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KOMIIO3NIOUHN U CITIOCOBbI HTHI'NBUPOBAHUA AKTHBHOCTHU API'MHA3DbI

IIpenmecTByromuii ypoBeHb TeXHUKH

Pax xapakTepusyercsi HEKOHTPOJIUPYEMbIM POCTOM KJIETOK B OpPraHU3Me, YTO MPUBOJUT K
WHBa3UM B OKU3HEHHO Ba)XXHble OpraHbl M 4YacTo K cmeptu. llepBoHasanbHO B
(bapMaKoJIOrU4ecKOM JIEUEHHH paka HCIOJIb30BAINCh HeCHeln(pUIecKne LIUTOTOKCHYECKHE
areHThl, KOTOPbIE BO3JEHCTBOBAIN Ha BCE OBICTPO AEISIIUECS KIETKH, BKJIIOUYAs HOPMaJbHbIE
KJIETKH. OTH Hecnenu(puyeckne IUTOTOKCHYECKHE areHThl OOJNafaroT MPOTHBOOIYXOJEBBIM
NefiCTBHEM, HO UX NPUMEHEHHE 4acTO OTPaHUUYEHO TsDKENOW TOKCHYHOCTBIO. [1o Mepe paszButus
MOHUMAaHMsI OEJIKOB U MyTeH, KOTOPbIE TO3BOJISIIOT PAKOBBIM KJIETKAM PACTH, ObLIH pa3paboTaHbl
HOBbIE 0o0Jiee LieJeHANPABICHHbIE AareHThl, KOTOpble OJOKUPYIOT crneunpudeckue OenkH,
AKTUBUPYIOLIHECS B PAKOBBIX KJIETKAX.

HoBoit o6nmacteio gyt pa3paOOTKM TEPAaNeBTUYECKHX CPEACTB, KOTOpast pemaeT
npoOeMbl, BOSHUKAIOIIUE TIPH JICUSHUH PaKa, SIBISIETCS HMMYHOOHKOJIOTHS, TAK)KE Ha3bIBaeMast
UMMyHoJiorHel — omyxoneil. HekoTopele Tumbl omyxoneii  paspaboTanid  MEXaHU3MBI,
NO3BOJISIIOIINE  M30€KaTh pa3pylleHHs] WMMYHHOH cucTeMoi opraHusma. HMMyHOJIOTHs
OTyXOJIeH SIBJISIETCSI TEPANeBTHYECKONW OOJACThIO, HANPABJICHHOW HAa aKTUBALMIO COOCTBEHHOM
MMMYHHOH CHCTE€Mbl OpraHu3Ma [Jjsi aTaku M YHMUYTOXXeHus omnyxosei. Harypanpnas
AMUHOKHUCJIOTAa AprUHUH YYacTBYeT B MMMYHOJIOTMM OINyXOJM, TaK Kak OHa Ba)KHA JJIs
aKTUBAIMH, POCTA W BBDKHUBAHMS OOPIOLINXCS C PAKOM LIUTOTOKCHYECKHX T-KJIETOK OpraHu3Ma.
OnHako ypOBHHM apruHMHA HCTOLIAIOTCS B MUKPOOKPYKEHHH OITyXOJIM apruHa30i, GpepMeHToM,
NPOAYLUHUPYEMBIM M CEKPETHPYEeMbIM HEWTpopUIaMM H  CYIPECCOPHBIMH  KJIETKaMHU
muenongHoro mnpoucxoxkaenus (MDSC), KOTOpple HAaKaruIMBaIOTCS Y OHKOJOTHYECKUX
MAIMEHTOB C MHOXKECTBEHHBIMU THCTOTHIAMHU. DaKTHYECKH, MOBBIIIEHHBIE YPOBHH (hepMeHTa
apruHa3bl HAOMIOJAINCH B TUIA3Me MAIMEHTOB, CTPAJAIOIINX [TOYEYHO-KIETOUYHBIM PAKOM, PAKOM
MOJIOYHOHN >KeJie3bl, XPOHMYECKHM MHEJOreHHbIM JIeHKO30M, pakoM MHIIEBOJA, PaKOM
NPOCTAThl, HEMEJKOKJIETOYHBIM pPAaKOM JIETKOTO, TJHOONACTOMOW M OCTPBIM MHUEIOUIHBIM
neiiko3oM. ClieoBaTeNbHO, CYIIECTBYET HEOOXOAMMOCTh B pa3padoTke MHIHOUTOPOB apriuHasbl,
KOTOPBIE€ BOCCTAHABJIHMBAIOT YPOBHU aprHHMHA B MHUKPOOKPY)KEHHH OIYXOJH, TaKUM 00pa3oM
CHOCOOCTBYSI YHUUTOKAIOIIEH OMyX0JIb aKTUBHOCTH LIUTOTOKCHUYECKUX T-KIIETOK.

KpaTtkoe u3/i0:keHHe CylHOCTH H300peTeHust

B HexoTOpBIX BapuaHTaxX OCYIIECTBJIEHUS U300peTeHne obecneunBaeT psii COeAUHEHHH,

MPUTOAHBIX IJIsA I/IHFI/I6I/IpOBaHI/I$I ApTHUHAa3bI. COGI[I/IHGHI/UI MO HaCTOALIEMY I/1306peTeHI/II'O HUMCIOT

cTpykTypy popmyns (I):



NH

R1 .
R R,

win ero (papMareBTHYECKH MPUEMIIEMO COJH;

rme R® X, R!, R2, R? u R* onpeneneHsl, kak M3IOKEHO B MOAPOOHOM OOCYXICHHUH

X
’ NH
R

A
B HeKOTOpBIX BapuaHTax OCYILECTBJICHUsS CTPYKTypa R? R°B coemuHEHUSIX (POPMYIIbI

pa3aciia OnuCaHus HMXKE.

(I) mpencraBnsier coboli anb(ha-aMHHOKHCIOTHBIN OCTaToK, Tme X = O U KOHIIEBOW aMHUH MpU
neobxonuMocTu 3amerned R’. B Takux BapuaHTax ocyinectieHus rpynna R! mpencrasnser
coboii anba-aMHHOKUCIOTHYIO OOKOBYIO Hemnb. [loaxoasie aMUHOKUCIOTHBIE OOKOBBIE LIeTIH
BKJIIOYAIOT LIETTM HATYPAJIbHBIX M HE BCTPEHAIOIIMXCS B MPHUPOAE aMUHOKHCIOT. Hampumep, B
HEKOTOPBIX BapHaHTax ocyinecTsieHuss R! mpencrasisier coboil aMHHOKHCIOTHYEO OGOKOBYIO
uens u3 Apr, 'uc, JIus, Acn, I'nmy, Cep, Tpe, Ach, I'nH, L{uc, Sec (cenenouucrenna), I'nmu, Ana,
Ban, Une, Jleit, Mer, ®en, Tup wmm Tpmn, B wacrHoctu, ['mn, Cep unu Ana. B HEkoTOpPBIX
BapHaHTax ocyinecTsieHus R! mpencrasnser coboii GOKOBYH0 aMUHOKUCIOTHYIO Liefb U3 Ly,
Ana umu Cep. B Takux BapmaHTtax ocymecTsieHus R! moxer npunumars R- umu S-
KOH(PHUTYpaLuio.

B HekoTOprIX BapWaHTaX OCYHIECTBJICHHS H300peTeHne Takke obOecrneynBaeT
(dapmanieBTHUECKUE KOMITO3UIINH, COAEpIKAIINe COSNUHEHUE IO HACTOSIIEMY HM300pEeTEeHUI0 U
(hapMareBTUUECKH TPUEMIIEMbII HOCUTEb.

B HekoTOpbIX BapHaHTaX OCYINECTBIIECHUS M300pPETEHHE PACKPBIBAET CIIOCOOBI JICUEHUs
Wi TpOQUIAKTUKH paka, BKIIOYAIONINE BBENEHUE CYOBEKTY, HYXKIAOIEMYCS B O3TOM,
TepaneBTHYeCKH 3(PPEeKTHUBHOrO KOJUYEeCTBA COSMMHEHHS WIH (apMarleBTHUECKOH KOMITO3UIIUU
MO H300PETEHHUIO.

H3obpereHne AOMONHUTENBHO OOECHeunBaeT CHOCOOBI JICYSHHS] W TPOQPUITAKTHKU
paka, BKJIIOHYAIOIIME COBMECTHOE BBEICHHE CYOBEKTYy, HYXKIAIOIIEMyCs B 3TOM, HHTHOUTOpa
apruHAa3bl MO HACTOSIIEMY HW300PEeTEHUI0 W OIHOTO WJIM HECKOJBKUX JTOTIOJIHUTENbHBIX
XUMHUOTEPANIEBTUYECKIX areHTOB.

B KOHKpeTHBIX BapHaHTaX OCYIIECTBJICHUS M300pETeHNE PACKPBIBAET CIIOCOOBI JICUEHUSs

Wi Npo(UIAKTUKY paka, BKIIIOYAIOIINE COBMECTHOE BBEACHHE CYOBEKTY, HYKNAIOIEMYCs B
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5TOM, MHIHOMTOpA apruHasbl MO HACTOSIEMY HM300PETEHHI0O W WHTHOMTOpa HMHIOJIAMHH-2,3-
mrokcurenassl (IDO). Uarundutop IDO mosker npencraBisaTe coO0H COenUHEHHE, PACKPBITOE B
n300pEeTEeHNH, UM COENMHEHNE, UMEOIIee CTPYKTYPY JIFOOOH 13 GOPMYJI, pACKPBITBIX B TAHHOM
HoKyMeHTe. B KOHKpeTHBIX BapwaHTax ocyuiectsieHust nHruourop IDO mpencrasnser coboit
3MAKANOCTAT.

Kpartkoe onucanue yeprexeii

Ha ®urype 1 noxkaszana cTpykrypa coenuHeHust 10e, mojy4eHHass PEHTIEHOBCKOU
mudpakiueit ¢ 50% ypOBHSAMH BEPOSTHOCTH TEIJIOBOTO JJIIMIICOMIA. BONBIIMHCTBO aTOMOB
BOIOPOIa ObUTH OMYIIEHBI IS ICHOCTH.

Ha ®urype 2 mnokazamsl crnektpsl SIMP (8 D;0), mnokaseBaromme npeBpalieHne
coenuaeHnst 10 (oOo3HaueHHOro Kak coenuHeHne A Ha ¢urype) B coenuHenue 10e
(obo3HaueHHOE Kak coenuHeHne B Ha ¢urype) u odpatHo B coenunenue 10 (0603HaueHHOE KaK
coenunenue C Ha durype).

durypa 3 mpencrasisier co0oi rpaduk, MOKa3bIBAOIUN 00BEM OIMYXOJIH BO BPEMEHH.
Coenunenne 10, wuHruOmpyromee apruHasy, BBOAUMOE B BHAE EIUHCTBEHHOTO AareHra,
3aMeUIIeT POCT OMYyXOJH IO CPaBHEHHIO C KOHTposeM y wmbimeidr CS57BL/6, xoTtopeim
UMIUIAHTHPOBAJIH KJIETKH KapLITHOMBI JIeTKoro Lewis.

durypa 4 mpencrasisier co0oi rpaduk, MOKa3bBaOIUN 00BEM OIMYXOJIH BO BPEMEHH.
Knetku kapruaOMBI Jlerkoro Madison109 Obiin uMrutanTupoBaHs! MeimaM BALB/c, u mMbimam
NEepOPaTBHO BBOIWIN HOCUTEINb WIN COEAMHEHUE - MHruouTop aprurassl 10 naxnasl B cyTku (N
= 10 Ha rpymmy).

durypa 5 mpencrasnsier co0oi rpaduk, MOKa3bIBAOIUN 00BEM OIMYXOJIH BO BPEMEHH.
Knerku mprmuHo#i mMenaHoMbl B16F10 Obun uMrmantupoBansl MbimaM CS57BL/6, u mbiam
NEepOPaTBHO BBOIWIN HOCUTEINb WIN COEAMHEHUE - MHruouTop aprurassl 10 naxnasl B cyTku (N
= 10 Ha rpymmy).

Qurypsl 6A u 6B 1eMOHCTPUPYIOT POCT KJIETOK KapLHUHOMBI MOJIOUHON xene3bl 4T1,
UMIUIAHTHPOBAHHBIX ~OPTOTONHMYECKH MblmaM-camMkam BALB/c, mnonyuaBmmM — JeueHue
HocuteneM, coenuHenneM 10 (100 wmr/kr mepopanbho), aHTH-CTLA-4 (5 wmr/kr
UHTpaNepUTOHEeabHO B 1HU 2, 5, 8) muttoc anTu-PD-1 (5 MI/kr uHTpaneputoHeaibHo B AHU 3, 6
u 9); unn komOunanmei coequnenus: 10 ¢ antu-CTLA-4 u antu-PD-1 (N = 10 Ha rpynmy; *P
<0,05; ***P <0,001, ****P <0,0001, Mo CpaBHEHUIO C HOCUTEJIEM).

durypa 7 npencrasisier coboi rpaduk norepmel copbunn coenunenus 10e.

IoapoGHoe onucanue uzodpereHus

Hacrosee n3obperenne OTHOCUTCS K COSMHEHHUSIM U KOMITO3ULIMSIM, TPUMEHHMBIM TSI

I/IHFI/I6I/IpOBaHI/I$[ ApruHa3bl, a TaKXKEC K HX PA3JIUYHBIM TCPANCBTUUCCKUM MNPUMEHCHUAM.
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[penpiaymue wucciaenoBanus uzoOperaTenedl OBUTH COCPENOTOYEHBI Ha Kjacce HEOObIIUX
MOJIEKYJI, UMEIOIIHX (1) aMMHOKUCIIOTHBIN (hparMenT u (i1) ¢pparMeHT Tuna GOpOHOBOH KUCIIOTHI,
TaKUX KaK COSIUHEHUs, B LIeJIOM MpeaCTaBIeHHble GopMyJiol A Hike. Bpiio ycTaHOBIIEHO, YTO

coenuHeHus1 (GOPMYJIbI A TOJIE3HBI JJIsI UHTHOUPOBAHUST APTUHA3HI.

0
HO B(OH),
RPHN
N
X N\R3
R'R? (Popmyna A)

Heoxxunanno aBTopbl M300peTeHUs] OOHAPYKHMJIH, YTO, KOrzma CBOOOIHOE OCHOBaHHE
coenuHeHus: ¢opmynbl A oOpabaTeiBasii O€3BOMHBIM CIHPTOM, MOKHO OBLJIO BBIIEIUTH
LUKINYECKOe aJKOKCHIIMpOBaHHOE coenuHeHue ¢opmynel (). B ormnmmume ot MHOTHX
NPOJIEKAPCTB, TaKHe LUKIMYECKHE aJKOKCHIIMPOBaHHbIE coenuHerus ¢popmyinsl (I) He Tpebyror
(bepMEeHTaTUBHOTO MpOLecca AJISl BBISIBJICHUS OCHOBHBIX COEIUHEHHH - MHTHOUTOPOB apTHHA3BL,
ckopee, obpaborka coemuneHusi ¢opmynbl (I) Bomolt wnM BOAHOW Cpenoil (Hampumep, MHpU
NEepOpaIbHOM BBEIEHHH) NPUBEAET K OOPa3OBAaHUIO «JIEKAIEro B OCHOBE» HMHrHOUTOpa
apruHasel, Hampumep, coenuHeHus ¢opmynsl (A). Kak mnpaBwno, 3>TH IUKIMYECKHE
ANKOKCUJIMPOBaHHbIe coenauHeHust ¢opmyasl (I) AeMOHCTPUPYIOT yIydIIEHHBIE CBOMCTBa
U3rOTOBJICHUS] U 00paboTKH, 60Jiee BBICOKYIO YUCTOTY U JYUIIYIO CTAOUIIBHOCTH TIO CPaBHEHUIO
C VX HELIMKJIM30BAHHBIMU aHAJIOTAMH.

Coedunenusi no u306pemenu0

CooTBeTcTBeHHO, U300peTeHHe O0ECIeYnBaeT COCAWHEHHE, HMEIOIee CTPYKTYpY

dopmyst (1):

x:&?
T NH

R R (D),
1 ero papMaleBTHIECKH IPUEMIIEMYIO COJIb,
rae onpenenenns R®, X, R!, R R® u R* npusenens! Huxe.
B HEKOTOPBIX BAPUAHTAX OCYLIECTBIEHHS HACTOAIlEe M300pETeHHEe OTHOCUTCA K

COEIMHEHUIO, HMEIoLIeMy CTPYKTYpY dopmyisr (I'):



R! 1 N‘:3 o
;

uiu ero (papmaineBTUYeCKH MPUeMJIEMOH COJTH;

B KOTOPOU:

R® BeiOpan w3 H, ankuna, ankenmna, ankuemna, anuna, -C(O)O(ankuma) u -
C(0)O(apuna);

X npeacrasisier coboi O wm S;

R! u R? xaxneiii HesaBucumo BbIOpaH u3 H, amkuna, -CH,OH, ankeHuna, ankuHuna,
UKJIOANTKIIIA, (LUKIIOAKII)AJKHUIIA, TeTEPOLUKIOATKUNIA, (TeTepOIUKIOANKILII)aIKIIIA, apuia,

rerepoapuiia, apajikujia U rerepoapalikuiia, Ui

R! u R?, B3saTHIE BMECTE C MPOMEKYTOUHBIMH aTOMaMM, 00PasyroT 3-7-4JI€HHOE KOJbILIO,

"

R? npencrasnser H unu anku;

utn R! u R¥ B3arbie BMecTe ¢ mpoMeskyTOYHBIMH aToMaMH, 0OpasyroT S5-7-uneHHOe
KOJIBLIO, U

R* npencrasnser coboit H unu (C1-Ce)ankumn.

B HEKOTOPBIX BapHaHTAX OCYIIECTBIIeHMs coequHeHus ¢opmynsl I' R? mpexncrasmsier
coboti H.

B HEKOTOPHIX BAapMAHTAaX OCYLIECTBJIEHHs coenuHeHus (opmymsl I' R® npencrasmiser
coboii H umu ankun. B KOHKpeTHBIX BapuaHTax ocymecTsinenus R mpencrasnser coboii H.

B HekoTOphIX BapuaHTax OCYIIECTBIIEHUs coenuHeHus: ¢opmynbl ' X mpencrasisier
coboit O.

B HEKOTOpbIX BapHaHTax OCYLIECTBIEeHUs coenauHeHus ¢opmynanl I', eciu R!
npencrasisier coboit H, Torna R* He spnsercs 6ensunom.

B HEKOTOPBIX BapHaHTAX OCYIIECTBIeHMs coenuHenus Qopmyianl I' R! npexncrasmser
cobGoit H. B HeKOoTOpbIX TaKMX BapuaHTax ocyliecTBneHus R? npencrasnser coboii H.

B HEKOTOpbIX BapHaHTax OCYLIECTBIEeHUs coenauHeHus ¢opmynanl I', eciu R!
npencrasiser coboil 6ensun, Toraa R He siBisieTcs MeTUIIOM.

B HEKOTOPBIX BapHaHTAX OCYIIeCTBIeHus coeauHeHus Qopmynsl I' R! npencrasmser

co0oi1 apajiKuI, reTepoapaNKil, (IIUMKIOATKIII)aIKIIT WK (T€TePOLIMKIIOATKILT )aTKII.
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B HEKOTOPBIX BapHaHTAX OCYIIECTBIeHMs coenuHenus Qopmyianl I' R! npexncrasmser
COOOM apajKWII MITH TeTePOaAPATTKIIL.

B HEKOTOPBIX BapHaHTAX OCYIIECTBIeHMs coenuHenus Qopmyianl I' R! npexncrasmser
co0oii OeH3mIL.

B HEKOTOpBIX BapUaHTaX OCYIIECTBIeHUs coenuHenus dopmynsl I' R! He spnsercs
Oensuiaom, 3amerneHHbM -CF3.

B HEKOTOpbIX BapMaHTaX OCyILIecTBJeHHs coenuHenus gopmynsl I' R! npencrapnser
coboil rerepoapankui. B KOHKpETHBIX BapMaHTax ocyiiecTsienus R' mpencrapnser coGoii -
CH,-(1H-umunazon-4-u).

B HEKOTOPBIX BapHaHTAX OCYIIECTBIeHMs coemuHeHus ¢opmynsl I' R! npencrasmser
cO0O0M1 aJIKWII, AaJTKEHUI WU JIKUHHIIL.

B HEKOTOPBIX BapHaHTAX OCYIIeCTBIeHus coemuHenus Qopmyiasl I' R! npencrasmser
coboii (C1-Cs) ankun. B HEKOTOPLIX TAKMX BAPMAHTAaX OCyIlecTBieHus R’ mpencrasnser coboit
H.

B HEKOTOPBIX BapHaHTAX OCYIIECTBIeHMs coenuHenus Qopmyianl I' R! npexncrasmser
co6oil MeTu1. B HEKOTOPBIX TaKMX BapUaHTax ocyliecTsnenus R? npencrasnser coboii H.

B HEKOTOpLIX BapHAHTax OCYLIECTBIeHHs coenuHeHus ¢opmynel I' R! Bribpan us
LUKJIOAJIKHUIIA, TETEPOLMKIIOANKIIIA, apUia U reTepoapuia.

B HEKOTOPBIX BapHaHTAX OCYIIECTBIeHMs coemuHeHus ¢opmynsl I' R! npencrasmser
coboit -CH,OH. B HekoTOpbIX TakUX BapMaHTax ocyecTsnenus R* npencrapnser coboit H.

B HekoTOphIX BapMaHTax ocyiiecTsieHus oba R! u R? npencrasastor coboii Bopopo.

B HEKOTOpbIX BapMaHTaX OCyLleCcTBleHus coenuHenus gopmynbl I' R' u R?, Basarbie
BMECTE C IPOMEKYTOUHBIMH aTOMaMH, 00pa3yroT 5-7-4I€HHOE KOJIBLIO.

B HEKOTOPBIX BapHaHTAX OCYIIECTBIeHMs coeauHeHus Qopmyianl I' R® npexcrasmser
coboti H.

B HEKOTOpbIX BapMaHTax ocyllecTBieHus coenuHenus Qopmynsl I' R' u RY, Baarbie
BMECTE C IPOMEKYTOUHBIMH aTOMaMH, 00Pa3yIoT S-UJIEHHOE KOJIBIIO.

B HEKOTOpbIX BapMaHTaX ocCyllecTBieHus coemuHenus Qopmynbl I' R' u R¥, Baarwie
BMECTE C IPOMEKYTOUYHBIMH aTOMaMH, He 00pa3yIOT S-4JIEHHOE KOJIBLIO.

B HEKOTOpbIX BapMaHTaX ocCyllecTBieHus coemuHenus Qopmynbl I' R' u R¥, Baarwie
BMECTE C IPOMEKYTOYHBIMH aTOMaMH, 00pa3yroT 6- WK 7-4JIEHHOE KOJIBLIO.

B HEKOTOpbIX BapMaHTaX ocCyllecTBieHus coemuHenus Qopmynbl I' R' u R¥, Baarwie
BMECTE C MPOMEKYTOUYHBIMH aTOMaMH, HE O00pa3yIOT TeTParuApOM30XHHOJIUHUIBHOE KOJBIIO,

Hanpumep,
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B HEKOTOPBIX BapHaHTAX OCYIIECTBIeHMs coeauHeHus Qopmyianl I' R* npencrasmser
coboit (Ci-Cs)anmkun. B KOHKPETHBIX BapHaHTaX OCYIIECTBJIICHUs HU3IIAsl AJKWJIbHAS TPyIa
BbIOpaHa W3 METWIJIA, 3TWJA, MPOMHJIA, M3OIMpOMNIa U n300yTina. B KOHKpPETHBIX BapHaHTaX
ocymectsienuss R' npencraBnser coGolt 5Tua. B ApPYyrMX KOHKPETHBIX —BapMaHTax
ocymecTsnenust R* mpencrasnser co6oii H30mPOTIIL

B HekoTOpBIX BapuaHTaX OCYIIECTBJICHUS HACTOsIIee H300pEeTeHHe OTHOCHUTCS K
COEIMHEHUIO, HMEIoLIeMy CTPYKTYpyY ¢opmyisr (I'):

-R*

?
o-B

R! 1 N‘:3 -
;

WK ero (papManeBTUYECKH MPUEMIIEMOH COH,

B KOTOPOU:

R® npencrasnster coboit H nny BeIOpaH U3 Mpyu HEOOXOMMMOCTH 3aMEIEHHOTO aJKHIA,
ankenwna, ankuamia, amwna, -C(0)O(ankuna) u -C(0)O(apuna);

X npeacrasisier coboi O wm S;

R! u R? xaxnaplii He3aBucuMo BbIOpaH u3 H M npu HEoOXOAMMOCTH 3aMeIeHHOro
aNKWia, QJKeHWNA, QJKHHWJA, LHUKIOANKUIA, (LUKJIOATKUI)AJIKIIA, TIeTePOLHKIOANKHIIA,
(reTeponMKIIOANKIIT)aJIKHIIA, apUJiia, TETepoapuiIa, apajikuia U TeTepoapakiia,

uin R!' u R? B3aTble BMeCTE€ C NPOMEXKYTOYHBLIMU aTOMaMH, OOpa3yloT IpH
HEOOXOAUMOCTH 3aMeI[eHHOE 3-7-4JIeHHO€E KOJIbLIO; U

R? npencrasnser coboii H unu npu He0OOXOAMMOCTH 3aMElIEHHBbIH alTKUT;

uin R!' u R’ B3aTele BMecTe ¢ NPOMEXKYTOYHBLIMU aTOMaMH, OOpa3ylOT IpH
HEOOXOAUMOCTH 3aMeIeHHOE 5-7-4JIeHHOE KOJIbLIO; U

R* nmpencrasnser coboit H unu (C1-Ce) amku.

B HekoTOpBIX BapuaHTaX OCYIIECTBJICHHS HACTOsIIee H300peTeHHe OTHOCHUTCS K

COCAUMHCHUIO, I/IMeI'OH_[eMy CprKTypy (I)OpMYJIbI (I”’):



o-R*
!
o-B
o)
RPHN
N
X
R NH

RS @y,

WK ero (papManeBTUYECKH MPUEMIIEMOH COH,

B KOTOPOU:

R® npencrasisier cobort H wim rpymnmy, BeIOpaHHYIO U3 KW, aIKeHWUJIA, aJKUHWIIA,
aita, -C(O)O(ankmna) u -C(O)O(apuna), rne ykasaHHasi rpymnmna MOpu HEOOXOOUMOCTH
3aMelIeHa OJHMM WM HECKOJbKUMH 3aMECTUTENSIMH, BBIOPAHHBIMU M3 TUAPOKCH, TajiOTeHa,
ramoankmna, ankokcw, -SH, -S-(ankmma), -SeH, -Se-(ankwna), apuia, rertepoapuia,
LUKJIOANKIIA, TETEPOLMKIOANKIIA, aMUHO, KapOOHOBOH KHCIIOTBI, CIIOKHOTO 3¢upa,
T'YaHUJIWHO U aMHJIO;

X npeacrasisier coboi O wm S;

R! u R? xaxnplii He3aBuCUMO BbIOpaH u3 H umM rpynmbl, BbIOpaHHOH U3 ajKuia,
AJNKEHNJIA, ANKMHUJIA, LUKJIOQJIKHJIIA, (UMKIIOATIKMIT)AJIK I, reTePOLIMKIIOANIKIIIA,
(TeTepoLMKIIOANKMIT)AJIKIIIA, aPHUJIA, TETePoapIiia, apajKiuila U TeTepoapaskuia, rae yKa3aHHas
rpynma mpu  HEOOXOIMMOCTH 3aMelleHa OJHUM WM HECKOJbKUMH 3aMECTUTEISIMH,
BBIOpAaHHBIMU W3 THIPOKCH, TaJIOTe€Ha, Tajoankuia, amkokcu, -SH, -S-(anmkuna), -SeH, -Se-
(ankwuna), apwia, TeTepoapiia, LUKIOANKIIA, TE€TepPOLUKIIOANKIIA, aMHHO, KapOOHOBOMU
KHCJIOTBI, CJIOXKHOTO 3(hupa, TYaHUIUHO U aMUAO; HITH

R! u R?, B3aTHIE BMECTE C MPOMEKYTOUHBIMU aTOMaMH, 0OPa3yIoT 3-7-UlleHHOE KOJbLIO,
rae  3-7-4ieHHOe KOJIbLO MpH HEOOXOOMMOCTH 3aMELIeHO OJHHUM WJIH HECKOJIbKIMHU
3aMECTHUTENISIMH, BLIOPAHHBIMU U3 THUAPOKCH, TaJIOT€HA, rajoankmia, ajkokcy, -SH, -S-(ankuna),
-SeH, -Se-(ankmna), apuia, rerepoapuiia, LUKJIOAJKHIA, TE€TEPOLUKIOAIKNIA, aMHHO,
KapOOHOBOW KHCIIOTHI, CJIOKHOTO 3(pHpa, T'YaHUIMHO U aMUZO; U

R’ npencrapnsier coboit H unau ankun, npu HeoOXOAMMOCTH 3aMeIeHHbIH OHMM WU
HECKOJIbKUMH 3aMECTUTEISIMH, BEIOPAHHBIMU U3 THAPOKCH, TAJIOTeHA, TaJI0ANIKUIIA, ATKOKCH,
-SH, -S-(ankuna), -SeH, -Se-(ankuna), apuia, rerepoapuia, [UKIOATKWIA, TeTEPOLUKIIOATIKUIA,
aMHUHO, KapOOHOBOH KUCIIOTHI, CIIOKHOTO 3(pHUpa, T'YaHUIUHO U aMHIO;

utn R' u R’ B3aTble BMecTe ¢ NMPOMEKYTOYHBIMHM aTOMaMH, 0OpasyroT S5-7-uieHHoe
KOJIBLIO, Iie 5-7-4JI€HHOE KOJBLO NMPU HEOOXOTUMOCTH 3aMELIEHO OJHUM MM HECKOJbKHUMHU

3aMECTHUTENISIMH, BLIOPAHHBIMU U3 THUAPOKCH, TaJIOT€HA, rajoankmia, ajkokcy, -SH, -S-(ankuna),



-SeH, -Se-(amkuia), apuia, rerepoapmnia, LUKIOAJIKWNA, TIeTEPOLUKIOANKNAIA, AaMUHO,
KapOOHOBOW KHCIIOTHI, CJIOKHOTO 3(pHpa, T'YaHUIMHO U aMUZO; U

R* nmpencrasnser coboit H unu (C1-Ce) amku.

B HEKOTOPbIX BapMaHTaX OCYLIECTBJEHMs coenuHeHus popmyisl I R? mpencrapiser
coboit H.

B HEKOTOpHIX BapHAHTAX OCYLIECTBIEHHs coemuHenus popmynbl I RP mpencrasnser
coboii H umu ankun. B KOHKpeTHBIX BapuaHTax ocymecTsiaenus RP mpencrasnser coboii H.

B HekoTOpBIX BapuaHTax OcCyliecTBIeHHs coeauHeHus Gopmynsl 7 X mpexncraisier
coboit O.

B HEKOTOpbIX BapHaHTax OCYLIECTBIEHUs coeauHeHus ¢opmyanl ', ecim R!

2
npencrasisier coboit H, Torna R* He spnsercs 6ensunom.

B HEKOTOPbIX BapMaHTaX OCYLIECTBJEHMs coenuHeHus popmynsl I R! mpencrasnser
cobGoit H. B HeKOoTOpbIX TaKMX BapuaHTax ocyliecTBneHus R? npencrasnser coboii H.

B HEKOTOpbIX BapHaHTax OCYLIECTBIEHUs coeauHeHus ¢opmyanl ', ecim R!

,
npencrasiser coboil 6ensun, Toraa R He siBisieTcs MeTUIIOM.

B HEKOTOpPBIX BapHaHTAX OCYLIECTBIeHUs coenuHeHus gopmyisl I’ R! npexcrasmser
co0oit apajKuI, reTepoapankil, (IIMKIOATKIT)ATKIIT WK (TETePOIIMKIOATKII )KL

B HEKOTOpPBIX BapHaHTAX OCyLIECTBIeHUs coenuHenus (opmynel I’ R! npexncrasmser
COOOM apajKWII MITH TeTePOaAPATTKIIL.

B HEKOTOpPBIX BapHaHTAX OCyLIECTBIeHUs coenuHenus (opmynel I’ R! npexncrasmser
co0oii OeH3mIL.

B HEKOTOpHIX BOILIOIIEHUSX coemuHeHus popmyanl I’ R! ne sBnsercs Gensumom,
3amelneHHbIM -CF3.

B HEKOTOpPBIX BapHaHTAX OCYLIECTBIeHUs coenuHeHus gopmyisl I’ R! npexcrasmser
coboii rerepoapankui. B KOHKpETHBIX BapHaHTax ocyliecTsienus R! npencrapnser coboit
-CHaz-(1 H-nmunazon-4-mn).

B HEKOTOpPBIX BapHaHTAX OCyLIECTBIeHUs coenuHenus (opmynel I’ R! npexncrasmser
cO0O0M1 aJIKWII, AaJTKEHUI WU JIKUHHIIL.

B HEKOTOpPBIX BapHaHTAX OCyLIECTBIeHUs coenuHenus (opmynel I’ R! npexncrasmser
coboil ankwi, nmpu HEOOXOTUMOCTH 3aMEIIEHHBIH OJHUM WM HECKOJBbKHUMH 3aMECTUTENSIMHU,
HE3aBUCHMO BBIOPAHHBIMHU M3 THIPOKCH, AJIKOKCH, TaJIOTEHAKIIA U -S-(aJIKua).

B HEKOTOpPBIX BapHaHTAX OCyLIECTBIeHUs coenuHenus (opmynel I’ R! npexncrasmser
coboii (C1-Cs)ankun. B HEKOTOPLIX TAKUX BapUAHTAX OCyllecTBieHus R? mpencTasiser coboil

H.

B HEKOTOpPBIX BapHaHTAX OCYLIECTBIeHUs coenuHeHus gopmyisl I’ R! npexcrasmser
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co6oil MeTu1. B HEKOTOPBIX TaKMX BapUaHTax ocyliecTsnenus R? npencrasnser coboii H.

B HEKOTOPBIX BapUaHTaX OCYIIECTBIeHUs coeauHenusi popmynasl I” R! npencrapmser
coboit -CH,OH. B HeKOTOpBIX TakUX BapMaHTax ocyliecTsaeHus R* npencrapser coboit H.

B EER) 1

HEKOTOPBIX BOIUIOLIEHUAX coenuHeHust Gopmyinel I R* BbIOpaH M3 LMKIOATKWIIA,
reTepoLMKIIOANKIIA, apuyia U rerepoapuiia. B HEKOTOpBIX TakWX BapUaHTax OCYLIECTBJIEHUS
LUKJIOANKUIIbHAS, TeTEePOLUKIOANKUIbHAS, apwibHas WM TeTepoapuibHas TIpynmna Ipu
HEOOXOIMMOCTH 3aMelleHa OHON WM HECKOJBKHMH TIPYIIIaMH, BBIOPAHHBIMH U3 TUAPOKCH,
raJloreHa, rajoajakuia, aikokcu, -SH u -S-(ankuna).

B HEKOTOPbIX BapMAaHTaX OCYLIECTBJIEHMs coenuHeHus popmyianl I’ R! mpencrasnser
coboit -CH,OH. B HeKOTOpBIX TakUX BapMaHTax ocyliecTsaeHus R* npencrapser coboit H.

B HEKOTOPbIX BapMaHTaX OCYLIECTBJEHMs coenuHeHus popmynsl I R! mpencrasnser
coboit aMUHOKHCIIOTHYIO O0KOBYIO Lienb u3 Apr, ['uc, JIus, Acn, I'ny, Cep, Tpe, Ach, I'nn, Luc,
Sec, I'nu, Ana, Ban, Une, Jleii, Met, ®en, Tup wmu Tpm.

B HEKOTOpbIX BapMaHTaX OCyllecTBIeHus coemunenus Gopmynsl I’ R! u R? B3satbie
BMECTE C IPOMEKYTOUHBIMH aTOMaMH, 00pa3yroT 5-7-4I€HHOE KOJIBLIO.

B HEKOTOpPBIX BapHaHTAX OCYLIECTBIEHUs coenuHeHus (Gopmyisl I’ R npexncrasmser
coboit H.

B HEKOTOpbIX BapMaHTaX OCyIlecTBIeHUs coemunenus Gopmynsl I’ R! u R, B3satbie
BMECTE C IPOMEKYTOUHBIMH aTOMaMH, 00Pa3yIoT S-UJIEHHOE KOJIBIIO.

B HEKOTOpbIX BapMaHTaX OCYIlecTBIeHUs coemunenus opmynbl I’ R! u R’ B3satbie
BMECTE C IPOMEKYTOUYHBIMH aTOMaMH, He 00pa3yIOT S-4JIEHHOE KOJIBLIO.

B HEKOTOpbIX BapMaHTaX OCyIlecTBIeHUs coemunenus Gopmynsl I’ R! u R, B3satbie
BMECTE C IPOMEKYTOYHBIMH aTOMaMH, 00pa3yroT 6- WK 7-4JIEHHOE KOJIBLIO.

B HEKOTOpbIX BapMaHTaX OCylecTBIeHus coemunenus Gopmynsl I” R! u R B3satbie
BMECTE C MPOMEKYTOUYHBIMH aTOMaMH, HE O00pa3yIOT TeTParuApOM30XHHOJIUHUIBHOE KOJBIIO,

Hanpumep,

2T

O

B HEKOTOpbIX BapMaHTaX OCYINECTBIeHUs coeauHenus dpopmynst 1> R npencrapnser
coboit (C1-C4) anmkun. B KOHKpETHBIX BapuUaHTaX OCYINECTBJIEHUS HU3IIAS aJIKWJIbHAS TPYIINa
BbIOpaHa W3 METWIJIA, 3TWJA, MPOMHJIA, M3OIMpOMNIa U n300yTina. B KOHKpPETHBIX BapHaHTaX
ocymectsienuss R' npencraBnser coGolt 5Tua. B ApPYyrMX KOHKPETHBIX —BapMaHTax

ocymecTsnenust R* mpencrasnser co6oii H30mPOTIIL
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B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHS H300pETEHHE OTHOCUTCS K COEIUHEHHIO,

uMeroIeMy CTpyktypy gopmyisr (I*):

o-R*
/
o-B
o
H,N
N
o
NH
R! 2
H (T*),

WK ero (papManeBTUYECKH MPUEMIIEMOH COH,

B KOTOPOU:

R! Boi6pan w3 H wunum rpynmbl, BbIOPaHHOM U3 aNnKkuia, anKkeHW1a, AalKUHWIA,
UKJIOANTKIIIA, (LUKIIOATKII)AJTKUJIA, TeTePOLUKIIOANKIIA, (TeTepOLMKIOANKILII)AIKIIA, apuia,
rerepoapuia, apajKmja U TeTepoapalKiiia, A€ YyKa3aHHas TpyIna NpH HEOOXOAMMOCTH
3aMelIeHa OJHMM WM HECKOJbKUMH 3aMECTUTENSIMH, BBIOPAHHBIMU M3 TUAPOKCH, TajiOTeHa,
rajoankmwia, ankokcw, -SH, -S-(ankmma), -SeH, -Se-(anmkmma), apmma, rerepoapuia,
LUKJIOANKIIA, TETEPOLMKIOANKIIA, aMUHO, KapOOHOBOH KHCIIOTBI, CIIOKHOTO 3¢upa,
TYaHUIUHO U aMU0; U

R* nmpencrasnser coboit H unu (C1-Ce) amku.

B HEKOTOpHIX BapHAHTAX OCYLIECTBIEHUs coefuHeHus popmynel 1* R! mpexcrasmser
co0oi1 apajiKuI, reTepoapaNKil, ([IMKJIOATKIII)aIKIIT WK (T€TePOLIMKIIOATKILT )aTKII.

B HEKOTOpHIX BapHAHTAX OCYLIECTBIeHUs coemuHeHus Qopmynel 1* R! npexcrasmser
COOOM apajKWII MITH TeTePOaAPATTKIIL.

B HEKOTOpHIX BapHAHTAX OCYLIECTBIeHUs coemuHeHus Qopmynel 1* R! npexcrasmser
co0oii OeH3mIL.

B HEKOTOpHIX BapUaHTax OCYIIECTBIEHUs coemuHeHus Qopmynbl 1* R! ne ssnsercs
Oensuiaom, 3amerneHHbM -CF3.

B HEKOTOpHIX BapHAHTAX OCYLIECTBIeHUs coemuHeHus Qopmynel 1* R! npexcrasmser
coboii rerepoapankui. B KOHKpETHBIX BapHaHTax ocyliecTsaeHus R! npencrapnser coboit
-CHz-(1H-umunazon-4-mn).

B HEKOTOpHIX BapHAHTAX OCYLIECTBIEHUs coefuHeHus popmyianl 1* R! mpexcrasmser
cO0O0M1 aJIKWII, AaJTKEHUI WU JIKUHHIIL.

B HEKOTOpHIX BapHAHTAX OCYLIECTBIEHUs coefuHeHus popmyianl 1* R! mpexcrasmser
coOOl anKwiI, Nmpu HEOOXOAMMOCTH 3aMELISHHbIH OJHMM WM HECKOJBKHUMH 3aMECTUTEISIMHU,
HE3aBUCHMO BBIOPAHHBIMHU M3 THIPOKCH, AJIKOKCH, TaJI0ANIKWIA U -S-(aJIKHIIa).

B HEKOTOpHIX BapHAHTAX OCYLIECTBIEHUs coefuHeHus popmyianl 1* R! mpexcrasmser
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coboit (C1-Cs)ankun. B HEKOTOpPBIX BapMaHTaX OCYLIECTBIEHHs coenuHeHus dopmynbl 1* R!
NPEACTaBIsIET COOOH METHIL.

B HEKOTOpBIX BapuUaHTaxX OCYIIECTBIEHUs coeauHeHus popmyianl 1* R! BoiGpan w3
LUKJOAJKUIA, TeTePOLUKIOANKNUIA, apujla U rerepoapuiia. B HEKOTOpPBIX TakUX BapHaHTax
OCYILECTBJIEHUS] LMKJIOAJKUIIbHAS, Te€TEePOLUKIOANKNUIIbHAS, apuibHas MWIH TreTepoapuiibHas
rpymnmna npu HeoOXOIUMOCTH 3aMellleHa OJHOW MIJIM HECKOJbKUMH TPYIIaMH, BHIOPAHHBIMU U3
THJIPOKCH, TaJIOTeHa, Tajioajikuia, amkokey, -SH u -S-(ankuna).

B HEKOTOpBIX BapMaHTax OCYLIECTBJIEHMs coemuHeHus popmyinl I* R' mpencrapnser
coboit -CH,OH.

B HEKOTOpBIX BapMaHTax OCYLIECTBJIEHMs coemuHenust gpopmynsl I* R! mpencrasnser
coboit aMIUHOKHCIIOTHYIO O0KOBYIO Lienb u3 Apr, ['uc, JIus, Acn, I'ny, Cep, Tpe, Ach, I'nn, Luc,
Sec, I'nu, Ana, Ban, Une, Jleii, Met, ®en, Tup wmu Tpm.

B HEKOTOpBIX BapMaHTax OCYLIECTBJIEHMs coemuHenusi Gpopmynsl I* R mpencrapnser
coboit (Ci-Cs)anmkun. B KOHKpPETHBIX BapUaHTaX OCYUISCTBJIICHHsS HU3MIAsl aJKWJIbHAS TPyIa
BbIOpaHa W3 METWIJIA, 3TWJA, MPOMHJIA, M3OIMpOMNIa U n300yTina. B KOHKpPETHBIX BapHaHTaX
ocymectsienuss R* npencraBnser coGoit 5Tua. B Apyrux  KOHKPETHBIX —BapHaHTax
ocymecTsnenust R* mpencrasnser co6oii H30mPOTIIL

B KOHKpeTHOM BapHaHTe OCYIIECTBJICHUS coenuHeHne ¢opmyibl [* nmeer crenyromyro

CTPYKTYPY:

O/\

/

o-B

CHj;

O
HoN

N

():gi H
N
2

H
CoenvHeHHEe MOKET TPEACTABISITH COOOH CBOOOAHOE OCHOBAaHUE WIIM MOKET OBITh
HMOHH3HMPOBAHO ¢ 00pa3oBaHueM ero (papMareBTUIECKU MTPUEMIIEMO COJTH.

B npyrom KOHKpETHOM BapuaHTE OCYIIECTBIECHMs CoeanHeHue ¢opmynsl [* umeer

CIIEYIOIYIO CTPYKTYPY:

0" CH,

/
o-B
O

HoN
N

Oﬁi

NH

H,C 2
H

3

CoenvHeHHEe MOKET TPEICTABISITH COOOH CBOOOAHOE OCHOBAaHUE WIIM MOXKET OBITh
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HMOHHU3UPOBAHO ¢ 00pa3oBaHUEM ero papMaLeBTHYeCKH MPHUEeMIIEMON COJH.

B npyrom KOHKpETHOM BapHaHTE OCYIIECTBIEHHMs coenuHeHue (opmynsl [* nmeer

CIIEYIOIYIO CTPYKTYPY:

/O/\CHs
-B
O 3
H,N
2 OH
N
o)
NH,
Ho

CoenvHeHHEe MOKET TPEIACTABISITH COOOH CBOOOAHOE OCHOBAaHHE WJIM MOXKET OBITh
HMOHH3HMPOBAHO ¢ 00pa3oBaHueM ero (papMareBTUIECKU MTPUEMIIEMO COJTH.
B npyrom KOHKpETHOM BapHaHTE OCYIIECTBIEHHMs coenuHeHue (opmynsl [* nmeer

CIIEYIOIYIO CTPYKTYPY:

Pe
o}
/
o-B
HoN

N

Oj/— H
N
2

H
CoenvHeHHEe MOKET TPEICTABISITH COOOH CBOOOAHOE OCHOBAHHE WJIM MOXKET OBITh
HMOHH3HMPOBAHO ¢ 00pa3oBaHueM ero (papMareBTUIECKU MTPUEMIIEMO COJTH.
B npyrom KOHKpETHOM BapHaHTE OCYIIECTBIEHHMs coenuHeHue (opmynsl [* nmeer

CIIEYIOIYIO CTPYKTYPY:

Poe
0
/
o-B
o)
H,N

N
o)

e TN
* H

CoenvHeHHEe MOKET TPEIACTABISITH COOOH CBOOOMHOE OCHOBAHHE WJIM MOXKET OBITh
HMOHH3HMPOBAHO ¢ 00pa3oBaHueM ero (papMareBTUIECKU MTPUEMIIEMO COJTH.
B npyrom KOHKpETHOM BapHaHTE OCYIIECTBIEHHMs coenuHeHue (opmynsl [* nmeer

CIIEYIOIYIO CTPYKTYPY:
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o-B

CoenvHeHHEe MOKET TPEIACTABISITH COOOH CBOOOMHOE OCHOBAHHE WJIM MOXKET OBITh
HMOHH3HMPOBAHO ¢ 00pa3oBaHueM ero (papMareBTUIECKU MTPUEMIIEMO COJTH.

B HekoTOpBIX BapuaHTax OCYIIECTBJICHUs coenuHeHHne dopmyinsl (I) umeer CTpykTypy

dopmysl (1a):

x:g7
R T NH

R? R (Ta).
B HekoTOpBIX BapuaHTax OCYIIECTBJICHUs coenuHeHue dopmyinbl (I) mMeer CTpyKTypy

dopmysl (Ib):

-R*

—NH
RR2 R (Ib).
B HekoTOpBIX BapuaHTax OCYIIECTBJICHUs coenuHeHHne dopmyinsl (I) umeer CTpykTypy
dopmysl (Ic):
o
o-B
o
RPHN
N
X
NH
R" R (Ic).

B HekoTOpBIX BapuaHTax OCYIIECTBJICHUs coenuHeHHne dopmyinsl (I) umeer CTpykTypy

dopmysl (1d):
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4
O’R

.

o}
RPHN
X
NH

R R (Id).
B HekoTOpBIX BapuaHTax OCYIIECTBJICHUs coenuHeHune Gopmyinel (I) mMmeer cTpykTypy
bopmysl (Ie):
o
o-B
o
REHN,
N
xi
NH
R" R (Ie).
B HekoTOpBIX BapuaHTax OCYIIECTBJICHUs coenuHeHHne dopmyinsl (I) umeer CTpykTypy
dopmynsr (If):
o~
1
-B

O
O:_/

RbHN?:
N
X
NH

ROOR (I,

B HekoTOpBIX BapuaHTax OCYIIECTBJICHUs coenuHeHHne dopmyinsl (I) umeer CTpykTypy

dopmysl (Ig):

o-R
1
o-B
O >
RPHNWA
N
X

NH

RT R (Ig).

B HekoTOpBIX BapuaHTax OCYIIECTBJICHUs coenuHeHHne dopmyinsl (I) umeer CTpykTypy

¢dopmysl (Ih):
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R R (Ih).

Jns coemunenuii popmyn (Ia), (Ib), (Ic), (Id), (Ie), (If), (Ig) u (Ih) nepemennsie R, X,
R!, R?, R’ u R* #BAsAtOTCS TakMMH, KaK OMMCAHO BbIIIE JUIs Pa3IUYHBIX (OPMyJI, OMMCAHHBIX
dbopmynoii ().

Byner nonsiTHO, 4TO M00OE nepeuncienne coequrenHus Gopmysl (1) B pacKpbITHH HUXKE
BKIFOUaeT coenunenus popmya (I7), (I77), (), (I1*), (Ia), (Ib), (Ic), (Id), (Ie), (If), (Ig) u (Ih).

PoncreBeHHbIe HHTHOUTOPBI apTHHA3HI OMUCAHBI B MyOJIIMKALIUAX MAaTeHTHBIX 3asBok CIITA
Ne 2014/0343019, 2012/0083469, 2014/0371175, 2012/0129806, 2015/0080341 u nmyOGnukamusx
3asiBoK PCT NeNe WO 99/19295, WO 2010/085797 u WO 2012/091757, koTOpble HACTOSAIINUM
BKJIFOYEHBbI B HACTOSINEE OMUCAHHUE TOCPEICTBOM CCBUIKM BO BCel mosHoTe. OKMpmaercsi, 4To
TaKu€ POACTBEHHbIE WHTMOMTOPBI  apruHasbl  OyAyT  oOpa3oBbIBaTh  LIUKJINYECKHE
ANKOKCUJIMPOBAHHBIC COENUHEHUs, AHAJOTUYHbIE COENMHEHMSIM MO H300pETEeHH0, KOrja HuX
oOpabarbIBatoT O€3BOAHBIM CIUPTOM. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHS OE€3BOIHBIN
crupt comepxkut 1-5% Boawl, npeanoututensHo <1% Boxbl, Hauboee npennodruTenbHo <0,5%
BOJIBL

Hampuwmep, nybnmukauus mnarentHolt 3asBku CIIA Ne 2012/0129806 packpbiBaeT

UHTHOUTOP apruHa3bl Gopmyibl J:

R2HN COOH

D OH
~Np
|
Yoo, Wo  OH
K(m)
Dopmyna J

B KOTOPOU:

R? Bu16pan u3 H, muneitnoro umu passersnentoro (Ci-Ce) ankuna u (Ci-Ce)ankun-C(O)-.

W, X, Y u Z xaxnbiit He3aBucumo Boidpad u3 -C(R')(R™)-, -C(R""),-, -CR"'-, -NR"'-, -N-,
-O-, -C(O)- u -S-, rne He OGonee Tpex 3 W, X, Y u Z OTHOBPEMEHHO MPEICTABIISIFOT CBSI3b; MO
MeHnbineit mepe onnH U3 W, X, Y unmu Z BeiOpan u3 -NR'"-, -N-, -O- u -S-, u HuUKakue 1Ba
cocenaux wiena W, X, Y u Z He SBISIFOTCA OOHOBpeMeHHO -O-, -S-, -N- miu -NR'"'-;

1, m, n ¥ p KaXKABIA HE3ABUCUMO MpeacTaBisieT codoit 0 v 1 wm 2;
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,______
| W

~ -

“~v-" pu HEOOXOAMMOCTHU MPEACTABISAET OIHY UM HECKONBKO MBOMHBIX CBS3EH;

D BriOpan u3 quneiiHOro Min passetBieHHOro (Cs-Cs)ankuieHna,

R, R" u R" xaxnpiii HezaBucumo Buidpan us H, OH, S(O)RY, S(O):RY, (C1-Cs)ankuna,
(Cs3-Ce)apuna, -NH,, -NH(C1-Cs)ankumna, -N[(C1-Ce)ankui]z, -C(O)NRIRE, -C(0)(C1-Cs)ankuna,
-C(0)(C5-Cis)apuna, -C(0)O(Ci-Ce)anxuna, -C(O)O(Cs-Cis)apuna, (C3-Ce)rmxnoankuia, (Cs-
Cus)rereportukioankuna,  C(O)(Cs-Cis)rerepormknoankuna,  (Cs-Cis)rerepoapuna,  (Cs-
Cis)apun-(Ci-Ce)ankunen-, -C(O)(Cs-Cis)apun-(Ci-Ce)ankunen-, -C(O)(C3-Cis)apuna, (Cs-
Co)mknoankui-(Ci-Ce)ankunen-, (Cs-Cis)rerepoapun-(Ci-Ce)ankmnen- u (C3-Ci4)rerepounxi-
(C1-C¢)ankunen-;

rae Jro00i aNKul, aNKUIeH, apuJil, FeTePOaAPHJI, LIUKIOATKHII WK T€TePOLIMKIOATKII MPH
HEOOXOAMMOCTH 3aMelleH OHUM HIIH HECKOJbKUMU YJICHAMH, BbIOPaHHBIMH U3 raJIOreHa, OKCO,
-COOH, -CN, -NO;, -OH, -NRYR® -NR2S(0)R"Y (Ci-Ce)anxokcu, (C3-Cis)apuma, (Ci-
Ce)ranorenankuna u (Cs-Cis4) apunokcny;

rae xaxaelii u3 RY R®, R u R! HesaBucumo BbIOpaH u3 H, Hepa3BETBICHHOTO WU
pasBerBieHHOro (Ci1-Ce)ankwmma, mnpu HeobOxomumoctu 3amerneHHOro  (Cs-Cig)apun(Ci-
Ce)ankuneH-, nmpu HeoOxoaumoctu 3amerneHHoro (Cs-Cis)apuna, (Ci-Ce)runpoxcuankmna, (Ci-
Cs)amunoankuna, HoN(Ci-Ce)ankunen-, mnpu  HeoOxomumocTu  3amemennoro  (Cs-
Co)umknoankmna, mnpu HeoOxomumocTu 3aMmereHHOro  (C3-Ci4)reTepouunkioankimia, Mpu
HeoOxomumoctu 3amemneHHoro (Cs-Cis)rerepoapuia, npu HeoOxoaumocTH 3amerieHHoro (Cs-
Ci4)apui-(Ci-Ce) anmxunen-, NR'R"C(O)-, u (C3-C¢)apui-(Cs-Ci4) -IIUKIOATKUICH-.

