201992490 Al

(19) EBpa3unckoe 2 201992490 13 Al
naTeHTHOEe
Be4OMCTBO

(120 OMUCAHUE U30BPETEHUA K EBPABUMCKOM 3ASIBKE
(43) Aara ny6nukauum sasiskm (51) Int. Cl. A61K 9/127(2006.01)

2020.03.03 A61K 31/7125 (2006.01)

AG61K 47/54 (2017.01)

(22) Aara nopaum sassk AGIK 47/69 (2017.01)

2018.04.19 AG61P 35/00 (2006.01)

CO7H 21/02 (2006.01)
(54) P-9TOKCH HYKJIEMHOBBIE KHCJIOTHI JIJIsI UHTUBUPOBAHUS BCL2
(31) 62/487,302 (72) Wsobpetatens:
(32) 2017.04.19 AcumzaBa Ana Tapu, Hunbcen Iurep
(33) US (US)
(86) PCT/US2018/028267 (74) Mpencrasuens:
(87) WO 2018/195253 2018.10.25 pen :
Mengenes B.H. (RU)

(71) 3assurens:

BAHMO-IIAT XOJIZIMHI'3, UHK. (US)
(57) B maHHOM JIOKyMEHTE MpPEIOKEHB! YTydIICHHBIE CHCTEMBI JOCTABKH OJNUTOHYKIEOTHIOB, MPHYEM

yKa3aHHas CUCTEMa JOCTaBKH COAEPIKHT JIMTIOCOMY, KOTOpast COAEPKUT HeHTpasbHbIe (ochomumnuast u P-
STOKCH OJIUTOHYKJICOTH/I, KOTOPBIN HalleJIeH Ha ONUHYKJIeoTU A, Koaupyembiit BCL2. Takxke mpeaoxKeHsl
CIIOCOOBI JIEYEHHSI MAMEHTOB C MOMOIIBIO YKa3aHHBIX CHCTEM JOCTABKH.

120

=== 20 0CHOBHbIA_3X
~=0== 18 OCHOBHbIN_1X
{18 OCHOBHbIN_3X

.
&

wweie ] OCHOBHOR_1X
..... A IYCTON 3x

22
t

KM3HECMOCOBHOCTb (% HEOBPABOTAHHDIX KIETOK)

B
=

» ) P i R
JIUNOCOMANTBHDIV BCL2 AHTUCMBICTIOBOW ATEHT (mr/mn)

IV 06v76610C



OIIMCAHHUE U30BPETEHHUSA
2420-559695EA/055
P-5TOKCH HYKJIEMHOBBIE KNCJIOTHI 1JIs1 UTHTUBUPOBAHUSA BCL2

[0001] [annast 3asBKa 3asBJs€T NMPUOPUTET NO mnpeasBapuTenbHON 3asBke CIIA Ne
62/487302, nonanuoi 19 anpens 2017 rona, nonHoe conepkaHue KOTOPOH BKIIFOUEHO B TAaHHBIH
JOKYMEHT MOCPECTBOM CCBUIKH.

YPOBEHb TEXHUKHU

1. OBJIACTb U30BPETEHHMA

[0002] HanHOe wu300peTeHHE B LIEJIOM OTHOCUTCS K 0OJNacTu MemuuuHbl. bojee
KOHKPETHO, OHO KacaeTCsl JIMITOCOMHBIX TOTOBBIX (hOpM P—3TOKCH OJHMIOHYKJIEOTHUAOB, KOTOPBIE
THOPUIMBUPYIOTCSA € MOJHHYKJICOTHAHBIM npoaykTtom rena BCL2, u crmocoboB mosnydeHus u
NPUMEHEHHUS] TAKUX FOTOBBIX (JOPM B MEIUIIMHE, B YACTHOCTH B JICYEHUU BHIOB PaKa, KOTOPBIE
UMEIOT BBICOKYIO SKCIIPECCHIO HJTH MOBBILIEHHYI0 aKTUBHOCTb reHa BCL2.

2. OIIMCAHME ITPENITECTBYIOILIEI'O YPOBHA TEXHUKHU

[0003] Bcl-2 mpencrasnsier coboli OeoK, KOTOPBIH y4acTBYET B PETyJISILUU AIoINTo3a
WIN 3aMporpaMMHpPOBAaHHON rubenu kietok. M30wirounas skcnpeccust Bel-2 mpenorspammaer
UHIYKIMIO amnonTo3a B OTBET HA KIETOYHbIE IOBPEKIACHMS, TaKHe KakKk IpH JICUYSHHH
XUMHUOTEpaeBTHUeCKUMH areHTamu. Bcl-2 m30brouHo skcnpeccupyercst B Oombine gem 90%
bonukynsIpHbIX  B—UMQOIUTOB HEXOMKKMHCKOH JUM(OMBI BCIEACTBUE XPOMOCOMHOMN
NEePEeCTPONKH, M SBJSIETCS KIOYEBBIM (PAKTOPOM B HHHLIMALMHM 3TOrO 3JI0KAYE€CTBEHHOTO
HOBOOOpazoBaHus. Bcl-2 Takske M30BITOYHO HKCIPECCHPYETCs] B HIMPOKOM CHEKTPE COJIUAHBIX
omyxosel (o OLeHKaM, OH H30BITOUHO 3Kcmpeccupyercss B 40 MpoLeHTaxX CIy4aeB pakxa).
Hampumep, Obuta HalimeHa CBsi3b  Mexay — M30bITouHON — okcmpeccued  Bcel-2  wu
IIPOrPECCUPOBAHUEM pPaKa MPENCTaTENbHON Kejle3bl OT TOPMOHO—3aBHCHUMOIO 1O TOPMOHO—
HE3aBHCHMOIO, M MOXET CHOCOOCTBOBAaTh (PEHOTUIY OTHOCHUTENBHOH YCTOHUMBOCTH K
JIeKapcTBaM, OOBIYHO HAOII0JaEMOMY TIPU TOPMOHO—3aBUCHMOM PaKe MPeICTaTeIbHOM JKeJe3bl.

CYHIHOCTD U3OBPETEHUA

[0004] B nmaHHOM JOKYMEHTE MPEAJIOKEHbI KOMIIO3UIIMH K CIIOCOOBI, KOTOpbIE
UHIYLUUPYIOT WHTHOMPOBAHME POCTa W/HJIM aronTo3 B IIUPOKOM HAaOOpE PAKOBBIX KIIETOK,
koHTponupyeMbix Bcl2. Dkenpeccust Bel2 mpenoTBpamaercsi HETOKCHYHBIM YCTOWMYUBBIM K
HYKJIea3aM OJIMTOHYKJICOTHIOM, KOTOPBII HAalLleleH Ha TMOJHHYKJICOTHUABI, Konupyembie Bcl2, B
KOMOWHALIMKA C HEHTpPaJbHOW JIMIIOCOMOM, YTO MpenoTBpaliaer skcnpeccuro Oenka Bcel2, tem
CaMbIM yCTpaHsisi MyJ1 OCTymHOro Oenka Bcl2.

[0005] B omHOM BapuwaHTEe OCYIIECTBJICHUS, MPEIJIOKEHbl KOMIIO3ULIUU, COAEP KALINe
MOMYJISILIH OJIMTOHYKJIEOTHUAOB, KOTOPbIE THOPUANZUPYIOTCS C TOJMHYKIEOTHIHBIM ITPOAYKTOM
reHa BCL2. B HEKOTOPBIX acneKTax, OJUTOHYKJIEOTH bl OMYJISIHA COCTOSAT U3 HYKJIEO3HIHBIX
MOJIEKYJI, COEAMHEHHBIX APYTr ¢ APYroM (pochaTHBIMH CBSA3SIMU OCTOBA, NMPHYEM IO MEHbINEH
Mepe onHa u3 (pochaTHBIX CBSA3EH OCTOB B Ka)KIIOM OJIUTOHYKJICOTHIIE TIPEACTaBsieT coboit P—
STOKCH CBSI3b OCTOBA, U IpH 3TOM He Oosbiie yeM 80% ¢docdaTHbIX CBsA3El OCTOBA B KaXKIOM

OJIMTOHYKJIEOTHJIE MPEACTABIAIT co00ii P—3TOoKCH cBsA3u ocToBa. B HEKOTOpPBIX acmekrax, 1o



MeHbIIeH Mepe onHa 13 (ochaTHBIX CBsA3EH OCTOBA B KaXKIOM OJIMTOHYKJIEOTH/IE MPENCTABIISAET
coboit pochoampupHyIO CBsI3b OCTOBA. B HEKOTOPBIX aCMeKTaX, OJMTOHYKICOTHUIBI TTOTY JISILIFH
coziepaKaT rnocienoBareabHocTh cornacHo ool u3 SEQ ID NO: 1-3. B HEKOTOpBIX acnekTax,
OJIMTOHYKJIEOTUABI MOMYJISILUU COAep:KaT mnocienosaTenbHocTh corigacHo SEQ ID NO: 1. B
OJTHOM acCIIeKTe, OJMTOHYKJICOTHU B! TOMYJIILUM COAepKaT MOCIeI0BaTeIbHOCTh cornacHo SEQ
ID NO: 1, u ¢pocdaTHbIe CBSI3M OCTOBA MO MEHBILEH Mepe MeX1y HyKJICOTHAAMHU S5 U 6, MeXIy
HykjieotuaamMu 7 u 8, Mexay Hykjieoruaamu 9 u 10, mexay Hykaeorunamu 11 u 12, u mexny
HykjgeotunamMud 14 w15  OJNMIOHYKJIEOTHUAOB  TOMYJSIUM — MPEACTABISIOT — COOOH
dbochonudpupHble CBI3M OCTOBA. B HEKOTOPBIX AaCMEKTaX, OJIMTOHYKJICOTHIbI MOMYJISILIHH
coxepskat nocnenosarenbHocTh cornacHo SEQ ID NO: 2. B oqHOM acniekTe, OJMrOHYKJIEOTU b
NOMYJISIUK  COAepIKaT mocyuenoBaTeabHOCTh cormacHo SEQ ID NO: 2, u docdatHbie cBszu
OCTOBA IO MEHBIIEH Mepe MEXIy HYKICOTHIAMH 5 U 6, MeXAy HyKJeoTuaamMu 7 U 8, MEXOy
HykyieoTHaaMu 9 u 10 OJIMTOHYKJIEOTUAOB TOMYJISILIMK MPEACTABISIIOT co00i dochomuspupHbie
CBSI3M OCTOBA. B  HEKOTOpPBIX AacleKTax, OJUTOHYKJEOTHIbl MOMYJSLUH  COAEPIKaT
nocnenosatenbHOcTh cornacHo SEQ ID NO: 3. B pa3nuyHbIX acnekTax, OJUTOHYKJIEOTU]IbI
NOMNYJISILMN MHIHOUPYIOT 3Kcmpeccuio Bcl2. B HEKOTOpBIX acrekTax, KOMIO3ULHS SIBIISIETCS
THOPUITU3UPOBAHOM.

[0006] B mekoropeix acmektax, oT 10% no 80% docharHbx CBszeil ocToBa
NPENCTaBISIIOT co00it P—aToken cBsizu octoBa;, ot 20% no 80% docharHbix CBsizel ocTOBa
MPenCTaBISIIOT co0oit P—aToken cBsizu octoBa; ot 30% o 80% docdarubx cBsizeli ocToBa
MPenCTaBISIIOT co0oit P—atokcu cBsizu octoBa; ot 40% o 80% docdarHbx cBsizeli ocTOBa
NPEaCTaBISIIOT co00it P—aTokcu cBsizu octoBa;, or 50% mo 80% dochaTHbIX CBs3el ocToBa
NPEeACTaBISIIOT co00i P—3ToKcH cBsizu ocToBa; wiu ot 60% 10 70% docdaTHbix CBsizel 0CTOBA
IPENCTAaBISIIOT co00N P—3TOKCH CBsI3M OCTOBa, WM JTIOOOH AMAmNas3oH, MOJy4eHHbIH U3 HuX. B
HEKOTOpbIX acmektax, or 20% nmo 90% docdarHbIX CBA3eH OCTOBa MNPENCTABISIIOT COOOM
dochonmzdpupHbie cBsizu octoBa; ot 20% no 80% docdarHbIX CBsi3eil OCTOBa MPEACTABISIFOT
coboit ¢pochomurdupubie cBszu ocroBa; or 20% no 70% docharHbIX CBsi3el OCTOBa
npeAcTaBisIoT codoit pochoamspupubie cBszu octoBa;, oT 20% no 60% dochaTHbix cBsi3eit
OCTOBa MPEACTABISIIOT coboii (oconudpupHbie cBsizu octoBa;, ot 20% mo 50% docdaTHbx
CBsI3el OCTOBa MpeAcTaBIsIIOT coboit dochommadupubie cpsizu ocroa, wiu ot 30% no 40%
docdaTHBIX CBsI3eil OCTOBA MpeACcTaBISIIOT coboli pochonmaupHbie CBA3M OCTOBA, WK JIFOOOM
IWATa3oH, MOJYyYEHHbIH U3 HUX. B pasnmuuHbIX acmekrtax, mo MeHbiier mepe, 5%, 10%, 15%,
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 60%, 65% T0%, 75%, 80%, 85%, 90%
wi 95%, unn kakoe—mudo 3HavYeHue Mexay HUMH, (OChaTHBIX CBsI3eH OCTOBA MPEACTABJISIOT
coboit P-sTokcH cBsi3u ocToBa. B pasnmuHbIX acmekrtax, mo MeHblieil mepe, 5%, 10%, 15%,
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, unu 95%,
WIN Kakoe—uOO 3HaueHHe MeXay HHUMH, (ocdaTHBIX CBsi3ell OCTOBA MPENCTABISIOT COOOM
bochonnsdpupHbie cBsi3u ocroBa. B onpeneneHHbix acnekrax, GpochonudpupHbie CBSI3H OCTOBA

pacnpeacii€Hbl MO0 BCEM OJIMTOHYKIICOTUAAM. Kaxk TAKOBBIC, OJIMTOHYKJICOTHAbI HE SBJISAIOTCS



XUMEPHBIMH MOJIeKyJaMu. B HEKOTOpBIX aclekTax, OJUIOHYKJIEOTUIbl HE COIEepKaT
dbocdoTroaTHOI CBSI3U OCTOBA.

[0007] B HeKOTOpBIX AacmeKkTax, OJHUIOHYKJIEOTHIbl MOMYJSILUU HMEIT pa3Mep B
auanasoHe ot 7 10 30 HykJIeoTU0B. B onpeneneHHbIX acnekTax, OJUMTOHYKIEOTUAb] OMYJISILUH
UMEIT pasMep B mpefenax oT 12 go 25 HykjgeotuaoB. B pasiuuHBIX —acnekTax,
OJIUTOHYKJIEOTH/IbI TIOMYJIILIUY UMEIOT pa3Mep 1o MeHbluei mepe 5, 6, 7, 8, 9, 10, 11, 12, 13, 14,
15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 umn 30 Hykineotuaos. [luana3oH
pa3MepoB MOKET OBITh CPETHUM Pa3MEPOM OJIMTOHYKJICOTHUAOB B MOMYJISILIUH.

[0008] B HeKOTOpBIX acreKTax, OJIMTOHYKJICOTHUIbI MMOMYJISALNH UMEIOT CPEIHUA pa3Mep
7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 umu 30
HYKJIEOTHIOB, TIpu4yeM He Oonbine uem 5, 6, 7, 8, 8,9, 10, 11, 11, 12, 13, 14, 15, 15, 16, 17, 18,
19, 20, 20, 21, 22, 23 wnu 24, cOOTBETCTBEHHO, (HOC(HATHBIX CBS3M OCTOBA B KaXKIOM
OJIMTOHYKJIEOTHIE TPENCTABISIOT COO0H P—3TOkCH CBsi3b OCTOBa. B HEKOTOpBIX acrekTax,
OJIMTOHYKJICOTHU/IBI TONYJISILUKA UMEIOT cpenHuil pasmep 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18,
19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 nnu 30 HyKJI€OTHAOB, U MO MEHbLIEH Mepe 2, 2, 2, 2, 3,
3,3,3,4,4,4,4,4,5,5,5,5,5,5,6, 6,6, 6, unmu 6, COOTBEeTCTBEHHO, (pochaTHBIX CBs3EH OCTOBA
B KWXKIOM OJIUTOHYKJIEOTHAE NPEACTABISIIOT Cco0oil  ¢ochomudpupHyr0 CBsi3b  OCTOBA.
Hanpumep, OIUroHykjIeoTHABI B MOMYJISIUU MOTYT MMETh CPeAHHUH pasMmep 18 HykJI€OTHAOB,
npudeM He Oospiie 4yeM 14 ¢QocdarHbIX cBA3e OCTOBA B KaXIOM OJHTOHYKJICOTHIE
NPEACTABISIIOT CO00H P—3TOKCH CBsI3b OCTOBA, OJIMTOHYKJIEOTHABI B MOMYJSIUA MOTYT UMETh
cpenuuii pasmep 20 HyKJI€OTUIOB, NpuueM He Oosblie yeM 16 ¢ocdaTHbIX CBs3eil OCTOBa B
KaXJIOM OJIMTOHYKJIEOTH/I€ TPEACTABIISIIOT CO00M P—3TOKCH CBA3b OCTOBA;, OJIMIOHYKJICOTUABI B
HNONYJIILMK MOTYT HMMETb CpeOHMH pasMep 25 HyKJIeOTHAOB, mpudyeM He Oosbie yem 20
docdaTHbIX CBS3€l OCTOBA B KaXXIOM OJMIOHYKJIEOTHIE NMPEACTABISIIOT co00it P—-3TOoKCH CBS3B
OCTOBA;, WJIHM OJINTOHYKJIEOTHbI B MOMYJISILUU MOTYT UMEThb cpenHuil pasmep 30 HyKJI€OTUIOB,
npudem He Oosbiie uyeM 24 (QocdaTHbIX CBsA3eil OCTOBA B KaXIOM OJHUTOHYKJICOTHIE
NPEACTABISIIOT 000 P—3TOKCH CBS3b OCTOBA.

[0009] B HEKOTOpBIX acreKTax, MOMYJSIIUS OJUTOHYKJICOTHUAOB COAEPIKUT ONHWH BUM
OJIUTOHYKJIEOTHOB. B jpyrux acnekrax, MNOMyJSIIUsl OJUTOHYKJIEOTUIOB COAEPXKHUT, IO
MeHbIlIe Mepe, ABa BUIA OJUTOHYKJIEOTHAOB. OIOUH BUJ OJIMTOHYKJIEOTHAA MOXET HMETh
OJIMHAKOBYIO HYKJIEOTUJHYIO IOCJIEN0BATeNIbHOCTh, HO UMETh UM HEe UMeTb P—3TOKCH CBSA3U B
pa3HBIX MO3UIMAX B Mojekysne. Takum oOpa3om, MOMyJSLUs MOXKET ObITh FOMOTE€HHOW IO
HYKJICOTHJTHON TOCIIEIOBATEIPHOCTH U TE€TEPOreHHON Mo pacnpeneneHuo (ochonudhupHbIX
CBsI3eH OCTOBa CPEIM OJIMTOHYKJIEOTHAOB MOMyJsiiud. Kpome Toro, momyJsiusi MOXKeT ObITh
TeTePOreHHON MO KOJUYeCTBY P—3TOokcu cBsizel ocToBa M (ochoaudpUpHBIX CBSI3€H OCTOBA
Cpeau OJUIOHYKJIEOTHUAOB MNOMyssiuuu. B kadecTBe HeEOrpaHMYMBAIOIIETO NpUMepa, IepBas
4acTb OJIMTOHYKJIEOTHAOB B momyJsiuuu Moxer umers 70% P-stokcu cBszeit u 30%
dochonnzdupHBIX CBA3EH, TOrna Kak BTOPAs 4acTb OJMIOHYKJIEOTHIOB B IOMYJISLUH MOXKET

umets 60% P-stokcu ceszedn m 40% QochoamdpupHbx cBsizell. B HEKOTOpBIX acmekrax,



HOMYJISIHST  OJINTOHYKJICOTUAOB COAEPKHUT AHTHCMBICIOBBIE OJIMTOHYKJIEOTHABL, KOPOTKHUE
unrepdepupyromue PHK (MuPHK), mukpoPHK (MukpoPHK) nim piwiRNAs (piPHK).

[0010] B pa3znuuHbIX acrekTax, KOMIIO3HLIUSA JOTOJHUTEIBHO COREPKUT (HOChHONMUTUIBL.
B Hekoropbix acnekrax, (Gochonununbl U OJMTOHYKJIEOTHUIbl MPUCYTCTBYIOT B MOJIIPHOM
COOTHOLIEHUH OT OKoJNO 5:1 no okono 100:1. B HEKOTOpPBIX acmeKkTax, OJUTOHYKJIEOTUABI U
dochomunuabl 00pa3yrOT ONUTOHYKJICOTUA—JIUIHUIHBI KOMIUIEKC, TaKOH Kak, Hampumep,
JUTNOCOMHBIA KOMILIEKC. B HEKOTOpBIX acmekrtax, 1o MeHblieil mepe, 75%, 76%, 77%, 78%,
79%, 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89% 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% unu 99% nUMOCOM UMEIOT TUAMETP MEHbIIe YeM 5 MKM. B HEeKOTOpbIX
acrmiekTax, 1o meHbleit mepe, 75%, 76%, 77%, 78%, 79%, 80%, 81%, 82%, 83%, 84%, 85%,
86%, 87%, 88%, 89% 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wnu 99% nunocom
UMEIOT JUaMeTP MEHbIIe 4eM 4 MKM. B HEKOTOpBIX acmeKTax, MOMYJISALUS OJUTOHYKIEOTHIOB
BKJIFOYEHA B IOMYJISILIUIO JIUITOCOM.

[0011] B HekoTopsIx acmekTax, (pochONUNHUIbl SBISIOTCS HE3aPSKEHHBIMUA WJIA UMEIOT
HeWTpanpHbeId 3apsin npu usmonorndeckom pH. B HekoTopeix acmekrax, ¢ochomumuabt
SABIIIIOTCST HEHTpanbHbIMU  QochomununamMu. B onpeneneHHbIX acHeKkTax, HEWTpaJbHbIE
dbochomununbl npencTaBistoT cobol  pocharuamixonuHel. B ompeneneHHBIX  acmekTax,
HelTpaabHbIe (OCHONMUTUABI MPEACTABISIOT cOO0H nuoseonnpochaTuanaxonuH. B HEKOTOPBIX
acriektax, (ocoIUITUAbI 10 CYIECTBY HE COMEPIKAT XOJIECTEPUHA.

[0012] B onmHOM BapuaHTe OCYINECTBJEHUS, MpPemIOXKeHbl (papMaleBTUIECKIe
KOMITO3UIIMH, COJEepIKAIUe KOMITO3UIIMIO OJINTOHYKJIEOTHAOB U (POCHONUNUIOB COITIACHO
JaHHBIM BapUaHTaM OCYINECTBJIEHUs, W (QapMaleBTUYECKH IpHEeMJIEeMbIi HocuTenb. B
HEKOTOPBIX aCMEeKTaxX, KOMIIO3ULMS JOMOJHUTEIBHO CONEPIKUT XUMHOTEPAIeBTUIECKHH areHT.

[0013] B opmHOM BapWaHTE€ OCYINECTBJICHUS, IPEIOKEHbl CIIOCOObI JTOCTaBKH
TepaneBTHIeCcK! 3P (PEeKTHBHOrO KOJINYECTBA OJMIOHYKJIEOTHAA B KIETKY, BKIIOUAroIue B ceds
NPUBEACHUE B KOHTAaKT KJIETKH C (papMaueBTUYEeCKOH KOMIIO3UIMEH COTJIaCHO IaHHBIM
BapMaHTaM OCYLIECTBJCHUs. B HEKOTOpBIX acmekTax, Crocod mpeacTaBisieT coOoi crocod
JICYSHHs THIIEePILIa3UH, Paka, ayTOUMMYHHOTO 3a00JIeBaHUs WIH UH(PEKITMOHHOTO 3a00I€BaHMHSL.

[0014] B ogHOM BapuaHTe OCYLIECTBJICHUS, MPEIJIOKEHbI CIIOCOOBI JIedueHUs] CyObeKTa C
paKoM, ayTOMMMYHHBIM 3a00JIeBaHHEM MM WH(PEKIHMOHHBIM 3a00JIeBAaHHEM, BKIIFOYANOIIUE B
ceOs1 BBemeHHE CyOBEKTy TepaneBTHUeCKH 3(PQPEKTUBHOrO KOoIM4YecTBa (HapMaleBTHUECKOM
KOMITO3UIIMH COTJIACHO JTaHHBIM BapUaHTaM OCYINECTBJICHUS. B HEKOTOpBIX acmekrax, CyObeKT
SIBJIIETCSI UEJIOBEKOM. B HEKOTOPBIX acrekTax, pak MpencTaBisieT cOOOH paKk MOYEBOTO My3bIps,
KpPOBH, JTUM(POMY, pPaK MOKENYyJOYHOH >Kene3bl, KOCTEeH, KOCTHOrO MO3ra, MO3ra, TpyOu,
TOJICTOH KHIIKH, MUINEBOA, JKEIYyAKA, TOJIOBBl M INEH, MOYKH, MEYEHH, JIETKOTrO, MPOCTAaTHI,
KOXH, SIMYKA, SI3bIKa, SIMYHMKA WIM MaTKU. B HEKOTOpBIX acmekrax, JuMdoma NpencTaBlisieT
coboit mupdy3HyIO KPYMHOKJIETOYHYI0 B—KiieTouHyro JuM(OMy repMUHATUBHOTO HEeHTpa B—
muMmporur—nonodbHoro mnoxTuna, IUGPY3HYIO KpPYMHOKIETOYHYIHO B-kierounyroo mmumbpomy
aKTUBHUPOBaHHOrO B—ymmmMorur-nogo6Horo noarumna, tuMpomy KIETOK MAHTUHHON TKAaHU WIIH

mumbpomy bepkurra. B HEKOTOpBIX acmekTax, JIEWKO3 MpPEACTaBiIsieT COOOW MHEJIOUIHBIHI



Jeiko3. B HEKOTOPBIX acmeKkTax, ayTOMMMYHHOE 3a00JIeBaHUE MPEACTABISIET COO0H CUCTEMHYIO
KpPacCHYI0 BOJYAHKY, CHoHAwioaptpomatuio, OonesHp lllerpena, Oonesnp KpoHna, caxapHbIid
nualer, pacCesHHBIH CKJIepOo3 WJIM PEeBMATOMIAHBIA apTpUT. B HEKOTOpBIX acmekTax,
nHpEKUUOHHOe 3a00JeBaHUe MPENCTaBisieT co0OM OakTepuaabHy0 HH(PEKLUHI0, TPUOKOBYIO
UH(EKIHNIO, BUPYCHYIO HMHOEKLUUIO WU MapasuTapHyro HHQEKIuo. B HEKOTOpBIX acmekTax,
KOMITO3HMLIMEO BBOAST MOAKO)KHO, BHYTPHUBEHHO WM BHYTPUOPIOIIMHHO. B HEKOTOPBIX acmekrax,
croco® JOMOJHUTENPHO BKJIOYaeT B ceOsi BBe#eHHE CyOBEKTy MO MEHbIIell Mepe BTOpPOH
NPOTUBOPAKOBON Tepanuu. B HEKOTOpPBIX acmekTax, BTOpas IPOTUBOPAKOBAsS Teparys
NpeACTaBIsieT COoOOM XHMPYPrUUeCKyl0 Tepamuio, XHUMHOTEPAIUI0, JIYYEBYKO TEpPaIluio,
KPHUOTEpanuio, TOPMOHOTEPANHI0, UMMYHOTEPAIIUI0 WIM TEPanui LUTOKHHAMHU. B HeKoTopbIx
acreKTax, UMMYHOTEpamnusi MpeAcTaBisieT coOOH Tepanuio OJOKazbl KOHTPOJIbHBIX TO4YeK. B
HEKOTOPBIX aCMEKTaX, BBEIEHNE KOMITO3HLIUN YMEHbINAET SKcnpeccHro Oenka Bel2 y manuenra.

[0015] OnuroHykyieoTua BKJIIOYaeT B CeOsl MOJIEKYJy aHTHCMBICIOBOH HYKJIEHHOBOM
KHUCJIOTBI, KOTOpasi CreHu(pUUEcKd THOPHIU3UPYETCS C MOJIEKYJIONH HYKJIEHHOBOH KHCIIOTBI,
KomupyroImed  OeNOK—MHINEeHb, WM  PEryJHpYIOLIed  SKCIPECCH0  Oelka—MHIIeHH.
«Cneungudeckass ruOpuau3aLUs» O3HAYAET, YTO MOJEKYJa AHTHCMBICIOBOH HYKJIEHHOBOH
KHUCJIOTB THOPUAU3UPYETCS C MOJIEKYJIOH—MHUIIEHBIO HYKJIEWHOBOW KHCIIOTBI M PETYJIHPYET ee
skcripeccuro. IIpenmoutnrensHo, «crernuduueckas rHOpUAN3aLNS) TaKKe O3HA4YaeT, 4TO He
3aTParuBarOTCs JIFOOBIE IPYTHe MeHbl MIIH TPAHCKPUNThL. OIUTOHYKIEOTH MOXKET IPEACTABIATD
co00¥1 OTHOLIETIOUEYHYIO HYKJIEMHOBYIO KHUCIIOTY M MOXeT copepxathb 7, 8, 9, 10, 11, 12, 13, 14,
15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30 wuu Oousblue KOJIUYECTBO
HYKJIEMHOBBIX OCHOBAaHMU. B KOHKPETHBIX acleKTaX, OJIMTOHYKJIEOTHU] MOKET COaepxkKaTh OT 15
10 30, ot 19 go 25, ot 20 10 23 unu 21 cCMeKHBIX HYKJIEHMHOBBIX OCHOBaHUN. B onpeneneHHbIx
BApUAHTAX OCYINECTBJICHHUS, OJUIOHYKJICOTHA WHTHOMPYeT TPAHCISIMUIO TeHa, KOTOPBIH
CTUMYJIUPYET POCT PAaKOBOM WM NPENPaKOBOM WM  TUINEPIUIACTUYECKOW  KJIETKU
MJIEKOIUTAIOLIEr0 (HampuMep, KJIETKU 4esoBeka). ONUTOHYKJIECOTHA MOKET BBI3bIBATH ArlONTO3
B KJETKE W/WIA HMHIHOMPOBATh TPAHCISILMIO OHKOI€HAa WM JPYyroro reHa—MumeHd. B
OTIpeIeNIEHHBbIX BapUAHTAaX OCYILECTBJIEHUS, OJIUTOHYKJICOTHAHbI KOMIIOHEHT COJAEPKUT OAUH
BUJ] OJIUTOHYKJIEOTHA. B Npyrux BapuaHTax OCYLIECTBJICHUS, OJUTOHYKIEOTUAHBIH KOMIIOHEHT
comepxut 2, 3, 4 unu GoJblnee KOMUYECTBO BHIOB OJIMTOHYKJIEOTHIOB, KOTOPBIE HALEJIEHBI HA
1, 2, 3, 4 wiu Gonbinee KOJMUYECTBO T€HOB. KOMMO3HIIMA MOKET JOMOJHUTENBHO COAEPKATh
XUMHOTEPATIEBTUYECKUI WM JPYrol MPOTHBOPAKOBBIA areHT, KOTOPbIH MOXKET OBITh BKIFOYEH
WIM HE BKJIOYEH B JIMIUAHBIA KOMIIOHEHT WJIHM JIMIIOCOMY COIJIaCHO u300pereHnoo. B
JIOTIOJTHUTENIbHBIX BapHAHTaX OCYIIECTBIEHUS, OJUIOHYKJIEOTHAHbII KOMIIOHEHT BKJIIOUYEH B
JUIOCOMY WJIH JIMIUIHBIN KOMIIOHEHT.

[0016] «3axBaTbIBaThy», «MHKAICYJUPOBATb» U BKJIKOYATh» OTHOCITCS K JMIUAY WIH
aurnocome, (GOPMHUPYIOIIUM TPETSATCTBUE i CBOOOAHON nuddy3un B pacTBOP B pe3ysbTaTe
accoLualuy C WM BOKPYI areHTa WHTepeca, HalpuMmep, JUIOCOMAa MOXKET HWHKAICyJHpOBaTh
areHT B JIMIUAHOM CJIO€ WM BHYTPH BOJOCOAEP KAILEro KOMIAPTMEHTAa BHYTPHU WUIIH MEXIY
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bapmaneBTHUECKH TTpUeMIIEMOM HocHuTene. PapMaleBTHUECKH MPHUEMJIEMbI HOCHUTENb MOKET
OBITH MPUTOTOBJIEH JJIs1 BBEJICHUS YEJIOBEKY U MALUEHTY.

[0017] B HexOTOpBIX BapHaHTAaX OCYIIECTBJIEHUS, JUMHUIHBIII KOMIOHEHT HUMEET IO
CYLIECTBY HEWTpPaJbHBIN 3apsA], MOCKOJbKY OH COAEPKUT HelTpanbHblii (ochomumnua, umm
COBOKYIIHBIM HelTpanbHbIl 3apsia. B HEKOTOpBIX acnekTax, HeHTpaibHbIH (ochomunua MoxeT
npeAcTaBsTh coboit (ocharunmnxonun, Tako kak DOPC, suunsbni docharuaumxonux
(«<EPC»),  mmnaypoundpocharummixomun  («DLPC»),  aumupucromndochaTnanixoanH
(«(DMPCy»), punansmutomwipocarummnxomun («DPPCy), nucreapomnxodchaTuanixoauH
(«DSPC»), nmununoneoundocharuaunxonus, 1,2—nuapaxunona—sn—rimnepo—3—pochoxonux
(«DAPC»), 1,2—nueiikoceHoun—sn—riuuepo—3—pochpoxomu («DEPCy»), 1-mupucronn—2-
nanemutomn pocharunmwixomnH («KMPPCy»), 1-namemutonn—2—mupuctonn GochaTuamixonuH
(«(PMPC»), 1-manpmuromn—2—creapoun (ocharmmmwixomun  («PSPCy»), 1-creapomn—2—
naneMuTomsn  pocharuaunxonusd  («SPPCy»), 1-mampmuromn—2—oneoun docharuamixonus
(«POPC»), 1-oneonn—2-nanpMUTONI bochaTuannxonux («OPPC») U
m3odocharuannxonuH. B apyrux acnekrax HeWTpaJbHbIA (HOCHONIUITNA MOKET MPENCTABISATH
coboii (ocharnamnsTaHonamMuH, Takod kak auoneormnpocharnaumustaHosamud («KDOPEY),
mucrepaomndocharunmmstanonamud  (KDSPE»),  mumupucronn  dochaTuanasTaHOIAMUH
(«\DMPEy»),  mgumamemuromn  ¢ocharumaumstaHosamud  («DPPE»),  mampmuromnoneonm
docharunumranonamun  («POPE») wim nusodocharummisraHonramMmud. B onpeneneHHbIX
BapHaHTaX OCYIIeCTBICHMUs, (POCHONUTUAHBIA KOMIIOHEHT MOXKET coaepxatb 1, 2,3, 4,5, 6,7, 8
wid OoJblee KOJUYECTBO BHUIOB MM THIIOB HEWTpaibHbIX (ocomumuaos. B  apyrux
BapHaHTaX OCYIIECTBIEHUs, (POCOTUNHUIHBII KOMIIOHEHT MOXKET comepkath 2, 3, 4, 5, 6 win
OoJblIee KOIUYECTBO BUOB UJIM TUIIOB HEUTPAIBHBIX (POCOIUITHAOB.

[0018] B HekoTOpBIX BapHaHTaX OCYINECTBJICHUS, JIUMHUIHBIA KOMIIOHEHT MOXET UMETh
IO CYLIECTBY HEHTPAJbHBIN 3apsi/i, MOCKOJIBKY OH COAEPKUT MOJIOKUTENIBHO 3apsKEHHBIN MU
U OTPULATENbHO 3apsUKCHHbIM JUNUA. JIMOUIHBIA KOMIIOHEHT MOMXKET IOMOJHHUTEIBHO
CoIepKaTh HEHUTpPanbHO 3apspkeHHbIH Jjunua(bl) wuian  pochomunua(el). IlonokuTenbHO
3apSKEHHBIN U] MOJKET OBITh MOJIOKHUTEIBHO 3apsukeHHBbIM (pocdonumuaom. OTpunareabHo
3apsKEHHBIN JIMMTUAA MOJKET OBITh OTPHLATENBHO 3apsuKeHHBIM (ochonununom. OTpunateabHo
3apsokeHHbId  Gochonmumuny MoXKeT NpeAcTaBiaTh cobol  (ochaTUAMICEpUH, TaKOH Kak
mumupucron pocharunuicepus («KDMPSy), nunansmutonn ¢pocharnauncepus (<DPPSy») nmm
dbocharununcepun wmosra («BPS»). OtpumarenpHo 3apspkeHHBIH  (ocHoaunmua  MoXKeT
NPEACTaBIATh CcOOOH (ocharuamnriuueprs, TakoW Kak auitaypouidochaTHImIrMIepuH
(«DLPGY), aumupucTorpocHaTHANITINLEPUH («<DMPG»),
IUMaTBbMUTOMI(POCHATUIUITITULIEPUH («DPPG»), aucreapornpochaTuanITIHIEePHH
(«DSPG»), wumn  puonemndocharupunranuepu  («kDOPG»). B HEKOTOpBIX  BapuaHTax
OCYIIECTBIIEHHSI, KOMITO3ULHSI TOMOJIHUTENBHO COAEPIKUT XOJECTEPUH MITH TOJIHSTHIIEHTJIMKOIIb
(PEG). B ppyrux BapuaHTaxX OCYIIECTBJICHHS, KOMIIO3HMLUS [0 CYIIECTBY HE CONEPIKHT
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npupoasbiii pochomunua. B npyrux BapmaHTax ocyuiectsieHus, (pochoaunug npencraBiseT
coboli cuHTeTHuecKuil pochommmuza.

[0019] JIumocomel MOTYT OBbITH MPUIOTOBJIEHBI M3 OAHOTO MM OOJBIIEro KOJHUYECTBA
dochonununos npu yCIOBUH, YTO JUMUAHBIA MaTepHall IO CYIIECTBY SIBISETCS HE3aPSKEHHBIM.
BaxxHo, 4YTOOBI KOMIIO3MLIMSI IO CYLIECTBY He CoOAepikaja aHHOHHBIX M KaTHOHHBIX
dochonununoB u xonecrepuHa. [lomxomsime ¢dochonunmuabl BKIOYAOT B celds
dochaTnaANIXOIMHBI U APYTHe, KOTOPbIe XOPOLIO W3BECTHBI CIELHUAIICTAaM B JAHHOW 00yiacTu
TEXHUKH.

