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OIIMCAHUE U30BPETEHUA
2420-559694EA/055
P-OTOKCH HYKJIEMWHOBBIE KHCJIOTBI IJIS1 UHIT'TBUPOBAHUSA STAT3

[0001] [annas 3asBKa 3asBJsA€T NpPUOPUTET NO mnpeasBapuTenbHON 3asBke CIIA Ne
62/487292, nomannoit 19 ampens 2017 roma, comepskaHMe KOTOPOM BKJIFOYEHO B JAHHBIN
JOKYMEHT IIOCPEACTBOM CCBIJIKH.

YPOBEHb TEXHUKHU

1. OBJIACTb U3OBPETEHUA

[0002] HanHoe u300peTeHre B 1IEJIOM, KaK MPAaBUIJIO, OTHOCUTCS K O0JIaCTH MEIHIIMHBI.
bojee KOHKPETHO, OHO KacaeTcsl JIMIIOCOMHBIX T'OTOBBIX (OpM P—3TOKCH OJUTOHYKJIEOTHIOB,
KOTOpble THOPUAMZHPYIOTCS C MOJHHYKJICOTHIHBIM mpoaykrom reHa STAT3, m cmocoOoB
NOJIYYEHUS ¥ IPUMEHEHUs TAKUX TOTOBBIX (POPM B MEIUIIHE, OCOOEHHO B JIEYEHUU COJUIHBIX U
reMaToJIOTMYeCKUX BHUJIOB pPaka, KOTOpPbIE MMEIOT BBICOKYIO JKCIIPECCHIO WM IOBBILIEHHYIO
akTUBHOCTb reHa STAT3.

2. OIIMCAHUE ITPEJIIIECTBVYIOIIET'O YPOBHA TEXHUKH

[0003] MHoTrHe reHbl BOBJIEUEHBI B YCTOHUUBYIO MPOJU(EPaL0 U BBDKHBAHUE PAKOBBIX
KJIETOK B TPEN3JIOKAYECTBEHHBIX ONMYXOJSAX U pPe(pakTepHBIX OINYXOJsIX IO3AHUX CTaIuil
pasButus. Unensl curHanbHbix nyteil Ilepenatunkos Curnanos u AktuBatopoB TpaHCKpUNLIMU
(STAT), kak W3BeCTHO, WIpalOT BaXHYIO poiib B 3ToM cBoiictBe. STAT3 sBsiercs
TPAHCKPUILIMOHHBIM (PaKTOPOM, KOTOPBIH axkTHBUpYyeTcst B OKojo 70% BCEX COJUIHBIX
omyxonel u BuaoB paka kpoBu. Ilpu aktusanuu STAT3 TpaHcnouupyercst u3 LUTO304 B SAPO,
YTOOBI YIIPABJISATH SKCIPECCHEN OOJBIIOro KOJIMUYECTBa MeHOB, BKIovas Survivin, Bel-X;, Mcl-
1, c-Myc, nuknus D1, p21, uuknun E, matpukcHyro MeramnonporenHasy—9 u -2, u VEGF, nns
peryJisilud LUIMPOKOTO CIEKTPa KJIETOYHBIX MPOLECCOB, TAKUX KaK BbDKUBAHUE KJIETOK, POCT,
MUTpaLusi, UHBa3us, MeTacTasupoBanue u anruoreHes (Wu et al., 2011; Hardee et al., 2013).
Kpome toro, STAT3 peryaupyer HECKONBKO Ba)KHBIX CHUTHAJIBbHBIX IMyTEH, yYaCTBYIOLIUX B
MPOrpecCUpOBaHUU paka, Bkirouas kackansl MJI-3, NJI-6 u NF—«B, a Takxe akTUBUpYeT MyTH
o0OpaTHOI CBsI3M, yCHIIMBasi CBOKO cobcTBeHHyro aktuBanmto (Hardee et al., 2013).

[0004] B 1o Bpemsi kak STAT3 OOBMHO SKCHIpPECCUPYETCsl HA HU3KHX YPOBHSX B
IIUTO30JIe 3JOPOBBIX KIIETOK, OH YacTO M30BITOYHO BKCIPECCUPYETCS U aAKTUBUPYETCS
(pochopumupyercs wm  nokanmmzyercs B sAApe) TOpu  pake, Bkimoyas auddysHyro
KPYNHOKJIETOUHYI0 B—kierounyro mumpomy (AKBKJIL). Ilpu JAKBKJI on wame Bcero
axtusupyetrcsi B ABC—nonrune 3a0onesanusi, u pesxke B GC—noarune JIKBKJI (Wu et al., 2011;
Hardee et al., 2013; Scuto et al., 2011). Baxno, yro usObrrounas skcmnpeccus STAT3,
runepdochoprIupOBaHNE U sIIEPHAS JIOKAJIH3ALUS KOPPETUPYIOT ¢ XYALTUM OOLIUM MPOTrHO30M
B TAKMX ONYXOJIAX IO CPABHEHHUIO C OMYXOJISIMH, SKCIPECCHPYIOMUMH Oojiee HU3KHE YPOBHU
STAT3. Kpome Toro, omyxonu, Hecymue upe3MepHO akTuBupoBaHHbIM STAT3, Takke
neMOHCTpUpyrOT yBenudeHHbI curHanuar NF—«B mpu ABC—niontune JIKBKJI, uro yka3biBaer

Ha T0, uyTo curHanuHr STAT3 urpaer pons B nporpeccuposanuu JJKBKIJL



[0005] M3—3a mpuponer Oenka STAT3, paspaboTka MaibIX MOJIEKYJ IUIsl TIPSIMOTO
HaLlEJIUBAHUS HA €ro CHUTHAJIbHYK) AaKTUBHOCTb 3aTPy/HEHA, YTO JeNaeT €ro HuaeajlbHOU
MHULIEHBIO JUIsl AHTHUCMBICIOBOTO M JAPYTUX TIeHETHYECKUX MOAXOA0B HOKJAayHa. Y4HUTbIBas
LEHTPaJbHYIO poiib, KoTopyto STAT3 urpaer Bo MHOruX opmax paka u pyrux 3a00JI€BaHUSX,
OBUIO NPEANPHUHATO HECKOJBbKO IMOMBITOK pa3padoTaTh MENTHUA, OJUIOHYKJIECOTUA—JIOBYIIKY U
COEMHEHUS] HAa OCHOBE MAaJbIX MOJIeKys, 4roObl OnokupoBath aktuBaumio STAT3,
numepusanio, cesizbiBanue JJHK, unu uroObl yekoputh nHakTHBauuio dpepmenta (Miklossy et
al., 2013). B kauyecTBe aJbTEPHATHUBHOIO TOAXOAA, HECKOJbKO TIPymnm paboTalT Hax
paspabotkoit mHruOuropoB kuHa3bl Janus (JAK) nns OnokupoBanusi ocdopuiupoBaHust U
aktuBatm STAT3 mpu JUJIC (mumdormrapras numdocapkomMa) U APYrux 3abOJEeBaHUSX C
paznu4HbIM ycrexoM (Amin et al., 2003; Fagard et al., 2013).

[0006] Tlomxomei, kotopblie HaueideHbl Ha STAT3, KOHKPETHO BKJIFOYAOT B Ceds
NPUMEHEHHE OJIMTOHYKJIEOTUAOB aiisi Onokuposanus Tpancmsiuun MPHK STAT3 B Genok wmu
nns mHaykuuu  gerpajaunun PHK ¢ nomompro mexanmsmoB PHKaser H  nocpenctsom
TEXHOJIOTUM HAa OCHOBE AHTHCMBICIOBBIX onuronykieotunoB (ACO). Otu  crparerumn
NpPEANIaraloT Crocod CHUKEHHSI TOKCHYHOCTH M MEHee aJanTHPOBAHbI K  MYTaLUsIM
ycroiunBocTu. Heckonpko mombiTok Takoro nmoaxoga st STAT3 He yBeHUannCh yCHEXOM.
Takum 00pa3oM, CyIIEeCTBYeT MOTPEOHOCTh B YJIYYLIEHHBIX AHTHCMBICIOBBIX KOMITO3ULIHSIX,
HaneneHHbIx Ha STAT3, nys npumMeHeHusI B JieueHUH 3a00JIeBaHUH.

CYIIHOCTDb U30BPETEHM A

[0007] B npaHHOM JOKYMEHTE TMPEAJIOKEHbl KOMIIO3HUIIMH K CIIOCOOBI, KOTOpPBIE
UHIYLUUPYIOT MHIHMOMpPOBaHHE POCTa W/MJIM arnonTo3 B INHPOKOM Ha0Ope PaKOBBIX KIETOK,
koHTpomupyeMbix STAT3. Oxcmpeccusi Oenxa STAT3 mnpenorBpamaercss HETOKCHUHBIM
YCTOHYMBBIM K HYKJI€a3aM OJUIOHYKJIEOTHIOM, KOTOPBI HALENeH Ha IOJUHYKICOTUABI,
xomupyemble STAT3, B koMOMHAUMKN ¢ HEHTPAJBbHON JIMIIOCOMOM, TEM CaMbIM YCTPAHSS ITyJl
noctymnHoro Oenka STAT3.

[0008] B omHOM BapuwaHTe OCYINECTBJICHUS, MPEIJIOKEHBl KOMITO3ULIMU, COAEpPIKaIINe
MOMYJISILIH OJIMTOHYKJIEOTUAOB, KOTOPbIE THOPUIM3UPYIOTCS C TIOJMHYKJICOTHIHBIM MPOAYKTOM
reHa STAT3. B HEKOTOPBIX acmeKkTax, OJUTOHYKJIEOTHUABI TOMYJISILUKU COCTOST U3 HYKJIEO3UIHBIX
MOJIEKYJI, COEAMHEHHBIX APYT ¢ APYroM (pochaTHBIME CBSA3SIMU OCTOBA, NMPUYEM IO MEHbINEH
Mepe onHa u3 (GochaTHBIX CBSA3EH OCTOB B KAKIIOM OJIUTOHYKJIEOTHIE NPEACTaBsieT codoit P—
STOKCH CBSI3b OCTOBA, U MpH 3TOM He Oosbiie yeM 80% QocdaTHbIX CBs3el OCTOBA B KKIOM
OJIUTOHYKJIEOTHIIE MPENCTABISIOT co000i P—3TOKCH cBs3M ocToBa. B HEKOTOpPBIX acmekTax, 1o
MeHbLIeH Mepe onHa 13 (ochaTHBIX CBsA3EH OCTOBA B KAXKIOM OJIMTOHYKJIEOTHIE MPEICTABIISET
coboit pochoamshupHYIO CBSI3b OCTOBA. B HEKOTOPBIX aCMeKTaxX, OJIMTOHYKJICOTH B TOTYJISILIFH
cozepaKat rnociuenoBareabHocTh cornacHo b0l u3 SEQ ID NO: 1-4. B HEKOTOPBIX acneKTax,
OJIMTOHYKJIEOTUABI MOMYJISLUU COAepkKaT mnocienosaTenbHocTh corigacHo SEQ ID NO: 1. B
HEKOTOPBIX aCIMEKTaX, OJIMTOHYKJIEOTH bl MONYJISILUN COAEpKAT MOCAEN0BATEIbHOCTb COINIACHO
SEQ ID NO: 2. B HeKOTOpPBIX AacHeKTaX, OJMIOHYKJIEOTHUIbl MOMyJSILUU COAEpKaT

nocnenosaTenbHOCTh cornacHo SEQ ID NO: 3. B HEKOTOpBIX acmeKkTax, OJUTOHYKJIEOTHUIbI



NOMYJIALIMK coziepkaT nocnenosaTenbHOCcTh cornacHo SEQ ID NO: 4. B paznuuHbIX acnekrax,
OJIMTOHYKJIEOTHbl TOMYJSIIMA HMHrHOMpYroT 3kcrpeccuto STAT3. B HEKOTOpBIX acmekTax,
KOMITO3ULIUS SIBJIIETCS JTMOPUITN3UPOBAHOM.

[0009] B mnekoropeix acmekrax, or 10% no 80% dochaTHbIX CBsA3el OCTOBaA
npeAcTaBysitoT coboii P—atokcu cBsizu ocroBa; ot 20% no 80% docharHeix cBsizell ocTOBa
npeAcTaBysitoT coboii P—sTokcu cBsizu ocroBa, ot 30% no 80% ¢ocdaTHbIX CBsizel OCTOBa
npeAcTaBysitoT coboii P—stokcu cBsizu ocroBa, ot 40% no 80% ¢ocdaTHbIx CBsizel OCTOBa
NPENCTaBISIIOT co00it P—aTokeu cBsizu octoBa;, ot 50% o 80% docharHbix cBsizel OCTOBA
npencTaBisitoT codoii P-3Tokcu cBsizu ocrosa; wiu ot 60% 1o 70% dochaTHbIX CBsizel OCTOBA
NPEACTABISIIOT cOO0H P—3TOKCH CBsi3M OCTOBa, WM JEOOOH AMana3oH, MOJYYeHHbIH U3 HUX. B
HEKOTOpBIX acmekTax, or 20% nmo 90% docdarHbx CBsi3eH OCTOBa MPEACTABISIOT COOOI
dbochonurdpupnbie cBs3u octoBa; ot 20% no 80% docdaTHbIX CBs3el OCTOBA MPEACTABIISIOT
coboit ¢dochonurdupnbie cBs3u ocroBa, or 20% no 70% docharHbIX CBsi3el OCTOBA
NPEACTaBISIIOT coboit pochonmspuprble cBsa3u octoBa;, oT 20% mo 60% dochaTHbeIx cBs3eit
OCTOBa MPeACTaBIBIIOT cobol docomurdpupnbie cBsizu octoBa;, oT 20% mo 50% docdaTHbIX
CBsI3ell OCTOBa MpeAcTaBisIOT coboit Gochommadupubie cpsizu ocroa, wim ot 30% mo 40%
docdaTHBIX CBsI3eil OCTOBA MpeACTaBISIIOT cobolt pochonmaupHbie CB3M OCTOBA, WK JIFOOOM
QMAMa3oH, MOJYyYeHHbIH U3 HUX. B pa3nuyHbIX acmekTtax, 1o MeHbluei mepe, 5%, 10%, 15%,
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 60%, 65% T0%, 75%, 80%, 85%, 90%
i 95%, unn kakoe—audo 3HaUeHue Mexay HUMH, (OchaTHBIX CBsI3eH OCTOBA MPEACTABJISIOT
coboit P-sTokcu cBsizm ocToBa. B pasnmuHbIX acmekrtax, mo MeHbiieil mepe, 5%, 10%, 15%,
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, nmm 95%,
WIN Kakoe—1nOO 3HaueHHe MeXIy HHUMH, (Ooc(haTHBIX CBsi3eil OCTOBA MPEACTABISIOT COOOH
dochonmzdpupHbie cBsizu ocToBa. B onpeneneHHbIx acnekrax, ¢ochonudGupHbie CBSI3H OCTOBA
pacrpeniesieHbl 10 BCEM OJIMIOHyKJIeoTuaaM. Kak TakoBble, OJNMIOHYKJIEOTHIbl HE SIBIISIOTCS
XUMEpPHBIMH MOJIEKyJIaMH. B HEKOTOpBIX acmeKTaX, OJUIOHYKJIEOTHUABl HE COAepkKaT
(bochoTHOaTHOI CBSI3U OCTOBA.

[0010] B HekoTOpbIX acmekTax, OJUIOHYKJIEOTHUABl MOMyJSIIUM HMMEIT pa3Mep B
nuanasoHe ot 7 1o 30 Hyki1eoTun0B. B onpeneneHHbIX acleKkTax, OJUIOHYKJIEOTUbI TOMYJISALUN
UMEIOT pasMep B Impexnenax oT 12 po 25 HykjgeotuaoB. B pasnuuHBIX — acmekTax,
OJIMTOHYKJICOTHU/IBI MOMYJISILUA UMEIOT pa3Mep No MeHblue mepe S5, 6,7, 8,9, 10, 11, 12, 13, 14,
15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 wmu 30 nHykjgeotunos. [(uana3zon
pPa3MepOB MOKET OBITb CPETHUM Pa3MEPOM OJIMTOHYKJICOTHAOB B MOMYJISILIUH.

[0011] B HexOTOpBIX acnekTax, OJMIOHYKJIEOTHAbl MOMYJISIUY UMEIOT CPEeIHUN pa3Mep
7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 unu 30
HYKJICOTHIIOB, TIpr4yeM He Ooubine uem 5, 6, 7, 8, 8, 9, 10, 11, 11, 12, 13, 14, 15, 15, 16, 17, 18,
19, 20, 20, 21, 22, 23 wuu 24, cooTBEeTCTBEHHO, (Poc(aTHBIX CBS3M OCTOBA B KaXKIOM
OJIMTOHYKJIEOTHE TPENCTABISAIOT coO0l P-3TOkcH CBs3b OcTOBa. B HEKOTOpBIX acmekTax,
OJIMTOHYKJIEOTHU]IBI TONYJISILUKA UMEIOT cpeaHuil pasmep 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18,
19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 unu 30 HyKJI€OTUAOB, U IO 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, umu 6, COOTBETCTBEHHO, (pochaTHBIX CBSI3EH OCTOBA
B KQXIOM OJIUTOHYKJIEOTHAE TNPEACTaBISIOT Cco0oit  ¢dochomudpupHyr0 CBsI3b  OCTOBA.
Hanpumep, OIUroHykJI€OTHABI B MOMYJSILUKA MOTYT UMETh CpeAHUH pasmep 18 HykiIeoTunos,
npudeM He Oospine uyeM 14 ¢QocdarHbIXx cBA3ell OCTOBA B KaXIOM OJHTOHYKJIEOTHIE
IPENCTABISIIOT COO0H P—3TOKCH CBsI3b OCTOBA, OJIMTOHYKJIEOTHIBI B MOMYJSIIUHA MOTYT UMETh
cpennuii pasmep 20 HYKJIEOTHIOB, mpuyeM He Oosbine dyeM 16 (ocdaTHbIX CBsi3el OCTOBa B
KaXXIIOM OJIMTOHYKJIEOTH/IE TPENCTABIIAIOT cOO0H P—3TOKCH CBA3b OCTOBA, OJIMTOHYKJIEOTUBI B
NOMYJISIUM MOTYT UMETh CpPENHUN pa3mep 25 HYKJIEOTHUIOB, mpuueM He Oojbme dem 20
dochaTHbIX CBs3el OCTOBA B KAKIOM OJMTOHYKJIEOTHIE MPENCTABISAIOT cOO0H P—3TOKCH CBsI3b
OCTOBA; WJIH OJIMTOHYKJICOTU/BI B MOMYJISIIMA MOTYT UMETh CpenHuil pasmep 30 HyKJIEOTHIOB,
npudeM He Oosbine 4yeM 24 ¢QocdaTHbIX CBA3e OCTOBA B KaXIOM OJHTOHYKJICOTHIE
NPEACTABISIIOT CO00M P—3TOKCH CBS3b OCTOBA.

[0012] B HexkoTOpbIX acmeKkTax, MOMYJALUS OJUIOHYKJIEOTHAOB COAEPKUT OAUH BUJ
OJIUTOHYKJIEOTHIOB. B Ipyrux acmekTax, MOMyJSLUs OJUIOHYKJIEOTUAOB COAEPIKHUT, IIO0
MEHbIIEH Mepe, IBa BUAA OJUIOHYKJIEOTHAOB. OAMH BUI OJHIOHYKJIEOTHIAA MOXKET HMETh
OJMHAKOBYIO HYKJIEOTHIHYIO MOCIENOBATEIbHOCTh, HO UMETh WM HE MMEThb P—3TOKCH CBSI3U B
pa3HBIX MO3UIMAX B Mojekysne. TakuMm 00pa3oM, MOMYJSLUsS MOXKET ObITh FOMOTE€HHOH IO
HYKJICOTHTHOM TOCIIENOBATENIbHOCTH U T€TEPOreHHON Mo pacmpeneneHno GpochonndpupHbIX
CBsI3el OCTOBA CPEIM OJMTOHYKJIEOTHAOB momyssiuud. Kpome Toro, momyssiusi MOXeT ObITh
reTepPOreHHON Mo KomuuecTBy P—5TOokcH cBsizell octoBa M (ochonndpupHBIX CBs3eH OCTOBA
Cpeay OJMIOHYKJIEOTHUIOB TMONYJSIIMUA. B KadecTBe HEOrpaHMUYMBAIOIIErO IPHMEpa, MepBas
4acTb OJIMTOHYKJIEOTHAOB B momyjsiuuu Moxer umers 70% P-stokcu cesseit u 30%
dochonnsdupHBIX CBA3EH, TOrna Kak BTOpas 4acThb OJMIOHYKJIEOTHUIOB B MOMYJISLIUM MOKET
umerb 60% P-sTokcu cBsizeit u 40% dochoamdpupHbx cBsizeil. B HEKOTOPBIX acCHeKTax,
HOMYJISILUST  OJIUTOHYKJICOTUAOB COAEPKUT AHTUCMBICIOBBIE OJIMTOHYKJICOTUABL, KOPOTKHUE
unrepdepupyromue PHK (MuPHK), mukpoPHK (MukpoPHK) umu piwiRNAs (piPHK).

[0013] B pa3nuyHbIX acrnekTax, KOMIO3HLIUS JTOMOJHUTEIBHO COREPKUT (HOChHONMUTUIBL.
B HekoTopbx acnektax, (GochONUMUIbI U OJUTOHYKJICOTHAbl TPUCYTCTBYIOT B MOJIIPHOM
cooTHOUIeHNH OT O0Koo 5:1 mo okono 100:1. B HeKOTOpBIX acnekTax, OJUTOHYKJIEOTHABI U
dbochomumunbl  00pa3yrOT OJUTOHYKJIEOTHA—JUIUIHBIA KOMIUIEKC, TaKOW Kak, HampuMmep,
JIUTIOCOMHBIA KOMILJIEKC. B HEKOTOpBIX acmekTax, Mo MeHbineh mepe, 75%, 76%, 77%, 78%,
79%, 80%, 81%, 82%, 83%, 84%, 85%, 86%, 81%, 88%, 89% 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% wunu 99% nUMOCOM UMEIOT NHAMETP MEHbIIE YeM 5 MKM. B HEeKOTOpbIX
acrmekTax, 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% wnnu 99% nunocom
UMEIOT JUaMeTP MEHbIIe 4eM 4 MKM. B HEKOTOpBIX acmekTax, MOMyJISILUs OJIMTOHYKJICOTHIOB
BKJIFOUEHA B ITOMYJISILUIO JIUTTOCOM.

[0014] B HexoTopsIx acnekTax, GochHOoNUnuabl ABISIOTCS HE3apPSKEHHBIMU WJIM UMEIOT
HelrpanpHbli 3apsn npu ¢usmonorndeckom pH. B HekoTopeix acmekrax, ¢ochommumuabt

SIBJIIIOTCST  HeWTpasibHbIMH  (pochonunuaamu. B onpeneneHHbIX acmekTax, HeHTpajbHBbIC



dbochomununsl npencTaBisioT cobol  pocharuamxonuHel. B ompeneneHHBIX  acmekTax,
HelTpaabHble (OCHONMUTUABI MPEACTABISIIOT COO0H nuosieonipochaTuanIxouH. B HEKOTOPBIX
acriektax, (ocoIUmuabI 10 CYyIECTBY HE COMEPIKAT XOJIECTEPUHA.

[0015] B onHOM BapuaHTe OCYIIECTBJICHUs, IPEAJIOKEHbl (papMaleBTHUECKUE
KOMITO3ULIUH, COJEepIKAIe KOMITO3ULIMIO OJIMTOHYKJIEOTHAOB U  (POChONUNUIOB COIJTIACHO
JaHHBIM BapUaHTAM OCYIIECTBJICHUs, M (apMaleBTUUECKH NpUEMJIEMbli HOCHUTeNnb. B
HEKOTOPBIX aCHEKTaX, KOMIO3ULUS JOMOJIHUTEIBHO COAEPKUT XUMUOTEPANIEBTUIECKUH areHT.

[0016] B omHOM BapuwiaHTe OCYIIECTBJICHHS, TPEIIONKEHBI CIOCOOBI JOCTaBKH
TepaneBTHYeCKH 3(H(HEKTUBHOrO KOJIMYECTBA OJIMTOHYKJIEOTHIA B KJIETKY, BKIFOYAKOLINE B ce0s
NPUBEACHUE B KOHTAaKT KJIETKH C (papMaueBTUYECKOH KOMIIO3UIMEH COTJIaCHO JaHHBIM
BapUAaHTaM OCYIIECTBJICHUs. B HEKOTOPBIX acmekTax, Crocod mpencTaBisieT co0oi crmocod
JICYSHHs THITePILIA3UH, PaKka, ay TOUMMYHHOTO 3a00JIeBaHUs WIIH UH(PEKITMOHHOTO 3a00JI€BaHMSL.

[0017] B ogHOM BapuaHTe OCYIIECTBIICHUS, MPEIAJIOKEHBI CIIOCOOBI JIeUeHUs] CyOBbeKTa C
pPaKoM, ayTOMMMYHHBIM 3a00JIeBaHHEM IJIM WH(PEKIHOHHBIM 3a00JIEeBAHUEM, BKIFOUAIOLINE B
ceOs1 BBemeHHE CyOBEKTy TepaneBTHUeCKH 3(PQPEKTUBHOrO Koiau4decTBa (hapMaleBTHUECKOM
KOMITO3UIIMH COTJIACHO JTaHHBIM BapUaHTaM OCYINECTBJICHHS. B HEKOTOpBIX acmekrax, CyObeKT
SIBJIIETCS YEJIOBEKOM. B HEKOTOPBIX acrekTax, pak MpeacTaBiisieT COOOH paK MOYEBOTO My3bIps,
KpOBH, JNUM(POMY, pPaK IOKENYyJOYHOH >Kene3bl, KOCTEeH, KOCTHOrO MO3ra, MO3ra, TPyau,
TOJICTOM KHILIKH, MUIIEBOMA, JKENYIKA, FOJOBbI M IIEH, MMOYKH, TMEYESHH, JIETKOTO, MPOCTAaThI,
KOJXXH, SIMYKA, SI3bIKA, SIMYHHKA WM MAaTKU. B pa3iuyHbIX acmekrax, pak MpeaCcTaBiisieT coOoM
, Hampumep, auddysnyro
KPYIHOKJIETOUHYI0 B—Kkierounyro numdomy, Ui aieHOKapLUUuHOMY IPOTOKOB MOKETYA0YHOM

alleHOKAapLUHOMY JIETKOro, Jelko3, naumMpoMy, Takyr Kak

’KeJie3bl. B HEKOTOPBIX acrekTax, ayTOMMMYHHOE 3a00JIeBaHIe PECTaBIIsAET COOON CHCTEMHYIO
KPAacHYI BOJYaHKYy, croHawnoaptpomnarHio, Oonesnb Illerpena, Gonesnbr Kpona, caxapHbiit
anabeT, pacCestHHbIH CKJIEepO3 WM pPEBMATOMIHBI apTpUT. B  HEKOTOpBIX acmekTax,
UH(EKIMOHHOe 3a00JieBaHHe MPECTABISIET COOOW OakTepuanbHYI0 HH(EKIHI0, TPHOKOBYIO
UHQEKIHIO, BUPYCHYIO HMH(EKLUUIO WU MapasHTapHY0 WHOPEKIu0. B HEKOTOPBIX acmekTax,
KOMITO3UILIUEO BBOJSIT MOAKOXHO, BHYTPUBEHHO WJIM BHYTPUOPIOLIMHHO. B HEKOTOPBIX acmeKTax,
Croco0 JOMOJHHUTEIBHO BKIOYAET B ceOsi BBeAEHHE CYOBEKTy MO MEHbLIeH Mepe BTOpOi
NPOTHBOPAKOBOW Tepamuu. B HEKOTOPBIX acCHeKTax, BTOpas MPOTUBOPAKOBAs TepaIHs
NpPeACTaBIsieT CO0OM  XHPYPrUUECKyH0 Tepamuio, XHUMHOTEPAINUI0, JIYUYEBYIO TEPAIHIo,
KPHOTEPAIHIO, TOPMOHOTEPAIUIO, UMMYHOTEPAITUIO MM TEPAIHI0 [UTOKUHAMHU. B HEKOTOpBIX
acrieKTax, UIMMYHOTEpamnusi MpencTaBisieT coOOH Tepanuro OJIOKagbl KOHTPOJBHBIX TOUEK. B
HEKOTOPBIX AaCIeKTaX, BBEACHHWE KOMIIO3WIMHM yMEHblIaeT skchpeccuto Oenka STAT3 y
NalHEeHTA.

[0018] OnmronykyieoTua BKJIOYAEeT B ceOsl MOJIEKYJy aHTHCMBICIOBOH HYKIJIEHHOBOM
KHUCJIOTBI, KOTOpasi Crenu(pUUecKd TMOPHIU3UPYETCS € MOJIEKYJION HYKJIEHHOBOW KHCIIOTBHI,
Komupyrommel  OeNOK—MHINEeHb, WIH  PEryJHpyIOLIed  SKCIPEecCHur  Oelka—MHIIeHH.
«Cneunguryeckass ruOpuau3alis» O3HAYAET, YTO MOJIEKYJIAa AHTUCMBICIOBOM HYKJIEHHOBOM

KHCJIOThI THOPUAM3UPYETCS C MOJIEKYJIOH—MUIIEHbIO HYKJIEUMHOBOH KHCJIOTHI U PEryJIHPYET ee



skcripeccuro. IlpenmoururensHo, «crenuduyueckas TMOpUAM3ALNAY TakKe O3HAYaeT, 4TO He
3aTParuBarOTCs JIFOOBIE IPYTHe MeHbl MIIH TPAHCKPUMNThL. OIUTOHYKIIEOTHI MOKET MPENCTABIISATh
co00#1 OTHOLIETIOUEYHYIO0 HYKJIEHHOBYIO 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 wiu Oonblle KOJUYECTBO
HYKJIEMHOBBIX OCHOBaHHMH. B KOHKPETHBIX acmeKTax, OJIMIOHYKJIEOTH]] MOXKET COlepkaTh oT 15
10 30, ot 19 go 25, ot 20 10 23 unu 21 CMEKHBIX HYKJIEMHOBBIX OCHOBaHUN. B onpeneneHHbIX
BapUAHTaX OCYINECTBJICHUS, OJHMIOHYKJIEOTHJ HWHTUOUPYeT TPAHCISIIMIO TeHa, KOTOPbIH
CTUMYJIUPYET PpPOCT PAKOBOW WJIM MPEIPAKOBON WM  TUMEPIUIACTUYECKON  KJIETKH
MJIEKOIUTAIOLIEro (HampuMep, KJIETKU 4yenoBeka). ONUTOHYKJIEOTHA MOKET BBI3bIBATH ArlONTO3
B KJETKE W/WIM HMHIHOUPOBATh TPAHCISIIMIO OHKOI€HAa WM JPYroro reHa—MumeHn. B
OTIpeIeNIEHHBbIX BapUaHTaX OCYILECTBJIEHUS], OJIUTOHYKJICOTHIHbII KOMIIOHEHT COJAEPKUT OAUH
BUJ OJIMTOHYKJIEOTUAA. B Mpyrux BapuaHTax OCYLIECTBICHHS, OJIMTOHYKJIEOTHUAHbBII KOMIIOHEHT
comepxut 2, 3, 4 unu OoJplnee KOJIUIECTBO BUOB OJIMTOHYKJIEOTHIOB, KOTOPbIE HALIEICHbI Ha
1, 2, 3, 4 wiu Gonbinee KOJMUYECTBO T€HOB. KOMMO3HIIMA MOKET JOMOJHUTENBHO COAEPKATh
XUMHOTEPANEBTUYECKUN WM APYTrol MPOTHBOPAKOBBIM ar€HT, KOTOPBIH MOXKET OBITh BKIFOUEH
WIA HE BKJIOYEH B JIMIUAHBIA KOMIIOHEHT WJIHM JIMIIOCOMY COIJIaCHO u3o0pereHnoo. B
JOTIOJIHUTEIBHBIX BAPHAHTAX OCYINECTBJICHUS, OJHTOHYKJICOTHIHBIH KOMIIOHEHT BKJIIOYEH B
JIMIIOCOMY WUJIH JIMTTU/THBIA KOMIIOHEHT.

[0019] «3axBaTbiBaThy», «MHKAICYJUPOBATb» U BKJIKOYATh» OTHOCITCS K JMIUAY WIH
aunocome, (GOPMHUPYIOIINUM TPENATCTBUE Al CBOOOAHON nuddy3un B pacTBOpP B pe3ysbTare
accoLMaluy C WM BOKPYI areHTa HMHTEepeca, Halpumep, JUIOCOMAa MOXKET HWHKAICyJHpOBaTh
areHT B JIMIHUIHOM CJIO€ HJIM BHYTPU BOJOCOAEPIKAIIEr0 KOMIAPTMEHTA BHYTPU WM MEXIY
JUMUAHBIME CJIOSIMUA. B HEKOTOPBIX BapuaHTaX OCYLIECTBJIEHMs, KOMIIO3HMLUSA CONEPKUTCS B
(dapmaneBTHUECKH NpHEMIIEMOM HocHuTene. PapMaleBTHYeCKH MPUEMIIEMbIH HOCUTENIb MOXET
OBITb IPUTOTOBJICH /JIs1 BBEACHUSI YEJIOBEKY WIIN TTALIEHTY.

[0020] B HexOTOpBIX BapHaHTAaX OCYIIECTBJIEHUS, JUMHUAHBII KOMIIOHEHT HMeEET IIO
CYLIECTBY HEWTpPAJbHBINA 3aps], MOCKOJbKY OH COAEPKUT HEHTpasbHbIA (ochoaunun, win
COBOKYIIHBIH HEHTpasbHBIN 3apsia. B HEKOTOPBIX acnekTax, HeHTpaibHbIi (Hochomunua MoKeT
npencTaBisith coboit docharuamnxonud, takod kak DOPC, smunbni (ochaTuamixonuH
(«kEPC»),  mumaypomndocharunmixomun  («kDLPCy»),  mumupucromindochaTuamixoauH
(«(DMPCy»), punansmutonidocparummixomna («DPPCy»), nucreapomnxodeharuanmxonns
(«DSPC»), nmumunoneoundocharuamixonus, 1,2—nuapaxunona—sn—rimnepo—3—pochoxonnx
(«DAPC»), 1,2—nueiikoceHonn—sn—riuuepo—3—pochpoxomn («DEPCy»), 1-mupucronn—2-
nanemutomn pocharunmixomnn («KMPPCy»), 1-nanmemutonn—2—-mupucronn GochaTuanixonuH
(«(PMPC»), 1-manpmuromn—2—creapoun (ocharmmmixomun («PSPC»), 1—-creapomn—2—
nanemutromn  pocharuaunxonud («SPPCy»), 1-mampmuromn—2—oneoun docharnamixonns
(«POPCy), l—-oneonn—2-nanbMUTOUI bocharuannxonux («OPPC») U
m3odocharuamxonuH. B apyrux acnekrax HeWTpaidbHbBIN (HOCHOIUITNUA MOKET MPENCTABIATh
coboii (ocharnamnsTaHoNnaMuH, TakoH kak auoneowmndocharuaummsTanonamMud («DOPEy),

nucrepaomndpocharunumranonamud  (KDSPE»),  mumupucronn  ¢ochaTunuasTaHOIAMUH



(«\DMPEy»),  gumamemuromn  ¢ocharunumstanonamua  («DPPE»),  mambmuTomnoneonn
docharunumranonamun  («POPE») wnmm nusodocharumummsranonamud. B onpeneneHHbIX
BapHaHTaX OCYyIeCTBICHMUs, (OCHONUTUAHBIA KOMIIOHEHT MOXKET coaepxatb 1, 2,3, 4,5, 6,7, 8
wid OoJbliee KOJUYECTBO BHUIOB MM THIIOB HeWTpalnbHbIX (ocomunumoB. B npyrux
BapHaHTaX OCYIIECTBIEHUs, (POCHOTUNUIHBII KOMIIOHEHT MOXKET conepkath 2, 3, 4, 5, 6 win
Oosblee KOJIUYEeCTBO BUOB WJIM TUIIOB HEHTPAIBHBIX (OCGHOIUITUIOB.

[0021] B HekoTOpBIX BapHaHTaX OCYINECTBJICHUS, JIUMHUIHBIH KOMIIOHEHT MOXKET UMETh
IO CYLIECTBY HEHTPAIbHBIN 3apsifl, MOCKOIBbKY OH COAEPKHUT MOJOKHUTEIBHO 3apsKEHHbIH JIITH
U OTPULATENIbHO 3apsUKCHHbIA JMNUA. JIMOUAHBIA KOMIIOHEHT MOXKET JIOMOJHUTENIbHO
colepKaTh HEHUTpPanbHO 3apspkeHHbIH Junua(bl) wuian  dochomunua(el). IlonoxkuTenbHO
3apSKEHHBINA JIUTHJ] MOJKET OBITh MOJIOXKHUTEIBHO 3apskeHHBIM (Gocdomununom. OTpHLIATETEHO
3apsKEHHBIN JIMITUAA MOJKET OBITh OTPHLATENBHO 3apsuKeHHBIM (ochomununom. OTpUnateabHo
3apsoKkeHHbI  Qochoumun MOXKeT TPEeACTaBNsATh cobol  (ochaTuanICepuH, TaKOH Kak
numupucronn pocparunuicepur («DMPSy), nunansmutonn ¢pocharuauncepun («<DPPS») mmu
docharununcepun wmosra («BPS»). OtpumarenpHo 3apspkeHHBIH  (ocHomunua  MoxKer
NpPEeACTaBIATh coOOH (ocharnamnriunepu, TakoH Kak aunaypowtdochaTuauIrIuIepuH
(«DLPGY), aumMupucTorpochaTHANITINLEPUH («DMPG»),
IUMaTBbMUTOMI(POCHATUIUITITHLIEPUH («DPPG»), aucreapomndochaTuarITIHIepUH
(«DSPG»), wumn  puonemndocharununranuepun  («kDOPG»). B HEKOTOpBIX  BapuaHTax
OCYIIECTBIIEHHSI, KOMITO3ULHS TOTIOJHUTENBHO COAEPIKUT XOJIECTEPUH W MOJIUITHIIEHTJIUKOIb
(PEG). B ppyrux BapuaHTaxX OCYIIECTBJIEHHS, KOMIIO3HMLHMS [0 CYIIECTBY HE CONEPIKHT
xoyiecTepuHa. B HEKOTOpBIX BapuaHTax OCylIecTBJIeHUs, (docomunun mpencrasisier coOoi
npuponHblil ¢poconunua. B apyrux BapuaHTax ocyumecTBieHHs, (HOCHOIUNIUA MPEeaCTaBIsIeT
coboii cunrernueckuii pochomumun.

