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(57) Pedpepar:

BuHaxig crtocyeTbcs hapMaueBTUYHOT KOMMO3UUil, AKa MICTUTb LLUOHAWMEHLIEe OAWMH aHTaroHiIcT
CRTH2 abo ii (papMaUeBTUYHO NPURHSITHY CiNb i LLIOHANMEHLUE OAWH iHriGITOp MPOTOHHOIO Hacoca,
BuOpaHMA 3 rpynu, WO CKMagaerbCd 3 OMENpasony, e30Menpasony, rfaHconpasony,
JeKcrnaHconpasony, naHtonpasony i pabenpasony abo ixHboi dhapMaueBTUYHO MPUARHSITHOT COMi.
BuHaxig TakoX CTOCYETbCA BUKOPUCTaHHA aHTaroHicta CRTH2 abo #oro apmaueBTuyHO
NPUAHATHOT coni, i iHri6iTopy npotoHHoro Hacoca (PPI), BubpaHoro 3 rpynu, LIO CKMNagaeTbecs 3
omenpasosny, e30Menpasosy, naHconpasony, AekcrnaHconpasosny, naHtonpasony i padenpasony abo
TXHBOT hapMaleBTUYHO NMPURHATHOT CONi, B NPUrOTYBaHHI 3acoby ans 3anobiraHHs, nikyBaHHs abo
3MEHLUEHHS iIHTEHCUBHOCTI CUMNTOMIB €03UHOINbLHOro esodarity (EoE).
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any3b TEXHIKW, A0 AKOT BiHOCUTLCH BUHAaXiA

OaHuii  BMHaxig BigHOCUTbCA A0 CNocoby nikyBaHHA €03MHOMINBHOrO e3odarity LUMNsXoMm
3aCTOCYBaHHSA KOMMO3UUINA, Aki MicTATb oaHy abo Ginbwe cnonyk aHtaroHicta CRTH2 i oguH abo
GinbLue iHriGiTopiB NPOTOHHOIO HAcoCA.

lNonepeaHii piBeHb TEXHIKK

EosnHoinbHnid esodparit (EOE) xapakTepusyeTbCa O3Hakamu i cumnToMamu, MNOB'A3aHUMKM 3
NOpPYLUEHHAM AiFnbHOCTI cTpaBoxody (Liacouras et al., J. Allergy Clin. Immunol. 128:3-20 (2011)). ¥
JOpOCnUX Taki O3HAKM i CMMNTOMM BKMOYalOTb aAucdarito, 6inb y rpyasx, 3atpuMKy Xap4oBUX
3anuukiB i 6inb y BepxHbOMY Bigaini yepeBHoi nopoxxHuHu (Croese et al.,, Gastrointest. Endosc.
58:516-522 (2003); Furuta and Straumann, Aliment. Pharmacol. Ther. 24:173-182 (2006)). KniHiuHi
BUABMNEHHS Y AiTEN BapilOOTLCA B 3aneXKHOCTI Big BiKYy. Y HEMOBMIAT 4acTo BUHUKAIKOTb TPYAHOLLI Npu
IXHbOMY roayBaHHi i He34aTHICTb A0 NOKPAaLLEHHS CBOrO CaMOMOYYTTS, Y TOW Yac SK Y AiTel WKINbHOro
BiKy Taki O3HaKuM i CMMNTOMM 3 OINbLUOK IMOBIPHICTIO CyNpPOBOAXKYIOTHCS OMOBOTOK abo Gonsamu
(Liacouras et al., 2011). HasBHicTb €03MHOMINIB B TKAHWMHI CTPaABOXOAY, B3ATOI ANA aHaniy WNAXoM
Gioncii, BUABNSAIOTb 3 BUKOPUCTAHHAM TiCTONOrMHUX MeToaiB. BBaxkaeTbes, wo EoE mae aneprivny
eTionorito y 70 % naujieHTiB, XBopux Ha EOE, aki MaoTb NOTOUHE abo MOCT-anepriyHe 3axBOPIOBAHHS
abo no3uTKBHI iH'eKUiHI (WKipaHi) npobu Ha ky abo iHwi anepreHu (Blanchard and Rothenberg,
Gastrointest. Endosc. Clin. N. Am. 18:133-43 (2008)). O3Haku i cumntomn EOE €, Ak npasuno, He
nigaaloTbCa NiKyBAHHIO 3 BUKOPUCTAHHAM iHribiTopiB npoToHHOro Hacoca (PPI), xoua geski nauieHTu
BCE K TakM JAEMOHCTPYIOTb KhiHikomatonoriyHy peakuito Ha PPl (Molina-Infante et al., Clin.
Gastroenterol. Hepatol. 9:110-117 (2011)), i ue 6yno onucaHo Ak "PPIl-cnpustnueuin €03nHOoMinbHUMi
NENKOUNTO3 CTPaBOXoay", AKMA MOXHA BiApPi3HATU Big €03MHOMINLHOrO esodarity, OCHOBaHOMY Ha
peakuii Ha PPI (Liacouras et al., 2011).

KopTukocrepoign Ansi MiCUEBOro 3aCTOCYBAHHSI, BUKOPWUCTOBYBaHiI npu nikyBaHHi EoE 6e3
HanexXxHoT AOKymeHTauil, € ayke edeKTUBHUMU MPU 3MEHLUEHHI €03MHOMINBHOrO HaBaHTaXKEHHSA
CTpaBoOXody — MNPOLECY, SKUI BBaXKalOTb ONOCEPEAKOBAHUM CTUMYIIOBAHHAM €03MHOMINBHOIO
anonTo3y. lMoagivHi cnini BUNPOOYBaHHA, B SKUX BUKOPUCTOBYBANM KOHTPONbHI rpynu 3 nnaue6o,
NpoOAEMOHCTPYBanu, LWo sk NyTUKasoH, Tak i OyaecoHia, ABnAwTb cobolo 3acobu, ski €
ePeKTUBHAMM MPU BUKOPUCTAHHI Ha Meplmnx etanax mikyBaHHA | SKi 3HWXKYIOTb €03UHOMINbHE
HaBaHTA)KEHHSA i IHTEHCUBHICTb CUMMTOMIB K Y AITERN, TaK i y Aopocnux, xeopux Ha EoE (Schaefer et
al., Clin. Gastroenterol. Hepatol. 6:165-173 (2008); Konikoff et al., Gastroenterology 131:1381-1391
(2006); Dohil et al., Gastroenterology 139:418-429 (2010); Straumann et al., Gastroenterology
139:1526-1537 (2010)).

Xoya PPl He KOPUCTYIOTbCA LUMPOKOIO MPUXUMBLHICTIO y XBOopux Ha EOE, Garato nauieHTiB
3anNUWalTbCA Ha LMX NiKax 3 METOK KOHTPOMIO BiAPUraHHA KUCNOTW LUNYHKOBOIO COKY (KUCFIOTHUI
pednioke), ke Moxe 6yTn NobiYHMM ABULLIEM 3aNanbHOTO MOLLKOMKEHHS] AUCTAaNbHOIO (HUXKHBLOTO)
BigAainy ctpasoxoay.

KopoTkuin Buknag cyTi BuHaxoay

OaHMM 3 acnekTiB 4aHOro BUHAX0AY BiAHOCUTLCS A0 CTBOPEHHA Crnocoby 3anobiraHHA, nikyBaHHS
ab0 3MEHLUEHHS IHTEHCUBHOCTI CMMNTOMIB €03MHOQINbHOro esodvarity (EoE) y iHauBigyyma, skui
BKMNOYAe 3acTOCYBaHHA A0 3a3HA4YeHoro iHAuBiAyyma TepaneBTUYHO edEKTUBHOI KiNbKOCTI
LWoOHaMeHLWe odHoro adrtarodicra CRTH2 abo #oro dapmaueBTUYHO NPUAHATHOT coni i
LOHaNMeHLIEe odHoro iHribitopy npotoHHoro Hacoca (PPI) abo 1oro apMaueBTUYHO MPURHATHOT
coni.

[HWAWIA acnekT AdaHoro BMHaxXody BIAHOCUTBCA A0 CTBOPEHHS KOMNO3uUil, sKka MICTUTb
LWOHaMeHLWe oauH aHTaroHict CRTH2 abo noro dapMaueBTUYHO MPUAHATHY Cinb i LWOHANMEHLUE
OOMH iHTiBITOp NPOTOHHOIO Hacoca abo oro hapmaleBTUYHO MPUARHATHY Cinb.

B oaHOMYy 3 BapiaHTiB 34iNCHEHHS1 BUHaxoay aHTaroHict CRTH2 sisnsie coboto cnonyky 3aranbHoi

dopmynu (I):

N
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ae

R' — C1-Cs ankin;

R2 — ranoreH;

R® — apun abo retepoapun, HeoOOB'A3KOBO 3aMmilleHM oAHUM abo 6inblue 3amicHUKamu,
BuGpaHumMm 3 ranoreHy, OH, CN, R8 COR®, CH2R®, OR®, SR¢, SO2R¢ a6o SO-YRS; ae

R® — C1-Cs ankin, Cs-Cs uyuknoarnkin, rerepouuknin, apun abo retepoapun, 6yab-akuii 3 KOTpUX
MO>e He00OB'sI3KOBO OYTK 3aMilleHnit oaHUM abo Binblue 3aMicHMkammn, BubpaHumu 3 ranoreHy, OH,
CN, NO2, C+-Cs ankiny a6o O(C+-Cs ankiny); a

Y — NH abo C1-C4 ankineH 3 Hepoarany>keHumM abo po3rany>keHUM NaHLorom;

R*-H abo C+-C4 ankin; a

R® — BogeHb, C1-Cs ankin, apun, (CHz2)mOC(=0)C1-Cs ankin, ((CH2)mO)nCH2CH2X, (CH2)mN(R7)2
abo CH((CHz)mO(C=0)R8)z; pne

m -1 abo 2;

n—-1-4;

X — OR” abo N(R7)z;

R7 — BogeHb abo meTun; a

R8 — C1-C1s ankin;

abo i hapMmaleBTUYHO NPURHATHY CiMnb, rigpaTt, conbBaTt abo KOMMMNEKC.

B ogHoMy 3 BapiaHTiB 3aiicCHEHHS BUHaxoAy R® — BoAEHb.

B iHwomMy BapiaHTi 3gificHeHHs BuHaxoay R® — Ci-Ce ankin, apun, (CH2)mOC(=0)C1-Cs ankin,
((CH2)mO)nCH2CH2X, (CH2)mN(R7)2 abo CH((CH2)mO(C=0)R8).

B iHWOMY BapiaHTi 34iMCHEHHSA BUHaxXo4y

R' — C1-C4 ankin;

R2 — prop;

R® HeobOB'I3KOBO 3aMilleHuin | aBnsie cobol XiHOMIH, XiHOKcaniH, i30XiHOMiH, Tiason, deHin,
HadpTaniH, TiodeH, nipon abo nipuauH; a

R*—H a6o meTtun.

B ogHomy 3 BapiaHTIB 34iNCHEHHSA BUHAX0AY cnonyka 3aransHoi popmynu (1) aBnsie coboio:

{3-[1-(4-Xnop-deHin)-eTun]-5-cpTop-2-meTun-iHaon-1-in}-ouToBy KUCNOTY;

{5-dTOp-2-MeTUN-3-[1-(4-TpudTopmeTUN-heHin)-eTun]-iHaon-1-in}-oLUTOBY KUCMOTY;

{3-[1-(4-TpeT-ByTUNn-chenin)-eTun]-5-prop-2-MeTUN-iHAON-1-iN}-OLTOBY KUCNOTY;

{5-®TOp-3-[1-(4-MeTaHCynNbdOoHIN-eHiN)-eTun]-2-MeTUN-iHAoN-1-in}-oLUTOBY KUCMOTY;

[5-®dTOp-2-MeTun-3-(1-HadytaniH-2-in-etun)-iHaon-1-inj-outoBy KUCNOTY;

(5-PTOp-2-METUN-3-XIHONIH-2-INMETUN-IHAO0N-1-iM)-OLUTOBY KUCNOTY;

(5-PTOp-2-MeTUN-3-HapTaNIH-2-iINMETUN-IHA0N-1-iMT)-OLUTOBY KUCIOTY;

[5-PTOP-3-(8-riapOKCUXIHONIH-2-iNMeTUN)-2-MeTun-iHaon-1-inj-ouToBy KUCNOTY;

[5-®dTOp-2-MeTun-3-(XiHokcaniH-2-inMeTun)iHgon-1-inj-ouToBy KUCNOTY;

[5-®PTOpP-3-(4-METOKCU-OEH3UN)-2-METUM-IHAO0N-1-iN]-OUTOBY KUCHOTY;

[5-®TOp-2-MeTun-3-(1,3-Tiason-2-inMeTun)iHaon-1-inl-oUToBy KUCMOTY;

[3-(4-Xnop-6eH3un)-5-dpTop-2-MeTUN-iHAoN-1-in]-o4TOBY KUCNOTY;

[5-®TOp-2-MeTUn-3-(4-TpucTopmeTUn-6€eH3nn)-iHgon-1-in]-ouToBy KUCNOTY;

[5-®TOp-2-MeTUN-3-(4-TpeT-6yTun-6eH3un)-iHaon-1-in]-ouToBY KUCNOTY;

{5-dTOp-2-MeTUN-3-[(4-DeHindeHin)MeTun)iHaon-1-in}-oLUToOBY KUCMOTY;

[5-®TOp-3-(4-MeTaHCyNbdOHIN-0EH3NM)-2-METUN-IHAON-1-iN]-OUTOBY KNCNOTY;

{5-dTOp-3-[(6-DTOPXiIHONIH-2-IN)METUN]-2-MeTUN-IHAO0N-1-iN}-OUTOBY KUCNOTY;

(2-MeTun-3-xiHoniH-2-inMeTun-iHgon-1-in)-ouToBY KUCNOTY;

(5-Xnop-2-MeTun-3-xiHoniH-2-iNnMeTun-iHaon-1-in)-ouToBy KUCNOTY;

(3-{[1-(BeHnsoncynedoHimnipon-2-injmeTun}-5-gprop-2-MeTun-iHaon-1-in)-oLTOBY KUCNOTY;

[5-®TOp-2-MeTUn-3-({1-[(4-meTunbenson)cynsdoHin]nipon-2-inmetun)ingon-1-inj-ourosy
KUCMOTY;

[3-({1-[(2,4-OnbTopbenHson)cynbdoHin]nipon-2-in}metun)-5-prop-2-meTnn-ingon-1-in]-outosy
KUCMOTY;

(3-{[2-(BeHnsoncynbdoHin)deHin MeTun}-5-dTop-2-MeTUn-iHAoN-1-iM)-oLUTOBY KUCMOTY;

[3-({2-[(4-XnopbeHnson)cynbdoHinjdeHiniMeTun)-5-pTop-2-MeTUN-iHAOM-1-iM]-04TOBY KUCNOTY;

[5-®TOp-3-({2-[(4-dbTOpOeH3on)cynsdoHIN]dpeHiniMeTn)-2-MeTnun-iHgon-1-in]-ouToBy KNCNOTY;

(3-{[2-(BeHnsoncynedoHiMmnipuaunH-3-injmeTun}-5-prop-2-MeTUN-iHAO0M-1-iN)-0UTOBY KUCMOTY;

[5-®TOp-3-({2-[(4-dbTOpOeHson)cynbdoHINNipuanH-3-in}meTnn)-2-MmeTun-ingon-1-inl-oytoBy
KUCMOTY;

[3-({2-[(4-XnopbeHnson)cynbdoHin]nipuanH-3-inyMetun)-5-drop-2-metTun-ingon-1-inj-oytoBy
KUCMOTY;
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-(4-(BensuncynbdoHin) 6eHaun)-5-PTop-2-MeTun-ingon-1-in)-ouToBy KUCAOTY;
-(4-(4-Xnop6eHanncynbdoHin)beHaun)-5-prop-2-MeTun-ingon-1-in)-ouToBy KUCNOTY;
-(3-(BensuncynbdoHin) 6eHaun)-5-HTop-2-MeTun-iHgon-1-in)-oUToBy KUCAOTY;
-®T1Op-3-(3-(4-bTOpOEH3MNCYNbMOHIN)BEH3UM)-2-METUN-IHAO0MN-1-iN)-0UTOBY KUCMOTY;
-(2-(BensuncynbdoHin) 6exsun)-5-pTop-2-MeTUn-iHA0M-1-i)-0UTOBY KNCNOTY;
-(4-(4-PTOPOEHINNCYNbMOHIN)BEH3NM)-5-PTOP-2-METUN-IHAON-1-iN)-0UTOBY KNCMOTY;
-(2-(UuknorekcuncynbdoHin)benaun)-5-pTop-2-MeTUn-iHgon-1-im)-ouToBy KUCNOTY;
-®TOp-2-MeTun-3-(2-(ninepnamnt-1-incynbdoHin)ben3aun)-ingon-1-in)-ouToBy KUCNOTY;
-(2-(UnknoneHTnncynbMoHin)6eH3nm)-5-hTop-2-MeTU-iHg0N-1-in)-0UTOBY KNCMOTY;
-®T1op-2-MmeTun-3-(3-(ninepnamnt-1-incynbdoHin)beHaun)-ingon-1-in)-ouToBy KUCNOTY;
-®TOp-2-MeTUN-3-(2-(niponiguH-1-incynb@oHin)beH3un)-iHgon-1-im)-ouToByY KNCNOTY;
-(4-(UunknorekcuncynbdoHin)benaun)-5-prop-2-MeTUn-iHgon-1-im)-ouToBy KUCNOTY;
-(4-(UnknoneHTnncynbMoHin)6eH3nn)-5-hTop-2-MeTUn-iHgoN-1-in)-oUTOBY KUCMOTY;
-(2-(UnknobytuncynbdoHin) 6eH3nn)-5-dbTop-2-MeTun-iHgon-1-in)-oUToBy KUCNOTY;
-(5-dT1Op-2-MeTUn-3-(3-(niponiauH-1-incynboHin)6eH3un)-ingon-1-in)-oUToBY KNCNOTY;
-(5-dTOp-2-MeTUN-3-(4-(NinepuauH-1-incynb@oHin)deH3nn)-iHgon-1-in)-oUToBY KNCNOTY;
[5-®TOp-2-MeTUN-3-(2-PeHoKCUBEeH3NN)-iHgoN-1-in]-ouTOBY KNCNOTY;
[5-®TOp-2-MeTUN-3-(2-(4-MeTOKCMDEHOKCH) BEH3NI)-IHAOM-1-iM]-0UTOBY KUCNOTY;
[5-®TOp-2-MeTUN-3-(2-(4-meTnndeHoken)beH3nn)-ingon-1-in]-ouToBy KUCNOTY;
[5-®TOp-2-MeTUn-3-(2-(2,4-anxnopdeHokcn)6eH3nn)-ingon-1-inj-ouToBy KUCNOTY;
[5-®TOp-2-MeTUN-3-(2-(4-pTopdeHokcn) beH3nn)-iHgon-1-inl-ouToBy KUCMOTY;
[5-®TOp-2-MeTun-3-(2-(3,4-andropdreHokeun)6eH3nn)-iHgon-1-in]-ouToBy KNCNOTY;

-

-

-
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[5-®TOp-2-MeTUN-3-(2-(4-UiaHoeHOoKCU) GeH3MM)-iHAO0M-1-iN]-OUTOBY KUCNOTY;
[5-®TOp-2-MeTUN-3-(2-(4-xnopdeHokcn) 6eH3un)-ingon-1-in]-ouToBy KUCNOTY;
[5-®TOp-2-MeTUn-3-(2-(2-uiaHoeHoken)beH3nn)-iHaon-1-in]-ouToBY KUCNOTY;
(5-®TOp-2-MeTUN-3-{[2-(4-MeTUnd)eHoKCH) NipUANH-3-in]MeTuN}iHaoN-1-in)-oLUTOBY KUCHOTY;
{5-®TOp-3-[(3-MeTaHCynbdOHINHAdTANIH-2-iN)MEeTUN]-2-MeTUN-iHAO0N-1-in}-0LUTOBY KUCMOTY;
{5-®TOp-3-[(1-MeTaHCyNnbdOHINHAdTANIH-2-IN)MEeTUN]-2-MeTUN-iHAO0N-1-iNn}-0LUTOBY KUCHOTY;
{5-®TOp-3-[(6-MeTaHCyNnbdOHINHAdTaNIH-2-iN)MEeTUN]-2-MeTUN-iHAO0N-1-in}-0LUTOBY KUCMOTY;
[5-®PTOp-2-MeTun-3-(XiHoNiH-3-inMeTun)iHgon-1-inl-ouToBY KUCNOTY;
[5-®dTOp-2-MeTun-3-(XiHokcaniH-6-inMeTun)iHgon-1-in]-oUuToBy KUCNOTY;
[5-®PTOp-2-MeTUn-3-(XiHONiH-7-iNnMeTun)iHaon-1-inl-ouToBY KUCNOTY;
{5-dTOp-3-[(6-MeTaHCYNbAOHINXIHONIH-2-iN)MeTUN]-2-MeTUN-iHAOoN-1-iN}-0LUTOBY KUCMOTY;
{5-dTOp-3-[(4-MeTaHCYNbAOHINXIHONIH-2-iN)MeTUN]-2-MeTUN-iHAoN-1-in}-0LUTOBY KUCMOTY;
(5-®TOp-2-MmeTuUn-3-{nipasono[1,5-a]nipuanH-3-inMeTun}iHgon-1-in)-oLuToOBY KUCNOTY;
(5-®TOp-3-{imigaso[1,2-a]nipuanH-2-inMeTumn}-2-MmeTun-iHaomn-1-in)-ouToBy KUCNOTY;
(5-®TOp-2-MeTUN-3-{[2-(MeTUNcynbdaHin)derinveTun}iHaon-1-in)-oUuToBy KUCNOTY;
(5-®TOp-2-MeTUN-3-{[3-(MeTuncynbdaHin)deHinlmeTun}inaon-1-in)-ouToBy KUCNOTY;
(5-®TOp-2-MeTUN-3-{[4-(eTuncynbdanin)deHin]MeTun}iHaoN-1-in)-oUToBY KUCNOTY;
(
(
(
(
(

NN

3-{[4-(ETuncynbdaHin)deHin]metTnn}-5-Top-2-MeTun-iHaon-1-in)-oLuToBY KUCNOTY;
5-dT1op-2-meTun-3-{[4-(n-nponincynbdadin) erin]MeTnn}iHaon-1-in)-oUToBY KUCNOTY;
5-dT1op-2-meTun-3-{[4-(i-nponincynedaxin)deHinmeTun}inaon-1-in)-ouToBy KUCNOTY;
5-dT0op-2-MeTun-3-{[4-(t-6ytuncynbain)deninlmeTun}ingon-1-in)-ouToBYy KUCNOTY;
5-dT1op-2-MmeTun-3-{[4-(neHTaH-3-incynearin)deHin)MeTumn}ingon-1-in)-ouToBy KUCNOTY;
[3-({4-[(UuknonponinmeTun)cynbdadinjdeninimetnn)-5-gprop-2-mMeTun-ingon-1-injl-ourosy

KUCMOTY;
{3-[(4,4-OnmeTnn-2,3-gurigpo-1-6ensoTionipan-6-in)metun]-5-prop-2-meTun-iHgon-1-in}-outoBy
KUCMOTY;
-{[2-(ETaHcynbdoHIM)dPeHinMeTumn}-5-dptop-2-MeTun-iHaoN-1-in)-oLUToBY KUCMOTY;
®dT0op-2-MmeTun-3-{[2-(nponax-1-cynedoHin)deHinmeTun}inaon-1-in)-outoBy KUCNOTY;
®dT0op-2-MeTun-3-{[2-(nponax-2-cynedoHin)deHin]meTnn}inaon-1-in)-ouToBy KUCNOTY;
{[2-(ByTaH-1-cynbdoHin)deHin]meTun}-5-prop-2-MeTUn-iHAonN-1-in)-oUTOBY KUCNOTY;
{[2-(ByTaH-2-cynbdoHin)deHin]meTun}-5-grop-2-MeTun-iHgon-1-in)-ouToBY KUCNOTY;
dTOop-2-MeTun-3-{[2-(2-MeTunnponaH-2-cynbdoHin) geHinlmeTun}iHaon-1-in)-ouToBy KUCNOTY;
®dTop-2-MeTun-3-{[2-(neHTan-1-cynedoHin)deHinlmeTun}ingon-1-in)-ouToBy KUCNOTY;
-{[2-(UuknonponinmeTaH)cyneoHindeHin]metnn}-5-rtop-2-metun-iHaon-1-in)-outosy
KUCMOTY;
(5-®TOp-2-MeTUN-3-{[2-(Nponincynbdamoin)peHin|MeTun}ingon-1-in)-oLuToBY KUCHOTY;
(3-{[2-(ByTuncynbdamoin)deHinlmeTun}-5-dgrop-2-MeTun-iHaon-1-in)-oLUTOBY KUCNOTY;
(5-®TOp-2-MmeTUN-3-{[3-(Nponincynbdamoin)peHin|MeTun}ingon-1-in)-oLuToBY KUCMOTY;

(3

(5-
(5-
(3-
(3-
(5-
(5-
(3
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3-{[3-(ByTuncynbdamoin)derinlmeTnn}-5-pTop-2-MeTun-iHaon-1-in)-oLTOBY KUCNOTY;
5-®T1op-2-meTun-3-{[4-(TpudTopMeTaH)cynbMoHiNndeHin|MeTun}iHAoN-1-in)-oLUToBY KUCHOTY;
3-{[4-(ETaHcynbdoHIM)deHInMeTun}-5-dprop-2-MeTUn-iHaoN-1-in)-oLUToBY KUCMOTY;
5-dT1op-2-meTun-3-{[4-(nponaH-1-cynbdoHin)deHin]MeTun}iHaon-1-in)-oUToBY KUCMOTY;
5-dT1op-2-MmeTun-3-{[4-(nponaH-2-cynbdoHin)deHin]MeTun}iHaon-1-in)-oUToBY KUCMOTY;
3-{[4-(ByTaH-1-cynbdoHin)deHinlmetTun}-5-dTop-2-MeTUN-iHA0M-1-iM)-oUTOBY KUCNOTY;
5-dT1op-2-meTun-3-{[4-(2-meTnnponax-2-cynedoHin)deHinMeTun}iHgon-1-in)-oLUTOBY KUCNOTY;
5-®T1op-2-meTun-3-{[4-(neHTaH-1-cynbdoHin)deHin]MeTun}iHaon-1-in)-oUToBy KUCNOTY;
5-dT1op-2-MmeTun-3-{[4-(neHTaH-3-incynboHin)deHin)MeTumn}ingon-1-in)-ouToBy KUCNOTY;

[3-({4-[(UuknonponinmeTun)cynbdoHin]deHinimeTnn)-5-gprop-2-MeTun-ingon-1-injl-ourosy
KUCMOTY;

(5-®TOp-2-MeTUN-3-{[4-(Nponincynbdamoin)peHin|MeTun}ingon-1-in)-oLuToBY KUCHOTY;

(3-{[4-(ByTuncynbdamoin)deHinlmeTun}-5-prop-2-MeTUn-iHaon-1-in)-oLUTOBY KUCNOTY;

(5-®TOp-2-MeTUN-3-{[4-(TpudrTopMeTOKCU) PEHINIMETUM}IHAON-1-iM)-OLTOBY KUCHOTY;

(5-®TOp-3-{[4-MeTaHCynbdOHIN-3-(TpudTopMeTUN) PEHinMeTun}-2-MeTun-iHaon-1-im)-ourosy
KUCMOTY;

(5-®TOp-3-{[4-MeTaHCynbdOHIN-3-(TpudTOpMETOKCH) PEHIN|METUN}-2-METUN-IHA0N-1-iM)-0LUTOBY
KUCMOTY;

{5-dTOp-3-[(5-MeTaHCYyNbOHINTIOMEH-2-iN)MeTUnM]-2-MeTun-iHaAon-1-in}-oLUToBY KUCMOTY;

{3-[(4,4-aumeTun-1,1-giokco-2,3-auriapo-1A8-6eHsoTionipaH-6-in)MeTun]-5-prop-2-meTUn-iHgon-
1-in}-OUTOBY KUCIIOTY;

[3-({1-[(4-XnopbeH3on)cynbdoHin]nipon-2-immeTun)-5-pTop-2-MeTun-iHaon-1in]-o4ToBy KUCMOTY;

[5-®TOp-3-({1-[(4-dbTOpOeH3zon)cynsdoHin]nipon-2-inymeTnn)-2-metTun-ingon-1-inl-outoBy
KUCMOTY;

[5-®TOp-3-({1-[(4-MeTOKcubeH30m) CynbOHIN]Nipon-2-injMeTun)-2-mMeTun-ingon-1-inj-oytosy
KUCMOTY;

{3-[1-(2,4-Onxnop-6ensoncynboHin)nipon-2-inmeTun]-5-gprop-2-meTun-iHgon-1-in}-ourosy
KUCMOTY;

[5-®TOp-3-({1-[(4-MeTaHcynbdOoHINGEH30M) CYyNbdOHIN NipoN-2-imMeTun)-2-MmeTun-ingon-1-inj-
OUTOBY KWUCHOTY;

{5-dTOp-2-MeTUN-3-[(2-DeHindeHin)MeTun]iHaon-1-in}-oLUToBY KUCMOTY;

(3-{[1-(BeHsoncynedoHiN)iHaoN-2-in]MeTUN}-5-hTop-2-meTun-iHaon-1-in)-oUuToBy KUCNOTY;
(3-{[2-(4-XnopdeHin)deHin]meTun}-5-pTop-2-MeTUn-iHAoM-1-in)-0LTOBY KUCNOTY;
(5-®TOp-2-MeTUN-3-{[2-(4-meTundyeHin)deHin]meTun}ingon-1-in)-oUuToBY KUCNOTY;

{5-dTOp-2-MeTUN-3-[(3-dbeHokcudeHinMeTun]iHaon-1-in}-oUToBy KUCMOTY;

[5-®TOp-3-({4-[(4-dbTOpdeHin)kapboHin]-1-meTunnipon-2-in}MeTun)-2-MeTUn-iHAon-1-inj-ourosy
KUCMOTY;

{5-dTOp-2-MeTUN-3-[(6-{[3-(TpupTopmeTUn) heHin]meTuninipuamH-3-imymetTunlingon-1-in}-outosy
KUCMOTY;

{5-dTOp-2-MeTUN-3-[(3-dhbeHokcuTiodeH-2-in)metunliHaon-1-in}-oUToBy KUCNOTY;

(3-{[2-(BeHsoncynbdoHin)-1,3-Tiason-5-inlmeTun}-5-prop-2-MeTun-iHgon-1-in)-oLuToBY KUCNOTY;

{3-[(1-BeHsunnipason-4-in)MeTun]-5-Top-2-MmeTun-iHaon-1-in}-oUTOBY KUCNOTY;

(3-{[5-(4-XnopdeHokeu)-1-meTun-3-(TpudTopmetTun)nipason-4-injMeTun}-5-dprop-2-MeTun-iHaoN-
1-in)-OUTOBY KUCIIOTY;

[3-({5-[(4-XnopbeHnson)cynbdoHinjdypan-2-injmeTun)-5-dpTop-2-meTnn-iHgon-1-inl-outoBy
KUCMOTY;

[3-({5-[(4-XnopbeHnson)cynbdoHin[tiodeH-2-inymeTun)-5-dpTop-2-meTun-ingon-1-inj-outosy
KUCMOTY;

[3-({3-[(4-XnopbeHnson)cynbdoHin[tiodeH-2-inmeTun)-5-pTop-2-meTun-ingon-1-inj-outosy
KUCMOTY;

{3-[(2-BeHsundeHin)meTun]-5-pTop-2-MeTUN-iHAON-1-iM}-OLTOBY KUCNOTY;

abo cknagHi Ci-Ce ankinosi, apunosi, (CHz2)mOC(=0)C1-Ce ankinosi, ((CHz2)mO)nCH2CH2X,
(CH2)mN(R")2 a60 CH((CH2)mO(C=0)R8). edbipu 6yab-akoi 3 HaBeeHNX BULLE CNOMYK; Ae

m -1 abo 2;

n—-1-4;

X —0OR7 abo N(R7)z;

R” — BoaeHb abo meTun; a

R8 — C1-Cis ankin.

B oagHomy 3 BapiaHTiB 34iiCHEHHA BuHaxoay PPl BuOpaHui 3 rpynu, WO CKNagaeTbcs 3
omenpasony, e30Menpasony, naHconpasony, AekcnaHconpasony, naHtonpasony i pabenpasony abo
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IXHLOT hapMaLEBTUYHO NPUIAHATHOT CONi.

B iHwoMy BapiaHTi 34iiCHEHHS BuHaxody aHtaroHict CRTH2 aense coboto (5-dpTop-2-meTun-3-
XiHOMiH-2-iNnMeTun-iHaon-1-in)-outoBy kucnoty abo i dapmaueBTUYHO MPURHATHY cinb, a PPI
BuOpaHMn 3 Tpynu, WO CKNajaeTtbcd 3 OMENpasony, €30Menpasony, naHconpasony,
JekcnaHconpasony, naHtonpasony i pabenpasony abo ixHbOT hapmaLeBTUYHO MPUAHATHO COTi.

B iHwomy BapiaHTi 34iiCHEHHA BuMHaxoay aHTaroHict CRTH2 saense cobotw [5-¢pTop-3-(4-
MeTaHCYNb(OHIN-6eH3nN)-2-MeTuN-iHaon-1-in]-outoBy KncrnoTty abo i dapmMaueBTUUIHO NPUAHATHY
Cinb, a PPl BuGpaHuii 3 rpynu, LIO CKMNagaeTbCs 3 OMeNnpasony, €30Menpasony, naHconpasony,
JekcnaHconpasony, naHtonpasony i pabenpasony abo ixHbOT hapmaLeBTUMHO NPUAHATHO COT.

B iHwomMmy BapiaHTi 34iicHeHHA BuHaxogy adTaroHict CRTH2 sasnge coboto  (3-{[2-
(6ensoncynedoHIN) NipuauH-3-injMetun}-5-prop-2-meTun-iHgon-1-im)-oytosy ~ kucrotry  abo i
dapmaueBTUYHO MNPUAHATHY Cinb, a PPl BuOGpaHum 3 rpynu, WO CKNagaeTbCa 3 omenpasony,
e3omenpasony, naHconpasony, AeKcnaHconpasony, naHtonpasony i pabenpasony abo ixHbol
dapMmaueBTUYHO NPUAHATHO CONi.

B iHwoMy BapiaHTi 34iMCHEHHA BuHaxogy antaroHict CRTH2 saBnsie coboto [5-pTop-3-({2-[(4-
dropbeHson)cynbMOHINNipuanH-3-in}meTnn)-2-meTun-iHgon-1-inl-outoBy KUCIOTY abo m
dapmaleBTUYHO MNPUAHATHY Cinb, a PPl BuOpaHunm 3 rpynu, WO CKNagaeTbCsd 3 OMenpasony,
e3omenpasony, naHconpasony, AeKcnaHconpasony, naHtonpasony i pabenpasony abo iXHbOI
dapMmaueBTUYHO NPUAHATHO CONi.

B iHWOMY BapiaHTi 34iicHeHHA BUHaxody aHTaroHict CRTH2 asnse cobot 5-(auetunamido)-3-[(4-
xnopdeHin)Tio]-2-meTun-1H-ingon-1-outoBy kucnoty abo ii papmMaueBTUYHO NPUAHATHY Cinb, a PPI
BuOpaHMn 3 Trpynu, WO CKNajaerbcd 3 OMenpasofny, €e30Menpasofny, mnaHconpasony,
JekcnaHconpasony, naHtonpasony i pabenpasony abo ixHbOT hapmaLeBTUYHO MPUAHATHO COTi.

B iHWwWoMy BapiaHTi 34iMCHEHHA BMHaxoAy QJis 3a3HAYEHOro LOoHarWMeHLWe OAHOro aHTaroHicta
CRTH2 i 3a3Ha4eHOro WoHanmeHLe 04HOTO iHrGITOpY MPOTOHHOIO HACOCA € CUHEPrETUYHOIO.

[HLLIMIA acnekT AaHOro BUHAX0Ay BigHOCUMTbCA A0 CTBOPEHHA cnocoby 3anobiraHHs, nikyBaHHA abo
3MEHLUEHHS [HTEHCUBHOCTI CUMNTOMIB eo3uHoinbHoro esodparity (EoE) y iHaueigyyma, €kui
BKMNOYAe 3acTOCYBaHHA A0 3a3HA4YeHoro iHAuBiAgyyma TepaneBTUYHO edEKTUBHOI KiNbKOCTI
LWOHaMeHLWe oaHoro aHtaroHicta CRTH2 i woHaiMeHLwe oAHOro iHribiTopy MPOTOHHOrO Hacoca
(PPI) i popaTtkoBe 3acTOCyBaHHS LLUOHAWMEHLUE OAHOrO KOPTUKOCTepoiga. B ogHoMmy 3 BapiaHTIiB
30iMCHEHHS BMHAaxXoA4y KOPTUKOCTepOoia BMOpPaHUM 3 Trpynu, WO CKNAAaeTbCsl 3 TigpOKOPTU3OHY,
AeKcaMeTasoHy, METUNNPEAHI30NOHY | NPeaHI30N0HY.

[HLLIMIA acnekT AaHOro BUHAX0Ay BigHOCUMTbCA A0 CTBOPEHHA cnocoby 3anobiraHHs, nikyBaHHA abo
3MEHLUEHHS HTEHCUBHOCTI CUMMOTOMIB eo3uHodinsHoro esodparity (EoE) y iHausigyyma, €Akui
BKMOYAe 3acTOCYBaHHA A0 3a3HA4YeHoro iHAuBigyyma TepaneBTUYHO eEeKTUBHOT KiNbKOCTI
LWOHaMeHLWe oaHoro aHtaroHicta CRTH2 i woHaiMeHLwe oAHOro iHribiTopy MPOTOHHOrO Hacoca
(PP)) i pogaTtkoBe 3acTocyBaHHS aHTU-IL-3 MOHOKNOHaNbLHOrO aHTUTINA.

[HLLIMIA acnekT AaHOro BUHAXoAy BiAHOCUTLCA A0 CTBOPEHHSA cnocoly 3anobiraHHs, nikyBaHHa abo
3MEHLUEHHS [HTEHCUBHOCTI CUMNTOMIB eo3uHoinbHoro esodparity (EoE) y iHaueigyyma, €kui
BKMOYAe 3acTOCYBaHHA A0 3a3HA4YeHoro iHAuBigyyma TepaneBTUYHO eEeKTUBHOT KiNbKOCTI
LOHaMeHLWe oaHoro aHtaroHicta CRTH2 i woHarMeHLe OAHOro iHribiTopy MPOTOHHOrO Hacoca
(PP) i pogaTkoBe 3aCTOCYBaHHS MOHTENYKACTY.

[HWKMA acnekT [aHOro BWHAaXO0A4y BIAHOCUTLCA [0 CTBOPEHHA Habopy Ana nikyBaHHSA
€o3nHopinbHOro esodparity, AKMA MICTUTL: (@) LWoHaWmeHwe oauH anTaroHict CRTH2; i (b)
LOHANMEHLLUE OAMH iHTiBITOp NPOTOHHOrO Hacoca; NnpuyomMy Habip € ynakoBaHUM B 0AuMH abo Binblue
npuaaTHi ANa UbOro KOHTeWHepu. B ogHOMy 3 BapiaHTIB 34iIMCHEHHS BUHAxXo4y 3asHa4YeHWUM OOHUM
ab6o 6inbLle NpuaaTHUX ANsl UbOro KOHTENHEpamMu € BricTepHa ynakoBka.