[0020] [pyroii acmekT NAHHOTO H300peTeHHusl BKIOYaeT B cedsi CrocoObl JAOCTABKH
OJIUTOHYKJIEOTHIA B KJIETKY, BKJIIOUYAlOUIMe B ceOsd MNpHUBEICHHE B KOHTAKT KIIETKU C
HEUTpaJbHOW JIMMUAHONW KOMIO3UIUel cormacHo u3o0pereHnto. CrnocoObl TpeaoCcTaBsT
KOMITO3UIIMIO 1O Hu300peTeHn0 B 3(dexTuBHOM kojmuyecTBe. IP(PEKTUBHOE KOIUYECTBO
NPEACTaBIsIET COOOH KOJNMYECTBO TEPANEBTHYECKOTO KOMIIOHEHTa, KOTOpPOE€ OCiadusieT,
3aMeIUISIeT, YMEHBIIAET WU YCTPAaHAET KJIETKY, MATOJOTHI0 WM OOJIE3HEHHOE COCTOSIHHE Y
cyObekTa. Kierka MoxkeT conepkarbes B CyOBEKTE HIIM MALIMEHTE, TAKOM Kak uyesnoek. Criocod
MOJKET JOMOJIHUTEIBHO BKJIIOYAaTh B cedsa cmocod JiedeHHWs paka WM JAPYrou
THIEPIIIACTUYECKON maTosorud. Pak BO3MOXKHO OepeT Hadajo W3 MOYEBOTO Iy3bIps, KPOBH,
KOCTH, KOCTHOTO MO3Ta, MO3Ta, MOJIOYHOH JKeJle3bl, TOJICTOW KHUIIKH, MUINEBOA, JKEeTYIOYHO—
KHULIEYHOTO TPAKTa, JECHbI, TOJOBbI, IOYKH, IEYEHH, JUM(PATHUECKOro y3ia, JIEerkoro,
HOCOTJIOTKH, LIIeH, POCTATHI, KOKH, JKEeNyIKa, STUUKa, A3bIKa, SUYHUKA WM MaTKU. B HEKOTOpbIX
BapUAHTAX OCYIIECTBJICHUs, CIIOCOO OMOJHUTENPHO BKIIOYAET B cebsd Crocod JedeHus
HE3JIOKaYeCTBEHHOTO 3a00NIeBaHMs WJIM THIlEpIIacTU4eckoil matojoruu. Kierka Moker ObITh
IpepakoBON MM PaKOBOH. B HEKOTOPBIX BapHaHTaX OCYIIECTBJCHUS, KOMIO3ULUHA U CIIOCOOBI
UHTHOUPYIOT POCT KJIETKH, WHAYLUPYIOT aIlONTO3 B KJETKE W/HMIM WHTHOUPYIOT TPAHCISALIUIO
oHkoreHa.  OJUrOHYKJIEOTHJ MOXXET MHIHOMpOBaTh  TPAHCISIIMIO  T€HA,  KOTOPBIH
CBEPXIKCIPECCUPYETCS B PAKOBOM KIIETKE.

[0021] B HekOTOpBIX BapuaHTaX OCYLIECTBJECHHs], CIOCOOBI COMIACHO H300PETEHHIO
JOTIOJIHUTEIPHO ~ BKJIIOYAIOT B ce0s  BBENEHUE JOMOJHUTEIbHOH Tepamuu CyOBeKTy.
JIONOSTHHUTENbHASL TEPAIHs MOYKET BKJIFOYATh B c€0s1 BBEIEHHE XMMHUOTEPAIEBTHUECKOTO areHTa
(HarmpuMep, TaKJIUTAaKCeNa WM JOLETAaKCeNa), XUPYPrHYeCKOe BMEMIATENbCTBO, JIYYEBYIO
TEPAaIUIO /WM TeHHYIO TePanui0. B HEKOTOPBIX aceKTax, XUMHOTEpAHsl MPENCTaBIsAET COOOH
nouerakcen, nakautakcen, uucruiatie (CDDP), kapOoriatul, npokapOa3uH, MEXJIOPITaMHH,
nukinodpochamun, kamnroreuuH, udochamua, wmendanaH, xiopamOymmn, OycynbdaH,
HUTPO3OMOYEBHHY, NaKTUHOMULIMH, JAYHOPYOHUIIMH, JOKCOPYOUIINH, OJ€OMULINH, TUTMKOMHUILIUH,
mutoMuIuH, 3tono3un (VP16), Ttamokcuden, panokcudpeH, CBSI3bIBAOLINE PELENTOPHI
3CTPOTeHa areHThl, TAaKCOJ, reMuuTaObueH, HaBeNOWH, HHrUOUTOPBI (hapHE3MI—OENKOBOM
TaHc(epaspl, TPAHCIUIATHH, S—(TOpyparwi, BUHKPUCTHH, BUHOJNACTHH, METOTPEKCAT, WM HX
KOMOMHaMU. B HEKOTOPBIX BapHaHTax OCYLIECTBICHMS, XUMHUOTEPAIHs MPEACTABISET COOOH
TAKCaH, TAKOM Kak JOLETAKCal WJIH MaKJIUTaKcesl. XUMUOTEpanus MOKET OBbITh IMpOBeneHa 1o,
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CorjJlacHO m300peTeHno. XUMHOTEpaIus MOXKeT ObITh TipoBeaeHa B Teuenue 0, 1, 5, 10, 12, 20,
24, 30, 48 wiu 72 4acoB win OOJbIIE OT KOMIIO3UIMH HEWTPaNbHOrO Jinnuaa. Kommosuius
HENTPaIbHOrO JIUMHU/IA, BTOPAsi MPOTUBOPAKOBASI TEPAITUs UIH 00€ — KOMITO3HIUS HEHTPATbHOTO
JUNHUIA U TPOTUBOPAKOBAsl TEPAIUsi MOTYT OBITh BBEIEHbI BHYTPHOITYXOJEBO, BHYTPUBEHHO,
BHYTPUOPIOLINHHO, MOAKOKHO, MEPOPATBHO, WIN PA3TUUHBIMUA UX KOMOWHALIMSMU.

[0022] IIpeanonaraercsi, 4To JOOON BApUAHT OCYLIECTBICHHS, OOCYKAaeMblil B JAHHOM
OMHUCAHHUU, MOXKET OBITh PeaM30BaH B OTHOIIEHUH JIFOOOTO criocoda WM KOMITO3ULUH COTJIACHO
nu3o0pereHno, U HaoOOpoT. KpoMe TOro, KOMITO3UIMU COTJIACHO M300pPETEHUI0 MOTYT OBIThb
UCTIOJIb30BAHBI AJIS1 TOCTHKEHUSI CIIOCOOOB COTIACHO N300PETEHUIO.

[0023] Kak mpuMeHsieTcsl B JAHHOM JIOKYMEHTE, 10 CYLIECTBY CBOOOIHBII KacaTebHO
0003HaYEHHOTO KOMIIOHEHTA HCIOJIB3YEeTCsl B JAHHOM JAOKYMEHTE JJisi 0003HAUYEHUs! TOTrO, YTO
HU OJWH M3 YKA3aHHBIX KOMIIOHEHTOB He ObLI IeJIEHANPABJIEHHO BHECEH B KOMITO3HLIUIO W/WJIH
NPUCYTCTBYET TOJIBKO B KAYECTBE 3arPS3HUTEINS WIIH B CIEJOBBIX KOJIHYECTBaX. TakuM oOpasom,
o0miee KOJMYECTBO YKA3aHHOTO KOMIIOHEHTa B pe3yJibTare JoOOro HeNnpeaHaMEePEHHOTO
3arpsi3HEHUsT KOMIIO3WLMHM 3HauutenbHO Hike 0,05%, npenmourutensHo Huxke 0,01%.
Haubonee mnpenmodTutenpbHOW  SIBISIETCS  KOMIIO3WIUS, B  KOTOPOWM  CTaHIAPTHBIMHU
AHATUTUYECKUMHU  CIIOcO0aMU  HE MOXKeT ObITh OOHApy)KeHO Kakoe—JIM0O KOJHUYeCTBO
0003HaYE€HHOTO KOMITOHEHTA.

[0024] Kak mnpumensiercs B  JaHHOM  JOKYMEHTE, €AMHCTBEHHOE  YHCIIO
CYLIECTBUTENIPHOTO MOJKET O3HauaTb OAWH WJHM Ooibinee KoaudecTBo. Kak mnpumeHsiercs B
JAaHHOM JIOKyMeHTe, B (¢opMmyse, @pPU UCIONb30BAHUM B KOMOHMHALMH CO CJIOBOM
«Copep KaIMiiy, €MUHCTBEHHOE YUCIIO CYLIECTBUTEIBHOIO MOKET O3HA4aTh OAMH WU OoJbluee
KOJIMYECTBO.

[0025] IIpumenenne TepMuHa «win» B GopMylie N300pETeHUs CIeAyeT NMOHUMATh Kak
«W/UIM», €CAM SIBHO HE YKa3aHO TO, YTO OHO OTHOCUTCS TOJBKO K ajbTePHATHUBAM HJIH
aNbTEPHATHBBI  SIBJISIFOTCSI  B3aMMOUCKIIFOYAIOIIMMM,  XOTS  PACKpbITHE  H300pETeHHsI
NOJ/IEP’KUBAET OMpeeNieHHe, KOTOPOe OTHOCHTCSl TOJBKO K ajbTepHATHBAM M «u/mimmy». Kak
MPUMEHSIETCSI B TAHHOM JIOKYMEHTE, «JIPyroi» MOXKET O3Ha4yaThb, IO MEHbIIEH Mepe, elle OIUH
wu Oonble.

[0026] Bo Bceil naHHON 3asiBKe TEPMHUH «OKOJO» NMPUMEHSIIOT A YKa3aHHsl TOTO, UTO
3HAUE€HHE BKJIOYaeT B ce0s BapWaHT OIIMOKH, CBOWCTBEHHBIH YCTPOWCTBY, CIOCO0Y,
NPUMEHSEMOMY Ul ONpeNeNeHUsl 3HAaueHHUs, WIM BapHualllio, KOTOopas CYIIEeCTBYeT Ccpenu
CYOBEKTOB HCCIIEIOBAHUSI.

[0027] [pyrue oOBeKTHI, MPU3HAKH M TNPEHMYINECTBA JAHHOTO HM300pPETEHHs CTaHYT
OYEBHIHBIMU U3 clenyroomero mnoapobHoro omnucanus. OpHAaKO CleQyeT NOHUMAaTh, YTO
nonpoOHOE OMHCAaHWEe W KOHKPETHBbIC MPHUMEPBI, XOTh U YKA3bIBAIOT HA MPEINOYTUTENIbHBIC
BapUAHTBl OCYIIECTBJICHUS M300PETEHHs, NaHbl TOJBKO B KAUeCTBE WILIIOCTPALMH, ITOCKOJBKY
pa3JIMuHbIe M3MEHEeHHs] U MOIU(UKALUU B TpeAesiaX CYIIHOCTH U o0bemMa u3o0pereHust OyayT
OYEBUIHBIMU JUUIsI CHIEMAJIFCTA B JAHHOM OOJACTH TEXHUKU HCXOIS M3 AAHHOTO MOAPOOHOTrO
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KPATKOE OIITMCAHUE 'PA@UYECKHX MATEPHAJIOB

[0028] Crnenyroomue rpaduyueckue MaTepuasbl COCTABISIIOT YaCThb JAHHOTO OIMUCAHHS
n300peTeHNs] M BKIIIOYEHbI I JOIMOJHHUTEIbHON NE€MOHCTPALUU ONpENENIeHHbIX AacCIeKTOB
IaHHOrO n300pereHusi. M3o0pereHne MoxeT ObITH JIydllle MOHATO NMPU OOpaLIeHHH K OAHOMY
Wiy OONbIIEMy KOJWYECTBY U3 OTHX IpapUyecKHX MaTepuasioB B KOMOMHALMH C MOXPOOHBIM
OINUCaHNEM KOHKPETHBIX BAPUAHTOB OCYLIECTBIIEHHS], IPECTABIEHHBIX B JAHHOM JOKYMEHTE.

[0029] ®ur. 1 - Jlunocomubiii BCL2 aHTUCMBICIOBOW areHT He HWHrHOUpyeT
JKU3HECTIOCOOHOCTh ~ HOPMAJIbHBIX ~ MOHOHYKJICAPHBIX ~ KJIETOK — mepudepruuecKold  KPOBH.
Cnocobnocts nunocomuoro BCL2 aHTHCMBICIOBOTO areHTa WHruOMPOBATh KU3HECTIOCOOHOCTh
HOPMAJIbHBIX MOHOHYKJICAPHBIX KJIETOK NepU(PEepUdecKOil KPOBH aHAJIM3UPOBAIH IMyTEM
uHkyOanuu nunocoMHoro BCL2 aHTHUCMBICIOBOrO areHTa, COOTBETCTBYIOIIEro onHoi u3 SEQ
ID NO: 1, ¢ keTkaMu B TE€YEHUE YETHIPEX JHEH.

[0030] ®ur. 2A-J - Jlumocomubii BCL2 aHTHUCMBICIOBOH areHT HWHrUOUpyeT
KU3HECTIOCOOHOCTh  KJEeTOK  Mudy3HOH  KpymHOKIeTOYHOH B-kierounoit  mumdomer
T€PMHHATUBHOTO IIeHTpa B—mmdpounr—nonodunoro noarumna. CriocodHocts unocomuoro BCL2
AHTHCMBICIIOBOTO areHTa WHTUOMPOBAaTh POCT KIETOK u(Qy3HOH KPYMHOKIETOYHOH B-—
KJIETOYHOW JIUM(OMBI TE€PMHUHATHBHOTO ILeHTpa B-nmumdount-nogodHoro mnoxaruna Oblia
NPOTECTUPOBAHA HA MECATH JHMHUAX KJIETOK Audy3HOH KpyMHOKJIETOUHONW B—kieTouHoi
muMdomMBl repMUHATUBHOTO HeHTpa B—numdouunr-nogodHoro moaruna: DOHH-2 (®ur. 2A),
SU-DHL-4 (®ur. 2B), SU-DHL-6 (®ur. 2C), SU-DHL-10 (®ur. 2D), OCI-LY-18 (Pur.
2E), OCI-LY-19 (®@ur. 2F), WSU-DLCL2 (®@wur. 2G), RL (®ur. 2H), OCI-LY-1 (@ur. 2I), u
OCI-LY-7 (®ur. 2J).

[0031] ®ur. 3A-C - Jlunmocomubiii BCL2 aHTHCMBICIOBOW areHT HWHrHOUpYeT
JKM3HECTIOCOOHOCTh  KJETOK  Au(QY3HOW  KPYMHOKIETOYHOH B-kierounoit  mum¢poMmsl
aKTHBUPOBaHHOrO B-nmmMdounr-nogobnoro mnonruna. CnocoOHocTs nunocomHoro BCL2
AHTHCMBICJIOBOTO AareHTa WHTUOMPOBATH POCT KJIETOK IuU(QPy3HOH KPYMHOKIETOUHOH B-—
KJIETOYHOW  JIUM(POMBI  aKTHBHPOBaHHOro  B-nmumdouur-nogodHoro  montuma  Oblia
NPOTECTUPOBAHA HA TPeX JIMHHUAX KJIETOK IU(QY3HOH KpPyMHOKIETOYHOH B—kieTouHoH
muMpomel akTrBUpoBaHHOTO B—mMonur-nogodbuoro nmoaruna: SU-DHL-2 (®ur. 3A), U-
2932 (®ur. 3B), u RI-1 (®ur. 3C).

[0032] Pur. 4A-B — Jlunocomusiii BCL2 aHTHCMBICIOBOW areHT HWHrHOUpYeT
KU3HECTIOCOOHOCTh KJieTOK JuMpombl. CriocoOHOCTh JnnocoMHoro BCL2 aHTHCMBICIOBOTO
areHTa WHrHOMpPOBAaTh POCT KJIETOK JUM(OMBI TECTHPOBAJIM HA JBYX KJIETOYHBIX JIMHHUSX
mampomer yenoBeka: GRANTA-519 (mum¢poma knetok ManTuiiHON Tkanu; @ur. 4A) u Ramos
(mumdoma bepkurra; @ur. 4B).

[0033] ®ur. SA-B — Jlunocomusiii BCL2 aHTHCMBICIOBOW areHT HWHrHOUpPYeT
’KM3HECIIOCOOHOCTh  KJIETOK MHeNouAHOro Jjeilkosa. CnocoOHocTs mumocomHoro BCL2
AHTHCMBICJIIOBOTO areHTa MHTHOHMpPOBATh POCT KJIETOK MMEIOHIHOTO JIEHMKO3a TECTUPOBAIM Ha
TPEX KJIETOUHBIX JIMHUSIX MHUEJNOHIHOrO Jeikosa yenoseka: K562 (Pur. 5SA), MV-4-11 (Pur.
5B) u Kasumi—1 (®@wur. 5C).
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OIIMCAHME WIINIIOCTPATHUBHBLIX BAPUAHTOB OCYIIECTBJIEHUA

[0034] Bcl-2 sBnsercs NOTEHLUMAJIbHOW TepaneBTUUECKON MMUINEHBIO Ul paka,
Hanpumep, arpeccuBHoit HXJL. [lnst toro, utoObl mHruOMpoBaTh SKcmpeccuro Oemka Bel-2,
COIJIACHO JIAHHOMY H300pETEHHUI0 MPENIOKEHbl KOMIO3UIMU M CrIocoObI ocTaBku aHTU—BCL2
OJIMTOHYKJIEOTHAA (HApUMep, MHIHONTOpa SKCIPECCHH T'€Ha) B KJIETKY C MOMOIIBIO JTMITUIHON
KOMIIO3ULIMH, B HEKOTOPBIX ACHEKTaX, JUMHUIHON KOMIIO3ULUHU C CYMMAapHBIM 3apsiiOM OKOJIO
HyJs, T. € HEUTpaJbHON JIMNUAHOW KOMIO3MIMH, KOTOpas AENAeT BO3MOXKHOW CHUCTEMHYIO
JIOCTaBKYy TyTEM BHYTPUBEHHOH WHQY3UH. OTH CcrnocoObl MOryT ObiTh 3(dexTHBHO
HCTIOJIb30BAHBI JUIs JIEUSHUS paKa.

JIMnuasl ¥ TUITOCOMBI

[0035] TepMuH «JIMMOCOMBDY HCIOJNB3YETCS B JaHHOM JOKYMEHTE Uit OOO3HAuYeHHsI
JUMUAACOACPIKAIINX BE3HMKYJ, HMMEIOUINX JIUIMUAHBIA OHCIONW, a TakkKe APYTUX JIUIMHIHBIX
YaCTUII-HOCHUTENIEH, KOTOPblE MOTYT 3aXBaThlBaTh WJM 3aKJIOYaTh B Ce0Sl aHTHUCMBICIOBBIE
ONUTOHYKJIeOTHbl. Kak TakoBas, TUIOCOMa — 3TO OOIIUI TEPMHUH, OXBATHIBAIOIINN MHOKECTBO
OIHOCJIOWHBIX, MHOTOCJIOWHBIX M MHOTOLENIEBBIX JIMITUAHBIX HOCUTENEH, OOpa3OBaHHBIX B
pe3yJabTaTe CO3/IaHUs 3aKPBITHIX JIMMTUAHBIX OMCIIOEB WK arperatoB. Kpome Toro, JTMmocomsl
MOTYT HMETb HEONPENEJeHHYI IUIACTUHYATYI0 CTPYKTypy. Jlumocombl Moryt ObITh
OXapaKTEePU30BaHbl KaK MMEIOLINE BE3UKYJISIPHBIE CTPYKTYPHI ¢ pocomumuaHon AByXCIONHON
MeMOpaHOH M BHYTpEeHHEH BOIHOH cpenoil. MHOrOCIOHHBIE JIMMOCOMBI MMEIOT MHOXECTBO
JUMHUIHBIX CJIOEB, pa3leNieHHbIX BONHOU cpemoii. OHM 00pasyroTcs CaMONMPOHU3BOJIBHO, KOTIA
dochonununbl CyCieHANPYIOT B U30BITKE BOIHOTO pacTtBopa. JIMmuaHble KOMIIOHEHTHI
NIOZIBEPTalOTCs CAMO—TIEPECTPONKe 10 0Opa30BaHMs 3aMKHYTBIX CTPYKTYP, U 3aXBaThIBAIOT BOIY
U PacTBOpPEHHbIE BellecTBa Mexnay junuaHbiMu Ouciosmu (Ghosh and Bachhawat, 1991).
OnHako naHHOE H300peTeHHe TaKXKe OXBATHIBAET KOMIIO3MLIMM, KOTOPbIE HMEIOT JApyrue
CTPYKTYpPbl B PacTBOpE, B OTJIMYME OT HOPMAJbHOW BE3UKYJAPHOW CTPyKTyphl. Hampuwmep,
JUOUABI MOTYT HMETh MHLEIUBIPHYIO CTPYKTYPY WJIM TIPOCTO CYLIECTBOBaTb B BHUJE
HEOJJTHOPOJIHBIX arperatoB MOJIEKYJI JTUITHIOB.

[0036] JIumocombl MPEACTABISIOT COOOH (OPMY HAHOYACTHI], KOTOpPBIE SIBJISIFOTCS
HOCHUTEJNISIMU JUIsl JIOCTABKH PA3JINYHBIX JIEKAPCTB B OOJBHYH TKaHb. ONTUMAaNbHBIA pa3Mep
JUIOCOM 3aBUCUT OT TKaHU-MHIIEHU. B oOmyxoseBol TKaHU COCYAUCTasl CEThb SIBISIETCS
NPEPBIBUCTON, U pasMepsl mop BapbHupyrorcss oT 100 mo 780 mm (Siwak et al., 2002). dns
CpaBHEHHMsI, pa3Mep MOp B HOPMAIBHOM SHAOTENNH COCYIOB COCTaBJsIeT <2 HM B OOJIBIIMHCTBE
TKaHeW W 6 HM B NOCTKaIWJUIAPHBIX BeHyjax. CuuTaercs, 4TO OTPHULATEIbHO 3apsiKEHHbIE
JMIOCOMBI  OBICTpEE YHAISIIOTCS W3 KPOBOTOKA, YeM HEHTpalbHblE WIH MOJOXHUTEIHHO
3apsKEHHbIE JIMIIOCOMBL, OFHAKO HENABHUE HCCIIENOBAaHUS IMOKA3aJld, YTO TUM OTPHULATEIbHO
3aps’KEHHOrO JIMMKZA BJMSIET Ha CKOPOCTb IOIJIOLIEHMs JIMIIOCOM PETHUKYJIO3IHIOTENHaNIbHON
cucremoii (RES). Hampumep, JIUMOCOMBI, ConmepsKalie OTPULATENIbHO 3apsKCHHBIE JIUIHIBI,
KOTOpble HE SKpaHHpoBaHbl crepuueckn (docharununcepun, ¢ochaTuanas KucaoTa U
dochaTuaunarauuepus), OYNIIAIOTCA ObICTpee, YeM HeWTpasibHble JUIOCOMBI. HHTEpecHOo, uTo

KaTUOHHBIE JTUNOCOMBI (1,2—nunoneonn—3—rpumeruaammonnii—ponad [DOTAP]) u komrmiekchb
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katuoH—nmnocomMa—/[HK Oonee akTHBHO CBA3BIBAIOTCS W TOTJIOLIAIOTCS HSHIOTEIHAIBHBIMU
KJIETKAMH aHTMOTE€HHBIX KPOBEHOCHBIX COCYJOB IIOCPEIACTBOM JHIOLMTO3a, Ye€M AHHOHHBIE,
HEeUTpaJbHbIE WJIN CTEPUUECKH CTaOMIN3UPOBaHHbIE HelTpanbHble sunocomsl (Thurston et al.,
1998; Krasnici et al., 2003). KaruoHHbIe JTUIIOCOMBI MOTYT HE OBITh HI€ATbHBIMA HOCUTEIISIMU
JIOCTaBKH JUISL OIYXOJIEBBIX KJIETOK, IIOTOMY UYTO IIOBEPXHOCTHbIE B3aUMOJEHCTBUS C
OMyXOJIEBBIMU KJIETKAMH CO3JAIOT OapbepHbIi 3P QEeKT s caliTa CBS3bIBAHUS B pPE3yJIbTaTe
HJIEKTPOCTATHMYECKUX  B3aUMONEHCTBUI, HMHruOMpys panbHeiilmee OObeAMHEHHE CHCTEM
noctaBku ¢ omyxosieBbiMu chepounamu (Kostarelos et al., 2004). Onnako, HeHTpasbHBbIE
JIMIIOCOMBI, TO—BUAMMOMY, JIyHIIe TPOHUKAIOT BHYTPb ONMyXOIH. TOKCHYHOCTh CelU(UIECKIX
JIMITIOCOMHBIX TPENapaToB TAK)KE BBI3bIBAET OECIOKOHCTBO. KaTHOHHBIE JMIIOCOMBI BBI3BIBAIOT
J0303aBUCUMYK0 TOKCHYHOCTD M BOCIHAJICHHE JIETKUX, CIIOCOOCTBYSI  BBICBOOOKICHHUIO
NPOMEKYTOYHBIX aKTUBHBIX (opMm kucmoponma, u 3ToT 3(dexr Oojee BbIpakeH I
MYJIBTHBAJICHTHBIX KATHOHHBIX JIMIIOCOM, Y€M JUIsi MOHOBAJICHTHBIX KATHOHHBIX JIUTIOCOM, TAaKHX
kak DOTAP (Dokka et al., 2000). Hei#irpanbHble 1 OTPHLATENBHBIE JIUTIOCOMBI, TO—BUANMOMY,
HE MpPOSBISIIOT TOKCHYHOCTH s Jierkux (Guitierrez—Puente et al., 1999). JInsg kaTHOHHBIX
JIMIIOCOM, HECMOTPsI Ha 3(PeKTHBHBII 3aXBaT HYKJICUHOBBIX KHCJIOT, HMEETCS MaJiO IPUMEPOB
YCTIELTHOTO TOJABJIEHUS] T€HOB in Vivo, BO3MOXKHO, M3—3a MX CTaOMJIbHOW BHYTPHUKJIETOUHOU
NPUPOABI M, KaK CJIEICTBHE, HECITOCOOHOCTH BBICBOOOXIATH CONEPKUMOE — HYKJIEHHOBBIE
KHCJIOTHI. JIMNUbI ¢ HEUTPAIbHBIM 3apSA0M WIIH JIMITUAHBIE KOMITO3UIIMU C HENTPATN30BAaHHBIM
3apsmoM, Hampumep 1,2—auoneoun—sn—riaunepo—3—pochoxomu (DOPC), ucnons3yrorcs B
JAaHHOM JIOKYMEHTE€ H3—3a HEHTpPAJbHbIX CBOWCTB U YCIEXa B JOCTaBKE AHTHUCMBICIOBBIX
OJINTOHYKJIEOTUOB 1N VivO.

[0037] CornacHo AaHHOMY HW300PETEHHIO MPEIJIOKEHbI CIOCOOBI M KOMITO3ULIMU IS
0o0beAMHEHNST OJMIOHYKJIEOTHAA, TAKOTO KAK AHTHCMBICIOBOH OJIMTOHYKJIEOTHM, C JIUITUIOM
w/mmm munocoMoi. OJIMTOHYKJIEOTU MOXKET OBITh BKJIFOUEH B BOJAHYIO BHYTPEHHIOIO 4acTh
JIMIIOCOMBI, BKPAIUIEH B JIMMHMIHBIA OWCIION JIUMOCOMBI, MPHCOSTUHEH K JIUIIOCOME uepes
CBSI3BIBAIOIIYI0 MOJIEKYJy, KOTOpasi CBSI3aHA KaK C JIMIIOCOMOMW, TaK M C OJIMTOHYKJIEOTHIOM,
3aXBAYCHHbIM B JIUTIOCOMY, BKJIFOYEHHBIM B KOMIUIEKC C JIMIIOCOMOH, IHCIIEPTUPOBAH B
coiep KaleM JIMMH] PAacTBOPE, CMEINaH C JUMHAOM, OOBEIUHEH C JIMITUIOM, CONEPKAaThCs B
BUZE CYCIIEH3WU B JIMMHJIE, COAEPIKATCS MM 00pa30BaTh KOMIUIEKC C MHULEIUION, WIJIH MHBIM
o0pa3oM OBITb CBS3aHHBIM C JUNUAOM. KoMmo3uiuu, OOBEOMHEHHBIE C JIMMIOCOMAMHU HIIH
JIMIOCOMAaMH/OJIMTOHYKJICOTUAAMH, TIPEJIOKEHHbIE B JAHHOM JOKYMEHTE, HE OTPaHUYHBAIOTCS
KaKOW—JTHOO KOHKPETHOM CTPYKTYpOH B pacTBope. Hampumep, OHM MOTYT OBbITh MPEACTABIIEHBI B
BUZIE IBYXCJIOHHOW CTPYKTYPBI, B BUIE€ MUIIEIUI, MJIH B BUJIE «C)KATOW» CTPYKTYpbl. OHH TaKxke
MOTYT MPOCTO OBITH PACCESIHBI B PACTBOPE, BO3MOXKHO, 00pa3ysl arperaTsl, KOTOPBIE HE SIBIISFOTCS
OJHOPOIHBIMH HU TI0 pa3Mepy, HU 1o Gopme.

JIunmunber

[0038] Jlumuael — 3TO >KUPHBIE BELIECTBA, KOTOPbIE MOTYT ObITh NMPHUPOJHBIMH HIIH
CHHTeTHYeCKUMHU. Hanpumep, TUNHIBI BKIFOYAIOT B €051 SKUPOBbIE KAILIH, KOTOPbIE IPHUPOJHBIM

o6pa30M BCTPCHUAOTCA B LUTOILIA3ME, a4 TAKIKE KJIACC COGHHHGHHﬁ, KOTOPBIE XOPOLIO U3BECTHBI



12

CIeLMAINCTaM B JaHHOH 0OJacTH TEXHUKH, KOTOpbIE CONepKaT AIMHHOLETIOUYEYHbIE
anupaTUuecKue YIIeBOAOPOAbl U HMX INPOU3BOAHBIE, TaKUE KAaK SKUPHbIE KHCIOTBI, CIHUPTHL,
aMHHBI, aMUHOCITUPTHI U anbaeruabl. [Ipumepom sBistercss nunua 1,2—auoneona—sn—Tiunepo—
3—¢pocdoxomun (DOPC).

[0039] JlunumHble KOMITO3ULMU COTJIACHO JAHHOMY H300pETEeHUI0 MOTYT COAEpKaTh
dochonununbl. B HEKOTOPBIX BapuaHTaX OCYIUNECTBJICHUS, OAMH BUA WM Tul (ocdoaunuaa
MOXKeT OBITh UCIIOJIb30BAH B CO3AAHUH JIMITUIHBIX KOMITO3HLIUH, TAKMX KaK JIUIIOCOMBL. B npyrux
BApPUAHTAX OCYLIECTBJCHHs, MOXET HCIONb30BaThCsl OOJbIIe YeM OIWH BUA WIH THI
dbocdonunuaa.

[0040] Dochonumuael BkIOYAOT B cebst raunepodocoIumuapl U HEKOTOpbIE
cunromunuael. P@ochonunuabl BKIHOUYAOT B Ce0s, HO HE OTrPaHHYUBAIOTCS JIUIIb STUMH:
auoseonipochHaTHANIXOIHUH («DOPC»), SIMYHBIN dochaTunmxoanH («<EPC»),
munaypomwndocharnmixomua  («DLPC»),  aumupucromndocharunmmxomna  («KDMPCy),
munansmuronndocharunmwixonun  («DPPCy»), aucreapomnxodcharunmiaxomun  («DSPCy),
munnHoneomnpocharnanmxonus, 1,2—auapaxuponn—sn—raunepo—3—docdoxomua («DAPCy),
1,2—nueiikocenomn—sn—raunepo—3—pocpoxomun  («DEPCy»),  l-mupucTonis—2—naisMUTONIT
docharumunxonun («MPPCy»), 1-nmampmuronmn—2—mupucromn ¢ocparuamwixonnn («PMPCy),
l-nmanemuronn—2—creapomn  pocharngmnxomus  («PSPC»),  1-creaponi—2—nanibMUTONIT
docharumnnxonun («SPPCy»), mamemuronnoneoun ¢pocharnanmxonun («POPCy»), 1-oneomn—
2—nanemutonn ¢ocharuanmxonud («OPPCy»), nunaypoundocarnmunrnunepus («KDLPGY),
IUMHUPHUCTOMIPOCHATUANITITHLEPUH («DMPG»), IUMaIbMUTOMNIPOCHATUAUNTTTHLIEPUH
(«DPPGy), nucreapounpocharnmunrnunepud («DSPG»), nuonemndocharuaunrnunepus
(«DOPG»), numupucroun ¢ocharunnyro kuciaory («KDMPAy), nunansmutousn ¢pochaTHaHyO
kucyoty («DPPAy), mucreapoun ¢pocharunnyro kuciory («KDSPAy), nuoneonn docdaruanyro
kuciory («DOPAy), mumumpucroun ¢ocharunumtanosamua («DMPEy), nunanbMuATOW
docharunumstanonamun  («DPPE»),  mucreapomudocharunmmstanonamud  («DSPE»),
nuoneoundpocharuaumstanonamud («KDOPEy), mnanbmuronnoneomn ¢ocharuauisTaHOIaMUH
(«POPE»), nmumupuctoun ¢ocparunmicepun («KDMPS»), mumanmuroun docdaruamncepun
(«DPPS»), dochartununcepun mosra («BPS»), nucreapoun chunromuenun («DSSPy»),
cpuHroMuenH MO3ra («BSP»), JUNAIMUTOMI cuHrOMHUENNH («DPSPy),
nu3odocharuauTxonuH U Tu30¢PpochaTHIUIITAHOIAMUH.

[0041] ®ochomunuasl BKIOYArOT B cebs, Hampumep, (HochaTUANIXOTUHBIL,
dbocharunuaraunepuHsl U GocHaTHIUII TAHOJAMUHBL, TTOCKOJBKY (HOChaTUANIITAHOJAMIHBI U
dochaTuanaxonuHel He 3apsUkeHbl B (PU3HOIOrHdecknx ycnoBusx (1. €. mpu pH okomno 7), atu
COEAMHEHUs] MOTYT OBITh OCOOEHHO TOJE3HBI U TOJNYYeHHs HEHTpaNbHbIX JHUIIOcoM. B
HEKOTOpBIX BapuaHTax ocymectsieHus, (ochomumun DOPC ucnonb3yroT sl MONydYeHHs
HE3apsDKEHHBIX — JINIIOCOM MM JIMOUOHBIX ~ KOMIIO3MIMHA. B HEKoTOpeIX  BapuaHTax
OCYIIECTBIIEHHsI, TaKXK€ MOXKET OBbITb UCIONb30BAaH JIMNHJ, KOTOPBIH HE SIBJISETCS

dbocdomununom (Harpumep, XOJIECTEPHH).
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[0042] Dochomumuasl MOTYT OBITP W3 NMPUPOIHBIX WJIN CHHTETUYECKUX HCTOUYHHUKOB.
Opnnaxo, ¢pochomunuabl U3 MPUPOIHBIX UCTOYHUKOB, TaKNe KaK (OCHATHIAUIXONHH U3 STHIA WK
cou, (ocharnauHOBast KucjaoTra Mosra, (HOCPATUAMINHOZUTOA U3 MO3Ta WJIH PacTeHUs,
KapIUOJUIHUH CEpPALd, U PACTUTENbHBI WM OakTepHaidbHBI (QochaTUIUIITAHONAMUH, HE
NPUMEHSIOT B HEKOTOPBIX BapUAHTAX OCYLIECTBJIEHUs B KauecTBe nepBUUHOro ¢pocdaruamya (T.
e. cocrapisier 50% wnu Oonbine oOmed GpochaTHIHON KOMIIO3UIUH), TIOCKOJIBKY 3TO MOKET
NPUBECTH K HECTAOUIIBHOCTH U YTEUKE 00Pa3yIOIINXCS JIUTOCOM.

HeiiTpanbHble TUTOCOMBI

[0043] «HeiiTpanbHble JUIMOCOMBI WM JUMUAHAS KOMIIO3ULIUS» WA «HE3apsDKEHHBIS
JUMOCOMBl WM JIMMUAHAs KOMIIO3ULIUA», Kak TIPUMEHseTCsl B JaHHOM JOKYMEHTe,
OTNPENENAIOTCS KaK JIMMOCOMBI WJIHM JIMITUAHBIE KOMIIO3MLIMH, UMEIOINUE OAWH WM OoJjbluee
KOJINYECTBO JIUMHIOB, KOTOpBIE NAIOT NPAKTUYECKH HEHTPAIbHBIA CyMMapHbIH 3apsia (1o
CYLIECTBY, HE3apsUKEHHbIE). B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS, HEUTPAJIbHBIE JIUTIOCOMBI
WM JIUIAHBIE KOMITO3MLUK MOTYT COAEP)KaTb B OCHOBHOM JHNHABI W/ WM (pocomumnumsl,
KOTOpBIE CaMH MO ce0e SIBJISIOTCS HEHTpPalbHbIMU. B HEKOTOPBIX BapuaHTaX OCYINECTBIICHUS,
am(pumaTH4eCKue JUMUIbI MOTYT OBbIThb BKIIOYEHBI B WM HCIOJB30BAHBI I CO3JAHHS
HEUTPAJIBbHBIX JINIIOCOM WJIM JIMOMAHBIX KOMNO3uuui. Hanpumep, HeWTpajbHas JIUIIOCOMA
MOXeT OBITh CO3/aHa NyTeM OOBEAMHEHHUS NOJOXHUTEIBHO W OTPHULATENIBHO 3apsKEHHBIX
JUMNHUIOB, TAK YTO 3TU 3apsiibl MO CYIIECTBY B3aUMHO KOMIIEHCUPYIOT APYT APYyra, B pe3yJbTaTe
4ero MOJy4aeTcs NPAKTUYECKH HEHUTPaIbHbIA cyMMapHbiil 3apsan. Ilom «mo cymecTsy
HENTpaJbHBIM» WM IO CYLIECTBY HE3apsDKEHHBIM» IOAPA3YMEBAETCs, YTO HEMHOTHUE, €CIH
TAKOBBIE UMEFOTCSI, JINMTUABI B JTAHHON MOMYJISALUHU (HanpuMep, NOMYJISIIIH JIMIIOCOM) COEPKaT
3apsAn, KOTOPbIH HE KOMIEHCHPYETCs MPOTUBOIOJOKHBIM 3apsiioM APYroro KOMIIOHEHTA
(manpumep, MeHblie 4yeM 10% KOMIIOHEHTOB COAEp’KaT HEKOMIIEHCHPOBAHHBIA 3apsin, Ooiee
NPEANOYTUTENIbHO MeHblle 4eM 5% u Hambosiee NpeArnouYTHTENbHO MeHbine deM 1%). B
HEKOTOPBIX BAapUAHTAX OCYINECTBJIEHHUS TAHHOTO HM300pETeHHsT MOXeT ObITh MPHUTrOTOBJIEHA
KOMIIO3UIIMS, B KOTOPOM JIMNHUIHBIE KOMIIOHEHT KOMIIO3ULIMU SIBJISIETCS IO  CYLIECTBY
HENTpaIbHBbIM, HO HE B (hOpME JTUITOCOM.

