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3a [aHoK 3aABKOK 3aMUTYETLCHA MEPEBaXKHMI NpPIOPUTET BiANOBIAHO A0 MONEpPeaHbLOl 3asBKKU
CLUA Ne 62/183524, nogaHoi 23 4yepBHA 2015, BMICT AKOI BKMAOYEHWIH B AAHUIA ONMC 3a AOMOMOroIo
NOCKMaHHSA Y BCil MOro NOBHOTI.

PiBeHb TEXHIKK

Pak xapakTtepusyeTbCA HEKOHTPONbOBaHWM POCTOM KMITUH B Opradiami, npuasogsyu Ao iHeasii
OCHOBHMWX OpraHiB i 4acto go cMmeprti. Big camoro noyatky, npu MeauKamMeHTO3HOMY MiKyBaHHi paky
BUKOPUCTOBYBaNM HecneuudivHi LUMTOTOKCUYHI 3acobu, €Ki HauineHi Ha BCi KNiTUHW, WO LUBUAKO
OinaTbCAa, y TOMY 4ucni HopmanbHi knituHu. LI HecneuudbivyHi UMTOTOKCUYHI 3acobu BONOAiOTb
NPOTUNYXIIMHHUM €EKTOM, amne X 3aCTOCYBaHHS 4acTo OOMEXKEHEe BaKKOK TOKCUYHICTIO. Y Mipy
OCMUCNEHHS BINKiB i WNAXIiB, SKi 4al0Tb MOXIUBICTb PAKOBUM KNITUHAM YCMILUHO po3BMBaTUCH, 6ynu
po3pobneHi HOBI, GiNbLUOK MIPOIO HaUineHi 3acobu, ski 6NokyTb cneundidHi 6inkKK, WO aKTUBYIOTLCA
B PaKkoBMWX KNiTUHaX.

Fany33t0 po3BUTKY Tepanii, ska 3'sBunacs, o cnpsiMOBaHa Ha pilleHHS NpobneM, WO BUHMKAKTb
npy NiKkyBaHHi paky, € iMyHHa OHKONOTisl, TAKOX HAasMBaHAa sIK OHKOIMYHOMOTisl. PO3po6neHo MexaHiaMu
AeAKMX TUMIB NyXNuUH, Wo6 YHUKHYTU PYWHYBAHHSA IMYHHOT cucTeMU opraHismy. OHKoiMyHORMoria €
TepaneBTUYHOIO rany33io, 30CepekeHo Ha akTuauii BNacHoi iMyHHOT CUCTEMW oOpradiamy ans
aTaky i 3HULLEHHA MyXNMHKU. ICHyloda B npupoai amMiHOKMCRoTa apriHiH 6epe yyactb B iMyHORMOTriT
NYXNIUHK, WO € BaXKNMBUM ANA akTUBaUil, POCTY i BUXKMBAHHA UMTOTOKCUYHUX T-KNITUH OpraHiamy, ki
GoploTbCsl 3 pakoMm. OfHak piBHi apriHiHy BUCHAaXYOTbCA B MIKPOOTOYEHHI MNyXMWHM apriHasoto,
depMEHTOM, LLO MPOAYKYETLCS | CEKPETYETLCA MIENOTAHUMKU cynpecopHumMn knituHamu (MDSC), ki
HaKOMUYYTLCA B NauieHTiB 3 pakoM MHOXUHHUX ricToTUNIB. PaKTUYHO, NiABULLIEHI pPiBHI depMeEHTY
apriHasy cnocTtepiraloTbCd B NNasmi nauieHTiB 3 peHanbHO KAITUHHOW KapUWHOMOK, pakoMm
MOJSIOYHOT 3aN03KU, XPOHIYHUM MIENONENKO30M, pPakoM CTpaBOXody, pPakoMm NepeamixypoBOl 3anosmu,
HeAPIOHOKNITUHHUM PaKOM NereHiB, rniobnacrtoMor i rocTpum MienobnactHUM nenko3om. Takum
UMHOM, iCHye HeoOXigHiCTb y pos3pobui iHribiTopie apriHasu, ki BiJHOBNIOKTb PiBHI apriHiHy B
MIKPOOTOYEHHI MYXNUHKU, NPOMOTYIOUN aKTUBHICTb MYXMUHHOIO KifliHFY UMTOTOKCUYHUX T-KNiTUH.

CyTb BUHaxoay

Y Aeskux acnektax gaHuin BUHaxig Hagae cnocobu igeHTudikauii edpekTMBHOCTI TepaneBTUYHOIO
3aco0y WoAao 36inbLUEHHS PIBHA APriHiHY B MyXIWHI, LLIO BKMIOYAIOTh:

a) BUMIpIOBaHHS NEPLLOro pPiBHSA apriHiHy B NyXuHi;

b) npuBeaeHHA B KOHTAKT AaHOT NYXNUHU 3 TEpaneBTUYHUM 3aCo60M; i

C) BUMIPIOBaAHHA APYroro piBHA apriHiHy B AaHi NyXmuHi;

Yy AKOMY, KON APYrMii piBeHb apriHiHy BULLE, HiXK NEPLUMIA piBEHb apriHiHy, AaHWW TepaneBTUYHNUNIA
3acib € e)eKTMBHUM WOA0 30iNbLUEHHA PiBHS APTiHiHY B AAHIA MyXNUHI.

Y Aeskux acnekrtax gaHui BUHaxig Hagae cnocobu igeHTudikauii e PeKTUBHOCTI TEPaneBTUYHOIO
3aco0y WoAao 36inbLUEHHS PiIBHA apriHiHy B NyXMuHi B cy6'ekTa, L0 BKMNIOYAOTb:

a) BUMIPIOBAHHS MEPLUOro PiBHA apriHiHy B NyXnuHi Cy0'ekTa;

b) BBEAEHHA gaHOMY CyD'€KTOBI TepaneBTUYHOro 3acoby; i

C) BUMIPIOBAHHS APYroro piBHs apridiHy B AaHii nyxnuHi gaHoro cy®'ekra;

Yy AKOMY, KON APYIUiA piBEHb apriHiHy BULLMIA, Hi>K NEPLUMIA piBEHb apriHiHy, AaHUW TepaneBTUYHUNI
3acib € e)eKTMBHUM BiAHOCHO 30iNbLUEHHA PIBHA apriHiHy B AaHii NyXnuHi gaHoro cyb'exkra.

B iHWKMX acnekTax AaHWi BUHaXig Hagae cnocobu OUiHKM peakuii MyxnuMHM Ha 3acibé apriHiHOBOT
Tepanii, Wo BKNIOYaloThb:

a) BUMIpIOBaHHSA NEpPLLOro piBHSA apriHiHy B NyxXnMHi nauieHTa, XBOporo Ha pak;

b) BBEAEHHA gaHOMY nauieHToBi 3acoby apriHiHOBOT Tepanii; i

C) BUMIpPIOBAHHA ApPYroro piBHA apriHiHy B AaHid NyxnWHi AaHOro nauieHTa, OUiHIOWYX, Takum
UYMHOM, peakLito AaHOT NyXNUHK Ha 3aci® apriHiHOBOT Tepanil.

JaHuit BMHaxia4 TakoXk Hagae cnocobu OUiHKM MpOTMPAaKoBOT edPEKTUBHOCTI 3acoby apriHiHOBOT
Tepanii, Wo BKNIOYaloThb:

a) BUMIpIOBaHHS NEPLLOro piBHA apriHiHy B NyXMWHI NAUieHTa, XBOPOro Ha pak;

b) BBEAEHHA gaHOMY nauieHToBi 3acoby apriHiHOBOT Tepanii; i

C) BUMIpPIOBAHHA APYroro piBHA apriHiHy B AaHid NyxXAWHi AaHOro nauieHTa, OUIHIOWYX, Takum
UMHOM, NPOTMPAKOBY €(peKTUBHICTb 3acoBy apriHiHOBOT Tepanil.

OaHuit BUHaxig 0oaaTKOBO Hagae cnocobu nikyBaHHA abo npodpinakTukn paky, WO BKNIOYAOTb
BBeAEHHA cyb'ekToBi, WO noTpebye Uboro, TepaneBTUYHO €(EKTUBHOT KiNbKOCTiI 3acoby apriHiHOBOT
Tepanii. 3acobamu apriHiHoBOT Tepanii moxxe OyTu iHribiTop apriHasu, Takui gk cnonyka Oyab-sKoi 3
dopmyn |, Il abo lll. Y pgeakux BapiaHTax 34iINCHEHHA crnocobu A04aTKOBO BKIOYMAKOTh ChiMbHE
BBEAEHHA 0AHOro abo GinbLue A0AaTKOBUX XiMiOTepaneBTUYHMX 3acobiB.

TakoX HagaHi cnocodbu OUiHKM MPOTUPAKOBOT e€(PEKTUBHOCTI pexkumy KOmMBiHOBAHOT Tepanii, Lo
BKITIOYAIOTh!
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a) BUMIpIOBaHHSA NEpPLLOro piBHSA apriHiHy B NyxXnMHi nauieHTa, XBOporo Ha pak;

b) cninbHe BBeAeHHA AaHOMy nauieHTOBI 3acoby apriHiHOBOT Tepanii i ogHoro abo OinbLie
[04aTKOBUX XiMiOTe paneBTUYHUX 3aCO0IB; i

C) BUMIpPIOBAHHS APYroro piBHA apriHiHy B AaHid NyxnuWHi AaHOro nauieHTa, OUHIOWYX, TakuMm
UYMHOM, NMPOTUPAKOBY €(PEKTUBHICTb peXxxuMy AaHoi KOMOIHOBaHOT Tepanii.

HaHuit BMHaxia AoaaTtkoBo Hagae dapmaueBTUYHI HAbopK, WO BKMKOYAOTh XiMiOTEpaneBTUYHUIA
3acib, iHribitop apriHasu, Takui sk crnonyka 6yab-akoi 3 dopmyn I, Il abo lll, i HeoboB'sI3KOBO
IHCTPYKUIT Npo Te, ik BBOAUTW AAHUIA XiMioTepaneBTUYHMI 3acib Ta iHribGiTop apriHasu.

HoknagHuin onuc iryp

Ha avir.1 306pakeHe BiAHOBMNEHHS apriHiHy B NyXNMHax Ha MULLIAYUX MOAENSIX PaKy NEreHis, paky
MOJTOYHOT 3an03K, paky TOBCTOT KALLKM | MenaHoMu. PasoBa go3a iHriéitopy apriHasu cnonyku 190909
niaBuLLye piBeHb apriHiHy B MIKPOOTOYEHHI NyXMMHWM WOAO0 HOCIA (KOHTpOMb) ANA AEKiNbKOX TWMiB
paky.

Ha oir.2 nokasaHui psag ricrorpam, siki A€MOHCTPYIOTb, WO iHriGiTop apriHasm cnonyka 190909
BiHOBIIOE PIBHI apriHiHy B MIKPOOTOYEHHI NYXAWHW, ane He B TKAHWHI NeYiHKW B KOHTPOMNbHUA MOMEHT
yacy 16 roguH nicna gosysaHHsa. Lli pesaynbtat AEMOHCTPYIOTh, WO edekTUBHICTL cnonyku 190909
NPOABNAETLCA HE 3a PaxyHOK 3aranbHOT TOKCUYHOCTI AaHOT CMONYKK.

Ha vir.3 nokasaHi asi giarpamu 3anexkHocTi 06'eMy nyxnuHu Big Yacy. IHribitop apriHasu cnonyka
190909, BBEAEHMIA Y BUINAAI OKPEMOro 3acoby, ranbmye picT NyXNMHU LOAO HOCIA (KOHTpOmb). Y
cnony4yeHHi 3 aHtutinom aHtu-CTLA-4, ogHak, cnonyka 190909 ranbmye picT NyxnUHK HaBiTb BinbLue,
Hixk cnonyka 190909 gk Taka.

Ha ¢pir.4 nokasaHi aBi naHeni, A i B, i nokasaHun pag 306pakeHb iMyHoTiCTOXiMii CD3+T-kniTuH
npu KapuuHomi nerexiB Jibtoica (LLC) nicnsa o6po6Kku HOCIEM, TiNbKK iHFGITOPOM apriHasu Crnonykow
190909, Tinbkn aHTuTinomMm aHtTu-CTLA-4 i koMBiHOBaHOK Tepanielo 3 iHriGiTopom apriHa3n Cnonyko
190909 i aHTM-CTLA-4 anTuTinom (naHenb A). T-KNiTMHHMI HQINbTpaT y nyxnuHax LLC Takox
npegcrasneHnii rpadivHo (naHens B).

LoknagHuii onuc gaHoro BuHaxoay

JdaHuii BMHAaxiA OCHOBAHMMN Ha OMBOBMXXHOMY BIAKPUTTI TOro, WO Mani Monekynu iHribitopis
apriHasy, onucaHi B gaHomy onuci, edpekTUBHI ANs NigBULEHHA PiBHIB apriHiHy B MIKPOOTOYEHHI
NyxnuMHW. [JaHuin BUHAXia HanexuTb A0 3aCTOCYBAHHS Takux iHribiTopis apriHasm B pisHMx cnocobax
niKyBaHHA paky.

BianoBigHO, AaHwui BuHaxia Hagae cnocib igeHTudikauii epekTUBHOCTI TepaneBTUYHOro 3acoby
BiAHOCHO 30iNbLUEHHA PIBHS apriHiHy B MyXNWHI, WO BKIOYaE:

a) BUMIpIOBaHHS NEPLLOro pPiBHSA apriHiHy B NyXuHi;

b) npuBeaeHHA B KOHTAKT AaHOT NYXNMHK 3 TepaneBTUYHUM 3aC000M; i

C) BUMIPIOBaAHHA APYroro piBHA apriHiHy B AaHi NyXmuHi;

Yy AKOMY, KON APYIUiA piBEHb apriHiHy BULLMIA, Hi>K NEPLUMIA piBEHb apriHiHy, AaHUW TepaneBTUYHUNI
3acib € e)eKTMBHUM WOA0 30iNbLUEHHA PiBHS APTiHiHY B AAHIA MyXNUHI.

Y peskux BapiaHTax 34iNCHEHHST AaHUIA cnocib 3aiiCHIOTL in vitro. B anbTepHaTMBHUX BapiaHTax
37iicHeHHa AaHui cnocib 34iMCHIoOTb in Vivo.

Y peskuMx BapiaHTax 34iMCHEHHA (Hanpuknag, Konu AaHui cnoci® 34iACHIoTL in vivo), cTaais
NMPUMBEAEHHA B KOHTAKT [AaHoi MNyxXfIMHW 3  TepaneBTUYHMM 3acobOM  BKMOYAE BBEAEHHSA
TepaneBTUYHOro 3acoby cyb'ekTOBI. Y Aesdkux BapiaHTax 3ailNcHeHHs1 cyb'ekTom Moxke ByTu nioaunHa.

PiBeHb apriHiHy moxke 6yTU BUMIpsIBAHWIA, HANpUKNaa, 3a gonomorow BEPX, mac-cnekTpoMeTpil,
PXMC a0 iHWMX aHaniTU4HMX METoAMK, BidoMuX dhaxiBUAM y AaHii ranysi Texdiku. Y npuknagi 5
onucaHe BMMIpIOBaHHSA apriHiHy 3a gonomoroto PXMC.

HaHnit BUHaxig Takox Hapgae cnocid igeHTudikauii edeKkTUBHOCTI TepaneBTUYHOro 3acoly
BiJHOCHO 30inbLUEHHA PIBHS apriHiHy B NyXJMHI B Cy0'eKTa, O BKOYAE:

a) BUMIPIOBAHHS MEPLUOro PiBHA apriHiHy B NyXnuHi cy0'ekTa;

b) BBEAEHHA gaHOMY CyB'€KTOBI TepaneBTUYHOTO 3acoby; i

C) BUMIPIOBAHHS APYroro piBHs apridiHy B AaHii nyxnuHi gaHoro cy®'ekra;

Yy AKOMY, KON APYrMii piBeHb apriHiHy BULLE, HiXK NEPLUMIA piBEHb apriHiHy, AaHWW TepaneBTUYHNUNIA
3acib € edpeKTMBHUM WOA0 30iNbLUEHHA PiBHA apriHiHy B AaHiA NyXNUHI AaHoro cyd'ekTa.

Y [eskux BapiaHTax 34iNcHEHHs CcTafdia BBEAEHHA BKMNOYae nepopanbHe BBEAEHHSA
TEpaneBTUYHOTO 3acofy. ANbTEPHATUBHO, CTajid BBEAEHHA MOXE BKIIOYaTW MNapeHTepanbHe
BBEAEHHA TepaneBTUYHOro 3acoly. [JoaaTKoBi METOAN BBEAEHHSI ONUCAHI B JAHOMY OMUCI.

Y nesknx BapiaHTax 3aiiCHEHHs Cy6'ekTOM € NoanHa.

AK BUKOPUCTAHO B AAHOMY OMWCI, TepMiH "y nNyxnuHi" HanexuTb A0 BCiEl MacKU NyXSIMHKU i
MIKPOOTOYEHHIO NMyxNuHW. Hanpuknag, Maca nyxiuHu MOXE BKIOYaTK, ane, He 0OMEXYI4YMCb HUMU,
pakoBi (NyXIMHHI) KNITUHK, T-KNITUHK, Makpodarn i cTpomarnbHi KNITUHW. "MIiKpOOTOYEHHA NyXNUHKU" €
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BU3HAHWM TEPMIHOM Y AaHiW ranysi Ta HaneXxuTb 40 KNITUHHOIO cepeaoBuLLa, y AKOMY iCHYE NyxnuHa,
i BKINIOYAE, HaMNpuknag, OTOYyHUi KPOBOHOCHI CYAWHW, iMYHHI KNiTWMHKM, iHWI KniTuHM, ¢ibpobnactu,
CUrHanNbHi MOMNEKYNWU i NO3aKNITUHHWUIA MaTpUKC. TakuM YMHOM, BUMIPIOBAHHA apriHiHy "y nyxnuHi"
HanNeuTb 40 BUMIPIOBAHHS apriHiHy B Maci nyxnuHu abo B il MiKpOOTOUEHHI.

BianoBigHo, y AesdkuMx BapiaHTax 34iNCHEHHA cnocobiB, ONMCAHUX y AAHOMY ONWUCI, nepLunn i
OPYrUi piBHI apriHiHy BUMIPIOKOTb Y KNITUHaX AAaHOT NYXIUHMN.

B iHWMX BapiaHTax 34iMCHEHHA NepLnin | APYrMin PiBHI apriHiHy BUMIPIOIOTE Y CTpOManbHUX
KNiTUHaX, 3B'A3aHNUX 3 4aHO MNyXJIMHOIO.

Y peskux BapiaHTax 3AilMCHEHHs1 TepaneBTUYHMIA 3acid aBnde coboto iHribitop apriHasu
(Hanpuknaa, cnonyky copmynm |, Il abo lll). ImocTpatuBHuMK iHribiTopammn apriHasn € Taki, 5K
OMUCaHO HUKYE.

Y peskux BapiaHTax 3A4IMCHEHHS, Y SKMX TepaneBTUYHWMI 3acid € edEeKTUBHUM BiHOCHO
30inbLUEHHST PiBHS apriHiHy B NyXMWHi, AaHWA TepaneBTUYHWUIA 3acid moxe OyTn edPeKTUBHUM Mpu
NiKyBaHHI NYXMUHU.

B iHWMX BapiaHTax 3QiNCHEHHA OAaHWW BUHAaXig4 Hagae€ cnocid ouiHKM peakuii nyxnuHuM Ha 3acib
apriHiHOBOT Tepanii, WO BKIOYaE:

a) BUMIpIOBaHHSA NepLUOro piBHA apriHiHy B NyXfMHI NauieHTa, XBOPOro Ha pak;

b) BBEAEHHA gaHOMY nauieHToBi 3acoby apriHiHOBOT Tepanii; i

C) BUMIpPIOBAHHA APYroro piBHA apriHiHy B AaHid NyxXAWHi AaHOro nauieHTa, OUIHIOWYX, Takum
UYMHOM, peakLito AaHOT NyXNUHK Ha 3aci® apriHiHOBOT Tepanil.

Y Aedknx BapiaHTax 34IMCHEHHS, SKWO APYrMW piBeHb apriHiHy BULUWMWA, HDK MEepLUMi piBeHb
apriHiHy, Toai nyxnuHa pearye Ha (T00TO niggaeTbCsl NiKyBaHHIO) 3acié apriHiHOBOI Tepanii.
36inblUeHHA apriHiHy B Maci nyxnauHu abo B MIKPOOTOYEHHI AAHOT MyXMWHU MOXE BKa3yBaTu Ha
30iNbLUEHHS YNCNa UMTOTOKCUYHMX T-KNiTUH 260 36inbLUEHHS aKTUBHOCTI LIUTOTOKCUYHUX T-KNIiTUH.

"3acib apriHiHOBOT Tepanii", sk BUKOPUCTAHO B JaHOMY OMUCI, 03HA4Yae TepaneBTUYHUIA 3acib, Lo
MOXEe MPU3BECTU A0 36iNblLUEHHS PiBHS APriHiHY B CUCTEMI, L0 NPeAcCTaBnsae iHTepec, (Hanpuknag,
Maci NyXIMHKU i Ti MIKPOOTOYEHHI).

Y peqakux BapiaHTax 34iNCHEHHs 3acobom apriHiHOBOT Tepanii € iHribiTop apriHasu (Hanpuknag,
crnonyka cdopmynu |, 1l abo 1l1).

B iHLWIMX BapiaHTax 34iNCHEHHA AaHMI BUHAaXia Hagae cnocid OUiHKM NPOTUPakoBOT e PEKTUBHOCTI
3aco0y apriHiHOBOT Tepanii, Wo BKMOYaEe:

a) BUMIpIOBaHHSA NEpPLLOro piBHSA apriHiHy B NyxXnMHi nauieHTa, XBOporo Ha pak;

b) BBEAEHHA gaHOMY nauieHToBi 3acoby apriHiHOBOT Tepanii; i

C) BUMIpPIOBAHHA APYroro piBHA apriHiHy B AaHid NyxXAWHi AaHOro nauieHTa, OUIHIOWYX, Takum
UYMHOM, NPOTUPAKOBY €(heKTUBHICTL 3ac0o0y apriHiHOBOT Tepanil.

Y Oeskux BapiaHTax 34iMCHEHHA, KONW APYrui piBeHb apriHiHy BULLWA, HDK Neplmin piBeHb
apriHiHy, 3acib apriHiHoBOT Tepanii € e(eKTMBHMM NPU NiKyBaHHI paky B NaLjieHTa.

Y neskux BapiaHTax 3aiiCHeHHs 3acoboM apriHiHOBOT Tepanii € iHribiTop apriHasu.

HaHuii BUHaxig Tako) Hagae crnocibé nikyBaHHA abo npodinakTuku paky, Lo BKNIOYaE ChifbHe
BBeAEHHA cyb'ekToBi, WO noTpebye Uboro, TepaneBTUYHO €(EKTUBHOT KiNbKOCTiI 3acoby apriHiHOBOT
Tepanii i oaHoro abo GinblLue A0AATKOBUX XiMiOTEpaneBTUYHUX 3aco6iB.

Y peakux BapiaHTax 34iMCHEHHA BBEAEHHA 3aco®y apriHiHoOBOT Tepanii npuM3BOAUTL A0
30inbLUEHHS PIBHSA apriHiHy B NyXnuHi cy®'ekTa, y NOPIBHAHHI 3 PIBHEM apriHiHy B AaHIN NyxnuHi nepea
BBEJEHHAM.

Y peakux BapiaHTax 34iMCHEHHA BBEAEHHA 3acoby apriHiHOBOI Tepanii npusBoAuTb A0
30inbLUEHHS PIBHA apriHiHy B KNITMHAX NyXnuHKU cyb'ekTa, y NOPIBHSIHHI 3 PIBHEM apriHiHy B KNiTMHax
JaHOT NyXJSIMHKU Nepes BB EHHAM.

AHanoriYHMM YMHOM, BBEAEHHA 3aco0y apriHiHOBOT Tepanii MOXXe BMNMMHYTW Ha 36inbLUEHHS PiBHSA
apriHiHy B CTPOManbHUX KMNiTUHAaX, NOB'A3aHUX 3 AAaHOI0 MyXNUMHOK AAHOro cyb'ekra, y NOpPIBHSHHI 3
piBHEM apriHiHy B CTpOManbHUX KNiTUHaX nepej BBEAEHHAM.

Y peskux BapiaHTax 3ailicHeHHs 3acoBoM apriHiHOBOT Tepanii € iHribiTop apriHasu. Psa npuknaais
iHriGiTOpiB apriHasm onucaHuin y aaHomy onuci. B ocobnumeux BapiaHTax 34iNCHEHHS iHriGiTopom
apriHasu € Cronyka, Wo Mae CTPYKTYpY KOxHOT 3 chopmyn |, 1l abo I, siki onucani Hmxe.

B iHWMX BapiaHTax 34iMCHEHHA AaHWA BWHaxia Hagae cnocobu OUHKM NPOTUPAKOBOT
eEKTUBHOCTI pexkumMy KOMBIHOBaHOT Tepanii, WO BKMIOYAOTh:

a) BUMIpIOBaHHSA NEpPLLOro piBHSA apriHiHy B NyxXnMHi nauieHTa, XBOporo Ha pak;

b) cninbHe BBeAeHHA AaHOMy nauieHTOBI 3acoby apriHiHOBOT Tepanii i ogHoro abo OinbLie
[04aTKOBUX XiMiOTe paneBTUYHUX 3aCO0IB; i

C) BUMIpPIOBaAHHS APYroro piBHA apriHiHy B AaHii NyxnuWHi AaHOro nauieHTa, OUHIOWYK, TakuMm
UYMHOM, NMPOTUPAKOBY €(PEKTUBHICTb peXxxuMy AaHoi KOMOIHOBaHOT Tepanii.
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Y Oeskux BapiaHTax 34iMCHEHHA, KONW APYrui piBeHb apriHiHy BULLWA, HDK Neplmin piBeHb
apriHiHy, pe>xuM aaHoi KoMOIHOBaHOT Tepanii € edhbeKTUBHUM MPK MiKYBaHHI paKky B AAHOTO NauieHTa.

Y peskux BapiaHTax 34iNCHEHHs 3acoboM apriHiHOBOT Tepanii, BUKOPUCTOBYBAHUM B PEXUMI
kKoMBiHOBaHOT Tepanii, € iHribiTop apriHasu, Takui sk cnonyka 6yab-akoi 3 dpopmyn I, 1l abo lIl.

Y neskux BapiaHTax 34iNCHEHHA peXxum KOMBIHOBaHOT Tepanii € 6inbll ePEKTUBHUM, HDK PEXUM
Tepanii Tinbku iHribiTopoM apriHasn sk eauHuM 3acobom abo pexxum Tepanii Tinbku A0AaTKOBUM
XiMioTepaneBTU4HUM 3acO0B0M SIK €AUHUM 3aCOB0M.

HaHuit BUHaxia Takox Hagae papmaueBTuYHI Habopu, Lo BKNIOYATh XiMioTepaneBTUYHUIA 3acib,
iHriGiTop apriHasu i HeOBOB'A3KOBO IHCTPYKLIT NPO TE, 9K BBOAWUTMW JaHWI XiMiOTEpaneBTUYHUI 3acib Ta
iHriGiTOp apriHasu.

IHriGiTopn apriHasu ans 3acTOCyBaHHA B AaHOMY BUHAaXO4i

OaHuii BUMHaxig Hagae crnoco®du nikyBaHHs abo NpodinakTukM paky, LU0 BKIOYAKOTb ChiMNbHE
BBeAEHHA cyb'ekToBi, WO noTpebye Uboro, TepaneBTUYHO €(EKTUBHOT KiNbKOCTiI 3acoby apriHiHOBOT
Tepanii i oaHoro abo Ginblue A04ATKOBUX XiMiOTepaneBTUYHKX 3acobiB.

Y aesikux nepeBakHUX BapiaHTax 34inCHEHHA OyAb-sIKOro 3i cnocobiB, oNUCaHUX y AaHOMY OMUCI,
3acobom apriHiHOBOT Tepanii € iHribiTop apriHasu.

Y peakux BapiaHTax 3A4iMCHEHHS iHriGiTop apriHasu, BUKOPUCTOBYBaHM Yy crnocobax aaHoro
BMHaxoay, ABnsAe cobo cnonyky, Wo Mae cTpykTypy cdopmynu I

R2HN COR!
D o)
Zof . g7 g
]
1 1
: i I
MOR ,/’W(I) S
Xim) R4

ne

R Bu6panuin 3 -OH, OR2 i NRPR¢;

R2 BubpaHui 3 BOAHIO, 3aMmilleHOro abo He3aMilleHOro ankiny, uuknoankiny, apwuny,
(reTepouuknoankin)ankiny, (rerepoapun)ankiny Ta apankiny;

Rt Ta Re, koxxeH HesanexHo, Bubpanuin 3 H, -OH, samiuleHoro abo HesamilleHoro ankiny, -
SOz(ankiny), -SO2(apuny), (reTepouunknoankinankiny Ta (rerepoapun)ankiny;

R2 Bubpanuii 3 H, 3amiweHoro abo HesamiweHoro ankiny ta (ankin)C(O)-;

W, X, Y i Z, KoxxeH HesanexHo, Bubpanuit 3i 38'asky, -C(R')(R"™)-, -C(R")z-, -CR™-, -NR"-, -N-, -O-,
-C(0)- i -S-, Takum YMHOM, WO He Binble, HK Tpn 3 W, X, Y i Z 04HOYaCHO SIBNAOTL COOOK0 3B'A30K; i
Hemae ABOX CyMiKHMX YneHiB W, X, Y i Z, Wo ogHo4acHo ABnsitoTb coboto -O-, -S-, -N- abo -NR™-;

1, m, n i p, KOXKEH HE3ANEXHO, AOpiBHIOE 1 abo 2;

p—————
|

~ -

™" Heob0oB'A3KOBO SBNAE COBOIO oauH abo 6inbLue NoABIMHUX 3B'A3KIB;

R3 i R4, ko>XeH He3anexHo, BUGpaHuii 3 BOAHIO, 3amilleHoro abo HesamilleHoro ankiny i C(O)-R',
abo

R? i R4, pasom 3 atomomM Gopy, 3 AKMM BOHU 3B'A3aHi, YTBOPIOKOTL 5- abo 6-4neHHe Kinbue, Lo €
MOBHICTIO HACMYEHUM ab0 YaCTKOBO HACUYEHUM;

D BubGpaHuii i3 3amiweHoro abo HesamilleHOro ankineHy, ankeHineHy, ankiHineHy, apuneHny Ta
LuKnoankineny,

e ogHa abo 6inbwe rpyn -CHz- B D HEODOB'A3KOBO i HE3aNEXHO 3aMiHEHI rpynoto Q, wo BubpaHa
30,NR/, 8, SO, SO2i CR'R"; abo

ne Oyab-aki  ABi  cymikHi  rpynu  -CH2- HeoGOB'A3KOBO  3amiHEHi AgBOMa  udneHamu
LMKNoAankineHinbHol rpynu ((bopMytodn, TaKUM YAHOM, KOHAEHCOBaHY BiLMKITIMHY CUCTEMY);

3a ymoBM, WO D He BKNovae aBi CyMipkHi rpynu Q, BubparHux 3 O, NR', S, SO i SOy; i

R, R" i R", ko>keH HesanexHo, Bubpanuit 3 H, OH, S(O)RY, S(0)2RY, ankiny, apuny, -NHz, -
NH(ankiny), -N(ankin)z, -C(O)NRIRe, -C(O)(ankiny), -C(O)(apuny), -C(O)O(ankiny), -C(O)O(apuny),
uuknoankiny, rerepouuknoankiny, -C(O)(reTepouuknoankiny), retepoapuny, apankiny, -
C(O)(apankiny), -C(O)(apuny), (UuMknoankimankiny, (retepoapunmarnkiny- i (retepouyuknoankin)ankiny;

ne RY i Re, koxeH HesanexHo, BubpaHuin 3 H, samillleHoro abo HesamillleHOro ankiny, apankiny,
apuny, rigpokciankiny, amiHoankiny, uuvknoankiny, retepouuknoankiny, retepoapuny, NR'R'C(O)- i
(apun)uuknoarnkineHy-,
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ae Oyab-aKWiA ankin, ankedin, ankiHin, apun, retepoapun, uuknoankin abo retepouuknoankin €
He0oBO0B'A3KOBO 40AATKOBO 3aMILLIEHUM;

abo i hapMmaleBTUYHO NPURHATHY CiMb, CTepeoidomep, TayTomep abo ix Nponiku.

