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TEPAIIEBTUYECKHWE AEH/IPUMEPLI

IIpeanochblIKH H300pEeTeHHST

Bcl-2 u Bel-XL sBRstfoTCS BAKHBIMHM @aHTHATIONTO3HBIMU TIPEICTABUTEISIMUA CEMEHCTBA
6enxoB BCL-2 u rnaBHbIME perynsitopamu BeiknBaHus Kietok (Chipuk JE ef al., The BCL-2
family reunion, Mol.Cell 2010 Feb 12;37(3):299-310). Tpancnokauusi, aMmrmiindukanus reHoB
W/WJTH CBEPXIKCIIPECCHs OSJIKOB 3TUX KPUTHUYECKHUX JJIsl BBDKUBAHUS (PaKTOPOB ObLIa
Oo0OHapy’KeHa y HECKOJIbKUX TUIIOB PaKa, U OHHU LIMPOKO BOBJICYCHBI B PA3BUTHE U
nporpeccuposanue paka. (Yip ef al., Bel-2 family proteins and cancer, Oncogene 2008 27, 6398-
6406; u Beroukhim R. ef al., The landscape of somatic copy-number alteration across human
cancers, Nature 2010 Feb 18;463 (7283):899-905). Taxxke ObLIO MOKA3aHO, YTO MPH MHOTHX
3JI0Ka4eCTBeHHbIX HOBOOOpazoBanusix BCL-2 w/unu BCL-XL onocpeayroT JekapCTBEHHYHO
YCTOWYHBOCTD U PELIUIUB, H X YOSIUTEIHHO aCCOLIMUPYIOT C TUIOXUM MporHo3oM (Robertson
LE et al. Bcl-2 expression in chronic lymphocytic leukemia and its correlation with the induction
of apoptosis and clinical outcome, Leukemia 1996 Mar;10(3):456-459; u llievska Poposka B. et
al., Bcl-2 as a prognostic factor for survival in small-cell lung cancer, Makedonska Akademija na
Naukite i Umetnostite Oddelenie Za Bioloshki i Meditsinski Nauki Prilozi 2008 Dec; 29(2):281-
293).

Anrtnanonrossusle 0enku cemerictsa BCL2 cnocoOCTBYIOT BBKMBAHUIO PAKOBBIX KJIETOK
3a CYeT CBSI3bIBAHMUS C MPOANONTO3HbIME Oenkamu, Takumu kak BIM, PUMA, BAK u BAX, u
HeUTpalu3aliy UX aKTUBHOCTH, HHAyLUpYIowiei kinerounyto rudens (Chipuk JE e al., nuoce,
and Yip et al, nuoce). CnenoBarenbHO, TEPANEBTHUECKOE LENEHANPABICHHOE BO3ICHCTBHE HA
BCL-2 u BCL-XL otaenpHO Wiy B KOMOUHALIMY C APYTUMH BUJAMH TEPATHH, BIIFSIOLIUMH Ha
ryiaBHble Oenku cemerictBa BCL-2, TakiMH KaK IIUTOTOKCUYECKIE XUMHUOTEPAEBTHYECKUE
CPeACTBa, HHTHOUTOPBI IPOTEACOM HJTH HHTHOUTOPBI KUHA3, SIBJISIETCS MPUBJIEKATEbHON
CTpaTeruei, C MOMOIIBI0 KOTOPOH MOXKHO JIEYUTh PaK M MOKHO IPEOI0IEBATh JIEKAPCTBEHHYIO
yCTOHYMBOCTD MPU MHOTUX TUNAxX paka dyenoseka (Delbridge, ARD et al., The BCL-2 protein
family, BH3-mimetics and cancer therapy, Cell Death & Differentiation 2015 22, 1071-1080).

Kpome akTHBHOCTH B OTHOIIEHUH KJIETOK, YUTOOBI COEMHEHNE-KaHIUAAT CTAJIO
NOIX OZSALIMM MTPUEMIIEMBIM JIEKAPCTBEHHBIM MIPOAYKTOM, COENMHEHHE AOJDKHO 00J1a1aTh
MHOYKECTBOM JIOTIOJIHUTEIBHBIX CBOMCTB U MPOSBISITh UX. DTO NOAPA3yMEBAET MOAXONAIINE
(U3NKO-XUMHYECKHE CBOMCTBA, KOTOPBIE 00ECIIEYNBAIOT BO3MOKHOCTh COCTABJICHHUS B
COOTBETCTBYIOLIYIO JIEKAPCTBEHHYIO (POpMy (Hampumep, paCTBOPHUMOCTb, CTAOMIIBHOCTD,

TEXHOJIOTUYHOCTH), OAXoAsmue OnodapmManeBTHUECKe CBONCTBA (HAIpUMep, MPOHUKAOIIAs



WO 2018/154004 PCT/EP2018/054420

CrOCOOHOCTh, PACTBOPUMOCTD, BCAChIBAHKE, OMONOCTYITHOCTD, CTA0OMIBHOCTD B OMOJIOTHUECKUX
YCIIOBHAX, (PapMaKOKHMHETHUECKOE U (papMaKOJUHAMUIECKOE MTOBEIEHNE) U MOAXOAIINN
npo¢uIs 0€30MacHOCTH AJisi 00ECTIeUeHHUs IPUEMIIEMOTO TePAIIeBTHUECKOr0 HHAEKCA.
Wnentudukanus coenuHeHni, Hanpumep, HHruOnTopos Bel-2 n/umm Bel-XL, kotopsle
IPOSIBJISIIOT HEKOTOPBIE HJIU BCE TAKUE CBOWCTBA, SIBJISIETCS CIOXKHOM 3aJa4ei.

Konkpernbie uaruduropsr Bel-2 w/unu Bel-XL Ha ocHoBe N-ammncyabpoHamuna u
crocoObI ux nojiy4deHus: packpbIThl B mareHTe CIITA Ne 9018381, AKTUBHOCTB H
cneun(pUIHOCTh COSAMHEHUH, KOTOPBIE CBSI3BIBAIOTCS ¢ Bcl-2 n MHruOUpyrOT ero GyHKIHIO B
KJIETKax, Takxke OputH packpeIThl B mareHTe CIIIA Ne 9018381 mocpencTBom aHann3a
CBSI3BIBAHUS i1 Vilr0O W KJIETOUHOTO aHann3a. OnHAKO AocTaBKa 3TUX HHruoutopos Bel-2 n/umm
Bcl-XL Ha ocHOBe N-aumicynbhoHaMuaa OKa3anach CIOKHON, HATPUMEP, BCICACTBUE HX
HHU3KOH pacTBOPUMOCTH U MOOOYHBIX 3P (PEKTOB, CBSI3aHHBIX ¢ MUILIEHBIO. Taknum 0Opa3om,
3asiBUTENH pa3paboTanu JEeHAPUMEPHI, CBSI3aHHBIE C ONpeeIeHHBIMI HHrHOnTOpamu Bel,
KOTOPBIE MOTYT MPEOJOJIETh MPOOJIEMBI C JOCTABKOM, C KOTOPBIMU CTAJIKUBAFOTCS MTPH

NPUMEHEHUH HEKOHBIOTHPOBAHHBIX HHrHOUTOpPOB Bel.

KPATKOE OINTMCAHHUE

B naHHOM OKyMEHTE PacKpbIThI JEHAPUMEPDI, TPUCOSAUHEHHbIE KOBAJEHTHOH CBSI3bIO
(HanmpuMep, KOHBIOTHPOBAHHBIE MIIH CBsi3aHHbIe) kK nHruouTopy Bel. Konblorinposanubie
ACHAPUMEPHI MPOSIBJISIOT BHICOKYIO PACTBOPUMOCTD IO CPABHEHUIO C HEKOHBIOTHMPOBAHHBIM
uHruouropom Bel, n noknmHNYecKHe qaHHbIE MO3BOJISIOT IPEANOI0KUTD, YTO AEHAPHUMEPSI,
KOHBIOTUPOBAHHbBIE ¢ HHIHOUTOPOM Bcl, MOTEHIIMAIBHO YIYYIIAIOT IEPEHOCUMOCTb i1 VIVO, 4TO
MOKET YBEJIMUMBATh TEPANEBTHYECKUI MHAEKC U CHIDKATh 1000UHbIE d3(deKThl. JleHaprumMepbI
pa3paboTaHbl TAKUM 00pa3oM, 4TOOBI 00JaAaTh KOHKPETHON CKOPOCTBHIO BHICBOOOIKIEHUS
(HarmpuMep, CKOPOCTHIO, MPHU KoTOopoi nHrnoutop Bel ormennsercs ot nennpumepa).

B HeKkoTOpBIX BapuaHTaX OCYIIECTBJICHHUS, PACKPBITHI AeHaApuMepbl Gopmyisr (I):
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* 0003HaYaeT KOBAJICHTHYIO CBsI3b ¢ KapOOHWIbHBIM (pparmerTom (BU1);

b cocrasisier 2;

BU npencraBnsitoT co00i CTPYKTYpHBIE 3BEHbS,

BU; npenctaBisitoT co00ii CTPYKTYPHBIEC 3BEHbsI TOKOJIEHUS X, TAe o01iee Yucio
CTPYKTYDHBIX 3BEHbEB B IIOKOJICHNHN X Aerapumepa dopmyast (I) pasasiercs 2™, a obimee uncio
BU B nenapumepe dpopmyisi (I) paBusiercs (2°-1)b; rne BU xapakrepusyercs cienyroomuei
CTPYKTYPOM:

0]

#E)K(\/\/H\;i

NH
®

# 0003HavaeT KOBAJIEHTHYIO CBSI3b C AMUHHBIM (PPArMEHTOM SIApa HITH
amuaoparmenTom BU;

+ 0003HauaeT KOBAJIEHTHYIO CBsI3b C KapOOHMIBbHBIM (pparmenToM BU min koBasleHTHYIO
cBsi3b ¢ W miiu Z;

W HesaBucumo npencrasiser codoii (PM). niu (H)e;

Z nezaBucuMo mnpencrasisier codoit (L-AA)gq wnu (H)e;

PM npencrasisier codoii PEGogo.1200 ui PEGgg0-2400;

L-AA npencrasisier coOOM JIMHKEP, MPUCOSTUHEHHBIH KOBAJIEHTHOHN CBSI3BIO K

aKTUBHOMY CpeAcCTBy; rae L-AA npencrasieH GopMyJIon:
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rae
A npencrasisier coboit —N(CH3), -O-, -S- unmu —CHj-;
® MpeACTaBIsieT COOON TOUKY MPUKPEIUIEHUs K aMuHHOMY (parmenty BUX;
npu ycnosun, uto (c+d) < (2%)b, a d cocrasnser > 1; u
nipu yciioBur, uto ecim (c+d) < (2%)b, To ob6bie ocrabiuuecs rpymrsl W u Z
npencrasisioT coboit (H)e, rae e cocrasmser [(2™)b ]-(c+d).
B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHS PAcKpbIT AeHapumep dopmyisl (1)
- ~

| W
aapo (BU1)—(BU2)—(BU3)—(BU4)—(BU5)| >
\z

N /P,
Wi ero (hapMaieBTHUYECKU IPUEMIIEMAst COJTb, TIe
b cocrapiser 2;

SIPO TMPENCTABISAET COOOIT:
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* 0003HaYaeT KOBAJIEHTHYIO CBs3b ¢ KapOOHWIBbHBIM (parmenTom (BUT);
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BU npencrapisitor co0oit cTpykTypHbIe 3BeHbs1, U unciio BU pasnsiercs 62; rne BU
XapaKTEPU3YETCsl CIEAYIOLIEN CTPYKTY PO
o H
#EMN\ﬁ
_,“‘;{NH

# 0003Ha4YaeT KOBAJICHTHYIO CBSI3b C AMMHHBIM (PPArMEHTOM SIApa HITH

amuaodparmenTom BU, a + o603HauaeT KOBaJIEHTHYIO CBsI3b C KapOOHMIBbHBIM (pparmenTom BU

WJIN KOBAJIEHTHY!O CBsI3b ¢ W nimu Z;
W HesaBucumo npeacrasisier codoit (PM), wu (H),;
Z nezaBucuMo mnpencrasisier codoit (L-AA)q wm (H).;
PM MpeEACTaBIIACT coboii PEG900.1200 NN PEG1800.2400;

L-AA mnpencrasnsier co00OM JTMHKEP, MPUCOSTUHEHHBIH KOBAJIEHTHOH CBSI3BIO K

aKTUBHOMY CpeAcTBy; rae L-AA npencrasieH GopMyJIoi:
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rae
A mpencrasisier codoit —N(CH3), -O-, -S- umu —CHj,-;
® o6osHauaer KOBQJIEHTHYIO CBsI3b C aMUHHBIM (pparmeHTom BUS;
npu ycnosud, uto (c+d) cocrapmnsier < 64, a d cocraBnsier > 1; u
npu ycnoBuH, 4to eciu (c+d) < 64, To mobeie ocTasiunecs rpynmnsl W u Z
npencraBisiroT coboii (H)e, rne e cocrasisier 64-(c+d).
B HEeKOTOpBIX BapHaHTaX OCYIIECTBJICHHS PACKpPhIT AeHapumep dopmydsl (I11):
D-saapo-D (11D,
WK ero (papMaLeBTUUECKU pUeMIieMast CoJlb, TAe

PO MpenCTaBiIseT cOOO0I:
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N
H H
D npencrasisier coboi
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z
x J o\ AN VAN )\ J
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BU1 BU2 BU3 BU4 BUS
1 CcTpykTYpHOE 2 CTPYKTYPHbIX 4 CTPYKTYpHbIX 8 CTPYKTYPHbIX 16 CTPYKTYPHbIX
3BEHO 3BEHA 3BEHa 3BEHbLEB 3BEHLER

AP npencrasisier coO0l TOUKY NPUKPETUIEHHUS K APYTOMY CTPYKTYPHOMY 3BEHY,
W HesaBucumo npeacrasisier codoit (PM), wu (H).;

Z nezasucuMo mnipencrasisier codoi (L-AA)q mm (H)e;

PM NpeaCTaBIICT coboit PEG900.1200 HJIn PEG1800.2400;

L-AA mnpencrasisier coOOOM JTMHKEP, MPUCOSTUHEHHBIH KOBAJIEHTHOH CBS3BIO K

aKTUBHOMY CpeAcTBY; rae L-AA npezncrasieH GopMyJioi:

rae

A mpencrasisier codoit —N(CH3), -O-, -S- nmu —CHj-;
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npu ycnoBuH, 4to eciu (c+d) < 64, To mobrie ocTaBiunecs rpynnsl W u Z
npencraBisitoT codoit (H)., rne e cocrasisier 64-(c+d); a d cocrasnsier > 1.

B HEKOTOpBIX BapuaHTaxX OCYLIECTBJICHUS PACKPHIT AeHapuMep dopmysl (IV):
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WK ero papMareBTHYECKH TpreMiieMasi coib, rae Y npenctasisier codoit PEGigoo-2400 wiiu H; Q

npencrassier codoit H umu L-AA, B koTropoM L-AA xapakTepusyercs CTPyKTypOIi:
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A mpencrasisier codoit —S- win —N(CH3), mpu yenosun, uto ecniu cymma PEGiggo-2400 1 L-AA
cocTaBiisieT MeHee 64, To ocTaBiuuecs pparmenTsl Q n Y npencrasinstoT coboit H, u npu

YCJIOBUH, YTO MO MeHbIneH Mepe oauH Q mpexncrasisier codoii L-AA.

B HekOTOpBIX BapHaHTax OCYIIECTBICHUS PACKPBIT AeHApuMep Gpopmysl (V):
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npencrassier codoit H umu L-AA, B koTropoM L-AA xapakTepusyercs CTPyKTypOIi:

0]

.y Ox g/CFe,
s @N

N
s_L)J\/A\)I\O/\/N\ (”)
N
(R)



WO 2018/154004 PCT/EP2018/054420

A mpencrasisier codoit —S- win —N(CH3), npu yenosun, uro eciu cymma PEGiggo-2400 1 L-AA
cocTaBiisieT MeHee 64, To ocTtaBiuuecs pparments Q u Y npencrasinstoT coboit H, u npu
yCJIOBUH, UTO IO MeHbInel Mepe oauH Q mpexncrasisier codoii L-AA.

B HEKOTOpBIX BapHaHTaX OCYIIECTBIIEHHUS PACKPBITHI (papMalieBTUIECKHUEe KOMITO3ULIHH,
copepskamue neaapumep dopmyasl (1), (II), (IIT), (IV) wnu (V) nnn ero papmaneBrudecku
NPUEMJIEMYIO COJIb M (hapMaLIEBTHUECKU TPUEMIIEMOE BCIIOMOTAaTEIbHOE BELECTBO, HOCUTEIb
WU pa30aBUTEIb.

B HEKOTOpBIX BapHaHTaX OCYILIECTBJICHUS PACKPBITHI CIIOCOOBI JICYCHUS PaKa,
NPeAyCMaTPUBAIOIINE BBEIEHUE HYKAAIOIEMYCS] B 5TOM CYOBEKTY 3() (PEKTHBHOTO KOJMUYECTBA
neanpumepa dopmysl (1), (II), (IID), (IV) wnu (V) mum ero ¢papManeBTHUECKN TPUEMIIEMON
COJH.

B HekOTOpBIX BapHaHTax OCYIIECTBICHUS packpbIT neHapumep Gopmyis (1), (1I), (11D),
(IV) umu (V) nnu ero papManeBTHUECKH pUeMIIeMast COJIb JIJIsl IPUMEHEHUS B JICUEHUH PaKa.

B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS, PACKPBITO IPUMEHEHNE IEHAPUMEPA
dopmyast (1), (IT), (I1D), (IV) mmm (V) wnu ero dpapMalieBTHUECKH IPHUEMIIEMOI CONU IS
NPUMEHEHHUs B M3TOTOBJICHNH JIEKAPCTBEHHOTO TIpernapara AJisl JISYSHUs paka.

B HEKOTOpBIX BapUaHTaxX OCYIIECTBJICHUS, PACKPbITa (papMaLleBTHYECKash KOMITO3ULIHS,
conepskammast neaapumep Gopmyst (1), (II), (III), (IV) wnu (V) unm ero ¢papmaneBTHIECKH

MPpUEMIJIEMYIO COJIb IJIA JICHCHUS paKa.

Kpartkoe onucanue rpadgpuyeckux MaTepuaion

Ha ¢urype 1 usobpaxen neHapumep 3-ro NOKOJIEHUsI.

durypa 2 npencrasisier codoit nudpakrorpammy XRPD mist popmbel B coennnenust A.

Ha ¢urype 3A nokaszaHa KCEHOTPAHCILIAHTATHASI MOJIENb OCTPOro JIUM(POOIACTHOTO
neiiko3a (ALL) y mermeit SCID ¢ npuMeHeHHEeM KJIETOK OCTPOro JUMQOOIaCTHOTO JIeHKo3a
yenoseka (RS4:11) B cnyyae mpuMeHEHUs] COCTABOB COEAMHEHHSI A, YKa3aHHBIX B IpUMepe 2.
ITokazaHa onieHKa 3G EKTUBHOCTH COETUHEHUS A, cocTaBieHHOro ¢ kaxkabpmm u3 HP-B-CD (V1),
Captisol (V2) u Tween (V3), B CpaBHEHUH C COOTBETCTBYIOIINMHU CPEAAMU-HOCUTEINSIMH; Cpeia-
Hocutenb 1 (V1, 30% HP-B-CD, pH 4), cpena-Hocutens 2 (V2, 10,6% Captisol, pH 9) u cpena-
Hocutenb 3 (V3, 0,5% Tween, pH 9).

Ha ¢urype 3B noka3aHa KC€HOTPAHCIUIAHTATHAS MOAEIb OCTPOro JTUM(PoOIacTHOTO
neiiko3a (ALL) y mermeii SCID ¢ mpuMeHeHHeM KJIETOK OCTPOro auM@pobiacTHOro jeiko3a
yenoseka (RS4:11) B ciyuae npumenenust cocraBos coequHenust A ¢ Cremophor. ITokasana

oueHka 3¢ pexTuBHOCTH coenuneHus A, cocrasieHHoro ¢ Cremophor (V4), B cpaBHeHUH €

10
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COOTBETCTBYIOLIEH cpenoii-Hocurenem, cpena-nocurens 4 (V4, 5% sec/o6bvem Cremophor EL,
pH 4). Cm. mpumep 2.

Ha ¢urype 4 nokaszana xierouHas rudens (anonTos) uyepes 6 yacos u 24 yaca nocie
BBEICHUS] OJJHOKPATHOM 03bl COENUHEHHsI A, COCTaBIeHHOTO ¢ KaxabiM u3 HP-B-CD (V1),
Captisol (V2) u Tween (V3), B CpaBHEHHH C COOTBETCTBYIOLINMHU CPEAAMU-HOCUTEIISIMU;, Cpeia-
Hocutenb 1 (V1, 30% HP-B-CD, pH 4), cpena-Hocutens 2 (V2, 10,6% Captisol, pH 9) u cpena-
Hocutenb 3 (V3, 0,5% Tween, pH 9). OTBeT B Buae nokasatens paciieruienus kacnassl 3 (CC3)
NPUMEHSUTH B KQUECTBE KOJIMYECTBEHHOTO TIOKA3aTeNsl KJIETOYHOH rHOey U Onpeaessiy ¢
npumMeHernem Habopa 1t ELISA, Pathscan ot Cell Signaling. Cm. nmpumep 2.

Ha ¢urype S nokazano Bo3aeicTBre Ha OMyXO0Jib ONHOKPATHON JO3bI COEAMHEHUS A,
coctasyieHHoro ¢ kaxabpM u3 HP-B-CD (V1), Captisol (V2) u Tween (V3). Konuenrpaumu
coennHEeHHs1 A B OMyXoJin yepe3 6 4acoB U 24 Jaca 1mocje BBeACHUs OAHOKPATHON JO3bI
onpenemnsy ¢ npumeHerneM LC-MS/MS. Cum. npumep 2.

Ha ¢urype 6 nokazana KCEHOTPAHCIUIAHTATHASI MOZIEIb OCTPOro JIUM(POOIACTHOTO
neiiko3a (ALL) y kpeic Rag2-/- ¢ mpuMeHeHHeM KIIETOK OCTPOro JuMQpoOiacTHOro neiiko3a
genoseka (RS4:11). Korna onyxomu BeIpacTamu a0 npuMepHo 4500-6000 My, kpsic
PaHIOMHU3UPOBAJIN HA IPYTITY BBeIEHUs] oqHOKpaTHOH IV nHdpy3uu cpensi-nocurens 1 (30%
HP-B-CD, pH 4) unmu 5 mr/kr coenunenus A B reuenue 30 muH. I[TokazaHa oneHka
s¢pexTuBHOCTH coenuHeHus A, coctaBieHHoro ¢ 30% HP-B-CD (V1), B cpaBHeHuu ¢
COOTBETCTBYIOLIEH cpenoii-HocuTeneM (V1). Cm. mpumep 2.

Ha ¢urype 7 nokasana KCEHOTPAHCIUIAHTATHAS MOJIENb OCTPOro JuMdpobIacTHOro
neiiko3a (ALL) y kpeic Rag2-/- ¢ mprMeHeHHeM KJIETOK OCTporo JuMQoOnacTHOro Jieiiko3a
genoseka (RS4:11). Korma onyxouu BeIpacTamm 10 npuMepHo 4500-6000 My, kpbic
PaHIOMHU3UPOBAJIH B TPYIIBI BBEACHUST OMHOKpaTHOH [V undy3un cpenpi-nocurens 1 (30% HP-
B-CD, pH 4) wnu 5 mr/kr coenurenus A, 3 Mr/kr coenuHenus A u 1 MI/KT coenuHeHus A B
tedenue 30 muH. [TokasaHa orieHka 3pPEKTUBHOCTH A0303aBUCUMOrO OTBETA HA COSIUHEHHE A,
coctasyieHHoe ¢ 30% HP-B-CD (V1), npu BBeneHnu S5 Mr/kr, 3 Mr/kr u 1 MI/Kr B CpaBHEHHUH C
cooTBeTCTBYyIOMIEH cpenoii-HocuteneMm (V1) Cm. mpumep 2.

Ha ¢urype 8 npencrasieHo cpaBHEHHE CKOPOCTH HAYAJIBHOTO BBICBOOOKACHHUST MOJIEKY T
u3 nNpuMepoB 6 u 9 Bo BceM auanasoHe 3HaueHuii pH. Cm. npumep 13.

Ha ¢urype 9 nokazana KCEHOTPAHCIUIAHTATHASI MOZIEIb OCTPOro JIUM(POOIACTHOTO
neiiko3a (ALL) y merimeii SCID ¢ mpuMeHeHHeM KJIETOK OCTPOro auM@pobacTHOro Jeiko3a
yenoseka (RS4:11) B ciyyae npuMeHeHHs! pa3InIHBIX MAKPOMOJIEKYJI 10 HACTOSIIEMY

n300perennto. ITokasana onenka 3ppexTuBHOCTU Cpeabl-HOcuTeNsI (3a0ydepenHslii pochaTom
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¢dusnonornueckuii pacreop), coenuHenus A (cocrasienHoro B 30% HP-B-CD, pH 4),
MonekyJbl u3 nmpumepa 6 B PBS (3xBuBanent 10 mr/kr u 30 Mr/kr coenuHeHus A), MOJIEKYJIbI U3
npumepa 9 B PBS (skBuBanent 10 mr/kr coenunenust A). Cm. npumep 18.

Ha ¢urype 10 nokasana kierouHast ruOesb (arnonros) B pa3jindyHble MOMEHTBI BpEMEHH
HIOCJIe BBEJICHUS] OTHOKPATHOM 103bI MO0 cpenbl-HocuTens (3a0ydepenHslii pocdarom
¢usnonoruueckuit pacTBop), 1ud0 Mosekysbl u3 npumepa 6 B PBS (skBuBanent 10 u 30 mr/kr
coenuaenust A). OTBeT B BHJE MoOKasaTesns paciersienus kacnassl 3 (CC3) npumeHsu B
Ka4eCTBE KOJMUECTBEHHOTO IMOKA3aTelsl KJIETOUYHON THOENH 1 ONpeNessuid ¢ IPUMEHEHUEM
Habopa st ELISA, Pathscan ot Cell Signaling. Cm. mpumep 18.

Ha ¢urype 11 nokasaHa KCEHOTPAHCIUIAHTATHAS. MOZEIb OCTPOro JUM(oOIacTHOTO
neiiko3a (ALL) y mermeit SCID ¢ nprMeHeHHEM KIETOK OCTPOro JUMQOOIACTHOTO JIeHKo3a
gyenoseka (RS4:11) B cnyyae mpuMeHEHHsI pa3JInYHBIX PACKPBITHIX NeHapuMepoB. [TokaszaHa
oueHka 3¢ pexTuBHOCTH cpenbl-HocuTeNs (3a0ydepeHHbli GpochaToM PU3NOTOTHUECKHUIT
pacTBOp), cocTaBa Ha OCHOBe coenuHeHus1 A B cpene-aocurene 1 (30% HP-B-CD), monekynsl u3
npumepa 6 B PBS (skBuBanenTt 20 Mr/kr coenuHeHust A) 1 MOJIeKyJibl U3 pumepa 9 B PBS
(sxBuBaneHt 20 mr/kr coenunerust A). Cm. npumep 18.

Ha ¢urype 12 nokasaHna kyieTo4qHas ru0enp (arnonros) B pa3IndHble MOMEHTBI BpEMEHH
NocJie BBEACHHs ONTHOKPATHOU 10361 cpenbl-HocHuTes (3a0ydepennoro gocharom
(bU31ONIOrNuecKoro pacTBopa), COCTABOB Ha OCHOBE coequHeHNs A B cpene-Hocurene 1 (30%
HP-B-CD) u3 pacuera 5 mr/kr u 10 mr/kr u nennpumepa u3 npumepa 9 B PBS B sxBuBanenre
10 mr/xr coenunenust A. OTBeT B BUJE MOKa3arTes paciierieHHon nonu-AJl1d-pubdosa-
nojumepassl (PARP) nmpumMeHsi B KaueCTBE KOJMUECTBEHHOTO MOKA3aTelsl KIETOYHON THOeH.
Cwm. mpumep 18.

Ha ¢urype 13 nokasansl JaHHBIE 17151 MOJIEKYJI U3 IPUMEPOB 5, 7 U 8, BBOAUMBIX A030M1
B sKkBHBaJieHTe 10 MI/KT COeMHEeHHsI A MBIIIMHON MOJAEH ¢ KceHoTpaHcrianTarom RS4:11.
JlaHHBIE TEMOHCTPUPYIOT, YTO MOJIEKYJIa U3 IpuMepa 7, BBOAUMAs 0301 B SKBUBAJICHTE
10 mr/kr coenuHeHus A, HHAYLUPYET PErPECCHIO OMYXOJIH, B TO JK€ BPEMST MOJIEKYJIbI U3
npUMeEpPOB S 1 8, BBOAMMBIE 103011 B 5kBHBajieHTe 10 MI/KT coequHeHus A, He
IIPOAEMOHCTPUPOBAIN 3HAYMMOHN IPOTUBOOIYX0JIEeBOI1 akTuBHOCTU. CM. npumep 18.

Ha ¢urype 14 nokasaHa KCEHOTPAHCIUIAHTATHAS. MOZEIb OCTPOro TUM(oOIacTHOTO
neiiko3a (ALL) y kpeic Rag2-/- ¢ mpuMeHeHHeM KIIETOK OCTporo JumMQpoOnacTHOro neiikos3a
gyenoseka (RS4:11) B cnyuae mpuMeHeHHsI MOJIEKYJIbI U3 TIpuMepa 6 M CPebI-HOCUTEIS.

ITokasana onenka 3ppexkTuBHOCTH cpenbl-HOcuTeNs (3a0ydepeHHoro pocharom
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¢dusnonorunueckoro pactsopa, PBS) u monekyns! u3 npumepa 6 B PBS (s3xBuBanent 10 Mr/kr u
30 mr/kr coenunenust A). Cm. mpumep 18.

Ha ¢urype 15 nokazana mozaens ¢ kceHoTpancmiantatom SUDHL-4 y mermeii SCID B
ciydae MpUMeHeHus cpenbl-Hocutens (3a0ydepennoro gocdarom GusnoIOornuecKkoro
pactBopa, PBS), mosnekyisl u3 npumepa 6 B PBS (sxBuBanieHTHOI S0 MI/KT coenuHeHust A),
MoJiekyJibl u3 pumepa 9 B PBS (skBuBasieHTHOM 50 MI/KT coenuHeHust A), puTykcumada
(10 Mr/kr), KOMOMHALIUK MOJIEKYJIbI U3 TpuMepa 6 (B skBuBanieHTe 10 mr/kr, 30 mr/kr u 50 Mr/kr
coenrHeHus1 A) ¢ purykcumadom (10 Mr/kr) u KOMOMHALIMY MOJIEKYJIbI U3 ipuMepa 9 (B
skeuBajieHTe 10 Mr/kr, 30 mr/kr u SO mr/kr coenunerns A) ¢ putykcumabom (10 mr/kr). Cm.
npumep 18.

Ha ¢urype 16 nokazan nenapumep Gopmyst (IV).

Ha ¢urype 17 nokazan neanpumep popmyst (V).

Ha ¢urype 18 na monenu onyxoju MEJIKOKJIETOYHOIO Paka JIErKOro 4ej0BeKa
NPOMUTIOCTPUPOBAHA 711 ViVO TIPOTUBOOIYXO0JIEBAsi AKTUBHOCTD, MPOSIBIIIEMAast MOJIEKYJIOH U3
npumepa 9 B komOuHanmu ¢ uaruouropom mTOR AZD2014.

Ha ¢urype 19 na monenu onyxonu DLBCL 4enoBeka nponutoCTpupoOBaHa in vivo
IPOTHBOOITYXOJIEBAst AKTUBHOCTD, MPOSABIIsIEMast MOJIEKYJION U3 mpuMepa 9 B KOMOMHAIINY C

akamadpyTuHUOOM.

IloapoGHoe onucanue

B ogHOM BapuaHTe OCYLIECTBIEHUS! PACKPBITHI IEHAPUMEPDI, COAEPIKALINE
IBYXBAJIEHTHOE OCH3UTMAPUITEKCAHAMUITU3NHOBOE PO, CTPYKTYPHBIE 3BEHbsI B BUAE JIM3HHA,
U TIPH 5TOM NIOBEPXHOCTHBIE (PYHKLIMOHAIbHBIE IPYIIIbI 3aMerieHbl nHruouropom Bel u PEG.

B onHOM BapmaHTe OCYIIECTBICHUS PACKPBITHI AeHApUMepsI hopmyJsl (I):

e ™
/W
Anpo (BU1)—{BU2)o— .. —(BUX),0eny| >
\Z
AN Jb (I)

HUJIN €10 (I)apMaI_IeBTI/ILIeCKI/I npuemiieMast COJib, rAc:

AAPO TPENCTaBIsAET COOOI:
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* 0003HaYaeT KOBAJICHTHYIO CBsI3b ¢ KapOOHWIbHBIM (pparmerTom (BU1);

b cocrasisier 2;

BU npencraBnsitoT co00i CTPYKTYpHBIE 3BEHbS,

BU; npencTaBisitoT co00i CTPYKTYPHBIE 3BeHbSI TIOKOJICHUS X, Te o0liee 4ucio
CTPYKTYPHBIX 3BEHbEB B MOKOJNEHHHU X neHapumepa Gpopmyisl (1) paBusiercs 2%, a obiee yrcio
BU B nenapumepe dpopmyisi (I) paBusiercs (2°-1)b; rne BU xapakrepusyercs cienyroomuei
CTPYKTYPOM:

0]

#E)K(\/\/H\;i

NH
®

# 0003HavaeT KOBAJIEHTHYIO CBSI3b C AMUHHBIM (PPAarMEHTOM SiApa HITH
amuaoparmenTom BU;

+ 0003HauaeT KOBAJIEHTHYIO CBsI3b C KapOOHMIBbHBIM (pparmenToM BU min koBasleHTHYIO
cBsi3b ¢ W miiu Z;

W HesaBucumo npencrasiser codoii (PM). niu (H)e;

Z nezaBucuMo mnpencrasisier codoit (L-AA)gq wnu (H)e;

PM npencrasisier codoii PEGogo.1200 i PEGg00.2400;

L-AA npencrasisier coOOM JIMHKEP, MPUCOSTUHEHHBIH KOBAJIEHTHOHN CBSI3BIO K

aKTUBHOMY CpeAcCTBy; rae L-AA npencrasieH GopMyJIon:
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4/—221
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rae
A npencrasisier coboit —N(CH3), -O-, -S- unmu —CHj-;
® MpeACTaBIsieT COOON TOUKY MPUKPETUIEHHs K aMUHHOMY ¢parmenty BUX;

npu ycnosuu, uto (c+d) < (2%)b, a d cocrasnser > 1; u

nipu yciioBur, uto ecim (c+d) < (2%)b, To ob6bie ocrabiuuecs rpymrsl W u Z
npencrasisioT coboit (H)e, rae e cocrasmser [(2™)b ]-(c+d).

HckmounTeNnbHO ¢ LeNblo IILTIoCTpaunu Ha ¢purype 1 nsoOpaxkeH neHapumep 3-ro
HIOKOJICHHUS1, COTIEPIKALIMH SITPO, 3 MOKOJIEHHs CTPYKTYPHBIX 3BeHbeB (BU) 1 24 moBepXHOCTHBIE
(yHKIIOHAJIbHBIE TPYIIIIBL.

Crnenyer npuHIMaTh BO BHUMaHHE, UTO SIIPO JEHAPUMEpPA SBJISETCS LEHTPATbHBIM
3BEHOM, U3 KOTOPOT'O CTPOUTCSI ASHApUMEp. B CBSI3U € 3TUM AapO npencTasisieT coOoit
LEHTPAJIbHOE 3BEHO, U3 KOTOPOTO ‘BBIPACTAIOT' MEPBOE M MOCIENYIOIINE TTOKOJIEHHS]
CTPYKTYPHBIX 3B€HbEB. B OIHOM BapHaHTe OCYINECTBICHUS SAPO B JIIOOOM U3 ACHAPUMEPOB

dbopmysl (1), (ID), (1), (IV) umu (V) npencrasnsier coOoi:

rae * o003HaYaeT KOBAJICHTHYIO CBSA3b CO CTPYKTYPHBIMU 3BEHBSIMH AeHApUMepa. B HEKOTOpBIX

BapHaHTaX OCYIIECTBJICHUS PO B 0doM u3 aerapumeposn Gopmyasr (1), (II), (III), (IV) wiu

(V) npencrasisier coboi:
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rae * o003HaYaeT KOBAJICHTHYIO CBS3b CO CTPYKTYPHBIMH 3BEHbSIMU ACHAPUMEpA.

Tepmun "cTpykrypHoe 3BeH0" mim "BU" npeaycMaTpuBaeT MOsIeKyJIbl, HMEIOIINE IO
MeHbIIeH Mepe TpU PYHKLHNOHABHBIE IPYIIIIbI, OJHY AJIS IPUKPETUICHUS K SAPY WIN
CTPYKTYPHOMY 3BEHY NPEABIAYINEro MOKOJIEHUs (MM CJI0s1) CTPYKTYPHBIX 3BEHBEB HIIH JIBE WJIH
6oree pyHKUMOHAIBHBIE TPYIIIIbI IS IPUKPETUICHHUS K CTPYKTYPHBIM 3BEHBSIM CIEAYIOLIETO
NIOKOJICHUS! (UJIH CJI0sT) CTPYKTYPHBIX 3BeHbeB. CTPYKTYpPHBIC 3BEHBS HCIIOJIB3YIOTCS IJIS
NIOCTPOCHHUS CJIOEB JEHIPUMEpPa 33 CUET N0OABICHHS K SAPY WIH NPEABIAYIIEMY CIIOK
CTPYKTYPHBIX 3B€HbEB. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS CTPYKTYPHBIE 3BEHbSI HMEIOT
TpH QP YHKIIHMOHAJBHBIE TPYTIIIHL.

TepmuH "nokonexHue" npenycMaTpruBaeT YUCIIO CIOEB CTPYKTYPHBIX 3BEHBEB, KOTOPBIE
COCTaBJISIIOT ACHAPOH WM AeHapuMep. Hanmpumep, neHapumMep nepBoro nokojgeHus Oyaer
UMETb OJIUH CJION CTPYKTYPHBIX 3B€HBEB, IPUCOCAMHEHHBIX K APy, HAPUMED, SIPO-
[[cTpykTypHOE 3BeHO]b, rne b npencrasisier coOOH YHCIO NEHAPOHOB, MPUCOSTUHEHHBIX K
APy, U BAJIGHTHOCTD sAApa. JleHnpuMep BTOPOro MoKOJeHUs: UMEET JIBa CJIOSI CTPYKTYPHBIX
3BEHbEB B KAXKJIOM JIEHPOHE, IPUCOETUHEHHOM K siapy. Hanpumep, eciau CTpyKTypHOE 3B€HO
MMEET OJTHY JIByXBAJIEHTHYIO TOUKY BETBJICHUS, AEHAPHMEDP MOXKET MPEICTaBIATh COOOM:
snpo[[CTPYKTypHOE 3BeHO |[cTpyKTypHOE 3BeHO0]2]b, neHapuMep TPEThEro MOKOJEHHUS UMEET TPU
CJIOSI CTPYKTYPHBIX 3BEHbEB B KOKJIOM JICHIPOHE, PUCOESAMHEHHOM K SIIPY, HAPUMEP, SAPO-
[[cTpykTypHOE 3BEHO|[CTPYKTYypHOE 3BeHO|2[cTpyKTYypHOE 3BeHO]4]b, neHapumep msToro
TIOKOJICHHUS] HIMEET ITATh CIIOEB CTPYKTYPHBIX 3BEHbEB B KAKIOM JACHAPOHE, TPUCOESAMHEHHOM K
TPy, HapUMep, AAPO-[[CTPYKTYypHOE 3BEHO][CTPYKTYpHOE 3BEHO|2[CTPYKTYpHOE
3BeHO|4[CcTpyKTypHOE 3B€HO|8[CcTpyKTypHOE 3BeHO|16]b, neHnpumep 6 MOKOJIEHUST UMEET IIECTh
CJIOEB CTPYKTYPHBIX 3BEHbEB, IPUCOEANHEHHBIX K SAPY, HAPUMEp, SApo-[[CTpyKTypHOE
3BEHO|[CTPYKTYpPHOE 3B€HO|2[CTPYKTYpHOE 3B€HO |4 cTpyKTypHOE 3BeHO|8[CTpyKTypHOE
3BeHO|16[cTpykTypHOE 3BeHO]32]b u T. 1. [locnenHee MokoeHNe CTPYKTYPHBIX 3BEHBEB (CaMoe
yIaJeHHOE OT LIEHTPA MOKOJIEHHE) 00eCIeunBaeT MOBEPXHOCTHYIO (PYHKLIMOHATIM3ALNIO
IEHIPUMEpPa U YUCIIO MMOBEPXHOCTHBIX (PYHKIIMOHAIBHBIX TPYIIL, JOCTYIHBIX ISl CBS3bIBAHUS
IPYIIIBL, OCYLIECTBISIIOIEH papMakOKuHeTHYeCKy0 Moaudukauuto (PM), n/umm nuHkepa u

akTuBHOrO cpeznctaa (L-AA).
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TepmuH "noBepXHOCTHBIE (PYHKIIMOHAIBHBIE TPYIIIBI" OTHOCUTCS K HE BCTYITUBIINM B
peakmio (yHKIMOHAIBHBIM IPYIIaM, KOTOPbIE HAXOAATCS Ha MOCIEIHEM ITOKOJIECHUN
CTPYKTYPHBIX 3B€HbEB. B HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHUS YUCIIO MOBEPXHOCTHBIX
(YHKIMOHANBHBIX TPYIII paBHsieTcs (2¥)b, MU 5TOM X TPEACTABIISET COOOM YMCIIO TIOKOJNIEHHUH B
neHapumepe, a b npencrasnser coboit YMCIO NEHAPOHOB. B HEKOTOPBIX BapHaHTaX
OCYIIECTBJIEHHSI TOBEPXHOCTHBIE ()YHKIIMOHAJIBHBIE TPYTIIIbI MPEACTABIISIOT COOOH
(YHKLIMOHAJIbHBIE TIEPBHYHBIC AMHUHOTPYIIIIHI.

OO1w1ee YKCI0 CTPYKTYPHBIX 3BEHBEB B ICHIPUMEPE CO CTPYKTYPHBIMH 3BEHbSIMH,
UMEOIUMHU 3 QYHKLHOHANBHbIE MPYIIIbI (HAPUMED, OIHY TOYKY BETBJIEHMUS), paBHsieTcs (2°-
1)b, roe x paBHsieTCs YHCy NOKOJIEHUH, a b paBHseTcst yncny aeHapoHos. Hampumep, B
ISHIpUMEpE, UMEIOLIEM SIAPO C ABYMS IPUCOSAMHEHHBIMU eHaApoHamH (b = 2), ecm kaxnoe
CTPYKTYPHOE 3B€HO UMEET OJIHY TOUYKY BETBJICHHS U UMEETCSI 5 TIOKOJIeHH, Oyaer 62
CTPYKTYPHBIX 3B€HA, U CAMOE yJAJIEHHOE OT IIEHTpa MOKoJeHne OyieT conepkars 16
CTPYKTYPHBIX 3B€HBEB C 64 MOBEPXHOCTHBIMH (DYHKIIMOHAIBHBIMU TPyNIaMu. B HEKOTOPBIX
BaPUAHTAX OCYLIECTBJICHUS] TOBEPXHOCTHBIEC (PYHKLIMOHAJBHbIE TPYIIIBI MPEACTABISIFOT COOOM
aMHUHHBIE ()parMeHThI, HAPUMep, IEPBUYHBIE HJIU BTOPUYHBIE aMUHBI. B HEKOTOPBIX BapHaHTax
OCYIECTBIIEHHSI AEHIPUMED MPECTABISET COOOH AEHAPUMEp MATOTO MOKOJIEHHUS, UMEIO LU
IBYXBAJIEHTHOE PO, 62 CTPYKTYPHBIX 3B€Ha U 64 (PyHKIIMOHAIbHbIE IEPBUYHbIE
AMHUHOTPYIIIIBL.

B HEKOTOpBIX BapHAHTAaX OCYIIECTBIIECHUS CTPYKTYpPHBIE 3BEHbS B IIOOOM U3
nerapumepos Gopmyusl (1), (II), (1), (IV) wnu (V) XxapakTepusyrTCst CTPYKTYPOU:

0]

#‘1,7_)1\/\/\/ H A

NH
*

B KOTOPOI1 # 0003Ha4aeT KOBAJICHTHYIO CBSI3b C AMUHHBIM (PPArMEHTOM SIApPA HITH
aMHUHO(PArMEHTOM CTPYKTYPHOTO 3B€HA, a + 0003HAUAET KOBAJIEHTHYIO CBSI3b C KAPOOHMIIbHBIM
(parMeHTOM CTPYKTYPHOTO 3B€HA WJIM KOBAIEHTHYIO CBSI3b C IPYIIIOH, OCYIIECTBISIOLICH
(apMaKOKHHETHYECKYI0 MOAU(PHUKAIINIO, TUHKEPOM, MPUCOETNHEHHBIM K aKTHBHOMY CPEICTBY,
WJIU BOAOPOJIOM. B HEKOTOPBIX BapHaHTax OCYLIECTBIEHUS JEHAPUMED COAECPKUT 62
CTPYKTYPHBIX 3BeHa ¢ 64 (PyHKIMOHATBHBIMHA NEPBUYHBIMA AMHUHOTPYITITIAM.

B HEKOTOpBIX BapUaHTaX OCYIIECTBJICHUS CTPYKTYpPHBIE 3BE€HbS B JIFOOOM U3

nernpumepos Gopmysl (1), (II), (1), (IV) unu (V) xapakTepu3yrTCst CTPYKTYPOI:
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B KOTOPOH # 0003Ha4aeT KOBAJIEHTHYIO CBSI3b C AMMHHBIM (PparMeHTOM sipa MU
aMHHO(pPAarMEeHTOM CTPYKTYPHOT'O 3BeHa, a + 0003Ha4aeT KOBAJIEHTHYIO CBS3b C KapOOHUIIbHBIM
(parMeHTOM CTPYKTYPHOT'O 3B€HA WJIH KOBAJIEHTHYIO CBSI3b C TPYIIIOH, OCYLIECTBISIOLICH
(bapMaKOKHHETHYECKYEO MOAU(HKAIIHIO, JIUHKEPOM, TPUCOSTUHEHHBIM K aKTUBHOMY CPEJCTBY,
UJIU BOZOPOJIOM.

Tepmun "rpynma, ocyuiecTBisitonias (papMakOKMHETHYECKYO Moaudukauo" win "PM"
npeaycMaTpuBaeT PparMeHThbl, KOTOPbIE MOTYT MOAU(UIMPOBATH MITH MOy JIUPOBATh
(apMakOKHHETHYECKHI TPOQIIIb TEeHAPUMEPA HIIH AKTUBHOTO CPEACTBA, KOTOPOE OH
JOCTaBIsieT. B HEKOTOPBIX BapUaHTax OCcylecTBiIeHus: PM MOXeT MOy IMpOBaTh
pacripeneneHue, MeTaboIM3M |/ UM SKCKPELUIO IEHAPUMepa I aKTUBHOTO cpencTa. B
HEKOTOPBIX BAPUAHTAX OCYINECTBICHUs] PM MOKET BIUSATH Ha CKOPOCTh BBICBOOOKACHUS
AKTUBHOTO CPEACTB, OO 3aMeyIsAs, JINOO YBEIMUNBAsk CKOPOCTh, C KOTOPOH aKTUBHOE CPEICTBO
BBICBOOOKIAETCS U3 IEHAPUMEpA 3a CUET MyTel JIN0O XMMIYECKOTo (Harpumep, THAPOJIN3a),
1100 (PepPMEHTATUBHOTO pa3iiokeHus. B HEKOTOPBIX BapuaHTax ocyiecTsieHus PM moxer
U3MEHTh PO PACTBOPUMOCTH ACHAPUMEPA, TUOO0 YBENINIHNBAs, JIUOO yMEHbIIAs
PacTBOPUMOCTb B (hapMaLIEBTHUYECKH PUEMIIEMOM HOCHTENe. B HEKOTOPBIX BapuaHTax
ocywectsieHus: PM MoxeT conelicTBOBaTh AEHAPUMEPY B JOCTABKE aKTUBHOI'O CPEACTBA B
KOHKPETHYIO TKaHb (HalpuMep, B OIyXOJIN).

B HekOTOpBIX BapHaHTax OCYLIECTBICHUS B JIIOOOM u3 neHapumepon Gopmyusr (1), (1ID),
(11D, (IV) u (V) PM npencrasnsier coboli nommaTuneHrankoib (PEG). B HekoTopbIx BapuaHTax
ocyiecTBieHust nonusTwieHr ko (PEG) xapakrepusyercs cpeaHel MOJEKyJSIPHOW MacCoi
ot npubmm3uTensHo 220 1o npubnusurensro 5500 /la. B HeKOTOpBIX BapuaHTax
ocymectsieHus: PEG xapakrepusyercsi cpeiHel MOJIeKYJISIPHON Maccoit OT MpUOITH3UTENEHO
500 no mpubmmsutensao S000 Jla. B HekoTophIX BapuaHTax ocyuiecteieHus PEG
XapaKTepU3yeTcsi CPpeHe MONEKYJISIpHOH Maccoit ot mpubmmsurensHo 1000 no 2500 Ta. B
HEKOTOPbIX BapuaHTax ocyuectsieHuss PEG xapakrepusyercs: cpenHei MOJEKyISIPHONW MacCoi
ot npubmmsuTensHo 1500 no mpubdmsurensHo 2400 Jla. B HeKoTOpBIX BapraHTax
ocymecteieHus PEG xapakrepusyercsi MOJIEKYJIIpHONU Maccol ot npubnusutenbao 900 no
npudmmsuTensHo 1200 Jla. B HexoTopsix BapuaHTax ocyiectsieHus PEG xapakrepusyercs

MOJIEKYJISIPHOM Maccoit oT npubnusurenbHo 1800 no mpubmmsurensao 2400 [la. B HekoTOpbIX
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BapuaHTax ocymectsieHus: PEG xapakrepusyercs cpeqHeii MONeKyJIsipHON Maccoi
npudmsuTenbHo 2150 Jla. CrienuanucT B 1aHHO# 00acT cpasy noiimMeT, uto TepMuH "PEGogo.
1200" mpenycmatpusaet PEG co cpennelt MmosniekyisipHO#t Maccoii oT npubnusurensHo 900 1o
npubnusutensHo 1200 [a, a tepmun "PEGig00.2400" ipenycmarpusaer PEG co cpenneii
MOJIEKYJIIPHON Maccoit ot npubnusurenbHo 1800 no npubnusurensho 2400 [a.

B Hekoropbix BapuaHTax ocymectienus PEG xapakrepusyercs ko3hGuupueHToM
nonuaucnepcHoctu (PDI) ot mpubausutensuo 1,00 no npudmsutensHo 2,00, ot
npudmmsuTensHo 1,00 no 1,50, Hanpumep, ot npudusutenbio 1,00 no npubnmsutensHo 1,25,
ot npudym3uTenbHo 1,00 no npubmuszurensHo 1,10 umu ot npubnuzurensHo 1,00 no
npubnusutensHO 1,10. B HekoTopsix BapuanTax ocymecteinenns PDI y PEG cocrasnsier
npubnusutensHo 1,05. Tepmun "ko3pPUIMEHT MONTUANCTIEPCHOCTH" OTHOCUTCS K
KOJINYECTBEHHOMY TIOKA3aTEeNI0 PacIpeieeHns] MOJEKYJSIPHOW MacChl B JAHHOM oOpasie
nonumepa. PDI paBHsieTCs CpeiHEB3BELIEHHON MOJIEKYJISIpHOI Macce (My), AeneHHOH Ha
CPEIHEYHCIIOBYIO MOJIEKYJISIpHYEO Maccy (My), 1 0003HauaeT pachpeneieHne WHANBUIYTbHBIX
MOJIEKYJISIPHBIX Macc B naptuu noaumepos. PDI xapakrepusyercst 3HadeHnEeM, KOTopoe Oosblie
WJIM PaBHO 1, HO B cilyyasix, KOrJa rnojuMep NpudImKaeTcs K OHOPOJHON TMHE LENH U
cpenHeilt monekysipaoi macce, PDI 6yner 6mmke x 1.

B HEKOTOPBIX BapUAHTAX OCYLIECTBJIEHUsI AEHAPUMED CONEPKUT MeHee (27)b rpymm
PEG, rae x npencrapisier coOOi 4KMCII0 IOKOJIEHUI IeHapUMepa, a b mpencrasiseT codoit
YHCJIO IEHAPOHOB. B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHUS BCE TOBEPXHOCTHBIE
(yHKIIMOHAIBHBIE TPYIIIbI IPUCOEAMHEHBI KOBAJIEHTHOH CBsA3bI0 K rpynnaM PEG. B HekoTopbIx
BapHUAHTAX OCYLIECTBJICHUS, KOTIa X COCTABJISIET 5, NEHAPUMED COAEPIKUT OT MPUOIU3UTEITBHO
25 no npubmmurensro 60 rpynn PEG. B HEKOTOpBIX BapuaHTaX OCYINECTBIICHUS IEHIAPUMED
conepsxut He Gonee 2 rpynn PEG. B HEKOTOPBIX BApUaHTaX OCYIIECTBIEHUs IEHAPUMED
conepxut 2 rpynn PEG. HanpuMep, eciii CTpyKTypHOE 3BE€HO JIEHAPUMEPA CONEPKUT OIHY
IBYXBAJIEHTHYIO TOUKY BETBJIEHHS, JCHAPUMED BTOPOTO TIOKOJIEHUs OyIeT conepkaTh He Ooree
4 rpymn PEG, nennpumep TpeTbero nokoyeHus oyaer copep:kars He 6onee 8 rpynmn PEG,
IEHAPUMEp YeTBEPTOro MOKOJIeHUs OyaeT comepxkath He Oojniee 16 rpynn PEG, neanpumep
MSITOTO MOKOJIeHUs1 OyaeT conep:xkath He Oonee 32 rpynn PEG. B HekoTophIx BapraHTax
OCYILECTBJIEHUS IeHApUMED corepkuT Menee 2 rpynn PEG. B HEKOTOpBIX BapHaHTax
OCYIIECTBJICHUS IEHAPUMEP COAEPXKUT OT MPUOIUZUTEIHLHO 25 10 MpUOIU3UTENBHO 64 rpymnn
PEG. B HEKOTOpBIX BapUaHTax OCYLIECTBICHUS ACHAPUMED COAEPIKUT OT MPUOIUZUTENBHO 25
no npubnusutensHo 40 rpynn PEG. B HeKoTOpBIX BapuaHTax OCYLIECTBIEHHS JEHIPUMED

conepxut He Oonee 32 rpynn PEG. B HekoTOpBIX BapHaHTax OCYLIECTBIEHHS JEHIPUMED
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COAEPKUT OT MpUOIU3UTENBHO 25 10 npudmusurensHo 32 rpynn PEG. B HekoTOpsIX BapraHTax
OCYIIECTBJICHUS IEHAPUMEP COAECPKUT OT MPUOIUZUTETBHO 28 10 MPHUOIU3UTENBHO 32 TPy
PEG. B HexoTOpBIX BapuaHTax OCyllecTBIeHUs AeHapumep coaep:kut 29 rpynn PEG, 30 rpynn
PEG, 31 rpynny PEG unu 32 rpynnet PEG.

Packpsitbie nennpumepsl popmyel (1), (II), (IIT), (IV) u (V) BKIIOHAIOT JIUHKED,
NPUKPETUIEHHBIN KOBAJIEHTHOM CBSI3bIO K akTUBHOMY cpenctBy (L-AA), npu stom nunkep (L)
MPUCOCIMHEH KOBAJICHTHOH CBS3BIO K MOBEPXHOCTHBIM (DYHKIIMOHAJIBHBIM TPYIIIIaM MOCIETHETO
TIOKOJICHHUS] CTPYKTYPHBIX 3B€HBEB HA OJHOM KOHIIE JINHKEPA M K aKTUBHOMY CpencTBy (AA) Ha
APYroM KOHIIE JIMHKepa. B HEKOTOPBIX BapuaHTaX OCYIIECTBJICHUS JIMHKEP B JTIOOOM M3

neanpumepos Gopmyusl (1), (II), (IID), (IV) unu (V) xapakrepusyercs CTPyKTYpOit:
)ol\/ \)OJ\
A
@@= ¥
B koropoii ® mpencraBisier cOGOI KOBAIGHTHYIO CBSI3b ¢ (YHKLMOHAIBHBIMA aMHHOPYIIIAMH

Ha MOCJIETHEM TTOKOJIEHUH CTPYKTYPHBIX 3BEHBEB, S NPEeACTaBIsieT COOON TOUKY KOBAJIEHTHON
CBSI3U C aKTUBHBIM cpencTBoM (AA), a A npeacrasisier coboit —N(CHj3), -O-, -S- umn —CH,-. B
HEKOTOPBIX BapUaHTax ocyliecTeieHust A npexacrasisier codoit —CH,-. B HeKoTOpbIX BapuaHTax
ocyecTieHust A npeactasisieT codboit —O-. B HEKOTOPBIX BapuaHTaxX OCYIIECTBICHUSA A
npencTasisier co0oit —S-. B HEKOTOPBIX BapHaHTax OCYIIECTBIEHUS A MpeacTaBisieT coOoh —
N(CHj3).

B HexoTOpbIX BapuaHTax ocylecTBieHnst AA npencrasisier codoii narudurop Bel. B
HEKOTOPBIX BapUaHTaX OCyIIeCTBIeHUsI AA mpezacTaBiseT codoit narudburop Bel-2 w/unu Bel-
XL. B HEKOTOpBIX BapHUaHTaX OCyIIecTBiIeHUs: AA npeacrasisier codor narudburop Bel-2 w/mnmm
Bcl-XL, packpeiteiii B matente CIIIA Ne 9018381. B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHUS
AA B mobom m3 nennpumepos dopmydsl (1), (I1), (III), (IV) nnum (V) xapakrepusyercs

CTPYKTYPOU:
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O OH
ICI

B KOTOPOH 4 NpEeACTaBIsieT COOOH TOUKY KOBAJIEHTHOH CBS3H C JIMHKEPOM. B HEKOTOpPBIX

BapHaHTax ocyuiecTiaeHus AA B mobom u3 nenapumepos ¢opmyast (1), (I1), (IIL), (IV) wmum (V)
XapaKTEePU3YETCs CTPYKTYPOIL:

(R

¢ E”
cl

B HeKOTOpBIX BapuaHTaX OCYIIECTBJICHUs CTPYKTypa L-AA B 10O0OM U3 IeHIPUMEPOB
(D, (ID), (I1L), (IV) nmm (V) npeacrasJsieT cOOOH:
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B koTopoit @ mpencraBnsier coGOil KOBANEHTHYIO CBSI3b C (PYHKLIMOHAIBHBIMH AMUHOIPYIIIAME
Ha MOCJIeTHEM TTOKOJIEHHH CTPYKTYPHBIX 3B€HbEB, a A npencrasisier codoit -N(CHjs), -O-, -S-
w —CH,-. B HeKoTOpbIX BapuaHTax ocyiiecTBiIeHus A npencrasisier coboit —CH,-. B
HEKOTOPBIX BaAPHAHTAX OCYIIECTBICHUs A mpencrasisier coboit —O-. B HeKoTOphIX BapuaHTax
OCYIIECTBIIEHHsI A TpeAcTaBisieT co00l —S-. B HEKOTOPBIX BapHaHTax OCYLIECTBICHU A

npexncrasisier codoit —N(CHs).

B HekoTOpBIX BapUaHTax OCyLIECTBIEHUs CTPYkTypa L-AA B m100OM U3 A€HAPHUMEPOB
dbopmysl (1), (ID), (IID), (IV) umm (V) npencrasnsier co0oil:

O\ /CI 3
H \”
s/\(\),RN

o) 0 \
@71)]\/ A\)J\O/\/ N

w=0

@)

(R

L,

2

B KOTOPOH ® NpPEeACTaBIsIET COOOH KOBAJIEHTHYIO CBSI3b ¢ (PYHKIMOHAIBHBIMU aAMUHOTPYIIIIAMH
Ha MOCJIeIHEM TTOKOJIEHHH CTPYKTYPHBIX 3BeHbeB, a A npencrasisier coboit —N(CHs), -O-, -S-

wi —CH,-. B HexoTopbIxX BapuaHTax ocyiiecTBieHus A npencrasiser coboit —CH,-. B
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HEKOTOPBIX BapUAHTAX OCYINECTBJIEHUS A mpencrasisier cotoit —O-. B HEKOTOpBIX BapHaHTax
OCYILIECTBIIEHHSI A TpeAcTaBisieT coO0i —S-. B HEKOTOPBIX BapHaHTax OCYLIECTBICHHUS A
npexacrasisiet coboit —N(CH3).

B HekOTOpBIX BapuaHTax OCYLIECTBJCHUs AeHaApumep odoit u3 popmys (1), (ID), (I1I),
(IV) u (V) conepxur menee (2%)b rpynm L-AA, rae x npencrasisieT co00M YUCIO MOKOJIEHUH
neHapumMepa, a b npeacrasiseT coOOi YMCIO AEHIPOHOB. B HEKOTOPBIX BapHaHTax
OCYILECTBIJIEHHSI BCE TIOBEPXHOCTHBIE (PYHKIIMOHAIBbHBIEC TPYIIITBI MPUCOSTUHEHbI KOBAJIEHTHON
CBs3bIO K rpynnaM L-AA. B HeKOTOpbIX BapHaHTax OCYILIECTBJIEHUs, KOTZIa X COCTABJISAET 3,
IEHAPUMED CONEPIKUT OT MPUOTUUTENBHO 25 1o npubnusureapbHo 64 rpynn L-AA. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJIEHUS IEHAPUMED CONEPKUT He Gonee 2* rpynn L-AA. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJIEHUS IeHaApuMep conepskut 2* rpynn L-AA. Hanpumep, ecnu
CTPYKTYPHOE 3BEHO JEHIPHMEPA COAEPKUT OHY OMPYHKLIMOHATIBHYIO TOUKY BETBIICHHS,
IEHIpUMEpP BTOPOTO MOKOJIeHUs OyneT copepkaTth He Oosee 4 rpynm L-AA, neHnpumep
TPEThEro MOKOJIEHHsI OyAeT conepxarh He Oonee 8 rpynm L-AA, neHapumep 4eTBEPTOro
nokoJieHus Oyner comepskath He Oonee 16 rpymm L-AA, aeHapumep msToro moKoJxeHus OyaeT
comepxathb He Oosee 32 rpynn L-AA. B HEKOTOpPBIX BapuaHTaxX OCYIIECTBIICHUS, JEHIPHMED
conepskut mMenee 2° rpynn L-AA. B HEKOTOPBIX BapHAHTAX OCYIIECTBIEHUsI IEHAPUMED
COIEPIKUT OT MPUONU3UTENBHO 25 10 npudnusurensbHo 64 rpynmn L-AA. B HekoTopsIxX
BapUAHTaX OCYLIECTBJIEHUS ACHAPUMED COAEPIKUT OT MPUOIUZUTENBHO 25 0 MPUOIU3UTENBHO
40 rpymmn L-AA. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHS ACHAPHMED COAEPKUT He Ooee 32
rpynn L-AA. B HEKOTOpPBIX BapHaHTax OCYLUECTBJEHUS AEHAPUMED COAEPIKUT OT
npubIu3uTEeNBHO 25 10 npubamsuTenbHo 32 rpynn L-AA. B HeKOTOpbIX BapuaHTax
OCYIIECTBJICHUS IEHAPUMEDP COAEPIKUT OT MPUOIU3UTENHHO 28 10 mpudau3uTenbHo 32 rpymm L-
AA. B HEKOTOPBIX BapUaHTaxX OCYLIECTBIEHUs NeHapumMep coaepkut 29 rpynn L-AA; 30 rpynn
L-AA, 31 rpynny L-AA wunu 32 rpynmns: L-AA.

B HeKOTOpBIX BapHaHTaxX OCYIIECTBJICHUS B JIIOOOM U3 neHapumepon Gopmysr (1), (ID),
(IID), (IV) u (V) cymma rpynmn L-AA u rpynn PEG mMosket paBHsTECS He Oojiee 64. B HEKOTOpBIX
BapHaHTax ocylecTBieHus cymma rpynn L-AA u rpynn PEG MoskeT cocTaBisaTe MeHee 64, npu
YCJIOBUH, YTO JIEHAPUMED COEP>KUT O MeHblieil Mepe oaHy rpynny L-AA. B HekoTopbIx
BapHaHTax ocyuecTBieHus cymma rpynn L-AA u rpynn PEG mosker coctaBists oT
npubnusuTensHo 50 1o npubnmsurensHo 64. B cnydae ecnu cymma rpynn L-AA u rpynn PEG
COCTaBJIIET MeHee 64, He BCTYIMBIINE B PEAKLIHIO TOBEPXHOCTHBIE (PYHKLIMOHAJIBHbIE 3BEHbSI
MOCJIEIHETO MTOKOJIEHUS] CTPYKTYPHBIX 3BEHbEB OCTAIOTCsI NEPBUYHBIMU AMUHOTPYIIIaMH, IIPU

yCJIOBUH, YTO JEHAPUMED CONEP>KUT MO MeHbLIel Mepe oaHy rpynny L-AA. Hanpumep, uucio
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NEePBUYHBIX AMHHOTPYII Ha TOCIIEAHEM MOKOJIEHNU CTPYKTYPHBIX 3B€HbEB PAaBHAETCS 64 MUHYC
cymMma rpynn L-AA u PEG (sanpumep, 64-(L-AA + PEG)), npu ycinoBuu, 4To AEHAPUMED
COZIEP>KUT IO MeHblIel Mepe oany rpynny L-AA. Hanpuwmep, eciu cymma rpynn L-AA u rpynn
PEG cocrasnsier 50, To 14 mOBEpXHOCTHBIX (DYHKLIMOHAIBHBIX TPYIII OCTAHYTCS TEPBUYHBIMU
amuHo(parmeHnTamu, ecnu cymma rpymi L-AA u PEG rpynn cocrasnsier 51, To 13 u3
TIOBEPXHOCTHBIX (DYHKIIMOHAJIBHBIX TP OCTAHYTCS MEPBUYHBIMUA AMHHO(pAarMEeHTaMH, €CITH
cymma rpynn L-AA u rpynn PEG coctasisier 52, To 12 U3 NOBEPXHOCTHBIX ()YHKIIHOHATBHBIX
IPYIIN OCTAHYTCS MEPBUYHBIME aMUHO(pparMeHTamu, eciu cymma rpynn L-AA u rpynn PEG
coctaBisieT 53, To 11 U3 MOBEPXHOCTHBIX (PYHKIHUOHAIBHBIX TPYII OCTAHYTCS IEPBUYHBIMU
aMHUHO(ppPArMEHTaMH U T. 1. B HEKOTOPBIX BapHUaHTAX OCYIIECTBIICHUS YNCIIO TIEPBUYHBIX
aMUHO(parMeHTOB Ha JEHAPUMEpPE COCTaBIIsIeT OT Mpudau3uTenpHo 0 1o npudnusurensHo 14. B
HEKOTOPBIX BapUaHTax OcyllecTBleHus ecnu cymma yucna rpynn PEG u uncna rpynn L-AA
cocrapsieT MeHee (27)b, Ipr 3TOM X MPEACTABIISIET CO0OM YHMCIIO TIOKOJIEHUH qeHaprMepa, a b
NPEACTaBIsIET COOON YMCIIO IEHAPOHOB, TO OCTABIINECS TIOBEPXHOCTHBIE (PYHKLIMOHAIbHBIE
rpynmnsl paBHsAOTCs 64 Munyc cymma rpynn PEG u rpynn L-AA, npu ycinoBun, 4To AeHIApUMeEP
COZIEP>KUT IO MEHbIIEH Mepe ofHy rpynny L-AA.