[0044] Pa3mep nHMIIOCOM BapbUpPyeTCs B 3aBUCHMOCTHU OT criocoba cuHTesa. Jlumocoma,
CYCIIEHIUpPOBaHHAs B BOJHOM pacTBOpE, B LEJOM, KaK MPaBWIO, UMeeT GopMy CchHepHuecKoro
Ny3bIPbKa M MOJKET UMETh OIMH HJIM OOJIblIee KOMIYECTBO KOHIEHTPHUYECKUX CIIOEB MOJIEKYJI
aunugHoro Owcnost. Kasknmplii  cloil  COCTOMT W3 MapajuleJIbHOTO  MAacCHUBa  MOJIEKYII,
npexncrasieHHbIx Gopmynoi XY, rae X mpexacrasisier coboil ruapodmibHeli pparment, a Y
npexncrasisier coboit runpodoOHeIi GparMeHT. B BOAHOHN CyClieH3WH KOHLEHTPHUYECKHE CIIOU
PAacIoNoKeHbl TAKUM 00pa3oM, 4TO ruApPOUIbHbIE PPArMEHTHl HMEIOT TEHACHLIUIO OCTABATHCS
B KOHTaKTe C BOAHOM (pa3oii, a ruapodobHbIe 00JaCTH UMEIOT TEHIEHIHIO K CaMOOOBETNHEHHIO.
Hanpumep, korma BHYTPH JIMIIOCOMBI HaXOAATCS BOXIHBbIE (pa3bl, MOJEKYJbl JUMHAA MOTYT
00pa30BBIBaTh OWCIION, N3BECTHBIN KaK Jlamelia, ¢ KOMIOHOBKOH XY—YX. ArperaTsl JIMITUIOB
MoryT (opmupoBaThCs, Korga ruapouibHble U ruapodoOHble yacTu Oojbliee YeM OIHOM

MOJIEKYJIbI JIUIIHU/A CTAHOBATCS CBSI3aHHBIMH JIpyT ¢ npyrom. Pasmep u gopma 3THX arperatos
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OyayT 3aBHCETh OT MHOTHX pPAa3JIMYHbIX IEPEMEHHBIX, TAKUX KaK IMPHUPOAAa PACTBOPUTENS H
IIPUCYTCTBHE APYTUX COEUHEHUI B pacTBOpE.

[0045] Jlunocombl B mpepenax oObeMa JaHHOTO H300pPETEHUsT MOTYT OBITh
IPUTOTOBJIEHBI B COOTBETCTBHUHM C W3BECTHBIMHU JIA0OPATOPHBIMH METOAMKAMM, TAKUMH Kak,
Harpumep, crmocod Bangham et al. (1965), conmepikaHue KOTOPOrO BKJIKOYEHO B JaHHbBIN
IOKYMEHT TMOCPeACTBOM cChUIKH; criocod Gregoriadis (1979), conepskaHue KOTOPOTO BKIIFOYEHO
B JAHHBIN JIOKyMEHT MOCPeACcTBOM cchUIkH, criocod Deamer and Uster (1983), conmepskanue
KOTOPOrO BKJIFOUEHO IOCPENCTBOM CCBUIKM, W CHOCO0 HCmapeHusi ¢ oOpaiieHHo# (a3ow,
onucanubiii Szoka u Papahadjopoulos (1978). BelmeynomsiHyTbIe CIOCOOBI PA3JIMYAIOTCS TIO
CBOMM COOTBETCTBYIOIIMM  CIIOCOOHOCTSIM  3aXBaThlBaTh BOJAHBIA  MaTepuas, U UX
COOTBETCTBYIOIUM COOTHOLIEHHUSIM BOJHOIO NMPOCTPAHCTBA K JIUMUAY.

[0046] B HexoTOphIX BapuaHTaX OCYLIECTBJICHUs, HEHTpajibHas JUIOCOMA MOXKET
UCIIOJB30BAaTbC  AJII  JOCTABKM  OJIMTOHYKJIEOTHJA, TaKOro Kak  aHTUCMBICIOBOM
onuronykieorua. HeliTpanbHas nUIOCOMa MOKET COIEP’KaTh OAWH BHJ OJMIOHYKJIEOTHUIOB,
HaNpaBJIEHHBIX HAa MOJABJEHHE TPAHCISILUKM OJHOrO I'eHa, WM HeHTpalibHasl JIMIIOCOMa MOXKET
COZIEp’KaTh HECKOJbKO BHJOB OJIMTOHYKJIEOTUIOB, KOTOpblE HAampaBleHbl Ha IMOJABIEHHE
TPaHCISLIUN HECKOJbKUX T'eHOB. Kpome Toro, HelTpanbHas IMIIOCOMAa MOXET TaKkXXe COAEepKaTh
XUMHOTEPANEBTUYECKUI areHT B JAOIOJHEHHE K OJHUIOHYKJIEOTHIy, TakuM o0pa3oMm, B
HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHUS, XUMHOTEPANEBTUYECKUN areHT U OJINTOHYKJIEOTH]
MOTYT OBbITh TOCTABJIEHBI B KJIETKY (HAlPUMEp, PAKOBYIO KJIETKY B HYeJIOBEKe—TIAl[MeHTE) B TEX
K€ WJIN OTAEJbHBIX KOMIO3ULMSIX.

[0047] BeicylieHHble JTUNMABI WIM JHOQUIM3HPOBAHHBIE JIMIIOCOMBI MOTYT OBIThH
00€3BO’KEHbl M BOCCTAHOBJIEHbI C IOMOINBI TOAXOAAIIEH KOHLEHTPALUU MOAXOASILIETO
pactBopurens (Hampumep, Oydhepom DPBS unu Hepes). 3arem cmech MOXeT ObITh aKTHBHO
nepeMeliaHa B BHXPEBOM cMecuTene. JIMIIOCOMBI MOTYT OBITH peCyCIeHIUPOBAHBI IIPH
COOTBETCTBYIOLIEH KOHIEHTpauuu obmero ¢ocdomununa (Hanpumep, okojo 10-200 mMM).
HeunkancynupoBaHHBIA OJMTOHYKJICOTUI MOXKET OBITh yAaJeH LEHTPU(PYTHPOBAHUEM TIPU
29000 g, a IJIUINIOCOMHBIE OCAaAKM MPOMBITEL. B anbTepHAaTUBHOM  BapUaHTE,
HEMHKAICYJUPOBAHHBIC OJHTOHYKJICOTHIbl MOTYT OBITh yNAJEHbl NyTeM AHaH3a MPOTHB
u30bITKa pactBopuTesis. KONMM4ecTBO WHKANCYJIMPOBAHHOTO OJHIOHYKJIEOTHAA MOXKET OBITh
OTPENENICHO ¢ TIOMOLIBIO CTAaHIAPTHBIX CIIOCOOOB.

WHrnbupoBanue 3KCIPECCUN T€HOB

[0048] MHruOupyromui OJUTOHYKJICOTHIT MOKET MHTHOMPOBATH TPAHCKPUIIHMIO WU
TPAHCJSILMIO T€Ha B KJeTKe. JlJIMHA OJIMrOHYKJIEOTHIA MOKET COCTaBJATh OT 5 no 50 wum
OoJple HYKJIEOTHIOB, & B HEKOTOPBbIX BapHaHTax oT 7 no0 30 HykjeoTunoB. B HEKOTOPBIX
BapUAHTaX OCYIIECTBJICHHs], OJUTOHYKJIEOTHI MOXKET UMeTh ayuny 7, 8, 9, 10, 11, 12, 13, 14, 15,
16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 wmu 30 HykaeotunoB. OJUrOHYKJICOTHA
MOJKET COAEP>KaTh HYKJIENHOBYIO KHCJIOTY H/HJIM aHAJIOT HYKJIEMHOBOH kucnotsl. Kak mpasuio,

UHTUOUPYIOLIMHA OJIMTOHYKJIEOTUA OyZaer MHruOMpoBaTh TPAHCISLMIO OJHOTO I'€Ha B KIIETKE,
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OJJHAKO B HEKOTOPBIX BAPHAHTAX OCYIIECTBJICHHUS WHIMOUPYIOIUI OJUTOHYKJIEOTHUI MOXKET
UHTUOUPOBATH TPAHCILILIMIO OOJIbINE Ye€M OAHOTO IeHa BHYTPH KIIETKH.

[0049] BHyTpu OJMIOHYKJIEOTHAA KOMIIOHEHTBI OJMUTOHYKJIEOTHIA HE0OsA3aTeNbHO
JOJDKHBI OBITH OJTHOTO U TOTO K€ THUIA MJIM TOMOT€HHBIMU Ha BCEM €0 MPOTsDKEeHUE (HanpuMmep,
OJIMTOHYKJIEOTHUA MOXET COHAEp>KaTb HYKJIEOTHUA U HYKJIEHHOBYIO KHUCIOTY WM aHAJIOT
HyKieoTuna). B HEKOTOpbIX  BapuaHTax  OCYLIECTBJICHUS  JAHHOTO  HM300peTeHws,
OJIMTOHYKJIEOTUA MOXET COAEpXkKaTb TONBKO OAHY HYKJIEHMHOBYIO KHUCIOTY WJIM aHaJor
HYKJIEMHOBOM KHCJIOThl. HIHOMPYIOIIMIA OJIMTOHYKJIEOTHI MOKET comepkarthb 5, 6, 7, 8, 9, 10,
11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 25, 30 unu Oonblie CMEKHBIX HYKJIEHHOBBIX OCHOBAaHUM,
BKJIFOYAsl BCE JUANA30HbI MEXKIY HUMH, KOTOpble THOPHUIMU3UPYIOTCS C KOMIUIEMEHTapHOM
HYKJIEMHOBOM KUCJIOTON C 00pa30BaHUEM JBYXIIETIOYEUHON CTPYKTYPHI.

HyxnenHoBble KUCIOTHI

[0050] CornacHO maHHOMY H300pPETEHUIO MPEIJIONKEHBI CIIOCOOBI M KOMITO3ULIUU TSI
JIOCTABKM OJIMTOHYKJIEOTHA C MOMOLIBbIO HEHTpalbHbIX JUIIOCOM. [I0CKOIBKY ONUIOHYKIIEOTUA
COCTOUT W3 HYKJEHMHOBOH KHCJIOTBI, CIIOCOOBI, OTHOCSINHECS K HYKJIEHHOBBIM KHCIOTaM
(HarmpuMep, MPONYLHMPOBAHNE HYKJIEWHOBOH KUCIOTBI, MOAU(HUKAIHMS HYKJIEHHOBOH KHUCIIOTHI
T. J1.), TAK)KE€ MOTYT OBITh UCIIOJIb30BAHBI B OTHOLIEHUHN OJIMTOHYKJICOTHA.

[0051] TepMuH «HYKJIEMHOBasI KHCJIOTa» XOPOLIO U3BECTEH B JAHHOH OOJIACTH TEXHUKH.
TepMHUH «HYKJIEUMHOBAsE KHCIOTa», KAK MPUMEHSIETCS B TAHHOM JIOKYMEHTE, OOBIYHO OTHOCUTCS K
monekyne (t. e. uenu) JAHK, PHK wmm ee mpou3BOIHOMY WM AQHAJOTY, YTO COMEPIKHUT
HYKJIEUHOBOE€ OCHOBaHHE. JTU OIpeldeJeHHss OTHOCATCS K  OJHOLETNOYEUHON WM
ABYXIIETIOUEYHOIN HYKJIEMHOBOH KHUCHOTE. [[ByX1lenoueyHble HyKIeNHOBBIE KUCIOThI MOTYT OBITH
00pa30oBaHbl MOJHOCTBIO KOMIUIEMEHTAPHBIM CBSI3bIBAHHUEM, OJJHAKO B HEKOTOPBIX BapHaHTaX
OCYLIECTBJICHHUsI [BYXIIETIOYEYHAs HYKJIEMHOBAas KHUCJIOTa MOXKET ObIThb oOpa3oBaHa IyTeM
YaCTUYHOTO WJIM JOCTATOYHOI'O KOMILJIEMEHTAPHOIO CBsi3blBaHUSA. Kak NMpUMEHsETCs B JaHHOM
IOKYMEHTE, TEePMHH «OJHOLEMOYEeUHass HYKJIEHHOBAs KHUCJIOTa» MOXKeT 0003Ha4aThCs
npeUKCOM 0L, a ABYXLEMOYEeYHAsI HYKJIEHHOBAs KUCJIOTA — MPEePUKCOM «IIL».

HyxnenHoBbie OCHOBaHMS

[0052] Kak mpumeHsieTCss B JaHHOM JOKYMEHTE, TEPMHUH «HYKJIEHMHOBOE OCHOBAHUE»
OTHOCHUTCSI K Te€TePOLMKINYECKOMY OCHOBAHHUIO, TAKOMY Kak, HalpuMep, BCTpedaroleecs: B
npupozne HykiaenHoBoe cHoBanue (T. €. A, T, G, C wimm U), HalineHHOe N0 MEHbLIEH Mepe B
ONHOHN BCTpeuaromieiicss B mpupone HykyeunHood kuciore (T. e. JIHK u PHK), a Taxxke
BCTpevaroLnecs B MPUPOJE WIN HE BCTPEUaroIIecs B IPUPOAE MPOU3BOAHbIE U aHAJIOTH TaKOTO
HYKJIEMHOBOTO OCHOBaHUs. HykiiemHOBOE OCHOBaHHE, KaK MPABUJIO, MOXKET OOPa30BBIBATH ONIHY
i OoJblIee KOJMYECTBO BOJOPOIHBIX CBSA3EH (T. €. «OTIKUTaThCs» WIIH KTHOPUANZHPOBATHCS)
110 MEHbBIIEH Mepe C OHUM IPUPOAHBIM HYKJIEHHOBBIM OCHOBAHHEM TaKUM 00pa3oM, YTO MOKET
3aMEHUTh BCTPEUAIOIIeecs: B IPUPOE Mapbl HYKJIENHOBBIX OCHOBaHUH (HarpuMep, oOpa3zoBaHue
BonoponHbix cesizeit mexxny A u T, G u C, u A u U). HykinenHoBoe 0CHOBaHHE MOXET OBITh

MOMEIICHO B HYKJICO3UA UJIN HYKJIICOTH C UCIIOJIb30BAHUEM J000ro crnocoda XMMHUYECKOTO MIIH
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€CTeCTBEHHOIO CHHTE3a, ONMHMCAHHOIO B JIAHHOM JOKYMEHTE WJIM H3BECTHOTO CIIELUAINCTY B
TaHHOH 00J1aCTH TEXHUKH.

[0053] «IlypuHoBoe» W/WIM «IUPUMUAMHOBOE» HYKIEHHOBOE OCHOBaHUE(HU:)
OXBAaTBIBAIOT BCTPEYAIOIMECS B NPUPOAE INMyPHUHOBBIE /WM NMUPUMUAMHOBBIE HYKJIEHHOBBIE
OCHOBAHHS, a TAK)KE UX MPOU3BOAHBIE U AHAJIOTH, BKJIIOYAsi, HO HE OrPAaHUUYNBASICH JIUIIb STUMH:
NypUH WM TUPUMUAMH, 3aMEINeHHbIH OIHMM MM OOJbLUIMM KOJHYECTBOM AJKMJIBHBIX,
KapOOKCHANKMIIBHBIX, AMHHO, THIPOKCHIIBHBIX, TaJIOTeHOBBIX (T. €. (ropo, Xjiopo, OpomMo mimm
HOJ0), THOJNIOBBIX WJIM AJKWJITHOJOBBIX (parmeHTOB. [IpenmouTuUTeNbHbIE aJNKUIIbHbBIC
(HampuMep, aJKuIbHbIE, KAOOKCHUATIKUJIbHBIE U T. 11.) (parMeHThbl COMEPKAT OT OKOJIO 1, OKOJIO 2,
OoKoO 3, okoino 4, okoyso 5 m0 Okono 6 aTomMoB yriepona. Jlpyrue HeOrpaHMYMBAIOLINE
NpUMepbl MypUHA WIA MUPUMHIMHA BKJIOYAKOT B celsl neasanypuH, 2,6—THaMHUHONYpPHH, S—
¢Topypauni, KCaHTHH, THUIOKCAHTHH, 8—OpOMIyaHHMH, 8-XJIOPOTYaHHH, OpOMTHJIUH, 8-
AMUHOT'YaHUH, 8—TUAPOKCUTYaHUH, 8—METWITYaHUH, 8—TUOTYaHUH, a3aryaHuH, 2—aMUHOIYPUH,
S5—STWILHMTO3WH, S—METWILMO3WH, S—Opomypauwni, S—stunypamw, S—Hoxmypamwi, S—
XJIOpaypauwi, S—Nponuiaypauwi, TUHOYpPaUW, 2-METWIAJA€HUH, MeTUITHoaaeHuH, N,N—
IUMETWIAZICHUH, a3aa/IecHUHbl, 8—OpOManeHnH, 8—THAPOKCHANEeHNH, O—THAPOKCUAMHHOIYPHH,
6—tnonypuH, 4—(6—aMHUHOT€KCWJ/UMTO3MH) W T. 1. IlypMHOBBIE ¥ NHUPUMHUIHHOBBIE
NPOM3BONIHBIE WJIM AHAJOTH BKIIOYAIOT B Ce0s, HO HE OrPaHUYUBAIOTCS JIUIIb 3STHMH:
(abOpeBmnarypa/onucanrie  MOAU(HUIUPOBAHHOTO  OCHOBaHUS).  ac4c/4—aleTUIIIUTHINH,
Mam5s2u/5—-MeToKCuaMUHOMETUII—2—THOY PUIHH, Chm5u/5—(xapOoKCUTHIPOKCHIIMETHIT)
ypunuH, Man q/Beta, D-manno3unkBeo3un, Cm/2-O-merunuurunuH, McmSs2u/5—
METOKCUKapOOHUIMETUII—2—TUOYPUJINH, CmnmS5s2u/5-kapbokcumeTnIaMUH—MeTHII—2—
TUOYPUJUH, Mcm5Su/5—MeTokcukapOOHUIMETUITY PUIH, Cmnm5u/5—
KapOOKCHMETHIIaMUHOMETHITYpuanH, MoSu/S—merokcuypunus, D/Qurunpoypunun, Ms2i6a, 2—
mMeTunTuo—N6—-n3onenTeHnIaneHo3nt, Fm/2'-O—merunncesnoypunut, Ms2t6a/N—((9—6era—D—

pudodypaHO3UIT—2—METUITHONYPHUH—O—1JT)KapOOMOMJI ) TPEOHUH, Gal q/Beta, D-
raJIaKTO3UJIKBEO3HH, Mt6a/N—((9—-6era—D—pubodypanozunmnypuH—6—wn)N—MeTni—
KapOOMOWJI ) TPEOHUH, Gm/2'-O—meTunryanosuH, Mv/Y punnH—5—MeTUIOBBIN a¢up

OKCHYKCYCHOW KuCIOThI, I/MHO3uH, o5u/YpunuH—5—okcuykcycHas kucinora (v), I6a/N6—
u3oneHTeHnnaneHosns, Osyw/BuOyrokcosmn, mla/l-merunanenosuna, P/IlceBnoypunus,
ml1f/1-merunncesnoypunun, Q/Kseosun, mlg/l-merunryanosus, s2c¢/2—tuountuaud, mll/1-
METHJIMHO3UH, $2t/5—MeTtun—2—tuoypunaus, m22g/2 2—nUMeTHITYaHO3UH, S2U/2—THOYPUIHH,
m?2a/2—-MeTHIaaeHo3uH, s4u/4—Tnoypuans, m2g/2—merunryano3us, T/5—merunypunans, m3c/3—
mMeTuuutTuanH, to6a/N—((9—-6era—D—pubodypanozmimmypuH—6—w)kapOdaMomt)TpeoHuH, mSc/S5—
MeTmuuTuane, Tm/2'-O-metun—S5—merwnypunud, moéa/N6—merunanenosus, Um/2'-O—
METUITypUIuH, m7g/7-metunryanosut, Yw/BuOyro3un, MamSu/5—MeTuiaMuHOMETHITYPUIIH,
i X/3—(3—amuHO—3—KapOOKCHIIPONHI)ypUANH, (acp3)u.

Hyxneo3unbt

[0054] Kak nmpuMeHsieTCs B JAHHOM JOKYMEHTE, KHYKJIEO3UA» OTHOCUTCS K OTAENbHOM

XHUMHYECKOMN CANHUIIC, CO)Z[Gp)K&H.IGfI HYKJICMHOBOC OCHOBAHUE, KOBAJCHTHO MPUCOCANHECHHOEC K
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JUHKEPHOMY (parMeHTy HYKJIEWHOBOIO OCHOBaHMs. HeorpaHMuuBamImuUM MPUMEPOM
«HYKJIEMHOBO—JIMHKEPHOTO (pparMeHTay» sIBJISETCS caxap, COAepsKaluil 5 aToMoB yriiepona (T. €.
«5—yrnepomHblii caxap»), BKJIIOYAs, HO HE OrPAaHUYMBASACH JIMIIb 3TUMH. AE€30KCHPUOO3Y,
pubo3y, apabUHO3y WM NMPOU3BOIHOE UJIH aHAJIOT S—yriepoaHoro caxapa. Heorpannuusaromue
NPUMEPbI IPOM3BOIHOTO HJIM aHAJIOra S—yTJIEpOJHOro caxapa BKJIIOUArT B ceds 2'—-pTop—2'-
Ae30KcupuOo3y MM KapOOIMKIMUYECKHH caxap, TAe YIJIepox 3aMelleH aTOMOM KHCIIOpOoAa B
caxapHOM Koublie. Kak nmpuMeHsieTcst B JaHHOM JOKYMEHTe, «(pparMeHT» OObIYHO OTHOCHTCS K
MEHbBILIEMY XHMHYECKOMY WM MOJIEKYJSIPHOMY KOMIIOHEHTY OOJbIIeH XWMHUYECKOH WU
MOJIEKYJIIPHOHN CTPYKTYPBI.

[0055] B manHOW 00JaCTM TEXHUKHU M3BECTHBI PA3JIMYHBIC THIIBI KOBAJEHTHOTO(BIX)
NPUCOCAMHEHUSI(HUN) HYKJIEMHOBOTO OCHOBAHUSl K JIMHKEPHOMY (PPraMeHTy HYKIEHHOBOTO
OCHOBaHUS. B KauecTBe HEOrPAaHUYMBAIOIIETO MPUMeEpa, HYKJICO3U I, COAEpIKAINA MypHH (T. €.
A wm G) wm 7-peazanypuH HYKJIEHHOBOE OCHOBAaHME, OOBIYHO CONEP)KUT KOBAJEHTHOE
MPUCOEIMHEHHE MO3UINH 9 MypUHa UK 7—aea3anypuHa K mo3unuu 1' S—yrneponHoro caxapa. B
APYTOM  HEOTPaHMYMBAIOLIEM  IpUMepe, HYKJIEO3WA, COAepKallui  MNUPUMHUAHHOBOE
HyksienHoBoe ocHoBaHue (T. €., C, T unmu U), 0OBIMHO CONEPKUT KOBAJICHTHOE MPUCOCTUHEHHE
no3uunu 1 nupuMuanHa K nosunuu 1’ caxapa ¢ 5 aromamu yriaepona (Kornberg and Baker,
1992).

Hyxneotuaer

[0056] Cpsi3p OCTOBa, KaK MPaBUJIO, KOBAJEHTHO MPUCOEAUHSET HYKJICOTUI K APYrou
MOJIEKYJIe, CoAepIKae HyKICOTH I, UJIH K IPyroMy HYKJIEOTHIY ¢ 00pa30BaHUEM HYKJIEHHOBOM
KUCIOTBI. «CBs3b OCTOBA» NPUPOAHBIX HYKJIEOTHAOB OOBIYHO COAEPKUT (pochaTHyO Tpymnmy
(Hampumep, QochoampupHyr0 CBsSI3b OCTOBA), KOTOpas KOBAJIEHTHO MPHUCOEANHEHAa K S5—
yriaeponHomy caxapy. Ilpucoenunenue ¢parmeHTa 0CTOBa OOBIMHO MPOMCXOAMT B 3'— mim S'—
NO3ULMK S—yraepoaHoro caxapa. OfHAKO B AaHHOH 00JACTH TEXHHKH W3BECTHBI APYTHE THUIIBI
NPUCOENUHEHUN, B YAaCTHOCTH, KOIZa HYKJIEOTHUJ COIEPKUT MPOH3BOAHBIE WJIM aHAJOTH
BCTPEUAIOIIETOCs B MPUPOIE S—yIIIepOIHOro caxapHoro wiu gpocdarHoro gpparmeHra.

AHaJNOru HyKJIEUHOBBIX KHCIOT

[0057] HyknewHOBasi KHCJIOTAa MOXKET COAEPKAThb WM COCTOSITh TOJIHOCTBIO U3
MPOU3BOJHOIO WJIM aHAJOra HYKJIEHHOBOIO OCHOBAHHUS, JIMHKEPHOM YacTU HYKJIEHHOBOTO
OCHOBAaHUSl W/WJIM CBA3H OCTOB3, YTO MOXET NPUCYTCTBOBAaTh B NPUPOAHOH HYKIEHHOBOM
kucaore. Kak nmpuMeHsieTcss B JaHHOM JIOKYMEHTE, «IIPOU3BOJHOE» OTHOCHUTCS K XUMHUYECKU
MOIU(PHUIMPOBAHHONW HIIM HW3MEHEHHOH (opMe BCTpedaroInelcss B MPHPOAE MOJEKYJbI, B TO
BpeMsl KaK TEPMUHBl KUMUTHPYIOIIUN» WM «aHAJIOI» OTHOCSTCS K MOJIEKYJE, KOTOpas MOXET
WJIA MOKET HE HATIOMHHATDH CTPYKTYPHO BCTPEYAIOINYIOCS B MPUPOIE MOJEKYIy WIH (pparMeHT,
HO o0saiaeT MoxXoKuMH PyHKUMAMU. HyKII€eMHOBbIE, HYKJICO3UIHbIE M HYKJICOTHAHbIE aHAJIOTH
WY TIPOM3BOJHBIE XOPOLIO U3BECTHBI B TAHHOHN 00JIACTH TEXHUKH.

[0058] HeorpannuuBaromue NpuMepbl HyKJI€O3UAOB, HYKJIEOTUOB, WIH HYKJIEHHOBBIX
KHCJIOT, COAEPIKAIMX S—YyTIIepOAHbIN caxap W/WIIN MPOU3BOAHBIE MIIM AHAJIOTH C CBS3I0 OCTOBA,

BKJIFOYAalOT B cebs Te, uyro B mareHre CIIOA Ne 5681947, koropblii ONUCHIBAET
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OJIMTOHYKJIEOTH/IBI, COAEpKallNe IMPOU3BONHBIE NypPHHA, KOTOpbIe (OPMHUPYIOT TpPOIHHbIE
cnupanu ¢ w/num npenorpamarT skcrpeccuro AU/IHK; marentax CIIIA Ne 5652099 u Ne
5763167, xOTOpbIe OMHCHIBAIOT HYKJIEHHOBBIE KHUCJOTHL, coxepkamue (HIyopecleHTHbIe
aHajioru Hykjeo3unos, oOHapyxkeHHbIX B JJHK mnm PHK, B wacTHOCTH, Al MCMONIb30BAHUS B
KauecTBe (PJIyOpeCIeHTHBIX 30HI0B HYKJIEMHOBbIX KUCJIOT, mateHTe CLIIA Ne 5614617, koTopbrii
OMNMCBHIBAET AHAJIOIH OJIMTOHYKJIEOTHUAOB C 3aMEHAaMH Ha MUPUMHUAUHOBBIX KOJbLAX, KOTOPBIE
00J1a1at0T MOBBIIIEHHON HYKJIea3HOU cTaOmibHOCTBIO; mateHTax CIIIA Ne 5670663, 5872232 u
5859221, kOTOpBIE OMHUCHIBAIOT AHAJOTH OJHUIOHYKJICOTHIOB C MOAM(PHLIMPOBAHHBIMH S—
yIJIEPOOHBIMU caxapamMu (T. €., MOIU(PUIUPOBAHHBIMU 2'—ne30Kcu(ypaHo3un GparmMeHTamu),
UCTIOJIB3YEMBIMU B OOHApPY KeHUH HYKJIeMHOBOW KUCIOThL, mateHTe CIIIA No 5446137, koTopblii
OIMHUCBIBAET OJMTOHYKJICOTUIBL, COAEPIKAIINE IO MEHbINEH Mepe OUH (PParMEeHT S—yTrIepoaHOro
caxapa, 3aMelLleHHbI B MO3ULUU 4' 3aMecTuTeNneM, OTIUYHBIM OT BOJOPOAA, KOTOpblE MOTYT
OBITH MCIMOJIb30BAaHbI B THOpUAM3AIMOHHBIX aHanuzax; mareHTe CIIIA Ne 5886165, koropwrii
OIUCBIBAET OJMTOHYKJIEOTH bl KaK ¢ Ae30KCUPHUOOHYKJICOTHAAMH C 3'—5' CBSI3sIMH OCTOBA, TaK U
¢ pubonykyeotunamu ¢ 2'-5' cesizssmu octoa; narenre CIIIA Ne 5714606, KOTOpBII OMUCHIBAET
MOIU(PHUIIMPOBAHHYIO CBSI3b OCTOBA, MPUYEM KHCJOPOI B 3'—TO3MLMHU CBS3H OCTOBA 3aMEHSIOT
aTOMOM yTJIepofa, 4YTOObI YBEIMYUTHh YCTOHYMBOCTb HYKJIEMHOBBIX KHCIOT K HYKJI€a3aM;
nateHte CIIIA Ne 5672697, xOTOpBIN ONUCHIBAET OJIUTOHYKJIEOTUABI, COAEpKAIIUe OAHY WM
Oonpimee komuyecTBO S’ MeTHIEH(POCHOHATHBIX CBA3EH OCTOBA, KOTOPbIE YBEIHMYUBAIOT
yCTOMUUBOCTh K HykjeasaMm; nareHtax CIIIA Ne 5466786 u Ne 5792847, kOoTOpbIe OMUCHIBAIOT
NPUCOEIMHEHNE 3aMeINaoIIero (parMeHTa, KOTOPbIH MOXKET COIEPKaTh JIEKAPCTBEHHBIN areHT
WIN METKY, K 2' yIiepony OJUTrOHYKJIEOTHa, YTOOBl 00ECIeunUTh YBEINYEHHYI0 HYKJICa3HYIO
CTaOMIIBHOCTD U CIOCOOHOCTB JOCTAaBJIATh JIEKAPCTBA WM (PparMeHThl OOHAPYKEHUs, aTeHTe
CIIA Ne 5223618, KOTOPBIl OMUCHIBAET AHAJIOTH OJIMTOHYKJIEOTUIOB € 2 MK 3 KapOOHOBBIMHU
CBSI3IMH OCTOBa, COEIMHSIOIUMH 4' No3uimio M 3' MO3ULUI0 cOoceaHero (¢parmMeHra S—
YIJIEPOHOTO caxapa JJisl YBEJIMYEHHUs1 KJIETOYHOrO MOTJIOIEHMs], yCTOWYMBOCTH K HyKJIea3am, U
rubpunuzatmu ¢ mumeHsto PHK; marente CIIIA No 5470967, KOTOpBI OINUCHIBAET
OJIUTOHYKJICOTHIbI, COIEPIKAIIHNE TI0 MEHBLIEH Mepe OfHY CyJb(aMaTHYIO HIIH CYJb(aMHUIHYIO
CBSI3b OCTOBA, KOTOpBIE SIBJISTFOTCSI TMOJE3HBIMH B KadeCTBE T'HOPUAM3ALMOHHBIX 30H/IOB
HYKJIEUHOBBIX KUCOT; mateHTax CIIIA No 5378825, No 5777092, Ne 5623070, Ne 5610289 u Ne
5602240, KOTOpBIE ONMUCHIBAIOT OJUTOHYKJIEOTHABI C TPEX— UM YE€ThIPEX—aTOMHBIM MOCTHKOM
CBSI3M OCTOBA, 3aMemarIuM GochoaudGUpHYIO CBSI3b OCTOBA, HCIIONIB3YEMbIM IS YTy 4l CHHSI
YCTOMYHUBOCTH K HYKJ€a3aM, KJIE€TOYHOrO Norjiowmenus u peryasiuuu sxcnpeccun PHK; nmatente
CIIA Ne 5858988, kOTOpBIN OMUCBHIBAET THAPOPOOHBI areHT—HOCUTENb, MPUCOSANHEHHBIH K
no3uuuu 2'-0  ONWUTOHYKJIEOTHUAOB JUIs TIOBBIIIEHHWS HX CIOCOOHOCTH TMPOHHKATH Yepes3
memOpany, u crabwibHocTH, marenre CIIIA No 5214136, KOTOpBIi ONUCHIBAET
OJIMTOHYKJIEOTH/Ibl, KOHBIOTMPOBAHHBIE C AHTPAXWHOHOM Ha S5'—KOHILE, KOTOpblE OOJamaroT
ycwnenHow rubpuamsanueit ¢ JJHK wnn PHK; moBblmeHHOW yCTOHYHBOCTBIO K HYKJI€A3aM;
natente CIITA Ne 5700922, xotopsiii onucbiBaer xumepsl I[IHK-ITHK-IIHK, B xotopeix JJHK

COIEPKUT  2'—/1e30KCH—IPUTPO—TIEHTOQYPAHO3UIIbHBIE ~ HYKJIEOTHUABl ISl  YBEJIHYCHHS
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YCTOMUMBOCTU K HyKieaszaM, ap(UHOCTH CBS3BIBAHHS, a TAKXKe CIIOCOOHOCTH aKTHBUPOBATH
PHKa3y H; narente CIIIA Ne 5708154, koropsiii onuckiBaer PHK, coenunennyro ¢ JIHK c
obopazoBannem rudpunga JIHK-PHK; mnarente CIIA Ne 5908845, kOTOpBI OMNHCHIBAET
nojanm>(pupHble HYKJIEHMHOBBbIE KHCJIOTHI, B KOTOPBIX OJHAa WJIM OOJbIlee KOJUYECTBO
HYKJIEUHOBBIX OCHOB COEIMHEHbl C XHUPAJbHBIMU aTOMaMH yIjiepofa B OCHOBHOH LENH
nonuddupa; narenrax CIIA Ne 5786461, Ne 5891625, Ne 5786461, Ne 5773571, Ne 5766855, Ne
5736336, Ne 5719262, Ne 5714331, Ne 5539082 u Ne WO 92/20702, xOTOpbIE ONHCHIBAIOT
nentuaHble HykJienHOBble KUCIOThI ([THK wnm aHajgor HyKJIEMHOBOW KHCIIOTBI HAa OCHOBE
nentuna;, win PENAM), koTopble, Kak MPaBWJIO, COAEPKAT OAMH MJIM OOJblLIee KOJHYECTBO
HYKJICOTHIOB WJIM HYKJICO3HIOB, KOTOpPBIE COAEpaT (parMEeHT HYKJIEHMHOBOI'O OCHOBAHWUS,
(parMeHT HYKJIEHHOBOTO JIMHKEPA, KOTOPBIA HE SIBJSIETCS S—YTJIEPOAHBIM caxapoM (Hampumep,
a3a aTOMbI a30Ta, AaMUJI0 W/WJIH YPEHIO COSIUHEHMs), W/ WM CBSI3b OCTOBA, KOTOpAsi HE SIBJISIETCS
¢dochaTHOl  CBA3pEO  ocTOBa  (HampuUMep,  AMHHOSTWIIIMLUHOBAs,  IOJIHAMHJIHAS,
NOJIMSTUIICHOBAS, MOJUTHOAMUIHAS, MOJUCYIb(QUHAMHUIHAS WK TOJHCYJIb(OHAMUAHAS CBS3b
ocroBa), u marente CIIIA Ne 5855911, xoropslii omuceiBaeT ruapodoOHY0, YCTOHYMBYIO K
HyKjea3aM P—-3TokcH CBsI3b OCTOBA.

[0059] Apyrue Mmonu¢puKkauy 1 IPUMEHEHNST AaHAJIOTOB HYKJIEHMHOBBIX KHCJIOT U3BECTHBI
B JTaHHOH OOJIACTH TE€XHUKH, U OXKMIAETCS, YTO 3TH METOABI U THUIIbl AHAJOrOB HYKJIEHHOBBIX
KHCJIOT MOTYT OBITh HCIIOJIb30BAHBI C JAHHBIM H300pETEHHEM.

IIpuroroBneHne HyKJIE€NHOBBIX KUCJIOT

[0060] HyxienHOBYIO KHCIOTY MOXKHO TIIOJYYUTh JIFOOBIM METOJOM, H3BECTHBIM
CHELMAINCTY B JAHHOW OOJIACTH TEXHUKH, TAKUM KaK XUMHUUYECKUI CUHTe3, (epMEHTaTUBHOE
win  OWOJIOrMYecKoe  HW3roToBieHHe. HeorpaHnuuBaroLine NPUMEpPbl  CHHTETUYECKOH
HYKJIEMHOBOW KHCJIOTBI (HampuMep, CHHTETUYECKOTO OJMIOHYKJIEOTHAA) BKIIOUAIOT B cels
HYKJIEMHOBYIO KHCJIOTY, MOJYYEHHYIO XHMHYECKHM CHHTE30M in Vitro ¢ HCHOJIb30BAHUEM
dbochorpuapupubix, GochuTHbx Wi GocHOpaMUIUTHBIX XUMHUECKUX U TBepAO(hasHbIX
METOJIOB, TakuxX Kak omnucaHHble B EP 266032, kOTOpBIiI BKJIIOYEH B JAHHBIM JOKYMEHT
NOCPEICTBOM  CCBUIKHM, HJIM C T[OMOINBI  JE30KCHHYKJIEO3UIHbIX H-(pochoHaTHbIX
NPOMEKYTOUYHBIX coenuHeHnd, kak omucano Froehler et al. (1986) u B marente CIIIA Ne
5705629, xaxaplli U3 KOTOPBIX BKJIOYEH B JAHHBIM JOKYMEHT IOCPEICTBOM CChUIKHA. B
crocobax COMIacHO JaHHOMY H300pPETEeHHI0 MOKET OBbITh HCIIOJNIb30BAH ONWH WJIH OOJbliee
KOJIMYECTBO BUIOB OJMIOHYKJIEOTHUAOB. PaznnuuHble MeXaHU3Mbl CHUHTE3a OJIMTOHYKJIEOTHIOB
OpuTH packpbIThl, Hampumep, B mateHTax CIIIA Ne 4659774, Ne 4816571, Ne 5141813, Ne
5264566, Ne 4959463, Ne 5428148, Ne 5554744, Ne 5574146, Ne 5602244, xaxnblil U3 KOTOPBIX
BKJIFOUEH B IaHHBII JOKYMEHT IIOCPEACTBOM CCBUIKU.