ITocne 06padoTkn 6€3BOIHBIM CITUPTOM COEAMHEHHE (POPMYIIbI J MOKET LIUKIN30BATHCS

¢ oOpasoBanueM coeanneHust Popmyisl B:

O O\B/OR‘S

R2HN |
D
Z(p I
vl o W
(N5 2~VV0)
\X(m\
®Dopmyna B

rae R® npencrasnsier co6oit H Mny HU3IMIMI anKku, a OCTajbHble MEPEMEHHbIE HMEIOT
3HAYEHMsI, ONpeesIeHHbIe ISl popmyJibl J.
B HEKOTOpBIX BAPUAHTAX OCYIIECTBIEHHs coemuHeHus (Gopmyisl B R® npexncrasmser

coOOW HHMBIIMH aNKWI, MPEANOUTHUTENHPHO METWI, 3TWJ, Ipomnui win u3onpomwit. Hambonee
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npennouTuTenbHo R° npencrapser coboit sTuL.

B HekoToOpbIX BapraHTax ocyuiectieHust D mpencrasisier coO0i mponuieH.

B HEKOTOpBIX BapuaHTaX OCYLIECTBIEHHsS COEAMHEHHE IO HACTOSIIEMY H300pETeHHIO
MOXET HMeTb MoAM(UKALMIO MNpojeKapcTsa, Hanpumep, B mnonoxkenun R'. Hampuwmep,
coenunenust popmyJisl I MoryT umeTs R!, skBHBaeHTHBIN GOKOBOI 11€MM AMUHOKUCIOTBI, TAKOM
kak Apr wiu Jlu3. B HEKOTOpBIX TakuX BapuUaHTaxX OCYLIECTBIEHUs] TIyaHUAUHO- WU
aMHUHOTPYIIa TakoW OOKOBOH 1mlemu MOKeT ObITh 3allWINeHa, HalpuMep, aMHIOM.
AnbTepHaTHBHO, B BapMaHTaX OCYIIECTBIEHHUs, B KOTopbix R! mpencrasnsier coboii GokoByro
LeNb W3 OCTaTKa CEPHHA, THAPOKCUJIbHAS TPYINAa B HCXOAHOM COENUHEHHH MOXET ObITh
NpEeACTaBIeHA B BUJE CIOKHOTO 3dupa miu kapOoHaTa. B npyrux BapuaHTax OCyILIECTBICHHS, B
kotopeix R! mpencrapnser coboif GokoByro Liemb OCTaTKa TyTAMUHOBOM KMCJIOTBI, IpyIa
KapOOHOBOM KHCJIOTHI, MPUCYTCTBYIOMIAs B UCXOAHOM COCIMHEHUH, MOKET OBITh IPEACTaBJICHA
B BHUJE CIOXHOro 3Qupa. B HEKOTOPHIX TaKWX BapHAHTAX OCYIIECTBJICHHUS IMPOJIEKAPCTBO
METa0OMU3UPYETCSl O AaKTHBHOTO HCXOOHOTO COCOMHEHHS in vivo (Hampumep, amun
THIPOJIU3YETCS] IO COOTBETCTBYIOIIEH aMUHO- FJT TYaHUAMHOBOM TPYIIIBI, CIOXKHBIN 3up mnm
KapOOHAT THAPOJIU3YETCs] 10 TUAPOKCHIIA, UK CJIOXKHBIN 3pUp THAPONN3YETCs 10 KapOOHOBOU
KUCJIOTHI).

B HEKOTOpBIX BapuaHTaxX OCYILIECTBICHHS COEIWHEHHs IO HACTOSIIEMY H300pETeHHIO
MOTYT OBITh paleMHYeCKHMH. B HEKOTOpBIX BapHUaHTaX OCYIIECTBJICHUS COEIUHEHHS IIO0
HACTOSIIEMY H300pETeHHI0O MOTyT OBbITh OOOramieHsl OJHUM 3SHaHTHOMepoM. Hampumep,
COeMHEHHUE TI0 HACTOALEMY HU300peTeHn0 MokeT umeTh 6osee 30% 5.0, 40% 3.0., 50% 5.0,
60% 5.0., 70% 5.0., 80% 3.0., 90% 5.0. unu gaxxe 95% uau OOJBIIE 3.0.

CoenuHeHHst MO HACTOAIIEMY H300PETEHHI0O HMEIOT Oojiee OHOTrO CTEPEOLEHTpA.
COOTBETCTBEHHO, COENUHEHHsI IO HW300pPETEHUI0 MOTYT OBITh OOOTAINEHbl OIHUM HJIH
HECKOJIbKUMU uactepeomepamu. Hanpumep, coennHeHne 1Mo HacToseMy H300pETEHHI0 MOXKET
umethb Oostee 30% m.0., 40% n.0., 50% mn.0., 60% n.0., 70% n.0., 80% g.0., 90% £.0. UK gaxe
95% wnn Gonee n.0. B HEKOTOPBIX BapHMaHTaX OCYIIECTBJICHUS COSAMHEHUS 1O HACTOSIIEMY
H300pPETEHUI0 UMEIOT IO CYIIECTBY OJHY M30MEPHYIO KOH(PHUTYypAIHIO B OJHOM MIJIM HECKOJIBKUX
CTEPEOreHHbIX LEHTPAaX, W HMMEIOT MHOXECTBO H30MEPHBIX KOHQUIypaluii B OCTAaBIIHUXCS
CTEPEOTeHHBIX LIEHTpax.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS HSHAHTHOMEPHBIH H30BITOK CTEPEOLICHTPA,
necymero R!, cocrasnser no menbiueii mepe 40% 3.0., 50% 3.0., 60% 3.0., 70% 3.0., 80% 3.0.,
90% 5.0., 92% 5.0., 94% 3.0, 95% 5.0., 96% 5.0., 98% 5.0. UK OOJIBIIIE 3.0.

Hcnonb3yeMble B HACTOSIIIEH 3asBKE MPOCTBIE CBSA3H, HAPUCOBAHHBIE O€3 CTEPEOXUMUH,

HE YKa3bIBAIOT Ha cTepeoxuMmuto coenuHenus. Coequnenue gopmynel (I) npencrasnser coboi
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npUMep COeTUHEHUs, IJIsl KOTOPOrO CTEPEOXMMHUS HE yKa3aHa.

Kak HCIIOJIB3YCTCA B HaCTOfIH_[efI 3asBKEC, HEC-KIIMHOBUIHBIC CBA3U, HAIIPABJCHHBIC OT
HabOmromarenss Wik K HaOJIOAATeNro, YKAa3bIBAIOT HA OTHOCHTENIbHYIO, HO He abCOIOTHYIO
CTEPEOXMMHYECKYI0 KOH(QUTrypauuto (Hampumep, HE pasJuyaroT 3HAHTHOMEPBl JaHHOTO
nuacrepeomepa). Harmpumep, B popmyne (Ia)

_R?

x:gh
o NH

R2 R’ (la),

HaTpaBJICHHbIE K HAOTIONATEIO He-KIIMHOBUAHBIE CBSI3U YKA3bIBAIOT HA TO, YTO IpyImmna
-CO2R* u rpynma (CH2)3B(OR®); umeroT Takyro KOHPUTypauuio, 4ToObl ObITh IHC-CBSI3aHHBIMU
OPYT ¢ IPyroM, HO HAIpaBJICHHbIE K HAOMIOAATENI0 He-KIMHOBUIHBIE CBSI3M HE MPEACTABIISIOT
abcomroTHyO (T.€. R mimu S) koHurypaumo coequHeHus.

Hcnonp3yeMble B HACTOSIIIEM JOKYMEHTE HampaBjeHHbIE OT HAOMIOAaTens Wid K
HAOMIONATENI0  KJIMHOBHUIHBIE CBSI3M  YKa3bIBAIOT Ha aOCONIOTHYIO CTEPEOXUMUYECKYIO

koHurypauuto. Hampumep, B popmyie (Ic)

TR (o),

HanpaBjieHHas: K HaOMIONATeNr0 KIMHOBUIHAS CBsI3b YKa3bIBA€T HA AOCONIOTHYIO
KOH(pHUTypammio CTEPEOLEHTPa, K KOTOPOMY OHA MPHCOEANHEHA, B TO BPeMsl KaK HaIpaBJIeHHAS K
HAOMIOATeNI0 He-KIMHOBUAHAS CBsI3b YKa3biBaeT Ha 1O, 4ro rpymma -CO;R? u rpymma
(CH2);B(OR°); umeroT Takyro KOHPHUrypamuro, 4To0b! ObITh B IUC-TIOJIOKEHUH APYT K IPYTy, HO
He YKa3bIBAIOT a0COMIOTHYI0 KOH(QUIypalMi0 3THX cTrepeoueHTpoB. (CremoBaresbHO,

coenunenue gopmyisi (Ic) mpencrassier cobol BCero asa U3oMepa.
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B HekoTOpBIX BapraHTax OCYLIECTBJICHUS TEPANEBTUUECCKUN NpenapaT U3 COeIUHEHUs MO
HACTOSIIEMY M300pETEHUI0 MOXKET ObITh OOOTAINEH IS MOJIyYeHHsI TPEUMYLIECTBEHHO OJHOTO
SHAHTHOMEpA COENMHEHMs.. JHAHTHOMEPHO OOOTaleHHasi CMECh MOXKET COAEPIKaTh, HAIPUMED,
1o MeHbined Mepe, 60 MoJIb%0 OTHOTO YHAHTUOMEPA WITH, OOJiee MPEATIOYTHTENLHO, MO MEHbINIEH
Mmepe, 75, 90, 95 unu paxe 99 monp%. B HEKOTOPBIX BapuaHTaxX OCYLIECTBJIEHUs COEANHEHMUE,
o0oraIeHHOe OJTHUM HAHTHOMEPOM, TI0 CYIIECTBY HE CONEPIKUT PYroro YHAaHTUOMEpA, Iie Mo
CYIIECTBY CBOOOIHOE O3HAYAET, YTO PACCMATPUBAEMOE BEIECTBO COCTaBiyisieT MeHee 10%, uim
Menee 5%, unu meHee 4%, nwnu meHee 3 % wnu meHee 2% uian Menee 1%, o cpaBHEHUIO C
KOJIMYECTBOM JIPYrOro S3HAHTHOMEpA, HanpuMep, B KOMIO3UIMH WJIH CMECH COCIUHEHUH.
Hampumep, eciu KOMIO3ULMS HWIM CMECh COEAMHEHHH COAEp:KUT 98 rpamMmoOB MepBOro
SHAHTHOMeEpa U 2 rpaMMa BTOPOTrO 3HaHTHOMEPA, MOXKHO CKa3aTbh, YTO OH COJEPKUT 98 Moib%o
MEPBOro SHAHTHOMeEpa U TOJIbKO 2% BTOPOro SHAHTHOMEPA.

B HekoTOpBIX BapHaHTAaX OCYIISCTBJIICHHUS TEPAMEBTHUECKHUN MpernapaT MOXKeT ObITb
oborameH, 4YToObl O0ECMEeYUTh NPEUMYIIECTBEHHO OJHWH JUACTEPEOMEp COEIUHEHHS IO
HacrosimeMy u3oOpereHmio. JlnacrepeoMepHO oOOOraiieHHass CMeCh MOXKET COJIEPKaTh,

HampuMmep, 1Mo MeHblied Mepe, 60 wMonp% OFHOrO auacTtepeomepa wid, OoJjee

>
MPEANOYTUTEIBHO, 10 MeHbLel Mepe, 75, 90, 95 unu gaxe 99 monp%e.

B HexkoTOprIX BapuaHTax OCYUIECTBJIEHUs TIpenapaT COEIMHEHUs [0 HACTOsSIIEeMYy
n300pEeTEHNI0 MOXKET COAepkKaTh Mo MeHbIned Mepe 50 Monbp%, o MeHblIei mepe 60 Monb%o,
no meHbuieil mepe 70 monb%, no MeHblell Mepe 80 Mob%, Mo MeHbIneld Mepe 90 monb% unu
no MeHblled Mepe 95 Monp% LUKIMYECKUX aJKOKCHJIMPOBAHHBIX COEOUHEHHI IO
n300peTeHN0. B HEKOTOPBIX TakWX BapUaHTAaX OCYIIECTBJIEHUS OCTAaTOK IIperapara
npeacTaBisier coOON HEUMKIIM30BAHHBIA aHANIOr CBOOOTHOTrO 3¢upa OOPOHOBOIN KHUCIOTHI HIIH
LIUKJIM30BAHHYIO, HO HEITePUPHUIMPOBAHHYIO OOPOHOBYIO KHCIOTY (Hampumep, ¢opmyna I,
R*=H; cxema 1).

B HEKOTOpBIX BapuaHTax OCYLIECTBICHHS COENWHEHHs 10 HACTOSIIEMY H300pETEHHIO

NPOSIBISIIOT YIYYIIEHHBIH (apMaKOKHHETHYECKUN MPO(UITE 1O CPABHEHHIO C CYLIECTBYIOLIUMHU

I/IHFI/I6I/ITOpaMI/I ApTUHA3bI. B OJAHOM BApHUAHTE OCYIECTBJICHUA NUKJINYECKUC
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ANKOKCUJIMPOBAHHBIE COENUHEHMs IO HW300PETEHHIO MPHU BBENEHHUH CYOBEKTY WM PANY
CyOBeKTOB 00eCneunBarOT MOBBIMEHHOE (MJIM MOHMKEHHOE) 3Ha4eHne Tmax 1Mo CpaBHEHUIO C
TAKOBbIM, TIOJYYEHHbIM TIPU BBEICHUM HEUMKIM30BAHHOTO aHajora CBOOOTHOro sdupa
OOPOHOBOH KHCIIOTHI, KaK YKA3aHO B HACTOSIIEH 3asiBKe, TI0 MEHbIIel Mepe npumepro Ha 10%,
WM 10 MeHblel Mepe npuMepHo Ha 20%, uinu no MeHbluel Mepe npuMmepHo Ha 30%, wnu no
MeHblIel Mepe npuMepHo Ha 40%, iy o MeHblueil Mmepe npuMepHO Ha 50%, U B aHAJOTMUYHBIX
YCIIOBUSAX U MpPU BBEACHUU B AHAJOTMUYHBIX JO3UPOBKax. B OlHOM BapuaHTEe OCYLIECTBJIECHMUS
LUKINYECKHE AJKOKCHJIMPOBAHHBIE COCIMHEHHUS MO HACTOSIIEMY H300pETeHHIO TPU BBEICHHUH
CyOBEKTYy HIIM psily CyOBEKTOB 00eCneuMBarOT MOBBIMIEHHOE (WJIM TMOHIKEHHOE) 3HAYCHHE
Cmax no cpaBHEHHUIO C TaKOBbIM, IMOJyYEHHBIM IMpPU BBEIEHHWH HELMKJIM30BAHHOI'O aHaJora
cBoOOIHOTO 3(prpa OOPOHOBON KHUCIOTHI, KAK YKa3aHO B HACTOSINEH 3asiBKe, M0 MEHbIIEH Mepe
npuMmepHo Ha 10%, unu nmo MeHbiied mepe npumepHo Ha 20%, WM MO MeHbLIEH Mepe
npuMmepHo Ha 30%, unu nmo MeHblied Mmepe npumepHo Ha 40%, uiaM Mo MeHblIed Mepe
npuMepHO Ha 50%, U B aHAJIOTUYHBIX YCJIOBUSAX U IIPU BBEACHUU B aHAJIOTMUYHBIX JO3HPOBKaX.

B HEKOTOpBIX BapuaHTax OCYLIECTBICHHS COENWHEHHs 10 HACTOSIIEMY H300pETEHHIO
NPOSIBISIIOT YAYYIIEHHYI0 OHOIOCTYITHOCTD MO CPAaBHEHUIO € CYIIECTBYIOIIUMH HHTHOUTOpPAMHU
apruHasbl. B 0lHOM BapuaHTe OCYLIECTBJIEHUS LIUKINYECKHUE aIKOKCHIINPOBAHHbIE COEANHEHMUSI
N0 M300pPETeHUIO MPH BBEACHUU CYOBEKTY HIIH Psily CYOBEKTOB 00ECHEUHBAIOT MOBBIIEHHYIO
OMOMOCTYIMHOCTh MO CPABHEHHIO C TAKOBOH, MOJy4aeMOH NpH BBENEHHUH HELMKIU30BAHHOTO
aHanmora cBobomHOro 3¢upa OOpPOHOBOW KHCIOTHI (Hampumep, coenuHeHudn Popmynsl J,
OTIMCAHHBIX B HACTOSIIEH 3asBKE) 0 MeHbIIEH Mepe npumMepHO Ha 20%, WK 10 MEHbIIeH Mepe
npuMepHo Ha 25%, unau nmo MeHblied mepe npuMmepHo Ha 30%, WM MO MeHblIeH Mepe
npuMepHo Ha 35%, unau nmo MeHblled Mmepe npuMmepHo Ha 40%, uiaM Mo MeHblIed Mepe
npuMepHo Ha 45%, unu no MeHblled mepe npuMmepHo Ha 50%, WM MO MeHblIeH Mepe
npuMepHO Ha 55% unu 1o MeHsbllel Mepe npuMepHo Ha 60%, Harpumep, 10 MEHbLIEeH Mepe Ha
65%, nmpudyem OmonoctynHocTh onpenessiercss kKak AUC (0-OeCKOHEYHOCTh) M B aHAJOTMYHBIX
YCIIOBUSIX U MPU BBEJAEHUU B aHAJIOTUYHBIX JO3UPOBKaX.

[uknuueckue anKOKCUIMPOBAHHbIE COEAMHEHHUS MO HACTOSIIEMY H300pPETeHHIO, Kak
NPABUJIO, MEHEE TUTPOCKONIMYHBL, YeM UX aHAJIOTH M3 CBOOOIHBIX CIIOKHBIX 3(pupoB OOPOHOBOIA
KUCJIOTHI (Hampumep, coeanHeHus: PopMynel J, onmMcaHHbIE B HACTOsLIeH 3asBke). Hampumep,
coenuHeHue 10e, mokazaHHOe B MpUMeEpPax, UMeeT HU3KOE COJEep:KaHHEe BOJbI U YCTONYMBO K
MOTJIOIEHUI0 BOABI A0 OTHOCUTEIBHOHN BJIAXKHOCTH OKojJ0 60%, Torma Kak ero aHajaor u3
cBoOOOHON OOpHON KHUCHOTHI, coenuHeHue 10, mMmeer OoJiee BBICOKOE COIEpPKAHUE BOIBI U
MIOTJIOINAET BCce OOJIblIee KOJIMYECTBO BOABI IO MEPE YBEIHMUEHHs! BJIAXKHOCTH, YTO MPHUBOAHT K

MCHEC UETKOMY OINIPCACIICHUIO COCTAaBa.
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Hukmuueckue amKOKCHIIMPOBAHHBIE COEAMHEHUS MO HACTOSIIEMY H300pETEeHHIO MOTYT
ObITh TIpuUMepHO Ha 50%, 45%, 40%, 35%, 30%, 25%, 20%, 15%, 10% wnu Ha 5% MeHee
THTPOCKONIUYHBIMH, Y€M HX aHAJOTH CIOXKHOro 3¢upa cBoOOAHON OOPOHOBOH KHCIOTHI, MpU
U3MEPEHUHN CTAHAAPTHBIMHU METOJAMH, TAKUMH Kak TepMorpasuMerprueckuil ananmus (TT'A) wnn
nuHaMudeckas copbums napa (JCID). DTu 3HaYeHHs MOTYT HCIOJIB30BATHCS AJIST ONpPEICTICHHS
AuarnasoHa, Harpumep, npumepHo ot 40% no 20%.

B HEKOTOpBIX BapuHaHTaX OCYIIECTBJICHMsS LMKIMYECKHE  AJIKOKCUIMPOBAHHBIC
COEAVHEHUs o n300pETEHHIO SIBJISIFOTCS KPUCTAJUTMYECKUMH. Iuknuyeckue
ANKOKCHUJIMPOBAHHBIE COENUHEHUs M0 HM300PETEHHIO, KaK MPABUJIO, UMEIT OoJiee BBICOKYIO
CTENEeHb KPHUCTAJUIMYHOCTH, YeM HX aHAJOTH M3 CBOOOIHBIX CIIOKHBIX 3(UPOB OOPOHOBOU
KUCJIOTHI (Hampumep, coenuHenus: Gopmynel J, onmcaHHble B Hactosimel 3asBke). Hampumep,
coenuHeHne 10e Taxke MOKA3bIBA€T OMNPENENEHHBbIE MUKW IMPU PEHTTEHOBCKON MOPOLIKOBOU
OU(PAKINK, KOTOPbIE HE BUIHBI JUIsl €T0 aHAIoTra CBOOOIHOM OOpHOH KHCIOTHI, coequHerHwust 10,
KOTOPOE SIBJISIETCS] aMOP(HBIM.

B HEKOTOpBIX BapuHaHTaX OCYIIECTBJICHMsS LMKIMYECKHE  AJIKOKCUIMPOBAHHBIC
COEMHEHUs] MO W300PETeHHI0O HMEIOT YPOBEHb YHUCTOTHI Oonee 96%, 97% wumm 98%. B
HEKOTOPBIX BapUaHTaxX OCYILIECTBJICHHs LUKINYECKHE AJIKOKCWJINPOBAHHBIE COCIUHEHUs IO
HACTOSIIIEMY H300pPETEHUI0 MMEIOT YPOBEHb YUCTOTHI Oosiee 99%. B HEKOTOphIX BapuaHTax
OCYILIECTBIICHHS LIUKIMYECKHE ATKOKCHINPOBAHHBIE COSTUHEHUS 10 HACTOSIIIEMY U300pETEHHIO
UMEIOT YPOBEHb YUCTOTHI OoJiee 99,5%. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS [UKINYECKHE
ANKOKCUJIMPOBAHHBIE COENUHEHMs IO HACTOSIIEMY H300pETEeHHI0O HMEIOT YPOBEHb YHCTOTHI
oonee 99,8%.

B pesynprare UUKINYECKHE aAJKOKCUJIMPOBAHHBIE COEAMHEHHUs] MO HACTOSILIEMY
n300pETEHNI0 MOTYT UMETh IOJIE3HBIE CBOWMCTBA, MO3BOJISIOIINE MONy4YaTh OOJiee CTa0MIIbHBIC
KOMIIO3ULIUH, TMPOSBISIFOIINE JIyYIIHE CBOWCTBA OOpabOTKH B IpoLEecce MPOWU3BOJACTBA, M B
KOHEYHOM HTOr€ MOTYT NMPUBOAUTH K KOMIIO3HLMSAM, UMEIOIIUM Oojiee BBICOKYIO UHUCTOTY U
CTa0MJIbHOCTh. B HEKOTOpBIX BapHaHTaX OCYIIECTBIEHHS (hapMaleBTUYECKass KOMITO3ULIHS,
cofepKamas IUKINYeCKOe aJKOKCHJIHPOBAHHOE COENWHEHHE [0 HM300PETeHHI0, IpH
BO3JEIICTBUU OKpy:)Karollel cpeabl no MeHblnell Mepe ¢ 50% BIaXKHOCTBIO B TEYEHHUE IO
MeHbIell Mepe 24 yacoB morjiomaer MeHee 50% (mpeamoyTutensHO, MeHee 25% wim gaxke
meHee, ueM 10% wumm 5%) BOIBI, KOTOPYIO COOTBETCTBYIOINAsS KOMIO3ULIMS HEIIMKIN30BAHHOTO
aHayjora cBoOomHOro 3¢upa OOPOHOBOW KHCIOTHI COENUHEHUS TOTJIOMAeT B HIACHTHYHBIX
YCIIOBUSIX.

B HEKOTOpBIX BapuHaHTaX OCYIIECTBJICHMsS LMKIMYECKHE  AJIKOKCUIMPOBAHHBIC

COCIOMHEHHUSI IO HACTOSIIEMY HM300PETEeHHIO AEMOHCTPHPYIOT VIYUMIEHHYIO CTaOWJIbHOCTD,
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TAKyI0 KakK YJy4YlleHHas CTa0MJIbHOCTb TNPH XPaHEHHH, 10 OTHOIICHHWID K CTPYKTYPHO
POACTBEHHBIM COEIUHEHMSM, KOTOPbIE HMMEIOT CBOOOAHYIO M HEUUKIN30BAHHYIO TPYIIY
OOpOHOBOH KHCIOTHI (Hampumep, coeawHeHus ¢opMyisl J, omucanHble 3aech). Hampumep,
HACTOSIIIME COCAMHEHUS MK (papMaleBTHUECKHE KOMITO3UIMH MOTYT JEMOHCTPHUPOBATH
YIYUIIEHHYIO CTaOUIBHOCTh NMPU XPAaHEHHUH, AEMOHCTPUPYS MeHee deM rnpumepHo 10%, 7%,
5%, 4%, 3%, 2%, 1% umn 0,5% mno macce mpumecei nociie XpaHeHUsI B CTPECCOBBIX YCIOBHSIX.
CtpeccoBble yCIOBHUs BKJIIOYAIOT XpaHEHHE B Te€UeHHE 10 MEHbLIeH Mepe OJHOro, ABYX, TpeX,
4eTbIpex, MATH WK 1ecTu Mecsues npu 25°C u oTHocuTenbHOH BiaxkHocTH 60%, npu 30°C u
OTHOCUTENBbHOHN BiaxkHocTH 65% wunu npu 40°C u oTHOcuTenbHON BraxHocTu 75%. Takue
COCOMHEHUSI WM KOMITO3ULMM MOXKHO CYHMTATh CTAOMJIbHBIMU IPH XPaHEHWU. B HEKOTOPBIX
BApUAHTAaX OCYIIECTBJIEHUS IPUMECH CBs3aHbl C Pa3jIOKEHUEM MIM  jAerpajnanuei
paccMmatpuBaeMoro coenuHeHus. OrnpeneneHue KOJUYeCcTBa NpuMecel, MPUCYTCTBYIOIIUX B
oOpasiie HACTOSAIINX COCOMHEHWH WM (apMaLeBTUYECKUX KOMITO3UIHUH, KOTOpble ObUIH
MOJIBEPTHYTHl CTPECCOBBIM YCIIOBHUSIM, MOKET OBITh BBIMOJHEHO € TIOMOLIBK THIMYHBIX
AQHAJUTHYECKUX METOJIOB, U3BECTHBIX B MaHHOH oOiacty, Takux kak BOXKX wnu AMP-ananus.

B HexkoTOpbIX  BapuaHTaX  OCYILECTBJEHHUS  HACTOSIIIME  COEQUHEHUs]  WJH
(bapMareBTHUECKHE KOMITO3UINU AEMOHCTPHPYIOT YIVUIIEHHYIO CTa0MIIBHOCTh NPU XPaHEHUH,
JIEMOHCTPUPYsS. HE3HAUYHTENbHOE H3MEHEHHE WJIM OTCYTCTBHE HM3MEHEHHUS NPOQPUI YHUCTOTHI
rocJie BO3JEMCTBUsSI CTPECCOBBIX YCIOBHUH, Kak ONpenaeNeHO B HacTosiued 3asske. Hampumep,
MoCJie BO3AEMCTBUSI CTPECCOBBIX YCIOBUN LUKINYECKHUE AJTKOKCHUIMPOBAHHBbIE COEIMHEHHUs IO
n300pereHnI0 WM (apMaleBTHYeCKHe  KOMIO3WLMH,  COAEpKAIlMe  LUKINYECKHE
ANKOKCUJIMPOBAHHBIE COENMHEHHs] MO HM300PEeTEeHHI0, MOTYT JEMOHCTPUPOBATh CHIDKEHHUE
9uCTOTHI IpuMepHo Ha 10, 7, 5, 4, 3, 2, 1, wnu 0,5% unu MeHee (HarpuMep, CHIYKEHHE YUCTOTHI
oT 98% 1o 97% Oyner ymeHbmeHuem Ha 1% win MeHee).

Memoovr revenus

Heckonbko crnenmdpuueckux MOAXOAOB K aKTHBALMHU T-KJIETOK B TOCIEOHEE BpeMs
MPOJAEMOHCTPUPOBAIN 3HAYUTENBHYIO MEPCIIEKTUBY B JieueHUHU onyxosed. OauH Takol noaxon
BKJIFOYAET akTUBaLUi0 T-kieTok myrem Onokanel antureHa CTLA-4 Ha moBepxHoctH T-KieTok
aHTHUTENIOM HIMIMMyMaboM. BTopoii momxox 3akimrodaercss B NMPENOTBPAINEHHH AKTHBALIUH
MMMYHHBIX KOHTPOJIBHBIX TOYEK MyTeM OMOKMPOBAHUS B3aUMOJIECICTBUSA
3amporpaMmMupoBaHHoro Oenka 1 cmeptu knetok, uiu PD-1, skenpeccupyemoro Ha T-kneTkax,
u ero jgurarna, PD-L1, oOHapy>keHHOro BO MHOTHX OMyXOJsiXx. TpeTuil moAxo[ 3aKII0YaeTcs B
aKTUBAIMH pelentopa T-KJIETOK MyTeM MOAa4Yd KJIFOUEBbIX CTUMYJIHMPYIOLUINX (PAaKTOPOB HIIH
MUTATENNbHBIX BEIECTB, TAKUX KaK TPUNTO(DaH.

bruio  mokazaHo, YTO  WMHTUOWTOPBI  WHAOJAMUHAMOKCUTEHasbl, wm  IDO

2
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BOCCTAHABJIMBAIOT BHEKJIETOUHBIN TpuntodaH, 6e3 KoToporo T-KJIETOYHBIN peLenTop He MOXKET
CTaTh AaKTUBHBIM. APTMHWH, Kak H TpUNTO(daH, 3TO AMHUHOKHCIOTA, KOTOpas SIBJISETCS
dbyHmameHTanbHONH  mnst  (QYHKOMM — OUTOTOKCHYeCKuX  T-kierok. bes  apruxHuna
omyxoJyiecien(pUIecKkue LUTOTOKCHYECKHe T-KJIETKH HE CIOCOOHBI  3HKCIPECCHPOBATH
(byHKUNOHATBHBINA T-KJIETOUHBIN penenTop Ha CBOEH MOBEPXHOCTH U B PE3YJIbTATE HE CIIOCOOHBI
aKTUBUPOBATh, MPOTU(PEPUPOBATH WIIH BBI3bIBATH 3(P(PEeKTUBHBIN MPOTUBOOMYXOJIEBbIH OTBET. B
OoTBeT Ha (aKTOPBI, CEKPETHPYEMbIE OIYXOJbI, KJIETKH-CYNPECcCCOpPbl  MHEJIOHIHOTO
npoucxoxaenuss uian MDSC HakanmuBarOTCs BOKPYT ONYXOJHU U CEKPETHPYIOT (epMeHT
apryuHa3zy, 4TO NPUBOJAUT K UCTOLIEHUIO aprUHUHA U3 MUKPOOKPY>KEHHUsI OIyXOJIH.

Hcrtomenne apruHuHAa H3-3a TOBBIEHHOTO YPOBHsS AapruHasbl HaONIomaeTcs: mpu
MOYEYHOKJIETOYHOM pake W OCTPOM MHEJIOOJacTHOM Jeliko3e. Kpome Toro, 3Ha4HTEIbHbIE
uHpmbTpatel MDSC HaOmogamuch MpH OMYyXOJSAX MOJKENYJOYHOW JKeJe3bl, MOJIOYHOM
JKejne3bl M APYrux Tumax omnyxosied. OnpeneneHHble BapUaHTbl OCYILECTBJIEHUS] HACTOSIIErO
n300peTeHus1 00ecrneynBaoT Crnocod JIEUeHUs] paka MyTeM MOBBIIECHUS YPOBHEH apruHUHA B
MHUKPOOKPY>KEHHUH OIyXOJH, 4YTO TO3BOJIAET AaKTUBHUPOBATh LUTOTOKCHUecKue T-kieTku
OpraHusMa.

OnHuM M3 CrnOCOOOB MOBBIIIEHHS! YPOBHS AprHHMHA B MHKPOOKPYKEHUH OITyXOJH
SIBJIIETCSI MHTUOMPOBaHUE AapruHasbl. MHrHOWTOpPBI apruHasbl, TAKHE KaK COETUHEHMS I10
HACTOSIIEMY HM300PETEeHHI0, MOTYT CTUMYJHPOBATh MPOTUBOOINYXOJEBbI HNMMYHHBIA OTBET
MyTeM BOCCTAHOBJIEHMs YPOBHEH apruHuHa, YTO MO3BOJSET aKTHBUPOBAaTh LUTOTOKCHYeckue T-
KJIETKH OpraHu3Ma.

COOTBETCTBEHHO, B HEKOTOPBIX BAapUAHTAX OCYIIECTBJIEHHUS H300pETEHHE PAaCKPBIBAET
crocoObl  JIEYEHUS] WM  NPOPHUIAKTHKH  pPaka, BKIIOYAIOIINE BBENEHHE CYOBEKTY,
HYKJIAIOIIEMYCs B 3TOM, TepaneBTu4Iecku 3((eKTUBHOTO KosmuecTBa coenunenus popmyisr (I)
(xoropoe Brimouaet coenuHerns popmyn (1), (I'”), ('), (I*), (Ia), (Ib), (Ic), (Id), (Ie), (If), (Ig)
u (Ih)) nunm papmaneBTHUECKOM KOMIIO3ULINY, CONeprKaIell YKa3aHHOE COCIMHEHHE.

B HeKkoTOphIX BapHaHTax OCYIIECTBJICHUS paK, KOTOPBIH JiedaT crnocobaMu 1o
HACTOSIIIEMY M300pETeHHIO, TpencTaBisieT coOoi ocTpblii sumbobnactabiil Jeiiko3d (OJLI),
ocTpbIii MuenonaHed Jeiko3 (OMJI), anpeHOKOPTUKAIBHYIO KapLUHOMY, aHAJIbHBIH pak, pak
amNMeHINKCa, aTUIMHYHYI0 TePaTOUAHYIO/paOIONIHYI0 OMyXOJjb, 0a3aIbHOKJIETOUHBIH pak, pak
JKETYHOTO TMPOTOKa, pPaK MOYEBOTO Iy3bIps, paK KOCTH, OIYXOJb TOJOBHOIO MO3ra,
aCTPOLIMTOMY, OIYXOJib TOJOBHOTO M CIHMHHOTO MO3ra, IJMOMY CTBOJIa T'OJIOBHOI'O MO3ra,
ATHUMUYHYI0  TEPATOMAHYIO/pabIOMIOHYI0  OMyXOJdb  LEHTPAJIbHOW  HEPBHOW  CHUCTEMB,
SMOpUOHAJBHBIE OMyXOJU LEHTPATbHON HEPBHOW CHCTEMBI, paKk MOJIOYHON IKeJNe3bl,

OpOHXHANbHBIE OMYyXOJH, JUMGOMy bepkuTra, KapUWHOMIHYIO OIYyXOJb, KapLIHHOMY 0e3
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BBISIBJICHHOTO TIEPBUYHOTO OYara, pak LEHTPaJbHOW HEPBHOW CHCTEMBI, paK MIEHKH MAaTKH, PaK
JETCKOTO BO3pacTa, XOpAoOMy, XpoHudeckuit tumporneiikos (XJLJI), XxpoHnuecKuil MUEIOTeHHBIH
neiiko3 (XMJI), xpoHHUeCKHe MHUEIONPOoudepaTUBHbIE 3a00JeBaHUs, PaK TOJCTOH KHIIKH,
KOJIOPEKTAIbHBIN paK, KpaHHO(PAPUHTUOMY, KOXKHYK T-KJI€TOUHYI0 JUM(POMY, MPOTOKOBYIO
kapauHomy in situ (DCIS), sMOpuOHANBHBIE OMYXOJH, PaK SHAOMETPUS, SMEHANMOOIACTOMY,
SMEHIUMOMY, PaK MUINEBOAA, 3CTe3noHeHpobmacTomy, capkoMmy FOWHra, sKCTpakpaHHAIBHYIO
TEePMUHOTEHHYIO ~ ONyXOJb,  OKCTPArOHANAJbHYI0  TEPMHUHOTCHHYKO  OIYXOJb,  pak
BHEINEUEHOYHOI'0 JKEIYHOTO TPOTOKA, pakK riaza, (UOpPO3HYI0 THCTHOLUTOMY KOCTH, pak
JKETYHOTO  My3BIps, pPaK KeNyaKa, TaCTPOMHTECTHHAJBHYI0 KAPLIUHOUAHYIO OMNYXOJb,
racTpOMHTECTHHANbHBIE  cTpoMaibHble omyxonu  (GIST), repMHHOreHHyI0  OMyXOJb,
SKCTPAKPAHHAIBHYIO TEPMHUHOT€HHYIO OTYXO0JIb, 3KCTPArOHaIaIbHYI0 TePMHUHOTEHHYIO OITyXOJIb,
50pPUOHATBHO-KJIETOYHYIO OMYyXOJb SUYHUKA, T'ECTALMOHHYIO TPO(POONACTHUECKYIO OIyXOJb,
TJIMOMY, BOJIOCATOKJIETOYHBIH JIEHKO3, paK rOJIOBbI M IIEH, PaK Cepaua, MeUeHOYHOKIETOUHBINH
paK, TUCTHOLMTO3, pak kieTok JlaHrepranca, numdomy XOmKKHUHA, TUMO(apHHTeaNbHbId pakK,
UHTPAOKYJISIPHYIO MEJIAHOMY, HHCYJIMHOMY, capkoMy Kamomy, pak mo4kH, THCTHOLIUTO3 KIIETOK
Jlanrepranca, pak TOpTaHH, JIEMKO3, paKk MOJIOCTH pTa M Tyd, pak Me4YeHH, JOOYISIPHYIO
kapuuHomy in situ (LCIS), pak nerkux, mumdomy, CIIM-accounmpoBaHHyr0 JIuMdOMY,
MakporJoOyJIMHEMHIO, paK  MOJIOYHOM  JKeJe3bl Yy  MYXKYHH, Menyuiodiactomy,
MENyJUIO3TIUTEINOMY, MEJaHOMY, KapLUUHOMY U3 KIETOK MepKens, 3J0Ka4eCTBEHHYIO
ME30TEINOMY, METaCTATHUECKUH TUIOCKOKJIETOUHBIN PaK MIEH CO CKPBITHIM MEPBUYHBIM OUarom,
cpeauHHyro  kapuuHomy ¢ NUT-neperpynnupoBkOW, pak MOOJOCTH pPTa, CHHAPOM
MHOJKECTBEHHOW SHIOKPHUHHON HEOIUTa3MH, MHOMKECTBEHHYIO MHEJIOMY/TIa3MOKIETOUHYIO
OTIyXOJIb, rpuOOBUAHBIH MUKO3, MUENIOTUCTIACTHYECKHH CHHIIPOM,
MUEIOANCIUIACTHYECKOS/ MUETOTIPOTH(epaTHBHOE HOBOOOpa30OBaHUeE, XPOHHYECKHH
MuenoreHHslii  neiiko3 (XMJI), octpeiii  muenouaHelii  seiiko3  (OMJI), muenomy,
MHOJKECTBEHHYIO MHUEJIOMY, XPOHHYECKOe MHEIONpondepaTUBHOE 3a00JeBaHNe, paKk HOCOBOU
MIOJIOCTH, PaK MapaHa3ajJbHOTO CHHYCA, PaK HOCOTJIOTKH, HEHpOOIacTOMy, HEXOIKKHHCKYIO
auM@oMy, HEMENTKOKJIETOUHBbIH pak JIETKUX, OpajbHBIA pak, pak IOJOCTH pTa, pak ryo,
pPOTOIJIOTOYHBI  PaK, OCTEOCApKOMYy, paK SUYHHUKA, paK MOKENYIOYHOW  JKeNe3bl,
NanuUIOMaTo3, TAaparaHriiioMy, pPak OKOJIOHOCOBBIX Ia3yX, paK HOCOBOW IOJIOCTH, pak
NApaIllUTOBUIHOW JKeJe3bl, pakKk TIOJOBOTO 4I€Ha, paK TIJIOTKH, (heoxpoMouuToMmy,
NAPEHXUMATO3HbIE OMYyXOJH IMIUIIKOBHUAHON JKeNe3bl MPOMEKYTOUHOH nudpepeHInpOBKHY,
nHEe00J1acTOMY, OMyX0JIb TUIO(HU3a, TUIA3MOKJIETOUHYIO OMYXOJIb, IUIEBPOJIETOYHYIO OJacTOMY,
paK MOJIOYHOH >KeJne3bl, MepBHUYHYI0 JuM(poMy LeHTpanbHoil HepBHOU cuctemsl (LIHC), pak

MPEACTATEIbHON JKeJe3bl, paK NPsIMOM KHIIKH, I[MOYEYHOKJIECTOYHBIM pakK, pak IOYE€YHOHN
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JIOXaHKH, PaK MOYETOUYHHUKA, IEPEXOTHO-KIETOUHBIN pak, peTHHOOIACTOMY, padIOMUOCAPKOMY,
paK CIFOHHBIX XKele3, capkoMy, cuHApoM Ces3apH, pak KOXKH, MEJKOKIETOYHBIH pakK JIETKOTo, pak
TOHKOM KHUIIKH, CAPKOMY MSITKMX TKaHEH, IJIOCKOKJIETOYHBIN PAaK, IJIOCKOKJIETOYHBIM pak LIen
CO CKpPBITBIM TEPBUYHBIM OYAaroM, pak JKeNyAKa, CYNPaTeHTOpPHAJbHbIE TNPUMHTHBHBIC
HEMPO3KTOIEPMAaJIbHBIE OMYXOJH, T-KJIETOUHYI0 TUM(POMY, paK siMYKa, paK ropyia, TAMOMY, paK
THMyCa, paK I[IUTOBUIAHON JKeJe3bl, MEePEeXOAHO-KJIETOYHbI pakKk TMOYEHHOW JIOXaHKH U
MOYETOYHHKA, TeCTAlMOHHYIO  TPOQOONACTHYECKYI0  ONyXOJb, AaTHINWYHBIA  paKk ¢
HEYCTAHOBJICHHbIM NEPBUYHBIM OYAroM y HeTeH, pak ypeTphl, pak MaTKH, CapKOMY MAaTKH,
MakporyioOyInHeMuto Banbaercrpema wim onyxoss Bunbmca.

B HekoTOphIX BapHaHTax OCYIIECTBJIEHUS paK, KOTOPBIM JiedaT crocodamMu To
n300peTeHno, NpeAcTaBisieT cob0oil PasHOBUAHOCTH OCTPOro MHeJoumHoro Jjerikoza (OMJI),
paKa MOJIOUHOHM JKeNe3bl, KOJOPEKTAIbHOIO paka, XPOHHYECKOTO MHEJIOTeHHOTO JieHKo3a
(XMJI), paka muIneBOsa, paka JKEIyAKa, paka JIETKOro, MEJIaHOMbI, HEMEJIKOKIETOYHOTO pakKa
nerkoro (HMKPJI), paka nokenyJouHOH skeJie3bl, paka MpOCTaThl HIIA paKa MOYKH.

B HekoTOpBIX BapHaHTax OCYLIECTBJIEHHs PaK BBIOPAH M3 paka MOYEBOIO My3bIps, paka
MOJIOYHOH Kene3bl (BKJIFOYass TPOWHOM HETaTHBHBIM paKk MOJIOUHOM JKele3bl), paka IeiKku
MaTKH, KOJOPEKTAJIBHOTO paKa, XpOHUYECKOro JuMdouuTapHoro Jjetikoza (XMJI), auddysHoi
B-knerouno#t  kpymHokierounoit nmumdombr  (JABKKJI), anmeHOKapuIMHOMBI —NHUINEBOJA,
TJTHOOJIACTOMBI, paka TOJIOBBI M IIEH, JEWKOo3a (OCTPOro M XPOHUYECKOTO), TIHOMBI HHU3KOU
CTENEHHU 3JI0KAYeCTBEHHOCTH, PaKa JIETKUX (BKJIOYAsl aACHOKAPLHUHOMY, HEMEJKOKJIETOYHBIN
paK JIETKOTO M IUIOCKOKJIETOYHBIH pak), JuMpombl XOIKKHHA, HEXOMKKUHCKOW JIUM(POMBI
(HXJI), menaHoMBI, MHOKECTBEHHOH MuenoMbl (MM), paka SMYHHKOB, paka IOKEITyIOYHON
JKENe3bl, paka MpPeACTATeNIbHON >KeJe3bl, paka IMOYKH (BKJIIOYAsl MOYEHHOKJIETOYHBIA pak H
NaNWUIPHBIN pak MOYKH) U paka KeJyaKa.

KoMOnHMpoBaHHasT Tepanmusi SBJSIETCS BaXKHBIM METOAOM JIEUEHUS TPU MHOTHX
3a00JIeBaHUSX, TAKUX Kak pak. HemaBHMe HaydHbIe NOCTH)KEHHUS! PACIIMPUIIM Hallle TIOHUMAaHNe
naTo(U3NOJIOTHIECKUX MPOLIECCOB, JEKAIUX B OCHOBE 3TUX U JPYTUX CJIOKHBIX 3a00JI€BaHUI.
310 BO3pOCILIee MOHUMAHNE AaJI0 TOJUYOK ISl Pa3padOTKU HOBBIX TEPANIEBTUYECKUX MMOAXOIO0B C
UCIIOJIb30BAHMEM KOMOHMHALIMK JIEKAPCTBEHHBIX CPENCTB, HAINPABJIEHHBIX HA HECKOJBKO
TEPANeBTUYECKUX LeJIeH, Ui YIAy4IIeHHs OTBEeTa Ha JICYCeHHE, MUHHMH3ALWU DPa3BUTHUS
PE3UCTEHTHOCTH WJIM  MUHUMH3aIMU  1oOouHBIX  3(dexroB. B  ycnoBmsx, korma
KOMOWHUPOBaHHAs TEpanus [aeT 3HAYUTENIbHbIE TEPANEeBTUYECKHUE IPEHMYLIECTBA, pPaCTeT
uHTEpec K paspaboTke KOMOWHAIMN C HOBBIMH HCCIEOYEMBIMH JIEKAPCTBEHHBIMH CPEACTBAMH,
TAKUMH KaK HHTHOUTOPBI apTUHA3HL.

HpI/I PacCMOTPEHUHN BOIMNPOCAa O BBCACHUHU HECKOJIbKUX TECPANCBTUUCCKUX Arc¢HTOB B
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KOMOMHALINH, CIIEAYET 3ayMaTbCsl O TOM, KAaKOH BHI JIEKAPCTBEHHOTO B3aWMOJIEHCTBHS Oyner
HaOmromaTeCs. DTO JeHCTBHE MOXKET OBITh MOJIOKUTENbHBIM (Korma 3¢dekt mnpemapara
NOBBIIIEH) WJIM AHTArOHUCTHYeCKHM (Koraa 3¢dQext mpemnaparta YMEHbIIEH), HJIH MOXKET
BO3HUKHYTb HOBBIH TOOOYHBIN 3(QEKT, KOTOPbIH HE MpPOSBISIETCS NMPU HCIOJIB30BAHWUHU TIO
OTIENBbHOCTH.

Korpna B3ammoneiicTBue BbI3biBaeT ycuiieHue 3(h(exkToB ogHOro mimm oOOHX JIEKApCTB,
CTENeHb, B KOTOPOW KOHEYHbIH 3((eKT KOMOWHMPOBAHHBIX JIEKAPCTB OOJbINE, HYeM MpU
BBEICHUU JIFOOOTO JIGKAPCTBEHHOTO CPEACTBA, MOXKET OBITh PACCYMTAHA, YTO MPHBOAMUT K TaK
Ha3piBaeMoMy  «komOunupoBaHHomy wuHAekcy». (CI) (Chou and Talalay, 1984).
KoMOMHMpOBaHHBIH HMHIEKC HA YPOBHE WJIM OKOJIO | cuMTaeTcs «aJAgUTHBHBIM», TOTHA Kak
3HaueHune OoJbine 1 CUNTAETCS « CHHEPTETUIECKIMY.

Hacrosimee m3o0perenne OTHOCHTCA K cnoco0aM KOMOWHUPOBAHHOHM Tepamuu uist
JeueHuss WIM TPOPUIAKTHKH paka, BKIIOYAKOLUIMM WHIUOUTOP apruHassl (Hampumep,
COCOMHEHHE IO HACTOSIIEMY H300pPETEHHI0) W OIMH WJIM HECKOJbKO JIOTIOJIHUTENbHBIX
XUMHOTEPANIEBTHUECKUX areHTOB.

OmnpeneneHHble BapuUaHTBl OCYIIECTBJICHUS M300PETEHUS] OTHOCSTCS K JICUEHHIO Paka,
BKJIFOYAIOILIIEMY COBMECTHOE BBEIEHHE XHMHOTEPANIEBTHUECKOTO AareHTa W COCOMHEHHUS IO
HU300pETEHUIO.

B  HeKoTOphIX BapMaHTax OCYLIECTBJIEHUS XHMHOTEPANEBTUYECKOE  CPEACTBO
npeacTaBisier co00i MMMYHOCTHMYJUPYIOIIUN areHT. Hampumep, MMMyHOCTHUMYJIHPYIOLIHN
areHT MOXKET OBITh MPOBOCMIAJUTEIBHBIM Ar€HTOM.

XUMHOTEPANIEBTHUECKOE  CPEACTBO, KOTOPOE MOMKHO COBMECTHO BBOAUTH C
UHTHOUTOpAaMH apTHHA3bl, OMUCAHHBIMU 3]1eCh B CIoco0ax packpbiTwsi, Bkodaer ABT-263,
aparuHnba AMMaseaT, aMMHOTJIYTETUMH], aMCAKPUH, aHACTPO30JI, acraparuHasy, akKCHTUHHO,
BaknuHy Oanmsuibl Kanemera-I epena (beg), 6eparmuzymad, BEZB35, Oukanyramun, 01eOoMHULINH,
oopte3omud, Oycepenn, Oycynbdan, kabo3aHTUHUO, KAMITOTEINH, KareuuTabuH, KapOOIIaTHH,
KappumBoMud, KapMyCTHH, LUEPUTUHUO, XJIOPaMOYLWJ, XJIOPOXHH, IUCIUIATHUHBI, KJIaJpUOUH,
KJIOPOHAT, KOOMMETHHUO, KOJIXUIMH, KPU30TUHHUO, LTHKIopochaMua, MUNPOTEPOH, UTapadHH,
nakapOa3wH,  JAKTUHOMHLMH,  AayHOPYOWULIMH,  JEMETOKCHUBUPUAWMH,  JEKCAMETa3OH,
IUXJIOPALETaT, AUEHACTPOJ, AUSTHICTIIIBOECTPO, AOLETAKCEN, NOKCOPYOHMLMH, 3MUpyOUIUH,
SpuOYINH, 3PJOTUHUO, 3CTPATUOJ, 3CTPAMYCTHUH, STOTO3MI, JBEPOJUMYC, 3KCEMECTaH,
dunarpacTum, baynapabuH, (bAYAPOKOPTH30H, ¢dTopypari u 5-¢propyparnm,
bayokcumecTtepoH, hayramua, reGuTUHUO, reMuuTabuH, reHucTenH, rozepennt, GSK1120212,
THOPOKCUMOYEBHHY, HIapyounuH, wudochamun, HUMaTHHHO, UHTEPPEpOH, HPUHOTEKAH,

UKCAOETIIIOH, JIEHATMIOMHUI, JIETPO30J, JIEHKOBOPHH, JICUIPOJNUL, JIEBAMHU30J, JIOMYCTHH,
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JIOHUJIAMUH, MEXJIOPETaAMUH, MEIPOKCHIIPOTEeCTePOH, MErecTpoJ, MeidajiaH, MEepKarnTONypPHH,
MecHa, MerdopmuH, MeroTpekcar, wMuiaredposumd, MK2206, MHTOMHUIIMH, MHTOTaH,
MUTOKCAHTPOH, MYyTAMHIIMH, HHUJYTaMUJA, HOKOIA30J, OKTPEOTH], OJianmapud, OKCAJUILIATHH,
MaKJIUTAKCeNl, MAMHUIPOHAT, MAa30NMaHud, meMeTpeKceN, MeHTOCTaTrH, nepudo3uH, PF-04691502,
IUIMKAMUIMH, [OoManuaoMun, mnopdumep, npokapOaswH, pPaNTUTPEKCEN, paMynupymao,
PUTYKCUMA0, POMUACTICHH, pyKanapuod, celeMeTHHHO, cCuponumyc, copadernd, CTpenTo301HH,
CYHUTUHUO, CypaMuH, Tanazonapud, TamMokcu(eH, TeMO30JIOMHU, TEMCHPOJIUMYC, TEHUTIO3U,
TECTOCTEPOH, TAUAOMHUI, TAOTYAHUH, THOTENa, TUTAHOLEH JUXJIOPUMA, TOMOTEKAH, TPAMETHHHO,
Tpacty3ymad, TPEeTHHOWH, BeNWmnapud, BUHOJIACTHH, BUHKPUCTUH, BUHIEC3WH, BUHOPENOWH U
BopuHOCTat (SAHA).

B HekoTOpBhIX BapuaHTaX OCYIIECTBJIICHHS XUMUOTEPANEBTHUYECKOE CPEICTBO, KOTOPOE
MO>KHO BBOJHTH ¢ MHTHOUTOPAMHU apTrUHA3bI, ONMMCAHHBIMU B HACTOSIIIEM TOKYMEHTE B CrIocodax
n3o0peTeHus, BKIrO4YaeT abaroBomad, anekarymymad, apyrysymad, anemry3symad, aHarymomad
MaeHATOKC, amnoju3ymad, are3onm3ymad, OnuHatymomad, BMS-936559, karymakcomao,
aypBamyMad,  3MakajgocTaT,  3MpaTry3ymMad, HHAOKCUMOJ, HWHOTY3yMad  O30TaMHLUH,
UHTENyMyMad, uWMmwMMyMad, wu3atykcumad, nambponusymad, MED14736, MGAO012,
MPDL3280A, Huoaymad, oOuHyTy3ymad, okapaty3ymad, odarymymad, onaratymao,
nemMOponmsymad,  nuamiausymad, — puTykcumad, — THIUIMMymad, — camanm3ymad  win
TpeMeInMyMao.

