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OIIMCAHUE U30BPETEHUA
2420-565654EA/050
CIIOCOBBI JIEYEHUSA PAKA

OO6nacTh TEXHUKH

[1] B mHacTtosimmeM U300peTeHUH OMHCAHBl CHOCOOBI JIEYEHHUs] paka, BKIIOYAs
muenonpoiaudepatusHoe  HoBooOpasosanue (MPN), npumeHsss HHIHOMTOP TOMOJIOTa
MBIIIUHOTO ABOWHOTO MuKpobenka 2 (MDM?2).

YpoBEeHb TEXHUKHU

[2] p53 sBisieTCS OMYXOJIEBBIM CYHPEccCOpoM U (PakTOPOM TPAHCKPHUIIUH, KOTOPBIH
pearupyer Ha KJIETOYHbBIA CTPECC, AKTUBUPYSl TPAHCKPHUIILIUIO MHOKECTBA I'€HOB, YYaCTBYIOIIMX
B OCTAaHOBKE KJIETOYHOIO LMKJA, anonrtose, crapeHnu u penapaunu JHK. B ornuume or
HOPMAJIBHBIX KJIETOK, KOTOPBI€ HEYAaCTO BBI3BIBAIOT AKTUBALUIO P53, OMyXOJIEBblE KJIETKU
MOZBEPTrarOTCsl MOCTOSSHHOMY KJIETOYHOMY CTPECCY OT pPa3JIMYHBIX MOBPEXKICHUN, BKIHOYasi
THITOKCHIO U aKTHUBALMIO MTPOATIONITOTHYECKOTO OHKOreHa. Takum 00pa3oM, CyIecTByeT CHIIbHOE
CEJIEKTUBHOE MPEUMYIIECTBO HHAKTHBALMK MyTH pPS5S3 B ONyXojsiX, W OBUIO BBICKA3aHO
NPEANOJIOKEHHE, YTO yCTpaHeHHe (PYHKUIUU pS3 MOKET OBbITh MPENNOChUTKON ISl BBDKMBAHUS
onyxoyiu. B moamepkky 3TOro MHEHHs TPU TPYNIbl HCCIEAOBATENECH MPUMEHSIA MOIENU
MBIIIEH, YTOOBI MPOAEMOHCTPHPOBATh, YTO OTCYTCTBHE (YHKIMH PS3 SIBISETCS MOCTOSTHHBIM
TpeOOBaHMEM IS IOJAEP KaHUS pa3BUBIIUXCS onyxojei. Korma nccnenosatenn BOCCTAHOBUIN
¢$yHKIMIO P53 B ONMyXOINAX ¢ MHAKTUBUPOBAHHBIM P53, OMyXOJIH PErpecCUPOBAIIH.

[3] p53 unakTHBHpyeTcst MyTauued w/mnu norepeit B 50% comunHbix onyxoneid u 10%
KUAKUX Omnyxosen. JIpyrue KiroueBble YYaCTHUKU MYTU P53 TaKKe U3MEHSIOTCS T€HETUYECKU
WM STIUreHeThdecku npu pake. MDM2, onkoOenok, nonasiser QyHKIUIO pS3 ¥ aKTUBUPYETCs
amrutiQuKaIel reHa ¢ YaCTOTOM, KOTopast, Kak coobmaercs, nocruraet 10%. MDM2, B cBOIO
odepenb, HUHruOupyercss napyrum cympeccopom omyxoneii, pl4ARF. bbuio BbIckazaHO
NPEANOJIOKEHHE, YTO U3MEHEHHUs] B 1IeNu COOBITUH Tocie P53 MOryT ObITh OTBETCTBEHHBI, 1O
KpaifHel Mepe, 3a YaCTUYHYI0 HHAKTHBALUIO MyTH pS3 B onyxonsax pS3 WT (pS3 aukoro tuma).
B nonnep:kky 3TON KOHLeNUMH, HEKOTOpbIe onyxonau pS3WT, no-suaumomy, A€EMOHCTPUPYIOT
NOHMKEHHYIO CIOCOOHOCTh K amoNTo3y, XOTS HMX CIOCOOHOCTh TOJBEPraThbCsl OCTAHOBKE
KJIETOYHOTO ILMKJa oOcTaeTcs HeusMeHHOW. OngHa M3 cTpaTeruil JieueHHs paka BKIOYAET
NpUMEHeHHe HeOOJbIIUX MOJEKYJ, KOTOpble CBs3bIBAIOT MDM2 u HEHTpamu3yoT ero
B3aumozeiicteue ¢ pS3. MDM2 uHrubupyer akTHBHOCTD P53 € MOMOIIBIO TPEX MEXaHU3MOB: 1)
nercTBys kak yomksutuHiurasa E3, ciocobctByst nerpamanmm pS3; 2) cBsi3biBasi C U OJOKUPYS
JIOMEH aKTHUBALMH TPAHCKPHUNUUU pS3; u 3) skcmopTupys pS3 u3 sapa B uurtoriasmy. Bee tpu
MeXaHU3Ma MOXXHO 3a0JOKMpOoBaTh HeHTpamuzauuei B3ammonelicteus MDM2-p53. B
YaCTHOCTH, JAHHYK) TEPANEBTHYECKYIO CTPATETHI0 MOKHO NMPUMEHHUTH K OINyXOJsiM, KOTOpPbIE
apisitoTest pS3 WT, u uccrnenoBaHusi ¢ HU3KOMOJIEKYJSIPpHBIMUA HHrHOMTOpamu MDM2 namm
MHOrooQOeImaroiiee CHIKEHHE POCTa OMyXOiM Kak in vitro, Tak u in vivo. Kpome Ttoro, y
NAlMEHTOB C OINYyXOJISIMH, MHAKTMBHPOBAHHBIMU 1O P53, crabunumzanust pS3 AMKOro Tuma B

HOPMaJIbHBIX TKaHAX HHrubuposanueM MDM?2 moxer oOecneuuTb CENEKTHBHYIO 3aLIUTY



HOPMAJIbHBIX TKaHEH OT MHUTOTHYECKHX si10B. Kak NMpPHUMEHSIOT B HACTOSLIEM H300peTEeHUH,
MDM?2 o6o3nauaer 6enok MDM2 uenoseka, u pS3 o3Hauaer Oenok pS3 uenoseka. Cremyer
OTMETHTD, YTO uejioBeueckuit MDM?2 Takske MOkHO Ha3biBaTh HDM2 i hMDM?2. Heckonbko
uHrHONTOpoB MDM2 npoXonsiT KIMHUYECKHE HCIBITAHHS Ha JIIOAAX U JIEYCHUS PA3TUYHBIX
BUJIOB pakKa.

[4] MuenonpomudepatuBubie HOBooOpazoBanusi (MPN), Bkimouas, HO He
OrpaHUYMBAsCh, MCTUHHYI mnomuuuremuto (PV), sccenumanpayro TpomOouuremuro (ET) u
nepBuuHbiii  Muenaopudpos (PMF), npencraBisstoT  coOOM  HapyIIEHUS  KJIOHAJIbHBIX
reMOnodTHYeCKuX  CTBOJIOBbIX  kietok  (HSC),  xapakTepusyromuecss  KJIOHAJIbHOMH
nposudeparueii TepMuHaIbHO AU QEpeHINPOBAHHBIX MUEJIOUAHBIX KJIETOK. [IpuOIu3uTensHO
1%, 4% u 20% nauentos ¢ ET, PV u PMF, cooTBeTCTBEHHO, MepexonsT B OJacTHYO ¢a3y
(Al), HazpiBaemyro MPN-BP, B Teuenue 10-1eTHero neproaa ¢ MOMEHTa MOCTAHOBKH JHArHO3a.
Cervantes F, et al., Acta Haematol, 1991,;85(3):124-127. Kaxnpiit u3 MPN-BP u de novo octpoii
muenounHon yelikemun (AML) uMeeT pas3iuYHBbIE MYyTAIlMOHHBIE MATTEPHBI U KIMHUYECKOE
teuenue. Rampal R, et al., Proc Natl Acad Sci USA. 2014; 111(50):E5401-10. ITauueHTsI ¢
MPN-BP umeroT 0coOeHHO MpayHbId MPOTHO3 CO CPEAHEH BBDKMBAEMOCTBIO MEHee O MeCsLeB
IPY IPUMEHEHUH TOCTYITHBIX B HACTOSIIEE BPEMsI CIOCOOOB JICUEHHSI.

[5] Hacrosimee n3o0peTeHrne OTHOCUTCS K CITOCO0aM JIeUeHUs] MUEJIONIPOJTU(EPATHBHOTO
HOBOOOpa3oBaHus y jronel uHruouTopoM MDM2, oTnepbHO Wiin B KOMOWHALUY C OTHUM WJTU
OoJee TOMONHUTENBHBIMU (papMalleBTUYECKH aKTHBHBIMU ar€HTaMH.

[6] Hacrosiee n3o0pereHrne OTHOCUTCS K MPpUMEHeHut0 uHruoutopa MDM2, otnensHO
Wi B KOMOMHALIMKU C OOHUM WK OOJiee IOMOJHUTENbHBIMH (DapMalleBTHUECKH AKTUBHBIMU
areHTaMy, JUIs JieueHus1 MuenonponudepaTuBHOro Hopooopaszosanust (MPN).

CYHIHOCTDb HACTOAIIEI'O U30bPETEHM A

[7] Hacrosituee nzoOpeTeHne OTHOCUTCS K CIOCOOY JIeYeHUs] MUENIONPOJH(epaTUBHOTO
HOBoOOpasoBanusi (MPN), BKIIOUYAKOMEMY CTaIUI) BBEOCHHUS HYKIAOIIEMYCS YeJIOBEKY
TepaneBTHuecku d(pdexTuBHOr0 Komuvecrsa uHruouropa MDM?2, roe unrubutrop MDM2

npenctasisier codoit coenuaerue popmybl (1) wmu popmyasr (11):
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Wwin ero ¢apMaleBTUYECKH IMPUEMIIEMYIO COJib. B OJHOM BapuaHTe OCYLIECTBIECHUS,

MPN BbiOpaH W3 Tpymmbl, cocTosmedl w3 uctuHHON mnojuuuremun (PV), muenodpubposa,



NEPBUYHOTO muenopudposa, TpOMOOLITEMUH, SCCEHLHMANBbHOW  TPOMOOLIMTEMUH,
uanonaTudeckoro  muenaodudposa, cuctemMHoro  macromuroza  (SM),  XpOHHYECKOM
HerrpopunbHoil netikemun (CNL), muenoaucninactuaeckoro cuaapoma (MDS) u cucremHoro
3a0oneBanus Ty4HbIX KieTok (SMCD). B ogHom Bapmuanre ocymectsieHusi, MPN BeiOpaH u3
Ipynmbl, cocrosimeidl u3 uctuHHOM mnomuuuremun (PV), nepsBuunoro wmmenodpudposa wu
SCCEHIMAJbHON TpoMmOouuremun. B omHoM Bapuanrte ocymiectBieHus, MPN mnpencrasiser
coboti ucruauyro nonuuuremuto (PV). B onnom BapuanTe ocyuiectsiaenusi, MPN npencrasnsier
cobol 3CcceHUMaNIbHYI0 TpomOonuTeMuro. B ogHOM Bapuante ocymectieHus, MPN
npeacrasisier codoit Muenopudpos. B ogHOM BapuaHTe ocyiuecTBieHus, MueaoGudpo3 BbIOpaH
u3 nepsuyHoro muenodudposa (PMF), muenopudbpos nmocne HCTUHHON nosumTeMud (moct-PV
MF), u wmuenopubpo3 mocne 3cceHuuanpbHoi Tpombouuremun (moct-ET MF). B omgHOM
BapUAHTE OCYIIECTBJICHHUS, YEJIOBEKY HE IIOMOIJIA Tepanusi PyKCOJIUTUHHOOM MPOTUB JIFOOOTO 13
MPN Bpune. B oaHOM BapuaHTe OCYIIECTBJICHMs, 4YEJOBEKYy HE TIOMOIJIa Tepanus
PYKCOMUTHHUOOM TpOTHB MueIopudOpo3a. B oqHOM BapuaHTe OCYLIECTBICHHS, YEJIOBEKY HeE
NIOMOTJIa Tepanusi PYKCOIMTUHUOOM mpoTUB mepBHUUHOro mmenopudposa (PMF). B omgrom
BApUAHTE OCYLIECTBIECHHs, 4YEJOBEKY HE TIIOMOIJIa Tepanmus pPYKCOJIUTHHHOOM TIPOTHUB
muenopudposza mocne wucruHHOM mnoymuuremun (moct-PV. MF). B omgHOM  BapmanTe
OCYIIECTBJICHUS, YEJIOBEKY He TIOMOTJIa Tepamusi PYKCONUTHHHOOM mpoTuB Mmuenodudposza
nocJie scceHuanbHoi TpombouuTemu (moct-ET MF).

[8] B omHOM BapmaHTe OCYIIECTBJIECHUS, HACTOsIIEEe N300pPETEHHE OTHOCUTCS K CIOCO0y
JedeHus: UCTHHHOW mnosmiuremun (PV), BKIIOYAKOIEMy CTaOUi0 BBEIAEHUS HYKIAIOIIEMYCs
YeJIoBeKy TepamneBTHUecKn 3((eKTHBHOro kojuuecTBa HMHruoOmropa MDM?2, rme uHruOuTop
MDM?2 mnpexacraBisier coboit coenuHenue ¢Gopmyabl (I) wnmu dopmyast (II) wuam ero
(apmaLeBTHYECKH TPUEMIIEMYIO COJIb.

[9] B omHOM BapuaHTe OCYINECTBJIEHHUS, HACTOsIIEe H300peTeHHe OTHOCHTCS K CIIoco0y
JICYSHHsT 3CCEHIMATBHON TPOMOOLIMTEMIH, BKJIIOYAIOIIEMY CTAJHMI0 BBEICHHUS HYKAAIOLIEMYCS
YeNioBeKy TepaneBTHUeckr 3((HEeKTHBHOrO KojuuecTBa HMHruouropa MDM?2, rme UHTHOUTOP
MDM?2 npencraBnser coboii coenunenue ¢Gopmynbl (I) wiam  opmynsr (II) wnu  ero
(apMaeBTHYECKH MPHEMIIEMYIO COJIb.

[10] B ongHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCUTCS K CIOCO0Y
JICYSHHUsT TIEPBUYHOrO Muenopudposa, BKIOYAOIIEMY CTaIUI0 BBEACHHUS HYKAAKOLIEMYCS
YeJIoBeKy TepaneBTHUeckn 3(()eKTHBHOro KojuuecTBa HMHruOmuropa MDM?2, rme uUHTHOUTOP
MDM?2 npencraBnsier coboii coenunenue ¢Gopmynsl (I) wim  opmyner (II) wnu ero
bapmManeBTHIECKH IPHEMIIEMYIO COJIb.

[11] B ogHOM BapuaHTe OCYILIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCHTCS K CTIOCO0Y
JIEYSHHsT UINOMATHIECKOTO MUEOPHOpO3a, BKIIIOYAIOIEMY CTAIHIO BBEAEHHs HYKAAOLIEMYCS
YeJIOBeKy TepamneBTHUeCKH 3((eKTHBHOro KojuuecTBa HMHruoOmropa MDM?2, rme uHTHOUTOP
MDM?2 npencrasisier cobori coenunenue ¢Gopmynsl (I) wim  popmyner (II) wnu  ero
bapmMareBTHIECKH IPUEMIIEMYIO COJIb.

[12] B ogHOM BapuaHTe OCYLIECTBJICHUS, HACTOALIEE N300PETEHHE OTHOCHTCS K CTIOCO0Y



JeYeHUsT XPOHUYECKOW muenoreHHol nefikemuun (CML), BKIIOYANOMEMy CTaaAHI0 BBEACHUS
HY’KZIQIOLIEeMyCsl YeJIOBEKY TeparneBTudecku 3((eKTUBHOro KojmyecTsa MHruouropa MDM2,
rne uaruourop MDM?2 npencrasinsier coboii coequnenue Gopmysst (I) mmu dopmynsr (II) wim
ero (papmMaLieBTUUECKU MPUEMIIEMYIO COJIb.

[13] B ogqHOM BapuaHTe OCYIIECTBJICHHUS, HACTOSIIEE H300pEeTeHHEe OTHOCUTCS K CIIOCO0y
JeYeHUs] OCTPOH MHeJOoreHHod Jsedikemun (AML), BrIIOYaOIIeMy CTaJuI BBEACHUS
HY’KIAIOIeMyCsl 4eJIOBEeKy TepaneBTHdecku 3¢dexkruBHoro xommyectsa mHruouropa MDM?2,
rae uaruourop MDM?2 npencrasinsier coboii coenunenune Gopmysasr (I) wmu hopmynsr (1) wmu
ero (hapmMaLeBTUYECKU IPUEMIIEMYIO COJIb.

[14] B ogHOM BapuaHTe OCYLIECTBIIEHUS, HACTOAIIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
JeyeHnss KapuuHOMbl u3  kietok Mepkens (MCC), BKIOYAKOIEMy CTaJuI0 BBEICHUS
HY’KJIAIOLIEMYyCsl YEJIOBEKY TeparneBTu4ecku 3((EeKTUBHOro KojmyecTBa MHruouropa MDM2,
rne uaruourop MDM?2 npencrasinsietr coboii coequnenue Gopmyisr (I) wmu dopmynsr (1) wmm
ero (hapManeBTUYECKU IPUEMIIEMYIO COJIb.

[15] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCHTCS K CTIOCO0Y
JIEYeHHUsT CUCTEMHOro Mactorurosa (SM), BKIIOHAIOIEMY CTaJHI0 BBEACHHS HYXKAAIOLIEMYCS
YeJIOBeKy TepamneBTHUecKn 3((HeKTHBHOro KojuuecTBa MHruoOmropa MDM?2, rme uUHTHOUTOP
MDM?2 npencrasisier coboii coenunenue ¢Gopmynsl (I) wim popmyner (II) wnu ero
bapmareBTHIECKH IPHEMIIEMYIO COJIb.

[16] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE N300OPETEHIE OTHOCHTCS K CTIOCO0Y
JeueHus XpoHudeckol HeilrpodunbHOi neiikemun (CNL), BKIIOUaroLieMy CTaaui0 BBEIEHUS
HY’KJIQIOIIEMyCsl YeJIOBEKY TeparneBTu4ecku 3((eKTHBHOro KojudyecTsa MHruouropa MDM2,
rae uaruourop MDM2 npencrasisietr coboit coenunenue Gopmyinsl (1) umu popmysst (1) wiu
ero (papManeBTUYECKH TPUEMIIEMYIO COJIb.

[17] B oqHOM BapHaHTe OCYLIECTBJICHHUS, HACTOSIIEE H300PETeHHE OTHOCUTCS K CIIOCO0yY
JIeYSHHUsT MUENONUCIUIacTHYecKoro cuHapoma (MDS), BkmOHaromemy CTagui0 BBEIEHUS
HYKJIAIOLIEMYyCsl YeJIOBEKY TeparneBTu4ecku 3((EeKTUBHOrO KoJuuyecTBa MHruouropa MDM?2,
rne uaruourop MDM?2 npencrasinsier coboii coequuenue Gopmysasr (I) wau hopmynsr (1) wmm
ero (hapMaLeBTUIECKU PUEMIIEMYIO COJIb.

[18] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
JICYSHHsI CHCTEMHOTO 3a00NIeBaHMs TY4HbIX KiIeToK (SMCD), BKIItOHaOmemMy CTaauio BBEICHUS
HY’KZIAIOILIEMYCsl YEJIOBEKY TeparneBTH4ecku 3((EeKTHBHOro KojmyecTBa MHruouropa MDM2,
rne uaruourop MDM?2 npencrasinsier coboii coenuuenue Gopmysst (I) wmu dopmynsr (1) wim
ero (hapManeBTHUECKH IPUEMIIEMYIO COJIb.

[19] B omHOM BapwaHTe OCYLIECTBJICHUS, TPOMOOLUTEMUSI TPEACTABIsIET COOOH
scceHunaIbHyo TpomboruTemuto (ET).

[20] B ogHOM BapuanTe ocymectsieHus, coenuHerre Gopmysl (I) mmu dpopmynsr (11)
HAXOIUTCS B KpUCTAJUTMYECKOH popme. B omqHOM BapmaHTe OCYLIECTBIEHHS, KPUCTAJUIMUECKAs
dopma xapakTepu3yeTcsi MOPOLIKOBON MU(PPAKLMOHHON PEHTTeHOrpPaMMOM, coneprKaliel, 1o

MEHbLIEH Mepe, TP MHKa MpHU yriax audpakiuy 2 Teta B rpaaycax, BbIOpaHHbIE U3 TPYIIIbL,



COCTOsIIIeH U3 MUKOB Npu npudausurtensHo 11,6, 12,4, 18,6, 19,0, 21,6 m 23,6 £0,1.

[21] B omHOM BapmanTe ocyuiecTBieHus, coequHerne Gopmyasl (I) mmm ¢popmymer (1)
HaxoAuTCs B aMop(HOH popme.

[22] B omHOM BapuaHTe ocyuiecTBieHus, coequHenne Gopmydsl (I) mnmu ¢popmyner (II)
HAXOIUTCS B CBOOOHOM (popme

[23] B omHOM BapuaHTe ocyuiecTBiieHus, MHruobutop MDM2 mnpencrasnser coboit
(apMaleBTHYECKH NPHEMIIEMYIO COJib coenunenus popmyasl (1) nmm dopmyast (1I).

[24] B omHOM BapuanTe ocyuiectBieHus, coequHenne Gopmydbl (I) mnmu ¢popmyer (I1)
BBOJSIT OJIMH pa3 B JIEHb MPU J103€, BBIOPAHHOW U3 TPYIbl, cocTosimei u3 15 mr, 25 mr, 30 mr,
50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 mr, 225 mr, 240 wmr,
250 mr, 275 wmr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 wmr.

[25] B omHOM BapmanTe ocyuiectBieHus, coequHerne Gopmydsl (I) mwm dpopmyier (1)
BBOJSIT IBAXK/IBI B JICHb MPH J103€, BRIOPAHHOMN U3 IpymIbl, cocTosiineid u3 15 mr, 25 mr, 30 mr, 50
mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 mr, 225 mr, 240 mr, 250
mr, 275 wmr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 mr.

[26] B onmHOM BapuaHTe OCYIIECTBIIEHHs, YeJoBeKa jeyar coequaenrneM popmyisl (I) B
TE€YEHHE TepUona, BBIOPAHHOTO W3 TPYIIBL, COCTOSINEH W3 NPUOMM3UTENbHO 14 nHed,
npuOmsuTenbHo 21 meHb, npubnusurenbHo 28 gHeHW, npuOauM3uTeNbHO 35 HEH,
npuOIM3NTENBHO 42 HA, TPUOIM3UTENBHO 49 nHeH 1 NPUOIM3UTENBHO 56 THEH.

[27] B omHOM BapmaHTe ocyuiecTBieHus, coequHerne Gopmysl (I) mwmm ¢popmymer (1)
BBOJIAT MIEPOPAIIBHO.

[28] Uuruburop MDM2 s mpuUMEeHEHUS B JICYEHHH MHUEJIONPOIU(EPATUBHOTO
HoBooOpaszoBanuss (MPN), BxiIouaroIleM CTAagUi0 BBENEHUS HYXKIAIOIIEMYCs UeJOBEKY
TepaneBTHUeCKH 3(PPeKTUBHOrO KojuuecTBa uHruOutopa MDM2, rae unruburop MDM2
npencTasisier coboit coenunenue Gopmynsl (I) nnu popmynsr (II) wm ero papmaneBTHUECKH
MPUEMIIEMYIO COJIb.

KPATKOE OIIMCAHUE YEPTEXEM

[29] TlpuBeneHHOE BbIIE KPATKOE HU3JIOKEHUE, a TaKXkKe Cleayrllee MnoapodHoe
OINKCAHKE HACTOSIIIEro H300peTeHns OyAeT JIyUlle MOHSITO MPU YTEHHH BMECTE C MPHJIaraéMbIMU
YepTesKaMH.

[30] ®UT'YPA 1 nokasslBaeT MOPOIIKOBYIO PEHTIEHOBCKYIO0 mudpakrorpammy (XRPD)
coequHenus popmyiel (I) B kpucTammudecko 6e3BonHOMN Gopme.

[31] ®UI'YPA 2 nokaseiBaer, uro coeauHenue ¢opmynsl (I) wuHrHOUpyer
nposngeparuio OMyxoeBbIX KJIeTok pS3 aukoro tama (WT).

[32] ®UT'YPA 3 nokaswiBaet, 4to coequHeHue ¢popmyibl (I) HHTUOMpyeET in Vivo pocT
SJISA-1 (MDM2 aMriuguIUpOBaHHOW) OMyXOJH 3aBUCALINM OT H03bI criocodom. EDso=9,0
MT/KT.

[33] PUI'YPA 4 noxaseiBaeT, uto coeauHenue Gopmyinsl (I) nuaruOupyer in vivo poct
HCT116 (KRAS) onyxonu 3aBucsIuM ot 1036l criocodoM. EDso=31,6 mr/kr.

[34] ®UT'YPA 5 noxkaseiBaeT, uto coeauHenue gopmyinsl (I) nuarudupyer in vivo poct



A375sq2 (BRAF) onyxonu 3aBucsamum ot 103bl criocodom. EDso=18 mr/kr.

[35] ®UT'YPA 6 mokasbiBaer p21 kpaTHyr HHOYKIUIO coeanHeHust ¢opmyiisl (1) mpu
Pa3IUYHBIX 103aX.

[36] ®UT'YPA 7 nokassiBaet, 4To coenuHeHue GpopmyJisl (I) MHrHOUpPYET POCT OMyXoJu
AML 3aBHCAIINM OT A03bI CLIOCOOOM.

[37] ®UT'YPA 8 nokaseiBaer, uto coenuHeHre Gopmybl (I) uHrUOUPYET POCT OMyXOJH
AML B MBIIIMHOW MOAEIH 3aBUCSIIMM OT O3bI CIIOCOOOM.

[38] ®UI'VPA 9 moxkasbiBaeT, 4ro coenuHeHune Gopmyibl (I) HHrHOMpyeT KIETOYHBINH
LIUKJL.

[39] ®UT'YPA 10 mnoxaseiBaet, uto coenuHenue (opmysnsl (I) BbI3bIBaeT amnonto3 B
KJIETOYHBIX JIMHUSX pS3 AML nukoro Tuna.

INOAPOBHOE OITMCAHUE HACTOAIIEI'O U30PETEHUA

[40] XoTs1 B HACTOSIIIEM OMUCAHUH MOKA3aHbI U ONMUCAHBI MPENNOYTHTEIbHbIC BAPUAHTHI
OCYILECTBIIEHHs] HACTOSIILEr0 M300pPETeHNUs, JAHHbIE BAPUAHTHI OCYINECTBJICHHUS MPEICTABIICHBI
TOJIKO B Ka4eCTBE NPUMepa U HE NMPeIHA3HAUEHbI Il HHOTO OTPaHUYeHUs 00beMa HACTOSIIEro
n3o0perenusi. Pa3nuyHble ambTepHATUBBI ONMMMCAHHBIM BapHUAHTAM OCYINECTBJICHUS HACTOSIIEro
n300peTeHNsI MOJKHO MPUMEHSITh MPH MPAKTUYECKON peann3alii HACTOALIETO H300PETEHUs!.

[41] Ecnu He onpeneneHoO MHaue, BCE TEXHUUECKUE U Hay4YHble TEPMUHBI, IPUMEHsIEMbIE
B HACTOSIIIEM ONMHCAHUH, UMEIOT TO XK€ 3HAUE€HUE, KOTOPOe OOBIMHO MOHUMAETCS CIIELHAINCTOM
B JJAaHHOH 00JIACTH TEXHUKH, K KOTOPOI OTHOCUTCSI HACTOSIIIIEe U300peTEeHNE.

[42] TepmuHbl “BBOOUMBIM B KOMOWHAIMU C° W “COBMECTHOE BBEIEHHE , Kak
NPUMEHSIOT B HACTOSIIEM M300pETeHHH, OXBATHIBAIOT BBEIACHHUE JBYX WU OOjiee aKTHBHBIX
(apmMaLeBTHYECKUX HHIPEIUEHTOB CYOBEKTY TaKUM CrocoOoM, 4ToObl 00a areHTa W/Wim ux
MeTaboNUThl MPUCYTCTBYIOT B CyOBEekTe OmHOBpeMeHHO. COBMECTHOE BBEIECHHE BKIIFOUAET
OJTHOBPEMEHHOE BBEJIEHUE B OT/IEJIbHBIX KOMIO3ULIUAX, BBEIGHUE B PA3HOE BPEMsI B OT/IEJIbHBIX
KOMITO3ULMSIX I BBEIEHUE B KOMITO3HMLIUHU, B KOTOPOH MPUCYTCTBYIOT J1BA WK OOJiee areHTOB.

[43] Tepmuu “>ddexTHBHOE KOMMUECTBO WIH ‘‘TepaneBTHUeCKH 3(dexTrBHOE
KOJINYECTBO  OTHOCUTCS K KOJHUYECTBY AKTUBHOIO (hapMaleBTUUECKOTO HHIPEOHEeHTa WU
KOMOWHAIIMM aKTHBHBIX (papMaleBTUYECKNX HMHIPEAMEHTOB, KaK OIHMCAHO B HACTOSIIEM
n300peTeHNH, KOTOpOE SIBJISIETCSl JOCTATOYHBIM JUIsl  OCYLIECTBICHHS IPENIOoJaraeMoro
NPUMEHEHHUs, BKJIIOYas, HO HE OrPaHWYMBAsCH, JieueHHe 3abojeBaHus. TepaneBTHUECKH
3¢ (eKTUBHOE KOJWYECTBO MOKET BAapbUPOBAThCS B 3aBHCUMOCTH OT TPEATONAraeMoro
npuMeHeHus (in vitro wim in vivo) uinu cyObekTa U OOJNIE3HEHHOT'O COCTOSIHUS, KOTOPOE JieuaT
(HampuMmep, Beca, BO3pacTa M Moja CyObeKTa), TSKECTH OOJNEe3HEHHOTO COCTOSHUS, crocoda
BBEACHUS U APYruUX (PakTOPOB, KOTOPBIE MOXKET JIETKO OMNPEAENUTh CIELHAIUCT B JaHHON
oOnacti TexHUKU. TePMHH Takke OTHOCUTCS K J03€, KOTOpasi OyJeT BbI3bIBATH ONMpPENeICHHBIN
OTBET B KIETKaX-MHIIEHSX (HampuMep, CHIDKEHHE aire3nyd TPOMOOLMTOB H/WIIM MUTPALUA
kietok). Konkpernas no3a OyneT BapbUPOBATHCS B 3aBHCUMOCTH OT KOHKPETHBIX BBIOPAHHBIX
COEAMHEHUH, peXUMa IO3MPOBAaHUS, KOTOPOrO HEOOXOOUMO TNPHUAEPKUBATBCS, OT TOTIO,

BBOOUTCA JIKU COCAUHECHHUEC B KOM6I/IHaI_II/II/I C APYIUMH COCANHCHUAMU, BPDEMCHU BBCACHUS, TKAHU,



B KOTOPYIO OHO BBOAWTCS, M (PU3NYECKOH CHCTEMBI TOCTABKH, B KOTOPOH TPAHCIOPTHPYETCS
COEIIUHEHHE.

[44] Tepmunbl ‘“SHaHTHOMEpPHO OOOrameHHBIH,” “IPHAHTHOMEPHO YUCTHIA U
“HepaleMUYecKUil’, KaK MPUMEHSIOT B HACTOSILIEM ONMUCAHUHU, OTHOCATCS K KOMIIO3ULUSIM, B
KOTOPBIX MPOLIEHT IO BECy OJHOI'0 3HAHTHOMEpA SABJSETCS OONBIINM KOJHYECTBA JAHHOTO
OZTHOTO SHAHTHOMEpAa B KOHTPOJIbHOH CMECH palleMU4eCKOW KOMIIO3UIMH (Harpumep, OOIbIIuM
yeM 1:1 mo Becy). Hampumep, sHanTHMOMepHO oOorameHHbIH npenapar (S)-sHaHTHOMEpA,
o0o3HaYaeT mpemnapar coemuHeHus, comeps:kamuii 6onee yem 50% mo Becy (S)-sHaHTHOMEpA
OTHOCHUTENIbHO (R)-3HaHTHOMEpa, TaKOHW Kak, MO MeHbinel Mepe, 75% Mo BeCy, TakoW Kak, IO
menbLIeit Mepe, 80% 1o Becy. B HEKOTOpBIX BapHaHTax OCYIIECTBIIEHHs], OOOTALICHUE MOKET
ObITe 3HauuTeapbHO Oonbme 80% 1o Becy, oOecrednBas «CYLIECTBEHHO 3HAHTUOMEPHO
O0OTaIeHHBII, «CYIECTBEHHO SHAHTHOMEPHO YHUCTBINY) MITH ITPAKTHYECKH HEPALEMHYECKHID
npenapar, KOTOPbIii OTHOCUTCA K MpenapataM KOMIO3HULMH, KOTOpPbIE CONEPKAT, MO MEHbLIEH
Mmepe, 85% 1o Becy OAHOIO SHAHTHUOMEPA OTHOCUTENIBHO JPYroro 3HaHTHOMeEpA, TAKOH Kak, IO
MeHbIel Mepe, 90% 1o Becy, M Takol Kak, o MeHbluedl Mmepe, 95% mno Becy. TepMuHsI
“IracTepeoOMepHO O0OTaIEeHHBIH U “IHACTEPEOMEPHO YUCTBIN , KaK MPUMEHSIOT B HACTOSIIEM
OMMCAaHUH, OTHOCATCS K KOMIIO3ULMSM, B KOTOPBIX INPOLIEHT IO BECYy OAHOIO AHacTepeoMepa
ABJIIETCS OOJBIINM YeM KOJHMYECTBO JAHHOTO OJHOTO JHUAcTepeoMepa B KOHTPOJIBHOHN cMecH
InacTepeoMepoB. B HEKOTOPBIX BapHaHTax OCYIIECTBIEHHs, OOOTalieHne MOXeT OBbITh
3HauuTeNbHO OonbmuM, yeM 80% mo Becy, obecrednBasi «CYLIECTBEHHO IUACTEPEOMEPHO
o0oraleHHbII» WIN «CYIECTBEHHO JUACTEPEOMEPHO YUCTHINY MpenapaT, KOTOPbIH OTHOCUTCS K
npenaparaM KOMIIO3ULIMH, KOTOpblE COAEp:KaT, MO MeHbliell Mmepe, 85% mo Becy OIHOIO
auacTepeoMepa OTHOCUTENIBHO APYTUX TUACTEPEOMEpPOB, TAKOH Kak, Mo MeHblieil mepe, 90% mo
BECy, U TAKOM KakK, IO MeHbIIel Mepe, 95% 1o Becy

[45] B mpeamouTHTENBHBIX BapHAHTAaX OCYLIECTBJICHHs, SHAHTHOMEPHO OOOorameHHas
KOMIIO3UIMsT HMMeeT Oosiee BBICOKYIO S()(HEKTUBHOCTb B OTHOLICHUH TEpaneBTUYECKON
MOJIE3HOCTH Ha €UHUIY MACChl, YeM palieMHuiecKkasl CMeCh JaHHON KOMIO3ULMHI. DHAHTHOMEPHI
MOJKHO BBIIENIUTh W3 CMecel crmoco0amu, HM3BECTHBIMH CIENHAaINCcTaM B IaHHOH oOjactu
TEXHUKH, BKJIIOYAs XUPATBHYIO JKUAKOCTHYIO XpomaTtorpaduio Bbicokoro aasieHus (BOXKX) u
MOJlydYeHHEe W KPUCTAJUIM3ALMI0 XUPAJIbHBIX COJIeH, WIM MPeANoYTUTEIbHbIE 3HAHTHOMEPHI
MOJKHO TIOJIyYUTh AaCUMMETpPHUYHBIM cuHTe30M. Cmotrpu, Hampumep, Jacques, ef al,
Suanmuomeps, Racemates u Resolutions, Wiley Interscience, New York (1981); E. L. Eliel u S.
H. Wilen, Stereochemistry of Organic Compounds, Wiley-Interscience, New York (1994).

[46] “OHaHTHOMEpHAs YUCTOTA”, KAK MPUMEHSIOT B HACTOSIILEM OMHCAHUH, OTHOCUTCS K
OTHOCHUTENIbHBIM KOJIMYECTBAM, BBIPAXKEHHBIM B BUJE IPOLEHTA, MPUCYTCTBUS KOHKPETHOTO
SHAHTHOMEpa OTHOCHUTENbHO APYroro sHaHtuomepa. Hampumep, eciau coeanHeHue, KOTOpoe
NOTEHIMAbHO MOKeT uMeTh (R) - mm (S) -u3omMepHyr0 KOHQUrypauuio, MPUCYTCTBYET B BUIE
paLeMuYecKOi CMeCH, SHAHTHOMEPHAs! YUCTOTa COCTaBIsAeT OKoJIo 50% otHOocHTenbHO miH (R)-
wii (S)-uzomepa. Ecniu B maHHOM coennHeHHMM OfHa H3oMepHas (gopma mnpeobnamaer Han

apyro#i, Hanipumep, 80% (S) - u 20% (R) -, s5HaHTHOMEpHAast YUCTOTA COEAUHEHHUsI OTHOCUTEIBHO



(S)-uzomeproii  ¢opmbl coctaBasieT 80%. DHAHTHOMEPHYIO YHCTOTY COEOUHEHHUS MOXKHO
OTIPENENIUTD PSAOM CIIOCOOOB, M3BECTHBIX B JJAHHOW OOJACTH, BKJFOYAsi, HO HE OTPaHUYHBASCH,
Xpomarorpaduro, MpUMEHsIsl XUPAJIbHYIO MOJIOXKKY, NOJSIPUMETPHUUECKOE U3MEPEHNE BPALCHUS
NOJISIPU30BAHHOTO CBETA, CIIEKTPOCKONMIO SIAEPHOTO MArHUTHOTO PE30HAHCA, HNPHUMEHs
XHUpAJbHbIE CIBUTAIOLINE PEAreHThl, KOTOPbIe BKJIIOYAIOT, HO HE OIrPAaHHUYMBAIOTCS, XUPAJIbHbIE
KOMILJIEKCBI, COZIeprKallie JAHTAHOUIBI, UK cnupT [lupkia, nim nepuBaTU3aLUu0 COEIMHEHUH,
NPUMEHsIsI XUpPalbHOE COeJMHEHHe, Takoe Kak Kuciora Moinepa, ¢ mnocienyromei
xpomarorpadueli Wiu CIeKTPOCKOMHEH sIIePHOT0 MArHUTHOTO PEe30HAHCA

[47] Tepmun “ICs0” OTHOCHUTCS K MOJYyMAaKCUMAJIbHON MHTHOMPYIOIIEH KOHLEHTPALUH,
m.e. wuHruOuposanmro S50% TpeOyemoii aktuBHOCTH. TepmuH “ECso” OTHOCHUTCS K
KOHLICHTPALIUK JIEKAPCTBEHHOTO CPEACTBA, MPH KOTOPOH ITOCTUTAETCSl TOIYMAaKUCMaJIbHBIN
OTBET.