Y neskux BapiaHTax 34incCHEHHs cnonyku cpopmynu |,

R Bu6panuin 3 -OH, OR2 i NRPR¢;

Ra Bubpanui 3 BogHio, (Ci-Ce)amkiny i3 npsamum abo posranykeHuMm naduworom, (Cs-
Ce)umknoankiny, (Cs-Cig)apuny, (Cs-Cisretepouumknoankin-(Ci-Ce)ankineny-, (Cs-Ci4)rerepoapun-
(C1-Ce)ankineHy- i (Cs-Cr4)apun(C1-Ce)ankineny-;

Rb i Re, koxeH He3anexHo, BuGpaHuit 3 H, -OH, npsamoro abo posranyxeHoro (C1-Ce)ankiny, -SO»-
(C1-Ce)ankiny, (Cs-Cia)apun-SOz-, (Cs-Cra)retepounknoankin-(C+-Ce)ankineHy- i (Cs-Cia)retepoapun-
(C1-Ce)ankineny-;

R2 Bubpanuii 3 H, npamoro abo posranyxeHoro (C1-Cs)ankiny i (C1-Cs)ankin-C(O)-;

W, X, Y i Z, koxxeH HesanexHo, Bubpanuit 3i 38'asky, -C(R'}(R™)-, -C(R")z-, -CR™-, -NR"-, -N-, -O-,
-C(O)- i -8-, Takum YUHOM, WO He BinbLy, Hibk Tpu 3 W, X, Y i Z ogHO4acHO sBNsAoTL coboto 3B'A30K; i
Hemae ABOX CyMiKHMX YneHiB W, X, Y i Z, Wo 0gHoYacHo ABNsioTb coboto -O-, -S-, -N- abo -NR™-;

1, m, n i p, KOXKEH HE3ANEXHO, AOpiBHIOE 1 abo 2;

pm—————
| S —

™" HeobOB'A3KOBO ABNAE COGOIO oauH abo 6inbLue NoABIMHUX 3B'A3KIB;

R® i R4, KOXeH HesanexHo, BuOpaHui 3 BoAHIO, npamoro abo posranyxeHoro (Ci-Cs)ankiny i
C(O)-R', abo

R? i R4, pasom 3 atomom Gopy, 3 KMM BOHU 3B'A3aHi, YTBOPIOKOTL 5- abo 6-4neHHe Kinbue, Lo €
MOBHICTIO HACU4eHMM abo YaCTKOBO HACUYEHUM;

D suGpaHuii i3 npamoro abo posranyxeHoro (Cs-Cs)ankineHy, npsimoro abo posranyxeHoro (Co-
Cs)ankeHineHy, npamoro abo posranykeHoro (Cz-Cs)ankiHineHy, (Cs-Cis)apuneHy i (Cs-
Cig)umknoankineny,

e ogHa abo 6inbwe rpyn -CHz- B D HEODOB'A3KOBO i HE3aNEXHO 3aMiHEHI rpynoto Q, wo BubpaHa
30,NR/, 8, SO, SO2i CR'R"; abo

ae Oyab-aki aBi cymikdHi rpynm  -CH2- Heo0OB'A3kOBO 3aMiHeHi gBoma uneHamu (Cs-
Ci4)umknoankineHinbHoi rpynu;

3a yMOBM, WO D He BKMNovae ABOX CyMibkHUX rpyn Q, BubpaHux 3 O, NR', S, SO i SOz; i

R', R"i R", ko>keH HesanexHo, Bubpanuit 3 H, OH, S(O)RY, S(0)2R¢d, (C+-Cs)ankiny, (Cs-Cs)apuny,
-NHz, -NH(C+-Ces)ankiny, -N[(Ci-Ce)ankin]z, -C(O)NRIRe, -C(O)(Ci-Cs)ankiny, -C(O)(Cs-Cra)apuny, -
C(O)O(C1-Ce)ankiny, -C(O)O(Cs-Cig)apuny, (Cs-Ce)umknoankiny, (Cs-Cis)retepouuknoarnciny,
C(O)(Cs-C1a)retepouuknoarnkiny, (Cs-Cigretepoapuny, (Cs-Cig)apun-(Ci-Ce)ankineny-, -C(O)}Cs-
Ci4)apun-(C+-Ce)ankineny-, -C(O)(Cs-Cra)apuny, (Cs-Cs)umknoankin-(C+-Ces)ankineHy-, (Cs-
Ci4)retepoapun-{C+-Cs)ankineHy- i (Cs-Ci4)retepouukn-(C+-Ce)ankineHy-;

ae Oyab-sSIKMIA - ankin, ankineH, apun, retepoapun, uuknoankin abo rerepouuknoankin
He0obO0B'A3KOBO 3aMilleHnin ogHieto abo GinbLue rpynamu, BubpaHumm 3 ranoreny, okco, -COOH, -CN,
-NO2, -OH, -NR9Re, -NR9S(O)2R", (C1-Ce)ankokcu, (Cs-Cis)apuny, (Ci-Ce)ranoreHankiny ta (Cs-
Ci4)apunokeu;

ae RY, Re, R9 i RN, koxxeH HesanexHo, BubpaHuin 3 H, npsimoro a6o posranyxeHoro (C1-Cs)ankiny,
HeoboB'A3kOBO  3amiweHoro  (Cs-Cra)apun(Ci-Ce)ankineHy-, HeoOO0B'A3koBO  3amiweHoro (Cs-
Cis)apuny, (Ci-Cerigpokciankiny, (Ci-Ce)amiHoankiny, HzN(C+-Cs)ankineHy-, HeobOB'A3KOBO
3amiwieHoro  (Cs-Cs)umknoankiny, HeoboB'siskoB0  3amiweHoro  (Cs-Cigyrerepouuknoankiny,
HeoOO0B'A3KOBO 3amiweHoro (Cs-Cra)retepoapuny, Heobos'askoBo 3amiweHoro (Csz-Cig)apun-(Cq-
Ce)ankineny-, NR'R'C(O)- i (Cs-Cs)apun-(Cs-Ci4)umknoankineHy-.

Y nogatkoBux BapiaHTax 34iMCHEHHS cnonyku hopmynu |,

R Bu6panuin 3 -OH, OR2 i NRPR¢;

Ra Bubpanui 3 BogHio, (Ci-Ce)amkiny i3 npsmum abo posranykeHuMm naHuorom, (Cs-
Ce)umknoankiny, (Cs-Cig)apuny, (Cs-Cisretepouumknoankin-(Ci-Ce)ankineny-, (Cs-Ci4)rerepoapun-
(C1-Ce)ankineHy- i (Cs-Cr4)apun(C1-Ce)ankineny-;

Rb i Re, koxeH He3anexHo, BuGpaHuit 3 H, -OH, npsamoro abo posranyxeHoro (C1-Ce)ankiny, -SO»-
(C1-Ce)ankiny, (Cs-Cia)apun-SOz-, (Cs-Cra)retepounknoankin-(C+-Ce)ankineHy- i (Cs-Cia)retepoapun-
(C1-Ce)ankineny-;

R2 Bubpanuii 3 H, npamoro abo posranyxeHoro (C1-Cs)ankiny i (C1-Cs)ankin-C(O)-;

W, X, Y i Z, koxxeH He3anexxHo, Bubpanun 3i 38'asky -C(R™)z2-, -CR™-, -NR™-, -N-, -O-, -C(O)- i -S-,
TakuMm YMHOM, Lo He Ginblie Tpbox 3 W, X, Y i Z 0AHOYACHO ABNAKTb COBOI0 3B'A30K; i

Hemae CymixkHux uneHis W, X, Y i Z, Wwo ogHo4acHo aBnsaioTb coboto -O-, -S-, -N- abo -NR™-;

1, m, n i p, KOXKEH HE3aNEXHO, aopiBHioe 1 abo 2;
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p—————
|

~ -

™" Heob0oB'A3KOBO SBNAE COBOIO oauH abo 6inbLue NoABIMHUX 3B'A3KIB;

R® i R* KkoxeH HesanexHo, BUOpaHui 3 BOAHIO, npsimoro abo posranyxeHoro (Ci-Ce)ankiny i
C(O)-R', abo

R? i R4, pasom 3 atoMoM Gopy, 3 SIKUM BOHUW 3B'A3aHi, yTBOPIOWOTb 5- abo 6-uneHHe Kinble, Lo €
MOBHICTIO HACU4eHMM abo YaCTKOBO HACUYEHUM;

D suGpaHuii i3 npamoro abo posranyxeHoro (Cs-Cs)ankineHy, npsimoro abo posranyxeHoro (Co-
Cs)ankeHineHy, npsamoro abo posranykeHoro (Cz-Cs)ankiHineHy, (Cs-Cis)apuneHy i (Cs-
Cig)umknoankineny,

e ogHa abo Ginbwe rpyn -CHz- B D HEODOB'A3KOBO i HE3aNMEXHO 3aMiHEHI rpynoto Q, wo BubpaHa
30,NR/, 8, SO, SO2i CR'R"; abo

ae Oyab-aki aBi cymikdHi rpynm  -CH2- Heo0OB'A3kOBO 3aMiHeHi gBoma uneHamu (Cs-
Ci4)umknoankineHinbHoi rpynu;

3a yMOBM, WO D He BKMNovae ABOX CymibkHUX rpyn Q, BubparHux 3 O, NR', S, SO i SOz; i

R', R" i R", koxeH He3anexHo, Bubpanuit 3 H, OH, (C1-Cg)ankiny, (Cs-Cs)apuny, -NHz, -NH(C1-
Ce)ankiny, -N[(Ci-Ce)ankin]z, -C{O)(Ci-Ce)ankiny, -C(O)}Cs-Cig)apuny, -C(O)O(Ci-Ce)ankiny,
C(O)O(Cs-Cia)apuny, (Cs-Cs)umknoankiny, (Cs-Crsretepouuknoankiny, (Cs-Cis)retepoapuny, (Cs-
Ci4)apun-(C+-Ce)ankineny-, (Cs-Cs)umknoankin-(C+-Ce)ankineHy-, (Cs-Cra)retepoapun-(C1-
Ce)ankineny- i (Cs-Ci4)retepoumnkn-(C1-Ce)ankineny-;

ne Oyab-sSIKMIA - ankin, ankineH, apun, retepoapun, uuknoankin ato retepouuknoankin
He0obO0B'A3KOBO 3aMilleHuin ogHieto abo GinbLue rpynamu, BubpaHumu 3 ranoreHy, okco, -COOH, -CN,
-NOz2, -OH, -NR9Re, NR9S(0)z2R", (C1-Cs)ankokcm i (Cs-Cra)apunokcu;

e RY, Re, R9 i RN, koxxeH HesanexHo, BubpaHuin 3 H, npsimoro a6o posranyxeHoro (C1-Cs)ankiny,
HeoboB'A3KOBO  3amiweHoro  (Cs-Cra)apun(Ci-Ce)ankineHy-, HeoOO0B'A3koBO  3amiweHoro  (Cs-
Cis)apuny, (Ci-Cerigpokciankiny, (Ci-Ce)amiHoankiny, HzN(C+-Cs)ankineHy-, HeobOB'A3KOBO
3amiwieHoro  (Cs-Ce)umknoankiny, HeobOB'A3kOBO  3amiweHoro  (Cs-Cis)reTepouuknoankiny,
HeobO0B'A3KOBO 3amiweHoro (Cs-Cia)retepoapuny, Heobos'askoBo 3amiweHoro (Csz-Cig)apun-(Cq-
ceankineHny-, NR'R'C(O)- i (Cs-Ce)apun-(Cs-Cra)umknoankineHy-.

Y neskux BapiaHTax 3aiiCHeHHsa crnionyku doopmynu |, D Bubpanui 3:

-L'-L2-CH2-CHa-,

-CH2-L'-L2-CHz-,

-CH2-CHa-L1-L2,

-L'-CH2-CH2-L2-,

-L'-CH2-L2-CHa-,

-CHa2-L'-CH2-L2-,

-L'-CH2-CHa-,

-CH2-L'-CHa-,

-CH2-CH2-L'-,

-L2-CH2-CH2-,

-CH2-L2-CH2- i

-CH2-CH2-L2-,

ae L'iL2 HesanexHo BubpaHi 3 O, NR', S, SO, SO2i CR'R"; i

konu L' i L2 € cyMibkHUMKM OAMH BiAHOCHO ogHoro, Toai L' i L2 oaHouwacHo He asnsawoTb coboto O,
NR', S, SO abo SO:-.

Y gesikux BapiaHTax 3gincHeHHa D asnsie cobo npammuin abo posranyxeHuin (Cs-Cs)ankineH. ¥
OeaAKMX NepeBaXkHMX BapiaHTax 3aiicHeHHs D asnsie coboio nponinex.

Y nesikux BapiaHTax 3fiicHeHHs R' siBnsie co6oto -OH.

Y nesikux BapiaHTax 3filcHeHHs KoxkHuii 3 R2, R3 i R* siBnsie co60to BOAEHb.

Y peakux BapiaHTax 34iWCHEHHS iHriGiTop apriHasu sBnsie cobol OCHOBAHY Ha kapOouumkni
CTPYKTYpY. BianoBigHo, y aeskux Takux BapiaHTax 3gincHeHHsA koxHuin 3 W, X, Y i Z asnse coboto -
C(R™)2-. AnNbTepHaTUBHO, Yy AEAKUX TaKMX BapiaHTax 34IWCHEHHS woHanmeHwe aea 3 W, X, Y i Z

|

1
1
1
1
L
~ P

aBnATb coboto -CR™ i St aBnae coboo oauH abo Oinblue NoABiIMHUX 3B'A3KIB. B iHLWMX
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p—————
|

anbTEepHATUBHUX BapiaHTax 34incHeHHA koxxHui 3 W, X, Y i Z sensae coboto -CR™ i " aBnsie
coboto oanH abo BinbLue NOABINHMX 3B'A3KIB.

B pedakmx BapiaHTax 3giicHeHHsa, ae R™ gaBnse cobow H. B anbTepHatuBHMX BapiaHTax
3[INCHEHHS LWOHaMeHLWwe oAuH i3 NpucyTHiX R™ He € H.

Y pedakux BapiaHTax 3A4iWCHeHHs iHribiTop apriHasu gaBnse cobow OCHOBaHYy Ha kapbouukni
CTPYKTYpY, Wo mae Bia 3 o 10, Bia 3 no 8, Bia 4 ao 8, Big 4 oo 7, Bia 5 o 7 abo Bia 5 oo 6 aromis y
Kinbui. Y Aedknx Takux BapiaHTax 34iicHeHHA |+m+n+p=3. B iHWMKX BapiaHTax 34iMCHEHHA
[+m+n+p=4.

Y pesikux BapiaHTax 34INCHEHHA iHribiTop apriHasm sBnse cobOK OCHOBAHY Ha reTepouukni
CTPYKTYpyY. BignoBigHo, y Aesikux Takux BapiaHTax 3[iNCHEHHA LWOoHanMeHwe oaud 3 W, X, Y abo Z
Bubpanun 3 -NR"-, -N-, -O- i -S-.

Y gesiknx BapiaHTax 34ilcHEeHHA Oyab-Akuin oamH 3 W, X, Y i Z sisnsie coboto -NH-, i koxkHun 3
TPbOX, WO 3anuwmnucsd, aende coboto -C(R™)2-. Y aeakux Takmx BapiaHTax 34iNCHEHHA X ABnse
coboro NH.

Y pedkux BapiaHTax 3A4iicHeHHs, ae R™ aBnae coboi H. B anbTepHaTMBHUX BapiaHTax
3[IMCHEHHS LWOHaMeHLe o4uH i3 NpucyTHiX R" He € H.

OCHOBaHa Ha reTepouukni CTpykTypa MOXXe HEOOOB'A3KOBO BKMOYATWM HEHACUYEHICTb. Y AeAKUX
BapiaHTax 3aiicHeHHsa Oyab-akuii oguH 3 W, X, Y i Z siBnsAe cob6oto -N- i woHaMeHLwe OanH 3 TPbOX,

|

1
1
1
[}
L
~ P

wo sanuwwmnuca, asnae cobow -CR™-, i Tt sBnsie coboo oanH abo GinbLie NoABIAHUX
3B'A3KIiB. Y AesdKuXx BapiaHTax 3aincHeHHs byab-akun oauH 3 W, X, Y i Z anse coboto -N-, i KOXKHURA 3

m—————
|

TPbOX, WO 3anuwmunucs, aensie coboto -CR™-, i " aBnse coboto OAWH abo BinbLue NoaBINHUX
3B'A3KIB.

B geskux BapiaHTax 3aificHeHHs X aBnse co6oto -N-.

Y pedakux BapiaHTax 34iicHeHHsA, ae R™ gaBnsie coboio H. B anbTepHaTMBHUX BapiaHTax
3[INCHEHHS LWOHaMeHLWwe oAuH i3 NpucyTHiX R™ He € H.

Y pesiknx BapiaHTax 34iMCHEHHA iHribiTop apriHasn aBnse cobol OCHOBAHY HAa TETEPOLMKNI
CTPYKTYpY, Wo mae Bia 3 o 10, Bia 3 no 8, Bia 4 go 8, Big 4 oo 7, Big 5 no 7 abo Big 5 oo 6 atomiB y
KinbuUi. Y geskux BapiaHtax 3gincHeHHsa cyma |, m, n i p gopiBHioe 3, 4, 5 abo 6. Y geskux sapiaHTax
34IMCHEHHSA [+m+n+p=4,

Y  peAkux  BapiaHTax  34iMCHEHHA iHriGiTOpOM apriHasu HE € 1-amiHo-2-(3-
6opoHonponimuuknorekcaHkapboHoBa KucnoTa.

Y peskux BapiaHTax 3A4iMCHEHHA iHribiTop apriHasu Ans 3acTOCyBaHHA B cnocobax agaHoro
BUHaXoay BUOPaAHUI 3 HACTYMHUX:
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NH2 cOOH NHz cOOH
" B(OH), E§/\AB(OH)2

NHz COOH NH COOH
S B(OH), Eﬁ/\/\B(OH)Z

N N

NHz CcO,H NH> co,H
3 B(OH), @\/\B(OH)z

NH2 co,H NH; co,H
d B(OH), NH B(OH),

Pin? C:C)2}4 Ping (:()2}*

ot

NH E;((:)}'l)z NH Es((:)k+)2

?

abo ix hapmaueBTUHMHO MPUIRHATHOT CONi, cTepeoizoMepy abo ix nNponikis.
Y peskux BapiaHTax 3AiMCHEHHs1 iHribiTop apriHasu Ana 3acToCyBaHHA B crnocobax AaHoro
BUHaXoay BUOPaAHUI 3 HACTYMHUX:
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HoN, CO,H HoN, COoH
)\/N B(OH), @N B(OH),
H,N, CO.H
H2N COzH 6/\/\
B(OH),
N
7\ N B(OH), HN N
_—
HoN, CO,H W com
y N, COo
HoN, COoH HN, CO-H
\ ' H
/N%N B(OH), QJ B(OH);
Hzf‘LéC()z/H\/\ HoN, CO,H
N7 Y B(OH), FN N B(OH),
~ HN ™~
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H.N CO.H
é/\A H,N. CO,H
\ son; | © A
N N B(OH),
H
H,N. CO,H H.N. CO,H
H é’\/\
NN B(OH), HaN N B(OH),
N|r — ./
N
N="
HoN. CO,H N con
J 21N 2
B(OH), é’\/\
— N N B(OH),
ool O
N HN
H,N CO,H HoN. CO,H
N B(OH), g§/\/\3(ow)2
W o
H,N. CO,H
HoN CO,H é/\/\
\ B(OH),
74 \ N B(OH), Q
=N
HOLC
H,N_CO,H HoN. CO,H
/ é’\/\
N B(OH), B(OH),
N N
L)~ =
N ®
N
H,N CO,H H,N CO,H
\ B(OH), é/\/\s(omz
— —
@ 2
y, H,N, COH
HN CO,H / é,\/\
N B(OH),
H,N. CO,H HN COH
NH B(OH) N é/\/\e OH
N 2 N (CH),
Q\/ L/
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HZ%O/ZH\/\ H2N’ COzH
B(OH) NH é/\/\
N 2 B(OH),
N
N o
H
H,N, CO,H
p HN COLH
H N BOM): NH é/\/\B(OH)
N N 2
cl
~ @f L
Cl
Cl
HoN, COoH H,N CO,H
HN N B(OH), NH @/\/\B(OH)Z
(O
®)
|
C HZN’ COZH HZ%(E-'\/\
Né/\/\B(OH)z F\Q\(N B(OH),
Y 0
H2%O/2H\/\ Q H2N COQH
B(OH é/\/\
- : \ (OH); B(OH),
o o
HN COzH HoN, CO,H
cl é/\/\
\ B(OH), N BIOH)
S/
/7 N\ N
H,N O © i
HzN/ CO,H Cl HZN/ COZH
Né/V\B(OH)z é/\/\swm
OO ” |
NH
NH
H,N CO,H Hz%fiﬁ\/\
%@/\AB(OH)z %N B(OH)2
HN
NH D v ©
N, COH H,N, CO,H
F3C é/\/\ é/\/\
%N B(OH), N B(OH),
N NH Eo;
HZN,- CO5H H,N. CO,H

memomz

HaN
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HoN, CO,H cl HZ%(EJ'\/\
Cl
B(OH)
CIQH@/\/\B(OH)Z N 2
NH
NH o

HoN. COoH HZEO/ZH\A
\ B(OH);
é/\/\B(OHb NH
HoN d

HaN COoH H,N CO,H
é/\/\B(OH)Z

. B(OH),
N HaN
H,N. COH H,N. CO,H
é/\/\B(OH)z H,N é/\/\B(OH)Z
HzN\\\ \\\‘\

abo ix hapmaueBTUHMHO MPUIRHATHOT CONi, cTepeoizoMepy abo ix nNponikis.
Y peakux BapiaHTax 3A4iMCHEHHS iHriGiTop apriHasu, BUKOPUCTOBYBaHM Yy crnocobax aaHoro
BUHaXoAay, ABnsie coboto Cnonyky, Wo mae cTpykTypy dopmynu Il

R'oc R?
N/ s
/N /

5 -
R*HN D B\ I
Oo—R*

ae:

R Bu6panuin 3 -OH, OR2 i NRPR¢;

R2 BubpaHuii 3 BOAHIO, 3aMilLieHoro abo He3amileHoro ankiny, apuny, (retepouuknoankinankiny,
retepoaparnkiny i apankiny;

RP i Re, koxeH HesanexHo, BubpaHun 3 H, -OH, samiweHoro abo HesamiweHoro ankiny, -
S(O)z(ankiny), -S(O)=(apuny), (reTepouuknoankin)ankiny i retepoaparnkiny;

(A) R2 BuOpaHui i3 3amiweHoro abo HesamileHOro arnkiny, ankeHiny, ankidiny, apwny,

uuknoankiny, apankiny, retepoaparnkiny, retepoapuny, retTepouuknoankiny,
(reTepouuknoankin)ankiny, (reTepoapun)reTepoUnknoankineHy, (apunyretepouuknoankineny,
(apankin)retepoumknoankineHy, (reTepoapankin)reTepounKnoankineHy,

((retepouuknoankin)ankinretepouumknoankineHy i -(CHz)m-(X)u-(CHz2)n-(Y)-Rf;

ae

Ui v, KO>KEH HEe3anexHo, aopisHioe 0 abo 1, i u+v>1;

m i n, KOXKEH He3anexHo, aopisHoe 0, 1, 2, 3, 4, 5 abo 6, ne m+n>1;

X iY HesanexHo BubpaHi 3 -NH, -O-i -S-;

Rf Bubpanuii 3 H, rigpokcuny, samilieHoro a6o HesaMilLleHOTo ankiny i apuny; i

R® BuGpaHuii i3 3amilieHoro abo HesamiweHoro ankiny abo ankin-C(O)-; a6o

(B) R2 aenge cobow (retepouuknoankinankin, i R5 Bubpanun 3 H, 3samiweHoro abo
He3awmilleHoro ankiny i ankin-C(O)-;

R? i R*, KOXXEH He3anexHo, BUOpaHun 3 BOAHIO, 3aMilleHoro abo HesamiweHoro ankiny i C(O)- R,

abo R3 i R4, pazom 3 aToMOM Bopy, 3 SKUM BOHU 3B'A3aHi, yTBOPIOIOTE 5- abo 6-uneHHe Kinbue, Wwo
€ MOBHICTIO abo 4YacTKOBO HAacU4YeHUM, i ske HeoOOB'A3KOBO BKMoYae 1-3 4oOaTKOBUX reTepoartoMmiB
uneHis Kinbusi, BubpaHnx 3 O, Si N;

D BubpaHuii i3 3aMilwieHoro abo HesaMmillleHOro ankineHy, ankeHineHy, ankiHineHy, apuneny i
LuKnoankineny,
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e ogHa abo 6inbwe rpyn -CHz- B D HEODOB'A3KOBO i HE3aNEXHO 3aMiHEHI rpynoto Q, wo BubpaHa
30,NR", S, SO, SO:2i CR'R"; abo

ae Oyab-aki  aABi  cymikHi  rpynu  -CHz-  HeoGOB'A3KkOBO  3aMmiHEeHi AgBOMa  JdneHamu
LMKIoankineHinbLHo1 rpynu;

3a yMOBM, WO D He BKMNovae ABOX CyMikHUX rpyn Q, BubparHux 3 O, NR", S, SO i SOy; i

R'i R", Ko>keH He3anexHo, BubpaHuin 3 H, 3amiieHoro abo He3amilLleHOro ankiny i apuny;

ae Oyab-aKMiA ankin, ankeHin, ankidin, apun, retepoapun, yuknoankin abo retepouuknoankin €
He0obO0B'A3KOBO A0AATKOBO 3aMILLIEHUM;

abo i hapMmaleBTUYHO NPURHATHY CiMb, CTepeoidomep, TayTomep abo ix Nponiku.

Y neskmx BapiaHTax 3aiiCHEHHS iHriGiTop apriHasn mae CTpykTypy cnonyky popmynum i, ae:

R' BubpaHuit i3 rpynu, wo cknagaetbes 3 -OH, OR2 i NRPRe;

Ra Bubpanuii 3 BogHto, (C1-Ce)ankiny i3 npamum abo posranyxeHum naHuorom, (Cs-Ciq)apuny,
(Cs-Cra)retepouuknoankin-(Gi-Ce)ankineny-, (Cs-Cis)retepoapun-(C1-Ce)ankineny- i (Cs-Ci4)apun(Ci-
Ce)ankineHy-;

Rb i Re, koxxeH HesanexHo, Bubpanuin 3 H, -OH, npamoro abo posranyxeHoro (Ci-Ce)ankiny, -
S(0)2-(Ci-Ce)ankiny, (Cs-Cis)apun-S(O)e-, (Cs-Cig)retepoumknoankin-(Ci-Ce)ankineny- i (Cs-
Ci4)retepoapun-(Ci-Ce)ankineHy-;

(A) R? BubpaHun i3 npamoro abo posranyxeHoro (C1-Cs)ankiny, npamoro ado posranyxeHoro (Cz-
Cs)ankeHiny, npsmoro abo posranyxxeHoro (Cz-Ce)ankininy, (Cs-Cis)apuny, (Cs-Cia)yuknoankiny, (Cs-
Cis)apun(Ci-Ce)ankineny-,  (Cs-Cis)retepoapun-(Ci-Ce)ankineHy-,  (Cs-Cis)retepoapuny,  (Cs-
C14)reTepouuknoarnkiny, (Cs-Ci4)retepoumknoankin-(C1-Cs)ankineHy-, (Cs-C1s)retepoapun-(Cs-
Ces)retepoumknoankineny-, (Cs-Ci4)apun-(Cs-Cra)retepoumknoankineny-, (Cs-Cis)apun-(C1-Ce)ankin-
(Cs-Cra)retepoumknoankineHy-, (Cs-Ci4)retepoapun-(C-Ces)ankin-(Cs-Cia)retepouuknoankineny-, (Cs-
Cis)retepouuknoankin-(C1-Ce)ankin-(Cs-Cr4)retepouuknoankineny- i -(CHz)m-(X)u-(CHz2)n-(Y)-R';

ae

Ui v, KOKEH He3anexHo, gopisHioe 0 abo 1, i u+v>1;

m i n, KOXKEH He3anexHo, aopisHoe 0, 1, 2, 3, 4, 5 abo 6, ne m+n>1;

X iY HesanexHo BubpaHi 3 -NH, -O-i -S-;

Rf Bubpanuit 3 H, rigpokcuny, npsmoro abo posranyxeHoro (Ci-Ce)ankiny i (Cs-Ci4)apuny; i

R® BuGpaHuii i3 npamoro abo posranyxeHoro (C1-Cs)ankiny abo (C1-Ce)ankin-C(O)-; abo

(B) R? aBnsie coboto (Cs-Cra)retepounknoankin-(Ci-Cz)ankinen-; i R® subpanuin 3 H, npsimoro a6o
posranyxeHoro (C1-Ce)ankiny i (C1-Ce)ankin-C(O)-;

R® i R* KoxeH He3anexHo, BUOpaHuin 3 BOAHIO, npsMoro abo posranyxeHoro (Ci-Ce)ankiny i
C(O)-R', abo

R? i R4, pasom 3 atomomM Gopy, 3 AKMM BOHU 3B'A3aHi, YTBOPIOKOTL 5- abo 6-4neHHe Kinbue, Lo €
MOBHICTIO ab0 4YaCTKOBO HACM4YEHUM, i sike HeOOOB'A3KOBO BKMoYae 1-3 40AATKOBMX reTepoaTtoMmiB
uneHie Kinbus, Bubpannx 3 O, Si N; i

D Bubpanuii i3 npamoro abo posranyxeHoro (Ci-Ce)ankineHy, npamoro abo posranyxeHoro (Co-
Cs)ankeHineHy, npsamoro abo posranykeHoro (Cz-Cs)ankiHineHy, (Cs-Cis)apuneHy i (Cs-
Cig)umknoankineny,

e ogHa abo 6inbwe rpyn -CHz- B D HEODOB'A3KOBO i HE3ANEXHO 3aMiHEHi rpynoto Q, wo subpanHa
30,NR, S, SO, SO:2i CR'R"; abo

ae Oyab-aki aBi cymikdHi rpynm  -CH2- Heo0OB'A3kOBO 3aMiHeHi gBoma uneHamu (Cs-
Ci4)umknoankineHinbHoi rpynu;

3a yMOBM, WO D He BKMNovae ABOX CyMibkHUX rpyn Q, BubpaHux 3 O, NR', S, SO i SOz;

ae Oyaob-AKMIM  arnkin, ankineH, ankeHin, ankeHineH, ankiHin abo ankiHineH HeobOB'sI3KOBO
3amilleHMin oaHielo abo GinbLie rpynamu, BubpaHumMu 3 ranoreny, okco, -COOH, -CN, -NO3, -OH, -
NR9Re, - NRIS(O)2R", (C1-Cs)ankokem i (Cs-C14)apunokcu;

ae RY, Re, R9 i RN, koxxeH HesanexHo, BubpaHuin 3 H, npsimoro a6o posranyxeHoro (C1-Cs)ankiny,
HeoboB'A3koBO  3amiweHoro  (Cs-Cig)apun(Ci-Ce)ankineny-, (Ci-Ce)ankokcn, HeoDOB'A3KOBO
samiweHoro  (Cs-Cig)apuny, (Ci-Ce)rigpokciankiny, (Ci-Cs)amiHoankiny, HzN(C+-Ce)ankineny-,
HeobO0B'A3KOBO 3aMilleHoro (C3-Cs)umknoankiny, HeobO0B'A3KOBO 3aMiLLIEHOTO (Cs-
Cigretepoumknoankiny, HeoboB'A3koB0  3amiweHoro  (Cs-Cigretepoapuny, He0OOB'A3KOBO
samiweHoro (Cs-Ci4)apun-(C1-Ce)ankineny-, NR'R"C(O)- i (Cs-Cs)apun-(Cs-Cra)uuknoankineny-, i

R'i R", ko>keH HesanexHo, Bubpanuit 3 H, (C+-Cs)ankiny i (Cs-Ce)apuny; i

ae 6yab-IkMin apun, retepoapun, Uuknoankin abo retepouuknoankin Heob0B'13KOBO 3aMILLIEHWIA
ogHielo abo Ginbwe rpynamu, BubpaHumu 3 ranoreHy, -OH, okco, -COOH, (Cs-Cig)apun(Ci-
Ce)ankineny-, -CN, -NO2, -NH2, (Ci-Ce)ankin-S-, (Cs-Crs)umknoankiny, (Cs-Ci4)rerepoumknoankiny,
(Cs-Cra)apuny, (Cs-Cig)retepoapuny, -C(O)NH-(C1-Ce)ankiny, -NHC(O)-(C+-Ce)ankiny, (Ci-Cs)ankiny,
(C2-Cs)ankeHiny, (C2-Cs)ankiHiny, (C1-Ce)ankokeu, (C1-Ces)ranoreHankiny i (C1-Ce))riapokciankiny.
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Y neskux BapiaHTax 3aiicHeHHs D BubpaHun 3:

-L'-L2-CH2-CH2-,

-CH2-L'-L2-CH2-,

-CH2-CH2-L'-L2,

-L'-CH2-CH2-L2- i

-L'-CHz-L2-CH2-,

ne L' i L? HezanexHo BubpaHi 3 O, NR', S, SO, SO2i CR'R".

Y gesikux BapiaHTax 3gincHeHHa D asnsie cobo npammuin abo posranyxkeHuin (Cs-Cs)ankineH. ¥
AeAKMX NepeBaXkHMX BapiaHTax 3aiicHeHHa D asnse coboio 6yTuneH.

Y neskux BapiaHTax 3aiicHeHHa R aBnse coboro -OH.

Y peskux BapiaHTax 34inCHEHHS

(A) R2 Bubpanui i3 npamoro abo posranyxeHoro (C1-Ce)ankiny, npamoro abo posrany>keHoro (Co-
Cs)ankeHiny, npsmoro abo posranyxxeHoro (Cz-Ce)ankininy, (Cs-Cis)apuny, (Cs-Cia)yuknoankiny, (Cs-
Cis)apun(Ci-Ce)ankineny-,  (Cs-Cis)retepoapun-(Ci-Ce)ankineHy-,  (Cs-Cis)retepoapuny,  (Cs-
C14)reTepouuknoarnkiny, (Cs-Ci4)retepoumknoankin-(C1-Cs)ankineHy-, (Cs-C1s)retepoapun-(Cs-
Ces)retepoumknoankineny-, (Cs-Ci4)apun-(Cs-Cra)retepoumknoankineny-, (Cs-Cis)apun-(C1-Ce)ankin-
(Cs-Cra)retepoumknoankineHy-, (Cs-Ci4)retepoapun-(C-Ces)ankin-(Cs-Cia)retepouuknoankineny-, (Cs-
Cigretepouuknoankin-(C1-Cs)ankin-(Cs-Cis)reTepouuknoankineHy- i -(CHz)m-(X)u-(CHz)n-(Y)v-R; i

KoxkHUM 3 R3 i R* ssBNsie co6010 BOAEHb;

abo

(B) R? aense coboto (C3-C14)retepouuknoankin-(C-Cz)ankineH-; i

koxxHui 3 R3 i R4, i R® aBnsie coboto BoAEHb.