[HLLIMIA acnekT AaHOro BMHaxXoAy BIAHOCUMTLCS A0 3abesnevyeHHs MigTPUMKKU NOCHiA0BHOCTI CXEMM
niKyBaHHA €03MHOMINLHOrO e3odarity, ska Bknovae:

(a) cnovartky 3acToCyBaHHA A0 iHAMBIAyyMa, sikui notpebye Takoro nikyBaHHSA, TepaneBTUYHO
ePeKTUBHOT KiNIbKOCTi KOPTUKOCTEPOIAA NPOTArOM NEPLLOro 3agaHoro Bigpiska vacy; i

(b) noganbLle 3acTocyBaHHA A0 3a3HA4YEHOro iHAUBIAyyMa TepaneBTUYHO €(PEKTUBHOT KiNbKOCTI
LWoOHaMeHLWe odHoro adrtarodicra CRTH2 abo #oro dapmaueBTUYHO NPUAHATHOT coni i
LOHANMEHLUE OAHOro iHribiTopy NpoTOHHOro Hacoca abo Horo d)apmaueBTUYHO MPURHATHOT coni
NPOTArOM APYroro 3agaHoro Bigpiska vacy.

KopoTkuin onuc KpecrneHb

dirypa 1 — croBnuacTta giarpama, Ha sKii nokasaHa pisHMUS B 3MiHi (B %) €03UHOMINbHOIo
HaBaHTA)KEHHA CTPaBOXOA4y B WOr0 MNPOKCUMAaNbHOMY i AUCTanbHOMY Bigdinax 3a pesynbTartamu
aHani3y TKaHWH, B3SITUX LLNSXOM Bioncii, npyu NOPIBHAHHI rpynu NauUieHTiB 3 BUKOPUCTAHHAM nnauebo i
rpynu  naudieHTis, akux nikysanu  (5-pTop-2-MeTun-3-xiHoniH-2-inMeTun-inaon-1-in)-ourosoo
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KMCNOTOIO B AIKOCTi aHTaroHicta CRTH2.

dirypa 2 - crToBnyacta Jiarpama, Ha Sk NOpiBHIOETLCA 3MiHA (B %) €03UHOMINbHOMo
HaBaHTaXXEHHs1 CTpaBoxody Y nauieHTiB, ski oTpumysanu (5-dTop-2-mMeTun-3-xiHomniH-2-inMeTun-
iHgon-1-in)-ouTOBY KUCNOTY | €3oMenpason, Tinbku (5-pTop-2-MeTun-3-XiHoniH-2-inmeTun-iHgon-1-in)-
OLTOBY KMCNOTY, TiNbku e3omenpason abo nnauebo.

HetanbHuin onuc BUHaxoay

Y BiANOBIAHOCTI A0 AAHOr0 BMHAXOA4y, 3anpoOnoOHOBaHi cnocobu i komno3uudii ana 3anobiraHHa,
nikyaHHa abo0 3MEHLUEHHSA iHTEHCUMBHOCTI CUMNTOMIB €03MHOQinbHOro esocdparitry (EoE) vy
iHauBiayyma, SiKi BKIOYaKOTb 3aCTOCYBaHHA A0 3a3HAYE€HOro iHauBiayyma TepaneBTUYHO ePeKTUBHOT
KiNbKOCTi LLIOHaNMeHLWe oaHoro aHtaroHicta CRTH2 i woHanmeHwe OaHOro iHriGiTopy MPOTOHHOrO
Hacoca (PPI). Y BianoBigHOCTI 40 AaHOro BUHaxody, 3anpOnOHOBaHi TakoXX KOMNO3uUil, sKi MICTATb
aHtaroHictr CRTH2 i/abo PPl ans BukopucTaHHA npu 3anobiraHHi, nikyBaHHi abo 3MEHLUEHH
iHTEHCUBHOCTI cumnToMiB EOE y iHauBigyyma.

EOE xapakTepusyeTbCAa HAABHICTIO anepriyHoi peakuii i3 3anydeHHAM, Ha 4o4aTok Ao
eosunHodinie, mactouuTie i Th2-knituH. Kinbkictb MactouuTiB, Wwo HecyTb IgE-peuentop, B EoE-
TKaHWHI 3pocTae, i AOCAIIKEHHS TPAHCKPUNTOMY MAacCTOUWTIB B Takih TKaHWHI BMABMMWU HasIBHICTb
NPOAYKTIB, NOPOMKEHUX MAaCTOUMTaMM, TakKUxX SK, Hanpuknag, kapbokcunentuaasa A3 i Tpunrasa
(Abonia et al., J. Allergy Clin. Immunol. 126:140-149 (2010)). KinekicTb UMTOKiHIB, nopoaxxyBaHux Th2-
KniTuHamu, iHTepnenkiH 4, 5 i 13 B EoE-TkaHuHi Takox 3poctae (Blanchard et al., J. Allergy Clin.
Immunol. 127:208-217 (2011)). ®akTopu, SAKi NPOAYKYIOTbCA aKkTMBOBaHMMM MactouuTamu i Th2-
KNiTUHaMK i AKi BigKpWTi Ail aHTUreHiB B TKaHWHI CTPaBOXOAY, €, LifIKOM iMOBIpPHO, BaXnMWBUMWU B
CTUMYNIOBAHHI €03UHOMINLHOIO NEWKOUMTO3Y TKaHWHW i iHWKMX acnekTiB naTonorii 3axBOplOBaHHA.
MpocrarnadanH D2 (PGD2) € ogHUM 3 Takux NPOAYKTIB, SKi NPOAYKYIOTLCSA Y BUCOKUX KOHLUEHTpaUisax
Mactouutamu i Th2-kniTuHamu y BianoBiab Ha iMyHonoriyHy aktusadijto (Pettipher, Br. J. Pharmacol.
153 Suppl. 1:3191-S199 (2008)), i BUkNuKae aktueadito Th-kniTuH, eosnHodinie i 6asodinis 3aBaaku
OOYMOBNEHIN BUCOKMM CTyNeHeM cnopigHeHocTi horo B3aemoaii 3 CRTH2 peuentopom, sikuii
3B'A3aHMi 3 G-NpOTEIHOM (TOMOSOriYHa MOMEKyna XemMOTaKTUYHOrO peuenTopa, ekcrnpecoBaHa Ha
Th2-kniTnHax — Bigoma Takox gk DP2) (Hirai et al., J. Exp. Med. 193:255-261 (2001)). MactouyuTo-
3anexxHa aktupauia Th2-kniTMH, AKa CTUMYNIOE MOCUNEHY Mirpadito i NpoaykyBaHHS UMTOKIHIB,
onocepeakosaHa PGD2, wo aie Ha CRTH2 (Gyles et al., Immunology 119:362-368 (2006); Xue et al.,
Clin. Exp. Immunol. 156:126-133 (2009)). AktuBauia Th2-kniTUH, BUKMMKaHa MapakpuUHOM, TaKOX
iHribyetbca aHTaroHictamn CRTH2 (Vinall et al., Immunology 121:577-584 (2007)). OocnigXeHHs Ha
MOAENAX TBAPWH CBiAYaTb MpPO Te, WO reHeTudHa ekctupnaudia CRTH2 abo 3acrtocyBaHHs
aHTaroHictis CRTH2 € edbekTMBHUM 3aCOO0M B 3MEHLUEHHI HAKOMUYEHHA €03MHOINIB i nimdouuTis i
Th2-3anexxHoro npoaykyBaHHSA LUMTOKIHIB y BiAMOBiAb Ha anepreH B CEHCuBinisaoBaHMX AuXanbHUX
wnaxax i wkipi (Pettipher, 2008).

Takum YMHOM, poBuTLCA NpUNyLEeHHs, wo PGD2, Wo npoaykyeTbca MacToUuuTamm y BianoBiab Ha
xap4yoBi abo iHramsAuiiHi  anepreHu, CNpUsSITUMYTb HaKOMWYEHHIO €eo3uHoddiniB | nmaTtonorii
3axBoptoBaHHsA B EOE.

B ogHomy 3 BapiaHTiB 34iMCHEHHA BUHaxoay aHTaroHictu CRTH2 poskpuTi B onybnikoBaHiv 3asBuj
CLUA Ne 2011/0124683 i sBnA0Tb coB010 cnonyky 3aranbHoi hopmynu (1):

3
R R4
R2
N_g
N\\(ORE’
O
0]

ae

R' — C1-Cs ankin;

R2 - ranoren;

R® — apun abo retepoapun, HeoOOB'A3KOBO 3aMmilleHM oAHUM abo 6inblue 3amicHUKamu,
BuGpaHumMm 3 ranoreHy, OH, CN, R8 COR®, CH2R®, OR®, SR¢, SO2R¢ a6o SO-YRS; ae

R® — C1-Cs ankin, Cs-Cs uyuknoarnkin, rerepouuknin, apun abo retepoapun, 6yab-akuii 3 KOTpUX
MO>e HeobOB'sI3KOBO OYTM 3aMilleHnit oaHUM abo Binblue 3aMicHMkamu, BubpaHumu 3 ranoreHy, OH,
CN, NO2, C+-Cs ankiny a6o O(C+-Cs ankiny); a
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Y — NH abo C1-C4 ankineH 3 Heposrany>keHumMm abo posrany>keHuM NaHuiorom;

R*-H abo C+-C4 ankin; a

R% — BogeHb, C1-Cs ankin, apun, (CH2)mOC(=0)C1-Cs ankin, ((CHz2)mO}CH2CH2X, (CH2)mN(R")2
a60 CH((CH2)mO(C=0)R8)2; ne

m -1 abo 2;

n—-1-4;

X — OR” abo N(R7)z;

R7 — BogeHb abo meTun; a

R8 — C1-C1s ankim;

abo Ti hapmaleBTUYHO MPUIRHATHY Cinb, rigpat, conbeat abo koMMnekc. AMBUCH TAKOXK NaTEHTU
CLWA NeNe 7,582,672, 7,750,027, 7,999,119 i 8,044,088 i onybnikoBaHi 3asBkm CLUA NeNe
2009/0192195 i 2010/0022613.

B ogHoMy 3 BapiaHTiB 34iMCHEHHS1 BMHAxo4y cnonyka 3aranbHoi dopmynu () sBnsie coboro
aHTaroHict CRTH2, B skoMy R5 — BoA€EHb.

B anbTepHaTMBHOMY BapiaHTi 34iiCHEHHA BuUHaxoay cnonyka 3aranbHoi dopmynu (I) aBnse
coboto nponiku ans aHtaroHicta CRTH2, a R® — C+-Ce ankin, apun, (CHz2)mOC(=0)C1-Cs ankin,
((CH2)mO)}nCH2CH2X, (CH2)mN(R7)2 a6o CH((CH2)mO(C=0)R8)2; ne

m -1 abo 2;

n—-1-4;

X — OR” abo N(R7)z;

R” — BoaeHb abo meTun; a

R8 — C1-Cis ankin.

B oaHomy 3 BapiaHTiB 34iMCHEHHS BMHaxody crnonyka 3aranbHoi dopmynu (I) siensie coboto,
HesanexHo abo B 6yab-siki koMGiHaUiT, cnonyky, ae:

R — C1-C4 ankin, nepeBakHo meTun abo etun, ane, 6inbLU NEPEBAXKHO METUIT,

R? — dprop;

R*—-H abo meTun; a

R® — xiHoniH, xiHOKcaniH, i30xiHoNiH, Tiazon, deHin, HadTaniH, TiodeH, nipon abo nipuauH, 6yab-
SKUIA 3 KOTPUX MOXKE HEODOB'SI3KOBO OyTK 3aMilLIEHUIA, SK Lie 3a3HAYEHO BULLIE.

B iHLIOMY BapiaHTi 3aiicHeHHs BUHaxoay R* y dhopmyni () sensie co6oto H.

B ogHomy 3 BapiaHTiB 3ilicHeHHS1 BUHaxoay RS2 y dopmyni (I) siBnsie coboo HeobOOB'A3KOBO
3aMilleHnin XiHoNiH, deHin, HadpTaniH, TiodeH, nipon aéo nipuauH.

B iHwoMy BapiaHTi 3aiiCHeHHA BUHaxoay, konu R3 — xiHoniH abo i30XiHOMiH, BiH NepeBa)kHO He
3aMileHunin abo 3amilleHnn ogHUm abo GinbLue ranoreH-3amiCHUKaMu, NepPeBaXXKHO ITOPOM.

B oaHOMYy 3 BapiaHTiB 34iiCHEHHS1 BUHaxoay, konu R — nipugun, BiH ABnsie coboto 3-nipuaunbHy
4acTky.

B iHwoMy BapiaHTi 3aiiCHEHHS BuHaxoay, konu R3® — peHin, HadTaniH, TiodeH, nipon abo
nipuauH, BiH MOXe HeobOOB'A3KOBO Matu oAuH abo OBinblue 3aMiCHUKIB, NPUYOMY 3aMICHUKMK, SIKi
3acnyroByoTb 0cob6nuBOT yBaru, BknodaroTe OR®, SO2R® abo SO-YRE; ne R8 i Y — sk Lie BU3HAYEHO
BULLE.

B ogHoMy 3 BapiaHTiB 3ailicHeHHs1 BUHaxoay R8 y chopmyni () sisnsie coboto C1-Ce ankin, 4 — 6-
UNEeHHY UMKNoankinbHy rpyny, 5- abo 6-yneHHy retepouukninbHy rpyny abo ceHin, 6yab-akui 3
KOTpUX MOXKe ByTU 3amillleHni Tak, K LUe BU3HAYEHO BULLE.

B ogHoMy 3 BapiaHTIB 34iNCHEHHSA BUHaxoay Y, MPW NOTo NMPUCYTHOCTI, ABnsie coboto CH2 vacTky.

B iHwomy BapiaHTi 3aiicHeHHs BUHaxoay, konu R3 3amiweHnin SO2R® abo SO2YRS, rpyna R, €, sk
npaBumno, He 3amMilleHoo abo 3amilleHow ogHUM abo Ginblue 3amiCHUKAMMW, BUOpPAHUMKU 3 METUNY i
ranoreHy, nepeBaykHo xrnopom abo ropom.

B iHwomy BapiaHTi 3aiiCHeHHs BuHaxoay, konu R2 samiweHun ORS, rpyna R8® moxe OyTu He
3amilwieHa abo 3amilleHa ogHMM abo OBinblue 3amicHMKamu, BMOpaHUMKM 3 ranoredy, uiaHo, Cq-Cs
ankiny i O(C+-C4 ankiny).

Mpuknagu cnonyku chopmynu (1), siki 3acnyroByoTb 0COBNMBOT yBaru, BKMNIOYAKOTh:

{3-[1-(4-Xnop-deHin)-eTun]-5-cpTop-2-meTun-iHaon-1-in}-ouToBy KUCNOTY;

{5-dTOp-2-MeTUN-3-[1-(4-TpudTopmeTUN-heHin)-eTun]-iHaon-1-in}-oLUTOBY KUCMOTY;

{3-[1-(4-TpeT-ByTUNn-chenin)-eTun]-5-prop-2-MeTUN-iHAON-1-iN}-OLTOBY KUCNOTY;

{5-®TOp-3-[1-(4-MeTaHCynNbdOoHIN-eHiN)-eTun]-2-MeTUN-iHAoN-1-in}-oLUTOBY KUCMOTY;

[5-®dTOp-2-MeTun-3-(1-HadytaniH-2-in-etun)-iHaon-1-inj-outoBy KUCNOTY;

(5-PTOp-2-METUN-3-XIHONIH-2-INMETUN-IHAO0N-1-iM)-OLUTOBY KUCNOTY;

(5-PTOp-2-MeTUN-3-HaTaNH-2-iINMEeTUN-IHA0N-1-iMT)-OLUTOBY KUCIOTY;

[5-PTOP-3-(8-riapOKCUXIHONIH-2-iNMeTuN)-2-meTun-iHaon-1-inj-outoBy KUCNOTY;

[5-®dTOp-2-MeTun-3-(XiHokcaniH-2-inMeTun)iHgon-1-inj-ouToBy KUCNOTY;
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[5-®PTOpP-3-(4-METOKCU-OEH3UN)-2-METUM-IHAO0N-1-iN]-OUTOBY KUCHOTY;
[5-®TOp-2-MeTun-3-(1,3-Tiason-2-inMeTun)iHaon-1-inl-oUToBy KUCMOTY;
[3-(4-Xnop-6eH3un)-5-dpTop-2-MeTUN-iHAoN-1-in]-o4TOBY KUCNOTY;
[5-®TOp-2-MeTUn-3-(4-TpucTopmeTUn-6€eH3nn)-iHgon-1-in]-ouToBy KUCNOTY;
[5-®TOp-2-MeTUN-3-(4-TpeT-6yTun-6eH3un)-iHaon-1-in]-ouToBY KUCNOTY;
{5-dTOp-2-MeTUN-3-[(4-DeHindeHin)MeTun)iHaon-1-in}-oLUToOBY KUCMOTY;
[5-®TOp-3-(4-MeTaHCyNbdOHIN-0EH3NM)-2-METUN-IHAON-1-iN]-OUTOBY KNCNOTY;
{5-dTOp-3-[(6-DTOPXiIHONIH-2-IN)METUN]-2-MeTUN-IHAO0N-1-iN}-OUTOBY KUCNOTY;
(2-MeTun-3-xiHoniH-2-inMeTun-iHgon-1-in)-ouToBY KUCNOTY;
(5-Xnop-2-MeTun-3-xiHoniH-2-iNnMeTun-inaon-1-in)-ouToBy KUCNOTY;
(3-{[1-(BeHnsoncynedoHimnipon-2-injmeTun}-5-gprop-2-MeTun-iHaon-1-in)-oLTOBY KUCNOTY;
[5-®TOp-2-MeTUn-3-({1-[(4-meTunbenson)cynsdoHin]nipon-2-inmetun)ingon-1-inj-ourosy
KUCMOTY;
[3-({1-[(2,4-OnbTopbenHson)cynbdoHin]nipon-2-in}metun)-5-prop-2-meTnn-ingon-1-in]-outosy
KUCMOTY;
(3-{[2-(BeHnsoncynbdoHin)deHin MeTun}-5-dTop-2-MeTUn-iHAoN-1-iM)-oLUTOBY KUCMOTY;
[3-({2-[(4-XnopbeHnson)cynbdoHinjdeHiniMeTun)-5-pTop-2-MeTUN-iHAOM-1-iM]-04TOBY KUCNOTY;
[5-®TOp-3-({2-[(4-dbTOpOeH3on)cynsdoHIN]dpeHiniMeTn)-2-MeTnun-iHgon-1-in]-ouToBy KNCNOTY;

20

25

30

35

40

45

50

55

60

(3-{[2-(BeHnsoncynedoHiMmnipuaunH-3-injmeTun}-5-prop-2-MeTUN-iHAO0M-1-iN)-0UTOBY KUCMOTY;
[5-®TOp-3-({2-[(4-dbTOpOeHson)cynbdoHINNipuanH-3-in}meTnn)-2-MmeTun-ingon-1-inl-oytoBy

KUCIOTY;

[3-({2-[(4-XnopbeHnson)cynbdoHin]nipuanH-3-inyMetun)-5-drop-2-metTun-ingon-1-inj-oytoBy

KVICJ'IOTy,

2-(3

-(4-(BensuncynbdoHin) 6eHaun)-5-PTop-2-MeTun-ingon-1-in)-ouToBy KUCAOTY;
3-(4-(4-XnopbeHnauncynbdoHin)beHaun)-5-dprop-2-meTun-ingon-1-in)-ouToBy KUCNOTY;
3-(3-(bensuncynbdoHin) 6eHaun)-5-HTop-2-MeTun-ingon-1-in)-ouToBy KUCAOTY;
5-dT10p-3-(3-(4-pTOopbeH3uncynbdoHin)beHsnn)-2-MeTun-iHgon-1-in)-ouToBYy KUCMOTY;
3-(2-(BbensuncynbdoHin)6eHaun)-5-HpTop-2-MeTun-ingon-1-in)-ouToBy KUCMOTY;
3-(4-(4-PTOpOEH3NNCYNbMOHIN)BEH3NM)-5-PTOP-2-METUN-IHAON-1-iN)-0UTOBY KUCMOTY;
3-(2-(UunknorekcuncynbdoHin)benaun)-5-prop-2-MeTUn-iHaon-1-im)-ouToBY KNCNOTY;
5-dT10op-2-MeTun-3-(2-(ninepuauH-1-incynb@oHin)deH3nn)-iHgon-1-in)-ouToBY KNCNOTY;
3-(2-(UnknoneHTnncynbMoHin)6eH3nn)-5-dhTop-2-MeTUn-iHgoN-1-in)-oUTOBY KUCMOTY;
5-dT10op-2-MeTun-3-(3-(ninepuauH-1-incynb@oHin)deH3nn)-iHgon-1-in)-oUToBY KNCNOTY;
5-dT10op-2-MeTun-3-(2-(niponiauH-1-incynbgoHin)6eH3unn)-ingon-1-in)-oUToBY KUCNOTY;
3-(4-(UunknorekcuncynbdoHin)benaun)-5-prop-2-MeTUn-iHaon-1-im)-ouToBY KNUCNOTY;
3-(4-(UnknoneHTnncynbMoHin)6eH3nn)-5-dhTop-2-MeTUM-iHg0N-1-in)-0UTOBY KNCMOTY;
3-(2-(UnknobytuncynboHin)6eH3nn)-5-dpTop-2-MeTun-iHgon-1-in)-ouToBy KUCNOTY;
5-dT0op-2-MeTun-3-(3-(niponiauH-1-incynboHin)6eH3unn)-ingon-1-in)-oUToBY KUCNOTY;
5-dT10op-2-MeTUn-3-(4-(ninepuauH-1-incynb@oHin)deH3nn)-iHgon-1-in)-ouToBY KNCNOTY;
[5-®TOp-2-MeTUN-3-(2-PeHoKCUBEeH3NN)-iHgoN-1-in]-ouTOBY KNCNOTY;
[5-®TOp-2-MeTUN-3-(2-(4-MeTOKCMEHOKCH)BEH3UM)-IHAOM-1-iM]-0UTOBY KUCHOTY;
[5-®TOp-2-MeTUN-3-(2-(4-meTnndeHoken)beH3nn)-ingon-1-in]-ouToBy KUCNOTY;
[5-®TOp-2-MeTUn-3-(2-(2,4-anxnopdeHokcn)6eH3nn)-ingon-1-inj-ouToBy KUCNOTY;
[5-®TOp-2-MeTUN-3-(2-(4-pTopdeHokcn) beH3nn)-iHgon-1-inl-ouToBy KUCMOTY;
[5-®TOp-2-MeTun-3-(2-(3,4-andropdreHokeun)6eH3nn)-iHgon-1-in]-ouToBy KNCNOTY;

-
-
-

2~(
2~(
2~(
2~(
2~(
2~(
2~(
2~(
2~(
2~(
2~(
2~(
2~(
2~(
2~(

[5-®TOp-2-MeTUN-3-(2-(4-UiaHoeHOoKCU) GeH3MM)-iHAO0M-1-iN]-OUTOBY KUCNOTY;
[5-®TOp-2-MeTUN-3-(2-(4-xnopdeHokcn) 6eH3un)-ingon-1-in]-ouToBy KUCNOTY;
[5-®TOp-2-MeTUN-3-(2-(2-uiaHoeHoKen) GeH3nM)-iHAoM-1-iN]-OUTOBY KUCNOTY;
(5-®TOp-2-MeTUN-3-{[2-(4-MeTUnd)eHoKCH) NipUANH-3-in]MeTuN}iHaoN-1-in)-oLUTOBY KUCHOTY;
{5-®TOp-3-[(3-MeTaHCynbdOHINHAdTANIH-2-iN)MEeTUN]-2-MeTUN-iHAO0N-1-in}-0LUTOBY KUCMOTY;
{5-®T0Op-3-[(1-MeTaHCyNnbdOHINHAdTANIH-2-iN)MEeTUN]-2-MeTUN-iHAO0N-1-in}-0LUTOBY KUCHOTY;
{5-®TOp-3-[(6-MeTaHCyNnbdOHINHAdTaNIH-2-iN)MEeTUN]-2-MeTUN-iHAO0N-1-in}-0LUTOBY KUCMOTY;
[5-®PTOp-2-MeTun-3-(XiHoNiH-3-inMeTun)iHgon-1-inl-ouToBY KUCNOTY;
[5-®dTOp-2-MeTun-3-(XiHokcaniH-6-inMeTun)iHgon-1-in]-oUuToBy KUCNOTY;
[5-®PTOp-2-MeTUn-3-(XiHONiH-7-iNnMeTun)iHaon-1-inl-ouToBY KUCNOTY;
{5-dTOp-3-[(6-MeTaHCYNbAOHINXIHONIH-2-iN)MeTUN]-2-MeTUN-iHAOoN-1-iN}-0LUTOBY KUCMOTY;
5-®T10p-3-[(4-MeTaHCYyNbMOHINXIHOMIH-2-iM)MeTun]-2-MeTun-iHAon-1-in}-oLUTOBY KUCNOTY;
5-®T1op-2-meTun-3-{nipasono[1,5-alnipnanH-3-inmeTun}iHgon-1-in)-oUuToBy KUCNOTY;
5-®T1op-3-{imigaso[1,2-alnipuanH-2-inmeTnn}-2-MeTUN-iHAoN-1-in)-oLUTOBY KUCMOTY;
5-dT1op-2-meTun-3-{[2-(MeTuncynedanin)deHin]MeTun}iHaon-1-in)-oLUToBY KUCMOTY;
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5-dT1op-2-meTun-3-{[3-(MeTuncynodanin)deHin]MeTun}iHaon-1-in)-oLUToBY KUCMOTY;
5-®T1op-2-meTun-3-{[4-(eTuncynedanin)deHin)MeTun}iHaon-1-im)-oLUTOBY KUCNOTY;
3-{[4-(ETuncynbdaHin)deHin]metTnn}-5-Top-2-MeTun-iHaon-1-in)-oLuToBY KUCNOTY;
5-®T1op-2-meTun-3-{[4-(n-nponincynedadin) erin]MeTnn}iHaon-1-in)-oUToBY KUCNOTY;
5-®T1op-2-meTun-3-{[4-(i-nponincynedanin)deHin]MeTun}iHaon-1-in)-ouToBY KUCNOTY;
5-dT0op-2-MeTun-3-{[4-(t-6ytuncynbain)deninlmeTun}ingon-1-in)-ouToBYy KUCNOTY;
5-dT1op-2-MmeTun-3-{[4-(neHTaH-3-incynearin)deHin)MeTumn}ingon-1-in)-ouToBy KUCNOTY;
[3-({4-[(UuknonponinmeTun)cynbdadinjdeninimetnn)-5-gprop-2-mMeTun-ingon-1-injl-ourosy
KUCMOTY;
{3-[(4,4-OnmeTnn-2,3-gurigpo-1-6ensoTionipan-6-in)metun]-5-prop-2-meTun-iHgon-1-in}-outoBy
KUCMOTY;
(3-{[2-(ETaHcynbdoHINMdeHinMeTun}-5-dTop-2-MeTUN-iHA0N-1-iM)-oLUTOBY KUCMOTY;
(5-®TOp-2-MeTUN-3-{[2-(nponaH-1-cynbdoHin)deHinmeTnn}iHaon-1-in)-oUuToBY KUCNOTY;
(5-PTOp-2-MeTUN-3-{[2-(nponaH-2-cynbdoHin)deHin]meTun}iHaon-1-in)-oUuToBY KUCNOTY;
(3-{[2-(ByTaH-1-cynbdoHin) deHinmeTun}-5-drop-2-MeTUN-iHA0-1-iM)-OLTOBY KUCNOTY;
(3-{[2-(ByTaH-2-cynbdoHin) deHinmeTun}-5-drop-2-MeTUN-iHA0-1-iM)-0UTOBY KUCNOTY;
(5-®TOp-2-MeTUN-3-{[2-(2-MeTunnponaH-2-cynb@oHin) peHin|MeTun}iHaon-1-im)-oLUToBY KUCMOTY;
(5-®TOp-2-MeTUN-3-{[2-(neHTaH-1-cynbdoHin)deninjmeTun}inaon-1-in)-oUuToBy KUCNOTY;
(3-{[2-(UunknonponinmeTaH)cynbdoHindgerinjmeTun}-5-grop-2-mMmeTun-ingon-1-in)-outosy
KUCMOTY;
(5-®TOp-2-MeTUN-3-{[2-(Nponincynbdamoin)peHin|MeTun}ingon-1-in)-oLuToBY KUCHOTY;
(3-{[2-(ByTnncynbdamoin)deHinlmeTun}-5-pTop-2-MeTun-iHaon-1-in)-oLuToBY KUCNOTY;
(5-®TOp-2-MmeTUN-3-{[3-(Nponincynbdamoin)peHin|MeTun}ingon-1-in)-oLuToBY KUCMOTY;
(3-{[3-(ByTuncynbdamoin)deHinlmeTnn}-5-prop-2-MeTun-iHaon-1-in)-oLUTOBY KUCNOTY;
(5-®TOp-2-MeTUN-3-{[4-(TpudpTOopMmeTaH)CcynboHiNngeHiniMeTuN}iHaoN-1-in)-oUuToBY KUCNOTY;
(3-{[4-(ETaHcynbdoHINMdeHinMeTun}-5-dpTop-2-MeTUN-iHA0N-1-iM)-oLUTOBY KUCMOTY;
(5-PTOp-2-MeTUN-3-{[4-(nponaH-1-cynbdoHin)deHinlmeTun}iHaon-1-in)-oUuToBy KUCNOTY;
(5-PTOp-2-MeTUN-3-{[4-(NponaH-2-cynbdoHin)deHin]meTnn}iHaon-1-in)-oUuToBY KUCNOTY;
(3-{[4-(ByTaH-1-cynbdoHin) deHinmeTun}-5-drop-2-MeTUN-iHA0-1-iM)-OLTOBY KUCNOTY;
(5-®TOp-2-MeTUN-3-{[4-(2-MeTunnponaH-2-cynbQoHin) peHin|MeTun}iHaon-1-im)-oLUToBY KUCMOTY;
(5-®TOp-2-MeTUN-3-{[4-(NneHTaH-1-cynbdoHin)deninjmeTun}ingon-1-in)-ouToBy KUCNOTY;
(5-®PTOp-2-MeTUN-3-{[4-(NneHTaH-3-incynbdoHin)deHin]MeTun}iHaon-1-in)-oUToBY KUCMOTY;
[3-({4-[(UuknonponinmeTun)cynbdoHin)deHimmeTun)-5-gprop-2-MeTun-ingon-1-inj-ourosy
KUCMOTY;
(5-®TOp-2-MeTUN-3-{[4-(Nponincynbdamoin)peHin|MeTun}ingon-1-in)-oLuToBY KUCHOTY;
(3-{[4-(ByTnncynbdamoin)deHinlmeTun}-5-prop-2-MeTun-iHaon-1-in)-oLuToBY KUCNOTY;
(5-®TOp-2-MeTUN-3-{[4-(TpudrTopMmeTOKCU)PEHINIMETUN}IHAON-1-iM)-OLTOBY KUCHOTY;
(5-®TOp-3-{[4-MeTaHCynbdOHIN-3-(TpudTopMeTUN) PEHinMeTun}-2-MeTun-iHaon-1-im)-ourosy
KUCMOTY;
(5-®TOp-3-{[4-MeTaHCynbdOHIN-3-(TpudTOpMETOKCH) PEHIN|METUN}-2-METUN-IHA0N-1-iM)-0LUTOBY
KUCMOTY;
{5-dTOp-3-[(5-MeTaHCyNnbdOHINTIOMEH-2-iN)MEeTUM]-2-MeTUn-iHaAoN-1-in}-oLUToBY KUCMOTY;
{3-[(4,4-pumeTnn-1,1-aiokco-2,3-aurigpo-1A8-6ensotionipan-6-in)metun]-5-prop-2-meTun-iHgon-
1-in}-OUTOBY KUCIIOTY;
[3-({1-[(4-XnopbeH3on)cynbdoHin]nipon-2-immeTun)-5-pTop-2-MeTun-iHaon-1in]-o4ToBy KUCMOTY;
[5-®TOp-3-({1-[(4-dbTOpOeH3zon)cynsdoHin]nipon-2-inymeTnn)-2-metTun-ingon-1-inl-outoBy
KUCMOTY;
[5-®TOp-3-({1-[(4-MeTOKcubeH30m) CynbOHIN]Nipon-2-injMeTun)-2-mMeTun-ingon-1-inj-oytosy
KUCMOTY;
{3-[1-(2,4-Onxnop-6ensoncynboHin)nipon-2-inmeTun]-5-gprop-2-meTun-iHgon-1-in}-ourosy
KUCMOTY;
[5-®TOp-3-({1-[(4-MeTaHcynbdOoHINGEH30M) CYyNbdOHIN NipoN-2-imMeTun)-2-MmeTun-ingon-1-inj-
OUTOBY KWUCHOTY;
{5-dTOp-2-MeTUN-3-[(2-DeHindeHin)MeTun]iHaon-1-in}-oLUToBY KUCMOTY;
(3-{[1-(BeHsoncynedoHiN)iHaoN-2-in]MeTUN}-5-hTop-2-meTun-iHaon-1-in)-oUuToBy KUCNOTY;
(3-{[2-(4-XnopdeHin)deHin]meTun}-5-pTop-2-MeTUn-iHAoM-1-in)-0LTOBY KUCNOTY;
(5-®TOp-2-MeTUN-3-{[2-(4-meTundyeHin)deHin]meTun}ingon-1-in)-oUuToBY KUCNOTY;
{5-dTOp-2-MeTUN-3-[(3-dbeHokcudeHinMeTun]iHaon-1-in}-oUToBy KUCMOTY;
[5-®TOp-3-({4-[(4-dbTOpdeHin)kapboHin]-1-meTunnipon-2-in}MeTun)-2-MeTUn-iHAon-1-inj-ourosy
KUCMOTY;
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{5-dTOp-2-MeTUN-3-[(6-{[3-(TpupTopmeTUn) heHin]meTuninipuamH-3-imymetTun]ingon-1-in}-outoBy
KUCMOTY;

{5-dTOp-2-MeTUN-3-[(3-dhbeHokcuTiodeH-2-in)metunliHaon-1-in}-oUToBy KUCNOTY;

(3-{[2-(BeHsoncynbdoHin)-1,3-Tiason-5-inlmeTun}-5-prop-2-MeTun-iHgon-1-in)-oLuToBY KUCNOTY;

{3-[(1-BeHsunnipason-4-in)MeTun]-5-Top-2-MmeTun-iHaon-1-in}-oUTOBY KUCNOTY;

(3-{[5-(4-XnopdeHokeu)-1-meTun-3-(TpudTopmetTun)nipason-4-injMeTun}-5-dprop-2-MeTun-iHaoN-
1-in)-OUTOBY KUCIIOTY;

[3-({5-[(4-XnopbeHnson)cynbdoHinjdypan-2-injmeTun)-5-dpTop-2-meTnn-iHgon-1-inl-outoBy
KUCMOTY;

[3-({5-[(4-XnopbeHnson)cynbdoHin[tiodeH-2-inmeTun)-5-pTop-2-meTun-ingon-1-inj-outosy
KUCMOTY;

[3-({3-[(4-XnopbeHson)cynbdoHin]tiodeH-2-inmeTun)-5-dpTop-2-meTun-ingon-1-inj-outosy
KUCMOTY;

{3-[(2-BeHsundeHin)meTun]-5-pTop-2-MeTUN-iHAON-1-iM}-OLTOBY KUCNOTY;

abo Ci-Ce cknagHhi ankinosi, apunosi, (CH2)mOC(=0)C1-Cs ankinosi, ((CH2)mO)nCH2CH2X,
(CH2)mN(R")2 a60 CH((CH2)mO(C=0)R8). edipu 6yab-akoi 3 3a3HaYEHNX BULLE CNONYK; Ae

m -1 abo 2;

n-1-4;

X — OR” abo N(R7)z;

R7 — BogeHb abo meTun; a

R8 — C1-Cis ankin.

Cnonykm 3aransHoi cdopmynu (I), B akux R5 — BOAEHb, BUABMAIOTb AKTUBHICTb aHTAroHICTIB
CRTH2.

Mponikn ABNAKTL c0600 ByaAb-SIKi CNONMYKWM 3 KOBANEHTHUM 3B'A3KOM, SKi BUBINbHIOKTb aKTUBHY
BUXiAHY NikapCcbKy peyvoBUHY BianoBigHO A0 3aranbHoi opmynu (1) in vivo. MNpuknagn Takux nposikis
BKNOYAlOTb crnonyku 3aranbHoi dpopmynu (1), B sikux RS — C1-Ce ankin, apun, (CHz)mOC(=0)C+-Cs
ankin, ((CH2)mO)nCH2CH2X, (CH2)mN(R7)2 abo CH((CH2)mO(C=0)R?®)2; ae

m -1 abo 2;

n-—1-4;

X — OR” abo N(R7)z;

R7 — BogeHb abo meTun; a

R8 — C1-Cis ankin.

IHWwi aHTaroHicTn CRTH2, ski MoxyTb OyTM BMKOPUCTAHI Npu MpPakTUYHIA peanidauii BUHaxoay,
BKNOYaloThb Ti, Wo po3kpuTi B nateHTi CLLUA Ne 7,754,735 i matotb chopmyny (l1):

3
R R4
R2
\ R1
N\\(ORE’
O
an

Ta TxHi hapmaLeBTUYHO NPUIRHATHI coni abo conbBaTu, B sikux R — BoAeHb, ranoreH, CN, HiTpo,
SO:2R*4, OH, OR*, SR* SOR% SO:NR°R8 CONR®R®, NR°R& NR°S0O:R* NR°CO:2R*, NR°COR*4,
rerepoapun, apun (HeoOO0B'A3KOBO 3aMilLeHMn xnopom abo dtopom), Co-Cs ankeHin, C2-Ce ankiHin
abo C+Cs ankin, mpu4yomMy OCTaHHi TpuM TIpynu HEOOOB'A3KOBO 3aMilleHi ogHum abo bBinblue
3amicHukamu, HesanexHo BuGpaHumm 3 ranoreHy, OR8 i NR°RS, S(O):R7, ae x — 0, 1 abo 2; R2 —
BoAeHb, ranoreH, CN, SO2R* a6o CONR®R8, CH20OH, CH-OR* a6o Ci7 ankin, npu LUbOMYy OCTaHHS
rpyna HeoOOB'A3KOBO 3aMilleHa oAHUM abo Binblue 3amiCHMKamMK, He3anexHo BubpaHuMu 3 aToMiB
ranoreHy, OR® i NR5R8, S(O)xR7, ge x - 0, 1 abo 2; R® — xiHoniH, 1,2-6eHsi3oTiason, 6eHso[b]TiodeH
abo iHAON, KOXHUIA 3 AKMX HEOOOB'A3KOBO 3amilleHun ogHuM abo Binblue 3aMiCHMKaMK, He3ane)kHo
BuOpaHuMn 3 BOoAH, ranoreHy, CN, HiTpo, OH, SO2R* OR#* SR* SOR* SO:2NR°R¢, CONRSRS,
NR°R®é, NR?SO2R*4, NR°CO2R*, NR?CO:H, NR®COR®*, C2-Cs ankeHiny, C>-Ce ankiviny, Ci¢ ankiny,
NPUYOMY OCTAHHI TpU rpynu HEOOOB'A3KOBO 3aMilleHi oaHUM abo BinbLue 3amiCHUKaMMU, HE3aNeXHOo
BuOpaHuMn 3 atomis ranoreHy, OR® i NR°R8, S(O)xR’, ae x=0, 1 abo 2; R* npeacrasnse apwun,
retepoapun abo Cie ankin, Bci 3 SAKMxX MOXyTb O6yTu HEOoOOB'A3KOBO 3amilieHi ogHumM abo Binblue
3aMiCHMKaMu, HesanexHo BuMOpaHMMW 3 aToMiB ranoreny, apuny, retepoapuny, OR' i NR''R'2
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S(O)xR™ (ge x=0, 1 abo 2), CONR'R'5, NR'*COR'5, SO2NR™R's, NR'*SO2R"®; R5, a R8 He3anexHo
npeacrtaBnge atom BOAHK, Cie ankinbHy, abo apunbHy abo retepoapurnbHy rpyny, nNpudoMy Tpu
OCTaHHIX 3 HUX MOXyTb OyTU HEOOO0B'A3KOBO 3amilleHi ogHUM abo GinbLue 3amiCHUKaMM, HE3aneXKHo
BuGpaHuMKM 3 atomiB ramoreHy, apuny, OR2® i NR™R'S, CONR'R'S, NR™“COR', SO:NR'R',
NR'S0O2R"%; abo R® i R® pasom 3 aToMOM a30Ty, 40 SIKOro BOHW NPUKPINSEHi, MOXyTb YTBOpOBaTH 3 —
8-UneHHe Hacu4eHe reTepoLMKNiYHE Kinbue, sike HEOOOB'A3KOBO MICTUTL oAMH abo Binblue aTtomis,
BuGpaHux 3 O, S(O)x, ae x=0, 1 abo 2, NR'®, a came kinbLie HEOGOB'sI3KOBO 3amillleHe C1-3 anKinom,
R7 i R'® He3anexxHOo npeacTaensioTb C1-Cs ankinbHy, apunbHy abo retepoapunbHy rpyny, BCi 3 sKMX
MOXYyTb OyT1 HEOBOB'AI3KOBO 3amiweHi ogHuM abo Binblue aToMamu ranoreHy; R8 npeacraense atom
BogH, C(O)R® Ci-Cs ankinbHy, apunbHy abo retepoapuibHy rpyny, BCi 3 SKUX MOXYTb OyTu
HeobO0B'A3KOBO 3aMILLIEHi aTomamu ranoreHy abo apunbHOK rpynoto; KoxkHui 3 R%, R0 R, R'2, R4, |
R'® HesanexkHO npeacTaense atom BogHto, C1-Cs ankinbHy, apunbHy abo retepoapunbHy rpyny, BCi 3
SAKMX MOXYTb OyTU HEOBOB'SI3KOBO 3aMmilLieHi aTomMoM ranoreHy; a R'® — BogeHb, C1-4 ankin, -COC1-C4
ankin, COYC+-Csankin, ae Y — O a6o NR”.