[48] “M3omepbl” MpencCTaBISIOT COOOW pa3Hble COENMHEHHS, UMEKIIHe OIUHAKOBYIO
MOJIEKYJSIpHYIO  popmyny. «CTepeon3oMepbl» NPEACTABISIIOT COOOH H30MeEphI, KOTOpBIE
Pa3NIUYAOTCA TOJIBKO CIOCOOOM  PAcIOJIOKEHUs] aTOMOB B TIPOCTPAHCTBE, T.€., HMEIOT
PA3UYHYIO CTEPEOXMMHYECKYI KOHPUTYpPALUIO. « DHAHTHOMEPBI» MPEICTABISIOT COOOH mapy
CTEPEON30MEPOB, KOTOPBIE SIBISIFOTCS HECOBMECTUMBIMU 3€PKaJbHBIMH OTOOPAKEHUSIMH APYT
apyra. Cmech 1:1 mapsl 3HAHTHOMEPOB MPENCTABISAET COOOH «paleMHUYECKYIO» cMech. TepMuH
«(£)» mTpuUMEHSIOT U1 OOO3HAUYEHHUS pPALEMUYECKOM CMecH, TAe 3TO HeoOXOIuMo.
«/lnacrepeon3oMepbly MPEACTABIBIIOT COOOH CTEpEON3OMEPhI, KOTOPBIE COEPIKAT, IO MEHBIIEH
Mepe, 1Ba ACHMMETPHYHBIX aTOMA, HO HE SIBJISIFOTCS 3€PKAJIbHBIMU OTOOPaKEHUSMU JPYT ApyTa.
AOCOJIIOTHYIO CTEPEOXHUMHUIO OMPEeNeNsiioT B cooTBeTcTBUH ¢ R-S cuctemoii Kana-HMuronbna-
IIpenora. Korna coequHeHue npeacTapisieT coOOH YUCThIH HYHAHTHOMED, CTEPEOXUMHUST KaXKJOTO
XUPAJBPHOTO aToMa yriiepoma MOXeT ObITh ykaszaHa ¢ nomoubto R wmmm S, PaspenenHble
coenuHeHus, abCOMOTHAs KOH(UIypanus KOTOPBIX HEU3BECTHA, MOTYT ObITh 00O3HaueHb! (+)
wii (-) B 3aBUCUMOCTH OT HarpaBlieHHs (MpaBO- WM JIEBOBpAINAKOLIEE), B KOTOPOM OHHU
BPALIAIOT IUIOCKOMOJISIPU30BAHHBIA CBET NMPH JUIMHE BOJHBI JuHUU D Hatpus. Hekoropwie u3
COEMHEHUH, ONMHUCAHHBIX B HACTOSALIEM W300PETEHHH, COAEpPKAT OAMH WJIH HECKOJbKO
ACHMMETPUYHBIX LIEHTPOB W, TAKMM OOpPa3OM, MOIYT JaBaThb YHAHTHOMEPHI, AHACTEPEOMEPHI U
ApyTHe CTePEOH30MEpHbIe (POPMBI, KOTOPBIE MOXKHO ONPENEIUTb C TOYKH 3peHUs1 aOCOMOTHON
crepeoxumuu kak (R) - wmn (S)-. TlogpasymeBaercs, 4TO HACTOSIINE XUMUYECKHE COSTUHEHUS,
(apmaneBTHIECKHE KOMIIO3ULUU M CIIOCOOBI BKJOUAIOT BCE JAHHBIE BO3MOXKHBIE H30MEpHI,
BKJIFOYAsT PALEMUYECKHE CMECH, OINTHYECKH 4YHUCThle (OPMBI U TMPOMEKYTOUYHBIE CMECH.
Ontuueckn aktuBHbe (R)- 1 (S) -n30Mepbl MOYKHO MOJYYHUTh, TPUMEHSISI XHPAIbHbIE CHHTOHBI
WA XUPAJIbHBIE PEAreHThl WM MOKHO Pa3leNTh, IPUMeHsss oOmenpuHaTbie cocodsl. Korna
COEIMHEHUs], ONMCAHHbIE B HACTOSIIEM HM300PETEeHHH, COIepKaT oJie(HMHOBBIE TBOWHBIE CBSI3U
WIN PYTUe LEHTPbl FEOMETPHUUECKON aCHMMETPHH, U €CIIM HE YKa3aHO MHade, MPeaIoaraercs,
YTO COeNMHEHMs BKIIFOYaOT U E u Z reomerpuueckue n3oMephl.

[49] “MPN-BP” otHocurcs k OnactHoii ¢aze (BP) wmmenonponugpepaTuBHbIX

HoBOOOpa3oBanuii (MPN), onucaHHBIX B HACTOSIIIEM ONHCAHUU.



[50] Ilpenmonaraercs, uTo ‘“‘dapMaleBTHYECKH NPUEMIIEMBbIi HOCUTENb MU
“(bapMalleBTHYECKH TPHEMJIEMOE BCIOMOTaTeNIbHOE BEINECTBO BKIJIIOYAeT JOOOH U Bce
PacTBOPUTENH, TUCTIEPCHOHHBIE CPEIbl, TIOKPBITHS, aHTUOAKTEpPHAIbHbIE  TPOTUBOTPUOKOBBIE
CpeACTBa, HM30TOHMYECKHE CPEACTBA M CPEACTBA, 3aMenyiromue adcopbumro. Ilpumenenue
JAHHBIX CPeXl U areHTOB JUJIs AKTUBHBIX (PapMalleBTUUECKUX MHIPEIUEHTOB XOPOIIO U3BECTHO B
AaHHOW obyacTu. 3a UCKIIIOYEHUEM CITy4yaeB, KOTAa Kakas-Iiu0o o0IenpuHsITas cpeaa Uikl areHT
HECOBMECTHMBI C AKTHUBHbIM (PapMalleBTUYECKUM HWHIPEAUEHTOM, IPEAIOaraeTcst ee
NPUMEHEHUE B TEPANEBTHUYECKUX KOMITO3UIMAX HACTOSILIEro M3o0pereHus. JomonHuTenbHbIe
AKTHUBHBIE HHIPEIUEHTHI TAK)KE MOTYT OBITh BKJIFOUEHBI B OITUCAHHBIE KOMIO3HLIUH.

[51] Tepmun “dapmManieBTHUECKH TpUEMIIEMasi COJIb~ OTHOCHUTCSI K COJISIM, MOJTyYEHHbIE
U3 MHOJKECTBA OPTaHMYECKUX M HEOPTraHUYECKHX MPOTHBOHMOHOB, M3BECTHBIX B TAHHOW 00JacTh
TeXHUKH. PapMalleBTUYECKH MPHEMJIEMbIE COJIM MPUCOSIUHEHUS! KUCIOThI MOYKHO TMOJYYHTh C
HEOPraHMYECKUMH KUCJIOTAMU M OPTaHHYECKUMH KHCiIoTaMH. HeopraHuueckwe KUCIIOTHI, U3
KOTOPBIX MOJKHO TIOJIYYUTh COJH, BKIIFOYAIOT, HANPUMEP, XJOPHUCTOBOAOPOAHYIO KHCJIIOTY,
OpPOMHUCTOBOIOPOIHYIO KHUCIIOTY, CEPHYIO KUCJIOTY, a30THYHO KHCIOTY U (POCHOPHYIO KHCIIOTY.
Opraandeckre KHCIOThL, U3 KOTOPBIX MOJKHO MOJIYYUTh COJIM, BKIFOYAOT, HAIPUMED, YKCYCHYIO
KUCJIOTY, TPONMHOHOBYIO KHCJIOTY, TJIMKOJIEBYIO KHCJIOTY, IHPOBHUHOTPAIHYIO KHCIOTY,
IIaBEJIEBYI0 KHCJOTY, MAJEUHOBYI KHCIOTY, MAJOHOBYI KHCIOTY, SIHTAPHYIO KHCJIOTY,
(byMapoByI0 KHCIIOTY, BUHHYIO KHCJIOTY, JJHMOHHYIO KHUCJIOTY, O€H30MHYIO KHCIIOTY, KOPUYHYIO
KUCJIOTY, MUHJIQJbHYIO KUCIIOTY, METaHCYJIb(OHOBYIO KHUCIIOTY, 3TAHCYJIb()OHOBYIO KUCIIOTY, II-
TOJIYOJICYJIB()OHOBYIO KHCIIOTY M CAJTMIIMIIOBYIO KUCIOTY. PapManeBTHUYEeCKU NTPUEeMIIEMbIE COJTU
NPUCOEINHEHUS] OCHOBAHUM MOJKHO TIOJYYUTh C HEOPraHMYECKUMH U OpPTraHHYeCKUMU
OCcHOBaHUsIMU. Heoprannueckue OCHOBaHUS, W3 KOTOPBIX MOXHO IOJYYUTh COJIH, BKJIFOYAIOT,
HaIrpuMep, HaTPpUM, Kajaul, JUTHH, aMMOHUH, KaJIbLIUM, MarHui, skene30, LMHK, MeJlb, MapraHel]
U amoMuHui. OpraHudeckre OCHOBaHMs, W3 KOTOPBIX MOXKHO IOJYYUTbH COJIM, BKJIFOYAOT,
HarpuMep, MEepPBUYHBbIC, BTOPUYHBIE M TPETUYHbIC AMUHBI, 3aMELICHHbIE aMHUHbBI, BKJIIOYAs
BCTPEUAIOLINECs B TMPUPOAE 3aMEIICHHbIE AMHUHbBI, LUKJIUYECKHE aMHUHbI U OCHOBHbBIE
MOHOOOMEHHBbIE CMOJIbL. KOHKpeTHbIe MPUMEPBI BKJIOYAIOT W3OMPONUIAMUH, TPUMETHUIIAMUH,
IVSTUIAMUH, TPHUATIJIAMHH, TPUIIPONIIAMHH M 3TaHOJaMUH. B  m30paHHBIX BapuaHTax
OCYIIECTBIIEHHsI (papMaLIeBTUYECKH MpHEeMJIEMasi COJIb PUCOCAMHEHUS] OCHOBAaHHUSI BbIOpaHa U3
COJiel aMMOHUS, KaJiMsl, HATPUs, KaJIbIHs M MarHus. TepMHH «COKPHCTaUD» OTHOCHTCS K
MOJIEKYJISIPHOMY KOMIUIEKCY, MOJIyYEHHOMY M3 Psiia COKpHCTaIooOpa3oBaTeneli, H3BECTHBIX B
DaHHON OONacTH TEXHHKH. B OTiiM4Me OT CONMM COKpPHUCTAUl OOBIYHO HE BKIIOYAET MEPEHOC
NPOTOHA MEXAY COKPHCTAUIOM M JIEKAPCTBEHHBIM CPEACTBOM, M BMECTO 3TOrO BKJIOYAET
MEKMOJIEKYJISIPHbIE B3aMMOJEHCTBHS, TaKUE KaK BOIOPOIHAS CBsI3b, CTOKMHI apOMATUYECKHX
KOJIEI] WM JAHUCIIEPCHOHHBIE CHJIBI MEXIY COKPUCTAIIOO0pa3oBaTeNieM U JIEKapCTBEHHBIM
CPEACTBOM B KPUCTAJUTMIECKOH CTPYKTYpE.

[52] Tepmunnr “QD,” “qd” nmu “q.d.” obo3HauaroT quaque die, unu ONWH pa3 B JIEHb.
Tepmunsr “BID,” “bid” wnu “b.1.d.” obo3HauaroT bis in die, unn nBaXabl B J€Hb. 1epMUHBI

“TID,” “tid” wmm “t.i.d.” obOo3HauaroT fer in die wnu Tpu pasza B neHb. Tepmunsl “QID,” “qid”
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wi “q.1.d.” obo3HavaroT quater in die iy 4eTeIpe pa3a B JCHb.

[53] “ConpBaT” OTHOCUTCSI K COSUHEHHIO B BUe (PU3MUECKOTO acCoLMaTa ¢ OAHOW MU
Oonee MonekyiIaMu GpapMarieBTHYECKH IPHUEMIIEMOTO PACTBOPUTEIS.

[54] “Tepanesruueckuii 3¢pdexr”, kak NaHHBIH TEPMHUH NPHMEHSETCS B HACTOALIEM
n300peTeHn:, BKJIIOYAaeT TepaneBTHueckuil >ddexkt w/mmm npodpunaktudeckuil 3p¢exT, Kak
omnucano Bbime. [Ipopunakriuueckuii 3pdexT BKIIOYAET OTCPOUKY MM YCTPAHEHHE MOSBICHUS
3a00JIeBaHMs WJIM COCTOSIHUSI, OTCPOUKY WJIM YCTPaHEHHE MOSBJICHUS] CUMIITOMOB 3a00JIeBaHUs
WIN COCTOSTHUSI, 3aMeJIJICHUEe, OCTAHOBKY HJIM OOpalleHre MporpeccupoBaHus 3a00JeBaHMs WIH
COCTOSIHUSL WJTH JIFOOYIO MX KOMOMHALHIO.

[55] Korma nuama3oHbl MNPUMEHSIIOT B HACTOSIIEM W300pETEHUH JUIsl OMMCAHUS,
Hampumep, (PU3MUECKUX WJIM XUMHYECKHUX CBOMCTB, TaKMX KakK MOJIEKYJSIpHAsh Macca WU
XUMHYECKHe (HOPMYJIBL, TIPEATIONAraeTCsl, YTO Bce KOMOUHAIMM U CyOKOMOMHALIMH THAIAa30HOB
U KOHKDETHBIE BAPUAHTBl OCYIIECTBIEHHsS BKJIIOYEHbl B HUX. IIprMeHeHHWe TepMHHA
«TPUOJM3UTENBHO» MPHU OOpALIeHWH K YHCIY HJIM YHUCIOBOMY [HANa30Hy O0O3HAYaeT, 4TO
YKa3aHHOE YHCJIO WM YHCJIOBOW JAMANa3oH SBJISIETCS TNPUONM3UTENbHBIM B Ipenenax
SKCIIEPUMEHTAIPHON H3MEHYMBOCTH (WM B MpeneNnax CTaTUCTUYECKOH 3KCIIEPUMEHTAIbHOM
OLINOKH), ¥, TAKUM 00pa30oM, YHUCIIO MIIH YHUCIIOBOH AMANA30H MOKET BAPbUPOBATHCS, HATIPUMED,
oT 1% no 15% oT yka3aHHOro 4Yuclia WIM YUCIOBOTO auama3oHa. TepMuH «comep:kamuiny (u
CBSI3aHHBbIE TEPMHHBI, TaKHE KAaK «COAEPKATb» MM «COAEPIKHUT» WM UMEIOLINI» WU
«BKJIFOYAIOIMUKY») BKJIIOYAET TaKHE BAPUAHTHl OCYINECTBIECHHs, KakK, HAlpuUMep, BapHaHT
OCYIIECTBIIEHHS JIF0OOH KOMIO3MLIMHU BEIIECTBA, CIIOCO0a MIIN MPOIecca, KOTOPbIE «COCTOAT U3
WJIN «COCTOSIT MO CYILIECTBY M3» OMUCAHHBIX PU3HAKOB.

[56] CoenuHeHus MO HACTOsALIEMY M300PETEHUIO TaKXKe BKIIIOYAIOT KPUCTAJUINYECKUE U
amopdHbie ¢(opmbl coenunenust ¢opmynbsl (I) nmm dopmyner (II), BxirOwas, Hampumep,
NnOIUMOP(BL, TNCEBIONOMMMOPQBI, CONBBATBI, THUIPATHl, HECOJIbBATUPOBAHHBIE ITOJUMOP(QBI
(BKJIFOUAsT aHTHIPATHI), KOHPOPMAMOHHBIE MOJUMOP(BI 1 amopdHbIe HOPMbI COSAMHEHUH, a
Takke ux cmecH. «Kpucrammmaeckast Gopmay u «monumMopd» NpeaHa3HAYeHbl ISl BKIIOYSHUS
BCEX KPUCTAUTMYECKHX U aMOpP(HBIX (POPM COCOMHEHUs, BKIIOYAs, HAMPUMED, MOJUMOPPHIL
NICEBIOMOIUMOP(GBI, CONMBBATHI, THUAPATH, HECOJbBATHPOBAHHBIE MOMUMOP(DBI  (BKIFOUAs
aHTUPaThl), KOH(POPMALTMOHHBIE TOIMMOP(BI 1 aMOpHbIE POPMBI, @ TAKXKE UX CMECH, €CJIU He
YIOMMHAETCS] KOHKPETHAsI KpUCTaTH4eckas uiiu amopdHas popma.

CriocoObI eueHust paka

[57] Hacrosimmee u3oOpeTeHHe OTHOCHTCS K CHOCOOy JIeUEHHS paka, BKJIFOYAIOIIEMY
CTaqUI0O BBEIEHHs HYXXJAKOLIEMyCsl YeJIOBEKY HMHIHOWUTOpPA TOMOJIOra MBIIIHWHOTO JIBOHHOTO
mukpobenka 2 (MDM2) unu ero apmManeBTHYECKN MPUEMIIEMOI COJIH, B KOTOPOM pakK BBIOpaH
U3 TPYMIBI, COCTOSIIEH M3 KAPIMHOM, TAKUX KaK PaK MOYEBOTO IY3bIPsi, MOJOYHON JKEJe3Bl,
TOJICTOH KHIIKH, NMPSMON KHIIKH, TOYEK, MEeUeHH, JeTKuX (MEIKOKJIETOYHBIH pakK JIETKHX H
HEMEJIKOKJIETOUHBIN pPak JIETKHUX), MUIIEBOAA, SKETUYHOTO MY3bIPsA, SUYHUKOB, IMOIKENYIOYHON
JKeNe3bl, KeNMyaKa, MEeHKH MaTK{, IMUTOBUIHON JKeJe3bl, MPOCTaThl, TOJOBBI U IIEH, U KOXHU

(BryIFOYast Oa3aNbHBIA M TUIOCKOKJIETOYHBIA paK, MEJaHOMY, KapLUUHOMY U3 KJIETOK Mepkers,



11

capkomy Kamomm, num@ombl KOXH), T€MOMO3THYECKHX ONyXxoield JIUMQPOUAHON JHHUA
(BirOUast JIEWKEMHUIO, OCTPYIO JHM(PONIEHKEMHUIO, XPOHUYECKYI0O MHEJIOT€HHYIO JIEHKEMHUIO,
ocTpyro JumdobnacTHyo Jselikemuto, B-kierounyro numdomy, T-knerounyro mumdomy,
miMpomy XOKKHHA, HEXOIKKHUHCKYI JHM(OMY, BOJOCHUCTO-KJIETOYHYIO JHMpomMy u
muMpomy bepkuTTa); réeMOno3ITHYECKUX OIMyXOJiel MHUENIOMIHOTO MPOUCXOXKIEHHs (BKIIOUast
OCTPYI0O M XPOHHYECKYI0 MHEJIOTEHHYIO JIEHKEMHUIO, MHEJOAUCIIACTUYECKUNH CHHIPOM U
IPOMHUEJIOLUTAPHYIO JIEHKEMHIO);, OMYyXOJIM MEe3eHXUMAaJbHOTO MPOUCXOKACHUS (BKIIOYAs
¢dubpocapkoMy u pabIOMHOCAPKOMY U APYTHE CAPKOMBI, HAIIPUMEDP, MSATKUX TKaHEH U KOCTel),
ONMyXOJIM IIEHTPAJIbHONH M Tepudpepudeckoll HEPBHOH CHCTEMBbI (BKJIIOYAs AaCTPOLUTOMY,
HelpoOIacToMy, TIHOMY, TJIHOONACTOMY W IIBAaHHOMBI), M JAPYrde OMyXOuH (BKJIIOYas
MEJIAHOMY, CEMHUHOMY, TEepPaTOKapPIMHOMY, OCTE€OCAPKOMY, NHIMEHTHYIO KCEHOIEPOMY,
KEPAaTOKTAHTOMY M (OJUMKYJSIPHBIA pak IIUTOBUIHOW kene3pl). B omHOM BapuaHTe
ocymectsieHus, uHruonrop MDM2 mnpencrasnsier coboii coemmHenue ¢opmynsl (1) wmm
¢dopmynsl (II). B onHOoM BapmaHTe ocyiuecTBieHusi, HHruOuTop MDM?2 BBIOpaH W3 TPYIIIHL,
cocrositneit coemuHenuss ¢opmyael (1), ¢opmynsr (II), RG7388, tpunrommma, HDM201,
RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrnuna-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmManeBTHUYECKH MNPUESMIIEMbIX
coneii. B omHOM BapuaHTe ocymecTsieHust, THrHOuTop MDM2 BBIOpaH U3 rpymibl, cOCTOSIIEH
coequnenust ¢opmynsl (), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHueCKH
MIPUEMJIIEMBIX COJIEH.

[58] Hacrosiee n3o0pereHne Takke OTHOCHTCSI K MIPUMEHEHHI0O MHIHOUTOpa TOMOJIOTra
MBIIIUHOTO ABOIHOrO MukpobOenka 2 (MDM2) unn ero ¢apManeBTHUECKH MPHEMIEMON COJIH
IJISL JICYEHUS] paka y HY’KAAIOINErocs 4esioBeka, B KOTOPOM pak BBIOpaH U3 IPYIIIBI, COCTOSIIEH
U3 KapLHMHOM, TAKUX KaK PaK MOYEBOTO My3bIPsi, MOJOYHOH jKeJe3bl, TOJCTONW KUIIKH, MPSIMON
KUIIKH, TOYeK, MEYEeHHU, JIETKUX (MEJKOKJIETOYHBIH pakK JIETKUX W HEMEJKOKJIETOYHBIH pak
JIETKUX ), MUIIEBO/IA, JKETYHOTO MY3bIPsi, SUYHUKOB, TOKENTYIOUHON JKeJIe3bl, JKEIyIKa, MeHKn
MAaTKH, LIUTOBUIHOW >XEJIe3bl, MPOCTAThI, TOJIOBBl W INEH, W KOXH (BKIOYas Oa3aJbHBIA U
IJIOCKOKJIETOUHBIM paK, MEJNaHOMy, KapLUUHOMY W3 KiIeTok Mepkens, capkoMmy Kanomny,
TUM(OMBI KOXKH); TE€MOIMO3TUYECKUX OMyxoJyiel JUM(OUIHOW JUHUK (BKJIOYAs JIEHKEMHIO,
OCTPYI0 JTHUM(DOIEHKEMHUI0, XPOHUIECKYIO MHEJIOT€HHYIO JIEHKEMHIO, OCTPYIO JTHM(OOIaCTHYIO
aelikemuto, B-knerounyro smmbomy, T-knerounyro gmmbpomy, numpomy XOIKKHHA,
HEXOJDKKUHCKYIO JTUM(OMY, BOJOCHCTO-KJIETOUHYIO JmMpomy u numbpomy bepkurra),
I€MOTIO3TUYECKHX OIyXOJIeH MUEJIOUIHOTO MPOUCXOXKACHHUS (BKIIFOUAst OCTPYIO M XPOHHUYECKYIO
MHUEJIOTEHHYI0  JISMKEMHIO, MHEJOANCIUIACTHYECKUH CHHIPOM M NPOMHUENIOLUTAPHYIO
JEWKEMHUIO), ONyXOJIM ME3eHXMMAJbHOTO NPOUCXOXKAEHUs (Bkmrouas ¢Qubpocapkomy u
pabmomMuocapkoMy M JApPYrHe€ CapKOMBbI, HAmpuMep, MATKUX TKaHeH M KOCTel), OImyXoyu
LIEHTPAJIbHON U mepu(epruuecKoil HepBHOM CUCTEMBI (BKIIFOYAsk aCTPOLMTOMY, HelipobiacTomy,

TJIHOMY, TJIMOOJACTOMY M IIBAHHOMBI), W APYTHe OMYyXOJH (BKIIOYAs MEJaHOMY, CEMHHOMY,
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TEPATOKAPLIMHOMY,  OCTEOCApPKOMY, IUTMEHTHYK)  KCEHOJEpOMY, KEPAaTOKTAHTOMY U
(boMKyIApPHBIA paKk LIMTOBUIHON keJe3bl). B OAHOM BapuaHTe OCYIIECTBJIEHUS, WHTHOUTOP
MDM?2 npencrapinsier coboit coenunenue Gopmydsl (I) wmm popmynst (II). B onHoM Bapuante
ocyuecTsieHust, Hruonrop MDM2 BriOpan u3 rpymrbl, cocrosieii coequaenus: popmysl (1),
dbopmyier (I1), RG7388, Tpunronuna, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, nyrnuna-3, HyTiuHa-3a, HyTJIHHA-3b,
cepremerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 u ux ¢QapmaueBTUYECKH MNPUEMIIEMbIX coOJjieil. B OIHOM BapuaHTE OCYIIECTBICHHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHerus Gopmyisl (I), dopmyner (II),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux hapmaLieBTHUECKN PUEMIIEMBIX COJIEH.

CrniocoOb1 neuenust mueonponugepamiueno2o Hoeoobpasosanusi (MPN)

Hacrosiimee m3obpeTreHne Tak»ke OTHOCUTCS K crocoOy jedenuss MPN, BKIFOYArOIIeMy
CTaIUIO BBEIEHHs HYXXJAKOLIEMyCsl YeJIOBEKY HMHIHOUTOpPA TOMOJIOra MBIIIWHOTO JIBOHHOTO
mukpobenka 2 (MDM2) unu ero ¢apmareBrudeckn npuemieMoil comu. B omHOM BapmaHTe
ocymecteinenns, MPN BbiOpaH W3 rpymmbl, cocTosiiield M3 HCTUHHOH mnomummreMun (PV),
muenopudposa, MEPBUYHOTO muenohpudposa, TPOMOOIIUTEMUH, ACCEHINAIbHOM
tpombormremun (ET), mamonatudeckoro mmenodudposa, cucreMHoro macrouuto3a (SM),
xpoHnueckor HenTpodmmpHOH neiikemun (CNL), muenoaucriactudeckoro cuaapoma (MDS),
CHCTEMHOro 3aboneBaHMs TydHbBIX KieTok (SMCD). B onHOoM BapuaHTe OCYIIECTBIICHUS,
muenopudpo3 BBIOpaH M3 TIPyHIbL, CcocTosAllell u3 mnepBudyHOro muenodpudpoza (PMF),
muenopudbposa mocne ucTuHHOW mnojuuuremun (moct-PV. MF) u mumenodubposa mocre
scceHnMaibHOi Tpombomutemun (noct-ET MF). B omHOM BapuaHTe OCYIIECTBIICHMS,
nepBuuHblil Muenodpudbpos (PMF) BeiOpan wu3 rpymmel, cocrosimeid u3 npenduOpo3HOro
PFM/PFM panneit cranuu u PFM BbipakenHo#l ¢uOposHoii cragmu. B omHOM BapuanTe
ocywmecteieHus, MPN BbiOpaH M3 TpymImbl, COCTOSINEH W3 XPOHUYECKOH HEHTpo(HIbHON
JeHKeMUu (CNL), XPOHUYECKOU 303UHO(UITBHOM JeHKeMUH, XPOHUYECKOU
MuesoMoHoLuTapHOH selikemun (CMML), aTUIUYHON XPOHHUYECKOW MHUENOMIHOHW JIEHKeMHUU
(aCML), roBeHWIbHOH MHenOMOHoOLMTapHOH Jeiikemun (JMML), rumnep303MHOQUIBHBIX
cunapomoB (HES), u muenopucmiacTHueckux/MUeIonpoIr(pepaTuBHbBIX HOBOOOpPA30OBaHUH C
KOJIbLIEBUIHBIMU cHniepobmactamu u TpomOouuTozoM (MDS/MPN-RS-T). B ogHoM BapuanTe
OCYIECTBIICHHsI, UCTHHHAS TOJULUTEMHUS] TPEACTaBIsieT cCOOOH 3aBUCHUMYKO OT (pueboTomMun
UCTHHHYIO TOJHULUTEMUIO. B OZHOM BapuaHTe OCYLIECTBIIEHHS, Y YEJIOBEKA OIPENEINSIOT
HerepeHocuMocTh ruapokcumoueBruHbl (HU) (Henpuemnemble modounslie 3¢ ¢dexter). B ogHom
BapUAHTE OCYIIECTBIICHHS], YEIOBEUYECKOTr0 CYyOBEKTa OINpPENENSIOT KaK HEBOCIPHHMYHBOIO K
rugpokcumodeBrHe (HU) (HeamekBaTHbIi oOTBeT). B ONHOM BapuaHTe OCYIIECTBIICHUS,
YeJIOBEUECKHI CYOBEKT CTpajaeT OT CIUIGHOMeraiuu. B OomHOM BapuaHTe OCYLIECTBICHUS,
YeJIOBEUECKHH CYOBEKT CTPAaeT OT CINICHOMETAINH U SIBJISIETCS 3aBUCUMBIM OT ¢uieboromuu. B
OJHOM BapHaHTE OCYINECTBJICHUS, YEJOBEYECKHH CyOBEKT SBISIETC 3aBHCUMBIM  OT

¢neboromun Oe3 cruleHoMeramuu. B OgHOM BapuaHTe OCYLIECTBIIEHHS, 4YEJNOBEK He
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BOCIIPUMMYHB K Tepanuu pykconutuHuOoM. Heynaunas tepamnusi pyKCONIUTHHUOOM BKIIFOYAET,
HO HE orpaHu4uBaercs, (1) OTCYTCTBHE CHIKEHHS TSDKECTH WIM NPOrPECCUPOBAHUS JHOOOTOo
MPN y yesoBeka, moiy4aroIiero pykcomutunud, win (i1) peuunus jodoro MPN y genoseka
IOCJIe Tepanuy PyKCONUTUHHOOM. B OomHOM BapmaHTe OCYINECTBJIEHUS HEyNa4dHas Teparus
PYKCOJIUTUHUOOM HPEACTABISIET COOOH OTCYTCTBHE CHIDKEHMS TSKECTH HMJIH IPOrPECCUPOBAHUS
mo6oro MPN y denoBeka, MOJy4arOMero pykcoauTuHud. B oqHOM BapuaHTe OCYIIECTBIICHUS
HeyJauHasi Tepanusi pyKCOJIUTHHHOOM rpencrasisier codoil penunus modoro MPN y uenoseka
1ocje Tepamuu pykconuTuHuOOM. B omHOM BapuanTe ocyectBieHHs, UHrHOMTOp MDM2
npeacrasisier coboit coegmuenue ¢opmyiabl (I) wmm ¢opmynsr (II). B omHOM BapuanTe
ocyiecTBieHust, THruouTop MDM2 BrIOpan U3 rpymibl, cocrosieii coeauaenus: popmysl (1),
dopmyasl (IT), RG7388, Tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/iuHA-3a, HyTJIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 u ux ¢QapmaLeBTUYECKH MNPUEMIIEMbIX cojieil. B OINHOM BapuaHTe OCYIIECTBIICHHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHerus Gopmyinsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 n ux hapmanieBTHUECKH PUEMIIEMBIX COJIEH.

[59] B onHOM BapuaHTe OCYILIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCHTCS K CTIOCO0Y
neuernss MPN, BKIIIOYAOIIEMY CTAaJWI0 BBEICHHUS HYKIAOIIEMYCsS YEJNOBEKY WHIHOUTOpA
rOMOJIOra MBIIIUHOTO JBOMHOTO MHUKpobenka 2 (MDM?2), rne narudurop MDM2 npencrasnsier
coboii coenunenne ¢opmynsl (I) unu Gopmynsr (II) uwnu ero dpapmaneBTHUECKH MPUEMIIEMYIO
conb, B kKotopoM MPN BbIOpaH M3 Ipymmbl, cOCToAlIed W3 HUCTUHHOW mnoiuuutemun (PV),
muenopudposa u scceHuuanbHon Tpomobouuremun (ET). B oqHOM BapuaHTe OCyLIeCTBICHUS,
UCTUHHAS TOJULUTEMHUs] MpEeACTaBisieT CcoOOi 3aBUCHMYIO OT (h1e0OTOMHHM HCTHHHYIO
NOJULUTEMHIO. B OTHOM BapuaHTe OCYLIECTBIICHHS, Y€JIOBEYECKOro CyOBeKTa ONpeesstoT KakK
CTPAAIOLIET0 OT HEMEePEeHOCUMOCTH ruapokcuMoueBuHbl (I'M) (Hempuemyemble MOOOUYHBIE
a¢dexTrr). B omHOM BapuaHTE OCYIIECTBIIEHHS, YEJOBEUECKOrO CyOBEeKTa OMPENeNsIOT Kak
HeBoCTpuUMYMBOrO K rugpokcumodeBnne (HU) (neamexBaTHblii oTBeT). B omHOM BapuanTe
OCYIECTBIICHHSI, YEJOBEYECKUH CyOBEKT CTpajaeT OT CIUIeHOMerajiuu. B omHOM BapuaHTe
OCYILECTBIIEHHS, YEJIOBEK CTPAAET OT CIUICHOMETAJIMU U SIBJSIETCS 3aBUCUMBIM OT (h1e00TOMHH.
B opHOM BapuaHTe OCYINECTBJICHUS, YEJIOBEUYECKUH CYOBEKT SIBISIETCS 3aBHCHUMBIM OT
¢neboromun 6e3 cruileHoMerajanu. B omHOM BapHaHTe OCYIIECTBJICHHUS, YEIOBEUECKUN CyOBEKT
MOTepIeN HeyAady C MPeAMeCcTBYOMeH Tepanueil pyKCOTHTHHUOOM.

[60] Hacrosimee n3o0peTeHne Takke OTHOCUTCA K criocoOy nedenust MPN (MPN-BP) B
OnmacTHO# (hase, BKIIOYAIOIIEMY CTAIHMIO BBEOCHHS HYXXAAIOLIEMYCsl YeJOBEKYy HHIHOUTOpa
rOMOJIOTa MBIIIMHOTO ABOWHOro wmukpodenka 2 (MDM2) wunm ero (¢apmaneBTHUECKH
npuemsieMoii coinu. B omHoM BapmanTe ocymectBieHusi, MPN-BP BeiOpan w3 rpynmsi,
COCTOsALIIEH M3 MCTUHHOW momuuuTemMun OnactHol ¢asbl (BP-PV), muenodpudposa OmactHOM
¢daspl, nepBuyHOro Muenopudposza OnactHON ¢asel, TpomOomuTeMuu ONacTHOU (assbl,

acceHIuaNIbHON Tpomboruremun OnactHoit ¢asbl (BP-ET), mnuonaruueckoro muenodpudposa
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OmactHoil (as3el, cucTtemMHOro wmacrouurosa OxactHoi a3zl (BP-SM), xponuueckoit
HelrpopunbHO# nefikemun OnactHOW (aspl (BP-CNL), mMuenomucmiacTU4eckoro CHHIpOMA
6nactHoil ¢aszer (BP-MDS) u cucremHoro 3a0oneBaHus TY4HBIX KJIETOK OnactHOU (assr (BP-
SMCD). B onmHoM BapuaHTe OCYyINECTBJIEHUs, Muenopudpo3 OmacTHON (a3el BbIOpaH U3
TPYIIIBI, COCTOSIIIEH 13 nepBudHOro Muenoduodposa onactaol ¢assl (BP-PMF), muenopudbposa
nocje UCTUHHOM mnomuuutemun OnactHoi ¢asel (BP-noct-PV MF), u muenopudposza mocne
SCCEHIMAJbHON TpomOouuremun OnactHoit ¢asbel (BP-moct-ET MF). B ongHom BapuanTe
OCYIIECTBIIEHHsI, TIepBUYHbIIN Muenopudpo3 OnactHoi ¢aser (BP-PMF) BbiOpan u3 rpymmsi,
cocrositeir w3 npenpudposnoro PMF/PMF  panneit cramuu OnactHoii ¢aser u PMF
BbIpakeHHOW (uOpo3HON cramuu OnactHo# (a3l B omHoM Bapuante ocymectsienusi, MPN-
BP BbIOpan 13 rpymnibl, COCTOSALIEH U3 XPOHUIECKOH HEUTPODUIIbHON JIeHKeMUHU 0J1aCTHON (ha3bl
(BP-CNL), XpoHHUYECKOW 3O3MHOPWIBHONW JIeWKeMUHu OnacTHOW (asbl, XPOHHYECKOH
MHEJIOMOHOLMTapHOH Jselikemuu OnactHoit (asel (BP-CMML), aTunmuuHOW XpOHHYECKOH
MUeNonaHON JelikemMun OnactHO# (aser (BP-aCML), rOBEeHHJIBHOH MHEJIOMOHOLUTAPHON
neiikemun OmactHo# ¢asbl (BP-JMML), rumep303nHOGHUIBHBIX CHHAPOMOB OnacTHOM (hassl
(BP-HES), u muenonucriacTHuecKux/MuenonponudepaTuBHbIX HOBOOOpPA30BaHUN OJacTHOMH
¢asbl ¢ KOJBIEBUIHBIMU cunepodnactamu u tpombonutosom (BP-MDS/MPN-RS-T). B onaom
BapUAHTE OCYIIECTBICHMs, HCTUHHAs IOJIMLUTEMHs1 OnacTHOW (pas3el mpencTaBisier coOOH
3aBUCUMYIO OT (pieOOTOMUN UCTHHHYIO MOJUIMTEMHUIO. B OHOM BapuaHTe OCYIIECTBICHUS, Y
YeJIOBEeKa OMPeNeIsIIoT HenepeHocuMocTh ruapokcumoueBruHbl (HU) (Henpuemnemblie moOouHbIe
s¢dexTrr). B omHOM BapuaHTe OCYIIECTBJIEHHS, YEJIOBEUECKOro CyOBeKTa OMPEenelsioT Kak
HeBocnpuumMunuBoro k rugpokcumouesnne (HU) (neanexBaTtHblil oTBeT). B omHOM BapmanTe
OCYLIECTBJICHHs, YEJIOBEUECKHI CyOBEKT CTpajaeT OT CIuleHOMeraquu. B omHOM BapuaHTe
OCYLIECTBJICHHSI, YEJIOBEUECKHI CYObEKT CTPajaeT OT CIUIEHOMETaJuu M SIBJISETCS 3aBUCHMbIM
or ¢Queboromun. B omHOM BapmaHTe OCYINECTBIECHHUS, YENIOBEYECKUH CyOBEKT SBIseTCS
3aBUCUMBIM OT (pyieboTomun Ge3 criyieHoMeranuu. B omHOM BapuaHTe OCYINECTBJICHHS, YEJIOBEK
HE BOCIPHUMYHB K TEpanuu pPyKCOTUTHHUOOM. Heypaunasi Tepanusi pPyKCOJUTHHHOOM
BKJIFOYAET, HO HEe OrpaHUYHMBaeTCs, (1) OTCYTCTBHE CHUKEHUS TSDKECTH WJIH MPOTPECCHPOBAHUS
moboro MPN y denoBeka, MOJIyYaOLUIero PpyKCONMUTUHUO, win (i1) permaus yrodoro MPN y
YeJIOBEKa IMOC]e TEePauH PYKCONUTHHHOOM. B OMHOM BapuaHTe OCYINECTBIIEHHs, HEyJadHas
Tepanusi PYKCOJUTHHUOOM TPEACTaBsieT COOOH OTCYTCTBHE CHIKEHHS TSDKECTH WU
nporpeccupoBanusi jrodboro MPN-BP y dyenoBeka, mosydaromero pykcOJIUTHHUO. B omHOM
BapUAHTE OCYLIECTBIICHHs HEyAayHAasi TEpanusi PyKCOMTUTHHUOOM MpeNCTaBIseT COOOH peruanuB
moboro MPN-BP vy wuenoBeka mocne Tepanuu pykconutuHuOOM. B omHOM BapmanTe
ocymectsieHus, uHruonrop MDM2 mnpencrasnser coboii coemmnenue ¢opmynsl (I) wmm
dopmyner (II). B omHoMm BapmanTe ocyuiectBieHusi, nHruOutop MDM?2 BbIOpaH W3 TPYIIIIBI,
cocrositneit coemuHenuss ¢opmyael (1), opmynsr (II), RG7388, tpunrommma, HDM201,
RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrnuna-3, HyTauHa-3a, HyTInHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHdecku NpPHEMIIEMbIX
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coneii. B ogHOM BapuaHTe ocymecTBiaeHust, HHrHOuTop MDM2 BrIOpaH M3 rpymibl, COCTOSIIEN
coequnenust ¢opmynel (), ¢opmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢dapmaneBTudecku
npuemiieMblx cosieii. B ogHOM BapmaHTe ocyuiecTBieHusi, uHruoutrop MDM?2 BBOzmAT B
JO3UPOBKE, BHIOPAHHOI M3 TPYyMIbI, cOCTOsIEN U3 15 Mr omuH pas B neHb, 25 Mr OAHMH pa3 B
neHb, 30 Mr oguH pa3 B AeHb, SO Mr OAUH pa3 B AeHb, 60 MI OAUH pa3 B I€Hb, /5 MI OAUH Pa3 B
neHb, 90 mr onuH pa3 B AeHb, 100 Mr oguH pas B neHb, 120 Mr onuH pa3 B AeHb, 150 mMr onuH
pa3 B ieHb, 175 Mr oauH pas3 B AeHb, 180 Mr onuH pas B AeHb, 200 Mr onuH pas B AeHb, 225 mr
OZIMH pa3 B JieHb, 240 Mr oiMH pa3 B IeHb, 250 Mr OJiMH pa3 B A€Hb, 275 Mr oAuH pa3 B AeHb, 300
MTI OZIMH pa3 B JIeHb, 325 Mr oAauH pa3 B ieHb, 350 Mr OJUH pa3 B AeHb, 360 MI OMH pa3 B J€Hb,
375 mr oauH pa3 B eHb, 480 Mr onuH pa3 B A€Hb, 15 Mr ABa pa3 B IeHb, 25 MI [1Ba pa3 B J€Hb,
30 mr aBa pa3 B AeHb, S0 Mr 1Ba pa3 B 1eHb, 60 Mr 1Ba pa3 B IeHb, 75 Mr ABa pa3 B AeHb, 90 mr
nBa pas B AeHb, 100 Mr nBa pa3 B neHb, 120 mr nBa pas B neHb, 150 mr aBa pa3 B aeHb, 175 mr
nBa pas B neHb, 180 Mr nBa pas B neHb, 200 Mr 1Ba pas B eHb, 225 Mr 11Ba pa3 B IeHb, 240 mr
IBa pa3 B AeHb, 250 Mr 1Ba pas B IeHb, 275 Mr nBa pa3 B feHb, 300 Mr aBa pa3 B AeHb, 325 mMr
IBa pa3 B AeHb, 350 Mr ABa pa3 B AeHb, 360 Mr 1Ba pas B IeHb, 375 Mr 1Ba pa3 B AeHb, U 480 mr
IBa pa3 B JeHb. B OOHOM BapHaHTe OCYINECTBJICHHUs, uHrnomrop MDM?2 BBOIST 4eNnOBEKY
coryacHo maparpady “J{03upOBKH U PEKUMBI TO3UPOBAHUS .