OuncTKa HyKJI€MHOBBIX KUCJIOT

[0061] HyknenHOBasi KHCIOTA MOXKET OBITh OYHUINEHA HA TMOJUAKPHJIAMHUIHBIX TeJIsIX,
LHeHTPU(YTUPOBAaHHEM B TPAAMEHTAX XJOpUAA Le3us, WM JIOOBIMH APYTUMH CIIOocoOamuy,
M3BECTHBIMH CIEHAJICTy B JaHHOW OONAaCTH TEXHUKH (CMOTpuUTe, Hanpumep, Sambrook et al.

(2001), BJIFOUEHHBIH B JAHHBIM JJOKYMEHT IIOCPEACTBOM CCHUIKH).
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[0062] B HEKOTOpBIX BapHaHTAaX OCYINECTBJICHUS, JAHHOE H300pETEeHHE OTHOCUTCS K
HYKJIEMHOBOW KHUCJIOTE, KOTOPask MPEACTABISET COOOH BBIIENIEHHYIO HYKJIEHHOBYIO KHCIOTY. Kak
IIPUMEHSETCS B JAHHOM JIOKYMEHTE, TEPMHUH «BbIJEI€HHAsl HyKJIEHMHOBasA KUCJIOTa» OTHOCUTCS K
MOJIEKYJIe HYKJIeHMHOBOH kuciorel (Hampumep, mosekyne PHK wmu JIHK), koropas Obuta
OTAEeJeHa OT, WJIM JpyruM IyTeM OuHlleHa OT, OCHOBHOH MacCbl T€HOMHBIX H
TPaHCKPUOMPOBAHHBIX HYKJIEMHOBBIX KHCJIOT OJHOW MM OOJbLIEr0o KOJMYeCTBa KJIETOK. B
HEKOTOPBIX BapHUaHTaX OCYILIECTBJICHUs, «BBbIIEJICHHAs HYKJIEHHOBAas KUCJIOTa» OTHOCUTCS K
HYKJICMHOBOM KHCJIOTE, KOTOpas Oblla OTHeJeHa OT, WM JPyrMM IyTeM O4YHIIEHa Of,
COBOKYITHOM MacChl KJIETOUYHBIX KOMIIOHEHTOB MJIM PEaKLIMOHHBIX KOMIIOHEHTOB in Vitro, Takux
KaK, Hampumep, MaKpOMOJIEKYJIbl, TaKU€ KaK JHUMUAbI WM OENKH, Majble OHOJIOrMYecKHe
MOJIEKYJIbI U T. T1.

IMubpunmsanys

[0063] Kak nmpuMeHsieTCsl B JaHHOM JOKYMEHTE, «THOPUIAN3ALU», «THOPUIU3UPOBATHY
WIN «CMOCOOHBIA K ruOpuausanun» o0O3Ha4aeT OOpa3OBaHUE IBYX— WM TPEXLENOYeIHON
MOJIEKYJIBI WM MOJIEKYJbl € 4YaCTUYHOM JByX— WM TpexuenodyeyHou npuponon. Kak
NPUMEHSIETCS] B TAHHOM JIOKYMEHTE, KOTKUTY SIBJIIETCS] CHHOHUMOM «THOPUIN3UPOBATHY.

[0064] Kak mpumeHsieTcsi B TaHHOM AOKYMEHTE, <CKECTKUE YCJIOBUS» HIIM «BBICOKOM
KECTKOCTH» MPEACTABISIFOT COOOH TaKHe YCJIOBUS, KOTOPbIE AOMYCKAIOT THOPUAN3ZALIUIO MEKITY
WM B TpeAenax OXHOH wujau OoJiblie Ieneil HYKJISWHOBOH KHCIOTBHI, COIEpIKaIIiNX
KOMIUIEMEHTapHYIO TOCJIEAOBATEIbHOCTH(TH), HO HCKIJIIOYAIOT THOPHIU3ALMUIO CIYYaiHBIX
nocienosarenbHocTel. JKecTkue yciaoBHS IONMYyCKalOT HEOOJbINOE HECOOTBETCTBUE MEXKIY
HYKJIEMHOBOM KHMCJIOTOM U LENbIO—MHUILEHBIO, €CJIM TAKOBbIE UMEIOTCA. Takue ycaoBusi XOpOLIo
W3BECTHBI CIIELHAJNCTAM B JAaHHOH OOJACTH TE€XHUKH U SIBJISIOTCS] NMPEANOYTUTEIbHBIMU JUIS
NPUMEHEHHH, TPeOYIOIUX BBICOKOH CENIEKTHBHOCTH.

[0065] XecTkue yCnoBHsI MOTYT BKJIOUaTh B Ce0sl YCJIOBHs C HU3KON KOHIIEHTpaLUei
COJI W/WJIA BBICOKOM TeMIIepaTypoi, Takue kKak odecriederre ot okojio 0,02 M no okoso 0,15 M
NaCl npu temmnieparypax ot okosio S0 go okosio 70 °C. IToHSATHO, YTO TeMmepaTypa U UOHHAs
CUJIa JKE€JaeMOW CTPOrOCTH YAaCTUYHO ONPENENSAIOTCS AJIUMHOW KOHKPETHOM HYKJIEHMHOBOU
KHUCJIOTBI(KUCJIOT), JUIMHOH W HYKJEOTUAHBIM COCTaBOM TOCJIENOBATENbHOCTH( el )—MHUINEHH,
COCTaBOM 3apsiia HYKJEHMHOBOW KHUCJOTBHI(JIOT) W MPHCYTCTBUEM WM KOHLEHTpauuen
dopmamuna, TeTpaMeTUIaAMMOHUNXIIOpHUIA WIM  JIpyroro pacTBopuTensi(ei) B
rHOpUAN3AIIMOHHON CMECH.

[0066] Tak>e MOHSATHO, YTO 3TH MUATIA30HBI, KOMIIO3UIIMH U YCIIOBUS JJIsi THOPUIU3AIINH
YIOMUHAIOTCS TOJIBKO B KA4€CTBE HEOTPAHMUYMBAIOINNX MIPUMEPOB, U UTO JKejlaeMas KeCTKOCThb
IUIs KOHKPETHOHN peakiuy ruOpUAN3aliy YacTO ONPENesieTCs] SMIUPUIECKU MyTeM CPAaBHEHHS
C ONHMM WJIM OOJNBIIMM KOJHMYECTBOM IIOJIOKUTENIbHBIX HJIM OTPHUIATENbHBIX KOHTposed. B
3aBUCUMOCTU OT IPEAINONAaraéMoro MpUMEHEHHUsl MPEeANOYTUTEIbHO HCIOIb30BATh Pa3IMYHbIE
YCIIOBHUS TMOPUAN3AIMU [T AOCTHDKEHHS PA3JIMUHBIX CTENEeHEH CEJIeKTHMBHOCTU HYKJIEHHOBOMH
KHMCJIOTHI 10 OTHOIIEHUIO K IOCJIEN0BAaTeIbHOCTU—MULIEHU. B HeorpaHMYMBaroleM NpUMeEpeE,

I/II[eHTI/I(l)I/IKa]_II/IH HUJIM BBIACJICHHEC pOI[CTBeHHOfI HYKJ'IGI/IHOBOI\/'I KHUCJIOTbI-MHUIIICHH, KOTOpAasi HEC
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rHOpUAN3YeTCs ¢ HYKJIEMHOBOM KHCIIOTON B JKECTKUX YCIOBHAX, MOXKET ObITh JOCTUTHYTA ITyTEM
ruOpuan3auy MpU HU3KOH Temrepatype W/ BbICOKOM HMOHHON cumie. Takue yciaoBus
HA3bIBAIOTCSl  «HU3KOH  JKECTKOCTBIO» WM  «YCJOBUSIMM  HHU3KOH  JKECTKOCTH», U
HEOTPAaHMYHUBAIOIINE TPUMEPbl HU3KOH JKECTKOCTH BKJIIOYAIOT B ceds rubpuansanuio,
npoBoauMYyI0 Tipu oT okoso 0,15 M no okono 0,9 M NaCl B nuanazone temneparyp ot okoso 20
°C no okomo 50 °C. Kone4yHo, CrenuagucT B JaHHOH 00JACTH TEXHUKU MOYKET JOIOJHUTEIBHO
MOAUGUIMPOBATh YCIOBUS HU3KOW MJIM BBICOKOW KECTKOCTH ISl COOTBETCTBHS KOHKPETHOMY
NPUMEHEHHUIO.

Croco® mony4yeHUs: JIMIMIOCOMHOTO P—3TOKCH aHTHUCMBICIOBOTO  JIEKAPCTBEHHOT'O
NPOAYKTa

[0067] AHTUCMBICJIOBBIE OJIUTOHYKJIEOTHBI (OJIUr0), KOMILIEMEHTAPHBIE ONPEACTICHHBIM
yuactkam MPHK—mMuIieHn, ncnosap30Baiy 1J1s1 MHTHOUPOBAHHS SKCTIPECCHU SHAOT€HHBIX T'€HOB.
Korna aHTHCMBICIIOBBIE OJHMIOHYKJIEOTUABI CBs3biBatoTCsl ¢ MPHK—wmmmensto, oOpasyercs
rudpun JIHK-PHK. Ota rubpunHast koHcTpykums uHrubupyer tpanciusiuuo MPHK u, Takum
obpa3om, skcnpeccuro komupyemoro Oenka. Eciu Oenok HeoOXomuM IJisi BBDKUBAHUS KJIETKHY,
UHTUOMPOBAHUE €ro SKCIPECCHH MOKET NpuBecTH K rudenmn kierkn. CrenoBaTenbHO,
AHTHCMBICJIOBbIE  OJIMTOHYKJIEOTHABI ~ MOTYT  OBITb  TOJIE3HBIMH ~ WHCTPYMEHTAMHU B
MPOTUBOPAKOBON U MPOTUBOBUPYCHOU TE€PAIUU.

[0068] OcCHOBHBIMU  MOPEMATCTBUAMH B HUCIOJB30BAHUU  AHTHUCMBICIOBBIX
OJIMTOHYKJIEOTH/IOB JJIi HHTHOWPOBAHUSI 3KCIPECCUU T€HOB SIBJISIFOTCA HECTAOUIIBHOCTD KJIETOK,
HU3KOE TIOTJIOLIEHWE KJIeTKaMH M IUIOXas MEXKIJeTO4YHas JocraBka. llpuponsbie
dboconudpupbl HE YCTOWYUBBI K HYKJIEA3HOMY TUAPOIHM3Y, TakuM 00pa3oM, HEOOXOIUMBI
BBICOKHME KOHLIEHTPALMH AHTHCMBICIIOBBIX OJIMTOHYKJICOTHUAOB, Tpekae 4eM Oyner Habmonaercs
Kakoi—nnbo mHruoupyromuii 3¢pdexr. Moandpuuuposannsie ananoru pochonndpupos, Takue
Kak P-sTokcH, ObUM crienaHsbl U1l TPEONOJICHUST 3TOH MpoOIeMbl HYKJI€a3HOTO THAPOJIN3a, HO
OHU He MPEOCTaBIIIN YAOBJICTBOPUTEILHOTO PELICHHS 3aJa4H.

[0069] KnerouHOe MOTIOIEeHHe aHTUCMBICIIOBBIX OJIMTOHYKJIEOTHIOB SIBJIIETCS HU3KUM.
Uto0bI pemuTh 3Ty mpodiieMy, pu3ndeckrue METOAbI, TaKHe Kak ocaxaeHue GocdaToM KabLus,
onocpenoBannie DEAE-nekcTpaHOM WM 3JeKTpomopauusi, ObUIM HCIOJB30BAHbI IS
YBEJINYCHUS KJIETOYHOTO MOTJIOLIEHUS OJIMTOHYKJIEOTHIOB. DTH METOABI TPYJHO BOCTIPOU3BECTH
U HETMPUMEHUMBI in vivo. KaTHOHHBbIE JTUMHIBI, TAKUE KaK JUMO(PEKTHH, TAKXKE HCIIOJIb3YOTCS
IUIE  TOCTaBKHU OJIMTOHYKJIEOTHAOB. MeEXOy KaTHOHHBIMH JIMIIUAAMH W OTPULIATEIBHO
3apsSKEHHBIMU OJIMTOHYKJICOTHAAMH (POPMHUPYETCS SJIEKTPOCTATHUECKOE B3aHMOJIEHCTBHE, UTO
NPUBOAUT K OOPa3OBaHUIO KOMIUIEKCA, KOTOPBIM 3aT€M MOIJIOMIAETCS KJIETKAMH—MHIICHIMH.
IToCKONMBKY 3TH KaTHOHHBIE JIMITUABI HE 3alUINAIOT OJUTOHYKJIEOTHABl OT pAaCIIETICHUS
HyKJIea3aMH W BPEIHBI JAJs1 KJIETOUYHOW MeMOpaHbl, OHU IOJIE3HbI TOJIBKO Uil JOCTaBKU
YCTOHUMBBIX K HykieazaM (ocopoTHOATOB, HO HE pacLIeIUIIeMbIX HYKJI€a3aMu
dbochonuspupos.

[0070] Hdpyroii momudunupoBanHbli ananor ¢gocdonusdupa, KOTOpsIH ObLT MONTyUeH,

npencraBisier  coboit  P—3TOkcHM. P—3TOKCH—aHTHUCMBICIIOBOM  OCTOB ~ HE  OKa3bIBAaeT
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HeOJaronpusITHOrO BO3AEHCTBHA HAa KPOBOTEYEHHE W AKTHUBALMIO KOMIUIEMEHTA, KOTOpbIE
ABIIIIOTCST HEKOTOPBIMH M3 TOKCHYECKUX 3((ekToB, KoTOphIe OBUIM 3aperucTpUpOBAHBI IS
APYTUX aHTHCMBICIOBBIX aHaJoros. Moaugukaunn P-3TokcH OJTMIOHYKJI€OTHIOB BBITOIHSAIOTCS
B (ocdatHOM OCTOBE, Tak 4YTO MoAM(UKALUS He OyJeT MPEensTCTBOBATH CBSI3bIBAHUIO 3THUX
onmuronykieotnos ¢ MPHK-mumenbto. P—3TOKCH OJMrOHYKJIEOTHIBI IOJNYYAIOT IyTEM
n00aBIeHUs] STHJIBHOM IPYMIIbI K HE MOCTHKOBOMY aTOMy KHUcjopozaa (ocdaTHOro ocrosa, uyTo
JieNaeT 3TH OJIMIOHYKJICOTU bl He3apsKeHHbIMU coeuHeHnsAMU. HecMOTpst Ha UX yCTOMYNBOCTD
K HyKJea3aM, KJIETOYHOe TMOIJIONIeHHe ¢  BHYTPUKJIETOYHAs JOCTaBKa P-3TOkcH
OJIMTOHYKJICOTH/IOB SIBJISIETCS TUIOXOM, MOCKOJIBKY MPHU MHTEPHAJIM3ALNN 3TH OJIMTOHYKJICOTH IbI
OCTarOTCst OJIOKMPOBAHHBIMU BHYTPH HIOCOMHBIX/JIM30COMAIIBHBIX BAaKyOJIEH, YTO 3aTPyAHSET
ux pocryn k MPHK—-mummenu.

P—3TOKCH—aHTUCMBICIIOBOM JIEKAPCTBEHHBIN NMpenapar

[0071] JlumocomanbHbI P—3TOKCH aHTUCMBICIOBOM JIEKAPCTBEHHBIA MPOAYKT COCTOUT
u3 nByx npoxayktoB cGMP, oba u3 kotopeix umeror tpedyemblii FDA ceprudukar ananusa ¢
onoopenHbiMu FDA kpurepusimu Boinycka. ChIpbe, paCTBOPHUTENN U KOHEUHBIH JIEKApCTBEHHBIH
NPOAYKT OIMCaHBl B JAHHOM JAOKyMeHTe. l[Ipu HW3roTOBIEHHM JIEKAPCTBEHHBIH MPOIYKT
npeAcTaBisieT coboil TMOGUIM3UPOBAHHBIA KPUCTAJUT WM TOPOIIOK SIHTAPHOTO HIIM OeNoro
[[B€Ta, KOTOPBIH CONEPXKUT CIEAYIOIIME MaTepuaibl. OJNIMTOHYKJIEOTHX (Hampumep,
AHTHCMBICIIOBOE P—3TOKCH JIeKapCTBEHHOE BEILIECTBO), HEHTpaslbHbIE JUMUABI (HATpUMeEp,
DOPC) wu mnOBepXHOCTHO-AaKTMBHOE BellecTBO (Hampumep, mnoiucopbar 20). Ilpu
NPUTOTOBJICHNE ISl BBEIEHUS MALIMEHTY B MIPOOUPKY NOOABISIOT (PU3NOJOTHUECKUN PacTBOpP, U
B 3TO BpeMs (OPMHPYIOTCS JMIIOCOMBI C P—3TOKCH aHTHCMBICIOBBIM AareHTOM, KOTOPBIN
IIOMEIIIEH B BHYTPEHHEE MPOCTPAHCTBO JIUTIOCOMBI.

P—3TOKCH—-aHTHCMBICTIOBOE JIEKAPCTBEHHOE BELIECTBO

[0072] KonkperHble (Qu3Hueckue CBOHCTBAa (HampuMmep, pacTBOPHUMOCTb |
ruapoPoOHOCTh, KOTOpbIE 3aTeM BIIMSIIOT HAa PACTBOPHMOCTH JIEKAPCTBEHHOTO MPOAYKTA B
(PU3NOTOTHUECKOM PacTBOPE, BKJIIOUEHHE OJIUTO B JIMIIOCOMBI, H Pa3Mep JIMITOCOMHBIX YaCTHII)
TOTOBOT'O MPOJYKTA MOTYT OBITh OTMPEAEICHBI C UCTIOIB30BAHUEM 3apaHee OMpenesIeHHONH CMeCcH
CrIpbeBOrO Marepuaia P-stokcu u pochonuspupHoro amuanra, mpu MpoU3BOACTBe P—3TOKCH
AHTUCMBICJIOBON JIeKapCTBEeHHOW cyOcTaHumu. XOTsS TOTepsl Tpynmbl P—3TOKCH OCTOBa
NPOUCXOOUT CiIydaiiHIM 00pa3oM BO BpeMsl MOJIyYEHHUs] OJIMTOHYKJIEOTHIOB, YTO JaeT
dochonurpupHble CBSI3M B STUX 3BEHBSIX, 3Ta MOTEPsST HE MOXKET CO3[1aBaTh KEJIaeMoe
cooTHomeHne P—3tokcu:pochonudpupHbIX CBA3EH OCTOBA BHYTPH OJIMTOHYKJIeoTHna. B sTom
cllydae, CMeCh CBHIPbEBBIX MaTepuaynoB P—sTokcn u (GochoamsPupHOro aMuauTa IOMONHSAET
OKH/IAEMYIO BEITMUUHY Aenerii P-3TokcH ocToOBa, TaKUM 00pa3oM cO3/1aBasi OJMTOHYKJICOTH] C
JKEJAeMbIM  COOTHOIIEGHHEM. YBEJIMYeHHE KOJIWYEeCTBA MOJIEKYJ P—5TOKCH B OCTOBE
OJIUTOHYKJIEOTH/IA IPUBOIHUT K TOMY, YTO MOJIEKYJIa CTaHOBHUTCS Oosee runapododHoit (uTo maer
Oosee KpyINHbIE JIMIIOCOMHbIE YacTHIbI, Tabiauua 1), MeHee MONSIPHON M MeHee pacTBOPUMOMN
(Tabmuma 2). CrnocoObl TeCTHPOBaHMS HEWTpabHOrO MO 3apsay ruapododbHoro P-sTokcu

JICKAPCTBCHHOI'O BCIICCTBA BKJIIOYAOT B cebs MaCC—CIICKTPOMETPUIO [JIA  OMNPEACTICHUA
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pacnpeneneHuss JJMH OJMIOHYKJIEOTHUIOB, M aHalu3bl Ui OIpelNesieHHs pPacTBOPUMOCTH
JIEKAPCTBEHHOI'O BEIIECTBA, KOTOPOE AJI MPAKTHUECKUX Liesiell pacTBOPUMOCTH IPEACTaBISET
co0O¥ BU3yaJIbHBI OCMOTP JIEKAPCTBEHHOTO MTPOAYKTA, BOCCTAHOBJIEHHOTO B (PU3HOJIOTHYECKOM
pactBope. IlockONbKY OJHMIOHYKJIEOTH]] CTAHOBUTCS MEHEeE pPacTBOPHMBIM H3—3a OOJNBLIEro
KOJIMYECTBA CBs3eH P—3TOKCH OCTOBA, BOCCTAHOBJICHHBIN PAaCTBOP CTAHOBUTCS Oojiee OenbiM,
noKa 0Opa3yrTCs YaCTHLBL, TaK KaK THAPO(GOOHOCTb CTAHOBUTCS CJIUIIKOM BBICOKOIA.

[0073] T'oToBast opMa NODKHA HMCHOJIB30BATh pasMep 4YacTHL, Cpenu KOTOphix 90%
umeer pasmep Menee 5000 HM, W SBJSIETCS PACTBOPUMOM, 4YTO sBJsieTcs (yHKUMEH
HYKJIEOTHHON kommosuiuu. Hanpumep, eciau anvHa OJMroHykjeotuna cocrasiser 18-20
HYKJICOTHJIOB, TO TIO MeHbIIeH Mepe TmsTh (ocaTHBIX CBsA3eH OCTOBAa IOJDKHBI OBITH
dbochonudpUpHBIMU  CBSI3SIMH  OCTOBA. OJTO TMOATBEPKAAeTCs dKcnepumeHtamu  7—10,
NpUBEACHHbBIMA HIbke B Tabmume 1, B KOTOpOW NpUBEACHbI HaHHbIE MO |8—MepHBIM
onuronykieoruaam. [Ipu sTom, ecnu AIMHA ONUTOHYKJIEOTHAA COCTABISAET 25 HYKJIEOTHIOB, TO
no MeHblLIeH Mmepe mecTh (ochaTHBIX CBs3eH OCTOBAa IOJUKHBI ObITh (hocdommspupHbIMU

CBsA3sIMH OCTOBA.
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Tabnauua 1. M3MeH4YnBOCTH pasMepa JUIOCOMHBIX YacTUL[ C KOMIO3MIMEH OCTOBa

AHTUCMBICJIOBOI'O ar¢Hra

XapakTepuCcTHKH pa3zmepa
Ynanenue 3Tuja
YACTHL:
0CTOBA MocJje
Kymyastusnas QpyHkuust
NPOM3BOACTBA
pacnpenejeHus
CkoHcTpyH
—POBaHHBIHI
90 % 50% 300 Hm
dKcnepu— 0CTOB OcHoBHoii | /lenenus
d . | 3HAauYeHMe | 3HAYEHHe | 3HAUEHHE
MEHT AHTHCMbI— MUK cMecH
@)+ | (am) (%)
CJIOBOTO
areHra
3—ex
1 aMUIUTHOE -6 -5,67 2130 911 15,30
3aMelleHne
3—ex
2 aMUIUTHOE -6 -5,67 2420 1004 15,50
3aMelleHne
3—ex
3 aMHUIUTHOE -6 -6,12 3682 943 15,50
3aMelleHue
3—ex
4 aMUIUTHOE -7 -6,66 3805 978 14,60
3aMelleHne
100% P—
5 -5 -5,66 3924 976 16,00
3TOKCHU
2-yx
6 aMUIUTHOE -5 -5,32 4387 1888 11,60
3aMelIeHne
100% P—
7 —4 —4,22 5057 1131 17,70
3TOKCH
100% P—
8 —4 —4,52 5659 1359 10,00
3TOKCHU
b 100% P—
9 —4 —4.,38 7571 1909 2,60
STOKCHU




25

100% P—
10° —4 —4,38 7994 1653 14,40

9TOKCH

** Kpurepudl BBIIyCKa JIEKAPCTBEHHOro cpeactsa st 90% JHMIIOCOMHBIX YaCTHII
JOJDKEH COCTABIISITh MEHbBINE YeM WU ObITh paBHbIM 5000 HM.

a. Ota maprtus Obula OTOpomIEHA M3—3a IUIOXOW pACTBOPUMOCTH, B YAaCTHOCTH,
AHTHCMBICJIOBBIE YaCTHLIbI B BOCCTAHOBJIIEHHOM PacTBOpE.

b. Ora maprus umena Oonee Hu3kmi 06beM DMSO u tBA ¢ 2 Mr aHTHCMBICIOBOTO
areHta B (Quakone oObemoM 20 M, YTO 100ABHJIO JAOIMOJHUTEIbHBIA KOMIIOHEHT ISl
yBEJIMUYEHUS JTUTTOCOM.

c. OTa mapTusi He ObLIa BBIMYIIEHA, TOTOMY YTO OHA HE COOTBETCTBOBAJIA CrelH(pUKaALUN
BBIIyCKa pa3Mepa 4acTHlLI.

d. OCHOBHOI MUK MpencTaBisieT co0oi Hanboee pacPOCTPAHEHHOE YUCTIO Neennii P—
STOKCH B OJJUTOHYKJIEOTUAX MOMYJISLIUH.

e. Jenermus cmecu mpencrasisier coboOil cpenHee KOJMYECTBO neieuuii P—3Tokcu B
MOMYJISILIMY OJIUTOHYKJIEOTH/IOB.

Tabauuma 2. PacTBOPpUMOCTH JIMTIOCOMHBIX YacCTHULl C KOMIIO3ULIMEH OCTOBA

AHTUCMBICJIOBOI'O ar¢Hra

Yaanenue yTujia PacTBopumocTsh
0CTOBA MOCJIe JIEKAPCTBEHHOTI' 0
NPOU3BOACTBA areHTa
CKOHCTPYMPOBAHHBI BusyanbH
Ouenka
0CTOB OcHoBHoii | lenenns oe
JKCHepuMeHT . pacTBop
AHTHCMBbICJIOBOT0 MUK cMecH Ha0I01eH
HMO—CTH
are’Hra ue **
pacTBop
UMEET BU]T
3—ex aMUIUTHOE
1 -6 -5,67 00e33KUpeH | Xoporasi
3aMelneHne
HOTO
MOJIOKa
pacTBop
UMeEeT BH]T
3—ex aMUIUTHOE
2 -6 -5,67 o0e33KUpeH | Xoporast
3aMelneHne
HOTO
MOJIOKa
3—ex aMUJIUTHOE pacTBop
3 -6 -6,12 xopomuias
3aMelneHne UMEEeT BH]
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o0e3xupeH
HOTO
MOJIOKa
pacTBop
uMeeT BUJ
3—ex aMHIUTHOE
4 -7 —6,66 o0e3xkupeH | xoporiast
3aMeleHne
HOTO
MOJIOKa
pacTBop
UMeeT BUJI
5 100% P—-stokcu -5 -5,66 o0e3XupeH | xoporast
HOT'O
MOJIOKa
pacTBop
UMeeT BUJ
2—-yX aMUAUTHOE
6 -5 -5,32 00e33KUpeH | Xoporast
3aMerleHHe
HOTO
MOJIOKa
yIIOBIIETB
Oenbrii
7 100% P—sToKCH —4 —4,52 OpPUTEJIbH
pacTBop
ast
. yJIOBJIETB
b Oenbrii
8 100% P-sToKCcH —4 -4.38 OpHTEJIbH
pacTBop
ast
YIIOBJIETB
c OenbIii
9 100% P-—sTokcu —4 -4,38 OpHTEJIbH
pacTBop
ast
YaCTHUIIbI HE
10? 100% P—sToKcu -4 -4.22 oenoro MOIXOIU
pacTBopa T

** Ecnu B oOpasie JIeKapCTBEHHOTO Mpernapara eCTh YaCTHIIbL, MapTHsi OyAeT OTKJIIOHEHA

a. Dta maptusi Obula OTOpoOLIEHA M3—3a IUIOXOW pACTBOPHUMOCTH, B YAaCTHOCTH,
AHTHCMBICJIOBbIE YaCTHUIIbI B BOCCTAHOBIIEHHOM PacTBOpE.

b. Ora maptus umena Oosee Hu3kuii 00beM DMSO u tBA ¢ 2 Mr aHTHCMBICIIOBOTO

arenta B (uakoHe oObemMoM 20 M, YTO 100ABIJIO JAOMOJHUTENbHBI KOMIIOHEHT JUIs
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YBEJIMUYEHUS JTUITOCOM.

c. OTa mapTus He ObLIa BBIMYIIEHA, TOTOMY YTO OHA HE COOTBETCTBOBAJIA CrelM(pUKaLuu
BBIIYCKa pa3Mepa 4acTHILI.

IIpuroroBnenue,  QuupTpanuss W JUOoUIM3aLUA  JIMIIOCOMHOTO  P—3ToKCH
AHTHCMBICJIOBOTO JIEKAPCTBEHHOTO MPOAYKTa

[0074] Ogun rpamm (1 r) omuro pE pacrBopstor B DMSO B cootHomenun 10 mr
omuronykieornaa Ha 1 mu DMSO. 3atem DOPC no6aBnsitoT K TpeT—OyTHIOBOMY CIHPTY B
cootnomennu 1 r DOPC na 1719 mn tper—Oytunosoro cnupta. Omuro u DOPC o6benuHsoT 1
CMELINBAIOT B coOoTHOUIeHn! | r onmuronykineornaa Ha 2,67 r DOPC. 3arem k cmecu 100aBiIsitoT
20 mu1 0,835% (00./00.) pactBopa monucopbata 20, B pe3yJIbTaTe 4Yero KOHEYHAs: KOHLEHTPALIUs
coctaysier 0,039 mr/mi. PacTBop mpomyckaroT uepe3 CTepPHIbHBIA (UIBTP A0 pa3jiuBa B
CTEKJITHHBIE (DJIAKOHBI TSI THOPUITH3ALINH.

[0075] BnusiHue nmoBepXHOCTHO—AKTUBHOIO BEIECTBA Ha Pa3Mep JIMIIOCOMHBIX YaCTHUI]
OTIPENEeNSsUTH MyTEM TUTPOBAHMS KOJMYECTBA MOBEPXHOCTHO—AKTUBHOTrO BemecTsa (Tabmuma 3).
B orcyrcrBue momucopbara 20, Tonbko 2,8% wactuin umenu aunametp 300 HM wiau MeHbine. B
npucytctBur 1x momucopbara 20, 12,5% wactur umenn nuamerp 300 HM win MeHbine. [lpu
nobasnennn 3x—10x momucopOara 20, okono 20% vactun umenu auametp 300 HM UM MEHBIIIE.
Takum oOpa3oMm, yBeNWYeHHE KOJIMYECTBA NMOBEPXHOCTHO—AKTHBHOIO BEIECTBAa OT 1X 10 3x
MPUBOJUT K YMEHBLICHUIO pa3Mepa YacTHLI.

Tabauua 3. M3MeHUnBOCTh pa3Mepa JUIOCOMHBIX YacTull ¢ mpuMeHeHueM [1AB

XapakTepuCcTHKH pa3zMepa 4YacTHI:
KymynstupHasi pyHKIHSI pacnpeaesieHust
KosauuecTBo
JKcnepum 50% 90% 3HaueHHUe 300 um
MOBEPXHOCTHO—
e€HT 3HAYEHHE Ak 3HAYEHHE
AKTHBHOI'0 BEIIECTBA

1 0x 5301 am 10719 um 2,8%
2 1x 1053 um 4054 um 12,5%
3 3x 785 UM 2926 um 19,1%
4 5x 721 aM 2691 um 21,9%
5 10x 734 am 2937 am 21,4%

** Kpurepudl BBINyCKa JIEKAPCTBEHHOTO cpeactsa st 90% JHMIIOCOMHBIX YaCTHII
JOJDKEH COCTABIISITH MEHBINE YeM HITH ObITh paBHbIM 5000 HM.

IIpuroroBneHne JIUNOCOMHOrO P—3TOKCH aHTHUCMBICIOBOTO JIEKAPCTBEHHOIO MPOAYKTA
17151 BBEJICHUS

[0076] JInopunuznpoBaHHBIN npernapar TUAPATUPOBAIU HOPMaJIbHbIM
¢usnonormueckum pactsopom (0,9%/10 MM NaCl) no koHeuHOMH KoHUEHTparmu onuro 10-5000
MKM. JIunocomanbHple—P—3TOKCU—OIUTIO CMELINBAJIN IyTEM PYYHOIO BCTPSIXUBAHMS.

CniocoObl TECTHUPOBAHUA JIMITIOCOMHOI'O P—>TOKCH aHTHUCMBICIIOBOTO JICKAPCTBCHHOTI'O
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NPOAYKTa

[0077] Busyanenuiit ocmomp u320moeienno20 Jnekapcmeenno2o npooykma. Ilocne
W3rOTOBJIEHUs OTOMpaeTcsi NpPOOHBIM (PIAKOH, COXEpKAIlUN JIEKAPCTBEHHBI NPOAYKT, H
NPOBOJAUTCSA BHU3YyaJbHbII OCcMOTP. OTCYTCTBHE JKUAKOCTH SIBIISIETCS O0S3aTENbHBIM, U TOTJA
ABJISIOTCS IPUEMJIEMBIMH SIHTAPHbIE KPUCTAJUIBI HA THE (PJIaKOHA, U PUEMIIEMOCTb BO3PACTAET C
nepexoaoM K OeloMy, XJIONbEBHIHOMY MOpPOIIKY MJIM BHEIIHEMY BHIY, 4YTO SIBIISIETCS
HaWIy4lIUM pe3yibTaToM. benblii BHEIIHWN BUA YKa3blBae€T Ha JIyYLIMH MPOLECC CYLIKH C
BBICOKUM OTHOLICHHWEM IUIOMIATA TMOBEPXHOCTH K Macce, YTO O4YeHb CIOCOOCTBYET
BOCCTAHOBJICHUIO JUJIs1 UCTIOJIb30BaHUS.

[0078] Busyansuwiii ocmomp 60cCman06i1eHHO20 NeKAPCMBEHHO20 A2eHMA, 20M08020 OJis
nayuenma 1V HopmanbHblid (HU3HOIOTHYECKH PACTBOP AOOABISIFOT B aMITyJy, COIEPKAIIYEO
W3TOTOBJICHHBIM JIMIIOCOMHBIA ~AHTUCMBICIOBOM P—3TOKCH JIEKapCTBEHHBIM NPOAYKT, U
BCTPSIXUBAIOT JJIsl BOCCTAHOBJIEHHS B BUJIE PACTBOPA C MOJHOCTBIO PACTBOPEHHBIM KPUCTAJJIOM
WIN TIOPOIIKOM JIEKAPCTBEHHOT'O areHTa. BBIMONHAIOT TPU OCHOBHBIX HaOmromeHus: 1) 4ToObl
KPUCTAJT WJIM TOPOIIOK TIIOJHOCTBIO PAaCTBOPSUIMCh, 2) OTCYTCTBYIOT Oesble CryCTKH
HEPaCTBOPEHHOI'O MaTepuaa, U 3) BHEIIHUH BUA SBJISETCS MOJOYHO—OENIBIM HITH BBITJIIAUT KaK
o0e3XnpeHHoe MOJIOKO. UeM cHHee BBITJSIIUT BOCCTAHOBJIEHHAs JKHOKOCTb, TEM JIy4IIE,
MOCKOJIbKY 3TO CHUTHAJM3UPYET O MEHBIIEM pa3Mepe JIMIIOCOMHBIX YacTHLl, KOTOPBIM OTpa)kaeT
CBET B CUHEM CIIEKTpE.

[0079] Macc—cnekmpomempus: Macc—crieKTpoMeTpust (Macc—CIIEKTPbI) HUCIOIb3YETCsI
U1t oToOpakeHUst MpoUIIst pa3IMIHBIX Macc B oOpasue. Korna mpon3BOAUTCST aHTHCMBICIIOBOM
P-strokcu—marepuan, s oOpasna NPOBOAMTCS MAacC—CIEKTPOMETPUYECKOE HCCIIEOBaHME.
PesynpTar neMOHCTpUpPYET NHUKU MaTepualia, MPUCYTCTBYIOLIETO Ha CETKE, KOTOPbIH HMeEET
YBEJIMUYUBAOLIYIOCS MacCy Ha OCH «X» BIIPaBO, U OTHOCUTENBHOE COAEPIKaHME MO MaccaM Ha
OCH «y», Bo3pacrarolee 1o Bocxonsmei. [Tpod s 13 oOpasia aHATM3UPYIOT TSI OTIpeeNeHHs
OTHOCUTEJIbHOTO KoJiuecTBa P-3TokcH 0cToBOB B P—3TOKCH 00pasie, npusHaBasi, 4To npoQuiib
ITUKOB MPENCTaBIsAeT COOOH (HAYMHASL ¢ CAMOTO JAJIbHETO MPABOro) MOJHOPA3MEPHBIH MaTepHal
CO BCEMHU OCTOBAMM, COCTOSLIUMU U3 P—3TOKCH CBSA3H, CAEAYIOIMI MUK CI€BA TOJIHOPA3MEPHBII
C OIHUM OCTOBOM C Jenenueil P—3Tokcu (M, CIEAOBATENbHO, YAAJeH 3TWI, U B Pe3yJbTaTe
nojiydaercsi HopMmaibHast (ocommsdupHast cBa3p ocToBa), M Tak panee. IlatrepH macc—
CIIEKTPOB, CMEINEHHBI BIPABO, TpPEACTaBIsAeT oOpasen P-3Tokcn, umMeromuii Oobliee
KOJIMYECTBO P-—3TOKCHM OCTOBOB U, CJIENOBAaTENIbHO, HMEIOIINI CBOWCTBA OBITH Oolee
ruapopoOHBIM U MeHee PACTBOPUMBIM, M AHAJOTUYHBIM O0OpPa3OM CMEILIEHHE BJIEBO HMMEET
nporuBonojoxuabie 3¢p¢dexTol. IIpoBepka Macc—CIEKTPOMETPUUECKON auarpaMmbl obOpasia
TAK)K€ MOJKET HCIIOJIb30BAThCS UL ONPENENIEHHs] TOTO, OKAa3bIBAET JIM (PUIBTpPALMsl BO BpeMs
IIPOU3BOJICTBA KaKoe—JI1oo HeOJIaronpusiTHOe BO3JIEIiCTBHE Ha KOMIIO3ULIMIO
OJIMTOHYKJIEOTH/IOB, MIPEACTABICHHYIO B OT()IIBTPOBAHHOM JIEKAPCTBEHHOM IPOAYKTE.