Y peskux BapiaHTax 3giiicHeHHsa R2 Bubpanuin 3 (Ci-Ce)ankiny, (Csz-Cis)apuny, (Cs-
Cia)retepoapuny, (Cs-Cigretepoumknoankiny, (Cs-Cis)retepouuknoankin-(Ci-Ce)ankineny-, (Cs-
Cis)retepoapun-(Ci-Cs)ankineHy-, (Cs-Cia)apun-(Ci-Ce)ankineny- i -(CHz)n-(X)u-(CH2)m-(YW-Rf, i R®
BMOpaHuit i3 npamoro abo posranyxeHoro (C1-Ce)ankiny abo (C1-Cs)ankin-C(O)-.

Y nesikux BapiaHTax 3fiicHeHHst R? sisnsie coboto ankin, Heo60B'A3KOBO 3aMmilLleHWIA rigpokcn abo -
NRIRe. Y neskux Takux BapiaHTax 3fiicHeHHs RY i Re HesanexHo BuGpaHi 3 H, npsmoro a6o
posranyxeHoro (Ci-Ce)ankiny, (Ci-Cs)amiHoankiny, Heobos'askoBo 3amiweHoro (Cs-Cis)apun-(Ci-
Ce)ankineny-, Heobop'askoBo 3amiweHoro (Cs-Cis)apuny i HeoboB'AskoBo 3amiweHoro (Cs-
Ce)umknoankiny. Y nesikux nepeBadkHUX BapiaHTax 3ailicHeHHs RY i Re aengwote cobow (Ci-
Ces)amiHoankin.

Y pesiknx BapiaHTax 3filicHeHHs R2? asnse coboto -(CHa2)n-(X)u-(CH2)m-(Y)-R'. Y pesknx Takmx
BapiaHTax 34ilcHeHHs1 X i Y, KOXEH He3ane)kHo, siense coboto -NH-. Y gedkux Takux goaatkoBUX
BapiaHTax 3A4iMcHeHHs m gopisHoe 1 i n QopiBHIOE 2. Y AedkUxX Takux A04aTKOBUX BapiaHTax
3INCHEHHS KOXHWUW 3 U i v aopiBHIOE 1.

Y peskux BapiaHTax 3gincHeHHa R2 aende cobor (Cs-Ce)retepoumknoankin-(Ci-Cz)ankineH,
HeobOB'I3KOBO  3aMilleHUin ogHielo abo Ginbwe rpynamu, BubpaHummu 3 -(Ci-Cs)ankokcm, -(Ci-
Ces)ankiny i -OH.

Y pesikux BapiaHTax 3gificHeHHa R? aensie coboto (Cs-Cqa)retepoapun-(Ci-Cs)ankine-.

Y peskux BapiaHTax 3AiMCHEHHs iHribitopom apriHasu dopmynu Il He € 2-amiH0-4-60pOHO-2-
MeTUNOYTaHOBA KMCNOTA.

Y peskux inocTpatMBHMX BapiaHTax 3AiNCHEHHS iHribiTop apriHasu BMOPaAHMIM 3 HACTYMHMX
CNonykK:
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Jo Y .
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Y peakux BapiaHTax 34iCHEHHs iHriGiTop apriHasu, BUKOPUCTOBYBaHMWA y cnocobax AaHoro
BUHaXoAay, ABnsie Cob0 CNonyky, Wo mae CTpyktypy dopmynu ll;
R°oc.  X~M-Y
JO0-R® 1IN
R’THN" “D-B.
"0-R®

ae

R® Bubpanuit 3 OR2 i NRPRe;

Ra BubpaHui 3 BOAHIO, 3aMmilleHOro abo He3aMilleHOro ankiny, uuknoankiny, apwuny,
(reTepouuknoankin)ankiny, retepoapankiny Ta aparnkiny;

RP Ta Re, koxeH HesanexHo, Bubpanun 3 H, -OH, 3amilwieHoro abo HesamilleHoro ankiny, -
S(O)z(ankiny), -S(O)=(apuny), (reTepouuknoankin)ankiny i retepoaparnkiny;

R7 Bubpanun 3 H, 3samiuleHoro abo HesamilleHoro ankiny, apankiny, retepoapankiny,
(retepouuknoankin)ankiny i (ankin)C(0O)-;

X BUOpPaHUN i3 UMKNOAnKineHy i retepouuknoankineHy;

Y Bubpanun 3 H, ankiny, -NR'R", rigpokciankiny, uuknoankiny, (uuMknoankin)ankiny, apuny,
apankiny, retepouuknoankiny, (reTepouuknoankinankiny, retepoapuny, retepoapankiny,
(reTepoapun)retTepouunknoarnkiny, (apun)retepouuknoankiny, (apankin)reTepouuknoarnkiny,
(reTepoapankinyretTepouuknoankiny i ((retepouuknoarnkin)ankin)rerepoumknoankiny;

M Bubpanuii 3i 38'a3ky, ankineHy, -O-, -C(O)-, -C(S)-, -C(O)NH-, -C(S)NH-, -S-, -§(0)-, -S(O)2-, -
NR'-i-C=NR''-;

R8 i R? He3anexxHOo BuBpaHi 3 BOAHI0, 3amilleHoro abo He3aMileHOoro ankiny, UMknoankiny, apuny
i C(0)-R",

abo R? i R® pazoM 3 aTomMOM Gopy, 3 IKUM BOHW 3B'AA3aHi, yTBOPIOIOTb 5- a60 6-YneHHe KinbLe, Lo
€ MOBHICTIO HacMyeHum abo YyacTKOBO HACUMYEHUM, i ke HeoboB'A3koBO BKMoYae 1-3 404aTKOBUX
reTepoaToMiB YNeHiB KinbuUs, Bubpannx 3 O, Si N,

Ae [aHe Kinbue HeobOOB'A3KOBO KOHAEHCOBAHE i3 LMKNOAmMKinom, retepouukniyHum abo
apoOMaTUYHUM KiNbLEM;

D BubpaHuii i3 3amiwieHoro abo He3aMmilleHOro ankineHy, ankeHineHy, ankiHineHy, apuneny i
LuKnoankineny,

e ogHa abo 6inbwe rpyn -CHz- B D HEODOB'A3KOBO i HE3aNEXHO 3aMiHEHI rpynoto Q, wo BubpaHa
30, NR", S, SO, SO:i CR'R"; abo

ae Oyab-aki  aABi  cymikHi  rpynu  -CHz-  HeoGOB'A3KkOBO  3aMmiHEeHi AgBOMa  JdneHamu
LMKIIoankineHinbHo1 rpynu; i

3a yMOBM, WO D He BKMNovae ABOX CyMibkHUX rpyn Q, BubpaHux 3 O, NR", S, SO i SOy; i
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R' Ta R" HesanexHo BubpaHi 3 H, 3amiwieHoro abo HesamiweHoro ankiny, -C(O)(ankiny), apuny,
aparnkiny, amiHoankiny, yuknoarkiny, reTepoyuknoankiny, retepoapuny;

ae Oyab-aKMiA ankin, ankeHin, ankidin, apun, retepoapun, yuknoankin abo retepouuknoankin €
He0oBO0B'A3KOBO 40AATKOBO 3aMILLIEHUM;

abo i hapMmaleBTUYHO NPURHATHY CiMb, CTepeoidomep, TayTomep abo ix Nponiku.

Y neskux BapiaHTax 3aiiCHeHHs iHribiTop apriHasu sinse coboto cnonyky dopmynu lll, ge:

R® Bu6panuin 3 OR?2 i NRPR¢;

Ra Bubpanui 3 BogHio, (Ci-Ce)amkiny i3 npsamum abo posranykeHuMm naduworom, (Cs-
Ce)umknoankiny, (Cs-Cig)apuny, (Cs-Cisretepouumknoankin-(Ci-Ce)ankineny-, (Cs-Ci4)rerepoapun-
(C1-Ce)ankineHy- i (Cs-Cr4)apun(C1-Ce)ankineny-;

RP i Re, koxeH HesanexHo, Bubpanuit 3 H, -OH, npsimoro abo posranyxeHoro (Ci-Cs)ankiny, -
S(0)2-(Ci-Ce)ankiny, (Cs-Cis)apun-S(O)e-, (Cs-Cig)retepoumknoankin-(Ci-Ce)ankineny- i (Cs-
Ci4)retepoapun-(Ci-Ce)ankineHy-;

R7 Bubpanui 3 H, npamoro abo posranyxeHoro (C1-Ce)ankiny, (Cs-Ci4)apun(Ci-Cs)ankineHy-, (Cs-
Ci4)retepoapun-{(C1-Cé)ankineHy-, (Cs-Ci4)retepouunknoankin-(C1-Ce)ankineny- i (C+-Cs)ankin-C(0)-;

X BuGpanuii 3 (Cs-Cra)umknoankineny i (Cs-Ci4)reTepoumknoankineHy;

Y Bubpannit 3 H, (Ci-Cis)ankiny, -NR'R", rigpokcu(C1-Ce)ankineny, (Cs-Cis)umknoankiny, (Cs-
C1s)umknoankin-(C1-Cs)ankineHy, (C3-Cra)apuny, (Cs-C1a)apun-(C+-Ce)ankineHy, (Cs-
Cig)retepouuknoankiny, (Cs-Cis)retepouuknoarnkin-(Ci-Ce)ankineny, (Cs-Cig)retepoapuny, (Cs-
Cia)retepoapun-(C1-Cs)ankineHy, (Cs-Cis)-retepoapun-(Cs-Ce)retepoumnknoankinety-, (Cs-Cis)apun-
(Cs-Cra)reTepoupmknoankinery-, (C3-Cra)apun-(C1-Ce)ankin-(Cs-Ci4)reTepoumknoankineHy-, (Cs-
Ci4)retepoapun-(Ci-Cs)ankin-(Cs-Ci4)retepoupmknoankineny- i (Cs-Cra)retepoumknoankin-(Ci-
Ces)ankin(Cs-C14)retepoyuknoankineHy-;

M Bubpanun 3i 3B'asky, -(Ci-Ce)ankineny-, -O-, -C(O)-, -C(8)-, -C(O)NH-, -C(8)NH-, -S-, -S(0O)-, -
S(0O)2-, -NR'- i -C=NR""-;

R® Ta R® HesanexHo BuOpaHi 3 BoaHlo, npsMmoro ab6o posranyxeHoro (Ci-Ce)ankiny, (Cs-
Cs)umuknoankiny, (Cs-Cis)apuny i C(O)-R",

abo R® ta R® pasom 3 atomMoM Gopy, 3 SIKUM BOHU 3B'A3aHi, yTBOPIOIOTb 5- abo 6-4neHHe KinbLe,
IO € NOBHICTIO HAacMYeHUM abo 4YaCcTKOBO HACUMYEHUM, | ke HeoDOB'sI3KOBO BKMoYae 1-3 40AaTKOBUX
reTepoaToMiB YUNeHiB Kinbus, BubpaHmnx 3 O, Si N,

Ae [aHe Kinbue HeobOOB'A3KOBO KOHAEHCOBAHE i3 LMKNOAmMKinom, retepouukniyHum abo
apoMaTUYHUM KinbLeM;

D suGpaHuii i3 npamoro abo posranyxeHoro (Cs-Cs)ankineHy, npsimoro abo posranyxeHoro (Co-
Cs)ankeHineHy, npamoro abo posranykeHoro (Cz-Cs)ankiHineHy, (Cs-Cis)apuneHy i (Cs-
Cig)umknoankineny,

e ogHa abo 6inbwe rpyn -CHz- B D HEODOB'A3KOBO i HE3aNEXHO 3aMiHEHI rpynoto Q, wo BubpaHa
30, NR", S, SO, SO:i CR'R"; abo

ae Oyab-aki aBi cymikdHi rpynm  -CH2- Heo0OB'A3kOBO 3aMiHeHi gBoma uneHamu (Cs-
Ci4)umknoankineHinbHoi rpynu;

3a yMOBM, WO D He BKMNovae ABOX CyMibkHUX rpyn Q, BubpaHux 3 O, NR", S, SO i SOy; i

R' i R" HesanexHo BuGpaHi 3 H, (Ci-Cg)ankiny, -C(O)-(Ci-Cs)ankineHy, HeoGOB'A3KOBO
3amiwleHoro (Cs-Ce)apuny, Heo60B'A3koBO 3amiweHoro (Cs-Cia)apun(Ci-Ce)ankineHy-, Heo60B'A3K0BO
3amiweHoro (Ci-Ce)amiHoankiny, HeoboB'siskoBO 3amiwieHoro (Cs-Ce)umknoankiny, HeoboB'13KOBO
3amiweHoro (Cs-Cq4)retepoumknoarnkiny, HeoboB's13koBo 3aMileHoro (Cs-Cia)retepoapuny;

ne Oyab-sSIKMIA - ankin, ankined, apun, retepoapun, uuknoankin abo retepouuknoankin
He0obO0B'A3KOBO 3aMilleHuin ogHieto abo GinbLue rpynamu, BubpaHumu 3 ranoreHy, okco, -COOH, -CN,
-NO2, -OH, -NR9Re, - NR9S(O)2R", (C1-Ce)ankiny, (Ci-Ces)ranorenankiny, (C1-Cs)ranoreHankokcu, (C1-
Ces)ankokcy, (C3-Cra)apuny, (Cs-C14)reTepoapuny, (Cs-Cra)retepoumknoarnkiny, (Cs-
Ci4)retepoapun(C1-Ce)ankineHy i (Cs-Cis)apunokcu;

ae Rd, Re R9iR" koxxeH HesanexHo, BUBpaHuii 3 H, npaMoro a6o posranyxeHoro (C1-Cg)ankiny,
HeoboB'A3KOBO  3amiweHoro  (Cs-Cra)apun(Ci-Ce)ankineHy-, HeoOO0B'A3koBO  3amiweHoro  (Cs-
Cis)apuny, (Ci-Cerigpokciankiny, (Ci-Ce)amiHoankiny, HzN(C+-Cs)ankineHy-, HeobOB'A3KOBO
3amiwieHoro  (Cs-Ce)umknoankiny, HeobOB'A3kOBO  3amiweHoro  (Cs-Cis)reTepouuknoankiny,
HeobO0B'A3KOBO 3amiweHoro (Cs-Cia)retepoapuny, Heobos'askoBo 3amiweHoro (Csz-Cig)apun-(Cq-
Ce)ankineHy- i NR'R"C (O)-.

Y neskux BapiaHTax 3aiicHeHHs crnonykn doopmynu |l D Bubpanun 3:

-L'-L2-CH2-CH2-,

-CH2-L'-L2-CH>-,

-CH2-CHa-L'-L2,

-L'-CH2-CHa2-L2- i
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-L'-CH2-L2-CHa-,

ae L'iL2 HesanexHo Bubpadi 3 O, NR', S, SO, SO2i CR'R".

Y pgesikux BapiaHTax 34iicHeHHs D aBnse cobowo npsmui abo posranyxeHuin (Cs-Cs)ankinen,
Takum gk 6yTUNeH.

Y nesikux BapiaHTax 3fiicHeHHs R' siBnsie co6oto -OH.

Y nesikux BapiaHTax 3fiicHeHHs R7, R8 i R® aBnsitoTb co00l0 BOAEHb.

Y peskux BapiaHTax 3gincHeHHs X asnsie coboro (Cs-Cra)uuknoankineH, M subpanuii 3i 3B'Asky, -
(C1-Ce)ankineny-, -O-, -C(O)-, -C(S)-, -C{O)NH-, -C(S)NH-, -S-, -§(O)-, -S(O)2-, -NR"- i -C=NR'"'-; i Y
asnse coboto -NR'R".

Y neskux BapiaHTax 3aiicHeHHs M aBnsie coboto 3B'a30k i Y aBnsie coboro -NHa.

Y peskux BapiaHTax 3aiicHeHHsa X apngae coborw (Cs-Cis)retepouuknoankined; M subpaHun 3i
3B'a3ky, -(Ci-Ce)ankineHy-, -O-, -C(O)-, -C(S)-, -C(O)NH-, -C(S)NH-, -S-, -S(O)-, -S(O)2-, -NR"- i -
C=NR"-; i Y Bubpanuin 3 (Cs-Cis)umknoankiny, (Cs-Cis)apuny, (Cs-Cis)apun-(C+-Cs)ankineHy, (Cs-
Cia)retepoapuny i (Ca-Ci4)retepoapun-(Ci-Cs)ankineny.

Y peakux BapiaHTax 3A4iMCHEHHS iHriGiTop apriHasu, BUKOPUCTOBYBaHM Yy crnocobax aaHoro
BUHaxoay, BUOpaHui 3:
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AN
HO,C N HO,C N HO,C N
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H2N B(OH), 2 B(OH)2 HN B(OH),
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abo ix hapmaueBTUHMHO MPUIRHATHOT CONi, cTepeoizoMepy abo ix nNponikis.
Y pedakux BapiaHTax 34iCHEHHs iHriGiTop apriHasu, BUKOPUCTOBYBaHMWA y cnocobax AaHoro

BUHaXoAay, ABnsie coboto:

HOOC-CH(NH2)-Y1-Y2-Ys3-Y4-B(OH)2; ae koxxHuMii 3 Y1, Yz, Y3 i Y4 BUOGpaHuii 3 CHz, S, O, NH ta N-

ankiny.

Y pedakux BapiaHTax 3A4iWCHEHHs iHribiTop apriHasu, BUKOPUCTOBYBAHUI Yy cnocobax aaHoro
BUHaxoay, aensie coboto cnonyky dopmynu [Va abo 1Vb:

HoN X's< x3 HoN X .=x3
~ 7 "~
\x2 \z \x2 \z
R' COOH R' COOH
IVa IVb

abo Ti cTepeocizomep, NAKTOHHI Nponikn abo ix dhapmaueBTUYHO NMPURHATHY Cinb, A€:
NyHKTUPHA NiHisi BKasye Ha HEOOOB'A3KOBUIM NOABIMHUI 3B'A30K;

AN

Z sBnsie coboto X

NH,
OH
é N

~
OH a60

o .

X' aBnsie coboto -(CHz)- abo, konu 3a3HavyeHWn NOABIAHWIA 3B'A30K NMPUCYTHIN mix X' Ta X2, X!

asnse coboto -(CH)-;

X2 agnsie coboto -(CH2)- abo -(NR?2)-, abo, kKonu 3a3HavyeHui NoOABIAHNUIA 3B'A30K NPUCYTHIN Mixk X' i
X2 abo mixk X2 i X3, X2 asnsie coboto -(CH)- abo N;
X3 apnge coboto -(CH2)-, reTepoaTtomMHuii pparmeHT, BUBPaHuii i3 rpynu, WO ckNagaeTbed 3 -S-, -
O- i -(NR2)-, abo, konu 3asHa4eHui NOABIMHUIA 3B'A30K NMPUCYTHIN MK X2 i X3 abo mixk X3 i X4, X3 asnse

coboto -(CH)- abo N;

X4 asnge cobow -(CHz)- abo, konu 3a3HayeHuMin NOABIMHMIA 3B'A30K MPUCYTHIN Mk X3 | X4, X4
asnse coboto -(CH)- i nepebysae B TpaHCKoHirypauii;
3a yMOBM, LLO He Binbue, Hixx oguH 3 X2 i X3 gaendAe coboto 3asHadveHun -(NR?)- abo 3asHadveHui

reTepoatoMHUI hparmMeHT;

3a ymoBwu, wo X3 asnse coboto -(NR2)-, konu Z asnse coboto
3a YMOBM, L0 iCHye He Oinblue ABOX MOABIMHMX 3B'A3KiB Mix X', X2,

NoABiMiHMX 3B'A3KIB, LLIO MalOTb 3arafibHU aTOM BYrneuto;
R' agnsae coboto ogHOBaNEHTHY rpyny, BiaMiHHy Big H; abo R' i 3asHa4eHuii a-kapbokecunar, konu
B3ATi pa3oM, YTBOPIOIOTb NAKTOH; i
R2 HesanexHo aBnAe coboto H, meTun ado eTun.
Y peakux BapiaHTax 3A4iMCHEHHS iHriGiTop apriHasu, BUKOPUCTOBYBaHM Yy crnocobax aaHoro
BUHaxoay, asnse coboto cnonyky dopmynu V:
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H,N_ COOH

(CHy),
HO. N

& G,

ae:

n aopisHioe 0, 1 abo 2;

X aBnge coboro NR®, CR6R7, O, S, S(=0) abo S(0)z;

R7 sisnsie co6oto H, OH, OR8, CN a6o NR8R?; i

R5, Re, R® i R® HesanexHOo aBnsatoTe coboto H, (C1-Ce)ankin, apun, retepoapun, apun(Ci-Ce)arnkin,
retepoapun(Ci-Ce)ankin, -C(=0)(C1-Ce)ankin, -C(=O)(apun), -C(=O)(retepoapun), -SO2(C+-Cs)ankin,
-SO2(apumn), -SOz(retepoapun), -CONH(C1-Cs)ankin, -CONH(apun) abo -CONH(retepoapun);

abo Ti noxigHe, abo ii cinb.

Mpuknagwn iHribitopie apriHasu, ski MOXYTb OyTM BMKOPUCTAaHI B cnocobax gaHoro BuMHaxoay,
onucaHux y JaHoMy OMKCI, BKNIOYAIOTb CNOMYKW, OonNucaHi B 4oaaTtky A, HaBeaeHOMY B AaHOMY OMUCi,
i, TUM CaMWUM, BKMIOYEHOMY B AaHWI ONMUC 38 AOMNOMOIOK NOCUNAHHS.

Y peskux BapiaHTax 34iMCHEHHSA iHriGiTop apriHasn moxe ABNATU coboto Nponiku cnonyku 6yab-
sKkoil 3 chopmyn |, 1l abo lll, Hanpuknaa, Ae rigpokCunbHa rpyna y BUXigHi cnonyui NnpucyTHS y BUrnaAi
cknagHoro ecpipy abo kapboHarty, abo rpyna KapboOHOBOT KUCMNOTU, WO € NPUCYTHLOK Yy BUXIOHIN
cnonyui, npeacraeneHa y Burnagi cknagHoro edipy. Y geaknx Takux BapiaHTax 34iNnCHEHHS NPORiKu
MeTabonisylTbCa A0 aKTUBHOT BUXIAHOT CNONykK in vivo (Hanpuknag, cknagHun edip rigponisyerbcs
[0 BianoBigHoro riapokcuny abo kapOboHOBOT KUCMOTK).

Y peskux BapiaHTax 34iNCHEHHS CMONMYKWM AaHOro BMHAXody SK iHriGiTopu apriHasn MoxyTb OyTu
pauemidHUMKU. Y Oeakux BapiaHTax 34IMCHEHHs CNONyKM AaHOro BMHAaXoAy siK iHribitopu apriHasu
MOXyTb OyTn 36aradeHi ogHMM eHaHTiomepoM. Hanpuknag, cnomnyka AaHoro BMHaxody MOXE Matu
GinbLue, Hixk 30 % e.i., 40 % e.i., 50 % e.i.,, 60 % e.i.,, 70 % e.i., 80 % e.i., 90 % e.i. abo HaBiTb 95 %
abo Binblumn e.i. Y gesdkux BapiaHTax 3aiMCHEHHS CrONyKa AAaHOro BUMHAXoa4y MOXKe matu Binblue, HiK
OOWH CTEPEOLEHTP. Y AesIKUX TakUx BapiaHTax 34iINCHEHHS CNOMyKM JAHOTo BUHAxXo4y MOXyTb OyTu
3baraveHi ogHuM abo GinbLue giactepeomepamu. Hanpuknaa, cnonyka gaHoro BUHaxoay Moxe martu
GinbLue, Hixk 30 % Aa.i., 40 % Aa.i., 50 % A.i., 60 % A.i., 70 % A.i., 80 % Aa.i.,, 90 % Aa.i. abo HaBiTb 95 %
abo 6inbLni A.i.

Y peskux BapiaHTax 34iMCHEHHS TepaneBTUMHUIA npenapaT iHribiTopy apriHasu moxe OyTu
36araveHuint ana 3abesneveHHs 34e6inNbLIOr0 0OAHUM €HaHTIOMEpPOM crnonyku (Hanpuknag, dpopmyn |,
Il a6o lll). EHaHTiOMEpHO 36aravyeHa CyMmill MOe BKIMOMaTH, Hanpuknaga, woHanMeHwe 60 MOnbHUX
BiJCOTKIB OAHOro eHaHTiomepy abo, Oinbll nepeBa)kHo, LIOHanMeHwe 75, 90, 95 abo HaBiTb 99
MOIbHUX BiACOTKIB. Y Ae€sKMX BapiaHTax 3[4iMCHEHHA cronyka iHribitopy apriHasu, 3b6arayeHa ogHUM
€HaHTioMepoM, NO CyTi BinNbHa Bif IHWWX eHaHTioOMepiB, Ae NO CyTi BiNbHWIA O3Ha4ae, WO PeYoBUHA,
npo §Ky inae mosa, CTaHOBUTb MeHLLe 10 % abo meHwe 5 %, abo MeHwe, Hik 4 %, abo meHwe 3 %,
abo MeHLe, HixK 2 %, abo MeHwe 1 %, y NOPIBHAHHI 3 KINbKICTIO iHLLUMX €HaHTIOMEpIB, Hanpuknaa, y
komnosuuii abo cymiwi cnonyk. Hanpuknag, akwo komno3udis iHribitopy apriHasu abo cymilli cnonyk
BKIMOYaTh 98 rpamis MNEPLUOro eHaHTioMepy i 2 rpamu Apyroro eHaHtiomepy, ue 6yae BkasyBaTu Ha
BMICT 98 MONbHMX BigCOTKIB NEPLUOTO eHAHTIOMEpPY i TiNbkn 2 % ApYyroro eHaHTioMepy.

Y pesikux BapiaHTax 34iMCHEHHS TepaneBTUYHMIA npenapar Moxe Oyt 3barayeHun Aans
3abe3neyeHHa 34ebinblIOro ogHMM AaiacTepeoMepoM CMnonyku iHriGiTopy apriHasum (Hanpuknag,
dopmyn |, Il abo Ill). OiactepeomepHo 30aradeHa CyMmill MOXKe BKNIOYATU, HANPUKNAA, WOHaWMeEHLLE
60 MOnbHMX BIACOTKIB OAHOro aiacrepeomepy abo, GinblU NEPEBaXHO, LLOHaNMeHwWwe 75, 90, 95 abo
HaBiTb 99 MONbHUX BiACOTKIB.

Cnocobu nikyBaHHs

Hekinbka KOHKpeTHUX niaxoais A0 akTuauii T-KNiTUH Nokasanu A4OCUTb CydYacHy NepcnekTuBy B
nikyBaHHi nyxnuH. OanH Takui nigxia npunyckae aktmeauio T-KNiTUH WNaxoMm 6nokaan noBepxXHEBOro
aHTureHy CTLA-4 T-kniTMH 32 AONOMOrOl0 aHTuTina ininimymaby. Opyruii nigxia nonarae B Tomy, Wo6
3abe3neynT  aKTMBAUi  IMYHHMX  KOHTPOMbHMX TOYOK WMASXOM  OnOKyBaHHSA  B3aemogil
3anporpamoBaHoi 3armbeni knituH 6inka 1, a6o PD-1, ekcnpecoBaHoro Ha T-kniTMHax Ta ix niraHgi,
PD-L1, BusiBneHoro B Gararbox nyxnuHax. TpeTin nigxia nonsrae B aktuBauii T-KNiTUHHOrO
peuentopa LWMASXOM MOCTA4YaHHA  KMYOBUMKU  CTUMYMIOIOYMMK  ddakTopamu  abo  BioreHHumu
peyoBMHaMU, TAKUMK AK TPUNTOMaH.

26



10

15

20

25

30

35

40

45

50

55

60

UA 123700 C2

[Hribitopn iHoonamiHaiokcureHasu, abo IDO, 6ynu nokasaHi AN BiAHOBNEHHS NO3aKMITUHHOIO
TpuntohaHy, 6e3 SKOro He MOXe CTaTu aKTUBHUM T-KMITUHHUIA peuentop. APpriHiH, nogibHo Ao
TpuntodhaHy, sBnse cobOK amiHOKMCNOTY, WO € OCHOBOW ANA (PYHKUIOHYBAHHA LMTOTOKCUMYHUX T-
KNiTUH. Be3 apriHiHy nNyxnMHHi cneuuivyHi UMTOTOKCUYHI T-KNiTUHWM BUABMAAIOTLCA He3aaTHUMMU
ekcnipecyBat OyHKUIOHANbHUIA T-KNITUHHWMIA peuenTop Ha iX NOBEPXHi i, y pesynbTaTi, HE MOXYTb
aKkTuBizyBaTtucs, nponigepoByBatu abo 30inblwiyBaTu edEeKTUBHY NPOTUMYXIMHHY peakudilo. Y
BiANOBIAb Ha CEKPETYYi NyxnuMHy akTopu, CYMPECOPHi KNITMHM MIENOIAHOro MOXO4XKEHHA, abo
MDSC, HakonuyyloTbCA HaBKOMO MNYXNUMHU Ta BUAINAITbL hepMEHT apriHasy, Lo npu3BoaUTb A0
BUCHAXXEHHS apriHiHy B MIKPOOTOYEHHI NyXMUHN.

BucHakeHHA apriHiHy 4Yepe3 nigBULLEHI PiBHI apriHasyM cnocrepiracTbCsa NpU HUPKOBO-KMNITUHHINA
KapuuMHOMi Ta rocTtpoMy MienobGnactHoMmy newnkosi. Kpim Toro, cnocrepiranuca 3HadHi MDSC
iH(binbTpaTH B NiALWNYHKOBIM 3an03i, MOMOYHIN 3aN03i | iHWKXX TUNax NyXUH.

Y pesdkux BapiaHTax 34IMCHEHHS OAaHOTO0 BMHAXOAy HagaHuhi crnoci® nikyBaHHA paky LUNSXOM
30inbLUEHHST PIiBHIB APriHiHY B MIKPOOTOYEHHI NyXNWHW, TUM CaMUM AAal0uN MOXIMBICTb akTusauil
UMTOTOKCUYHUX T-KIITUH opraHismy. PiBHi apriHiHy MoxyTb OyTW MiaABULLEHI LLIOHANMEHLUE A0
NoABIMHOT KOHUEHTpauil apriHiHy B NyXNUHI. Y AeAKUX Takux BapiaHTax 34iWCHEHHS piBHI apriHiHy B
MIKPOOTOYEHHI MigBULLYIOTLCA LWOHaWMeHLWe 3-KkpaTHO, 4-KpaTHO, 5-kpaTHo, 6-KpaTHo, 7-KpaTHo, 8-
KpaTHo, 9-kpaTHo, 10-kpaTHe abo GinbLue, BiAHOCHO PIBHA apriHiHy B AaHIN NyXMKHI.

OaHuMm i3 3acobiB MiABULLEHHA PIiBHIB apriHiHy B MIKPOOTOYEHHI AAHOI NyXMUHW € iHrOyBaHHS
apriHasu. IHriGiTopu apriHasm MoXKyTb CNPUATU NPOTUMYXINUHHIN iIMYHHIA BiANOBiAi Yepes3 BigHOBNEHHS
PiBHIB apriHiHy, TUM camM1UM Aatoun MOXIIUBICTb akTMBaUil UUTOTOKCUYHUX T-KMITUH OpraHiamy.

BianoBigHo, y Aeskux BapiaHTax 34iiCHEHHA OAHUIA BMHAXiA Hagae cnocobu nikyBaHHA paky, LLO
BKIIOYAOTb BBEAEHHSI Cy0'€KTOBI, WO NoTpebye LbOoro, TepaneBTUYHO eEKTUBHOT KiNbKOCTi 3acoby
apriHiHoBoT Tepanil.