[61] B omHOM BapwaHTe OCYLIECTBJICHHUS, MHUEIO(UOPO3 BBHIOpPAH U3 MEPBUYHOIO
muenopudbposza (PMF), mmenodpubposa mocne wucruHHON mnomunutemun (noct-PV. MF) u
muenodudposa nocne scceHmanbHol Tpomboruremun (noct-ET MF).

[62] B omHOM BapuaHTe OCyLIECTBJICHHUS, MHUENO(UOPO3 BBHIOpAH U3 MEPBUYHOTO
muenopudposza (PMF), muenopubpoza mnocne wuctuHHON nojauuutemun (moct-PV MF) u
muenopuodposa nocne scceHunanbHoi Tpomodormremun (noct-ET MF), u yenoseky He nmomoria
Tepanusi pykconutuaudom s edenus PMF, noct-PV MF unu noct ET MF.

[63] B omnom Bapumante ocymectBienus, MPN xapakrepusyercs CALR wmyrtaumeit
(KanpeTuKyJIMH, pacloiofeHHbIi B XpoMocome 19p13,2), kak onucaHo B Massie, et al., N Engl
J. Med. 2013, 25: 2379-2390 u BKJIFOYEHO B HACTOsIIIEE M300pETEHHE C MOMOIIBIO CCHUIKUA BO
BCE CBOEH IMOJIHOTE.

[64] B omnom BapuanTe ocymectienus, MPN xapakrepusyercs MPL wmyrauueit
(OHKOTeH BHpYCa, BBI3BIBAIOIIEIO MHEJIONPONIH(EPATUBHYIO JIEHKEMHIO, PACIOIOKEHHBIH B
xpomocome 1p34), kak omucaHo B Pikman, et al., Plos Med. 2006; 3(7):e270 u BKIIFOYEHO B
HacTosiee N300peTeHre C MOMOIIBIO CChIIKH BO BCEH CBOEH MOJHOTE.

[65] B onHom BapuanTe ocyuectBienus, MPN xapakrepusyerca JAK2V617F
myTtauued. JAK2VO17F mnpencrasisier co0oil (PYHKIMOHANBHYID MYTalLUIO, CIIOCOOCTBYSI
LIUTOKWH-HE3aBUCUMOMY  POCTY  MHEJIOMIHBIX KJIETOK M  COCTaBjsieT  OOJNBLIIMHCTBO
muenonpoiudeparusabix HoBooOpazosanuii (MPN), kak onucano B Nakatake et al (Oncogene,
2012, 31, 1323-1333) u BKJIIOYEHO B HACTOsLIee M300pETeHHe C MOMOIIBI CCHUIKH BO BCEH
CBOEH MOJIHOTE.

[66] B omnom Bapuante ocymectsieHus, MPN xapakrtepusyercsi ogHOW wiu Oosee
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MyTalMsIMH, BBIOpaHHBIMU U3 rpymmbl, cocrosimeit u3 JAK2V617F, MPL, CALR u ux cmecu.

[67] B ongHOM BapuaHTe OCYLIECTBIICHHUSI, HACTOAIIEE N300PETEHIE OTHOCHTCS K CTIOCO0Y
neyeHuss UCTHMHHOW moymuutemun (PV) y uenoBeka, KOTOpBIH BKIIOHYAET CTAIMI0 BBEACHUS
yKa3aHHOMY YeJIOBEeKy TepamneBThuecku 3((ekTuBHOro konndecrsa uHruburopa MDM?2 wnu
ero (apmaueBTHYECKH MpuemMJeMoi coiu, rae uHruourop MDM?2 mnpencrasnsier coboit
coenuHenue Gopmynsl (1) wu popmyner (I1).

[68] B oqHOM BapHaHTe OCYIIECTBJICHHUS, HACTOSIIEE H300pETeHHEe OTHOCUTCS K CIIOCO0y
JedeHuss UCTHMHHOW mnojmuutemun (PV) y uenoBeka, KOTOpBIH BKJIOYAET CTAJUI0 BBEICHUS
YKa3aHHOMY 4YeJIOBEeKy TeparneBTHuecku 3(P(HEeKTUBHOroO KonndecTBa wmHruouropa MDM?2 wnu
ero (apmaueBTHUECKH TpuUeMyieMOl conu, rAe uHruomrop MDM2 BbIOpaH W3 TPYIIIbI,
cocrosineit coenuHenuss ¢Gopmyael (1), opmynsr (II), RG7388, tpunromuma, HDM201,
RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrtnuna-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmManeBTHUYECKH MNPUESMIIEMbIX
COJIEH.

[69] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE N300PETEeHHE OTHOCHTCS K CTIOCO0Y
naeyeHnss UCTHMHHOW moymuutemun (PV) y uenoBeka, KOTOPBIH BKIIOYAET CTAIMUIO BBEACHUS
YKa3aHHOMY YeJIOBEeKY TepamneBThueckd 3(h(HeKTUBHOro konmdectsa mHruburopa MDM?2 wiu
ero (apmaueBTHUECKH NpuUemMiieMod conu, rAe uHruomrop MDM2 BbIOpaH U3 TpYIIb,
cocrositer coenunerust popmysl (1), popmyasr (II), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHueCKH
MIPUEMJIIEMBIX COJIEH.

[70] B oqHOM BapuaHTe OCYIIECTBJICHHUS, HACTOSIIEE H300pEeTeHHEe OTHOCUTCS K CIIOCO0y
aedeHus: scceHuuanpHOil Tpombonmtemun (ET) y yenoBeka, KOTOpBIH BKIIOYAET CTAIHIO
BBEJICHHUs YKAa3aHHOMY 4YeJIOBEKY TepaneBTH4ecku 3(PQeKkTHBHOro KoaudyecTBa HMHIHOMTOpA
MDM2 unu ero ¢papMaLeBTHYECKH MpUEMJIEMO conu, rae uHruoutop MDM?2 npencrasisier
coboti coenunenue Gopmydsl (1) unu popmyiner (I1).

[71] B onHOM BapuaHTe OCYLIECTBIIEHUS, HACTOAIIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
nedeHus: dcceHiuanbHOl TpomOoumtemun (ET) y dyenoBeka, KOTOPBIA BKIIIOYAET CTAIHIO
BBEJICHUSl YKA3aHHOMY 4YEJIOBEKY TepaneBTHUECKH 3(PQPEKTUBHOrO KOJMYECTBA HHTHOUTOpA
MDM2 wunu ero QapmaneBTHYECKH NpUeMIeMoil conu, rae nHruourop MDM?2 BeiOpan u3
rpyImel, cocrosmeit coenunerus Gopmyisl (1), popmynsr (II), RG7388, Tpunromina, HDM201,
RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrnuna-3, HyTiauHa-3a, HyTInHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmManeBTHUYECKH MPUEMIIEMbIX
COJIEH.

[72] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE N300PETEHHE OTHOCHTCS K CTIOCO0Y
nedeHus: scceHnuanbHOl TpomOoumtemun (ET) y uyenoBeka, KOTOpBIA BKIIIOYAET CTAIHIO
BBEICHUS YKA3aHHOMY 4YEJIOBEKY TepaneBTHUeCKH 3(PQPEeKTUBHOIO KOJMYECTBA HHTUOUTOpA

MDM2 unu ero QapmaneBTUYeCKH INpuemieMoil conu, rae nHruourop MDM?2 BeiOpan u3



17

rpymnmsl, coctosimed coenuaenus: dopmynsl (I), popmynsr (II), RG7388, HDM201, RG7112,
CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u wux
bapmareBTHIECKH IPHEMIIEMbIX COJIEH.

[73] B ogHOM BapuaHTe OCYLIECTBJICHUS, HACTOALIEE N300PETEHHE OTHOCUTCS K CTIOCO0Y
JIEYeHUs] TEePBUYHOrO MueaopuOpo3a y deJIoBeKa, KOTOPBI BKJIIOYAET CTaJAWUI BBEICHUS
YKa3aHHOMY YEJIOBEKY TepaneBTHUYECKH 3(PPEeKTUBHOrO KonuvyectBa MHruoOuropa MDM2 wumu
ero (¢apmaueBTHYECKH NpuemMyeMol coiu, rne uHruourop MDM?2 mnpencrasisier coboit
coenunenune popmyusl (1) wmu popmyser (I1).

[74] B onHOM BapuaHTe OCYLIECTBIIEHUS, HACTOsAIIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
JICYeHHsT TEePBUYHOrO Mueaopudpo3a y 4YesoBeKa, KOTOPbIH BKIIIOYAET CTAJHMI0 BBEICHUS
YKa3aHHOMY 4YeJIOBEeKy TeparneBTruecku 3(h(HEeKTUBHOrO KonmdectBa mHruburopa MDM?2 wnu
ero (apmaueBTHUECKH TpuUeMyieMOl conu, rAe uHruomrop MDM2 BbIOpaH U3 TPYIIIbL,
cocrositneit coenuHenuss ¢opmyael (1), opmynsr (II), RG7388, tpunromuma, HDM201,
RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrtnuna-3, HyTiauHa-3a, HyTInHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmManeBTHUYECKH MPUEMIIEMbIX
COJIEH.

[75] B ogHOM BapuaHTe OCYILIECTBIICHUS, HACTOAIIEE U300PETEHIE OTHOCHTCS K CTIOCO0Y
JeYeHUs TEePBUYHOro Muenopudposa y dYenoBeKa, KOTOPbIH BKIIIOYAET CTAAMI0 BBEICHUS
YKa3aHHOMY YeJIOBEeKY TepamneBThueckd 3(h(eKkTHBHOro konndecrsa mHruburopa MDM?2 wiu
ero (apmaueBTHUECKH mpuemsieMod conM, rAe uHruourop MDM2 BbIOpaH U3 TpyIIb,
cocrositer coenunenust popmysl (1), popmyasr (II), RG7388, HDM201, RG7112, CGMO097A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBrudecku
IIPUEMJIEMBIX COJIEH.

[76] B oqHOM BapHaHTe OCYIIECTBJICHHUS, HACTOSIIIEE H300PETeHHEe OTHOCUTCS K CIIOCO0yY
aeyeHuss Mueaopudpos3a nocne ucTHHHOM nomuuuremuu (noct-PV MF) y denoBeka, KOTOpBIi
BKJIFOYAET CTaJMI0 BBEOCHHS YKA3aHHOMY 4YeJIOBEKY TepameBTUYeCKH 3(PPEKTUBHOTO
konmvecTBa HHruOUTOpa MDM2 miu ero papmManeBTUYECKH NPUEMIIEMOH COJIH, I/i€ UHTUOUTOP
MDM2 npencrasisier coboit coenunenue Gopmydsl (1) umu dopmyer (11).

[77] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
neueHns Muenopudpos3a nmocne ucTHHHON noymuuremuu (noct-PV MF) y genoBeka, KOTOpBId
BKJIFOYAET CTAJAMI0 BBEOCHHUS YKA3aHHOMY YEJIOBEKY TEpameBTUYeCKH 3(PPEeKTUBHOTO
KonndecTBa HHruOuTOopa MDM2 miu ero papmManeBTHIECKH IPUEMIIEMOH COJIH, I7i€ HHTHOUTOP
MDM2 BbiOpan w3 rpynmbl, coctosmei coenuHenus Gopmyasl (1), ¢popmymnsr (1), RG7388,
tpunronuna, HDM201, RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/IuHa-3a, HyTnHA-3b, cepnemerana, NSC59984,
CHEMBL?2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
(bapmManeBTHIECKH IPHEMIIEMbIX COJIEH.

[78] B ogHOM BapuaHTe OCYLIECTBJICHUS, HACTOALIEE N300PETEHIE OTHOCHTCS K CTIOCO0Y

neueHus Muenopudposa nocne ucTHHHOM nomuuuremuu (noct-PV MF) y denoBeka, KOTOpBIit
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BKJIFOYAET CTAJAMI0 BBEACHHS YKA3aHHOMY 4YEJIOBEKY TEpameBTUYeCKH 3(PPEeKTUBHOTO
KonudecTBa nHruOuTopa MDM2 miu ero papmaneBTHIeCKu NPUEMIIEMOI COJIH, I7i€ HHTHOUTOP
MDM2 BbiOpan u3 rpynmsl, coctosiei coenuHenus Gopmynsl (I), popmynsr (II), RG7388,
HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115,
MI-1601 n ux papmaneBTHYECKH PUEMIIEMBIX COJIEH.

[79] B onqHOM BapHaHTe OCYIIECTBJICHHUS, HACTOSIIEE H300pEeTeHHEe OTHOCUTCS K CIIOCO0Y
JedeHus: Muenaopuodposa mocne scceHunansHoil Tpombonutemun (noct-ET MF) y wenosexa,
KOTOPBIM BKJIFOYAET CTAJUI0 BBENEHUS YKa3aHHOMY YEJIOBEKY TepameBTHYECKH 3P PEeKTUBHOrO
konndecTBa HHruOUuTOopa MDM2 miu ero papmaneBTUYECKH NPUEMIIEMOH COJIH, I/i€e UHTUOUTOP
MDM2 npencrapisieT coboii coenunenue dpopmyisl (I) mmu dpopmyasr (I1).

[80] B onHOM BapuaHTe OCYLIECTBIIEHUS, HACTOAIIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
neuenus: muenodudpoza mocne scceHnuanbHoi TpomboruTemun (oct-ET MF) y denoseka,
KOTOPBII BKJIFOYAET CTAJUI0 BBENEHUS YKa3aHHOMY UEJIOBEKY TepaneBTHYECKH 3P PEeKTHBHOTO
KonmdecTBa HHruOUTOpa MDM2 miu ero papmManeBTHIECKH IPUEMIIEMOH COJIH, I71€ HHTHOUTOP
MDM2 BbiOpan u3 rpynmbl, coctosimei coenuHenus Gopmyasl (1), dopmynsr (1), RG7388,
tpunroniuna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/IuHa-3a, HyTJinHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 wu wux
bapmaneBTHIECKH MPHEMIIEMbIX COJIEH.

[81] B ogHOM BapuaHTe OCYLIECTBIICHHUS, HACTOAIIEE U300OPETEHIE OTHOCHTCS K CIIOCO0Y
neuenus: muenodudpoza mocne scceHnuanbHoi TpomboruTemun (oct-ET MF) y dyenoseka,
KOTOPBII BKJIFOYAET CTaJUI0 BBEIEHUS YKa3aHHOMY UeJIOBEKY TepaneBTHUECKH 3(PPEeKTHBHOIO
KosruecTBa MHrHOMTOpa MDM2 mnu ero ¢papmManeBTHUECKH PUEMIIEMON COJH, TAe HUHTHOUTOp
MDM?2 BbiOpan u3 rpynmsl, cocrosimied coenuHenus: Gopmyast (I), dopmynsr (II), RG7388,
HDM201, RG7112, CGM097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115,
MI-1601 u ux papmaneBTHUYECKU MPUEMIIEMBIX COJIEH.

[82] B onHOM BapuaHTe OCYLIECTBIIEHUS, HACTOsAIIEE H300PETEHHE OTHOCUTCS K CTIOCO0Y
JieueHus XpoHudeckoil HeutpoduiabHOU neiikemun (CNL) y uesoBeka, KOTOPBINA BKIJIIOYAET
CTaqUI0 BBEICHHS YKA3aHHOMY 4YeJIOBEKY TepamneBTH4ecku d(GekTHBHOrO KoJudecTBa
uHruouropa MDM?2 wmiu ero ¢apManeBTHYECKH NMPUEMIIEMOH conu, rae uHruourop MDM?2
npenctasisier codoit coequaenue Gopmysl (1) wru popmynsr (1)

[83] B omHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCHTCS K CTIOCO0Y
JeueHus: XpoHudeckoil HehrtpoduiapHOU neiikemun (CNL) y uenoBeka, KOTOPBIA BKIIOYAET
CTaquI0O BBEICHHMS YKAa3aHHOMY 4YeJIOBEKY TepamneBTH4eckd 3(dekTuBHOro KonndecTsa
uHruouropa MDM?2 wmnu ero ¢apManeBTHYECKH NMPUEMIIEMON conu, rae uHruourop MDM?2
BbIOpaH wu3 Tpynmbl, cocrosmeil coexmHeHust ¢opmyasl (I), dopmymer (II), RG7388,
tpunroniuna, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyTIuHa-3a, HyTMHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux

(hapMaLeBTHYECKU MIPUEMIIEMBIX COJICH.
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[84] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE N300PETEHIE OTHOCHTCS K CTIOCO0Y
JeueHus1 XpoHudeckoi HenTpoduiabHOU Jneiikemun (CNL) y uenoBeka, KOTOpBIA BKIIOYAET
CTaquI0O BBEJEHMsS YKAa3aHHOMY 4YeJIOBEKY TepamneBTudecku 5(dekTuBHOro KonudecTsa
uHruouropa MDM?2 unu ero ¢apmMaineBTHUECKH NMpUEMIIEMON conu, rae uHruourop MDM2
BbIOpaH U3 rpymnmel, cocrosuei coequnenus ¢popmyast (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(apmaLeBTHYECKH TPUEMIIEMBIX COJIEH.

[85] B onHOM BapuaHTe OCYLIECTBIIEHUS, HACTOsAIIEE H300PETEHHE OTHOCUTCS K CTIIOCO0Y
JICYSHHUsT XPOHUYECKOH 303MHO(PUIbHON JIEHKEMHH Yy YeJOBEKa, KOTOPBIM BKJIFOYAET CTAJUIO
BBEJICHUS] YKA3aHHOMY 4YEJIOBEKY TepaneBTHUECKH 3(PPEKTUBHOrO KOJMYECTBA HHTHOUTOpA
MDM2 unu ero ¢papManeBTHYECKH MPUEMIIEMON conu, rae uHruoutop MDM?2 mpencrasisier
coboti coenunenue popmydel (1) unu popmyiner (I1).

[86] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCHTCS K CTIOCO0Y
JEUSHUsT XPOHUYECKOH 303MHO(PMIBHON JIEHKEMHH y YeJOBEKa, KOTOPBIH BKIFOYAET CTAIUIO
BBEICHUSI YKA3aHHOMY 4YEJIOBEKY TEepaneBTHUECKH 3(PQPEKTUBHOrO KOJMYECTBA HHTHOUTOpA
MDM2 wunu ero QapmaneBTHYECKH NpUeMiIeMoil conu, rae mHruourop MDM?2 BeiOpan u3
rpymmel, cocrosmeit coenunerns Gopmyisl (1), popmynsr (II), RG7388, Tpunromina, HDM201,
RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, myrnuHa-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHUYECKU MNPUESMIIEMbIX
coJien.

[87] B ogHOM BapuaHTe OCYLIECTBJICHUS, HACTOALIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
JIeYeHUs] XPOHUYECKON 303MHO(PUIBHON JIeHKEMHUH Yy 4YeJIOBEKa, KOTOPBIH BKIIOYAET CTAIUIO
BBEJICHUs YKA3aHHOMY 4YeJIOBEKY TepaneBTH4eckd 3(P(eKTHBHOro KoIu4ecTBa HMHIHOMTOpA
MDM?2 unmu ero ¢apmaneBTHUecKu NpuemsieMoil coiu, rae uHruourop MDM2 BeIOpan u3
rpymmsl, coctosimen coenurenus: dopmynsl (I), dopmynst (II), RG7388, HDM201, RG7112,
CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u wux
(bapManeBTHYECKH MPHEMJIEMbIX COJICH.

[88] B omHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
JIEYSHHUsT XPOHUYECKOW MuesoMoHormTapHoil nefikemun (CMML) y denoBeka, KOTOPBIH
BKJIFOYAET CTAJMI0 BBEOCHHS YKA3aHHOMY YEJIOBEKY TepameBTUYeCKH 3(PPEKTUBHOTO
KonmdecTBa HHruOUTOpa MDM2 miu ero papmManeBTHIECKH IPUEMIIEMOH COJIH, I7i€ HHTHOUTOP
MDM2 npencrapinsier coboii coenunenue dpopmysl (I) mm dpopmyasr (I1).

[89] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE N300PETEHHE OTHOCHTCS K CTIOCO0Y
JeUeHUsT XPOHUYECKOW MmuesoMoHormTapHoi nefikemun (CMML) y denoBeka, KOTOpPBIH
BKJIFOYAET CTAJAMI0 BBEOCHHWS YKA3aHHOMY 4YEJIOBEKY TEpamneBTUYeCKH 3(PPEKTUBHOTO
konndecTBa HHruOUTOopa MDM2 miu ero papmaneBTHIeCKH PUEMIIEMOI COJIH, I/i€ HHTHOUTOP
MDM2 BbiOpan u3 rpynmbl, coctosimei coenuHenus ¢opmyasl (I), popmynsr (II), RG7388,
tpunronauna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnuna-3, HyT/IuHa-3a, HyTInHA-3b, cepnemerana, NSC59984,
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CHEMBL?2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
bapmareBTHIECKH IPHEMIIEMbIX COJIEH.

[90] B ogHOM BapuaHTe OCYLIECTBIICHHUS, HACTOALIEE N300PETEHNE OTHOCHTCS K CTIOCO0Y
JeUeHUsT XPOHUUYECKOW wmuensoMoHormrapHoil nefikemun (CMML) y denoBeka, KOTOpPBIH
BKJIFOYAET CTAJMI0 BBEAEHMs YKa3aHHOMY 4eJIOBEKY TepamneBTUYeCKH 3(PPEeKTUBHOIO
KosruecTBa MHrHOnTOopa MDM2 mnu ero ¢papmManeBTHUECKH IPUEMIIEMON COJHU, TAe UHTHOUTOP
MDM?2 BbiOpan u3 rpynmbl, coctosiein coenuHenus Gopmydbt (I), popmynsr (II), RG7388,
HDM201, RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115,
MI-1601 u ux papmaneBTUYECKU MPUEMIIEMBIX COJIEH.

[91] B onHOM BapuaHTe OCYLIECTBIIEHUS, HACTOAIIEE U300OPETEHHE OTHOCUTCS K CTIOCO0Y
JeYeHHsT aTHIUYHON XpOHMYeckoil MmuenongHou neiikemun (aCML) y denoBeka, KOTOPBIH
BKJIFOYAET CTAJMI0 BBEOCHHS YKA3aHHOMY YEJIOBEKY TEpameBTUYeCKH 3(PPEeKTUBHOTO
KonmdecTBa HHruOUTOpa MDM2 miu ero papmManeBTHIECKH IPUEMIIEMOH COJIH, I7i€ HHTHOUTOP
MDM2 npencrasisier coboit coenunerue Gopmydsl (1) nmn gopmyer (11).

[92] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCHTCS K CTIOCO0Y
JeUeHHUsT aTHIUYHON XpOHWYeckoil MmuenonpgHod nefikemun (aCML) y denoBeka, KOTOPBIH
BKJIFOYAET CTAJAMI0 BBEOCHHS YKA3aHHOMY YEJIOBEKY TEpamneBTUYeCKH 3(PPEKTUBHOTO
KonndecTBa HHruOuTOopa MDM2 miu ero papmManeBTHIECKH IPUEMIIEMOI COJIH, I7i€ HHTHOUTOP
MDM2 BbiOpan u3 rpynmbl, coctosmei coenuHenus Gopmyasl (I), popmymnsr (II), RG7388,
tpunronauna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/IuHa-3a, HyTJiMHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
(bapmMareBTHIECKH NPUEMJIIEMbIX COJIEH.

[93] B oqHOM BapHaHTe OCYIIECTBJICHHUS, HACTOSIIEE H300pEeTeHHEe OTHOCUTCS K CIIOCO0y
JIEYCHUs] ATHIIUYHONW XPOHWUYECKOH MuenoupHoi neiikemun (aCML) y denoBeka, KOTOPBIH
BKJIFOYAET CTaJMI0 BBEOCHHsS YKA3aHHOMY 4YeJIOBEKY TepameBTUYeCKH 3(PPEKTUBHOTO
KonnvecTBa HHruOUuTOopa MDM2 miu ero papmaneBTHYECKH NPUEMIIEMOH COJIH, I/I€ UHTHOUTOP
MDM2 BbiOpan u3 rpynmbl, coctosmei coenuHenus Gopmydsl (I), popmynsr (II), RG7388,
HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115,
MI-1601 u ux papmManeBTHIECKH MPUEMIIEMBIX COJIEH.

[94] B ogHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCHTCS K CTIOCO0Y
JeUeHHsT FOBEHWJIBHOH MueIoMoHonmTapHoil neiikemun (JMML) y denmoBeka, KOTOpPBIH
BKJIFOYAET CTAJAMI0 BBEOCHHS YKA3aHHOMY YEJIOBEKY TEpameBTUYeCKH 3(PPEKTUBHOTO
konndecTBa HHruOuTopa MDM2 miu ero papmManeBTHIECKH IPUEMIIEMOH COJIH, I7i€ HHTHOUTOP
MDM2 npencrasisier coboit coenunenue Gopmydsl (1) nmm gopmyer (II).

[95] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHIE OTHOCHTCS K CTIOCO0Y
JeYeHUs FOBEHWJIBHOH MuenoMoHonuTapHoii neiikemun (JMML) y denoBeka, KOTOpPBIH
BKJIFOYAET CTAJAMI0 BBEACHHS YKA3aHHOMY 4YEJIOBEKY TepameBTUYeCKH 3(PPEeKTUBHOIO
konudecTBa nHruOuTopa MDM2 miu ero papmaneBTriecku NpueMIIeMOi COJH, I7ie HHTHOUTOP

MDM?2 BbiOpaH u3 rpynmsl, coctosiei coenuHenus ¢opmyasl (I), popmynsr (II), RG7388,
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tpunroniuna, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/IuHa-3a, HyTnHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
bapmareBTHIECKH IPUEMIIEMbIX COJIEH.

[96] B oqHOM BapuaHTe OCYIIECTBJICHHUS, HACTOSIIEE H300PETEHHEe OTHOCUTCS K CIIOCO0y
JI€YeHUs] IOBEHWIbHOH MuesnoMoHoImTapHon nefikemun (JMML) y uyenoBeka, KOTOpBI
BKJIIOYAET CTAJUI0 BBEICHUS YKA3aHHOMY 4EJOBEKy TepaneBTHYeCKd 3S((HEeKTHBHOIO
KonnvecTBa HHruOUTOpa MDM2 miu ero papmaneBTUYeCKH NPUEMIIEMOH COJIH, I/i€ UHTUOUTOP
MDM2 BbiOpan u3 rpynmbl, coctosimei coenuHenus Gopmydsl (I), popmynsr (1), RG7388,
HDM201, RG7112, CGM097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115,
MI-1601 u ux papmaneBTHIECKU MPUEMIIEMBIX COJIEH.

[97] B onHOM BapuaHTe OCYLIECTBIICHUS, HACTOAIIEE U300PETEHHE OTHOCUTCS K CTIOCO0Y
aeueHus runep’o3nHOPIbHBIX cuHApoMoB (HES) y uenoBeka, KOTOPBIA BKIFOYAET CTaIUIO
BBEJICHUSl YKA3aHHOMY 4YEJIOBEKY TEepaneBTHUECKH 3(PPEKTUBHOIO KOJMYECTBA HHTHOUTOpA
MDM2 unu ero ¢papMaleBTHYECKH MPUEMIIEMON conu, rae uHruoutop MDM?2 mpencrasisier
coboti coenunenne Gopmyiel (1) nnu popmyner (I1).

[98] B ogHOM BapuaHTe OCYLIECTBIICHUSI, HACTOAIIEE U300PETEeHHE OTHOCHTCS K CTIOCO0Y
JeueHns runep’o3uHOPrIbHBIX cuHApoMoB (HES) y uenoBeka, KOTOpPBI BKIFOYAET CTAIUIO
BBEICHUS YKA3aHHOMY 4YEJIOBEKY TepareBTHUECKH 3(PQPEeKTUBHOrO KOJMYECTBA HHTHOUTOpA
MDM2 wunu ero QapmaneBTHYECKH NpUeMiIeMoil conu, rae mHruourop MDM?2 BeiOpan u3
rpymmsl, cocrosieit coenunerus Gopmyisl (I), popmyanst (II), RG7388, Tpunromina, HDM201,
RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrnuna-3, HyTauHa-3a, HyTInHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaueBTHYECKH HPUEMIIEMBIX
COJICH.

[99] B onHOM BapuaHTe OCYLIECTBIIEHUS, HACTOsIIEE H300PETEHHE OTHOCUTCS K CTIIOCO0Y
JedeHus runep’03uHOPIbHBIX cHHApoMoB (HES) y uenoBeka, KOTOpPBIH BKIFOYAET CTAaIUIO
BBEICHUS] YKA3aHHOMY 4YEJIOBEKY TepaneBTHUECKH 3(PPEKTUBHOrO KOJMYECTBA HHTHOUTOpA
MDM2 wunu ero QapmaneBTHYECKH NpUeMiIeMoil conu, rae mHruourop MDM?2 BeiOpan u3
rpymmsl, coctosimen coenurenus: dopmynsl (I), dopmynsr (II), RG7388, HDM201, RG7112,
CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u wux
(bapManeBTHIECKH MPHEMIIEMBIX COJICH.

[100] B omHOM BapuaHTe OCYIIECTBJICHHS, HACTOSIIEE H300pPETeHHE OTHOCUTCS K
croco0y JIeYeHUs] MHENOIUCIUIACTHYECKUX/MUENONPOTU(epaTHBHBIX HOBOOOpAa30BaHUH C
KOJIbLIEBUIHBIMU cHzepodiactamu U TpomborurozoM (MDS/MPN-RS-T) y uenoBeka, KOTOpbIi
BKJIFOYAET CTAJAMI0 BBEOCHHWS YKA3aHHOMY 4YEJIOBEKY TEpamneBTUYeCKH 3(PPEKTUBHOTO
konndecTBa HHruOUTOopa MDM2 miu ero papmaneBTHIeCKH PUEMIIEMOI COJIH, I/i€ HHTHOUTOP
MDM2 npencrasisier coboit coenunenue ¢popmyisl (I) mmm dpopmyasr (I1).

[101] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K

cnoco0y JieueHHs MUENOAUCIUIACTUIECKUX/MUENONPONn(EepaTUBHEIX HOBOOOPA30BaHUH ¢
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KOJIbLIEBUAHBIMU cHepodiactamu U TpomborurozoM (MDS/MPN-RS-T) y uenoseka, KOTOpbIi
BKJIFOYAET CTAJMI0 BBEACHHS YKA3aHHOMY 4YEJIOBEKY TepamneBTUYeCKH 3(PPEeKTUBHOTO
konudecTsa nHruOuTopa MDM2 miu ero papmaneBTHIecku NpUEMIIEMOI COJH, I'7ie UHTHOUTOP
MDM?2 BbiOpaH u3 rpynmbl, coctosiei coenuHenus ¢opmyasl (I), popmynsr (II), RG7388,
tpunroauna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nytnuna-3, HyTiuHa-3a, HyT/IMHa-3b, cepaemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 wu wux
(bapManeBTHYECKH MPUEMJIEMbIX COJICH.

[102] B omHOM BapuaHTe OCYINECTBJEHHUS, HACTOSIIEE H300pETeHHE OTHOCUTCS K
croco0y JIeYeHUs MHUENIOIUCIUIACTHYECKUX/MUEIONPOTU(EepaTUBHBIX HOBOOOPAa30BaHUH C
KOJIbLIEBUIHBIMU cHepoOiactamu U Tpomborurozom (MDS/MPN-RS-T) y uenoseka, KOTOpbIi
BKJIFOYAET CTAJMI0 BBEOCHHS YKA3aHHOMY YEJIOBEKY TEpameBTUYeCKH 3(PPEeKTUBHOTO
KonmdecTBa HHruOUTOpa MDM2 miu ero papmManeBTHIECKH IPUEMIIEMOH COJIH, I7i€ HHTHOUTOP
MDM?2 BbiOpan w3 rpynmbl, coctosmen coenuHenus Gopmyasl (I), ¢popmymnsr (1), RG7388,
HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115,
MI-1601 n ux papmaneBTHIECKHA IPUEMIIEMBIX COJIEH.

[103] B omHOM BapuaHTe OCYIIECTBJICHHS, HACTOSIIEe H300pPETEHHE OTHOCUTCS K
criocoby nedenuss MPN y denoBeka, KOTOPBIM BKJIOYAET CTAIUI0 BBEICHUS YKA3aHHOMY
YeJioBeKy TepameBTHUYeCKH d((eKTUBHOro Kojudectsa wuHruoutopa MDM2 wium  ero
(bapmareBTHIECKH MPUEMJIEMOI COJIH, B JO3MPOBKE, BHIOPAHHON M3 IPymIIbl, COocTOsAIeH u3 15
MTI OAIVH pa3 B A€Hb, 25 MI OUH pa3 B AeHb, 30 Mr OuH pa3 B AeHb, SO Mr OMH pa3 B IeHb, 60
MI OfIUH pa3 B J€Hb, 75 MI OAUH pa3 B AeHb, 90 Mr oauH pa3 B AeHb, 100 Mr oguH pa3 B I€HB,
120 mr oxnuH pa3 B AeHb, 150 Mr oguH pa3 B AeHb, 175 Mr onuH pa3 B AeHb, 180 Mr oguH pas B
neHb, 200 Mr oguH pas3 B A€Hb, 225 Mr OAMH pa3 B IeHb, 240 Mr onuH pa3 B AeHb, 250 Mr oguH
pa3s B AeHb, 275 Mr oauH pa3 B AeHb, 300 Mr OUH pa3 B A€Hb, 325 MI OJUH pa3 B A€Hb, 350 Mr
OJMH pa3 B AeHb, 360 Mr oauH pas B eHb, 375 Mr oauH pa3 B AeHb, 480 Mr oauH pa3 B A€Hb, 15
MT JBa pa3 B IeHb, 25 MT J1Ba pa3 B AeHb, 30 Mr ABa pa3 B leHb, SO Mr 1Ba pa3 B AeHb, 60 Mr aBa
pa3 B AeHb, 75 Mr 1Ba pa3 B AeHb, 90 Mr aBa pa3 B AeHb, 100 Mr aBa pa3 B AeHb, 120 mr 1Ba pas B
nenb, 150 Mr niBa pa3 B neHb, 175 mr aBa pa3 B aeHb, 180 mr aABa pa3 B AeHb, 200 mMr 1Ba pas B
IeHb, 225 Mr 1iBa pa3 B JeHb, 240 mr ABa pa3 B neHb, 250 mr ABa pa3 B AeHb, 275 Mr 1Ba pa3 B
nenb, 300 Mr n1Ba pa3 B eHb, 325 Mr ABa pa3 B AeHb, 350 mr ABa pa3 B AeHb, 360 Mr 1Ba pas B
neHb, 375 mr nBa pas B AeHb, U 480 Mr aBa pa3 B AeHb. B 0MHOM BapuaHTe OCYLIECTBIIEHUS,
MPN BbIOpaH W3 TPYMIbI, COCTOsAMIEH W3 WCTHMHHON mnojunuremun (PV), muenodpubposa,
nepBUYHOTO  Muenopudpoza, TpombouuTemun, 3cceHiuuanbHo Tpombouutemuu (ET),
uanonaTudeckoro  muejaodudposa, cuctemMHoro  macromuroza  (SM),  XpOHUYECKOM
HelrpopunbHoil netikemun (CNL), muenoaucmnactudeckoro cuaapoma (MDS) u cucremHoro
3aboneBannsi Ty4HbIX KjeTok (SMCD). B ogHOM BapuaHTe OCyIIeCTBIICHHS, MUEIOGHHOPO3
BbIOpaH W3 TPYIIBI, COCTOsIeN u3 nepsudHoro muenopudposa (PMF), muenodpudposa mocrne
uctuHHOW momuuutemuu (moct-PV. MF) wu  mumenodubpoza mocne 3cceHIHManbHON

tpomboruremuu (noct-ET MF). B oqHOM BapuaHTe OCyIIeCTBIEHUs, IEPBUYHBIA MUenopuoOpo3
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(PMF) BeIOpan u3 rpymmel, coctosmed u3 npendudpoznoro PMF/PMF panneit craguu u PMF
BbIpakeHHON (uOpo3HOil cragmu. B onHom Bapmanrte ocymectsieHus, MPN BbpiOpaH u3
IPYIIBI, COCTOSINEH W3 XpoHWYeckoH HelTpoduubHON nefikemun (CNL), XxpoHndeckoi
S03MHO(PWIBHON  JIelikeMuu, XpPOHUYECKOH MuenoMoHonutapHoi Jevikemun (CMML),
aTUNMUYHON XpoHHUYeckol muenounHoi nerikemun (aCML), 10BeHUIBHON MHEIOMOHOLUTAPHON
neiKkeMun (JMML), TUIEeP303UHOPIITBHBIX CHUHIIPOMOB (HES), u
MUEJIOUCTIACTUYECKUX/MUENONPOTu(ePaTUBHbIX ~ HOBOOOPA30BaHUNM C  KOJIBLIEBUIHBIMHU
cunepobaacramu u TpomboruTozom (MDS/MPN-RS-T).

