnawmok Ha OidHili CTiHUi kponukiB, wo onucaHa [B Rogers, et al., J. Invest. Surg.,
9: 388-391 (1996) i Rogers, et al., Fertility and Surgery, 69 (3): 403-408 (1998)]; modenb YTBOPEHHS cnawok y
nautokis, Wo onucaHa [B Harris, et al., Surgery, 117: 663-669 (1995)]; i Momenb Ha KponuKax, BUKOPUCTOBYBaHY
ANa BUBYEHHA 3anobiraHHa cnanok nicrg nanapockonii. Takox Ana BUNPOOOBYBAHHA BUKOPWUCTAHHA OaHUX
MPUTHIYYOYUX BITPOHEKTUH CrosyK K iHribiTopiB yTBOPeHHs cnanWoK MOXHa BUKOPUCTOBYBAaTU MoAerb Ha MaTKOBUX
porax Kponukis. [letani ekcnepumeHTiB i pe3ynbTaT 3 BUKOPUCTAHHAM AaHol Mogeni AOKNaaHO onucaHi Huxde.

METOONKA

TeapuHu: HoBosenanaceki 6ini kponwvkn, 2,4-2,7kr, ©ynu 3akynneHi i BUTpPUMaHi B KapaHTUHI NPOTATOM,
LL|OHaWMeHLUE, 2 OHIB Nepen BMKOPUCTaHHAM. KporuvkiB no BMNagkoBi BMGIipUi po3ginanu Ha BiOnoBigHY KOHTPOMbHY
rpyny i rpyny, Wo ofdepXye nikyBaHHA (OUB., CXEMU eKCrepUMEHTIB, HukYe). Kponukis yTpyuMyBanu npu LWk cBiTno:
TempsiBa 12:12 3 ket i Bogoto, WO AOCTYNHI 3a 6axxaHHAM. KoxHa rpyna, Wo ofep:kye nikyBaHHS, ¥ BCiX AOCIAXEHHSX
cknaganacsa 3 8-10 TBapuH.

Martepianu: LoBHUMKU MaTepianamu, WO BUKOPUCTOBYBaNM Ansi TOro, Wob 3alimTu YepeBHY MOPOXHUHY i LIKIpY,
Oynu 4-0 BikpunoBa HUTKa (Ethicon, Somerville, NJ). Cnonyka 1 ABnse coboto
(8)-3-okco-8-[3-(nipnamnH-2-inamiHo)-1-nponinokcmn]-2-(2,2,2-tpudtopeTtnn)-2,3,4,5-tetparigpo-1H-2-6eH3aszenin-4-o
LTOBY KWUCMOTY.

Mogenb cnaiok: TBapuHW, WO opepxyBanu cnonyky 1 abo Hocili BionoBigHO OO0 NfaHy eKCNepUMEHTY (HUXKYE).
Kponukn, Wwo ogepxysanu nnauyebo npu xipypriMiHOMY BTPYYaHHi, ooepKyBanu ABi 403U Hocia nepopanbHo. Kponunkam
pobunn aHectesito cymilwo S55Mr/Kr keTamiHy rigpoxropugy i SMI/Kr poMmnyMy BHYTPILWHEOM'A30BO. [licna nigroToBkM
00 CTEPUNBHOIO XipypriMHOro BTPYYaHHS BUKOHYBanu ranapoToMilo No cepepHin niHil. MaTtkoBi porn TUMYacoBO
BMBOOMIN HA30BHI i TpaBMyBanu LWAXOM BUCKODOMIOBAHHA Cepo3HOl MOBEPXHi 3a AOMNOMOrol Mapni AOTW, MOKWA He
BMHMKaNa KpankoBa KpoBoTeua. lwemilo o6ox MaTKOBUX POriB BUKNMKAMNM LUMSAXOM MPUMKMHEHHS KoraTeparnbHOro
KpoBOMoOCTa4YaHHA. 3aruliKoBe KpOBOMOCTa4YaHHsA MAaTKoBMX poriB  BigbyBamocs NO  BUCXIQHMX  Finkax
MaTKOBO-BariHanbHOro KpoBonocTavaHHa MioMeTpito. Po3pia M'a3iB i WKipyM no cepegHin niHii 3awmeanu.

Yepes 7 abo 14 pgHiB kponukie 3abueanu Ta ouiHOBaNW, cCnanku Ha Micli i 3a 3aranbHMM CTaHOM Kporuka.
KOHKpeTHO, BM3Ha4Yanu BigCOTOK NMOLW,i poriB, CNasgHUX 3 pisHUMKU opraHamu. Kpim Toro, ouiHoBanM MiLHICTb Cnarnok,
BMKOPWCTOBYIOUM HACTYMHY CUCTEMY:

0= cnanku BigCcyTHI

1= cnabki, cnamnku, Wo Nerko posacikaTbCs
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2= MNoMipHi crnaWku; He po3CiKaloTbCsl, He YLLIKOMKYHOTb OpraH
LWiNbHI cnanky; He po3ciKalTbCs, YILKOMKYIOTL OpraH Npyu BUAaNeHHI

3arancHy OUiHKY, B €Kil BpaxoByBanW yCi BUWLEHaBeOeHi MOaHi, 3acToCoBYyBanM [0 KOXHOMO Kporuka.
BukopucToByBanu HacTynHy CUCTEMY OLjiHOK:

0,5+ INereHi, nniBkoBi Ta3oBi cnankW, WO 3axXONSOTb TiNbKM OOAMH OpraH, 3BMYaWHO Tinbkn 1 abo 2 HeBenuki
cnamnku.