Y peskux BapiaHTax 34IMCHEHHS pak, Lo MiadaeTbcsa NiKyBaHHIO cnocobamu OaHOro BUHaxoay
saBnsae cobow roctpuin nimodbnactHuin nenkos (ALL), roctpun MienobnacthHui nenkos (AML),
agpeHoKopTUKanbHy KapuuHOMY, aHanbHUi pak, aneHanKynApHui pak, aTunoBy
TepaToigHo/pabaoigHy nyxnuHy, 6a3anbHO-KIITUHHY KapUMHOMY, Pak »KOBUYHUX MPOTOK, paK CEYOBOro
Mixypa, pak KiCTOK, MyXJIMHY rofloBHOr0 MO3KY, aCTpPOLUUTOMY, NYXMUHY FONOBHOrO i CIMHHOIMO MO3KY,
rniomy ctoBOypa MO3Ky, aTUNOBY TepaToiaHo/pabaoigHy NMyxnuMHY LEeHTpanbHOI HEPBOBOT CUCTEMM,
eMOpIiOHaNbHI MYXMUHU LEHTPanbHOT HEPBOBOT CUCTEMM, PaK MOMOYHOT 3ano3un, NyxnuHu GpoHXiB,
nimpomy bepkiTTa, KapuuMHOIAHY NyXAWHY, NEPBWUHHY KapuWHOMY HEBIAOMOro MOXOAKEHHS, pak
LEeHTpanbHOi HEpPBOBOI CUCTEMM, pak LMAKA MaTKW, AUTAYUA  pak, XOpAOMY, XPOHIYHWUNA
nimpouutapHun nerkos (CLL), xpoHiyHuin mienoneinkos (CML), XpoHidyHi mienonponicepaTuBHi
3axBOPIOBAHHSA, pak TOBCTOI KMLLKM, KONOPEKTanbHWW pak, KpaHiohapuHriomy, LWKIPHY T-KNITUHHY
nimomy, nNpoTOKOBY KapuuHomy in situ (DCIS), emMOpioHanbHi NyxnuHWM, pak eHAOMETPIl,
eneHaumobnacToMmy, eneHaMmMoMmy, pak CTpaBoXoay, ecTesioHenpobnactomy, capkoMy HOiHra,
eKCTpaKpaHianbHy repMiHOreHHy NyxnuWHy, no3aroHagHy repmMiHOreHHy nNyxsuHy, nosanediHKkoBUMI pak
>KOBYHUX MPOTOKIB, pak o4en, hibpo3Hy FiCTIOUUTOMY KICTKM, pak >KOBYHOrO MiXypa, pak LUMYHKY,
racTPOIHTECTUHANbHY KapUWHOTAHY MYXMNWHY, racTpPOiHTECTUHaNbHI cTpoManbHi nyxnuHu (GIST),
rEPMIHOTEHHY NYXMNUHY, TEPMIHOTEHHY NYXMUHY SEYHUKIB, rectauioHHy TpodobnacTuyHy MyxnuHy,
rniomMy, BONOXATOKNITUHHWIA NENKo3, pak ronoBM Ta LUK, pak cepud, renaTtouentionsapHui pak,
ricTioynTo3s, pak KnituH JlaHrepraHca, nimdomy XoaxkiHa, rinopapuHriansHMin pak, BHYTPILLHLOOYHY
MenaHoMy, NyXSIMHY OCTpPIiBLiB MigLWNYHKOBOT 3ano3u, capkomy Kanowi, Pak HUPOK, FicTIOUUTO3 KNiTUH
JlapreHraHca, pak roprtaHi, NenKemilo, pak MNopOoXHWHM poTa Ta ryb, pak MediHku, nobynapHy
kapuuHomy in situ  (LCIS), pak nereHis, nimcpomy, nos'azanHy i3 CHIJom nimcomy,
Makporno®yniHeMito, pak YONoOBIMOI TrpyaHOT 3ano3u, MeaynobnactoMmy, Meaynoenireniomy,
MenaHoMmy, kKapuuHoMmy Mepkenda, 3n0sKiCHY Me30TenioMy, MepBUHHUA  MeTacTaTUYHWUiI
NNOCKOKMITUHHUIA paK LWWi, KapuuHOMY CEPEeAMHHOT RiHii, i3 3anydeHHam reHa NUT, pak poToBoi
NOPOXXHWUHU, CUHAPOM MHOXMHHOT E€HOOKPUHHOT Heonnasii, MHOXWHHY MienomMmy/nnasmakniTuHHY
NYXJINHY, yHroigHun MiKO3, MienogucnnacTudHum CUHAPOM,
MienogucnnactudHy/mienonponipepatnyHy Heonnasito, XpoHiYHMK Mienonerkos (CML), roctpui
MienobnactHuin nerko3 (AML), mMienomy, MHOXMWHHY MIENOMY, XPOHIYHMI MienonponidepaTudHnii
posnai, pak HOCOBOT MOPOXHWHU, pak HABKONMOHOCOBOT NMasyxu, pak HOCOINMOTKU, HenpobnacTomy,
HEXOMKKIHCBKY NiM¢poMy, HEAPIOGHOKNITUHHUIA pakK NEreHiB, pak poTOBOT MOPOXHUHU, pak MNOPOXHUHU
poTta, pak rybu, opodphapiHreanbHuii pak, OCTEOCAPKOMY, pak SE€YHMKIB, pak MNiALLITYHKOBOI 3anosu,
naninomaro3, naparaHriiomy, pak HaBKOSIOHOCOBOI Masyxu, pak HOCOBOI MOPOXHWUHU, pak
napawmTonodibHuxX 3anos3, pak CtateBoro vneHa, dapiHreanbsHuin pak, peoxpoMounToMy, NiHeanbHi
napeHxiMaTo3Hi  NyxnMHU  NPOMiKHOT  AudbepeHuiauii, niHeobnactomy, nyxnuHy rinodisa,
NNasMakniTMHHY MyXNUHY, MAEeBpOnereHeBy GnacTtomy, pak MOSIOYHOI 3ano3u, NEpPBUHHY niMdomy
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LeHTpanbHoi HepBoBOT cuctemun (CNS), pak nepeaMixypoBoi 3ano3u, pak npsamol KULLKKW, HUPKOBO-
KNITUHHWIA paK, CBITNOKNITUHHY HUPKOBO-KNITUHHY KapuUWHOMY, pak HUPKOBOT MUCKW, pak ceyoBoay,
nepexigHo-KMiTMHHUIA  pak, peTuHobnacToMmy, pabaoMioCpakoMy, pak CIUMHHUX 3ano3, capKkomy,
cuHapom Cesapi, pak LWKipW, APIOHOKNITUHHWIA pak NEreHiB, pak TOHKOT KULLIKW, CapKOMY M'SKUX
TKaHWH, MIOCKOKITITUHHY KapUWHOMY, MAOCKOKMITMHHUA pak LUMi, O NEPBUHHO HE MNPOABMAETbLCA,
NNOCKOKMITUHHY KapuuHomy ronosu i wmni (HNSCC), pak LnyHKy, cynpaTeHTopianbHi NPUMITUBHI
HenpoekTogepmManbHi NyxnuHKW, T-KNITUHHY niM¢pomy, pak dedka, pak ropna, TUMOMY, KapuuHOMY
BUMOYKOBOT 3aro3u, pak LUMTonoAibHoT 3ano3u, nepexiaHo-KNiTMHHWUIA pak HUPKOBOT MUCKK i cevoBoay,
NOTPIMHWIA HEeratTMBHUIM pak MOmno4dHoi 3ano3u (TNBC), recrauioHHy TpodoOnacTudHy NyXnuHY
HEBIAOMOT NEePBUHHOT NoKanisauii, He3BUYaANHUIN AUTSYMIA pakK, pak YPeTpu, pak MaTKu, CapKoMmy
MaTku, MakpornobyniHemito BanbaeHcTtpeMa abo nyxnuHy Binbmca.

Y pesakux BapiaHTax 34iNCHEHHs1 pak, WO NiagaeTbCca NikyBaHHK cnocobamy JaHOro BMHaxXoAy,
saBnAe cobow pisHOBMA rocTporo MienobnactHoro nenkosy (AML), paky MONOYHOT 3amnosm,
KONOpeKTanbHOro paky, XpoHidHoro mienonenkosy (CML), paky cTpaBoxody, pPaKky LUAYHKY, paky
nereHis, MenaHoMu, HeApIGHOKNITUHHOT KapuuHomu nereHiB (NSCLC), paky nigLwnyHKoBOT 3anosm,
paky nepeaMixypoBoi 3anosu abo paky HUPKW.

KomGiHOBaHa Tepanis € BaXnMBUM CNocobom nikyBaHHs1 BaraTbOoX 3axBOPIOBAHb, TAaKMX SK pak.
OCTaHHi HayKOBi AOCArHEHHA 36iNbLUMNKU HaLWE PO3yMiHHS NaTtodi3ionoriyHMX NPOUECIB, SIKi Nexartb B
OCHOBI LUMX Ta iHLWKMX CKMNaAHMX 3axBOPIOBAHb. Take NnornubneHe po3yMiHHS CNYXXWMTb CTUMYNOM ANs
PO3BUTKY HOBUX TepaneBTUYHMX MiaxodiB 3a JA0MOMOrold KomOGiHauii nikapcbkux 3acobis,
CNPsSIMOBAHWX Ha JekKinbka TepaneBTUYHWX MiILWEHEW Ana NONINWeHHA JfikyBanbHOT BigNoBiai,
3BEAEHHSI A0 MiHIMYMY PO3BUTKY PE3UCTEHTHOCTI abo MiHimi3auii HecnpuATNMBUX NOAIN. Y cutyauisx,
npu sikmx KoOMGiHOBaHa Tepanist 3abes3nevye iCTOTHI TepaneBTUYHI NepeBaru, € NPUCYTHIM 3pOCTalo4uit
iHTepec Ao po3pobkn KomMOiHaUIM 3 HOBUMW AOCNIAXKYBAHUMU MiKapCbkummn 3acobamu, Takmumu K
iHriGiTopu apriHasu.

Mpu po3rnsiai BBEAEHHS AEKINbKOX TepaneBTUYHMX 3acobiB pasoM, MOBMHHO CTOATU NUTAHHS MPOo
Te, AKOro poay nikapcbka B3aemogia Oyae cnocrepiratuca. La aia moxxe 6yTu NO3UTUBHOK (KOMK
edekT npenapary 36inbLyeTbcA) abo aHTaAroHICTUYHOK (KONMK 3MEHLIYETbCA edhekT npenaparty), abo
MO>Ke NPOSABIATU HOBUI NOBGIMHUIA edPekT, LLI0 HE BUHMKAE caM Mo Cobi.

Konn B3aemoaia npusBoautb A0 30iNbLUEHHA BMAMBY OAHOrO mnikapcbkoro 3acoby ato 060X,
CTYMiHb, Y AKOMY KiHUEBUIA edekT KOMOIHOBaHMX Mikapcbkux 3acobiB OinbLUMA, HK Big BBEAEHHS
TiNbKWM 0QHOTO NiKapCbKoro 3acoby, Moxe O6yTu po3paxoBaHui, MPM3BOASAYUN B pe3ynbTati 40 TOro, Wwo
HasuBaeTbCca "MokasHukoMm agutusHocTi" (Cl) (Ybkoy | Tananaw, 1984). 3HadeHHS nNoKasHUKa
aguTUBHOCTI npu abo 6nu3bko 1 BBaXKAETbCA "aAWTUBHUM", y TOW 4Yac sIK 3Ha4YeHHs OGinbwe 1
BBaXKAETbCA "CUHEPTIUHUM".

OaHuit BUHaxig Hagae cnocodbu KkoMOiHOBaHOT Tepanii npu nikyBaHHi abo npodinakTuui paky, Wwo
BKIMOYaTb 3acobu  apriHiHoBOT Tepanii (Hanpuknaa, iHribitop apriHasm) i oguH abo OGinbLie
[04aTKOBUX XiMiOTe paneBTUYHMX 3aCo0iB.

Heqki BapiaHTW 3aiiCHEHHS OaHOro BMHaxo4y Hanexatb OO0 NiKyBaHHA paky, L0 BKMYae
BBEAEHHSA XiMioTepaneBTUYHOro 3acoby Ta iHribiTopy apriHasu.

Y neskux BapiaHTax 34iiCHEHHS XiMioTepaneBTUYHUM € iIMYHOCTUMYMIOIOYUIA 3acib.

XimioTepaneBTUuHMI 3acib, WO Moxe OyTU ChiNnbHO BBEAEHMI i3 3acobamu apriHiHOBOT Tepanil
(Hanpuknaga, iHriditopamu apriHasu) y cnocobax 3a gaHuM BUHAX0A0M, BKIMOHMAOTh aMiHOTMIOTETUMIA,
aMcakpiH, aHacTposon, acnapariHasy, AZD5363, BakuuHy npotu Gaumnu KanbmetTta-lepeHa (bcg),
Gikanytamia, 6neomiunH, 0OGopTe3omib, OycepeniH, OycyndaH, KamnTOTEUMH, KaneuutabiH,
kapbonnaTtuH, kapdin3omib, kapmycTuH, xnopaMmOyuun, xnopaoxiH, uUucnnaTtuH, knagpubiH,
KnoapoHaT, KoOiMeTuHi®, konxiumH, uuknodocdamia, uMnpoTepoH, uuTtapabiH, pakapbasuH,
OAKTUHOMIUMH, AayHopyOiuMH, AEeMETOKCUBIPUAWMH, AEKCAMETAa30H, AuxnopoauertaT, Ai€HecTpon,
aieTunctundectpon, gouetakcen, AokcopybiunH, enipybiumH, epnoTuHi®, ecTpaaion, eCTpaamMyCTuH,
€Tono3ua, €BEeponimyc, eksemecTaH, dinrpactum, dnyaapabiH, dnyapokopTusoH, dTopypaumn,
NyoOKCMMECTEPOH, dnyTamif, remuutabiH, reHiCTeiH, rosepeniH, rigpokCUce4voBUHy, igapyOiuuH,
idbochamia, imaTtuHib, iHTepdepoH, ipMHOTEKaH, NeHaniaomia, NeTpos3on, NENKOBOPUH, neynponia,
nesamison, NOMYCTWH, NOHigamiH, MexnopeTamid, MeapOKCUNPOreCTepoH, MErecTpos, mendanan,
MEPKaNTONypuH, MEpPCHY, MeT(OopMiH, MeToTpekcar, MinbTedO3nH, MITOMIUMH, MITOTaH,
MiToKcaHTpoH, MK-2206, HinyTaMia, Hiokogason, okTpeoTtua, onanapub, okcaninnaTtuH, nakritakcen,
namigpoHat, nasonadid, neHTOCTaTWH, nepudpocuH, nnikamiumH, nomanigomia, nopdumep,
npokapbasuH, panTuTpekcen, puTykcumad, pykanapud, cenymeTuHid, copacdeHi®, cTpenTo3ouuH,
CYHITMHIO, cypamiH, Tanasonapub, TaMoOKCMd)eH, TamMo3onamig, TamMCUpPONiIMyc, TeHino3ua,
TECTOCTEPOH, Tanigomia, TioryaHiH, TioTeny, TUTAHOUEHY AMUXNOpUA, TOMNOTEKaH, TPaMETUHIO,
Tpactysymal, TPETUHOIH, Beninapub, BiHGNACTUH, BiIHKPUCTUH, BiHAE3UH abo BiHAOpenGiH.
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Y pesakux BapiaHTax 3[IMCHEHHA XiMioTepaneBTUYHWMI 3acib, wWwo Moxe OyTu BBEAEHUIR i3
3acobBamu apriHiHOBOT Tepanii (Hanpuknag, iHribitopamu apriHasun) y cnocobax 3a JaHUM BUHAXOAO0M,
BKMovaTe abarosoMalb, agekatymymad, adyrysymab, aHatymomab mad)eHaTokc, anonisymao,
6niHaTymoMab, katrymakcomad, aypsanymab, enpatysymab, iHoTysymad osoramiuuH, iHTenymymad,
ininimymab, isatykcumat, nambponisymab, Hisonymab, okapary3ymald, onatatymad, nembponizyma0,
nigunisymad, Tugyunumymad, camanisymab abo tpemenimymad.

Y peskux BapiaHTax 34iNCHEHHs1 XimioTepaneBTM4HMM 3acobom € ininimymad, HiBonymao,
nembponizymab abo niaunisymab.

Bbyna pospobneHa MHOMdMHA KOMOIHOBaHMX Tepanii Ana niKyBaHHA paky. Y Aesikux BapiaHTax
30iCHEHHST CNOMYKU AaHOr0 BMHAXOAy MOXKYTb CMiNbHO BBOAUTUCA 3 KOMOIHOBaHOMO Tepaniet. Y
Tabnuuto 1 BKMNOYEHI Npuknaan kKoMOiHOBaHOT Tepanii, 3 K0T CNONYKM AaHOr0 BUHAX04y MOXYTb OyTu
CNiNbHO BBEJEHI.

Tabnuugs 1
InocTpaTuBHI Npuknagn komoGiHoOBaHMX Tepaniin AnAa NikyBaHHA paky
HasBa TepaneBTUYHI 3acobu
ABV JokcopybiunH, 6neomiuunH, BiIHONacTuH
ABVD AokcopybiunH, 6neomiuunH, BiHGNacTuH, aakapbasuH
AC (monodHa 3anosa) JoKcopybiunH, umknodocdamia
AC (Capkoma) JOKCOpYOBilUMH, uucnnaTuH
AC (Henpobnactoma) yuknocdpocamig, gokcopybilmH
ACE yuknodocamig, gokcopyOiuuH, eTonosung
ACe yuknodocamig, JokcopybiuuH
AD JokcopybiunH, gakapbasuH
AP JOKCOpYOBilUMH, uucnnaTuH
ARAC-DNR yutapabin, gayHopyGiuuH
B-CAVe OrIEOMILMH, NOMYCTUH, AOKCOPYOILNH, BIHONACTWH
BCVPP KapMycCTuH, uuknodgocdamig, BiH6NacTuH, npokapbasuH, NPeaHI30H
BEACOPP 6neomiuuH, eTonoaua, gokcopylbiumH, umknodocdamia, BIHKPUCTUH,
npokapbasunH, NpeaHi3oH, inrpacTum
BEP OGneoMiluH, eTono3na, UMCnnaTuH
BIP 6neoMiuuH, uncnnartuH, idocdamia, mepcHa
BOMP OrIEOMILMH, BIHKPUCTUH, LMCANIATUH, MITOMILIMH
CA yutapabiH, acnapariHasy
CABO UucnnaTuH, MeToTpekcar, OneoMilnH, BIHKPUCTHH
CAF yuknodocamig, gokcopydiuuH, dhTopypauyun
CAL-G uMKnoq)(_)cq)aMin, [ayHOpPyYOILUWH, BIHKPUCTUH, MPEAHI30H,
acnapariHasa
CAMP yuknodocamig, gokcopybiuuH, MeToTpekcar, npokapbasuH
CAP yuknodocamig, gokcopyOiyuH, umcnnaTtuH
Ca kapbonnaTuH, naknitakcen
CAV yuknodocdamig, JoKCopyBilunH, BIHKPUCTUH
CAVE ADD CAV i eTonosug
CA-VP16 yuknodocamig, gokcopybiyuH, eTonosung
CC yuknodocamig, kapbonnatuu
CDDP/VP-16 uMcnnaTuHi, eTonosung
CEF yuknodocdamia, enipybiumnH, dTopypaumn
CEPP(B) yuknodocamig, eTono3una, NnpeaHisoH, 3 abo 6e3/6neomiunHy
CEV umknodocdamia, eTono3na, BiHKPUCTUH
CF yucnnatuH, propypauyun abo kapbonnatuH propypaumn
CHAP uuknodocamig abo yuknodocdamia, anbTpeTamiH, JOKCOPYBILWH,
yucnnaTuH
ChIVPP xnopam®yuun, BiH6NAacTuH, NpokapbasuH, NPEAHI30H
CHOP yuknodocamig, OKCOPYOILUUH, BIHKPUCTUH, NPEAHI30H
CHOP-BLEO JoaasaHHa 6neomiunHy go CHOP
CISCA yuknodocamig, 4okcopyOiuuH, UmcnnaTuH
CLD-BOMP OIEOMILMH, LMCNIIATWH, BIHKPUCTWUH, MITOMILIMH
CMF MeToTpekcart, pTopypauun, umknodocdamia

29



UA 123700 C2

Tabnuugs 1

InocTpaTuBHI Npuknagn komoGiHoOBaHMX Tepaniin AnAa NikyBaHHA paky

HasBa TepaneBTUYHI 3acobu

CMFP uuknodgpocdamia, MeToTpekcar, propypauun, npeHisoH

CMFVP uuknodocdamia, MeToTpekcar, propypauun, BiIHKPUCTUH,
NpegHi3oH

CMV LUMCNIIaTUH, METOTPEKcaT, BiIHONACTuH

CNF uuknodgpocdamia, MiTOKCaHTPOH, pTopypauun

CNOP yuknodgpocdamia, MiTOKCAHTPOH, BIHKPUCTUH, NPESHI3OH

COB LUMUCNNATWH, BIHKPUCTUH, BNeoMilnH

CODE LUMCNIIATUH, BIHKPUCTUH, AOKCOPYOILMH, eToNo3na

COMLA yuknodocamig, BIHKPUCTUH, METOTPEKCAT, NTENKOBOPWH, untapabiH

COMP uuknodgocdamia, BiIHKPUCTUH, METOTPEKCAT, NPEAHI30H

Cxema Kynepa uMKnoq)ocq)aMin, MeToTpekcar, hTopypaumnn, BiHKPUCTUH,
NpegHi3oH

COP uuknodgpocdamia, BIHKPUCTUH, NPEaHi30H

COPE yuknodocdamia, BIHKPUCTUH, LMCNNATUH, ETON03UA

COPP yuknodocamig, BIHKPUCTUH, npokapbasuH, NpegHi3oH

CP(XpOHi4HMI nimchouutTapHuin
NENKO3)

xrnopamOyuun, npeaHi3oH

CP (Pak ae4HuKiB)

yuknodocdamia, yucnnaTuH

CT uucnnatuH, naknitakcen

CVD LUMCNNaTuH, BiHGNacTuH, aakapbasuH

CVI kapbonnaTtuH, eTonosug, ihoccamia, mepcHa
CVP uuknodgocdamis, BIHKPUCTUH, MPEHI30H
CVPP NOMYCTUH, NpokapOasuH, NPEAHI30H
CYVADIC yuknodocamig, BIHKPUCTUH, AoKcopybiunH, gakapbasuH
DA JayHopy6iuuH, umtapabiH

DAT JayHopyGiuuH, umtapabiH, TioryaHiH

DAV AayHopyGiuuH, umtapabid, eTonosua

DCT JayHopyOiunH, untapabiH, TioryaHiu

DHAP UMcnnaTuH, uMtapabid, AekcameTasoH

DI JokcopybiuuH, idoctamia

DTIC/TamokcupeH fakapbasuH, TamokcugeHr

DVP [ayHopyGiLUWH, BIHKPUCTUH, NPEaHI30H

EAP eTono3ua, AOKCOpyOiLUMH, UucnnaTuH

EC eTonosua, kapbonnaTtuH

EFP eTonosung, propypauun, yucnnaruH

ELF €TON03nA, NENKOBOPUH, hTOopypaunn

EMA 86 MITOKCAHTPOH, eTono3ua, uutapadin

EP €T0oNno3una, uncnnatuH

EVA eTono3unj, BiHbnacTuH

FAC dTopypauun, gokcopybiunH, umknodocdamia
FAM dTopypauun, 4oKCopyBilUnUH, MITOMILMH
FAMTX METOTPEKCAT, NENKOBOPUH, AOKCOPYOiLMH
FAP dTopypaumn, AoKCopybiunH, uMcnnaTuH

F-CL dTopypauun, NeMKkoBopuUH

FEC drTopypauun, unknodocdamia, enipybiuyH
FED dhTopypauun, eTonosuna, uucnnatuH

FL dnytamig, neynponia

FZ dnytamig, rosepeniHaueTaTHUN iMNNaHT
HDMTX METOTpEKCaT, JIENKOBOPUH

Hexa-CAF anbTpeTamiH, unknodgpocdami, MeToTpekcart, dpTopypauun
ICE-T idbocdhamia, kapbonnaTuH, eTono3ua, naknirakcen, MepcHa
IDMTX/6-MP MEeTOoTpeKcaT, MEPKaNTONypPWH, NeMKOBOPUH
IE ichochamia, eTonosung, MepcHa

IfoVP ihochamia, eTonosung, MepcHa
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Tabnuugs 1

InocTpaTuBHI Npuknagn komoGiHoOBaHMX Tepaniin AnAa NikyBaHHA paky

HasBa TepaneBTUYHI 3acobu
IPA idbocdamia, uucnnaTuH, Ao0KCopyodilmH
M-2 BIHKPUCTUH, KapMycTuH, uuknodocpamia, NnpeaHisoH, mendanaH
MAC-II MEeTOTpeKcaT, NENKOBOPUH, AAKTUHOMILMH, uuknodgocdamia
MACC METOTPEKCAT, AOKCOPYDiUnH, unknodocdamia, NOMyCTHH
MACOP-B METOTPEKCAaT, NENKOBOPUH, A0KCOPYDiLuH, unknodocdamia,
BIHKPUCTUH, BNEOMILVH, NPEeAHI30H
MAID MepCHY, aokcopybiuuH, idbocdamia, nakapbasuH
m-BACOD 6neomiuunH, AOKCOpPYOBILWH, umanq)ocq)amin, BiHKPUCTHH,
JEKCaMeTasoH, METOTPEKCAT, NENKOBOPWH
MBC METOTpekcaT, bneomMiumH, umcnnaTtuH
MC MITOKCAHTPOH, uutapaiiu
MF MeToTpekcar, hTopypauunn, TENKOBOPUH
MICE idbocdhamia, kapbonnaTuH, eTono3na, MepcHa
MINE MeEpPCHY, idhocdamif, MITOKCAHTPOH, ETONO3NA
mini-BEAM KapMyCTUWH, eTonosug, uutapabid, mendanaH
MOBP OIEOMILMH, BIHKPUCTWH, LMCNAATUH, MITOMILIMH
MOP MEXITOPETAMIH, BIHKPUCTUH, NpokapbasuH
MOPP MEXITOPETAMIH, BIHKPUCTUH, NpokapOasuH, NPeaHi3oH
MOPP/ABV MEXINOPETaMiH, BIHKPUCTUH, NnpokapbasuH, NpeaHisoH,

JokcopybiunH, 6neomiuunH, BiIHONacTuH

MP (MHOXMHHa mienoma)

mMendanaH, npeaHi3oH

MP (pak NEPEAMIXYpOBOI MITOKCaHTPOH, NpeaHi30oH

3anosm)

MTX/6-MO METOTPEeKCaT, MepPKanTonypuH

MTX/6-MP/VP MEeTOoTpeKcaT, MEPKaNTONypPWH, BIHKPUCTUH, NPeHi30H

MTX-CDDPAdr

METOTPEKCAT, NENKOBOPUH, UMCNNATUH, AOKCOPYOilMH

MV (pak MONOYHOT 3a1031)

MITOMIUMH, BIHGNACTUH

MV  (roctpa  mienouuTapHa
nenkemis)

MITOKCaHTPOH, eTono3ng

M-VAC MetoTtpekcaTt

BiHONTACTMH, AOKCOPYOILMH, UMCNNaTuH

MVP MitomiuuH

BiIHGNACTUH, LMCNNaTUH

MVPP MEXNOopeTaMiH, BiHONacTuH, npokapbdasuH, NpeaHi3oH

NFL MITOKCaHTPOH, pTopypauun, NnenkoBOPKUH

NOVP MITOKCAHTPOH, BIHONACTUH, BIHKPUCTUH

OPA BIHKPUCTWH, NPEAHI30H, JOKCOPYOBILUUH

OPPA JoaaBaHHa npokapbasuHy go OlMNA

PAC yucnnaTuH, 4okcopybiuuH

PAC-I yuennaTuH, 4okcopybiuuH, umknodocdamia

PA-CI yucnnaTuH, 4okcopybiuuH

PC naknirakcen, kapbonnartuH abo naknirakcen, yucnnaTuH

PCV NOMYCTUH, NpokapBa3uH, BIHKPUCTUH

PE naknitakcen, ectpaamycTuH

PFL uucnnatui, Topypauns, NENKOBOPKUH

POC NPeaHi30H, BIHKPUCTUH, NMOMYCTUH

ProMACGE NpeaHi3oH, MeToTpekcaT, NenKOBOPUH, A0KCOPYOBILMH,
yuknodocdamia, eTonosng

ProMACE/cytaBOM gpenHi_:’,OH, ngkcopy6i|_|,MH, Ll,VIKJ'IOd:)OC(*)aMip,, eTonosua, umtapabiH,

NEOMILMH, BIHKPUCTUH, METOTPEKCAT, NEVKOBOPUH, KOTPUMOKCa3on

npeaHi3oH, aokcopyBiumH, unknodocdamia, eTonosua,

PRoMACE/MOPP MEXITOPETaMiH, BIHKPUCTWH, NpokapbasuH, METOTPEKCar,
NENKOBOPUH

Pt/VM LMcnnaTuH, TeHinosna

PVA nNpeaHi3oH, BIHKPUCTUH, acnapariHasa

PVB UMCNIaTuH, BiHGNacTnH, 6neomiumH
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Tabnuugs 1
InocTpaTuBHI Npuknagn komoGiHoOBaHMX Tepaniin AnAa NikyBaHHA paky
HasBa TepaneBTUYHI 3acobu

PVDA NpeAHi30H, BIHKPUCTUH, AayHOpybiluH, acnapariHasa

SMF CTPENTO30LWH, MITOMILUWH, dhTOpypauun

TAD MEXINOpPETaMiH, npkcopy6i|_|,MH, BiHONIACTWH, BIHKPUCTUH, BNEOMIUUH,
€Tono3ung, NPeaHi3oH

TCF naknitakcen, yucnnatud, ropypauun

TIP naknirakcen, igpocamia, MepcHa, yucnnaTuH

TTT MeToTpekcar, uutapabiH, rigpoKopTU3OH

Topo/CTX yuknodgpocgamif, TonoTekaH, MepcHa

VAB-6 umknodocdamia, 4aKTUHOMILMH, BIHONACTUH, UMCNNATUH,
6neomiuuH

VAC BIHKPUCTWH, AAKTUHOMILMH, unknodocdamis

VACAGY B!HKpl/ICTl/IH, umknodocamia, 4okcopyOGiLMH, AaKTMHOMILIMH,
BIHKPUCTWH

VAD BIHKPUCTWH, AOKCOPYOILWH, AEKCaMETa30H

VATH BiHONIACTMH, AOKCOPYOILUMH, TioTeny, IyOKCUMECTEPOH

VBAP BIHKDUCTUH, KAPMYCTUH, AOKCOPYOILUWH, NPeaHi30H

VBCMP BIHKPUCTWH, KAPMYCTUH, Mendpanad, uuknodocdamia, npesiHi3oH

VC BiHAopenbiH, uucnnaTuH

VCAP BIHKPUCTUH, uuknodocdamig, AokcopybiuuH, NpeaHi3oH

VD BiHAOpenN6iH, AOKCOPYOBILWH

Vel BIHONIACTMH, UMcNNaTuH, idocdamia, mepcHa

VIP eTono3una, uucnnatut, idpocamia, MepcHa

VM MITOMIUUH, BIHGNACTUH

VMCP BIHKPUCTWH, Mendpanax, yuknodocdamia, npeaHi3oH

VP €Tono3una, uynucnnatuH

V-TAD €ToNn03ua, TioryaHiH, AayHopybiunH, uutapabiH

5+2 yutapabiH, 4ayHOPYDiLMH, MITOKCAHTPOH

7+3 yutapabiH 3/, gayHopybiuuH abo igapybiumH abo MITOKCAHTPOH

"8 g 1" METUNNPEAHI3OH, BIHKPUCTUH, TOMYCTUH, NpokapbasuH,
rigpoKCMCEYOBMHA, UMCNNATUH, uuTapabiH, gakapbasuH

Y peakux BapiaHTax 34iCHEHHS CninbHO BBEAEHUR XiMioTepaneBTUYHMI 3aci®d BubpaHui 3
iHriGiTopy metabonivyHOro hepmMeHTy, Takoro K rniOKO3Hi TpaHCMOPTEPU, FEKCOKiHA3a, nipyBaTkiHasa
M2, naktaT aerigporeHasm 1 abo 2, nipyBar AeriaporeHasa-kiHasu, CUHTa3a >XMPHUX KUCMOT i
rnioTamidasa. Y geskux sapiaHtax 3aifiCHEeHHs1 AaHui iHribiTop iHribye nakrart gerigporeHasu 1 abo 2,
abo rnwTamiHaszy. Y Aeskux BapiaHtax 34iliCHEeHHs iHribitopom € CB-839.

Y pesknx BapiaHTax 3AIMCHEHHS CNiNMbHO BBEAEHWM XiMiOTEpaneBTUMHUIA 3acid siBnae coboro
TepaneBTUYHUI IMYHOOHKONOrYHMIA 3aci®, Takui sk iHribitop aprinasu, CTLA-4, iHoonamiH 2,3-
niokcureHasa i/abo PD-1/PD-L1. Y gesikux BapiaHTax 34iMCHEHHSA iMYHOOHKONOriYHUM 3acobom €
abaropomab, agekatrymymab, adpyrysymad, aHatymomab macdpenartokc, anonisymab, GniHatymomad,
katymakcomab, aypsanymab, enpaty3ymad, iHaokcumoa, iHOTysymab osoramiuuH, iHTenymymao,
ininimymab, isatykcumad, nambponisymab, Husonymab, okapatysymad, onararymat, nembponizymao,
nigunisymad, tugunumymab, camanisymab abo Tpemenimymab. Y aesikux BapiaHTax 34iNCHEHHSI
iIMYHOOHKOMOrYHUM  3acobom € iHgokcumog, ininimyma®, Hueonymab, nembponisymab abo
nigunisymab. Y aeakux BapiaHtax 34iiCHEHHS iMyHOOHKOMOTiMHUM 3acoboM € ininimymab.

Y peskux BapiaHTax 34iiCHEHHA cnocib nikyBaHHA abo npodiinakTUKKM paky A04aTkOBO BKMOYAE
npoBeaeHHsA ogHoro abo BinbLie HexiMiYHMX cnocobiB NiKyBaHHA paky, Takux ik NpOMEHeBa Tepanis,
Xipyprisi, TepMmoabnauis, Tepania poKycoBaHUM yNbTPa3BYKOM, KpioTepania abo ix kombiHauis.

KNiTUHHI Wnsixu 34incHeHHA BinbluUe CXOXKi HA TKAHWHHI, HiXXK Ha MaricTpanbHi. ICHye kinbkapasoBa
HaAMIpHICTb a00 anbTePHATUBHI LUNAXM 3aCTOCYBAHHA, 3a sikMMK BiaOyBaeTbCA akTMBaLia y BianoBiab
Ha wWnax iHribypaHHa. Lla HaaMmipHIiCTb cnpusie nosiBi pe3nCTEHTHMX KNiTMH abo opraHisMmis nig
CENEeKTUBHUM TUCKOM HauineHoro 3acolby, WO npu3Beae A0 MiKapCbKOT CTIMKOCTI i KMiHIYHMX
peunaueis.