[104] B omHOM BapuaHTe OCYINECTBJEHHUS, HACTOSIIEE H300pETeHHE OTHOCUTCS K
criocoby neuenuss MPN y denoBeka, KOTOPBIM BKJFOYAET CTAIUI0 BBENEHUS YKA3aHHOMY
YeJioBeKy TepamneBTHYeCKH d((EeKTUBHOrO KojudecTBa wuHHruoutopa MDM2 wiu  ero
(apmMareBTHYECKH MPUEMJIEMOI COJIM, B JO3MPOBKE, BHIOPAHHOMN M3 IPYyMIIbI, COCTOsAIEH U3 15
MTI OJIMH pa3 B JA€Hb, 25 Mr OUH pa3 B AeHb, 30 MI OJuH pa3 B AeHb, SO Mr OlUH pa3 B eHb, 60
MT OAWH pa3 B JeHb, 75 MI OUH pa3 B AeHb, 90 Mr oauH pa3 B AeHb, 100 Mr oquH pas B J€HB,
120 mr oguH pa3 B aensb, 150 Mr oguH pas B AeHb, 175 mr onuH pas B AeHb, 180 mr onuH pas B
nenb, 200 Mr oauH pas B IeHb, 225 Mr OAuH pa3 B IeHb, 240 Mr oauH pa3 B aAeHb, 250 Mr oauH
pa3 B eHb, 275 Mr oauH pas3 B AeHb, 300 Mr onuH pa3 B AeHb, 325 Mr OIUH pa3 B AeHb, 350 mr
OZMH pa3 B AeHb, 360 Mr oAuH pa3 B AeHb, 375 Mr oauH pa3 B AeHb, 480 Mr oauH pa3 B A€Hb, 15
MT JBa pa3 B IeHb, 25 MT 11Ba pa3 B AeHb, 30 Mr ABa pa3 B 1eHb, SO Mr 1Ba pa3 B AeHb, 60 Mr aBa
pa3 B AeHb, 75 Mr 1Ba pa3 B AeHb, 90 Mr ABa pa3 B aeHb, 100 mr a8a pas B aenb, 120 mr 1Ba pas B
nenb, 150 Mr nBa pas B nenb, 175 mr aBa pas B nesb, 180 mr aBa pa3 B aeHb, 200 mr 1Ba pas B
IeHb, 225 Mr 11Ba pa3 B eHb, 240 Mr ABa pa3 B neHb, 250 mr ABa pa3 B AeHb, 275 Mr 1Ba pa3 B
neHb, 300 Mr nBa pa3 B eHb, 325 Mr 11Ba pa3 B JeHb, 350 Mr nBa pa3 B neHb, 360 mr aBa pas B
neHb, 375 Mmr Ba pa3 B eHb, 1 480 mr aBa pa3 B neHb, rae MPN BbIOpaH U3 rpynmsbl, COCTOSIIEH
u3 uctuHHOW mnomuuuremun (PV), mnepBuuHOoro wmmenodubpo3a U 3CCEHIMATBHOMN
tpomboruremuu (ET).

[105] B omHOM BapuaHTe OCYINECTBJEHHUS, HACTOSINEE H300pETeHHE OTHOCUTCS K
criocoby nedenuss MPN y denoBeka, KOTOPBIM BKJIFOYAET CTAIUI0 BBENEHUS YKA3aHHOMY
YeNioBeKy TepamneBTHUecKH J((EeKTHBHOrO KojudecTBa wuHruoutopa MDM2 wiu  ero
(apmMareBTHYECKH MPUEMJIEMOI COJIM, B JO3HPOBKE, BHIOPAHHOHN M3 IPYyMIIbI, COCTOsAIEH u3 15
MTI OJIMH pa3 B J€Hb, 25 Mr OAUH pa3 B AeHb, 30 MI OJIUH pa3 B AeHb, SO Mr OIUH pa3 B IeHb, 60
MT OAIMH pa3 B A€Hb, 75 MI OUH pa3 B AeHb, 90 Mr oauH pa3 B AeHb, 100 Mr oquH pas B J€Hb,
120 mr oguH pa3 B aensb, 150 mr oquH pas B aeHb, 175 mr onuH pas B aeHb, 180 mr onuH pas B
nenb, 200 Mr oauH pas B IeHb, 225 Mr OAuH pa3 B IeHb, 240 Mr oauH pa3 B aAeHb, 250 Mr oauH
pa3 B eHb, 275 Mr oauH pas3 B AeHb, 300 Mr onuH pa3 B AeHb, 325 Mr OIUH pa3 B AeHb, 350 mr
OZMH pa3 B AeHb, 360 Mr oAuH pa3 B AeHb, 375 Mr oauH pa3 B AeHb, 480 Mr oauH pa3 B A€Hb, 15
MT JBa pa3 B IeHb, 25 MT 11Ba pa3 B AeHb, 30 Mr ABa pa3 B 1eHb, SO Mr 1Ba pa3 B AeHb, 60 Mr aBa
pa3 B AeHb, 75 Mr 1Ba pa3 B AeHb, 90 Mr ABa pa3 B aeHb, 100 mr aBa pas B aeHb, 120 mr 1Ba pas B
nenb, 150 Mr nBa pa3 B nenb, 175 mr aBa pas B nenb, 180 mr aBa pa3 B aeHb, 200 mr 1Ba pas B

IeHb, 225 Mr n1Ba pa3 B eHb, 240 Mr ABa pa3 B neHb, 250 mr ABa pa3 B AeHb, 275 Mr 1Ba pa3 B
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nenb, 300 Mr nBa pas B IeHb, 325 Mr ABa pa3 B AeHb, 350 mr ABa pa3 B AeHb, 360 Mr 1Ba pas B
neHb, 375 Mr iBa pa3 B 1eHb, U 480 Mr 1Ba pa3 B AeHb, rne MPN BbIOpaH U3 rpynmsl, cOCTOsIIER
u3 XpoHuueckoi HertpodumnpHOH nefikemun (CNL), xpoHndeckoit 503MHOQUIBHON JefikeMuy,
XpOHHUYEeCKOH  MuenaoMoHouurtapHo  sefikemunn (CMML), artunudHOW  XpOHHYECKOM
muenougaHon neiikemun (aCML), roBeHuIpHON MuenomMoHouurtapHoi nedikemun (JMML),
runepso3uHopmIbHbIX cuHapomos (HES), n mMuenoaucnnactuyecknx/MuenonponudepaTuBHbIX
HOBOOOPA30BaHMIA ¢ KOJBLEBUIHBIMU cuaepodaactamu u Tpombonurozom (MDS/MPN-RS-T).

[106] B omHOM BapuaHTe OCYINECTBJEHHS, HACTOsINEE H300pETeHHE OTHOCUTCS K
croco0y JiedeHus: UCTUHHOW mnonuumreMun (PV) y uenoBeka, KOTOPBIA BKJIIOYAET CTaIHIO
BBEJICHUS] YKA3aHHOMY 4YEJIOBEKY TepaneBTHUECKH 3(PPEKTUBHOrO KOJMYECTBA HHTHOUTOpA
MDM2 unu ero ¢papMaleBTHYECKH MPUEMIIEMON COJIHM, B JO3UPOBKE, BHIOPAHHOHN W3 T'PYMIIBI,
cocrosimied u3 15 mr oguH pa3 B AeHb, 25 Mr oAuH pa3 B AeHb, 30 Mr oauH pas B AeHb, S0 mMr
OZMH pa3 B AeHb, 60 Mr OMH pa3 B A€Hb, 75 MI OJIMH pa3 B AeHb, 90 Mr oauH pa3 B AeHb, 100 mr
OZIMH pa3 B IeHb, 120 Mr oguH pas B AeHb, 150 mr oauH pas B neHb, 175 mMr oquH pas B feHs, 180
M OJIUH pa3 B AeHb, 200 Mr ouH pa3 B A€Hb, 225 MI OJUH pa3 B AeHb, 240 Mr OUH pa3 B J€Hb,
250 mr onuH pas B AeHb, 275 mMr oauH pas B AeHb, 300 Mr oauH pa3 B J€Hb, 325 MI OAUH pa3 B
neHb, 350 Mr oauH pas B AeHb, 360 Mr OuH pa3 B IeHb, 375 Mr OJUH pa3 B AeHb, 480 Mr oauH
pa3 B AeHb, 15 Mr nBa pa3 B AeHb, 25 Mr ABa pa3 B AeHb, 30 Mr 1Ba pa3 B 1eHb, SO Mr 1iBa pas B
neHb, 60 Mr 1Ba pa3 B A€Hb, 75 M ABa pa3 B AeHb, 90 Mr nBa pa3 B aeHb, 100 Mr aBa pas B [IeHb,
120 mr nBa pas B nenb, 150 mr aBa pa3 B aeHb, 175 mr aBa pa3 B AeHb, 180 Mr nBa pas B I€Hb,
200 mr aBa pa3 B AeHb, 225 Mr ABa pa3 B AeHb, 240 Mr aBa pa3 B 1eHb, 250 Mr 1Ba pa3 B [I€Hb,
275 wmr nBa pa3 B neHb, 300 mr aBa pa3 B AeHb, 325 Mr ABa pa3 B AeHb, 350 Mr 1Ba pas B J€Hb,
360 mr nBa pa3 B AeHb, 375 Mr fiBa pa3 B AeHb, U 480 Mr 1Ba pa3 B €Hb.

[107] B omHOM BapuaHTe OCYINECTBJCHHUS, HACTOsIIEe H300pETeHHE OTHOCHTCS K
cioco0y JIe4eHus] MEePBHYHOrO MHeIopuOpo3a y 4YeJoBeKa, KOTOPBIA BKIIOYAET CTAIMIO
BBEICHUS] YKA3aHHOMY 4YEJIOBEKY TepaneBTHUECKH 3(PPEKTUBHOrO KOJMYECTBA HHTHOUTOpA
MDM2 unu ero ¢papMaleBTHYECKH MPUEMIIEMON COJIHM, B JO3UPOBKE, BHIOPAHHON W3 T'PYMIIbI,
cocrosiiel u3 15 mr oguH pa3 B A€Hb, 25 Mr OAuH pa3 B AeHb, 30 Mr oauH pas B AeHb, S0 mMr
OZMH pa3 B AeHb, 60 MI OMH pa3 B A€Hb, 75 MTI OJIMH pa3 B AeHb, 90 Mr oauH pa3 B AeHb, 100 mr
OZIMH pa3 B JIeHb, 120 Mr oguH pas B aeHp, 150 mr oauH pas B neHb, 175 mMr oquH pas B feHs, 180
M OJIUH pa3 B AeHb, 200 Mr ouH pa3 B A€Hb, 225 MI OIUH pa3 B AeHb, 240 Mr OMH pa3 B J€Hb,
250 mr onuH pas B AeHb, 275 Mr oauH pa3 B AeHb, 300 Mr oauH pa3 B J€Hb, 325 MI OAUH pa3 B
neHb, 350 Mr oauH pas B AeHb, 360 Mr OuH pa3 B IeHb, 375 Mr OJuH pa3 B AeHb, 480 Mr oauH
pa3 B AeHb, 15 Mr nBa pa3 B AeHb, 25 Mr ABa pa3 B AeHb, 30 Mr 1Ba pa3 B eHb, SO Mr 1iBa pas B
neHb, 60 Mr 1Ba pa3 B A€Hb, 75 M ABa pa3 B AeHb, 90 mr nBa pa3 B AeHb, 100 Mr aBa pas B J€Hb,
120 mr nBa pas B nenb, 150 mr aBa pa3 B aeHb, 175 mr aBa pa3 B AeHb, 180 Mr nBa pas B I€Hb,
200 mr aBa pa3 B AeHb, 225 Mr asa pa3 B AeHb, 240 Mr aBsa pa3 B aeHb, 250 Mr 1Ba pas B [I€Hb,
275 wmr nBa pa3 B aeHb, 300 mr ABa pa3 B AeHb, 325 Mr ABa pa3 B AeHb, 350 Mr aBa pas B J€Hb,
360 mr nBa pa3 B ieHb, 375 Mr 11Ba pa3 B IeHb, U 480 Mr 1Ba pa3 B 1€Hb.

[108] B omHOM BapmaHTe OCYIIECTBJEHHS, HACTOSILIEe H300pPETeHHE OTHOCUTCS K
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crioco0y nedeHus: Muenodpuodposa nocie ucTuHHON noymunuremun (moct-PV MF) y uenosexa,
KOTOPBII BKJIFOYAET CTaJMI0 BBEIEHUS YKa3aHHOMY UEJIOBEKY TepaneBTHYECKH 3(PQPEeKTHBHOIO
konudecTBa uHruoOuropa MDM?2 unu ero papmaneBTHYECKH MPUEMIIEMON COJIH, B AO3UPOBKE,
BBIOPaHHOM U3 TPYIIBL, cCOCTOsIEH U3 15 Mr ofnMH pa3 B AeHb, 25 MI OAMH pa3 B AeHb, 30 Mr
OJIUH pa3 B JieHb, 50 MI OZlUH pa3 B eHb, 60 MI' OIUH pa3 B I€Hb, /5 MI OIUH pa3 B AeHb, 90 Mr
OJIUH pa3 B AeHb, 100 Mr onuH pas B Aenb, 120 mr oauH pas B feHb, 150 Mr onuH pas B AeHb, 175
M OJIUH pa3 B AeHb, 180 Mr oauH pa3 B AeHb, 200 Mr OUH pa3 B [IeHb, 225 MI OIUH pa3 B JEHb,
240 Mr oguH pa3 B AeHb, 250 Mr onuH pa3 B AeHb, 275 Mr oauH pa3 B 1eHb, 300 Mr oMH pa3 B
JeHb, 325 Mr oauH pa3 B AeHb, 350 Mr ouH pa3 B eHb, 360 Mr OJIMH pa3 B €Hb, 375 MI OJIUH
pa3 B aeHb, 480 Mr oguH pa3 B AeHb, 15 Mr nBa pas B AeHb, 25 Mr 11Ba pa3 B IeHb, 30 Mr 11Ba pa3
B JIeHb, SO Mr 1Ba pa3 B AeHb, 60 Mr Ba pas B IeHb, 75 MI ABa pa3 B eHb, 90 Mr ABa pa3 B J€Hb,
100 mr nBa pa3 B nenb, 120 mr aBa pa3 B aeHb, 150 mr aBa pa3 B AeHb, 175 Mr nBa pas B I€Hb,
180 mr nBa pa3 B aensb, 200 mr aBa pa3 B AeHb, 225 Mr ABa pas B AeHb, 240 Mr aBa pas B J€HbD,
250 wmr nBa pa3 B aeHb, 275 Mr ABa pa3 B AeHb, 300 Mr aBa pa3 B A€Hb, 325 Mr 1Ba pa3 B J€Hb,
350 mr nBa pa3s B neHb, 360 Mr 1Ba pa3 B IeHb, 375 Mr 11Ba pa3 B 1eHb, 1 480 Mr 1Ba pa3 B ICHb.

[109] B omHOM BapwaHTe OCYIIECTBJICHHS, HACTOSIIEe H300pPETEHHE OTHOCUTCS K
cnioco0y neueHust muenopudOpo3a mocie scceHunuanbHol Tpomboruremun (moct-ET MF) y
YEJIO0BEKa, KOTOPBIM BKJIKOYAET CTaAUI0 BBEICHMS YKA3aHHOMY 4YEJOBEKY TEepaneBTUYECKU
s¢pexTuBHOrO KoymuecTsa HruoOuTopa MDM?2 unu ero gpapMarneBTHIecKy IpUeMIIeMOl COJIH,
B JIO3UPOBKE, BLIOPAHHOW M3 IPYMIIbL, COCTOALIEH U3 15 Mr omuH pa3 B eHb, 25 MI' OAMH pa3 B
neHb, 30 Mr oguH pa3 B AeHb, S0 Mr OuH pa3 B eHb, 60 MI OIUH pa3 B I€Hb, /5 MI ONMH Pa3 B
neHb, 90 mr onuH pa3 B aeHb, 100 Mr oguH pas B n1eHb, 120 Mr onuH pas B aeHb, 150 mMr oaun
pa3s B AeHb, 175 mMr oauH pa3 B feHb, 180 Mr onuH pa3 B AeHb, 200 Mr ouH pa3s B A€Hb, 225 Mr
OJIUH pa3 B eHb, 240 Mr oauH pa3 B AeHb, 250 Mr ouH pa3 B AeHb, 275 Mr OMH pa3 B AeHb, 300
MT OIUH pa3 B A€Hb, 325 MI OAMH pa3 B AeHb, 350 Mr onuH pa3 B 1eHb, 360 MI OIUH pa3 B J€Hb,
375 mr oauH pa3 B feHb, 480 Mr OnuH pa3 B A€Hb, 15 Mr ABa pa3 B IeHb, 25 MI J1Ba pa3 B JE€Hb,
30 mr aBa pa3 B AeHb, SO Mr 11Ba pa3 B 1eHb, 60 Mr 1Ba pa3 B IeHb, 75 MT ABa pa3 B AeHb, 90 mr
nBa pas B aeHb, 100 Mr nBa pa3 B neHb, 120 mr nBa pas B neHb, 150 mr aBa pa3 B aeHb, 175 mr
nBa pas B AeHb, 180 Mr nBa pas B neHb, 200 Mr 1Ba pa3 B IeHb, 225 Mr 11Ba pa3 B IeHb, 240 mr
IBa pa3 B AeHb, 250 Mr 1Ba pa3 B IeHb, 275 Mr niBa pas B feHb, 300 Mr aBa pa3 B AeHb, 325 mMr
IBa pa3 B AeHb, 350 Mr ABa pa3 B AeHb, 360 Mr 1Ba pas B IeHb, 375 Mr 1Ba pa3 B AeHb, U 480 mr
BID .

[110] B omHOM BapuaHTe OCYIIECTBJICHHS, HACTOSIIEe H300pPETEHHE OTHOCUTCS K
cnioco0y nedeHus: scceHuuanbHor TpomOoumtemun (ET) y uenoBeka, KOTOPBIH BKIFOYAET
CTaquI0O BBEICHHMsS YKAa3aHHOMY 4YeJIOBEKY TepamneBTH4eckd 3((eKTuBHOro KonudecTsa
uHruouropa MDM?2 unn ero papmaneBTHYECKH NMPUEMIIEMOH COJNH, B JO3HPOBKE, BHIOPAHHON
U3 TPYINIbI, cocTosimen u3 15 Mr oguH pa3 B IeHb, 25 Mr OguH pas3 B AeHb, 30 Mr oauH pa3s B
neHb, 50 Mr oguH pa3 B AeHb, 60 Mr OUH pa3 B IeHb, /5 MI OIUH pa3 B IeHb, 90 MI OMH pa3 B
nenb, 100 Mr oguH pas B nesb, 120 Mr oguH pas B neHb, 150 Mr oauH pas B aeHb, 175 Mr oauH

pa3 B neHb, 180 Mr onuH pas B geHb, 200 Mr OnMH pa3 B A€Hb, 225 MI OIUH pa3 B AeHb, 240 mr
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OIIMH pa3 B IeHb, 250 Mr OuH pa3 B AeHb, 275 Mr OAuH pa3 B AeHb, 300 Mr oauH pa3 B IeHb, 325
MTI OAWH pa3 B JIeHb, 350 Mr oauH pa3 B 1eHb, 360 Mr OMH pa3 B A€Hb, 375 MI OMH pa3 B JAECHb,
480 Mr oauH pa3 B AeHb, 15 Mr ABa pa3 B AeHb, 25 MT ABa pa3 B AeHb, 30 Mr 1Ba pa3 B IeHb, S0
MT J1Ba pa3 B AeHb, 60 Mr 1Ba pa3 B IeHb, 75 Mr ABa pa3 B 1eHb, 90 mr aBa pa3 B aeHb, 100 mr
nBa pa3 B AeHb, 120 Mr aBa pas3 B aeHb, 150 Mr nBa pa3 B neHb, 175 mr nBa pa3 B neHb, 180 mr
nBa pa3 B AeHb, 200 Mr aBa pa3 B AeHb, 225 Mr ABa pa3 B AeHb, 240 Mr aBa pa3 B AeHb, 250 Mr
ABa pa3 B 7eHb, 275 Mr aBa pa3 B AeHb, 300 Mr aBa pa3 B AeHb, 325 Mr ABa pa3 B AeHb, 350 Mr
JBa pa3 B AeHb, 360 Mr 1Ba pa3 B A€Hb, 375 Mr JIBa pa3 B ieHb, U 480 Mr 1Ba pa3 B I€Hb.

[111] B omHOM BapuaHTe OCYINECTBJEHHUS, HACTOSIIEE H300pETeHHE OTHOCUTCS K
criocoby neuenuss MPN y denoBeka, KOTOPBIM BKJFOYAET CTAIUI0 BBENEHUS YKA3aHHOMY
YeJIOBEKY TepaneBTHYeCKU 3(P(PeKTUBHOrO KONMYeCTBA KOMIO3HMLINH, COAEpIKaLIell WHrHOUTOp
MDM2 unm ero (papManeBTU4ECKH MPUEMJIEMYIO COJIb, B JO3MPOBKE, BHIOPAHHON M3 TPYIIIIEL,
cocrosimied u3 15 mr oguH pa3 B AeHb, 25 Mr oauH pa3 B AeHb, 30 Mr oauH pas B AeHb, S0 Mr
OMH pa3 B AeHb, 60 Mr OMH pa3 B A€Hb, 75 MI OJIMH pa3 B AeHb, 90 Mr oauH pa3 B AeHb, 100 mr
OZIMH pa3 B IeHb, 120 Mr oguH pas B AeHb, 150 mr onuH pas B neHb, 175 mMr oquH pas B feHb, 180
M OJIUH pa3 B AeHb, 200 Mr oauH pa3 B A€Hb, 225 MI OJUH pa3 B AeHb, 240 Mr OIUH pa3 B J€Hb,
250 mr oxnuH pas B AeHb, 275 mMr oauH pas B AeHb, 300 Mr oauH pa3 B A€Hb, 325 MI OAUH pa3 B
neHb, 350 Mr oauH pas B AeHb, 360 Mr OuH pa3 B IeHb, 375 Mr OAuH pa3 B AeHb, 480 Mr oauH
pa3 B AeHb, 15 Mr nBa pa3 B AeHb, 25 Mr ABa pas3 B AeHb, 30 Mr 1Ba pa3 B 1eHb, SO Mr 11Ba pas B
neHb, 60 Mr 1Ba pa3 B A€Hb, 75 M ABa pa3 B AeHb, 90 Mr nBa pa3 B aeHb, 100 Mr aBa pas B [IeHb,
120 mr nBa pas B nenb, 150 mr aBa pa3 B aeHb, 175 mr asa pa3 B AeHb, 180 Mr nBa pas B I€Hb,
200 mr aBa pa3 B AeHb, 225 Mr ABa pa3 B AeHb, 240 Mr aBa pa3 B 1eHb, 250 Mr 1Ba pa3 B [I€Hb,
275 wmr nBa pa3 B nenb, 300 mr aBa pa3 B AeHb, 325 Mr aBa pa3 B AeHb, 350 Mr 1Ba pas B J€Hb,
360 mr aBa pa3 B AeHb, 375 Mr ABa pa3 B AeHb, U 480 Mr n1Ba pa3 B AeHb. B ogqHOM BapuaHTte
ocymectsiennss, MPN BbIOpaH n3 rpymnmel, cocrosimeil u3 UCTUHHOW momunutemun (PV),
muenopudposa, MIEPBUYHOTO mMuesohudposa, TPOMOOLIUTEMUH, ACCEHIMAJIbHOM
tpomboruremun (ET), mamonarudeckoro muenodpudOposa, cucteMHOro macrommroda (SM),
xpoHnueckor HenTpodmibHON neiikemuu (CNL), muenoaucriactudeckoro cuaapoma (MDS),
CHCTEMHOro 3abojieBaHHs TydHBIX KieTok (SMCD). B onHOM BapuaHTe OCYIIECTBIICHUS,
uHruoutTop MDM?2 npencrasinsier codoii coenunerue Gopmysl (I) umu popmyinsr (IT). B omHom
BapUaHTE OCYINECTBJIEHUs, MHruOutop MDM2 BeIOpaH W3 TPYNINBI, COCTOSILIEH COCTMHEHUS
dopmynsr  (I), dopmynsr (1), RG7388, tpunrommma, HDM201, RG7112, CGMO97A,
CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994, nytnuna-3,
HyTJIuHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032,
DS-3032B, APG-115, MI-1601 u ux ¢apmarneBTHIECKH NPHEMIIEMbIX cojiei. B omHOM BapuaHTe
ocymecTBieHust, ”Hruontop MDM2 BriOpan u3 rpymibl, cocrosimeii coenuaenus popmysl (1),
dopmynsr (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838, MK-8242,
DS-3032B, APG-115, MI-1601 u ux ¢apmarieBTHIECKH IPHEMIIEMbIX cojieil. B oqHOM BapuaHTe
ocyuiecTBIIeH!s, MUeIo(huOpo3 BbIOpaH U3 IPYMIIbI, COCTOALIEH U3 MEPBUYHOrO Muenopudposa

(PMF), muenodudposa nocie ucruaHoi nomuuutemun (noct-PV MF) u muenodpudposza nocne
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scceHuuanbHON  TpoMmOomuremun (nmoct-ET MF). B ogHOM BapuaHTe OCYINECTBIIECHUS,
nepBuuHbI Muenopudpos (PMF) BeiOpan u3 rpymmbl, cocrosimedl u3 npendudpo3HOro
PFM/PFM pansneii cranuun u PFM BoipaxenHo#t ¢ubpos3noii craguu. B omHOM BapuanTte
ocymecteinenus, MPN BbiOpaH M3 Trpynmbl, COCTOSINEH M3 XPOHUYECKOH HeHTpoduiIbHON
JeHKeMUH (CNL), XPOHHUYECKOU 503MHOPUIIBHOM JIEHKEMUH, XPOHUYECKOU
muesoMoHorurapaon sefikemun (CMML), aTUNMUYHON XPOHHYECKON MMENOMAHOHN JeHKeMuu
(aCML), roBeHmnpHOI MuenoMoHouuTapHoi neiikemun (JMML), runep>03uHO(UIBHBIX
cunapomoB (HES), u muenomucmiacTHuecKux/MUEIONPOIH(PEPaTUBHBIX HOBOOOpPA30BaHUMN C
KOJIbLIEBUIHBIMU cuniepobmactamu u Tpombormrozom (MDS/MPN-RS-T).

[112] B omHOM BapuaHTe OCYINECTBJEHHS, HACTOSINEE U300pETeHHE OTHOCUTCS K
criocoby neuenuss MPN y denoBeka, KOTOPBIM BKJIFOYAET CTAIUI0 BBENEHUS YKA3aHHOMY
YeJIOBEKY TepaneBTHUeCKU 3(Pp(PEeKTUBHOrO KONMMYeCTBA KOMIO3HMLIUH, COAEpIKaLlell HHrHOUTOp
MDM2 unm ero (papManeBTUYECKH MPHUEMJIEMYIO COJIb, B JO3MPOBKE, BHIOPAHHON M3 TPYIIIIEL,
cocrosimied U3 15 mr oguH pa3 B Ae€Hb, 25 Mr OAuH pa3 B AeHb, 30 Mr oauH pa3 B AeHb, S0 Mr
OMH pa3 B AeHb, 60 Mr OMH pa3 B A€Hb, 75 MI OJIMH pa3 B AeHb, 90 Mr oauH pa3 B AeHb, 100 mr
OIIMH pa3 B IeHb, 120 Mr oguH pas B AeHb, 150 mr onuH pas B neHb, 175 mMr oquH pas B feHs, 180
M OJIUH pa3 B AeHb, 200 Mr oauH pa3 B A€Hb, 225 MI OIUH pa3 B AeHb, 240 Mr OUH pa3 B J€Hb,
250 mr oxnuH pas B AeHb, 275 Mr oauH pas B AeHb, 300 Mr oauH pa3 B J€Hb, 325 MI OAUH pa3 B
neHb, 350 Mr oauH pas B AeHb, 360 Mr OuH pa3 B IeHb, 375 Mr OuH pa3 B aAeHb, 480 Mr oauH
pa3 B AeHb, 15 Mr nBa pas B AeHb, 25 Mr ABa pa3 B AeHb, 30 Mr aBa pa3 B 1eHb, S0 Mr 11Ba pas B
neHb, 60 Mr 1Ba pa3 B A€Hb, 75 MT ABa pa3 B AeHb, 90 Mr nBa pa3 B aeHb, 100 Mr aBa pas B J€Hb,
120 mr nBa pa3 B nenb, 150 mr aBa pa3 B aeHb, 175 mr asa pa3 B aeHb, 180 Mr nBa pas B I€Hb,
200 mr nBa pa3s B n€Hb, 225 Mr ABa pa3 B AeHb, 240 mr asa pa3 B AeHb, 250 Mr 1Ba pas B J€Hb,
275 mr gBa pa3 B aeHb, 300 Mr gBa pa3 B eHb, 325 Mr ABa pa3 B eHb, 350 Mr 1Ba pa3 B JIEHb,
360 mr nBa pa3 B AeHb, 375 Mr n1Ba pa3 B AeHb, U 480 Mr ABa pa3 B AeHb. B oqHOM BapuaHTe
ocywmecteieHus, MPN BbiOpaH W3 Tpymmbl, COCTOsIINEH W3 HCTUHHOW mnomurmremMun (PV),
muenodpudposa u sccerumanbaoii Tpombouutemun (ET). B ogHOM BapmaHTe OCyIIeCTBJICHUS,
uHruouTop MDM?2 npencrasinsieT codoii coenunerue Gopmysl (I) umu popmyiner (IT). B onHom
BapUaHTe OCYINEeCTBJIEHUs, MHruOuTop MDM2 BbIOpaH W3 TPYNIMbI, COCTOSILIEH COCTUHEHUS
dopmynsr (), dopmynsr (1), RG7388, tpunrommma, HDM201, RG7112, CGMO97A,
CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994, nytiuna-3,
HyTJIuHa-3a, HyTMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032,
DS-3032B, APG-115, MI-1601 u ux ¢apmManeBTHIECKH NPHEMIIEMbIX cCojiei. B oHOM BapuaHTe
ocyecTBieHust, THruontop MDM2 BriOpan u3 rpymrbl, cocrosimeii coequaenus popmysl (1),
dopmysr (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838, MK-8242,
DS-3032B, APG-115, MI-1601 u ux ¢gapmarneBTHIECKH PHEMIIEMBbIX Cojiei. B oyHOM BapuaHTe
ocyuiecTBiieHus, MUeIohuOpo3 BeIOpaH U3 IPYMIIbI, COCTOSALIEH U3 MEPBUYHOrO Muenopudposa
(PMF), muenodpudposa nocie ucruaHoi nomuuutemun (moct-PV MF) u muenodpudposa mocne
scceHuuanbHON TpoMmOommremun (nmoct-ET MF). B ongHOM BapuaHTe OCYINECTBIIECHUS,

nepBuuHbI Muenopudpos (PMF) BeiOpan u3 rpynmbl, cocrosimedl u3 npendudpo3HOro
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PFM/PFM panneii craguun u PFM BeipaxenHo# ¢ubpo3noii cragmu. B omHOM BapuanTte
ocymecteineHus, MPN BbiOpaH M3 Trpynmbl, COCTOSINEH M3 XPOHUYECKOH HeHTpoHIbHON
JneiKkeMun (CNL), XPOHUYECKOU 503UHO(UIILHON JeHKeMUH, XPOHUYECKON
muenoMoHorutapHoi selikemun (CMML), aTUU4YHON XPOHMYECKOW MUENOHIHOM JeHKkeMUn
(aCML), roBeHmnbHOM MuenoMoHouurapHoit Jneiikemun (JMML), runep303MHOQUIBHBIX
cuaapomoB (HES), u MuenomucniacTH4ecKux/MUeIOnpoan(pepaTHBHBIX HOBOOOpPA30OBaHHI C
KOJIbLIEBUAHBIMU cuzepobaactamu u Tpombormrosom (MDS/MPN-RS-T).

[113] B omHOM BapuaHTe OCYINECTBJEHHS, HACTOsINEE H300pETeHHE OTHOCUTCS K
croco0y JiedeHus: UCTUHHOW mnonuumreMun (PV) y uenoBeka, KOTOPBIA BKJIIOYAET CTaIHIO
BBE/ICHUSI YKA3aHHOMY WYEJIOBEKY TeparneBTUYEeCKU 3((PEKTUBHOIO KOJHYECTBA KOMITO3HIIUY,
copepkauiei nHruonTop MDM?2 nim ero ¢gapmareBTHYeCKH MPHEMIIEMYIO COJIb, B TO3UPOBKE,
BBIOPAHHOW W3 TPYMIbI, COCTOsIIIEH U3 15 Mr onuH pa3 B AeHb, 25 Mr OauH pa3 B AeHb, 30 Mr
OIIMH pa3 B IeHb, 50 Mr OfMH pa3 B AeHb, 60 MI OMH Pa3 B A€Hb, /5 MI OAMH pa3 B AeHb, 90 Mr
ONUH pa3 B eHb, 100 Mr oguH pas B neHb, 120 mr oauH pas B aenb, 150 mr onuH pas B f1eHb, 175
MT OJIUH pa3 B AeHb, 180 Mr oauH pa3 B aeHb, 200 Mr OUH pa3 B €Hb, 225 MI OIUH pa3 B J€Hb,
240 mr onuH pas B AeHb, 250 Mr oiuH pa3 B AeHb, 275 Mr oauH pa3 B AeHb, 300 Mr oauH pas B
IeHb, 325 Mr oauH pas B AeHb, 350 Mr ouH pa3 B eHb, 360 Mr OJIMH pa3 B €Hb, 375 MI OUH
pa3 B aenb, 480 Mr oguH pa3 B A€Hb, 15 Mr nBa pas B AeHb, 25 Mr 1Ba pa3 B IeHb, 30 Mr 1Ba pas
B JIeHb, S0 Mr 1Ba pa3 B feHb, 60 Mr Ba pa3 B IeHb, 75 MI ABa pa3 B IeHb, 90 Mr ABa pa3 B J€Hb,
100 mr nBa pa3 B aenb, 120 mr aBa pa3 B AeHb, 150 mr aBa pa3 B AeHb, 175 Mr aBa pas B A€Hb,
180 mr nBa pa3 B aenb, 200 mr aBa pa3 B AeHb, 225 Mr ABa pa3 B AeHb, 240 Mr ABa pas B J€HbD,
250 mr aBa pa3 B AeHb, 275 Mr aBa pa3 B AeHb, 300 Mr nBa pa3 B I€Hb, 325 Mr 71Ba pa3 B [IEHb,
350 mr gBa pa3 B AeHb, 360 Mr fBa pa3 B A€Hb, 375 Mr 11Ba pa3 B eHb, U 480 Mr 1Ba pa3 B €Hb.
B onmHoM BapmaHTe ocymectBienus, mHruoutop MDM?2 mnpexacraBnsier co0oii coenuHEeHHUe
dopmynbr (I) wnu ¢opmynst (II). B ogHOM BapuaHTe ocyuiecTBieHus, uHruourop MDM?2
BbIOpaH w3 rpymnbl, cocrosimeit coemnmuenus ¢opmyasl (1), dopmyner (II), RG7388,
tpunronuna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/iuHa-3a, HyTJiMHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
(bapmMareBTHYECKH PUEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyIuecTBieHus, HHruonTop MDM?2
BBIOpaH U3 rpymiel, coctosmeit coenqunerus ¢popmydst (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
bapManeBTHIECKH MPHEMIIEMBIX COJICH.

[114] B omHOM BapuaHTe OCYIIECTBJICHHS, HACTOSIIEe H300pETeHHE OTHOCUTCS K
criocoby JiedeHus TMepBUYHOTO Muenopudpo3a y dYenoBeKa, KOTOPBIM BKJFOYAET CTaIHIO
BBEICHUSI YKa3aHHOMY YEJIOBEKY TepaneBTUYEeCKU 3((PEKTUBHOrO KOJHYECTBA KOMIIO3HIINY,
comepskameit uaruourop MDM2 uin ero apmMaleBTUYECKH TPUEMIIEMYIO COJIb, B TO3UPOBKE,
BBIOpAHHOW U3 IPyMIbI, cocTosed u3 15 Mr onuH pa3 B AeHb, 25 Mr oauH pas B AeHb, 30 Mr
OIMH pa3 B AeHb, S0 Mr oAuH pa3 B AeHb, 60 Mr OMH pa3 B A€Hb, 75 MI OUH pa3 B AeHb, 90 Mr

OIUH pa3 B feHb, 100 Mr oguH pa3 B neHb, 120 mr oguH pa3 B nenb, 150 mr onuH pas B f1eHb, 175
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MTI OAUWH pa3 B IeHb, 180 mMr oguH pa3 B neHb, 200 Mr OMH pa3 B A€Hb, 225 MI OMH Pa3 B JE€Hb,
240 mr oxguH pa3 B aAeHb, 250 Mr onuH pa3 B AeHb, 275 Mr oauH pas3 B AeHb, 300 Mr oauH pas B
IeHb, 325 Mr oauH pa3 B AeHb, 350 Mr oauH pa3 B IeHb, 360 Mr OIMH pa3 B A€Hb, 375 MI OJUH
pa3 B aeHb, 480 Mr oquH pa3 B A€Hb, 15 Mr 1Ba pas B feHb, 25 Mr [1Ba pa3 B IeHb, 30 Mr 1Ba pa3
B JIeHb, 50 Mr ABa pa3 B ieHb, 60 Mr ABa pa3 B IeHb, 75 Mr ABa pa3 B eHb, 90 Mr ABa pa3 B JICHb,
100 mr nBa pa3 B neHb, 120 Mr aBa pa3 B AeHb, 150 Mr gBa pa3 B neHb, 175 Mr 1Ba pas B JIeHb,
180 mr nBa pa3 B aeHb, 200 mr aBa pa3 B AeHb, 225 Mr ABa pa3 B AeHb, 240 Mr ABa pa3 B J€HbD,
250 mr nBa pa3 B IeHb, 275 Mr ABa pa3 B AeHb, 300 Mr aBa pa3 B AeHb, 325 Mr 1Ba pa3 B J€Hb,
350 mr nBa pas B n1eHb, 360 mr 1Ba pa3 B eHb, 375 Mr ABa pa3 B AeHb, 1 480 Mr aBa pa3 B A€Hb.
B omHOM BapmanTe ocymectBieHus, HHruoutop MDM?2 mnpexacrasisier coOoil coenMHEHHE
dopmynbl (I) wnun popmyner (II). B omHoMm BapuwanTe ocyuiecTBieHus, uHruoburop MDM?2
BbIOpaH wu3 Tpynmbl, cocrosimeil coemnmHeHust ¢opmyasl (I), dopmymer (II), RG7388,
tpunrronaa, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/iuHa-3a, HyTnHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 wu wux
(apmareBTHIECKH IPUEMIIEMBIX COJie. B ofHOM BapuaHTe ocyIuecTBieHus, HHruontTop MDM?2
BbIOpaH U3 rpymiel, coctosmei coenqunerus ¢popmydst (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
bapmaneBTHIECKH MPHEMIIEMbIX COJIEH.