1,0+ NereHi, nniBkoBi cnankn, HENPOTSXHI, Xo4a 3nerka GinbLw NPoTaXHI, Yum npu 0,5.

1,5+ Cnanku anerka 6inbLu WinbHi | Ginbl NPOTSXHI, YMM NpK ouiHui 1.

2,0+ Binbw wWinbHi cnarkun, Hebarato GinblU NPOTSAXHI, MATKOBI POrM 3BMYANHO MatloTb CNaMkK SIK 3 KULLIEYHUKOM,
TaK i 3 CEHOBUM MiXypoM.

2,5+ Te X, WO i Npy 2, 38 BUHATKOM TOrO, LIO CNalku 3BUYANHO € He NniBKoBUMM B Oyab-sikomMy Micui i GinbLu
MPOTSXKHUMMU.

3,0+ BinbWw WinbHi cnankn, Yim npy 2, Binbl NpoTsXKHi, obuasa porn cnasiHi 3 KULWEYHUKOM i CEHOBMM MIiXypom,
MOXINBUWIA OESKUIA PYyX MaTKM.

3,5+ Te x wo i npu 3, ane cnanku anerka GinbL NPOTSXHI | GinbLU WinNbHI.

4,0+ Teepai cnaiiku, obnasa poru cnasHi 3 KUWEYHUKOM | CEHOBUM MiIXypPOM, HEMOXKIMBO pyxaTh MaTky 6e3 po3puBy
cnamnox.

KponukiB ouiHloBanu OBa HesarnexHWX crnocrepiradi, WO He 3Hanu npo nonepenHe NikyBaHHA TBapUHW. AKLO
icHyBarna po3biXHICTb Y BiGHOLWEHHI OLiHKM, WO AaHa No okpeMi TBapuHi, AaBanacs GinblU BUCOKa OLiHKa.

CTaTtucTUYHMIA aHania: MiyHicTb i 3aranbHi OuUiHKM aHanisyBanu 3a OONOMOrol aHarnisy 3a nopsgkoM OuiHkM Ta
aHanisy po30ikHOCTI psagie ouiHok. [Mnowa y BigcoTkax pori, 3B'S3aHWX 3 iHWMMW OpraHamu, NopiBHIOBanM 3a
KpuTepiem CTblogeHTa.

[naHu ekcnepumeHTiB:

[Bi HaBaHTaxxyBanbHi 403K, piBHI 60MI/Kr cnonyku 1, oTpMMyBanu onepoBaHi nepopanbHO nepen XipypriiHWM
BTpyYaHHsaM. HanpukiHyi Uiel npouenypy TBapuHu ogepxkyBanu abo Hidoro (XipypriiHMin KOHTponb), abo 12mn nnauebo
(10% KML), abo ogHy 3 gBox o3 (1mr/mn abo 0,1mr/mon) cnonyku 1y micue XipypriYHOrO YLLIKODKEHHS.

BurBYeHHa MicueBOi 4OCTaBKM: 3@ ONOMOroK OCMOTUYHOIO MiHi-Hacoca - nepBicHe ouiHHe gocnimpkeHHa. [dosa: 0,1
Ta 1,0mM (10mkn/rog. npotarom 7 gHis). Crnomnyky 1 BBOAWMW NOKanbHO Ha Micue YLIKOOKEHHA MaTku 3a SOMNOMOroto
MiHiocMOTU4YHOro Hacoca Anbseta (Alzet). MonieTuneHoBuin katetep (nonietuneHoea Tpybka Clay Adams PE-60 B[
0,76mm (0,030") HI 1,22mm (0,048")) BBOAUN B YEPEBHY NOPOXKHUHY | NpULLIMBaANK A0 Gi4HOT CTiHKM 3a gonomorow 5-0
Ethilon Bigpasy nicna ywkogkeHHs MaTku. [NoTiM kaTeTep npuegHyBanu OO Hacoca i po3pi3 M'a3iB No cepegHin niHil
3aKpuBanu HaBKkosfio KaTeTepa. Hacoc 3anoBHioBanu 0,1 abo 1,0MM cnonyku 1 (NocTaBnseTbCs 3i LUBUAKICTIO
10MKn/rog. npoTarom 7 AHiB) i nomiwanu B nigwkipHWin npocTip. HOCIN, BUKOpUCTaHWIA AN BBeOeHHA nikiB, SABnaAB
coboo 8% UMKNoOEeKCTpUH Ana BuUcokoi gosn i 0,8% Ans HU3bKoi [o3n. BoCbMUBIACOTKOBUWA LIMKNOAEKCTPUH
BMKOPWCTOBYBarnu B MiHIHHacocax, iMNNaHTOBaHUX KOHTPONbBHUM TBapuHaMm. TBapuH 3abuBanu Ha 7 geHb Ans OLiHKK
Cnamnox.