Mpuknagu cnonyk dopmynu (Il) BkmoyawoTe 3-(2-xnop-4-xiHoniHin)-2,5-gumeTun-1H-iHgon-1-
OLTOBY KMCNOTY; 3-(2-Xnop-4-xiHoniHin)-2-MeTun-1H-iHaon-1-outoBy KUCnoTy; 3-(2-xnop-4-xiHomniHin)-
1H-ingon-1-outoBy kucnoty; 2-metun-3-(4-xiHonidin)-1H-ingon-1-oytoBy kucnoty; 3-(2-xnop-4-
XiHOMiHIN)-5-meTokcu-2-meTun-1H-iHgon-1-outoBy kucnoty; 3-(2-xnop-4-xiHoniHin)-2,6-aumeTun-1H-
iHgon-1-outoBy KWUCMOTY; 3-(2-xnop-4-xiHoniHin)-2,4-gumeTun-1H-iHgon-1-outoBy kucnoty; 2,5-
anmetun-3-(7-meTtun-4-xiHoninin)-1H-ingon-1-outoBy kucnoty; 2,5-AuMeTUn-3-(8-MeTun-4-xiHoniin)-
1H-ingon-1-outoBy kucrnoty; 3-(6-dTop-4-xiHoNiHiN)-2,5-aumeTun-1H-iHgon-1-oytoBy kucrnoty; 3-(6-
METOKCU-4-XiHOMiHIM)-2,5-aumeTun-1H-ingon-1-outoBy  kucnoty;  2,5-aumMeTun-3-(4-xiHoniHin)-1H-
iHgon-1-ourtoBy KMCMOTY; 2,5-aumMeTun-3-[8-(TpudtopmeTun)-4-xiHonidin]-1H-iHgon-1-outoBy
Kuenoty; 3-(7-xnop-4-xiHoniHin)-2,5-aumeTun-6-(metuncynedoHin)-1H-ingon-1-ouytoBy kucnoty; 3-(8-
dTOP-4-XiHONIHIN)-2,5-aumeTun-1H-iHgon-1-outoBy KUCNOTY; 3-(2,8-gumeTun-4-xiHonixin)-2,5-
anmetun-1H-ingon-1-outoBy kucnoty; 2,5-aumeTtun-3-[7-(TpudTopMeTun)-4-xiHoniHin]-1H-iHaon-1-
ouTOBY KUCNOTY; 3-(8-Opom-2-MeTun-4-xiHoniHin)-2,5-gumeTun-1H-ingon-1-outoBy kucnoty; 3-(8-
METOKCU-2-MeTUN-4-XiHOMiHIN)-2,5-anmeTnn-1H-inaon-1-outoBy KUCIIOTY; 3-(6,8-aumeTun-4-
XiHOMiHIN)-2,5-aumeTun-1H-iHgon-1-outoBy KUCNOTY; 3-(8-xnop-4-xiHONiHIN)-2,5-auMeTun-1H-iHgon-1-
ouUTOBY KMUCMOTY; 3-(7-Xnop-4-xiHONiHiN)-2-MeTun-5-Hitpo-1H-ingon-1-outoBy kucnoty; 5-xnop-3-(7-
XMop-4-xiHoNiHin)-2-meTun-1H-iHgon-1-ouTtoBy KUCNOTY; 5-xnop-2-mMeTun-3-(8-meTun-4-xiHonixin)-1H-
iHgon-1-oUuTOBY  KMCMOTY;  5-xnop-3-(6-MeTOoKCU-2-MeTUN-4-xiHoMiHin)-2-metun-1H-ingon-1-outoBy
KACNOTY; 5-MeToKCUu-2-MeTun-3-(8-metnn-4-xiHonidin)-1H-iHaon-1-outoBy KMCNOTY, HATPIEBY Cinb; 3-
(7-xnop-4-xiHoniHin)-5-cptop-2-meTun-1H-ingon-1-outoBy KUCIOTY; 5-dpTop-2-meTun-3-[8-
(TpudpTopmeTnn)-4-xiHoniHin]-1H-iHaon-1-ouToBY KUCMOTY; 5-bTOp-2-MeTUn-3-(8-MeTun-4-xiHoniHin)-
1H-ingon-1-ouToBY KUCNOTY; 2-MeTUN-3-(8-MeTun-4-xiHoniHin)-5-(tpudropmeTun)-1H-inaon-1-outoBy
kuenoty; 3-(8-HiTpoxiHoniH-4-im)-2,5-gumeTun-1H-ingon-1-outosy kucroty; 3-(8-uUiaHo-4-XiHOMiHIN)-
2,5-aumetun-1H-iHgon-1-outoBy  kucnoty;  2,5-aumeTun-3-[8-(MeTuncynbMoHin)-4-xiHoniHin]-1H-
iHgon-1-ourtoBy KMCMOTY; 3-[8-(audbTopmeToKcu)-4-xiHoniHin]-2,5-aumetTun-1H-iHaon-1-outoBy
KUCIOTY; 5-amiHo-3-(7-xnop-4-xiHoniHin)-2-metun-1H-iHgon-1-ouroBy KMCAOTY, 3-(7-xnop-4-
XiHOMiHIN)-2-meTun-5-[(MeTuncynedoHin)amidol-1H-iHgon-1-outoBy KucnoTy; 5-(aueTunamiHo)-3-(7-
Xnop-4-XiHoNiHin)-2-metun-1H-iHaon-1-ouroBy KMCNOoTY; 3-(7-xnop-4-xiHoniH-4-in)-5-dTop-2,4-
anmetun-1H-ingon-1-in]  outoBy  KMcnoTy;  5-xnop-2-metun-3-(8-xiHoniHin)-1H-iHaon-1-outoBy
KUcnoTy; 5-xnop-3-(7-xnop-4-xiHoniHin)-2-(rigpokcumeTun)-1H-iHoon-1-outoBy kucnoty; 5-xnop-3-(7-
Xrop-4-xiHoNiHin)-2-(metokcumeTnn)-1H-ingon-1-outoBy KMcnoty; 2-[(aueTunokcu)MeTun]-5-xnop-3-

(7-xnop-4-xiHoniHin)-1H-iHgon-1-ouroBy KUCIOTY; 5-xnop-3-(7-xnop-4-xiHoniHin)-2-
[(meTunamino)meTun]-1H-ingon-1-outoBy KUCIOTY; 5-xnop-3-(7-xnop-4-xiHoniHin)-2-
[(meTunTio)meTun]-1H-iHaon-1-outoBy KUcnory; 5-xrop-3-(7-xnop-4-xiHoniHin)-2-

[(meTuncynbdoHin)meTun]-1H-inaon-1-oytoBy kucnoty; 3-(7-xrop-4-xiHONiHiN)-4-MeToKCU-2-MeTun-
1H-iHgon-1-oUuToBY KWUCNOTY; 5-xnop-2-meTun-3-[8-(tpudtopmeTun)-4-xiHoniHin]-1H-inaon-1-outoBy
KUCNoTy; 5-uiaHo-2-meTtun-3-(8-MeTun-4-xiHonidin)-1H-iHaon-1-outoBy KMCNOTY; 5-uUiaHo-2-meTUN-3-
[8-(TpudbTOpMETUN)-4-XiHONiHIN]-1H-iHaoN-1-oUuTOBY KUCIOTY; 3-(7-xnop-4-xiHoniHin)-5-uiaHo-2-
Metun-1H-iHgon-1-outoBy  kucnoty;  3-(8-xnop-4-xiHoniHin)-5-uiaHo-2-metun-1H-ingon-1-ourosy
Kucnoty;  5-uiaHo-2-metun-3-(2-mMeTun-4-xiHonidin)-1H-iHgon-1-ourosy  kucnoty;  3-(8-xrnop-4-
XiHOMiHIN)-5-pTop-2-MeTun-1H-iHgon-1-outoBy  kucnoty; 5-Top-2-meTun-3-(7-mMeTun-4-xiHoniHin)-
1H-ingon-1-outoBy  kucnoty;  2-metun-5-(tpudpropmeTun)-3-[8-(TpuTopmeTnn)-4-xiHoniHin]-1H-
iHgon-1-outoBy  kucnoty;  3-(8-prop-4-xiHONiHiN)-2-meTun-5-(tpucptopmeTun)-1H-iHgon-1-outoBy
kuenoty; 3-(8-xnop-4-xiHoniHin)-2-metun-5-(tpucdropmerun)-1H-inaon-1-outoy kucnoty; 3-(8-xnop-
4-XiHONiHin)-2-MeTun-5-(metuncynedorin)-1H-iHgon-1-ouropy  kucrnoty;  2-meTun-3-(8-metun-4-
XiHOMiHIN)-5-(MeTuncynbgoHin)-1H-ingon-1-outoBy  kucroTy;  2-mMeTuUn-5-(MeTuncynbgoHin)-3-[8-
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(TpudptopmeTun)-4-xiHoninin]-1H-iHaon-1-outoBy KUCIOTY; 3-(7-xnop-4-xiHoniHin)-2-MeTun-5-
(meTuncynbdoHin)-1H-inaon-1-ouytoBy KUCIOTY; 5-xnop-2-meTun-3-[8-(meTuncynedoHin)-4-
XiHoniHin]-1H-ingon-1-outoBy kucnoty; i 5-prop-2-mMeTun-3-[8-(MeTuncynbdoHin)-4-xiHoniHin]-1H-
iHaON-1-0UTOBY KUCIIOTY.

IHWwi aHTaroHicTn CRTH2, aki moxyTb OyTU BMKOPUCTAHI NpW MPakTU4HIA peanisauii BUHaxoay,
BKMNOYaloTh Ti, WO po3kpuTi B nateHTi CLLUA Ne 7,723,373 i matoTb chopmyny (lll):

(1

Ta ixHi hapmaueBTUHHO MPURHATHI CONi, B AKkUX: n npeacTtaensie 1 abo 2; R' — oanH a6o GinbLue
3aMiCHUKIB, He3anexHo BWBpaHux 3 ranoreHy, CN, HiTpo, SO:2R* OR*, SR?% SOR* SO:2NR°5RS,
CONR®R®, NR°R® NR9SO:2R*4, NR°CO2R*, NR°COR®*, apuny, retepoapuny, C»-Cs ankeHin, C>-Cs
ankiHiny abo Cie ankiny, npu4oMy OCTaHHi Tpu rpynu HeoboB'A3KOBO 3aMilleHi ogHum abo BinbLue
3aMicHMKamMu, HesanexxHo BuGpaHumMm 3 ranoreHy, OR7 i NR8R?, NR8R?, S(O)xR’, ne x- 0, 1 abo 2; R?
— BoAeHb, ranoreH, CN, SO2R* abo CONR®R8 COR* abo Ci7 ankin, npu UbOMY OCTaHHS rpyna
HeoOOB'A3KOBO 3amilwleHa oaHMM abo Oinblue 3amiCHMKaMK, He3aneXHo BubpaHumu 3 aToMiB
ranoreHy, OR® i NR°R8, S(O)xR’, ae x — 0, 1 abo 2; R® — apun abo 5 — 7-uneHHe retepoapusibHe
KinbUe, sike MICTUTb oaMH abo Oinblie retepoatoMmis, BuOpaHmx 3 N, S i O, KOXHUIA 3 SKUX
HeoBO0B'A3KOBO 3aMilLieHMIn ogHUM abo BinbLue 3amiCHUKaMM, He3anexHo BubpaHmmu 3 ranoreHy, CN,
HiTpo, SO2R4, OH, OR*, SR4, SOR*, SO2NR5R8, CONR®R8, NR®R8, NR®SO2R*, NR°CO2R*, NR°COR?,
C2-Cs ankeHiny, C2-Cs ankiHiny, C1-Cs ankiny, npu4omMy oCTaHHi Tpu rpynu HeoBOB'A3KOBO 3aMilleHi
oHUM abo Ginblue 3amicHUKamu, He3anexkHo BubpaHumMu 3 atomis ranoreHy, OR7 i NR8R?, S(O)xR7,
ae x — 0, 1 abo 2; R* npeacraensie apun, retepoapun abo C1-Ce ankin, BCi 3 AKMX MOXyTb OyTu
HeOoOOB'A3KOBO 3aMillleHi ogHMM abo Oinblue 3aMiCHMKaMK, He3aneXHo BuMOpaHuMMM 3 aTOMIB
ranoreHy, apuny, retepoapuny, OR™ i NR'"R'2 S(O)xR'® (ae x=0, 1 abo 2), CONR™#R®, NR™“COR"®,
SO2NR™R™, NR'™S02R"™, CN, Hitpo; R® i R® HesanexHo npeacTaBnsiioTb atoMm BoAHio, Ci-Cs
ankineHy, apunbHy abo reTepoapunbHy rpyny, NnpuyYoMy OCTaHHI TPU rpynu HEOBOB'I3KOBO 3aMILLEHI
oAHUM abo Ginblle 3aMiCHUKaMKU, HE3aneKHO BUGpaHuMu 3 atoMiB ranoreHy, apuny, OR'3 i NR™R15,
CONR'R'5, NR™COR'®, SO2NR™R™, NR™SO2R'®, CN, HiTpo; abo R® i R® pasom 3 atomom a3oTy, Ao
SIKOrO BOHMW MPUKPINMEHi, MOXYTb YTBOPIOBATU 3 — 8-UnNeHHe HacuyeHe reTepouuknivyHe Kinbue, sike
HeobO0B'A3KOBO MICTUTL 0AUH abo Ginblie aTomiB, BUGpaHux 3 O, S(0O), ae x — 0, 1 abo 2, NR'S, a
caMe KinbLe HeoOoB's3koBO 3amiweHe C1-Cs amnkinom; R7 i R'® HesanexHo npeactaensiotb Ci-Ce
ankineHy, apunbHy abo reTepoapurnbHy rpyny, BCi 3 SKMX MOXYTb OyTM HEeOOOB'A3KOBO 3aMilLEHI
aTomamu ranoreHny; R8 npeacraense atom BoaHw, C(O)R®, C1-Cs ankin (He0OOB'A3KOBO 3aMILLIEHUI
aToMamu ranoreHy, apurnbHO abo retepoapurbHOK rpynaMu, obuaBi 3 AKMX MOXYTb Takox OyTu
HeobO0B'A3KOBO 3aMilLieHi oaHUM abo GinblLue atoMamu pTOpy); apunbHy abo retepoapunbHy rpyny,
sika Moxxe 6yTU HeobOB'A3KOBO 3amilleHa oAHUM abo Ginblue aTomMamu ranoreHy; koxHuin 3 R9, R0,
R, R, R'“ R'" HesanexHo npeAcTaBnse atoMm BoAHo, Ci-Ce ankinbHy, apunbHy abo
rerepoapunbHy rpyny (BCi 3 AKMX MOXXyTb OyTM HE0BOB'A3KOBO 3amilleHi ogHMM abo Ginblue atomamm
ranoreHy); a R'® — BogeHb, C1-4 ankin, -C{(O)C1-C4 ankin, C(O)YC1-Cs ankin, Y — O abo NR?.

Mpuknagu cnonyk, ki maiote dopmyny (lll), BknovawTe 3-[(4-xnopdeHin)cynbdoHinl-2,5-
anmetun-1H-ingon-1-outoBy  kucnoty;  5-xnop-3-[(4-xnopdeHin)cynbdoHin]-2-Metun-1H-iHgon-1-
oUTOBY KMcnoTy; 6-xnop-3-[(4-xnopdeHin)cynbdoHin]-2-metun-1H-iHaon-1-ouTOBY KUCNOTY; 7-Xnop-
3-[(4-xnopdeHin)cynbdoHin]-2-meTun-1H-iHaon-1-outoBy KMCMOTY; 5-xrop-3-[(4-
xropdeHin)cynbdoHin]-4-uiaHo-2-meTun-1H-iHgon-1-outoBy KUCIOTY; 5-xnop-3-[(4-
xrnopdeHin)cynbdoHin]-6-uiaHo-2-MetTun-1H-iHgon-1-outoBy kucnoty; 3-[(4-xnopdeHin)cynbdoHin]-
2,5-aumetun-1H-ingon-1-ourosy KUCIOTY; 3-[(4-xnopdpeHin)cynedoHin]-4-(eTuncynegoHrin)-7-
MeTokcu-2-metun-1-H-ingon-1-outoBy kucnoty; 3-[(4-xnopdeHin)cynsdoHinl-5-uiaHo-2-meTun-1H-
iHgon-1-ourtoBy kucnoty; 3-[(4-xnopdeHin)cynbdoHin]-5-yiaHo-2-meTun-1H-iHgon-1-ouToBY KUCNOTY;
5-xnop-3-[(4-xnopdeHin)cynedoHin]-2-metun-1H-ingon-1-ouytoBy KMCNOTY, 4-xnop-3-[(4-
xrnopdeHin)cynbdoHin]-2-metun-1H-iHaon-1-outoBy kucnoty; 3-[(4-meTokcudeHin)cynbdoHinl-2,5-
anmetun-1H-ingon-1-ouroBy  kucnoty;  3-[(3-MeToKcudpeHin)cynedoHin]-2,5-gumeTnn-1H-iHgon-1-
outoBy kucrnoty; 3-[(2-xnopdeHrin)cynedoHinl-2,5-aumetTun-1H-iHgon-1-oytoBy  kucrnoty; 3-[(3-
xropdeHin)cynbdoHin]-2,5-aumeTun-1H-iHgon-1-outoBy kucnoty; 3-[(4-uiaHodeHin)cynbdoHinl-2,5-
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anmetun-1H-ingon-1-ouroBy  kucnoty;  3-[(2-meTtundeHin)cynbdoHin]-2,5-gumetun-1H-iHgon-1-
outoBy kucrnoty; 3-[(2-eTundreHin)cynbdoHin]-2,5-aumetun-1H-ingon-1-oyrosy kucnoty; 3-[(4-

xnopdeHin)cynbgoHin]-2-metun-4-Hitpo-1H-iHgon-1-oyrtoy KMCMOTY; 4-(aueTnnamino)-3-[(4-
xrnopdeHin)cynedoHin]-2-metun-1H-iHaon-1-outoBy kucnoty; 3-[(4-xnopdeHin)cynbdoHinl-2-meTun-
4-[(meTuncynboHin)amiHo]-1H-iHaon-1-outoBy KMCAOTY; 3-[(4-xnopdreHin)cynbdoHin]-4-

(eTunamiHo)-2-metun-1H-iHgon-1-outoBy kucnoty; 3-[(2,6-auxnopdeHin)cynbdoHinl-2,5-guMeTun-
1H-ingon-1-outoBy  kucrnoty;  3-[(4-xnopdeHin)cynbdoHin]-2-meTun-4-erin-1H-ingon-1-outoBy
KMCAOTY; 3-[(4-xnopdeHinm)cynbdoHin]-5-pTop-2-meTun-1H-ingon-1-outosy KMCIOTY, 3-[(3-
xrnopdeHin)cynbdoHin]-5-dptop-2-metun-1H-ingon-1-oytopy  kucnoty i 5-cprop-2-metun-3-[[4-
(TpuptopmeTun)derinjcynbdoHin]-1H-ingon-1-oUToOBY KACHOTY.

IHWwi aHTaroHicTn CRTH2, ski MoxyTb OyTM BMKOPUCTAHI Npu MpPakTUYHIA peanidauii BUHaxoay,
BKNOYaloThb Ti, WO po3kpuTi a nateHTi CLUA Ne 7,687,535 i matotb chopmyny (1V):

(IV)

Ta ixHi hapmaueBTUYHO NPUIRHATHI coni, B sknx: R' — oanH abo GinbLue 3aMiCHUKIB, HE3aNEXHO
BuGpaHmx 3 NR*SO:2R5 NR*CO:2R8, NR*COR®, NR*SO2NR5R8, NHSO:2R®?, NHCO:R¢, NHCORS,
NHCONR#*, NHSO:NRSR® abo retepoapuny, nOpM4OMYy OCTaHHIin Moxe Oyt HeoOOB'S3KOBO
samiweHuin ranoreHoMm, CN, OR’, Ci.3 ankiny (akuii Moxxe 6yTU HeOOOB'I3KOBO 3aMilleHUin aTtoMamu
ranoreHy); R? — BogeHb, ranoreH, CN, SO:R* abo CONR®Ré, CHOH, CH20OR* a6o Ci.7 ankin,
NPUYOMY OCTaHHA rpyna HeoOOB'A3KOBO 3amilleHa oAHMM abo Binblue 3aMiCHMKaMK, He3anexHo
BubpaHumMun 3 atomiB ranoreny, OR® i NR°RSé, S(O)«R7, ae x — 0, 1 abo 2; R® — apun abo retepoapun,
KOXKHMUI 3 SIKMX HEODOB'sI3KOBO 3aMileHnii ogHUM abo BinbLue 3aMiCHUKaMK, He3ane)xHo BUdpaHumMm 3
BoaHio, ranoreHy, CN, OH, SO:R* OR“ SR* SOR“ SO:NR5R®, CONR®°R®, NR°R®, NHSO:R*
NHCOR?*, NHCO2R*, NR7SO:R*, NR’CO2R*, NR’COR*, C2-Cs ankeHiny, C2-Ces ankininy, Ci-s ankiny,
NPUYOMY OCTAHHI TpU rpynu HEOOOB'A3KOBO 3aMilleHi oaHUM abo BinbLue 3amiCHUKaMMU, HE3aNeXHOo
BuOpaHumMun 3 atomie ranoreHy, OR® i NR®R8, S(O)xR’, ne x — 0, 1 abo 2; R* npeagcrasnse apun,
retepoapun abo Cie ankin, Bci 3 skMx MOXyTb 6yt HeobOB'A3kOBO 3amiweHi ogHum abo Binblue
3aMiCHMKaMu, HesanexHo BMOGpaHuMKM 3 aTOMIB ranoreny, apuny, retepoapuny, OR', OH, NR''R12,
S(O)xR™ (ge x — 0, 1 abo 2), CONR'™R's, NR'*COR'3, SO2NR'"R', NR'*SO2R"®, CN, HiTpo; R5 i R®
He3anekHo NPeACTaBnAlTbL aToM BoAHI, C1.s ankinbHy, abo apunbHy abo retepoapunbHy rpyny, Tpu
OCTaHHIX 3 AKMX MOXYTb OyTU HEODOB'SI3KOBO 3aMmilleHi 0 AHUM abo BGinblue 3aMiCHUKaMKU, HE3aNEeKHO
BuGpaHuMKM 3 atomiB ramoreHy, apuny, OR2® i NR™R'S, CONR'R'S, NR™“COR', SO:NR'R',
NR'#S02R"%; CN, HiTpo, C1.3 ankiny (akuit Moxke 6yTh HeoOOB'I3KOBO 3aMiLLlEeHWIn aTOMaMmn ranorexy);
abo R® i R® pasom 3 aToMOM a30Ty, A0 KO0 BOHU NPUKPINMEHi, MOXyTb yTBOptoBaTH 3 — 8-uneHHe
Hacu4eHe reTepoLmKnivHe KinbLe, ke HE0OO0B'A3KOBO MICTUTb 0AMH abo BinbLue aTomiB, BUOPaAHUX 3
0O, S(O)x, ae x=0, 1 abo 2, NR'6, a came kinbue HeoboB'A3koBO 3aMiweHe Cia ankinom; R7 i R'3
HesanexxHo npeactaenaTb Ci1-Cs ankinbHy, apunbHy abo retepoapurbHy rpyny, BCi 3 AKMX MOXYTb
O6yTn HeobOB'sI3KOBO 3aMilLieHi aTomamMu ranoreny; R8 npeacraensie atom BoaHo, C(O)R®, C1-Ce ankin
(HeOBOB'A3KOBO 3aMilLEHUI aTOMaMu ranoreHy abo apunom), apunbHy abo retepoapurbHy rpyny
(He00bOB'A3KOBO 3amillleHy ranoreHom); koxHuin 3 R% R0, R'" R'2 R4 R'S HesanexHO npeacrasnse
atom BogHto, Ci1-Ce ankinbHy, apunbHy abo reTepoapunbHy rpyny (BCi 3 SKUX MOXyTb OyTu
HeobOB'sI3KOBO 3aMilLlEHi aToMaMu ranoreHy); a R'® — BogeHb, C1.4 ankin, COC1-C4 ankin abo COYC;-
Csankin, pe Y — O abo NR”.

Mpuknagu cnonyk, ki MaoTb hopmyny (1V), BknoyaoTe 4-(auetnnamido)-3-[(4-xnopdeHin)Tio]-2-
MeTun-1H-ingon-1-outoBy kucnoty; 3-[(4-xnopdeHin)Tiol-2-meTun-4-[(MeTuncynedoHin)amidol-1H-

iHgon-1-ourtoBy KMCMOTY; 3-[(4-xnopdpeHin)Tiol-2-meTun-4-(5-nipuMiguHiny-1H-ingon-1-oytoBy
KMCAOTY; 3-[(4-xnopdeHin)Tio]-2-MeTun-4-nipasuHin-1H-ingon-1-ourosy KMCNOTY; 3-[(2-
xrnopdeHin)Tiol-2-meTun-5-[(meTuncynedoHin)amiio]-1H-iHgon-1-ouroBy KUCnory; 3-[(3-
xnopdeHin)Tio]-2-meTun-4-[(metuncynsdoHin)amido]-1H-ingon-1-outoBy KUCNOTY; 3-[(4-
xrnopdeHin)Tio]-2-meTun-4-[(meTuncynedoHin)amiio]-1H-ingon-1-ouroBy KUCnory; 3-[(3-
MeTOKCU(EHIN)Tio]-2-MeTun-4-[(MeTuncynsoHin)amiHo]-1H-iHaon-1-outoBy KMCAOTY; 3-[(4-
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MeTOKCU(EHIN)Tio]-2-MeTun-4-[(MeTuncynsoHin)amiHo]-1H-iHaon-1-outoBy KMCAOTY; 3-[(2-
TpudTopMeTUndeHin)Tiol-2-meTun-4-[(meTuncynedoHin)amido]-1H-ingon-1-outroBy kucnoty; 3-[(8-
XiHONiHIN)Tio]-2-meTun-4-[(MeTuncynbdoHin)amiio]-1H-ingon-1-oyrtosy KUCNOTY; 3-[(2-
(meTuneTun)derin)Tio]-2-metun-4-[(MeTuncynbdoHin)amiio]-1H-ingon-1-oyrtoBy KUCNOTY; 5-
(aueTunamino)-3-[(4-xnopdeHrin)Tio]-2-meTun-1H-iHaon-1-outoBy kucnoty; 4-(aueTuneTunamiHo)-3-
[(4-xnopdeHin)Tio]-2-meTun-1H-iHgon-1-ouToBy KMCAOTY; 3-[(4-xnopdpeHin)Tio]-4-
[unknonponinkapboHim)amiHo]-2-meTun-1H-iHaon-1-outoBy KMCNOTY; 4-(6eHsoinamino)-3-[(4-

xrnopdeHin)Tiol-2-metun-1H-iHgon-1-outoBy KMCMOTY; 4-(aueTnnamino)-3-[(3-xnopdeHin)Tio]-2-
MeTun-1H-iHgon-1-outoBy kucnoty; 3-[(4-xnopdeHin)Tio]-4-[[(aumeTunamiHo)cynsdoHinjamiHol]-2-
MeTun-1H-ingon-1-outoBy KMCAOTY, 3-[(4-xnopdpeHin)Tio]-2-meTun-4-[[(1-meTun-1H-imigason-4-
imcynedoHin]amiHol-1H-ingon-1-outoBy KMCIOTY; 3-[(4-xnopdreHin)Tio]-4-
[[(aumeTnnamiHo)aueTunlamiHol-2-meTun-1H-ingon-1-outoBy Kkucnoty; 4-(aueTunamiHo)-2-metTun-3-
[[4-(MeTuncynedioHin)deHin]Tio]-1H-iHgon-1-ouToBY KUCHOTY; 4-(aueTunamiHo)-3-[(2-xnopdeHrin)Tio]-
2-metun-1H-iHgon-1-outoBy KucroTy; 4-(auetTunamiHo)-2-metun-3-[[4-(eTuncynedoHin)deriniriol-
1H-iHgon-1-outoBy  kucnoty;  3-[(4-xnmopdenin)Tio]-4-[[(eTunamiHo)kapOoHin]amino]-2-meTun-1H-
iHgon-1-outoBy kucnoty; 3-[[4-(MeTuncynbdoHinm)deHiniriol-4-(5-nipumiaunHin)-1H-iHgon-1-outoBy
kuenoty; 2-metun-3-[[4-(metuncynedorin)deHin]tio]-4-(2-TiodeHrin)-1H-iHgon-1-outoBy kucnoty; 4-
(3,5-aumeTnn-4-isokcasonin)-2-metun-3-[[4-(metuncynedoHin)deniniriol-1H-ingon-1-ourosy
kucnoty; 4-(3-cpypanyl)-2-metun-3-[[4-(meTuncynedoHin)deHin]tiol-1H-iHgon-1-outoBy kucnoty; 2-
MeTun-4-[(meTuncynedoHin)amido]-3-[[4-(MeTuncynbdoHin)deHinfrio]-1H-inaon-1-oytoBy  KMCNOTY;
2-meTun-5-[(meTnuncynbedoHin)amiHo]-3-[[3-(MeTuncynbdoHin)deHrin]rio]-1H-iHaon-1-ouToBY KUCMOTY;
2-meTun-5-[(meTnncynbdoHin)amiHo]-3-[[2-(MeTuncynbdoHin)deHin]rio]-1H-iHaon-1-ouToBY KUCMOTY;
2-meTun-3-[[4-(MmeTuncynsdoHin)deHin]rio]-5-(5-nipumiguHin)-1H-ingon-1-ouToBY KUCNOTY; 2-METUN-
3-[[4-(meTuncynbedoHin)deHin]Tio]-5-(3-TioeHrin)-1H-ingon-1-outosy  kucnoty; 5-(3,5-gumeTun-4-
isokcasonin)-2-meTtun-3-[[4-(MeTuncynbdoHin) erin]riol-1H-iHaon-1-outoBy KMCMOTY; 2-MeTUN-3-[[4-
(meTuncynbdoHin)deHriniriol-5-(3-nipuguHin)-1H-iHgon-1-outoBy KMCMOTY; 2-meTun-3-[[4-
(meTuncynbdoHin)deninirio]-5-(1H-nipasonyl)-1H-inaon-1-outoBy Kkucnoty i 4-(aueTunamido)-3-[(4-
uiaHoeHin)Tio]-2-meTun-1H-iHaon-1-oUTOBY KUCNOTY.

IHWwi aHTaroHicTn CRTH2, ski MoxyTb OyTM BMKOPUCTAHI Npu MpPakTUYHIA peanidauii BUHaxoay,
BKMNOYaloThb Ti, Wo po3kpuTi B nateHTi CLLUA Ne 7,709,521 i matotb chopmyny (V):

Sl
\ ¢
e

(V)

Ta ixHi (pbapMaueBTUYHO NPUIAHATHI coni abo conbBaTtu, Ae R — oauH abo Binblue 3aMiCHUKIB,
BuOpaHux 3 BOAHIO, ranoreHy, CN, HiTpo, SO2R*, OH, OR4, S(0)xR*, SO2NR®R8, CONR®R®, NR2R¢,
NR9SO:2R*, NR®SO:NR°R¢, NR°CO:2R*, NR°COR*, apuny, retepoapuny, Cz-Cs ankeHniny, Cz-Cs
ankidiny abo Ci.s ankiny, npu4oMy OCTaHHi M'ATb rpyn HEOOOB'A3KOBO 3amilleHi ogHum abo BinbLue
samicHUKaMu, HesanexHo BuGpaHumu 3 ranoreHy, CN, NR®SO:R* NR°CO:R* NR°COR* ORS i
NR°RS8, S(O)xR?, pe x — 0, 1 abo 2; R? — BoaeHb, ranoreH, CN, SO:R* a6o CONR®R¢, CH20H,
CH20R* abo Ci7 ankin, npu LbOMY OCTaHHsi rpyna HeobOOB'I3KOBO 3amiwieHa ogHuM abo Ginblue
3amicHukamu, HesanexxHo BuGpaHumm 3 atomis ranoreny, OR8 i NR®R®, S(O)«R’, ne x—0, 1 abo 2; R3
— apun abo retepoapun, KOHUI 3 AKUX HEOBOB'SI3KOBO 3amillleHni ogHUM abo GinbLue 3amiCHUKaMM,
Hesane>kHo BUOpaHumK 3 BoaHto, ranoreHy, CN, HiTpo, OH, SO2R*, OR%, SR*, SOR*, SO:NR°RS,
CONR®Ré, NR°Rf, NHSO2R*, NHCO2R*, NHCOR*, NR7SO2R4, NR’CO2R*, NR’COR*, NHC1.6 ankiny,
NR°R®, C2-Cs ankeniny, C2-Cs ankininy, Cis ankiny, npu4omy OCTaHHi Tpu rpynu HeoOOB'SI3KOBO
3aMmileHi ogHuMm abo Ginblue 3amiCHUKaMWK, He3ane)kHo BubpaHumu 3 atomiB ranoreHy, CN, ORS i
NR°RS, S(O)xR7, ne x=0, 1 abo 2; R* npeacTtaBnsie apun, retepoapun abo Cis ankin, BCi 3 sKuUx
MOXYTb OyTU HEOOOB'A3KOBO 3aMilleHi ogHUM abo Binblue 3amiCHMKamm, HeszanexHo BubpaHumy 3
aTtomis ranoreHy, apuny, retepoapuny, OR™, OH, NR''R'2, S(O)xR'® (ae x=0, 1 abo 2), CONR™*R'S,
NR™COR'5, SO:NR'“R'5, NR'*S0O2R'®, CN, HiTpo; R% i R® HezanexHO npeacTaBnsiioTb aTOM BOAHIO,
C1-6 ankinbHy, abo apunbHy abo retepoapunbHy rpyny, npu LibOMY OCTaHHI TPW rpynu MOXyTb ByTu
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HeoOOB'A3KOBO 3aMillleHi ogHMM abo Oinblue 3aMiCHMKaMK, HesaneXxHo BuOpaHuMMM 3 aTOoMIB
ranoreny, apuny, OR8 i NR™R'5, CONR'“R's, NR'“COR'3, SO=NR'"#R'3, NR'*SO2R"5; CN, HiTpo, abo
R® i R® pasom 3 aToMOM a30Ty, A0 SKOTO BOHM MPUKPINSEHi, MOXyTb YTBOpPtOBaTU 3 — 8-uUneHHe
HaCu4eHe reTepoLmMKnivHe KinbLe, ke HEOOO0B'A3K0BO MICTUTL 0aMH abo BinblLue aTtomiB, BUDpaHuX 3
0O, S(O)x, ae x=0, 1 abo 2, NR'¢, a came kinbue HeoboB'A3koBO 3aMiweHe Cia ankinom; R” i R™
HesanexxHo npeactaenaTb Ci1-Cs ankinbHy, apunbHy abo retepoapurbHy rpyny, BCi 3 SKUX MOXYTb
6yTn HeobOB'A3KOBO 3aMillleHi aToMamMu ranoreny; R® npeacraesnsie atom BogHo, C(O)R?, C1-Cs ankin
(HeOBOB'A3KOBO 3aMilLEHUI aTOMaMu ranoreHy abo apunom), apunbHy abo retepoapurbHy rpyny
(Heo0bOB'A3KOBO 3amilleHy ranoreHoM); koxkHuiA Re, R0 R''| R'2 R' RS HeszanexHO npeacraBnse
atom BOAHIO, Ci1-Ce ankinbHy, apunoHy abo reTepoapunbHy rpyny (BCi 3 SKUX MOXyTb OyTu
Heo6OB'sI3KOBO 3aMillleHi aTomamu ranoreHy); a R'® — BoaeHsb, C1.4 ankin, -COC+-C4 ankin, COYC+-Cas
ankin, ne Y — O abo NR”.