B  HekoTOpbIX BapuaHTaX OCYIIECTBJCHHUS XHUMHOTEPANIEBTHUECKOE  CPENCTBO
npencrasisier coboi nnmmmmymad, MGAO12, Husonymad, nemOponn3yMad wiv muaminzymad.

MHorre KOMOMHUPOBAHHBIE METOBI JieueHusl ObUTH pa3paOOTaHbl IJis JIeYeHUs paka. B
HEKOTOPBIX BAapUAHTAX OCYLIECTBJICHHS] COENUHEHUS IO HACTOSIIEMY H300PEeTEHUI) MOXKHO
BBOJUTH COBMECTHO ¢ KOMOMHUpPOBaHHOH Tepanued. [IlpuMepbl KOMOMHHUPOBAHHOW Teparuy, C
KOTOPOU COEMHEHUSI 1O U300PETEHUI0 MOTYT COBMECTHO BBOJUTLCS, BKJIIFOYEHBI B Ta0muiry 1.

Tabmauua 1. [TpumepHble KOMOUHUPOBAHHLIE TEPAIIUH IS JICUCHUS PAKa.

HazBanue TepaneBTHYECKHE ATEHTbI

ABV Hoxkcopyounmn, breomunia, BurOnactun

ABVD Hoxkcopyounmn, breomuninna, BurOnactun, Jlakapbasun
AC (Pak mono4HOH Hoxkcopyonums, Luknopochamun

JKEJIe3bI)

AC (Capkoma) Hoxkcopyounmn, [ucrnarua

AC (HeiipobnacToma) Huxnopochamun, Hokcopyounma

ACE Iuxnodochamun, Hokcopydbuumu, ITono3un

Ace Huknodocdamun, JokcopyOunma

AD JHoxkcopyounmn, lakapbazun

AP Hoxkcopyounmn, [ucrnarua

ARAC-DNR Hurapabun, layHopyOunms

B-CAVe breomunun, Jlomycts, Jokcopyonumn, Bunbiactun
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Ha3Banue TepaneBTHYECKHE ATEHTHI

BCVPP Kapmycrun, [Huknodochamun, Bunbnactus,
ITpokapbasun, [lpenHnzon

BEACOPP breomunun, Otono3ua, JJokcopyOurivH,
Huknodochamun, Buakpuctus, [Ipokapbasus,
IIpennuson, @uarpacTum

BEP bneomuninn, Itonosua, [ucnnarun

BIP breomunun, Hucrnarux, Udochamun, Mecha

BOMP baeomuumn, Bunkpuctun, Hucnnatus, Mutomunux

CA I{urapabun, AcnaparnHasa

CABO Iucnnarun, Merorpekcar, baeomuninn, Bunkpucrun

CAF Huxnopochamun, okcopyburmn, OTopyparmi

CAL-G Huknodocdamun, JayHopyounnH, BunkpucTus,
IIpennuson, AcnaparmuHasa

CAMP Huxnopochamun, Hokcopybuumn, MeToTpekcar,
ITpokapbazux

CAP Huknodocdammn, Joxkcopyounms, [Hucnnarnn

CaT Kap6onnatun, I[Taknmurakcen

CAV Huknodocdammn, lokcopyOunmn, Bunkpuctun

CAVE ADD CAV u Orono3un

CA-VPI16 Huxnopochamun, okcopydbuimt, ITono3un

CC Huknodocdammn, Kapbonnatun

CDDP/VP-16 Iucnmatun, DTono3un

CEF Huknodocdamun, Duupydbuunn, @ropypauni

CEPP(B) Huxnopocdamun, Ironosun, [lpenHuson, ¢
breomuninHOM 1tk 6€3 Hero

CEV Huknodocdamun, Sronozun, Bunkpucrux

CF Hucrnnatun, @ropypaunn wiu Kapbomnnarus,
DTopypauuia

CHAP Huknodocdamun mu LHuknodocamun, Anrperamus,
Hoxkcopyounus, Lucnnatua

ChlVPP XnopamOyumn, Bunbnactun, Ilpokap6asun, [lpenHu3on

CHOP Huknodocdamun, Jokcopyourun, Bunkpucrus,
IIpennuson

CHOP-BLEO Hobasnenne bieomurnmaa k CHOP

CISCA Huknodocdamun, Jokcopyounms, Iucnnarux

CLD-BOMP baeomuumn, Hucnnatun, Bunkpuctun, Mutomunux

CMF Mertotpekcat, @ropypaum, [{ukitodochamun

CMFP Huknodochammn, MetoTpekcat, @Topyparun,
Ilpennuson

CMFVP Huknodochamun, MetoTpekcat, @Topyparu,
Bunkpucrus, Ilpeganson

CMV Iucnnatun, Metotpekcar, Bunbnactun

CNF Huknodochammn, MutokcanTpos, Propypanmn

CNOP Huknodocdamun, MutokcanTpoH, BuHKpHUCTHH,
Ilpennuson

COB Hucnnarun, Bunkpuctun, bneomuiun

CODE Hucnnarun, Buakpuctun, JokcopyOuruH, Dtonosus

COMLA Huknodocdamun, Bunkpuctun, MetoTpekcar,
JletixoBopuH, Llutapabun

COMP Huknodocdammn, Bunkpucrun, Merorpekcar,
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HaszBanue

TepaneBTu4ecKkue areHTbI

IIpennuson

Pexxum Cooper

Huknodochamun, MetoTpekcat, @Topyparu,
Bunkpucrus, IIpeganson

COP Huknodocdamun, Bunkpucrun, Ilpennnszon

COPE Huxnopocdamun, Bunkpuctun, Hucnnatuna, 3tonozun

COPP Huknodocdamun, Bunkpucrun, Ilpokapbasus,
Ilpennuson

CP (Xponnueckuii XnopamOyum, Ilpenanuszon

TuMQOIUTapHBIN

JIEHKO3)

CP (Pak sM4HUKOB)

Huxnopochamun, [ucruratun

CT

Iucnnatun, [Haknurakcen

CVD Iucnnatun, Burbnactun, Jlakapbasun

CVI Kap6omnatun, Dtonosua, Udochamun, MecHa

CVP Huknodocdamun, Bunkpucrun, Ilpennnszon

CVPP Jlomyctus, Ilpokapbasun, [Ipennuzon

CYVADIC Huknodocdamun, Bunkpucrun, JJokcopyOuru,
JaxapOa3un

DA Hayaopybuuus, Llurapabun

DAT Hayaopybunun, Lurapabun, Tuoryanux

DAV Haynopybunus, [{utapabun, DTono3ua

DCT Hayaopybunuus, Llurapadbun, Tuoryanux

DHAP Hucrnarun, [Hurapadbun, JlexcamerazoH

DI Hokcopyonumn, Mdochamun

DTIC/Tamokcuden Haxap6asun, Tamokcuden

DVP Haynopybunmn, Bunkpuctun, [1pennuson

EAP Oronoszun, Hokcopybuumn, [ucnaarnx

EC Jronosun, Kapbornatux

EFP Oronosua, Propypaunn, Lucnnatun

ELF Jronosun, JleitkoBopun, @ropyparin

EMA 86 MurtokcanTpoH, Jrono3ua, [{utapabun

EP Orono3un, lucnnaTtux

EVA Ortono3una, Bunbnactux

FAC Oropypaumn, Jokcopybunumn, [uknodochamun

FAM Dropypanmi, Jokcopybuiima, MUTOMUIINH

FAMTX Mertotpekcart, JleiikoBopuH, JlokcopyOura

FAP Dropypaumn, Joxcopydurun, Lucnnatna

F-CL Dropypaumni, JIeHkoBOpUH

FEC Oropypaumn, [Huknodochamun, dnupyOurmu

FED Dropypaunn, Ironozus, LHucnnatux

FL Dayramuyg, Jlednponua

FZ ®Dayramup, I'o3epennHa anerata UMIJIAHTAT

HDMTX Merotpexkcar, JleiikoBopuH

Hexa-CAF Antperamus, Luknodochamun, MeroTpekcar,
DTopypauuia

ICE-T HUdochamun, Kapbomnatun, Dtonosua, [lakmurakcenn,
MecHa

IDMTX/6-MP Merotpekcat, MepkanronypuH, JleiikoBopuH

IE Hdocdammn, Ironozun, MecHa

IfoVP HUdochamun, Dronosua, MecHa
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Ha3Banue TepaneBTHYECKHE ATEHTHI

IPA HUdochamun, Hucnnatun, lokcopyonumx

M-2 Bunkpucrun, Kapmyctun, Luknodochamun, [IpenHusoH,
Mendanan

MAC-III MeroTtpekcar, JlelikoBopuH, JlakTHHOMULIMH,
uxnopochamun

MACC Mertotpekcar, Jokcopyourun, Huknodochamun,
Jlomyctun

MACOP-B MertoTtpekcar, JleiikoBopuH, JJokcopyOuruH,
Huknodocdamun, Buakpucrun, brneomuunn, Ipenanson

MAID MecHa, Jokcopyourun, Udochamun, lakapdbasun

m-BACOD bneomunun, Jokcopyounus, [uknodpochamun,
Bunkpucrtun, [lexcamerason, Merotpekcar, JlelikoBopuH

MBC Merotpekcar, baeomuuus, LHucnnatun

MC MutokcanTtpoH, Lurapabun

MF Merotpekcat, Propypauni, JIelikoBOpuH

MICE HUdochamun, Kapbomnatun, dtono3un, MecHa

MINE Mecna, Udochamun, MutokcaHTpOH, ITOMO3U]

mini-BEAM Kapmycrun, Oronosun, [urapadbun, Mendanan

MOBP baeomuumn, Bunkpuctun, Hucnnatus, Mutomunux

MOP Mexnopastamus, Bunkpucrun, [Ipokapbazun

MOPP Mexnopasramus, Bunkpuctun, [Ipokapbasun, Ilpennnzon

MOPP/ABV Mexnopatamus, Bunkpuctun, [Ipokap6asun, IlpenHuzoH,
Hoxkcopyounus, bieomunun, BunOnactun

MP (mHoxkecTBenHas | Mendanan, [Ipenanson

MHEJIOMA)

MP (pak npocTaThl) MuTtokcanTpoH, IIpeanuson

MTX/6-MO MeroTtpekcat, Mepkanrtonypus

MTX/6-MP/VP Merotpekcat, MepkantonypuH, BUHKpUCTHH,

Ilpennuson

MTX-CDDPAdr

Mertotpekcar, JlefikoBopuH, [{ucrutatun, JlokcopyOuimu

MYV (pak MOJIOYHOM
JKEJIe3bI)

MutomunyH, Bunbnactua

MYV (octpsiii MHUTOKCAaHTPOH, ITOTIO3U

MHUEJIOLUTAPHBIN

JIEHKO3)

M-VAC Metotpekcar | BunOmactun, Jlokcopyourun, [ucnnatun

MVP Murtomuuns Bunbnacrun, [{ucruiatun

MVPP Mexnopasramus, BunGnactus, Ipoxap6asus, Ipenanson

NFL MurokcanTtpoH, Propypauu, JIeHKOBOpHH

NOVP MutokcanTpoH, Bunbnactun, Bunkpuctis

OPA Bunkpuctus, [penanson, JlokcopyOunma

OPPA HobGasnenne [TpokapOasuna k OPA.

PAC Hucrnatun, HokcopyOnumH

PAC-I Hucrnatun, Hdokcopyonums, Lnknodochamun

PA-CI Hucrnatun, HokcopyOnumH

PC IMaknurakcen, Kapoomnatun v [Taknurakcen,
IMucnnatun

PCV Jlomyctus, Ilpokapbasun, Buakpuctux

PE ITaxknuTakcesn, DcTpaMyCTUH

PFL Iucnnatun, @ropypaumn, JleiikoBopuH
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Ha3Banue TepaneBTHYECKHE ATEHTHI

POC IIpennuson, Bunkpucrus, Jlomyctus

ProMACE IIpenuuzon, Merotpekcar, JletikoBopus, JlokcopyouuuH,
Iuknopochamun, Ironozun

ProMACE/cytaBOM IIpenuuson, Jokcopybuuun, Luknodochamun,
Oronoszun, llutapadun, bieomuiny, Bunkpucrus,
Merotpekcar, Jlelikopopun, Korpumokcason

PRoMACE/MOPP IIpenuuson, Jokcopybuuun, Luknodochamun,
Jronosun, Mexnopstamus, Bunkpuctus, IIpokap6asuH,
Mertotpexkcar, JlelikoBopun

Pt/VM Hucnnaruy, TeHunosun

PVA Ilpennuson, Bunkpuctun, Acnaparvnsasa

PVB Hucnnarun, Bunbnactux, bneomuniux

PVDA IIpennuzon, Bunkpucrun, JlaynopybunnH, Acnaparnsasa

SMF CrpenrozouuH, Mutomuiys, @Topypatiun

TAD MexnopatamuH, JlokcopyOurinH, BunbnactuH,
Bunkpuctusn, bieomuunn, dronosun, [pennnzon

TCF ITaxnurakcen, Hucnnarux, @Topypanun

TIP IMTaknurakcen, Mpochamun, Mecna, Llucrinatun

TTT Mertotpekcar, [{urapabun, I mmpokopTH30H

Topo/CTX Huxnopocdamun, Tonmorexkan, MecHa

VAB-6 Huxnopochamun, HakruaomuiinH, Bunbnactus,
IMucnnatun, bneomunine

VAC Bunkpucrun, lakruHomunms, LHuknodochamun

VACAdr Bunkpucrun, LHuknodocdamun, Jokcopyduru,
Jaxtnaomunne, Bunkpuctun

VAD Bunkpucrun, Jlokcopybunus, [lekcameraszoH

VATH Bunbnactun, Jlokcopybunms, Tuorerna,
DIHOKCUMECTEPOH

VBAP Bunkpucrun, Kapmycrun, Jokcopyounun, Ipenanson

VBCMP Bunkpuctun, Kapmyctun, Mendanan, Luxnodochamun,
Ilpennuson

VC BunopenOun, Hucnnatnn

VCAP Bunkpucrun, LHuknodocdamun, Jokcopyduru,
Ilpennuson

VD Bunopenoun, JokcopyOnumx

VelP Bunbnacrun, Hucruiatun, Upochamun, Mecha

VIP Oronosun, lHucmnarun, Udochammn, MecHa

VM MuromunivH, BunGnactun

VMCP Bunkpucrun, Mendanan, Huknopochamun, Ipenanzon

VP Oronosux, Lucnnatux

V-TAD Jronosun, Tuoryanun, Jlaynopyounms, Lurapabun

5+2 urapabun, layHopyOurma, MUTOKCAaHTPOH

7+3 Hurapabun ¢/ laynopyonumuom uimu Unapyonumnaom
11 MUTOKCAHTPOHOM

"8B 1" Metunnpeauunsonos, Bunkpucrtun, JlIomycTus,
IMpoxkapbasun, Hydroxyurea, [{ucruiatun, [utapabus,
JaxapOa3un

B HEKOTOPBIX BapHaHTax OCYILECTBIICHUS COBMECTHO

XUMHUOTEPANIEBTUYECKUI areHT BhIOpaH M3 METa0OJIMYecKoro MHruouTopa (epmMeHTa, TaKoro

MIPUMEHSEMBbII
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KaK TPaHCIOPTEPHI INIFOKO3bl, FTeKCOKMHA3a, NMUPyBaTKUHa3a M2, nakrataeruaporenasa 1 wnm 2,
NUPYBAaTACTUAPOTEHA3aKMHA3a, CHHTA3a JKUPHBIX KHCJIOT M TJIyTaMHHa3a. B  HEKOoTopbhIX
BApMAHTaX WHTMOMTOP HMHrHOMpPYeT JaKTaTAernaporeHasy 1 uiam 2 wiam riayTamMuHasy. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBIICHUS] HHTHOUTOp mpeacTasisier codoit CB-839.

B HEKOTOPBIX BapHaHTax OCYILECTBIICHUS COBMECTHO NPUMEHSIEMBIT
XUMHOTEPANIEBTHUECKUI areHT MPEACTaBIsIET COO0H MMMYHOOHKOJIOTHUECKUH TeparneBTHIeCKUH
areHt, Takoil kak mHruOutop CTLA-4, wnnomamuH-2,3-nmuokcurenassl w/wim PD-1/PD-L1. B
HEKOTOPBIX BAapUAHTAX OCYLIECTBIEHUS] WMMYHOOHKOJIOTUYECKUH TEparneBTUYECKUN areHT
npencTasisier coboit abarosomad, amekarymymad, adyrysymad, aHarymomad wmadeHarokc,
anoynmzymad, aresommsymad, OnmHarymomad, karymakcomad, paypsanymad, »>HakagocTar,
smpary3ymad, HMHOOKCHMOJ, HMHOTY3yMa0d O30raMULUH, HHTEIyMyMad, HIHINMyMmao,
uszarykcumad, mamOponuzymad, HHBOJyMad, okapaTy3ymad, omaratymad, mnemOponuszymad,
nuAnIn3ymMad, THOHIAMyMad, camManu3ymad uiu Tpemenumymad. B HEKOTOphIX BapuaHTax
OCYLIECTBJIEHUs] MMMYHOOHKOJIOTHYECKHH  areHT MpeACTaBJsieT COOOW  HMHAOKCUMOL,
unmumMymMad, HHUBOJIyMad, meMOposnsymad wian nuamau3ymMad. B HEKOTOphIX BapuaHTax
OCYLIECTBJIEHUs] ~ UMMYHOOHKOJIOTUYECKMM  TEPaleBTUYECKHIM  CPEACTBOM  SIBJIIETCS
unumMymad.

TunuuHble WMMYHOOHKOJIOTHYECKHE areHTbl ommcaHbl B Adams, JL. et al «Big
Opportunities for Small Molecules in Immuno-Oncology» Nature Reviews Drug Discovery
2015, 14, page 603-621, comepxaHue KOTOPOrO BKJIIOYEHO B HACTOSLIEE OMUCAHUE TOCPEICTBOM
CCBUIKH.

B HEKOTOPBIX BapHaHTax OCYILECTBIICHUS COBMECTHO NPUMEHSIEMBIT
XUMHOTEPANIEBTHUECKUI areHT MPEeACTaBIsieT COOOH MPOBOCHANNTENBHBINA areHT. B HeKOTOphIX
BApPHUAHTAX OCYIIECTBJICHUS MPOBOCIAIUTENbHBIH areHT, BBOAUMBIA ¢ HHTHOUTOPAMHU apTHHA3bI
10 N300PETEHUIO, MPENCTABIISAET COO0 IUTOKUH MM XEMOKHH.

IIpoBocnanurenbHbIE LIUTOKWHBI BBIPAOATHIBAIOTCS NPEUMYLIECTBEHHO
AKTUBUPOBAHHBIMH MakpodaraMid M Y4acTBYIOT B AKTHBH3ALMHU BOCHAJIUTENBHBIX PEAKLIHH.
TunuuHele MpOBOCHANUTENbHBIE TUTOKHHBI BKirovator UJI-1, NJI-1B3, WJI-6, NJI-8, ®HO-o u
HN®PH-y, HO HE OrPaHUYUBAOTCS UMH.

XEeMOKHHBI MPEACTABISIOT cOO0M rpynny HEOONbIINX UTOKUHOB. IIpoBocnanuTenbHble
XEMOKHUHBbI CTHMYJIHPYIOT PEKPYTUPOBAHUE W AKTUBALMIO MHOMKECTBA JIMHUHN JIEHKOLMTOB
(marmpumep, auMdormToB, Makpodaros). XeMOKHHBI CBSI3aHbl 1O TMEPBHYHONW CTPYKType HU
Pa3mEISIIOT HECKOJIbKO KOHCEPBATHBHBIX aMHHOKHCIIOTHBIX OCTaTKOB. B 4aCTHOCTH, XEMOKHHBI
OOBIYHO BKJIFOHUAIOT JIBA MJIM YEThIPE OCTATKA LIUCTEHHA, KOTOPbIE BHOCAT BKJAJ B TPEXMEPHYIO

CTPYKTYpPy TMOCPENCTBOM OOpa3oBaHusl IUCYJIb(UIOHBIX CBsi3eld. XEMOKHHBI MOTYT OBITh
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kiIaccuunpoBansl B ogHy u3 yerbipex rpynm: C-C-xemokusbl, C-X-C-xemokunbl, C-
xeMOKHHbI U C-X3-C-xeMokuHbl. XeMOkuHbI C-X-C BKIIOYAIOT Psii CHJIBHOJAEHCTBYIOIINX
XEMOATTPAKTAHTOB U AKTHBATOPOB HEUTpOoMIOB, Takux Kak uHTepierikuH 8 (MJI-8), PF4 u
aktTuBupyromui Herpopuisl nentua-2 (NAP-2). Xemokuabl C-C BKIIOHAKOT, HampuMep,
RANTES (perymupyemble TIpU  aKTUBALMH, HOpPMasbHble T-3KCIpecCHpyeMble |
CeKpeTHUpPYeMBIE), BOCTIAIUTENbHBIE Oenkn Makpodaros 1-aneda u 1-6era (MIP-1o u MIP-1§),
SOTAKCHH U YeJIOBEYECKHE MOHOLMTApHbIE XeMoTakcudeckue oenku 1-3 (MCP-1, MCP-2, MCP-
3), KoTOophle OBUIM OXapaKTePU30BAHBI KAK XEMOATTPAKTAHTHl M aKTUBATOPHI MOHOILIUTOB WJIH
auMponntoB. COOTBETCTBEHHO, THITHYHBIEC MPOBOCIIAUTENbHbIE XeMOKHUHBI BKJTIFOYatoT MIP-1q,
MIP-1B, MIP-1y, MCP-1, MCP-2, MCP-3, IL-8, PF4, NAP-2, RANTES, CCL2, CCL3, CCLA4,
CCLS, CCL11, CXCL2, CXCL8 u CXCLI10.

B HexoTOphIX BapuaHTaX OCYIIECTBJICHHS CIIOCOO JIEUeHHs MM MPO(HUIAKTHUKH paxa
JOTIOJIHUTENIPHO BKJIIOYAET TMPHMEHEHHE OJHOTO WM HECKOJbKHX HEXUMHUYECKUX CIIOCOOOB
JeUSHHsI paKa, TAaKUX KakK JIy4eBas Teparusi, XUPYPrH4ecKoe BMEIIATENbCTBO, TEPMOAOISILIMS,
(boxycupoBaHHas yJIBTPa3ByKOBas Tepamnusl, KpUoTepanus Wi KOMOWHAITHS
BbIIIIENIEPEUNUCIEHHOTO.

Knerounsle mytn paboTaroT CKOpee Kak CeTH, 4YeM Kak cynepmaructpanu. CyiecTByer
HECKOJIbKO M30BITOYHOCTEH WUJIM aJIbTEPHATHBHBIX MapLIPyTOB, KOTOPbIE AKTUBUPYIOTCS B OTBET
HA MHrHOMpPOBAHHME NMYyTH. JTa M30BITOYHOCTb CHOCOOCTBYET MOSIBJICHUIO YCTOWYHMBBIX KIIETOK
WIA OPraHu3MOB TMOJ H30UpaTeNIbHbIM MAaBJIEHHEM LEJIEBOTO areHTa, 4TO TPUBOIUT K
JIEKapCTBEHHON YCTOMUHMBOCTH U KIIMHUYECKOMY PEeLIUUBY.

B HekoTOpBIX BapuaHTax OCYIIECTBJICHUS H300pETEHHs XUMHOTEPAIEeBTUYECKUN areHT
BBOJAT OJHOBPEMEHHO C MHTMOMTOPOM apruHa3bl. B HEKOTOPBIX BapHUaHTaX OCYLIECTBICHHS
XHMHOTEPANIEBTHYECKOE CPENCTBO BBOJAT B T€YEHHUE MPUMEPHO OT 5 MUHYT A0 168 uvacos 1o
WJIN TIOCTIE MHTUOUTOPA aprHHA3HL

Hacrosimiee uzoOpereHue obecriedurBaeT KOMOMHHPOBAHHYIO TEPAIUIO, BKIIIOYAOLIYIO
UMMYHOOHKOJIOTHYECKUH areHt, BblOpaHHbli 3 uHruomropos CTLA-4, wmHmomamus-2,3-
mrokcurenassl U PD-1/PD-L1, u unru6uropa aprunaser popmyiel (I). B HekoTOpBIX BapuaHTax
OCYLIECTBJIEHUs] ~ KOMOMHUpPOBAHHAs  Tepamusl  JIGYUT WM  T[PEeNoTBpaIllaeT  pak,
UMMYHOJIOTHYECKOE PACCTPONCTBO MITH XPOHHUYECKYIO HHPEKIUIO.

Hacrosimiee uzoOpereHue obecrneunBaeT KOMOMHHPOBAHHYIO TEPAIUIO, BKITIOYAIOLIYIO
UMMYHOOHKOJIOTHYECKUH areHT, BbIOPaHHBIA M3 WHIHOUTOPOB WHAOIAMUH-2,3-THOKCUT€HA3bl U
PD-1/PD-L1, u uarudutopa aprunasbl ¢popmyisl (1), Takyro kak KOMOMHALMU € 3MAKaI0CTaTOM
U HUBOJIyMaOOM, 3MaKaiocTaToM U nemoOponnsymadom, a Takxke smnakagocratoM 1 MGAO12. B

HEKOTOPBIX BaApHUAaHTAX OCYLICCTBJICHUA KOM6I/IHI/IpOBaHHa$I Tepamnud JEUHUT WU IPEeAOTBPALIACT
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paK, IMMYHOJIOTHYECKOE PACCTPONCTBO MIIM XPOHUYECKYIO HH(EKLIHUIO.

B HEeKoTOpBbIX BapHaHTaxX OCYLIECTBICHHsS M300pPETEHHE PACKPBIBAET CIOCOOBI JIEUEHUs
WA TPOPHUIAKTUKH HMMYHOJIOTUYECKOTO 3a00JIeBaHMsl, BKJIOYAIOIINE BBEIEHHE CYOBEKTY,
HYXXJAIOIIEMyCsl B 3TOM, TepaneBTUYeCKU 3((PEKTUBHOTO KOJIMYECTBA COEAUHEHHs IO
HacTosimeMy H3o0pereHHto (Hampumep, coeauHeHus Gopmyisl (I) wmm dapmaneBTHUECKON
KOMITIO3ULIMH, COAepKallell yka3aHHOe COeIUHEHNE.

B HekoTOpBIX BapHaHTaxX OCYIIECTBJICHUS HMMMYHOJIOTHYECKOE 3a00JIeBaHNE BHIOPAHO M3
AHKUJIO3UPYIOIIero croHammura, OonesHu Kpona, ysnmoartoit nenposnoii sputembr (ENL),
6ose3nn TpaHciianTaT npotus xo3sinHa (GVHD), cunapoma ucromenust npu BUY, cucremHon
KPacHOH BOJYAHKH, OTTOPKEHUS TPAHCIUIAHTATa OpraHa, MOCT-MOJUIUTEMHUN, TICOPHA3a,
NICOPUATHYECKOTO apTPUTA, PELUANBUPYIOIUX a(TO3HBIX 53B, peBMaTongHOro aprpura (PA),
TSDKEJIOTO PEUIUBUPYIOMEro apTO3HOTO CTOMATHTA, CHCTEMHOTO CKJepo3a M TyOepO3HOTO
CKJIepO3a.

B HeKkoTOphIX BapHaHTax OCYIIECTBJIICHUS CHOCOO JIeYeHUsT WM TPOQPHIAKTHKH
UMMYHOJIOTHYECKOTO  3a00JIEBaHUSI  JIOTIOJIHUTENbHO  BKJIIOYAET COBMECTHOE  BBEICHHE
UMMYHOOHKOJIOTHYECKOTO TE€PAIIEBTHUECKOTO areHTa, KaK OMUCAHO BBILIE.

B HEeKoTOpBbIX BapHaHTaX OCYLIECTBICHHsS M300pPETEHHE PACKPBIBAET CIIOCOOBI JIEUEHUs
Wi NpopWIAKTUKA  XPOHHYECKOW HWH(EKIHH, BKIOYAOIIHE BBEACHHE CYOBEKTY,
HYXXJAIOIIEMyCsl B 3TOM, TepaneBTUYeCKU 3((PEKTUBHOTO KOJIMYECTBA COEAUHEHHs IO
HacTosmemMy u3o0perenuto (Hampumep, coeauHenus (opmynsl (1)) wim dapmareBTHUECKON
KOMITIO3ULIMH, COAepKaLUN yKa3aHHOE COeTUHEHUE.

B HekoTOphIX BapHaHTaX OCYINECTBJIICHHS XpOHWUYECKas WHGEKIus BblOpaHa U3
UHQEKIINH MOYEBOTO IMy3bIpsi, CHHAPOMA XPOHUYECKOH YCTaIOCTH, LIUTOMETaJOBUPYCa/BHPYCa
Omnurreiina-bapp, ¢ubpommanruu, Bupyca rematura B (HBV), Bupyca rematura C (HCV),
Bupyca BUY/CIIM/Ia, MukoruiazMeHHONH HHPEeKIH 1 HHYEKIUNA MOYEBBIBOISIINX ITyTEH.

B HeKkoTOphIX BapHaHTax OCYIIECTBJIICHUS CHOCOO JIeYeHUsT WM TPOQPHIAKTHKH
XPOHHYECKOW  MH(EKUWH  JOTMOJHHUTENBHO  BKJIIOYaeT  COBMECTHOE  TNPHUMEHEHHE
UMMYHOOHKOJIOTHYECKOTO TE€PAIIEBTHUECKOTO areHTa, KaK OMUCAHO BBILIE.

B HexoTOphIX BapuaHTaX OCYIIECTBJIEHUS M300pPETEHHE PACKPBIBAET CIIOCO0 JIEUSHHS
WIA TpefoTBpalieHns 3a00JeBaHUS] WM COCTOSIHUS, CBS3aHHOTO C SKCIpecChuedl Wim
aKTUBHOCTBIO apruHasbl I, apruHasel Il mnm mx koMOWHanuu y cyObeKkTa, BKIFOYAIOIIHN
NPUMEHEHHE Y CyObeKTa TeparneBTuIecku 3(pPEeKTHBHOTO KOJIMYECTBA [0 MEHBINEH Mepe OTHOTO
u3 ¢popmynsl (1) unm ero papMareBTHUECKH PUEMIIEMOH COJIM HJIA CTEPEOH30MeEpa.

B HeKOTOpBIX BapHaHTaX OCYIIECTBJICHHS 3a00JE€BaHME WM COCTOSIHHE BBIOPAHO M3

CEPAEYHO-COCYAUCTBIX HAPYIIEHUH, CEKCYaJIbHBIX PACCTPOMCTB, HAPYIIECHHUN 3a>KUBJICHUS PaH,
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JKEJTyI0YHO-KHUIIEYHbIX PACCTPOMNCTB, ayTOMMMYHHBIX PAacCTPONCTB, HMMYHHBIX PacCTpPOICTB,
UHQEKIHHA, JETOYHBIX PACCTPONCTB U FeMOJUTUIECKUX PACCTPONCTB.

B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHHUs 3a00J€BaHUE WM COCTOSIHHE MPEINCTABIISET
co0OM cepleduHO-COCYAUCTOE PACCTPONCTBO, BEIOPAHHOE U3 CUCTEMHON THIIEPTEH3UH, JIETOYHOM
aprepuanbHoil runeprersuu (JIAD), nero4Hoii aprepuaibHON THIIEPTOHUN Ha OOJIBIION BBICOTE,
uimemMuieckoro penepgysnonHoro (MP) nospexxaenus, napapkra MHOKapAa U aTePOCKIIepo3a.

B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHHUs 3a00J€BaHUE MM COCTOSIHHE IPENCTaBIISET
co0O0¥i JIErOYHYI0 apTepuaNbHyro runeprensuro (JIAD).

B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHHUs 3a00J€BaHUE MM COCTOSIHHE IPENCTaBIISET
coboit nHpapkT MUOKapIIa WIH aTEPOCKIIEPO3.

B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHHUs 3a00J€BaHUE MM COCTOSIHHE IPENCTaBIISET
co0O JIEroYHOE PacCTPONCTBO, BHIOPAHHOE W3 XUMHUYECKH WHAYIMPOBAHHOTO (PUOPO3a JIETKHX,
UIOTIATUYECKOTO JIETOYHOTO Pudpo3a, MyKOBUCIIMI03a, XPOHUIECKONH OOCTPYKTUBHOM 0OJIE3HH
nerkux (XOBJI) u acTMsl.

B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHHUs 3a00Je€BaHUE WM COCTOSIHHE IPENCTaBIISET
co00li ayTOMMMYHHOE PacCTPONCTBO, BBIOpAaHHOE M3 HHIIE(aTOMUENNTA, PACCETHHOTO CKIIEpPO3a,
aHTH(OCHOTUIHUIHOTO CHHAPOMA |, ayTOMMMYHHOH T'€MOJIMTHUECKOW aHEMHH, XPOHHUYECKOU
BOCHIAJINTEIBHON  JEMHEIMHM3HPYIOIIEH  MOJHPAAUKYJIOHEBPONATHH,  reprneTH(GPOPMHOTO
IepMaTuTa, IePMAaTOMUO3UTA, MHACTEHHM TpaBHC, NeM(pUryca, PEBMAaTOMIHOIO AapTpUTa,
CHHIpPOMAa MBIIIEYHOH CKOBAHHOCTH, auadera | Tuma, aHKUJIO3WPYIOIIErO CIOHIWINTA,
NapoKCU3MaibHOW  HOUHOW  remorynoOunypun (ITHI), mapokcu3manbHOH — XOJIOIOBOU
reMOTJIOOMHYPHUH, TSDKENOW MIANONMATHUYECKOH ayTOMMMYHHOM T'eéMOJMTHYECKON aHeMuH Hu
cunapoma I'ynnacuepa.

B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHHUs 3a00Je€BaHUE WM COCTOSIHHE IPENCTaBIISET
co0Ol MMMYHHOE PacCTPOMCTBO, BBIOPAHHOE M3 OMOCPENOBAHHONH MHUENOMIHBIMU KJIETKAMH-
cynpeccopamu (MDSC) T-knerouHol muCQyHKIUH, BHPyCa HMMYHOAe(UIIUTa HEIOBEKa
(BHY), ayrouMMyHHOTO 3HIE()ATOMHUEINTA U peaknu TpaHcdysuu ¢ omndkoit ABO.

B HEKOTOpBIX BapuaHTax OCYLIECTBIIEHHs 3a00JI€BaHUE WM COCTOSIHUE MPEICTaBISIET
coOOl OMOCpPEeNOBaHHYI0 MHEJIOUAHBIMHU KieTkamu-cynpeccopamu (MDSC) T-xnerounyro
TUCQYHKITHIO.

B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHHUs 3a00Je€BaHUE WM COCTOSIHHE IPENCTaBIISET
cOOOM TreMOJUTHYECKOE pPacCTPOICTBO, BBIOPAHHOE M3 CEPIIOBUIHO-KIETOUYHOW aHEMUH,
TAJaCCeMHM, HACIEICTBEHHOro C(epommTo3a, CTOMATOLMTO3a, MHKPOAHTHONMATHYECKON
IeMOJINTUYECKOW aHeMuw;, AeuuuTa NHPYBATKWHA3bI, aHEMHUH, BBI3BAHHONW WH(QEKIHEH;

dHCMHU, BBI3BAHHOI1 CEPACYHO-JICTOYHBIM IIYHTOM W MEXaHUYCCKUM CEPACYHBIM KJIallaHOM, U
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XMUMHYECKH MHAYLUPOBAHHON aHEMUH.

B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHHUs 3a00Je€BaHUE WM COCTOSIHHE IPENCTaBIISET
COOOH  JKeNyJOYHO-KHUIIEUHOE pACCTPOHCTBO, BBIOPAHHOE M3 PACCTPOMCTB  IKEyIOYHO-
KUIIEYHOH MOTOPHUKH, paka >KeNy/AKa, BOCHAIUTENBPHOrO 3a00JIeBaHMs KUIIEYHHKA, OOJIE3HU
KpoHna, sS13BE€HHOTO KOJIUTA U SI3BEHHON OOJIE3HH JKeTyaKa.

B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHHUs 3a00J€BaHUE MM COCTOSIHHE IPENCTaBIISET
co0oll cekcyallbHOE pacCTPOMCTBO, BbIOpaHHOe u3 0Ooje3Hu [lelipoHM U 3PEKTUIILHOM
IUChHYHKIIH.

B HEKOTOpBIX BapuaHTax OCYLIECTBIIEHHs 3a00JI€BaHUE WM COCTOSIHUE MPEICTaBISIET
coOoii moBpexxaenue npu umemun/penepdysun (MP), seiopannoe u3 UP neyenn, P nouku u
HP muoxapaa.

B HeKkOTOpBIX BapHaHTaX OCYIIECTBJICHHUS 3a00JEBaHME WM COCTOSIHME BBIOPAHO M3
BOCHAJICHUsI TOYEK, TIcOpHasa, JICHIIMaHHO3a, HEHPOJEreHEepPaTUBHBIX  3a00JIEBAaHH,
3aKUBJIICHUSl paH, BUpyca ummyHonedumnura uenoseka (BMY), Bupyca rematura B (HBV),
uHpexuit H.pylori, ¢pubpo3HBIX paccTpONCTB, apTpuTa, KaHAUI03a, MapOJOHTO3a, KEJIOHIOB,
aICHOTOH3WUISIPHOH 00J1e3HH, adypruKaHCKOH COHHOM OosiesHu u 6ose3nu [laraca.

B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHHUs 3a00J€BaHUE MM COCTOSIHHE IPENCTABIISET
coOOl HapyUIeHHe 3a)XKUBJICHUS paH, BBIOPAHHOE W3 3aKUBJICHHUS WHQPHUIUPOBAHHBIX U
HEMH(pULMPOBAHHBIX PaH.

B HekOoTOpBIX BapHaHTaX OCYIIECTBJICHUS PEXXHM KOMOWHUPOBAHHON TEPAIUM SIBISIETCS
bosnee >PPeKTHBHBIM, UM PEXKHUM TEParid MHTHOUTOPOM apruHa3bl B Ka4eCTBE OTIEJIBHOTO
areHTa WM PEXHM TEParuu IOTOJHUTENbHBIM XUMHOTEPANIEBTUYECKUM areHTOM B KadeCTBE
€IMHCTBEHHOTO areHTa.

Kombunayuu unzubumopoe ap2unaswvl no uzocbpemenuto ¢ uneubumopamu IDO

Hzo0pererne npenocTaBisieT CrocoObl JISUeHUST UM MPOPUIAKTHKN paka y CyOBeKTa,
BKJIFOYAOLIHE COBMECTHOE BBEEHHE CYOBEKTY, HYKIAIOLUIEMYCsl B TOM, HHIHOUTOpA apruHa3bl
dopmysl (1) (kotoperii Bkirowaet coeaunenus popmyan (1), (I7), ('), (I*), (Ia), (Ib), (Ic), (Id),
(Ie), (If), (Ig) u (Ih)) m wmarubutopa IDO. HUurudtmropom IDO moxeT ObITH COEAMHEHUE,
packpbiToe B HM300peTeHHMH, WM COEAMHEHHE, HMEIoIlee CTPYKTypy Jro0oit u3 ¢opmyn,
pPaCKpBITBIX B JAaHHOM JOKyMeHTe. B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHUs] CIIOCOOBI
JOTOJHUTEIBHO BKJIFOUAIOT COBMECTHOE BBEIECHHE OJHOIO MJIM HECKOJBKHX JOTOJHUTEIbHBIX
XHUMHOTEPANEBTUYECKUX areHTOB.

B HEKOTOpBIX BapHaHTaX OCYINECTBJICHHS CYOBEKT SIBJISIETCS] YETIOBEKOM.

H3obpereHne MOMOTHATETHFHO 00eceunBaeT hapMaleBTHUeCKUe HA0OPHI, BKITIOYAIOLITHE

uHru6urop IDO, narndurtop apruxasel ¢opmynsl (I) u, mpu HEOOXOAMMOCTH, UHCTPYKLUH O
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TOM, Kak BBOAUTb UHruoutop IDO 1 MHrHOUTOp apruHasbL

B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
SMAKANOCTAT, HOpPXapMaH, pO3MAPUHOBYI0 KHCJIOTY, |-MeTmnTpuntodaH, NPOU3BOAHOE
tpunrodana, uHAokcuMon mwin NLGO19 wmmm ux ¢dapmaueBTudecku npuemiemsie coiau. B
HEKOTOPBIX BapHaHTax ocymectsienus uarudbutop IDO mpencrasnsier coboit snmakanocrar. B
HEKOTOPBIX BapuaHTax ocyuiectsieHust nHrudutop IDO umeer cTpykTypy rodoit u3 dopmy,
PACKPBITBIX B HACTOSIIEH 3asBKe. B HEKOTOpBIX BapuaHTax OcCyluiecTBieHuss uHruomrop IDO
npencTaBisier cobol coequHeHue 00 U3 GopMyIT, paCKPBITHIX B HACTOSIIIEH 3asiBKE.

IMonxopsiimue wHruOutopbl IDO 1ms MCHONB30BAaHUS B KOMIIO3HMIHSX W CHOCO0aXx,
PACKPBITBIX B AAaHHOM JOKYMEHTE, OMHCAaHbl B MyOJUKALMsIX MaTeHTHbIX 3asBok CIIIA NeNe
20160158353, US2015353546, US2015291632, US2015218186, US2015291557,
US2015246898, US2016002242, US2016015712, US2016166574, US20150; Ilatentax CIIA
NeNe 8748461, 9309273, 8809378, 8883797, 8669274, 8389543, 9447073, 9150527, 9056855,
8987315, 9409914, 9120804, 9073944, 9320735, 9023851; Ilyonmukauusx 3asBok PCT NeNe
WO02016059412, WO2016051181, WO2016057986, WO2016196890; u Esponeiickux
nareHTHeIX nybOnukanmsx Ne EP2804858, EP2563771; koTopele BKJIOYEHBI B HACTOSIIEE
OIMCAHUE B KAYECTBE CCBUIKU BO BCEH UX MOJHOTE U, B YACTHOCTH, JUIsl CTPYKTYP COCIUHEHHUH,
PaCKpBITBHIX B HUX.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboit marnburoper IDO, ommcannbie B marente CIIIA Ne 7767675, KOTOpbIH BKIIIOYEH B
HACTOsILlee ONMUCAHWE TMOCPEACTBOM CCBUIKM BO BCEH IOJHOTE. B HEKOTOpBIX BapHaHTax
ocymecteienust uaruourop IDO mpencrasnsier coboii coemuHenne ¢opmynsl (II) wmm ero
(bapMareBTHUECKH PUEMIIEMYIO COJIb:

—cyt
i

e K
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\N Ty

R? ®opmymna (II).

B HekoTopeIx BapmaHTax ocyuiectBieHuss uHruomrop IDO mpencrasnsier coOoii
COeAMHEeHNe, BbIOpaHHOE W3 OAHOM u3 ciepyromux ¢GopMmys, WIH ero (apMaleBTUYECKH

NMPUEMIIEMYHO COJIb:

®opmyna (11a);
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®opmymna (1Ib);
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OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM

®opwmyna (1Ig).

SIBIITFOTCST TAKUMH, Kak onrucaHo B mateHte CIIIA Ne 7767675.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPBITHIX B JAHHOM JJOKYMEHTE, MPEICTABIISIOT
coboit maruburoper IDO, ommcannbie B matente CIIIA Ne 8088803, koTOpbIli BKIIIOUEH B
HaCTOSILUMN JOKYMEHT IOCPEICTBOM CCBUIKM BO BCel NOJHOTEe. B HEKOTOphIX BapuaHTax
ocymectsieHust uaruoutop IDO mpencrasnsier coboit coenuuaenue Qopmyner (III) wmm ero

(apmaneBTHUECKH IPUEMIIEMYIO COJIb:
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o7 dopwmya (I1I),

B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
coennHeHue, BeiOpanHoe u3 ¢opmyn F15, F19 u F28, unn ero papmMaueBTHIECKH TPUEMIIEMYIO

COJIb:

Dopmyna F15;

o ®opmyna F19; u

LN %/\M:’ , N o

K dopmyna F28.

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBIITFOTCST TAKUMH, Kak omrcano B mateHTe CIIIA Ne 8088803,

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboit maruburoper IDO, ommcannbie B matente CIIIA Ne 8377976, koTopblli BKIIIOYEH B
HaCTOSILUMN JOKYMEHT IOCPEICTBOM CCBUIKM BO BCel NOJHOTEe. B HEKOTOphIX BapuaHTax
ocymectsieHust nHruourop IDO mpexncraisier coboii coeamuenue ¢opmyasl (IV) wmm ero

(apmaneBTHUECKH IPUEMIIEMYIO COJIb:

H -
X—W Dopmyna (IV).
B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
COCIMHEHNe, BBIOpAaHHOE W3 OJHOW M3 cienyroimux (opmyn, wim ero (apmauneBTHYeCKH

NMPUEMIIEMYHO COJIb:
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OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBIITFOTCST TAKUMH, Kak omrcaHo B mateHTe CIIIA Ne 8377976.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboit maruburopsr IDO, omucanuvie B marente CIIIA Ne 8507541, KOTOpBIA HACTOSIIHM
BKJIFOYEH B HAcTosee M300peTeHHe MOCPEACTBOM CCBUIKM BO BCEH IMOJIHOTE. B HEKOTOPBIX
BapuaHTax ocyuiectsieHuss uaruoutop IDO mpencrasnsier coboli coenunenune Gopmyst (V)
WK ero (papManeBTUIECKH MPUEMIIEMYIO COJIb!

E
RD%N
RN I AN
XY _,(
R? @opmyna (V).

B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit

COCIMHEHNe, BBIOpAaHHOE W3 OJHOW M3 cienyroimux (opmyn, wim ero (apmauneBTHYeCKH

NMPUEMIIEMYHO COJIb:

Rl’CI)opMyna (Va);



42

R @opmyna (Vb);

R? R

®opwmyna (Ve); u

R R @opwmyna (Vd).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBIITFOTCST TAKUMH, Kak omrucaHo B mateHTe CIIIA Ne 8507541.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPBITHIX B JAHHOM JOKYMEHTE, MPENCTABIISIOT
coboit maruburopsr IDO, omucanuvie B marente CIIIA Noe 9321755, kOTOpBIH HACTOSIIHM
BKJIFOYEH B JaHHOE H300peTeHHe TOCPEACTBOM CCBUIKM BO BCEW NOJHOTE. B HEKOTOpPBIX
BapuaHTax ocymectieHus uHruoutop IDO mpencrasisier coboit coenunenue Gopmyst (VI)
WK ero (papManeBTUYECKH MPUEMIIEMYIO COJIb:

N on .
0 0
%J § | /@
N SN N Br
- H / \ =1

N N

\O/"

Dopmyna (VI).
B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
coenuHeHue, BeiOpannoe u3 dopmyn F5, F8 F10, F15, F16, F17, F18, F19 u F20, umu ero

(apmaneBTHUECKH IPUEMIIEMYIO COJIb:

®opmyna F5;



Dopmyna F8;

AV
HN"}{\‘ ,/”\.,‘/ 7___("\>:
f '\ ;

F ®opmyna F10;

8
‘\"@ »37
R0 ? ?”"A\ “HO,
R R! ®opmyna F15;
O =0 (
\kgy K ﬁ >~;z}
; I /N
! ! N N
L¥]
Br
E ®opmyna F16;
0 Iy
‘*w"
;::' i‘ JOMe
Ly ‘N N
i If

OMe ®opmyna F17,

Dopmyna F18;



®opmyna F19; u

o x-0

LY 1 >¢:.=%ﬂ

s, L}.«"'

F dopmymna F20.

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBIITFOTCST TAKUMH, Kak omrucano B mateHte CIIIA Ne 9321755.

B HekoTOpBIX BapWaHTax OCYIIECTBJIEHUs mnoaxomsdmue uHruoutopelr IDO  mns
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboit maruburopsr IDO, omucanuvie B marente CIIIA No 8748469, kOTOpBIH HACTOSIIHM
BKJIIOUEH B HACTOsillee OMMCAaHHE MOCPEACTBOM CCBUIKM BO BCell mosHoTe. B HekoTOphIX
BapHaHTax ocymectsienus naruourop IDO mpencrasnsier coboli coenunenne Gopmyansl (VII),

dbopmyinsl (VIII) unm ero papmMarieBTHIECKH MPUEMIIEMYIO COJIb!

JiE
4
I/ﬂ
e
R

@opmyna (VII); unm

Dopmymna (VIII).
B HekoTopeIx BapmaHTax ocyuiectBieHuss uHruomrop IDO mpencrasnsier coOoii
COeAMHEeHNe, BbIOpaHHOE W3 OAHOM u3 ciepyromux ¢GopMmys, WIH ero (apMaleBTUYECKH

NMPUEMIIEMYHO COJIb:

Dopmyna (IXa),
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Bt

’N‘/ .

{R2), ®opmyia (IXb);
N

ﬁ\>_
HN_ / Dopmyaa (IXc),

®opmyna (IXd);

q)opMy_]'[a (IXG),

L
(R, Popmymna (IXf);
H
B
| y— R
N/
R*
®opwmyna (IXg);

q)opMy_]'[a (IXh),

@opmyaa (IXi);

dopmyna (IXj);



qu"/
~ %‘% Dopm
] ’ yna (IXk)
i
HN =X N
- . pmyna (IX
’ ) I);
1A
. . Dop
M\ myna (IX
- ) m);

D
(6]
pM
yna (
IXn
);

do
pM
yna (
IX
p);

D
opM
yna (
IX
Q;

D
[¢)
M
yaa (
IXr);

do
pM
yia (
IX
s);



47

rl
/
M

N / dopmyna (IXt);

Dopmyna (IXu);
by
=
HN~_ ¢/
Dopmyrna (IXv),
H
N

()
N‘\); Dopmyna (IXw);
N
o
HN / Dopmyia (IXx);

Dopmyna (IXy);

dopmyna (IXz),

®opmyna (IXaa);

R]
/
e
| \ P
vt N\ A
/ R {;'N q)opMy_]'[a (IXab),
@-
HM w, / ®opmyna (IXac),
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Il/ R}
~ Dopmymna (IXad);
(R, :
Dopmymna (IXae),
'N
~
HN -l \\(Rglfl\

* dopwmyna (IXaf);

B ®opmyna (IXai);

Dopmyina (IXaj);

Dopmymna (IXak);

Dopmymna (IXal);
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®opmyna (IXam);

R ®opmyna (IXan);,
N
L>— RS
= ®opmyna (IXao);
A

s
i) R
' / dopmyna (IXap);

RN

R ®opmyna (IXaq);

i
®opmyna (IXas);

o
s ®opmyna (IXat);

v
ﬁ/ Ve

@opmyna (IXau);
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N

“/ N—rS
/ @opmyna (IXav);
@opmyna (IXaw),

)

N / ®opmyna (IXax);

S
—_—

Em‘\/}_

Dopmyna (IXay); u

\*"E*N Dopmyna (IXaz).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJISIOTCSI TAKUMH, Kak onrcaHo B natenTe CIIIA Ne 8748469.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii mHrubmropel IDO, omnucannbie B matente CIIA No 9260434, kOTOpBIH BKIIOYEH B
HaCTOsILI[ee OMNMCAHME IOCPENCTBOM CChUIKM BO BCeil MoJHOTe. B HEKOTOpBIX BapuaHTax
ocymecteieHust uaruoutop IDO mpencrasnsier coboii coenmuenue Qopmynsl (X) wiu ero

(apmaneBTHUECKH IPUEMIIEMYIO COJIb:

R,

Dopmyna (X).
B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
COCIMHEHNe, BBIOpAaHHOE W3 OJHOW M3 cienyroimux (opmyn, wim ero (apmauneBTHYeCKH

NMPUEMIIEMYHO COJIb:
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Dopmyna (Xa);

Dopmyna (Xc);

Dopmyna (Xd);,

®opmyna (Xe);

Dopmyna (Xf),
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K&

”““I{Z

N ®opmyia (Xg);

[

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM

®opwmyna (Xh).

SIBJISIOTCSI TAKUMH, Kak onrcaHo B natenTe CIIIA Ne 9260434,

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JTOKYMEHTE, MPENCTaBISIOT
coboit marnburopsr IDO, omucanusie B marente CIIIA Ne 9120804, kOTOpBIH HACTOSIIHM
BKJIIOUEH B OIMCAaHHME IOCPEIACTBOM CCbUIKM BO BCeH MoiHOTe. B HeEKOTOphIX BapuaHTax
ocymectsieHust uHruourop IDO mpencraBusier coboi coempmHeHune ¢opmynsl (XI) wmu ero

(apmaneBTHUECKH IPUEMIIEMYIO COJIb:

B dopmyia (XI).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJISIOTCSI TAKUMH, Kak onucaHo B natente CIIIA Ne 9120804,

B HekoTOpBIX BapWaHTax OCYIIECTBJIEHUs mnoaxomsamue uHruouropel IDO  mns
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marunOuTopsl IDO, onucanable B mateHtHOM mybOmukanmu CIIA Ne 2008/0146624,
KOTOpasi BKJIOYEHA B HACTOSILIMN JOKYMEHT IIOCPEICTBOM CChUIKM BO Bceil mosHoTe. B
HEKOTOPBbIX BapUaHTax ocymecTBieHuss uHrubutop IDO mnpexncrasisier coOol coemnnHEHHE

dopmyasl (XII), (XIII) umu ero dpapMareBTHUECKH TPUEMIIEMYEO COJIb:

RO

R! ‘?"N
'\N Vs
Am[,/ T
/A
W, U

/ =
N ®opmyna (XII); unn



R >
AN
/ {
A =T, e ] T
LN

P
V' ®opmyna (XIII).