BuByeHHs npu nepopanbHoMy BBefeHHi: [lepeg XipypridHAM BTpyYaHHAM KpOnMKW  ofdepxyBanu ABi
HaBaHTaxyBanbHi go3u cnonyku 1 (60mr/kr, 5mr/mn y 0,1N NaOH) nepopanbHo 3a 24 i 48 rogunH nepen XipypridHum
yTpy4aHHsaM. BesnocepenHbo nepen onepauielo Kporukv ofepXyBanu ogHy aoaatkoBy Ao3y 60mr/kr. INMoTim TBapuHM
ofepxxyBanu 60mr/kr cnonykn 1 WOQHSA A0 PO3KpUTTA Tpyna Ha 14 AeHb Nicns XipypridHOro BTPyYaHHA Ha MaTu.
KOHTPObHI KpONUKWM ofep:KyBanu HOCIR Y TOMY K peEXUMI.

BuBYeHHA npu nepopanbHOMY NpuioMi i MicLleBOMY 3acTocyBaHHi: [Bi HaBaHTaxyBanbHi 4o3n cnonyku 1 (60mr/kr,
p/o) yBogunun nepoparnkHo nepeq onepakdieto. lMicna onepadii BBoguny 12mn B'A3KOro posyunHy, Wo MicTuTe SB 267268
(1 abo 0,1mr/mn y 10% KMLL) Ha micue XipypridHOro BTpyYaHHs nepen 3akpuTTam paHu. Kponuku, Wo ogepxyBanu
nnayebo npu XipypriiHOMy BTpyYaHHi, ofepxyBanu OBi [03M HOCI nepopanbHO 3 HacTynHUM yBemeHHAM 12mn
nnauebo (10% KMLU), Ha micuye xipypriyHoro BTpydaHHs. KoHTponi XipypridHOro BTpyYaHHa He oTpumMyBanu sikyBaHHS
nepeq onepakuieto abo nicna onepadii. TeBapuH 3abusanu Ha 7 aeHb i 14 OeHb.

PE3YIIbTATU:

MPUKNAL OAHUX, NPEOCTABIIEHMX MO BUMBYEHHIO MEPOPAINBHOIO BBEOEHHA + SACTOCYBAHHA
FENKO CNONYKA 1

w
1

Tabnuua 1

[aHi No KOHTPONbHUM TBapUHaM, Yac PO3TUHY 4Yepes 2 TWKHI

% NOpYLUEHOro crnaikamun pora

MpaBuid pir TiBuiA pir

Kvweuynuk |CevoBuid Mixyp| Cam pir | JliBuid  |Kuweunuk |CevoBuid mixyp | Cam pir | Mpasuid (B Linomy

40(2) 10(1) 302) | 30(2) | 40(2) 10(1) 50(3) | 30(2) | 35

50(2) 40(2) | 50(2) - 50(2) 302) | 50(2) | 30

40(3) 50(2) | 50(2) 40(3) 50(2) | 50(2) | 35
30(1) 70(1) 30(1) | 30(1) | 30(1) 70(1) 30(1) | 30(1) | 30
40(1) 50(2) | 20(1) | 40(1) 50(2) | 20(1) | 25
40(2) 30(1) | 20(1) | 40@2) - 4001y | 2001) | 25
30(1) 40(1) 30(1) | 30(2) | 30(1) 40(1) 30(1) | 30(2) | 30
10(1) 30(1) 30(1) | 40(1) | 10(1) 30(1) 50(1) | 40(2) | 25
40(2) 30(1) 40(1) | 50(1) | 40(2) 30(1) 40(1) | s0(1) | 3,0
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20(1)

30(1)

40(2)

50(2)

20(1)

30(1)

60(1)

50(2) | 30

25,045,2

30,0+7,0

37,0+2,6

37,0+4,0

25,045,2

30,0+7,0

43,0+3.4

37,0+4,0(66,5+2,8

Tabnuus 2

[aHi No KOHTpOnbHOK TBaAPUHOLD, WO ofepXyBana nnauebo, Yyac po3TUHY 4epes 2 TKHI

% NopyLUEHoro cnarkamu pora

MpaBuid pir TiBuiA pir
Knwweynuk |Cevosuid mixyp| Cam pir | JliBuid  |Knweunuk |Cevosuid Mixyp | Cam pir | Mpasuid [B uinomy
30(2) 50(1) 40(2) 40(2) 30 (2) 50(1) 40(3) 40(2) 3,5
30(1) 10(1) 40(2) 30(1) 30(1) 10(1) 20(1) 30(1) 2,0
- 30(1) 10(1) 30(1) - 30(1) - 30(1) 1,5
- 20(1) - 10(1) - 20(1) 20(1) 10(1) 1,5
40(1) 40(1) - 40(2) 40(1) 40(1) 40(2) 40(2) 3,0
- 50(1) 10(1) 30(1) - 50(1) 30(1) 30(1) 2,0
30(1) 20(1) 30(1) | 40(2) 30(1) 20(1) 10(1) 40(2) 2,5
40(1) 10(1) - 30(1) 40(1) 10(1) 10(1) 30(1) 2,0
- 30(1) 30(1) - - 40(1) 30(1) 1,5
- 40(1) 40(1) 40(1) - 40(1) - 40(1) 2,0
17,045,8 27,045,6  |20,0£5,6(32,0+2,9| 17,0458 27,0456  |21,0£5,0(32,042,9/45,2+5,9

