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KOMBUHHUPOBAHHOE JIEYEHUE 'EMATOJOI'MYECKHUX
OHKOJIOTHYECKHX 3ABOJIEBAHUI

IHNEPEKPECTHAS CCBLUIKA HA POACTBEHHBIE 3ASIBKHT

[0001] [lanHas 3asBKa 3asBiseT NMPUOPUTET MO mpensaputenbHOll 3asBke CLIIA Ne
62/370018 (momanHOW 2 aBrycra 2016 roma), eBpomeickod 3asBke Ha mareHT No
16197293.0 (monmanHoi 4 HOosi0pst 2016 roma) u mpenBapurenbHOil 3asiBke CLIA Ne
62/422738 (16 nosi6pst 2016 roxa), MOJHBIE CONEPIKAHUE KAKIONW U3 KOTOPBIX BKIIFOUYEHBI

B JJAHHBIN TOKYMEHT NOCPENCTBOM CCBUIKH.
HNEPEYEHD IIOCJIEJJOBATEJIbHOCTEN

[0002] [Tannas 3asiBka comep:kut Ilepeuens [locnenoBaTenbHOCTEH, KOTOPBIA OBLT OAAH
B 3JiekTpoHHOM Buzae B (popmare ASCII, ¥ MOJHOCTHIO BKJIIOYEH B JAHHBIA JOKYMEHT
nocpenctsoM ccbuikd. YkazanHas korust ASCIL, cozmannas 17 wuronsa 2017 ropa,

HasbiBaercss PRD3424WOPCT _SL txt u umeer pa3mep 2335 Gaiir.
OBJIACTDH TEXHUKH

[0003] PackpsiTHe n300peTeHs, NPeIOKEHHOEe B JAHHOM JIOKYMEHTE, OTHOCUTCS K JICUSHHUIO
IeMaTOJIOTMYECKUX OHKOJIOTHYECKHX 3a00JIeBaHMI C NMPUMEHEHHeM KOMOHMHAILMM HWHTHOHTOpa

Tenomepasbl U uHruouTopa Bel-2.
YPOBEHb TEXHUKH

[0004] TTarmeHTsl C OCTPBIM MHEIOUAHBIM Jieiiko3oM (OMJI) MMET OrpaHUYeHHbIE
BAPUAHTHI JICUEHHs] HA MOMEHT IMOCTAaHOBKH JMArHo3a, JieueHHe OOBIYHO MPOUCXOIUT B
dopme xumMuoTepanuu, uYTOOBI OBICTPO YMEHBIINTH HArPY3Ky JIEHKO3HBIX KIJIETOK.
[Ipouenypbl HHBa3UBHOTO Jetikadepesa s U3bSTUS OOJBIIOTO KOJINYECTBA JEHKOLUTOB
(HOpMaNbHBIX ¥ TIOABEP)KEHHBIX OONIE3HH) MOTYT NPHUMEHSTBCA MapaJUIEIbHO C
XUMHOTEpanued Uil  BPEMEHHOIO CHIDKEHHMsS HArpy3KH  OIYXOJIEBBIX  KJIETOK.
WnpykimonHas ¢asa XUMHOTEpanud MOXKET OBITh YCIEIIHOW, HO OOJNBIINHCTBO
3I0POBBIX KJIETOK, HAXOMSALINXCS B KOCTHOM MO3T€ MalUeHTa, TaK)Ke MOruOaroT, BbI3bIBAS

HapyIleHue u Tpedys JOMOJHUTENIbHON olJierdaromeil Tepanuu JUisl MPpeaoTBpPALICHHS
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MHQEeKIMM W TOBBIIIEHWs KOJIMYECTBA JIEWKOLUTOB. MOryT OBITh NPHUMEHEHBI
JOTIOJHUTENbHBIE PAYHbl XUMUOTEPANUH B MOMNBITKE YAEPKATh NALIMEHTOB B COCTOSIHUU
PEMUCCHUH; HO PELIUJIUB SBJISIETCS PACIIPOCTPAHEHHBIM SIBJICHUEM.

[0005] Tenomepaza mnpucyrcteyer B Oojee uwem 90% omyxosieli BCeX THUIIOB
OHKOJIOTHYECKHX 3a00JIeBaHUI, M OTCYTCTBYeT B HOPMAJIbHBIX, 3JOPOBBIX TKAHSX.
HmerenbcraT HaTpus SIBJISETCS INEPBBIM B CBOEM KJacce HHTHOUTOPOM TEJIOMEpasbl,
KOTOPBIN NIPEACTABIIAET coboit KOBAJIEHTHO-JIMITUIUPOBAHHBII 13-MepHBbIit
ONUroHyKJIeoTHn (TMOKa3aH HIKe), KoMIuleMeHTapHblii obnactn  PHK-matpuibl
yenosedyeckoi Tenomepasbl (hTR). MmerenscraT HaTpusi He PYyHKLIMOHUPYET Yepe3 aHTH-
CMBICJIOBOH MEXaHU3M U MO3TOMY He UMeeT MOOOUHBIX 3 (PeKTOB, 0OBIMHO HAOIIOTaeMBbIX
IIPU TAKUX METOAAax JiedeHus. MMerenbcTar HaTpUs - 3TO HATPUEBAsS COJIb UMETENbCTATA

(ToKa3aH HUXKeE):
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Ecau me YKa3aHO MHOC HUJIM HEC ACHO U3 KOHTCKCTA, OTChUIKN HUWXKE K UMCTECIbCTATY TAKIKE
BKJIHOUalOT B cebst ero conm. Kak YIOOMHWHAJIOCh BbBILIEC, B YaCTHOCTHU, HUMETECIbCTAT HATPUSA

npeAcTaBisieT coO0I HATPUEBYIO COJIb UMETENbCTATA.

[0006] ABT-199/BennTokiakc (ToproBoe HamMeHOBaHHe Venclexta) - 5To 0noOpeHHBIH
VYnpasieHueM 1o KOHTPOJIO 32 MPOAYKTaMHU MHUTaHUs U JiekapcTBeHHbIMH cpeactamu CIIIA
(FDA) unruburop Bcl-2 ans ucnonib30BaHUs MALMEHTAMH ¢ XPOHHUYECKUM JINM(QOLUTAPHBIM
neiiko3zom (XJIJT) ¢ dell7p, xoTopble pelUAUBUPYIOT/TPYAHO moxmaroTcs edenno. ABT-199
takke m3BecteH kak ABT 199, GDCO0199, GDC-0199 uan RG7601. Xumudyeckoe Ha3BaHHE
ABT-199: 4-[4-[[2-(4-xnopdenmn)-4,4-TUMEeTUIIIIKIOTeKCeH- | -1 | MeTw Jnunepasus- 1 -mn]-N-
[3-HuUTpO-4-(OKCaH-4-mMeTHIaMuHO ) perm | cynbdonmi-2-( 1H-muppono| 2,3-b jnupunun-5-
wiokcu)oerzamun (CAS Ne 1257044-40-8). Ecnu He yka3aHO WHOE WM HE SICHO U3 KOHTEKCTa,
otcbutku Hike K ABT-199 Ttakke BKIIIOYAKOT B ce0s ero (papMalieBTUIeCKH MPUEMITUMBbIE COJIH.
B uwactHOoCcTH, KOHKpeTHO B [Ipumepax ABT-199 ucnonb3oBajy B 1eMNpOTOHUPOBAHHON (opMe.
[0007] ABT-199, moka3aHHBIII HUXE B NENPOTOHHPOBAHHOW (popme, BBICOKO crenuduyueH K
Bcl-2, B ornmume OT npyrux HHTHOMTOPOB IMEPBOTO IOKOJIEHHS, KOTOPBIE IEMOHCTPUPYIOT
apUHHOCTh K PONCTBEHHBIM HjieHaM cemeiicTBa Bcl m BbI3bIBatOT O0jiee CHIIbHBIE TTOOOYHBIC
s¢p¢exter. Murubuposanue Bcl-2 Onokupyer mnpoanonToTHYeCKHe CUTHANbBI, BbI3BAHHBIE
NOBPEXXACHUEM MM aHoMaiusMu B kierouHod JIHK, m B KOHEYHOM HTOre NPUBOIUT K
3arporpaMMHPOBAHHON KJIETOYHOHN rudenu B 0OpabOTaHHBIX KJIETKaxX 4depe3 Kacla3HbIA Kackan,

U aroNTO3 Yepe3 MUTOXOHAPUATIbHBIN CUTHAIbHBIN My Th.

ABT-199 (nokasaH B IenpOTOHUPOBAHHOHN (popMme)
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YPOBEHDb TEXHUKH

[0008] KomOuHupoBaHHOE n0O3upoBaHME uMeTenbcTaToM Hatpus u ABT-199 knerok OMJI
o0ecreynBaeT MPUHLUIHAIBHOE HOBOE JIEUEHHE IeMaTOJIOTHYeCKUX PAKOBBIX 3a00/€BaHUN U, B
gactHocTH, OMJI. MMerenbcTaT HaTpusi B HACTOsilIEee BpeMsl KIMHUYECKH HCCIEAYETCs IpH
muenounHom pudposze (M®P) u muenonucrnacrudeckom cunapome (MJIC). ABT-199 onobpen
FDA nns XJUI (xpoHrueckoro TuM@OIUTapHOTrO Jieliko3a) U Takke uccienyercs: mpu OMJL

[0009] [Tpu BBemeHMM B KOMOHWHAIMM 3TU JBa areHTa MOTYT CIIOCOOCTBOBATh aronTo3y B
pakoBbIX KjeTkax. [Ipu BBeeHUU B KOMOWHAIIMY 3TH JIBA ar€HTa MOTYT JICUUTh PaK y CyOBeKTa,
HY>KAAIOIIErocs B 3TOM.

[0010] CooTBeTCTBEHHO, OAWH BapHAHT OCYIIECTBJICHUS HU300pETEHUs] MPENCTaBisieT COOOMU
CHOCO0 JIEYEHHUs] Te€MaTOJIOTHYECKOTO OHKOJIOTUYECKOro 3a00JieBaHUs], BKIJIOYAOIIUN B ceOs
BBEJICHHE KOMOMHAUMM WHrHOMTOpa TenoMepasbl W umHruoutopa Bcel-2  cyOwexry,
HY>KJAI0IIEMYCsl B 3TOM.

[0011] B BapwaHTe OCyIIECTBIEHHUS CIIOCO0A, MHTUOUTOpP TENIOMEpas3bl MPEACTABISIET COOOU
uMerenbcTar. B apyromM BapuaHTe OCYIIECTBJICHHS, HMETENbCTAT IMPEACTABISIET COOOM
UMeTeNbCTaT HaTpusi. IMETeNnbeTaT Uit UMETEeNbCTaT HATPHUsI MOXKET ObITh BBEJIEH B T€UEHHUE 1,
2,3,4,5 6,7, 8 win Oonee 8 UUKJIOB AO3MPOBAHMS, KKIbIM LHUKJI BKJIIOYaeT B ceds: (a)
BHYTPUBEHHOE BBeleHHEe OKoio 7-10 wMr/kr umerenscrata pas B dYerbipe Hemenw, (b)
BHYTPUBEHHOE BBeleHHE OKOJNO 7-10 MI/Kr ummerenbcTaTa OJUH pa3 B HENEMIO B TEUEHUE
YeThIpex Henelb; (C) BHyTPUBEHHOE BBEIEHHE OKOJIO 2,5-10 MI/KT MMeTeNbCTaTa OJUH pa3 B TPU
Henenu; win (d) BHyTpuBeHHOE BBeeHHe OKOJO 0,5-9,4 MI/KT MMETeNbCTaTa OIUH pa3 B YEThIPE
HeZemu.

[0012] Ciocob nedenuss MOkeT OBITh KCIOJNB30BAH IS JICUEHUS TeMaTOJOTUYECKOrO
OHKOJIOTUYECKOro  3a0oyieBaHMsl, BBIOPAHHOTO H3: OCTPOrO0  MHUEJIOUJHOTO  JIeHKO03a,
UIMONIATHYECKON TPOMOOIIMTEMHUH, HMCTHHHON MOJMLIUTEMUH, TNEepPBUUHOrO Muenodguodposa;
CUCTEMHOIO  MAcTOLMTO3a, XPOHMYECKOTO  MMEJOMJHOTO  JIeHKO03a,  XPOHHYECKOIo
HEHTPO(HIBHOTO JIEHK03a; XPOHHYECKOrO 303MHOMUIILHOTO Jieiiko3a, pedpakTepHON aHEMUH C
KOJIBLIEBBIMH cHIepoOIacTaMu;, pepakTepHON IUTOMEHUS ¢ TUCTIA3UeH Pa3HbIX TUIIOB KIIETOK;
pedpaxTepHoil aHemMun 1-ro THMa ¢ M30BITKOM OJIACTHBIX KJIETOK, pepakTepHOH aHEMHHU 2-TO
TAMa ¢ W30BITKOM OJAaCTHBIX KJIETOK, Muenonuciiactudeckoro cuuaapoma (MJIC) c
obHapyxeHHo#  memeumeir  (5q); Hekiaccupuuupyemoit  MJIC;  XPOHHYECKOTO
MHEJIOMOHOLMTapHOro  Jneiiko3za (XMJI), aTUmMMYHOrO  XpPOHUYECKOrO0  MHENOJIEeHKO03a,
IOBEHUJIBHOTO MHEJIOMOHOLIUTAPHOTO NeiKo3a,

MHENONPOIH(EepPaTHBHBIX/ MUEIOJUCIUIACTUIECKUX CHUHAPOMOB - HeKJaccupuiupyembix, B-



5

mum¢podnacTHoro seiiko3a/mumbomsr, T-nmumdobnacTHOro neiikosza/mimpomsr, auddy3HOH
KPYIHOKJIETOUHOH B-nmumorurapHoit 1uMpomsl, mepBUYHON TMM(POMBI LIEHTPATBHOH HEPBHOM
CHCTEMBI; IEPBUYHON CpeqHecTeHHOH B-knerounoi mumdomsr, numdombl/ neiikemun bepkurra;
domnmukynspaoit  numbombel,  xpoHudeckoro  sjmumdoneiikoza  (XJUJI)/menkoknerouHoi
AUMQOLUTAPHOH UM OMBI, B-mumdouurtapaoro  npoauM@poLUTAPHOTO  JIEHKO3a;
IUMQOIUIA3MOLIUTAPHOM M} OMBI/ MaKpOTI00yTHHEMUH Banbnencrpema;
MAHTUHHOKJIETOYHOH JIUM(OMBI, JUM(POMBI KPaeBOHl 30HBI, MOCTTPAHCILIAHTAI[HOHHBIX
mamdonponudepaTuBHblx  Hapymenwit; BHWY-accoumnpoBaHHbIX  UM(pOM;  MEPBUYHON
BBIMTOTHOW JIUM(OMBI, BHYTPUCOCYIUCTOH KPYMHOKJIETOYHOH B-mumdonurapHoii num@pomsr,
NepBUYHON  KOKHOH  B-nmumdoruraproii  mUMQOMBL,  BOJIOCATOKJIETOYHOTO  JIEHKO3a;
MOHOKJIOHAJIbHOH T'aMMOIIATUH HEM3BECTHOTO 3HAUYEHHsI, BSUIOTEKyIIEeH MHOXKECTBEHHOU
MHEJIOMBI;, 1 000COOJIEHHOM TIa3MOIMTOMBI (000COOIEHHON KOCTHON M SKCTpaMeny JUIsipHOi). B
OJHOM BapHaHTE OCYINECTBJIEHHUs, TI€MAaTOJOIMYECKOe OHKOJOrH4Yeckoe 3aloyieBaHHe
MpeNCTaBisieT COOOW  OCTPBI  MHUEJIOUAHBINA Jieiiko3. (COOTBETCTBEHHO, OJWH BapUaHT
OCYIECTBJICHHs] M300peTeHHs] MPeACTaBsieT coO0H Ccrmocod JiedeHHs] OCTPOro MHUEJIOUIHOTO
Jeliko3a, BKIIOYAOIuil B cebs BBeneHne umerenbcrata U ABT-199 cyOwexty, crpanaromemy
OCTPBIM MUEJIOMIHBIM JIEHKO30M.

[0013] Ipyroii BapraHT OCYIIECTBIIEHUS] H300PETEHUS IPEACTABIIIET COOO0M Crocod MHAYKLIUU
amonTo3a B T€MAaTOJIOTUYECKOW pPakoBOM (OHKOJIOTHYECKOW) KJIETKE, BKJIFOYAOIUNA B ceOs
NpUBEICHNE B KOHTAKT KJETKH C TeparneBTUYecKd 3(Pp(EeKTUBHBIM KOJMYECTBOM HHrHOUTOpA
TeJIOMepa3bl U NPUBEIEHHE B KOHTAKT KJIETKH C TepaneBTHYECKH 3(P(PEKTUBHBIM KOJIHMYECTBOM
unruouropa Bcl-2. B HEKOTOpbIX BapuaHTax OCYINECTBIICHMS, HHIMOHTOp TeIOMepasbl
npeAcTaBisieT coOOi UMeTeNnbCcTaT WM HMMETENbCTaT HaTpus. B HEKOTOpBIX BapUaHTaX
OCYLIECTBJIEHHs, B YACTHOCTH, KOTIa MPUMEHSIIOT UMeTebcTaT, HHruoutop Bel-2 mpencrasnsier
coboii ABT-199. B HEKOTOpBIX BapuUaHTAaX OCYLIECTBJECHHS, TI€MaTOJOTHYECKYIO PAKOBYIO
KJIETKY BBIOMPAIOT U3 CIEAYIOLIMX THIIOB ME€MATOJOIHYECKOTO OHKOJOTHUYECKOTO 3a00JI€BAHUS:
OCTPOr0 MHUEJIOMHOTO JIEHK03a, WANONAaTUYECKOH TPOMOOIIMTEMUH;, HCTHHHOW NOJIHLIUTEMHY,
NEPBUYHOTO MUENOPUOPO3a; CUCTEMHOTO MAacTOLIMTO3a, XPOHUYECKOTO MUEJIOHIHOTO JIEHKO3a;
XPOHHYECKOTO  HEHTPOPHIBPHOrO  JIEMKO3a;, XPOHHYECKOTrO0 303WHO(UIBHOTO  JIEWKO33,
pedpaxTepHOii aHEMHH C KOJBLEBBIMH cHaepoOmacraMu, peQpakTepHOH LUTONEHHS C
IWCIIIa3Hel pa3HbIX THIOB KIETOK, pedpakTepHOH aHeMHuH 1-ro Tuma ¢ M30BITKOM OJIACTHBIX
KJIETOK, pedpakTepHO aHeMuUu 2-r0 THMa C  HU30BITKOM  OJACTHBIX  KJIETOK;
muenoaucmactuaeckoro  cuaapoma  (MJIC) ¢ oOnapyxenHoit — menemmeidt  (5q);

Heknaccupumupyemoit  MJIC; XpOHHUECKOro MHEJIOMOHOIHUTAapHOro Jeikoza (XMJI);
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ATUIUYHOTO XPOHHYECKOTO MHENIONEHKO03a; FOBEHUJIBHOIO MHEJIOMOHOLIUTAPHOTO JIEHKO3a;
MHENONPOIH(ePaTHBHBIX/ MUEIOJUCIIACTUIECKUX CUHAPOMOB - HeKJacCUpuIupyeMbIx, B-
mum¢pobnactHoro neiikosa/mumbomsr, T-nmumdobnacTHoro neiikosza/miMmpomsl, audpdy3HON
KPYIHOKJIETOUHOH B-nmumdornurapHoii 1uMpomsl, nmepBUUHON TMM(OMBI IEHTPaJIbHONW HEPBHON
CHCTEMBI; IEPBUYHON CpeIHECTeHHOH B-kieTounoii numpomsbr, mumdomby/ nerikemun bepkurra,
domnukynsapHoil  MUMGOMBL,  XpOHHYECKOoro  sumdodneiikoza  (XJLJI)/MeaKokIeTOYHOM
auMporHuTapHOl  TUM(OMBI; B-nmumdorurapaoro  npomuMm@oruTapHoro - Jieikosa;
TUMEPOTIIAa3MOLIUTAPHOM UM OMBI/MaKpOTIOOyTHHEMU U Banbnencrpema,
MAHTUHHOKJIETOYHOH JIUM(POMBI, JUM(POMBI KPaeBOH 30HBI, MOCTTPAHCILIAHTAI[HOHHBIX
mam¢onponudepaTuBHbix  Hapymenwit; BHWU-accoummpoBaHHbIX  UMpOM;  MEPBUYHON
BBIMTOTHOW JIUM(OMBI, BHYTPUCOCYIUCTOH KPYIMHOKJIETOUHOH B-nmumdormrapHoil uMQpOMBL,
NepBUYHON  KOKHOH  B-nmumdoruraproii  mUMQOMBL,  BOJIOCATOKJIETOYHOTO  JIEHKO3a;
MOHOKJIOHAJIbHOH T'aMMOIATHH HEM3BECTHOTO 3HAUEHHs, BSJIOTEKYLIEH MHOKECTBEHHOM
MHEJIOMBI;, 1 000COOJIEHHOM MIa3MOIUTOMBI (000COOIEHHOH KOCTHON M SKCTpaMeny JUIsipHOii). B
OJHOM BapHaHTE OCYLIECTBJIEHHUs, TI'E€MATOJOIHMYeCKOe OHKOJIOTHYecKoe 3aloyieBaHHe
MPEICTaBIISIET COOOM OCTPBIN MHENOUIHBIH Jeitko3 (OMJI).

[0014] Cioco0 WHAyKOMH aronTo3a MOXKeT OBITh OCYIIECTBJICH i1 VIVOo WU iR Vilro.
COOTBETCTBEHHO, ONMH BapHaHT OCYINECTBJIEHUS HM300pPETEHUs] MPEACTaBIsieT cOOOH in vitro
croco0 MHAYKLMY aIonTo3a B KJIETKE OCTPOro MuesougaHoro neiikoza (OMJI), Bxitoyaromuii B
ceOsi: mpuUBENEHHE B KOHTAaKT KJIETKH C TepaneBTUYeCKH H(PPEKTUBHBIM KOJIUYECTBOM
UMETeNbCTaTa HATPHs, W NPHUBEICHWE B KOHTAKT KJIETKH C TEepPameBTUUECKH 3((PEeKTHBHBIM
xonmmuectBoM ABT-199. B ppyrom BapuaHTe OCYINECTBIEHHS, CIIOCOO BKIIOYaeT B ceds
BBEJCHHE TepaneBTUYeCKH d((EKTHBHONO KOJUYECTBA HHTUOUTOpPA  TENOMepasbl U
uHruouTopoB Bcl-2 cyObekTy, HMErIeMy reMaToJIOrHUeCKOe OHKOJIOrHYecKoe 3ab0eBaHue.
[0015] Ipyroii BapuaHT OCYIIECTBJIIEHUST H300peTeHHss TpeACTaBisieTr cobol  Hadop,
COAep KalMiA: 103y HMHTHOMTOpa TeJoMepasbl (HAmpuUMep HMETENbCTaTa), B KOJUYECTBE,
5¢(GeKTUBHOM TpH BBEOEHWH [UI WHAYKLIUU aronTo3a B TIeMaTOJIOTUYECKOH pPaKkoOBOU
(oHKONIOTHYECKOW) KIleTKe;, u 103y uHruomropa Bcl-2 (Hampumep, ABT-199), B xonudectse,
5¢¢GeKTUBHOM TpH BBEOSHWHM Ul WHAYKLIUU aronTo3a B TIeMaTOJIOTUYECKOH pPaKkoBOH
(oHKOIIOTHUECKOM) KiIeTKe. B ele oqHOM BapHaHTe OCYINECTBJICHUS, H300peTeHNe OTHOCUTCS K
(apManieBTUIECKONH KOMITO3UIIMH, COAEpKAlled HMETENbCTaT, WM HMETENbCTaT HATpUs, U
ABT-199. Kommnosummss MOXeT ObITh NPUTOTOBJIEHA MJIs JIEUEHHs] OCTPOrO MHEJIOUIHOTO
JEUKO3a.

[0016] M300peTeHne Takke OXBaThIBAET MPUMEHEHNE HMETEIbCTATA TN UMETENbCTAaTa HATPHSI
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IUISL JIEYEHHUs] Te€MaTOJIOTHUECKOTO OHKOJIOTUYECKOro 3a00JIeBaHMs Y MALMEHTa, MPOXOASIIETO
tepanuro ¢ BCL-unrubmpoBanneM. B npyrom BapuaHTe OCYINECTBIIEHUS, H300peTeHHE
HanpasieHO Ha npuMeHeHue ABT-199 nns neueHus remMarosorHyecKOro OHKOJIOTMYECKOTO
3a00eBaHys y MALMEeHTa, IPOXOASIIETO TEPANUI0 C HHIMOMPOBAHUEM TEJIOMEPA3hl.

[0017] AnprepHaTHBHBIE BapUaHTBl OCYLIECTBJIEHHs u300pereHus otHocsTes K. (1)
UHTHOUTOPY TeJoMepasbl (HampuMep HMEeTEeNbCTaTy WIM HMETeNIbCTaTy HaTpus) AJIs
NPUMEHEHUsI B CIOCO0E JIeYeHMsT TIeMaTOJIOTMYeCKOro OHKOJIOTHUECKOro 3aboyieBaHUs,
BKJIFOHYAIOLIEM B ce0st BBeIeHHE HHIHOUTOpa TesioMepasbl 1 nHruonTopa Bel-2 (Hanpumep ABT-
199) B xoMOuHaIMK CyOBEKTY, HYKIAIOMIEMYCs B 3TOM; WK (2) KOMOWHALIMHY, BKJIOYAIOIIEH B
ceOst THrHOUTOP TeoMepasbl (HApUMep UMETENbCTAT UIIM UMETEIbCTAT HATPHUS) U HHTHOUTOD
Bcl-2  (mampumep Bcl-2) nmnst mpumeHeHHss B crioco0e  JIEUEHHST T€MAaTOJIOTMYECKOro
OHKOJIOTHUYECKOro 3a0oyieBaHMs], BKJIOYAOmEM B ceds BBeNeHHE KOMOWHAIMHU CYOBEKTY,
HYKIAIOIIEMyCst B STOM. B JaHHBIX BapHaHTax OCYLIECTBIEHHs, T'€MaTOJOTHYECKOEe
OHKOJIOTUYECKOe 3a00JIeBaHNE MOXKET NPEACTaBIATh COOOH OCTpBI MHUENOWAHBIN Jeliko3. B
AJIbTEPHATHBHOM BapHUaHTE, FeMaTOJIOTHUECKOE OHKOJIOTHYECKOe 3a00JieBaHNE BBIOMPAIOT U3
octporo wmwuenougHoro Jeikoza (OMJI), wupmomaTudeckod TPOMOOLUTEMUU, WCTUHHOU
NOJMLUTEMUH; TEPBUYHOrO MHUenopuOpo3a, CHCTEMHOTO MAaCTOLUTO33a, XPOHHYECKOTO
MHUEJIONIHOTO  JIeHKO3a,  XPOHHYECKOTO  HEUTPOQUIBHOrO  JIEMKO3a,  XPOHHUYECKOIrO
503MHOPMIBHOrO  JIeHko3a, pedpakTepHOH aHEMHUH C KOJbLEBBIMU CHAEpPOOIAcTaMuy,
pedpaxTepHON LUTONEHUH C AUCILIA3HEH Pa3HBIX TUIOB KJIETOK, pedpaxTepHON aHemMuu 1-ro
TUMA ¢ U30BITKOM OJIACTHBIX KJIETOK, pedpakTepHON aHeMHH 2-TO THMA C U30OBITKOM OJIACTHBIX
KJIeToK, Muenoaucruiactuueckoro cunapoma (MJC) ¢ oOHapyxkenHoit penenmer (5q);
Heknaccuuuupyemoii  MJIC; XpOHHYECKOrO0  MHEJIOMOHOLMTApHOro Jeikoza (XMJI);
ATHIUYHOTO XPOHHYECKOrO MHENONEeHKO3a;, FOBEHUJIBHOIO MHEJIOMOHOLIMTAPHOTO JIEHKO3a;
MHEJIONPOTH(EePaTUBHBIX/MUEIOUCIIACTUIECKHX CUHAPOMOB - HEKJacCUpUIUpPyeMbIx;, B-
mampodnactHoro sefiko3a/mumbomsr, T-nmumdobnacTHoro neiikosza/mampomsr, audpy3HON
KPYIHOKJIETOUHOH B-mumdonurapHoii 1uMpoMbl, mepBUYHON THM(OMBI EHTPAIbHONH HEPBHOU
CHCTEMBI; IEPBUYHON CpeqHeCTeHHOH B-kierounoit mumdomsr;, tumdombl/ neiikemrn bepkurra;
domnukynspaol  numMpoMbl,  xpoHudeckoro  jmmdoneiikoza  (XJLJI)/menkokneTouHoM
muMponuTapHOl  TUM(OMBEL; B-nmum¢oruraproro  mpomuMdornurapHoro  Jeikosa;
MM OTLIIA3MOLIIUTAPHON M OMBI/ MaKpOTJIOOyTMHEMU T Banbnencrpema,
MAaHTUHHOKJIETOYHOH JUM(OMBI, JUMGPOMBI KpPaeBOll 30HBI, MOCTTPAHCIUIAHTALMOHHBIX
mam¢ponponudeparnBHblx  Hapymenuit; BHWY-acconmmpoBaHHbIX  UM(pOM;  NEPBUYHON

BBIMTOTHOM JIUM(OMBI, BHYTPUCOCYIUCTON KPYMHOKJIETOUHOH B-nmumdonurapHoil nmumpoMmsr,
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NepBUYHON  KOXHOH  B-nmumdorurapHoii  TUMQOMBL,  BOJIOCATOKJIETOYHOTO  JIEHKO3a;
MOHOKJIOHAJIbHOH T'aMMOIATUH HEM3BECTHOTO 3HAUEHHs, BSUIOTEKYLIeH MHOXKECTBEHHOM
MHEJIOMBI;, 1 000COOJIEHHOH M1a3MOITUTOMBI (000COOIEHHOH KOCTHOM M SKCTpaMeny JuisipHoii). B
JAHHBIX BapHAHTaX OCYLIECTBJICHHUS,, KOMOWHAIS HHIMOUTOpa TeloMepasbl U nHruoutopa Bel-
2 UHAYLMPYET aronTo3 reMaToJIOrMYeCKUX PAKOBBIX KJIETOK.

[0018] [domonHuTenbHBIE BAapUAHTBI  OCYINECTBIEHUs u300peTeHuss otHocsATes K. (1)
UMETEeNbCTaTy HATPUsl JJII NMPUMEHEHHsI B CIIOCO0E JIEYEHHS] OCTPOrO MHUENIOHIHOTO JICHKO32a
(OMJI), mpuvem crnoco0 BkiIOYaeT B ceOsi BBemeHue uMeTenbcrata Hatpuss u ABT-199 B
KOMOWHaIMU CyObeKTy, Hyxparomemycst B 3ToM; (2) ABT-199 nns nmpumeHeHHst B criocode
JIeUEHUs] OCTPOro MuenouaHoro yeiikosza (OMJI), npudem croco0 BKJIOYaeT B ceOsi BBEACHHE
ABT-199 u umerenbcTata HaTpUsl B KOMOMHALIMH CyOBEKTY, HYKIAIOIIEMyCst B 3TOM; HIH (3)
KOMOMHaIMy, copepkameid umerenbcraT Hatpusi 1 ABT-199, nnsa mpumenenust B crocobOe
JIeUeHUs] OCTPOro MuenouaHoro yeiikosza (OMJI), npudem croco0 BKJIOYaeT B ceOsi BBEACHHE
KOMOMHAIMK CyOBEKTY, HYXKIAIOIIEeMycs B 3TOM. B [aHHBIX BapuUaHTaX OCYLIECTBIICHHS,
UMETeNIbCTaT HATPUs MpEeIHa3HaueH il BBeAeHus B Teuenue 1, 2, 3, 4, 5, 6, 7, 8 unu Oonblie
yeM 8 IUKJIOB JO3UPOBAHMS, KXKAbIM IMKJ BKIOYaeT B ceOs: (a) BHYTPHBEHHOE BBEICHUE
okoio 7-10 MI/kr uMeTenbcTaTta HaTpUs pa3 B deTblpe Henmenu; (b) BHYTPUBEHHOE BBEICHHE
okoJ10 7-10 MI/Kr UMeTenbcTaTa HaTPHsl OAMH pa3 B HEHENO B TEUEHHE UeThIpeX Heneunb; (C)
BHYTPUBEHHOE BBEAICHHE OKOJIO 2,5 - 7 MI/KI UMETeNbCTaTa HaTPHsl OAUH Pa3 B TPU HEENH; WU
(d) BHyTpuBeHHOE BBemeHune okoino 0,5-9,4 MI/Kr mMmerenbcTata HATPHUsl OOUH Pa3 B YETHIPE
Heznenu. JIOMONMHUTENBbHO, B AaHHBIX BapuaHTax ocyuiectBieHus ABT-199 nmpennasnauen s
BBeZieHUs B 03¢e: (a) okoji0 50-400 mr ABT-199 B cytku; (b) okono 2 mr ABT-199 B 1-e cyTku
C €KECYTOUHBIM YBEJIMYEHHUEM A0 KOHEYHOH N103bl OKOJO 800 MI B 6-€ CYTKM U €XECYyTOYHO
nocye 3toro;, win (¢) okoio 25 mr ABT-199 B 1-e CyTKHM € €XKECYyTOYHBIM YBEJIUYCHUEM [0
KOHEYHOU 103bl 0K0JO 400 Mr B 5-€ CyTKM M €XeCyTO4YHO nocyie 3Toro. Takke B JaHHBIX
BapuaHTax ocymectBieHusi, BeeneHue ABT-199 mMoxker oCymecTBIATBCS 32 CYTKH 110, 4Yepes

CYTKH MOCJIE, UJIH B TC XK€ CYTKH BBCACHUA UMECTECIbCTATAa HATPHA.

KPATKOE OIIUCAHUE YEPTEXEH

[0019] ®ur. 1A u 1B nemoHCTpupyOT pe3ynbTarhl 00padboTku kietok KG-1 mMerenscratom
Hatpust w/umn ABT-199 B teuenmne 48 uacoB. @ur. 1A neMOHCTpUpPYeT TOUeUHbIE rpaduku
kiaerok KG-1 mocne 48-uacoBoii o0paboTku pasnuyuHbIMH KoHLeHTparmsMu ABT-199 w/mnun
MMETeNbCTaTa HATpHs, U OKpalIMBaHWE AaHHEKCMHOM V u Homunom nponuauss. Pur. 1B

neMoHCTpupyeT Trpaduk % amonTOTHYECKUX KJIETOK B 3aBUCHMOCTH OT KOHIEHTPALMH
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coennHeHus Ut 48-qacoBoit oOpaboTku kierok KG-1 paznuunsimMu konueHTpanusivu ABT-199
W/WIIN UMETENbCTaTa HAaTPHUs. ATNONTOTHYECKHE KJIETKU JBAXKAbI TOMEYEHbl aHHEKCHHOM V U
HOANAOM NPOMUAMS.

[0020] ®ur. 2A u 2B nemoHCTpUpYIOT pe3ynbTarhl 00padoTku kierok KG-1 nmerenscrarom
Hatpusi w/mmn ABT-199 B Teuenue 96 yacos. @ur. 2A neMOHCTpUPYET TO4YeuHble TpaduKu
kierok KG-1 mocne 96-uacoBoii 00paboTku pa3nuuHbIMU KOHUEHTparusMu ABT-199 w/unm
UMeTeNbcTaTa HAaTpHsi, U OKpallMBaHWE aHHEKCMHOM V u #onunom nponuaus. Pur. 2B
aeMOHCTpUpyeT rpaduk % amonTOTUYECKHX KIETOK B 3aBHCHMOCTH OT KOHIEHTPALUH
coenuHeHus I 96-yacoBoi o0padboTku kietok KG-1 paznuunsiMu konueHtpanusivu ABT-199
W/MJIN UMETENIbCTaTa HATPHUsl. ATONTOTHYECKHE KJIETKH JBAXKIBI MOMEUYEHbl aHHEKCUHOM V H
HOANAOM NPOMUIMS.

[0021] ®ur. 3A u 3B nemoncTpupyroT 3¢dexter 0bpadorkn kierok KG-1 HEmomHOCTHIO
KOMIUIEMEHTapHbIMU UM HEKOMILJIEMEHTAapHbIMU OJUroHykjaeorugamu u ABT-199 B teuenue
48 wyacoB. ®ur. 3A nemoHcTpHupyeT ToueuHble rpaduxm kiaerok KG-1 mocne 48-gacoBoit
00paboTku pasnudHbIMH KOHLEHTpauussMu ABT-199 w/unu KOHTPOJBHBIX OJIUTOHYKJIEOTHIIOB,
U OKpallMBaHHE aHHEKCMHOM V u Hommmom mponuaus. Pur. 3B nemoncTpupyer rpaguk %
ANONTOTUYECKUX KJIETOK B 3aBUCHUMOCTH OT KOHLEHTpauuu coeauHeHus ans 48-4acoBon
obpabotku knerok KG-1 pasmuunbiMu  koHueHTpauusMu ABT-199 w/unm KOHTPOJIBHBIX
OJINTOHYKJIEOTUAOB.  HexkoMIl.  OTHOCHUTCST K  HEKOMIUIEMEHTAPHOMY  KOHTPOJIBHOMY
OJIMTOHYKJICOTHZy. ANONTOTHYECKUE KJIETKHM IBAKAbl IMOMEUYEHbl aHHEKCMHOM V U HOIUAOM
IPOMUAHNSL.