Mpuknagu cnonyk, ski mawoTe dpopmyny (V), BknovawTe 3-(4-xopdeHoken)-5-pTop-2-meTun-1H-
iHgon-1-ouTtoBY  KMCNOTY;  5-pTOp-2-MeTun-3-[4-(MeTuncynbdoHin)deHokcun]-1H-ingon-1-outoBy
kucnoty; 3-(4-xnopdreHokeu)-2-MeTun-4-[(Mmetuncynedorin)amido]-1H-iHgon-1-outoBy kucnoty; 4-
(aueTunamiHo)-3-(4-xnopdeHokcn)-2-metun-1H-iHgon-1-outoy  kucnoty;  3-(4-xrnopdeHoKcu)-2-

MeTun-5-(metuncynedoHin)-1H-ingon-1-outoBy KUCIOTY; 3-(4-xnopdeHokeu)-2-MeTun-5-
(TpucpTOopMmeETUN) 1H-iHgon-1-outoBy KUCIOTY; 3-(4-xnopdreHoKCH)-2-MeTurn-5-
[(meTuncynbdoHin)amiHo]-1H-ingon-1-outoBy KUCIOTY; 3-(4-xnopdreHokcu)-5-

[(eTuncynbdoHin)amiHo]-2-meTun  1H-iHgon-1-outoBy KMcnoTy; 3-(4-kapbokcudeHokemn)-5-prop-2-
meTun-1H-ingon-1-oytoBy  kucnoty;  5-dTop-2-meTun-3-[4-[(MeTunamiHo)kapbonin]deHoken]-1H-
ingon-1-outoBy kucnoty; 3-[4-[(eTunamiHo)kapboHin]jdeHokeu]-5-pTop-2-MmeTun-1H-ingon-1-ourosy

KUCIOTY; 5-(pTop-2-meTun-3-[4-[[(1-meTuneTun)amiHolkapboHin]deHokeun]-1H-ingon-1-ouToBy
kucnoty;  3-(4-kapbokcudeHokemn)-5-xnop-2-metun-1H-ingon-1-outoBy  kucnoty;  5-dptop-3-[4-
(meTokcukapOoHin)deHokeun]-2-meTun-1H-ingon-1-ourosy KUCIOTY; 5-xnop-3-[4-
(meTokcukapboHin)peHokeu]-2-MeTun 1H-iHgon-1-outoBy KMCNOTY; 5-xrop-2-meTun-3-[4-
[(meTunamiHo)kapboHin]deHoken]-1H-iHgon-1-ouToBY KUCIOTY; 5-xrop-3-[4-
[(eTunamiHo)kapboHin]deHoken]-2-meTun-1H-iHgoNn-1-ouTOBY KMCNOTY; HaATpii 5-xnop-2-metun-3-[4-
[(1-meTuneTum)amiHo]kapboHin]deHokeu]-1H-ingon-1-auetar; 3-[4-[[(2-
amiHoeTunm)amiHo]kapboHin]deHokeu]-5-ptop-2-meTun-1H-ingon-1-outoBy kucnoty; 2,5-gumeTtun-3-
[4-(meTuncynbdoHimdeHokeun]-1H-iHaon-1-outoBy KUCIOTY; 2-meTtun-3-[4-
(meTuncynbdoHin)deHokeun]-5-(tpudropmeTun) 1H-iHgon-1-ouToBY KUCNOTY; 5-xnop-a,2-aumeTun-3-
[4-(meTuncynbdoHimdeHokeun]-1H-iHaon-1-outoBy KUCIOTY; 5-uiaHo-2-meTun-3-[4-
(meTuncynsdoHin)peHokeu]-1H-iHaon-1-outoy KUCIIOTY; 3-(4-xnopdreHokcu)-4-
[(eTnncynbdoHin)amiHo]-2-meTun 1H-iHgon-1-ouTtoBy KMCAOTY; 3-(4-xnopdreHokcu)-4-
[[(aumeTnnamiHo)cynbdoHinlamino]-2-metun-1H-iHaon-1-oytosy  kucnoty;  3-(4-xrnopdeHOoKCu)-2-
MeTun-4-nipasudin-1H-ingon-1-oyrtoBy KMCAOTY; 3-(4-xnopdpeHoken)-2-metun-4-[[(1-
mMeTunetTun)cynbdoHinjamiHo]-1H-ingon-1-outosy KMCNOTY; 3-[4-
[(ammeTnnamiHo)cynbdoHinldeHokcu]-5-pTop-2-meTun-1H-iHgon-1-outosy KUCIOTY; 3-[4-
(eTuncynboHin)deHoken]-5-dpTop-2-meTun-1H-iHaon-1-outosy KUCIOTY; 3-[4-
(eTuncynboHin)deHokeu]-2-meTun-5-(tpudpropmetTun)-1H-inaon-1-outosy KUCIOTY; 3-(4-
uiaHoeHoKeKH)-2-MeTun-5-(tpucropmeTun)-1H-iHgon-1-outoBy kucnoty; i 3-(4-uiaHodeHOKCH)-5-

¢dpTop-2-meTun-1H-iHgon-1-oU4ToOBY KUCIOTY.
IHWwi aHTaroHicTn CRTH2, ski MoxyTb OyTM BMKOPUCTAHI Npu MpPakTUYHIA peanidauii BUHaxoay,
BKNOYaloTh Ti, WO po3kpuTi B nateHTi CLLUA Ne 7,714,132 i matoTb chopmyny (VI):

})

S osY,
%m

:,‘ 4

r4

o

Fh e

(V1)
ae R', R2, R® i R* He3anexHO npeactaBnatoTb BogeHb, Ci-Cs-ankin, Cq1-Cs-ankokcu, ranore,
HITpO, UiaHo abo dopmin; a R® npeacraense Co-Cs-ankin-kapboHin, Co-C5-ankeHin-kapGoHin, C1-Cs-
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ankokcu-kapboHin, Cq1-Cs-ankin, C1-Cs-ankin-kapbamoin, apun-C1-Cs-ankin, apun-kap6oxin, apun-Ci-
Cs-ankin-kap6oHin, apun-C+-Cs-ankokcu-kapboHin, apun-kapbamoin, apun-tiokapbamoin, apun-Ci-Cs-
ankin-kapbamoin, apun-Ci-Cs-ankin-tiokapbamoin, uuknoankin-kapboHin, uuknoankin-Cq-Cs-ankin-
kapboHin, uyuknoankin-Ci-Cs-ankokcu-kapboHin, uyuknoankin-kapbamoin, retepoapun-Ci-Cs-ankin,
retepoapun-kapbonin, retepoapun-Ci-Cs-ankin-kapboHin abo retepoapun-Ci-Cs-ankokcu-kapooHis;
3a yMOBM, WO, konu R', R2, R? i R* npeacraBnsiioTb BOAEHb, TO R® He € eTOKCU-KapOOoHiNbLHOIO rpynoto
abo TpeT-OyTOKCUKAPOOHINBHOK TPYNoo; Ta iXHi ONTUYHO YMCTi €HAHTIOMEepU, CyMillli eHaHTIOMEpIB,
pauemaru, ONTUYHO YUCTI giacTepioisoMmepu, CyMilli giactepioisomepis, AiacTepioisoMepHi pauemari,
cyMmiwi giactepioisomepHux pauemartis, Me3odopMu i coni.

Mpuknagn cnonyk, ki mawTb dopmyny (VI), BknwouvawTb: (2-6eH3unokcmkapborin-1,2,3,4-
TeTparigpo-nipuaol4,3-blinaon-5-in)-ourosy KUCnory; (2-6yTokcukapboHin-1,2,3,4-teTparigpo-
nipugol4,3-blingon-5-in)-outoBy kucnoty; (2-9H-pnyopen-9-inmetokcukapboHin-1,2,3,4-TeTparigpo-
nipuao[4,3-bl-ingon-5-in)-oytoBy  kucnoty; (2-auetun-1,2,3,4-TeTparigpo-nipuaol4,3-blingon-5-in)-
ouToBY Kucnoty; (2-cdeHinauetun-1,2,3.4-teTparigpo-nipuaol4,3-blingon-5-in)-oytoBy kucnoty; (2-
6eHso0in-1,2,3,4-teTparigpo-nipuao[4,3-blingon-5-im)-outoBy KMcnoty; [2-(3,4,5-TPUMETOKCU-OEH30I)-
1,2,3,4-TeTparigpo-nipuao[4,3-blinaon-5-inj-outoBy KUCIOTY; (2-uuknorekcankapboHin-1,2,3,4-
TeTparigpo-nipnaol4,3-blingon-5-in)-outoBy  kucnoty;  [2-(4-meTokcu-6eHsoin)-1,2,3,4-TeTparigpo-
nipugol4,3-blingon-5-in]- ouroBy kucnoty; [2-(TiodeH-2-kapOoHin)-1,2,3,4-TeTparigpo-nipnaol4,3-
blinaon-5-inJ-outoBy kucnoty; [2-(dbypaH-2-kapboHin)-1,2,3,4-TeTparigpo-nipngo[4,3-blingon-5-in]-
ouToBy KUCNoTy; (2-uuknonponaxkapboHin-1,2,3,4-teTparigpo-nipngo[4,3-blingon-5-in)-outoBy
kucnoty; [2-(HadpTanin-1-kapbonin)-1,2,3,4-TeTparigpo-nipugo[4,3-bJingon-5-inj-outoBy kucnoty; [2-

(2-meTokcu-6eH3oin)-1,2,3,4-Tetparigpo-nipnaol4,3-blingon-5-inl-outoBy KUCIOTY; [2-(4-
TpudbTopmeTnn-6eH3oin)-1,2,3,4-tetparigpo-nipnao[4,3-blingon-5-inJ-outoBy  kucnoty; [2-(3,5-bis-
TpudbTopmeTun-6eH3oin)-1,2,3,4-tetparigpo-nipnao[4,3-blingon-5-inj]-outosy KMCNOTY; [2-(3-

uuknoneHTun-nponioHiny-1,2,3,4-retpariapo-nipuaol4,3-blinaon-5-in]-outosy kucnoty; [2-(3-dheHin-
nponioHin)-1,2,3,4-teTparigpo-nipnao[4,3-blingon-5-in]-outoBy  kucnoty;  [2-(BidheHin-4-kapboHin)-
1,2,3,4-TeTparigpo-nipugo[4,3-blingon-5-inJ-outoBy  kucnoty;  [2-(4-TpeT-OyTun-6en3oin)-1,2,3,4-
TeTparigpo-nipuao[4,3-blinaon-5-inj-ourosy KUCnoTy; [2-(4-TpudhTOpMETOKCU-OEH301N)-1,2,3,4-
TeTparigpo-nipuao[4,3-blinaon-5-inj-ourosy KUCIOTY; [2-((E)-OyT-2-eH0in)-1,2,3,4-TeTparigpo-
nipugol4,3-blingon-5-in]-oytoBy KUCHOTY; [2-(4-xnop-6ex3oin)-1,2,3,4-TeTparigpo-nipnao[4,3-blinaon-
5-in]-outoBy KUCNoTy; [2-(3,5-aumeTokeu-6eHsoin)-1,2,3,4-teTparigpo-nipnao[4,3-blinaon-5-inj-
ouTOBY KWUCNOTY; (2-audperinaueTtun-1,2,3,4-tetparigpo-nipuao[4,3-blingon-5-in)-ouroBy kucnoty; (2-
rekcaHoin-1,2,3,4-tetparigpo-nipnao[4,3-blingon-5-in)-outosy kucnoty; [2-(3-xnop-6eH3oin)-1,2,3,4-
TeTparigpo-nipuao[4,3-blinaon-5-inj-ourosy KUCnoTy; [2-(4-6pom-6eH3oin)-1,2,3,4-TeTparigpo-
nipugol4,3-blingon-5-in]-oytoBy  kucnoTy;  [2-(nipuaunH-3-kap6oHin)-1,2,3,4-TeTparigpo-nipnaol4,3-
blinaon-5-inJ-outoBy  kucnoty; (2-6eH30in-8-meTokeu-1,2,3,4-TeTparigpo-nipnaol4,3-blingon-5-in)-
OUTOBY KWUCNOTY; (2-6eH30in-7-metun-1,2,3,4-tetparigpo-nipnaol4,3-bliHgon-5-in)-ouToBy KWUCNOTY;
(2-6eH30in-8-6pom-1,2,3,4-TeTparigpo-nipnao[4,3-blinaon-5-in)-outoBy KMCNoTy; (2-6€H30iN-8-meTnn-
1,2,3,4-TeTpariapo-nipugol4,3-blinaon-5-in)-ourosy kucnoty; (2-6eH30in-6-metun-1,2,3,4-TeTpariapo-
nipugol4,3-blingon-5-in)-outoBy  kMcnoTy;  [2-(nipa3uH-2-kapOoHin)-1,2,3,4-TeTparigpo-nipnaol4,3-
blinaon-5-in]-outoBy kucnoty; [2-(2-6pom-3-meTun-6eH3oin)-1,2,3,4-teTparigpo-nipuao[4,3-blingon-5-
in-oytoBy  kucnoty; [2-(4'-eTun-GicpeHin-4-kapbonin)-1,2,3,4-TeTparigpo-nipngo[4,3-bliHngon-5-in]-
OUTOBY KMCHOTy; [2-(2-B6pom-5-meTun-6eH3oin)-1,2,3,4-TeTparigpo-nipnao[4,3-blingon-5-inj]-outoBy
KUCIOTY; [2-(2-xnop-6-meTun-nipuanH-4-kapbonin)-1,2,3,4-teTparigpo-nipugo[4,3-blingon-5-in]-
ouToBy KMCNOTY; [2-(BidheHin-2-kapboHin)-1,2,3,4-TeTparigpo-nipugo[4,3-blingon-5-in]-outoBy
kucnoty; [2-(5-6pom-dbypaH-2-kapboHin)-1,2,3,4-TeTparigpo-nipuao[4,3-blingon-5-in]-outoBy KUCNOTY;
[2-(3-meTun-(pypan-2-kapboHin)-1,2,3,4-TeTparigpo-nipugo[4,3-blingon-5-in]-ourosy  kucnoTty; [2-(2-
meTun-dpypan-3-kapbonin)-1,2,3,4-tetparigpo-nipuao[4,3-blingon-5-inj-ourosy KUCIOTY; [2-
(6enso[b]riopen-2-kapbonin)-1,2,3,4-teTparigpo-nipugo[4,3-blingon-5-inj-ourosy  kucnoty;  [2-(5-
xnop-Tiopen-2-kapboniny-1,2,3,4-teTparigpo-nipugo[4,3-blingon-5-inJ-outoBy kucnoty; [2-(pypaH-3-
kapboHin)-1,2,3,4-TeTparigpo-nipugo[4,3-blingon-5-in]-outoBy kucnoty; [2-(2-HadTanin-2-in-aueTun)-
1,2,3,4-TeTparigpo-nipuao[4,3-blinaon-5-inj-outoBy KUCIOTY; [2-(Tiopen-3-kapboHin)-1,2,3,4-
TeTparigpo-nipuao[4,3-blinaon-5-inj-ourosy KUCIOTY; [2-(2-HadpTaniH-1-in-aueTun)-1,2,3,4-
TeTparigpo-nipuaol4,3-blinaon-5-inj-outoBy  kucnoty; rac. [2-(2-uuknorekcun-2-deHin-ayeTun)-
1,2,3,4-TeTparigpo-nipugo[4,3-blingon-5-inJ-outoBy kucnoty; (2-eninkapbamoin-1,2,3,4-TeTparigpo-
nipugol4,3-blingon-5-in)-outoBy kucnoty; (2-etunkapbamoin-1,2,3,4-tetparigpo-nipngo[4,3-blingon-
5-im)-ouToBy Kkucnoty; (2-dhbeHinetun-1,2,3,4-TeTparigpo-nipuaol4,3-blingon-5-in)-averar Hatpito; [2-
(3-dbeHin-nponin)-1,2,3,4-teTparigpo-nipugol4,3-blingon-5-in]-ayetar HaTpilo; [2-(2-eTokcu-HadTaniH-
1-kapboHin)-1,2,3,4-TeTparigpo-nipuao[4,3-blingon-5-inj-outoy  kucnoty;  [2-(3-meTun-TiopeH-2-
kapboHin)-1,2,3,4-TeTparigpo-nipuao[4,3-blingon-5-in]-ouroBy KUCIOTY; [2-(5-meTun-TiodeH-2-
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kapboHin)-1,2,3,4-teTparigpo-nipugo[4,3-blingon-5-in]-outoBy kucnoty; i [2-(NipuanH-4-kapboHin)-
1,2,3,4-TeTparigpo-nipuaol4,3-blinaon-5-inj-outoBy KUCNOTY.

Y BapiaHTi 3[INCHEHHA BMHaxoay, KW 3acnyroBye ocoOnMBOT yBaru, Crnonyka 3saranbHol
dopmynu (V) asnse coboto: [2-(HadTaniH-1-kapboHin)-1,2,3,4-TeTparigpo-nipuaol4,3-blingon-5-inj-
OUTOBY KUCNOTY; [2-(3-xnop-6eH3oin)-1,2,3,4-TeTparigpo-nipnaol4,3-blingon-5-inj]-outoBy kucnoty; [2-
(4'-eTun-BicpeHin-4-kapboHin)-1,2,3,4-teTparigpo-nipnao[4,3-blingon-5-in]-outoBy  kucnoty; [2-(2-
6pom-3-meTun-6ensoin)-1,2,3,4-teTparigpo-nipuaof[4,3-blingon-5-in]-ourosy kucnoty; (2-6eH3oin-8-
6powm-1,2,3,4-TeTparigpo-nipngol[4,3-blingon-5-in)-outosy kucnoty; (2-6eH30in-1,2,3,4-TeTparigpo-
nipuao[4,3-blinaon-5-im)-ourosy KUCIOTY; [2-(4-6pom-6eHsoin)-1,2,3,4-TeTparigpo-nipnaol4,3-
blinaon-5-in] ouroBy kucnoTty; abo [2-(pypaH-2-kapboHin)-1,2,3,4-TeTparigpo-nipungol4,3-bliHgon-5-in]
OLUTOBY KWUCHOTY.

Y BapiaHTi 3[INCHEHHA BMHaxoay, KW 3acnyroBye ocoOnMBOT yBaru, Crnonyka 3saranbHol
dopmynn  (VI) BubpaHa 3 rpynu, LIO CKNagaeTbCsl 3. CKNAaAHOro TpeT-OytunoBoro eduipy 5-
kapbokcumeTun-7-xnop-1,3,4,5-teTparigpo-nipuao[4,3-blinaon-2-kapboHOBOT  KUCNOTKU;  CKNAZHOro
TpeT-0yTUnoBoro edipy 5-kapbokcumeTun-8-xnop-1,3,4,5-tetparigpo-nipuao[4,3-blingon-2-
kKapbOOHOBOI  KMCNOTW; cknagHoro TpeT-Oytunosoro edipy  5-kapbokcumetnn-6-xnop-1,3,4,5-
TeTparigpo-nipuao[4,3-blinaon-2-kapboHOBOT  KMCNOTK; CKMagHoro TpeT-OyTunosoro edipy 5-
kapbokcumeTun-7-metun-1,3,4,5-tetparigpo-nipnao[4,3-blinaon-2-kap6b0HOBOT  KUCMOTK; CKNaAHOro
TpeT-0yTUnoBoro edipy 5-kapbokcumeTun-8-metun-1,3,4,5-tetparigpo-nipugo[4,3-blingon-2-
kKapbOOHOBOI  KMCMNOTU; CcknagHoro TpeT-Oytunosoro edipy 8-6pom-5-kapbokcumeTtun-1,3,4,5-
TeTparigpo-nipuao[4,3-blinaon-2-kapboHOBOT  KMCNOTK; CKMagHoro TpeT-OyTunosoro edipy 5-
kapbokcumeTun-8-prop-1,3,4,5-Tetparigpo-nipnao[4,3-blinaon-2-kapboHoBoi kucnotu; [7-xnop-2-(3-
xnop-6eH30in)-1,2,3,4-teTparigpo-nipuao[4,3-blingon-5-inj-outooi  kucnotu;  [8-xnop-2-(3-xnop-
6eHsoin)-1,2,3,4-TeTparigpo-nipnao[4,3-blinaon-5-in]-outoBoi kucnotu; [6-xnop-2-(3-xnop-6eH30imn)-
1,2,3,4-TeTparigpo-nipugo[4,3-blingon-5-inJ-ouroBoi  kucnotu; [2-(3-xnop-6eH30in)-7-meTun-1,2,3,4-

TeTparigpo-nipuaol4,3-blinaon-5-inj-ourosoi KMCMOTU; [2-(3-xnop-6en3oin)-8-meTun-1,2,3,4-
TeTparigpo-nipuaol4,3-blinaon-5-inj-ourosoi KMCNOTU; [8-6pom-2-(3-xnop-6eH3oin)-1,2,3,4-
TeTparigpo-nipuaol4,3-blinaon-5-inj-ourosoi KUCMNOTH,; [2-(3-xnop-6eH3o0in)-8-dTop-1,2,3,4-

TeTparigpo-nipuaol4,3-blinaon-5-inj-ourosoi KUCINOTH, [8-xnop-2-(TiodheH-2-kapOoHin)-1,2,3,4-
TeTparigpo-nipuaol4,3-blinaon-5-inj-ourosoi KUCINOTH, [6-xnop-2-(TiodheH-2-kapOoHin)-1,2,3,4-
TeTparigpo-nipuaol4,3-blinaon-5-inj-ourosoi KUCMNOTH,; [8-Bpom-2-(TiodheH-2-kapOoHin)-1,2,3,4-
TeTparigpo-nipuaol4,3-blinaon-5-inj-ourosoi KUCMNOTH,; [8-dpTOp-2-(TiodheH-2-kapOoHin)-1,2,3,4-
TeTparigpo-nipuaol4,3-blinaon-5-inj-ourosoi KUCINOTH, [7-xnop-2-(TiodheH-2-kapOoHin)-1,2,3,4-
TeTparigpo-nipuao[4,3-blinaon-5-inj-outoBoi  KMUCMOTH; [7-meTun-2-(tiodben-2-kapbonin)-1,2,3,4-
TeTparigpo-nipuao[4,3-blinaon-5-inj-outoBoi  KMUCMOTH; [8-meTun-2-(tiodben-2-kapbonin)-1,2,3,4-
TeTparigpo-nipnaol4,3-blingon-5-in]-outoBoi kucnotn; [8-hTop-2-(2-MeTOKCU-HadTaniH-1-kapboHin)-
1,2,3,4-TeTparigpo-nipuaol4,3-blinaon-5-inj-oytosoi  kucrnotn; [8-pTop-2-(4-meToKCU-HATaNIH-1-
kapboHin)-1,2,3,4-TeTparigpo-nipugo[4,3-blingon-5-in]-ourosoi KMCINOTU; [8-xnop-2-(2-meToKCU-
HadTaniv-1-kapboHnin)-1,2,3,4-teTparigpo-nipugo[4,3-blingon-5-in]-outoBoi  kucnotu; [8-xnop-2-(4-
MeTOKcu-HadbTaniH-1-kapboHin)-1,2,3,4-tetparigpo-nipnao[-4,3-blingon-5-in]-outoBoi kucnotu; [2-(2-
MeTOKCH-HadbTaniH-1-kapboHin)-8-metun-1,2,3,4-teTparigpo-nipugo[4,3-blingon-5-inj-oyrosoi

Kkucnotu; [2-(4-meTokcu-HadTanin-1-kapboHin)-8-metnn-1,2,3,4-tetparigpo-nipuao[4,3-blingon-5-inj-
OUTOBOI  KMUCIOTHU; [2-(2-meToKcu-HadTaniv-1-kapboHin)-7-metun-1,2,3,4-tetparigpo-nipuao[4,3-
blinaon-5-inJ-outoBoi  kucnotu;  [2-(2-eTokcu-HadTaniH-1-kapOoHin)-8-meTun-1,2,3,4-TeTparigpo-
nipugol4,3-blingon-5-in]-oytoBoi  kucnotu;  [2-(2-eTokcu-HadTanin-1-kapboHin)-7-metun-1,2,3,4-
TeTparigpo-nipnaol4,3-blingon-5-in]-outoBoi kKMCNoOTK; [2-(4-MeToKCH-HadyTaniH-1-kapOOoHin)-7-MeTur-
1,2,3,4-TeTparigpo-nipnao[4,3-blingon-5-in]-ourosoi KMCNoTy; [2-(2-dbTOP-BeH30in)-1,2,3,4-
TeTparigpo-nipuaol4,3-blinaon-5-inj-ourosoi KUCINOTH, [2-(3-dbTOp-Ben30in)-1,2,3,4-TeTparigpo-
nipugol4,3-blingon-5-in]-oytoBoi  kucnotu; [2-(3,5-audTop-6ensoin)-1,2,3,4-TeTparigpo-nipnaol4,3-
blinaon-5-in]-outoBoi kucnotu; [2-(3,4,5-TpudTop-6eH3oin)-1,2,3,4-TeTparigpo-nipugo[4,3-blingon-5-
in-oytoBoi  kucnotu; [2-(2,3,4,5-TeTpadTop-6eH30in)-1,2,3,4-TeTparigpo-nipngo[4,3-bliHgon-5-in]-
outoBOi kucnotu; (2-6eH30in-8-dTop-1,2,3,4-TeTparigpo-nipnaol4,3-blingon-5-in)-outoBoi kucnoty;
(2-6eHn30in-6-xnop-1,2,3,4-TeTparigpo-nipuao[4,3-blingon-5-in)-ouyrosoi KUCINOTH, (2-6eH30in-8-
isonponin-1,2,3,4-TeTparigpo-nipuao[4,3-blinaon-5-inm)-ourosoi kucnotu; (2-6eH3oin-8-xnop-1,2,3,4-
TeTparigpo-nipugo[4,3-blinaon-5-in)-ourosoi  kucnotu; (2-6eH3o0in-7,8-auxnop-1,2,3,4-TeTparigpo-
nipuao[4,3-blinaon-5-in)-ouroBoi KMCMOTU; (2-6eH30in-8-TpudbTopmetun-1,2,3,4-tetparigpo-
nipugol4,3-blingon-5-in)-outoBoi  kucnotu; (2-6en3oin-8-Tpet-6yTnn-1,2,3,4-TeTparigpo-nipnaol4,3-
blinaon-5-in)-ouroBoi kucnotu; (2-6eH30in-7-xnop-8-metun-1,2,3,4-reTparigpo-nipugo[4,3-blingon-5-
im-ouTtoBoi kucnotu; 5 (2-6eHsoin-7,8-aumeTun-1,2,3,4-tetpariapo-nipnao[4,3-blinaon-5-in)-ouroBoi
kucnotu; (2-6ensoin-7-drop-1,2,3,4-TeTparigpo-nipnao[4,3-blinaon-5-in)-ouToBOT KUCNOTK; [7-XN0p-2-
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(2-HadpTaniH-1-in-auetun)-1,2,3 4-teTparigpo-nipugol4,3-blinaon-5-inj-oytosoi  kucnotu; [8-xnop-2-
(2-HadpTaniH-1-in-auetun)-1,2,3 4-teTparigpo-nipuaol4,3-blinaon-5-inj-oytoBoi kucnoTu; [7-meTun-2-
(2-HadpTaniH-1-in-auetun)-1,2,3 4-teTparigpo-nipuaol4,3-blingon-5-in]-outoBoi knucnotu; [8-6pom-2-
(2-HadpTaniH-1-in-auetun)-1,2,3 4-teTparigpo-nipugol4,3-blinaon-5-inj-oytoBoi kucnotu; [2-(4'-eTun-
BitbeHin-4-kapbonin)-7-metTun-1,2,3,4-teTparigpo-nipnao[4,3-blinaon-5-in]-outoBoi kucnotu; [8-6pom-
2-(4'-eTun-BicbeHin-4-kapbonin)-1,2,3,4-teTparigpo-nipuao[4,3-blingon-5-inj-ouroBoi  kucnotn; [2-(4'-
eTun-bideHin-4-kapbonin)-8-dbtop-1,2,3,4-TeTparigpo-nipnaol4,3-blingon-5-in]-outoeoi  kucnotu; [6-
xnop-2-(4'-etun-bidbenin-4-kapboHin)-1,2,3,4-teTparigpo-nipngol[4,3-blingon-5-inl-oytoBoi  kucnoTty;
[7-xnop-2-(4'-eTun-BiceHin-4-kapboHin)-1,2,3,4-TeTparigpo-nipugo[4,3-blingon-5-inj-ourosoi

KUCNOTHU; [8-xnop-2-(4'-eTun-bicdbenin-4-kapboHin)-1,2,3,4-TeTparigpo-nipnao[4,3-blingon-5-inj-
ouToBOT KucnoTu; [2-(4'-etun-BideHin-4-kapbonin)-8-metun-1,2,3,4-tetparigpo-nipnaol4,3-blingon-5-
in]-outoBoi kucnoTu; [8-meTun-2-(2-HadTanid-1-in-auetun)-1,2,3,4-tetparigpo-nipuaol4,3-blinaon-5-
inJ-outoBoi kucnotu; [6-xnop-2-(2-HadpTanid-1-in-auetun)-1,2,3,4-tetparigpo-nipuaol4,3-blinaon-5-
inl-outoBOi KMCcnoTK; [8-xnop-2-(HadbTanii-1-kapboHin)-1,2,3,4-TeTparigpo-nipngo[4,3-bliHgon-5-in]-
ouToBOi  KMCNOTH;  [B-xnop-2-(HadyTanid-1-kapOoHin)-1,2,3,4-TeTparigpo-nipnao[4,3-blinaon-5-inj-
ouToBOT  KMCNOTK;  [7-meTun-2-(HadTanid-1-kapOoHin)-1,2,3,4-TeTparigpo-nipnao[4,3-blinaon-5-inj-
ouTOBOT  KMCNOTK;  [8-meTun-2-(HadyTaniH-1-kapOoHin)-1,2,3,4-TeTparigpo-nipnao[4,3-blinaon-5-inj-
outoBoi  kucnotu;  [8-Bpom-2-(HadTaniH-1-kapboHin)-1,2,3,4-TeTparigpo-nipnao[4,3-blingon-5-in]-
outoBoi  kucnotu;  [8-pTop-2-(HadbTaniH-1-kapboHin)-1,2,3,4-TeTparigpo-nipnao[4,3-blinaon-5-inj-
oUTOBOI KucnoTu; [8-tpTop-2-(2-HadTanin-1-in-auetun)-1,2,3,4-teTparigpo-nipuaol4,3-blinaon-5-in]-
ouToBOT KMcnoTH; [2-(2-6pom-3-meTun-6eHsoin)-7-xnop-1,2,3,4-tetparigpo-nipnao[4,3-blinaon-5-inj-
ouToBOT KMcnoTH; [2-(2-6pom-3-meTun-6eHsoin)-8-xnop-1,2,3,4-tetparigpo-nipnao[4,3-blinaon-5-inj-
ouToBOT KMcnoTH; [2-(2-6pom-3-meTun-6eHsoin)-6-xnop-1,2,3,4-tetparigpo-nipnao[4,3-blinaon-5-inj-
ouUTOBOT KUCNOTH; [2-(2-Opom-3-meTun-6ensoin)-7-metun-1,2,3,4-tetparigpo-nipnao[4,3-blingon-5-inj-
ouTOBOT KUCNOTH; [2-(2-6pom-3-meTun-6eH3oin)-8-metun-1,2,3,4-tetparigpo-nipnao[4,3-blingon-5-inj-
ouToBOi KucnoTu; [8-6pom-2-(2-6pom-3-meTun-6eHsoin)-1,2,3,4-tetparigpo-nipnao[4,3-blingon-5-inj-
ouToBOT KMcnoTu; [2-(2-6pom-3-meTun-6ensoin)-8-dprop-1,2,3,4-TeTparigpo-nipnao[4,3-blingon-5-inj-
ouTOBOT KMCNOTK; [8-Opom-2-(2-eTokcu-HadyTaniH-1-kapboHin)-1,2,3,4-TeTparigpo-nipnao[4,3-blingon-
5-in]-outoBoi  kMcnoTu; [2-(2-eToKCcU-HadpTaniy-1-kapbowin)-8-dbtop-1,2,3,4-TeTparigpo-nipugol4,3-
blingon-5-in]-ouTosoi KMCINOTU; [8-xnop-2-(2-eTokcu-HaTanin-1-kapbonin)-1,2,3,4-teTparigpo-
nipugol4,3-blingon-5-in]-outoBoi kMcnotTu; [2-(4-meTokcu-HadTanin-1-kapbonin)-1,2,3,4-TeTparigpo-
nipugol4,3-blingon-5-in]-oytoBoi  kucnotu;  [2-(5-6pom-HadpTanin-1-kapboHin)-1,2,3,4-TeTparigpo-
nipugo[4,3-blingon-5-in]-oytoBoi  kucnoth; [2-(4-meTun-HadTanin-1-kapbonin)-1,2,3,4-TeTparigpo-
nipugol4,3-blingon-5-in]-oytoBoi  kucnotn; [2-(2-meTun-HadTanin-1-kapbonin)-1,2,3,4-TeTparigpo-
nipugol4,3-blingon-5-in]-oytoBoi  kucnotu; [2-(Bidbenin-3-kapboHin)-1,2,3,4-TeTparigpo-nipnaol4,3-
blinaon-5-in]-outoBoi  kucnotn;  [2-(4-dpTop-HadTanin-1-kapboHin)-1,2,3,4-TeTparigpo-nipnaol4,3-
blinaon-5-in]-outoBoi kucnotu; [2-(2-meTokcu-HadTanin-1-kapboHin)-1,2,3,4-TeTparigpo-nipnaol4,3-
blinaon-5-inJ-outoBoi  kucnotu; 2-(9-oxo-9H-cnyopeH-2-kapboHin)-1,2,3,4-TeTparigpo-nipnaol4,3-
blinaon-5-in]-outoBoi kucnotu; [2-(9H-dnyopen-1-kapbonin)-1,2,3,4-TeTparigpo-nipuao[4,3-blinaon-
5-in]-outoBoi  kucnotu;  [2-(9H-cbnyopeH-4-kapOoHin)-1,2,3,4-TeTparigpo-nipngol4,3-blingon-5-inj-
ouToBOT  KMCHOTH; [2-(2,4,6-TpudbTop-6eH30in)-1,2,3,4-TeTparigpo-nipugo[4,3-blingon-5-inj-ourosoi
kucnotu; [2-(4-uuknorekcun-6eHsoin)-1,2,3,4-tetparigpo-nipnao[4,3-blingon-5-inj-outoBoi  kncnoTu;
[2-(1H-inpon-4-kapboHin)-1,2,3,4-TeTparigpo-nipnao[4,3-blinaon-5-in]-outosoi  kucnotn; [2-(2-dpTop-

deninkapbamoin)-1,2,3,4-teTparigpo-nipugo[4,3-blingon-5-inj-oyrosoi KMCNOTU; [2-(3-cpTOP-
deninkapbamoin)-1,2,3,4-teTparigpo-nipugo[4,3-blingon-5-inj-oyrosoi KMCNOTU; [2-(4-pTOP-
deninkapbamoin)-1,2,3,4-teTparigpo-nipugo[4,3-blingon-5-inj-oyrosoi KMCNOTU; (2-o0-
Toninkapbamoin-1,2,3,4-tetparigpo-nipnao[4,3-blingon-5-in)-oytoBoi kMcnoTu; (2-m-toninkapbamoin-
1,2,3,4-TeTparigpo-nipnao[4,3-blinaon-5-in)-outoBoi KMCNoTy; (2-p-Toninkapbamoin-1,2,3,4-

TeTparigpo-nipnaol4,3-blingon-5-in)-outooi  kucnotu;  (2-6ensunkapbamoin-1,2,3,4-TeTparigpo-
nipugol4,3-blingon-5-in)-outoBoi  kucnotn; (2-dbeHinetTunkapbamoin-1,2,3,4-teTparigpo-nipnaol4,3-
blinaon-5-in)-ouroBoi kucnotu; [2-(HadpTanin-1-inkapbamoin)-1,2,3,4-teTparigpo-nipngo[4,3-bliHgon-
5-in]-outoBoi  kucnotu;  [2-(HadbTaniH-2-inkapbamoin)-1,2,3,4-TeTparigpo-nipngol4,3-blingon-5-inj-
outoBOi  kucnoTw; [2-(BidheHin-2-inkapbamoin)-1,2,3,4-teTparigpo-nipugo[4,3-blingon-5-inj-ourosoi
kucnoTu; (2-yuknorekcunkapbamoin-1,2,3,4-tetparigpo-nipngo[4,3-blinaon-5-in)-outoBOi kucnoTtu; [2-
(2-xnop-deninkapbamoin)-1,2,3 4-tetparigpo-nipnaol4,3-blingon-5-inj]-outoBoi kucnotu; [2-(4-dhTOp-

deninTiokapbamoin)-1,2,3,4-teTparigpo-nipngo[4,3-blingon-5-inj-oytosoi KACINOTU; (2-
deninTiokapbamoin-1,2,3,4-TeTparigpo-nipuao[4,3-blingon-5-im)-outosoi KMCNOTU; (2-
deHineTunTtiokapbamoin-1,2,3,4-teTparigpo-nipnaol4,3-blingon-5-in)-outosoi KMCNOTU; (2-
yuknorekcunTiokapbamoin-1,2,3,4-teTparigpo-nipugol[4,3-blingon-5-in)-ourosoi KUCMNOTH,; (2-

BeHsunTiokapbamoin-1,2,3,4-teTparigpo-nipuaol4,3-blingon-5-in)-ourosoi KMCNOTU; [2-(2-xnop-
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deninTiokapbamoin)-1,2,3,4-teTparigpo-nipngo[4,3-blingon-5-inj-oytosoi KMCMOTU; (2-p-
Tonintiokapbamoin-1,2,3,4-teTparigpo-nipuao[4,3-blingon-5-in)-ourtosoi KMCNOTU; (2-m-
Tonintiokapbamoin-1,2,3,4-teTparigpo-nipuao[4,3-blingon-5-in)-ourtosoi KMCINOTU; i (2-o0-

ToninTiokapbamoin-1,2,3,4-TeTparigpo-nipuao[4,3-blingon-5-in)-ouToBOT KNCNOTH.
IHWwi aHTaroHicTn CRTH2, ski MoxyTb OyTM BMKOPUCTAHI Npu MpPakTUYHIA peanidauii BUHaxoay,
BKIMKOYAOTb Ti, WO po3kpuTi B onybnikoBaHiin nateHTHIn 3assui CLLUA Ne 2009/275659 i maioTb

dopmyny (VII):

O

(V1)

Ta ixHi coni, ae R' — ankin abo yuknoankin; R2— ranorex, ankin, ranoreH-ankin, ankokcu, ranorex-
ankokcu abo uuknoankin; a X — xnop abo ¢grop. Y BapiaHTi 34iiCHEHHA BUHAX0Ay, AKUA 3aCnyroBye
ocobnueoi  yearu, cnonyka Gopmynu (VIl) asnse cobowo  [5-xnop-4-(2-{[(2-xnop-4-
yuknonponindeHin)cynsdoHinjamino}-4-[(1,1-gumeTunetun)kapdamoin]deHoken)-2-propdeHin]-
OLUTOBY KWUCHOTY.

IHWwi aHTaroHicTn CRTH2, ski MoxyTb OyTM BMKOPUCTAHI Npu MpPakTUYHIA peanidauii BUHaxoay,
BKITHOYAIOTH Ti, WO PO3KpUTI B onybrnikoBaHin nateHTHin 3aasui CLUA Ne 2011/0034558.

Y BapiaHTi 34iNCHEHHA BUHAaxXoAy, SIKUI 3acnyropye oCobnuBOT yBaru, cnomnyka siensie coboto [2'-
(3-6eH3un-1-eTun-ypeigometnn)-6-metokcu-4'-tpudbtopmetTun-didpeHin-3-inl-outoBy Kucnoty i BCi 1T
dapmaLeBTUYHO NPURHATHI ConbBaTK (BKMOYAOYX riapartu), nponiku, Metabonitu i dapmaueBTUYHO
NPUIRHATHI CONi.

IHWwi aHTaroHicTn CRTH2, ski MoxyTb OyTM BMKOPUCTAHI Npu MpPakTUYHIA peanidauii BUHaxoay,
BKIIOYAOTb Ti, WO PO3KPUTI B MibKHApOAHiM nybnikauii nareHTHoi 3asBku Ne WO 2011/085033. Y
BapiaHTi 34iiCHEHHA BUHAXOA4y, AKWIA 3acnyroBye ocobnueoi yBaru, crnonyka asnse cobow 2-(3-(2-
((rpeT-6yTunTio)mMeTun)-4-(2,2-4UMETUN-MPONIOHINaMiHO)DEHOKCH)-4-METOKCMAEHIN)-OLTOBY KUCIOTY
Ta ii dhapmaueBTUYHO NPUIRHATHI COMi, CONbBAaTK, NoniMopdu, amopdHi dhasu i metadonitu.