B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
COeAMHEeHNe, BbIOpaHHOE W3 OAHOM u3 cieayrmux (GopMyls, Win ero ¢apMaueBTHUECKH

NMPUEMIIEMYHO COJIb:

R! ‘z’N
»
A T
o\
W\ ,;,,U

V. @opmyna (XIVa),

)
' ®opmyna (XIVb);

®opmyna (XIVe),

5
N ®opmyna (XIVe);

N ~
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4 Popmyna (XIVY);

Dopmyna (XIVg);

®opmyna (XIVh);

~
N dopmyina (XIVi);

" ®opmyna (XIV));
)
%

/ Dopmyna (XIVI);
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r! ‘%'N
.
W,
/
Ay ], —
N\\\ 5

-
N @opmyna (XIVm);

N ®opmyna (XIVq); u

RO
R! e
\N Y,
/
A—L —

I‘M‘\\*"v‘”S)CI)opMyna (XIVr).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIEOTCS] TAKMMH, Kak onucano B myOnunkanmuu narenta CIIIA Ne 2008/0146624.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUSI B KOMIIO3HMLMSAX M CMoco0axX, pPacKpbITBIX B HACTOALIEM JOKYMEHTE,
npeacTaBisiroT codoit mHrubutoper IDO, onmcanHele B mateHTHOH nyOmukanun CIIA Ne
2008/0182882, koTopasi BKJIIOYEHA B HACTOSIIMIA JOKYMEHT IMOCPEICTBOM CCBUIKA BO BCeH

nosHoTe. B HeKoTOpbhIX BapuaHTax ocymecteieHus: uHruoutop IDO mpencrasnser coboit



56

coenuHeHue Gopmybl (XV) win ero papMaleBTHISCKH TPUEMIIEMYIO COJTb:

OR

Dopmyna (XV).
B HekoTopeIx BapmaHTax ocymiectBieHuss unruoumrop IDO mpencraBnsier coOoif

coenuHenue Gopmyisl (XVa), hopmyinsl (XVb) miu ero ¢papManeBTHUECKU MPUEMIIEMYIO COJTb:

@opmyna (XVa), wiu

F
N R/
Q \ N/
L&
N/ \N
'\Q/

Dopmyna (XVb).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIEOTCS] TAKMMH, KaK onucano B myOnunkanuu narenta CIITA Ne 2008/0182882.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marudutopsl IDO, onucanable B mateHtHo# mybOmukanmn CIIA Ne 2007/0203140,
KOTOpasi BKJIIOUEHA B HACTOsIEE ONHMCAHUE IOCPEACTBOM CCBUIKM BO BCEH MNOJHOTE. B
HEKOTOPBIX BapuaHTax ocymecTBieHuss uHruobutop IDO mpencraBisier coOoll coemnuHEHHE

dopmyinbl (XVI) wnu ero ¢papmaneBTUYECKH MPUEMIIEMYIO COJIb:

OH
N,ﬂ"

AN /L fR&

N N

H |

RB
Dopmyna (XVI).
OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIEOTCS] TAKMMH, Kak onucano B myonukarnmu narenta CIIIA Ne 2007/0203140.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT

coboii maruduTopel IDO, onucanneie B myOnmukanun mareHta CIITA Ne 2008/0119491. B
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HEKOTOPBIX BapuaHTax ocymecTBieHuss uHruobutop IDO mpencraBisier coOoll coemnuHEHHE

dopmyibl (XVII) unu ero papmManeBTHIECKH TPUEMIIEMYIO COJTb:

RO,

B HekoTopeIx BapmaHTax ocyuiectBieHuss uHruomrop IDO mpencrasnsier coOoii
COeAMHEeHNe, BbIOpaHHOE W3 OAHOM u3 ciepyromux ¢GopMmys, WIH ero (apMaleBTUYECKH

NMPUEMIIEMYHO COJIb:

P
®opmyna (XVIId),
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i
ol
Ry [ AN
i
A Z :
A N ®opmyna (XVIIi);
RO,
v,
~u , i =
|
Tt e
A N ®opmyna (XVII));

®opmyna (XVII); u

®opmyna (XVIIm).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIFOTCS] TAKMMH, Kak onucano B myonukarmu narenta CIITA Ne 2008/0119491.

B HekoTOpBIX BapWaHTax OCYIIECTBJIEHUs mnoaxomsdmue uHruoutopelr IDO  mns
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii maruduTopsl IDO, onucanabie B mateHtHOM mybOmukanmn CIIA Ne 2016/0289238,
KOTOpasi BKJKYEHA B HACTOSIUN OKYMEHT IOCPEACTBOM CCBUIKM BO BCEeH MNOJHOTE. B

HEKOTOPBIX BapuaHTax ocymecTBieHuss uHruobutop IDO mpencraBisier coOoll coemnuHEHHE
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dbopmyinbl (XVIII) unm ero papmMarieBTHIECKH MPUEMIIEMYIO COJIb!

(R

NC

R //Y
V=2  ®opmyna (XVIII).

B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
COeAMHEeHNe, BbIOpaHHOE W3 OAHOM u3 cieayrmux (GopMmyls, Win ero ¢apMaleBTUYeCKH

NMPUEMIIEMYHO COJIb:

”}y
U=Z  @opmyna (XVIIla);

@opmyna (XVIIIb),

/
N—~Z  dopmyna (XVIIIc);

®opmyna (XVIIId);

@opmyna (XVIlle);
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@opmyna (XVIIIL);

@opmyna (XVIIIg);

Mo
@opmyna (XVIIIh),
@opmyna (XVIII);

mv\\\‘Q\T \/\\ 0 ~

Dopmyna (XVII);

2

.\“\\CL\/L
- OH
®opmyna (XVIIIk);

\\“\Q%
OH

@opmyna (XVIII);



61

@opmyna (XVIIm);,

@opmyna (XVIIIn),

®Dopmyia (XVIIp).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIIOTCS] TAKMMH, Kak onucano B myOnunkanuu narenta CIITA Ne 2016/0289238.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marunOuTopel IDO, onucanabie B mateHtHOM mybOmukanmum CIIA Ne 2016/0229843,
KOTOpasi BKJKYEHA B HACTOSIUN OKYMEHT MOCPEACTBOM CCBUIKM BO BCEeH MNOJHOTE. B
HEKOTOPBIX BapuaHTax ocymecTBieHuss uHruobutop IDO mpencraBisier coOoll coemnuHEHHE

dopmyinbl (XIX) win ero ¢papmMaeBTUYECKH MPUEMIIEMYIO COJIb:

N N
X
1~
Tz A

36

4
R ®opmyna (XIX).
B HekoTopeIx BapmaHTax ocyuiectBieHuss uHruomrop IDO mpencrasnsier coOoii
COeAMHEeHNe, BbIOpaHHOE W3 OAHOM u3 ciepyromux ¢GopMmys, WIH ero (apMaleBTUYECKH

NMPUEMIIEMYHO COJIb:



RS

Cy

Dopmyna (XIXa);

RS

Cy

®opmyna (XIXDb);

Dopmyna (XIXc);
Rﬁ
K'\I/g N R?
] 4
AN .
* R* Dopmyia (XIXd);

Dopmyna (XIXe);

R ®opmyna (XIXg);
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®opmyna (XIXh);

Rﬁ
Dopmyna (XIXi);

N N

B e / )
@N/H<

0 -

R4
Dopmyna (XIXj);

Dopmyna (XIXk);
Rﬁ
ZF %\% N R
R ] />__</ |
= N s ‘
w
R Dopmyna (XIXI);

‘,;4 [0))
opmyia (XIXm);

2

®opmyna (XIXn);
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R.f’?

W

R ®opmyna (XIXo);

Ri— |

Dopmyna (XIXp);

Dopmyna (XIXq);

®opmyna (XIXr); u

R ®opmyna (XIXs).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIFOTCS] TAKMMH, Kak onucano B myOnukarnmu narenta CIITA Ne 2016/0229843.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii maruOuTopsl IDO, onucanabie B mateHtHOM mnybOmukammu CIIA Ne 2016/0046596,
KOTOpasl BKJIKYEHAa B HACTOALIEE ONUCAHME IOCPENCTBOM CCBUIKM BO BCEH NOJAHOTE. B
HEKOTOPBIX BapuaHTax ocymecTBieHuss uHruobutop IDO mpencraBisier coOoll coemnuHEHHE

dopmyibl (XX) uiu ero papMarieBTHIECKH PUEMIIEMYIO COJIb!

Z
]
X TN
’n? \ NHa
XV\ x-’l/ Y

Dopmyna (XX).
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B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
COeAMHEeHNe, BbIOpaHHOE W3 OAHOM u3 ciepyromux ¢GopMmys, WIH ero (apMaleBTUYECKH

NMPUEMIIEMYHO COJIb:

Dopmyna (XXa);

Dopmymna (XXDb),
NRR®
Xl
XN
) \ NHz
X P s
x* Dopmyna (XXc);
SR3
¥l
ﬁ N\ NH,
X\ Y
i
X Dopmymna (XXd),
SR
Xl
A .
N
x4 - Dopmyna (XXe);
SR
Xl
X X
Wﬁ“ \ NH»
};f\ N
X ®opmyia (XXf);
OR®
Kl

h R NH,

Dopmyna (XXg);

NH,

Dopmyna (XXh);

;]‘jz A \ NHz

Dopmyna (XXi);
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NHR®
X 1
1§ NH,

Dopmyna (XXj);

Dopmyna (XX1);

2

Dopmyna (XXm);

Dopmyna (XXn);

NH,

Dopmyna (XXp);

Dopmyna (XXq);



Dopmyna (XXr);

Dopmyna (XXs);
R‘Q
Dopmyna (XXt);
Z.
Xl
X
1| A\ NH
X_Ii
~ X"‘/ Y O
0 R @opmyna (XXu); u
Q
3
oA
N o0 Rit
gl
b, R
H3 N\ NH
XK""X%-‘/ Y 0
O R" dopmyna (XXv).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIFOTCS] TAKMMH, Kak onucano B myOnukarmu narenta CIIIA Ne 2016/0046596.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPBITHIX B JAHHOM JOKYMEHTE, MPENCTABIISIOT
coboii marnduTops! IDO, onucannsie B nateHTHON myOnukammu CIIA Ne 2011/0053941 unm
2013/0289083, kOTOpbIE HACTOALINM BKJIIOYEHBI B HACTOSIEE OMUCAHUE MOCPENCTBOM CCBLIKH
BO Bcell mosiHOTe. B HEKOTOpBIX BapmaHTax ocymecTBieHuss mHruobutop IDO mpencrasisier
cobotii coequaenune gopmyiel (XXI), popmyner (XXII) unn ero ¢papManeBTHIECKH TPUEMIIEMYIO

COJIb:
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NH,

L
Ol
k Dopmyna (XXI); nnm
L NH,
Ol
Dopmyna (XXII).

B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
COeAMHEeHNe, BbIOpaHHOE W3 OAHOM M3 cueayromux (GopMyls, HWIH ero (apManeBTUYeCKH

NMPUEMIIEMYHO COJIb:

Dopmyna (XXIlla);

Dopmyna (XXIIIb),

Dopmyna (XXIIIc);

@opmyna (XXIIId);

Dopmyna (XXIIIf);



\R
()
0
pm
yna (X
X
I1Ti
1);

()
0
pm
yna (X
X
v
a)

()
0
pm
yna (X
X
IVb
);

()
0
pm
yna (X
X
v
C);

Gi
o
0
pM
yna (X
X
v
d);

R»é?
e N

et

p#
Z

RS
()
0
pm
yna (X
X
\Y
a);



. ®opmyia (XX VIa);

Dopmyna (XXVIb);

®opmyna (XXVIc);

®opmyna (XXVId),

@opmyna (XX Vle),

Dopmyna (XXVI);

Dopmyna (XXVIg);
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®opmyna (XXVIh);

Dopmyna (XXVIi);

NH

R4
Dopmyna (XXVI));

®opmyna (XXVIk);

NH

® Bopmyna (XXVII);

®opmyna (XXVIm);,

==a Popmyna (XVIla);

@opmyna (XXVIIb);
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@opmyna (XXVIId);

@opmyna (XX VIle);

®opmyna (XX VIIT);

Dopmyna (XXVIIg);

@opmyna (XXVIIh);

@opmyna (XXVIL);
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2 X
R Dopmyna (XX VIIIa):
R¥
. 7/
FQ
R? N
RY  dopmysa (XX VIIIb);
i
/
-
}::C’}
N
\ W
R Dopmyna (XX VIIIc);
RL s,
I P
R: 8 Dopmyna (XXVIIId);
R "
o)
)
- Z

Dopmymna (XX VIII);

2

Dopmyna (XX VIIIg);

N Dopmyna (XX VIIIh);

Dopmyna (XX VIIII);
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Dopmyna (XX VIIL);
@opmyna (XX VIIIk);
cg:\ | .
Ne—?
R*—'<\ m
Ny

R Dopmyita (XXVIII);

R! @opmyna (XX VIIIm),

rt
CI)opMy_]'[a (XXVIHII);

dopmysa (XXVIIIo);

i Z
R @opmyna (XX VIIp);

opmyna (XXVIIIq),;
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Dopmyna (XX VIIIr);
RI}
NN
l />-RT4
NN dopmya (XXVIIIs);
fR,-‘
R N
I }—I&”‘.
K
R dopmyna (XXVIILt);
B?
Rl
o 1
2 > ’/ 4
R z Dopmyna (XXVIIIu);
B
R* @opmyna (XX VIILV);

@opmyna (XXVIIlz);
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@opmyna (XX VIlaf);

Dopmyna (XX VIlag);
)

@opmyna (XX VIIIah),

®opmyna (XX VIIai);



%\% 3

Dopmyma (XX VIIla))
8
B X
Lﬂ )k Rl
I\ S \‘ﬁg s
e

Dopmyna (XX VIIIbw);

dopmyna (XX VIIak);

" ®opmyna (XX VIIIal),

X O
1. N
@opmyna (XX VIllam),

RL
* N
X 0 Dopmyna (XX VIlan);
X NH,
™
RL

X 0
= 1T TN

(R, """';'“
F Dopmyna (XX VIllap);

Dopmyna (XX VIlao);

Dopmyna (XX VIllaq);



dopmyna (XX VIlar);

R* Dopmyrna (XX VIllas);

Dopmyna (XX VIlat),

NH,

Dopmyna (XX VIllaw);



®opmyna (XX VIlay),

@opmyna (XX VIllaz);

Dopmyna (XXVIIIba); u

N
(R Dopmymna (XX VIIIbb).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SBJIIIOTCSL TaKMMHM, Kak omucaHo B myOmukanuu mnareHta CIIA Ne 2011/0053941 wnm
2013/0289083.

B HekoTOpBIX BapWaHTax OCYIIECTBJIEHUs mnoaxomsdmue uHruoutopelr IDO  mns
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marunduTopsl IDO, onucanabie B mateHtHo# mnybOmukanmn CIIA Ne 2016/0060266,
KOTOpasi BKJKYEHA B HACTOSIUNA OKYMEHT IMOCPEACTBOM CCBUIKM BO BCEeH MNOJHOTE. B
HEKOTOPBIX BapuaHTax ocymecTBieHuss uHruobutop IDO mpencraBisier coOoll coemnuHEHHE

dopmyibl (XXIX) wnum ero papmMaeBTUIECKH MPUEMIIEMYIO COJIb:
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Kooy

VN
W al

% 2t
v Dopmyna (XXIX).
B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
COeAMHEeHNe, BBIOpaHHOE U3 CcIeAyrImux (Gopmyn, win ero (GapMaLneBTHUECKU MPUEMIIEMYIO

COJIb:

Dopmyna (XXIXa);

Dopmyna (XXIXb);

Dopmyna (XXIXc);

Dopmyna (XXIXd),
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Dopmyna (XXIXe);

Dopmyna (XXIXY);

Dopmyna (XXIXg),

®opmyna (XXIXh);,

Dopmyna (XXIXj);
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Dopmyna (XXIXk),

N ‘
N ,
5 H -l ®opmyra (XXIXm);

®opmyna (XXIXn);

Dopmyna (XXIXo);

Dopmyna (XXIXp).
Onpenenenusi NepeMeHHBIX, BAapPHAHTBI OCYINECTBJICHHUS U CTPYKTYPhl COETUHEHHH

SIBJIIEOTCS] TAKMMH, Kak onucano B myonukarnmu narenta CIIIA Ne 2016/0060266.
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B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropel IDO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii mHruburopel IDO, omucanneie B mareHTHOW mnyOnmkammu CIIA Ne 2016/075711,
KOTOpasi BKJKYEHA B HACTOSIUN OKYMEHT IMOCPEACTBOM CCBUIKM BO BCEeH MNOJHOTE. B
HEKOTOPBIX BapuaHTax ocymecTBieHuss uHruobutop IDO mpencraBisier coOoll coemnuHEHHE

dopmyinbl (XXX) umu ero papMarieBTHIECKH MPUEMIIEMYIO COJIb!

T
" @opmyna (XXX).
B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
COCIMHEHNE, BBIOPAHHOE W3 COCAMHEHHUS CIEeAyoUmX (GopMysn MM ero (apmauneBTHYeCKU

MIPUEMIIEMOM COJIH:

7 mz‘;ﬁq)opMyna (XXXa);

N ®, dopmyna (XXXb);

N (R, ®opmyna (XXXc),

® dopmyma (XXXd)
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Rle ‘Rl‘f'
(R, Dopmyia (XXXe);

(R%), Dopmyna (XXXI),

®%) dopmyna (XXXg);

2

®? »®opmyna (XXXi),

N
()
Rl Rm ]

(B ®opmyna (XXXj);
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: * ( )
4 RM R“’

® dopmyna (XXXm);

gnl;)f,q)opMyna (XXXn);

R,
[\ T
o
™
N RJF»
\_s

®%Dopmyna (XXXo);

gl Rrle

®) dopmyna (XXXp);
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\ /L
4 ®redopmyna (XXXq);

td

\ 7+ R RE
/ cp o
®edopmyna (XXXr);

®% Dopmyna (XXXt);

®, Popmyna (XXXu);

®: Popmyma (XXXw);
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", q)opMy_]'[a (XXXX),

A

Dopmyna (XXXz); u

Dopmyna (XXXab).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIIOTCS] TAKMMH, KaK onucano B nmyOnnkanuu narenta CIIIA Ne 2016/075711.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, MPEACTABIISIOT
coboii marudutopsl IDO, onucanabie B mateHtHo# mybOmukanmn CIIA Ne 2016/0022619,
KOTOpasi BKJIOYEHA B HACTOSILIMN JOKYMEHT IIOCPEICTBOM CChUIKM BO Bceil mosHoTe. B
HEKOTOPBIX BapuaHTax ocymecTBieHuss uHrubutop IDO mpencrasmser coboii coenuHeHHE
dopmynsl (XXXI), coenunenne dopmynbl (XXXII) mnmu ero apmaneBTHUECKH NPUEMIIEMYIO

COJIb:

Dopmyna (XXXI); nnmu



Dopmyna (XXXII).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIEOTCS] TAKMMH, KaK onucano B myOnmkauuu nareHta CIITA Ne 2016/0022619.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marudutopsl IDO, onucanabie B mateHtHOM mnybOmukanmn CIIA Ne 2016/0060237,
KOTOpasl BKJIKYEHAa B HACTOALIEE ONUCAHME IOCPENCTBOM CCBUIKM BO BCEH NOJAHOTE. B
HEKOTOPBIX BapuaHTax ocymecTBieHuss uHruobutop IDO mpencraBisier coOoll coemnuHEHHE
bopmyasl (XXXIII), coennnenue Gopmyinl (XXXIV) unn ero gpapmManeBTHIECKH MPUEMIIEMYIO

COJIb:

Dopmyna (XXXIII); wmu
Lk
S e

X dopmyna (XXXIV).

Onpenenenusi NepeMeHHBIX, BAapPHAHTBI OCYINECTBJICHHUS U CTPYKTYPhl COETUHEHHH
SIBJIIEOTCS] TAKMMH, Kak onucano B myonukarmu narenta CIIIA Ne 2016/0060237.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTABISIOT
coboii maruduTopsl IDO, onucanabie B mateHtHOM mybOmukanmm CIIA Ne 2016/0137595,
KOTOpasi BKJIIOUEHAa B HACTOsAIIee ONMCAaHWE IIOCPEICTBOM CCBUIKM BO BCeH mosHOTEe. B
HEKOTOPBIX BapuaHTax ocymecTBieHuss uHrubutop IDO mpencrasmser coboii coenuHeHHE
bopmynsl (XXXV), coenunenne dopmyinsl (XXX VI) unn ero papmaneBTHIECKH TPUEMIIEMYIO

COJIb:

Dopmyna (XXXV); unn
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¥ ]

e e
S A

“OR’ Dopmya (XXXVI).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIEOTCS] TAKMMH, Kak onucano B myOimkauuu narenta CIITA Ne 2016/0137595.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marudutopsl IDO, onucanabie B mateHtHo# mnybOmukanmm CIIA Ne 2016/0143870,
KOTOpasl BKJIKYEHAa B HACTOALIEE ONUCAHME IOCPENCTBOM CCBUIKM BO BCEH NOJAHOTE. B
HEKOTOPBIX BapuaHTax ocymecTBieHuss uHruobutop IDO mpencraBisier coOoll coemnuHEHHE
dopmynsr  (XXXVII), coemmnenue ¢opmynsl (XXXVII) wmm ero QapmarneBTHdecKu

NMPUEMIIEMYHO COJIb:

RS Dopmysa (XXXVIID).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIFOTCS] TAKMMH, Kak onucano B myonukarnmu narenta CIIIA Ne 2016/0143870.

B HekoTOpBIX BapWaHTax OCYIIECTBJIEHUs mnoaxomsdmue uHruouropsl IDO  mis
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marudutopsl IDO, onucanabie B mateHtHOM mybOmukanun CIIA Ne 2016/0200674,
KOTOpasl BKJIKYEHAa B HACTOALIEE ONUCAHME IOCPENCTBOM CCBUIKM BO BCEH NOJAHOTE. B
HEKOTOPBbIX BapUaHTax ocymecTBieHuss uHrubutop IDO mnpexncraBmsier cobol coeanHEHHE
dopmynsl (XXXIX), coenunenune ¢opmynsl (XL) win ero ¢papManeBTHYECKH MPUEMIIEMYIO

COJIb:
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i1

i

NRTRP Popmyna (XXXIX); uau
o
N
ATEER
Waipt q)opMy_]'[a (XL)

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIFOTCS] TAKMMH, Kak onucano B myOimkarnmu narenta CIIIA Ne 2016/0200674.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marudutopsl IDO, onucanable B mateHtHoi mnybOmukammu CIIA Ne 2016/0289171,
KOTOpasi BKJKYEHA B HACTOSIUN OKYMEHT IMOCPEACTBOM CCBUIKM BO BCEeH MNOJHOTE. B
HEKOTOPBIX BapuaHTax ocymecTBieHuss uHruobutop IDO mpencraBisier coOoll coemnuHEHHE

dopmyasl (XLI), coennnenue popmyasl (XLII) wum ero papmaneBTHHECKH MPUEMIIEMYEO COJIb:

®opmyna (XLI); nnnm

Rs ®opmyaa (XLII).
OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIFOTCS] TAKMMH, Kak onucano B myOnukarnmu narenta CIIIA Ne 2016/0289171.
B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marundutopsl IDO, onucanabie B mateHtHo# mybOmukanmn CIIA Ne 2016/0137652,

KOTOpasa BKJIFOUCHA B HaCTOﬂH_II/Iﬁ AOKYMEHT MOCPEACTBOM CCbUIKHU BO BCell moyiHOTEe. B
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HEKOTOPBIX BapuaHTax ocymecTBieHuss uHruobutop IDO mpencraBisier coOoll coemnuHEHHE

dopmyinbl (XLIIT) wim ero ¢papmarieBTHUECKH PUEMIIEMYIO COJIb!

®opmyna (XLIII).
B HekoTopeIx BapmaHTax ocyuiectBieHuss uHruomrop IDO mpencraBnser coOoii
COeAMHEeHNe, BbIOpaHHOE W3 OAHOM u3 ciepyromux ¢GopMmys, WIH ero (apMaleBTUYECKH

NMPUEMIIEMYHO COJIb:

®opmyna (XLIIa),

®opmyna (XLIIIb);

®opmyna (XLIIc),
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®opmymna (XLIId);

®opmyna (XLIIe),

®opmyna (XLIIT);

®opmyna (XLIIg);

®opmyna (XLIITh);



93

®opmyna (XLII);

®opmyna (XLIL);

®opmyna (XLIIk);

dopmyna (XLIII);

2
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®opmyna (XLIIm);

®opmyna (XLIIn);

®opmyna (XLIo);

®opmyna (XLIp);
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®opmyna (XLIIq);

®opmyna (XLIIIr);

®opmyna (XLIIIs);

®opmyna (XLIIIt),
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®opmyna (XLIIu);

®opmyna (XLIIv);

®opmyna (XLIIw); u

®opmyna (XLIIx).
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OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIFOTCS] TAKMMH, Kak onucano B myOnukarmu narenta CIITA Ne 2016/0137652.

B HekoTOpBIX BapWaHTax OCYIIECTBJIEHUs mnoaxomsdmue uHruoutopelr IDO  mns
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marudutopsl IDO, onucanabie B mateHtHo# mybOmukanmn CIIA Ne 2016/0137653,
KOTOpasi BKJKYEHA B HACTOSIUN OKYMEHT IMOCPEACTBOM CCBUIKM BO BCEeH MNOJHOTE. B
HEKOTOPBIX BapuaHTax ocymecTBieHuss uHruobutop IDO mpencraBisier coOoll coemnuHEHHE

dopmyinbl (XLIV) unu ero GapmManeBTHIECKH TPUEMIIEMYIO COJIb:

@opmyna (XLIV).
B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
COCIMHEHNE, BBIOpAaHHOE M3 OJHOW M3 cienyrmux (opMmyn, Wid ero ¢apManeBTHUIECKH

NMPUEMIIEMYHO COJIb:

@opmyna (XLIVa),

®opmyna (XLIVD);

Dopmyna (XLIVc),
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Dopmyna (XLIVd);

®opmyna (XLIVe),

@opmyna (XLIVg);

®opmyna (XLIVh);

®opmyna (XLIVi);



Dopmyna (XLIVj);,

®opmyna (XLIVK);

®opmyna (XLIV]);

®opmyna (XLIVn).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIFOTCS] TAKMMH, Kak onucano B myonukarnmu narenta CIITA Ne 2016/0137653.

B HekoTOpBIX BapWaHTax OCYIIECTBJIEHUs mnoaxomsdmue uHruouropsl IDO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marudburtoper IDO, onucanueie B nmyonukanuu 3as8ku PCT Ne W0O2014141110, xotopast
BKJIFOUEHA B HACTOSILIUN JOKYMEHT IOCPEACTBOM CCBUIKM BO Bcell mojHoTe. B HekoTophIx
BapHuaHTax ocyuectsieHust naruoutop IDO npencrasnser coboit coenuaenne dopmynsl (XLV)

WU ero (hapMaLeBTHYECKH MPUEMIIEMYIO COJIb:



{‘ ‘4' ‘n
*
RN
(Y,
X
l’ ; NR‘BRZ
N dopmyna (XLV).

B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
COeAMHEeHNe, BBIOpAaHHOE M3 OAHOM M3 crieayromux Gopmyn, Wi ero (apManeBTUYECKH

NMPUEMIIEMYHO COJIb:

N dopmyna (XLVa)

"l NHR'
o0
R
N ®opmyna (XLVb);
- l"‘-“
.f( -‘ % ;
N SV .
- ~(R
RN O nrTRe
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|
N ®opmyina (XLVc);

@opmyna (XLVd);
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N Dopmyna (XLVe),
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Dopmyna (XLVH);

@opmyna (XLVg);

®opmyna (XLVh);

®opmyna (XLVi);

Dopmyna (XLVj);

®opmyna (XLVk);

@opmyna (XLVI);
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Dopmyna (XLVt);

@opmyna (XLVu); u

@opmyna (XLVw).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIIOTCS] TAKMMH, Kak onrcano B myonmkauuu 3assku PCT Ne W02014141110.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marudurtopse! IDO, onucanubie B nmyonukanuu 3asBku PCT Ne W02016027241, xoropas
HACTOSIIUM BKJIFOYEHA B HACTOsALIEE OMUCAHME MOCPEACTBOM CCBUIKM BO BCeW mNoJHOTE. B
HEKOTOPBIX BapuaHTax ocymecTBieHuss uHruobutop IDO mpencraBisier coOoll coemnuHEHHE

dopmyinbl (XLVI) unu ero papmManeBTHIECKH TPUEMIIEMYIO COJIb!

N ®opmyna (XLVI).
B HekoTophIx BapmanTax ocymiectBieHust uaruourop IDO mpencrasmisier coboit
COeAMHEeHNe, BbIOpaHHOE W3 OAHOM u3 ciepyromux ¢GopMmys, WIH ero (apMaleBTUYECKH
PUEMJIEMYIO COJIb:

RZ
R‘l

N7 ™=
|
R4 Z /N =2
I ""'"RC-RG
OH i =
N

®opmyna (XLVIa),
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R2
3
R [ TN
AN
" OH . \O'"RC"RG
|l =
N ®opmyna (XLVIb);
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N7 ™=
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@opmyna (XLVIc),
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Dopmyna (XLVId);

Dopmyna (XLVIe); u

N
@opmyna (XLVIL).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIIOTCS] TAKMMH, Kak onrcado B myomukanmu 3assBku PCT Ne W02016027241.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPBITHIX B JAHHOM JOKYMEHTE, MPENCTABIISIOT
coboii marudurtoper IDO, onucanueie B nyonukanuu 3as8ku PCT Ne WO2016181348, xotopast
BKJIFOYEHA B HACTOALIUNA JOKYMEHT INOCPEACTBOM CCBUIKM BO BCEH MOJHOTE. B HEKOTOpBIX
BapHaHTax ocymectsierns uHruomrop IDO mnpexacraBiser coOoil coeamHeHue (HOPMYIIBI

(XLVII) mnm ero (papManieBTHIECKH MPUEMIIEMYIO COJIb!

®opmyna (XLVII).

B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
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COeAMHEeHNe, BbIOpaHHOE W3 OAHOM u3 ciepyromux ¢GopMmys, WIH ero (apMaleBTUYECKH

NMPUEMIIEMYHO COJIb:

®opmyna (XLVIla);

®opmyna (XLVIIb);

®opmyna (XLVIIc);

®opmyna (XLVIId);

@opmyna (XLVIIe).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIFOTCS] TAKMMH, Kak onucado B myomukanmu 3assBki PCT Ne W0O2016181348.

B HekoTOpBIX BapWaHTax OCYIIECTBJIEHUs mnoaxomsdmue uHruoutopelr IDO  mns
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marudurtoper IDO, onucanueie B nyonukanuu 3as8ku PCT Ne WO2016051181, xotopast
BKJIFOYEHA B HACTOALIUNA JOKYMEHT INOCPEACTBOM CCBUIKM BO BCEH MOJHOTE. B HEKOTOpBIX
BapMaHTax ocymectsieHns uHruomrop IDO mnpexacraBisier coOoil coenuHeHue (Gopmylibl

(XLIX) nnm ero papManeBTHYECKH MPUEMIIEMYIO COJIb:
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®opmyna (XLIX).

B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit

COeAMHEeHNe, BbIOpaHHOE W3 OAHOM u3 cieayrmux (GopMmyls, Win ero ¢apMauneBTHUECKH

NMPUEMIIEMYHO COJIb:

®opmyna (XLIXa);

®opmyna (XLIXb);

®opmyna (XLIXc);

@opmyna (XLIXd);

®opmyna (XLIXT),
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NT RS Dopmyna (XLIXg):

®opmyna (XLIXh);
/Y\.. /R1
X

Popmyna (XLIX1); u
1

N T

R—G |
N™ Sge Dopmyna (XLIXj).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIFOTCS] TAKMMH, Kak onucado B myomukanuu 3asssku PCT Ne WO2016051181.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJB30BAHUSI B KOMIIO3MLMSIX M CrnocobaxX, pacKpPbITBIX B HACTOALIEM JOKYMEHTE,
NpeAcTaBsiIoT coboli mHrubwuropsl IDO, omumcansble B nyOnukanuu 3asBku PCT  Ne
WO02016059412, koTopass HACTOSIIIUM BKJIIOUEHA B HACTOsIIIEE OMUCAHNE B KAYECTBE CChIJIKU BO
Bceil monHoTe. B HEKOTOpBIX BapuaHTax ocymectsieHus: nHruoutop IDO mpencrasnsier codoit

coenunenue Gopmyisl (L) umu ero papmMareBTHIECKH MPUEMIIEMYIO COJIb!

®opmyna (L).
B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
COEIMHEHNE, BBIOPAHHOE M3 CIEAYIOIUX (OPMYJ, WIH ero (papMaueBTUYECKH MPUEMIIEMYIO

COJIb:
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®opwmyna (Lh);

®opwmyna (L),

Dopmyna (Lj); u

®opwmyna (Lk).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIIOTCS] TAKMMH, Kak onrcano B myonukanmu 3asBku PCT Ne W02016059412.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marudurtoper IDO, onucanHeie B nyonukanuu 3as8ku PCT Ne WO2015119944, xotopast
COOTBETCTBYET HOMEpPY eBpomeiickoi mydnukanuu marenta; EP3102237, koTopbie HACTOSIIHM
BKJIFOYEHBbI B HACTOsILIEe OMMCAHUE NMOCPEACTBOM CCBIIKM BO BCEH NOJHOTE. B HEKOTOpBIX
BapuaHTax ocymectieHus uaruoutop IDO mpencrasnser coboit coenuaenue Gopmymsr (LI)

WU €ero (papMaLeBTHYECKU IPHEMIIEMYIO COJIb:

00 N ~OH
4 N L x
' N, N
O ®opmyna (LI).

B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
coennaeHue, BbiOpanHoe u3 Gopmynsl (LII) u dopmyner (LII), unmu ero ¢apmanesruyecku

NMPUEMIIEMYHO COJIb:
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®opmyna (LI); u

R* ®opmyna (LIIL).

OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM

SIBJIIFOTCS] TAKMMH, Kak onucado B myomukanuu 3assBku PCT Ne W02015119944.

B HekoTOpBIX BapHaHTax OCYIIECTBJIEHUs mnoaxonsdmue uHruouropsr I[DO s

HUCIIOJIb30BAHUA B KOMIIO3HULIMAX U cnoco6ax, PAaCKpPBITBIX B JAHHOM HOKYMCHTEC, IPCACTABJIAOT

coboii marudurtoper IDO, onucanueie B nyonukanuu 3as8ku PCT Ne W0O2016073738, kotopast

HaCTOAIIUM BKJIIOUCHA B HaCTOﬂH_II/Iﬁ AOKYMCHT MOCPECACTBOM CCBUJIKHU BO Bcel moJyiHOTE. B

HEKOTOPBIX BapuaHTax ocymecTBieHuss uHruobutop IDO mpencraBisier coOoll coemnuHEHHE

dopmyibl (LIV) unu ero papManeBTUYECKH IPUEMIIEMYIO COJTb:

"oz ®opmyna (LIV).

B HekoTopeIx BapmaHTax ocyuiectBieHust uHruoumrop IDO mpencraBmsier coOoif

COeAMHEeHNe, BbIOpaHHOE W3 OAHOM u3 ciepyromux ¢GopMmys, WIH ero (apMaleBTUYECKH

NMPUEMIIEMYHO COJIb:

"z dopmyna (LIVc);

®opmyna (LIVa);

®opmyna (LIVD)

2
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@opmyna (LIVA);
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®opmyna (LIVg),
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nZ Dopmyna (LIVi);

®opmyna (LIV));

®opwmyna (LIVk);
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Popmyaa (LIVm),
@opmyna (LIVn);

Dopmyna (LIVo),
®opmyma (LIVp);
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= z Dopmyna (LIVq);
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e
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= ¢ @opmyna (LIVr),

@opmyna (LIVs);
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@opmyna (LIVv);
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®opmyna (LIVy);
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R ®opmyna (LIVz); u

®opmyna (LIVaa).
OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM

SIBJIIFOTCS] TAKMMH, Kak onucado B myomukanmu 3asssku PCT Ne W0O2016073738.
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B HekoTOpBIX BapWaHTax OCYIIECTBJIEHUs mnoaxomsdmue uHruouropsl IDO  nns
UCTIOJIB30BAHUS B KOMIIO3HLUSAX U CIIOCO0AX, PACKPHITHIX B JAHHOM JOKYMEHTE, IPEACTaBIISIOT
coboii marudurtoper IDO, onucanueie B nyonukanuu 3as8ku PCT Ne WO2015188085, kotopast
BKJIFOYEHA B HACTOSIIUN JOKYMEHT IOCPEICTBOM CCBUIKH BO BCEH MOJHOTE. B HEKOTOPBIX
BapHuaHTax ocymectsieHust narudutop IDO mpencrasisier codoit coenunenune Gopmyner (LV)

WU ero (hapMaLeBTHYECKH MPUEMIIEMYIO COJIb:

"

1 R N
RJS’NH
N
OH ®opmyna (LV).

B HekoTopeIx BapmanTax ocymectBieHust unruourop IDO mpencraBmser coboit
COeAMHEeHNe, BbIOpAaHHOE M3 OAHOM M3 crueayromux Gopmyn, Wi ero (apManeBTUYECKH
IPUEMIIEMYIO COJIb!

x*‘

OH ®opmyna (LVa);

{ P
H

®opmyna (LVc),

OH @opmyna (LVd); u



OH ®opmyna (LVe).
OmnpeneneHusi NepeMEHHBIX, BapUaHTbl OCYLIECTBJIEHUS U CTPYKTYpPbl COEAUHEHMM
SIBJIIFOTCS] TAKMMH, Kak onucado B myomukanmu 3assBku PCT Ne WO2015188085.
B KOHKpETHBIX BapHaHTaX OCYIIECTBJICHUS M300pETEHHE PACKPBIBAET CIIOCOOBI JIEUEHUS
paka myTeM BBEIEHHsI CyOBEKTY SMakajocTaTa M MHIHMOMTOPa apruHasbl, UMEIOLIEro OAHY U3

CIEYIOIUX CTPYKTYP, WK €ro (papMaleBTHYECKU MTPUEMIIEMOU COJIH:
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B HEKOTOpBIX TakMX BapUaHTaX OCYIUECTBJICHHs SMAaKaJ0CTaT ¥ MHTHOUTOpP apryuHasbl,
n300pakeHHbIE Ha TPUBEIACHHOW BBILIE CXEeMe, NMPEACTaBJIECHbI B OAHOHN (hapMaleBTHUECKOM
KOMNO3ULIMK. B 1pyroM BapwaHTe OCYIIECTBIEHHs S3IAKaaOCTaT U WHTHOUTOP aprHHA3bI,
H300paskeHHbIE HA CXEME BBILIE, BBOAST B OTACNbHBIX (PApMALEBTHYECKUX KOMITO3HLIUSIX.

Onpeoenenus

TepMuH «aLi» sBJISETCS OOLIENPU3HAHHBIM B JAHHOH 00JaCTH TEXHUKU M OTHOCHTCS K
rpymnme, npeacTaBieHHoN oOmeit dopmynol ruapokapomn-C(O)-, mpeanouTUTEeNbHO, aaKuJI-
C(0)-.

TepMHH «aUUIaMHHO» W3BECTEH B MJaHHOHW OONACTH TEXHUKH M OTHOCHTCS K
AMHUHOTPYIIIE, 3aMELICHHOW AaIlWJIbHOW TPYNIOWH, W MOKET OBITh NPEACTaBJIEH, HampuMep,
dbopmynoii runpokapoun-C(O)NH-.

TepMuH «auUMIOKCH» sIBJsieTCsl OOIICMPU3HAHHBIM B JaHHOW OONACTH TEXHUKH U
OTHOCUTCS K TpyIme, TpeAcTaBieHHON  olOmei  ¢gopmynol  rugpokapomn-C(0O)0-,
npennoututebHo ankmi-C(0)0-.

TepMuH «ankoOKCW» OTHOCHUTCS K QJKWJIBHOMH TIpyININe, NPEANOYTUTENBHO HU3LIEH
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AJIKUJIbHOM IpyIIe, K KOTOPOU MPUCOEANHEH KUCIOPOA. THUIHYHBIE aTKOKCUTPYIIIBI BKIOYAKOT
METOKCH, STOKCH, MPOMOKCH, TPET-OyTOKCH U TOMY MOA00HOE.

TepMuUH  «aNKOKCHAJKWJI»  OTHOCUTCS K  QJIKWIbHOW  Ipynme,  3aMELIeHHOHN
ANIKOKCUTPYIIIIOH, U MOKET ObITh NpeAcTaBiieH obuieit Gopmymoi ankma-O-ankuiL.

Hcnonb3yeMblil B HACTOALIEH 3asBKE TEPMHH AJKEHWI» OTHOCHUTCS K anudaTHdecKoin
rpynne, coaepkaleil o MeHbIIeH Mepe OHY ABOMHYIO CBSI3b.

«ANKuNbHAsS» TPyNIa WM «aJlKaH» TpeAcTaBiseT coOoil  HeapoOMaTHYECKHi
VIJIEBOAOPOA € NPSIMOW WM Pa3BETBJICHHON LENbIO, KOTOPBIM MOJHOCTBIO HachbilleH. Kak
MPaBUJIO, aJKWJIbHAs IPyININa C NPsAMOM MM PA3BETBJICHHOW LENb0 uMmeeT oT 1 1o oxoso 20
aTOMOB YIJIEPOAa, MPEANnOYTUTENbHO OT 1 10 okono 10, ecnu He ykasaHo uHOe. lIpumepsr
JIMHENHBIX U PA3BETBJICHHBIX AJIKWIBHBIX FPYII BKJIIOYAKT METHII, STUJI, H-IPOMIHJI, H30MPOINII,
H-OyTwit, BTop-OyThit, Tper-OyTuil, meHTH, rekcu, neHTu 1 oKTHI. C1-Cs aNKuiIbHast rpymnmna ¢
MPsIMOM WM Pa3BETBJIEHHOM LIETIbIO TAK)KE YIIOMUHAETCST KaK «HU3LIAs AJIKUJIbHAS) TPYIIIA.

Tepmun «Cxy» NMpH UCTHOJIB30BAHUU B COUYETAHWH C XUMHUECKUM (PParMeHTOM, TaKUM
KaK AW, alWJIOKCH, KW, AJKCHWI, AJKUHWI WM AJKOKCH, MOJAPa3yMeBAeT BKIIIOUEHUE
IPYII, KOTOpbIE COAEp:KaT OT X A0 y aToMmoB yrieponaa B uenu. Hampumep, TepmMuH «Cyy-
QJKUD» OTHOCUTCSL K 3aMEINECHHBIM WM HE3aMELIEHHBIM HACBIIEHHbIM YIJEBOAOPOAHBIM
rpynnaM, BKJIIOYash AaJKWIbHbIE TPYIIbl C NPSIMOM WM PAa3BETBIEHHOM LENbH, KOTOPBIE
COZAEpKAaT OT X 10 Y aTOMOB YIJIEPOAA B LIENH, BKIHOYasl rajJOr€HAJKUIbHBIEC TPYIIbI, TAKUE KaK
tpudpTopmerun u 2.2 2-tpudropstun u 1.4, Co-ankun o0O3HA4aeT BOJOPON, TAe TpyIa
HaXOAMUTCS B KOHLIEBOM IOJIOKEHUH, €CJIU CBsI3b BHYTpeHHsIsI. TepMuHbl «Cay-ankeHmm» U «Cay
-aJIKWJTHAID» OTHOCSITCS K HEHACBILIEHHBIM aTU(aTUIECKUM IPYIIaM, aHAJIOTUYHBIM 110 JJIHHE U
BO3MOKHOMY 3aMELIECHUI0 AJIKWUJIAM, OMHCAHHBIM BBIIIE, HO KOTOPBIE COAEP>KAaT MO MEHbLIEH
Mepe OJIHy ABOMHYIO WJIM TPOWHYIO CBSA3b COOTBETCTBEHHO.

Hcnonb3yeMslli B HACTOSIIIEH 3asBKE TEPMUH «AJIKHUIAMUHO» OTHOCUTCSI K aMUHOTPYIIIIE,
3aMELIEHHON N0 MEHbIIEH Mepe OJHON aJKUJIBHON IPYMIION.

Hcnonb3yeMblll B JaHHOM 3as1BK€ TEPMUH «AJKUITHO» OTHOCUTCS K THOJIBHOHM IpymIe,
3aMEIIeHHON aJIKUITbHOU IPYMIION, U MOXKET ObITh NPeNcTaBiieH o0rel GopMysol ankumi-S-.

Hcnonp3yeMblil B HACTOSIIIEH 3asBKE TEPMHUH «AJIKHHHUI» OTHOCHTCS K anu(paTHiecKon
TpyIIIe, COeP Kallel MO0 MEHbLIEH Mepe OAHY TPOHHYIO CBSA3b, U MPEIHA3HAUEH AJI1 BKJIIOUEHUS
KaK «HE3aMEILIECHHbIX AJIKUHUJIOBY, TaK U «3aMELIEHHBbIX AJKUHUJIOBY, MOCIECAHUN U3 KOTOPBIX
OTHOCUTCS K AJKMHWIBHBIM TIpylNnaM, UMEKIUM 3aMECTHUTENH, 3aMeIlaroliue BOJOPOA Ha
OZHOM MJIM HECKOJIbKMX aTOMax yrjiepoAa ajJKMHWIbHOW rpynmnbl. Takue 3aMeCTUTENH MOIYT
BCTPEYATbCSl B OJHOM WM HECKOJBbKHUX aTOMax YIJepoJa, KOTOpPbIE BKJIIOYEHbl WU HE

BKJIIOUEHbl B OJHY WJIM HECKOJbKO TPOWHBIX CBs3eil. Kpome TOro, Takue 3aMeCTUTENN
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BKJIFOYAIOT BCE€ 3aMECTUTENH, KOTOpble MPEAYCMOTPEHbI IJisl AJKWIBHBIX TPyII, Kak
0OCY’KIaJIoCh BBIIIE, 33 WCKJIIOYEHHEM CJIydaeB, KOIZAa 3TO IPEMATCTBYeT CTAOMIBHOCTH.
Hanpumep, mnpeamonaraercs 3aME€Ha QIKUHUJIBHBIX TIPyNNn OAHOM WIM HECKOJbKUMH
ANKWJIbHBIMH, KapOOLMKIMIbHBIMY, APWIbHBIMH, T€TEPOLUKIMIBHBIMA MM T'€T€POapUIIbHBIMU
rpynnamu.

TepmuH «amMuy, UCHOJNB3YEMbIN B HACTOSIEM JOKYMEHTE, OTHOCUTCS K IPpyIIe

O

\)k ¢

N
R10
rne Kaxabld Rio HE3aBUCUMO MPENCTaBISIET BOIOPOA WM TUAPOKAPOUIIBHYIO TPYIMY,
unu asa Rjo, B3sATbIe BMecTe C aroMOM N, K KOTOPOMY OHH MNPUCOCIMHEHBI, 3aBEPLIAIOT
reTEPOLIMKII, UMEKLINNA OT 4 A0 8 aTOMOB B KOJIbLIEBON CTPYKTYypE.
TepMHHBI «aMUH» U KAMHHOY» SIBJISIFOTCST OOIIENPHU3HAHHBIMY B TAHHOH 00J1aCTH TEXHUKH
U OTHOCATCS KaK K HE3aMEILECHHBbIM, TaK M K 3aMELIEHHbIM aMHHAaM U UX COJISIM, Hampumep

JaCTH, KOTOpasd MOXKET OBITh npeacTaBJiCcHa

R']O R10
/ /
— | —N—r'
R1 0 WA R10

rae Kaxaeli Rio HesaBucHMMO mpexactaBisieT coOOH BOAOPOI WM THIPOKAPOUIBHYIO
rpynny, uiu asa Rio, B3aTbie BMecTe ¢ aTOMOM N, K KOTOPOMY OHHU MIPUCOEAUHEHBI, COCTABIISIIOT
TFeTEPOLIMKII, UMEOLIHNA OT 4 70 8 aTOMOB B KOJIbLIEBON CTPYKTYpE.

TepMuH «aMUHOANKUIDY, UCHOJIB3YEMBIN B HACTOSILEH 3asBKE, OTHOCUTCS K AJKHUJIBHOMN
rpynne, 3aMeleHHON aMHHOTPYIIOM.

Hcnonb3yeMblli B HACTOSILNEH 3asBKE TEPMHUH «apaJIKWID» OTHOCUTCA K AJKWJIBHOU
rpynne, 3aMeleHHON apUIbHONW FPYyIION.

Hcnonb3yeMblli B HACTOSILEHW 3afBKE TEPMHUH «apUI» BKIKOYAET 3aMELIEHHbIE WIH
HE3aMEIIeHHbIE APOMAaTUYECKHE IPYNIBLI C OJHUM KOJIBLIOM, B KOTOPBIX KaXKAbIM aTOM KOJIbLIA
npezacrasisier coOoi yriepon. IlpennoyrurensHO KONBLO MpPEACTaBIsieT cCOOOW S-7-uneHHoe
KOJIbLIO, 0OJiee MPEANOYTUTENIbHO O-WIEHHOE KOJBbLO. TepMHH «apui» TakkKe BKIHOYAET
NOJIMIUKJINYECKAE KOJBIIEBBIE CHCTEMBI, MMEIOIINE ABa WK OoJjiee LMKJINYECKUX KOJIbLA, B
KOTOPBIX JABa WM OoJjiee yriepoaa SIBSIIOTCS OOMMMM AUl IBYX COCEAHUX KOJIEL, TAe 0
MEHBIIEH Mepe OJHO M3 KOJIEL SIBJISIETCSl apOMAaTHYECKUM, HANpUMeEp, APYrue LUKIUYeCKue
KOJIbLIa MOTYT OBITh LMKJIOAIKWIAMH, LHUKJIOAIKEHIIAMY, LHKIOAJKUHIIIAMY, apHIaMH,
rerepoapuiaMy W/niaH rerepounkimiaMi. COOTBETCTBEHHO, TEPMUH «apyi» MOYKET BKIIHOYAThH

(Cs-C10) m (C6-Cr0) apunbHbIe TPYyNIbl. ApPHJIBHBIE TPYIIBl BKIIOYAIOT O€H30I, HadTamuH,
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¢deHanTpeH, peHo, aHIIIUH U TOMY TOJI00HOE.
TepmuH «xapbamaTy MpU3HAH B B JAHHOHW 00JACTH TEXHUKHU U OTHOCHUTCS K TPYIIIe

i 10 T
THKQAN'R HIH ;HRN,JJ-\.O,RW

RS RB

rie R’ u R nesaBucuMO mHpejcTaBisiOT BOAOPON MJIM TMAPOKAPOMJIBHYIO TpyIY,

2

TaKyl0 Kak ajkunbHas rpymma, uwid R’ u R!°) B3aToie BMecTe ¢ MpOMeEXyTOUHBLIM aTOMOM
(aromamm), 3aBepIIAIOT TETEPOLMKII, HIMEIOLTHI OT 4 10 8 aTOMOB B KOJIBLIEBOH CTPYKTYpE.

Hcnonp3yeMble B HACTOSIIEH 3asBKe TEPMUHBI «KapOOLMKIT» U «KApOOIMKIMYECKHI
OTHOCATCS] K HACBILIEHHOMY HWJIM HEHACBILIEHHOMY KOJbLY, B KOTOPOM Ka)KIbI aTOM KOJbLA
npencTasisier codoit yriepon. TepMuH kapOOLMKIT BKIIIOYAET KaK apOMaTUYeCKUe KapOOLUKIIBI,
TaKk W HeapoMmarudeckue kapOouukibl, HeapomaTwueckne KapOOIMKIIBI BKJIFOYAOT Kak
LUKJIOAJKAHOBBIE KOJIbLIA, B KOTOPBIX BCE aTOMBI YIJepOAa SIBJISIFOTCS HACBILIEHHBbIMH, TakK U
LUKJIOAJKEHOBBIE KOJIbLIA, KOTOpPBIE COAEPKAT IO MEHbIIEH Mepe OIHY ABOWHYK) CBS3b.
«KapOouukm» BKIHOYaeT S5-7-4jeHHbIE MOHOLMKIHYECKHE M 8-12-ujieHHble OWIMKIHYECKUE
kosbla. Kaknoe Koo OMIMKINYeCKOro KapOOourKiia MOXKET ObITh BEIOPAHO M3 HACHIIIEHHBIX,
HEHACBIIIEHHBIX U apOMaTHYeCKNX Kojen. KapOomuki BKIIOYaeT OMIUKIHYECKAE MOJIEKYJIBbI, B
KOTOPBIX OJWH, JABA WJIM TPU WM OOJiee aTOMOB paclpeneNieHbl MEKIy IBYMsI KOJIbLIAMHU.
TepMHH «KOHIEHCHPOBAHHBIN KapOOIMKI» OTHOCUTCS K OHIUKIMYECKOMY KapOOIUKIY, B
KOTOPOM Ka)XA0€ U3 KOJIeLl UMEET ABa COCEIHHUX aToMa C IPyruMm KoJbLoM. Kaxaoe koiabLo
KOHICHCHPOBAHHOTO KapOOLMKIIa MOXKET ObITh BHIOPAHO M3 HACHIIIEHHBIX, HEHACBHIIIEHHBIX W
apoOMaTHYeCKUX KoJjiell. B mpumepHOM BapuaHTe OCYILIECTBJIEHUsS apOMAaTHUYECKOE KOJbLO,
HanpuMmep (eHu, MOxKeT OBITh KOHACHCUPOBAHO C HACBIIMEHHBIM WA HEHACHIIEHHBIM
KOJIBIIOM, HAmpWMep LUKJIOTeKCAHOM, IIMKJIONEHTAaHOM WJIM  LUKJIorekceHoMm. Jlrodas
KOMOHWHAIIMST HACHIIIEHHBIX, HEHACHIIIEHHbIX W apOMATHUYECKUX OWIMKJIMYECKUX KOJell, €CliU
MO3BOJISIET BaJICHTHOCTh, BKJIIOUEHA B omnpeneieHue kapOonwkna. [IpuMepHble «kapOOLIMKIIBDY
BKJIFOYAIOT LIMKJIOMEHTaH, LMKIorekcaH, ounmkio[2.2.1]renrtaH, 1,5-muknookranuen, 1,2.3,4-
terparuapoHadTanuy, Ounmkio[4.2.0Jokr-3-eH, HadTanTuH ©W agamMaHTaH. |UNUYHBbIE
KOHIECHCUPOBAHHBIE KapOOIUKITBI BKJIFOUAIOT JICKAJIVH, Ha(TaIUH, 1,2,3,4-
TeTparuapoHadTaINH, ounmkino[4.2.0]okras, 4,5,6,7-terparuapo-1H-unanen u
ounmkno[4.1.0lrent-3-eH. «KapOouukiby MOryT OBITh 3aMelIeHbl B JIFOOOM OJHOM HIIH
HECKOJIBKUX TMOJIOKEHHSIX, CIIOCOOHBIX HECTH aTOM BOZOPOJIA.