[0022] ®ur. 4A u 4B nemoncTpupyroT 3¢dextel 00padoTku kierok KG-1 HEmosHOCTHIO
KOMIUIEMEHTapHBIMU UM HEKOMIUIEMEHTapHbIMU onuroHykieorunamMu u ABT-199 B teuenue
96 vacoB. @ur. 4A nemoHcTpupyer TodeuHble rpaduku kierok KG-1 mocne 96-dacoBoit
00paboTku paznu4HbIMH KOHLEHTpauussMu ABT-199 w/unu KOHTPOJIBHBIX OJIMTOHYKJIEOTHIIOB,
U OKpalluBaHHE aHHEKCMHOM V u Homumnom nponuaus. Pur. 4B nemonctpupyer rpaguk %
ANMONTOTUYECKUX KJIETOK B 3aBUCHUMOCTH OT KOHLEHTpPALUUW COE€AUHEHHs i 48-4acoBOi
obpabotku knerok KG-1 pasmuuneiMu  koHueHTpauusMu ABT-199 w/unm KOHTPOJIBHBIX
OJINTOHYKJIEOTUAOB.  HekoMn.  OTHOCUTCS K  HEKOMIUIEMEHTAPHOMY  KOHTPOJBHOMY
OJIMTOHYKJIEOTHZY. AMNONTOTHYECKHE KJIETKHM JIBaKAbl ITOMEUEHbl aHHEKCMHOM V U Hoauaom
MPOMUANSL.

[0023] ®ur. SA u 5B nemoncTpupytoT 3¢ Ppexrsr 0bpadoTku knerok MOLM-13 nmerenscratom
Hatpust w/umn ABT-199 B teuenune 48 uacoB. @ur. SA neMOHCTPUPYET TOUEUHBbIE rpaduku

kiaerok MOLM-13 mocne 48-uacoBoit oOpaboTku pasnuuHbiMH KoHIeHTpauusmu ABT-199
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W/WITN MIMETEeNbCTaTa HATPUs, M OKpaIINBaHWE aHHEKCHMHOM V U Homuaom mporuaus. Pur. 5B
neMoHCTpupyeT rpaduk % armonTOTUYECKHX KIETOK B 3aBHCHUMOCTH OT KOHIIEHTPALUH
coenuHeHust U1t 48-yacoBoli oOpaboTku kjaerok MOLM-13 pa3snu4HbIME KOHLIEHTPALUsSMH
ABT-199 wunu wumerenbcrata HaTpus. ANONTOTHYECKHE KJIETKH JBAXIbl ITOMEYEHbI
aAHHEKCUHOM V U HOAUAOM NPONUAHNS.

[0024] Dur. 6A u 6B nemoHCcTpupyIOT 3 dexTs 06padoTku knetok MOLM-13 nmerenscrarom
Hatpust w/umn ABT-199 B Teuenune 48 uacoB. @ur. 6A NEeMOHCTPUPYET TOUEHHBbIE rpaduKu
kietok MOLM-13 mocne 96-yacoBoit 0OpaboTKu pasnuuHbiMUA KOHIEeHTpauusimu ABT-199
W/MJIN MMETeNbCTaTa HATPUs, U OKpAaIIMBaHUE aHHEKCHMHOM V U Homunom nponuaus. dur. 6B
neMOHCTpUpyeT rpaduk % amonTOTUYECKHX KIETOK B 3aBHCHMOCTH OT KOHLEHTpPALUH
coenuHeHUs1 U1 96-yacoBodl 00paboTku kjaetok MOLM-13 pa3nu4yHbIME KOHIIEHTPALUSMH
ABT-199 w/unu wumerenbcrata HaTpus. ATONTOTUYECKHWE KIIETKU JBAXIBl MOMEUEHBI
AHHEKCUHOM V U MOAWAOM NPOMUAUS.

[0025] ®ur. 7A u 7B mnemoHCTpHPYIOT 3¢ dekxThl 0O6padorku kiaerok MOLM-13 pasznuuHbiMU
koHIeHTpauusiMu ABT-199 n/unu KOHTPOJIBHOTO OJMIOHYKJIEOTHIA B TeueHue 48 dacos. Our.
7A nemoHcTpupyer ToueuHble rpaduku kierok MOLM-13 mnocne 48-gacoBoii oOpaboTku
pa3nuyHbIMH  KOHUeHTpauusMu ABT-199 w/unu  KOHTPONBHBIX  OJHMIOHYKJIEOTHUAOB, U
OKpallMBaHUE aHHEKCMHOM V u Homumom mnponuausi. Pur. 7B nemonctpupyer rpapuk %
ANONTOTUYECKUX KJIETOK B 3aBUCHUMOCTH OT KOHLEHTpaLuu CcoeauHeHus mia 48-4acoBOm
obpaborku kiaerok MOLM-13 pasnuunbiMu KOHLEHTpauussmMu ABT-199 w/unu KOHTPOJIBHBIX
OJIMTOHYKJIEOTHIOB.  Hekomn.  OTHOCUTCS K  HEKOMIJIEMEHTAPHOMY  KOHTPOJIBHOMY
OJIMTOHYKJIEOTHZy. ANONTOTHYECKUE KJIETKU ABAXKIbl MOMEYEHbl AHHEKCHMHOM V U HOAMIOM
MIPOTUINSL.

[0026] ®ur. 8A u 8B memoHCcTpHpYIOT 3¢ dexThl 00padorku kiaerok MOLM-13 pasnuuHbiMu
koHueHTparusiMu ABT-199 w/umu KOHTPOJIBHBIX OJMTOHYKJIEOTUAOB B TeueHHe 96 yacos. dwur.
8A nemoHcTpupyer ToueuHble rpadukm kierok MOLM-13 mocne 96-uacoBoit oOpaboTku
pa3nmuyHbIMH  KOHUEeHTpauusMd ABT-199 w/unu  KOHTPONBHBIX — OJHMIOHYKJIEOTHAOB, U
OKpallMBaHUE aHHEKCMHOM V u Homumom mnponwunusi. Pur. 8B nemonctpupyer rpadux %
ANONTOTUYECKUX KJIETOK B 3aBUCHUMOCTHM OT KOHLEHTpAaLUuu COeAuHeHus aisd 96-4acoBon
obpabotku kiaerok MOLM-13 pasnuunabiMu KOHUEHTpauusiMu ABT-199 w/unu KOHTPOJIBHBIX
OJINTOHYKJIEOTUAOB.  HekoMm.  OTHOCHUTCS K  HEKOMIUIEMEHTAPHOMY  KOHTPOJBHOMY
OJINTOHYKJIEOTUZy. ANONTOTHYECKHE KJIETKHM JBa)KAbl IMOMEUEHbl aHHEKCMHOM V U HoauaoMm
MPOMUANSL.

[0027] ®ur. 9 nemonctpupyer yposHu TpaHckpuniuu hTERT, usmepeHHble ¢ MOMOIIBIO
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xonnuectBeHHO IIL[P B peampHOM Bpemenu (kIIL[P-PB) mocne oOpaboTku mmMeTenbcTaTom
Hatpust, ABT-199 unu ux komOunanmeii depes 48 u 96 uacos B kierkax KG-1 nimm MOLM-13.
[0028] ®ur. 10 neMOHCTpUpPYET YPOBHHM AKTUBHOCTH (pepMEHTa TelIOMepasbl, U3MEPEHHBIE C
nomomibto  KIII[P-PB TRAP (mporokon aMriunguKandyd TeJIOMEPHBIX IIOBTOPOB) TIOCTE
o0pabotku umerenbcratoM Hatpusi, ABT-199 unu komOunaimeli yepes 48 u 96 4acoB B KJI€TKax
KG-1 nmu MOLM-13.

[0029] ®ur. 11 nemoHcTpupyer rpaduxk % amoONTOTUYECKUX KJIETOK B 3aBUCUMOCTH OT
KOHLIEHTpAlMK coeanHeHus: it 48-uacoBoil oOpabotku kinerok MOLM-13  pasnuuHbIMU
koHueHTpausiMu ABT-199 w/unu umerenbcrata HaTpusi. ATONTOTHYECKHE KJIETKU JIBAKIbI
MIOMEYEHbI aHHEKCUHOM V U HOAWAOM MPOIUIHUS.

[0030] Dur. 12A u 12B nemoHcTpupyroT % amnonTOTHYECKUX KJIETOK B 3aBHCUMOCTH OT
KOHLIEHTPAMK coennHeHus: it 48-uacoBoil obOpaborku kierok MOLM-13  pasnumuHbIMU
KOHLICHTPALUSIMA ABT-199, KOHTPOJIbHBIX HEIIOJHOCTBIO KOMILIEMEHTAPHOTO
OJIMTOHYKJIEOTH/Ia U HEKOMILIEMEHTApHOTO OJuroHykjaeoruga. dur. 12A pemoHCTpupyer
rpadgux % amonTOTHYECKHX KJIETOK B 3aBHCHMOCTH OT KOHLIEHTPAIMHU COeNWHEHHs s 48-
gacoBol 00pabotku kierok MOLM-13  pasnuunbiMu  koHueHtpauusmu ABT-199 w/mnum
KOHTPOJIbHOTO HEIMOJHOCTBIO KOMIUIEMEHTAPHOIO OJUroHykineoruga «Hemomnokomm.». @wr.
12B nemoHncTpupyer rpapuk % amonTOTHYECKUX KIETOK B 3aBHCHUMOCTH OT KOHILIEHTpPALUH
coenuHeHust 11 48-yacoBoii oOpaboTku kiaerok MOLM-13 pa3snudHbIME KOHLIEHTPALUsAMU
ABT-199 w/unu KOHTPOJBHOTO HEKOMILJIEMEHTapHOro ojuronykieoruna «Hexomm.».
ATNONTOTHYECKHE KJIETKU ABAXK/bI TOMEUEHbI AHHEKCUHOM V U HOAUJOM NPONUIUS.

[0031] @ur. 13 nmemoncTtpupyer rpaduk % amonNTOTHYECKUX KJIETOK B 3aBHCHMOCTH OT
KOHLIGHTPALlMK COeAMHEHUs: g 96-uacoBoil oOpabotku kjgerok MOLM-13  pasnuuHbIMU
koHueHTpausiMu ABT-199 w/unu umerenbcrata HaTpusi. ATONTOTHYECKHE KJIETKU JIBAKIbI
MIOMEYEHbI aHHEKCUHOM V U HOAUAOM MPOIUANS.

[0032] Dur. 14A u 14B nemoHcTpupyroT % amoNTOTHYECKUX KIETOK B 3aBUCUMOCTH OT
KOHLIEHTPALMK coeanHeHus: it 48-uacoBoil obOpadorku kierok MOLM-13  pasnuuHbIMU
KOHLIEHTPALUSIMA ABT-199, KOHTPOJIBHOTO HETIOJIHOCTBIO KOMILIEMEHTAPHOTO
OJIMTOHYKJIEOTH/Ia U HEKOMILJIEMEHTApHOro oJuronykieoruna. dur. 14A neMoHCTpUpyeT
rpadgux % amonNTOTHYECKHX KJIETOK B 3aBHCHMOCTH OT KOHLEHTPAMU COENUHEHHs sl 96-
gacoBoli 00pabotkm kinerok MOLM-13  pasnuunbiMu  koHuentpauusmu ABT-199 w/mmm
KOHTPOJIbHOTO HEMOJHOCTBIO KOMIUIEMEHTApHOrO onuronykineoruga «Hemomnoxomm.». @wur.
14B nemoHncTpupyer rpaduk % amonTOTHYECKUX KJIETOK B 3aBUCHMOCTH OT KOHLIEHTPALUU

coenuHeHust 11 96-yacoBod oOpaboTku kjaerok MOLM-13 pa3snu4HbIME KOHLIEHTPALUsAMH
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ABT-199 w/unu KOHTPOJNBHOTO HEKOMILJIEMEHTapHOro oJuronykieoruna «Hexomm.».
AnonToTudecKkue KJIETKU ABaKbl TOMEUEHbl AHHEKCUHOM V U HOIUOM MPOMUAMS.

[0033] ®ur. 15A-15D neMOHCTpUPYIOT CcpeaHHe OTBeThl 4eThlpex obpasnos MKIIK
(MOHOHYKJIEApHBIX ~KJIETOK Iepupepudeckoil KpOBH), TMOJYYEHHBIX M3 LEJIbHOM KPOBU
nauueHToB ¢ OMJI u monBepruyThIX ex vivo obpadorke ABT-199 w/unu nmerenbcTaToM HATpUs
B DPA3JIM4YHBIX KOHLEHTpauusx B TedeHue 16 u 40 4acoB, M NPOAHAIU3UPOBAHHBIX Ha
JKH3HECTIOCOOHOCTD KJIETOK METOIOM MPOTOYHOM LIUTOMETPHU C OKPALIMBAHHEM aHHEKCUHOM V
u fiogunom nponuaus. @ur. 15A u ®@ur. 15B nemoncTpupyrot rpadpuku % >KU3HECTTOCOOHBIX
KJIETOK B 3aBUCHUMOCTH OT KOHIIGHTPALMU COENUHEHHs Uil OOpalOTKH Pa3IMYHbIMU
koHueHtpauusivu ABT-199 w/unm umerenscrata Hatpusi B TeueHue 16 uyacoB MKIIK,
OYMINEHHBIX (PUKOJUIOM M3 LEeNbHOW KpoBHM mamueHToB ¢ OMJL @ur. 15A nemoHcTpupyer
pesynbrathl aist CD45” neiikoruros. @ur. 15B IeMOHCTPHUPYET Pe3yNbTaThl A JIEHKO3HBIX
cTBONOBLIX KiIeTok CD457/CD34°. ®ur. 15C u ®ur. 15D nemonctpupyor rpaduxu %
KU3HECTIOCOOHBIX KJIETOK B 3aBUCHMOCTH OT KOHLIEHTPALMHM COENUHEHHs Ui oOpaboTKH
pasnuyHbIMA KOHUEHTpauusiMu ABT-199 w/unm umerenbcrata HaTpusi B TedeHue 40 9acos
MKIIK, ounimeHHbIX (UKOIIOM U3 LedbHOH KpoBu mnamueHtoB ¢ OMJL @ur. 15C
IIEMOHCTPHUpYeT pe3ybTaThl ansi CD45" nefikomutos. ®ur. 15D 1eMOHCTPHPYET Pe3yJIbTaThI
IS IeHKO3HBIX CTBONOBBIX KjieTok CD457/CD34". Ha ®wur. 15A-15D, mnaHku MorpemHocTei
NPEACTABJSIIOT CPEeIHEKBAApaTHUECKHUe OTKJIOHeHHs. JKn3HecnocoOHbIe KIIETKH, OCTaBIIHECS
nocyie 00pabOTKH, HE TOMeUeHbl AHHEKCUHOM V WJIN HOIUAOM MPOIUAHSL.

[0034] Dur. 16 neMOHCTPHPYET NPOTHBOOIYXOJEBYIO 3(P(EKTHBHOCTh M INPEUMYILNECTBO B
BBDKMBAEMOCTH i1 Vivo umerenbcrata Hatpus wiu ABT-1 B Bume MoHOTepanuu, Ui areHTOB B
KOMOWHAIIMY, B MBILIMHON Mozaenu. Mplmeit nHoKyupoBanu kierkamu MOLM-13 (mogpens ¢
OUCCEMHHUPOBAHMEM) U 0OpabaThIBAIU: HOCUTENIEM, UMETeNbcTaToM Hatpusi u/miu ABT-199,
UM HENOJHOCTBK) KOMIUIEMEHTAPHBIM OJIMTOHYKJIEOTUAHBIM KOHTposeM mimoc ABT-199.
Habnronamu BebkMBaeMocTh Mblmeil (n = 10 mblmeli/rpynna B Havaje) nocie odpadbotku. B
gacTHOCTH, Dur. 16 NeMOHCTPUPYET MPOLEHT BbDKUBAHMSA MbIIIEH Kak (PYHKIHIO OT CYTOK
NOCJIe MMILIAHTALMH OIyXOJIEBBIX KJIETOK. Mpimeir oOpabarbiBamu B TeueHne 31 cytok: (i)
Hocutensimu  (MM-II3I'400/Phosal SO/ETOH); (i1) umerenscratom Hatpust (30 mr/kr), (iii)
ABT-199 (100 wmr/kr), (iv) MM (HENONHOCTBIO KOMILIEMEeHTapHblid onuro) (30 mr/kr) u ABT-
199 (100 mr/kr); u (v) umerenscratoM Hatpus (30 mr/kr) u ABT-199 (100 mr/kr).

[0035] @ur. 17A u 17B neMOHCTPUPYIOT arlONTOTUYECKHE MOMYJALINN Yepe3 96 4acoB mocie
00pabOTKM OTHOKPATHOW 1030M mMeTrenbcTata Hatpus it kjietok MOLM-13 u HL-60. ®wur.

17A neMOHCTpUpPYET anoNTOTUYECKYIO MONYJLIHIO (IBOWHOE MeueHHne) yepe3 96 yacoB mocie
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00paOOTKM ONHOKpPAaTHOW 1030W wuMmeTenbcrata Hatpus mui MOLM-13. ©@ur. 17A
JIEMOHCTPHPYET aIlONTOTHYECKYI NOMYJSIMI0 (ABOWHOE MedueHue) uepe3 96 uacoB mocie

00pabOTKH OJHOKPATHOM J0301 UMeTeNIbCcTaTa HaTpust st Kiaerounoi iuann OMJI HL-60.

MNOJAPOBHOE OINMCAHUE CYIIHOCTHU U30BPETEHUA

[0036] Huxxecnenyromee noapoOHOe omucaHue wu3oOpereHus: OyneT Jydlle MOHSTO TpH
NPOYTEHHH B COYETAHMM C mpuiaraeMbiMu (urypamu. @urypbl NpenocTaBiIeHbI IS
WUTIOCTPALIMA HEKOTOPBIX BapHUAHTOB OCYIIECTBJICHUs n3o0perenus. OqHaKo M300peTeHHne He
OTPAaHUYMBAECTCS YKA3aHHBIMH TOYHBIMH KOMIIOHOBKAMH, NMPHUMEPAMU U MHCTPYMEHTaMH. Jliist
SICHOCTH DAaCKpBITHS, a HE B KAayeCTBE OrpPaHHYEHHs, MOAPOOHOE OINMUCAHHE H300pETeHUs
pa3leNeHo Ha TMOApa3/eibl, KOTOPbIE OMNKCHIBAIOT WM HUTFOCTPHPYIOT OMNpeAesieHHbIE
NPU3HAKY, BAPUAHTHI OCYINECTBJICHUS HJIH MPUMEHEHUS TAHHOTO H300PETEHMS.

[0037] CornacHOo W300pETEHHIO  MPEIJIOKEHBI  CIIOCOOBI  JIEYEHHS  IeMaTOJIOTHYEeCKHX
OHKOJIOTUYECKHX 3a00JNeBaHUIl C TIOMOIIBE0 KOMOWHAIMM WHTHOMTOpa TEJNIOMepasbl W
uHruouropa Bel-2. YcToiiunBbie K eKapcTBaM KJIETOYHBIE MOMYJISILUNA MOTYT OBITh PUYUHON
HETIOJIHOTO OTBETA Ha JIeUYeHHe WM peuuansa 3adoneBanus. COracHO JaHHOMY H300PETEHHIO
npeasio’keHa KOMOMHAIMs MHruOuTOpa TenoMepasel 1 uHruouropa Bcel-2, kotopeie paboraroT
CHHEPTUYECKHU JUUIsI MHAYKIHMK OoJiee BBICOKHMX ypOBHEH aronrosa B kietkax OMJL, uem kaxmgoe
JIEKAPCTBEHHOE CPEACTBO MOXKET MHAYLUPOBATh OTHENbHO. COrjacHO JaHHOMY H300pETeHHIO
NpeIOKeH CHoco0 MHAYKLUHM aronTo3a B IeMaTOJNIOTMYECKOH PakoBOH (OHKOJIOTMYECKOi)
KJIeTKE, BKJIIOYAIOLUINN TPHUBEICHHUE B KOHTAKT KIETKH C TepaneBTHYeCKU 3(PPEeKTHBHBIM
KOJIMYECTBOM HHTHOUTOpa TejJoMepasbl W TepaneBTHYeCKH 3(P(EeKTHBHBIM KOJIMYECTBOM
uHruoburopa Bcl-2. B HEKOTOpHIX BapHaHTax OCYLIECTBJIEHHs, WHIHOUTOP TeIOMepasbl
npeAcTaBysieT cOO0H MMeTeNbCTaT. B HEKOTOPBIX BapHaHTaxX OCYINECTBJICHUs, HHruourop Bel-2
npexacrasisier coboit ABT-199. B HeKOTOpBIX BapHaHTaxX OCYLIECTBJICHUS, F€MaTOJOTHYECKOe
OHKOJIOTHYECKOe 3a0osieBaHue npeacTasisier codoit OMJL

[0038] B HekoTOphIX chy4asix, KOMOWHALMsS OOECreuuBaeT YCUJICHHBIH WHTHOMPYIOIIUN
3¢ ¢eKT Mo OTHOIIEHHIO K KaXKAOMY KOMIIOHEHTY B OTAEIbHOCTH, B HEKOTOPBIX CIy4Yasx
KOMOMHaIMsl 00eCneunBaeT CBEPXaAIUTUBHBIA WM CHHEPreTudeckuil 3((eKT OTHOCHTEIBHO
KOMOWHHUPOBAHHBIX WM aAIUTUBHBIX 3((PEKTOB KOMIOHEHTOB.

[0039] B HekoTOphIX BapuaHTaX OCYIIECTBJIEHHs, CIOCO0 MpeAcTaBisieT co0oi crmocod
MHIYKIMH aIroNTo3a B TéMAaTOJIOTNYeCKO pakoBoil (OHKoJOorn4deckoi) kierke. Criocod maHHOTOo
n300peTeHnsT MOXKET BKJIOYaThb B CeOsl NMpHBENEHHE B KOHTAKT KJIETKU C TEepPaneBTUYECKU

3(1)(1)6KTI/IBHI>IM KOJIMYECCTBOM I/IHFI/I6I/ITOpa TCJIOMEPAa3bl, U MPUBCACHUC B KOHTAKT KIJICTKU C
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TepaneBTHUeCKH >(PQPEeKTHBHBIM KOMU4ecTBOM uHruoutopa Bcl-2. B HekoTOopbhIx BapHaHTax
OCYILIECTBIIEHNUsI, WHIHOUTOP TeJoMepasbl MpeacTaBisier coOoil mMerenbcTar. B HEKOTOpBIX
BapUAHTAX OCYILIECTBIEHHsI, UHTUOUTOD TeJIoMepa3bl MPEACTABIACT COOONH NMETENbCTAT HATPHSL.
B HekoToOphIX BapmaHTax ocyuiecTBieHus, nHruourop Bcl-2 mpencrasnsier coboit ABT-199.
ITpuBeneHne B KOHTAKT KJIETKH C MHTHOUTOPOM TEJIOMEPas3bl MOXET OBITh BBIIOJIHEHO 10, BO
BpeMsl W/WJIM TIOCe TNpPUBENEHHs B KOHTAKT KJieTKku ¢ uHruoutopom Bcl-2. IlpuBenenue B
KOHTAKT KJIETKH C UHTHOMTOPOM TejoMepasbl U MHrubutopom Bcl-2 MokeT ObITh BBITOJHEHO
OJTHOBPEMEHHO UJIH MOCIIEI0BATEIbHO.

[0040] B onmHOM BapuaHTEe OCYINECTBIEHHs, WHTCHOUTOP TENOMEpPas3bl MPENCTABISIET COOOM
OJIMTOHYKJIEOTHJ] ¢ UHTUOMPYIOLIECH TeloMepa3y aKTUBHOCTBIO, B HACTHOCTH OJHTOHYKJICOTHUN,
kak ompeneneHo B WO 2005/023994 w/umn WO 2014/088785, koropsle 00a BKIFOYEHBI B
JaHHBIN TOKYMEHT ITOCPEACTBOM CCBUIKU.

[0041] B uenom, kak mpaBuiIo, MOTYT ObITh IPUMEHEHBI Pa3JINYHble KOMOWHAIIMYA HHTHOUTOPA
Tenomepasbl 1 nHruouTopa Bel-2, mpumensiemblie mud0 nmociaenoBaTeNnbHO, MO0 OJHOBPEMEHHO.
JI71s1 MHOTOKpaTHOTO JO3MPOBAHUs [1BA areHTa MOTYT HEMOCPEACTBEHHO YePeN0BaThCsl, WIH JIBE
i OoJbliee KOJUYECTBO 03 OJHOIO areHTa MOTYT YepeOBaThCs, HAPUMED, C OJHON 0301
apyroro areHta. OHOBpPEMEHHOE BBEAEHHE OOOMX areHTOB MOXET TaK)Ke€ CMEHSTCSI UM UHBIM
o0pa3oM uepenoBaThCs C 03aMH OTIENbHBIX areHTOB. B HEKOTOPBIX Cydasx, BPeMsl MEXIY
NO3UPOBKAMHU MOXKET COCTABJISITb OT OKOJIO 1-6 4acoB n0 Okoyio 6-12 4vacos, 1o okono 12-24
4acoB, 0 OKoJIO 1-2 cyTOK, A0 Okoj0 1-2 Henenp, U HosblIe NOCAE Hadana jJedeHus. Bo Bpems
Kypca JiedeHHs MOXXeT OBbITb TNepecMOTpeHa HEeOOXOAUMOCTh MOJHOCTBIO — BBINOJHSTH
3aIIAHUPOBAHHOE O3UPOBAHUE.

[0042] TepMuH «amonTo3» OTHOCHUTCS K MPOLECCY 3alpOrpaMMHUPOBAHHON TMOENTH KJIETOK C
COIPOBOKAAOIIUMH €ro MOP(OJIOTHYeCKMMH W3MEHEHHSMU M TOTepel >KU3HECTIOCOOHOCTH
KJIEeTOK. B OZTHOM BapuaHTe OCYIIECTBJICHUS, CIIOCO0 MHAYKIMHU aronTo3a 00ecneynBaeT crnocod
JIeUeHHUs] HEOTJIACTUYECKOr0 HapyILIEHUsl B OpPraHu3Me MO3BOHOUHOTO.

[0043] B xoHTekcTe HaHHOTO Crocoda TepMUH «UHAYLHUPOBAHHE» O3HAYAET MPSIMYHO WU
KOCBEHHYIO TPHUYMHHO-CIIEICTBEHHYIO CBsi3b. TakuMm o0paszoM, Hajauuue W/WIN MOAAEp KaHUe
OTIpeIeNIEHHOTO PEXXUMa BbI3bIBAET UJIM MPUBOAUT K HHAYLIUPOBAHHOMY PE3yJIbTaTy.

[0044] Kak mnpumeHsieTcs B [OaHHOM JAOKYMEHTE, TEPMHH «OKOJIO» NPUMEHUTENIBHO K
U3MEPSEMOMY 3HAYEHHIO, TAKOMY KaK KOJHYECTBO, BPEMEHHOH MPOMEXYTOK, U TOMY ITOIOOHOE,
MOJIPa3yMEBAaET, UTO OH OXBaThIBaeT OTKJIOHEHUs oT + 20% no + 0,1%, npeanouyrurensHo = 20%
wm + 10 %, Sonee npennoururensHo + 5%, eme Oonee npeanoururensHo + 1%, u emme 6osee

npeanoYTUTEIIbHO + O,l% YKa3aHHOIro 3HAa4YC€HUs, IMOCKOJIbKY TAaKHE OTKJIOHCHUS SABJIAKOTCA
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NOAXOAALNMU IJIA BBINIOJIHCHUA PACKPBITBIX CITI0CO0O0B.

[0045] Kak npumensiercs Bcrogy «OMJD» OTHOCUTCS K OCTPOMY MHUEJIOUTHOMY JIEHKO3Y.

A. Jleyenue

[0046] Kax mpumeHsieTcss B JaHHOM JOKYMEHTE, W XOpOLIO M3BECTHO B JAHHOH 00JacTH
TEXHUKH, «JICYEHHE» MPENCTaBIsIeT cOO0i MOAXOA AJSl MONYYEHHsI MOJIE3HbIX WU JKETaeMBbIX
pe3yJIbTATOB, BKJIKOUYAs KJIMHUYECKHE pe3ynbTaThl. s uenelt JaHHOTO M300pEeTeHus TOJIe3HbIe
WIN JKeJIaTeNIbHbIe KIIMHIHYECKHE Pe3yJIbTaThl BKIKOYAIOT B ce0s, HO HE OTPaHUYMBAIOTCS JIUIIb
STUMH: OCJNabJieHHe WK YIy4IleHHe OJHOTO WM HECKOJbKHX CHMITOMOB, YMEHbLICHUE
crerienu 3a0oneBanHus, CTaOMIIM3UPOBAHHOE (T.€. HE YXYIIIAKINeecs) COCTOsTHUE 3a00eBaHusl,
NPEAOTBPALICHNE pa3pacTaHusi 3a00JeBaHME, 3aJCPKKY WM 3aMEIJIEHHE MpPOTrPecCUpOBAHHUS
3a00neBaHys, YIYULICHUE WM CMSTYeHHe OOJe3HEHHOTO COCTOSHUS, U PEMUCCHIO (YaCTUYHYIO
WM TIOJIHYIO0 ), OOHAPY KUBAEMYIO HIIH He OOHApyKUBaeMyto. «JleueHne» TakyKe MOJKET O3Ha4aTh
YBEJIMYCHHE BBDKHBAEMOCTH I10 CPABHEHHIO C OJKMAAEMOH BBDKHBAEMOCTBIO, €CIIH JICUEHHE HE
IPOBOIUTCS.

[0047] CornacHO nmaHHOMY U300pPETEHHIO TPEUIOKEHO JieueHHe (TeMaTOJIOTUYECKIX
OHKOJIOTHYECKHX 3a00JI€BaHUN, TAKUX KaK OCTPBII MUENOMIHBIN JIeHK03), BKIIFOUaroIee B ceds
KOMOMHHUPOBAHNWE BBEACHUS WHTUOUTOpA TENIOMEpas3bl HMMETENbCTaTa HATPUs C BBEIACHHUEM
uHruduropa Bcl-2 ABT-199. Cnocob sedeHuss COrnaCHO HM300pETEHHMIO MOXKET ObITh Oojee
5 (PEeKTUBHBIM U BBI3bIBATh OONBIIMH OTKJIMK Ha JieueHHe y mnanueHToB ¢ OMJL, uem mnpu
NPUMEHEHUH Ka)KIOro JIEKapCTBa 10 OTAENbHOCTH. B OHOM BapuaHTe OCYILIECTBIIEHHs, CIOCO0
JeueHus BKJIIOYaeT B ceOsi BBeAeHHEe WHruOWTOpa TejoMepasbl W wuHruouropa Bcl-2 B
KOMOMHAIMK CyOBEKTYy, HYKOAIOIIEMYCs B JIEYEHUHM TIe€MaTOJIOTUYECKOrO OHKOJOTHYECKOTO
3aboneBanusa. B 1pyroMm BapuaHTe OCYINECTBJICHUS, TI'€MAaTOJOTHYECKOE OHKOJOIHYECKOe
3aboneBanne mpexncrasisier codoir OMJL. B apyrom BapwaHTe OCYLIECTBIEHHs, WHTHOUTOP
TeJoMepas3bl TPEACTaBIsieT COO0 MMeTenbcTaT. B HEKOTOPBIX BapHAHTAaX OCYIIECTBICHUS,
UHrUOUTOp TeNoMepasbl TpeAcTaBiIsieT coOoil mMmerenbcTaT HaTpus. B apyrom BapuaHTte
ocymectsienns, nHruourop Bel-2 npencrasnser coboit ABT-199.

[0048] B HekoTOpBIX BapHaHTaX OCYIIECTBJICHUS, N03a WHIHOUTOpPA TeJOMepas3bl, BBOIHMMAs
CyOBEKTY, MPEnCcTaBisieT COOOH KOJWYECTBO, JOCTATOYHOE ISl JIEYeHHUs 3a00JeBaHUs, KOTAa
TaKO€ KOJMYECTBO MHTHOUTOPA TENIOMEPAa3bl MPUMEHSETCS OTAENbHO. B HEKOTOPBIX BapuaHTax
OCYILIECTBIIEHHS, 1032 HHTHOUTOpa TeJIOMepasbl, BBOAUMAs CYOBEKTY, SIBISIETCS MEHbIIEH, YeM
KOJIMYECTBO, MAOCTATOYHOE [UIA JieueHUs 3a0oieBaHus, KOrAa WHIHOUTOpP TeloMepasbl

MIPUMEHSIETCS OTHEIbHO. B OJHOM BapuaHTE OCYINECTBIIEHHS, 03y WHTHOUTOpa TEJIOMepasbl
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YMEHBIIAT NpHU NpuMeHeHnn B koMOnHauuu ¢ ABT-199 npu nedyenun cyObekTa, y KOTOPOro
Obu1 quarHoctrpoBad OMJIL. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIIEHHs, HHTUOUTOP TeJIOMepasbl
npeAcTaBisieT coOOM HMMeTenbcTaT. B HEKOTOpBIX BapuaHTaX OCYLIECTBIIEHHS, WHIHOUTOD
TeJloMepasbl TpencTaBiIsieT CcoOOH  MMeTenbcTaT HaTpuss. B HEKOTOpPBIX  BapHaHTax
ocyliecTBieHHs, no3a uHrubutopa Bcl-2, BBoammas cyObekTy, NpencraBisieT coOoH
KOJIMYECTBO, AOCTATOYHOE ISl JiedeHus: 3aboneBaHusi, korga uHruourop Bcl-2 mpumensiercs
OTAENbHO. B HEKOTOpBIX BapuaHTaxX OCYIIECTBJCHMs, Ao03a HHrubutopa Bcl-2, BBOmMMAs
CyOBEKTY, SIBIISIETCS MEHBIICH, YeM KOJIMYECTBO, JOCTATOYHOE JJIsl JISYeHHUsT 3a00JIeBaHUs, KOTAa
uHruoburop Bcl-2 npumensiercs otaenbHO. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIICHHS,
unruoutop Bcl-2 mpencrasisier coboii ABT-199. B apyrom BapuaHTe OCYIIECTBIIEHUS, O3y
uHruouropa Bcl-2 yMeHBIIAIOT MPH HMCHOIB30BAHWM B KOMOMHALIMK C HWMETEIbCTATOM IPH
JeueHun CyOBeKkTa, y Koroporo Obin muarHoctupoBan OMJL. B eme omgHOM BapuaHTe
OCyIlleCTBJIEHMs], A03bl uMeTenbctata U ABT-199 yMeHbLIalOT NpU HCHOJB30BAHUU B
KOMOWHAIIMY TIPH JIEYEHUH CyOBEKTa, Y KOToporo nuarnocruposad OMIJL

[0049] B npyroMm BapuaHTe OCYLIECTBJEHHS, MPOAODKUTEIBHOCTh JIEYEHHUS WHTHOHTOPOM
TeJOMepa3bl YMEHBIIAIOT TPU HCIIONB30BAHMM B KOMOHMHaUMU ¢ uHruoutropom Bcl-2 mpu
JeueHnH CyOBeKTa, KOTOPbI HMeEET TIeMaToJIOTHYeCKOe OHKOJormdeckoe 3aboneBaHue. B
APYrOM BapHaHTE OCYLIECTBJICHUS, NMPOAOLKUTENBHOCTh JIEYEHUSI C MOMOLIBI0 MMETENbCTAaTa
YMEHBIIAIOT TPU HCHONb30BaHUU B KoMOmHaumu ¢ ABT-199 npu neuennmn cyObekta ¢
reMaTOJIOTHYECKUM OHKOJIOTMYeCKUM 3a0oieBaHreM. B Jpyrom BapuaHTe OCYINECTBIICHMS,
NPONOJKUTENBHOCTh JieueHHst ¢ mnomoupio ABT-199 yMmeHbIIaloT Npu HCMONB30BAaHUU B
KOMOMHAIMM C MMETENbCTaTOM TPH JIEYeHHH CyOBeKTa, y KOTOPOTro JHAarHOCTHPOBAHO
reMaToJOrMYeCKoe OHKOJIOTHYeCKoe 3alonieBaHHe. B 1pyrom BapuaHTe OCYINECTBIICHUS,
NPONOJIKUTENBHOCT JieueHHs obomMu wumetenscratoM U ABT-199  ymeHbmaror mpu
UCTIOJIb30BAHNM B KOMOWHAIIMM TIPU JICYEHHH CYOBEKTa, Y KOTOPOrO JHArHOCTUPOBAHO
reMaToJIOrMYeCKOe OHKOJIOrMYeckoe 3a0ojieBaHue. B HEKOTOpPBIX BapHaHTaxX OCYIIECTBIIEHUS,
reMaTOJIOTHYECKOe OHKOJIOTHYecKoe 3a0oeBanue npeacranisier codoit OMIJL

[0050] OrucanHble B MaHHOM AOKYMEHTE KOMOHMHALIMK JIEKAPCTB MOTYT OBbITh BBEICHBI
cyOBeKTy B BHJIE KOMIIO3HMLIMH, COAeprKaliel oba IekapcTBa, UK MO OTAeNbHOCTH. ONUCaHHbIE
B JIaHHOM JIOKYMEHT€ KOMOWHAIIMU JIEKAPCTB MOTYT OBITh BBEACHBI B BHJE KOMOMHHUPOBAHHON

HeKapCTBeHHOﬁ KOMITIO3ULIUH, HAITPUMEDP, MYTEM BHYTPUBCHHOI'O BBEACHUS, UJIU OTACIIBHO.