[115] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K
crioco0y neueHust Muenopudpo3 mocne ucTuHHON nomuuutemun (noct-PV MF) y denoseka,
KOTOPBII BKJIFOYAET CTaJUI0 BBEIEHUS YKa3aHHOMY UeJIOBEKY TepaneBTHUECKH 3(PPEeKTHBHOIO
KOJIMYEeCTBA KOMITO3MLMM, cozepkaiieli uHruobutop MDM2 wmmm ero ¢apmaneBTHYECKH
IPUEMJIEMYIO COJIb, B IO3UPOBKE, BEIOPAHHOM M3 IPYMIIbI, COCTOSIIEH U3 15 Mr ofguH pa3 B IeHb,
25 Mr onuH pa3 B eHb, 30 Mr OlUH pa3 B AeHb, SO0 MI OfMH pa3 B A€Hb, 60 MI OIUH pa3 B ACHb,
75 Mr onuH pa3 B AeHb, 90 Mr oguH pa3 B feHb, 100 mMr onuH pa3 B aeHb, 120 mMr oauH pa3 B
nenb, 150 Mr oguH pa3 B neHb, 175 Mr oguH pa3 B neHb, 180 Mr oauH pa3 B neHb, 200 Mr oauH
pa3 B AeHb, 225 Mr oauH pa3 B AeHb, 240 Mr oauH pa3 B AeHb, 250 Mr oAWH pa3 B AeHb, 275 Mr
OZlMH pa3 B ieHb, 300 Mr oauH pa3 B AeHb, 325 Mr oAMH pa3 B AeHb, 350 Mr ouH pa3 B feHb, 360
MTI OJIMH pa3 B I€Hb, 375 MI OAUH pa3 B AeHb, 480 Mr oAWH pa3 B A€Hb, 15 Mr 1Ba pas B A€Hb, 25
MT ABa pa3 B AeHb, 30 Mr 1Ba pa3 B AeHb, SO Mr ABa pa3 B ieHb, 60 Mr 1Ba pa3 B A€Hb, /5 M ABa
pa3 B neHb, 90 mr nBa pas B aeHb, 100 mr aBa pas B nenb, 120 mr aBsa pas B nesb, 150 mr asa pas
B eHb, 175 mr aBa pa3 B neHb, 180 mr aBa pas B neHp, 200 mr nBa pa3 B AeHb, 225 Mr 1Ba pas B
nenb, 240 Mr nBa pa3 B IeHb, 250 Mr ABa pa3 B neHb, 275 mr ABa pa3 B AeHb, 300 mMr 1Ba pas B
neHb, 325 Mr niBa pa3 B IeHb, 350 Mr ABa pa3 B AeHb, 360 mMr ABa pa3 B AeHb, 375 Mr 1Ba pas B
nenb, U 480 Mr naBa pa3 B JeHb. B OIHOM BapWaHTe OCyIIeCTBICHHS, MHruoutop MDM2
npenctasisier coboit coemuHenue Gopmynsl () wim ¢dopmyner (II). B omnom BapuaHTe
ocyuecTsieHust, ”Hruonrop MDM2 BeiOpan u3 rpymnibl, cocrosimeii coenuaenus: popmysl (1),
dopmyer (I1), RG7388, Tpunroniupa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTIuHA-3b,
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cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 m wux QapmManeBTHYECKH NpPUEMIIEMBIX colell. B OmHOM BapuaHTe OCYLIECTBICHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosied coenquHerus popmynsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux apmanieBTH4E€CKH MPUEMIIEMBIX COJIEH.

[116] B omHOM BapuaHTe OCYINECTBJCHHUS, HACTOsIIIEe H300pETEeHHE OTHOCHTCS K
ciocol0y neuenuss muenopudposa mocne scceHuuanbHoi Tpombounremun (noct-ET MF) y
YeJIOBEKAa, KOTOPBIM BKJKOUYAET CTAAUI0 BBEICHMS YKA3aHHOMY YEJOBEKY TepaneBTUYECKU
5 (}EeKTUBHOrO KOJIMYECTBA KOMIIO3ULIMY, conepkaiieli uHruoburop MDM2 wmm  ero
(bapManeBTHYECKH MPUEMJIEMYIO COJIb, B JO3MPOBKE, BHIOPAHHOW U3 TPYMIbI, cocTosmei u3 15
MTI OFIMH pa3 B JI€Hb, 25 MI OIUH pa3 B AeHb, 30 MI OJIUH pa3 B AeHb, SO MI OIUH pa3 B IeHb, 60
MI OAWH pa3 B A€Hb, 75 MI OUH pa3 B AeHb, 90 Mr oauH pa3 B AeHb, 100 Mr oguH pas B I€HB,
120 mr oguH pa3 B aensb, 150 mr oguH pas B AeHb, 175 mr onuH pas B AeHb, 180 mr onuH pas B
nenb, 200 Mr oauH pas B IeHb, 225 Mr OAuH pa3 B IeHb, 240 Mr oauH pa3 B aAeHb, 250 Mr oauH
pa3 B eHb, 275 Mr oauH pas3 B AeHb, 300 Mr onuH pa3 B AeHb, 325 Mr OIUH pa3 B AeHb, 350 mr
OZIMH pa3 B AeHb, 360 Mr oauH pa3 B AeHb, 375 Mr oauH pa3 B AeHb, 480 Mr oauH pa3 B A€Hb, 15
MT JBa pa3 B IeHb, 25 MT 11Ba pa3 B AeHb, 30 Mr ABa pa3 B feHb, SO Mr aBa pa3 B AeHb, 60 Mr aBa
pa3 B AeHb, 75 Mr 1Ba pa3 B AeHb, 90 Mr ABa pa3 B aeHb, 100 mr aBa pas B aeHb, 120 mr 1Ba pas B
nenb, 150 Mr nBa pas B neHb, 175 mr aBa pas B nenb, 180 mr aBa pa3 B AeHb, 200 mr 1Ba pas B
IeHb, 225 Mr niBa pa3 B eHb, 240 Mr ABa pa3 B aeHb, 250 mr ABa pa3 B AeHb, 275 Mr 1Ba pas3 B
nenb, 300 Mr nBa pas B IeHb, 325 Mr ABa pa3 B AeHb, 350 mr ABa pa3 B AeHb, 360 Mr 1Ba pas B
neHb, 375 mr asa pas B AeHb, U 480 Mr aBa pa3 B AeHb. B OIHOM BapuaHTE OCYLIECTBJICHUS,
unruoburop MDM?2 npencrasisiet coboii coequnenune dpopmysl (1) wnu popmyst (II). B onHom
BapUaHTe OCYyLIeCTBiIEeHMUs, nHruoutop MDM?2 BbIOpaH M3 TPyNIbI, COCTOSAIIEH COETMHEHHS
dopmyner  (I), ¢opmynsr (II), RG7388, tpunronmmma, HDM201, RG7112, CGMO97A,
CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994, nyrtauna-3,
HyTJIuHa-3a, HyTJMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032,
DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHIECKH MPHEMJIEMbIX Cojiei. B oHOM BapuaHTe
ocyiecTBieHust, THruouTop MDM?2 BriOpan U3 rpymibl, cocrosieii coequaenus: popmysl (1),
dopmyasr (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838, MK-8242,
DS-3032B, APG-115, MI-1601 u ux ¢apmManieBTHIECKH MPUEMIIEMbIX COJICH.

[117] B omHOM BapuaHTe OCYIIECTBJIEHHS, HACTOSIIEE H300pETeHHE OTHOCUTCS K
cnioco0y neuyeHus: scceHuuanvbHor TpomOoumtemun (ET) y uenoBeka, KOTOPBIA BKIFOYAET
CTaquI0O BBEICHHMS YKAa3aHHOMY 4YeJIOBEKY TepamneBTH4eckd 3(dekTuBHOro KonndecTsa
KOMTIO3UIHH, conepskameit maruburop MDM2 win ero apManeBTHUECKH MPUEMIIEMYIO COJIb,
B JIO3UPOBKE, BHIOPAHHOW M3 TPYMIIbL, COCTOAIIEH U3 15 Mr omuH pa3 B A€Hb, 25 MI OAMH pa3 B
neHb, 30 Mr oguH pas B AeHb, S0 Mr ouH pa3 B IeHb, 60 MI OUH pa3 B I€Hb, /5 MI ONMH Pa3 B
neHb, 90 mr oauH pas B neHb, 100 mMr onuH pas B AeHb, 120 mMr onuH pa3 B AeHb, 150 Mr oauH
pa3 B neHb, 175 Mr onuH pas B AeHb, 180 Mr onuH pas B geHb, 200 Mr onuH pa3 B A€Hb, 225 Mr

OZMH pa3 B ieHb, 240 Mr ouH pa3 B eHb, 250 Mr OMH pa3 B A€Hb, 275 Mr OAuH pa3 B AeHb, 300
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MTI OAIWH pa3 B JIeHb, 325 Mr oauH pa3 B feHb, 350 Mr ouH pa3 B AeHb, 360 Mr OfMH pa3 B AEHb,
375 mr opuH pa3 B AeHb, 480 Mr onuH pa3 B A€Hb, 15 Mr ABa pa3 B I€Hb, 25 MI [1Ba pa3 B JE€Hb,
30 mr aBa pa3 B aeHb, S0 Mr 1Ba pa3 B 1eHb, 60 Mr 1Ba pa3 B IeHb, 75 Mr ABa pa3 B A€Hb, 90 mr
nBa pa3 B aeHb, 100 Mr nBa pas B nesb, 120 mr nBa pas B nenp, 150 mr aBa pa3 B aeHp, 175 mr
nBa pa3 B AeHb, 180 mr aBa pa3 B neHb, 200 Mr aBa pa3 B eHb, 225 Mr ABa pa3 B AeHb, 240 mMr
ABa pa3 B eHb, 250 Mr aBa pa3 B AeHb, 275 Mr asa pa3 B AeHb, 300 Mr aBa pa3 B eHb, 325 Mr
7Ba pa3 B AeHb, 350 Mr ABa pa3 B AeHb, 360 Mr 1Ba pa3 B IeHb, 375 Mr ABa pa3 B AeHb, U 480 Mr
IBa pa3 B IeHb. B ogHOM BapuaHTe ocyluecTBieHus, uHruburop MDM?2 mpencrasisieT coboi
coequnenune Gopmyisl (I) wiu ¢popmynsl (II). B onHOM BapuaHTe OCYIIECTBIECHUS, HHTUOUTOP
MDM2 BbiOpan u3 rpynmbl, coctosmen coenuHenus Gopmydasl (I), ¢popmynsr (1), RG7388,
tpunronuna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyTiuHa-3a, HyTinHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
(apmMareBTHYECKH IPUEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyIuecTBieHus1, HHruonTop MDM?2
BbIOpaH U3 IpymIel, cocTosmei coenqunerus ¢popmydsl (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
bapmaneBTHIECKH MPHEMIIEMBIX COJIEH.

[118] B omHOM BapuaHTe OCYIIECTBJCHHS, HACTOSIIEe H300pPETEHHE OTHOCUTCS K
crioco0y JeueHHss xpoHH4deckod HelrpoduipHOi neiikemun (CNL) y uenoBeka, KOTOPBIH
BKJIFOYAET CTAJAMI0 BBEACHHS YKA3aHHOMY YEJIOBEKY TepamneBTUYeCKH 3(PPEeKTHBHOTO
KOJIMYEeCTBA KOMITO3MLMM, cozepkamieli uHruoutop MDM2 wmmm ero ¢apManeBTHYECKH
NPUEMJIEMYIO COJIb, B IO3UPOBKE, BBIOPAHHON M3 IPYIIIBI, COCTOsIIEN U3 15 Mr ouH pa3 B eHb,
25 Mr oauH pa3 B AeHb, 30 Mr ouH pa3 B AeHb, 50 Mr ouH pa3 B AeHb, 60 Mr OMH pa3 B [I€Hb,
75 Mr oauH pa3 B AeHb, 90 Mr oguH pa3 B feHb, 100 Mr oguH pa3 B neHb, 120 Mr oguH pas B
neHb, 150 Mr onuH pas B aeHb, 175 mr onuH pas B AeHb, 180 mr onuH pa3 B aeHb, 200 Mr oauH
pa3 B AeHb, 225 Mr oauH pas B AeHb, 240 Mr onuH pa3 B AeHb, 250 Mr OAWH pa3 B AeHb, 275 mMr
OZIMH pa3 B JieHb, 300 Mr oguH pa3 B AeHb, 325 Mr OAMH pa3 B AeHb, 350 Mr ouH pa3 B ieHb, 360
MTI OJIMH pa3 B I€Hb, 375 MI OAUH pa3 B AeHb, 480 Mr oAWH pa3 B A€Hb, 15 Mr 1Ba pas3 B A€Hb, 25
MT JBa pa3 B IeHb, 30 Mr 1Ba pa3 B AeHb, SO Mr ABa pa3 B eHb, 60 Mr 1Ba pa3 B A€Hb, /5 Mr JBa
pa3 B neHb, 90 mr nBa pas B aeHb, 100 mr aBa pas B nenb, 120 mr asa pas B nenp, 150 mr asa pas
B eHb, 175 mr aBa pa3 B neHb, 180 mr aBa pas B neHb, 200 mr 1Ba pa3 B Ae€Hb, 225 Mr Ba pas B
nenb, 240 Mr nBa pa3 B neHb, 250 Mr ABa pa3 B aeHb, 275 Mr ABa pa3 B AeHb, 300 mMr 1Ba pas B
neHb, 325 Mr nBa pa3 B IeHb, 350 Mr ABa pa3 B aeHb, 360 mMr ABa pa3 B AeHb, 375 Mr 1Ba pa3 B
neHb, U 480 Mr naBa pa3 B JeHb. B OIHOM BapWaHTe OCYIIECTBICHHUS, MHruOutop MDM2
npenctasisier coboit coemuHenue Gopmynsl () wim ¢dopmyner (II). B onsom BapuaHTe
ocymecTBieHust, ”Hruontop MDM2 BriOpan u3 rpymibl, cocrosimeii coenuaenus popmysl (1),
dopmynst (II), RG7388, Tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTJIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-

1601 m wmx ¢QapmaneBTHYECKH NpUEMIIEMbIX coilell. B onHOM BapuaHTe OCYLIECTBIECHUS,



32

uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenquHerus popmyinsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux papmanieBTH4E€CKH MPUEMIIEMBIX COJIEH.

[119] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSILIEe H300pPETeHHE OTHOCUTCS K
crnioco0y JieueHHss XPOHUYECKOH >03WHO(MMIBHON JIEHKEMHH Yy 4YeJOBeKa, KOTOPbIH BKIIFOYAET
CTQAMIO BBEICHUS YKAa3aHHOMY UYeJIOBEKYy TepameBTHYeCKH 3(P(PEKTHBHOTO KOJIMYECTBA
KOMITO3HMLIMH, copepskamei nHruoutop MDM2 uiu ero dapmaneBTHYECKH MPUEMIIEMYIO COJIb,
B JIO3UPOBKE, BHIOPAHHOW M3 TPYMIIbI, COCTOALICH U3 15 Mr oguH pa3 B IeHb, 25 MI OAHH pa3 B
neHp, 30 Mr oguH pas B AeHb, SO Mr oiuH pa3 B feHb, 60 Mr OIUH pa3 B IeHb, /5 MI OIUH Pa3 B
neHb, 90 mr oauH pa3 B neHb, 100 Mr onuH pa3 B AeHb, 120 mMr onuH pa3 B AeHb, 150 Mr onuH
pa3 B neHb, 175 Mr onuH pas3 B AeHb, 180 mMr onuH pas B AeHb, 200 Mr onuH pas B AeHb, 225 mMr
OZIMH pa3 B JieHb, 240 Mr oiuH pa3 B eHb, 250 Mr OJiMH pa3 B A€Hb, 275 Mr oAuH pa3 B AeHb, 300
MTI OAIWH pa3 B JIeHb, 325 Mr oauH pa3 B 1eHb, 350 Mr OUH pa3 B AeHb, 360 Mr OMH pa3 B JA€Hb,
375 mr oauH pa3 B neHb, 480 Mr onuH pa3 B A€Hb, 15 Mr ABa pa3 B I€Hb, 25 MI [1Ba pa3 B JE€Hb,
30 mr aBa pa3 B aeHb, S0 Mr z1Ba pa3 B n1eHb, 60 Mr 1Ba pa3 B IeHb, 75 Mr ABa pa3 B AeHb, 90 mr
nBa pa3 B aeHb, 100 Mr nBa pa3 B nesb, 120 mr nBa pas B neHb, 150 mr aBa pa3 B aeHb, 175 mr
nBa pa3 B neHb, 180 Mr nBa pas B neHb, 200 Mr aBa pas B eHb, 225 Mr 11Ba pa3 B IeHb, 240 mr
IBa pa3 B AeHb, 250 Mr 1Ba pas B IeHb, 275 Mr nBa pa3 B feHb, 300 Mr aBa pa3 B AeHb, 325 mMr
nBa pa3 B AeHb, 350 Mr ABa pa3 B AeHb, 360 Mr nBa pas B 1eHb, 375 Mr 1Ba pa3 B IeHb, U 480 mr
IBa pa3 B eHb. B ogHOM BapuaHTe ocyiuecTieHus, nuHruoburop MDM?2 npencrasisier coOoi
coequHenne ¢opmyisl (I) wiu ¢popmynsl (II). B onHOM BapuaHTe OCYIIECTBIECHUS], HHTHOUTOP
MDM?2 BbiOpan u3 rpynmsl, coctosiei coequHenus ¢opmynsl (I), popmynsr (II), RG7388,
tpunronauna, HDM201, RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nytnuna-3, HyTiuHa-3a, HyT/InHA-3b, cepaemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 wu wux
(apmMaeBTHYECKH MPUEMJIEMbIX COJiel. B 0JHOM BapuaHTe ocyIuecTBieHus, HHruouTop MDM?2
BbIOpaH U3 rpymiel, coctosimei coenunerus ¢popmyast (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(apManeBTHYECKH MPHEMJIIEMBIX COJICH.

[120] B omHOM BapuaHTe OCYINECTBJIEHHS, HACTOSINEe HU300pETeHHE OTHOCUTCS K
croco0y JiedeHHs XPOHUUYECKOH wmuenoMmoHouuTapHoh unefikemun (CMML) y denoseka,
KOTOPBII BKJIFOYAET CTA/JUI0 BBENEHUS YKa3aHHOMY UEJIOBEKY TepaneBTHYECKH 3P PEeKTHBHOTO
KOJINYEeCTBA KOMITO3MLMH, coxepskameli wuaruoutop MDM2 wmm ero ¢apMaleBTHYECKH
NPUEMIIEMYIO COJb, B IO3UPOBKE, BBIOPAHHOW M3 TPYIIIBL, COCTOsIIEH U3 15 Mr ouH pa3 B IeHb,
25 Mr oauH pas B AeHb, 30 Mr oiuH pa3 B AeHb, SO Mr OlUH pa3 B AeHb, 60 Mr OMH pa3 B JICHbD,
75 Mr onuH pa3 B AeHb, 90 Mr oguH pa3 B aeHb, 100 mMr onuH pa3 B aenb, 120 mMr oaus pas B
nesb, 150 Mr oguH pas B neHb, 175 Mr oguH pas B nenb, 180 Mr oauH pa3 B nenp, 200 Mr oauH
pa3 B AeHb, 225 Mr oauH pas B AeHb, 240 Mr oauH pa3 B AeHb, 250 Mr oAuH pas B AeHb, 275 Mr
OIMH pa3 B AeHb, 300 Mr oguH pa3 B fieHb, 325 Mr OAMH pa3 B AeHb, 350 Mr OUH pa3 B AeHb, 360

MTI OAWH pa3 B J€Hb, 375 MI OAMH pa3 B AeHb, 480 Mr OAWH pa3 B A€Hb, 15 Mr 1Ba pas B A€Hb, 25
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MT ABa pa3 B AeHb, 30 Mr 1Ba pa3 B AeHb, SO Mr ABa pa3 B eHb, 60 Mr 1Ba pa3 B A€Hb, /5 M ABa
pa3 B neHb, 90 mr aBa pas B aeHb, 100 mr aBa pas B nenb, 120 mr aBsa pas B nesb, 150 mr asa pas
B eHb, 175 mr aBa pas B nenp, 180 mr aBa pas B nenp, 200 mr nBa pa3 B AeHb, 225 Mr 1Ba pas B
nenb, 240 Mr nBa pa3 B neHb, 250 Mr ABa pa3 B neHb, 275 Mr Asa pa3 B AeHb, 300 mr 1Ba pas B
neHb, 325 Mr aBa pas3 B AeHb, 350 Mr niBa pa3 B eHb, 360 Mr nBa pa3 B ieHb, 375 Mr aBa pas B
nenb, 1 480 Mr nBa pas B AeHb. B OgHOM BapuaHTe OCylIecTBiIeHMs, mHruomrop MDM?2
npenctasisier coboii coemmHenue ¢opmynbl (I) nim ¢opmynsr (II). B omHoM BapuanTte
ocyiecTBieHust, tHruouTop MDM?2 BrIOpan U3 rpymibl, cocrosieii coeauaenus: popmysi (1),
dopmyasl (IT), RG7388, Tpunromnaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTJIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 wm ux ¢QapmManeBTUYECKH NPUEMIIEMbIX COJleldl. B ONHOM BapuaHTe OCYLIECTBICHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenquHerus Gopmyinsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux hapmManieBTHHECKN PUEMIIEMBIX COJIECH.

[121] B omHOM BapwaHTe OCYIIECTBJCHHS, HACTOSIIEE H300pPETEHHE OTHOCUTCS K
crioco0y JedeHHs] aTHMUYHOH XpOoHH4YecKor MmuenonpgHon seiikemun (aCML) y uenosexa,
KOTOPBII BKJIFOYAET CTAJMI0 BBEIEHUS YKa3aHHOMY UEJIOBEKY TepaneBTHYECKH 3(PPEeKTHBHOTO
KOJINYEeCTBA KOMITO3MLMH, coxepskameli uHruoutop MDM2 wmm ero ¢apManeBTHYECKH
NPUEMIIEMYIO COJIb, B TO3UPOBKE, BBIOPAHHOW M3 TPYIIIBL, COCTOsIIEN u3 15 Mr oquH pa3s B AeHb,
25 Mr oauH pas B AeHb, 30 Mr oguH pa3 B AeHb, SO Mr ouH pa3 B AeHb, 60 Mr OMH pas3 B JICHbD,
75 Mr onuH pa3 B AeHb, 90 Mr oguH pa3 B aeHb, 100 mMr onuH pa3 B nenb, 120 mMr onus pas B
neHb, 150 mr oguH pas B AeHb, 175 Mr oauH pa3 B neHb, 180 Mr onuH pa3 B geHb, 200 Mr oguH
pa3s B AeHb, 225 MI OAMH pa3 B eHb, 240 Mr onuH pa3 B AeHb, 250 Mr ouH pas B A€Hb, 275 Mr
OZIUH pa3 B JieHb, 300 Mr ouH pa3 B AeHb, 325 Mr OAMH pa3 B AeHb, 350 Mr oiuH pa3 B eHb, 360
MTI OAIMH pa3 B €Hb, 375 MI OAUH pa3 B AeHb, 480 Mr oAuH pa3 B A€Hb, 15 Mr 1Ba pa3 B A€Hb, 25
MT ABa pa3 B IeHb, 30 Mr 1Ba pa3 B AeHb, SO Mr ABa pa3 B ieHb, 60 Mr 1Ba pa3 B A€Hb, /5 Mr JBa
pa3 B neHb, 90 mr aBa pas B aeHb, 100 mr aBa pas B nenb, 120 mr aBsa pas B nesb, 150 mr asa pas
B IeHb, 175 mr aBa pas B neHb, 180 mr aBa pas B neHb, 200 Mr 1Ba pa3 B A€Hb, 225 Mr Ba pas B
nenb, 240 Mr nBa pa3 B eHb, 250 Mr ABa pa3 B neHb, 275 Mr ABa pa3 B AeHb, 300 mMr 1Ba pas B
IeHb, 325 Mr 1Ba pa3 B IeHb, 350 Mr ABa pa3 B aeHb, 360 mMr ABa pa3 B AeHb, 375 Mr 1Ba pa3 B
nenb, U 480 Mr naBa pa3 B JeHb. B OIHOM BapWaHTe OCYIIECTBJICHHUS, MHruOutop MDM?2
npenctasisier coboit coemuHenue Gopmynsl () wim ¢dopmyner (II). B onmnom BapuaHTe
ocyecTBieHust, THruontop MDM2 BriOpan u3 rpymrbl, cocrosimeii coequaenus popmysl (1),
dopmyasl (II), RG7388, Tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, nyrnuHa-3, HyT/IuHA-3a, HyTJIuUHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 m wux ¢QapmaneBTHYECKH NpPUEMIIEMbIX coleldl. B OmHOM BapuaHTe OCYLIECTBICHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosiel coenquHerus popmynsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
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APG-115, MI-1601 n ux papmanieBTHUECKN PUEMIIEMBIX COJIECH.

[122] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K
croco0y JieueHus FOBEHIJIBHOM MHeJIOMOHOIMUTapHO netikemun (JMML) y yenoBeka, KOTOpbIi
BKJIFOYAET CTagUI0 BBENEHUS YKa3aHHOMY 4YeJIOBeKy TepamneBTH4Yecku 3S(dexTuBHOro
KOJIMUECTBA KOMIIO3MLIMHK, cofepkamei wuHruoburop MDM2 wumn ero (dapmaneBTHUYECKH
HPUEMJIEMYIO COJIb, B IO3UPOBKE, BBIOPAHHOM M3 IPYNIIbI, COCTOSIIEH U3 15 Mr onuH pa3 B 1eHb,
25 mr oxuH pa3 B AeHb, 30 Mr ouH pa3 B AeHb, SO MI OIMH pa3 B IeHb, 60 Mr OJIUH pa3 B JICHb,
75 Mr onuH pa3 B AeHb, 90 Mr oguH pa3 B feHb, 100 Mr onuH pa3 B aeHb, 120 Mr oauH pa3 B
nenb, 150 Mr oguH pas B neHb, 175 Mr oguH pa3 B neHb, 180 Mr oauH pa3 B neHb, 200 Mr oauH
pa3 B AeHb, 225 Mr oauH pa3 B AeHb, 240 Mr oauH pa3 B AeHb, 250 Mr oAWH pa3 B AeHb, 275 mMr
OZIMH pa3 B ieHb, 300 Mr oguH pa3 B AeHb, 325 Mr oAMH pa3 B AeHb, 350 Mr ouH pa3 B feHb, 360
MTI OAIMH pa3 B €Hb, 375 MI OAHWH pa3 B AeHb, 480 Mr oAuH pa3 B A€Hb, 15 Mr 1Ba pas B A€Hb, 25
MT JBa pa3 B AeHb, 30 Mr 1Ba pa3 B AeHb, SO Mr ABa pa3 B ieHb, 60 Mr 1Ba pa3 B A€Hb, /5 M ABa
pa3 B neHb, 90 mr nBa pas B aenb, 100 mr aBa pas B nenb, 120 mr aBa pas B nesb, 150 mr asa pas
B eHb, 175 mr aBa pa3 B neHb, 180 mr aBa pas B nenp, 200 mr nBa pa3 B AeHb, 225 Mr 1Ba pas B
nenb, 240 Mr nBa pa3 B neHb, 250 Mr ABa pa3 B neHb, 275 Mr ABa pa3 B AeHb, 300 mMr 1Ba pas B
neHb, 325 Mr nBa pa3 B IeHb, 350 Mr ABa pa3 B neHb, 360 mMr ABa pa3 B AeHb, 375 Mr 1Ba pas B
neHb, U 480 Mr nBa pa3 B JeHb. B OIHOM BapWaHTe OCyIIECTBIECHHUS, MHruoutop MDM?2
npenctasisier coboit coemuHenue Gopmynsl () wm ¢dopmyner (II). B onnom BapuaHTe
ocyecTsieHust, ”Hruonrop MDM2 BeiOpan u3 rpymrbl, cocrosimeii coenuaenus: popmysl (1),
dopmyier (I1), RG7388, Tpunrroniupa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTIuHA-3b,
cepremerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 u ux ¢apmaneBTHUYECKH NpUEMIIeMbIX coseil. B omHOM BapuaHTe OCYLIECTBICHUS,
uHrnourop MDM2 BbiOpaH u3 rpynmsl, cocrosiel coenuHenus ¢popmyusl (1), popmymsr (II),
RG7388, HDM201, RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux apmaLieBTHUECKN PUEMIIEMBIX COJIEH.

B onHOM BapuaHTe OCYIIECTBIIECHHS, HACTOsIIEe WU300peTEHHEe OTHOCHUTCS K CIocoOy
JeyeHus runep’o3uHOPmIbHBIX cuHApoMoB (HES) y uenoBeka, KOTOPBI BKIFOYAET CTAaIUIO
BBEJICHHUS] YKA3aHHOMY YeJIOBEKY TepamneBTHUeCKH 3(P(PEKTUBHOIO KOJHYECTBA KOMITO3ULIUH,
conepskameit uaruourop MDM2 uu ero papmManeBTUYECKH MPUEMIIEMYIO COJIb, B IO3UPOBKE,
BBIOPAHHOW W3 TPYMIbI, COCTOsIIIEH U3 15 Mr onuH pa3 B AeHb, 25 Mr OAWH pa3 B AeHb, 30 Mr
OIMH pa3 B AeHb, S0 Mr oauH pas B AeHb, 60 Mr OIMH pa3 B A€Hb, 75 MI OJIUH pa3 B AeHb, 90 Mr
OnUH pa3 B feHb, 100 Mr oguH pa3s B neHs, 120 mr oauH pas B aenb, 150 mr onuH pas B f1eHb, 175
MTI OAWH pa3 B eHb, 180 mMr oguH pa3 B neHb, 200 Mr OMH pa3 B A€Hb, 225 MI OMH pa3 B J€Hb,
240 mr oguH pa3 B AeHb, 250 Mr onuH pa3 B AeHb, 275 Mr oauH pa3 B AeHb, 300 Mr oauH pas B
neHb, 325 Mr oauH pas B AeHb, 350 Mr oauH pas3 B eHb, 360 Mr OJIMH pa3 B €Hb, 375 MI OJUH
pa3 B aeHb, 480 Mr oguH pa3 B Ae€Hb, 15 Mr nBa pas B AeHb, 25 Mr 1Ba pa3 B IeHb, 30 Mr 1Ba pas
B JIeHb, 5O Mr aBa pa3 B feHb, 60 Mr Ba pa3 B I€Hb, 75 MI ABa pa3 B AeHb, 90 MI ABa pa3 B JIC€Hb,

100 mr nBa pas B nenb, 120 mr nBa pa3 B aenp, 150 mr asa pa3 B aeHb, 175 Mr nBa pas B I€Hb,
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180 mr nBa pa3 B aenb, 200 mr aBa pa3 B AeHb, 225 Mr ABa pa3 B AeHb, 240 Mr aBa pas B J€Hb,
250 mr aBa pa3 B AeHb, 275 Mr asa pa3 B AeHb, 300 Mr aBa pa3 B I€Hb, 325 Mr [1Ba pa3 B [€Hb,
350 mr nBa pas B neHb, 360 mr 1Ba pa3 B 1€Hb, 375 Mr ABa pa3 B AeHb, U 480 Mr aBa pa3 B A€Hb.
B omgHoM BapmanTe ocymectBineHus, uHruoutop MDM?2 mnpeacrasisier coOoil coenuHEHHE
dopmynbt (I) wnu ¢opmyast (II). B ogHoM BapuaHTe ocyuiecTBieHus, uHruourop MDM2
BbIOpaH M3 Trpymmbl, cocrosimeii coenuHenust ¢opmynsl (1), dopmynsr (II), RG7388,
tpunronuna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnuHa-3, HyT/IuHa-3a, HyTJiMHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
(apmManeBTHYECKH NPUEMJIEMbIX COJiel. B ofHOM BapuaHTe ocyIecTBieHus, HHruounTop MDM?2
BbIOpaH U3 rpymiel, coctosmer coequnerus ¢popmydst (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(bapManeBTHYECKH MPHEMIIEMBIX COJICH.

[123] B omHOM BapuaHTe OCYIIECTBJIEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K
croco0y JIeYeHUs] MHUENOIUCIUIACTHYECKUX/MUENONPOTU(EepaTHBHBIX HOBOOOPa30BaHUH C
KOJIbLIEBUIHBIMU cHepodiactamu U TpomborurozoM (MDS/MPN-RS-T) y uenoseka, KOTOpbIi
BKJIFOYAET CTAJAMI0 BBEOCHHS YKA3aHHOMY YEJIOBEKY TEpamneBTUYeCKH 3(PPEKTUBHOTO
KOJIMYEeCTBA KOMITO3MIMH, cozepkameli uaruoutop MDM2 wmm ero ¢apMaleBTHYECKH
MPUEMJIEMYIO COJIb, B TO3UPOBKE, BBIOPAHHON M3 TPYIIIbI, COCTOSIIEH 13 15 Mr OfvH pa3 B IeHb,
25 mr oguH pa3 B AeHb, 30 Mr oguH pa3 B AeHb, SO MI OUH pa3 B AeHb, 60 Mr OJIUH pa3 B [ICHb,
75 Mr onuH pa3 B AeHb, 90 Mr oguH pa3 B aeHb, 100 mMr onuH pa3 B aenp, 120 Mr oaus pas B
neHb, 150 Mr onuH pas B aeHb, 175 mr onuH pas B aeHb, 180 mr onuH pas B aeHp, 200 mr oauH
pa3 B eHb, 225 Mr OAMH pa3 B AeHb, 240 Mr OnMH pa3 B AeHb, 250 Mr OIUH pa3 B A€Hb, 275 mMr
OJIUH pa3 B AeHb, 300 Mr ofMH pa3 B A€Hb, 325 MI OJUH pa3 B AeHb, 350 Mr oiMH pa3 B A€Hb, 360
MT OIH pa3 B JIeHb, 375 MI OIUH pa3 B AeHb, 480 MI OfuH Pa3 B A€Hb, 15 Mr 1Ba pa3 B eHb, 25
MT JBa pa3 B eHb, 30 Mr 11Ba pa3 B AeHb, SO Mr ABa pa3 B eHb, 60 Mr Ba pa3 B A€Hb, /5 Mr JBa
pa3 B neHb, 90 mr nBa pas B aeHb, 100 mr aBa pa3 B nenb, 120 mr aBa pas B nesb, 150 mr asa pas
B JIeHb, 175 mr nBa pa3 B neHb, 180 mr nBa pas B nenp, 200 Mr aBa pas B IeHb, 225 Mr 1Ba pas B
nenb, 240 Mr nBa pa3 B IeHb, 250 Mr ABa pa3 B AeHb, 275 Mr ABa pa3 B AeHb, 300 mMr 1Ba pas B
IeHb, 325 Mr 1iBa pa3 B eHb, 350 Mr ABa pa3 B aeHb, 360 Mr ABa pa3 B A€Hb, 375 Mr 1Ba pa3 B
nenb, U 480 Mr naBa pa3 B JOeHb. B OIHOM BapHWaHTe OCyIIECTBICHHUS, MHruOutop MDM?2
npencrasisier coboit coemmHenue ¢opmyael (I) mmu ¢opmyner (II). B omHOM BapmanTe
ocyecTBieHust, ”HruontTop MDM2 BriOpan u3 rpymrbl, cocrosimeii coenuaenus: popmysl (1),
dopmysl (I1), RG7388, Tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTJIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 u ux ¢QapmaLeBTUYECKH NPUEMIIEMbIX cojieil. B OIHOM BapuaHTE OCYIIECTBIICHHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosiel coenquHerus popmyinsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,

APG-115, MI-1601 u ux papmanieBTHHE€CKH MIPUEMIIEMBIX COJEH.
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[124] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K
npuMeHeHH0 HHruouTopa MDM?2 nnu ero ¢papmarneBTHUECKH NPUEMIIEMON COJIU B MOJYYEHUN
JIEKapCTBEHHOT'O CPENCTBa ISl JiedeHust muenonponudeparusHoro HoBooOpasosanus (MPN),
BKJIIOYAIOLIEMY CTaJHIO BBEJEHUS YeJIOBEKY OJHOU miu Oosee 103 naruounropa MDM?2 wnm ero
(dapmaueBTHYeckn npuemieMoil conu. B ogHOM Bapuante ocyuectienus, MPN BbiOpaH u3
Ipymmbl, cocrosimed u3 uCTUHHON mnonunuremun (PV), wmuenopubposa, mnepBUIHOTrO
muenodpudposa, TpomboumTemun, scceHuuanbHoi Tpombouutemun (ET), mamonmatudeckoro
muenopudposa, cuctemMHoro macrouuto3a (SM), XpOHHYECKOH HEUTPOPUIBHOW JIeHKeMHUH
(CNL), muenoaucmiactudeckoro cunapoma (MDS), cucreMHOro 3a00oyieBaHUSI TYYHBIX KJIETOK
(SMCD). B ogHOM BapuaHTe OCYIIECTBIIEHHUS, MUENTOPUOPO3 BHIOPAH U3 TPYIIIbI, COCTOSIIEH U3
nepsudHOoro Muesnodudposa (PMF), muenopudposa nocne uCTUHHON nojunuteMun (moct-PV
MF) u mmenopubposa mocie scceHuuanbHoil TpombOouuremun (noct-ET MF). B omHoMm
BapUAHTE OCYIIECTBIICHUS, epBUUIHbIH Muenopuopo3 (PMF) BbiOpan U3 rpymnmsl, cocTosmei u3
npendudposnoro PFM/PFM panneii ctanuu u PFM BeipaskeHHOM (pubpo3Hoii craquu. B onHoM
BapuaHTe ocymectBieHus, MPN BeIOpaH #3 Tpynmbl, COCTOALIEH W3 XPOHMYECKOH
HerrpopunbHoil nefikemun (CNL), XpoHHUECKOW 303MHO(PWIBHONW JIEHKEMHH, XPOHUYECKON
muesnoMoHoruTapHoi selikemun (CMML), aTUIUYHON XPOHHYECKOW MHUENOHIHOW JeHKeMHUn
(aCML), roBeHmnbHOW MuenoMoHonuTapHoH Jneiikemun (JMML), rumnep303MHOGUIBHBIX
cuaapomoB (HES), u muenopucmiacTiueckux/MueaonpoangpepaTiBHbBIX HOBOOOpPA30OBaHUH C
KOJIBIIEBUIHBIME cunepobnactamu u TpomobounuTozom (MDS/MPN-RS-T).

[125] B omHOM BapwaHTe OCYIIECTBJEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K
npuUMeHeHHI0 HHruouTopa MDM?2 nnu ero ¢apmareBTHUECKH NMPUEMIIEMOI COJU B MOJMYYeHUU
JIEKAPCTBEHHOT'O CPEACTBAa JUISl JIEYeHUs] MuesonpoiudepaTuBHOro HoBooOpasosanus (MPN),
BKJIIOYAIOIIEMY CTAAHMIO BBENEHHMs ORHOW miu Oonee mo3 uHruoOmropa MDM2 wunm ero
bapmaneBTHYeCKH npremiieMoi conu, rae MPN BeIOpaH M3 rpynmbl, COCTOSIIIENH M3 UCTUHHOMN
nojuuutemun (PV), nepsuunoro muenodpudposa u scceHumanbHoi Tpomboruremun (ET).

[126] B omHOM BapuaHTe OCYINECTBJEHHUS, HACTOSINEE H300pETeHHE OTHOCUTCS K
npUMeHeHU0 HHruouTopa MDM?2 mnm ero ¢papManeBTHUECKH NPUEMIIEMON COJIM B MOJYYEHUU
JIEKapCTBEHHOT'O CPEACTBA AJIs JIeYeHUs] HICTUHHON nosnmuuremun (PV), roe nedeHue BKIrOYaeT
CTaquI0O BBEICHUS 4YEJNOBEKYy OAHOH wium Oojee no3 wuHruburopa MDM2 wmm  ero
(hapMaleBTHYECKU IPUEMIIEMOU COJIH.