B HekotopbIx BapuaHTax ocymectsienus W npencrasisier coboii (PM). wimu (H).; Z
npencrassier coboit (L-AA)g wiu (H)e; npu yenosuu, uro (c+d) < (2%)b u npu yenosuw, uro d
COCTaBJIAET > |; rie X MmpeacTaBisieT COOON YUCIIO NOKOJIeHuH, a b npeacrasisier coOoi Yuco
JIEHPOHOB; U NP YCIOBUH, 4TO, ecim (c+d) < (2%)b, To moGbie octapumecs rpymmsl W u Z
npencrasmsor coboit (H)e, rae e cocrasmsier [2%V]-(c+d). Hanpumep, korma b cocrassier 2 u x
coctasiisieT 5, Ttoraa (c+d) < 64. B HekoTopbIX BapuaHTax ocymectsieHus (ct+d) = 64; To ecTb
cymMma (PM). u (L-AA)q paBHsieTcst 64. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIIEHHs, KOraa b
coctaBiisieT 2 b u x cocrasiusier 5, Ttoraa (ct+d) < 64; To ectb cymma (PM), u (L-AA)q MeHbIIe
64, pu yciosuu, 4to d coctaBinsieT > 1. B HeKOTOpBIX BapuaHTax ocyinecTBieHus (¢+d)
COCTaBJIsIET 1eJioe 9ucyio oT 50 1o 64. B HeKOTOpBIX BapuaHTax ocyiecTBienus (c+d)
COCTABJISIET LIeJIOE YHCIIO OT 58 10 64.

B HekoTOphIX BapuaHTax ocyuiecTieHus (c+d) = (2%)b, B aTom cnyqae (H),
OTCYTCTBYIOT U € coctanisieT 0. Hampumep, ecnu b coctasnsier 2 1 X cocTaBinsier 5, a cymma
(PM). u (L-AA)q paBasieTcst 64, TO He3aMelIeHHbIE TOBEPXHOCTHBIEC (PYHKLIMOHAIBHBIE TPYIIITbI
Ha ITOM MOKOJIGHUHU CTPYKTYPHBIX 3BEHbEB B ICHAPUMEPE OTCYTCTBYIOT H, CIEAOBATENBHO, €
cocrasysier 0. Onnako, eciu (c+d) < (2%)b, To (H). pasusiercs (2¥)b-(c+d). Hanpumep, eciu b
cocrasiisieT 2, x cocraisieT S u cymma (PM), u (L-AA)4 cocTaBisier MeHee 64, TO YUCIIO

HE3aMeIEeHHbIX TTOBEPXHOCTHBIX (DYHKI[MOHAIBHBIX IPYIII HA MATOM MOKOJIEHUU CTPYKTYPHBIX
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6noxoB pasusieTcst 64 munyc cymma (PM). u (L-AA)q. B Takom ciydae e paBHsiercss 64 Munyc
cymMma (PM). u (L-AA)q. B HEKOTOpBIX BapHaHTax OCYLIECTBIEHUs, Koraa cymma (c+d)
cocrasisieT esoe 4ucsio ot 50 1o 64, e cocrasiusier uesnoe yucno ot 0 1o 14. B HekoTOphIX
BapUaHTax OCyLIeCTBIeHHUs, koraa (c+d) cocTaBnser nenoe yucio ot 58 1o 64, e cocrasiser
uenoe yrcio ot 0 1o 6. B HekoTopbIX BapuaHTax ocyuiectienus (c+d) cocraBisier S8 u e
cocraBiisieT 6. B HeKOTOpBIX BapuaHTax ocyiiectBieHus (¢c+d) cocrasisier 59 u e cocTasisier S.
B HekoTopbix BapuaHTax ocyiecTsiaeHus (¢+d) cocrasnser 60 u e cocrabisieT 4. B HEKOTOPBIX
BapuaHTax ocyuectsienus (c+d) cocrapnsieT 61 u e cocraBisieT 3. B HEKOTOPBIX BapUaHTax
ocymectBiieHus (¢c+d) coctasnsier 62 u e cocTaBisieT 2. B HEKOTOPBIX BapHAHTAX
ocymectsieHus (¢c+d) cocrasnsier 63 u e cocraBisieT 1. B HEKOTOPBIX BapHaHTaX
ocymectsieHus (¢+d) cocrasnsier 60 u e cocrasiser 0.

B HEKOTOpBIX BapHaHTax OCYIIECTBICHHUS, 000N 13 neHapumepos popmysl (1), (1),
(11D, (IV) u (V) xapakTepusyercst MOJIEKYJSIPHOM Maccoii ot npubamsurensao 90 no
npudmmsuTensHo 120 k/la. B HeKOTOPBIX BapuaHTaX OCYIIECTBIICHHUS JEHAPUMED
XapaKTepU3yeTcsi MOJIEKYJIsipHOH Maccol ot mpudausutensHo 100 go 115 x/la. B HekoTopbIx
BapHUAHTAX OCYLIECTBICHUS ACHAPUMED XapaKTEPU3YeTCsl MOJEKYISIPHONW MacCoO OT
npubnusutensHo 100 no mpubnusutensHo 110 k/la. B HeKOTOPBIX BapHaHTaX OCYINECTBIICHUS
IEHAPUMED XapaKTepU3yeTCs MOJIEKYJSIPHON Maccolt ot nmpubmusurensHo 100 o
npubnusutensHo 105 k/la. B HEKOTOPBIX BapuaHTax OCYIIECTBIEHUS MOJIEKYJIIpHas Macca
neHapumepa cocrasisier npuommsutensHo 100 k/a, npubmusurensro 101 k/la,
npubnusutensHo 102 k/a, npubnusurensuo 103 k/la, npubnusurensuo 104 x/la,
npubmsuTensHo 105 x/a, npubnusurenbro 106 k/la, npubnusurensuo 107 x/la,
npubmsuTensHo 108 x/la, mpubdnusurenpHo 109 k/la win npudausurensao 110 k/la.

B HekoTOpBIX BapuaHTax ocyuiecTsieHus, korna BU npencrasisier coboit
o)

#E)K(\/\/H\;i

NH
®

50)041
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PEG npukperniieH KOBaJIEHTHOH CBSI3bIO K (PYHKIIMOHAIBHOW aMUHOTPYIIIE B -nojoxkeHnn BU,
a L-AA npucoenuHeH KOBaJIEHTHOH CBA3BIO K (PYHKLIMOHANBHON aMUHOTPYIIIE B O-IIOJIOKEHUN
BU.

B HeKOTOpPBIX BapHaHTax OCYIIECTBICHUS PACKPBIT AeHapumep Gopmysl (11):
s R

w
2400 (BU1)—(BU2) —(BU3)—(BU4)—(BUS)| >
\z

N P,
Wi ero (hapManeBTHYECKU TIPUEMIIEMAst COJTb, TIe
b cocraBiser 2;

PO MPENCTABISAET COOOI:

* 0003HaYaeT KOBAJIEHTHYIO CBA3b ¢ KapOOHWIbHBIM (pparmenToM (BU1);
BU mpencrasisitoT co0oit cTpyKTypHbIe 3BeHbs1, 1 uncyio BU pasusiercst 62; rne BU

XapaKkTepPU3yeTCs CIEeNYIOLEeNd CTPYKTY PO
o)

#E)K(\/\/ H A

NH
®

# 0003HaYaeT KOBAJIEHTHYIO CBSI3b C AMHHHBIM (PPArMEHTOM SIApa HITH
amuaOparmenToM BU, a + 0003HauaeT KOBaJIEHTHYIO CBsI3b C KapOOHMIIBHBIM (pparmenTom BU
WJI KOBAJICHTHYIO CBsi3b ¢ W nim Z;

W HesaBucumo npeacrasisier codoit (PM). wu (H).;

Z uezaBucuMo npexacrasisieT coboit (L-AA)g wu (H)e;

PM MpEACTaBIIACT coboii PEG900.1200 HJIn PEG1800_2400;

L-AA npencraisier coOO JTMHKEP, MPUCOSANHEHHBIH KOBAJIEHTHOHN CBSI3BIO K

aKTUBHOMY CpeAcTBy; rae L-AA npencrasieH GopMyJioi:
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rae
A npencrasisier coboit —N(CH3), -O-, -S- unmu —CHj-;
® o60sHauaer KOBQJIEHTHYIO CBsI3b C aMUHHBIM (pparmenTom BUS;

npu ycnosun, uto (c+d) cocrapmnsier < 64, a d cocrasysier > 1; u

npu ycnoBuH, 4to eciu (c+d) < 64, To moObie ocTaBinecs rpynmnsl W u Z
npencraBisiroT coboii (H)e, rne e cocrasisier 64-(c+d).

B HexoTOpBIX BapuaHTax ocyliecTBiaeHus aeHapumepa Gopmyist (II) (PM).
npexacrasisier codoit PEGogg.1200, @ A mipencrassier coboii —O-. B HEeKOTOpbIX BapuaHTax
ocywectenenust (PM). npencrasinsier coboit PEGg0-2400, @ A mpencrasisier codoii —O-. B
HEKOTOPBIX BapUaHTaX ocylnecTBieHus neHnpumepa ¢popmyisl (II) (PM). npencrasnsier codoit
PEGis00-2400, @ A mpencrasisier coboii —N(CH3). B HeKOTOpBIX BapuaHTaX OCYIIECTBICHUS
nenapumepa dpopmysl (II) (PM), npencrasnser codoit PEGigpg.2400, @ A mpencTaBisieT codbou —
S-. B HEKOTOpBIX BapHaHTax ocyuiectienus aeHapumepa ¢opmyisl (II) (PM), nmpencrasiusier
co6oit PEGig00-2400, @ A mpencrasisier coboii —CH,-.

B HekoTOpbIX BapuaHTax ocyiecTsieHus aeHapumepa Gopmysl (II) ¢ cocranser
1esioe Yucio ot 25 1o 32. B HeKOTOpBIX BapHaHTax OCYIIeCTBICHUS AeHapuMepa Gpopmyisl (1)
C COCTABJIAET LIEJ0€ YUCIIO OT 29 10 32. B HEKOTOPBIX BapHaHTaX OCYLUECTBJICHUS JEHAPUMEpa
¢dopmyasl (II) ¢ cocraBmsier 29. B HEKOTOPBIX BapHaHTax OCYLIECTBICHUS ACHIPUMEPA
¢dopmyasl (II) ¢ cocraBmsier 30. B HEKOTOPBIX BapHaHTax OCYLIECTBICHHS AEHIPUMEpPA
dopmyasl (II) ¢ cocraBmsier 31. B HEKOTOPBIX BapHaHTax OCYLIECTBICHHS AEHAPUMEpPA
dbopmysl (I) ¢ cocraBmsier 32.

B Hekoropbix BapuaHTax ocymecTiaeHus neHapumepa Gopmysl (II) d cocraBnser

1esoe 9ucyo ot 25 10 32. B HeKOTOphIX BapuaHTax OCyLIeCcTBIeHUs AeHapuMepa Gpopmysl (1I)
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d cocrasinsier 1enoe yucio ot 29 1o 32. B HEKOTOPBIX BapUaHTaX OCYIIECTBIIECHUS eHAPUMEpa
dopmyasl (II) d cocTaBnser 29. B HEKOTOPBIX BapuaHTaX OCYIIECTBJICHUS A€HAPUMEpa
dopmyasl (II) d cocraBnser 30. B HEKOTOPBIX BapuaHTaxX OCYIIECTBJIECHUS A€HAPUMeEpa
dopmyier (II) d cocraBnsier 31. B HeKOTOPBIX BapuaHTax OCYINECTBIICHUS NEHAPUMEpA
dopmyasi (II) d cocrasnsier 32.

B HekoTOpBIX BapuaHTax ocyliecTBiaeHus aeHapumepa Gopmysl (II) e cocrapnsier
nenoe yucio ot 0 1o 14. B HEKOTOpBIX BapuaHTax OCyIlecTBiIeHus neHapumepa Gopmysl (1) e
cocTasJisgeT 1enoe 4ucyio ot 0 1o 6. B HEeKOTOpBIX BapuaHTax OCYIIECTBJEHUsS ACHAPUMEpPA
dopmyasl (II) e cocraBmsier 0. B HEKOTOPBIX BapuaHTaX OCYIIECTBJICHUS NeHApUMepa GopMyJibl
(IT) e cocrapyisier 1. B HEKOTOPBIX BapuaHTaxX oCyllecTBIeHus neHapumepa Gopmys (I1) e
cocTaBiisieT 2. B HEKOTOpPBIX BapHaHTax ocCyliecTBIeHUs AeHapumMepa dopmysl (1I) e
cocTaBiisieT 3. B HEKOTOpPBIX BapuaHTax OCylIecTBIeHUs AeHapumMepa dopmysl (11) e
cocTaBiisieT 4. B HEKOTOPBIX BapHaHTax ocyliecTBiIeHus AeHapumMepa ¢opmysl (1I) e
cocTaBiisieT 5. B HEKOTOPBIX BapHaHTax ocyliecTBIeHUs AeHapumMepa dopmysl (1I) e
COCTaBJISIET 0.

B HekoTOpBIX BapuaHTax OCyIIecTBIeHUs AeHapumepa popmyusl (1) L-AA

NpeAcTaBisieT COOOM:

(j M-

s eN
0 0 ; LN_0
) S SO

B HEeKOTOpBIX BapuaHTaX OCYIIECTBJICHHS PACKPHIT AeHapumep ¢popmy.sl (111):
D-saapo-D (11D,
WK ero (papManeBTUUECKH pHUeMIIeMast COJlb, TAe

AOPO MPENCTaBIAET COOOI:
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N
H H
D npencrasisier coboi
[ AP ] AP
O Kll HN O n HN D H
“LLL/JS/V\/ \[H\/V\E ‘T(‘\/\/\H" \
HN. 0 HN 's} HN ™~
AP "AP
N ~ WARN ~ AN v AN VAN J
BU1 BU2 BU3 BU4 BUS
1 CTPYKTYPHOE 2 CTPYKTYPHbIX 4 CTPYKTYPHbIX 8 CTPYKTYPHbIX 16 GTPYKTYPHBIX
3BEHO 3BeHa 3BeHa 3BEHbLEB

AP npencrasisier coO0l TOUKY MPUKPETUICHUS K APYTOMY CTPYKTYPHOMY 3BEHY,
W HesaBucumo npeacrasisier codoii (PM), wmu (H).;

Z nezasucuMo mnipencrasisier codoi (L-AA)q mm (H)e;

PM NpeaCTaBIICT coboit PEG900.1200 HJIn PEG1800.2400;

L-AA mnpencrasisier coOOOM JTMHKEP, MPUCOSTUHEHHBIH KOBAJIEHTHOH CBS3BIO K

aKTUBHOMY CpeAcTBY; rae L-AA npezncrasieH GopMyJioi:

rae

A mpencrasisier codoit —N(CH3), -O-, -S- unmu —CHj-;
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npu ycnoBuH, 4to eciu (c+d) < 64, To mobrie ocTaBiunecs rpynnsl W u Z
npencraBisitoT codoit (H)., rne e cocrasisier 64-(c+d); a d cocrasnsier > 1.

B HexoTOpbIX BapuaHTax ocyuiecTsieHus D npencrasnser coboil:

AP AP
o} HN o) HN

D
%{/JLT/N\/A\/HTrl\“/\“/\uJkT/\”/\\’Hjri\/”\“/\NJ:E/\“/N\/H\\\

HN . 0 HN ‘o]

AP ‘AP \ W

4

N J \ J\ J\. 2\ J
Y Y Y Y

~
BU1 BU2 BU3 BU4 BUS
1 CTpyKTYpHOE 2 CTPYKTYPHbIX 4 CTPYKTYPHbIX 8 CTPYKTYPHbIX 16 CTPYKTYPHbIX

3BEHO 3BEHa 3BeHa 3BEHbEB 3BEHLEB

B HekoTOpBIX BapHaHTax ocyuiecTBieHus aeHapumepa Gopmyst (II1) (PM),
npencrasisier co0oit PEGogo.1200, @ A mpencrasisier codoii —O-. B HeKOTOpBIX BapuaHTax
ocymectsieHus neuapumepa Gopmyisr (III) (PM), mpencrasisier codoit PEGis00-2400, 2 A
npexacrasisieT coboi —O-. B HeKOTOPBIX BapHaHTax OCyliecTBiIeHus aeHapumepa Gopmysl (111)
(PM). mpencrapnsier coboit PEG1gg0.2400, @ A ipencrapisier coboii —N(CHj3). B HekoTopbIx
BapHuaHTax ocymectsienus neaapumepa Gopmysl (II1) (PM), npencrasisier codoit PEGygg.
2400, @ A TIpencTaBisieT co00i —S-. B HEKOTOPBIX BapHaHTaxX OCYINECTBJIEHUS IEHAPUMEPa
dbopmysl (IIT) (PM). npencrasinsier coboit PEGign0-2400, @ A mipencrasisier codoit —CH,-.

B HekoTopbIx BapuaHTax ocyuecTsiaeHus neHapumepa Gopmyssl (I1II) ¢ cocraBnsier
1es10e Yucio ot 25 1o 32. B HeKoTOpBIX BapuaHTax OCyIecTBiIeHus neHapumMepa Gopmyst (I11)
C COCTaBJISIET LieJ10e Yuciao OoT 29 10 32. B HEKOTOPBIX BapUaHTaX OCYLIECTBJICHUS ACHIpUMeEpa
dopmyasl (IIT) ¢ cocTasisier 29. B HEKOTOPBIX BapUaHTaX OCYIIECTBJICHUS NEHAPUMEPa
dopmyast (IIT) ¢ cocransier 30. B HEKOTOPBIX BapUaHTaX OCYIIECTBJICHUS ACHIPUMEpPA
dopmyasl (II1) ¢ cocTasmsier 31. B HEKOTOPBIX BapUaHTaX OCYIIECTBIICHUS IEHAPUMEPA
dbopmysl (II1) ¢ cocraBnsier 32.

B HekoTopbIx BapuaHTax ocymecTiaeHus neHapumepa Gopmyisl (IIT) d cocrasnser
1esioe 9ucio ot 25 1o 32. B HeKOTOpBIX BapHaHTax OCyLIeCTBICHUs AeHapumMepa dopmydsl (111)
d cocrasnset renoe yucio ot 29 1o 32. B HEKOTOPBIX BapUAHTAX OCYINECTBICHUS TEHAPUMEPa
dopmyast (III) d cocraBnsier 29. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHHS JEHIPUMEPA
¢dopmyasl (II1) d cocraBnsier 30. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS JEHAPUMEpa
¢dopmyast (IIT) d cocraBnsier 31. B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHS JEHIPUMEPA
¢dopmysl (IIT) d cocraBnsier 32.

B HekoTopbIx BapuaHTax ocymecTsiaeHus neHapumepa Gopmysl (I11I) e cocraBnsier

nenoe yucio ot 0 1o 14. B HEKOTOPBIX BapuaHTax OcyllecTBieHus neHapumepa Gopmysi (111)
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€ cocTaBJisAeT Lestoe 4ucio oT 0 10 6. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUs ACHApUMEpa
dbopmysl (IIT) e cocrasmsier 0. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHS qeHAPUMeEpa HOPMYIIbI
(III) e cocraBisier 1. B HEKOTOpBIX BapuaHTax ocyuiecTBieHus neHnpumepa gopmyist (I11I) e
cocTaBisieT 2. B HEKOTOpBIX BapuaHTax ocyliecTBieHus nenapumepa Gopmyst (I111) e
cocTaBisieT 3. B HEKOTOpBIX BapHaHTax OCyluecTBieHus neHapumepa Gopmyst (I111) e
cocTaBiisieT 4. B HEKOTOPBIX BapHaHTax OCylIecTBIeHUs AeHapumMepa dopmysl (111) e
cocTaBiisieT 5. B HEKOTOpBIX BapHaHTax ocyliecTBiIeHUs AeHapumMepa dopmysl (111) e
COCTaBJISIET 0.

B HekoTOpBIX BapuaHTax ocyuiecTsiaeHus aeHapumepa Gopmyssl (1II) L-AA

nenapumepa dpopmysl (II1) npencrasnser coboit:

O.l_CF
E/\@,N

o) o) \ S
s?_)K/A\)J\O/\/N\ o

(R)
O OH
‘ cl

B HeKOTOpbIX BapHaHTAX OCYIIECTBJICHHS PACKPBIT AeHapuMep dopmyisl (IV):
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(Iv),
i ero ¢papMareBTHUECKU IpreMiieMasi coib, rae Y npencrasisier coooit PEG go-2400 1in H; Q

npexacrasysier codboi H umu L-AA, B koTropom L-AA xapakTepusyercst CTpyKTypoi
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A mpencrasisier codoit —S- win —N(CH3), npu yenosun, uro eciu cymma PEGiggo-2400 1 L-AA
cocTaBJisieT MeHee 64, To octaBiuuecs pparments Q n Y npencrasinstoT coboit H, u npu
YCIIOBHH, YTO IO MeHbInel Mepe onuH Q npencrasisier codoii L-AA.

B HexoTOpbIX BapuaHTax OCylecTBIeHUs neHapumepa popmyisl (IV) A npencrasistor
coboit —N(CH3). B HeKOTOpbIX BapuaHTax OCyIIecTBIeHUs neHapumepa ¢popmysl (IV) A
npeAcTaBysieT coOon —S-.

B HekoTOpBIX BapHaHTax OCylIecTBIeHUs AeHapumep dopmydsl (IV) conepxur ot 25 no
32 PEGi300-2400. B HEKOTOpBIX BapuaHTax ocyinectsieHus neuapumep Gopmyisl (IV) conepkut
ot 29 1o 32 PEGis00-2400. B HEKOTOpPBIX BapHaHTax OCylIecTBIeHUs AeHapumMep dopmydsl (IV)
comepxut 29 PEGigoo-2400. B HEKOTOPBIX BapuaHTax ocyiuecTBieHus nesapumep Gopmyist (IV)
conepkut 30 PEGig0-2400. B HEKOTOpBIX BapuaHTax ocymecTBieHus neHapumep hopmysl (IV)
conepkut 31 PEGigo0-2400. B HEKOTOpBIX BapuaHTax oCymecTBiIeHus neHapumep hopmysl (IV)
conepxut 32 PEGjigp9-2400.

B HekoTOpBIX BapuaHTax oCyliecTBIeHNs aeHapumep dopmydsl (IV) conepskur ot 25 no
32 L-AA. B HEeKoTOpBIX BapHaHTaxX OCyIIeCTBIIeHUs neHapumep Gopmynsl (IV) cogepskur ot 29
10 32 L-AA. B HEKOTOpBIX BapuaHTax OCyIlecTBiIeHUs neHapumep popmyier (IV) conepsxut 29
L-AA. B HeKOTOpBIX BapHaHTax OCyIIeCTBIEeHHs neHnpumep popmyiel (IV) conepsxur 30 L-
AA. B HEKOTOpBIX BapUaHTax ocyliecTBIeHUs aeHapumep ¢opmysl (IV) conepxur 31 L-AA.
B HexoTOpbIX BapuaHTax ocyliecTBiaeHus aeHapumep popmydsl (IV) conepsxur 32 L-AA.

B HekoTOpBIX BapuaHTax ocyliecTsaeHus aenapumep dopmysl (IV) cogepsxkur ot 0 1o
14 atomoB Bozopoaa B nosnoxkeHusx Q n/mnn Y. B HEKOTOPBIX BapuaHTax OCYIIECTBJICHHS
nenapumep popmysl (IV) cogepsxut ot 0 10 6 aTOMOB Bogopona B noyoskeHusix Q u/wmu Y. B
HEKOTOPBIX BapUaHTaxX ocyliecTBieHus: nenapumep Gopmyisl (IV) conepxur 1 atom Bogopona
B noyioskeHusix Q u/umu Y. B HEKOTOpBIX BapuaHTaxX OCyllecTBiIeHus aeHapumep Ghopmysl (IV)
COIepKUT 2 aToMa BoZopoaa B nojioxkeHnsx Q n/wimm Y. B HEKOTOPBIX BapuaHTax
ocyuiectsieHus neuapumep Gopmynsr (IV) conepskur 3 aTtoma BoAopoaa B MOJokeHUsx Q
w/wn Y. B HEKOTOpBIX BapHaHTax OcylecTBIeHus neHnpumep popmyier (IV) conepsxut 4
aToma Bozopoaa B nojoxkeHussx Q u/mnu Y. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
nenapumep dpopmysl (IV) cogepxut 5 atromoB Bomopona B monoskenusx Q w/mmm Y. B
HEKOTOPBIX BapHUAHTAX OCYINECTBIeHUs neHapumep Gopmyinsl (IV) copepxut 6 aTomoB
BOIOpOAa B moyoxkeHusx Q w/mm Y.

B HeKOTOpBIX BapUaHTax OCYIIECTBIEHUS PACKPBIT AeHApuMep Gpopmyisl (V):
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Wi ero (hapMaLeBTHUECKU TpuemiiemMast coiib, rae Y npeacranisier coboit PEGgg.2400 1t H; Q

npencrasisier codoit H umu L-AA, B koTropoM L-AA xapakTepusyercs CTPyKTypOIi:
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A mpencrasisier codoit —S- win —N(CH3), npu yenosun, uro eciu cymma PEGiggo-2400 1 L-AA
cocTaBJisieT MeHee 64, To octaBiuuecs pparments Q n Y npencrasinstoT coboit H, u npu
yCJIOBUH, UTO IO MeHbInel Mepe oauH Q mpexncrasisier codoii L-AA.

B HekoTOpBIX BapHaHTax OCyLIeCTBIeHUs AeHApuMepa Gopmybl (V) A nmpeacrasisier
coboit —N(CH3). B HeKOTOpBIX BapHaHTax OCyINeCTBIeHUs neHapumepa ¢popmysl (V) A
npeAcTaBysieT coOon —S-.

B HekoTOpbIX BapuaHTax OCylecTBIeHus aeHapumep Gopmyist (V) comepkut ot 25 1o
32 PEGig00-2400. B HEKOTOpBIX BapHaHTax OCyInecTBiIeHus neHapumep Gopmyisl (V) conepskur
ot 29 10 32 PEGis00-2400. B HEKOTOpBIX BapuaHTax ocyinecTsiaeHus neaapumep Gopmyis (V)
comepxut 29 PEGigoo-2400. B HEKOTOPBIX BapuaHTax ocyIuecTBiIeHus nenapumep Gopmysl (V)
conepskut 30 PEGigp-2400. B HEKOTOpBIX BapuaHTax oCymecTBiIeHus neHapumep Gopmysl (V)
conepkuT 31 PEGygp-2400. B HEKOTOpBIX BapuaHTax ocymecTBieHus neHapumep Gopmyis (V)
conepxut 32 PEGjigp9-2400.

B HekoTOpbIX BapuaHTax oCymecTBIeHus aeHapumMep Gopmyist (V) conepkut ot 25 1o
32 L-AA. B HEKOTOpBIX BapHaHTaX OCYIIECTBIEHUS neHapumep Gopmyinsl (V) conepxut ot 29
10 32 L-AA. B HEKOTOpBIX BapHaHTaX OCYIIECTBiIeHUs neHapumep Gopmyisl (V) conepxur 29
L-AA. B HekoTOpbIX BapuaHTax ocymecTsienus neHapumep Gopmyist (V) conepskur 30 L-AA.
B HexkoTopbIx BapuaHTax ocymecTBiaeHus aeHapumep Gopmyast (V) conepxur 31 L-AA. B
HEKOTOPBIX BapHaHTaX OCyIlecTBieHus neHapumep Gopmyinsl (V) comepskur 32 L-AA.

B HekOTOpBIX BapHaHTax OCyLIeCTBIeHUs aeHapumep dopmysl (V) conepkut ot 0 10
14 atomoB Bozopoaa B nosnoxkeHusx Q n/mnn Y. B HEKOTOPBIX BapuaHTax OCYIIECTBJICHHS
nenapumep popmysl (V) comepskut ot 0 10 6 aTOMOB BoJopoa B nojioskeHusx Q w/unu Y. B
HEKOTOPBIX BapUAHTAX OCYIIECTBIIEHUs neHapumep Gopmyibl (V) cogepkut 1 aTom Bomopozaa B
noyioskeHusix Q u/um Y. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHUS AeHapuMep dhopmyJibl (V)
COIEepKHT 2 aTOMa BoZopoaa B nojioxkeHnsx Q n/wimm Y. B HEKOTOpbIX BapuaHTax
ocyuiecteieHus: neHapumep Gopmyiiet (V) comep:kuT 3 aToMa BOIOPOAA B MONIOKeHUsx Q u/wim
Y. B HeKkoTOpBIX BapuaHTax ocyliecTBieHus neHapumep Gopmyisl (V) conepxut 4 aroma
BOZIOpoOza B nososkeHusIx Q w/nnm Y. B HEKOTOPBIX BapHaHTax OCYLIECTBICHUS ACHAPUMED
dbopmybl (V) conepkuT 5 aTOMOB Bonopoza B nmonoxkeHusx Q w/wnu Y. B HeKoTOpbIX
BapHaHTaX OCYIIeCTBIeHHs neHapumep Gopmyist (V) comepskut 6 aToMOB BOAOPOIA B
nostoskeHusix Q w/umm Y.

B HEKOTOpBIX BapUaHTaxX OCYIIECTBJICHUS TAK)KE PACKPBITHI COEANHEHUS CO CIENYOIIEi

CTPYKTYPOU:
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5-(2-(((R)-3-(4-(N-(4-(4-(R)-(4'-
xjnopoudennn-2-
WT)(TUAPOKCH )METUIT )TUTTEPUIUH- 1 -
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(TpudTopMeTHICyIBPOHNT)HEHIITAMUHO)-4-
(pernnTHO)OYTHI)(METHIT)aMHHO )3TOKCH )-2-

OKCO3THJITHO)yKCYCHAs KHCIIOTa

s 2-(2-2-((R)3-(-(N-(A-(A-(R)-(4-

0=s=0

/©/N R xnopoudenm-2-
H S

s t\ o o W1)(TUAPOKCH )METHIT ) TUNIePUIUH- 1 -

W1)0eH30MIT )CyTb(haMOouI )-2-
(TpudTopMeTmICyIBPOHNIT)HEHIIAMUHO)-4-
(pernnTHO)OYTHI)(METHIT)aMHHO )3TOKCH )-2-

OKCO3TOKCH )YKCYCHAs! KUCIIOTa

DGA-coeaunenue A
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o 212 2A(R)3-(-(NA-(-(R)-(4-
0=8=0 H
N s xjnopoudennn-2-
H
0 N\”S‘\o o | o W1)(TUIPOKCH )METHIT ) TUTIEP UNH- | -
© < N\/\o)J\/ N\)J\OH w1)0eH30m)CynbhaMon )-2-

(TpudTopmMeTHICYNBbGOHMIT)PEHUITAMIHO )-4-
(ermnnTHO)OYTHI)(METHIT)aAMHHO )3TOKCH )-2-

OKCO3THJI)(METHJT)AMHUHO)YKCYCHAsl KUCJIOTA

MIDA-coeaunenue A

Beipaxxenne “(papmManeBTHIeCKH MpUeMIIeMas COJIb~ PEAYCMaTPHUBAET COJH
NPUCOCIMHEHHUS KUCIOThI MJIH OCHOBAHMS, KOTOPbIE COXPAHSIOT OHOJIOTHYECKYIO
3¢ dexTuBHOCTD U cBO¥CTBA NeHApuMepos ¢opmydsl (1), (I1), (III), (IV) u (V), u koTopsie
OOBIYHO He SIBIISTFOTCSI OMOJIOTMYECKH WM APYTUM 00pa3oM HekenaTelbHbIMUA. Bo MHOTHX
cnyuasx geaapumepsl Gopmyel (1), (ID), (III), (IV) u (V) cnocoOHBI 00pa30BbIBATH COMH
NPUCOEIMHEHHUS KUCIOThI W/WJIM OCHOBAHUS 3 CUET MPUCYTCTBUS OCHOBHBIX H/MIH
KapOOKCHJIBHBIX I'PYTIIT WJIN TPYII, MOJOOHBIX UM.

dapmarieBTHYECKH MPHEMIIEMbIE COJH PUCOSTNHEHHUS KUCIIOThI MOTYT (DOPMHPOBATHCS C

MIOMOIIBIO HEOPTaHUYECKUX KUCJIOT U OPraHMYeCKUX KHUCJIOT, HalpuMep, alleTaTHas,
acmaprartHasi, OeH3o0aTHas1, Oe3unaTHas, OpOMUIHAS/ THAPOOPOMUTHAS,
OukapOoHaTHas/kapOoHaTHas1, OucynbaTHas/cynbhaTHas, kKaMpopcyabpoHaTHAS,
XJIOpPUAHAS/ THAPOXJIOPUIHAS, XJIOPTEOPUIIOHATHAS, IUTPATHAS, STAHIUCYIb(OHATHAS,
(dymaparHas, MIOLENTaTHAs, TIFOKOHATHAS, TJFOKYPOHATHAS, TUITITYPaTHAS,
rHApOHOANIHAS HOAUIHASL, N30TUOHATHASI, JJAKTATHASI, JTJAKTOOMOHATHAS, JIaypuJICyibhaTHas,
MaJlaTHasi, MaJieaTHas, MaJOHATHAsI, MaHENaTHAsL, Me3WIaTHast, METHIICYJIb(aTHasi, HadToaTHAS,
HAIICUJIATHAS, HHKOTUHATHASL, HUTPATHAsS, OKTAIEKAHOATHAs, OJIEaTHAs, OKCAJIaTHAs,
naJbMUTATHAs, nanbMoatHas, Gocdarnas/runpodocdarnas/muruapodocdarnas,
NOJINTaIaK Ty pOHATHAsSI, IPONMOHATHAS, CTeapaTHast, CYKLIMHATHAs, cyOcaInuuiaTHas,
cysbdaTHas/TuapocyibdaTHas, TAPTPATHAS, TOZWIATHAS U TPUQPTOpaLETaTHAS COJIH.
Heoprannueckne KUCIOTHI, U3 KOTOPBIX MOKHO TIOJIYYUTh COJIM, BKJIIOYAIOT, HAIIPUMED,
XJIOPUCTOBOIOPOIHYIO KUCIIOTY, OpPOMHCTOBOJOPOAHYIO KUCIIOTY, CEPHYIO KHCIIOTY, a30THYIO
KUCJIOTY, (ocOopHYIO KUCIOTY U T. 1. OpraHnvyeckne KUCIOThI, U3 KOTOPBIX MOKHO TOJIy4aTh
COJIM, BKJIFOYAIOT, HAIIPUMEP, YKCYCHYIO KHCIIOTY, IIPOMHUOHOBYIO KUCJIOTY, IIUKOJIEBYIO
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KHCJIOTY, LIABEJIEBYIO KHCIIOTY, MAJIEMHOBYIO KHCIIOTY, MAJIOHOBYIO KHCJIOTY, SIHTAPHYIO
KUCJIOTY, (PyMapOBYIO KUCJIOTY, BUHHYIO KHCIIOTY, JJUMOHHYIO KUCJIOTY, O€H30HHYIO KUCIIOTY,
MUHJAJIBbHYIO KHCIIOTY, METAHCYJIb(OHOBYIO KUCIIOTY, 3TAHCYIb()OHOBYIO KUCIIOTY,
TOJIyOJICYJI()OHOBYIO KHCJIOTY, TPUPTOPYKCYCHYIO KHCIIOTY, CYIb()OCATHLUIOBYIO KHCIOTY U
T. IL

dapmaneBTUYECKU MIPUEMIIEMbIE COJIH MPUCOSTUHEHUSI OCHOBAHUS MOTYT (POPMHUPOBATHCSI
C TIOMOIIBIO HEOPTAHUYECKUX M OPTaHUYECKUX OCHOBaHMI. Heopranuueckne OCHOBaHMS, U3
KOTOPBIX MOYKHO TIOJYYUTh COJIH, BKJIFOUAIOT, HAMIPUMED, AMMHUAK U COJIM aMMOHUSI U METAJLIbI
u3 rpynn [-XII neproanyeckoii Tadiauubl. B onpeneneHHbIX BApHAHTAX OCYIIECTBJIEHUS COJIU
NOJIYYA0T U3 HATPUS, KAJIHsI, aMMOHHSI, KaJIbLIMs, MarHusi, xesnes3a, cepedpa, IUHKa U MeJy,
0COOEHHO MOIXOALINE COJH BKJIFOYAIOT COJTM AMMOHUS, KaJIWsl, HATPHSL, KAJIbLIUS 1 MarHUS.
Opraandeckrie OCHOBaHHMS, U3 KOTOPBIX MOKHO IOJIy4aTh COJIH, BKJIFOYAIOT, HAIPUMED,
NepBUYHBIE, BTOPHYHBIC H TPETUYHBIE AMUHBI, 3aMEIIIEHHbBIE AMHUHBI, BKJIFOYAasl BCTPEYAIOIIUECS B
NPUPOAE 3aMEIEeHHbIE AMUHBI, IUKINYECKHE AMHHBI, KATHOHOOOMEHHBIE CMOJIBI U T. TI.
HexkoTopble opranndeckiie aMUHbBI BKIIOYAIOT H30MPONINIAMIH, O€H3aTHH, XOJIUHAT,
IU3TAaHOJAMUH, TU3TUIIAMUH, JIM3UH, METJIOMHH, IIUIIEPAa3HH U TPOMETAMUH.

dapmaneBTHUeCKU puemiiemMsle coiu aeHapumepos Gopmysl (1), (1), (IID), (IV) u (V)
MO>KHO CHHT€3UPOBaTh U3 OCHOBHOI'O WJIM KHUCJIOTHOTO (pparMeHTa NoCpeaCTBOM TPAIULIUOHHBIX
XUMUYECKUX crtoco0oB. OOBIMHO TaKUe COIM MOYKHO MOJIy4aTh 33 CUET MPUBENEHHs (HOpPM
CBOOO/IHOM KUCIIOTHI IAHHBIX COSIUHEHUH B PEAKIHIO CO CTEXMOMETPUYECKUM KOJIMUECTBOM
COOTBETCTBYIOLIErO OCHOBAHHS (TAKOrO KaK FHAPOKCH, KapboHart, GukapGonar Na*, Ca’", Mg™*
v K 1 T. 1) uim 3a cueT npuBeneHus hopM cBOGOIHOrO OCHOBAHHS JAHHBIX COCMHEHHIT B
PEAKIIHIO CO CTEXUOMETPUYECKHM KOJIMYECTBOM COOTBETCTBYIOINEH KUCIOThI. Takue peakuuy,
KaK MPaBUJIO, IIPOBOAST B BOJE UJIM B OPTrAHUYECKOM PACTBOPUTEIIE HITH B CMECH OOOHX.
OOBIUHO XeNaTeIbHbIM, I7I€ 3TO PUMEHUMO, SIBJISIETCS] IPUMEHEHUE HEBOJIHBIX CPEJl, TAKHX KaK
NPOCTOH 3(up, STUITALETAT, STAHOJ, U30MPOIAHON UITH aueToHUTpHI. [lepedunn
JOTIOTHUTETPHBIX MOAXOSIINX COJIeH MOKHO HalTH, Harpumep, B "Remington's Pharmaceutical
Sciences," 20th ed., Mack Publishing Company, Easton, Pa., (1985); Berge et al_, "J. Pharm.
Sci., 1977, 66, 1-19, u B "Handbook of Pharmaceutical Salts: Properties, Selection, and Use" by
Stahl and Wermuth (Wiley-VCH, Weinheim, Germany, 2002).

JIrobast popmyIna, mpuBEACHHAS B JAHHOM TOKYMEHTE, TAK)KE MOXKET NMPEACTABIISTh
HeMeueHble (POPMBI, a TaK)Ke MEYEHHbIE H30TONOM (opMbl neHapumepos ¢popmysl (1), (1),
(11D, (IV) u (V). MeueHHbIE H30TONOM COEUHEHUS XapaKTEPU3YIOTCs CTPYKTYPOH,

n300paKeHHOH C MOMOIIBI0 (YOPMYJI, IPUBEIEHHBIX B JAHHOM JIOKyMEHTE, 32 UCKIIFOYSHHEM
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TOT0, YTO O/IWH HJIM HECKOJIBKO aTOMOB 3aMEIEeHbl HA ATOM TOTO JK€ 3JIEMEHTA, HO C
OTJIMYAIOIIUMCS] MACCOBBIM YUCIIOM. [IpuMepbl H30TOMOB, KOTOPBIE MOTYT OBITH BKJIIOUEHBI B
nerapumep ¢popmyast (1), (II), (III), (IV) u (V) u ero conu, BKIIOYAIOT U30TOIBI BOAOPO/A,
yriepona, a3ora, kuciopona, pocdopa, hropa u xiopa, Takue kak “H, *H, ''C, ’C, 1'C, PN, *°S
u 'L Oennpumepst popmyast (1), (IT), (1), (IV) u (V) MOTyT IpeycMaTpHBaTh pasIHuHbIe
MeUEHHbIE H30TONOM COSIUHEHHS, B KOTOPBIX MPHUCYTCTBYIOT PAJUOAKTUBHBIC H30TOIbI, TAKHUE
xak “H, ''C, C, **S u *°Cl. Meuennsie usoronom nesnpumepst hopmyssi (1), (I1), (IIT), (IV) u
(V) 00BIYHO MOXKHO MOJTy4aTh ¢ TOMOLIBIO TPAJAHLIMOHHBIX METOJIUK, H3BECTHBIX CIIELHATUCTAM
B JIAaHHOW OOJIACTH, WJIH C MTOMOIIBIO CITOCOOOB, AHAJIOTUYHBIX OMUCAHHBIM B MPUJIAraeMbIX
npUMepax, ¢ MPUMEHEHHEM COOTBETCTBYIOIIUX MEUEHHBIX U30TOIIOM PEAre€HTOB BMECTO
HEMEUYEHBIX PEAreHTOB, UCTIONIb3YEMbBIX PaHEE.

Hennpumepsl Gopmyisr (1), (ID), (1), (IV) u (V) MOryT IMETh pa3HbIe H30MEPHbBIE
¢dopmbl. BeipaskeHus “onTHYECKUN H30MEp™~ WU “‘CTEPEOH30Mep” OTHOCATCS K JIF0O0H U3
Pa3JINYHBIX CTEPEON3OMEPHBIX KOHPHUTYpaLUi, KOTOPbIE MOTYT CYIECTBOBATH JJIsl TAHHOTO
neanpumepa dopmysl (1), (II), (I1D), (IV) u (V). B wactroctu, nennpumepst popmys (1), (1D),
(11D, (IV) u (V) obnanaroT XUpajabHOCTBIO U, COOTBETCTBEHHO, MOTYT CYIIECTBOBATh B BHIIE
cMecell SHAaHTHOMEPOB C HAHTUOMEPHBIM H30BITKOM OT npuOmm3uTensHo 0% 10 >98% 5. u.
Korna coenunenne npencrasisier COOOH YUCThIA SHAHTHOMED, CTEPEOXUMHUS 110 KAXKIOMY
XUPAJBbHOMY LIEHTPY MOXKET ObITh yka3aHa 1ubo kak K, 1ubo kak S. Takue 0003HaueHHs TakKe
MOKHO NIPUMEHSATBH JUIsl CMECel, KOTOpble 00OTraleHbl OHIM SHAHTHOMEPOM. BrineneHHbie
coennHeHus1, abCOMOTHAS KOH(PHUTYpaLMsi KOTOPbIX HEU3BECTHA, MOTYT OBITh 0003HAYEHBI (1)
Wi (-), B 3aBUCUMOCTH OT HampasJieHuUs (MPaBo- MK JIEBOBPAILAIOLINE), B KOTOPOM OHHU
BPALIAIOT IIOCKOCTh MOJSIPU30BAHHOTO CBETA MPH AJIMHE BOJHBI D-1TMHUN HATpHS.
[TonpasymeBaercs, 4TO B HACTOsIIIEE H300PETEHHE BKIIFOUEHBI BCE TAKUE BO3MOXKHBIE H30MEPBI,
BKJIFOYAsl PALIEMHYECKUE CMECH, ONITUYECKH YHCThIE (POPMBI i CMECH € TIPOMEKY TOUHBIMH
coenrHeHUsIMH. OnTH4YecK akTUBHBIE (R)- 1 (S)-U30Mepbl MOXKHO MOJIY4aTh C MPUMEHEHHEM
XHUPAJBbHBIX CHHTOHOB, XHPAJIbHBIX PEAreHTOB WJIM XUPAIbHBIX KATAJIN3aTOPOB UIIH MOYKHO
BBIIEJATD C IPUMEHEHHEM TPAJIULIMOHHBIX METOIUK, ITUPOKO N3BECTHBIX U3 YPOBHS TEXHHUKH,

Takux kak xupanpHas HPLC.
dapmaneBTHYECKHE KOMIIO3HLIUH

B HEKOTOPBIX BAPHUAHTAX OCYLICCTBJIICHHUS PACKPBITHI (I)apMaLIeBTI/ILIeCKI/Ie KOMIIO3HILIHNH,

conepaxautue geaapumep popmyael (1), (I1), (1), (IV) nmu (V) nmm ero papmanerudecku
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NPUEMIIEMYIO COJIb M (hapMalLleBTHUECKH IPUEMIIEMOE BCIIOMOTaTeIbHOE BELIECTBO, HOCUTEIb
WIH pa30aBUTENb.

Bripaxxenue “(papmanieBTUIECKH TPUEMIIEMOE BCIIOMOTaTENIbHOE BEIECTBO, HOCUTEIND HIIH
pazbaBuTenp”’ MpPeayCMaTPUBAET COEANHEHNUS, MATePHAIbI, KOMITO3ULIUU H/WJIH JIEKAPCTBEHHbBIE
(bopMBI, KOTOpBIE IO Pe3yJIbTATAM TIIATEIbHON MEITUIIMHCKON OLEHKH SIBJISIOTCS MOAXOSIIUMHU
IUIs IPUMEHEHHUsT B KOHTAKTe C TKAHSIMH JIFOJIeH 1 )KMBOTHBIX 0€3 Ype3MepHON TOKCUYHOCTH,
pa3apakeHus, aJUIEPTHYECKON Peakuy WK APYroil mpoOaeMbl UTH OCJIOKHEHHUSI,
YCTAHOBJIEHHBIX CIEIMAIHCTOM B JAHHOM 00JIacTH.

PackppIThie KOMITO3UIIH MOTYT HAXOAUTBCS B (POpME, IOAXOASIIEH Il HEPOPATILHOTO
NpUMEHEHUs (HalpuMep, B BUIE TAOIETOK, MACTUIIOK, TBEPABIX MIIM MSTKHX JKEJTaTHHOBBIX
KaIICyJI, BOAHBIX MJI MACJISIHbIX CYCIICH3HUMH, SMYJIbCUH, UCTIEPTUPYEMBIX MOPOLIKOB UITH
rpaHyJI, CHPOIIOB HJIH HACTOEK), JUIsi MECTHOTO NTPUMEHEHHs (HarpuMep, B BUIE KPEMOB, Ma3el,
reJiei WM BOIHBIX MIIM MACJISTHBIX PACTBOPOB UM CYCIICH3HIA), UIsI BBEACHUS TyTEM WHTAJSILTAN
(HarmpuMep, B BUZI€ TOHKOIUCIIEPCHOTO TOPOLIKA WJIH YKUIKOCTHOTO a3p030JIsl), AJIsl BBEICHUS
nyteM uHCYdsaun (HarnpuMep, B BUAE TOHKOAUCIIEPCHOTO MOPOLIKA) WK /ISt
MapEHTEPAIbHOrO BBEACHNUS (HAIIPUMED, B BU/I€ CTEPHIIBHOTO BOJHOTO MJIM MACIISTHOTO PacTBOPA
11 BHYTPUBEHHOTO, TIOAKOKHOTO, BHYTPUMBILIEYHOTO HJIM BHYTPUMBILIEYHOTO BBEACHUS 103bI
WIN B BUJI€ CYNIIO3UTOPUS IS PEKTAIIBHOTO BBEACHUS J103).

PackprpiTble KOMITO3UIIMHM MOXKHO TOJIY4aTh C MOMOIIBIO TPAJULIMOHHBIX IPOLIEAYD €
NPUMEHEHHEM TPAAHLUOHHBIX (hapMaLeBTHYECKUX BCIIOMOTATENIbHBIX BEIECTB, XOPOIIO
M3BECTHBIX U3 YPOBHS TEXHUKU. TakuM 00pa3oM, KOMIO3HLIUH, IPeAHA3HAYEHHBIE IS
NIePOPAIbHOTO MPUMEHEHHSI, MOTYT COZIEP KaTh, HAIIPUMED, OAUH WIIH HECKOJIBKO KPacUTeNeH,
NIOJICJIACTHTENIEH, apOMAaTH3aTOPOB W/UJIH KOHCEPBAHTOB.

[Monxoxnsimue GpapmManeBTUYECKU MPUEMIIEMbIE BCIIOMOTaTeIbHbIE BELIECTBA JIsl COCTABA B
BUzE TaOJETOK MOTYT BKJIFOYATh, HAIPUMED, HHEPTHBIC pa30aBUTEIH, TAKHUE KaK JIAKTO34,
kapOoHaT HaTpws, pocaT KaNbLus WK KapOOHAT KaJbLHs, FPaHyJI000pa3yIOIIHe CPECTBA U
Pa3PBIXJIMTENH, TAKUE KaK KyKYPY3HBIN KpaXMaJj WK aJbrHHOBAs KUCJIOTA, CBSI3YIOIIHE
CpEeACTBa, TAKHUE KaK KPaxMaJl; CMa3bIBAOLINE CPECTBA, TAKHE KaK CTeapaT MarHus,
CTEaPHHOBAsI KMCIIOTA WITH TAJIbK, KOHCEPBAHTBI, TAKUE KaK 3THJI- WJIH MPOIHII-P-
T'HOPOKCUOEH30aT; U aHTHOKCHIAHTBI, TAKHE Kak ackopOmHOBast kucynora. CocTaBbl B BHIE
TabJIETOK MOTYT OBbITh HEMOKPBITBIMHU U IMIOKPBITBIME JTHOO 111 MOAU(UKALIIH UX
pacrasaeMoCT! 1 MOCIEeNYIOIEro BCAChIBAHNUS AKTUBHOTO HHIPEIHEHTA B JKEJTYJOUHO-

KHIICYHOM TPAKTE, b0 AJIA YIIYHIICHUA UX CTaOUJILHOCTU W/UJIH BHEILIHETO BuUaa C
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MNPUMECHCHUEM TPAAUITHUOHHBIX CPECACTB U NPOUCAYP AJII HAHCCCHHS MOKPLITHUA, XOPOLIO
HU3BCCTHBIX U3 YPOBHA TEXHUKU.

Komnosuuuu 1i1s nepopajbHOro NPUMEHEHHUs! MOTYT OBITh NPENCTAaBJIEHBI B popMe
TBEPIbIX KEJTATHHOBBIX KaICyJl, B KOTOPBIX AKTHUBHbIA UHIPEANEHT CMEIIAaH C HHEPTHBIM
TBEPABIM pa3OaBUTENEM, HAIPUMeEp, KapOOHATOM KanbLys, PocGaToM KabIHst WIN KAOJIHHOM,
WM B OpMe MSITKHX JKEeJIATUHOBBIX KaICyJl, B KOTOPbIX aKTHBHBIN MHIPEAUEHT CMEIIaH C BOOM
WM MacJIOM, TAKHM KaK apaxHuCcOBOE MAcIo, Ba3eJMHOBOE MACIIO HIIH OJIMBKOBOE MACIIO.

BOHHBIC CyCIICH3UHU MOI'yT COOECPKATb AKTUBHBIN HHIPCOAHUEHT B TOHKOU3MEIbYEHHON
(1)opMe HUJIN B (1)0pMe HaHO- WJIN MUKPOHU3HUPOBAHHBIX YaCTUIL] BMECTEC C OOHHUM HJIN
HECKOJIbKUMH CYCTIEHAUPYIOIUMHE CPEICTBAMH, TAKUMH KaK KapOOKCHMETHIILIEIUTIOI03a
HATPUsI, METHIILIEIUTION03a, THIPOKCUIIPOITMIMETHIILIEIUTIONI03a, allbIHAT HATPHS,
MOJIMBUHUJIITUPPOIHUAOH, TPAraKkaHTOBAasA KaME€b U apaBHfICKaﬂ KaM€b, JTUCNICPTUPYOIIUMHU
WM CMaYUBarOUMU CPpEACTBAMU, TAKMUMHU KaK JICHUTUH, UJINU MPOAYKTBI KOHACHCALIUH
ANKMJICHOKCUAA C )KUPHBIMU KHUCJIOTaMH (HAIIPUMED, OJIHMOKCUITHIICHCTEAPAT), FITH MPOAYKTHI
KOHACHCAlUU 3THJICHOKCHAA C JJIMHHOLCITOUYCYHBIMI a.]'II/I(baTI/ILIeCKI/IMI/I CIIUPTaMH, HAIIPUMED,
renTaaCKad TUIICHOKCULIECTAHOJIOM, WU MMPOAYKTBI KOHACHCAIIUU STUIJICHOKCH A C HEIMOJIHBIMUA
CJIOKHBIMHU 3(1)I/IpaMI/I, MOJIYYCHHBIMU U3 JKUPHBIX KUCJIOT U T'€KCUTA, TAKUMH KakK
HOJTMOKCUITUIIEHCOPOUT MOHOOJIEAT, WM TPOAYKThI KOHACHCALINHI STHICHOKCH/IA C
JUTMHHOLIETIOYEYHbIMU AT (PaTHUECKIMHU CIUPTAMHU, HAIPUMED
renTafeKad THICHOKCHLIETAHOJIOM, WJIH MPOAYKTHI KOHAEHCALUH STUICHOKCHUAA C HETIOJHBIMH
CIIOKHBIMH 3()UpaMu, NOTYUYEHHBIMU U3 KUPHBIX KUCJIOT M T'€KCUTA, TAKUMH KaK
HOHI/IOKCI/I3TI/IHCHCOp6I/IT MOHOOJICAT, WU NMPOAYKTBI KOHACHCAIIUU STUJIICHOKCH A C HEITOJIHBIMHA
CJIO’KHBIMHU 3(1)1/1paM1/1, MOJIYYCHHBIMHU U3 JKUPHBIX KUCJIOT U aHTUAPUIAOB I'€KCUTA, HAIIPHUMED
NOJUATUIIEHCOpPOUTAaHa MOHOOIEaT. BoHbIE CYyCIIeH3UH TaKKe MOTYT COAEPKaTh OIMH HITH
HECKOJIbKO KOHCEPBAHTOB, TAKUX KaK 3THUIJI- UJIH HpOHI/IJ'I-Hapa-FI/II[pOKCI/I6eH3()aT,
AHTHOKCHIAHTBI, TaAKHE KaK aCKOPOMHOBASI KUCJIOTA, KPACUTENH, apOMAaTU3aTOPbI U/UITH
TIOZICIIACTUTEIH, TAKHE KaK Caxapo3a, CaXapuH WM aclapTaM.

MacnsHble CYCIICH3HUU MOTYT OBITb COCTABJIEHBI nyTeM CYyCIICHAUPOBAHUA dKTUBHOI'O
MHIPEINEHTA B PACTUTEIHHOM Macje, TAKOM KaK apaxicOoBOE Maclio, OJIMBKOBOE MAcJIo,
KYH)KYTHOE MacJjIO WJIH KOKOCOBOE MAcCIIO, MJIM B MHHEPAJIbHOM MAacJie, TAKOM KaK Ba3eINHOBOE
Maci0. MacisiHble CyCIIeH3UH TaKKe MOTYT COZIepsKaTh 3aryCTUTENb, TAKOH KaK MUEUHbIA BOCK,
TBepbI napaduH WK LeTHioBbli cnupt. [logcnacTuTenu 1 apoMaTu3aTopbl MOTYT OBbIThH

no0aByieHbl 7151 0Oecreue s MPUSATHOTrO BKyca y Ipenapara AJisi HepopaibHOTO MPUMEHEHHUS.
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JlaHHbBIE KOMIIO3ULIMHA MOKHO TIOJBEPraTh KOHCEPBALMHU MyTeM 00aBIICHUSI aHTHOKCHIAHTA,
TAKOro KaK aCKOpOMHOBas KUCJIOTA.

Jlucrieprupyemble TOPOLIKY U TPaHYJIbl, TOAXOASIINE JISi IPUTOTOBJICHHS BOTHOU
CYCIIEH3UH MyTeM J00aBJICHHUST BOJIbI, MOT'YT COIEPKATh AKTHBHBIM UHTPEUEHT BMECTE C
OUCTIEPTHPYIOIHUM U CMaYUBAIOLIIM CPEICTBOM, CYCIIEHANPYIOIIUM CPEICTBOM U OJTHUM WJIH
HECKOJIbLKUMH KOHCepBaHTaMHu. [TprMepoM MOAXOMSAINX JUCTIEPTHPYIOIIMX WA CMAYUBAKOIIIMX
CPEACTB, a TAKXKE CYyCINEHAUPYIOLINX CPENCTB SIBJSIFOTCS CPEACTBA, YIIOMSHYThIE BbIIIE. Takke
MOTYT MPUCYTCTBOBATh JOTIOJIHUTEIbHBIE BCIIOMOTAaTEIbHbIE BEIIIECTBA, TAKHE KAK
MOJICJIACTHTEINN, APOMATHU3ATOPBI i KPACUTEIH.

dapmMareBTHYECKHEe KOMITO3HUIIUU TaKKe MOTYT ObITh MPEACTABIIEHBI B (POpMe IMYJIbCUE
Tumna "Macjo B Boxe". MacisiHas pa3a MOKeT mpeAcTaBisaTh COOOU paCTUTEIbHOE MACJIO, TAKOEe
KaK OJINBKOBOE MAcCJIO WJIM apaxHCOBOE MACIIO, HJIH MUHEPAJIbHOE MACJIO, TAKOE KaK, Halpumep,
BA3€JIMHOBOE MACJIO, HIIH JIFOObIe NX cMecH. [Tomxoasimue sMyIbraTopsl MOTYT MPENCTABIISATh
co0oM, HarpuMep, BCTPEYAOLINECs B IPUPOAE KAMEIH, TAKHE KaK apaBUNCKask KaMelb WIN
TparakaHTOBAasi KAME/Ib, BCTPEUAIOINNECs B pHpoe pocdaTuapl, Takue Kak COEBbIN JELUTHH,
CJIOHBIE 3()UPBI WITH HETIOTHBIE CIIOKHBIE S()HPBI, IOJYYEHHBIE U3 KUPHBIX KHCIIOT U
aHTUIPU/IOB reKcuTa (Harmpumep, copOuTaHa MOHOOJIEAT), U POAYKThI KOHAEHCALUN YKa3aHHBIX
HETIOJIHBIX CJIOKHBIX 3(UPOB C 3TUIICHOKCUIOM, TAKUe KaK IMOJIMOKCHATHIIEHCOPOUTaHa
MOHOOJI€AT. DMYJIbCUH MOTYT TaKXXe COMep>KaTh MOJCIACTUTENH, ApOMAaTU3aTOPBI U
KOHCEPBAHTBL

Cupornbl 1 HACTOHKH MOTYT OBITh COCTABJICHBI C MOACIACTUTEIISIMH, TAKUMH KaK TIIALEPUH,
NPOMNHJICHIJIMKOJb, COPOUT, acrapTaM WIJIH caxapo3a, U TAKKe MOTYT COEpKaTh CPENCTBO,
YMEHBLIAKOIIEee pa3ApakeHne, KOHCEPBAHT, ApOMATHU3ATOP U/ UM KPACHUTENb.

dapmMareBTUYECKHEe KOMITO3HUIIUU TaKKe MOTYT ObITh MPEACTABIIEHBI B (hOopMe
CTEPUIHOTO UHBEKLIMOHHOT'O PACTBOPA B OJTHOM MJTH HECKOJIbKUX BOJHBIX M HEBOIHBIX
HETOKCHYHBIX PUEMJIEMbIX JJIsl TAPEHTEPATBHOTrO BBeAeHHs Oy(epHBbIX CHCTEMAX,
pa30aBUTENSAX, COMFOOMIM3UPYIOIUX CPEACTBAX, COPACTBOPUTEISAX MM HOCUTEIISIX, TAKUX KaK
stanon, Solutol HS15, PEG400, Tween 80, 6en3minoBblii criupT, NN-IUMeTHIIAIETAMHI],
npormieHrkonb, Cremophor, HP-B-CD, nuknonekcrpua SBE-B-1865. CrepunbHbIit
WHBEKI[MOHHBIN MPenapaT TaKKe MOXKET MPEICTaBIISITh COOON CTEPUITbHYIO HHBEKLIUMOHHYIO
BOJIHYIO MJIM MACIISTHYIO CYCIIEH3HUIO FJIH CYyCIIEH3MIO B HEBOJHOM paz0aBuTEsIe, HOCUTENE HITH
COpacTBOPUTENE, KOTOPAst MOJKET OBITh COCTAaBIIEHA COTJIACHO N3BECTHBIM MPOLEAYPaAM C
NPUMEHEHNEM OHOTO MIIH HECKOJIBKUX COOTBETCTBYIOIINX AUCTIEPTUPYIOIIUX UITH

CMaYMBAIOIIUX CPEACTB U CYyCIEHIUPYIOLINX CPENCTB.
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dapmaneBTHYECKNE KOMITO3UIIH MOTYT MPENCTABIATh COOOM PacTBOpP IS 1V
00r0CHON/MH(Y3NOHHON HHBEKLINH, CTEPUIIbHBIN AEHAPUMED AJIs pa30aBIe€HUs C TOMOIIBIO
OydepHoii cucTemsl WK JTHOQUITU3UPOBAHHYIO cHCTEMY (MO0 AeHIpUMEP OTAENbHO, OO C
BCIIOMOTATeIbHBIMH BELIIECTBAMH) IJIsl pa30aBjieHUs C MOMOILIBI0 OydepHoii cuctemsl, b0 6e3
APYTHX BCIIOMOTATENIbHBIX BeIecTB. JINOQUIN3NPOBaHHBII BBICYLIEHHBIN CyOIuManneit
MaTepHrall MOXKET ObITh MOJY4eH HAa OCHOBE HEBOAHBIX PACTBOPUTENEH (HapuMep, TpeT-
OyTaHOJa WM YKCYCHOM KHCJIOTBI) HJTH BOAHBIX pacTBopHTesel. JlekapcTBeHHas hopMa Takke
MOJKET MPECTABISTh COOOM KOHIIEHTPAT AJIs JaJbHEHIIero pa30aBieHus ¢ OCIenyOIei
uH}py3uen.

Komno3uuuu 11i1st BBEIEHHSI TyTE€M HHTASILIUN MOTYT OBITh NMPENCTaBIEHBI B JopMe
TPATULIFIOHHOTO a3P030JIsl, HAXOSIIErocs MO AaBlIeHHEM, MPEIHA3HAYEHHOTO IS
pacripeneneHusi aKTUBHOTO HHTPEIUEHTa JIMOO0 B BUAE a3PO30JIsi, CONEPIKAILEro
MEJIKOIMCTIEPCHOE TBEPAOE BEIIECTBO, TMOO B BUJE KaIelb KUAKOCTH. MOXXHO IPUMEHSATh
TPaaULOHHBIE TIPOTIEJJICHTHI ISl a3PO30JIeH, TaKHUe KakK JieTy4dre (PTOpUpOBaHHbIE
YTIEBOAOPOABI HITH YTIIEBOAOPOIBI, U B LIENISIX yI0OCTBA a9PO30JIbHOE YCTPOHCTBO YCTPOSHO
TaKUM 00pa3zoM, 4TOOBI BBICBOOOXKIATh OTMEPEHHOE KOJMUECTBO AKTHBHOTO MHIPEIHEHTA.

Konn4yecTBO aKTUBHOTO UHTPENUEHTA, KOTOPOE MOKHO OOBEIMHUTD C OTHUM HIIU
HECKOJIbKUMH BCITIOMOTaTENbHBIMU BEIECTBAMU JUJIS TIOJTYUEHUs] €TUHIYHON JIEKapCTBEHHON
¢dopmbl, Oyner Hen30eKHO BapPbUPOBATHCS B 3aBUCHMOCTH OT MOABEPTracMOro JICYEHHUIO
peLunyeHTa 1 KOHKPETHOTO IyTH BBeNeHHs. [ JONONHUTEIbHOM NHOPMALIUH O MY TIX
BBEJICHHS U PEKUMaX AO3UPOBAHUS YUTATEIb MOXKET 00paTuThes K riaase 25.3 Toma 5
Comprehensive Medicinal Chemistry (Corwin Hansch; Chairman of Editorial Board), Pergamon
Press 1990.

Hennpumepst popmydsr (1), (ID), (IIT), (IV) u (V) MOXKHO BBOIUTH OMH, J1BA, TPH pPa3a B
CYTKH HJIH CTOJIBKO pa3 B T€YeHHUE 24-4aCOBOT0 MEPHOAA, KaK 3TO HEOOXOAMMO ¢ METULIMHCKON
TOUKH 3peHus. CenuaIucT B JaHHOH OOJIACTH CMOXKET JIETKO ONPEAETHTb NX KOJIUYECTBO B
K10 MHAMBUAYAIBHOH 103€ B 3aBUCIMOCTH OT CyOBbeKTa. B HEKOTOPBIX BapraHTax
ocymectsnenust aeHapumeps! popmysl (1), (II), (II1), (IV) u (V) BBOAAT B 0OgHOU
JeKapCTBEHHOH (popme. B HEKOTOPBIX BapHaHTax OCyIIEeCTBICHHS AeHaApUMepsl hopmyer (1),

(1), (11D, (IV) u (V) BBOZAT B HECKOJBKHUX JIEKAPCTBEHHBIX (popMax.

Cnocod npumeHeHnust
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B onHOM acniekTe pacKphIThl CIOCOOBI JIEUEHHSI Paka y HYKIAIOIIErocsi B 3TOM CYyObeKTa,
MpeayCMaTPUBAIOLINE BBeICHUE CYOBEeKTY 3((HEeKTHBHOIO KOJIHMUYECTBA ACHApUMeEpPa POPMYJIbI
(D, (1), (1L), (IV) nmm (V) unu ero papmMaLieBTHUECKN TPUEMIIEMON COJIH.

B onHom acnekre packpbit neHapumep dopmydst (1), (1), (III), (IV) wu (V) unu ero
(apmaneBTHYECKH TIPHEMIIEMAst COJIb JUIsl IPUMEHEHUS B JICUEHUH pakKa.

B oxgHOM acniekTe packpbiTo mpuMenenue nenapumepa Gopmyasi (1), (I), (III), (IV) wiu
(V) unu ero papmarieBTHUECKH MTPUEMJIEMOI COJIU B U3TOTOBJICHHUH JIEKAPCTBEHHOT'O TIpernapara
IUIS JICYCHUS paKa.

B onHOM acniekte pacKphIThl (hapMaLeBTHUECKHUE KOMITO3ULIUHY, COAEPIKAIINE IEHAPUMED
dopmyast (1), (IT), (I1D), (IV) nnu (V) mu ero ¢papManeBTHIECKH PUEMIIEMYIO COJIb, AJIS
NPUMEHEHHUS B JICUCHUH PaKa.

Tepmun "pax" nmpenycMaTpuBaeT 0e3 OrpaHUUEHHs FeMaTOJIOTHIeCKUe (Harmpumep,
TuMQOMBL, IEHK03) U CONUAHBIE 3JI0KaYeCTBEHHbIE HOBOOOpasoBaHus. Hanpumep, Tepmun "pax”
npeaycMaTpuBaeT T-KJIeTOYHBIE JIeHKO3bl, T-KjIeTouHbIe TUM(POMBI, OCTPYIO JTUM(POOTACTHYIO
mampomy (ALL), ocTpblit MuenoreHHsii neiiko3 (AML), xpornueckuit TuMporuTapHbIit
neiiko3 (CLL), Menkoknerounyro sumdonuTtapHyto JuMpomy (SLL), xpoHndeckuit
muenoreHHsli neriko3 (CML), octpeiii MOHOLMTApPHBIH J1eliko3 (AML), MHOXXECTBEHHYIO
MHENOMY, TUM(POMY U3 KJIETOK MaHTUIHOI 30HbI, 1nddy3HyI0 B-kpynHokieTouHyI0 TUMbOMY
(DLBCL), numdomy bepkurTa, HEXOMKKUHCKYIO JTUMGPOMY, (POITUKYISAPHYIO TUMPOMY U
COJIMAHBIE ONYXOJIH, HAPUMEp, HeMeJKOKIeTouHbIH pak jerkoro (NSCLC, nanpumep, NSCLC
¢ mytammeit EGF, NSCLC ¢ myranueii KRAS), menkoknerounsiii pak sierkoro (SCLC), pak
MOJIOYHOH JKeNe3bl, HeHpoOIacTOMy, pak SUYHHUKA, PAK MPEACTATENbHON JKelle3bl, METAHOMY
(Hanmpumep, menanomy ¢ mytauueid BRAF, menanomy ¢ myrauneii KRAS), pak nomkenynouHoi
JKeJe3bl, MAaTKH, SHIOMETPHUS U PaK TOJCTON KUILIKHU (Hampumep, pak Tojactoit kumku ¢ KRAS,
pak TosicTo Kumku ¢ mytauueii BRAF).