B. I'emaToJIOrHUYECKHE OHKOJOIHYECKHE 32001eBAHMS

[0051] CriocoObl corlacHO AaHHOMY H300pPETEHHI0 MOTYT OBITh MPUMEHEHBI IJISl JICYCHHUS
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mo00ro  TMOAXOASINEr0o  IeMaTOJOrMYeCKOro  3JIOKAYECTBEHHOrO  HOBOOOPa30BaHUS.
I'emaTonormueckue 3JI0KaUeCTBEHHbIE HOBOOOpa3OBaHUS - 3TO (OPMBI paka, KOTOpHIE
HAYMHAKOTCA C KJIETOK KPOBETBOPHOM TKAaHU, TAKOW KaK KOCTHBINA MO3T, WX C KJIETOK UMMYHHOU
cucremsl. [IpuMepaMu reMaToNOrHuecKuX OHKOJIOTHYECKUX 3a00JIeBaHUIl SBISIIOTCS OCTPBIE U
XPOHUYECKUE JIeHKeMHH, JUM(pOMBI, MHOXKECTBEHHAas MHEJIOMa U MHEJOAUCIUIACTUYECKUE
CHHAPOMBL. B HEKOTOpBIX Cllydasx, reMaToJOrM4ecKOoe 3JI0KaueCTBEHHOE HOBOOOpa3OBaHME
HA3bIBAIOT TE€MATOJOIMYECKHUM OHKOJIOTHUECKUM 3aboneBanueM. MuenonposudepaTruBHbIe
HOBOoOOpasoBaHusi, uiau MIIH, mpencraBisitoT coOOW TreMaToNOrMYecKue HOBOOOPa30BAHMS,
KOTOpbl€  BO3HHUKAIOT M3  HEOMJIACTMYECKUX  KPOBETBOPHBIX  MHENOUIHBIX  KJIETOK-
NPEIIIECTBEHHUL B KOCTHOM MO3Te, TaKMX Kak KJIETKU-IPEIIeCTBEHHULbI 3PUTPOLIUTOB,
TPOMOOIIMTOB W TPaHyJIOUUTOB. [Ipomudeparusi HEOIUTACTHUECKUX KJIETOK-TIPENIIeCTBEHHHII
NPUBOIUT K TEPENPOM3BOACTBY JIOOOW KOMOMHAILMM JISHKOLMTOB, 3PUTPOLIUTOB W/WIH
TPOMOOILIMTOB, B 3aBUCHMOCTH OT 3a00JIeBaHMA. JTH MEPENPOU3BOANMBIE KIETKH TaK)K€ MOTYT
ObITh HEHOPMAJBHBIMH, YTO TNPUBOIUT K JONOJHHUTENbHBIM KIMHUYECKUM OCJIOKHEHHSIM.
CywmecTBylOT pa3jn4yHble BHIObl XPOHUYECKUX MuenonponudepaTuBHbXx 3adoneBanuii. B
muenonponudepaTiBHbIE HOBOOOPA30BaHUSI BKIIIOYAIOT HAHOMATHYECKYIO TPOMOOIMTEMHUIO,
UCTUHHYIO TMOJHULUTEMHUIO, XPOHHUECKUI MHEJIOTeHHBIN JIEHK03, MUETOpUOPO3, XPOHUIECKHH
HEUTPOUIBbHBIA JIEHKO3, XPOHMYECKHH S03MHO(PMIBHBIN JIEHKO3 M OCTPBIH MHUENOTEHHBIH
neiiko3. Muenonucracrudeckuit cuapom (MJIC) - sTo rpymnma CHMOTOMOB, KOTOpas
BKJIFOUAET pak KpoBH U kocTHOro mosra. M/IC BkirodaeT B ceOsi, HO HE OrpPaHMYUBAETCS JIUIIb
STUMHU. pedpakTepHYIO aHEeMHIO, pePpPaKTepPHYIO aHEMHUIO C HU30OBITKOM OJNACTHBIX KIIETOK,
pedpakTepHy0 LHMTOMEHUIO C OUCIIA3HEH pa3HbIX THIOB KIETOK M XPOHHYECKHI
MHEJIOMOHOLMTAPHBIH Jieitko3 (XMJI).

[0052] 'emaTonorudeckue OHKOJIOTMYECKHE 3a0O0JIeBaHHUs, MPENCTABJSIIOLINE HHTEPEC,
BKJIFOYAIOT B ce0s, HO HE OrpaHM4mBarOTCAd Jumb 3TuMu:. OMJL,  mauonmaTHUecKyro
TPOMOOLIUTEMHUIO, HCTUHHYK MOJHUIMTEMHIO, TEPBUYHBIA  MHUENOPHOPO3, CHUCTEMHBIN
MaCTOLIUTO3, XPOHHYECKUI MHUEIOUAHBIA JIEWKO3; XPOHUYECKHH HEHTPOQUIBHBIN JIeHKO3,
XPOHMYECKHH  503MHOQWIBHBIA  JIEHKO3, peppakTepHYd aHEMHIO C  KOJIbLIEBBIMHU
cunepobnacramu, pedpakTepHYH) LUTONSHUIO C JUCIJIa3ued pPasHbIX THIIOB  KIIETOK,
pedpaxTepHyro aHeMHO 1-ro THIA ¢ H30BITKOM OJIACTHBIX KJIETOK, pepakTepHYO aHEMHIO 2-TO
Thna ¢ U30bITKOM ONACTHBIX KJIETOK, Muenopucruactuaecknii  cuaapom (MJIC) ¢

OOHapy)KEHHON  JeNeruei (59), Heknaccudurmpyembiii  MJIC XPOHUYECK Ui

2

MHEJIOMOHOLMTAPHBIHN Jietiko3 (XMJI), aTunuuHbIi XpOHUUECKUH MUENIONEHKO3, F0BEHUIIbHbIA

MHUEJIOMOHOLIUTAPHBIA JIEHK03, MuenonponudepaTuBHbIe/ MHEIOIUCIUIACTUYSCKIE CHHIPOMBI -
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HeKkJIaccu(puuupyemsle, B-numdobnacTHbiii JeKko3/mmdpomy, T-mumdobnacTabIi
netikos/maMmpomy, nuddy3Hyr0 KpynHOKIETOuHYI0 B-nmumdonurapuyo numpomy, MepBHUHYIO
TuM(pOMY LEHTPAJIbHOH HEPBHOH CHCTEMBI, NEPBUYHYIO CPEOHECTEHHYI B-kieTouHyro
mimpomy, numbowmbl/neiikemun  bepkurra, QomnmukynspHyro n1uMpoMy, XPOHHUYECKHUI
mumdorneiiko3 (XJLUT)/menkoknerounyro aumponutapHyro aumbomy,  B-mumdponurapHsiit
npoMuM(pOLUTAPHBIA  JIEHKO3,  JTUM(OIUIA3MOLUTAPHYI0  JTHM(POMY/MaKpOrIo0yINHEMHIO
Banbnencrpema, MaHTUWHOKJIETOYHON TMGOMBI, UMb OMBI KpaeBou 30HBI,
NOCTTPAHCIIAHTALIMOHHBIE  TUMdonponudepatuBHbie Hapyuenus, BHWY-accounnpoBaHHbIe
AUM(OMBI, TEPBUYHYIO BBIIOTHYIO JIUM(POMY, BHYTPUCOCYAMCTYIO KPYIHOKJIETOUHYIO B-
TMMPOIUTAPHYIO  JUMPOMY, TEPBHYHYI0  KOXHYHO  B-mumdouurapuyro  aumdomy,
BOJIOCATOKJIETOYHBIH  JIEfIKO3, MOHOKJIOHAJbHYI0 TaMMONATHIO HEU3BECTHOTO 3HAYEHMS,
BSUIOTEKYIIYIO MHOXECTBEHHYIO MHEIIOMY, M COJHMTapHbIC IUIa3MOLUTOMBI (CONHUTApPHYIO
KOCTHYIO U 3KCTPaMeNyJUIIPHYIO).

[0053] HexoTopbie cXeMblI JIeYeHHUs] COTJIACHO NaHHOMY HU300pPETEeHHIO0 OCOOEHHO MOIXOIST IS
neueanss OMJL. B HEKOTOpBIX BapuaHTax OCYLIECTBICHHS HM300pETeHUs], CYOBEKT, KOTOPOMY
BBOIAT JekapcTBo, umeer OMJL. Cpenn OMJI, mpumeHsisi criocoObl, PacKpbITbie B JaHHOM
JOKYMEHTe, HamnpuMep MyTeM BBeIAeHUs: uMmerenbcratra B koMOmHammu ¢ ABT-199, moxkHO
JeUnuTh pe3ucTeHTHole Kk xumuortepanuu OMJI, takue kaxk OMJI, He nmopnaromuecs JeUEHUIO
UTapaOMHOM B KOMOMHALMY C TayHOpYyOuimHOM ninu unapyourmaoM. Oteer OMJI Ha neuenue

U3BECTEeH B IaHHOH oOnactu TexHuku. [Ipumep ouenku orsera OMJI nokasan B Tabnuue 1.

Taoauua 1. Ouenxku orsera OMJI

Ouenku orBerta OMJI

Kareropus Onpenenenue

Honusii otser (IT0)' | BriacTHbIe KeTKH KOCTHOra <5%); OTCYTCTBHE OIACTHBIX KIIETOK C
TenblaMu Ay3pa; OTCYTCTBHE SKCTPaMenyJUIIpHOH OoJe3Hu;
abCoIOTHO® KOoNMuuecTBo Heirpoduaos >1,0 x 10”71 (1000/mkn);
KonmuecTBo  TpomGommros  >100 x  10°/m  (100000/MKk);

HE3aBUCUMOCTD OT BJIMBAHUA SPUTPOLUTOB

[I0 ¢  wHenonabM | Bece kpurepuu 110, 3a UCKIIOYEHHEM OCTAaTOYHON HEWUTPOIEHUU

BBI3JIOPOBJIEHUEM (<1,0 x 10°/1 [1000/mkxn]) umu TpomGormronenue (<100 x 10”/1
(ITO=B)* [100000/mxx])
Mopdonoruueckoe brnactHbeie KiIeTKU KOCTHOro mo3ra <5%; oTCyTCTBHE OJIACTHBIX

COCTOSIHUE 0e3 | kmetok ¢ TenmplaMu  Ayspa; OTCYTCTBHE 3KCTpaMenyJUIApPHOIL
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” 3
JEUKEMUN Oone3HN; reMaToJIOTNUeCKOe BOCCTAHOBJIEHNE He Tpedyercs

YacTuuHbIl oteet | OTHOCHUTCS TONBKO K (asze 1 M 2 KIMHUYECKUX WCTIBITAHUH, BCE
(HO) remaronorudeckue kputepuu I10; yMmeHblieHHe MNpOLEHTA

ONaCTHBIX KJIETOK KOCTHOrO Mosra 10 5-25%; u yMeHbLIeHue
MPOLIEHTA OJNIACTHBIX KJIETOK KOCTHOTO MO3Ta Iepen Je4eHHEM I0

MeHblIel Mepe Ha 50%

Iurorenernyeckuii Bosspar K HOPMAaJIbHOMY KapUOTUIY BO BpeMsl
10 (ITOw)* mopgonoruueckoro 1O (umu ITOHB) B ciydasx ¢ aHOMaJbHBIM
KapuOTUIIOM BO BpeMsl IMArHOCTHKH, Ha OCHOBE OLeHku 20

MeTada3HbIX KIETOK M3 KOCTHOTO MO3ra

Monekymspubiii - I1O | Her cranmapTHOro omnpeneneHus; 3aBUCUT OT MOJEKYJISIPHOM

(ITOMm)’ MULIEHU

6
Penunus Bnactapie kneTku KocTHOro wmosra >5%; Wi TOBTOPHOE
IIOABJICHUC 6.]'IaCTHI:JX KJICTOK B KpOBI/I; NN pa3BI/ITI/Ie

3KCTpaMeayJUIsipHOH O0JIe3HU

-
IIpoBan neuenus >25% aOCONMIOTHOE YBENUYEHHE KOJMYECTBA OJIACTHBIX KJIETOK B
KOCTHOM MO3T€ 10 CPAaBHEHHUIO C MCXOAHBIM YPOBHEM JI0 AAHHOTO
oueHuBanus (Hanpumep, ot 20% 10 46%) ni1st MyHKTaTa KOCTHOTO

MO3ra (UM OMOIICHH B CIIy4ae CyXOH MyHKIINN)

g
CrabunpHas Oonesnp | He cooTBETCTBYeT MOJHOMY WIJIM YaCTUYHOMY OTBETY U HE MMEeT

J0Ka3aTebCcTB Hed(PPeKTUBHOCTH JTIeUeHUSI.

OmnpeneneHuss KpUTEepHEB OTBETAa OCHOBAHBI, IPEXIE BCEro, Ha KPUTEPHSX, NaHHBIX

Yeconom B 1990 rony.

Bce xpurepun H0KHBI ObITH COOIOIEHBI; OLIEHKA KOCTHOTO MO3Ta JTOJIXKHA
OCHOBBIBaThCs Ha noacyere 200 copepkamux sapa KJIETOK B MyHTATe CO CIIUKYJIAMU, €CITU
€CTb COMHEHMUs], PACCMOTPUTE MOBTOPHOE UCCIENOBAHUE Yepe3 5-7 CYyTOK; OLEHKA
MPOTOYHON LIUTOMETPHUEN MOKET IOMOUYb PA3JINYUTh XPOHUYECKUH JIENKO3 U
pereHepUPYIOLINI HOPMaJIbHBIH KOCTHBIH MO3T; OMOTICHSI KOCTHOTO MO3Ta I0JKHA
BBITTOJIHATBCS B CITy4asiX CyXOW MYHKLWH, MM €CJIA He OBbLIO TIOJIYYEHO CITUKYJT,
MHHHMAJIbHAS TIPOJIOJKUTENBHOCT OTBETA HE TpeOyeTcs.

Kpurepuii [IOHB nMeeT 3HaueHNUE B IPOTOKOJIAX, UCTIOAB3YIOIINX CTPATErny yCUJIEHHON
WHAYKLUU UM JIBOMHON MHAYKLUH, B KOTOPBIX €MaTOJOTMYE€CKOE BOCCTAHOBIIEHUE HE
IPEeAToaraeTcsi, HO UHTEHCUBHAs Tepanus Oyner npogoipkeHa. B takux nporokonax [10

MOXKET OaXKE€ HC NOCTUIaThbCsA B LTUKJIC BCCIO IjlaHa JICHCHUHA. B stux cirydasix O6].].IHI>1
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k03 puImeHT oTBeTa NoJKeH BKII04aTh B cebst mauneHToB ¢ [10 u I10OHB. Hekotopbie
NAIKUEHThl MOTYT HE IOCTUYb MTOJIHOTO FeéMaTOJIOrHYeCKOro BOCCTAHOBJIEHHUS Tocie Oonee
JUTUTENIHOTO BpeMEeHH HaOIFOAeHHUS.
’  Dra kaTeropus MOXKeT ObITh TOIE3HA MPH KJIMHIUECKOH pa3paboTke HOBBIX MPEHapaToB
B paMKkax ¢a3pl | KJIMHHYECKUX HCIIBITAHUH, B KOTOPBIX MOXET OBITh JOCTUTHYTO
BPEMEHHOE COCTOsIHHE 0e3 MOP(OJIOTHIECKOro JIeHK03a BO BpeMsl paHHEH OLIEHKH OTBETa.
UeTbipe UCCIIEIOBAHMSI MTOKA3AJIH, YTO HECIIOCOOHOCTh MEPEHTH K HOPMAJIbHOMY
kapuotuny Bo Bpems I10 mpenckaspiBaeT Maoxoi pe3ybTar.
> B kauectse npumepa, mpu OMJT CBF (kop-CBsi3bIBaromuii (pakTop) HU3KHiT yPOBEHb
[NIP-10N0XHUTENBHOCTH MOXKET ObITh OOHAPY’KEH YV TMALIUEHTOB AAXKE MPH JOJITOCPOIHOM
otsere. [Ipu Hopmanusanuu 1o 104 xonuit ABL1 B coorBeTcTBUM CO

CTaHAAPTU3UPOBAHHBIMU KPUTEPUSMHU, YPOBHH TPAHCKpUNTOB Huxke 12-10 xonwmii, nmo-

BUAUMOMY, SABJIAIHOTCA MPOTHOCTUYCCKUMMU AJIA JOJTOCPOYHOI0O OTBETA.

° B ciyuasx ¢ HE3KHM TPOLIEHTOM OMACTHBIX KIETOK (5-10%), HOMKeH GBITh BBIMONHEH
MOBTOPHBIA 3a00p KOCTHOTO MO3ra, 4YTOOBI MOATBEPAWTH penuaunB. llosBleHHE HOBBIX
IWCIIJIACTUYECKUX HW3MEHEHHWH CJeQyeT TINATeNbHO KOHTPOJHPOBATH HA MPEIMET
BO3HHKHOBEHHsI peLUANMBA. Y TMAaLHEHTa, KOTOPOrO HENABHO JICUMJIM, IUCIUIA3US WJIH
KPAaTKOBPEMEHHOE YBEJIMYEHHE KOJIMYECTBA OJIACTHBIX KJIETOK MOXET OTpaxkarb 3(pdexT
XHUMUOTEpallMi U BOCCTAHOBJICHHE remaronoss3a. JlomkHa ObITh MpOaHAIN3UPOBAaHA

LIUTOT€HETHKA, YTOOBI OTJIMUUTh UCTHHHBIM PELUAMB OT CBsA3aHHBIX ¢ Tepanuein MJIC/OMJI

[0054] OnucanHble B TaHHOM JOKYMEHTE KOMOWHALIMM JIEKAPCTBEHHBIX CPEACTB SIBIISTFOTCS
NOIXOMAIIMMHU ISl TIPUMEHEHHUs] NMPH JICYeHUH JIF0O0Oro u3 3a00JIeBaHUN WM HAPYLICHUH,
YIOMSIHYTBIX B JAHHOM JOKYMEHTE, BKJIIOYasi FeMaTOJIOTHYeCKOe OHKOJIOTHYeCKoe 3a00JieBaHne
(unm ero noarturel). JlekapcTBa MOTYT OBITH BBEIEHBI OJJTHOBPEMEHHO WJIH MOCJIEOBATEBHO.

[0055] OnucanHbie B TaHHOM TOKYMEHTE€ KOMOHWHAIIMH JIEKAPCTB MPUTOAHBI ISl IPUMEHEHHUSI
NPY UHIYKIMH aIoNTO3a B T€MaTOJIOTHIEeCKON pakoBOW (OHKOJIOTHYECKOH) kieTke. JlekapcTsa
MOTYT OBITh BBEICHBI OTHOBPEMEHHO HJIU MTOCIIEIOBATEIBHO.

[0056] Taxxke OymeT MOHSATHO, YTO KOMIIO3UIIMH, OMMMCAHHBIE B JAHHOM JOKYMEHTE, SIBIISIOTCS
NOAXOMAIIMMU TSI TPUMEHEHHUsl TP JIEYeHUU JI0OO0ro n3 3aboeBaHUil WM HAPYLICHUH,
YIIOMSIHYTBIX B JAHHOM JOKYMEHTE, BKJIIOYasl FeMaTOJIOTHYeCKOe OHKOJIOTHYeCKOoe 3a00JIeBaHNe

(MM €rO MOATHUIIBI).
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C. Cy0bekT

[0057] CybpexT mpencrasisier coOOM MIIEKONUTAIOLIEe, Hy»KAaroleecss B JeueHuu paka. Kak
HpaBI/IJ'IO, CY6"beKT ABJIACTCA NMAIUCHTOM-YEJIIOBEKOM. B HeKOTOprX BapI/IaHTaX OcyU.[eCTBJ'[eHI/ISI
u300peTeHust, CyObEKTOM MOKET ObITh HE OTHOCSIIEECS K YEIOBEKY MJIEKOIUTAIOIIEE, TAKOE KaK
NPUMAT, OTJIHYHBIN OT YeJIOBEKa, JKUBOTHAS MOJENb (HAIIPUMED, KMBOTHBIE, TAKHE KaK MBILIH U
KPBICHL, HCTOJb3yeMble IMPU CKPUHUHIE, XapaKTEPUCTUKE W OICHKE JIEKapCTB) W ApPyrHe
MIICKOITUTAK IITUE. KaK HpI/IMeHﬂeTCﬂ B JAaHHOM I[OKYMGHTG, TepMI/IHbI MaLHrECHT, CY6'beKT )51

WHAWBUA IPUMEHAIOTCSA B3aUMO3aMECHACMO.

D. IIpoTHBOPAKOBBIE ATeHThI

[0058] B cuenyromem paszpene ONMCAaHBI JICKAPCTBEHHBIE CPEACTBA, IPHUMEHsEMbBbIE B
Pa3NUYHBIX BapHaHTaX OCYIIECTBJIEHHS H300peTeHns. Tak Kak 3TH TNpenaparsl XOpPOIIO
U3BECTHBI, Mbl NPHBOANM TOJBKO KpaTkue obcyxkaeHus. [lyOnmkanmu, mpoOUUTHPOBAHHBIE B
JAHHOM paszfelie, IPeAHAa3HAYEeHbl AJIs1 WIICTPALIMU ACHEKTOB JIEKAPCTBEHHOIO CPEACTBa s
NOJIb3bl TPAKTUKYIOIIETO Bpayda, OAHAKO CChUIKA HAa KOHKPETHYI NyOJHMKAILMI0O B JaHHOM
pazgene wian rae-nubO elle B JAHHOM DPACKPBITMHM H300pETeHUs He MpeAHA3HaueHa Uit
OrpaHUYEHUs TAHHOTO N300pEeTEeHNUs B KAKOM-JIMOO OTHOLIEHNUH, B TOM YHCJIE€ B OTHOIIEHUH /103,

KOMOUHALAI U TTIOKA3aHUN.

1. HHruduTophl TEJI0MEPA3BI

[0059] [Tpumepsl MHTHOMTOPOB TeJIOMepasbl BKIKOYAOT B cebs, Oe3 orpaHuueHus,
UMETENbCTAT, B YACTHOCTH, UMETENIbCTAT HATPHsL. B HEKOTOPBIX Cilyyasix, OMUH WU OOJbIIE YeM
OIMH MHTHOUTOp TeJIoMepasbl (HAlpuMep, ABa WM TPU MHTUOUTOpA TeIoMepasbl) MOTYT ObITh
BBEACHbI  MJICKONUTAIOIIEMY  JUIA  JICYEHHS  T'€MAaTOJOTHYECKOTO  3JIOKAYE€CTBEHHOTO
HOBOOOPA30BaHMSL.

[0060] MmeTenbcTaT HaTpwisi - 3TO HATPHEBAsl COJIb UMETENIbCTaTa, MPEICTABJISIOMAs COOOM
CUHTETUYECKUH  JIMMUA-KOHBIOTUPOBAaHHBIN  13-mepHblli  onuronykieorun  N3'PS'-tho-
dochopamunar. Xummueckoe HazBanue umerenascrara Hatpust: JIHK, d(3’-amunHo-3’-neokcu-P-
o) (T-A-G-G-G-T-T-A-G-A-C-A-A), 5°-[O-[2-ruapoxcu-3-(rekcaaekaHONIaMUHO)IPOITII|
dochoporuoar], marpuenas conb (1:13) (SEQ ID NO: 1). IMerenscTaT U IMETENbCTAT HATPUS
MOTYT OBbITb CHHTE3UPOBAHBI, NMPHUTOTOBJIEHBI, WIN IMOJYYEHbL, KaK ONHCAHO TAe-HUOyAb ele
(Asai etal., Cancer Res., 63(14):3931- 3939 (2003), Herbert etal., Oncogene, 24:5262-5268
(2005), u Gryaznov, Chem. Biodivers., 7:477-493 (2010)).
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[0061] UmeTenpcTaT M uMeTenbCTaT Hatpus HaneneHbl Ha PHK-maTpuny tenomepassl u, Kak
ObUIO MOKa3aHO, MHIMOMPYIOT aKTHBHOCTH TEJIOMEPA3bl M MPOIU(EPALIUIO KIETOK B Pa3IMIHBIX
JMHUSAX PAKOBBIX KJIETOK M OINYXOJIEBBIX KCEHOTPAaHCIUIAHTaTaxX y Mblel. MccnenoBanust ¢da3bl
I ¢ yyacTueM NauUeHTOB C PAKOM MOJIOUHOM >KEJIe3bl, HEMEJIKOKJIETOYHBIM PAaKOM JIETKOIO U
APYTUMHU  COJUAHBIMU  ONYyXOJIMH, MHOJKECTBEHHOM MHEJIOMOM WM  XPOHUYECKUM
AUMQOLUTAPHBIM  JIGHKO30M  NPENOCTaBMAM  MHPOpMAnmMoo O  (apMakOKMHETHKE U
(apMakonMHAMUKE JIEKAPCTBEHHOTO CPEACTBA, M MOMOLIH OOOCHOBaTh 9,4 Mr Ha KUJIOTPaMMm
Macchl Tena (MPEOoOCTAaBIIETCS Kak 2-dacoBas BHyTpuBeHHass wuH(Qy3usi). Ilocnenyromee
uccnenoBanue ¢Gasbl 2 C y4aCTHEM MALUEHTOB C MIUOMATHYECKOW TPOMOOIMTOMHUEH MOKA3aJIo
CHIDKEHHE aKTHUBHOCTH TPOMOOLIMTOB, COINPOBOXKAAIOIIEECS 3HAYUTEIBHBIM CHU)KEHUEM
Harpy3ku (monu) mytaHTHbIX ayuteneii JAK2 V617F u CALR. Mwmerenbcrar HaTpusi OOBIYMHO
BBOAST BHYTPUBEHHO, IpEAIONaraercs, 4YTo MpU MPAKTUYECKOM NPUMEHEHUU IaHHOIO
U300peTeHnst TaKke MOTyT OBITh HCIOJB30BAHBI JAPYrHEe NYTH BBENEHHs, TaKHe Kak
WHTPATEKAJIbHOE BBEJEHUE, BHYTPHUOIYXOJEBass UHBEKLMSA, NEPOPAIBHOE BBEIECHHUE U IPYyTHE.
Hatpusi mmerenbcrar MokeT OBITP BBEIEH B 033X, CPABHUMBIX C TEMH, KOTOpPble OOBIMHO
UCIIOJIb3YIOTCSl B KJIMHUKE. B NpeAnOUYTUTENIBHBIX BapUAaHTAX OCYILUECTBJICHUs, UMETENIbCTAT
HATpPHsi BBOAST, KaK ONUCAHO B IPYTOM MECTE JAHHOTO NJOKYMEHTA.

[0062] KoHkpeTHBIH BapHaHT OCYIIECTBJICHHS COOTBETCTBYET JIFOOOMY M3 JAPYTHX BapHUAHTOB

OCYIHIECTBJICHUS, B KOTOPBIX UMETCIIBCTAT OrpaHUYCH 1O UMETECIbCTATA HATPUS.
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2. ABT-199 - uuruourtop Bel-2

[0063] ABT-199 (BeHuTOKJIAKC) mpencTaBisier cOOOH MepBbIli B CBOEM KJIACCE CEJIEKTHUBHBIN
nepopanbhplii  uHrHOuTOop BCL-2, magamuii  tpoboumtel (Pur. 1B). OH mnokazan
cyonanomossipayro adppunocts k BCL-2 (K i <0,010 HM) ¢ mpOTHBOOMYXO0JI€BOI aKTHBHOCTHIO
B OTHOIIEHMM HeXOKKMHCKOH suMmpomsr (HXJI) wu XJJI in  vitro. In  vivo
KCEHOTPAHCIUIAHTAaTHBIE UCCIEAOBAHUS HAa MBIIIAX MOKA3aJIH aKTUBHOCTh NPOTHUB arpeCCUBHBIX
(Myc+) numdom, a Takke octporo Jjeiiko3a. B ¢asze Ia ucnweirtanus ABT-199 8 R/R HXIJI
NPUMEHSIN HENPEephIBHYI0 CyTOUHYI 103y 200-900 mr. EnuHuuHyro n03y BBOOWIM HA 7-€
CYTKHU C MOCJIEAYIOLUM BBOAHBIM NEPUOIOM C MTOCTETIEHHBIM MTOBBILIEHHEM TUTPa B TeueHue 2-3
Henenb. Mosotepanuss ABT-199 0Opita Takke HM3y4eHa B OTKPBITOM, MHOTOLIEHTPOBOM
uccnenoBanny (asel 2 y manueHToB ¢ BBICOKUM puckoM R/R OMJI m y He mpoXoauBIINX
JEYeHHE TMAILMEeHTOB, KOTOpble OBUTM HENPUTOAHBI JJsi WHTEHCHBHOW XHUMHOTEpPAIHH.
Hccnenosanue nOMycKano yBeJIWYeHHE O3Bl Y OJHOIO M TOTO K€ MallMeHTa, KOTAa MalueHT
nony4dan 20 mr ABT-199 B Henemto (Hen.) 1 cytku 1. Bbuto BBEIEHO €KECYyTOYHOE YBEIHUEHUE
IUTsl TOCTHKEHUs] KOHeYHOU 1036l 800 Mr Ha 6-€ CYyTKHU UM 3aTeM €XeCyTO4HO. Takue ManueHTsl
6e3 monHoro oreera (I10) mnu 1O ¢ HenoaHbIM remMaTonornueckuM BocctaHoBieHneM (ITOHB)
70 TIEPBOTO 3aIUIaHUPOBAHHOIO oneHnBaHus (koHen Hen. 4) cmornu yBenmuuts 103y o 1200
mr. Pexomennyemast noza ABT-199 ¢asel 2 B komOuHaumu ¢ putykcumabom cocrasisier 400 Mr

B CYTKH.

E. dapmaneBTHYECKHE KOMIO3HIIHH

[0064] TanHoe wu300pereHHe TaKke paccMaTpuBaeT (HapMaLEeBTUYECKHE KOMIIO3MLIUH,
cofeprKalie MHTHOUTOp TenoMepasbl (HampuMmep, MMETENbCTaT, B YaCTHOCTH, HMETENIbCTAT
Hatpusi) U uHruomrop Bcl-2 (manpumep, ABT-199). B omHOM BapuaHTe OCYIIECTBIICHHS,
(dapmainieBTHYECKasi KOMIIO3UIUSI CONEPKUT UMETEbCTAT, B YACTHOCTH MMETEJIbCTAT HATPHUS, U
ABT-199. B onHOM BapuaHTe OCYINECTBJICHUs, (apMarieBTHYeCKass KOMITO3ULHSI COAEPIKUT
UMETEJIbCTAT, B YaCTHOCTH, uMeTenbetaT Hatpust 1 ABT-199. OnucanHbie B JaHHOM TOKYMEHTE
KOMOWHALINN JIEKAPCTBEHHBIX CPEACTB MOTYT OBITh BBEIEHBI CYOBEKTY B BUAEC KOMIIO3HIIHH,
cozeprkarieit o0a JIeKapCTBEHHBIX CPENCTBA.

[0065] Hocurenp unu pa3daBUTENb MOJIKHBI ObITh KIIPUEMIIEMBIMUY» B TOM CMBICJIE, YTO OHU
COBMECTUMBI C APYTUMH UHIPEIUEHTAMU KOMITO3ULIMU U HE BPEIHBI U1l UX PELIUITHEHTOB.

[0066] [l mpoCcTOTHI BBEACHMSI, KOMOMHAIIMH JIGKAPCTBEHHBIX CPEACTB, OMMCAHHBIC B JAHHOM

JIOKYMEHTE, MOTYT OBITh IPUTOTOBJEHBI B BHIE PA3IUYHBIX (papMaleBTUYeCKHX (OopM I
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L[e.]'[efl BBCACHUs. KOM6I/IHaL[I/II/I JICKAPCTBCHHBIX CPCACTB, OMHMCAHHBIC B AAHHOM JOKYMCHTC,
MOTYT OBITh IPUTOTOBJIEHBI B BHJE PA3JNYHBIX (papmaneBTHUeCKUX (GOpM AJis Leiel BBEIECHUsL.
B kauectBe NoAXOAAIINX KOMHOSI/ILII/Ifl MOryT 6bITb YKa3aHbl BCC KOMIIO3HIINUH, O6bILIHO
UCTIOJNIb3YEMBbIE JJIS1 CHCTEMHOT'O BBEJICHHUS JIEKAPCTBEHHBIX CPEACTB.

[0067] dns npurotosnenus papMaleBTHUECKUX KOMIIO3ULIUN COTJIACHO TAHHOMY H300pEeTEHHIO
3¢ (eKTUBHOE KOJMYECTBO KOMOWMHAILMM JICKAPCTBEHHBIX CPEICTB, OMHMCAHHBIX B JaHHOM
JOKYMEHTEe, KOMOWHHUPYIOT B OJHOPOIHYK) CMeCh C (apMaleBTUYECKH MPUEMIIEMbIM
HOCHUTCJIEM, IIPUYIEM STOT HOCUTEb MOXKET IMMPUHUMATL CaMbIC PA3HBIC q)OprI B 3aBUCUMOCTHU OT
dbopMbl TIpemnapara, skejgaemMol sl BBeneHus. JlaHHble (hapMaleBTHYECKHE KOMITO3HUIIMU
JXeJ1aTCJIbHbI B (bopMe CAUHHUIBI JO3UPOBAHUA, HOHXOHﬂmeﬁ, B YaCTHOCTH, HJIA MEPOPATIBHOIO,
PEKTAJIBHOIO, YPECKOKHOI0 BBCACHUS, HapeHTepaJ'IbHOfI WHBEKIUH WK NYTEM HWHIAJALUN. B
HEKOTOPBIX CIIy4asiX, BBEICHHE MOXKET OCYLIECTBJIATLCA BHYTPUBEHHON nHBeKIMe. Hanpumep,
NPY TIPUTOTOBJICHUN KOMIIO3ULIUI B OPaJIbHOM AO3UPOBAHHON (opMe, MOTYT OBITh MPHUMEHEHBI
nr00bie 0ObIYHBIE (apMaleBTUYECKUE Cpenbl, TaKhe Kak, HampuMmep, BOAA, TJIMKOJM, Macha,
CIIUPTBI U TOMY HO)IO6HO€ B ClIy4dac€ XUAKUX IMpeEernaparoB MJjd NEPOPAJbHOIO NPUMCHCHUS,
TaKUX KaK CYCIICH3UH, CHUPOIIbI, 3JIMKCHUPBL, 5MYJIbCUU U PAaCTBOPbI, WM TBEPAbIC HOCUTECIIH,
TaKHe KakK KpaxMalibl, caxapa, KaoJMH, pa3OaBUTENM, CMA3bIBAIOIHE BEINECTBA, CBS3YIOLINE
BELLECTBA, PA3PhIXJIUTEIH U TOMY ITOI00HOE, B ClIy4ae MOPOIIKOB, MUAJIIOJb, KAICyJl U TaOJIeTOK.
W3-3a nerxkoctu ux BBCACHUA Ta6.]'IeTKI/I U KallCyJibl MPEeACTABIIAIOT CO6OI>'I HaI/I6OJ'Iee BBII'OAHBIC
(GOpMBbI €AMHUI] NO3UPOBAHUS U MEPOPATBHOTO NMPUMEHEHUs, U B 3TOM Cly4ae, OueBHJIHO,
UCTIONB3YIOTCS TBEpAble (apMaleBTHYeCKue HOcuTenu. [l mapeHTepasbHbIX KOMIO3ULMH
HOCHUTEJIb OOBIYHO COAEPIKUT CTEPHJIbHYIO BOXY, IO MEHbIIeld Mepe B OOJbLIeH 4YacTH, XOTs
MOTyT 6bITb BKJIFOUECHBI U APYTHEC UHIPCAUCHTDBI, HAIpUMED, JIA YIYUIICHHA PACTBOPHUMOCTH.
Hanpumep, Moryt ObITb NPUTOTOBJIEHbI HHBELHPYEMbIE PACTBOPBI, B KOTOPBIX HOCHUTEINb
BKJIFOYAET B ce0s1 (PU3MONIOTHUECKUH PaCTBOP, PACTBOP IUIFOKO3bI, I CMECh (PU3UOJIOTHUYECKOTO
pacTBOpa M pacTBOpa TIIIFOKO3bl. Hampumep, MOryT OBITh NPUTOTOBJIEHbI HHBELUPYEMBbIE
pPacTBOpPbI, B KOTOPBIX HOCHTENIb BKJIOHAeT B Ce0sl (PU3MOJOTMUECKUIl pPacTBOp, PacTBOP
[JIFOKO3bI, MJIM CMECh (PHU3HOJOTHYECKOrO PacTBOpPAa M pacTBoOpa TIJIFOKO3bl. MHBEKIHMOHHBIE
paCTBOpPBI, COACPIKAIIUEC KOM6I/IHaL[I/II'O JICKAPCTBCHHBIX CPCACTB, OINHWCAHHBIX B JAdHHOM
AOKYMEHTE, MOTYT 6bITb NPUTOTOBJICHBI B BUAC Macja AJid MPOJIOHT'MPOBAHHOI'O ,[[eflCTBPI;I.
Iopxomamumu Macinamu AUl 3TOW LENU SIBJIAIOTCS, HAIIPUMEpP, apaxHUCOBOE MACHO, KyHXXYTHOE
Macjio, XJIONKOBOE MAacyio, KYKYpy3HO€ Macjio, COEBO€ MAacCjo, CHHTETHYECKHE CJIOKHBIC
MIMOCPUHOBBIC 9(1)I/Ipbl JJIMHHOLCTIOYUECYHBIX JKUPHBIX KHUCJIOT, U CMECHU 3TUX U APYIrUX Macell.

Tax:xe MOTYyT OBbITh IMPUTOTOBJICHBI UHBCKIUOHHBIC CYCIICH3UH, U B 3TOM CJIyda€ MOIyT OBITH
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UCTIOJIb30BaHbl MOIXOISIINE KUAKHE HOCUTENH, CYCIIEHANPYIOIINE areHTbl U TOMY IOAOOHOE.
Taxxe BKIIIOUEHBI TBEpAbIe (OPMBI MPENapaToB, KOTOPbIE MPeIHA3HAYEHBI JJIsl TPEBPAIleHUs
HE3a70JIr0 10 MPUMEHEHHUsI B JKUAKUE (POPMBI MpenapaTroB. B KOMIOZULIUSAX, MOAXOMSIINX IS
YPECKOXKHOTO  BBEIEHUs, HOCHUTENb HeOoO0A3aTeIbHO COAEPKUT AareHT, YJy4IIaroUIuii
NPOHUKHOBEHHE, W/WIM MOAXOMSIINA CMAaYMBAIOLIMN areHT, HeoOsA3aTeIbHO B COUETAHUH C
NOAXOMAMMU o00aBKaMH 1000 TPUPONbI B HE3HAYMTENIbHBIX MPOMOPLHUAX, MPUUEM OTH
n00aBKU HE OKA3bIBAIOT 3HAYUTENILHOTO BPEIHOTO BO3ACHCTBUS Ha KOXKY. YKa3aHHbIe JOOABKH
MOTYT oO0JierdyaTh HAaHECEHHE Ha KOXXY W/WJIM MOTYT OBITh TOJE3Hbl JJIsl MPUTOTOBJICHHUS
JKEJTAEMbIX KOMIMO3ULHA. JJaHHbIE KOMIO3UIIMK MOTYT OBITh BBEAEHBI PA3JIMYHBIMHU CIIOCOOAMH,
HampuMep, C MOMOIUIBIO TPAHCAEPMANIbHOTO IJIACTBHIPS, MPSMO B MHILIEHb, ITyTeM HAaHECEHUs
Masu.