[127] B omHOM BapuaHTe OCYIIECTBJIEHHS, HACTOSIIEe H300pETeHHE OTHOCUTCS K
NpUMeHeHHI0 HHruouTopa MDM?2 nnu ero ¢apMarneBTHUECKH NPUEMIIEMON COJIM B TOJMYYEHUN
JIEKapCTBEHHOT'O CPENCTBA sl JieueHHs 3cceHnnanbHoi Tpombouutemun (ET), roe neuenue
BKJIFOYAET CTAIUI0 BBEIEHHs 4YeJIOBEKYy ONHOW miu Oonee no3 mHruburopa MDM2 mnu ero
(hapMaLeBTHYECKU IPHEMIIEMOU COJIH.

[128] B omHOM BapuwaHTe OCYIIECTBJEHUS, HACTOSIIEE H300pPETeHHE OTHOCUTCS K
npUMeHeHHI0 HHruouTopa MDM?2 nnu ero ¢papmareBTHUECKH NMPUEMIIEMON COJI B MOJYYEHUN
JIEKapCTBEHHOT'O CPENCTBA JUIS JIEYEHUS] NMEePBUYHOr0 Muenopudposa, rae JedeHue BKIF0YaeT

CTaJuI0O BBEJECHUs 4YENOBeKy OAHOH mim Oojee no3 wuHruburopa MDM2 wumm  ero
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(apMaeBTHYECKU MIPHEMIIEMOU COJIH.

[129] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSILIEe H300pPETeHHE OTHOCUTCS K
npUMeHeHNI0 HHruouTopa MDM?2 nnu ero ¢papmareBTHUECKH NPUEMIIEMON COJIU B MOJYYEHUU
JIEKApCTBEHHOT'O CPENCTBA JUIsl JieueHHs: Mueaopudpo3a rnocjie UCTUHHON MONMUIUTEMUHN (TIOCT-
PV MF), rne nedeHne BKIIOYAET CTAAMIO BBEIEHHS YEJIOBEKY OIHOMN MM OoJiee 103 HHrHOUTOpa
MDM2 unu ero ¢papmManeBTHIECKH TPUEMIIEMON COJH.

[130] B omHOM BapuaHTe OCYINECTBJCHHUS, HACTOsIIIEe H300pETeHHE OTHOCHTCS K
npUMeHeHH0 HHruouTopa MDM?2 unu ero ¢papmaneBTHUECKH NPUEMIIEMOH COJIM B TOJYYSHUU
JIEKapPCTBEHHOI'O CPENCTBA MJIs JieueHus Muesnodgudposa rnocie 3CCeHIUaNbHON TPOMOOLIUTEMUU
(moct-ET MF), rne nedeHue BKIIOYAET CTAIUIO BBEIEHUS YEJIOBEKY ONHOH wim Oojee 103
uHruouropa MDM2 wnu ero ¢papManeBTHUECKH TPUEMIIEMON COJIH.

[131] B omHOM BapuaHTe OCYINECTBJIEHHS, HACTOSINEe HU300pETeHHE OTHOCUTCS K
npUMeHeHHI0 HHruouTopa MDM?2 nnm ero ¢papManeBTHUECKH NPHUEMIIEMOH COJIM B TOJMYYSHUN
JIEKapPCTBEHHOT'O CPEJICTBA JJIsl JISYSHHsI XpOHUUeCKol HehTpodwibHoM netikemun (CNL), roe
JIeYSHHE BKJIFOYAET CTAIMIO BBEACHUS YENIOBEKY OAHOH miu Oojee 103 uHruounropa MDM2 nnu
ero (hapManeBTUIECKH IPUEMIIEMOH COJIH.

[132] B omHOM BapwaHTe OCYIIECTBJICHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K
npUMeHeHN0 HHruouTopa MDM?2 nnm ero ¢papMarneBTHUECKH NPHUEMIIEMON COJIU B MOJYYEHUN
JIEKaPCTBEHHOT'O CPEACTBA IS JICUESHHUS] XPOHUYECKON 303MHO(MUIbHON JISMKeMUH, T JICYeHUE
BKJIFOYAET CTAUI0 BBEIEHHs 4YeJIOBEKYy ONHOW miu Oonee no3 mHruburopa MDM2 wmnu ero
(dapMaLleBTHYECKU MIPUEMIIEMOU COJIH.

[133] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K
npuMeHeHHI0 nHruouropa MDM2 mnu ero papmareBTHIeCKH NMPUEMIIEMOH COJIH B MOJY4EeHHH
JIEKapCTBEHHOIO CpEACTBA [JIl JIEUYEHUs] XPOHMYECKONH MHEIOMOHOLMTAPHOW JIEHKEeMUU
(CMML), rnme jeueHWe BKJIIOYAET CTAJMI0 BBENEHHs YEJOBEKY OIHOW wiu Oojee 103
uHruouropa MDM2 wnu ero ¢papManeBTHYECKH TPUEMIIEMON COJIH.

[134] B omHOM BapuaHTe OCYINECTBJEHHS, HACTOSINEE H300pETeHHUE OTHOCUTCS K
npUMeHeHU0 HHruouTopa MDM?2 mnm ero ¢papManeBTHUECKH NPUEMIIEMON COJIM B MOJYYEHUU
JIEKAPCTBEHHOIO CPEACTBA JIA JICUCHUS AaTUIWYHON XPOHUYECKOW MUEJOMAHON JIEWKEMUU
(aCML), rne neueHue BKIFOYAET CTAJUIO BBEIEHUS YEJIOBEKY OJHOW Win OoJjiee 103 HHrHOUTOpa
MDM2 unu ero ¢papManeBTHUECKH TPUEMIIEMON COJIH.

[135] B omHOM BapuaHTe OCYINECTBJICHHS, HACTOSIIEE H300pPETeHHE OTHOCUTCS K
NpUMeHeHHI0 HHruouTopa MDM?2 nnu ero ¢apMarneBTHUECKH NPUEMIIEMON COJIM B TOJMYYEHUN
JIEKapCTBEHHOT'O CPENICTBA JUJIs JISYEHHUS FOBEHIJIBHOW MUEJIOMOHOLUTapHOH Jelikemuun (JMML),
r7e JeUeHNe BKIIOYAeT CTaUI0 BBEIEHHs YEJIOBEKY OAHOH min Oonee 103 mHrnouropa MDM?2
WY ero (papMaLeBTHUECKN PUEMIIEMON COJIH.

[136] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSIIEe H300pPETEHHE OTHOCUTCS K
npUMeHeHHI0 HHruouTopa MDM?2 nnu ero ¢papmareBTHUECKH NMPUEMIIEMON COJI B MOJYYEHUN
JIEKapCTBEHHOT'O CPEACTBA IS JieueHus runep303uHoduibHbix cuaapomos (HES), roe neyenue

BKJIFOYAET CTAJUI0 BBEIEHHs 4YeJOBEKy ONHOW miu Oonee no3 mHruburopa MDM2 unu ero



38

(apMaeBTHYECKU MIPHEMIIEMOU COJIH.

[137] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K
npUMeHeHNI0 HHruouTopa MDM?2 nnu ero ¢papmareBTHUECKH NPUEMIIEMON COJIU B MOJYYEHUU
JIEKApCTBEHHOTO CPENCTBA Ui JIEYEHUS MHENOJUCIUIACTHYECKIX/MUENONPOIH(epaTUBHbBIX
HOBOOOPa30BaHUH C KOJBLEBUIHBIMU cuaepoOnactamu u tpombouurozom (MDS/MPN-RS-T),
i€ JIeYeHHEe BKJIIOYAeT CTAIUI0 BBEIEHHS UeJIOBEKY OIHOH miu Oojee no3 mHruonropa MDM?2
W ero (papManeBTHYeCKH IPHEMIIEMOH COJTH.

[138] B omHom BapuaHTe oOcylecTBieHHs, HHruOurop MDM2 mnpencrasiser coOoii
coequnenune Gopmyisl (I) wiu ¢popmynsl (II). B onHOM BapuaHTe OCYIIECTBIECHUS, HHTUOUTOP
MDM2 BbiOpan u3 rpynmbl, coctosmen coenuHenus Gopmydasl (I), ¢popmynsr (1), RG7388,
tpunrosiuna, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyTiuHa-3a, HyTinHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 wu w©x
(apmMareBTHYECKH IPUEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyIuecTBieHus1, HHruonTop MDM?2
BbIOpaH U3 IpymIel, cocTosmei coenqunerus ¢popmydsl (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
bapmaneBTHIECKH MPHEMIIEMBIX COJIEH.

[139] B omHOM BapuaHTe OCYIIECTBJCHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K
NPUMEHEHNUIO KOMIO3UIMY, coiepxkameil uruountop MDM2 wmmm ero ¢apmaneBTHUECKH
NpUEMJIEMYI0  COJb, B  TOJYYEHHH  JIEKAPCTBEHHOTO  CpPeACTBAa  JUIA  JICYCHUS
muenonponudepatuBHoro HoBooOpazoBanuss (MPN), BkIrO4arOImeMy CTagui0 BBEACHHS
YeJIOBeKy OAHON winM Oosee 103 KOMIO3MLIMHM, conepskamiei mHruoutop MDM2 unu ero
¢dapmaneBTHYECKH TpHEMIIEMyIO cosib. B omHOM BapuanTte ocymectBieHus, MPN BbiOpaH u3
IPyImbl, cocrosimed u3 uCTHHHON mnonunuremun (PV), wmwuenopubposa, mnepBUIHOTrO
muenodpudposa, TpombOoumTemun, scceHuuanbHoi Tpombouutemun (ET), mamonmatudeckoro
muenopudbposa, CUCTEMHOro Macrouutosa (SM), XpoHHYeCKONW HEHTPOPUIBHON JIeHKEMUH
(CNL), muenoaucruiactudeckoro cunapoma (MDS), cucreMHOro 3a00yieBaHUSI TYYHBIX KJIETOK
(SMCD). B ogHOM BapuaHTe OCyuiecTBIeHHs, MUeTO(GHOPO3 BEIOpAaH U3 TPYMIIbI, COCTOSIIIEH 13
nepsudHOTO Muejopudposa (PMF), muenodudposza mocie ucTUHHON monuuuTemun (moct-PV
MF) u wmmenodubpoza mocne scceHumanbHoit Tpombouutemun (moct-ET MF). B omgHoM
BapUAHTE OCYIIECTBIICHUS, epBUUHbIH Muenopnopo3 (PMF) BbiOpan U3 rpymnmsl, cocTosmei u3
npendudposnoro PFM/PFM panneii ctanuu u PFM BeipaskeHHOM (pubpo3Hoii craquu. B onHom
BapuaHTte ocymectBieHus, MPN BpIOpaH #3 Tpynmbl, COCTOALIEH W3 XPOHMYECKOH
HelrpopunbHoit nefikemun (CNL), XpoHHUECKOW 303MHOMMIBHON JIEHKEMHH, XPOHUYECKON
mMuesnoMoHoruTapHoi selikemun (CMML), aTUTUYHON XPOHHUYECKOW MHUENOHIHOW JIeHKeMHUn
(aCML), roBeHmnbHOW MHenoMoHonUTapHOH Jeiikemun (JMML), rumnep303MHOQUIBHBIX
cuaapomo (HES), u muenomucmiacTiueckux/MueaonpondpepaTiBHbBIX HOBOOOpPA30OBaHUH C
KOJIBIIEBUIHBIME cruaepobmactamu u TpombounuTozom (MDS/MPN-RS-T).

[140] B omHOM BapwaHTe OCYIIECTBJEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K

NMPUMEHEHHI0 KOMITO3UINY, copepxkameli uHruoutop MDM2 wumn ero (dapmareBTHUecKH
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NPUEMJIEMYI0  COJb, B  TOJYYEHHH  JIEKAPCTBEHHOTO  CpPEACTBAa  JUIA  JICYCHUS
muenonponudepatuBHoro HoBooOpazoBanuss (MPN), BkrO4arOIeMy CTagui0 BBEACHHS
YeJIOBeKy OAHON mim Oojee 103 KOMIO3MLIMHM, coxepskamei mHruoutop MDM2 unum ero
dapmaueBTHYECKH TpUeMIIeMyI0 coib, rae MPN BbIOpaH U3 rpynmbl, COCTOSINEH U3 UCTHHHOMN
nojuuutemun (PV), nepsuynoro mmenodpubpoza u sccenuuanbhoit Tpomboruremun (ET). B
OHOM BapHaHTE OCYLIECTBJIEHHs, HACTOsIIEee H300peTeHHe OTHOCUTCA K NPUMEHEHHIO
KOMITO3HMLIMH, copepskamei nHruoutop MDM2 uiu ero dapmaneBTHYECKH MPUEMIIEMYIO COJIb,
B TIOJYYEHUHU JIEKAPCTBEHHOI'O CpPENCTBA IJIsl JieueHus: WCTUHHAs mnosuuuremus (PV), rme
JICYCHHe BKJFOYAET CTAIUI0O BBENEHUS YEJIOBEKY OAHOW wmiu Oojiee 103 KOMITO3HIIHHY,
comepxkauiei nHruOuTop MDM?2 mnu ero ¢apMaLeBTHUECKH TPUEMIIEMYIO coiib. B omHOM
BapUAHTE OCYINECTBJICHUs, HACTOsIIIEEe M300pEeTeHHe OTHOCHTCS K MPUMEHEHUIO KOMITO3HIIHH,
coxepskamieit nHruonTop MDM?2 mnn ero gpapManeBTHUECKH NMPUEMIIEMYIO COJIb, B TIOJIYYEHUU
JIEKapCTBEHHOT'O CPENCTBA IJIsl JieueHHs 3cceHnuanbHod Tpombouutemun (ET), roe neuenue
BKJIFOYAET CTAJMI0 BBEACHMS YEJOBEKY ONHON miu Oojee 103 KOMIIO3HMIMH, COnIepsKariei
uHruourop MDM2 wnu ero ¢apManeBTHUECKH NPHEMIIEMYI0 COlb. B OgHOM BapHuaHTe
OCYIIECTBIIEHHsI, HACTOsAILIee HM300pPETEeHHE OTHOCUTCS K TPUMEHEHHI0 KOMITO3HLINHY,
coxepskatieit nHruonTop MDM?2 unn ero ¢gpapManeBTHUECKH NPUEMIIEMYIO COJb, B TIOJYYEHUU
JIEKapCTBEHHOT'O CPENCTBA JUIsl JIEYEHUS] NEePBUYHOrO Muenaopudposa, rae JedeHne BKIF0YAeT
CTaqUI0O BBEICHHUS YEJIOBEKY ONHOW Wi Ooyiee 103 KOMIIO3MIUH, COnepsKaleil MHruOuTop
MDM2 wunu ero ¢apmaneBTHYeCKH NMPHEMIIEMYIO COJb. B OIHOM BapmaHTe OCYIIECTBIIEHHS,
uHruOutTop MDM?2 npencrasinsier codoit coennaerne Gopmynsl (I) umu popmyisr (II). B onHom
BapUaHTe OCYyIIeCTBIeHHs, MHruoutop MDM2 BbiOpaH U3 TPyNIbl, COCTOALIEH COETUHEHUS
dopmyner (), dopmynsr (II), RG7388, tpunronmuma, HDM201, RG7112, CGMO097A,
CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994, HyTiuHa-3,
HyTJIMHa-3a, HyTIuHa-3b, cepnemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032,
DS-3032B, APG-115, MI-1601 u ux ¢papManeBTHYECKH MPHEMJIEMbIX Cojieil. B oHOM BapuaHTe
ocyiecTBieHust, tHruouTop MDM?2 BrIiOpan U3 rpymibl, cocrosimeii coeauaenus: popmysl (1),
dopmyasr (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838, MK-8242,
DS-3032B, APG-115, MI-1601 u ux ¢apmMarieBTU4eCKH MPUEMIIEMbIX COJICH.

[141] B omHOM BapuaHTe OCYINECTBJIEHHS, HACTOSINEe H300pETeHHE OTHOCUTCS K
uHruOuTopy MDM?2 mu ero ¢apmMaleBTHUECKH MPUEMIIEMON COJTH JJisi IPUMEHEHUS B JICUSHUH
muenonponudepaTusHoro Hopoodpasosanusi (MPN). B ogqHoM BapuanTe ocymectsienusi, MPN
BBIOpaH W3 TPYIIBI, COCTOSIIEH U3 HCTUHHOW nojuiuremun (PV), muenodpudposa, nepBUUHOTO
muenodpudposza, TpombormTemun, scceHuuanbHoi TpomOouutemun (ET), mamonmatmueckoro
muenopudposa, cuctemMHoro macrouurto3a (SM), XpOHHYECKOH HEUTPOPUIBHOW JeHKeMHUH
(CNL), muenogucmuiactudeckoro cuaapoma (MDS), cucreMHOro 3a00osieBaHUSI TYYHBIX KJIETOK
(SMCD). B ogHOM BapuaHTe OCyLIecTBIeHHs, MUETO(GHOPO3 BEIOPAaH U3 TPYMIIbI, COCTOSIIIEH 13
nepsuuHOTO Muenopudposa (PMF), muenodudposza mocne ucTuHHON monumuremun (oct-PV
MF) u wmmenodubpoza mocne sccenHumanbHoil Tpombormremun (moct-ET MF). B ogHOM

BapUaHTE OCYIIECTBJICHUs, epBUUHbIH Muenopuopos (PMF) BbiOpan u3 rpymnmsl, cocTosimei us
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npendudposnoro PFM/PFM panneii ctanuu u PFM BeipaskeHHO# (pubpo3Hoii cragun. B onHom
BapuaHte ocymectBieHus, MPN BplOpaH #3 Tpynmbl, COCTOALIEH W3 XPOHUYECKOH
HerrpopunbHoil nefikemun (CNL), XxpoHMUeCKOW 303MHOMMIBHON JIEHKEeMHH, XPOHUYECKON
muenoMoHorutapHoi selikemun (CMML), aTUU4YHON XPOHMYECKOW MUENOHIHOM JeHKkeMUn
(aCML), roBeHmnbHOM MuenoMoHouurapHoit Jneiikemun (JMML), runep303MHOQUIBHBIX
cuaapomoB (HES), u MuenomucniacTH4ecKux/MUeIOnpoan(pepaTHBHBIX HOBOOOpPA30OBaHHI C
KOJIbLIEBUAHBIMU cuzepobaactamu u Tpombormrosom (MDS/MPN-RS-T).

[142] B omHOM BapuaHTe OCYINECTBJEHHS, HACTOsINEE H300pETeHHE OTHOCUTCS K
uHruouropy MDM2 mnu ero gpapMaleBTHYECKH MPUEMIIEMON COJIH [Tl TPUMEHEHHsI B JICYCHUN
uctuHHOM noymuuTemud (PV). B ogHOM BapuaHTe OCYIIECTBIEHUS, HACTOsIIEe M300peTeHHe
OTHOCUTCST K uHruoOmropy MDM2 wmmu ero QapmManeBTH4eCKH MPUEMIIEMONW COJH ISt
NPUMEHEHUs] B JICYCHHH MEpBHYHOrO Muenopudpo3a. B omqHOM BapmaHTe OCYIIECTBICHUS,
Hacrosiee H300peTeHre OTHOCUTCS K uHruomropy MDM2 wunu ero ¢apmaneBTHUECKH
NPUEMIIEMON COJIH JJIsl IPUMEHEHHS B JIeueHNH dcceHuanbHoi Tpombonuremun (ET). B onHom
BapUaHTe OCyllecTBiIeHus, HHruourop MDM?2 npencrasnsier coboii coennaenue Gpopmysl (I)
wi ¢popmysl (II). B onrHOM BapuanTe ocymecTsienus, Hruontop MDM?2 BeIOpaH U3 Tpymisl,
cocrosimneit coenuHenuss ¢opmyael (1), opmynsr (II), RG7388, tpunrommma, HDM201,
RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, myrnuHa-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHUYECKU MNPUESMIIEMbIX
coneii. B onHOM BapuanTe ocymectsieHust, UHruourop MDM2 BriOpaH U3 rpymbl, cOCTOSIIEH
coenunenust ¢opmynsl (), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBrudecku
IPUEMJIEMBIX COJIEH

[143] Cnoco0sl, onucaHHbIE BbIIIE, MOKHO MPUMEHATh B KAYeCTBE TEPANHH 1Jis1 OOPbOBI
C paKkoOM TMepBOW JIMHUH, WM TOCJEe JIeYeHUs OOIIEeNPUHATHIMH XHMHUOTEPANeBTUYECKUMU
AKTUBHBIMHU (hapMalleBTHUECKUMK HHIPEIMEHTAMH, BKIo4Yas mukiaodochamun, ¢iynapadbuH
(FC xumuoreparnmsi) U XJ0paMOyLiFI

[144] B omHOM BapuaHTe OCYINECTBJICHHS, HACTOSIIEE H300pEeTeHHE OTHOCUTCS K
criocody sedenuss muenodudpos3a, BLIOPAHHOTO W3 TPYIIbI, COCTOSINENd W3 MEPBUYHOTO
muenopudposa (M3BECTHOrO KaK XPOHHUYECKOW MAMONATUYECKHH MUenopuOpo3) u mepBUYHOTO
muenopudpo3a, BTOPUIHOTO K UCTHHHOW MOJIMIIUTEMHUH HIIH 3CCEHIHAIBHON TPOMOOLMTEMHUH,
BKJIFOYAOLIEMY CTAIUI0 BBEICHUS TEPaNeBTUUECKH 3(PQPEKTUBHOIO KOIMYECTBA HWHIHOWTOpA
MDM2 unu ero ¢papManeBTHUECKH TPUEMIIEMON COJIH.

[145] B omHOM BapuaHTe OCYIIECTBJICHHS, HACTOSIIEE H300pPETEHHE OTHOCUTCS K
criocoby nedenuss muenodudpos3a, BHIOPAHHOTO W3 TPYIIBI, COCTOSINEH W3 MEPBUYHOTO
muenopudposa (M3BECTHOrO KaK XPOHHUYECKONW MAMONATUYECKUH Muenogpudpo3) u nepBUYHOrO
muenopudpo3a, BTOPUIHOrO K UCTHHHOW MOJUIMTEMUH WIIH 3CCEHIHUAIBHON TPOMOOLUTEMUH,
BKJIFOYAIOILIEMY CTAJUI0 BBEICHUs TepaneBTUUECKU 3((PEKTUBHOrO KOJMYECTBA KOMITO3HIIMY,

coaep:xatiet uHruourop MDM?2 uiu ero gpapmareBTUIeCKH IPUEMIIEMYIO COJIb
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[146] B omHOM BapwaHTe OCYIIECTBJEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K
criocoby neuenuss MPN y denoBeka, KOTOPBIM BKJIOYAET CTAAUIO BBEICHUS YKA3aHHOMY
YeJIoBeKy TepamneBTHUeCKH d(P(eKTUBHOro Kkojuuectsa wuHruouropa MDM2 wium  ero
dapmaneBTHyecKH npuemieMoii conu, rae MPN BpIOpaH U3 rpynmsl, COCTOSIIIENH M3 UCTUHHON
nojuuutemun (PV), sccenumansroii tpomboruremun (ET) u nepsuunoro muesnsodpudposa, rue
TepaneBTHIeCcKH 3(P(HEeKTHBHOE KOJINYECTBO BBIOPAHO M3 IPYMIIbL, COCTOsIEH u3 15 Mr oquH pas
B JIeHb, 25 MI OJIUH pa3 B JIeHb, 30 Mr OIMH pa3 B IeHb, SO Mr OUH pa3 B eHb, 60 Mr OANH pa3
B JI€Hb, 75 Mr OJUH pa3 B AeHb, 90 mMr onuH pa3 B AeHb, 100 Mr oauH pas B aeHb, 120 Mr oauH
pa3 B neHb, 150 Mr onuH pas3 B neHb, 175 Mr onuH pas B AeHb, 180 mr onuH pas B aeHb, 200 mr
OJIMH pa3 B JIeHb, 225 MI OfuH pa3 B AeHb, 240 Mr oauH pa3 B AeHb, 250 Mr oiuH pa3 B IeHb, 275
MTI OJIUH pa3 B AeHb, 300 Mr oauH pa3 B A€Hb, 325 MI OUH pa3 B [eHb, 350 MI OIUH pa3 B J€Hb,
360 Mr oguH pas B feHb, 375 Mr oguH pas B eHb, 1 480 Mr oiuH pa3 B IeHb. B oqHOM BapuanTe
ocymectsieHus, uHruonrop MDM2 mnpencrasnsier coboii coemmHenue ¢opmynsl (1) wmm
¢dopmynsl (II). B onHOoM BapmaHTe ocyiuecTBieHusi, HHruOuTop MDM?2 BBIOpaH W3 TPYIIIHL,
cocrositneit coemuHenuss ¢opmyael (1), ¢opmynsr (II), RG7388, tpunrommma, HDM201,
RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrnuna-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmManeBTHUYECKH MNPUESMIIEMbIX
coneii. B omHOM BapuaHTe ocymecTsieHust, THrHOuTop MDM2 BBIOpaH U3 rpymibl, cOCTOSIIEH
coequnenust ¢opmynsl (), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHueCKH
MIPUEMJIIEMBIX COJIEH.

[147] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOsILIEe HU300pETeHHE OTHOCUTCS K
ciocoby neuennss MPN y denoBeka, KOTOPBI BKJIIOYAET CTAJUI0O BBEACHHUS YKa3aHHOMY
YeJOBeKY TepaneBTUYecKd d(QPEeKTHBHOro KonudyectBa uHruoOmropa MDM2 wmm  ero
bapmaneBTHYeCKH npuemiieMoi conu, rae MPN BbIOpaH M3 rpynmbl, COCTOSIIIEH M3 UCTUHHON
nonuiutemun (PV), sccenumanpHoi TpomOountemun (ET) u nepsuunoro muenodudposa, rue
TeparneBTHYeCKu 3(P(PEeKTUBHOE KOIMUYECTBO cocTapisieT 120 Mr omwH pa3 B JAeHb. B omHOM
BapUaHTe OCyllecTBiIeHus, nHruburop MDM?2 npencrasisier coboli coenmaenue Gopmysl (I)
win ¢popmysl (II). B onrOM BapuanTe ocymecTsienus, HHruontop MDM?2 BeIOpaH U3 Tpymibl,
cocrositneit coemuHenuss ¢opmyael (1), ¢opmynsr (II), RG7388, tpunrommma, HDM201,
RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrtnuna-3, HyTiauHa-3a, HyTInHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmManeBTHUYECKH MNPUEMIIEMbIX
coneil. B omHOM BapuaHTe ocymecTBiaeHust, THrHOuTop MDM2 BrIOpaH M3 rpymIibl, COCTOSIIEH
coequnenust ¢popmynel (), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHIECKH
MIPUEMIIEMBIX COJIEH.

[148] B omHOM BapuaHTe OCYIIECTBJEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K

criocoby neuenuss MPN y denoBeka, KOTOPBIM BKJIOYAET CTAAUIO0 BBENCHUS YKA3aHHOMY
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YeJiOBeKy TepamneBTHUeCKH d((eKTUBHOro Kojudectsa wuHruoutopa MDM2 wim  ero
dapmaneBTHyecky npuemieMoii conu, rae MPN BeIOpaH U3 rpynmbl, COCTOSIIIENH M3 UCTUHHON
nonuutemun (PV), sccenumanpHoli TpomOountemun (ET) u nepsuunoro muenodgudposa, roe
TepaneBTHIeCKU 3P PeKTUBHOE KOJMUECTBO BHIOPAHO U3 TPYIIIBI, COCTOAIIEH u3 15 Mr 1Ba pas B
NeHb, 25 Mr ABa pa3 B AeHb, 30 Mr aBa pa3 B AeHb, S0 Mr ABa pa3 B eHb, 60 Mr Ba pa3 B J€Hb,
75 Mr nBa pa3 B feHb, 90 Mr aBa pa3 B AeHb, 100 Mr nBa pas B AeHb, 120 Mr aBa pa3 B eHb, 150
MT JIBa pa3 B JIeHb, 175 Mr aBa pa3 B AeHb, 180 mr aBa pa3 B aeHb, 200 Mr 1Ba pa3 B IeHb, 225 Mr
IBa pa3 B AeHb, 240 Mr nBa pas B eHb, 250 Mr niBa pa3 B JieHb, 275 MT ABa pa3 B AeHb, 300 mr
JBa pa3 B J€Hb, 325 Mr 1Ba pa3 B eHb, 350 Mr niBa pa3 B ieHb, 360 Mr aBa pa3 B JA€Hb, 375 Mr
nBa pa3 B jaeHb, u 480 Mr nBa pas B JeHb. B ONHOM BapHaHTe OCYLIECTBICHHs, UHTHOUTOP
MDM?2 npencrapnsieT coboii coenunenue Gopmyst (I) umu dopmyssr (I1). B onHOM Bapuante
ocyiecTBieHust, THruouTop MDM2 BriOpan U3 rpymibl, cocrosieii coequaenus: popmysl (1),
dopmysl (I1), RG7388, Tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/iuHA-3a, HyTJIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 u ux ¢QapmalLeBTUYECKH MNPUEMIIEMbIX cojieil. B OIHOM BapuaHTE OCYIIECTBIICHHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHerust popmyinsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux papmaneBTHIECKN MPUEMIIEMBIX COJIEH.

[149] B omHOM BapuaHTe OCYIIECTBJIEHHS, HACTOSIIEe H300pPETeHHE OTHOCUTCS K
criocoby neuenuss MPN y denoBeka, KOTOPBIM BKJIOYAET CTAAUIO BBEICHUS YKA3aHHOMY
YeJioBeKy TepamneBTHUeCKH d(p@dekTuBHOro kojuuectsa wuHruouropa MDM2 wiu  ero
dapmaneBTHyecky npuemieMoii conu, rae MPN BeIOpaH U3 rpynmsl, COCTOSINENH M3 UCTUHHON
nojuuutemun (PV), sccenumanshoii tpomboruremun (ET) u nepsuunoro muenodpudposa, rue
TepaneBTHUeCK! 3(p(eKTHBHOE KOJMUECTBO coctaBisier 120 Mr nBa pa3 B neHb. B omHOM
BapUaHTe OCylIeCTBJIeHUs, Hruburop MDM?2 npencrasnsier coboli coenmrenue Gopmysl (I)
wiu ¢popmyisl (II). B onHOM BapuanTe ocyiecTsienus, HHruontop MDM2 BbIOpaH U3 TpyIIbl,
cocrosimneit coemuHenuss ¢Gopmyael (1), ¢opmynst (II), RG7388, tpunromuma, HDM201,
RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrtnuna-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmarneBTHUYECKH MPUEMIIEMbIX
coneil. B ogHOM BapuaHTe ocymecTBieHust, THrHOuTop MDM2 BBIOpaH U3 rpymIibl, COCTOSIIEH
coequnenust ¢opmynel (), ¢opmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHIECKH
MIPUEMJIIEMBIX COJIEH.

[150] Uurudurop MDM2 unu ero gapManeBTUYECKH TPUEMIIEMYEO COJIb MOKHO TaKXKe
NPUMEHATh B KOMOMHAIMM C JIy4eBOH Tepamued, rOPpMOHAIBHOW Tepamuel, XUpyprued u
UMMYHOTEpAITNE, I7ie JaHHbIE CIIOCOObI JIEYEHUSI XOPOIIO M3BECTHBI CIIELUANNCTAM B JaHHON
obmacti TexHHWKH, s JnedeHuss MPN, BBIOpaHHOTO W3 TIPYyMIBI, COCTOSIIEH W3 HCTUHHOMN

nomuuuremun  (PV), wmuenodpudposa, mnepsuuHoro muenoduOposa, TPOMOOLUTEMHH,
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scceHnuanbHol  TpomOomuremun (ET), wunmomatmueckoro wmmuenodgudposa, CHCTEMHOTO
macrorurosa (SM), xpornueckoii HeHTpodupHOH neiikemun (CNL), MuenoquciacTu4eckoro
cuapoma (MDS), cucremHoro 3aboneBanust Tyunblx kierok (SMCD). B omHom BapuanTe
oCyIIeCTBIIeHUs, MUeT0(hUOpO3 BIOpaH U3 IPYMIIbI, COCTOALIEH U3 MEPBUYHOrO Muenopudposa
(PMF), muenodubposa nocne uctuaHoN nommnutemun (noct-PV MF) u muenopubposa nocie
scceHnMaibHOi Tpombomutemun (noct-ET MF). B omHOM BapuaHTe OCYIIECTBIICHMS,
nepBu4HbIil  Muenopudbpos (PMF) BeiOpan u3 rpynmbl, cocrosimedi u3 npendudpo3HOro
PFM/PFM panneii craguun u PFM BbeipaxeHnHo# ¢uOpo3Hoii craamu. B omHOM BapuaHTte
ocywmectBieHus, MPN BbiOpaH M3 Tpymmbl, COCTOSIIIEH M3 XPOHUUYECKOH HEHTpo(HIbHON
JeHKeMUHn (CNL), XPOHUYECKOU 303UHO(UITBHON JeHKeMUH, XPOHUYECKOU
mMuesioMoHoLuTapHoi selikemun (CMML), aTUIUYHON XPOHUYECKOW MHUENOMIHOW JIEHKeMHUU
(aCML), roBeHWibHOW MHenoMOHoLUTapHOH Jeiikemun (JMML), rumnep303MHOQUIBHBIX
cunapomoB (HES), u muenomucmiacTHuecKux/Mueonpon@epaTuBHbBIX HOBOOOpPA30OBaHUHN C
KOJIBIIEBUIHBIME cuepobdmactamu u Tpombonurozom (MDS/MPN-RS-T).

CriocoObr  eueHHsi XpOHHUECKOW MmuenorenHoi serikemun (CML) wu  octpoit
MUeJoreHHoH neiikemun (AML)

[151] Hacrosimee wu300peTeHHe OTHOCHTCS K Crocoly JIeUeHHs XPOHUYECKOH
mueorenHol yerikemun (CML), BKIIFOYAIOMEMY CTAAUIO BBEICHHUS HYKIAIOIIEMYCS YEJIOBEKY
UHrUOUTOpa TrOMOJIOTa MBIIIMHOTO JBOHHOro MwukpoOenka 2 (MDM2), wumm ero
bapmaneBTHUECKH NTpHEeMIIEMOl conu. B ogHOM BapuaHTe ocyuiectBieHus, HHruoutop MDM?2
npeacrasisier coboit coemunenue ¢opmyael (I) mmu ¢opmyner (II). B omHOM BapmanTe
ocyuecTsieHust, Hruonrop MDM?2 BriOpan u3 rpymrbl, cocrosieii coeauaenus: popmysl (1),
dbopmyier (I1), RG7388, Tpunronuna, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, nytnuna-3, HyTiuHa-3a, HyTJIHHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 u ux ¢QapmaneBTUYECKH MPUEMIIEMbIX coOJjieil. B OIHOM BapuaHTE OCYIIECTBICHHUS,
uHruourop MDM?2 BbIOpaH U3 rpynmsl, cocrosmen coenuHerus Gopmyinsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u wux QapmaneBTudecku mpUEeMIIEMbIX cojieli. B omHOM BapuaHTe
ocyecTBieHus, tHruonrop MDM2 BBOIAT B AO3UPOBKE, BHIOPAHHOHN M3 IPYMIIBI, COCTOSIIEH
u3 15 Mr oauH pas B eHb, 25 Mr OJUH pa3 B JeHb, 30 Mr oauH pa3 B AeHb, 50 Mr oauH pas B
neHb, 60 Mr OIMH pa3 B I€Hb, /5 MI OAUH Pa3 B AeHb, 90 Mr onuH pa3 B AeHb, 100 mr oguH pas B
nesb, 120 Mr oauH pas B neHb, 150 Mr oguH pas B eHb, 175 Mr oauH pa3 B aeHb, 180 mMr oauH
pa3 B aeHb, 200 Mr onuH pa3 B A€Hb, 225 Mr oauH pa3 B AeHb, 240 Mr oauH pa3 B AeHb, 250 Mr
OZIMH pa3 B JIeHb, 275 Mr oauH pa3 B AeHb, 300 Mr oauH pas B 1eHb, 325 MI OUH pa3 B eHb, 350
MT OJIUH pa3 B AeHb, 360 Mr oauH pa3 B A€Hb, 375 Mr OIUH pa3 B AeHb, 480 Mr OnMH pa3 B JEHB,
15 mr gBa pas B aeHb, 25 Mr 1Ba pa3 B aeHb, 30 Mr 1Ba pa3 B feHb, S0 Mr aBa pas B AeHb, 60 mMr
ZBa pa3 B IeHb, /5 Mr 1Ba pa3 B aAeHb, 90 mr aBa pas B aeHb, 100 mr nBa pas3 B AeHb, 120 mr nBa
pa3 B neHb, 150 mr nBa pas B neHb, 175 mr aBa pas B neHb, 180 mr asa pa3 B aeHb, 200 mMr nsa

pa3 B eHb, 225 Mr nBa pa3 B AeHb, 240 mr aBa pas3 B neHb, 250 mMr asa pa3 B AeHb, 275 Mr aBa
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pa3 B nenb, 300 Mr nBa pas B IeHb, 325 Mr ABa pas3 B AeHb, 350 Mr aBa pa3 B AeHb, 360 Mr nBa
pa3 B naenb, 375 mr gaBa pa3 B AeHb, U 480 mr gBa pa3 B AeHb. B onHOM BapuaHte
ocyuecTieHus, uHruonrtop MDM?2 BBopsT 4enoBeky cornacHo maparpady “Jlo3upoBku u
PEKUMBI TO3UPOBAHUS .

[152] Hacrosimmee wn3oOpeTeHHe OTHOCHUTCS K NPUMEHEHHIO HHTHOUTOpa roOMoJiora
MBIIIUHOTO J1BOMHOTO MuUKpoOenka 2 (MDM2) unu ero ¢gapmaneBTHYECKd MPUEMIIEMOH COJH,
IUIsl JIeYeHUs] XpOHMYeckod MmuenoreHHo jeiikemun (CML) y Hykparomierocs yeinoBeka. B
OHOM BapHaHTe OCylecTBIeHHs, uHruOuTop MDM2 mnpencraBiser coOOH COeqUHEHHE
dbopmynbl (I) wiun dopmyner (II). B omHoM BapuaHnTe OCyliecTBiieHUs, uHruOurop MDM?2
BbIOpaH w3 rTpymmbl, cocrosimeit coemmHenus ¢dopmyasl (I), dopmyner (II), RG7388,
tpunronuna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyTiuHa-3a, HyTinHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
(apmMareBTHYECKH IPUEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyIuecTBieHus1, HHruonTop MDM?2
BbIOpaH U3 IpymIel, cocTosmei coenqunerus ¢popmydsl (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(apmareBTHIECKH IPHEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyiuecTBieHus, nHruontTop MDM?2
BBOJZIAT B JO3UPOBKE, BEIOPAHHOM U3 TPYMIIBI, coCcTOsIel U3 15 Mr onuH pas B eHb, 25 MI OIUH
pa3 B aeHb, 30 Mr oauH pas B AeHb, S0 Mr OuH pa3 B AeHb, 60 Mr OUH pa3 B €Hb, /5 MI OJUH
pa3 B nenp, 90 Mr oguH pa3 B neHb, 100 Mr onuH pa3 B aeHb, 120 Mr oguH pas B aeHb, 150 mr
OJIMH pa3 B JIeHb, 175 Mr oguH pa3 B geHb, 180 mr oguH pa3 B neHb, 200 Mr ofuH pa3 B IeHb, 225
M OJIUH pa3 B AeHb, 240 Mr oauH pa3 B AeHb, 250 Mr OUH pa3 B I€Hb, 275 MI OIUH pa3 B [€Hb,
300 mr oguH pa3s B AeHb, 325 MI OJUH pa3 B AeHb, 350 Mr oauH pa3 B AeHb, 360 Mr OiUH pa3 B
neHb, 375 Mr ofuH pa3 B ieHb, 480 Mr oAuH pa3 B eHb, 15 Mr 1Ba pa3 B Ae€Hb, 25 MT Ba pa3 B
neHb, 30 Mr aBa pa3 B AeHb, 50 Mr ABa pa3 B eHb, 60 MI ABa pa3 B I€Hb, /5 MI ABa pa3 B JIEHb,
90 mr nBa pa3 B neHb, 100 Mr aBa pa3 B AeHb, 120 mr aBa pa3 B neHb, 150 mr aBa pas B AeHb, 175
MT ABa pa3 B AeHb, 180 mr nBa pa3 B neHb, 200 Mr 1Ba pa3 B ieHb, 225 Mr ABa pas B AeHb, 240 mr
IBa pa3 B AeHb, 250 Mr 1Ba pa3 B JIeHb, 275 Mr niBa pa3 B neHb, 300 Mr aBa pa3 B AeHb, 325 mMr
IBa pa3 B AeHb, 350 Mr ABa pa3 B AeHb, 360 Mr 1Ba pas B ieHb, 375 Mr Ba pa3 B IeHb, U 480 mr
IBa pa3 B Je€Hb. B OJHOM BapHaHTe OCYINECTBJICHUs, UHruomrop MDM?2 BBOIST 4enOBEKY
coryacHo maparpady “J{03upOBKH U PEKUMBI TO3UPOBAHUS .