B onHOM acniekTe pacKphIThl CIOCOOBI JICUEHHSI Paka y HYKIAIOIIErocsi B 3TOM CyObeKTa,
MpeayCMaTPUBAKOIINE BBEIeHHE CYOBeKTY 3((HEeKTHBHOTO KOJIMYECTBA AeHIpIUMepa GOPMYJIbI
(D, (D), (I1D), (IV) nmm (V) mnu ero ¢papMaLeBTHUECKH TPUEMIIEMOHN COM B KOMOWHAIINHN C
3¢ (eKTUBHBIM KOJIMYECTBOM BTOPOTO MPOTHBOPAKOBOT'O CPEACTBA HITH €r0 (hapMaLeBTHIECKH
MPUEMIIEMOU COJH.

B onnoMm acnekre packpeiT nenapumep dopmysl (1), (1), (III), (IV) wnu (V) wnu ero
bapmareBTHIECKH ITpHEeMIIEMasi COJIb B KOMOMHAINH ¢ 3(p(peKTUBHBIM KOJIUYECTBOM BTOPOTO
POTHBOPAKOBOT'O CPEACTBA MM €ro (papMaLieBTUYECKH MPUEMIIEMON COJIH AJIsl IPUMEHEHHUS B

JICUEHUU PaKa.
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B ogHOoM acniekTe packpbiTo npumeHenue neaapumepa Gopmyisr (I), (II), (L), (IV) nm
(V) unu ero dapmanieBTHUECKH MIPUEMIIEMON COJIU B KOMOMHAMHU C 3P PEeKTUBHBIM
KOJINYE€CTBOM MIPOTHBOPAKOBOT'O CPEACTBA UM €ro (papMalieBTUIECKU MTPUEMIIEMON COJIH B
M3rOTOBJIEHUHU JIEKAPCTBEHHOTO IperapaTa JJIs JeUeHHs paka.

B omHOM acniekte pacKkpbIThl (papMaLeBTHYECKHE KOMIIO3ULMH, CONepIKaIIne IEHIpUMEp
dopmyast (1), (IT), (IID), (IV) unu (V) wiu ero ¢papMaleBTHYECKU MPUEMIIEMYIO COJIb B
KoMOuHamu ¢ 3¢ (HEKTUBHBIM KOJIMYECTBOM BTOPOTO MPOTHBOPAKOBOTO CPEACTBA HIJIH €r0
(apManeBTHUYECKH MPUEMJIEMOM COJIU JIJIsl MPUMEHEHUS B JICUSHUH PaKa.

Bripaxxenne “B KOMOMHALIMY ¢’ TIpeAycMaTpUBaeT BBeaeHue neHapumepa Gopmyusr (1),
(II), (1D, (IV) wnu (V) unu ero dpapManieBTUIECKH MPHUEMIIEMOH COJIM U TPOTHBOPAKOBOTO
CpeacTBa WM ero (papMaLeBTHUECKH PUEMIIEMON COJIH MOCIEI0OBATEIBHO, OTAEIBHO HITH
OIHOBpPeMeHHO. B HexoTopeIx acniektax aeHapumep dopmyst (1), (II), (II1), (IV) wnu (V) unm
ero (hapmMaLeBTHUECKH PUEMIIEMAst COJIb U BTOPOE IMPOTHBOPAKOBOE CPENICTBO HIIH €0
(bapManeBTHUECKH MPHEMIIEMYIO COJIb MOTYT BBOJUTBCS B OTHOM U TOM JK€ COCTaBE, HaIpUMep,
B COCTaBe C (PMKCHUPOBAHHON KOMOMHAIEH 103. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIECHHS
neanpumep ¢opmyast (1), (IT), (III), (IV) nnu (V) wnu ero papmManeBTHUECKH IpUeMIIEMast COJTb
¥ BTOPOE NMPOTHUBOPAKOBOE CPEACTBO MIIH €ro (papMaLeBTUUECKU IPpUeMIIeMast COJIb MOTYT
BBOJIUTBCSI B OT/IEJIBHBIX COCTABaX U BBOIUTHCS MPAKTUYECKH OTHOBPEMEHHO, ITOCIIEI0BATEIbHO
WJIN OTAENBHO.

BripaxkeHne “npoTHBOPAKOBOE CPEACTBO” MpeayCcMaTpuBaeT 0e3 OrpaHUYEeHHs JTYYEBYIO
TEPaTHIO, ATKWINPYIOLINE CPEICTBA, HHITMONTOPBI AHTHOTeHEe3a, AaHTHTENA, KOHBIOTaThI
AHTHUTEJIO-JIEKAPCTBEHHOE CPECTBO, AHTUMETA0OIUTBI, AHTUMUTOTHKH, AaHTUNIPOTU(EpaATHBHBIE
CpeACTBa, MPOTUBOBUPYCHBIE CPEACTBA, MHTHOUTOPBI KHHA3bI AUrora, Apyrue akTHBaTOPbI
KJIETO4HOM rudenu (Hanpumep, npyrue uaruouropsr Bel-2, Bel-xL, Bel-w, Bfl-1 nnnm
uHruouTOopel Mcl), aKTHBATOPBI My TEH € y4acTHEM PELIENITOPOB KJIETOYHOH rudenu (Harmpumep,
aronuctsl FAS i TRAIL), unruOuropsr kurassl Ber-Abl, uaruduropst BET (6pomonomena),
antutena BiTE (Oucnennduyeckue aktuBatopsl T-KJIETOK), MOTUPHUKATOPBI OHOJIOTHYECKOTO
OTBETA, UHTMOUTOPBI LIMKIMH3aBUCUMON KMHA3bI, HHTHOUTOPBI KJIETOYHOTO LIUKJIA, HHTHOUTOPBI
LUKJIOOKHCUTeHa3bl-2, DVD (aHTHTeNa ¢ BOMHBIMH BapHaOeNbHBIMU TOMEHAMH ), THTUOUTOPBI
peLenTopa roMoJiora OHKOreHa BUpycHoro Jneiikos3a (ErbB2), uaruOurops! akropa pocra,
unruouropel EGFR, narnourops! 0enkos Terosoro moka (HSP), unruburopsr
ructonaeanermnassl (HDAC), ropmoHasIbHbIE TEPANIEBTHUECKHE CPEACTBA, UMMYHOJIOTHYECKUE
CpeAcTBa, MHIMOUTOPBI HHrUOUTOPOB OenkoB anonrto3a (IAP), narepkanupyomue

AHTUOMOTHUKY, UHTHOUTOPBI KMHA3, THTUOUTOPB! KHHE3MHA, HHrUOuTOpH! Jak2, HHruOUTOpHI
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MuIleHH panaMuiuaa y Miekonuramux (mTOR), uarnburoper AKT, uHruéurtopsr
MukpoPHK, HHMHOUTOPBI MUTOT€H-aKTUBUPYEMON BHEKJIETOUHON CUTHAI-PETYINPYEMOi
kuHa3bl (MEK), uaruburopet BRAF, My nbTHBaI€HTHBIE CBS3BIBAOLINE OENKH, HECTEPOUIHBIE
IPOTHUBOBOCTIANIUTENbHBIE JleKapcTBeHHbIe cpencTa (NSAID), uarnduropst nomau-AJ{dD-
(anenosunaudocdar)-pudosa-noarmepassl (PARP), xumuorepaneBTHUECKHE CPEICTBA HA
OCHOBE IUIATHHBI, HHTHOUTOPBI polo-nopobubx kuHa3 (Plk), marudburopsr pochonHo3uTHI-3-
KUHAa3bl, HHTUOUTOPBI IPOTEACOM, aHAJIOTH MyPHHOB, AHAJIOTH MTUPUMHUINHOB, HHIHOHUTOPBI
pPeLenTOPHBIX THPOSUHKUHA3, PETUHOUABY/ IEITbTON ], AKAJIOUIbl PACTCHUN, MaJIbIe
UHTUOUpPYIOLIHe PHOOHYKIEUHOBBIE KHCIOTHI (SIRNA), coennHeHus1 Ha OCHOBE aHTHTEI K
CD20, vHruOUTOPHI TOMOU30MEPa3bl 1 HHIUOUTOPBI yOUKBUTHHIIUTA3HL.

AJKUIMPYIOIIHE CPEACTBA BKIIOYAKOT anbTperamud, AMD-473, AP-5280, ana3ukBoH,
OennamyctuH, OpocTayuiniuH, OyCcyib(aH, NUCIUIATHH, KapOOIIaTHH, KapOOKBOH, KApMyCTHH
(BCNU), xnopamOymt, CLORETAZINE® (napomyctun, VNP 40101M), uuknodochamun,
nexapOasuH, 3cTpaMycTuH, poremyctrH, rimodochamun, ndpochamun, KW-2170, nomyctun
(CCNU), madochamun, mendanad, MUTOOPOHUTOJI, MUTOJIAKTOJI, HUIMYCTHH, a30TUCTBIN HITPUT,
N-oKcH, HUTPO30MOYEBHUHBI, OKCATUIUIATUH, PAHUMYCTHH, TEMO30JIOMHU/I, THOTEIY,
TREANDA® (6ennamyctun), Tpeocynbdan, podhochamug u T. 1.

HMHruOuTops! aHruoreHe3a BKIIOYAIOT HHIMOUTOPBI CIeHU(pUIECKUX Ui S3HIOTEIHs
peuenTopos (Tie-2), uHrUOUTOPBI perienTopa dnuaepmabHoro gakropa pocra (EGFR),
MHTHOUTOPBI perienTopa HHCyanHononooHoro ¢akropa pocra-2 (IGFR-2), uHruburopst
MaTpPHUKCHON MeTayutonpoTenHasbl-2 (MMP-2), ”HruOUTOpbI MATPUKCHOH METAJIIONPOTEHHA3bI-
9 (MMP-9), unruburops! perenrtopa pakropa pocra rpomoouutos (PDGFR), ananoru
TPOMOOCTIOHAMHA, MHTHOUTOPBI PELIeNTOPHON TUPO3UHKUHA3BI (PAKTOpA POCTA SHAOTEIHUS
cocynoB (VEGFR), uaruburoper ALK ut. .

AnTtnmerabonutel BKouaroT ALIMTA® (nemerpekcen nunarpusi, LY231514, MTA),
5-azanuruana, XELODA® (kanenurabun), kapmodyp, LEUSTAT® (xnanpubun),
kiodapabun, nutapaduH, nutapaduHa okdocdar, HUTO3MHA apadUHO3U, JeUTAOUH,
nedepokcamuH, nokcupnypunus, s¢giaopautut, EICAR (5-atuann-1--D-
pudodypaHo3mIMMHUIA30T-4-KapOOKCaMI ), SHOUTAOWH, STeHUIIUTHIUH, QiynapaduH, 5-
¢dbTopypanuiI OTHEeTHbHO WIH B KOMOUHAIMH ¢ jieiikoBopuHoM, GEMZAR® (remiuradun),
rugpokcumodeBnHy, ALKERAN® (mendanan), MepkanTonypus, 6-MepKanTonypuHa pudbo3ns,
METOTpeKCaT, MUKO(EHOIBHYIO KUCIIOTY, HelapabuH, HoaTpekcen, okdpocdar, meauTpexcor,
NEHTOCTATHH, IEMEKCTPE], pAITUTPEKCeNl, puOaBUPUH, TPUATINH, TPUMETpeKcar, S-1,

tuazodypus, reradyp, TS-1, ugapabun, UFT u . 1.
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Wuruburops! 6enkos Bcl-2 Bkmouator ABT-199, AT-101 ((—)roccunomn),
GENASENSE® (G3139 unu obnumepceH (aHTUCMBICIIOBON OJIMTOHYKJIEOTH],
L[eJICHAIIPaBJIEHHO Bo3nelcTRyomuii Ha Bcel-2)), IPI-194, IP1-565, ABT-737, ABT-263, GX-070
(obaroknakc), AMG-176, S63645 u T. 1.

Coenunenust Ha ocHOBe anTuTena Kk CD20 BkIo4aoT putykcumad u oOuHyTy3ymao.

Wuruburops! Btk BrrouaroT nOpyTHHUO 1 akaiadpyTHHUO.

HNuruburopsr 6pomonomena BkirovaroT [-BET 762, OTX-015, CPI-203, LY294002 u

HNuruburopsr CDK Briroyaror BMI-1040, BMS-032, BMS-387, CVT-2584,
dbnasormupunon, GPC-286199, MCS-5A, PD0332991, PHA-690509, cenuuuknub (CYC-202, R-
pockoButHH), ZK-304709, AZD4573 u T. .

Huruburopst EGFR Brmrovarot anturena kK EGFR, ABX-EGF, nmmyHoIumocomMsr Ha
ocHose anturen kK EGFR, Bakuuny Ha ocHoBe EGF, EMD-7200, ERBITUX® (nierykcuma0),
HR3, anturena IgA, IRESSA® (reputnant), TARCEVA® (3pnotunutd wnu OSI-774), TP-38,
ciuteiii 6enok Ha ocHoBe EGFR, TYKERB® (manatuan®), TAGRISSO (AZD9291,
OCHMEPTUHHO) H T. II.

WNuruburops ALK BKITFOUAIOT KPU3OTHHUO, HEPUTHHUO H T. TI.

Huruburops! penentopa ErbB2 sxmouaror CP-724-714, CI-1033 (xanepTuHuo),
HERCEPTIN® (tpacty3ymad), TYKERB® (nanatunut), OMNITARG® (2C4, neryzymad),
TAK-165, GW-572016 (nonadapuud), GW-282974, EKB-569, PI-166, dHER2 (BakunHa Ha
ocHoBe HER2), APC-8024 (BakuuHa Ha ocHoBe HER-2), bucnennguyueckoe aHTUTENO K
HER/2neu, B7 her2IgG3, B kauectBe OupyHKIIMOHANBHBIX Oucnenupuyeckux anturena k HER2,
mAB AR-209, mAB 2B-1 uT. .

KoHBIOTaThI aHTUTENO-TICKAPCTBEHHOE CPEACTBO BKJIIOYAIOT KOHBIOTAThl AaHTHTENO K
CD22-MC-MMAF, antuteno k CD22-MC-MMAE, aatuteno k CD22-MCC-DM1, CR-011-
veMMAE, PSMA-ADC (aanpumep, MEDI3726), MEDI-547, SGN-19Am, SGN-35, SGN-75 u
T. IL

WHruburops! KMHE3WHA BKIIOYAOT HHrHOuTOps! EES, Takne kak AZD4877, ARRY-520;
unruouropel CENPE, Takue kak GSK923295A uT. m.

WNuruburopsr MEK BrimouaroT Tpamerunnd (GSK1120212), 6nanmernand (MEK162),
cenymeTuHnO (AZD6244), xobumernnud (XL518), ARRY-142886, ARRY-438162, PD-325901,
PD-98059 u T. n.

Huruburopst BRAF BrmouaroT copadennd, semypadenud, nabpapennd, GDC-0879,
LGX818uT. m.
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XUMHOTEpANeBTUYECKHE CPEACTBA HA OCHOBE IUIATHHBI BKJIFOYAIOT LIUCIUIATHH,
ELOXATIN® (okcanuruiaTuH) snTaruiatul, jodariatul, Heparmatiud, PARAPLATIN®
(kapOorutaTiH), caTparyIaTUH, MTUKOIUIATUH U T. I1.

Huruburopsr VEGFR Brmouaror AVASTIN (6eBanusymad), ABT-869, AEE-788,
ANGIOZYME™ (pu6o3um, KoTopblii uHruOupyeT anruorenes (Ribozyme Pharmaceuticals
(boyanep, Konopano) u Chiron (Omepsunb, Kamudophus)), akcutunaud (AG-13736), AZD-
2171, CP-547,632, IM-862, MACUGEN (nerantamu0), NEXAVAR® (copadenud, BAY43-
9006), nazonanund (GW-786034), Batananud (PTK-787, ZK-222584), SUTENT® (cyHUTHHUO,
SU-11248), nosymky mist VEGF, ZACTIMA™ (Banneranu®, ZD-6474), GA101, oparymymab,
ABT-806 (mAb-806), ErbB3-cnennduyeckue anrurena, BSG2-cneunpuueckue anrurena,
DLLA4-cnietnduueckue anturena (Hanpumep, MEDI0629) u C-met-cnenndudeckue aHTUTENA U
T. IL

Wuruburopst WEE Brimrowator AZD1775 ut. .

ITpoTuBOONyX0IE€BbIE AHTHOMOTHKH BKIIFOUAIOT HHTEPKAINPYIOIINE AHTUOMOTHKH,
akyapyOULIMH, akTHHOMHLIMH D, ampyOuinH, annamuiuH, anpuamuind, BLENOXANE®
(6neomuuun), naynopyounusa, CAELY X® nmm MYOCET® (numnocoManbHbIi JOKCOPYOUIINH),
3IB3aMUTPYLUH, S1upyOyuH, riapyounud, ZAVEDOS® (unapybunnn), muroMuius C,
HEMOpPYOUIIMH, HEOKAP3UHOCTATHH, METUIOMHULIMH, MUPapyOHLINH, peOeKKaMHULIMH, CTUMAalIaMep,
crpenro3onmH, VALSTAR® (BanpyOuLuH), IMHOCTATHUH U T. II.

Huruburopsr mexannsmos penapanun JJHK, Takue kak kunaza CHK; nHruOutops!
JAHK -3aBucHMOl npoTenHKHUHA3bL, HHrHOUTOPHI oA JIP-pubosa)-noanmepassl
(narudurtopsl PARP), Brirouass ABT-888 (Benunapus), onamapud, KU-59436, AZD-2281, AG-
014699, BSI-201, BGP-15, INO-1001, ONO-2231 u T i.; a Takxke unrudburopsl Hsp90, Takue
KaK TAHECTTUMHLIMH U PETACTTUMHLIVH.

HNuruburops nporeacom Briro4YaroT VELCADE® (6optezomud), KYPROLIS
(xappumomus), NINLARO (ukcazomu6), MG132, NPI-0052, PR-171 u T. .

ITprMeps! IMMYHOJIOTHYECKHX CPEICTB BKIFOYAIOT UHTEP(EPOHBI U IPYTHE
UMMYHOCTHUMYJIUpyIoLue cpenctsa. MHTepdepoHs! BKIFOYa0T HHTEPEPOH aibda,
uHTepdepoH anbda-2a, narepdepon anbda-2b, uarepdepon dera, naTepHEpOH ramma-1a,
ACTIMMUNE® (untepdepon ramma-1b) nnmm uarepdepon ramma-nl, ux koMmOMHAIMHY U T. 1.
Hpyrue cpencrea BximodaroTr ALFAFERONE®, (IFN-a), BAM-002 (OKHCIE€HHBIH TITyTaTHOH),
BEROMUN® (tazonepmuH), BEXXAR® (tosurymomatd), CAMPATH® (anemty3ymab),
nekapOasun, neHuneiikut, snparyzymad, GRANOCYTE® (yieHorpactum), JIEHTHHAH,

nerikoruTapHsiil anbda-unreppepon, umuksumon, MDX-010 (antureno k CTLA-4), Bakuuna
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NPOTHUB MenaHOMbIL, MUTyMoMab, moarpamoctuM, MYLOTARG™ (remTy3yma0-030raMUIivH),
NEUPOGEN® (¢unrpactum), OncoVAC-CL, OVAREX® (operosomab), nemrymomad (Y-
muHMFG1), PROVENGE® (cunyneiinen-T), caprapamoctuM, cu3oduiia, TeLeIeHKuH,
THERACYS® (6aumsna Kanemerra-I'epena), yoennmekc, VIRULIZIN®
(ummyHOTepaneBTHueckoe cpenctso, Lorus Pharmaceuticals), Z-100 (cneunguueckoe BemecTBo
Mapysimbl (SSM)), WF-10 (terpaxnopaekaokcun (TCDO)), PROLEUKIN® (anbaecneiikuH),
ZADAXIN® (tumandacun), ZENAPAX® (naxnmuzymad), ZEVALIN® (90Y -ubpurymomad-
TUYKCETaH) U T. 0.

AHaJIory MUPUMUIMHOB BKJIIOYArOT 1urapaduH (ara C umu apabunosun C), uuTo3uHA
apabunosun, nokcudnypuana, FLUDARA® (aynapabun), S-FU (5-¢propypaumn),
¢daokcypunun, GEMZAR® (remuutadun), TOMUDEX® (pantutpekcen), TROXATYL™
(TpuaneTHIypuAMHA TPOKCALUTAOWH) U T. 1.

AHTHMHUTOTHYECKHE CPEACTBA BKIIOUAtOT OaTadynuH, snotwiod D (KOS-862), N-(2-((4-
THAPOKCU(EHNIT)aMUHO ) ITUPUANH-3 -1 )-4-MeToKcuOeH30icy nboHaMun, nkcadbenuioH (BMS
247550), maxnmurakcen, TAXOTERE® (nonerakcen), PNU100940 (109881), marynmnon, XRP-
9881 (;aporakcen), Bunpaynus, ZK-EPO (cuHTeTHYECKNH 3TTOTHIIOH) U T. II.

Kpowme Toro, nennpumepst popmys (1), (II), (II1) u (IV) MoxxHO 0OBEAMHATD C APYTUMH
XUMHOTEpaneBTUIeCKuMHU cpeacteamu, TakumMu kak ABRAXANE™ (ABI-007), ABT-100
(narudurop dapuesuntpanchepaser), ADVEXIN® (Baxkiuna Ha ocHoBe AdSCMV-p53),
ALTOCOR® unmu MEVACOR® (noBactarun), AMPLIGEN® (riosu I:mosu C12U,
cuarernueckas PHK), APTOSYN® (skcucynunn), AREDIA® (mamuapoHOBasi KUCJIOTA),
apriabun, L-acnaparnnasa, aramectas (1-merun-3,17-nuon-anapocra-1,4-nuen), AVAGE®
(tazaporen), AVE-8062 (mpoussonHoe komOpeactatuna), BEC2 (Mmurymomal), KaXeKTUH MITH
KaxekcHH ((axrop HeKpo3a onyxonn), kaHBakcHH (BakuuHa), CEAVAC® (nmpotuBopakoBast
BakinuHa), CELEUK® (uensmoneiikun), CEPLENE® (nuruapoxiopua rucTaMiuHa),
CERVARIX® (BakunHa npotus Bupyca nammuiomsl uenoBeka), CHOP® (C: CYTOXAN®
(muxnodocdamun); H: ADRIAMYCIN® (runpokcunokcopyonnmn); O: BHHKPUCTHH
(ONCOVIN®); P: npenuuszon), CYPAT™ (uunporepoHna anerar), komopectatua A4P,
DAB(389)EGF (xatanutnueckuii 1 TpaHCIOKAIIMOHHBIN TOMEHbI AU(TEPUHHOTO TOKCHHA,
cnuThle mocpeacTsoM auHkepa His-Ala ¢ smupepmanbHbIM (pakTopoM pocTa 4esoBeKa) Win
TransMID-107R™ (audrepuiiHble TOKCHHBI), 1akapOa3uH, JaKTHHOMHIIMH, 5,0-
OUMETHIIKCAaHTeHOH-4-yKcycHast kucyiora (DMXAA), suunypauun, EVIZON™ (ckBanamuHa
naxtat), DIMERICINE® (ockoH Ha ocHOBe nunocoM ¢ T4NS), nuckopepmonun, DX-8951f

(skcarekana me3unar), sH3acrayput, EPO906 (snutunon B), GARDASIL® (xBagpuBaneHTHasI
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peKOMOMHAHTHAsI BaKLIMHA ITPOTUB BHPYCa MaNUJUIOMbI denoseka (Tunos 6, 11, 16, 18)),
GASTRIMMUNE®, GENASENSE®, GMK (BakuuHa Ha OCHOBE KOHBIOTaTa raHTJIMO3U/IA),
GVAX® (BakuuHa NPOTUB paka MpencTaTeNbHOMN jKee3bl), TajJopyruHOH, TUCTEPEIHH,
ruapokcukapbamun, ubanaponosas kucnora, IGN-101, IL-13-PE38, IL-13-PE38QQR
(umHTpenexnH-6e3ynotokc), IL-13-3x30Tokcun Pseudomonas, uarepdepon-a, uatephepoH-y,
JUNOVAN™ yiu MEPACT™ (mudamyprtun), nonadapauo, 5,10-meTunenrerparuapodonar,
muntedosuH (rexcanenmipochoxonmnn), NEOVASTAT® (AE-941), NEUTREXIN®
(rpumetpekcara rimokypoHnat), NIPENT® (nenrocratun), ONCONASE® (pepment-
pudonykieasza), ONCOPHAGE® (cpencTBo st ieueHuUs1, MpencTaBJsiroliee cOO0i BaKIUHY
npotuB MenaHombl), ONCOVAX® (Bakuuna Ha ocHoBe [L-2), ORATHECIN™ (pyOurtekaHn),
OSIDEM® (kyieTouHOe JIeKapCTBEeHHOE CpeAcTBO Ha ocHOBe anTuTe ), OVAREX® MADb
(MOHOKJIOHAJTBHOE aHTHTENO MbIH), nakauTakce], PANDIMEX™ (arnmukoHOBBIE CATIOHUHBI W3
*keHbIneHs1, conepxkamue 20(S)-nporonanakconuon (aPPD) u 20(S)-npoTonaHakcoTpuo
(aPPT)), narutymymad, PANVAC®-VF (skcrnepuMeHTanbHas MPOTHBOPAKOBAs BAKLIMHA),
meracnaprasa, PEG-unrepdepon A, penokcoanomn, npokapbasus, pedbnmactar, REMOVAB®
(xarymakcomad), REVLIMID® (nenanunomun), RSR13 (adanpokcupan), SOMATULINE® LA
(manpeorun), SORIATANE® (auutperun), craypocnopu (Streptomyces staurospores),
tanabocrar (PT100), TARGRETIN® (6excaporen), TAXOPREXIN® (DHA -naknuTakcen),
TELCYTA® (xaudpochamun, TLK286), remumnpen, TEMODAR® (Temozonomun),
tecmunde, Tamugomun, THERATOPE® (STn-KLH), tTumurak (2-amMuno-3,4-1urunpo-6-
MeTHII-4-0KC0o-5-(4-mupuaniaruo)xunazoauna nuruapoxiopun), TNFERADE™ (aneHoBekTop:
JHK-HocuTenb, copepskaiimii reH pakropa Hekposa onyxonu-o), TRACLEER® wiun
ZAVESCA® (6ocenran), TperunouH (petuH-A), rerpanaput, TRISENOX® (Tpuokcun
mbibsika), VIRULIZIN®, ykpaus (MpoU3BOAHOE AIKAIIOUIOB U3 PACTEHUS YUCTOTENA
6onbioro), ButakcuH (aatuteno k alphavbeta3), XCYTRIN® (moTtekcaduH raioiuHus),
XINLAY™ (arpacentan), XYOTAX™ (maxnurakcena noiuritymekc), YONDELIS®
(Tpabexrenun), ZD-6126, ZINECARD® (nekcrpazokcan), ZOMETA® (3onenpoHoBas
KHCJIOTA), 30PYOULIMH H T. II.

B onHOM BapmaHTe OCYIIECTBICHHUS PACKPBIT CIIOCOD JICUEHHs paKa,
NpeAyCMaTPUBAIOINNI BBEIEHHE HYKAAOLMIEMYCS B 3TOM CYOBeKTY 3(pPEeKTHBHOTO KOJMYECTBA
neanpumepa dopmysl (1), (II), (IID), (IV) unu (V) mnum ero ¢papmaneBTHUECKN TPUEMIIEMON
coy B KOMOMHAIMHU € 3()(HEKTUBHBIM KOJIMYECTBOM OCUMEPTUHHIOA HITH €r0 (papMarieBTHYECKH
IPUEMIIEMOH COJTH. B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUS PACKPBIT CrIOCO0 JIEUeHUs pakKa

JIETKOT0, MPEAYCMAaTPUBAIOIININ BBEACHUE HYKAAIOIEMYCS B 3TOM CyOBeKTy 3¢h(hekTUBHOTO
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konuaectsa geHapumepa Gopmyaer (1), (1), (1), (IV) nmm (V) unu ero papmauesrudecku
IpUEMJIEMOH COJIM B KOMOUHAIMH € 3()(PEeKTHBHBIM KOJIMYECTBOM OCUMEPTUHHOA HIIH €T0
bapmMareBTHIECKH TPUEMIIEMOH coi. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIEHUS PACKPBIT
criocob neuenust EGFR T790M+ NSCLC, npenycMaTpuBaroLinii BBeIeHHE HYKAAIOLIEMYCs B
5TOM CyOBbeKkTy 3¢ ekTuBHOro Konmudectsa neHapumepa Gopmysi (1), (I1), (1), (IV) wmu (V)
WK ero (papMareBTHYECKH MTPUEMIIEMOM COJTU B KOMOMHALMH ¢ 3PP EKTUBHBIM KOJHYECTBOM
OCUMEpPTUHHOA WU ero (papMalleBTUYECKH ITPUEeMIIEMOi cosiu. B HEKOTOPBIX BapHaHTax
ocywectBieHust packpoiT criocod nedenust PTEN NSCLC, nmpenycmarpuBaroImiuii BBEICHUE
HYKIAIOLIEMYyCsl B 3TOM CyOBbekTy 3¢ dekTuBHOro konudectsa aeHapumepa gopmysr (1), (II),
(11D, (IV) mnu (V) unu ero dpapMaleBTHYECKU MPUEMIIEMOH COJIM B KOMOMHALIUY C

3¢ (eKTUBHBIM KOJIMYECTBOM OCUMEPTHHHOA WITH ero (papMalleBTHYECKH prueMiieMoi conu. B
OJTHOM BapUaHTE OCYIIECTBJIEHUs packpbIT AeHapumep dopmyst (1), (1), (1), (IV) nnum (V)
WK ero (papMaleBTHUECKU IpUeMIIeMast COJTb ISl JISUEHUsI paka y cyObekTa, I/ie YKa3aHHOe
JIeYSHHE MPEAYCMATPUBAET OTAEIbHOE, OCIIEA0BATEIbHOE HITH OJHOBPEMEHHOE BBEICHHE
yKazaHHOMY cyOBekTy: 1) nerapumepa dopmyst (1), (II), (I1I), (IV) wnu (V) nnu ero
(bapmMareBTHUECKH TPUEMIIEMOH COJU | 11) OCUMEPTHHHOA UJTH ero (papMalieBTUIECKH
npuemsIeMoii coi. B ofHOM BapuaHTe ocyIecTBieHus packpbIT aeHapumep dopmyisl (1), (1D),
(I1D), (IV) mnu (V) unu ero ¢papMareBTHUECKU IPHUEMIIEMast COJIb JJIsl JIEUEHUs! paKa JIETKOro y
CcyObeKTa, I/ie yKa3aHHOE JIeUeHUe NPEeNyCMaTPUBAET OTNENIbHOE, OCIE0BATEIbHOE NN
OJTHOBPEMEHHOE BBEAICHUE YKa3aHHOMY cyOBekTy: 1) neHnpumepa hopmydsi (1), (I1), (III), (IV)
vy (V) wn ero papmaneBTHYeCKH PUEMIIEMON COJIU U 11) OCUMEePTHHUOA UITH ero
(apmMaeBTHYECKH MPHEeMJIEMOi coyii. B 0HOM BapuaHTe OCYLIECTBICHHS PACKPBIT IEHAPUMED
dopmyast (I), (IT), (II1), (IV) wmu (V) wiu ero papMaleBTHYECKH IPUEMIIEMasi COJIb IUIs JICYSHUS
EGFR T790M+ NSCLC y cyOBexTa, r1ie yka3aHHOe JISYeHUE TIPeyCMaTPUBAET OTACIBHOE,
NOCJIEIOBATEIbHOE WIIM OJJHOBPEMEHHOE BBEACHHUE YKa3aHHOMY CYOBEKTY: 1) IeHaApuMepa
dopmysl (1), (ID), (1), (IV) umu (V) wnu ero papmalieBTUYECKH IPpUeMJIEMON COJTH U i1)
OCHMEPTUHHOA HITH ero (papMalleBTUIECKH TPUEMIIEMOH coii . B oqHOM BapuaHTe
ocyIecTBIeHHs packpbIT eHapumep dopmyasl (1), (1D), (1), (IV) nnm (V) nnu ero
dapmanesTruecku npuemiemas coib i JedeHnst PTEN NSCLC y cyObekTa, rae ykazaHHOe
JIeYeHHE NMPEAYCMATPUBAET OTAEIBHOE, MOCIIEA0BATENbHOE HIIH OJHOBPEMEHHOE BBEICHHE
yKazaHHOMY cyOBekTy: 1) nerapumepa dopmyist (1), (II), (1), (IV) umm (V) nnu ero
(bapmMareBTHUECKH TPUEMIIEMOI COJN | 11) OCUMEPTHHHOA UITH €ro (papMalieBTUIECKH
npueMIIeMOi Coi. B 0JTHOM BapuaHTe OCYIIECTBIIEHUS] PACKPBIT OCUMEPTUHUO WU €ro

(bapmMareBTHUECKH ITpHEeMIIEMasi COJIb JUIs JICUSHHs paka y CyOBeKTa, I7ie YKa3aHHOe JIeUeHHe
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NpeayCcMaTPUBAET OTAEIbHOE, MOCIEAOBATENIbHOE WIIN OJHOBPEMEHHOE BBEICHNE YKA3aHHOMY
CyOBeKTY: 1) OCUMEPTHHHOA WK €ro (apMalieBTHYECKH PUEMIIEMOI COJU U 11) IeHApuMepa
dopmyast (I), (IT), (IID), (IV) mnu (V) unu ero dpapmarieBTUIeCKH prueMieMoii conu. B onaom
BapUAHTE OCYIIECTBJICHHUS PACKPBIT OCUMEPTHHUO MK ero papMaLeBTHYECKH pueMiIeMast Cojlb
IUIS IEUSHUS paKa JIETKOro y CyOBeKTa, Iie YKa3aHHOe JIeUeHHe MPeayCMaTPUBAET OTAEIbHOE,
NIOCJIEIOBATENbHOE WJIM OJJHOBPEMEHHOE BBEAICHUE YKa3aHHOMY CYOBEKTY: 1) OCUMepTHHHOA HITH
ero (hapmaueBTHUeCKH puemMiieMon coiu U i1) nerapumepa dpopmyast (1), (I1), (III), (IV) nnnm
(V) unu ero dapmarieBTHUECKH MTPUEMIIEMOI COJTU. B 0THOM BapuaHTe OCYIIECTBIIEHUS PACKPBIT
OCHMEPTHHHO WK ero ¢apMareBTHYeCKu mpuemiiemMasi cojib 1ist tedennst EGFR T790M+
NSCLC y cybbekTa, rae ykazaHHOE JieueHUe MPeayCMaTPUBAET OTHEIbHOE, TOCIEI0BATEIbHOE
WM OJJHOBPEMEHHOE BBEICHNE YKA3aHHOMY CYOBEKTY: 1) OCHMEPTUHHOA WIIH €T
bapmaneBTHUECKH TPHEMIIEMO conu | 1) neHapumepa Gopmys (1), (ID), (III), (IV) umm (V)
WK ero (papManeBTUIECKH PUEMIIEMON COH. B 0THOM BapuaHTe OCYLIECTBIEHHS PACKPBIT
OCHUMEPTHHHO WiH ero dapmaneBTudecku npuemyemasi coib uist edenuss PTEN NSCLC y
cyObeKTa, I/ie YKa3aHHOE JIeUeHUE NMPEIyCMaTPUBAET OTIENbHOE, OCIE0BATEIbHOE WITH
OJHOBPEMEHHOE BBEAICHNE YKa3aHHOMY CYOBEKTY: 1) OCUMepTHHHOA W €ro (papMarieBTUIECKH
npuemseMoii coiu u 11) aeaapumepa dopmyst (1), (II), (1), (IV) wnu (V) wnm ero
(dapmManeBTHUECKU TPUEMJIEMOU COJIH.

B onHOM BapHuaHTe OCYIIECTBJIEHUS PACKPBIT CIIOCOO JIEUEHHs pakKa,
IpeyCMaTPUBAKOLINN BBEICHUE HY KAAIOLIEMYCsl B 5TOM CYOBEKTY 3 (PEKTHBHOTO KOJIHMYECTBA
nernpumepa dopmysl (1), (II), (IID), (IV) wnu (V) mnu ero papMaleBTHUECKH TPUEMIIEMON
coJi B KOMOUHAIWH € 3()(HEKTUBHBIM KOJIMYECTBOM aKaIadpyTHHUOA UK €ro
(apManeBTHUYECKH MpHEMJIEMOi coyii. B 0lTHOM BapuaHTe OCYIIECTBICHHS PACKPBIT CIIOCO0
JedeHust TMM(OMBI, MPenyCMaTPUBAIOLINIA BBEACHHE HYKIAIOIIEMYCSI B ’TOM CyOBEKTY
s¢dexTuBHOrO KONMuecTa neHapumepa Gopmyist (1), (ID), (III), (IV) unu (V) nnm ero
(hapManeBTHYECKU IPUEMJIEMON COJTU B KOMOMHALNH C 3(PPEeKTUBHBIM KOJIMUECTBOM
akanabpytunubda uimm ero (hapMareBTUIECKH MPUEMIIEMON coyii. B omHOM BapuaHTe
OCYILECTBIIEHHSI PACKPBIT CIIOCO0 JIeUEHUST HEXOKKHHCKOH TUM(OMBI, TIPeIyCMaTPHBAOLITHIA
BBEICHHE HYKIAIOIIEMYCs B 3TOM CYOBEKTY 3P (PEKTUBHOIO KOIUUECTBA AeHApHMepa (HOPMYJIbI
(D, (D), (1D), (IV) nmm (V) mwnu ero papmaneBTHUECKH TPUEMIIEMON COTH B KOMOWHAIIMH C
3¢ PeKTUBHBIM KOJTHMUECTBOM akanadpyTHHIOA WK ero papMaleBTUYeCKy mpueMiieMoi comu. B
OITHOM BapUaHTE OCYLIECTBICHHs packpbIT criocod seuennst DLBCL, npexycMaTpuBaromuii
BBEJIEHUE HYKJAIOIEMYCsI B 3TOM CyOBbeKTy 3(P(PEeKTUBHOTO KOJIMYECTBA NeHApUMeEpa GopMyITbl

(D, (1), (1I), (IV) nmm (V) unu ero papMaLeBTHUECKN PUEMIIEMON COIM B KOMOUHAIINU C
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3¢ PexTUBHBIM KOJTMUECTBOM akaiadpyTHHIOA WK ero papMaleBTUIeCKy mpuemiieMol conu. B
OJTHOM BapUaHTE OCYLIECTBJICHHs pacKkphIT criocod neuenuss DLBCL u3 aktuBupoBaHHBIX B-
kietok (ABC-DLBCL), npenycmaTpuBaroiuii BB€I€HNE HYKIAOIEMYCSl B 3TOM CyOBEKTY
s¢dexTuBHOrO Koamyectsa aeHapumepa dpopmysl (1), (1), (IIT), (IV) wnu (V) unu ero
(bapmaneBTHUECKH IPUEMIIEMOH COM B KOMOUHAINY € 3(p(HEeKTUBHBIM KOJMYECTBOM
akanabpyTuHuOa Ui ero (hapMareBTHIECKH MPUEMIIEMOM coyii. B omHOM BapuaHTe
ocyuiecTBiieHUs: packphIT crocod nedenus BTK -uyBcTBuTensHoi 1 BTK-HeuyBCTBUTENBHOMN
DLBCL, nmpenycmaTpuBarOIuii BBEASHUE HYKIAIOMEMYCS B 3TOM CyOBbeKTy 3¢ (HeKTHBHOTO
konmaecta neHapumepa Gopmyis (1), (ID), (1), (IV) umu (V) unm ero papmaneBTudecku
NPUEMIIEMOH COJIH B KOMOUHAIHH € 3()(PEKTUBHBIM KOJIMYECTBOM aKaJadpyTHHUOA WU €T0
(bapmMareBTHUECKH TPHEMIIEMOH coyli. B HEKOTOPBIX BapHaHTaX OCYILIECTBICHUS PACKPBIT
cnioco0 neuenust OCI-LY 10 DLBCL, nmpenycMaTpUBarOLINil BBEACHUE HYKIAIOIIEMYCSI B 3TOM
cyobekTy 3¢ dexTuBHOro konmvectsa neHapumepa popmyis (1), (ID), (1), (IV) umu (V) nnn
ero (papMaleBTUYECKH PUEMJIEMOI COJTU B KOMOMHALINY ¢ 3 (PEKTHBHBIM KOJTHYECTBOM
akanmabpytuHuOa uiu ero hapMareBTUIECKH MpUeMIIeMoi cou. B omHOM BapuaHTe
OCYIIECTBIIEHHSI PacKphIT criocold neuenuss MCL, npexycmarpuBaromuii BBeieHHE
HY>KAIOLIEMYCsl B 3TOM CyOBbeKTy 3¢ dekTuBHOro Konudectsa neHnpumepa Gopmyasr (1), (1),
(I1D), (IV) mnu (V) unu ero ¢papMarieBTHUECKU IPUEMIIEMOI COJIM B KOMOMHALIUY C

3¢ PexTUBHBIM KOJTHMUECTBOM akaiadpyTHHIOA WK ero ¢papMaleBTUYECKU IpueMiieMoii conu. B
OZTHOM BapHaHTE OCYILECTBJICHHS PACKPBIT CIIOCO0 JieueHHs JeHK03a, IpenyCMaTPUBAOIIUN
BBEJIEHHE HYKIAIOLIEMYCsl B 3TOM CYOBEeKTY 3 (eKTHBHOTO KOJMUYECTBA JeHApruMepa (GOpMy bl
(D, (ID), (I1I), (IV) nmm (V) unu ero papMaLeBTHUECKH TPUEMIIEMON COTH B KOMOWHAIIMU C

3¢ pexTUBHBIM KOJTHMUECTBOM akanadpyTHHUOA WK ero (papMaleBTUYECKH pueMiieMol coyu. B
OJTHOM BapUaHTE OCYLIECTBJIEHHs pacKpbIT criocod neuenus CLL, mpemycmaTpuBaromuii
BBEJICHHE HYKIAIOIIEMYCs B 3TOM CyOBEKTY 3P PEKTUBHOTO KOJMYECTBA AeHApHMEPa (OPMYJIbI
(D, (ID), (I1L), (IV) nmm (V) mnu ero papMaLeBTHUECKN TPUEMIIEMON COJIM B KOMOWHAIMH C

3¢ (PeKTUBHBIM KOJTMUECTBOM akanadpyTHHIOA WK ero papMaleBTUYeCKy pueMjieMoi cou. B
OJTHOM BapUaHTE OCYIIECTBIIEHUS pacKphIT criocod sedennss AML, npenycMaTpuBaroLuii
BBEJICHUE HYKJAIOMIEMYCsI B 3TOM CyOBeKTy 3()PeKTHBHOTO KOIMYeCTBA AeHApuMeEpa (OPMYITbI
(D, (D), (1I), (IV) nmm (V) wnu ero ¢papMaLeBTHUECKH IPUEMIIEMOH COM B KOMOWHAINHN C

3¢ PeKTUBHBIM KOJTHMUECTBOM aKkaadpyTHHHOA WK ero (papMalleBTUYeCKU pHeMIIeMoi conu. B
OJTHOM BapUaHTE OCYIIECTBJIEHUs packpbIT AeHapumep dopmyisl (1), (II), (I1D), (IV) wnu (V)
WY ero (papMaLeBTHUECKU IpueMIieMast CoJIb ATl JISUeHUsI paka y cyObeKkTa, I/ie YKa3aHHOe

JICHCHUE NIPEAYCMATPUBACT OTACIIBHOC, ITOCIICAOBATCIbHOC NI OAHOBPEMECHHOEC BBCACHUC
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yKazaHHOMY cyOBekTy: 1) nerapumepa dopmyast (1), (II), (I1D), (IV) wnu (V) unu ero
bapmareBTHUECKH TPUEMIIEMOH conu 1 11) akanabpytunuda. B onnom BapuanTe
ocyIecTBIeHus packpbIT aeHapumep dpopmyast (1), (II), (IID), (IV) nnu (V) unu ero
(apmaneBTHUECKH TIPUEMIIEMAst COJIb JUIsl JICYEHHs HEX OJUKKUHCKON TMM(OMBI y CyObekTa, rae
yKa3aHHOE JIeYeHHUE MpelyCMaTPUBAET OTAEIbHOE, MOCIIeI0BATEIbHOE TN OTHOBPEMEHHOE
BBEICHUE YKa3aHHOMY cyObekTy: 1) nennpumepa GopmyJsi (1), (I1), (1), (IV) wmm (V) unu ero
(apmMareBTHYECKH TPHEMJIEMOH conu | 1) akanabpytunuda. B onHoM BapuanTe
ocyiecTBieHust packpbiT aeHapumep dpopmyast (1), (I1), (IID), (IV) wnum (V) wnu ero
dapmaneBTruecky npuemiemas coib i Jederns DLBCL y cyObekTa, rie ykasaHHOe JIeUeHHe
NpeAyCMaTPUBAET OTAEIbHOE, MOCIEAOBATEIbHOE WIIM OJJHOBPEMEHHOE BBEICHNE YKA3aHHOMY
cyobekty: 1) nenapumepa popmyisl (1), (I), (IID), (IV) umu (V) unm ero gpapmManeBTUIECKH
NPUEMIIEMOH COJIH U 11) akanadpyTuHnOa. B oqHOM BapuaHTe OCYIIECTBIEHUS] PACKPBIT
neanpumep dopmyast (1), (IT), (II), (IV) unu (V) nnm ero papmaneBTHUECKH IpUeMiIeMasi CoJb
nis nedennss DLBCL u3 aktuBupoBanHbix B-knerok (ABC-DLBCL) y cyObekra, rae
yKa3aHHOE JIeYeHUE MPeyCMaTPUBAET OTAEIbHOE, OCIE0BATEIbHOE UITH OTHOBPEMEHHOE
BBEICHNE YKa3aHHOMY CyOBekTy: 1) nerapumepa ¢popmyast (1), (ID), (III), (IV) umm (V) wnu ero
(bapmarieBTHIECKH TPUEMIIEMOH conu | 11) akanabpytunuda. B onnom BapuanTe
ocyecTBIeHust packpbIT aeHapumep dpopmyast (1), (II), (IID), (IV) nnu (V) unu ero
dapmauesTruecku nmpuemsiemasi coib s ederns BTK-uyscrsurensnoit u BTK-
HeuyBcTBUTENbHOH DLBCL y cyOBbekTa, rae yka3aHHOe JIe4eHHe IPeyCMaTPHBAET OTAENbHOE,
HIOCJIEIOBATENIbHOE MM OJJHOBPEMEHHOE BBENIEHHE YKa3aHHOMY CYOBEKTy: 1) IeHapumMepa
dbopmyusl (1), (I1), (II1), (IV) umu (V) unu ero papmanieBTUYECKH MPUEMIIEMON COJTH | i1)
akanabpyTuHuba. B ogHOM BapuaHTe ocymecTBieHus packpbiT aerapumep dopmyast (1), (1D),
(IIT), (IV) wnu (V) unm ero hapmaneBTudecku npuemnemas coib mis jgedenuss OCI-LY 10
DLBCL y cyObekra, rae ykasaHHOE JIeUeHHe MTPeayCMaTPUBAET OTEIbHOE, TIOCIIEIOBATENIbHOE
WM OJJHOBPEMEHHOE BBEACHUE YKa3aHHOMY CyObekTy: 1) nernpumepa ¢popmydsi (1), (1), (I1D),
(IV) wnu (V) unm ero ¢apmarieBTHUECKH MPUEMIIEMOH cor U 11) akanadpyTuauda. B omqHoM
BapHUaHTE OCYINECTBJIEHUs packpbIT AeHapumep ¢popmysl (1), (1), (1), (IV) nmm (V) wnu ero
dapmaneBTHuecKn npueMiemas coib i JeueHnst MCL y cyObekTa, rine ykasaHHOe JIeUeHHe
NpeAyCMaTPUBAET OTAEIbHOE, MOCIEAOBATEIbHOE WIIN OJHOBPEMEHHOE BBEICHNE YKA3aHHOMY
cyonexty: 1) nerapumepa ¢opmydsl (I), (II), (1), (IV) wim (V) unu ero papManeBTHIECKH
IpUEMIJIEMOH COJIH U 11) akanaOpyTuHHOa. B 0fHOM BapuaHTe OCYINECTBIEHUS] PACKPBIT
nernpumep ¢popmyast (1), (IT), (III), (IV) nnu (V) unu ero papmaneBTHUECKU IpUeMIIeMast COJIb

JUTSL JISUeHHUs JIeHKO03a Yy CY6"beKTa, rac yKa3aHHO€ JICHCHUEC MTPEAYCMATPUBACT OTACIBbHOEC,
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NOCJIEIOBATENbHOE WIIM OJJHOBPEMEHHOE BBEIICHNE YKa3aHHOMY CYOBEKTY: 1) IeHApHMepa
dbopmyust (1), (ID), (IID), (IV) umu (V) wnu ero gpapmaneBTUYECKH IPUEMIIEMON COJTH | 11)
akanabpytuHuba. B onHOM BapuaHTe ocyuiecTBieHus packpbIT aenapumep dopmysi (1), (1I),
(IID), (IV) unu (V) unu ero papMaleBTHUECKH nipruemiiemast coiib 1uist JeueHust CLL y cyObekra,
7l YKa3aHHOE JIeYeHHe MPeyCMaTPHUBAET OTAEIbHOE, MTOCEeI0BATEIbHOE N OHOBPEMEHHOE
BBEICHUE YKa3aHHOMY cyObekTy: 1) nennpumepa GopmyJsi (1), (I1), (1), (IV) wmm (V) unu ero
(apmManeBTHYECKH MPHEMJIEMOH CONU U 11) akanabpytuHuba. B onHOM BapuaHTe
ocyiecTBieHust packpbiT aeHapumep dpopmyast (1), (I1), (IID), (IV) wnum (V) wnu ero
(apmManeBTHUECKH MpreMiIeMas CoJib Ut JeueHnst AML y cyObekTa, rie yKka3aHHOe JISYeHHe
NPeAyCMaTPUBAET OTAEIBHOE, TOCIEA0BATEIbHOE TN ONHOBPEMEHHOE BBEICHNUE YKA3aHHOMY
cyobekty: 1) nenapumepa popmyisl (1), (I), (IID), (IV) umu (V) unm ero gpapmManeBTUIECKH
NPUEMIIEMOH COJIH U 11) akanadpyTuHnOa. B oqHOM BapuaHTe OCYIIECTBIEHUS] PACKPBIT
aKanaOpyTUHUO 1JIsl IEYSHUS paka y CyObeKTa, rIe yKa3aHHOE JICUeHUE MPeyCMaTPUBAET
OTZAENIbHOE, MOCIIEIOBATENbHOE HITH OAHOBPEMEHHOE BBEIEHHE YKAa3aHHOMY CYOBEKTY: 1)
akanabpytunuba u i1) geaapumepa dopmysl (I), (II), (IID), (IV) wnu (V) unm ero
(bapmaneBTHUECKH TPHEMIIEMOH coni. B 0IHOM BapHaHTe OCYIIECTBICHUS PACKPBIT
akanadbpytunub ans nedenuss DLBCL y cyObexTa, rie ykazaHHOe JIedeHHe IPeayCMaTpHBaeT
OTZAENIbHOE, MOCNIEI0BATENbHOE I OHOBPEMEHHOE BBEJIEHHE YKa3aHHOMY CYOBEKTY: 1)
akanabpytunuba u 11) neapumepa popmyisl (I), (II), (II1), (IV) unu (V) unu ero
(apmaneBTHUECKH IPHUEMIIEMOH coi. B 0THOM BapHaHTe OCYLIECTBICHUS PACKPBIT
akanabpytunud s nedenuss DLBCL u3 aktuBupoBanubix B-knerok (ABC-DLBCL) y
cyObeKTa, Ir/ie YKa3aHHOE JISUeHUE MPEeayCMaTPUBAET OTAEIbHOE, OCIEOBATEIbHOE WITH
OJTHOBPEMEHHOE BBEJICHHE YKa3aHHOMY CYOBeKTy: 1) akanabpyTuHuda u ii) AeHapumMepa
dopmyast (1), (IT), (I1D), (IV) unu (V) wu ero ¢papmaneBTHYECKH pUeMIIeMOl conu. B ogHoM
BapHaHTE OCYIIECTBIIEHUS PACKPBIT akanadbpyTrHuO aiist jeueHus BTK-dyBcTBUTEIBHON 1
BTK-ueuyscTBuTenpHoOl DLBCL y cyObekra, re ykasaHHOe JieueHHe MpeayCcMaTpUBaeT
OTAENIbHOE, MOCIIEIOBATEIbHOE HITH OTHOBPEMEHHOE BBEIEHHIE YKa3aHHOMY CYOBEKTY: 1)
akanabpytunuba u ii) geaapumepa dopmysl (I), (II), (I111), (IV) wnu (V) unm ero
(apmManeBTHUECKH MPHEMIIEMOH conti. B 0THOM BapHaHTe OCYIIECTBICHUS PACKPBIT
akanadbpytunaud s nederns OCI-LY 10 DLBCL y cyObekra, rae yka3aHHOE JIedeHHe
NpeayCMaTPUBAET OTAEIbHOE, MOCIEAOBATENIbHOE WIIN OJHOBPEMEHHOE BBEICHNE YKA3aHHOMY
cyObekTy: 1) akanabpyrunuba u i1) neaapumepa popmynsi (1), (ID), (II1), (IV) wmu (V) unm ero
dapmarieBTHUECKH NTpHEMIIEMOI conu. B omHOM BapraHTe OCYIIeCTBISHHS PACKPBIT

axanaOpyTunuo nis nedenuss MCL y cyObekTa, riie yka3saHHOE JieueHHe IpelyCMaTpuBaeT
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OTZAENIbHOE, ITOCNIEI0BATENbHOE HIIH OTHOBPEMEHHOE BBEJIEHHE YKa3aHHOMY CYOBEKTY: 1)
akanabpytunuba u 11) geaapumepa dopmyusl (I), (II), (III), (IV) nnu (V) unu ero
(bapmarieBTHUECKH TPHEMIIEMOH conu. B 01HOM BapHaHTe OCYIIECTBIEHUS PACKPBIT
axanaOpyTHHUO ISt JIeUeHUs JIeHKo3a y CyObekTa, I7ie yKa3aHHOE JIeYeHHe TPelyCMaTPHBAET
OTAEJBbHOE, TOCIEeIOBATEIbHOE NIH OTHOBPEMEHHOE BBEICHHE YKa3aHHOMY CYOBEKTY: 1)
akanabpytunuba u ii) nenapumepa dopmysl (I), (II), (IID), (IV) wnu (V) unu ero
(bapManeBTHUYECKH MPHEMJIEMOH coyii. B 0THOM BapHaHTe OCYIIEeCTBICHUS PACKPHIT
akanadbpyTuHub s neyenuss CLL y cyObekTa, rae yKa3aHHOE JISYeHUe MPeyCMaTPUBAET
OTAEJNIbHOE, MOCJIEA0BATENIbHOE HITH OTHOBPEMEHHOE BBEIEHUE YKA3aHHOMY CYOBEKTY: 1)
akanabpytunuba u ii) nenapumepa dopmysl (I), (II), (IID), (IV) wnu (V) unm ero
(apmManeBTHUECKH TPHEMIIEMOH costi. B 0THOM BapHaHTe OCYIIECTBICHUS PACKPBIT
akanadbpyTuHub mis neuenuss AML y cyObekTa, rae yKka3aHHOE JIeUeHUe MPeayCMaTPpHUBAET
OTAENIbHOE, MOCIIEIOBATENbHOE HITH OTHOBPEMEHHOE BBEIEHHIE YKa3aHHOMY CYOBEKTY: 1)
akanadbpytunuba u i1) geaapumepa dopmysl (I), (II), (I1D), (IV) wnu (V) unm ero
(hapMaleBTHUECKU TPHEMJIEMOU COJIH.

B onHOM BapmaHTe OCYIIECTBIEHUSI PACKPBIT CIIOCO0 JIEUEHHs paka,
NpeAyCMaTPUBAIOINUI BBEIEHHE HYKAAIOLIEMYCSI B 3TOM CYObeKTY 3(h(HhEeKTUBHOTO KOJIUYIECTBA
nenapumepa dopmysl (1), (I1), (IID), (IV) unu (V) mnu ero ¢papmaeBTUUECKU TPUEMIIEMON
coJ B KoMOMHAIMHU ¢ 3()p(HEeKTUBHBIM KOJINYECTBOM PUTYKCHMaba Uil ero papMalieBTUIeCKH
npueMJIeMOi coi. B 0MHOM BapuaHTe OCYIIEeCTBIEHHS PACKPBIT CIIOCO0 JIeYeHUs! TMM(pOMBI,
IpeyCMaTPUBAKOLINN BBEICHHE HYKAAIOIIEMYCsl B 9TOM CyOBeKTY 3((PEKTUBHOIO KOJMYECTBA
nenapumepa dpopmysl (1), (I1), (1), (TV) unu (V) wnu ero papmManeBTHYECKH MPUEMIIEMO
coJi B KOMOUHAIMHU € 3()(HEKTUBHBIM KOJIMYECTBOM PUTYKCHMada Witk ero (papManeBTHYeCKH
NPUEMJIEMOH COJTH. B OTHOM BapuaHTe OCYIIECTBIIEHHUS] PACKPBIT CIIOCOO JIEYeHUs
HEXOJKKUHCKOH JIMM(OMBIL, IPEAYCMATPUBAIOIINN BBEICHHE HYKIAAOIIEMYCSI B 3TOM CYOBEKTY
s¢pexruBHOro kommuectsa neHnpumepa (1), (1D, (1), (IV) unu (V) nnu ero papmaneBTudecku
NPUEMJIEMOM COJIH B KOMOMHAINH € 3()(PEKTUBHBIM KOJIUYECTBOM PUTYKCHMAa0a UITH €ro
bapmareBTHUECKH TpHEMIIEMOI cosi. B omHOM BapuaHTe OCYLIECTBICHHS PACKPBIT CIIOCO0
neuernss DLBCL, npenycMaTpuBaroLinii BBEICHUE HYKIAIOIIEMYCSI B 3TOM CYOBEKTY
s¢pexTuBHOrO KONmuecTa neHapumepa Gopmyisl (1), (1), (1), (IV) unu (V) nnm ero
(hapManeBTHUECKU IPUEMJIEMON COJIM B KOMOMHALNH C 3(PPEeKTUBHBIM KOJIMUECTBOM
putykcuMabda uiam ero gpapmMareBTHIeCKH MpueMiIeMoi coin. B onHoM BapuanTe
ocymiecTBiieHuUs1 pacKphIT criocod nedenuss DLBCL u3 akTuBupoBaHHBIX B-KiieTok

repmuHaibHoro nenrpa (GCB-DLBCL), npenycMaTpuBarouii BBEACHNUE HYKIAIOIEMYCs B
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3TOM cyOBeKkTy 3¢ exkTuBHOro kKonudecrsa neHapumepa Gopmyisl (1), (ID), (1), (IV) umm (V)
win ero ¢papMareBTHUECKH MTPUEMIIEMON COJIM B KOMOMHAINHU € 3PP EKTUBHBIM KOJUIECTBOM
putykcumabda uiam ero gpapMareBTHUIeCcKH pueMieMoit conu. B onHom BapuanTe
OCYLIECTBJICHHSI PACKPBIT CIIOCOO JIEUEHUsI JIeHKO03a, PeyCMaTPHBAIOLIHI BBEIEHHE
HY’KIAIOLEeMycsl B 5TOM CyOBeKTy 3¢ deKTHBHOro Konndectsa aeHapumepa Gopmyst (1), (1),
(I1D), (IV) unu (V) unu ero papMaleBTHYECKU MPUEMJIEMOI COJIM B KOMOMHALIUY C

3¢ (eKTUBHBIM KOJIMYECTBOM PUTYKCHMa0a UM ero papManeBTUIecKu mpueMieMoit comu. B
OJTHOM BapUaHTE OCYLIECTBJICHHsI PacKphIT criocod neuenus: CLL, npenycMaTpuBaromii
BBEICHHE HYKIAIOIIEMYCsl B 3TOM CYOBEKTY 3P (PEKTUBHOIO KOIUYECTBA AeHAprMepa (OPMYJIbI
(D, (I, (I1I), (IV) nmm (V) mnu ero papMaLeBTHUECKN TPUEMIIEMON COM B KOMOWHAIMH C

3¢ (eKTUBHBIM KOJIMYECTBOM PUTYKCHMada Wi ero (papmManeBTH4IecKu mpueMieMoi coim. B
OITHOM BapUaHTE OCYIIECTBIICHUS pacKkpbIT criocod neyenuss AML, nmpenycMaTpuBarommii
BBEICHNE HYKIAIOIIEMYCsl B 3TOM CYOBEKTY 3P (PEKTUBHOIO KOIUYECTBA AeHApHMepa (HOPMYJIbI
(D, (D), (1D), (IV) nmm (V) wnu ero ¢papMaLeBTHUECKH PUEMIIEMOH COM B KOMOWHAINHU C

3¢ (PeKTUBHBIM KOJTHMUECTBOM PUTYKCHMAa0a WK €ro (hapMaleBTHYECKH TPHEMIIEMOU COJTH.