[0068] OcoOeHHO BBITOIHO T'OTOBUTH BBIMICYIIOMSIHYThIE (PapMaleBTHYECKHE KOMITO3HLHUU B
(dbopMe enUHULIBI JO3UPOBAHUS ISl MPOCTOTHI BBEACHHSI U OJJUHAKOBOCTU JTO3UPOBKU. EnuHmIa
JIO3UPOBAHUS JICKAPCTBEHHOW (POPMBI, NpPUMEHsieMas B JAHHOM JIOKYMEHTE, OTHOCHUTCS K
(bu3HYeCKN TUCKPETHBIM €IMHHILAM, TOAXOISIIUM B KQ4eCTBE SUHUYHBIX 103, IPUYEM KaskIaas
€IMHULA COAEPXKUT 3apaHee ONpEAENIEHHOE KOJUYECTBO AaKTUBHBIX  HMHIPEIUEHTOB,
paccuMTaHHOE JUIA TOJYYEHHUs JKEIaeMOoro TepamneBTudeckoro s¢pdexra B coderaHum ¢
HeoOXonuMBbIM (apmarieBTHUeCKUM HocuTeneM. IIpumepamu Takux ¢GopM equHUL] 1O3UPOBAHUS
SBJIIOTCST TaOJNeTKH (BKJIFOUAsl pasjiaMblBaeMble TaOJMETKU WM TaOJIETKU C TIOKPBITHEM),
KaICyJIbl, TUJIIOJIM, TAaKEeThl C IOPOIIKOM, OBICTPOPACTBOPHMBIE TaOJETKH, CYNIIO3UTOPHH,
VUHBEKIOHHBIE PACTBOPBI MJIM CYCHIEH3UU U TOMY TOIO00HOE, M UX pa3/ieleHHble MHOTOKPATHBIE
TO3UPOBKHU.

[0069] UToObI MOBBICUTH PACTBOPUMOCTb W/WIIM CTA0MJIBHOCTH JIEKAPCTBEHHBIX CPEICTB B
KOMOWHALIMSX, ONMUCAHHBIX B TAHHOM JOKYMEHTE, B (DapMalleBTUYECKHX KOMITO3UIIUSIX, MOMKET
OBITH BBITOJHO MPUMEHSITh O, J- WIH Y-IUKIOAEKCTPUHBI MU UX MPOU3BOJIHbBIE, B YACTHOCTH
T'HIPOKCHATIKUII3aMEIeHHbIE LUKJIOJIEKCTPHHBI, HaTnpumep, 2-TUAPOKCUTIPOTTHI-P-
LIUKJIONEKCTPUH WIN CYJIbPOOYTHI-B-UUKIOAEKCTPUH. Takke KO-paCTBOPHTENH, TaKHE Kak
CHHPTBI, MOTYT YJIYYLIATh PACTBOPUMOCTD W/HIIN CTA0MIIBHOCTD COCAMHEHUI COTJIACHO TaHHOMY
N300peTeHHIo B (hapMaLeBTHUECKUX KOMIO3ULIUSX.

[0070] B 3aBucumocT oT cmocob0a  BBeAeHHMA  (papMalleBTUYECKass  KOMITO3ULHS
npeanouTuTeNbHO Oyaer comepxkath oT 0,05 mo 99 % mo macce, Oonee npenmnodrutenbHO OT 0,1
no 70 % mo macce, eme Oosee mpenmourureabHo oT 0,1 go 50 % mo Macce JeKapCTBEHHBIX
CPeICTB B KOMOMHAIIVSIX, OMMMCAHHBIX B JAHHOM JOKYMeHTe, U oT 1 10 99,95 % no macce, Oosnee

npennoutuTesibHo oT 30 1o 99,9 % mo macce, eme Oosee nmpennoytutesnbHO OoT S0 10 99,9 %
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Macce (apMaleBTHYECKH MPUEMIIEMOrO HOCUTENS, TPUYEM BCE MPOLEHTHI PACCUUTBHIBAIOT OT
o0mell Macchl KOMMO3ULMK. YacToTa BBEAEGHUS MOXKET IMPENCTABIATh COOOH JOOYIO 4acToTy,
KOTOpasi ~ YMEHbIIAaeT  TSDKECTb ~ CHUMITOMA  I€MAaTOJOIMYECKOro  3JI0KaYeCTBEHHOTO
HOBOOOpa3oBaHMs (HAaNpUMep, YMEHBIIAaeT Uiu oOpalaer BCrATh puOpo3 KOCTHOrO Mo3ra), He
BBbI3bIBAsl 3HAUUTENILHOW TOKCHUYHOCTH y MJiekonuraromero. Hampumep, wacrora BBeneHUs
MOXET COCTaBJIATH OT OKOJIO OZJHOT'O pas3a B JIBa MecsALa A0 OKOJIO OHOTO pas3a B HEEJI0, N OT
OKOJIO OJTHOTO pasa B MeCsI A0 OKOJIO JIBYX pa3 B MECSL, WJIU OT OKOJIO OHOTO pas3a B IIECTb
HeJeNb 70 OKOJIO JIBYX Pa3 B MECHILI

[0071] YacToTa BBENEHUSI MOXKET OCTAaBaTbCS MOCTOSHHOM WMJIM MOKET BapbUPOBATbCS B
TEUeHUE BCero nepuoaa JiedeHus. Kypc JedeHuss KOMNO3ULMEH, coaep:kalled OAUH WU
OosblIee KOJIMYECTBO MHTUOUTOPOB TEJIOMEPAa3bl, MOKET BKJIOUATh B CEOsl MEPHOABI OTIbIXA.
Hanpumep, xoMmo3unms, copepskaiias WHIHOUTOp TeloMepassl u uHruowurop Bcl-2, moxer
ObITh BBEIEHA €XKEHENENbHO B TEUEHHE TPEXHENENbHOTO NEepHOAa, 3a KOTOPBIM CIIEAyeT
IBYXHEIEIbHBIA MEPUON OTIbIXA, M TAKOH PEXUM MOXKHO IMOBTOPSATH HECKONBKO pa3. Kak u B
ciy4dae ¢ 3(pQEeKTHBHBIM KOJIMYECTBOM, Pa3UUYHbIe (PAKTOPBI MOTYT BIUSATH HAa (PAKTHUECKYIO
94acTOTy BBEIEHHs, UCIONb3YEMYIO Al KOHKpeTHoro nmpumeneHus. Hampumep, sddexrunHOE
KOJINYECTBO, NMPOAODKUTENbHOCTD JICUSHHsI, IPUMEHEHHE HECKOIbKHX JIEKAPCTBEHHBIX areHTOB,
croco0 BBENEHHMS U CTENEeHb TI'eMAaTOJIOTMYEeCKON 3JI0KaueCTBEHHOCTH MOIYT MOTpeOOoBaTh
YBEJIINYEHUS WIIN YMEHbIIEHHSI YaCTOThI BBEJCHHSI.

[0072] DddexTrBHAS MPOAOIKUTENLHOCTh BBEACHUS KOMIIO3HMLIUHM, COAEPIKAIled HHTHOUTOP
TeJoMepasbl (HampUMep, HWMETEeNbCTaT WM HMMEeTeNbCTaT HaTpusi) u  uHruoutop Bcl-2
(mampumep, ABT-199), moker ObITh JHOOOH NPOAOIKUTEIBHOCTBIO, KOTOpPAs YMEHbIIAET
TSOKECTh CHUMIITOMAa Te€MaTOJOIMYEeCKOro 3JIOKAYECTBEHHOTO HOBOOOpa3oBaHUsl (Hampumep,
«yMeHblIaeT win obpamaer BCMATh (PUOPO3 KOCTHOrO MO3ra) He OKasblBasi CYILIECTBEHHOMN
TOKCHYHOCTH Ha MiiekonuTaromee. Takum o0pa3oM, 3¢ eKTHBHAS MPOAOIKUTEIBHOCTD MOYKET
BapbUPOBATh OT OHOTO MECSIIa IO HECKOJbKUX MECSIIIEB MIIH JIET (HapuMep, OT OHOTO MeCsIIa
70 ABYX JIET, OT OTHOTO MECSLA IO OHOTO rojia, OT TPEX MECSLEB JI0 ABYX JIET, OT TPEX MECSLIEB
0 JeciaTH MeCsIeB, WU OT Tpex MecsueB n0 18 mecsues). B menom, kak mpaBmiio,
3¢ ¢exTuBHasT ~ NPONOJDKUTENBHOCTh  JICUEHHMS  I'eMaTOJIOTHYECKOTO  3JI0KAYeCTBEHHOTO
HOBOOOPA30BaHMs MOXKET BapbHPOBATH OT JIBYX JO JBAILATH MecsALeB. B HEKOTOPBIX Ciydasx,
3¢ ¢exTuBHAsT MPOAODKUTENBPHOCTD MOXKET OBITh TaKOH, IOKa JKHMBO MIIEKONHTAIOLIEE.
MHoxecTBO (PaKkTOPOB MOKET BIMATh Ha (PaKTHUECKYIO 3((EKTUBHYIO MPONOJLKUTEIBHOCTD,
UCTIONIb3YEMYIO ISl ompeneneHHoro jeueHus. Hanpumep, sddexrnBHas nmponomKuTeabHOCTb

MOXET BapbHUpPOBATb B 3aBUCUMOCTHU OT YaCTOTbl BBCACHUA, Bq)q)eKTI/IBHOFO KOJIMYCCTBA,
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NPUMEHEHUs HECKOJbKHX TepaneBTHUUECKUX AareHTOB, IIyTH BBEIEHHUS, U CTENeHU
reMaToJIOTHYECKON 3J10Ka4€CTBEHHOCTH.

[0073] B HEKOTOPBIX Ciydasx MOXKHO OTCJIEKHUBATh XOJ JICYEHHs] U TSDKECTb OJHOIO WU
HECKOJIBKUX CUMIITOMOB, CBSI3aHHBIX c reéMaTOJIOTUYECKUM  3JI0KaY€CTBEHHBIM
HOBOOOpa3zoBaHreM. MoskeT ObITh HCHOJB30BaH JIOOOW Cmocod, YTOOBI  ONMpeneNuTh,
YMEHBIIEHA WJIM HET TSHDKECTh  CHUMIOTOMA  EeMAaTOJIOTMYECKOrO  3JI0KaYe€CTBEHHOIO
HOBOOOpaszoBaHusi.  Hampumep,  CTemeHb  TSDKECTH  CHMIITOMA — [€MAaTOJIOTHYECKOTO
3JIOKa4YeCTBEHHOTO 00Opa3oBaHusi (Hampumep, GuOpPo3 KOCTHOrO MO3Ta) MOKET ObITh OLIEHEHA C
UCTIOJIb30BAHHEM METOAOB OMOTICHH.

[0074] TepmuH «papManeBTHUECKH TpPUEMIIEMast COJIb» 0003HA4YaeT COJb, KOTOPAs SBJISETCS
NPUEMJIEMOMN ISl BBEICHUS MALIMEHTY, TAKOMY KaK MJIEKOINUTAaroIee (COJM ¢ MPOTHBOMOHAMH,
UMEIOIUEe MPUEMIIEMYI0 O€30MacHOCTh Ui  MIIEKONHTAIOMIEr0 JJsl  JaHHOTO —PEKuMa
no3upoBaHus). Takue conM MOTYT OBITh TOJy4eHbl M3 (hapMaLEBTHUECKH MPUEMIIEMBIX
HEOPraHMYEeCKNX WJIM OPraHMYeCKUX OCHOBAHWUH, W U3 (HapMaLEBTHUECKH MPHEMIIEMbIX
HEOPraHWYEeCKUX MJIM OPraHUYeCKHUX KHUCJIOT. «PapMalieBTUYeCKH NpuUemMjeMasl COJb»
OTHOCUTCSI K (papMalleBTHUECKH MPUEMJIEMBIM COJIIM COEOMHEHUS, COJM KOTOPOTO SIBISIFOTCS
NIPOU3BOAHBIMU OT MHO)KECTBA OpPTraHUYECKUX W HEOPraHMYeCKUX IMPOTUBOMOHOB, XOPOLIO
W3BECTHBIX B JITAHHOM OOJIACTH TEXHMKH, U BKJIOYAIOT B ceOs, TOJBKO B KAueCTBE NPUMEpA,
HATPUH U TOMY NMOAOOHOE; U KOTJa MOJIEKYJIa COAEP’KUT OCHOBHYIO (DYHKIIMOHAJIBHOCTb, COJU
OpPraHMYeCKUX WM HEOPraHWYeCKHX KHCJIOT, TAKUX KaK THAPOXJIOPHI U TOMY HOAOOHOE.
IIpencrasnsromue uHTEpEC (hapMaLEBTHYECKH NPHEMIIEMblE COJHM BKIIIOYAIOT B ce0s, HO He
OTPAaHUYMBAIOTCS JIMIIb 3THMHU. COJM aJIOMHHUS, aMMOHUS, aprUHHMHA, Oapus, SH3aTHHA,
KaJIbLUsl, XOJMHATA, STUICHIUAMIHA, JIU3UHA, JINTUS, MAarHus, METJIIOMUHA, MMPOKaWHa, KaJus,
HaTpusi, TpoMeTamuHa, N-mertunarirokamuHa, N,N'-TUOeH3WIAITHUIEHINAMIUHA, XJIOPIPOKANHA,
OU3TAHOJIAMUHA, STaHOJIAMHUHA, MUIepasyuHa, L[UHKA, OUU30NPONUIAMUHA,

AUUBONPONHUIIBTHIIAMHHA, TPUSTUIIAMUHA U TPUS3TAaHOJIaMUHA.

[0075] Tepmun «ero comb(conu)» oOo3HA4YaeT coequHeHue, CHOPMHUPOBAHHOE, KOTNIA MPOTOH
KHUCJIOTHI 3aMECHACTCA KaTHOHOM, TaAKHMM KaK KaTHUOH METajljia NN OpFaHI/ILIeCKI/Iﬁ KaTUOH U TOMY
nonodHoe. [IpeAnoYTHTENHEHO COMTb peACTaBIsAeT OO0l (hapMalleBTHUECKH MPUEMIIEMYEO COJIb.
B xauectBe npumMepa, COJIM AaHHBIX COGI[I/IHGHI/Iﬁ BKJIFOYAKOT B ce6$[ TE€ COJIM, B KOTOPBIX
COeNMHEHHE TMPOTOHUPYETCS] HEOPTaHUYECKOH WM OPraHHYECKOW KHCIOTOW ¢ 0Opa3oBaHUEM
KaTUOHA4, C CONPSKCHHBIM OCHOBAHHUEM HeOpFaHquCKOﬁ nJIn OpFaHI/I‘{eCKOﬁ KHUCJIOTBI B
Ka4eCcTBE aHMOHHOTO KOMITIOHEeHTa coiu. [Ipencrasnsioniie nHTepec COMM BKIIOYAIOT B ce0s1, HO

HE OrpaHWYMBAKOTCA JIMIIb 3TUMU. COJIM AJIIOMHUHUSA, aMMOHUA, apriHHUHA, 6ap14$1, 6eH3aTI/IHa,
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KaJbLUsl, Le3Msl, XOJWHATa, 3TWIEHAWAMMHA, JIUTUSA, MarHus, MeErjJyMHHa, NpokaumHa, N-
METWIINIIOKAMUHA,  [UIepa3suHa, Kajlus, HaTpus, TPOMETaMUHA, LMHKA, N,N'-
IUOEH3WITHIIEHIUAMIHA, XJIOPIPOKAaWHA, AMITAHONAMUHA, OSTAaHOJAMUHA, IHIEPA3HHA,
AUU30NPONMIAMUHA, JUU3ONPONWIATUIAMUHA, TPUATHJIAMUHA U TpusTaHonamuHa. IIoHATHO,
YTO A JMOOOW M3 MPENCTABICHHBIX B JAHHOM JOKYMEHTE OJHMIOHYKJIEOTHIHBIX CTPYKTYD,
KOTOpBIE BKJIIOYAIOT B Ce0s1 KapKac MEKHYKJICO3UIHBIX CBSI3€H, TAKHE OJIMTOHYKJIEOTHIBI MOTYT
TaKXKe BKIIOYaTh B ceOs jmoOble ynoOHble coseBble (GOpMbL B HEKOTOPBIX BapHaHTax
OCYLIECTBIIEHHs, KUCJIOTHbIE (DOPMbI MEKHYKJICO3UAHBIX CBsI3€H M300pakeHbI JJISl YIPOIIEHUS.
B HekoTOpbIX Cilyyasix, COJb COSOUHEHMs COTJIACHO M300PETEHHIO MPENCTaBIsieT COOOH COJb
OJTHOBAJICHTHOT'O KaTHOHA. B HEKOTOpBIX CIy4asix, COJb COCOMHEHHUS] COTJIACHO H300PETEHHIO
npeAcTaBisieT cOO0i CONb IBYXBAJIEHTHOIO KATHOHA. B HEKOTOPBIX Cly4asix, COJIb COSTUHEHUS
COTJIACHO HM300pETeHMI0 TpeAcTaBiIsieT coOOl conmb TpexBajeHTHOro kartwoHa. «CosbBaTy
OTHOCUTCSI K KOMIUIEKCY, C(OpMHUpPOBaHHOMY KOMOWHAIIMIEH MOJIEKYJI pPacTBOPUTENS C
MOJIEKYJIaMU WJIM HOHAMH PACTBOPEHHOTO BeLeCTBa. PacTBOpUTENb MOKET ObITh OPTaHUYECKUM
COEMHEHUEM, HEOPTaHWYECKUM COCIMHEHHEM WM CMechlo oboux. Hekoropble mnpumepsl
pacTBOpHTENiell BKIIIOYAIOT B Ce0si, HO HE OrPaHUYMBAIOTCS JIMIOb STUMHU. METAHOJI, AL A-
nuMmetmwidopmamun, Terparunpodypan, numerwicynbdokcun u Boay. Korma pactsopurenem
ABJISIETCS BOZA, CHOPMUPOBAHHBII CONIBBAT MPENCTaBIsAET COOOM rupar.

[0076] «Ctepeonsomep» U «CTEPEOU3OMEPBI» OTHOCATCS K COEAUHEHHSIM, KOTOpbIE HUMEIOT
OJIMHAKOBYIO aTOMHYIO CBSI3aHHOCTb, HO Pa3/IM4atOTCs PACIONOKEHUEM aTOMOB B IPOCTPAHCTBE.
CrepeonsomMepsl BKIIOHAIOT B ce0s, HampuMep, LHUC-TPAHC-M30MEPbI, £ U Z-U30Mephl,
SHAHTUOMEPBI M auacTepeoMepbl. UTo kacaercst JrOOOH M3 PaCKPBITHIX B JAHHOM JIOKYMEHTE
TPYII, KOTOPbIE COAEPKAT OAMH WM OOJIbIllee KOJTMYECTBO 3aMECTHTENEH, MOHITHO, YTO TaKHe
TPYIIIBI HE COAEPIKAT KAKUX-THOO 3aMeINeHUi WM NaTTEPHOB 3aMELIeHNH, KOTOPBIE SBIISTIOTCS
CTePUUECKH HEMPAKTUYHBIMH W/WJIM CHHTETHMYECKH HEeoCyllecTBUMbIMU. [Ipenmonaraercs, 4To
BCE CTEPEOM30MEPHI BKJIFOUYEHBI B 00BEM JTAHHOTO PACKPBITHS U300PETEeHNs.

[0077] Cnieunanuct B JaHHOW OOJIACTH TEXHUKH MOHMET, YTO BO3MOKHBI APYTHUE TayTOMEPHbBIE
pacroJoXeH!s] TPYII, OMHMCAHHBIX B JaHHOM AokKyMeHTe. IIOHATHO, 4TO BCe TayTOMEpHbIE
(bopMBI COEMHEHHUS COTJIACHO TAHHOMY M300pETEHUIO OXBATBIBAKOTCS CTPYKTYPOH, B KOTOPOH
OMMCAHO OJHO BO3MOXKHOE TayTOMEpPHOE pACIONIOKEHUE TPYII COEJUHEHHUs, Jake €CIH 3TO
KOHKPETHO HE YKa3aHO.

[0078] IIpenmonaraercsi BKJIFOUEHHWE CoOJibBaTa (papMaleBTUYECKH TMPUEMJIEMOH  COJIU
TAyTOMEpa CTEPEOM30OMepa COEAMHEHHs! COrJIaCHO NaHHOMY u3o0pereHmto. IIpenmomnaraercs,

YTO OHH BKJIFOYEHBI B 00BbEM AaHHOT'O PaCKpPbITUA I/1306peTeHI/I$I.
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F. BseaeHHe H CXeéMbl BBeIeHHS

[0079] dnst  nedeHHMsT TEeMATOJIOTUYECKUX OHKOJIOTMYECKHX 3a00JeBaHUI  MHTUOUTOPBI
TeJoMepa3bl (HAMpUMep, HMETeNbCTaT WM HMETENbCTaT HaTpus) W UHruoutopel Bcel-2
(nampumep, ABT-199, ABT-263 u ABT-737) MoryT ObITb BBEI€HbI B KOMOMHALIUU CYOBEKTY,
HyKJAOLIeMycsi B JieueHUuu. [IpumMepoM paka, KOTOPBI MOXKHO JIEUUTh JaHHBIM CIIOCOOOM,
SIBJISIETCSI OCTPbIN MuenonaHbIi Jefiko3 (OMJI), Takke Ha3bIBa€MbIi OCTPHIM MHUEIOLUTAPHBIM
JIEKO30M, OCTPbIM MHEJIOTEHHBIM JIEHKO30M, OCTPbIM T'PaHYJOLUTAPHBIM JIEMKO30M HJIH
OCTPBIM HeMUM(POLHUTAPHBIM JIeHiKko30M. [Ipu ocTpoM Jiefiko3e JeHKO3HbIE KIETKU MPEACTaBIISIOT
co0ol He3pesble KJIETKH KPOBU (Ha3bIBaeMble OJJACTHBIMH KJIETKAMH), KOTOPBIE OBICTPO PacTyT U
ObIcTpO nensrcs. be3 yedeHusi OONBIIMHCTBO MALIMEHTOB C OCTPBIM JICHKO30M MPOXKUBAIO ObI
BCET0 HECKOJIbKO MECSIIIEB.

[0080] MurnOuTops! TenoMepassl u UHrHONTOPHI Bel-2, mpuMmensieMble B JaHHOM H300pETEeHUH,
MOTyT OBITH BBeNEHBI B JIFOOOH TepareBTHUeCKH 3((EKTUBHOW J03€, HAmpuUMep B 033X,
CPaBHHMBIX C TEMH, KOTOpbIe OOBIMHO MPHUMEHSIIOT B KJIMHUYECKOW MpakThKe. KOHKpeTHbIe
PEKUMBI TO3UPOBAHUS JJISI U3BECTHBIX U ONOOPEHHBIX MPOTHBOPAKOBBIX Ar€HTOB (HATpUMED,
pexoMmernnyemast 3¢ (eKTHBHAs 103a) U3BECTHBI BpauyaM U MPUBEIEHBI, HAPUMED, B OMHCAHUSIX
npoxaykroB, obo3HaueHHbIXx B PHYSICIANS’ DESK REFERENCE, 2003, 57th Ed., Medical
Economics Company, Inc., Oradell, N.J.; Goodman & Gilman's THE PHARMACOLOGICAL
BASIS OF THERAPEUTICS” 2001, 10th Edition, McGraw-Hill, New York; u/unu noctymnHs! B
denepalibHOM YIIPABJIEHUH 1O JIEKAPCTBEHHBIM CPEACTBAM W/ 0OCYKIAIOTCS B MEAUIIMHCKON
JUTEpaType.

[0081] B HekOTOpBIX acmekTax, 103a HWHrUOWTOpa TeJIOMepasbl, HMETeJIbCTaTa HaTPUs,
BBOAMMAsI CYOBEKTY, COCTaBjsieT oT okojio 1,0 mr/kr mo okosio 13,0 mr/kr. B npyrux acnekrax,
7032 UHTHOUTOpA TeJIoMepasbl COCTABNISET OT OKOJIO 6,5 mo okojo 11,7 mr/kr. B HeKOTOpBIX
BapHaHTaX OCYLIECTBJICHHMs], 1032 MHTHOWTOpA TEJIOMepasbl BKIOYAET B ce0s, MO MeHbIIeH
Mmepe, okoJjio 6,5 mr/kr, 6,6 mr/kr, 6,7 mr/kr, 6,8 mr/kr, 6,9 mr/kr, 7 mr/kr, 7,1 mr/kr. 7,2 Mr/kr,
7,3 mr/kr, 7,4 mr/kr, 7,5 mr/kr, 7,6 mr/kr, 7,7 mr/kr, 7,8 mr/kr, 7,9 mr/kr, 8 mr/kr, 8,1 mr/kr 8,2
mr/kr, 8,3 mr/kr, 8,4 mr/kr, 8,5 mr/kr, 8,6 mr/kr, 8,7 mr/kr, 8,8 mr/kr, 8,9 mr/kr, 9 mr/kr, 9,1
mr/kr 9,2 mr/kr, 9,3 mr/kr, 9,4 mr/kr, 9,5 mr/kr, 9,6 mr/kr, 9,7 mr/kr, 9,8 mr/kr, 9,9 mr/kr, 10
mr/kr, 10,1 mr/kr 10,2 mr/kr, 10,3 mr/kr, 10,4 mr/kr, 10,5 mr/kr, 10,6 mr/kr, 10,7 mr/kr, 10,8
mr/kr, 10,9 mr/kr, 11 mr/kr, 11,1 mr/kr 11,2 mr/kr, 11,3 mr/kr, 11,4 mr/kr, 11,5 mr/kr, 11,6
mr/kr, 11,7 mr/kr, 11,8 mr/kr, 11,9 mr/kr, 12 mr/kr, 12,1 mr/kr, 12,2 mr/kr, 12,3 mr/kr, 12,4
mr/kr, 12,5 mr/kr, 12,6 mr/kr, 12,7 mr/kr, 12,8 mr/kr, 12,9 mr/kr wnu 13 mr/kr.

[0082] B HekOTOpBIX BapHaHTax OCYLIECTBIECHUs, 3(P(PEKTUBHOE KOJMYECTBO HMHIHOUTOpPA
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TeJIOMepa3bl, BBOAUMOE WHIUBHUAY, BKJIIOYAET B ce0si, MO MeHblIell mepe, okojio 1 mr/kr, 2,5
mr/kr, 3,5 mr/kr, 5 mr/kr, 6,5 mr/kr, 7,5 mr/kr, 9,4 mr/kr, 10 mr/kr, 15 mr/kr umu 20 mr/kr. B
Pa3JIMYHBIX BapUAHTAaX OCYIIECTBJIEHUs, 3(P(PEKTUBHOE KOJIMYECTBO HHTHOUTOPA TEJIOMEpasbl,
BBOAMMOE WHAWBHUAY, BKIIIOUaeT B ceOst MeHblne yeM okojo 350 mr/kr, 300 mr/kr, 250 mr/kr,
200 mr/kr, 150 mr/kr, 100 mr/kr, 50 mr/kr, 30 mr/kr, 25 mr/kr, 20 mr/kr, 10 mr/kr, 7,5 mr/kr, 6,5
mr/kr, 5 mr/kr, 3,5 mr/kr, 2,5 mr/kr 1 mr/kr win 0,5 Mr/kr THTHOUTOpA TeIOMepasbl.

[0083] MiutrocTpaTUBHBIE YAacTOTHI  JO3MPOBAHUS i1 (papMALEBTHYECKHX KOMITO3ULIMI
(Hampumep, (papMaleBTUYECKONW KOMITO3ULIMH, COAEpKaIleld WHTUOMTOp TeJoMepasbl W/WiH
(apmManeBTHYECKOH KOMIO3HLIMY, copepskamel nHruoutop Bcl-2) BkimodaroT B ceds, HO He
OTPAaHUYHMBAKOTCS JIMIIb 3TUMHU. €XKECyTOYHO, 4Yepe3 CYTKH, IBAKIbl B HEACNO, TPWXKIbI B
HENIeNTI0; eXXeHeebHO 0e3 mepepbiBa; eXKeHEeNbHO, TPU U3 YeThIPeX HeNelb, pa3 B TPHU HEIeH,
pa3 B ABE HENENU, €KEHENETIbHO, 1B U3 TPEX HeAeb. B HEKOTOPBIX BapHaHTaX OCYILLECTBIIEHUS,
(hapMaleBTHYECKY0 KOMITO3UIIUIO BBOJST MPUMEPHO OJIUH Pa3 B HEAENIO, OOUH pa3 B 2 HENEH,
OIMH pa3 B 3 HeNeNH, OAWH pa3 B 4 Henenu, OAUH pa3 B 6 Heneslb WKW OAUH pa3 B 8 Heaenb. B
HEKOTOPBIX BapPHAHTAX OCYLIECTBJICHUS, KOMITO3ULIMIO BBOJST, IO MEHbINIEH Mepe, MPUMEpHO 1
pas, 2 pasa, 3 pasa, 4 pa3a, S pas, 6 pa3 win 7 pa3 (T.e., ©KEeCyTO4YHO) B HEACIO, WU TPU pa3a B
CYTKH, 1Ba pa3a B CyTKU. B HEKOTOpPBIX BapHaHTaX OCYIIECTBJICHUS, MHTEPBAJIbI MEKAY KaXKIbIM
BBEJICHUEM COCTABJISIIOT MEHBIIE 4e€M OKOJIO 6 Mecsaues, 3 mecsues, 1 mecsua, 20 cytok, 15
CyTOK, 12 cyTtok, 10 cytok, 9 cyTok, 8 CyTOK, 7 CyTOK, 6 CYTOK, 5 CYTOK, 4 CyTOK, 3 CyTOK, 2
CyTOK uiu 1 cyTku. B HEKOTOpBIX BapuaHTax OCYIIECTBJICHUS, UHTEPBAJIbl MEXAY KaXKIAbIM
BBEJIEHHEM COCTABJISIOT OOJIBbIIE YeM OKOJIO 1 Mecsi, 2 mMecsiia, 3 Mecsiia, 4 Mecsiia, 5 MeCsIEB,
6 mecsiieB, 8 mMecsueB win 12 MecsieB. B HEKOTOPBIX BapHaHTaX OCYILECTBJIEHUs], B rpaduke
IO3UPOBAHUSI HET MEepPephIBOB. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUS, WHTEPBAT MEXKIY
KaKIbIM BBEIECHHEM COCTABJISIET HE OOJIbIIE YeM OKOJIO HEJIEH.

[0084] MuruOutopsl TemoMepasbl, TAKUE KaK MMETENbCTAT WM MMETEbCTaT HATPHS, MOTYT
OBITH BBEIEHBI JTFOOBIM MOAXOASIUM criocoOoM. Hampumep, WHIHOUTOPBI TeOMepasbl, TaKue
KaK MMETeJIbCTaT WM HMETENbCTaT HATPHs, MOTYT ObITh BBEIEHbI BHYTPHUBEHHO OIUH pa3
Kaxable 4 HeeIn B TEYCHHE OMPENesICHHOro MeproAa BpeMeHU (HampuMep, OOWH, IBa, TPH,
YyeThlpe WM TsSITh 4YacoB). B OOHOM BapwaHTe OCYIIECTBJICHHS, HMETENbCTAT BBOJST
BHYTPUBEHHO OJIMH pa3 B HENENI0 B TEUEHHE Mepuoja OKosio 2 yacoB B po3e 7-10 mr/kr. B
OPYrOM BapHaHTE OCYIIECTBJICHHS, MUMETEJIbCTAT BBOIAAT BHYTPHUBEHHO OJIUH pa3 Kaxiable 3
Helenu B TEUeHHe IMepHoAa OKOJIO 2 4acoB B no3e 2,5-7 mr/kr. B eme ogHOM BapuaHTe
OCYLLECTBJIEHUS], UMETEJIbCTAT BBOAAT BHYTPUBEHHO B TE€YEHUE MEPUOAA OKOJIO 2 4acCOB OJIHMH

pa3 xaxnele 4 Henenu B no3e 0,5-5 mr/kr. B apyrom BapmaHTe OCYINECTBJICHUS, UMETEIbCTAT
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BBOJSIT BHYTPUBEHHO OJIMH Pa3 KaxKAble 3 HEAENH B TEUEHHE MEPUOAA OKOJIO 2 4acOB B J103€
okoino 2,5-10 mr/kr. B eme ogHOM BapHaHTE OCYIUECTBJICHHUS, WMETENbCTAT BBOMIST
BHYTPUBEHHO B T€YEHHE NEPUOAA OKOJIO 2 4aCOB OJMH pa3 Kaxnable 4 Heaenu B 1o3e okouo 0,5-
9,4 mr/xr.

[0085] B Takux ciyuasx npu sedennn uHrudutopom Bel-2, ABT-199, noza ABT-199 moxer
COCTaBJIATh OKOJIO uiau MeHbpuie dyeM 400 Mr mepopanbHO OAuH pa3 B CyTku. Hampumep,
YeJIOBeKa, HWACHTU(PUIIMPOBAHHOTO KAaK HWMEIOIIEro T'eMaTOJOTHUECKOe 3JI0KAa4eCTBEHHOE
HOBOOOpasoBanue, MoryT jieuntb ABT-199 B nose, kotopast cocrasisier a) 20 Mr nmepopajibHO
OIWH pa3 B CyTKH, b) S0 Mr mepopasibHO OJUH pa3 B CyTKH, ¢) 100 Mr mepopajipbHO OIMH pa3 B
cyTky, d) 200 Mr nepopasibHO OIMH pa3 B CyTkH Win €) 400 Mr nepopaibHO OMH pa3 B CyTKH. B
npyroMm BapuaHTe ocymecteiieHus, ABT-199 BBomaAT B COOTBETCTBUU C €XEHENEIbHBIM
rpad)IKOM MOBBIIIEHUS A03bI B TEUEHUE 5 HEIENb 10 PEKOMEHyeMOil CyTo4HOH 10361 B 400 mr,
HayuHas ¢ 20 Mr mepopaJbHO OAWH pa3 B CYTKHU B Hepemo 1, 50O mMr mepopanbHO OJMH pa3 B
cyTku Henenmro 2, 100 Mr nepopasbHO OUH pa3 B CYyTKH B Hepenmo 3, 200 mr nepopanbHO OIHUH
pa3 B CyTKku B Heaemo 4, u 400 Mr nepopaibHO OJIMH pa3 B CYTKHU B Henero S u nanee. B npyrom
BapuaHTte ocyuiectieHus, ABT-199 seonsar B noze 400 Mr nepopajbHO OAMH pa3 B CyTKU. B
APYrOM BapHaHTEe OCYLIECTBIEHUs, JO3UPOBAHUE MPOJOJDKAIOT OO0 MNPOrpecCUPOBAHUS
3a00eBaHMs WIIM HETIPUEMIIEMOI TOKCHUYHOCTH.

[0086] [ToHsiTHO, YTO JieYeHHE paka WHOTZA BKJIIOYAaeT B Ce0sl HECKOJIbKO «PayHIOBY» HIU
«UUKJIOB» BBEINEHMS JIEKAPCTBEHHOI'O CPEICTBA, NMPHYEM KaKABIH LUKJI BKJIIOYaeT B cels
BBEJICHHE JICKAPCTBEHHOIO CPEACTBA OJMH MJIM OOJbliee KOJUYECTBO Pa3 B COOTBETCTBHU C
yKa3aHHBIM TpadUKOM (HampuMep, KaXKable TPH HENENIH B TEUEHHE TPEX IOCHIEeN0BATENbHBIX
CYTOK, OOWH pa3 B Hememo W T.A.). Hampumep, mMpOTHBOPAKOBBIE JIEKAPCTBEHHbIE CPEACTBA
MOTYT OBITh BBEIEHBI B T€YEHHE OT | 10 8 LIMKJIOB MK B TeueHHe OoJiee NITUTEIbHOrO Meproa.
Korma cyObekty BBOmsT OoJsbliie 4Ye€M OIHO JIGKAPCTBEHHOE CPENCTBO (HAmpuUMep, IBa
JIEKAPCTBEHHBIX CPENCTBA), KAXKJOE€ MOXET BBOAMTHCS B COOTBETCTBUU C €r0 COOCTBEHHBIM
rpadukoM (HampuMmep, €XKeHeIEeNbHO, OAWH pa3 B TPU HENEeNW W T.JA.). byler MOHSATHO, 4YTO

BBCACHUE  JICKAPCTBEHHBIX CpEACTB, JaXKe  TEX KOTOpBIC BBOOATCA C pa3m/1qui/'1

>
NEePUOANYHOCTBIO, MOJKHO KOOPIWHHPOBATDH TaK, YTOOBI 00a JIEKapCTBa BBOAMUJINCH B OXHH U T€
K€ CYTKH IO MEHbIIEH Mepe HEKOTOpPOe BpeMs WM, aJbTePHATHBHO, YTOOBI JIEKapCTBa
BBOJUJIMCH B MTOCJIEOBATENbHBIE CYTKH, [0 MEHBIIEH MEPE, HEKOTOPOE BPEMs.