[0022] JIumocomsl MOTYT OBITH MPHUIOTOBJIEHBI M3 OXHOI'O WJIM OOJBILIEro KOJIUYEeCTBA
dochonununoB Npu yCIOBUH, YTO JIMITUAHBIA MaTepHall IO CYLIECTBY SIBJISIETCS HE3aPSKEHHBIM.
BaxxHO, YTOOBI KOMMO3HWLMSA MO CYIIECTBY HE COAep)kKaja aHUOHHBIX M KATHOHHBIX
dbochomununoB u  xojecrepuHa. llogxomsmme Qochonunuabl  BKIOYAOT B cels
bochaTuanIXOMUHBL U APYTHe, KOTOPBIE XOPOIIO M3BECTHBI CHEIHAIICTaM B JTaHHOW 00JacTh
TEXHUKH.

[0023] Hpyroii acmekT MaHHOrO W300peTeHHsl BKJKOYAaeT B ceds crocoObl HOCTaBKH
OJIUTOHYKJIEOTHIA B KJIETKY, BKJIIOUAKOUIMe B ceOs MNpPHUBEACHHE B KOHTAKT KIETKU C
HEUTpaNbHONW JUMUAHONH KOMIO3WIMeH cormacHo u3o0perenno. CrocoObl MpenocTaBsT
KOMIIO3UIIMIO TIO m300peTeHr0 B 3(P¢ekTuBHOM KomuyecTBe. D(P(HEKTHBHOE KOJHMUYECTBO
NpPEACTaBIsieT COOOH KONMYECTBO TEPANEeBTUYECKOTO KOMIIOHEHTa, KOTOpOe oOciadiisier,
3aMeIUISIeT, YMEHBIIAET WM YCTPAaHAET KIJIETKY, NMATOJIOTHUIO I OOJIE3HEHHOE COCTOSIHUE Y
cyOobekra. Kierka MoxkeT conepskarbes B CyOBEKTE HIIM MALIMEHTE, TAKOM Kak uyesoBek. Criocod
MOJKET JOIMOJIHUTEIBHO BKJIIOYAaTh B Cce0s Crmoco0 JieueHWsT paka WM JAPYrou
TUIEPIIIACTUYECKON marosorud. Pak BO3MOXKHO OepeT Hadajo W3 MOYEBOrO Iy3bIps, KPOBH,

KOCTH, KOCTHOTO MO3ra, MO3ra, MOJIOYHOM >KeJe3bl, TOJCTON KHIUKH, MULIEBOAQA, JKEJIyAOYHO—



KHUIIEYHOTO TPAKTa, JIECHbI, TOJOBbI, IOYKH, IE€YEeHH, JUM(PATHYECKOrO Y3Ja, JIETrKOro,
HOCOTJIOTKH, LIIeH, POCTATHI, KOKH, JKEeNyIKa, STUUKa, S3bIKa, SUYHUKA WM MaTKU. B HEKOTOpbIX
BAapUAHTAaX OCYILIECTBIEHHs, CIOCOO MAOIMOJHHUTENbHO BKJIIOYAET B ce0sl Crocod JieueHHs
HE3JIOKaYeCTBEHHOro 3a00NIeBaHUs WJIM THIepruiacTuiyeckoil matonoruu. Kierka moxer ObITh
NpepakoBON WM PaKOBOH. B HEKOTOPBIX BapHaHTaX OCYIIECTBJCHUS, KOMIO3ULUHA U CIIOCOOBI
UHTHOUPYIOT POCT KJIETKH, WHAYLHUPYIOT allONTO3 B KJIETKE W/WIN MHTHOMPYIOT TPAHCISLIHIO
oHkoreHa. OJMrOHYKJIEOTHJ] MOXXET MHIUOMpOBaTb  TPAHCISIIMIO  T€HA,  KOTOPBIH
CBEPXIKCIPECCUPYETCS B PAKOBOM KIIETKE.

[0024] B HeKkOTOpBIX BapUaHTaX OCYINECTBJEHHS, CIOCOOBI COTJIACHO H300PETEHHIO
JOTIOJIHUTEIBHO ~ BKJIIOYAIOT B ce0s  BBENEHHE JOMOJHUTENBbHOH Tepamuu CyOBeKTy.
JIONOSTHHUTENbHASL TePAIHsi MOXKET BKIFOYATh B ce0s1 BBEEHHE XMMUOTEPAIIEBTUUYECKOTO areHTa
(HampuMep, MaKJIUTAaKCeNa WM JOLETAKCeNa), XUPYPrHYeCKOe BMEMIATENbCTBO, JIYYEBYIO
TEPAIUIO /WM TeHHYIO TePanuio. B HEKOTOPBIX aCMeKTax, XUMHOTEPAIUs MPEACTABISIET COOOH
nouerakcen, nakautakcen, uucruiatiea (CDDP), kapOoriatus, npokapOa3uH, MEXJIOPITaMHUH,
nuknodpochamun, kamnroreuuH, udochamua, wmendanaH, xiopamOymun, —OycynbdaH,
HUTPO3OMOYEBHHY, NaKTUHOMHULIMH, JAYHOPYOHUIMH, JOKCOPYOULIMH, OJIC€OMULINH, IITHKOMHLIVH,
mutoMuruH, stono3un (VP16), Ttamokcuden, panokcudeH, CBSI3bIBAOLINE PELENTOPHI
3CTPOT€Ha areHThl, TAKCOJ, TIeMUUTaOWeH, HaBEJIOWH, HHrHOUTOPHI (apHE3UI—OeNKOBOM
TaHc(epaspl, TPAHCIUIATHH, S—(TOpyparm, BUHKPUCTHH, BUHOJIACTHH, METOTPEKCAT, WM HX
KOMOMHaMu. B HEKOTOPBIX BapHaHTax OCYIIECTBICHMs, XUMHOTEPAIUs MPEACTABISET COOOH
TAKCaH, TAKOM Kak JOLETAKCal WM MAKJIUTAKCeJ. XUMHOTEpanusi MOXeT ObITh NMPOBEAEHA 10,
BO BpeMs, NOCJe, WJIM UX KOMOHWHAIMH, OTHOCHUTENBHO HEHTPaJbHON JIMIMUIHOW KOMITO3UIUH
coryiacHO n3o0pereHni0. XuMHUOTepanus MOKET ObITh MpoBeAeHa B npenenax 0, 1, 5, 10, 12, 20,
24, 30, 48 wnu 72 yacoB wiu OONble OT KOMIIO3MLMU HEHTpajbHOro jumnuaa. Kommnosuius
HEeWTpPaJIbHOTO JINIH/A, BTOPast IPOTHBOPAKOBAS Teparus WM 00e — KOMIO3ULHS HEHTPaIbHOTO
JMMHAAA W TPOTUBOPAKOBAs TEpanusi MOTYT OBITh BBEIAEHBI BHYTPHOIYXOJEBO, BHYTPUBEHHO,
BHYTPUOPIOLIUHHO, MMOAKOXKHO, MEPOPATBHO, WX PA3TUYHBIMUA UX KOMOWHALIUSMU.

[0025] Tpennonaraercs, 4To JrOOON BapUAHT OCYIIECTBIIEHUS, OOCYKIaeMbIil B TAHHOM
OINMUCAHHH, MOXKET OBITh PEAJM30BaH B OTHOIIEHUH JIFOOOTO Cr1ocoda Wi KOMIO3ULIUU COTJIACHO
n3o00pereHno, U HaoOopoT. KpoMe TOro, KOMITO3UIIMU COTJIACHO HM300PETEHUI0 MOTYT OBITh
UCTIOJIB30BAHBI IS TOCTHIKEHUS CIIOCOOOB COTIACHO N300PETEHHIO.

[0026] Kak npumeHsieTcsl B JTAHHOM JTOKYMEHTE, II0 CYLIECTBY CBOOOIHBII» KacaTebHO
0003HaYEHHOTO KOMIIOHEHTa HCIOJB3YETCs B JAHHOM JAOKYMEHTE sl 0003HAUYEHUs! TOTO, UTO
HU OJIMH M3 YKa3aHHBIX KOMIIOHEHTOB HE ObUI LIEJIEHANPABICHHO BHECEH B KOMITO3ULIUIO W/WJIH
NPUCYTCTBYET TOJIBKO B KAYECTBE 3arPS3HUTEINS WM B CIEJOBBIX KOJIHYECTBaX. TakuM oOpaszom,
o0miee KOJMYECTBO YKA3aHHOIO KOMIIOHEHTa B pe3yJbTare JI000ro HeNmpeaHaMEePEHHOTO
3arpsi3HEHUsT KOMIIO3MLIMKM 3HauuTenpbHO Hiwke 0,05%, npennmouturensHo Hiwke 0,01%.
Haubonee mpennodruTenbHOM — SBIAETCS  KOMIIO3ULIUS, B KOTOPOH  CTaHIAPTHBIMHU
AQHAIUTUYECKUMHU  CIIOCO0aMU  HE MOXKET ObITh OOHApyXKeHO Kakoe—JM0O KOJHUYeCTBO

0003HAYEHHOrO0 KOMIIOHEHTA.



[0027] Kak npumensiercs B JaHHOM  JIOKYMEHTE, €IMHCTBEHHOE  YHCJO
CYLIECTBUTENIPHOTO MOJKET O3HauaTb OAWH WMJHM Oojbinee KoauuecTBo. Kak mnpumeHnsiercs B
JAaHHOM JIOKyMeHTe, B (¢opMmyse, @pPHU UCIONb30BAHUM B KOMOHMHALMH CO CJIOBOM
«Ccopep KaIuiiy, €MUHCTBEHHOE YUCIIO CYLIECTBUTEIBHOIO MOKET O3HA4aTh OAMH WM OoJbluee
KOJIMYECTBO.

[0028] IIpumeHeHne TepMuHa «WInU» B GOpMyJie N300pETEHUs CleAyeT MOHUMATh Kak
«u/unmy, eciaM SIBHO HE YKa3aHO TO, YTO OHO OTHOCHUTCS TOJNBKO K ajbTepHATHBAM WU
ANbTEPHATHBBI  SIBJSIFOTCS  B3aMMOHMCKJIIOYAIOIIMMH,  XOTS  PacKpbiTHe  W300peTeHus
NOJICPIKUBAET OMpeeNieHHe, KOTOPOe OTHOCHTCSl TOJBKO K albTepHAaTHBaM M «u/mimy. Kak
NPUMEHSIETCS] B TAHHOM JIOKYMEHTE, «IPYroi» MOXKET O3HadaTh, IO MEHBLICH Mepe, elle OIuH
wu Oonblre.

[0029] Bo Bceit naHHON 3asBKe TEPMHUH «OKOJO» NPUMEHSIOT JJi yKa3aHHsl TOTO, UTO
3HaUE€HUE BKJIOYaeT B ce0s BapuaHT OIMMOKM, CBOWCTBEHHBIN YCTPOHCTBY, CHocody,
NPUMEHAEMOMY Ul ONpeleNeHMs] 3HAuUeHMs, WIM BapHaLUI0, KOTOpas CYIIEeCTBYET Cpeau
CYOBEKTOB HCCIIEIOBAHUSI.

[0030] [pyrue oObeKThI, MPU3HAKH M TNPEUMYINECTBA JAHHOTO HM300pPETEHHs CTaHYT
OYEBHIHBIMU U3 Cclenyrmero mnoapodHoro omnucanus. OpHAKO ClEAyeT IMOHHUMATh, YTO
noapoOHOe OMMCaHWEe U KOHKPETHBbIE MPUMEPBI, XOThb M YKAa3bIBAIOT HA NPEATIOYTUTEIbHBIE
BaPUAHTBI OCYIIECTBJIECHUS M300PETEHHs, NaHbl TOJBKO B KaUeCTBE WILIIOCTPALMH, ITOCKOJBKY
pa3nuvHbIE M3MEHEHUs 1 MOAM(UKALNU B IpeAenax CyLUIHOCTH M oO0bemMa u300peTeHus OyayT
OYEBUHBIMU ISl CHIEMAIICTA B JAHHOM OOJACTH TEXHUKH HCXOHs M3 JAHHOTO MOAPOOHOro
OTMCaHUSI.

KPATKOE OITMCAHUE 'PAOUYECKNX MATEPHUAJIOB

[0031] Cnenyromue rpaduyeckrie mMaTepualbl COCTABJSIOT YacTh JAHHOTO OMMHMCAHHSI
M300peTeHNs] W BKJIIOYEHBI JJISI JOMOJHUTENbHOH IEMOHCTpPAIMU ONPENeNeHHbIX AaCIeKTOB
naHHOTO M300pereHusi. M3o0pereHne MoxeT ObITh JIydllle MOHSATO MPU OOpaIeHHH K OTHOMY
Wi OOJbIIEMY KOJHYECTBY M3 3THX IpaU4yeCKHX MaTepHalioB B KOMOMHALMHU C MOAPOOHBIM
ONUCAaHNEM KOHKPETHBIX BAPUAHTOB OCYIIECTBJICHUS, TPEACTABJICHHBIX B JAHHOM JIOKYMEHTE.

[0032] ®ur. 1 — Hurubuposanue skcnpeccuun STAT3 ¢ MOMOIIBKO JUITOCOMHOTO
aatucmeicioBoro STAT3 arenra. CriocoOHOCTh JHmocoMHOro antucMbicioBoro STAT3 arenra
uHruouposate skcrnpeccuto  STAT3  Obuta mpoBepeHa Ha JABYX KIETOYHBIX — JIMHHUSX
apeHokapuuHombl Jerkoro, H1975 u HCC 827. JIunocomanbHbIii aHTHCMBICTOBOI STAT3 arenr,
coorerctBytommii SEQ ID NO: 4 (180 MKI/Mi) wiM 3KBUBAJIEHTHOE KOJHYECTBO MYCTBIX
JUTIOCOM, UHKYOHPOBATU € KaXKIOH KJIETOYHOM! JIMHUEH B TEUEHUE YEThIpeX THEH.

[0033] ®@ur. 2A—C — INogaBieHne JKU3HECTTIOCOOHOCTH KJIETOK HEMEJIKOKJIETOUHOTO paka
JETKOr0 C TOMOINBI0 JIMMOCOMHOTrO  aHTHCMbICTIOBOro STAT3  arenta. CnocobHOCTb
JUTMOCOMHOTO  aHTHUCMBICTIOBOro STAT3 areHra mOmaBisiTh KU3HECIIOCOOHOCTH  KJIETOK
HEMEJIKOKJIETOYHBIX paka JIErKOro Oblla MPOTECTUPOBAHA HA TPeX KIETOYHBIX JIMHUAX
aneHokapuuHoMel jeroro. H1975 (®ur. 2A), HCC 827 (Pur. 2B) u H358 (Pur. 2C).
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Jlunnocomubiii antucmbIcaoBoit STAT3 arent, coorBercTByrouuii ogHoit u3 SEQ ID NO: 14,
WHKYOUPOBAIIU C KQXKIOH KJIIETOUHOH JINHUEH B TEUCHHE YEThIPEX THEH.

[0034] ®ur. 3A-B — Ilogasienne *KU3HECTTOCOOHOCTH KJIETOK JIEHKEMHUU U JTUM(POMBI C
MOMOIIBIO  JIMITOCOMHOTO  aHTtucMmbicinoBoro STAT3  arenta. CrnocoOHOCTH  JTMITOCOMHOTO
aatucMbiciaoBoro STAT3 areHta MHrHOMPOBATH POCT KJIETOK JIGHKEMHM TECTUPOBAJIH HAa TPEX
JMHUSIX KJIETOK Jielikemun uenoseka (K—562, MV4-11 u Kasumi—1) (®ur. 3A) u natu JIUHAAX
kietok umdomsl yenoseka (DOHH-2). (SU-DHL-4, SU-DHL-6, SU-DHL-10 u RL) (®uwr.
3B). Jlumocomubiii antucMmbiciioBoii STAT3 arenrta, coorBercrByromuii SEQ ID NO: 4,
WHKYOMPOBAJU C KQKIOH KJIETOUHOH JIMHUEH B TEYSHHE YEThIPEX JTHEH.

OINMCAHHME WIMIOCTPATUBHBIX BAPUAHTOB OCVYIIIECTBJIEHUA

[0035] CornacHo naHHOMY H300PETEHHUIO MPEMJIOKEHbl KOMITO3UIUH U CIOCOOBI
noctaku aHTU—STAT3 onuronykieotuaa (Hampumep, HHTHOUTOPA SKCIIPECCHH I'eHa) B KIIETKY C
MOMOLIBbIO JIMMIUAHONW KOMIIO3ULMH, B HEKOTOPBIX AacHeKTax, JMUMUIHOW KOMIIO3ULUH C
CYMMAapHBIM 3apsiilOM OKOJIO HYJIsl, T. €. HEUTPaJIbHON JIMIUAHON KOMIIO3ULUHU. B HEKOTOPBIX
BApPUAHTAX OCYIIECTBIEHUs, JHMIHUAHAS KOMITO3MLMS TMPEACTABISET COOOH HE3apsHKEHHYIO
JUIOCOMY. DTH CrocoObl MOTYT ObITh 3()(PEKTHBHO HCIONB30BAHBI ISl JICUEHHs] paka WU
aAyTOMMMYHHOTO 3a00JIeBaHUsI.

JIMmuaBl ¥ TUITOCOMBI

[0036] TepMuH «IUMOCOMBI» HCIIOJNB3YETCS B JAAHHOM AOKYMEHTE IUIsI OOO3HAYEHHSI
JUMUAACOAEPIKAIINX BE3UKYJ, HMMEIOLINX JHUMHUAHBIA OHCION, a Takke APYTHX JIUIMHIHBIX
JaCTUI-HOCUTENIEH, KOTOPbIE MOTYT 3axXBaThlBaThb WJM 3aKJIOYaTb B Ce0s aHTHUCMBICIOBBIE
onuronykiaeoTuael. Kak Takopas, TUmocoMa — 3To o0l TEpMUH, OXBaThIBAIOIUH MHOKECTBO
OIHOCJIOWHBIX, MHOTOCJIOHHBIX W MHOTOLEJEBbIX JHUIHIAHBIX HOCHTENeH, OOpa3OBaHHBIX B
pe3yJibTaTe CO3JaHMsl 3aKPbITHIX JIMIMUIHBIX OUCIIOeB MM arperatoB. Kpome Toro, Junocomsl
MOTYT HMEThb HEONpENeNeHHYI0 IUIACTUHYATYI CTPYKTYpy. Jlumocomel Moryr ObITh
OXapaKTEepPU30BaHbl KAK MMEIOLIHE BE3UKYJISPHBIE CTPYKTYPHI C HOCHOMUIUAHON IBYXCIOMHOM
MeMOpaHOH M BHYTpEeHHEH BOOHOH cpenoil. MHOrOCJIOHHBIE JIMMOCOMBI MMEIOT MHOXECTBO
JUMHUIHBIX CJIOEB, pa3lelieHHbIX BOMHOU cpemoii. OHU 00pas3yroTCs CaMOMPOU3BOJIBHO, KOTIA
dochonumunbl CycneHAUPYOT B HW30BITKE BOAHOIO pacTBopa. JIMMUAHBIE KOMITOHEHTBI
NIOJIBEPTatOTCsl CAMO—TIEPECTPONKE IO OOPA30BAHMS 3AMKHYTBIX CTPYKTYP, U 3aXBaTHIBAIOT BOIY
U pPaCTBOpPEHHbIe BellecTBa Mexny JunuaHbiMa Oucnosmu (Ghosh and Bachhawat, 1991).
OnHako naHHOE W300pETEHHE TAaKXKE OXBATBHIBAET KOMIIO3ULIUH, KOTOPBIE HMEIOT ApYyrue
CTPYKTYpPbl B pacTBOpe, B OTJINYHE OT HOPMAaJbHOM BE3UKYJSApHOW cTpykTypsl. Hampumep,
JUOUABI MOTYT HMETh MHLEIUBIPHYIO CTPYKTYpPy MJIH TPOCTO CYILIECTBOBaTb B BHUJE
HEOJTHOPOJIHBIX arperatoB MOJIEKYJI JTUIHOB.

[0037] JlumocoMel TNpPEACTaBISIOT COO0OH (HOpMYy HAHOYACTHIL, KOTOpPBIE SIBIISFOTCS
HOCUTENISIMU JUIl JIOCTABKH PA3JINYHBIX JIEKAPCTB B OONBHYK TKaHb. ONTUMaNbHBIA pazMep
JUIOCOM 3aBUCUT OT TKaHU-MHUIIEHU. B OmyxoseBoll TKaHU COCYAUCTasl CEThb SBISETCS
NPEpBIBUCTON, U pasMepsl mop BapbHupyroTcs or 100 mo 780 um (Siwak et al., 2002). dns

CpPaBHEHUsI, pa3Mep MOp B HOPMAJIBHOM SHIOTEINH COCYAOB COCTaBJIsIeT <2 HM B OOJIbLITUHCTBE
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TKaHell U 6 HM B MOCTKAMWULIPHBIX BeHyJax. CUuTaercs, 4TO OTPHULATENBHO 3apsDKEHHBIE
JUIOCOMBI  OBICTpEE YHASIIOTCS W3 KPOBOTOKA, YeM HEHTpalbHble WIH MOJOXHUTEIBHO
3apsKEHHBIE JIMIIOCOMBI; OJIHAKO HEJaBHHE HCCJIEAOBAHUS IOKA3alid, YTO THI OTPULIATENHHO
3apsKEHHOrO JIMMHJA BIMAET HAa CKOPOCTh MOIMJIOIIEHUS JINIIOCOM PETHKYJIO3HIOTEIHaIbHON
cucremoii (RES). Hampumep, nunocomsl, copepskaline OTPULATENbHO 3apsDKEHHBIE JIMITUIBL,
KOTOpbIe HE DJKpaHupoBaHbl crepudecku (ocharuamncepun, ¢ocdarunHas kuciora u
docharnanarmmueprH), OYUIIAOTCS ObICTpee, YeM HeHTpasibHble JMIOCOMBI. MHTepecHo, uTo
KaTHOHHbIE JUNocoMbl (1,2—nunoneonn—3—rpumeruiaammonuii—ponad [DOTAP]) u xkommexchb
katuoH—munocoma—/IHK Oosee akTUBHO CBS3BIBAIOTCS M TOTJIOLIAIOTCS SHIOTEIHATBbHBIMU
KJIETKAMU aHTMOTE€HHBIX KPOBEHOCHBIX COCYIOB TOCPEACTBOM SHAOLMTO3a, YE€M AHHOHHBIE,
HEUTpaJIbHbIE WM CTEPUUECKU CTaOMIM3UPOBaHHbIE HelTpanbHble junocomsl (Thurston et al.,
1998; Krasnici et al., 2003). KatuoHHbIe JTHITOCOMBI MOTYT He OBITh HIEATbHBIMA HOCUTEIISIMU
IOCTaBKH JUISI OMNYXOJIEBBIX KJIETOK, IOTOMY HYTO IIOBEPXHOCTHBIE B3aMMOJEHCTBHS C
OIyXOJIEBBIMU KIJIETKAMH CO3JAI0T OapbepHBId 3P GeKT s caliTa CBSI3bIBAHUS B PE3YJIbTATEe
3JIEKTPOCTATHYECKUX B3aUMOACHCTBUI, WHruOMpys nanbHeiilnee OOBENMHEHHE CHCTEM
nocraBku ¢ omnyxoseBbiMu chepommamu (Kostarelos et al., 2004). OpnHako, HeHTpajbHBIC
JIMIIOCOMBI, TO—BUAMMOMY, JIVHIIEe MPOHUKAIOT BHYTPb ONyXOJIH. TOKCHYHOCTh Crien(pUIECKIX
JIMITIOCOMHBIX TNPENapaToB TAK)KE BBI3bIBAET OeCrOKOICTBO. KaTHOHHBIE JHIIOCOMBI BBI3BIBAIOT
N0303aBUCUMYI0 TOKCHYHOCTD M BOCIAJIEHHE JIETKUX, CIIOCOOCTBYSI  BBICBOOOXKIEHHIO
NPOMEXYTOYHBIX AKTUBHBIX (OpM Kuciopoma, U 3TOT >pdekT Oonee BbIpaKEH I
MYJIBTUBAJIEHTHBIX KATHOHHBIX JIMIIOCOM, Y€M JUIsI MOHOBAJIEHTHBIX KATHOHHBIX JIMIIOCOM, TAaKHUX
kak DOTAP (Dokka et al., 2000). He#irpanbHble 1 OTPHLATENbHBIE JIUIIOCOMBI, TO—BUANMOMY,
HEe TPOSIBJSIIOT TOKcHYHOCTH st jierkux (Guitierrez—Puente et al., 1999). Jlnsg kaTHMOHHBIX
JIMTIOCOM, HECMOTPsI Ha 3(p(eKTUBHBII 3aXBAT HYKJIEHHOBBIX KHCJIOT, UMEETCS Majlo MPUMEPOB
YCIEITHOTO TMOAABJIEHUSI T€HOB in Vivo, BO3MOXHO, M3—3a MX CTAOMJIbHOW BHYTPUKJIIETOYHOM
NPUPOABI U, KaK CJEICTBHE, HECIOCOOHOCTH BBICBOOOXIATh COAEPKUMOE — HYKJICHHOBBIE
KHUCJIOTHI. JINTIUIbI ¢ HEUTPAJIbHBIM 3apSA0M WU JIMITAAHBIE KOMITO3UIIMU C HEHTPATN30BAHHBIM
3apsaoM, Hampumep 1,2—auoneoun—sn—riaunepo—3—pochoxomun (DOPC), ucnons3yoTcs B
JAaHHOM JIOKYMEHTE€ H3—3a HEHTpPaJbHBbIX CBOWCTB W YCIeXa B JOCTaBKE AHTHCMBICIOBBIX
OJINTOHYKJIEOTUIOB in Vivo.

[0038] CornmacHo maHHOMY M300PETEHUIO MPEIJIONKEHBI CIIOCOOBI M KOMITO3ULIUU TSI
OOBEMHEHNSI OJUTOHYKJIEOTHIA, TAKOTO KAaK AHTHUCMBICIOBON OJHTOHYKJICOTHI, C JIMITUAOM
w/wmm munocoMoit. OJIMTOHYKIIEOTHIT MOXKET OBbITh BKIIFOYEH B BOAHYIO BHYTPEHHIOK YacCTh
JMIOCOMBI, BKPAIUIEH B JIMMHUAHBIA OWCIIOH JIUMOCOMBI, TMPHCOEOUHEH K JIMIIOCOME Hepes3
CBSI3BIBAIOIIYI0 MOJIEKYJy, KOTOpasl CBSI3aHA KaK C JIMIIOCOMOMW, TaK M C OJINTOHYKJIEOTHIOM,
3aXBAYEHHbIM B JIUTIOCOMY, BKJIFOYEHHBIM B KOMIUIEKC C JIUMTIOCOMOMH, AMCIEPTHPOBAH B
cofiep KaleM JIMMHJ PAacTBOPE, CMEINaH C JUMHIOM, OOBEIUHEH C JIMIUAOM, CONEPKAThCsS B
BUZE CYCIIEH3UU B JIMIHJE, COAEPKATCS MM 00pa3oBaTh KOMIUIEKC C MHULENJION, WIIM MHBIM
o0Opa3oM ObITb CBA3aHHBIM C JunuaoM. Kommosuiuy, OOBEIUHEHHBIE C JIMIIOCOMAMH WIIH

J'II/II'IOCOMaMI/I/OJ'II/Il"OHyK.]'IeOTI/I)IaMI/I, NPEATIONKEHHBIC B JaHHOM JOKYMECHTEC, HC OIPaHUYHNBAKOTCA
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KaKOH—1100 KOHKPETHOH CTPYKTYpol B pacTBope. Hanpumep, OHM MOTYT OBITh IPEACTABJIECHBI B
BUZIE IBYXCJIOHHOW CTPYKTYPBI, B BUE€ MUIIEIUI, UM B BUJE «CXKATOW» CTPYKTYypbl. OHH TaKkxke
MOTYT IPOCTO OBITH PAaCCESHbI B PACTBOPE, BO3MOXKHO, 00pa3ys arperarsl, KOTOPbIE HE SBJISIOTCS
OJTHOPOJHBIMH HU T10 pa3Mepy, HU 1o Gopme.

JIunuael

[0039] Jlunuasl — 5TO >KMpPHBIE BELIECTBA, KOTOPbIE MOTYT OBbITh NPHPOAHBIMU HIIH
CHHTeTH4YeCKUMH. Hampumep, TMnuapl BKIIOYAIOT B ¢e0st JKUPOBBIE KAILIH, KOTOPBIE TPUPOAHBIM
00pa3oM BCTPEUAIOTCS B LIUTOILIA3ME, a TAKXKe KJIACC COENUHEHHH, KOTOPBIE XOPOLIO H3BECTHBI
CIEeLUAINCTaM B JaHHOHW 00OJacTH TEXHUKH, KOTOpbIE CONIepKaT JTMHHOLETIOYEYHbIE
anupaTUUECKue YIIeBOJOPOABbl U HMX MPOHM3BOAHBIC, TAKUE KAaK JKUPHBIC KHUCIOTBI, CIHPTHI,
aMHHBI, aMUHOCITUPTHI U anbaeruabl. [Ipumepom siBisiercst unua 1,2—1uoneons—sn—Trinnepo—
3—¢pocdoxomuu (DOPC).

[0040] JIunuoHBIE KOMITO3UIMM COTJIACHO AAHHOMY H300PETEHHIO MOTYT COIEpIKaTh
dochomununbl. B HEKOTOPBIX BapuUaHTaX OCYIIECTBIIEHUWS, OOWH BUA wWiu Tl (ocdonunuaa
MOJKET OBITh HCITOJIB30BAH B CO3AHUH JIUIUIHBIX KOMITO3ULIUH, TAKUX KaK JIMITOCOMBL. B npyrux
BApPUAHTAX OCYILIECTBICHHs, MOXET HCIONb30BaThCsl OOJbIIEe UYeM OAWH BHUA WM THI
docdonmununa.

[0041] Dochomunuael BrIOYAIOT B cedst raunepodocoIumuapl U HEKOTOpbIE
cunronmunuael. Pochonmunuabl BKIFOYAOT B ce0s, HO HE OrPaHUYMBAIOTCS JIULIb 3THMH:
nuoneonnpochHaTUANIXOINH («DOPC»), SAUYHBIN dochaTunnnxoanH («<EPC»),
nunaypomndocharuamnxoaud  («DLPCy»),  mumupucroundocharummixomun  («DMPCy),
munanemuronndocharunuiaxonus  («DPPCy), nucreapomnxopcparununxonnn  («<DSPCy),
aunuHoneomnpocharuanmxonuy, 1,2—-nuapaxunonn—sn—raunepo—3—docdoxomun («DAPCy),
1,2—nueiikocenonn—sn—rauuepo—3—pocoxonun  («<DEPCy»),  1-MupHCTOMI—2—TIAIBMHTOUI
docharunumxonun («KMPPCy), 1-nampmuronn—2—mupucromn ¢ocparuamwixoann («PMPCy),
l-nanemutonn—2—creaporn  pocparugmnxonun  («PSPCy»),  l-creaponsi—2—naibMUTOWIT
docharunuaxonun («SPPCy»), mampmuronnoneoun ¢ocharnaumxonun («KPOPCy»), 1-oneonn—
2—nanemutonn ¢pocharunmmxonun («OPPCy»), munaypowmndocharumunrnunepus («KDLPGy),
TUMHPUCTOMI(POCHATUANITITHLEPHH («DMPGy), IUNATBMUTOMI(POCHATHAMITIIHIEPHH
(«DPPGy), nucreapomnpocharnmmmrnunepur  («DSPG»), nuoneumndocharuaunriunepus
(«DOPG»), numupucronn ¢ocharunnyro kuciaoty («KDMPAy), nunanemutonn ¢ochaTHIHYO
kuciory (<kDPPAy), nucreapoun ¢ocharunnyro kucnory («KDSPA»), nuoneoun docdarunayro
kuciory («DOPAy), mummpucromn ¢docharugumranonamua (KDMPEY), nunansmutonm
docharumumstanonamun  («DPPE»),  mucreapomudocharunmmstanonamud  («DSPE»),
nuoneonndpocharumumTanonamu («KDOPEy), manemuromnoneomn ¢ocharuanisTaHOIaMUH
(«POPE»), mumupuctoun ¢ocharuguncepun («DMPSy»), mumammuronn ¢ocdaruamncepun
(«DPPS»), dochartununcepun mosra («BPS»), nucreapoun chunromumenun («DSSPy»),
cpUHroMueNnuH MO3ra («BSP»), JUNAJIMUTOMNI cuHrOMueNnuH («DPSP»),

nn3odocharuamTxonuH u Tu30¢PpochaTHIUIITAHOIAMUH.
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[0042] Dochonumuabl BKIOHAOT B cebs, Hampumep, (HochaTUANIXONUHBL,
bocharununrmunepruHsl U GocHaTHIUIITAHOJAMUHBL, TTOCKOJBKY (HOChHaTUAMIITAHOJAMHHBI 1
dochaTuanaxonuHel He 3apspkeHbl B (pu3HoIorudeckux ycnousx (1. €. nmpu pH oxomno 7), atu
COEANHEHUs] MOTYT OBbITh OCOOEHHO TOJE3HbI A TMOJY4EeHUs HeHTpanbHBIX Junocom. B
HEKOTOpBbIX BapuaHTax ocymectsieHus, (ochomumua DOPC ucnonb3yroT sl MonyydeHHs
HE3apsDKEHHBIX — JIMIIOCOM MM JIMOUAHBIX ~ KOMIO3MLMH. B HekoTopeIx  BapmaHTax
OCYLIECTBJICHHs, TaKXXe€ MOXeT OBbITb MWCIONb30BAH JIMIHA, KOTOPBIA HE SIBISETCS
dbocdomununom (Harpumep, XOJeCTEPHH).

[0043] Dochonumuasl MOTYT OBITH U3 MPUPOIHBIX WM CUHTETUYECKUX HCTOUHHUKOB.
Onnaxo, hochomunuabl U3 MPUPOIHBIX UCTOYHUKOB, TaKHe KaK (HOCHATHUIUIXONIUH U3 SIHLA UITH
cou, (ocharuauHoBasi KuciaoTa Mo3ra, (HOCHATUAMIMHOZUTON U3 MO3Ta WM PACTEHUS,
KapIUOJUINHUH CEpALld, W PACTUTEIbHBIA WM OakTepuaibHbIA (HochHaTHIUIITAHOIAMUH, HE
NPUMEHSIOT B HEKOTOPBIX BapUAHTAX OCYLIECTBICHUS B KauecTBe nepBUUHOro ¢pocdaruamya (T.
e. cocraBisier 50% wnu Oonpine oOmel pochaTHIHON KOMIIO3UIUH), TIOCKOJIBKY 3TO MOKET
NPUBECTH K HECTAOMJIBHOCTH U yTeUKe 00Pa3yIOIIUXCs JIUITOCOM.