B ogHoM Bapuante ocymiectsiieHus: packpbit nenapumep Gopmyst (1), (1), (IID), (IV) wnu (V)
WY ero (papMaLeBTHUECKU IpueMiieMast CoJIb sl JISUeHUsI paka y cyObekTa, I/ie yKa3aHHOe
JieUeHNe NMPeayCMaTPUBAET OTAENbHOE, OCIEA0BATEIbHOE WIN OJJHOBPEMEHHOE BBE/ICHUE
yKa3aHHOMY cyOBbekTy: 1) nenapumepa dopmydst (I), (ID), (III), (IV) nmu (V) wmu ero
(apMaeBTHYECKH MPUEMJIEMOI CoNu | 11) putykcuMada. B ogHOM BapuaHTe OCYyLIeCTBICHHUS
packpsoit genapumep Gopmysl (1), (II), (IID), (IV) wnu (V) wnu ero papManeBTHYECKH
npuemMIeMasi COJIb ISl JIEYeHUs IMM(POMBI y CyOBEeKTa, IIe YKa3aHHOE JICYCHHE
NpeayCMaTPUBAET OTAEIbHOE, MOCIEAOBATEIbHOE WM OJHOBPEMEHHOE BBEICHHUE YKA3aHHOMY
cyonekty: 1) neaapumepa popmyisl (1), (ID), (1), (IV) wmu (V) unm ero ¢papmarneBTHIECKH
IPUEMJIEMOM COJH U 11) puTykcuMaba. B omHOM BapuaHTe OCYIIECTBIEHUS] PACKPBIT ASHIPUMED
dopmyast (1), (IT), (I1D), (IV) wmm (V) wnn ero dpapMaleBTHYECKH MPUEMIIEMasi COJb IS JICUSHUS
HEXOJKKUHCKOH JIUM(POMBI y CyOBEeKTa, IIe YKa3aHHOE JICUSHHE MPEAyCMaTPUBAET OTAEIBHOE,
TIOCJIEIOBATEIPHOE HJIM OTHOBPEMEHHOE BBEICHHE YKa3aHHOMY CYOBEKTY: 1) AeHIpuMepa
dopmyast (1), (IT), (I1D), (IV) wmm (V) wnm ero dpapmaleBTHYECKH IPUEMIIEMOI COJU | 11)
purykcumaba. B ogHOM BapmaHTte ocyinectsiieHus: packpbIT nenapumep Gopmyisr (1), (II), (I1D),
(IV) umu (V) unu ero ¢apmanesrudecku npuemiemast conb 1 neuenust DLBCL y cyObekra,

A€ YKa3aHHOEC JICHCHHUE MIPEAYCMATPUBACT OTACIIBbHOC, MMOCICAOBATCIIBHOC UM OAHOBPEMCHHOC
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BBEICHHE YKa3aHHOMY CyOBekTy: 1) nerapumepa ¢popmyast (1), (ID), (III), (IV) nmm (V) unu ero
(apmaneBTHUECKH IPUEMJIEMON COJIH U 11) puTykcumaba. B ogHOM BapuaHTe OCyIIeCTBICHUS
packpsiT nenapumep Gopmysi (1), (II), (II1), (IV) unu (V) unu ero papmareBTUIeCKH
npuemsieMasi conb ais nedenuss DLBCL u3 B-knerok repmunanssoro nentpa (GCB-DLBCL) y
cyOBeKTa, rae ykazaHHOe JIeUeHHE PEeAyCMaTPUBAET OTAEIbHOE, TIOCIEI0BATENbHOE UITH
OJTHOBPEMEHHOE BBEICHUE YKa3aHHOMY cyOBekTy: 1) nennpumepa hopmydsi (1), (I1), (III), (IV)
i (V) wu ero papMaieBTHYECKH MPUEMIIEMOH cou | 11) putykcumaba. B oqHOM BapuaHTe
ocyiecTBieHust packpbiT aeHapumep dpopmyast (1), (I1), (IID), (IV) wnum (V) wnu ero
(apMareBTHUECKH NpHEeMJIeMasi COJIb JUTS JICUSHHs JIEHK03a Y CyObeKTa, Tie YKa3aHHOE JICUeHUe
NpeAyCMaTPUBAET OTAEIBHOE, TTOCIEA0BATEIbHOE TN ONHOBPEMEHHOE BBEICHHE YKA3aHHOMY
cyobekty: 1) nenapumepa popmyisl (1), (I), (IID), (IV) umu (V) unm ero gpapmManeBTUIECKH
NPUEMJIEMOH COJIH U 11) pUTyKCHMaba. B 0HOM BapHaHTe OCYIIECTBICHHUS PACKPBIT JEHAPHMED
dopmyast (1), (IT), (I1D), (IV) mmm (V) wu ero dpapMaleBTHUECKH IPHEMIIEMast COJIb IS JICUSHHSI
CLL y cyObekTa, rae yKka3aHHOe JIeUeHHE TIPEAyCMaTPUBAET OTACIbHOE, TOCIEI0BATEIbHOE HITH
OJTHOBPEMEHHOE BBEACHHE YKa3aHHOMY cyOBekTy: 1) neHnpumepa popmydsr (1), (II), (III), (IV)
i (V) unu ero gpapMareBTHUECKH MPUEMIIEMOH cosu | 11) putykcumaba. B omqHOM BapuaHTe
ocyecTBiIeHust packpbIT aeHapumep dopmyast (1), (II), (I1D), (IV) wnum (V) unu ero
bapmarieBTHUECKH ITpHeMIIieMas coiib i JeueHnst AML y cyObekTa, riae yka3aHHOe JIedeHne
IpeayCcMaTpPUBAET OTAEIbHOE, IOCIEA0BATENIbHOE TN OAHOBPEMEHHOE BBEIEHNE YKA3aHHOMY
cyowexry: 1) nennpumepa popmyinsi (1), (II), (II1), (IV) wnn (V) nnnm ero papmaneBTHIECKH
IpUeMJIEMOH CoNu | i1) putykcumada. B omHOM BapuaHTe OCYIIEeCTBIEHHS PACKPBIT
puTyKCHMa0 JUIs JISUeHHsI paka y cyObeKTa, Ile YKa3aHHOe JIeueHHe MpeayCcMaTpuBaeT
OTZAEJNIbHOE, MOCIEA0BATENIHOE HITH OTHOBPEMEHHOE BBEIEHUE YKA3aHHOMY CYOBEKTY: 1)
putykcumaba u i1) neranpumepa ¢popmyasr (1), (1), (1), (IV) umm (V). B ogHOM BapuanTe
OCYIIECTBIIEHHSI PACKPBIT PUTYKCHMAO 1ist jTedeHUst TUM(POMBI y CYObEKTa, T YKa3aHHOE
JICYSHHE NPEAYCMATPHUBAET OTAENIBbHOE, TOCIEA0BATEIbHOE WM OJHOBPEMEHHOE BBEICHUE
yKa3aHHOMY CyOBEKTY: 1) purykcumada u ii) neanpumepa popmysl (1), (I1), (III), (IV) umm (V).
B onHOM BapHuaHTe OCYIIECTBICHHUS PACKPBIT pUTYKCUMAO AJIS JIEUEHUST HEXOKKUHCKOM
muMdomel y cyObekTa, i€ YKa3aHHOE JISUeHUE MPeNyCMaTPUBAET OTIEIBHOE,
NIOCJIEIOBATENIbHOE WIIH OJJHOBPEMEHHOE BBEACHNE YKA3aHHOMY CYOBEKTY: 1) puTyKcumada  i1)
nenapumepa dpopmysl (1), (1), (IID), (IV) unu (V). B ogHOM BapuaHTe OCYIIECTBICHUS PACKPBIT
purykcumab i neuennst DLBCL y cyObekTa, rae ykazaHHOE JIeUeHUe MPeyCMaTPUBAET
OTZAENIbHOE, MOCIIEI0BATENbHOE HIIH OHOBPEMEHHOE BBEJIEHHE YKa3aHHOMY CYOBEKTY: 1)

purykcumaba u i1) neanpumepa ¢popmyael (1), (II), (1), (IV) umm (V). B onHOM Bapuanre
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OCYIIEeCTBJIEHUs pacKphIT purykcumad muist tedernss DLBCL u3 B-kneTok repMuHaIbHOTO
uentpa (GBC-DLBCL) y cyObekTa, rae ykasaHHOE JIeUeHHe MPeayCcMaTprUBaeT OTAEIbHOE,
NIOCJIEIOBATENIbHOE WIIM OJJHOBPEMEHHOE BBEICHNE YKa3aHHOMY CYOBEKTY: 1) puTykcumada u ii)
nerapumepa dpopmysl (1), (II), (IID), (IV) unu (V). B onHOM BapraHTe OCYIIECTBICHHS PACKPHIT
pUTYKCUMa0 ISl JIeUeHUs JIeHKo3a y CyObeKTa, I7ie YKa3aHHOE JIeUeHHe IpelyCMaTPUBAET
OTZENIbHOE, MOCNIEI0BATEeIbHOE HITH OTHOBPEMEHHOE BBEICHHE YKa3aHHOMY CYOBEKTY: 1)
purykcumaba u i1) neanpumepa ¢popmyasr (1), (1), (III), (IV) unu (V). B ogHOM BapuanTe
OCYIECTBIIEHHsI PacKpbIT putykcumad st gedeHus CLL y cyObekTa, e yKa3aHHOE JICUeHHe
NpeAyCMaTPUBAET OTAEIbHOE, MOCIEAOBATEIbHOE WM OJHOBPEMEHHOE BBEICHUE YKA3aHHOMY
cyObekTy: 1) putykcumada u ii) geaapumepa dopmyst (1), (II), (IID), (IV) wm (V). B ongroM
BapHUAHTE OCYINECTBJICHUS PACKPBIT PUTYKCUMA0 1i1st ieueHnst AML y cyOBpexTa, riie yKa3aHHOe
JICYSHHE MPEAYCMATPHUBAET OTAEIBHOE, MTOCIIEN0BATEIbHOE HITH OJHOBPEMEHHOE BBEICHHE
yKa3aHHOMY CyOBeKTY: 1) puTtykcumada u i1) neanpumepa popmyst (1), (I1), (III), (IV) wmu (V).
B onHOM BapmaHTe OCYIIECTBICHUS PACKPBITHI CIIOCOOBI JICUEHUS PaKa,
NpeayCMaTPUBAIOINNE BBEICHUE HYKAAIOMEMYCS B 3TOM CYOBEeKTY 3 (PEeKTHBHOTO KOJIHYECTBA
nenapumepa dopmysl (1), (1), (IID), (IV) umu (V) wnu ero ¢papmMaeBTHUECKUA TPHEMIIEMON
cou B KoMOUHAIMHU ¢ 3()(HEeKTUBHBIM KOJINYECTBOM reputuHnOa i ero papMareBTHIECKH
IpUeMIIEMOH COTH. B 0THOM BapuaHTe OCYIECTBIIEHHUS PACKPBITHI CIIOCOOBI JIEUEHHS CONUAHBIX
OIyXOJIeH, MpeayCMaTPUBAIOIIHE BBEIEHHE HYKAAIOIEMYCSl B 3TOM CyOBeKTY 3(h(heKTUBHOTO
xonmuectsa nerapumepa Gopmysi (1), (1I), (II1), (IV) nnu (V) unm ero dpapmManeBTHUECKH
IpUEeMJIEMOH Con B KOMOMHAINH ¢ 3 (HeKTHBHBIM KOJIIMUECTBOM re(pUTHHNOA HITH €ro
(bapmMaeBTHUECKH pHEeMJIEMOi coyii. B 0HOM BapuaHTe OCYLIECTBICHHS PACKPBIT CIIOCO0
aeuernss NSCLC, npenycmaTpuBarOLInil BBEACHUE HYKIAIOLIEMYCsl B 5TOM CYOBEKTY
s¢dextuBHOrO KONMuecTa neHnpumepa Gopmyst (1), (ID), (1), (IV) unu (V) nnm ero
(hapMaleBTHYECKU IPUEMJIEMON COJIU B KOMOMHALNH C 3(PPeKTUBHBIM KOJHMUECTBOM
reurrHuOa WK ero papManeBTUYeCKH mpueMiIeMoi coiu. B omHOM BapHaHTe OCYIIeCTBICHUS
packpsIT ciocod euenus NSCLC, nonoskurenpHoro mo mytannu B EGFR,
NPeAyCMaTPUBAIOINUI BBEIEHHE HYKAAOLIEMYCSI B 3TOM CYOBEKTY 3(h(heKTUBHOTO KOJINYIECTBA
nenapumepa dpopmysl (1), (1), (IID), (IV) umu (V) wnu ero ¢papmMaieBTHUECKU TPHEMIIEMON
cou B KoMOMHAIMH ¢ 3()(HEKTUBHBIM KOJIUYECTBOM reputnHNOa Min ero (hapMaleBTHIECKH
pUEMIIEMOH COH. B 0OTHOM BapuaHTe OCYIECTBIIEHHUS] PACKPBIT CIIOCOO JIEYEHUS
HEMEJIKOKJIETOYHOTO paka JIETKoro, nojioxurensHoro no myrauuu B EGFR, npu stom onyxonu
XapaKTEPU3YIOTCSA ASIELUAMU B 3K30HE 19 min MyTanusmu 1o TUIY 3aMEHBI B 5K30HE 21

(L858R), npenycmarpuBaromuii BBEIEHHE HYKAAIOWEMYCSI B 3TOM CYOBeKTY 3(h(hekTUBHOTO
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konuaectsa geHapumepa Gopmyaer (1), (1), (1), (IV) nmm (V) unu ero papmauesrudecku
pUEMJIEMOH COJIM B KOMOMHAIMH € () (PEeKTUBHBIM KONMUYECTBOM reputuHnOa Miu ero
bapmarieBTHUECKH NTpHEeMIIEMOi conu. B onHOM BapuaHTe OCYyLIeCTBIEHHS PACKPBIT IEHAPUMED
dopmyast (1), (IT), (II1), (IV) unu (V) win ero papMaleBTHYECKH MPHEMJIeMasi COJIb IS JICYSHUS
paka y cyOBeKTa, rae ykasaHHOe JIeUeHHe MPEeNyCMaTPUBAET OTAEIbHOE, IIOCIEI0BATEIbHOE HITH
OJTHOBPEMEHHOE BBEICHUE YKa3aHHOMY cyOBekTy: 1) nennpumepa hopmydsi (1), (I1), (III), (IV)
win (V) unu ero papMareBTHYeCKH MpuemMiIeMol cojiu U ii) reputunnba. B omHOM BapuaHTe
ocyiecTBieHust packpbIT aerapumep dpopmyast (1), (I1), (III), (IV) nim (V) nnu ero
(bapMareBTHUYECKH NTpHEeMJIEMasi COJIb JUIS JICUSHHSI COJTMIHBIX ONMyXOJIeH y CyOBeKTa, rae
yKa3aHHOE JIEYEHHUE MPENyCMaTPUBAET OTAEIBHOE, MOCIEI0BATEIBHOE HITH OTHOBPEMEHHOE
BBEJICHHE YKa3aHHOMY CcyOBekTy: 1) nennpumepa popmydsl (1), (1), (III), (IV) nnum (V) wnu ero
(bapManeBTHYECKU IPUEMJIEMON COJU | 1) reuTiHIOA. B 0JHOM BapuaHTe OCyIIeCTBICHUS
packpsit genapumep Gopmysl (1), (1), (IID), (IV) unu (V) unu ero papManeBTHIECKH
npuemiiemasi cojib 1utst iedennss NSCLC, nmonoxutensHoro o myraiuu B EGFR, y cyObekTa,
7€ YKa3aHHOE JICYSHNE TPEyCMaTPHUBAET OTACIBHOE, MOCIEeI0BATEIbHOE HITH OTHOBPEMEHHOE
BBEICHNE YKa3aHHOMY cyOBekTy: 1) neHnpumepa popmydsl (1), (1), (III), (IV) nmm (V) wnu ero
(apmaneBTHUECKH IpUEMJIEMON COJU | 11) reuTiHIOA. B 0HOM BapuaHTe OCyIIeCTBIICHUS
packpsoiT nenapumep dopmys (1), (II), (II1), (IV) unu (V) unm ero papmareBTUIeCKH
npUemMIeMasi COJIb JIs JIEYEHUS] HEMEJIKOKJIETOYHOIO paka JIErKoro, IMOJIOKUTENBHOTO 10
myTaiuu B EGFR, mpu 3ToM onyxomnu xapakTepusyroTcs AeaelusMy B 3k30He 19 unn
MyTalMsIMU 1O THITY 3aMeHbl B 3k30He 21 (L858R), y cyObekTa, rae ykazaHHOe JiedeHue
NpeayCcMaTPUBAET OTAEIbHOE, MOCIEA0BATEIbHOE W OJHOBPEMEHHOE BBEICHUE YKA3aHHOMY
cyobekty: 1) nenapumepa popmysi (1), (I), (IID), (IV) umu (V) um ero ¢papmaneBTUIECKH
npUeMJIEMOH CoJH U 11) reputuHnOa. B 0omHOM BapuaHTe OCYLIECTBICHHUS PACKPBIT Te(pUTHHUO
IUTS JICYCHUS paka y CyOBeKTa, TIe yKa3aHHOE JISUeHUE MPeNyCMaTPUBAET OTIEIbHOE,
NOCJIEIOBATENIbHOE WIIM OJJHOBPEMEHHOE BBEACHHUE YKa3aHHOMY CyOBeKTy: 1) repurnnnbda u ii)
neanpumepa dopmysl (1), (II), (I1D), (IV) unu (V) mwnu ero papmManeBTHUECKH TPUEMIIEMON
conu. B omHOM BapuaHTe OCYIIECTBIEHUS PACKPBIT re(UTHHHUO /ISl JIEUeHUs CONUIAHBIX
onyxoJiell y cyObpeKTa, r7ie yKa3aHHOe JISYeHHE IPEAyCMaTPUBAET OTAEIbHOE,
NIOCJIEIOBATENIbHOE WIIM OJJHOBPEMEHHOE BBEACHNE YKa3aHHOMY CYOBEKTY: 1) repurrHmnOa 1 11)
neanpumepa dopmysl (1), (II), (IID), (IV) unu (V) mnum ero ¢papmaneBTHUECKN TPUEMIIEMON
conu. B omHOM BapuaHTe ocymecTBieHHs packpbIT reputurud aist nedeHust NSCLC y
CcyObeKTa, I/ie yKa3aHHOE JIeUeHUe MPEeIyCMaTPUBAET OTENbHOE, OCIE0BATENIbHOE HITH

OJTHOBPEMEHHOE BBEAICHHE YKa3aHHOMY CYOBeKTy: 1) reputnHmOa u i1) AeHapumMepa GopmyIibl
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(D, (ID), (1I), (IV) nmm (V) nnu ero ¢papmareBTHUECKH TpUeMieMoii conu. B ogHOM BapuanTe
ocyecTBieHHsI packpbIT reputuHuO 151 nedennst NSCLC, nojgoKUTeapHOro 1o MyTaluH B
EGFR, y cyObekTa, rae ykasaHHOE JIeueHHUEe MTPeyCMaTPUBAET OT/IENBbHOE, TIOCIIEI0BATENBHOE
WJIN OTHOBPEMEHHOE BBEICHUE YKa3aHHOMY CyOBeKTy: 1) repurunmOa 1 ii) AeHaAprMepa
dopmyasi (1), (IT), (II1), (IV) unu (V) wnu ero ¢papmaneBTHYECKH PUeMIIeMOl cou. B ogHoM
BapHUAHTE OCYIIECTBJICHUS PACKPBIT reUTUHUO 1151 IeUeHUs y CyObeKTa, Tie yKa3aHHOe
JICYSHHE MPEAYCMATPUBAET OTAEIbHOE, MOCIEA0BATEIbHOE HITH OJHOBPEMEHHOE BBEICHHE
yKa3zaHHOMY CyOBekTy: 1) repurunuda u ii) nenapumepa popmyus (1), (I1), (1), (IV) wm (V)
WK ero (hapMaLeBTUYECKU MPUEMIIEMON COJIH.

B onHOM BapHuaHTe OCYIIECTBICHHUS PACKPBITHI CIIOCOOBI JICUCHUS PaKa,
NpeAyCMaTPUBAIOIINE BBEICHUE HYKAAIOIEMYCS] B 3TOM CYOBEKTY 3()(PEeKTHBHOTO KOJIHYECTBA
neanpumepa dopmysl (1), (II), (IID), (IV) wnu (V) mu ero papManeBTHUECKH TPUEMIIEMOR
coiu B KoMOMHAIMH € 3()(HEKTUBHBIM KOJIMYECTBOM oJlaniapuda i ero apMaleBTHIECKU
NpUEMIIEMOH COJTH. B 0THOM BapuaHTe OCYIIECTBIIEHHUS PACKPBITHI CITOCOOBI JIUEHHS! CONTUAHBIX
OIyXOJIeH, MPeAyCMaTPUBAIOINNE BBEICHHE HYKAAIOIEMYCS B 3TOM CyOBeKTY 3(h(heKTUBHOTO
konmaectsa geHapumepa popmyns (1), (II), (1), (IV) umu (V) unm ero papmaneBTudecku
pUEMJIEMOH COJIM B KOMOMHAIHNH € () (PEeKTHBHBIM KOJIMYECTBOM OJlariaprda Miiu ero
(dapmareBTHUECKH TPHEMIIEMOI conu. B 01HOM BapuaHTe OCYIIECTBIEHUS PACKPBITHI CIIOCOOBI
JIeUeHUs paKa SUYHUKA, IPEAyCMaTPHUBAIOLIUE BBEIEHUE HYKIAIOIEMYCSl B 3TOM CyOBEKTY
s¢dexTuBHOrO Koamyectsa aeHapumepa dpopmysl (1), (1), (IIT), (IV) wnu (V) unu ero
(apmaneBTHUECKH TIPUEMIIEMOH COM B KOMOMHAINY ¢ 3(p(heKTUBHBIM KOJIIMUYECTBOM oJianapuda
WM ero (papMaLeBTHUECKU PUEMIIEMON COTU. B 0Z1HOM BapuaHTe OCYIIECTBIEHHUS PACKPBITHI
crocoObl JiedeHus paka siuaHuka ¢ myrauueii B BRCA, npenycmaTpuBaroiiie BBeicHHE
HY KAIOLIEMYCsl B 3TOM CyOBbeKTy 3¢ deKkTuBHOro Konmdecta neHnpumepa Gopmydsr (1), (1),
(I1D), (IV) wnu (V) uu ero dpapMaleBTHYECKU MPUEMIIEMOH COJIM B KOMOMHALIUY C
3¢ EeKTUBHBIM KOJIMYECTBOM OJiaraprda miu ero ¢papMaLeBTHUECKH puemiieMoi conu. B
OJTHOM BapUaHTE OCYIIECTBJICHUS PACKPBITHI CITOCOOBI JIEUEHHSI SMTUTETHANBHOTO PaKa SIUYHUKA,
NpeAyCMaTPUBAIOINNE BBEIEHUE HYKAAIOIEMYCS B 3TOM CYOBEeKTY 3()(PEeKTHBHOTO KOJTHYECTBA
nenapumepa dpopmyisl (1), (ID), (IID), (IV) umu (V) wnu ero ¢papmMaieBTHUECKUA TPHEMIIEMON
cou B KoMOMHAIMH € 3()(HEKTUBHBIM KOJIMYECTBOM oJylaniapuda i ero apMaleBTHIECKU
pUEMIIEMOH COTH. B 0OTHOM BapuaHTe OCYIIECTBIIEHHUS! PACKPBITHI CIIOCOOBI JIEUEHUs paka
¢annonuesoli TpyOBl, MpeIyCMaTPUBAOIINE BBEIEHHE HYKAAIOLIEMYCSI B 5TOM CYOBEKTY
s¢pexTuBHOrO KonuvecTna neHapumepa Gopmyisl (1), (ID), (III), (IV) unu (V) nnm ero

(bapmMareBTHUECKH TPUEMIIEMOI coli B KOMOMHAaINH ¢ 3¢ (PEKTUBHBIM KOJIHMYECTBOM OJiarnapuoa
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WK ero (papMaLeBTHUECKH IPUEMIIEMON coi. B o1HOM BapuaHTe OCYIIECTBIEHHUS PACKPBITHI
CTIOCOOBI JIEYeHNS] IEPBUYHOTO paKa OpIOIINHBL, IPEAyCMaTPUBAIOLINE BBEICHIE
HY’KIAIOIIEMYCsl B 3TOM CYOBEKTY 3¢ dekTruBHOrO KomuecTa neHapumepa Gopmysr (1), (II),
(I1), (IV) nnu (V) unu ero gpapmManeBTUYECKN PHUEMIEMON COJTM B KOMOMHALIH C

3¢ PEeKTUBHBIM KOJIMYECTBOM oslanaprda uin ero ¢papManeBTHIeCKH npuemieMoi conu. B
OJTHOM BapUaHTE OCYINECTBJIECHUs packpbIT AeHapumep dopmyisl (1), (II), (IID), (IV) wnu (V)
WM ero (papMaLeBTHUECKU pUeMIIeMast COJTb sl JISUEHUsI paka y cyObekTa, I/ie YKa3aHHOe
JIeYeHHEe NMPEAyCMAaTPUBAET OTACIBbHOE, MTOCIEA0BATEIbHOE HITH OJJHOBPEMEHHOE BBEICHUE
yKazaHHOMY CcyOBekTy: 1) nerapumepa dopmyisl (1), (II), (I1D), (IV) wm (V) wiu ero
(hapManeBTHYECKU IPUEMJIEMON COJU | 11) onanapuda win ero hapMaeBTHIECKU TPUEeMIIEMON
conu. B omHOM BapuaHTe ocymecTBieHus packpbiT aerapumep ¢popmyser (1), (1), (1), (IV) nnnm
(V) unu ero apmarieBTHUECKH MTpUEMIIEMAasi COJIb IS JICUYSHUS COTMIHBIX OMyXOJIeH y
cyObeKTa, Ir/ie YKa3aHHOE JIeUeHUe MPEeayCMaTPUBAET OTENbHOE, OCIE0BATENbHOE WITH
OJHOBPEMEHHOE BBEAICHNE YKa3aHHOMY cyObekTy: 1) nenapumepa popmyisr (1), (II), (III), (IV)
win (V) unmu ero papManeBTUYECKH MPUEMIIEMOH COMH U 11) ojlarapuda Witk ero
bapmarieBTHUECKH NTpHEMIIEMO conr. B omHOM BapuaHTe OCYLIeCTBICHHUS PACKPBIT IEHAPUMED
dopmyast (1), (IT), (IID), (IV) mmm (V) wnu ero papMaLieBTHUECKH PUEMIIEMast COJIb JUTS JISUSHHSI
paka sMYHMKA y CyOBEKTa, I7ie YKa3aHHOE JISYeHHE IPENyCMaTPUBAET OTAEIbHOE,
NIOCJIEIOBATENIbHOE WIIM OJJHOBPEMEHHOE BBEAICHNE YKa3aHHOMY CYOBEKTY: 1) IeHApuMepa
dopmyast (1), (IT), (II1), (IV) unu (V) wiu ero ¢papMaLeBTHUECKH MPUEMIIEMON COJU U 11)
onanapuba uiy ero GapmMareBTHYeCKy PHeMIIEeMOH coi. B 01HOM BapuaHTe OCyIEeCTBICHUS
packpsit genapumep opmysl (1), (I), (II1), (IV) wnu (V) unu ero papManeBTUIECKH
npuemieMasi CoJIb JIsl JIeYeHUs paka sitnuHuka ¢ Myrtanueii B BRCA y cyObekra, rae ykazaHHOe
JICYSHHE MPEAYCMATPUBAET OTACIBHOE, MOC/IEA0BATEIbHOE HITH OJHOBPEMEHHOE BBEICHHE
yKazaHHOMY cyOBekTy: 1) neaapumepa dopmyisl (1), (II), (I1D), (IV) wm (V) wu ero
(apmMareBTHUECKH MPUEMIIEMOH COU | 11) ojlamaprda Wi ero ¢papMaleBTHYECKH MPUEMIIEMON
conu. B omHOM BapuaHTe ocymecTBieHus packpbiT aeHapumep ¢popmyast (1), (I1), (III), (IV) nnnm
(V) unu ero apmarieBTHUECKH MTpHEMIIEMAas COJIb IJIS JICUSHUS STTUTEINAIBHOTO PaKa STHYHUKA
y cyOBeKTa, I7ie YKa3aHHOE JICUeHHE NPEyCMaTPUBAET OTAEIbHOE, MTOCIEA0BATENbHOE WITH
OJHOBPEMEHHOE BBEACHUE YKa3aHHOMY cyOBekTy: 1) nennpumepa popmysr (1), (I1), (III), (IV)
win (V) uiu ero papManeBTUYeCKH MPUEMIIEMOH COMH U 11) ojlarapuba Witk ero
bapmareBTHUECKH NTpHEMIIEMO conr. B omHOM BapuaHTe OCYLIeCTBICHHUS PACKPBIT IEHAPUMED
dopmyast (I), (IT), (IID), (IV) mnu (V) unn ero dpapMalieBTUYECKH PUEMIIEMasi COJIb IS JIEUSHUs

paka (ajuronueBoi TpyObl y cyOBeKTa, I7le YKa3aHHOE JIeUeHHE PEAYCMaTPUBAET OTAENIBHOE,
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NOCJIEIOBATENbHOE WIIM OJJHOBPEMEHHOE BBEAICHNE YKa3aHHOMY CYOBEKTY: 1) IeHaApuMepa
dbopmyst (1), (ID), (1), (IV) unu (V) wnu ero ¢papmManeBTUYECKH IPUEMIIEMON COJH | 11)
onarnapuda uiu ero ¢papMaleBTHUECKH pueMiieMoii conu. B ogHOM BapuaHTe OCylecTBIeHUs
packpsiT nenapumep dopmysl (1), (II), (IIT), (IV) wnu (V) wnm ero papmaneBrudecku
npueMiIeMasi COJIb JUISl JISYEHHsI IEPBUYHOIO paKa OpIOLIMHEI y CyOBEKTa, Iie YKa3aHHOE
JIeYSHHEe MPEAYCMATPUBAET OTAEIBHOE, MOCIEA0BATEIbHOE HITH OJHOBPEMEHHOE BBEICHHE
yKazaHHOMY cyOBekTy: 1) nerapumepa dopmyisl (1), (II), (IID), (IV) wnu (V) wnu ero
(apManeBTHYECKH MPUEMJIEMOH COJU U 11) ojlamapuda wiu ero papMaleBTHUECKH PUEMIIEMON
coiu. B ofHOM BapuaHTe OCYIIECTBIIEHHS PACKPBIT OJlarapud Wi ero GapMaleBTHIECKH
npuemMIIeMasi COJIb ISl JIEYEHUS paka y CyObeKTa, Iie YKa3aHHOE JISUEHUE MPeNyCMaTPUBAET
OTZAENIbHOE, MOCIIEIOBATEIbHOE TN OTHOBPEMEHHOE BBEICHUE YKA3aHHOMY CYOBEKTY: 1)
onarapuda mim ero ¢papMaleBTHUECKH PUeMIIeMOi conu U 11) nenapumepa Gopmysl (1), (1D),
(11D, (IV) mnu (V) unu ero dpapManeBTHIECKH preMieMoii conu. B onHom BapuanTe
OCYIECTBIIEHHSI PACKPBIT OJlarapud Win ero (papMaLeBTHUECKH pUeMiIeMasi CoJb IJIs JICYCHUS
COJIMIHBIX OMyXOJIeH y CyObeKTa, rie YKa3aHHOE JIeUeHHEe MPEeayCMaTPUBAET OTIENBHOE,
NOCJIEIOBATENIbHOE WIIM OJJHOBPEMEHHOE BBEACHNE YKa3aHHOMY CYOBEKTY: 1) onanapuda uim ero
dapmareBTHUECKH TpHEMIIEMOi conu | 11) neHapumepa popmyisr (1), (II), (IID), (IV) wnu (V)
WY ero (papMaLeBTHYECKH IpUeMIIEeMOl COU. B 0THOM BapuaHTe OCYLIECTBIEHHS PACKPBIT
onarapu® i ero papMaleBTHUECKH PUeMIIeMast COJIb sl JISUSHHsI paKa sSsMYHUKa y CyOBeKTa,
r7ie YKa3aHHOE JIEYeHHe TPeyCMaTPHUBAET OTAEIbHOE, ITOCIeI0BATEIbHOE W OTHOBPEMEHHOE
BBEJIEHNE YKa3aHHOMY CyOBeKTy: 1) onamapuda uiu ero papManeBTHIECKH IPUEMIIEMOI COM 1
i) neampumepa Gopmyas (I), (IT), (IIT), (IV) unu (V) unu ero papManeBTHIECKH MPUEMIIEMOI
coiu. B ofHOM BapuaHTe OCYIIECTBIIEHHS PACKPBIT ojlanapud wim ero apManeBTHYeCKH
npuemMIeMasi CoJIb JJIsl JISYeHUs paka siuaHuka ¢ mytanueil B BRCA y cyObekra, rie ykasaHHOe
JICYSHHE MPEAYCMATPUBAET OTAENBHOE, MOCIEA0BATENIbHOE TN OJJHOBPEMEHHOE BBE/ICHUE
yKa3aHHOMY CyOBeKTy: 1) onanapuda win ero papMaeBTHIECKU MPUEMIIEMOU COJIU U 1)
nenapumepa dpopmysl (1), (1), (IID), (IV) umu (V) wnu ero ¢papMaieBTHYECKU TPUEMIIEMON
conu. B oHOM BapuaHTe OCYIIECTBIIEHHS PACKPBIT oJlanapud i ero GapManeBTHIECKH
npUeMIIeMasi COJIb ISl JISYEHUS SMTUTENNAIBHOTO paKka SUYHUKA y CYOBEKTa, TIe YKa3aHHOe
JeUeHHNEe MPEAyCMaTPUBAET OTAEIBbHOE, MOCIEA0BATENbHOE TN OJHOBPEMEHHOE BBEICHUE
yKa3aHHOMY CyOBeKTy: 1) onanapuda win ero ¢papMaleBTHUECKU MPUEMIIEMON COJH U 11)
nenapumepa dopmyiisl (1), (I1), (IID), (IV) umu (V) wnu ero ¢papmMaieBTHUECKU TPUEMIIEMON
conu. B oqHOM BapuaHTe OCYIIECTBIEHHS PACKPBIT OJlarapud Miu ero apMaLeBTHIEeCKU

npuemMIeMasi CoJIb AJIs JIeYeHUs paka (ayionueBoil Tpyobl y CyOBeKTa, IIe yKa3aHHOE JIeueHue
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NpeayCcMaTPUBAET OTAEIbHOE, MOCIEAOBATENIbHOE WIIN OJHOBPEMEHHOE BBEICHNE YKA3aHHOMY
cyOBekTy: 1) onanapuda win ero papMaleBTHUECKU TPUEMIIEMON COJH | 11) AeHApUMepa
dopmyasl (I), (IT), (II1), (IV) nnu (V) unu ero ¢papmarieBTHUECKH TpUeMIieMoii conu. B ogHom
BapUAHTE OCYIIECTBJICHUS PACKPBIT OJlariapuO UK ero (papManeBTHYECKH MpUeMIIeMasi COJIb JUIs
JIEYEeHUs! IEPBUYHOTO paka OPIOLIMHBI y CyObeKTa, Iie YKa3aHHOE JIeueHHe IPeNyCMaTpPUBaeT
OTZENIbHOE, MOCNIEI0BATEeIbHOE HITH OTHOBPEMEHHOE BBEICHHE YKa3aHHOMY CYOBEKTY: 1)
onarapuda M ero papMaleBTHUECKU PUeMIIeMOi conu U i1) aenapumepa Gopmysl (1), (1D),
(I1D), (IV) wnu (V) wu ero ¢papMaleBTHYECKU MPUEMIIEMON COJIH.

B onHOM BapuaHTe OCYIIECTBICHUST PACKPBITHI CIIOCOOBI JICYUSHUS PaKa,
NpeAyCMaTPUBAIOINNE BBEIEHUE HYKAAIOIEMYCS B 3TOM CYOBEeKTY 3()(PEeKTHBHOTO KOJTHYECTBA
nernpumepa dopmysl (1), (II), (I1D), (IV) unu (V) mu ero papManeBTHUECKH TPUEMIIEMON
conu B KomMOuHam ¢ 3¢pdexTuBHbIM KonmudecTBoM nHruouropa mTOR wm ero
(apmMareBTHUECKH MPHEMIIEMO cosi. B 01HOM BapuaHTe OCYILIECTBICHUS PACKPBITHI CIIOCOOBI
JICYSHHST MEJIKOKJIETOYHOTO PaKa JIETKOTo, MpeayCMaTPUBAIOIINE BBEACHNE HY KIAOIIEMYCs B
3TOM CyOBeKTy 3¢ dekTuBHOro Konndecrsa neHapumepa Gopmyisl (1), (ID), (III), (IV) umm (V)
wiH ero (papMareBTHUECKH MTPUEMIIEMON COJIM B KOMOMHAINHU € 3PP EKTUBHBIM KOJUIECTBOM
uHruouropa mTOR unu ero gpapmanesrudecku npuemieMoil conu. B onnom BapuanTe
ocyIecTBIeHus packpbIT aeHapumep dopmydsl (1), (I1), (III), (IV) unu (V) nnu ero
(bapmMareBTHUECKH NTpHEeMIIeMas COJIb JUIs JISUEHHsI paka y CyOBeKTa, I'7le YKa3aHHOE JIeUeHHe
NpeayCcMaTPUBAET OTAEIbHOE, MOCIEA0BATENIbHOE WIIN OJHOBPEMEHHOE BBEICHHUE YKA3aHHOMY
cyobekty: 1) nenapumepa popmyinsi (I), (ID), (1), (IV) unu (V) uim ero papManeBTUIECKH
npuemsieMoi coiu U ii) uaruouropa mTOR wmnu ero papmareBTHYECKH npreMiieMoii conu. B
OJTHOM BapUaHTE OCYINECTBJIECHUs packpbIT AeHapumep dopmyisl (1), (II), (IID), (IV) wu (V)
WM ero (papMaLeBTHUECKU TPUEMIIEMast COJTb ISl JISUEHHUsI METKOKJIETOYHOTO PaKa JIETKOro y
cyObeKTa, I/ie YKa3aHHOE JISUeHUE NMPEeayCMaTPUBAET OTIEIbHOE, OCIE0BATEIbHOE WITH
OJHOBPEMEHHOE BBEICHUE YKa3aHHOMY cyOBeKTy: 1) neHnpumepa popmyasr (1), (I1), (III), (IV)
win (V) uiu ero papmMarieBTH4IecKu npuemiieMol cosu u 1) uaruouropa mTOR wiu ero
bapmareBTHUECKH TPHEMIIEMOi con. B 0HOM BapuaHTe OCYLIECTBICHHUS PACKPBIT HHTHOUTOP
mTOR nmm ero papmaneBTHUeCcKH prUeMIIeMasi COJIb ISl JICUSHUS paka y CyObeKTa, e
yKa3aHHOE JIeYeHUE MPeyCMaTPUBAET OTAEIbHOE, OCIE0BATEIbHOE UITH OTHOBPEMEHHOE
BBEICHNE YKa3aHHOMY cyOBekTy: 1) maruouropa mTOR wmnum ero papmanesrudecku
npuemsieMoii coi u ii) aeaapumepa dopmyst (1), (II), (1), (IV) wnu (V) wnm ero
bapmarieBTHUECKH NTpHEMIIEMO conr. B onHOM BapuaHTe OCYLIeCTBIEHHS PACKPBIT HHTHOUTOP

mTOR wunu ero papmaneTuuecku npuemieMas Cojb AJIs JIEUEHNS MEJTKOKJIETOYHOIO paka
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JIETKOr0 y CyOBeKTa, Il YKa3aHHOE JISYeHHE PENyCMaTPUBAET OTAEIbHOE, TOCIEN0BATEIbHOE
WM OJJHOBPEMEHHOE BBEICHNE YKa3aHHOMY cyOBekTy: 1) nHruouropa mTOR wnnum ero
dapmareBTHUECKH NTpHeMIIeMOoil conu 1 11) nenapumepa Gopmysl (I), (II), (1), (IV) unu (V)
WM ero (papmaLeBTUYeCKH preMiIeMoi cosi. B mo0O0oM U3 BBILIEN3I0KEHHBIX BAPHAHTOB
ocymectsienus naruourop mTOR npexncrasnsier coboit AZD2014.

B onHOM BapHuaHTe OCYIIECTBICHHUST PACKPBITHI CIIOCOOBI JICYSHUS PaKa,
NpeAyCMaTPUBAIOIIUE BBEICHUE HYKIAOMEMYCS B 3TOM CYObeKTy 3(h(HEeKTUBHOTO KOJIUYECTBA
neanpumepa dopmysl (1), (II), (IID), (IV) wnu (V) mnum ero ¢papManeBTHUECKH TPUEMIIEMON
co B KOMOUHAIMHU € 3()(HEKTUBHBIM KOJIMYECTBOM BUCTYCEPTHOA MK ero (hapMaLeBTHUECKH
NPUEMJIEMOH COJTH. B 0THOM BapuaHTe OCYIIECTBIICHUS PACKPBITHI CITOCOOBI JIEUEHUs
MEJIKOKJIETOUHOT'O PaKa JIETKOT0, MPEeAyCMaTPUBAIOIINE BBEICHUE HYKIAIOIIEMYCsl B 3TOM
cyobekTy addexkTuBHOro KomuecTBa neuapumepa Gopmysr (1), (II), (1), (IV) wiu (V) um
ero papMaleBTUIECKH PUEMJIEMON COJTU B KOMOUHALNY C 3()(PEeKTHBHBIM KOJTHYECTBOM
BUCTyCepTHOA MK ero (apMaLeBTHUECKH PUeMIIeMOi conud. B onHOM BapuaHTe
ocymecTBIeHust packpbIT geHapumep dopmyast (1), (I1), (IID), (IV) wnum (V) wnu ero
bapmareBTHUECKH MTpHEeMIIEMasi COJIb JUIS JIEUSHHS paka y CyOBeKTa, I7ie YKa3aHHOE JICUeHHE
NpeayCMaTPUBAET OTAEIbHOE, MOCIEAOBATENIbHOE WIIN OJHOBPEMEHHOE BBEICHNE YKA3aHHOMY
cyobekty: 1) nenapumepa Gopmyusl (1), (I), (II), (IV) unu (V) nnm ero gpapmaneBTudecku
MIPUEMJIEMOM COJH U 11) BUCTycepTHOa WK ero ¢papMaleBTHUECKU pHeMIIeMoit coyid. B oqHOM
BapUaHTE OCYIIECTBICHUs packpoIT nerapumep Gopmyst (1), (II), (II), (IV) nnu (V) nnu ero
(bapmaneBTHYECKH TIPHEMIIEMAst COJIb JISl JIEUEHHSI MEJIKOKJIETOUHOT'O paKa JIETKOro y cyObeKTa,
i€ YKa3aHHOE JISYSHUE TIPEyCMaTPHUBAET OTAEIbHOE, MOCIEI0BATEIbHOE I OTHOBPEMEHHOE
BBEICHUE YKa3aHHOMY cyOBekTy: 1) neHnpumepa Gopmydsi (1), (I1), (III), (IV) nm (V) unu ero
(bapMaLeBTHYECKH TPUEMJIIEMO COJIU | 11) BUCTyCcepTHOa UITH ero (hapMalleBTHIECKH
NPUEMJIEMOH COJTH. B OTHOM BapuaHTe OCYIIECTBIIEHHUS] PACKPBIT BUCTYCEPTUO UIH €0
(bapmMareBTHYECKH MpHEeMIIEMasi COJIb JUIS JICUEHHsSI paka y cyObeKTa, Ilie YKa3aHHOe JICUSHHE
NpeayCMaTPUBAET OTAEIbHOE, MOCIEAOBATEIbHOE WIIM OJHOBPEMEHHOE BBEICHHE YKA3aHHOMY
CyOBeKTy: 1) BUCTyCcepTHOA MU ero (apMaleBTHUECKH MPUEMIIEMOH COJIU U 11) IeHApuMepa
dopmyast (1), (IT), (IIL), (IV) nnu (V) mnum ero ¢papmaneBTHUECKH TpUeMIIeMOl conu. B ogaHOM
BapHUAHTE OCYILECTBJIEHUS PACKPBIT BUCTYCEPTHO MM €ro (papMarieBTUIECKH MpUeMiIeMasi COJb
IUIS JIEYEHUST MEJTKOKJIETOUHOTO PaKa JIETKOro y CyOBeKTa, I7ie YKa3aHHOE JICUeHHE
NpeayCcMaTPUBAET OTAEIbHOE, MOCIEA0BATENIbHOE MIIN OJJHOBPEMEHHOE BBEAICHNE YKA3aHHOMY
CcyOBeKTy: 1) BUCTycepTHOA MITH €ro apMalieBTUYECKH IPUEMIIEMOI CONU | 11) IeHApuMepa

dopmyast (I), (IT), (IID), (IV) mnu (V) wnu ero ¢papmalieBTUUECKH IPHUEMIIEMOI COH.
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B onHOM BapmaHTe OCYIIECTBIEHUS PACKPBITHI CIIOCOOBI JIEUEHUS PaKa,
NpeayCMaTPUBAIOINNE BBEICHUE HYKAAIOLEMYCSI B 3TOM CYOBEeKTY 3()(PEeKTUBHOTO KOJIMYECTBA
nenapumepa dopmysl (1), (ID), (IID), (IV) unu (V) wnu ero ¢papmanieBTUUECKU TPUEMIIEMON
conu B KOMOMHAIMH ¢ 3(h(HeKTUBHBIM KOJIMUECTBOM CPECTBA AJIsl XUMHOTEpaniy (Harpumep,
TOIMOTEKaHa, IIEMETPEBEA, MAKIMTAKCeNa, STON03uaa 1/ niu kapooriarusa). B oqHOM BapuaHTe
OCYILECTBIIEHHSI PACKPBITHI CITOCOOBI JIEUEHUS COJIUAHBIX OMyXOJIEH, MpeayCMaTPUBAIOIINE
BBEJICHUE HYKIAIOMIEMYCS B 3TOM CyOBbeKTy 3()PEKTUBHOTO KOJIMYeCTBA AeHApUMEpa (HOPMYIIbI
(D, (ID), (I1D), (IV) nmm (V) wnu ero papMaLeBTHUECKH PUEMIIEMOH COJIH B KOMOWHAIIUHU C
3¢ (eKTUBHBIM KOJIMYECTBOM CPEACTBA JIsl XUMHOTEpany (HanpuMep, TOMIOTEKaHa,
neMeTpeBesa, MaKINTaKCeNa, STONo3uAa u/wim kapoormiaruHa). B ogHOM BapuaHTte
OCYIIECTBIIEHHsI PacKPBITHI crtocoObl eueHnst NSCLC, npeaycMaTpuBaromyue BBeICHHE
HY KIAIOLIEMYCsl B 3TOM CyOBbeKkTy 3¢ deKkTHBHOro KonndecTsa neHnpumepa Gopmyasi (1), (1),
(11D, (IV) mnu (V) unu ero dpapMaleBTHUECKH MPUEMIIEMOH COJIM B KOMOMHALINY C
3¢ (eKTUBHBIM KOJIMYECTBOM CPEACTBA JIsl XUMHOTEpANuH (HAIpuMep, TOTIOTEKaHa,
neMeTpeBena, MaKINTaKCeNa, STOMo3naa n/wm kapoorminarusa). B ogHOM BapuaHTte
OCYIIECTBIIEHHSI PACKPBITHI crtocoObl neueHus paka SCLC, nmpenycMaTpuBaromye BBEACHNE
HY>KAIOLIEMYCsl B 3TOM CyOBbekTy 3¢ dexkTuBHOro Konnvecrsa neHapumepa Gopmyasi (1), (1D),
(I1D), (IV) mnu (V) unu ero ¢papMarieBTHUECKU IPUEMIIEMOI COJIM B KOMOMHALIUY C
3¢ (eKTUBHBIM KOJIMYECTBOM CPEACTBA AJIsi XUMHOTEpanuu (Harnpumep, TOMOTeKaHa,
neMeTpeBesa, NaKINTaKCeNa, STON031uaAa W/ uian KapooruatiHa). B onHom BapuanTe
OCYLIECTBJICHHSI PACKPBITHI CIIOCOOBI JICUEHUS paka MOJIOYHOH KeJIe3bl, IPeyCMaTPUBAOLIIE
BBEJICHUE HYKIAIOLIEMYCS B 3TOM CyOBbeKTy 3 PEKTUBHOTO KOJIMYeCTBA AeHApUMEpPa (HOPMYJIbI
(D, (ID), (I1D), (IV) nmm (V) wnu ero papMaLeBTHUECKH MPUEMIIEMOH COJIM B KOMOWHAIIUU C
3¢ (eKTUBHBIM KOJIMYECTBOM CPEICTBA JIsl XUMUOTEPANTUH (HAIPUMep, TOTIOTEKaHa,
neMeTpeBesa, MaKINTaKCeNa, STOMo3uAa u/wim KapoormiaruHa). B oqHOM BapuaHTe
OCYIECTBIIEHHSI PACKPBITHI CITOCOOBI JICUEHUS paKa SIMYHUKA, IPEAyCMATPUBAIOIINE BBEICHUE
HY KIAIOLIEMYCsl B 3TOM CyObekTy 3¢ dekTuBHOro Konmdectsa neHapumepa Gopmysi (1), (1D),
(11D, (IV) mnu (V) unu ero dpapMaleBTHYECKU PHUEMIIEMOH COJIM B KOMOMHALIUY C
3¢ (eKTUBHBIM KOJIMYECTBOM CPEICTBA JIsl XUMHOTEpANH (HanpuMep, TOTIOTEKaHa,

neMeTpeBea, MaKJIMTaKcesa, STOMO3uaa W/ il KapOOIUIaTHHA).

B onHoM BapuanTe ocymiecTsieHus packpeIT neHapumep dopmysl (1), (I), (IID), (IV) wnu (V)

WK ero (papMaLeBTHUECKH IpueMiieMast CoJIb sl JISUeHUsI paka y cyObeKTa, I/ie yKa3aHHOe
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JIeYeHNE NMPEAYCMATPUBAET OTAEIbHOE, TOCIIE0BATENbHOE HIIH OJHOBPEMEHHOE BBEICHHE
yKazaHHOMY cyOBekTy: 1) nerapumepa ¢opmyast (1), (II), (II), (IV) nnu (V) unu ero
(bapmMareBTHUECKH TPUEMIIEMOH COJIU U 11) CpEACTBA ISl XUMHOTepanuu (Harpumep,
TOIMOTEKaHA, IEMETPEBEA, MAKIMTAKCeNa, STON03uaa 1/ niu kapooriarusa). B omHOM BapuaHTe
ocyuiecTBieHus packpbIT aeHapumep dopmyasl (1), (1), (III), (IV) wnu (V) nnu ero
(bapMaLeBTHYECKH pHEeMJIEMasi COJIb JUTS JICUSHHsI COJTMIHBIX ONyXOJIel y CyObeKTa, rae
yKa3aHHOE JIeYeHUE MPEyCMaTPUBAET OTASIBHOE, MOCIEI0BATEIBHOE HITH OTHOBPEMEHHOE
BBEICHHE YKa3aHHOMY CcyOBekTy: 1) nernpumepa ¢popmyast (1), (I1), (III), (IV) uwmm (V) unu ero
(bapMaeBTHUECKH MPUEMJIIEMOH COJIU | 11) CpeCTBa sl XUMHOTepanuu (Harpumep,
TOTIOTEKAaHa, IEMETPEBEa, MAKIUTAKCENa, STOMO3uAa 1/ n kKapOoruiatuHa). B omHOM BapuanTe
oCyIecTBIeHHs packpbIT aeHapumep dopmydsl (1), (I1), (II1), (IV) nnm (V) nnu ero
dapmaneBTruecku npuemiemas coib i JedeHnst NSCLC y cyObekTa, rae yka3aHHOe JIedeHne
NpeayCMaTPUBAET OTAEIbHOE, MOCIEAOBATENIbHOE WM OJHOBPEMEHHOE BBEICHNE YKA3aHHOMY
cyonekty: 1) neaapumepa popmyisl (1), (ID), (IIT), (IV) unu (V) nnm ero gpapmaneBTHIECKH
MIPUEMJIEMOM COJTH U 11) CPECTBA JIsl XUMHOTEPAIuy (HalpuMep, TOTIOTeKaHa, IeMeTpeBena,
MaKJIUTaKCeNa, STONO3uAa 1/ miu kapOorutaTuaa). B omHOM BapuaHTe OCYILIECTBICHUS PACKPBIT
nernpumep ¢popmyast (1), (IT), (III), (IV) nnu (V) unu ero papmanieBTHIECKH IpUeMIIEMasi COJb
st nedennst SCLC y cyObexTa, rae yKka3aHHOE JISYeHHUEe TIPEeIyCMaTPUBAET OTAEIBHOE,
MOCJIEIOBATEIbHOE HJIM OJJHOBPEMEHHOE BBEICHUE YKa3aHHOMY CYOBEKTY: 1) AeHapuMepa
dopmyast (1), (IT), (IID), (IV) unu (V) win ero ¢papMaleBTHYECKH PHUEMJIEMOI COJHU | i1)
CpeACTBa AJIsl XUMHUOTEpanuy (Harnpumep, TOIOTeKaHa, IeMeTPeBea, MaKJINTaKCeNa, TONO3UAa
u/wnu xkapOoratuHa). B ogHOM BapuaHTe OCyLIeCTBIEHHs pacKpbIT AeHapumep dopmyiisi (1),
(II), (1), (IV) wnu (V) unu ero papManieBTUYECKH MPUEMIIEMast COJIb IS JICUSHHS paKka
MOJIOYHOH JkeNe3bl y CyOBeKTa, I/ie YKa3aHHOE JICUSHHE PEeAyCMAaTPUBAET OTIAENIbHOE,
MOCJIEIOBATEIbHOE HJIU OTHOBPEMEHHOE BBEIEHHE YKa3aHHOMY CYOBEKTY: 1) AeHIpuMepa
dopmyast (1), (IT), (I1D), (IV) wmm (V) wnn ero ¢papManeBTHYECKH IPUEMIIEMOI COJU | 11)
CpeACTBa AJIsl XUMHOTEpanuy (HanpuMep, TOIOTEKaHa, IIEMETPEBEIa, TAKJINTAKCENa, STOMO3UA
u/wm xkapOoratuHa). B ogHOM BapuaHTe OCyLIeCTBIEHHS pacKpbIT AeHapuMep dopmyisl (1),
(D), (11D, (IV) wnu (V) unm ero dpapManieBTUIECKH NPHeMIIeMast COJIb [T JICUSHHS paKa
SUYHHKA y CYOBEKTa, TJIe YKA3aHHOE JICYSHNE NPEAYCMAaTPUBAET OTAEIbHOE, TOCIIEI0BATEIbHOE
WM OTHOBPEMEHHOE BBEICHNE YKa3aHHOMY CyOBekTy: 1) nerapumepa ¢opmyast (1), (1), (I1D),
(IV) wnu (V) unm ero ¢apmMarieBTHUECKH MPUEMIIEMO COJIH U 11) CPEACTBA ISl XUMUOTEPATTHH
(HarpuMep, TOMIOTEKaHa, IEMETPEBENa, MAKJINTAKCeNa, STONO3HAa /1K kapboruatiHa). B

OJTHOM BapUaHTE OCYIIECTBJIEHUS PACKPBITO CPECTBO Il XUMUOTEPAIIUH (Hanpumep,
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TOMOTEKAH, IEMETPEBE, MAKIUTAKCEN, STONO3U U/ NI KapOOIUIaTHH) IS JISUEHHS paka y
cyObeKTa, Iie yKa3aHHOE JIeueHUe MPeayCMaTPUBAET OTAEIbHOE, ITOCIEI0BATEIbHOE UITH
OJTHOBPEMEHHOE BBEJICHNE YKAa3aHHOMY CYOBEKTY: 1) CpencTBa It XUMUOTEpanuu (HarpuMmep,
TOTOTEKAaHa, TIeMeTPeBeIa, MAKIUTAKCENa, STOMO3UA 1/ 1K KapOOTUIaTHHA) | 1) IeHaApuMepa
dopmyasi (1), (IT), (II1), (IV) unu (V) wnu ero ¢papmanieBTHUECKU pUeMiieMon conu. B ogHom
BaPHUAHTE OCYINECTBJIEHUS] PACKPBITO CPENCTBO I XMMHUOTEPANUU (HAPUMeEp, TOMOTEKaH,
neMeTpeBes], MaKJIUTAKCE, STONO3K ] 1/ Hii KapOOIUIaTHH) JJIs JISYEHUs COJIUAHBIX OMyXOJIeH y
cyObeKTa, I/ie YKa3aHHOE JISYeHUE MPeayCMaTPUBAET OTAEIbHOE, OCIEI0BATEIbHOE HITH
OJTHOBPEMEHHOE BBEAICHUE YKa3aHHOMY CYOBEKTY: 1) CpencTBa Uit XUMHUOTEPAIuy (HarmpuMmep,
TOMOTEKAaHa, IEMETPEBEeIa, MAKITUTAKCENa, ITOMO3MAA U/UTH KapOOoIIaTHHA) U 11) JeHApUMEpa
dopmyast (1), (IT), (I1D), (IV) nnm (V) wnu ero ¢papmaneBTHUECKN pueMiieMoii conu. B ogaom
BaPHUAHTE OCYINECTBJIEHUS PACKPBITO CPENCTBO Ui XMMHUOTEPANTUH (HAIIPUMEp, TOMOTEKaH,
neMeTpeBe]], MaKJIUTaKceN, dTono3us u/ i kapoorutatun) nist edernst NSCLC y cyObekTa,
7€ YKa3aHHOE JICYEHHE TIPEyCMaTPHUBAET OTAEIbHOE, ITOCIEN0BATEIbHOE WM OTHOBPEMEHHOE
BBE/ICHHE YKAa3aHHOMY CyOBEKTY: 1) CPeCTBa Ul XMMUOTEpaNuu (HampuMep, TOMTOTEKaHa,
neMeTpeBea, MaKINTaKCeNa, STOMO031Aa W/uin KapOoriaTuHa) u ii) aeaapumepa Gopmyist (1),
(1), (11D, (IV) unu (V) unu ero papManieBTUIECKH npruemieMoii conu. B onHom Bapuanre
OCYILIECTBIIEHHSI PACKPBITO CPEACTBO AJISI XUMHUOTEpANNH (HApUMep, TOMIOTeKaH, NEMETPEBEN,
HaKJUTaKce, sTono3ua u/umm kapoortatun) s nedenust SCLC y cyObexTa, rae ykazaHHOe
JIeUeHNe NMPeAyCMaTPUBAET OTAENBHOE, MTOCIEA0BATENIbHOE NI OJJHOBPEMEHHOE BBEICHNE
YKa3aHHOMY CYOBEKTY: 1) CpeACTBa Uil XUMHOTEpanuy (HarpuMep, TOIOTEKaHa, IIeMEeTPeBena,
MaKJUTAKCENa, 3TONO3UAa W/ kapoornaTuaa) u ii) nenapumepa hopmysi (1), (II), (IID), (TV)
i (V) wu ero papMaleBTHUECKH MPUeMIIEMOH coi. B omHOM BapraHTe OCYLeCTBIICHHSI
PACKPBITO CPEACTBO JJIsi XUMHOTEPANTUH (HAPUMEp, TOTIOTEKaH, IEMETPEBE]], MAKIHTAKCE,
STOMO3U] W/ WK KapOOIIATHH) IJIs JISYEHHsI paKka MOJIOUHOM JKkeje3bl y CyObeKTa, rae
yKa3aHHOE JISYEHUE MPENyCMaTPUBAET OTAEIBHOE, MOCIEI0BATEIBHOE HITH OTHOBPEMEHHOE
BBE/ICHHUE YKA3aHHOMY CyOBEKTY: 1) CPeCTBa Ul XUMUOTEPANUH (HalpuMep, TOMTOTEKAHa,
neMeTpeBena, MaKINTaKCeNa, STOMO3UAa W/Wn KapOoriaTuHa) u ii) aeaapumepa Gopmyist (1),
(1), (1D, (IV) wnu (V) unu ero papManeBTHIECKH puemMiieMoii conu. B ogHOM BapuanTe
OCYIIECTBIIEHHSI PACKPBITO CPEACTBO JJIsI XUMUOTEPATNH (HAIPIMEp, TOMIOTEKaH, EMETPEBEN,
MAKJIMTAKCEJT, 3TOMO3U/I W/ U KapOOIIaTHH) IJIs JICUEHUS paKka sSMYHUKA Y CyOBbeKTa, rae
yKa3aHHOE JIeYeHUE MPeyCMaTPUBAET OTEIbHOE, OCIE0BATEIbHOE UITH OTHOBPEMEHHOE

BBEICHHE YKa3aHHOMY CYOBEKTY: 1) CpeCTBa I XUMUOTEPANuu (HalpuMep, TOMOTEKaHa,
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neMeTpeBena, MakINTaKCeNa, STON031Aa W/uin KapOoriaTuHa) u i1) aeaapumepa Gopmyis (1),
(II), (11D, (IV) mnu (V) unu ero gpapMarieBTUIECKH PUEMIIEMOI COH.

B onHOM acniekte packpbIThl criocoObl nHruOuposanus Bel-2 w/unu Bel-XL y
HY>KIAIOLIEroCsl B 3TOM CyOBbeKTa, IpeayCcMaTpUBaoIue BBeaeHHe CyObeKTy 3¢ (HeKTUBHOTO
xonmuectsa nerapumepa popmys (1), (II), (II), (IV) wnu (V) nnn ero dpapmaneBTHIecKn
MIPUEMIIEMOU COJH.

B onnoMm acniekte packpoit genapumep dopmysist (1), (II), (IID), (IV) wnu (V) wiu ero
(dbapMaleBTHYECKU TIpUeMJIeMasi COJIb IJIsl pUMeHeHus1 B uHruouposanuu Bel-2 w/vmm Bel-XL.

B onHoM acniekte packpeiTo npuMeHeHue aeHapumepa Gopmysl (1), (1), (IID), (IV) win
(V) unu ero ¢apmarieBTHUECKH MTPUEMIIEMOI COJIU B U3TOTOBJICHHUH JIEKAPCTBEHHOT'O TIperapara
st uarnduposanus Bel-2 w/umm Bel-XL.

B onHOM acniekte pacKphIThI (hapMaleBTHUECKHE KOMITO3ULIUHY, COIEPIKaIINe IEHAPUMED
dbopmyst (1), (ID), (1), (IV) umu (V) wiu ero ¢papMaeBTUYECKH TPUEMIIEMYIO COJTb IJIst
npuMeHeHus1 B nHruouposannu Bel-2 n/nmm Bel-XL.

Tepmun "Bcl-2" otHOcuTCs K Oenky 2 B-knerounoit ntumomsl, a tepmuH "Bel-XL"
OTHOCHUTCS K CBepXOoJbIIoMy Oenky B-kineTouHol TuM(pOMBI, aHTHAIIONTO3HBIM
npencraBuTessiM cemeiictsa Oenkos BCL-2.

Bripaskenue “a¢gpekTuBHOE KOJNYECTBO MPEAyCMaTPUBAET KOJUYECTBO ICHIPUMEpa
dbopmyst (1), (ID), (IID), (IV) umm (V), unu ero papMarieBTHIECKH PUEMIIEMON COJIH, UJITH
BTOPOT'O MPOTHBOPAKOBOIO CPEACTBA, KOTOPOE OYAET BhI3bIBATH OMOIOTHUECKHH HITH
MEIULIMHCKUH OTBET Yy CyObeKTa, HalpHMep, CHI)KEHHE FJIH HHT'MOUPOBaHNE aKTUBHOCTH
bepmenTa mim Oenka, cBszaHHOro ¢ Bel-2 u/unmu Bel-XL unu pakom; obierdyeHre CUMITOMOB
paka WM 3aMeJIEHHEe WA OTCPOYKY MPOTrPECCUPOBAHUS paka. B HEKOTOPBIX BapHaHTaxX
OCYIIECTBJICHUS BhIpasKeHHE “3(P(PEKTUBHOE KOJUMYECTBO TPEIYCMATPUBAET KOJUYECTBO
neanpumepa dopmysl (1), (II), (IID), (IV) wmm (V), unu ero papManeBTUIECKH MPHEMIIEMOI
COJIH, WJIX BTOPOTO MPOTUBOPAKOBOT'O CPEICTBA, KOTOPOE MPH BBEACHUH CYOBEKTY SIBISIETCS
3¢ (eKTUBHBIM IS IO MEHBLIEH Mepe YaCTHYHOTO YMEHBIIEHUS, TOaBICHHS W/ IN
o0JierdyeHust CHUMINTOMOB paka uin uaruonposanuu Bel-2 w/mnu Bel-XL, w/unu ymeHbIneHust
WY TIOAABJIEHHSI POCTA OMYXOJIN WIIHA MPOSTU(EPALIH PAKOBBIX KJIETOK Y CYOBbEKTa.

B HekoTOpBIX BapHaHTax OCyIiecTBIeHUs 3 PEeKTHBHOE KOJIMUYECTBO IEHAPUMEPA
dopmyast (1), (IT), (I1D), (IV) wnu (V) unu ero ¢papMaleBTHUECKH TPHUEMIIEMOI COJIU MOXKET
COCTaBJIATH OT NMpUOIM3UTENbHO 1 10 mpubnmsurensHo S00 Mr/kr. B HEKOTOPBIX BapHaHTax
ocyecTieHus 3pdexkTuBHOe KonuuecTBo aeHapumepa Gopmynsl (I), (II), (IID), (IV) mnu (V)

WH ero papMareBTHUECKH MTPUEMIIEMON COJIM MOKET COCTAaBJISITh OT NpubusuTensHo 10 1o
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npubnusuTensHO 300 MI/kr. B HEKOTOPBIX BapHaHTax OocylecTBIeHHs 3P PEeKTHBHOE
konudectBo neHapumepa opmyst (I), (II), (III), (IV) unu (V) unu ero papManeBTHUECKH
NPUEMIIEMON COJIM MOKET COCTaBJIATh OT NMpuOm3uTenbHo 10 no npubnmsurensHo 100 mr/kr. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUs 3(PPEKTUBHOE KOIMUECTBO AeHApuMepa Gopmyisl (1),
(II), (1), (IV) wnu (V) wnu ero papManeBTUYECKH MPUEMIIEMOIN COJIM MOXKET COCTABIISITh OT
npubnusuTensHo 10 1o npubamsurensHo 60 MI/KT. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHSI
3¢ deKkTUBHOE KONYEeCTBO packpeiToro aerapumepa dpopmysi (1), (II), (III), (IV) wu (V) wiu
ero papMaLeBTUYECKH TIPUEMJIEMOI COJTU MOKET COCTABJISAITh OT Npubu3uTebHo 10 10
npubnusuTensHO 30 Mr/kr. B HEKOTOPBIX BapuaHTax oCyliecTBIeHUs 3PPEeKTHBHOE KOJTHYECTBO
neanpumepa (1), (IT), (III), (IV) nnm (V) MoxKeT cocTaBiATh OT NpudIU3nuTEeNsHO 20 110
npubnusuTensHo 100 MI/kr. B HEKOTOPBIX BapHaHTax OCyIIECTBICHHS 3P (PEeKTHBHOE
konmaectBo nerapumepa dopmydst (1), (II), (III), (IV) wnmu (V) mnu ero papmaneBTHIECKH
MPUEMIIEMON COJIM MOKET COCTaBJISITh MpuOmm3nTensHo 10 Mr/kr, nmpudmmsurensHo 30 MI/kr,
npubnusuTensHO 40 Mr/kr, npudmmsuTensHO SO Mr/kr, npubausuTenbHO 60 MI/KT,
npubnusuTensHo 70 mr/kr, npudmmsurensHo 80 Mr/kr, npubnusutenbHo 90 MI/KT,
npubnusuTensHo 100 Mr/kr, npubausurensHo 300 Mr/kr win npubausutensHo 145 mr/kr.
Hennpumep dopmyast (I), (II), (III), (IV) wnu (V) unu ero ¢papManeBTHUECKH TPpUEMIIEMast
COJIb MOTYT OBITh pa3pa0boTaHbl JIs1 BBICBOOOXKAEHUS aKTUBHOT'O CPENICTBA U3 TOBEPXHOCTHBIX
(YHKLIMOHABHBIX IPYII AeHAPUMeEpa. B HEKOTOPBIX BapUaHTaxX OCYLIECTBICHUS AEHAPUMED
dopmyast (1), (IT), (II1), (IV) unu (V) wiu ero ¢papMaLeBTHYECKH PHEMIIEMast COJTb
BBICBOOOXKIAIOT 3(h(peKTHBHOE KOMUYIECTBO coequHEeHust A. B HEKOTOpBIX BapHaHTax
ocywectenenus aeaapumep ¢popmyasr (1), (I1), (), (IV) umu (V) unm ero papmaneBTudecku
npUemMIeMasi COJIb MOTYT BbICBOOOXKAATh OT MPUOIU3UTENBHO | MI/KT 1O MPUOITU3UTENBHO
150 mr/kr coenuaeHust A. B HEKOTOPBIX BapuaHTaX OCyIIECTBICHUs neHapumep Gopmysr (1),
(II), (1), (IV) wnu (V) wnu ero ¢papMalieBTHUECKH IPUEMIIEMAast COJIb MOTYT BBICBOOOXIATh OT
npubnusuTensHo 1 Mr/kr go npubausutensHo 90 Mr/kr coenuHeHns A. B HeKOTOpbIX
BapuaHTax ocyuectsienus aeHapumep dpopmyast (1), (I1), (III), (IV) wnum (V) wnu ero
(hapManeBTHYECKU TIpUEeMJIEMAsi COJTb MOTYT BBICBOOOKAATh OT MPUOIH3UTENBEHO 1 MI/KT 10
npUOIU3NUTENBHO 25 MI/KT coenuHeHns A. B HEKOTOPBIX BapHaHTax OCYLIECTBICHHS ACHIPUMED
dopmyast (1), (IT), (I1D), (IV) nnm (V) wnu ero ¢papManeBTHUECKH TPUEMIIEMAsT COJTb MOTYT
BBICBOOOXKIATH OT MPUONM3HUTENBHO | MI/KT 10 pubnmsnuTtenbHo 15 Mr/kr coennnenust A. B
HEKOTOPBIX BapHaHTax ocymecTsieHus neHnpumep Gopmyisl (1), (1), (1), (IV) umu (V) nnnm
ero (hapmaneBTHYECKH pUeMIIEMast COJIb MOTYT BBICBOOOKAATh OT NpUOIU3UTENbHO 1 10

npuOm3uTenbHo 10 Mr coenuHeHust A. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHS JE€HAPUMED
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dopmyast (1), (IT), (I1D), (IV) nmm (V) wnu ero ¢papmaneBTHUECKH TPUEMIIEMAst COJIb MOTYT
BBICBOOOXKIATH OT MPUONU3UTENBHO S 10 mpubnusuTenbHo 30 MI/kr coenuHeHus A. B
HEKOTOPBIX BapuaHTax ocyinecTBieHus aenapumep Gopmynsi (1), (II), (IIT), (IV) unu (V) unu
ero (hapmaieBTHYECKU PUEMIIEMast COJIb MOTYT BBICBOOOKAATh MPUOIU3UTENBHO 3 MIY/KT,
NpUOIU3UTENBHO 4 MI/KT, TPUOJIN3UTENBHO 5 MI/KT, MPUOIN3UTEIBHO 6 MI/KT, IPHOINU3UTETBHO
7 Mr/kr, TpuOIU3UTETbHO 8 MI/KT, MPUONIU3UTETHbHO 9 MI/KT, pubnu3utensHo 10 Mr/kr,
npubnusuTensHo 11 mr/kr, npubnusurensHo 12 Mr/kr, npubausuTenbHo 13 Mr/kr,
npuOIU3NTENBHO 14 Mr/KT, NpuOIM3UTENBHO 15 MI/KT, TpuOIU3UTENHHO 16 MI/KT,
npubnusuTensHo 17 mr/kr, npubnusurenbHo 18 Mr/kr, npubnusurensHo 19 Mr/kr,
npuOIU3NTENBEHO 20 MI/KT, MPUOIU3HTENBHO 21 MI/KT, TPpUOIU3UTENBHO 22 MI/KT,
NPUOIU3UTENBHO 23 MI/KT, MPUOIU3UTENBHO 24 MI/KT, TPUOIU3UTENBHO 25 MI/KT,
NPUOIU3UTENBHO 26 MI/KT, MPUOIU3UTENBHO 27 MI/KT, TPUOTU3UTENBHO 28 MI/KT,
npUOIU3NUTENBHO 29 MI/KT, MPUOIU3UTENBHO 87 MI/KT WM PUOTU3UTENbHO 145 Mr/kr
coeAnHeHus A.

B HEKOTOpPBIX BapHaHTax OCYIIECTBICHUS, COEIUHEHNE A MOXKET XapaKTePHU30BaThCs
MIEPHUOOM TOJTYBBICBOOOXKIeHUS (HapuMep, BpeMeHeM, KOTopoe TpedyeTcst st
BBICBOOOXKIIEHHS U3 ACHAPUMEPA TMOJOBHUHBI KOJIMUECTBA COENTUHEHNS A) OT MPUOIU3UTENBHO |
yaca 10 npubausuTenabHo 360 yacoB. B HEKOTOPBIX BapuaHTaxX OCYINECTBJICHUS COeNUHEHHE A
MOJKET XapaKTepU30BaThCsl MEPHUOIOM IOTYBBICBOOOXKIEHHS OT NMPUOIU3UTENBHO 2 YacOB 10
npuOIM3UTENBHO 72 4acoB. B HEKOTOPBIX BapHaHTaX OCYIUECTBICHUS COEIUHEHNE A MOXKET
XapaKTePU30BaThCs MEPHOIOM TIOJTYyBBICBOOOIKAECHUS OT MPUOIM3UTENBHO 5 4acoB 10
npuOIU3NTENBLHO 36 YacoB. B HEKOTOPBIX BapUAHTAX OCYIIECTBIEHHS COENUHEHHE A MOXKET
XapaKTePU30BATHCS MEPUOIOM MOJTYBbICBOOOKIEHHS OT NMPHOJIM3UTEIBHO 12 4acoB 10
npubnu3uTensHO 30 yacoB. B HEKOTOPBIX BapHAHTAX OCYINECTBIIEHHUS COETUHEHHE A MOJKET
XapaKTePU30BATHCS MEPUOIOM MOJTYBBICBOOOKIEHHUS OT NMPHOJIM3UTEIBHO 16 10
npud3uTeNbHO 30 yacoB. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUS TEPUOL
noJyBbicBOOOKIeH!s onpenessitoT ipu pH 7,4 8 PBS-0ydepe ¢ 10% DMA npu 37°C. B
HEKOTOPBIX BAPHAHTAX OCYINECTBJIEHHUS MEPHOJ MOJYBBICBOOOKIEHUS onpenenstoT npu pH 4,5
B 0,1 M numonHoi#t kucnote npu 37°C. Cniennaauct B JaHHOH 00J1aCTU CMOKET OTPENeTUTh
CKOPOCTb BBICBOOOKACHUS COETMHEHUS A i7 Vilro , Cleays IPOTOKOJIaM, U3JIOKEHHBIM B
npumepax 11, 12 u npumepe 14.