Y pesakux BuUNAAKax, XTOCb MO)e nepebopoTu iMyHHY eBasilo depes A04aBaHHSA  iHLLOTo
TepaneBTUYHOro 3acoby. Sk nokaszaHo Ha @ir.3, obGpobka NyxnMMH SK MNPOTMPAKOBMM 3acobom
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(hanpuknag, avTu-CTLA-4), Tak i iHribitopom apriHasn npu3sena B pesynbTati 4O MNOMITHOrO
3HWKEHHS] POCTY NYXJIMHW. I3 Uil npuunHM ana eeKTUBHOIO NiKkyBaHHSA GaratbOX NyXnMH 4acTo
notpibHa komGiHOBaHa Tepanis.

Y neskux BapiaHTax 3aiiCHEHHS AaHOro BUHAXoAy XiMioTepaneBTUYHMI 3aci® BBOAATH OQHOYACHO
3 iHribiTopom apriHasn. Y geakux BapiaHtax 34ifiCHEHHS XiMioTepaneBTUYHMUIA 3acib BBOAATb NMPOTATOM
Big 6Grm3bko 5 xBunuH ao 6nusbko 168 roanH 4o abo nicng iHriGiTopy apriHasu.

BusHaueHHsi

TepmiH "aumn" NpUAHATUMI Yy AaHid ranysi i HanexuTb A0 rpynu, NpPeacTaBsfieHOl 3aranbHolo
dopmyrnoto sByrnesogeHbC(O)-, nepeBaxHo ankinC(O)-.

TepMmiH "auyunamiHo"” NPUAHATUIA Y AaHIK ranysi i HaneXxuTb 40 amiHOrpynu, 3amilleHol aununbHO
rpynoto, i moxxe 6yTn npeactaBneHuin, Hanpuknaga, popmynoto ByrnesoaeHbC(O)NH-.

TepMiH "aumnokcu" NpURHATUIA Y AaHii ranysi i HaneXxuwTb 40 rPynu, NPEeACTaBnAEHOl 3arasnbHOIo
dopmynoto sByrnesogeHbC(0O)O-, nepesaxkHo ankinC(O)O-.

TepMiH "ankokcK" HaneXXuTb A0 ankifbHOT rpynu, NEPEBaXKHO HWXYOT ankinbHOT rpyni, Wo mae
NPUESHAHUMA OO0 HET KUCEHb. IMOCTPaTUBHI ankOKCUIPYnu BKMKOYAKOTb METOKCU, €TOKCU, MPOMOKCHU,
TpeT-6yTOKCH Ta NoAibHi.

TepMiH "ankokciankin" Hanexutb A0 ankinbHOT rpynu, 3amilleHoT ankoKCUrpymnoto, i Moxe 6ytu
npeacTaBneHuii 3aransHow opmynoto ankin-O-ankin.

TepmiH "ankeHin", Sk BUKOPUCTAHO B JaHOMY OMWCI, HanexuTb A0 anicaTUYHOT rpynu, Lo
BKMNOYaE LUOHaWMEHLIE OAWH NOABIMHUIA 3B'A30K, | NPU3HAYEHA ANA BKIIOYEHHA SK "He3aMmilleHux
ankeHinis", Tak i "samilleHnX ankeHinis", OCTaHHIN 3 AKX HANEXUTb 40 anKeHINbHUX rpyn, SKi MaloTb
3aMiCHUMKM, WO 3aMIiLLYIOTb BOAEHb HA OAHOMY abo Ginblue aTomax BYrNewuo ankeHinbHol rpynu. Taki
3aMICHUKM MOXYTb ICHYBaTK Ha ogHOMY abo GinblLUe aToOMax BYITELo, SKi BKITKOYEHI YK Hi B oauH abo
Ginblle noaBiiHMX 3B'sI3KIB. Binblue TOro, Taki 3amiCHMKM BKIOYAKOTb BCi, sKi nepeabadatotbc
ankinbHUMKU Tpynamu, SK MNOKA3aHO HWKYE, 3a BUHATKOM TUX BUMAAKIB, SKi NEPELUKOAKAIOTb
ctabinbHocTi. Hanpuknag, 3amilleHHs1 ankeHinbHuUX rpyn nepeabadaerbca oaHielo abo 6HinbLue
ankinbHUMK, KapOoLUMKNINbHUMKU, apUIBHUMKU, TETEPOLUKNINBHUMKU a0 reTepoapubHUMK rpynamMu.

"AnKinbHa" rpyna i "ankaH" ABnsilOTb COO0K HeapoMaTUYHMIA BYIMeBOAEHb i3 npaMuMm abo
po3rany>keHum NaHUoroM, Lo € MOBHICTIO HacudYeHUM. 3BMYanHo npama abo posranykeHa ankinbHa
rpyna Mae Big 1 oo npubnusHo 20 aTtomiB Byrneuw, nepeBaxkHo Big 1 go npubnusHo 10, Akwo
creuianbHO He BM3HA4YeHe iHwe. MNpuknaan ankinbHMX rpyn i3 npssMuM abo po3ranyeHUM NaHLorom
BKIIOYAKOTb METUN, €TWM, H-Mponin, isonponin, H-6ytun, BTOp-OyTun, TPET-OyTUN, NEHTUN, TEKCUn,
NEeHTUN | OKTUN. ANKinbHa rpyna i3 npammum abo posranyxeHuM C1-Ce NAHLUIOTOM TaKOX Ha3MBAETbCS
"HUXKYOI0 anKiNbHOK" rPynolo.

Binbwe Toro, TepmiH "ankin" (a6o "Hw4Mi ankin"), SK BMKOPUCTOBYETHCS Y BCbOMY OMUCI, Y
npuknagax i opmMmyni BUHaxoay, NpU3HaAYeHWW ANS BKMIOYEHHA AK "HesamilleHuX ankinis", Tak i
"3aMiLeHnX ankinie", OCTaHHIN 3 AKMX HaANEXUTb A0 ankKifbHUX bparmeHTis, AKi MaloTb 3aMiCHUKM, LLO
3aMillyloTb BOJAEHb Ha oAHOMY abo OinbLue aromax BYIMEL BYIMEBOAHEBOro ckemneta. Taki
3aMiCHUKU, SIKLLO cneuianbHo He 3a3Ha4YeHo iHWwe, MOXYTb BKNoYaTW, Hanpuknag, ranoreH, rigpokcun,
kapboHin (Takui sk kapOoHKcun, ankokcukapbodin, dopmin abo auun), TiokapboHin (TakMin sk
cknagHum Tioediip, Tioauetat abo TiodopmiaT), ankokcun, docdopun, docdar, docdonar,
docpiHaT, amiHO, amigo, amiguH, iMiH, udiaHo, HITpo, asuao, cynbdrigpun, ankinTio, cynbdar,
cynboHar, cynbdamoin, cynbpoHamMiao, cynbgoHin, retepoumnknin, apankin abo apomatudHuii abo
rerepoapomatuvHuin pparmMeHT. daxiBueBi B AaHin ranysi TexHikn Oyae OYEBMAHO, WO TPynu, siKi
3aMiLLyIOTb Ha BYIMEBOAHEBOMY NaHLI03i, cami No cobi MoKyTb ByTK 3aMilleHMMK, NpyU HEOBOXiAHOCTI.
Hanpuknag, 3amiCHUKMA 3aMILLLEHOrO ankiny MoXyTb BKIOYMATU 3aMilleHi i He3aMiweHi hopmn amiHo,
asnao, iMmiHo, amigo, docdopuneHux (BkNovarun doceoHar i docdinaT), cynbdOHINbHUX
(Bknovatoun cynbdat, cynbhoHamigo, cynbdamoin i cynbgoHar) i CUninbLHUX rpyn, a Takox NPoCcTux
edipiB, ankinTio, kapboHiniB (BKIKOYAOUN KETOHM, anbaerian, kapbokcunatu Ta cknagHi edipn), -CF3,
-CN i nogi6Hi. Mpuknagamu 3amilleHnX ankinie € Taki, sk onucaHo Hk4e. Liuknoankinu moxyTtb 6yTu
[0OaTKOBO  3aMilleHi ankinamu, ankedHinamu, ankokcu, arnkinTtio, amiHoankinamu, kapOoHin-
3amiwieHumun ankinamum, -CF3, -CN i nogidHumu.

TepMiH "Cxy, KON BUKOPUCTOBYETLCA Y 3B'A3KY 3 XiMIYHOIO PYMNoIo, Takolo SIK auum, auunokcu,
ankin, ankeHin, ankiHin abo ankokcu, 03Ha4a€ BKMIOYEHHSA TPymn, AKi BKIKOYAKOTb Bid X A0 y aTOMiB
Byrmeyo B naduwsi. Hanpuknag, tepmiH "Cxyankin" HanexuTb A0 3aMilleHnx abo HesamileHux
HaCUYEHMX BYIMEBOAHEBMX IPyM, BKIIOYAIOYM anKinbHY rpyny i3 NPSMUM NAaHLIOTOM i ankinbHy rpyny 3
po3rany>keHMM JNaHLUorom, WO BKIKOYAE Big X A0 y aTOMIiB BYINEU B MaHUo3i, BKOYaKO4M
ranoreHankinoHi rpynu, Taki gk TpudropmeTun i 2,2,2-tpucdprtopetun, i T.4. Co ankin asnse coboto
BOJEHb, KONU AaHa rpyna nepebyBae B KiHLEBOMY MOMOXEHHI, | 3B'A30K, AKWO nepebyBae ycepeauHi.
Tepminn "CoyankeHin” i "CoyankiHin" Hanexartb A0 3aMilleHnx abo He3amileHWX HeHacUYeHuX
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anidhaTu4HMX rpyn, aHanoriyHMM 3a AOBXWHOIO | MOXKMMBOMY 3aMiLLEHHI ankinam, onucaHuMm BULLE,
ane sKi BKIOYaTh LWOHaWMEHLLIE OAWH NOABIMHWUIA aB0 NOTPINHUA 3B'A30K, BiAMOBIAHO.

TepMmiH "ankinamiHo", 9K BMKOPUCTAHO B AaHOMY OMWCI, HaneXuTb OO0 amiHOrpynu, 3amiwleHol
LOHaNMeHLLIE OAHIEID anKinbHOIO rpynoio.

TepMmiH "ankinTio", 9K BUKOPUCTAHO B OAHOMY OMUCI, HaneXxuTb A0 TIONbHOI rpynu, 3amilleHol
ankinsHO rpynoto, i Mmoxe 6yTu NpeacraBneHa 3aranbHo GOPMYNo ankins-.

TepMiH "ankiHin", Ak BUKOPUCTAHO B JaHOMY OMUCI, HANEXUTb A0 anidaTUYHOT rpynu, Wo BKNOYae
LOHaNMEHLLEe OAWH NOTPIAHWA 3B'A30K, | MPU3HAYEHWI ONA BKIOYEHHA AK "He3aMileHuX ankidinis",
Tak i "saMilWeHnX ankiHinie", oCTaHHIN 3 AKX HanNeXuTb 40 ankiHiNbHUX rpyn, WO MakTb 3aMiCHUKU,
WO 3aMilyloTb BOAEHb HA OAHOMY abo Ginblue aToMax BYrMeL ankiHinsHOT rpynu. Taki 3aMiCHUKK
MOXKYTb iCHYBaTU Ha ogHOMY abo0 GinblLue artoMax BYreLto, AKi BKModeHi abo He BKMoYeHi B 0auH abo
Oinblie noTpiiHMX 3B'sAA3KIB. KpiM TOro, Taki 3amiCHMKM BKMOYaKOTh BCi, SAKi nepeabadatotbcd
ankinbHUMKU rpynaMu, fK OOroBOPEHO BULUE, 38 BUHATKOM TUX BWUNAAKIB, SKi NEpPELUKOKaloTb
crabinbHocTi. Hanpuknaa, 3amilleHHs1 ankiHinbHUMX rpyn nepeabadvaerbcsl oaHieto abo 6HinbLue
ankinbHUMK, KapOoLUMKNINbHUMKU, apUIBHUMKU, TETEPOLUKNINBHUMKU a0 reTepoapubHUMK rpynamMu.

TepMmiH "amig", 9K BUKOPUCTAHO B JAHOMY OMUCI, HANEXUTb 40 rPynu

o]

\*N/Rm

R10
ne koxeH R0 HesanexHo sBnsie cobolo BoaeHb abo BYrneBoAHeBY rpyny, abo asa R0, BagTi
pasom 3 atToMOM N, 40 SIKOro BOHW NpUEHAaHi, YTBOPIOIOTb reTEPOLMKII, Wo mMae Big 4 Ao 8 atomiB y
KinbLUeBIiA CTPYKTYpI.
TepMmiHn "amid" i "amiHO" € 3aranbHONPUIAHATUMU B AaHin ranysi i HanexaTtb 9K 40 He3aMilLeHuX,
Tak i 4O 3aMilLIEHMX aMiHiB Ta TX conen, Hanpuknaa, hparMeHTa, Lo Moxe 0yTn npeacTaBneHnn sK:

R10 R10
N R
\ \

R10 260 R’IO

ne koxxeH R'? HesanexHo siBnsie coboto BoaeHb abo ByrneBoaHeBy rpyny, abo asa R0, BaaATi
pasom 3 atToMOM N, 40 SIKOro BOHW NpUEHaHi, YTBOPIOIOTb reTepoLunks, wo mae Big 4 Ao 8 atomiB y
KinbLUeBIiA CTPYKTYpI.

TepMmiH "amiHoankin", Sk BAKOPUCTAHO B AaHOMY OMUCI, HANEXUTb A0 anKinbHOT rpynu, 3aMileHol
aMmiHorpynoto.

TepmiH "apankin", 9K BUKOPUCTAHO B AaHOMY OMWUCI, HaNeXwWTb A0 anKifibHOT rpynu, 3amilleHol
apuUbLHOIO rPynoto.

TepmiH "apun", 9K BMKOPUCTAHO B AaHOMy OMNWCI, BKMOYae 3amilleHi abo HesaMilleHi
OOHOKINMbLEBI apOMAaTUYHI TPYMK, Yy SKMX KOXKEH aTOM KinbLsa sSBNAe coboto atoM Byrneuo. MNepeBa)kHo
KinbUe aBns€ cobol0 5-7-uneHHe Kinbue, Ginbll NepeBaXHO 6-4yneHHe Kinbue. TepmiH "apun" Takox
BKITKOYAE NOJILUMKIIYHI KiNbLUEBI CUCTEMM, LLIO MalTb ABa abo Ginblue UMKNIMHUX KinbUSA, Y SIKMX ABa
abo GinbLue aToMK BYIMELIO CNONYyYEHi i3 ABOMA CYCigHIMK KiNnbUSAMK, A€ LOHANMEHLLE OAHe 3 Kineub
€ apoMaTUYHUM, a iHLI UMKNIYHI KinbUSA ABNSAI0TbL co00I0, HANPUKNaA, UMKNoankinu, UUKnoankeHinm,
UMKNoankiHinu, apunu, retepoapunu i/abo retepouuknind. ApunbHi rpynu BKovatb OeH3on,
HadpTaniH, peHaHTpeH, ddeHon, aHiniH i noaibHi.

TepmiH "kapbamat” NPUAHATUIA Y AaHii ranysi i HaNeXxuTb 40 a rPynu:

0] 0]
10 10
:f‘\OJLN,R ;f‘\NJ\O,R
R® a0 R° ,

ae R i R0 HesanexHo ABnsie cobo BoaeHb abo BYrnmeBOoAHEBY rpyny, Taky sK ankinbHa rpyna,
abo R® i R'%, B3saTi pazoM 3 aToMoM(amMu), Lo nepebyBae Mi>K HUMU, YTBOPIOIOTb FETEPOLIMKN, KU
Mae Big 4 A0 8 aTOMIB Y KinbLEBIN CTPYKTYPI.

TepmiHn "kapboumkn" i "kapOOoUMKNIMHUA", SIK BUKOPUCTAHO B AAHOMY OMWUCI, HamnexuTb A0
HacU4YeHOro abo HEHACMYEHOTO KiNnbls, Y SKOMY KOXXEH aTOM KinbusA ABNsie cobolo atoM BYrneuio.
TepmiH kapbouukn BKMOYMAE $SK apomatudHi  kapbouuknu, Tak i HeapomaTudHi  kapOouuKnu.
HeapoMaTtuuHi kapbouuknu BKIIOYAKOTb K LIMKMNOANKAHOBI KiMbUSA, Y SKMX BCi aroMu BYINeLo €
HacUYEeHUMU, TakK i LUMKNOAankKeHOBI KinbuUs, SIKi BKNIOYaOTb WOHANMEHLLE OAWH MOABIMHWI 3B'A30K.
"Kapbouukn" BKNIOYAE 5-7-YneHHi MOHOUMKMIYHI i 8-12-yneHHi GiuuknivHi kinbus. KoxkHe Kinbue
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GiumknivyHoro kapbouukny Moxxe 6yt BUOpaHe 3 HACMYEHOTO, HEHACUYEHOTO | apOMAaTUYHOIO KiNnbLA.
Kapbouukn Bkntodae GiluMknivHi MONEKynK, y skux oauH, aga abo tpu, ado GinbLue aTomMmmu po3noineHi
MK ABOMA KinbUAMMK. TepMiH "KOHAEHCOBaHMI Kapbouukn" HanexuTb A0 GiyuknidHoro kapdbouukny, y
SAKOMY KOXHE 3 Kineub cnonyvyeHe gsomMa cycigHiMum atomamu 3 iHwWuM Kinbuem. KoxkHe Kinbue
KOHAEHCOBAHOro kapbouukny moxxe OyTu BuOpaHe 3 HACMYEHOro, HEHACUYEHOTO | apOMaTUYHOrO
KinbUsi. B inocTpaTMBHOMY BapiaHTi 34iNCHEHHS apoMaTuUYHe Kinble, Hanpuknaa deHin, Moxe 6ytu
KOHOEHCOBAHE 3 HAacu4eHMM abo0  HEeHacU4YeHUM  KinbLem, Hanpuknag, LUMKIIOreKCaHoM,
UMKNOMeHTaHoM abo uuknorekcaHoMm. byab-sika KomOiHALisE HACUYEHOro, HEHACUYEHOro i
apoMaTU4HOro GiUMKMIYHOrO KinMbUSA, SK [O03BONSE BANEHTHICTb, BKMIOMEHA Y BU3HAYEHHS
kapOoUMKNiYHUR. Mpuknagn "kap6ouukniB" BKNIOYaIOTb LMKMOMEHTaH, LMKIIorekcaH,
Giunkno[2.2.1]rentaH, 1,5-umknookragieH, 1,2,3,4-teTpariapoHacdranii, 6iumkno[4.2.0]okT-3-€H,
HadpTaniH i agamadHTaH. lMpuknagun KOHAEHCOBaHWMX KapOOUMKMIB BKMOYAKOTL AeKamniH, HadTaniH,
1,2,3,4-TeTpariapoHadtanid, 6iumknol[4.2.0JokraH, 4,5,6,7-teTparigpo-1H-iHaeH i Giumkno[4.1.0]renT-
3-eH. "Kapbouuknu" MoxyTb OyTu 3amileHi B 0yab-akoMy ogHOMY abo GinbLue NONOKEHHAX, 34aTHUX
HECTW aTOM BOZHIO.

"UnknoankinbHa" rpyna sBnae coboil0 LUUKMIYHUA BYINEBOAEHb, WO € MOBHICTIO HACWMYEHUM.
"Unknoankin" Bkniovae MOHOUMKMIYHI i GiUMKNivHI Kinbusi. 3as3Budai, MOHOLUMKIIYHA LMKNoankinbHa
rpyna mae Big 3 Ao 6nmusbko 10 atomis Byrneuto, Ginbll KOHKPETHO 3-8 aTOMIiB BYrneuo, SKLIO
crneuianbsHO HEe BM3HaJeHe iHwe. [pyre kinbue OGiUukniyHOro uuknoankiny moxe Oytu BubpaHe 3
HACMYEHOTO, HEHACMYEHOTO | apoMaTuUYHOro Kinbus. Lluknoankin Bkrnwodae OiuuknidyHi Monekynu, y
SKMX oauH, Aasa abo Tpu, abo Oinblwe artommu po3nodineHi Mk ABoMa KinbuAmW. TepmiH
"KOHAEHCOBAHUIA LMKNOANkKin" HanexuTb A0 OGiUMKMIYHOrO UMKNOAankiny, y sIKOMy KOXHe 3 Kineub
CMOMy4YeHO ABOMA CYCiAHIMM aTOMaMM 3 iHWKUM KinbueM. [pyre KinbLe KOHAEHCOBAHOro BilMKnivyHOro
uuknoankiny moxe Oytn BubpaHe 3 HACUYMEHOro, HEHACUYEHOro i apoMaTUYHOrO KinbLs.
"LUnknoankeHinbHa" rpyna siBnse cob0l0 UMKMIYHWMIA BYrMEeBOAEHb, WO BKNo4ae oauH abo Ginblue
NoABINHUX 3B'AA3KIB.

Tepmin "kapboumkninankin®, sk BUKOPUCTAHO B AAHOMY OMUCI, HANEXWTb A0 arnKinbHOT rpynm,
3aMiLLEeHOT KapOOoLMKMIYHOLO rpynoto.

TepmiH "kapGoHaT" NpUAHATUIA y aaHin ranysi i Hanexuts ao rpynu -OCO2-R'°, ne R'® asnse
c0o0010 BYrNMEBOAHEBY rpyny.

TepmiH "kapOokcu", dK BMKOPUCTAHO B AAHOMY OMUCI, HanmeXuTb A0 Tpynu, NpeacTaBneHol
dopmynoto -CO2H.

TepmiH "cknagHui edip”, AK BUKOPUCTAHO B 4aHOMY ONuci, HanexuTb o rpynu -C(O)OR'0, ge R0
aBnse cobolo BYrneBogHEBY rpyny.

TepmiH "npoctun edip", K BUKOPUCTAHO B AAHOMY OMUCI, HaNEXWTb A0 BYrMEBOAHEBOI rpynu,
3B'A3aHOT 4epe3 aTOM KWCHIO 3 [HLUOK BYrMEeBOAHEBOK rpynoto. BianosigHo, npoctuit edipHui
3aMICHMK BYIMEBOAHEBOT TPynM MOXe ABNSATM coborw ByrnesogeHb-O-. MpocTi edipn MOXyTb OyTu
abo cuMeTpuyHuMK, abo HecuMeTpuuHuMu. [lpuknagn npocTux edqipie BKMYae, ane, He
0OMEXKYIOUMCb HUMM, reTepounkn-O-retepouunkn i apun-O-retepoumkn. MpocTti edipyn BKNOYaKTb
"ankokciankineHi" rpynu, gki MoxyTb OyTu npeacTaBneHi saransHo opmynoto ankin-O-ankxin.

TepmiHn "rano" i "ranoreH", 9k BUKOPUCTAHO B AaHOMY OMUCI, 03HAYalOTb ranoreH i BKNOYaloTb
xrnop, dTop, 6pom i noa.

TepmiHn "retapankin” i "retepoaparnkin", Ak BUKOPUCTAHO B JAaHOMY OMWUCI, HaneXaTb 40 ankKifbHOT
rpynu, 3aMmilleHoT reTapusbHOLIO TPynolo.

TepmMiH "reTepoankin®, sk BMKOPUCTAHO B AaHOMYy OMNUCI, HanexuTb A0 HacuyeHoro abo
HEeHacWYEeHOro naHuiora aToMiB BYIMELO i LLWOHaWMeEHLLe OQHOro retepoaroma, Ae HeMae CycCigHix
retepoaTtomis.

TepmiHun "reTepoapun” i "reTapun” BKNIOYaKOTb 3aMilleHi abo He3aMileHi apoMaTuyHi OANHUYHI
KiNbLEBI CTPYKTYPU, NEPEBAXKHO 5-7-UNEHHiI Kinbus, Binbll NePeBaXkHO 5-6-UneHHi Kinbyd, Yuni KinbLeBi
CTPYKTYPU BKJIIOMAKOTb LUOHAWMEHLUE OAMH TETEPOaToOM, MEPEBAKHO OAUH-YOTMPKU FETEPOATOMIB,
Ginbll NepeBaxkHo oanH abo aBa retepoatomis. TepmiHun "retepoapun” i "reTapun” Takox BKNIOYAOTb
NONILUMKNIYHI KiNbLUEBI CUCTEMMU, LLIO MalOTb ABa abo Ginblue LUMKNiYHI Kinbug, y akux asa abo BinbLue
aTOMW BYIMEUO CMNOSydyeHi i3 ABOMa cCycigHiMM KinbuamK, Ae LWoHaWMeHwe OAdHe 3 Kineub €
reTepoapoMaTuYHMM, NpU UbOMY, HaNpuUkNad, iHWi LUUKNiYHI Kinbus ABNSOTb COBO0K UMKNoankinm,
LUMKNoankeHini, uuknoankiHinu, apunu, retepoapunu i/abo retepouukninu. FetepoapunbHi rpynu
BKNOYaTh, Hanpuknag, nipon, gypa, TiodeH, imigason, okcason, Tiason, nipason, NipuauH, nipasuH,
nipuaasuH i NipumianH, i noaibHi.

TepMiH "reTepoatoM”, sik BUKOPUCTAHO B AAHOMY OMMUCI, 03Ha4ae atoMm Oyab-sIKOro eneMeHTa,
BiAMIHHOrO Big Byrneu abo BogHo. [NepeBaXXHUMK reTepoaTtomMamMm € asoT, KUCEHb i cipka.
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TepmiHn "reTepouuknin”, "retepouukn" i "reTepouMKniMHUA" Hanexartb A0 3amilleHux abo
He3aMILLEHNX HEeapoOMaTUYHUX KiNbLUEBUX CTPYKTYP, nepeBakHO 3-10-4neHHum kinbuam, OGinbLu
NepeBa)KHO  3-7-YNEHHUM KinbUAM, 4WUi KiNbUEBI CTPYKTYPWU BKMKYAalOTb LWOHAWMEHLIEe OAWH
reTepoaToM, NepPeBaXKHO OANH-YOTUPU reTepoartomis, GinbLU NepeBaXkHO 0aMH abo ABa reTepoaToMmis.
TepMmiHn "reTepounknin” i "reTepouukniyHM" TakoX BKNIOYAKOTb NOMILUMKAIMHI KinbUeBi cuctemu, Wo
MaloTb ABa abo BinbLuUe UMKNIYHI Kinbus, y sikux aea abo Ginblue aToMu BYrMELO CMNOMyYeHi i3 ABoma
CyCigHIMKM KinbusMK, Ae WOHaWMeHLe OAHe 3 Kifeub € reTepouukniyHuMm, nNpu UbOMY, Hanpuknag,
iHWi  UMKMIYHI  KinbUA  SIBRSAKOTb  COBOK  LUMKNOAMKINKM, UMKNOANKEHINKW, UMKMNOAnNKiHINK, apunu,
rerepoapunu i/abo retepounknini. eTepouMKNinbHI rpyny BKIKOYAKTb, HaNpuUknag, ninepuaunH,
ninepasuH, NiponianH, MopdoniH, NakToHU, NakTamu i NoAiGHi.

TepmiH "reTepouukninankin', sk BUKOPUCTAHO B AAHOMY ONUCI, HanNeXuTb 40 ankinbHOT rpynu,
3aMiLLIEHOT reTepoLUMKNINLHOLI Pynoto.

TepMmiH "ByrneBoaeHb", 9K BUKOPUCTAHO B JAHOMY OMWUCI, HanNeXxuTb 40 rpynu, LWo 3B'A3aHa vyepes
aTom Byrneuw, wo He Mae =0 abo =S 3amicHuKa i 3a3Buyali Ma€ WOHAWMEHLUE OAWH BYrnelb-
BOAHEBUN 3B'SI30K | MEPBUHHUIA OCHOBHUI BYIMEeLEBUI NAHUION, ane Moxe HeOoBOB'A3KOBO BKITHOYATU
retepoatoMu. TakMM YMHOM, Tpynu noAaibHi meTuny, eTokcieTuny, 2-nipuauny i TpudTopmeTuny
BBaXKalOTbCA BYIMEBOAHAMU AN LiNEW AaHOro BMHAXoAy, ane 3amiCHUKKU, Taki SK aueTun (Kkun mae
=0 3aMiCHMK Ha 3B'A3yl04OMY aTOMi BYrneylo) i eTOKCK (AKMi 3B'A3aHUI Yepe3 KUCEHb, He BYIMeLUb)
TakuMu He SABNATbCA. ByrmeBoAHeEBi rpynu BKMAOYAOTb, ane, He OOMEXYuUMCb HUMK, apun,
rerepoapun, kKapOoUnKn, reTepoLUKNin, ankin, ankeHin, ankidin ta ix kombiHauii.

TepmiH "rigpokciankin", Ak BUKOPUCTAHO B AAaHOMY ONUCI, HaNeXuTb A0 askKinbHOI rpynu,
3aMiLLIEHOT rigpoKCUIpynolo.

TepMiH "HWXIUIA", KON BUKOPUCTOBYETLCA Y 3B'A3KY 3 XiMIMHUM bparMeHTOM, Takum SIK auun,
auMnoKcK, ankin, ankeHin, ankiHin abo ankokcu, NPU3HAYEHUIA AN BKITOYEHHS TPy, Y SAKUX NPUCYTHI
aecatb abo MeHLWe HEBOAHEBUX aTOMIB Y JAHOMY 3aMiCHUKY, NEPEBaXKHO LWICTb abo MeHwe. "Huxk4unii
ankin", Hanpuknaa, HanexuTb A0 ankiNnbHOT rpynu, WO BKMOYaE AecaTb abo MeHLUE aToOMIB BYIMELIO,
NEPEBAXKHO LWICTb abo MeHLe. Y Aesikux BapiaHTax 3AIMCHEHHA auur, auurnokcu, ankin, ankeHin,
ankiHin abo ankokcu 3amiCHWKM, BU3HAYEHi B JaHOMY OMUCI, ABMAOTbL COBO0M0, BiANOBIAHO, HMXUUIA
auun, HYKIUIA auunoKCK, HKYMIA arnkKin, HAXCUIA anKkeHin, HMKINA ankiHin abo HMXHUIA ankokeu, ae
BOHM 3aCTOCOBYIOTLCA sIK OKpeMO abo B kOMOiHAU 3 iHWMMK 3aMiCHMKaAMM, K Y Tigpokciankini ta
apankini (y uboMy BMNaaKy, Hanpuknaa, atToMyu B apunbHii rpyni He BPaxoBYOTLCA NPKU NigpaxyHKy
aToMiB BYrneuyto B ankifibHOMY 3aMiCHUKY).

TepMiHn "noniunknin®, "noniumkn" i "noniumMkniyHMn" Hanexatb A0 ABOX abo 6Ginblue Kineub
(Hanpuknaa, UMKNOoAankinyMm, UWMKMOAankeHinym, UMKNOAnkiHinym, apunym, retepoapunym i/abo
retepounkninaM), y skux gpa abo Oinblie atommu CMOMy4YeHi i3 ABOMa CyCiAHIMKU KinNbUsMMU,
Hanpuknag, Kinbus € "KoHAeHCOBaHUMMU KinbUsamK". KoxkHe 3 Kineub noniuukny mMmoxe 6ytu samilleHum
abo HesaMmilleHuM. Y Aesikux BapiaHTax 34iMCHEHHs1 KOXKHE Kinbue noniyukny Bknovae Big 3 go 10
aToOMIB Y KinbLji, nepeBaxHo Big 5 ao 7.

TepMiH "cunin" HanexuTb 40 CUNIKOHOBOT rPynu i3 TpbOMa NpUEHaAHUMK OO HET BYrNEeBOAHEBUMMU
dparmeHTamum.

TepMiH "3amMileHnn" HaneXxuTb 40 rpyn, SKi MalTb 3aMICHUKIB, LLO 3aMillylOTb BOAEHb HA OQHOMY
abo Oinblle aToMax BYIMEL OCHOBHOrO naHuwra. Baprto posymitu, wo "samiweHHa" abo
"saMilWeHnin" BKMOYae ymMoOBY, Sika Ma€ Ha yBasi, WO Take 3aMilleHHs Bignosigae npunycTtumin
BaNeHTHOCTI 3aMilLleHoro atoma i JaHoro 3amiCHMKa, i Wo 3aMmilleHHa Npu3BoaUTL Y pesynbTaTi Ao
CTabinbHOT CMOMyKW, Hanpuknag, Wo He niggaeTbCsd CNOHTAHHOMY MNEPETBOPEHHIO, TakOMy SK
neperpynyBaHHs, uUuMKnisauis, BigwenneHHa i T.4. 7K BUKOPUCTAHO B AaHOMY OMUCI, TEpMiH
"samilleHnin" nepeabadvaeTbca ANSA BKMIOYEHHSA BCIX MPUNYCTUMUX 3aMICHUKIB OpraHiyHuMx crnonyk. Y
LUMPOKOMY acnekTi NpunycTUMi 3aMiCHUKM BKNIOYAKOTb  auuKnidHi | UWKRiIYHI, posranyxeHi i
HeposranyeHi, KapboUUKNivHi i reTepouUuKnivHi, apoMaTu4Hi i HeapoMaTUYHi 3aMICHUKM OpraHiyHMX
crnonyk. Mpunyctummx 3amicHukiB Moxxe 6yt oauH abo GinbLue, | BOHU MOXyTb 6yTWM ogHakoBUMK abo
pisHMMKU ANS BiANOBIAHMX OpraHidHMX cnonyk. Ons uinerW gaHoro BuMHaxody, retepoartomu, Taki SK
a30T, MOXYTb MaTu BOAHEBI 3aMmiCHUKM i/abo Oyab-siKi MPUNYCTUMI 3aMiCHUKM OPraHiYHUX Chonyk,
onucaHi B JaHOMy OMUCI, SAKI 3a40BOMbHAIOTL BAaSflEHTHOCTI reTepoaToMiB. 3aMmiCHUKM MOXKYTb
BKMoYaTu Oyab-AKi 3aMiCHMKM, ONUCAHI B AaHOMY OMNUCI, Taki sIK ranoreH, rigpokcun, kapOoHin (Takun
Ak kapbokcun, ankokcukapOoHin, dopmin abo auun), TiokapboHIn (Takum Ak CknagHui Tioedip,
Tioauetar abo TiodopmiaT), ankokcun, docdopun, docdart, docdonar, docdiHar, amiHo, amigo,
aMmiguH, iMmiH, udiaHo, HITpO, asuao, cynbdriapun, ankinrio, cynbdaTt, cynbdoHaT, cynbhamoin,
cynboHamigo, cynbdOHIN, reTepouuknin, apankin abo apomartuyHuin, abo retepoapoMaTtudHuUi
dparmeHT. PaxiBUeBi B AaHIA ranysi TexHikm 6yae o4eBMAHO, LLIO 3aMiCHUKM cami Mo cobi MOXyTb
OyTn 3aMilleHUMU, nNpu HeodXigHOCTI. AKWwo B AaHOMYy OMNWUCI HEMAae cneuianbHUX BKA3iBOK Ha
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"He3aMileHUn" BigHOCHO XIMIYHMX rPyM, PO3YMIETLCA BKMIOYEHHS 3aMillleHMX BapiaHTiB. Hanpuknag,
npy NOCUIAHHI Ha "apunbHy" rpyny abo parmeHT MaeTbCsl Ha yBa3i BKIMIOYEHHS SIK 3aMiLLEHUX, TakK i
He3aMileHNX BapiaHTiIB.