«uknoankunbHasy rpynna npeacTaBisier cOO0H HMUKJINYECKUN YIIIEBOAOPOA, KOTOPBIH
MOJIHOCTBIO HachIeH. «LIUKI0aaKum BKIFOYaeT MOHOUMKINYECKHE U OUIIUKITUYECKIE KOJIbIIA.

Kak npaBuno, MOHOLMKIINYECKAs UKJIOAJIKUIIbHAS IPyNa uMeeT OT 3 10 npuMmepHo 10 aTomoB
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yrieponaa, 0oJjiee TUITUYHO OT 3 0 8 aTOMOB yriepoaa, €Ciiu He yKa3aHO WHOe. BTopoe KosbLo
OMLIMKIIMYECKOTO LMKJIOAJIKHIA MOKET ObITb BBHIOPAHO W3 HACHIIEHHBIX, HEHACHIIIEHHBIX U
apoMaTHyeckux Kojel. L{MKIoankuin BKIIOUaeT OMLMKINYECKHE MOJIEKYJIBI, B KOTOPBIX OIUH,
aBa WM TpU wim Oojlee aTOMOB paclpeneieHbl MeXAy IOBYMs KoibLaMu. TepMuH
«KOHIEHCHUPOBAHHBIN LMKJIOATKUD» OTHOCUTCS K OHIMKJINYECKOMY LHKJIOAJKHITY, B KOTOPOM
KOKI0€ U3 KOJell HMMEeT JABa COCEAHMX aTOMa C JpPyruM KoibLOM. BTopoe kombLO
KOH/IEHCHPOBAHHOTO OUIMKJINYECKOTO IMKJIOATKUIIA MOXKET OBITh BBIOPAHO W3 HACHIIIECHHBIX,
HEHACBIIEHHBIX U apoOMaTHUeCKuX KoJjel. «LluKioankeHnIbHAS» TpyNa MPeacTaBisieT coOO0M
LUKJIHYECKUH YIIIEBOJOPO, COAEPKAILIUN OJJHY WJIH HECKOJIBKO IBOMHBIX CBSI3EH.

Hcnonb3yeMblii B HacToseH 3asBKE TEPMHUH «(LIUKIOAJIKIII)AJIKWI» OTHOCUTCS K
AJIKUJIbHOM TPYIIE, 3aMELIEHHON [IUKJIOAIKWUIBbHONW IPYIITION.

TepmuH «xapOOHAT» U3BECTEH B JAHHOW 00JIACTH TEXHUKH U OTHOCHUTCS K TPYIIIE
-0CO2-R', rne R'” npencrapaser coboil ruapokapOUILHYIO FPYIIY.

Ucnonb3yeMblii B HacTosiliell 3asBKe TEPMHH «KapOOKCH» OTHOCHTCS K TPYIIIE,
npencrasieHHon dpopmyioit -CO2H.

Hcnonb3yeMblil B HACTOSIIIEH 3asBKE TEPMHUH «CIIOKHBIA 3QHP» OTHOCUTCS K TPYIIIE
-C(O)OR' rne R'” npencrapaser co6oit ruapokapOUIbLHYHO TPYTIY.

Ucnonp3yeMblii B HAcTOSIIIEH 3asBKE TEPMUH «IPOCTOH 3(UP» OTHOCHUTCS K
TUIPOKAPOMIIBHON TpyIIe, CBS3aHHOW 4epe3 KHUCIOPOA C APYrod ruApoKapOUIBbHON TPYIIOWM.
CooTBeTCTBEHHO, 3(UPHBIA 3aMECTUTENb THAPOKAPOWIBHON TPYHIBI MOXKET MpPEACTABISThH
coboii  ruppokapbun-O-. Ilpoctbie 5¢upsl  MOryr OBITb  CHMMETPUYHBIMH  WJIH
HECUMMETPUYIHBIMH. [IprMeps! POCThIX 3(PUPOB BKIIFOYAIOT reTepOoLUKI-O-reTepoyKI U apuiI-
O-retepouuki, HO He OrpaHNYNBAIOTC UMH. [IpocThie 3(UPBI BKIFOYAIOT «aJTKOKCHATKUIBHBIE»
IPYIIIBL, KOTOPbIE MOTYT OBITH MpeACcTaBieHb! 00mei Gpopmynoit amkun-O-aaku.

TepMuHBI «rajio» U «rajoreH», UCIOJb3yEeMble B JAHHOM ONHMCAHUH, O3HAYAIOT raJoreH
U BKJTIOYAIOT XJI0p, Prop, OpoM u iox.

Hcnonb3yeMslll B HACTOSLIEH 3aIBKE€ TEPMUH «T€TEPOAPATKUII» OTHOCUTCS K aJIKMJIBHOU
rpymnne, 3aMeleHHON reTepoapuIbHON MPyIIoOn.

TepMuH «rerepoankui», UCHOJb3YEMbIH B JAHHOM JOKYMEHTE, OTHOCUTCS K
HACBIIIIEHHOW WJIM HEHACBIIIEHHOM LieNU W3 aTOMOB YIVIEpPOAA M IO MEHbIIEH Mepe OJHOrO
reTepoaToma, re HeT IBYX CMEXHBIX FeTepOaTOMOB.

TepmuH «rerepoapuin» BKIOYAET 3aMELICHHbIC WJIM HE3aMELICHHbIE apOMAaTUYECKUE
OJTHOKOJIBLIEBBIE CTPYKTYPBI, MPENNOUYTUTEIbHO 5-7-4JIeHHbIE KOJIbIIA, O0JIee MPEAOYTUTENBHO
5-6-ujleHHbIE KOJIbLIA, YbW KOJIBLIEBBIE CTPYKTYpPbl BKJIKOYAOT IO MEHbLIEH Mepe OIuH

rerepoaroM, npeaAnOYTUTEIIBHO OT OAHOI'O 10 YETBIPEX rere€poaToMOB, bonee npeaAnIOYTUTEIIBHO
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OJUH WIIM JBa rerepoaromMa. TepMHHBI «TreTepoapui» TakKe BKIIOUAIOT MOJULUKINYECKHE
KOJIBLIEBBIE CHUCTEMBI, UMEIOINNE ABa MM 0oJjiee MUKJINYECKHX KOJbLA, B KOTOPBIX IBA WU
OoJee yraepona sSBISIOTCS OOIIMMH JUISL IBYX COCENHMX KOJIEL, I/Ie 10 MEHBIIEeH Mepe OIHO M3
KOJIELl SIBJISIETCS TE€TePOAPOMATHUYECKUM, HANPHUMEp, IPYrHe LUKINYECKHUEe KOJNbLAa MOTYT OBITh
LUKJIOANKIJIAMH, LUKJIOAJKSHUJIAMY, LUKJIOAJIKHHUIAMH, apUJiaMH, TeTepoapuiiaMHu W/UJH
rerepounkniiaMu. COOTBETCTBEHHO, TEPMHUH «rerepoapuim» MoxeT BkmodaTh (C-Cio) u (Co-
Ci0) rerepoapuiibHble Tpymmel. ['erepoapuiibHble TPYIIBI BKIIOYAIOT, HANpUMep, MUPPOI,
bypan, THO(DEH, MMHAA30J, OKCa30J, THA30J, MHUPA30J, MHPUAWH, MUPA3HH, NMHPHUIA3UH H
NUPUMHUANH, U TOMY TOJ0OHOE.

Hcnonp3yeMblil B HacTOSIIIEH 3asBKE TEPMUH «TETEPOATOM» O3HAYAET aTOM JIFOOOro
3JIeMEHTa, KpOMe yIyepoja WK Bojxopoaa. lIpennouTuTenbHbBIMH reTepoaToOMaMi SIBJISIFOTCS
a30T, KHCIIOPOA U cepa.

TepMHUHBI «TeTePOLMKIIOATIKNID, «TE€TEPOLUKI» U «TeTePOLMKIMYECKUI» OTHOCATCS K
3aMEIleHHbIM  WJIM  He3aMelleHHbIM  HeapoOMaTHYeCKHMM  KOJIBLIEBBIM  CTPYKTypam,
NPEANOYTUTENBHO UMEIOIINM OT 3 10 10-4yieHHBIX KoJsiel, OoJiee MPEeanoYTHTENBHO OT 3 110 7-
YJIEHHBIX KOJIel, YbM KOJIbLIEBbIE CTPYKTYPhl BKJIOHAIOT MO MEHBLIEH Mepe OJUH IeTepoaToM,
NPEANOYTUTENBHO OT OJHOTO /IO YEeTBIPEX I'eTepPOaTOMOB, 0OJiee MPEANOYTUTENBHO OIUH HIIH
nBa rerepoatoMa. TepMHUHBI «T€TEPOLMKIOATIKII U «T€TePOLMKIMYECKUN» TaKkKe BKIOYAIOT
MOJIMIUKJINYECKAE KOJIBIIEBBIE CHCTEMBI, MMEIOIINE ABa WM 0oJjiee IMKINYECKUX KOJIbLA, B
KOTOPBIX [1Ba WM OoJiee YIrJIepOAOB SIBJSIIOTCS OOIIMMHU JUIS IBYX COCEAHHMX KOJIEL, TIe IO
MEHbIIEeN Mepe OJJHO U3 KOJell SIBJISETCS FeTePOLUKINYECKUM, HallpuMep, Apyrue HUKINYecKue
KOJIbLIa MOTYT OBITh LMKJIOAIKWIAMH, LHKJIOAIKEHIIAMH, LIHKIOAJKUHIIIAMY, apHaMH,
rerepoapuiaMd  W/HIM TEeTEPOLHKINIAMU. | eTepOLUKIOANKHIbHBIE TPYIIbl  BKIFOYAIOT,
HATpUMep, NMHUIIEPUIANH, MNHUIEPa3HH, NHUPPOIUANH, MOP(OIHMH, JAKTOHBI, JAKTAMBl U TOMY
nogobHoe.

Hcnonb3yeMblil B HACTOSIIIEH 3asBKEe TEPMUH «(TE€TEPOLIMKIOATKHI )aJIKHID» OTHOCHTCST K
AJIKUJIBHOM TPYIIIE, 3aMELIEHHON reTepOLUKIOANKNUIBHON IPYIITON.

Hcnonb3yeMblii B HacTosimed 3asiBKE TEPMHUH «THAPOKAPOMI» OTHOCHUTCS K TPYIIIE,
KOTOpasi CBs3aHA Yepe3 aToM yriiepoja, KOTopbii He uMmeer 3amecturelisi = O win = S, U 00BIYHO
UMeeT 110 MeHbIeH Mepe OAHY YIJIEPOA-BOAOPOAHYIO CBS3b U, TNIABHBIM 00Pa30M, yIIepOIHYIO
LIeTb, HO MPU HEOOXOAMMOCTH MOXKET BKJIIOYATh reTepoaToMbl. TakuM o0pa3oM, TpymIibl, TaKUe
KaK METHJI, 3TOKCHATHJI, 2-TIMPUAWI U TPUPTOPMETUI, CUUTAKOTCS THUAPOKAPOUIBHBIMH IS
esiell HaCTOsIIIeH 3as1BKH, a TAKHe 3aMECTUTEINH, KaK aneTwi (KOTopblid nMeeT =0 3aMeCTUTENb
Ha CBSI3YIOIIEM YIJIEPOJZIEe) U 3TOKCH (KOTOPBIH CBSI3aH Hepe3 KUCIOPOJ, a He YIrJIepon) - HeT.

I'mnpokapOuibHBIE TPYIIBI BKJIOYAIOT apHJ, TeTepoapiil, KapOOLMKI, TeTepOLUKIII, aJKHUII,
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ANIKSHWT, AJIKUHWT U UX KOMOMHALIMH, HO HE OTPAHUYUBAIOTCS UMHU.

Hcnonp3yemplil B HACTOSILIEN 3aBKE TEPMUH «TUAPOKCUAIKUID OTHOCUTCS K aJIKUJIbHOU
TpyIIIe, 3aMEIIEHHON THAPOKCUTPYIIIION.

TepMuH «HU3MUI» NPU KCMONB30BAHUHM B COUYETAHUH C XUMHYECKUM (PparMeHTOM,
TaKUM KakK alW, ALWIOKCH, AJKWI, aJKEHWJ, AJKUHUJI WIM aJKOKCH, MpeAHa3HauyeH aJis
BKJIFOUEHHS] TPYNIl, T'A€ B 3aMECTUTENICE UMEETCsl AECSITh WM MEHee HEBOAOPOIHBIX aTOMOB,
MPEANOYTUTENBHO ECTh WM MeHblle. « HU3muil ankum, HanpuMep, OTHOCUTCS K alIKUJIbHOM
TPyIIEe, KOTOpasi COAEPIKUT AECIATh UM MEHEE aTOMOB YIJepoaa, MPEANOUYTUTEIbHO IECTh WIN
MeHee. B omnpeneneHHBIX BapuUaHTax OCYIIECTBJICHHUS AaLWJIbHbIC, ALWUJIOKCH, AJKUJIbHBIE,
AJIKCHWJIbHBIE, AJIKUHUJIbHBIE WM AJIKOKCH 3aMECTUTENH, ONpPEAEIEHHbIE B TaHHOM OINMCAHUH,
MPEICTABISIFOT COOOW COOTBETCTBEHHO HUBIIWN alwji, HHU3IIMNA AlWJIOKCH, HU3LIMA aJKWJI,
HU3MIWH alKeHWJI, HU3IWN alIKWHUJ WA HU3IIUA aJIKOKCH, HE3aBUCUMO OT TOTO, TIOSIBJISTFOTCS
JU OHHU OTHEJIBHO WJIM B KOMOWHAIIMU C JAPYTUMH 3aMECTHTENSIMU, TAKUMH, KaK B OMUCAHUSIX
THIPOKCHANIKWJIA WM apajkuia (B 3TOM cliydae, HampuMep, aTOMbl B ApHJIBHOW Tpyrme He
YUUTBIBAIOTCS TIPH MOACYETE AaTOMOB yIJIepOAa B ATIKUJIBHOM 3aMECTUTEIE).

TepMHUHBI «TOJULUMUKIWIDY, KTOJULUUKID U «TOJULUUKINYECKUID» OTHOCATCS K ABYM WU
Oonee kojbIaM (HAMpUMEp, LHUKJIOANKHIIAM, LUKIOANKSHIJIAM, LUKJIOAJKUHUIAM, apujiaM,
rerepoapuiiaM W/UU FeTePOIUKIIIIAM), B KOTOPBIX JBa WK 00Jiee aTOMOB SIBJISTFOTCST OOIIUMU
Ui IBYX COCEIHUX KOJIEL, HampuMep, KOJbla MPEACTABISIOT COOON «KOHIEHCHUPOBAHHBIC
koJblay. Kakmoe W3 KoJsell MOJMIMKIA MOKET OBbIThb 3aMEIeHHbIM WM He3aMelleHHbIM. B
OMNpPEAEJIEHHBIX BapUAHTaX OCYLIECTBJCHHUS Ka)XKA0€ KOJIbLO MOJULMKIA comaepkuT ot 3 mo 10
aTOMOB B KOJIbLI€, MPEANOYTUTENIBHO OT 5 10 7.

TepMHH «CHUTHIT» OTHOCHTCS K KPEeMHHEBOMY (PparMeHTy ¢ TpeMsl IPUCOSTUHEHHBIMH K
HEMY TUAPOKapOMIIBHBIMU (PparMeHTaMH.

TepMuH «3aMeEIIEHHBIH» OTHOCUTCS K (pparMeHTaM, HWMEIOIUM 3aMECTUTEIH,
3aMeIIALIe BOAOPO Ha OJJHOM MJIM HECKOJIBKUX aTOMax yrjiepoja OCHOBHOM Lenu. [IoHATHO,
YTO «3aMEIeHUe» WM «3aMEIIeHHBbII» BKIIOYaeT B ceOs HEsIBHOE YCIOBHE, YTO TaKoe
3aMeIIeHNe COOTBETCTBYET NOMYCTUMOMN BaJICHTHOCTU 3aMELIEHHOIO aTOMa U 3aMECTUTENs, U
YTO 3aMelleHNe MPUBOANT K CTAOMIIBHOMY COEIUHEHUIO, HAIPUMep, KOTOPOE HE MOJBEPraercs
CaMOTIPOU3BOJIBHO TPaHC(OPMALIH, TAKOH KaK MeperpymnnupoBKa, UKIN3ALNS, STUMUHALNS U
T.1. Ucnonp3yeMblli B HACTOsIIEH 3asBKE€ TEPMHUH «3aMELIEHHbIN» MPEANOaracT BKIOUCHUE
BCEX JOMYCTUMBIX 3aMECTUTENIEN OPraHMYEeCKUX COCMHEHUH. B IINPOKOM acnekTe AOMyCTUMbIE
3aMECTUTENN BKJIIOYAIOT ALUMKINYECKHE M LUKJINYECKHE, PA3BETBJIICHHbIE U HEPA3BETBJICHHBIE,
KapOOLMKINYECKHEe W TeTePOLUKINYECKHe, apOMAaTUYeCKHe W HeapOMaTHYECKUE 3aMEeCTUTENN

OpPTaHUYICCKUX COGI[I/IHGHI/II\/'I. I[OHYCTI/IMI:;IG 3aMECTUTEIIN MOTYT OBITH OJHUM HJIN HECKOJIBKUMH U1
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OIUHAKOBBIMH WJIM PA3HBIMHU Uil COOTBETCTBYIOLIMX OPraHUYECKUX coenuHeHuil. Jlnsi uenei
HACTOSAIIEr0 M300peTeHHsi TIeTepoaTOMbl, TaKHe Kak a30T, MOIYT HUMeTb BOAOPOIHbBIE
3aMECTUTENT W/WIK JI0ObIe JOMYCTUMbIE 3aMECTUTENIN OPraHUYeCKUX COCIMHEHHMH, OTTMCAHHbIC
B HACTOsIIIEH 3asBKe, KOTOpbIE YIOBJETBOPSIOT BaJeHTHOCTU TE€TEPOATOMOB. 3aMeCTHTENH
MOTYT BKJIIOYaTh JIFOObIE 3aMECTUTENH, OMNHCAHHbIE B HACTOSIIEM IOKYMEHTEe, Harpumep,
rajioreH, TUAPOKCHI, KapOOHMI (TakoH Kak KapOOKCHII, aIKOKCUKApOOHMII, (POPMIIT HITH ALiI),
THOKApOOHWT (TakoW Kak THOX(UpP, THOAUETAT WM THOPOPMHUAT), aNKOKCHI, (ochopu,
docdar, docdonar, dochuHaT, aMHHO, aMUAO, AMHIUH, WUMHUH, LHUAHO, HUTPO, Aa3uIO,
Cyab(pTUAPIIL, aJKWITHO, CyibdaT, cyabdoHaT, CyiabpamMou, CyabPOHAMUAO, CYIb(MOHWI,
TeTEePOLIMKINI, AapPajKWI WJIH apOMaTHYeCKUH WM TeTepoapoMaTHUeCKuil (parMeHT.
CrenmanmucraM B JaHHOH OOJNACTH TEXHUKU OYAET MOHSTHO, YTO 3aMECTUTENN CAMH MOTYT OBITh
3aMelleHbl, ecnu 3T0 HeoOxoammo. Eciu crnenuasbHO HE YKa3aHO, YTO OHHU SIBIISIHOTCS
«HE3aMELIeHHbIMI», CCbUTKH Ha XMMHUYeCKHe (parMeHThbl B JAHHOM OMHUCAHUH MOHUMAIOTCS KaK
BKJIIOYAIOLIME 3aMeLIeHHble BapuaHTbl. Hampumep, cCblika HAa «apUIBHYIO» TPYIIY HIH
(pparMeHT HEesIBHO BKJIFOYAET KaK 3aMelleHHbIe, TAK U He3aMELeHHbIE BAPHUAHTHI.

TepmuH «cynbdar» U3BeCTEH B AaHHOH 00JaCTH TEXHUKU U OTHOCHUTCS K IPYIIIe
-OSO;H wnu ero gapManieBTHUECKH TPUEMIIEMOM COJTH.

TepmuH «cynbhOHAMUI» U3BECTEH B JAHHOW OONACTH TEXHUKH M OTHOCUTCS K TPYIIIE,

npeAcTaBIeHHON oOuMu GopMyaamMu
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rae R u R neszaBucumo npescrapnsior coboii BOAOPOA UM TMAPOKapOUN, Takoil Kak
ankui, uid R u R!°) B3arble BMecTe ¢ MPOMEKXYTOUHBIM aTOMOM (aTOMaMu), 3aBEpLIAIOT
reTepOLUKII, UMEIOIIUI OT 4 10 8 aTOMOB B KOJIBLIEBOU CTPYKTYPE.

TepmuH «cynbHOKCHI» U3BECTEH B JAHHOM 00IACTH TEXHUKHU U OTHOCUTCS K TPYIIIe
—S(0)-R!°, rne R npencrasaser coboii ruapoxapOu.

TepmuHn «cynbpoHAT» H3BECTEH B NAaHHOH OOJACTH TEXHWKW M OTHOCUTCS K TPYIIe
SOsH unu ee hapmaneBTHYECKH TPUEMIIEMOH COJIH.

TepmuH «cynboH» U3BECTEH B TaHHOW OONACTH TEXHUKH U OTHOCHTCS K rpymre -S(0)z-
R!° rne R npencrapnser coboit ruapokapOu.

Hcnonb3yeMblli B HACTOSINEHW 3asiBKE TEPMUH «THOAJKWUD» OTHOCHUTCS K AJKHIBHOU
rpynne, 3aMeleHHON THOJIOBOH IPYMITON.

Hcnonb3yeMblii B HacTosIIell 3as1BKe TepMUH «THO3(QuUp» oTHOcuTcs K rpynne -C(O)SR!?

umu -SC(O)R'Y, rne R!Y mpencrasnster coboii ruapoxapOuL.
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Ucnonb3yeMblii B HacTosiled 3asBKe TEPMHH «THO3(Up» >KBUBaJEHTEH 3Qupy, B
KOTOPOM KHCJIOPOA 3aMeIeH CePO.

TepMuH «MOYEBHHA» U3BECTEH B NAaHHOW OOJACTU TEXHUKU U MOXKET OBITh MPENCTaBJIEH
obmeit popmynoi

O
s‘S\NJ\N,Rm
RO RO
rae R u R neszaBucumo npescrapnsior coboii BOAOPOA UM TMAPOKapOUN, Takoil Kak

aJKuJl, WM 0ol u3 mpucyTeTsyromux R’ B3ateii BMecte ¢ R, u mpomesyrounsiii atom

>
(aToOMBI) 3aBEPIIAIOT TETEPOLMKII, HIMEIOIIUH OT 4 10 8 aTOMOB B KOJIBLIEBOH CTPYKTYPE.

TepmMuH «OMOAOCTYIMHOCTE» OTHOCHTCS K (Ppakiuu BBEIEHHOTO JIEKAPCTBEHHOTO
CpeAcTBa, KOTOpas IOCTUraeT CHCTEMHOIO KpPOBOOOpAINEHHUS, OJHOMY M3 OCHOBHBIX
(bapMaKOKMHETHYECKIX CBOWCTB JIEKAPCTBEHHBIX cpencrB. Korma mpemapar  BBOZIAT
BHYTPUBEHHO, ero OmomoctymHocTh coctaBisier 100%. Korma nekapcTBo BBOIST APYrHMHU
nyTsIMHU (Hampumep, MepopajbHO), €ro OMOIOCTYITHOCTh OOBIMHO YMEHBIIAETCS M3-32 HETIOJIHOM
abcopbumu u MeraboyiM3Ma MEPBOrO MPOXOJA, WU MOXKET H3MEHSThCS OT MalHeHTa K
nanueHTty. buomoctynmHocTe mpencTaBisieT coOOH TEPMMH, KOTOPBIH OOO3HA4YaeT H3MEpeHHe
o0IIero KOJMYEeCTBa JIGKAPCTBEHHOTO CPEACTBA, KOTOPOE AOCTHraeT OOIero KpOBOTOKA OT
BBEJICHHOH (hapMalleBTHUECKOW KOMITO3ULINH, HAPUMEP OT MepOPATbHOTO WIIM BHYTPUBEHHOTO
BBEICHUS (papMalleBTUYECKON KOMITO3HUIIMH, B OJHOKPATHON MM MHOTOKPATHOM 103upoBKe. Eé
94acToO BBIPAKAIOT B %o, T.e. Iuomanu nox ¢apmakokuHerndeckoi kpusoi «AUC» (ot 0 mo
6eckoneunoctn) mwu AUC (ot 0 no 48 mnu 72 1) OMHOKPATHOH 03Bl JIEKAPCTBEHHOTO CPEACTBA
IIPU BBEICHHUHU, HATIPUMEP, IIEPOPATBLHO, B CBIBOPOTKE, KPOBH MIIH I1a3Me 1o cpaBHeHH0 ¢ AUC
(ot 0 mo Geckoneunoctu) wiu AUC (ot O mo 48 wim 72 4) OMHOKPATHOH O3Bl TOTO K€
KOJINYECTBA JIEKAPCTBEHHOTO cpencTBa npu uHbeKnH, To ectb AUC (nmepopansro)/AUC (npu
uHbEeKUMU) BbIpakatoT B %. Kpome toro, «Tmax» oOo3HauaeT BpeMsl JOCTHKEHUS
MaKCHUMAaJIbHOM KOHIIeHTpaluu B iazme (Cmax) mociie BBeISHHsI.

«3amuTHAas TPYIa» OTHOCUTCS K TPYIIE aTOMOB, KOTOpast, Oyay4Hl MPHCOENUHEHHOHN K
PEaKIMOHHOCTIOCOOHOH (DYHKIIMOHAIBHON TpyNIe B MOJIEKYJE, MACKHUPYET, YMEHbINAET HWJIH
MPEeIOTBPAIAeT PEAKIMOHHYI0 CHOCOOHOCTh (YHKIMOHANBHOW rpymmbel. Kak mpasuio,
3aIUTHAsE TPYMIa MOXKET ObITh BBIOOPOYHO yJAJIeHA IO KEJAHHI0 B Xone cHHTe3a. IIpumepsl
3aIUTHBIX Tpymnmn MokHO Haiith B Greene and Wuts, Protective Groups in Organic Chemistry,
3rd Ed., 1999, John Wiley & Sons, NY and Harrison et al., Compendium of Synthetic Organic
Methods, Vols. 1-8, 1971-1996, John Wiley & Sons, NY. TunuuHsle 3alUTHBIE TPYIIIBI a30Ta

BKJIFOYAIOT (opMul, auerwy, Tpudropanerun, Oensmn, OeHsunokcukapoonmn («CBZy), tpert-
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oyrokcukapoonmn («Boc»), tpumermncummn («TMS»), 2-TpUMETHICHINI-3TAHCYIb(HOHMII
(«TES»), TpuTunbHBIE M 3aMEIICHHBIE TPUTWIbHbIE TPYIIBL, AJUTMIOKCUKapOOHMI, 9-
¢dnyopernnmerunokcukapbormn («KFMOCy), aurposeparpunokcukapbormn («NVOC») u Tomy
nofo0HOe, HO HE OrPAHUYHMBAIOTCS HMMU. TUNHYHBIE THUAPOKCUJIBHBIE 3aLIUTHBIC TPYIIBI
BKJIOYAOT T€, TAe THIPOKCUJIbHAs  TIpynma  sBIsieTcss  JIMOO  alMIMPOBAHHOM
(aTepuduIIMpPOBAHHOI), OO ANKHIUPOBAHHON, TaKHe KaK OEH3UJIOBBIE U TPUTUJIOBBIE 3(pupHI, a
TAKXKE AJKWIOBBIE 3(UpPBI, TETPAruAPONHPAHHUIIOBBIE 3(PHUPBL, TPHUAIKHICHIWIOBBIE S(UPI
(mampumep, rpynnel TMS mmu TIPS), mpocteie 3¢upbl rMKoiel, Takue Kak MPOU3BOAHBIE
STHJICHTJIUKOJIS ¥ IPOMIJIEHTIIMKOJIS M IPOCTHIE AJUTHIIOBBIC 3()HUPBI, HO HE OTPAHUYUBASICH HMH.

Kak wmcronb3yercs B HACTOALIEM IOKYMEHTE, TEPareBTHYECKOE CPEACTBO, KOTOPOE
«TPEeNOTBpAINaeT» PACCTPOMCTBO WM 3a00JIeBaHME, OTHOCUTCS K COEAMHEHHUIO, KOTOpOe B
CTaTUCTHUYECKOM OOpa3lie yMEHbIIaeT BO3HHKHOBEHHE pACCTPOHCTBA MM 3a00JE€BaHUS B
obpaboTaHHOM O0paslie MO CpaBHEHUIO ¢ HEOoOpaOOTAHHBIM KOHTPOJBHBIM OOpa3LOM, WU
3aep)KUBAET HA4YaJIO WJIM YMEHBIIAET TSDKECTb OJHOTO WM HECKOJBKHUX CHMITTOMOB
paccTpoiicTBa WM 3a00JIEBaHNUs 10 CPABHEHHIO ¢ HEOOPaOOTaHHBIM KOHTPOJIbHBIM O0pPa3LIOM.

TepmuH «iedeHne» BKIIOYAET MPOPUIAKTUYECKOE W/WIM TEPaNeBTHYECKOE JICUCHUE.
TepMuH «poUIAKTHYECKOE WM TEPaIeBTUYECKOE» JICUeHHE IMPHU3HAH B JAHHOH oO0nacTw
TEXHUKA W BKJIOYAET BBEICHHE B OPraHMW3M OIHOH WM HECKOJIbKHX PacCMaTPUBAEMbIX
komnosuuuii. Eciam nedeHne NPUMEHSIOT O KJIWHUYECKOTO TPOSIBJICHHUS HEXKENATENbHOTO
COCTOsIHMA (HampuMep, 3a00JieBaHUs WM APYTOro HEXKENAaTEeIbHOTO COCTOSHHUSI JKUBOTHOTO-
XO35IMHA), TOTJA JIEYeHHE SIBJIICTCS NPO(PHUIAKTHYECKUM (T.€. OHO 3alIMIIAeT XO3SMHA OT
Pa3BUTHsI HEXKEJATENBHOTO COCTOSIHMS), TOTAA KaK €CIIH €ro BBOAAT IOCHE TPOSBICHHS
HE)KEJIATENbHOTO COCTOSIHUS, JIEUEHHUE SIBJISIETCS] TEPANIEBTHYECKUM (TO €CTh OHO MPEeIHa3HAUYEHO
IUIl  YMEHBIIEHUs, oOOyerdyeHus Wi CcTabuiaM3aluyd  CYIIECTBYIOIIEro HEKEIaTeIbHOTO
COCTOSIHMSI WJIH €T0 MOOOUYHBIX 3(PPEKTOB).

TepMuH «IpoNeKapcTBO» TNPEAHA3HAYEH JJs1 OXBaTa COEOUHEHMH, KOTOpbIE B
(pU3NONOTNYECKUX YCIOBUSAX MPEBPAINAIOTCS B TEPAIEBTUYECKH AKTUBHBIC areHThbI, TaKHe Kak
coenuHeHus: ¢opmysabl A wunu Gopmynsl B. OObr4HBIN CMOCOO TONYYEHHs MPOJIEKAPCTBA
COCTOMT B TOM, YTOOBI BKJIIOUaTh OAMH WM HECKOJBKO BBIOPAHHBIX (PPArMEHTOB, KOTOpBIE
THIOPOJU3YIOTCS B (PU3NOJIOTHYECKUX YCJIOBHUSX Ui 00pa3oBaHHs HEOOXOAMMOHN MOJeKynbl. B
APYTUX BapHaHTaX OCYIIECTBJIECHHUS MPOJIEKAPCTBO IMpeBpamaeTcst onaronapsi GepMeHTaTHBHOM
aKTUBHOCTH JKUBOTHOTO-XO3siMHA. Hampuwmep, crioskHbeie 3¢pupel win kapOOHATHI (Harmpumep,
ClokHble 3(QUpbl WIM  KapOOHATBl CIUPTOB MJIM  KapOOHOBBIX KHCJIOT)  SIBISIFOTCS
NPEANOYTUTENBHBIMU MTPOJIEKAPCTBAMH 110 HACTOSIIIEMY H300PETEHHI0. AJbTEPHATUBHO, aMHIbI

(HampuMep, aMU7 AMHHOTPYIIIBI) MOTYT OBITh MPOJIEKAPCTBAMH IO H300peTeHHI0. B HEKOTOPBIX
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BAPMAHTAX OCYIIECTBJIICHUS HEKOTOpble WM Bce coenuHeHus Qopmyner [ B cocrase,
NPEACTABJICHHOM  BBIIIE, MOIYT OBITb 3aMEHEHbl COOTBETCTBYIOIIUM  MOAXOSAIIUM
NPOJIEKAPCTBOM, HAINPUMEp, TZle TUAPOKCHI B HCXOTHOM COEIWHEHMH NPEACTaBICH B BHIE
cnoxHoro 3¢upa wiu kapOoHaTa, UM KapOOHOBAsi KHCIOTA, MPUCYTCTBYIOIIAs B HCXOJHOM
COEIMHEHUH, MPENCTaBJIEHa B BUE CIOXKHOTO 3dupa.

OnvH wWiIM HECKOJBKO COCTaBJIIOIIMX AaTOMOB COCOUHEHUH, TNPEACTaBICHHBIX B
HACTOSIIIEM JOKYMEHTE, MOIyT OBITh 3aMEHEHBbl WM 3aMeLIeHbl M30TONAMH aTOMOB B
HATYpaJIbHOM WJIM HEHATYPaJbHOM CONEp’KaHHH. B HEKOTOpPHIX BapHaHTaxX OCYIIECTBJICHUS
COCIOMHEHHE BKIIIOYAeT IO MEHbLIEH Mepe OOMH BOJOPOJ, KOTOPBIH OOOraiieH aroMamu
JeWTepusi, TO €CTb COCAMHEHHE CONEPKUT aTOMBI NEHTEpHs], MPEBBINAOIINE €CTeCTBEHHBIN
ypoBeHb neitepust Ha 3emute. Hampumep, OOWH MM HECKOJBKO AaTOMOB BOJOpPOJA B
NPEACTABICHHOM 37€Ch COEIMHEHNH MOTYT OBITh OOOTaleHbl AeHTeprueM (HalpuMep, OAUH UK
HECKOJIbKO aTOMOB mNpoTusi u3 Cl6-aJIKMIBHOH TPYNIBl MOTYT OBITh 3aMEHEHbl aTOMaMHU
neiitepus, Takumu kak -CDs, 3amenstomuii Gonmee pacnpoctpanennyro -C('H)s meTumbHyro
rpynmny). B HEKOTOpPBIX BapHaHTax OCYLIECTBIIEHHs COEAMHEHHe O0OTaleHo IByMs Hiu Ooee
aToMaMmu Jielitepusi. B HEKOTOPBIX BapuaHTax coeAuHeHue BKktouaer 1, 2, 3,4, 5, 6,7, 8, 9, 10,
11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22 23 wuau 24 aroma peitepusi. B HEKOTOpBIX
BAPMAHTAX OCYIIECTBJIECHHUS BCE ATOMbl BOJOPONA B COEOUHEHUU MOTYT ObITh OOOTAIlEHBI
aToOMaMH JIeHTepHsi BMECTO aTOMOB MPOTHSI.

CunTeTn4yeckne criocoObl BKIFOUEHUSI M30TONOB B OPraHUYECKHE COEAMHEHUS] U3BECTHBI
B maHHO# obmactu TexHmku (Deuterium Labeling in Organic Chemistry by Alan F. Thomas
(New York, N.Y., Appleton-Century-Crofts, 1971; The Renaissance of H/D Exchange by Jens
Atzrodt, Volker Derdau, Thorsten Fey and Jochen Zimmermann, Angew. Chem. Int. Ed. 2007,
7744-7765; The Organic Chemistry of Isotopic Labelling by James R. Hanson, Royal Society of
Chemistry, 2011). M30TONHO-MEYEHHbIE COCOMHEHUS MOTYT HCIIOJNB30BATHCS B PAa3IMYHBIX
UCCIIENOBAHMSX, TakuXx Kak AMP-cnexTpocKomusi, 5KCIIEPUMEHTBI MO MeTaboNIu3My H/Hiu
KOJINYECTBEHHbBIE AaHAIM3BL.

3ameHa OoJiee TSKENBIMU M30TOMAMH, TAKUMHU KakK JNeHTepHil Ha MPOTHH, MOXET AaTh
OTIpENICICHHbIC TEPANeBTHUECKUE MPEHMYINECTBa, OOyCIOBIEHHBIE OONBIIEH METa0OIMUECKOM
CTa0MJIBHOCTBIO, HANPUMEpP, YBEJIMYEHHBIM [EPUOJOM TMOJYBBIBENEHUS in  Vivo WA
CHIDKEHHBIMU TPEOOBAaHUSMH K JO3UPOBKE, U, CIEAOBATEIBHO, MOXKET OBITh MPENNOYTHTEIBHOM
B HEKOTOPBIX oOcTosTenbcTBax (cMm., Hanpumep, A. Kerekes et.al. J. Med. Chem. 2011, 54, 201-
210; R. Xu et.al. J. Label Compd. Radiopharm. 2015, 58, 308-312).

PannoHykmua, KOTOpBIA BKJIIOUEH B HACTOSIINE PAaAMOMEUEHBbIe COENUHEHHs, Oyaer

3aBUCETb OT KOHKPETHOI'O MPpUMCHCHUSA 3TOr0 paauOMEUYCHHOTO COCANHEHUS. I[J'If[ HpI/IJ'IO)KeHI/Iﬁ
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PaIMOAKTHBHOMN BU3yaIM3aLlMU MOTYT ObITh mosesnbl 'C, 18F, 125 123 1241 3] 75Br "SBr pnm
"Br.

[ToHATHO, YTO «paZUOMEUEHOE» MM «MEUYEHOE COEAMHEHHUE» NpeACTaBisieT coOoi
COEIMHEHHE, KOTOpPOE€ CONEPXKUT IO MEHbLIEH Mepe OAWH pPaAuoOHyKJIHA. B HEKOTOpBIX
BapMaHTax OCyLIECTBJIEHUs PanUOHyKIun BbiOpan us “H, *C, 121, *°S u ®Br.

Hacrosmee uzoOpereHne MOKET AOMOJHHUTENBHO BKJIOYATh CHHTETHUECKHE CITOCOOBI
BKJIFOYEHHUS] PAJAMOU30TONOB B COEAMHEHHUS 1O u300peTeHnt0. CHHTETHYECKHE CIOCOOBI
BKJIFOUEHHS PAIMOM30TONIOB B OPraHUYECKHE COENHEHHs XOPOLIO M3BECTHBI B JAHHON 00yacTu
TEXHHUKH, U CIICLIMATUCT B JaHHOH OONIACTH TEXHHUKHU JIETKO TOMMET CrocoObl, MpUMEHUMbIE IS
PACKPBITBIX COEAUHECHUI.

Dapmayesmuueckue KOMRO3UYUU

B HekoTOphIX BapHaHTaxX OCYIIECTBJIICHUS HW300pPETEHHE OTHOCUTCS K TBEPIOM
(bapMareBTHUECKOW KOMIO3ULUY, COAEpIKalled COeOUHEHHE MO HACTOALIEMY H300PETeHHIO,
Takoe kak coenuHeHune dopmynsl (I) (kotopoe Brmovaer coeaunenust popmyn (I'), (I'7), ('),
(I*), (Ta), (Ib), (Ic), (Id), (Ie), (If), (Ig) u (Ih)) unmu ero papManeBTUYECKH MPUEMIIEMYIO COJb; U
(apMaLeBTHUECKH TPUEMIIEMBIH HOCHTEITb.

B omnpeneneHHBIX BapuaHTaX OCYLIECTBICHHsS HACTOSIIEE H300pETEeHHE OTHOCHTCS K
dapMareBTHUECKOMY TIpenapary, NPUTOAHOMY Ul TPUMEHEHUs Y MalUeHTa-4eJIOBEKa,
conepskamemMy Jiro00oe COENUHEHHE IO HACTOSIIeMYy H300peTeHur0 (Hampumep, COSAHHEHUE
dopmynbl (I)) U OOWMH WM HECKOJBKO (hapMaleBTUYECKH MPUEMIIEMBIX BCIIOMOTATENbHBIX
BEIIECTB. B ompeneneHHbIX BapHaHTaX OCYLIECTBIEHHS (papMaleBTHUECKUE MpenapaTbl MOTYT
OBITH HCIIOJIB30BAHBI U JICUCHHsS WM NPOQPHIAKTHKHA COCTOSHUS MM 3a00JI€BaHUS, Kak
OMMCAHO B  HACTOsIIeH  3asBKe. B ompeneneHHBIX  BapuUaHTaX  OCYIIECTBIICHUS
dapMarieBTHUECKHE TIpernaparsl OONagar0T JOCTATOYHO HU3KOH IHPOTEHHOH AaKTHBHOCTBIO,
94TOOBI ObITH IPUTOAHBIMHE ISl IPUMEHEHHUS Y TallMeHTa-YeI0OBEKa.

B onHOM BapuaHTe OCYIIECTBJIIGHHS HACTOSINEro HW300pETeHUs Mpeaaraercs
(bapmaneBTHUECKUN HAOOP, COMEpP KA COETMHEHHE MO HACTOSIIIIEMY H300PETEHHIO, TAKOE KaK
coenunenue Qopmynsr (I), wim ero ¢apmalneBTHYECKU TPHEMIIEMYIO COJb, U TPHU
HEOOXOIMMOCTH YKa3aHUs O TOM, KaK MPUMEHSTb COEAMHEHUE.

Kommnoznnmn u crnocoObl HACTOSLIETO M300PETEHHsT MOTYT OBITh HCIOJIB30BAHBI IS
JIeUSHHsI MHANBUYYMa, HYXKAAIOLIErocsl B 3TOM. B omnpeneneHHbIX BapHaHTaX OCYLIECTBICHHS
UHIMBUAYYM TMPENCTABISICT COOOH MIIEKOTIMTAIOIIEE, TAKOE KaK YEJIOBEK, WJIM MIIEKOITUTAOIIEE,
He sIBJISIIOLIeecs: YesoBekoM. [Ipu nprMeHeHNH y )KUBOTHOTO, TAKOTO KaK YEJIOBEK, KOMIIO3ULIUIO
WIH COEIUHEHHE MPEANOUYTHTENIbHO MPUMEHSIOT B BUAE (DapMaLeBTHYECKOH KOMITO3HULIMH,

coneprKaleli, HampuMmep, COEAMHEHHE MO H300peTeHHI0 U (apMalEBTHUECKH MPHEMIIEMBbIH
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HocuTenb. PapMarieBTHYECKH MPUEMIIEMbIE HOCHTEIHM XOPOLIO HM3BECTHBI B JaHHOHM oOnacTw
TEXHUKU M BKIIOYAIOT, HAPUMEP, HEBOAHBIC HOCUTENH, TAKHE KaK TJIMKOJIH, TIHLEPHUH, Maca,
TaKye Kak OJIMBKOBOE MACJIO, WJIM MPUTOAHBIE U WHBEKIHH OPraHUYECKHE CIOXKHBIE d(UPHL.
BcnomorarenpHble  BemecTBa MOTYT ObITh BBIOpaHBI, HANpPUMEp, ISl OCYLIECTBICHHS
3aMEUIEHHOTO BBICBOOOYKICHUSI areHTa WM JJIsl M30UpaTeIbHOTO BO3ACHCTBHUS HA OAHY WIIH
HECKOJIbKO KJIETOK, TKaHEeW WM opraHoB. DapMareBTHUECKas KOMIIO3ULUS MOXET OBITh B
¢dbopMe eqMHUYHOHN O3Bl TAKOH Kak TabyeTka, Karcyja (B TOM YHCJIe BCKpbIBaeMasl Karcysia u
KEJIATUHOBAs KaIlCysa), TpaHyja, JHOQUIN3NPOBAHHOE BELIECTBO AN Pa3BEAEHUs], IMOPOLIOK,
CYNIO3UTOPUHA WM TOMYy nopoOHoe. KoMmo3unusi Takke MOXKET MPUCYTCTBOBATH B CHCTEME
TpPaHCAEPMAbHOM JOCTABKH, HAITPUMEP, KOSKHOM TLIACTBIPE.

dapmareBTHYECKH TMPHEMJIEMbIl HOCHTEIb MOXKET COAepXkKaTbh (PU3HOIOTHYECKU
NpUEMJIEMbIE areHThl, KOTOpbIE NEHCTBYIOT, HAMpHUMEp, sl CTa0WIN3aLUM, YBEJIUYCHUS
pPacTBOPUMOCTH WJIM yBeJIHUYeHHsT a0COpPOLMHM COEOUHEHHMs, TAaKOro KakK COEOUHEHHE II0
HacrosimeMy u3oOperennto. Takue (U3MONOTHYECKH TPHEMJIEMbIE areHThl BKIIIOYAIOT,
HATpuMep, YIIeBOIbl, TAKWE KaK IIIIOKO3a, caxapo3a WM AEKCTPAHbI, aHTHOKCHUIAHTHI, TaKHe
KaK acKOpOWHOBasi KUCJIOTA WJIM TJIYTATHOH, XEJATHPYIOIINE AareHThl, HU3KOMOJEKYJSIPHbIE
OenKu WM Apyrue cTabMiIn3aTophl WM BCIIOMOTrarebHble BemecTBa. Beibop papmaunesruiecku
PUEMIIEMOTO HOCHUTENS, BKIIIOYast (PU3UOJIOTHUECKH MPHEMJIEMBIH areHT, 3aBUCHUT, HaIllpHMep,
OT TyTH BBeAeHUs Kommo3uimu. Ilpemapar winn ¢apManeBTHYECKas KOMITO3HIHMS MOXKET
NPEACTABISATh  COOOH  CaMOBMYJIBTUPYIOIIYIOCS. — CHCTEMY  JOCTaBKH  JIEKApCTB MM
CAaMOMHKPOIMYJIbIUPYIOIIYIOCS CUCTEMY JTOCTAaBKH JieKapcTB. PapMarieBTUIeCKast KOMITO3UIIHS
(mpemnapar) TakyKe MOXKET MPEACTABIATh COOON JIMITIOCOMY WJIHM JIPYroil MOJMMEPHBIH MaTPHKC,
KOTOpBIE MOTYT BKJIFOYaTh, HAPUMEP, COENUHEHNE TI0 HacTosimeMy u3zobperenuto. Hampumep,
JIMIIOCOMBI, KOTOpBIE conieprKat GochOIUIUABI HITH APYTHE JIUMTUABL, SBISIFOTCS HETOKCHYHBIMH,
(pU3NONOrNIeCKN PUEMIIEMBIMU U META0OIM3UPYEMBIMH HOCUTEIISIMH, KOTOPbIE OTHOCHTEIBHO
NPOCTHI B U3TOTOBJIEHUH U IPUMEHEHUH.

TepmuH «dapManeBTHUECKH NPUEMIIEMbI» HCIOJB3YETCSI B HACTOSINEH 3asBKe IS
00O3HaueHWs] TeX COEOUHEHUH, MaTepHajoB, KOMIIO3MLIMHA W/WIN JIEKApPCTBEHHBIX (opwm,
KOTOpBIE B pPaMKax 3[PaBOr0 MEAULIMHCKOrO OOOCHOBAaHHWS NMPHUIOIHBI U UCIOJB30BAHUS B
KOHTAaKT€ C TKaHSMH JFOJEH W JKUBOTHBIX O€3 Upe3MEPHOH TOKCHYHOCTH, pPa3IpaKeHMUs],
JIEPTHYECKON PEeaKIMH, UM APYrux MpoOJeM WM OCJIOKHEHHH, COPa3MEPHBIX C Pa3yMHBIM
COOTHOILIEHUEM I0JIb3a/PHCK.

TepmuH «papManeBTHUECKH PHUEMIIEMBbIH HOCUTEIbY NPU UCTIOIB30BAHUU B HACTOSIIEM
JOKYMEHTE O3Ha4yaeT (apMaleBTHUECKH MPHEMJIEMbIl MarepHaj, KOMIIO3ULIHIO WU

PaCTBOPUTEIID, TaKo# Kak )KI/II[KI/II\/'I HUIIn TBepI[beI HaIOJIHUTEb, pa36aBI/ITeJ'II:>, BCIIOMOTaTCJIBHOC
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BEIIIECTBO, PACTBOPHUTENb WM UHKATICYJTUPYIOIUN MaTtepuai. Kakaplii HOCUTENb NOJKEeH ObITh
«TPUEMJIEMBIMY» B CMBICIE COBMECTHMOCTH C JPYTMMH WHTPEAMEHTaMH Tpernapara H He
NPUYNHATD Bpena nanueHty. HekoTopble mpuMepsl MaTepHalioB, KOTOPbIE MOTYT CIIYKHUTh B
KadecTBe (hapMaleBTHUECKU MPHEMJIEMbIX HocHTenel, BikmouaroT: (1) caxapa, Takue Kak
JIAKTO3a, TIFOKO3a U caxapo3a; (2) Kpaxmalibl, TAaKHUe KaK KYKYPY3HbIH KpaxMaj U KapTo(enbHbIH
KpaxMaj, (3) UeUTIoNo3y W ee MPOU3BOJHBIC, TaKUe KaK KapOOKCUMETHIILIEIUTION03a HATPUs,
STHIILEIUIOJIO3a W alleTaT LEeJUTIoNo3bl; (4) MOPOIIKOBYIO Kamenb Tparakanra; (5) comoxm; (6)
xenatuH; (7) Tanbk; (8) BCIIOMOTATENbHBIC BEIIECTBA, TAKHE KaK MAcjO KaKao W BOCKH JUIS
cynmno3uropues; (9) Macna, Takhe Kak apaxucoBOE MAacio, XJOIMKOBOE Macyo, cadaopoBoe
Maclio, KYH)KYTHOE€ Macjo, OJIMBKOBOE MAaclio, KYKypy3HOe Macio U coeBoe Macio, (10)
TJIUKOJIM, TaKWe KakK NPOMWIEHTIHKodb, (11) mommonel, Takue Kak TIIMLEPHH, COPOUTOIN,
MaHHHTOJI U TIOJMSTHIICHTINKONb, (12) ciokHble 3QUpPHI, TaKHe KaK 3TUJIONEAT U STHIUIAYpPaT;
(13) arap; (14) OydepHbie areHThI, TaKUe KaK THIAPOKCUA MArHus U TUAPOKCHI amroMuHust; (15)
ANbrUHOBYIO KUCHOTY; (16) sTmnoBbiii crmpt, u (17) npyrue HETOKCHYHBIE COBMECTUMBIC
BEIIIECTBA, UCTIOJIB3yeMbIe B (PapMaLleBTHYECKHUX COCTABAX.

dapMareBTHYECKYI0 KOMITO3UIUIO (TIpernapar) MOKHO BBOIOUTH CYOBEKTY JIFOOBIM W3
psina cnocoOOB BBENEHHS, BKJIIOUAs, HATIPUMeEp, MepopaibHOE BBEACHUE (HApUMep, Karuii, KaKk
B HEBOJHBIX PACTBOPAX HJIHM CYCIIEH3USX, TaOJNETKH, Karcyjbl (B TOM 4YHCIE BCKpPBIBAEMBIC
Karcyjbl U JKEJIATHUHOBBIE KAICyJibl), OOJIFOCHI, MOPOLIKH, IPAHYJbI, MAcThl JJIsI HAHECEHUS Ha
SI3BIK); a0COPOIHMI0 Yepe3 CIU3UCTYI0 O0OJIOUKY MOJIOCTH pra (Hampumep, CyOIMHTBAJIBHO);
aHAJIbHOE, PEKTAJIbHOE WJIM BarvHaJbHOE (HAaNpUMep, B BUAE Ieccapus, KpeMa MM TICHBI);
NapeHTepabHOE BBEINCHHE (BKJIIOYAs BHYTPUMBIIIEYHOE, BHYTPHBEHHOE, MOIKOKHOE WIIH
UHTpATEeKaIbHOE, KaK, HampuMep, IOCPENCTBOM CTEPHJIBHOTO pacTBOpa WM CYCIEH3HH);
MHTPaHA3aJIbHOE, HHTPANEPUTOHEATBHOE, TIOJKOKHOE, TPAaHCIEPMAaJIbHOE BBEIEHHE (HApuMep,
C TIOMOLIBIO TUIACTBIPSI, HAHECEHHOTO Ha KOKY), 1 MECTHOE (HarpuMep, € MOMOIIBIO KpeMa, Ma3u
WIN CIIpesi, HAHECEHHBIX Ha KOXYy, WIH B BUJAE TJa3HbIX Kamnenb). CoennHeHHe TaKKe MOXKET
OBITH cOCTaBJICHO sl MHrASIIUH. [ToApoGHOCTH MOIXOASIUX MyTeH BBENECHUS U MOAXOISIINX
JUTs HUX KOMIIO3WMLMN MOXHO Haiitu, Hanpumep, B mareHtax CIIA NeNe 6110973, 5763493,
5731000, 5541231, 5427798, 5358970 u 4172896, a Tak:ke B LUTHPOBAHHBIX B HUX MATEHTAX.

Kommoszunmun MoryT ObITh yIOOHO MPEACTaBICHbl B CTAHAAPTHON JIEKapCTBEHHOH (opme
U MOTYT OBbITh MOJIy4eHBI JFOOBIMU CITOCOOAMH, XOPOLIO U3BECTHBIMU B 00JaCTH (hapMaLleBTHKH.
KonnuecTBo axkTHBHOTO MHIPENHEHTa, KOTOPOE MOXKHO KOMOWHHPOBATH C MaTepHAIOM-
HOCHTEJIEM ISl TTOJIYYeHUs] €AMHIYHONW JO3UPOBAHHOW (POpMBI, OyIeT MEHATHCS B 3aBUCHIMOCTH
OT XO035IMHA, KOTOPOTO JIeYaT, OT KOHKPETHOro crocoba nmpumeHeHus. KonmyecTBo akTHBHOTO

HHIPEAUCHTA, KOTOPOEC MOXKHO KOM6I/IHI/IpOBaTb C MaTCepUuaJiOM-HOCUTECIICM [IJId TIOJYyUYCHUSA
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€IMHUYHON JIeKapCTBEHHOH (PopMblL, 0OOBIMHO OyIeT TaKMM KOJMYECTBOM COCIUHEHMsS, KOTOPOe
OKa3bpiBaeT TepaneBTHdecKuil 3¢ ¢dexkr. OOBIMHO W3 CTa MPOLEHTOB 3TO KOJIUYECTBO OyAeT
COCTaBJISITh NPUMEPHO OT | [0 JAEBSHOCTA [EBSTH MPOLEHTOB AaKTHBHOTO WHIPEAHMEHTA,
NPEANOYTUTENBHO PUMEPHO OT 5 10 70 MpOLEeHTOB, HanboIee MPEANOUTUTENBHO MPUMEPHO OT
10 no 30 npoueHToB.