B HeKOTOpPBIX BapHaHTax OCYIIECTBICHUS NIEPUO TIOTYBBICBOOOKIACHHUS i71 Vilro
onpenesttor ipu pH 7,4 B PBS-6ydepe ¢ 10% DMA npu 37°C, xak onrcano B nmpumepe 11. B

HEKOTOPBIX BapHAHTAX OCYINECTBJIEHUs OT npuoamn3urensHo 20 no npubnusutensHo 80%
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coennHeHUs1 A BbICBOOOXKIaeTcs yepe3 npudausurensHo 6 yacos npu pH 7,4 8 PBS-Oydepe ¢
10% DMA npu 37°C. B HEKOTOpBIX BapHaHTaxX OCYLIECTBIEHHs, mpuonmmuzuTensHo 80%
coennHeHus: A BbICBOOOXKIaeTcs yepes npudausurensHo 6,5 yaca npu pH 7,4 B PBS-Oydepe ¢
10% DMA npu 37°C. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS NMPpUOIN3UTEIbHO 5S0%
coenuHeHus1 A BBICBOOOXKIAaeTCst yepes npuonusutesbHo 6,5 yaca npu pH 7,4 8 PBS-Oydepe ¢
10% DMA npu 37°C. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHs MPUOIM3UTENBHO 6%
coenrHEHUs1 A BbICBOOOXKIaeTcs yepe3 npudausutenbHo 6,5 yaca mpu pH 7,4 B PBS-Oydepe ¢
10% DMA npu 37°C. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS MPUOIH3UTENBHO 4%
coenrHEHUs1 A BICBOOOXKIaeTcsl yepe3 npubdausurenpHo 6,5 yaca npu pH 7,4 B PBS Oydepe ¢
10% DMA npu 37°C. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS MPHOIU3UTENBHO 24%
coenrHEHUs1 A BbICBOOOXKIaeTcs yepe3 npudamsurenbHo 6 yacos npu pH 7,4 B PBS-Oydepe ¢
10% DMA npu 37°C.

B HEKOTOpPBIX BapHaHTaxX OCYIIECTBICHUS NIEPUO] TIOTYBBICBOOOKACHHUS i71 Vilro
onpeaenstoT npu pH 4,5 B 0,1 M numonHo#t kuciore npu 37°C, kak onucaHo B npumepe 12. B
HEKOTOPBIX BAPHUAHTAX OCYINECTBJIEHUS OT MPUOIM3UTEIBHO 3 10 npuOmm3uTensHo 80%
coennHEeHUs1 A BbIcBOOOXKIaeTcs uepe3 npudnusurensHo 7 aaeit npu pH 4,5 8 0,1 M numonHOM
kucyore rpu 37°C. B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUS NMPUOIM3UTENBHO 63%
coennHeHus1 A BbIcBOOOXKIaeTcs yepes npudausurensHo 7 aueit npu pH 4,5 B 0,1 M numonHoOM
kucyore rmpu 37°C. B HEKOTOPBIX BapHaHTaxX OCYINECTBJIEHUs NPpUOIM3UTenbHO 30%
coenuHeHus1 A BBICBOOOXKIaeTcst yepes npuonusurensHo 7 aueit npu pH 4,5 B 0,1 M numMoHHOi
kucyore npu 37°C. B HEKOTOpBIX BapuaHTax OCYILIECTBJIEHUS TPUOIM3UTENBHO 3,6%
coenrHeHus1 A BbICBOOOXKaeTcs: yepes npubausurenbHo 7 auedt npu pH 4,5 8 0,1 M ntumMoHHOM
kucyore mpu 37°C. B HEKOTOPBIX BapUaHTaX OCYINECTBJIEHUs NMPUOIM3UTENbHO 81%
coenrHEeHUs1 A BbICBOOOXKIaeTcst uepes npubnusurenbHo 7 auet npu pH 4,5 B 0,1 M numoHHOM
kucyote nipu 37°C.

B HexoTOpbIX BapHaHTax OCYLIECTBJIEHMs, PACTBOPUMOCTD A€HIPUMEpPA MOXKHO U3MEpPSTh,
cienysl MPOTOKOJIaM, U3JIOKEHHBIM B ITpuMepax 15 u 16. B HeKOTOpBIX BapuaHTax
OCYIECTBIIEHHSI pacTBOPUMOCTh neHapumepa npu pH 7,4 8 PBS-0ydepe ¢ 10% DMA
cocTaBJsieT OT npuoOaM3uTeabHO 120 10 160 Mr/mii. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIICHHS
pactBopumocTs aernpumepa npu pH 7,4 8 PBS-Oydepe ¢ 10% DMA cocrasisier
npubnu3nuTeNnbHO 125 Mr/mit. B HEKOTOPBIX BapUaHTax OCYILIECTBICHUS PACTBOPUMOCTD
nenapumepa ripu pH 7,4 B PBS-6ydepe ¢ 10% DMA cocraisier npubnusurensHo 153 mr/mi. B
HEKOTOPBIX BApUAHTAX OCYIIECTBIIEHUS] pACTBOPUMOCTH neHapumepa npu pH 7,4 8 PBS-0ydepe

¢ 10% DMA cocrasisier npubnusutenbHo 142 mMr/min. B HEKOTOPBIX BapuaHTax OCYLIECTBICHUS
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pactBopumocTs neHapumepa npu pH 7,4 8 PBS-Oydepe ¢ 10% DMA cocrasnsier
npubnu3uTensHo 158 Mr/mut.

B HexOoTOpbIX BapHaHTax OCYLIECTBJIEHUs] PACTBOPUMOCTD AeHapumepa ripu pH 4,5 B
0,1 M TMMOHHOH KHCJIOTE COCTABIIsIET OT npubnusurenbHo 120 no 166 mr/mi. B HekoTopbIx
BApPHAHTAaX OCYLIECTBJIIEHUs pacTBOPUMOCTD aAeHapumepa npu pH 4,5 B 0,1 M numonHON
KHCJIOTE COCTABJISIET MPUOTU3UTENHHO 162 MI/Mil. B HEKOTOPBIX BapuaHTaX OCYIIECTBIICHUS
pactBopuMocTb AeHapumepa rnpu pH 4,5 B 0,1 M 1MMOHHO! KUCIIOTE COCTABIISAET
npubnu3nuTensHO 141 Mr/mit. B HEKOTOPBIX BapUaHTax OCYLIECTBICHHS PACTBOPUMOCTh
nenapumepa ipu pH 4,5 B 0,1 M TUMOHHOM KHUCIOTE COCTaBsieT npubdausureabHo 157 mr/mi. B
HEKOTOPBIX BaPUAHTAX OCYLIECTBIEHUS PACTBOPUMOCTb AeHapumepa npu pH 4,5 8 0,1 M
JMMOHHOH KHCJIOTE COCTABISIET MPHONMU3HTENbHO 121 Mr/mut.

B HekOTOpBIX BapHaHTax OCYIIECTBICHUS PACTBOPUMOCTD JeHIpHMepa B Oydepe Mak-
Uneeitna npu pH 4 cocrasnser npudnmurensHo 0,189 1/r. B HekoTopbIX BapuaHTax
OCYIIECTBIIEHHsI PACTBOPUMOCTD ieHApuMepa B Oydepe Maxk-IMnsetina npu pH 5 cocraBnsier
npubnusutensHo 0,224 1/t

TepmuH “cyObeKkT” mpeaycMaTpUBaET TEIJIOKPOBHBIX MIIEKOIUTAIOLINX, HATIPUMED,
PUMATOB, COOAK, KOIIEK, KPOJIMKOB, KPbIC U MbIlIel. B HEKOTOPBIX BapHaHTax OCYILIECTBICHUS
CyOBeKT IpeAcTaBisieT co0Ool npruMara, HarpuMep, 4ejoBeka. B HeKOTOphIX BapuaHTax CyOBEKT
CTpajaeT OT paka WM UMMYHHOTIO HapylLIeHHs. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS
CyOBEKT Hy»KaeTCsl B JIeUeHUHU (HarnpuMep, CyObeKT OyAeT mosny4ars OUOJOrHYeCcKYIO Uln
MEIUIMHCKYIO TTOJIb3Y OT JiedeHus1). B HeKOTOpBIX BapHaHTax OCYILIECTBICHHS CyOBEKT
CTpajiaeT OT paka. B HEKOTOPBIX BapUAHTAX OCYIIECTBICHHS CYOBEKT CTPAJaET OT pakKa,
nojoxurenabHoro no EGFR-M (Hanpumep, HEMENKOKIETOYHOTO paka JITKOro). B HEKOTOphIX
BapHaHTaX OCYILIECTBJIEHUs pak, nojoxxutenbHbiil o EGFR-M, xapakrepusyercs
npeumyiecTseHHo T790M-nonoxuTenbHON MyTanuel. B HEKOTOpBIX BapuaHTax
OCyIIeCTBIIEHUs pak, nonoxkurenbHelii o EGFR-M, xapakrepusyercss npeuMyIieCTBEHHO
T790M-otpunatensHOM MyTanued. B HEKOTOPBIX BapUaHTaX OCYIIECTBIEHUS CYOBEKT CTpaaaeT
OT reMaToJIOrHUeCKOro (Harpumep, TUM(OM, JTeHKO30B) HIIH COJTUAHOTO 3JI0KAY€CTBEHHOTO
HOBOOOPA30BaHMsI, TAKOTO KaK, Hampumep, ocrpas numdodnactaas mumpoma (ALL), ocTpsrit
MUeNnoreHHsli neiko3 (AML), xponndeckuii tumbonnrtapusbii aeiko3 (CLL), Menkoknerodnas
mamponurapras mumdoma, (SLL), xpoHuueckuii muenorenHsli etiko3z (CML), ocTpbrii
MOHOLIMTAPHBIN Jieiiko3 (AML), MHOKeCTBeHHAs MUeIOMa, JInM(pOoMa U3 KJIETOK MAHTUHHON
30HbL, Aud¢y3Has B-kpynHoknerounas numpoma (DLBCL), numdoma bepkurra,

HEXOJDKKUHCKast TuMpoma, GosumuKyIspHast TuM(pomMa U COTUIHBIE OMyXOJIH, HAIIPUMeED,
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HeMmenKokJieTouHbIi pak jierkoro (NSCLC), menkoxkierounsiii pak jerkoro (SCLC), pak
MOJIOYHOM 3KeJIe3bl, HelipoOacToMa, pak MmpencTaTeIbHOMN JKeJie3bl, MeJIaHOMa, Pak
NOJKEJTY AOYHOM XKeNe3bl, pak MaTKH, paK SHJOMETPUS U PaK TOJICTON KUIIKH.

Bripaskenus “MHruOupoBath”’, “UHruOMpoBaHNE” WIN “OCYIIECTBICHUE HHIUOUPOBAHUS
IpeyCMaTPUBAIOT CHI)KEHUE OMOJIOrMUECKON aKTUBHOCTH T ITPOLIECCa OTHOCUTEIBHO UX
AKTUBHOCTH HA UCXOIHOM YPOBHE. B HEKOTOPBIX BapHaHTAX OCYIIECTBJICHUS ACHIPUMEPHI
dopmyast (1), (IT), (II1) wnu (IV) uarudupyror Bel-2 w/unm Bel-XL.

29 ¢

BripaxkeHnus “neuenue”, “ocyliecTBlIeHUE JIeUeHUs U “JeueHue’ MpeaycMaTpUBaOT
CHIDKEHHE WM UHT'MOMPOBAaHUE aKTUBHOCTH (pepMeHTa min Oenka, cBsizaHnHoro ¢ Bel-2 n/unm
Bcl-XL unm pakom, y cyObekTa, obsierdeHne OQHOTrO HITH HECKOJIbKUX CUMIITOMOB paka y
cyOBeKTa WIN 3aMeJIeHNe UM OTCPOUKY IPOrPECCUPOBAHNS paka y cyObekTa. Beipaxxenus

2%

“JeueHue”’, “OCylIeCTBJICHUE JIeUEHUsT U “JieueHue” TakKe MpelyCMaTpUBAIOT YMEHbIIEHUE

WJIM MTHTUOMPOBAHUE POCTA OMYXOJIM HITH MPOJU(EpaIi PAKOBBIX KIETOK Y CYOBEKTa.

IIpumepsl

ACHEKTBI HACTOALIETO N300PETEHUSI MOTYT OBITh TOTIOJTHUTENBHO ONPENEIIeHbI C
MIOMOIIBIO CCBUIKH Ha MPHBEIEHHbBIE Jlajiee HEOrPAaHUIHBAIOINE IPUMEPBL, B KOTOPBIX
noApOOHO OMHMCAHO MOJYYEHHE ONPEEIEHHBIX COSAMHEHNH 1 MTPOMEKYTOUHBIX COENMHEHHH O
HACTOSIIEMY H300PETEeHHIO, a TAKXKe CIIOCOObI MPUMEHEHHSI COeIMHEHNH 110 HACTOSALIEMY
n3o0petenuo. Cnennanucram B JaHHOH 00JacTi OyA€T O4E€BUAHO, YTO HA MPAKTHKE MOTYT
OBITH OCYIIECTBJICHBI MHOTHE MOAN(UKALINY, KaK MaTEPHAIIOB, TaK U CIIOCO0OB, Oe3
OTCTYIUIEHHUS] OT 00beMa HACTOSLIETO N300PETeHUSI.

Ecnu He yka3zaHO uHOE:

(1) BCE CHHTE3bI MPOBOJIUIIN TP TEMIIEPATYPE OKPY KArOIIEH Cpebl, T. €. B
nuanaszoHe ot 17 no 25°C, u B arMocepe HHEPTHOTO ra3a, TAKOro Kak a30T, €CJIU He YKa3aHO
WHOE;

(1)  mpouenypsl BEIMAPUBAHKS MPOBOIUIN OCPEACTBOM POTALIUMOHHOTO
BBIMTAPUBAHUS TPH MOHIKEHHOM JaBJICHUH C PHUMEHeHneM obopyaoBanus Buchi wiu
Heidolph;

(111)  mUOUIMBAIMIO TPOBOIWIH C IPUMEHEHHEM CUCTEMbI CYOIMMAIIMOHHON CYIIKH
Labconco FreeZone 6 Plus;

(lv)  mpouemypbl OUUCTKH MOCPEACTBOM SKCKIFO3UOHHOM XpoMaTorpaduu mpoOBOAUIH

C IPUMEHEHUEM KOJIOHOK, 3aNOJHEeHHBIX rpaHyiamu Sephadex LH-20;
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(v) npernapaTuBHyO Xpomarorpaduto nposoawm Ha cucreme Gilson Prep GX-271
co cbopom, 3amyckaeMbiM Y @-natunkom, ¢ npuMeHeHneM kononku Waters XBridge BEH C18
(5 MM, 30 x 150 mm);

(vi)  mpoueaypbl OYUCTKH TOCPEACTBOM yIbTPa(QUIBTPALIMH TIPOBOIUIIH C
NPUMEHEHHEM NTPUBOIHON CUCTEeMBI IecTtepeHdaToro Hacoca Cole-Parmer, nprcoeqnHeHHOM K
memGpanoii kaccere (Merck Millipore Pellicon 3, 0,11 m?, 10 k/1a).

(vii) AQHAJIUTUYECKYIO XpOMATOrpaduio MPOBOAMIIN HA CENMAPALIUOHHOM MOJIYJIe
Waters Alliance 2695 ¢ PDA-o0HapyskeHueMm;

(vill) 3HauYeHUs BbIXOJA, €CJIU OHU MPUBOJSATCS, He 003aTENILHO SIBIISTFOTCS
MaKCHUMAaJIbHO JIOCTUTa€MbIMU;

(ix)  OOBIMHO CTPYKTYPBI KOHEUHBIX MTPOAYKTOB JEHIPUMEPOB MOATBEPIKIAH C
noMoupro AMP-criekTpoCcKkOnuy; 3HaYEHNUS] XUMUYECKOTO CIBUTA B 'H u YF AMP A3MEPSIIIN 10
AeNbTa-1IKae, [CIeKTPhbl MPOTOHHOTO MArHUTHOTO PE30HAHCA ONPEAEIISUIN C IIOMOLIBIO
ycTpoiictBa Bruker Avance 300 (300 MI 11)]; u3MepeHus MPOBOAWIN MIPH TEMIIEPATYPe
OKpY>Karollel Cpenbl, €ClU He yKa3aHo uHoe, npu 1H AMP npumeHsnn nuk 0CTaTOYHOTO
pPacTBOPUTENS KaK BHYTPEHHUH CTAHIAPT U MCIIOJIb30BANN CIENYIOIINE COKPALIEHHUS: S, CHHIJIET,
d, nyOner; t, Tpurier; g, kBapreT, m, mysabturuier, dd, nyoner nybneros; ddd, nybner nybnera
nyOseros; dt, nyOser TpumieTos; br s, LTUPOKUIN CHHIJIET;

(x) OOBIYHO KOHEUHBIE NPOAYKTHI, IPEACTABISAI0OINE COO0H NEHIPUMEDPBI, TAKKE
xapakrepuszoanu nocpeacrsom HPLC ¢ npumenenuem cenapaiimonHoro Moayist Waters
Alliance 2695 ¢ PDA-o6Hapy»eHnem, mpucoequHeHHoro oo k komonke Waters XBridge C8
(3,5 mMxMm, 3 x 100 mm), mubo k kojioHke Phenomenex Aeris C8 (3,6 mxm, 2,1 x 100 mm);

(xi)  YHCTOTY MPOMENKYTOYHOTO COSAMHEHUS OLEHUBAJIH C TIOMOIIBIO MacC-
CIIEKTPOCKOMUH TocJe x)unkoctHoi xpomarorpaduu (LC-MS) ¢ mpumenennem Waters UPLC,
OCHaIIEHHOM Macc-criektpomerpoM Waters SQ (temneparypa kosonku 40°C, V@ = 220-300 um
unu 190-400 HM, macc-cniekTpoMeTpust = ESI ¢ nepeximouenneM pexxuma
MIOJIOXKUTETBHOIN/ OTPULIATEIbHONW HOHU3ALHH), TPH pacxone 1 MII/MUH ¢ IPUMEHEHUEM CUCTEMBI
pactBopureneit ot 97% A + 3% B no 3% A + 97% B B reuenne 1,50 mun (ob1mee Bpemst
aHaJIM3a ¢ YPaBHOBEIIMBAHHEM OOPATHO A0 UCXOMHBIX YCIOBUH U T. A. — 1,70 MuH), rne A =
0,1% mypasbuHast kuciora wiu 0,05% TpudropykcycHast KHCIOTa B Bo€ (1151 KHCIIOTHOH
obpabotkn) win 0,1% ruapoxkcu aMMOHHS B Boze (111 OCHOBHOMN 00paboTku) u B =
alleTOHUTPUIL. B cirydae KucnoTHOro aHanmsa npuMeHsin kKoJoHky Waters Acquity HSS T3
(1,8 MkM, 2,1 x 50 MM), B cllydae OCHOBHOT'O aHaJIM3a MPUMEHsIN KoJoHKy Waters Acquity BEH

C18 (1,7 mxm, 2,1 x 50 mm). B xauectse ansrepHatusel UPLC npoBoauiu ¢ npuMeHeHueM
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Waters UPLC, ocHaienHol Macc-criektpomerpom Waters SQ (Temneparypa kosouku 30°C,
Y@ =210-400 uM, macc-ciekrpomeTtp = ESI ¢ nepekntouenuem pexuma

NOJIOXKUTEIBHOI/ OTpULIATEIbHON HOHHU3ALNN), TPU pacxoae | MiI/MUH ¢ npuMeHEeHHnEM
rpaguenTa pacrsoputens ot 2 1o 98% B B Teuenue 1,5 mun (oOuiee Bpemst aHanu3a ¢
ypaBHOBEIIMBAHUEM OOPATHO IO UCXOAHBIX yciIoBUil — 2 MuH), rae A = 0,1% mypaBbuHas
kucyora B Boxe u B = 0,1% MypaBbuHas KUCJIOTA B ALIETOHUTPUIIE (7151 KUCJIOTHON 00paboTKN)
wi A = 0,1% rugpokcu aMMOHUS B Bojie U B = aneToHuTpuu (711 OCHOBHOM 00padoTku). st
KHCJIOTHOTO aHaIM3a nmpuMeHsun koslonky Waters Acquity HSS T3 (1,8 mxwm, 2,1 x 30 mm), s
OCHOBHOT'O aHaM3a npuMeHsu koyoHky Waters Acquity BEH C18 (1,7 mxm, 2,1 x 30 Mmm);
IIPUBEIEHHBIM MOJIEKYJISIPHBIN HOH cooTBeTcTBYeT [M+H]+, ecnu He ykazaHo nHoe; st
MOJIEKYJ ¢ Heckoibkumu nzotonamu (Br, Cl u 1. 1.) npuBeneHHOE 3HAUEHUE MTPENCTABISET
co0oli 3HaUeHUe, MOJMYYEHHOE ¢ HanOOJbIel HHTEHCUBHOCTBIO, €CITH HE YKa3aHO HHOE,

(xil)  OBLIM UCTIONB30BAHBI CIEAYIOIINE COKPAILEHHS:

ACN ALETOHUTPUII

BHA OeH3rHIPIIAMUH

BOC mpem-Oy THIIOKCUKapOOHII

CoA cepTU(UKAT COOTBETCTBUS

DGA JUTIMKOJIEBAsi KUCJIOTA

DIPEA JTUU30NPONUIITHIIAMUH

DMF auMeTHIpopMamMun

DMSO ITUMETHICYIb(OKCUTT

FBA 4-propOensoliHast KHCIOTa

Glu rJIyTapoBasi KHCJIOTA

HP-B-CD THIPOKCUIIPOTTHI-0eTa-IINKIOAEKCTPUH
MeOH METaHOI

MIDA METUIMMUHOAUYKCYCHAsT KUCJIOTA
MSA METaHCYJIb(OHOBAS KHCIIOTA

MTBE METHJI-TPeT-Oy THIIOBBIH 3hup

MW MOJIEKYJISIPHAsT Macca

NMM N-merunmopdoanH

PBS 3a0ydepennslit pocdarom GU3NOIOrHUECKH PacTBOP
PEG MOJIN3 TUJIEHTJIUKOJIb

PTFE nouTeTpadTOPITHUIICH
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PyBOP 6enszoTpuazon- 1 -mi-okCUTpunuppoIuInHop ochoHms
rekcadropdocdar
QS/gs CKOJIBKO HYKHO (KOJIMYE€CTBO, KOTOPOE HEOOX OAMMO)

SBE-B-CD  cyabdobytunosiii 3dup Oera-muknonekcrpuna (Captisol®)

TDA THOAUTIUKOJIEBAs] KUCIOTA
TFA TPUPTOPYKCYCHAST KHCIIOTA
WFI Boma juisi uHbeKIuii, WFI

ITpumensiemelii B npumepax TepMuH "BHALys" orHocurcs k 2,6-nuamuHo-N-

OeH3rHIpIIITeKCAaHAMUTY, CBsI3aHHOMY ¢ Tu3uHOM. BHA xapaktepusyercsi CTpyKTypOW:

Ve

rae * o003Ha4aeT KOBAJIEHTHYIO CBSI3b CO CTPYKTYPHBIM OJIOKaMu B BUE u3nHA. TepmuH "Lys"

OTHOCHUTCS K CTPYKTYPHBIM 3BEHBSIM ICHAPUMEPA U XapPAKTEPU3YETCS CTPYKTYPOI:

o
H
#\.I'J\ﬁ/H\/\/ N
o

B KOTOPOH # 0003Ha4aeT KOBAJIEHTHYIO CBsI3b ¢ aMUHHBIM (pparmenTom BHALys mu
aMMHO(pParMeHTOM CTPYKTYpHOro 3BeHa Lys, a + 0003Ha4aeT KOBaJIEHTHYIO CBsI3b C
KapOOHMJIBHBIM (PparMeHTOM CTPYKTYpPHOTO 3BeHa Lys min KoBaJeHTHYIO ¢Bsi3b ¢ PEG mnn
JUHKEPOM, PUCOETUHEHHBIM K aKTUBHOMY CPEZICTBY.

Jlnst ynoOcTBa B Ha3BaHKE ACHAPUMEPA BKIFOUYEHO TOJIBKO MOBEPXHOCTHOE MOKOJICHUE
CTPYKTYPHBIX 3B€HBbEB B JCHIpUMEpax U3 npumepoB. Kpome Toro, cuiMBon § B Ha3BaHUH
OTHOCHUTCSI K TEOPETUYECKOMY UUCIY E-aMMHOTPYII, JOCTYNHbIX /Uit KoHbtoranuu ¢ PEG, a
CHMBOJI T B HA3BaHWU OTHOCHUTCS K TEOPETUIECKOMY YHCITY Q-aMHHOTPYIII HAa ACHAPUMEDE,
JOCTYMHBIX JIJIs1 KOHBIOTALUH C IUHKEPOM, IPUCOEUHEHHBIM K aKTUBHOMY CPEJICTBY,
COOTBEeTCTBEHHO. B kauecte npumepa Hassanue "'BHALys[Lys]s»i[a-TDA-coenunenue A]s,[e-
PEG2100, 2200]321" OTHOCHUTCS K IEHAPUMEDPY NATOrO NokoseHus ¢ sapom BHALYys,
CTPYKTYPHBIMHU 3BE€HBbSIMU Lys Ha TOBEPXHOCTHOM (TIATOM) CJIO€, IPUMEPHO 32 MOJIEKYIaMu
coeiuHEeHNs] A, KOHBIOTMPOBAHHBIMU C 0-AMUHOTPYIIIIAMU MOBEPXHOCTHBIX CTPYKTYPHBIX

3BEHbEB B BUAE LyS C MOMOIIBIO INHKEPOB, MPEACTABISIOINX COO0I THONNYKCYCHYIO KUCIIOTY,
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npumepHo 32 rpynnamu PEG co cpenneit monexynspHoit Mmaccoii ot 2100 no 2200,

KOHBIOTUPOBAHHBIMHU C E-aMUHOTPyMIIaMU MOBEPXHOCTHBIX CTPYKTYPHBIX 3B€HbEB B BUJIC Lys

IIpumep 1. ®Pusnko-xumnveckue cooiicrea 4-(4-((R)-(4'-xsopoudpenni-2-
uia)(ruapoxkcu)mMerua)nunepuaun-1-mi)-N-(4-((R)-4-((2-ruapoxkcudITHIT)(METHI)aMHHO)-1-
(peHnITHO)OyTAH-2-HIAMHUHO)-3-

(Tpudropmernicyabdonmi)dpennicyibGoaun)deHzamuaa (coexuHenue A)

cl (coenunaeHue A)

Cunres coenunenuss A mnsnokeH B rmareure CIITA Ne 9018381.

Hoayuenue coeounenus A, hopmor B

Cycnensuro HeounteHHOro coennHenust A (900 r) B DMSO (450 mn) u sTanone
(2250 min) nepemermmBanu mpu S0°C o nojay4deHus: pactBopa. PacTBop mpomyckaau yepes
BCTPOEHHBIH (uibTp U Harpesamu A0 60°C. K pacTBopy Ha MpOTsDKEHUH 35 MUHYT 100aBIISLTH
AHTHPACTBOPUTEID, MPENCTABIIAIOMIIHA co00i 3Tano (2700 mu). [Tocne Toro, kak nobaBieHue
ObLIO 3aBepIIeHO, pacTBOp oxyaxaanu 1o S0°C, Beoawu 3aTpaBky Gopmbl B coenmaenns A
(18 r) u B36anTeIBAM TpU S0°C B Teuenue 18 vacos. 3atem mapturo oxiaxnanu 1o 20°C ¢
JIMHENHbIM OHMXEHHEM TeMIIEpaTypbl Ha MpoTskeHuu 17,5 vaca u Beigepskusanu npu 20°C B
TE4YeHHUE OTIOHUTENbHBIX 4,5 "aca. [Tomy4yeHHOe TBEpIOE BEIIECTBO COOMpany GUIbTpanueH,
npombIBaH 2-51 mopuusiMu 3taHoda (1350 v u 1350 mu). IonydeHHOE TBEPIOE BEIIECTBO
BoIcymuBanu B ieun (40°C, 5 mGap) ¢ nonyuenuem popmsl B coenunenns A (764 r, BbIXOn

81,49%). Mudpakrorpamma XRPD s popmer B coennaenns A npencrasineHa Ha purype 2.

Pacmeopumocmo
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Coenunenne A xapakTepu3yeTcs O4eHb HU3KOIH paCTBOPUMOCTBIO B BOZE, O YEM
CBUJIETENIbCTBYIOT IaHHbBIE, MpUBeIeHHbIE B Tabnulie 1. PacTBOpUMOCTD sIBNIsieTCS HU3KOM BO
BceM auarnasoHe ¢pusnonorudeckoro pH, pH 4-9. ®opma B saBnserca Haubonee crabunbHON
KpHCTAJUTNUECKON (popmoii coenuHeHust A, 0OHApyKEHHOW K HACTOSIIEMY BPEMEHH, TIPH STOM
naHHast (popMa XapakTepusyercst cinabbIM cMauynuBaHUeM U pacTBopeHueM. C 1esbo
OOHapy KeHHsI COJU C YIYYIIEHHBIMH KHHETHYECKUMH TTapaMeTpaMy PACTBOPEHHUS TIPOBOIIIIN
CKPHHHUHT COJIEH, HO KPUCTAJTHUECKYIO (POPMY COJIM HE UACHTU(PHULUPOBAIIH.

PactBopumocTs coenunenust A (popma B) onpenensisiu B Boae v MPOMUIEHTITHKOJIE.
PacTBOpUMOCTB Onpenesnsm ¢ MPUMEHEHHEM CIIOC00a BCTPSIXUBAEMOMN KOJIOBI, OCTABJISIS
JIEKApCTBEHHOE BEIIECTBO YPABHOBELINBATHCS IIPH KOMHATHON TEMIIEPATYPe B TEUEHHE
24 4acoB, IPU 3TOM HAJIMYHE HEKOTOPOTO KOJMYECTBA OCaAKa BO (PJIaKOHAX YKa3bIBAJIO HA
NPUCYTCTBUE N30BITKA JIEKAPCTBEHHOTO BeIlecTBa. PacTBOpHI IeHTpU(yruposau ¢
NpUMEHEHHEM yibTpaueHTpudyru B Teuenue 30 mud npu 40000 06/MuH, cyniepHaTaHT
NEPEHOCHIIN B HOBYIO LIEHTPUYKHYIO IPOOUPKY U HEHTPU(PyrupoBasii B TCUCHNUE
nornonHATENbHBIX 30 MuH nipu 40000 06/mMuH. CynepHaTaHT HAa OCHOBE MPOIUJICHTJIUKOIIS 3aTeM
aHay3upoBau ¢ npumeHeHueM crocoda UV-HPLC. BonHelii cynepHaTaHT nepen
NPOBEIEHUEM aHAJIN3a MOABEPTaIH YIbTPALECHTPUPYTUPOBAHUIO B TPETUH pa3. Pe3ynbpTarhl

npuBeneHs! B Tabmune 1.

Ta6sauna 1. /laHHbIE 0 PACTBOPHMOCTH KpHCTAJINYecKol (popmbl B coennHeHust A

PacTBopuTenn Koneunsrnii pH PacTtBopumMocThb (Mr/mJ)
Bona 8,7 <IMxr/mi*
IIponunenraukonas - 6,12 mr/mn

*TodHoe M3MepeHHe PAaCTBOPUMOCTH COEIUHEHHS A B BOJAE NPEACTABISIET COOOH CEePbE3HYIO
npodJeMy 1o CIAETYIOIUM MPUIUHAM.

1) PacTBopuMOCTD sIBIISIETCSI KpaiiHe HU3KOH, M MpH NMEPEeHOCE PACTBOPOB U3 LEHTPU(YKHBIX
¢nakoHoB B mumeTku/¢prakonsl st LC U T. . BIOJHE BEPOSATHO, YTO HEKOTOPOE KOJIMYECTBO
COEAMHEHUs] A  TepseTCsl BCIENCTBHE CBSA3BIBAHHMS CO  CTEKJSTHHBIMU/TIIIACTUKOBBIMH
KOMITOHEHTaMHU.

2) CoenuHeHne A SIBISIETCS YyBCTBUTEIBHBIM K CBETY, M IPH TAKOW HHU3KOH KOHLEHTPAaLUU
CKOPOCTb PA3JIOKEHMs MOA ACHCTBUEM CBETA CTAHOBUTCSI 3HAYMMOW. XOTs NMPEANPUHUMAINCH
MOMNBITKM CBEACHUs] K MUHUMYMYy KOJMYECTBA CBETA, BO3JEHCTBUI0 KOTOPOIO MOABEpraycs
BOAHBIN PaCTBOP, HE3HAYUTEIBHOE KOJIMYECTBO CBETOBOIO BO3AEHCTBUSA MOIJIO B 3HAYUTEJILHOU

CTCIICHU IOBJIUATH Ha MOKA3aTCJIb PpAaCTBOPUMOCTH.
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LogD

JlunoduneHOCTh (LOgD) coennuenus A n3MepsAnn ¢ NPUMEHEHUEM METOIUKI
BCTPSIXMBAEMOM KOJIOBI C OKTaHOJIOM/BOOM. [IpuMeHsieMblit BOIHBINH PaCTBOP MPENCTABIISI
coboit 10 MM Hatpuii-dpocdarusiii 6ydep ¢ pH, noBenennsm 1o 7,4. B kauectse
OPTaHUYECKOTO Pa3AeISIFOINEro CJIos MpUMEHsUTH okTanou. Criocob Obut BamuauposaH st log D
B AuamnasoHe ot -2 a0 5,0. U3mepennoe 3nauenue LogD nyst coenmuuenust A cocTaBisiio >3,5,

YTO YKa3bIBa€T Ha TO, UYTO 3TO BI::ICOKOJ'II/IHO(bI/IJ'IbHaﬂ MOIJICKYJIA.

Ilponuxarowas cnocoonocms ¢ ucnonvzosanuem Caco2

Knetounsie muann Caco-2 MpOUCXOIAT U3 KOJOPEKTAIBHOH aJeHOKaPLIMHOMBI YeJIOBEKA.
B cnydae noceBa ¢ npuMeHeHHEM OOINENPUHATHIX YCIOBHH KYJIBTUBHPOBAHUS KIETOK
muddepeHnmanus u 00pa3oBaHUE IJIOTHBIX MOHOCIIOEB KJIETOK (Ha MOPUCTHIX
noJIMKapOOHATHBIX MeMOpaHax) nearoT kieTkn Caco-2 MOX0KUMH Ha KUIIIEYHbIE
(BcacoBaromue) suTeporuThl. Kitetku Caco-2 skcnpeccupyroT nemblii psa 3¢ IFOKCHBIX
TPAHCIIOPTEPOB, BKIIOYast 00K | MHOJKECTBEHHOM JIEKapCTBEHHOH YCTOMYNBOCTH YEJIOBEKA
(hMDR1), 6emnok 2, accounnpOoBaHHbBIN ¢ MHOXKECTBEHHOMN JIEKAPCTBEHHON YCTOWYHBOCTHIO
yenoBeka (hMRP2), u Genok ycroitunBocTy paka MosiouHoH skene3bl yenoseka (hBCRP). s
OLIEHKH MPOHUKAIOIIEH CIOCOOHOCTH U BBIBEIEHHSI HOBBIX XUMUYECKUX COEUHEHUH KJIETKH
Caco-2 mpumensuiu B popmare 96-1yHOYHOrO ruiaHmeTa. JlaHHbIe TOTyYalii MOCPEICTBOM
cranpaptHoit LC-MS/MS, oqHako HUKaKuX 3HaUYeHHH He nony4win. [lo-Bugumomy, rmioxoe

oOHapy:keHre 00yCIIOBJIEHO OTPAHMYEHUSIMU PACTBOPUMOCTH COSTMHEHUS A

Casa3biBaHue ¢ OeJIKaMU IJ1a3Mbl KDOBU

Casi3piBaHue ¢ Oenkamu y coequHeHns1 A (TPUTOTOBJIEHHOTO B BHJIE HCXOIHBIX
pactBopoB B DMSO 1 BBEAEHHOTO B IJ1a3My KPOBHU IMPH HOMHHAJIBHBIX KOHLIEHTPALHSIX
unkyOanuu 0,1, 1, 10 u 100 MKMOJTB/JT) OLIEHUBAJIM B OOBEIHHEHHOUN 3aMOPOKEHHOM TIa3Me
KPOBH, MOJy4eHHOH OT camioB Mbieit CD-1, camuos kpeic Han Wistar, camox
HOBO3EJIaHACKHUX OeJIBbIX KPOJIHKOB, KoOesel nopoas! «bUriby u Moaei-My K4uiH, B TpeX
MOBTOPHOCTSIX C MPUMEHEHHUEM METO/Ia PABHOBECHOTO inajn3a Ha ycTpoiictee RED (Waters NJ
et al., Validation of a Rapid Equilibrium Dialysis Approach for the Measurement of Plasma
Protein Binding, Journal of Pharmaceutical Sciences; 2008; Volume 97; Issue 10; Pages 4586-
4595, 2008). MukyOaruu MpoOBOANIIM Ha MPOTSKEHUH BPEMEHH YPaBHOBELINBAHNS,

cocrasysitoriero 30 vacos, npu 37°C. Ananu3 oOpasnos nposoawiu ¢ nomoso HPLC-MS/MS
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¥ HCIIOIB30BAIM BHYTPEHHMIT cTanmapT coenunenns A [C, "Hy] ¢ IpUMeHeHHeM CIIeayoInero
OMOaHAMTUYIECKOTO CIIoco0a.

Annapat qia LC-MS/MS

UHPLC: Shimadzu CC-30A

VYerpoiictso aiist MS/MS: API 4000 (AB Sciex, CIIA).

Ycnosust LC-MS/MS

1. VcnoBus xpomarorpadupoBaHus

Kononka: Phenomenex Kinetex 1,7 mxm C18 (2,1 x 30 mm)
IMonsmwxnas daza: 0,1% mypaBbuHas kucjora B atneronutpuie (B) u 0,1% mypaBbuHasi KUCIOTa
B BozE (A)

Tabnuua 2. I'pagueHT MypaBbHHOM KHCJIOTHI B BOJe

Bpewms 0 0,5 1,2 2,0 2,1 2,5
(MuH)
%B 5 5 100 100 5 5

Cxopoctb smonposanust: 0,6 MiI/MUH, TeMIepaTypa KOJIOHKH: KOMHATHAsI TEMIIEpaTypa, o0beM

BBOAMMOM TpobsI: 10 MK

Y c10BUSI MacC-CIEKTPOMETPUU

Hcrounuk nonos: Turbo spray
Pexxum nonuzamuu: ESI

Tun ckanuposanus: MRM

Jpyrue napamMeTpnl

Tab6auna 3.

Q1 Q3 DP (B) |EP(B) CE (B) |[CXP (B)
Coennnenne A 9452 404,3 120 10 55 12
[°C,"H;] coenunenue | 953,2 404,3 120 10 55 12

A

bru1o 0OHapYKEHO, 4TO MpU KOHLEHTpanuu coennHeHnst A 100 MKMOJIB/JT TPOLIEHTHOE
COJIEp’KaHUE HECBSI3AHHOTO COEIMHEHUs A y MBI, KPOJIHMKA U YEJIOBEKa COCTABIISAIIO
0,00235%, 0,00153% u 0,00196%, coorBercTBeHHO. IIpHn KOHIIEHTpaLMK COEANHEHUS A
100 MxMoIb/1 % HECBSI3aHHOTO COENUHEHHUsI A B TUIa3Me KPOBHU KPBICHI U COOAKU COCTABIISLT

<0,001%, B TO k€ BpeMsl BBIBJIsIEMbIE YPOBHU coeiMHeHus1 A Habmonanu B OydepHoM
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KOMITOHEHTE, HO OHH He TOAABAINCH KOJMYECTBEHHOMY ornpeneneHuto (<1 amouns/n). Ilpu

KOHIeHTpanusix coenuHenus: A, coctasisromux 0,1, 1 u 10 Mxmons/n, % HECBA3aHHOTO

COCIUHCHUA A HeInb3s ObLIO ONpeaACIUTb HU Y OAHOI'O U3 BUAOB, ITOCKOJIbKY KOHLICHTPALIUU B

Oy(epHOM KOMIIOHEHTE He MOAAABAUCH KOJMYECTBEHHOMY onpenesnenuto (<1 HMomb/i). Dtu

AaHHBIE CBUACTECIbCTBYOT O TOM, YTO COCAUHEHUE A I-IpeSBIJI‘-Ia,I\/'IHO CUJIbHO CBA3BIBACTCA C

OeNkaM# I1a3Mbl KPOBH MBIIIH, KPBICHI, KPOJIMKA, COOAKH M YEJIOBEKA.

[pumep 2. [loryueHHne cOCTABOB HA OCHOBE COeHHEHHUST A

KoMmno3uuunu nonyueHHbIX COCTaBOB MpuBeAeHb! B Tabnuie 4 (06vem 10 mit) u Tabmmie

5 (6onpmuii 00beM, a uMeHHO 00beM 500 u 1200 mut). Yka3aHHbIE KOHLIEHTPALUN

NPENCTABISIIOT COO0I KOHIEHTPALNIO COSUHEHUSI A B KaKIIOM U3 COCTABOB.

Tabauua 4. [Ipumepsl KOMNO3ULKI COCTABOB AJis1 00beMa 10 mu

Unrpenue 30% 30% 5% 0,5% 0,5% 10,6% 10,2%
HTBI Bec/00b | Bec/oObeM | Bec/oObeM | Bec/oObeM | Bec/oObeM | Bec/oOve | Bec/oObe
eM HP-B-CD | Cremopho | Tween 80 | Tween 80 M M
HP-B- pH 4 rEL pH 4 pHO pHO Captisol | Captisol
CD (0,4 mr/mn | (2 mr/mn) | (1 mr/mn) | (0,4 mr/mn pH 9 pH 9
pH 4 ) ) (1 mr/mn) | (0,4 mr/m
(1 mr/mn )
)
WFI qs 1o gs o gs 1o gs o qs oo qs no gs 1o
10 mn 10 mn 10 mn 10 mn 10 mn 10 mn 10 mn
(c (c
¢usnonor | ¢puznonor
UYECKHM | HYECKUM
pacTBOpO | pacTBOpo
HP-B-CD 30r 30r - - - - -
(Bcromora
TEJbHOE
BEIIECTBO)
Captisol - - - - - 1,06g 1,02g
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(Bcromora
TEJIbHOE

BELIECTBO)

Cremopho
rEL
(Bcmiomora
TENbHOE

BEIIECTBO)

05r

Tween 80
(Bcromora
TEJbHOE

BEIIECTBO)

0,051

0,051

PEG 400
(Bcromora
TEJIbHOE

BEIIECTBO)

1,5 mn

Coenunen
ue A
(axTuBHOE

CPEICTBO)

0,01t

0,004 r

0,021

0,011

0,004 r

0,01 r

0,004 r

1M
METJTIOMH
H
(Momudux

arop pH)

0,04 mn
(4 mosipH
. 9KB.
OTHOCHUTEJ
BHO
AKTUBHOTO

CpeICTBa)

0,04 mi
(4 monsipH
. 9KB.
OTHOCHUTEI
BHO
aKTUBHOTO

CpencTBa)

0,02 mn
(2 momsip
H. 5KB.
OTHOCHUTE
JBHO
aKTUBHOT
0
cpencraa

)

0,02 mn
(2 monsip
H. 9KB.
OTHOCHTE
JIbHO
aKTUBHOT
0
cCpeAcTsa

)

1 M MSA
(Momndux

arop pH)

A0CTaTo
YHOE
KOJIMYECC

TBO IJIA

JA0CTAaTOYH
o¢

KOJINYCCTB

0,024 M
(n
IIOCTATOYH

oc
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mMonudpu 0 ISt KOJIMYECTB
Kauuu | moauduka 0 JUIst
pH no 4 | uuu pH no | moguduxa
4 R85 051
KOHEYHOT
o pH no 4)
1 M HCI - - - JIOCTATOYH | IOCTATOYH | IOCTATOY | AOCTATOY
(Momudux oe oe HOE HOE
atop pH) KOJIMYECTB | KOJIMYECTB | KOJUYECT | KOJIMYECT
O ISt O st BO JJIsI BO JJIS
monudpuka | moaguduka | Mogupuk | Momuduk
uuu pH no | uuu pH go | anuu pH | auum pH
9 9 70 9 1o 9
M JIOCTATO | AOCTATOYH | TOCTATOYH - - - -
NaOH YHOE oe oe
(Momnuk | KOMUYeC | KOIUYECTB | KOJIMYECTB
atop pH) | TBO s 0 ISt 0 st
monudu | moguduka | Mogudpuka
kauuu | ouu pH go | uum pH no
pHpno4 | 4 (ecnu 4 (ecnu
(ecm | motpebyer | morpedyer
notpely csi) csi)
eTcs1)
OTaHox - - 0,5 M - - - -
(copactBo
puTEND)

Cnoco6 noxyuenus cocmasos Ha ocroge 30% esec/o6wvem HP-B-CD (npumensemvix 6 xauecmee

"cpeovi-nocumens 1" 6 npumepe 3)

[Monyvanu cpeny-Hocurensb, conepxkamyo 30% sec/oovem HP-B-CD. 3 r HP-B-CD

(Roquette Kleptose, creneHp YUCTOTBI COOTBETCTBYET NMAPEHTEPATHHOMY BBEACHHUIO)

otBemmBainy B 10 mu mepHyro konOy, nodasisum 8 min WFI n nepemermmBanu (vin

oOpabaTbIBasiv YIBTPa3BYKOM) MJisi pacTBopenust. Ilocne pacTBopeHus 00beM TOBOIHIIHN 10

10 mi ¢ momoubro WFIL
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CooTBeTcTBYyOIIEE KOJMUECTBO COeANHEHUS A oTBelMBaa B 10 M1 MepHYI0 KoJOy.
3arem nobaBisu 8 Mit cpenpl-HOCcHTEs, copeprkaeii 30% Bec/oovem HP-B-CD, u cocras
nepemerusany. Jlodasmsnu no kamsam 1 M MSA, noka pH He cHuxancst 10 npuOIM3UTENBbHO
2. 3aTeM cOCTaB NepeMeIInBalIN, TIOKa COEAMHEHHUE ITOJIHOCTBIO He pacTBOpmioch. pH nzmepsiin
u nosoxwm 10 pH 4, no6asisist mo xarusam 1 M MSA unn NaOH. 3arem coctas nepemennsay,
YTOOBI FAPAHTUPOBATH MOJIYYEHHE MPO3PAYHOrO PACTBOPA (C BEPOSTHOM MYTHOCTHIO). O0BEM
3areM noBoAwu 10 10 M ¢ MOMOLIBIO cpenbl-HocuTe s, coaepskater 30% Bec/oobem HP-[3-
CD, u nepememmnBanu. Koneunslii pH usmepsiii 1 perucTpupoBaiiv U COCTaB (PHIIbTPOBAIN
yepe3 0,22 MM punbTp nepen BBeneHueM. COCTaBbl ¢ APYTUMH KOHLEHTPALUSME IOy
nyteM pasbdasnenus coequHenus: A B 30% Bec/o6beM HP-B-CD ¢ mOMOIIBIO COOTBETCTBYIOLIETO

KOJIMYECTBA cpenbl-HocuTest, conepskarieit 30% Bec/o6vem HP-B-CD.

Cnoco6 noayuenus cocmasa Ha ocroee 10,6% sec/o6wem Captisol (npumensemozo 6 xauecmee

"cpeovi-nocumens 2" 6 npumepe 3)

[Monywanu cpeny-HocuTenb, conepxkamyro 20% Bec/oovem Captisol. 2 r Captisol
(cTemneHb YMCTOTHI COOTBETCTBYET UCCIENOBATENILCKOMY MPUMEHEHHIO, JIMTAH]T) OTBEIIHUBAIHU B
10 M1 mepayto ko0y, nodasnsau 8 Mt WFI u nepemerniBanu (viu oOpadaTeiBaiu
yIIBTPa3ByKOM) miisi pactBopeHus. [locne pactBopenus o0veM noBoxmiu A0 10 Mi1 ¢ MOMOIIBIO
WFIL Cpeny-Hocutens, conepsxkainyto 7,5% Bec/oobem Captisol, mosy4dasu nyrem pazbaBieHus
3,75 M cpenbl-HocuTens, copeprxkanieit 20% Bec/oobem Captisol, 1o 10 mut ¢ momormero WFL
Cpeny-HocuTens, conepskamyro 10,0% Bec/oO0bem Captisol, monyyanu mytem pa3daBieHus S M
cpenbl-HocuTeIs, conepakaineii 20% Bec/odbvem Captisol, mo 10 mu ¢ momomsro WFL

I"oToBuy ucxonublit 4 Mr/mi pactBop coenunenns A B 20% Bec/oowvem Captisol, pH 9.
OteewuBanu 0,04 r coenuHeHnst A B MepHYIO KoyOy. 3aTeM 100aBIIsiM 8 MJT CpebI-HOCUTEIIS,
conepskamieit 20% Bec/00bem Captisol, u coctaB nepemermBanu. Jlobassiim
cooTBeTCcTBYIOLIMI 00beM | M MernromMuHa. 3aTeM COCTaB MepeMELINBaIIH, MTOKa COSAUHEHHE
TIOJTHOCTBIO He pacTBOpmIIOCh. 3ateM pH m3mepsiiu u nosoawiu 1o pH 9, nobasiisist Mo Karisim
1 M HCI. 3arem o6bvem nosoauiu 10 10 MIT ¢ TOMOIIBIO Cpeabl-HOCUTENs, conepskameit 20%
Bec/o0bem Captisol, n nepemermnBanu. Koneunsiii pH u3mepsim 1 perucTpupoBaiv U COCTaB
¢unsTpoBanm yepes 0,22 MKM QUIBTP.

1 mr/mn pactBop coenuHeHus: A B coctase Ha ocHoBe 10,6% Bec/oobpem Captisol
(mpuMeHsieMOM B puMepe 3) TOTOBIUIN MyTeM pa30aBiIeHUs] HCXOIHOTO 4 MI/MII pacTBOpa
coennHenust A B 2,5 mi 20% Bec/o6bem Captisol 1o 10 Mi1 ¢ TOMOIIBIO CPEabI-HOCUTEIS,

conepskameit 7,5% Bec/obbem Captisol.
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Cnoco6 noayuenus cocmasa Ha ocnoee 0,5% sec/obwem Tween 80 (npumensiemozo 6 kauecmee

"cpeovi-nocumens 3" 6 npumepe 3)

[Monyuanu cpeny-HOCHTENb, coaepxauyio 5% Bec/odbem Tween 80. 0,5 r Tween 80
(BbIcOKO¥ crenenu ounctkH, Fisher Scientific) orBemnBanu B 10 Mt MepHYt0 K00y, n00aBsiu
8 M1 WFI u nepemernuBaiu (uau oOpabaThiBaiy yIbTPa3ByKOM) 1ist pacTBopenusi. [Toce
pactBopeHust oobeM gosoamu 10 10 M ¢ momomnbio WFIL Cpeny-Hocutens, cogepskayro
0,5% Bec/06vem Tween 80, monydanu myTem pazOaBieHusi | M1 CpenbI-HOCUTENS, COAEpPIKaIIeH
5% Bec/obbem Tween, 1o 10 M ¢ TOMOIIBIO (PUIUOTIOTUIECKOTO PACTBOPA.

[MTonyuanu ncxonueiid 10 Mr/mu pactBop coenuHennst A B 5% Bec/oobem Tween 80,
pH 9. OtBemnBanu 0,1 r coenuHerns A B MepHYIO KosIOy. 3arem no0aBisiim 8 M cpenbl-
HocHTeJIs, comepskameit 5% Bec/oobeM Tween 80, u cocta nepemermBanu. J{odaBsn
COOTBETCTBYIOLIHNH 00beM 1 M MerimomuHa. 3aTeM COCTaB MePEMELTHBAIH, IOKA COENUHEHHE
TIOJTHOCTBIO HE pacTBOpmIIoch. 3ateM pH m3mepsiiu u nosonwiu 10 pH 9, nobasiisist Mo Karisim
1 M HCI. 3arem o6bvem nosoauiu 10 10 MIT ¢ TOMOIIBIO CPENbI-HOCUTEISA, Coaepkamei 5%
Bec/o0beM Tween 80, u nepememnBanu. Koneunsiii pH u3mepsim 1 perucTpupoBaii U COCTaB
¢unsTpoBanu yepes 0,22 MKkM QUIBTP.

1 mr/mn pactBoOp coenuHeHus: A B coctaBe Ha ocHOBe 0,5% Bec/o6bem Tween roroBumnu
nyTeM pasdasneHus ucxonHoro 10 mr/mn pactBopa coenuneHust A B 1 M 5% Bec/o0vem Tween
10 10 M ¢ moMoIbko pusnonorudeckoro pacrsopa. [lonyuenue 0,4 mr/mi pactBopa
coenunenus A B 0,5% Bec/o0bem Tween ocyuiecTsisuim nyteM pa3dasienus 1 Mr/mit pactBopa
coenuuenust A B 4 mut 0,5% Bec/o0beM Tween 1o 10 Mt ¢ TOMOIIBIO CPEABI-HOCUTETS,

conepskameit 0,5% Bec/oobem Tween 80.

Cnocob noayuenusi cocmasa Ha ocrose 5% eec/obvem Cremophor EL (npumensiemozo 6

xauecmee "'cpeovi-nocumensa 4" 6 npumepe 3)

[Monyvanu cpeny-Hocurens, conpepxkamyr 20% Bec/odbem Cremophor. 2 r Cremophor
EL (Kolliphor EL®, BASF) (Bsi3kas kuaKocTh) oTBemBaiu B 10 M MepHYI0 KoJly. 3atem
nobGasisin S Ma WFI u oOpabaTbiBanyl yiIbTpa3BYKOM HITH TEPEMEIHBAIH IS PACTBOPEHHSI.
ITocne pacTBopenHust 00beM JOBOAMIIN A0 HYXKHOTO 3HaUeHUs ¢ moMoinbio WFL

OtemmBaym 0,02 T coenuaenust A B 10 mut Mepayto kondy. Jlobasnsumm 0,5 Mt 3TaHONA,
1,5 ma PEG 400 (Fischer Scientific) n 0,024 ma 1 M MSA. 3aTem coctaB nepeMernBaii, moka
JIEKapCTBEHHOE CPEICTBO IMOJHOCTHIO HE pacTBOPIIIOCh. pH u3Mepsinu 1 1OBOAMIIH, B CIIydae

HeoOxonumoctH, 10 pH 4,0 ¢ momoureio koHueHTpupoBaHHoro 1 M NaOH unn 1 M MSA.
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HobGassuu 2,5 mut cpenbl-HOcuTeNs, cogepxkaineii 20% Bec/odbem Cremophor, u 3aTeM o0beM
nosonuiu A0 10 mn ¢ momornsto WFI ¢ nonyuennem npospaunoro pactsopa. Cocras

¢unbTpoBanu yepes 0,22 MKM QUIBTP Mepes] BBEIECHUEM.

Cnocob noayuenusi cocmaea na ocruose 10,2% eec/o6wvem Captisol

[Tpurorosnenue 0,4 mr/mn pactBopa coenunenust A B 10,2% Bec/o6wem Captisol
OCYILIECTBJISUTU TyTeM pa3daBiieHusi 1 Mr/mit pactBopa coenuHeHuss A B 4 MJI COCTaBa Ha OCHOBE
10,6% Bec/00bem Captisol (criocod monyueHus: ¢M. B peabIAyIneM pasaene) ao 10 v ¢

TIOMOIIBIO Cpeabl-HOocHuTesI, comepskareii 10,0% Bec/obbem Captisol.

Taoauua 5. Komno3uuuu cocTtaBoB 444 00JbIION0 00beMa

HNurpeaunentsl Cocras Ha ocHoBe 28% Cocras Ha ocHoBe 14% Bec/00bem
pec/o0bem HP-§-CD pH 9,5 Captisol pH 9,5
(5 r/ma1 pacTtBop coenuHenusi A) | (0,5 mr/mJj pacTBop coeariHeHus A)
WFI gs 10 500 mn qs no 1200 mn
HP-B-CD 140,0 r -
(BcromorarenbHOe
BEIIECTBO)
Captisol - 168,0r
(BcriomorarenbHOe
BEIIECTBO)
Coenunenue A 25r 0,60r
(axTuBHOE
CPEICTBO)
1 M mMermntoMuH 5,42 mi (2 MONSIPHBIX 1,30 M1 (2 MOJAPHBIX SKBUBAJIEHTA
(Momuduxarop HKBMBAJIEHTA OTHOCUTEJIbHO AKTUBHOT'O BEILECTBA) U JOCTATOYHOE
pH) AKTUBHOTO CPENICTBA) U KOJIMYECTBO 11 MOIU( UKAITHH
JIOCTaTOYHOE KOJUYECTBO IS koHneuHoro pH 1o 9,5
moaudukauuu koneunoro pH no
9,5

1 M HCI JIOCTaTOYHOE KOJUYECTBO IS JOCTaTOYHOE KOJIUYECTBO ISt
(Momudukarop monudukarmu pH 1o 9,5 momudukanmu pH o 9,5
pH)

Cnoco6 noxyuenus cocmasa Ha ocroee 28% eec/obwvem HP-B-CD

IMonyueHue MpOBOAUIIN B YUCTOM IMOMEILIEHUN U IPUMEHSIIN YUCTOE, CTEPUIIbHOE
obopynosanue. [Tony4anu cpeny-Hocurens, cogepxkamyro 28% sec/odbem HP-B-CD.
OtemmBaym 145,60 r HP-B-CD B 2 1 xumuyeckuii crakan, nodasisum 412,88 r WFI u
nepeMennBaim 10 moyHoro pacrsopenust HP-B-CD.

B 1 n xummnueckuii crakan nodasisuiu 279,2 r 28% sec/o6bem HP-B-CD. Benen 3a stum

no0aBsay pu nepemermuBaiuy 5,689 r 1 M MernroMuHa, ¢ MocaenyImuM 100aBIeHHeM IpU
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nepeMernBanuu 2,50 r coequHenus A. CycneH310 roMOreHU3upoBaiy B TedeHne 30 MUHYT.
3areM rojIoBKy rOMOT€HH3aTOpa MPOMbIBaJIH ¢ moMotibio 28% Bec/o0bem HP-B-CD u cMbIBBI
no0aBysuy B 1 J1 XUMHYECKUH CTakaH ¢ noiydeHueM ~95% oT KOHEYHOTO IeJIeBOro o0bema.
OOGecneunBany 3a1UTy CYCIIEH3HH OT CBETA U €€ MePEeMEIINBAIN B TEYCHUE HOUH C TIOJTyYeHUEM
JKEJITOrO, CJIerka MyTHOro pactsopa. pH MyTHOro pactsopa noBoauwiu 10 9,5 ¢ npuMeHeHHueEM

1 M mermomuHa, 00beM pacTBOpa TOBOIMIIN IO LIEJIEBOTO C IPUMEHEHHEM CPEIbI-HOCHTES,
conepxarieit 28% Bec/oobem HP-B-CD, u nepememnBanu B Tedenue 30 munyt. Koneunsrit pH
U3MEPSUTH U PErUCTPUPOBAIIH, COCTaB (puibTpoBaiy yepe3 0,22 MKM QHIIBTpP Nepes TeM, Kak

3aIllOJIHUTb UM YUCTBIC, CTCPUIIBHBIC (I)J'IaKOHbI, KOTOPBIC 3aKPbIBAJIN HpO6KaMI/I U 00KMMAJIH.

Cnocob6 noayuenus cocmasa Ha ocrose 14% sec/o6wem Captisol

ITony4yeHue npoBOAUIN B YUCTOM MOMEIIEHUH U PUMEHSJIN YUCTOE, CTEPUIIBHOE
obopynosanue. BHauaje roTOBUIN KOHIIEHTPUPOBAHHYIO CPeNy-HOCUTENb, Conepskayro 42%
Bec/o0beM Captisol, uToOb! 00eryuTh pacTBOpeHne coequHeHnst A (I03ke P MOTYISHUN
cocraB pazbasisutu ¢ momomplo WFI ¢ mojyueHneM KOHEUHOro coctaBa Ha OcHOBe 14%
Bec/obwem Captisol). B 3 n xumuyeckuii crakan orsemusainu 579,86 r WFIL, noGasmsuiu pu
nepemermuBanuu 352,94 r Captisol u 3aTeM cMech epeMeInBaIi B YCIOBUAX OONbIION
BUXPEBOW BOPOHKH JI0 MOJHOTO pactBopenust Captisol.

B 600 1 xumuueckwnii crakan godasisuiu 233,2 r 42% Bec/odbem Captisol. Benen 3a
5TUM 100aBIsIM NIpy nepemerinaniy 1,365 r 1 M MerimoMuHa, ¢ mocieayIum 100aBieHneM
npu nepemewmnBanuu 0,60 r coenuHennst A. CycreH3U0 roOMOTeHU3UPOBAIN B TEUEHUE
30 MUHYT C MOJIYYEHUEM KEJITOTrO, Clierka MyTHOTO pacTBopa. I '0JJoBKYy roMOreHusaTopa
NPOMBIBAJIH C TOMOIIBI0 42% Bec/o0beMm Captisol. 'oMoreHn3npoBaHHbII PACTBOP U CMBIBBI
NEPEHOCHITH B 2 JT1 XUMUYECKHH CTaKaH U TOBOAIIH 110 odmiero odbvema 400 Mt ¢ momoursro 42%
Bec/00bem Captisol. OOGecnieunBay 3alUTy PACTBOPA OT CBETA U MEPEMEIINBAIIU €r0 B TEUSHHE
Houu. Ciierka MyTHBII pacTBop pazdasisiiu ¢ momotnpio 740 r WFI 1o ~95% ot koHeYHOro
1eneBoro o0beMa u nepemernnsaiy B TeueHue 30 munyT. pH pactBopa nosogmmm 10 9,5 ¢
npuMeHeHreM 1 M MerimroMiuHa, 00beM pacTBOpa JOBOAMIIH JI0 LeNIeBOro ¢ mpumMeHeHneM WFI
u nepememsany B TedeHne 30 MunyT. Koneunslil pH u3mepsinu u perucTpupoBaiu, COCTaB
¢unbTpoBanu yepes 0,22 MKM QUIBTP Mepe TeM, KaK 3alOJHUTh UM YHCThIE, CTEPHIIbHBIE

(b1aKOHBI, KOTOPBIE 3aKPBIBATH MPOOKAMU U OOKUMAITH.

Cmabuiwsnocms cocmasos Ha ocroee Captisol u HP--CD
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OunenuBanu nokasareny GU3NIecKoi cTabMIBHOCTH cocTaBa Ha ocHOBe 0,5 Mr/mi
coenunenusi A/14% Bec/o0wvem Captisol u cocrasa Ha ocHoBe 5,0 mr/mi coenuHerust A/28%
Bec/00vem HP-B-CD. B kaxknom coctase B mpenesnax 24 4acoB XpaHEHUs IPU TeMIIepaType
OKpy>KaroLiel cpeapl GOPMUPOBATIOCH OY€Hb HEOOIBIIOE KOJHMYECTBO OCA/IKA, €1BA BUAHMOTO
HEBOOPY’KEHHBIM I'1a30M. B ciyuae cocraBa Ha ocHoBe Captisol oTMeuanoch, 4To 0CaaoK
(dbopmupoBaCs OBICTPO MPHU HAPYIIEHUU CUCTEMBI COCTaBa (HAIPUMED, MPU (PUIBTPALIUH), HO
KOJIMYECTBO OCaZKa HE MPOIOJIKAJIO PACTH ¢ OOJIBIION CKOPOCTBIO B ClTyYae XpaHEHHs COCTaBa
npu 5°C u 25°C B TeueHue 6 MecsIes.

JIaHHBIE O XUMHYECKOH CTa0MIBHOCTH YKA3bIBAIOT HA TO, YTO COCTaB Ha ocHOBe Captisol
HeoOXxoaumMo XpaHuTh Tpu S°C WK B 3aMOPOKEHHOM COCTOSIHUH, YTOOBI 00eCeYnTh
NPUEMJIEMBIN CPOK TOJHOCTH (>6 MeCSLeB) Il KIMHUIECKUX HCCIeIOBAHU.

W3-3a HU3KOH PacCTBOPUMOCTH COENUHEHH A B BOJHBIX CPENax-HOCUTEISIX IJIs
COFIOOUIIM3aLNHY 103 COEAMHEHUS A, KOTOpPbIe HEOOXOIUMBI 1JIsl IPOBENCHHST UCCIIEAOBAHHUN 1O
KJIIMHUYEeCKOH 0€30MacHOCTH, B JOTIOJIHEHHE K BbIcOKoMY pH 1 6onbmomy obvemy napy3uit

notpedyercs Beicokoe conepkanue Captisol i HP--CD.

[Ipumep 3. UccnenoBanne 3(p(peKTHBHOCTH COCTABOB HA OCHOBE COeJUHEHHsI A B
OTHOIIEHHH KCEHOTPAHCIIAHTATA

CocraBbl, mpUMeHsieMble [Tl HcClienoBaHus 3(p(PEeKTUBHOCTH B OTHOLIEHUH
KCEHOTPAHCIUIAHTATA, MOJIyYall B COOTBETCTBUHU C MPOLIEAYPAMH U3 NIPUMEpPA 2 BBILIE.

Quenxa s3¢hhexmusnocmiu coeounenuss A Ha KCeHOMPAHCHAAHMAMHOU MOOEAU OCIPO20

aumpobracmuozo aeiikosa (ALL) RS4; 11 y mouueii

Knetku octporo mum¢pobdnactHoro jeiikosa yenoseka (RS4;11) npumensnn nis
TECTHPOBAHUS AKTHBHOCTH COCIMHEHUs] A B pa3iu4HbIX cocTaBax (¢purypa 3A). Knerku RS4;11
BBOJIMJIM TTOCPEICTBOM MOAKOKHOW MHBEKLUH B MPaBblii 00k camok Mbimeit CB-17/ICr-
Prkdcscid/IerIcoCrl SCID (Charles River Laboratories) u3 pacuera 5 x 10° knerok/msims. Korna
OMyXOJIU AOCTUranu nenesoro pamepa 300-400 MM, MbIIITeit PaHAOMU3UPOBAJIU B IPYIIIILI
KOHTPOJISI CO cpenoi-HocuTenem, cpenoi-nocurenem 1 (30% HP-B-CD, pH 4), cpenoii-
HocuteneM 2 (10,6% Captisol, pH 9), cpenoii-Hocutenem 3 (0,5% Tween, pH 9), unu rpymnrsl
o0paboTku coenuHeHneM A (110 2 1 5 MI/KT, COCTaBJIEHHOTO B cpene-Hocurene 1, 2 uim 3).
JIONIOJTHUTENBHO, B OTAENBHOM 3KCIIEPUMEHTE UCCIIEAOBAIN AKTUBHOCTD COEIMHEHHS A B
coctaBe Ha ocHoBe Cremophor, cpene-nocurene 4 (purypa 3B). Bce cocraBsl BBOIMIN B BUIE
onnokparaoro IV 6omroca. [{ist oueHkn 3¢ (HEeKTHBHOCTH 00BEM OMyXOJIU U3MEPSLTH ABAKIbI B

HEJIEJTI0 U PACCUHTBIBAIIA CIeNYIOIUM obpasoM: obbem omyxomnu = (AxB”)/2, rie A u B — qiuua
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U IIUPUHA ONyXOJH (B MM), COOTBETCTBEHHO, B TE€UEHHE BIUIOTH 10 4 HENENb M0CTIE€ BBEICHMS
T03BIL.

Jns ouenku papmaxoguHamudeckoro (PD) orsera Ha ogHOKpaTHyto 103y (¢urypa 4) B
COOTBETCTBYIOLINE MOMEHTBI BpEMEHH OTOMPAITU MBbILIEH, H3BJIEKAIN OIYXOJIH U TIOJIOBUHY
oryxonu oOpadaThIBaJIN U aHAIU3UPOBAJN B OTHOLIEHUH OTBETA B BHJIE PACIIEIUICHHSI KaCIa3bl
3 (CC3), xak Mapkepa UHAYKLUH aronTo3a, ¢ npumeHennem nadbopa aist ELISA, Pathscan ot
Cell Signaling. Jlnst onenku Bo3aelicteust Ha onyxoub (PK) omHokpaTHO! n036! (urypa S)
OCTaBLIYIOCSI TTIOJIOBHHY OIMyXOJIH 00padaThiBaId U H3MEPSIIH KOHIICHTPALIUIO JIEKAPCTBEHHOTO
CpeAacTsa.