Tabnuua 3

[HaHi no TBapuHax, WO odepXyBanu MikyBaHHA, 1MI/MN crionyku 1, Yac po3TWHY 4Yepes 2 TWKHI
% nopyLUeHoro cnarkamu pora
MpaBuit pir TiBuiA pir

Knwweyvnuk |CevoBuid mixyp| Cam pir | JliBuid |Kuweynnk |CevoBuid Mixyp| Cam pir |Mpasuid|B uinomy
10(2) 10(1) - - - - - - 0,5
30(1) - 40(1) - 30(1) - 40(1) - 2,0
- - 30(1) - - - 30(1) - 1,0
10(1) - 20(1) - - - 20(1) - 1,0
30(2) - 30(2) | 30(2) 30(2) - 30(2) | 30(2) 25
- - - - 30(1) - 10(1) - 1,0
10(1) 10(1) 10(1) - 10(1) - - - 1,0
- - - - 40(2) 20(2) 10(2) - 1,5
10(1) 20(1) - - - 20(1) 20(1) - 1,0
30(1) - - 20(1) 30(1) - 20(1) | 20(1) 1,6

13,0+4,0 4,042,2 13,045,015,0+3,4| 17,0452 4,0+2,7 18,044,2|5,0+3,4 21,2465

Tabnuus 4

HaHi no TBapuHax, Wo odepxysanu nikyBaHHs, 0, 1Mr/mMn cnonykn 1, 4yac posTUHY Yepes 2 TUXHI

% NopyLUEHOro cnarkamu pora

MpaBuit pir TNiBuiA pir
Kuwweynuk |CevoBuid mixyp| Cam pir | JliBuid  |Knweunuk |CevoBuid Mixyp | Cam pir | Mpasuid [B uinomy
20(1) 50(1) 30(2) 10(1) 20(1) 50(1) 30(2) 10(1) 2,5
- - - 40(1) - - 20(1) 40(1) 1,5
10(1) - 30(1) 30(2) 10(1) - 30(1) 30(2) 2,5
- - 40(1) 30(1) - - 40(1) 30(1) 1,5
- o) 30(2) 30(2) 10(1) 10(1) 30(2) 30(2) 2,0
10(1) o) 10(1) 40(1) - 10(1) - 40(1) 2,0
20(1) - - - 20(1) - 20(1) - 1,0
- 10(1) - - - - 10(1) - 0,5
40(1) - - 20(1) 40(1) - 20(1) 20(1) 1,5
- 10(1) 20(1) 10(1) - - 20(1) 10(1) 1,0
10,0442 9,0+4,8 16,045,0121,0+4,8| 10,0442 7,045,0 22,0+3,6|21,0+4,8|30,2+6,2
Tabnuus 5
[laHi No KOHTPOMbLHOIO TBAPWHOK, Yac PO3TUHY Yepes 1 TUKAeHb
% nopyLUeHoro cnarkamu pora
MpaBuit pir TiBuiA pir
Kuwweynuk |Cevosuid mixyp| Cam pir | JliBuid  |Knweunuk |CevoBuid Mixyp | Cam pir | Mpasuid [B uinomy
50(1) 30(1) 30(1) 40(1) 50(1) 30(1) 30(1) 40(1) 3,0
50(1) 30(2) 60(1) 50(1) 50(1) 30(2) 60(1) 50(1) 3,5

9-
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40(1) 20(1) 40(1) 50(1) 40(1) 20(1) 40(1) 50(1) 3,0
50(2) 10(1) 40(1) 30(2) 50(2) 10(1) 30(2) 30(2) 3,5
20(1) 30(1) 30(1) 40(1) 20(1) 30(1) 40(2) 40(1) 3,0
30(1) 40(2) 40(1) 40(1) 30(1) 40(2) 40(1) 40(1) 3,0
30(1) 40(1) 40(1) 40(1) 30(1) 40(1) 30(1) 40(1) 2,5
50(2) - 30(1) 40(2) 50(2) - 50(1) 40(2) 3,0
- 40(1) 50(1) 40(2) - 40(1) 50(1) 40(2) 3,0
30(2) 30(1) 50(2) 40(2) 30(2) 30(1) 50(2) 40(2) 3,0
35,045,2 27,0+4,2  |41,043,1|41,0£1,8| 35,045,2 27,0+4,2 42,0+3,3|41,041,8|69,1+2,1
Tabnuug 6

[laHi No KOHTPOIbHOK TBapWHOW, L0 oaepXyBana nnauebo, Yac posTuHy Yepes 1 TUXOEHb