[0087] B cxemax jedeHHs], B KOTOPBIX MHIHOUTOpP TeJIOMepasbl (HAampuMep, UMETEIbCTaT WIN

uMeTenbcTaT Hatpus) U uHruourop Bcl-2 (nmanmpumep, ABT-199 unu Benereknakc) BBOIST B

KOM6I/IHaI_II/II/I, OHU MOIyT OBITH BBCIACHLI B JIF0O0OM MopsiaKe. B HEKOTOPBIX BapHUaHTax
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OCYILIECTBIIEHHS], HHTUOUTOP TEJIOMEPa3bl BBOAAT 32 OAHH CYTKU 710, OJHHU CYTKH TOCIIE WU B T€
e CyTKH, korga BBomaT uHruoburtop Bcl-2. IlogpasymeBaercsi, 4TO MOTYT HCHOJIB30BATHCS
apyrue rpaduKH, Kak OMpeneIeHo BpauoM.

[0088] Kax mnompasymeBaeTcss B HAaHHOM OOJAaCTU TEXHUKH, JI€YEHHE IPOTUBOPAKOBBIMU
TepaNeBTUUECKIMHU JIEKAPCTBEHHBIMU CPEACTBAMH MOXET ObIThb BPEMEHHO MPUOCTAHOBIEHO,
ecnu HAOMIOAeTCs TOKCHUYHOCTh, WM Al ynoOCTBA MALMEHTa, HE BBIXOAS 32 DPaMKH

n300peTeHust, U 3aTeM BO30OHOBJICHO.

G. BBeaenue B KOMOMHALIMU

[0089] /IBa wiu TpU JIEKAPCTBEHHBIX CPEACTBA BBOIAT CYOBEKTYy «B KOMOWMHAIIUH», KOTIA
JIEKapCTBa BBOASAT KaK 4aCTbh OAHOIO U TOrO k€ Kypca Tepanuu. Kypc Tepanuu OTHOCHUTCA K
BBEJICHUIO KOMOWHALMI JIEKAPCTBEHHBIX CPEACTB, KOTOpbIC, MO MHEHUIO Bpada, IOJIKHBI
paboTaTh agAUTHUBHO, B3aUMOIOIIONHSS APYT Ipyra, CHHEPTHMYECKH WM WHBIM 00pasoM, I
NoJIy4eHus1 Oojiee OJAroNmpHATHOTO PE3yJbTaTa, YeM MPEAIONarajoch Uil BBEIEHUS OIHOTO
nexapcTBa. Kypc Tepanuu MOXKET COCTABJIATb OAHU WM HECKOJBKO CYTOK, HO 4Yallle JJIUTCS
HECKOJIBKO HEZEIIb.

[0090] Takum oOGpaszom, MpUMEPOM BBEACHHUS B KOMOMHALIH SIBJISIETCS] BBEIEHHE MMETENIbCTaTa
OIMH pa3 Kaxzaple 28 CyTOK B TeueHHE OT 1 10 4 LMKIOB, HAUMHAsA C 1-X CyTOK, U BBEIEHUE
ABT-199 ongun pa3s kxaxnable 7 CyTOK, HauuHas ¢ 1-X CyTOok B TedeHue 4 LUKIOB. B onHOM
BapuaHTte ocyuiecTsieHus, BeefeHne ABT-199 naunnaercsa B cyTku 1, cyTku -1 unm cyTku 2,
WIA ApyrHe CyTKM B Ipefenax LMKiIa. B OAHOM BapuaHTe OCYILECTBJEHHs, BBEACHHUE B
KOMOMHAIIMM TpEACTaBIsieT COOOI BBEeJEHNE HMMETEeNbCTaTa ONWH pa3 Kaxjple 28 CyTOK B
TedeHue oT 1 mo 4 nMKIOB, HauMHasA ¢ 1-x cyTok, u BBeneHue ABT-199 onuH pa3 B CyTkH B
TeueHue 28 CyTOK, HauMHasl ¢ 1-X CyTOK B Te4eHue OT | 10 4 LMKIIOB.

[0091] Korma nBa jeKapCTBEHHBIX CPEACTBA BBOIST B KOMOWHAIMU, MOTYT OBITh MPUMEHEHBI
paznuuHble cxeMbl. B omHOM ciydae, Hanpumep U 0e3 OrpaHHYeHws], JEKapCTBEHHOE CPEeNCTBO 1
CHayaja BBOJAT [0 BBEIEHUs JIEKAPCTBEHHOIO CPEACTBA 2, U JIEUYEHHE JIEKAPCTBEHHBIM
CPEenCTBOM | IpOAOJKAIOT B TEYEHHE BCEro Kypca BBENECHMs JIEKAPCTBEHHOIO CPENCTBA 2;
aNbTEPHATUBHO, JIEKAPCTBEHHOE CPEACTBO | BBOAAT MOCIE Hayajda WIH 3aBEPLICHUs Teparnuu
JIEKAPCTBEHHBIM CPEACTBOM 2; ajJbTEPHATUBHO, JIEKAPCTBEHHOE CPEACTBO | BIEpBBIE BBOASAT
OIHOBPEMEHHO C HA4ajioM ApPyrod Tepanuu paka. Kak nmpumeHsieTcss B JaHHOM KOHTEKCTE,
«OJHOBPEMEHHO» O3HA4aeT, 4yTO ABa IpEenapara BBOASITCS B OJHU U T€ K€ CYTKH, WIH B
CJIEYIOIIUE APYT 34 APYTOM CYTKH.

[0092] XoTs B npuHLHMIIE ONPEEICHHBIE JIEKAPCTBEHHBIE CPECTBA MOTYT ObITh MPUTOTOBIICHBI

BMECTEC, B LICJIOM, KaK IMPaBUJIO, UX BBOAAT B OTACJIBbHBIX KOMIIO3ULUAX. AHaJIOrHYHbIM o6pa30M,
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XOTSl HEKOTOpbIe JIEKAPCTBEHHBIE CPEINCTBA MOTYT OBbIThb BBENEHBl OJHOBPEMEHHO, dYalle
(ocoOeHHO s IEKapCTBEHHBIX CPEICTB, BBOJUMBIX MyTeM MH(Y3UH) JIEKapCTBEHHBIE CPEACTBA
BBOIIIT B PA3HOE BPEMsI B OJJHU M T€ K€ CYTKHU, B CIEAYIOLINE APYT 32 APYTOM CYTKH, WU IO
Apyromy rpauky.

[0093] M300perenne Takke OTHOCUTCSI K KOMOMHALIMY, COflep Kaliell MHrHOUTOp TeJoMepassl 1
uHrnourop Bcl-2. B wacTHOCTH, MHTHOUTOP TeloMepas3bl IPEenCTaBisieT COOOH MMeTenbCTar, a
unruburop Bcl-2 npencraBisier coboit ABT-199. B uacTHOCTH, MHTHOUTOpP TeJOMepasbl
npeacTaBisieT coO0 nMeTeNnbeTaT HaTpus, a uHruourop Bel-2 npencrasnser coboit ABT-199.

[0094] M300peTeHne Takke OTHOCHTCS K KOMOWHALIMH, COAEPIKALIEH MHIHOUTOP TeIoMepasbl U
uHruoburop Bcl-2, nns mpuMmeHeHHs: B KadecTBE JIEKAPCTBEHHOIO cpeacTBa. B wacTHoCTH,
UHTHOUTOp TEJIOMepas3bl MPENCTABJISET COOONH MMETeNbeTaT, a nHruouTop Bcl-2 mpencrasnser
coboii ABT-199. B uacTHOCTH, WHTHOMTOpP TeNIOMepas3bl NMPENCTAaBISET COOOH HMETeNbCTaT

HaTpusi, a uHrudbuTop Bel-2 npencrasnser cobori ABT-199.

H. JAuarvocTuka

[0095] [y puarnoctukn OMJI Ma3ku KpOBU M KOCTHOTO MO3Tra HCCIEAYIOT MOP(OJIOTHUYECKH C
UCIIONIb30BaHUeM Okpacku Maii-I punBanpaa-I um3ser nmu  Paitr-I'umsel.  Pexomenpayercs
noAcuuTaTh Mo MeHblied Mepe 200 neHkouuTOB B Maskax kpoBu U 500 sapocomepkaimx
KJIETOK B Ma3Kax KOCTHOTO MO3ra, INpUYEeM IOCJIeIHUE AOJDKHBI COAEpsKaThb CNMKYJbL s
auarHoza OMJI TpeOyercss Hamuuue OJAaCTHBIX KJIETOK B KOCTHOM MO3re WJIM KPOBH B
konudectBe 20% uu Oonbiie, 3a uckmouenueM OMII ¢ t(15; 17), t(8;21), inv(16) unu t(16; 16),
U HEKOTOPBIX CJIy4aeB JPUTPOICHKeMUU. MuenodnacTsl, MOHOOJACTBI M MerakapuoOiIacThl
BKJIFOUEHBI B 4UCJIO OnacTHBIX KieToK. [Ipu OMJI ¢ MOHOLMTAPHON MK MHEJIOMOHOLIUTAPHOU
middeperumaneii MOHOONIACTBI U TPOMOHOLIUTHI, HO HE AHOMAJIbHbIE MOHOLIUTBI, CUHUTAIOT
OnacT-3KBUBAJIEHTAMU. DPHUTPOOSIACTBI HE CYUTAIOTCS OJACTHBIMU KJIETKAMH, 338 UCKIIOUEHUEM

PENKOro ciydasi YUCTOrO HPUTPOUTHOTO JIeHKO3a.

| 8 Ha6opb1

[0096] /lanHOe wm300peTeHHe TaKkKe OTHOCHTCS K Habopy, comeplkameMy WHTHOUTOP
Tenomepaspl u uHruomrop Bcl-2. Taxke mnpeanokeH HaOop, copepskaluii HWHTHOUTOP
Tenomepasbl W uHruHoOutop Bcel-2, and npuMmeHeHuss B JIEUEHHHM T'€MaTOJOTHMYECKOTrO
OHKOJIorn4eckoro 3aboneBanus. Takas Tepamuss B HEKOTOPBIX CiIydasX BKJIIOYaeT B cels
BBeneHne unrudburopa Bel-2 cydobekry, mubo no, mibdo nocie, 1mmdo OTHOBPEMEHHO C BBEICHHEM
UHruOuTOpa TeNOMepasbl. B HEKOTOPBIX Cilydasix, HHTHOUTOP TeJIOMepas3bl MPENCTaBIseT COOOH

HUMETECIIbCTAT.
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[0097] B cBsi3aHHOM acmekTe, COMJIACHO JAaHHOMY H300pPETeHHI0 TMPemyIoKeH Hadop,
CoIep KaIiiA 03y MHTUOUTOpa TeJIoMepas3bl B KOU4ecTBe, 3PPEeKTUBHOM ISl UHTUOUPOBAHHUS
nposudepau pakoBbIX KJIETOK Y CyObekTa. B HEKOTOPBIX ciiydasx HAOOp COMEPIKUT BKIJIAMBILI
C MHCTPYKLUSAMHU 0 NMPUMEHEHUIO MHIHMOUTOpa TesoMepasbl. BKIaabI MOKET NMpenocTaBiIsTh
NOJIb30BATENI0 OJUH HAOOp MHCTPYKLMH AJISi NMPUMEHEHUs MHITHOMTOpa B KOMOMHALMM C
unruouropom Bel-2. B HekoTopeix ciyuasx, uaruourop Bel-2 npencrasisier coboit ABT-199.

[0098] B HekoTOpBIX Ciydasx, HAOOp MHCTPYKLUMH IJIsi KOMOMHUPOBAHHON Tepamuu MOXKET
pexkomeHnoBaTh (1) Ooyiee HHM3KYK 103y MHTHOMTOpAa TeJloMepasbl MPU TMPUMEHEHUH B
koMOuHatmu ¢ wuHruOutopom Bcl-2, (ii) Oomee Huskyro no3y wunruOutopa Bcel-2 mpum
NPUMEHEHUH B KOMOMHALIMK ¢ MHTHOUTOPOM TeloMepasbl, W/wiH (iil) OTINYAIOLIMACA PEXUM
TO3UPOBAHUS JUJIsI OTHOTO MJIM OOOMX MHTHOUTOPOB, OT TOTO, KOTOPBII OOBIMHO PEKOMEHTYETCSI.

[0099] Byner mOHSTHO, YTO B MPHUBENEHHBIX BbIIIE a03aax B HEKOTOPBIX CIIy4asix WHTHOUTOP
TeJoMepas3bl MPEACTaBIsAeT COO0H NMETENbCTAT, B HEKOTOPBIX CIy4astx HHIHOUTOP TeJIOMepasbl
NPEACTaBsieT COOOW HMETENbCTaT HATPHUs, B HEKOTOPBIX Cclydasx uHruourop Bcl-2

npencrasisier codoit ABT-199.

J. NiaacTrpaTuBHBLIE BADHAHTHI OCYINECTBJIECHHUS

[0100] OnuH MUTFOCTPATUBHBIN IPUMEP BapUAHTA OCYIIECTBIICHUS N300pETEHUS PEACTABIAET
co0oii crocod NedeHus], BKIOYAOIUil B ce0s1 BBeleHe KOMOMHAIIMY MHIMOUTOPA TeJIOMepasbl
u uHruOuropa Bcel-2  cyOwpekTy, Hykparomemycss B JIEYEHHH T'eMaTOJIOTHYECKOrO
OHKOJIOTHYECKOro 3a0oneBaHus. B HEKOTOpPBIX BapuaHTaX OCYILIECTBJICHHS, WHICHOUTOP
TEeJIOMepa3bl MPECTaBIsIET COOOI NMeTeNbCTaT. B anbTepHATHBHBIX BAPUAHTAX OCYLIECTBICHHS,
unrubutop Bcel-2 npencrasnser coboii ABT-199, ABT-263 wniu ABT-737. B emme omHOM
BapuaHTe ocyuecTieHus, nHruouTop Bel-2 npencrasnser coboit ABT-199. B oqHOM BapuaHTe
OCYIIEeCTBJICHHSI, HHTUOUTOP TeJIOMEpPa3bl MpeACTaBisieT coO0H umMeTenbeTar, a uHruouTop Bel-2
npencrasisier codoit ABT-199.

[0101] 'emaTonOruyecKoe OHKOJIOTHMYECKOE 3a00JIeBaHHUE MOXKET MPencTaBiisiTh coboit OMUIL,
UIMOTIATHYECKYI0 TPOMOOLIMTEMHUIO, WCTHHHYIO TOJUIUTEMHUIO, TMEPBHYHBIA MHENopuoOpos,
CHCTEMHBI MaCTOLIUTO3, XPOHMUYECKUI MHEJOWAHBIN JIEHKO03; XPOHHUECKUN HEUTPOPUIbHBINH
JEWKO3, XPOHWYECKHH SO3MHOPMIBbHBIA JIEHKO3, pePpakTepHYH0 AHEMHIO C KOJBIEBBIMH
cunepobnacramu, pedpakTepHYd LHUTONEHUIO C JAUCIDIA3UeHd pPasHBIX THIIOB  KIIETOK,
pedpaxTepHyro aHeMHO 1-ro THIA ¢ H30BITKOM OJACTHBIX KJIETOK, pepakTepHYO aHEMHIO 2-TO
Thna ¢ Uu30bITKOM ONAcTHBIX KJIETOK, Muenopucruactuaecknii  cuaapom (MJC) ¢

OOHapyKEHHOM neneuuei (59), Heknaccuummpyembrii  MJIC, XPOHUYECKHIA
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MHEJIOMOHOLMTAPHBIN Jietiko3 (XMJI), aTUNHYHBIA XPOHHUYECKUIT MUENIONEHKO3, FOBEHUIIbHbINA
MHEJIOMOHOLITAPHBIN JIEHKO03, MHUenonpoiaudepaTuBHble/ MUETIOANCIIIIACTUIECKUE CHHIAPOMBI -
HeKkJIaccupuuupyemsle, B-numdobnactHbiii JeiKko3/mmdomy, T-nmumdobnacTabIi
netikos/miMpomy, auddy3Hy0 KpynHOKIETOUHYI0 B-nmumdonurapuyo numpomy, MepBHUHYIO
AUM(pOMY LEHTPAJbHOH HEPBHOW CHUCTEMBI, NMEPBHYHYIO CpPeIHECTeHHYI0 B-numdoruraphyro
mumbomy, numpomsl/neiikemun  bepkutra, QomnukynapHyro  auMpoMy, XpOHHYECKHH
mamponeriko3 (XJIJI)/menkoknerounyro aumdouutapuyo auMmpomy,  B-mumdouuTapHbiii
npoauM(oLUTapHBI  JIeHKo3,  JTUM(OIUIa3MOLUTAPHYIO  JIUM(POMY/MaKPOTJIO0YIHHEMHUIO
Banbnencrpema, MaHTUHHOKJIETOYHON TM(OMBI, M OMBI KpaeBou 30HBI,
NOCTTPAHCIUIAHTALIMOHHBIE  JTUMdonponudepatuBHpie HapyueHnus, BHWY-accounnpoBaHHbIE
TUM(GOMBI, TIEPBUYHYIO BBIMOTHYIO JHUM(OMY, BHYTPUCOCYAHMCTYIO KpPYITHOKJIETOUHYKO B-
muMPOIUTapHYIO  JUMGPOMY, TEPBHYHYI0  KOXHYHO  B-mumdouumrapryro  aumdomy,
BOJIOCATOKJIETOYHBIN  JIEHKO3, MOHOKJIOHAJbHYI0) TaMMONATHUI) HEU3BECTHOIO 3HAYEHHH,
BSUIOTEKYIIYIO MHOXECTBEHHYIO MHEIIOMY, M COJHMTapHbIC IUJIa3MOLUTOMBI (CONHUTApPHYIO
KOCTHYIO M 3KCTpaMenyJULIpHYI0). B OmHOM BapuaHTe OCYIIECTBJICHHUS, T€MaTOJOTHYECKOE
OHKOJIOTHYECKOe 3a0osieBaHue npencrasisier codoit OMJL

[0102] B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS, HHTHOUTOP TEJIOMepa3bl UMETENbCTAT BBOAST
B Teuenue 1, 2, 3, 4, 5, 6, 7, 8 unu Oonee 8 MUKIOB NO3UPOBAHUS, KXKABIN ITUKJI BKJIKOYAET B
ceOs1: (a) BHYTpUBEHHOE BBeneHHe OKoJio 7-10 MI/Kr nmerenbcrarta pa3 B yeTbipe Henenu, (b)
BHYTPUBEHHOE BBeleHHE OKOJNo 7-10 MI/Kr mmerenbcraTa OJUH pa3 B HENEMIO B TEUEHUE
YeThIpeX Heelb; (C) BHYTPUBEHHOE BBEACHUE OKOJIO 2,5-7 MI/KI UMETeNbCTaTa OJUH pa3 B TPH
Henenu; win (d) BHyTpuBeHHOE BBeeHHe OKOJIO 0,5-9,4 MI/KT MMETeNbCTaTa OJUH pa3 B YEThIPe
Henenu. FIMeTebCcTaT MOXKET MPENCTaBIIsATh COOOH MMETEeNbCTAT HATPUSI.

[0103] B nekoTopeix BapuaHTax ocymectsieHus, ABT-199 Beonsat B nose: (a) okosno 50-400
mr ABT-199 B cytku; (b) okono 2 mr ABT-199 B 1-e CyTKH ¢ €KeCYyTOYHBIM YBEJIUYCHHUEM 10
KOHEYHOH 103bI OKOJIO 800 Mr B 6-€ CYyTKH U €XKeCyTOYHO IOCJ]e 3TOro;, Wid (C) OKOJo 25 Mr
ABT-199 B 1-e cyTKU C €X€CYTOYHBIM yBEJIMYEHHEM A0 KOHEYHOH N03bl okojo 400 Mr B 5-e
CYTKH U €XeCyTO4HO mocje 3Toro. Beenenue ABT-199 BO3MOXHO 3a OOHU CYTKH A0, OTHHU
CYTKH TIOCJIE WITH B T€ K€ CYTKH, KOT/1a BBOISAT HHTUOUTOP TEJIOMepa3bl.

[0104] dpyroii BapuaHT OCYIIECTBIICHUS] H300PETEHUS PEACTABIISIET COOON COCO0 MHIYKIUU
aronTo3a B TE€MATOJIOTMYECKOH pakoBOH (OHKOJOIMYECKOW) KIJIETKE, BKIIIOYAIOIUNA B cels
NPUBEACHNE B KOHTAKT KJIETKH C TepameBTUYeCKH 3(PQPEeKTHBHBIM KOJNYECTBOM HHIHOUTOpPA
TeJIOMepas3bl U MPHUBEIEHHE B KOHTAKT KJIETKU C TepaneBTHYeCKH 3()(PEeKTUBHBIM KOJIHMYECTBOM

uHruduropa Bcel-2. Ciocod MoskeT ObITh OCYIIECTBIIEH 71 Vilro UM in vivo. B ogHOM BapuaHTe
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OCYILIECTBIIEHHUsI, HHTHOUTOP TeJOMepas3bl INpeacTaBisieT coboii umerenscraT. B apyrom
BapUAHTE OCYILECTBJICHUS, HMETENbCTAT MPEACTABIseT cO00i uMeTenbcTaT HaTpus. B naHHOM
cnocobe, wunHrubutop Bcl-2 mnpencraBmser coboit ABT-199. B HekoTOpbIX BapuaHTax
OCYILIECTBJIEHUs], T€MAaTOJIOTHYeckass pPaKoBas KJIETKA MOXET IPEeACTaBIATbh COOOH KIETKY
CJIEAYIOIIEr0 THIA OHKOJOTMYeCKOro 3aboyieBaHHs: OCTPOro MmuenoenHoro Jeiikosa (OMJI),
UIMONIATUYECKOW TPOMOOLMTEMHY, WMCTHHHOW NOJHULHUTEMHH, IEPBHYHOIO MHEI0puOposa,
CHCTEMHOTO  MAaCTOLIMTO3a,  XPOHHUYECKOTO  MHEJIOMIHOTO  JIeWK03a,  XPOHHYECKOTO
HEHUTPOPHUIBHOTO JIEWKO03a, XPOHHUECKOTO 303MHOPUIBLHOrO Jieiiko3a, pedpakTepHONH aHEMHH C
KOJIBLIEBBIMU cHuaepodIacTamu, pepakTepHON IUTONEHUU C TUCTUIA3UEH Pa3HbIX THIIOB KJIETOK,
pedpaxTepHOii aHeMun 1-ro THMa ¢ U30BITKOM OJIACTHBIX KJIETOK, pepakTepHOH aHEeMHUHU 2-TO
ThMa ¢ W30BITKOM OJACTHBIX KJIETOK, MHenonuciiactudeckoro cunapoma (MJIC) ¢
oOHapyKeHHOH  Jenernuei (59), Heknaccudumupyemoro  MJIC, XPOHUYECKOTO
MHEJIOMOHOLTApHOro  Jyieiikoza (XMJI), aTUONMYHOrO  XPOHHUYECKOTO  MHUENOJIEHKO03a,
FOBEHUJIBHOTO MHUEIOMOHOLUTAPHOTO JIeHKOo3a,
MHEJONPOTH(EePaTHBHBIX/ MUEIOUCIIACTUIECKUX CHHAPOMOB - HEKJIacCUPUUUpPyeMbIX, B-
mam¢podnacTHoro netiko3a/mumepomsl, T-nmumdobnacTHoro neiikoza/mumpomer, nuddy3HON
KPYIHOKJIETOUHOH B-mumdorurapHol mmMpoMbl, TEPBUYHON TUM(POMBI LIEHTPAIbHOH HEPBHOM
CHCTEMBI, IEPBUYHON cpenHecTeHHOH B-kinerounoil numbomsl, numdombl/nelikemun bepkurra,
bomnukynsipaoir  numdomel,  xpoHudeckoro  sjmumdoneitikoza  (XJUJI)/menkokneTouHon
muMponuTapHoil  TUMQOMBEI, B-nmumdouurapHoro  nmponuMgpouuTapHOro - JeHkosa,
IUMQOIUIA3MOLUTAPHOM M} OMBI/ MaKpOTIOOYIMHEMHH Banbnencrpema,
MaHTHHHOKJIETOUHOH JUM(OMBI, JTUMPOMBI KPaeBOW 30HBI, IOCTTPAHCIIAHTALMOHHBIX
mumdonponudepaTuBHbix  HapymeHuii, BHWY-accoumnpoBaHHbIX  JUMGPOM, NEPBUYHON
BBIMTOTHOH JIUM(OMBI, BHYTPUCOCYIUCTOH KPYIMHOKJIETOYHOH B-nmumdorurapHoi aumbomsl,
NEepBUYHON  KOXHOH  B-mumdouurtapHol  nuM(pOMBI,  BOJOCATOKJETOUHOTO  JIEHKO3a,
MOHOKJIOHAJIbHOH T'aMMOIMATUH HEM3BECTHOTO 3HAUEHUs], BSUIOTEKYINEH MHOKECTBEHHOM
MUEJIOMBI, 1 000COOJIEHHBIX TIa3MOLUTOM (000COOJIEHHOW KOCTHOM W SKCTpaMenyuisipHoii). B
OTHOM BapHaHTE OCYIIECTBJICHUs, KJIETKa T'eéMaTOJOIMYECKOr0 OHKOJIOTHUECKOro 3ab0seBaHus
MPECTaBIIsIET COOO0H KJIETKY OCTPOro MUEJIOUIHOTO Jieiiko3a (OMUJI).

[0105] CornacHo naHHOMY M300pPETEHUIO TAK)KE MPEIUIOKEHBI HAOOPHI JIsi KOMOMHHPOBAHHON
Tepanud. JIpyroil BapuUaHT OCYIIECTBIEHHs H300peTeHusl mpencTaBiseT coboit  Habop,
comepskammii; (a) 703y MHrHOWTOpa TeJoMepasbl, B KOJIHMUECTBE, 3((HEKTUBHOM MPHU BBEACHUH
IUIT MHOYKIUHU aronTo3a B IeMaTOJIOTHYEeCKONH PaKoBOM (OHKOJIOTHYECKOW) kieTke; u (b) mo3y

uHruouropa Bcl-2, B xonmmuectBe, 3(p()eKTUBHOM NpU BBEASHMM IJIsI MHIYKLMU aronro3a B
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reMaTOJIOTUYECKON PaKOBOW (OHKOJIOTUYECKOM) KJieTKe. B OMHOM BapuaHTe OCYIIECTBIICHHUS
JaHHOTO Habopa, MHIHOUTOP TeJIOMepas3hl MPEACTaBIsaeT co00i nMeTenbeTaT, a uHruouTop Bel-
2 mpencrasinsier codoit ABT-199.

[0106] OnuH BapuaHT OCYIIECTBIEHUS] U300peTEeHUs MpeaAcTaBisieT co0ol papMaleBTUIECKYIO
KOMITO3HULIMIO, CONEPIKAIIYI0 HHTHOUTOpP TeNoMepasbl (HampuMmep, MMETeIbCTaT/MMETeNbCTaT
Hatpusi) u uHruoutop BCL-2 (mampumep, ABT-199) nns npumeHeHHss B JieUeHHH
reMaToJIOrMYECKOr0 OHKOJIOTUYeCKOoro 3abosieBaHusi. B OOHOM BapuaHTe OCYINECTBJICHUS,
(bapmManieBTHYECKast KOMIO3HLIMS COAEPKUT UMETENNbCTaT/ MMeTeNbeTaT HaTpusi 1 ABT-199.
[0107] dpyroii BapuaHT OCYINECTBICHHUS H300pEeTeHHs] MPEACTaBIseT COOOW WHTHOUTOP
TeJloMepasbl JUIsl MPHUMEHEHHs B CIOCO0e JIEYEHUs TeMaTOJIOTHYECKOTO OHKOJOTHMYECKOTrO
3a0oneBaHus, BKIIOYAOMEM B ce0s BBEACHWE KOMOWHAIIMM HMHIHOUTOpA TEJIOMepasbl M
unruoutopa Bcl-2 cyObekty, Hyxnmaromemycsi B 3TOM. Elle OIWH BapuUaHT OCYILIECTBIICHUS
u3o0peTeHnst mpencrasisier codoli mHruOuTop Bcel-2 nns mpumeHeHust B crocobe JiedeHHsI
reMaTOJIOTMYECKOr0  OHKOJIOTHUECKOro 3a00JieBaHMs, BKJIIOYAIOIEM B ce0s  BBEICHHE
unruouTopa Bcl-2 u wHTHONTOpa TEeNmoMepasbl B KOMOMHAMHU CYOBEKTY, HYKIAOIIEMYCS B
5TOM. AJNBTEPHATUBHBI BapHAHT OCYINECTBJICHUS H300pPETEHUs] TMPEACTaBIseT COOOH
KOMOMHAILIMIO, COAEP KAILIYI0 MHTHOUTOp TejaoMepasbl U uHruoutop Bcl-2 nns mpumenenus B
crioco0e JIeYeHUs] reMaTOJIOTHYECKOr0 OHKOJIOTHYECKOro 3a00NIeBaHMs, BKJIIOYAIOIIEM B ceOst
BBEJICHHE KOMOMHAIMU CyOBEKTy, HYXIAKOLUeMycss B JTOM. B JaHHBIX BapHaHTax
OCYIUECTBJICHHSI, KOMOMHAIMs HMHrHOMTOpa TenoMepasbl W uHruouropa Bcl-2 muaynmpyer
arioNTO3 TIeMaTOJOTMUECKUX pPAaKOBbIX KJIETOK. B 1MaHHBIX BapHaHTax OCYILIECTBJICHUS,
UHTHOUTOPOM TEJIOMEpa3bl MOXKET OBbITh MMETENbCTaT. B OZHOM BapuaHTE OCYINECTBIICHUS,
UMETEeNbCTAT MPENCTaBIsAeT COOOW HMeTeNnbCcTaT HaTpus. Takke B JAHHBIX BapUaHTaX
ocyiecTBiieHus: UHrHOUTOpoM Bcel-2 Mosker Obith ABT-199. MIMerenbcTaT MOKET ObITh BBEAECH
B Teuenue 1, 2, 3, 4, 5, 6, 7, 8 unu Ooyee 8 LUKJIOB MO3UPOBAHUS, KAXKIBINA UK BKJIKOYAET B
ceOsi: (a) BHYTPpUBEHHOE BBeeHHE OKOJIo 7-10 MI/Kr umerenbcrarta pa3 B yerbipe Henenu, (b)
BHYTPUBEHHOE BBeIEeHHE OKOJIO 7-10 MI/Kr mMeTrenbcTaTa OJUH pa3 B HENENIO B TEUEHUE
YeThIpeX HeAeNb, WK (C) BHYTPUBEHHOE BBEIACHHE OKOJIO 2,5-7 MI/KI UMETENbCTaTa OJUH Pa3 B
Tpu Henenu, win (d) BHyTpuBeHHOE BBeneHUE 0Koyio 0,5-9.4 MI/Kr uMeTenscTaTta OIUH pa3 B
gyerblpe Hemenn. ABT-199 moxer Obith BBemeH B mose: (a) okomo 50-400 mr ABT-199
exxecyTo4uHO; (b) okono 2 mr ABT-199 B 1-e CyTKH C €KeCyTOYHBIM YBETUUYEHHUEM 1O KOHEYHOM
10361 0kosio 800 Mr B 6-€ CYTKH UM €KECYTOYHO IOCIe 3TOro; miH (¢) okono 25 mr ABT-199 B 1-
€ CyTKM C €XKECYTOYHBIM YBEJIUYEHHEM [0 KOHEYHOW A03bl 0kOjo 400 Mr B 5-€ CyTkM U

€XKeCyTOYHO Ioclie 3TOro. B HEKOTOpbIX BapuaHTax oOcCyllecTBieHHUs, BeneHue ABT-199
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npeAcTaBisieT COOOH BBEINEHUE 32 OMHU CYTKH /10, OJHH CYTKH IIOCJIE WM B T€ XK€ CYTKH, KOraa
BBOJIIT HHTHOUTOP TEJIOMEPA3hl.

[0108] B BapmaHTax oOCyIIeCTBJIEHHUsST HMHruOWTOpa TenoMmepasbl, uHruoutopa Bcl-2 wmm
KOMOHMHAIIUY, IeMaTOJIOTHUECKOEe OHKOJIOTHYECKOe 3a00JI€BaHUE MOXKET IPENCTaBIATh COOON
OMJI, WOUMONAaTHUYECKY)  TPOMOOLMTEMHIO, HMCTUHHYIO  IOJHLUTEMHUIO,  I[EPBUYHBINA
muenopuOpo3, CHUCTEMHBIH MACTOLMTO3, XPOHHYECKUH MUENOMIHBIA JIEHKO3; XPOHHYECKUN
HEHUTPOMIIbHBIN JIEHKO3, XPOHMYECKUN 303MHOPUIIbHBINA JIEHKO3, pedpakTepHy0 aHEMHIO C
KOJIBLIEBBIMU  CHiepoOiacTaMu, pe(pakTepHYIO LUTONEHHIO C IUCIUIA3UeH pasHbIX THUIIOB
KJIETOK, pedpakTepHyr0 aHeMHio 1-ro Tuma ¢ M30BITKOM OJIACTHBIX KJIETOK, pedpakTepHyro
AHEMHIO 2-TO TUMa ¢ U3OBITKOM OJIACTHBIX KJIETOK, Muenoauciuiactudeckuii cunapom (MJIC) ¢
oOHapyKeHHOU nenenuen (59), HeKIaccuPUIpyeMbIit MJC, XPOHUUECKUT
MHEJIOMOHOLMTAPHBIA Jietiko3 (XMJI), aTUNMYHBIA XPOHHUYECKUI MHUENONEHKO3, FOBEHUIIbHbIA
MHEJIOMOHOLIUTAPHBIN JIEHKO03, MHUENONpoaudepaTHBHbIE/ MUSTIOANCIIIIACTUIECKUE CHHIAPOMBI -
HekJIaccupuIupyemsole, B-numdobnactHbiii JeKo3/mmdpomy, T-mumdobnacTabIi
neiikos/mampomy, nuddy3Hy0 KpymHOKIETOUHYIO B-nmumdonuraprayro mumpomy, TEpBHUHYIO
TMM(POMY LEHTPAJIbHOH HEPBHOH CHCTEMbI, NEPBUYHYIO CPEIHECTEHHYI0 B-KIeTOuHYIO
mmpomy, numbowmbl/neiikemun  bepkurra, QomnmukynsapHyro  nuMpoMy, XPOHHUYECKHI
mamponeiiko3 (XJIJI)/menkoknerounyro snumdonurapayro guMpomy, B-mumdorurapHsrit
npouMounTapHbI  JIeHKo3,  JTUM(OIUTa3MOLUTAPHYIO  JIUM(POMY/MaKpPOTIO0yIHHEMUIO
Banbnencrpema, MaHTUHHOKJIETOYHOM TMM(pOMBI, UM OMBI KpaeBoil 30HBI,
NOCTTPAHCIIAHTALIMOHHBIE JuMdonponudeparusHble HapyueHus, BHY-acconumpoBaHHbIE
AUM(pOMBI, TEPBUYHYIO BBIIOTHYIO JUM(OMY, BHYTPHCOCYIUCTYIO KPYIHOKIETOUHYK B-
TMMPOIHUTAPHYIO  JUMPOMY, TEPBHYHYIO  KOXHYHO  B-mumdouurtapuyro  aumdomy,
BOJIOCATOKJIETOYHBIH  JIEMKO3, MOHOKJIOHAJIbHYK) T'aMMOIMATHUI) HEM3BECTHOTO 3HAUYEHHUS],
BSUIOTEKYIIYEO MHOXXECTBEHHYIO MHEJIOMY, M COJIMTapHbIC ILIa3MOLUTOMBI (CONHUTApPHYIO
KOCTHYIO W JKCTpaMenyJULIpHYI0). B OmHOM BapuaHTe OCYIIECTBJICHHUS, I€MaTOJOTHYECKOEe
OHKOJIOTHYECKOe 3a00JIeBaHUE TIPEACTABIISIET COOOM OCTPhIN MUeTOUIHbIH Jeiko3 (OMUJI).
[0109] AnbTepHATHBHBIM BapUAHTOM OCYIIECTBIIEHHSI M300PETEHUs SIBISIETCS CIIOCO0 i Vifro
MHIYKIHMH aronTo3a B FeMaTOJOTHUECKOH PaKOBOH (OHKOJIOTHYECKOH) KIIETKE, BKIIOYAOIIUN B
ceOsi: TpHUBENEHHE B KOHTAKT KJIETKH C TepaneBTUYeCKH 3()(EKTUBHBIM KOJHYECTBOM
UHrUOUTOpa TENOMEPas3bl, U NMPUBENEHHE B KOHTAKT KJIETKH C TEPareBTUYECKU 3((HEKTUBHBIM
KonndecTBoM uHruouropa Bel-2. B omHOM BapuaHTe OCYIIECTBJIEHHUS, HHTHOUTODP TEJIOMEpa3bl
npeAcTaBisieT coOOM MMeTenbcTaT. MMeTenbcTaT MOKeT NPEeACTaBIATh COOOH HMeTeNbCTaT

Hatpust. Maruburopom Bcel-2 mosker OpiTe ABT-199.