IHwi aHTaroHicTn CRTH2, ski MoxyTb OyTM BMKOPUCTAHI NpuU MPakTUYHIA peanisdauii BUHaxoay,
BKIMKOYAOTb Ti, WO PO3KPUTI B onybnikoBaHin naTeHTHin 3asaeui CLLUA Ne 2010/0173955 i maioTtb

dopmyny (VIII):

(VI

abo ixHio cinb, ge: R' — Ar'-L'-W-L2-; L2 — -(CR°R%)m-; W — -CONR?2- a6o -NR3*CO-; ko>kHuii 3 R3a
i R% — H abo metun; L' — -(CR2aRb),-, -(CH=CH)- abo -O(CR2RP), 3a ymoBwu, wo, konu W — -NR3CO-,
T0 L' He € -(CH=CH)-; n i m — He3zanexHo 0, 1 abo 2; koxkHmii 3 R3, R, R¢ i RY — HesanexHo H, F, OH,
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meTun abo uuknonponin, abo R2 i Rb abo R¢ i RY pazoM 3 Byrneuem, 10 SIKOFG BOHU NPUKPINNEHi,
YTBOPIOIOTb LMKNONponineHe kinbue; Ar' — ¢enin abo HadTUn, KOXHUIA 3 SKUX HE 3aMillueHuin abo
3aMileHnin ogHum abo GinbLue 3amicHukamm, BubpaHumm HesanexHo 3 F, Cl, CN, CFs, CHF2, CH2F,
SFs, meTuny, etTuny, uuknonponiny, t-6ytuny aéo OMe, abo Ar' — 1,2,3 4-TeTpariapoHadTun, AKUiA He
3amiwleHMn abo 3amilleHuit MeTokcu, 3a YMOBWM, WO, konm Ar' — Hadtun abo 1,2,3,4-
TeTparigpoHadptun, 10 n — 0; R?2 — H, C4-Ce ankin, sanuuiok amiHokucnotu abo aunentuay abo
CHRe(CH3)qR; g — Big 1 ao 6; R® — H, metun a6o etun; R' — NRYR", B sikomy R9 i R" KO>KHWIA
He3anexHo npeacTaBnsie aToM BogHio abo C1-Ca ankinbHy rpyny a6o R¢ i R" pasom 3 aToMoM asoTy,
40 SIKOr0 BOHU MPUKPINSIEHi, YTBOPIOOTE 5 — 6-YNEHHE reTepouUMKITIMHE Kinbue, Ske HEODOB'I3KOBO
MICTUTb FeTepoaTom ApPYroro Kinbus, sBubpanuin 3 N i O, ge 3a3HavyeHe reTepoumnkniyHe KinbLue siBnse
cobol0 HeobOB'A3KOBO 3amilleHun oaHielw abo Ginblue rpynamu, HesanexHo BubpaHumm 3 C1-Ce
ankiny; A — CN, CHzNHz, CH2NR*C(=0)R® a6o CH2NR*SQ02R8, Cl, OMe, (14C)ankin, yuknonponin,
H, F, Br, CH2NH(:4C ankinm), CH2N(:-4C ankin)z, TieHin abo eHin, Akun He 3amiweHunn abo
samieHuin SO:2Me; koxxHUIt 3 R* | R*% — H a6o metun; R5 — C1-Cs ankin, C1-Cs ankokcu, Csz-Cs
uuknoankin, hetAr' abo Ar2; R® — Cy-Cs ankin, NH(C1-Cs ankin), N(C1-Cs ankin)z, Ar® a6o hetArZ;
hetAr' — 6-4neHHWIn reTepoapun, AKMIn He 3aMiweHunii abo 3amileHuit ogHieto abo Ginblue rpynamu,
He3anexHo BMOpaHMMK 3 aToMy ranoreHy i rpynu chopmynu -NR®aR®®, B sakiil koxHMIA 3 R%2 i R
Hes3anekHo NpeacTaBnsae aTtom BOAHK, abo (14C) ankinbHy rpyny abo pasoMm 3 aTOMOM asoTy, 40
SIKOrO BOHWM MPUKPINMEHi, YTBOPKIOKOTb NIpOMiAUHINBHY, nNinepuaunHinbHy ato mopdoniHOBY rpyny;
hetAr? — 5 — 6-uneHHWn reTepoapun, sikMA He 3amilleHMin abo 3amiweHuit opHielo abo Ginblue
rpynamu, HesanexHo subpanumm 3 Ci-Cs ankiny; Ar2 — (peHin, Skun He 3amieHnin abo 3amiweHun
oaHieto abo BinbLue rpynamu, HesanexHo BubpaHumm 3 atomy ranoreny, CN, SFs, uuknonponiny, C+-
C4 ankinbHoi rpynu, C1-C4 ankokcunsHoi rpynu i top-Ci-Ca ankinbHOT rpynu; Ard — siK LI BUSHAYEHO
ana Ar2; R7 i R8 — HesanexHo H, metun abo F; R® — H abo metun; a R'®—H abo F.

IHWwi aHTaroHicTn CRTH2, ski MoxyTb OyTM BMKOPUCTAHI Npu MpPakTUYHIA peanidauii BUHaxoay,
BKIMKOYAOTb Ti, WO PO3KPpUTi B onybnikoBaHin nateHTHin 3assui CLUA Ne 2011/0034482. Y BapiaHTi
30iICHEHHST BMHAxXo4y, $SKWMA 3acnyroBye ocobnuBoi yBaru, crnonyka sBnsge cobow {4.6-
bis(gumeTunamino)-2-(4-(4-(tpucdropmeTun)beH3amigo)deH3nm)nipuMiauH-5-in}-outoBy kucnoty Ta ii
dhapmaueBTUYHO NPUAHATHI coni, rigpaTtu i conbBaTtu.

IHWi aHTaroHicTn CRTH2, aki moxyTb OyTU BMKOPUCTAHI Npu NpakTU4HIA peanisauii BuHaxoay,
BKIKOYAIOTb Ti, WO PO3KpUTi B onybnikoBaHiin nateHTHin 3asasui CLUA Ne 7,696,222 i matoTb hopmyny
(IX):

(IX)

Ta ixHi papMaUeBTUUHO NPUARHATHI coni, ge: n — 1 abo 2; Ar — apun abo retepoapun, KOXHWUIA 3
SKMX HeOOOB'A3KOBO 3aMilleHuint 1 — 4 rpynamu, HesanexHo BubpaHummu 3 RS, X BuGpaHui 3 -
C(R2)(Rp)-, -C{R?2)(RP)-C(Ra)(RP)-, -C(Ra)=C(Ra)-, -OC(Ra)(R")- i -SC(R?)(Rr)-; R' BubOpaHuii 3 H,
ranoreHy i C1 ankiny; R? subpanuin 3 H i C1.6 ankiny; R® Bubpanuii 3 H, ranoreny, Ci.s ankiny, O Cis
ankiny, SC1.s ankiny, S(O)n C16 ankiny, CN, apuny i retepoapuny; R2 i R°> — HesanexHo H, ranoreH,
apun, retepoapun, C1 ankin abo ranoreH-Ci.¢ ankin; abo R2 i R° pazom atoMoM Byrnewo, A0 siKOro
BOHM 06uMaBa NPUKPINNEHi, 3aBepLUYIOTh YTBOPEHHSA Ca.s LMKNOANKINBHOIO Kinbus; abo R2 i R pasom 3
cycigHiMnm atomamy BYrneulo, A0 SKMX BOHM MPUKPINSEHi, 3aBeplyloTb YTBOPeHHA Css
UMKnoankineHoro kinbus; a R BuGpaHui 3 ranoreny, CN, Cis ankokcu, Ci.s ankiny, ranoreH-Cis
ankokeu i Cie ankiny. B KOHKpeTHOMY BapiaHTi 34INCHEHHS BUHaxXOA4y, SIKMIA 3acnyropye ocobnueoi
yBaru, cnonyka dopmynu (IX) aende cobor {7-[[4-dhTopdeHin)cynbdonin](meTnn)amiHo]-6,7,8,9-
TeTparigponipugo[1,2-alingon-10-im}-ouToBy KMUCNOTY abo il hapmMaLeBTUHHO NPURHATHY Cinb.

IHWwi aHTaroHicTn CRTH2, aki moxyTb 6yTu BMKOPUCTAHI NpM NPakTU4HiA peanidauii BUHaxoay,
BKIKOYAIOTh Ti, WO PO3KpUTi B onybnikoBaHin nateHTHin 3asasui CLUA Ne 7,858,640 i matoTb hopmyny
(X):
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B skin: R', R2, R3, R*i R® — HesanexHo BoaeHb, C1-Ce arnkin, NoBHICTIO ab0 4aCcTKOBO (D TOPOBAHUN
C1-Cs anxin, yuknonponin, ranoreH, -S(OnR®, -SO2NR’R8, -NR7R8, -NR’C(O)R8, -CO2R’, -C(O)NR"R8,
-C(O)RS8, -NOz2, -CN abo rpyna -OR?®; ge koxHui R® — HezanexxHo C1-Ce ankin, NoBHICTIO a0 4acTKOBO
droposaHun Ci-Ceankin, uyuknoankin, apun ato retepoapun; R7, R5 — HesanexHo C1-Ce arnkin,
MOBHICTIO abo 4JacTkoBo (pTopoBaHui Ci-Ce amkin, uuknoankin, uuknoankin-(Ci-Csankin)-, apun,
retepoapun abo BogeHb; R®° — BogeHb, C1-Cg ankin, noBHicTio abo YyacTkoBo dpTtopoBaHuit C1-Ce ankin,
yuknoankin, umknoankin-(C+-Ceankin)- abo rpyna -SO:2R¢; A — -CHR'"-, -C(O)-, -S(O)n-, -O- abo -
NR™-, ne n — uine uucno Bia 0 o 2, a R'% — BoaeHb, C1-Cs ankin abo noBHicTIo abo 4acTKOBO
dgrTopoBaHa C+-Cs ankinbHa rpyna; B — npsamuit 3B'30k abo ABOBaneHTHUI pagukarn, BubpaHum 3 -
CHa2-, -CH2CH2-, -CHR"'-, -CR''R'2-, -CH>2CHR''- B 6yab-sakin 3 aBox opieHTauin, -CH2.CR''R'2- B
Oyab-skiii 3 ABox opieHTauin, -CHR''CHR'2- B 6yab-sikiil 3 ABOX OpieHTaUil, i ABOBaNeHTHI paaukanu
dopmynu -(CR"R'2)p-Z-, pe Z npukpinneHun go kinbus, ke Hece R', R2 i R3; ge R"" — C+-Cs ankin,
yuknonponin abo nosHicTio abo yactkoBo dyropoBaHun Ci-Cs ankin; R'2 — meTnn abo noBHicTiO abo
4YacTKOBO (pTOpOBaHWI MeTUM; p — He3anexHo 1 abo 2; a Z — -O-, -NH- abo -S(O)n-, 4e n — uine
uncno Bia 0 o 2; X — kapboHOBa KMCNOTAa, TETPA3on, 3-rigpoKCMi3oKcason, riapokcamoBa KMCNoTa,
docdinar, docdonar, dochoHamia abo rpyna cynbdoHOBUX kucrot abo rpyna dopmynu
C(=O)NHSO2R® abo SO:NHC(=O)R®; Y — apunbHa, reTepoapunbHa, apumn-anura-
reTepoumknoarnkinbHa, retepoapun-snuTa-umknoarnkinbHa, retepoapun-3nura-reTepouuknoankineHa
abo apun-3nuTa-uuknoankinbHa rpyna.

Y BapiaHTi 34iNCHEHHA BUHaxoAdy, SIKMIA 3acnyroBye ocobnmBoi yearu, cnomnyka dopmynu (X)
BuOpaHa 3 rpynu, Wo ckrnagaerses 3: [8-xnop-3-(4-xnopbeHann)-4-audpTopmMeTOKCU-2-eTUNXIHONIH-5-
iMOKCU]-OUTOBOI  KMCIOTU,  [3-(4-xnopbeH3un)-4-andTopMeETOKCH-2-eTuN-8-PTOoPXiHONIH-5-inokcun]-
OUTOBOI  KMCNOTH, [3-(2,4-auxnopbeH3nn)-2-aupTopMeToKCU-8-PpTop-4-MEeTUNXIHONIH-5-inoKkeK]-
ouTOBOT  KUCNOTHU, [4-auTopmeToKcU-2-eTUN-8-prop-3-(4-hTopbeHsnn)xiHoniH-5-inokcn]-ouToBoi
KUCIOTH, [3-(2,4-audpTopbensun)-4-audbTopmMeToKCU-2-eTUN-8-PTopXiHONIH-5-iNOKCH]-OLTOBOT
KUCIOTH, [3-(2,4-auxnopbeHnsnn)-4-aupTopmeTokeu-2-eTun-8-hTopxiHoniH-5-inokcn]-oUToBOI
KUCMOTH, [3-(4-xnop-2-pTopbeHsun)-2-audbTopMeTOKCU-8-PTop-4-METUNXIHOMIH-5-inokeu]-ouToBOT
Kkucnotu, [8-xnop-3-(4-xnopbeH3un)-2-aupTopMeTOKCU-4-METUNXIHOMIH-5-INOKCU]-oUTOBOT  KNCNOTH,
[3-(2-xnop-4- bTopOeH3NM)-4-AUDPTOPMETOKCU-2-eTUN-8-PTOPXIHOMIH-5-INOKCK]-0UTOBOT  Kucnotu, [3-
(2-xnop-4-pTopbeH3nm)-2-4M PTOPMETOKCU-8-PTOP-4-METUNXIHOMIH-5-INOKCK]-OLTOBOT  kKMcnoTun, [8-
Xx1op-3-(4-xnop-2-propbeH3unn)-4-AuPTOPMETOKCU-2-ETUNXIHOMIH-5-inoKeu]-ouToBOT  kKMcnoTun, [3-(4-
xnop-2-pTopoeH3nn)-4-guPToOpMETOKCH-2-eTUN-8-PTOPXIHONIH-5-INOKCK]-OLTOBOT KMCNOTH, {4-
ANPTOPMETOKCU-2-eTUN-8-PTOP-3-[4-(MOPDONiH-4-CynbdoHin)beH3UN]XiHONIH-5-iNMoKCKH}-oLUTOBOT
kucnotu,  {4-andTopmeToKen-2-eTun-8-dprop-3-[4-(niponignH-1-kapOoHin)GeH3nn]XiHoMiH-5-inokcun}-
outoBoi  kucnotu, 2-[3-(2,4-guxnopbeHsnn)-2-audhTopmMeToKeu-8-pTop-4-MeTUNXiHONIH-5-inoken]-
NponioHOBOT  kucnotu,  (S)-2-[3-(2,4-auxnopbeH3nn)-2-auPpTopMeTOKCU-8-PTop-4-METUNXIHOMIH-5-
iMOKCU]-NPONIOHOBOT  KMCcnoTH,  2-[8-xnop-3-(4-xnop6eHsnn)-2-anpTopmMeToKCn-4-METUNXIHOMIH-5-
inokcu]-nponioHoBOT KMCIMOTU, {8-xnop-4-gudTopmeToKcU-2-eTUN-3-[4-(niponiamH-1-
kapOoHin)6eH3nn]-xiHoniH-5-inokcu}-ouToBOi kKMEnotu, {3-[2-xnop-4-(niponignH-1-kapooHin)6eHsnn]-4-
ANTOpMETOKCU-2-eTUN-8-DTOPXIHOMIH-5-inokcu}-ouToBOi KUCnoTH, (S)-2-{3-[2-xnop-4-(niponianH-1-
kapOoHin)6eH3nn]-4-andTo pMETOKCH-2-eTUN-8-hTOPXIHONIH-5-IMOKCU}-NPONIOHOBOT KUCnoTu, (S)-2-[3-
(2,4-guxnopbeHsnn)-4-gudTopMeETOKCH-2-eTUN-8-PTOPXIHOMIH-5-inokeu]-nponioHoBOT kucnoTn, [3-(2-
XIop-4-4MKNodyTunkapbamoinbeHsnn)-4-gupTopMeToKCH-2-eTUN-8-PTOPXiHONIH-5-iNokcK]-ouToBOT
KUCNOTH; i (S)-2-[3-(2-xnop-4-ynknobyTunkapbamoinbeH3nn)-4-auPpTopMeToKCH-2-eTun-8-
PTOPXiHOMIH-5-INOKCU]-NPONIOHOBOT KUCNOTU; Ta ixHiIX dapMaueBTUYHO NPUAHATHUX comnen i N-
oKkcugis.

JOuBuCb TakoX NpuBeAEHi Hxk4e onyOnikoBaHi 3asBKK, B SIKMX PO3KpUTi aHTaroHictn CRTH2: WO-
A-03/066046, WO-A-03/066047, WO-A-03/097042, WO-A-03/097598, WO-A-03/101981, WO-A-
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03/101961, WO-A-2004/007451, WO-A-2005/019171, WO-A-2005/054232, WO-A-2004/089884, WO-
A-2004/089885, WO-A-2005/018529, WO-A-2006/005909, W02006/021759, WO-A-2007/039736,
WO-A-2007/052023, WO-A-2006/075139, WO-A-2007/068894, WO-A-2007138282, WO-A-
2008/119917, WO-A-2008/113965, WO-A-2008/074966, WO-A-2008/078069, WO-A-2007/144625,
WO-A-2007/028999, WO-A-2007/031747, WO-A-2006/136859, WO-A-2006/111560, WO-A-
2005/094816, WO-A-2005/040112, WO-A-2005/040114, WO-A-2004/096777, WO-A-2005/123731,
WO-A-2006/125784, WO-A-2007/045867, WO-A-2006/034419, WO-A-2006/036994, WO-A-
2007/022501, WO-A-2004/106302, WO-A-2004/032848, WO-A-2005/100321, WO-A-2006/091674,
WO-A-2004/058164, WO-A-2005/007094, WO-A-2007/036743, WO-2004/035543, WO-A-
2007/062797, WO-A-2007/062773, WO-A-2007/062678, WO-A-2007/062677, WO-A-2005/116001,
WO-A-2005/115382, WO-A-2005/115374, WO-A-2006/111560, WO-A-2006/037982, WO-A-
2006/056752, WO-A-2007/039741, WO-A-2005/073234, WO-A-2005/105727, WO-A-2006/063763,
WO-A-2006/125593 | WO-A-2006/125596.

B oaHoMy 3 BapiaHTiB 34iNCHEHHA BUHaxoay iHriGiTop NMpoTOHHOro Hacoca (PPl) po3kputuin B
nateHTi CLLUA Ne 4,045,563 i sisnsie coboto cnonyky, aka mae popmyny (XI)

X

ae R i R® — ogHakoBi abo pisHi i BubpaHi 3 rpynu, WO CKNagaeTbCsl 3 BOAHIO, ankiny, ranoreHy,
uiaHo, kapbokeu, kapbokcuankiny, kapboankokcu, kapboankokcuankiny, kapbamoiny, kap6amoinokeu,
rigpoKCU, ankokcu, rigpokcuankiny, TpudTopmeTuny i auuny B 6yab-akoMy NonoxeHHi, R* Bubpanun 3
rpynu, LLIO CKNagaeTbCA 3 BOAHIO, ankiny, auuny, kapboankokcu, kapbamoiny, ankinkap®amoiny,
fiankinkapbamoiny, ankinkapGoHinMeTuny, ankokcukapOoHinmetuny i ankincynbconiny, RS
BMOpPaHWI 3 TPYNK, WO CKNagacTbCa 3 ankiny 3 HeposranyKeHum abo posrany>KeHuM NaHuoroM, Skumn
Mae Bia 1 oo 4 aToMiB BYrneuto, 3aBsku YoMy nuLle oHa METUMNEHOBA rpyna NpUCyTHA Mk S i Het,
a Het sBubpanuii 3 rpynu, Wo cknagaetbca 3 imigasoniny, imigasonininy, 6eHsimigasoniny, Tiasoniny,
Tiazonininy, xiHoniny, ninepuainy i nipuauny, sKki MOXyTb 6YTW 104aTKOBO 3aMilLIEHI NEPEBAXHO B 3 —
5 NONOXeHHI HWXYMMKU ankinbHUMKU rpynamu, TakMMu §IK, HanNpuknaga, MeTun, eTun i nponin, i/abo
ranoreH-3amiCHUKaMu, TaKMMK 9K, HAaNpUKnaa, xnop i 6pom, Ta ii papmaueBTUYHO NPUAHATHI Coni.

Mpuknagu CMONYKMH, sKa Mae dopmyny XD, BKMNOYalOTh 2-[2-
nipugunMeTuncynbdidin]bensimigason,  2-[2-nipuaunmeTuncynbgidin-(4,6-aumeTun)densimigason,
2-[2-nipuaunmeTuncynbdininl-(5-etun)bexsimigason,  2-[2-nipuaunMmetuncynbdidinl-(4-metun,  6-
xnop)bensimigason, 2-[2-nipugnnmeTuncynbdiHin]-(5-meTokcn)beHsimigason, 2-[2-
nipugunMeTuncynbdidinl-(5-rigpokcn)bensimigason, 2-[2-nipuaunmeTuncynedininl-(5-
aueTtun)beHsimigason, 2-[2-nipugnnmeTuncynbdidinl-(5-kapbokcn)beHsimigason, 2-[2-
nipugunMeTuncynbdininl-(5-kapbetokcn)deHnsimigason, 2-[2-(4-
xnop)nipugunMeTuncynbdidin]bensimigason, 2-[2-(5-meTun)nipuannMmeTuncyns@iinldeHsimigason,
2-[2-nipuannmeTuncynbdinin]-N-metunbeHsimigason, 2-[2-nipuaunn-
(meTun)MmeTuncynbdivin]bexsimigason, 2-[2-nipugunmetTnncynbditinl-(4-metun)densimigason, 2-[2-
nipugunMeTuncynbdidinl-(N-auetun)densimigason, 2-[2-nipuaunmetuncynedidin]-(N-
MeTOKcukapboHin)GeHsimigason, 2-[2-nipugunmeTuncynbdinin]-(5-meTun)densimigason, 2-[2-
nipugunMeTuncynbdininl-(5-xnop)deHsimigason, 2-[2-nipuaunmeTuncynedininl-(5-
isonponin)6eHsimigason, 2-[2-nipugunmeTuncynbdinin]-(5-t-6ytnn)beHsimigason, 2-[2-
nipugunMeTuncynbdidinl-(5-n-nponin)beHsimigason, 2-[2-nipuaunmetuncynedinin]-(N-
kapbamoin)beHsimigason, 2-[2-nipugunnmetuncynbdinin]-(N-meTunkapbamoin)bensivigason, 2-[2-
nipugunMeTuncynbdidinl-(N-auetunmetTnn)beHsimigason, 2-[2-nipuaunmetuncynbdidin]-(N-
eTokcukapOoHinmeTun)6eHsimigason, 2-[2-nipuaunmeTuncynedidin]-(N-
mMeTuncynedoHin)beHsimigason, 2-[2-(4-meTnmnipuannMeTuncynbdiHin-(5-metun)bensimigason, 2-
[2-(B-meTum)nipuaunmeTuncynbdininl-(5-metnn)beHsimigason, 2-[2-nipuannmMeTuncynbdidin]-(6-
xrop)6eHsimigason, 2-[2-nipugnn-(eTun)meTuncynbdidin]-6ensimigason, 2-[2-nipuaun-
(etun)metuncynbdininl-(5-xnop)6eHsimigason, 2-[2-nipuaun-(MeTunm)meTnncynbdininl-(5-
eTun)beHsimigason, 2-[2-(3-meTum)nipuannmeTuncynbgidin]bensimigason, 2-[2-(5-
eTumnipuannMmeTuncynbdidinl-(5-metun)6ensimigason, 2-[2-(5-
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eTun)nipuannmMeTuncynbgidinéensimigason, 2-[2-nipuaun-(eTun)MeTUncynbdinin]-(5-
etunbeHsimigason, 2-[2-nipugun-(MeTun)MmeTuncynbdidinl-(5-meTun)bexsimigason, 2-[2-nipuann-
(meTun)meTuncynbdidinl-(5-uiaHo)6eHsimigason, 2-[2-nipuann-(MeTunm)metTuncynbdininl-(5-
TpudbTop)BeHsimigason, 2-[2-nipuaun-(eTumymeTuncynbdiHin]-(5-metun)densimigason, 2-[2-nipnaunn-
(etun)metuncynbdininl-(5-yiaHo)beHsimigason, 2-[2-nipuann-(eTun)MeTUncynbiHin]-(5-
TpudTop)OeHsimigason, 2-[2-nipugnnmeTuncynbdidinl-(4-xnop)beHsimigason, 2-[2-nipuaun-
(isonponim)meTuncynbdiHin]éeHsimigason, 2-[2-nipuann-(meTun)metTuncynedininl-(5,6-

aumetun)bensimigason i 2-[2-nipuann-meTuncynbdiHinl-(5,6-gumetTnn)beHsimigason.
B iHwomy BapiaHTi 3aiicHeHHA BuHaxoay PPl poskputuin B nateHti CLUA Ne 4,853,230 i asnde
c006010 cnonyky, ska mae cdopmyny (Xll):

(XI1)
e A HeoOOB'I3KOBO 3aMillieHuii reTepouukniyHoto rpynoto, R', R2, R% i R* — oaHakoBi abo pisHi i
BUOpPaHi 3 BOAHIO, HUXKYOTO ankiny, Huxuoro ankokcu, -CFs,
3

e — lower

ankiny abo ranoreHy, a R> — H abo Hmx4a ankinbHa rpyna, ae "Huxuun
Byrneuto, Ta ii papmMaueBTUYHO NPUIAHATHI CONi.

Mpuknagn  crnonykn  dopmynu  (XIl)  BknwoyatoTe  (RS)-6-meTokcn-2-((4-meToken-3,5-
AUMeTUnNnipuanH-2-in)MeTuncynbiHin)-1H-6eHso[d]imigason.

B iHwoMy BapiaHTi 3aiicHeHHs BuHaxogy PPl asnse cobow (S)-eHaHTiomep 5-meTokcen-2-[[(4-
METOKCK-3,5-AMMeTUNNipuanH-2-immetun]cynesdininl-1H-6en3so[d]imigaszony abo 1WOro nyxHy cinb, AK
ue po3kputo B nateHTi CLLUA Ne 5,714,504,

B iHwomy BapiaHTi 3aiicHeHHA BuHaxoay PPl poskputuin B nateHti CLUA Ne 4,628,098 i asnde
coboto cnonyky, sika mae popmyny XllII:

O3Ha4yae 1 — 6 aToMmiB

gt

X1
Ta il papMaueBTUYHO NPUIRHATHI coni, Ae R' — BoageHb, meToken abo Tpudropmetun, R2 i R3 —
He3anexHo BodeHb abo metun, R* — Cos doTtopoBaHum ankin, a n o3Havae 0 abo 1, Tta ixHi
dapMmaueBTUYHO NPUAHATHI COni.

Mpuknagn  cnonykn  cdopmynu  XllII  BknwovaoTe  2-[4-(2,2,2-TpupTOPETOKCH)-NipUa-2-
inMeTuncynbdiHinbeHsimigason, 2-[3-meTnn-4-(2,2,2-TpupTopeTOKCH)-Nipna-2-
inlmeTuncynbdininbeHsimigason, 2-[4-(2,2,2-TpudTOPETOKCH)-5-MeTUN-NipUA-2-
inMeTuncynbdiHinbeHsimigason, 2-[3-meTnn-4-(2,2,2-TpudpTOpETOKCH)-5-MeTUN-NipUA-2-
inMeTuncynbdiHinbeHsimigason, 2-[4-(2,2,3,3,3-neHTadTopnponoken)-nipua-2-
inMeTuncynbdiHinbeHsimigason, 2-[4-(2,2,3,3,3-neHTadTopnponokcun)-5-metun-nipua-2-
inMeTuncynbdiHinbeHsimigason, 2-[4-(2,2,3,3-TeTpadbTopnponokcu)-nipua-2-
inMeTuncynbgidinbexsimigason, 2-[3-meTnn-4-(2,2,3,3,3-neHtadpTopnponokcu)-nipua-2-
inMeTuncynbdiHinbeHsimigason, 2-[3-meTnn-4-(2,2,3,3-TeTpadTopnponokcu)-nipua-2-
inMeTuncynbdiHinbeHsimigason, 2-[5-meTnn-4-(2,2,3,3-TeTpadTopnponokcu)-nipua-2-
inlmeTuncynbdininbeHsimigason, 2-[3,5-aumeTnn-4-(2,2,3,3,3-neHtadropnponokcun)-nipua-2-
inMeTuncynbdiHinbensimigason, 2-[3-meTun-4-(2,2,2-1pudTOPETOKCH)-NipUA-2-in]JMeTnncynbqiHin-5-
TpudbTopMeTUndOeHsimigason, 2-[3-meTtun-4-(2,2,2-TpudpTopeTokcu)-nipua-2-in]MeTuncynbdiHin-5-
MeTokcubeHsimigason, 2-[4-(2,2,2-TpudbTopeToKkcun)-nipua-2-inl-MetTuncynbdiin-5-
MeTokcubeHsiMmigason, 2-[4-(2,2,2-TpudTopeToken)-nipua-2-in]-metuntiobensimigason, 2-[3-metun-4-
(2,2,2-TpudTOPETOKCH)-Nipua-2-in]jmetTuntiobeHsimigason, 2-[5-meTun-4-(2,2,2-TpudpTOPETOKCH)-
nipua-2-injmetunriobeHsimigason, 2-[3,5-aumeTnn-4-(2,2,2-TpudpTOpeTOKCH)-Nipnua-2-

inmeTunTiobensimigason, 2-[4-(2,2,3,3,3-neHTadTopnponokeun)-nipug-2-injmetunriobensimigason, 2-
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[6-meTun-4-(2,2,3,3,3-nentadropnponoken)-nipua-2-injmetuntiodbeHsimigason, 2-[4-(2,2,3,3-
TeTpadTopnponokcu)-nipua-2-injMetuntiobexsimigason, 2-[3-metun-4-(2,2,3,3-teTpadTOpPnponoKcu)-
nipua-2-injmetuntiobensimigason, 2-[5-meTnn-4-(2,2,3,3-TeTpadTopnponokcu)-nipua-2-
injmeTunTiobeHsimigason, 2-[3-meTnn-4-(2,2,3,3,3-neHTadpTopnponokcu)-nipua-2-
injmeTunTiobeHsimigason, 2-[3-meTnn-4-(2,2,3,3,3-neHTaTopnponoKkeun)-5-meTun-nipua-2-
inMeTunTiobeHsimigason, 2-[3-meTnn-4-(2,2,2-TpupTOPETOKCH)-NipUA-2-iN-MeTUNTIO-5-
TpudbTopMeTUndOeHsimigason, 2-[3-meTtun-4-(2,2,2-TpupTOopeToKCH)-Nipua-2-in-meTunTio-5-

mMeTokcubeHsimigason, i 2-[4-(2,2,2-TpudToOpeToKCH)-Nipua-2-in]MeTunTio-5-meTokcnbeHsimigason Ta
IXHi papmaLeBTUYHO NPUAHATHI CONi.

B iHwomy BapiaHTi 3aiicHeHHa BuHaxoay PPl poskputuin B nateHti CLUA Ne 4,758,579 i asngde
coboto cnonyky, sika mae popmyny (XIV):

(XIV)

Ta ixHi dpapmaueBTUYHO MPUIRHATHI coni, Ae R1 npeacraense 1-3C-ankinbHWi paaukan, siKui
NoBHiCTIO abo nepeBa)kHO 3amiwleHuin rTopom, abo xnopandTopMeTunbHUn pagukan, a R1'
npeactasnse BogeHs (-H), ranorex, TpudropmeTun, 1-3C-ankinbHun pagukan ado 1-3C-ankokCunbHURA
paaukan, sikuii He0OBOB'A3KOBO, NOBHICTIO ab0 NepeBaXkHO 3amilleHuin dhtopom, abo R1 i R1' pasom, 3
BKIMIOYEHHSIM aroMa KUCHI0, A0 sikoro R1 nmpukpinneHun, npeactaBnaTb 1-2C-ankineHaiokCunsHumn
pagukan, €kuin  HeoOOB'A3kOBO, MNOBHICTIO abo  4acTKOBO  3amiwleHuin  ¢topom, abo
xnoptpudptopeTuneHgiokcunbHuii pagukan, R3 npeacraense 13C-ankoKCUNbHWA pagukan, oguH 3
paaukanie R2 i R4 npeacrasnse 1-3C-ankoKCMNbHUIA paaukarn, a iHwui npeacraBnse atom BoaHo (H)
abo 13C-ankinbHUA pagukan, a n npeacraense yicno 0 abo 1.

Mpuknagu CMONYKK dopmynu XIv) BKMNIOYaOTh 2-[(4,5-gumeTOKCU-3-MEeTUN-2-
nNipUANMMMETUNCYNbMiHIn]-5-TpudtopmeTokcu-1H-6eHsimigason, 2-[(4,5-gumeToKCKU-3-MeTUN-2-
nipuaumn)-MmeTunTiol]-5-Tpudptopmetokeu-1H-6ensimigason, 2-[(4,5-gumeTOKCH-3-METUM-2-
nipugummeTuncynedinin]-5-(1,1,2,2-teTpadtopetokcu)-1H-6eHsimigason, 2-[(4,5-aumMeTOKCKH-3-
MeTun-2-nipugunmmeTuntiol-5-(1,1,2,2-tetpadtopetokcun)-1H-6eHsimigason, 2-[(4,5-aumeTokcu-3-
MeTUN-2-nipuannmeTuncynbdininl-5-(2,2,2-tpudtopetokcn)-1H-6ensimigason, 2-[(4,5-gumeTokcun-3-
MeTUN-2-Nipuann)-meTunTiol-5-(2,2,2-Tpudtopetokcmn)-1H-6ensimigason, 5-gudropmetokcn-2-[(4,5-
AUMETOKCU-3-MeTun-2-nipuaunymetuncynsdininl-1H-6eHsimigason, 5-audpTopmeTokcu-2-[(4,5-
AUMETOKCU-3-meTun-2-nipuannmetTunTio]-1H-6eHsimigason, 5-xnopandrTopmeTokeu-2-[(4,5-
AUMETOKCU-3-MeTun-2-nipuaunymetuncynsdininl-1H-6ensimigason, 5-xnopaundropmeTokcu-2-[(4,5-
AUMETOKCU-3-meTun-2-nipuannmetTunTio]-1H-6eHsimigason, 5,6-bis(audTopmeTokcu)-2-[(4,5-
AUMETOKCU-3-MeTun-2-nipuaunymetuncynsdininl-1H-6eunsimigason, 5,6-bis(andTopmetokcmn)-2-[(4,5-
AUMETOKCU-3-MeTun-2-nipuann)metunTiol-1-H-6ensimigason,  5-audpTopmeToKCU-6-MeTOoKCH-2-[(4,5-
AUMETOKCU-3-MeTun-2-nipuannymetuncynsdininl-1H-6eHsimigason, 5-gndTOpMETOKCH-6-METOKCU-2-
[(4,5-pumeToken-3-meTun-2-nipugun)-metnnrio]-1H-6eHsimigason, 2-[(4,5-aumeToKcu-2-
nipuanmMeTuncynbMinin]-5-tpudropmetokcu-1H-6eHsimigason, 2-[(4,5-aumeTokcu-2-
nipuanmMeTunTiol-5-TpudropmeTokcu-1H-6ensimigason 2-[(4,5-aumeTokcu-2-
nipugummeTuncynedinin]-5-(1,1,2,2-teTpadropetokcn)-1H-6eHsimigason, 2-[(4,5-auMeTOKCKH-2-
nipugumymeTuntiol-5-(1,1,2,2-tetpadptopeTokcu)-1H-6eHsimigason, 2-[(4,5-aumeTOKCU-2-
nipuanmMeTuncynedinin]-5-(2,2,2-tpudtopetokcun)-1H-6eHsimigason, 2-[(4,5-aumeTokcu-2-

nipuanmmeTunTiol-5-(2,2,2-Tpudtopetokcun)-1H-b6eHsimigason, 5-audTopmeTtokcu-2-[(4,5-
AUMETOKCU-2-nipugun)meTuncynbdidin]-1H-6exsimigason,  5-gudropmeTokcun-2-[(4,5-guMeToKCn-2-
nipugun)metuntio]-1H-6eHsiminason, 5-xnopandTopMETOKCU-2-[(4,5-AUMETOKCH-2-
nipugun)metuncynsdidin]-1H-6exsimigason, 5-xnopaudTopmeTokcu-2-[(4,5-ANMETOKCU -2-
nipugun)metuntio]-1H-6eHsiminason, 5,6-bis(audTopmeTokcn)-2-[(4,5-aumeToKCU-2-
nipugun)metuncynsdidin]-1H-6exsimigason, 5,6-bis(andpTopmeTokcu)-2-[(4,5-aMMeToKCU-2-
nipugun)metuntio]-1H-6eHsiminason, 5-AMdPTOPMETOKCU-6-METOKCKH-2-[(4,5-AuMeToKCU-2-
nipugunmymetuncynedinin]-1H-6exsimigason, 5-AUTOPMETOKCU-6-METOKCU-2-[4,5-AnMeTOoKCU-2-
nipugunmymetuntio]-1H-6eHsimigason, 2-[(3,4-auMeTOoKCH-5-MeTuUn-2-Nipuann)MeTuncynbadiHin]-5-
TpudTopmeTokeu-1H-6ensimigason, 2-[(3,4-auMeTOoKCKU-5-MeTUn-2-nipuann)MeTunTiol-5-
TpudTopmeTokeu-1H-6ensimigason, 2-[(3,4-aMMeTOoKCH-5-MeTuUnN-2-Nipuann)MeTUncynbadiHin]-5-

(1,1,2,2-teTpadropeTokcu)-1H-6eHsimigason, 2-[(3,4-aumMeTOoKCH-5-MeTUnN-2-Nipuann)MeTunTio]-5-
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(1,1,2,2-teTpacdrop-etokeu)-1H-6eHsimigason, 2-[(3,4-aUMeTOKCKH-5-MeTun-2-
nipuanmMeTuncynedinin]-5-(2,2,2-tpudtopetokcun)-1H-6ensimigason, 2-[(3,4-gumeTokcn-5-metun-2-
nipuaun)-mMmeTunTiol-5-(2,2,2-tpucptopetokeun)-1H-6eHsimigason, 5-audtopmeTokcun-2-[(3,4-
AUMETOKCU-5-MeTun-2-nipuann)metuncynsdininl-1H-6eHsimigason, 5-audptopmeTokcu-2-[(3,4-
AUMETOKCU-5-MeTun-2-nipuannmymetunTtiol-1H-6eHsimigason, 5-xnopaundropmeTokcu-2-[(3,4-
AUMETOKCU-5-MeTun-2-nipuannymetuncynedininl-1H-6ensimigason, 5-xnopaundropmeTtokcu-2-[(3,4-
AUMETOKCU-5-MeTun-2-nipuannmymetunTtiol-1H-6eHsimigason, 5,6-bis(audtopmeTokcu)-2-[(3,4-
AUMETOKCU-5-MeTun-2-nipuannymetuncynsdininl-1H-6ensimigason, 5,6-bis(andTopmetokcn)-2-[(3,4-