[0080] Y@-mecmuposanue: TectupoBaHue ynbTpaduONIETOBBIM CBETOM HCIOJIb3YETCS
IUIsL OTIPENIENIEHUs] MAaCChl OJIMTOHYKJIEOTH/A, IPUCYTCTBYIOMEro B obpasie. ONMUroHyKIeoTHAbI

NOIJIOIAIOT CBeT B auanasoHe 260 HM. B pesyabrare Y®P-TecTUpOBaHHE TIOTOBOIO
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BOCCTaHOBJICHHOTO JIEKAPCTBEHHOTO MPOAYKTA CTAJO HCIIONB30BaThCA B KadyecTBE cCriocoda
OTIpENEeNIeHUs] KOJHMYECTBA OJMTOHYKJIEOTHIHOTO JIEKAPCTBEHHOTO BeIIECTBA B (DIIAKOHE C
JeKapcTBeHHbIM npenapatoM. C TOYKM 3peHMs Pa3BUTUS NMPOM3BOJACTBA M WHHOBAIMi, Y D-—
TECTHPOBAHUE HUCIOJIB30BATIOCH, YTOOBI OMPENEINTD, UMEIOTCS JIN MPOOJIEMbl, BO3SHUKAIOIINUE BO
BpeMsl GUIIBTPALIUU HA MPOU3BOACTBE, MIIH IJIOXas PAaCTBOPHUMOCTb P—3TOKCH aHTHUCMBICIOBOTO
JIEKApCTBEHHOI'O BEIIECTBA, YTO INPHUBOAMIO K MEHBILIEMY KOJIMYECTBY OJIMTOHYKJIEOTHIOB B
pacTBope W, clenoBaresbHO, Ooyee HM3KUM mokazaHusM Y®. Croco® Oyner mpoBepeH w,
BEPOSITHO, CTAHET YaCThK) OKOHYATEJIbHOTO TECTUPOBAHUSI MPOYKTA.

[0081] Paszmep nunocommvix uacmuy: (HIAKOH TOTOBOTO JIEKAPCTBEHHOTO MPOIYKTA
pa30aBISIFOT O HCXOMHOW KOHIEHTPALMU M TECTUPYIOT Ha pasMep JUIMOCOMHBIX YaCTHII
PesynbraToM uacto siBisieTcsi rpy0oe HOpPMAalIbHOE pacrpenesieHne, UMEroLIee LEeHTPAIbHYIO
TOUKY, XBOCTBI U CPEJHUE 3HAYCHHUs, WM rpyO0oe HOPMAJIbHOE pachpenesieHre OONbLIIMHCTBA
YaCTHUI] U MEHBIINE BTOPUYHBIE MUKH MEHBIINX JIUITOCOMHBIX YACTHII, TIOJTyYaeMbIX Pe3yJIbTaTe
s dexToB GopmMupoBaHUs YaCTULl BTOPOro Mopsiaka. BaxkHO, 4TOOBI JTMITIOCOMHBIE YACTHUIIBI HE
OBUIN CIUIIKOM OOJIBIIMMHU, TIOCKOJIBKY OHH MOTYT BBI3BIBAIOT MOOOUHBIE 3 (PEKTh Y TALIHEHTOB
(Harmpumep, cos3naBaTh NPOOJEMBI C KPOBOTOKOM B HEOOJBLIMX KPOBEHOCHBIX COCYJax B
nerkux). B pesynbrare, Kpurepuil BBINMyCKAa JEKAPCTBEHHOTO IPOAYKTA BKIIOUAET B cels
TECTUPOBAHUE pa3Mepa YacTUll, AEMOHCTpupyrouee, uro 90% mumocoM HMEIT pa3mep S
MHUKpPOH Wii MeHblne. Kpome Toro, 6osee Menkue JTUIIOCOMBI SIBISIIOTCS MPEANOYTUTENbHBIMHY,
NOTOMY 4YTO OHH OyAyT JydYllle NOIJIOmAThCs KIJIETKaMH, M, BO—BTOPBIX, Oojee Melkue
JIMIIOCOMBI MOTYT INPOHHUKATh B IOPBHI COCYIOB, TEM CaMbIM IO3BOJISAS JIMIIOCOMaM IPOHUKATH
BHYTpb OIyXOJieH, MoBbILIast 3pPEKTUBHOCTD JIEYEHUS IMTIOCOMHBIM P—3TOKCH aHTHCMBICIIOBBIM
JIEKapCTBEHHBIM ITPOAYKTOM.

CnocoOsl neueHust

[0082] CornmacHO OmpeneNeHHbIM AacleKkTaM JaHHOTO H300peTeHHsT MPeNJIOKeH
OJIMTOHYKJICOTHI—JIUTIMIHBIA ~ KOMIUIEKC (HampuMep, OJIMCOHYKJIEOTH], BKJIIOYEHHBIH B
HE3apsDKEHHYI0 JIMIIOCOMY) JJIsl  JIeueHHUsl 3a00JieBaHUM, TaKUX KaK pakK, ayTOMMMYHHOE
3aboneBanne WM WHPEKIHOHHOE 3a00JieBaHue. B 4aCTHOCTH, OJIMTOHYKJIEOTHUA MOXET MMETh
NOCJIEIOBATEIbHOCTb, KOTOpasi JONMyCKAaeT CHapuBaHWE OCHOBAHMHA C  HYKJICOTHIHOH
MOCJIEIOBATEIPHOCTHIO YeJIOBeKa M, TAKUM O0pPa3OM, MOXKET MHIHOUPOBATh KCIIPECCHI0 Oelka,
KOZIUPYEMOT0 HYKJICOTHIHON MOCIIEIOBATEIBHOCTBIO YEJIOBEKA.

[0083] «JleueHne» MU «JIEUUTH» OTHOCITCS K BBEIEHHUIO MM NMPUMEHEHUIO K CyOBEKTY
TEPAINeBTHYECKOTO areHTa, MITH BBIOJHEHUIO MPOLENYPhI WIH Crtocoda JedeHns 1Jis CYyObeKTa ¢
LIEJIBI0 TIOJIYYEHHUST TePaNeBTUYECKON MOJb3bl MPU 3a00JEBaHUN WM TATOJIOTHH, CBS3aHHOW CO
310poBbeM. Hampumep, nedeHne MOXKET BKJIIOYaTh B ceOs BBeAeHHE (HapMaLeBTHUECKU
3¢ (eKTUBHOrO KOINYECTBA KOMIUIEKCA OJTUTOHYKICOTHI—JIUITU.

[0084] «CyOBeKT» M «HmaIMeHT» OTHOCSTCS K YeJIOBEKY WJIM He YeJOBEKy, Harmpumep
NpUMAaTy, MIIEKOTIMTAIOIIEMY, M IO3BOHOYHBIM. B KOHKDETHBIX BapHaHTax OCYINECTBJICHUS,

CYOBEKT SIBJISIETCS YEJIOBEKOM.
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[0085] TepMuH «TepaneBTHUYECKAs! MOJIb3a» MU «TepaneBTHYECKH 3((EKTUBHBINY, KaK
NPUMEHSIETCS] BO BCEH aHHOW 3asBKE, OTHOCHUTCSI KO BCEMY, UTO CIIOCOOCTBYET WIIM YJIy4IIAeT
CaMOYYBCTBHE CyOBEKTa INpPH JICUEHUH TAKOH MaTOJOrMH. JTO BKIOUaeT B ceds, HO He
OrPaHUYMBAETCS JIULIb 3TUM: CHIKEHHE YacTOThl WM TSDKECTH NMPU3HAKOB WM CHMIITOMOB
3a0oneBanus. Hampumep, jedeHue paka MOXeET BKJOYaTh B ceOs, Hampumep, yMEHbLICHHE
pasmepa OIyXoJM, YMEHbIIEHHE WHBA3UBHOCTU ONYXOJIH, CHUKEHHE CKOPOCTH POCTa paka WM
NpeAoTBpalleHne MeTacTa3upoBaHus. JleueHne paka MOXKET TakKe OTHOCUTBCSA K NPOJJICHUIO
BbDKHMBAEMOCTH CyOBbeKTa C pakoM. JleueHne ayTOMMMYHHOTO 3a00JI€BaHUSI MOXKET BKJIFOUATh B
ceOsi, HampuMmep, CHIDKEHHE OSKCIPECCUH ayTOAHTHUIEHA, TPOTUB KOTOPOrO BO3HUKAET
HE)KEJIaTeIbHbIi MMMYHHBIH OTBET, HWHIYKIMIO TOJIEPAHTHOCTH K ayTOAHTHIEHY, MPOTHB
KOTOPOTO CYLIECTBYET HEXKeJAaTeJIbHbII MMMYHHBIH OTBET, WJIM WHTHOMPOBAHHE HMMMYHHOTO
OTBETAa B OTHOLIEHHH CaMOaHTUreHa. JleueHne nHpEKIHMOHHOro 3a00IeBaHUsI MOJKET BKIJIOUYATh
B cebs, HampuMep, yCTpaHeHHe MH(GEKLHOHHOTO areHTa, CHIKEHHE YPOBHsS HH(EKLMOHHOTO
areHTa WK NoAAep KaHue yPOBHs MH(PEKIIMOHHOTO areHTa Ha OIMPEIeIEHHOM YPOBHE.

[0086] Omyxonu, 11t KOTOPBIX MOJIE3HBI JaHHBIE CITOCOOBI JIEUEHUs], BKJIIOYAIOT B CeOsI
Jr00ObIe THITBI 3JI0KAYECTBEHHBIX KJIETOK, TAKHE KaK T€, YTO OOHAPY)KEHbI B COJIMAHON OMyXOJIH,
reMaToJOrMYeCKON  OMyXOJM, METacTaTU4eCKOM pake MJIM HEMETaCTaTUYeCKOM  pake.
HnmocTpaTUBHBIE CONMMIAHBIE OMYXOJIM MOTYT BKJIIOYATh B ce0s, HO HE OrPAaHMYUBAIOTCS JIMIIb
STUMH:. OIYXOJIb OpPraHa, BBIOPAHHOTO W3 TPYIIIBL, COCTOSILIEH W3 TOKENyIOYHOH JKEJe3bl,
TOJICTON KHIIKH, CJIENON KHIIKH, MHIIEBOA, JKEIyAOUHO—KHUIIEUHOrO TPAKTA, IECHBI, TEUEHH,
KOXKH, JKeNyJKa, SUYKa, S3bIKa, MAaTKH, >KEeNyJKa, MO3ra, TOJIOBBI, INEH, SUYHHKA, IOYKH,
rOpPTaHH, CAPKOMBI, KOCTH, JIETKOTO, MOYE€BOT'0 My3bIPs, METAHOMBI, IPEACTATENbHON JKeNe3bl, 1
rpyau. TUMUYHBIE TeMaTONIOrHYEeCKUe ONMYXOJH BKIIOYAIOT B Ce0sl OMyXOJM KOCTHOIO MO3Ta,
3JI0Ka4eCTBEHHBIE OMyxoau u3 T— mwin B—kierok, nefikemun, TuMQpOMBI, TaKHe Kak, HAIIpUMep,
nuddysHas KkpynHOkieTouHas B-knerounas mnumdoma, OnacToOMbl, MHEIOMBI W T. IL
JIONOSTHHUTEIbHBIE TIPUMEPBhl BHIOB paka, KOTOPbIE MOXKHO JIEYHUTh C TMOMOIIBI CIIOCOOOB,
NPEAJIOKEHHBIX B JAHHOM JOKYMEHTE, BKIIIOYAIOT B ce0sl, HO HE OrpPaHMYUBAIOTCS JIUIIb STUMH:
KapUuHOMY, THM(pOMy, OIacToMy, CapKoMy, JIEHKO3, IUIOCKOKJIETOYHBIH pak, pak Jerkoro (B
TOM YHCJI€ MEJKOKJIETOUHBIN paK JIETKOro, HEMEJIKOKJIETOUHBIH pak JIETKOro, aAeHOKapLUHOMY
JIETKOTO M TUIOCKOKJIETOYHBIN PaK JIETKOr0), pak OPIOIIHONM MOJOCTH, renaTONeIUTFOJISIPHBIA pax,
racTpajbHbI WM JKETyJOYHBIH pak (B TOM HYHCHIE JKENYyJOYHO—KUIICYHBIH paKk M pak
HKEJTyJOUHO—KHUIIEYHOH CTPOMBI), PaK MOIKETYJOUYHON JKeye3bl (B TOM YHCIE aJeHOKAPLIHHOMY
IPOTOKOB TOJKETYIOYHOM JKeJe3bl), TIHo0IacToMy, pak IIeHKH MaTKH, pak SIMYHHKOB, PaKk
NEeYeHH, PaK MOYEBOTO IMy3bIPsi, PAK MOJIOYHOH JKeJe3bl, paK TOJICTOW KHUIIKH, KOJOPEKTAJIbHBIHI
paK, KapUUHOMY SHIOMETPHS MM MATKH, KAPLUUHOMY CIFOHHBIX JKeJie3, TIOY€YHbIN PaK M paKk
MIOYKH, PAK MPEACTATENbHON JKeNe3bl, PaK BYJIbBBI, PAK IMUTOBUIHOMN JKEJE3bl, Pa3IMYHbIE BUIBI
paka rojOBbl M LIEH, MEJAHOMY, MOBEPXHOCTHO PAaCIPOCTPAHSIOLIYIOCS MEJIAHOMY, JEHTUIO
3JIOKQYECTBEHHYIO MEJIaHOMY, Nepu(epruuecKue MATHIUCTbIE MENAHOMBI, Y3€JIKOBbIE MEJAHOMBI,
a Takke B-kimerounyro smmMpoMmy (B TOM 4YMCIE€ HHU3KOH CTeneHW/ (OJUIHKYJISPHYIO

HeXOmKKkuHCKYl0 smMmpomy (HXJI); wmenkoknmerounyro jumdouutapayro (MJI) HXIL,
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npomexyTouHol crenenn/ (ommukysipayro HXJI, nmpomeskyrounoit creneHun ang¢ysHyro
HXJI; Bbicokoit crenenn mMmmyHobOsactHyro HXJI;, Beicokoii crenenn numboodnactayro HXJI,
BBICOKOM CTENEHU MEJKOKJIETOUHYK C He pacueruieHHeM siapom kierok HXJL, HXJI ¢
MaccuBHOW numpaneHonatued; AuPpPy3Hy0 KPYMHOKJIETOUHYIO B-kierounyroo mumbpomy,
auMpoMy KJIeToK ManThd; Jjumpomy, cessannyro ¢ CIIHJ];, u MakpornoOynnHEMHIO
Banbnenctpema), xponuueckuil numponutapHsiii snefiko3 (XJLI), octpeiii numdoOnacTHbIN
aeiiko3 (OJIJI), BOIOCATOKIETOUHBIH JIEWKO3, MHOYKECTBEHHYIO MHUEJIOMY, OCTPbII MUEJIOHTHBIN
aeiiko3 (OMJI) u xpoHnueckuii MuenoOJacTHBIN JEHKO3.

[0087] Pak mosxeT crieruuecku ObITh CIEAYIOMIET0 THCTOJOTHUECKOTO THIIA, XOTS U He
OTrPaHUYMBAETCS  JIMIIb  STUMH.  HOBOOOpAa3OBaHUE,  3JIOKAYECTBEHHBIW;  KapLUHOMA,
Henud HepeHINPOBAHHBIN, TMTAHTOKJIETOYHAS KapLUHOMA U BEPETHHOKJIETOYHAS KAapPLHHOMA;
MEJIKOKJIETOYHAsl KapIMHOMA, MaMWUISIPHAsS KapUUHOMA, IUIOCKOKJIETOYHAS KapLHHOMA;
muMdosnuTenuanbHas  KapUuHOMa, 0a3albHO—KJIETOYHAs  KapLHHOMA, MHJIOMATPHUKCHAS
KapUMHOMA, TIEPEXOJHO—KJIETOYHAasl KapLUWHOMA, NaNWUBIPHAs  MEePEeXOJHO—KJIIETOYHAs
KapUMHOMA;,  aJCHOKapLWHOMA, TaCTPUHOMA, 3JIOKAYECTBEHHAs,  XOJIAHTMOKAPLIMTHOMA;
rernaToLeIUTIONIAPHAas  KapUWHOMA, KOMOHMHALMS — IeNaTOLEUTIOJSIPHOW — KapUUHOMBI |
XOJIAHTMOKAPIIMHOMBI, TPaOeKyJsIpHasi aAeHOKapLUUHOMA, JTUM(OUIHAS KHCTO3HAs KapLIMHOMA,
aJICHOKapIIMHOMAa B aJ€HOMATO3HBIX IOJHIIAX, AACHOKAPLHWHOMA, CEMEHHBIH KOJU—TIONHUIIO3,
COJIMIHAS KapLWHOMA, KapIMHOMIHAS OMYyXOJb, 3JIOKAUYECTBEHHAs, OPOHXHOJIO—AJIbBEOJISIPHAS
aZIeHOKAapILIMHOMA; MAMWIBIPHAs aJeHOKAPIIMHOMA, XpOoMO(pOoOHast KapLUHOMA, auuAaopUIbHAS
KapLMHOMa; OKCHU(UIbHASA aJeHOKapUUHOMA;, Oa30(uibHAs KapLHOMA, aJeHOKapILHOMA
NPO3payHbIX KJIETOK, 3€PHHCTO—KJIETOYHAs KapLUUHOMA, (OJUIMKYJSIpHAs aJeHOKapLUHOMA,
nanwuiApHas ¥ (OJUTMKYJIApHAs aJeHOKApLUHOMA, HEMHKANCYJIMPYIOLIas CKJIEPO3HPYIOLIast
KaplLMHOMA;, KapIMHOMAa KOpbl HAJAMOYEYHUKOB, KapLUMHOMA OJHIOMETPUs;, KapLUHOMA
NPUAATKOB KOXKH, allOKPUHHAs aJ€HOKAPLMHOMA; CalbHas aJeHOKAPLMHOMA, LEePyMHHO3HAas
aJICHOKAPIIMHOMA, MYKOSMHMIEPMOUIHAS KAPLUUHOMA, LUCTAACHOKAPLUUHOMA, MaNMUIsIpHAsT
LUCTAICHOKAPLUMHOMA,  TNAaNMWUIIPHAS ~ Cepo3Has  LUCTAJE€HOKAPIIMHOMA,  MYLMHO3HAs
LUCTAACHOKAPLMHOMA, MYLIMHO3HAs aJ€HOKAPIIMHOMA, MEPCTHEBUIHO—KJIETOUHAS KapLUHOMA,
UHQUIBTPUPYIOIIASCS TNPOTOKOBAas KApPLMHOMA, MEAYJUIIpHAS KapLUHHOMA, JOOyJspHas
KapLHHOMA; BOCMAJHTENbHAS KapUuHOMA, Oose3Hb Ilamkera, MOJNOUHBIE KeJe3bl; allMHO3HO—
KJIETOYHAsI KapIHHOMA; KEJIE3UCTO—TUIOCKOKJIETOYHAS KapLUHOMA,
aJIeHOKapPIITHOMA/TUTOCKOKJIETOYHAST METAIIa3Msl, THMOMA, 3JIOKAUYECTBEHHAs!, OIyXOJIb CTPOMBI
SUYHHUKOB, 3JIOKAYECTBEHHAs, TEKOMa, 3JIOKAYeCTBEHHAas, (DOJUTMKYJIOMA, 3JIOKAYEeCTBEHHAS,
aHnpolOriacToma, 3J0KadeCTBEHHas, KapuuHoMa kierok Cepronu, omyxosb kjerok Jledmura,
3JIOKQUECTBEHHAs,  ONyXOJIb  JIMIIUAHBIX  KJIETOK, 3JIOKAYeCTBEHHAs, MaparaHrjiioMa,
3JIOKQUECTBEHHAs,  [aparaHrimoMa  BHE  MOJIOUHOM  JKeJe3bl,  3JIOKAUeCTBEHHA,
¢deoxpomMoLTOMa;  IJIOMAHTHOCAPKOMA;,  3JIOKAUYECTBEHHAs  MEJAaHOMa, OeCIHMIrMeHTHas
MEJIAHOMA, IMOBEPXHOCTHO PACIPOCTPAHSIOINASACS MeEJNaHOMA, 3JI0KAaYeCTBEHHAas MellaHOMa B
T'MTAHTCKOM NMUTMEHTHPOBAHHOM HEBYCE, MEJNAHOMA SIUTEIHOUAHBIX KJIETOK, rojyOoil CHHUI

HEBYC,  3JIOKa4eCTBEHHBIH, capkoma, ¢QuOpocapkoma, ¢uOpo3Has  THCTHOLIUTOMA,
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3JIOKQUECTBEHHAs, MHKCOCApKOMa, JIMIOCApKOMa; JieHoMHocapkoma;, pabaoMuocapKoMma,
sMOpHOHaNbHas padIOMHOCAPKOMA; albBEONApHAs pabIOMHOCAPKOMA; CTPOMAJIbHAS CapKOMa,
CMeIIaHHasl OIyXOJIb, 3JIOKAYECTBEHHAs, MIOJUIEpPOBA CMeEINaHHAas OMyXojb, HedpoOmacToma,
rernatobiacTomMa; KapIHHOCAPKOMA, ME3EHXHOMa, 3JI0KAueCTBEHHas; OIyxojb bpeHHepa,
3JI0KQUeCTBEHHAs, (WUIOMAHAS OIyXOJb, 3JIOKAYECTBEHHAs, CHHOBHAJbHAs  CapKOMa,
ME30TeJIMOMa, 3JI0KAaueCTBEHHAs, AWCTePMUHOMA; 3MOpPHOHANbHAs KapLUHOMA, TepaToMma,
3JI0KaYEeCTBEHHAs], TEpaTOMa IMUTOBUIKH, 3JI0KAYECTBEHHAS, XOPUOKAPLIMHOMA;, Me3oHe(ppoma,
3JIOKQYEeCTBEHHAs, T'€MAHIMOCAPKOMA, T'€MaHTMOHIOTEINOMA, 3JI0KAYeCTBEHHAs, CapKoMa
Kamomy, reMaHrnonepuiuromMa, 3JI0KQYeCTBEHHAs; JIUM(AHTHOCApPKOMa, OCTEOCapKOMa,
IOKCTAKOPTUKAJIbHAS OCTEOCAPKOMA, XOHAPOCAPKOMA, XOHAPOOJACTOMa, 3JI0KAUYeCTBEHHAS,
Me3eHXMMAaJIbHAasi XOHIPOCAPKOMA, TUTAHTOKJIETOYHAsh OMNyXOJib KOCTH, capkoma FOwuHra;
OJIOHTOT€HHAsI OMyXOJb, 3JIOKAYECTBEHHAS;, aMeJo0JaCTHAs OJOHTOCApKOMa; amesiodiacToma,
3JIOKAQ4YeCTBeHHas; amenobnactHas (uOpocapkoma; NMUHeaaoMa, 3J0KaYeCTBEHHAs, XOPIOMa;
IJIHOMA, 3JI0KAYEeCTBEHHAS, SMEHANMOMA; aCTPOIMTOMA; MPOTOMIA3MATUYECKas aCTPOLMTOMA;
¢ubpmnsipHast ~ actpouuToma;  acTpoOjacToMa;  TNIMOOJIACTOMA;,  OJHMIOAEHIPOTIIHOMA,
ONIUTOIEHTPOOIACTOMA, TMPUMHUTHUBHAS  HEHPOIKTOAEPMANIbHAS, MO3XKEUKOBasl  CapKOMa,
raHJIMoOHelpoOIacTomMa;, HelipobiacToma, peTHHOOJACTOMA, HEWPOTeHHash OMyXOJjb OpPraHOB
00OHSHUS, MEHUHTHUOMA, 3JI0Ka4eCTBEHHas, Helipodubpocapkoma, HEBPUHOMA,
3JIOKQUECTBEHHAs, 3€PHUCTO—KJIETOYHAs]  ONYyXOJlb, 3JIOKAUYECTBEHHAs, 3JIOKAYeCTBEHHAsS
aumpoma; Oone3Hb XOIKKHMHA, XOJKKHMHA, MaparpaHyjioMma, 3JI0KaueCTBeHHas JuM¢oma,
MEJIKOKJIETOUHAs TUM(OLUTAPHAs, 3JI0Ka4eCTBEHHAs TUM(pOMa, KPYIHOKJIeTouHas, nuddy3Hasi;
3JI0KauecTBeHHass JuMpoma, (POoJUMKYNIsApHAst; TPpUOOBUAHBIN MHKO3; APYyrHe crenupuueckuie
HEXOJDKKUHCKHE JHMM(OMBI, 3J0KaYeCTBEHHBbIH TI'MCTHOLUTO3; MHOXECTBEHHAs] MHUEJIOMA;
TYYHOKJIETOYHAS CapKOMa; UMMYHONpondepaTuBHOe 3a00JIeBaHNe TOHKOW KUIIKH, JIEHKEMUSL;
AUMQONEeNKo3, IUIA3MOKJIETOYHBIH JIEWKO3, JPUTPOJEHKO3, JuMQOcapKkoMa KJIETOYHAsS
JeKeMUsi, MHUEJNIOUIHbIN  JielKko3, 0a3o(uibHBbIM  JIEWKO3, DSO03UHO(PHIBHBIN  JIEHKO3,
MOHOIIMTAPHBIA JIEHKO3; JIEHKO3 TYUYHBIX KJIETOK, MErakaproOJACTHBIA JIEWKO3; MHUEIOUIHAS
CapKOMa; M BOJIOCATOKJIETOUHBIN JICHKO3.

[0088] AyronMMyHHBIE 3a00JI€BaHUs 1)1 KOTOPBIX JaHHBIE CIIOCOOBI JICUSHUS SBIISTFOTCSI
NOJIE3HBIMH, BKJIFOYAKOT B cels, 03 OrpaHUuYEHUs: CIOHAWIOAPTPONATHIO, AHKHJIO3UPYHOLIUI
CTIOHAMJINT, TICOPUATHYECKHH AapTPUT, PEAKTUBHBIA apTPUT, JHTEPONATUYECKHN AapTpPUT,
caxapHblii nualer, LeNMaKku, ayTOMMMYHHOe 3a0oyieBaHME LIMTOBUAHON  JKENe3bl,
ayTOMMMYHHOE 3a00JieBaHHe TIeueHH, O0JIe3Hb AATMCOHA, OTTOPKEHHE TPAHCIUIAHTATa, OOJIe3Hb
TPAHCIUTAHTAT TMPOTHB XO35IMHA, OOJNE3Hb XO3fWH NPOTHUB TPAHCIUIAHTATA, S3BEHHBIN KOJIHT,
oonesup Kpona, Ooyie3Hb pa3IpakeHHOTO KHINEYHHWKA, BOCHAJUTENbHOE 3abojeBaHUe
KMIIEYHUKA, PEBMATOMAHBIM apTPUT, HOBEHWIbHbI pPEBMATOUIHBIA apTPUT, CEMEHHYIO
CPEAN3EMHOMOPCKYIO JINXOPanKy, OOKOBOW amuoTpoduueckuil ckiepos3, cunapom lllerpeHa,
paHHUI apTPUT, BUPYCHBIA apTPUT, PACCESHHBIN CKJIEPO3 UM NICOpUa3. JMarHoCTuka U JeueHue

TaHHBIX 3a00JIeBaHUI XOPOLIO 33JOKyMEHTUPOBAHBI B JINTEPATYPE.
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[0089] NudpexmoHHbIe 3a001€BaHUS, IS KOTOPBIX MOJIE3HbI TAHHBIE CITOCOOBI JICUSHUS,
BKJIFOUAIOT B cebst, Oe3 orpaHuveHusi, OaxkrtepuanbHble WH(EKLNH, BUPYCHBbIE HH(EKLNH,
rpubkoBble MH(EKIMM U mapazuTapHble uHpekuuu. MmocTpaTuBHbIE BUPYCHbIE HH(EKIUH
BKJIFOUAIOT B ce0s wuHpexkuuu BupycoM rematura B, Bupycom remaruta C, Bupycom
UMMyHozeuLuUTa YeaoBeka 1, BUPyCOM MMMyHOAe(pHLUTa YenoBeka 2, BUPYCOM MalUIJIOMBI
4eJI0BeKa, BHUPYCOM IIPOCTOro repmeca 1, BUPyCOM MNPOCTOrO reprneca 2, OMNOSCHIBAIOLINM
JUIIaeM, BETpstHON ocmoil, BupycoM Kokcakum A16, muromeranoBupycoMm, BUpycoMm 300ia,
SHTEPOBUPYCOM, BUpPYyCcOM OmiureliHa—bapp, XaHaTaBUPYCOM, XEHIPAaBHPYCOM, BHPYCHBIM
MEHUHTUTOM, PECIUPATOPHO—CUHIIUTHAIBHBIM BUPYCOM, POTaBUPYCOM, BHPYCOM 3aIajHOTO
Huna, amenoBupycom wu BupycoMm rpummna. HiumoctpaTuBHble OakTepuaibHble HHOEKIUU
BKIIFO4aroT B ceOs1 mHpekumu Chlamydia trachomatis, Listeria monocytogenes, Helicobacter
pylori, Escherichia coli, Borelia burgdorferi, Legionella pneumophilia, Bunamu Mycobacteria
(Hampumep, M. tuberculosis, M. avium, M. intraceliviar e, M. kansaii, M. gordonae),
Staphylococcus aureus, Neisseria gonorrhoeae, Neisseria meningitides, Streptococcus pyogenes
(rpynma A cTpenToKOKKOB), Streptococcus agalactiae (rpynma B crpentokokkos), Streptococcus
(rpynma «viridansy), Streptococcus faecalis, Streptococcus bovis, Streptococcus (aHaspoOHbIE
BUABI), Streptococcus pneumoniae, mnaroreHHbIMA Bupgamu Campylobacter, Bumamu
Enterococcus, Haemophilus influenzae, Bacillus anthracis, Corynebacterium diphtheriae,
Bugamu Corynebacterium, Erysipelothrix rhusiopathiae, Clostridium perfringers, Clostridium
tetani, Enterobacter aerogenes, Klebsiella pneumoniae, Pasturella multocida, Bumamu
Bacteroides, Fusobacterium nucleatum, Streptobacillus moniliformis, Treponema pallidium,
Treponema pertenue, Leptospira, Rickettsia, Actinomyces israelli, Bunamu muresut (Harpumep,
S.flexneri, S. sonnei, S. dysenteriae), u Bumamu cambMoOHe/ul. MmocTpaTUBHbIE TPUOKOBBIE
nHpexkuun BkiovaroT B cebst mHpeximu Candida albicans, Candida glabrata, Aspergillus
fumigatus, Aspergillus terreus, Cryptococcus neoformans, Histoplasma capsulatum,
Coccidioides immitis, Blastomyces dermatitidis u Chlamydia irachomatis.

[0090] OMroHyKJIEOTUA—JTUITUIHBIA KOMILJIEKC MOXET OBbITb HCIOJb30BAH B JaHHOM
JOKYMEHTE€ B KAaueCTBE IPOTHUBOOIYXOJEBOrO, MPOTHBOBUPYCHOTO, AaHTUOAKTEPHAIBHOTO,
NPOTHBOTPUOKOBOTO, MPOTHUBOIMAPA3UTAPHOTO MM AHTHAYTOMMMYHHOTO areHTa B Pa3JIMYHBIX
¢opmax. B KOHKpETHOM BapHaHTE OCYLIECTBICHHs, N300pETEHHE MPEeoyCMaTPUBAET CIOCOOBI
UCTIONIB30BAHUST KOMILIEKCA OJIMTOHYKJICOTUA—JIHUINL, BKJIIOUAOINe B ceds NpUBENEHUE B
KOHTaKT TMONYJSIUUK OOJBHBIX KJIETOK C TepaneBTHYeCKH 3(PQPEKTHBHBIM KOJHYECTBOM
KOMIUIEKCa OJIMTOHYKJIEOTUA—JIUNUA B Te4UeHHe [epuoja BPEMEHM, AOCTAaTOYHOIO JUIs
WHTUOMPOBAHUS HITN OOpaIeHHst BCIISATh 3a00JI€BaHMS.

[0091] B ongHOM BapuaHTe OCYINECTBIEHHs, IMPUBEJEHHE B KOHTAKT 1In  VIvVo
OCYIIECTBIISIIOT IyTE€M BBEICHUS MALEHTY BHYTPHUBEHHOW, BHYTPHUOPIOIIMHHOH, MOIAKOXKHON
WIA  BHYTPHOIYXOJEBOH  WHBEKUUH  TepanmeBTHUeCKH  3(PQeKTHBHOrO  KOIUYECTBa
(U3NONOrHUeCcKH MEPEHOCHMON KOMIIO3ULIMH, COAep Kale KOMIUIEKC OJMTOHYKJICOTUA—JIUITHI
COIJIACHO JaHHOMY H300peTeHnto. OIUroHyKJICOTHI—-JIMIUIHBIA KOMIUIEKC MOXKHO BBOIUTH

NapeHTePabHO HHBEKLNEH MITH ITOCTENEHHON NH(pY3Hel B TeUeHHe HEKOTOPOrO BPEMEHH.
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[0092] TepaneBTuueckue KOMIIO3UIMH, COAEPKAINUE OJUTOHYKJICOTHI—JTUTUIHBIN
KOMIUTEKC, OOBIYHO BBOJSIT BHYTPUBEHHO M TIOJKOXKHO, HATIPUMED, MTyTeM UHBEKIIUU SIMHHULIbI
no3pl. TepMUH «eOuHUIA [03bD» TPHU HKCIOJb30BAHUM B OTHOLIEHUH TEPareBTHUYECKOH
KOMIIO3UIIMM OTHOCHUTCS K (PU3WYECKH AMCKPETHBIM EIMHULIAM, MOAXOISALINM B KayeCTBE
eIMHUYHBIX 703 AN CyObeKTa, MpUUYeM KaxKnas eIUHHIA CONEPIKUT 3apaHee OMpeesieHHOe
KOJMYECTBO  AKTUBHOTO  MaTepuaja, pacCUUTaHHOE Uil TOJyYEHUs  KeJaeMOro
TepaneBTHueckoro 3¢gdexra B couerannu ¢ TpedyembIM pazdaBuTeeM, T. €. IePEHOCYUKOM HUITH
HOCHTEJIEM.

[0093] Kommno3umuu BBOAST CIIOCOOOM, COBMECTHMBIM C JIEKAPCTBEHHOH TOTOBOM
dbopmoii, u B TepaneBTHYeCKH 3(PdexkTuBHOM KonmyecTBe. KOMM4ecTBO, KOTOpOE ClenyeT
BBOAHUTh, 3aBUCHT OT MOMJIEKAIIErO JIEYEHHIO CYObeKkTa, CIMOCOOHOCTH CHCTEMbI CyObekTa
UCTIOJIb30BaTh AKTHBHBIA WHIPEIUEHT, W JKEeJJAeMOW CTeleHU TepamneBTH4eckoro s¢dexra.
TouHble KONMMYECTBA AKTHBHOTO WHTPEAMEHTa, HEOOXOAHMMBIE JJIsi BBEACHHsS, 3aBHCST OT
CY>KICHHsI MPAKTUKYIOMIEro Bpaya W SIBJSIFOTCS WHIMBHIYAJTbHBIMH JUTSI KQ)KIOTO YEJIOBEKa.
OpnHako, MOAXOASIIUE AWAMA30HbI J03 Il CUCTEMHOrO MPUMEHEHHsS] PACKPBITHI B JTAHHOM
JOKYMEHTE M 3aBUCST OT MyTU BBeIeHUs. Takke pacCMaTPUBAKOTCS MOIXOMSIINE PEKUMBI TSI
HAYaJIbHOTO © OyCTEpHOrOo BBENEHUS, W WUIOCTPUPYIOTCS TEPBUYHBIM BBEIEHUEM C
MOCJIEAYIOIIUMH TIOBTOPAMH J103 C WHTEPBAJIOM B ONHMH I OOJbINee KOJUYECTBO HACOB C
MOCNIEAYIONIeH WHBEKIUeH WIM OPYrUM BBeAeHHeM. JUToCTpaTHUBHBIE MHOKECTBEHHBIE
BBEJICHUs] OIMMCAHbl B JAHHOM JOKYMEHTE U SIBIISIIOTCS OCOOCHHO MPEANOYTHTEIBHBIMH JIJIs
MOJJEPXKAHUsI HEMPEePbIBHO BBICOKMX YPOBHEW TOJUMNENTHIA B CHIBOPOTKE M TKaHU. B
aNbTePHATHBHOM BapHWaHTe, pAcCMATPUBAETCSl HENpepbiBHAs BHYTPUBEHHAas HWHPy3wHs,
JOCTATOYHAs AJIsl MOAEP>KAHUS KOHLIEHTPALMI B KPOBH B IMAIA30HAX, YKA3aHHBIX ISl TePaITiH
in vivo.

[0094] Ilpenmonaraercsi, 4TO OJMIOHYKJIEOTHUZ COTJIACHO H300PETEHHIO MOXKET ObITh
BBEJIEH CHCTEMHO WJIH JIOKAJIbHO JUTsl JIEUeHUs: 3a00JIeBaHusl, TAKOTO KaK HHIMOUPOBAaHUE POCTa
OMyXOJIEBbIX KJIETOK WM JJISi YHUYTOXKEHHS PAKOBBIX KJIETOK Yy PAKOBBIX MALIMEHTOB C
JIOKAQJIbHBIM TO3[IHUX CTAIUI Pa3BUTHS WM METACTATUYECKUM BHUAamu paka. OHU MOTYT ObITh
BBEJIEHbl BHYTPUBEHHO, HMHTPATEKAJbHO, TMOIKOXKHO W/WJIM BHYTPHOPIOIIMHHO. KX MOKHO
BBOAUTh OTIEJIBHO WJIM B KOMOWHAIMU C aHTUNpOIH(epaTUBHBIMU Tpernaparamu. B omHOM
BapHAaHTe OCYIIECTBJICHUS, MX BBOIST IJIi CHIJKEHHsI PAKOBOH HArpy3ku y TMalUeHTa 0
omepanuu Wik APYruxX Mpoueayp. B anbTepHaTMBHOM BapuaHTe, OHH MOTYT OBbITb BBEICHBI
nocjie  omepanuy, 4ToObl TapaHTUPOBATh, YTO JIOOOHW oOcTaromuiics pak (Hampumep, pak,
KOTOPBII HE YAAJIOCh YCTPAHUTh XHUPYPTHUECKUM BMEIIATEIbCTBOM) HE BBIKHBET.