% nopyLueHoro cnamkammn pora

MpaBuii pir NiBuiA pir
Kuwweyvnuk |CevoBuid mixyp| Cam pir | JliBuid  |Knweunuk |CevoBuid Mixyp | Cam pir | Mpasuid (B Linomy
- 30(1) 40(1) 20(1) - 30(1) 40(1) 20(1) 2,0
20(1) 30(1) 40(1) 30(1) 20(1) 30(1) 40(1) 30(1) 2,5
20(1) 30(1) 30(1) 40(1) 20(1) 30(1) 20(1) 40(1) 2,0
60(1) - 30(1) 30(1) 60(1) - 30(1) 30(1) 3,0
- 40(2) 30(1) 10(1) - 40(2) 50(1) 10(1) 2,5
20(1) 10(1) 10(1) 20(1) 20(1) 10(1) 30(1) 20(1) 2,0
- - 30(1) 30(1) - - 30(1) 30(1) 1,6
- 20(1) 40(2) 50(1) - 20(1) 40(2) 50(1) 2,5
40(1) 20(1) 40(2) 30(2) 40(1) 20(1) - 30(2) 25
30(1) 10(1) 30(1) 20(1) 30(1) 10(1) 30(1) 20(1) 2,0
19,0464 19,0443  |32,042,9|28,0+3,6| 19,0464 19,0443  |31,044,3(28,0+3,6|48,7+3,9

Tabnuua 7

HaHi no TBapuHax, Lo ofepxyBarna fikyBaHHS, Tmr/mn crnonyku 1, 4ac poaTuHy Yepes 1 TwxaeHb

% nopyLUeHOro cnamkamun pora

Mpaswii pir TNiBniA pir

Kuwweyvnuk |CevoBuid mixyp| Cam pir | JliBuid  |Knweunuk |CevoBuid Mixyp | Cam pir | Mpasuid [B Linomy
30(1) - 40(1) - 30(1) - 40(1) - 2,0
- 10(1) 10(1) 30(1) 20(1) - - 30(1) 1,5
30(1) - - 30(1) 30(1) - 30(1) 30(1) 1,5
30(1) - - - 30(1) - 20(1) - 1,0
- - 20(1) 20(1) - - 20(1) 20(1) 1,0
10(1) - - - - - 30(1) - 0,5
20(1) 10(1) - 10(1) - - 30(1) 10(1) 1,5
30(1) - 20(1) 30(1) 30(1) - - 30(1) 1,5
20(1) 10(1) - 20(2) 20(1) - 10(1) 20(2) 1,5
20(1) - 10(1) 10(1) 20(1) - - 10(1) 1,0

19,0438 3,0+1,5 10,044,2/15,0+4,0| 18,0442 0,00+0,00 |18,0+4,7|15,044,0|21,3+3,9

Tabnuua 8

HaHi no TBapuHax, Wo ogepxyBana nikyBaHHs, 0,1Mr/mn cnonykv 1, 4ac po3TUHY 4vepes 2 TUXKHI

% nopyLUeHoro crnamkamun pora

Mpaswii pir TNiBniA pir
Knwweyvnuk |CevoBuid mixyp| Cam pir | JliBuid  |Knweunuk |CevoBuid Mixyp | Cam pir | Mpasuid (B Linomy
- - 10(1) - 30(1) - 40(1) - 1,5
- 20(1) - 20(1) - 20(1) 30(1) 20(1) 1,5
10(1) - 10(1) 30(1) - - - 30(1) 1,0
40(1) 30(1) 30(1) - 40(1) 30(1) 30(1) - 2,0
30(1) 10(1) - 10(1) 30(1) 10(1) 30(1) 10(1) 1,5
10(1) 10(1) 10(1) 40(1) 10(1) 10(1) - 40(1) 1,5
30(1) - 10(1) 30(1) 30(1) - 50(1) 30(1) 2,0
_ - 30(1) - - - 20(1) - 1,0
- - 10(1) 20(1) - - - 20(1) 0,5
10(1) - - - 10(1) - 30(1) - 0,5
13,0447 7,0£3,4 11,0+3,5|15,0+4,8| 15,045,0 7,0+3,4 23,0+5,6(15,0+4,8(22,0+4,8
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Tabnuus 9
YaaranbHeHHsa AaHWX 3 NosBsi\v cnaiok
Ipyna # ninsHkm 6e3 cnaiok| % AingaHok 6e3 cnakok
KoHTpornb, 2 TUXKHS 8 10,0
Mnaue6o, 2 TXKHA 17 21,25
ImMr/mn cnonykum 1 45 56,25
0,1Mr/mn cronyku 1 31 38,75
KoHTponb, 1 TwxaeHb 4 50
Mnaue6o, 1 TwxaeHb 13 16,25
Imr/mn cnonykum 1 36 45,0
0,1Mr/mn cnonyku 1 34 42,5

MoBMHHO OyTW 3pO3yMino, WO AaHUN BUHaxXi He OOMeXyeTbCs iMOCTPaTWBHWUM 34IMCHEHHAM, NMpeacTaBrieHuM
BULWe, | npaBa 30epiraloTbCs y BIAHOLWIEHHI iMOCTPaTMBHOMO BTINMEHHA i BCiX Mogudikauii, wo BxogaTb B obcsr
HaCTyMNHOI hopmynn BUHaxoay.

PisHi nocunaHHs Ha XypHanu, naTteHTW W iHWi nybnikayii, Wo npouuMToBaHi TyT, NpeacTaBnsloTb CTaH LaHoi
ranysi TeXHOsorii i BKIoYeHi clogu y BUMSAAI NOCMNaHHS, K HaBeAeHi MOBHICTIO.