[153] Hacrosimee u3o0peTeHHe OTHOCHTCS K CMOCOOY JIeYeHHsT OCTPOH MHUEJIOTEHHOU
neiikemun (AML), BKIIOUArOIIEMY CTaJHI0 BBEIACHHS HYXKNAIOIIEMYCsl YEJIOBEKY MHTHMOHTOpPA
rOMOJIOra MBIIIMHOTO ABOWHOro wMmukpodenka 2 (MDM2) wunm ero ¢apmaneBTHUECKH
npuemiieMoll conmu. B omHOM BapuwaHTe ocyiecTBiieHHs, uHruourop MDM2 mnpencrasnsieT
coboit coenunenue ¢opmynbl (I) wim dopmynsr (II). B ogHOM BapuaHTe OCYIIECTBIICHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHerus popmyinsl (I), dopmymner (ID),
RG7388, tpunromupa, HDM201, RG7112, CGMO097A, CGM0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wnyrnunHa-3, HyT/InHa-3a, HyTJIuHa-3b, cepaemerana,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
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(bapmareBTHUECKH IPHEMIIEMBIX COJie. B ofHOM BapuaHTe ocyuecTBieHus, nHruontTop MDM?2
BbIOpaH U3 rpymnimel, cocrosmei coenqunerus ¢popmydst (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
bapmaneBTHIECKH IPUEMIIEMBIX cojiel. B oqHOM BapuaHTe ocyuecTBieHus, nHruontop MDM?2
BBOJSIT B IO3UPOBKE, BHIOPAHHOH M3 TPYMIIBI, COCTOSIIIEH U3 15 Mr oguH pas B AeHb, 25 Mr OUH
pa3 B nieHb, 30 Mr ouH pas B feHb, 50 M OIMH pa3 B AeHb, 60 MI OUH pa3 B €Hb, 75 MI OJUH
pa3 B neHb, 90 Mr onuH pa3 B AeHb, 100 Mr onuH pa3 B aeHb, 120 Mr onuH pas B AeHb, 150 mr
OJIUH pa3 B JIeHb, 175 Mr oguH pa3 B AeHb, 180 mMr oauH pa3 B neHb, 200 Mr ouH pa3 B IeHb, 225
M OJIUH pa3 B AeHb, 240 Mr oiuH pa3 B AeHb, 250 Mr OUH pa3 B [ieHb, 275 MI OIUH pa3 B J€Hb,
300 mMr oguH pas B AeHb, 325 Mr OAuH pa3 B AeHb, 350 Mr OnuH pa3 B AeHb, 360 MI OIMH pa3 B
neHb, 375 Mr oquH pa3 B 1eHb, 480 Mr oauH pa3 B I€Hb, 15 Mr 1Ba pa3s B A€Hb, 25 MT Ba pa3 B
nenb, 30 Mr aBa pa3 B AeHb, S0 Mr fBa pa3 B IeHb, 60 MI 1Ba pa3 B JIeHb, /5 M JBa pa3 B JICHb,
90 mr nBa pas B neHb, 100 Mr aBa pa3 B AeHb, 120 mr aBa pas B nesb, 150 mr aBa pa3 B AeHb, 175
MT ABa pa3 B AeHb, 180 mr nBa pas B aeHb, 200 Mr 1Ba pa3 B ieHb, 225 Mr ABa pas B AeHb, 240 mr
IBa pa3 B AeHb, 250 Mr 1Ba pas B IeHb, 275 Mr nBa pa3 B feHb, 300 Mr aBa pa3 B AeHb, 325 mMr
IBa pa3 B AeHb, 350 Mr ABa pa3 B AeHb, 360 Mr 1Ba pas B IeHb, 375 Mr 1Ba pa3 B AeHb, U 480 mr
IBa pa3 B JeHb. B OOHOM BapHaHTe OCYINECTBJICHHUs, uHrnomrop MDM?2 BBOIST 4eNnOBEKY
coryacHo maparpady “J{03upOBKH U PEKUMBI TO3UPOBAHUS .

[154] Hacrosiimee wn300peTeHHe OTHOCUTCS K MPUMEHEHHIO HHTHOWTOpa TOMOJIOTa
MBIIIMHOTO ABOHHOro mMukpoOenka 2 (MDM?2) wnu ero ¢apmaneBTHYeCKH MPUEMIEMON COJU
IUI JIEYEeHUs OCTPOU MuenoreHHow setikemnu (AML) y Hykparomerocs: yenoBeka. B omHOM
BapuaHTe ocyliecTBieHus, nHruourop MDM?2 npencrasnser coboit coenunenue Gpopmysl (I)
v popmyast (II). B ogHoM BapuanTe ocymectsienus, uHrnoutop MDM?2 BbIOpaH U3 rpymisbl,
cocrosimeit coemuuenuss ¢opmynnsl (1), dopmynsr (II), RG7388, tpunronmmma, HDM201,
RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrtnuHa-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaieBTHUYECKU MPUEMIIEMbIX
cojeil. B ogHOM BapuaHTe ocymecTBieHus, MHTHOuTop MDM2 BBIOpaH U3 rPymIibl, COCTOSIIEH
coequnenust ¢popmynsl (), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHYECKH
npueMiIeMbIX cosieli. B omHOM BapmaHTe oOCyliecTBieHus, uHruourop MDM?2 BBOzmAT B
JO3UPOBKE, BBIOPAHHOUW M3 TPYIIILI, COCTOSAMEH U3 15 Mr onuH pa3 B IeHb, 25 Mr OAWH pa3 B
neHb, 30 Mr oguH pas B AeHb, S0 Mr oiuH pa3 B IeHb, 60 MI OIUH pa3 B I€Hb, /5 MI OIMH Pa3 B
neHb, 90 mr oauH pas B AeHb, 100 Mr onuH pas3 B AeHb, 120 mMr onuH pa3 B AeHb, 150 Mr oauH
pa3 B neHb, 175 Mr onuH pas B AeHb, 180 Mr onuH pas B AeHb, 200 Mr onuH pas B AeHb, 225 Mr
OZMH pa3 B ieHb, 240 Mr ouH pa3 B eHb, 250 Mr OiMH pa3 B A€Hb, 275 Mr oAuH pa3 B AeHb, 300
MI OAIWH pa3 B JIeHb, 325 Mr oauH pa3 B feHb, 350 Mr ouH pa3 B AeHb, 360 Mr OMH pa3 B JAEHb,
375 mr opuH pa3 B AeHb, 480 Mr onuH pa3 B A€Hb, 15 Mr ABa pa3 B I€Hb, 25 MI [1Ba pa3 B JEHb,
30 mr aBa pa3 B aeHb, S0 mr 1Ba pa3 B 1eHb, 60 Mr 1Ba pa3 B IeHb, 75 Mr ABa pa3 B AeHb, 90 mr

nBa pa3 B aeHb, 100 mr nBa pas B nenp, 120 mr nBa pas B nenp, 150 mr aBa pa3 B aeHp, 175 mr
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nBa pa3 B AeHb, 180 mr nBa pa3 B neHb, 200 Mr nBa pas B IeHb, 225 Mr ABa pa3 B AeHb, 240 mr
IBa pa3 B AeHb, 250 Mr 1Ba pas B IeHb, 275 Mr nBa pa3 B neHb, 300 Mr aBa pa3 B AeHb, 325 Mr
IBa pa3 B AeHb, 350 Mr aBa pa3 B f1eHb, 360 Mr 1Ba pa3 B eHb, 375 Mr aBa pa3 B AeHb, U 480 Mr
IBa pa3 B JeHb. B ogHOM BapuaHTe ocylnecTBieHusi, uHruourop MDM?2 BBOAST uenoBeky
coryiacHO naparpady “/103upOoBKH U PEKUMBI JO3UPOBAHUS .

Cnoco0sl ieueHns: XpOHUYECKOH KapLUHOMBI U3 KJIETOK Mepkers

[155] Hacrosiuee nzoOpeTeHne OTHOCUTCS K CIIOCOOY JieueHHs KapLMHOMBI M3 KJIETOK
Mepkenss (MCC), BKIIOHAIOLIEMY CTaIUI0 BBEIEHHS HYXXAAKOLIEMYCsl YeJIOBEKY HMHTHOUTOpA
rOMOJIOTa MBIIIMHOTO ABOWHOTO wMukpodenka 2 (MDM2) wnm ero (¢apmaneBTHUECKH
npuemiieMoll conu. B omHOM BapuwaHTe ocyinectBiieHus, uHruourop MDM2 mnpencrasisieT
coboit coenunenune ¢opmynbl (I) wim dopmynsr (II). B ogHOM BapuaHTe OCYIIECTBIIEHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenquHerust Gopmyisl (I), dopmyner (ID),
RG7388, tpunromuna, HDM201, RG7112, CGMO097A, CGM0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wyrnunHa-3, HyT/InHa-3a, HyTJIuHa-3b, cepraemerana,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux
(apmareBTHIECKH IPUEMIIEMBIX COJie. B ofHOM BapuaHTe ocyIuecTBieHus, HHruontTop MDM?2
BbIOpaH U3 rpymiel, coctosmei coenqunerus ¢popmydst (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(bapmareBTHIECKH IPHEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyiuecTBieHus1, nHruontTop MDM?2
BBOJIAT B JO3UPOBKE, BEIOPAHHOM U3 IPYMIIbIL, cocTosell u3 15 Mr onuH pas B eHb, 25 Mr O1UH
pa3 B neHb, 30 Mr oauH pas B 1eHb, SO Mr OuH pa3 B AeHb, 60 Mr OUH pa3 B €Hb, /5 MI OJUH
pa3 B aenb, 90 mMr oguH pas B neHb, 100 mr onun pa3 B aenb, 120 Mr ogun pas B neHb, 150 mr
OJIUH a3 B JieHb, 175 Mr oauH pas B AeHb, 180 mr oauH pas B feHb, 200 Mr onuH pas B A€Hb, 225
MT OfIH pa3 B AeHb, 240 Mr oauH pa3 B AeHb, 250 Mr OfuH pa3 B JIeHb, 275 MI' OIUH pa3 B J€Hb,
300 mr oguH pa3 B AeHb, 325 MI OJUH pa3 B AeHb, 350 Mr oauH pa3 B AeHb, 360 Mr OJlUH pa3 B
neHb, 375 Mr ouH pa3 B eHb, 480 Mr oAuH pa3 B I€Hb, 15 Mr 1Ba pas B A€Hb, 25 MT Ba pa3 B
nenb, 30 Mr aBa pa3 B AeHb, SO Mr 1Ba pa3 B eHb, 60 MI 1Ba pa3 B JIeHb, /5 M JBa pa3 B JICHb,
90 mr nBa pa3 B aeHb, 100 mr nBa pa3 B neHb, 120 Mr nBa pa3 B AeHb, 150 mr aBa pas3 B neHsb, 175
MT Z1Ba pa3 B AeHb, 180 Mr aBa pa3 B aenb, 200 mr aBa pa3 B AeHb, 225 Mr 1Ba pa3 B eHb, 240 Mr
IBa pa3 B AeHb, 250 Mr 1Ba pa3 B IeHb, 275 Mr niBa pas B feHb, 300 Mr aBa pa3 B AeHb, 325 mMr
1Ba pa3 B AeHb, 350 Mr aBa pas B feHb, 360 Mr nBa pas B eHb, 375 Mr aBa pas B AeHb, U 480 mr
IBa pa3 B JeHb. B OOHOM BapHaHTe OCyINeCTBJICHUs, uHrnomrop MDM?2 BBOIST 4enOBEKY
coryacHo naparpady “/{03upOBKH B PEKUMBI TO3UPOBAHUS .

[156] Hacrosimee u3oOpeTeHHE OTHOCHTCS K NPHMEHEHHIO WHTUOWTOpa TrOMOJIOTa
MBILIMHOTO ABOHHOrO MuKpoOenka 2 (MDM?2) wnu ero ¢apmaneBTH4YeCKH MPUEMIIEMON COJU
IUIsl JledeHus: KapiuuHoMbl u3 kietok Mepkens (MCC) y Hyknaromerocsi denoseka. B ogHom
BapuaHTe ocyllecTBiIeHus, nHruourop MDM?2 npencrasnsier coboii coennaenue Gpopmysl (I)
wi ¢popmysl (II). B onHOM BapuanTte ocymecTsienus, nHruountop MDM?2 BeIOpaH U3 rpymnimsl,
cocrosimeit coenuHenus ¢opmyael (1), gopmynsr (II), RG7388, tpunrommma, HDM201,
RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
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RO8994, myrnuHa-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHUYECKH MPUESMIIEMbIX
coneii. B onHOM BapuanTe ocyuectsiaeHust, UHrHOuTop MDM2 BrIOpaH U3 rpymibl, cOCTOSIIEH
coequnenust ¢opmynsl (), ¢opmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢dapmaneBrudecku
npueMieMblx cojedl. B omHOM BapuwanTe ocyuiectBieHus, uHruobutop MDM2 BBOIAT B
JO3UPOBKE, BHIOPAHHOI M3 IPYIBI, COCTOALIEeH M3 15 Mr ommH pa3 B AeHb, 25 Mr OAMH pa3 B
neHb, 30 Mr oguH pas B AeHb, SO Mr oJiuH pa3 B IeHb, 60 Mr OIUH pa3 B IeHb, /5 MI OIUH Pa3 B
nenb, 90 mr oauH pas B neHb, 100 Mr onuH pa3 B AeHb, 120 mMr onuH pa3 B AeHb, 150 Mr onuH
pa3 B neHb, 175 Mr onuH pas3 B AeHb, 180 mMr onuH pas B AeHb, 200 Mr onuH pas B AeHb, 225 mMr
OZIMH pa3 B JieHb, 240 Mr oiuH pa3 B eHb, 250 Mr OJiMH pa3 B A€Hb, 275 Mr oAuH pa3 B AeHb, 300
MTI OAIMH pa3 B JIeHb, 325 Mr oAuH pa3 B feHb, 350 Mr OUH pa3 B AeHb, 360 Mr OMH pa3 B JAE€Hb,
375 mr opuH pa3 B 1eHb, 480 Mr onuH pa3 B A€Hb, 15 Mr ABa pa3 B I€Hb, 25 MI [1Ba pa3 B J€Hb,
30 mr aBa pa3 B AeHb, S0 Mr 1Ba pa3 B 1eHb, 60 Mr 1Ba pa3 B IeHb, 75 Mr ABa pa3 B AeHb, 90 mr
nBa pas B aeHb, 100 Mr nBa pa3 B neHb, 120 mr nBa pas B neHb, 150 mr aBa pa3 B aeHb, 175 mr
nBa pas B neHb, 180 Mr nBa pas B neHb, 200 Mr 1Ba pas B IeHb, 225 Mr 11Ba pa3 B IeHb, 240 mr
IBa pa3 B AeHb, 250 Mr 1Ba pa3 B IeHb, 275 Mr nBa pa3 B feHb, 300 Mr aBa pa3 B A€Hb, 325 mMr
nBa pa3 B AeHb, 350 Mr ABa pa3 B AeHb, 360 Mr nBa pas B 1eHb, 375 Mr 1Ba pa3 B IeHb, U 480 mr
IBa pa3 B JeHb. B OOHOM BapwaHTe OCyINecTBieHUs, uHrnomrop MDM?2 BBOIST 4enoOBEKY

coriacHo maparpady “J{03upOBKH U PEKUMBI TO3UPOBAHUST .

Wuruburop MDM?2
[157] Coenunenune Gopmyinsl (I) umeer CTpyKTypy M Ha3BaHUE, MOKA3aHHOE HUXKE.
[158] 2-((3R,5R,65)-5-(3 -xjopbeHnn)-6- (4-xmopdenun)- 1-((S)-1-

(n3onponuicynbGHoHNT)-3-MeTHIOY TaH-2-11)-3-MeTHII-2-OKCONHITePUANH-3 -1JT)YKCY CHAsT

KHCJI0Ta:

W)

[159] Cunre3 coemunenusi ¢opmynel (I) mpuBeneH B MEXIYHAPOOHBIX 3asBKAX:
WO02011/153509 u WO2014/200937; marenrax CIIIA Ne 8569341; 9593129; 9296736;
9623018, 9757367, 9801867, 9376386, u 9855259, onncanne KOTOPBIX BKJIOYEHO B HACTOSLIEE
n300peTeHne ¢ TOMOIIBIO CCHUTKH BO BCEH CBOEH MOJHOTE.

[160] B onHoM BapmaHTe ocyecTBieHus, coeaunenue ¢popmyisl (1) mmm Gopmynsr (I1)
HaxoauTcst B amopdHoit ¢gopme. B ogHOM BapuaHte ocymiectBiieHus, HHruourop MDM?2

npenctasisier codoit coenuaerne Gpopmybl (1) umu popmynsl (1) B kpuctammmueckoit Gpopme.
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B omHOM BapmanTe ocymectBieHus, uHruoutop MDM?2 mnpencraisier coOoil coenUHEHHE
dopmynsr (I) B kpucramindeckoii Oe3BomHON ¢opme. B omHOM BapuaHTe OCYIIECTBJIECHHS,
uaruburop MDM2 mpencrasisier coboii coemunenue ¢opmynbl (I) B KpucCTaUTMIECKOM
0e3BonHON (opMe, XapaKTEePU3YIOIIEHCs MOPOIIKOBOW IU(PAKIMOHHON PEHTI€HOrPaMMOIA,
cozeprkaliee MUKU Mpu yriax audpakuuu 2 tera B rpaaycax npudmusutensHo 11,6, 12,4, 18,6,
19,0, 21,6 u 23,6. B ogHOM BapuaHTe ocyuiecTBiaeHus, nHruonrop MDM2 npencrasinsier coOoi
coenuHenue ¢opmyinsl (I) B kpuctaymmmueckoli O0e3BogHON (opMe, MMEIOIel PEeHTIeHOBCKYIO
nudpakTorpaMMy, MO CyIIeCTBY Kak mokazaHo Ha ¢urype 1. Cnoco0d monydeHHs AaHHOU
KPHUCTAJUTMUECKOH (OpMBI OMUCaH B MekAyHaponaHou 3asBke WO02014200937, omucanue
KOTOPOH BKJIFOYEHO B HACTOsIIIEe N300pETEHNE ¢ TOMOLIBIO CCBUIKH BO BCEH CBOEH MOJHOTE.
[161] B omHom BapmaHTe ocyiuecTBieHHus, UHruoOurop MDM2 mnpencrasniser coboii

coenunenue popmyiel (II), umeromee CTpyKTypy U Ha3BaHHE, IOKA3aHHBIE HIDKE.

COOH
OMe

(D

4-(2-((3R,5R,6S)-1-((S)-2-(Tper-OyTrncynbh oHuU)- | -HUKIONP OIS T )-6-(4-X110p-3 -
dropdernn)-5-(3-xaopdenn)-3-MeTni-2-0KCONMUNEPUANH-3 - Ul )alleTaMHUII0)-2-
METOKCUOEH3011Has KHCIIOTa.

[162] ITony4yenue coenunenust Gopmyinsl (II) npuseneno B marenre CIIIA Ne 8952036,
OIMCaHUE KOTOPOrO BKJIIOYEHO B HACTOSILIEEe M300pETeHHE C MOMOIIBIO CCUIKM BO BCEH CBOEH
TIOJIHOTE.

RG7388 (npa3zaHyTiivH)

[163] B omHoM BapuaHTe oOcCylecTBieHHs, UHruOurop MDM2 mnpencrasniser coOoii

RG7388. RG7388 numeer XUMUYECKYIO CTPYKTYPY U Ha3BaHUE, TIOKAa3aHHbIE KaK:
[164] 4-[[(2R,3S,4R,5S)-3-(3-xn0p-2-pTopdhennn)-4-(4-xnop-2-propdenun )-4-urano-5-

(2,2-mUMEeTHITIPOTIHII ) TUPPOSTUAHH-2-KapOOHMJI |aMHUHO | -3 -MeTOKCHOSH30HHas KHCIIOTa
0. OH

Tpunroana (PG490)

[165] B onmHom BapmaHTe ocyiuecTBieHus, uHruourop MDM2 npencrasnser coboit
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TpunToaua. TpUnToNua UMeeT XUMUYECKYIO CTPYKTYPY U Ha3BaHUE, TIOKa3aHHBIC KaK:
[166] (5bS,6aS,7aS,8R,8aR,9aS,9bS,10a8S,10bS)-8-runpokcu-8a-msonpomnmi-10b-meTr-

2,5,5b,6,6a,8,8a,9a,9b, 10b-nexaruapoTpuc(OKCHpPEHO) [2',3":4b,5;2",3":6,7;2",3":8a,9]
¢denanrpo[1,2-c]pypan-3(1H)-on
0

&

HyTtnun-3a

[167] B omHom BapuaHTe oOcylecTBieHus, UHruoOurop MDM2 mnpencrasniser coboii
HyT/IuH-3a. HyTnnH-3a nMeeT XUMHUYECKyI0 CTPYKTYPY U Ha3BaHHUE, MOKa3aHHbBIE KaK:

[168] 4-[(4S,5R)-4,5-6uc(4-xnopdenn)-2-(4-MeTOKCH-2-TIponaH-2-miokcup eHmn)-4,5-
TUTHIPOUMUAA30II- | -kapOoHW [unepa3suH-2-0H

Cl

o .. 9§ S
N F

HN N

\0 I (I)

HDM201

[169] B onmHom BapmaHTe ocyiuecTBiieHHsi, uHruourop MDM2 npencrasnser coboit
HDM201. HDM201 umeer XUMUUYECKYIO CTPYKTYPY U Ha3BaHUE, TOKA3aHHBIE KAK!

[170] (4S)-5-(5-xnop-1-meruin-2-okconupuauH-3-mi)-4-(4-xnopdenmn)-2-(2,4-
IMMETOKCUITUPUMUANH-S-1)-3-nponaH-2-ui-4H-muppono| 3,4-d Jumunaszon-6-on

cl
& N
Agerate
N N —N
/0 0 —0

RG7112

[171] B onmHom BapmaHTe ocyluecTBieHUs, WHruoOurop MDM2 mnpencrasnser coboi
RG7112. RG7112 umeer XUMUYECKYIO CTPYKTYPY U Ha3BaHUE, TIOKAa3aHHbIE KaK:

[172] [(4S,5R)-2-(4-Tper-OyTrn-2-aTokcudenmn )-4,5-ouc(4-xnopdenmn)-4,5-

IMMETHINMUAA30- | -1 |-[4-(3-meTuncyapd oHmmponi ) nunepasus- 1 -uin|MeTaHoH
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CGMO97A

[173] B onmHom BapmaHTe ocyiuecTBiieHus, uHruourop MDM2 npencrasnser coboi
CGMO97A. CGMO97A nmMeeT XUMHYECKYIO CTPYKTYPY U Ha3BaHUE, IOKa3aHHbIE KaK:

[174] (15)-1-(4-xnopdenmn)-6-meTokcu-2-[4-[merni-[[4-(4-meTwn-3-okconunepasuH- 1 -

WUT)LIUKJIOT€KC U | METHIT |aMUHO | e HMIT| - 7-1TponaH-2-UiIoKCH- 1 ,4- AU U Ip ON30X NHOJINH-3 -OH
Cl

pecade
A

HyTtnun-3

[175] B omHom BapmaHTe ocyiuecTBiieHHs, WHruoOurop MDM2 mnpencrasnser coboi
HyTJuH-3. HyTnuH-3 nMeeT XUMUYECKYIO CTPYKTYPY U Ha3BaHUE, IOKa3aHHbIE KaK:

[176] 4-[4,5-6uc(4-xnopdenmn)-2-(4-MeToKCH-2-nponaH-2-uiokcud enmn)-4,5-

OUTHIPOUMUAA30II- | -kapOoHW [unepa3uH-2-0H

SJ-172550

[177] B ogHOM BapuaHTe ocCyluecTBiaeHusi, HHruourop MDM?2 npencrasisier coboi SJ-
172550. SJ-172550 umeeT XUMHUYECKYIO CTPYKTYPY U Ha3BaHUE, IOKa3aHHbIE KaK:

[178] METHUJT 2-[2-xn0p-6-3TOKCH-4-[(3-MeTHI-5-0KCcO- | -permnnmupazon-4-

WIHJIeH)MeTH |peHOKCH [aneTaT

QN&"@G
-

~0

SAR405838 (MI-77301)

[179] B onmHom BapmaHTe ocyiuecTBieHus, uHruourop MDM2 npencrasnser coboit
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SAR405838. SAR405838 nmeeT XMMUUECKYIO CTPYKTYPY U Ha3BaHME, IOKA3aHHBIE KaK:
[180] (2'R,3R,3'S,5'S)-6-x10p-3"-(3-x710p-2-pTOpdenun)-5'-(2,2-mumernnmponun)-N-(4-

TCUAPOKCULIMKJIOTeKCHI)-2-0okcocniupo| 1 H-unnon-3,4'-nuppoiauaux]-2'-kapOokcamug
p p pp p

MI-773

[181] B omHOM BapuaHTe ocymecTBieHus, tHruoutTop MDM2 npencrasisier coboii MI-
773. MI-773 uMeeT XUMUYECKYI0 CTPYKTYPY U Ha3BaHHE, IOKa3aHHBIE KaK:

[182] (2'R,3S,3'S,5'R)-6-xm0p-3'-(3-x710p-2-PpTOopdhennn)-5'-(2,2-numeTmnmnporni )-N-(4-

CUAPOKCULIMKIIOreKCH)-2-okcocriupo| 1 H-unnon-3,4'-nupponauaut]-2'-kapOookcamu
p p pp p

OH

MX69

[183] B omHoM BapuaHTe oOcyluecTBieHHs, UHruOurop MDM2 mnpencrasiser coOoi
MX69. MX69 nmeer XUMHUYECKYIO CTPYKTYPY U Ha3BaHUE, TOKA3aHHBIE KaK:

[184] 4-[8-[(3,4-mumeTundenun )cynbhamoni]-3a,4,5,9b-rerparunpo-3H-

EE |

LUKJIOTEHTA[ ¢ [X UHOJTUH-4-11J1 |OeH30MHasT KUCIIOTa

K

0-3-0

HN ‘
»

HO™ ~O

YH239-EE

[185] B onmHom BapmaHTe ocyiuecTBiieHus, uHruourop MDM2 npencrasnser coboit
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YH239-EE. YH239-EE nMmeer XUMHUYECKYIO CTPYKTYPY U Ha3BaHHUE, IOKA3aHHbIE KAK:
[186] 3TUI 3-[2-(Tper-Oyrunamuno)-1-[(4-xnoppennn)mernndopmMunaMuHo | -2-

okcoaTui|-6-xnop-1H-nnnomn-2-kapbokcunar

Cl

RO8994

[187] B omHom BapmaHTe ocylecTBieHHUs, UHruoOurop MDM2 mnpencrasnser coboi
RO8994. RO8994 umeer XMMUYECKYIO CTPYKTYPY U Ha3BaHUE, IOKAa3aHHbIE KaK:

[188] (2'R,3R,3'S,5'S)-N-(4-kapbamonn-2-merokcudpermn)-6-xnop-3'-(3-xnop-2-
dropdhenun)-5'-(2,2-numerunnponmn )-2-okcocrupo[ 1 H-unnon-3,4'-nmupponuann]-2'-

KapOokcaMuz

Hyrtnun-3b

[189] B omHoM BapuaHTe ocyluecTBieHHUs, UHruoOurop MDM2 mnpencrasiser coOoii
HyTauH-3b. HyTnuH-3b nMeeT XUMHYECKYIO CTPYKTYPY U Ha3BaHHE, MOKA3aHHbIE KAK:

[190] 4-[(4R,55)-4,5-6uc(4-xnopdenmn)-2-(4-meTokcu-2-nponan-2-uiokcudenmn)-4,5-

TUTHIPOUMUAA30II- | -kapOoHW [unepa3suH-2-0H
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Cepnemeran (JNJ-26854165)
[191] B onmHom BapmaHTe ocyluecTBiieHus, uHruourop MDM2 npencrasnser coboi
Cepnemeran. CepaemMeTaH UMeeT XUMHUYECKYIO CTPYKTYPY U Ha3BaHUE, TOKA3aHHBIE KaK:

[192] 1-N-[2-(1H-ungon-3-mn)atun |-4-N-nupuann-4-undenson-1,4-qpamux

H
N
4
HN
NH
N\
N
NSC59984

[193] B onmHom BapmaHTe ocyluecTBiieHHUs, WHruoOurop MDM2 mnpencrasniser coboi
NSC59984. NSC59984 nmeer XUMHUECKYIO CTPYKTYPY U Ha3BaHHeE, IOKa3aHHbIE KaK:
[194] (E)-1-(4-meTunnunepasud- 1 -ui)-3-(5-autpodypan-2-mn)prop-2-eH-1-ox

CHEMBL2386350

[195] B omHoM BapumanTe ocyectBieHusi, nHruourop MDM?2 npencrasnsier coboit
CHEMBL2386350. CHEMBL2386350 wumeer XHMHUYECKYl0 CTPYKTYpy W Ha3BaHUE,
MOKa3aHHbIE KaK:

[196] 2-[4-[(4S,5R)-2-(4-TpeT-OyTun-2-3rokcudenmn )-4,5-0uc(4-xnoppennn)-4,5-

IMMETHUIMMUAA301- | -kapOoHm | munepasus- 1 -mi|- 1 -mopdonuH-4-1n3TaHOH

Cl

e
Yy ,z& A {\Qm
X@ﬁ

CGMO0970B

[197] B onmHom BapumaHTe ocyiuecTBiieHHs, uHruourop MDM2 npencrasnser coboi
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CGMO0970B. CGMO0970B nmeer XUMHUYECKYIO CTPYKTYPY U Ha3BaHUE, [IOKa3aHHbIE KaK:
[198] (1R)-1-(4-xnopdenmn)-6-meTokcu-2-[4-[merni-[[4-(4-meTun-3-okconumnepasuH- 1 -

YUT)LIKJIOT€KCHJI | METHII |aMUHO | e HIT| - 7-niponaH-2-uiIoKCH- 1 ,4- I uIp ON30X NHOJIMH- 3 -OH

MK-8242

[199] B onHOM BapuaHTe ocyuiecTBieHus, uHrnonrop MDM?2 npencrasinsier coboit MK -
8242. MK-8242 uMmeeT XUMHUYECKYIO CTPYKTYPY U Ha3BaHUE, TOKA3aHHBIE KAK:

[200] 4-amuHO-1-[(2R,385,4S,5R)-3,4-auruapokcu-5-(ruipOKCUMETHIT ) OKCONIaH-2-

WJI | TUPUMHIUH-2-0H

DS-3032

[201] B ogHOM BapuaHTe ocyuiecTByieHusi, uHruoburop MDM?2 npencrasisier codoit DS-
3032. DS-3032 umeet XUMUYECKYIO CTPYKTYPY U Ha3BaHHE, TOKA3aHHBIE KaK:

[202] (3'R,4'S,5'R)-N-((3R,6S)-6-kapbamounnrerparunpo-2H-nupan-3-mn)-6"-xnop-4'-(2-
XJI0p-3-pToprupunuH-4-un)-4,4-nuMeTni-2"-oKkCoauCcupo| HUKIIorekcaH- 1, 2'-muppoauanH-

3',3"-uHnonuH|-5'-kapOokcamun
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DS-3032B

[203] B ogHOM BapuaHTe ocyiecTBieHus, uHruourop MDM2 npencrasnsier coboii DS-
3032B. DS-3032B umMeer XUMUYECKYIO CTPYKTYPY U Ha3BaHHE, TOKa3aHHBIE KaK:

[204] (3'R,4'S,5'R)-N-((3R,6S)-6-kapbamounnrerparunpo-2H-nupan-3-mn)-6"-xnop-4'-(2-
XJI0p-3-pTopnupunuH-4-un)-4,4-nuMetTni-2"-okcoaucnupo| HuKIorekcas-1,2'-muppoauanH-

3',3"-uHnonuH|-5'-kapOokcamua 4-MeTUIIOSH30JICYIb(OHAT

NHz

HDM?201

[205] B omHoM BapuaHTe OcCylecTBieHHs, UHruOurop MDM2 mnpencrasiser coOoii
HDM201. HDM201 umeeT XUMHUYECKYIO CTPYKTYPY U Ha3BaHUE, TOKA3aHHBIE KAK:

[206] (45)-5-(5-xnop-1-meTni-2-okconmupuaun-3-min)-4-(4-xnoppenmn)-2-(2,4-

IMMETOKCUITUPUMHANH-S-11)-3-nponaH-2-mi-4H-mmppoino| 3,4-dJumunazon-6-oun

APG-115

[207] B omHom BapmaHTe ocyluecTBiieHHs, MHruourop MDM2 mnpencrasiser coboi
APG-115. APG-115 umeer XMUMHUYECKYIO CTPYKTYpPY U Ha3BaHHe, TOKA3aHHbIE KaK:

[208] 4-((3'R,4'S,5'R)-6"-Xnop-4'-(3-xnop-2-proppenun)-1"-a3tun-2"-

okcoaucnupo[ uukiorekcas-1,2 -nupponuann-3',3"-unnonuu|-5'-
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kapbokcamMuo)onukio[2,2,2 Jokran-1-kapOOHOBast KUCIOTA

0
"o
O‘\{ OH °

Cl

Cl

MI-1061

[209] B omHoM BapuaHTe oOcyluecTBieHUs, UHruoOurop MDM2 mnpencrasniser coboii
APG-115. APG-115 umeer XUMHUYECKYIO CTPYKTYPY U Ha3BaHHE, TOKA3aHHbIE KaK:

[210] 4-((3'R,4'S,5'R)-6"-xmop-4'-(3-xnop-2-propdennn)-2"-okcoqucnupo| IUKIOreKCaH-

1,2'-mupponunun-3',3"-uHnonuH|-5'-kapOokcaMuio)OeH30MHAs KUCIOTa

H
\/N
O COH
NH

dapmMaleBTUUYECKHE KOMITO3ULIUN

[211] B HekoTOpBIX BapHaHTaxX OCYLIECTBJIEHUs, HACTOsINEe N300pETEeHHEe OTHOCUTCS K
dapMaleBTHYECKUM  KOMIIO3ULUSAM, — copepkamuM — uHruourop MDM2  wmm  ero
(apmMaLeBTHYECKH MPUEMJIEMYIO COJb, AJISl JIEYEHHs paka, IZie pak BbIOpaH W3 TPYIIIbL,
COCTOSIIIEH U3 KAPLUHOM, TAKUX KaK pPaK MOYEBOTO My3bIps, FPYAH, TOJCTON KHIUKH, MPSMOU
KUIOKH, TIOYEK, IeYeHH, JIETKMX (MEJIKOKJIETOUHBIH pakK JIerKOro, HEMEJNKOKJIETOYHbIH pak
JIETKOTO), THIIEBOAA, KEJIYHOTO My3bIPsi, SUYHHUKA, TODKETYIOYHOM JKeNe3bl, JKeNyaKa, MeHKu
MAaTKH, LIUTOBUIHOW >XeJie3bl, MPOCTAThI, TOJIOBbI W INEH, M KOXH (BKJIIOUas Oa3albHYI MU
IUTOCKOKJIETOYHYIO KapLMHOMY, MENAHOMY KOKM, KapLHWHOMY M3 KIeTOK Mepkens, capkomy
Kamomy, nuM(pOMBI KOXH), T€MOIMOSTHYECKHUE OMyXOJNU JHUMGPOUIHOTO MPOUCXOKICHHS
(BirOUast JIEHKEMHIO, OCTPYIO JIMMQOLMTAPHYIO JIEHKEMHIO, XPOHUYECKYI0 MHEJIOTCHHYIO
JeWKeMHUIo, OocTpyro JuMpoOnacTHyro nelikeHnto, B-kmerounyio mmmdomy, T-kinerounyro
maMpomy, muMpomy XOIKKHUHA, HEXOKKHHCKYIO JTUM(OMY, BOJIOCATOKIETOUHYIO JTUMGPOMY U
muMmpomy bepkurra) reMOnosTHUECKHE OMyXOJH MHEJOUIHOTO IMPOUCXOKIACHUS (BKIIOUas
OCTPYI0O M XPOHMYECKYH) MHUEJIOTEHHYIO JIeHKeMMIO, MHEJOJUCIIIIACTUYECKUN CHHAPOM U
NPOMHEJIOLUTAPHYIO JIEHKEMHUIO), OMYyXOJH MEe3€HXMMAJIBbHOTO TPOUCXOXKIACHUS (BKIIOUas
¢dubpocapkomy u pabIOMHUOCAPKOMY, U APYTHUE CAPKOMBI, HAITPUMEP, MSITKUX TKaHEeW U KOCTek);
ONMyXOJH LEHTPAIbHONH © mepudepuyecKoil HEPBHOW CHCTEMbl (BKJIIOYAs aCTPOLUTOMY,
HelpoOnacToMy, TJIHOMY, TJHOONACTOMY U IIBAaHHOMBI), M APYrue OMyXoud (BKIIOUAs
MEJNAHOMY, CEMHHOMY, TEpPaTOKapLUHOMY, OCTEOCApPKOMY, IUIMEHTHYK KCEHOJEpOMY,

KEepPaTOKTaHTOMY U (OJUITMKYJISIPHBIA paK IIUTOBUAHOW kene3bl). B omHOM BapuaHTe
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ocymectsineHus, uHruourop MDM2 mnpencrasnser coboii coenmnenue ¢opmynsl (I) wmm
¢dopmynsr (II). B onHom BapumanTe ocyiecTBieHusi, HHruOutop MDM?2 BeIOpaH W3 TPYIIb,
cocrosimeit coenuHenuss ¢opmyael (1), popmynsr (II), RG7388, tpunromuma, HDM201,
RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrnuna-3, HyTauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaueBTHIECKH NPUEMIIEMBIX
coneli. B onHOM BapuanTe ocyiiecTsieHus, THruourop MDM?2 BbIOpaH U3 IpyImbl, COCTOSILIEH
coenunenust ¢opmynsl (), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHUECKH
MIPUEMJIIEMBIX COJIEH.