HeiiTpanpHble TUIOCOMBI

[0044] «HeliTpanbHble JUMOCOMBI WM JUMUAHAS KOMIIO3ULIUS» W «HE3apsHKEHHBIC
JUIOCOMBI WJIM JIMIUAHAS KOMIIO3WIUS», KaKk NPUMEHseTCss B JaHHOM JOKYMEHTE,
OTIPENENAIOTCA KaK JIMMOCOMBI WJIM JIMITUAHBIE KOMITO3ULUH, MMEIOILINe OOUH WiIH Oolbliee
KOJINYECTBO JIUMHJOB, KOTOpbIE NAIOT NPAKTUYECKH HEHTpaNbHBI CyMMapHbIH 3apsa (1o
CYLIECTBY, HE3apsUKEHHbIE). B HEKOTOPBIX BapHaHTaxX OCYINECTBJICHUS, HEUTPAJIbHbIE JIUTIOCOMBI
WIN JIUMHUHBIE KOMITO3MLIMM MOTYT COAEp)KaTb B OCHOBHOM JHUMNMAbI W/uiu ¢ochomunumabl,
KOTOpBIE caMu 1O cede SBISIOTCS HEeHTpPaJbHBIMH. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHS,
ampunaruyeckue JHMIUABI MOTYT OBbITh BKJIIOYEHbI B MJIM HCIIOJNB30BAHBI Ul CO3IAHUS
HENTpaJbHBIX JIMIIOCOM WM JIMIUAHBIX KoMmno3uuuil. Hampumep, HelTpaipHas JIUIOCOMa
MOXeT OBITh CO3/aHa TyTeM OOBEOMHEHHUS TMOJOXKHUTEIbHO W OTPHLATENIBHO 3apsKEHHBIX
JIMIUAOB, TaK YTO 3TH 3apsbl IO CYIIECTBY B3aUMHO KOMIIEHCUPYIOT APYT APYra, B pe3yjbTaTe
4ero MOJy4daeTcss NPAKTUYECKU HEUTpalbHbI cyMMapHbiii 3apsan. Ilom «mo cymecTsy
HEUTPAJIbHBIMY HJIH IO CYIIECTBY HE3aPsSUKEHHBIMY» MOAPA3yMEBAETCs, YTO HEMHOTHE, €CIIU
TAKOBBIE UMEFOTCSI, JINMTU/bI B TAHHOW MOMYJISILUHU (HanpuMep, NMOMYJISILIH JIMIIOCOM) COEPKaT
3apsiA, KOTOPBIH HE KOMIIGHCHUPYETCS MPOTHBOIOJOXKHBIM 3apsAOM JAPYroro KOMIIOHEHTa
(marmmpumep, MeHbine 4eM 10% KOMIIOHEHTOB COAEp:KaT HEKOMIIEHCUPOBAHHBIA 3apsid, Oolnee
MPEINOYTUTENIbHO MeHble deM 5% u Hauboyiee MPeANoYTUTENIbHO MeHbine udeM 1%). B
HEKOTOPBIX BAapHAHTAX OCYINECTBJIEHHUS TAHHOTO HM300pETeHHs MOXeT ObITh MPHUTOTOBJIEHA
KOMITO3ULMS, B KOTOPOH JIMITUAHBIA KOMIIOHEHT KOMIIO3ULIMHM SIBJISIETCSl MO CYINECTBY
HEHTpaJbHBIM, HO HE B (hopMe JTUTTOCOM.

[0045] Pa3smep numocom BapbHPYeTCs B 3aBUCUMOCTH OT crocoba cuHTe3a. Jlumocoma,
CYCHEHIUpPOBaHHAsl B BOJHOM pacTBOpE, B LIEJIOM, KaK MPaBWiIO, UMeeT GopMy chepHuecKoro
Ny3bIpbKa U MOXKET UMETh OAMH MM OOJblIee KOMIYECTBO KOHLIEHTPUYECKUX CIIOEB MOJIEKYJI

aunugHoro Oucnost. Kaknplii  ciioil  COCTOMT W3  TapajuleIbHOTO  MacCHUBa  MOJIEKYJI,
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npencrasieHHbIx popmynoi XY, rae X mpexacrasisier coboil ruapodmibHeli pparment, a Y
npencTasisier codoit runpodobHbIN GparMeHT. B BOIHON CyCneH3UH KOHLEHTPUYECKUE CIIOU
PAacIoNoKeHbl TAKUM 00pa3oM, YTO ruApo(UIbHbIE (PArMEHThl UMEIOT TEHIASHIIMIO OCTaBaThCs
B KOHTaKTe C BOAHOM (pa3oii, a ruapodobHble 00JaCTH UMEIOT TEHIEHIHIO K CaMOOOBETMHEHHIO.
Hanpumep, korma BHYTPH JIMIIOCOMBI HaXOAATCS BOXHbIE (pa3bl, MOJEKYJbl JUMHAA MOTYT
00pa3oBbIBaTH OMCIION, N3BECTHBIN KaK Jlamelula, ¢ KOMIIOHOBKOH XY—YX. Arperarbl JIUIHIOB
MOryT (OPMHUpPOBATHCS, KOTAa THAPOMIbHBIE W TruApodoOHbIe YacTH OoJblIee YeM OJHON
MOJIEKYJIbI JIUITUAA CTAHOBSATCSI CBSI3AHHBIMU JIPYT ¢ npyrom. Pasmep u gopma 3THX arperatos
OyAyT 3aBHCETh OT MHOTHX pPAa3JIMYHBbIX TEPEMEHHBIX, TAKUX KaK MPHPOAA PACTBOPHUTENS U
NPUCYTCTBUE APYTUX COCTUHEHUH B pacTBOpE.

[0046] Jlunocombl B mpemenax oObeMa JAHHOTO HW300pEeTeHUs] MOTyT OBITh
NPUTOTOBJIEHBl B COOTBETCTBHUH C H3BECTHBIMHU JIA0OPATOPHBIMH METOAMKAMH, TAKUMH Kak,
Hanpumep, crnocod Bangham et al. (1965), conmepskaHue KOTOPOTO BKIJIFOYEHO B JIAHHBIN
JOKYMEHT TMOCPEICTBOM CChUTKU; criocod Gregoriadis (1979), coneprkaHiie KOTOPOTO BKIIFOUEHO
B JIAHHBIM JOKYMEHT mocpenctBoM ccbutku, crocod Deamer and Uster (1983), comep:kanue
KOTOPOrO BKJIFOUEHO IOCPENCTBOM CCBUIKH, M Crocod wHcmapeHusi ¢ oOpaineHHOH (a3oH,
onucanubiii Szoka u Papahadjopoulos (1978). BeimeynomsiHyTbIE CIIOCOOBI PA3JIMYAIOTCS IO
CBOMM COOTBETCTBYIOIIMM  CIIOCOOHOCTSIM  3axXBaTblBaThb BOAHBIA  MaTepuas, H UX
COOTBETCTBYIOLIMM COOTHOLIEHUSIM BOJHOTO MPOCTPAHCTBA K JIUIHIY.

[0047] B HexOTOpBIX BapHaHTaX OCYLIECTBJIEHMs], HEWTpajbHasl JIUIIOCOMA MOKET
UCTIONB30BAaTbCSl  JUII  JOCTaBKM  OJMTOHYKJIEOTHAA, TAaKOro Kak  aHTHCMBICIOBOM
onuronykieotnn. He#rpanpHas aumocoma MOXKeT COAEP)KaTb ONMH BHI OJIUTOHYKJIEOTHIIOB,
HAIpaBJIEHHBIX HA IOJABJIECHUE TPAHCIALUHN OAHOTO I'€Ha, WM HEeWTpajbHas JUIIOCOMA MOKET
COZIepKaTh HECKOJbKO BHJOB OJIMTOHYKJIEOTHUAOB, KOTOpPbIE HANpaBJIEHbl HA I[OJAaBJICHUE
TPAHCJISILIMU HECKOJIbKUX reHoB. Kpome Toro, HelTpasbHas IMIOCOMa MOXKET TaKXkKe COIep>KaTh
XUMHOTEPANIeBTUYECKHI areHT B JOIMOJHEHHE K OJUTOHYKJICOTHOY, TakuM o0pa3oMm, B
HEKOTOPBIX BApUAHTAX OCYINECTBJICHUS, XUMHOTEPANIEBTUYECKHI AreHT M OJIMTOHYKJIEOTHU]
MOTYT OBITh TOCTABJICHBI B KJIETKY (HAMPHMEp, PAKOBYIO KJIETKY B YEJIOBEKe—TAL[UEHTE) B TEX
K€ WM OTAEJIbHBIX KOMITO3HUIIUSX.

[0048] BeicymieHHbIE JTUMHABI WIH JHOPUIN3UPOBAHHBIE JIMIIOCOMBI MOTYT OBITb
00€3BOJKEHbI M BOCCTAHOBJIEHbI C IMOMOINBI TOAXOASIIEH KOHLEHTPALUU MOIXOMSIIETO
pactBopurenst (Hanpumep, Oydepom DPBS wmimm Hepes). 3arem cmech MOkeT ObITh aKTHBHO
nepemMelnaHa B BUXPEBOM cMecurenie. JIMmocombl MOryT OBITh pPECyCIIEHAWPOBAHBI IPH
COOTBETCTBYIOLIEH KOHIEHTpauuu oodmero ¢ochonunuaa (Hanpumep, okono 10-200 mMM).
HewnnkancynupoBaHHBIH OJMIOHYKJIEOTUI MOXKET OBITh yAaNeH LEHTPUPYTHPOBAHHUEM TIPU
29000 g, a JMNOCOMHBIE OCAaAKM MPOMBITEL. B anbTepHATUBHOM  BapUaHTE,
HEMHKAICYJUPOBAHHbBIE OJHTOHYKJICOTHIbl MOTYT OBITh yNAJE€Hbl NyTEM AHaIN3a IPOTUB
n30bITKa pactBopuTens. KonmndecTBO WHKANCyJIMPOBAHHOTO OJHMIOHYKJIEOTHAA MOXKET OBbITh
OTIPEJIENIEHO € TIOMOLIBIO CTAHAPTHBIX CIIOCOOOB.

HNHrubuposaHue 3KCIpPECCUN I'eHOB
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[0049] MHruOupyromuii OJUrOHYKJICOTHI MOXKET HWHIHOMPOBATH TPAHCKPUIILHIO I
TPAaHCJSILMIO T€HAa B KJETKe. J[IMHA OJMIOHYKJIEOTHIA MOKET COCTaBJATH OT 5 10 50 wiam
OoJblle HYKJIEOTHIOB, a B HEKOTOPBHIX BapuaHTax oT 7 no 30 HykjeoTunoB. B HeEKOTOpBIX
BApHUAHTAX OCYLIECTBJICHUS, OJIMTOHYKJIEOTUT MOKET UMETh Auny 7, 8,9, 10, 11, 12, 13, 14, 15,
16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29 unu 30 #ykieotunoB. OJUTOHYKIEOTH]
MOXET COAepKaTh HYKJIEHHOBYIO KHCJIOTY W/WJIN aHAJIOT HYyKJIEMHOBOW KHUCIOThL. Kak mpaswuiio,
UHTUOUPYIOLIHMI OJIMTOHYKJIEOTHA OyZeT MHrHOMpOBaTh TPAHCISILMIO OZHOTO T'€Ha B KJIETKE;
OTHAKO B HEKOTOPBIX BAapUAHTAX OCYLIECTBJCHHS WHTHMOUPYIOIIUH OJUTOHYKJIEOTHI MOMKET
WHTHOUPOBATH TPAHCISILMIO OOJbIIE YeM OJTHOTO reHa BHYTPH KJIETKH.

[0050] BHyTpu ONMUIOHYKJIEOTHAA KOMIIOHEHTBI OJIMTOHYKJIEOTHAA HeOOs3aTeNIbHO
JOJI’KHBI OBITH OTHOT'O U TOTO K€ TUIIA WJIM TOMOT€HHBIMHU Ha BCEM €ro MPOTsDKeHHe (Harmpumep,
OJIUTOHYKJIEOTHI MOXET COJep)KaTb HYKJIEOTHA U HYKJIEHHOBYIO KHUCIOTYy WM aHaJor
HYKJIeOTHa). B HEKOTOpBIX  BapMaHTax  OCYINECTBJICHHS  JAHHOTO  M300peTeHus,
OJIMTOHYKJIEOTH/T MOXET COAep:KaTb TOJBKO OAHY HYKJIEHHOBYIO KHUCJIOTY MM aHaJor
HYKJIEMHOBOW KHCJIOTHI. NHrHOMPYIOIUI OJIMTOHYKJIEOTH MOXKET conep:karthb 5, 6, 7, 8, 9, 10,
11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 25, 30 unu OonblIe CMEXHBIX HYKJIEHHOBBIX OCHOBaHUH,
BKJIFOYAsl BCE JMAMA30HbI MEXAY HUMH, KOTOPbIe THOPUIMZHPYIOTCS C KOMILIEMEHTApPHOM
HYKJIEMHOBOM KHUCJIOTON C 00pa30BaHUEM JIBYXIIEIOYEUHOH CTPYKTYPHI.

HyxkienHoBbIE KUCTOTBI

[0051] CornmacHO maHHOMY H300PETEHUIO MPEIJIONKEHBI CIIOCOOBI M KOMITO3WULIUU IS
JOCTABKM OJIMTOHYKJIEOTHUA C MOMOLIBbIO HEHTPaNbHbIX JUIIOCOM. II0CKOIBKY ONUIOHYKIEOTUA
COCTOUT W3 HYKJIEMHOBOW KHCIOTBI, CIIOCOOBI, OTHOCALINECS K HYKJIEHMHOBBIM KHCJIOTaM
(HampuMep, TPOAYLHUPOBAHUE HYKJIEHMHOBOM KHUCJIOTHI, MOAU(UKALINS HYKJIEHHOBOW KHUCIOTHI U
T. I1.), TAK)KE€ MOTYT OBITb UCIIOJIb30BAHBI B OTHOLIIEHUU OJIMTOHYKJIEOTHA.

[0052] TepmuH «HyKJIEHHOBasi KMCJIOTA» XOPOLIO U3BECTEH B JAHHON OONACTH TEXHUKHU.
TepMUH «HYKJIEMHOBAsI KHUCJIOTa», KaK MMPUMEHSIETCS] B JAHHOM JTOKyMEHTe, OOBIMHO OTHOCUTCS K
monekyie (t. e. uenu) JIHK, PHK wumu ee mpouM3BOJHOMY WIJIM QHAJNOry, YTO CONEPIKHT
HYKJIEHHOBOE€ OCHOBaHHE. OJTHU OIpeldeNieHUss OTHOCATCS K  OJHOLENOYEUHON UM
IBYXIENOYEYHON HYKJIIEMHOBOM KUCJIOTE. [|ByXIleNOUYedHbIe HYKJIEHHOBBIE KUCIOTBI MOTYT OBITh
00pa30BaHbl MOJHOCTHI) KOMITJIEMEHTAPHBIM CBSI3bIBAHHUEM, OIHAKO B HEKOTOPBIX BapHaHTaX
OCYIIECTBIIEHHs JABYXLIETIOUEUHAs] HYKJIEMHOBAs KHCJIOTa MOXET OBbIThb OOpa3oBaHa MyTeM
YAaCTUYHOTO WJIM JOCTATOYHOTO KOMILUIEMEHTAPHOTO CBsi3biBaHUs. Kak MpUMEHseTCs B JaHHOM
JOKYMEHTE, TEePMUH «OJHOIETIOYeUHas HYKJEHHOBAass KHCJIOTa» MOXKeT 0003Ha4YaThCs
npeuKCoOM oLy, a IBYXIENOYeYHas HYKJIEMHOBAsI KHCIIOTa — MPEQUKCOM «IID».

HyxknennoBbie OCHOBaHUS

[0053] Kak npumeHsieTcss B JaHHOM JAOKYMEHTE, TEPMUH «HYKJIEHMHOBOE OCHOBAHHUE»
OTHOCHUTCSI K Te€TePOLMKINYECKOMY OCHOBAHHUIO, TAKOMY Kak, HalpuMep, BCTpevaroleecss B
npupozae HykienHoBoe ocHoBanue (T. €. A, T, G, C unu U), HalineHHOe MO MEHbLIEH Mepe B
ONHOH BcTpeuaromieiicss B npupoxae HykyenHoBou kuciore (1. e. JJHK u PHK), a Taxxke

BCTPEUAIOIINECs B MPUPOJE WU HE BCTPEYAIOINHMECS B MPUPOAE MPOU3BOIAHBIC (M) M aHAJIOTU
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TAKOr0 HYKJIEMHOBOTO OCHOBaHHWsA. HykienmHOBOe OCHOBaHME, KakK IPaBHJIO, MOXET
00pa3oBbIBaTh OAHY WM OOJbLIEE KOJUYECTBO BOJOPOAHBIX CBsi3el (T. €. «OTXKHTaThCs» WIIH
«ruOpPUIN3UPOBATECS») MO MEHbINEH Mepe C OAHUM NMPUPOAHBIM HYKJIEHMHOBBIM OCHOBAHHEM
TaKUM 00pa3oM, 4YTO MOKET 3aMEHHUTh BCTpEYarolleecs B NPUPOAE Napbl HYKJIEHHOBBIX
OCHOBaHMH (Hampumep, obpasoBaHue BomoponHbix cesizeit mexny A u T, G u C, u A u U).
HyknenHoBoe OCHOBaHME MOXET OBbITb IIOMEIIEHO B HYKJIEO3WA WM HYKIEOTHI C
UCIIOJIB30BAHUEM JIFOOOr0 crocoba XMMHUYECKOrO HMIIM €CTeCTBEHHOrO CHHTE3ad, OMHMCAHHOIO B
JAHHOM JJOKYMEHTE WJIM H3BECTHOTO CHEIHAIMCTY B JAHHOHN 00J1aCTH TEXHHKH.

[0054] «IlypuHOBOE» W/WMIM «IUPUMUAMHOBOE» HYKJIEHHOBOE OCHOBaHHUE(HUs)
OXBAaTBIBAIOT BCTPEYAIOINUECS B MPUPOAE NMYyPHUHOBBIC H/WIU MUPUMHUIHHOBBIE HYKJIEHHOBBIE
OCHOBAHUS, a TAK)KE UX MPOU3BOAHBIC U AHAJIOTH, BKJIIOYAs, HO HE OTPAHUYUBASICH JIUIIb STUMH:
NypUH WIH TUPUMHUAMH, 3aMELICHHBI OJHMM WM OOJNBUINM KOJHYECTBOM AJKHJIbHBIX,
KapOOKCHAJIKMJIbHBIX, AMHHO, THIPOKCHIIBHBIX, TAJIOT€HOBBIX (T. €. (hTOpo, XJIopo, OpoMo miu
HOM0), THOJIOBBIX WJIHM AJNKWJITHOJOBBIX (parmeHTOB. IIpenmouTuTenpHblE AJNKUIIbHBIE
(HampuMep, aJKuIbHbIE, KAOOKCHATKUJIBHBIE U T. 11.) (parMeHThI CONEPKAT OT OKOJIO 1, OKOJIO 2,
OKOJNO 3, okoyno 4, OkoJO 5 [0 OKONO 6 aToMOB yriepoaa. Jpyrue HEOrpaHUYHMBAKOLINE
NpUMepbl TMypUHA WIM MUPUMHIMHA BKJIIOYAKOT B cesl neasamypuH, 2,6—THaMHUHONMYpPHH, S5—
¢Topypauni, KCaHTHH, THUNOKCAHTHH, 8—OpOMIyaHWMH, 8-XJIOPOTYaHWH, OpOMTHIMH, 8-
aMUHOT'YaHUH, 8—TUAPOKCUTYaHUH, 8—METWITYaHUH, 8—TUOTYaHUH, a3aryaHUH, 2—aMUHOIYPHH,
S5—STWILMTO3MH, S—METWILMO3WH, S—Opomypauni, S—stunypamw, S—Hoxmypamwi, S—
XJIopaypauwi, S—-Nponuiaypauwi, TUHOYpPaLUWJ, 2-METWIAAEHUH, MeTuiaTuoaaeHuH, N,N—
IUMETWIAZICHUH, a3aa/leHuHbl, 8—OpOMazieHnH, 8—THIPOKCHANEeHNH, O—THUAPOKCUAMHHOIYPHH,
6—TtuonypuH, 4—(6—aMHHOTeKCHJ/UMTO3MH) H T. 1. IlypuHOBBIE M NHUPUMHUIUHOBBIE
NPOU3BOAHBIE HIIM AHAJOTH BKJIIOYAIOT B Ce0s, HO HE OrPAaHMYMBAKOTCS JIMIIb STHMH!
(aObOpeBuarypa/onucanrie  MOAU(UIMPOBAHHOTO  OCHOBAaHMA).  ac4c/4—aleTUIILMTUINH,
Mam5s2u/5—-MeToKCHaMUHOMETUIT—2—THOY PUAVH, Chm5u/5—(xapOOKCUTHAPOKCHUIIMETHI)
ypunuH, Man q/Beta, D-manHo3unkBeo3uH, Cm/2-O-merunuutuauH, McmSs2u/5—
METOKCUKapOOHUIMETUII—2—THUOYPUJIUH, CmnmS5s2u/5-kapbokcuMeTHIaMUH—METHII—2—
TUOYPHIUH, Mcm5Su/5—meTokcuKapOOHIIIMETHITY PUIUH, CmnmS5u/5—
KapOOKCHUMETHIIAMUHOMETHITYpUIuH, MoSu/S5—merokcunypunus, D/Jurnapoypunnn, Ms2i6a, 2—

MeTunTno—N6—m3oneHTeHmiaaeHo3ns, Fm/2'-O—-merunnceBnoypunus, Ms2t6a/N—((9—-6eta—D—

pudodypaHO3UIT—2—METUITHONY PHH—O—HJT)KapOOMOWJI ) TPEOHUH, Gal q/Beta, D-
raJlaKTO3UJIKBEO3HH, Mt6a/N—((9—-6era—D—pubdodypanozunmny puH—6—1m)N—MeTni—
KapOOMOWIT ) TPEOHUH, Gm/2'-O—meTunryanosuH, Mv/Y punnH—5—MeTHIIOBBII 3¢up

OKCHYKCYCHOW Kuciotsl, I/MHO3uH, o5u/YpunuH—-5—okcuykcycHas kucinora (v), I6a/N6—
n3oneHTeHnnaneHo3ns, Osyw/BuOyrokcosmn, mla/l-merunanenosuna, P/IlceBnoypunus,
ml1f/1-merunncesnoypunun, Q/Kseosun, mlg/l-merunryanosus, s2c¢/2—tuountuaud, mll/1—-
METWINHO3UH, $2t/5—MeTtun—2—-tuoypuaus, m22g/2 2—nuMeTHITYaHO3UH, S2U/2—THOYPUIHH,
m?2a/2—-MeTunaaeHo3 H, s4u/4—tnoypuaus, m2g/2—merunryanosus, T/5—merunypuans, m3c/3—

MeTmuuTuan, tbéa/N—((9-6era—D—pubdodypanozminypuH—6—w)kapdaMomn)TpeoHuH, mSc/5—
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MeTmuuTuansH, Tm/2'-O-metnn—S—merwnypunud, moéa/N6—merunanenosus, Um/2'-O—
MeTWITypUIuH, m7g/7-merunryanosut, Yw/BuOyro3un, MamSu/5—MeTunaMuHOMETHITYPUIIH,
i X/3—(3—amuHO—3—KapOOKCHUTTPOIHI)yPUAHH, (acp3)u.

Hyxneo3unbl

[0055] Kak npuMeHsieTCss B JaHHOM JOKYMEHTE, «HYKJIEO3UI» OTHOCUTCSI K OTAEJIbHOU
XUMHYECKON eMHUIIE, COAep Kallel HyKJIeMHOBOE€ OCHOBAHUE, KOBAJIEHTHO MPUCOEANMHEHHOE K
JUHKEPHOMY (parMeHTy HYKJIEMHOBOTO OCHOBaHMSA. HeorpaHHUMBAIOLIMM  MPUMEPOM
HYKJICMHOBO—JIMHKEPHOTO (pparMeHTay sIBJISETCS caxap, COAep Kalui S aToMOB yriiepona (T. €.
«5—yraeponHblii caxap»), BKJIOYAs, HO HE OrPAaHUYMBASACH JIMLIb 3TUMH. JE€30KCUPHUOO3Y,
pubo3y, apabUHO3y WM MPOU3BOIHOE MJIH aHAJIOT S—yTriepoaHoro caxapa. Heorpannumsaromue
MpUMEPhI IPOU3BOJHOTO WJIM aHAJOra S—yrjepoJaHOro caxapa BKIIIOYArT B ceds 2'-¢prop—2'—
Ie30KCHPUO03y WM KapOOLMKIMYECKHH caxap, TAe YIJepon 3aMeIleH aTOMOM KHCIOpoJa B
caxapHOM Kouble. Kak mpuMeHsieTcst B JaHHOM JOKYMEHTE, «(pparMeHT» OObIYHO OTHOCHTCS K
MEHBILIEMY XHMHYECKOMY WA MOJIEKYJIIPHOMY KOMIIOHEHTY OOJNbIIeH XHMHYECKOH WIIN
MOJIEKYJIIPHOHN CTPYKTYPBIL.

[0056] B nanHO# 00NacTH TEXHWKH HM3BECTHBI PA3JIMYHBIE THUITBI KOBAJEHTHOTO(bIX)
NPUCOCANHEHUSA(HUN) HYKJIEMHOBOTO OCHOBAHUS K JIMHKEPHOMY (PPraMeHTy HYKIEHHOBOTO
OCHOBaHUS. B kauecTBe HEOrPaHUUMBAIOIIETO NMPUMepa, HYKJIEO3U I, COAEp KANiA MypHH (T. €.
A wm G) wm 7-peazanypuH HYKJIEHHOBOE OCHOBaHME, OOBIYHO COMAEPKUT KOBAJEHTHOE
MPUCOEIMHEHNE MO3UINH 9 MypUHa UK 7—aeazanypuHa K no3unuu 1' S—yrneponHoro caxapa. B
APYroM  HEOTPAaHWYMBAIOLIEM MpHUMEpe, HYKJIEO3WJ, COAEPKAIMH  MUPUMHIAMHOBOE
HyksienHoBoe ocHoBaHue (T. €., C, T unn U), 0ObIMHO COMEp:KUT KOBAJEHTHOE NMPUCOCTUHEHHE
no3unuu 1 nupumuanHa K nosunuu 1’ caxapa ¢ 5 aromamu yriepoga (Korberg and Baker,
1992).

Hyxneotunsl

[0057] Kak npuMeHsieTcsl B JTaHHOM JIOKYMEHTE, KHYKJIEOTH» OTHOCUTCS K HYKJIEO3HY,
JOTIOJTHUTEIBHO COZEPIKAINEMy «CBsi3b OCTOBa». CBs3b OCTOBA, KaK MPABWIIO, KOBAJIEHTHO
NPUCOCINHAET HYKJICOTHI K APYrod MOJEKyJe, COAepKalled HYKJIEOTHI, WIH K JPyromy
HYKJIEOTHy C O0Opa3oBaHHWEM HYKJIEHMHOBOW KHCJIOTBL. «CBs3b OCTOBa» MPHPOIHBIX
HYKJICOTHZIOB OOBIMHO comepkutr ¢ochaTHyro rpymmy (Hampumep, ¢ochonudGupHy CBs3b
OCTOBa), KOTOpasi KOBAJIEHTHO NPUCOEAMHEHA K S—yrieponHomy caxapy. llpucoenmHeHue
¢parmenTa ocToBa OOBIYHO MPOUCXOIUT B 3'— MM 5'—no3uuuu S—yriepoaHoro caxapa. OngHako
B JAaHHOW OOJAacCTH TEXHUKH M3BECTHBI APYTHE€ THUIIBI NMPHCOSIWHEHWH, B YaCTHOCTH, KOTAa
HYKJICOTH/I COAEPIKHUT MPOM3BOAHBIE HJIM aHAJOTH BCTPEYAIOIIErOCs! B MPUPOAE S—YTIepOaHOTO
caxapHoro win ocharHoro pparmenra.

AHaJIOTH HYKJIEWHOBBIX KUCIIOT

[0058] HyknenHoBass KHCJIOTa MOXKET COAEPKaTb WM COCTOSITh TMOJHOCTBIO U3
NPOM3BOIHOIO HJIM AHAJIOra HYKJIEWHOBOTO OCHOBAHMS, JHMHKEPHONH YacTH HYKJIEHHOBOT'O
OCHOBAaHHS W/WMJIU CBA3M OCTOBA, YTO MOXET NPUCYTCTBOBaTb B NPUPOAHON HYKIEHHOBOM

kuciore. Kak IMPUMCHACTCA B JaHHOM OOKYMCHTE, «IIPOU3BOAHOC» OTHOCHUTCA K XUMUYCCKU
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MOIU(PHUIIMPOBAHHONW HJIM W3MEHEHHOH (popMe BCTpedaroInelcss B NMPHPOAE MOJEKYJbI, B TO
BpeMsl KaK TEPMUHbBI KMMUTHUPYIOIIUI» UM «AHAJIOr» OTHOCSTCS K MOJIEKYJIE, KOTOPask MOXKET
WJIM MOKET HE HATIOMHHATDH CTPYKTYPHO BCTPEYAIOINYIOCSA B MPUPOIE MOJIEKYIy WIH (pparMeHT,
HO obOsasaeT nMoxokuMH QyHKUUAMU. HykjieMHOBbIE, HYKJI€O3UAHbIE M HYKJICOTUAHbIE aHAJIOTH
WY TIPOU3BOHBIE XOPOLIO U3BECTHBI B JAHHOH 00JIACTH TEXHUKH.

[0059] Heorpannuusaroimuye npuMepbl HYKJI€O3UA0B, HYKJIEOTHAOB, WIN HYKJIEHHOBBIX
KHCJIOT, COAEPIKAIUX S—yTIIepOIHBIN caxap /WM MPOU3BOAHbIC UJIM aHAJIOTH C CBSI3K0 OCTOBA,
BKJIIOYAOT B cebs Te, uyro B mareHtre CIIA No 5681947, KOTOpbI ONUCHIBAET
OJIMTOHYKJICOTH/IbI, COAEpIKAIlMe MPOU3BOIHBIC NYyPHHA, KOTOpPbIe (OPMHUPYIOT TpPOIHBIE
cnupanu ¢ w/wm npenorBpamarT skcnpeccuro Au/IHK; marentax CIIIA Ne 5652099 u Ne
5763167, xoTOpble OMHUCHIBAIOT HYKJIEHHOBBIE KHUCJOTHI, coxepkamue (HIyopeclueHTHbIe
aHaJorn Hykjaeo3unos, ooHapyxkeHHbx B JIHK wnu PHK, B wacTHOCTH, IJisi UCTIOJNB30BAHUS B
KauecTBe (PJIyOpPEeCIeHTHBIX 30HI0B HYKJIEMHOBBIX KUCNOT, mateHTe CIITA Ne 5614617, koTopbrii
OMNUCBIBAET AHAJIOTH OJIMTOHYKJIEOTHUAOB C 3aMEHAMH Ha MUPUMHUANHOBBIX KOJBLAX, KOTOPBIE
00JIaar0T MOBBIIEHHON HYKJIea3HOU cTabmibHOCTHIO, maTeHTax CIIIA Ne 5670663, 5872232 u
5859221, KOTOpBIE ONMHUCHIBAIOT AHAJIOTH OJHUIOHYKJICOTHIAOB € MOAM(PHIMPOBAHHBIMH S—
yIIepOOHBIMU caxapaMu (T. €., MOIU(UIUPOBAHHBIMU 2'—1e30KCH(ypaHo3ml pparMeHTamu),
UCTIOJIB3YEMBIMU B OOHApy KeHHH HYKJIeMHOBON KUCIOTHL, mateHTe CIIIA No 5446137, koTopblii
OIKCBIBAET OJMTOHYKJIEOTUIBI, COAEPIKAIINE IO MEHbINEl Mepe OUH (PParMeHT S—yTriIepoaHOro
caxapa, 3aMeLIeHHbIH B MO3ULUHU 4' 3aMecTuTeNneM, OTJIUYHBIM OT BOJAOPOAA, KOTOpPbIE MOTYT
OBITH HCIIONIB30BaHbl B HOpUAM3AlMOHHBIX aHanu3ax, nareHte CIIIA Ne 5886165, kortopsrit
OIHCBIBAET OJIMTOHYKJIEOTH bl KaK ¢ Ae30KCUPHUOOHYKIeOTHAaMH € 3'—5' CBA3sIMH OCTOBA, TaK U
¢ pubonykseorunamu ¢ 2'-5' cesizsamu octoa; narenre CIIIA Ne 5714606, kOoTOpbIi ONMUCHIBAET
MOAM(DULIPOBAHHYIO CBsI3b OCTOBA, MPUYEM KUCJIOPOA B 3'—TIO3MLMU CBSI3H OCTOBA 3aMEHSIOT
aTOMOM yIJIepoaa, 4TOObI YBEJHMYUTh YCTOWYMBOCTH HYKJEHHOBBIX KHCIOT K HYKJI€a3aMm,
nateHtre CIIIA Ne 5672697, kOTOpBIN ONMUCHIBAET OJIUTOHYKJIEOTUABI, COAEpIKAllue OAHY WU
Oosnpiiee KOMU4YeCTBO S' MeTHIEH(POCHOHATHBIX CBsA3EH OCTOBA, KOTOPbIC YBEIHMYUBAIOT
yCTOMUUBOCTh K Hykjea3am; nmareHtax CIIIA Ne 5466786 u Ne 5792847, kOTOpbI€ OMUCHIBAIOT
NPUCOCIMHEHNE 3aMeIAIIero (parMenTa, KOTOPbIH MOXKET CONepKaTh JICKAPCTBEHHBIN areHT
WIA METKY, K 2' yIJepony OJHTrOHYKJIEOTHa, YTOOBl 00ECIeUnTh YBEINYCHHYI0 HYKJICa3HYIO
CTa0MIIBHOCTh U CITOCOOHOCTh JJOCTABJIATD JIEKAPCTBA WK (pparMeHThl OOHAPYKEHUs], TATEHTE
CIIA Ne 5223618, KOTOPBIH OMUCHIBAET AHAJIOTH OJIMTOHYKJIEOTHUAOB C 2 HIIH 3 KapOOHOBBIMH
CBSI3IMH OCTOBA, COENUHSIOMMMH 4' mo3unmo W 3’ MO3ULUI0 cocenHero ¢parmeHra S—
YIJIEPOHOIO caxapa IJisl YBeJIMYEHUs! KJIETOYHOrO MOIJIOIEeHMs], YyCTOWYNBOCTH K HyKJIea3am, U
rudpunmzatmu ¢ mumensto PHK; marente CIIA No 5470967, KOTOpBIA ONMUCHIBAET
OJIMTOHYKJIEOTHIBI, COIEPIKAINE TI0 MEHBLIEH Mepe OfHY CyJbhaMaTHYIO M CYJb(paMHIHYIO
CBSI3b OCTOBA, KOTOpBIE SIBISFOTCSI TMOJE3HBIMH B KadeCTBE T'HOPUAM3ALMOHHBIX 30H/IOB
HYKJIEUHOBBIX KucoT; mateHTax CIIIA Ne 5378825, Ne 5777092, Ne 5623070, Ne 5610289 u Ne
5602240, KOTOpBIE ONMUCHIBAIOT OJUTOHYKJIEOTHABI C TPEX— UJIM YEThIPEX—aTOMHBIM MOCTHKOM

CBSI3M OCTOBA, 3aMelaroIiM (ochoaudpUPHYIO CBSI3b OCTOBA, HUCIIOIB3YEMbIM JJIS YTy 4 LICHHS
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YCTOWYMBOCTHU K HyKJi€a3aM, KJIETOUHOTO MorjioueHus u perynauuu sxcnpeccuu PHK; nmatente
CIIA Ne 5858988, xoTOpbIi ONMUCBHIBAET TMAPOPOOHBIN areHT—HOCUTENb, MPUCOSANHEHHBIH K
no3uuuu 2'-O  ONWUIOHYKJICOTHUAOB JUIs TIOBBIIIEHHS HX CIOCOOHOCTH IPOHHKATh uepes3
memOpany, u crabwibHocTH, marenre CIIIA Ne 5214136, KoOTOpbIi ONUCHIBAaET
OJIMTOHYKJICOTHIbI, KOHBIOTHPOBAHHBIE C AHTPAXMHOHOM Ha S5'—KOHIE, KOTOpble O0JamaroT
ycunenHoit rubpuansanuern ¢ JIHK wnn PHK, nmoBbllieHHONH yCTOHUMBOCTBIO K HYKJI€a3am;
narente CIIIA Ne 5700922, xoropsiii onuceiBaer xumepbl [ITHK—/IHK-ITHK, B xoroperx JTHK
COHEPKHUT  2'-NE€30KCH—3PUTPO—TIEHTODYPAHO3UIbHBIE ~ HYKJICOTHIOBI Ui YBEJHYEHUS
YCTOHUMBOCTH K HyKieas3aM, ad(UHOCTH CBS3BIBAHHS, a TAKXKe CIOCOOHOCTH AaKTHMBUPOBATH
PHKa3y H; nmarente CIIIA Ne 5708154, koropsiii onuckiBaer PHK, coenunennyro ¢ JJHK c
obpazoBannem rudpuna JIHK-PHK; mnartente CIIA Ne 5908845, kOTOpBI OMKMCHIBAET
nojam>(UpHbIE HYKJIEHHOBBIE KHCJIOTBI, B KOTOPBIX OJHO WM OOJbIIee KOJUYECTBO
HYKJIEMHOBBIX OCHOBAHMM COEJUHEHBbl C XHUPaJbHBIMH aTOMaMH yrjepoja B OCHOBHOW LienH
nonm¢upa; natenrax CLIA Ne 5786461, Ne 5891625, Ne 5786461, Ne 5773571, Ne 5766855, Ne
5736336, Ne 5719262, Ne 5714331, Ne 5539082 u Ne WO 92/20702, KOTOpBIE ONHCHIBAIOT
nentuaHble HykJaenHoBble KucHoThl (IIHK wnm aHajor HyKJIeHMHOBOW KHCIIOTBI Ha OCHOBE
nentuna; win PENAM), koTopble, Kak MPaBWIIO, COAEPKAT OAMH HMJIM OOJblIee KOJIHMYECTBO
HYKJICOTHIOB WJIM HYKJICO3HIOB, KOTOpPBIE COAEpXKaT (PParMEeHT HYKJIEHMHOBOIO OCHOBAHWUS,
(dparMeHT HyKIEHMHOBOTO JINHKEPA, KOTOPBIA HE SIBISIETCS S—YTIIEPOAHBIM caxapoM (Hampumep,
a3a aTOMBI a30Ta, aMUJI0 W/WIIN YPEHIO COSIUHEHMs), W/WIIN CBSI3b OCTOBA, KOTOPAsi HE SIBJISIETCS
docharHOl  CBA3BIO  ocTOBa  (HampuMmep,  AMHMHOSTWIIJIMLMHOBAs,  IOJMAMHJIHAS,
NOJIMSTUIICHOBAsA, MOJUTHOAMUIHAS, MOJUCYIb(QUHAMUIHAS WIN NOJUCYNb(OHAMUAHAS CBS3b
ocroBa), u nareHre CIIIA Ne 5855911, xoropslii onuceiBaer runpodoOHy0, YCTOHYMBYIO K
HyKJIea3aM P—3TOKCH CBsI3b OCTOBA.