[0095] TepameBTudecku 3(PPEeKTUBHOE KOJUYECTBO OJIMTOHYKJIEOTHAA MPENCTABIISIET
co0oli 3apaHee OIpENeIeHHOE KOJHMYECTBO, PACCUMTAHHOE IUJIsI AOCTIDKEHHS JKEJIaeMOTO
s¢ddexra, T. €. nIs1 HUHTHOUPOBAHUS SKCIPECCHH Oenka—MuIeHn. TakuM o0pa3oM, quama3oHbI
103 AJisi BBEIEHUSI OJIMTOHYKJICOTHIOB COTJIACHO JAHHOMY HM300PETEHHIO NOCTATOYHO BEJIUKH
UL TOCTYOKEeHHsT skenmaemoro 3¢gdekra. Jlo3za He momkHa OBITh HACTONBKO OOJNBLION, YTOOBI

BBbI3BaTb ITOOOYHBIE 3(b(beKTbI, TAKHUE KaK CHHAPOMBI MOBBIIIIEHHON BA3KOCTH, OTCK JICTKHUX,
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3aCTOMHAs CepAevHass HEeIOCTAaTOYHOCThb, HeBposorndeckue sddexrsr u 1. m. B memom, kak
NpaBUIIO, 1032 OyAET BapbUPOBATHCS B 3aBHCHMOCTH OT BO3PAcTa, COCTOSHHUS, OJIa U CTENEHH
3a00seBaHMs y TALMEHTa, U MOXET ObITb ONpeAeNieHa CIeHHATUCTOM B JAaHHOW objacTu
TexHUKU. Jlo3a MOxkeT OBITh CKOPPEKTHpPOBAaHA JieYallUM BpayoM B Cly4ae KaKux—JIuOo
OCJIO’KHEHUI.

[0096] Kommo3uuuro COrjgacHO AaHHOMY H300PETeHHIO MPEANOYTHTEBHO BBOJST
HNaLUEeHTy NapEeHTEPAIIBHO, HanpuMmep, BHYTPUBEHHOH, BHYTpUApTEPHUAIBLHOM,
BHYTPUMBILIEYHOMN, BHYTPUIMM(ATHUECKOH, BHYTPUOPIOLITUHHOM, MOJIKOKHOH,
BHYTPUILICBPAIIbHON MJIM HHTPATEKATbHON MHBEKLMEH, WK MOXKET ObITh UCIIOJIB30BAHA €X ViVO.
[IpennmouTuTenbHble O3Bl COCTABISIOT OT S 10 25 wmr/kr. BBemeHue mnpeanouTHUTENTHHO
MOBTOPSAIOT MO PACMUCAHUIO, ITOKA PAK HE UCUE3HET WM HE PErPECCUPYET, U MOKET COUETATHCS
¢ IpyruMu popMaMu Tepanuu.

dapmanieBTUYECKUE NTPENnapaTsl

[0097] ©@apmanieBTHYECKAsT KOMIIO3UIIMSI, COAEPIKAIIAs JIUTTOCOMBI, OOBIMHO BKJIFOUYAET B
ceOs1 CTepUiIbHBIN (papMalleBTUYECKH TMPHEMJIEMbI HOCHTENIb MM pa30aBUTENb, TaKOH Kak
AEKCTPO3a WK (PU3NOIIOTHUECKUH PacTBOP.

[0098] B Tex cnyuasix, KOraa OCYLIECTBIISIOT KIMHUYECKOE TPUMEHEHNE HE3aPSKEHHOTO
JUMHUIHOTO KOMIIOHEHTa (Hampumep, B (opMe JTUTIOCOMBI), CONEPIKAIIEro OJIMTOHYKIICOTH, B
LIeJIOM, KaK IPaBUJIO, TOJIE3HO IOJYYUTh JUMHIHBIA KOMIUIEKC B BHAE (hapManeBTHUECKOM
KOMITO3ULINH, NOAXOASAIIEH M NpeanogaraeMoro npuMenenus. Kak npasuio, 3T0 noBieyeT 3a
co0oli MpUroToBieHue (papMaLeBTHUECKOH KOMITO3ULMH, KOTOpas MO CYIIECTBY HE COMAEpPIKUT
IUPOTeHOB, a TAKXKE JIFOOBIX APYIMX NpUMeced, KOTOpble MOTYT ObIThb BPEOHBIMHU IUIS JIIOAEH
WIN >KUBOTHBIX. MOJHO TakXe HCIOJb30BaTh COOTBETCTBYIOIME Oydepbl A NpUAaHUs
KOMIUIEKCY CTaOMIIBHOCTH M 00eCTIeueH sl BO3MOKHOCTH MOTJIOIIEHHS KJIETKAMH—MHIIEHSIMH.

[0099] ®pa3bl «papMaleBTHIECKH WM (HapMaKOIOTHYECKH PUEMIIEMBII» OTHOCSTCS K
MOJICKYJISIPHBIM BEINECTBAM W KOMIIO3HMLMSAM, KOTOPbIE HE BBI3BIBAIOT HEOJArONPUSITHYIO,
AJIEPTHYECKYI0 WM JAPYTYI0 MOOOYHYH PEAKLMI0 MPH BBEIACHUU >XKMBOTHOMY, TaKOMY Kak
YeJIOBEK, B 3aBUCUMOCTH OT curyauuu. I[IpuroroBneHue (apManeBTUUYECKOH KOMITO3HLIUY,
KOTOpasi COAEPKUT, MO MEHbLIEH Mepe, OIUH HE3aPSIKEHHBIN JIMMUAHBIA  KOMITOHEHT,
COAEPIKALTUI OJIMTOHYKJICOTUA MJIM TOTIOJHUTENIbHBIA aKTUBHBIA MHIPEINEHT, OyJIeT M3BECTHO
CHEeLHUAINCTAM B JaHHOH OOJACTH TEXHUKH B CBETE€ JAHHOTO PACKPBITHA H300pETeHHs,
npuMepoM kotoporo sisisiercst Remington: The Science and Practice of Pharmacy, 21st, 2005,
BKJIIOUEH B JJaHHBINH JIOKYMEHT IOCPEACTBOM cChbUIKU. Kpome Toro, njsi BBeeHUS XKUBOTHBIM
(HampuMep, 4YeNOBEKY), CJeoyeT IOHMMaTh, YTO IIpenaparsbl IOJDKHBI COOTBETCTBOBATH
CTaHZAapPTaM CTEPHJIBHOCTH, TUPOT€HHOCTH, 00IIeH Ge30MacHOCTH M YUCTOTHI, KaK TOro TpedyeT
VYnpasnenue Ouonornueckux crangaptos FDA.

[00100] Kak mpumensiercss B JaHHOM AOKYMEHTE, «()apMaleBTUYECKU IMPHEMIIEMBbIil
HOCHUTEIbY» BKIIIOYAET B ceOst II0ObIe M BCE PACTBOPHUTENH, AUCIIEPCHOHHBIE CPEIbl, OKPBITHS,
MOBEPXHOCTHO—AKTHUBHbIE BELIECTBA, AHTHUOKCHJIAHTHI, KOHCEpPBaHTbI (Hampumep,

aHTI/I6aKTepI/IaHbeIe AI'CHTLI, HpOTI/IBOI"pI/I6KOBbIe aFeHTbI), HN30TOHUYCCKUE arcHTbI, arCHThI,
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3amMemysirone  abcopOLMIO, COJIM, KOHCEPBAHTBI, JIEKAPCTBEHHBIE CPENCTBA, CTAOWMIIN3aTOPbI
JIEKapCTBEHHBIX CPEACTB, e, CBA3YIOLIME BEIIECTBA, HAIMOJIHUTENH, E3UHTErPUPYIOIINE
areHTbl, CMa3bIBAIOLUE BEIIECTBA, IMIOACIACTUTENHM, apOMATH3aTOpPbl, KPACUTENH, TaKue
nonoOHbIe MaTepuadbl U UX KOMOWHAIMH, KAaK W3BECTHO CHEIHAIUCTy B JaHHOW O0OJacTH
TexHUKH. PapMaleBTUUECKU MPUEMIIEMbI HOCUTEJb MPEANOUYTUTEIbHO T'OTOBST JJi1 BBEACHUS
YeJIOBeKy, XOTs B HEKOTOPbIX BapHUaHTaX OCYLIECTBJIEHHS MOXeT OBbITh KeJaTeIbHO
UCTONBb30BaTh (hapMaLEBTHUECKH MPHEMJIEMbIil HOCHTENb, KOTOPBIH TOTOBSIT AJISi BBEIEHHS
OTJIMYHOMY OT YeJIOBEeKa >KUBOTHOMY, HO KOTOpPbIH He Oynmer mpuemiieMbiM (Hampumep, u3—3a
rOCYZIapCTBEHHOI'O PEryJUPOBAHUS) [IJIsl BBEIEHUS YEJIOBEKY. 32 UCKIIFOYEHHEM CJIy4aeB, KOrna
KaKOW—JTMOO OOBIYHBIA HOCHUTEJh HECOBMECTHUM C AKTUBHBIM HHIPEIUEHTOM, IMPEIIoNaraercs
€ro UCIOJIb30BAaHUE B TEPAMEBTHUECKUX WU (hapMaleBTUYECKUX KOMITO3ULIUSIX.

[00101] dakTHuUecKOe KOTHMYECTBO O3bI KOMIIO3UIIMK COTJIACHO JTAHHOMY HU300PETeHHIO,
BBOJAMMON MALIMEHTY WA CYOBEKTY, MOXKET ONpPenessThes PU3ndecKuMu U (PU3UOJIOTHIECKUMHU
(dakTopaMu, TAKUMHU KaK Macca Teja, TSHKeCTh MAaTOJIOTHH, TN 3a00JeBaHus], KOTOPOEe Jieyar,
MPEIbITyIHUe WA COMYTCTBYIOIINE TEPAMEBTHUECKHE BMEIIATEIbCTBA, OCOOCHHOCTH MAlMEHTa,
U MyTh BBeNeHUs. B 1r000M ciydae, MpakTHKYIOIIUN Bpay, OTBETCTBEHHBIN 3a BBeleHUE, Oyaer
OTPEAeNATh KOHLEHTPALUIO aKTHBHOTO MHTPENUEHTA(OB) B KOMITIO3ULIMA U COOTBETCTBYIOIIYIO
n03y(bl) AT OTAETBHOTO CYOBEeKTa.

[00102] B HeKOTOpBIX BapHaHTaX OCYLIECTBICHHs, (HapMaLEeBTUUYECKHE KOMITO3ULIUH
MOTYT COZep>KaTh, HApUMep, N0 MeHbluel Mepe, mpumepHo 0,1% akTuBHOro coenuHeHus. B
IPYTUX BapUaHTaX OCYLIECTBJEHUS, aKTUBHOE COEIMHEHHE MOXKET COCTaBJIATh, HAIpPUMEpP, OT
oKk0J10 2% 110 0k0y0 75% OT Macchl €NUHUIBI O3bl WM, HApUMeEp, OT Ookoyio 25% A0 OKOJIo
60%, 1 r000I qUana3oH, MoJydyaeMblid U3 HUX. B Ipyrux HEOrpaHUYHMBAOLINX MTPUMEPAX, 103a
TaK>Ke MOXKET COCTABJISIT OT OKOJIO 1 MKI/KI/MacChl Teja, OKOJIO 5 MKI/KI/MacChl TejIa, 0kojio 10
MKI/KT/Macchl Tejia, okosio 50 MKr/kr/maccel Tena, okoyno 100 Mkr/kr/macchl Tena, okosio 200
MKI/Kr/Maccel Tena, okojo 350 Mkr/kr/maccel Tena, okoyno 500 MKI/Kr/mMaccel Tena, Okoyo 1
MI/KI/Macchbl Tejaa, OKOJIO S5 Mr/kr/maccel Tena, okojao 10 wmr/kr/maccel Tena, Okojo 50
Mr/Kr/maccel Tena, okojo 100 mr/kr/maccel Teja, okojo 200 mr/kr/maccel Tejia, okono 350
Mr/kr/maccbl Tena, okosio 500 wmr/kr/maccel Teja, m0 okosio 1000 mr/kr/maccel Tena WId
Oonblliee 32 OMHO BBEAEHHE, U JIIOOOH MUAna3oH, MOJy4aeMblii U3 HUX. B HEOrpaHHMYMBAIOLIUX
MpuUMepax MOJy4aeMOro JUara3oHa U3 YHCENl, MEPEUUCICHHBIX B JAHHOM JIOKYMEHTE, MOJKET
OBITh BBEJIEH AUAIA30H OT OKOJO 5 MKI/Kr/Maccel Tena a0 okoyno 1000 mr/kr/maccel Teja, OT
OKOJIO 5 MKI/Kr/mMacchl Tesia 10 0kojio S00 Mr/kr/Macchl Tena u T. 1.

[00103] OnuroHykJI€OTHA COTJACHO [aHHBIM BapUAHTAM OCYIIECTBJICHHUS MOXKHO
BBOIUTBL B o3e 1,2, 3,4,5,6,7,8,9, 10, 15, 20, 25, 30, 40, 50, 60, 70, 80 90, 100 umu Oobiiee
MKI' HYKJICHHOBOM KHUCJIOTHI B fo3e. Kaxknas mosa moxer umets o0bem 1, 10, 50, 100, 200, 500,
1000 wnu GoJbliee KOJTHMYECTBO MKJT MJTH MIT.

[00104] PacTBOpBI T€paneBTUYECKUX KOMITO3ULUII MOTYT OBITH NMPUTOTOBIIEHBI B BOJE,
MOIXOISMMM 00pa3oM CMEIIaHHOH ¢ TOBEPXHOCTHO—AKTUBHBIM BEIIECTBOM, TaKUM Kak

TUJIPOKCUITPOTTMIILEIUTI0N03a. JIUCepcuu Takke MOTYT ObITh NPUTOTOBJICHBI B TIIMLIEPUHE,
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KUJKUX TOJUSTUJICHIIIUKOINAX, UX CMECSX M B Maciax. B OOBIYHBIX yCIOBHUSIX XpaHEHUs U
UCIIOJIB30BAHUs 3TH IMpenaparbl COAEp:KaT KOHCEPBAHT JJid MPENOTBpALICHUs pOCTa
MHUKPOOPTraHU3MOB.

[00105] TepameBTUYeCcKHEe  KOMIIO3ULMH  COMJIACHO  JAHHOMY  H300pETEHHIO
NPEUMYIIECTBEHHO BBOJAT B (JOPME MHBELHUPYEMbIX KOMIIO3ULMN B BUIE *KUIKUX PAaCTBOPOB
WIN CYCHEH3MH, Takke MOTYT OBITh NPUTOTOBJICHBI TBEpAble (OPMBI, MOIXOAALINE IS
pPacTBOpPEHMsI WJIM CYCHEHIUPOBAHUS B KUIKOCTU IEpe] MHbEKLMEeH. DT INpenaparbl Takke
MOTYT OBITH OSMYJIbIHPOBAHbI. TUNHMYHAS KOMIIO3ULMS JUIsI OTOW LEIH  CONEPIKUT
(bapManeBTHUECKH MPUEMJIEMbIil HOCUTEb. Hanpumep, KOMIIO3UIMsS MOXKET conepskarh 10 mr,
25 wr, 50 mr win BmioTk 10 100 Mr 4enoBeYeCKOro CbIBOPOTOYHOTO aTbOyMHHA HA MUJLTHITUTP
3abydepennoro ¢ocparom coseBoro pactBopa. Jlpyrue QapManeBTHYECKU MpUEMIIEMbIE
HOCHUTEIN BKJIFOYAIOT B ce0s BOAHbIE PACTBOPBI, HETOKCHYHBIE HAIIOJIHUTEIH, B TOM YHCIIE COJIH,
KOHCEPBAHTBI, Oydepbl 1 TOMY OJOOHOE.

[00106] TIlpumepamMu HEBOAHBIX PpACTBOpPUTENENH SABIAIOTCA  IMPOIUJIEHIJIMKOJID,
MOJIM3THUIICHTJINKOJIb, PACTHTENBHOE MAClIO M MHBELUPYEMbIe OpPraHHYECKHe CIOXKHbIE 3(QUPBHI,
Takue Kak JTWiosiear. BomHbIE HOCHTENM BKJIIOYAIOT B Ce€0s BOXMY, CIUPTOBBIE/BOJHBIE
pacTBOpBL, COJIEBbIE PACTBOPBI, IMAPEHTEPANbHBIE HOCHUTENH, TAKUE KaK XJIOpUJ HaTpus,
nekcrpo3a Punrepa m T. a. KoHcepBaHTBI BKIIOHUArOT B ce0sl aHTUMHKPOOHBIE AareHTBHI,
AHTHOKCHJIAHTBI, XEJIaTOOOPA3yIOLINe areHThl 1 UHEPTHBIE Ta3bl. pH U TOYHYIO KOHLIEHTPALHIO
Pa3NUYHBIX KOMIIOHEHTOB ()apMaleBTHUECKOW KOMITO3UIMH PETYJIUPYIOT B COOTBETCTBUU C
XOPOLIO U3BECTHBIMU NapaMETPaMU.

[00107] TepaneBTuueckne KOMIIO3ULMM COIJIACHO JAHHOMY H300PETEHHIO MOTYT
colepKaTh Kjaccudeckue (QapmMalieBTHUeCKHe IpernapaTbl. BBeneHue TepaneBTHUECKHX
KOMITO3UILUI COTJIACHO JaHHOMY H300peTEeHHI0 OyIeT OCYIIECTBISATHCS JTIOObIM OOIIETPUHSITHIM
IyTeM, €CJIM TKaHb—MHIIEHb IOCTYIHA Yepe3 3TOT HyTh. JTO BKJIIOYAeT B ce0sl OpaibHBIMH,
Ha3aJIbHbIN, OYKKaJIbHbBIN, PEKTATbHBIN, BATHHAIBHBIN WM MECTHBIH. MeCTHOE BBEIEHUE MOKET
ObITh OCOOEHHO TOJIE3HBIM JMJIsi JICYEHHUS pakKa KOXKH, JJIST TPEAOTBPALICHUS aJIOTELUH,
BbI3BAHHOH XUMHOTEpanued, Wik APYroro KOKHOTO THIEepPHposudepaTHBHOrO HapylueHus. B
ANbTEPHATHBHOM BAapUAHTE, BBEICHHE MOXKET OBITh OPTOTONMUYECKOH, BHYTPHKOXHOM,
NOJIKOJKHOW, BHYTPUMBILIICEYHOH, BHYTPHOPIOIIMHHOW MM BHYTPUBEHHOW WHBbeKuuel. Takue
KOMITO3UIIUH OOBIMHO BBOIAT B BHIE (PapMaLEeBTUYECKH MPUEMIIEMBIX KOMITO3ULHN, KOTOPBIE
comepxkat (PU3UOJOTHUYECKH MpHEeMIIeMble HOCUTENH, Oydepsl uian apyrue HanojgHuTend. s
JICYSHHsI TIATOJIOTUH JIETKUX MOJKET HCIOJIb30BATHCS a’po30iibHast aoctaBka. OOwpemM a3pos3ons
cocrasiisieT ot okoJio 0,01 mo 0,5 mi.

[00108] Dd¢dexkTuBHOE KOJUUECTBO TEPANEBTHUECKOW KOMIIO3ULIUK OIPENeseTCs
UCXOJIsl U3 HAMEUEHHON Lenu. TepMHH «eIUHUIA 03Dy MIIH «033» OTHOCHUTCS K (PU3MUYECKH
IUCKPETHBIM €IUHHLIAM, TTOAXOIAIINM JJIsl IPUMEHEHUs] CyObEeKTOM, MPUYeM KaKiasi eAUHULA
COIEPKUT 3apaHee OMNPENESIEHHOE KOJIMYECTBO TE€PaneBTHYECKONW KOMIIO3ULUH, PACCUUTAHHOE
IUIA TIOJYyYEHUs JKeNAeMbIX PEaKLUH, OOCYy»KIaeMbIX BBIIIE, B CBS3M C €€ BBEIEHHEM, T. €.,

COOTBETCTBYHOIIIMM IIYTEM U MO CXEME JICUCHUA. KOJ’II/ILIGCTBO, KOTOPOE OOJI2KHO OBITh BBCICHO,
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KaK B 3aBHCHMOCTH OT KOJHMYECTBa 00pabOTOK, TaK M €IMHHUIIBI JO3bl, 3aBUCUT OT >KEJIaeMOH
3amuTel Wi dddexra.

[00109] TouHble KOJUYECTBA TEPANEBTUYECKON KOMIIO3ULIUU TaKXKe€ 3aBUCAT OT
CY’KAE€HMs NMPAKTUKYIOLIEro Bpada WM SIBISIOTCS MHAWBMAYAJbHBIMU IJIsI Ka)KIOTO YeJIOBEKa.
daxTopbl, BIUAIOIINME HAa 103y, BKIIOUAIOT B ce0s (u3nueckoe M KIMHUYECKOE COCTOSHUE
NALNEeHTA, MyTh BBEACHUS, IPEATIONAraeMyo Lejib JeUeHus (Hanpumep, objerdieHrne CHMITOMOB
IO CPAaBHEHUIO C U3JIe4eHHEeM) U 3(PEKTHBHOCTh, CTAOMIBHOCTh U TOKCUYHOCTb KOHKPETHOTIO
TEpareBTUYECKOro BEeIleCTBa.

KomMOuHMpOBaHHOE JieueHue

[00110] B HekoTOpBIX BapHaHTaX OCYLIECTBJICHHs, KOMIIO3ULIMH U CIIOCOOBI COTJIACHO
JAaHHOMY H300pETeHHMI0 BKJIIOYAIOT B ce0sf HMHIHOMPYIOIIUH  OJIMTOHYKJEOTHA MU
OJIUTOHYKJIEOTH]I, CIIOCOOHBII SKCMPECCHPOBATH HMHIMOUTOP 3KCIPECCUU T'eHa, B KOMOUHAIIH C
BTOPOW  WJM  JONOJHHUTENbHOH  Tepamuei. CrnocoObl W KOMIIO3WUIMH,  BKJIOUas
KOMOVWHHPOBAHHYIO TEPANHIO, YCHIMBAIOT TEPANeBTUYECKUN WM 3aIUTHBIN 3(dext n/mmm
YCHJIMBAIOT TEpaneBTHUECKUH 3¢ (eKT Apyroil MpoTUBOPAKOBON WM aHTH-TIPOJH(epaTHBHOMI
Tepanuu. TepaneBTHdYecKHe W TNPOPUIAKTHUECKHE CMOCOOBI W KOMITO3UIMH MOTYT OBITh
NpEeAJIOKeHbl B KOMOMHHPOBAHHOM KOJMUYECTBE, 3()(PEKTHBHOM Al NOCTHIKEHHS KEJIAeMOTro
s¢dexra, TakOro Kak YHUYTOKECHHE PAKOBOW KJIETKH W/WJIW HWHTUOMPOBAHUE KJIETOYHOMN
runeprpoiardepanny. ITOT MPOLECC MOXKET BKIIIOYATh B ce0sl MPUBEIEHNE B KOHTAKT KIIETOK C
UHTUOUTOPOM 3KCIIPECCHU T€HOB M BTOPOH Tepanuel. TkaHb, OMyXOJb UM KJIETKa MOTYT OBbIThH
NPUBEAEHbBl B KOHTAKT C OJHOW WM OOJBIIMM  KOJMYECTBOM KOMIIO3ULIUN WM
(hapMaKoJIOrHYeCKNX T'OTOBBIX (HOPM, COAEPKAIMUX OAUH I OOJIbLIee KOJIMYECTBO areHToB (T.
€. UHrHOUTOp 3KCIPECCHU T€Ha WM MPOTHBOPAKOBBII ar€HT), UM yTeM NPUBEIEHHS B KOHTAKT
TKaHH, ONMyXOJH W/WJIM KJIETKH C ABYMs MU OOJIBIIUM KOJMYECTBOM PA3IMYHBIX KOMITO3HIIUH
WIA TOTOBbIX (opM, mpUYeM OIHA KOMIIO3WLMs obecreunBaer 1) WHrHOMPYIOLIHIA
OJIUTOHYKJIEOTH, 2) MPOTUBOPAKOBBIN areHT WK 3) Kak HHrUOMPYIOIUI OJMTOHYKJICOTH, TaK
U TPOTHBOPAKOBBIA areHT. TakXKe MPEArnoNaraercsi, 4To Takas KOMOWHHMPOBAHHAS TEpPaIHsl
MOJKET UCTOJIb30BATHCS B KOMOMHALIMK ¢ XUMHOTEPAITUEH, JIyUeBOH Tepanmuei, XUupyprauecKon
Tepanuen Uil UMMYHOTEpanuen.

[00111] Marnbupyromuii OJUrOHYKJICOTH MOXKHO BBOIUTH 110, BO BPeMsi, TIOCIIE WU B
Pa3NIUYHBIX KOMOWHAIMAX OTHOCHTEIBHO IIPOTUBOPAKOBOIO JICUEHHs. BBENEHHS MOTyT
OCYIIECTBIIATECS C HWHTEPBAJlaMU OT OJHOBPEMEHHO MO HECKOJbKHUX MHHYT, 10 HECKOJbKUX
IHEHW, IO HECKOJbKHX Heledb. B BapWaHTax OCYIIECTBICHUS, B KOTOPBIX HHTHOMPYHOIIHI
OJIUTOHYKJIEOTH]] NMPENOCTABISIOT MALUEHTY OTAENBbHO OT NMPOTHBOPAKOBOTO areHTa, OOBIYHO
rapaHTUPYeTCs, YTO He OyAeT 3HAYMTENBbHOrO pa3pblBa BPEMEHHM MEXAY BPEMEHEM Ka)KIOH
IOCTaBKH, TaK YTO 3TH J1BA COCOUHEHMS BCE eme OyAyT CIOCOOHBI OKa3bIBATh BBITOIHBIN
KOMOMHHUPOBaHHBbIH 3(¢dexkT Ha mauueHTa. B Takux ciydasx Mpeanojaraercsi, 4TO MOXKHO
o0ecreunTh MalueHTa WHrUOMPYIOLIeH OJMIOHYKJIEOTUAHON Tepanmued W IpPOTHBOPAKOBOM
Tepanueil B mpepenax mnpumepHo or 12 mo 24, wnm 72 4yacoB Apyr OT apyra u, Oonee

MPEANOYTUTENBHO, B TE€YeHHE NMPUMEPHO 6—12 yacoB Apyr OT apyra. B HEKOTOpPBIX CUTyauusX,
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MOKET OBIThb JKeJATebHBIM 3HAYUTENbHO YBEJIWYUTh MEPUON JICUCHUS, MPH 3TOM MEXKIY
COOTBETCTBYIOIUMH BBEIEHUSIMHU €CTh MPOMEKYTOK OT HeCKOJbKUX 1Hel (2, 3, 4, 5, 6 wimm 7) 0o
HecKOJbkUX Hexenb (1, 2, 3,4, 5, 6, 7 unu 8).

[00112] B HEkOTOPBIX BapuaHTaX OCYLIECTBIEHUs, Kypc JeueHus Oyner anutees 1, 2, 3,
4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31,
32,33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57,
58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73,74, 75,76, 77,78, 79, 80, 81, 82, 83,
84, 85, 86, 87, 88, 89, 90 nueii unu Oonbine. [Ipenmonaraercs, 4To OJUH areHT MOKET OBITh
BBelEH B ewb 1,2,3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25,
26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51,
52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69,70, 71,72, 73,74, 75,76, 77,
78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89 u/uu 90, uau 100yr0 MX KOMOWHAIUIO, U IPYTOU
areHT BBOAST B IeHb 1, 2,3, 4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23,
24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49,
50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70,71, 72,73, 74, 75,
76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89 w/unm 90, unu mobyro ux komOuHanuw. B
TeYeHHe OXHOro nHs (24—4acoBOW MepPHOJ) MALHMEHTY MOXeT ObITh HAa3HAYeH OOWH WU
OoJbIiee KOTMUECTBO MpueMoB areHTa(oB). KpoMe Toro, mocie kypca JiedeHHsI PEANoIaraeTcs,
YTO CYINECTBYET MEPUOJ BPEMEHH, B TEUEHHE KOTOPOTO HE MNPOBOAUTCS MPOTUBOPAKOBOE
JedeHnue. JTOT Mepuo BpeMeHU MoxeT muuthes 1, 2, 3, 4, 5, 6, 7 nuert w/wmm 1, 2, 3, 4, 5
Henenb w/unu 1, 2, 3, 4,5, 6, 7, 8, 9, 10, 11, 12 mecsaueB u Oonblle, B 3aBUCUMOCTH OT
COCTOSIHMSI MALUEHTA, TAKOI'O KaK €ro MPOrHo3, BBIHOCIUBOCTD, 340POBLE U T. A.

[00113] MoryT ObITh HCIIOJIB30BAHbI Pa3IHUHbIe KOMOMHALMH. J1J1s1 MPUBEAEHHOTO HUXKE
npuMepa WHIHOUPYIOINAsS OJMIOHYKJICOTHAHAS Tepamus TMPEeNcTaBisieT coboit «A», a
MIPOTUBOPAKOBast Tepanus — «B»:

A/B/A B/A/B B/B/A A/A/B A/B/B B/A/A A/B/B/B

B/A/B/B B/B/B/A B/B/A/B A/A/B/B A/B/A/B A/B/B/A

B/B/A/A B/A/B/A B/A/A/B A/A/A/B B/A/A/A A/B/A/IA

A/A/B/A

[00114] Benenue m000ro COeAMHEHNS UM TEPAMUU COTJIACHO JAHHOMY H300PETeHHIO
MaueHTy OyaeT MPOUCXOIUTh COTJIACHO OOIMMM MPOTOKOJAM BBEACHHS] TaKUX COENUHEHUH,
MPUHUMAsi BO BHUMAHHME TOKCHYHOCTb AareHTOB, €ClIu TakoBasi mmeercs. (ClenoBaTenbHO, B
HEKOTOPBIX BapHaHTaxX OCYLIECTBJICHHS], CYLIECTBYET 3TAll MOHUTOPUHIa TOKCUYHOCTH, KOTOpas
CBOICTBEHHa KOMOMHUPOBaHHOM Tepanuu. OKUAAETCS, YTO [UKIIBI JICUSHHs Oy YT TTOBTOPSITHCS
no mepe HeobxommmocTHu. [Ipeamomyaraercsi Takxke, YTO pa3jIMUYHbIE CTAHAAPTHBIE METOIbI
JICUEHUs, a TaKXe XHUPYPrHUeCKOe BMEIIATeNIbCTBO, MOTYT MPUMEHSThCS B KOMOWHALIMU C
ONMCAaHHOW Tepanuen.

[00115] B KOHKpETHBIX acleKTax MPEeAroaraeTcsi, 4YTo CTaHIApTHAs Tepamus OyaeT
BKJIIOYaTh B Ce0sl XUMHOTEPAIUIO, JYYEBYIO TEpAaIUi, HUMMYHOTEPAIHI0, XHPYPrHUECKYIO

TCpAamMKO HJIKM TICHHYKH TEpalul, W MOXKCT MNOPUMCHATLCA B KOM6I/IHaI_II/II/I C Teparmef/'l
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UHTUOUTOPOM 3KCIIPECCUM T'eHa, MPOTHUBOPAKOBOH Tepamuedl win ¢ obenMu — Tepamnuei
UHTUOUTOPOM HKCIPECCHMH TI'eHa W IPOTHBOPAKOBOH Tepamuell, Kak ONHCAHO B JaHHOM
TOKYMEHTE.

Xumuorepanusi

[00116] CornmacHO naHHBIM BapUaHTaM OCYIIECTBICHHUS MOXET OBITh HMCHOJb30BAHO
IIUPOKOE pa3HOOOpa3nue XMMUOTEPATIeBTHUECKUX areHToB. TepMUH «XUMHOTEPAITUs» OTHOCUTCS
K TIPUMEHEHUIO JIEKapCTB JUIsl JIEYeHUsl paka. « XMMUOTEpareBTUYeCKUN areHT» HUCIHOJb3yeTCs
s 00O3HAYEHUs COEAMHEHHs] MM KOMIIO3UIUH, KOTOPOE BBOAST MpPHU JIEYEHHUH paka. ITH
areHThl WU JIEKAPCTBEHHBIE CPEICTBA KIACCU(PUIUPYIOT MO CHOCO0Y MX AEHCTBUS B KJIETKE,
HampuMep, BIUSIOT JM OHM Ha U HA KAKOH CTaJIMM HA KJETOYHBIH IMKJI. B ampTepHaTHBHOM
BapHUAHTE, AreHT MOXKEeT ObIThb OXapaKTePU30BAH HA OCHOBAHMU €ro CHOCOOHOCTH MPSIMO
cuiuBath JIHK, natepkanuposarscs B JIHK nnu nHaynupoBaTh XpOMOCOMHBIE U MUTOTHUYECKHE
abeppaiu, BIHssA HA CHHTE3 HYKJICUHOBOW KHUCJIOTBHL

[00117] ITpumepbl XUMHOTEPAMEBTUYECKUX areHTOB BKJIFOYAIOT B CeOsl aJIKIITUPYIOLIHIE
areHThl, TaKhe Kak ThoTena u uukiocochamun; ankuiacynbpoHAThL, Takue Kak Oycynbgdas,
uMIpocynbhaH U MUIOCybdaH, a3UPUANHBL, TaKue Kak OeH30701ma, KapOOKBOH, METYpenomna 1
ypenomna;, STHJIEHUMHHBI W METWIAMENAMUHBI, BKJIIOUAs alNTPETAMUH, TPUITUICHMENAMUH,
TpusTIIIeHpOChOopamun, TpudTHIeHTHOGOChOpaMHUI U TPUMETHIIONOMEIAMUH, alleTOr€HUHBI
(ocobenno OynmaranuH u OylaTalMHOH), KaMNTOTEHHWH (BKJIOYAsh CUHTETHUYECKUH aHAJIoOT
tonorekan); Opwocratus, kaumcratuH, CC-1065 (BkIOYash €ro CHHTETUYECKHE aHAJIOTU
azo3eNe3nH, Kap3enesuH U OusenesuH), KpunrtopuuuHel (B yacTHOCTH KpuntopuiuH 1 u
KkpunropuuuH 8); MOJACTaTUH, NyOKapMHMLMH (BKJIrouUas cuHTeTndeckue aHanoru KW-2189 u
CB1-TM1); snefitepoOuH;, NaHKPATUCTATHH, CAPKOAUKTHH, CIIOHTHCTATUH, a30THCThIE UIPUTBI,
Takue Kak xJjopamOyuwi, xyopHadasuH, xonodochamun, scrpamyctuH, udochamun,
MEXJIOPETaMUH, TUAPOXJIOPUI OKHUCH MeXJIOp3TaMuHa, MeidanaH, HOBeMOHLIMH, (heHeCTepuH,
NpeaHUMYCTHH, TpodochaMua U UMPUT ypaluia, HUTPO3OMOYEBHHBI, TAKHE KaK KapMYCTHH,
XJIOPO30TOLMH, (POTEMYCTHH, JIOMyCTHH, HUIMYCTUH U PAHUMHYCTHH; aHTUOUOTHKH, TaKUE KaK
SHEIMMHOBBIC aHTUOMOTHKH (HAMPUMEp, KAJTUXEAMUIIMH, 0COOCHHO KanuxeaMuiuH ramma.ll u
KamuxeamMuluH omera.ll); muHeMuIuH, BKJItOUas nuHeMULMH A; OucdochoHaThl, Takue Kak
KJIOJPOHAT, JCIEPAMULIMH, a TaKK€ HEOKAPIIMHOCTATUHOBBI XpOMO(Op U POACTBEHHBIE
XPOMOITPOTEUHOBBIE SHEIMUHOBBIE AHTHOMOTUKHU—XPOMO(OPBI, AKJTALIMHOMHU3UHBI,
AKTUHOMUIIMH, AaTXpapHALMH, Aa3acepuH, OJEOMHLMHBbI, KAKTMHOMHLUH, KapaOWIuH,
KaPMUHOMHLIMH,  Kap3WHOQWINH,  XPOMOMHLUHBL,  NAKTHHOMHIMH,  JayHOPYOHLUH,
neropyOunuH, 6—nua3zo—S—okco—L—HopraelunH, pokcopyOMIMH (BKIOYass MopdoiamHO—
TOKCOpPYOHUIINH, IUAHOMOP(OITMHO—IOKCOPYOUIIHH, 2—-MUpPPOIMHO—AOKCOPYOUITNH u
Ne30KCUAOKCOPYOHIMH),  SMUPYOWLIMH,  330pyOMIMH,  WAAPYOUIUH,  MapLEJUIOMULIIH,
MUTOMHUIMHBL, Takue Kak MuUTOMUIMH C, MHKO(DEHOJOBas KHUCIOTA, HOTAJapHHULIMH,
OJIMBOMULIMHBI, TEIJIOMUIMH, MOTGUPOMHUIMH, MYPOMHULMH, KBEJIAMULMH, POAOPYOHLIMH,
CTPENITOHUTPHH, CTPENTO30LUH, TyOepuuauH, YOEeHUMEKC, B3HHOCTATHH U 30pyOHILHH;

AHTUMETa0ONIUThI, Takhe Kak MeTrorpekcat u S—¢propypaumn (5-FU); anamoru ¢onueBoit
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KHCJIOTBI, TAKHE KaK JACHONTEPHH, NTEPONTEPUH U TPUMETPEKCAT, aHAJOTU MypUHA, TAaKUe Kak
¢baynapaOuH, 6—MepKanTONypHH, THAMHIIPUH U THOTYaHWH, aHAJOTU MUPUMUINHA, TaKUE Kak
aHIMTAaOMH, Aa3aUUTHAWH, O—asaypuauH, KkapMmodyp, UUTapaOuH, IUAE30KCUYPHUIUH,
IOKCU(pIYpUANH, SHOUUTAOUH U (DIOKCYPUAMH; aHAPOTeHbl, TAKUE KaK KaJIyCTEPOH, MPOITUOHAT
APOMOCTAHOJIOHA, 3MUTHOCTAHOJ, MENMUTHOCTAH M TECTOJAKTOH, AHTUA/JPEHAJIOBbIE areHTHI,
TaKHue KaK MHTOTaH M TPUJIOCTAH, BOCHOJHUTENb (PONMEBOH KUCIOTBI, TAKOH KakK (pOSMHOBAS
KHCJIOTA;,  aUerjaToH;, anbaodochaMUIHBI  T[JIMKO3HWI, AaMUHOJEBYJIMHOBAas  KHCJIOTA;
SHUWJIYpALWJI, aMCakpuH, OectpalOyuwmi, OwszaHTpeH, smarpakcaT, nedodaMuH, AEMEKOJILHUH,
IWA3UKBOH; 3J(OPMUTHH, aleTaT »>JUIMNTHHUS, SMOTHJIOH, STOTNIIOLMI, HHUTPAT TaJUTus,
THIPOKCUMOYEBHHA, JICHTUHAH, JIOHWJAAWHWUH, MEWTAHCHHOUWIbI, TaKHe KaK MEHTaH3MH |
AHCAMUTOLIMHBI, MHUTOTYa30H, MHTOKCAHTPOH, MOIMMUAAHMOJ, HUTPA’pPUH, MEHTOCTATHH;
¢deHamer, mnHMPapyOUIMH, JIO30KCAHTPOH, MNONOPWUIMHOBAs KHCJIOTA, 2—3THITHAPA3UL,
npokapbasun; IICK mnonucaxapupgHblii KOMIUIEKC, pPa3OKCaH, PH3OKCHUH, CH30(HpaH;
CIIUPOTEPMAHUN; TEHYa30HOBasi  KHUCJOTA, TPUA3UKBOH, 2,2'2”—TpUXJIOPTPUSTUIIAMUH,
TPHUXOTELEHb! (B YAaCTHOCTU TOKCHH T—2, BeppakypuH A, pOpuAMH A W aHTYUAMH), YPETaH,
BUHJI€3MH; aKkapOa3uH, MAHHOMYCTHH, MUTOOPOHHTOJI, MUTOJIAKTOJN, MUIIOOPOMaH;, raluTO3MH;
apabuno3un («Apa—Cy»); nukinodochamMua; TaKCOUABL, HATIPUMEP MAKJIUTAKCEN U JOLETaKCe
reMIuTa0nH, 6—THOTYaHHH; MEPKANTONYPHH; KOOPAWHAIMOHHbBIE KOMITJIEKCHI TUIATHHBI, TaKUe
KaK LWCIUIATHUH, OKCAJHWIUIATHH W KapOomiaThH, BUHONACTWH, mwiaTuH, 3Tomo3un (VP-16);
udochamMua;, MUTOKCAHTPOH, BUHKPHUCTHUH, BHHOPEJIOWH, HOBAHTPOH, TEHUIIO3UM, 3IaTPEKCaT;
JayHOMUILIMH, AaMHMHONTEPUH; Kcenona, uOaHApoHaT, wupuHoTekaH (Hampumep, CPT-11);
uHrudburop tonouzomepasbl RFS 2000; mudpropmermmnopuutur (DMFO); peruHOuabl, Takue
KaK pEeTMHOeBas KHCJIOTA;, KameuuTaOuH, KapOormiaTuH, mnpokapOaswH, IUIMKOMHLMH,
reMiuTaOuH, HaBeJIOWH, WHIHOMTOPBI (papHE3WINpOTenH—TpaHcdepassl, TPAHCIUIATHH, H
¢dapmaueBTHYECKH ~ NpUEMJIEMble  COJM, KHCJIOTBI WJIM  TPOU3BOAHBIE  JEOOOro  u3
BBILIETIEPEUNCIIEHHOTO.