39

[0110] B HexoTOpBIX BapHaHTaxX OCYLIECTBIIEHUS CrIoco0a in Vitro, reMaToNornieckas pakoBast
KJIETKAa MOXKET MPENCTaBIATh COOOH KIETKY CIEAYIOIEro TUIIa OHKOJIOTMYECKOro 3a00JIeBaHUS:
octporo wmmuenoenHoro Jeidkoza (OMJI), wuamonatudeckod TPOMOOIUTEMHH, WCTUHHOM
NOJMLIUTEMHUH, TEPBUYHOrO MuenopuOpo3a, CHUCTEMHOTO MACTOLUTO3a, XPOHHYECKOTO
MHEJIOUHOTO  JIEMKO3a,  XPOHHYECKOTrO0  HEUTPOPUIBHOrO  JIeHKO3a,  XPOHHYECKOTO
503MHOQUIBHOTO  JIeHiKo3a, pedpakTepHOH aHEeMHHM C KOJbLEBBIMH CHIAEpOOIacTamy,
pedpaxTepHOI LUTOMEHUH C AMCILIA3MEH Pa3HbIX TUIOB KJIETOK, pedpakTepHON aHemMuu 1-ro
THNA ¢ U30BITKOM OJIACTHBIX KJIETOK, pe(ppakTepHON aHeMHH 2-r0 THUMA ¢ U30BITKOM OJIACTHBIX
KJIEeTOK, Muenonucruiactudeckoro cunapoma (MJIC) ¢ oOHapyxkenHod penenmein (5q),
Heknaccudummpyemoro MJIC, XpOHMYECKOTO MHEJIOMOHOIMTApHOro Jeiiko3a (XMJD),
aTUMMYHOTO XPOHMYECKOTO MHENONeNHKo3a, IOBEHWIBHOIO MHEJIOMOHOLMTAPHOIO JeHko3a,
MHEJONPOIH(EePaTHBHBIX/ MUEIOTUCIIACTUIECKHX CHHAPOMOB - HEKJIacCHQULUpPyeMbIX, B-
mam¢podnactHoro netriko3a/mumbomsl, T-nmumdobnacTHoro neiikoza/mumpomer, nuddy3HOH
KPYIHOKJIETOUHOH B-mumdorurapHoii muMpoMbl, epBUUHON TUM(OMBI EHTPAIbHOW HEPBHON
CHCTEMBI, IEPBUYHON CpenHecTeHHOH B-kinerounoit tumbomsl, tumdombl/nefikemun bepkurra,
bommukynspaoii  numdombl,  XpoHudeckoro  ymmdoneiiko3a  (XJLJI)/menkokieTouHo
muMponuTapHoil  TUMQOMBEI, B-nmumdouurapHoro  mponuMQpouuTapHOro  JIeHKO03a,
MM OTIIA3MOLIUTAPHON M OMBI/ MaKpOTJIO0YIMHEMU T Banbnencrpema,
MAHTUHHOKJIETOYHOH JUMQOMBI, JUMGPOMBI KPaeBOll 30HBI, IOCTTPAHCIUIAHTAL[MOHHBIX
muMm¢onponudeparuBHblx  Hapywenuii, BHWY-acconumnpoBaHHbXx —nuMpOM, INEpPBUYHON
BBIMIOTHOH JIUM(OMBI, BHYTPHUCOCYAUCTOH KPYITHOKJIETOUHOH B-nmumdornurapHoit nuMpomsl,
NepBUYHON  KOXKHOH  B-mumdouuTtapHoii  1uM(pOMBI,  BOJIOCATOKJIETOYHOTO  JIEWKO3a,
MOHOKJIOHAJIbHOM TaMMOMNAaTHH HEW3BECTHOTO 3HAYEHHs], BSJIOTEKYINEeH MHOXKECTBEHHOU
MHENIOMBI, 1 000COOJIEHHBIX TIa3MOLIUTOM (000COOIEHHOI KOCTHOM U SKCTpaMenyuisipHoii). B
OHOM BapHaHTe OCYIIECTBIEHHs Crocoda in Vifro, TeMaTOJIOTHYECKash pPaKoBas KJIETKa
MIPEICTABIISIET COOOM KJIETKY OCTPOro MUEIOUAHOrO Jjiekikoza (OMUJI).

[0111] Emte omuH BapuaHT OCYIIECTBIIEHUS M300pEeTeHHs MPEACTaBisieT cOOOM KOMOWHALHUIO,
COJZIEp KAy HHTHOUTOp TeoMepasbl U uaruouTop Bel-2. B ogHOM BapuaHTe OCyIeCTBIICHMS,
UHrHOUTOp TEJNIOMepas3bl MPENCTABISAET COOONH MMeTeNnbeTaT, a nHruouTop Bcl-2 mpencrasnser
coboit ABT-199. B npyrom BapuaHTe OCYLIECTBJICHHS, HHTUOUTOpP TeJIOMepa3bl MPeCTaBIsIeT
coboii mmerenbcTaT Hatpusi, a uaruoutop Bcl-2 nmpencrasnsier coboit ABT-199. KomOunarus
MOXeT OBITh HCIIOJIb30BAHA B KAUECTBE JIEKAPCTBEHHOTO CPENICTBA.

[0112] /Ipyrum BapuaHTOM OCYIIECTBIIEHHS N300PETEHHS ABIISETCS IPUMEHEHHE NMETENIbCTaTa

WK UMETECJIbCTATA HATPUA IJIA JICUCHUA TEMATOJIOTMIECKOTO OHKOJIOTMYCCKOro 3a00JIeBaHMS y
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nanueHTa, npoxopnsmero tepanuio ¢ BCL-uHruGmpoBanueM. AJBTEPHATUBHBIM BAapHAHTOM
OCyLIeCTBJeHUs] siByisieTcss npuMmeHeHnne ABT-199 nansa  nedeHuss remaTojlOrMUeCKOro
OHKOJIOTHUYECKOro 3a0oyieBaHMsl y TMALUEHTa, MPOXOIAIIEro TEpanulo ¢ HHIHOMPOBAaHUEM
Tenomepaspl. Eine OfHMM BapuMaHTOM OCYLIECTBIEHHS H300PETEHMs SIBJIAETCS HUMETENIbCTaT
HATpHsl JJIsl IPUMEHEHUsI B CIoco0e JIeYeHUs1 OCTpOro MuenonnHoro seiikoza (OMJI), npuuem
crioco0 Bkirouaet B cedst BBeneHue nmerenbcrara Hatpust U ABT-199 B komOuHamm cyobexTy,
HY>KJAI0IIEeMyCsl B 5TOM. [[ONOJHUTEIBbHBIM BAPUAHTOM OcylecTBiIeHus siBasercs ABT-199 nns
NpUMEHEHUsT B Croco0e JieYeHUss OCTPOro MuejougHoro Jeiikoza (OMJI), mpudeM crocod
BKJIO4aeT B ceOs BBemeHue ABT-199 u umerenbcraTta HaTpusi B KOMOMHALUH CYOBEKTY,
HYKJQIOIIEMYCst B 3TOM. J[OTIOTHUTETbHBIM BAPHAHTOM OCYINECTBIICHUS SIBJISIETCS KOMOWHALHS,
comepskamtast uMerenbetat Hatpuss 1 ABT-199, nnst mpumeneHust B cioco0e JIeYeHHsT OCTPOTO
muenonanoro Jnedkoza (OMJI), mpuyem crnoco0 BkJIOYaeT B ceOsl BBEACHHE KOMOWHALIMU
cyOBeKTy, HyXnaromemycst B 3ToM. Kak mpumeHsieTcsi B JaHHBIX BapHaHTaX OCYIIECTBIICHHS,
UMETeNIbCTaT HATPUsi MOXKeT ObITh BBeleH B Tedenue 1, 2, 3, 4, 5, 6, 7, 8 wnu Gonbine yem 8
IIUKJIOB TO3UPOBAHMSI, KAKABIM [IUKJI BKIIFOYAET B cebs: (a) BHYTPUBEHHOE BBEAEHHE OKOJIo 7-10
MI/KI UMETeNbCTaTa HaTpUsl pa3 B deTblpe Henenu; (b) BHYTPUBEHHOE BBeneHHe Okoyo 7-10
MI/KI' UIMETENIbCTaTa HATPUS OZIMH Pa3 B HEAEIIO B TEUEHUE YEThIpEX Henelnb; (C) BHYTPHUBEHHOE
BBEICHHE OKOJO 2,5-7 MI/KI MMeTenbcTaTa HaTpus OAWH pa3 B Tpu Henmenw;, wm (d)
BHYTPUBEHHOE BBeneHue okoo 0,5-9,4 Mr/kr nMeTeNbcTaTa HaTpUsl OUH Pa3 B YEThIPE HENEIIH.
JIOMIONTHUTENBHO, B TAHHBIX BapHaHTax ocymiecTsieHus: ABT-199 moxxer ObITh BBEAEH B 103€:
(a) oxomo 50-400 mr ABT-199 execyrouno, (b) okomo 2 mr ABT-199 B l-e cytku ¢
€KECYTOUHBIM YBEJIUYEHHUEM 10 KOHEYHOU 103bI 0k0JI0 800 MI' B 6-€ CYTKH U €KECYyTOUHO MOCTe
sToro; wiu (¢) okosio 25 mr ABT-199 B 1-e CyTKH C €KEeCyTOYHbIM YBEJIHYEHHEM 1O KOHEUHON
10361 0K0J10 400 Mr B 5-€ CYTKH U €KE€CYTOYHO MOCJe 3TOro. B HEKOTOPBIX U3 3TUX BAPUAHTOB
ocyiectsieHys, BBeaeHre ABT-199 ocyiiecTBisAOT 32 ONHU CYTKU 0, OAHU CYTKH IOCJIE, WU
B T€ K€ CYTKHU, KOI7la BBOASIT UMETENbCTAT HATPHS.

[0113] Emme onuH BapuaHT OCYINECTBJICHHS M300pETEHUs MPencTaBisieT coOol in Vifro cnocod
WHIYKIHMH aronTo3a B KJIETKE OCTPOro MHEJOMAHOro Jeirikoza (OMJI), Bkiovaromuii B ceds:
NPUBEACHNE B KOHTAKT KJETKH C TEPaneBTHUECKH 3P(PEKTHBHBIM KOJIMIECTBOM HMETENbCTATA
HATPWSL, ¥ IPUBENIEHHE B KOHTAKT KJIETKH C TepaneBTHYecKH 3(pdexrnBHbIM KommuecTBoM ABT-
199.

[0114] Bo Bcex BbilleyKa3aHHBIX BapUAHTAX OCYLIECTBJICHHUS WHTHOUTOP TEJIOMEpa3bl MOXKET
NPEACTaBISATh COOOM MMeTenbeTat, a nHruouTop Bel-2 moxer npencrasnsate codoit ABT-199.

bonee KOHKPETHO, BO BCEX IMPUBCACHHBIX BbIIEC BapHUaHTaX OCYLICCTBIICHUS I/IHFI/I6I/ITOp
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TeJIOMepa3bl MOKET TNPEACTaBJIATh COOOM MMeTenbcTaT HaTpus, a uHruourtop Bcl-2 moxer
npenctasisith codoit ABT-199.
[0115] HanHoe wu300peTeHHe IOMOJHUTENBbHO WUIOCTPUPYETCS, HO HE OrpaHHYHUBAETCS,

CIEAYIOIIMMH TIPUMEPAMH.

ITPUMEPDBI

TIpumep 1: HHruGouTop TeioMepasbl HMETEJALCTAT HATPHUS B KOMOUHAIIMY ¢ HHTHOUTOPOM

BCL-2 BeHUTOKJIAKCOM VCHJIHBACT ANIONTO3 B KJIAeTOUYHLIX JUHUsIX OMJI in vitro

[0116] Onyxonesbie etk KG-1 (AKTII (AmepukaHckasi KOJEKIHs THUIMOBBIX KYJbTyp) Ne
CCL-246) u MOLM-13 OMJI (DSMZ Ne ACCS554) BbiceBanu C IUIOTHOCTBIO OKoyio 20000
KJIETOK/TyHKa B 90-JIyHOUYHHME  MONUCTHPOJOBble  U-AHOMOAOOHBIE — TUTAIIKH  JJIS
KyJbTHBHpOBaHUs TKaHel (Ne 353777 karanora Corning) 8 RPMI-1640 (Ne 11875-085 karanora
ThermoFisher) nononmnennoit 10% ¢etanpHON Oblubeli chiBOpoTKO (Ne 16140-089 karanora
ThermoFisher) m 1% cmecbt0 aHTHOMOTHMKOB mNeHUIMUINH/cTpenTomunuH (Ne 15140-122
katanora ThermoFisher) u BeipammBanu B nuakyoatope ¢ 37°C B yBiIakHeHHOH atMocdepe ¢ 5%
CO:. Knetkm T1yT xe oOpabareiBamu wumerenbctatoM Hatpust (Janssen Biotech, Inc.),
npurotoBiieHHbIM B RPMI-1640, ¢ nobasnernem 10% ¢eranpHON Oblubeil CBIBOPOTKH, H/HIIH
ABT-199 (Ne S8048 xaramora Selleckchem), npuroroBnenneiM B Buae 1000-kpaTHOTrO
crokoBoro pacteopa B JIMCO, passenennoro 1:100 B ¢ocharro-coneBom Oydepe (PCB,
Hocutenb, Ne 20012-027 karanora ThermoFisher). B 96-4acoBbIx 3KCIepUMEHTaX BTOPYIO J03Y
coenMHeHUs(HUH) nMpuMeHsn uepe3 48 vacoB Oe3 moOaBiieHusi cBexei cpenbl, Tak kak ABT-
199 1 umeTenbCTaT HATPHS UMEIOT MEPHOA Tojypacnana in vifrro MmeHee 48 dacos. (Shammas ef
al., Leukemia, 22(7): 1410-1418 (2008)). Mmerenncrar HaTpust Obu1 mporecTupoBaH ot 0-50
MKM, 1 ABT-199 6bu1 npotectupoBan ot 0-500 HM. KoHTposibHBIE HEKOMITJIEMEHTApHBIE H C
HETIONIHOW KOMILIEMEHTapHOCThI0 ojmronykieotuasl (US 7998938), nokasannbie B Tabmune 2,
NPUMEHSUTH B TAaKHX JK€ KOHIEHTPALMUSAX YTO M HUMETENbCTAT HATPHUs, 4TOOBI MOKa3aTh, YTO

3¢ GexThI ABISIOTCA criennUIHBIME 111 KOMOWHAIIMY UMeTenbeTaTa Hatpust 1 ABT-199.

Taoauna 2: IlocienoBaTebHOCTD, HaleJdeHHaa Ha hTR

HMerenbcrar HAaTpust 5’-R-TAGGGTTAGACAA-NH,-3’ SEQ ID NO:1

Onuronykneorun ¢ HenonHoH | 5’-R-TAGGTGTAAGCAA-NH,-3’ SEQ ID NO:2

KOMHJ’IeMeHTapHOCTbIOb
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HexomnnemeHTapHbIi 5’-AACAGATTGGGAT-R-3’ SEQ ID NO:3

OJIATOHYKJIEOTUL

R npencrasnser co0oi:

? ansmuronn [(CH;)14CH3] aMua KOHBIOTHPOBAH Y€pe3 aMUHOTJIUIIEPHHOBBIN JIMHKED €
S'-tnodocarroit  rpymmoit N3’—  PS5’tuodochopammmar  (NPS)-coenmHeHHOTO
OJIUTOHYKJIEOTH/IA.

® Mansmuront [(CH;)14CH3] aMua KOHBIOTUPOBAH Yepe3 aMUHOTJIMIIEPUHOBBIHN JIMHKED C
5'-tmodocdarHoit  rpymmoit N3’—  PS’tuodochopamumar  (NPS)-coemuHeHHOTO
OJIUTOHYKJICOTH/IA.

¢ TManemuroun [(CHz)14CH3] aMun KOHBIOTMPOBAaH 4Yepe3 KOHLEBYIO 3'-aMHUHOTPYIITY

onuronykieoruaa NPS.

[0117] B 48 u 96 4yac kjeTku MPOBEPsUIM HA HAJIU4YME 3JO0POBBIX, PAHHE-AONTOTHYECKUX U
aTIONTOTHYECKUX MOMYJSALUA € TOMOLIBI0O Habopa AN aHajgu3a NMPOTOYHONH LIUTOMETpUEl ¢
aHHEKCHMHOM V (OKpallMBaeT BHYTPEHHIOI CTOPOHY KJIETOYHONW MeMOpaHbl) M HOAMIOM
npormaust (PL, IHK-cesaseiBatommii kpacurens) (Ne 640914 xaranora BioLegend). Annekcun V
OoOHapy’KMBaeT SKCTepHamu3anmoo (ocaruauicepuHa B  alONTOTHUECKUX  KJIETKaX ¢
UCIIOJIb30BAHHEM PEKOMOWHAHTHOTO AHHEKCMHAa V, KOHBIOTHPOBAHHOTO C  3€JIEHBIM
dbayopecuentHbiM kpacuteseM FITC, u MepTBble KJIETKU C UCIIOJb30BAHUEM MOAMIA PO HIMSI
(PI). Momun mponumus OkpaIuuBaeT HeKpOTHYECKHE KIeTKH KpacHoil (iyopecuenmueii. Ilocie
0o0paboTku 000OMMH 30HAAMU PAHHE-ANIONTOTHYECKHE KJIETKH JEMOHCTPUPYIOT 3eJIEHYIO
(yopecLeHIHI0, anoNnTOTHYECKUE (MEpTBbIE) KIETKH IOKa3bIBAIOT KPACHYID M 3EJIEHYIO
(yopecleHIMIO, a JKUBBIE KIJIETKH TIIOKa3bIBAIOT HEOONbUIYIO (PIYOPECHEHIHI0 WIH €€
oTcyTcTBHE. BrpaTiie, kieTku ocaxaanu u npoMsisanu 2 paza ®Cb nepen cycneHaupoBaHueM B
Oydepe s CBs3bIBaHHS aHHEKCWHA V, conmepskamem antu-aHHekcuH V-FITC u Homun
NpONUANUS B COOTHOLIEHUH 1:2, B COOTBETCTBUM C MPEAJIOKEHHBIM I[POU3BOAUTEIEM
npotokosioM. Knerku okpamusanu B TedeHue 30 MuHyT npu 4 °C B TEMHOTE C MOCIEAYIOLIUM
3-kpataeiM nipoMbiBanueM PCb u cycnensueit B FAC-kpacsamum Oydepe (Ne 554657 karanora
BD), nepen monydenuem naHHbIX Ha nporouHoM mutomerpe BD FACS Canto nns mpsimoro
paccesiaust, 0okoBoro paccesinusi, FITC, u kananos PE. KneTouHble mony iy aHaIH3UPOBAIIH

npumeHsist nporpammuoe obecrieuenue Cytobank u cpaBHuBanu ¢ pexxumamu (6€3 uMeTenbCTaTa
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Hatpust wim ABT-199) 6e3 00paOoTkm Ayl YCTAaHOBJIEHUS TPAHUL] MPOHUKHOBEHHUS IS
JKM3HECTIOCOOHBIX KJIETOK (HEOKpalleHHble B JIOOOM KaHaje, T.e. ABAKAbI-OTPULIATENIbHbIE
nonyssinuu). s BCex 3KCIEePUMEHTOB TOUEHUHBbIE TPaUKH JAHHBIX MPOTOYHOHW IIUTOMETPHUU
NIOKa3bIBAIOT YEThIpE KBAJPAHTa C IMPOLEHTOM JKUBBIX KJIETOK B HIDKHEM JIEBOM KBAaJPAHTE,
IPOLIEHTOM PaHHE-AMONTOTHYECKHX KJIEeTOK (aHHeckuH V+/PI-) B BEpxXHEM JIeBOM KBaJpaHTe, U
MPOLIEHTOM AamONTOTHYECKUX (MEPTBBbIX) KJIETOK (JBaXKIbl MEYEHBbIX aHHEeKCMHOM V+/PI+) B
BEpXHEM IMpaBOM KBaapaHTe. [IPOIEHT amonTOTHYECKHMX KIJIETOK (ABAKABI MEYEHbIX) ObLI
UCTIONIb30BaH JJIsl pacdyera KOMOWHUPOBAHHBIX 3(PQPEKTOB NMPUMEHsIsT MONETH aqIUTHBHOCTH
Hanboabmero 3¢pdexra oxunounoro arenra (HSA - Highest Single Agent) u Bliss (J Tang et
al. Frontiers in Pharmacology. 2015, 6 (181)).

[0118] HUcrnonme3yss momens HSA, uwurorokcudeckuii 3¢(ekT KOMOWHHPOBAHHOTO peKUMa
(«C») cpaBruBamm ¢ 3>PPeKTOM, MPOAYLUPYEMBIM KAKObIM W3 KOHTPOJBHBIX OJWHOYHBIX

areHToB («A» mu «B») U1 COOTBETCTBYIOLIEH O3Bl B KOMOMHALINY:
IIpesbienue o cpasaennto ¢ HSA = C - A (ecin A > B) mu C - B (ecniu A <B)

[0119] Monens Bliss BbImONHSET aHAJOTHYHOE CPaBHEHHE, HO BMECTO HauBbICIIero 3¢gdexra
OIMHOYHOTO areHta mMoneib Bliss BerauTaeT U3 KOMOMHALIMY 3HAUYEHUE, PABHOE CyMMe KaXI0Tr0

OTACJIbHOTO areHTa 3a BbIY€TOM UX MPOAYKTA.

IIpessimenue no crasHeHuro ¢ BLISS = C - [(A+B) - (A*B)]

[0120] JannHble Mozenu CrIOCOOHBI MOKa3aTh AJJUTUBHOCTh WJIM CJHa0ylH0 CHHEPIHUI B

KOMOUWHALMH.

PesyabTarsl 00padoTku JuHuu KieTox OMJI

[0121] Toueunbie rpaduku MaHHBIX MPOTOYHOH LUTOMEeTpuHu it Kietok KG-1 mocne 48-
yacoBol 00paboTrkm umerenbcratoM Hatpuss w/uinn ABT-199 mnoxkasanel Ha @ur. 1A, ¢
rpadukoM % amonTOTHYECKHX KJIETOK (ABOMHOE MEYeHHE) B 3aBUCHMOCTH OT KOHLIEHTPALHH
ABT-199 npu pa3nuuHbIX KOHLIEHTPALMSAX HUMeETeNbCcTaTa HaTpus, NMokazaHHbIM Ha Pur. 1B.
KG-1 mposiBisier HE3HAUUTENbHYI 4YyBCTBUTENBHOCTh K ABT-199 uepes 48 wacoB (~ 9% wu
~14% npu 100 HM u 500 HM COOTBETCTBEHHO) W MHHHUMAJBHYIO UYyBCTBHTEJIBHOCTb K
umerenbcrary Hatpusi. OngHako, koraa oopadorky S0 MKM uMerenbcTaTa HaTpusi KOMOMHHUPYIOT
¢ 100 sM mnm 500 HM ABT-199, nabmopmaercst Oonbrumii 3 ekt Ha rudensb kinetok (~27% npu
100 HM u ~50% npu 500 HM). B Tabmunax 3 u 4 nmokasaHsl pacdyeTbl KOMOWHUPOBAHHOTO
s¢dexra ¢ ucronpzoBanueM mozaeneit HSA nmm BLISS nmpu o6pabotke xnerok KG-1 uepes 48

qaCoOB. OTpI/I]_IaTeJ'IbeIe 3HAYCHHUs HEC YKA3bIBAIOT Ha AHTA'OHHU3M B JAHHBIX MOACIAX, TOJIBKO



OTCYTCTBHE BBaHMOHeﬁCTBHﬂ.

Tab6auua 3. IlpesbimieHue Mo CpaBHEHUIO ¢ HAaM00bIIHM 3(PPEeKTOM OAUHOYHOT0 ATEHTA

Aas kjaeTtok KG-1 yepes 48 yacos ¢ ABT-199 u umerenncraTtom HAaTpus

IIpeBbiieHue no ABT-199, ’tM
cpaBHeHuto ¢ HSA 0 1 5 20 100 500
Hmerenscrar 50 0 0 2 9 18 36
HATpUs, 25 0 2 3 5 7 9
MKM 10 0 1 2 2 4 2
0 0 0 0 0 0 0

Ta6auua 4. Ilpespimenue no crapHeHuio ¢ BLISS nns kiaeroxk KG-1 uepes 48 yacos c

ABT-199 u umeTe1LCTATOM HATPHS

IIpesbiienue no ABT-199, ’tM
craBHeHuro ¢ BLISS 0 1 5 20 100 500
Hmerenscrar 50 0 -5 -2 3 11 28
HATpHs, 25 0 -4 -2 -1 0 2
MKM 10 0 -5 -3 -4 -2 -3
0 0 0 0 0 0 0

[0122] Toueunsle rpaduxy AaHHBIX NPOTOYHOH HUTOMeTpuu s kietok KG-1 mocne 96-
yacoBoli 00paboTku umerenbcratoM Hatpus w/uau ABT-199 nokaszaner Ha @ur. 2A, ¢
rpadukoM % amonTOTHMYECKHX KJIETOK (ABOIHOE MEYEeHHE) B 3aBUCUMOCTH OT KOHLIEHTpPALUH
ABT-199 npu pa3nuuHbIX KOHLIEHTPALMSAX HUMeETeNbCTaTa HaTpusi, MokazaHHeIM Ha Pur. 2B.
KG-1 mposiBisier HE3HAUUTENbHYIO 4yBCTBUTEIBHOCTH K ABT-199 uepes 96 wacoB (~6% wu
~10% mnpu 100 HM wm 500 HM COOTBETCTBEHHO), M TakXKe HaONOJAId HEKOTOPYIO
YyBCTBUTEIBHOCTh K UMeTenbeTary Hatpus (5%, 9% u 16 % npu 10 MxM, 20 MxkM u 50 MxM
coorBeTcTBeHHO). OpHako, korma oOpadorky 25 wmm 50 MM wuMmerenbcTaTta HaTpUs
KOMOMHHUPYIOT ¢ 20-500 HM ABT-199, Habmromaercst Gonbiunii 3¢ ekt Ha rudenp KIeToK MmpH
BCex KoHueHTpauusix. B Tabmumax 5 u 6 mokasaHbl pacyeTbl KOMOMHHPOBAHHOTO 3 dexTa ¢

ucnoap3oBanuem mozaeneid HSA wim BLISS npu obpabotke knetok KG-1 depes3 96 qacos.

Tabsauua S. IlpesbinieHue Mo CpaBHEHUIO ¢ HAM00bIIHUM 3(PPeKTOM OAUHOYHOI0 ATeHTA

Aas kjaeTtok KG-1 yepes 96 yacos ¢ ABT-199 u umerenbcraTom HATpHS
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IIpeBbiuenue no ABT-199, M
cpaBHeHuto ¢ HSA 0 1 5 20 100 500
Hmerenscrar 50 0 4 6 13 20 65
HaTpus, 25 0 3 4 7 12 26
MKM 10 0 1 2 5 7 10
0 0 0 0 0 0 0

Ta6auua 6. Ilpespimenue no crasHeHuo ¢ BLISS nnsa kiaeroxk KG-1 ugepe3 48 uacos c

ABT-199 u umeTe1bCTATOM HATPHUS

IIpesbinenue no ABT-199, sM
craBaeHuto ¢ BLISS 0 5 1 20 100 500
Hmerenbcrar 50 0 1 3 10 16 57
HaTpus, 25 0 0 0 3 7 18
MKM 10 0 2 -1 1 2 5
0 0 0 0 0 0 0

[0123] [Toka3zanel TouyeuHble rpadUKH AAHHBIX MPOTOYHOH IMToMeTpuu s kietok KG-1
nociyie 00padotku uepes 48 vacos (Pur. 3A) win 96 yacoB (Pur. 4A) ¢ HEKOMITJIEMEHTAPHBIMU
WJIH HETOJIHOCTBIO KOMIUIEMEHTapHbIMU onuronykineotnagamu u ABT-199. I'paduxu %
aIIONTOTUYECKUX KJIETOK (ABOIHOE MEYeHHe) B 3aBUCHMOCTH OT KoHUeHTpauuun ABT-199 mpu
Pa3IUYHBIX KOHIEHTPALMSIX OJHIOHYKJIEOTUIOB mokaszaHbl st 48 vacoB (®@ur. 3B) mmm 96
yacoB (®@ur. 4B). Monenu npesbiennss HSA (TaGnuuet 7 u 8) u npesbimenust Bliss (Tabmuibt
9 u 10) mnoarBepkmaroT OTCyTcTBHE d(P(dekra ¢ ONUIOHYKJICOTUAHBIMH KOHTPOJISIMH.
OTtpunaTtenbHble 3HAYEHUS HE YKa3blBAlOT HA AaHTArOHU3M B JaHHBIX MOJENSX, TOJIBKO

OTCYTCTBHE BSaHMOHeﬁCTBHﬂ.

Ta6auua 7. Ilpespimenue no cpasHeHuo ¢ HSA nas kieroxk KG-1 yepes 48 uacos ¢

HEKOMIUVIEMEHTAPHBIMHU HWJIH HEMOJHOCTBI0 KOMILIEMEHTAPHBIMH KOHTPOJISIMH

IIpeBbllieHnE O CPAaBHEHUIO C ABT-199, ’tM
HSA 0 1 5 20 100 500
HenonxocTero 50 0 -3 -2 -3 -5 -8
KOMILIEMEHTaPHbIMH, 25
0 -3 -2 -2 -3 -5
MKM




HexomnnemeHnTapHsbIi, 50 -2 1 -1 -3 -5
MKM 25 -2 -1 -2 -3 -3
Tabmuua 8. Ilpesbimenue no cpasHenuo ¢ HSA nas kiaeroxk KG-1 ugepes 96 uacos c
HEKOMILIEMEHTAPHBIMH HJIH HEeNOJHOCThI0 KOMIIEMEHTAPHBIMH KOHTPOJISIMH
IIpeBpileHNE IO CPABHEHHUIO C ABT-199, 'tM
HSA 1 5 20 100 500
Henonnoctero 50 2 3 2 2 3
KOMILIEMEHTAPHBIN, 25
kM 0 0 0 0 -3
HexomnemeHTapHbIi, 50 1 1 1 1 2
MkM 25 0 0 0 -1 -2

Tabauua 9. Ilpesbimenue no crapHeHuio ¢ BLISS nas kaeroxk KG-1 uepes 48 yacos c

HEKOMIUVIEMEHTAPHBIMH HJIH HENMOJHOCTHH0 KOMIIJIEMCHTAPHBIMHA KOHTPOJSMH

IIpeBbliieHnE 10 CTABHEHUIO C ABT-199, M
BLISS 1 5 20 100 500
HenonHocThio 50 -5 -5 -6 -8 -11
KOMILIEMEHTAPHBIMH,
M 25 -5 -4 -4 -5 -7
HexomnnemeHTapHbIi, 50 -5 2 4 -6 -8
MKM 25 -5 -4 -5 -5 -5

Tabéauua 10. llpepbimenue no crapHeHuio ¢ BLISS nus kiaerok KG-1 gepes 96 yacos ¢
HEKOMIUVIEMEHTAPHBIMHU WJIH HEMOJMHOCTBI0 KOMILVIEMEHTAPHBIMH KOHTPOJISIMH

IpeBbllIEHHE IO CTABHEHHMIO C ABT-199, 'sM
BLISS 1 5 20 100 500
Henonxoctero 50 ) -1 2 2 -1
KOMIUIEMEHTAPHBIH,
M 25 -4 3 -4 -4 -7
HexomniemeHTapHbIH, 50 ) 2 2 2 -5
MKM 25 2 -3 -3 -3 -5
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[0124] Toueunsie rpaduky JaHHBIX MPOTOYHOHN LUTOMETPHH 111 KiieTok MOLM-13 nmocne 48-
qacoBoii 00paboTku umerenbcratoM Hatpus w/munu ABT-199 nokaszanel Ha @ur. 5A, ¢
rpadukoM % amonTOTUYECKUX KJIETOK (ABOIHOE MeYeHHe) B 3aBUCHMMOCTHU OT KOHLIEHTPALMU
ABT-199 npu pa3snuuHbIX KOHLEHTpALMAX HUMETeNbCTaTa HaTpus, MOKa3aHHbIM Ha Pur. 5B.
MOLM-13 nposiBisieT HEKOTOPYIO0 4yBCTBUTEIbHOCTb K ABT-199 uepes 48 wacoB (~19% u
~30% mnpu 100 HM wm 500 HM COOTBETCTBEHHO) M HEKOTOPYK) YYBCTBUTEIBHOCTh K
umerenbcraty Hatpus (21,5% mpu 50 mxM). Opnako, xorma 25 MkM HMeTenbcTaTta HaTpus
xkomOuHupoBau ¢ ABT-199, nabmonanu Gonbiiuit 3dpdext Ha rudens kiaerok (~32% u ~72%
npu 100 aM u 500 HM cootBercTBeHHO). Hanbonbumii 3¢ dext Ha rubenpb KaeTok Habmroaam ¢
50 MkM mumetenbcrata HaTpusi B kKomOuHatmu ¢ ABT-199 mpu 100 #M (62%) u 500 HM (88%).
VY IMBUTENBHO, YTO B KOMOMHALIMU C UMETEIbCTATOM HaTpus B KOHUeHTparmu S0 MmkM ABT-199
noka3aji 3¢¢ext Ha rudenb KJIETOK Mpu Oojiee HU3KUX KOHLeHTpauusx 5 HM u 20 HM. B
Tabmuuax 11 m 12 moka3aHbel pacyeTbl KOMOMHHPOBAHHOTO 3¢@deKkra ¢ HCIONIb30BAHUEM

mozeneit HSA wnu BLISS nnst o6pabotku kierok MOLM-13 uepes 48 qacos.

Tab6auua 11. IlpeBbimieHye o CpaBHEHHIO ¢ HAUOOABIIUM 3¢ (PeKTOM OANHOYHOIO AreHTA

Aas kjaetok MOLM-13 uepes 48 yacos ¢ ABT-199 u umeresibctaToM HATpUS

IIpesbiienue no ABT-199, M
cpaBHeHuto ¢ HSA 0 1 5 20 100 500
HNwmerenbcrar 50 0 6 9 19 40 58
HaTpus, 25 0 2 4 8 13 42
MKM 10 0 3 3 6 3 14
0 0 0 0 0 0 0

Ta6auua 12. llpepbimenue no crapHeHuio ¢ BLISS nnsa kierok MOLM-13 uepe3 48 uacos

¢ ABT-199 u umeTe1bCTATOM HATPHUS

IIpesbiienue no ABT-199, ’tM
craBHeHMIO ¢ BLISS 0 1 5 20 100 500
Hwmerenbcrar 50 0 -2 -1 9 25 43
HaTpus, 25 0 -8 -7 -3 2 33
MKM 10 0 -6 -7 -4 -7 6
0 0 0 0 0 0 0
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[0125] Toueunsie rpaduky JaHHBIX MPOTOYHOHN LUTOMETPHUH 111 KiieTok MOLM-13 nmocne 96-
qacoBoii 00paboTrku umerenbcratoM Hatpus wunu ABT-199 nokaszanel Ha @ur. 6A, ¢
rpadukoM % amonTOTUYECKUX KJIETOK (ABOIHOE MeYeHHe) B 3aBUCHMMOCTHU OT KOHLIEHTPALMU
ABT-199 npu pa3snuuHbIX KOHLEHTPALUSAX HUMETeNbCTaTa HATpusl, MOKa3aHHbIM Ha Pur. 6B.
MOLM-13 nposiBisier uyBcTBUTENBHOCTh K ABT-199 uepes 96 wacoB (> 30% xierouHOMH
rubenu nipu S, 20, 100 u 500 HM) 1 4yBCTBUTEIBHOCTh K UMeTeIbCcTaTy HaTpusi (> 30% mpu 10,
25 u 50 mxM). Ilpu Bcex KOHLEHTpauusx KOMOWHHpoBaHHOW o0Opadotkum ABT-199 mroc
UMETENbCTaT HATPUsl HAOJIONAeTCs YCUIICHHE YHUYTOXKEHUsS KiIeToK. bombime uem 90% rubenn
KJIETOK HaOJIOaId TIPU CaMOM HU3KOH KOHLEHTpauuu uMmetenberara Hatpus (10 MxM), xorna
KOMOWMHHUPOBAIM C caMoi BbICOKOH koHueHTpauueir ABT-199 (500 HM). Bonbme yem 90%
rubenp KIeToK Takxke HaOmomanu npu koHueHtpauusx ABT-199 100 sM u 50 BHM B
komOuHanmu. [Tpu camoli BRICOKOW KOHIIEHTpAIMU UMeTebcTata Hatpus (50 MxM) Habmonamu
MOYTH TOJIHYIO TuOeNb KJIeTOK npu KoHmeHtpamusx ABT-199 5, 10, 20, 100 u 500 stM. B
Tabmuuax 13 um 14 moka3aHbl pacdeThl KOMOMHHPOBAHHOTO 3¢¢eKkra C HCIONb30BAHUEM

mozeneit HSA wnu BLISS nnst o6pabotku knerok MOLM-13 gepes 96 yacos.

Ta6auua 13. IlpeBbimieHne N0 CPABHEHHUIO ¢ HAUOOABIIUM 3(P(PEeKTOM 0OJUHOYHOIO AreHTa

Aas kjaetok MOLM-13 uepe3 96 uacos ¢ ABT-199 u nmerenbcTaTom HATpHUSE

IIpeBbllieHNE MO ABT-199, M
cpaBHeHuto ¢ HSA 0 1 5 20 100 500
Hwmerenncrar 50 0 26 41 49 49 50
HaTpus, 25 0 14 26 33 46 58
MM 10 0 10 11 23 25 56
0 0 0 0 0 0 0

Ta6auua 14. IlpeBbimieHne Mo CPABHEHHUIO ¢ HAUOOJABIIUM 3((PeKTOM 0OJUHOYHOIO AreHTa

Aas kiaetok MOLM-13 gepe3 96 yacos ¢ ABT-199 u umere/ibcTaTOM HATPHUS

IIpeBpiieHue no ABT-199, M
craBHeHuro ¢ BLISS 0 1 5 20 100 500
Hmerenscrar 50 0 13 23 26 27 32
HATpHs, 25 0 -1 4 11 23 37
MKM 10 0 -8 -7 37
0 0 0 0 0
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[0126] Toueunsie rpaduKy JaHHBIX IPOTOYHON UTOMETpHUH A KieTok MOLM-13 nmoka3aHsl
nocie obpaborku uepe3 48 uyacoB (Pur. 7A) umm 96 uaco (Pur. 8A) ¢ HEMOIHOCTHIO
KOMIUIEMEHTapHBIMH MJIM HEKOMIUIEMEHTapHbIMH onuronykineorunamu u ABT-199. I'paduku
% amoNTOTUYECKHUX KJIETOK (IBOHHOE MEUEHHEe) B 3aBUCUMOCTH OT KoHIeHTpauuu ABT-199 npu
Pa3JIMYHBIX KOHLIEHTPALMUSIX OJIMTOHYKJIEOTHUAOB Toka3aHbl s 48 yacoB (Dur. 7B) wmm 96
yacoB (®@ur. 8B). Mopenu npesbimennss HSA (Tabmuubr 15 u 17) u npeBbimenust Bliss
(Tabmumpt 16 u 18) moaTeepkaat0T OTCYyTCTBUE 3(hPeKTa ¢ ONUTOHYKICOTHAHBIMA KOHTPOJISIMH.
OTtpunaTtenbHble 3HAYEHUs] HE YKa3blBAIOT HA AHTAarOHU3M B JaHHBIX MOJENSAX, TOJBKO

OTCYTCTBHE BSaHMOHeﬁCTBHﬂ.