®opmyna BMHaxony

1. Cnoci® NpUrHiMeHHs YyTBOPEHHsI CMaMoK, Lo BKMOYAE BBEOEHHSI CyD'ekTy, WO Lpboro noTpebye, edeKkTUBHOT
KinbkocTi cnonyku dopmynu (1):

SR,

RZ—o0

he:

R' e R7, abo A-Cg_4ankin, A-Co_sankeHin, A-Co_sankiHin, A-Cs_4okcoarkenin, A-Cs_4okcoarnkinin, A-Cq_4amiHoankin,
A-C3_4amiHoankeHin, A-Cs_4amiHoarnkiHin, HeoboB'a3koBO 3aMilleHnin Byab-aKkolo AOCTYNHOW koMmBiHauielo 3 ogHoro abo
Ginbwe 3 R10 a6o R”:

A npegctaensie H, C3_gumknoankin, Het abo Ar;

R7 npencraensie -COR®, -COCR';R?, -C(S)R8, -S(0),OR,

-S(0O);NR'R", -PO(OR’), -PO(OR"),, -NO, abo TeTpasonin;

KoXHUM R8 HesanexHo npeactaense -OR', -NR'R", -NR'SO,R’, -NR'OR' abo -OCR',CO(O)R’;

R® npencraense -OR', -CN, -S(O),R’, -S(0),NR',, -C(O)OR', -C(O)NR', abo -CO.R’,

R'0 npencraense H, ranoreH, -OR ', -CN, -NR'R'!, -NO,, -CF3, CF3S(0),-, -CO,R', -CONR'y, A-Cy_gankin-,
A-C,_gokcoarkin-, A-Co_gankeHin-, A-C_ gankiHin-, A-Cq_gankinokeu-, A-Co_gasnkinamivo- a6o A-Cq_gankin-S (O)-;

R'" npencraense R', -C(O)R', -C(O)NR',, -C(O)OR', -S(0),R' abo

-S(O)mNR'z;

RZ npencraensie

Wy — , RP G :
Rb N :(“\ i —
| N/>_ RE e N

Re , 0 —
B =
] R _<G |

Re R

h W — )
o
as O‘ -
g
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(0, o), abo

:N frall\”/(CR'z‘;u—W— df‘N MR R, — W
Toal e L L
i
gy, MR —CR,—W—
( MR

W npegcraende -(CHRY),-U-(CHR9),,-;

U BigcyTHe abo npeacraenge CO, CR 92, C(=CR92), S(0O)k, O, NRY, CRY0ORS, CRQ(OR")CRQZ, CRQZCRQ(ORK),
C(O)CRE,, CRY,CO, CONR/, NRI-CO, OC(0), C(0)0, C(S)0, OC(S), C(S)NRY, NRIC(S), S(0),NRY, NRIS(0),N=N,
NRINRSY, NRICRY,, CRY,NRY, CRY,0, OCRY,, C=C abo CRY=CRSY,

G npenctaense NR*®, S abo O;

RS npencrasnsie H, Cy_gankin, Het-Cq_gankin, Cs_7unknoankin-Cq_gankin aéo Ar-Cq_gankin;

RK npencrasnsie RY, -C(O)RY abo -C(O)OR';

R! npencraense H, C4_gankin, Het-Cygankin, Cs.7unknoankin-Cq_gankin, Ar-Cqgankin abo Cq.gankin, samiljeHui
Bin opHiei Ao TpwoX rpyn, BuBpaHux 3 ranoreHy, CN, NR9,, ORY, SRY, CO,R9 i CON(RY),;

Rf npencraense H, C4_gankin abo Ar-Cq_gankin;

R® npencrasnsie H, Cy_gankin, Ar-Cq_gankin, Het-Cy_gankin, Cz_7unknoankin-Cq_gankin aéo (CH,) CO,R9;

RP i R® HesanexHo Bubpani 3 H, Cqgankiny, Ar-Cygankiny, Het-Cygankiny abo Cs gLmknoankin-Cg.gankiny,
ranorery, CF5, ORf, S(O)Rf, CORf NO,, N(Rf),, CO(NR"),, CH,N(R"),, abo RP i R® 06’eaHaHi pasoM 3 yTBOPEHHAM
n'atu- abo LWecTuYneHHoro apomaTuyHoro abo HeapomaTuM4HOro kapGouukniyHoro abo reTepouUMKNIYHOrO KinbLg,
HeobOB'A3KOBO 3aMilleHoro 4o TPbOX 3aMiHHUKIB, BuBpaHux 3 ranoreny, CF 3, Cq_jankiny, ORf, S(O)ka, CORf, COzRf,
OH, NO,, N(R"),, CO(NR), i CH,N(R"), abo meTuneHgiokcu;

Q' Q2, Q% i Q* HesanexHo npenctasnstoTb N a6o C-RY, 3a yMoBM, Lo He 6inbLu Hix oguH 3 Q1, Q2, Q31 Q% e N;

R' npencraensie H, C4_gankin, Ar-Cq_gankin abo Cs_gumknoankin-Cg_garnkin;

R" npeactaense R', -C(O)R' abo -C(O)OR';

R" npencrasnsie H, Cq.gankin, Ar-Cogankin, Het-Cogankiny abo Csgumknoankin-Co.gankin, ranoreH, CF5, OR',
S(O)R', COR', NO,, N(Rf),, CO(NR),, CH,N(R,;