[0060] dpyrue Mmogudukaiyu 1 MPUMEHEHHUs aHAJIOTOB HYKJIEHHOBBIX KHCJIOT MU3BECTHBI
B JAHHOH OOJIACTH TE€XHUKH, U OXKMIAETCS, YTO STH METOABI U TUIIbI AHAJOrOB HYKJIEHHOBBIX
KHCJIOT MOTYT OBITh UCIIOJIb30BAHBI C TAHHBIM H300PETECHHEM.

IIpuroroBieHne HyKJIEHHOBBIX KUCJIOT

[0061] HykienHOBYIO KHUCJIOTY MOKHO TIOJNYYUTh JIIOOBIM METOIOM, H3BECTHBIM
CHELUAIHNCTY B JAHHOW OOJIACTM TEXHUKH, TAKUM KaK XUMHUUYECKHUH CUHTE3, (epPMEHTaTHBHOE
wii  OHOJOrM4eckoe  W3roToByieHHe. HeorpaHuuuBarolye NpPUMEpPbl  CHHTETUYECKOM
HYKJICHHOBOW KHCJIOTBI (HAampuMep, CHHTETUYECKOTO OJIMTOHYKJIEOTH/a) BKJIOYAOT B ceOs
HYKJIEHHOBYIO KHUCJIOTY, IOJyY€HHYI0 XHUMHUYECKUM CHHTE30M In Vilro ¢ HCIOJIb30BAHUEM
dochorpmapupHbx, GochuTHbx Wi GocHOpaMHIUTHBIX XUMHYECKUX U TBEPAO(a3HBIX
METOJIOB, TakuxX Kak omnucaHHble B EP 266032, kOTOpBII BKJIOUEH B JAHHBIM JOKYMEHT
NOCPEACTBOM  CCBUIKHM, HJIM C [OMOINBK  JAE30KCHHYKJIeo3uIHbIX H-¢pochoHaTHbIX
NPOMEKYTOUYHBIX coenuHeHnd, kak omucaHo Froehler et al. (1986) u B marente CIIIA Ne
5705629, kaxnaplli U3 KOTOPBIX BKJIOYEH B JAHHBIM JOKYMEHT IOCPEICTBOM CChbUIKA. B
crocobax COrIacHO JaHHOMY H300pPETEeHHI0 MOKET OBbITh HCIIOJNIb30BAH OAHMH WM OoJibliee

KOJINMYECTBO BUAOB OJIMT'OHYKJICOTHIOB. PaznuuHble MeXaHH3MBI CHHTE3a OJIMT'OHYKJICOTUIOB
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OpuTH packpbIThl, Hampumep, B nateHTax CIIIA Ne 4659774, Ne 4816571, Ne 5141813, Ne
5264566, Ne 4959463, Ne 5428148, Ne 5554744, Ne 5574146, Ne 5602244, xaxablii U3 KOTOPBIX
BKJIFOUEH B IAHHBIN JIOKYMEHT ITOCPEICTBOM CCBIIKH.

OuncTka HyKJIEUHOBBIX KHCIIOT

[0062] HyknenHoBasi KHCIOTa MOKET ObIThb OYHINEHA HA TMOJHAKPUIAMHUIHBIX TeJsiX,
LEeHTPpUPYrUpOBaHUEM B TPAJUEHTAX XJIOPHIA Le3us, WM JIOObBIMH IPYTUMH CcHocobamuy,
M3BECTHBIMH CIELIMAIUCTY B JAHHOH 00NacTu TeXHUKU (CMOTpuTe, Hanpumep, Sambrook et al.
(2001), BKJIFOYEHHBII B JAHHBIA JOKYMEHT NOCPEACTBOM CChLIKH).

[0063] B HekoTOpBIX BapHaHTaX OCYIIECTBJIEHUS, NaHHOE M300peTEHHEe OTHOCUTCS K
HYKJICHHOBOM KHCJIOTE, KOTOpasi MPEACTaBIsieT COOON BBIIEIEHHYIO HYKJIEHHOBYIO KUCIoTy. Kak
NPUMEHSIETCS] B TAHHOM JIOKYMEHTE, TEPMUH «BbIACIIEHHAs HYKJIEHHOBAsI KMUCJIOTa» OTHOCHTCS K
MOJIEKyJie HYKJIEMHOBOH kucnoTel (Hampumep, monekyjge PHK wmm JIHK), xoropas Obuia
OTAENeHa OT, WIM JpyruM TIyTeM O4YHIIeHa OT, OCHOBHOH MAacChl T€HOMHBIX H
TPaHCKPUOUPOBAHHBIX HYKJIEWHOBBIX KHCIOT ONHOW HJIM OONBLIEr0 KOJHYECTBAa KJIETOK. B
HEKOTOPBIX BApUAHTAX OCYLIECTBICHUS, «BbIIEJICHHAS HYKJIEHHOBAs KHCJIOTa» OTHOCUTCS K
HYKJIEMHOBOW KHCJIOTE, KOTOpas Oblla OTHAeJeHa OT, WIM JAPYTHMM IyTeM OYHINEHa OT,
COBOKYITHOM MacChl KJIETOYHBIX KOMIIOHEHTOB HJI PEAKLIMOHHBIX KOMIIOHEHTOB in Vitro, Takux
KaK, HampuMep, MakpOMOJIEKYJIbl, TaKM€ KaK JIMIUABI WM OENKH, Majble OHOJOrHYecKue
MOJIEKYJIBI U T. 1.

I'uGpunmszanys

[0064] Kak nmpumeHsieTcsi B TaHHOM JAOKYMEHTE, «THOpUAM3anusy, «ruOpuaAn3upOBaTH
WIN «CMOCOOHBIM K ruOpuausanun» oOO3HayaeT 0oOpa3OBaHUE IBYX— WM TPEXLENOYedHON
MOJIEKYJIbl WJIM MOJIEKYJIbI C YacTMYHOM JBYX— WJIM TpexuenoueyHo mnpuponon. Kax
NPUMEHSIETCS] B JAHHOM JIOKYMEHTE, KOTIKUT» SIBJISIETCSI CHHOHUMOM «THOPUAN3UPOBATEY.

[0065] Kak mpumeHsieTcs B TaHHOM JOKYMEHTE, (CKEeCTKHE YCJIOBUS» HJIH «BBICOKOM
JKECTKOCTHY» MPEACTABISIFOT COOOM TaKHe YCJIOBUS, KOTOPbIE AOMYCKAIOT THOPUANZALIUIO MEKTY
WM B TpeAenax ONHOH wuiau OoJibllle Leneil HYKJIEWMHOBOH KHCIOTBI, COOEPIKALINX
KOMILIEMEHTaPHYIO TOCIENOBATEIbHOCTH(TH), HO WCKIIOYAIOT THOPUAM3ZALMIO CIyYaiiHbIX
nocienoBarenbHOCcTeH. JKecTkue yCIOBHS IOMYCKAalOT HEOOJbIIOE HECOOTBETCTBUE MEXKIY
HYKJIEMHOBOU KHUCJIOTON U LENbIO—MUILEHBIO, €CJIM TAKOBbIE UMEIOTCA. Takue ycioBus XOpOoLIo
W3BECTHBI CIIELUAIMCTAM B JAHHON OOJACTH TEXHUKH M SIBJISIOTCS MPEANOYTUTEIbHBIMH IS
NPUMEHEHUH, TPEOYIOIINX BHICOKOH CEIEKTUBHOCTH.

[0066] XecTkue ycnoBHsi MOTYT BKJIIOUaTh B ce€0sl YCIOBHSA C HU3KOH KOHIIEHTpaLHUEi
COJIU W/WJTA BBICOKOUW TeMIIepaTypoi, Takue Kak obecrneueHue ot okojio 0,02 M no okono 0,15 M
NaCl npu temmneparypax ot okono 50 go okono 70 °C. IIoHSTHO, 4TO TemmepaTypa ¥ HOHHAs
CUJIa KEJIaeMOW CTPOrOCTH YaCTHYHO ONPEAESIOTCS AJIUMHOW KOHKPETHOM HYKJIEHMHOBOU
KHUCJIOTBI(KUCJIOT), JUIMHOH W HYKJIEOTUOHBIM COCTABOM TIOCJIENOBATEIBHOCTH(EH)—MUIIEHH,
COCTaBOM 3apsiia HYKJEHMHOBOM KHUCIOTBHI(JIOT) M NPUCYTCTBHEM WJIM KOHIEHTpaLuei
bopmamuna, TE€TPaMETUIIAMMOHUNXIIOPHUIA WIM  Jpyroro pacTBopuTensi(ei) B

rUOpUAN3ALIMOHHON CMECH.
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[0067] Tak>ke MOHSATHO, YTO 3TH TUAMA30HBI, KOMITO3ULIUU U YCIIOBUS TSI THOPUIU3ALIUU
YIIOMHHAIOTCS TOJBKO B KaU€CTBE HEOTPAHUYMBAOLINX IPUMEPOB, U UTO JKeJlaeMasl )KeCTKOCThb
11 KOHKPETHOH peakiuy ruOpuAn3aliy 4YacTo ONpPeNessieTcs] SMIUPUIECKU MyTeM CPaBHEHHS
C OAHMM HJIM OOJBIIUM KOJHMYECTBOM IIOJIOKUTENIBHBIX WM OTPHULATENIbHBIX KOHTpOJeh. B
3aBHCHMOCTH OT NPEAINONAraeMoro NPUMEHEHUs MPEANOYTUTENbHO HCIOJIb30BaTh Pa3IMYHbIE
yCJIOBUSI THOPUAN3ALMH [T TOCTIDKEHHSI PA3JIMYHBIX CTETIEHEH CEeNIeKTHBHOCTH HYKJIEHHOBOH
KHUCJIOTBI TI0 OTHOLIEHMIO K IOCIEeNOBATEIbHOCTU—MUIIEHH. B HeorpaHMuuBaromeM NpuMepe,
UeHTU(QUKALMSA WM BbIIEJICHHUE POICTBEHHON HYKJIEHHOBOW KHMCJIOTBI-MHIIEHH, KOTOpas He
rHOpUAN3YETCS ¢ HYKJIEMHOBOM KHCJIOTOM B JKECTKUX YCIOBHSX, MOKET ObITh JOCTUTHYTA MyTEM
rHOpUAN3alMd TIPU HU3KOH Temreparype W/WIM BbICOKOW HOHHOH cuiie. Takue ycCaoBHs
HA3bIBAKOTCS  «HU3KOH  JKECTKOCTBIO»  WJIM  «YCJIOBHUSIMH  HU3KOH  JKECTKOCTH», W
HEOTPAaHMYHUBAIOIINE TPUMEPbl HU3KOH JKECTKOCTH BKJIIOYAIOT B cedsi TrHOpUIN3aLHIo,
npoBoaUMYIO Tipu oT okouto 0,15 M o okono 0,9 M NaCl B nuana3one temmeparyp ot okoso 20
°C no okojo 50 °C. KoHe4Ho, CIELHAIUCT B JAHHOH 00JACTH TEXHUKU MOXKET JOIOJTHUTEIBLHO
MOIU(HUIMPOBATE YCIOBUS HU3KOW MJIM BBICOKOH YKECTKOCTH IJIsl COOTBETCTBHSI KOHKPETHOMY
NPUMEHEHUIO.

Croco® mony4eHUs: JIMIIOCOMHOTO P—53TOKCH aHTHUCMBICIOBOTO  JIEKAPCTBEHHOTO
POAYKTa

[0068] AHTHCMBICIIOBBIE OJTUTOHYKJIEOTH B! (OJIUT0), KOMIUIEMEHTAPHbIE ONPEAEICHHBIM
yuactkaM MPHK—muienn, ncnons30Baiy 17151 HHTHOUPOBAHMSI 3KCIIPECCUN SHIOTEHHBIX T€HOB.
Korna aHTHCMBICIIOBBIE OJMIOHYKJIEOTUAB! CBsA3bIBatOTCs ¢ MPHK-mmmensto, oOpasyercs
rubpun [IHK-PHK. Ota ruGpungnast koHcTpykuus uHrubupyer tpancmsauuo MPHK u, takum
obpazoMm, skcnpeccuro koaupyemoro Oenka. Ecmu Oenok HeoOXOAMM AJisi BBDKMBAHHS KIJIETKH,
MHTHOMPOBAHUE €ro JKCIPECCUH MOXeT mpuBecTH K rudenn kietku. ClemnoBaTenbHO,
AHTUCMBICIIOBBIE  OJIMTOHYKJIEOTHUABI ~ MOTYT  OBITh  TOJNE3HBIMH  HMHCTPYMEHTAMH B
MIPOTUBOPAKOBON U MIPOTUBOBUPYCHOM TEPAIIUH.

[0069] OCHOBHBIMHA MPENATCTBUSIMHU B HUCIIOJIb30BAHUH AHTHCMBICJIOBBIX
OJIMTOHYKJICOTHIOB JJISi HHTHOUPOBAHHSI SKCIIPECCHU T€HOB SIBJSIFOTCS HECTAOUIIBHOCTD KJIETOK,
HU3KOE TOTJIOLIEHWE KJIETKAaMH H  IUIOXas MEXKKJIETO4YHas JocTaBka. lIpupomHble
dbochonurpupbl HE YCTOWYUBBI K HYKJICA3HOMY TUAPOIH3Y, TaKUM 00pa3oM, HEOOXOIUMBI
BBICOKHE KOHLIEHTPALIMH AHTHCMBICIIOBBIX OJIMTOHYKJIEOTH/IOB, MPEKAe YeM OyaeT HaOmonaercs
Kakoii—nnbo mHrHOupyromui 3¢pdexr. Moguduumuposanseie aHanoru pocoams¢pupos, Takue
Kak P—3TokcH, ObTH crienaHbl U MPEOAOICHUsT 3TOH NPOOJIEMbl HYKJIEA3HOTO THAPOIN3a, HO
OHU He MPEIOCTABIIIN YAOBIETBOPUTENBHOIO PELICHNS 3a0a4H.

[0070] KnerouHoe MOTIOMIEHHE aHTUCMBICIIOBBIX OJIUTOHYKJIEOTHIOB SIBJIIETCS] HU3KUM.
Uto0bI pemuTh 3Ty mpodiieMy, pu3ndecKre METOIbI, TaKue Kak ocaxneHue ¢pocdaromM KaibLus,
ornocpenoBanne DEAE-nekcTpaHOM WM 3JeKTporopauusi, ObUIM HCHOJB30BAHbI IS
YBEJINYEHHUS KJIETOUHOTO MOTJIOIIEHUS OJIUTOHYKJIEOTH0B. DT METOABI TPYAHO BOCIIPOU3BECTH
U HENPUMEHUMBI in vivo. KaTHOHHBbIE TUNMBI, TaKUE KakK JUMO(PEKTHH, TAKXKEe HCIIONb3YIOTCS

AJist JOCTaBKHU  OJIUT'OHYKJICOTHUIOB. MG}KI[y KaTUOHHBIMH JIMTIMAAMHU W OTPHULATCIbHO
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3apsKEHHBIMU OJIMTOHYKJIEOTHAAMH (POPMHUPYETCsT 3JIEKTPOCTATHUECKOE B3aUMOIEHCTBUE, UTO
NPUBOAUT K OOPa3OBaHUIO KOMIUIEKCA, KOTOPBIM 3aT€M MOIJIOMIAETCS KJIETKAaMHU—MHIIEHIMH.
ITockonmpKy 5THM KaTHOHHBIE JIMIIUABI HE 3aIlUIIAIOT OJHIOHYKJIEOTHUABl OT pPaCLIeTUICHHS
HyKJiea3aMd M BpEIHbI IJs1 KJIETOYHOW MeMOpaHbl, OHH TMOJIE3Hbl TOJBKO JJIsI JTOCTABKU
yCTOMUMBBIX K HykieazaM (ocopoTHOATOB, HO HE pacUIeIIsIeMbIX HyKJea3aMu
dochonnzpupos.

[0071] Hpyroi moanpunupoBaHHbIi aHanor ¢pochoansdpupa, KOTOPbIH ObUT MONYYEH,
npencrapisier  coboit  P-3TOkCcHM.  P—3TOKCH—aHTHUCMBICIIOBOM  OCTOB  HE  OKa3bIBAaeT
HeOJaronpusiTHOrO BO3NEHCTBHS HAa KPOBOTEYCHHWE W AKTHUBALMIO KOMILIEMEHTA, KOTOpbIE
SIBJITIOTCSI HEKOTOPBIMH M3 TOKCHYECKHX 3(dekToB, KoTOphie OBUIM 3aperucTpUpOBAHBI JJIS
APYTUX aHTHCMBICIIOBBIX aHaJoroB. Moaugukaunu P—3TOKCH OJTMTOHYKJIEOTHIOB BBITTOHSIOTCS
B (ocdarHOM OCTOBE, Tak YTO MOAU(UKALUS He OyAeT MPEensiTCTBOBATH CBSI3bIBAHUIO STUX
onuronykiaeotTnnoB ¢ MPHK-—wmumenbto. P—3TOKCH OJMTrOHYKJIEOTHIBI MOJNYYAIOT MyTeM
no0aBJIeHUs] STWJIBHOW TPYIIBI K HE MOCTHKOBOMY aTOMy Kucyopona (ocdaTHoro octosa, 4to
JENaeT 3TH OJUTOHYKJIEOTHU Bl HE3apsSKEHHBIMU COSAMHEHUSIMU. HeCMOTpst Ha MX yCTOWYHBOCTB
K HyKJIea3aMm, KJIETOYHOE T[OTJIOIIeHHe ¢  BHYTPUKJIETOYHAs JOCTaBKa P-3TOokcH
OJIUTOHYKJIEOTH/IOB SIBJISIETCS TUIOXOM, TIOCKOJIBKY MPHU MHTEPHAIN3ALMH 3TH OJIMTOHYKJICOTHUABI
OCTarOTCs OJIOKMPOBAHHBIMH BHYTPH 3HIOCOMHBIX/JIM30COMAIIBHBIX BAaKyOJIEH, UTO 3aTPyIHSET
ux pocryn kK MPHK-mumenu.

II-3TOKCH—aHTUCMBICIIOBOM JIEKAPCTBEHHBIN Ipenapar

[0072] JlumocomamnbHbIi P—3TOKCH aHTHUCMBICIOBOMN JIEKAPCTBEHHBIM MPOAYKT COCTOUT
u3 nByx npoaykroB cGMP, o0a u3 xoropeix umeror tpeOyemblii FDA ceprudukar ananusa c
onoopenHpiMu FDA kpurepusmu Boinycka. Celpbe, paCTBOPUTENN U KOHEUHBIN JIEKApCTBEHHBIH
NPOAYKT OIHKCAaHbl B JaHHOM JAOKyMeHTe. [Ipum H3roToBIE€HMM JIEKAPCTBEHHBIH MPOIYKT
IpenCcTaBsieT cOOOH THOGMIN3UPOBAHHBIA KPHUCTAJUT MM TOPOLIOK SIHTAPHOTO MM Oenoro
(BT, KOTOPBIH CONEPXKUT CIEAYIOIIME MaTephasibl.  OJUTOHYKJIEOTHI (Hampumep,
AHTHCMBICIIOBOe P—3TOKCH JIEKQpPCTBEHHOE BELIECTBO), HEHTpaJbHbIC JUMUABI (HATpUMeEp,
DOPC) wu mOBepXHOCTHO—-AaKTHBHOE BellecTBO (Hampumep, mnojmcopbar 20). Ilpu
NPUTOTOBJICHHUE ISl BBEIEHUS MALIMEHTY B MPOOUPKY HOOABISIOT (PU3UOJOTHUECKUI PAcTBOP,
B 3TO BpeMs (POPMHPYIOTCS JIMIIOCOMBI C P—3TOKCH aHTHCMBICIOBBIM AareéHTOM, KOTOPBIH
NIOMEIIIEH B BHYTPEHHEE MPOCTPAHCTBO JIUTIOCOMBI.

P—3TOKCH—aHTHCMBICTIOBOE JIEKAPCTBEHHOE BELIIECTBO

[0073] KonkperHsle ¢usndyeckue CcBoiicTBa (Hampumep, PpacTBOPUMOCTb |
ruapopoOHOCTh, KOTOpbIE 3aT€M BIMSIIOT HAa PACTBOPHMOCTH JIEKAPCTBEHHOTO MPOAYKTA B
(pU3NOTOrHUECKOM PacTBOPE, BKIIOUEHHE OJIUTO B JIMIIOCOMBI, H Pa3Mep JIMITOCOMHBIX YaCTHIY)
TOTOBOT'O MPOJYKTA MOTYT OBbITh ONPEAEIeHbI C UCTIONIB30BAHUEM 3apaHee ONpPENeIeHHONH CMecH
crIpbeBOrO Marepuaia P-stokcu u pochonnspupHoro aMmuanrta, npu npou3BoAcTBe P—3TOKCH
AHTUCMBICJIOBON JIeKapCTBEeHHOW cyOcTtaHumu. XOTS TOTepsi Tpynmbl P—3TOKcH 0OCTOBa
NPOUCXOOUT CiIydyailHBIM 00pa3oM BO BpeMsl MOJNYYEHHs] OJIMTOHYKJIEOTHIOB, HYTO JaeT

dochonurpupHble CBSI3M B OSTUX 3BEHBSX, OTa IOTEPsT HE MOXKET CO3[aBaThb KEJIAeMOe
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cooTHowmeHne P—atokcu:pochonmdpupHbIX CBA3EH OCTOBA BHYTPH OJIMTOHYKJIeoTHHa. B sTom
clydae, CMeCh CBHIPbEBBIX MaTepuaynoB P—sTokcu u (pochoamdpupHOro amMuaurta IOMONHSAET
OKU/IAEMYIO BEITMUUHY Aenenuii P-3Tokcn ocToBa, TaKUM 00pa3oM CO371aBasi OJIMTOHYKJICOTHT C
JKENAeMbIM  COOTHOIIEHHEM. YBEJIMYEeHHE KOJIWYEeCTBA MOJIEKYJl P-53TOKCH B  OCTOBE
OJIMTOHYKJIEOTH/IAa TIPUBOIUT K TOMY, YTO MOJIEKYJia CTAHOBUTCS Oojiee ruapodoOHOl (4To naet
Oonee KpymHbIE JUIIOCOMHBIE YacTHUbL, Tabmuma 1), MeHee MOJSIPHON U MeHee PacTBOPUMOMN
(Tabmuua 2). CriocoObl TeCTHpOBaHMS HEHTpPANBbHOrO Mo 3apsay ruapodobHoro P-sTokcH
JIEKAPCTBEHHOTO BELIECTBA BKJIIOYAIOT B Ce0S MacC—CIEKTPOMETPUIO Ui  ONpeneeHus
pacripenenieHusi JUIMH OJIMTOHYKJIEOTHUAOB, W aHANM3bl Ui ONpPEAENICHHs PacTBOPUMOCTH
JIEKAPCTBEHHOTO BEIIECTBA, KOTOPOE JJIsl MPAKTHYECKUX LeJiell pacTBOPUMOCTH TPENCTABIISET
co0O0¥ BU3yaJIbHBIA OCMOTP JIEKAPCTBEHHOTO MPOAYKTA, BOCCTAHOBJIEHHOTO B (PU3HOJIOTHIECKOM
pactBope. IIOCKONBKY OJMTOHYKJIEOTHI CTAHOBUTCS MEHEE pPAaCTBOPHMBIM H3—3a OOJIbLIErO
KOJIM4eCTBa CBsi3eil P—3TOKCH OCTOBa, BOCCTAHOBJIEHHBIH PAacTBOP CTAHOBUTCS Oosiee OembIM,
noka 0Opa3yrTCsl YaCTHLIBL, TaK Kak THAPO(POOHOCTb CTAHOBUTCS CIIMIIKOM BBICOKOM.

[0074] ToroBast opma IOMKHA HCIOJNB30BATH pasMep YacTHIl, Cpeau KOTopbix 90%
umeer pasmep Menee 5000 HM, W SBJSIETCS PACTBOPHUMOH, YTO SIBJIAETCS (PYHKLHUEH
HYKJICOTHIHOM Kommo3uiuu. Hampumep, ecnu AnuHa ONUTOHYKJIEOTHAA cocramisier 18-20
HYKJICOTHZIOB, TO TIO MeHbIIeH Mepe IsiTh (ochaTHBIX CBsI3eH OCTOBa IOJDKHBI OBITh

3T10 7-10,

npuBeNeHHbIMH Hike B TaOmume 1, B KOTOpOH mnpuBeneHbl AaHHbIE 1O 18—MepHBIM

dbochonudpuUpHBIMU  CBSI3SIMH ~ OCTOBA. MOATBEPIKAAETCS  SKCIEPUMEHTaAMU
onuronykiaeoruaam. Ilpu 3ToM, ecnu JUIMHA ONMIOHYKJIEOTHAA COCTABISAET 25 HYKJICOTHUIOB, TO
o MeHblIeH Mepe miecTb (ocaTHBIX CBA3EH OCTOBAa IOJKHBI OBITH (pochonudpupHbIMU
CBSI35IMU OCTOBA.

Tabnmuua 1. M3MeHUMBOCTb pa3mepa JHUMOCOMHBIX YaCTHIl C KOMIIO3MLIMEH OCTOBa

AHTHCMBICJIOBOI'O ar¢HTa

XapakTepUCTUKH pa3Mepa YacCTHIL
V nanenue 3THIa OCTOBA
KymynsaruBHast QyHKUIUS
MOCJIe MPOU3BOJCTBA
pacrnpeneneHus
CkoH—
CTPyUpoO—
90% 50% 300 aMm
Dxcriepu | BaHHBIN OCTOB | OCHOBHOI Heneuns
q . 3HAYeHWe | 3HAYeHWE | 3HaueH
—MEHT aHTU— MUK cMecu
(M) ** (™M) ue (%)
CMBICJIOBOTO
areHra
3—ex
1 aMUIUTHOE -6 -5,67 2130 911 15,30
3aMelleHHe
2 3—ex -6 -5,67 2420 1004 15,50
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AMHUJIUTHOE

3aMCIICHUC

3—ex
3 aMHUIUTHOE -6 -6,12 3682 +943 15,50

3aMCUICHHUC

3—ex
4 aMUIUTHOE -7 -6,66 3805 +978 14,60
3aMeIlEeHNE

100% P—
5 -5 5,66 3924 +976 16,00

3TOKCH

2-yx
6 AMUIUTHOE -5 -5,32 4387 1888 11,60
3aMelleHNe

100% P—
7 —4 -4,22 5057 1131 17,70

OTOKCH

100% P—
8 —4 —4,52 5659 1359 10,00

9TOKCH

A 100% P~
9 4 4,38 7571 1909 | 2.60
OTOKCHU

100% P—
10° —4 4,38 7994 1653 14,40
5TOKCH

** Kpurepuidl BBINyCKa JIEKAPCTBEHHOTO cpeactBa st 90% JIMIIOCOMHBIX YaCTHII
JOJDKEH COCTABJISITh MEHBIIE YeM HITH ObITh paBHbIM 5000 HM.

a. Ora maptusi Obuta OTOpOIIEHA HM3—3a IUIOXOH pPACTBOPUMOCTH, B YACTHOCTH,
AHTHCMBICJIOBbIE YaCTHIIbI B BOCCTAHOBJIEHHOM PacTBOpE.

b. Ora maptus umena Oonee Huskuii 00beM DMSO u tBA ¢ 2 Mr aHTHUCMBICIOBOTO
arenta B (uakoHne oObemoM 20 MJ, YTO 100ABHJIO JOMOJHUTENbHBI KOMIIOHEHT JIJisi
yBEJIMUYEHUS JTUITOCOM.

¢. Ota mapTus He ObLIa BBINYIIEHA, TOTOMY YTO OHA HE COOTBETCTBOBAJIA CrelM(PUKALNN
BBIIyCKa pa3Mepa 4acTHILI.

d. OcHOBHOI MUK MpencTaBisieT co0oi Hanbdoiee pacpPOCTPAHEHHOE YUCIIO Neiennii P—
STOKCH B OJJUTOHYKJIEOTUAX MOMYJISILIIH.

e. Jlemermus cmecu mpencrasisier coOOH cpenHee KOJNWYECTBO neieuuii P—3Tokcu B
MOMYJIALIMY OJIUTOHYKJIEOTH/IOB.

Tabmuma 2. PacTBOPUMOCTH  JIMIIOCOMHBIX — HYaCTUI[ C KOMIIO3MIHMEH OCTOBa

AHTHUCMBICJIOBOI'O ar¢Hra
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VY naneHue >Tmia

OCTOBa IOCJIC

PactBOpUMOCTB

JICKAPCTBCHHOI'O arcHta

MPOU3BOACTBA
CxoHcTpyupoBaH
5 5 BusyanpHoe Ouenka
HBIA OCTOB OcHoBHoll | [eneuus
DKCHEepUMEHT . | HaOmonenue |  pacTBOpH-—
AHTUCMBICIIOBOTO IIHK cMecH
ok MOCTH
areHra
pacTBop
3—ex AMHUIUTHOE HUMEET BUN
1 -6 -5,67 Xoporras
3aMelIeHne 00e3KHpeHH
Oro MOJIOKa
pacTBop
3—ex AMHUINUTHOE UMEET BUJ
2 -6 -5,67 xoporas
3aMelIeHne 00e3XKNpeHH
Oro MOJIOKa
pacTBop
3—ex AMHUINUTHOE HUMEET BUN
3 -6 -6,12 xopomuias
3aMelIeHne 00e3XNpeHH
Oro MOJIOKa
pacTBop
3—ex aMUAUTHOE MMeeT BUJ
4 -7 —6,66 Xoporuas
3aMeleHne 00e3KkupeHH
Oro MOJIOKa
pacTBop
HMEET BUL
5 100% P-—sTokcu -5 -5,66 Xoporras
00e3XKupeHH
Oro MOJIOKa
pacTBop
2—YX AMHUJINUTHOE HUMECT BUJ
6 -5 -5,32 xoporras
3aMelIeHne 00e3XNpeHH
Oro MOJIOKa
OenbIit yIIOBJIETBOPHUT
7 100% P—sToKCH -4 —4,52
pacTBop eJbHasl
b o
8 100% P—sTokcu —4 —4,38 OenbIit yIIOBJIETBOPHUT
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pacTBop eJIbHAs
OenbIit yIIOBJIETBOPHT
9° 100% P-sToKCH -4 -4,38
pacTBop eJIbHAs
YACTHLIBI
10? 100% P—sToKcH -4 -422 6emnoro HE MOIXOIHT
pacTBopa

** Ecnu B oOpasie JIeKapCTBEHHOT'O Mperapara €CTh YaCTHIIbL, MapTusi OyIeT OTKIOHEHA

a. Ora maptusi Obuta OTOpOIIEHA H3—3a IUIOXOH pPACTBOPUMOCTH, B YACTHOCTH,
AHTHCMBICJIOBbIE YaCTHIIbI B BOCCTAHOBJIEHHOM PacTBOpE.

b. Ora maptust umena Oonee Huskuii 00beM DMSO u tBA ¢ 2 Mr aHTHCMBICIOBOTO
areHta B (uakoHe oObemoM 20 M, 4TO 100ABHJIO JOMOJHUTENbHBIA KOMIIOHEHT ISl
yBEJIMUYEHUS JTUIIOCOM.

c. JTa mapTus He ObLIa BBINYIIEHA, TIOTOMY YTO OHA HE COOTBETCTBOBAJIA CIIELH(PHKALINN
BBIIyCKa pa3Mepa 4acTHILI.

[IpuroroBnenue,  QuupTpamuss W JUOQUIM3aUUA  JIMIIOCOMHOTO  P—3TOKCH
AHTHCMBICJIOBOTO JIEKAPCTBEHHOTO MPOJYKTa

[0075] Omur rpamm (1 1) omuro pE pacreopstor B DMSO B cootHomenuu 10 mr
omuronykieornaa Ha 1 ma DMSO. 3arem DOPC nob6aBnsioT kK TpeT—OyTHIIOBOMY CIHPTY B
cootHomeHnu 1 r DOPC na 1719 mn tper—Oytunosoro cnupta. Omuro u DOPC obbpenunsoT u
CMELINBAIOT B coOoTHOUIeHn! | r onmuronykneoruna Ha 2,67 r DOPC. 3arem k cmecu 100aBisitoT
20 mn 0,835% (06./06.) pacTBopa mosucopbara 20, B pe3yibraTe 4ero KOHeYHasi KOHIIEHTPaLHsI
coctaBysger 0,039 mr/min. PacTtBop mpomyckaroT uepe3 CTepHIIbHBINA (UIBTP A0 pas3iuBa B
CTEKJISTHHBIE (DJIAKOHBI TSI THO(PHITH3aLIUH.

[0076] BausiHue nMoBepXHOCTHO—AKTUBHOIO BEILECTBA HAa pa3Mep JIMIIOCOMHBIX HaCTHUI]
OTIpPeNeNsUTH MyTEM TUTPOBAHMS KOJIMYECTBA MOBEPXHOCTHO—aKTUBHOTrO BemecTa (Tabmuma 3).
B orcyrcrBue nonmcopbara 20, Tonbko 2,8% uactun umenu auamerp 300 HM uiaM MeHblne. B
npucytctBun 1x momucopbara 20, 12,5% wactun umenu nuamerp 300 HM win meHbine. [Ipu
nobasnennn 3x—10x momucopOara 20, okono 20% vactun umenu auametp 300 HM UM MEHBIIE.
Takum oOpa3oM, yBENMYEHHE KOJIMYECTBA MOBEPXHOCTHO—AKTUBHOTO BEIECTBAa OT 1X 10 3x
MPUBOJUT K YMEHBLICHUIO pa3Mepa YacTHILI.

Tabmuua 3. I3MeHYHBOCTh pa3Mepa JIMITOCOMHBIX YacTHIl ¢ mpuMeHeHneM [1AB
XapakTepuUCTUKU pa3Mepa YacTHULL:

KymynstueHast GyHKIMS pacnpeneneHus

Komndgectso
MIOBEPXHOCTHO— 50% 90%
DKCMEPUMEHT 300 HM 3HaUeHHE
aKTUBHOIO 3HAYEHHE 3HadyeHue **
BEIIECTBA
1 0x 5301 uMm 10719 um 2,.8%
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2 1x 1053 am 4054 um 12,5%
3 3x 785 Hm 2926 um 19,1%
4 5x 721 HM 2691 am 21.9%
5 10x 734 HM 2937 HM 21.4%

** Kpurepuidl BbIMyCKa JIEKAPCTBEHHOTO cpeactBa st 90% JIMIIOCOMHBIX YaCTHIL
JOJDKEH COCTABJIATh MEHbINE YeM MU ObITh paBHbIM 5000 HM.

IIpurorosnenne IUNOCOMHOrO P—3TOKCH aHTHCMBICIOBOIO JIEKAPCTBEHHOIO NPOAYKTA
IUTSI BBEZIEHUS

[0077] JInodpunuznpoBaHHBIN npernapar TUAPATUPOBAIIU HOPMAaJIbHBIM
¢usnonormueckum pactsopom (0,9%/10 MM NaCl) no koHeuHOM KOoHUEeHTparwu onuro 10-5000
MKM. JInnocomanbHble—P—3TOKCU—0OIUTIO CMELINBAIN IYTEM PYYHOIO BCTPSXUBAHMUSL.

CriocoObl  TECTUPOBAHUS JIUIIOCOMHOTO P—3TOKCH aHTHUCMBICIOBOTO JIEKAPCTBEHHOT'O
NpOAYyKTa

[0078] Busyanvnwiit ocmomp u320moeinenno2o Jjexkapcmeenno2o npooykma. Ilocne
U3TOTOBIIEHUsT OTOMpaeTcsi NpPOOHBIA (PJIAKOH, COXEpKAIlUN JIEKAPCTBEHHBI NPOAYKT, |
NPOBOIUTCS BU3YaJbHBIN OCMOTP. OTCYTCTBHE JKMAKOCTH SIBJISIETCSI OOS3aTENbHBIM, U TOTJA
SIBJIIFOTCSI TIPUEMJIEMBIMH STHTAPHBIE KPUCTAJUIBI Ha THE (PJIaKOHA, U IPUEMIIEMOCTb BO3PACTAET C
nepexonoM K OeJoMy, XJIOMbEBHIHOMY TIIOPOIIKY WJIM BHEIIHEMY BHIY, YTO SIBJISETCS
HAaWJIy4lIUM pe3yJIbTaTOM. benblil BHEMIHUN BUJ YKa3blBACT HA JIYYIIMH MPOLECC CYLIKH C
BBICOKUM OTHOLIEHHWEM IUIOIIA[d MOBEPXHOCTH K Macce, YTO O4YeHb CHOCOOCTBYET
BOCCTaHOBJICHUIO JJIs1 UCIIOJIb30BAHMUS.