Tab6auua 15. Ilpessimenue no cpaHenuio ¢ HSA nns kneroxk MOLM-13 yepes 48 uacos ¢

HEKOMIUVIEMEHTAPHBIMH HJIH HENMOJHOCTHH0 KOMIIJIEMCHTAPHLIMHA KOHTPOJSIMHA

IIpesbllieHNE MO CPAaBHEHUIO C ABT-199, ’tM
HSA 0 1 5 20 100 500
HenonHocThO 50 0 4 -1 4 -1 3
KOMIUIEMEHTAPHBIH,
M 25 0 0 -1 1 0 5
HexomninemeHTapHbIi, 50 0 1 0 5 6 3
MKM 25 0 -1 2 0 -1 2

Ta6auua 16. [lpeBbimenue no crapueHuio ¢ BLISS nns kierok MOLM-13 uepe3 48 yacos

C HECKOMILUIEMEHTAPHBIMH WJIH HEMOJHOCTHI0 KOMILJIEMEHTAPHBIMH KOHTPOJIAMHA

IIpeBrpilieHNE IO CTABHEHUIO C ABT-199, M
BLISS 0 1 5 20 100 500
Henonnoctero 50 0 -10 -7 ) -6 -1
KOMILJIEMEHTAPHBIN,
25 - - - -
kM 0 6 7 5 6 0
o =
€KOMILIEMEHTapHbIIA, 50 0 3 9 3 D) 4
MKM
25 0 -8 -9 -7 -8 -8

Tab6auua 17. IIpepimenue no cpasHennio ¢ HSA gas knierok MOLM-13 gepe3 96 yacos ¢
HEKOMILIEMEHTAPHBIMH WJIH

HEMOJIHOCTBH0 KOMILVIEMEHTAPHBIMH KOHTPOJISAMH
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IIpesblilieHNE O CPABHEHUIO C ABT-199, ’tM
HSA 0 1 5 20 100 500
Henonunocteto 50 0 -22 -32 -39 -37 -32
KOMILIEMEHTaPHbBIMH,
25 0 -15 -26 -33 -29 -17
MKM
HexomMnemeHTapHbIi, 50 0 18 24 31 _40 33
MM 25 0 -10 -22 -28 21 -16

Ta6auua 18. Ilpessimenue no crapHennio ¢ BLISS nns kneroxk MOLM-13 gepe3 96 uacos

C HEKOMIUVIEMEHTAPHBIMH WJIH HENMOJHOCTHH0 KOMIIJIEMCHTAPHLIMHA KOHTPOJSIMHA

[IpeBblieHnE 1O CTABHEHUIO C ABT-199, M
BLISS 0 1 5 20 100 500
Henonxocteio 50 0 -25 -34 -41 -40 -35
KOMILJIEMEHTAPHBIN,
25 0 -24 -33 -39 -36 -25
MKM
HexomnnemeHTapHsbIi, 50 0 4 29 35 _44 38
MM 25 0 -19 -29 -34 -28 -24

IIpumep 2: HccaenoBaHuss MEXaHH3MA B3AHMOJAEHCTBHS MEKIAY

nMeTeabecTaToM HAaTpusi 1 ABT-199 B 00paGoTaHHBIX KJIETKAX

[0127] MexaHUCTHYECKH, WMETEIbCTaT HATPUsi (QYHKIMOHUPYET B OCHOBHOM 3a CYeT
WHrUOMPOBAHUS AKTUBHOTO calitTa epMEeHTaTUBHOIO KOMIUIEKCA Tenomepasbl. B Takom ciydae,
KOHIIBI TEJIOMEP, Ha KOTOPBIX (PYHKLUHUOHHUPYET PepMeHT, He YIIUHSAOTCS. biaronapst ObicTpomy
U MOBTOPSIEMOMY KJIETOUHOMY MEJIEHHUIO OIYXOJIEBBIX KJIETOK OHU CO BPEMEHEM CTaHOBATCS
ySI3BUMBIMH K IPOTPECCUPYIOLIEMY YMEHBIIEHHIO TesioMep. Koraa mpouecc BOCCTaHOBIIEHUS
TenoMep 3a0JIOKHMPOBAH, KIETKU TMOCTENEHHO MPUONMIKAIOTCA K KPU3HUCY, U B KOHEYHOM HTOTE
uHALUUpyoT anonto3 (Bruedigam ef al., Cell Stem Cell., 15: 775-790 (2014)).

[0128] Bcl-2 u cBs3aHHBIE C HHM 4YJI€Hbl CEMEHCTBA WIPAIOT pPOJb B JOCTaBKE AHTH-
aNONTOTHYECKUX CHUTHAJIOB K OMyXOJeBbIM KieTkam. Bcl-2  ¢dyHkmmoHupyer mytem
WHrHOUpoBaHUsT Bax, KOTOpBI SBISETCS  KIIIOYEBBIM  MEAMATOPOM B  CHUTHAJIMHTE
BBICBOOOKICHHSI allONTOTUYECKUX (PAKTOPOB, KOTOPBIC BBI3BIBAIOT IOYTH HOPMATBHYIO
3ampPOrPAaMMHPOBAHHYIO KJIeTOYHyr0 rubenb. Ilpm Bo3meiicTBHM NaHHBIX CHUTHAJIOB Bax

TPAHCJIOUPYETCA B MHUTOXOHAPUH, BI:;ICBO60)KI[a$I HUTOXPOM C U ApYyru€ anonTOTUYCCKUC
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(akTOpBl, KOTOpbIE MPHUBOAAT K AKTHUBALIMM KacKajga Kacmas3, M YTO 3aBEPLIAETCS THOENbIO
KJIETOK Yepe3 MUTOXOHAPHANIbHBIA CUTHAJIBHBIN MyTh (T.€., HE OMOCPENOBAHHBIN PELIENTOPOM -
TRAIL, ®HOa u 1.11.). Ilpucyrcrue Bel-2 Bbi3biBaeT OJOKHMpOBaHNE NAaHHBIX CUTHAJIOB, TAK KaK
Bcl-2 moxer nHampsmyro wunHruOuposarb Bax. bes Bax anonrorumueckue ¢akTopel He

BbICBO60)KZ[a}OTC$I, a KJICTKH CTAHOBATCA HE3aBUCUMBIMHU OT allIONTOTHUYCCKUX CHUI'HAJIOB.

[0129] OTu nBa MyTH CXOASTCS TOCKOJIbKY IMEPBUYHBINA OEJIKOBBI KOMIIOHEHT TEJIOMEpasbl,
hTERT, Take BBINOJHSIET BCIIOMOTaTeNIbHbIE POJU B MHUTOXOHAPHUAJIBHOM aroONTOTUYECKOM
nyTH, KoTopbie nepecekarotcst ¢ Bel-2. Kpome toro, ussectHo, uto Bel-2 Takke yBenuuuBaer
skcnpeccto hTERT u mocnenyromnyto akTHBHOCTh TeJIOMepasbl, JAOMOJHUTEIBHO YMEHBIIIAsI
aronTo3 B OMyXOJIeBbIX KiieTkaX. bpuio mokaszano, uto hTERT cnocoben nepexsaTeiBath Bax no
TOrO, KaKk OH JOCTUTHET MUTOXOHAPHUN U 3alyCTUTh KAaCKaJ arnoNTUYeCKUX CUrnanos. Kpome
toro, B mutoxoHnpusix hTERT moxer ycunuBate mHruOmpyromee aerictsue Bcl-2 na Bax.
UroObI TOTIOJIHUTENPHO BBISICHUTD MEXAHU3M B3aUMOJEHCTBUS MEXIY UMETEIbCTATOM HATPUS U
ABT-199 B obpaborannbix kierkax, skcnpeccrto hTERT u3mepsnm myTeM OLEHKH YpOBHEH
TpaHCckpunuuu ¢ ucnonb3oBanueM KIIIIP-PB, a axkTuBHOCTE TenoMepasbl OLEHUBAIA C

UCTIOJIb30BaHUEM Oelka 13 IN3UPOBaHHbIX KJeTOK B aHann3e TRAP Ha ocnose ITLIP.

Tpauckpunuuouubie ypoBHH hTERT

[0130] OGpa3wpl U3 KJIETOYHBIX SKCIEPUMEHTOB (M OAMHOYHBIE KOHTPOJbHBIE areHThl) OBLIH
oToOpaHbl JJIi  MOJIEKYJSIPHOTO — aHaju3a, 4roObl OUEHUTh 3(PPeKThl KOMOMHALUM,
CIOCOOCTBYIOIIMX MpeArnoiaraeMbiM MexaHmsmaM naeiictBus. Knerku OMUJI BeipaiuBanu B
xonbax Falcon T25 (Ne 353135 karanora Corning) B mapTHsix Mo 8 MUJIJITMOHOB KJIETOK B 8 Ml
cpenu, ¢ po3oi ubo 50 MkM umetenbcrata Hatpus, 20 HM ABT-199, 50 MmkM umertenbscrara
Hatpust uroc 20 HM ABT-199, nubo Oe3 nekapCTBEHHOTO CpencTBa, B TeueHue 48 u 96 4acos,
NOAOOHO MPEbIAYIIUM SKCIEPUMEHTaM, a 3aTeM COOHMpaid B BHIE KJIETOYHOTO OCAIKa IS
JM3UPOBAHUS M JIHOO BBIIENIEHUsS] HYKJIEHHOBOH KHCIOTHI, OO Oenka. HykJieMHOBBIE KUCIOTHI
OYMINAIN CIIEPBA JIM3HUPYS KJIEeTKU ¢ momompro 350 mkn Oydepa RLT (Ne 1030963 karanora
Qiagen), nononneHHOro 2-mepkantostaHosoMm (Ne 63689-100ML-F karamora Sigma). PHK
ounmanu ¢ momomeo Munu-Habopa AllPrep RNA/DNA (Ne 80204 katanora Qiagen) u oOpaTHO
tpanckpubupoBamu B kJIHK mpumenssi Habop High Capacity cDNA (Ne 4368814 xarasora
ThermoFisher) u mpenBapuTenbHO aMIUTUGHUIMPOBAIN MEPEA aHAINM30M ¢ momoinbio TagMan
PreAmp Master Mix (Ne 4384557B kartamora ThermoFisher). Ilpoaykrsl aHanu3upoBaiy,
UCTIONB3Ysl COOCTBEHHOPYYHO paspaboranubii aHann3 KIILP-PB Tag-Man pns usmepenws
ypoBheit Tpanckpumnuuu hTERT (TagMan Universal PCR Master Mix - Ne 4304437 karanora

ThermoFisher; mocnenoBarenbHOCTH MpaiiMepoOB M 30HAOB HIDKE), MpUMeHss cuctemy IILIP B
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peanbHOM BpeMeHH ViiA7 ot ThermoFisher:

hTERT nonnopasmepnsbiii popsapassiil: 5'-TGTACTTTGTCAAGGTGGATGTGA-3' (SEQ
ID NO:4)

hTERT nonnopa3smepssiii pesepcHslil: 5 -GCTGGAGGTCTGTCAAGGTAGAG-3' (SEQ ID
NO:5)

hTERT FAM-npo6a: FAM 5'-CGCGTACGACACCAT-3' MGBNFQ (SEQ ID NO:6)
rne FAM npencrasnsier coboii ¢uyopecuentasiii peroprep 1 MGBNFQ mnpencrasnser

coOOM racurelb.

[0131] Cronbuareie muarpammbl, obozHauaromue skcrnpeccuro hTERT nocne 48 u 96-yacosoii
o0OpaboTku umerenbcraToM Hatpust W/wmu ABT-199, nokasansl Ha @ur. 9. YpOBHH 3KCIIPECCHH
PHK, wusmepennbie ¢ mnomormbto KIILIP-PB, mokaszaner B mpoueHTax OT HeoOpaOOTaHHBIX
KOHTpOJIEH MpPU OJHOM U TOM K€ BPEMEHHU BO3JeNHCTBUA. Pe3ynbTaThl MOKA3bIBAIOT, YTO KJIETKU
KG-1 nmeror MunnmanpeHOe cHIbkeHue (90-95% 1o cpaBHEHHUIO ¢ KOHTPOJIEM B JIFOOOH MOMEHT
Bpemenn) ypoBHeii PHK hTERT mpu obpaborke ¢ momomsio ABT-199, a xinerku MOLM-13
NOKa3bIBAIOT JIMIIb HE3HAUNTENbHOE CHIDKeHUE ypoBHel Tpanckpunuuu hTERT nocne 96 vacos
no3upoBanusi (okoso 69% mo cpaBHeHUIO ¢ KoHTposieM). OOpaOoTka MMETENbCTATOM HATpUs
nokasbiBaeT Oonbluee cHibkeHne ypoBHel PHK nist o0enx kiieTouHbIX JMHHM, ¢ Oojiee HU3KOH
SKCIIpeccueii mpu 0oJiee IIUTENbHBIX cpokax o0padboTku (kietku KG-1 72% ot koHTposst yepe3
48 vacoB u 47% OT KOHTpOJs yepe3 96 yacos; kietku MOLM-13 - 39% uyepe3 48 uacoB 10 He
OOHapy’KMBAaeMOro MyTeM aHajIu3a YpPOBHs depe3 96 vaco). [[ns koMOMHAIMKM MMeETEeNbCTaTa
Hatpusi U ABT-199 skcnpeccuss hTERT He u3MeHHsIach Mo CpPaBHEHUI) C €IUHCTBEHHBIM
areHToM - umertensctatom Hatpus, 1t KG-1. {ng MOLM-13 B o6a momenta Bpemenu hTERT

ObLT HEOOHAPYKHM.

depmentHbie vypoBHu hTERT

[0132] Obpa3ubl u3 npenpAyIero pasaena, Ui aHaju3a Oenka, COOMpaan B BHUAE KJIETOYHBIX
OCaIKOB MyTeM LeHTpU(yrupoBaHus B TedeHue 5 MuHyT nipu 1500K mns nus3uca v BeIOENEeHUS
Oenka. benkoBble nM3aTel ObUTH MPOAHATM3UPOBAHBI C MCIOJB30BAHUEM MOIU(PHUILIPOBAHHOTO
cniocoba, 00BenMHEHHOTO U3 ABYX MepBUUYHBIX McTouHUKOB (Hou, ef al. (2001) 43(3) 519-524
and Nature Protocols (2006) 1 (3) 1583-1590). JIuzate!r nony4anu nyrem nodasnenust 80 mxa 10
MM Tpuc-OATK, 1% NP-40, 10% raounepuna, 150 MM NaCl, 1 MM MgCl,, 250 mxM

ne3okcuxonara Hatpust, 100 MmkM AEBSF, 5 MM 2-mepkanTosTaHonbHOro Oydepa u mHKydauuu
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Ha Jbay B TeueHue 30 muHyT. JIMszatel neHTpudyrupoBasd B TedeHHE 15 MUHYT mpH
MaKCHUMaJbHON ckopoctu U npu 4 °C mns ocakaeHus KJIeTo4Horo aedpuca. Beixon Oenka u3
OYMINEHHBIX JIN3ATOB ONPENENsIN KOJMuecTBeHHO nmpumMensisi aHanmu3 BCA (Ne 23252 karanora
ThermoFisher) u mnoxeepranu anamuzy Ha ocHoBe KIIIIP TRAP nna onpenenenus
oTHOcHUTeNbHON akTuBHOCTH Tenomepassl (Power SYBR Green PCR Master Mix - Ne 4367659
karagora ThermoFisher) mnpumenss cucremy III[P B peambHOoM BpemeHu ViiA7 ot
ThermoFisher. B nanHOM anamnu3e OeiIKOBbIE JH3aThl TIOABEPratOT BO3ACHCTBUIO CHHTETHUECKUX
OJINTOHYKJIEOTHJIOB, HMMHTUPYIOIIUX TeJOMEpHbIE TIOCIEeN0BATeIbHOCTH, B MPUCYTCTBUU
u30biTka THT® u 3enenoro kpacurenss SYBR. Uem Oosnblie akTUBHOCTH TEIOMEpasbl, TEM
OoJblIe TOCTpanBaHUE CHHTETHUECKUX MPAMEPOB U, CJIEAOBATENBbHO, OOJbIIee OKpAIIUBAaHUE
HYKJIEMHOBOM KHCJIOTBI W CHTHaja, cosnaBaeMoro kpacutenem SYBR. Jlanubii curHan
CPAaBHUBAIOT CO CTAHOAPTHOW KPHUBOH KOHTPOJIBHOTO OEJKOBOTrO JM3aTa MUl OINpenesIeHHs

OTHOCHTENIbHOW aKTHBHOCTH TEJIOMEPAa3bl Cpean 00pa31oB.

@opsapausriii npaiimep: S' - AATCCGTCGAGCAGAGTT - 3' (SEQ ID NO:7)

Pesepcubiii npatimep: 5' - GCGCGGCTTACCCTTACCCTTACCCTAACC - 3' (SEQ ID
NO:8)

Pe3vbTaThbl 10 MOJIEKYJISIPHBIM B3AHMOAENCTBHSAM

[0133] CronGuarbie nuarpammbl, 00O3HAYAKOIIME AKTHBHOCTb TejoMepasbl nocie 48 u 96-
4yacoBoi 00paboTku mMetenbcTatoM Hatpus w/unu ABT-199, nokasansl Ha @ur. 10. Uepes 48
yacoB ABT-199 He oka3bIBaeT BIMSHUS Ha aKTUBHOCTb TeJloMepasbl kak B kieTkax KG-1, tak u
B kjerkax MOLM-13 npu ucnosp30BaHUU B KauecTBE €IUHCTBEHHOro areHra. Yepes 96 yacos
obpabotku ABT-199 aktuBHOCTH TenoMepasbl Obuta cHIKeHa 10 okojo 80% B KG-1 u okono
70%, urto ykasbiBaeT Ha TO, 4to ABT-199 wmano Bnuser Ha aKTUBHOCTH TEJIOMEPA3bL.
Hmerenbcrar HaTpus MPOAEMOHCTPUPOBAJ CHM)KEHHE aKTUBHOCTH TeJIOMepas3bl B KIETOYHBIX
muausix KG-1 u MOLM-13. B knerkax MOLM-13 cHuWXXeHHE MO CPABHEHHIO C KOHTPOJEM
OBLIO COMOCTaBUMBIM B 00€UX BpeMEeHHBIX TouKax (37% st 48 wacos, 44% niist 96 wacos). KG-
1, onmHako, moka3ama OoJjblllee CHW)KEHHE AaKTUBHOCTH TeJIOMepa3bl Tmpu 0OpaboTke
UMETeNIbCTaTOM HaTpusi depe3 96 uaco (64% g 48 wacos, 16% nns 96 wyacos). Ilpu
KOMOMHNpoBaHHOW oOpaboTke KG-1 moka3ana MHHMMAaNbHbIE OTIMYHUS OT HMETEIbCTaTa

HaTpHUsl B Ka4yeCTBE €IMHCTBEHHOrO areHrta, Toraa kak B MOLM-13 cHukeHHe akTUBHOCTH

TeoMepasbl ObUIO MPAKTHUECKU HE OOHAPYKUMO C IMOMOLIbIo aHanuza [P,
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Ipumep 3: BuissicHenue cHHepruy KOMOHHAIIUHA

[0134] O6pabotky mopmenbHON KietouHo JuHuM MOLM-13 onyxonespix kierok OMIJL
HOBTOPSIM B OKCHEPUMEHTAJIbHOM (opmaTe, omucaHHOM B I[lpumepe 1, co cuenyrommmu
U3MEHEHUSIMU: COEIMHEHUs UMETENIbCTAT HATPUsl, HETIOJIHOCTBIO KOMIIEMEHTApHBIH KOHTPOJIb,
U HEKOMIUIEMEHTAPHBIH KOHTPOJIb TECTHPOBAIN B OOJiee BBICOKMX KOHLEHTpauusx ot 0 mo 75
MKM (Bcero cemb koHueHTpauun) u ABT-199 TectupoBanmu B koHueHrpauusx 20 nM - 1 MmxkM
(Bcero neBsTb KOHLeHTpauuii). OOpaOoTaHHbIE KJIETKH aHAJTU3UPOBAIN  POTOYHOU
LIUTOMETPUEN HA OKpAIIMBAHWE AHHEKCMHOM V M HOAMIOM NPONUAMsS, KaK OMNMCAHO paHee.
Pesynbratn, coOpaHHBIE B amONTOTHUYECKOH MOMyssUuu (aHHEKCHUH V+/Honun npornuaust),
ObUIM MCIIOJIB30BAHBI JIs1 OTIPEICIICHUsT OAJIOB CHHEPTH3Ma JJIsl MAaTPULBl KOMOWHAIIMHI. AHAIH3
JaHHBIX KOMOWHaIui Obul mpousBeneH ¢ nomomibid Horizon Chalice™ Analyzer Software
(Horizon Discovery Group, KemOpumxk, Benukobpurtanms). JlonoaHuTeNnbHO OBUT BBITOJHEH
skcniepuMment in vitro ¢ MOLM-13, a Tak xe kierodHoil suHuedt HL-60, 4ToObl OLIEHUTH
CHHEPTHUIO uMeTresberaTa HaTpus wiroc ABT-199 npu ogHOKpaTHOM BO3AEHCTBUN KOMOMHALIUEH
(T.e. 6e3 moBTOpHOTrO BBeneHus yepes 48 wacos). Juamazoner no3 ABT-199 Obun cnerka
u3meHeHsl (500 mM - 100 HM, Bcero msTh KOHLEHTpALWH) ¥ CPAaBHUBAJIU C SKBHBAJIECHTHBIMU
TOYKAaMU JIaHHBIX B 3KCIIEPUMEHTE, OMUCAHHOM BBILIIE, T7e KJIeTKU 00padaThIiBaiu 10301 BTOPOH
pa3 uepe3 48 uacoB. HemonHOCTBIO KOMIUIEMEHTAPHBI U KOMIUIEMEHTApHbIH KOHTPOJH He
NPUMEHSIIN B JAHHOM JKCIIEPUMEHTE.

[0135] dns cratuctuueckoit oueHku 3¢dexToB, HaOmomaeMbix B 00paOOTAHHBIX KJIETKAX
MOLM-13, koMOMHALMU MAO3UPOBOK OICHUBAJIM C MOMOIIBI BeO-mpunoxenus Horizon
Chalice™ Analyzer Software, kotopoe o0o0imaer HeoOpaboTaHHbIE NaHHBIE M3 U300OJSIPHOTO
aHanu3a ¢ GUKCUPOBAHHBIM KO3 PUIIMEHTOM JO3UPOBAHKS B COOTBETCTBHH ¢ criocodom Yoy u
Tananait (Chou TC, Talalay P., Adv FEnzyme Regul 1984; 22:27-55). KomOuHuUpOBaHHBIE
PEKUMBI MTOJIBEPTAOTCST M3000JIIPHOMY aHAIN3Y Ul T€HEPUPOBAHUS WHAEKCA KOMOMHALUU U
rpaduecKoro TpPEACTaBJICHUS TOBEACHUS KOMOWHALMK, C CHHEPreTHYECKUMH Mapamu,
NOTMA/IAIOIIMMH  HIDKE H3000JIOTpaMMBbl, M AHTArOHUCTHYECKHMH TOMANAIOIIUMHU BBIIIE €€
(oumaeTcss MoOMagaHue aqOUTHBHBIX KOMOMHAIWK Ha JuHUIO). [IporpammHoe obecriedeHwme
Horizon Chalice™ Analyzer nOMONHUTENBPHO NPEAOCTABISET OLEHKY CHHEPTUH, INPHYEM
3HaueHus1 Oonbine | yKa3bIBatOT HA CHHEPTHIO.

[0136] I'paduk % amonroTHYecKMX KJIETOK (ABOHHOE MeE4YeHHe) B 3aBHCUMOCTH OT

koHUeHTpauuu ABT-199 npu pasnuuHbIX KOHLEHTpaLUsX HMeETeNbcTaTa HaTtpus 1js 48-
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yacoBoll oOpaborku mokasaH Ha Pwur. 11. B Tabnmuue 19 mokasanbl pacdeTsl NPEBBILIEHHS
apmutuBHOCTU (Mozenb Loewe) nmist kaxmol komOuHanuu nist kiaerok MOLM-13 mocne 48-
4acoBOi 00palOTKU. 3HaYeHUs, PEBBIIAIOIINE HOJb, HAXOAATCS B BEPXHEM IPABOM KBaJPaHTE
Tabmuuper 19, rone xonuentpauuu ABT-199 Gonbie yem unm pasHbl 20 HM, a KOHLEHTPALUH
uMeTenbcTaTa HaTpus Oosbine yem uiam pasHbl 25 MKM. IIporpammuoe obecneuenne Horizon
Chalice™ Analyzer ROMONHUTENbHO MNPEAOCTABISAET OLEHKY CHHEPTUH, NpUYeM 3HAYSHUS
Oonbure 1 yka3blBarOT Ha CUHEPTHIO. [IJ1st KIIeTOK, 00pabOTaHHBIX UMETEIbCTATOM HATPUS, uepes
48 yacoB ObUIO YCTAHOBJIEHO, YTO 0All CHHEPTUHU COCTaBJsAET 5,12, DTO 1O CpaBHEHUIO ¢ Oamamu
0,22 u 0,41 nnd HENOJHOCTHIO KOMIUJIEMEHTAPHOIO U HEKOMIUIEMEHTAPHOIO KOHTPOJEi
(Tabmuma 20 u 21), coorBercTBeHHO. I paduk % anonToOTHYECKUX KJIETOK (IBOMHOE MEUEHHE) B
3aBUCUMOCTH OT KoHUeHTpauuun ABT-199 npu pasnuuHbIX KOHLIEHTpAaLMsSIX HMeETeNbCTaTa
HaTpusi ansi 48-dacoBoii oOpabotku mokasaH Ha @ur. 12A u @ur. 12B nns HEMOIHOCTHIO

KOMIUIEMCHTAPHOI'O 1 HCKOMIIJICMCHTAPHOI'O KOHTpOJ’IGfI COOTBETCTBCHHO.

Tab6aunua 19. Pacuers! npeBbilieHHs1 aiAUTHBHOCTH (Moaeab Loewe) nis1 48-uacoBoii

00padoTKH HMeTeJbCTATOM HATPHUS

IIpesbiienune Loewe; HNwmerenscrar Hatpus, MKM

ban cunepruu = 5,12 0 1 5 10 25 50 75

1000 | 4 2 -3 3 45 56 56

500 5 10 1 2 44 54 54

100 5 9 12 6 33 51 54

Z 200 1 4 1 22 40 51

§§ 51 4 -1 -4 0 7 25 39

% 1 1 0 -1 -5 -4 6 24

0,2 3 5 7 1 -1 2 14

0,04 13 10 10 9 0 1 8

0 9 7 1 -4 4 2

Tabmuua 20. Pacuyernl mpeBbllieHus1 agaAuTHBHOCTH (Moaeab Loewe) nns 48-uacosoi

00padoTKH HENMOJHOCTHIO KOMILIEMEHTAPHBIM KOHTPO.J1eM

IIpesbiienune Loewe; HenosHOCThIO KOMILIEMEHTapHbIN, MKM

ban cunepruu = 0,22 0 1 5 10 25 50 75
o 1000 | 4 1 -1 -1 -11 -16 -16
(@)
< S 500 5 4 3 -4 -10 -15 -14
E =
= 100 5 1 2 -3 9 -16 -19
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20 0 2 3 -4 9 -16 -18
S| 4 -8 9 -7 -13 -12 -13
1 1 0 2 -3 -4 0 2
0,2 3 5 2 1 2 0 0
0.04 | 13 7 4 3 2 2 0
0 4 2 -1 1 0 0

Tabmuua 21. Pacuyernl mpeBbllieHusi agauTUBHOCTH (Moaenab Loewe) nns 48-uacosoii

00padoTKH HEKOMILJIEMEHTAPHBIM KOHTPOJIEM

IIpesbiienune Loewe; HexomnnemenrapHusiii, MkM
ban cunepruu = 0,41 0 1 5 10 25 50 75
1000 | 4 -4 -4 -7 -12 -15 -6
500 5 0 7 6 -1 -7 -7
100 5 9 6 6 0 -8 -11
= 200 3 B 5 7 5 8
%ﬁ 51 4 -7 -6 -6 -8 -10 -6
% 1 1 3 0 -1 -3 2 -3
0,2 3 6 3 0 0 -1 2
004 13 8 6 2 2 -1 2
0 6 -1 2 -1 2 1

[0137] [padpuk % amoNTOTHYECKHX KJIETOK (IBOWHOE MEYEHHE) B 3aBHCUMOCTH OT
koHUeHTpauuu ABT-199 npu pa3snuuHbIX KOHLIEHTpaUUsX HMeETeNbCTaTa HaTpus s 96-
yacoBol oOpabotkm mokasaH Ha Pwur. 13. B Tabnuue 22 mokasaHbl pacdyeTbl MPEBBILICHHS
annutuBHOCTU (Momenb Loewe) mist kaxmod komOunauuu anst kiaerok MOLM-13 mocne 96-
yacoBol o00OpaboTku. 3HaueHus Oouyple HyJSI HAXONATCS B BEPXHEW MNpaBOH IHArOHAIH
Tabmuuet 19. Y nuBuTenpHO, 4TO Naxke camble HU3KUe KoHUeHTpauun ABT-199 (0,04 EM u 0,2
HM) HEeMOHCTPUPYIOT CHHEPTH3M C HMeTelnbcTaroM Hatpus npu 50 MkM u 75 MxM
MMETeNbCTaTa HaTpUsl COOTBETCTBEHHO, & CaMble HM3KHE KOHLIEHTPALlUU MMeETeNbCcTaTa HaTpus
(1 MmxM u 5 MxM) nokasbiBaroT cuHepru3m ¢ ABT-199 npu 500 EM u 100 HM COOTBETCTBEHHO.
IIporpammuoe obecneuenue Horizon Chalice™ Analyzer RONOJHUTENBHO NPEIOCTABISIET
OLIEHKY CHUHEpPrHM, MpUYeM 3HadeHus Oombime 1 yKa3plBalOT Ha CHHEpruro. Jlius KIeTok,

00pabOTaHHBIX UMETENIbCTATOM HATpHsl, Yepe3 96 4acoB ObUIO YCTAHOBJIEHO, YTO Oall CHHEPTHU




cocraisier 11,33,

Y

Oto mo cpaBHeHuto ¢ Oamamu 0,03 uw 0,06 1Isi HEMOJHOCTHIO

KOMILUIEMEHTApPHOTO M HEKOMIUIEMEeHTapHOro KoHtpodei (Tabmuua 23 u 24), COOTBETCTBEHHO.

I'paduk % amonToTHUYECKHX KJIETOK (IBOMHOE MeueHHe) B 3aBUCHMOCTH OT KOHLEHTPaLUU

ABT-199 npu pa3nuuHbIX KOHLEHTPALMAX UMETeNbCTaTa HaTpus A 96-gacoBoil oOpaboTku

NnoKa3aH

HEKOMIUIEMEHTAPHOI'O KOHTpOJICfI COOTBETCTBCHHO.

Dur.

14A

dur.

14B  nmns

HETIOJTHOCTBIO

KOMILUIEMEHTAPHOTO U

Tabnuua 22. Pacyernl mpeBbllieHHs1 agAuTHBHOCTH (Moaeab Loewe) nns 96-uacosoi

00padoTKH HMeTeJILCTATOM HATPHUS

IIpesbimenue Loewe;

Hwmerenscrar HaTpus, MKM

ban cunepruu = 11,33 1 5 10 25 50 75
1000 | 4 5 26 61 71 65 61
500 4 10 24 63 70 65 61
100 0 3 12 38 70 64 61
= 20 7 2 6 22 69 64 59
%ﬂ 51 2 3 -1 6 19 64 55
g 1l 6 0 1 1 38 56
0,2 4 4 1 2 -5 13 53
0,04 9 9 6 0 -5 0 36
0 6 3 -1 -5 2 5

Tabmuua 23. Pacuernl mpeBbllieHusi agauTuBHOCTH (Moaenab Loewe) nns 96-uacosoii

00padoTKH HENMOJHOCTHIO KOMILIEMEHTAPHBIM KOHTPOJIeM

IIpesbienune Loewe;

HenosHOCTEIO KOMILIEMEHTapHbIN, MKM

ban cunepruu = 0,33 1 5 10 25 50 75
1000 | 2 3 -6 -13 -12 -14
S 300 4 -4 0 -5 -14 -12 -10
e}
o 100 0 2 0 -3 -19 9 -13
(o)}
- 20 _ - - - - - -
- 7 3 4 4 5 7 5
< S| 2 -6 -5 -6 -8 -6 1
1 1 -1 -1 -3 -5 %) 2
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0,2 4 2 2 2 -1 1 3
0,04 9 3 2 1 -1 2 0
0 1 0 -1 2 -1 1

Tabauua 24. Pacuernl mpeBbllieHusi agauTuBHocTH (Moaenb Loewe) ajst 96-uacosoi

00padoTKH HEKOMILJIEMEHTAPHBIM KOHTPOJIEM

IIpesbiienne Loewe; Hexomnnemenrapusiii, MkM
ban cunepruu = 0,06 0 1 5 10 25 50 75
1000 | 4 -7 9 -16 21 23
300 4 3 -5 -10 -16 21 22
100 0 2 -4 -5 -10 -19 -19
= 20| 4 4 2 5 3 14 17
%ﬁ 5 2 0 -6 -4 -5 -5 -10
% 1 1 3 0 -1 0 -2 -2
0,2 4 1 0 -1 2 3 -1
0,04 9 1 -1 1 1 -1 -4
0 1 0 -1 -1 -1 1

[0138] Anonroruueckast momyssinus (BOHHOE MeueHHe) depe3 96 yacoB mocie o0paboTKH
onHOH nos3oi nokazana it MOLM-13 (@ur. 17A) u xnerounoi suanun HL-60 OMJI (@ur.
17B). B naHHOM 3KCTIepUMEHTE HCMOJIb30BAIM MeHbLINI auana3oH 103 ABT-199 nus oueHku
3¢ (}EeKTUBHOCTH COBMECTHOW C MMETENbCTaToM HaTpusi oOpabortku. B Tabnuue 25 moka3aHbl
pacdeTbl TNpPEBBINICHUS aAOUTHBHOCTH (Mozenb Loewe), paccUMTaHHbIE C TOMOLIBEO
nporpammHoro obecrniedenuss Horizon Chalice™ Analyzer nns xaxmoit komOuHaimun MOLM-
13, a B Tabmuue 26 - nns HL-60. HecmoTpst Ha cuHepru3M B o0enx JMHHAX, Oojiee BBICOKHIA
cureprusM Habmonaercs B MOLM-13, uto nmonTeepskaaercsi Kak Oosee BHICOKUM 0aJioM, Tak U
YCUJICHHBIM BJIMSIHUEM Ha aronto3 npu Oojee Hm3kux (5 m 10 MkM) KOHLEHTpauusx
uMmerenbcrata  Hatpus.  KoMOWHamust ¢ WUMETEeNbCTaTOM — HATPUSL  JIEMOHCTPUpPYET

MEePCIEKTUBHOCTD ¢ KoHUEeHTpanusiMu ABT-199 ot 1o no3 1-5 1ML

Tabanua 25. Pacyernl mpeBbllieHHs1 agAuTHBHOCTH (Moaeab Loewe) aast 96-uacosoit

0o0paboTkH 0gHOM 1030i1 HATPUH HMeabTecTaTa Ajass MOLM-13

IIpesbiienune Loewe; Hwmerenbcrat HaTpusi, MKM
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ban cuneprum = 3,24 10 25 50 75
100 -1 10 30 62 69 69
s 20 5 14 25 43 60 67
= 5
o 3 4 9 24 26 48
i 1
o 0 3 5 9 12 15
2 05| o 1 0 3 2 5
0 13 1 2 1 1 0

Tabnuua 26. Pacuernl mpeBblilmieHusi agauTuBHOCTH (Moaenab Loewe) nns 96-uacosoi

o0paboTku ogHOI 103011 HATpPU nMeabTectaTa A HL-60

IIpesbimnenue Loewe; Hwmerenbcrat HaTpusi, MKM
ban cunepruu = 1,77 0 5 10 25 50 75
100 0 1 7 29 46 63
s 20 1 -4 -2 19 45 57
= 5 0 -1 2 9 33 49
o))
(o)
n 1 3 2 4 4 9 17
H
= 0,5 3 2 2 0 2 7
0 2 1 0 -3 -1 2

[0139] [nsa cpaBHEHMsI NaHHBIE, IPEACTaBICHHbIE HA Pur. 13 U UCNIOIB30BAaHHBIE IS CO3AHUS
Tabnuubl 22, MOBTOPHO AHATU3UPOBAIM C MOMOIIBIO MporpaMMHOro obdecrnedenuss Horizon
Chalice™ Analyzer TOabpKO It 103, UCTIONb30BaHHBIX B Dur. 17A u Tabnuue 25. Kak ykazaHo
B Tabmuue 27, 6an cureprusma noutu Basoe panbiie (¢ 11,33 go 6,00) oT BEpXHUX ypOBHEH
kpuBoil TuTpoBaHusi ABT-199. Oror Oan mpumepHO B aBa pasa Oombie Toro (6,06 mpoTus
3,24), uro ObLT MoNy4yeH mocie 96 4acoB B pekuMe ¢ eaMHUYHOW no3oi (Tabmwmma 25), uto
MO3BOJISET OoJbLiast koMOunupoBanuss ABT-199 ¢

MPEATIOJIOXKUTD, qTO CUHEPTUA

MMETEIbCTATOM HATPpUsl UHAYLIMPYETCs IPU HENPEPBIBHOM BO3ACHCTBUN.