RY npencraense H, ranoreH, -ORY, -SRY, -CN, -NR9RK, -NO,, -CF5, CF5S(0),-, -CO,R9, -COR9 abo -CONRQ2 abo
C.sankin, HeoBoB'A3koBO 3aMmillieHuii ranoreHom, -OR 9, -SRY, -CN, -NR9RK, -NO,, -CF3, R'S(0),-, -CO,RY, -CORY
abo —CONRS,;

a popisHioe 0, 1 abo 2;

b nopisHioe 0, 1 abo 2;

k gopieHioe 0, 1 abo 2;

m fopisHioe 1 abo 2;

r popieHtoe 0, 1 abo 2;

s nopisHwe 0, 1 abo 2;

u fgopisHie 0 abo 1 Ta

v fgopisHwoe 0 abo 1;

abo il hapmaleBTUHHO NPUIAHATHOT coni.

2. Cnoci6 3a n. 1,  9KAn Bigpi3HAETbCA TUM, wo crnonyka sABnse  coboro
(S)-3-0okco-8-[3-(nipnamnH-2-inamiHo)-1-nponinokcun]-2-(2,2,2-TpudtopeTtun)-2,3,4,5-tetparigpo-1H-2-6eH3aszenin-4-o
UTOBY KMcnoTy abo i chapMaLeBTUYHO NPURHATHY Cirlb.

3. Cnoci6 3a n. 1,  AKAR BiQpi3HAETbCA TUM, wo crnonyka sABnse  coboto
(S)-8-[2-[6-(MeTnnamiHo)NipnanH-2-in]-1-eToken]-3-okco-2-(2,2,2-TpudptopeTun)-2,3,4,5-teTparigpo-1H-2-6eH3aszeni
H-4-oUTOBY KMCNOTy abo 1i hapmMaLeBTUYHO NPURHATHY Cirb.

4. Cnoci® NpUrHiMeHHs YTBOPEHHSI CMNamoK, WO BKOYaE BBEOEHHS CyD'ekTy, WO Uboro noTtpebye, epeKkTUBHOT
KinbkocT
(S)-10,11-aurigpo-3-[2-(5,6,7,8-TeTparigpo-1,8-HadpTMpnanH-2-in)-1-etokcun]-5H-gubeH3o[a,d]umnknorenteH-10-ouTOBO
T kKnecnoTu abo i papMaLeBTUYHO NPURHATHOI coni.

5. BactocyBaHHsa crnonyku dopmynu (1):

R .

RZ—n0

ne:
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R' e R, abo A-Cy_4ankin, A-C,_sankeHin, A-Cy_sankiHin, A-Cs_4okcoankenin, A-Cs_4okcoankinin, A-Cq_4amiHoankin,
A-C3_samiHoankeHin, A-Cs_4amiHoarnkiHin, HeoboB'a3koBO 3amilleHnin 6yab-ako OOCTYMNHOW koMmbGiHauieto 3 ogHoro abo
6inbwe 3 R10 a6o R7:
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A npegctaensie H, C3_gumknoankin, Het abo Ar;

R npeacrasnse -COR8, -COCR',R?, -C(S)R8, -S(0),OR,

-S(0);,NR'R", -PO(OR'), -PO(OR"),, -NO, abo TeTpasonin;

koxHuiA R8 HesanexHo npegcraense -OR', -NR'R", -NR'SO,R’,

-NR'OR' abo -OCR';CO(O)R’;

R® npencraense -OR’, -CN, -S (O),R', -S(0)NR', -C(O)OR!,

-C(O)NR', abo -CO,R,

R'C npencraensie H, ranoren, -OR ', -CN, -NR'R'!, -NO,, -CF3, CF3S(O)r-, -CO,R’, -CONR'p, A-Cg_garnkin-,

A-C,_goKkcoarnkin-, A-Cp_gankeHin-, A-Cy_gankiHin-, A-Cq_gankinoken-, A-Cq_gankinamido- abo A-Cq_gankin-S(O),-;

R npencraense R', -C(O)R, -C(O)NR'5, -C(O)OR, -S(0)R abo -S(O),NR's;
R2 npencraensie

'u“I-I— , R G )
I j/ll\ S —
| M;H__RT R N

) W —
| 3 W— /N
T e

Re

l{llil]l. ;o (O, abo
:N /N\”/{CR'z}u—W— df‘N MR R — W
QL__Q?_‘Q:’ éi@/!}t
iy, ~MR—CRy,—W—
(MR

W npepacraense -(CHRY),-U-(CHR9),,-;
U BigcyTHe abo npeacraenge CO, CR 92, C(=CR 92), S(O), O, NRY, CRIORS, CRQ(ORK)CRQZ, CRQZCRQ(ORK),

C(O)CRY,, CRY,C(0), CONR/, NRICO, OC(0), C(0)O, C(S)0, OC(S), C(S)NRY, NRIC(S), S(0),NRY, NRIS(O);N=N,
NRINRS, NRECRY,, CRY,NRY, CR9,0, OCRY,, C=C abo CRI=CRS;

G npeactaense NR*®, S abo O;

RS npencrasnsie H, Cy_gankin, Het-Cq_gankin, Cs_7unknoankin-Cq_gankin abo Ar-Cq_garnkin;

RK npencrasnse RY, -C(O)RY abo -C(O)OR',;