Panuorepanus

[00118] [pyrue akTopel, KoTtopble BbIbIBalOT moBpekaeHne JIHK wu mmpoko
UCTIONIB3YEOTCSI, BKJIFOYAIOT B Ce0sl Tak Ha3bIBaeMble Y—JIy4YH, PEHTTCHOBCKUE JIyYd W/HIN
HANPaBJICHHYIO JOCTaBKY PaJAMOU30TONOB B OMyXOJIEBbIE KJIETKU. Takke paccMaTpUBAIOTCA
apyrue ¢opmel (akropos, nospexxparomux JHK, Takue kak MHKPOBOJHBI, HPOTOHHOE
obnyuenue (mateHTol CIITA Ne 5760395 u Ne 4870287) u Y ®—obnyuenue. Ckopee Bcero, Bce
5TH (paKkTOpbl BBI3BIBAIOT MHPOKUH crekTp nospexkaeHnit JIHK, Bo3meicTByroT Ha
npenmecrserHukoB JIHK, permukanuro u penapannto JJHK, a Taxke Ha cOOpKy U monaep kaHue
xpomocoM. Jluana3oH A03 /Uil PEHTI€HOBCKOIO M3JYYEHUs] BapbUPYET OT CYTOYHBIX 103 OT S50
1o 200 peHTreH B TEYEeHHWE MPOAOJDKUTENBbHBIX MEpUOAOB BpeMeHu (OT 3 1mo 4 Hedenb) IO
pa3oBbix 103 oT 2000 mo 6000 pentreH. /luama3oHbl 103 [Js1 PAAUOU3OTOIIOB BAPBUPYIOT B
IIUPOKUX TpeeNax U 3aBUCAT OT NMEepUOa MOoJypacnanga U30TOoma, CUJIbl U THIA HCITyCKaeMOTO

U3JIyUCHUA, a TAKKE OT MOTJIOLICHUS OIMMyXOJICBBIMU KIICTKAMU.
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[00119] TepMunbl «IOPUBOAMJIA B KOHTAKT» U «IOABEPTraid  BO3AEHCTBUIO»
MPUMEHUTEIBHO K KJIETKE HCIONB3YKTCS B JaHHOM JOKYMEHTE IJisi ONUCAaHUs MpOoLecca,
MOCPEACTBOM KOTOPOrO TepaneBTHYECKass KOHCTPYKLUST W XUMUOTEPANEBTUYECKUN WIIU
paguoTepaneBTUYECKHUI areHT JOCTABIISIFOTCA B KJIETKY—MUILIEHb WIA IIOMELIAKTCS MPSMO BO3JIE
KJeTkru—MuineHn. Hanpumep, aist JOCTHXKEHHs YHUUYTOXKEHHS KJIETOK 00a areHTa JOCTaBISIFOTCS
B KJIETKY B KOMOMHHMPOBAHHOM KOJIMUYeCTBE, 5(P()EKTUBHOM JUJIi YHHUYTOXKEHUS KJIETKH WJIH
IIPENOTBPALIEHUS €€ NEJICHU].

HNmmyHOTEpanus

[00120] B koHTeKCTe JleueHust paka, UMMYHOTEPAIeBTUYECKUE MPENapaThl, B [IEJIOM, KaK
NPABUJIO, OCHOBAaHbI Ha HCIOJB30BAHUM HMMYHHBIX 3(P(EKTOPHBIX KJIETOK M MOJICKYJ IS
HALIEJIMBAHUSI HA W YHUUTOXKEHHsI PakoBbIX KieTok. Tpactysymad (I'epuentur™) sisiercs
TakuM TpuMepoM. MIMmyHHBIH 3¢ eKkTop MOXKeT MpencTaBisTh cOOOH, HampuMep, aHTHUTEIIO,
cneun(pUIHOe K KaKOMy—JIHOO MapKepy Ha MOBEPXHOCTH ONMyXOJeBOH KieTKu. OIHO aHTHUTENO
MOXET CIYKUTh 3(PQPEKTOPOM Tepanmuu WIA MOXKET TMPHUBJIEKATh APYrue KIETKH s
(baKTHUECKOTO BBI30BA YHUYTOKEHHS KJIETOK. AHTHUTEJO TAK)KE MOXKET OBITh KOHBIOTHPOBAHO C
JEKApCTBEHHbIM  CPEACTBOM  WJIM  TOKCHHOM  (XMMHOTEPANEBTHUECKUM  AreHTOM,
PaTMOHYKJIUAOM, LEMbI0 A PULIMHA, TOKCHHOM XOJIepbl, TOKCHHOM KOKJIFOIIA M T. [I.) ¥ CIYKUT
IPOCTO B KAa4eCTBE HALEIMBAIOLIETO areHTa. B ampTepHaTHBHOM BapuaHTe, 3PQPEKTOop MOXKET
NPEACTABIATh COOOH JTUMQOLUT, HECYIIUIl MOBEPXHOCTHYIO MOJIEKYJY, KOTOpas MPsIMO HIIH
KOCBEHHO B3aUMOJIEHCTBYET C MHIIEHBIO—OMYXOJIEBOU KieTKOW. Pasznmuunble 3¢ ¢eKkTopHbIe
KJIETKH BKJIIOYAIOT B cedst murorokcuueckne T—mumdonurst m NK—kierku. KomOunanus
TEPaNeBTHYECKUX METOMIOB, TO €CTh MPSIMOM IMTOTOKCHYECKON aKTHBHOCTU W MHTUOMPOBAHUS
win ymenblienust ErbB2, oOecrneunT TepameBTHYECKYIO TONB3y MPH JICYEHUH paka Co
cBepxakcnpeccueii ErbB2.

[00121] [lpyras wuMMyHOTepamusi TaKKe MOXKET OBITh MHCIHOJNb30BaHA KaK YacThb
KOMOMHHUPOBAHHOW Tepamuu ¢ TreHorepanueli, oOcykmaeMoil Bbime. B omHOM acmekre
MMMYHOTEpAIIUY, OMyXOoJeBas KJIeTKa AOKHA UMETb HEKOTOPBIM MapKep, KOTOPbINA MOAAAETCs
HALIEJIMBAHUIO, TO €CTh HE TNPUCYTCTBYeT Ha OOJBLIMHCTBE APYrux Kierok. CyuecTByer
MHOXKECTBO OITyXOJIEBBIX MAapKepOB, U JIOOOW U3 HHUX MOXKET OBITh TOAXOMSALINM IS
HALIEJIMBAHUSI B KOHTEKCTE JAHHOTO HM300peTeHusi. PacrpocTpaHeHHbIE OMyXOJIEBbIE MapKephl
BKJIFOYAIOT B Ce0sl KapIHMHOSMOPHUOHAIBHBIN AHTHIeH, CHeUU(UYECKHH aHTHIeH MpPOCTATHI,
AHTHUTEH, aCCOLIMMPOBAHHBIN C OMYXOJIbIO MOUEBOTO MY3bIPst, (PETATbHBIA aHTUTEH, THPO3UHA3Y
(p97), gp68, TAG-72, HMFQG, anturen Cuanuina Jletouca, MucA, MucB, PLAP, peuenrop
3CTPOreHa, penenTop JaMuHUHA, erb B u c155. AnbrepHaTUBHBIM aCIEKTOM WMMYHOTEPAITHU
SIBJISIETCSL COYETAHUE MPOTUBOOMYXOJIEBBIX 3(P(HEKTOB ¢ UMMYHOCTHMYTHPYOIUMHA 3 dexramu.
Taxke CyIIECTBYIOT HMMMYHOCTHMYJIUPYIOIINE MOJEKYJbI, BKIHOYANOINE B CeOS: LUTOKUHBI,
takne kak NJI-2, NJI-4, NJI-12, GM—-CSF, ramma—M®H, xemokunsl, Takue kak MIP-1, MCP—
1, WJI-8, u daxropsl pocra, Takue kak gurada FLT3. Beuto mokasaHo, 4To KOMOMHMpOBaHUE
UMMYHOCTHMYJIUPYIOLINX MOJIEKyJ JuOo B BHAe OENKOB, JHOO C HMCHOJB30BAHHUEM JIOCTABKU

T'€HOB, B KOMOWHAIIMU C OIyXOJIEBBIM CYIIPECCOPOM YCUIIMBAET MPOTUBOOMYXOJIEeBbIE 3(PQPEKTHI.
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Kpome Toro, anturena mpoTuB J0O0T0 M3 3THX COSIUHEHMH MOTYT OBbITh MCIIOJNB30BAHbBI JJIS
HALEJIMBAHUS IPOTUBOPAKOBBIX areHTOB, OOCYKAa€MbIX B TJAHHOM JIOKYMEHTE.

[00122] ITpumepamMu UMMYHOTEpaNuii, KOTOpble B HACTOSIIEE BPEMsl UCCIEAYETCs WU
UCIIONIB3YETCsl, SIBJISIIOTCST MMMYHHBIE  aJbIOBaHThI, Hampumep, Mycobacterium bovis,
Plasmodium falciparum, auHuTpoxmopOeH30n u apoMatndeckue coenuHenus (mareHtsl CIIA
Ne 5801005 u Ne 5739169; Hui and Hashimoto, 1998; Christodoulides et al., 1998), Tepanus
LINTOKMHAMHM, HarpuMmep, uHTepdeponamu o, B u y; renHas tepanus MJI-1, GM-CSF u ®HO
(Bukowski et al., 1998; Davidson et al., 1998; Hellstrand et al., 1998), nanpumep, ®HO, NJI-1,
NJI-2, p53 (Qin et al. al., 1998; Austin—Ward and Villaseca, 1998; nmaterts CIITA Ne 5830880 u
Ne 5846945) u MOHOKJIOHAJIbHBIE aHTHUTENA, HANTpuMep, anTu—Tranrno3ung GM2, antui—HER-2,
antu—pl85 (Pietras et al, 1998; Hanibuchi et al, 1998; marenr CIIIA Ne 5824311).
[Ipenmonaraercs, YTO ONHA WM OOJbIIEE KOJUYECTBO MPOTUBOPAKOBBIX TEPAIUN MOTYT OBITH
HCIOJIb30BAHBI C ONMUCAHHBIMU B JAHHOM JOKYMEHTE TepanusiMu CaiiJIeHCUHIa T€HOB.

[00123] IIpu akTUBHOM WUMMYHOTEPAIIUN AHTUTCHHBIN MENTH/, TIOJUIIENTH] HIIH OEJOK,
WIM KOMIIO3ULIMIO, WJIM «BAKLHMHY» ayTOJOTMYHBIX WMJIM AJUJIONEHHBIX OIyXOJIEBBIX KJIETOK
BBOJIAAT, KaK MPABUJIO, C OTAENbHBIM OakTepHanbHbIM anbioBaHTOM (Ravindranath and Morton,
1991; Morton et al., 1992; Mitchell et al., 1990; Mitchell et al., 1993).

[00124] ITpu amanTUBHON MMMYHOTEPAITUU LIUPKYJIUPYIOIINE JTUM(POLHUTHI MALHEHTA HIIH
UHQUIBTPUPOBAHHBIE B OMYXOJIb JIUM(QOLUTHI BBIIEIAIOT N Vitro, aKTUBHPYIOT JIUM(POKHHAMH,
TakuMu kKak MJI-2, wim TpaHCIynupyroT reHaMu HeKpo3a onmyxoi, U BeomsaT Haszan (Rosenberg
etal., 1988; 1989).

[00125] B HekOTOpbIX BapuaHTaX OCYLIECTBJEHHUs, HMMYHOTEpanuss MOXKET
NPENCTaBIsITh COOOW HMHIMOMTOP KOHTPOJIBHON TOYKM HMMMyHHUTeTa. KOHTpOJBHBIE TOYKH
UMMyHHTeTa JIUOO YBEJIMYUBAIOT CUTHAJ (HAmpUMep, KOCTUMYJIMPYIOLIHE MOJIEKYJIbI), JTHOO
YMEHBINAIOT CUrHal. MHruOnpyromyue KOHTPOJIbHbIE TOYKH UMMYHHTETa, KOTOPbIE MOTYT ObITH
MUIIEHBEO OJIOKaabl KOHTPOJIbHOW TOYKH HMMYHHTETA, BKJIIOYAIOT B CceOs aIeHO3WHOBBIM
peuentop A2A (A2AR), B7-H3 (taxxe wusBectHblii kak CD276), arrentoatrop B u T-
aumpountoB (BTLA), OGenok 4, acCOUMUPOBAHHBIN C IUTOTOKCUYECKHMH T—mumdporuramu
(CTLA-4), Taxxke wu3BectHbiii kak CDI152), wunponamun—2,3—nuokcurenasa (IDO),
ummyHoroOynuH kierok—kmwuiepoB (KIR), rer 3 akruBaumm numdormroB (LAG3), Gemox
3anporpamMmmupoBaHHoi cmepTH 1 (PD—-1), MMyHHOTIOOYJIMHOBBII JOMEH M MYLIMHOBBIH JOMEH
3 (TIM-3) T-nmumdonuTos, 1 V-nomeH Ig — cynpeccop akruaunu T-mumdonmros (VISTA). B
YaCTHOCTH, MHTHOWUTOPBI KOHTPOJBHOH TOYKHM HMMMYHHTETa HaueJdeHbl Ha ock PD—1 w/mmm
CTLA-4.

[00126] WMHruOUTOpHI KOHTPOJBHOH TOYKM MMMYHHUTETa MOTYT MPEACTABIATH COOOH
JIEKApCTBEHHbIE Ar€HTBI, TAKWE KaK Majible MOJIEKYJIbl, PeKOMOMHAHTHBIE (DOPMBI JIMTaHIA HIIN
peuLenTopoB, WM, B YAaCTHOCTH, AaHTHTENa, TaKUe KaK aHTHUTEJa dYeJloBeKa (Hampumep,
MexnyHaponHas mybsukanus natenra No WO02015016718; Pardoll, Nat Rev Cancer, 12(4):
252-64, 2012; oba BKIOYEHBI B JAHHBIH JOKYMEHT IIOCPEACTBOM CChUIKH). MoOryT OBITh

HUCITIOJIB30BAHbI HU3BCCTHLIC I/IHFI/I6I/ITOpr OeJIKOB KOHTpOJ’IbHOfI TOYKHU HMMYHHUTETA, WU HUX
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aHAJOr¥M, B 4YaCTHOCTH, MOIYT HCIOJb30BATbCsl XHUMEPHbIE, T'YMAaHU3UPOBAHHBIE WU
yenosedeckue (Gopmbl aHTHTENn. Kak W3BECTHO CHELMANUCTy, IUIs ONpPENEeNIEHHBIX AHTUTEI,
YIOMSIHYTBIX B JTAHHOM PAaCKPBITUH H300PETEHHUs, MOTYT HCIOJb30BATHCS AJbTEPHATUBHBIE
W/ DKBUBAJICHTHBIE HAa3BaHUA. Takue anbTEepHATHBHbIE W/WINM OSKBHUBAJEHTHBIE HMEHA
SBJSIFOTCSL B3aMMO3aMEHSIEMbIMH B KOHTEKCTE NAHHOTO pacKkpbiTusi m3odperenusi. Hampumep,
U3BECTHO, 4TO JIaMOposnn3yMald TakKe M3BECTEH IOJ AJIbTEePHATUBHBIMH M SKBHBAJIEHTHBIMU
Ha3BaHusMH MK-3475 u nemOponnzymad.

[00127] B HeKOTOpBIX BapuUaHTaX OCYLIECTBJICHUs, AHTArOHUCT CBsi3biBaHus PD-1,
npencTasisier coO0Oi MOJIeKyJly, KOTopasi HHIHOupyeT cBsidbiBaHue PD—1 ¢ ero nurangamu —
NapTHEPAMH IO CBS3bIBAHUIO. B KOHKPETHOM acmekTe, MapTHEPAMU IO CBSI3bIBAHMIO JINTAHAA
PD-1 sBmstorcss PDL1 w/unmm PDL2. B ppyrom BapuaHTe OCYINECTBJICHUS, AHTarOHUCT
ceszbBanusl PDL1 mpencrasnsier coboii Mosekyy, kotopasi HHruoupyer cesisbiBanue PDLI1 ¢
€ro napTHEpPaMHy IO CBA3BIBAHUIO. B KOHKPETHOM acIeKTe, MapTHepamu no cessbiBaHuio PDL1
spisitorest PD—1 w/unmu B7-1. B npyrom BapuaHTe OCYIIECTBIICHHS, aHTArOHHUCT CBSI3bIBAHUS
PDL2 mnpencraBnsier coboil Mojekysy, Koropas HHrubupyer cesispiBanne PDL2 ¢ ero
NapTHEPAMHU IO CBSI3bIBAHUIO. B KOHKPETHOM acnekre, NMapTHEPOM MO CBsi3biBaHUKO PDL2
siByisieTcst PD—1. AHTaroHHUCT MOKET MPENCTaBJISITh COOOM aHTUTEJIO, €r0 AHTUT€HCBS3bIBAIOIIUH
(¢parMeHT, IMMYHOQATe3UH, CIUTHIA OENOK WM OoJuromnentun. MimocTpaTwBHBIE aHTUTENA
onucanbl B mateHTax CIIIA Ne 8735553, Neo 8354509 m Ne 8008449, Bce OHHM BKIIOYEHBI B
TaHHBIA JOKYMEHT IOCPEICTBOM CChUIKA. B nmaHHOW OONacTH TEXHUKU H3BECTHBI IpPYyrUe
aHtaroHuctsl ocu PD-1 1t umcmonb3oBaHus B crocoOax, TNPENCTaBIEHHBIX B JaHHOM
IOKyMEHTEe, Takue Kak omucaHHble B mnyoOnukanusx nareHToB CIIA Ne 20140294898, Ne
2014022021 u Ne 20110008369, BCce BKIIIOUEHBI B JAHHBIN JOKYMEHT NOCPEACTBOM CCBUIKH.

[00128] B HexkOTOpBIX BapuaHTax OCYLIECTBJIEHHs, AHTaroOHUCT CBs3biBaHUS PD-1
npencraimsier  coboit  aHtM-PD-1  aHTHTENno  (HampuMep, 4YeNOBEYECKOe ~ aHTHUTEJO,
I'YMaHU3HPOBAHHOE AHTHTEJIO WJIM XUMEpPHOE AaHTHUTEN0). B  HEKOTOpPBIX BapUaHTaX
ocyuecTieHus, aHTH—PD—1 aHTUTEN0 BBIOPAHO W3 TPYIIBL, COCTOSIIEH W3 HHUBOJIyMalda,
nemOpommzymadba u CT-011. B HekoTOpbIX BapuaHTaX OCYIIECTBJICHHUS, AHTArOHUCT
cesisbiBaMs PD—1 mpencraBisier coOoi  MMMYHOAnre3wH (HAmpuMmep, HMMYHOAATe3UH,
cofepkamuil BHekyeTouHyro uiu PD-1-cBsasbiBatomryro yacts PDL1 wnu PDL2, cautyro c
KOHCTaHTHOH 00JnacTeio (Hampumep, obmacte Fc mocnenoBaTreapbHOCTH UMMYyHOTTIOOyanHA). B
HEKOTOPBIX BaAPUAHTAX OCYIIECTBJICHUS, aHTAarOHUCTOM cCBsi3biBanusi PD—1 sinsiercas AMP-224.
Husonyma0, takske msBectHbiii kKak MDX—-1106-04, MDX-1106, ONO-4538, BMS-936558 u
OPDIVO®, npencraeisier coboit aHtTu-PD-1 anTuteno, omucannoe B WO 2006/121168.
ITemOponm3ymad, Taxke wu3BecTHbIi kak MK-3475, Merck 3475, nambponusyma0,
KEYTRUDA® u SCH-900475, npezncrasisier coboit antu—PD-1 aHtuTeno, ommcaHHOoe B
W02009/114335. CT-011, Takke u3BectHbiii kak hBAT umu hBAT-1, npexncrasnsier coboii
antu—PD-1 anrureno, onucanHoe B WO 2009/101611. AMP-224, takke u3BeCTHbIN kKak B7—
DClg, sBnsercs rubpumabiMm PDL2-Fc pacrBopumMbIM penentopoMm, omnucaHHbiM B WO
2010/027827 u WO 2011/066342.
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[00129] Jlpyrass KOHTpOJbHAsl TOYKa UMMYHHUTETA, KOTOpPash MOXeET OBITh MHIIEHBIO B
cnoco0ax, TMPEACTABIEHHBIX B JAHHOM JOKyMEHTEe, NpeAcTaBisier coboil Oenok 4,
acconuupoBaHHpli ¢ nuTorokcudeckuM T-mumbpounrom (CTLA-4), Takke HM3BECTHBIH Kak
CD152. Tlonnas x/IHK nocnenosatenbHocts CTLA—4 yenosexa umeer Homep noctyna L15006
I'enbanka. CTLA-4 oOHapykeH Ha TOBEpPXHOCTH T-MMM(OLUTOB M HEHCTBYeT Kak
BBIKJTIFOYATENh, koraa oH cBsi3ad ¢ CD80 wimu CD86 Ha moBepXHOCTH aHTUT€H—TIPE3EHTUPYIOIINX
kinerok. CTLA4 sBnsiercs 4IEHOM CylepceMeicTBa  MMMYHOTJIOOYJIMHOB, KOTOpPOE
SKCIIPECCUPYETCST Ha TOBEPXHOCTH T—JUM(pOLUTOB—XEINEPOB U TepefaeT HHTHOUPYIOIIHMA
curHan T—nmumpouutam. CTLA4 noxok Ha koctumynupyroimuii 6enok T—mumdonmros, CD28,
u obe wmonekynbl cBs3bBatoTcsi ¢ CD80 u CDS86, Taxke HasbiBaembie B7-1 u B7-2,
COOTBETCTBEHHO, Ha aHTUreH—Tpe3eHTHpyromux kierkax. CTLA4 mepemaer MHrHOMPYOLIHIA
curHan T—mumdoruram, Torma kak CD28 nmepemaer  CTHUMYJHPYROIIUNA — CHUTHAJL
Brytpuknerounsiii CTLA4 Takxe oOHApYKEH B PEryJsSTOPHBIX T—1MM(pOIHUTAX U MOXKET ObITh
BakeH U1t ux ¢yHkuuu. AxruBauus T-nmumdoruros yepes penentop T-nmumbonuros u CD28
npuBOIUT K noBbimeHHoM skcnpeccun CTLA—4, naruduropHoro penentopa st Mojiekys B7.

[00130] B HEKOTOpBIX BapHaHTax OCYIIECTBICHHs, MHIMOUTOP KOHTPOJIbHOM TOYKH
uMMyHHUTeTa TpencraBisier cobori aHTu—CTLA—4 antuTeno (Hampumep, UeJOBEUECKOe
AHTUTEJO, TYMAaHU3UPOBAHHOE AHTUTEINIO MM XUMEPHOE aHTUTEJO), €r0 AHTUTeH—CBA3bIBAIO NI
(dbparMeHT, UMMYHOAIT€31H, THOPUAHBIN OEJIOK, WM OJUTOTENTH .

[00131] Antutena npotus CTLA—4 denoBeka (MM MOJydYeHHbIE U3 HUX AOMeHbl VH
w/wnmm VL), noaxopsiye Aisl UCHONB30BaHUS B JIAHHBIX CHOCO0Aax, MOTYT OBITH IOJIYYEHBI C
UCTIOJIB30BAHUEM CITOCOOOB, XOpPOIIO HM3BECTHBIX B JAHHOH OOJNAcCTH TeXHUKU. B kadecTse
aJIbTEPHATUBBI, MOTYT OBITh HCIONb30BaHbl aHTH—CTLA—4 aHTuTena, MpU3HAHHBIE B JAHHOW
obnactu texHuku. Hampumep, B crmocodax, pacKpbIThIX B JaHHOM JOKYMEHTE, MOTYT OBbITh
ucnonb3oBanbl aHTU-CTLA—4 anrturena, packpeiteie B: mareHte CIIHA Ne 8119129, WO
01/14424, WO 98/42752; WO 00/37504 (CP 675206, Tax:ke M3BECTHBIH Kak TpeMeaumymad;
panee TunmaumyMab), nateHt CIITA Ne 6207156; Hurwitz et al. (1998) Proc Natl Acad Sci USA
95(17): 10067-10071; Camacho et al. (2004) J Clin Oncology 22(145): Abstract No. 2505
(anTuTeno CP-675206); u Mokyr et al. (1998) Cancer Res 58:5301-5304. Meroas! kKaxnoit u3
BBILIEYNOMSIHYThIX MyOJIMKALMH TeM CaMbIM BKJIIOYEHBI MOCPEICTBOM CCBUIKH. Takyke MOTYT
OBITH UCTIOIB30BAHBI AHTUTENA, KOTOPBIE KOHKYPUPYIOT C JIFOOBIM M3 3THX W3BECTHBIX B JAHHOM
o0xacTu TeXHUKH aHTUTEN 3a cBsi3biBaHue ¢ CTLA—4. Hanpumep, ryMaHU3HUPOBAHHOE AHTHTEIO
k CTLA—4 omnucaHo B MexnayHapoaHol 3asBke Ha mnateHT Ne WO02001014424, Ne
WO02000037504 u mnarente CIIA Ne 8017114; Bce BKIHOYEHbI B JAHHBIM JOKYMEHT
MOCPEACTBOM CCBIJIKH.

[00132] UmmroctpatuBHbiM aHTU—CTLA—4 aHTHTENOM SIBJIAETCS HWIMIIMMyMad (Takxke
u3BecTHbIl kak 10D1, MDX-010, MDX-101 u Yervoy®) unm ero aHTHreH—CBS3BIBAIOIINE
¢parmenTel U UX BapuaHThl (cMorpure, Hampumep, WO 01/14424). B ppyrux BapuaHTtax
ocymectsieHus, antuteno cogepxkur CDR wmu VR Tsoxenoit u nerkoi nenu unuammymada.

COOTBETCTBEHHO, B OAHOM BapHaHTE OCYIIECTBJIEHUS, AHTUTENO coaepkuT aomeHel CDRI,
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CDR2 u CDR3 obnactu VH unmmumymada, u nomensl CDR1, CDR2 u CDR3 ob6nactu VL
unmimmymatda. B apyrom BapmaHTe OCYLIECTBIIEHHS, aHTHTEJIO KOHKYPHPYET 3a CBS3BIBAHHE
u/umm cBsizbiBaeTcst ¢ TeM ke smutornoM Ha CTLA-4, uro u Bblmeyka3aHHble aHTHTENa. B
APYroM BapHaHTE OCYLIECTBJIEHMs, AHTHUTENIO oOnamaer mo MeHblneil mepe okomno 90%
UIEHTUYHOCTH  AMHUHOKHCJIOTHOH  IOCJIEAOBAaTEIbHOCTH  BapualOenpHOH — obmactu ¢
BBILIIEYKA3aHHBIMU aHTUTeNaMH (HarpuMep, Mo MeHblied mepe okono 90%, 95% wunu 99%
UJICHTUYHOCTH BapuabenbHOI 00JacTu ¢ HMTUIUMYMaOoM).

[00133] Apyrue monekynwr ans monysinuun CTLA—4 BkimodaroT B ce0sl JTUTaHIbl U
peuentopsl CTLA—4, Ttakue kak omucaHHbie B mareHtax CIIIA Ne 5844905, Ne 5885796 wu
MEeXAYHapOAHbIX 3asiBKax Ha mateHT Ne WO 1995001994 u Ne WO1998042752; Bce BKIIFOUYEHBI B
JAHHBIA JOKYMEHT MOCPEACTBOM CCBUIKU, U UMMYHOAQAT€3UHbI, TAKHE KAK OMHCAHHbBIE B MTATEHTE
CIITA Ne 8329867, BKJIOUEHBI B JAHHBIN JOKYMEHT MOCPEICTBOM CCHUIKH.

[00134] B HeKOTOpBHIX BapUaHTAaX OCYILIECTBICHUS, HMMYHOTEpAIUsl MOXET OBbITh
aNanTUBHOH MMMYHOTEpAIuei, KOTopasi BKIIFOYAaeT B ceOsl MEepEeHOC ayTOJIOTHYHBIX aHTUT€H—
cneunpuiecknx T-nmuMpounuTOB, MONy4aeMbIx €X vivo. T—nuMQpouuTel, UCTIONB3yeMbIe IS
aNanTUBHOH WMMYHOTEPANUH, MOTYT OBITh MOJy4eHbl JUOO MyTeM SKCIAHCHH AaHTUTCH—
cneunpuyecknx T-nmmdoruros, b0 myreM nepeHaueanBaHus T—IUMQPOLUTOB C TTOMOLIBIO
renHoii  umkeHepun (Park, Rosenberg et al. 2011). Brimenenne wu  mepeHoc
onyxoJnecrnenupuiaeckux T—-IUMQOIUTOB OKa3aIuCh YCHEUIHbIMU IPH JIEYEHUH MEITaHOMBL.
HoBrle cnemnpuynoctn B T-nmmdormrax ObTM  YCHEIIHO IOJNYYEHBI IOCPEICTBOM
TEHETHYECKOr0 TMEepeHOCa TPAHCTeHHBIX pelentopoB T—nUMOLUTOB WM  XHUMEPHBIX
antureHHpix peuentopoB (XAP) (Jena, Dotti et al. 2010). XAP mnpexacraBmsior coOoit
CHUHTETHUYECKHE PELENTOPhI, COCTOALINE U3 HALENNBAIOILIEero (hparMeHTa, KOTOPbIil COeNUHEH C
OOHMM WM OOJIBIIUM KOJHMYECTBOM CHUTHAJBHBIX JOMEHOB B OJHOW rMOpHAHOI Moiekyne. B
1enoM, CBsi3blBAaOIUil  pparMeHT XAP COCTOMT M3 AHTUI€H—CBSA3BIBAIOLIETO JIOMEHA
ogHouenovyeyHoro aHturena (scFv), conmepskaimmero Jjerkuii W BapuaOenbHbId (HparMeHThI
MOHOKJIOHAJIbHOTO aHTUTENA, COSAUHEHHbIe THOKUM JIMHKepOM. Takke yCHeImHO MpUMEHSUIUCh
CBSI3bIBAIOINME (PparMeHThl, OCHOBAHHbIE HA PELENTOPHBIX WJM JIMTAHIHBIX JOMEHAaX.
CurnanbHble noMeHbl ans XAP mepBoro mokosieHHs MOJIy4arOT M3 LUTOILUIA3MAaTUYECKOM
obmactu CD3-—3era wmm wneneli ramma pernentopa Fc. XAP  ycnemHO MNO3BOJMIH
nepeHaneanBaTh T—IUM(OLUTEI HA AHTUTEHBI, SKCIPECCHPYEMBbIE HAa TOBEPXHOCTH OIMyXOJIEBBIX
KJIETOK M3 PA3JINYHBIX 3JIOKAYECTBEHHBIX HOBOOOPA30BaHUH, BKIIFOYAst JIUM(POMBI U COJNUTHBIE
omyxonu (Jena, Dotti et al. 2010).

[00135] B ogHOM BapuaHTe OCYLIECTBJICHHS, COTJIACHO JAHHOHM 3asiBKE MPENJIaracTcs
KOMOWHHUPOBAHHAS Tepanus Ui JEUSHHs paka, MpudeM KOMOMHUPOBAHHAS TEPAITHs BKIIIOYAET B
ceOs1 amanTuBHYKO Tepanuio T-ymM@oruraMu U MHIHOUTOPOM KOHTPOJIBHOH TO4YKH. B omHOM
acriekTe, afanTuBHAs Teparnus T-nmuMonuTaMu BKIOYaeT B ceOsl ayTOJOTHYHbIC H/HIN
annorenHble T-nmumdouutel. B apyrom acrmekrte, ayTOJOrM4YHblE W/WINM aJUIOTeHHble T—
TUM(OLUTHI HALIENIEHbI HAa OMYXOJIEBbIE AHTHI'€HBI.

Xupyprus
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[00136] IIpumepro 60% OONBPHBIX pakoM OyAyT NOABEPraTbCs XUPYPrUUECKOMY
BMEIIATENbCTBY OMNPEAENIEHHOr0 THUMA, KOTOpPOe BKIIOYaeT B cedsd mnpoduiiakTHUecKue,
IVAarHOCTHYECKUE WIJIM Ui ONpEeAeNIeHUs CTaauu, JiedeOHble W MaJUTMATUBHBIE OIEPAaLUU.
JleueOHasi Xupyprus — 3TO JIEYEHHE paka, KOTOPOE MOXKET HCIIONb30BaThCs B COYETAHUH C
APYTMMH BHIAMU Tepaluy, TaKUMH Kak JIEYeHHE COMIaCHO JaHHOMY H300pEeTeHHIO,
XHUMHOTEpanysl, JydeBasi Tepanus, FOPMOHAJbHAs Tepamusi, 'eHHas Tepamnus, UMMyHOTepanus
W/VJIH QJIbTEPHATUBHBIE METOJIbI JICYEHUSL.

[00137] JleyeOHast Xupyprusi BKIFOYAET B ce0sl PE3EKLIMIO, MPH KOTOPOM BCS WM YacCTh
pPaKoBOH TKaHU (PU3MUECKU YOAISAETCs, MCCEKAeTCs W/WIM paspyluaercs. Pe3ekuus Omyxosu
OTHOCUTCSI K (PU3NYECKOMY YNAJCHHUIO IO MEHbLIeH Mepe 4HacTH ONyXojH. B momonHeHue K
PE3EKLMH OIyXOJIH, JIeUeHHEe XUPYPTUYECKHM MyTEM BKIIOYAeT B ceOs JIa3epHYI XHPYPTHIO,
KPUOXUPYPTHUIO, D3JIEKTPOXUPYPTUI0 U MHKPOCKOMUYECKH KOHTPOJUPYEMYIO XHUPYPTHUIO
(xupyprust mo Moxy). Kpome Toro, mpeamnonaraercsi, 4YTo JaHHOE U300pETEHHE MOXKET ObITh
UCTIONIB30BAHO B KOMOWHAIIMH C yIAJIEHHEM MOBEPXHOCTHBIX PAKOB, MPENPAKOBBIX MATOJIOTHI
WJIM HECBONCTBEHHBIX KOJMYECTB HOPMaIbHON TKaHU.

[00138] IIpu ynaneHuu 4acTU WUJIM BCEX PAKOBBIX KJIETOK, TKAHHU, WJIH OMyXOJH, B Tele
MOXeT o00pa3oBaTbCsl MOJNOCTh. JleueHne MoKeT OBITh BBIOJIHEHO Nepdy3uer, mNpsIMoil
UHBEKLINEH WM MECTHBIM NPUMEHEHHEM K OOJIAaCTH C JONOJHHUTENbHOW IMPOTHBOPAKOBOM
Tepanuei. Takoe JeueHne MOKET MOBTOPATHCS, HanpuMep, Kaxavle 1, 2, 3,4, 5, 6 wiu 7 nHew,
unu kaxaeie 1, 2, 3, 4 u 5 Hepenb, unu kaxaeie 1, 2, 3,4, 56,7, 8,9, 10, 11 unu 12 mecsues.
J103bI 3THX CIIOCOOOB JIEYEHUS TAKXKE MOTYT ObITh H3MEHEHBI.

Jpyrue areHTbl

[00139] IIpennonaraercsi, 4YTO JApPYrHe areHTbl MOTYT OBITb HCIIOJNB30BaHbBl B
KOMOMHAIIMKM C HEKOTOPbIMU aCMEeKTaMH JaHHBIX BAPUAHTOB OCYLIECTBJICHUS MJISl yJIyYIIEHUS
TepaneBTHIeckor 3(pHEeKTUBHOCTH JIeUeHUsl. ITH OMOIHHUTENbHbIE areHThl BKIIOYAIOT B CeOs:
areHThl, KOTOPBbIE BJIMSIOT HAa aKTHUBALMIO PELIENTOPOB KJIETOUYHOW MOBEPXHOCTU U IIEJIEBbIE
KOHTAKThI, IUTOCTaTU4YeCKHE U MU (HEepeHUUPYIOIINE areHTbl, HHTUOUTOPBI KJIETOYHOH aare3ny,
areHThl, KOTOpbIe TMOBBINAIOT YyBCTBUTEJIBHOCTh THIEPIPONU(PEPATUBHBIX KJIETOK K
aTIONTOTHYECKUM ~ HMHAYKTOpaM, WM Apyrue OHOJIOTHYECKHWE areHThL Y BEJUYEHUE
MEXKJIETOUHOI Mepefaul CUTHAJOB 3a CUET YBEJUYEHUs YHUCNA IIEeJEBbIX KOHTAKTOB YCHJIMUT
anTU-runepnpoiudeparuBrbie 3PQexT HA COCENHIOK TOMYJSLHIO TUMEPTPONU(EePATHBHBIX
KJETOK. B npyrux BapwaHTax OCYLIECTBIEHHs, LUTOCTaTHYeCKHe Wiu AuddepeHumpyromme
areHTbl MOTYT HCIIOJIb30BaThCs B KOMOMHALIMM C HEKOTOPBIMH aCIEKTAaMH JaHHBIX BApPHAHTOB
OCYIIECTBIICHHS JUIsl YIYUIIEHUs] aHTU-THIEPIPOSH(epaTHBHON aKTUBHOCTH CPENCTB JICUCHUS.
[Ipenmonaraercs, 4TO MHTUOUTOPBI KJIETOUHOW anre3uu yAy4arT 3(PQPEeKTUBHOCTb JaHHBIX
BAPUAHTOB OCYILIeCTBIeHHs. llpumepamu WHrUOWTOPOB KIJIETOYHOM aAre3ud  SIBISEOTCS
uHruouTopel kuHa3bl (QokanbHOM aaresun (KPA) wu noBacratuH. JlomomHUTENBHO,
Ipearnoyaraercs, 4YTo  JApyrue  areHThbl, KOTOpble  MOBBILIAOT  YyBCTBUTENIBHOCTb

runeprnpoaudepaTuBHON KJIETKM K aronTo3y, Takue KakK aHTUTeno c¢225, MoryT ObITh
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UCIIOJIb30BAaHbl B KOMOWHALIMY C HEKOTOPBIMH aCIEKTaMHU JaHHBIX BAPHAHTOB OCYIIECTBIICHUS
st yydmeHust 3G exTuBHOCTH NieueHusl.