Tabnuua 27. Pacyernl mpeBbllieHHs1 agauTUBHOCTH (Moaenab Loewe) nas 96-uacosoit

00paboTkH, c NOBTOPHBIM ao3upoBanueM Ha 48 nis MOLM-13 (Boccozgano u3 ®ur. 13)

IIpesbiienune Loewe; Hwmerenbcrat HaTpusi, MKM

ban cuneprun = 6,06

5

10

25

50

75

L2 | 100

14

40

69

63

60
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20 -4 8 25 67 63 58
5 0 1 8 18 63 53
1 4 2 0 -2 37 54
0 4 0 -6 -1 4

Tlpumep 4: THruouTop Te1oMepasbl HMETENALCTAT HATPUS B KoMOuHanuu ¢ BCL-2

HNHruouTop BEHUTOKJIAKC YCHJIUBACT ANIONTO3 eX vivo B o0pasuax namueTos ¢ OMJI

[0140] Octpwrit Muenounnsiii seiiko3 (OMJI) - 3TO arpecCHBHOE OHKOJIOTUYECKOe 3a00JieBaHUE
C OrpaHMYEHHBIMH BO3MOKHOCTSIMH JICUEHHS MMOMHMO XUMHOTEPANNH, TO3TOMY SIBJSIFOTCS
HEOOXOIMMBIMH TEPANEBTUYECKUE AreHTHI Ui YIOBJIETBOPEHHsI 3TOH HEYIOBIETBOPEHHOU
notpebHocTH. Kak hTERT, karanuruueckas cyObenuHmma Ttenomepassl, Tak u BCL-2,
PeryJsITop anomnTo3a, ceepxakcnpeccupyrorest npu OMJL, koppenupysi ¢ TSDKECThIO 3a001eBaHMs
U TUIOXHMM MPOTHO30M, COOTBETCTBEHHO. FIMETENbCTaT HATPHS SIBJISIETCS TIEPBBIM B CBOEM KJIacce
KOHKYPEHTHBIM  HMHTHOUTOPOM  TeJoMepa3bl ¢  KIMHUYECKOH  aKTUBHOCTBIO  TIPH
reMaTOJIOTMYECKUX  3JIOKAUECTBEHHbIX  HOBOOOpasoBaHusX. Benurokmakc (ABT-199),
onobpennenii naruoutop BCL-2 ana maumentoB ¢ XJIJI, koropele mmeroT neneuuto 17p u
KOTOpble  TNPOXOAWJM IO  MEHbLIeH Mepe OAHy NPEAINECTBYIOUIYIO  TEparuo,
IPOEMOHCTPUPOBA MHOIOOOEINAIOLIYI0 KIMHUYECKYI NOJb3y s mnanueHtos ¢ OMIJL
HccnenoBanue B JaHHOM IPUMEPE M3y4aslo BIMSHHE UMETENbCTaTa HATPUS MM BEHUTOKJIAKCA
OTIEJbHO, WK B KOMOMHauuu, Ha Kietkax OMJI in vitro.

[0141] Knerounbie muauun OMJI (cmotpurte Ilpumep 1) u oOpasubl MOHOHYKJIEAPHBIX KIJIETOK
nepudepudeckoit kposu nauueHToB («MKIIK»), koTopbie ObLIHM MOJNy4eHBI U3 LEJNbHOW KPOBU
naipieHToB ¢ OMJI nocne ouuctku duxoyiom (Ficoll), oOpadaTbiBaiu TOJBKO UMETENBCTATOM
HATPHsSI FJTH BEHUTOKJIAKCOM, HJIH OOOMMH B KOMOMHAIIMH, U CIOCOOOM NMPOTOYHON LIUTOMETPHU
UCCIIEIOBANIN  JKU3HECTIOCOOHBIE M alONTOTHYECKHE MOMYJSILMU KIeToK. [lo mexaHu3my
OeWcTBUST OBUIM  WCCIIEAOBAHBI  TElIOMepa3Hasi akTUBHOCTh, Ookcmpeccuss hTERT
mutoxoHapuanbHas auchynkuusas. MKIIK mammenToB ¢ OMJI no3upoBaid MMETENBCTATOM
Hatpust (0 MxM, 25 MM u 50 MxM), BerurokinakcoMm (ABT-199) (0 €M, 20 €M u 100 HM) unm
uxX KoMOWHammed B TeueHue b0 16, mubo 40 dHacoB. AMONTO3 HM3MEPSUIH C TMOMOIIBIO
NIPOTOYHOW LMUTOMETPUH, C OKpAallMBaHUEM AaHHEKCMHOM V U HOJHWAOM MNPONHUIHS.
Heokparmennsie (T.€. 1BaXKIbl OTPHULIATENbHBIE) KIETKH MPEACTABISIFOT COOO0H KI3HECTTOCOOHbIE
KJIETKH, OCTAIOIIHECS MOCie 00padOTKU.

[0142] B wyactHOCTH, LIenpHYIO KpoBb nanueHToB ¢ OMJI (n = 4) ouuinanu ¢ UCMIOIB30BAaHHEM
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Ficoll-Paque Plus (Ne 17-1440-03 xartamora GE Healthcare), utoOpr m3ommposate MKIIK.
Dukomn 3arpyxanu B HeHTpuysxHbpie mpodbupku SepMate emxoctbro SO mut (Ne 85450 xaranora
StemCell Technologies) 1 kpoBp manmeHTa npeABapUTENbHO pa3BOAMIN (OCc(aTHO-CONEBBIM
oydpepom (PCB; Ne 20012-027 karanora ThermoFisher) ¢ nobasnenuem 2% ¢etanbHOI ObIUbei
ceiBopoTkn (PBC) ¢ HyClone FBS (Ne SH30070.02 xaranmora ThermoFisher) 1:1 mepen
3arpy3koii mosepx ¢ukomia. Kposp 1nentpudyruposamu ans  ormenenuss MKIIK ot
SPUTPOLUTOB, TpaHyjouuToB U T.1., a ocrasmuecs MKIIK neaxael mpombBamu ®Cb + 2%
OBC. Knerku BbICEBAIM € IUIOTHOCTBIO OKoyio 300000 kjerok/myHka B 96-IyHOYHHE
nojucTuposioBble U-THOMONOOHBIE TUIAIIKY [T KYJIbTUBUpOBaHMs TKanel (Ne 353777 karanora
Corning) B8 RPMI-1640 (Ne 11875-085 karanora ThermoFisher) nononnennoii 10% HyClone
FBS, ynomsiHyTOl BbIIIE, W BhIpamuBaiu B uHKyOatope ¢ 37°C B yBnakHeHHOU aTMocdepe ¢
5% CO,. C MKIIK ex vivo aHTUOMOTHKH HE MCIOJb30BaIUCh. KileTku TyT ske oOpabaTsiBanu
umerenbctatom Hatpusi (Janssen Biotech, Inc), mnpuroroBnennbiMm B RPMI-1640, ¢
nobasnennem 10% PBC, w/mnmu ABT-199 (Ne S8048 karanora Selleckchem), mpuroroBneHHBIM
B Buze 1000-kpatHOTrO cTokoBoro pacrsopa B JIMCO, passenennoro 1:100 8 @Cb (HocuTens).
HNwmerenscrat HaTpus Obul mporectrpoBad oT 0 1o 50 MM, u BeHuroknakc (ABT-199) Obun
nporectuposat ot 0 no 100 kM.

[0143] Ilcne 16- u 40-yacoBoit 00pabOTKM KJIETKH MPOBEPSUIN HA HAJUYHUE 3IOPOBBIX, PaHHE-
aTIONTOTHYECKUX U AMONTOTHYECKUX MOMYJIIMNA ¢ MOMOLIBI Habopa A aHalu3a MPOTOYHON
LIUTOMETPUEH C aHHEKCHMHOM V (OKpaIIMBaeT BHYTPEHHIOK CTOPOHY KJIETOUHOW MeMOpaHbI) U
fionunom npornunus (PI, JIHK-cBsasbiBarommii kpacurens) (Ne 640914 karanora BioLegend) xax
omucano B IIpumepe 1. Kpome toro, MKIIK okpammuBamu mno CIEAYOLIMM MapKepam
middepenumposku: CD45S (konbrorupoBanubiii ¢ V500; Ne 560777 xartanmora BD), u CD34
(xonptorupoBanHblii ¢ Pacific Blue; Ne 343512 xaranmora Biolegend). PesynbraTel Obuin
coOpaHbl cHa4ana aJisi mojoskutenbHOCTH Mo CD45, a 3arem mns CD34, nepen OLieHUBAHUEM C
MIOMOIIIBED aHHEKCHHA V/Homuaa nporumusi, kak omucaHo B Ilpumepe 1 Bbime. CpemHue u
CTAHIAPTHBIE OTKJIOHEHHS OBLIM OMPEeIeHbl IS YeThIPeX MAlUEeHTOB ISt momyJsiumii CD45™

(neiixorursr) u CD457/CD34 " (nefiko3Hble CTBONOBBIE KJIETKH).

Pe3yabTaThl 00padoTOK ex vivo

[0144] ®ur. 15A-15D nemoHcTpHpyroT cpennuii orBeT oopasuoB MKIIK derbipex marnueHToB ¢
OMJI, moxBepraBIIMXCS €X Vivo BO3NEHCTBUIO HMETENIbCTaTa HATPHsl W/WJIM BEHUTOKIJIAKCa
(ABT-199). I'paduku % >XKU3HECTIOCOOHBIX KIJIETOK IOcie 00paboTKH B TeueHue 16 yacoB s
obpaborku neiikormros CD45" u jeiiko3HbIX cTBONOBHIX KieTok CD457/CD34" maumeHToB ¢

OMJI paznuuHBIMH KOHLEHTpauusMu BeHuTokJakca (ABT-199) w/unu umerenscrata HaTpus
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nokasansl Ha ®ur. 15A (nefixomuter CD457) u 15B (nefiko3Hble CTBOJNOBBIE KIETKH
CD457/CD34"). I'paduku % >XKM3HECTIOCOOHBIX KJIETOK Mociae o6paboTku B Tedenue 40 4acos
s 06pabotku neiikoruros CD45™ 1 neifkosHbIX cTBONOBBIX KieTok CD457/CD34" nanuenTos
¢ OMJI paznuuHbIMU KOHLEHTpauusiMu BeHutokiakca (ABT-199) w/unu umerenscrara HaTpus
nokasanbl Ha ®ur. 15C (meiikorurel CD45") um 15D (nefiko3Hble CTBOJIOBBIE KIETKHU
CD457/CD34"). B muenom, Kak MpaBUIO, HA KU3HECIIOCOOHOCTH neifkomuroB CD457,
NOJIy4eHHBIX OT nanueHToB ¢ OMJI, o0paboTka TOJBKO MMETENbCTATOM HATPUsSl HE BIIMSJIA, U
JUIIb B YMEPEHHO! CTENeH! Ha He€ BJIMSUI BEHUTOKJIAKC B KAUeCTBE OJUHOYHOTO areHTa Iocie
16-gacoBoro u 40-yacoBoro BoznencTBusi. OQHAKO MPU UCTIOIB30BAHIH UMETEbCTATa HATPHS B
KOMOMHAIIMKM C BEHHTOKJIIAKCOM HAONIOANOCh CHHKEHHE JKU3HECIOCOOHOCTH  KJIETOK.
AHaJNOru4Hble pe3ysibTaThl HAOMIONANM U TOMYJISIUUHM  JISHKO3HBIX CTBOJIOBBIX KJIETOK
CD457/CD34"; orMeuanu 10303aBHCUMYI0 aKTUBHOCTb B BHJE CHIDKEHHS XKH3HECIIOCOOHOCTH
KJIETOK, KOTJa HMMETENbCTAT HATPUS NPUMEHSIIM B KOMOMHALMK C BEHHTOKJAKCOM, B 00a
KOHTPOJIbHBIX MOMEHTA BPEMEHH, U OHa Obl1a Hanboee cuiibHOH uepe3 40 4acos.

[0145] Jlo303aBHCcHMAasi CHHEpTETHYECKasi aKTHBHOCTh B BUJI€ MHAYKIIMH aronTo3a HaOII0aanach
e MHOXeCTBa KierouHblx JuHMH OMJL, korma umerenbcrar HaTpuss KOMOMHHPOBAIH C
BeHUTOKIakcoM (cmotpute Ilpumep 1). Hampumep, ana knerounHodr nuamun MOLM-13
UMETENbCTAT HATPUA U BEHUTOKJIAKC IO OTAEIBbHOCTH 00Jaiaii YMEPEHHBIM arloNTOTHYECKUM
nevicteueM uepe3 48 gacoB (22% u 30% COOTBETCTBEHHO), HO B KOMOMHamu gocturiio 88%
yepe3 48 uwacoB um moutu 100% uepe3 96 uacos. [logoOHOe ycuiieHHE amoNTOTUYECKOTO
AercTBHs HaOMIOAAMM Takke B oOpasuax 4eTelpéx marmeHtoB ¢ OMJL. MonekynspHeli aHaIu3
IIOKa3aJl, YTO KOMOMHHPOBAHHE MMETEIbCTaTa HATPUS C BEHUTOKJIAKCOM CHIDKAJIO 3KCIIPECCHIO
hTERT u akTHBHOCTB TEJIOMEPA3bl CHIIbHEE, €M KAXKIbIH U3 3THX MPErapaToB MO OTAEIbHOCTH.
JIaHHBIN TIpUMEP JIEMOHCTPUPYET, YTO KOMOWHAIIMS MMETENIbCTaTa HATPUSl C BEHHTOKJIAKCOM
npu OMJI oka3biBaeT cuHepreTudeckuil 3p(HeKT Ha MHIYKIMIO aronTo3a B KJIETOYHBIX JIMHUSX

1 00pasiax nmayueHToB ik Vitro.

IIpumvep 5: HHruOuTOp TEI0MEPA3LI HMETEILCTAT HATPUS B KOMOHHALIMH C

HHrHOUTOPOM BCL-2 BeHHTOKIAKCOM NOBLIIIAET BLIXKHBAEMOCTD if vivo IIPH OCTPOM

MHEJ0EAHOM JIeHK03€e

[0146] Kak obcy:xnanock B [Ipumepe 4, octpeiii MuenouaHsbii jeiiko3 (OMJI) - 3To arpeccuBHOE
OHKOJIOTHYeCKoe 3a00jieBaHWE C OrPaHUYEHHBIMH BO3MOXKHOCTSIMU  JICUEHHS] TTOMHUMO

XUMHOTEPAI, U, CJICAOBATCIIbHO, ABJIAIOTCA HGO6XOI[I/IMI:>IMI/I ArC€HTbI, MNOPHUBOIAIINUE K
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BeI3IOpoBNeHNI0. B IlpuMepe 4 Obuto MPOAEMOHCTPUPOBAHO, YTO WHTUOWTOP TEIOMepasbl
UMETeNbCTaT HaTpus B KoMOuHammu ¢ uHruouropom BCL-2 BEHHUTOKIIAKCOM YCHIIMBAET
arnonTos in vitro. MccnenoBanue B JaHHOM npuMepe u3ydano 3p(exkt nuMeTtenpcraTa HaTpysl WU
BEHUTOKJIAKCA 110 OTAEIbHOCTH, WM B KOMOMHALIUY, B MOJENIN OCTPOrO MHUEIOUAHOTO Jieiko3a

in vivo.

Cnocoonl

[0147] YToObl onleHuTh 3P (PEKTUBHOCTH U BBIKMBAEMOCTU OBLIO MPOBENEHO HCCIENOBAHUE iM
vivo Ha MbimmuHOM Monenn MOLM-13 OMJI ¢ nuccemunnpoBanneMm. B wactHOCTH, B CyTKH O
uccnenoBanus onyxosesble kieTku MOLM-13 OMJI Obutn UMILUIAaHTUPOBAHBI MbIIIaM. Mbliei
oOpabarbBaniu B Teuenne 31 cyrok: (i) Hocutemsamu (MMAIIOI'400/PhosalSO/ETOH); (ii)
umerenbcratoM Hatpusi (30 wmr/kr), (iii) BenuToksnakcom ABT-199 (100 wmr/kr), (iv) MM
(HETIOJTHOCTBIO KOMILUIEMEHTAPHBIM OJIMTOHYKJIEOTUAHBIM KoHTposieM) (30 mr/kr) u ABT-199
(100 wmr/kr); u (v) umerenscratom Harpus (30 mr/kr) m ABT-199 (100 wmr/kr). IlpoueHT
BBDKMBAEMOCTH MBIIIEH OLIGHUBAIM KakK (PYHKIMIO 1O BPEMEHH (CYTOK IOCIE HMILIAHTALUH
OIyXOJIEBBIX KJIETOK). MccnenoBanue mmioch B o0meit cioskHocta 108 cyTok (77 cyTok mocie
NpeKpaleHNs JICUSHHS).

[0148] ITstunecatu wmpnmuHbIM camkamM  SCID-beige (6-HemenbHOrO BO3pacta, Jackson
Laboratory) BayTpuBenHo Beoamin | mmnon kierok MOLM-13, u pa3nenuiu ux ciy4aitHbIM
o0pa3oM Ha TsITh TPYII. B mepBbie CyTKH MOCHE UHBEKIMU MbIieii 00pabaTbiBaiu B IFOOOM U3

ISITH PEXKUMOB, NepeunclieHHbIX B Ta0nume 28.

Ta6auua 28. Pexxbimu o06padorku mbimeii SCID-beige, nnokyauposanasix MOLM-13 B

aucceMuHupyomei mogean OMJI

I'pynna| JlekapcTBeHHOE CPeACTBO Ho3a n BBI;[;,::I/IH Cxema BBeeHUSI

Hocurenu: MM 30 mr/kr 10 ip TPH x 4 Henenu

1

I131400, Phosal 50, ETOH po qd (7x) x 4 Henenu

2 UMETeNbCTaT HaTpus 30 mr/kr 10 ip TPH x 4 nenenu
3 BeHUTOKIAKC (ABT-199) 100 10 0 d (7x) x 4 Hepenu

. MI/KT P q el

4 MM 30 mr/kr 10 ip TPH x 4 nenenu
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100
BeHUTOKIAaKC (ABT-199) /KT po qd (7x) x 4 HEnenu
MMETeNbCTaT HaTpUs 30 mr/kr ip TPH x 4 nenenu
5 100 10
BeHUTOKJIakC (ABT-199) r/KE po qd (7x) x 4 Henenu
CokparieHusi: ip - BHYTPUOPIOLIMHHO, po - nepopanbho;, TPH - Tpu pasa B Hememo, QD -
OIVH pa3 B CYTKH, MI/KT, MUJUITUTPAMM Iperapara Ha KUJIOTPaMM MacChl dKUBOTHOTO

[0149] Mpbimieit oOcnenoBanu ekeIHEBHO, a MacChl TEJ U3MEPSUTH JBa pa3a B Henemo. Cruenum
3a BbDKMBAHHEM MbIlel B kaknoi rpymme. Mccnenoanne Obuio npekpamero Ha 108-e cyTkw,
TO ecTb depe3 77 CYTOK MoOcie TocenHeld oOpaOOTKU. YBENWYEHHYI MPOAOIKUTEIBHOCTh
xm3Hn («YIDK») onenmBamm st kakmpod rpymmel, 1 % YIDK mo cpaBHEHHIO ¢ KOHTpOJEM

paCCUUThIBAJIN KaK:

% YIDK = 100 x (T-C)/C

rne T - menmana BbDKHMBaeMOCTH oOpabortaHHOil rpynmbl, a C - MeauaHa BBDKHBAEMOCTH

KOHTPOJIbHOM IPYIIIBL.

Pe3yabTarhbl HCCJIEA0OBAHMSA i Vivo

[0150] I'padux  BeDKMBaHMa  Kammana-Metiepa pnst MOLM-13 momemun OMIJL ¢
nucceMuHupoBaHueM B cyTku 108 mokasan Ha Pur. 16. B wactHoctn, @ur. 16 nokasbBaer
NPOLIEHT BBDKHUBAHUS MBILIEH KaK (YHKIHIO OT CYTOK MOCJIE NMILIAHTAL[IH OIyXOJIEBbIX KJIETOK.
MenuaHa BBDKMBAEMOCTH H % YBEIMYEHHOH NPONOJLKHUTENbHOCTH KH3HH («YIDKY),
paccuMTaHHbIE JJIsI PA3IMYHBIX TPYNN JieYeHHs, Moka3aHel B Tabmune 29. Pesynbrarsl
MOKA3bIBAIOT, YTO MEAMAHHOE BPEMsl BbDKUBAHMS JUJII MBIIIECH, KOTOPBIM BBOJUJIN UMETENbCTAT
HATPHsI B KAYE€CTBE €AMHCTBEHHOTO areHTa, COCTaBJsLIO 26,5 cyTok, uTto coorBeTcTByeT 20,4%
YIDK (p = 0,0009) mo cpaBHenmto ¢ HocuteneM. Jledenue senutokiaakcom (ABT-199) B
Ka4yeCcTBe €JMHCTBEHHOIO areHTa Jajo MeAuaHHyo BbLkuBaemMocTh B 30 cytok u 36,3% YIDK
(p<0,0001). ABT-199, B KOMOHWHALMU C HEMOJHOCTBIO KOMIUIEMeHTapHbIM (MM) ommro
KOHTPOJIEM, TOKa3al aHajormuHele ainsi otaenbHo ABT-199 sddexrsr menmannoe Bpems
BpDKHBaHMA coctaBuiio 31 cytkm u 40,9% VYIDK (p<0,0001). KomOuHammst mmerenbcrara
Hatpuss ¢ ABT-199 nana Hawnydmuii pe3yjapTaT ¢ MeAUAHHBIM BPEMEHEM BbDKHUBAHMS,

COCTABIISAIOIINM 37 CyTOK, U 3HAUUTENbHOU 3 pekTuBHOCTHIO B 68,1% YIDK (p<0,0001). Kpome
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Toro, 4erbipe MbImu (40%) u3 3TOH Tpymnnbl KOMOMHHPOBAHHOTO JIEYEHUS KM JOJITO U

noxunu 10 6osnee yem 108 cyTok, IEMOHCTPHUPYS MTOJIE3HOE YBEIMUEHHE BBDKUBAEMOCTH.

Tabmmua 29: MeaguanHoe BpeMsi BbBIKHBAHHSI M TNPOLEHT  yBeJHYEHHS
npoaoxkuTeJbHocTH Ku3HU (% VYIIK; mo cpaBHeHHI0O ¢ KOHTpPOJeM) Mblimeil ¢
uMmIaHTHpoBaHHbiMH ~ MOLM-13, mnoJy4yaBmIHMX  HMETEJbCTAT  HATPUS  H/WIH

BeHUTOKJIAKC (ABT-199), uaim MM (HenmoJHOCTHI0 COBHAJAIOIIHI OJHTOHYKJIEOTHIHBIN

KOHTPOJIb).
Tpynma MennaHHOe BbIXKHBAHHUE 95 VIDK P
(cyTkm)

Hocurenn: MM 22 — —
HMETENbCTAT HATPUS 26,5 20,4 0,0009
ABT-199 30 36,3 0,0001
MM+ABT-199 31 40,9 0,0001

HMETENIbCTAT

HaTpusa+ABT-199 37 08,1 0,0001

[0151] Bce Mpimm mepeHOCHIM KOMOMHAIMIO HMETENbCTaTa HATPUS C BEHUTOKJIAKCOM, H
HaOMIOJanach yBENWYEHHAs TNPOAOJDKHTENPHOCTh JKH3HH IO CPaBHEHHMIO C  TOJBKO
umetenbcraToM Hatpust (39,6%, p = 0,0011) nnu ¢ Tonbko BeHUTOKIakcoM (23,3%, p = 0,0001).
B rpynne xomOunammu 40% o0OpaOoTaHHBIX Mbilleld ObUTH JKUBBI 4yepe3 77 CyTOK MOcCie
NpeKpalleHus] JIeYeHUs, JEMOHCTPUPYsS 3HAUYUTENbHOE IPEUMYINEeCTBO B BBDKHUBAHUU C
MOTEHUHANbHBIM  Hu3JiedeHueM. PesynpraTel npanHoro Ilpumepa, a Taxxe Ilpumepa 4
JIEMOHCTPHPYIOT, YTO KOMOWHAIIMSI HMETEeNbCTaTa HATPUsl C BeHUTOKJIakcoM mpu OMIJI
OKa3bIBAET CHUHEPreTHYeCKHi 3 (eKT Ha HHAYKLHIO aloNTo3a B KJIETOYHBIX JIMHHSX U 00pasnax
NALUEHTOB i Vitro, 9To TpaHCHOPMUPYETCS B MPOJICHHYI BbDKHBAEMOCTh U IMOTEHLIUAIBHOE

N3JICUCHUEC B KCCHOTPAHCIIAHTATHBIX MOACIIAX.
JKBHBAJIEHTbI H BKJIIYEHHE M0 CChLIKe

[0152] Xots nanHOE M300peTeHne OBLIO OMUCAHO CO CCHUIKOH Ha €ro KOHKPETHbIE BapHUAHTHI
OCYILIECTBIIEHHS, CIIEIHATNUCTAM B JAHHON 00JIaCTH TEXHUKHU JOJDKHO OBITh TMOHSTHO, YTO MOTYT
ObITH BHECEHBI PA3JINYHBIE H3MEHEHUS] U MOTYT ObITh 3aMEHEHbI SKBUBAJICHTBI O€3 OTKJIOHEHHUS
ot oOvema uzoOpereHusi. Kpome TOro, Moxer ObITh CAENAHO MHOTO MOAU(UKALWN, YTOOBI

aaanTupoBaTb KOHKPETHOE COCTOAHUE, MaTCpUajl, COCTAaB BCIICCTBA, MMPOLECC, STAll UJIIN 3Tallbl
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mpouecca IUisi JOCTHKEHUS MPEUMYIIeCTB, OOECIeunBaeMbIX HaHHBIM H300peTeHueM, He
BBIXOISI 3a paMKu oObemMa JdaHHOro wuszoOpereHusi. Ilpenmosaraercsi, 4YTO BCE Takue

MoIU(UKALMK HAXOOSITCS B Ipenesiax odbemMa npuaaraeMoi opMyIibl H300pETeHHsI.

[0153] Bce nmyOamkanuy U maTeHTHbIE JOKYMEHTBI, MPOLUTHPOBAHHBIE B JAHHOM JOKYMEHTE,
BKJIIOUYEHBI B IAHHBIH JOKYMEHT IIOCPEICTBOM CCBUIKHM, KaK €CJIU Obl Kakaasl Takas MmyOJuKanys
W TOKYMEHT OBUIM CIIEIMAIbHO M OTAENbHO YKAa3aHbl AJSI BKIIOUEHMS B JAHHBIH JOKYMEHT
NIOCPEACTBOM CChUTKU. [luTHpoBaHue myOIMKalui 1 MaTEHTHBIX JTOKYMEHTOB HE MPeIHa3HAUYEHO
IUI YKa3aHHWsT TOTO, YTO JIFOOOW TaKOW JOKYMEHT OTHOCUTCSI K TMPENIIeCTBYIOLIEMY YPOBHIO
TEXHUKH, U HE TMPENCTaBJIIeT COOON Kakoe-TuOO MOMyIIeHHEe OTHOCHTEIBHO €ro COAEpIKaHUs

WU OaThbl.



U3MEHEHHAA ®OPMYJIA U3OBPETEHHA
1. Cnoco0 nedeHuss OCTPOrO MHEJIOHAHOIO JIeHK03a, BKIIOYAIOIIUN BBEACHHE
uMerenbcTaTa U HHruouTopa Bel-2 cyOBpekTy ¢ OCTphIM MUETOUIHBIM JIEHKO30M.

2. Cnocob6 mo m. 1, oTaMUArOIMICA TEM, YTO MMETENbCTAaT IPEACTaBIseT COOOM

>
UMETENbCTAT HATPUS.

3. Cnocob mo 1. 1 ujiu 1. 2, OTIIMYAOIIHICS TEM, YTO HMETEILCTAT BBOIAT B T€UeHHE 1, 2,
3,4,5,6,7, 8 uu Oosbine 4eM 8 [UKJIOB JO3UPOBAHUS, MPUYEM KaKIbIN [IUKJI BKJIKOYAET:

(a) BHyTpHUBEHHOE BBeleHUE OKOJIO 7 - 1 0 MI/KT UMeTeNbcTaTa OUH Pa3 B UEThIPE HEEIH,

(b) BHYTpUBEHHOE BBeneHHe OKOJO 7-10 MI/Kr MMeTejbcTaTa OAWH pa3 B HENETIO B
TEYECHHE YEThIPEX HEeNeIIb; UITH

(c) BHYTPHUBEHHOE BBEIEHUE OKOJIO 2,5-7 MI/KT IMETeIbCTaTa ONIUH Pa3 B TPU HENEJIH;

WITH

(d) BHyTpuBeHHOe BBenmeHue okojo 0,5-9,4 MI/kr uMeTenbCcTaTa OAWH pa3 B 4YeThIpe
HEJeNH.

4. Cnoco6 mo mobomy w3 mm. 1-3, omnmuarommiics teM, 4yto wuHruourop Bcl-2
npexncrasisier coooit ABT-263 wiu ABT-737.

5. Crioco6 mo nm. 1-4, ornuyarommiicss TeM, uro uaruourop Bcl-2 npencrasnser coboit
ABT-263.

6. Cnoco0 mo nm. 1-4, otnuyaromuiics Tem, uro uaruourop Bcl-2 npencrasnser coboit
ABT-737.

7. Cniocob no nm. 1-6, oriauyaronmiicst Tem, uro uHruourop Bcl-2 BBoasT B nose

(a) 50-400 Mr ekecyTO4HO,

(b) 2 Mr Ha 1-e CYyTKH C €KeCyTOYHBIM yBeJIMYeHHEM 10 KOHe4HOH 103kl 800 Mr Ha 6-¢
CYTKH H MOCJIE 3TOTO €KECY TOUHO; WU

(c) 25 mr Ha 1-e CyTKU C €KECYTOYHbIM yBEIHMYEHUEM 10 KOHeYHOU 103kl 400 Mr Ha S5-¢
CYTKH H TOCIIE 3TOTO €KECY TOUHO.

8. Cmoco®6 mo mm. 1-7, orTiamuaromuiicss TeMm, YTO BBelneHWe wuHruourtopa Bcl-2
OCYIIECTBIISIFOT 38 OAHU CYTKHU JI0, Yepe3 OOHHU CYTKH IIOCIE MJIM B TE XK€ CYTKH, KOrJa BBOIST
UMETENbCTAT.

9. IlpumMeHeHHE HUMETENbCTATAa WM HMETENIbCTaTa HATPHUS [UIA JICUEHHUs OCTPOro
MHEJIOUHOTO JIEHKO3a y TalMeHTa, MPOXOJIINero JjedeHne uHruoutopom Bcel-2 mmm ero
(bapMareBTUYECKH TPUEMIIEMOH COJIBIO.

10. IIpumenenne narudouropa Bcel-2 mnu ero ¢apmaneBTHUECKN TPUEMIIEMON CONMM AJIS

JICHCHUS OCTPOro MUCJIOUAHOI'O Jiefiko3a Yy NatueHTa, IpoXoaAero JICUCHUEC UMETECIIbCTATOM NUJIU

3AMEHSIOIIUN JIMCT



UMETENbCTATOM HATPHSL.

11. IIpumenenue no nm. 9-10, mpuyeM HMETENbCTAT MPEACTABISIET COO0M MMETENbCTaT
HaTpPUSL.

12. IIpumenenue no nm. 9-11, npuyem umeTenpcTat BBOAAT B TeueHue 1, 2,3, 4,5,6,7, 8
WM OOJIbLIe YeM 8 IMKJIOB JO3HPOBAHMS, IIPH 3TOM KaXbIH [IUKJ BKJIFOYAET:

(a) BHyTpUBEHHOE BBeAeHHE OKOJIO 7- 1 0 MI/KT HMeTeNnbCTaTa OH pa3 B 4YeThIPE HEACIH;

(b) BHYTpHBEeHHOE BBeneHHe OKOJIO 7-10 MI/Kr MMeTebcTaTa OOWH pa3 B HENETIO B
TEYEHHUE YEThIPEX HEeNeNb; UITH

(c) BHYTpUBEHHOE BBEJEHHE OKOJIO 2,5-7 MI/KI MMETEIbCTaTa OAUH Pa3 B TPU HEIENH,
WITH

(d) BHyTpuBeHHOe BBenmeHue okojo 0,5-9,4 MI/kr uMeTenbCcTaTa OAWH pa3 B 4YeThIpe
HEJeNH.

13. Ilpumenenne no . 9-12, nmpu 3trom unrudurop Bel-2 npencrasnser coboit ABT-263
i ABT-737.

14. Ilpumenenne no . 9-13, npu 3trom nnarudurop Bel-2 npencrasnser coboit ABT-263.

15. Ilpumenenne no . 9-13, npu 3trom narudurop Bel-2 npencrasnser coboit ABT-737.

16. IIpumenenwue o . 9-15, npuaem narudurtop Bel-2 BBogsT B noze:

(a) 50-400 Mmr exxecyTO4HO;

(b) 2 Mr Ha 1-e CyTKH C €XKEeCyTOUYHBbIM YBEJIMYEHHEM 10 KOHeuHOH 1036l 800 mr Ha 6-¢
CYTKH H ITOCJIE 3TOrO €KeCY TOUHO; WIN

(c) 25 mr Ha 1-e cyTKH C €XeCyTOYHBIM yBeJIHMUeHneM 10 KOHeYHOU 03bl 400 Mr Ha 5-¢
CYTKH U TIOCJIE 3TOTO €KeCy TOYHO.

17. Tlpumenenue no nm. 9-16, npudem BBeneHHe nHruOuTOpa Bel-2 ocymecTBisoT 3a
OITHH CYTKH JI0, Y€pe3 OJIHU CyTKH IOCJIE WU B T€ JK€ CYTKHU, KOT7Ia BBOJSAT UMETEJIbCTAT.

18. IlpumeneHne KOMOHMHALMM, COAEpKAlled HWMeTenbcTaT W uHruourop Bcel-2, mms
JIEYEHHST OCTPOTrO MHUEJIOUTHOTO JIEHKO03a Y MaIlUeHTa.

19. Ilpumenenne no m. 18, mpuyeM HMMeETENbCTAT MpencTaBisieT coOOi MMeTenbCcTaT
HATPHSL.

20. Ilpumenenue no nim. 18-19, mpuyeM uMmeTenbcTaT BBOAAT B TeueHue 1, 2, 3, 4,5, 6, 7,
8 wim Oosiee 8 IUKJIOB O3UPOBAHUS, KAKIIbIM LIUKJI BKITFOYAET B CeOst:

(a) BHyTpHUBEHHOE BBeleHHE OKOJIO 7 - 1 0 MI/KT MMeTenbcTaTa OUH pa3 B UeThIPE HEIEIH,

(b) BHyTpUBEeHHOE BBemeHHE OKOJO 7-10 MI/Kr MMeTrenbpcTata OAWH pa3 B HENETIO B
TEUYEHHUE YEThIPEX HeEIb; UITH

(c) BHYyTpUBEHHOE BBEIEHHE OKOJIO 2,5-7 MI/KI UMeTeIbCTaTa OAUH pa3 B TPU HEIEIH,

3AMEHSIOIIUN JIMCT



WITH
(d) BHyTpuBeHHOe BBenmeHue okojo 0,5-9,4 Mr/kr mMmerenbcTaTa OAMH pa3 B HYEThIpE
HEJIeNH.
21. Ilpumenenne no nn. 18-20, mpu 3tom unrudurop Bcl-2 npencrasnser coboit ABT-
263 nnu ABT-737.

22. Ilpumenenue no nn. 18-21, nmpu stom uarudurop Bcel-2 npencrasnsier coboit ABT-

263.

23. IIpumenenne no nm. 18-21, mpu stom unrudurop Bcl-2 npencrasnser codoii ABT-
737.

24. Tlpumenenue no nm. 18-23, npuyem narndutop Bel-2 npenHasHaveH aisi BBEACHUS B
103€:

(a) 50-400 mr execyTOYHO,

(b) 2 Mr Ha 1-e CYyTKH ¢ €KeCyTOYHBIM yBEJIMYSHHEM 10 KOHeuHOH o3kl 800 Mr Ha 6-¢
CYTKH H TOCIIE 3TOTO €KECY TOUHO; WU

(c) 25 mr Ha 1-e CyTKH C €KeCYyTOYHBIM yBEIHUYEHUEM 10 KOHeUHOU 1036l 400 Mr Ha S5-¢
CYTKH H TTOCIIE 3TOTO €KECY TOUHO.

25. Ilpumenenne no nm. 18-24, mpuuem BBeneHue nHrnouropa Bcl-2 ocymecTsisiror 3a
OJTHH CYTKH JI0, YePe3 OIHU CYTKH I1OCIIE, UJIH B T€ XK€ CYTKH, KOTAa BBOAAT UMETEIbCTAT.

26. Ilpumenenme mno mnm. 18-25, mpuueM KOMOMHALUS TPEACTaBIsSIET COOOMH
(bapMaLeBTUIECKYIO0 KOMIIO3ULIHUIO.

27. Habop mist ocyiuecTBieHusi criocoba mo mm. 1-8 miam mpumeHeHus mo mm. 9-26,
COnep KAl HM:

(a) mo3y ummetenbcTata B Konu4yecTBe, 5(PQeKkTHBHOM mpu BBENEHUHW JUISI MHAYKLIUU
arionTo3a B KJIETKAX OCTPOro JIEHKO34,

(b) no3y uaruduropa Bel-2 wnm ero ¢papmaneBTHUECKH IPUEMIIEMON COJTH B KOJTUYECTBE,

3¢ EeKTUBHOM NPU BBEACHUH ISl MHIYKIUH AMONTO3a B KJIETKaX OCTPOTro JIEHKO3a.

3AMEHSIOIIUN JIMCT
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