TepmiH "cynbdat" NPUAHSTWIA Yy JaHi ranysi i HanexuTb Ao rpynu -OSOsH abo i
dapmaueBTUYHO NPUAHATHOT CONi.

TepmiH "cynbdoHamig" NPUAHATUIA Yy AaHin ranysi i HanexutTb A0 rpynu, npeacraBneHol
3aranbHo (PopMynoio:

10
O R Os ,R
n . S
§—s- s—N ©
il ‘Rg \ o
O abo R

ae R® i R0 HesanexHo siBnsie cobolo BogeHb abo BYrneBoAEHb, TakMi sk ankin, aéo R® i R,
B34ATI pasoM i3 NpPOMiKHUM atomomM(amMu), YTBOPIOKWOTbL retepouunkn, wo mMae Big 4 Ao 8 atomiB y
KinbLUeBIiA CTPYKTYpI.

TepmiH "cynbdokcna" NPUIHATUIA y AaHin ranysi i Hanexuts go rpynu -S(0O)-R'°, ge R0 gsnge
co0010 BYrnMeBOAEHb.

TepmiH "cynbdpoHaT" NpUAHATUIA y Aadin ranysi i Hanexutb ao rpynu SOsH abo i
dapmaueBTUYHO NPUAHATHOT CONi.

TepmiH "cunboH" NPUAHATUMIA y AaHin ranysi i Hanexuts go rpynu -S(0)2-R'°, ge R0 gsnge
co0010 BYrneBoAEHb.

TepMmiH "Tioankin", 9K BUKOPUCTAHO B AaHOMY ONUCI, HaNEeXuUTb A0 ankinbHOT rpynu, 3amileHol
TIONBHOLO rPynoio.

TepMiH "cknagHuin Tioedip", K BUKOPUCTAHO B AaHOMY onuci, HanexuTtb ao rpynu -C(O)SR'0 abo
-SC(O)R'°, ne R'9 aBnsie co60t0 BYrneBoAeHb.

TepmiH "npoctuin Tioedip", K BUKOPUCTAHO B JaHOMY OMWCI, € eKBiBaNeHTOM NpocToro edipy, ae
KMCEHb 3aMilLieHUn aTOMOM CipKU.

TepMiH "ceuyoBMHA" BM3HAHUIM B AaHii ranysi TexHikm i moxe 6yTu npeacTaBneHWi 3aranbHO
dopmynolo:

0]
10
:‘S\NJ\N,R
R® R®

e R%i R0 HesanexkHO siBNsitoTh coboto BoAeHb abo ByrneBoAeHb, Takuii sik ankin, abo y sunaaky,
konu R® B3aTui pasom 3 R' i npomixkHUM atoMoM(amu), YTBOPIOE FeTepoUuMkn, Wo mae Bia 4 ao 8
aTOMIB Y KiNbLEBIN CTPYKTYPI.

"3axucHa rpyna" HanexuTb OO0 Tpynu aTtomiB, AKi NpuM NpUEQHaHHI OO0 peakuinHo3gaTHOT
OYHKUOHANBLHOT rpynu B AaHii MOMNEKyni, 3axuLaloTb, 3MEHLWYIOTb ab0 OXOPOHATb peakuiinHy
AKTUBHICTb (DYHKLIOHANbHOT rpynu. AK npaBuno, 3axuCHi rpynu MoxKyTb OYyTWU CENEKTUBHO BUMYYEHi 3a
Ga)kaHHAM Yy X04i NpoBeAeHHs CuHTEe3y. [Mpuknagn 3axmcHUX rpyn MoxkyTb 6yTu 3HanaeHi B Greene
and Wuts, Protective Groups in Organic Chemistry, 3rd Ed., 1999, John Wiley & Sons, NY and
Harrison et al., Compendium of Synthetic Organic Methods, Vols. 1-8, 1971-1996, John Wiley & Sons,
NY. InocTpatuBHi Npuknagn asoT3axuCHUX rpyn BKIOYATb, ane, He 0BMEXYIUYMCb HUMK, )OPMIn,
aueTtun, TpudTopauetun, GeHsun, GeHsunokcukapboHin ("CBZ"), Tpert-6ytokcukapGonin ("Boc"),
Tpumetuncunin ("TMS"), 2-tpumetuncuninetaHcynbdoHin ("TES"), Tputun i 3amiweHi TPUTUNbHI
rpynu, aninokcukapbowin, 9-drtopeHinMeTunokcukapboHin ("FMOC2), HiTpoBepaTpunokcukapboHin
("NVOC™ i nogibui. InwocTpaTMBHi nNpuknaguM rigpoOKCUN3axuCHUX TPyn BKIOYAlOTb, ane, He
0OMEXYIOUYMCh HUMK, Taki, A€ riApOoKCUnbHI rpynu abo auunioloTb (eTepudikadieto), abo ankinyoTtb y
Taki, ik NpocTi 6eH3unoBi abo TPUTUNOBI ehipn, a TakoXK NPOCTi ankinosi edipu, TeTpariaponipaHinosi
edipu, Tpuankincuninosi edipn (Hanpuknag, TMS abo TIPS rpynu), rnikonesi edipu, Taki €K
€TUNEHrNiKonesi i nponineHrnikonesi NoxigHi, i aninosi edipu.

AK BUKOPUCTAHO B AaHOMY OMUCI, TepaneBTUYHMIA 3acib, wo "sanobirae" posnagy abo craHy,
HanexuTb 40 CMNOMykW, WO y BMOIPKOBOMY MOKa3HUKY 3HWXKYE BUHMKHEHHS cTaHy abo posnagy B
o6pobneHomMy 3pasky B MOPIBHAHHI 3 HEONpauUbOBAHUM KOHTPOMbHUM 3pa3koMm, abo CnoBiNbHIOE
noyatok abo 3MeHLye TSHKKICTb 0AHOro abo Ginblue CUMMNTOMIB po3naay abo CTaHy, y NOPIBHAHHI 3
HeonpaubOBaHWM KOHTPOJIbHUM 3Pa3KoM.

TepMiH "nikyBaHHs" BKMovae npodpinaktudHuii i/abo TepaneBTudHMIA 3acib nikyBaHHA. TepMiH
"npochinakTuuHuii abo TepaneBTUYHUIA 3acib" nikyBaHHA BU3HAHWWA Yy AAHINA ranysi TEXHIKM i BKNoYae
BBEAEHHSA Xa3dATHOBI 0aHi€T a60 BinbLue KOMNO3ULN, L0 3aABNAOTLCA. AKLO X BBOASATb A0 KMiHIYHMX
nposBiB HebaxkaHoro craHy (Hanpuknaa, xeopodu abo iHWux HeGaXkaHMX CTaHiB TBAPUHU-Xa3sTHA), TO
nikyBaHHA € npodhinakTu4HMM (TOOTO BOHO 3axulLLae nNpuiMarody CTOPOHY MpoTU Heba)kaHWX CTaHiIB,
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WO PO3BMBAIOTBLCHA), Y TOM 4ac K AKWO X BBOASATb MICNs NposiBy HeOaxaHUX CTaHiB, NiKyBaHHS €
TepaneBTUYHUM (TOOTO BOHO MNOKNMKAHE 3MEHLUMTU, noninwutn abdo crabinisyBatu iCHYO4MIA
Heba)kaHui cTaH abo nobiyHi edekTH, AKi TX BUKNMKAKOTD).

TepmiH "nponiku" nNpu3HaAYeHWW ANA  OXONAEHHs Chonyk, ki y cpisionoriyHnx ymoBax
NEpPETBOPIOIOTLCA Y TEPaneBTUYHO akTUBHI 3acobu paHoro BuHaxody (Hanpuknag, y Crnonyky
cdopmynu |, Il abo lll). 3aranbHuUi cnocié oaep>kaHHA NPonikiB nonsarae y Bubopi oaHiei abo 6inbLue
rpyn, €Ki rigponidytlotbCsl y pisionoriyHmx ymoBax Ans BUABNEHHs OaaHoi monekynu. B iHwwMx
BapiaHTax 34IWCHEHHA nNpPOnikKM MNEepPEeTBOPIOETLCA 3a AOMNOMOroK (PepmMeHTaTUBHOT aKTUBHOCTI
TBapuHu-xassiHa. Hanpuknag, cknagHhi ecipy abo kapboHatu (Hanpuknag, cknagHi edipu abo
kapboHaTtu cnupTie abo kKapBOHOBUX KUCIIOT) € NEPEBAXKHUMM NPOTIiKAMW AaHOTO BUHaxoay. Y Aeskux
BapiaHTax 3AilcHeHHs1 aesiki abo Bci cnonyku ¢hopmynu | y npenapartax, npeacTaBMeHUX BULLE,
MOXYTb OYyTM 3amiHeHi BiANOBIAHMMU MIAXOAALMMU NPONIKAMMW, Hanpuknaga, y SKAX Tigpokcun vy
BUXigHIA cnonyui NPUCYTHI y BUrNAAi cknagHoro edipy abo kapboHaTty, abo kapboHoBa kucrnorta y
BUXIAHIA CNONyUi NPUCYTHA Y BUIMAAI cknagHoro eqdipy.

dapmaueBTUYHI KOMMNO3unLUiT

Y peskux BapiaHTax 34IMCHEHHA JdaHui BUHaxia Hagae dapMaueBTUYHY KOMMO3WUUi0, Lo
BKIOYAeE XimioTepaneBTuUYHMI 3aci® Ta iHribiTop apriHasu, Takun sk cnonyka dopmynu |, 1l, Il abo it
dapMmaueBTUYHO NPUAHATHA Ciflb.

Y pedkux BapiaHTax 34iMCHEHHA JdaHWi BWHaxig Hagae papmaueBTUYHUIA npenapat, Lo
NigxoanMTb ANsl 3aCTOCYBAHHSA NALEHTOBI-MIOAMHI, LLIO BKMOYAe XiMioTepaneBTUYHUIA 3aCi0, Takun Sk
ininimyma6, HuBonymab, nemOponisymab abo nigunisaymad, i KoxHa i3 CMONyK, HAaBEAEHWUX BULLE
(Hanpuknaa, iHribitop apriHasu, Takui gk cnonyka dopmynu I, 1l abo Ill) i oguH abo OGinblue
dapMmaueBTUYHO MPURHATHUX EKCUMMIEHTIB. Y Oeakux BapiaHTax 34iWCHEeHHA AaHi dapmaueBTUYHI
npenapatu MOXyTb 6yTu BUKOPUCTaHI Npu nikyBaHHi abo npodinakruui ctaHy abo 3axBOpPIOBAHHS, SK
onucaHo B AdaHOMYy onuci. Y fAeskux BapiaHTax 34iMCHEHHA Aadi dapmaueBTUYHI npenapatu
BONOAIIOTb AOCUTb HU3bKOK MIPOreHHOD aKTUMBHICTIO, WO € niaxoadwum Ana 3acTtocyBaHHS
nauieHTOoBI-NIOANHI.

B oaHOMY 3 BapiaHTiB 34iMCHEHHS AaHWI BUHAaxig Hagae dhapMaueBTUHMHUIA HABIp, Lo BKNOYae
XiMmioTepaneBTUYHUIA 3acib, Takui Ak ininimymad, HuBonymab, nembponisymad abo nigunizymab, i
iHribiTop apriHasu, Takui Ak cnonyka cdopmynu |, Il, Il abo i dhapMaueBTUMHO NPUAHATHA Cinb, i
He0BO0B'A3KOBO IHCTPYKUIT MPO Te, K BBOAUTU AAHMIA XiMioTepaneBTUYHUI 3acib Ta iHribiTop apriHasu.

Komno3audii i cnocobu gaHoro BMHaxXoA4y MOXYTb 3aCTOCOBYBATMCS AN NiKyBaHHS iHAMBIAYyMa,
wo notpebye Uuboro. Y aeskux BapiaHtax 3aiiCHEHHs iHAWBIAYYMOM € CCaBeLb, TakUi Ak noanHa abo
CCaBelb, WO He € noauHoto. MNpu BBEAEHHI TBAPWHI, Taki sIK MOAMHA, KOMMNO3UUilo abo Crnomnyky
nepeBa)kHo BBOAATL Y BUrNAAI dhapMaueBTUYMHOT KOMMNO3WUUi, IO BKNOYAE, Hanpuknag, Crnonyky
JaHOoro BMHaxoady i papmMaueBTUYHO NPUIHATHUIA HOCIK. PapMaueBTUYHO MPUWAHATHI Hocii aobpe
BiJOMi B [aHii ranysi TexHikKM i BKMOYAaOTb, HaNpWKnag, BOAHI pO34MHM, Taki Ak Boga abo
3abycepeHnin i3ionoriYyHMn conboBUI PO3uUMH abo iHWI po3unMHHMKKM abo HOCI, Taki sk rmikoni,
rniuepuH, onii, Taki Ak onuBkoBa onis, abo opraHivyHi cknagHi edipu, WO iH'ekTyOTbCA. Y
nepeBa)kHOMY BapiaHTi 34iMCHEHHSA, KONK TakKi papMaueBTUYHI KOMNO3ULiT NpU3HaYeHi ANA BBEAEHHSA
noanHi, ocobnuBo AN iHBA3MBHUX LUMNSXIB BBEAEHHs (TOOTO wWNAXiB, Takux K iH'ekuia abo
iMnnaHTauis, Wwob yHUKHYTK TpaHcnopTy abo andysii yepes enitenianbHun 6ap'ep), BOAHWUIA PO3YMH €
aniporeHHUM abo no cyTi aniporeHHuM. EkcuunieHTM MoxyTb Oyt BMOpaHi, Hanpuknaa, ang
€(EKTUBHOIO YMNOBINbHEHOTO BUBINbHEHHA 3ac00y abo Ans CENEKTUBHOIO HauiNMoBaHHS Ha ogHy abo
GinbLue KNiTUH, TKAHUH abo opraHie. PapMaLUEeBTUYHA KOMMO3ULIA MOXe OYTU B OAWMHUYHIA J030BaHil
dopmi, Takin Ak TabneTtka, kancyna (BKNIOYAKOHMKM Kancyny, L0 PO3KPUBAETLCS, | KENaTUHOBY
Karncyny), rpaHyna, nioinsHUNn AN PO34YMHEHHSI NMOPOLLIOK, PO3YMH, CUPOI, CYNno3UTOPIN, iH'ekuia abo
noaibHe. Komnosuuia TakoxX Moxe OyTM MPUCYTHLOIO Y TpaHCAEepMarnbHii CUCTEMi OOCTaBKM,
Hanpuknag, WkipHomy nnactupi. Komnosuuis Takox Moxke 6yTuU NPUCYTHLOKO Y PO3YMHI, LLO NiAX0aAUTb
Ana MicueBOro BBeAeHHS, TakoMy SIK OYHi Kpani.

dapMaUeBTUMHO NPUAHATHUIA HOCIH MOXE BKMOYaTU  (PI3IiONOriYHO NPUAHATHI  3acobu, 4ki
BMNMBAKOTb, Hanpuknag, Ha crabinizadito, 30inNblUEHHST PO3YMHHOCTI abo Ha 30inblLUeHHs
BCMOKTYBAHOCTi CMONYKMW, Takol sIK Cnonyka gaHoro BuHaxody. Taki idionoriyHO NPURHATHI 3acobu
BKIIOYAIOTb, HAMpUKNaz, BYrneBoau, TaKi AK rMOKo3a, caxaposa abo AeKCTpaHu, aHTUOKCUAAHTU, Taki
sK ackopbiHoBa kucrnota abo rmTaTioH, XenaTylodi areHTu, GinkM 3 HU3BKOK MONEKYNSAPHOK Macok
abo iHwi ctabinisatopu abo ekcuunieHTn. Bubip hapMaueBTUYHO NPURHSITHOIO HOCIS, BKMIOYMAKOYM
i3ionoriyHo NPUIHATHURA 3acib, 3anexuTb, HaNnpuknaa, Big WNAXy BBEAEHHS komnosudil. Mpenapar
abo (papMaueBTUYHA KOMMO3MULiISE MOXe SBMATU COBOK MiKapCbKy CUCTEMY AOCTaBKU MiKapCbKOro
3acofy, WO CaMOeMynblyeTbCH, abo NiKapCbKy CUCTEMY AOCTaBKMU, WO CaMOMIKPOEMYMbIyeETbCS.
dapmaueBTUYHA KOMMO3uUiA (Mpenapar) Takox Moxe O6ytn y surnagi ninocom abo  iHworo
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NOMIMEPHOTO MAaTPUKCY, Y AKAW BOHA MOXE BKIMOYATUCA, HaMpuknazg, cnofiyka AaHoro BHUHAaxoay.
Jlinocomun, Hanpuknag, Aki BknodaTb docdoninian abo iHWwi niniaM, € HETOKCUYHUMU, ddisionoriyHo
NPUAHATHUMMU | HOCISIMU, LLIO METABONI3YIOTLCS, AKi NPOCTO BUTOTOBUTM TA BBOAUTH.

dpasa "papmaueBTUHHO NPUAHATHUI" 3aCTOCOBYETLCA B AAHOMY OMUCI BIiAHOCHO TaKUX CMOMyK,
MaTtepianis, komno3uuin i/abo gosoBaHux opm, AKi €, 3 MEAUYHOT TOYKM 30py, NpMAaTHUMKU AnN
BUKOPUCTAHHS MNpPWU  KOHTAKTi i3 TKaHMHaAMKM nNIOAMHU | TBapuH, 6e3 HaaMIpHOT TOKCUYHOCTI,
NnoApasHEeHHs, anepriniux peakuin ado iHwux npobnem abo ycknagHeHb, NOPIBHSHO 3 PO3YMHUM
cniBBiAHOLIEHHAM KOPUCTL/PU3 UK.

dpasa "dapMaueBTUMHO NPUAHATHUI HOCIA", SK BUKOPUCTAHO B JaHOMY OMWUCI, O3Havae
dapmaleBTUYHO NPURHATHUIA MaTtepian, KoMNo3ulito abo HaNOBHIOBAY, TakUi SIK pigkun abo TBepani
HaMOBHIOBAY, PO3PiAXKyBad, €KCUMNIEHT, PO3YMHHUK abo iHkancyniow4uin marepian. KoxkeH Hocin
NOBUHEH OYTU "MPUAHATHUM", Y CEHCi BYTU CYMICHMM 3 iHWMMW iHrpeaieHTamum cpopmMynbLOBaHOIO
npenapary, i HeWkianMeBUM ANA gaHoro nauieHTa. Hedaki npuknagn pevoBUH, AKi MOXKYTb CIYXXUTH
dapmaueBTUYHO NMPUAHATHAMM HOCIAMM, BKOYatoTh: (1) LyKpK, Taki 9K nakTosa, rfoko3a i caxapoasa,
(2) kpoxmani, Taki K KYKYpya3sHUIA Kpoxmarnb i KapTonnsHWA kpoxmans, (3) uentonosy i Ti noxiaHi,
Taki Ak HaTpinkapOokCcUMeTUNUEenonosa, eTunuenonosa i auerar uenonosun; (4) NOPOLLKOBUIA
TparakaHT; (5) conoa; (6) >kenatuH; (7) Tanbk; (8) ekcuunieHTW, Taki SK Onis Kakao i Cyno3uTOpPHiI
BOCKkM; (9) onii, Taki sik apaxicoBa onisl, 6aBoBHsIHA OnNisg, cadynopoBa Onis, KyH)KyTHa 0nisl, ONMBKOBAa
oniqa, KykypyassiHa onia Ta coea onig; (10) rnikoni, Taki Sk nponineHrnikons; (11) nonionu, Taki sk
rniuepuH, copbiton, MaHiTon i nonietuneHrnikonb; (12) cknagHi edipn, Taki sk eTunonear i
etunnaypart; (13) arap; (14) 6ycepytoui areHTH, Taki SK rigpoKCUa MarHito Ta rigpokcua anwomiHito;
(15) anbriHoBy kucnoty; (16) aniporeHHy Boay; (17) i30TOHIMHMIA CONbOBUKA PO34nH; (18) PO34nH
Pinrepa; (19) etunosuii cnupt; (20) 3abydepeHi dhochaTom po3unHu; i (21) iHLWI HETOKCUYHI CYMICHI
pevYoBUHU, BUKOPUCTOBYBAHI Npu dapMaueBTUYHOMY (POPMYFIOBaHHI.

dapmaueBTyHa KOomMnosuudia (npenapart) Moxe OyTu BBedeHa CyO'eKTOBI KOXHMM i3 uucna
wnaxie, L0 BKNIOYalOTb BBEAEHHS, Hanpuknad, nepopanbHO (Hanpuknag, piakumu nikapcbKUMK
dopMamMmn, TakUMKU SK y BOAHUX i HEBOAHMX poO34mHax abo cycneHsiax, Tabnetkamu, kancynamu
(BKNIOYAOUN Kancynu, LU0 PO3KPUBAKOTLCA, | KENMATUHOBI Kancynu), ©Gomnocamu, MOPOLUKaAMMU,
rpaHynamu, nactamu Ans 3aCTOCYBaHHA A0 S3MKA); BCMOKTYBAHHAM 4epes cru3oBy (Hanpuknag,
cybniHreanbHO); aHanbHO, pekTanbHO abo BariHanbLHO (Hanpuknag, y BUrnsdi necapito, kpemy abo
niHW); napeHTepanbHO (BKITIHOYAKYM  BHYTPILLHBOM'A30BO, BHYTPILLUHBLOBEHHO, MiAaLlKipHO abo
iHTpaTekanbHO, Hanpuknag, y BWIMNSAAi CTEPUNbHOrO po3unHy abo Cycnelsil); HasanbHo;
BHYTPILLHLOYEPEBHO; NIALUKIPHO; TpaHcaepManbHO (Hanpuknaa, y BUrnaai nnactupy, Wo HaHOCUTLCA
Ha LWWKipy); | micueBo (Hanpuknaga, y BUrnagi kpemy, masi abo cnpesi, WO HAHOCUTLCS Ha LWKipy, abo y
BUMMSAAI OMHUX Kpanenb). [laHa cnomnyka Takox Moxe 6ytu cdopmynboBaHa Ans iHranauii. Y geskmx
BapiaHTax 3[iNCHEHHA CMnonyka Mo)e 6yTu NpocTo posdunHeHa abo cycneHaoBaHa B CTEPUITbHIN BOA,.
Moapobuui 3acToCyBaHHA NIAXOAAWMX ANS LUbOrO LUNSAXIB BBEAEHHA i KOMMNO3WULIA MOXHa 3HaAWTH,
Hanpuknag, y natentax CLUA 6110973, 5763493, 5731000, 5541231, 5427798, 5358970 i 4172896,
a TaKoXK y HaBeAEHUX TaM MOCUITaHHAX.

CdhopmynboBaHi npenapatn MOXyTb 6yTU 3pyYHO NpPeACTaBMNEHi B OAWMHUYHIN J030BaHin hopMi i
MOXYTb OYyTU OTpMUMaHi KOXHUM 3i cnocobie, nobpe Bigomux B ranysi dpapmadjii. KinbkiCTb akTUBHOIO
iHrpeaieHTa, Wwo moxe OyTu ob'egHaHa 3 Mmarepianom HOCiA ANs BUrOTOBMNEHHS OAMHUYHOT 4O30BaHOI
dopmu, Byae BapiloBaTUCS 3anexHO BiA xassdiHa, WO NigAaeTbCsa NiKYBaHHIO, 0COBNMBOrO pexkumy
BBeAeHHSA. KinbKiCTb akTUBHOrO iHrpedieHta, wo mo)ke 6yTu KkoMOiHOBaHa 3 marepianom Hociga ans
BUrOTOBMNEHHS OAMHUYHOT A030BaHOT hOpMU, K NpaBuIio, 6yae Takok KiNbKICTIO CNONYKK, WO YMHUTb
TepaneBTUYHUI edekT. Sk npaBuno, Big OAHOT COTOT BiACOTKA, Taka Kinbkictb 6yae nepebyeatu B
iHTepBani Big 1 BiacoTka A0 ONM3bKO [OEB'SHOCTA AEB'ATU BIACOTKIB aKTUBHOIO iHrpeaieHTa,
nepeBaxkHo Bia 6nu3bko 5 BiacoTkiB 40 6nM3bko 70 BiACOTKIB, HANGINbLLL NepeBa)kHO Big 6nusbko 10
BiacoTkiB Ao 6nm3bko 30 BiACOTKIB.

Cnocobu ogepkaHHs Takux npenapartis abo KOMNO3ULi BKIKOYAKOTb CTagito 06'€qHaHHA akTUBHOT
CMOMyKW, Takoi SIK CMNONyka AaHOro BMHAaxXoay, 3 HOCiEM i HeoboB'si3kOBO 3 ogHuM abo GinbLue
OONOMDKHUMUW  iHrpeaieHTamu. 3aranom, JdaHi npenapatu OAEpPXYKTb PIBHOMIPHAM | TICHUM
00'€AIHAHHAM CNONYKW AAHOr0 BMHAaxoAay 3 PiAkMMKM Hociammu abo apibHonoapiGHeHMMM TBEpPAUMU
HociaMu, abo oboma, i HaCTYMHUM, NPK HEOBXIAHOCTI, POPMYBaHHAM MPOAYKTY.

Mpenapat AaHOro BMHaxXoAy, WO NigxoAsaTb ANS NepopansHOro BBEAEHHA, MOXKYTb ByTn y ddopmi
kancyn (BKNIOYaKuUM Kancynu, Lo PO3KPUBAIOTLCS, | XKENnaTWHOBI Kancynu), obnartok, nirynok,
TabneTtok, Tabnetok Ans PO3CMOKTYBAHHA (3 BMKOPUCTAHHAM apoMaTtu3ylo4voi OCHOBM, 3a3Bu4an
caxaposu i apaBiicbkoi kameai abo TparakaHTty), niociny, nopowkis, rpaHyn abo y opmi po3umHy
abo cycneHsii y BogHin abo HeBOAHIN piauHi, abo y dhopmi piakol emynbcii onii y Bogi abo soga B onii,
abo y dhopmi enikcupy abo cupony, abo y popmi nacTunok (3 BUKOPUCTAHHSIM iHEPTHOT OCHOBM, TaKOT
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SIK KeNaTuH i rniuepuH, abo caxaposu i apaBiincbkoi kamegi) i/abo y hopMi MONOCKaHb AN poTa Towo,
KOXKHA 3 SAKUX BKIIOMAE BM3HAYEHY KiNbKICTb CNOMYKM OAHOr0 BMHaxXoAy SIK aKTUBHWUMW iHIPEdIEHT.
Komno3auuii abo cnonyku Takox MoxKyTb OyTh BBEAEHI y BUrnsAai 6ontoca, enekryapia abo nacru.

[na ogepxaHHA TBeEpAUX A030BaHUX (hopM ANA NepopanbHOro BeBedeHHA (kancyn (BKIoYarun
Karncynu, Lo PO3KPUBAKOTLCSA, | XKENMATUHOBI kKancynu), TabneTok, Nirynok, apaxe, NopoLLKIB, rpaHyn i
NoAiGHNX), aKTUBHWI IHIPEIEHT 3MiWyTb i3 oaHMM abo Ginbwe apMaueBTUYHO NPUAHATHUMM
HOCIAMM, TakMmmn SK HaTpito uuTpat abo aukanbuito docdat, i/abo KoHMM 3 HacTynHux: (1)
HanoBHIOBa4Yamu abo 3amiHHMKaMK, TaKMMK SIK KpOXMari, NakTo3a, caxaposa, rmiokosa, Maditon n/aéo
KpEMHIEBa KMCMOTA; (2) CNONYYHUMU, TAKUMKU SK, HANpUKNaa, kKapboKCMMETUNUENono3a, ansriHaTu,
»KenaTuH, noniBiHiNNiponiaoH, caxaposa i/abo apagiicbka kamedb; (3) 3BOMNOXyBayamu, TaKUMKU SK
rniuepuH; (4) AesiHTErpylouuMKM areHTamu, TakuMu siK arap-arap, kapOoHaT Kanbljlo, KapTOnnsaHWi
abo TaniokoBUI KPOXManb, anbriHOBa KUCMoOTAa, AesiKi cunikatu i kapboHat Hatpito; (5) areHTamu, Wwo
CMOBINbLHIOWTL PO3YMHEHHSA, TakuMu fK napadpiH; (6) npuckoproBavYamu MNOrfIMHAHHA, TakUMU SK
YETBEPTUHHI amOHieBi cnonyku; (7) 3amMovyBasibHUMW areHTamu, TakumMu §IK, Hanpuknag, UeTusioBui
CMpPT i MOHOCTeapaT rniuepuny; (8) abcopbeHTamu, TakKMMKU SK KaOMiH i GEHTOHITOBa rnuHa; (9)
nybpukaHTamMu, TakuMW TanbK, CTeapaTr Kanblilo, CTeapaTr MarHilo, TBEpAi NOMiEeTUNEHrNiKoni,
naypuncynbsar Hatpito i ix cymiw; (10) KOMNNEKCOYTBOPIOIOYUMMW areHtamu, Takumu SK,
MoaundikoBaHi i HeMoaudikoBaHi umknogekcTpunu; i (11) sabapenioBanbHUMKU areHTamu. Y BUMNaaky
Kancyn (BKNOYarouyM Kancynu, Lo PO3KPUBAKTLCA, | »KENaTUHOBI Kancynu), TabneTok i nirynok,
dapmaueBTUYHA KOMMO3ULIS TakoXK Moxe BKmouatn Oydepytodi areHtu. Teepai  koMnosuuii
aHanorivHoOro TUNy TakoX MOXYTb 3aCTOCOBYBATUCA AK HANOBHIOBAYi B M'SKMX | TBEPANUX 3aNOBHEHUX
>KEMAaTUHOBKUX Kancynax 3 BUKOPUCTAHHAM TaKMX EKCUMNIEHTIB, AK nakro3a abo MOMOYHUNA UyKop, a
TaKoX NONIETUIEHTTNIKOi 3 BUCOKOKO MONEKYNAPHOK MACOI0 i NOAi6Hi.

TabneTtka moxe 6yTu BUroTOBNEHa NpecyBaHHsAM abo POpMyBaHHAM NUTTSIM, HEOOOB'A3KOBO 3
ogHuM abo GinblLue AOMNOMKHUMM iHrpedieHTamu. MNpecoBaHi TabneTkn MOXyTb ByTU OTpUMaHi npu
BUKOPUCTAHHI  3B'A3yBanbHOrO (Hanpuknag, »enatuHy abo riapokcUnponinMeTUnuenionosn),
nybpukaHTy, IHEpPTHOrO pO3piaKyBa4ya, KOHCEPBAHTY, Ae3iHTerpaHty (Hanpuknag, Kpoxmarno
rMIKONATY HaTpito abo HaTpPiNKpOCKapbOKCUMETUILENIONO3KM), NOBEPXHEBO-AKTUBHOT peyvoBUHM abo
aucnepryodoro areHta. ®opmMoBaHi NUTTAM TabneTkn MoxKyTb GyTu BUrOTOBMEHI hOPMYBaHHAM Y
NigxoadaLWid  MalluMHi - 3MilIAHOT  NOpOLWIKONOAIGHOT  CNONykW, 3MOYEHOI  IHEPTHUM  PidKUM
po3piaXKyBavem.