AUMETOKCU-5-meTun-2-nipuann)metTunTio]-1H-6eHsimigason, 5-AMdPTOPMETOKCU-6-METOKCU-2-[(3,4-
AUMETOKCU-5-MeTun-2-nipuannmymetuncynsdininl-1H-6ensimigason, 5-gndTOpMETOKCH-6-METOKCU-2-
[(3,4-pumeTokcun-5-meTun-2-nipugun)metuntiol-1H-6eHsimigason, 2-[(3,4-gumeToKCU-2-
nNipUANMMMETUNCYNbMiHIn]-5-TpudtopmeTokcu-1H-6eHsimigason, 2-[(3,4-aumeToKkcu-2-
nipugunmymeTunTio]-5-TpudpropmeToken-1H-6eHsimigason, 2-[(3,4-aumeToKkcu-2-
nipugummeTuncynedinin]-5-(1,1,2,2-teTpadropetokcn)-1H-6eHsimigason, 2-[(3,4-aumeTokcu-2-
nipugumymeTuntiol-5-(1,1,2,2-tetpadptopeTokcu)-1H-6eHsimigason, 2-[(3,4-oumeTOKCU-2-
nipuanmMeTuncynedinin]-5-(2,2,2-tpudtopetokcun)-1H-6eHsimigason, 2-[(3,4-aumeToKkcu-2-

nipuanmmeTunTiol-5-(2,2,2-Tpudtopetokcun)-1H-b6eHsimigason, 5-audptopmeTtokcu-2-[(3,4-
AUMETOKCU-2-nipugun)meTuncynbdidinl-1H-6exsimigason,  5-gudrTopmeTokcun-2-[(3,4-4UMETOKCKH-2-
nipugun)metuntio]-1H-6eHsiminason, 5-xnopandTopMeTOKCU-2-[(3,4-AUMETOKCU-2-
nipugunmymetuncynedinin]-1H-6exsimigason, 5-xnopaudTopmeTokcu-2-[(3,4-ANMETOKCU-2-
nipugun)metuntio]-1H-6eHsiminason, 5,6-bis(audTopmeTokcn)-2-[(3,4-4MMETOKCU-2-
nipugun)metuncynsdidin]-1H-6exsimigason, 5,6-bis(andropmeTokcu)-2-[(3,4-AMMETOKCU-2-
nipugun)metuntio]-1H-6eHsiminason, 5-AMdPTOPMETOKCU-6-METOKCU-2-[(3,4-AMMETOKCU-2-
nipugunmymetTuncynedinin]-1H-6exsimigason, 5-AndTOPMETOKCU-6-METOKCU-2-[(3,4-0MMETOKCU-2-

nipugunmymetuntio]-1H-6eHsimigason, 2,2-audtop-6-[(4,5-AnmeToKCU-2-Nipuann)MeTuncynbdiinl-
5H-[1,3]-giokcono-[4,5-f]loensimigason, 2,2-audTop-6-[(4,5-aUMeTOKCH-2-NipuanmmeTunTio]-5H-[1,3]-
aiokcono-[4,5-fléensimigason, 2,2-audtop-6-[(3-meTun-4,5-gumeToken-2-nipugun)metuntiol-s5H-1,3]-
giokcono[4,5-flbeHsimigason,  2,2-audtop-6-[(3-meTun-4,5-auMeToKCH-2-nipuann)MeTnncynbgiinj-
5H-[1,3]-giokcono[4,5-f]6ensimigason, 6-[(4,5-aieTokcun-3-MeTuUN-2-Nipuann)MeTunTiol-2,2-audrop-
5H-[1,3]-giokcono[4,5-f]6ensimigason, 6-[(4,5-gieTokcun-3-MeTUN-2-NipuannN)MeTUNCynbaiHin]-2,2-
androp-5H-[1,3]-giokcono[4,5-fl6eHsimigason, 6,6,7-TpudTop-6,7-aurigpo-2-[(4,5-4MMETOKCU-3-
MeTun-2-nipugunmeTuntio-1H-[1,4]-giokcuHo[2,3-fl6eHsimigason, 6,6,7-Tpudtop-6,7-aurigpo-2-[(4,5-
AUMETOKCU-3-MeTun-2-nipuaunmmetuncynsdininl-1H-[1,4]-aiokcuHo[2,3-fl6eHsimigason, 6,6,7-
TpudTOp-6,7-aunrigpo-2-[(4,5-gumetokcn-2-nipugnn)metTuntio]-1H-[1,4]-aiokcuHo-[2,3-fl6eHsimigason,
6,6,7-TpudTop-6,7-aurigpo-2-[(4,5-aumetokcu-2-nipuaun)metuncynedidinl-1H-[1,4]-giokcuHo[2,3-
fléensimigason, 2-[(4,5-pieToKCK-2-NipnannmMeTunTiol6,6,7-TpudTop-6,7-aurigpo-1H-[1,4]-
[OiOKCUHo[2,3-f]6eHsiminason, 2-[(4,5-pieTokcun-2-nipuamn)MeTuncynbdininl-6,6,7-Tpudtop-6,7-
aurigpo-1H-[1,4]-giokcuHo[2,3-fl6eHsimigason, 2-[(4,5-gieTokcn-3-meTun-2-nipuann)meTunrio]-6,6,7-
TpudTop-6,7-aurigpo-1H-[1,4]-aiokcuHo[2,3-fl6eHsimigason, 2-[(4,5-pieToKCK-3-MeTUN-2-
nipuaumymeTuncynbdinin]-6,6,7-Tpudtop-6,7-gurigpo-1H-[1,4]-aiokcnHo[2,3-fl6ensimigason, 6,6-
androp-6,7-gurigpo-2-[(4,5-aumeTokcu-2-nipugun)metuntiol-1H-[1,4]-giokcnHo[2,3-fl6eHsimigason,
6,6-audpTop-6,7-aurigpo-2-[(4,5-auMeTOoKCK-2-nipuann)MeTuncynbidinl-1H-[1, 4]-piokcuHol2,3-
floensimigason, 6,6-gudTop-6,7-aurigpo-2-[(4,5-gumeTokcu-3-metun-2-nipugnnmetuntio]-1H-[1,4]-
[OiOKCUHo[2,3-f]6eHsiminason, 6,6-audTop-6,7-aurigpo-2-[(4,5-aumMeTokcn-3-meTunn-2-
nipuaummeTuncynedinin]-1H-[1,4]-giokcuHo[2,3-fl6ensimigason,  6,6,7,7-TeTpadTop-6,7-aurigpo-2-
[(4,5-pumeTokeun-2-nipugun)metnnrio]-1H-[1,4]- giokcnHo[2,3-fl6eHsimigason, 6,6,7,7-TeTpadTop-6,7-
aurigpo-2-[(4,5-gumeTokcun-2-nipugunmetuncynodidinl-1H-[1,4]-giokcnno[2,3-fl6eHsimigason,
6,6,7,7-TeTpadpTop-6,7-aurinpo-2-[(4,5-aumeTtokcu-3-metun-2-nipuaun)metuntiol-1H-[1,4]-
OiOKCuHo[2,3-fl6eHsimiaason, 6,6,7,7-TeTpadTop-6,7-aurigpo-2-[(4,5-aumMeTokcn-3-meTunn-2-
nipugummeTuncynedinin]-1H-[1,4]- giokcuHo[2,3-flbeHsimigason, 6-xnop-6,7,7-1pudtop-6,7-aurigpo-
2-[(4,5-gumeToken-3-metun-2-nipuannmmeruncynobdidin]-1H-[1,4]aiokcuHo[2,3-fl6eHsimigason, 6-
xrnop-6,7,7-TpudpTtop-6,7-aurigpo-2-[(4,5-guMmeToKcun-3-MeTun-2-nipuannyMmetuntio]-1H-[1,4]-
[OiOKCUHo[2,3-f]6eHsiminason, 6-xnop-6,7,7-Tpudtop-6,7-aurigpo-2-[(4,5-aumeTokcu-2-
nipuaummmeTuncynedinin]-1H-[1,4]-giokcuHo[2,3-f]-6eHsimigason, 6-xnop-6,7,7-Tpudtop-6,7-aurigpo-
2-[(4,5-gumeToken-2-nipugun)metuntio]l -1H-[1,4]-aiokcuHo[2,3-fl6eHsimigason, 2,2-gudtop-6-[(3,4-
aAumeTokcu-2-nipugun)metuncynodidinl-5H-[1,3]-giokcono[4,5-f|Gensimigason, 2,2-apudhtop-6-[(3,4-
AUMETOKCU-2-nipugun)metuntiol-5H-[1,3]-giokcono-[4,5-flbeHsimigason, 2,2-apudptop-6-[(3,4-
AUMETOKCU-5-MeTun-2-nipuannmymetunTtiol-5H-[1,3]-aiokcono[4,5-floenHsimigason, 2,2-gudrop-6-[(3,4-
AUMETOKCU-5-MeTun-2-nipuaunymetuncynsdininl-5H-[1,3]-aiokcono[4,5-fl6eHsimigason, 6-[(3,4-
aieTokeu-5-metun-2-nipuamnnmetunrio]-2,2-audptop-5H-[1,3]-giokconol4,5-fl6eHsimigason, 6-[(3,4-
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aieTokeun-5-metun-2-nipuamnmetTuncynedininl-2,2-gudtop-5H-[1,3]-giokcono[4,5-f|6ensimigason,
6,6,7-TpudTop-6,7-aurigpo-2-[(3,4-aumeTokcu-5-metun-2-nipugun)meTtuntiol-1H-[1,4]-aiokcuHo[2,3-
floensimigason, 6,6,7-TpudTop-6,7-auriapo-2-[(3,4-auMeTokcn-5-meTun-2-nipuaun)MeTuncynbdidinl-
1H-[1,4]-aiokcuHo[2,3-flGeHsimigason, 6,6,7-Tpudtop-6,7-aurigpo-2-[(3,4-oMMeToKCU-2-
nipugumymeTunTio]-1H-[1,4]-giokcuHo[2,3-fl6eHsimigason, 6,6,7-TpucbTop-6,7-agurigpo-2-[(3,4-
AUMETOKCU-2-nipugun)metuncynbedininl-1H-[1,4]-aiokcuno[2,3-fl6ensimigason, 2-[(3,4-pieToKCKH-2-
nipuann)meTunTiol-6,6,7-Tpudtop-6,7-aurigpo-1H-[1,4]-aiokcnHo[2,3-fl6eHsimigason, 2-[(3,4-
JieTokeu-2-nipuaun)metTuncynedidinl-6,6,7-tpudtop-6,7-aurigpo-1H-[1,4]-aiokcuHo[2,3-
floensimigason, 2-[(3,4-gieTokcu-5-MeTUN-2-NipnanMN)MeTnTIol-6,6,7-Tpudtop-6,7-gurigpo-1H-[1,4]-
JiokcnHo[2,3-fl6ensimigason, 2-[(3,4-pieTokcu-5-meTun-2-nipugun)meTuncynbdidinl-6,6,7-tpudrop-
6,7-gurigpo-1H-[1,4]-giokcnHo[2,3-f]l6eHsimigason, 6,6-agudTop-6,7-aurigpo-2-[(3,4-aMMeToKCUu-2-
nipugumymeTuntio]-1H-[1,4]-aiokcuHo[2,3-fl[6eHsimigason, 6,6-audTop-6,7-anrigpo-2-[(3,4-4MMeToKCH-
2-nipugun)metun-cynbdidin]-1H-[1,4]-giokcuHo[2,3-flbensimigason, 6,6-gudtop-6,7-aurigpo-2-[(3,4-
AUMETOKCU-5-MeTun-2-nipuaummetuniol-1H-[1,4]-aiokcuHo[2,3-fl6eHsimigason, 6,6-audhtop-6,7-
aurigpo-2-[(3,4-aumMeToKkcu-5-mMeTun-2-nipuaun)meTuncynosdidinl-1H-[1,4]-aiokcuHo[2,3-
fléensimigason, 6,6,7,7-TteTpadpTop-6,7-aurigpo-2-[(3,4-aumeTokcn-2-nipugummetuntiol-1H-[1,4]-
[OiOKCUHo[2,3-f]6eHsiminason, 6,6,7,7-TeTpadTop-6,7-auriapo-2-[(3,4-AMMETOKCU-2-
nipuaummeTuncynedinin]-1H-[1,4]-giokcuHo[2,3-fl6ensimigason,  6,6,7,7-TeTpadTop-6,7-aurigpo-2-
[(3,4-pumeTokeun-5-meTun-2-nipugun)metuntiol-1H-[1,4]-giokcunHo[2,3-fl6eHsimigason, 6,6,7,7-
TeTpadTop-6,7-auriapo-2-[(3,4-aumMeToKkcn-5-mMeTun-2-nipnaunMeTuncynodidinl-1H-[1,4]-
[OiOKCUHo[2,3-f]6eHsiminason, 6-xnop-6,7,7-Tpudtop-6,7-gurinpo-2-[(3,4-aumeTokcu-5-meTnn-2-
nipuaummeTuncynedinin]-1H-[1,4]-giokcuHo[2,3-fl6ensimigason, 6-xnop-6,7,7-Tpudtop-6,7-aurigpo-
2-[(3,4-gumeTokecu-5-metun-2-nipuaunymetuntio]-1H-[1,4]-giokcnHo[2,3-f]6ensimigason, 6-xnop-6,7,7-
TpudTop-6,7-aurigpo-2-[(3,4-guMeTokcun-2-nipuaun)meTuncynosdidinl-1H-[1,4]-aiokcuHo[2,3-
floensimigason, 6-xnop-6,7,7-TpudtTop-6,7-aurigpo-2-[(3,4-gumetokcu-2-nipugnnmmeruntio]-1H-[1,4]-
JiokcnHo[2,3-fl6ensimigason, 6-[(4,5-aumeTokcu-3-meTun-2-nipuaun)-metuntiol-5H-[1,3]aiokcono[4,5-
fléensimigason, 6-[(4,5-aumeTokcu-3-meTun-2-nipuaun)-metuncynedidinl-5H-[1,3]-giokcono[4,5-
floensimigason,  6-[(4,5-gumeTokcn-2-nipuannmymeTunTio]-5H-[1,3]aiokcono[4,5-d]6exsimigason,  6-
[(4,5-pumeTokeun-2-nipuaun)meTun-cynbdidinl-5H-[1,3]-giokcono[4,5-f[6eHsimigason, 6-[(3,4-
AUMETOKCU-2-nipugun)-metuntio]-5H-[1,3]-aiokcono[4,5-fl6eHsimigason, 6-[(3,4-aumeTokcu-2-
nipugumymetuncynedinin]-5H-[1,3]-giokcono[4,5-fl6eHsimigason, 6-[(3,4-aumeTOKCH-5-MeTUN-2-
nipugumymetuntio]-5H-[1,3]-aiokcono[4,5-f]-6eHsimigason, 6-[(3,4-aumeTOKCU-5-MeTUN-2-
nipugunmymetuncynedinin]-5H-[1,3]-giokcono[4,5-fl6eHsimigason, 6,7-gurigpo-2-[(4,5-aumeToKcu-3-
mMeTun-2-nipugunmetTuntiol-1H-[1,4]-giokcnHo[2,3-fl6eHsimigason, 6,7-gurigpo-2-[(4,5-aumeTokcun-3-
MeTun-2-nipugunmetuncynbdidin]-1H-[1,4]-giokcuHo[2,3-fl6eHsimigason, 6,7-gurigpo-2-[(3,4-
AUMETOKCU-5-MeTun-2-nipuaunmymetunTtiol-1H-[1,4]-aiokcuno[2,3-fl6ensimigason, 6,7-gurigpo-2-[(3,4-
AUMETOKCU-5-MeTun-2-nipuann)metuncynsdininl-1H-[1,4]-aiokcmHo[2,3-f]6eHsimigason, 6,7-gurigpo-
2-[(3,4-gumeTokeu-2-nipuaun)metuntiol-1H-[1,4]-aiokcuHo[2,3-f] Gensimigason i 6,7-gurigpo-2-[(4,5-
AUMeETOKCU-2-nipugun)metuncynbdidinl-1H-[1,4]-giokcuno[2,3-fl6eHsimigason i apmaueBTUYHO
NPUIHATHI CONi LMX CNONYK.

B iHwomy BapiaHTi 3giicHeHHs BuHaxody PPl genge cobow  2-((4-(3-meTokcunponin)-3-
METUNNIPMANH-2-in)MeTuncynbiHin)-1H-6eHsiMmigazon, sk ue po3kputo B naTteHtax CLLUA NeNe
5,035,899 5,045,552.

B iHwomy BapiaHTi 3gincHeHHs BuHaxogy PPl asnde cobow  (R)-2-(((3-metun-4-(2,2,2-
TpUTOPETOKCH)-2-NipuanHIN)MeTuN)cynbdiHiny-1H-6eH3imigason, gk ue po3kputo B nareHtax CLUA
NeNe 6,462,058, i 6,664,276.

TepMiH "npubNM3HO" BUKOPUCTOBYETHLCS B AAHOMY OMUCI ANsl NO3HAYEHHS 3aJaHoro Yucna, nnioc
abo miHyc Big 1 4o 10 %.

TepMmiH "iHAMBIAYYM" BUKOPUCTOBYETLCA B AaHOMY OMWUCI 3 MOCUMMNAHHAM Ha TBapuHY i BKMOYae,
Hanpuknag, CCaBuUiB, TakMx $K, HanNpuknag, noauMHa, | TBAPUHU BETEPUHAPHOT rpynu, Taki Sk,
Hanpuknag, BiBUi, NOCi, ONEHi, KOHi, BENUKa porara xyaoba, CBUHi, k03K, cobaku, KiLLKKU, LLypu, MULLI i
nraxu.

B ogHomy 3 BapiaHTiB 34IMCHEHHA BMHAXOAyY, ankinbHi rpynu sBnsawTb coboto "C1-Ce ankinbHi"
rpynu, $Ki BIAHOCATBCA A0 HACUYMEHOr0 BYIMEBOAHIO 3 HeposranyxeHum abo posranykeHum
NaHuoroM, IKMA Mae Big OAHOrO A0 LUECTU aTOMIB BYrMeLo i HEOOOB'A3KOBO 3aMilleHuit ogHUM abo
Oinblue ranoreH-samMicHukammu abo ogHum abo Ginbwe Cs3-C7 yuknoankineHumMu rpynamu. MNpuknagu
uiel rpynu BKNOYalOTb METUN, €TWUM, Nn-nponin, isonponin, t-6ytun, n-rekcun, TpudTopmeTun, 2-
XropeTun, METUNeHUuKnonponin, METUNEHLMKNOBYTUN, METUIEHLMKNOBYTUN i
METUNEHUUNKINOMEHTUN.

B oaHOMy 3 BapiaHTIiB 34iCHEHHSA BMHaxoay "Cs-C7 umMknoankin" BiaHOCMTLCA 4O HaCu4eHoro 3 —
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7-4neHHoro kapbouuknidHoro Kinbus. MNpuknaayM Takux rpyn BKMOYMAOTb LMKNONPONiN, UMKNoOyTunm,
LUUKITONEHTUN i LIUKITOTEKCH .

B ogHomy 3 BapiaHTiB 34iNCHEHHA BUHAX0AY ankKineHoBi rpynu aBnawTb coboto "C1-Cs ankineHosi"
rpynu, siki 4BO3aMilleHi HACUYEHVM BYIMIEBOAHEM 3 HEPO3rany>keHnM abo po3rany>kKeHUM NaHuorom,
KM Mae Big 0OQHOro 40 YOTUPLOX aTOMIB BYrneLio.

"lanoreH" BigHOCUTBLCA A0 dTOpPY, XNopy, bpomy abo roay.

B ogHoMmy 3 BapiaHTiB 34iMCHEHHS BWHaxody "apun" BigHOCUTLCA A0 apOMaTUYHOI KinbLEBOT
cucteMu, ska Mae Big 5 4o 14 aTomiB BYrnmeulw B Kinbui i MICTUTb A0 TpbOX Kineupb. [Mpuknaau
apunbHUX rpyn BKNioYaoTb 6eH3on i HadTanix.

B ogHomy 3 BapiaHTiB 34iiCHEHHA BUHaxoay "retepoapun” BiAHOCUTLCA A0 KinbLEBOT CUCTEMU
apoMmaTtuyHoi npupoan, ska mae Big 5 ao 14 aTomiB B Kinbui, LWOHaWMEHLWE OAHUM 3 HAKUX €
rerepoatomM, BubpaHun 3 N, O i S, i MiCTUTb A0 TPbOX Kineub. Y BUNAAKY, KONKU retepoapunbHa rpyna
MICTUTb BinblLUE HiDK OJHE Kinble, He BCi KiNbUs MaloTb Matu apoMatudHy npupoay. Kinbus, siki He €
MOBHICTIO apoMaTUYHUMKU, MOXYTb OyTM 3amiwleHi oaHieto abo Oinblie okcorpynamu. MNpuknaau
reTepoapunbHUX rpyn BKNIOYalOTb nipon, TiodeH, Tiason, nipuauH, nipumiguH, iHaon, 6eH3odypaH,
OGeHsiMmigason, TeTpariapoxiHomiH, iHAONIH, XiHONIH, i30XiHONIH, XiHOKcaniH, iMiaaso[1,2-alnipuaunH,
nipasono[1,5-ajnipuauH, 2,3-aurigpo-1-6eH3oTionipaH i 2,3-auriapo-1-6eH3oTionipaH-1A%-gioH.

B ogHoMy 3 BapiaHTiB 34iNCHEHHA BUHAxoA4y "reTepounknin" BigHOCUTLCA A0 HACUYEHOT KinbLEBOT
CUCTEMU, KA Mae Bid 4 A0 8 aTOMIB B KiNnbLji, LUOHAWMEHLLE OAHUM 3 AKX € reTepoarom, BudpaHui 3
N, O i S i akun moxe 6yTn HeOBOB'A3KOBO 3amilleHui oaHieo abo Binblue okcorpynamu. Mpuknagu
reTepoUmnKninbHUX rpyn BKMNOYaloTb aseTUanHIn, ninepuanHin; TeTparigpocypanin,
TeTparigponipaHin, aiokcanin, tiomopcdonidin, 1,1-giokco-1A8-Tiomopdponinin, Mmopdonidin, niponin,
ninepu3unHin, asenadin, 1,4-giasenadin, 1,4-okcasenaHin i asokaxin.

MpugaTHi i NPpUAHATHI 3 dhapMaleBTUYHOT | BETEPUHAPHOT TOYOK 30pYy COMi CMONYKW 3aranbHoi
dopmynu (I) BKNOYAOTb OCHOBHI COMi peakuii npueaHaHHsA, Taki aK, Hanpuknag, coni HaTtpito, Kanito,
Kanbujto, antoMmiHilo, UMHKY, MarHito, i coni iHWnx MeTanie, a TakoX XOniH, gieTaHonamiH, eTaHonamiH,
eTungiamid, MerynmiH ta iHwi gobpe BiaoOMi OCHOBHI coni peakuii npuegHaHHS, SK Le y3aranbHeHo B J.
Med. Chem., 50, 6665-6672 (2007), i/abo Bigomi paxiBusm B AaHii ranysi TEXHIKK.

B Tux Bunagkax, Konv ue AouinbHO, NPUAHSATHI 3 dhapmaueBTUYHOT abo BETEPUHAPHOT TOUKM 30py
COMi MOXYTb TakKOX BKJIOYATWM COJNli OPraHidHMX KUCAOT, TOMOBHUM YMHOM, KapbOHOBUX KUCHOT,
BKIIOYAIOYM, ane He oOMeXylouuMcb HUMK, aueTtar, TpudTopaueTtar, nakraT, [fKoHaT, uuTpar,
TapTpaT, maneat, Manar, NaHToTeHaT, agunar, anbriHaT, acnaprar, 6eHsoar, dyTupar, AWUITOKOHaT,
LUMKIONeHTaHaT, rhwKorentTadar, rnidepodocdar, okcanart, rentaHoar, rekcaHoart, dymapar,
HIKOTMHAT, Nnamoar, NekTuHar, 3-dpeHinnponioHar, nikpaT, niBanar, nponpioHar, TapTpar, nakrobioHar,
nisonar, kamdyopar, yHAeKaHoaT i CyKUMHaT, opraHidyHmx cyrbOHOBUX KUCIOT, TakUX 5K, Hanpuknaga,
MeTaHcynbdoHaT, eTaHcynbdoHaT, 2-rigpokcmeTaHcynbdoHar, kamdopcynbdoHar, 2-
HadpTaniHcynbdoHaT, GeH3zoncynbdoHat, p-xnopbeHsoncynbdoHar i p-TonyoncynbdoHaT; i coni
HEOpraHiyHMX KUCMOT, Takux €K, Hanpuknag, rigpoxmnopua, rigpobpomia, rigponoana, cynbdar,
Gicynbdar, remicynbdar, TioynaHart, nepcynbdat, ocdhopHux i cynbgpoHoBMX Kucnot. Coni, siki He €
NPUAHATHUMKU 3 apMaueBTUYHOT abo BeTepuHApHOT TOYKM 30pYy, BCE XX MOXYTb 3HaAWTK
3aCTOCYBaHHSA K KOPUCHI MPOMI>KHI CNONYKMN.

Ao B cnonyui, onNucaHiin B AaHOMY OMUCI, NPUCYTHIM € XipanbHuUi UeHTp abo iHwa dopma
i30MEPHOro LiEHTpa, TO MAETbCA Ha yBasi, LLO AaHWMI ONUC OXOMIOE BCi (hopMu Takoro isomepa abo
i3oMepiB, BKMOYalYM eHaHTioMepu i giactepioisomepun. Cnonyku, AKi MICTATb XipanbHUA LEHTP,
MOXYTb OYTM BMKOPUCTAHI $K pauemidyHa Cymill, eHaHTiomepHo 3baraveHa cymiw, abo Taka
pauemidHa cymill Mmoxke 6yTH BigOKpeMneHa 3 BAKOPUCTaAHHSIM A00pe BiAOMUX TEXHOMOTINA, a OKpeMuUit
€HaHTiomep Moxke ByTM BUKOPUCTaAHUA i cam no cobi.

TepmiH "3anobiraHHa" € NpU3HaHUM B AaHii ranysi TEXHIKM i, KONMM BUKOPUCTOBYETLCS B 3B'SI3KY 3
e3odharitom, BKMNIOYAE 3aCTOCYBAHHA KOMMO3MUiT, sika 3MeHwye abo 3arpumye 4acToTy MOsiBU
CUMMTOMIB e3ocparity y cyb'ekTa no BigHOLUEHHIO A0 cyb'ekTa, AKMA HE OTPUMYE TaKy KOMMO3MLLi0.
Tak, 3anobiraHHs e3odarity BKMOYae, Hanpuknaj, 3MEeHLIEHHS y cy0'eKTiB yTPYyAHEHHST KOBTAHHS Ki
(ancdparis), neuii, Gonie y rpyasx, 6oniB y >XWBOTi, HyAOTW, ONIOBAHHA, KaLUNIO i HE3QATHOCTI A0
NOKPAaLLEHHS CBOTO CamMonoYyTTS.

TepMiH "nikyBaHHA" BKMOYAE NOBEPHEHHS A0 MEPBICHOIO CTaHy, 3MEHLUEHHA abo NMPUNUHEHHS
BUHWKHEHHS CMMMTOMIB, KMiHIMHMX O3HAaK i NaTonorii, WO NeXuWTb B OCHOBI e3odarity, TakuMm YMHOM,
wo® noninwwutn abo crabinisyBatu ctaH cyb'exkra.

B ogHoMmy 3 BapiaHTiB 34iiCHEHHA BMHaxoay aHTaroHict CRTH2 i PPl BxoaaTtb 40 cknagy OaHiel i
Tiel K nikapcbkoi hopmu. B iHWOMY BapiaHTi 3aiicHeHHA BuHaxoay aHTaroHict CRTH2 i PPl Bxogate
00 cKnaay okpeMux nikapcbkux opm.
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TepMiH "3acToCOBYIOTb B kOMOiHAL 3" BiAHOCUTBCS A0 CNIMbHOIO 3aCTOCYBAHHS aHTAaroHicra
CRTH2 3 PPI, npu4omMy Take 3acCTOCyBaHHA MOXe OyTU OAHOYACHUM, NOCMiAOBHUM ab0o po3ainbHO.

Y Bunagky, konu aHTaroHict CRTH2 i PPl Bxoaate A0 cknagy OKpeMux Nikapcbkux hopM,
3acTtocyBaHHA aHTaroHicta CRTH2 moxe nepeayBatu 3actocyBaHHio PPl abo Bigbyeatucs
6e3nocepeaHbO MICNA TAKOro 3aCTOCYBAHHA Yepes iHTepBanu, ski MOXYTb KONMMBATUCA B MEXax Bif
XBUMMH A0 roauH. B ogHoMy 3 BapiaHTiB 34iMCHEHHA BMHaxody aHTaroHict CRTH2 i PPl mMoxyTb
3aCTOCOBYBATUCA OAMH 3a iHWMM B Mexax Npubnu3Ho 1 XBUMNUHMW, NPUONU3HO 5 XBUNUH, NPUBMU3HO
10 xBunuH, npubnusHo 30 xBunuH, NnpubnuaHo 60 XBUNKWH, NPUOBNM3HO 2 roguH, NPUBNU3HO 4 TOAWH,
npubnusHo 6 roauH, npubnusHo 8 roanH, npubnuaHo 10 roauH, npubnuaHo 12 roguH, npudnusHo 18
roanH abo npubnusHo 24 roauH. B iHWoOMY BapiaHTi 3ailicHEHHA BUHaxody aHTaroHict CRTH2 i PPI
MOXYTb 3aCTOCOBYBATUCS OAWH 3a iHLIMM B Mexax NpubnmaHo 1 XBUNUHKU, NPUONU3HO 5 XBUMWH,
npnbnusHo 30 xeunuH abo npudbnusHo 60 XBUNUH.

B ogHomy 3 BapiaHTiB 34iMCHeHHA BuHaxody adTaroHict CRTH2 i PPl 3acTtocoByloTb Yy
BiANOBIAHOCTI A0 O4HAKOBI CXEMM 3aCTOCYBaHHSA. B iHWIOMY BapiaHTi 34iiCHEHHA BUHAX0AY aHTaroHicT
CRTH2 i PPI 3acTtocoByloTb Y BigMNOBIAHOCTI A0 Pi3HMX CXEM 3acTocyBaHHA. B ogHOMy 3 BapiaHTiB
34iMncHeHHs BMHaxoay aHtaroHict CRTH2 moxe 3actocoByBatuca ABiYi Ha AeHb, Y Tol Yac sk PPI
MOXe 3aCTOCOBYBaTUCA OAWMH pa3 Ha AeHb. B iHWOMY BapiaHTi 34iWCHEHHA BMHaxo4y aHTaroHict
CRTH2 i PPl 3acTOCOBYIOTH OAWH pa3 Ha AEHb.

AHTaroHict CRTH2 moxe 3acTocoByBaTUCA NEBHUMMW A03aMK Y BiAMOBIAHOCTI 40 CXEM NPUIRHATTA
nikapcbKkoro 3acofy, BigOMUX B AaHii ranysi TexHiku. BenuumHa ao3m Moxke KONUMBaTUCS B MeXax Big
npubnusHo 0,01 mr go npubnusHo 250 Mr Ha AaeHb. B ogHOoMy 3 BapiaHTiB 34iWCHEHHA BUHaxody
aHTaroHict CRTH2 moxe 3actocoByBaTucs B 403i BennyuHoto 5, 10, 20, 30, 40, 50, 60, 70, 80, 90,
100, 110, 120, 130, 140, 150, 160, 170, 180, 190, 200, 210, 220, 230, 240 abo 250 Mr HA AO€Hb Y
BUrNSAI OAUMHUYHUX abo po3ainbHMX 403. B iHWOMY BapiaHTi 34iNCHEHHA BUHAX04y 403y BENUYUHOK
50, 70 a6o 100 mr 3aCTOCOBYIOTb OAWH pa3s Ha AeHb. B iHWOMY BapiaHTi 34iINCHEHHA BMHAxody 403y
BenuuuHoo 50, 70 abo 100 mMr 3aCTOCOBYIOTb ABiMi Ha AeHb. B iHWOMY BapiaHTi 34iACHEHHSA
BUHAX0Ay, 403y, BENMYMHA AKOT KONMBAETLCA B Mexax npubnusHo Big 0,001 mr go npudnusHo 10 mr
Ha Kr Macu Tina, 3acTOCOBYIOTb OAMH pa3 Ha AeHb. BapiloBaHHA y BENMUYKUHI 03 MOXKE 3anexaTty Big
BiKy, Macu i cTaHy cyb'ekTa, 40 SAKOro 3aCTOCOBYIOTb JiKyBaHHs, Woro abo ii iHauBiayanbHOT peakuii Ha
nikapcbkuii 3acid, Bubopy nikapcbkoi popmu i BUGpaHoro cnocoby 3acToCyBaHHSA MiKapCbKoro 3acody,
a TakoxX Big Bigpi3Ky vacy i iHTepBany, NPOTAroM SKUX 34iMCHIOITb 3aCTOCYBaHHS.

PPl moxe 3acTtocoByBaTUCS A03aMu Y BiANOBIAHOCTI A0 CXEM MPUWAHATTS NiKApPCbKOro 3acooby,
BiJOMMUX B AaHIi ranysi TexHiku. BenuunHa go3m MoXKe KOnuBaTucs B Mexax Big npubnuaHo 0,01 mr
ao npubnusHo 60 mMr Ha aeHb. B ogHomy 3 BapiaHTiB 3aiicHeHHs BuHaxogy PPl moxe
3actocoByBaTtuca B A03i BenuuuHoto 5, 10, 15, 20, 30, 40, 50, 60 abo 70 mr Ha AgeHb y BUrNsAi
0auMHUYHMX abo po3ainbHMX 003. B ogHOMy 3 BapiaHTiB 3ailncHeHHsA BuMHaxoay PPl aenae coboto
oMenpason, a BenuuuHa o3m craHoBuTb 10, 20 abo 40 Mr Ha aeHb. B iHWOMY BapiaHTi 34iiCHEHHS
BuHaxoay PPl aBnsie coboo naHconpason, a BenuuuHa Ao3n ctaHoButb 15 abo 30 mr Ha aeHb. B
iHLWIOMY BapiaHTi 3aincHeHHsA BuHaxoay PPl sensae coboto pabenpason, a BENMYMHA 403U CTAHOBUTb
20 Mr Ha geHb. B iHWoOMYy BapiaHTi 3aiicHeHHsA BuHaxoay PPl aensie coboto naHTonpason, a BenmunHa
nosn craHoutb 20 abo 40 Mr Ha AeHb. B iHWOMY BapiaHTi 3aificHeHHs1 BuHaxoay PPl senae coboto
€30Menpason, a BenuunHa ao3u craHoBuTb 20 a6o 40 mr Ha AeHb. B iHWOMY BapiaHTi 34iNCHEHHSA
BuHaxoay PPl aensie coboto gekcnaHconpason, a BenuyinHa ao3un ctaHosuTb 30 a6o 60 Mr Ha AeHb.

B ogHoMy 3 BapiaHTiB 34iiCHEHHS BUHAxXoA4y fikapcbKi (bOpMK, 9K BOHWU ONUCaHi B 4aHOMY OMUCI,
MOXYTb OYTM CUHEPreTUYHUMKM 3a CBOEK MNPUPOAOHD, LU0 O3HA4yae, WO TepaneBTUYHUA edekT
komOBiHauji aHTaroHicta CRTH2 i PPI € Ginblunm HibxK cyma iHAuBiAyanbHUX epeKTiB.

B iHWoOMY BapiaHTi 34inCHEHHS BMHaxody Nikapcbki hOpMM, SK BOHW ONUCaHi B AaHOMY OMWUCI,
MOXYTb OYTWM agUTUBHMMK 3a CBOEK MPUPOAOLD, WO O3Ha4Yae, Wo TepaneBTUYHUIA edekT KomOBiHauii
aHtaroHicta CRTH2 i PPI € 6inblwnMM HixXK iHOMBiAYyanbHUIA €DEKT KOXKHOTIO NiKapCbkoro 3acoby.

B oaHoMy 3 BapiaHTiB 3JiMCHEHHS BMHaxoAy nikapcbka dopma MicTutek (5-dpTop-2-meTnun-3-
XiHOMiH-2-iNMeTUn-iHaon-1-in)-outoBy KMCNoTy abo i hpapmMaueBTUHHO MPUIAHATHY Cinb | OMenpason
abo noro papmMaueBTUYHO MPUAHATHY Cinb. B iHWOMY BapiaHTi 34iNCHEHHS1 BUHaxody nikapcbka
dopma  mMicTute  (5-PTOP-2-METUN-3-XIHOMIH-2-iNMeTun-iHgon-1-in)-outoBy  kucnoty abo i
dapmaUeBTUYHO NPUWHATHY Cinb i naHconpason abo noro dapmaueBTUYHO NPURHATHY Cinb. B
iHLWOMY BapiaHTi 3JiMCHEHHA BUHaxoAy nikapcbka dopma micTute (5-dpTop-2-mMeTUn-3-xiHoniH-2-
inMeTun-iHaon-1-im)-outoBy kucnoty abo i hapmaueBTUYHO NPUIRHATHY cinb | pabenpason abo noro
dapMmaueBTUYHO NPUAHATHY Cinb. B iHWOMY BapiaHTi 34iiCHEHHA BUHaxoAay fnikapcbka popma MiCTUTb
(5-(pTOp-2-METUN-3-XIHONIH-2-INMETUN-IHAON-1-i)-0uTOBY KMCNOTY abo il (hapmaueBTUYHO NPURHATHY
Cinb i naHtonpason a6o Koro dapmaueBTUYHO NPUWHATHY Cinb. B iHWOMY BapiaHTi 34ilCHEHHSA
BUHaxoa4y nikapceka dopma MicTUTh  (5-dpTOop-2-MeTUn-3-XiHonNiH-2-inMeTun-iHgon-1-in)-outoBy
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kucnoty abo i papmMaueBTUYHO NPUAHATHY Cinb | e3omenpason abo noro dapMmaueBTUYHO
NPUAHATHY cinb. B iHWOMY BapiaHTi 34iWCHEHHA BuHaxody nikapcbka dopma Mictutb (5-dptop-2-
METUM-3-XIHOMIH-2-INMeTuN-iHgoNn-1-in)-outoBy kucnoty abo ii hapmaueBTUYHO NPURHATHY Cinb i
AekcnaHconpason abo noro papMaueBTUYHO MPUAHSITHY Cinb.

B oaHomy 3 BapiaHTiB 34iNCHEHHA BuHaxody nikapcbka dopMma MicTuTb [5-cbTop-3-(4-
MeTaHCYNb(OHIN-6eH3nN)-2-MeTuN-iHaon-1-in]-outoBy KncrnoTty abo i dapmMaueBTUUIHO NPUAHATHY
cinb i omenpason abo Koro capmMaueBTUYHO NPUAHATHY Cinb. B iHWOMY BapiaHTi 34iWCHEHHS
BMHaxody nikapcbka dopma MicTUTb [5-dpTop-3-(4-meTaHcynbdoHin-6eHsunn)-2-metun-ingon-1-inj-
ouTOBY kucnoty abo 1i dhapMaueBTUYHO MPURHATHOK i naHconpason abo Koro dapmaueBTUYHO
NPUAHATHY Cinb. B iHWOMY BapiaHTi 3fiNCHEHHA BUHaxoAy nikapcbka dpopma MicTuth [5-pTop-3-(4-
MeTaHCYNb(OHIN-6eH3nN)-2-MeTuN-iHaon-1-in]-outoBy KncrnoTty abo i dapmMaueBTUUIHO NPUAHATHY
cinb i pabenpason ab6o ioro papmMaueBTUYHO MNPUWHATHY Cinb. B iHWOMY BapiaHTi 34iNCHEHHSA
BMHaxody nikapcbka dopMa Mictutb [5-dpTop-3-(4-meTaHcynbdoHin-6eHsunn)-2-metun-ingon-1-inj-
OUTOBY KMCNOTYy abo ii hapmMaueBTUHMHO NPUAHATHY Cinb i naHtonpason abo noro dapmMaueBTUYHO
NPUAHATHY Cinb. B iHWOMY BapiaHTi 3aiMCHEHHS BUHaxoay nikapcbka dopma Mictute [5-pTop-3-(4-
MeTaHCYNb(OHIN-6eH3nN)-2-MeTuN-iHaon-1-in]-outoBy KncrnoTy abo i dapmMaueBTUUHO NPUAHATHY
cinb i esomenpason abo 1oro dapmaueBTUYHO MPUAHATHY Cinb. B iHWOMY BapiaHTi 34iNCHEHHSA
BMHaxody nikapcbka dopma MicTUTb [5-dpTop-3-(4-meTaHcynbdoHin-6eHsunn)-2-metun-ingon-1-inj-
outoBy kucnoty abo 1 papMaueBTMYHO NPUAHATHY Cinb | AekcnaHconpason abo noro
dhapMaueBTUYHO NPUAHATHY Cinb.