HaGops! u auarnoctuka

[00140] B pasnuyHbIX acmekTax H300peTeHHs MpeayCMOTpPeH Habop, coaep Kauuii
TEpaNeBTHYECKUE areHThl, W/WIN Apyrue TepaneBTUYeCKHe areHThl M areHThl AOCTaBkH. B
HEKOTOPbIX BApUAHTAaX OCYIUECTBICHUS, NAHHOE HM300peTeHHe mnpenycMaTpuBaeT Habop mus
NPUTOTOBJICHNS] W/MJIM BBENEHHs Tepanuu coriacHo m3obpereHuto. HabGop moxker comepkarhb
peareHThbl, KOTOPbIE MOTYT OBITh MCIOJB30BAHbI JJIsl BBEACHUSI aKTUBHOTO WU 3(PEeKTHBHOrO
areHta(oB) COTJIACHO JaHHOMY H300peTeHHi0. PeareHThl U3 HaOOpa MOTYT BKJIFOYATh B ce0si, 1O
MEHbIIEH Mepe, OAMH MHTHOUTOP SKCHpPEcCHU reHOB (Hampumep, ojuronykieotuast BCL2),
onuH Wi OoJblIee KOJIUYECTBO JMIUIAHBIX KOMIIOHEHTOB, OJUH WM OOJblLIee KOJIUYECTBO
NPOTHBOPAKOBBIX KOMIIOHEHTOB KOMOWHHPOBAHHOH Tepamuu, a TakXKe pPEeareHTbl s
MOATOTOBKY, TIPUTOTOBJICHHUS! W/UJIM BBECHHUS KOMIIOHEHTOB COTJIACHO JAHHOMY H300pETEeHHIO,
WJTH BBITIOJTHSIFOT OJTUH WK OOJIbIlIee KOJMYECTBO 3TATIOB CIIOCOOOB M300peTeHUsI.

[00141] B HekOTOpBIX BapHaHTaX OCYINECTBIEHUs, HAOOp TaKKe MOXKET COAepPKaTh
MOIXOJIsIlee KOHTEHHEPHOE CPEACTBO, KOTOPOE MPENCTaBiIsieT COOOM KOHTEHHEp, KOTOPBIA He
Oymer pearmpoBaTb C KOMIIOHEHTaMH HaOopa, Hampumep NpoOUPKY 3mmneHnopd,
AHATUTHYECKYIO TUIAIIKY, MpHL, (JakoH uim npodupky. KorteliHep MokeT ObITh U3rOTOBIIEH
U3 CTEPHIIN3YEMbIX MaTE€PHAJIOB, TAKUX KaK IUIACTHK MJIU CTEKJIO.

[00142] HabGop MOXeT NOTMOJHHUTENbHO COAEpPKaTh MHCTPYKIHIO, KOTOPAasi OMHCHIBAET
NPOLEYPHBIE 3TAIbI CIOCOOOB, U OyAET COOTBETCTBOBATH, IO CYIIECTBY, TEM XK€ MPOLENypaM,
KOTOpbI€ ONMUCaHbl B JAHHOM AOKYMEHTE, WJIM H3BECTHbI CIELMAJNCTaM B JAaHHOW 00JacTH
TEXHUKU.

ITpumepst

[00143] Cnenyromue mnpuMepbl BKIIOYEHBbI JJIsI AEMOHCTPALUU MPEANOYTUTENBHBIX
BAPHUAHTOB OCYIIECTBJIEHUs M300peTeHus. CrienuanicraM B JaHHOW OOJaCTH TEXHHUKH JOJDKHO
OBITh MOHSATHO, YTO METOJIbI, PACKPBITHIE B CIEAYIOIIUX MPHUMEPax, MPEACTaBJSIFOT METOJbI,
OTKpBIThIE U300peTaTesieM sl 3 (HEKTUBHOTO MCIIONb30BAHMS TIPU MPAKTUYECKOM MPUMEHEHUH

uzo0pereHus, ¥, TakuM 00pa3oM, MOTYT pPacCMaTPUBATBCS KAaK  COCTABIIAIOLIUE

>
NPEATIOYTUTENbHBIE CrOCOObI ero mpuMeHeHus. ONHAKO CHenHuajiucTaM B JTaHHOH 0oO0acTH
TEXHUKH B CBETE JAHHOTO PACKPBITUS U300PETEHUS TOJKHO OBbITh MOHSTHO, YTO B KOHKPETHBIX
BAPHUAHTAX OCYINECTBJICHUS, KOTOPBIE PACKPBITBL, MOTYT OBITh CAEJIAHbl MHOTOYHCIICHHBIE
U3MEHEeHUs, W BCe k€ OyneT TMOJyuyeHHBbIH IOXOXKUH WM aHAJOTMYHBIN pe3yabrar 0Oe3
OTKJIOHEHHsI OT CYIIHOCTH B 00beMa u300peTeHMs.

IIpumep 1 — BCL2-nanesnennbie P-3TokcH 0/TMTOHYKJ1€0THABI

[00144] Omuronykneorunsl, HauenenHole Ha BCL2, Opumm  paspaboraHbl s
ucnonap3oBaHuss B JunocoMHoM BCL2 aHTUCMBICIOBOM JIEKAPCTBEHHOM MPOAYKTE IS
uHruouposanus skcrpeccuu Bel2. HenpepriBHas nmocnenosatenvHocTh K/IHK BapuanTa ansda
BCL2 nmpencrasnena B8 SEQ ID NO: 4, a Genkoasi mociienoBaTeIbHOCTh BapuaHTa anbha BCL2

npencrasiena B SEQ ID NO: 5. HenpepsiBHast nocnenoBarenbHocTh KJIHK Bapmanrta anbgda
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BCL2 npencrasiena B SEQ ID NO: 6, a 6enxoast mocienoBaTeqbHOCTh BapuaHTa anbdpa BCL2
npencrasieda B SEQ ID NO: 7. IlocnenoBaTenbHOCTb KaXKAOTO W3 OJMIOHYKJIEOTHUIOB
npezncrasieHa B Tabnune 4.

Taoauna 4. BCL2 auTUCMBICIIOBBIE TTOCIEN0BATEIbHOCTH

Ha3Banue
. IocnexoBaTeIbHOCTDH SEQ ID NO:
AHTHCMBICJIOBOH
20—ocHOBHas" 5= CAG CGT GCG CCATCCTTC CC -3’ 1
18—ocHOBHas" 5- GCG TGC GCC ATC CTT CCC -3’ 2
7—OCHOBHAasI 5-TCCTTC C -3’ 3

? [Tom4yepKMBaHUE yKa3bIBAET MO3UIIMIO M3BECTHOM (hocdomusGupHOi CBA3M 0CTOBA

[00145] JIunocomubiii BCL2 aHTHCMBICIOBON JI€KapCTBEHHBIN MPOAYKT W3rOTAaBINBAIU
B COOTBETCTBHM CO CrocobaMu, ONHCAHHBIMH B  JaHHOM JIOKyMeHTe. Macc—
CHeKTpoMeTpuuecKkuil aHanu3 [jsi 20—OCHOBHOTO HyKJeOoTHAa Mokas3an, 4uto okono 80%
OJIMTOHYKJIEOTHIHOTO JIEKAPCTBEHHOTO BEINECTBA MMENH OT MATH 10 ceMH (ochonamspupHbIx
cBsi3el OCTOBAa, U 4YTO Ooubine 98% OMUTOHYKIEOTHAHOTO JEKAPCTBEHHOTO BEINECTBA UMENH OT
T 10 BOChMH (ochonndPupHbIX CBA3eH OCTOBAa. AHanmnM3 dYacTHl aisi 20—OCHOBHOTO
HYKJIEOTHJa Mokasal, uro 90% nunocom umenu nuamerp ydactul] 2462 HM unu meHsblue, 5S0%
JIUIIOCOM UMENU AuaMeTp dactul 607 HM MU MeHblIe, U OKoJio 28% JIUIOCOM UMENH TUaMeTp
yactull 300 HM UJIH MEHBIIIE.

IIpumep 2 — HMHruGupoBaHHe KHU3HECNOCOOHOCTH OOBIYHBIX H PAKOBBIX KJIETOK
JunocoMHbIM BCL2 aHTHCMBIC/I0BBIM areHTOM

[00146] beuia mnpoeepeHa cnocoOHOCTh JunocomMHoro BCL2  aHTHCMBICIOBOTO
UHTUOMPOBATH KM3HECTIOCOOHOCTh OOBIMHBIX MOHOHYKJIEAPHBIX KJIETOK mepudepruuecKoit KpoBH
(MKTIK). JIunocomubiii BCL2 aHTHCMBICIOBOH areHT, COOTBETCTBYIOIIMIA ogHOMY u3. SEQ ID
NO: 1 ¢ 3—kparsaeim geteprenrom, SEQ ID NO: 2 ¢ 1-kpatubiMm nereprentom, SEQ ID NO: 2 ¢
3—xpatueiM gerepreHTom, © SEQ ID NO: 3 ¢ l-kpaTHbIM JeTepreHTOM, MHKYOUpOBaIMU C
KJIETKaMHU B TedeHue yeTbipex aHel. CornacHo naHHbIM Ha Pur. 1 mpoaeMOHCTPUPOBAHO, UTO
uHKyOamms ¢ JunocoMHbiM  BCL2  aHTHCMBICIOBBIM ~ areHTOM CHHXKAET — KJIIETOYHYIO
xu3HecrnocodHocTh 00bruHBIX MKIIK.

[00147] Cnocobnocte nunocomMHoro BCL2 aHTUCMBICIIOBOTO areHTa MONABISThH
KU3HECTIOCOOHOCTh  KJeTOK  muddy3HOil  KpymHOKIeTo4HOH B-kierounoit  mumdomer
repMHHATUBHOTO LeHTpa B—mmMdorur—-nogo6Horo noarumna Obuia MPOTECTUPOBAHA HA ECSATH
muawsix: DOHH-2, SU-DHL-4, SU-DHL-6, SU-DHL-10, OCI-LY-18, OCI-LY-19, WSU-
DLCL2, RL, OCI-LY-1, u OCI-LY-7. Jlunmocomuniii BCL2 aHTHCMEBICIIOBOM areHT,
cootBercTByromuii ogHoMy u3: SEQ ID NO: 1 ¢ 3—kparnsim geteprerrom, SEQ ID NO: 2 ¢ 1-
kpatHbIM Aeteprenrom, SEQ ID NO: 2 ¢ 3—kpatHeiM gereprenrom, 1 SEQ ID NO: 3 ¢ 1-
KPaTHBIM JI€TEPreHTOM, HHKYOHUPOBAJIN € KKAOH KJIETOYHOH JIMHUEH B TE€YEHHE YEThIpEX THEH.
IIUTOTOKCUYHOCTb  OLIEHMBAJIM C  UCIOJb30BAHMEM  AHAJINW3a  LIUTOTOKCHUYHOCTU  C

cyabpoponamunom B. CornacHo nanabM Ha @ur. 2A—J npoaeMOHCTPUPOBAHO, YTO MHKYOALUs
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¢ nunocoMHbIM BCL2 aHTHCMBICIOBBIM areHTOM HHAyuuposaja 50% nopaBlieHuE B LIECTU U3
aecaTH  JNUHUM  KiIeTok  aAup@y3HOH — KpyMHOKIETOYHOH — B—kmerounoit  mumdomer
reépMHHATUBHOTO IIeHTpa B—numdponnr—nonobHoro nogrumna.

[00148] CnocobHocte nunocomMHoro BCL2 aHTHCMBICIOBOTO areHTa IOJABISATH
JKM3HECTIOCOOHOCTh  KJIETOK  AU(QY3HOW  KPYMHOKIETOYHOH  B-kierounoit  mum¢poMsI
aKTHBUPOBaHHOTO B—immdorur—nonodHoro moaruna Obuia MPOTECTHPOBAHA HA TPEX JIMHUSIX
knerok: SU-DHL-2, U-2932, u RI-1. Jlunocomuwiii BCL2 aHTHCMBICIIOBOM areHr,
coorBercTByromuii ogHoMy u3: SEQ ID NO: 1 ¢ 3—kparusim geteprenrom, SEQ ID NO: 2 ¢ 1-
kpatHeiM aereprenrom, SEQ ID NO: 2 ¢ 3—kparHeiM gereprenrom, u SEQ ID NO: 3 ¢ 1-
KPaTHBIM JIETEPreHTOM, HHKYOHUPOBAJIN € KAKAOH KJIETOYHOH JIMHUEH B TEYCHUE YEThIPEX JTHEH.
[IUTOTOKCUYHOCTL ~ OLIEHMBAM C  WCMOJNb30BAHMEM  aHaiIM3a  LUTOTOKCHYHOCTU  C
cyabpoponamunom B. CornacHo narabM Ha @ur. 3A—C mpoaeMOHCTPHPOBAHO, YTO UHKYOAIUs
¢ nunocoMHbIM BCL2 aHTHCMBICTIOBBIM areHTOM HHAyLHpoBaja 50% mnonaBieHHe B BCEX Tpex
JVHUAX KJIEeTOK nn(y3HOH KPYNMHOKIETOUHOH B—KkieTouHol nmuMpoMsl akTHBHPOBaHHOTO B—
JUM(POLHUT—TIONOOHOTO MMOATHIIA.

[00149] CnocobHocth numnocoMHoro BCL2 aHTHUCMBICIOBOrO areHTa IOAABJISITh
KU3HECTIOCOOHOCTh KJIETOK JTMM(OMBI TECTHPOBAIN Ha NBYX KiIeTOo4HbIX JHHUSAX: GRANTA-
519 (numdoma kineTok MaHTHIHON TkaHu) U Ramos (mumdoma bepkurra). JInmocomueiii BCL2
AHTHCMBICJIOBOIl areHT, cooTBeTcTByromui oanoMy u3: SEQ ID NO: 1 ¢ 3-xpaTHbM
nereprenroMm, SEQ ID NO: 2 ¢ l-xpatHbiM nereprentoM, SEQ ID NO: 2 ¢ 3—kpaTHbIM
nereprenrom, 1 SEQ ID NO: 3 ¢ 1-kpaTHbIM JeTEPreHTOM, WHKYOMpOBalIU C KaKAOH
KJICTOYHOM JIMHUEH B TEYEHHUE YeThbIpeX NHEU. [IUTOTOKCUYHOCTD OLICHUBAJIH C UCIIOIb30BAHUEM
aHaJIM3a LUTOTOKCHMYHOCTU C cyibdopomamunom B. CormacHo nanHeiM Ha Pur. 4A-B
NPOJEMOHCTPUPOBAHO, 4YTO HHKyOaumusi ¢ JunocoMHbiM BCL2 aHTHCMBICIOBBIM areHTOM
uHayLrposana 50% uHruOupoBaHue B 00EHX KJIETOUHBIX JIMHUSX.

[00150] Cnocobuocts numnocoMHoro BCL2 aHTHUCMBICIOBOrO areHTa IIOAaBJISITh
JKU3HECTIOCOOHOCTh KJIETOK MHEJIOMIHOTO JIEHKO3a TECTUPOBAIHM HA TPEX KJIETOYHBIX JIMHUSIX:
K562, MV—4-11 u Kasumi—1. Jlunmocomubiit BCL2 aHTHUCMBICJIOBOI areHT, COOTBETCTBYFO LM
onomy u3: SEQ ID NO: 1 c¢ 3—xkparaeim nereprentoM, SEQ ID NO: 2 ¢ 1-kpatHbIM
nereprenrom, SEQ ID NO: 2 ¢ 3—kpatHeiM nerepreHToM, 1 SEQ ID NO: 3 ¢ 1-kparHbIM
NETePreHTOM, WHKYOMpOBAaIM € KaKIOW KJIETOYHOW JIMHUEW B TEYeHHe 4YeThIpeX JIHEW.
IIUTOTOKCUYHOCTb  OLIEHMBAM C  UCMOJNb30BAHMEM  aHaiIM3a  LUTOTOKCHYHOCTU  C
cyabdoponamunom B. CornacHo narabM Ha @ur. SA—C mpoaeMOHCTPUPOBAHO, YTO UHKYOAIUs
¢ nunocoMHbiM BCL2 aHTUCMBICTIOBBIM areHToM HHAyLupoBana 50% monaBieHne BO BCEX TPeEX
KJIETOYHBIX JINHUSAX MUEJIOUHOTO JIeHKO03a.

[00151] Bce crmocoObl, pacKphITble W 3asiBJICHHBIE B JaHHOM JOKYMEHTE, MOTYT OBITh
OCYIIECTBIIEHbl U BBINOJHEHBl 0€3 M3JIMIIHETO 3KCHEPUMEHTHPOBAHMS B CBETE HAHHOTO
pacKpbITHst H300peTeHHst. XOTs KOMITO3ULIMK U CIIOCOOBI COTJIACHO JTAHHOMY M300peTEeHUI0 ObLIH
OMMCaHbl B TEPMUHAX MPEANOYTUTENBHBIX BAPUAHTOB OCYILLECTBJICHHUs, CIIELUAINCTaM B JTAHHOM

00acTH TEXHUKH JOJDKHO OBITh O4YE€BHAHO, YTO K cmocodaM W Ha J3Tamax HId B
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HIOCJIEIOBATEIbHOCTH 3TAIOB CIIOC00a, OMHUCAHHOTO B JAHHOM JOKYMEHTE, MOTYT MPUMEHSIThCS
W3MEHEHHsI, He OTCTyMasi OT KOHLIETLHHY, CYIIHOCTH U o0beMa u3odperenus. bonee KOHKpeTHO,
Oyner OYeBHUAHO, YTO ONpENEeNICHHbIC AreHThbl, KOTOpPbIe SIBJSIFOTCS KaK XHUMHYECKH, TaK M
(pU3MONIOrNuecKy POACTBEHHBIMU, MOTYT 3aMEHUTh ar€HThI, OMIMCAHHbIC B JAHHOM JIOKYMEHTE, U
B TO K€ BpeMst OyAyT MOJIy4EeHBI TAKUE XK€ WM aHAJIOTUYHBIE pe3yibTaThl. [Ipennonaraercs, 4To
BCE MOAOOHBIE aHAJIOTUYHBbIE 3aMEHHUTENN M MOAM(UKALNM, OYEBUAHBIC JUIS CIELUAIHCTOB B
JaHHOW O0JNacTH TEXHUKH, HAXOAATCS B Mpedenax CYIIHOCTH, O0beMa M KOHIEHIHU
n300peTeHus, Kak OTMPeNesIeHO B MpriaraeMoi Gpopmysie n3o0peTeHusl.

CIIMCOK UCITOJIB30OBAHHBIX HCTOYHHUKOB

Crenyroiye UCTOUYHUKH B TOW Mepe, B KOTOPO# OHHU MPEIOCTABIISIIOT HILUTFOCTPATHBHBIE
NpPOLIEAYPHbIE WJIM HMHBbIE MOAPOOHOCTH, MOMOJHSIOUINE H3JIOKEHHbIE B JaHHOM IOKYMEHTE,
CMeLHaIbHO BKJIFOYEHbBI B JAHHBIN JTOKYMEHT MOCPEICTBOM CChUIKH.

[Tarent CIIA Ne 4659774

ITarent CIIA Ne 4816571

ITarent CIIA Ne 4870287

[Tarent CIIIA Ne 4959463

[Tarent CIIIA Ne 5141813

[Tarent CIIA Ne 5214136

[Tarent CIIA Ne 5223618

[Tarent CIIA Ne 5264566

[Tarent CIIIA Ne 5378825

[Tarent CIITA Ne 5428148

[Tarent CIIIA Ne 5446137

ITarenT CIIIA Ne 5466786

ITarenT CIIIA Ne 5470967

ITarent CIITA Ne 5539082

ITarent CIIA Ne 5554744

[Tarent CIIA Ne 5574146

[Tarent CIHIA Ne 5602240

[Tarent CIIA Ne 5602244

[Tarent CIIA Ne 5610289

[Tarent CIIA Ne 5614617

[Tarent CIIA Ne 5623070

[Tarent CIIA Ne 5652099

[Tarent CIIIA Ne 5670663

[Tarent CIIA Ne 5672697

[Tarent CIIA Ne 5681947

[Tarent CIIIA Ne 5700922

ITarent CIIA Ne 5705629

ITarent CIIIA Ne 5708154
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ITarent CIITIA Ne 5714331

ITatent CIIIA Ne 5714606

ITarent CIITA Ne 5719262

ITarent CIIIA Ne 5736336

ITatent CHIA Ne 5739169

ITarent CIITA Ne 5760395

ITarent CIIA Ne 5763167

ITarent CIITA Ne 5766855

ITarent CIIIA Ne 5773571

ITarent CIITIA Ne 5777092

ITarent CIITA Ne 5786461

ITarent CIITA Ne 5792847

ITatent CIITA Ne 5801005

ITarent CIITA Ne 5824311

ITatent CIITA Ne 5830880

ITatent CIITA Ne 5846945

ITatent CIITA Ne 5855911

ITatent CIITA Ne 5858988

ITatent CIITA Ne 5859221

ITatent CIITA Ne 5872232

ITarent CIITA Ne 5886165

ITarent CIITA Ne 5891625

ITatent CHIA Ne 5908845

ITarent CIIIA Ne 9744187
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®OPMYVYJIA H30BPETEHUA

1.  Komnosuuus,  comepkamas  MONYJSLUI  OJUIOHYKJIEOTHIOB,  NpUYEM
OJIMTOHYKJIEOTH bl THOPUAMZUPYIOTCS € MOJMHYKJICOTUAHBIM NponykToM reHa BCL2, mpu sTom
OJIMTOHYKJIEOTHABI TMOMYJISILUU COCTOAT M3 HYKJIEO3UIHBIX MOJIEKYJ, COEAMHEHHBIX ApPYr C
apyrom ¢ochaTHBIMHU CBA3SIMU OCTOBA, NMPUUYEM IO MEHbLIeH Mepe onHa U3 GochaTHbIX CBsI3e
OCTOBAa B KQXKJIOM OJIMTOHYKJIEOTHAE MPENCTaBIsieT co00i P—3TOKCH CBSI3b OCTOBA, U MPH 3TOM
He Oombine yeM 80% ¢ochaTHBIX CBsI3eil OCTOBA B KAXIOM OJUTOHYKJIEOTHUAE MPEACTABISIOT
coboli P-3TokcH CBsI3U OCTOBA.

2. Komnozuuus mo m. 1, oTiauyarowascs TeM, 4YTO OJIMTOHYKJIEOTHIbI MOIMYJSLUU
COZIEpIKaT MOCIIeIOBATENBHOCTD cornacHo Jiroboi uz SEQ ID NO: 1-3.

3. Kommozuuus mo m. 2, OTIMYAKOLIASACA TEM, YTO OJUTOHYKJIEOTHIbI MOIMYJSLUU
coneprat nocnenaosarenbHOCTh cornacHo SEQ ID NO: 1.

4. Komno3unus 1o 1. 3, OTJIMYaroLIasicst TeM, 4To ¢pocdaTHbIe CBS3M OCTOBA MO MEHBIIEH
Mepe MEXIy HYKJIeoTHAaMu 5 U 6, Mexay Hykieotunaamu 7 u 8, Mexay Hykineorugamu 9 u 10,
Mexay Hykjneoruaamu 11 u 12, m mexny Hykneorupaamu 14 u 15 ONMroHykieoTuaos
MOy JISILIAH TIPENCTABIISIFOT co00i (hochonmdpupHbIE CBSI3H OCTOBA.

5. Komnosuuust nmo m. 2, OTIMYArOLIasiCsi TeM, YTO OJUTOHYKJIEOTHUIbl MONYJSALUU
coneprat nocienoarenbHOCTh cornacHo SEQ ID NO: 2.

6. Komnozurust mo n. 2, ornuyaromascs TeM, 4To ¢ocdaTHbie CBSI3U OCTOBA IO MEHBIIEH
Mepe MEXAY HYKICOTUAAMH 5 U O, MeXKAy HyKJIeoTuaamMu 7 u 8, u Mexxay Hykiaeorugamu 9 u 10
OJIUTOHYKJIEOTH/IOB MOMYJIILIUY MPEACTABIISAIOT coO0l pochonnrpupHbie CBsI3U OCTOBA.

7. Kommosuuus no m. 2, OTIMYAKOLIASACA TEM, YTO OJUTOHYKJIEOTHIbl MOMYJSALUU
cozepxkat nocieaosarenbHocTh corsiacHo SEQ ID NO: 3.

8. Komnosunms mo m. 1, oriauyaromasicss TeM, uto ot 50% no 80% ¢docdarHbix crsseit
OCTOBA MPEACTABISIFOT OO0 P—3TOKCH CBsI3M OCTOBA.

9. Komnosumust no 1. 8, omnmyaromasicst TeM, uto ot 60% no 75% ¢ocdarubix cesizeit
OCTOBA MPEACTABIISIIOT OO0 P—3TOKCH CBsI3M OCTOBA.

10. Komnosunust no 1. 1, otnuuarommascs teM, uyto ot 20% no 50% dochaTHbix csizeit
OCTOBA MPEACTABIISIIOT coO0l PochonusadupHbie CBsI3U OCTOBA.

11. Komnozunwst mo . 10, otnmyarommasicst TeM, 4to ot 25% no 40% ¢docdatHeix csizeit
OCTOBA MPEACTABIISTIOT coO0l PochomurpupHbie CBSI3U OCTOBA.

12. Kommosumust mo m. 1, ornmuaromasicss TeMm, 4to (ochoamsdpupHbie CBsI3U OCTOBA
pacrpeseneHsl [0 BCeMy U KaXJA0My OJIUTOHYKJIEOTUAY.

13. Komnozunwst o 1. 1, otnuvaromasicss TeM, u4to hochonuspupHbie CBSI3H OCTOBA HE
CTPYNIIUPOBAHbI B MPEAENax YaCTH KaxX10ro OJUTOHYKJIEOTH .

14, Komnosuuus no n. 1, OTIMYAOIIAsCS TEM, 4YTO MOMNYJSLHS OJUTOHYKJIEOTHAOB
SBJIIETCS TETEPOreHHON 1Mo KonndecTBy P—-3TOKCH cBsizeil octoBa u GochoanspupHbIX CBsizel
OCTOBA, UMEIOLUXCS B OJTMTOHYKJIEOTHAX MOMYJISLUH.

15. Komnosuumsi mo m. 1, OTIHMYArOINAsACs TEM, 4YTO OJUTOHYKJIEOTHAbI MOMYJISALUN

HUMEIOT pa3mep B npeaenax ot 18 1o 30 HykIeoTua0B.
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16. Komnosuuusa no o. 15, omnuyaromiascs TeM, YTO OJIUTOHYKJIEOTHUbI IMOMYJISILUAN
UMeIT cpenHMi pasmep 18 Hykmeorunos, mpuueM He Oombiie yem 14 docdaTHbIX cBs3eit
OCTOBA B KaXJI0M OJIMTOHYKJICOTH]IE TIPEICTABIIIIOT cOO0N P—3TOKCH CBSI3h OCTOBA.

17. Komnozuuusa no o. 15, omnuyaromascs TeM, YTO OJIUTOHYKJIEOTHUbI IOMYJISILUN
UMEIOT cpemaHuil pasMep 20 HyKJI€OTHIOB, mpuiyeM He Oonbine ueM 16 ¢ocdarHbx cBszeit
OCTOBA B Ka>KJIOM OJIMTOHYKJICOTH/IE TIPEACTABJISIFOT cO00# P—3TOKCH CBs3b OCTOBA.

18. Kommnosumus nmo m. 15, oTnuuaromascsi TeM, 4TO OJUTOHYKJIEOTUIbl IOMYJISALNH
UMEIOT CpefHMi pasMep 25 HykIeoTHnoB, npudeM He Oombuie yem 20 docdaTHbIX CBsi3eit
OCTOBA B Ka’KIOM OJIMTOHYKJIEOTH]IE TIPEACTABIISIIOT COO0M P—3TOKCH CBSI3b OCTOBA.

19. Komnosuuus no m. 15, oTnuyarouiascs TEM, YTO OJIUTOHYKJIEOTUIbI TMOMYJISILUAN
UMEIOT cpenHuil pazmep 30 HYKJIEOTHAOB, mpuueM He Ooible YyeM 24 (ocdaTHBIX CBS3U OCTOBA
B KaKJIOM OJIUTOHYKJIEOTH/IE TIPEACTABIIIOT COO0H P—3TOKCH CBSI3b OCTOBA.

20. Komnozummss no m. 1, oTauYaromiasics TeM, 4YTO MOMYJSLMS OJUTOHYKJICOTHAOB
COAEP>KUT OJIMH BUJ OJIMTOHYKJIEOTUIOB.

21. Komnozummss no m. 1, oTiauyaromascs TeM, 4YTO MOMYJSILUS OJUTOHYKJIEOTHUIOB
COZEPKUT, O MEHBLIEH Mepe, 1Ba BUAA OJIMTOHYKJICOTHIOB.

22. Komnozummss no m. 1, OoTauyaromascs TeM, YTO MOMYJSLMS OJUTOHYKJIEOTHAOB
SIBJIIETCS. TeTepOreHHOW ™o pacnpeneneHuio  pochoamdPupHbIXx CBs3el ocToBa Cpemu
OJIMTOHYKJICOTUJIOB MOMYJISLINH.

23. Kommosunusa nmo m. 1, oTau4aromascs TE€M, YTO OJUTOHYKJIEOTUAbl MOMYJISLIUA
UHTUOUPYIOT Kcnpeccuto Oenka Bel2.

24. Kommnozuuusi mo m. 1, HOMOJHUTENbHO coxpepskamasi (ochOoNUnuabl, U TMPU STOM
OJIUTOHYKJIEOTHIBI U POCHOMUNHIBI OOPA3YIOT OJIMTOHYKJICOTUA—THUITHIHBINA KOMIUIEKC.

25. Komnosumusi mo 1. 24, oTiMYaromascs TeM, 4YTO (GOCHONUNHIBI  SIBJISIOTCS
He3apsUKEHHBIMU FUTH UMEIOT HEWTPaNIbHbIH 3apsin npu ¢pusnoiorndeckom pH.

26. Kommosunums mno m. 25, omiuyarommiasics TeM, 4TO (OcHOTUNMIbI  SBISIOTCS
HelTparbHbIMU (pochomumuaamu.

27. Komnosunwusi 1o M. 26, OTIUYAIOIIASACS TeM, YTO HeWTpasibHble (HOCHONUMUIBI
MPENCTABISIIOT cO00H (hochaTUIUITXONUHBI.

28. Kommosunwusi mo m. 26, OTIUYAIOINAsACS TEM, YTO HeWTpaibHble (ochOTUmHIbI
MPEICTABISIFOT cOO0H AroseonadpochaTIuITXONH,

29. Komnosunusi o 1. 24, oTiuyaromascs: TeM, 410 (ocHOoTUnuabl Mo CYIEeCcTBY He
cozepaKaT XOJIEeCTepUHA.

30. Komnozumust 1o m. 24, OTIUYA0mascs TeM, YT0 (HOChHONUTUIBI U OJTUTOHYKIICOTHIBI
IMPUCYTCTBYIOT B MOJIIPHOM COOTHOILIEHHH OT OK0oJIO 5:1 1o okomno 100:1.

31. Komnosuumss mo m. 24, OTIMYAOIIAACS TE€M, YTO OJMIOHYKJICOTHA—JIMIUIHBIA
KOMIUIEKC TOMOJIHUTEIBHO ONPEAENISIETCS KaK MOMyJISILUs JTUTIOCOM.

32. Komnoszunusa no n. 31, otnuyaromascs TeM, 4To 1o MeHblieir mepe 90% nunocom
MMEIOT JUAMETP MEHBLIE YEM 5 MKM.

33. Komnosunus no n. 31, oTauMyaromascs TeM, YTO MHOMyJIALMS OJIMTOHYKJIEOTUIOB
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BKJIFOYUC€HA B MOMYJIALIUIO JIMTIOCOM.

34, Kommnozummsi 0o 1. 1, OTIMYAKOIIAsCS TeM, YTO KOMIO3UIUS SIBJISIETCS

>
TMOPUIU3UPOBAHHOM.

35. Crocob ymeHbleHHUs1 YpoBHsI skcrpeccun Oenka Bcel2 B kierke, BKiIIOUarOmMui B
ceOsl IpUBECHNE B KOHTAKT KJIETKH C KOMIO3ULuMeH o 1. 1.

36. @apmaueBTHYECKass KOMIIO3ULUSA, COHAEpKalas KOMIO3ULUI 1Mo 0. 24 u
(dapmanieBTHYECKH IPUEMIIEMbIH HOCHTEb.

37. Komnosuuus no 1. 36, IOMOJTHUTENBHO conepkallas XUMHOTEePaneBTUYECKUN areHT.

38. Cnocob mocraBkM TepaneBTHYECKH 3((EKTUBHOTO KOJIMYECTBA OJMTOHYKJICOTHIA B
KJIETKy, BKIIOYAOLMUA B ce0s NpUBEACHHWE B KOHTAKT KJIETKH C (hapmaneBTHUECKOi
KOMITO3ULIMEN o 1. 36.

39. Crocob mo m. 38, oTIMHArOUIUICS TeM, 4TO Crocod mpeacTaBisieT codoit crnocod
JICYSHHS THIIEPIUIA3UH, PaKka, ayTOUMMYHHOTO 3a00JIeBaHus, HJIH HH(PEKIIHOHHOTO 3a00JIeBaHMUS.

40. Cnoco0 nedeHusi cyObeKTa C pakoM, BKIFOYAOLUIUN B cedsi BBeOEHHE CYOBEKTY
TepaneBTHYeCKH 3((EKTUBHOTO KOJIMYeCTBa (papMalieBTUIeCKOW KOMITO3UIUY 1O 1. 36.

41. Crocob mo 1. 40, OTITUYAIOIIUNACS TEM, YTO CYOBEKT SIBJISIETCS] YEJIOBEKOM.

42, Cnocod mo mn. 40, OTIWYAOLIMICA TEM, YTO paKk MpPenCcTaBiseT CcoOoH
HEMEJIKOKJIETOYHBIH paK JIETKOro, aJeHOKAPIMHOMY ITO/KENYAOUYHON JKeNe3bl, pPaK MOJOYHON
JKeNe3bl, paK MPOCTAThl, MEIAHOMY, PaK TOJCTOM KHIIKH, JEWKO3, TUM(POMY, TIHodIacTomy,
OCTEOCapKOMYy, pPaK IOJIOCTU PTa, paKk SUYHUKOB, PaK MATKH, PaK KOCTEeH, pak MO3ra, pak
IPOCTATHI, PaK MOYKH, PaK JKEIy/Ka, PaK MMUIIEBOMA, PaK MPSMOH KHMIIKH, paK MOYEBOT'O My3bIps,
paK sIMYKa WK paK MeueHH.

43, Cnocob® mo m. 42, omMYaromuics TeM, 4To JuMdoma NPencTaBisieT coOoH
i dy3HYIO KpPYNHOKJIETOUHYK B-kierounyrwo mauM¢poMy TepMHHAaTHBHOIO IIeHTpa B-—
IUM(POLUT—TIONOOHOTO MOATHIIA.

44, Cnocob® mo m. 42, OTIMYAIOIIMHCS TeM, YTO JUM(pOMa MNPEnCcTaBisieT CoOOM
nuhGy3HYHO KPYIMHOKJIETOYHYIO B-KjeTouHyr JUM(POMY aKTUBHPOBAHHOIO B-mumborur—
NoJ00HOTO MOATHUIIA.

45. Cnoco0 1o 1. 42, OTAMYAOIIHUNACS TeM, 4TO JTuM(oMa npeacTaBisieT codoi tuMpomy
KJIETOK MAHTUIHOMN TKaHU.

46. Cnoco0 1o 1. 42, OTAMYAOIIHICS TeM, YTO JJUM(POMa MPEACTaBIsIET OO0 TuMpomy
bepxkurra.

47. Cnocobd mo m. 42, OTIUYAOIIUNUCA TeM, 4YTO JIEMKO3 MPEACTaBIsieT CoOOMU
MHUEJIOUTHBIN JIEHKO3.

48. Cnocobd mo m. 40, OTIMYAIOIIMICS TEM, YTO KOMIIO3UIIMIO BBOISAT IOIKOXKHO,
BHYTPHUBEHHO WJIM BHYTPHOPIOIIHUHHO.

49. Cnocod6 mo n. 40, HOMOJHHUTENBHO BKJIOUANOIIUNM B ceOsl BBEIEHHE IO MEHbIIEH
Mepe, BTOPOH NMPOTHBOPAKOBOH Teparuu CyOBeKTy.

50. Cnoco0® mo m. 49, OTIMYAIOLIMICA TEeM, YTO BTOpas NPOTHUBOPAKOBAs Tepams

NpeAcTaBIsieT CcoOOM XMPYPruuecKyro Tepamuio, XHUMHUOTEPAIHI0, JIYUYEBYI0 TEpammuio,
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KPHUOTEPAIHIO, TOPMOHOTEPAIIHIO, MMMYHOTEPAIHIO, AHTUBHUPYCHYIO TEpaIuLo,
MMMYHOCYTIPECCUBHYIO TE€PAINIO, AaHTHOAKTEPUATBHYIO TEPAITHIO, AaHTHIAPASUTAPHYIO TEPAIIHIO,
NPOTUBOTPUOKOBYIO TEPAITUIO HIJIH TEPAITUIO [IUTOKMHAMU.

51. Crnoco6 nmo m. 40, oTnMYAIOIIMICA TeM, YTO BBEAECHHE KOMIIO3UIMHM YMEHBIIAET
sKcnpeccuro Oenka Bel2 y manuenra.

ITo noBepenHocTH
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