TabneTku i iHWI TBEpAi A030BaHi hopMmu hapmaLeBTUUHOT KOMMNO3WULIT, Taki SIK Apaxke, Kancymnu
(BKNIOYAIOUN Karcynu, Lo PO3KPUBAKOTLCA, i XKENATUHOBI KANcynu), Nirynku i rpaHynu, MoxyTb 6yTu
HeOoOO0B'A3KOBO 3 PUCKOKD abo OTPUMAHi 3 MOKPUTTAM i 0O0NOHKAMMW, TAKUMM SIK KMLLKOBI MOKPUTTS, i
iHWMMK NOKPUTTSIMU, A00pe BigOMUMK B ranysi papmaueBTUYHOrO YOpMynoBaHHA. BoHu Takox
MOXYTb OYyTU CCHOPMYIbOBaHI Takum YMHOM, LIOG 3abGe3nevyBaTu BNOBiNbHEHE abo KOHTPOMNbOBAaHE
BUBINIbHEHHA aKTUBHOTO iHrpeaieHTa, 3 BUKOPUCTAHHAM, Hanpuknag, rigpokcunponinMeTunuentonosn
B Pi3HMX nponopuisgx ana 3abesnedeHHs OakaHoro npodintio BUBINbHEHHSA, HWKMX MOMNIMEPHUX
MaTpPUKCiB, ninocomMm i/abo mikpocdep. BoHM MOXyTb OyTM CTEpMNI30BaHi, Hanpuknag, LNsSXoMm
dinbTpadii Yepes 3aTpuMytoumnin 6aktepii QiNbTp abo WNSAXOM BKMIOYEHHSA CTEPUNI3YIOHMMX areHTiB Yy
OpMy CTEPUNBHOT TBEPAOT KOMMO3MLi, WO MOXe OYyTU po3YMHEHA B CTEPUNbHIN BoAi abo aeskux
iHLIMX CTEPUNbHUX iH'EKLiIMHMX cepeaoBuLlax 6e3nocepeaHbO Nepea 3acToCyBaHHAM. Taki koMnosuuii
TakoXX MOXyTb HEOOOB'SI3KOBO BKMIOYATM 3aMyTHIOBaYi i MOXYTb SIBMATU COBOK KOMMNO3MUIT, SKi
BUBIMNbHAOTb aKTUBHUIA iHrpedieHT(M) TiNnbkn abo NepeBa)kHO B AESKIA YaCTUHI LUNYHKOBO-KULLKOBOTO
TpakTy, He06OB'A3KOBO, 3aTPUMaHUM YMHOM. [puknNaan BNpoBamKyBaHUX y KOMMO3ULIT PEYOBUH, SKi
MOXYTb OyTM BMKOPWUCTaHI, BKMIOYAOTb NOMIMEPHI PEYOBUHMW | BOCKW. AKTUBHWIA iHIPEAIEHT TakoX
Moxke OyTu B MikpoiHKancynboBaHin opmMi, 3a HeoBXigHOCTI, 3 ogHUM abo GinblLue ONMMCaHUMK BULLIE
ekcuunieHTamu.

Piaki gosoBaHi hopmK, KOPUCHI ANA nepopanbHOro BBEAEHHA, BKNOYalwTb dapMaueBTUYHO
NPUIHATHI emynbCii, niodinu Aans BIAHOBMEHHS, MIKPOEMYNbCIT, PO34YMHU, CYCNEHsii, cuponu i
enikcupun. Y gogaBaHHA OO aKTUMBHOIO iHrpeaieHTa, pigki 4o3oBaHi opMU MOXYTb BKIOYATKU IHEPTHI
pospimxyBadi, 3asBuuani BMKOPUCTOBYBaHI B AaHii ranysi, Taki sk, Hanpuknag, soga abo iHwi
PO3YMHHUKMW, LUUKNOAEKCTPUHM i TX noxigHi, conoBini3ytodi areHTn i eMmynbratopu, Taki 9K €TUNOBUNIA
CrMpT, i3onponinoBunm cnupt, etunkapboHar, etunauertar, GeH3unoBui cnupt, GeHaunbeHsoar,
nponineHrnikons, 1,3-6yTuneHrnikons, onii (3okpema, 6aBOBHsIHA, apaxiCoBa, KYKypya3sHa, 3apojkiB
nweHudi, ONMBKOBA, KacTopoBa | KyHXyTHa onfil), rniuepuH, TeTparigpodypunoBuin cnupr,
nonieTUNEHrNikoni i cknaaHi copbiTaHoBI edipy XKMPHUX KUCIOT Ta X CyMiLL.

Kpim iHEpTHUX po3pigKyBayiB, nepoparnbHi KOMNO3UUiT MOXYTb TaKOX BKIOYaTH ad'loBaHTU, Taki
K 3MOYyBanbHi areHTu, eMynbrylodi Ta cycneHAaylodi areHTu, niaconoaxkyeadi, ski HagaloTb cMak,
dapbytoui, 3acobu, aki HaaaTb 3anax, i KOHCEPBAHTH.
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CycneHsii, Ha AoJaToKk A0 aKTUBHUX CMOMyK, MOXYTb BKMNIOYaTW CyCneHaylodi areHTu, Taki,
Hanpuknag, fK eTOKCUNIpOBaHi i30CTeapunoBi cnupTu, MOmioKcieTuneHcopdiTon i cknagHi edipu
copbiTaHy, MiKpoKpUCTanivyHy LUENoNo3y, MeTariapokcua anioMidito, OEHTOHIT, arap-arap i TparakaHr, i
X cyMiLL.

Mpenapatn dapmaueBTUMHUX KOMMNO3ULiM ANS PeKTanbHOro, BariHanbHoro abo ypeTpanbHOro
BBEAEHHA MOXXyTb OyTW nNpeacTaBneHi y BWUIMsAi Cyno3uTopiiB, AKi MOXyTb OyTM OTpUMaHI
3MiLUyBaHHAM 0AgHOro abo Ginblue akTUBHUX CMONyK i3 ogHUM abo Binblue niaxoaawWwmumMmn iHePTHUMK
ekcuunieHTamm abo HOCIAMM, WO BKMNOYaKOTb, HAaMNpUKnag, Onild Kakao, nNONieTUNEHrNiKorb,
CYNoO3MTOPHUIA BiCK abo camiuunar, Wo € TBEPAUM Mpu KIMHATHIA Temnepartypi, ane piakum npu
TemMnepatypi Tina i, TakuMm 4uHOM, Oyae NIaBUTUCA B MOPOXKHWUHI MixBM abO0 MpAMOT KULIKKM Ta
BUBINbHATU aKTUBHY CMOMYKY.

Mpenapatn dapmMaueBTUYHOT KOMMO3ULii ANs BBEAEHHA B POT MOXYTb OyTW npeacTaBneHi y
dopmi pianHM aAns NONOCKaHHA poTa abo nepopanbHOro cnpesd, abo poToBoi Masi.

AnbTepHaTMBHO ab0 A0AaTKOBO, KOMMO3ULIT MOXYTb OyTU chOpMynbOBaHi AnNA AOCTaBKU 4vepes
KaTeTep, CTEHT, ApiT abo iHWWA BHYTPILUHLONPOCBITHUI NPUCTPIA. [ocTaBka yepe3 Taki NpUCTpoi
0cobnUBO KOpUCHA ANs JOCTABKU B CEYOBUI MiXYP, YPETPY, CEYOBIA, NPSMY KULLKY ab0 KULLIEYHUK.

MNpenapatn, €Ki nigxoaatb ANA BariHanbHOrO BBEAEHHS, TaKOX BKMNOYalOTb Npenapartw,
chopMynboBaHi B necapii, TaMnoHu, Kpemu, reni, nactu, niHu abo cnpei, Wo BKNIOYaloTb Taki HOCIT, K
BiAOMO B AaHil ranysi sanexHo Big AOUiNbHOCTI.

HosoaHi hopMu ans micuesoro abo TpaHcAEPMAanbHOTO BBEAEHHS BKIIOYAKTb NMOPOLUKK, Cnper,
Masi, nacTu, KPEMU, NOCbOHWU, TEMi, PO3UUHU, NNACTUPU | IHranNATOpU. AKTUBHI CMONMYKN MOXYTb OyTu
3MiLllaHi B CTEpUIbHUX ymoBax 3 dhapMaueBTUYHO MPUAHATHUM HOCIEM i 3 KOXHWUM 3 KOHCEPBAaHTIB,
Oychepie abo NponeneHTiB, SKi MOXKYTb 3HaA00UTUCS.

Maasi, nactu, Kpemu i reni MOXyTb BKNIOYATKU, HA A0AATOK A0 aKTUBHOT CNOMYKKU, EKCUUMIEHTH, Taki
SIK TBAPWHHI i POCHMHHI XWpKW, Onil, BOCKK, napadiHu, Kpoxmanb, TparakaHT, NOXigHi Lenonosmu,
NONIeTUNEHINIKONI, CUNIKOHWU, OBEHTOHITU, KPEMHIEBY KMCMNOTY, TanbK i OKCUA LUHKY, a0 ixX cymMill.

MNMopowkKn i cnpei MOXyTb BKMOYaTW, Ha A04ATOK A0 aKTUBHOI CNOMYKWU, €KCUUNIEHTWU, Taki sK
nakTosa, TanbK, KpeMHIEBa KMCNOTA, Figpokcug antoMmiHilo, cunikatu Kanbuito i noniamiaHMin NOpPoLLOK
abo cyMilli 3a3Ha4YeHnX peyoBuH. Cnpel MOXYTb A40AATKOBO BKIIKOYATU 3BMYalHI NPONENEHTH, Taki SK
XnopdTOPBYIMEBOAHI | NETKI HE3aMiLLEHi ByrneBoaHi, Taki sk OyTaH i nponaH.

TpaHcaepmanbHi nNnNacTMpu MawTb A0AAaTKOBY nepeBary B 3abesneyeHHi KOHTPONbOBAHOIo
BUBINbHEHHSI CNOJTYKU JaHOTr0 BMHAX0Ay B OpraHiamM. Taki 4030BaHi popMn MOXKYTb OYTU BUTOTOBIEHI
PO34YMHEHHAM ab0 gucnepryBaHHAM aKTUBHOI CMOMYKU B MiAXOASALLOMY CepefoBuLli. TakoxK MOXKYTb
OyTn BUKOPUCTAHI nigcuntoBadi abcopOuii ana 36inbLUEHHS NOTOKY CNONYKW NO BCil WKipi. LUBMAKiCTb
Takoro MOTOKY MOXE KOHTpomnoBaTuca abo 3abe3neyeHHAM KOHTPOSIOYOI WBUAKICTE MEMOpaHOID,
abo aMcnepryroyoto Crnonykow y noniMepHomMy Matpukci abo reni.

OdTanbMONoriyHi npenapartu, O4YHi Masi, NOPOLLKK, PO3YMHK | NoAibHE, TakoX po3rnagalTbCs, K
Taki, Wo BxoaATb B 06'eM gaHoro BuHaxoay. lMpuknagu odTanbMONOriYHMX npenapariB OnucaHi B
nybnikayisx CLUA Ne 2005/0080056, 2005/0059744, 2005/0031697 i 2005/004074 i natenTi CLUA
6583124, BMIiCT AKMX BKMIOYEHO B AAHMA OMMC 3a AONOMOrolk nocunaHHsa. [Mpu Ga)kaHHi, piaki
od)TanbMONOriYyHi NpenapaTt MatoTb BNAaCTUBOCTI, NOAIOHI A0 CRi3HOT piguHKn, BOAAHUCTOT Bonoru abo
cknonogibHoro Tina, abo € cymiCHAMKM 3 Takumu piguHamu. [epeBakHUM LUNSXOM BBEAEHHA €
MiCLEBE BBEAEHHA (Hanpuknaz, MiCLEeBE BBEAEHHS, Take SK OYHi Kpanni abo BBeAEHHs 4epes
iMANaHT).

dpasn "napeHTepancHe BBeAeHHNA" | "BBEAEHUW NapeHTepanbHO", 9K BMKOPUCTAHO B JaHOMY
Oonuci, o3Ha4ae cnoci®é BBeAEHHS 3BMYAMHOI iH'€KUi€l0, BIAMIHHWIA Big €HTEpanbHOro i MicueBoro

BBEAEHHA, | BKkodae, ane 6e3 0oOMEXeHHs,, BHYTPILUHbOBEHHY, BHYTPILULHLOM'SI30BY,
BHYTpPiLLHbOAPTEPIancHy, iHTpaTeKanbHy, BHYT PiLLIHbOKANCYNEHY, BHYT PiLLIHLOOYHOSAMKOBY,
BHYTPILLHbOCEPLIEBY, NiALWKIpHY, BHYT PilLIHOYE PEBUHHY, TpaHCcTpaxearnbHY, NiALKIpHY,

BHYTPILLHbOLLKIPHY, BHYTPIWIHLOCYINOOHY, nigkancynsipHy, cybapaxHoiganbHy, MibkxpebueBy i
BHYTPILLHLOTPYAUHHY iH'eKUilo Ta iHcpysilo. PapMaueBTUYHI  KOMMO3uWUil, WO nigxoaarb Aangd
napeHTepansHOro BBEAEHHS, BKMOYATb 0gHY abo Binblue akTMBHUX cnonyk y KombiHauil 3 ogHuM
abo Ginbwe dapMaueBTUYHO MPUAHATHUMU CTEPUNBHUMM i30TOHIMHUMMW BOAHUMM abO HEBOAHUMM
pO34YMHaMK, AUCNEpCiaAMMU, cycneHsisMmn abo emynbcisiMm, abo CTEPUNbHUMM MOPOLUKAMU, SKi MOXKYTb
OyTn BIOHOBNEHI B CTEPUNbHI PO34MHU, WO iH'€KYyOTbCA, abo aucnepcii 6e3nocepeaHbo nepea
3aCTOCYBaHHAM, $IKi MOXYTb BKIIOYATWM aHTuMokcuaaHtu, Oycpepu, OGakTepioctaTn, COMOTH, SKi
HaJawTb NpenapaTtam i30TOHIMHICTL i3 KPOB't0 peuunieHTa, abo cycneHaytodi abo 3ryLuyodi areHTu.
Mpuknagn nigxogsawmx BOAHMX | HEBOAHMX HOCIIB, SAKIi MOXYTb BUKOPUCTOBYBATUCA Y
dapMaueBTUYHMX KOMMO3MUIAX OaHOro BMHaxody, BKMOYalTb BOAY, €TaHon, nonionu (Taki SK
rMiLUepWH, NPOMINEHINIKONb, NONIETUNEHINIKONb i NoAiIGHI) i IX miaxoaawi cymilli, pOCNUHHI onil, Taki Ak
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ONMBKOBA ONis, | OpraHivHi cknaaHi edipu, WO iH'ekylOTbCA, Taki Ak eTunonear. MoxxHa niaTpumysatu
HanexHy TEKYYiCTb, HanpuKnag, LWsxoM BUKOPUCTaHHS NOKPUBAKOYUX MaTepianiB, Takux K NELNUTUH,
LUNSIXOM 36epexkeHHA HeOOXiAHOTro po3MIpy YaCTUHOK, Yy BUNAAKy AUCNEPCIR, i LUNAXOM 3aCTOCYBaHHS
NOBEPXHEBO-AKTUBHUX PEYOBUH.

Taki KOMNO3MWUIT TaKOXK MOXYTb BKMOMaTW aa'loBaHTU, Taki Ik KOHCEPBAHTUW, 3MOYyBarnbHi areHTy,
€MYnbrytlodi areHtn i aucneprytodi areHtu. 3anobiraHHa BNNUBIB MiKpoOOpraHismie Moxe Oytu
3abe3neyeHe 4vepes BKIOYEHHST pisHUMX aHTudakTepianbHUX i NPOTUrpUOKOBUX areHTiB, Hanpuknaga,
napabeHy, xnopbyrtaHony, deHoncopbiHOBOI KMCnoTWM i noaibHux. Takox Moxe Oytu OaxaHo
BKITIOUEHHST B KOMMNO3ULiT i30TOHIMHMX areHTiB, TaKUX K LIKpU, Xnopua Hatpito i noaidHux. Kpim toro,
TpuBane nornMHaHHA hapMaueBTUYHOT POPMU, SIKA IH'EKYETHCS, MOXKE OYTU 34iNCHEHE BKIMIOYEHHAM
areHTiB, AKi 3aTPMMYIOTb NOTMMHAHHSA, TAaKMX 9K MOHOCTeapaT anioMiHilo i >kenaTuH.

Y geskux Bunagkax, Ans TOro, wob npogoexutu edekt npenaparty, 6axaHo CnoBiNbHUTU
NOrNMHAHHA MiKapCcbKoro 3acoby npu NigLKipHin abo BHYTPILUHbOM'A30BIN iH'eKUii. Lle moxe 6yTu
[OCArHYTE Yepes BUKOPUCTAHHA PidKol cycneHsii kpuctaniyHoi abo amoppHOT peyoBMHU, WO BONOAiE
MOraHO PO3YUHHICTIO y BoAi. LLIBMAKICTE BCMOKTYBAHHSA MNiKapCbkoro 3aco®y noTiM 3anexuTb Big
LBMAKOCTI MOr0 PO3YMHEHHS, LLO, Y CBOI 4Yepry, MOXe 3anexatu Big po3mipy kpuctana i Woro
KpuctaniyHoi dopMnu. AnNbTEPHATUBHO, YMOBINbHEHHA MNOMMMHAHHA NapeHTepanbHO NiKapCbKOT
dopmu, WO BBOAUTLCS, 3AINCHIOETHCS LUMAXOM PO3YMHEHHSA ab0 cycneHAyBaHHA NikapcbKoro 3acoly
B ONIWHOMY HanoBHIOBaui.

dopmu, WO  IH'EKYlOTbCA | AEMNOHYKTbLCA,  BUIOTOBMAAKTb  LWIAXOM  DOPMyBaHHA
MIKPOiIHKaNCynbOBaHMX MaTPUKCIB AaHUX cnonyk y 6ioposknagaHnx noniMepax, Takux siKk noninakrug-
nonirnikonia. 3anexHo BiA CNiBBIAHOLUEHHA MiKApCbKOro 3acoby Ao noniMepy i Npupoan KOHKPETHOro
3aCTOCOBYBAHOIO MNOMIMEPY, MOXHa KOHTPOMIOBATU LLUBUAKICTb BUBINMbHEHHS NiKapcbkoro 3acofy.
Mpuknagm iHwmx GioposknagaHmx NoniMepiB BKIKOYAOTb noni(cknaaHi optoedipn) i noni(adrigpuan).
MNpenapatn, WO AENOHYIOTLCA Ta iH'EKYIOTbCA, TAKOX OAEPXKYIOTb LUNAXOM BKMOYEHHA MiKApCbKOro
3aco0ly B ninocomu abo Mikpoemynbcil, sIKi CyMiCHI i3 TKAHMHaMK OpraHismy.

[ns 3actocyBaHHA B cnocobax JaHOro BUHAaXOA4y, akTUBHI CMONYKU MOXyTb OyTW HadaHi per se
abo y Burnagi apMaueBTUYHOT KOMMNO3WUiT, wWo Bkniovae, Hanpuknag, 0,1 go 99,5 % (GinbL
nepeeaxkHo, 0,5 oo 90 %) akTUBHOro iHrpedieHTa B KOomOiHaUil 3 dapmaueBTUYHO NPUAHSATHUM
HOCiEM.

Cnocobu BKMIOYEHHA MOXYTb OYTW HagaHi MPUCTPOSAMM, LLIO NepesapsamKaloTb, abo GionoriuHuMmn
npucTposiMu. B octaHHi pokn ©ynu po3pobneHi i BunpobyBaHi in vivo pisHi noniMepHi npucTpoi
BMOBINMbHEHOIO BUBINbHEHHSA ANSA KOHTPOMNLOBAHOT AOCTABKN MNiKAPChKMX 3acoBiB, BKMoYaroun BGinkosi
GiohapmaueBTnyHi monekynu. Linui pag 6ionorivHux nonimepie (BKMYa4m rigporeniy, BKNoYarovu
Ak OioposknagaHi, Tak i HeposknagaHi noniMepu, MOXe BUKOPUCTOBYBATUCA ANst POPMyBaHHS
iMnnaHTaTy ans 6e3nepepBHOro BUBIMNbHEHHS CMONMYKU B KOHKPETHOMY HALiNEHOMY MiCLi.

PiBHi haKTUYHOrO A03yBaHHA aKTUBHUX IHIPEIEHTIB Yy (hapmaueBTUHYHUX KOMMO3ULIIX MOXYTb
BapitoBaTM TAKUM YMHOM, LLUOO oAep)KyBaTW KiNMbKiCTb AKTUBHOTO iHrpeaieHTa, wo edeKkTMBHa Ans
[OCArHEHHA Ba)kaHOT TepaneBTUYHOT peakUil KOHKPETHOTO NauieHTa, KOMMNO3ULIK | METOJ BBEAEHHS,
SKi He 6yayTb TOKCUYHUMUW ANS 4AHOTO NauieHTa.

BubpaHuii piBeHb A03yBaHHA Oyae 3anexartu Big pPisHMX (akTopiB, BKMOYAOHMM aKTUBHICTb
3aCTOCOBYBAHOT KOHKPETHOI cnonykn abo kombiHauii cnonyk, abo ix cknagHoro edipy, coni abo
amigy, LnAX BBEAEHHHA, Yac BBEAEHHS, LWBKMAKICTb BMBEAEHHS 3aCTOCOBYBAHUX KOHKPETHUX
crnonyk(n), TPMBANICTb NiKyBaHHS, iHLUI Nikapcbki 3acobu, cnonyku i/abo pevoBMHU, BUKOPUCTOBYBAHI B
KOMOIHAL|i 3 KOHKPETHO 3aCTOCOBYBAHOK CMOMyKow(amu), Bik, CTarb, Macy, CTaH, 3aranbHuUi CTaH
340pOB'A | MONEpPeaHIo iCTOpilo XBOPOOM AAHOro nauieHTa, WO NiaaaeTbCA NiKyBaHHIO, i MoAaibHi
dakTopu, 4obpe BiaOMI B ranysi MeauuuHu.

Jlikap abo BeTepuHapHui nikap, Wo € axiBuem y AaHiin ranysi, 3MOe Ierko BU3HA4UTK i
NpU3HauUNTM HeodbXigHy TepaneBTMYHO edEKTUBHY KiMbKiCTb  (papMaueBTUYHOT  KOMMO3mUil.
Hanpuknaa, nikap abo BeTepuHapHUi Mikap 3MOXe nodyaTtu A03yBaHHA dpapMaueBTUYHOT KOMNO3ULii
abo Cnomnykn Ha PiBHAX HUXKYE, HiXK NOTPIOHO ANSl AOCArHEHHA HaaHOro TepaneBTUYMHOIO edexTy, i
nocTynoBo 36inbLyBaTu A03y A0 AOCATHEHHs GaxkaHoro edpexrty. Mig "TepaneBTUYHO €PEKTUBHOID
KiNbKICTIO" MAETbCA Ha yBasi KOHLEHTpAaLia CMONyKW, A0CTaTHA Ang Toro, wod aomortuca 6akaHoro
TepaneBTUYHOrO edekTy. 3BMYAHO, BapTO pPO3YMITH, LIO edeKTMBHa KinbKicTb cnonyku Oyae
BapitoBaTW 3ane)KHo Biag Macum, craTi, BiKy i icTopii xBopo®u gaHoro cyb'ekta. IHWIi dakropu, sKi
BMMMBAIOTb HA €(EKTUBHY KiNbKiCTb, MOXYTb BKINIOYATH, ane, He 0OMEXyIoUNCb HUMM, CEPMO3HICTb
CTaHy nauieHTa, po3naj, Lo NiaaaeTbCa MiKyBaHHIO, CTabINbHICTL CNONYKK i, Npu BaxkaHHi, iHwwui Tun
TEepaneBTUYHOT CMOMYKHM, LLIO BBOAMTLCS i3 CMOMNYKOIO AAaHOr0 BUHaxoay. binblia saransHa gosa mMoxe
OyTM aocTaBneHa B Aekinbka BBedeHb 3acoby. Metoau BU3HAYEHHs €(DEKTUBHOCTI i AO3yBaHHSA
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Bigomi chaxisuam y agaHin ranysi (Isselbacher et al. (1996) Harrison(s Principles of Internal Medicine
13 ed., 1814-1882, BKMNIOYEHO B AaHUI ONUC 32 AONOMOrOI MOCUIAHHS).

Ax npasuno, niaxogsuwa aobosa a03a aKTUBHMX CMONYK, BUKOPUCTOBYBAHUX Yy KOMMO3MLIAX i
cnocobax aaHoro BuHaxoay, Oyae ABNATU COOOIO KiNMbKICTb CMNOMYK, LIO € HANMEHLUOK A03010,
ePEKTMBHOIO AN oJdepkaHHs TepaneBTu4YHoro edekty. Taka ecektuBHa gosa Oyae, sk npaBuno,
3anexaTtu Big pakTopiB, ONUCaHUX BULLE.

Mpu GaxkaHHi, edbekTuBHa AoboBa A03a akTUBHOI CMONYKUM MOXE BBOAUTUCA Yy BUIMAAI OAHIEN,
OBOX, TPbOX, YOTUPbLOX, M'ATU, WecTn abo Oinble cyba03, IO BBOAATHCA OKPEMO Y BiAMOBiAHI
iHTepBanM 4acy npoTsrom AHs, HeoOOB'A3KOBO, B OAMHWUYHUX [030BaHuX dopmax. Y aAesakux
BapiaHTax 34iMCHEHHS JAHOr0 BMHaxXOA4y, akTMBHA CNOJlyka MOXe BBOAWTMCA ABa abo Tpu pasu B
AeHb. Y NepeBa)kHOMY BapiaHTi 34iNCHEHHS akTUBHA cnornyka 6yae BBOAUTUCA OAWH Pa3 HA AeHb.

MauieHTOM, LLO OAepPKyE Take NikyBaHHSA, € Oyab-iKka TBapuHa, Aka noTpedye Lboro, BKIOYao4m
npuMaris, 30Kpema FAen, i iHWKUX ccaBLiB, TakMX K KOHIi, Benuka porata xyaoba, CBUHI i BiBUj; i B
LinomMy BCi AOMALLHI NTaxu i TBApPUHMU.

Y Aedkux BapiaHTax 34iINCHEHHS CMOMYyKWM AaHOro BMHAXOAY MOXYTb 3aCTOCOBYBAaTUCHA OKPEMO
abo cninbHO BBOAUTUCA 3 iHLUMM TUNOM TepaneBTUYHOIO 3acoly. SK BUKOPUCTAHO B AaHOMY OMUCI,
dpasa "cninbHe BBEAEHHA" Hane)uTb A0 Oyab-Akoi ¢hopMu BBeAeHHA ABOX abo Ginblue pisHUX
TepaneBTUYHUX CMOMyK, Takol, Npu AKiW Apyry CNosiyky BBOAATb Y Mipy TOro, sik paHdile BBeAeHa
TepaneBTUYHA CNosyka SAK i padiwe edekTuBHa B OopraHiami (Hanpuknag, ABi CNOMNyKW O4HOYACHO
edeKTUBHI B nauieHTa, LU0 MOXe BKIOYaTU CUHEpPridHi edbekTn ABOX cnonyk). Hanpuknag, pisHi
TEpaneBTUYHI CMOJIyKM MOXHa BBOAUTM abo B TOMy camMoMy npenapati, abo B po3ginbHux
npenaparax, abo napanensHo, abo NocnigoBHO. Y AesiKkMX BapiaHTax 34iMCHEHHS Pi3Hi TepaneBTUYHI
CMOMyKn MOXKHa BBOAWUTU Yepes OAHY roaunHy, 12 roaunH, 24 roguH, 36 roauH, 48 roguH, 72 roguHn abo
yepes TWXAEHb OAHa Big iHWOI. TakMM YMHOM, HAMBIOYYM, LUO OAEPXYE Take NiKyBaHHS, MOXe
oAepKaTth KOPUCTb Big CYKYMHOIo epekTy pisHUX TepaneBTUYHUX CNOSYK.

Y peskux BapiaHTax 34iMCHEHHS CNiNbHE BBEAEHHSI CMONyK AAHOro BUHaxoay 3 OAHMM abo
Oinble A0AAaTKOBUMU TepaneBTUYHUMKU 3acobamu (Hanpuknag, 3 oaHum abo Ginblue goaaTKOBUMU
XiMmioTepaneBTU4HUMM 3acobamu) 3abesnedvye NiABULLEHY €MEKTUBHICTb Y MOPIBHAHHI 3 KOXHUM
OKPEMUM BBEAEHHAM CMONyKM AAHOro BMHaxoay (Hanpuknaa, cnonyky copmynu I, 1l abo 1) abo
ogHoro abo Ginblue A0AaTKOBUX TepaneBTUYHMX 3acoBiB. Y AedAkMX TakMx BapiaHTax 34iNCHEHHS
crinbHe BBeAEHHs 3abesnevye aguTMBHUI edeKT, Ae aguTUBHUI eEKT HANEXNUTb 40 CYMMU KOXKHOTO
3 edekTiB BiA iHAMWBIAYanbHOrO BBEAEHHS CMOMYKM [AAHOrO BMHAxXoay i oaHoro abo Ginblue
404aTKOBUX TEpaNEeBTUYHKUX 3aco0iB.

HaHni BMHaxig BKMYae 3acTocyBaHHA (papmaueBTUYHO MNPUAHATHUX COMNEW CNOSyK AaHoro
BMHAX0Ay B KOMNO3ULAX i cnocobax gaHoro BuHaxoay. TepMiH "hapMaleBTUUHO NPURHSATHA Cinb", AK
BUKOPUCTAHO B [AAHOMY OMUCI, BKMNIOYAE COMi MNOXigHi HeopraHiyHux abo OpraHidHMX KUCIOT,
BKIIOYAIOYM, Hampuknazg, XrmopucTOBOAHEBY, OPOMUCTOBOAHEBY, CipyaHy, as30THY, NEPXJIOPHY,
¢docdopHy, MypaLUUHY, OLTOBY, MOMOYHY, ManeiHoBy, dhyMapoBy, OYPLUTMHOBY, BWUHHY, [MiKOMNEBY,
NUMOHHY,  caniuunoBy,  MeTaHcynb(doHoBY, ©6eH30oncynboHOBY, O€H30lHY,  MAaroHOBY,
TpUTOPOLTOBY, TPUXMOPOUTOBY, HadTaniH-2-CynbdOHOBY | iHWI KACHoTU. dapmaueBTUYHO
NPUAHATHI CONbLOBI YOPMU MOXKYTb BKMoYaTM OPMU, Y SKMX CMIBBIAHOLIEHHS MOMEKyn, Lo
CKNnagaloTb cinb, He AopiBHIOE 1:1. Hanpuknaa, cinb mMoxe BKMo4vaTu Oinbll, HDK OOHY MONEKyny
HeopraHiuHoi abo opraHivyHOT KUCIOTK HA MONEKYNY OCHOBW, TaK WO ABi MONEKYNN XIMOPUCTOBOAHEBOT
KMUCNOTU NpUXoaaTbCA Ha monekyny cnonykun cdopmynu |, 1l abo lll. Ak iHWKMA npuknaa, cinb Moxe
BKITKOYATU MEHLUE, HiXK OQHY MOJIEKYNY HEOPraHivyHoi abo OpraHidHOT KUCIOTU HA MOMNEKYNy OCHOBM,
Tak Wwo ABi monekynu cnonyku cdopmynu |, 1l abo 1l npuxoaarbcs Ha MONEKYNy BUHHOT KUCTNOTH.

Y gogartkoBMX BapiaHTax 34iMCHEHHA nepeabadeHi Coni 4aHOro BUMHAxXoAy BKMIOYAKOTb, ane, He
0OMEXyYIOTBCA HUMUW, aMOHIEBI Coni ankiny, aiankiny, Tpuankiny abo teTpaankiny. Y aeskux papiaHtax
34iliCHEHHST nepeabadeHi coni AaHOoro BUHAXo4y BKMIOYAlOThb, ane, He OOMEXYUUCb HUMMK, coni L-
apriHiHy, 6eHeHTamiHy, 6GeH3aTuHiHy, 6eTaiHy, rigpokcuay KanbLilo, XOmniHy, AeaHony, AieTaHoNnamiHy,
aieTunamidy, 2-(aieTunamino)etaHony, eTaHonamiHy, eTUneHaiaminy, N-MeTunrnokamiHy,
rigpabaminy, 1H-imigasony, nitito, L-nisuHy, Maruilo, 4-(2-rigpokcieTunmmopdonivy, ninepasuny,
kanito, 1-(2-rigpokcieTun)niponiguHy, HaTpilo, TpUeTaHonamiHy, TPOMEeTamiHy i LMHKY. Y [Oeakux
BapiaHTax 3[iNCHEHHA nepeabayeHi coni AaHOro BUHAXoay BKIKOYAThb, ane, He 00MEXKyIoUNCh HUMU,
coni Na, Ca, K, Mg, Zn abo iHwux meTtanis.

dapmaueBTUYHO NPUIAHATHI KUCMOTHO-aAUTUBHI CONi MOXYTb TaKOX iCHyBatu y BUMNA4I PisHMX
COMbBATIB, TAKMX SIK 3 BOAOK, METAHONOM, €TAHONOM, AUMETUNdopMamMigom i nodidbHMMK. TakoxK
MOXYTb OYTWM OTpPUMAaHI CyMilli Takmx COMnbBaTiB. [DKEPENOM Takmx COMNMbBAaTiB MOXe OYyTU PO3YMHHUK
KpucTanizauji, BnacHe pO3YMHHUK oOaepxaHHs abo kpucranisauii, abo 3aHeCeHi PO3YMHHUKMW.
3MOouyBarnbHi areHTn, emynbratopu i 3maulyBaribHi PeYOBUMHW, Taki AK naypuncynbdaT HaTtpitlo i
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cTeapart MarHito, a TakoxX 3abapBnioBarnbHi areHTu, areHTu, Wo CNpuUsitoTb BUBIMbHEHHIO, NOKPUBAIOYi
areHTu, NiaconoakyBadi, CMakoBi 400aBKK i OCBiXKyBadi, KOHCEPBAHTMW | aHTUOKCUMAAHTU TAKOXK MOXYTb
OYTW NPUCYTHIMK Y KOMMO3ULLISAX.