Cocrassl Ha ocHoBe Captisol u HP-B-CD nokasanu CTaTHCTUYECKU 3KBUBAJICHTHBIE
nokazarenu 3pPeKTUBHOCTH Ha NPOTsukeHnH 33 nHei. C Apyroi CTOPOHBI, COCTaB HA OCHOBE
Tween 80 nemoHCTpHpOBaT OTCyTCTBHE 3(P(PEeKTHBHOCTH/ MUHUMANBHYIO 3 (EKTHBHOCTB
(¢purypa 3A). Oba cocrara Ha ocHoBe Captisol u HP-B-CD noka3zanu aHanormaHoe
BO3/CHCTBUE HA ONMyXOJb Yepe3 6 u 24 yacos (urypa 5). Cocras Ha ocHoBe HP-B-CD, onnako,
3aIycKaJl KJIETOUHYIO rHOeNb B OONbIIEH CTETIEHN, YTO U3MEPSIJIH 110 YPOBHIO OTBETA B BUJIE
paciierieHust Kacnasel 3, ueM cocTtaB Ha ocHose Captisol (¢purypa 4), xots 3¢phekTuBHOCTD U
BO3/IEIICTBHE OKA3aJIuCh 3KBHUBaJeHTHbIMU. CocTaB Ha ocHOBe Tween 80 mokasan MeHbllee
BO3/IEHCTBUE HA ONYXOJIb U OTCYTCTBHUE MTPU3HAKA MHAYKIUH paclieruieHust kacnasel 3. Ilogsoas
UTOT, CJIEAYEeT OTMETUTb, 4TO 3(P(PEKTUBHOCTD COEANHEHNST A 3aBUCHT OT MPUCYTCTBUS
uuknonekcrpuna, oo HP-B-CD, nu6o Captisol. C npyrumu cpenaMu-HOCUTESIME HAOJFO AaJTH

CHIKEeHHYIO 3¢ exTuBHOCTD (Hanpumep, Tween mmu Cremophor).

QOuenxa s¢hbpexmusnocmu coeounenus A (HP-$-CD) npu pazuuunoil onumensHocmu undys3uu Ha

KCEHOMPAHCHIAHMAMHON MOOeau ocmpo20 aumdobracmuozo aeiikosza RS4; 11 y xpvic

Kpbicam Rag2-/-, nmpuobperennsiM y (SAGE), nnokyimuposanu RS4;1
(10x10° knetox/kpeica). Korma omyxomu BEIpacTaai 10 npumMepHo 4500-6000 Mm’, Kpbic
PAHIOMHU3UPOBAIIU B TPYIIITYy KOHTPOJIsS co cpenoii-Hocurenem (30% HP-B-CD) wnu rpymmy ¢
5 Mr/kr coenniHeHus1 A B cpene-HocuTene |, BBOAUMBIX B BUAe ONHOKpaTHOH IV nH(y3uu B
tedueHue 30 MuH (¢purypa 6), u B rpynmy KOHTpos co cpenon-HocuteneM (30% HP-B-CD) wu
rpymmy ¢ 5 mr/kr, 3 Mr/kr u 1 Mr/kr coequHeHus1 A B cpene-HocuTene |, BBOIUMBIX B BHIE
onHokpaTHOi IV B Teuenue 5 4 (purypa 7). Pasmepsr onyxonu H3Mepsuii ABaXKAbI B HEAEIIO U
PACCUNTHIBANN CIEAYIOMIM 00pasom: 00bem onyxomn = (AxB*)/2, rae A u B — qmHa u

IIUPHHA OIYXOJIH (B MM), COOTBETCTBEHHO.
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PesynbraTe! nokaszansl Ha (purypax 6 u 7. Coenunenue A B 1o3e 5 Mr/kr npu uHQy3uu B
TedeHre 30 MUH MHIHOMPOBAJIO POCT OMYXOJH Yepe3 ~9 nHel nocie OJHOKPaTHOH 00paboTku
IO CPAaBHEHHIO €O cpenoi-HocuteneM. CpaBHUMYIO 3P PeKTUBHOCT HAOIIOAAIH TIPH
npoteHny nHpy3uu 10 S 4. [TogBoas uTor, cieayer OTMETHTD, YTO MPOJIEHUE BPEMEHH

I/IHq)YSI/II/I HE BJIMSUIO HA aKTUBHOCTh COeTMHEHUsI A B JAHHOM COCTABeE.

[pumep 4. llonyuenue u onpenesnenue xapakrepuctuk BHALys[Lys|s;[o-NH,TFA]3;[e-
PEG~2000]3,;

[pumeyanue: 321 OTHOCUTCS K TEOPETUYECKOMY YHCIY €-aMHUHOTPYIIIL, TOCTYITHBIX JJIsI
3amerneHuss PEG. 0. @aktudeckoe cpennee uncio PEG.,po-rpymi, npucoennHeHHbIX K
BHALys[Lys]s,, onpenensiin 3KCrepuMeHTaIbHbIM ITyTEM MTOCPEICTBOM 'H sMP (cM. B JaHHOM
npuMepe HIbKe pas3zen nopa HasBaHueM «Onpenenenue xapakrepuctuk BHALys[Lys]s3;[o-NH;-

TFA] 32 [S-PEGN2000]321»).

Ilonyuenue BHALys[Lys]s:[o-NH;TFA] 35[e-PEG~2000] 321
BHALys[Boc],

p-Hutpodenonbublii cnoxxubiii 3¢gup a,e-(t-Boc),-(L)-nmu3una (2,787 kr, 5,96 monb) B
BUJIE TBEPAOTO BelIecTBa JOOABIISIIN K paCTBOPY aMHHOAM(eHmIMeTaHa (OeH3ruAPUIaMIUHA)
(0,99 xr, 5,4 monb) B 6e3BogHOM aneronurpuie (4,0 1), DMF (1,0 i) u rpustunamune (1,09 kr)
Ha npoTtsbkeHun 15 muH. Peakinonnyro cmech B30anteiBanu npu 20°C B TedeHne HOUYH. 3aTeM
PEaKIMOHHYI0 cMech HarpeBau 10 35°C u MeIUIeHHO Ha npoTsikeHud 30 MUH 100aBIIsLITH
BOIHBIN pacTBOp runpokcuaa Hatpus (0,5 H., 10 ;). CMech nepeMernBaiyi B TeUSHHE
JOTIONHUTENBHBIX 30 MHH, 3aTeM (UIbTPOBaIU. TBEPIbIH OCTATOK HA (PHIBTPE MPOMBIBAIIH
BOJIOH W BBICYLIMBAJIH JIO MOCTOSIHHOTO Beca (2,76 kr, 5,4 Mosib) ¢ Beixonom 100%. 'H sMP
(CD;0D) 6 7,3 (m, 10H, Ph Paccu. 10H); 6,2 (s, 1H, CH-Ph, Paccu. 1H); 4,08 (m, a~-CH, 1H),
3,18 (br, e-CH;) u 2,99 (m, e-CH, 2H); 1,7-1,2 (br, B,7,60-CH,) u 1,43 (s, tBu) Bcero 3a j,y,6-CH,
u tBu 25H Paccu. 24H. MS (ESI +ve) Haiinennoe 3nauenue 534,2 [M+Na] ™ paccu. ans
C10H41N305Na [M+Na]™ 534,7.

BHALys[HCI],

PactBop konuentpuposarroi HCI (1,5 ) B meranosne (1,5 1) MemieHHO 100aBIISIIH,
TpeMsi IOPLHSIMH, K repemernnBaemMoii cycnensuu BHALys[Boc]; (780,5 r, 1,52 monb) B
metaHoJie (1,5 ;1) ¢ Takol CKOPOCTBIO, YTOOBI CBECTH K MUHUMYMY Yp€3MEPHOE BCIIEHUBAHUE.

PeaKHI/IOHHy}O CMECHh NEPEMEIINBAIIN B TCHCHNUEC JOMMOJIHUTEIIbHBIX 30 MUH, 3aTEM
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KOHIIEHTPUPOBAJIH oA BakyyMoM 1ipu 35°C. OcTaTok moryiomain Bogoi (3,4 J1) 1 qBax bl
KOHIIEHTPHUPOBAJIH IO BaKyyMoM 1ipu 35°C, 3aTeM BbIIePKUBAIU MOl BAKYYMOM B TEUCHHE
HOYH. 3aTeM I00aBIsIH aueTOHUTPUII (3,4 J1) M OCTaTOK CHOBA KOHLIEHTPUPOBAJIU MO
Bakyymom nipu 35°C ¢ monyuenuem BHALys[HCI], B Bune Genoro TBeproro Bemiectsa (586 T,
1,52 monpb) ¢ Beixogom 100%. 'H sIMP (D,0) 6 7,23 (br m, 10H, Ph Paccu. 10H); 5,99 (s, 1H,
CH-Ph; Paccu. 1H); 3,92 (t, J = 6,5 I'u, a-CH, 1H, Paccu. 1H); 2,71 (t, J = 7,8 ', e-CH,, 2H,
Paccu. 2H); 1,78 (m, B,y,6-CH,, 2H), 1,47 (m, B,y,6-CH,, 2H), u 1,17 (m, B,y,6-CH,, 2H, Bcero
6H Paccu. 6H). MS (ESI +ve) naiinennoe 3Hauenue 312 [M+H]+ paccu. must Ci9HyeN3O
[M+H]+ 312.

BHALys[Lys],[Boc]

K cycnensuu BHALys[HCI], (586 1, 1,52 mmonp) B 6e3BogHOM DMF (3,8 1) MenienHo
nobGassin TpusTHiamMuH (1,08 kr) nist mopaepxanus TemMrepatypsl peakuuu Hrke 30°C. p-
HUTPO(DEHONMBHBIN CIOXKHBIN 3dup o,e-(t-Boc),-(L)-mm3una (1,49 Kr) B TBEPIOM COCTOSIHUH
n00aBIISIIN MEAJICHHO, TPEMS IIOPLUUSMU H [TEPEMEIINBAJIH B TEUEHHE 2 YaCOB MEKAY
no0aBieHUsIMH. PeakIIMOHHY0 CMeCh OCTAaBJISLIN ITEPEMEIINBATHCS B Te€UEHNE HOUU. BoHbIi
pactBop ruapokcuaa Hatpus (0,5 M, 17 i) MmeayeHHo 100aBIISIIN K XOPOIIO MepeMeInnBaeMOi
CMeCH U NepeMeIINBaHue MPOJODKAIIM A0 TEX IO, MOKa TBEPABIH Ocaika He HaYMHAJ CBOOOIHO
nepemernatbes. Ocagok coOupanu mocpencTsoM GUIBTPALIMN U TBEP/bINA OCTATOK HAa QUIBTPE
XOpOILIO MPOMBIBAIH BOJOH (2 X 4 1), 3areM aueronom/Bonoii (1:4, 2 x 4 i1). TBeproe BewmecTso
CHOBA CYCHEHIMPOBAJIN C TOMOLIBIO BOJIBL, 3aTeéM (PUIBTPOBAJHN U BBICYIINBAIH I10]] BAKYYMOM B
TeueHne HouH ¢ nonydennem BHALys [Lys]a[Boc]s (1,51 kr) ¢ Boixogom 100%. 'H SIMP
(CD30D) 6 7,3 (m, 10H, Ph Paccu. 10H); 6,2 (s, 1H, CH-Ph, Paccu. 1H); 4,21 (m, a-CH), 4,02
(m, a~-CH) u 3,93 (m, a-CH, Bcero 3H, Paccu. sH); 3,15 (m, e-CH,) u 3,00 (m, e-CH, Bcero 6H,
Paccu. 6H); 1,7-1,3 (br, B,y,0-CH;) u 1,43 (s, tBu) Bcero 3a j3,y,6-CH; u tBu 57H, Paccu. 54H.
MS (ESI +ve) naiinennoe 3nauenne 868,6 [M-Boc]; 990,7 [M+Na]” paccu. ans
Cs1HgiN7O11Na [M+Na]+ 991,1.

BHALys[Lys],[HCI],

BHALys[Lys]2[Boc]s (1,41 kr, 1,46 Monb) cycniennupoBainu B metanosie (1,7 i) mpu
B30anTeiBaHuu nipu 35°C. XopruCTOBOIOPOIHYIO KUCIOTY (1,7 J1) CMEIMBaIU ¢ METAaHOJIOM
(1,7 m), mosy4eHHbI pacTBOP NOOABIISIIN YETHIPHMS OPLUSIMU K CYCIIEH3UH ACHIPUMeEpa U
OCTaBJISLIN ITepeMeIInBaThCs B TeueHne 30 MuH. PacTBopuTess yAamsIn npy NOHKEHHOM

JaBJICHUH U 00palaThIBaIN IBYMSI MTOCIEI0BATEIbHBIMU OPIUSIMU BOJIKI (3,5 J1) ©
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MOCJIEAYIOLTUMHE JIBYMsI TIOCJIEIOBATEIbHBIMU TOPLIMSIMHU aLIETOHUTPIIIA (4 JT) ¢ IOJTy4YeHUEM
BHALys[Lys],[HCI], (1,05 r, 1,46 Mmonb) ¢ Beixonom 102%. 'H SIMP (D,0) & 7,4 (br m, 10H,
Ph Paccu. 10H); 6,14 (s, 1H, CH-Ph; Paccu. 1H); 4,47 (t, J=7,5Tn, a-CH, 1H ), 4,04 (t, ] = 6,5
I'm, o-CH, 1H ), 3,91 (t, J = 6,8 T'y, a-CH, 1H, Bcero 3H, Paccu. 3H); 3,21 (t, J = 7,4 I'u, e-CH,,
2H), 3,01 (t,J =7,8 'y, e-CH», 2H) u 2,74 (t, J = 7,8 ', e-CH,, 2H, Bcero 6H, Paccu. 6H); 1,88
(m, B,y,6-CH), 1,71 (m, B,y,6-CH3), 1,57 (m, B,y,6-CH;) u 1,35 (m, B,y,6-CH; Bcero 19H,
Paccu. 18H).

BHALys[Lys]+/Boc]s

BHALys[Lys]>[HCI]4 (1,05 kr, 1,47 monb) pactopsiiin B DMF (5,6 1) u TpusTHIaMUHE
(2,19 ;). loOaBmsiiy Tpemst MOPLUSIMH P-HUTPODEHONBHBIA CIOXKHBIH 3up a,e-(t-Boc),-(L)-
mm3uHa (2,35 kr, 5,03 MOJIb) M PEaKIMOHHYIO CMECh IIEpeMELINBaIN B TedeHne Houn rpu 25°C.
Hobasnsm pacteop NaOH (0,5 M, 22 1) 1 nONy4eHHYIO CMeCh (QHIBTPOBAIH, TPOMBIBAIH
BOJIOM (42 1) ¥ 3aTeM BBICYIIMBAIN Ha BO3AyXxe. TBepaoe BEECTBO BEICYLTUBAIN IO BAKYYMOM
npu 45°C ¢ momyuennem BHALys [Lys]s[Boc]s (2,09 kr, 1,11 mMoms) ¢ Bexogom 76%. 'H SIMP
(CD;0D) 6 7,3 (m, 10H, Ph Paccu. 10H); 6,2 (s, 1H, CH-Ph, Paccu. 1H); 4,43 (m, a-CH), 4,34
(m, a~-CH), 4,25 (m, a-CH) u 3,98 (br, a-CH, Bcero 7H, Paccu. 7H); 3,15 (br, e-CH;) u 3,02 (br,
e-CH; Bcero 14H, Paccu. 14H); 1,9-1,2 (br, B,y,0-CH,) u 1,44 (br s, tBu) Bcero 3a 3,y,0-CH» u
tBu 122H, Paccu. 144H.

BHALys[Lys]/TFA]s

K nepememmBaemoii cycniensuu BHALys[Lys]s[Boc]s (4 1, 2,13 mmons) B8 DCM (18 mi)
nobGasysimi TFA (13 mur) mpu 0°C. Teepable BeriecTBa pacTBOPSUTA M PaCTBOP MEPEMELIHBAIHI B
TE4YEeHHE HOUM B aTMoc(epe aprona. PacTBopuTenn yaaisuid o BAKYyMOM, a octatounyro TFA
yIAJSUTH TIyTeM PACTHPAHUS B MOPOIIOK ¢ AMATHIIOBBIM d(dupom (100 mi). ITpoaykT moBTOpHO
PacTBOPSUIH B BOJE, 3aTE€M ITOABEPTAIH CYyOIMMAILMOHHON CYIIKE C TIOJTYYeHUEM
BHALys[Lys]4[ TFA]sB Bune rpsisHo-6enoro Teepaoro Bemectsa (4,27 r, 2,14 Mmonb) ¢
BbxonoM 101%. 'H SIMP (D,0) 8 7,21 (br m, 10H, Ph Paccu. 10H); 5,91 (s, 1H, CH-Ph; Paccu.
1H); 4,17 (t, J=7,4Tu, 0-CH, 1H ), 4,09 (t,J=7,1 T, o-CH, 1H ), 4,02 (t,J = 7,2 'y, 0-CH,
1H, 3,84 (t,J =6,5T'y, a-CH, 2H), 3,73 (t, ] = 6,7 I'y, a-CH, 1H), 3,67 (t, ] = 6,7 I'y, a-CH, 1H,
Bcero 7H, Paccua. 7H); 3,0 (m, e-CHy), 2,93 (m, e-CHy) u 2,79 (b, e-CH,, Bcero 15H, Paccu.
14H); 1,7 (br, B,y,6-CH,), 1,5 (br, B,y,0-CH2), 1,57 (m, B,y,6-CH;) u 1,25 (br, B,y,6-CH2 Bcero
45H, Paccu. 42H). MS (ESI +ve) naiinenHoe 3nauenue 541,4 [M+2H]*; paccu. aJis
CssHooN 1507 [M+2H]* 541,2.

93



WO 2018/154004 PCT/EP2018/054420

BHALys[Lys]s[Boc] s

PactBop p-auTpodenompHOrO CioxHOro sdupa o,e-(t-Boc),-(L)-nmuzuna (1,89 r,
4,05 mmoib) B DMF (25 mu) noGasinsinu k pactBopy BHALYys [Lys]s[NH,TFA]g (644 mr,
0,32 mmonb) u TpryTHiiamuHa (0,72 mi, 5,2 mmonb) B DMF (25 M) 1 peakiiuOHHYIO CMeCh
OCTaBJISUTH TIPH MIEPEMELINBAHIK B T€Y€HHE HOYM B aTMOCc(epe aproHa. PeakiMOHHYIO CMeCh
BbUTMBAJK Ha Jien/Boay (500 mi), 3ateM GUIbTPOBAIH U COOPAHHOE TBEPIOE BELIECTBO
BBICYIIIUBAJIA B TEYEHHUE HOYM O] BAaKyyMOM. BBICYIIIEHHOE TBEPI0€ BEIIECTBO TIIATEIBHO
npoMbIBaIU anieToHuTpusiom ¢ nojaydennem BHALys[Lys]s[Boc]is B Bune rpsizno-6esoro
tBeproro semectsa (0,82 r, 0,22 MMOIB) ¢ BeIxOZOM 68%. 'H SIMP (CD;0D) § 7,3 (m, 10H, Ph
Paccu. 10H); 6,2 (br s, 1H, CH-Ph; Paccu. 1H); 4,48 (br, a-CH), 4,30 (br, a-CH) u 4,05 (br, a-
CH, Bcero 16H Paccu. 15H); 3,18 (br, e-CH;) u 3,02 (m, e-CH, Bcero 31H, Paccu. 30H); 1,9-1,4
(br, B,y,0-CH;) u 1,47 (br s, tBu) Bcero 3a [3,y,60-CH; u tBu 240H, Paccu. 234H. MS (ESI+ve)
HaiinenHoe 3Hauenue 3509 [M+H-(Boc),]” paccu. ais Cy73Hz06N31043 [M+H-(Boc),]” 3508, 5;
3408 [M+H-(Boc);]” paccu. s CiesH205N31041 [M+H-(Boc)s]™ 3408.4.

BHALys[Lys]s[TFA] s

Pacteop TFA/DCM (1:1, 19 mut) mensieHHO AO0ABJIsUIH K ITepeMeIINBaeMOM CyCIIeH3UU
BHALys[Lys]s[Boc]is (800 mr, 0,22 mmons) B DCM (25 mi). TBepable BeliecTsa pacTBOPSIIN U
pacTBOp NmepeMelInBaIi B TeUeHHe HOYM B aTMOcdepe aproHa. PactBopurenu yaaisiy nog
BaKyyMOM U octaTouHyi TFA ynansnm mocpencTBoM MOBTOPSIOIIETrOcs CyOIMMAaLMOHHOTO
BbICyLIMBaHUs ocTaTtka ¢ nmonydenreM BHALYys [Lys]s|[TFA]is B Bune rpsisHo-0enoro
muodummsara (848 mr, 0,22 Mmonb) ¢ BexoxoM 100%. 'H SIMP (D,0) & 7,3 (br m, 10H, Ph
Paccu. 10H); 6,08 (s, 1H, CH-Ph, Paccu. 1H); 4,3 (m, a-CH), 4,18 (m, a-CH), 4,0 (m, o-CH) u
3,89 (m, a-CH, Bcero 16H, Paccu. 15H); 3,18 (br, e-CH;) u 2,94 (m, e-CH, Bcero 32H, Paccu.
30H); 1,9 (m, B,y,6-CH3), 1,68 (m, B,y,6-CH,) u 1,4 (m, B,y,6-CH, Bcero 99H, Paccu. 90H). MS
(ESI +ve) Haiinennoe 3nauenne 2106 [M+H]" paccu. mnst Cio3H194N31015 [M+H]™ 2106,9.

BHALys[Lys] s/ Boc] s;
PactBop p-aHUTpOdeHOTBPHOTO ClIoKHOTO 3dupa o,e-(t-Boc),-(L)-nmu3una (1,89 r,
4,05 mmonb) B DMF (25 mi) nobasnsimm k pactBopy BHALys [Lys]s[TFA] 6 (644 mr,
0,32 mmonb) u TpuyTHiiamuHa (0,72 mi, 5,2 mvmons) B DMF (25 M) 1 peakIimoHHYIO CMeCh
OCTaBJISUTH NIPH NEPEMEIINBAHUH B TEUEHUE HOUU B aTMOocdepe aproHa. PeakinoHHy0 cMech

BbUIMBAJH Ha Jen/Boay (500 mit), 3areM GUIBTPOBAIU U COOPaHHOE TBEPAOE BEIIECTBO
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BBICYIIIMBAJIA B TEYEHUE HOYH MO BAaKyyMOM. BhICyIlIeHHOE TBEp10€ BEIIECTBO TIIATEIHHO
npoMbIBaK arieToHuTpuiioM ¢ noimyueHueM BHALys[Lys]is[Boc]s, B Buge rpsisno-6enoro
tBepaoro Beuiectsa (0,82 r, 0,2 2 MMOITB) € BBIXOIOM 68%.

'H SIMP (CD;0D) § 7,28 (m, 9H, Ph Paccu. 10H); 6,2 (br s, 1H, CH-Ph;, Paccu. 1H); 4,53 (br, a-
CH), 4,32 (br, a-CH) u 4,05 (br, 0-CH, Bcero 35H, Paccu. 31H); 3,18 (br, e-CH;) u 3,04 (m, &-
CH,; Bcero 67H, Paccu. 62H); 1,9-1,5 (br, B,y,6-CH;) u 1,47 (br s, tBu) Bcero 3a 3,y,6-CH; u tBu
474H Paccu., 474H. MS (ESI+ve) naiinennoe 3nauexne 6963 [M+H-(Boc)s]” paccu. s
C330Hg10N63057 [M+H-(Boc)s]™ 6960,9; 6862 [M+H-(Boc)s]™ paccu. ms C334Hg04Ng30gs [M+H-
(Boc)s]” 6860,8.

BHALys[Lys] 15/ TFA] 3,

Pacteop TFA/DCM (1:1, 19 M) MennieHHO 1OOABIISUTH K MEPEMEIINBAEMO CYCIIEH3UH
BHALYys[Lys]s[Boc]s; (800 mr, 0,1 1 mmons) B DCM (25 mit). Teepabie BemecTBa pacTBOPSIIH
U PacTBOp MEPEMEIINBAIN B TEUEHHE HOUH B aTMOcdepe aproHa. PacTBOpUTENH yIaJsUH TTOA
BAKyyMOM H OCTaTOuHy0 TFA ymansim nocpeacTBoM IMOBTOPSIFOINETOCs CyOJIMMaLMOHHOTO
BbICyIIMBaHMs ocTatka ¢ nmonydeaneM BHALYys [Lys]is[ TFA]s; B Bune rpsizHo-0enoro
nuodummsara (847 mr, 0,11 Mmons) ¢ Bexomom 100%. 'H SIMP (D,0) & 7,3 (br m, 11H, Ph
Paccu. 10H); 6,06 (s, 1H, CH-Ph, Paccu. 1H); 4,3 (m, a-CH), 4,19 (m, a-CH), 4,0 (m, o-CH) u
3,88 (m, a-CH, Bcero 35H, Paccu. 31H); 3,15 (br, e-CH;) u 2,98 (m, e-CH, Bcero 69H, Paccu.
62H); 1,88 (m, B,y,0-CH,), 1,7 (m, B,y,60-CH,) u 1,42 (m, B,y,60-CH, Bcero 215H, Paccu. 186H).
MS (ESI+ve) HaiinenHoe 3HaueHue 4158 [MJrH]+ paccu. st Cj99H386Ne3031 [M+H]+ 4157,6

HO-Lys(a-BOC)(e-PEG3109)

DIPEA (0,37 mu, 2,10 MmMouib) no0aBisiiiu K oxyakaeHHOH jbaoM cMecd NHS-PEG; g9
(2,29 1, 1,05 mmonb) u N-a-t-BOC-L-nu3una (0,26 1, 1,05 mmons) B DMF (20 mun).
ITepemermmnBaeMyr0 CMECh OCTABJISUIA HATPEBATHCS 10 KOMHATHOM TEMIIEPATypPhl B TEUEHUE
HOYH, 3aTEM BCE OCTABINUECS TBEp/ble BemecTBa oThuibTpoBbiBau (Guiastp Acrodisc ¢
nuamerpom mop 0,45 mxm ot PALL) nepen yaaneHueM pacTBOpHTeNs oA BakyyMoM. OcTaTok
norjomanu ACN/H,0 (1:3, 54 mi) u ountnanu ¢ momMoinbto npemnapatusHoit HPLC (Waters
XBridge C18, 5 mkMm, 19 x 150 mm, ot 25 10 32% ACN (5-15 mun.), ot 32 1o 60% ACN (15—
20 muH.), 6e3 Oydepa, 8 mi/mun, RT = 17 mun) ¢ nonyuenunem 1,41 r (56%) HO-
Lys(BOC)(PEG100). 'H SIMP (CD;0D) § 3,96-4,09 (m, 1H), 3,34-3,87 (m, 188H); 3,32 (s, 3H),
3,15(q, J=6,0 T, 2H), 2,40 (t, ] = 6,2 I'u, 2H), 1,28-1,88 (m, 6H), 1,41 (s, 9H).
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BHALys[Lys]3:{a-BOC]3;[e-PEG2100] 321

K nepememmaemoit cmect BHALys[Lys]i6[TFA]s2 (0,19 1, 24 mxmons) 8 DMF (20 mur)
nobasysu DIPEA (0,86 mu, 4,86 MMmodb). 3aTeM JaHHYIO CMeCh TOOABIISITN IO KaIUIsiM K
nepemernBaemoit cmecu PyBOP (0,62 1, 1,20 mmonb) u Lys(BOC)PEGg100) (2,94 T,
1,20 mmomnb) B DMF (20 mi1) mpu koMHaTHOH TeMrieparype. PeakiimoHHYI0 cMeCh OCTaBJIISLIIH
nepeMeNInBaThCs B TEYEHUE HOYH, 3aTeM pa30aBiisiiu Bogoi (200 mit). BogHyro cMech
noasepranu Gunprpanuu ¢ npumenenuem Centramate (MmemOpana 5 k, 20 1 BozbI).
VY IBTpaKOHLEHTPAT NOABEPTaiH CyOIMMALMOHHOM CyliKe ¢ monyderuem 1,27 r (73%)
HeoOxonumoro nenapumepa. HPLC (C8 XBridge, 3 x 100 mm, rpanuent: 5% ACN (0-1 mun), 5-
80% ACN/H20 (1-7 mun), 80% ACN (7-12 mun.), 80-5% ACN (12-13 mun), 5% ACN (13-
15 mun), 214 1M, 0,1% TFA) Rf (Mun) = 8,52. 1H-AAMP (300 MI'y, D,0) & (ppm): 1,10-2,10 (m,
Lys CH; (B, %, 6) u BOC, 666H), 3,02-3,36 (m, Lys CH; (¢), 110H), 3,40 (s, PEG-OMe, 98H),
3,40-4,20 (m, PEG-OCH,, 5750H + Lys CH nosepxHocTtasIii, 32H), 4,20-4,50 (m, Lys, CH
sHyTpenHuii 32H), 7,20-7,54 (m, BHA, 8H). 'H SIMP nokasan Hantuune npumepro 29 PEG.

BHALys[Lys] s>[a-TFA] 32/ e-PEG 100/ 321

1,27 r (17,4 mxmons) BHALys[Lys]s,[a-BOC]3;[e-PEGg10]32 mepemernusaiy B
TFA/DCM (1:1, 20 min) mpu KOMHATHOM TeMIiepaType B TeUeHHe HOUHU. JleTydne BemmecTsa
yIaJIsUTU IO BAKyYMOM, 3aT€M OCTaTOK rorjoianyu sogoi (30 mi). 3atem cmech
KOHLIEHTPUPOBAIHU. JIaHHBII NpoLiecC MOBTOPSJIH €1le ABAXKAbI, EPe]] TEM KaK MOBEPrHYTh
CyONMMaIMOHHOM cy1uke ¢ nojydeHueM 1,35 r (106%) HeoOXoauMoro npoaykra B BUie
Bsi3Koro OecuserHoro mMacisiHuctoro Bemiectsa. HPLC (C8 XBridge, 3 x 100 mwm, rpaguent: 5%
ACN (0-1 mun), 5-80% ACN/H,0) (1-7 mun), 80% ACN (7-12 muHn), 80-5% ACN (12-13 mun),
5% ACN (13-15 mun), 214 uwm, 0,1% TFA) Rf (Mun) = 8,51. 'H-IMP (300 MI'w, D,0) & (ppm):
1,22-2,08 (Lys CH; ((B, %, 6), 378H), 3,00-3,26 (Lys CH2 (g), 129H), 3,40 (PEG-OMe, 96H),
3,45-4,18 (PEG-OCH,, 5610H + Lys CH nosepxnoctasiii, 32H), 4,20-4,46 (Lys, CH
BHyTpenHuii, 33H), 7,24-7,48 (8H, BHA). 'H AAMP nokazan samuuue npumepso 29 PEG.

Onpeoenenue xapaxmepucmux BHALys[Lys| 32/ o-NH>TFA] 35/e-PEG 2000/ 321

B tabnuue 6 npencrasnensl pa3nnunbie naptiun BHALys[Lys]s[a-NH,TFA]s;[e-
PEG.2000]324, IpUMeHsieMble B HUKEU3JIOKEHHBIX ITpUMepax 5-9, KOTopble XapaKTepU3yIOTCs
HeMHOro pasnuuHoil niauHoi PEG. ®@aktudeckoe yucino ueneii PEG Ha nenapumMepe takske

PacCUMTHIBAIN C TOMOLIBIO NPOTOHHOTO SIMP.
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Ta6auua 6. Paznuunsie napruu BHALys[Lys]s:[0-NH>TFA]3:[e-PEG-2000]321

MapTus Oo6bem Jomna PEG Yucao PEG (x) Ha Pacuernas
COTJIACHO BHALYys|Lys]s:[0- MW **
CoA (Xa) NH;. TFA]32[e-PEG~2000]x (x/La)
(cor1acHoO NPOTOHHOMY
AMP*)
1 101 mr 2200 29 75,7
2 98 mr 2200 29 75,7
3 748 r 2100 29 72,8
4 137 mr 2200 29 75,7
5 1,191 2100 31 77,0
6 18,98 r 2100 29 72,8

* yncio PEG paccuntsiBanu Ha ocHoBaHUM npoToHHoro AMP. B cinyuae naptun 1: yucno PEG
= yucyo (uHTerpaiys) npotoHos B obnactu PEG SAMP (3,4-4,2 ppm) / cpenHee
apudmernyeckoe (cpenuee) uncyo nporoHoB Ha 1enb PEG (PEG corinacao CoA/44 Jla x 4H)
=5706H / (2200/44 x 4)
= 28,53 (mpumepHo 29 3BeHbeB PEQG)
**MoneKyJSIPHYI0 MacCy OLIEHUBAJIU MyTeM CIIOKeHNss MW pa3indHbIX KOMIIOHEHTOB. B
ciy4ae naptuu 1:
cymmapsass MW = Mw pennpumepa + Mw TFA + Mw PEG
= BHALys[Lys]3; + 32(TFA) + 29(PEG)
= 8258 + 3648 + 63800
=~75.7x/a
Hanubie npororHoro AMP mst pasnuunbix naptuiit BHALys[Lys]32[a-NHyTFA]s;[e-

PEG~3000]32; IpencTaBiens! B Tabnune 7.

Tabauua 7. Jlannbie nporonHoro SAMP pns pasanmunbix maptuii. BHALys|Lys]s:[a-
NH,TFA]3:[e-PEG-2000]32;

MapTusa O6bem | IIporonnsnriii AMP BHALys[Lys]s3:|a-NH. TFA]3;[e-
PEG~20m]x

1 101 mr | 1,22-2,08 (Lys CH(BUy 180, 378H), 3,00-3,26 (Lys CH» (a),
129H), 3,40 (PEG-OMe, 96H), 3,45-4,18 (PEG-OCH, 5610H +
Lys CH nosepxuaoctasiif, 32H), 4,20-4,46 (Lys, CH BHyTpeHHH,
33H), 7,24-7,48 (8H, BHA).

2 98 mr | Kak u B ciiyyae naptuu 1

3 74,8 | 1,02-2,18 (Lys CH(B0Oy o0, 378H), 2,94-3,36 (Lys CH; (),
129H), 3,41 (PEG-OMe, 93H), 3,45-4,18 (PEG-OCH, 5432H +
Lys CH nosepxnoctasiii, 32H), 4,18-4,50 (Lys, CH BHyTpeHHHI,
32H), 7,12-7,64 (SH, BHA).

4 137 mr | Kak u B ciiydae naptuu 1
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5 1,L19r | 1,02-2,16 (Lys CH(BOy 0o, 378H), 2,93-3,36 (Lys CH; (o),
129H), 3,41 (PEG-OMe, 101H), 3,45-4,18 (PEG-OCH, 5908H +
Lys CH nosepxnoctasiii, 32H), 4,18-4,50 (Lys, CH BHyTpeHHHI,
33H), 7,21-7,54 (SH, BHA).

6 18,98 r | Kak u B ciyuae naptuu 3

Ipumep S. Moayuenne BHALys[Lys]s:[0-Glu-coennnenne A]sz:[e-PEG2200]321
[pumeyanue: 327 OTHOCUTCS K TEOPETUYECKOMY YHCITY O.-aMUHOTPYIII Ha JEHIPUMEpE,
noctynHbIX it 3amernenus: Glu-coenunennem A. @axrtrueckoe cpennee uncio rpynn Glu-
coenuHeHust A, npucoennHeHHbIx K BHALys[Lys]s,, onpenensing skcriepuMeHTa bHbIM IyTEM
nocpencreoM 'H SIMP (cm. mpumep 10). 323 OTHOCHTCS K TEOPETHUECKOMY HHCIT &-
aMUHOTPYII Ha JeHIpuUMepe, NOCTYNHbIX A1 3aMeleHust PEGyq. @akTudeckoe cpenHee
yucyo rpynn PEG2yo, npucoenunennsix kK BHALys[Lys|s,, onpenensiin skCiepuMeHTaIbHBIM

nyrem nocpeacteoM 'H AMP (cm. mpumep 4, maprus 1).

Lonyuenue Glu-coeounenus A

K nepemermnBaeMoii ¢ MOMOLIBI0 MArHUTHOMN MELIAIKH CYCIIEH3UU COeANHEHUsT A
(200 mr, 0,21 mmosp) B DCM (10 mut) mpu KOMHATHOH TeMnepaType A00aBISIIH aHTUAPUA
TJIyTapoBol KUCIOTHI (29 mr, 0,25 mmonb), DMAP (26 mr, 0,21 mmons) u DIPEA (93 Mk,
0,53 mmoub). CycrieH3ust ObICTPO PacTBOPSUIACH, U CMECHh OCTABIISLITH TIEPEMEIINBATHCS PU
KOMHATHOMH TeMIiepatype B TeueHue Houn. Ha nporsokennn cnenyomux 24 yacoB no0aBisim
JOMNOJIHUTEIBbHOE KOJIMYECTBO aHTUAPUAA TIIyTAPOBOM KUCIOTHI A0 TEX MOp, MOKA MO
pesynsTratam HPLC peakuuro He olleHUBaNH, Kak 3aBeplieHHy0 Ha >80%. 3aTeM 1o BakyyMOM
yIaJSUTH JIETYYHe BEIECTBa, a OCTATOK O4YHUINaiy ¢ nomoiusto npenaparusaoit HPLC (BEH 300

Waters XBridge C18, 5 mkm, 30 x 150 mm, 60-80% ACN/Bona (5-40 mun), 0,1% TFA, RT =
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22 muH) ¢ nony4yerueM 117 mr (52%) nponyxkra B Bune Oenoro TBepaoro semectsa. LCMS
(C18, rpaguent: 50-60% ACN/H,0 (1-10 mun), 60% ACN (10-11 mun), 60-50% ACN (11-

13 mun), 50% ACN (13-15 mun), 0,1% mypasbunas kuciora, 0,4 mi/muH, Rf (Mun) = 6,30. ESI
(+ve) Habmromaembrii [M + H]+ = 1059. Pacuernoe 3"Hauenue 1t CsoHsyCIF3N4010S;5 =

1058,26 [Ta. 1H-AAMP (300MI'y, CD30D) 6 (ppm): 0,65-1,40 (m, 4H), 1,70-2,30 (m, 6H), 2,34
(t, J=6,9Tw, 2H), 2,42 (t, J = 7,5Tw, 2H), 2,65 (t, T = 12,3 Ty, 1H), 2,79 (t, T = 12,6 T'y, 1H),
2,91 (s, 3H), 3,14-3,29 (m, 2H), 3,33-3,38 (m, 3H), 3,38-3,52 (m, 3H), 3,71 (d, T = 12,9 Ty, 1H),
3,80 (d, J = 12,9T'y, 1H), 4,10 (m, 1H), 4,34-4.48 (m, 3H), 6,80-6,96 (m, 3H), 7,01 (d, T = 9,0
T'u, 1H), 7,09-7,24 (m, 4H), 7,26-7,46 (m, 8H), 7,61 (d, T = 7,8 T'w, 1H), 7,68 (d, J = 9,0 Ty, 2H)
8,07 (dd, J=9,3,2,1Ty, 1H), 8,31 (d, J=3,0 T, 1H).

2

Honyuenue BHALys[Lys]s:[a-Glu-coeounenue AJs;[e-PEG 5590] 29

0
”\(\/\/ NH-PEGzza00

— — 32 (TeopeTH4eCcKoe)
* =BHALYys[Lys]is

K mepemermBaeMoii ¢ MOMOIIBIO MATHUTHOH Memaiku cMecu coenuHenust A-Glu
(67 mr, 63 mxmoznb) 1 PyBOP (33 wmr, 63,3 mxmons) B DMF (1 mir) npu KOMHaTHOH
temrieparype nodasisuiu cmecb BHALyS[Lys]s3;[a-NH; TFA]3;[e-PEGyz00]29 (99 wr,
1,32 mxmonb, nmaptust 1 u3 npumepa 4) u NMM (23 mki, 0,21 mmons), Taxke B DMF (2 mn).
Yepes 16 yacoB mpu KOMHATHOM TeMIEpPAType JETYyUHe BELECTBA YAAISIIA U OCTaTOK OUUILAJIH
HIOCPENCTBOM 3KCKIIIO3MOHHOH xpomarorpadun (Sephadex, LH20, MeOH). CooTBercTByromue
¢bpakuuu, ucxons us pe3yiapratoB HPLC, o0benuHsN 1 KOHLIEHTPUPOBAIU. 3aT€M OCTATOK

noryiomany Bogo, gunprposanu (0,22 MkM) 1 nuodunuzuposanu ¢ nonydeHuem 101 mr (73%)
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HeoOXOoaMMOoro MaTepuaia B Buae 0yeqHo-po3osoro Teepaoro semecrsa. HPLC (C8 Xbridge,
3 x 100 MM, rpaguent: 42-50% ACN/H,0) (1-7 mun), 50-80% ACN (7-8 mun), 80% ACN (8-
11 mun), 80-42% ACN (11-12 mun), 42% ACN (12-15 mun), 214 um, 10 MM popmuar
ammonmst) Rf (vun) = 10,18. 'H-SIMP (300MI i, CD;0D) & (ppm): 0,65-2,08 (m, 585H), 2,10-
2,50 (m, 144H), 2,50-2,80 (m, 71H), 2,82-3,02 (m, 80H), 3,04-3,27 (m, 137H), 3,35 (s, 108H),
3,40-4,06 (m, 5824H), 4,08-4,62 (m, 181H), 6,54-8,40 (m, 632H).

Ipumep 6. Ilonyuenne BHALys[Lys]|3;[o-TDA-coequnenne Alsz;:[e-PEG2100, 2200]321
[Mpumevanue: 321 OTHOCUTCS K TEOPETHUECKOMY YUCIY O-AMHUHOTPYIII HA TEHAPUMEPE,
nocTynHbIxX 11 3amelnenuss TDA-coenunennem A. @akruueckoe cpentee uucio rpynn TDA-
coenuHenus A, npucoennHeHHbx kK BHALys[Lys]s,, onpenensim skCcriepUMeHTaIbHbIM IyTEM
nocpencreom 'H SIMP (cm. mpumep 10). 323 OTHOCHTCS K TEOPETHUECKOMY HHCIT &-
aMHHOIPYI HA AE€HAPUMEpPE, JOCTYNHBIX 171 3aMewteHust PEGy oo 2200. @akTudeckoe cpennee
yucno rpynn PEGai00, 2200, TpucoenvuenHbix kK BHALys[Lys]s,, onpenensanu

SKCIIEPUMEHTAJIBHBIM IIyTEM IIOCPEACTBOM 'H SAMP (cM. mpumep 4, maptus 2 u napTus 3).

lonyuenue TDA-coeounenus A

K nepemernsaeMoii ¢ MOMOLIBIO MArHUTHOMN MeLIANIKH CYCIIEH3UN COeUHEHUsT A
(70 mr, 74,1 mxmonb) B DCM (5 M) mpu KOMHATHON TeMITepaType J00aBIsLTH aHTHIPUL
tuopurimkoneBoi kucnotel (TDA, 10 mr, 74,1 mxmons) u DIPEA (33 Mk, 185 Mkmonb).
Cycrnien3ust OBICTPO PACTBOPSIIACH, U CMECH OCTABJISUIN IEPEMELINBATHCS IIPU KOMHATHON
TeMIepaTrype B TedeHne Houl. Ha npoTsukeHnu cinenyromux 24 4acoB 100aBIsITH
JOMOJIHUTEIbHOE KOJIMYECTBO AaHTUAPUAA TUOAUTIIMKOIEBOU KUCJIOTHI 10 TEX IOp, MOKA MO
pesynbratam HPLC peakuuro He olieHUBaNU, Kak 3aBeplLIeHHYI0 Ha >80%. 3aTeM noj BaKyyMOM
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yIaJISUTH JIETY4HE BEIECTBa, & OCTATOK OvYHUINaiy ¢ nomoiusto npenaparusaoit HPLC (BEH 300
Waters XBridge C18, 5 mxm, 30 x 150 mm, 60-80% ACN/Bona (5-40 mun), 0,1% TFA, RT =

22 muH) ¢ nony4yeHueM 63 mr (70%) npoaykra B Buae O6enoro teepaoro semecrsa. LCMS (C18,
rpaguent: 50-60% ACN/H,O (1-10 mun), 60% ACN (10-11 musn), 60-50% ACN (11-13 Mun),
50% ACN (13-15 mun), 0,1% mypasbunas kuciota, 0,4 ma/mus, Rf (mun) = 7,33. ESI (+ve)
Habmonaemslii [M + H]" = 1077. Pacuernoe 3Hauenne aus C4oHsyCIF3N;01084 = 1076,22 Ja.
'H-SIMP (300MI'1i, CD;0D) & (ppm): 0,87-1,04 (m, 1H), 1,08-1,36 (m, 3H), 1,71-1,90 (m, 1H),
1,96-2,40 (m, 3H), 2,64 (t, J = 12,0 'y, 1H), 2,77 (t, ] = 12,6 T'y, 1H), 2,94 (s, 3H), 3,18-3,30 (m,
2H), 3,35 (s, 2H), 3,40 (s, 2H), 3,46-3,55 (m, 2H), 3,73 (d, J = 13,5 'y, 1H), 3,90 (d, J = 12,9T'L,
1H), 4,02-4,15 (m, 1H), 4,40-4,48 (m, 3H), 6,86 (d, ] =9,3T'1, 2H), 6,92 (d, ] =9,6 'y, 1H), 7,02
(d, J=9,0I'u, 1H), 7,08-7,46 (m, 13H), 7,61 (d, J =7,8 'y, 1H), 7,67 (d, J = 9,0 'y, 2H), 8,08
(dd,J=9,3,2,1I'y, 1H), 8,31 (d, J =2,1 'y, 1H).

Ansmepramusnuiii cnocob nonyyeHus

Coemunenne A (25,50 T, 2,70 x 10 monb) u TDA (4,81 , 3,64 x 10 Moutb, 1,35 5kB.)
MIOMELIANIN B 3-TOPJIbIA PEAKLUOHHBIN COCYl, OCHALICHHBIM BHYTPEHHUM AATYUKOM
TEeMIepaTypbl U KareJIbHOH BOPOHKOM JJIsl BBIPABHUBAHUS JaBieHus, B atMocdepe N,. BHocunu
DCM (255 mn, 10 06.) 1 nony4eHHyI0 cycrnen3uro oxiaxkaanmu 1o -10°C. Ha nporsikernn
40 munyTtHOoro nepuoza BHocuiu 0,29 M TEA B DCM (100 mu, 3,77 x 10 mMos, 1,4 5kB.), npu
sTOM nozaxaepsxkuBanu temrepatypy -10°C. Texnonorndeckue konrponu peaxiuu (IPC)
IPOBOJWIIN Yepe3 KaKAbIi yac. Peakiuo cunrany 3aBeplueHHoM, korna no pesynsraram HPLC
TUIOINAab NMUKa coenuHeHust A coctasisiia <10% (kak mpaBuiio, yepes 4,5 4 mocyie OKOHYAHUS
nobasnenusi). PeakinonHyro cMech pazdasisuiu ¢ momoinsto DCM (1,66 1, 65 00.) u Tprskabl
MIPOMBIBAJIA BOJH. pacTBOpoM 3abydeperHoro ¢ocharom Gpusnoaoradeckoro pacreopa (PBS)
(1,02 1, 40 06.). OOBenuHEHHBIE OPraHUYECKHE IKCTPAKThI BhICynuBaiu Hagy MgSO, (100 T, 5%
Bec/00beM) ¢ mosyueHrueM OJIeTHO-KEeNITOr0 TBEPAOTO BEIIeCTBA MOCe KOHIICHTPUPOBAHUS IO
BakyymoM (0,2 Gap, 25°C) B TeueHre HouH (Kak npasuio, 24,5 r, Berxoxa 85%, 86,83% mo

pesyasratam HPLC).

Ilonyuenue BHALys[Lys]s:[o-TDA-coeounenue Ajs:1{e-PEG 2100, 2200] 321

Cnocob nonyuenus nebonvuL020 00vema
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— — 32 (reopetmueckoe)
* =BHALYys[Lys]16

K nepememnBaemoii ¢ MOMOIIBIO MArHUTHOM MeLIaKu cMecu coeanHeHus: A-TDA
(62 mr, 58 mxmoznb) u PyBOP (30 mr, 58 mxmons) B DMF (1 M) npu KOMHaTHO#H TeMmepaType
nobasisun cmecb BHALys[Lys]3;[a-NH; TFA]3;[e-PEG2200]20 (97 Mr, 1,28 MmO, napTus 2 u3
npumepa 4) u NMM (27 vk, 0,24 mmons), Takke B DMF (2 mun). Uepes 16 yacos npu
KOMHATHOMW TeMIlepaType JIETyure BeIecTBa yaJsUId 1 OCTATOK OYUIIAIHN TOCPEICTBOM
HKCKIIO3HOHHOM Xpomarorpadun (Sephadex, LH20, MeOH). CootseTcTByromnye Gppakium,
ucxons u3 pesynpratroB HPLC, 00bequHsUTH 1 KOHLIEHTPUPOBAIH. 3aTEM OCTATOK MOTJIOLIAIIH
BonoM, pribTpoBasu (0,22 MKM) 1 THOGUIM3UPOBAIH C TonyueHueM 98 mr (72%)
HEOOXOIUMOro MaTepuaia B Buae OyeqHo-po3oBoro Tepaoro Bemectsa. HPLC (C8 Xbridge,
3 x 100 mMm, rpaguent: 42-50% ACN/H,0) (1-7 muHn), 50-80% ACN (7-8 mun), 80% ACN (8-
11 mun), 80-42% ACN (11-12 muHn), 42% ACN (12-15 muHn), 214 5m, 10 MM dopmuar
ammonmst) Rf (vun) = 10,24, "H-SIMP (300MI'ti, CDs0OD) & (ppm): 0,62-2,33 (m, 589H), 2,37-
2,69 (m, 87H), 2,69-2,92 (m, 98H), 2,94-3,27 (m, 202H), 3,35 (s, 113H), 3,37-4,10 (m, 5781H),
4,10-4,70 (m, 154H), 6,50-8,45 (m, 661H).

Ansmepramusnutii cnocob nonyyerus (601vu020 06vema)
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S — 32 (TeopeTHIECKOC)
* =BHALYys[Lys]16

DMF (495 mmn, 16,5 06.) noGassuiu k BHALys[Lys]z2[a-NH2TFA]32[e-PEG2100]29
(30,6 T, 3,82 x 10™ monb, maprtus 3 u3 nmpumepa 4) u coenunenmo A-TDA (19,01, 1,53 x 10°
* Moutb, 40 5KB.) B atmocgepe N,. Buocriu NMM (8,06 mi, 7,33 x 10 Montb, 192 5kB.) 1
peaKkIMOHHYI0 cMech HarpeBaiu 10 30°C, uroObl obneruntsh pactTBopeHue (npuMepHo 10 Mun).
3arem cMmech BHOBb oxutaxaanu 10 20°C u npymst paBHbIMH nopruusimu BHocus PyBOP (9,20 r,
1,68 x 10” moub, 44 9KB.). MOHUTOPUHT C TOMOIIBIO TEXHOJIOTHIECKUX KOHTPOJIEH MOKa3a
3aBepIIeHUE peakuuu yepe3 2 4. PeakimoHHy0 cMech pa3dasiisuiu ¢ moMolnbio ACN (495 mu,
16,5 00.), punbTpoBau yepes MOTTOBCKYIO BOPOHKY U moaBepranu yiastpaduibrpammu (Merck
Millipore Pellicon 3, kaccera 2 x 0,11 M) ¢ 10 IOCTOSIHHBIM AHATH3HEIMI 06beMamu (600 M,
ACN), moaznepskuBasi Tpancaepmansroe gasnenne (TMP) 18 PSI u 48 n/m*/uac (LMH). ITocre
KOHIIEHTPUPOBAHUsI ITPH MOHWKEeHHOM AasyieHnH (45°C, 0,2 Gap; B Teuerne 30 MUH)
BBICYIIUBAHUS [P TEMIIEPATYPE OKPYIKAIOIIEH CPe/ibl B TEUEHUE JOMOJIHUTENBHBIX 16 4
noJy4aiu 45,7 T OUUIIEHHOTO MPOAYKTA (MapTust A) B BUIE TEMHO-XKEJITOTO CHPOTMA. JTOT
MPOLIECC TIOBTOPSUTH JIJIsl ToJyderHust eme 46,8 r matepuana (maptus B).

Jpe naptuu (maptun A u B) no ornensHocTy nornommanu THF (4,7 06.) u marpesanu 1o
35-40°C nmo Tex mop, Moka He MPOUCXOAMIIO MoNHoe pacTBoperue (10 MuH). B otnenpHbIi 3-
rOpJIblid KPYTJIOAOHHBIN COCYH, OCHALIEHHBIM BHYTPEHHUM TEPMOMETPOM, KareJIbHON BOPOHKOU
1T BBIPABHUBAHMSI JABJICHHSI 1 MArHUTHON Metajkoit, nodassuin MTBE (1,8 1, 19,5 006.).

3arem pactBopurelb oxjaxaanu 10 0°C ¢ moMoIbio BHeIHeH ensHoi 0ann. O0beqUHEHHBIE
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pacteopel naptuii A u B 8 THF nepenocuiu B kanenbHy0 BOPOHKY NP JOCTH)KEHUN
TeMIIEpaTypbl OKPYKAKOLIEH Cpeabl U BBOAUIM IO KaruisM B nepeMerunBaemslii pactsop MTBE,
npu 3ToM noaaep:kusas Temrneparypy 0°C. Ilpu nepBrIx npu3Hakax MOMYTHEHHS B
peaxkuoHHy10 cMech BBOoaUIH 3aTpaBky BHALys[Lys|s;[a-TDA-coenunenne Aly7[e-PEG2200]29
(0,95 1, 1% Bec/Bec OTHOCUTENILHO BBEJICHHBIX NapTHii A 1 B) B Bie TBEpAOro BeleCcTBa U
nponospkanu nodasienue, aisimeecs: 30 munyt. OOecneynBai CO3pEeBaHUE KPUCTAIIOB B
TedeHne 60 MUHYT, Mepe]] UX MepeHOCOM B BakyyMHbIH GuibTp BroxHepa (auamerp 160 mm) B
armocdepe N, (mpogoskutenbHOCTh 15 MuHyT). Ocanok Ha GUIBTPe JBAKIBI POMBIBAIIH C
nomortpio 5 06. MTBE (300 mit Ha mpoMbIBKY) 1 moacymBany (B armochepe N,), 94To JIUIIOCH
B 11esioM 30 muHyT. Ocanok Ha GUIBTPE NEPEHOCHITN B BAKYYMHYIO I1€4b, TA€ MPOUCXOUIIO
BoicymuBanue npu 40°C, 0,2 Gap 1o Tex mnop, noka He OblIa JOCTUTHYTA MOCTOSTHHAS Macca

(24 9), c monyuernem 74,8 r (Berxox 105%) ceimyuero 6enoro nmopomka. HPLC (C8 Phenomenix
Aeris, 2,1 x 100 mMm, rpaauent: 5% ACN (0-1 mun), 5-45% ACN/H,0) (1-2 mun), 45-60% ACN
(2-8 mun), 60% ACN (8-10 mun), 60-90% ACN (10-10,1 musn), 90% ACN (10,1-12 musn), 90-
5% ACN (12-15 mun), 5% ACN (15-20 mun), 272 am, 10 MM ¢popmuata ammonust) Rf (mun) =
14,92, 'H-SIMP (300MTI';, CD;0D) § (ppm): 0,40-2,30 (m, 589H), 2,31-2,79 (m, 154H), 2,81-
3,29 (m, 263H), 3,35 (s, 116H), 3,36-4,10 (m, 5924H), 4,13-4,62 (m, 151H), 6,28-8,52 (m,
622H). 19F-AIMP (300 MI'u, DMSO-d6) &: -106,9 ppm (3,81 mr, FBA, unTerpamus BoicTaBieHa
Ha 100), -79,0 ppm (21,4 mr nenapumepa, 62,80). Takum obpasom noayvanu 5,36 mr

coenunrenus A (mnu 25,1% conepskaHue).

pumep 7. Hoayuenne BHALys[Lys]s:[0-DGA-coenunenue A]sz:[e-PEGaao0]321
[pumeyanue: 327 OTHOCUTCS K TEOPETUYECKOMY YHCIY O-AMHUHOTPYIIIL, TOCTYITHBIX JIJIsI
3amerneHuss DGA-coequnennem A. @aktuueckoe cpeanee yucno rpynn DGA-coennHenus A,
npucoenuHeHHbIX K BHALys[Lys]s,, onpenensiiu 3KkCriepuMeHTalbHbIM IyTEM OCPEICTBOM 'H
SAMP (cm. mpumep 10). 32§ oTHOCHTCS K MAKCUMAJIbHOMY TEOPETHYECKOMY YUCITY €-
aMUHOTPYII, JOCTyNHBIX A 3amerieHuss PEGyyg. @axkTuueckoe cpeaHee YUCIO IPpyIn
PEG2;00, npucoenunenssix kK BHALys[Lys]s,, onpeaensiu skcriepuMeHTaIbHBIM ITyTeM

nocpencreom 'H SIMP (cm. mpumep 4, maptus 4).

Lonyuenue DGA-coeounenusn A
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K nepemernBaeMoii ¢ MOMOLIBI0 MArHUTHON MeLIANIKH CYCIIEH3UN COeUHEHUsT A
(77 mr, 81,5 mxmonb) B DCM (5 M) mpu KOMHATHON TeMIIepaType J00aBIsLTd aHTHIPUL
OUTITUKOIeBON KUCIOTHI (9,6 mr, 81,5 mxkmonb) u DIPEA (36 Mk, 200 mxmoub). CycrnieH3ust
OBICTPO PACTBOPSIIACH, U CMECH OCTABJISUIN MEPEMELITNBATHCS IPU KOMHATHON TEMITEPATYpE B
TedeHue Houn. Ha nporspkeHnn cneayromux 24 yacoB 100aBISUTN TOTIOJTHUTENBHOE KOJIUYECTBO
aHTUAPU/A AUTJIMKONIEBOM KHCIIOTHI 10 TeX MOop, rnoka no pesyapratraM HPLC peakmuro He
OLIEHUBAJIH, KaK 3aBeplIeHHYI0 Ha >80%. 3aTeM 1moa BakyyMOM yIaJisUIu JIETy4YHe BEIeCTBa, a
ocTaTok ouninanu ¢ nomouisio npenaparusHoit HPLC (BEH 300 Waters XBridge C18, 5 mxwm,
30 x 150 mm, 60-80% ACN/Boaa (5-40 mun), 0,1% TFA, RT = 22 muH) ¢ nony4eruem 76 mMr
(87%) nponykTa B Buae 6enoro TBepaoro Bemectsa. LCMS (C18, rpaguent: 50-60% ACN/H,O
(1-10 mun), 60% ACN (10-11 mun), 60-50% ACN (11-13 mun), 50% ACN (13-15 mun), 0,1%
MypaBbHHas kuciora, 0,4 mn/mun, Rf (Mun) = 5,93. ESI (+ve) Habmomaemsrii [M + H]™ = 1061,
Pacuernoe 3nauenue st CyoHsyCIF3N4O1;S; = 1060,24 Ja.
IH-AMP (300MI';, CD30D) & (ppm): 0,86-1,04 (m, 1H), 1,08-1,32 (m, 2H), 1,70-1,90 (m, 1H),
1,97-2,08 (m, 1H), 2,08-2,20 (m, 1H), 2,22-2,38 (m, 1H), 2,65 (t, J =123 T'u, 1H), 2,77 (t,J =
12,6 I'u, 1H), 2,92 (s, 3H), 3,15-3,29 (m, 2H), 3,36-3,42 (m, 2H), 3,46-3,54 (m, 2H), 3,73 (d, J =
12,6 T'u, 1H), 3,90 (d, J = 11,7T'u, 1H), 3,99-4,15 (m, 1H), 4,20 (s, 2H), 4,28 (s, 2H), 4,42 (j, J =
8,1 I'u, 1H), 4,45-4,54 (m, 2H), 6,86 (d, J =9,3I'y, 2H), 6,92 (d, ] =9,6 I'y, 1H), 7,01 (d, J =
9,3T'n, 1H), 7,10-7,26 (m, 4H), 7,26-7,47 (m, 7H), 7,59 (d, J=7,8 'y, 1H), 7,67 (d, J =9,0 'y,
2H), 8,08 (dd, J =9,0, 2,1T', 1H), 8,31 (d, J =2,1 I'y, 1H).

Ilonyuenue BHALys[Lys]s:[o-DGA-coeounenue AJsz1/e-PEG2200] 321
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— — 32 (TeopeTHHeckoe)
* =BHALYys[Lys]16

K nepememnBaemoii ¢ MOMOIIBIO MArHUTHOM MeIIaKu cMecH coenuHeHus A-DGA
(76 mr, 72 mxmonb) u PyBOP (37 mr, 72 mxmons) B DMF (1 mi) mpu KOMHAaTHO# TeMneparype
nobasisun cmecb BHALys[Lys]32[a-NH2TFA]3:[e-PEG2200]20 (112 mr, 1,49 mxmons, maptust 4
u3 npumepa 4) u NMM (31 mku, 0,29 mmonb), Taxoke B DMF (2 mun). Uepes 16 uacos npu
KOMHATHOW TeMIlepaType JIETy4ne BeIecTBa yaJsUId 1 OCTATOK OYUIIAIH ITOCPEICTBOM
HKCKIIO3HOHHOM Xpomarorpadun (Sephadex, LH20, MeOH). CoorsercTByrouue Gppaxiuy,
ucxons u3 pesynpratroB HPLC, 00bequHsUTH 1 KOHLIEHTPUPOBAIH. 3aTEM OCTATOK MOTJIOLIAIIH
BonoM, punbTpoBanu (0,22 MkM) 1 THoGUIM3HPOBAJIH ¢ ToaydeHueM 137 mr (88%)
HEOOXOIUMOro MaTepuaia B Buae OyeqHo-po3oBoro Teepaoro semectsa. HPLC (C8 Xbridge,
3 x 100 mm, rpaguent: 42-50% ACN/H,0) (1-7 muHn), 50-80% ACN (7-8 mun), 80% ACN (8-
11 mun), 80-42% ACN (11-12 mun), 42% ACN (12-15 muHn), 214 5m, 10 MM popmuar
ammonmst) Rf (vur) = 10,23, 'H-SIMP (300MI'i, CD;0OD) & (ppm): 0,58-2,26 (m, 834H), 2,28-
2,72 (m, 154H), 2,74-3,28 (m, 245H), 3,35 (s, 101H), 3,37-4,02 (m, 5824H), 4,04-4,68 (m,
272H), 6,46-8,54 (m, 652H).

IIpumep 8. Ilonyuenne BHALys[Lys]3;[o-Glu-coenunenne A]sz+[e-PEG1100]321
IIpumedanue: 32T OTHOCHTCSI K TEOPETUIECKOMY YHCITY 0-aMUHOTPYIIIT HA IEHIPHUMEpE,
nocTynHbIX 11s1 3amernenus: Glu-coenunenneM A. 321 OTHOCUTCS K MAKCHMAIIbHOMY

TEOPETUYECKOMY UUCIY E-aMUHOTPYIII, AOCTYNHBIX 11 3aMmeteHust PEGiioo.
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Ilonyuenue BHALys[Lys | s>[o-Glu-coeounenue Ajsz1[e-PEG100] 321

: L NHPEG

— — 32 (teopetmacckoe)
* =BHALYys[Lys]16

K nepememuBaeMoii ¢ MOMOLIBI0 MArHUTHON Mewaiku cMmecu coenuHenust A-Glu
(57 mr, 54 mxmoznb) u PyBOP (28 mr, 54 mxmosns) B DMF (1 M) npu KOMHaTHO#H TeMmnepaType
nobGassiin cmecb BHALys[Lys]32[0-NH TFA]3:[e-PEGi100]324 (57 mr, 1,20 mxmoss) u NMM
(25 ™k, 0,23 mmodb), Takke B DMF (2 mit). Uepes 16 yacoB npu KOMHATHOH TeMmiepaType
JIeTy4ure BEeLIeCTBA YIAJISIN U OCTATOK OYHUILNAIN TIOCPEACTBOM SKCKIIIO3HOHHOH Xpomarorpaduu
(Sephadex, LH20, ACN). CootBercTBytomiue ¢ppakiuu, ucxoas u3 pedyasraros HPLC,
O0BEUHSIIN M KOHIICHTPUPOBAJIH. 3aTE€M OCTATOK MOTJIoMmai BoaoH, Gunsrposaiu (0,22 MKM)
1 JIMoGUIH3UPOBATH ¢ ojyueHueM 72 mr (78%) HeoOXoauMoro Matepuana B Buae OJeIHO-
pososoro TBepaoro Bemectsa. HPLC (C8 Xbridge, 3 x 100 mm, rpaguent: 42-50% ACN/H,0)
(1-7 mun), 50-80% ACN (7-8 mun), 80% ACN (8-11 mun), 80-42% ACN (11-12 mun), 42%
ACN (12-15 mun), 214 uMm, 10 MM dopmuara ammonusi) Rf (mun) = 10,40. 1H-AAMP (300MI 1,
CDs0D) & (ppm): 0,60-2,08 (m, 632H), 2,10-2,35 (m, 127H), 2,36-2,53 (m, 114H), 2,54-2,78
(m, 117H), 2,82-3,27 (m, 254H), 3,34 (s, 102H), 3,37-3,89 (m, 3226H), 3,90-4,58 (m, 185H),
6,36-8,52 (m, 654H).

IIpumep 9. lHoayuenne BHA Lys[Lys]s:[a-MIDA-coeaunenune Alsz+[e-PEG2100]321
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IIpumedanue: 32T OTHOCUTCS K TEOPETHUECKOMY YUCIY O-AMHUHOTPYIII HA NEHAPUMEPE,
noctynHbIx 1715 3ameinenuss MIDA -coennnennem A. @akTudeckoe CpeiHee YUCIIO Py
MIDA-coenunenus A, npucoenuHeHHbXx K BHALys[Lys]3), onpenensiniu sxcriepuMeHTalbHbIM
IIyTEM MOCPEACTBOM PF SIMP (cm. npumep 10). 32 OTHOCHTCS K TEOPETUYECKOMY YHUCITY €-
aMHUHOTPYII Ha AeHApPUMeEpe, TOCTYNHbIX A 3amenienus PEGy1g0. @akTudeckoe cpenHee
yucyo rpynn PEG;ig, mpucoenuuennsix kK BHALys[Lys]s,, onpenensiiu 3kCriepuMeHTaIbHbIM

nyrem nocpeacrteom 'H SIMP (cM. mpumep 4, maprusi 5 1 6).

IHonyuenue MIDA-coeounenus A

MIDA

K nepememnsaeMoi ¢ MOMOLIBI) MArHUTHON MEIIAJIKU CYCIEH3UU COCUHEHHS A
(200 mr, 0,21 mmosb) B DCM (5 mu1) mpu komHaTHOU Temmnepatype nodasisuin DIPEA (24 Mk,
0,14 mmonb), NMM (72 Mk, 0,66 mmonb) 1 4-metunmopdonun-2,6-nuoH (33 mr, 0,26 MMOIb).
CycneH3ust ObICTPO PACTBOPSUIACH, U CMECh OCTABJISLTU MEPEMELINBATBCS TIPU KOMHATHON
TeMIepaType B TedueHne Houl. Ha npoTsukeHnu cienyromux 24 4acoB 100aBIsLTH
JOTIOJTHUTEIBHOE KOJTHYECTBO 4-MeTUIMOP(HOIUH-2,0-1HOHA A0 TEX TOP, TIOKa MO pe3yJIbTaTaM
HPLC peakuuro He OLIEHUBAIH, KaK 3aBeplIeHHYI0 Ha >80%. 3aTeM 1o BaKyyMOM Y IaJIsiu
JIeTy4re BeleCTBa, a OCTATOK o4uuInaiy ¢ momomsto npernaparusHoit HPLC (BEH 300 Waters
XBridge C18, 5 mxm, 30 x 150 mm, 50-70% ACN/Boga (5-40 mun), 0,1% TFA, RT =23 muH) ¢
nonyuenueM 190 mr (84%) npoaykra B Buae Oenoro Teepaoro Bemecrsa. LCMS (C18,
rpaauent: 50-60% ACN/H,0 (1-10 musn), 60% ACN (10-11 musn), 60-50% ACN (11-13 Mun),
50% ACN (13-15 mun), 0,1% mypasbunas kuciota, 0,4 min/mus, Rf (Mmun) = 2,55. ESI (+ve)
HaOmoaaemsrit [M + H]+ = 1074. PacuetHoe 3HaueHue niisi CsoHssClIF3NsO,0S; = 1073,28 [la.
'H-SIMP (300MI'1, CD;0D) & (ppm): 0,86-1,07 (m, 1H), 1,08-1,37 (m, 2H), 1,72-1,88 (m, 1H),
1,96-2,09 (m, 1H), 2,10-2,24 (m, 1H), 2,24-2,38 (m, 1H), 2,66 (t,J = 12,3 T'u, 1H), 2,79 (t,J =
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12,6 T, 1H), 2,92 (s, 3H), 3,00 (s, 3H), 3,14-3,28 (m, 2H), 3,33-3,43 (m, 2H), 3,47-3,57 (m,
2H), 3,72 (d, J = 12,0 Ty, 1H), 3,89 (d, J = 12,6 T'y, 1H), 4,03-4,15 (m, 1H), 4,06 (s, 2H), 4,19 (s,
2H), 4,43 (d, J = 8,1 T'y, 1H), 4,54-4,64 (m, 2H), 6,88 (d, J = 9,0 I'u, 2H), 6,93 (d, J = 9,6 T'wy,
1H), 7,01 (d, J = 9,0 I'y, 1H), 7,09-7,25 (m, 4H), 7,26-7,47 (m, 8H), 7,61 (d, J = 8,1 I'y, 1H),
7,68 (d, J = 9,0 I'n, 2H), 8,07 (dd, J =93, 2,1 T'y, 1H), 8,31 (d, J =2,1 T'y, 1H).