B ogHomy 3 BapiaHTiB 3AiiCHEHHA BWHaxody nikapceka opma  micTutb  (3-{[2-
(6ensoncynedoHIN) NipuauH-3-injMetun}-5-prop-2-meTun-iHgon-1-im)-oytosy ~ kucrotry  abo i
dapmanleBTUYHO NPURHSATHY Cinb | omenpason abo 1oro dapMaueBTUYHO NPUIHATHY Cinb. B iHWoMy
BapiaHTi 3A4iMCHEHHs BMHaxogy nikapcbka dopMma MicTutk (3-{[2-(6ensoncynbdoHinmnipnanH-3-
inlMeTun}-5-bTop-2-MeTUn-iHgoN-1-in)-oUToBY KUCHOTY abo ii apmMaueBTUYHO NPUAHATHY Cinb i
naHconpason a6o oro apmMaueBTUYHO NPUAHATHY Cinb. B iHWIOMY BapiaHTi 34iNCHEHHST BUHaxXoay
nikapcoka dopma Mmictutb (3-{[2-(6ensoncynbdoHin)nipnani-3-injmetun}-5-dprop-2-meTnn-iHgon-1-
im-ouTtoBy kucnoty abo 1i papMalUeBTUYHO NPUIRHATHY Cinb i pabenpason abo noro hapmMaueBTUHHO
NPUAHATHY cinb. B iHWOMYy BapiaHTi 3AiNCHEHHA BWHaxody nikapcbka dopma Mictute (3-{[2-
(6ensoncynedoHIN) NipuauH-3-injMetun}-5-prop-2-meTun-iHgon-1-im)-oytosy ~ kucrotry  abo i
dapmaleBTUYHO NPUAHATHY Cinb | maHTonpason ato 1oro dapmaueBTUHMHO NPURHSATHY Ccinb. B
iHLIOMY BapiaHTi 34iNCHEHHA BUHaxX04y nikapcbka dhopMa mictuthb (3-{[2-(GeHsoncynb@oHin)nipnanH-
3-in]meTumn}-5-pTop-2-meTun-iHgon-1-in)-oUToBy KMCNoTy abo i hapMaueBTUYHO NPUAHATHY CiMb i
e3omenpason abo noro papmMaueBTUYHO NMPUIRHATHY Cinb. B iHWOMY BapiaHTi 34iINCHEHHA BUHaxoay
nikapcoka dopma Mmictutb (3-{[2-(6ensoncynbdoHin)nipnani-3-injmetun}-5-dprop-2-meTnn-iHgon-1-
im-outoBy kucnoty abo i papmaueBTUYHO NPURHATHY Cinb | AekcnaHconpason abo noro
dhapMaueBTUYHO NPUAHATHY Cinb.

B oaHomy 3 BapiaHTiB 37iMCHEHHA BWHaxoay nikapcbka dopma MicTuth [5-dTop-3-({2-[(4-
dropbeHson)cynbMOHINNipuanH-3-in}meTnn)-2-meTun-iHgon-1-inl-outoBy KUCIOTY abo m
dapmanleBTUYHO NPURHSATHY Cinb | omenpason abo 1oro dapMaueBTUYHO NPUIHATHY Cinb. B iHWoMy
BapiaHTi 30iNCHEHHSA BUHaxXoay nikapceka dropma MICTUTb [5-pTOop-3-({2-[(4-
dropbeHson)cynbMOHINNipuanH-3-in}meTnn)-2-meTun-iHgon-1-inl-outoBy KUCIOTY abo m
dapmaUeBTUYHO NPUWHATHY Cinb i naHconpason abo noro dapmaueBTUYHO NPURHATHY Cinb. B
iHWOMY  BapiaHTi  34ilMCHEeHHA  BWMHaxody nikapcbka dopma MicTUTh  [5-dbTop-3-({2-[(4-
dropbeHson)cynbMOHINNipuanH-3-in}meTnn)-2-meTun-iHgon-1-inl-outoBy KUCIOTY abo m
dapmaneBTUYHO NPUIRHATHY cinb i pabenpason abo oro apmaueBTUYHO NPUAHATHY Cinb. B iHWomy
BapiaHTi 30iNCHEHHSA BUHaxXoay nikapceka dropma MICTUTb [5-cpTOp-3-({2-[(4-
dropbeHson)cynbMOHINNipuanH-3-in}meTnn)-2-meTun-iHgon-1-inl-outoBy KUCIOTY abo m
dapmaUeBTUYHO NPUAHATHY Cinb | naHTonpason abo noro dapmaueBTUYHO MNPUAHATHY Cinb. B
iHWOMY  BapiaHTi  34iMCHEHHs  BMHaxo4y  nikapcbka dopma  Mictute  [5-dpTop-3-({2-[(4-
dropbeHson)cynbMOHINNipuanH-3-in}meTnn)-2-meTun-iHgon-1-inl-outoBy KUCIOTY abo m
dapmaUeBTUYHO NPUIHATHY Cinb i e3omenpason abo oro dapmMaueBTUYHO MPURHATHY Cinb. B
iHWOMY  BapiaHTi  34iMCHEHHs  BMHaxoay  nikapceka dopma  mictute  [5-dpTop-3-({2-[(4-
dropbeHson)cynbMOHINNipuanH-3-in}meTnn)-2-meTun-iHgon-1-inl-outoBy KUCIOTY abo m
dapmaLeBTUYHO MPUIRHATHY Cinb | gekcnadconpason abo noro papMaueBTUYHO NPUIRHSTHY CiMb.

B oaHomy 3 BapiaHTiB 3[iMCHEHHA BMHaxoay nikapcbka copma MICTUTb 5-(aueTunamiHo)-3-[(4-
xnopdeHinTio]-2-metun-1H-ingon-1-outoBy kucnoty ato ii hapMaUeBTUYHO NPUAHATHY Cinb i
oMenpason ato noro dapmMaueBTUYHO NPUAHATHY Cinb. B iHWOMY BapiaHTi 34iWCHEHHA BuHaxody
nikapceka dopma  MicTUTE  5-(aueTunamiHo)-3-[(4-xnopdeHrin)Tiol-2-meTun-1H-iHgon-1-outoBy
kucnoty abo i papMaueBTUYHO MNPURAHATHY Cinb | naHconpason a6o ioro dapMaueBTUYHO
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NPUAUHATHY cCinb. B iHWoOMYy BapiaHTi 34iMCHEHHS BMHaxody Jikapcbka dopma MicTUTL  5-
(aueTunamino)-3-[(4-xnopdeHinTio]-2-meTun-1H-ingon-1-outoBy KMcnoty abo i dhapMaueBTUYHO
NPUAHATHY cinb i paGenpason abo ioro dapMaueBTUYHO NPURHATHY Cinb. B iHWOMYy BapiaHTi
3AiMCHEHHS BUHaxoAy nikapcbka dopma MiCTUTh 5-(auetunamino)-3-[(4-xnopdeHin)tiol-2-metun-1H-
ingon-1-ouroBy kucrnoty abo i dapMaueBTMYHO NPUWHATHY Cinb | nanTtonpason abo 1oro
dapMmaueBTUYHO NPUAHATHY Cinb. B iHWOMY BapiaHTi 34iiCHEHHA BUHaxoAay fnikapcbka popma MiCTUTb
5-(aueTunamino)-3-[(4-xnopdeHin)Tio]-2-meTun-1H-ingon-1-ouroBy kucnoty abo ii dapMayeBTUYHO
NPUAHATHY Cinb i e3omenpason abo 1oro gapMaueBTUYHO MNPUAHATHY Cinb. B iHWOMY BapiaHTi
3AiMCHEHHS BUHaxoAy nikapcbka dopma MiCTUTh 5-(auetunamino)-3-[(4-xnopdeHin)tiol-2-metun-1H-
ingon-1-outoBy kucnoty abo i dhapmMaueBTUHMHO MPURHATHY Cinb i AekcnaHconpason abo noro
dhapMaueBTUYHO NPUAHATHY Cinb.

B ogHOMy 3 BapiaHTiB 34iliCHEHHA BUHaxoAy nikapcbka popma MicTUTb aHTaroHict CRTH2 i PPI
6e3 KopTukocTepoiga. B iHLWOMY BapiaHTi 34iNCHEHHA BUHAXoay Nikapcbka hopMa MICTUTb aHTaroHicT
CRTH2, PPI i kopTukocTepoig. B ogHOMy 3 BapiaHTiB 34iINCHEHHA BUHAX0A4y KOPTUKOCTEpPOid ABMsE
cobol0 rigpOKOpPTM3OH, aueTaT TriAPOKOPTM3OHY, aueTar KOPTM3OHY, MiBanaT TIKCOKOPTONMY,
NPEeAHI30N0OH, METUNNPeaHi3onoH abo npeaHi3oH. B iHwomy BapiaHTi 3A4iiCHEHHA BuHaxoay
KOPTMKOCTEPOIa4 $BMs€ CoOOK TpiaMUMHONOH AauUETOoHId, TPIaMUMHOMOH CMMPT, MOMETA30H,
aMUuMHOHIa, GyaecoHia, aecoHia, pnyouuHoHia, nyouMHONOH aueToHia abo ranuuMHoHia. B iHwomy
BapiaHTi 34iNCHEHHS BUHaxody KOPTMKOCTepOoia siBnsie coboto GetameTtasoH, GeTameTasoH HaTtpin
docdar, AekcameTasoH, AeKcameTasoHy HaTtpin cocdaTt abo dnyokopTOnoH. B iHWOMY BapiaHTi
30IMCHEHHST BUHAaxX0dy KOPTUKOCTEpOia sBnAe cobolo TriapoKOPTM3OH-17-Banepar, aknomeTasoH
aunponpioHat, 6eTameTasoH BanepaT, 6eTameTasoH gunponpioHat, npeaHikapbar, knoberaszoH-17-
Oytupat, knobertason-17-nponioHat, dyoKOpTONOH Kanpoart, ¢nyokopTonoH nianat abo
dnynpeaHiaeH auetar. B iHwWomy BapiaHTi 3A4iiCHEHHS BMHAxX04y KOPTUKOCTepoia sBnse coboto
rigpokopTu3oH-17-6ytupar, 17-auenoHar, 17-6ytenpar abo npegHikapdar.

B ogHoMy 3 BapiaHTIiB 34iicHEHHA BUHaxoay nikapcbka dyopma Mictuthb aHtaroHict CRTH2 i PPI 3
aHTu-IL-3 aHTuTinoM. B ogHOMy 3 BapiaHTiB 34iWCHEHHS BUHaxody aHTu-IL-3 antutino senae cobowo
MOHOKSIOHanbHe aHTUTINO. B AogaTKkoBOMY BapiaHTi 34iCHEHHA BUHaxoay aHTu-1L-3 aHTuTino asnse
Cco00l0 MOHOKMOHAamNbHE AHTWUTINO MOAMHM ab0 TyMaHi30BaHe MOHOKMOHAaNbHE aHTuTIno. AHTU-IL-3
aHTuTIna BigoMmi 3 nitepaTypu i po3kputi B, Hanpuknaga, Lokker et al., J. Immunol. 146:893-898 (1991) i
Finkelman et al., J. Immunol. 151:1235-1244 (1993).

B iHWoMy BapiaHTi 34iMCHEHHA BMHaxoay nikapcbka ¢dopma MicTuTb aHtaroHict CRTH2 i PPI 3
MOHTENYKaCTOM.

B iHWoOMY BapiaHTi 3JiMCHEHHA AaHUM BMHaxig 3abe3nevye NiATPUMKY NOCMIAOBHOCTI CXEMM
NiKyBaHHA €03MHOMINLHOrO esodarity.

B oaHOMy 3 BapiaHTiB 3[iNCHEHHA AaHMIi BUHaxig 3abesnedye niaTpMMKy NOCHiAOBHOCTI CXEMU
nNiKyBaHHA €03MHOMINLHOrO e3odarity, ska BKNovae:

(a) cnovartky 3acToCyBaHHA A0 iHAMBIAyyMa, sikui notpebye Takoro nikyBaHHSA, TepaneBTUYHO
ePeKTUBHOT KiNIbKOCTi KOPTMKOCTEPOIgda NPOTAroM NEPLLIOro 3a4aHoro Bigpiska vacy; i

(b) nopanblue 3acToCyBaHHS 4O 3a3HA4YE€HOro iHAMBIAyyMa TepaneBTUYHO e(PEKTUBHOT KiNlbKOCTI
LWoOHaMeHLWe odHoro adrtarodicra CRTH2 abo #oro dapmaueBTUYHO NPUAHATHOT coni i
LOHANMEHLUE OAHOro iHribiTopy NMpOTOHHOro Hacoca abo oro dhapMaueBTUYHO NPUIHSATHOT coni
NPOTArOM APYroro 3agaHoro Bigpiska yacy

Cnoci6 y BignoBigHOCTi A0 AAHOTO0 BMHAXOAy BKITOYMAE CMOYATKY 3aCTOCYBaHHS A0 iHAMBIAyyma,
KM notpebye Takoro nikyBaHHS, TepaneBTUYHO eEKTUBHOT KiNMbKOCTI KOPTMKOCTepoiga MpoTArom
nepLuoro 3agaHoro Bigpiska yacy. B ogHOMy 3 BapiaHTiB 34iMCHEHHA BUHAX0AyY KOPTUKOCTEPOId ABMsE
coboto dnytukasoH. B iHWOMY BapiaHTi 34iNCHEHHA BUHAXOAY KOPTUKOCTEPOia sBnse coboro
OyaecoHia. KopTukocTtepoig MO)e 3aCTOCOBYBATMCSl Y BIAMOBIAHOCTI A0 iHCTPYKUil BMpPOOHUKA
KOHKPETHOIO KOPTMKOCTEpOida, 3acTOCOBYBAHOIMO ANS AaHOro BuHaxogy. B ogHomy 3 BapiaHTiB
3[IMCHEHHS BMHaxo4y KOPTMKOCTEPOI4 3acTOCOBYHOTb OAWH pa3 Ha deHb. B iHwoMy BapiaHTi
3[iMCHEHHS BUHaxo4y KOPTUKOCTEPOi[ 3aCTOCOBYIOTb ABiMi HA AeHb. TpuBaniCTb NEpLIOro 3agaHoro
BiApi3Ky Yacy moxe 6yTu Bu3Ha4YeHa ocobolo, sika Mae NpodpecinHi 3HaHHA B AaHii ranysi TexHiku. B
OA4HOMY 3 BapiaHTIiB 34iNCHEHHS BUHaxo4y NepLnin 3agaHui Biagpisok Yacy 3HaxoAUTbLCA B MeXKax MK
1124 TokHAMK, MK 1 i 16 TUXKHAMKU, MiXK 1 i 4 TOKHAMM | MK 1§ 3 TWXKHAMMN.

[o3n nNpoKOBTYBAHOrO CTepoiay ANA HacTaHHA KIiHIMHOT peMicii npeacraeneni B Tabnumui 1.
Pewmiciq, 9k npaBuno, HacTae nicna nikysaHHa npotarom 1 — 3 TuxHiB. CTepoigom, SKUMI 3acnyroBye
ocobnuBoi yBaru, € B'a3kui OyaecoHiaq Ansi nepopanbHOro 3acTtocyBaHHs. Straumann, A., et al.,
Clinical Gastroenterology and Hepatology 9:400-409 (2011) onucanu noasiiHe cnine BunpoOyBaHHs
AN BUABMEHHS, YM AOCTATHIM € 3HWKEHHS] BENUUMHM 03K OyaecoHigy ao 0,25 mr, 3actocoBaHoi
ABiYi HA A€Hb, AN NATPUMKKA peMicii y nopiBHAHHI 3 nnauebo. byaecoHia € 6inbl ePEKTUBHUM HiXK

30



10

15

20

25

30

35

40

45

50

UA 112667 C2

nnaue6o, ane nuwe 4acTKkOBO €eqEKTUBHUM Yy MNPUAYLIEHHI TKAHWUHHOTO €03MHOMINLHOIO
nenkouuto3dy. Takum YMHOM, iCHYe He3aao0BoNeHa meandHa notpeba y HOBUX MeToAax NMikyBaHHA Ans
NiATPUMKN XBOPUX B CTaHIi KNiHIYHOT peMicil.

Tabnuugs 1
Oitn (< 10 pokiB) Mignitku i gopocni
dnyTtukasoH (Big MDI) 88 — 440 wmkr aBivi Ha AeHb | 440 — 880 MKr ABiYi HA AEHb
byaecoHia (nepopanbHi B'A3ki nikapcbKi
dopmn) 0,5 Mr aBidi HA geHb 1 Mr ABiYi HA AEHb

Cnoci6é y BiaNOBIAHOCTI A0 AAHOr0 BMHAXOAY BKMOYAE TAKOX MOCMiIAOBHE 3aCTOCYBaHHA A0
iHauBiayyma, sikmin notpebye nikyBaHHs, TepaneBTUYHO e(PEKTUBHOT KiNbKOCTi LOHANMEHLUE OAHOTrO
aHTaroHicta CRTH2 i woHanMeHwe ogHoro PPl npoTarom gpyroro sagaHoro Bigpiska vyacy. B ogHomy
3 BapiaHTiB 34iNCHEHHA BUHAXoAy Takui WOHaWMeHLIe oAuH aHTaroHict CRTH2 sBubpanun 3 rpynu,
wo cknagaeteca 3 (5-pTOp-2-MeTUN-3-xiHOMIH-2-iNnMeTun-ingon-1-in)-ourooi  kucrnotn abdo i
dapMaLeBTUYHO  NPUAHATHOT  coni, [5-bTop-3-(4-meTaHcynbMOoHIN-6eH3umn)-2-metTun-ingon-1-inj-
outoBoi kucrotu abo i hapMaueBTUHHO NPUAHATHOT coni, (3-{[2-(6eH3oncynbdoHimnipuanH-3-
inlMeTun}-5-bTop-2-MeTUn-iHgoN-1-in)-ouToBOI KMCNOTU abo i hapMaueBTUYHO NPUAHATHOT coni, [5-
drop-3-({2-[(4-PpTopbenson)cynbdoHin]nipnanH-3-in}MeTun)-2-MeTun-iHAon-1-in]-ouToBOi  KACNOTK
abo Ti hapMaueBTUHHO NPUMRHATHOT coni i 5-(aueTunamido)-3-[(4-xnopdeHin)Tiol-2-meTun-1H-ingon-
1-oUuTOBOI KMCNOTWM. B ogHOMy 3 BapiaHTiB 34iMCHEHHA BuHaxoay PPl BubpaHuii 3 rpynu, wpo
cKknajaeTbCa 3 OMernpasony, esoMenpasony, naHcornpasony, AekcnaHconpasony, naHronpasony i
pabenpasony abo ixHbOI dhapmaueBTUYHO MNPUAHATHOT coni. B ogHOMY 3 BapiaHTiB 34iNCHEHHS
BUHaxo4y 3acTOCYBaHHSA LWOHanMeHLe ogHoro aHTaroHicta CRTH2 i woHalimeHwe ogHoro PPl moxe
OyTn posnodare B Mexax Bigpisky 4acy, wo 3Haxoautbca Mk 0 i 30 AHAMKM nicna 3aBepLUEHHS
3aCTOCYBaHHA KOpPTUKOCTEpoiga.

3asHavyeHni LWoHarmeHwe oauH aHTaroHict CRTH2 i 3a3HadeHuin LWoHarimeHwe oauH PPI
MOXYTb 3aCTOCOBYBATUCS OAHOYACHO abo B pi3Hi MpOMikkKM Yacy. B ogHoMy 3 BapiaHTiB 34iNCHEHHS
BMHaxo4y 3acTocyBaHHA LWoOHaWMeHLWe ogHoro aHtaroHicta CRTH2 i woHalimeHwe oaHoro PPI
po3noYMHaoTL oApasy K NiCna 3aBepLUeHHSA 3aCTOCYBaHHS KOopTukocTepoiga. AHTaroHict CRTH2
MO>XE 3aCTOCOBYBATUCA Y BIANOBIAHOCTI A0 iHCTPYKUiT BUPOOHMKA KOHKPETHOro aHtaroHicta CRTH2,
BMKOPUCTOBYBAHOro ANA AaHOro BUHaxoay. B ogHoMy 3 BapiaHTiB 34iNCHEHHS BMHaxo4y aHTAroHicT
CRTH2 3actocoByloTb 04MH pa3s Ha AeHb. PPl moxe 3acTtocoByBaTMCA Y BigNOBIAHOCTI A0 iHCTPYKU,i
BUPOOHMKA KOHKPETHOro aHTaroHicta PPIl, BUKOpMCTOBYBaHOrO AN AaHOro BuHaxody. B ogHomy 3
BapiaHTiB 34incHeHHs BUHaxoay PPl 3acTocoBylOTb O4MH pa3s Ha AeHb. B iHWOMY BapiaHTi 34iHCHEHHSA
BuHaxoay PPl 3acTocoByloTb ABidi HA AEHb.

TpuBanicTb APyroro 3agaHoro Bigpisky 4Yacy moxe 0yTn BusHaueHa ocobolto, sika mae npodeciHi
3HaHHSA B AaHin ranysi TexHikn. B ogHOMy 3 BapiaHTiB 34iNCHEHHA BUHAX0A4y NepPLUMIA 3agaHui Bigpi3ok
yacy 3HaxoAuTbCa B Mexax MK 1 1 24 TxkHAMK, MK 1 1 16 TvokHAMU, MK 1 1 4 TrokHAMK | MK 1§ 3
TUXKHAMM.

Cnoci6é y BiaNOBIAHOCTI A0 AAHOr0 BMHAXOAY BKMOYAE TAKOX MOCMiIAOBHE 3aCTOCYBaHHA A0
iHauBiayyma, sikuin notpebye nikyBaHHs, TepaneBTUYHO €PEKTUBHOT KiNMbKOCTI LOHANMEHLLIE OAHOro
aHTaroHicta CRTH2 i woHanmeHwe oaHoro PPl i gogaTtkoBe 3acTOCyBaHHA KOPTUKOCTepoiga
NPOTArOM APYyroro 3agaHoro Bigpiska 4acy. B ogHOMy 3 BapiaHTiB 34iNCHEHHA BMHaxo4y BenuyuHa
0031 KOPTMKOCTepoida Ans MNepworo 3aJaHoro Bigpisky 4acy Oinblue HibK BEnuYMHa 03u
KOPTUKOCTEpPOiga 4NA APYroro 3agaHoro Biapisky yacy.

Jlikapcbki dhopmu, aki mictate PPI, BigoMi i onucaHi B 3ragaHux BuLUe NaTEHTHUX OOKyMEHTax.
Bigomo, wo PPI HecTinki go Aii kucnotu. TakMm YMHOM, nepoparnbHi nikapcbki hopmu, AKi MICTATb
PPI, MOXyTb BKNIOYATM EHTEPOCONIODINbHE MNOKPUTTHA, $KE 3anuLIAETbCS BCEPEAMHI  LUMYHKY
HEYLUKOKEHUM | PO3YUHIOETLCA B KULLKOBOMY TpakTi. B ogHOMY 3 BapiaHTiB 34iiCHEHHA BUHaxXo4y
nikapcbka opma NpUCyTHS y BUrnaai Tabnetkn abo rpaHynu 3 eHTepocontoBinbHUM NOKPUTTAM, siKa
MicTUTb (1) cepueBuHy, sika MicTutb PPI, (2) nepwwuin wap, HaHECEHUH Ha CepueBUHY Y BUrNSAi
nokputT4, i (3) Apyruii Wap, HAHECEHUIA Ha NepLUMA Lap, 9KMn aBnae coboto eHTepoconobinbHe
nokputta. CepueBuHa Moxe Mictutu PPl i BignoBiaHWi HOCIR, Takum €K, Hanpuknag, maditon abo
naktosa, i 3B'3yBanbHy pe4vYoOBMHY, TaKy $K, Hanpuknag, rigpokcunponinuenonosa abo
nonigiHinniponigoH. Mepwun abo NPOMDKHWMA AP MOXE MICTUTU (PAaKTUYHO BOAO-HEPO3YUHHUNA
NNiBKO-yTBOPIOIOYNA MaTtepian, TakuW K, Hanpuknag, eTunudenonosa i nonisiHinauerar, i
HeOoOO0B'A3KOBO NMy>XHWUI MaTtepian, Takuin K, Hanpuknag, okcua abo Cinb Ny>kHO3EMENbHUX MeTanis,
Hanpuknag, OKkCUa MarHito, aHrigpua KpeMHito, cunikaT KanbLito, rigpokcua MarHito, kapboHaTt MarHito,
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rigpokcua antoMiHilo, cTeapar Kanblito | cteapaT Marhito. EHTepocontobinbHE NOKPUTTS MOXKE MICTUTK
dTanat rigpokCMMETUNUENIONO3K, auetardTanar LUenonosu, cnisnoniMep MeTakpunoBoi KUCNOTH i
MeTUNMEeTakpunaty i nonisiHinauyetatdtanar. B ogHoMy 3 BapiaHTiB 34iMCHEHHA BUWHaxoay B
cepueBuHi NpucyTHiMK € Ak PPI, Tak i aHTaroHict CRTH2. B iHWoMy BapiaHTi 34iWCHEHHA BUHaxo4y
PPl i aHTaronict CRTH2 B cepueBMHI He MPUCYTHI, ane niamiwadHi oo Tabnetok abo rpaHyn 3
eHTepoconobinsHUM MNOKpUTTSIM. B iHWOMY BapiaHTi 34iiCHEHHS BuHaxoay Taki Tabnetkm abo
rPaHymnm 3 eHTEPOCONOBINbHUM NOKPUTTAM 3HAXOASATLCA B KaNcyrii.

AHTtaroHicth CRTH2 i PPl MOXyTb 3acTOCOBYBaTUCA TaKoX Yy BUrNs4i fikapcbkol popmu, sika
MOXe ABNATU cobow Taky nikapcbky (OpMy, fKka npuaatHa ANns NepopanbHOro, PekTanbHoro,
HasanbHOro, GpoHXianbHOro (iHransuinHoOro), MicueBoro (BKMKOYAYM OYHI Kpanni, TpaHcOykanbHe,
nepopanbHe B'A3ke | CcybniHrBanbHe 3aCTOCYBaHHS), BariHanbHOro abo napeHTepanbHOro
(BKMOYalOYK NigLLKIpHE, BHYTPILLHBOM'A30BE, BHYTPILUHLOBEHHE | BHYTPILUHBOLLKIPSHE) 3aCTOCYBaHHA
i MOXKyTb OYTU NPUrOTOBNEHI 3 BUKOpUCTaHHAM Oyab-sikoro 3i cnocobiB, aobpe BigOMUX B AaHin ranysi
TEXHIKM.

Taka nikapcbka dopma mMoxe OyTM nNpUroToBaHa LWINSXOM 00'€AHAHHA BU3HAYEHUX BULLE
aKkTUBHUX 3acobiB 3 HocieM. B3arani, Taki nikapcbki GOPMM FOTYIOTb LUNSAXOM PIBHOMIPHOIO i LLINBHOTO
006'eAIHAaHHA aKTUBHOTO 3acoby 3 pigkMMu HOCIsIMKM abo TOHKO NoApPIOHEHUMM TBEPAUMU HOCIAMK, abo 3
TUMU, A iHWKUMK, 3 NoZanbLUMM, SKLLO BUHKUKAE Taka noTpeda, hopMyBaHHAM NPOAYKTY.

Jlikapcbki hopMmu Ana nepopanbHOro 3acToCyBaHHA y BiANOBIAHOCTI A0 AAHOIO BUHaxXo4y MOXYTb
OYyTU NPUCYTHIMUK: Yy BUIMSAAI AUCKPETHUX OAMHUUb, TaKMX AK, Hanpuknag, kancynu, cawe, Tabnetku,
SKi MOXYTb OYTU BUIOTOBNEHI K >KyBanbHi TAONETKM ab0 KOPXKMKKU, KOXHWUIA 3 SIKMX MICTUTb 3adaHy
KiNbKiCTb akTMBHOro 3aco®y; y BUIrMsAi NOpoLwKy abo rpaHyn; y Burnadi ApiGHMX 4acTUHOK Ans
obnpuckyBaHHA Ki; y BUrnsaai po3unmHy abo cycneHsii akTuBHoro 3acoby y BogHOMY piakoMy abo
6€e3BOAHOMY pPiaKOMY cepeaoBuLLi; abo y BuUrnaai piakoi emynbcii "onisi-y-soai" abo y Burnagi piakoi
eMynbCii "Boaa-s-onii"; abo y surnaai 6ontoca i tomy noaibHe.

LLloao komnosuuii Ansi nepopanbHOro 3acTocyBaHHA (Hanpuknag, TabneTtku i kancynu), TepmiH
"MPUAHATHUIA HOCIA" BKMOYMAE po3pigxKyBadi, 30Kpema Taki 3aranbHOBIAOMI HOCIT AK, Hanpuknag,
3B'A3yBanbHi 3acobu, Hanpuknaa, CUpOM, akauis, >kenaTuH, cop®iT, TparakaHT, NOniBiHINMiponiaoH
(MosigoH), MeTUNLENoNosa, eTunuenonosa, HaTpieBa kapbokcuMeTUnUenonosa,
rigpoKCUNpoNiNMeTUNUENoNo3a, caxapo3a i KpoxmManb; HOCIi | HanoBHIOBaYi, Taki sk, Hanpuknaa,
KYKYPYA3AHUA KpOoxXManb, »enaTuH, fakro3a, caxapo3a, MiKpoKpucTaniyHa uenionosa, KaoniH,
MaHiTon, agukansuindgocdaTt, xnopua HaTpilo | anbriHOBa KACMOTA; i 3MaLlyBanbHi pe4OBUHU, TakKi SiK,
Hanpuknag, creapar MarHilo, creapaT HaTpilo Ta cTeapaTu iHWWX MeTanis, rniyeponcreapar,
cTeapMHOBa KUCNOTa, CWUNIKOHOBA piguHa, napadiHn Ha OCHOBI TanbKy, Macna i konoiganbHui
Jiokeua KpemHito. TakoxK MOXyTb OYyTM BMKOPUCTaHIi CMakoBi 3acobu, Taki Ak, Hanpuknaa, nepuesa
M'aTa, Onisg raynbTepii, BMLIHEBA eceHuis i ToMy nogibHe. Moxe cratn OakaHum [04aBaHHS
GapBHUKIB 3 METOI MONErLeHHA PO3MNi3HABAHHS PiBHS A03yBaHHA. Tabnetkn MoxyTb OyTU TaKox
BUrOTOBMNEHI 3 MOKPUTTAM 3 BUKOPUCTAHHAM cnocoliB, A06pe BiAOMUX B AaHil ranysi TEXHIKK.

TabneTka Moxe OyTM BUIOTOBMNEHA LUMSAXOM MNpecyBaHHA abo dhopmyBaHHsl, HEOBOB'SI3KOBO 3
ogHuUM abo Ginblie AONOMKHUMW iHrpedieHTaMmu. MNpecoBaHi TAbNETKkM MOXyTb OYyTU MPUrOTOBMEHI
LUMNSIXOM NPECYBAHHS aKTUBHOTO 3aco0y y BiANOBIAHIN MaLLWHI y BiNbHO TeKydili hopmi, Hanpuknag, y
BUrNsAi nopowky abo rpaHyn, HeOOOB'A3KOBO 3MilUAHMX 3i  3B'A3YBaNbHOI  PEYOBUHOL,
3MaulyBanbHMM  3acoboM, HEPTHUM  pO3PIAKYBAa4YeM, KOHCEPBAHTOM, MNOBEPXHEBO-AKTUBHOIO
pevoBuHO abo aucnepratopoMm. dopmoBaHi TabneTkn MOXyTb OyTM BUFOTOBMEHI Yy BiAMNOBIAHINA
MaLLUWHI WAXOM (POpMYBaHHA CyMilli pO3MENEHOT Y NOPOLLOK CNOMYKW, 3MOYEHOT IHEPTHUM PigKUM
pospimkysavyemMm. TabneTkn MOXyTb HEOBOB'A3KOBO BYTM BUrOTOBNEHI 3 NOKPUTTAM abo pudpneHHaM i
MOXYTb OyTU NPUrOTOBMEHI TakMM 4YuMHOM, WOO6 3abesnedyBaTu ynoBinbHeHe abo perynboBaHe
BUBINbHEHHS aKTUBHOTO 3ac00y.

[HWi nikapcbKki popmu, NpuaatHi ANA NepopanbHOro 3acTOCYBaHHSA, BKIOYAIOTb KOPXKMUKM, SKi
MICTSITb aKTUBHMIA 3aci® B cmakoBiii gobaBui, SK NpaBumno, y caxaposi i akauii abo TparakaHTi;
NacTUNKK, SKi MiCTATb aKTUBHMIA 3acib B iHEPTHIN OCHOBI, HAaNpuknaa, y xkenatudi abo rniuepuHi, abo y
caxaposi i akauii; i 3acobu AnA NONOCKaHHA poTa, sIKi MICTATL akTUBHUIA 3aci® y BignoBigHOMY pigkomy
HOCI.

B oaHOMYy 3 BapiaHTiB 34ilCHEHHA BUHaxoay aHtaroHict CRTH2 i PPl moxyTb 6yTn npucyTHiMK B
OOHIN i TiK e nikapcbkin dopmi (Hanpuknaa, obuasa MOXKYTb 3aCTOCOBYBAaTUCA B TabneTtkax), y Ton
yac 4K B iHLLIOMY BapiaHTi 34iiCHEeHHA BUHaxoay aHTaroHict CRTH2 i PPl moxyTb 3acTocoByBaTtucs B
pisHUX nikapcbkux popmax (Hanpuknaa, oauH MOXe 3aCTOCOBYBATUCA Yy BUrNsAdi TaONeTKu, y Tol vac
SK iHLLIMIA MOXKEe 3aCTOCOBYBATUCS Y BUMNALI nepoparbHOT cycneHxsii).

B ogHomy 3 BapiaHTiB 34iMCHEHHA BUHaxoay 3abes3neuyeTbcs HasBHICTb Habopy, KM MICTUTb
nakyBanbHWUI 3acib, AKMIn HaZIRHO NoKani3ye LWoHANMeHLWwe oaunH aHTaroHict CRTH2 i woHaliMeHwe
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oauH PPIl. Habip MicTuUTb IHCTPyKUilO, fKa cnpusie PO3yMiHHIO MOPSIAKY 3aCTOCYBAHHSI aHTaroHicra
CRTH2 i PPl. B ogHOoMy 3 BapiaHTiB 34IMCHEHHA BMHaxoAdy MakyBanbHUi 3acib asnse coboto
OnictepHy ynakoeky. B iHWOMy BapiaHTi 34ilCHEHHA BMHaxoay Habip MiCTUTb GNICTEPHY YNaKOBKY,
po3pobneHy Anst po3millleHHA oaHiel abo Ginbwe Tabnetok 3 CRTH2, oaHiei abo Ginblie TabneTok 3
PPl i iHCTPyKUil WOAO0 TXHLOrO 3acTtocyBaHHA. TuUNOBI ONICTEpPHI ynakoBKM BiAOMi B AaHin ranysi
TEXHIKM.

Mpuknagu

Micna npeacraBneHHs 3aranbHOroO OMNKWCY AAHOT0 BUHAXOAy, OCTaHHIM Moxe crtatu Binbu
3PO3YyMINIUM LUNAXOM MOCUMAHHA Ha HacCTynHi Npuknaau, SKi HagadHi B 4aHOMY OMWUCI BUKMIOYHO 3
METOIO iNIOCTPYBAHHA i HE CNpsiMOBaHi Ha Oyab-ske OOMEXEHHS BUMHaxXoAy, SKWO iHWe He
oBGyMoBneHe.

Mpuknag 1

8-TwxxHeBe JOCMIAXKEHHSA NALIEHTIB, XBOPUX HA aKTUBHUIW €03UHOINBHUIA e3odpariT

MnaH gocnigayxeHHs

DocnigpkeHHa sBnano cobol paHAOMI3OBaHe, NOABIMHE cnine, 3 BUKOPUCTAHHAM KOHTPOMbHOT
rpynu naudientis 3 nnauebo, gocnigkeHHsa (5-pTop-2-MeTun-3-xiHoniH-2-inMeTun-iHgo-1-inm)-oytoBoi
kncnotu (OC000459), ake npoBoAUNM B OAHOMY OKPEMOMY MEANYHOMY LEHTPI NPOTArOM 8 TUXKHIB Ha
nauieHTax, XBOpUX Ha akTuBHMW (= 20 eo3suHodpinie Ha nnowy, BUAUMY MPU MaKCUManbHOMY
30inbWweHHi 06'eKTMBAa BMKOPUCTOBYBAHOIO Mikpockona (eos/hpf) i cumntomu), €03nHOMINbHWNA
esodarit (EoE), cnpuinatnueuii i/fabo cTiikuin go aii KopTukocTepoigie. B npoueci gocnimxeHHs
nopiBHIOBanNM pesynbTatk y nauieHTiB, ski aABidi Ha AaeHb npuiamanu 100 mr OCQ000459 3
pesynbTaTaMu Yy NauieHTiB, AKi ABiMI HA AeHb npuiManu nnauebo. B gocnigkeHHi 6ynu 3agisHi 26
nauieHTis, npudomy 14 nadientis npunmanu OCO000459, a 12 nauieHTiB npurimanu nnaue6o.
IHTEHCMBHICTb nepebiry 3axBOPIOBAHHA OLHIOBANM 3 BUKOPUCTAHHAM KMIHIYHMX, €HAOCKOMIYHUX,
riCTONOriYHNX 3acoBiB AOCMIMKEHHS, a TaKOX 3a AOMNOMOrow 6ionoriiHMX mapkepiB. [OMOBHOMW
KIHUEBOIO TOYKOK AOCNIMKEHHS Oyno AOCATHEHHS 3MEHLUEHHS €O03MHOMINBHOITO HAaBAHTAXEHHS
cTpaBsoxoay.

HocnigxeHHs rpynu nauieHTis

Ina Bu3Ha4eHHA cy0'eKTiB BUKOPUCTOBYBANUN HACTYMHI KPUTEPIT:

KpuTepil BKNIOYEHHS A0 rpynu:

1. Yonosiku i >iHKK BikoMm 18 — 75 pokiB.

2. 3aspganerigb 4iarHOCTOBaHUI | CHMATOMATUYHO BUAINEHNI €03MHOMINLHUIA e30odariT.

3. BignoBigHe eo3nHodiNbHE 3ananeHHs TKaHWMH 3a NOKasHWKaMKu cepeaHboro €03MHOMINbHOro
HaBaHTaxeHHs1 = 20 eos/hpf, BUsABNeHoro y 8 spaskax TKAHWHU, B3SAITUX ANS aHanisy wnaxom Gioncir,
Npu NEpPLUOMY MEANYHOMY OrnsAai.

4. 3paTHIiCTb yCniwHO KOoBTaTK nnauebo nig HarnsgoM KIliHiYHOTo nepcoHany.

5. BigCyTHICTb B opraHi3ami BCixX nikapcbkux npenaparis Ana nikysaHHa EOE (Bknwo4aloum crepoign
Ana MicLeBOro 3aCToCyBaHHSA) NPOTAMOM LLOHaMeHLe 2 TUXKHIB nepe nepunm MegUYHUM OrnsaoMm i
BiACYTHICTb B OpraHiami CUCTEMHUX CTEpPOifiB NPOTAromM LoHameHwe 90 AHiB nepen TecTyBaHHAM.
MPUCYTHICTb iHrGITOPY NPOTOHHOrO-HACOCa AO3BONEHA, AKLWO LUe NOTPIOHO AnsA nikyBaHHS NobivHOro
KMCROTHOIo pedhniokcy.

KpuTepil BUKNIOYEHHS 3 Tpynu:

1. IHWi npuunHKn esodparity (ractpoesodpariansHuin pedpniokc (GERD), yTBOpeHHS MENTUYHOR
BUpa3ky i/abo iHeKUiNHE 3aXBOPIOBAHHS).