CriocoObl  TPHUTOTOBJIEHHSI 3TUX COCTAaBOB FJIM KOMIIO3HIMH BKJIIOYAIOT CTAIHIO
00BeNMHEHNST AKTUBHOTO COSAMHEHUS], TAKOTO KaK COEAMHEHHE M0 N300PETEHHUIO0, C HOCUTENEM H
npU HEOOXOOUMOCTH, ¢ OOHMM HJIM HECKOJIbKUMH JIOTIOJIHUTENbHBIMH HHrpeaneHTamu. Kaxk
NPABUJIO, COCTAaBBl TOTOBSIT IYTEM PAaBHOMEPHOI'O M TECHOTO OOBENWHEHHs] COSNUHEHHS IO
HACTOSIEMY H300PETeHHIO C JKUAKUMH HOCHTEISIMH WM TOHKOU3MEJIbUEHHBIMU TBEPABIMHU
HOCHTEJISIMH, MJTH TEMH U APYTHMH, a 3aTe€M, PH HEOOXOAUMOCTH, IPUAAHUS (POPMBI MPOAYKTY.

Kommo3znumy nmo n300peTeHno, MoAXOAsIIUe il IEPOPATbHOTO BBEACHHUS, MOTYT OBITh
B ¢opMe Karcyn (BKIIOHUash BCKPBIBAEMBbIE KATCYJIbl M JKEJATHHOBBIE KarlCyJibl), OOJATOK,
MIIOJb, TaOJEeTOK, MACTHJIOK (C HCIOJB30BAHHEM apOMATH3UPOBAHHON OCHOBBI, OOBIYHO
caxapo3bl M apaBUHCKOM KaMeAM WJIM KaMeIM TParakaHrta), JHOQUIM3HPOBAHHBIX BEIIECTB,
MOPOLIKOB, TPaHyJI, WIH B BHIE PACTBOpA MIJIM CYCNEH3UH B HEBOIAHOHN JKUAKOCTH, WJIH B BUAE
NACTUJIOK (C MCIOJNB30BAHUEM HWHEPTHOTO OCHOBAHUS, TAKOTO KaK JKEJNATHH W TIIMLEPUH, WUJIH
caxaposa M apaBHIiCKas KaMellb) U T.I., TAe Kakaas u3 popM COIepKHUT 3apaHee ONpeneseHHOe
KOJINYECTBO COCOMHEHHUS M3 HACTOSINEro M300peTeHHsT B Ka4yeCTBE AKTHBHOTO HMHIPEAMEHTA.
KoMrmo3nnmy wim coeinHeHMs! TaKKe MOJKHO BBOAMTH B BUAE OOJIOCA, SJIEKTyapHs MIIH NACThI.

JUIi TIpUrOTOBJIEHUS] TBEPABIX JIEKAPCTBEHHBIX (OPM ANl MEPOpPajbHOTO BBEICHUS
(kamcyn (BKJIIOUAsi BCKPBIBAEMbIE KalCyJibl U SKEJIATUHOBBIE KarCyJibl), TaOJETOK, MUITIOJIb,
Apake, MOPOLIKOB, IPAHYJI U TOMY NMOAOOHBIX) AKTUBHBIN MHIPEAUEHT CMEIINBAIOT C OJHUM HJIH
HECKOJIbKUMU (papManieBTH4YeCKU MPUEMIIEMbIMH HOCUTEINISIMH, TAKUMH KaK LIUTPAT HATPHS WU
nukanbiuil pocdar w/um rodol u3 cnenyromux: (1) HaMOTHUTENU WM pa30aBUTENH, TaKUe
KaK KpaxMajbl, JIaKTO3a, Caxapo3a, TJIIKO03a, MaHHUTOJ W/WIM KpeMHHeBas Kucjiora, (2)
CBSI3VIOIME AreHThI, TAKHE KaK, HAmpuMep, KapOOKCHUMETWILEIUIION03a, aIbIHHATHI, JKEJIATHH,
NOJIMBUHWINMPPOIUAOH, Caxapo3a WK apaBHiicKas Kamenb, (3) yBIQXKHHUTENH, TaKUE Kak
rnuiepuH, (4) OEe3UHTErpaHThl, TakHe Kak arap-arap, KapOOHAT KajbLus, KapTOQeIbHBIH
KpaxMmall MJIM Kpaxmall U3 TalmuOKH, aJlbI’MHOBAsi KUCJIOTA, HEKOTOPBIE CHIIMKAThl M KapOOHAT
HaTpust;, (5) 3aMenmnsiolIue pPacTBOPEHHME areHThl, Takue kak mnapadun; (6) yckopuTenu
abcopOumu, TakMe Kak YeTBEPTHYHbIE aMMOHHIHbIE coenuHeHus; (7) CMayMBAOLIUE AreHTBI,
TaKye KakK, HalpuMep, HEeTUJIOBBIA CITUPT U MNIMLEPUH MOHOCTeapaT; (8) abcopOeHThI, Takue Kak
KAOJIUH ¥ OSHTOHHUTOBAs MHHA, (9) MOOPUKAHTHIL, TaKHWe KaK TaJlbK, CTeapaT KajbIlHs, CTeapar

MarHusi, TBEpAble TMOJUAITUJIICHIVINKONY, Jaypuwicyiabdar Hatpus u ux cmecw;, (10)
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KOMILJIEKCOOOPA3yIOIMe areHThl, Takue Kak MOAU(UIMPOBAHHBIE M HEMOIU(PHLIMPOBAHHBIE
uuknonekctpunbl, U (11) kpacurenu. B cnydae kamcyn (BkJIrouYasi BCKPbIBaE€Mble KarCyJbl H
JKEeJIATUHOBBIE KAICyJbl), TAONETOK M MIIIOJb (papMaLEeBTHYECKHE KOMIO3ULHH TAKKE MOTYT
conep:katb OydepHbie areHThl. TBepable KOMIIO3UIMU TOAOOHOTO THIA TaKKe MOTYT OBITh
UCIMOJIb30BAHbI B KAYECTBE HAIMOJHUTENICH B MSTCKMX W TBEPABIX JKEJATHHOBBIX Karcysiax C
NPUMEHEHHEeM TaKUX BCIIOMOTATEJbHBIX BEIIECTB, KAaK JIAKTO3a MM MOJIOYHbIE Caxapa, a TakiKe
MOJIMATHJICHTJIMKOJIH ¢ BBICOKOW MOJIEKYJIIPHOUM Maccoii U ToMy mogoOHOe.

Tabnerka Moker OBITb M3rOTOBJIEHA MpecCOBaHMEM MWiIM  (POPMOBKOH, TpU
HEOOXOAMMOCTH € OJHUM HWJIM  HECKOJbKUMH  JOMOJHUTEIbHBIMH  HMHIPEIHEHTAMH.
IIpeccoBaHHbIe TaONETKH MOTYT ObITh MPUTOTOBJIEHBI C UCIOJb30BAHUEM CBSI3YIOIIErO areHTa
(HampuMmep, JKeJaTHHA WM THAPOKCHIPONMIMETHILEIIIONO03bI), JIOOPUKAHTA, HWHEPTHOrO
paz0aBuTeNsl, KOHCEPBAHTA, AE3UHTErpaHTa (HAmpuUMep, HATPUS Kpaxmajia TJHKOJSITa HWIH
CIIUTON KapOOKCHMETHIILIEIITEFOJIO3bI HATpUs), MOBEPXHOCTHO-aKTUBHOTO WITH
aucneprupymoomero areHra. @®OpMOBaHHbIe TaONETKH MOIYT ObITh HM3TOTOBJIEHBI MyTEM
(opMOBaHUs B MOAXOSIIEM annapaTe CMECH MOPOLIKOOOPA3HOTO COSMUHEHUs], YBIAKHEHHOTO
WHEPTHBIM JKUJKUM pa30aBUTENIEM.

Tabnerku u apyrue TBepAble JieKapCTBEHHbIE (GOPMbI (HapMaLEBTUYECKUX KOMITO3HLIUIA,
TaKUe KakK Jpake, KarcyJjbl (BKJIOYas BCKPbIBAEMbIE KarCyJbl U JKEJATUHOBbBIE KAarCyJibl),
NIJIIOJIA M TPAaHYJbl, MOTYT OBITh MPH HEOOXOAMMOCTH CHAOKEHbI JIMHHEH pas3jioMa MK
MPUTOTOBJIEHBI C MOKPBITHUSIMU U 000JIOYKAMHU, TAKUMH KaK KHUIIEUHOPACTBOPUMBIE MOKPBITHSI U
Apyrue MOKPBITHS, XOPOLIO HM3BeCTHble B oOnactu (apmaneBTukd. OHU Takke MOTYT OBITh
COCTaBJEHbI TaKUM O0pa3oM, HYTOOBI OO0ECHEeYNTbh MEIUICHHOE WIH KOHTPOJUPYEMOe

2

BBICBOOOXKIEHHUE aKTHBHOTO UHIPEIUECHTA B HHUX UCTIOJB3YS, Harpumep,
THOPOKCUIIPONMIMETIILEIUTION03y B PAa3JIMYHBIX  MPOMOPLUSAX, YTOOBI  OOecevuuTh
HEOOXOUMBIH TPOQHIIE BBICBOOOXKACHUS, APYrHe MOJUMEPHBbIE MATPHLBbI, JIUMOCOMBI H/UIH
Mukpocdepbl. X MOXHO CTepWINM30BaTh, HampuMep, NyTeM (QUIbTPALUU  Yepe3
3anepKUBArOIINK OakTepun (QUIBTP MM BKIIOYEHHEM CTEPHIIM3YIOIIMX areHToB B (opme
CTEPWJIbHBIX TBEPABIX KOMITO3ULHH, KOTOPBIE MOXHO PAaCTBOPUTH B CTEPHJIBHOW BOAE WIIH
KakoH-mubo  Opyroil  CTEpUIbHON  MHBEKIMOHHOH  Cpene  HEMOCPEACTBEHHO  mepen
UCTIOJB30BAHMEM. JTH KOMIIO3MLMH MOTYT TaKXke TpU HEOOXOOMMOCTH COIEepPKaTh
3aMyTHSIOIIUE AareHTbl W MOTYT TIPEACTaBIATh COOOW KOMITO3UIIMIO, B KOTOPOW OHH
BBICBOOOKIAIOT AKTUBHBIN(bIE) HHIPEIUEHT(bI) TOJNIBKO WM MPEANIOYTUTENFHO B OTIPEACTICHHOM
YacTH KENyJOYHO-KUIIEYHOTO TpPaKTa, IpH HEOOXOANMOCTH C 3aaepkkoil. Ilpumepsr

KOMHOSI/ILII/II\/'I AJii  BCTpPAaWMBAHUA, KOTOPBIEC MOXKHO MHCIIOJIB30BATH, BKIHOYAOT TOJUMCPHbBIC

BEIECTBA M BOCKU. AKTHUBHBIH HHIPEIHEHT TAKXKE MOXKET OBITh B MHKPOKAICYJIHPOBAHHOM
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dopme, ecnu HEOOXOAMMO, ¢ OAHUM HIJIM HECKOJIbKUMH U3 BBIIIEONMUCAHHBIX BCIIOMOTAaTEIbHbBIX
BEIIECTB.

CocraBbl (papMaleBTHUECKUX KOMIIO3MLIUN JJisl PEKTAJIbHOTO, BAarMHAJIBHOTO WU
yPEeTPaNbHOTrO BBEACHUS MOTYT OBITh MPEACTABICHBI B BUAE CYIO3UTOPHS], KOTOPBI MOXKET
OBITH MPHUTOTOBJIEH MyTEM CMEIIHNBAHUS OJHOTO WJIM HECKOJBKHX AKTHBHBIX COCOUHEHUN C
OJITHUM WJIM HECKOJIbKUMH MOJIXOAALINMH HEPa3ApaKaAIOIUMI BCIIOMOTaTEeIbHBIMH BEIECTBAMHU
WIA HOCHTEJSIMH, BKJIOUYAIOIIMMHM, HAIIPUMEpP, MACJO Kakao, MOJH3THIICHTJIMKOJb, BOCK IS
CYNIO3UTOPUEB WJIHM CAJIHMLINJIAT, KOTOPbIE SIBJISIOTCS TBEPABIMU NPU KOMHATHOM TeMIepaType,
HO JKUJIKFMH TIPH TEMIIEPATYpe TeNa M, CIEAOBATEIbHO, OYAYT IJIABUTHCS B MPSIMOH KHIIKE WU
BJIATQJIULITHOM MMOJIOCTH M BBICBOOOKAATh AKTUBHOE COEIUHEHHE.

AJNBTEPHATUBHO WJIHM JOMOJIHUTENBHO, KOMIIO3UIUM MOTYT OBITH COCTABJICHBI IS
IOCTaBKM 4Yepe3 KaTeTep, CTEHT, MPOBOJOKY WJH JpPyroe BHYTPUIIPOCBETHOE YCTPOMCTBO.
JlocTaBka depe3 Takue yCTPOMCTBA MOXKET ObITh OCOOEHHO MOJIe3HA Uil JOCTABKU B MOUYEBOH
My3bIPb, MOYEHCITYCKATENbHBIH KaHAJ, MOUYETOYHHK, MPSIMYIO KHIIKY WM KHIIEYHHUK.

Kommo3nnmy, KOTOpbIe MOAXOAAT JUIsI BAarMHAIBHOTO BBEICHHS, TAKXKE BKIIIOYAIOT
NIECCAPHUH, TAMITOHBI, KPEMBI, T€JIH, TaCThl, TIEHbI WM a3PO30JIbHbIE KOMITO3ULINH, COIEpIKALINE
TaKUe HOCHUTENH, KOTOpPbIE U3BECTHBI B AAHHOHN OOJACTH TEXHUKU KaK MOAXOISAIINE JUISI 3TOH
LeJTH.

JlekapcTBeHHbIe (POPMBI AJIST MECTHOTO WJIM TPAHCAEPMAIBHOTO MPUMEHEHHS BKIIFOUAIOT
MOPOLIKH, a3pO30JIM, MAasH, TMAaCThbl, KPEMbl, JIOCBOHBI, T€JH, PpACTBOPBI, IUIACTBIPH U
UHrajgupyemble (GOpMbl. AKTUBHOE COEAMHEHUE MOXKET OBITh CMEIaHO B CTEPHJIbHBIX YCIOBUSIX
¢ (papmaneBTUYECKH MPHEMJIEMBIM HOCHTENIEM U C JIIOOBIMU KOHCEpBaHTaMu, OydepamMu wiu
NPONEJUIEHTAMH, KOTOPbIE MOTYT OTPe0OBaThCS.

Masu, nacTel, KpeMbl U FeJId MOTYT COAEPKaTh B AOMOJHEHNE K AKTUBHOMY COETUHEHHIO
BCIIOMOTATEJIbHBIE BEIIECTBA, TAKUE KaK JKUBOTHBIE U PACTUTENbHBIE JKUPBI, Macjia, BOCKH,
napauHbl, KpaxMal, Kamelnb TparakaHTa, MPOU3BOIHBIE LIEJUIFOJIO3bI, MOJIHITHIIEHTIHKOJIH,
CHJINKOHBI, OSEHTOHHUTBI, KPEMHHEBAsI KUCJIOTA, TAJIbK U OKCUJ LINHKA WJIA UX CMECH.

ITopomiku M cHped MOTYT COIepXaTh, B IONOJHEHHE K AKTUBHOMY COEIHHEHHIO,
BCIIOMOTATEJIbHBIE BELIECTBA, TAaKHE KaK JIAKTO3a, TalbK, KPEMHHEBAs KHUCIOTA, THIPOKCHUJ
QFOMUHUS, CUJIMKATBI KAJIBLUS M IOPOLIOK MOJIMAMH/IA, FITH CMECH 3THX BemecTB. Criper MoryT
JOTIOJIHUTENIBHO COZIepKaTh OOBIYHBIE MPOIEIJUIEHTHI, TaKHe KaK XJIOP(PTOPYIIEBOIOPOIbI H
JeTy4ue He3aMeIIeHHbIE YIIIEBOAOPOBI, TaKne KaK OyTaH U MPOTaH.

TpancaepmasbHbIe IIACTHIPH UMEIOT AOTIOHUTEIbHOE MPENMYIIECTBO, 3aKITI0HYAI0IIeecs
B 00ecrneYeHnn KOHTPOJIHUPYEMON [OCTABKH COEOMHEHHS M3 HACTOSINErO H300peTeHHs B

opranusM. Takue JeKapCTBEHHbIE (OPMBI MOTYT OBITh U3TOTOBJIEHBI ITyTEM PACTBOPEHUS WIIH
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IVCTIEPTUPOBAHMS AaKTUBHOTO COCIUHEHHUS B TIOAXOMALIeH cpene. Ycumurenn abcopOumu Takxe
MOTyT OBITH HCIIOJIb30BaHbl JJISI YBEJIMYEHHs INPOHUKHOBEHMS COCOMHEHHUS dYepe3 KOXKY.
CkopocTh Takoro MPOHUKHOBEHUS MOXET KOHTPOJIUPOBAThCs JOO  obecrieueHneM
peryaupyoomeil CKopocTb MeMOpaHbl, JTUOO AUCIEPTUPOBAHHEM COEAMHEHUS B TOJHMEPHOM
MaTPUKCE HJTH relie.

OdTranpmMoNnornuecKkue COCTaBbl, IJ1a3HblE Ma3H, MOPOLIKH, PACTBOPBI U TOMY NOJOOHOE
TAKXKE PAaCCMAaTPHUBAIOTCA KaKk BXOomdmue B o0beM 53Toro usobpereHus. TunudHble
odrampMosorndeckne cocraBbl omnmcaHbl B nyOmukanusx CIIA  NeNe  2005/0080056,
2005/0059744, 2005/0031697 u 2005/004074 u marente CIIIA Ne 6583124, conmepkaHue
KOTOPBIX BKJIOYEHO B HACTOSIIMHA JOKYMEHT IMOCPEACTBOM CChUIKH. llpu HeoOxommmocTH
KUIKHE O(TAIbMOJOTHUECKHE COCTaBbl HMMEIOT CBOWCTBA, MOAOOHBIE CBOHCTBAM CIIE3HBIX
JKUJIKOCTEH, BOASHUCTOH BJAard WJIM CTEKJIOBHOHOTO TeJa, WM COBMECTUMBI C TaKUMHU
KUAKOCTSIMH.  [IpeanoyYTUTeNbHBIM MyTEeM NPUMEHEHHs SIBJISIETCSl JIOKAJIbHOE BBEICHHE
(HarpuMep, MECTHOE IPUMEHEHHE, TAKOE KaK C MTOMOIIBIO IJIA3HBIX Kalelb, UM BBEIEHHIE Yepe3
UMITJIAHTAT).

TepMuHBl «mMapeHTEpadbHOE MNPUMEHEHHE» U IPUMEHSIEMBIH MapeHTepPaNbHOY,
UCTIOJIb3YeMble B HACTOSIIEM JOKYMEHTE, O3HAa4aroT CHOCOObI BBEICHUS, OTJIMYHBIE OT
SHTEPAILHOTO U MECTHOTO MPUMEHEHHsI, OOBIYHO MyTeM MHBEKLMH, U BKIIOYAIOT BHYTPUBEHHOE,
BHYTPHUMBIIIEYHOE, BHYTpUapTEPHATBHOE, HUHTPaTEKAIbHOE, BHYTPUKAIICYJISIPHOE,
UHTPAOpOUTABHOE, BHYTPUCEPIEUHOE, BHYTPHKOXKHOE, UHTPANEePUTOHEATbHOE,
TpaHCTpaxeajlbHOE, TMOJKOXKHOE, CYOKYTHUKYJSIDHOE, BHYTPHCYCTAaBHOE, CyOKaICyJIsIpHOE,
cy0apaxHOMIAIBbHOE, MHTPACITUHAIBHOE W WHTPACTEPHAJIBHOE BBEACHHWE U WH(Y3UH, HO HE
OTPaHUYMBAIOTCS UMH. DapMaleBTUYECKUE KOMITO3ULUH, MOIXOMALINE U MapeHTePaJIbHOTO
BBEIICHUSI, COICPIKAT OJTHO HUTM HECKOJIbKO aKTUBHBIX COE€AMHEHUI B KOMOMHAINN C OAHUM HJIH
HECKOJIbKUMU (papMalleBTHYECKH MPUEMIIEMBIMU CTEPHJIbHBIMH H30TOHHYECKUMH HEBOIHBIMHU
pacTBOpaMH, AUCTEPCUSIMH, CYCIICH3USMU MJIH 3MYJIbCHUSMH WIH CTEPHJIbHBIMH IOPOLIKAMH,
KOTOpBIE MOTYT OBITh IPe0OPa30BaHbI B CTEPUIIbHBIC HHBEKIIMOHHBIC PACTBOPHI WA JTUCTIEPCHH
HETIOCPEACTBEHHO Iepe]] MPUMEHEHNEM, KOTOPhIe MOTYT COAEp:KaTh aHTHOKCUAAHTHI, Oydepsl,
OaKTepHOCTaTUYECKHE BEINECTBA, pPACTBOPEHHbIE BEIIECTBA, KOTOPbIE [ENAIOT COCTaB
U30TOHMYECKUM C KPOBBIO IMPEANOJaraeMoro peLWuNUeHTa, W CYCICHANPYIOIUE N
3arymarpmue areHThbl.

[IprMepr! NOAXONAIIMX HEBOAHBIX HOCHTENEH, KOTOPhIE MOTYT OBITH HCIIOJIb30BAHBI B
(apMaLeBTHUECKUX KOMITO3ULUSX M0 U300PETEHHIO, BKJIFOYAIOT 3TAHOJI, MOJIMOJBI (TaKUe Kak
TJIMLEPUH, TPONIJIEHIINKOJb, MOJMITHJIEHTJUKOIb M TOMY NOAOOHO€) M WX TMOAXOISIIHE

CMECH, PACTHUTCIBbHBIC MacCJld, TAKHE KaK OJIMBKOBOC MaAcCJIO, W MPUTOAHBIC IJIA I/IH”beKLII/Iﬁ
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OpraHWYecKue CIOKHble B>UpbI, Takue Kak sSTwionear. Haanmexammas TeKydyecTb MOXKET
NOJIEPKUBATHCS, HAPUMeEp, IMyTEM HCIOJB30BAHUS MATEPHAJIOB JJISI MOKPBITHS, TAKUX Kak
JEUUTHH, TyTeM NOJAep:KaHus TpeOyeMoro pasMepa 4YacTHI] B Cilydae AUCIEPCUH U MyTeM
UCTIOJIB30BaHUS CYP(HAKTAHTOB.

OTH KOMIO3WLIHUH MOTYT TAaKXXe COAEP’KaThb AIbIOBAHTHI, TAKHE KaK KOHCEPBAHTBHI,
CMAauMBAIOIIME  AreHThl, OSMYJBIHPYIOIIHE  areHTbl W JUCHEPrHPYIOIINE  areHThL
[IpenorBpainenne neHCTBUS MHKPOOPTaHHU3MOB MOXKET ObITh 00€CHeueHO BKIHOYEHHEM
Pa3IUYHBIX AHTHOAKTEPUANBHBIX M MPOTUBOIPHOKOBBIX areHTOB, Hampumep, napadeHa,
xjopOyTraHosia, (EeHOJCOPOMHOBON KHUCIOTBI W TOMy moaoOHoro. Takxke MoxkeT OBITh
HEOOXOMMO BKIIOYHTb B KOMITO3ULMM W30TOHMYECKHE areHThbl, TAKHE KakK caxapa, XJIOPHI
HaTpusi U ToMmy mnojnoOHoe. Kpome Toro, mposnoHrupoBaHHast aOCOpOLMsS HHBEKIMOHHOU
dapmaneBTiueckoii (GoOpMbI MOKEeT ObITh oOOecreueHa BKJIIOYEHHEM areHTOB, KOTOpPbBIE
3amMemsisitoT abcopOLIMIO, TAKUX KaK MOHOCTEAPAT AFOMUHUS U YKEJTATHH.

B HekoTOphIX cCny4asx, uTOOBI TPOAJUTH MACHCTBHE JIEKAPCTBEHHOI'O CPENCTBA,
JKENATeNIbHO 3aMeUIUTh  abCOpPOIMI0  JIGKAPCTBEHHOTO CPEACTBA TMpPU  MOAKOXHBIX — HJIH
BHYTPHUMBIIIEYHBIX UHBEKLHSIX. ITO MOXKET OBITh TOCTUTHYTO MYyTE€M HCIIOJIBb30BAHUS JKHIKOH
CYCHEH3UH KPUCTAJUTMYECKOTO FIIM aMOP(HOTo MaTrepHaja, UMEIOIIEro MIOXYK pacTBOPUMOCTD
B Boge. CkopocTh abcopOLum JIEKAPCTBEHHOTO CPENCTBA 3aT€M 3aBHCUT OT CKOPOCTH €ro
pacTBOPEHHUs, KOTOpas, B CBOK Ouepenb, MOXKET 3aBHUCETh OT pa3Mepa KpHucTaia Mo
KPHUCTAJUTHUECKOH (OpMBIL. ANBTEPHATUBHO, OTCPOYEHHAs a0CopOLs MapeHTePaTbHO BBOAUMOM
JEeKapCTBEHHOH  (OpPMBI  JOCTUTAaeTCs MyTE€M  pACTBOPEHUS WJIM  CYCHEHIUPOBAHUS
JIEKapCTBEHHOTO CPENCTBA B MACISTHOM HOCHUTEJIE.

HHBEKIINOHHBIE neno-(popmbl MIOJIYHYaroT nyTeM dbopMupoBaHUs
MUKPOKAIICYJIMPOBAHHBIX ~MAaTPHULl PACCMATPUBAEMBbIX COEOUHEHUH B OHOpasiaraeMbIxX
NOJIIMEpax, TaKUX KakK MOJHJIAKTHA-TOJUIIMKONINI. B 3aBUCHMOCTH OT COOTHOLICHHUS
JeKapcTBa W TOJIUMEpa U TPHPOIBI KOHKPETHOTO HCHOJb3yEMOTO TMOJHMEPa, CKOPOCTb
BBICBOOOXKIEHHs JIEKAPCTBA MOKHO KOHTPOJHMPOBaTh. IIpuMepsl apyrux OuomerpagupyeMbix
MOJIMMEPOB  BKJIIOUAOT mosu(opToddupsl) u  nonu(aHruapunasl). VHBEKIMOHHBIE JEMO-
npernapaTel TAKXKE TOTOBIT IYTEM BBENEHUS JIEKAPCTBEHHOTO CPEACTBA B JIMIIOCOMBI HJIH
MUKPO3MYJIbCHUH, KOTOPBbIE COBMECTHMbI C TKAHSIMU OPTaHNU3MA.

JIis UCNONTb30BaHUS B CIIOCO0aX 3TOro M300pPETeHUsI AKTUBHBIE COSTUHEHHST MOTYT OBITh
obecrieuenbl camu 1o cebe wiM B BuIe (PapManeBTUYECKOW KOMIIO3UIINH, COIEpKaIIeH,
Hanpumep, ot 0,1 1o 99,5% (Gonee npennouturenspHo, OT 0,5 10 90%) aKTUBHOrO WHTPENHUEHTa
B COYETAHUU C (hapMaLeBTUIECKU PHUEMIIEMBbIM HOCHUTEIIEM.

Criocobbl  BBemeHHMsT MOTYT Takke OOECIeYMBaTbCs —Iepe3apsiKaeMbIMH  WIIH
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ouomerpagupyeMbIMU yCTpoiicTBaMu. B mocneanne ronael Obutd pa3paboTaHbl M UCTIBITAHBI il
ViVO  pa3NNyHbBIe TOJMMEPHbIE YCTPOIMCTBA C  MEUIEHHBIM  BBICBOOOXKICHHEM IS
KOHTPOJIUPYEMOH TOCTABKH JIEKAPCTB, BKIIOUAs OeJIKOBbIe OHOo(apMalieBTUYECKHE MPenapaThl.
Paznrunbie OMOCOBMECTHUMBIE MOTMMEPHI (BKITIOYAsl THIPOTENH), BKIIIOYAs Kak Onopasyiaraemble,
TaK U HepasJiaraéMble MOJUMEPBI, MOTYT OBITh MCIIOJIB30BaHbI IsI (POPMUPOBAHHS UMIUIAHTATA
111 3aMEIJICHHOTO BBICBOOOIKACHUSI COEAMHEHUS] B KOHKPETHOM LIEJIEBOM y4aCTKe.

@dakTHUYeCKHEe YPOBHHM JO3UPOBKM AKTUBHBIX HWHIPEIUEHTOB B (hapMaleBTHUECKUX
KOMIIO3ULIUSIX MOTYT MEHSTBHCS, YTOOBI MMOJTYYUTh KOJMUYECTBO AKTUBHOT'O MHTPEIUEHTA, KOTOPOE
3G PEKTUBHO AN TOCTHXKEHUS HEOOXOAMMOTO TEepPaneBTHYECKOTO OTBETA JJISi KOHKPETHOTO
NAIHMeHTa, KOMIIO3ULUHU B crioco0a BBEACHNUS, 0€3 TOKCHYHOCTH /IS TTALIUEHTA.

BriOpanHbIfl YpOBEHb HO3MPOBKH OyIeT 3aBHCETh OT MHOXKECTBA (PaKTOPOB, BKIIFOUAS
AKTUBHOCTb KOHKPETHOTO HCIIOJIb3YEMOIO COEIMHEHMs MJIM KOMOWHAIIMHM COEAMHEHUH WM WX
CJIOKHOTO 3(pMpa, CONMM MM aMuIa, MyTh BBENEHUS, BPEMs BBEIEHHs, CKOPOCTb BBIBEIACHUS
KOHKPETHOTO HCIIOJIb3yeMOro(bIX) COEAMHEHUs(MH), MPONOJLKUTEIBHOCTb JICUCHHUs, Ipyrue
JIEKapCTBEHHbIE CPENCTBA, COCOUHEHMs W/WIM MaTepHajbl, HCIOJb3yeMble B KOMOMHALMU C
KOHKPETHBIM(BIMH) COE€OMHEHHEM(sIMH), BO3PaCT, IOJ, MAaccy Tela, COCTOsHHue, oOree
COCTOSIHME 3JI0POBbSI M NPEAIIECTBYIOIIYI0 HUCTOPHIO OOJIE3HHM MalMeHTa, KOTOPOro Jieyar, H
No00HBIE (PAKTOPBI, XOPOLIO U3BECTHBIE B 00IACTH MEIUIIMHBI.

Bpau nnm BerepuHap, MMeOIUil OObIUHBIE HAaBBIKM B JaHHOW 00JaCTH, MOXKET JIETKO
OTpeneInTh W  HA3HAYUTh TepameBTHYeCKH O(P(PEeKTHUBHOE KOJUYECTBO  Tpedyemon
bapmaneBTHUECKOH KOMIO3NIMK. Hanpumep, Bpad miin BeTepUHAP MOKET HAYMHATD ITPUEM 03
(apMareBTHUECKOW KOMIIO3MLIMK HMJIM COEAMHEHHs] C YpPOBHEH HIke, dyeM Tpedyercs s
JIOCTH)KEHUS] HEOOXOAMMOTO  TepameBTHYecKoro 3¢@dexra, M TOCTENeHHO YBEIMYUBATH
NO3UPOBKY JO TeX Top, TMOKa He OyneT MJOCTUrHYT HeoOxoammbid sddexr. Ilon
«TepareBTUIecKd 3(p(HEKTUBHBIM KOJIMYECTBOMY TOPA3yMEBAETCsl KOHLEHTPAIUs COSAMHEHUS,
IOCTaTOYHAs IJIsl AOCTH)KEHUST HEOOXOIUMOro TepaneBTryeckoro s¢dekra. OObMHO cunTaercs,
910 3(p(PEeKTUBHOE KOJMUECTBO COCOMHEHHUS] OyIeT MEHSThCS B 3aBUCHMOCTH OT MAacChl Teja,
1oJla, BO3pacTta M HCTOpUU OonesHn cyObekra. Jlpyrme ¢axToppl, KOTOpBIE BIMSAIOT Ha
3¢ PEeKTUBHOE KOJUYECTBO, MOTYT BKJIOYATh TSDKECTh COCTOSIHMS ITallMEHTa, PacCTPOICTBO,
KOTOpOE JiedaT, CTabUIBbHOCTh COEIMHEHHS 1, €CITH HEOOXOIUMO, APYrON THIT TEPANIEBTHYECKOTO
CPEeACTBa, BBOAMMOTIO C COCIUHEHHEM IO HM300PETeHHIO, HO HE OTPaHUYUBAIOTCS UMHU. boubinas
ofmast 103a MOXKeT ObITh JOCTaBJE€HA INYyTEM MHOTOKPATHOTO BBEINCHMS areHta. MeTo.bl
onpeneneHuss 3PQPEKTUBHOCTH W IO3MPOBKH HM3BECTHBI CIIELUAINCTAM B JaHHOW obmactu

(Isselbacher et al. (1996), Harrison’s Principles of Internal Medicine 13 ed., 1814-1882,

BKJIFOUEHHBIN B HACTOSIIUN JTOKYMEHT IMOCPEICTBOM CCHLIKH).
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Kax npasuno, noaxopsias CyTouHasi 032 aKTHBHOTO COEJUHEHHs, UCIOJIb3YEMOTO B
KOMIO3ULIUSX W crocobax wu3o0pereHus, OyAeT MpeAacTaBisiTh COOOH Takoe KOJHMYECTBO
COCINMHEHHUS, KOTOpOE€ SBISETCS CaMON HHU3KOH 1030H, 5((eKTUBHOW Misl MOJy4eHUs
tepaneBTudeckoro 3¢gdexra. Takas sddexkTnBHas 1032 OOBIMHO 3aBHCUT OT (PaKTOPOB,
OTMCAHHBIX BbIIIE.

IIpn HeoOxommmocTu 3(P(PEKTUBHYIO CYTOUHYIO O3y AKTHBHOTO COEAMHEHUS MOKHO
BBOJAUTH B BHUJE OIHOH, IBYX, TPEX, UETBIPEX, IATH, MIECTH WK Oojiee cyOno3, MpUMEHsIeMbIX
pa3meirpbHO C COOTBETCTBYIOLIUMH WHTEpPBAJIAMH B TEYEHHE [HS, MPH HEOOXOTUMOCTH B
€IMHUYHBIX JO3MPOBAaHHBIX (popMax. B onpeneneHHbIX BapUaHTaX OCYIIECTBJIEHHUs] HACTOSIIErO
n300peTeHNs] aKTUBHOE COENUHEHHE MOXKET BBOIHUTHCS JBAa WJIM TPH pasa B JAEHb. B
NPEANOYTUTENBHBIX BAPUAHTAX OCYLIECTBIEHHS aKTHBHOE COCAMHEHHE OyneT BBOAUTHCS OIUH
pa3 B JieHb.

[TarueHTOM, MONYYAOIIUM TAKOE JICYCHUE, SIBIIETCS JII000e HYXKAaroeecs JKUBOTHOE,
BKJIOYasl MPUMATOB, B YACTHOCTU JIOJEH, M JPYyrMX MIIEKONMTAOLIUX, TaKUX KaK JIOLIajH,
KPYIIHBII pOratblii CKOT, CBUHBHY U OBLbL, U JOMALIHSSA NTHLA U JOMAIIHUE )KHBOTHbBIE B LIEJIOM.

B ompeneneHHbIX BapuaHTax OCYLIECTBJIEHUs COEIAMHEHUs [0  HACTOSIIEMY
H300pETEHUI0 MOTYT HCIIOJIB30BATHCS OTAENBHO WJIM COBMECTHO C TEPANeBTHUECKUM areHTOM
apyroro tuma. Mcmonb3yemMoe B HacTOsIIel 3asBKE BbIPAXKEHHE «COBMECTHOE BBEJEHUE»
OTHOCHTCSl K J0OOH ¢Qopme BBemeHUs ABYX WM 0Oojiee Pa3UYHBIX TEPareBTHYECKUX
COEMHEHHUH, TaKk 4YTO BTOPOE COEAUHEHHE BBOJAT, B TO BpEeMsl Kak paHee BBEICHHOE
TEpaIreBTUIECKOE COCTUHEHNE BCe ele 3((PEeKTUBHO B OpraHu3Me (HampuMep, ABa COSAMHEHUS
OHOBpeMeHHO 3(P(EeKTUBHBI Y MAILMEHTa, YTO MOXET BKJIIOYaTh CHHEPTETUYECKOE AEHCTBHUE
IBYX coenuHeHui). Hampumep, pasnudHble TeparnmeBTUYECKHE COEAUHEHHUs] MOTYT BBOIUTHCS
7100 B OJHOW M TOM K€ KOMIIO3WULUH, OO B OTAEIBHONW KOMIIO3HMLMH, MO0 OJHOBPEMEHHO,
au00  TOCJIENOBaTeIbHO. B ONpeneNeHHbIX BapUAHTAX  OCYLIECTBJICHHUS  Pa3JINYHbIC
TepaneBTUYECKHUE COCIMHEHNs MOTYT BBOAUTBHCS B TEYEHHE OJTHOTO 4yaca, 12 yacos, 24 yacos, 36
4yacoB, 48 4acoB, 72 4acoB WJIM HEAENH APYr OT apyra. Takum oOpasoM, HHIUBUAYYM, KOTOPBIH
MOJIy4aeT TaKO€ JIEUEHHE, MOXKET IMOJY4YUTh TOJb3y OT KOMOHMHHPOBAHHOTO JEHCTBHS
Pa3JIMYHBIX TEPANIEBTUYECKUX COEAMHEHUHN.

B omnpeneneHHbIXx BapuaHTax OCYLIECTBJIEHUS COBMECTHOE BBEIEHUE COEJUHEHHUH M0
HU300pETEHNI0 ¢ OJHUM HWJIM HECKOJbKUMH AOTOJHHUTENbHBIMH TEPANeBTHUECKUMH areHTaMH
(HarmpuMep, OJHUM WJIM HECKOJIbKUMH JIOTIOJIHUTEIbHBIMH XUMHUOTEPATIEBTUIECKUMU areHTaMu)
obecrieunBaeT yay4meHHYO 3((EeKTHBHOCTh OTHOCHTEIBHO KAKAOIO OTAEIBHOTO BBEICHUS
COEIMHEHUS 10 HACTOsIIEeMy H300peTeHmto (Hanpumep, coeanneHus popmynsl (1)) umm ogHOoro

HJIN HECKOJIBKUX NOMOJHUTCIBHBIX TEPANCBTUYCCKUX arC¢HTOB. B HEKOTOPBIX TAKUX BapUaHTax
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OCYIIECTBIIEHUs] COBMECTHOE BBEICHHE OOECIEeUMBAET aJAMTUBHBIA 3PQeKT, rae aaauTUBHBINA
3¢ (HeKT OTHOCUTCS K CyMMe Kaxaoro u3 3p(pekToB MHAUBUIYaTbHOTO BBEACHHS COSAMHEHHUS 10
HACTOSIIEMY M300PETEHHI0O M OJHOTO WJIM HECKOJIbKHX JOMOJHHUTEIbHBIX TEPareBTHUECKUX
areHTOB.

J10 m300pereHne BKIFOYAET HCIOJIb30BaHUE (HapMaLeBTUUYECKH TNPUEMIIEMBIX COJIEH
COCOMHEHUH MO M300pETeHHI0 B KOMIIO3MIMAX U CHocobax M0 HACTOALIEMY H300pETEHHIO.
Hcnosp3yeMblii B HACTOSIIIEH 3asiBKEe TEPMUH «(HapMaleBTUYECKH TPUEMIIEMAs COJIbY) BKIIIOUAET
COJIM, TIOJNIYyYEHHBIE W3 HEOPraHWYECKUX WM OPTaHUYECKUX KHUCJIOT, BKIIIOYAs, HampuMmep,
COJISTHYI0, OPOMHUCTOBOJIOPOITHYIO, CEPHYIO, a30THYIO, MEPXJIOPHYIO, (GOCHOPHYIO, MypaBbHHYIO,
YKCYCHYIO, MOJIOYHYIO, MAaJIeHHOBYIO, (PyMapoOBYIO, SIHTAPHYIO, BHHHYIO, TJIMKOJIEBYIO,
CAMLIUJIOBYIO,  JIUMOHHYIO,  METaHCYJb(OHOBYIO,  OEH30JICYIb(POHOBYIO,  OEH30MHYIO,
MaJIOHOBYIO, TPUPTOPYKCYCHYIO, TPUXJIOPYKCYCHYIO, Ha(pTaTNH-2-CyIb(OHOBYIO, IABEIEBYIO,
MUHIAJBHYIO W Apyrue KUCJIOThL PapMaleBTHYECKU MPHUEMIIEMbIe COJIeBble (POPMbI MOTYT
BKJIFOYaThb (POPMBI, B KOTOPBIX COOTHOILIEHHE MOJIEKYJ, COCTABISIOIIMX COJb, He paBHO 1:1.
Hanmpumep, conp MokeT copepkaTb OoJjiee OJHOM MOJIEKYJIbl HEOPTaHMYECKOH WM
OPraHUYeCKON KUCIOThI HA MOJIEKYJTy OCHOBAHUS, HANIPUMeED ABE MOJIEKYJIbl COJISTHONH KHUCIIOTBI
Ha MoJiekyiy coennHenust popmydel (I). B kauecTBe apyroro mpumepa, cojib MOKET COAEPKATh
MEHEEe OJHOW MOJIEKYJbl HEOPraHWYeCKOM WJIH OPraHUYeCKONW KHCJIOTBI HA MOJIEKYIY
OCHOBAHMS, HAIIPUMEP J1BE€ MOJIEKYJIbI coennHeHust popmyiel (I) Ha MOJIEKYTy BUHHOM KHUCIIOTHI.

B nomosHUTENbHBIX BapUAHTaX OCYLIECTBJIEHHS MPEAIOoaraeMble COJIU MO0 HACTOSIIEMY
N300pPETEHUI0 BKJFOUAIOT COJIM AJIKWJI-, AHAJKWI-, TPHAIKUII- UM TETPAAIKIJIAMMOHUS, HO HE
OTPaHUYMBAIOTCS UMU. B ompeneneHHbIX BApHAHTAX OCYIIECTBIICHUS MPEAIOIaraeMble COJIU MO
n300pETEHNI0 BKIFOUAIOT cosiu L-apruHmnHa, OeHeHTaMuHa, OeH3aTHHa, OeTanHa, THIPOKCHIA
KaJbLMs, XOJIMHA, JEaHOJa, [AWPTAHOJAMHUHA, IUITUIAMHHA, 2-(AMATHIIAMHUHO)3TaHOJA,
STaHOJIAMUHA, 3THJIEHANAMIHA, N-METWINTIOKaMuHa, ruapadbamuna, 1H-umunasona, nutus, L-
JIN31HA, MarHus, 4-(2-rugpoxcu3TIIT)MOPQOIHHA, NuIepasyuHa, Kajus, 1-(2-
TUIPOKCUITUN )TUPPOJIUINHA, HATPUs, TPUATAHOJAMUHA, TPOMETAMHMHA W I[MHKA, HO HE
OTPaHUYMBAIOTCS UMH. B ompeneneHHbIX BapUaHTaX OCYLIECTBJIEHHUsS] PacCMaTPHUBAEMBbIEC COJIH
0 HacToseMy n300pereHnto BkirovaroT conn Na, Ca, K, Mg, Zn uin qpyrux MeTaioB, HO He
OTPAHUYUBAIOTCS IMH.

dapMalleBTHUECKH TPUEMJIEMble COJM  TNPUCOCIUHEHHUS KHCJIOTBI TaKXKe MOTYT
CYIIECTBOBATh B BUAE PA3JIMYHBIX COJBBATOB, TAKUX KaK METAHOJ, 3TAHOJI, TUMeTHI(GopMaMun
u ToMy nonoOHoe. Takske MOryT ObITh MPUTOTOBJIEHBI CMECHU TaKUX COJIbBATOB. MICTOYHHKOM
TAKOTO COJIbBATa MOXKET OBITb pPACTBOPUTENb OT KPUCTAJUIM3ALINH, XapaKTEPHBIA IS

pacTBOpUTEA JIA MNPUTOTOBJICHUA WM KPUCTAJUIM3allUKU, WA Cﬂy‘{aﬁHbIﬁ JJIs1 TAKOro
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pPacTBOPUTEIS.

CMmaumBarolIe areHThbl, SMYJIBraToOpbl W JIOOPHKAHTBHI, TaKHe Kak Jaypuicysbdar
HATPUs U CTeapaT MarHus, a TAK)Ke KPacsIue areHThl, aHTUAATe3UBHBIE ar€HThI, TIOKPBIBAIOLITNE
areHThbl, TIOACIACTUTENH, AapOMaTHU3aTOPbl W NappIOMEpHBbIE areHThl, KOHCEPBAHTBI M
AHTHOKCHAAHTHI TAK)KE€ MOTYT MPUCYTCTBOBATH B KOMITO3UIIHSX.

IMpumepsl  papManeBTUYECKH  NPUEMIIEMBIX  AHTHOKCHIAHTOB  BKjIOYaroT: (1)
BOJIOPACTBOPUMBIE AaHTHOKCHUAAHTHI, TAKHE KaK aCKOPOWHOBAs KMCIIOTA, THAPOXIIOPU IUCTEHUHA,
oucynbdar HaTpus, MeTaOUCyIbPUT HATPHA, CYNbUT HATPUSA | T.IL; (2) MaCIOPaCTBOPUMBIE
AHTHOKCHAAHTBI, TaKHE KaK acCKOpOMIMaNbMUTAT, OyTHIUpPOBaHHBIN ruapokcuannszon (BHA),
OyrunmupoBaHHblil ruapokcuToayon (BHT), nemwrun, nponwiramiat, aitbda-Tokodepos u Tomy
nonobuoe, u (3) XemaTUpyOIIMe MeTa/UTbl AareHThl, TaKWe KakK JIMMOHHAs KHUCJIOTAa,
sTHIeHAnaMuHTeTpaykcycHast kucnota (JTA), copburton, BuHHas kuciorta, QochopHas
KHUCJIOTa U TOMY MOA00HOe.

Hzobperenne, Tenepb OMUCAHHOE B IeNIOM, OyneT OoJiee JIETKO MOHSTO CO CChUIKOW Ha
CJIEAYIOIINE TMPUMEPBI, KOTOPbIE BKIOYEHBI TOJBKO B LEJSIX HILTFOCTPALMH OIpeesIeHHbIX
aCTIeKTOB M BAapPHUAHTOB OCYIIECTBJICHUS] HACTOSINEro M300pPETeHUs U HE NMpeIHa3HAueHbl IS
OTPaHUYEHUST U300PETEHMSI.

IIpumepsl

CoxkpaieHust:

ACN = aleTroHUTpuI

Boc = Tper-OyTriiokcnkapOoHNT

Bn = Gensun

Cbz wnu Z = 6eH3MITOKCUKapOOHUIT

COD = uukyiookraguex

DCM = meTuneHxjaopua UM AUXJIOpPMeTaH

DMAP = 4-(mumeTHaaMuHO ) TUPUIIH

DMF = numerundopmamun

dppe = stunenbuc(audennndocdun)

EDC nnu EDCI = N-(3-guMmetniaaMuHONIpoIin)-N'-3THIKap 00 THIMH

EtOAc = stunanerar

1s0-BuB(OH), = m300yTusi0opoHoBasi KUCJI0Ta

LiHMDS - nutuit Ouc(TpuMeTHICHINIT)aMU

OSu = N-ruipOKCUCYKLITHUMU

TBAF = rerpabyrunammonuii ¢propun ruapar

TFA = TpudropykcycHas Kuciora



138
THF = terparunpodypan
TMS = Tpumeruncunan
Z-Ala-OSu = 6eH3unokcukapOOHMI-L-ataHuH ruAPOKCUCYKIMHUMHUAHBIHN 3P
Z-0OSu = N-(6eH31I10KCUKapOOHMIIOKCH ) CYKLINHIMH ]
Pin = nunakoxn

Lpumep 1. Obwas memoouxa oopazo6aniis ANKO20IAMHO20 KOMIIEKCA.

’ !
O. OH : Q,B
O
HENIH
JOH HoNi i)
? Crnapt
o N OH . \
:i/ Harpepauue
R 6]
N CJ\i‘/R"
2 H.N
R1 = H, CH3 HIH CHQOH R1 = H, CH3 HIH CHQOH

Ry = Me, Et, n-Pr umm i-Pr

BopoHnoBokuciyro amuHokucnoty (200 mr) cycneHauposanu B 6e3BogHoMm crimprte (20
mi). Cycnensuro mepememuBanu npu 70°C B TeueHue 14 9acoB, 4TO MPHUBEIO K TOJHOMY
pacTBopeHuto coenuHeHus. Harpesatenb ¢ OOpaTHBIM XOJOOMJIBHUKOM 3aMEHsUTM  HA
HEOOJIBIIYIO MEPErOHHYI0 TOJIOBKY, W PEAKLHOHHYIO CMECh NEpPeroHsum (mpu aTrMochepHOM
JaBJieHUH (C MPHCOENNHEHHON CyUIIbHON TpyOko# ¢ Drierite® st ynaneHus: Biaru), moka
rOpsiuUil pacTBOpP HE CTAHOBHJICS MYTHBIM (IIPUMEPHO TOJOBMHA CHHpTa Oblia coOpaHa B
teueHue auctwusinun). Jlobapnsau 6e3poanbiii cnupT (10 MIT) U 3aTeM PEAKIMOHHYI) CMECh
Harpesanu 10 80°C u nepemernuanu npu 80°C B Tedenue eme 4 yacos. [Iponecc nucTusinuu
MOBTOPSIIM IO TEX IOp, MOKAa PacTBOP CHOBA HE CTAHOBWICA MyTHBIM (coOmpamu ~10 M
muctiisita) CHoBa mobaensimu Oespomnbii crmpT (10 MuI) M 3aTeM PeakIUOHHYIO CMeCh
Harpesanu 10 80°C u nepemernuBanu npu 80°C B Tedenue eme 2 yacos. [Iponecc nucTusinum
MIOBTOPSIJIH JI0 TEX IOP, MOKA PACTBOP HE CTAHOBUIICS MYTHBIM (coOupanu ~ 15 M quctuiisaTa).
OcraBmemycst pacTBOPY JaBaJid OCTBITh 1O KOMHATHOH TEMIEpaTyphbl, a 3aTeM (pUiIbTpoBaIU U
OBICTPO CYLIWJIM TOJ BAaKyyMOM, a 3aT€M IOIOJIHUTEIbHO CYLIMJIM B BBICOKOM Bakyyme (38
MTop) mpu KOMHATHOH TemrepaType B T€YEHHe MO MEHbINel Mepe 2 4acoB, YTOOBI MOJTYUUTH
NPOAYKT B BHJE MOYTH O€I0ro MK OJIeIHO-KENTOrO MOPOIIKA.

Ipumep 2. lpumepnsiii cnocod cunmesa un2ubumopa apeuHasbol.

Cunres (6aS,9aR)-8-(L-ananunn)-9a-aMHHO-3-3TOKCHOOKTATHAPO-

[1,2]oxcabopouuno|6,7-cJnuppoa-1(3H)-ona (10e).
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Hcxomnoe BemecTso coennHeHne 21 (paneMudeckoe) mojydaiii, Kak OMFCAaHO B 3asBKe
WO02012/58065 Ha crp. 48-50, KOoTOpas BKJIIOYEHA B HACTOSIEE OIMHCAHUE IOCPEICTBOM
CChUIKH. PasneneHne NpoBOAWIM € TIOMOIIBIO XHUpaJbHOH Xpomatorpadun. Panemmuueckoe
coenuHeHue 21 pasnensin Ha KOJOHKe ¢ XupaibHO# craunoHaproii ¢azoit CHIRALPAK® 1B
(Daicel Chiral Technologies), ncnonp3ysi renTaH-3TaHOJ B KaY€CTBE JJIFOEHTA, C MOJYYSCHHEM
pa3feIeHHOro S3HaHTHOMEpa coeauHeHus 21.

KaranusupyeMoe upuaueM ruapobopupoBatue ¢ MOJayuYeHueM 22
\P o \NP
Oy~ NH
—
(S)

—— AcHN, |R)
AcHN,
IR 3
BocN

H
) B-O.
1
BocN 07{

21 22

Peakunonnyro konly Bmectumoctbio 10 11 ¢ amxmopmeranom (5 s1) oOpalarbiBanu
BakyyMoM 10 npuOmmsutrenbHo 250 mbap, u gaBneHue cOpachiBajgu a3oToM. [lpouenypy
MOBTOPSUTM JBAXKIBI, W pPeakuuio TpoBomwu B armocdepe asorta. JoOammsm Ouc(l,5-
muknookraguen)quupuanii (1)  muxjoopun (26,00 r, 38,7 wmmomb, 0,03 »53kxB.) ®
stunenouc(nupenundocdun) (30,85 r, 77,4 mmosb, 0,06 3kB.), U cMeCh niepeMenuBatu mpu 13-
15°C no obpasoBanus npo3payHoro pacteopa. Jobasmsu coenunenue 21 (pasnenensHoe, 466,3
r, 1,269 monb) u cmech nepemernuanu npu 15-17°C B redenne 30 munyt. Ilony4deHHbII TEMHO-
KpacHbll pacTBop oxnaxknanu no 0°C u mobasmsmu 4,4,5,5-terpamerin-1,3,2-auokcaboponian
(224,0 r, 1,750 monb, 1,38 5kB.) mpu Temmeparype oT -2 mo +2°C B TeueHHe OJHOTO Haca.

PeaxiioHHy1o cMech NepeMelnnBaiu npu TeMmneparype oT -2 Ao + 2°C B TeueHHe 2 4acos, U
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BOXX noxkazana xonsepcuto 90,7%. Ilocne AOMONHUTEIBHOTO MepeMellnBaHus B TeueHue 14
yacos npu 18-22°C BOXKX nokasana kousepcuro 98,9%.