Anvmepuamueénsiii cnocob nonyueHus

Coennnenne A (28,00 r, 2,96 x 10™ moib) u 4-merunmophonns-2,6-muos (7,24 T,
5,33 x 10” monb, 1,80 9KB.) 3arpy>Kajiil B 3-rOPJIbIi PeaKIIMOHHBIN COCYl C BHYTPEHHUM
JaTYUKOM TEMITEPATYPhI U KareJbHOW BOPOHKOM 11l BBIpAaBHUBAHUS AaBJIEHHsI, B aTMOchepe
N,. Bocuniu DCM (250 mi1, 9 06.) 1 nony4deHHy0 cycnensuro oxiaxkaanmu ao 0°C. Ha
npotsikernn 10-MuHyTHOTO epuona nodassuin no karisim TEA (6,25 mi, 4,44 x 102 MOJIb,
1,5 3xB.) B DCM (50 mu, 1,8 06.), mpu 3TOM noanepkusanu remneparypy 0°C.
Texnomornyeckne KOHTPOIM peaKkLuy NPOBOAWIN Yepe3 Kaxkablid yac. Peakuuro cunranu
3aBepIICHHOMN, KOT/a IUIOMA/Ib MUKa coennHeHns A cocrasisiia <10% (kak mpaBuio, yepes
4,5 4 nocyie okoH4YaHMs1 1o0aBeHus ). PeakinoHHy0 cMech pa3basiisiiu ¢ momorsio DCM
(1,40 1, 50 06.) 1 nBaxbI MpombIBaK ¢ momoibio 1,6 M Boan. Na,COj3 (1,60 1, 50 06.).
Opranungeckuii cinoit Bicymusaiau Hag MgSOy (90 1, 5% Bec/o0vem), punpTpoBanu uepes
IIOTTOBCKYIO BOPOHKY U MpoMbiBaiiu ¢ nomomsro DCM (100 mit, 5 00.) ¢ noiy4yeHuem rpss3Ho-
6enoro TBEpAOro BEIIECTBA MOC/e KOHIEHTpHpoBaHus noz BakyymoM (0,2 6ap, 30°C) (33,07 r,

BbIx0 95%, 90,6% no pesynbraram HPLC).

Ilonyuenue BHALys[Lys]s:[o-MIDA-coeounenue AJ3:4/e-PEG2100] 351

Cnocob nonyuenus nebonvuLo02o 0ovema
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0
: IWNH-PEG2100

— — 32 (TeopeTHYECKOE)
* =BHALYys[Lys]16

K nepememnBaemoii ¢ MOMOIIBIO MArHUTHON MeIIAKU cMecH coenuHeHus A-MIDA
(730 mr, 0,68 mmonb) u PyBOP (353 wmr, 0,68 mmoinb) 8 DMF (10 M) npu KOMHaTHOMH
temrieparype nodasisui cmecb BHALys[Lys]s[a-NH,TFA]3;[e-PEG;100]31 (934 mr,
12,1 mxmonb, naptus 5 u3 npumepa 4) u NMM (255 mxu, 2,32 mmons), Takke B DMF (10 m).
UYepes 16 yacoB npu KOMHATHON TeMIIepaType JIeTy4Yle BELIeCTBA yAAJSAIN U OCTATOK OYHINAIN
MOCPEICTBOM SKCKIIIO3HOHHOM xpoMarorpadun (Sephadex, LH20, ACN). CooTBeTcTBYyIOLIHE
bpakumu, ucxoas uz pe3yiabratoB HPLC, oObeanHsIN U KOHLIEHTPUPOBAIU. 3aTEM OCTATOK
noryiowmany Boaoi, gpunsrposanu (0,22 Mxkm) u grodunusupoBanu ¢ nonydeHuem 1,19 r (92%)
HEOOXOIUMOro MaTepuaia B Buae OyeqHo-po3oBoro Teepaoro Bemectsa. HPLC (C8 Xbridge,
3 x 100 mm, rpaguent: 42-50% ACN/H,0) (1-7 muHn), 50-80% ACN (7-8 mun), 80% ACN (8-
11 mun), 80-42% ACN (11-12 mun), 42% ACN (12-15 mun), 214 am, 10 MM popmuata
ammonwusi) Rf (mun) = 10,80. 1H-AMP (300MI'y, CD;0D) & (ppm): 0,45-1,92 (m, 565H), 2,08-
2,78 (m, 228H), 2,79-3,00 (m, 96H), 3,01-3,28 (m, 180H), 3,35 (s, 180H), 3,46-4,20 (m, 6164H)
4,20-4,68 (m, 139H), 6,40-8,52 (m, 680H).

2

Ansmepramusnutii cnocob nonyyerus (601vu020 06vema)

DMF (225 mn, 16,5 06.) noGasisuiu k BHALys[Lys]s;[a-NH, TFA]s;[e-PEG;100]29
(13,491, 1,72 x 10 monb, naptus 6 u3 npumepa 4) u coeguHenno A-MIDA (8,50, 6,87 x 10°
3 Moub, 40,2 5KB.) B atmocgepe N,. Buocumu NMM (3,60 mu, 3,30 x 10 mosb, 192 9KB.) U
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peaKkIMOHHYI0 cMech HarpeBaiu A0 30-35°C, uToOb! 00neryuTh pacTBOpeHue (pUMEpPHO

5 muHyT). 3aTeM cMech BHOBb oxsaxaanu 10 20°C u 1ByMsl paBHbIMU NOPLHMSIMU BHOCHIIU
PyBOP (4,13 r, 7,56 x 107 monb, 44 9KB.). MOHUTOPHHT C MOMOIIBIO TEXHOJOTHUECKUX
KOHTpOJIEH MOKa3aj 3aBepllieHre peakiy yepes 2 4. PeakinoHHyI0 cMech pa30aBIisiii ¢
nomotbio ACN (225 ma, 16,5 06peMoB), puabTpoBasu Yepes MOTTOBCKYIO BOPOHKY U
noxsepram yisrpadunstparmu (Merck Millipore Pellicon 3, kaccera 0,11 Mm%, 10 x/Ta)

16 (mocrostHabIM) Aramu3HBIME 0O0beMamu (200 mi, ACN), moanep kuBasi TpaHCAEPMAIIbHOE
nasnenne (TMP) 25 PSI u 44 n/m*/1ac (LMH). ITocie KOHLEHTPUPOBAHKS TIPH OHHKEHHOM
nasnennn (40°C, 0,2 Gap; 60 MUHYT) U BBICYIIUBAHUS MPH TEMIIEPATyPe OKPYKAIOIIEH Cpesibl B
TE€UEHUE AOMOJHUTENBHBIX 16 4 nosydanu 23,5 r OYUIIEHHOTr0 MaTepuana B BUJIE€ CBETIIO-
opamskeBoro cuporna. Cupon pactsopstiin B THF (235 mn, 10 o6semoB) mpu 35-40°C (10 muHyT)
u punbrpoBanu yepe3 PTFE-memOpany nuamerpom 47 MM ¢ pasmepom nop 0,45 MukpoHa
(Merck-Millippore Omnipore). @uibTpaT KOHLIEHTPUPOBAIHN 10 TTOJOBHHBI €I0
nepBoHavyanbHOro oowsema (100 mi, 4,3 oObeMa) 1 MOMEINaIH B KaNelIbHYI BOPOHKY IS
BBIPABHUBAHUS IABJICHUS [TOCIIE BO3BPALIEHHS IO TEMIIEPATYPhI OKPY KAIOIIEH CPebl.

MTBE (400 mu, 19,5 o6bema) nomernanu B 3-ropibiii RBF, ocHalneHHbI BHYTpEHHUM
IaTYUKOM TeMITepaTyphl, U oxjaxkaanu 10 0°C ¢ momMoIblo BHEIIHEH JeAsiHO OaHu B
atmocepe N». ITocne noctmwkenus 0°C mpuctynanu K J0OaBICHHIO TEHAPUMEPA, JISLIEMYCs
15 munyT (Makc. BHyTpeHHsAsA Temneparypa 5°C), mpu 3TOM nepeMeInuBaHue NpOAOIKAIN B
tedenue 45 munyT (ipu 0-5°C) nist obecrieueHus: BO3MOKHOCTU CO3PEBAHMS OCAIKA.
[TonyueHHYO CMeCh IEPEHOCHIIA Ha BaKyyMHbIH (uibTp BroxHepa (muamerpom 160 mMm) B
armocdepe N, ¢ mosydyeHHeM NMepBOi MOPLIMH BJIAKHOTO OCaaKa Ha (GUIIbTPE B TEUCHHE
15 munyT. Ocanok Ha GpUIbTpe ABAKABI MPOMbIBAIHU ¢ oMoIbio 5 06. MTBE (o 100 M1 Ha
NPOMBIBKY) U moacymuBaiu (B armocgepe N,), 4To ummiiock B neioM 15 munyT. Ocasok Ha
($unbTpe NepeHOCIIN B BAKYYMHYIO TIeUb, 1€ MPOUCXoamio BeicyuBanue (mpu 25°C, 0,2 6ap)
10 TeX TOp, TIOKa He OblIa JOCTUTHYTa MOCTOsIHHAs Macca (48 1), ¢ monydenuem 18,98 r (Bprxon
102%) cemmydvero 6enoro mopourka. HPLC (C8 Phenomenix Aeris, 2,1 x 100 mwm, rpaaueHT: 5%
ACN (0-1 mun), 5-45% ACN/H,0) (1-2 mun), 45-60% ACN (2-8 mun), 60% ACN (8-10 mun),
60-90% ACN (10-10,1 musn), 90% ACN (10,1-12 mun), 90-5% ACN (12-15 mun), 5% ACN (15-
20 muH), 272 uM, 10 MM popmuara ammonust) R (vun) = 14,94, 'H-SIMP (300MI ', CD3OD) &
(ppm): 0,31-2,84 (m, 953H), 2,86-3,27 (m, 211H), 3,35 (s, 109H), 3,37-4,23 (m, 5734H), 4,24-
4,64 (m, 95H), 6,26-8,41 (m, 632H). "F-SIMP (300 MI'r, DMSO-dg) &: -107,1 ppm (3,64 wmr,
FBA, unrerpanus Boicrasnena Ha 100), -79,1 ppm (31,2 mr nenapumepa, 108,82). Takum

obpaszom noyuanu 8,91 mr coeaunenus A (nnu 28,6% conepkaHue).
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IIpumep 10. Coaep:raHue JeKAPCTBEHHOI0 CPEACTBA, HPEACTABJISIOIEro CO00M

coequHeHHue A, B J1eHApuMepax

ConeprkaHue JIeKapCTBEHHOTO CPENCTBA, MPEACTABIIIOLIEro co00i coennHeHne A, B

AeHApUMEpax, MOIYy4YEeHHBbIX B IpuMepax 5-9 Bbllle, onpenesnsiiu nocpeacrsoM SJMP.

Conepsxanne coenuHeHmst A B % 110 pesynpratam 'H IMP. ConepskaHue COeTUHEHNs A

OLIEHUBAJIM B BHJI€ HHTErPALIMHA APOMATHYECKOTO ydacTka (6,5-8,5 ppm), KOTOpBIH XapakTepeH
st coenrHeHus1 A, B cpaBHeHuu ¢ obnacteio PEG (3,4-4,2 ppm), KoTOpast XapakTepHa JJIst
OCTOBa AeHOpUMepa. B Monekyie u3 npumepa S, mpencTaBiIeHHON B Ta0IHLIE HITKE,
TEOpeTUYEeCKOe YHUCIIO MPOTOHOB y 32 rpym coeAnHeHnust A B cyMMe ¢ octaTouHbiM BHA 13
nenapumepa cocrapisier 6S0H. Habnmroganu nmumb 63 1H, 94TO CBUAETENBCTBYET O TOM, YTO
TONBKO 97% nmu 31 u3 32 y4acTKOB OBUIH 3aHSATHI MOJIEKYJIAMU COENUHEHU A. 3aTeM
paccunTbiBain % coenuHeHuss A myreMm yMHOKeHHst MW (coennnenust A) Ha 31, 3atem neneHust
Ha cymMapHayro MW koHcTpykumu. T. e. conepskanue coequaennst A = (945 x 31)/104500 =
0,28 (nm 28%).

19
Conep:xanue coenunenus A B % no pesyapraram _F AMP. ITokazaTenu conep:kaHus

COSIMHEHHs A paCCUHTBIBAIH MOCPEACTBOM TposeneHus | F SIMP KOHbIOraTa ¢ MPHMEHEHHEM
BHYTpEHHero cranaapra (4-gpropoen3oitnoit kuciaorsl, FBA). DxcnepumeHT 00bIMHO
IIPOBOAMUTCS MyTE€M TOYHOIO OTBEIIMBAHMS U3BECTHON Macchl AeHapumepa u FBA B onqun
¢bakoH. 3aTeM NoJy4YeHHOE MOMIOMAT ¢ MoMoIblo DMSO, 06pabaThIBatOT yIbTPa3ByKOM

(2 muH), mocne 3Toro aHaMu3upyroT nocpeactsom AMP (100 ckaHupoBaHUM, BpEMsI 3a1€PKKH
30 ¢). 3arem unTerpupyroT nuku FBA u neHaprMepa v pacCUUTBHIBAIOT Yo COSIUHEHMS A C
NPUMEHEHUEM MOJIIPHBIX COOTHOILIEHUH (MosibHOe cooTHoenue coenunenus (3F) u FBA (1F)

3:1).

Tabauua 8. [IpouenTHoe conepxanue coeguHenusi A Ha Lys-nenapumepe

Mounekyaa Oobem Conepxanue MWw#* Yucjio MoJieKya
u3 coelUHeHHUs1 A (x/la) coeAMHEeHHus1 A
npuMepa (%) HA JeHapHuMep
5 101 mr 28,2 (‘"H SIMP) 104,5 31
6 Hebonpbmoii 28,6 ("H SIMP) 106,0 32
00BeM
(98 mr)
Bonb1oii 25,1 (’F SIMP) 96,2 27
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0o0beM
(74,8 1)

7 137 mr

28.8 (‘"H SIMP)

105,6

32

9 HeOonbimoi
00BeM
(1,19 mr)

23,6 ("’F SIMP)

99,7

25

Bonbioii

00neM
(18,98 1)

28,6 ("'F SIMP)

101,6

31

* CyMMapHYI MOJIEKYJIIPHYIO MAacCy MOKHO OLIEHHBATh C MPUMEHEHHEM pacyeTHOH MW
octoBa aeHapumepa, MW coennHenust A-nuHkepa u % cofeprkaHusi COeANHEHUs A 1o

pesynbratam AMP. T. e,

Hanpumep: MW= MW ocrosa neugpumepa — 32(MW TFA) / (100 — % conepskanusi

coennaenust A ((Mr coenuHenust A-nmuHKepa — Bonbl)/Mr coenuaenus A))/100

= 75700 - 3648

(100 — 28,2((1058 — 18)/945))/100

= 72052

(100 — 28,2(1,10))/100
= 72052

0,6898
=~104,5 /la

Ipumep 11. UccnenoBanue in vitro BbicBo6o:xkaenuns u3 nenapumepos (pH 7.4, B PBS 10%

DMA)

IIporoxo.:

1. Torossar PBS-Oydep - PBS monyuarot nytem pactBopenusi 1 Tabnerku PBS (Sigma, P4417)

B 200 My nmewoHM3WpOBaHHOW BoAbl, 4Tto obecneunBano 0,01 M ¢ocdatueii Oydep,

0,0027 M xsopuna xamust u 0,137 M xopuna Hatpust npu pH 7.4, 37°C.

2. Toroear cmecb PBS/DMA obOwvem/obbeM 9:1 myrem pasbaenenusi 9 mn PBS-Oydepa ¢

nomombo 1 Myt DMA.

3. JlemaroT pacTBOpBI OEHAPUMEPOB ¢ KOHIEeHTpauueidl 1 mr/mn B cmecu PBS/DMA B 2 mi

¢dnakonax nnust HPLC.

4. OTcnexuBaroT BHICBOOOKIIEHHE COSAMHEHUSI A TIPU KOMHATHOH TeMIepaType MoCpeacTBOM

HPLC c unrtepBanamu B 2 4aca.

Cnoco6 HPLC (C8 Xbridge, 3 x 100 mm, rpaguent: 42-50% ACN/H,0) (1-7 mun), 50-80%
ACN (7-8 mun), 80% ACN (8-11 mun), 80-42% ACN (11-12 mun), 42% ACN (12-15 mun),

243 uM, 10 MM ¢opmuaTa amMmMOHUS).
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Tabauua 9a. IIpoueHT BbICBO00KIEHHOI0 cOeAUHEeHHsA A (MOJIeKYJIbl U3 NPUMepOoB S-8)

% BBICBOOOXKIEHHOI'O COeMMHEHUsT A*
DGA TDA
PEG2200 PEG2100 Glu PEGzzoo Glu PEG1 100
Mousekyaa | Moaexkyaa | Mojsexkynaa | Moaekyaa
Bpems | u3 npumepa u3 u3 u3
(1) 7 npumepa 6 | npumepa S | npumepa 8
0 0 0 0 0
0,5 10,1 52 0,43 0,44
2.5 62,7 24 8 2,65 1,86
45 80 39,5 438 2,96
6,5 81 50 5,96 435

*OnpenesneH MOCPEACTBOM CpaBHEHHUSI IIOMIAIM MO MUKAMHU s coennHenus A (8,6 MUH) C
TUIOIIAABIO 1Tox KoM st neHapumepa (10,8 mun) no pesynpraram HPLC.

Ta6auua 9b. IlpoueHT BbICBO0OKIEHHOI0 cOeiNHEeHUs1 A (MoJieKyJ1a u3 npumepa 9)

%
BBICBOOOKIIEHHOTO
coenuuenmst A*”
MIDA PEGj;;09
Moaexy.aa u3
npumepa 9
0 1,43
2 10,59
4 17,54
6 23,71
*OmnpeneneH MOCPEICTBOM CPaBHEHHSI TIOIIAIH MO TUKAMHU i1 coenrHeHus A (8,6 MuH) ¢
TUIOIAIBIO 1O KoM aiist aeHapumepa (10,8 mun) o pesynsratam HPLC. # Ananu3

MOJIEKYJIbI U3 MpUMepa 9 NMPOBOAUIN KaK OTAEIbHbIN 3KCTIEPUMEHT.

Bpewmst (1)

TIpumep 12. Uccaenosauue in-vitro BpicBo0oxaeHus us geaapuvepos (pH 4.5.8 0.1 M

JHMOHHOM KHCJI0TE)

IIpoToxou:
1. Torossr 0,1 M pacTBOp JTUMOHHOH KUCIOTHI (7,68 T JIUMOHHOM KUCJIOTHI, pa30aBIeHHON 10
400 MJI ¢ TOMOIIBIO IEMOHU3UPOBAHHON BOJbI) 1 1oBOIAT pH 110 4,5.

2. JlenmaroT pacTBOpPBI ACHIPUMEPOB C KOHLIEHTpauued 1 Mr/mMi1 B pacTBOpPE JIMMOHHOM KUCJIOTBI

B 2 Mt ¢pakonax anst HPLC.

3. OrcnexxuBarOT BBICBOOOXKICHNE COSOUHEHMS] A TIPU KOMHATHOU TeMIlepaType MoCpeacTBOM

HPLC c pa3snuuHbIMU HHTEpBaJlaMi BPEMEHU.
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Crnoco6 HPLC (C8 Xbridge, 3 x 100 mm, rpaguent: 42-50% ACN/H,0) (1-7 mun), 50-80%
ACN (7-8 mun), 80% ACN (8-11 mun), 80-42% ACN (11-12 mun), 42% ACN (12-15 mun),

214 uMm, 10 MM ¢opmuaTa amMmMOHUS).

Ta6auna 10a. IlpoueHT BHICBO0O0KAEHHOI0 cOeAMHEHUsI A (MOJIEKYJIbI H3 TPHMepPOB S-8)

% BBICBOOOKIEHHOTO COeNMHeHust A™*

DGA PEG2200 TDA PEG2100 Glu PEGzzoo
Bpemss | Mouaekyua u3 Moaexkyaa u3 | MoJjekyJa u3

(M) npumepa 7 npumepa 6 npumepa S
0 0 0 0
0,1 4,2 1,3 0,2
0,75 17,5 5,5 0,4
1,75 32,5 10,5 1,2
7 63 30 3,6

*OnpenesneH MOCPEACTBOM CPaBHEHHUsI IUIOIIAIM IO MUKAMH sl coennHeHus A (8,6 MUH) C
TUTOIIAABIO IO TUKOM JJ1st Makpomoutekyiel (10,8 mun) no pesynsraram HPLC.

Ta6auna 10b. IIpoueHT BHICBO0O0KAEHHOI0 coeJMHEHHsI A (MoJieKyJia U3 npumepa 9)

% BBICBOOOXKIEHHOTO
coeguHeHus1 A*
MIDA PEGji00

Bpewms (namn) | Monekyna u3 npumepa 9
0 1,83
2 33,87
5 65,03
7 80,7

*OmnpeneneH NOCPEACTBOM CPaBHEHUS TUIOLIAIH TTO]] ITMKAMU I coequHeHst A (8,6 MuH) C

TUTOIIAABIO MO THKOM JJ1s1 Makpomosiekyinl (10,8 mun) no pesynbraram HPLC. # Ananus

MOJIEKYJIbl U3 TpuMepa 9 MPOBOAMIIH KaK OTAETbHBIN SKCIIEPUMEHT.

TIpumep 13. 3aBucumoctb 0T pH HAYAJIBLHOI0 BLICBOOOKIACHHS COSAMHEHUS A U3 MOJIEKY.JI

13 NpuMepoB 6 1 9 B cpeay-HOCHTEb /IS JOCTABKH

Jlis onpenenenHus CKOPOCTH THAPONIN3a COeNUHEeHns A U3 Mmakpomosekysisl pu pH 2,1,
pH 3, pH 4, pH 5, pH 6, pH 7 u pH 8 npumensutn cocod6 HPLC-UV.

I'oroBunu Oydep Mak-Hnseiina ¢ pH 2,2 nytem nodasnenus SO M1 JEeMOHU3UPOBAHHON
Bonel k 0,14 T nonekaruapara ¢ochara nuHatpust u 2,06 T MOHOTUAPATA TUMOHHON KHCIOTHL
PacTBop nosoamnu 1o obmero oovema 100 M1 ¢ TOMOLIBIO IEHMOHU3UPOBAHHOH BOABI 1 pH
MOJTBEPKIANH.

I'orosunu Oydep Maxk-Mnseiina ¢ pH 3 myrem nobasienus S0 M1 1eMOHU3UPOBAHHON

BOnbI K 1,47 r nonekaruapara ¢ochara nuHatpust u 1,67 r MOHOTUApPATa TMMOHHON KHCIOTBL
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PacTBop noBoamnu 1o obmiero oovema 100 M1 ¢ TOMOLIBIO IEMOHU3UPOBAHHOHN BOAbI M pH
MOJATBEPKIANH.

I'oroBunu Oydpep Maxk-Mnseiina ¢ pH 4 nyrem nobasnenus 50 M1 1€MOHU3NPOBAHHOMN
BOJBI K 2,76 T nopexaruapara ¢ocdara qunatpus u 1,29 r MOHOrUApaTa JIUMOHHOH KUCIIOTHI.
PactBop noBoauim 1o obmero oobema 100 M1 ¢ MOMOLIBIO AENOHU3UPOBAHHOH BOAbI U pH
MOJTBEP K IANH.

I'otoBunu Oydpep Mak-Mngeiina ¢ pH 5 nmyrem nobasienus: SO M1 1eMOHU3UPOBAHHOMN
BOIBI K 3,69 T noxekaruapara ¢ochara quHatpust u 1,02 T MOHOTUApPATA TUMOHHON KHCIOTBL
PacTBop nosoammu 1o obuero oovema 100 MiT ¢ TOMOLITBIO IEMOHU3UPOBAHHON BOABI M pH
MOJTBEPKIANH.

I'orosunn Oydep Maxk-HMngeiina ¢ pH 6 nmyrem nodasienus SO M1 1eMOHU3UPOBAHHON
BOIBI K 4,52 T nonekaruapara ¢ochara nuHatpust u 0,77 T MOHOTUAPATA TUMOHHON KHCIOTBL
PactBop nosoamnu 1o obmero oovema 100 M1 ¢ TOMOLIBIO IEHOHU3UPOBAHHOH BOABI M pH
MOJTBEPKIANH.

I'orosunm Oydep Maxk-Mnseiina ¢ pH 7 nyrem nodasienus SO M1 1eMOHU3UPOBAHHON
BOIBI K 5,90 T noxekaruapara ¢ochara nuHatpust u 0,37 r MOHOTUAPATA TUMOHHON KHCIIOTHL
PacTBop nosoamnu 1o obmero odvema 100 M1 ¢ TOMOLIBIO IEMOHU3UPOBAHHOHN BOABI M pH
MNOJATBEPKIANH.

I'oroBunu Oydpep Maxk-Mnseiina ¢ pH 8 myrem nodasnenus 50 M 1eMOHU3NPOBAHHON
BOJBI K 6,97 T nopexaruapara ¢ocdara nunatpus u 0,06 r MOHOTUAPATA TUMOHHOH KHUCIIOTBL.
PactBop noBoauau 1o obmero oobema 100 M1 ¢ MOMOIIBIO AENOHU3UPOBAHHOH BoAbI U pH
MOJTBEP K IAH.

Bo ¢nakon TouHo otBemmuBanu 1-2 Mr genapumepa u godasisuiua 1 M Oydepa. Obpaszen
MepeMEINBaJIH C MOMOIIBI MarHuTHOUN Memmanku npu 37°C B TeueHue BoTh 10 130 4.
IMepuonuyecku obpasen ananusuposaiu nocpeactsom HPLC-UV. KonuenTpanuto cBoOOAHOTO
coennHeHUs1 A onpenessuti myteM cpaBHeHus otkinka HPLC-UV y coenunenus A B obpasie ¢

otkiukoM HPLC-UV y cranpapTa ¢ n3BeCTHON KOHIIEHTpaLUeH.

Ta6auna 11. Cnocod HPLC aast mosiexyna u3 npumepa 13

CraHpapTHOE MoJyyeHue: 5 mr coenunenus A B 10 mi cmecu
MeCN:Boga 1:1

Kononka: Waters XBridge C8, 50 x 4,6 mm, 2,7 MKkM

Temneparypa KOJIOHKH: 40°C

O6bem BBOAMMOM TIPOOBI (MKII): 5 MKJI (mporpamMma HUHXKEKTOpa C
OpekeTuHrom odpasia ¢ MOMOLIBI0 5 MK
JUMETIIAlETaMIIA)
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I[J'II/IHa BOJIHBI ACTCKIIMH .

Pacxon (mi/MuH)

IToneuwxHas ¢paza A (MPA): 0,3% TFA B Bone

ITopsmxnas ¢asa B (MPB): 0,3% TFA B anteroHutpusue

IIporpamma: Bpewmst (Mun) | % MPA % MPB
0

KoHctanTy ckopocTu npu KakaoM pH pacCunThIBaIM, UCXOS M3 HAO0 JaeMbIX
KOHIIEHTPAIMI pacTBOpa C TEYEHHEM BpEMEHH, C MPUMEHEHHEM CItocoba moadopa KpUBOi
METOJIOM HaUMEHbBIIHNX KBaapaToB. HalronaemMple KOHCTAHTBI CKOPOCTHU 0000IIEHHO
npeacTasyieHbl Ha purype 8. JlaHHbIe TOKa3aly, YTO MOJIEKYJIa U3 MpUMepa 9 1eMOHCTpUpOBaJa
MCHbBIIYIO USMCHYHUBOCTD HAYAJIbHOT'O BI:;ICBO60)KI[6HI/I$[ o BCEMY MPOTCCTUPOBAHHOMY

nuanaszony pH, yem monekyna u3 npumepa 6.

Tlpumep 14. In vitro BICBO0OKACHHE COSAUHEHUS] A U3 JEHAPUMEPOB B ILIA3ZME KPOBH

KPbICbI H MbIIIIH

IIporokoun: k 0,5 M r1a3Mel KPOBH (TIOABEPTHYTOHN LIEHTPU(PYTHPOBAHUIO U (PHITBTPALIHIH)
MbIH (WH KpbIckl) nodassim 0,1 M pacTBopa aeHapuMepa (B SKBUBAJIEHTE IIPUMEPHO

2 Mr/min coenuHeHUst A B GU3NOJIOrHYECKOM pacTBope). CMecH nepeMernnBaii BUXPEBbIM
ciocobom (30 ¢), 3atem nakyouposanu rpu 37°C. B pa3nuuHble MOMEHTBI BpeMEHH OTOHPaIIH
anukBoThI (0,1 mut) u mobasnsiu k ACN (0,2 mi, 5% mypasbuHas kucyiorta). [Tony4ueHHble cMecH
nepeMeIInBaIi BUXpeBbIM criocobom (30 ¢), uenrpudyruposanu (10 mus, 4°C), punbTpoBanu u
anamusuposanu ¢ nomorubio HPLC ((C8 Xbridge, 3 x 100 mm, rpaauent: 42-50% ACN/H,0)
(1-7 mun), 50-80% ACN (7-8 mun), 80% ACN (8-11 mun), 80-42% ACN (11-12 muHn), 42%
ACN (12-15 mun), 243 uMm, 10 MM dopmuata ammonusi, RT (coenunenue A) = 6,7 mun). B
cJlydae SKCIEPUMEHTa, IPOBOAMMOTO C TUIA3MOH KPOBH MBIIIH, KOJIUYECTBO COCTUHEHUS A
OTIPENENsUTH KOJHYECTBEHHO OTHOCHTENBHO CTaHIApTa coenuHeHnst A 1 % BbICBOOOKIEHHOTO
COEMHEHUS PACCUUTHIBAJIN MyTEM CPABHEHUS BBICBOOOKACHHOTO MaTepHaia i MaTepuaa,
cozepKalierocs B KOHborare. B cinydae sxcnepuMeHTa, IpOBOAMMOTO C TUIA3MOM KPOBH
KpbIChl, BeICBOOOKIeHNE 13 DGA PEG;200 (MoJiekyJia u3 mpumepa 7) yepes 22,5 daca
UCTIOJTB30BAJIH KaK CTaHmapT u npuHuMan 3a 100%. PesynbraTel 06001meHs! B Tabmmnax 12a u

12b.

Tabauua 12a. Pe3yabTaThl in vifro BbICBO0OOKIEHHS COeTHHEHNs A B IJIa3Me KPOBH

KPBICBI

% coeanHeHus! A, BBICBOOOXKIAEHHOI'O B IJIa3My KPOBHU KPbICHI IIPH
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37C*
DGA TDA MIDA
PEG2200 PEG2100 PEG2100 Glu PEG2200 Glu PEGl 100
Moaexkyna | Moaekyaa | Moaexkyaa | Moaekyaa | MoJjekyJa
Bpewms u3 u3 u3 u3 u3
(1) npumepa 7 | npumepa 6 | npumepa 9 | npumepa S | npumepa 8
0 0 0 0 0 0
0,5 32 6 3 0,3 0,2
2,5 93 31 9 3,5 2,6
4.5 96 49 14 4.8 4.5
225 100 89,5 57 253 21

*Bce nanHble HOpMan3oBaiu oTHOCUTeNbHO DGA PEG;;00 (Mos1ekyia u3 npumepa 7), u

CUHUTAJIOCH, YTO B JaHHOM o6pa3ue MPOUCXOAUIIO MMOJTHOE BbICBO60>I<I[eHPIe.

Ta6auua 12b. PesyabTatsl in vitro BbICBO0OKAEHHUSI COeIMHEHHSI A B IUIa3Me KPOBH MBILIH

% coennHeHUs A, BBICBOOOXKIEHHOTO B IJIa3My KPOBU MBIIIH TIPU
37C*
DGA TDA MIDA
PEG2200 PEG2100 PEG2100 Glu PEG2200 Glu PEGl 100
Moaexkyna | Moaekyna | Moaexkyaa | Mogaexkyaa | MoJjekyJa
Bpewms 3 3 3 H3 U3
(1) npumepa 7 | mpumepa 6 | npumepa 9 | npumepa S | npumepa 8
0 0 0 0 0 0
0,5 32,6 9,1 2,1 0,9 1,4
2,5 70,8 33,2 6,7 29 28
4,5 76,1 50,6 11,3 5,8 43
22,5 87,5 88,4 46,5 22,9 22,1

* 3MepeHHbII OTHOCUTEIBHO CTAHAAPTHOTO PACTBOPA COENUHEHHS A

TIpumep 15. PacrBopumocts aedapumepa npu pH 7.4 u pH 4.5

IIporoxo.:

1. Touno orBemuBanu 10 Mr neHapuMepa BO (hJIAKOH.

2. Bo ¢uakoH ocTopokHO n00aBIsN aMUKBOTHI Oy(depa, 4ToObI 00eCeunTh pACTBOPEHHE.

IIpumeuaHue: cMeCh OCTOPOXKHO NMEPEMELINBAIN BPAIlATEIbHBIMU ABUKEHUSMHU B

TEYCHUE HECKOJIbKUX MHUHYT MECXKAY I[O6aBJ'IeHI/IeM aaukBOT. UTOOBI 00JIErYUTh

pacTBOpPEHHE, TAKKE MPUMEHSITH 00pabOTKY YJIbTPa3ByKOM.
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Ta6auua 13. PesyabraTel Hccjaeaosannii pacrsopumoctu npu pH 7,4 u pH 4,5

JIunkep MonekymnspHas | Becosoii % PactBOpuMOCTD PactBOpuMOCTB
Mmacca coequHenus | npu pH 7,4 B PBS; npu pH 4,5 B
(x1a) A KOHLIGHTpaLus 0,1 M nuMoHHOM
(o IeHaApuMepa, KUCJIOTE,
pe3yJibTaTamMm MT/MJT KOHILIEHTPALUs
SAMP) (coenuuenue A, IeHIpUMeEDa,
MT/MJT) MI/MJT
(coenuHeHue A,
MI/MJT)
Moaexkyna uz | 104,5 28,2 158 (44,5) 162 (45,7)
npumepa S
Moaexkyaa nz | 106,0 28,6 153 (43,6) 141 (40,2)
npumepa 6
Moaexkyaa nz | 105,6 28,8 142 (41,0) 157 (45,2)
npumepa 7
Moaexkyna uz | 76,7 39,4 125 (49,3) 121,3 (48,0)
npumepa 8

IIpumep 16. PacrBopumocth aenapumepa npu pH 4 u pH 5

Jnist oripeneneHust pacTBOPUMOCTH IEHAPUMEPOB B BOIHBIX Oydepax nmpumeHsun

BU3YaJIbHbIN METON. JlaHHBIE IPEACTABIISIIOT OTAEIbHBIE SKCIIEPUMEHTHI.

I'oroBunu Oydpep Maxk-Mnseiina ¢ pH 5 nmyrem nobasnenus 50 M 1eMOHU3NPOBAHHON
BOJBI K 3,69 r nopexaruapara pocdara qunatpus u 1,02 r MOHOrUApATa TUMOHHOH KUCIIOTHI.
PactBop noBoauiau 1o obmero oobema 100 M1 ¢ MOMOILIBIO AENOHU3UPOBAHHOH BoAbI U pH
HNOJATBEPKIANH.

I'otosunu Oydpep Maxk-HMngeiina ¢ pH 4 nytem nobasienus: S0 M1 1eMOHU3UPOBAHHOMN
BOIBI K 2,76 T noxekaruapara ¢pochara quHatpust u 1,29 r MOHOTUApPATA TUMOHHON KHCIOTBL
PacTBop nosoammu 1o obero oovema 100 MiT ¢ TOMOLIBIO IEMOHU3UPOBAHHON BOABI M pH
MOATBEPKIAH.

B crexnsiaHbI (akon nodasisun 1 Mt Oydepa 1 MArHUTHYIO Memnajiky. JleHnpumep
no0asiisin BO (pyiakoH aMKBOTaMHu npu nepememuBannn. O0a nenapumepa u3 npuMepoB 6 u 9
TIOJTHOCTBIO PACTBOPSUIMCH MPU A0OABIEHIH NPUOTU3NUTENBHO 250 MT, TTOCiIe Yero pacTBOp
CTAHOBWJICS CJIMIIKOM BSI3KUM JJIs1 HAJJIEXKaIero nepeMernnBanys. PacTBOpUMOCTD puBeaeHa
B 'PaMMax PacTBOPEHHOIO BEIECTBA HA IPAMM PAacTBOPA, U CUUTAETCS, YTO IUIOTHOCTD Oydepa

cocrasJisieT 1 /ML

Tabauua 14. PesyabTaTel Hccjeaosanuii pacrsopumoctu npu pH 4 u pH S
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Moaexyaa u3 bygep BusyaabHoe JKBHUBAJIEHT
npumepa Ha0JaoaeHue coeqMHEeHUs A
PACTBOPHMOCTH

Monexkyna u3 bydep Mak-Unsetina, pH | >0,189 r/r >0,048 r/r

npumMepa 6 4

Monekyna u3 bydep Mak-Unseitna, pH | >0,224 r/r >0,064 r/t

npumepa 9 5

TIpumep 17. CocTaBbLI HA OCHOBE JEHAPUMEPOB

1. Cocmaeunl 0151 mejieme mpu4eckux Uccae006anuil Ha KPblCax

Beibupanu duiakonsl, coneprkaiue COOTBETCTBYIOLIEE KOJNIECTBO

TUO(MITM3NPOBAHHOTO ISHApUMepa. 3aTeM B Kakblil priakoH nodasisuiu mo mpuMepHo 0,5-

1 mn 3a0ydepennoro ¢pocdarom pusunonorudeckoro pacreopa (PBS) u conepxumoe diakoHOB

nepeMeINBaId BUXPEBBIM CIIOCOOOM JIO TE€X TOp, MOKa ASHIPUMED He MEePEXOANIT B PacTBOP.

Conepsxumoe kaxnoro ¢paakoHa 0ObEANHSIN U IEPEHOCHIIN B OTAEIBbHBIN (DIIaKOH,

ornonackuBas ocrasmumcst PBS, uro0Ob1 noBectu 1o HykHOro o0bema. CocTaBbl TOTOBHIIN MIPU

KOMHATHOH TEMIIEPATYPE, 3a UCKITFOUECHUEM COCTAaBa Ha OCHOBE MOJICKYJIbI U3 IPUMEPA 8.

CocraBbl, conep:kalre MOJIEKYJy U3 MpUMepa 8, OCTOPOIKHO HArpeBajy Ha BOASHON OaHe,

ycraHosneHHOH Ha 40°C, uTo0Obl 00J€r4uTh AUCIEPrUPOBAHNE MOJIEKYJIbI U3 TpUMepa 8 B

CpE€AC-HOCUTEIIC. Bce cocTaBbl HEMeIIIEHHOE BBOAUIIU B BUJIE A03bI, IO MEHbIIIEH MEpPE B

TeueHne 30 MuHyT nocne nonydeHusi. O000IeHHbIe JaHHBIE KACATEIbPHO COCTABOB HA OCHOBE

PBS, npusenens! B Tabnune 15a.

Ta6auua 15a. Cocrasbl Ha ocHoBe PBS, conep:kammue moseky.ibl u3 npumMepos S, 6 u 8,

AJA TCJIEMETPUHYICCKHUX ucc.nenosaﬂnii Ha KpbICax

HNurpeanent | Moaexkyna uz | MoJgekynaa us | Moaekynaa u3 Mouaekyaa u3
bl npumepa S npumepa S npumepa 6 npumepa 6
(3KBUBAJIEHT (3KBUBAJIEHT (3KBUBAJIEHT (3KBUBAJIEHT
2 mMr/ma 6 mMr/mJ 2 Mr/ma 4 mMr/mu
coefuHeHus1 A) | coequHeHus1 A) | coennHeHus1 A) | coeguHeHHs1 A)
3abydepennnr | ~9,5 mn ~9,5 M ~9,5 mn ~9,5 mn
it pocharom
¢dusnonormue
CKHI1 pacTBOD
Henapumep 67 mMr 201 mr 67 mMr 134 mr
Hurpeanent | Moaekyaa us | Moaekyaa u3 | Moaekyaa u3
bl npumepa 6 npumepa 8 npumepa 8
(3KBHBAJIEHT (3KBUBAJIEHT (3KBUBAJIEHT
6 Mr/ma 2 mr/ma 6 mMr/mJ
coefHHeHus1 A) | coequHeHHs1 A) | coeqnHeHust A)
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3abydepennsnr | ~9,2 mn ~9,5 M ~10,3 mn
it pocarom

¢dusnonormue

CKHI pacTBOP

Henapumep 194 mr 67 mMr 218 mr

I'oroBunu uutpat-pocdarusiii (Mak-Unseiina) Oydep, pH 4. s npurotosieHus
100 mn Oydepa B puHap oTBernuBaiu 1,29 r MOHOrUApaTa JMMOHHOM KUCJIOTHI U 2,76 T
JoJeKaruapaTa qByXOCHOBHOTO ocdara HATpus v AOO0ABISIH 95 MJT BOIBI ISl UHBEKIIUH.
Cpeny-HocuTens nepeMenuBaiu (Wi 00padaThIBAIN YIBTPA3BYKOM) JUIsl PACTBOPEHHS. 3aTeM
pH usmepsinu 1, npu HEoOxoaumoct, noBoawu 10 pH 4 ¢ momometo 0,1 M HCI wim NaOH.
Cpeny-HoCUTENb JOBOAWIH A0 HY:KHOTO 00beMa BOIOM JJIsi MHBEKIIHH.

Beibupanu ¢iakonsl, coneprKaiue COOTBETCTBYIOIIEE KOJUNIECTBO
TUO(QUITU3NPOBAHHOTO ICHApUMEpa. 3aTeM B KakIblil (pyiakoH nobdasisimu mo 0,5-1 mut uutpat-
docdaraoro (Mak-Unseiina) Oydepa, pH 4, u, npu He0OXOAUMOCTH, coaepKUMOe (IaKOHOB
nepeMeIInBaIi BUXPEBBIM CITIOCOOOM J10 TEX IOp, ITOKa MAKPOMOJIEKYJIAa HE NIEPEXOAHIIA B
pactBop. ConepxuMoe Kakaoro (uiakoHa OOBEIUHSIINA U IEPEHOCUIIN B OTAENbHBIN (IIaKOH,
ornonackuBas ocrasmumcst PBS, uro0Ob1 moBectu 10 HykHOro o0bpema. MIx HeMensieHHO BBOIMIIN
B BUJI€ JIO3bI, 110 MEHbLIEH Mepe B TeueHre 30 MUHYT noce nojay4deHus. Jlanee npuBeneHbl

0000111eHHbIE TAaHHBIE.

Ta6auua 15b. CocraBbl Ha 0CHOBE MOJIEKYJIbI H3 PpUMepa 9 IS TeJleMeTPHYeCKHX

HCCJIeA0BAHNH HA KPbICAX

HNHurpeanentbl Mouanekyaa u3 22,6 Mr/mJ moJiekyJia u3
npumepa 9 npumepa 9
(3KBUBAJIEHT (3xBUBAJIEHT 6 MI/MJ
2 Mr/MJ1 coeqMHeHHus coequHeHus1 A)
A)

Hutpat/docdarHerii Oydep ~8 mn ~8 M

Mak-Hnserina, pH 4

Henapumep 60 mr 181 mr

2. Cocmaswl 015 uccie d08AHUIL OCAiCOeHUs (PACMBOPUMOCHTL)

Lonyuenue yumpam-gpocgamnozo 6ygepa. Jns nonydenus uurpat/pocdaraHoro
Oydepa npumensun ciaenyrmuil crnocod. COOTBETCTBYIOIIEE KOJIUYECTBO JJMMOHHOUW KHCIIOTHI U
JoAeKaruapaTa AByXOCHOBHOTO (hocdara HATPHUS OTBEIIMBAIN B MEPHYIO KOJIOY 00bEMOM

100 mut u mobasisiy 95 M1 BOIBI ISl MHBEKIUHN C MOCIEAYIOIIUM MepeMeIInBaHueM (TN
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o0paboTkoii ynbTpa3zBykom). pH monydeHHOro pacTBopa peryauposaiu no nenesoro pH (t. e. 4

i 5) 1 Oydep JOBOIUIH A0 HYKHOTO 0ObeMa BOAOH i1t uHbeKLmi (T. €. 100 mi).

Ta6auna 15¢. Komnosunus uurpar-dpocdarnoro 0ydpepa (Mak-NUaseiina) Ha 100 ma
Oy(epa nas ucciie0BaHus OCAKAEHHSA (PACTBOPUMOCTH)

Mouaneky.aa u3 pH Monoruapatr Hoaexkaruapar
npumMepa Oy¢epa JUMOHHOM ABYXOCHOBHOTO (pocara
KHCJIOThI/TpAMMBI HATPHS/TPAMMBI
Mounekyna u3 4 1,29 2,76
npumepa 6
Mounekyna u3 5 1,02 3,69
npumepa 9

llonyuenue cpeovi-nocumess. Lurpar-pocharueie (Mak-InBeiina) Oydepsl, yka3aHHbIE
B Tabuune 15¢, mpuMeHsUTH Jisl oJTy4deHus pa30aBlieHHBIX 3a0y(pepeHHBIX Cpel-HOCHTEIEH
MyTeM OCyIlecTBiIeHus pazdasnenus 1:10 ¢ momombio 5% Bec/00BeM TIIFOKO3bI, B IPUCYTCTBHU
win orcytctBun 1% Bec/odbem Kolliphor HS-15 (monmstunenrnukons (15)-ruapokcucreapar).

Kommepuecku noctymnHeii 5% Bec/00bEM pacTBOP TIIFOKO3bI JOOABISIIA O IPUMEPHO
90% ot uenesoro odbeMa. B ciiydae pasbapieHHbIX OyhepoM Cpen-HOCUTENIEH, COMepIKaIINX
Kolliphor, noGasmsuiu sxBuBanenTHoe 1% Bec/00bem kommuectso Kolliphor HS-15, u cpeny-
HocuTenb nepemennBany 1751 pactsopenus Kolliphor HS-15. Benen 3a stum pH perymmuposanu
no uenesoro pH ¢ nomomeio 0,1 M HCI unn NaOH (npu HeoOxomumocTH). 3aTeM cpembl-
HOCHTENHN TOBOAWIN 10 HY>KHOTO 00BeMa ¢ TIOMOLIBIO 5% 6ec/06bem TIOKO3bI U (PUIBTPOBAIIH
¢ npumenenueM wmnpunesoro PVDF-¢punbetpa ¢ pasmepom nop 0,22 Mkm.

lonyuenue cocmasa. CocTaBbl, COepKalINe MOJIEKYJIbl U3 pumepa 6 u npumepa 9 (B
npucytcreun win orcyrctur Kolliphor HS-15), monyyanu B o6beme 5 Mt B pazbaBiieHHON
3a0ydepeHHoit cpene-HocuTeNe B ABYX MOBTOPHOCTAX (N=2) NP KOHIEHTPALUIX, YKa3aHHBIX B

Tabmue 15d Huxe.

Tabauua 15d. Cocrassbl, cogep:ramue MoJieKyJibl U3 npumepos 6 u 9 ¢ Kolliphor u 6e3

Hero
Mouaekyaa u3 Konnentpauusi | Konnenrpauusi | pH cocrasa
npumepa COelUHEeHHUsI A | JAeHApUMepa
(Mr/ma) (Mr/ma)
Mouaekyaa u3 0,74 3 4
npumepa 6
Mouaexy.aa u3 24,8 100 4
npumepa 6
Mouaexy.aa u3 0,9 3 5
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npumepa 9
Moaexy.aa u3 28,6
npumepa 9

100 5

Jia nonyyeHus: COCTaBOB B MOAXOASALINNI KOHTEHEp ¢ MATHUTHOW MELIAJIKON
OTBEIINBAJI COOTBETCTBYIOIIEE KOJIMUECTBO AeHApuMepa. Bo Bpems pyHKIMOHNpOBaHMS
MarHUTHOM MelIaiku 100aBisiIv pa30aBjieHHYO 3a0ypepeHHyI0 cpeny-HOCUTE b
(mmrpat/docdatubiit Oydep, pH 4 wnu pH S, pasbasnennsiii 1:10 ¢ momorubio 5% Bec/odbeM
pacTBOpa rIroKo3bl, conepsxkaiiero 1% sec/oobem Kolliphor HS-15) ¢ mony4enunem 95% ot
1esieBoro oovema. UroOs! 00JIEryuTh pacTBOPEHHUE, COCTAB HEMPEPHIBHO NMEPEMEIINBAIIH,
u3berasi 4pe3MEpPHOro MeHOOOPa30BaHMs, 1O TEX MOP, MOKA He 00PA30OBBIBAJICS MPO3PAUHBII
pactBop, u pH perynuposanu. Benen 3a 3TuM COCTaB TOBOIWIIH O HY:KHOTO o0bema (5 M) ¢
TIOMOIIBIO pa3OaBieHHON 3a0y(hepeHHOM CPebI-HOCUTENS, U PErUCTPUPOBATH KOHEUHbIH pH.

Onpedenenue kunemuyeckux napamempos ocaxcoenisi. COCTaB XpaHWUIU TIPU
KOMHATHOM TeMreparype 1 00eCreunBaIi 3aIlUTy OT CBETA, M MPU 3TOM MPOBOIUIN
BU3YAJIBHYIO OIIEHKY 00pa3LoB ¢ MpUMEHeHHeM ycTpoiicTBa Seidenader m Herarockona B
MoMeHThI BpemeHU: 0, 3, 6, 24, 48, 72 u 96 4acoB, 4TOOBI HCKJIFOYHUTD MPUCYTCTBHE BHIUMBIX
B3BELIEHHBIX YacTHLl. B Tabnune 15¢ npepocTaBneHsl 0000IMEHHbIE JaHHBIE KACATENBHO

PEe3yJIbTaTOB BU3YAJIbHON OLIEHKH.

Ta6auna 15e. O0001meHHBbIE JAHHDBIE KACATEJIBHO Pe3yJbTATOB OCAMKICHHS

MouJekyJia u3 npumepa Konuenrpauus KommenTapun
AeHApHuMepa
(mr/mn)
Mouanekyaa u3 npumepa 6 3 Bnots 1o cemu nHel ppt He
(+Kolliphor HS15) HaOJTr0 TaJIH
100 Bniote 10 cemu auei ppt He
HaOJIr0 TaJIH
Mouaexyna u3 npumepa 6 (- 3 Bnnots 1o cemu nHew ppt He
Kolliphor HS15) HaOJIr0 TaJIH
100 Briotes a0 cemu aHel ppt He
HaOJIr0 1aJH
Mouaneky.aa u3 npumepa 9 3 Bnnots 1o 96 1acos ppt He
(+Kolliphor HS15) HaOJIr0 1aJIH
100 Ilosinenue ppt yepes 42 yaca
Mouaexyna u3 npumepa 9 (- 3 Bnnots 1o 96 1acos ppt He
Kolliphor HS15) HaOJIr0 1aJIH
100 Ilosinenue ppt yepes 42 gaca
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C ydeTom O4eHb HU3KOH PaCTBOPUMOCTH COEIUHEHUsI A B BOZe, HAOMOAaeMOe OCAXKIECHUE

OXHJAJIOCh B ropasao Oosiee KOPOTKUH CPOK.

3. Cocmasbt 0151 MOKCUKONQ2UYECKUX UCCTIeQ08ANIUT

Cocmasbt 0151 MOKCUKONO2UYECKUX UCCTIO0BAHUTI HA OCHOBE MONIEKYIIbl U3 npumepa 6.
Monexyny u3 npumepa 6 coctasyisiin B uutpat-pocdaraom Oydepe ¢ pH 4, pazdasnenHom 1:10
¢ momombio 5% TIoK03bI U coneprkammeM 1% Bec/oobem Kolliphor HS-15 (monus TrneHrmmKosb
(15)-ruppokcucreapar), IpU KOHLEHTPALMSIX MOJIEKYJIbI U3 TpuMepa 6 BIUIOTh 10 121 mr/mi
(KOHLIeHTpaHst COeUHEHUsT A BILIOTh 10 30 Mr/mi).

Lonyuenue yumpam-gpocgpamnozo 6ygepa. CoOTBETCTBYIOLIEE KOJIUIECTBO LIUTPAT-
docdarroro Oydepa (Mak-UnseitHa) ¢ pH 4 mony4anu, kak ykazaHo B Ta0yuie 14 Bbie.

llonyuenue cpeovi-nocumens. Lurpar-pocdarnsiii Oydep ¢ pH 4 (cornacuo Tadmmue 15¢)
IPUMEHSLTH JIJIs1 TIOJIy4eHus pa30aBieHHON 3a0y(hepeHHON CPebI-HOCUTENISI Ty TeM
ocyuiectsiieHus pazdasieHus 1:10 ¢ momombro 5% Bec/ob6beM TITrOK03bL, B IpUCyTeTBUA 1%
sec/06wvem Kolliphor HS-15, kak yka3aHo B mpenpinyIeM pa3aere.

llonyuenue cocmasa. Lurpat/dpocdarusiii Oydep ¢ pH 4, pazdasnenssiii 1:10 ¢ moMompio
5% rmroko3el u copepskamuii 1% Bec/o0vem Kolliphor HS-15, npumensinu anst monyueHus
COCTaBOB Ha OCHOBE MOJIEKYJIbI U3 IPUMepa 6, KaK yKa3aHO B IPEAbIAYIIEM pa3zene.

CocTtaBbl Ha OCHOBE MOJIEKYJIbI M3 IpuMepa 6 Mosyyajiu MpU KOMHATHOM TeMIieparype u
BBOJIMJIA B BUJI€ 103bI B TeueHHe 60 MUHYT rociie noxyudeHus. [lonyuanu cocTaBsl, conepskaime
OT 4 Mr/mi 10 25 Mr/mMi MOJIeKyJIbl U3 puMepa 6 (3KBUBAIEHT | MIr/mi u 6,2 MI/mMil COeTUHEHUSI
A). OO6bembl OXBaThIBAIM AHANA30H OT 15 mut 10 47 M. UTOOBI UCKITIOUNTH MPUCYTCTBUE
YaCTULI, MPOBOIMIIN BU3YAJBbHYIO OLIEHKY COCTaBa.

Cocmagul 0151 MOKCUKONIO2UYECKUX UCCTIEO08AHUT, COOePIACAUUEe MAKPOMONEKYY U3
npumepa 9. Monekyny u3 npumepa 9 cocrasisuiu B nutpat-pocharHom Oydepe ¢ pH S,
pazbasnerHoMm 1:10 ¢ momomrsro 5% rmroko3bl u copepskaiieM 1% ec/ob6vem Kolliphor HS-15
(monmsTHNeHrIMKOMb (15)-rugpokcucTeapar), MpyU KOHIEHTPALUSIX MOJIEKYJIbI 3 IpuMepa 9 ot
3,1 mr/mi 1o 105 mr/mi (3KBUBaNIeHT KOHIEHTpaUuu coenuHerns A 0,9 mr/mi u 30 mr/mo).

Lonyuenue yumpam-gpocgamnozo 6ygepa. 100 mn nurpar-pocharHoro Oydepa (Max-
Unsetina) ¢ pH 5 monyyanu, kKak yka3aHO B MPEbIAYIIEM pasere.

lonyuenue cpeovi-nocumens. Lurpar-pocdarnsrii Oydep (Max-Hnseitna) c pH S
(cormacHo npumepy 16b) mpumensnu i noay4eHus pa3OaBiIeHHON 3a0ydepeHHON cpenbl-
HOCHTEJISI IyTeM OCyIIecTBIeHus pazOasieHus 1:10 ¢ momombio 5% 6ec/06vem riaroKO3bI, B

npucytctBun 1% 6ec/o6vem Kolliphor HS-15, kak ykazaHo B npeabinyiem paszaene.
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llonyuenue cocmasa. Llurpar-¢pocharueiii Oydep ¢ pH 5, pasdbasnennsiii 1:10 ¢
nomMoIeio 5% rmroko3bl U copepskamuii 1% Bec/oowvem Kolliphor HS-15, mpumensinu s
MOJTy4€HUs] COCTABOB HA OCHOBE MOJIEKYJIBI U3 MpUMepa 9, Kak yKa3aHO B IPEAbIIYIIEM pas3zee.
UToOB! HCKITFOUUTD MPUCYTCTBUE YACTHL, TPOBOIIIIN BU3YaJIbHYIO OLIEHKY COCTABA.

CocTtaBbl Ha OCHOBE MOJIEKYJIbI M3 IpuMepa 9 nosyyaau Npu KOMHATHON TeMIiepaType U
BBOJIMJIM B BUJI€ 103bI B TEUEHHE 75 MUHYT mociie nojaydeHus. [Tonyyanu cocTaBbl, conepskamue
ot 12,5 mr/mn no 100 mr/mi MosiekyJibl U3 mpumMepa 9 (3KBUBAJIEHT KOHLEHTPALMU COETHHEHHSI

A 3,6 mr/mn u 28,6 mr/mir). OObeMbI OXBaThIBAJIN JUAMIA30H OT 6 MJI 10 18 mi1.

Ilpumep 18. HccaenoBanus 3peKTHBHOCTH HA KPBICAX U MbIIIAX

CocraBbl, npUMeHsieMble B UCCIIENOBAHMSX 3()PEKTUBHOCTH, MOTyYad CIEAYIOIIUM
obpaszom.

Honyuenue cocmasos na ocrose PBS u MAKPOMOAEKYI U3 npumepos 6 u 9 015 66e0eHis

003b1 npu uccredosanu sghgpexmusnocmu 6 omuouternuu RS4; 11 B mepHyto Kondy

OTBELIMBAJIM COOTBETCTBYIOIEE KOJUIECTBO MOJIEKYJ U3 puMepoB 6 nin 9. Jlobasmsim 10 mn
3abydepennoro pocharom pusnonornueckoro pactsopa B monudpuxanmu (PBS) ynsbexko u
3aTeM COCTaBbl NEPEMELINBAIN JI0 TEX MOP, NOKA COEMHEHNE MTOJHOCTBIO HE PacTBOPSIOCE. CM.
TaKXe MOJYy4YEHHUE COCTaBOB I TEJIEMETPUUECKUX UCCIEIOBAaHUN Ha KpbIcax B mpumepe 17a.

Cocmagul Ha ocrose MOIeKYIbl U3 npumepda 6 0sl 66e0eHUs 003bl 8 UCCACO0CAHUU

appexmusnocmu 6 omuowenuu SuDHI -4 Makpomosekyy u3 mpumepa 6 MOXKHO COCTABIISITh B

uurpat/pocdaraom Oydepe ¢ pH 4, pazdasnernnom 1:10 ¢ momombo 5% IIFOKO3bI U
conepxauiem 1% Bec/o6bvem Kolliphor HS-15, npu kOHIEHTpanUsaX MOJIEKYJIbI U3 ipuMepa 6
BILIOTH 710 121 Mr/mi (3KBUBAJICHT KOHLIEHTPALIUH COSAMHEHUsT A BIIOTH 10 30 Mr/mi).

IMonyvanu 100 M uurpat/pocdaraoro Oydpepa Mak-Unseiina ¢ pH 4. Bo ¢nakon
oTBewnBaau 1,29 r MOHOrUApaTa JUMOHHOM KUCJOTHI U 2,76 T [oAeKaruapaTa 1ByX OCHOBHOTO
docara mHatpus u nodasisu 95 M BoAbI 11t UHBEKIHH. Cpeny-HOCUTENb IepeMeLTHBAIIH
(nmu oOpabaThiBaiv YIBTPA3BYKOM) IJisl pacTBOperust. 3aTeM pH u3mepsuiu u, npu
HeoOxonumocTH, noonwn 10 pH 4 ¢ momomsro 0,1 M HCI nimm NaOH. Cpeny-Hocutens
JOBOMIIHN 10 HyXHOTO 0oO6bema (100 Mi1) BOOM 111 MHBEKLIUH.

Hannblii 6ydep Mak-UnBelina npuMeHsuIH TSl TOTydeHust pa3daBieHHol Oydepom
cpenbl-Hocurens (uutpat/pocdarusrii Oydep ¢ pH 4, pazdasnennsiii 1:10 ¢ momormbo 5%
TIIOKO3bI U copepxkamuii 1% Bec/o0pem Kolliphor HS-15). Heobxonnmoe konmnyecTBo
uurpat/pocdarnoro Oypepa Mak-MnseiiHa, sxBuBanenTHoe 10% 0T 0011ero reneBoro odrvema,

KOTOPBIH TpeOyeTcst MOoNy4YuTh, AOOABISAIN B NOAXONIINI KoHTelHep. KoMmmepuecku
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TOCTYIHBIN 5% pacTBOpP IIIFOKO3bI 100ABIsN 10 puMepHO 90% OT neneBoro oobema.
Ho6Gasmsuiu Kolliphor HS-15, skBuBanentHsiit 1% Bec/odbem, u cpeny-HOCHUTEND
nepemernusanu ais pacrsopenus Kolliphor HS-15. pH usmepsnu u nosonunu no pH 4,0+0,05 ¢
nomoinsio 0,1 M HCI winu NaOH (nipu HeoOxonumocTH). 3aTeM Cpeay-HOCUTEb JOBOIMIU 10
HY>KHOTO 00BbeMa ¢ MOMOIIBI0 5% rimoko3el. [Ipy HEOOXOANMOCTH €€ CTePIITN30BaIN
($uIbTpOBaHKEM C MPUMEHEHHEM HITPULIEBOTO QriibTpa ¢ pasmepom nop 0,22 MKM.

UTo0Ob! MOMYYUTh COCTAB HA OCHOBE MOJIEKYJIBI U3 MpuMepa 6 ¢ Ooiee BBICOKOM H030M
(10 Mr/mn coenuHeHHst A WK SKBUBAJIEHTA MOJIEKYJIbI U3 IpUMepa 6, COCTABIISIFOIIErO
39 mr/mi), 390 Mr MoJsiekyJibl U3 ipuMepa 6, sxkBuBajieHTa 100 Mr coenMHEeHUs1 A, IEPEHOCHITH B
NOIX OZISALIMIA KOHTEHHEP C MAarHUTHON Memankoil. Bo BpeMsi pyHKIMOHMPOBAHUSI MATHUTHOM
Menrajgku 100aBysui pa3dasneHHyro Oydepom cpeny-nocurens (uutpat/pocdartHbiii Oydep ¢
pH 4, xotopslii Op11 pazdasnen 1:10 ¢ momompio 5% rmoko3bl, congepxamuii 1% Bec/o0vem
Kolliphor HS-15) nns mony4enust 95% ot uenesoro oosema (9,5 mi). [lepemermmBanue cocrasa
MPOOJIKAIHN, YTOOBI OOJIETYUTh PACTBOPEHHE, N30erast Ype3MEPHOT0O BCIIEHUBAHMS, 10 TEX T10P,
NOKa He 00pa30BBIBANICS MPO3PAYHBIN PACTBOP. 3aTEM COCTAB AOBOIWIN A0 HYKHOTO 00BbeMa
(0,5 mu) ¢ momombio pazdaBieHHON Oydepom cpenbl-HocuTens u nposepsiiu pH. [IpoBoxumnm
BU3YaJIbHYIO OLIEHKY COCTaBa, YTOOB! HCKIIIOYUTh MPUCYTCTBHE YacTull. U3 pactBopa Oonee
BBICOKOM KOHIIEHTPALIUH MTOJTy4aJld PaCTBOPBI C KOHLIEHTpauueil 2 u 6 Mr/mi.

CocTaBpl Ha OCHOBE MOJIEKYJIBI U3 TpUMepa 6 MoJy4daau NIpyU KOMHATHON TeMIeparype u
BBOJIWJIM B BUJI€ 103bI B TEUEHHUE 5 MUHYT 1ociie noiay4eHust. CrocoObl UX Moy4eHust Obuin
TaKUMH )K€, Kak onucaHo panee B mpumepe 17 (Coctassl 111 TOKCUKOJIOTHYECKUX
UCCJICIOBAHUM ).

Cocmaewl Ha 0CHOBe MAKPOMOAeKYIbl U3 npumepa 9 ona uccaredosanus s¢hdexmusnocmu

6 omuoutenuu SuDHI-4. Monexyny u3 npumepa 9 coctasjsuiu B uutpat/pocharHom Oydepe ¢

pH 5, pazbasnernom 1:10 ¢ momomnero 5% rimroko3sl 1 copepsxkamiem 1% sec/oovem Kolliphor
HS-15, npu koHIEHTpaLusIX MOJIEKYJIbl U3 pumepa 9 He Gosee 105 Mr/mi (3KBHBaJICHT
KOHIIEHTPAIIUU COeANHEHHsI A BIIOTh 10 30 Mr/mut).

IMonywanu 100 M uurpat/docharaoro dydpepa Mak-Unseiina ¢ pH 5. Bo ¢uakon
orBewnBaiy 1,02 r MOHOrUApaTa JUMOHHON KUCIOTHI U 3,69 T noaexkaruapara 1ByXOCHOBHOTO
docara Hatpus u nodasisuu 95 M BoAbI 11 UHBEKIHH. Cpeny-HOCUTENb IepeMELTHBAIIH
(v obpabaTeiBay yIBTPA3BYKOM) s pacTBOpeHus. 3areM pH usmepsnn u, npu
HeoOxonumocTH, nosoawm 10 pH 5 ¢ momoursto 0,1 M HCI unn NaOH. Cpeny-HocuTens

JOBOMIIH 10 Hy>kHOTO oO6bema (100 Mi1) BOZOMH 111 MHBEKLUH.
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Hannbiii Oydpep Mak-HUnseitHa npuMeHsun A71st mosy4deHust pa3dasieHHo Oydepom
cpenbl-Hocures (uutpat/pocdarubiii Oydep ¢ pH S, pazdasnennsiii 1:10 ¢ momorbto 5%
rIII0K03bI U copeprxkamuii 1% Bec/oopem Kolliphor HS-15). Heobxonnmoe konuuecTBo
uurpat/pocdarHoro Oydepa Mak-Inseitna, sxBuBanentHoe 10% ot obuero neneBoro oobema,
KOTOPBIH TpeOyeTcsl MONy4YuThb, TOOABIISIIN B MOAXOAAMNI KoHTelHep. KoMMmepueckn
JOCTYIHBIN 5% pacTBOpP IIIFOKO3bI J0OABIsLN 10 puMepHO 90% OT LeseBoro oobema.
Ho6assuiu Kolliphor HS-15, skBuBanentHbiii 1% Bec/o0beM, 1 cpeny-HOCUTEND
nepemernuBany aisi pacrBopenus Kolliphor HS-15. pH usmepsinu u nosonunu no pH 5,0+0,05 ¢
nomortpio 0,1 M HCI uin NaOH (npu HeoOxomumocTu). 3aTeM cpeny-HOCHTENb TOBOIUIH 10
HYKHOTO 00beMa ¢ moMOIIbI0 5% rroko3bl. [Ipr HeOOXOIUMOCTH €€ CTepPHITU30BaN
($uIbTpOBaHHEM C MPUMEHEHHEM MITPULIEBOTO QriibTpa ¢ pasMmepom nop 0,22 MKM.

UToOBI MOMYYUTh COCTAB HA OCHOBE MOJIEKYJIbI U3 puMepa 9 ¢ 60j1ee BBICOKOU 1030
(10 Mr/mn coenuHeHHst A WK 5KBUBAJIEHTA MOJIEKYJIbI U3 IpUMepa 9. COCTABIISIFOIIETrO
37 mr/mi), 370 Mr Mosiekyibl U3 ipuMepa 9, sxBuBanenTa 100 Mr coennHeHUs1 A, IEPEHOCHITH B
NOIXOZSALINHA KOHTEHHEP C MArHUTHOW Memankoi. Bo BpeMs pyHKIMOHMPOBAHUSI MArHUTHON
MeIrajku 100aBysun pa3dasieHHyo Oydepom cpeny-Hocurens (uutpat/pocdartHbiii Oydep ¢
pH 4, xotopstiii Ol pazdasnen 1:10 ¢ nomomuero 5% rmoko3bl, cogepxauiuii 1% Bec/o0vem
Kolliphor HS-15) nnst monyuenust 95% ot uenesoro odwvema (9,5 mi). Ilpogomxanu
nepeMeIinBaHue, YTo0bl 00JIErYUTh PaCTBOPEHUE, N30erast Ype3sMEepPHOro BCIICHUBAHMS. 10 TeX
HOp, TIOKa He 00pa30BbIBAJICS MPO3PAYHbIIl PACTBOP. 3aTEM COCTAB TOBOAMIIM A0 HY>KHOTO
obbema (0,5 mur) ¢ momorsio pazdasiaeHHON Oy epoM cpeabl-HOcuTeNs 1 posepsiian pH.
[TpoBoaMIM BU3YANIbHYIO OLIEHKY COCTaBa, YTOOBI MCKJIIOUUTh MPUCYTCTBUE YacThil. M3
pacTBopa OoJiee BBICOKOIH KOHIIEHTPALMH [TOJTy4Yalid PACTBOPBI ¢ KOHLEHTpAIeH 2 U 6 MIr/miI.