[0079] Busyansuuwiii ocmomp 60CCman061eHHO0 IeKAPCMBEHHO20 A2eHmd, 20m0o6020 0.5
nayuernma 1V: HopmanbHblli PU3HOJIOIHUYECKHI pacTBOP MOOABJISIIOT B aMIlyJy, COAEPKAIIYIO
U3TOTOBJICHHBIN JIMIOCOMHBIM  AHTUCMBICIOBONM P—3TOKCH J€KapCTBEHHBIM MNPOAYKT, H
BCTPSIXUBAIOT JJIs1 BOCCTAHOBJIEHHs B BUJIE PACTBOPA C MOJHOCTBE) PACTBOPEHHBIM KPHUCTAJJIOM
WIN TOPOIIKOM JIEKAPCTBEHHOT'O areHTa. BBIMONHAIOT TPU OCHOBHBIX HaOroneHus: 1) 4ToObl
KPUCTAJT WJIM TOPOIIOK TOJHOCTBI) PACTBOPSUIUCH, 2) OTCYTCTBYIOT Oeyible CryCTKH
HEPaCTBOPEHHOI'O MaTepuaa, U 3) BHEIIHUH BUA SBJISETCS MOJOYHO—OEJIBIM HITH BBITJISIAUT KaK
o0e3KMpeHHOe MOJIOKO. UeM CcHHee BBITJSIIUT BOCCTAHOBJIEHHAs JKHIKOCTb, TEM JIy4IIE,
MOCKOJIbKY 3TO CUTHAJIM3UPYET O MEHBIIEM pa3Mepe JIMMTOCOMHBIX YaCTHULl, KOTOPBIH OTpa)kaer
CBET B CHEM CIIEKTpE.

[0080] Macc—cnekmpomempus: Macc—CeKTpoMeTpusi (Macc—CIEKTPbI) HUCIOIB3YETCs
1U1st oToOpakeHUs PO Pa3IMYHBIX Macc B oOpasme. Korna mpou3BOAUTCST aHTHCMBICIIOBOM
P-stokcn—marepuan, s oOpasna NPOBOAMTCS MAacC—CIIEKTPOMETPUYECKOE HCCIIEIOBAHHE.
PesynpTar neMOHCTpUpPYET NHUKU MaTepuala, MPUCYTCTBYIOLIErO Ha CETKE, KOTOPBIH HMeeT
YBEJIMUYUBAIOLIYIOCS MacCy Ha OCH «X» BIIPaBO, U OTHOCUTENbHOE COAEp KaHHe MO mMaccaM Ha
OCH «y», Bo3pacTaroinee no Bocxonsamen. IIpodune n3 o0pasua aHATU3UPYIOT TSI ONPEAeNIeHHS
OTHOCUTEJIBHOTO KojiuecTBa P-3Tokcn octoBoB B P—3TOKCH 00pasie, npusHasas, 4To npoQuiib

MUKOB MpeCTaBisieT coOol (HaYMHAsL ¢ CaMOro JaJIbHErO MPABOT0) MOJTHOPa3MEPHBIN MaTepra
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CO BCEMHU OCTOBAMM, COCTOSILIUMU U3 P—5TOKCH CBsI3H, CAEAYIOINN MUK CIeBa MOJIHOPA3MEPHBIN
C OIHUM OCTOBOM C Jeneiuedl P—sTokcu (M, CleaoBaTeNbHO, yAAJeH 3TWI, U B PE3yJbTaTe
nojydaercsi HopmaibHast (ochommdupHast cBa3p octoBa), M Tak panee. IlatrepH macc—
CIIEKTPOB, CMEINEHHBI BIpPaBO, MpexacraBiser oOpasen P-sTokcn, umerommii  Oosblinee
KOJIMYECTBO P—5TOKCH OCTOBOB U, CJIEIOBATENbHO, HMEIOIIUN CBOicTBa OBITH Oonee
ruapooOHBIM M MEHee PAaCTBOPHMBIM, M AHAJOTHYHBIM O0pa3OM CMELIEHHE BJIEBO HMEET
nportusomnojoxueie 3¢dexrer. IIpoBepka Macc—CIEKTPOMETPUUECKONH auarpaMmsl oOpasia
TAK)Ke MOJKET HCIIOJIb30BATbCS JJIST ONPEIENIEHHsT TOTO, OKAa3bIBAET JIU (PUIbTpAIMs BO BpeMsi
TIPOM3BOJICTBA KaKoe—JI10o HeOJaronpusiTHOE BO3/ICHCTBHE Ha KOMITO3ULIHIO
OJIUTOHYKJICOTHIOB, NMPEACTABICHHYIO B OT()IIIbTPOBAHHOM JIEKAPCTBEHHOM MPOAYKTE.

[0081] YV@®-mecmupoeanue: TectupoBanue ynbTpadHONETOBBIM CBETOM HCIOJIB3YETCS
IUTSL OTIPENENIEHUS] MAaCChl OJIMTOHYKJICOTH/A, MPUCYTCTBYIOMEro B obpasue. ONUroHyKIEOTHABI
NOIJIOIAIOT CBeT B auanasoHe 260 HM. B pesyabrare Y®-—TecTupoBaHHE TIOTOBOIO
BOCCTaHOBJICHHOTO JIEKAPCTBEHHOTO TPOAYKTA CTAJO HCIONb30BATHCS B KadecTBe cCrocoda
OTPENEeNeHUs] KOJHMYECTBA OJUTOHYKJIEOTHIHOTO JIGKAPCTBEHHOTO BeIIeCTBA B (DIIAKOHE C
JeKapcTBeHHbIM mpenapatoM. C TOYKM 3peHHsl Pa3BUTHS NMPOM3BOIACTBA M WHHOBaIWi, Y D-—
TECTHPOBAHUE HCIOJIB30BAJIOCH, YTOOBI OMPEAEIUTh, UMEIOTCS JIU MPOOJIEMbI, BO3HUKAIOLIUE BO
BpeMsl GUIIbTPALIMK HA MPOU3BOACTBE, WIIH IIJIOXAasl PACTBOPHUMOCTh P—3TOKCH aHTHCMBICIIOBOTO
JIEKApCTBEHHOT'O BEINECTBA, YTO IMPHUBOAMIO K MEHBLIEMY KOJIMYECTBY OJIMTOHYKJIEOTHIOB B
pacTBOpe M, ClenoBaTeNbHO, Oonee HM3KUM mokazaHusM Y®. Croco® Oyner mpoBepeH H,
BEPOSITHO, CTAHET YaCThI0 OKOHYATENIbHOTO TECTUPOBAHUS MTPOAYKTA.

[0082] Paszmep nunocomuvix uacmuy: (HIaKOH TOTOBOTO JIEKAPCTBEHHOI'O MPOAYKTA
pa30aBsAIOT O HCXOMHOM KOHIEHTPALMU U TECTUPYIOT Ha pa3Mep JUIOCOMHBIX YacTHLI
PesynbraToM wacto siBisieTcss rpyboe HOPMabHOE pacIpenesieHHe, MMEIoIee LEHTPATbHYIO
TOYKY, XBOCTBI M CpPEIHUE 3HAUeHMs, MM Ipyboe HOpPMaJIbHOE pacrpeneieHne OOJbLUIMHCTBA
YaCTHUI] U MEHBIINE BTOPUYHbBIE MUKHA MEHBIINX JIUITOCOMHBIX YACTHL, TOJy4aeMbIX Pe3yJibTaTe
s dexToB GopMUpOBaHUS YACTULl BTOPOrO Mopsiaka. BaxkHO, YTOOBI TUTIOCOMHBIE YACTHUIIBI HE
OBUIN CIUIIKOM OOJIBLIIMMH, TIOCKOJBKY OHH MOTYT BbI3BIBAIOT MOOOYHBIE 3 (PEKTh Y TALIMEHTOB
(Harmpumep, cos3naBaTh NPOOJEMBI C KPOBOTOKOM B HEOONBLUIMX KPOBEHOCHBIX COCYJaxX B
nerkux). B pesynbrare, Kpurepuii BBINYCKAa JIEKAPCTBEHHOTO MPOAYKTA BKJIKOYAET B ceOs
TECTUPOBAHUE pa3Mepa 4acTull, AeMOHCTpupyroiee, 4yro 90% aunmocoM HUMET pasmep S
MHUKpPOH WK MeHblre. Kpome Toro, 6os1ee Melkue JIMITOCOMBI SIBJISIOTCS MPEANOYTUTENbHBIMHY,
NOTOMY 4YTO OHH OyAyT Jy4lle NOIJIOWAThCs KIJIETKaMH, M, BO—BTOPBIX, Oojee Melkue
JIMITIOCOMBI MOTYT MPOHHUKATh B TOPBI COCYZIOB, TEM CaMbIM ITO3BOJISIS JIMIIOCOMAM TPOHUKATH
BHYTpb OIyXOJIeH, MOBbIIIast 3((PEKTUBHOCTD JIEUEHHUS IMTIOCOMHBIM P—3TOKCH aHTHCMBICIIOBBIM
JIEKApCTBEHHBIM ITPOAYKTOM.

CriocoObI neueHust

[0083] CornmacHO oOmpeneNeHHbIM AacleKTaM JaHHOTO H300peTeHHs MpPeIOKeH
OJIMTOHYKJICOTHI—JINNIMIHBI  KOMIUIEKC (HampuMmep, OJMIOHYKJIEOTHUZ, BKJIIOYEHHBIH B

HE3apsDKEHHYIO JIUTIOCOMY) JUJIsl  JiedeHust 3a00JieBaHUM, TaKUX KaKk paKk, ayTOUMMYyHHOE



29

3a0oneBaHne WM MHPEKIIHOHHOE 3a00jieBaHue. B 4aCTHOCTH, OJMTOHYKJIEOTHUA MOXET MMETh
NOCJIEIOBATENIbHOCTb, KOTOpasi JIONMyCKAaeT ClapuBaHWE OCHOBAHUH C  HYKJIEOTHUAHOM
MOCJIEIOBATEIBHOCTBIO YeJIOBEKAa M, TAKUM O0pa3oM, MOXKET MHIHOUPOBATh HKCIIPECCHI0 Oelka,
KOZIUPYEMOT0 HyKJIEOTHIHON MOCIIEOBATENbHOCTBIO YEJIOBEKA.

[0084] «JleueHne» M «JIEUUTb» OTHOCSTCS K BBENCHUIO WM NMPUMEHEHHIO K CyOBEKTY
TEpaNeBTUUECKOrO areHTa, UK BHIMOJHEHUIO MPOLEAYPbl HIH Coco0a JIeYeHus It CyObekTa ¢
LIEJIBIO TTOJTyYEHUs] TePANeBTUYECKON MOJb3bI MPH 3a00IE€BAaHUN WM MATOJIOTHH, CBSI3AHHOW CO
3n0poBbeM. Hampumep, jedeHMe MOXKET BKIOUaTh B ceOs BBeAeHHE (DapMaLeBTHUECKU
3¢ (eKTUBHOTO KOJIMYECTBA KOMILIEKCA OJTUTOHYKJICOTHIA—JIUITH.

[0085] «CyOBeKT» M «ImamMeHT» OTHOCATCS K YEJOBEKY HJIM HE YeJIOBEKY, HalpuMep
NPUMATy, MJIEKOIMTAIOIIEMY, M IO3BOHOYHBIM. B KOHKDETHBIX BapHaHTaX OCYINECTBJICHUS,
CYOBEKT SIBJISIETCS YEJIOBEKOM.

[0086] TepmuH «TepaneBTHUYECKAs MOJb3a» HIIH «TepaneBTHYECKH 3(H(HEKTUBHBIIY, KaK
NPUMEHSIETCS] BO BCEH TaHHOW 3asBKE, OTHOCHUTCSI KO BCEMY, UTO CITOCOOCTBYET WIIM YJIy4IIAeT
CaMOYYBCTBHE CyOBEKTa MPH JICUEHHUH TAKOH MaTOJOTHH. JTO BKJIOHYaeT B ceds, HO HE
OrPaHUYMBAETCS JIMLIb 3THM. CHIDKEHHME YacTOTBl WJIHM TSDKECTH MPU3HAKOB WM CHMITTOMOB
3a0oneBanns. Hampumep, jedeHne paka MOXET BKIOYATh B ceOs, HampuMmep, yMEHbLICHHE
pasMepa OnyXoJH, YMEHbIIEHNE WHBA3UBHOCTH OMYXOJH, CHIKEHHE CKOPOCTH POCTa paka WM
NPeAOTBpPALICHNE MeTacTa3upoBaHus. JledeHne paka MOXKET TAKK€ OTHOCHTBHCS K IMPOAJIEHHIO
BBDKMBAEMOCTH CYOBeKTa C pakoM. JleueHne ayTOMMMYHHOTO 3a00JI€BaHUSI MOXKET BKJIIOYATh B
ceOs1, HampuMmep, CHIDKEHHE OSKCIIPECCHH ayTOAHTHUI€HA, IPOTHUB KOTOPOrO BO3HUKAET
HE)KEJaTeIbHbIi HMMMYHHBIH OTBET, HHAYKLHMIO TOJIEPAHTHOCTH K AyTOAHTUI€HYy, IPOTUB
KOTOPOTO CYILIECTBYET HEXKEJIATEeNbHbII MMMYHHBIH OTBET, WJIM HHTHOMPOBAHUE HMMYHHOI'O
OTBETa B OTHOLICHUH CaMOAHTHUreHa. JleueHne nHQEKIMOHHOrO 3a00JeBaHUsI MOXKET BKJIOYATh
B ce0s1, HanmpuMmep, ycTpaHeHHe HH(EKIHOHHOTO areHTa, CHIKEHHE YPOBHS HWH(EKLHOHHOIO
areHTa WK NojAep kaHue ypoBHsI MHGEKLIIMOHHOTO areHTa Ha OMpPeeIEHHOM YPOBHE.

[0087] Onyxonu, ayisi KOTOPBIX TMOJIE3HbI NaHHBIE CIIOCOOBI JICUEHHUSI, BKIIIOYAIOT B CeOsI
Jr0ObIe THIBI 3JIOKAYECTBEHHBIX KJIETOK, TAKHE KaK T€, YTO OOHAPY)KEHbI B COJIMAHON OMyXOJIH,
reMaTOJOrMYeCKOH  OMyXOJM, METaCTaTUYeCKOM pake WM HEMETACTaTUYeCKOM  pake.
HNmocTpaTUBHBIE CONMMIHBIE OMYXOJIH MOTYT BKJIOYATh B ce0s, HO HE OrPAaHMYUBAIOTCS JIHIIb
STUMH. OIYXOJIb OpPraHa, BBIOPAHHOTO W3 TPYIIIbL, COCTOSILIEH W3 TOIKENyIOYHOH KEJe3bl,
TOJICTOH KHIIKH, CJIENION KHIIKH, MHUIIEBOJA, JKEIYAOYHO—KHUIIEUHOTO TPAKTA, JECHBI, TEUESHH,
KOXKH, JKeNyJKa, SUYKa, S3bIKa, MATKH, JKeNyJKa, MO3ra, TOJIOBBI, INEH, SUYHHUKA, IMOYKH,
rOPTaHH, CAPKOMBI, KOCTH, JIETKOTO, MOYEBOT'O My3bIPs, MEJTAHOMBI, TIPEACTATENbHON JKENe3bl, 1
rpyau. TUNMHYHBIE T€MATONOTHYECKHE OMyXOJH BKJIIOYAIOT B ceOsl OMyXONM KOCTHOTO MO3Ta,
3JI0KaUeCTBeHHbIe omnyxonu u3 T— mmm B—numdornuTos, nefikemun, TumMQpoMBbl, Takue Kak,
Hanpumep, nuddys3Has KpynHokIeTouHas B—knerounas mumdoma, 01acTOMbI, MUEJIOMBI U T. T
JlonoNTHUTENbHbIE TPUMEPHl BHIOB paka, KOTOPble MOXKHO JIEUYUTh C TMOMOIIBIO CIIOCOOOB,
NPEAJIOKEHHBIX B JAHHOM JJOKYMEHTE, BKIIIOYAIOT B ce0s, HO HE OrPaHMYMBAIOTCS JIUIIb STUMH:

KapuuHoMy, JuMdomy, OrmacTomy, capkomy, JIEHKO3, MIIOCKOKJIETOYHBIH pak, pak JEerkoro (B
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TOM YHCJIE MEJIKOKJIETOYHBIH PaK JIETKOTO, HEMEJIKOKJIETOUYHBIA paK JIETKOro, aJeHOKAPLHHOMY
JIETKOTO M TUIOCKOKJIETOYHBIN PaK JIETKOT0), pak OPIOIIHOM MOJOCTH, renaTOLeIUIIOJISIPHBIN pakK,
racTpajbHbI WJIHM SKETyJOYHBIH pak (B TOM HYHCIE >KENyJOYHO—KUIIEYHBIH pak M pak
KENyJOUHO—KHUIIEYHOH CTPOMBI), paK MOJKETYJOUHON sKeye3bl (B TOM YUCIE aJleHOKAPLIMHOMY
NPOTOKOB MOJDKENYJOYHOM JKeNe3bl), MIHO0NAcTOMy, pak INEHKH MAaTKH, paK SUYHHKOB, Pak
IeUeHH, paKk MOYEBOIO IMy3bIPsi, paK MOJIOYHOH >KeJe3bl, paK TOJCTON KHUIIKU, KOJOPEKTAIbHbIH
paK, KApLUUHOMY 3HIOMETpPUS UM MATKH, KAPLUUHOMY CIIFOHHBIX KeJie3, TIOYE€UHbIN pak WIN pak
MIOYKH, PaK MPEACTATEbHOMN JKeJle3bl, paK BYJIbBbI, PaK LIUTOBUIHON *KeJe3bl, Pa3JINYHbIE BUIbI
paka TOJIOBBI M IIE€H, MEJAHOMY, MOBEPXHOCTHO PACHIPOCTPAHSIOLIYIOCS MEJIaHOMY, JIEHTUTO
3JIOKQYECTBEHHYI0 MEJaHOMY, Nepu(epruuecKue MATHICThIE MEJAHOMBI, Y3EJIKOBbIE MEJIAHOMBI,
a Takke B-kierounyro smmpoMmy (B TOM dYHCIE€ HHU3KOH cTeneHH/(OIUTHKYISIPHYIO
HEXOKKUHCKYI0 JuMmpomy (HXJI); wmenkoknerounyto sumbonurtapuyro (MJI) HXIJL
npoMexyTouHor crenenn/ Qommukyisipayro HXJI, mpomeskyrounoit creneHu any3Hyro
HXJI; Boicokoit crenenn mMmmyHobnactHyro HXJI; Bbicokoit crenenn numdobdnactayro HXJI;
BBICOKOI CTENEHHM MENKOKJIETOUHYK € He pacuemieHHsIM siapom kinerok HXJI, HXJI ¢
MaccuBHOW numpaneHonatnel; AuPpPy3HYIO KPYMHOKJIETOUHYIO B-kierounyno mumdpomy,
miMmpomy kimerok ManTuH, JuMmpomy, ceszanayio ¢ CIIMJ; u MakporiaoOyInHEMHEO
Banpnenctpema), xponmueckuii numpornurapueii neiikos (XJIJI), octpeiit mumdobracTHbIHA
neiiko3 (OJIJI), BOIOCATOKIETOUHBIH JIEHKO3, MHOYKECTBEHHYIO MUEIIOMY, OCTPBII MUEJIOHIHBIN
netiko3 (OMJI) u xpoHnueckuii MUeIoOIaCTHBIN JEHKO3.

[0088] Pak moskeT cienripudecku ObITh CIEIYIOMIEro F’UCTOJIOTHYECKOrO TUTIA, XOTS U He
OrPaHUYMBAETCS  JIMIIb  3TUMHM:  HOBOOOpA3OBaHHE,  3JI0KAYECTBEHHBIH,  KapILUHOMA;
HenudepeHIMPOBAHHBIN, T'MIAHTOKJIETOYHAs KapLUHOMAa U BEPETHHOKJIETOYHAs KapLHOMA;
MEJIKOKJIETOYHasl KaplLMHOMA, MalWUIApHas KapLUHOMA, IUIOCKOKJIETOYHAs KapLUHOMA;
auMQOdTIUTENNANbHAS ~ KapIMHOMA, 0a3ajbHO-KJIETOYHAs KAPIMHOMA, IHJIOMAaTPHKCHAS
KapLMHOMA, TMEpPEeXOJHO—KJIeTOYHAasl KapUWHOMA, TaNWUBAPHAas  MePexXOJHO—KJIETOYHAs
KapLMHOMA;,  aJCHOKAapLUWHOMA, TAaCTPUHOMA,  3JIOKAYECTBEHHAs,  XOJIAHTMOKAPLIMHOMA;
renaToLeUTIOJIAPHAas  KapLUMHOMA, KOMOHMHAIUS — TIelaTOLE/UTIOJSIPHOW — KapUMHOMBI U
XOJIAHTHOKAPIIMHOMBI, TpaOeKyJsipHasi aAeHOKapLUUHOMA, JTUM(OUIHAS KHCTO3HAs KapLUHOMA,
aJICHOKApIIMHOMAa B aJ€HOMATO3HBIX TOJHIAX, AACHOKAPLHUHOMA, CEMEHHBIH KOJU—TIONHUIIO3,
COJIMIHAS KapLUWHOMA, KapIMHOMIHASI OMYyXOJb, 3JIOKAUYECTBEHHAS, OPOHXHOJIO—AJIbBEOJISIPHAS
aJICHOKApIITHOMA; MAMWUBIPHAS aJeHOKAPIHHOMA, XpOMO(pOOHast KapLHHOMA;, alua0pIIbHas
KapUMHOMA;, OKCH(WIbHAS aJeHOKApIMHOMA;, Oa30(uiibHAs KapLHOMA, aJeHOKapIHHOMA
NPO3payYHBIX KJIETOK, 3€PHHCTO—KJIETOYHAs KapLUUHOMA, (OJUIMKYJSIpHAsl aJeHOKapLUHOMA,
nanwuisApHass ¥ (OJUTMKYJISAPHAsT aJ€HOKAPLUHOMA, HEWHKAICYJHPYIOLIas CKJIEPO3UPYIOLIast
KapIMHOMA;, KapIMHOMAa KOpbl HAJAMOYEUHUKOB, KapIMHOMA OJHIOMETPHS, KapLUHOMA
NPUAATKOB KOXKH, allOKPHHHAS aJe€HOKAPIIMHOMA, CalbHAas aJeHOKAPLMHOMA, LEePyMHHO3HAs
aJICHOKApIMHOMA, MYKO3MHMIEPMOHUIHAs KApLUUHOMA, IUCTAJEHOKAPIIMHOMA, TNaNMWUIsIPHAsS
LUCTQACHOKAPLUMHOMA,  NaNMWUIIpHAs  Cepo3Has  LMCTAJEHOKAPIMHOMA,  MYLHMHO3HAs

HNUCTAACHOKAPLUUHOMA, MYIHMHO3HAA aACHOKApPLUUHOMA, NCPCTHEBUAHO—KIICTOYHAA KapLMHOMA,
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UHQUIBTPUPYIOINASCS MPOTOKOBAas KapLHHOMA, MEAYJUIpHAs KapLUHMHOMA, JOOyJspHas
KapLMHOMA; BOCMAJMTENbHAS KapuuHOMa, Oone3Hb [lamkera, MONOUHBIE KeJe3bl, allMHO3HO—
KJIETOYHAs KapLHMHOMA, JKENe3UCTO—TUIOCKOKJIETOYHAS KapLUHOMA,
a/IeHOKapILITHOMA/TUTIOCKOKJIETOYHAs. METaIIa3ust, TUMOMA, 3JI0KAUECTBEHHAs!, OMyXO0JIb CTPOMBI
SAUYHHUKOB, 3JIOKAYeCTBEHHAs, TEKOMa, 3JI0Ka4eCTBEHHAas, (OJIMKYJOMa, 3JI0KaueCTBEHHas,
aHapoOacToMa, 3JI0Ka4eCTBeHHas, kapunHoMa kiertok Cepromnm; omyxosb kietok Jlediawura,
3JI0KAYECTBEHHAs,  ONyXOJb JIMIUAHBIX  KJETOK, 3JIOKAYeCTBEHHAs, IaparaHrjinoMa,
3JIOKQYEeCTBEHHAs;  [aparaHrjnoMa  BHE  MOJIOYHOW  JKele3bl,  3JI0KaYeCTBEHHAs,
(eoxpoMOLIUTOMA;,  TJIOMAHTHOCAPKOMA,  3JIOKAYECTBEHHAs  MEJaHOMa, OeCIHMrMeHTHas
MEJIAaHOMA, TMOBEPXHOCTHO PACIPOCTPAHSIOINASACS MEJNAHOMA, 3JI0OKAYeCTBEHHAss MeJlaHOMa B
TMTAHTCKOM MUTMEHTHPOBAHHOM HEBYCE, MEJIAHOMA SIUTEIHOUAHBIX KJIETOK, rojyOoil CHHUIA
HEBYC,  3JIOKaYeCTBEHHBIH,  capkoma, ¢ubpocapkoma, ¢ubpo3Hass  T'UCTHOLIUTOMA,
3JIOKQUECTBEHHAS, MHKCOCApKOMa;, JIMIOCApKOMa;, JieHoMHOcapkoMma, pabaoMHOCapKoMa,
sMOpHOHaNbHAs PadIOMHOCAPKOMA; aIbBEOJIPHAs pabIOMHOCAPKOMA; CTPOMAJIbHASI CapKOMa,
CMEIIaHHAasl OIyXOJlb, 3JIOKAYECTBEHHAs, MIOJUIEPOBA CMEIIaHHAs OIMyXoJb, HedpolbnacToma,
rernatobiacTomMa; KapIUHOCAPKOMA, ME3EHXHMOMa, 3JIOKAUYeCTBEHHAs; OIyxojb bpeHHepa,
3JIOKQUeCTBEHHAs, (WUIOMAHAS OIyXOJNlb, 3JIOKAYECTBEHHAs, CHHOBHAJbHAs CapKOMAa,
ME30TeJIMOMa, 3JIOKaYeCTBEHHAs, ANCTePMHHOMA;, SMOpPHOHANbHAs KapILHHOMA, TEPaTOMa,
3JIOKQUECTBEHHAs, TepaToMa IIUTOBHKHU, 3JIOKAYECTBEHHAs, XOPHUOKapLUUHOMA, Me30Hedpoma,
3JI0OKQYECTBEHHAs, T'€MAaHI'MOCAPKOMA, T'€MaHTMO3HIOTENNOMa, 3JI0Ka4eCTBEHHAs, CapKoMa
Kamomy, remMaHrmonepuiuroma, 3JI0KQUeCTBEHHAs;, JIUM(pAHTHOCAPKOMa, OCTEOCAPKOMA,
IOKCTAKOPTUKAJIbHAS OCTEOCapKOMa, XOHIPOCApKOMa, XOHApOoOJacToMa, 3JI0Ka4eCTBEHHAs,
ME3eHXHUMAaJIbHasi XOHIPOCAPKOMA, THUTaHTOKJIETOYHAsl ONyXOJb KOCTH, capkoma IOwuHra;
OZIOHTOT€HHAsl ONyXOJib, 3JIOKAYECTBEHHAs, aMeJ00acTHas OJOHTOCAPKOMA; aMesiodacToMa,
3JIOKa4YeCTBeHHas; amenobnacTHas (uOpocapkoma; mUHeanoMa, 3J0Ka4eCTBEHHAs, XOPIAOMa,
IJIHOMA, 3JI0KAYeCTBEHHAS;, SMEHANMOMA; aCTPOIMTOMA; MPOTOMJIA3MATUYECKas aCTPOLMTOMA;
¢ubpwnsipHast  acTpouuToma; — acTpoOjacToma;  TIIMOOJNACTOMA;,  OJHMIOAEHIPOTIIHOMA,
OJIUTOIEHTPOOIACTOMA, TMPUMHUTHBHAS  HEHPOIKTOAEPMANIbHAS, MO3XKEYKOBasi  CapKOMa;
raHJIMOHeNWpoOIacToMa, HelpoOiacToma;, peTHHOOMACTOMA, HEWpPOreHHash OMyXOJjb OpPraHOB
OOOHSHUS, MEHUHTUOMA, 3JI0Ka4eCTBEHHas, Helpodubpocapkoma, HEBPUHOMA,
3JIOKQUECTBEHHAS, 3€PHUCTO—KJIETOYHAS]  OMyXOJib, 3JIOKAYECTBEHHAs,  3JIOKAYeCTBEHHAs
auMmdpoma; Oone3Hb XOKKHMHA, XOJUKKHUHA, MaparpaHyjioMa;, 3JI0KauyecTBEHHas Jumdoma,
MEJIKOKJIETOUHAs! TUM(POLUTAPHAS, 3JI0Ka4eCTBEHHAs! IMM(POMa, KPYIMHOKJIeTouHas1, nudy3Has;
3JI0Ka4ecTBeHHass JuMdoma, (POJUTHKYIApHAst, TPUOOBUAHBIA MHKO3; APYrHe CrennpuuecKue
HEXOJDKKUHCKHE JHMM(OMBI, 3JO0KAYECTBEHHBIH T'MCTHOLMTO3, MHOXXECTBEHHAs MHEIIOMA,
TYYHOKJIETOYHAsI CAPKOMa; UMMYyHOIpon(epaTuBHOE 3a00JI€BaHNE TOHKON KHUIIKH; JEHKEMUS,
muMponeiko3;, IIa3MOKJIETOYHBbIH JIEHKO3, JpUTPONIEHK03;, JuUM(pOcapkomMa  KJIETOYHas
JeKeMusi, MHUEJIOUIHbIN  Jieliko3; 0a3o(uibHBIA  JIEWKO3, SO3WHO(DIIIBHBIA  JICHKO3,
MOHOIIUTAPHBIA JIEHKO3; JIEHKO3 TYUYHBIX KJIETOK, MErakapuoOJacTHBIM JIEWKO3; MHUENOUIHA

CapKOMa;, ¥ BOJIOCATOKJIETOYHBIN JIEHKO3.
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[0089] AyronmMmyHHBIe 3a00JIEBAaHUS IS KOTOPBIX TAHHBIC CIIOCOOBI JISUSHHUS SIBJISTFOTCSI
NOJIE3HBIMH, BKJIOYAIOT B cebs, 0e3 OrpaHM4YeHHs: CHUCTEMHYIO KPAaCHYIO BOJYAHKY,
CHOHAWJIOAPTPONATHIO, AHKWIO3UPYIOLUN CIIOHAWINT, NICOPUATUYECKUN apTPUT, PEaAKTUBHBIN
apTPUT, SHTEPONATUYECKUN apTPUT, CaxapHbI AUa0eT, LeNINaKkU0, ayTOUMMYHHOE 3a00JIeBaHNe
IIUTOBUIHON JKeJie3bl, ayTOMMMYHHOE 3a00JIeBaHHe Me4YeHH, OoJe3Hb AITUCOHA, OTTOPIKEHHE
TPaHCIUIAHTaTa, OOJIe3Hb TPAHCIUIAHTAT TIPOTUB XO35MHA, OOJNIE3Hb XO3SIMH TPOTHB
TPAHCIUIAHTATa, $3BEHHBIH KONMT, OonesHb Kpona, Oone3Hb pasapakeHHOTO KHINEYHUKA,
BOCMAJIUTENIbHOE ~ 3a00NieBaHME  KUIICYHHKA, PEBMATOMIHBIA  apTPHUT,  FOBEHWJIbHBIN
pPEeBMATOMIHBIA  apTPUT,  CEMEHHYI0  CPEOU3EMHOMOPCKYIO  JIMXOpanmkKy,  OOKOBOH
amuoTpoduueckuii  ckiepo3, cunHapom lllerpeHa, paHHHI apTPUT, BHUPYCHBIA apPTPUT,
paccesHHbIN CKJIepO3 WM Icopuas3. J{MarHocThKa M JieueHUe JAaHHBIX 3a00JeBaHUN XOpPOIIO
3a10KyMEHTHPOBAHbI B JIUTEPATYypE.

[0090] Undexnmonubie 3a001€BaHUs, I KOTOPBIX MOJIE3HBI JAHHBIE CIIOCOOBI JICUEHUS,
BKJIFOUAlOT B cebst, Oe3 orpaHuveHusi, OaxTepuanbHble HH(EKLUNH, BUPYCHBbIE HHGEKLNH,
rpubkoBble MH(EKIMH W Tapa3uTapHble MHpeKuuu. MumocTpaTuBHbIE BUPYCHBIE WH(EKIUH
BKJIFOUAOT B ceOs uHpexuunm BupycoM rematura B, Bupycom rematuta C, BHpycom
UMMyHozeduuuTa YeaoBeka 1, BUPyCOM MMMyHoAe(HUUTa YenoBeka 2, BUPYCOM MaIMIIIOMBI
4eli0oBeKa, BUPYCOM IIPOCTOro repreca 1, BUPyCOM MpOCTOro repreca 2, OMNOSCHIBAIOLINM
JUIIaeM, BeTpsiHOM ocrol, BupycoM Kokcaku Al6, muromerajoBHpPycOM, BHPycOM 3007a,
SHTEPOBUPYCOM, BHUpYCOM OmiurelHa—bapp, XaHaTaBUPYyCOM, XEHIPaBUPYCOM, BHPYCHBIM
MEHUHTUTOM, PECIUPATOPHO—CUHIUTHAIBHBIM BUPYCOM, POTaBUPYCOM, BHUPYCOM 3aIllajHOTO
Huna, amenoBupycom u BupycoMm rpumnmna. HiumoctpaTtuBHble OakTepuasibHble HHQPEKIUH
BKIovyaroT B cebst mHpekuun Chlamydia trachomatis, Listeria monocytogenes, Helicobacter
pylori, Escherichia coli, Borelia burgdorferi, Legionella pneumophilia, Bunamu Mycobacteria
(mampumep, M. tuberculosis, M. avium, M. intraceliviar e, M. kansaii, M. gordonae),
Staphylococcus aureus, Neisseria gonorrhoeae, Neisseria meningitides, Streptococcus pyogenes
(rpynma A cTpenToKOKKOB), Streptococcus agalactiae (rpynmna B crpentokokkoB), Streptococcus
(rpynma «viridansy), Streptococcus faecalis, Streptococcus bovis, Streptococcus (aHaspoOHbIE
BUABI), Streptococcus pneumoniae, mnaroreHHbiMH Bugamu 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, Bumamu muresut (Harpumep,
S.flexneri, S. sonnei, S. dysenteriae), u Bumamu canbMoHe/ul. HMIumocTpaTuBHBIE TPHOKOBBIE
uHpexnuu Bkmo4aroT B ceds mHpekuun Candida albicans, Candida glabrata, Aspergillus
fumigatus, Aspergillus terreus, Cryptococcus neoformans, Histoplasma capsulatum,
Coccidioides immitis, Blastomyces dermatitidis u Chlamydia irachomatis.

[0091] OnuroHyKJIEOTUA—JUTHIHBI KOMIUIEKC MOXET OBbITb HCIOJB30BAH B JTaHHOM

AOKYMEHTE B Ka4UC€CTBC IPOTHUBOOMYXOJICBOI'O, IPOTUBOBUPYCHOIO, aHTI/I6aKTepI/IaJ'[bHOFO,
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POTHBOrPHUOKOBOTO, MPOTHBOIMAPA3UTAPHOTO MM aHTHAYTOMMMYHHOTO areHTa B Pa3IMYHBIX
¢dopmax. B KOHKpETHOM BapHaHTE OCYLIECTBIEHMs, N300pETEHHE IMPENyCMaTPUBAET CHOCOOBI
UCTIONIb30BAHUST KOMIUIEKCa OJMIOHYKJIEOTUA—JIUINA, BKJIIOUArOIine B ceds NpUBENEHUE B
KOHTaKT TONyJIALMK OOJBHBIX KJIETOK C TepaneBTHYECKH J(PPEKTUBHBIM KOJIMYECTBOM
KOMIUIEKCA OJINTOHYKJICOTUA—JIMIUA B TeUeHHE Nepuoja BPEMEHM, JOCTATOYHOIO I
MHTHOMPOBAHUS WM OOpALeHHUs BCIIATh 3a00I€BaHMS.

[0092] B onHOM BapuaHTe OCYIIECTBJIECHHUsS, IPUBEAEHHE B KOHTAKT in Vivo
OCYILIECTBIISIFOT MyTeM BBEIEHUS MALEHTy BHYTPUBEHHOW, BHYTPUOPIOIIMHHOMW, MOIKOXKHOM
WIA  BHYTPHOINYXOJEBOH  WHBEKUMM  TepaneBTHUeCKH  3(dexTHBHOro  KoIU4ecTBa
(pU3NONOTHUECKN MTEPEHOCHMON KOMIIO3ULIMH, COAEpIKAIEeH KOMIUIEKC OJMTOHYKJICOTHA—JIUITH
COIJIACHO NaHHOMY H300peTeHut0. OUTOHYKICOTHI—JIMIUIHBIA KOMIUIEKC MOXKHO BBOIUTH
NapeHTePaAbHO HHBEKLNEH HITH MOCTENEHHON NH(Y3Hel B TEYeHHE HEKOTOPOTO BPEMEHH.

[0093] TepaneBTHUeCKHE KOMITO3UIIMH, COMAEPIKAMMUE OJUTOHYKJICOTHI—JTUTTUIHBIN
KOMILJIEKC, OOBIYHO BBOZST BHYTPUBEHHO MJIHM MOJKOKHO, HATIPUMED, MyTEM HHBEKLIUN €IHHHIIBI
no3el. TepMUH «enuWHUIA [03bD» NPU HCIOJb30BAHMM B OTHOIIEHHH TEPANeBTHYECKON
KOMITO3UIIUM OTHOCUTCA K (U3NYECKH ITUCKPETHBIM E€AMHHUIAM, IOAXOISINAM B KauecTBE
€IMHUYHBbIX 7103 MU CyOBEKTa, MpHUeM KaxKias eJUHHLA CONEPKUT 3apaHee ONpeNesIeHHOEe
KOJINYECTBO  AaKTMBHOTO  MaTepuaja, pPacCYUTAHHOE JUIA  TOJYYEHHsS  JKEIaeMOro
TeparneBTHYECKOro 3¢ ekra B CoOdeTaHnu ¢ TpeOyeMbIM pa30aBUTENIEM, T. €. IEPEHOCUUKOM HJIH
HOCHUTEJIEM.