K peakumonHoit cmecu noOaisuim aueronutpun (2,2 n). Cmech HarpeBamu Juis
neperonku npu 30-35°C npu noHmwkeHHoM nasienuu (470 mbap) u otronsim 2,7 1. K ocraTtky
noGasysinmn  auetoHutpun (2,2 ;). Cmech HarpeBanu aysi neperoHkd npu 35-38°C mpwm
noHmkeHHoM aaBiernu (350-250 mbap) u otronsum 2,2 5. K ocratky 100aBisiiy aneTOHUTPUT
(2,2 m). Cmecp HarpeBanu sl neperoHku npu 55-40°C npu noHwkeHHOM aasieHnH (240-155
mbap) u otrosstu 3,7 .

Ocrarounyto cycnensuto (~ 1300 mi) nepememuBanu npu 20-23°C B TeueHHE HOYU U
ocanok Bbimessn (uiasTpoBaHueM. Ocanok Ha QuubTpe npombiBau xojomasM (0-10°C)
aneronutpwioMm (1,5 1) u cymmim 10 nmoctosiHHOW Maccel npu 40°C B CyIIWIBHOW Me4u ¢
BeHTIIIsAILMEH Bo3ayxa. [lomyueH Beixon coenuneHust 22: 466,5 r (74%).

Tlomyuenue coequueHus 26
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48% HBr (BoxubIl pacTBOp, 500 M) 1 coenunenne 22 (250 r, 505 Mmoup) nobaBisM B
2-TUTPOBYIO TPEXTOPJIYIO KPYTIIOAOHHYIO KOOy, CMech HarpeBajy Uil IEPErOHKH U MEPErOHKY
MpOJOJKAIU 10 AOCTHXKEHMsI BHyTpeHHell TemnepaTypnl 120°C. Cmech mepemermiuBanu Mnpu
120°C B Teuenue eme 2 yacoB. CMecH aBajil OCTHITh IO KOMHATHOH Temnepatypsbl. JloOaBmsiim
Boxay (0,5 1) U peakIMOHHYI0 CMECh SKCTparupoBasiu Toyosiom (1 ). Atmocdepy 3aMeHsTn Ha
a30T, U BOAHYIO cMmech oxyaxkaanu 10 0°C, u BOIHBIA pacTBOP COEOUWHEHUs 23 OCTaBJSLIM Ha
Houb. 3Hauenue pH cmecu nosommmu nmo 9,7 ¢ momompto NaOH (27,65%, 460 wmn) ¢
nocneayomum nodasnenuem aneronutpuna (750 mur). Jobaensmu Z-Ala-OSu (323 1, 1009
MMOJIb, 2 3kB.), U pH nocrosiuHo nosoawmmu a0 9,5-10,0 ¢ momommsro NaOH (27,65%, 175 mo).
Uepes 1,5 vaca konBepcus cocrasmia >98% (TCX). 3nauenue pH nooawim 110 3,3 ¢ MOMOMIBIO
48% HBr (Bomn., 207 wmi), W peakIHMOHHONW CMECH JaBajld HAarpeTrbCs 1O KOMHATHOH
temnepatypsl. Cmech skcTparuposanu toiyosoM (1,14 ) u nBa pasa stunaneratoMm (2 x 1,14

7). JIBe sTunaneratHele (a3bl ABAKIBI SKCTparupoBaitud Bomoi (2 x 225 mu). OObenuHeHHbIE
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BOAHBIE (pa3bl, comeprkamue coequHeHue 24, BbIAECpKHMBAIM B atMocdepe azora npu 0°C B
Te4eHHe HOYH.

3nauenne pH cmecu nosogmmu 1o 10,4 ¢ momomero NaOH (27,65%, 207 wmin) u
TeMIieparype naBaiu nmoBbicUThCs 10 10-20°C. Jlobasnsu atieronutpui (750 mu), 3atem Z-OSu
(176 r, 707 mmonb, 1,4 3kB.), u pH cmecn HenpepriBHO noBoamau o 10,0-10,5 ¢ momomsro
NaOH (27,65%, 112 mn). Peakuuu paBaid TPOAOJIKATBCS B TEUEHHUE 3 HYACOB, MOKAa HE
Habroanu KoHBepcuro >95% (BOXKX, cpaBHeHne co ctangapTom). 3HaueHue pH nosoxmnm 1o
3,2 ¢ momomnsio 48% HBr (Boas., 300 mn). {obasnsuim stunanerar (1,14 1) u cMecb SHEPTUYHO
nepememnBain. Paspl pa3faensuy, 1 opraaudeckre $pa3bl 0ObEANHSIN, Oy4dasi COSIUHEHNE 25,
KOTOpO€ XPaHUJIN B MOPO3UJIbHOM Kamepe B TeUeHHEe HOUU.

OTuUnaueTaTHbIN pacTBOpP COEAMHEHHUs 25 BbIAapUBaJIU MPU MOHWKEHHOM JaBJIEHUU MPU
TemMrieparype BoasiHo# Oanu 50°C go cyxoro cocrosinusi. Jlobasnsmu aneronutpui (200 mun) u
yIapuBaHUE MPOJOJDKAIH 10 CYyXOro coctostaust. OCTaTOK pacTBOPSIM B aueToHUTpHe (3,63 1)
npu 40°C, m pobaBmsim m3onponanon (225 mm). Hustanomamun (95,9 r, 912 mmorb)
pacTBopsu B u3onpomnanoie (150 mu) u aneronurpuie (150 mur). JAM3TaHOTAMUHOBBIN PacTBOP
n00aBIISIN K pacTBOPY COeAMHEHUs 25 B anieroHUTpHIe/u3onponaxoe npu 40°C B Teuenue 10
MHUHYT. B pacTBOp BHOCWIM 3aTpaBKy COEQUHEHHMs 26 U OXJaxJaaud OO0 KOMHATHOU
temnepatypbl. OcaxkneHne ObUIO OYeHb MEIJIEHHBIM, U €r0 HYKHO OBLIO OCTaBUTb HAa HOUb,
9TOOBl TOJYYUTh TYCTYIO cycrneH3no. CyCneH3Wr0 MENJIeHHO (IIBTPOBAIM U OCANOK Ha
¢unbTpe mpombiBanu 2 11 10% wu3onponaHona/aneronuTpmia. Yacte ocagka Ha (uibTpe
CyLIMJIH, ToJTy4ast Bbrxoxa 83% (276,2 1).

OcnoBHyr0 vacth (271,6 T) MaTepuana MOBTOPHO OCAKAAIHM IYyTEM CYCHEHIUPOBAHUS
ero B m3omnponanoie (400 mu) u aneronurpuie (900 mi). TBepaoe BEIIECTBO PacTBOPSUIH MPH
temneparype kunenus. JloGaBmsum aunerorutpun (2,7 1), U pacTBOPY HaBaIU OCTHITH JIO
KOMHaTHOH Temmepatypsl. Ilpu 45°C ocaxnenus He HaOmonmamnoce. Yepes 5 4 TycTyrO
CyCHneH3mr0  (uIbTpOBaM W  oOcagok Ha  Quubtpe mpomemBamun 1,5 1 10%
M30TIPOIIAHOJIA/alleTOHUTPUIIA. TBepoe BEeCcTBO CYIIMIM B TEUEHHE HOYH B BAaKyyMe NpHU
25°C, monyvast 239,2 r coenunaeHus 26 (creneHp u3snedeHns 88%, obuuii Berxox 72%).

Tlonyuenue coequuenus 10e.
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B 5-nutpoByro Tpexropiyi KpyrIoAOHHYIO KOOy nodasisum Boay (2,4 ) u 36% HCI
(BonHbIi pacTBOp, 75 ). JloGaBnsm stunanerar (2,45 1), a 3arem coemuHeHue 26 (250 r, 343
mMMoJb). CMech mepeMelInBalid A0 PAacTBOPEHHUS] TBEpHOro BemectBa. Pasvl pasnmensim, |
BoAHYIO (ha3y skctparupoaiu sTmnaneratoM (1,22 i), OObenuHeHHble opraHudeckue (asbl
cymmin Han cynbgparom marHus (190 r). CycneHsuro (GUIbTpOBaIM, U OCaIOK Ha (UIbTpE
npombiBaiM 3tuianeraroM (560 mi). PuubTpaT ¥ MPOMBIBKY BBINAPUBAIH MPU MOHMKEHHOM
JaBJICHUH TIPU TeMmieparype BoasHoN Oanm 50°C, mojydas HEOUYHIIEHHOE CoenuHeHue 25 B
Buzne Oenoii mensl. Jlobasnsiim 3taHon (2,4 m) u Boay (100 mi), U cMech MepeMennBain 10
nosydeHus: pactopa. Cucremy nonsepranu odpadotke BakyymMoMm 1o <180 mbap, u Bakyym
BBITTYCKaJTU ¢ a30ToM TpH pasa. obasnsm 10% Pd/C (Bmaxnsrii, 57,7% Bona, 35,9 r). Cucremy
BakyymupoBaiu 10 <180 mOap, ¥ BakyyM BBIITYCKaJIM a30TOM OJUH Pa3 U BOJOPOIOM TPH pasa.
I'unpupoBaHue MPONOJDKAIN B TEUEHHE HOYM NMPU KOMHATHOW TeMIIepaTtype, 3aTeM arMmochepy
3aMeHsUTH Ha a30T U aobaeysuiu emie oany nopuuio 10% Pd/C (snaxssiii, 57,7% Boxa, 4,5 r).
AtMocdepy 3aMeHsIM Ha BOAOPOZ, W THAPATUPOBAHHE MPOAOIDKAIM €Lle B TEUEHHE HOYU.
Cycnensuto ¢unbTpoBamu 4depe3 ueaut (83 r) m 0caAok Ha (PUIBTPE TPOMBIBAIA CMECHIO
starona (400 mu) u Boasl (16,7 mu), mony4ast HeouHIIeHHBIH pacTBop 10. @uubTpaT ynapusain
IIPU MTOHIKEHHOM JaBJICHUH NOPIIFSIMU MPH Temrepatype BoastHoit 6anu 50°C no obobema 350-
400 mn. JloGasisu sTanon (600 M), 1 B pacTBOP BHOCHIIH 3aTpaBKy coennHeHus 10e. Menkyto
CYCHEH3MIO KOHLEHTPHUPOBAJIN 1O TOTrO e OObeMa NpH MOHIKEHHOM IaBJICHHH U IIPH
temnepatype BogsHon Oann S0°C. Cycnensuro Beigep:xkuBaiy mnpu -15°C B TeueHue Tpex THEH.
Cycnensun naBanu Harpetbest 1o npuomusurensao 0°C u 3arem punprpoBamu (GF-A). Ocanox
Ha ¢uibTpe mpombiBaiu 3TaHonoM (3 x 100 mur). Teepmoe Bemectso cymwmian npu 5S0°C B
BaKyyMe B TeueHue Houu, mnojydas 82,8 r coegunenwst 10e. DTOT marepuan MOXKeT OBbITh
JOTIOJIHUTENIbHO OYHIIEH, KaK OITHMCAHO HIKE.

Coenunenne 10e (77,5 r) cycnenauposanu B 3ta”oie (1,1 1) u HarpeBanu no 60-62°C B
TedeHue 6 yacoB U 15 munyTt. Cycnensuro oxjaxnaiu 1o 2°C U mnepeMelnBald B TeUEHUE
Houn. CycrneHsuto (UIBTPOBANH, U OCAAOK Ha (UiIbTpe HpoMbIBaM 3TaHoNoM (400 m).
Teepnoe BeuectBo cymunu npu S0°C B BakyyMe B TeueHUE HOYH, noy4dast 71,5 T coenquHeHus
10e B Buze OEJIOTO TBEPAOTO BEIIECTBA.

Ananmutuyeckuii obpazeny win 10e rortoBwiu creayromuMm obpasom: 2 1 10e
CYCHEHIUPOBAJIH B JIOCTATOYHOM KOJHYECTBE Oe3BOMHOro sTaHoja (~ 70 Mi) AN MOJIHOTO
pactBopeHust Marepuana npu 80°C. Jror pactBop Harpesanu npu 80°C B TeueHue 2 4acoB B
arMocdepe cyxoro azota. Harpesarenb ¢ 0OpaTHBIM XOJOIMIBHUKOM 3aMEHSUTH Ha HEOOJIbIION
nedaermMaTop, W PEAKIUOHHYKD CMeCh TMeperoHsuii (mpu aTMOC(EepHOM [aBJIEHUH, C

NPUCOETUHEHHOW CYIIMJIBHONW TPYOKOW MJIsl yHajeHWs BJard) A0 TeX IOp, MOKa TOPSTIHi
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pacTBOp He CTAaHOBWJICA MYTHBIM (TpubmmsutenbHo 40 M 3TaHoNa OBUIO COOpPaHO BO BpeMs
NIEPEroHKH). DTy MPOLEAYPY MOBTOPSUIH €IlIe IBa pa3a, OCTABLIEMYCSI PACTBOPY AABaJH OCTBHIThH
70 KOMHATHOHM TeMIepaTypsbl, 3aTeM (UIBTPOBAIN M OBICTPO CYIIMJIH IOJ BaKyyMOM, a 3aTeM
JOTIOJIHUTENIPHO CYLIMIIM B BbICOKOM BakyyMme (40 mTop) mpu KOMHATHOH Temmeparype B
TeYeHHe 2 4acoB, MoJy4ast aHaJuTHIeckuii oopasert 10e B Buge 6eioro mopoinka.

Coenunenne 10e. 400 MI'u, d6-DMSO: (3:2 nonyssiuust poramepos) d 7,01-6,80 (2H, br
m, exch); 3,81 (1H, d, J = 12,8 I'n); 3,68 (0,6H, dd, J = 9,8, 7,5I'n); 3,62 (0,4H, dd, J=11,3, 7,8
I'm); 3,53 (0,4H, d, J = 10,4 I'm); 3,48-3,35 (3H, m); 3,20 (0,6 H, d, J = 12,5 T'm); 3,13 (0,6H, dd,
J=11,7,9,7T), 2,81 (0,4H, t,J = 11,6 I'm); 2,42 (0,6H, m) u 2,30 (0,4H, m); 1,83-1,70 (2H,
m); 1,62 (2H, br s, exch); 1,44-1,37 (1H, m); 1,09-1,04 (6H, m, CH3CH2 u CH3CHN); 0,98
(1H, dd, J =15, 12,4 T'u); 0,65 (1H, dd, J = 14,7, 5,6 Tw) u 0,42 (1H, m). 'B-SAMP (400 MTI 1
DMSO) &: 7,85 umn./mun. FTIR (nopomkosas auppakuus) (cm™): 2905 (w), 1722 (s), 1646 (s),
1623 (s), 1271 (s), 1119 (s), 1067 (m), 658 (m) u 562 (m).

800 mr aHanuTHueckoro oopasua 10e pacTBOPsUTM B MMHUMAJIbHOM KOJIMYECTBE 3TAHOJIA
(~ 30 MJ1) mpu KOMHATHOH TeMIlepaType. ITOT pacTBOP OCTABJISUIN MPU KOMHATHON TeMmepaType
U JaBJICHUU B 3KCHKaTope, cHaOkeHHOM cyurmibHOW TpyOkod DRIERITE® mns ynanenus
BJIard, 4TOOBI MO3BOJIMTH 3TAHOJIY MEMJIEHHO HCHAPSIThCS, BbI3bIBAas MEIJIEHHOE OOpa3OBaHHUE
MEJKUX KPUCTAJUIOB B TedeHue 10 mHel. DTW KPUCTAIBI OTHESUIA (PUIBTPALUEd MOX
BAKyyMOM, OBICTPO MpOMbIBaU XOJOAHBIM (5°C) 3TAaHONOM M 3aT€M CYIIMJIU B BBICOKOM
Bakyyme (40 mTop) nmpu KOMHaTHOH Temriepatype B TeueHHe 14 gacos, mojydas npoaykr (386
MT) B BU/ie O€JIbIX KPUCTAJUIOB, MOIXOASIIUX Il KpUCTALIOrpaduu.

Penmeenoeckoe onpeoenenue cmpykmypoi

JlaHHbIE HM3KOTEMIepaTypHOU nudpakuuu (m-ckaHbl) cobupanu Ha audpaxTomerpe
Rigaku MicroMax-007HF, coeannenHoMm ¢ I13C-nerexkropom Saturn994 + ¢ Cu Ka (A =1,54178
A) mna crpykrypsr 10e. JudpaximoHHbe H300paskeHns 06padaThiBall 1 MACIITAOUPOBATIH C
ucrnoyib3oBanneM mnporpammHoro obecneuenuss Rigaku CrystalClear (CrystalClear wu
CrystalStructure; Rigaku/MSC: Te-Byanennc, Texac, 2005). Ctpykrypa Obiia ompezeneHa ¢
nomotnbto SHELXT u yrounena nmo F2 st Bcex maHHBIX METOJAOM HAMMEHBIINX KBAAPaTOB C
nosHOH Marpunen ¢ nomomeio SHELXL (Sheldrick, G. M. Acta Cryst. 2008, A64, 112-122).
Bce HeBOmOpOmHBIE aTOMBI YTOYHEHBI AHU3OTPOIHO. ATOMBI BOAOpPOAa ObUIM BKIIFOYEHBI B
MOJIeSIb B T€OMETPUUECKH PACCUMTAHHBIX MOJOKEHUSAX U YTOUHEHBI C UCIOJIb30BaHUEM MOJIENH
«Hae3gHWKa». IlapaMeTpbl H3OTPOMHOTO CMEMIEHHs BCEX AaTOMOB BOJIOpOnAa  ObLIH
3adukcupoBanbl B 1,2 pasa Beime 3HaueHUs: U aTOMOB, ¢ KOTOPbIMH OHH CBsi3aHbl (B 1,5 pasa
IUI. METHIIBHBIX TPyI). Bce aroMbl BOAOpOaa, CBSI3aHHBIE C aTOMaMH a30Ta, ObUIM HAalIEHBI B

pasHocTHOH kapre. Paccrostams N-H Oputn orpanmuensl go 0,92(2), kak NOKa3aHO Ha
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pasHocTHOH kapte. [lapameTpsl aTOMHBIX CMEIIEHUIH OBUIM YCTAHOBJIEHBI IJIsl CBOOOIHOTO
YTOYHEHHUSI. ATOM BOAOPOAA, CBSI3AHHBIH C 3TAHOJOM, ObUI T€OMETPHUYECKH pa3MeIleH U
orpanndeH. Bce aroMel BOmOponma, YYACTBYIOLIME B  BOJOPOIHBIX  CBS3SIX, OBLIH
UICHTU(QHUIMPOBAHBI, & COOTBETCTBYIOIINE METPUKH JJOHOPOB/aKLIENITOPOB OBLITH YTOUYHEHBI.

Ctpyktypa 10e, mosydeHHasi C MOMOIIBIO PEHTI€HOBCKOH AM(DPAKINH, MOKa3aHa Ha
¢ur.1 npu 50% ypOBHSX BEPOSTHOCTH TEIJIOBOTO 3JUIMIICOUAA. JTa CTPYKTYpa COTJIACyeTcs ¢
yeprexxamu ans 10e, nokazanHeIMHu B TekcTe. HekoTopble naHHbIE O KpUCTAIaX U YTOUHEHHUE
cTpykrypsl 1yt 10e npuBeneHs! B Tabmuie 2.

Tabmauua 2. Kpucrajuinueckue IaHHbIE U YTOUYHEHUE CTPYKTYDHL s 10e.

OMnupudeckast popmyia
Macca no popmye
Temnepatypa

JlnvHa BONHBI
Kpucrannuyeckas cucrema
IIpocTpancTBEeHHasA rpymnmna

Pa3meps! 351eMEHTapHON sTUeKU

Ob6pem

Z

ITnotHOCTE (pacueTHast)
Koahpuument norsomieHus
F(000)

Pasmep kpucrania

Tera-nmuanason s cbopa TaHHBIX

C14 H26 B N3 04,50

319,19

93(2) K

1,54178 A

OpropomOudeckast

P212121

a=97668 (7) A a=90°.
b=11,6068 (8) A p=90°.
c=29,707 (2) A y=90°.
3367,6 (4) A3

8

1,259 mr/m?

0,761 mm™!

1376

0,200 x 0,200 x 0,010 MM’
4,089-66,565°.

Jlnama3zoHbl HHIEKCOB -11<=h<=11, -13<=k<=13, -35<=I<=35
CobpaHHbIe OTpaXKeHUs 111128

HesaBucumsle oTpaxeHus 5944 [R(int) = 0,1161]

INonmHOTa MO TeTa = 66,565° 99,9%

Ilonpaska Ha noOrjoLEHNE ITonyamnupudeckasi U3 3KBUBAJIEHTOB
Maxkcumym. u MuH. Tpaiecmuccun 1,000 u 0,727

Meron yrouneHust ITonHO-MaTpHUYHBIN HAMMEHBLINX KBAAPaTOB HA F2
Jannbie/orpannuenus/mapamerpsl  5944/8/444

Kpurepnii cornacus no F2 1,171

Koneunsie nnaekcer R [[> 2curma(l)] R1 = 0,0642, wR2 = 0,1681
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Hunexcer R (Bce maHHBIE) R1=0,0739, wR2 =0,1741

AOCOMIOTHBIN CTPYKTYpHBIH napametp -0,10 (8)

Haubonbmmii nudd. mika u asiper 0,330 u-0,227 e A3

Ipespamenue coequnenust 10 B coenunenue 10e mpezacrasisier coOOil paBHOBecHE, U
COCTaB CMECH 3aBUCHUT OT cocTaBa pactBoputensi. OOpazosanue 10e mporcxoaut nmpu oOpaboTke
coennHeHns1 10 Oe3BOIHBIM 3TAHOJOM. DTO NPEBpALIeHHE, MO-BHIUMOMY, MPOUCXOOUT depe3
npoMexyTouHble coenuaenus B w/unu C, xak nmokazaHo Ha Cxeme 1. Coennnenue 10e siBisiercst
npeodagaroIIiM BeIlecTBOM, 00pa3oBaHHBIM MyTeM 00padoTku 10 aOCOIOTHBIM 3TAHOJIOM U
yIaJeHusT BOAbl OUCTWUIALUEH WM TOBTOPHBIM CYCIIEHAWPOBAHHEM MaTepualia TOpsuuM
abcomoTHeIM 3TaHonoM. OOpasusl u3 10, mpomeamue MeHee WHTEHCHUBHYIO 00padoTky (B
3TAaHOJIE) JUI YIAJEeHUsl BOIbL, comepxar cMecu 10e u mpomekyTouHbIx mpoaykTos A, B wmm C
(Cxema 1).

Cxema 1. BzaumonpeobpaszoBanue coenunenuii 10 u 10e.

0
% o ()
HsN, »—0 HoN
B
:<@L HO
HoN' 9 e

Coepunenue 10 HsN,

N g-OH
A 0 J D
\(S) 7
H QN\ ; .

C

Brinenennsiit stanonar (coeaunenue 10e) ObICTpO ruApoan3yercs B (PU3HOJOTHUECKUX
YCIOBHSIX HUIH B JTFOOBIX IPYTHX BOAHBIX YCIOBHUSIX O OTKPBITOH (popMbl CBOOOIHOH OOPOHOBOMA
KUCJIOTBL, coequHeHust 10, KOTopoe MOXKET CyIIeCTBOBATh B PABHOBECHH OTKPBITOH (GOpMBI A H
3akpbIToii popmel B. Cienyer moHMMaTh, YTO HAa 3TUX M300pPAKEHHBIX CTPYKTypax KaKaas U3
rpynnn NH, cymiecTByeT B paBHOBECHM MPOTOHHUPOBAHHOW (COJIEBOM) M HENIPOTOHUPOBAHHOMU
(cBoOomHOE OcHOBaHHWe) (HOPM, U MPHUBEACHHBIE BBIIE HU300paKEHUs HE TpeIHA3HAYCHBI IS
npeacTaBiIeHus (PUKCHPOBAHHON (opMbl anst MOOOH M3 3THX rpynmnupoBok. llpucyrcreue
APYTrUX KHUCJIOT W/WIM OCHOBaHWH B pacTBOpe OyAeT BIUSATh HAa 3TH PAaBHOBECHs, Kak Oyner

IOHATHO CIIEHUAJINCTaM B I[aHHOfI 00/1aCTH TEXHUKHU.
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bricTpoe mpeBpamienne coeauHeHuss 10e B coenuHeHue 10 B BOAe mOATBEp)KAAETCSA
cxoacteoM criektpa 10e B D>O co cmektpom 10 B D,O. Korma obGpasen coenmnenus 10e
pactBopsi B D20 U criekTpbl HEMEIUIEHHO PErHCTPUPOBANH (TIpolieniiee BpeMsi <5 MUHYT),
HaOJroIaeMble CIEKTPBI ObLIM MASHTHYHBI criekTpam coeanHeHus 10 (ceobomnast 6opoHOBas
kuciora) mioc dtaHos (cootHomenue 1:1). Cnektp 10e B DO Obul OAMHAKOBBIM 4Hepe3 S
MUHYT M 4epe3 4ac IOCJe NMPUTOTOBJIEHHS o0paslia, 4TO YKa3blBAJIO Ha OBICTPOE M IOJHOE
npeoOpa3oBaHne Yyepe3 HECKOJIbKO MUHYT.

@ur.2 ngemoHcTpupyer npeodpazosanue 10e B 10 B D20. Crmektpsr AMP (D:0),
o0o3HaueHHbIE A, MPEACTABISIOT cobol coennHeHue 10 (cBoOOIHOE OCHOBAHHE), MOTyYEHHOE
u3 11, xak omnmcano B IIpumepe 2. Crnektpsl AMP (D;0), obo3nauennsie B, mpexncrasmistor
coOoli aHanmuTHUeCcKHi oOpaser] coennHeHus 10e, MONMyueHHOro, Kak OMUCaHO Bblme. CHeKTphI
SAMP (D20), ormeuensble kak C, mpeacTaBisIOT co0ol o0pasen u3 crnekTpoB B, xoTopeiii Obu1
To(UIM3HPOBaH U MOBTOPHO pacTtBopeH B D20. CnexTpbl Ha ¢ur.2 neMoHCTpUPYIOT, uTo 10e
noABepraercs ruApoau3y B Boxae, a cnekTpbl 10e B DO umentuunbsl 10, 3a HCKIIOYEHUEM
MIPUCYTCTBUS 3TAHOJA, KOTOPBIN BbIAEISIETCS IPU THAPOJIH3E.

IMocne pactBopenust B 1:1 Bome/aneTOHUTpUIIE U HEMEIJICHHOTO BBENEHUS B CHUCTEMY
BD2XKX naOmonaercs TONBKO OAMH MUK. Macca 3TOro muka cooTBeTcTByeT coennneHuro 10. He
OoOHapyKeHO MAaCChI JIJIsl HHTAKTHOTO coenuHeHus 10e.

Coenunenne 10 sBiseTCS 'MIPOCKONUYHBIM, C MOCTOSIHHBIM MOIJIOIEHHEM BOJBI MPU
yBEJNIMYCHUH BiaXHOCTH. Habmromaemoe BnaromornomeHue cocrasisier Oonee 70% mpu
oTHOcHTeNbHON Brnaxkaoctn 90% (OB). Hzorepmbl copbumu U aecopOIMHM MOKA3bIBAIOT
MUHUMaNbHBINA rucrepesnc mnsi coenuHeHus 10. Coennnaenue 10e He sBisieTcss 0COOEHHO
THTPOCKONIUYHBIM B YCIOBHAX HIbke 60% OTHOCHTENbHOH BiakHOCTH. M3oTepma copOuum
MO3BOJISIET MPEANOJIOKUTh, YTO coenuHeHne 10e mornomaer Boay BIoTh a0 40 macc.% npu
OTHOCUTENBbHON BiaxkHocTH 60-90%. HM3oTepma Taxke ykasblBaeT Ha 3HAUYMUTEIbHBIN
THCTEPE3nC. ITOT THUCTEPE3NC coryacyercs ¢ ObICTPpIM THUAPOJIM30M 3TaHOJNATA B
COOTBETCTBYIOLIYIO (opMy OOPOHOBOH KHCIOTBI, KOTOpasi UMEET CBSI3aHHYIO BOAY B TBEPAOM
COCTOSIHUU TP BbIIEJIEHUH U3 BOJOCOAEP KALINX PACTBOPOB.

Ipumep 3. Anomepramuénuiii cunmes munuyno2o uneubumopa apeunassr (3R, 45)-3-

amuno- 1-((S)-2-amunonponanoun)-4-(3-60pononponiu)-un) nupponuoun-3-kapboxcuiama.
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Tpanc-4-annun-3-azuno-1-(mpem-6yTokcCUKAPOOHUI ) MHPPOJIHANH-3-KAPOOHOBAasA
KHCJI0Ta (4, paueMu4yecKkasn)
N;, ,CO,H
e
N

Boc’
4

PactBop xnopodopma (26,86 mu, 333 mmons) u TMS-CI (32,86 mu, 257,1 mMonb) B
6essogHom THF (300 mur) oxnaxnamu no -78°C. Ilocne nepememnBanust B TeueHue 10 MUHYT
nobasmsmn LIHMDS (IM B THF, 249 ™, 249 MMonb) CO CKOPOCTBIO, NPU KOTOPOM
Temrieparypa ocrasajachk Hwke -60°C (mpubmusurensuo 30 munyt). Ilocne MOTOTHUTETHEHOTO
nepemMemnBanus B TeueHue 30 MUHYT npu Temmeparype ot -60 no -70°C (peakunOHHAs CMeCh
MyTHeJia) pacTBop HarpeBaiu 10 -20°C (peakiMOHHAsE CMeCh CTAHOBHWJIACH MPO3PAYHON) U
oOpabarbiBanu  TpeT-OyTHII-3-aJuTHiI-4-0Kconupponuans- 1 -kapookcmmatom (3, 30 1, 133,2
mmodib) B DMF (90 mi) u aterarom terpaOytinammonus (3,69 1, 12,24 mmoins) 8 DMF (90 mun)
CO CKOPOCTBIO, MPU KOTOPOH BHYTPEHHsIsI TeMIlepaTypa peakiuu ocTaBajach Himbke -20°C
(peakuwmst ctaHoBmack MyTHOM). [locie Toro kak goOaBieHre ObLIO 3aBEPIICHO, PEAKIIMOHHYIO
CMeCh HAarpeBajH [0 KOMHATHOH TEeMIepaTrypbl NIpPH MEepeMEeIlNBAHUU A0 TeX IMOop, IOKa
HCXOJTHOE BEIECTBO KETOHa He u3pacxojoBajiock (mo paHHeIM TCX), 3aTeM BBUIMBAIU B
HacbIeHHbIH BoaHbIi pactBop NH4Cl u skctparuposanu EtOAc (3 x 100 mix). OObenuHeHHbIE
OpPraHUYeCKHe CIIOU MOCJIEAOBATENBHO MPOMBIBAIN HACHIIEHHBIM BOAHBIM pacTBopoM NHiCl u
HACBIIEHHbIM BOIHBIM pacTtBopoM NaCl (2 x 80 mu), cymumm Hag MgSOs, gunpTpoBamu u

KOHLUCHTPUPOBAJIN.
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B ycnoBwsx armochepsl a30Ta  HEOUHMINEHHOE IPOMEXKYTOUYHOE COCOUHEHHE,
samuiienHoe TMS, pactopsuin B cyxom THF (300 mu), oxnaxkmamu no 0°C U OCTOpOXKHO
obpabareiBanu ykcycHo# kucnotoi (7,5 mu, 130,9 mmons) u TBAF (1 M B THF, 133,2 wmu,
133,2 mmonb) mo karuisiM. [loce 3aBepineHus: 1oOaBIEHUST PEAKITHOHHYIO CMECH TIePEeMEITHBAIIH
B TeueHHe AONnOoJHUTENbHbIX 10 MuuyT mpu 0°C, 3aTeM BBUIMBAIN B HACBIIIEHHBIN BOIHBIN
NaHCOs; wu skcrparmpoBamu EtOAc (3 X 100 my). OObenuiHeHHBIE OpPraHUYECKHE CJIOU
NpoMbIBaM  HaceklleHHbIM BoaHbIM  NaCl, cymwmmm wHang MgSOs4, ¢unsrpoBamm u
KOHLIEHTPHUPOBAJIH, MOJy4asi HEOUMILEHHOE CIIUPTOBOE MPOMEXKYTOUHOE COEITUHEHUE.

Heounmenneii cnimpr pactBopsuiin B nuokcane (200 mur), oxnaxpganmu po 0°C wu
oOpalbarbiBanu npenBapuTenbHo oxiaxaeHHbIM (0°C) pactBopoM asuna Hatpus (14,04 r, 399,5
mmonb) U NaOH (15,98 1, 399,5 mmonb) B BOozme (200 mur) mo karmsiMm. IlomyueHHOMH
pPEaKIMOHHON CMECH IaBaJli HArPEThCS NO KOMHATHOH TeMIepaTypbl NpH MEPEeMEIlNBAHUN B
TEYEeHHEe HOYH, 3aTeM racriu HachimeHHbIM BogHbIM NHyCl u skcTparuposamu EtOAc (500 m).
Bonnsiii cnoii ornensian u sxcrparuposanu EtOAc (2 x 300 mur). OObequHEHHbIE OpraHIYeCKUe
CJIOM TIPOMBIBAJIM BOAOW M HACBILIEHHBIM BOAHBIM pacTtBopoM NaCl, cymmmm wag MgSOs,
(GuUIbTPOBANIHM M KOHLEHTPUPOBAIH, NOJy4das HEOUHILIEHHYIO mpanc-4-anmun-3-a3uno-1-(mpem-
OyTOKCUKapOOHWIT)TUPPOTHINH-3-KapOOHOBYIO KUCIOTY (4, HEOUHIIEHHOE CoenuHeHue, 45 1),
KOTOPYIO MCHONb30Banu 6e3 aanbHeiimeit ounctku. 'H-SIMP (CDCls, 400 MI'n): 6H : 5,80 (1H,
m); 5,06 (2H, m); 4,05 (1H, dd, J =9,9; 4.9 I'n); 3,59 (2H, m); 3,22 (1H, dd, J = 11,6; 4,4 T'ny);
3,08 (1H, dd, J=11,0; 5,2 T'y); 2,24-2,04 (2H, m); 1,65 (1H, br s, OH) u 1,45 (9H, s).

Tpanc-3-6en3un-1-(mpem-0yTua)-4-annuni-3-azugonuppoauaun-1,3-

AUKapOoKcUIaT
N3, COan N3, COan
é’\% é”\%
/N /N
Boc Boc
5 5a
PactBOp HEOUMILEHHON mpanc-4-annun-3-azuno-1-(mpem-

OyTOKCHKapOOHIIT) TUPPONIUANH-3 -KapOOHOBOH KUCIOTHI (4, 39,5 T, 133 MMOJIb - pacCUUTaHHOE
kom4ecTBo npu yenosun 100% Beixona ¢ npeasiaymux craauii) 1 KoCOs (92,04 r, 666 MMoIb)
B aueronutpuie (317 mn) oxnaxganu no 0°C u obpabateiBamu O6eHzmndpomunom (17,52 m,
146,5 mmonn). ITocie mepemMemnBaHusl B TEYEHUE HOYM MPU KOMHATHOW TeMIIepaType pacTBOP
KOHIeHTpupoBaiy, pacteopsuii B EtOAc (600 mir), mpombiBany HachleHHbIM BoAHbIM NaCl,
cymmn Hag MgSOs, ¢dunbrpoBamu m koHueHTpupoBain. Ouucrka Xxpomarorpadued Ha
cunmukarene (ot 10 mo 30% EtOAc B rekcane) maBama mparc-3-0ensun-1-(mpem-oytun)-4-

amuI-3-a3uaonupponuans- 1,3-aukapOokcunar B Buae kentoil skugkocTu (5, 40 1, BBIXOX
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78%).

IIponykT pa3gensan Ha €ro SHAHTUOMEPbI C UcHoJib3oBaHueM kojioHku Chiral
Technologies Chiralpak ADH ¢ u30mponuioBbIM CIUpTOM U rekcaHoM (2:98) B kauecTBe
JMIOCHTA. AHAJHN3 Pa3/leJICHHbIX SHAHTHOMEPOB C HCIIOJB30BAHHEM AHAIUTHUYECKON KOJOHKU
Chiralpak ADH (4,6 X 250 MM) ¢ TeM ke 3JIFOEHTOM M CKOPOCThIO moToka 1,0 mu/muH n Y@-
nerekuneii (210 HM) man HeoOxonmumblid 3HaHTHOMED (3-OeH3mi-1-(mpem-OyTun)(3R, 45)-4-
ITIT-3-a3u 0P POUANH- |, 3-mukapOokeunar, Sa) ¢ BpeMeHeM yaepykuBaHus 13,5 MUH H
HeXXeNaTeIbHbIM SHAHTHOMEPOM (3-6en3un-1-(tper-Oytmn)(3S,4R)-4-anmmn-3-
asunonuppoiuanH- 1,3-nukapbokcunatom, Sb) ¢ Bpemenem 10,3 MUH, KaKIblii ¢ HU30BITKOM
3HaHTHOMepa NpubausuTensHo 98%. 'H-SAMP (CDCls, 400 MI'n): 8H : 7,37 (5H, s); 5,62 (1H,
m); 5,25 (2H, m); 5,00 (2H, m); 3,88 (1H, dd, J =37,2; 12,0 I'y); 3,58 (1H, ddd, J = 37,2; 11,0;
7,0 I'm); 3,42 (1H, dd, J = 21,4; 12,0 I'y); 3,28 (1H, ddd, J = 28,3; 11,0; 5,4 I'n); 2,41 (1H, m);
2,11 (1H, m); 1,80 (1H, m) u 1,44 (9H, s).

(3R,4S)-3-0en3ua-1-rper-0yrui-3-azuao-4-(3-(4,4,5,5-rerpamernai-1,3,2-
AUOKCA00POJIAH-2- W) IPONUJI)HppPoanaAuH- 1,3-qrukapookcunar (6)

N3, CO»Bn

D
e
Boc O
6
IlepemerinBaemblii pacTBop 3-6en3un-1-(tper-Oytun)(3R,4S)-4-amnmmn-3-

azuponuppoiuaus-1,3-nukapookcunara  (Sa, 164 1, 424 wmmonp) B 0O€3BOIHOM

2 2

mermnenxmnopune (130 mi) B armocdepe asora obOpabateiBanu Ouc(l,5-IMKIOOKTaINEH)
mupuaveM (1) muxnopumom (0,75 r; 1,12 mmons) u 1,2-6uc(nudenundochuno)sranom (0,894
T, 2,24 MMOJb), U PEAKLMOHHYIO CMECh MepeMeIIuBaIN B TeueHne 30 MUHYT MPH KOMHATHOM
TeMIieparype u 3areM oxjakaanu 1o -25°C. 4,4,5,5-rerpamerun| 1,3,2]auokcadoposnas (9,83 mi,
67,75 MMOIIb) 10OABIISUTH TIO KAIUTSAM, M 3aT€M PEAKIIHOHHOW CMECH aBaJId MEIICHHO HArPeThCs
710 KOMHATHOH TeMIeparypbl 1 nepeMernnsain B Tedenne 20 yacos. JloOasmsmm Boay (60 mu), u
PEaKLIMOHHYIO CMECh NepeMelnnBain B TeueHne 10 MHUHYT, a 3aTeM METHIICHXJIOPUI YIAJISIIH
IPU MOHIKEHHOM JaBieHnu. OCTaBIIYIOCS BOAHYIO (pa3y 3KCTParupoBaiM STHiIALETaTOM (3 X
100 mi). O6beaAHEHHYO OpPTaHUYECKYIO (ha3y MPOMBIBAIH PACCOJIOM, CYLIMIIA HAJl O€3BOIHBIM
cynbdaroMm MarHus, (UIBTPOBATM M KOHIEHTpUpOBadM B Bakyyme. OcTtaBiueecs TBepaoe
BEIIECTBO MPOMYCKAJIU Yepe3 HeOONbIION ¢Iok cuukares, smoupys 15-30% stunaneratom B
rekcade, u mnoaydann (3R,45)-3-Oensun-1-mpem-Oyrun-3-azuno-4-(3-(4,4,5,5-rerpamern-
1,3,2-nuokcaboponan-2-1n)Iponun)nuppouauH-1,3-qukapbokeunar (6; 12,5 r, 57%). 'H-SIMP
(CDCls, 400 MI'mm): 6H : 7,35 (SH, m); 5,23 (2H, m); 3,85 (1H, dd, J =39,3; 11,8 I'y); 3,60 (1H,
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m); 3,37 (1H, dd, J = 24,3; 11,8 '), 3,25 (1H, ddd, J = 40; 10,6; 6,6 '), 2,33 (1H, m); 1,43
(9H, s); 1,39-1,26 (3H, m); 1,21 (12H, s); 1,07 (1H, m) u 0,68 (2H, m).
(3R,4S5)-3-ben3ua-3-azuno-4-(3-(4,4,5,5-rerpamerni-1,3,2-nnoxcadboposian-2-
W) IPONTIJT ) TUPPOJTHAHH-3-KAPOOKCHIIAT, COJIb TPH(PTOPYKCYCHOH KUCIOTHI (7).

N3, COan

-0
H@/\AI.B
TFA O
7

PactBop (3R,4S)-3-6en3un-1-mpem-o6yrun-3-azuno-4-(3-(4,4,5,5-rerpamermin-1,3,2-
IHOKCcabOopOoIaH-2- 1) Iponu)IUppoauanH-1,3-tukapbokcmnara  (6; 10,2 r, 19,8 mmob)
pactBopsiii B Oe3BomHOM Metunenxiopune (160 mu), oxnaxkmamu a0 0°C m obpabarbiBanu
TpudTopykcycHol kucnoroil (40 mi). 3areM peakUMOHHOH CMeCH JaBalli Harperbes,
nepeMeInBajIi Npyu KOMHATHOH TeMmIepaType B T€YeHHe 4 HacOB U 3aTeM KOHLEHTPHPOBAJIU
NpU TIOHWKEHHOM [aBJICHWH, TMOJydas Bsizkoe Macjo. [lonyueHHOe Macio moABepraju
A3€0TPOMHON TMeperoHke ¢ cyxum TtojyosoM (3 x 100 my) anis yhoaneHus OCTaTOYHOMU
TPUPTOPYKCYCHON KHCIIOTBI M 3aT€M CYLIMJIN B BBICOKOM BakyyMe ¢ moiyuerueM (3R,4S)-3-
Oen3nn-3-a3uno-4-(3-(4,4,5,5-rerpamerni-1,3,2-nuokcaboponaH-2- 1) PO TUPPOTUINH-3 -
kapOokcunara, conu TpuTopykcycHor KucioThl (7) B BuUme odeHb Bsizkoro macina (10,56 r),
KOTOpO€e MeMJIeHHO mpespamaercs B crekno. 'H-SIMP (CDCls, 400 MI'n): 8H: 9,7 (1H, br m
(exch), NH); 7,55 (1H, br s (exch), NH); 7,38 (SH, m); 5,31 (1H, d, J=11,7T'y); 5,26 (1H, d, J =
11,7 T'w); 3,77 (1H, d, J = 12,5 T'm); 3,65 (1H, dd, J = 11,8; 7,8 I'm); 3,32 (1H, d, J = 12,4 I'wy);
3,18 (1H, m); 2,54 (1H, m); 1,45-1,26 (3H, m); 1,22 (12H, s); 1,02 (1H, m) u 0,63 (2H, t, J= 7,4
I'm).

(BR,4S)-0en3ni-3-azugo-1-((S)-2-((mpem-6yTokcHKapOOHHUI)AMUHO)IPONIAHONT)-4-
(3-(4,4,5,5-TrerpameTni-1,3,2-q1uoKcadoposIaH-2-1J1) P OMHJ ) IHPPOJIHIAHH-3-KAPOOKCHIAT

3.

Oy O
N3'%/\/\B’o
1
N O\K
04\_/
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8
PactBop coJIu TFA (3R,4S)-6en3un-3-a3uno-4-(3-(4,4,5,5-rerpamermin-1,3,2-
IHOKCcabOopOIaH-2- 1) Iponui)uppoauanH-3-kapookeunara (7) (31,43 r, 59,48 mmonp) B

6e3BogHOM nuxiopmerane (400 miT) mepeMernnBaii IPpU KOMHATHOM TeMmeparype B atmocdepe
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cyxoro aszora. JloGasysuu TpusTinamud (33,1 mut, 237,9 mmoinbs), DMAP (200 mr; 1,64 MM0J1b)
u HOBt (200 mr; 1,49 MMmoutb), 1 3aTeM peaklUOHHYI0 cMech oxyaxnain 1o 0°C. Boc-L-ananun
(16,88 1, 89,22 mmonb) no0aBsIM B BHIE TBEPIOTO BellecTBa OOHOH mopumel, a 3ateMm EDCI
(17,1 r, 89,22 mmonp) noGasysinn 3 nopuusimu npu 0°C. PeakinoHHYI0 cMech NepeMeInnBaIm
npu 0°C B TeueHue 1 waca, a 3aTeM JaBajMu HarperbCs A0 KOMHATHONH TeMmmepaTypel U
nepeMeIBajIi B TeUEHHE HOUHU MPHU STOH TeMIIepaType.

PeakunoHHyr0 cMmech BbIIMBAIOT B 300 MJ HACBHILIEHHOTO PacTBOpPAa XJIOPHUAA AMMOHMS,
OTHeJSUTM, W 3aTeM JKcTparmpoBanmd BoaHyr ¢asy (3 x 100 ™M) IuXJIOpMETaHOM.
OObpenuHeHHYIO OpraHuveckyro (asy mpomsiBanmu Bomoit (200 mur), paccosom (2 x 200 mm),
CYIIMJIM Haja Ccyab(aToM MarHus, (UIbTPOBAIM W KOHLEHTPHUPOBAIM B BaKyyMme, IMOJy4as
OnenHo-kenToe Macno. PeaklMOHHYI0 CMECh OUMINANN HAa CHIIMKArelNe, HJIIOUPYsl MPagHeHTOM
stunanerara (20-50%) B rekcaHe, ¢ MOJydeHHEM YKa3aHHOTO B 3arojioBke coeanHeHus (8) B
Busie OecuseTHoro machaa (30,10 r, 51,41 Mmonn, 86%) B Buje cMecu potamepos. 'H-SIMP (400
MI'u, CDCl3), 6: 7,30 (5H, s); 5,35 (1H, dd, J = 13,5, 8 I'u, NH); 5,25 (2H, m); 4,35 (1H, m);
4,12-3,30 (4H, m); 2,42 (1H, m); 1,45 (9H, s); 1,37-1,18 (18H, Bruouast (3H, d, J = 6,5 ) u
1,22 (12H, s)), 1,07 (1H, m) u 0,68 (ZH, m). XKXXMC (ESI +ve): C290H44BNs0O7 m/z pacuerHoe
585,33, ycranosnennoe 586,5 (MHY); 530,5 (MH" -iBu); 486,5 (MH" - Boc).

(3R,4S5)-6en3uu-1-((S)-2-amunonponanouni)-3-azuno-4-(3-(4,4,5,5-rerpamerunn-1,3,2-

AUOKCA00POJIAH-2- W )IPONHJI)THPPOIHANUH-3-KapOokcHaaT, coab TFA (9).

s
N3-%/\/\B,O
T
N
9
PactBop (3R,4S)-6en3un-3-azuno-1-((S)-2-((Tper-OyrokcnKapOOHNIT )aMHHO )
nponanomnn)-4-(3-(4,4,5,5-rerpamerin)-1,3,2-1uokcabopoiaH-2- Ui PO TUP POTUANH-3 -
kapOoxkcunara (8) (30,04 r, 51,31 mmonb) B 6e3BogHOM auxyopMeTraHe (250 Mi1) OXJIakaaimu 10
0°C, u 3arem pactBop TFA (50 mu) ) B nuxmopmetane (50 mut) 7o0aBsuv MO KaIuisiM B TEYEHUE
10 munyTt. PacTBOp OCTaBJIsIIM HArpeBaTbCsi OO KOMHATHOW TeMIEpaTypel MW 3aTeM
nepeMennBalid Ipyu 3TON TeMmneparype B TeueHue 3 4acos, noka TCX He mokaszaja MOJHBIN
pacxon MCXOJHOrO MaTepuana. PeakIMOHHYI0 CMeCh KOHIEHTPUPOBAIM B BaKyyMe, MOJydas
OnenHo-KeNnToe Macio. DTO Macyio pacTBopsuin B Toayosie (100 M) M KOHLEHTPHPOBAJU.

A3€0TpOonHy0 NpOoLenypy MOBTOPSUIM TPH pasa, YTOOBI MOJYYUTh MPOAYKT B BHIe conu TFA

(30,85 r) B Buze GnenHo-xenToro macna. 'H-SIMP (400 MI'y, D4-MeOH) &: 7,39 (4H, m); 7,15
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(1H, m); 5,29 (2H, dd, J = 14, 12 T'm); 4,25-3,20 (5H, m); 2,51 (1H, m); 1,50-1,25 (6H, BKi1rOuas
1,47 (1,5H, d, J=7,0Tu) u 1,31 (1,5H, d, J = 6,9 T'u (ananunoBbIe poTamepsi))); 1,20 (12H, s));
1,07 (1H, m) u 0,65 (2H, m). XXX-MC (ESI +ve): C24H3sBNsOs m/z pacuerHoe 485,3;
ycranossenHoe 486,2 (MH™).
(3-((3S,4R)-1-((S)-2-amuHonponaHou.)-4-a3ugo-4-
((0en3nI0KCH)KAPOOHUT)THPPOJIOAUH-3-UJI)IPONHJI)00POHOBAsA KHCJIOTA,

rugpoxJjopugnas coasn (11 HCI ).

HCI
11 HCI

TFA COJIb (3R,4S)-6en3un-1-((S)-2-amunonponanomn)-3-a3uno-4-(3-(4,4,5,5-
TeTpameTHi-1,3,2-)nnokcadopoiaH-2-ui)Ipo i) IUPPONTUANH-3-KapOokcunara (9) (30,76 r,
51,31 mmonp) pactBOpsii B AByx(asHol cmecu meranosna (200 mu) m rekcana (400 mo).
HoGasnsnn m3o0yTrnooponosyro kucioty (18,31 r, 179,6 mMMmonb) U 3aTeM 2 H COJISTHYIO
kucinoty (50,85 mn, 101,7 mmonp). PeakunoHHYI0 CMeCh WHTEHCHBHO NEPEMEINHBAIU IPH
KOMHATHOU TeMmreparype B TeueHne 16 4acoB. MeTaHONBHYIO a3y OTHEISUIA U MPOMBIBAJIH
rekcadoM (5 x 100 mJ1) ¥ 3aTeM KOHLIEHTPUPOBAIM B BaKyyMe, IMojy4as OOPOHOBYIO KHUCJIOTY
(11 HCI) B Busie TUAPOXJIOPUIHOMN COMU B BUME NMo4TH Gestoil nensl. 'H-SAMP (400 MT'n, D,0)
d: 7,48-7,42 (SH, m); 5,31 (2H, m); 4,22 (1H, dd, J = 13; 6,5 I'm); 3,95-3,10 (4H, m); 2,71-2,51
(1H, m); 1,40-1,25 (3H, m); 1,25 — 0,98 (4H, m Bxmouas 1,20 (1,5H, d, J=6,9 ') u 1,07 (1,5H,
d, J = 6,9 I'u (anarnmHoBBIe poTamepsl))) U 0,69 (2H, m). XKKXMC (ESI +ve): Ci1s8H26BNsOs m/z
pacuerHoe 403,2; ycranosienHoe 404,2 (MH").

(3-((3S,4R)-1-((S)-2-amuHonponaHou.)-4-a3ugo-4-

((0eH3MJI0KCH)KAPOOHUT)MTHPPOJIOAUH-3-W)IPpOoNHJI)0opoHoBas Kucaora (11).

O 0
N5 B/OH
|
N OH
OA_/
H,N
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I'uapoxnopuaHyto COJb (3-((35,4R)-1-((S)-2-amuHOMNIpOMaHOMI )-4-a3U00-4-
((GeH3mOKCH )KapOOHIIT ) TUPPOTIOUH-3 -1 pormi)0opoHoBoit  kucimoter (11 HCI) ¢
npeablayLero srana pactsopsiiu B 30 M1 Boasl, U 3aTeM pH pactsopa gosoaunu 10 9 nyrem
OCTOpPOKHOTO no0aBieHUsT TBepHoro kapOoHara kamnws. llojgydeHHBIH pacTBOp HACHIIAIH
no0aBJieHUEM TBEPIOTO XJIOPHIA HATPUS M 3aTE€M HKCTPArHpoBad nuxjopMmeraHoM (5 x 100
min). OOBeNMHEHHYIO TUXJIOPMETAHOBYIO (ha3y CYIINIIHM HAZA CYIb(paToM MarHus, GUIbTPOBAIH U
KOHIIEHTPUPOBAJIM B BaKyyMe, mojy4asi nmpoaykt 11 B Buae ero cBOOOAHOTO OCHOBAHHS B BUAE
6enoro meHucToro TeepAoro semectsa (19,4 r, 48,11 mmonb, 94%). H-SIMP (400 MI'y, D4-
MeOH); &: 7,44 7,36 (5H, m); 5,31 (1H, d, J =1,8 I'm); 5,27 (1H, d, J = 1,8 I'm); 4,05 (1H, dd, J
=12, 5T'n); 3,80 (1H, m); 3,69-3,55 (2H, m); 3,45-3,30 (1H, m); 2,51 (1H, m; 1,40-1,05 (7H, m,
Bksrovast 1,22 (1.5H, d, J=6,8 ') u 1,07 (1,5H, d, J = 6,8 'y (anaruHOBBIE poTamepsl))) u 0,63
(2H, m). XKXMC (ESI +ve): Ci1sH26BNsOs m/z pacuetnoe 403,2; ycranosnennoe 404,7 (MH).

(BR,4S)-3-amuno-1-((S)-2-amuHONponaHou1)-4-(3-60poHONPONKI )-UJ ) TUPPOIUANH-

O OH
HaNriy ~OH
%/\/\BI
N OH
04{\_/

HoN
10

3-kapookcuaar (10).