CocraBbl Ha OCHOBE MOJIEKYJIbI M3 TIpuMepa 9 moyyaju Mpu KOMHATHOM TeMITepaType u
BBOJIMJIM B BUJIE 103bI B TEUEHHE 5 MUHYT MOCJIE MOJYYCHHUS.

Dhchexmusnocmo monexyn uz npumepos 6 u 9 8 OMHOUeHUY MOOeU C

kcenompancnaanmamom RS4; 11 5x10° kierox RS4;11 B 06mem o6beme 100 Mk

WHOKYJINPOBAJIN TIOAKOKHO B MpaBblii 00K MeImH. Korga o6beM onyXxoiau JOCTHral MPUMEPHO
~350 MM, MbILIeH, HECYIIUX OMYyXOJb, PAHAOMU3UPOBAIN B IPYIIIbI U3 4 )KUBOTHBIX U
oOpabaTeiBasiu MO0 KOHTPOJIBHOM cpenoit-nocutenem (PBS), mubo cpencrsom obpaborku. Ha
¢purype 9 nokazaHo, 4TO IEHAPUMEPHI MPOSIBIISIOT OTIMYAOINYIOCS 3PPEKTUBHOCTD PU
Pa3JNUYHBIX CKOPOCTSIX BICBOOOXKAEHMsI. MoJjiekya u3 nmpumMepa 6 B 3kBuBasieHTe 30 MI/KT
COenNHEHUs! A U MOJIeKyJIa u3 npumepa 9 B sxBuBasieHTe 10 MI/Kr coenuHeHust A npu

OIHOKpaTHOH IV 103€ nmokasanu aHaIOTHYHYEO WJIH HEMHOTO OOJBINYI0 aKTHBHOCTD, YeM
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10 mr/kr coenunennss A HP-B-CD npu onnokpatHoM IV BBenenuu (100%, perpeccust 98%

oTHOCUTENbHO 90%, COOTBETCTBEHHO).

Ta6auna 16. O600meHHbIe JAHHbIE KACATEJIbHO HHIHOUPOBAHMS M Perpeccuu st

MOJIEKYJI U3 IpUMepoB 6 u 9

P dexTHBHOCTD

(1)
Homep %o % P-

rpynn | O6padoTka HHTHOHPOBAHHU T-C
o o perpeccuu 3HAYEHHe

Jenn (47) Jenn (47) | e (47) | ™)

1 Cpena-HocuTenb

Coenunenue A, 5 mr/kr | >100 90 <0,0001

Mouanekyaa u3

npumepa 6 B

3 skBuBajeHTe 10 Mr/kr ~100 56 <0,0001
COeNUMHEHUST A

(39 mr/kr

MaKpPOMOJIEKYJIbI)

Mouaneky.aa u3

npumepa 6 B

4 skBuBajeHTe 30 MI/Kr ~100 100 <0,0001 >32
COeNUHEHUST A

(117 mr/kr

MaKpPOMOJIEKYJIbI)

Mouaexy.aa u3
npumepa 9 B
skBuBajJieHTe 10 MI/Kr
COeMHEeHHs A

(37 mr/kr
MaKpPOMOJIEKYJIbI)

>100 98 0,0085

Korna o6bem omyxomi RS4;11 gocruran mpumepro ~400-600 My®, rpymims! u3 3
MBILIEH, HECYIUX OMyX0Jib, 00padaThIBAIN OHOKPATHOH 1030i O0 cpenbi-Hocutens (PBS),
b0 Mosekyiel 3 mpumepa 6 IV u3 pacyera 10 u 30 mr/kr. Onmyxonu coOupau B pa3indHbIe
MOMEHTBI BPEMEHH TOCIIe BBEIEHHSI J03bl H 00padaThIBaIN AJIsl IPOBEACHUS aHAIN3A.
Pesynprarsl nokasanu, 4To JIMHKEP HHAYLUPYET CONOCTABUMBII alloNTOTUYECKHI OTBET, Ha YTO
YKa3bIBAET paCIleIIEHHas Kacnas3a 3, Ipu4eM OTBEThI JOCTUTAIN MakcuMyMma depes 16-28 yacos
nociie BBeAeHust 1036l (purypa 10). Monekyia u3 npumepa 6 B SkBuBasieHTe 30 Mr/kr
coennaenus A (117 mr/kr Monekybl U3 mpuMepa 6) HHIyIUpoBaia HanOoee BBICOKUN OTBET B
Bune CC3.

Ha ¢urype 11 nokasano, 4To MOJIEKyJia U3 npuMepa 9 u Mosekysia u3 npumMepa o,

BBOAMMBIE 10301 B 3kBUBajiieHTe 20 Mr/kr coennaenus A (74 u 78 mr/kr nenapumepa,
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COOTBETCTBEHHO), ObUTH HEMHOTO 3¢ (dekTuBHee coequHenus A B coctae Ha ocHoBe HP-B-CD
(cM. mpumep 2) u3 pacuera 10 MI/Kr exeHeeTbHO.

Kpowme toro, kinerounyro rudesp (arnonTo3) u3Mepsuid ¢ MPUMEHEHHEeM pacIleryIeHHOH
PARP (¢purypa 12). Coenunenue A B cocrase Ha ocHoBe HP-B-CD (cm. mpumep 2)
uHAyLrposaio pacieruienne PARP wenocpencrsenHo nocne ob6pabotky, yepes 1 u 3 yaca,
TOTJa KaK MOJIEKYJia M3 pUMepa 9 BbI3bIBaJla MAKCUMAJIBHYIO KJIETOYHYIO THOENb uepes
20 4acoB nocJe BBEACHHUS] OTHOKPATHON JO3bI.

Dhchexmusnocmo mMonexya u3 npumepos 5, 7 u 8 6 omHoue Huu Mooei ¢

kcenompancnaanmamom RS4; 11 y mviueii Monekynsl u3 npumepoB S5, 7 u 8 coctasnsuiu B PBS

U BBOJWJIA 10301 B 3kBUBAJIEHTE 10 MI/KT COeUHEHUS] A MBIIITUHON MOJENH C
kceHoTpaHcruiantatoM RS4;11. Ha ¢urype 13 npoaeMoHCTpUPOBAHO, YTO MOJIEKYJIa U3
npuMepa 7, BBOIUMAs 030 B SKkBHBajieHTe 10 MI/KT coequHeHust A, UHAYLUUPYET PErpecCUro
OIyXOJIH, TOTAA KaK MOJIEKYJIbI U3 IPUMEPOB 5 U 8, BBOIUMBIE 10301 B SKBHBaJIeHTe 10 MI/Kr
COEeNMHEHMs A, HE MPOSIBIISUIN 3HAYMMOM MPOTHBOOITYXO0JIEBOH aKTUBHOCTH.

Dhhexmusnocmo monexkyavl u3 npumepa 6 6 OMHOWEHUU MOOe1ell C

kcenompanchaanmamom RS4; 11 y kpeic Rag2-/- Ha ¢urype 14 nokazaHo, 4To MOJIEKyJIa U3

npuMepa 6, BBoguMast 10301 B skBuBasieHTe 30 mMr/kr coenqunerns A (117 mr/kr
MaKpPOMOJIEKYJIbI), BBI3bIBAET perpeccuio onyxoiu RS4;11. OnHokpatHas 103a MOJIEKYJIbI U3
npumepa 6 B sxBuBasieHTe 10 Mr/kr coenuneHust A (39 MI/Kr MoJIeKyJIbl U3 mpuMepa 6)
UHrUOMPOBaja POCT OMyXOJH (OCTAHOBKA POCTA).

Monexynor uz npumepos 6 u 9 ycunusaem un2uduposanie pocma Onyxoii

pumykcumadom 8 mooenu ¢ kcenompancnaarwmamom SuDHIL -4 y morueii SCID. ns

TECTHPOBAHUS CIIOCOOHOCTH MOJIEKYJI M3 MIPUMEPOB 6 U 9 YCUIIMBATH AKTUBHOCTb PUTYKCHMa0a
B MHTUOUPOBAHUH POCTA OMYXOJIM MPUMEHSUTH MOZETb ¢ KCeHoTpaHcmuanTatom SuDHL 4.
Korna onyxonu BbIpacTanu npuMepHo 1o 175-250 MM, MblIITeit PaHAOMU3UPOBAJIU B
CIIEIYIOLIHE TPYIIIIbL:

(1) rpyrma KOHTPOJISI CO CPEeOH-HOCUTENEM,

(2) rpynma o6paboTku Mosekyoit u3 npuMepa 6 (B 3xkBUBasNeHTe SO MI/KT COCIHMHEHUS
A, 195 Mr/kr MonekyJiel U3 mpuMepa 6, 1.v. OMH pa3 B HENEJO B TEUEHUE S5 HEIelNb),

(3) rpynma o6paboTku Mosekyoit u3 npuMepa 9 (B sxBuBasnieHTe SO MI/KT COSIMHEHUS
A, 185 Mr/kr MonekyJiel U3 mpuMepa 9, 1.v. OMH pa3 B HENENO B TEUEHUE S5 HEeNb),

(4) rpynma putykcumaba (10 Mr/kri.p. pa3 B HEAEIO B TE€UEHUE 5 HEeNenb);

(5) monexyna u3 npumepa 6 (3xBuBajeHT 10 Mr/kr coenuHeHus A, 39 MI/KT MOJIEKYJIbI

u3 npumepa 0) TIoC PUTyKCUMao,
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(6) monexyna u3 npumepa 6 (3xBuBaeHT 30 Mr/kr coequHerns A, 117 MI/Kr MONEKyJIbl

U3 pumepa 6) IIIFI0C PUTYKCUMAO0,

(7) monexyna u3 npumepa 6 (3xkBuBaeHT S0 Mr/kr coequHeHus A, 195 Mr/kr MoneKyJibl

U3 npumepa 0) MIFC PUTYKCUMAO.

(8) monexyna u3 npumepa 9 (3xkBuBajeHT 10 Mr/kr coenuHeHust A, 37 MI/KT MOJIEKYJIbI

u3 npumepa 9) miIroC pUTyKCHUMao,

(9) monexyna u3 npumepa 9 (3xBuBaeHT 30 Mr/kr coequHerus A, 111 MI/Kr MOJEKyJIbI

u3 npumepa 9) IIroC pUTyKCHUMao,

(10) monekyna u3 npumepa 9 (3kBuBasieHT S0 Mr/Kr coenrHeHus A, 185 MI/KT MOJIEKyJIbI

U3 pumepa 9) Imiroc pUTyKCHUMao,

Pazmepr! onyxonu u3Mepsuy 2 pasa B HEIEN0 U PACCUUTBIBAIN CIEAYIOIINM 00pa3oM: 00beM
omyxomu = (AxB?)/2, rne A u B — qnuHa ¥ muprHa OmyXoiu (B MM), COOTBETCTBEHHO.

Pesynbrarel nokaszansl Ha ¢urype 15. Monekynsl u3 npuMepos 6 U 9 B 3KBUBAJICHTE
50 mr/kr coequnenus A (195 u 185 mr/kr neHapruMepa COOTBETCTBEHHO) 3HAUUMO
MHTUOMPOBAJIM POCT OMYXOJIH MO CPABHEHHIO C KOHTPOJIEM CO CPEAOH-HOCUTENEM, TIPH 3TOM
MaKpOMOJIEKYJIbI M3 MpuMepa 6 OblIi HEMHOTO 3P PeKTHBHEE B KAUECTBE MOHOTEPAITUH, YEM
MaKpoMOJIeKyJbl 13 nmpumepa 9 npu 50 mr/kr coeauaenus A (185 mr/kr MoJexyJsl U3 mpuMepa
9). B tabamue 17 0600mmens! 3HaueHnst nHruouposanus pocra omyxonu (TIC) u 3anepsxku
pocta onyxonu (T-C), paccunranuble kak % uHruOuposanus u %o perpeccuu. Pacyer ocHOBaH
Ha reomeTpuueckoM cpenHeM RTV B kaxnon rpynme.

B KOHKpETHBIN A€Hb A7 KaXI0H SKCIIEPUMEHTAIBHON IPYIIbI PACCUUTBIBAIN 3HAYCHHE
uHruouposanus no gopmyne: % unruduposanus = (CG-TG) * 100 / (CG-1), B koropoii "CG"
O3Ha4YaeT reOMEeTPUUECKOoe cpeaHee rtv KOHTpobHOMU rpymmbl, a "TG" o3Hadaer
reOMETPHYECKOE CPETHEE OTHOCUTENILHOTO 00BeMa OMyXOoJH (Itv) SKCIIEPUMEHTAIbHON TPYIIIIBL
IIpu pacuere "CG" gomxHa MPUMEHSATHCS COOTBETCTBYIOIIAsT KOHTPOJbHAS TPYIINA IS
sKcriepuMeHTanbHOH rpynmsl. Eciu naruduposanue > 100%, To HEOOXOAUMO PacCYUTATh
perpeccuro o ¢opmyne: perpeccus = 1 — TG

3naugenne TIC coctasnsno 63,5% nus skeuBanenta SO mr/kr coenunerust A (195 mr/kr
MoJIeKy bl 3 ipumepa 6), 40,44% nnis sksuBasienta SO mr/kr coenunenust A (185 mr/kr
MoOJIeKyJIbl 3 mpumepa 9) u 75,27% nnsa 10 mr/kr purykcumada. Takum oOpa3zom, MoJIeKyJIa U3
npuMepa 6 U MoJIeKyJia U3 ipuMepa 9, BBOAMMBIE 0301 B SKBUBaJIeHTE SO MI/KI COEMHEHUS A,
SBJIIIOTCS] 3HAYMMO aKTUBHBIMH B JaHHOH Mozenu. YUrto emre Gosee Ba)KHO, KOMOMHALIUS
MOJIeKYJT U3 IpuMepoB 6 1 9 B skBuBasieHTe 10, 30 u 50 Mr/kr coennHeHUs1 A C pUTYKCHMaOOM

(10 mr/kr) mpuBonuia K perpeccuu onyxonu. Kpome Toro, komObunupoBanHas 00paboTka
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NPUBOANJIA K TTOJTHON PErpeccu OMyXOoJH y OOJBbIINHCTBA XKUBOTHBIX, IIPU 3TOM TAKOTO HE

HaOmoamm rpu 00paboTKaX OIHUM JIEKAPCTBEHHBIM CPEICTBOM.

Tabauna 17. O600meHHbIe JAHHDbIE KACATeJIbHO 3((PeKTHBHOCTH MOJIEKYJ H3 IPUMeEpPOB 6

U 9 B KOMOMHALIMH € PUTYKCUMA00M

Oo6paboTka

dpdexTHBHOCTD

%

HHTHOHpPOBaHUS

(TIC)
enb (41)

perpeccus,
HeHn (41)

%

P-
3HAYeHHUe
HeHb (41)

T-C (aumn)

Cpena-
HOCHTEJTb

Mouaexy.aa u3
npumepa 6
(SKBUBAJIEHT
50 mr/kr
COCMHEHUSI
A, 195 mr/kr
MOJIEKYJIbI 13
npumMepa 6)

63,5

2

0,0002

Moaexy.aa u3
npumepa 9
(SKBUBAJICHT
50 mr/kr
COCMHEHHSI
A, 185 Mr/kr
MOJIEKYJIbI U3
npumepa 6)

40,44

0,0420

Purykcumab
(10 mr/kr)

75,27

0,0010

>16

Purykcumab
(10 mr/kr)
TUTFOC
MOJIeKYJIa U3
npumepa 6
(PKBUBAJIEHT
10 mr/kr
coeMHeHust A
39 mr/kr
MOJIEKYJIbI 13
npumepa 6)

2

>100

97

0,0005

>37
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Purykcumab
(10 mr/kr)
TUTIOC
MOJIeKyJIa H3
npumepa 6

6 (oKBHBaJIEHT >100 100 <0,0001 >37
30 mr/kr
COEIUHEHHUS A,
117 mr/kr
MOJIEKYJIbI 13
npumepa 6)
Purykcumab
(10 mr/kr)
TUTFOC
MOJIEKYJIa U3
npumepa 6

7 (SKBUBAJIEHT >100 100 <0,0001 >37
50 mr/kr
COeMHEHHUs A,
195 mr/kr
MOJIEKYJIbI 13
npumMepa 6)
Purykcumab
(10 mr/kr)
TUTIOC
MOJIEKyJIa U3
npumepa 9

8 (SKBUBAJIEHT >100 69 0,0230 >37
10 mr/kr
COEIUHEHHUS A,
37 mr/kr
MOJIEKYJIbI 13
npumepa 9)
Purykcumab
(10 mr/kr)
TUTFOC
MOJIEKYJIa U3
npumepa 9

9 (PKBUBAJIEHT >100 100 <0,0001 >37
30 mr/kr
COeTMHEHHUs A,
111 mr/kr
MOJIEKYJIbI 13
npumMepa 9)
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10

Purykcumab
(10 mr/kr)
TUTFOC
MOJIEKYJIa U3
npumepa 9
(oKBHBaJIEHT
50 mr/kr
COEIUHEHHUS A,
185 mr/kr
MOJIEKYJIbI W3
npumepa 9)

>100

100

<0,0001

>37
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IIpumep 19. TesemeTpuuyecKHe HCCJIEI0BAHUS CEPACYHO-COCYAMCTOH CHCTEMbI HA KPbICAX

UrtoOb! onieHNTh 3¢ (HeKThl coequHEeHNs A U MOJIeKyJ U3 mpumepa S5, 6, 8 u 9 Ha
apTepuaNbHOE AaBJIEHHE, YACTOTY CEPAEUHBIX COKpaleHui, nurepsain QA u
3JIeKTpOKapAMOrpaMMy camiiaMm kpeic Han Wistar uMrnianTupoBanu Xupypraueckum ImyTeM Mo
aHecTe3uel TeneMeTpuvecKre epeIaTyuKy 111 Ipbi3yHOB oT Data Sciences International.
Tenemerpuueckue nepeaaTyNKy MOMEINATH B MBILILY OPIOIITHOTO MOJOCTH, a KaTeTep
apTEPUAIBHOTO aBJICHUsI TOMELIAN B OPIOIIHYI0 aopTy. Dnektpoas! 1t DK npurmmamm k
JIOPCATIbHON MOBEPXHOCTH MEUYEBUAHOTO OTPOCTKA U HA MIEPEHEe CPEIOCTEHHUE.

[Tocne MMITTAHTAIIH TEIEMETPHUECKOTO MePeAaTYHKa OTAETbHBIM IPyIIaM KPbIC B
XBOCTOBYIO BEHY BBOJIMJIM OJHOKPATHYIO 30-MHUHYTHYIO BHYTPHUBEHHYIO HH(Y3UIO COETUHEHHSI
A wm Moneky u3 mpumepa S, 6 wu 8 (8 camuos/rpymnmna i coequHeHnst A 1 3 camia/rpymnmna
IUTS KQXKIIOTo AeHapuMepa). Mosnekyiy U3 nmpuMepa 9 BBOIUIIM OTAEJBbHON TpyIme Kpbic (3
caMua/rpymnma) B BUAie OHOKPATHOW BHYTPUBEHHON OOFOCHON HHBEKIIMU B XBOCTOBYIO BEHY.
Coenunenne A BBoawu npH ypoBHsx 103bI 0 1 10 mr/kr. Monekyny u3 npumepa 6 BBOIWIH
nipu ypoBHsiX 10361 0, 35, 70 u 105 mr/kr (sxBuBasieHT 10, 20 1 30 Mr/kr coenquueHust A),
MOJIEKYJTbI 3 IpuMepoB S u 8 BBoauIHN u3 pacyera 0, 35 u 105 mr/kr (3xBuBaneHt 10 u 30 mr/kr
coenuHeHus A), a MOJIeKyJy u3 npumepa 9 eogwin u3 pacuera 0, 37 u 112 Mr/kr (3KBHBaJICHT
10 u 30 mr/kr coequHeHUs A).

ITapameTphbl cepaeuHO-COCY IUCTON CUCTEMBI PErHCTPUPOBAJIM HEMPEPHIBHO C MIOMOILBIO
NPUEMHBIX AaTYHKOB, Pa3MEIIEHHBIX IO/l AOMAIIHEH KJIETKOW, B TEUEHHE 10 MEHbLIEH Mepe
1 yaca nepex BBeA€HHEM J103bI M BIUIOTh 0 72 YacOB MOCie BBeAeHus 103bl. OTOnpanu
00pasibl KPOBH TS OTIPENENICHUS] YPOBHS COEIMHEHHS] A U BCEX IEHAPHUMEPOB B TIa3Me KPOBH,
BMECTE C TeM MPOBOAIIH JJAOOPATOPHYIO IUATHOCTUKY U OTOMPAIM OTPAHUYEHHOE KOJIMYECTBO
TKaHeH JUIsi THCTOMATOJIOTHUECKUX UCCIEIOBAaHUA OPTaHA-MHIIEHH TOJBKO Y TEX KHUBOTHBIX,
KOTOPBIM BBOAMJIIN JO30H MaKPOMOJIEKYJIIPHBIE KOHCTPYKIIHH.

WHby3ust coenuHeHnst A O4eHb TSDKEJIO ePEeHOCHIIACh U He TTO3HEe YeM uepe3 S 4acoB
nocJje Havajia HHQy3un 0OHapY KM MOrHOINMH B OOLIEH CIIOKHOCTH TpexX Kphic. Bee
YKUBOTHBIE, KOTOPBIM BBOJWIIN 103y ACHAPUMEPOB, BLKHIIH IO 3aIJIAHUPOBAHHOTO 3aBEPIICHUS
uccnenoBanus. [locie BBeAeHNS COeTMHEHUS] A OTMeYaTH ABYX(pa3HOE MOHUKEHUE
CHCTOJINYECKOTO U CPEAHETO apTEPUANBHOTO KPOBSIHOTO IABJICHUS B IPOMEXYTKE OT 1,5 1o
16 "acoB nmocie Havana WHPY3UH, YTO COMPOBOXKIANOCH YBETUUEHUEM YaCTOTHI CEPIIEYHbIX
COKpalleHui B mpomeskyTke ot 2 1o 10 gacos nmocine Havana nHpy3un. Takke uyepes 1 uac mocne
Hauasna uH}y3un oTMeuanu yMeHbineHue aMmntyasl QRS, koropoe Bee eme Habmoganoch B

KOHIIe nepuoja perucrpauuu. M3smeHeHus nokasarenei cepieqHo-COCYAUCTON CUCTEMBI B
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clly4ae MOJIEKYJIbl U3 IpuMepa 6 OrpaHMYMBAINCh BpEMEHHBIM YMeHblIeHneM aMriuTyael QRS
B [IPOMEXKYTKE OT 2 0 8 4aCOB MOCJI€ BBEACHHUs 103bl Y )KUBOTHBIX, KOTOPBIM BBOJUIIHN 03y

120 Mr/kr, ¢ MONHBIM BOCCTAHOBJIEHUEM depe3 22 yaca 1ociie BBeeHUs 103bl. [t MoneKkyJiel u3
npumMepa 6 U BCexX APYTUX ACHAPUMEPOB U3MEHEHUs [TOKa3aTesel cepaedHO-COCYAUCTON
CHCTeMbI He ObUTN OOHAPY>KEHbI ITPU BBEIEHUU 103bI BIUIOTH 10 80 1 120 mr/kr,
COOTBETCTBEHHO.

VY JKHMBOTHBIX, KOTOpBIE MONTy4Yain > 80 MI/KT MOJIEKYJIbI U3 IpUMepa O, TOBBIIIAINUCH
KOHLIEHTpaLMy TPAHCAMHUHA3 B IJIa3Me KPOBU. Y KPBIC, KOTOPBIM BBOAMIN O3y BIUIOTH 10
120 mr/xr MonekyJs u3 npumepa S, 8 u 9, He OTMEHAIOCh U3MEHEHUH KOHLIEHTPALHH
TpaHCaMHUHa3. B ciiyuae BBeneHUs BCeX NEHIPUMEPOB HAOIIOAAH TPOMOOIIUTONEHHUIO, YTO
COTJIACYETCsI C IIEPBUYHON (hapMaKoIorueil.

ITpu BBeneHnM >80 MI/KT MOJIEKYJIbI U3 TpUMEpa 6 THCTOMATOIOTHIECKUE MTPOSBICHUS
BKJIFOYAJI MUHUMAJIbHBIN YPOBEHb JeTreHepalli/HEKPO3a CKEJIETHBIX MBIIIL, IPH 3TOM
NPOSIBJICHUS B ceple (MUHIMaJIbHASI CTETIEHD alloNTO3a SHAOTENINAIBHBIX KJIETOK) U IIEYeHN
(MMHUMAITbHAs CTENEHb AIONTO3a KJIETOK MeUeHN) HAOMF0AaIHN TaKXKe Y JKUBOTHBIX, KOTOPBIM
BBOIMUIM 103y 120 mr/kr. [l MOJIeKyJIbl U3 MpuUMepa 9 rucTOnaToIOrnIecKue MposiBICHUS B
CKEJIETHBIX MBIIIIAX (MUHUMAJIbHBIN YPOBEHb JEr€HEPALINH CKEJIETHBIX MBIIIL) TOKA3aHbl IPU
BBeZIeHUH > 40 MI/KT, 8 MUHIMAJIbHYIO CTETIEHb aIloNTo3a KJIETOK NeYeHN HaOI0JaIi TOJIbKO
npu BBefeHuu 120 mr/kr. Iy MOJIeKyJIbl U3 IpUMepa S5 MOKa3aHo OTCYTCTBUE
T'HCTOMNATOJOIMYECKUX U3MEHEHHH, CBA3aHHBIX C 00pabOTKOM, U BBEIEHUHU BILIOTH 110
120 Mr/kr, mpy 5TOM THCTONATOJIOTUYECKIE MPOSBICHUS B ClIydae MOJIEKYJIbI U3 IprMepa 8
OrpaHUYMBAJIMCh MUHUMAJIBHON CTENIEHBIO HEKPO3a KJIETOK MEUE€HU TOJIBKO NP BBEIEHUU
120 mr/kr.

B 3axiroueHne, 3TH TaHHbIE HIUTFOCTPUPYIOT YIy4IIEeHHbIE MPOGUIA THCTONATOIOTHH
CEPIIeYHO-COCYAUCTON CUCTEMBI U MIEUYEHH B CJIydae MOJEKYJ U3 IPUMEPOB 5, 6, 8 U MOJIEKYJIbI

U3 npuMepa 9 o CpaBHEHUIO C COEAMHEHNEM A.

Tabauua 18. O6001meHHbIe pe3yJbTAThI TeJleMeTPUYECKUX HCC/IeI0BAHUI cepaedHo-
COCYAHCTON CHCTEMBI Y KPbIC MOCJIe BHYTPHBEHHOI0 BBEACHHS 103bI COEAUHEHHS A H
MOJIEKYJ1 U3 IPUMEpPOoB 6 1 9

IHapamerp Coegunenune | MoJsiexysia u3 npumepa 6° Mouaneky.aa u3
A npumepa 9°
10 mr/kr 10 mr/kr | 20 mr/kr | 30 mr/kr 10 mMr/kr | 30 mr/kr
puxnzHenHoe 3 ’KUBOTHBIX | Bce ypoBHM 103 XOpOILIO Bce ypoBnu 103
BO3JeiicTBHe noruoio MEPEHOCUIINUCH XOpoLIo
NEPEHOCUIIUCH
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TpomOouuTHI He ! ! ! ! !
OIICHUBAJTH
TpancamuHa3bl He NAD 1 1 NAD NAD
OIICHUBAJTU
Cepneuno- ! NAD NAD ! NAD NAD
cocyaucTas AMIUTUTY IbI aAMIUIATY b
cucTremMa QRS QRS
| KpoBsIHOTO
JIaBJICHUSI
1 4acTOTBI
CepIeYHbBIX
COKpAILCHU I
TI'ucronarosorus He
OLICHUBAJIH
JlereHepanusi/HEKpO3 0/3 2/3 2/3 1/3 1/3
CKEJIETHBIX MBIIIIL] 0/3 0/3 1/3 0/3 0/3
Cepaue — amonTo3 0/3 0/3 3/3 0/3 1/3
SHIOTENHANIbHBIX
KJIETOK
ITeuens — anonTo3
KJIETOK M€YEHU

? ypOBHM /103 BBIPAKEHBI KaK SKBHBAJIEHT COEMHEHHS A
NAD = oTkJI0HeHHH He OOHAPYKEHO

IIpumep 20. TokCHKOJ0TrHYeCKHE HCCJIEI0BAHUA MAKCHMAJLHOH NEePeHOCHMON J03bl HA

KpbICAX H cO0aKax

HccnenoBanust MaKCHMaJIbHO niepeHocuMoi 10361 (MTD) monekyibl u3 nmpumepa 6
IPOBOAMIIN HA KpbIcax U codakax. MoJekyiy u3 mpumepa 6 BBOJIMIN OTIENbHBIM IPYIIIaM
caMLOB MM caMok kpbic Han Wistar (no 4/rpynmna) myTeM BHyTPUBEHHOMN OOJFOCHON MHBEKIIUH
npu ypoBHsX 1036l 125, 200, 225 u 250 mr/kr (3kBuBajeHt 31, 50, 56 u 62 Mr/kr coequHeHUs
A). MTD wmonexyibl u3 mpumMepa 6 st KpbIC COCTaBsieT 225 Mr/kr (3KBUBAJIEHT 56 Mr/Kr
COEAMHEHUs A), YTO SIBJISIETCS] S-KPATHBIM YBEJIHMUEHHEM MO CPABHEHUIO C COSTUHEHUEM A
OTHEJNBHO.

Onnomy k00eI0 1 OTHOI cyke moponbl burib Monekyiy u3 npumepa 6 BBOIWIH
MOCPEICTBOM BHYTPUBEHHOU OOJIFOCHON HHBEKIIUHU C €3KEHEIeNIbHBIM BO3pacTaHueM 103 4, 8,
12, 20, 30 u 45 mr/kr (3xBuBaneHt 1, 2, 3, 5, 7,5 u 11 mr/kr coenuaenus A). MTD monexysibl u3
npumepa 6 aist codak cocrasisier 45 Mr/kr (3kBuBajeHT 11 MI/KT coemuHeHust A), UTO SIBISIETCS
11-xpaTHBIM yBEIHYEHHUEM IO CPABHEHHIO C COEIUHEHNEM A.

HccnenoBanne MakCHMAJIbHO MTEPEHOCUMOM JO3bI MOJIEKYJIBI U3 IpUMepa 9 MPOBOIMIH
Ha KpbIcax. MoJsekyy u3 npumepa 9 BBOJWIN OTAEIbHBIM IpynmaM camuoB Kpbic Han Wistar

(3/rpymnma) nmocpeacTBOM BHYTPHUBEHHOU OOJIFOCHON MHBEKIMH MPU YPOBHAX 103bI 125, 250,
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500, 1000 u 1500 mr/kr (3xBuBaneHt 9, 72, 145, 290 u 435 mr/kr coenunenus A). MTD
MOJIEKYJTbI U3 TipuMepa 9 st Kpoic coctaisier 1000 mr/kr (3xBuBajeHT 290 MI/Kr COeqUHEHUs
A), 9o sBysieTcs 29-KpaTHBIM YBEJIMUEHHEM IO CPABHEHHIO C COSIMHEHNEM A.

B 3aknrodenue, 3TH JaHHBIE WILTHOCTPUPYIOT YBEIMUYEHNE MAKCUMAJIBHO IEPEHOCUMON
7036l MOJIEKYJIbI U3 IPUMEPA 6 U MOJIEKYJIbI U3 IpUMepa 9 MO CPAaBHEHUIO C COEAMHEHUEM A

OTACJIBHO.

TIpumep 21. IIpoTHBOONYX0J€BASI AKTHBHOCTD IN VIVO OTAEJLHOI0 CPEeACTBA U

KOMOHHALIMH HA MOJEJIH ONYXO0JH MEJIKOKJIETOYHOr0 PAKA JErKoro 4eJ0BeKa

Monexkyna u3 npumepa 9 u AZD2014 (Buctyceptud, naruourop mTOR, mokazaHHbIH
HIDKE) MHAYLHPOBAIHN MPOTHBOOMYXOJIEBYIO aKTHBHOCTD B KAUE€CTBE OTNEIBHOIO CPENCTBA U
KoMOMHauMHu y Mbliiei, Hecyuux omyxonb NCI-H1048 (¢urypa 18). Esxxenenensnoe (qw) iv
BBeieHne 103 mr/kr Monekybl U3 npuMepa 9 (3xBuBanieHTHOH 30 MI/KT coenuHEeHus A)
MPUBOJMIIO K 3HAYUTEIbHON MPOTUBOOITYX0JIEBON aKTUBHOCTH, cocTasJsitomieit 76% TGI
(p<0,05). Exxenuesnoe (qd) Benerne 15 mr/kr narnduropa mTOR, AZD2014, npuBoamio k
3HAYUTEIBHON MPOTHBOOMYXOJIEBOM aKTHBHOCTH, cocTasiistomneii 84% TGI (p<0,05).
Kombunarus monekynbl u3 npumepa 9 u AZD2014 npusoguna x 91% perpeccun onyxonu
(p<0,05 oTHOCUTENBHO AKTUBHOCTH OTZIEILHOTO CPEJICTBA).

Monekyny u3 npumepa 9 cocrasinsiu B uurpat/pocharaom Oydepe ¢ pH 5,0,
conep:xatieM 4,5% Bec/00beM TIIFOKO3bI, ¥ BBOAWIIN O30 BHYTPUBEHHO (1v) B 00BbeMe S MII/KT.
AZD2014 coctasnsuu B 0,5% rugpoxcunponuiaMerinesuonose/0,1% Tween 80 u BBogum
10301 nepopaiibHO B 00beMe 10 MIT/KT.
5x 10° onyxoJieBbix kiieTok NCI-H1048 BBOIMIM MOJKOKHOW MHBEKLIUEH B MPaBbIii OOK CaMOK
mbimedi C.B.-17 SCID B o6beme 0,1 mut, conepskamem 50% marpurens. O6beM omyxonu
(M3MepeHHBIH [TAHTCHLIUPKYJIEM) PACCUUTBHIBAIIN C MPUMEHEHHEM (POPMYJIbI: TITHHA
(MM) x mupuHa (Mm)” x 0,52, st uccenosannii 5GOEKTHBHOCTH MBIIIEH PAaHIOMHU3HPOBAIN HA
OCHOBE 00BEMa OIyXOJIH, & UHTHOMPOBAHUE POCTA OLICHUBAJIH ITyTEM CPABHEHUS OTIMYHIA
o0BeMa OIMyXOJIH Y KOHTPOJIBHOM 1 3KCIIEPUMEHTAIbHON Tpynn. BBeneHne 10361 HAUMHAIH,

. 3
KOTZa CpeqHUI 00BEM OIyXOJIH TOCTUTAJ MPUMEPHO 124 Mm”.
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AZD2014

TIpumep 22. [IpoTHBOONIYX0J1€BASI AKTHBHOCTL 1IN VIVO OTAEJLHOI0 CPEACTBA H

rkomOuHanuu HA moaeau DLBCL genoBeka

5x 10° onyxoJeBbix kieTok OCI-Ly10 BBonuIN MONKOKHON HHBEKIMEH B IIPaBblii OOK
camok mbitieit C.B.-17 SCID B o6wveme 0,1 mi, conepskamnem S0% matpuressi. Monekyiy u3
npumepa 9 cocrassin B uutpat/gocdaraom Oydepe ¢ pH 5,0, pazdbasnernom 1:10 ¢ moMormbro
5% pactBopa riroKko3bl, conepxkamero 1% sec/oobem Kolliphor HS15, u BBOAmIN 103011 Kak
eXXeHeeIbHOe BHyTpUBeHHOE (1v) BBeAeHHe o0beMoM 5 Mir/kr B o3e 103 mr/kr (30 mr/kr API).
Axanabpytuau0 cocrasisuin B 0,5% ruppokcunponmimMeTtiesutoiose/0,2% Tween 80 u
BBOJIMJIM 0301 nBakpl B 1eHb (bid) kak nepopanbHoe (po) BBeneHne oobeMom 10 mi/kr npu
noze 12,5 mr/kr. O6BpeMbl Omyxonu (U3MEPEHHbIE IITAHT€HLIUPKYJIEM), BEC TeJla )KUBOTHOTO U
COCTOSIHUE OMYXOJIH PETUCTPUPOBAIIH IBAXK/IbI B HENIENIO HA MPOTsHKEHUU uccaenoBanus. O0vem
OIMYXOJIM PACCUUTHIBANU C MpUMeHeHreM GopMyJIbl: AmuHa(Mm) X mupuaa(Mm)” x 0,52, Js
uccnenoBanuii 3G GexTHBHOCTH HHIHOMPOBAHUE POCTA MOCIEe Havaaa 00pabOTKH OLIEHUBAIH
MyTeM CPaBHEHUS OTIIMYHA 00BbeMa OMyXOJIH Y KOHTPOJIBHOM U SKCIIEPUMEHTAIbHON TPYIIIL.
BBenenue 103l HAUMHAIY, KOTJIa CPEIHUM pa3sMep OMyXOJId JOCTUTall IpuMepHO 166 MM’

Kak nokazano Ha ¢urype 19, koMOMHHpPOBaHNE MOJIEKYJIbI U3 TpuMepa 9 ¢
aKanadpyTHHUOOM MPUBOAMIIO K 3HAYUTEIBHOMN MPOTUBOOIYXOJIEBOH aKTUBHOCTH i1 ViVO Ha
monenu ¢ kcenorpancruiantatom OCI-Ly10 DLBCL. ExenenenpHoe iv BBenenue 103 mr/kr
MoJiekyibl U3 pumepa 9 (30 mMr/kr coequHeHust A) B KOMOMHALIUY C MIEPOPATbHBIM BBEICHHEM
12,5 mr/kr akanabpyTuHuOa ABaXKbl B IEHb TPUBOAMIIO K MOJHON perpeccuu y 8 u3 8 MblieH,
HECYILINX OMyXoJb, yepe3 10 nHell mocie Hayana oOpadotku. IlosHbIe perpeccuu COXpaHsITUCh
Jake mocie OKoH4YaHus 00padboTku (3-HenenbHas 00padoTka U 35 MHEH MOCIenyoIIero
HaOmoeHus1). B To jke BpeMsi, MosiekyIia u3 npuMepa 9 mim akanadpyTUHUO Kak OTIENbHOE
CPEACTBO MOKAa3aJIM OTHOCUTENLHO HEOONBIIYIO aKTUBHOCTh OTAEJIBHOTO CPEACTBA C

IOCTIKEHUEM NpuMepHO 64% u 58% nnruduposanus pocra omyxonu (TGI), cooTBeTCTBEHHO.
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AxanabpyTuHub
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dopmy.ia H300peTeHHSA

I. Hennpumep Gopmyis (I):

4 =N
/W
A1po (BU1)—{(BU2);— ... —(BUX)e)| >
\Z
~ b,

HUJIN €0 (I)apMaLIeBTI/ILIeCKI/I npuemMiieMas COJib, rac:

SOPO MPENCTaBISAET COOOI:

* 0003HaYaeT KOBAJIEHTHYIO CBs3b ¢ KapOOHWIBbHBIM (parmerTom (BU1);

b cocrasisier 2,

BU npencraBnstoT coO0i CTPYyKTYpHBIE 3BEHbS,

BUy mpeactaBisitoT co00¥ CTPYKTYPHBIE 3BEHbsI IOKOJIEHHS X, IIe 00LIee YnuciIo
CTPYKTYPHBIX 3BEHbEB B IIOKOJIEHHH X AeHmpumepa dopmynsi (1) pasusiercs 2, a obimee umcio
BU B nenapumepe popmyinsi (I) pasasiercs (2%-1)b; rne BU xapakrepusyercs ciaenyromei
CTPYKTYPOM:

Q H
#‘1&)%/\/\/"‘\;1

NH
o

2

# 0003HaUaeT KOBAJIEHTHYIO CBSI3b C AMUHHBIM (PPAarMEHTOM SIApa HITH
amuHO(pparmenTom BU;

+ 0003HaYaeT KOBAIEHTHYIO CBsI3b C KapOOHMIBbHBIM (pparmenToM BU Mt KOBaJIEeHTHYIO
cBsizb ¢ W nnu Z;

W HesaBucumo npeacrasisier codoit (PM), wu (H).;

Z nezasucuMo mnpencrasisier codoit (L-AA)q mmm (H).;

PM NpeaCTaBIIsICT coboii PEG900.1200 HJIn PEG1800.2400;
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L-AA mpencrasisier coO0OM JTMHKEP, MPUCOSTUHEHHBIH KOBAJIEHTHOH CBS3BIO K

aKTUBHOMY CpeAcTBy; rae L-AA npencrasieH GopMyJoi:

O
O
Zf221
E=o
ZT
O

/
o=

I Cl
rae

A mpencrasisier codoit —N(CH3), -O-, -S- umu —CHj,-;

® npeAcTaBisieT coOO0H TOUKY MPUKpeIUIeHnst K aMHHHOMY (pparmenTy BUX;
npu ycnosuu, uto (ctd) < (2%)b, a d cocrasnser > 1; u

npu yciioBun, uto eciu (ctd) < (2%)b, To mrob6bie ocrasiuuecs rpymrsl W u Z
npencrasisioT coboit (H)e, rae e cocrasmser [(2™)b ]-(c+d).

Hennpumep no 1. 1, rae b cocrasisier 2, a X COCTaBISIET S.

Hennpumep o . 1 umm 1. 2, rme PM npencrasnsier coboit PEGogg-1200.

Hennpumep no qrodomy u3 nn. 1-3, rae A npencrasisier coboii —O-.

Hennpumep mo 1. 2, rne PM npencrasisier coboii PEG1g0-2400.

Hennpumep 1o 1. 5, rue A npeacrasisier codoit —O-.

Hennpumep 1o 1. 5, rue A npexacrasisier codoit —(CHy)-.

Hennpumep 1o 1. 5, rue A npeacrasiser co0oi —S-.
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9. Hennpumep 1o 1. 5, rne A npeacrasinsiet codoit —N(CH3).
10. Hennpumep no modomy u3 nn. 5-9, rne PEG xapakrepusyercs cpenHel MOJIEKYJISIPHOM

maccoii ot npudmusurensHo 2000 no npudausurensHo 2200 [a.

11. Hennpumep no modomy u3 m. 10, rne PEG xapakTtepusyercsi cpenHeil MOeKyIsspHOH

maccoit mpudnusurensHo 2150 [la.

12. Hennpumep dpopmysi (II):

4 ™
/W
AApO (BU1Y—(BU2)—(BU3)—(BU4)—(BUS)| >
\Z
N /b (),

Wi ero (papmaieBTHYECKU pUemMieMasi CoJib, Te
b cocraisier 2;

PO MPENCTaBIsAET COOOI:

* 0003HaYaeT KOBAJICHTHYIO CBsI3b ¢ KapOOHWIBbHBIM (pparmenTom (BU1);
BU mnpencrasnsroT coOoit cTpyKTypHBIE 3BeHbst, U uncyio BU pasusiercst 62; rne BU
XapaKTEPU3YEeTCs CIENYIOMEN CTPYKTYPOU:
Q H
#E)S/\/VN\;:

NH
w

2

# 0003HavaeT KOBAJIEHTHYIO CBSI3b C AMUHHBIM (PParMEHTOM SiApa HITH
amuHOpparmenToM BU, a + o603HauaeT KOBaJIEHTHYIO CBsI3b C KapOOHMIBHBIM (pparmeHToM BU
WJIM KOBAJIEHTHYIO CBsi3b ¢ W nim Z;

W HesaBucumo npeacrasisier codoit (PM), wnu (H).;

Z nezaBucuMo mnpencrasiseT codoit (L-AA)q mu (H).;

PM npeaCTaBIIsICT coboii PEG900.1200 HJIn PEG1800_2400;
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L-AA mpencrasisier coO0OM JTMHKEP, MPUCOSTUHEHHBIH KOBAJIEHTHOH CBS3BIO K

aKTUBHOMY CpeAcTBy; rae L-AA npencrasieH GopMyJoi:

0]
NS
S

O
O
Zf221
E=o
ZT
O

/
o]

I Cl
rae

A mpencrasisier codoit —N(CH3), -O-, -S- umu —CHj,-;

® o603HauaeT KOBAJIEHTHYIO CBsI3b C aMUHHBIM (pparmenTom BUS;

npu ycnosun, uto (c+d) cocrapmsier < 64, a d cocrasysier > 1; u

npu ycnouy, 4to eciu (c+d) < 64, To mobrie ocTasBiunecs rpynnsl W u Z
npezacrasysitoT codoii (H)., rae e cocrasnser 64-(c+d).

13. Hennpumep no . 12, rae PM npencrasisier coboii PEGogo.1200.
14. Hennpumep no 12 wimu 13, roe A npeacrasisier coboii —O-.
15. Hennpumep no 1. 12, rne PM npencrasisier coboii PEGigg0.2400.
16. Hennpumep no . 15, roe A npeacrasisier coboit —O-.
17.

Hennpumep mo 1. 15, rae A mpencrasisier coboit —(CH;)-.

18. Hennpumep no . 15, rae A npeacrasisier coOoi —S-

19. Hennpumep o 1. 15, roe A npencrasisier coboii —N(CHj).
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20.
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Hennpumep no modomy u3 m. 15-19, rne PEG xapakrepusyercs cpenneit

MOJIEKYJISIPHOM Maccoit ot npudimsurensao 2000 no npubnuzutensHo 2200 [a.

21.

npubmmsutensHo 2150 [a.

22.

Hennpumep dopmysst (111):

D-saapo-D

WK ero (papMaleBTUUECKH IpUeMIieMast CoJlb, TAe

SIPO MPENCTABISAET COOOI:

D npencrasmusier coboit

(1m),

Hennpumep no 1. 20, rae PEG xapakrepusyercs cpenHeil MoNeKyJIsspHOi Maccoi

AP AP
0] “ HN Q H HN D H
HN. o) HN 0 HN S w
AP AP
Z
N J J\ I\ AN J
Y Y Y ' Y
BU1 BU2 BU3 BU4 BUS
1 CTPYKTYPHOE 2 CTPYKTYPHbIX 4 CTPYKTYPHbIX 8 CTPYKTYPHbIX 16 CTPYKTYPHbBIX
3BEHO 3BEHa aBeHa 3BEHLEB 3BEHLEB

AP npencrasisier coO0l TOUKY MPUKPEIUICHUS K APYTOMY CTPYKTYPHOMY 3BEHY,

W HesaBucumo npeacrasisietr codoit (PM), wu (H),;

Z nezaBucuMo mnpencrasisier codoit (L-AA)q wmm (H).;

PM MpEACTaBIIACT coboii PEG900.1200 HJIn PEG1800.2400;

L-AA mpencrasisier co00OM JTMHKEP, MPUCOSTUHEHHBIH KOBAJIEHTHOH CBSI3BIO K

aKTUBHOMY CpeAcTBy; rae L-AA npencrasieH GopMyJIoi:
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rae

A mpencrasisier codoit —N(CH3), -O-, -S- i —CHj-;

npu ycinoBuH, 4to eciu (c+d) < 64, To mobeie ocTaBinecs rpynnsl W u Z

npencraBisiroT coboii (H)., rne e cocrasisier 64-(c+d); a d cocrasnsier > 1.

23. Hennpumep no . 22, rae PM npencrasisier cod6oit PEGogo-1200.

24. Hennpumep no 1. 23, rae A npencrasiser codoi —O-.

25. Hennpumep no . 22, rae PM npeacrasisier coboii PEGigoo-2400.

26. Hennpumep 1o 1. 25, rae A npeacrasisier coboi —O-.

27. Hennpumep 1o 1. 25, rae A mpencrasisier coboit —(CHy)-.

28. Hennpumep no 1. 25, rae A npexacrasiser codoit —S-.

29. Hennpumep 1o 1. 25, rae A npencrasisier codoii —N(CH3).

30. Hennpumep o mrodomy u3 . 25-29, rne PEG xapakTepusyercsi cpeaHeit

MOJIEKYJISIPHOM Maccoit oT npudimsurensao 2000 no npubnusurensHo 2200 [a.



WO 2018/154004 PCT/EP2018/054420

31.

Henapumep o n. 30, rae PEG xapaktepuzyercs cpeaHeiil MOJNeKyJIspHON Maccoi

npubnusutensHo 2150 [la.

32.

Hennpumep no mobomy u3 mmn. 1-31, roe ¢ cocTaBisieT uenoe Yucio ot 25 1o

npuOIM3UTENBHO 32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

Jenapumep 1o n. 32, rae ¢ COCTaBJsAET Lejoe Yucio ot 29 no 32.

Hennpumep o 1. 33, rae ¢ cocrasiser 29 unu 30.

Hennpumep no modomy u3 m. 1-34, rae d cocrasisier nenoe unucio ot 25 o 32.

Hennpumep no 1. 35, rae d cocrasisier 1ienoe 4ucio ot 29 no 32.

Hennpumep mio 1. 36, rae d cocrassier 32.

Hennpumep o mrodomy u3 nn. 1-37, rae (c+d) pasHsiercs uenomy uuciy ot S0 go 64.

Hennpumep no 1. 38, rae (c+d) paBHsieTcs nienoMy 4uciy ot 58 mo 64.

Jennpumep no mobomy u3 n. 1-39, rae e cocrasisier nesoe yucio ot 0 no 14.

Henapumep 1o 1. 40, rae € cocTapiseT Leaoe yucio ot 0 1o 6.

Hennpumep o mrodomy u3 nin. 1-41, rne L-AA npencrasnsier coOoO¥:



45.

WO 2018/154004

(R)

I Cl
43.

Hennpumep no modomy u3 m. 1-42, rne BU npencrasnsier coboii:

o
H
#\,I'J\ﬁ/H\/\/Nﬁ
o
44,

Hennpumep no mrodomy u3 nn. 1-43, rae ssapo npeacrasisieT CoOoi:

Hennpumep dopmyst (IV):

PCT/EP2018/054420
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NH-Y

NH-Y
NH-Y

(Iv),
i ero ¢papMareBTHUECKU IpreMiieMasi coib, rae Y npencrasisier coooit PEG go-2400 1in H; Q

npexacrasysier codboi H umn L-AA, B koTropom L-AA xapakTepusyercst CTpyKTypoi

oﬁ/c:F3
QP

s @N
3 2N o
o) 0 \ s
‘71)1\/A\)J\O/\/N\ )
N
(R
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A mpencrasisier codoit —S- win —N(CH3), npu yenosun, uro eciu cymma PEGiggo-2400 1 L-AA
cocTaBJisieT MeHee 64, To octaBiuuecs pparments Q n Y npencrasinstoT coboit H, u npu

yCJIOBUH, UTO IO MeHbInel Mepe oauH Q nmpeacrasisier codoii L-AA.

46.  Jlenppumep popmyisl (V):

p
uN
H
NH a-N'  OHN o)
Y- \ H H - H 9
N N NH N /
o 0o H aq Q N NH
o Q Q NH HN H a
Y-N o wN NH N={ N H
N N o={ Ho L H Nt =0 N Y
0 Ho H NH N o YN o o} NH
N Q N H 3 0
a-N N H N N Y N { 0
HoY-N H o N H M=o N N
Y-N H Ho HN H oot ) 0
H N Q H H N
N \_Q Q NN s N Ni{ H N NQ
/—/_H NH H H N (o a H
Y-N HN © { NH N
! H H H N-Y
Q N N o} N o} NHO»—/—/—\ H
N-Q

Y el NHO ~ NH H
N NH o [o! Q o] N
H N N H (o}
HN HN Y N H H Nu
Y Y Q Y NH a
H Y
Y NH
HN Y NH
HNY u =0 Y NH
Niw Y
Q
NH
N

V),
HJIN €ro q)apMaLIeBTI/I‘-IeCKI/I npuemMyieMas COoJib, rac
Y MpEACTaBIIACT coboii PEG1800.2400 Ui H,

Q npencrassier coboii H nmm L-AA, rne L-AA xapakTepusyercsi CTPYKTYPOH:

10



WO 2018/154004

PCT/EP2018/054420

(R)

O OH
‘ cl

A mpencrasisier codoit —S- win —N(CHj3), npu yenosun, uro eciiu cymma PEGrggo.2400 1 L-AA

cocTaBiisieT MeHee 64, To octasiuuecs pparmenTsl Q u Y npencrasistot coboit H, u mpu

YCJIOBUH, YTO MO MeHbIneH Mepe oauH Q mpexncrasisier codoii L-AA.

47.

Hennpumep 1o 1. 45 wim 1. 46, rne A npencrasisier coOoit —S-.

48.

Hennpumep mo 1. 45 wm 1. 46, rne A npencrasisier codoit —N(CHj3).

49.

Hennpumep no modomy u3 mi. 45-48, rae cymma PEGigp0.2400 1 L-AA cocTaBiisieT nesoe
qucio oT 50 mo 64.

50.

Henapumep 1o 1. 49, rae cymma PEGigoo.2400 1 L-AA cocrassiet nienoe uuciio ot 58 1o
64.

51.

Hennpumep no mrodomy u3 . 45-50, rae nenapumep comep:xkut ot 25 10 32 PEGiggo-
2400-

52. Henapumep no 1. 51, rae nenapumep coaep:kut ot 29 1o 32 PEGizoo-2400.
53. Jennpumep no modomy u3 mi. 45-52, rae aerapumMep coaepkur ot 25 o 32 L-AA.
54.

Henapumep o n. 53, rae nenapumep comep:kut ot 29 no 32 L-AA.

11
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55. Hennpumep no mrodomy u3 nn. 45-54, roe nenapumep coaepxut ot 0 1o 14 atomoB

BOZOpoAa B nooxkeHusx Q w/mmm Y.

56. Henapumep o 1. 55, rae nenapumep comep:kut ot 0 10 6 aTOMOB BOOPOJA B

noyioskeHusix Q w/mmu Y.

57. Hennpumep no modomy u3 mi. 45-56, rne PEG xapakrepusyercs cpennei

MOJIEKYJISIPHOM Maccoit oT npudimsurensao 2000 no 2200 [a.

58. Hennpumep no modomy u3 mi. 1-57, rne PEG xapaxrepusyercst PDI ot npubnusutensHO

1,00 no 1,10.
59. Hennpumep no 1. 58, rae PEG xapakrepmyercs PDI npubnusurensro 1,05.

60. Hennpumep no mrodomy u3 nmn. 1-59, rne aeHnpumep XapakTepu3yercs MOJIEKYISIPHOM

maccoii ot npudmmsurensao 90 no 120 k/a.

61. Hennpumep o 1. 60, rae AeHAPUMEP XapaKTEPU3yeTCsl MOJEKYJIIPHON MacCoi OT

npubnusutensHo 103 no 107 x/a.

62.  Jlenmpumep no mobomy u3 mm. 1-61, rne AA npencrasisier coOoii coenuHeHue A:
FF
Totg O
o H /©/ i\s
P
00

G,
(@)

H

(coenunenue A).

12
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63. dapmaneBTHUECKHE KOMITO3ULINH, COAEpIKalIe AeHApUMeEp 1o Jrodomy u3 mi. 1-62 unu
ero (hapmaLeBTUYECKH MPUEMIIEMYIO COJIb U (PapMaLeBTHUECKH MPUEMIIEMOE BCIIOMOTaTeIbHOE

BC€IICCTBO, HOCUTCIIb UJIU pa36aBI/ITeJ'Ib.

64. Crnioco0 neueHus: paka, IpeayCMaTPUBAOLIUI BBEIEHHE HYKAAOIIEMYCsSl B 5TOM
cyOBekTy 3 (HEeKTUBHOrO KOJMUYECTBA ASHApUMeEpa MO JTF00oMy U3 m. 1-62 uiu ero

(hapMaleBTHYECKU TPUEMIIEMON COJIH.

65. Hennpumep 1o grodomy u3 min. 1-62 unu ero GpapMareBTHIeCKH MpUeMiieMast CoJib s

MIPUMEHEHUS B JICYEHUU PaKa.
66. [TpumeneHne neHapuMepa no Jrodomy u3 mi. 1-62 uam ero GpapmMareBTHIeCKH
MIPUEMJIEMON COJM JIJIsl IPUMEHEHUS] B U3TOTOBJIEHUH JIEKAPCTBEHHOI'O MpenapaTa AJisl JIeUeHUs

paka.

67. dapmaneBTHUECKAsT KOMITO3ULHS, COAepIKalasi JEHAPUMEp 1o robomy u3 nm. 1-62

€ro (I)apMaI_IeBTI/I"IeCKI/I NPpUEMIIEMYIO COJIb, JIA JICHCHUS paKa.

13



geHg pOH

IHoBepxHOCTHBIC

CTpVKTVYPHOE 3BEHO CAMOI0
VIAJEHHOr0 0T HEHTPA MOKOJICHHUS

CTpPVKTVPHOE 3BEHO

HKIIHOHAJIBHBIC T’

Qucypa 1

I bI

07/l

1IadowundHat

onMddhuigaueda]



TepaneBTuueckue
AeHapumepbl

2/20

—_t N

e = S
e S

S




OGbem omyxoum (Mm)

1800

1600

1400

1200

1000

200

»
1]
LA <
LR
FY of »n
T
OnnokpaTHast &V
no3a (IV) Py
#
é‘;-
.
3 T,
L
ot P .
» £ R f
A

€ Cpena-nocurens 1
-} Coenunenne A-5 mr/kr (V1)
=g~ Coenunenne A-2 mr/kr (V1)
) Cpena-HocuTesnp 2
-~ Coenunenne A-5 mr/kr (V2)
@ Coenunenne A-2 mr/kr (V2)
“LJ-Cpena-nocurens 3
=% *Coenunenne A-5 mr/kr (V3)
=0 Coennnenne A-2 mr/kr (V3)

0T/t

JleHb mocyie paHIOMHU3ALUH

QDuzypa 34

1IadowundHat

onMddhuigaueda]



Oo0bem omyxoJm (MM3)

2000
1800 4
1600 4

1400
1200
1000
800
600

400 4g "

200

Onnoxpatnas IV nosa

8 11 14

JeHb nocJje paHI0 MU3a MU

QDuzypa 3B

17

—@~ Cpena-Hocure.n 4

- .. Coenunenne A-10 mr/kr (V4)

20

0Ty

1adeowundrHa

auxdIahuigaueda]



Pacwensiennas kacnasa 3

Konnenrpauus (mr/Mkr)

200+

64 |

=)
<
@\

64

24 g

64 ;

. gﬂ .
Quzypa 4

64

24 4

= Tween (cpena-Hocuresnb 3)

m Coenunenue A (V3)

= Captsol (cpexa-HocuTenn 2)

Coenunenue A (V2)
m HP-B-CD (cpena-nocureJinb 1)

- Coenunenue A (V1)

6u

24qP

1IadowundrHall

dnxdahuigaueda]



Konuenrpaumus (Hr/mu)

6 24

Bpemsi mocjie BBeIeHUS 103bI (Yachl)

QDuzypa 5

s HP-B-CD (V1)

Captisol (V2)

m Tween (V3)

02/9

1IadowundHat

onMddhuigaueda]



OGbem omyxosm (Mm’)

OnHokparHas fao3a (IV)
30-mMuHyTHaA HHPY3UA

25000 ¥
20000 - Pai

15000 -

L

10000 -

L

0T/L

€ Cpena-nocurens (Hp-B-CD)

@ Coennnenne A, 5 Mr/kr

42 49

I[HI/I MocCJjie UMILJIAHTAIIUH

Quzypa 6

1adeowundrHa

auMIdhnigaueda]



OnnokpatHas go3a (IV)
5-qacosas nHpy3usa

¥

20000 -

15000 ~

10000 -

OGbeM omyxo.H (MM°)

5000 4 ;' i

oo

- Cpena-nocurenb (Hp-B-CD)\
-3~ Coenunenne A, 1 Mr/kr
3 Coenunenue A, 3 MI/kr
-4~ Coenunenue A, 5 Mr/xr

T

53 - 60

JIHu mocJie UMILIAHTALUA

Duzypa 7

1adeowundrHa

auMIdhnigaueda]



0,03

2

0,025

O

-

Cxkopoctb (1/4)
(e
v

0,01

?

0,005

¢

0,02

#
™
s mewman viglees B sl

2 3 %

«#+xMaxpomornckyna u3 npumcpa 6, ckopocts (1/)

~#==Maxpomonexyra u3 nprumepa 9, ckopocts (1/¢)

0T/e

1adeowundrHa

auMIdhnigaueda]



OGbem onyxosu (M)

2000

Oz[HOKpaTHa,s{ mo3a (IV)

1500 - 4l
1000 A '
. o
.‘ ) ) m‘\**“wwﬂ"*fw s
Q . M,;v N o e BT " o g
40 41 48 52 5&

JIHU noc/1e UMILIAHTAL MU

Ducypa 9

5 Cpena-nocurems (PBS)

“o* Cocrumcuue A, 5 MIT/Kr

Maxpomonekyna u3 npumepa 6 -
SKBUBAJICHT 10 MI/KT COCIHMHCHUI A

-

gy~ Maxpomornexyna u3 npumepa 6 -
SKBHBAJICHT 30 MI/KT COCTHHCHHA A

- MaxpoMoneKyna u3 mpumepa 9 -
SKBHBAJICHT 10 MI/KT coequHeHmsT A

02/01

1adeowundrHa

auMIdhnigaueda]



2000 - -

.  B—
1500 - N
1000 -

500 - |
I i
1 3 b 9 16 b
Bpems (4aceor)
Ducypa 10

Cpena-socurens PBS, IV QD

MaxkpomonekyJia u3 npumepa 6 -
sxBuBasieHT 10 mr/kr coequnenus A, IV QD
Makpomorekyia uz npumepa 6 -
skBuBajeHT 30 MI/kr coenuneHus A, 1V QD

0T/11

1adeowundrHa

auMIdhnigaueda]



OGbeM omyxosm (MM°)

2000

1500

%

Bpemsi nocie uMIIaHTauUMu (AHM)

Quzypa 11

Cpena-nocutens (PBS)

Maxpomonekyna u3 npumepa 9,
skBuBajieHT 20 Mr/xr coenudenus A - PBS

. Maxpomorekyna u3 npumepa 6,

skBuBaneHT 20 mr/kr coequHeHus A - PBS

Coenunenne A, 10 mr/kr-HP--CD

0T/Tl1

1adeowundrHa

auMIdhnigaueda]



Konuenrpauusi pacwensieHHoii PARP

(nr/mMkr 6eJika)

Pt
o
P
]

o
i

Cpena-nocurens PBS, IV QD
e Coenunenne A, 5 mr/kr-HP--CD
Coenunenue A, 10 mr/xkr-HP-B-CD

-+ MaxkpomoJexyna u3 npumepa 9,
skBHuBaJIeHT 10 MI/Kr coequHeHUsT A

(PBS)

0T/€l1

1adeowundrHa

auMIdhnigaueda]



O6bem omyxoum (Mm’)

2500

2000

1500

1000

500

Y

k3

-~ (Cpena-Hocutens (PBS)
-+ Coemnunenue A, 10 mr/kr

MaxkpomoneKyna u3 mpuMepa 7, SKBHBAICHT
Y ~&= 10 mr/kr coepuHeHms A

~ Maxkpomornekyna u3 mpumepa 5, SKBUBAJICHT
& 10 Mr/kr coequHeHUT A

Maxkpomonekyna u3 npumMepa 8, SKBUBAJICHT
& |0 MT/KT COeIHHEHUS A

ety *'?“J’m

43 50 57

ﬂHI/I mocJi¢c HMIUVIAHTAIUHN

QDuzypa 13

44!

1IadowundHat

onMddhuigaueda]



OGbem omyxosu (Mv)

Onnoxparras no3a (IV)

v

18000+
16000 -
14000 -
12000~
10000+
8000~
6000+
4000 ¢

2000~

0

5%

S

0

5 10

JAHU mocjie paHAOMH3aUH

Quzypa 14

€ Cpena-nocurens (PBS)
Maxkpomonexyna us npumepa 6 -
skBuBasieHT 10 mr/kr coenudenust A (PBS)
.. Makpomornexyuia u3 npumepa 6 -
skBuBaneHT 30 Mr/kr coenunenust A (PBS)

15

0T/S1

1adeowundrHa

auMIdhnigaueda]



OGbem onyxostn (Mm°)

1500

HHI/I MocCJjae UMILVIAHTALUHU

Quczypa 15

|

-m- Cpera-Hocurennb
. Makpomosekyna u3 npumepa 6 - SKBUBAIICHT
sl
50 mr/kr coenuaCHMT A
#,, Makpomonekyaa ns npumepa 9 - 3KBUBAJICHT
50 vir/kr coenuHeHMS A
-4 Purykcuma6, 10 mr/kr
Makpomornekyaa u3 mpuMepa 6 - SKBHBAJICHT
“#- 10 vir/kr coequHeHm A + puTYKCHMA0
i MakpomoJickya u3 npumepa 6 - SKBUBAJICHT
30 mr/kr coenuecHUS A + pUTYKCHMAO
i Makpomosiekyaa 3 npumepa 6 - SKBUBATICHT
50 mr/kr coenureHms A + pUTYKCHMAO
-~ Makpomosnexy.aa u3 npumepa 9 - 10 mr/kr +
pUTyKCHMald
4 MakpoMOJIeKya U3 MpUMePa 9 - SKBUBATCHT
30 wr/kr coeaunenus A + puTykcumab
~# MakpoMOIeKy/Ia 13 PHMEPa 9 - SKBHBATICHT
50 mr/kr coequHeHE A + pUTYKCHMA0

0Z/91

1adeowundrHa

auMIdhnigaueda]



NH-Y

M

ﬁNH HN
Q-NH HN
o NH HN
HN 0
\_/} o NH
NH HN HN HN NH HN-Q
/—/_>—< HN 0 Q NH-Y
Y-HN HN
NH HN /_/j*

Q —
NH Q H
N o) o
NH H HN HN o
Q-NH HN o 0 NH o
NH HN 2 0 HN NH-Y

NH
NH

,O NH-Y
H NH-Y
NH Q
HN-
Q 0O  NHY
HN Q HN NH-Y
/_/_)_( Q-NH ©O NH Y-HN NH-Y 0
Y-HN o)
NH  NH HN
[0} Q Q o] NH ’NH
Q Q NH HN Q
N NH NH HN HN
v NH o] HN
‘\—\_$7 NH 0
NHY

o

0 Q YNH & HN  NH HN Q
a HN O NH HN
o] 0 Q o) NH
NH HN o)
NH-Y Y-HN NH NH-Y HN
Q NH-Y o
NH-Y
NH-Y
HN NH-Y
NH-Y o NH-Y
HN
o] ‘g
NH-Y

Quzypa 16

NH-Y

0T/L1

1adeowundrHa

auMIdhnigaueda]



TepaneBTHnyeckue
AeHapumepbl

18/20

Ducypa 17




= Cpena-nocurens
~%- AZD2014, 15 mr/xr, qd
== Mounexyna u3 npumepa 9, 103 Mr/kr (3xBuBajieHT 30 MI/KT COeMHEHNS A), QW

B AZD2014 15 + MOJIEKYJa U3 ImpumMepa 9

NCI-H1048

OGbeM omyxoJtH (M)

1 8 15 22

Jlau mocJie BBeAeHUS A03bI

QDuczypa 18

0zZ/61

1adeowundrHa

auMdIahuigaueda]



OGbeM omyxo.H (MM°)
I'eomeTrpuueckoe cpeanee = SEM

1000+

500-

(=
- =

B Cpe na-Hocute b
/ =&~ Monekyna n3 npumepa 9, 103 mr/kr (30 mr/kr API), qw
/4 T ’ ~#- Axanadbpytuau6, 12,5 mr/kr, bid
b ~-@- Mornekyna u3 npumepa 9 + akanaOpyTHHHO

- - llepuon BBEIEHUA 10 3BI

8 15 22 29 36 43 50

I[HI/I mocCJie BBCIACHHUSA T103bI

Duzypa 19

02/0¢

1adeowundrHa

auMIdhnigaueda]



	Bibliographic data
	Abstract
	Description
	Claims
	Drawings