2. |HWi npuynHmn esodvarianbHoro abo ysaranbHEHOro €o3nHoinbHOro nerkounTo3y (TO6TO,
rine peo3nHodinbHI CUHAPOMK, NapasuTapHe iHbekuiliHe 3axBoptoBaHHA, GERD).

3. 3anexHicTb nadieHta, xBoporo Ha EoE, Big piBHS CE30HHMX anepreHis, i y4acTb naudieHTa B
AOCnigXXeHHI MaTume Micue NPOTArom anepriyHol nopu poky.

4. IcTopia aHomanbHOro LNyHKOBOro abo AyoaeHanbHOro €03MHOMINBHOrO NERKOLMTO3Y
(Hanpuknaga, rinepeosuHodinbHi cuHapommn (HES), Backynit Yapra-lrpayca, EG abo napasuTtapHe
iHbeKUiiHe 3aXBOPIOBAHHSA).

5. Mpwuitom 3abopoHeHUX Ang npuaHaveHHsa abo npogaBaHux 6e3 peuenTta nikapcbkmx npenaparis
B MeXax 4 TWKHIB Nepes nepLumnm MeanvyHuM OrnsaaoMm i NpoTAroM BCbOro BUNPOOYBaHHS, BKIOYAYN
BiTaMiHM i nikapcbki 3acobu 3 Tpas.

PesynbTatu

Micna 8-TuxHeBOro nikyBaHHA aktuBHoro EoOE 3 BukopuctaHHam OC000459 saranbHe cepefHe
uncno eosnHodinie smeHwmnocs 3 114,7 go 74,2 eos/hpf, y Tol 4ac sk npu 3acTocyBaHHA nnauebo
>KOAHOT0 3MeHLIEHHs He cnocTepiranu (3 102,8 o 99,4 eos/hpf). MNpoTe, aia nikapcbkoro 3acoby dyna
GinbLU roCcTPo BUPaXKEHa B NPOKCUMANbHOMY BEPXHbOMY BiaAini CTpaBoxody HiXk B HOro AMCTanbHOMY
Bigaini. PisHuua B 3MiHi (B %) €03MHOMINBHOIO HAaBAHTAXKEHHS Y NOPIBHAHHI 3 nnauebo nokasaHa Ha
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dirypi 1.

HaBeaeHi gaHi ceigyatb He nuwe npo Te, WO iHginbTpauia eo3nHodinie y BEpPxHiH Bigain
cTpaBoxoay moxe 6yTu onocepegakoBaHa gieto CRTH2, ane it npo Te, WO HAKOMUYEHHS €03uMHOdInNiB
B AMCTanbHOMY Bigaini ctpasoxoay € ctinkum ao aii CRTH2. Lle, MOXNMBO, MOXKHA NOACHWUTU TUM, WO
KUCNOTHWUIA pecdpniokc Moxe 6yTu BianoBiganbHMM 3a €03MHOMINbHE 3ananeHHA B AUCTanbHOMY
BigAini ctpaBoxoay, WO y3roAKyeTbCs 3 AONOBIASIMU NPO 0CNAabneHHs €03MHOMINbHOrO NENKOLUTO3Y
y AesKuX nauieHTis, xsopux Ha EoE, 3aBasaku sukopuctanHio PPl (Molina-Infante et al., 2011). Lli gaHi
NiAKPECNIOTb ABa OCHOBHUX KOMMOHEHTW HAKONUYEHHS e03nHodinie B EOE — mexaHiaM BUHUKHEHHS
aneprii, onocepeakoBaHui giclo CRTH2, i 3anexHuit Bid KUCNOTHOro pecdpniokcy Mpouec, SKuin
ocnabnseTbCsl 3aBASIKU MiKYBAHHIO 3 BUKOPUCTAHHAM PPl. Takum 4YMHOM, MPUNYCKaeTbCS BUCHOBOK,
wo koMOiHauii aHTaroHictis CRTH2 3 PPl 6yaytb edektuBHMuMu npu nikyBaHHi EoE wnsaxom
OGNOKyBaHHS SIK anepriyHux, Tak i KUCNOTHO-PEedMIOKCHUX LUNSXIB.

Tpbox NauieHTiB nikyBanu 3 sukopuctaHHaMm sk OC000459, Tak i esomenpasosny, 3acTOCOBYHOUN
Nno4Yeproso O4HY 3 ABOX 403 BenuuunHow 20 mr i 40 Mr oauH pas Ha geHb. Ak nokasaHo Ha Pirypi 2, ui
nauieHTM npoAeMOHCTpyBanW KapAuHanbHe 3MEHLUEHHS eO03UHOMINbHOr0O HaBaHTaXEHHS Y
NOPIBHAHHI 3 TUMK NauieHTaMu, 40 AKMX 3actocosyBanu nuwe OC000459.

BucHoBku

OCO00459 3HMXKYe €03MHOMINbHE HaBAHTAXXEHHA B MNPOKCMMAanbHOMY, ane He B AuCTalnbHOMY,
BigA4ini crpaesoxoay, y nauieHTtie, xsopux Ha EoE. IMNMpu roro noeaHanHi 3 PPl 3 meTolo ocnabneHHs
KMCAOTHOro pedilokcy Mae Micle 3HayHe 3HWXKEHHSA 3aranbHOro €03MHOMINbHOrO HaBAHTAXKEHHA.
Omxe, koMbBiHauis aHTaroHicta CRTH2 3 PPl € edekTuBHUM cnocoboM perynioBaHHA 3ananeHHs
cTtpaBoxoay npu EoE, akuit moxxe OyTu 3pydHiliMM i 6€3NeYHILUMM HiXK BUKOPUCTAHHA Ha CydacHOMY
eTani KOPTUKOCTEPOIAiB ANA MICLLEBOrO 3aCTOCYBaHHS.

Micna 03HAaWOMMNEHHA 3 MOBHUM OMUCOM AaHOro BUHAXody dpaxiBui B AaHi ranysi TEXHIKW 3pO3YMIlOTb, WO
JaHuid BUHaXig Moxe OyTu 34iACHEHMIA B MeXax LUMPOKOTro i eKBiBANEHTHOro AianasoHy ymos, hOpM Ta iHLIUX
napamMeTpiB, He nopyuwyoun noro ob'emy abo OGyab-AKOro BapiaHTa Woro 3aiNCHeHHsl. Bci naTteHTu, naTeHTHi
3asBKM | ny6nikauil, NpouMToBaHi B JAHOMY OMUCI, MOBHICTIO BKINIOYEHI B HbOTO LLUMNSAXOM MOCUNMAHHSA HA HUX B YCieT
IXHbOI MOBHOTI.

POPMYJIA BUHAXOLOY

1. dapmaueBTMYHA KOMMO3MUUiS, GKa MICTUTb LWOHaWMeHLWe oAuH aHTaroHict CRTH2 a6o i
dapmMaUeBTUYHO NPUAHATHY CinMb | WOHaWMEHLLE OAMH iHriGITOp MPOTOHHOrO Hacoca, BubpaHui 3
rpynu, LWO CKMNajgaeTbcd 3 OMEenpasony, e30Menpasony, HaHconpasony, AekcnaHconpasony,
naHTonpasony i pabenpasony abo ixHbol hapmMaLeBTUYHO MPUIRHATHOT COMi, A€ BKA3aHW aHTaroHicT
CRTH2 siBnsie coboto cnonyky 3aransHoi cpopmynu (I):

R R
R2
Ny
N 5
OR
e}
, ()
e
R' - C1-Ce-ankin;
R2 - ranoreH;

R? - apun abo retepoapun, Heo60B'A3KOBO 3aMilLleHUn 0aAHUM abo BinblLue 3amiCHUKaMMW, BUOpaHUMM
3 ranoreHy, OH, CN, Ré, COR8, CH2R¢, ORS¢, SR8, SO2R® abo SO-YRS;

Ré - C1-Cs-ankin, Cs-Cs-umknoankin, retepouuknin, apun abo retepoapun, 0yab-akuii 3 KOTPUX MOXKE
HeoboB'A3kOBO OyTK 3aMilleHuint ogHumM abo Ginblue 3amicHMKamu, BubpaHumm 3 ranoreHy, OH, CN,
NQO2, C1-Ce-ankiny abo O(C1-Cs-ankiny); i

Y - NH a60 C+-Cs-ankineH 3 HeposranyxeHum abo po3rany’>k€HumM naHuiorom;

R*- H abo Ci-Cs-ankin; a

R® - BogeHb, Ci-Cs-ankin, apun, (CH2)mOC(=0)C1-Cs-ankin, ((CH2)mO)nCH2CH2X, (CH2)mN(R7)2 abo
CH((CH2)mO(C=0)R8)2; ne

m - 1 abo 2;

n-1-4;
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X - OR7 abo N(R")z;
R’ - BoaeHb abo meTun; a

8- Cy-Crs-ankin;
abo Ti hhapmaueBTUYHO NPUIRHATHA Cinb, riapar, conbBat abo KOMMMEKC.
2. dapmaueBTMYHA KOMNO3uULIA 3a M. 1, Aka BIAPI3HAETLCA TUM, LLIO B CNONyUi 3aranbHoi popmynu
() R® - BOAEHB.
3. dapmaueBTU4Ha KOMNO3uUig 3a n. 1, Aka BigPI3HAETLCA TUM, O B CNONYyLi 3aranbHoi hopMmynu
() R® - Ci-Ce-ankin, apun, (CH2)mOC(=0)Ci-Cs-ankin, ((CH2)mO}nCH2CH2X, (CHz2)mN(R7)2 abo
CH((CH2)mO(C=0)R?8)..
4. ®apMaueBTUYHA KOMMNO3UUIA 3a Oyab-AKUM 3 MYHKTIB 1-3, AKka BiAPI3HAETLCA TUM, WO B CNOMyLi
3aranbHoi oopmynu (1), HesanexHo abo B Oyab-siKin KoOmMBGiHALT:
R' - C1-Cs-ankin;

- pTOp;

R?, He0BOB'A3KOBO 3aMiLLEHWUI, - XIHOMIH, XIHOKCAaMiH, i30XiHOMIH, Tia3on, deHin, HadTaniH, TiodeH,
nipon abo nipnaunH; a
R4 - H abo meTun.
5. ®apmMaueBTMYHA KOMMNO3KLiS 3a N. 2, 9Kka BigPI3HAETLCA TUM, LLIO cnosyka 3aranbHoi hopmynu (1)
asnse coboto:
{3-[1-(4-xnopdeHin)-eTun]-5-dTop-2-MeTUNIHAO0MN-1-iN}-OUTOBY KUCNOTY;
{5-cpTOp-2-MmeTUn-3-[1-(4-TpudpTopmeTUNdeHin)-eTun]-iHAON-1-iN}-0LTOBY KUCHOTY;
{3-[1-(4-TpeT-OyTundenin)-etTun]-5-prop-2-MeTUNiIHAON-1-iM}-0UTOBY KNCNOTY;
{5-dpTOp-3-[1-(4-MeTaHCyNbOHIN-PEHIN)-eTUmM]-2-MeTUNiHAO0N-1-iN}-0LUTOBY KUCNOTY;
[5-dpTOp-2-MeTun-3-(1-HadpTanin-2-ineTun)-iHaon-1-in]-ouToBY KUCNOTY;
(5-dbTOp-2-METUN-3-XIHOMIH-2-INMEeTUMIHA0N-1-iM)-0LTOBY KUCNOTY;
(5-dbTOop-2-MmeTUN-3-HadTaniH-2-inMeTUniHAoN-1-iM)-oLUTOBY KUCMOTY;
[5-dbTOp-3-(8-rigpokcuxiHoNiH-2-iNnMeTnN)-2-MeTUNiHAoM-1-in]-oLUTOBY KUCNOTY;
[5-dbTOp-2-MeTUN-3-(XiHokcaniH-2-inMeTun)iHaon-1-in]-oUToBY KUCNOTY;
[5-bTOP-3-(4-MeTOKCMOEH3NUM)-2-METUMIHAOM-1-iN]-OUTOBY KUCNOTY;
[5-dpTOp-2-MeTun-3-(1,3-Tiason-2-inmetTun)iHaon-1-in]-ouToBy KACNOTY;
[3-(4-xnopbeH3un)-5-dbTop-2-MeTUNIHAOM-1-iM]-0UTOBY KUCNOTY;
[5-dbTOp-2-MeTUN-3-(4-TpudTOpMETUNOEH3NN)-IHAON-1-IN]-OUTOBY KNCNOTY;
[5-dbTOp-2-MeTUN-3-(4-TpeT-0yTundeH3nn)-iHgon-1-inj-ouToBy KNCNOTY;
{5-dpTOp-2-MmeTUN-3-[(4-peHindeHin)MeTun]iHaon-1-in}-oLTOBY KUCNOTY;
[5-dbTOP-3-(4-MeTaHCyNbOHIN-6eH3unN)-2-MeTUNiHAO0N-1-iN]-0UTOBY KACAOTY;
{5-cpTOp-3-[(6-PTOPXiHONIH-2-IM)METUN]-2-MEeTUNIHAON-1-iN}-0LTOBY KUCNOTY;
(2-MeTun-3-xiHoniH-2-inMeTuniHaon-1-in)-ouTOBY KUCNOTY;
(5-xnop-2-MeTun-3-xiHoNiH-2-inMeTuniHAon-1-ir)-oLTOBY KUCNOTY;
(3-{[1-(6ensoncynboHin)nipon-2-in]MeTun}-5-prop-2-MeTuniHgon-1-in)-ouToBY KUCHOTY;
[5-dbTop-2-MeTun-3-({1-[(4-meTnndeH3on)cynbdoHIN]Nipon-2-imMeTun)iHA0N-1-in]-0L4TOBY KUCIOTY;
[3-({1-[(2,4-audTopOeHson)cynbdoHin]nipon-2-immeTun)-5-rop-2-meTuniHgon-1-inl-oytoBy
KUCMOTY;
(3-{[2-(6ensoncynboHin) deninlmeTnn}-5-dbTop-2-MeTUNiHA0M-1-i)-OUTOBY KUCHOTY;
[3-({2-[(4-xnopbenson)cynbdoHin]deHiniMeTun)-5-pTop-2-MeTUNHA0N-1-in]-OUTOBY KUCIOTY;
[5-dbTOp-3-({2-[(4-bTOpOeH30N) CYyNbdOHIN]dEHINIMETUN) -2-METUNIHAON-1-iN]-OUTOBY KUCIIOTY;
(3-{[2-(6ensoncynbdoHin)nipnaunn-3-inlmeTnn}-5-hTop-2-MeTuniHaoN-1-in)-ouToBY KNCNOTY;
drop-3-({2-[(4-pTopbenson)cynsdoHiN]nipnanH-3-imMeTn)-2-MeTUNiHA0M-1-in]-0UTOBY KUCNOTY;
({2-[(4-xnopbenson)cynsdoHin]nipnaunH-3-in}metun)-5-prop-2-meTuniHgon-1-in]-ouToBy KUCNOTY;
(4-(B6eH3uncynbdoHin)b6eH3nn)-5-pTop-2-MeTUNIHAON-1-iM)-OUTOBY KNCNOTY;
(4-(4-xnopBeH3nncynb@OoHIN)6eH3nn)-5-pTop-2-MeTUNiHAoN-1-im)-0UuTOBY KNCNOTY;
(3-(6eH3uncynbdoHiN)B6eH3nn)-5-pTop-2-MeTUNIHAON-1-iMT)-OUTOBY KNCNOTY;
dpTop-3-(3-(4-pTopbeH3nncynbdOHIN)BEH3NM)-2-METUMIHAOM-1-iN)-0LTOBY KUCIOTY;
(2-(6eH3uncynbdoHiIN)B6eH3nn)-5-pTop-2-MeTUNIHAON-1-iMT)-OUTOBY KNCNOTY;
(4-(4-bTOpOEHINNCYNbAOHIN)BEH3NM)-5-PTOP-2-METUNIHAON-1-iM)-OUTOBY KNCNOTY;
(2-(uunknorekcuncynbOHIN)6eH3nm)-5-hTop-2-METUMIHAOM-1-i)-OUTOBY KNCNOTY;
dTop-2-meTun-3-(2-(ninepuamnH-1-incynbdoHin)beHsnn)-ingon-1-im)-ouToBy KUCNOTY;
(2-(uuknoneHTuncynbdoHINbeH3nn)-5-pTop-2-MeTUNIHAON-1-iMT)-OUTOBY KACNOTY;
drop-2-meTun-3-(3-(ninepuamnH-1-incynbdoHin)beHsnn)-ingon-1-im)-ouToBy KUCNOTY;
dTop-2-meTun-3-(2-(niponignu-1-incynbdoHin)6eH3aun)-ingon-1-in)-oUToBy KUCNOTY;
(4-(uuknorekcuncynbOHIN)6eH3nm)-5-pTop-2-METUMIHAOM-1-i)-OUTOBY KACNOTY;

[5-
[3-
2-
2-
2-
2-
2-
2-
2-
2-
2-
2-
2-
2-
2-(3-(4- (umknoneHTUNCyNbMOHIN)BeH3UN)-5-PTOP-2-METUMIHAOM-1-iM)-OLTOBY KUCIOTY;

(3-
(3-
(3-
(5-
(3-
(3-
(3-
(5-
(3-
(5-
(5-
(3-
(3-
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3-(2-(unknobyTuncynbdoHin)beH3nn)-5-PrTop-2-MeTuniHAomM- 1-iN)-OLTOBY KUCHOTY;
5-pTop-2-meTun-3-(3-(niponignu-1-incynsoHin)6eH3un)-iHaon-1-im)-ouToBy KUCHOTY;
2-(5-prop-2-meTun-3-(4-(ninepuanH-1-incynsoHin)6eH3nmn)-iHgomn-1-in)-oLuTOBY KUCHOTY;
[5-dbTOp-2-MeTUn-3-(2-heHokcnbeH3nn)-ingon-1-inj-ouToBy KNCNOTY;
[5-dbTOp-2-MeTUN-3-(2-(4-MmeToKCUDEHOKCN) DEH3NN)-IHAON-1-IN]-OUTOBY KNCNOTY;
[5-dbTOp-2-MeTUN-3-(2-(4-MeTundeHOKCH)OeH3NN)-iHAOM-1-iM]-0UTOBY KUCHOTY;
[5-dbTOp-2-MeTnn-3-(2-(2,4-guxnopdeHokcn)beH3nn)-iHaon-1-inJ-ouToBy KUCNOTY;
[5-dbTOp-2-MeTUn-3-(2-(4-bTOopdheHOoKCn)GeH3MM)-iHAO0MN-1-iN]-OUTOBY KUCNOTY;
[5-dbTOp-2-MeTun-3-(2-(3,4-andTopdeHOKCH)BEH3NN)-IHAOM-1-iM]-0UTOBY KUCHOTY;
[5-dbTOp-2-MeTUN-3-(2-(4-UiaHoeHOKCH)BEH3UM)-IHAOM-1-iM]-0UTOBY KUCHOTY;
[5-dbTOp-2-MeTUN-3-(2-(4-xnopdeHoKken)6eH3nN)-iHAoMN-1-in]-oUTOBY KUCNOTY;
[5-dbTOp-2-MeTUn-3-(2-(2-uiaHoheHOKCH)BEH3NM)-IHAOM-1-iM]-0UTOBY KUCHOTY;
(5-dbTop-2-meTun-3-{[2-(4-meTundeHoken)nipuanH-3-in]MeTun}iHaon-1-in)-ouToBY KUCNOTY;
{5-cpTOp-3-[(3-MeTaHcynbdoHINHadTaNH-2-iIM)MeTuN]-2-MeTUniHAoN-1-in}-0LUTOBY KUCMOTY;
{5-cpTOp-3-[(1-MeTaHcynbdoHINHaTaNH-2-iM)MeTUN]-2-MeTUNiHAoN-1-iN}-0LUTOBY KUCHOTY;
{5-cpTOp-3-[(6-MeTaHCcynbdOoHINHadTaNIH-2-iIM)MeTUN]-2-MeTUNiHAO0N-1-iN}-0LUTOBY KUCHOTY;
[5-dpTOp-2-MeTUN-3-(XiHoNiH-3-inMeTun)iHaon-1-in]-oLUTOBY KUCMOTY;
[5-dbTOp-2-MeTUN-3-(XiHoKcaniH-6-inMeTun)iHaon-1-in]-oLToOBY KUCNOTY;
[5-dpTOp-2-MeTUN-3-(XiHONIH-7-iNMeTUmN)iHA0M-1-in]-oLUTOBY KUCMOTY;
{5-cpTOp-3-[(6-MeTaHCYNbMOHINXIHONIH-2-IM)MeTUmn]-2-MeTUNiHAoN-1-iN}-0LUTOBY KUCNOTY;
{5-dpTOp-3-[(4-MeTaHCYNbMOHINXIHONIH-2-IM)MeTUmn]-2-MeTUNiHAoN-1-iN}-0LUTOBY KUCNOTY;
(5-dbTop-2-meTun-3-{nipasono[1,5-a]nipuanH-3-inmeTun}inaon-1-in)-ouToBy KUCNOTY;
(5-dbTop-3-{imigaso[1,2-alnipugnH-2-inMeTUN}-2-MeTUN-iHAO0N-1-iM)-0LUTOBY KUCMOTY;
(5-dbTop-2-meTun-3-{[2-(MeTUncynbdanin)deHiniMeTnn}iHaon-1-in)-oLUToBY KUCMOTY;
(5-dbTop-2-meTun-3-{[3-(MeTuncynbdanin)deHin|MeTun}iHaoN-1-in)-oUTOBY KUCMOTY;
(5-dbTop-2-meTun-3-{[4-(eTuncynedaHin)deHin]MeTUM}iHA0M-1-ir)-oLTOBY KUCNOTY;
(3-{[4-(eTuncynbdanin)deHin]MeTun}-5-Top-2-MeTuniHAon-1-in)-oLUToBY KUCNOTY;
(5-dbTop-2-meTun-3-{[4-(n-nponincynsdanin)deHin]MeTnn}iHaoN-1-iM)-oUTOBY KUCMOTY;
(5-dbTop-2-meTun-3-{[4-(i-nponincynedadin)deHin)MeTun}iHgon-1-in)-oLUTOBY KUCNOTY;
(5-(pTop-2-MeTun-3-{[4- (t-6yTuncynbdain) peHinlmeTnn}ingon-1-im)-ouToBy KUCNOTY;
(5-dbTOop-2-MmeTun-3-{[4-(neHTaH-3-incynedaxin)deHinlmeTun}inaon-1-in)-ouToBy KUCNOTY;

2~(
2~(
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[3-({4-[(umknonponinMeTunm)cynedaHin)deHinmeTun)-5-gpTop-2-MeTuniHaonM-1-in]-oLTOBY KUCNOTY;
{3-[(4,4-pumeTun-2,3-gurigpo-1-6eH3oTionipaH-6-in)MeTun]-5-pTop-2-MmeTunigon-1-in}-outoBy
KUCMOTY;
(3-{[2-(eTaHcynbdoHiIM)peHinMeTUN}-5-dpTOP-2-METUNIHAO0M-1-iN)-0UTOBY KUCNOTY;
(5-dbTop-2-meTun-3-{[2-(nponaH-1-cynbdoHin) peHin|MeTun}inaon-1-im)-oLUToOBY KUCMOTY;
(5-dbTop-2-meTun-3-{[2-(nponaH-2-cynboHin) peHin|MeTun}inaon-1-im)-oLUToBY KUCHOTY;
(3-{[2-(ByTaH-1-cynboHinm)deHinimeTun}-5-dbTop-2-MeTUniHA0M- 1-iN)-0LTOBY KUCIOTY;
(3-{[2-(ByTaH-2-cynboHin)deHinimeTun}-5-dbTop-2-MeTUniHgomM- 1-iN)-oLTOBY KUCHOTY;
(5-dpTop-2-meTuUn-3-{[2-(2-meTunnponaH-2-cynbgoHin)PeHin)MeTun}iHaon-1-im)-oUToBy KUCMOTY;
(5-dbTop-2-meTun-3-{[2-(neHTaH-1-cynboHin)deHin]MeTun}iHaoN-1-iM)-oLUTOBY KUCMOTY;
(3-{[2-(umnknonponinmMeTaH)cyrnbdoHindeHinmeTun}-5-dpTop-2-MeTUNiHA0M-1-iM)-0UTOBY KUCNOTY;
(5-dbTop-2-meTun-3-{[2-(nponincynsdamoin)deHin)MeTU}iHag0n-1-im)-oLUTOBY KUCNOTY;
(3-{[2-(ByTuncynbdamoin)deHin]MeTum}-5-prop-2-MeTuniHA0N-1-iN)-0UTOBY KNCNOTY;
(5-dbTop-2-meTun-3-{[3-(nponincynsdamoin)deHin)MeTU}iHag0n-1-in)-oLUTOBY KUCNOTY;
(3-{[3-(ByTuncynbdamoin)deHin]MeTun}-5-prop-2-MeTuniHA0N-1-in)-0UTOBY KNCNOTY;
(5-dbTop-2-meTUn-3-{[4-(TpupTopmMeTaH)cyrnbdoHINdEHINMeTUM}HA0N-1-i)-0LTOBY KUCNOTY;
(3-{[4-(eTaHCcynbdoHIM)peHinMeTuM}-5-dpTop-2-MeTUNiHA0M-1-in)-oUTOBY KUCNOTY;
(5-dbTop-2-meTUn-3-{[4-(nponaH-1-cynboHin) peHin|MeTun}inaon-1-im)-oLUToOBY KUCHOTY;
(5-dbTOop-2-MmeTUn-3-{[4-(nponaH-2-cynboHin) peHin|MeTun}inaon-1-im)-oLUToBY KUCMOTY;
(3-{[4-(ByTaH-1-cynboHinm)deHinimeTun}-5-dbTop-2-MeTUniHA0M- 1-iN)-0LTOBY KUCIOTY;
(5-dpTop-2-MmeTUN-3-{[4-(2-meTunnponaH-2-cynbgoHin)PeHin)MeTun}iHaon-1-im)-oUToBy KUCHOTY;
(5-dbTOop-2-meTun-3-{[4-(neHTaH-1-cynbdoHin)deHin]MeTun}iHaoN-1-in)-oLUTOBY KUCMOTY;
(5-dbTOop-2-MeTUn-3-{[4-(NneHTaH-3-incynedoHin)deHinlMeTunm}iHgon-1-in)-oUuToBy KUCNOTY;
[3-({4-[(umknonponinMeTumcynedoHin|eHinmeTun)-5-pTop-2-MeTuniHaon-1-in]-ouToBY KUCNOTY;
(5-dpTop-2-meTun-3-{[4-(nponincynsdamoin)deHin)MeTU}iHag0n-1-im)-oLUTOBY KUCNOTY;
(3-{[4- (ByTuncynbdamoin)deHin)MeTun}-5-rop-2-MeTuniHAoN-1-in)-0UTOBY KNCNOTY;
(5-dbTop-2-meTun-3-{[4-(TpupTopmeToKkcn)peHinimeTun}inaon-1-in)-ouToBy KUCNOTY;
5-(pTop-3-{[4-MeTaHCcynbdOHIN-3-(TpudTopMeTUn)eHinmeTun}-2-metTuniHgon-1-in)-outoBy
KUCMOTY;
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(5-dbTOp-3-{[4-MeTaHCyNbOHIN-3-(TpudTopMeToKCH)peHinmeTun}-2-meTuniHaon-1-in)-outoBy
KUCMOTY;

{5-dpTop-3-[(5-MeTaHcynbdoHINTiOdEH-2-in)MeTun]-2-MeTuniHAon-1-in}-oLTOBY KUCHOTY;
{3-[(4,4-pumeTun-1,1-giokco-2,3-gurigpo-118-6enHsoTionipaH-6-inymetun]-5-prop-2-meTuningon-1-in}-
OUTOBY KWUCHOTY;
[3-({1-[(4-xnopbenson)cynsdoHin]nipon-2-immeTnn)-5-gpTop-2-MmeTuningon-1in]-ouToBy KUCNOTY;
[5-dbTOp-3-({1-[(4-PTOPOeH30N)CYNbMOHIN]NIPON-2-iM}METU)-2-METUMIHAOM-1-iM]-0UTOBY KUCNOTY;
[5-dbTOp-3-({1-[(4-meTOoKCUBEH30N)CyNnbdOHIN]Mipon-2-in}MeTnn)-2-MeTuniHAon-1-in]-ouToBY KUCNOTY;
{3-[1-(2,4-anxnop-6ensoncynboHin)nipon-2-inMeTun]-5-gprop-2-MeTuningon-1-inm}-ouToBy KUCNOTY;
[5-dbTOp-3-({1-[(4-MeTaHCynb(OHINGEH30M)CyNbGOHIN]Nipon-2-iniMeTun)-2-meTuniHgon-1-inl-oytoey
KUCMOTY;

{5-dpTOp-2-MmeTuUN-3-[(2-peHindeHin)MeTUn]iHA0MN-1-iN}-0LTOBY KUCNOTY;
(3-{[1-(6ensoncynboHin)ingon-2-inlmetTnn}-5-gprop-2-meTUningon-1-in)-oUToBY KUCNOTY;
(3-{[2-(4-xnopdeHim)dpeHninlMeTnmn}-5-pTop-2-MeTuniHaon-1-in)-oUToOBY KUCNOTY;
(5-dbTop-2-meTun-3-{[2-(4-meTundeHin)deHinlMeTun}iHaon-1-in)-oUToBY KUCNOTY;
{5-cpTOp-2-MeTUN-3-[(3-deHokcudeHin)meTun)iHaon-1-in}-oLUToBY KUCNOTY;
[5-dbTOp-3-({4-[(4-DbTOpdeHin)kapboHin]- 1-MeTunnipon-2-injMeTnn)-2-meTuniHgon-1-inj-outosy
KUCMOTY;
{5-cbTOp-2-MeTUN-3-[(6-{[3-(TpudTopmeTUN)heHinMeTunnipnanH-3-in)Mmetunlinaon-1-in}-ourosy
KUCMOTY;

{5-dpTOp-2-MmeTUn-3-[(3-dpeHokcuTiodheH-2-in)MeTun)iHaon-1-in}-oLUToBY KUCMOTY;
(3-{[2-(BensoncynboHin)-1,3-Tiason-5-injmetTnn}-5-pTop-2-MmeTUNIHAON-1-iM)-0UTOBY KNCNOTY;
{3-[(1-6ensunnipason-4-in)metun]-5-gpTop-2-MeTuNiHAoN-1-in}-0UTOBY KUCNOTY;
(3-{[5-(4-xnopdeHoken)-1-MeTun-3-(TpudpTopmeTun)nipason-4-injMetun}-5-dprop-2-metuniHgon-1-in)-
OUTOBY KWUCHOTY;
[3-({5-[(4-xnopbeHnson)cynsdoHin]dypaH-2-in}MeTun)-5-prop-2-meTuniHgon-1-in]-ouToBy KUCNOTY;
[3-({5-[(4-xnopbeHnson)cynbdoHin]tiodeH-2-injmeTun)-5-hpTop-2-meTnniHgon-1-in]-ouToBy KNCNOTY;
[3-({3-[(4-xnopbeHnson)cynbdoHin]tiodeH-2-inimeTun)-5-pTop-2-meTnniHgon-1-in]-ouToBy KUCNOTY;
{3-[(2-6en3undeHin)meTun]-5-dbTop-2-MeTUn-iHgoN-1-in}-oUTOBY KUCNOTY;

abo i hapmaUeBTUYHO NPURHATHY Cinb;

abo Ci-Ce-cknagHi  ankinbHi, apuneHi, (CHz2)mOC(=0)Ci-Cs-ankinbHi, ((CH2)mO)nCH2CH2X,
(CH2)mN(R")2 a60 CH((CH2)mO(C=0)R8). edbipu 6yab-akoi 3 HaBeeHNX BULLE CNOMYK; Ae

m - 1 abo 2;

n-1-4;

X - OR7 abo N(R")z;

R’ - BoaeHb abo meTun; a

R8 - C1-Cig-ankin.

6. dapMaueBTMYHA KOMMNO3ULIA 3a N. 5, 9ka BiAPISHAETLCA TUM, Lo aHTaroHict CRTH2 siBnse coboto
(5-dbTOp-2-MEeTUN-3-XIHOMIH-2-INMEeTUMIHA0N-1-iM)-0LTOBY KUCNOTY.

7. dapmaueBTMYHA KOMMO3MLiS 3a N. 5, Aka BigpIi3HAETLCA TUM, Lo aHTaroHict CRTH2 aBnsie coboto
(3-{[2-(6ensoncynbdoHin)nipnanH-3-injmeTnn}-5-pTop-2-MeTuniHAoN-1-in)-ouToBY KMCNOTY; abo
[5-dbTOp-3-({2-[(4-PTOpOeH30N)CYyNnbdOHIN]NipUaANH-3-intMeTUN)-2-MeTUNIHAON-1-iM]-OUTOBY  KUCNOTY;
abo i hhapmaueBTUYHO NPUARHATHY Cinb.

8. dapmaueBTMYHA KOMMo3uuia 3a Oyab-kMM 3 NyHKTIB 1-7, sika BiAPI3HAETbLCA TUM, WO BOHA
[00aTKOBO MICTUTb LLOHAWMEHLLIE OAUH KOPTUKOCTEPOia; abo woHanmeHLe ogHe aHTu-IL-3 aHTuTino.
9. dapmaueBTMYHA KOMMO3ULiA 3a N. 8, Aka BiAPI3HAETLCA TUM, WO KOPTUKOCTEpoin BubpaHuin 3
rpynu, WO cknagaerbca 3  dnyTukasoHy, OyaecoHigy, rigpOKOPTU3OHY, JeKCamMeTasoHy,
METUNNPEAHI30NOHY | NPEaHI30NOHY.

10. ®apmaueBTMYHA KOMNO3uUia 3a Oyab-AKMM 3 MYHKTIB 1-9, Aka BigpPI3HAETLCA TUM, LIO BOHA
404aTKOBO MICTUTb MOHTENYKACT.

11. BukopuctaHHs antaroHicta CRTH2 saranbHoi hopmynu (1), 9k BU3Ha4eHo y Byab-akomy 3 nn. 1-7,
abo noro drapmaueBTUYHO MPUIAHATHOT coni, i iHriBGiTopy npoTtoHHoro Hacoca (PPI), BubpaHoro 3
rpynu, LWO CKMNajgaeTbcd 3 OMEenpasony, e30Menpasony, HaHconpasony, AekcnaHconpasony,
naHTonpasony i pabenpasony abo ixHbol hapMaUeBTUYHO MPUIRHATHOT CONi, B NPUroTyBaHHi 3acoby
ana 3anobiraHHA, nikyBaHHA ab0 3MEHLLEHHS IHTEHCUBHOCTI CUMMTOMIB €03MHOinbHOro esodvarity
(EOE).

12. BukopuctaHHs 3a n. 11, ske Bigpi3HAETbLCA TUM, LLO:

(a) aHTaroHict CRTH2 genge cobow (5-pTop-2-MeTUN-3-XiHONIH-2-iNMeTUNiHAOoN-1-i)-0UTOBY
kucnoty abo 1 capmaueBTUMHO MNPURHATHY Cinb, a PPl BubpaHuii 3 rpynu, WO CKNagaeTbesl 3

37



10

15

20

25

30

UA 112667 C2

omenpasony, e30Menpasony, naHconpasony, AekcnaHconpasony, naHtonpasony i pabenpasony abo
IXHBOT dhapmaLEeBTUYHO NPUIRHATHOT coni; abo

(b) antaroHict CRTH2 saengae coboto [5-dpTop-3-(4-meTaHcynbdOoHINGeH3nn)-2-metTunivgon-1-inj-
ouToBY Kucnoty abo il hapmaleBTUUHO NPURHATHY Cinb, a PPl BUGpaHui 3 rpynu, WO CKNagaeTbea 3
omenpasony, e30Menpasony, naHconpasony, AekcnaHconpasony, naHtonpasony i pabenpasony abo
IXHBOT dhapmaLEeBTUYHO NPUIRHATHOT coni; abo

(¢) anTaroHict CRTH2 4Bnse cobow (3-{[2-(GeHsoncynsdoHinmnipnanH-3-injmeTtun}-5-grop-2-
MEeTUNiHAON-1-im)-oUuTOBY KMcnoTy abo i dhapmaueBTUYHO NPURHATHY Cinb, a PPl Bubpaxuin 3 rpynu,
IO CKNajaceTbCcsa 3 OMenpasony, e3omMenpasony, naHconpasony, AekcnaHconpasony, naHTonpasony i
pabenpasony abo ixHboi hapMaleBTUUHO NPURHATHOT coni; abo

(d) antaroHict CRTH2 asnse coboto [5-dTop-3-({2-[(4-pTopbenson)cynbdoHin]nipnganH-3-injmeTtun)-
2-MeTuniHaon-1-inj]-outosy kucnoTy abo i hapmaueBTUMHO NPUIRHATHY Cinb, a PPl Bubpaxuii 3 rpynu,
IO CKNajaEeTbCcsa 3 OMenpasony, e3oMenpasony, naHconpasony, AeKCnaHconpasony, naHTonpasony i
pabenpasony abo ixHboi hapMaleBTUUHO NPURHATHOT coni; abo

(e) antaroHict CRTH2 saense cobow 5-(auetunamino)-3-[(4-xnopdenin)Tio]-2-meTun-1H-ingon-1-
ouToBY Kucnoty abo il hapmaleBTUYHO NPUAHATHY Cinb, a PPl BUGpaHuin 3 rpynu, WO CKNaaaeTbea 3
omenpasony, e30Menpasony, naHconpasony, AekcnaHconpasony, naHtonpasony i pabenpasony abo
abo TXHbOT hapMaLEBTUMHO NPUAHATHOT COTII.

13. BukopuctaHHa 3a Oyab-akum 3 nyHkTiB 11 abo 12, ae 3aci® BUKOPUCTOBYETbCA y MiATpPUMUI
NocnigoBHOCTI CXEMW MiKyBaHHA €03MHOMINLHOrO esodarity, ske BiApPISHAETLCA TUM, LLO 3a3Ha4vYeHa
niaTpumka BKMYae:

(a) crnouaTky 3acToCyBaHHA A0 iHAUBIAyyma, skui notpebye Takoro nikyBaHHs, TepaneBTUYHO
ePeKTUBHOT KiNIbKOCTi KOPTMKOCTEPOI4a NPOTArOM NEPLLIOro 3a4aHoro Bigpiska vacy; i

(b) noganblue 3acTOCyBaHHA A0 3a3HAYEHOro iHAMBIAYyMa TepaneBTUYHO e(EeKTUBHOT KifbKOCTI
LWoOHaMeHLWe odHoro adrtarodicra CRTH2 abo #oro dapmaueBTUYHO NPUAHATHOT coni i
LOHANMEHLUE OAHOro iHribitopy nNpoTOHHOro Hacoca abo Horo d)apmaueBTUYHO MPURHATHOT coni
NPOTArOM APYroro 3agaHoro Bigpiska vacy.

14. BukopuctaHHs 3a n. 13, sike BigpIi3HAETLCA TUM, LLIO KOPTUKOCTEPOia asnse coboto GyaecoHia.
15. BukopuctaHhua 3a n. 13 abo n. 14, ake BigPI3HAETLCA TUM, LLO KOPTUKOCTEPOIA 3aCTOCOBYIOTb
JBiYi HA AEHb.

16. BukopuctaHHsa 3a 6yab-sikum 3 nyHKTiB 13-15, ake BigpisHAETLCA TUM, WO eTtan (b) aogatkoso
BKMNIOYa€e 3aCTOCYyBaHHS KOPTUKOCTEpOiga B A03i, MEHLIW, HK A03a, 3acTocoByBaHa Ha etani (a).
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