Mpuknagn apmayueBTUHHO NPUAHATHUX aHTUOKCUAAHTIB BKMOYaloThb: (1) PO34MHHI Yy BOAi
aHTUOKCUAAHTK, Taki €Ak ackopbiHoBa kucnoTta, rigpoxnopua uucteiHy, 6GicynbdaTr HaTtpilo,
MeTabicynbdiT HaTpito, cynbdiT HaTpito i noaibHi; (2) po3uMHHI B Onii aHTUOKCMAAHTU, Taki K
ackopbinnanbmitar, GyTunboBaHui rigpokcianizon (BHA), O6ytunboBaHuii rigpokcutonyon (BHT),
neunTurH, Nponinranar, anbda-tokodepon i noaibHi; i (3) meTan-xenartylodi areHTu, Taki K NMMMOHHA
Kucnota, eTuneHgiamiHteTpaoutosa kucnota (EDTA), copbiton, BUHHA kucnoTa, ocdopHa KucnoTa
i noAibHi.

OaHuit BUHaxig, onucaHuin B 3aranbHomy, Oyae nerwe po3ymiTUCs 3 MOCUNAHHAM Ha HACTYMHi
npuknagu, Aki € NpocTo iNCTPaTUBHUMKW ANS AesKUMX achekTiB i BapiaHTiB 34iMCHEHHS AaHoro
BMHAxoAy i HE NPU3HaYeHi Ans OOMEXEHHS JaHOTO BUHAX0A4y.

Mpuknagu

Mpuknag 1: ®apmakogmHaMmiyHi epekTn Ha NyXIIUHY

LLC OocnigkeHHs: Camkam muwen C57.BI/6 imnnaHTyBanu niawkipHo 1x10% kniTUH KapuuHOMU
nereHi Jlbloica, cycneHgosaHux B PBS.

4T1 OocnigxeHHs: Camkam muwein balb/c iMnnaHTyBanu B >KMPOBY TKAHWMHY MOFOYHOT 3ar03K
1x105 KNITUH KapUMHOMM MOMNOYHOT 3ano3n 4T1, cycneHaosaHux B PBS.

CT26 [OocnigkeHHa: Camkam muwen balb/c imnnantyBanu nigwkipHo 1x108 KniTMH KapuuHOMU
ToBCTOT Kuwkn CT26, cycnengosaHux B PBS.

B16 HocnigxeHHs: Camkam muwen C57.Bl/6 imnnaHTyBanu nigwkipHo 2x10% kniTMH muwiaqoli
MenaHomu B16, cycneHgosaHux B PBS.

Ha aeHb 10-14 nicnga imnnaHTauii MULER-NYXNUMHOHOCITB paHA4oMi3yBanu B rpynu no n=5 muwlen i
06pobnANU 0AHOKPATHOK BHYTPILUHLOUYEPEBHOIO 403010 cnonyku 190909 npu 50 mr/kr BB abo Hociem
(3abycpbepeHum pochatom CONbOBUM PO3YMHOM). Yepe3 ABI roauHU nicna AO3yBaHHS MULLEN
YMEPTBNANM i NyxnuHM 30upanu i 3amopoxyBanu B piakomMy asoTi. KoHueHTpauii apriHiHy B
romoreHaTax nyxsimHu sBusHadanu 3a gonomorotw PX/MC/MC. PesynbTtatu nokasaHi Ha ir.1.

Mpuknag 2: baratoaeHHi hapmakoguHamivHi epekTn Ha NYXSIMHY | NeYiHKy

Camkam wmuwen balb/c iMnnaHTyBanu B XMPOBI TKAHMHWM MoMo4YHOT 3ano3um 1x10% kniTuH
KapuuHoOMK MONOYHOT 3ano3un 4T1, cycneHaosaHux B PBS. HacTynHoro gHs nicns imnnadTauii rpynu
no n=10 muwen ABidi Ha aeHb Ao3yBanu BB npotarom 21 gHie 1) Hociem, 3abydepeHum docdarom
CONbOBUM PO34YMHOM; 2) cnonykoto 190909 npu 50 mr/kr; abo 3) cnonykoto 190909 npu 100 mr/kr. Ha
AeHb 21 rpyny no n=5 MuLLEN YMEPTBNANKN YepPe3 KOHTPOSbHUIA Yac (~16 roguH nicna nonepeaHboro
003yBaHHSA), i rpyny, WO 3anuwunniacd, no n=5 Muwen ocTaToMHO 403yBanu i yMepPTBNANWU Yepes ABi
rOAMHW Bid OCTAHHLOIO A03YBAHHS. B ymepTBNEeHMX MULIER 30upanuM NyxnMHW i nedviHky Ta
3amMopoXXyBanu B piakomy asoTi. KOHUeHTpauil apriHiHy B romMoreHartax neviHky i nyxnuHu BU3Havanm
3a gonomoroto PX/MC/MC (dir.2)

Mpuknag 3: JocnigkeHHA e(PEeKTUBHOCTI OAHOro 3acoby

Camkam muwien C57.BI/6 (n=20) nigwkipHo imnnaHTyBanu 1x108 KRiTMH KapuUWHOMM nEreHi
Jlbloica, cycneHgoBaHux B PBS. Yepes aeHb nicnsa iMnnaHTauii Mmuwen paHaomisysanu B 2 rpynu no
n=10 muwen ans HacTynHoi obpobkn aosyBaHHAM BB aBivi Ha ageHb: 1) Hociem (3abydepeHum
docdhaTtoMm ConbOBUM PO3UYMHOM); abo 2) cnonykoto 190909 npu 100 mr/kr, ccpopmynboBaHin B PBS.
MyxnuHU BUMIPIOBanNM TpW pasu Ha TWXKAEHb UMMPOBUM LUTAHreHUUpKynem, i oB'eM NyXnuHM
po3paxoByBanu 3a HacTynHolo dopmynot: o6'em nyxnuHu (Mm®)=(axb?/2), pe 'b' o3Havae
HaMMeHLUMA aiameTp, i 'a’ o3Havyae HaWdInbLUMIA NepneHANKYNApHUn aiameTp. **P-3HadveHHsa <0,01
(OBOCTOPOHHIN T-TecT). PesynbTaTu nokasadi Ha ¢ir.3 (nisa naHen).

Mpuknag 4: JocnigpkeHHA epekTUBHOCTI kOMOiHOBaHOT Tepanil

Camkam muwen C57.BI/6 (n=40) imnnanTyBanu nigwkipHo 1x10%® KMNiTMH KapUUHOMU nNeEreHi
Jlbloica, cycneHgosaHux B PBS. Yepes geHb nicnsg imnnadTadii, Muwen palaomisysanu B 4 rpynu no
n=10 muwen ana HactynHux obpobok: 1) Hociem (3abydepeHnm ocdaToM CONbOBMM PO3YUHOM)
npu gosysaHHi BB aBa pasu Ha ageHb; 2) cnonykoto 190909 npu 50 mr/kr, cpopmynboBaHin B PBS,
npu gosyeaHHi BB gBa pasu B AeHb; 3) knoHoBaHumM aHTU-CTLA-4 aHTutinom 9H10 npu fo3yBaHHi 5
mr/kr BB Ha geHb 2, 5 i 8; i 4) kombiHadieto cnonyku 190909 npu 50 mr/kr BB BID i aHtu-CTLA-4
aHTuTina npu 5 Mr/kr Ha aeHb 2, 5 i 8. MNyxnuHKM BUMIpIOBaNu TpU pasn Ha TWXKAEHb LMGPOBUM
LUTAHreHUMpKynem, i o6'eM MyXnMMHM pO3paxOBYBAnM 3a HACTYMHOKW (OpPMynoto: o0'eM MyXMuHM
(Mm®)=(axb?/2), ge 'b' o3Hayae HaviMeHWW diaMeTp, i 'a’ o3Havae HaAWGINbLUNIA NepneHAUKYNSIPHUIA
diameTp. *P-3HaueHHa <0,05 (4BOCTOPOHHIN T-TecT). Pe3ynbTaTu nokasaHi Ha ¢ir.3 (npasa naHesnsb).

Ha peHb 14 muwen ymeptBnanu i nyxnuHu 36upanun i nomiwanm B 10 % 3abydepeHun
HenTpanbHUin opmaniH. Ha HacTynHy Hid nicna dikcauii, nyxnuHu nepesoaunu B 70 % eTaHon.
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MyxnuHu BBOAMNM B napadiH, posnoginanu i 3abapbnosanu aHTu-CD3 noniknoHanbHUM aHTUTINOM
(EMD Millipore PC630) ana CD3+ kniTuH. IMOCTpaTUBHI 300pa)keHHA Big OAHIET TBAPUHU 3 KOXKHOT
rpynu, a Takox rpadpiyHo npeacrtaeneHi gaHi HaBeaeHi Ha ir.4.

Mpuknag 5. dapmakoKiHETUYHUA | hapmakogUHAMIMHUIA NPOTOKOST BUMIPIOBAHHA BKMOYEHHS

apriHiHy

1. OpepxkaHHa ® L1 ocHOBHUX po3yunHiB npu 10 mm B H20

TouHO BigBakytoTb 1,5-2,5 mr L-apriHiHy i OpHiTMHY B 2-Mn cknsiHin npoBipui. Joaatots H20 ans
oaepkaHHA 10 MM po34unHYy.

MpoGipky WinbHO 3akpuBaTb. [epemiwyloTb BUXPOBUM Cnocobom abo 360BTYOTb A0 MOBHOMO
PO3YUHEHHS NOPOLLKY.

MitaTte npobipku, BignosigHo. 36epiraloTb OCHOBHWI po3unH npu -20 °C.

2. OpepxaHHs ®K ocHOBHOro posymHy B JMCO

TouHo BigBakytoTb 0,5-1,5 mr CB-909 B 2-Mn cknsiHii npoGipui.

Hogatote AMCO ansa oaep»xaHHa 1,0 Mr BiflbHOT OCHOBW/MI PO34KNHY (KoedilieHT nepepaxyBaHHS:
1,35).

MpoGipky WinbHO 3akpuBaTb. [epemiwyloTb BUXPOBUM Cnocobom abo 360BTYOTb A0 MOBHOMO
PO3YUHEHHS NOPOLLKY.

MitaTe npobipku BianosigHo. 36epiratloTe OCHOBHWI po34mnH npu -20 °C.

3. OpepxanHa ®[] kanibposaHux craHaapTiB (STD)

KanibpoBaHi cTaHgapTu OAepKylTb B 7 KOHUEHTpauiax (aue. Tabnuuio, Hmwde). [licns
BUKOPUCTaHHSA/OAEepKaHHA, KanibposaHi cTtaHgaptu 30epiraiote npu -80 °C i po3MOpOXYIOTb Mpu
KIMHaTHIN TemnepaTypi nepea BuKopucTaHHaM. CTabinbHICTb rapHa WOHaWMEHLLE MpoTArom 2
Mmicauis rnpu -80 °C.

KoHueHTpauia npenapary, PoGounii poaun (PP)|  O6'em PP (wikn) Hopanunii 2,5 % BSA

wo tectyerbesa (MKM) (MK”)

S 500 10 MM Aérg i10 MM |10 mkn (Arg)+10 mkn 180
rn (Orn)

S2 150 S1 30 70
S3 50 S1 10 90
54 15 32 10 90
S5 50 33 10 90
S6 1,5 S4 10 90
37 0,5 35 10 90

4. OagepxaHHa ®K kanidbposaHux ctaHgaprtis (STD)

KanibpoBaHi cTaHaapTu O4EpXKylOTb CBDKMMM B 7 KOHLUEHTpaUisx y BianoBigHoOMy OGiomMaTpukci
(Hanpuknag, ogHa KpyMBa Ans nnasmu, ogHa kpusa ans nedidkun). Joaatots 10 mkn CB-909 ocHOBHOro
posuuny (1,0 mr/mn) go 90 mkn H20 anda ogepkanHa 0,1 mr/mn poB0oyoro posynHy.

KoHueHTpauia npenapary, PoGounii po3unt (PP) | O6'em PP (wkn) HoaaHuin maTtpukc
Lo TECTyeTbCs (Hr/Mn) (MKIT)
S1 5000 0,1 mr/mn 10 190
S2 1500 S1 30 70
S3 500 S1 10 90
54 150 32 10 90
S5 50 33 10 90
S6 15 S4 10 90
37 50 35 10 90

5. OgepaHHsa roMmoreHariB TKaHUHK

MonepeaHbo oxonogxeHuin (0 °C) posunH 25 % ACN 3 0,1 % TFA gogailoTb A0 3paskiB TKAHUHK
(10 MK PO3YUH/MI TKAHWUHW) | NOTIM ABiYi FOMOTrEHI3yI0Tb, BUKOPUCTOBYIOYN romoreHizatop Tissuelyser
Il npu 4 °C npotarom 4 xB (4acTtota 20 1/c, 3pasku NyXnMHWU MOXKYTb 3HaA0OUTUCA AeKinbKa pasis).

6. 3pasok nnasmu/TKaHuHK niggatote 6inkosin npeuyunitagii B 80 % ACN 3 0,1 % TFA (abo 10 %
TCA)

Bepytb 30 mkn kanibpoBaHOro craHAapTy, FOMOreHI30BaHM 3pa3ok nnasmu abo TKAHWHM,

3MilwaHuin 3 90 MKN ekcTpakyiiHoro posunHy 3 1S (80 % ACN 3 0,1 % TFA).

MepeMillyoTb BUXPOBUM CNOCOOOM i LeHTpudbyrytoTb npotarom 10 xsunuH npu 5000 06./xB.
MepeHocaTtb 30 Mkn cynepHaTaHTy B 90 mkn 0,1 % FA B 96-aMKOBUIA NNaHLUET.
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7. MeTtoa PX-MC

BEPX konoHka: Agilent Zorbax SB-C18, 3,0 MkmM, 3x100 Mm
Po3unHuuk A: H20/0,1 % FA

PosunHHuk B: AcN/0,1 % FA

LWeuakicte notoky: 0,5 mn/xs

IH'ekuinHMi 06'em: 10 MKn

MpagieHT: 0,5 xB8 3 % B

1,5x815%B

2,0x895%B

32x895%B

3,3x83%8B

4,5 x8 STOP

MRM ymoBu:

AHanit Q1 Q3 DP EP CE CXP
CB-909 314,0 2781 61 10 21 14
CB-900 287,2 251,2 51 10 25 6
APpTiHiH 175,2 70,1 76 10 35 12
OPpHITWH 133,0 70,0 46 10 25 4
C13-Arg 181,2 740 56 10 33 4
C13-Orn 138,1 741 4 10 25 4

Ibxepeno ymos MC:

CUR: 200, CAD: Hu3bkui, I1S: 5500, TEM: 500, GS1:80, GS2:40

BknoueHHa nocunaHb

Bci nybnikauii i naTeHTn, HaBeAEHi B 4AaHOMY OMUCI, BKNIOYEHI 3a JONOMOrOI NOCUIAHHA Y BCil X
NOBHOTI, sIK siK6KM KoxkHa nyOGnikauia abo naTeHT Oynu cneuianbHO Ta iHAWBIAYanbHO 3a3HAuYeHi Ans
BKIMIOUEHHST 3a [AOMOMOrOK NOCUMAHHA. Y BUMNAAKy KOH(MIKTY, AaHWMI Oonuc, BKIoYaoun 6yab-ski
BMU3HAYEHHA B JAHOMY OMUCI, OyAe KOHTPOSIBHUM.

3okpema, nigxoadawji cnonyku ANA MPakTUYHOrO 34iMCHEHHA AaHOro BMHAXo4y OnucaHi B
nateHTHux nyb6nikauisx CLUA NeNe 2014/0343019, 2012/0083469, 2014/0371175, 2012/0129806,
2015/0080341 i nybnikauisx 3asssok PCT NeNe WO 99/19295, WO 2010/085797 i WO 2012/091757,
SIKi BKIIOYEHI B AaHWi ONUC 32 AOMOMOTOIO MOCUSIaHb Y BCil X MOBHOTI.

ExBiBaneHTu

Xo4ya KOHKPETHi BapiaHTu 34iACHEHHA 00'eKTiB AaHOro BMHaxoay OOroBOpPEHi, HABEAEHUIN BULLE
ONUC € INCTPaTUBHUM i HeoBMeyBanbHUM. baraTo BapiaHTiB 4aHOro BUHaxo4y CTaHyTb OYEBUAHI
ana daxisya B AaHii ranysi TexHikM nicnsg pos3rnsgy AaHoro Onucy i HaBedeHUX HWXYE MYHKTIB
dopmynu BuHaxoay. oBHui 06'eM AAHOro0 BMHAXOAy MNOBMHEH BM3HAYATMCS 3 MOCUIAHHSM Ha
NyHKTM hbopMynu BuHaxody, pasoM 3 NOBHMM 00'€éMOM iX €eKBiBaneHTiB i onuciB, a Takox 3 iX
BapiaHTamu.

$OPMYJIA BUHAXOLOY
1. Cnocib nikyBaHHA paky y nauieHTa, SKui BKMOYAE CninbHe BBEAEHHS nauieHTy iHribitopa CTLA-4 i

iHribiTopa apriHasu, ge iHribitop apriHasu aBnae coboto CNOnyKy, sika Mae CTpykTypy dopmynu I
RZHN COR!

D o)
Zp) : \B/ \R3
!
Y(n)"\\ ,/’W(I) S
Xim) R* ¥
ae

R' Bubpanuin 3 -OH, OR2 i NRPRe;

Ra BubpaHuii 3 BOAHIO, 3aMiwleHoro abo HesaMilleHoro ankiny, uuknoankiny, apuny,
(reTepouuknoankin)ankiny, (rerepoapun)ankiny i apankiny;

Rt i Re, koxkeH HesanexHo, BubpaHwuii 3 H, -OH, samilleHoro a6o HesamilleHoro ankiny, -SOz(ankiny),
-SO2(apuny), (reTepouuknoankin)ankiny i (retepoapun)ankiny;
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R2 Bubpanui 3 H, 3amiwieHoro abo HesamiweHoro ankiny i (ankin)C(0)-;

W, X, Y i Z, koxxeH He3anexHo, Bubpanuii 3i 3s’asky, -C(R'}(R™)-, -C(R")z-, -CR"-, -NR"-, -N-, -O-, -
C(O)- i -S-, Takum YnHomMm, Lo He Binbwe HiK Tpy 3 W, X, Y i Z ogHOYacHO ABNAIOTL cOBOI0 3B’A30K; i
Hemae ABOX CyMiKHMX yneHiB W, X, Y i Z, aki ogHo4acHo ABnsoTb coboto -O-, -S-, -N- abo -NR™-;

[, m, nip, KOXKEH He3anexHo, AopiHwE 1 abo 2;

p—————
|

~ -

™" HeoBOB’3KOBO ABNAE COBOIO oauH abo 6inblue NoABiIMHUX 3B’A3KIB;
R3 i R*, KOxeH He3anexHo, BUOpaHuii 3 BOAHIO, 3aMilleHoro abo HesamiweHoro ankiny i C(O)-R', abo
R i R*, pasom 3 atomoM 6Gopy, 3 SIKUM BOHW 3B’A3aHi, YTBOPIOKTbL 5- ab0 6-4fieHHe Kinbue, ske €
MOBHICTIO HACMYEHUM ab0 YaCTKOBO HACUYEHUM;
D BubpaHuii 3 3amiwleHoro abo HesaMmilleHOro arnkineHy, ankeHineHy, ankiHineHy, apuneny i
LuKnoankineny,
e ogHa abo 6inbwe rpyn -CHz- B D HE0OOB’A3KOBO | HE3anNeXxHO 3amileHi rpynoto Q, ska subpaHa 3
O, NR', S, SO, SO2i CR'R"; abo
ae 6yab-aki aABi cymikHi rpynu -CH2- HEOOOB’A3KOBO 3aMilleHi ABOMAa YneHaMu LUKnoasnkineHinoHol
rpynu (hOpMyroUn, TAKUM YMHOM, KOHAEHCOBAHY BiLMKMIYHY CUCTEMY);
3a yMOBM, WO D He MiCTUTb ABOX CyMibKHUX rpyn Q, BubpaHux 3 O, NR', S, SO i SO3; i
R, R" i R"™ koxeH He3anexHo, BubpaHuin 3 H, OH, S(O)RY, S(O)2R¢, ankiny, apuny, -NHz, -
NH(ankiny), -N(ankin)z, -C(O)NRIRe, -C(O)(ankiny), -C(O)(apuny), -C(O)O(ankiny), -C(O)O(apuny),
uuknoankiny, retepouuknoankiny, -C(O)(retepouuknoarnkiny), retepoapuny, apankiny, -
C(O)(apankiny), -C(O)(apuny), (uuknoankin)ankiny, (retepoapun)ankiny- i (retepoyumknoankinyankiny;
Je RY i Re, koxeH HesanexHo, BubpanHuit 3 H, samilleHoro abo HesamillleHoOro ankiny, apankiny,
apuny, rigpokciankiny, amiHoankiny, uuknoankiny, retepouuknoankiny, rerepoapuny, NR'R"C(O)- i
(apun)uuknoarnkineHy-,
ae Oyab-AKMIA ankin, ankeHin, ankiHin, apun, retepoapun, uuknoankin abo retepouuknoankin €
HeoBO0B’sI3KOBO A0AAaTKOBO 3aMiLLEHUM;
abo i hhapmaueBTUYHO NPUARHATHY Cinb.
2.Cnocib 3an. 1, ae
R Bu6panuin 3 -OH, OR2 i NRPR¢;
R2 Bubpanunn 3 BoaHio, (C1-Ce)ankiny 3 npamum abo posranykeHum nadutorom, (Cs-Cs)umknoarnkiny,
(Cs-Cra)apuny, (Cs-Cig)retepoumnknoankin-(Ci-Ce)ankineny-, (Cs-Cis)retepoapun-(Ci-Ce)ankineHy- i
(Cs-C1a)apun(Ci-Ce)ankineHy-;
R i Re, koxeH HesanexHo, Bubpanuii 3 H, -OH, (Ci-Ce)ankiny 3 npsamum abo posrany>keHum
naHuioroM, -SO2-(C1-Ce)ankiny, (Cs-Ci4)apnn-SO2-, (Cs-Ci4)retepoumnknoankin-(Ci-Ce)ankineHny- i (Cs-
Ci4)retepoapun-(Ci-Ce)ankineHy-;
R2 Bubpauii 3 H, (C1-Ce)ankiny 3 npsiMum abo posrany>keHum nauorom i (C1-Cs)ankin-C(O)-;
W, X, Y i Z, koxxeH He3anexHo, Bubpanuii 3i 3s’asky, -C(R'}(R™)-, -C(R")z-, -CR"-, -NR"-, -N-, -O-, -
C(O)- i -S-, Takum YmHom, o He Binbwe Hik Tpu 3 W, X, Y i Z ogHoYacHo ABNAOTE COOOL0 3B’A30K; i
Hemae ABOX CyMiKHMX yneHiB W, X, Y i Z, aki ogHo4acHo ABnsoTb coboto -O-, -S-, -N- abo -NR™-;
[, m, nip, KOXKEH He3anexHo, AopiHwE 1 abo 2;

pm—————
|

™" HeoBOB’3KOBO ABNAE COBOIO oauH abo 6inblue NoABiIMHUX 3B’A3KIB;
R3 i R*, ko>xeH He3anexkHo, BUOpaHuii 3 BOAHIO, NpsiMoro abo posranyxeHoro (C1-Ce)ankiny i C(O)-R',
abo
R i R*, pasom 3 atomoM 6Gopy, 3 SIKUM BOHW 3B’Ai3aHi, YTBOPIOKWTbL 5- ab0o 6-4fieHHe Kinbue, ke €
MOBHICTIO HACU4eHMM abo YaCTKOBO HACUYEHUM;
D BubpaHuin 3 npsmoro abo posranyxkeHoro (Cs-Cs)ankineHy, npamoro ato posranyxeHoro (Co-
Cs)ankeHineHy, npsamoro abo posranykeHoro (Cz-Cs)ankiHineHy, (Cs-Cis)apuneHy i (Cs-
Cig)umknoankineny,
e ogHa abo 6inbwe rpyn -CHz- B D HE0OOB’A3KOBO | HE3anNeXxHO 3amileHi rpynoto Q, ska subpaHa 3
O, NR', S, SO, SO2i CR'R"; abo
ae Oyab-aki  aBi  cymikHi  rpynn  -CH2- HeoOoB’siI3kOBO  3amiwleHi gsoma JneHamn (Cs-
Ci4)umknoankineHinbHoi rpynu;
3a yMOBM, WO D He MicTUTb ABOX CymibkKHUX rpyn Q, BubpaHux 3 O, NR', S, SO i SO3; i
R', R"i R", ko)eH HesanexHo, Bubpanuii 3 H, OH, S(O)RY, S(O)2R9, (C1-Cs)ankiny, (Cs-Ce)apuny, -
NHz, -NH(C+-Ce)ankiny, -N[(C1-Cs)ankin]z, -C(O)NRIRe, -C(O)(C1-Ce)ankiny, -C(O)(Cs-Cis)apuny, -
C(O)O(C1-Ce)ankiny, -C(O)O(Cs-Cig)apuny, (Cs-Ce)umknoankiny, (Cs-Cis)retepouuknoarnciny,
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C(O)(Cs-C1a)retepouuknoarnkiny, (Cs-Cigretepoapuny, (Cs-Cig)apun-(Ci-Ce)ankineny-, -C(O)}Cs-
Ci4)apun-(C+-Ce)ankineny-, -C(O)(Cs-Cra)apuny, (Cs-Cs)umknoankin-(C-Ce)ankineHy-, (Cs-
Ci4)retepoapun-{C+-Cs)ankineHy- i (Cs-Ci4)retepouukn-(C+-Ce)ankineHy-;

ae Oyab-aKui ankin, ankineH, apun, retepoapus, Luknoarnkin abo retepouuknoankin HeoboB’ A3K0BO
3amilleHMin oaHielo abo GinbLie rpynamu, BubpaHumMu 3 ranoreny, okco, -COOH, -CN, -NO3, -OH, -
NRdRe, -NR9S(0)2R", (C+-Cs)ankokcu, (Cs-Cia)apuny, (C1-Ce)ranorenankiny i (Cs-C14)apunokcu;

Je RY, Re, R9 i R, koxkeH HesanexHo, BubpaHuii 3 H, npamoro abo posranyxeHoro (Ci-Ce)ankiny,
HeoboB’a3koBO  3amiweHoro  (Cs-Cis)apun(Cq-Ce)ankineHy-, HeoOOB’A3k0BO  3amiwleHoro  (Cs-
Cis)apuny, (Ci-Ce)rippokciankiny, (Ci-Ce)aminoankiny, H2N(Ci-Ce)ankineny-, HeoOOB'A3KOBO
3amiwieHoro  (Cs-Ce)uuknoankiny, HeobOB’A3k0BO  3amiwleHoro  (Cs-Cig)retepoumknoankiny,
HeoOO0B’A3KOBO 3aMilleHoro (Cs-Craretepoapuny, Heobop’askoBo 3amiweHoro (Cs-Cig)apun-(Cq-
Ce)ankineny-, NR'R"C(O)}- i (C3-Cs)apun-(Cs-Cr4)umuknoankineny-,

abo i hhapmaueBTUYHO NPUARHATHY Cinb.

3. Cnoci6b 3an. 1 abo 2, ae:

R Bu6panuin 3 -OH, OR2 i NRPR¢;

R2 Bubpanunn 3 BoaHio, (C1-Ce)ankiny 3 npamum abo posranykeHum nadutorom, (Cs-Cs)umknoarnkiny,
(Cs-Cra)apuny, (Cs-Cig)retepoumnknoankin-(Ci-Ce)ankineny-, (Cs-Cis)retepoapun-(Ci-Ce)ankineHy- i
(Cs-C1a)apun(Ci-Ce)ankineHy-;

Rb i Re, koxkeH HesanexHo, Bubpanuii 3 H, -OH, npsimoro a6o posranyxeHoro (Ci-Cg)ankiny, -SO»-
(C1-Ce)ankiny, (Cs-Cia)apun-SOz-, (Cs-Cra)retepounknoankin-(C+-Ce)ankineHy- i (Cs-Cia)retepoapun-
(C1-Ce)ankineny-;

R2 Bubpanuii 3 H, npamoro abo posranyxeHoro (C1-Cs)ankiny i (C1-Cs)ankin-C(O)-;

W, X, Y i Z, KoxkeH HesanexHo, Bubpanun 3i 38’a3ky, -C(R™)2-, -CR™-, -NR"-, -N-, -O-, -C(O)- i -S-,
TakuM YMHOM, WO He OBinbwe Tpbox 3 W, X, Y i Z ogHOYacHO ABNAOTb cO000 3B’S130K; | HEMAE
cymbkHux unenisB W, X, Y i Z, gki ogHo4acHo ABnsitoTb coboto -O-, -S-, -N- abo -NR™-;

[, m, nip, KOXKEH He3anexHo, AopiHwE 1 abo 2;

p—————
|

™" HeoBOB’3KOBO ABNAE COBOIO oauH abo 6inblue NoABINHUX 3B’A3KIB;
R3 i R*, ko>xeH He3anexkHo, BUOpaHuii 3 BOAHIO, NpsiMoro abo posranyxeHoro (C1-Ce)ankiny i C(O)-R',
abo
R i R*, pasom 3 atomoM 6Gopy, 3 SIKUM BOHW 3B’Ai3aHi, YTBOPIOKWTbL 5- ab0o 6-4fieHHe Kinbue, ke €
MOBHICTIO HACU4eHMM abo YaCTKOBO HACUYEHUM;
D suGpaHui 3 npsamoro abo posranyxeHoro (Cs-Cs)ankineHy, npsamoro abo posranyxeHoro (Co-
Cs)ankeHineHy, npsamoro abo posranykeHoro (Cz-Cs)ankiHineHy, (Cs-Cis)apuneHy i (Cs-
Cig)umknoankineny,
e ogHa abo 6inbwe rpyn -CHz- B D HE0OOB’A3KOBO | HE3aneXXHO 3amileHi rpynoto Q, gka subpaxa 3
O, NR', S, SO, SO2i CR'R"; abo
ae Oyab-aki  aBi  cymikHi  rpynn  -CH2- HeoOoB’siI3kOBO  3amiwleHi gsoma JneHamn (Cs-
Ci4)umknoankineHinbHoi rpynu;
3a yMOBM, WO D He MiCTUTb ABOX CyMibKHUX rpyn Q, BubpaHux 3 O, NR', S, SO i SOz; i
R, R" i R", koxeH HesanexHo, BubpaHuii 3 H, OH, (Ci-Cs)ankiny, (Cs-Ce)apuny, -NHz, -NH(C1-
Ce)ankiny, -N[(Ci-Ce)ankin]z, -C{O)(Ci-Ce)ankiny, -C(O)}Cs-Cig)apuny, -C(O)O(Ci-Ce)ankiny,
C(O)O(Cs-Cig)apuny, (Cs-Cs)umknoankiny, (Cs-Craretepouuknoankiny, (Cs-Cis)retepoapuny, (Cs-
Ci4)apun-(C+-Ce)ankineny-, (Cs-Cs)umknoankin-(C+-Ce)ankineHy-, (Cs-Cra)retepoapun-(C1-
Ce)ankineny- i (Cs-Ci4)retepoumnkn-(C1-Ce)ankineny-;
ae Oyab-aKui ankin, ankineH, apun, retepoapus, Luknoarnkin abo retepouuknoankin HeoboB’ A3K0BO
3amilleHMin oaHielo abo Binblue rpynamu, BuGpaHumMu 3 ranoredy, okco, -COOH, -CN, -NO», -OH, -
NR9Re, -NReS(0)2R", (C1-Ce)ankokcu i (Cs-Ci4)apunokem;
ae RY, Re, R9 i R", koxxeH HesanexkHo, BubpaHuin 3 H, npsamoro abo posranyxeHoro (C1-Ce)ankiny,
HeoboB’a3koBO  3amiweHoro  (Cs-Cis)apun(Cq-Ce)ankineHy-, HeoOOB’A3k0BO  3amiwleHoro  (Cs-
Cis)apuny, (Ci-Ce)rippokciankiny, (Ci-Ce)aminoankiny, H2N(Ci-Ce)ankineny-, HeoOOB'A3KOBO
3amiwieHoro  (Cs-Ce)uuknoankiny, HeobOB’A3k0BO  3amiwleHoro  (Cs-Cig)retepoumknoankiny,
HeoOO0B’A3KOBO 3aMilleHoro (Cs-Craretepoapuny, Heobo’askoBo 3amiweHoro (Cs-Cig)apun-(Cq-
Ce)ankineny-, NR'R"C(O)}- i (C3-Cs)apun-(Cs-Cr4)umuknoankineny-,
abo i hhapmaueBTUYHO NPUARHATHY Cinb.
4. Cnocit 3a 6yab-akum 3 nn. 1-3, ae D sBnsie co6oto nponineH, R' siBnsie coboto -OH, koxeH 3 R?, R?
i R* aBnsie coboto BoaeHb i WoHanmMeHLwe oaud 3 W, X, Y abo Z Bubpanuin 3 -NR™-, -N-, -O- i -S-.
5. Cnoci6 3a dyab-sikum 3 nn. 1-4, ae iHriditop CTLA-4 aBnsie coboto aHTuTino aHtu-CTLA.
6. Cnoci6 3a n. 5, ae anTutino aHtTn-CTLA-4 aBnsae coboto ininimymab.
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7. Cnocib 3a n. 5, ae antutino aHtn-CTLA-4 aensie coboto Tpemenimyman.

8. Cnocib 3a 6yab-akum 3 nn. 1-7, ge pak sense coboko roctpun mienodbnactHuii nenkos (AML), pak
MOJSIOYHOT 3ano3un, KonopektanbHWi pak, XpoHidHui Mienonenkos (CML), pak cTpasoxody, pak
LUMNYHKA, pak nereHb, MenaHoMy, HeapiGHOKNITUHHY KapuuHOoMy nereHb (NSCLC), pak nigwnyHKoBoOi
3ano3u, pak nepeamMixypoBoi 3ano3u abo pak HUPKMU.
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