[0094] Komno3unmu BBOAST CIIOCOOOM, COBMECTHMBIM C JICKAPCTBEHHOH TOTOBOM
dopmoii, u B TepaneBTHYecKH 3(PdekTHBHOM KommuecTBe. KoamuecTBo, KOTOpoe cClenyer
BBOJUTH, 3aBUCUT OT IMOJJIEKAINEr0 JICYCHUIO CyOBeKTa, CHOCOOHOCTH CHUCTEMBbI CyOBeKTa
UCIIONIb30BATh AKTUBHBIA HMHIPEANEHT, W JKEIAaeMOH CTeleHU TepaneBTHYeCKOro s¢dexTa.
TouHble KONWMYECTBA AKTUBHOIO MHIPEAHEHTAa, HEOOXOXMMBIE Ui BBEACHUS, 3aBUCAT OT
CY>KIIEHUs] TPAKTHKYIOLIEr0 Bpaya W SIBJSTFOTCS MHIAMNBUAYAJbHBIMH I KaXKIOTO YEJIOBEKa.
OnHako, MOAXOISINME AMAMA30HBI 03 Ui CUCTEMHOTO NMPUMEHEHHs] PACKpPbITHl B IAHHOM
JOKYMEHTE M 3aBHCAT OT MYTH BBeAeHHs. Takke pacCMaTpUBAIOTCSA MOIXOASIINE PEKUMBI IS
HAYaJIbHOTO U OyCTEPHOrO BBENEHHs, W WUIOCTPUPYIOTCS TEPBHYHBIM BBEJICHHUEM C
NOCJIEAYIOUIMMHA TIOBTOPAaMH 103 € HWHTEPBAJIOM B OAMH HJIM OOJbIIEee KOJMYECTBO YacOB C
NOCJENYIOUIe WHBEKIHMEeH WIM APYrUM BBeNEeHHEeM. MIUTFOCTpaTHBHBIE MHO)KECTBEHHBIE
BBEJICHUSI OIMCAHBl B JAHHOM IOKYMEHTE M SIBJISIFOTCS OCOOCHHO MPEANOYTUTENbHBIMU IS
NOJ/IeP’KAHUsI HETPEPbIBHO BBICOKMX YPOBHEH TIONMIIENTHIA B CBIBOPOTKE W TKaHH. B
ANbTEPHATHBHOM  BapHaHTE, pPAcCMaTPHBACTCS HEMpPEPbIBHAs BHYTPHBEHHAs HHQY3Us,
IOCTaTOYHAs /JIsl IOA/IEPKaHMsI KOHLIEHTPALMH B KPOBH B JMANIa30HAX, YKA3aHHBIX JJIsl TEPAITUN
in vivo.

[0095] Ilpenmonaraercsi, YTO OJIUTOHYKJIEOTH] COTJIACHO H300PETEHHIO MOXET OBbITh
BBE/IEH CHCTEMHO HJIM JIOKAJIBHO JUISl JIeUeHHsI 3a00JI€BaHUsl, TAKOTO KaK HHIMOMPOBAaHNE POCTa
ONyXOJIEBBIX KIJIETOK WJIM JUIs YHHYTOXKEHUS PAKOBBIX KJIETOK Y PAaKOBBIX MAIMEHTOB C

JIOKAJIbHBIM ITO3JHHX CTa)II/II‘/'I pa3BUTHUA WM METACTATUYCCKHUM BUAAMU PaKa. Onu MOTyT OBITH
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BBE/ICHbI BHYTPUBEHHO, HHTPATEKAIbHO, ITOIKOXKHO W/MIN BHYTPHOPOIKUHHO. OHU MOTYT OBbITH
BBE/ICHbI OTJEJNBbHO WM B KOMOWHAMU C aHTHU-TIPOJH(epaTUBHbIMU NIpenapatamMu. B omHOM
BapUAHTE OCYINECTBJICHUS, WX BBOAAT MJIs CHIDKEHHs] PAaKOBOH HArpy3Kd y NalMeHTa 0
ONepaLuy WIM JIPYTUxX Mpouenyp. B anprepHaTHBHOM BapuaHTe, OHM MOTYT OBITh BBEIEHBI
HocJie  Omepanuy, 4YToObl TapaHTUPOBaTh, 4TO JIOOOW OCTaroIuiics pak (Hampumep, pak,
KOTOPBIH HE YAAIOCh YCTPAHUTh XUPYPTUUECKIM BMEIIATEIbCTBOM) HE BHIKUBET.

[0096] TepaneBruuecku >¢GQPEKTHBHOE KOJHMYECTBO OJHIOHYKJIEOTHIA IPEACTaBISET
coboli 3apaHee OIpeNeeHHOe KOJHYECTBO, PACCYMTAHHOE IUIsl AOCTHIKEHHS JKeJaeMOro
s¢pdexra, T. €. mas UHrHMOUPOBAHUS dKCTIpeccuu Oenka—MuineHu. TakuMm o0pa3oM, Juana3oHbI
703 U BBEICHHS OJIMTOHYKJIEOTHIOB COTJIACHO JaHHOMY HM300pPETEHHIO HOCTATOYHO BEJTUKH
ISl OCTYOKeHHsl skenaeMoro 3¢gdekra. Jlo3a He nokHA OBITh HACTONBKO OOJBIION, YTOOBI
BbI3BaTh MOOOUHBIE 3(P(EKTh, TaKHe KaK CHHIPOMBI MOBBIIICHHOW BS3KOCTH, OTEK JIETKHX,
3aCTOMHAs CepAeYHass HEeIOCTATOYHOCTh, Heposornueckue >pdextsr u T. m. B memom, kak
NPaBUIIO, 71032 OyAeT BapbHPOBATHCS B 3aBHCHMOCTH OT BO3PAcTa, COCTOSHHS, MOJIa U CTEMEHH
3a00jeBaHMsl y TALMEHTa, U MOXKET ObITh OMNpeeNieHa CHEeHaTUCTOM B JaHHOW o0jacTu
TexHUKH. Jlo3a MOkeT OBITh CKOPPEKTHpPOBaHA JIEHAIlUM BpAuOM B ClIydae KaKUX—JIHOO
OCJIOKHEHU .

[0097] KoMmosuuuioo COrJIaCHO HJaHHOMY H300pPETeHHIO MPEaNOYTUTENIbHO BBOIST
HALHUEHTY HIapEHTEPAIIBHO, Harpumep, BHYTPHBEHHOW, BHYTPHAPTEPHAIBHOM,
BHYTPUMBILIEYHOM, BHYTPUINM(ATUIECKOH, BHYTPUOPIOLINHHOM, MOIKOKHOH,
BHYTPUIUIEBPAIbHON MM MHTPATEKATbHON MHBEKIMEH, WK MOXKET ObITh HCIIOJIB30BaHA €X ViVO.
[IpenmoyturenpHble O3Bl COCTABISIOT OT S5 no 25 wr/kr. BBeneHue mnpennodTUTENbHO
MIOBTOPSIIOT 110 PACHHCAHUIO, NTOKA PAaK HE MCUE3HET WJIM HE PErpPeCcCUPYET, U MOKET COYETaThCs
C ApyruMu GOpMamMH Teparuu.

dapmalieBTHUECKHE TTpenapaThl

[0098] dapmarieBTHYECKAsT KOMIO3HUIIMSI, COMEPIKALIAs JIUTOCOMBI, OOBIYHO BKJIOYAET B
ceOsi CTepuiIbHBIM (papMalleBTUYECKH MPHEMJIEMbI HOCHTENIb WM pa3OaBUTENb, TaKOW Kak
AEKCTPO3a WK (PU3NOJIOTHUECKUH PacTBOP.

[0099] B Tex ciydasx, KOrjaa OCyILIeCTBISIOT KIMHUYECKOe MPUMEHEHNE He3apssKeHHOTO
JUMHUIHOTO KOMITOHEHTa (Hampumep, B (opMe JTUMOCOMBI), CONEPIKAIETO OJMTOHYKJICOTH, B
LIeJIOM, KakK MpPaBUJIO, TOJIE3HO IMOJIYYUTh JHUIMHIHBIA KOMIUIEKC B BHIE (papmManeBTUYECKON
KOMITO3ULINH, TTOAXO SIS IS peanojiaraeMoro npuMeHeHmst. Kak mpasuiio, 3To mosieyer 3a
co0oli mMpUroToBieHne (HapMaLeBTHUECKOH KOMITO3ULMH, KOTOpas MO CYIIECTBY HE COINEPIKUT
UPOTEHOB, a TAKXKE JIFOOBIX APYTHX NMPUMeECeH, KOTOPble MOTYT ObITh BPEOHBIMHU JUIS JIFONEH
WIA JKUBOTHBIX. MOJKHO TaKXe HCIOJb30BATh COOTBETCTBYIOIUE Oydepbl s NpHUIaHHS
KOMILIEKCY CTA0MIIBHOCTH B 00eCTIeueH s BO3MOKHOCTH TOTJIOIIEHHUS KIIETKAMHU—MHULIEHSIMH.

[00100] Dpa3br «papmaneBTHIECKH WIH (HAPMAKOIOTHIECKH TPUEMIIEMBbII» OTHOCSTCS K
MOJIEKYJSIPHBIM BEIECTBAM M KOMIIO3HLMSAM, KOTOPbIE HE BBI3BIBAIOT HEOJIATrONPHUSTHYIO,
ANJIEPTUYECKYI0 WM JAPYIYIO MOOOYHYI PEAaKLUI0 NMPH BBEIACHUU JXUBOTHOMY, TAKOMY Kak

YeJIOBEK, B 3aBUCUMOCTH OT curyauuu. IIpurorosneHue (apmaneBTHUYECKOH KOMIO3HLIUY,
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KOTOpass COAEPKUT, MO MEHbLIEH Mepe, OAWH HE3apsKEHHbIM JIMOUAHBI KOMIIOHEHT,
COIep>KAIINI OJUTOHYKJICOTH I WM IOTIOJHUTEbHBIM aKTHUBHBIA WHTPEAUEHT, OyIeT HM3BECTHO
CHenuajucTaM B JAaHHOH OOJacTH TEXHHKH B CBETE JAHHOTO PAaCKPBITUS H300peTeHws,
npuMmepoM koroporo siBisiercst Remington: The Science and Practice of Pharmacy, 21st, 2005,
BKJIFOYEH B JAHHBIA JOKYMEHT MOCPEACTBOM CChUIKU. Kpome Toro, 1jisi BBeIEHHUS >KMBOTHBIM
(HampuMep, 4YeJNOBEKY), CJeayeT IOHMMAaTh, YTO Ipenaparbl IOJUKHBI COOTBETCTBOBATH
CTaHIAapPTaM CTEPHIbHOCTH, MTUPOTEHHOCTH, 00IIel Ge30MacHOCTH M YUCTOTHI, KaK TOro Tpedyer
Ynpasienue Ouonoruueckux cranaaptos FDA.

[00101] Kak npumeHsieTcsi B TaHHOM IOKyMeHTE, «(apMaleBTUYECKH MPUEMIIEMBbIil
HOCHTEJIb» BKIIIOYAET B ce0s JF0ObIe U BCE PACTBOPUTEINH, AUCIIEPCHOHHBIE CPENbI, TOKPBITHSI,
MOBEPXHOCTHO—AKTUBHBIE BEIIECTBA, AHTUOKCHJIAHTHI, KOHCEPBAHTHI (Hanpumep,
aHTHOAKTepUAIbHbIE areHThI, MPOTUBOTPUOKOBBIE Are€HThI), U30TOHUYECKHE AareHThI, areHThI,
3aMeisrone adcopOLMIO, CONM, KOHCEPBAHTHI, JIEKAPCTBEHHBIE CPENCTBA, CTAOMIM3ATOPHI
JIEKAPCTBEHHBIX CPEACTB, TeNH, CBA3YIOIIUE BEIIECTBA, HATOJHUTENH, IE3UHTErPUPYIOIINE
areHTbl, CMa3bIBAIOIIME BELIECTBA, TOJCIACTUTENIHN, AapPOMATHU3aTOPbI, KPACHTENH, TaKHe
nonoOHbIE MaTepuajibl U UX KOMOWHAIMH, KAaK W3BECTHO CHENHAIUCTy B JaHHOW OOJacTH
TeXHUKH. DapMalleBTHUECKU MPUEMJIEMbI HOCUTEJIb MPEATIOYTHTEILHO TOTOBSIT JUJISl BBEACHHUS
YeJIOBEKy, XOTS B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS MOXKET OBITh KeJaTeJIbHO
UCTIOJIB30BaTh (PapMaleBTUYECKH MPUEMIIEMbI HOCUTEJb, KOTOPBIM TOTOBST MJISi BBEACHHS
OTJIMYHOMY OT 4eJIOBEeKa >KUBOTHOMY, HO KOTOpPBIH He Oyner mpuemiieMbiM (Hampumep, u3—3a
rOCYapCTBEHHOTO PETYJIHPOBAHMSA) JUIsI BBEIEHHS YEJIOBEKY. 3a UCKIIIOUEHHEM CIIy4aeB, KOrja
KaKoW—J1100 OOBIYHBIA HOCHUTEIh HECOBMECTUM C aKTUBHBIM HHIPEIUEHTOM, MPEIoNaraeTcs
€ro HCIOJIb30BaHUE B TEPANEBTHUECKUX WIH (papMaLleBTUYECKUX KOMITO3ULIUSIX.

[00102] ®akTH4yecKOe KOJINYECTBO 103bI KOMIIO3MLIUHU COTJIACHO JAHHOMY H300pETeHHIO,
BBOJIMMOM MALMEHTY WA CYOBEKTY, MOJKET ONMPEenensaTbess GU3MUECKUMH U (PU3NOJOTHUECKUMHU
(dakTopaMu, TAKUMH KaK Macca Teja, TSHKeCTh MaTOJIOTHH, TN 3a00JieBaHMsl, KOTOPOE Jieyar,
MPeIbITYIIHUE WK COMYTCTBYIOIINE TEPANMEBTHYECKHUE BMEIIATEIbCTBA, OCOOEHHOCTH MAIMEHTa,
U MyTh BBeneHUs. B r000M ciiydae, MpakTHKYIOIINIA Bpa4y, OTBETCTBEHHBIN 3a BBeAeHUE, Oyaer
OMpENeNATh KOHLEHTPALUI aKTHBHOTO MHIPEeNUEHTa(OB) B KOMIIO3ULIMA U COOTBETCTBYIOIIYIO
n03y(bl) AJIs OTAETBHOTO CYOBEeKTa.

[00103] B HekoTOpBIX BapuUaHTaX OCYINECTBJCHUS, (papMaleBTHYECKUE KOMITO3ULIUU
MOTYT COZAEpPKaTh, HAIIPUMEP, MO MeHblnel Mepe, npumepHo 0,1% aktuBHOrO coenmHeHus. B
OPYTUX BapUaHTaX OCYIIECTBIICHUS, aKTUBHOE COCIUHEHHE MOJKET COCTaBJISITh, HANIPUMEpP, OT
okono 2% 1o okojio 75% OT Maccel €UHULBI O3Bl UM, HApUMep, OT OKoJio 25% A0 0KOJIo
60%, u ;mo00# nuanasoH, NoJydaeMblii U3 HUX. B Apyrux HEOrpaHWYMBAIOIINX MPUMEpPaX, 1032
TaK’K€ MOKET COCTABJISITh OT OKOJIO 1 MKI/KI/MAacChl TejIa, OKOJIO 5 MKI/KI/Macchl Teia, 0koJio 10
MKTI/Kr/Maccel Tena, okono 50 Mkr/kr/maccel Tena, okojo 100 Mkr/kr/maccel Tena, okojao 200
MKI/KI/Macchl Tejaa, okojio 350 MKr/kr/maccel Tena, okoyio 500 MKI/Kr/Maccel Tena, Ookoyo 1
MI/KI/Macchbl Teja, OKOJIO S5 wMr/kr/maccel Tena, okojo 10 mr/kr/maccel Tena, okojo 50

Mr/kr/maccbl Tena, okojo 100 mr/kr/maccel Tena, okojo 200 mr/kr/maccel Tena, okono 350
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Mr/kr/maccbl Tena, okosio S00 wmr/kr/maccel Tena, no okoso 1000 mr/kr/mMacchl Tena WM
Oonblee 3a OMHO BBEACHME, M JIOOOH AHAana3oH, MMoJydaeMblil U3 HUX. B HeorpaHMYMBarOIMX
npuMepax IMOJydyaeMoOro Juamna3oHa U3 4HUCell, MEepedMCIEHHBIX B JAHHOM JOKYMEHTE, MOXET
OBbITh BBEIEH MUAIAa30H OT OKOJO 5 MKI/Kr/mMacchl Tena a0 okoyno 1000 mr/kr/maccel Tena, OT
OKOJIO 5 MKI/Kr/Macchl Tena 10 okojo S00 mr/kr/mMacchl Tea u T. 1.

[00104] OunuroHykieoTua COrJacHO MaHHBIM BapHaHTAM OCYIIECTBJIEHHS MOKHO
BBOIUTH B 03¢ 1,2,3,4,5,6,7,8,9, 10, 15, 20, 25, 30, 40, 50, 60, 70, 80 90, 100 unu Gonbiuee
MKI' HYKJIEMHOBOM KUCJIOTHI B fo3e. Kaxknas mosa moxer umerb oobem 1, 10, 50, 100, 200, 500,
1000 mm Gosblee KOJTMUECTBO MKJT UJTH MJT.

[00105] PacTBOpBI TE€pamneBTUYECKUX KOMITO3ULMI MOTYT OBITh NMPUTOTOBJIEHBI B BOIE,
NOAXOMAALINM O0pa3oM CMELIAHHOH C MOBEPXHOCTHO—AKTUBHBIM BELIECTBOM, TaKUM Kak
THIPOKCUIIPONMILEIUTI0I03a. Jlucnepcnn Takke MOTyT OBITh NPUTOTOBJIEHBI B TJIHLIEPHHE,
KUJKUX TOJNUATHIICHTIIUKONSAX, UX CMECSX U B Macjax. B OOBIYHBIX YCJIOBUSX XPaHEHUS U
UCIIOJIB30BAHUSl OTU IIpernapaTbhl Ccoaep:kaT KOHCEpBAaHT [UIsl MpPEeNOTBpalleHHs] pocTa
MHKPOOPTaHU3MOB.

[00106] TepaneBTudeckne  KOMIIO3MLIUHM  COTJIACHO  JAHHOMY  H300PETEHHIO
MPEUMYIIEeCTBEHHO BBOIST B (DOpPME MHBEHHPYEMBIX KOMIIO3UIMI B BUIE KUAKUX PACTBOPOB
WIH CYCIIeH3WH, Tak:ke MOTrYT OBITh MPUTOTOBJICHBI TBEpPAble (OPMBI, TMOAXOISILINE IS
PacTBOPEHUsI WU CYCHEHAMPOBAHUS B JKUAKOCTH TEPEN MHBEKLHEH. DTH Mpenaparbl TAKKe
MOTYT OBITh 3MYJbIHPOBAHBL. THUNUYHAS KOMIO3HMLMS JJIi O3TOW IeJId  CONEPIKHT
bapmarieBTHUECKH MpUEMIIEMbIil HocuTesb. Hanpumep, KoMosuims MoxkeT conepkarb 10 wr,
25 wr, 50 mr wnu Brioth 10 100 Mr 4enoBe4ecKoro CbIBOPOTOYHOTO albOyMHUHA HA MHJUTUIITUTP
3abydepennoro ¢ocparom conesoro pactsopa. Jlpyrue QapmaneBTHUUECKU NpUEeMIIEMbIe
HOCHTENHN BKJIIOYAIOT B ce0sl BOJHBIE PACTBOPBI, HETOKCUYHBIE HAITOJHUTEINH, B TOM YHCJIE COJH,
KOHCepBaHThI, Oydeps! u ToMy nmopodHoe.

[00107] Ilpumepamu HEBOIHBIX PpPAaCTBOPUTENEH  SBISAIOTCS  MPOMMJICHIJIMKOJb,
TIOJIMATUJICHTJIUKOJIb, PACTUTEIBHOE MAC/O M MHbELUPYEMbIe OpPraHHYECKUe CIOXKHbIE 3(QUpBHI,
TaKMe Kak JTWioyieaT. BOJHbIE HOCHTENHM BKJIIOYAIOT B ce0s BOMY, CIUPTOBBIE/BOJIHBIC
pacTBOpBL, COJIEBbIE DPACTBOPBI, IMapeHTepaibHble HOCUTENH, TaKue KakK XJIOpHI HaTpus,
nekcrpo3a PunHrepa u T. A. BHyTpuBeHHBIE HOCHUTENH BKIHOYAOT B Ce0S BOCIIOJIHUTENN
JKUJKOCTU M MTUTATENbHBIX BelecTB. KOHCEPBAaHTHI BKIIIOYAIOT B Ce0sl aHTUMHUKPOOHBIE areHThI,
AHTHOKCHJIAHTBI, XeJIaTOOOPa3yIOLINe areHThl U MHEPTHBIEC Ta3bl. pH U TOYHYIO KOHLIEHTPALHIO
Pa3UYHBIX KOMITOHEHTOB (DapMaleBTHUECKOW KOMITO3UIMH PETYJIUPYIOT B COOTBETCTBUHU C
XOPOIIO U3BECTHBIMU NapaMeTPaMu.

[00108] TepameBTudeckne KOMIIO3ULMHM COTJACHO IaHHOMY H300PETEHHIO MOTYT
colepKaTh KJjaccudeckne (QapMaleBTHUECKHe IIpernapaTel. BBeneHne TepaneBTHYECKUX
KOMITO3HIINH COTJIACHO JaHHOMY M300peTeHUI0 OyIeT OCYIIECTBIATHCS JIFOOBIM OOIIETPUHSITHIM
IyTeM, €CIIM TKaHb—MHIIEHb JOCTYIHA 4Yepe3 3TOT MyTh. JTO BKIOYAET B ceOs OpasbHBIN,
Ha3aJIbHBIN, OYKKAJIbHBIN, PEKTAbHBIN, BATHHAIBHBIN WM MECTHBIH. MeCTHOE BBEIEHHUE MOXKET

ObITh OCOOEHHO TOJIE3HBIM AJisL JICHCHUA paKa KOXHU, OJil MPEAOTBPALICHUA aJIONCLUH,
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BBI3BAHHON XUMHOTEpanuel, Uiu APYroro KOKHOTO THIepnpoiudepaTuBHOrO HapyiueHus. B
aNbTEPHATHBHOM BapHAHTE, BBEACHHE MOXKET OBITb OPTOTONMUYECKOH, BHYTPHKOXKHOHM,
MOJIKO’KHOW, BHYTPUMBILIEYHON, BHYTPHOPIOIIMHHONW MM BHYTPUBEHHOM HHBbekuueil. Takue
KOMITO3UIIMH OOBIMHO BBOIAT B BHIE (DapMalleBTUYECKU NMPUEMIIEMBIX KOMIIO3MLUH, KOTOpPbIE
cozepKaT (pU3UOJOTHUECKH NpHeMJIeMble HOocuTenu, Oydepsl uiau apyrue HamosHutenu. Jlns
JIEYCHUs] TIATOJIOTHH JIETKUX MOXKET HCIIOJIb30BATHCS adpo30JibHast noctaBka. O0beM as’po3ons
cocrasJjisieT ot okoJjio 0,01 mo 0,5 mit.

[00109] DddexTuBHOE KOMUYECTBO TEPANMEBTHYECKON KOMIIO3UIIUH OIpPenessieTCsl
UCXOJIsl U3 HAMEUEHHOW Lenu. TepMuH «eIMHULA TO3bD» WU «03a» OTHOCUTCS K (PU3UUECKH
TUCKPETHBIM €UHHLIAM, TOAXOISIINM JJIsl IPUMEHEHUsS] CyObEeKTOM, MPUYEeM KaxKiasi eIMHULA
COZIEPKUT 3apaHee ONpeNeeHHOE KOJIWYECTBO TepareBTUYECKOM KOMITO3ULIMH, PACCUUTAHHOE
IUI TIOJYYEHUs KEeJIAeMbIX PEaKUUH, OOCYyKIaeMbIX BBILIE, B CBA3H C €€ BBEIEHUEM, T. €.,
COOTBETCTBYIOLIMM IyTE€M H IO cXeMe JieueHus. KoamuecTBo, KOTopoe NOKHO OBITh BBEICHO,
KaK B 3aBHCHMOCTH OT KOJHMYEeCTBa OOpabOTOK, TaK M €IWHHIBI JO3bI, 3aBUCUT OT JKEJIaeMOM
3amuThl Wik 3¢ exra.

[00110] TouHble KOMMHYECTBA TEPANEBTUYECKON KOMIIO3ULUU TaKXKE€ 3aBUCAT OT
CY>KAE€HMsI MPAKTUKYIOLIEro Bpada M SIBISIFOTCS MHAWBMIAYAJNbHBIMU ISl Ka)KIOTO YeJIOBEKa.
@dakTopbl, BIUSIOIIME HAa 03y, BKIIOUYAIOT B ceOs (PU3MUecKoe M KIMHUYECKOE COCTOSHUE
MAIMEHTA, MyTh BBEACHUS, IPEAIIONAraeMyro Leb JIedeHns (HarpuMep, 00JIerdieHue CHMITOMOB
MO CPABHEHUIO C u3jieueHrneM) U 3(PPeKTUBHOCTh, CTAOUIBHOCTh U TOKCUYHOCTb KOHKPETHOTO
TEparneBTUYECKOr0O BEIEeCTBa.

KomOuHupoBaHHoOe eueHue

[00111] B HekOoTOpBIX BapHaHTaX OCYIIECTBJCHHS, KOMIIO3ULMHU U CIOCOOBI COTJIACHO
OaHHOMY H300pETEeHHMI0 BKJIIOYAOT B ce0f WHrUOMPYIOUMHA  OJUIOHYKJICOTHUA  HIIH
OJIMTOHYKJIEOTH], CIIOCOOHBIN HKCIPECCUPOBATH HHIMOUTOP SKCIPECCHH MeHa, B KOMOMHAIIMY €
BTOPOW  WJHM  JONOJHHUTENbHOH  Tepamuei. CrnocoObl M KOMIIO3WLIMM,  BKJIKOYAs
KOMOVMHHUPOBAHHYIO TEPANHIO, YCHJIMBAIOT TEPANeBTUYCCKUN WM 3aIMUTHBIN 3ddext u/mmm
YCHJIMBAIOT TepaneBTHUeCKUi 3((eKkT Apyroil mpoTUBOPAKOBOW MM aHTH-TIPOJIH(epaTHBHOM
Tepanuu. TepaneBTHYecKHe W TNPOPUIAKTHYECKHE CMOCOObI M KOMITO3UIMH MOTYT OBITh
NPEJIOKEHbl B KOMOMHHPOBAHHOM KOJIMUECTBE, 3()(PEKTHBHOM AJIsi JOCTHIKEHHS KEJIaeMOTro
s¢dexTa, TAaKOro Kak YHUYTONKEHHE PAKOBOH KJIETKH W/WJIM WHTHOUPOBAHUE KJIETOYHOU
runeprpoirdepanny. ITOT MPOLECC MOKET BKJIOYATh B ce0sl MPUBEICHHE B KOHTAKT KIIETOK C
UHTUOUTOPOM SKCIIPECCHUU T€HOB U BTOPOH Tepanuel. TkaHb, OMyXOJb WM KJIETKAa MOTYT ObITh
NPUBEACHBI B KOHTAaKT C OJHOW MM OONBIIMM  KOJWYECTBOM KOMITO3MLMH  WIJIH
(hapMaKoJIOTUYECKIX TOTOBBIX ()OPM, COAEPKAIMUX ONUH I OOJIbIIee KOJTHMYECTBO areHToB (T.
€. UHI'UOUTOP 3KCIPECCHU T'€Ha MITH MPOTUBOPAKOBBII areHT), WM IyTEM NPUBEIEHUS B KOHTAKT
TKaHH, OIYXOJU /WM KJIETKUA C ABYMS WJIM OOJBIIUM KOJWYECTBOM PA3JIMUHBIX KOMITO3ULIHHA
WIA TOTOBBIX (opM, NpUdeM OIHA KOMIIO3MLIMS obecredunBaer 1) WHrHOMPYIOLIUIA
OJIMTOHYKJIEOTH, 2) MPOTUBOPAKOBBII areHT MiIn 3) Kak MHrUOUPYIOIIHHA OJIUTOHYKJIEOTH/, TaK

U TIPOTHBOPAKOBBIA areHT. Takxke NPEAroNaraercs, 4To Takas KOMOMHMPOBAHHAs TEpaIus
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MOJKET HCTOJIb30BATHCS B KOMOMHAILIMK ¢ XUMHUOTEPAITUEH, JIyueBOH Tepanuei, Xupypruuaeckon
Tepanuen Uil UMMYHOTEpanuen.

[00112] Marubupyromuii OJUroHyKJI€OTH] MOXKHO BBOJAUTH 10, BO BPEMs, IOCHE HIIU B
pPa3NUYHBIX KOMOWHAIMAX OTHOCHTEIBHO IPOTHBOPAKOBOIO JiedeHMs. BBeneHus Moryr
OCYIIECTBJISITCSL C MHTEPBAJAaMU OT OJHOBPEMEHHO 1O HECKOJIBbKHUX MHUHYT, 0 HECKOJIbKUX
OHEH, O HECKOJNbKMX Hesenb. B BapuaHTaX OCYIUECTBJIEHHS, B KOTOPBIX WHTHUOUPYIOLIHMHA
OJIMTOHYKJIEOTH TPENOCTABISIOT MALUEHTY OTHAENBHO OT NMPOTHBOPAKOBOIO areHTa, OOBIMHO
rapaHTUPYETCs, YTO He OyAeT 3HAYUTENIbHOTO pa3pblBa BPEMEHH MEXKIY BPEMEHEM Ka’KIoi
JIOCTaBKH, TaK YTO 3TH JIBA COCOUHEHMS BCE ele OyAyT CIOCOOHBI OKa3bIBATh BBITOIHBIN
KOMOMHHUpOBaHHbIH 3(¢dexkT Ha maumeHTa. B Takux ciaydasx MOpeanosaraercsi, 4TO MOXKHO
o0ecrneynTh MalnueHTa WHrUOWPYIOUIeH OJMIrOHYKJICOTHIHOW Tepamuedl M MpOTHBOPAKOBOH
Tepanueil B mpepenax mnpuMmepHo oT 12 mo 24, wim 72 dYacoB Apyr OT apyra u, Oosee
MPEANOYTUTENBHO, B TeYeHHe NMPUMEpHO 6—12 yacos apyr oT apyra. B HEKOTOpBIX cUTyauusx,
MOJKET OBITh JKEJAaTeJIbHBIM 3HAUUTENbHO YBEJIWYHUTh NEPUON JICYCHUs, NMPU 3TOM MEXKAY
COOTBETCTBYIOLIMMH BBEIEHHUSIMU €CTh MIPOMEKYTOK OT HECKOJNbKHX nHel (2, 3, 4, 5, 6 wnu 7) no
HeCKOJbKUX Henenb (1, 2, 3,4, 5, 6, 7 unu 8).

[00113] B HEkOTOPBIX BapHaHTaX OCYLIECTBICHUS, KypcC JieueHus Oyner amuthes 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 mueilt unm Oonbine. IIpenmonaraercs, 4To OOUH areHT MOXKET OBITh
BBeNEH 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 u/umu 90, unu m00yr0 MX KOMOMHALHIO, M IPYroi
areHT BBOAAT B 1eHb 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/unu 90, unu modyr0 ux koMOuHaIm0. B
TE€YeHHEe OXHOro AHA (24—4acoBOW MEpUOJ) MALMEHTy MOXKET ObITh Ha3HAYeH OAHMH WU
OonpIiee KOTMUECTBO MpueMoB areHTa(oB). KpoMe Toro, mocie kypca JiedeHHsl PEANoIaraeTcs,
YTO CYLIECTBYeT IEpUOJ BPEMEHH, B TEUYE€HHE KOTOPOr0 HE IPOBOIUTCS IPOTHBOPAKOBOE
JedeHre. JTOT MepUo] BpeMeHUu MoxeT juuthes 1, 2, 3, 4, 5, 6, 7 nuert w/wmm 1, 2, 3, 4, 5
Henenb w/wma 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12 mecsaueB u OoJjblile, B 3aBUCUMOCTH OT
COCTOSIHUS MALIMEHTA, TAKOI'O KaK €ro MPOTrHO3, BbIHOCINUBOCTb, 3/10POBbE U T. 1.

[00114] MoryT ObITb HCTIOB30BaHbI PA3IHUHBIE KOMOMHALWH. J1JIl MPUBEAEHHOTO HUXKE
npuMepa WHTHOUPYIOINAs OJWIOHYKJIEOTHAHAs Tepamus NPEAcCTaBIsieT coboil «A», a
NIPOTUBOPAKOBas TEpAIUs UM ayTOUMMYHHasl 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
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B/B/A/A B/A/B/A B/A/A/B A/A/A/B B/A/A/A A/B/A/A

A/A/B/A

[00115] Beenenue moO0ro coequHEHNs: WIIN TEPANTUU COTJIIACHO JAHHOMY U300pETeHHIO
NanueHTy OyZeT MPOMCXOAMTH COTJIACHO OOIIMM IPOTOKOJAM BBEIAEHMS TAKHX COECIUHEHUH,
IPUHUMAas BO BHMMAaHHWE TOKCHYHOCTb areHTOB, e€ciu TakoBas umeercs. (CienoBaTenbHO, B
HEKOTOPBIX BAPHAHTAX OCYLIECTBJICHHUs, CYIIECTBYET 3Tall MOHUTOPUHIA TOKCUYHOCTH, KOTOPas
CBOHCTBEHHAa KOMOMHHPOBaHHOH Tepanuu. OKUAaeTcs, YTO LUKJIIbI JIeYEHHsT OyAyT MOBTOPSITHCS
no mepe HeoOxomumocTH. Ilpenmonaraercsi Takke, YTO pa3UYHbIE CTAHIAPTHBIE METOIbI
JCYCHHs, a TAK)KE XUPYPTUYECKOE BMEIIATEIbCTBO, MOTYT MPHMEHSTHCS B KOMOHWHALUH C
ONMUCAaHHOW Tepamnuen.

[00116] B KOHKpeTHBIX acCHeKTax MPEAIoNaraeTcsi, 4To CTaHAApTHas Tepamusi Oyaer
BKJIFOYATh B Ce0sl XMMHOTEPAIHIO, JIYUEBYIO TEPANHI0, MMMYHOTEPAIHIO, XUPYPTUYECKYIO
TEpANUI0 WM TEHHYI) TEpaluio, W MOXKET TNPUMEHSTbCS B KOMOMHALMK C Tepanmuen
UHTUOUTOPOM 3KCIPECCHM T'eHa, MPOTHUBOPAKOBOH Tepamuedl win ¢ obenMu — Tepamnuei
UHTUOUTOPOM SKCIPECCHH T'eHa W IPOTHBOPAKOBOH Tepamueld, Kak ONUCAaHO B JaHHOM
JOKYMEHTE.

Xumuorepanusi

[00117] CornmacHO NaHHBIM BapHWaHTAM OCYIIECTBJICHUS MOMKET OBbITh HCIIOIH30BAHO
IIUPOKOE pazHoOOpa3nue XUMHOTEPATIEBTUYECKIX areHTOB. TepMUH «XUMHOTEPAIHs» OTHOCUTCS
K INPUMEHEHUIO JIEKapCTB [JIs JIeYeHUs paka. «XMMHOTEPaNneBTUYECKUN areHT» HCMOJIb3yeTcs
s 00O3HA4YeHUs] COEAMHEHHs] WM KOMIIO3UIUH, KOTOPOE€ BBOAAT NPHU JIEYEHUU paka. ITU
areHTbl WU JIEKapPCTBEHHbIE CPEICTBAa KIACCU(UIUPYIOT MO CHOCO0Y MX AEHCTBUS B KIETKE,
HanpuMep, BIUSAIOT JIM OHM HAa U HAa KAKOHM CTaAMM HA KJIETOYHbINH LMKI. B anpTepHaTHBHOM
BapUAHTE, areHT MOXKeT OBITh OXapaKTePU30BAH HA OCHOBAHUU €ro CHOCOOHOCTH MPSIMO
cmmsath JJHK, nnrepkanuposatses B JIHK nnu uHaynupoBaTh XpOMOCOMHBIE U MUTOTHYECKHE
abeppaiu, BIHss HA CUHTE3 HyKJIEUMHOBOW KUCJIOTBL.