A3nn00eH3NIOBBIN a¢up (3-((3S,4R)-1-((S)-2-amurONPOTIaHOM )-4-a3U0-4 -
((GeH3mOKCH )KapOOHIIT ) TUPPOJIOIUH-3-MT) PO )0opoHoBoi  kuciaotel 11 (9,70 1, 24,06
MMOJIb) CycneHaupoBanu B cMecd Boabl (300 mu) m stunauerara (30 Mur) ¥ 3HEPTHYHO
nepememuBanu. Jlodasmsm 10% mammanuii Ha yrie (2,6 T, 0,1 5KB.), 1 3aTeM MepeMeIInBaAEMYIO
CMeCb BaKyyMHpPOBaJIM B CJa0OM BakyymMe U TponyBaidu BopopomoM. llpouenypy
BAKyYMHUPOBAHUS/TIPOMBIBKM TIOBTOPSUITM 3 pasa, 4YTOOBI yNAIUTh BO3AYX U 3aMEHUTh €ro
BOJIOPOJIOM, M 3aT€M DPEAKLHOHHYI0 CMECh SHEPTMYHO IMEPEMEIINBAJIN B TEYCHHUE HOUYU IPH
KOMHATHOW TeMIepaTtype IOA BOXOPOAHBIM OammoHoM, mocne dbero JKX-MC-anamus
OT(pUIBTPOBAHHON AJMKBOTHI ITOKA3aJl MOJHOE BOCCTAHOBJICHNE a3HIa U OCH3UJIOBBIX H(PUPHBIX
rpynn. PeakiimoHHyI0 cMech TIOMEINain B BaKyyM JJISl YIAJEHUsl BOJOPOJA U 3aT€M MPOAYBaIU
a30ToM, (UIBTPOBANIM uepe3 cloi nenutra (C 3 TPOMBIBAHMSIMH BOIOH) W 3aT€M pPacTBOP
KOHIIEHTPUPOBAJIN B BakyyMe 10 npuOmusurtensHo S50 mu IlonmydeHHBIH BOIHBIA pacTBOp
bunapTpoBaM 4epe3 4-MUKpOHHBIM GuibTp (I ynaneHuss cinenoB Pd) u  3arem
KOHIICHTPUPOBAJIM B BaKyyMe, MOJy4asi yKa3aHHOe B 3arosioBke coenuHenue 10 B Bune 6enoro
noporka (6,45 r, 93%). 'H-SIMP (400 MTI', D,0) §: 4,12 (1H, m); 4,05 (1H, m); 3,92 (1H, m);
3,60-3,22 (2H, m); 2,47-2,18 (1H, m); 1,58-1,31 (6H, m Bxmouas 1,46 (3H, d, J = 6,9 I'n));
1,24-1,19 (1H, m) u 0,79 (2H, m). XKXXMC (ESI +ve): C11H20BN3Os m/z pacuernoe 287,2;
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ycranoBnenHoe 269.9 (MH™ - H,0); 251,9 (MH" - 2H,0) u(ESI -ve): Ci11H20BN3Os m/z
pacuerHoe 287,2; ycranosinenHoe 267,7 (M-H-H,0).
IIpespamenue 10 B s5Tanonar 10e siBnasieTcs Takum, kak onucaHo B [Ipumepe 1 Bbie.
(BR,4S)-3-amuno-1-((S)-2-amuHoaneTun)-4-(3-060ponponui)-ui)nuppoauaut-3-
kapookcuiaar (12) wu  (6aS,9aR)-8-(2-amuHoaneTnn)-9a-aMUHO-3-3TOKCHOKTATHAPO-

[1,2]oxcabopouuno|6,7-cJnuppon-1(3H)-on 12e.

CH;
O

1

o-B

Oy OH @)
H2NI%/\/\B’OH .‘\NH2
1 —_—
OH N

s »
NH, HoN
12 12e

Coenunenue 12 nmonyyanu, kak onucasHo st 10 B mpumepe 2, ucnonbdyst Boc raunuH B
Ka4yecTBe maprHepa no cBs3biBaHuio ¢ 7. Coequnenne 12 (1,0 r, 3,7 MMOJIb) CyCIEHANPOBAIIU B
JOCTaTOYHOM KOJIHYECTBE O€3BOAHOTO 3TaHoa (~ 40 MIT) AJisl MOJTHOTO PaCTBOPEHHS MaTepuaia
npu 80°C. Dtot pactBop Harpesanu npu 80°C B TedeHHe 2 4acoB B aTMoc(epe cyXxoro a3ora.
HarpeBatens ¢ o0OpaTHbIM XOJOAMJBPHHUKOM 3aMEHsUIM Ha HeOonbwoN aediermarop, u
PEAKLIMOHHYIO CMECh NePErOHsUIH (TIPH aTMOC(EPHOM IaBICHUU C MPUCOSTUHEHHON CYIIMIIbHOM
TpyOkoit DRIERITE® nnst ynaneHusi Biaru), moka ropssdiil pacTBOpP HE CTAHOBWIICS MYTHBIM
(mpubnm3uTenbHo 20 MIT 3TaHONA ObLTO cOOpaHO BO BpeMs neperoHku). Jlobassuiu Oe3BOIHBIN
staHos (20 M), a 3aTeM peakuoHHYIO cMech HarpeBanu 10 80°C u nepememmuanu npu 80°C B
TedeHue emie 4 yacos. lIpolecc meperoHKH MOBTOPSAJIM AO TeX MOpP, MOKA PacTBOpP HE CTall
MYTHBIM (coOupainu ~20 MJT AUCTHILISATA). DTO MOBTOPSIIM €LIe pa3 U CyCIIEH3UH AaBall OCTHITh
0 KOMHATHOW TeMIlepaTypbl. TBeproe BEIIeCTBO OTAENsUIH (uiIbTpauueil u ObICTPO CyLIMIN
NOJl BaKyyMOM, a 3aTe€M [OTMOJHUTENbHO CyIIWIH B BbICOKOM Bakyyme (38 mTop) mpu
KOMHATHOH TeMIIepaType B T€UEHHE 2 YacOoB, MOJy4as MPOAYKT B BHIE MOUYTH OEJIOro MopoInKa
(986 wmr) B Buze cMecu potamepos 2:1. 'H-SIMP (400 MI', d6-AMCO (nonynsiiusi poTaMepoB
2:1)) 6: 6,73-7,31 (4H; exch); 3,84 (1H; m); 3,57-3,71 (3H; m); 3,48-3,21 (3H; m); 3,05 (0,67 H;
dd; J=11,8; 9,7 Hz); 2,88 (0,33H; t; J = 11,5 Hz); 2,48-2,35 (1H; m); 1,67-1,83 (2H; m); 1,52-
1,41 (1H; m); 1,09-1,03 (3H; m); 0,97 (1H; m); 0,67 (1H; dd; J = 14,9; 5,6 Hz; BCHH) u 0,42
(1H; m; BCHH), "'B-AMP (400 MHz, DMSO) &: 7,78 ummn./mun, FTIR (mopoikopas
mudpakuus) (cm™): 2912 (w); 1720 (s); 1645 (s); 1463 (s); 1269 (s); 1102 (s); 1063 (m); 1037
(m); 660 (s) u 573 (s).

Lpumep 4: Tunuunvie yurnuyeckue anko20smol

Crenyrouue coenuHeHHs ObUIM TOJIy4EHBI, Kak B mpumMepe | (To ecTh mpeBpaiieHne ot
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10 o 10e), HarpeBaHHEM C COOTBETCTBYIOLUIUM OE3BOJHBIM CIIUPTOM B YCIOBHSX, KOTOPBIE

VAU BOJy, TAKUX KaK a3€0TPOINHAsl NEPErOHKA!
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Lpumep 5: Cunme3s uzdpannwix coeounenuil no U300pemenuio
(6aS,9aR)-9a-amuno-8-((S)-2-aMHUHO-3-THAPOKCHNIPONAHONI )-3-3TOKCHOKTATHAPO-

[1,2] okcaGopouuno{6,7-c}nuppoa-1{3H}on (R = CH,OH, R; = Et).

1,

OH

(6aS,9aR )-9a-amuHO-8-((S)-2-aMUHO-TUAPOKCUTIPOTIAHOUI )-3-3TOKCHOKTATUAPO-
[1,2]okcabopormno{6,7-c juppon-1{3H}on (R1 = CH,OH, R; = Et) nonyuyanu B COOTBETCTBUU
¢ ofmel w™eromgukol, wucnois3ys cepuHamun (3R 4S)-3-amuno-1-((S)-2-amuHO-3-
THIPOKCUTIPOTTAHOM )-4-(3-00pOHOIPOTIFIT)-UJT) TUP POTH AN H-3 -KapOOKCHIIaT B Ka4yecTBe
HCXOJTHOTO BEIIECTBA U 3TAHOJ B Ka4eCTBE CIIUPTOBOTO PACTBOPUTENS, U €O BBIIEISUIA B BUIE
onenHo-xenroro mopomka, 'H-IMP (400 MI'u, d6-DMSO (3:2 momynsius poTamMepoB)) S:
6,86-6,97 (2H, exch); 3,84 (2H; m); 3,60-3,68 (1H; m); 3,48-3,35 (4H; m); 3,22 (1H; m); 3,11
(0,6H; dd; J=11,2; 10,4 I'm) u 2,80 (0,4H; t; J = 11,6 I'm); 2,36 (0,6H; m) u 2,31 (0,4H; m); 1,
83-1,65 (2H; m); 1,48-1,36 (1H; m); 1,08-1,03 (3H; m; CH3CH,0); 0,96 (1H; m); 0,64 (1H; dd;
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J =140, 45 T'uy; BCHH) u 0,41 (1H; m; BCHH), '"'B-IMP (400 MI'y; DMSO) &: 7,62
umn./mMuH, FTIR (nopomkosas auppakuus) (cm™): 1627 (s); 1459 (m); 1365(m); 1063 (s); 589
(m).
(6aS,9aR)-9a-amuno-8-((S)-2-aMuHONPONAHONI)-3-U30NPONOKCHOKTATHAPO-

[1,2]oxcabopounno{6,7-c}muppoa-1{3H}on (R = Me; R, = i-Pr).

0
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HoN:»
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HoN

(6aS,9aR )-9a-amunH0-8-((S)-2-aMUHOTIPOTIAHO W )-3 -U30MPOTIOKCHOKTATUAPO-
[1,2]okcabopormno{6,7-c juppon-1{3H}on (R1 = Me; R; = Et) nony4ann B COOTBETCTBUH C
obmeli Meronukol, ucnonb3yst ananuHamun (3R,4S)-3-amuno-1-((S)-2-amuHONpomnanom)-4-
(3-60poHOTIPOTIHIT)-UIT) MTUPPOTHINH-3-KapOOKCHIaT B KadyeCTBE HCXOAHOIO BelecTBa U 2-
NPOMAHOJI B Ka4deCTBE CIIMPTOBOTO PACTBOPHUTENS, W BBIACISUIM B BHAE OJIEIHO-XKENTOTO
nopoka, 'H-IMP (400 MI', d6-DMSO (3:2 nonyssinust potamepos)) 8: 6,64-6,87 (2H; exch);
3,73-3,81 (1H; m); 3,56-3,66 (1H; m); 3,37-3,49 (2H; m); 3,16 (1H; d; J = 12,9 Hz); 3,10 (0,6H;
dd; J=10,8;9,6 IT'm) u 2,78 (0,4H; t; J = 11,6 I'y); 2,43 (0,6H; m) u 2,31 (0,4H; m); 1,69 (2H;
m); 1,40 (1H; m); 1,07 (3H; d; J = 6,9 Hz; CH3CHO); 1,02 (3H; m); 1,00 3H; d; J = 6,1 I'ig;
CH3CHO); 0,95 (1H; m); 0,55 (1H; dd; J = 14,7; 5,6 I'uy; BCHH) and 0,38 (1H; m; BCHH), !'B-
SAMp (400 MI'; DMSO) 8: 8,24 umn./mun, FTIR (nopomkosas mudpaxius) (cm™): 1723 (s);
1618 (s); 1459 (s); 1269 (s); 1129 (s); 1074 (m); 653 (m) u 579 (m).

(6aS,9aR)-9a-amuno-8-((S)-2-aMHUHONPONAHOMI)-3-TTPONOKCHOKTATHAPO-
[1,2]oxcabopounno{6,7-c}muppoa-1{3H}on (R = Me, R, = n-Pr).
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HN
(6aS,9aR )-9a-amunH0-8-((S)-2-aMUHOTIPOTIAHO W )-3 -TPOTIOKCHOKTAT UIPO-

[1,2]okcabopormno{6,7-c juppon-1{3H}on (R1 = Me, Ry = H-Pr) nosnyuyanu B cOOTBETCTBUH C
obmeli Meronukol, ucnonb3yst ananuHamun (3R,4S)-3-amuno-1-((S)-2-amuHONpomnanom)-4-
(3-6oponponu)-win)IUPPONTUANH-3-KapOOKCHIIAT B Ka4yeCTBE HMCXOJHOTO BemecTBa W 1-

MPOMNaHoOJI B Ka4UECTBC CIHUPTOBOIO pPaCTBOPUTECIIA, U BbIACTAIN B BHUAC 6J'I€I[HO-)K€J'ITOFO

nopoka, 'H-IMP (400 MI', d6-DMSO (3:2 nonyssinust potamepos)) 8: 6,85-6,92 (2H; exch);
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3,81 (1H; dd; J = 11,5; 6,3 T'm); 3,67 (0,6H; dd; J = 9,6; 6,3 I'm) u 3,61 (0,4H; dd; J = 11,3; 7,8
I'm); 3,51 (1H; m); 3,42-3,32 (2H; m) 3,20 (1H; d; J = 12,6I'n); 3,12 (0,6H; dd; J = 11,7; 9,8 I'y)
u 2,79 (0,4H; t; J = 11,6 I'm); 2,40 (0,6H; m) u 2,31 (0,4H; m); 1,82-1,69 (2H; m), 1,48-1,36
(3H; m); 1,08 (3H; m; CH3CHN); 0,96 (1H; m); 0,85-0,80 (3H; m); 0,63 (1H; dd; J = 14,6; 5,4
I'; BCHH) u 0,41 (1H; m; BCHH).

Ilpumep 6: Hceneoosanust nepopansHoili  6uooocmynHocmu 1 (hepmeHmamusHoil
AKMUBHOCHIU

PactBophI coemuHeHUH it JO3MPOBAHUS TOTOBWJIM B KOHIEHTpauuu 2,5 U 5 mr/mi B
Bome. Camox wmbimern CS57BL/6 (16-20 1) m3 Charles River Laboratories (Xosmmcrep,
Kanuopuusi) conep:kany B KJIeTKaX B T€UEHUE IO MEHBIIEH Mepe 3 THel 0 BBEIACHHS JO3bL
Huery nns obnyueHHBIX Tpbi3yHOB Picolab 5053 obecneumBanu ad libitum Ha TpOTSHKEHUU
Bcero uccnenopanus. CoenquHeHNUsT BBOAMIN OAHOKPATHO COOTBETCTBYIOLIUM JKMBOTHBIM Uepes3
KeNynouHbld 30HA B nmo3e 25 wmimu 50 mr/kr (10 mu/kr). OOpasusl kpou cobupanu (y 3
JKUBOTHBIX B KaKIBIH MOMEHT BpeMeHH) uepe3 30 MuHyT u 1, 2, 4, 8 yacoB mocie BBEIEHHS
J03bl U UCChenoBaHuii ¢ 25 Mr/kr u 4epe3 1 4ac mist uccnepoBanuii ¢ 50 mr/kr. OOpasibl
KPOBH BBIIEPKUBAIN HA BJIAKHOM JIbAY M 3aTeM LEeHTpudyruposaiu B TeueHHe 10 MHHYT B
oxnaxpaaemoil ueHTpudyre. IlonyueHHYIO MIasMy OTHENSUIH, MEPEHOCHIIM B MapKUPOBAHHBIE
MOJIUTPOTIUIICHOBBIE TPOOHMPKH Y XPaHWJIM 3aMOPOKEHHBIMH B MOpPO3WJIBHON Kamepe,
YCTaHOBJIEHHOM /i noanepskanus npu -70°C no aHanusa.

OOpasupl TIa3Mbl aHaJU3UpoBaiu ¢ moMoiblo cucteMbl JKX-MC. 50 mxn obpasma
wiasMel cMemmBany ¢ 100 mkn aueronutpuia/Boasl (80:20) ¢ 0,1% TFA, conepxkameii 100
HI/MJI BHyTpeHHero craHmapra. Cmech BeTpsxuBaium H  UeHTpUdyrupoBamn. 30 MK
HAJ0CAa0YHON JKUJKOCTU MEPEHOCUIN B 90-TyHOYHBIN MNIAaHIIET, coaepsxamuii 90 MK BOABI C
0,1% wmypaBbuHONH kucinoToH. 20 MK mHOJydeHHOro pactsopa BBoauiu B cucremy SCIEX
QTRAP4000 XX/MC/MC, cHabkeHHYIO MCTOYHUKOM HOHU3AIMH 3JIEKTPOPACTBUICHUEM, IS
KOJINYECTBEHHOTO OIPEIeNICHHS.

DapMaKOKHHETHYECKHE MapaMeTPhl MPH MEPOPATbHOM BBEICHHU PACCUUTHIBAIN MyTEM
HEKOMITAPTMEHTHOTO  aHajiW3a JAaHHbIX  KOHLEHTPAIMH-BPEMEHH C  HCIOJIb30BAHUEM
nporpamMmHoro  obecrneuennst Phoenix  WinNonLin 6.3  (Pharsight, Maynatus-Beio,
Kamudopumst). Ilmomans mnox kpusBod koHueHTpaumu-spemeHu (AUC) oueHuBamu ¢
UCTIOJIb30BAHUEM JINHEHHO-JIOTapU(pMUUECKOTO METO/a TPAaNelHii, Py pacdyeTrax OT BPEMEHH
BBEICHUS JI03bI JI0 MOCIeNHEH H3MepsieMOH KOHLIEHTPALHH.

HNHrnbupoBaHue uenoBed4eCcKOl apruHasbl-1 Ompemesuii ¢ MCMOJNb30BAHHEM aHAIN3a,
onucanHoro B mnybnukanuu Van Zandt et al, J Med. Chem. 2013, 56, 2586-2580, co

CJIEAYIOIIMMH MOIN(UKALIUSIME: YeJIOBeUecKasi peKOMOMHaHTHast apruHasa I Oputa mpuoOperena
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y Enzo Life Sciences u uccnenoBana B koHeUHOH KoHUeHTpaumu 80 Hr/mi B obuiem oObeme
peakuun 25 mxn PeakumonHeiM Oydepom Obin ¢usnonorudeckuii pactsop ¢ (ocdarabmv
oydepom, mononnennsiii 0,01% Tx-100, 0,5 MM DTT, 0,1 MM CaCl, u 0,49 MM MgCl,. TTocne
noOasyieHus1 pa30aBIEHHBIX HHTHOMTOPHBIX COCAMHEHUH WHULUUPOBAIN PEAKLIHH MyTeM
nobasneHus: cyoctpara L-apruHuHa 10 KOHe4YHOW KoHmeHtpaumu 20 MM ¢ mocienyroimein
uHKyOaumedi mpu 37°C B Teuenume 30 muHyT. Peakuum ocraHaBiMBad M, W 0Opa3zoBaHHE
MOYEBUHBl HM3MepsUIH TyTeM pobOasneHust 150 MK pacTBopa MpPOSIBUTENST MOYEBHMHBI OT
BioAssay Systems.

3nauennss AUC u ICso mHruOupoBaHust apruHasbl-1 Ui THUOHYHBIX COENWHEHHH

IMIOKAa3aHbI HMKE!:

OH OH
0. OH -8, 0. OH B
H2Nh‘ OH Hle., OH
: !
G{;jﬁ\ - NM’) Qr_ﬁf I,NH,F
TOM

Bamai AnaHHE Cepun

AUC =13701 AUC = 13727 AUC = 14784

ICyp = 70 1M ICsy= 983 uM ICqp = 140 1M

©H OH OH
o. OH B, o OH B, 0. JOH B
HyN# OH HaM OH HylNe.! OH
! o ¥y
A NH M .
o \[ . o7 {NH o J*i>
B /”‘\\ i i ~/
% J,‘;‘;Ja L w"fﬁ
R T
Tpudiopaeran Neserun Hpomms
dennnananun tenmnananns AUC =4930
AUC = 5783 AUC =262

ITo cpaBHEHHIO C MPOJIMHOM, TPUPTOPMETIIPEHIIATAHUHOM H COEAMHEHHSIMH -
npou3BOAHBIMU  N-MeTWiI(eHNIaNaHiHa, TepPOopajbHOe BO3ACHUCTBUE [UIA  MPOU3BOIHBIX
aJllaHMHA, BAJIMHA U cepuHa OoJjiee OJIaronpusiTHO.

Ipumep 7: Qapmarkokunemuyeckue uccieo06ans

DapMaKOKUHETHKY COETMHEHHUH TI0 HACTOSIIEMY N300PETEHUIO U3yYali MOCHe BBEICHUS
onHOKpaTHOH mo3bl (50 mr/kr) B ogumH MoMmeHT BpemeHH (1 wac) mpimam. Konnenrpamwu B
njasMe omnpeaensuid, kak onucaHo B Ilpumepe 4. PesynbraTel Ui TUNHYHBIX COEIUHEHUN
noka3zaHsl Hke. 1Cso apruHasel-1 npuBeneHo Al BBIOPAHHBIX COeAUHEHUH. J{JIst 3THX ciydaeB

AKTUBHBIN M30Mep ObLI MPUTOTOBJIEH M UCTIOIB30BaH At onpeneneHust [Cso.



OH
o] fDH "”Bw

HaN. oH

E

T=Z

Ko, s masive = 6,43 vy

OH
o, OH B
RS
N OoH
N
cﬁl\ o NH&

Konmn: 5 irasye = 53,90 sl
ICgq =106 HM

OH
. JOH g
HoN.. OH
N
> MNH
Q;LT :
g
T UNH
Wy

Kom. ammiasme = 28,67 muM
1Cgq =131 M

OH
o, BH B
HaN-) OH
N
AN,
o \Ej E
L
»\4,/1

Komn. s mraze = 22,33 mM

OH
0. CH /“WB:
- O

HoN- H

L. N

ot

Konn, 8 wrasse = 1,63 MMl

OH
o, OH B
HoN. OH

N
Q‘”}( 5 /NHE

Komm s wrasye = 18,07 mxM

|C5Q= 130 5M
OH
o, OH B
HoN. oH

N
A NHy

"

CF4
Ko 5 wiasve = 32,80 a0

OH
) f’DH B

HoN.. oH

-

M

A NH,
ey H/JV:?::]

e
e

8]

Komn, B imasme = 32,13 muM

OH
0. POH g
HoN. oM
)
1A
e

Koo s moasse = 8,96 MMl

OH
0, OH B,
Hal O
NT
|"’“<\ gﬁ

Komn. sunazve = 0,34 aM

OH
o, OH B,
HoN. OH
"N
57 NH2
HaG OH
Ko s miasve = 26,50 zume
1Csp= 102 &M
OH
0, .oH B
HoNo OH
1
55 F M
]
5.

Komn s wmme = 31,95 s

OH
o, OH B
o OH
N
gﬁm NH;

" e
i

Cl

“OH

Konn. s mnasse = 22,27 M

OH
o, CH B
N OH
)
Qfﬁ’W»NHQ
g
i
et
{ﬁ\{ ;‘3

7
bes

Ko, s wiasee = 30,33 bl



160

OH
0. OH B’
HoN., OH
)
A NH
o IM -
6% “NH; o7 oH

Konn.  rmazue = 1443 smbd

Komm: B mmasse = 30,83 mxM
105 =94 uM

Komm: 8 wmasme = 10,24 M

OH GH OH
0. OH g o, oH B o, OH B
HZNW OH HZNW o sz}{f Ot
* g ' }
i, ., I S
G me 0,;* ,ﬁ{/?\HQ o7 A
L - |
oL F \7
o s

Ko, 8 wiazme = 0,74 mxM

M

Komn. 8 mwrazse = 14,83 sxM

OH OH OH
. OoH B, 0. OH B, 0. oH B‘-.
H;N.\\}_{J O HQNHf G HQN“\}/—{J OH
1 b
e H: e MHE: o JWH
O“J\ B L A 7y Nt

N
| > L Lo
T ? L

Kouii. 8 iinasme = 65,60 M Fomig g mrasse = 41,03 3axM Ko v mrazse = 30,7 sl

Ilpumep 8. IlIpomusoonyxonesas akmusHocns 0OUHOYHO20 azenma coeounest 10.

Hccnenosanue 3¢ppeKTHBHOCTH NPOTHB KAPUUHOMBI JIerKHX JIbIOHC

Camkam wMbimeii C57.Bl/6 (n = 40) noakoxHo umnmantupoBamu 1x10° kmetok
KapuuHOMBI Jerkoro Jlerouc, cycnenauposanHelx B @PBbP. Ha cnenyromuii neHp nocne
MMIUTAHTALUA MBILIEH NPOU3BOJIBHO pacnpenensiii B 4 rpymnel u3 n = 10 Mbiued ans
MOJIY4EHUs CIEeNYOIUX BUAOB JICUCHUs], TPU IEPOPATBHOM BBEEHUH [BA Pa3a B I€Hb 10 KOHLA
uccienosanus: (1) Hocurens (Bona); (2) Coenunenue 10 B koHuenrpanuu S0 mr/kr B Boxe; (3)
Coenunenne 10 B xoHueHTparuu 100 mr/kr B Boge; unn (4) Coenunerne 10 B KOHLEHTpPALIH
200 wmr/kr B Bome. Omyxonw W3MepsUIM TPU pa3a B HEAENIO C IOMOIIBI0 IH(PPOBBIX
IITAHTCHIUPKYJIEH, a OOBeMBI OMyXOJeH pPacCUUTBHIBAIU IO cienyromeil gopmyne: oObem
onyxomu (MmM’) = (a x b%*2), roe «b» - HauMeHbIIMII gUAMETP, 4 «a» - HAUOONBIIHUI
NEepreHANKYISApHbI  muamerp.  ***P-3mauenne  <0,001,  ****P-3gavenme  <0,0001
(nBycroponnwmii T-kputepuii). PesynbraTel nokasans! Ha Owur. 3.

Hccnenoanue 3¢ pextuBHocTr HA Moaeun Madison109

Camkam mbimeit balb/c (n = 20) noakokHO UMMNaHTHPOBaMK 5% 10* KJI€TOK KapLUHOMBI

nerkoro Mmbimm Madison109, cycnenaupoBannbix B @BP. Ha cnenyromuii neHp mocne
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MMIUTAHTALUA MBILIEH NPOU3BOJIBHO pacmpenessii B 2 rpymnbl U3 n = 10 Mbiued aus
MOJIyYeHUs CIEAYIOLHUX BUAOB JIEYeHUs], [IPU IIepopajbHOM BBEIEHUH ABa pasa B JIEHb A0 KOHLA
uccnenosanusi: (1) Hocurens (Boma); wmu (2) Coemunenme 10 B goze 100 wr/kr,
NPUTOTOBIIEHHOE B Boje. OmNyXonM H3MEpsuld TPH pa3a B HENENI0 C MOMOINBI IH(POBBIX
IITAHTCHIUPKYJIEH, a OOBeMBbI OMyXOJeHW pPacCUMThIBAIN IO cienyromeil ¢gopmyne: oObem
onyxomu (MmM’) = (a x b%*2), roe «b» - HauMeHbIIMII gUAMETP, 4 «a» - HAUOONBIIHUI
NepreHuKyIsIpHbIil  nuamerp. *P-znauenne <0,05 (mBycroponnmii T-tect). Pesymbrars
nokasansl Ha @ur. 4.

Hccnenosanue 3¢pdexTuBHocTH HA Moaeu B16

Camkam wmbimeii C57.Bl/6 (n = 20) moakoxHO ummiaHTuposanu 2 X 10° knerok
MbIIMHOW MenaHoMbl B16F10, cycnenguposanneix B ®bP. Ha crnenyromuii neHp nocine
MMIUTAHTALUA MBILIEH NPOU3BOJIBHO pacmpenessii B 2 rpymnbl U3 n = 10 Mbiued aus
MOJIyYeHUs CIEAYIOLHUX BUAOB JIEYeHUs], [IPU IIepopajbHOM BBEIEHUH ABa pasa B JIEHb A0 KOHLA
uccnenosanusi: (1) Hocurens (Boma); wmu (2) Coemunenme 10 B goze 100 wr/kr,
NPUTOTOBNIEHHOE B BoAe. OmMyXonM H3MEpsUId TPH pa3a B HENEeN € MOMOLIbI IH(POBBIX
IITAHTCHIUPKYJIEH, a OOBeMBI OMyXOJeH pPacCUUTBHIBAIU IO cienyromeil gopmyne: oObem
onyxomu (MmM’) = (a x b%*2), roe «b» - HauMeHbIIMII gUAMETP, 4 «a» - HAUOONBIIHUI
NepNeHNKYISIpHbI  auamerp.  ***P-3Hauenme <0,001 (aByctoponnuii  T-xputepwuii).
PesynpTatel nokaszansl Ha Qur. 5.

Ipumep 9: Hceneoosanus kombunuposannoii mepanuu 4711

Camkam msbimedi balb/c (n = 40) UMIIIAaHTHPOBAIKM B JKUPOBYIO MPOKJIAAKY MOJOYHBIX
xene3 1 x 10° KJIeTok KapIUHOMBI MONOYHOM skene3bl Mbimu 4T1, cycnenaupoBaHHbx B DBP.
Ha cnenyromuii neHp nocie UMIUIAHTALMN MbIIIeH MPOU3BOJIBHO paclpeaessiau B 4 TpyIIbl MO
n = 10 Mblmedt B KaxAOW IJIsl MOJyYeHUsl cleAyromux BunoB Jedenus: (1) HocuTenb (Boma),
BBOJMMBII MEPOpaIbHO ABAa pasa B JeHb 10 KoHHa uccienosanus; (2) Coenunenne 10 B nose
100 mr/kr B BOJE, BBOAMMOE TMEPOPATBbHO JBAa pasa B JCHb JO KOHLA uccienoBaHus;, (3)
Komb6unauus antu-PD-1 (knon RMPI-14), BBeneHHOro HHTpanepuTOHEAIbHO B 103€ 5 MI/KT B
man 3, 6 um 9 mocne wummnadtaumu mwiroc aHTU-CTLA-4 (xnonm 9HI10), BBemeHHOro
WHTpPAMEePUTOHEATHHO B 103¢ 5 MI/KT B OHU 2, 5 u 8 mocne BBeneHus: 103bl;, win (4) TpohHas
koMOuHarms coenuHerus: 10 rumoc antu-PD-1 mmoc antu-CTLA-4 B X COOTBETCTBYFOIIMX
cxemMax JiedeHus. ONyxOduM UW3MEpsUId TPH pa3a B HEACTI C TOMOINBI HIH(POBBIX
IITAHTCHIUPKYJIEH, a OOBeMBbI OMyXOJeHW pPacCUMThIBAIN IO cienyromeil ¢gopmyne: oObem
onyxomu (MmM’) = (a x b%*2), roe «b» - HauMeHbIIMII gUAMETP, 4 «a» - HAUOONBIIHUI
NepreHuKYISIpHbI quamerp. ***P-3Hauenne <0,001 (aBycroponnuit T-kpurepuii). Ha 25-k

JeHb MBIIIEeH YMEPIIBISUIN U JIeTKue nepdy3upoBanu UHAUHCKUME uepHuiaamu (25% B OBP),
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3ateM cobupanmu u ¢ukcupoBanu B cmecu 100% stanon: 10% nHelTpanpHbIN 3a0y(depeHHbIH
dopmanuH: ykcycHas kuciota B cootHomeHuu 10:1:0,5. KomudecTBo MeTacTa3oB B JieTKHE
MOJICUUTBIBAIIM BPYYHYIO CIIETIBIM CIIOCOOOM. Pe3ynbpTrarsl moka3zaHel Ha Qwur. 6.

Ipumep 10. Hccneoosanue nocpeocmeom mepmozpagumempuiecko2o auvanusa (11°4)
ons Coeounenus 10e.

B wuccnenosanuu TI'A B3BemenHoe kosmdecTBO coeanHenust 10e oOpabatbiBamu
BO3PACTAIOIINUM KOJHYECTBOM BOJSHOTO Iapa (TIOBBILIEHHAS BJIAYKHOCTD) U OLICHUBAJIM BIUSTHUE
BJIAJKHOCTH Ha Maccy oOpasua. Ha ®@ur.7 mokazansl nzorepma ancopOuuu (BEepXHss JTUHHS) U
uszoTepma aecopOumu (HwKHss auHus) aist coenunennst 10e. Kak mokasano Ha ¢ur. 7, rpadux
TI'A coenuneHust 10e MOKa3bIBAE€T, YTO COENWHEHUE MPOTHUBOCTOUT IOTJIOLUIEHUIO BOIBI 10
OTHOCUTENbHON BIaXHOCTH oOkoso 60%. Huskoe Bnaromornouenue coenuHeHus 10e
3HAYUTENbHO OOJerdaeT MPOM3BOJICTBO COENUHEHUS W MPUTOTOBIEHHE (DapManeBTUYECKHX
KOMITIO3ULUI, COAepKalluX COeAUHEHNE.

BkJroueHue nocpeacTBOM CCbIIIKH

Bce nyOnukanuu 1 maTeHThl, YIIOMSHYThIE B JAHHOM JIOKYMEHTE, HACTOSIIIMM BKJIFOYEHBI
MOCPENCTBOM CCBIJIKM BO BCEH MX MOJIHOTE, KaK €Ciy Obl Kaxaas OTHeNbHAas MyONUKaLUs HITH
NAaTEeHT OBUIM CIIELHAIbHO U WHAWBHUIYAJIBbHO YKA3aHbI JJIs1 BKIFOYECHUS B KaueCTBE CChUIKU. B
ciyyae KOH(IIMKTa HACTOSIIAs 3as1BKa, BKIIFOUAs JTIOOBIE OTIPEACTICHUs] B 3TOM JOKYMEHTE, Oyaer
UMETb IMpeuMyllecTBeHHYI0 cuily. KOHKpeTHble 3asBKH, KOTOpbIE BKJIIOUEHBI MOCPEACTBOM
CCBUIKM, BKIIOUAIOT mpenBaputenbhHbie 3asBku CIITA NeNe 62/438,092 u 62/439,614, B
OTHOLIEHUH KOTOPBIX HACTOsLIAs 3asBKa UCMpallUBaeT IPEeUMYILeCTBa U IPUOPUTET.

JKBHUBAJIEHTbI

Xotst ObLIH 00CYKI€HbI KOHKPETHBIE BAPUAHTHI OCYIECTBIICHUS TIPEAMETa H300pETeHHU,
BBIIIETIPUBEACHHOE OMNMCAHME SIBJISIETCS WIIIIOCTPATUBHBIM, a HE OTrpaHUUYMBaIOIIUM. MHorue
BapHAHTBl U300pETEHHs] CTAHYT OUYEBHUAHBIMH ISl CIIELUAINCTOB B JAHHOW OONACTH TEXHUKU
IOCIe PACCMOTPEHHUs] 3TOro omucanus u Gopmyisl uzoOpereHuss Hroke. llomHbli 00BEM
n300peTeHNs TOJKEH ObITh ONpPEeNieH MTOCPEACTBOM CChIIKH Ha (popMysy H300peTeHs] BMECTe

¢ UX MOJHBIM 00BbEMOM SKBUBAJIEHTOB U OIHUCAHUS BMECTE C TAKUMH BapHUaHTaMH.
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DPOPMYJIA U3OBPETEHUA

1. Coenunenue, umeromnee cTpykrypy dopmyist (I"77):

o-R*
!
o-B
o}
R°HN
N
X
NH

1 !
TROR

win ero (hapMaleBTUYECKH MPUeMIIeMast COJIb;

B KOTOPOU:

R® npencrasnser coboit H mnu mpexncrasiaser coGoii TPYIITy, BEIOPAHHYIO U3 ANKHIA,
ankenwna, ankuHwia, aumia, -C(O)O(ankuna) u -C(O)O(apuna), roe ykasaHHasl TPYIIa MpU
HEOOXOIUMOCTH 3aMellleHa OJHMM WM HECKOJBKUMH 3aMECTHTEJISIMU, BbIOPDAHHBIMU U3
THIPOKCH, TaJIOTeHa, rajoajkuia, ainkokcu, -SH, -S-(ankwmma), -SeH, -Se-(ankwmma), apwna,
rerepoapuia, LHUKJIOATKWIA, TeTEePOLMKIOATKIIA, aMUHO, KapOOHOBOH KHCIOTHI, CIIOKHOTO
a¢upa, ryaHUuIUHO U aMUJO;

X npeacrasisier coboi O win S;

R! u R?, kaxnplii HezaBuCHMO, BbIOpaHbl U3 H uau rpynmbl, BHIOpaHHON M3 ankuna,
AJNKEHNJIA, ANKMHUJIA, LUKJIOQJIKHJIIA, (UMKIJIOATTK U )AJIKHIIA, reTePOLIMKIIOANIKIIIA,
(reTepoUMKIIOANKIIT)AJIKIIIA, aPHUJIa, TeTepoapmia, apajKiia U reTepoapakuia, rae yKa3aHHas
Tpynmna Tmpu HEOOXONUMOCTH 3aMelleHa OJHUM WJIH HECKOJbKHMU 3aMECTUTENSIMH,
BBIOpAaHHBIMU W3 THIPOKCH, TaJIOTeHa, Tajoankuia, amkokcw, -SH, -S-(anmkuna), -SeH, -Se-
(ankwuna), apwia, TeTePOaApPWNa, MUKIOANKIIA, TEeTePOLMKIOANKIIA, aMHUHO, KapOOHOBOU
KHUCJIOTHI, CJIOKHOTO 3(Upa, T'YaHUIUHO U aMHUJIO; WU

R! u R?, B3aThIE BMECTE C MPOMEKYTOUHBIMU aTOMAMHU, 0OPA3yIOT 3-7-UIeHHOE KOJIbIIO,
rae  3-7-4JieHHOE€ KOJbLIO TpH HEOOXOAMMOCTH 3aMEUIEHO OIHUM WJIH HECKOJbKUMU
3aMECTHUTENISIMHU, BRIOPAHHBIMH U3 THIPOKCH, TAJIOTEHA, rajoajKuia, ajkokcy, -SH | -S-(ankuna),
-SeH, -Se-(ankmna), apuia, rerepoapuiia, LUKJIOAJKHIA, TE€TEPOLUKIOAIKNIA, aMHHO,
KapOOHOBOM KUCIIOTHI, CJIOKHOTO 3(pripa, ryaHUIUHO U aMUIO; U

R’ npencrapnsier coboii H uau ankun, npu HeoOXOAMMOCTH 3aMeIeHHbIH OHUM WU
HECKOJIbKUMU 3aMECTUTEJISIMU, BRIOPAHHBIMHU U3 TUAPOKCH, TaJIOTEHA, raj0aIKuiIa, aJTKOKCH,
-SH, -S-(ankuna), -SeH, -Se-(ankuna), apuia, rerepoapuia, [UKIOATKHIA, T€TEPOILIUKIIOATKIIA,
aMUHO, KapOOHOBOM KHUCIIOTHI, CJIOKHOTO 3(hupa, T'YaHUIMHO U aMUJO;

utn R' u R’ B3aTble BMecTe ¢ NMPOMEKYTOYHBIMHM aTOMaMH, 0OpasyroT S5-7-uneHHoe
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KOJIBIIO, Te S5-7-4JIEHHOe KOJIBIO MPU HEOOXOIUMOCTU 3aMEIIEHO OJHUM WM HECKOJIbKUMU
3aMECTHUTENISIMHU, BRIOPAHHBIMH U3 THIPOKCH, TaJIOTE€Ha, rajoajKuia, ajkokcy, - SH, -S-(ankuna),
-SeH, -Se-(ankmia), apwia, TeTepoapwiia, UUKIOANKWIA, TE€TePOLMKIOANKIIA, aMHHO,
KapOOHOBOM KUCIIOTHI, CJIOKHOTO 3(pripa, ryaHUIUHO U aMUIO; U

R* nmpencrasnser coboit H unu (C1-Ce) amku.

2. Coenunenue no 1. 1, uMmerotee cTpyktypy Gopmyisr (Ie):

R4

R R ().

3. Coenunenue 1o mrobomy u3 1.1 umm m.2, rae R® mpencrapaser coboit H umm anku,
WK aLldL.

4. Coemunenue o 11.3, rae R mpencrasnser co6oii H.

5. Coenunenue no mrobomy u3 mm. 1-4, rne X npencrasinsier codoit O.

6. Coenunenue no mobomy u3 rn. 1-5, rae R! npencrasnser coboit H.

7. Coemunenne no mobomy u3 nm.l1-5, rme R!' npencraBnser coGoii apankun,
rerepoapaKu, (LUKIOATKIIT)ATKUI WU (T€TEPOLMKIOATKI )aTK L.

8. Coemunenue mo mobomy u3 nm.1-5, rne R! npencrapnser coboii aMMHOKHCIOTHYHO
ookosyro 1ens u3 Apr, I'uc, JIuz, Acm, I'ny, Cep, Tpe, AcH, I'nn, Luc, Sec, I'nmu, Ana, Ban, Wine,
Jleii, Mer, ®en, Tup wnu Tpo.

9. Coenunenue no mobomy u3 . 1-8, rue R’ npencrasnser coboit H.

10. Coenunenue no mobomy u3 nm.1-9, rme R* mpencrasnser coboii merun, 3Tum,
MPpONnJI UJIN U30TPOTTHIIL.

11. Coemunenue no mobomy u3 . 1-9, rie R npencrasnsier co6oit sTum.

12. Coenunenue no 1.1, UMEOIIee CICAYIOMYI0 CTPYKTYPY:
0" "CHs
o-B
(0]
HoN

N

():3’7
NH,
H

H

WK ero (papManeBTUIECKH MpUeMiIeMast COJlb.

13. Coenunenue mo 1. 1, umeroinee CAEAYIOLIYIO CTPYKTYPY:



OH

@)
NH
H

HO
WK ero (papManeBTUIECKH MpUeMiIeMast COJlb.

14. Coenunenue no 1.1, UMEOIIEe CICAYIOMYI CTPYKTYPY:

HiC

CH
o

O—B
O

HaN

N

aﬁ
NH
H 2

H

WK ero (papManeBTUIECKH MpUeMiIeMast COJlb.

15. Coenunenne no 1.1, UMEOIIEE CICAYIOMYIO0 CTPYKTYPY:

H3C

CH
o

O’B
O
N
(@]
<.
H

HO

win ero (hapMareBTUYECKH MpUeMIeMast COJib.
16. Coenunenue no 1.1, UMEOIIEe CICAYIOMYI0 CTPYKTYPY:

—~
/O CHs,

O/B
O

H2NI|.

N
O
NH;
H H

WK ero (papManeBTUIECKH MpUeMiIeMast COJlb.

17. Coenunenue no 1.1, UMErOIIEe CISAYIOMYIO0 CTPYKTYPY:



WK ero (papManeBTUYECKH MprUemMiIeMasi CoJb.

18. Coenunenue no 1.1, UMEOIIEe CISAYIOMYI0 CTPYKTYPY:
CHj

O

/ CHj

o-B
O

H2NI|.

N
O
NH;
H H

WK ero (papManeBTUIECKH MpUeMiIeMast COJlb.

19. Coenunenue no 1.1, UMEOIIEe CICAYIOMYI CTPYKTYPY:

CH;

o
/ CHs
0-B
O
HZN?DJ
N
O
—NH,
H
OH

WK ero (papManeBTUYECKH MprUemMiIeMasi CoJb.

20. TBepnas papmaueBTHUYECKAsT KOMIO3HLIUSA, CONEpIKAINasl COEAUHEHHE IO JTI00OMY U3
nm. 1-19 u papmaneBTHUECKH TPHUEMIIEMBII HOCUTEND.

21. Crocob nevyeHus paka, BKIFOYAOIINA BBEICHHE CYOBEKTY, HYKAAOIEMYCSI B 3TOM,

TepaneBTHUYeCKH 3(P(HEKTUBHOTO KOJMYECTBA COeAWHEeHWs] 1o JrboMy u3 nm.l1-19 wumm
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(dapmaneBTHIECKONH KOMIO3UIHH 110 11.20.

22. Cnocob 1o m.21, B KOTOPOM pak BBIOpaH M3 OCTPOro MHEJIOUAHOTO Jetiko3a (OMJI),
paxa HaJlIOYeYHUKOB, paka MOUYEBOI0O My3bIpsi, paka MOJOYHOM >keJie3bl, KOJOPEKTAIbHOIO paka,
XPOHUYECKOTO MHUEJIOreHHOro Jieiikoza (XMJI), paka muineBona, paka sKelyaKa, paka JIETKUX,
MEJIAHOMBI, ME30TEJIMOMBI, HEMeNKOKIeToyHoro paka jerkoro (HMKPJI), paka simunuka, paka
MOJIKETYIOYHON JKeJe3bl, paka MpOCTaThl, paka MOYKH, pPaka KOXH, paka >KEIYHOTo MPOTOKa,
MHO>KECTBEHHON MHENOMBI, aJpEHOKOPTHKAIbHON KapLUHOMBI, paka roJIOBBl U I€H, U paka
SHAOMETPHUS.

23. Cpnoco®6 mo m.22, B KOTOPOM pak BbIOpaH M3 paka MOYEBOrO Iy3bIpS,
KOJIOPEKTAIbHOTO paka, paka IHUINEeBOJa, paka >KeIyJKa, paka Jerkux, MeJIaHOMB,
ME30TEeIMOMBI, HeMENKOKIIeToUHoro paka jerkoro (HMKPJI), paka ssmuHuka, paka MmodkH, paka
JKETYHOTO IPOTOKA, MHOYKECTBEHHON MHENOMbI, aJAPEHOKOPTHUKAJIBbHOM KapLUHOMBI, paka
rOJIOBBI U LIEH, U paKa 3HIAOMETPHS.

24. Cnoco0 1o n.23, B KOTOPOM pak MPEACTaBIAeT COO0H pak MOUYEBOTO My3bIPs.

25. Cnoco0 1o m.23, B KOTOPOM pakK MPEACTABIISIET COOO0M KOJOPEKTATBHOTO PaK.

26. Cnoco0 1o m.23, B KOTOPOM pakK MPEACTaBISET COOOM pak MHUIIEBOA.

27. Cnoco0 1o 1m.23, B KOTOPOM pakK MPEACTABISIET COOOM pak sKeJyaKa.

28. Croco0 1o m.23, B KOTOPOM paK MPEACTABIISET COOOM paK JIETKHX.

29. Cnoco® 1o m.23, B KOTOPOM paK MPEACTABIISIET COOOH MEJTaHOMY.

30. Criocob mo .23, B KOTOPOM pak MPenCcTaBysieT CoO0H ME30TETOMY.

31. Crnocob® mo m.23, B KOTOPOM paK MPEACTaBJIsIET COOOH HEMENKOKJIETOUHBIH pak
aerxkoro (HMKPJI).

32. Crocob o .23, B KOTOPOM pPak MPECTaBIseT COOOH pak SMIHHKA.

33. Crocob mo .23, B KOTOPOM pak MPencTaBisieT coO0H pak MOYKH.

34. Crocob mo .23, B KOTOPOM pak MPEACTaBIsieT COO0N paK JKeJTYHOTrO MPOTOKA.

35. Crocob mo 1m1.23, B KOTOPOM pak MPencTaBisieT OO0 MHOKECTBEHHYIO MHEJIOMY.

36. Crnocob6 mo m.23, B KOTOPOM pak MpeACTaBIseT COOOH aapeHOKOPTHUKAIBHYIO
KapLTHOMY.

37. Criocob mo .23, B KOTOPOM pak MPencTaBisieT cOO0H pak roJIOBbI U HIEH.

38. Criocob mo .23, B KOTOPOM pak MPEACTaBISIET COOOU paK SHIOMETPHSI.

39. Crioco0 nedeHus paka, BKIIOYAOMINA COBMECTHOE BBEACHUE COSTMHEHHS MO TFOOOMY
u3 n. 1-19 ¢ oAHUM UM HECKOJIBKUMHU JOTIOJHUTEIbHBIMU XMMHOTEPaeBTUHUECKUMU areHTaMHy,
BBIOpAHHBIMU W3 AMHUHOTJIYTETUMHUIA, aMCAaKpUHA, aHACTPO30Jia, acmaparuHasel, AZDS5363,
BakiuHbl Oanmiuibl Kanbmera-I'epena (bcg), Oukanmyrammma, OneomunmHa, Oopresomuda,

OycepenuHa, OycynbdaHa, KamIoTelWHa, KameuutaOuHa, kKapOorutatuHa, kapdunzomuda,
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KapMyCTHUHa, XJjopamMOynuia, XJOPOXHHA, LWUCIUIATHHA,  KJIAgpUOMHA,  KJIOJPOHATA,
KoOMMeTHHMOA, KOJXUIMHA, LUKIopochamMuma, LUNPOTEpOHA, LMTapaduHa, AakapOa3vHa,
JaKTHHOMUIIMHA, JayHOPYOHIIMHA, JE€METOKCUBUPHMIWHA, JeKCaMeTa30Ha, auXJopallerara,
OUEHSCTPOJIa,  OUATHICTWIBOECTpOsa,  AOLETakcena,  JOKCOPYOHWIIMHA,  SIUPyOHIIHHA,
SpJIOTHHMOA,  3CTPAAMOJa,  SCTPAMYCTHHA,  JTOMO3WIA,  HOBEPOJIUMYCAa, OKCEMECTaHa,
¢unrpactuma,  ¢ayaapabuHa, GAyapokopTH3oHa,  Qropypanmia,  QayokcumMecTepoHa,
¢bnyramuna, remuutabuHa, TEHUCTEMHA, TO3€pPeNHHA, THIAPOKCUMOYEBHHBI, HIapyOHUIIMHA,
udpochamuna, wumaruHubOa, wuHTEpYEpOHA, HPHHOTEKAHA, JICHATUAOMHIA, JIETPO30Ja,
JeWKOBOPUHA, JIEHNpOJWAa, JIeBAMH30Jla, JIOMYCTHHA, JIOHWJAMHHA, MEXJIOPITAMUHA,
MEIPOKCHUIIPOTeCTEPOHA, MerecTposia, MendajiaHa, MepPKanTONypHHA, MeCHa, MeT(OpMUHA,
MEeTOTpekcaTa, MuiaTeQOo3MHa, MUTOMHIMHA, MHTOTaHa, MUTOKCaHTpoHa, MK-2200,
HWIyTaMHUZla, HOKOZJA30jla, OKTPEOTHAa, oJamapuda, OKCAJMIUIATHHA, MAKIUTAKCea,
namMuapoHaTa, Ma3onaHuba, MeHTOCTaTHHA, Mepuo3uHa, T[UTHKAMHUIIMHE, [OMaJHIOMUIA,
nopdumepa, mnpokapOasuHa, panTUTpekcena, puTykcumada, pykamapuda, cenymeTuHuoda,
copadeHnba, CTPENTO30LMHA, CYHUTUHUOA, CypamMuHA, Tajazonapuda, TaMmokcudeHna,
TEMO30JIOMU/A, TEMCHPOJHMMYCa, TEHUIIO3UA, TECTOCTEPOHA, TAJIUAOMHUNA, THOTYaHHHA,
THOTENa, THTAHOLICHA AMXJOpHIA, TOMOTEKaHa, TpaMeTuHHOa, TpacTy3ymada, TPETHHOUHA,
Benunapuda, BUHOJIACTHHA, BUHKPUCTHHA, BUHE3WHA, M BHHOPEJIOMHA.

40. Cmoco6 mo m39, B KOTOPOM OAWH WJIH HECKOJBKO JOMOJHUTEIbHBIX
XUMHOTEPATIEBTHUECKUX ar€HTOB BKITFOYAIOT Fe€MIIUTa0HH.

41. Cmoco6 mo m39, B KOTOPOM OAWH WJIH HECKOJBKO JOMOJHUTEIbHBIX
XUMHUOTEPANeBTUYECKIX AareHTOB BKIIOYWAKOT abaroBomad, anekarymymad, adyrty3ymad,
anemty3ymad, anarymomad  madeHaTokc, amonm3ymad, — are3onm3ymMad, — aBenymao,
omunatymoMadb, BMS-936559, karymakcomad, aypBaiymad, »>MakagocTaTr, 3mpaTy3ymal,
WHAOKCHMOJ, HWHOTYy3yMa0 O30TaMUIIMH, WHTEIyMyMad, WIHJIAMyMad, H3aTyKCHMao,
namOpommzymad, MED14736, MPDL3280A, ©HuBonmymab, okapary3ymad, odarymymad,
onaratymad, nmemOposuszymad, mummin3ymad, puTykcumad, TUImmMymad, caMaian3zymad uiu
TpeMeInMyMao.

42, Cmoco6 mo m39, B KOTOPOM OAWH WJIH HECKOJBKO JOMOJHUTETHHBIX
XUMHUOTEPANeBTUYECKIX AareHTOB BKIIOYWAKOT abaroBomad, anekarymymad, adyrty3ymad,
aHarymomad wmadenarokc, amonmzymad, OnmuHatymomad, katymakcomad, naypBaiymao,
snpary3ymad, WHOTYy3yMad O30raMHLMH, HHTeNymMymad, wunmimmMymad, H3aTyKcuMao,
nambposnzymad, HHUBOJYMad, okapary3ymad, oyataTrymad, mnemOponuzymMad, muamiuzymad,
TULINMYMAa0, camanu3yMald Wil TpeMeTuMyMao.

43. Cmoco6 mo m39, B KOTOPOM OAWH WJIH HECKOJBKO JOMOJHUTEIbHBIX
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XUMHUOTEPANIEBTUYECKIX areHTOB BKJIOYWAIOT WNUINMyMad, HHUBOJyMad, mnemMOponn3ymao,
NUANIA3YMaOd, MK 3MaKagocTaTa.

44. Cnocob6 mo m.39, B KOTOPOM JAOMOJHHUTEIbHBIH XUMHOTEPATIEBTHUECKHH areHT
BKJIFOYAET 3I1aKaJ0CTaT.

45. Cnoco6 mo jgrodomy u3 1m.21-44, MOMOJHUTENBHO BKITIOYAOIINI BBEJIECHHE OJTHOTO
WIN HECKOJbKUX HEXWMHYECKUX CIIOCOOOB JIEYEHHUS Paka, BBIOPAHHBIX M3 JIy4EBOH TEpaIv,
XHPYPTHYECKOTO BMEIIATENbCTBA, TEPMOAOy, (POKYCHPOBAHHOHN yIbTPa3BYKOBOH Teparuy,

KPHUOTEPAIIUU U KOM6I/IHaLII/II/I BBIMICU3JIOKCHHOTIO.
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