R! npencraensie H, C4_gankin, Het-Cogankin, Cs.7unknoankin-Co.gankin, Ar-Cqgankin abo Cq.gankin, 3amileHuit

Bin onHiel Ao TpOX rpyn, BUGpaHux 3 ranoreHy, CN, NR9,, ORY, SRY, CO,RY i CON(RY),;

Rf npeacraensie H, C4_gankin abo Ar-Cg_gankin;
R® npencrasnse H, Cq_gankin, Ar-Cqy_gankin, Het-Cqy_gankin, Cs_7umknoankin-Cq_gankin abo (CHy)CO,RS,;
RP i R® HesanexHo BuGpaHi 3 H, Cygankiny, Ar-Coeankiny, Het-Cygankiny abo Csguuknoankin-Cg.gankiny,

75395 C2
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ranorery, CF5, ORf, S(O)Rf, CORf NO,, N(R),, CO(NR"),, CH,N(R"), a6o RP i R® o6'eqHaHi pasom 3 yTBOPEHHAM
n'atu- abo LWecTMYrNeHHOro apomaTuyHoro abo HeapomaTuM4HOro kapGouukniyHoro abo reTepouUMKNIYHOrO Kinbug,
Heob0oB'A3KOBO 3aMilLleHoro A0 TPbOX 3aMiHHUKIB, BUBpaHux 3 ranoreny, CF 3, Cq_sankiny, OR/, S(O)ka, CORf, COZRf,
OH, NO,, N(R"),, CO(NR), i CH,N(R), abo meTuneHpiokeu;

Q' Q2 Q% i Q* HesanexHo npenctaenstoTs N abo C-RY, 3a yMoBM, Lo He 6inbLu Hix ogH 3 Q1, Q2, Q% iQ* e N;

R' npegcraensie H, C4_gankin, Ar-Cq_gankin abo Cs_gumnknoankin-Cg_garnkin;

R" npeactaensie R', -C(O)R' abo -C(O)OR';

R" npenctaensie H, C 4 gankin, Ar-Cqgankin, Het-Cygankiny abo Cs glmknoankin-Cq_gankin, ranoreH, CF5, OR',

13-



v N

36€6 L

[ARS

5

170

15

20

25

30

35

40

45

50

55

60

65

S(O)R', COR', NO,, N(R"),, CO(NR),, CH,N(R™,;

RY npencraensie H, ranoreH, -OR9, -SRY, -CN, -NR9RX, -NO,, -CF3, CF3S(0),-, -CO,R9, -CORY abo -CONRQ2 abo
C4.sankin, HeoboB'a3koBO 3aMileHuit ranoreHoM, -OR 9, -SRY, -CN, -NRSR", -NO,, -CF3, R'S(0),-, -CO,R9Y, -CORSY
abo -CONR92;

a popisHioe 0, 1 abo 2;

b nopisHioe 0, 1 abo 2;

k gopieHioe 0, 1 abo 2;

m fopisHioe 1 abo 2;

r gopieHtoe 0, 1 abo 2;

s gopisHwe 0, 1 abo 2;

u gopisHe 0 abo 1 Ta

v fgopisHwoe 0 abo 1;

abo i dhapmaleBTUHHO NPURHATHOI comi Yy BMPOOHMLUTBI Nikapcbkoro npenapaty Anst NpUrHiYeHHs YTBOPEHHS
cnanox.

6. 3actocyBaHHA 3a nyHktom 5,  gqke BiApi3HAETbCA TUM, wo CMonykow €
(S)-3-okco-8-[3-(nipnamnH-2-inamiHo)-1-nponinokcun]-2-(2,2,2-TpudtopeTtnn)-2,3,4,5-tetparigpo-1H-2-6eH3aszenin-4-o
uToBa KucroTa abo i hapMaleBTUYHO NMPUNHSITHA Cinb.

7. 3actocyBaHHA 3a  nNyHkToM 5,  gdke BiAgpi3HAETbCA TUM, wo CMosyKkowo €
(S)-8-[2-[6-(MeTunamiHo)nipnanH-2-in]-1-etoken]-3-okco-2-(2,2,2-TpudptopeTun)-2,3,4,5-teTparigpo-1H-2-6eHsaszeni
H-4-ouTOBa KMucroTa abo i hapMaLeBTUYHO NPUIRHSATHA Cinb.

8. 3acTocyBaHHs
(S)-10,11-aurigpo-3-[2-(5,6,7,8-TeTparigpo-1,8-HadpTMpnanH-2-in)-1-etokeun]-5H-gnubeHso[a,d]umnknorenteH-10-o4TOBO

T kmcnoTtn abo i hapmayeBTUYHO MPUMHATHOT coni y BUPOBHMUTBI nikapcbkoro 3acoby Anst NPUrHiMeHHst YTBOPEHHS

Ccnamnox.
OdbiliiHnii GroneteHb "lMpomucnoaBa BracHicTe". KHura 1 "BuHaxogn, kopucHi mogeni, Tonorpadii iHTerpansHux

MmikpocxeM", 2006, N 4, 15.04.2006. [depxaBHWA OenapTaMeHT iHTenekTyanbHoi BnacHocTi MiHicTepcTBa ocBiTH i
Hayku YKpaiHu.
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