[00118] ITpumepbl XUMHOTEPANIEBTUYECKIX areHTOB BKJIIOYAIOT B CE€0sl aJIKMIMPYIOLIHE
areHThbl, Takhe Kak TuoTena u uukinocochamun, ankuicynbPoHaThl, Takue kak OycynbdaH,
UMIpoCysibhaH U MHUMOCYIbdaH, a3UPUANHBL, TaKue Kak OeH30701Ma, KapOOKBOH, METYpenona
ypenomna;, STHWJIEHHMUHbl U MeTHJIaMelIaMHHbI, BKJIOYas alTpeTaMUH, TPUITHIEHMENAMUH,
TpusTHieHpochopamun, TpudTWICHTHOPOCHOpPAMUI U TPUMETUIIOJOMEIAMUH, alleTOTeHUHBI
(ocobenno OynmatanuH u OylaTalMHOH), KaMNTOTEHHMH (BKJIIOYAash CUHTETHYECKUN aHAJIoOT
tonorekaH); Opwocratun, kaumcratuH, CC-1065 (BkIOUYas €ro CHHTETUYECKHE aHAJIOTU
azo3eNe3nH, Kap3enesuH U OuzeneswH); KpuntopuuuHel (B 4YacTHOCTH KpuntopuuuH 1 u
kpuntoduuuH 8); AOJTACTATUH, TyOKAPMUIMH (BKJFOYasi cuHTeTH4Yeckue aHajorn KW-2189 u
CB1-TM1); sneiitepoOnH; MaHKPATUCTATHH, CAPKOAUKTUH, CIIOHTUCTATHH, a30TUCThIE UIIPHTBHI,
Takue Kak xjopamOyuwn, xmopHadasuH, xonodocdamun, scrpamycTtuH, udochamun,
MEXJIOPETAMUH, THIPOXJOPHI OKHUCH MEXJIOp3TaMuHa, MeidaiaH, HOBEMOUINH, (EHECTEPHH,
NPEeAHUMYCTUH, TpodochaMua U UMPUT ypaluia, HUTPO3OMOYEBHHBIL, TaKHE KaK KapMYCTHUH,

XJIOPO30TOLMH, Q)OTeMYCTI/IH, JIOMYCTHH, HUMYCTHH U PAaHUMHYCTUH, aHTI/I6I/IOTI/IKI/I, TaKHC KaK
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SHEANMHOBBIC AaHTUOMOTHKHU (HampuUMep, KaJMXeaMULIMH, OCOOEHHO KanmuxeaMuiuH ramma.ll u
KamuxeaMuuH omera.ll); nuHemuiuH, BKIOUas NUHeMULMH A; OucdochoHaThl, Takue Kak
KJIOJJPOHAT, JCIEPAMULIMH, a TaKKe€ HEOKAPIIMHOCTATHHOBBIM XpOMOPOpP U POACTBEHHBIE
XPOMOITPOTEUHOBBIE SHETUUHOBBIE aHTHOMOTUKHU—XPOMO(OPBI, aKJIALIMHOMHU3UHBI,
AKTMHOMUIIMH, aTXpPapHALMWH, a3acepwH, OJEOMULMHbI, KAKTHHOMULMH, KapaOWLMH,
KapMUHOMMLIMH,  Kap3MHO(QWIMH,  XPOMOMHLMHBI,  JaKTHHOMHUIMH,  JayHOPYOWIMH,
neropyourus, 6-amua3o—5—okco—L—HopneiinuH, nokcopyOmumH  (BKIOYas  MOpdonnHO—
TOKCOpPYOUIINH, IHaHOMOP(OTMHO—TOKCOPYOULIHH, 2—-NMUpPpPOTHMHO—IOKCOPYOUITNH u
NE30KCUAOKCOPYOUIIMH),  SMUPYOMLMH,  330pyOHIMH,  WAAPYOULMH,  MapLEJUIOMHUIIIH,
MUTOMHIIMHBL, Takue Kak MuUTOMUIMH C, MHKO(QEHOJOBas KHCJIOTa, HOTAJIAPHHULIMH,
OJIMBOMULIMHBI, TEIJIOMUIMH, MOTGUPOMHUIIMH, MYPOMHULMH, KBEJIAMUIMH, POAOPYOUIIHH,
CTPENTOHUTPHH, CTPENTO30IMH, TyOepUUInH, YOEHUMEKC, 3WHOCTATMH U 30pyOHINH;
AHTUMETa0ONIUThI, TaKWe Kak MeTroTpekcat u S—¢ropypaumn (5-FU);, ananoru ¢onueBoit
KHCJIOTBI, TAKHE KAaK JACHONTEPHH, NTEPONTEPHUH U TPUMETPEKCAT, aHAJOTHU MypUHA, TAaKUe Kak
¢baynapabuH, 6—MepKanTONypHH, THAMHIIPUH U THOTYaHWH, aHAJOTU MUPUMHUINHA, TAaKUE Kak
aHUUTAaOWH, a3auUTHAWH, O—asaypuamH, KapMmodyp, UUTapaOuH, IUAE30KCHYPHUIUH,
nokcupIaypuanH, SHOUUTAONWH U (QIOKCYPUINH, aHAPOTEHBI, TAKHE KaK KaJyCTePOH, MPOIUOHAT
IPOMOCTAHOJIOHA, 3MUTHOCTAHOJ, MEMUTHOCTAH M TECTOJIAKTOH, AHTHUAJPEHAJIOBbIE AreHTH,
Takhe KaKk MUTOTAH U TPUJIOCTAaH, BOCIOJHHUTENb (POIMEBOIN KUCIIOTHI, TaKOH Kak (pOIUHOBAs
KHUCJIOTA;,  aleryjiaToH, anbaodochamMuaHbli  TINIMKO3WA, AMHUHOJIEBYJIMHOBAs  KHUCJIOTA;
SHUWIypaLUWJI, aMCakpuH, OectpalOyuwy, OuwsaHTpeH, saarpakcar; aedodamuH, IEeMEKOILHH,
IWA3UKBOH; 3JI(OPMUTHH; aleraT »JJUIMNTUHUS, OSIOTUJIOH, OSTOINIOLMA, HUTPAT TaJlIus;
I'MIPOKCUMOYEBHHA, JICHTUHAH, JIOHWAAWHUH, MEWTAHCHHOHWIbI, Takue KaKk MEWTaH3UH WU
AHCAMUTOLIMHBI, MHUTOIYa30H, MMHTOKCAHTPOH, MOIMUAAHMOJ, HUTPA’pUH, NEHTOCTATHUH,
¢denamer; mnMpapyOUIMH, JIO30KCAHTPOH, NOXOPHIUIMHOBASE KHUCJIOTA, 2—-3TUITHAPA3UL;
npokapbasun; [ICK mnonucaxapuaHblii KOMIUIEKC, pPa3OKCaH, PH3OKCHUH, CHU30(HpaH;
CIIUPOTepPMAHUN; TEHYa30HOBasi  KHUCJIOTA, TPUA3UKBOH, 2,2'.2”—TpUXJIOPTPUSTUIIAMUH,
TPUXOTELEHbl (B YAaCTHOCTH TOKCHH T—-2, BeppakypuH A, pOpUAMH A W aHTYWAMH), YPETaH,
BUHJIE3MH, aKkapOa3WH, MAHHOMYCTHH, MUTOOPOHHTOJI, MUTOJIAKTOJ, MUIIOOPOMAH;, raluTO3HH;
apabunosun («Apa—Cy»); nmkinopocamua; TakCOUAbl, HAIPUMEP MAKIUTAKCEN U JOLETaKCe
reMIUTa0NH, 6—THOTYaHHUH, MEPKANTOIYPHH, KOOPIWHALIMOHHbIE KOMILUIEKCHI IJIATUHBI, TAaKHUe
KaK LUCIUIATUH, OKCAJUIUIATHH W KapOOomIaTWH, BUHONACTWH, miaTuH, 3Tomo3un (VP-16);
udochaMua; MUTOKCAHTPOH, BUHKPHCTUH, BHHOPEIOWH, HOBAHTPOH, TEHUIO3HI, 3JaTPEKCAT;
JayHOMUILIMH, AaMHHONTEPHH; Kcenona, uOaHApoHaT; wupHHOTeKaH (Hampumep, CPT-11);
uHruourop tonomnzomepasbl RFS 2000; mudropmermmnopautna (DMFO); pernHOUAbI, Takue
KaK peTHHOeBas KHCJIOTa, KameuutabuH, KapOOIulaThH, TNpoKapOa3uH, TUIMKOMUIIMH,
reMIUTa0NH, HaBeJOWH, HWHTUOUTOPBI (papHE3WINPOTenH—TpaHchepasbl, TPAHCIUIATHH, U
dapManeBTHYECKH  IpPUEMIIEMBblE  COJH, KHCJIOTbI MJIM  IPOM3BOAHBIE  JIFOOOrO0 M3
BBILIETIEPEUNCIEHHOTO.

Panunorepanus
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[00119] [pyrue daxroper, koTopble BbBbIBalOT mnoBpexkaeHne JHK wu mupoko
UCTIONB3YIOTCSI, BKJIIOYAIOT B Ce0sl Tak Ha3blBaeMble Y—JIy4H, PEHTTEHOBCKHE JIyYd W/HIN
HaNpPaBJIEHHYIO JOCTaBKY pPaJUOM30TONOB B ONyXOJieBble KJeTkH. Taxke paccMaTpuBaIOTCA
apyrue ¢opmel (akropos, nospexparomux JHK, Takne kak MHKPOBOJHBI, NPOTOHHOE
o0nyuenue (rmatentel CIITA Ne 5760395 u Ne 4870287) u Y®—-o0nyuenue. Ckopee Bcero, Bce
5T (aKTOpbl BbI3BIBAIOT IMHUPOKWH crnektp mnospexaenuit JIHK, BosmeificTByroT Ha
npenmecrsenHnkos JIHK, permmkanuro n penapauuto JJHK, a Taxxke Ha cOopky u nopnepskanue
XpoMocoM. Jluana3zoH A03 ISl PEHTI€HOBCKOIO M3JIyYeHHUs] BapbHPYeT OT CYTOYHBIX 103 OT 50
10 200 peHTreH B TeYEeHUE MPOMOJLKUTENbHBIX TMEPUOAOB BpeMeHHu (0T 3 10 4 Henmenb) 10
pa3oBbix 103 oT 2000 no 6000 penrreH. /luama3oHsl 103 1Js1 PaAUMOU30TOINOB BAPBUPYIOT B
MIMPOKUX Mpenesax U 3aBUCAT OT Mepuoja MoJypacmnana U30TOomNa, CUIIbI U TUIA UCITyCKaeMOro
U3Jy4eHUs], & TAaKXKe OT MOIJIOIIEHUs OMyXOJIeBbIMU KIIETKAMU.

[00120] TepMuHBl «HOPUBOAWIM B KOHTAKT» U «IOABEPraju BO3JIEHCTBUIO»
NPUMEHUTEIbHO K KIETKE MCIOJb3YIOTCS B JaHHOM JOKYMEHTE AJil ONMCaHUs IpoLecca,
MOCPEACTBOM KOTOPOrO TepaneBTUYeCKass KOHCTPYKLUS W XHUMHOTEPaNeBTHUECKUN WU
panuoTepaneBTUYECKUI areHT JOCTABISAIOTCS B KIETKY—MHUILIEHb UM MTOMEINAIOTCs MPSIMO BO3JIe
KJIeTKH—MuIneHn. Hanmpumep, [iist JOCTHIKEHHs YHHUYTOXKEHHSI KJIETOK 00a areHTa J1OCTaBISIFOTCS
B KJETKYy B KOMOWHHUPOBAaHHOM KOJUYECTBE, 3(P(EKTUBHOM Ul YHMUYTOXKEHHUS KIETKH WIIH
NIPEIOTBPALICHUS €€ NeJIeHUS.

HNmmyHOTEpanus

[00121] B xoHTekcTe nedeHus paka, UMMYHOTEPaNeBTUUECKUE MTPenapaThl, B LEIOM, KaK
NPaBUJIO, OCHOBAaHbl Ha HCIOJb30BAHUM HMMYHHBIX 3(P(EKTOPHBIX KJIETOK M MOJIEKYN IJis
HALleJIMBAHUS HAa W YHHUTOXKEHMs pakoBbIX kieTok. Tpactyzymad (I'epuentun™) spnsercs
TakuM npuMepoM. MmyHHBIH 3 (dekTop MOXKET MpeacTaBisTh cOOOW, HAIpUMep, aHTHUTEJO,
cienupuIHOe K KAKOMy—IHOO MapKepy Ha MOBEPXHOCTH OIMyXOJeBOH KieTKu. OIHO aHTUTEJIO
MOXKET CIYKUThb 3(PQEeKTOpOM Tepanuu WJIA MOXKET MpPUBJIEKaTh JAPYrHe KICTKH IS
(baKTUYECKOrO BbI30BA YHUYTOKEHUS KJIETOK. AHTUTEJIO TAKXKe MOXET ObITb KOHBIOTHPOBAHO C
JEKapCTBEHHbIM  CPEACTBOM  WJIM  TOKCHHOM  (XMMHOTEPANEBTHYECKUM  AreHTOM,
PATUOHYKJIUAOM, LEMbI0 A PULIHA, TOKCHHOM XOJIEpbl, TOKCHHOM KOKJIFOIIA U T. A.) M CJIY>KUT
NPOCTO B KAa4eCTBE HALEIMBAIOLIErO areHTa. B ampTepHAaTHBHOM BapuaHTe, 3PPEeKTop MOXKET
NPEACTABIATh COOOH JTUMQOLUT, HECYIUIl MOBEPXHOCTHYIO MOJIEKYJY, KOTOpas MPsIMO HJIH
KOCBEHHO B3aMMOJCHCTBYET C MHIIEHBIO—OMYXOJeBOH KieTkod. Pasmuunblie 3¢ ¢exropHbie
KJIETKH BKJIIOYAOT B ceds nurorokcumueckue T-mumdorursr 1 NK—knerku. KomOunanms
TEPaNeBTHYECKUX METOMOB, TO €CTh MPSIMOH ITMTOTOKCHYECKOH aKTHMBHOCTU W MHTMOMPOBAHUS
wii yMmeHblneHuss ErbB2, obecreunT TepaneBTHUECKYIO TOJIb3Y MpPHU JIEYEHUH paka Co
cBepxaKcrpeccuei ErbB2.

[00122] J[lpyrass uMMyHOTepamusi TaKXKe MOXKeT ObITb HCIOJb30BaHA KaK 4YacTb
KOMOVMHHPOBAHHOM Tepamuu C TreHorepanued, oOcykaaemoil Bbeimme. B omHOM acmekre
MMMYHOTEpaIuy, OMyXoJjeBasi KJIeTKa JOJKHA UMETh HEKOTOPbIN MapKep, KOTOPbIH MOAJAEeTCs

HallCJIMBAHUIKO, TO €CTb HE MNPUCYTCTBYCT Ha OONBIINHCTBE APYrux KIJIECTOK. CyH_leCTByeT
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MHOXKECTBO OITyXOJIEBBIX MAapKepoOB, U JIOOOH M3 HHUX MOXET OBbITh MOIXOMSIIUM IS
HALIEJIMBAHUSl B KOHTEKCTE JAaHHOro M300pereHus. PacrpocTpaHeHHbIE OMyXOJIEBble MapKephl
BKJIFOYAIOT B ce0sl KapIUMHOSMOPUOHAJIBHBIN aHTUIeH, CHeuu(UYeCKHi aHTUTE€H INPOCTAThI,
AHTUTeH, ACCOLIMMPOBAHHBIN C OMyXOJIbIO MOUYEBOTO IMy3bIps, (PETaNbHBIH AHTUTE€H, THPO3HUHA3Y
(p97), gp68, TAG-72, HMFG, anturen Cuanmna JIetouca, MucA, MucB, PLAP, peuenrop
SCTPOTeHa, penenTop JamMuHuHa, erb B u c¢155. AnbTepHaTHBHBIM acreKTOM HMMYHOTEPAIUH
SIBJISIETCS] COYETAHNE MPOTHUBOOIMYXOJEBbIX 3P (PEKTOB C UMMYHOCTUMYJIUPYIOIUMHU d(deKTamu.
Taxke CyIIECTBYIOT HMMYHOCTHMYJIMPYIOIIME MOJIEKYJbI, BKIKOYAIOMUE B CeOs: LIUTOKUHBI,
takne kak UJI-2, NJI-4, NJI-12, GM—CSF, ramma—®H, xemokunsl, Takue kak MIP—1, MCP—
1, WJI-8, u daxropsl pocra, Takue kak jgurasa FLT3. Beuio mokasaHo, 4TO KOMOMHHPOBAHUE
UMMYHOCTHMYJIUPYIOLIMX MOJIEKYJ JIMOO B BUAE OENKOB, TUOO C HMCIOJb30BAHHEM JOCTABKH
I'€HOB, B KOMOMHALIUU C OMyXOJIEBBIM CYIPECCOPOM YCHIIUBAET MPOTHBOOMYXOJIEBbIE 3(P(EKTHI.
Kpome Toro, antuTena mpoTHB JFOOOTO M3 3THX COCOUHEHWH MOTYT OBITh MCIOJB30BAHBI IJIS
HALIEJIMBAHUS IPOTUBOPAKOBBIX areHTOB, 00CYKAAEMbIX B TAHHOM JIOKYMEHTE.

[00123] TIpumepamMu UMMYHOTEpAIHii, KOTOPbIE B HACTOSIIIEE BPEMsl UCCIIEIYETCs] WU
UCIIOJIB3YETCsl, SIBJISIIOTCSI MMMYHHbBIE  aJbIOBaHThI, Hampumep, Mycobacterium bovis,
Plasmodium falciparum, guauTpoxsopOeH3on u apomatudeckue coenuHenus (mareHtst CIIIA
Ne 5801005 u Ne 5739169; Hui and Hashimoto, 1998; Christodoulides et al., 1998), tepanus
LIUTOKMHAMH, Hanpumep, uHTepdeponamu a, B u y; rennas tepanus MJI-1, GM-CSF u ®HO
(Bukowski et al., 1998; Davidson et al., 1998; Hellstrand et al., 1998), manpumep, ®HO, NJI-1,
WNJI-2, p53 (Qin et al. al., 1998; Austin—-Ward and Villaseca, 1998; narertst CILIIA Ne 5830880 u
Ne 5846945) n MOHOKJIOHANBbHBIE aHTUTENA, HanpuMep, anTu—ranrauosug GM2, antu—HER-2,
antu—pl85 (Pietras et al., 1998; Hanibuchi et al., 1998, maremr CIIIA Ne 5824311).
ITpeanonaraercsi, 4To OnHA MM OOJbIIEE KOJIMYECTBO MPOTHBOPAKOBBIX TEPAMUIl MOTYT OBITH
UCIIOJIb30BAHBI C ONMCAHHBIMU B JAHHOM JIOKYMEHTE TeparusiMH CallIeHCHHIa FeHOB.

[00124] T1pu akTUBHONW MUMMYHOTEPAITUMA AHTUTE€HHBIA TIENTH, TOJUNIEITUL WA OEJOK,
WIA KOMIIO3UIMIO, WM «BaKLUHY» AayTOJOTMYHBIX WM AJUIOTEHHBIX OIYXOJEBBIX KJIETOK
BBOJIAT, KaK MPABUJIO, C OTAENbHBIM OakTepHaibHbIM anbioBaHTOM (Ravindranath and Morton,
1991; Morton et al., 1992; Mitchell et al., 1990; Mitchell et al., 1993).

[00125] Ilpu amanTHBHON MMMYHOTEPAITUN LIUPKYJIUPYIOIIHE JTUM(POLHUTHI MAIHEHTA HITH
UH(QUIBTPUPOBAHHBIE B OMYXOJIb JIUM(QOLHTHI BBIIEISAIOT in Vitro, aKTHBHPYIOT JIMM(POKHHAMH,
TakuMU Kak MJI-2, wmm TpaHCOyuupyrOT reHaMH HeKpo3a OMyXoJid, U BBOZIAT Hasax (Rosenberg
et al., 1988; 1989).

[00126] B HexkoTOpbIX BapuUaHTax OCYLIECTBJIEHMs, HMMYyHOTEpalusi MOKET
NPEACTaBIATh COOOH MHIHOUTOP KOHTPOJBHOH TOYKM HMMMYHHTETa. KOHTpOJIBHBIE TOUYKH
UMMYyHHTETa JIMOO YBEIMYMBAIOT CUTHAJN (HANpUMep, KOCTHMYJHPYIOIIHE MOJEKYJbI), JTHOO
YMEHBILIAT CUrHaI. MHruOupyomyue KOHTPOJIbHbIE TOYKH HMMYHUTETA, KOTOPbIE MOTYT OBITh
MUIIEHBIO OJIOKAagbl KOHTPOJIBHOW TOYKH HMMYHHUTETA, BKJIIOYAIOT B ce0s aeHO3WHOBBIH
peuentop A2A (A2AR), B7-H3 (taxxe wusBectHoii kak CD276), arrenroatrop B u T-

mumpormroB (BTLA), Genokx 4, acCOLMMPOBAaHHBIA C ILUTOTOKCHYECKMMH T-numdouuramu
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(CTLA—4), Taxxke wu3BecTHbli kak CDI152), wunpgonamun—2,3—nuokcurenasa (IDO),
ummyHornoOynuH kierok—kuuiepoB (KIR), ren 3 akruBaumm numdormros (LAG3), Gemox
3anporpammupoBaHHoi cmepTH 1 (PD—1), nMMyHHOTIOOYIMHOBBII TOMEH M MYLIMHOBBIM JOMEH
3 (TIM-3) T-nmumdorutos, 1 V-nomeH Ig — cynpeccop akrusauuu T-mumdpouuros (VISTA). B
YACTHOCTH, MHIMOMTOPBI KOHTPOJIBHOM TOYKHM HMMYHHUTETa HauesleHsl Ha ocb PD—1 w/mmm
CTLA-4.

[00127] MHruOuTopbl KOHTPOJIBHOW TOYKM HMMMYHHUTETAa MOTYT INPENCTaBISThH COOOM
JIEKAPCTBEHHbIE Ar€HTBI, TAKUE KAaK Majible MOJIEKYJbl, peKOMOMHAHTHBIE (POPMBI JIMTAHIA HIIH
pelenTopoB, WM, B YaCTHOCTH, AaHTHUTENA, TaKhe KakK aHTUTeNa uesjoBeka (Hampumep,
MexnyHaponHas myOnukanust natenra Ne W02015016718; Pardoll, Nat Rev Cancer, 12(4):
252-64, 2012; oba BKJIIOYEHBI B JAHHBIH JOKYMEHT IMOCPEACTBOM CCBhUIKH). Moryt ObITh
UCTIOJIb30BAHbl M3BECTHBIC MHIHOUTOPBI OEJIKOB KOHTPOJBHOH TOYKHM HUMMYHHTETA, WU HX
aHaJOrW, B YaCTHOCTH, MOTYT HCIOJNb30BaThCA XHUMEpHbIE, T'YMAaHU3UPOBAHHbIE WU
yenosedeckue (Gopmbl aHTHTEN. Kak H3BECTHO CHELHANUCTy, IUISI ONpPENEeNIEHHBIX AaHTHUTEI,
YIOMSIHYTBIX B JTAHHOM PAaCKPbITUH HM300pPETEHHUs, MOTYT HCIIOJIb30BATHCS AJTBTEPHATUBHBIC
W/ SKBHUBAJICHTHBIC HA3BaHUA. Takue aibTEepPHATHBHBbIE W/WIN SKBUBAJICHTHBIE HMEHA
SBJIIIOTCST B3aMMO3aMEHSIEMbIMHA B KOHTEKCTE NAHHOTO pacKpbITHs m300pereHus. Hampuwmep,
U3BECTHO, YTO JAaMOpPONM3ymMad TakKe H3BECTEH IOJ AJIbTEPHATUBHBIMH M SKBHUBAJCHTHBIMU
Ha3BanussMu MK-3475 u nemOposn3ymad.

[00128] B HekoTOpBIX BapuaHTaxX OCYLIECTBJIEHHUS, AHTArOHUCT CBsi3biBaHUs PD-1,
NpeacTaBisieT coOO0N MOJIeKyJy, KoTopass MHruOupyer cesizbiBanne PD—1 ¢ ero nurangamm —
NapTHEPAMH IO CBSI3bIBAHUIO. B KOHKPETHOM acmexkTe, MapTHEpaMH IO CBSI3bIBAHUIO JIMTAHZA
PD-1 saBmstorcs PDL1 w/mnmu PDL2. B papyrom BapuaHTe OCYIIECTBJICHHUS, AHTarOHUCT
cszpiBanusl PDL1 mpencrasisier coboit Mosnekyiy, koTopasi mHruoupyer cessbiBanue PDL1 ¢
€ro MapTHepaMu IO CBA3BbIBAHUIO. B KOHKPETHOM acrekTe, napTHepamMu Mo cesi3biBaHuio PDL1
sBisitotcs PD—1 w/unu B7-1. B npyrom BapuaHTe OCYINECTBJICHHs, aHTArOHHCT CBSI3bIBAHUS
PDL2 mnpencraBnser coboit MoOJekysly, KoTtopas HHruOupyer cpsspiBanue PDL2 ¢ ero
NapTHEPAMHU IO CB3bIBAHUIO. B KOHKPETHOM acmekre, NMapTHEPOM MO CBs3biBaHui0 PDL2
siByisieTcst PD—1. AHTaroHUCT MOKET MPENCTaBJISITh COOOM aHTUTENIO, €r0 AHTUTE€HCBS3bIBAIOIIUI
(parMeHT, UMMYHOQAre3UH, CIUTBIA OEJIOK WM ONUronenTuna. VIumocTpaTHBHbBIE aHTHUTENA
onucanbl B mateHTax CIIIA Ne 8735553, Ne 8354509 m Ne 8008449, Bce OHHM BKIIFOYEHBI B
TOaHHBIA JOKYMEHT TOCPEICTBOM CChUIKA. B nmaHHOW OONACTH TEXHUKH H3BECTHBI IPYyrUe
aHtaroHucTsl ocu PD-1 1t umcmonb3oBaHUs B crocodOax, TNPENCTaBICHHBIX B JaHHOM
IOKYMEHTE, Takuhe Kak omucaHHble B nyoOsukarusx mnareHToB CIIA Ne 20140294898, Ne
2014022021 u Ne 20110008369, BCE BKIHOYEHBI B TAHHBIN JOKYMEHT INOCPEACTBOM CCBUIKH.

[00129] B HekoTOpBIX BapuUaHTaX OCYIIECTBJIEHUs, AHTArOHUCT CBsi3bIBaHUS PD-1
npencraBisier  coboit  aHTH-PD-1  anTHTeNno  (Hampumep, HeNOBEYECKOE  AHTHUTEO,
I'YMaHU3UPOBAHHOE AHTHUTEJNIO MM XUMEpPHOE AaHTHUTEeN0). B HEeKOTOpBIX  BapHaHTax
ocymecTBieHus, aHTU—PD—1 aHTUTENO BBIOPAHO W3 TPYIIIBL, COCTOSINEH W3 HHUBOJIyMalda,

nemOpommzymaba u  CT-011. B HekoTOpbIX BapuaHTaX OCYIUECTBJICHHUS, AHTarOHUCT
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cesasbiBaHus PD-1 mpencrasisier coOoii MMMYHOAnre3wH (HampuMmep, HMMYHOAATe3H,
cofepxamuii BHekyeTouHyo uin PD-1-cesaspiBatomyro yacts PDL1 unu PDL2, cautyro c
KOHCTaHTHOH 00JnacThio (Hampumep, obmacts Fc mocnenoBarenbHOCTH UMMyHOrNIoOyianHa). B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJICHHS, AHTArOHUCTOM cBsizbiBaHUs PD—1 siBnsiercas AMP-224.
HuBonymab, Takke uzBecTHbI kak MDX-1106-04, MDX-1106, ONO-4538, BMS-936558 u
OPDIVO®, npexacrasisier coboit aHtu—PD-1 antureno, omucannoe B WO 2006/121168.
ITemOponusymal, Takxe wu3BecTHbii kak MK-3475, Merck 3475, nambOponusymao,
KEYTRUDA® u SCH-900475, npezacrasisier coboli antu—PD-1 antuTeno, omnucaHHOEe B
W02009/114335. CT-011, Taxke usBectHbiii kak hBAT umu hBAT-1, npexncrasnsier coboi
antu—PD-1 anrureno, omucanHoe B WO 2009/101611. AMP-224, tak:ke M3BeCTHbII Kak B7—
DClg, snsercs tubpumabiMm PDL2-Fc pactBopuMbIM penentopoM, omucanHbiM B WO
2010/027827 u WO 2011/066342.

[00130] Jpyrast KOHTpOJbHAS TOYKA MUMMYHHTETA, KOTOpask MOXKET ObITh MHINEHBIO B
criocobax, TpPenCTaBJIeHHBIX B JAHHOM JOKyMEHTe, TpeAcTaBisieT coboii Oenok 4,
acconMupoBaHHbI ¢ nuToToKcHdecknM T—mmmbonnrom (CTLA-4), Takke HM3BECTHBIH Kak
CD152. Tlonnas xk/IHK nocnenosatensHocts CTLA—4 yenosexka umeer Homep noctyna L15006
I'enbanka. CTLA-4 oOHapyxeH Ha mMOBepXHOCTH T—-nmuMQpOUMTOB H JEHCTBYeT Kak
BBIKJIIOYaTENb, koraa oH cBsizad ¢ CD80 nnu CD86 Ha moBepXHOCTH aHTUT €H—TIPE3EHTUPYIOIIUX
kietok. CTLA4 sBnseTrcss WiIeHOM CymnepceMeicTBa HMMYHOTJIOOYJHHOB, KOTOPOE
SKCIIPECCUPYETCS HAa TOBEPXHOCTH T—JHMM(pOLUTOB—XENNEPOB U NepefaeT HHTUOUPYIOIIHN
curHan T-mumoponuram. CTLA4 noxox Ha koctumynupyromuii 0enok T-mumdonuros, CD28,
u obe wmomekynbl cBs3bBatoTcsi ¢ CD80 u CD86, Takke HasbBaemble B7-1 u B7-2,
COOTBETCTBEHHO, Ha aHTUreH-Tpe3eHTupyoommx kierkax. CTLA4 nepenaer MHrHOMpYOIUN
curHan  T-numdouuram, Torma kak CD28 mepemaerT  CTUMyJIMPYIOIIMHA  CHUTHAJL
Buytpuknerounsiiit CTLA4 takxe oOHapyskeH B peryiaTopHbIX T—IuM(pOIHUTaX U MOXKET OBITh
BakeH 11 uX QyHkimu. AktuBauus T-nmumdormros yepes3 perentop T-nmumdonuros u CD28
npUBOIUT K moBbIieHHOM dkcnpeccurt CTLA—4, uHrubutopHoro penentopa 1ajsi Mojekya B7.

[00131] B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHS, WHTMOUTOP KOHTPOJILHOW TOYKH
uMMyHUTeTa TpencraBisier cobori aHTu—CTLA-4 aHtureno (Hampumep, YeJOBEUECKOe
AHTUTEJIO, TYMAaHU3UPOBAHHOE AHTUTENIO M XUMEPHOE AaHTUTEJNO), €r0 aHTUTeH—CBSA3bIBAIO NN
(dparMeHT, IMMyHOAIT€31H, THOPUIHBIN OEJIOK, MJIH OJIMTONENTHI.

[00132] Anrturena npotus CTLA-4 uenoBeka (MM MOJNYyYEHHBIE M3 HUX JOMeHbI VH
w/wm VL), noaxopsmme Aisl UCMONB30BAHUS B AHHBIX CHOCO0AaX, MOTYT OBITh MOJIYYEHBI C
UCTIOJIB30BAHUEM CITOCOOOB, XOpPOIIO HM3BECTHBIX B JAaHHOH OOJNACTH TEeXHUKU. B KkadecTse
aNbTePHATHBBI, MOTYT OBITh HCIONB30BaHbl aHTH—CTLA—4 aHTHTeNna, MpU3HAHHBIE B JaHHOU
obnactu TexHuku. Hampumep, B crmocobax, pacKpbITBIX B JAHHOM JOKYMEHTE, MOTYT OBITb
ucnonp3oBanbl aHTU—CTLA—4 anTutena, packpeitble B: mateHte CIIIA Ne 8119129, WO
01/14424, WO 98/42752; WO 00/37504 (CP 675206, Takxke U3BECTHBII KaK TpemelnMymad;
panee Tuumanmymad), nateHt CIIIA 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
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(anTuteno CP-675206); u Mokyr et al. (1998) Cancer Res 58:5301-5304. Meroas! kaxxaoit u3
BBILIEYNOMSIHYThIX MyOJIMKALUH TeM CaMbIM BKJIIOUEHBI MOCPEICTBOM CCBUIKH. Takyke MOTYT
OBITH MUCIIOJIb30BAHBI AHTUTENA, KOTOPBIE KOHKYPUPYIOT C JIFOOBIM M3 3THX W3BECTHBIX B JAHHOM
o0xacTu TeXHUKH aHTUTEN 3a cBsi3biBaHue ¢ CTLA—4. Hanpumep, ryMaHH3UpOBaHHOE AHTUTEJO
k CTLA—4 onucano B MexnyHapoaHol 3asBke Ha mnateHT Ne WO02001014424, Ne
WO02000037504 wu mnarente CIIIA Ne 8017114; Bce BKIIOYEHBI B JaHHBIM JOKYMEHT
MOCPEACTBOM CCBIIKU.

[00133] UmmoctpatuBHbiM aHTU—CTLA—4 aHTHTENIOM SBISIETCS MMMIMMyMad (Takxke
u3BecTHbIll kak 10D1, MDX-010, MDX-101 u Yervoy®) uiau ero aHTHreH—CBS3BIBAIOIINE
¢parmMeHTl M UX BapuaHTbl (cMoTpure, Hampumep, WO 01/14424). B ppyrux BapuaHTtax
ocyuiectsiieHus, antuteno cogepxkur CDR wmu VR Tsokenoit u jerkod nenu unuammymada.
CoOTBETCTBEHHO, B OAHOM BapHWaHTE OCYIIECTBJICHUS, aHTUTEJIO coaep:kurT nomeHbl CDRI,
CDR2 u CDR3 obnactu VH unmmmmymada, u nomensl CDR1, CDR2 u CDR3 ob6nactu VL
unmwinmMymada. B apyrom BapmaHTe OCYLIECTBIIEHHSI, aHTHTEJIO KOHKYPHPYET 32 CBS3BIBAHHE
u/vumn CcBsi3biBaeTcsi ¢ TeM ke smutonoM Ha CTLA-4, 4ro um BblIeyKa3aHHble aHTUTeNa. B
APYyroM BapHaHTE OCYLIECTBICHHs, AHTHTENIO o0namaer mo MeHblneil mepe okono 90%
UICHTUYHOCTH  aMHUHOKHCJIOTHOH  IOCIIEIOBATENbHOCTH  BapuabenpHOW — obmactu ¢
BBILIEYKA3aHHBIMU AaHTUTENaMH (HAIpUMep, MO MeHblIed mepe okono 90%, 95% wmm 99%
UICHTUIHOCTH BapradeIbHON 001aCTH ¢ UIMIIUMyMa0oM).

[00134] Hpyrue monekynwl mnsg monyisinuu CTLA—4 BxmodaroT B ce0sl JTUTaHIbI U
peuentopsl CTLA—4, Ttakue kak onucaHHble B mateHtax CIIIA Ne 5844905, Ne 5885796 u
MEXAYHapOAHbIX 3asBKax Ha mateHT Ne WO 1995001994 u Ne WO1998042752; Bce BKIIFOUEHBI B
JAHHBIN JOKYMEHT OCPEACTBOM CCBUIKU, U UMMYHOAQATE3UHbI, TAKUE KAK ONUCAHHBIE B IATEHTE
CIIA Ne 8329867, BKJIIOUEHBI B JAHHBIN TOKYMEHT ITOCPEACTBOM CCBUIKH.

[00135] B HEKOTOpbIX BapHAHTAaX OCYINECTBJECHUS, MMMYyHOTEpamus MOXET OBbITh
alanTUBHONW MMMYHOTEpamuel, KOTopas BKIIKOYAaeT B ce0sl MEPEeHOC ayTOJIOTUYHBIX aHTHICH—
cneunpuyecknx T—nuM(POUUTOB, MONyYaeMbIX €X Vivo. T—iUM(pOLMTHI, UCTIONb3yeMbIe IS
aNanTUBHOH HMMYHOTEPANUH, MOTYT OBITh MOJyYyeHbl JUOO MyTeM SKCIAHCHH AHTUTCH—
cneunpuiecknx T—mmdoruTos, b0 nmyreM nepeHauenuBaHuss T—IUM(POLUTOB C TTOMOIIBIO
renHori  umkeHepun (Park, Rosenberg et al. 2011). Brigenenne wu  mepeHoC
onyxoJnecnenupuieckux T—ITUM(OIUTOB OKA3aIMCh YCHELUIHBIMU IPH JIEYEHUH MEIaHOMBL.
Hosele cnemnpuuynoctn B T-nmmdormrax ObUTM  YCHEIIHO IOJNYYEHBI OCPEICTBOM
TEHETHYECKOrO0 TMEepPeHOCa TPAHCTeHHBIX pelentopoB T—nuMQpOUMTOB WM  XHUMEPHBIX
antureHHbplx peuentopoB (XAP) (Jena, Dotti et al. 2010). XAP mnpexncraBmsiror co0oii
CHHTETHYECKHE PELENTOPhI, COCTOALINE M3 HALENNBAIOLIEro (PparMeHTa, KOTOPbI COENUHEH C
OJHUM WIN OOJBIIMM KOJUYECTBOM CHIHAJIBHBIX IOMEHOB B OAHOH ruOpuaHON Monekyne. B
enoM, cesi3biBatOlINi  ¢parmMeHT XAP COCTOMT W3 aHTUreH—CBS3BIBAIOIIETO JOMEHa
ogHouenodeyHoro aHturena (scFv), comepskammero jerkuii u BapuaOenbHbIA (parMeHTHI
MOHOKJIOHAJIbHOTO aHTUTENA, COSANHEHHbIe THOKUM JTMHKepoM. Taxke yCHemHo NpUuMeHsUTUCh

CBA3BIBAOIIHEC Q)paFMeHTbI, OCHOBAHHBIC Ha PELUCITOPHBLIX WJIN JIMTAHAHBIX JOMECHAX.
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Curnaneable TOMeHbI 1151 XAP mepBOoro mokojieHHsl MOJYyHYarOT M3 LUTOIUIA3MATHYECKOM
obmactu CD3-—3era wimm nereli ramma penenrtopa Fc. XAP  ycmemHo moO3BOJIMIH
nepeHanenanBaTh T—IUM(OILUTH HA AHTUTEHBI, SKCIPECCHPYEMbI€ Ha MOBEPXHOCTH OIYX OJIEBBIX
KJIETOK M3 PA3JIMYHBIX 3JI0KAYECTBEHHBIX HOBOOOPA30BaHUH, BKIIFOYAs JUM(POMBI U CONUIHbBIE
omyxonu (Jena, Dotti et al. 2010).

[00136] B ogHOM BapuaHTe OCYLIECTBJIEHHS, COTJIACHO NAHHOM 3asBKE IpeljIaraercs
KOMOMHHPOBAHHAsI TEpaNysl AJIs JIeUeHHs paka, MpuieM KOMOMHUPOBAHHAS TEPAIHs BKIIOYAET B
ceOs1 amanTuBHYKO Tepanuio T-—ymuM@ornuTaMu U MHMMOUTOPOM KOHTPOJIBHON TO4YKH. B omHOM
acrieKkTe, afanTuBHAs Tepanus T—-muMpOIHUTAMH BKJOYaeT B ceOsl ayTOJOTHYHBbIC H/HIN
amnorenHble T—-nmumdouutsl. B apyrom acmekrte, ayTOJOrMYHbIE W/WIM aJUIOTeHHbIE T—
TUM(OLUTHI HALIEJIEHBI HA OMYXOJIEBbIE AHTHICHBI.

Xupyprus

[00137] IIpumepro 60% OONBPHBIX pakoM OyAyT NOABEPraTbCsS XUPYPrHUECKOMY
BMEIIATENIbCTBY ONPEAENIEHHOr0 THUMA, KOTOpPOE BKJIOHYaeT B cedsd NpodHIIaKTHUECKHE,
IUAarHOCTHYUECKUE WM Ul ONpenesieHUs CTaauH, JedeOHble M TaJUTHATUBHBIC OMNEpaIiH.
JleueOHast XUpPyprus — 3TO JICYEHHUE paka, KOTOPOE MOKET HCIIONIb30BaThCs B COYETAHUH C
APYTUMH BHIAMH TEpanuH, TAaKUMH KakK JIEYeHHE COIJIACHO IaHHOMY H300pETEeHHIO,
XUMHOTEpANys, JyueBasi Tepanus, TOPMOHAJIbHAs TEPaIusi, TeHHAs TepaIusi, UMMYHOTEPAIus
W/WN albTepHATUBHBIE METOMBI JIEUEHUSI.

[00138] JleueOHast Xupyprust BKJIOUYAeT B ceOsl Pe3eKIUI0, PH KOTOPOH BCS MJIM 4YacTh
pPaKkoBOH TKaHU (PU3MUECKU YIANAETCs, UCCEKAeTcs W/WIM paspyluiaercs. Pesekuus omyxosu
OTHOCUTCSI K (PU3MYECKOMY YAAJEHHUIO 1O MEHbIIEH Mepe HacTH omyxoju. B nomonHeHue k
PE3EKLMH OIyXOJIH, JIeUeHHEe XUPYPTUYECKUM IyTeM BKJIIOYAaeT B ceOs JIa3epHyK XHPYpPTrHIo,
KPUOXUPYPTHUIO, JJIEKTPOXUPYPTUI0 U  MHUKPOCKONMYECKH KOHTPOJIUPYEMYIO XHUPYPIHIO
(xupyprus mo Moxy). Kpome Toro, mpenmosaraercsi, 4YTo AaHHOE HM300pETeHHE MOXKET ObITh
UCTIOJIb30BAHO B KOMOMHAIIMK C yJAJEHHUEM MOBEPXHOCTHBIX PAKOB, MPEIPAKOBBIX MATOJIOTHIA
WJIA HECBOHCTBEHHBIX KOJHMYECTB HOPMAJIbHOM TKaHH.

[00139] Ilpu ynaneHuH 4acCTH WJIM BCEX PAKOBBIX KJIETOK, TKaHH, WJIA OMYyXOJIU, B TEJe
MOXeT 00pa3oBaThCs TNOJOCTh. JleueHHMe MokeT OBITh BBINIOJHEHO Nepdy3uer, MpsMOit
UHBEKLUMEH WM MECTHBIM NPUMEHEHHEM K O0JIACTH C JIONOJHHUTENBHOW MPOTHBOPAKOBOM
Tepanuel. Takoe JeueHne MOKET MOBTOPATHCS, HampuMep, Kaxasle 1, 2, 3,4, 5, 6 wnu 7 nHew,
unu kaxaeie 1, 2, 3, 4 u 5 Henenb, unu kaxaeie 1, 2, 3,4, 56, 7, 8,9, 10, 11 nnu 12 mecsies.
J103bI 3THX CIOCOOOB JIEYEHUS TAKXKE MOTYT ObITh H3MEHEHBI.

Jlpyrue areHTbl

[00140] Ilpenmomaraercs, 4YTO JAPyrU€ areHThl MOTYT OBITh WCIOJIB30BAHBI B
KOMOWHAIIMMA C HEKOTOPBIMH ACIHEKTaMH JAHHBIX BAPHAHTOB OCYIIECTBIIECHHUS ISl YJIYUYLICHHUS
TepaneBTHUECKOH 3((EKTUBHOCTHU JIEYEHUS. JTH ONOJHUTENbHBIE ar€HThl BKIIIOYAIOT B CEOs:
areHThl, KOTOPbIE BIMSIOT HAa AKTHUBALMIO PELIENTOPOB KJIETOYHOH MOBEPXHOCTU U INEJIEBbIC
KOHTAaKThI, IUTOCTaTUYECKHE U MU (HepeHIUpPYIOIINe areHTbl, MHTHOUTOPBI KJIETOYHON aAre3ny,

Ar€HTbl, KOTOPbHIC MOBBIIIAIOT YYyBCTBUTCJIIBHOCTD FI/IHepHpOJ'II/I(l)epaTI/IBHbIX KJIETOK K
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aTrlONTOTHYECKUM ~ HMHAYKTOpaM, WM Apyrue OHOJIOTHYECKHE AareHThL Y BEJIUYEHUEe
MEXKJIETOYHOHN Iepeadyn CHTHAJIOB 34 CYET YBEJUYEHUs] YMCNA INEeJEeBbIX KOHTAKTOB YCHIIUT
aHTU-runeprpoiudeparuBHbie 3QQPEKTh HA COCENHIOK MOMYJSLHIO TUMIEPIPOTU(EepaTHBHBIX
KJIeTOK. B napyrux BapwaHTax OCYLIECTBJEHMs, LUTOCTaTHUecKue Wiau auddepeHumpyromme
areHTbl MOTYT HMCHOJIb30BaThCS B KOMOMHAIIMU C HEKOTOPBIMH aCMEKTAMHU AaHHBIX BAPHAHTOB
OCYLIECTBJICHHS JJIsI YIYYIIEHUs] aHTH—TUNepnpoardepaTUBHON aKTHBHOCTH CPEACTB JICUEHHS.
IIpeanonaraercsi, 4T0 MHTHOUTOPBHI KJIETOYHOW aire3uyl yayqmaT 3((eKTHBHOCTb TaHHBIX
BAPUAHTOB OCYLIECTBIeHHs. [lpumepamu WHTUOWTOPOB KJIETOYHOH aATe3Ud  SIBIISTFOTCS
uHruOuTopel  kuHasbl (GokanbHoi aaresun (KPA) wu noBactatuH. JIONMOJHHUTEIBHO,
NpPEANoJaraeTcsi, 4YTO  JPyrHe  areHThl, KOTOpPble  MOBBILAKT  YYBCTBHUTEIBHOCTH
runepnponudepaTUBHON KJIETKU K amonTo3y, Takhue KakK aHTUTeIo c225, Moryt ObiTh
UCTIOJIb30BAaHbl B KOMOWHALIMM C HEKOTOPBIMH aCIEKTaMHU JAHHBIX BAPHAHTOB OCYIIECTBIICHHUS
ist yyqineHus 3G exTHBHOCTH JIeYeHHSI.

Halops! u quaraHoctrka

[00141] B pa3nuuHBIX acmekTax H300peTeHHs MpeaycMOTpeH Habop, Comep Kailuii
TEPANeBTHYECKNUE areHThl, W/WIN OPyrue TEepPaneBTUYECKHe areHTbl M areHThl JOCTaBKH. B
HEKOTOPBIX BapUAHTAaX OCYILIECTBICHMs, AAHHOE HM300peTeHHe NpeaycMaTpuBaeT Halop MAis
MPUTOTOBJICHHsI W/WJIM BBEACHUS TEPAUH COMNIacHO m3o0pereHuto. Habop Moxer comepkarthb
peareHThbl, KOTOPbIE MOTYT OBITh MCIOJB30BAHBI IJIsI BBEACHUS aKTUBHOTO WU 3(PPEKTHBHOrO
areHTta(oB) COTJIACHO JaHHOMY u300peTeHui0. PeareHTsl U3 HaOOpa MOTYT BKIIIOUATh B ceds, 1O
MEHbIIEH Mepe, OIUH MHIMOUTOpP 3KCIPECCUU TeHOB (Hampumep, onuronykiueotuasl STAT3),
OofuH Wi OoJbllee KONUYECTBO JMIUAHBIX KOMIIOHEHTOB, OJUH WM OOJbliee KOJUYECTBO
NPOTUBOPAKOBBIX KOMIIOHEHTOB KOMOMHHMPOBAHHOH Tepamuy, a TakXe peareHThl Ui
NOATOTOBKH, MPUTOTOBJIEHUS W/WIIN BBEIEHUS KOMIIOHEHTOB COTJIACHO AAHHOMY HM300pETEHHIO,
VUTH BBITTOJIHSIFOT OJIH MK OOJIbIIIee KOJIMYECTBO HTAIIOB CIIOCOO0B M300peTeHHSI.

[00142] B HeKOTOpBIX BapHaHTaX OCYIIECTBJICHUs, HA0OP TaKKE MOXKET CONIepKaTh
MOIXOIsIlllee KOHTEMHEPHOE CPEACTBO, KOTOPOE MPENCTABISIET COOOM KOHTEHHep, KOTOPBIH He
Oymer pearupoBaTb C KOMIIOHEHTAaMH HaOopa, Hampumep NpoOUPKY 3HHeHnopd,
AHATUTHYECKYIO IUIAIIKY, MpHL, (HIakoH uim npoOupky. KonreliHep MokeT ObITh U3rOTOBJIEH
U3 CTEPHJIN3YEMbIX MaTE€PHAJIOB, TAKHX KaK IUIACTUK WJIH CTEKJIO.

[00143] HaGop MOXeT IOMOJHUTENBHO CONEpKaTh MHCTPYKLHIO, KOTOpasi OMUCHIBAET
NPOLEYPHBIE 3TAIbI CIOCOOOB, U OyAET COOTBETCTBOBATD, IO CYIIECTBY, TEM XK€ MPOLENypaM,
KOTOpBbIE OMHCAHBbl B JAHHOM JOKYMEHTE, WJIM H3BECTHbI CHEIMAJNCTaM B JaHHOW OO0JacTH
TEXHUKH.

ITpumepsnr

[00144] Cnenyromue mnpuMepbl BKJIOUEHBI ISl JIEMOHCTPALMU MPEANOYTUTENbHBIX
BApPUAHTOB OCYIIECTBJIEHUs n300pereHns. CrieranictaM B JaHHONW OOJaCTH TEXHHUKH JOJDKHO
OBITH MOHATHO, YTO METOJbI, PACKPBITBHIE B CIEAVIOIIUX MPHUMEPAX, MPEACTABISIIOT METOBI,
OTKpBIThIE n300perareneM i 3¢(HEeKTHBHOTO MCIONb30BAHMS IPH MPAKTUIECKOM PUMEHEHUN

n300pereHus, H, TakuM 00pa3oM, MOIyT pacCMaTpUBAaTbCA KaK  COCTABIIAIOLIUE



48

NPEATIOYTUTENbHBIE CIOCOOBI ero mpuMmeHeHus. OnHAaKO cHenuanucTaM B TaHHOH oOnacTH
TEXHUKU B CBETE JAHHOTO PACKPBITUS M300pPETEHUS TOJKHO OBITh MOHSTHO, YTO B KOHKPETHBIX
BApPUAHTAX OCYINECTBJICHUS, KOTOPbIE PACKPBITBl, MOTYT OBITh CHENaHbl MHOTOYHCIICHHBIE
U3MEHEHUs, M BCe k€ OyIeT TMOJNyYeHHBbI IMOXOXKUH WM aHAJIOTMYHBIN pesyibrarT Oe3
OTKJIOHEHHS OT CYIIHOCTH U 00beMa N300peTeHus!.

ITpumep 1 — STAT3 —HauenenHble P-3TOKCH OTUTOHYKJIIEOTH B

[00145] Onuronykneorunsl, HaueneHnuoie Ha STAT3, Obumn  paspaboraHsl s
UCTIONB30BaHUs B JUNOCOMHOM STAT3 aHTUCMBICIOBOM JIGKAPCTBEHHOM TMPOAYKTE JJIst
unrubuposanusi skcnpeccun STAT3. HenpepwiBras mnocnenoBarenbrocts kJIHK STAT3
npencrasiena B SEQ ID NO: 5, a nocnenosarenbHocTh Oenka STAT3 npencrasnena 8 SEQ ID
NO: 6. I[TocaenoBaTeIbHOCTh KAKIOTO M3 OJUTOHYKJIECOTUIOB MpeacTaByieHa B Tadmuie 4.

Tabmuua 4. STAT3 aHTUCMBICIIOBBIE TIOCIEI0BATEIbHOCTH

SEQ ID NO: IlocnenoBaTeabHOCTD
1 5- CAA AGT GGC ATGTGA TTC -3°
2 5= GCT ATA CTG CTG GTC AAT -3’
3 5= CTT CGT AGA TTG TGC TGA -3’
4 5’- CTG ATA ATT CAA CTC AGG -3’

[00146] Jlunocomanbubiii  STAT3  aHTHUCMBICIOBON  JIEKAPCTBEHHBIM  MPOAYKT
M3TOTAaBJIMBAIM B COOTBETCTBUU CO CHOCOOAMHM, OMUCAHHBIMU B IAHHOM JOKyMeHTe. Macc—
CHEKTPOMETPUUECKUIN aHAINU3 MOoKa3al, 9To okoyo 80% ONUTOHYKJIEOTHIHOTO JIEKAPCTBEHHOTO
BEIIECTBA UMEIOT OT Tpex 10 ceMU (pochoamdpupHbIX CBsi3eil OcTOBAa. AHANINU3 YaCTUI] NOKA3all,
yro 90% nunocoM uMenu auamerp uactuy 2319 HM uau Mmensbie, 50% IUIIOCOM HUMENH
auaMeTp JacTul 368 HM uiau MeHblue, U okoso 18% munocom umenu auamerp vactun 300 HM
WA MEHBLIE.

IMpumep 2. Hurubuposanme skcnpeccun STAT3 ¢ momompio  P—-sToKCH
OJINTOHYKJIEOTH/IOB

[00147] CnocoOHOCTh JUMOCOMHOTO aHTHCMBICIOBOTO STAT3 areHTa WHrHOUpPOBATH
skcrpeccuro STAT3 Obiia mpoBepeHa Ha IBYX KJIETOYHBIX JIMHUSIX aJICHOKAPLIUHOMBI JIETKOTO,
H1975 u HCC 827. JlunocomanbHbiii STAT3 aHTHCMBICTIOBOU areHT, cooTBercTByrommii SEQ
ID NO: 4 (180 MKI/Mi) WM 5KBHBAJEHTHOE KOJHYECTBO MyCTHIX JIMIIOCOM, HHKYOHPOBAJIH C
KOKAONW KIETOYHOW JMHUell B TeueHue uerbipex aHed. CornacHo naHHbIM Ha Pur. 1
IPOIEMOHCTPUPOBAHO, YTO HHKYyOaLus ¢ TUITOCOMHBIM STAT3 aHTHCMBICIIOBBIM areéHTOM, HO HE
C MyCTBIMHU JINTIOCOMAaMH, CHIDKaeT ypoBeHb 3kcnpeccun STAT3 orHOcHTeNnbHO P—aKTHHA.

[Tpumep 3 — MHrubnpoBanne KU3HECTIOCOOHOCTH PAKOBBIX KJIETOK JIMMOCOMHBIM STAT3
AHTHCMBICJIOBbIM areHTOM

[00148] CnocobHocth nunocoMHOro STAT3 aHTHCMBICIOBOrO areHTa WHTHOHpPOBATH
JKU3HECTIOCOOHOCTh KJIETOK HEMEJIKOKJIETOYHOIO paka JIETKMX Obljla NMPOTECTUPOBAHA HAa TPeX
KJIETOUHBIX JUHUX aneHokapuuHombel jerkux: H1975, HCC 827 u H358. JlunocomanbHbIi

anTucmbIciioBoit STAT3 arent, coorBercTByrommuii ogaoi u3 SEQ ID NO: 1-4, uakyOuposainu ¢
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KaKAOW KJIETOYHOM NuMHUEll B TeueHue derbipex nHeil. CornacHo aaHHbiM Ha Qur. 2A-C
MPOAEMOHCTPUPOBAHO, YTO HWHKyOamuss ¢ JaunocoMHbiM STAT3 aHTUCMBICIOBBIM areHTOM
CHI)KAeT JKHU3HECIIOCOOHOCTh KJIETOK KaKIOW KJIETOYHOW JIMHUM, TpudeM Hauboee
s¢pdexTuBHbIM siBrsieTcs: aunocomMublii STAT3 aHTHCMBICTOBOH areHT, cooTBeTcTByromuii SEQ
ID NO: 4.

[00149] Cnocobnoctbs nmunocomHoro STAT3 aHTHCMBICIOBOrO areHTa HHTHOUPOBATH
pPOCT JNEeHKO3HBIX KJIETOK ObUla MPOAaHAIM3MPOBAHA HA TPEX JHHUSAX JICHKO3HBIX KJIETOK
yenoBeka: K-562, MV4-11 u Kasumi—1. Jlunocomuniii STAT3 aHTHCMBICIOBOIM areHrT,
coorBerctByroumii SEQ ID NO: 4, uHKyOMpOBadM ¢ KaXIOH KJIETOYHOW JIMHUEH B TEYCHUE
yerbipex nHed. CorjmacHo naHHbIM Ha Dur. 3A NPONEMOHCTPUPOBAHO, YTO HHKYyOaIusi ¢
aunocoMHbiM STAT3 aHTHUCMBICIIOBBIM areHTOM CHHKAET KU3HECTIOCOOHOCTh KJIETOK KaKIOH
KJICTOUYHOMN JIMHUM.

[00150] CnocobHocth nunocoMHoro STAT3 aHTHCMBICIOBOTO areHTa WHTHOUPOBATH
POCT KJIETOK JIMM(OMBI TECTUPOBAJIH HA MSITH KJIETOYHBIX JUHHUSIX JUM(OoMbI yenoseka: DOHH—
2, SU-DHL-4, SU-DHL-6, SU-DHL-10 u RL. Jlunocomusiii STAT3 aHTHCMBICJIOBOI areHT,
coorerctBytoumii SEQ ID NO: 4, uHkyOMpOBa M ¢ Ka)XIOH KJIETOYHOH JIMHHEH B TEUEHHE
yerbipex nHei. CornmacHo manHbiM Ha Pur. 3B mpomeMOHCTpUPOBAHO, YTO WHKYyOalus ¢
aunocoMHbIM STAT3 aHTHUCMBICIIOBBIM areHTOM CHHKAET JKH3HECTIOCOOHOCTh KIJIETOK KaIOH
KJIETOYHOM JIMHUM.

[00151] Bce cmocoObl, packpbIThbie U 3asBIEHHbIE B JTAaHHOM JOKYMEHTE, MOTYT OBbIThH
OCYIIECTBJIEHbI M BBIOJIHEHbI 0€3 W3JUIIHEr0 SKCIEPUMEHTHPOBAHUS B CBETE€ JIAHHOTO
pacKpbITHsI U300peTeHHst. XOTs KOMITIO3ULIMU U CIIOCOOBI COTJIACHO JAHHOMY M300pETEeHUI0 OBbLIH
OMHUCAaHbl B TEPMUHAX MPEANOYTUTENIbHBIX BAPUAHTOB OCYLIECTBIEHUS, CIIELIMAIUCTAM B JAHHOU
00J1aCTH TEXHUKH JOJDKHO OBITh OYEBHOHO, YTO K CrmocobaM © Ha JTamax WIH B
MOCJIEIOBATENIbHOCTH 3TAINOB CHOCO0a, OMMCAHHOTO B JAHHOM JTOKYMEHTE, MOTYT MPUMEHSTHCS
U3MEHEHHs, He OTCTYIasi OT KOHLEMIMH, CYIHOCTU U o0beMa u300peTeHus. boyee KOHKPETHO,
OyZeT O4YeBHIHO, YTO ONpEIEJEHHbIE AreHThl, KOTOpbIE SIBISIOTCS KAaK XUMHYECKH, TaK H
(bU3HOJIOTHYECKH POJICTBEHHBIMU, MOTYT 3aMEHHUTh ar€HThI, OMMCAHHbIE B TAHHOM JIOKYMEHTE, U
B TO JK€ BpeMsi OyAyT MOJIyueHbl TAKHe JK€ WM aHAJOTHYHbIe pe3ynbTaThl. [Ipenmnonaraercs, 4To
BCe MOMOOHBbIE aHAJIOTHYHbIE 3aMEHHUTENd U MOAU(PUKALUN, OYEBUIHBIE JJISI CIEIUAIUCTOB B
JAHHOW O0OJNIaCTH TEXHHWKH, HAXONATCS B TMpenejax CYIIHOCTH, O0beMa M KOHLEIUH
u300peTeHws, KaK ONpenesieHo B mpriaraeMoil popmyie n3o0pereHus.

CIIMCOK UCITIOJIb30BAHHBLIX UCTOYHUKOB

Crenyromue UCTOYHUKH B TOH Mepe, B KOTOPOM OHU MPENOCTABISIOT WIUTFOCTPATHBHBIC
MPOLEAYPHbIE WM WHBIE TOAPOOHOCTH, MOTOJHSIOUINE U3JIOKEHHbIE B JAHHOM JOKYMEHTE,
CTELHAIbHO BKJIFOUEHBI B IAHHBIA JOKYMEHT IMOCPEACTBOM CChUIKH.

ITarent CIIIA Ne 4659774

ITarent CIITA Ne 4816571

ITarent CIITA Ne 4870287

[Tarent CIIIA Ne 4959463



ITatent CIITA Ne 5141813
ITatent CIIA Ne 5214136
ITarent CIITA Ne 5223618
ITarent CIITA Ne 5264566
ITatent CIIA Ne 5378825
ITarent CIITA Ne 5428148
ITarent CIIIA Ne 5446137
ITarent CIIIA Ne 5466786
ITarent CIIIA Ne 5470967
ITarent CIITA Ne 5539082
ITatent CIITA Ne 5554744
ITarent CIITIA Ne 5574146
ITarent CIITA Ne 5602240
ITatent CIITIA Ne 5602244
ITatent CIITA Ne 5610289
ITatent CIITIA Ne 5614617
ITatent CIITIA Ne 5623070
ITatent CIITIA Ne 5652099
ITarent CIITA Ne 5670663
ITarent CIIIA Ne 5672697
ITarent CIIIA Ne 5681947
ITarent CIIIA Ne 5700922
ITarent CIIIA Ne 5705629
ITarent CIITA Ne 5708154
ITarent CITA Ne 5714331
ITatent CIIA Ne 5714606
ITarent CIITIA Ne 5719262
ITarent CIITIA Ne 5736336
ITatent CIITIA Ne 5739169
ITarent CIITA Ne 5760395
ITarent CIITIA Ne 5763167
ITatent CIITA Ne 5766855
ITarent CIITA Ne 5773571
ITatent CIITIA Ne 5777092
ITatent CIITA Ne 5786461
ITatent CIITA Ne 5792847
ITarent CIITA Ne 5801005
ITarent CIITA Ne 5824311
ITarent CIIIA Ne 5830880
ITarent CIITA Ne 5846945
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ITarent CIITA Ne 5855911

ITarent CIITA Ne 5858988

ITarent CIITA Ne 5859221

ITarent CIITA Ne 5872232

ITarent CIITA Ne 5886165

ITarent CIITA Ne 5891625

ITarent CIITA Ne 5908845

ITarent CIIIA Ne 9744187
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®OPMYVYJIA H30BPETEHUA

1.  Komnosuuus,  comepkamas  MONYJSLUI  OJUIOHYKJIEOTHIOB,  NpUYEM
OJIUTOHYKJIEOTH bl THOPUIN3UPYIOTCA € TIOJIMHYKJIEOTHIHBIM NpoaykToM reHa STAT3, 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: 1-4.

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

4. Komnoszuuus mo m. 2, OTIMYAKOLIASACA TEM, 4YTO OJIMTOHYKJIEOTHIbl MOIMYJSALUU
conep at nocienoarenbHOCTh cornacHo SEQ ID NO: 2.

5. Komnosuuuss nmo m. 2, OTIMYAKOLIasCs TeM, YTO OJUTOHYKJIEOTHUIbl MONMYJSALUU
coneprat nocienoarenbHOCTh cornacHo SEQ ID NO: 3.

6. Kommosuuus mo m. 2, OTIMYAKOLIASACA TEM, 4YTO OJUIOHYKJIEOTH]bl MOMYJIALUU
coneprat nocnenoarenbHOCTh cornacHo SEQ ID NO: 4.

7. Komnozunust no 1. 1, otnmyaromasicst reM, uto ot 50% 1o 80% ¢ocdarnbix crszeit
OCTOBA MPEACTABIISIIOT OO0 P—3TOKCH CBsI3M OCTOBA.

8. Kommosumust mo n. 7, ornuyaromascs teM, 4to ot 60% no 75% ¢ochaTHeix ceszeit
OCTOBA MPEACTABIISIIOT OO0 P—3TOKCH CBsI3M OCTOBA.

9. Komnozunus no n. 1, otnuyaromasicst eM, uto ot 20% no 50% ¢ocdarHbix ceszeit
OCTOBa MpPEACTABISIFOT co00it hocoanshupHbie CBSI3H OCTOBA.

10. Kommnosuuust o 1. 9, ornuyarommasicst teM, uto ot 25% no 40% docdaTabix ceszeit
OCTOBA MPEACTABIISIIOT co00H PochonuadupHbie CBsI3U OCTOBA.

11. Kommnosumusi mo m. 1, oriauuaromasicss teMm, 4to (ochoarddpupHbie CBsI3U OCTOBA
pacrpeseneHsl 1o BCeMy Ka)KAOMY OJIUTOHYKJICOTUY.

12. Komnosunwst o 1. 1, otnuvarommasics TeM, 4to pochonuspupHbie CBSI3H OCTOBA HE
CTPYNIIUPOBAHbI B MPEAeNax YaCTH KaXXI0r0 OJUTOHYKJIEOTH A,

13. Komnosunus no n. 1, OTiIMYaOIIascss TE€M, YTO MOMNYJSLHS OJUTOHYKJIEOTHAOB
SIBJIIETCSI TETEPOreHHOIN MO KonudecTBy P—3TOKCH cBsizeit ocToBa u (ocoamsdPupHbIX CBA3EH
OCTOBA, UMEIOLUXCS B OJIMTOHYKJIEOTUAX MOMYJISLUH.

14. Komnosuuusi mo m. 1, OTaMYarOWascs TeM, 4YTO OJIMIOHYKJIEOTHIbI IMOMYJALUN
HUMEIOT pa3Mep B npeaenax ot 18 1o 30 HykIeoTHa0B.

15. Komnosunust mo n. 14, oTiMyaromascs TeM, 4TO OJUTOHYKJIEOTUABI MOMYJISALUN
UMeIT cpenHui pasmep 18 Hykmeorunos, mpuueM He Oombuie yem 14 docdaTHbIX cBs3eit
OCTOBA B KQXXJIOM OJINTOHYKJIEOTH/IE TIPEACTABIIIIOT OO0 P—3TOKCH CBA3B OCTOBA.

16. Komnosunuss nmo n. 14, oTiMyaromascss TeM, 4TO OJUTOHYKJIEOTUAbI IOMYJISALUH

UMEIOT cpemHuil pasmep 20 HYKJIEOTHAOB, mpudyeM He Oonbie uem 16 ¢ocdarHbx CBs3eit
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OCTOBA B KQXXJIOM OJINTOHYKJIEOTH/IE TIPEACTABIIIIOT OO0 P—3TOKCH CBSA3B OCTOBA.

17. Komnosuuusa no no. 14, otnuyaromiascs TEM, YTO OJIUTOHYKJIEOTHUIBI IMOMYJISILUN
UMEIOT CpemHMi pasMep 25 HyKIeoTHAoB, mpudeM He Oonbuie yem 20 ¢ocdaTHbIX CBszel
OCTOBA B KaXXJIOM OJINTOHYKJIEOTH/IE IPEACTABIIIIOT OO0 P—3TOKCH CBA3B OCTOBA.

18. Kommnosumuss nmo n. 14, oTnuyaromascs TeM, 4TO OJUTOHYKJIEOTUIbI IOMYJISLIUU
UMEIOT cpeqHui pasmep 30 HyKIeOoTUAOB, pudeM He Oonblre yeM 24 ocdaTHbIX CBA3M OCTOBA
B KaXKJTOM OJIUTOHYKJIEOTH/IE TIPEACTABIISIOT COOON P—3TOKCH CBS3b OCTOBA.

19. Komnozuuumsi nmo m. 1, oTnuyaromascs TeMm, YTO TMOMYJSIUS OJMIOHYKJIEOTHIOB
COAEP>KUT OJIMH BUJ OJIMTOHYKJIEOTUIOB.

20. Komnozummsi mo m. 1, oTiauyaromiasicss TeM, YTO MOMYJSILUS OJUTOHYKJICOTHUIOB
COZAEPKUT, O MEHBLIEH Mepe, 1Ba BUAA OJIUTOHYKJICOTHIOB.

21. Komnozummss no m. 1, oTiauvaromascs TeM, YTO MOMYJSILUS OJUTOHYKJICOTHUIOB
SIBJIIETCS. TeTepOreHHOW 1o pacnpeneneHuio  pochoamdPupHbIXx CBsA3ell ocTOBa Cpemu
OJIMTOHYKJICOTUJIOB MOMYJISLINH.

22. Komnosunusa mo n. 1, oTauyaromascsd TEeM, YTO OJIUTOHYKJEOTHUAbl MOMYJISLIUA
UHruOUpyroT 3Kcnpeccuro Genka STAT3.

23. Kommosunuust mo 1. 1, HOMOJHUTENBbHO conepskainasi (ocONUMuabl, U MPU STOM
OJIUTOHYKJIEOTHBI 1 (pocomumuasl 00pa3yroT ONUTOHYKICOTUA—JTUTUIHBIA KOMIUIEKC.

24, Kommosuuums mno m. 23, ommyaromascs TeM, 49To (HOCONUMUABI  SIBISTFOTCS
He3apsDKEHHBIMU WM UMEIOT HeHTpasbHbIN 3apan npu pusnonornyeckom pH.

25. Kommosuuus mno n. 24, ommyaromascs TeM, 410 (ocHOTUNHIbl SBISIOTCS
HelTpanpHbIMU (pochomunuaamu.

26. Kommosunmsi mo 1. 25, OTIMYAIascs TeM, 4YTO HelTpanbHble (OCchHOTUmIIbI
NPEACTaBISIIOT co00i (HochaTUANIX ONUHBL.

27. Kommnosumusi mo m. 25, OTIMYAIOIIAsACS TeM, YTO HeWTpaibHble (ochomumuast
MPENCTABIISIIOT cOO0H AroseonahpochaTuIuIXOINH,

28. Komnosumusi mo 1. 23, oTMyaromascss TeM, 4to (GocHOTUuabl MO CYIIEeCTBY He
cozlepKaT XOJIeCTepUHa.

29. Kommozunyst 1o 1. 23, OTIMYAr0IIAsAC TeM, YTO (HOCHOIUTUABI M OJUTOHYKJIEOTHIBI
MPUCYTCTBYIOT B MOJIIPHOM COOTHOILIEHHH OT OKoJIo 5:1 1o okomno 100:1.

30. Komnosuumss mo m. 23, OTIMYAKOLIAACS TE€M, YTO OJMIOHYKJICOTHA—JIUIUIHBIA
KOMIUIEKC TOMOJHUTEIBHO OMPEAESISIETCS KaK MOMYJISLUS JIMITOCOM.

31. Komnozunus no n. 30, oTnuyaromascs TeM, 4To no MeHblieir mepe 90% nunocom
HMMEIOT JUaMETP MEHBLIE YEM 5 MKM.

32. Komnosunus no n. 30, OTAMYArOIAsCAd Te€M, YTO MHOMYJISALMS OJMTOHYKJIEOTUIOB
COAEP>KUTCS B MOMYJISALIUU JIUITOCOM.

33. Kommo3uiuss no n. 1, OTIMYAroImasics TeM, 4YTO KOMIIO3ULHUS SBIISIETCS

2
TMOPUITU3UPOBAHHOM.
34. Cnocob ymenbIneHust ypoBHsi skcrpeccuu Oenmka STAT3 B kieTke, BKIFOYAOIMINUNA B

cebs IMPUBCACHUEC B KOHTAKT KJICTKH C KOMHOSI/ILII/IGI\/'I mo. 1.
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35. dapmaueBTHUECKass KOMIO3ULMA, COAEp:Kallas KOMIO3MLMK no n. 23 u
(dapMaleBTHIECKH TPHEMIIEMbII HOCUTENb.

36. Komnosuuus no 1. 35, NOMOIHUTENBHO COoaepKallas XUMUOTEPaNleBTUYECKUN areHT.

37. Cnocob neueHust cyObeKTa € paKkOM WM ayTOMMMYHHBIM 3a00Ji€BaHUEM,
BKJIIOYANOIMIA B ceOs BBegeHHE CyOBEeKTy TepameBTU4ecKH 3((PEKTHBHOTO KOJINYECTBA
(apMaLeBTHYECKONW KOMITO3ULIUH T10 1. 35.

38. Cniocob o 1. 37, OTIMYArOIIUIACS TeM, YTO CYOBEKT SIBJISIETCS] UETIOBEKOM.

39. Cnoco®6 mo mn. 37, OTIMYAIOLIMICA TEM, YTO paKk MPencTaByisieT coOok
HEMEJIKOKJIETOYHBIM paK JIETKOTO, aJeHOKApLIMHOMY MOJKENyIOUHOHN JKeJe3bl, pak MOJOYHOM
JKeNe3bl, paK MPOCTAThl, MEJIAHOMY, PaK TOJCTOM KHUIIKH, JEWKO3, JTUM(POMY, TIHOOIacTOMY,
OCTE€0CapKOMY, paK IMOJIOCTH pTa, pak SMYHUKOB, pak MAaTKH, pak KOCTeH, pak Mo3ra, pak
IIPOCTAThI, paK MMOUYKH, PaK KeayJKa, paK MUINEBOAA, PaK NPSMON KUIIKH, paK MOUYEBOIO My3bIps,
paK siuuKa UJIK pakK MeYeHH.

40. Cnocod mo m. 37, OTIMYAOIIUICS TeM, YTO AayTOMMMyHHOe 3a0oJeBaHue
NpPEeACTaBIsieT COOOM CHUCTEMHYIO KPAacHYIO BOJYAHKY, CIIOHAMJIOAPTPOIATHIO, OOJIe3Hb
ITerpena, 6one3np KpoHa, caxapHslii nuabeT, pacCesHHBIN CKJIEPO3 WA PEBMATOUIHBIN apTPUT.

41. Cnocob mo m. 37, OTJIMYAIOIIUICS TEM, YTO KOMIIO3HMIIMIO BBOJISAT IOIKOKHO,
BHYTPHUBEHHO WJIM BHYTPHOPIOIIHUHHO.

42. Croco® mo m. 37, DOMONHUTENBHO BKIIOYAOINUI B ceOs BBeneHHE CYOBEKTYy IO
MEHBIIEH Mepe BTOPOH NPOTUBOPAKOBOM TEPAITHHL.

43. Crnoco® mo m. 42, OoTIMYAIOIIUICS TeM, YTO BTOpas IMPOTHBOPAKOBAs Teparus
NpeACTaBsieT COoOOM XMPYPruuecKyr Tepamuio, XHUMHUOTEPAINUIo, JIYUYEBYIO TEpaIHIo,
KpUOTEpAIHuIo, TrOPMOHOTEpANuIo, UMMYHOTEPAIUIO, AHTUBUPYCHYIO Tepanuro,
UMMYHOCYTIPECCUBHYIO TEPAINIO0, aHTHOAKTEPHATIBbHYIO TEPAIHIO, AHTUIIAPASUTAPHYIO TEPAITHIO,
IPOTHUBOTPUOKOBYIO TEPAITUIO UM TEPAMTUIO LINTOKUHAMH.

44, Cnocob mo m. 37, OTIMYAIOIIUIACS TEM, YTO BBEJEHHE KOMIIO3ULIUH YMEHBIIAeT
skcnpeccuro 6enka STAT3 y nanuenTa.

ITo noBepenHocTn
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