[212] B HeKkOTOpBIX BapHaHTaX OCYLIECTBJICHUS, HACTOsIEe N300pEeTEeHNEe OTHOCUTCS K
(dapManeBTHYECKUM  KOMIIO3ULUSM,  comepskammM  mHruoutop MDM2  wmm  ero
dapManeBTHYECKH ~ NPUEMJIEMYKO  COJb,  JUIA  JIEYEHUS  MHUEJONpONU(epaTHBHOIO
HoBOOOpaszoBanust (MPN), rne MPN BeiOpaH ©3 Tpynmbel, COCTOSIINEH W3 HCTUHHON
nomuuuremnn  (PV),  wmmenoduOposa, mnepsuuHoro muenoguoOposa, TPOMOOLUTEMHH,
scceHnuanbHol  TpomOommremun (ET), wunmomatmueckoro wmwuenodgudpos3a, CHUCTEMHOTO
macrormrosa (SM), xpornueckori HeHTpodubHOH neiikemun (CNL), MuenoaucmiacTuieckoro
cuagpoma (MDS), cucremnoro 3aboneBanus Tyunslx kietok (SMCD), rae uarudurop MDM?2
BbIOpaH W3 rpynmbl, cocrosmeil coexmHeHust ¢opmyasl (I), dopmyner (II), RG7388,
tpunronuna, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/IuHa-3a, HyTJiMHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
(bapmMareBTHIECKH NPUEMJIIEMbIX COJIEH.

[213] B HEKOTOPBIX BapHMaHTaX OCYLIECTBJIEHHS, HACTOsIIEE U300PETEeHHEe OTHOCHUTCS K
(dapmaLeBTHYECKMM  KOMIIO3MLMSM,  coiepkamnMm — uHrHOmrop MDM2  wimm  ero
(apMaleBTHYECKH MPUEMIIEMYIO COJIb, UISI JICUEHUS] XPOHUYECKOH MHEJIOreHHOW JIeMKeMHUU
(CML), roe unaruburop MDM2 BwiOpan u3 rpymmbl, coctosimen coenuneHust ¢opmyisl (1),
dopmyasl (I1), RG7388, tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/iuHA-3a, HyTJIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 u nx apmaLeBTHUECKH PUEMIIEMBIX COJIEH.

[214] B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHMs, HACTOsIIEe N300pEeTEeHHEe OTHOCUTCS K
dapManeBTHYECKUM  KOMIIO3ULUSM,  comepkamuM  mHruoutop MDM2  wimm  ero
(bapMaleBTHYECKU TIPUEMJIEMYIO COJib, IJISI JICUEHUS] OCTPOH MuenoreHHou netikemuu (AML),
rae uarnourop MDM2 BeiOpaH u3 rpymmsl, cocrosimeii coenuaenust Gopmyier (1), popmyst
(II), RG7388, tpunromuma, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTJIuHA-3b,
cepnemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 n nx ¢papmareBTHUECKH IPUEMIIEMBIX COJET.

[215] B HekoTOpBIX BapHaHTaX OCYLIECTBJIEHUs, HACTOsIIEE N300pETEHHE OTHOCUTCS K
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dapManeBTHYECKUM  KOMIIO3ULUSM, — copepkamuM — uHruoutop MDM2  wmm  ero
bapmMareBTHIECKH MPUEMIIEMYIO COJIb, JUIS JIEYEHUs] KapLUMHOMBI u3 kietok Mepkenst (MCC),
rae uaruourop MDM2 BeiOpaH u3 rpymmsl, cocrosimeii coequHenus gopmyisl (1), popmysst
(II), RG7388, tpunromuma, HDM201, RG7112, CGMO097A, CGMO970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 n ux papMaeBTUUECKH TPUEMIIEMBIX COJIEH.

[216] B HekOTOpBIX BapHaHTaX OCYLIECTBJICHUsS, HACTOsIIEe M300pEeTEeHHEe OTHOCUTCS K
(dapMaleBTHYECKUM  KOMIIO3ULUSIM,  comepskammuM — mHruobutop MDM2  wim  ero
dapManeBTHYECKH  NPUEMJIEMYK)  COJb,  JUIA  JIEYEHUS  MHUEJONpOoNu(epaTHBHOIO
HoBOOOpaszoBanust (MPN), rne MPN BeiOpaH u3 Tpynmbl, COCTOSIIEH W3 HCTUHHON
noguuuremun  (PV),  wmmenodubposa, mnepsuuHoro muenogudOposa, TPOMOOLUTEMHH,
scceHnuanbHol  TpomOommremun (ET), wunmonatmueckoro wmwuenodgudpos3a, CHUCTEMHOTO
macrormrosa (SM), xpornueckorn HeHTpodrbHOH nefikemun (CNL), MUenToauCIiiacTU4eckoro
cuaapoma (MDS), cucremnoro 3aboneBanus TyuHbix kietok (SMCD), rae uarudurop MDM?2
BbIOpaH U3 IpymIel, cocTosmei coenqunerus ¢popmyast (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
bapmMareBTHIECKH MPHEMIIEMBIX COJIEH.

[217] B onmHom BapmaHTe oOcyluecTBiieHHUs, MHruourop MDM2 mnpencrasiser coboi
coequHenne ¢opmyael (I) wm dopmynsr (II). B HEekOTOpbIX BapuaHTAaX OCYIIECTBIICHUS,
HacTosIIee M300peTeHHe OTHOCUTCS K (papMaleBTUYeCKUM KOMIIO3ULIUSIM, COMEp KaIluM
coenunenue Gopmyinsl (I) nnu popmynsl (II) nam ux papManeBTHUECKH TPUEMIIEMYIO COJIb, IS
JieYeHHs: MUeNonpoudepaTUBHOr0 HoBooOpaszoBanusi (MPN), rne MPN BbiOpaH U3 TPYIIIIBL,
cocrosimeit u3 uctuHHON nomumutemun (PV), muenodpudposa, mepBudHOro muenopudposa,
TpomboruTemMun, scceHuuanbioi Tpomboruremun (ET), mamonatuyeckoro muenodudposa,
cucreMHoro Macrouutroza (SM), xponumueckod HedtpodunbHOW jeiikemun (CNL),
mMuenoquciiactudeckoro cuHapoma (MDS), cucremHoro 3a0oneBaHUsl TYYHBIX —KJIETOK
(SMCD).

[218] B HEekOTOpBIX BapHaHTaX OCYLIECTBJICHUS, HACTOsIIEe N300pEeTEeHHEe OTHOCUTCS K
(apManeBTHYECKIM KOMIIO3HLIUSM, conepkamum coenuHerne ¢opmydsl (1) wim dopmynsr (1)
WM uxX (apMaLeBTUUECKH MPHUEMIIEMYIO COJb, JJI JICUYEHHS MHUEJIONpPOIU(pEpaTHBHOIO
HoBOOOpaszoBanust (MPN), rne MPN BeiOpaH w©3 Tpynmbel, COCTOSIIIEH W3 HCTUHHON
nonuiutemun (PV), sccenumansroii pombonuremun (ET), n nepuyHOro muenopudposa.

[219] B HekoTOpBIX BapHaHTaX OCYLIECTBJIECHUs, HACTOsIEe N300pETEeHHEe OTHOCUTCS K
(dapManeBTHIECKIM KOMIIO3HLIUSM, conepkamum coenuHenne dpopmydsl (1) mwmm dopmynsr (1)
WK UX (papMalieBTUYECKH TPUEMIIEMYIO COJIb, ISl JIeUeHUs ucmunnoil noruyumemuu (PV).

[220] B HEkOTOpBIX BapHaHTaX OCYLIECTBJIECHHUs, HACTOsIIEe N300pETEeHNHE OTHOCUTCS K
dapMaleBTHYECKUM  KOMIIO3ULUSAM, — copepkamuM — uHruourop MDM2  wmm  ero
bapMaleBTHYECKH TPUEMJIEMYIO COJIb, U JieueHust ucmunnas noauyumemuu (PV), rne

uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosiel coequHenus popmynsl (I), dopmyner (ID),
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RG7388, tpunronmuna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wnyrnunHa-3, HyT/InHa-3a, HyTJIuHa-3b, cepaemerana,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
bapmareBTHIECKH IPUEMIIEMbIX COJIEH.

[221] B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHS, HACTOsAIIEeE U300PETEeHHEe OTHOCHUTCS K
(dapmaLeBTHYECKMM  KOMIIO3MLMSM,  coiepkamuMm — uHrHOmrop MDM2  wimm  ero
(apmaLeBTHYECKH TPHEMIIEMYIO COJIb, AJSl JIedeHust ucmunuoii nonuyumemuu (PV), rne
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenquHenus Gopmyinsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux hapmanieBTHUECKU PUEMIIEMBIX COJIEH.

[222] B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUs, HACTOsIEe N300pETEeHNHEe OTHOCUTCS K
(apManeBTHYECKIM KOMIIO3HLIUSM, conepkamum coenuHerne ¢popmydsl (1) wim dopmynsr (1)
WM UX (papManeBTUYECKU MPUEMIIEMYIO COJb, JUJISl JICUEHHs] 3CCEHIIMATbHOW TPOMOOLUTEMUN
(ET).

[223] B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUs, HACTOsIIEe H300peTEeHHEe OTHOCUTCS K
dapManeBTHYECKUM  KOMIIO3ULUSAM,  copepskamuM — uHruourop MDM2  wimm  ero
(apMaLeBTHYECKU MPUEMIIEMYIO COJIb, IJIsl JIEYeHHs d¢ceHunanpbHol Tpombounremun (ET), rae
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHerus popmynsl (I), dopmyner (ID),
RG7388, tpunromuna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wuyrnunHa-3, HyT/InHa-3a, HyTJIuHa-3b, cepaemerana,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
bapmareBTHIECKH IPUEMIIEMbIX COJIEH.

[224] B HekOTOpBIX BapHaHTaX OCYLIECTBJIEHUs, HACTOsINEe N300pEeTeHHEe OTHOCUTCS K
(dapmaLeBTHYECKMM  KOMIIO3MLIMSM,  coiepkamuMm — uHrHOmTop MDM2  wimm  ero
(apmaLeBTHYECKH TPUEMIIEMYIO COJIb, JUIS JICUEHUs SCCeHIMaabHOoN Tpombouuremun (ET), rae
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHerus Gopmyinsl (I), dopmynsr (ID),
RG7388, HDM201, RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux hapmaLieBTHUECKH PUEMIIEMBIX COJIEH.

[225] B HEeKOTOpBIX BapHaHTaX OCYLIECTBJICHUS, HACTOsIIEe N300pETEeHHEe OTHOCUTCS K
(apManeBTHYECKIM KOMIIO3HLIUSM, conepkamum coenuHerne ¢opmydsl (1) wim dopmynsr (1)
WK UX (papMalieBTHYECKH TPUEMIIEMYIO COJIb IS JIEYEHUS] IEPBUYHOTO Muenogpuodposa.

[226] B HekOTOpBIX BapHaHTaX OCYLIECTBJICHUs, HACTOsIIEe N300pEeTEeHHEe OTHOCUTCS K
dapManeBTHYECKUM  KOMIIO3ULUSM,  comepkamuM  mHruoutop MDM2  wimm  ero
(dapManeBTHYECKH TNPUEMIIEMYIO COJb, U JIEYEHHs NepBUYHOro Muenopudposa, rme
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHerust Gopmyinsl (I), dopmyner (1D),
RG7388, tpunromuna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wuyrnunHa-3, HyT/InHa-3a, HyTJIuHa-3b, cepaemerana,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
bapmaneBTHIECKH IPHEMIIEMbIX COJIEH.

[227] B HekOTOpBIX BapHaHTaX OCYLIECTBJIEHUs, HACTOsIIEe N300pETEeHHEe OTHOCUTCS K
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dapManeBTHYECKUM  KOMIIO3ULUSM, — copepkamuM — uHruoutop MDM2  wmm  ero
dapMaleBTHYECKH TNPUEMJIEMYIO COJb, U JIEYeHHUs MepBUYHOro Mmuenopudposa, rme
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosiel coenquHenus popmyinsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux apmanieBTH4E€CKH MPUEMIIEMBIX COJIEH.

[228] B omHOM BapuaHTe OCyIIECTBICHUs, MUENOPUOpPO3 BBHIOpAH M3 TEPBUYHOTO
muenopudposa (PMF), mumenopubpoza mnocne uctuHHON nomuuutemun (moct-PV MF) u
muenodudposa nocne scceHmanbHoN TpombouuTemun (nmoct-ET MF).

[229] ®apmaneBTHYECKHE KOMIIO3UIMKH OOBIMHO (POPMYJIUPYIOT TaK, YTOOBI OHHU
obecrnieunBamu TepaneBTHdeckn 3(QexkTuBHOE KoaMuecTBO WHruomropa MDM2 wmm ero
bapmaneBTiyeckn npuemsiemon conmu. I[lpu HeoOxonumMocTH, GapMareBTHIECKHE KOMITO3HIIUU
comep:kar ero (apMaleBTHUECKH MPUEMIIEMYIO COJb M/MJIH KOOPIWHALMOHHBIA KOMIUIEKC, U
omHO wiu Oosee (papMaLEeBTUUECKH NPHEMIIEMBIX BCIIOMOTATENIbHBIX BEIIECTB, HOCHTEJIEH,
BKJIFOYAsi UHEPTHBIE TBEPAbIE pa30aBUTEIN U HAMIOJHUTEIH, Pa30aBUTENH, BKJIOYAsi CTEPIIIbHBINA
BOJHBII pacTBOp U pa3jIMYHblE OpPraHUYECKHE PacTBOPUTENH, YCHUJIMTENU MPOHULAEMOCTH,
COMIOOUNM3aTOPbl U aABIOBAaHTHL. [IpM jkenaHuW, APYrue HHIPEOUEHTHI B IOMOJHEHHE K
uHruouropy MDM2 wnu ero QapmManeBTHYECKH MPHEMJIEMON COJM MOMKHO CMEIIMBATH B
npenapare, Wi 002 KOMIIOHEHTa MOKHO (POPMYJIMPOBAaTh B BHJE OTAEJBHBIX MPEMapaToB AJIs
NPUMEHEHUs] B KOMOMHALNY TI0 OTAEIBHOCTH WM B OJHO U TO YK€ BPEMSL.

[230] B n30paHHbIX BapuaHTax OCYLIECTBIEHHS, KOHIIEHTpauus HHruouropa MDM?2 nnu
ero (¢apManeBTHYECKH IpUEeMJIEMOM coiu, obOecrieunBaemas B  (papMaleBTUIECKHX
KOMIIO3UIIMSIX HACTOSLIEro M300peTeHHsl, COCTaBsieT MeHblne udem, Hampumep, 100%, 90%,
80%, 70%, 60%, 50%, 40%, 30%, 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%, 12%, 11%,
10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0,5%, 0,4%, 0,3%, 0,2%, 0,1%, 0,09%, 0,08%,
0,07%, 0,06%, 0,05%, 0,04%, 0,03%, 0,02%, 0,01%, 0,009%, 0,008%, 0,007%, 0,006%,
0,005%, 0,004%, 0,003%, 0,002%, 0,001%, 0,0009%, 0,0008%, 0,0007%, 0,0006%, 0,0005%,
0,0004%, 0,0003%, 0,0002% unu 0,0001% Bec/Bec, Bec/00 mau 06/006.

[231] B u3bpaHHbIX BapuaHTaX OCYLIECTBIEHHS, KOHIIEHTpauus: HHruouropa MDM?2 unu
ero (¢apMaleBTHYECKH MPHUEMJIEMOH coiu, obecrieunBaemMasi B  (papMarieBTHYECKHX
KOMIIO3UIIUSIX HACTOSIIIEro N300peTeHusI, SIBJsIeTCsl He3aBUCUMO OoJibineid ueM 90%, 80%, 70%,
60%, 50%, 40%, 30%, 20%, 19,75%, 19,50%, 19,25% 19%, 18,75%, 18,50%, 18,25% 18%,
17,75%, 17,50%, 17,25% 17%, 16,75%, 16,50%, 16,25% 16%, 15,75%, 15,50%, 15,25% 15%,
14,75%, 14,50%, 14,25% 14%, 13,75%, 13,50%, 13,25% 13%, 12,75%, 12,50%, 12,25% 12%,
11,75%, 11,50%, 11,25% 11%, 10,75%, 10,50%, 10,25% 10%, 9,75%, 9,50%, 9,25% 9%,
8,75%, 8,50%, 8,25% 8%, 7,75%, 7,50%, 7,25% 7%, 6,75%, 6,50%, 6,25% 6%, 5,75%, 5,50%,
5,25% 5%, 4,75%, 4,50%, 4,25%, 4%, 3,75%, 3,50%, 3,25%, 3%, 2,75%, 2,50%, 2,25%, 2%,
1,75%, 1,50%, 125%, 1%, 0,5%, 0,4%, 0,3%, 0,2%, 0,1%, 0,09%, 0,08%, 0,07%, 0,06%, 0,05%,
0,04%, 0,03%, 0,02%, 0,01%, 0,009%, 0,008%, 0,007%, 0,006%, 0,005%, 0,004%, 0,003%,
0,002%, 0,001%, 0,0009%, 0,0008%, 0,0007%, 0,0006%, 0,0005%, 0,0004%, 0,0003%,
0,0002% wmu 0,0001% Bec/Bec, Bec/00 umu 06/00.
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[232] B u3bpaHHBIX BapuaHTax OCYLIECTBIEHHs, KOHIIEHTpauus HHruouropa MDM?2 nnu
ero (apMaLeBTHYECKH TMPHEMJIEMYIO COJIb HE3aBHCUMO HAXOIUTCS B JHAma3oHE OT
npubmusurensHo  0,0001% no mpubmusurensHo 50%, ot mpubmusurensHo 0,001% mo
npubmusurensHo  40%, ot  npubmmsurensHo  0,01% o  mpubmmsurensHo  30%, oOT
npudmsurensHo  0,02% po  mpubmusurensHo  29%, ot npubnusurensHo 0,03%  no
npudmmsurensHo  28%, ot nmpubmmsurensHo  0,04% no npubmmsurensHo  27%,  OT
npubmusutensio  0,05% no mpubmmsurensHo 26%, ot npubmmsurensHo  0,06% nmo
npubmusutenbHo  25%, ot  npubmmsurenbHo 0,07% o  mpubnusutensHo  24%, OT
npubmmsutensio  0,08% no mpubmmsurensHo 23%, ot npubmmsurensro 0,09% nmo
npubsmsurensHo  22%, or npudmmurenasro  0,1% nmo  npubmmsurensHo  21%, oT
npubmmsutensio  0,2% nmo  mpubnusurensHo  20%, ot npubmmsurensho  0,3%  mo
npubsmmsutensio  19%, or npubmmsurensro  0,4% nmo npubmusurensHo  18%, oT
npubsmmsurensio  0,5% nmo  mpubmusurensHo  17%, or  npubmmsurensHo  0,6%  mo
npubmmsutensHo  16%, or npudmmsurensro  0,7% nmo mpubmmsurensHo  15%, oT
npubmmsutensio  0,8% nmo mpubmusurensHo  14%, or npubmmsurensHo  0,9%  mo
npubmmsuTensHo 12% wnu ot npudmmsurensHo 1% no npubnusurensHo 10% Bec/Bec, Bec/00
i 00/00.

[233] B u3bpaHHBIX BapuaHTax OCYLIECTBIEHHS, KOHIIEHTpauust HHruonropa MDM?2 nnu
ero (apMaLeBTHUECKH TMPHEMJIEMYIO COJIb HE3aBHCUMO HAXOIUTCS B JHANa30HE OT
npubmmsutensHo  0,001% no mnpubnusurensHo 10%, ot npubnusurensHo 0,01% mo
npubmsuTenbHo 5%, ot npubmusurensHo  0,02% nmo  mpubnusurensHo  4,5%, oT
npubmusurensHo  0,03% no mpubmusurensHo 4%, ot  mpubmusurensHo  0,04%  nmo
npubnusutenbHo  3,5%, ot npubmusurensho 0,05% mo  npubnusutensHo 3%, OT
npubmusutensio  0,06% no mpubmusurensho 2,5%, ot mpubnusurensho 0,07% mo
npudmmsurensHo 2%, ot  npuOmusurensHo  0,08% nmo  mpubmmsurenmsHo  1,5%, ot
npubmusutensio  0,09% npo  mpubmusurensho 1%, ot  mpubmmsurensho  0,1%  nmo
npubmsuTensHo 0,9% Bec/Bec, Bec/00 mnu 06/00.

[234] B u30paHHBIX BapuaHTaX OCYLIECTBJEHHs, KOJMYECTBO MHrHOMTOpa MDM2 min
ero (apMaleBTHYECKU MPUEMIIEMON COJIM HE3aBUCHUMO PABHO WU SIBJIIETCS MEHBIINM 4YeM 10 T,
95r,90r,85r,80r,75r,70r,6,5r,60r,55r,50r,45r,40r,3,51,30r,25r1,2,0r,
1,5r,10r,095r,09r,0,851,0,8r,0,751,0,71,0,65T1,0,61,0,551,0,51,0,45T, 0,41, 0,35
r,03r 025r,02r,0,15r,0,1r,0,09T,0,08T,0,07T, 0,06T,0,05T, 0,04 T1,0,03T,002T,
0,01 r, 0,009 r, 0,008 r, 0,007 r, 0,006 r, 0,005 r, 0,004 r, 0,003 r, 0,002 r, 0,001 r, 0,0009 r,
0,0008 r, 0,0007 r, 0,0006 t, 0,0005 r, 0,0004 1, 0,0003 r, 0,0002 r ©au 0,0001 .

[235] B u30paHHBIX BapuaHTaX OCYIIECTBIEHHs, KOJHMYECTBO MHruOMTOopa MDM2 nin
ero apMaleBTHYECKU MTPUEMIIEMON COJH SIBJISIETCsl He3aBrcuMo Oonbimum 9em 0,0001 1, 0,0002
r, 0,0003 1, 0,0004 1, 0,0005 1, 0,0006 T, 0,0007 T, 0,0008 I, 0,0009 T, 0,001 I, 0,0015 I, 0,002 T,
0,0025 r, 0,003 r, 0,0035 r, 0,004 r, 0,0045 r, 0,005 r, 0,0055 1, 0,006 T, 0,0065 I, 0,007 T,
0,0075 r, 0,008 r, 0,0085 r, 0,009 r, 0,0095 r, 0,01 r, 0,015 1, 0,02 1, 0,025 1, 0,03 I, 0,035 T,
0,04, 0,045, 0,051, 0,055 T, 0,06 T, 0,065 T, 0,07 T, 0,075T, 0,08 I, 0,085 T, 0,09 T, 0,095 T,
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0,1r,0,15r,0,2r,0,251,0,31,0,351,0,41,0,451,0,51,0,551,0,61,0,65T1,0,71,0,75T, 0,8
r,085r,09r, 095, 1r,15r,2r,25,3r,3,5,4r,45r,5,55r,6r,65r,7r,75T1,8T,
8,5r,9r,95runmu 10 .

[236] Wurudutrop MDM2 unu ero QapmaneBTUYECKH IpUeMIeMasl COJIb SBIISIOTCS
3¢ ¢exKTUBHBIMU B LIMPOKOM auanaszoHe n03. Hampumep, mpu sedeHMM B3pOCIbIX JOAEH,
NO3MPOBKA, HE3aBUCUMO Haxozswascs B quanazone 0,01-1000 mr, 0,5-100 mr, 1-50 mr B neHsb, u
5-40 Mr B meHp mHpeACTaBisieT COOOW MpPUMEPBI AO3UPOBKH, KOTOPYEO MOXKHO HPUMEHSTb.
Tounas no3upoBKa OyAeT 3aBUCETh OT MyTH BBEACHUs, POPMBI, B KOTOPOIl COEAMHEHUE BBOJIST,
rojia ¥ BO3pacTa MalUeHTa, MOAJEKallero JIeYeHHI0, Beca Teja NallMeHTa, MOJJIeKAIIero
JIEUEHUIO, U MPEANIOYTEHU 1 OMbITA JIEUallero Bpaya.

[237] Hwke omnucaHbl HEOTPAHWYMBAIOIIME TMPUMEPHbIE  (papMalleBTHYECKUE
KOMITO3ULIH U CIIOCOOBI UX TOJTYUEHHUSI.

®dapmaleBTHUYECKHE KOMITO3ULIUU I IEPOPAILHOTO BBEACHUS

[238] B n30paHHBIX BapuUaHTAaxX OCYLIECTBIIEHHS, HACTOSIIEE N300PETEHNE OTHOCUTCS K
(apManeBTHYECKOH KOMITO3UIMU JUJIsI TEPOPANbHOTO BBEACHUS, COAEpIKalleil WHruOuTOp
MDM2 unu ero ¢papManeBTHUECKH MPUEMIIEMYIO COJTb, U (PapMaLIeBTHUECKOE BCIIOMOTATENbHOE
BELIECTBO, IPUTOJIHOE ISl IEPOPAIbHOTO BBEACHMUSI.

[239] B n30paHHBIX BapuUaHTax OCYLIECTBIJIEHHS, HACTOsSIIEE N300PETEeHNEe OTHOCUTCS K
yKa3aHHBIM (papMalleBTUYECKUM KOMIIO3ULIMSM Ul IEPOPATbHOTO BBEACHHS, comepikamym: (1)
s¢pexTuBHOE KONM4YecTBO HHrHONTOpa MDM2 nim ero papmaneBTuiecku mpueMIeMOn COH, B
koMOuHaimu u (i1) (apmMaueBTUUYECKOE BCIOMOraTeNIbHOE BELIECTBO, NPUTOAHOE IS
NepopaNbHOrO  BBeAeHMA. B u30paHHBIX  BapMaHTax  OCYLIECTBJICHUs, KOMIIO3MLIUSA
JOTIOJTHUTENIBHO comepkuT (1i1) 3(¢eKkTHBHOE KOJUYECTBO, IO MEHbLIEH Mepe, OIHOro
JOTOJTHUTEIBPHOTO AKTUBHOTO UHTPEAUEHTA.

[240] B u3bpaHHBIX BapHaHTaX OCYIIECTBIECHUS, (hapMarieBTHUECKast KOMITO3ULIHMS MOXKET
NPEACTaBIsATh COOOH  KHUAKYI0  (apMaLEeBTHUECKYI0 KOMIIO3ULHIO, TPUTOAHYIO  JJIst
nepopaibHOro mnorpednenus. PapManeBTUYECKHE KOMITO3UIIMUA HACTOSIIEr0 H300peTeHus,
NPUTOAHBbIE JUISI MEPOPATBbHOTO BBEACHUS, MOTYT OBITh NPENCTABJICHbl B BHAE TUCKPETHBIX
JIEKapCTBEHHBbIX (OPM, TAKUX KaK KArCyJbl, camd Wik TaOJeTKH, WIN >KUAKOCTeH WiIn
a3pO30JIbHBIX CIIPEEB, MPUUEM KaXXAbIH COAEPKUT MPEABAPUTEIBbHO ONpEAeNeHHOE KOJINYECTBO
aKTUBHOIO WHIPEJUEHTa B BHJAE MOPOLIKAa WIH TpaHyJ, B BHJIE pacTBOpa WJIHU CYCHEH3UU B
BOJIHON MM HEBOAHOHN >KUAKOCTH, 3MYJIbCHH MAacio-B-BOAE WJIM JKUAKONH 3MyJIbCUU BOJA-B-
macne. JlaHHble JeKapCTBEHHblE (HOPMbI MOXKHO TIOJIYYUTH JIFOOBIM W3 CIOCOOOB, HO BCE
CHOCOOBI BKITFOYAKOT CTAIUI0 OOBEIMHEHNSI aKTUBHOTO HHIPEIUEHTA (OB) C HOCUTENIEM, KOTOPBIH
npeAcTaBsieT COOOH OAMH WJIM HECKOJIbKO HEeOOXOAMMBIX HHrpeaueHToB. Kak mpaswuio,
KOMIIO3UIIMHM MOJyYarOT PAaBHOMEPHBIM U TIIATEIbHBIM CMELIEHHEM aKTHBHOI'O HHIPEIUEeHTa
(OB) C )KMAKUMHU HOCUTEISIMH FUTH TOHKO M3MENIbYeHHBIMU TBEPABIMU HOCUTENISIMU HIIH O0OMMH,
U 3aTeM, eCclM HeOoOXOAMMO, MpHIaHHeM NPONyKTy (opMbl skelaemMoro Buma. Hampumep,
TabJETKy MOKHO TOJYYHTh NPECCOBAHUEM WM (POPMOBaHUEM, HEOOS3aTENbHO C OJHUM WU

HECKOJIbKMMHU BCIIOMOIaTCJIbHBIMHA UHTPCAUCHTaAMMU. HpeCCOBaHHbIe TaOJETKH MOKHO MOJIY4UTDb
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IPECCOBAHMEM B MOIXOAALIEM YCTPOWCTBE aKTHBHOI'O MHTPENUEHTA B ChiMyded (opme, Takoi
KaK MOPOIIOK HJIM TPaHyJIbl, HEOOSA3aTENbHO CMELIAHHOTO C HAIIOJNHUTENEM, TAaKUM KakK, HO He
OrpaHUYMBAsCh, CBS3YIOIEE, CMa3bIBAIOIIMN areHT, WHEPTHbI pas30aBuTEns  W/HIK
MIOBEPXHOCTHO-AaKTUBHBI HIJIM JAUCHEPrHPYOUINi areHT. PopMOBaHHbIE TaONETKH MOXHO
NOJy4UTh (OPMOBAHHEM B TMOAXOMALIEH MAaIlMHE CMECH IOPOLIKOOOPA3HOTO COENUHEHUS,
CMOUYEHHOTO MHEPTHBIM KUAKHM paz0aBHUTENEM.

[241] Hacrosiiee u3o0peTeHne JIOTOJTHUTEIBHO BKJTIOYAET 0e3BO/IHbIE
(dapManeBTHYECKHE KOMIIO3ULMM U JICKAPCTBEHHbIE (DOPMBI, TOCKOJBbKY BOJA MOMKET
CHOCOOCTBOBATh PA3JIOKEHUIO HEKOTOPBIX CoeduHeHuil. Hampumep, Bomy MOKHO H0OOaBISTH
(Hampumep, 5%) B dapmaleBTHUECKOH O0NACTH TEXHHUKH KaK CPEACTBO MOJIETHPOBAHHMS
JUTUTEJIbHOTO XPAHEHHs JJIsl ONpENeNIeHUs TaKUX XapPaKTePUCTHUK, KaK CPOK TOJHOCTH WIIH
CTa0MIIBHOCTb COCTABOB C TeueHHEeM BpeMeHH. be3BomHblie (hapManeBTHUECKHE KOMIO3ULIUN U
JIeKapCTBeHHbIE ()OPMbI HACTOSIIETO0 HM300PETeHHST MOXHO TOJYYHTb, MPUMEHsT O€3BOIHBIC
UHTPEIUEHTbl WM MHTPEIUEHTHl C HU3KUM COIEPXKAHMEM BJIATH M YCJIOBHUS C HHU3KUM
BJIArOCONEP’)KAaHMEM WM HU3KOH  BIAXHOCTBIO. DapMaieBTHUECKHE KOMITO3UIMU U
JIeKapCTBeHHbIE (POPMBI HACTOSINErO HM300pETeHHs, KOTOpbIE COAEpPkKaT JIAKTO3y, MOYKHO
NOJIYYUTh O€3BOIHBIMHU, €CJIN OXKUAAETCS CYIIECTBEHHbIH KOHTAKT C BJIATOW H/WJIH BIa’KHOCTBIO
BO BpeMsl TPOM3BOJACTBA, VYIAKOBKM W/WIM XpaHEHWs. be3BomHyro (apManeBTHUECKYIO
KOMITO3UIIMI0 MOKHO TIOJIYYUTh U XPAHHUTh TaK, YTOOBI COXPAHSIINCH €€ Oe3BOIHBIE CBOWCTBA.
CooTBeTcTBEHHO, O€3BOAHBIE KOMIIO3MIIMH MOXKHO YIIaKOBBIBATh, TNPHMEHss MaTepHalbl,
KOTOpBIE, KaK W3BECTHO, NMPEAOTBPALIAIOT BO3JEHCTBHE BOABI, TAK UYTO MX MOXKHO BKJIIOYATh B
noaxoznsAue Habopsl s popmynauposanus. [Ipumeprr noaxoasieil ynakoBKU BKIFOYAIOT, HO
HE OrPaHUYMBAIOTCS, FEPMETHYHO 3aIlleUaTaHHYIO (PONbry, MIacTUK U NMOAOOHBIE, KOHTEHHEPHI
IJIs1 CTAHJAPTHBIX 103, OJMCTEpHBIE YIIAKOBKU M CTPHII-YIIAKOBKH.

[242] Hurmburop MDM?2 wnu ero QapmMaueBTHYECKH NPHEMIIEMYIO COJIb MOXHO
OOBEUHSTH B OTHOPOJHYIO CMECh C (papMalleBTHYECKHUM HOCHUTENIEM COTJIACHO OOIIENPUHSITHIM
crocobaM mosydeHus: (papMaleBTHYECKHX COCTaBOB. Hocurenb MOXXET NPUHUMATH CaMble
pasHble (GOpMBI B 3aBHCHMOCTH OT (popmbl mpemapata, TpeOyemoro nansi BBeneHus. I[lpu
NOJIYYeHUH KOMIIO3ULIMI JJIsi MEepOpajbHON JIeKapCTBEHHOH (POpMBI B KadecTBE HOCUTENEH
MOJKHO MPUMEHSTH JIOOYI0 U3 OOBIYHBIX (hapMaleBTHUECKUX CPEll, TAKUX KaK, HalpuMmep, BOJa,
TJIMKOJIM, Maciia, CIUPTHI, apOMAaTU3aTOPhl, KOHCEPBAHTHI, KPACHUTENN U MOAOOHBIE B Ciydae
NEePOPANbHBIX JKHUIKUX NPEnapaToB (TaKWX Kak CYCHEH3WH, PACTBOPBI M 3JIMKCHPBI) WIH
a’pOo30JIM; WM HOCUTENH, TaKUe KaKk KpaxMalibl, caxapa, MUKPOKPUCTAJUIMYECKasl LeJUII0JI03a,
pa3baBUTENN, TPAHYJIHUPYIOIINE areHThbl, CMA3bIBAIOIINE ArCHTHI, CBSA3VIOIINE U Pa3pbIXIIHTEINH,
MOKHO TIPUMEHSTh B CiIydae MEpOpaJbHBIX TBEPABIX IPENapaToB, B HEKOTOPBIX BapHUAHTax
OCyILIECTBIEHHUsT 0Oe3 MpUMEHEeHHs JakTo3bl. Hampumep, Moaxopsiiue HOCHUTENU BKIIOYAIOT
MOPOLIKY, Kamncysibl U TabJETKH C TBEPABIMHU IMEPOpPaNbHBIMU TpenapaTtamu. Ilpu skenanum Ha
TabJIETKN MO’KHO HAaHECTH MOKPBITHE CTAHIAPTHBIMU BOJHBIMHU FJIM HEBOIHBIMU CIIOCOOAMH.

[243] Csssyrouue areHTbl, NOAXONAIINE JUIsI NPUMEHEHUs B (papMaleBTUUECKUX

KOMITO3ULUSIX U JIEKAPCTBEHHBIX (DOpPMax, BKIIFOYAIOT, HO HE OTPAaHMYUBAIOTCS UMH, KYKYPY3HBIH
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KpaxMmay, KapToQeNbHbIH Kpaxmal WId Jpyrue Kpaxmajbl, >KEJaTWH, MPUPOAHbIE U
CHHTETHYECKHE KaMelM, Takue Kak Tr'yMMHapaOHK, ajbIMHAT HATPUs, aJbIMHOBAsl KHUCIIOTA,
Apyrue ajblHUHATBL, IOPOIIKOOOpPA3HbIM TparakaHT, IyapoBas KaMmelb, LEJUIFOJIO3y U ee
NPOM3BOMHBIE (HAPUMED, STWILEJUIIOJIO3Y, aleTaT LeJUII0Io3bl, KapOOKCHMETHUIILEIUTION03Y
KaJbLusl, KapOOKCHMETWILEIUTION03y HATpHsl), MOJUBHHWIMUPPOINAOH, METHIILEIUIIONO3Y,
NPEIBAPUTEIBHO  JKEJNIATUHU3UPOBAHHBIM  Kpaxmaj,  TIHAPOKCUIPONHJIMETUILEIUIION03Y,
MUKPOKPUCTAJUINYECKYIO LEJUTIONI03Y U UX CMECH.

[244] TIpumepbl MOIXOISAIIMX HAMOJHUTEIEH AN TPUMEHEHHUs B (hapMalleBTHUECKUX
KOMITO3ULUSIX U JIEKAPCTBEHHBIX (JPOPMAX, OMHCAHHBIX B HACTOSILIEM H300PETEHHH, BKIFOYAIOT,
HO HE OrPAaHMYUBAIOTCS, TaJbK, KapOOHAT KajblWs (HAIpPUMeEp, TPaHYJIbl WA MOPOLIOK),
MHUKPOKPHCTAJUTMUECKYIO IIEJUTIOJIO3Y, MOPOLIKOOOPAa3HYK LEJUTIOJI03Y, AEKCTPAThl, KAOJHH,
MaHHUT, KPEMHHEBYIO KHCJIOTY, COPOMT, Kpaxmaj, MpPeIBapUTENIbHO >KEeJATHHU3UPOBAHHBINA
Kpaxmall U UX CMECH.

[245] Pa3pbIXJUTENN MOXKHO MPUMEHSATh B KOMIO3HUIUSIX HACTOSIIErO H300peTeHUs 1Jist
NOJIy4eHHUs] TaOJIETOK, KOTOpBIE paclafaroTcs NPU BO3AEHCTBMM BOAHOHN cpenbl. CiuImkom
OONbILIOE KOJNWYECTBO PA3PBIXJIUTENS] MOXET IMPHUBECTH K MOJYYEHHIO TaOJIETOK, KOTOPbIE
pacnamarorcsi B OyTbuike. CIUIIKOM Majioe KOJMYECTBO MOXKET ObITh HEOCTATOYHBIM /ISl TOTO,
9yTOOBI MPOW3OMIET pachaj, YTO H3MEHSET CKOPOCTb M CTENEeHb BBICBOOOKIEHHSI aKTUBHBIX
UHTPEIUEHTOB W3 JiekapcTBeHHOH ¢Qopmbl. Takum o00pa3oM, [IOCTATOYHOE KOJHYECTBO
Pa3PBIXJIUTENS, KOTOPOE HE SIBISIETCS HU CJIUIIKOM MAaJIeHbKHM, HH CIIMIIKOM OOJIBLIMM, YTOOBI
naryOHO WM3MEHHUTh BBICBOOOJKAEHHE AKTUBHOIO MHIPEAMEHTa (OB), MOKHO TNPHUMEHATH IS
NOJIy4€HHUS] JIEKAPCTBEHHBIX (POPM COENUHEHWH, OIMCAHHBIX B HACTOSIIEM H300pETEHHH.
KonnuecTBO NMPUMEHSEMOIrO paspbIXJIUTEIsT MOXKET BapbUpOBATbCS B 3aBUCHUMOCTH OT THIIA
coCTaBa M Croco0a BBEAEHUs] U MOXET ObITh JIEFKO PAaClO3HAHO CIEHAINCTAMU B JTAHHOM
obnactn TexHuku. Ot mpubmusurensHo 0,5 o npuOamM3uTenpHO 15 MaccOBBIX MPOLIEHTOB
Pa3pBIXJIMTENSE WM OT NpuONM3uTeNnbHO | 10 npUOIM3UTEIBHO 5 MAaCCOBBIX TMPOLIEHTOB
Pa3PBIXJIUTENSE MOJKHO MPUMEHATD B (PApMALIEBTUYECKON KOMITO3UIIMU. Pa3phIXJIUTENH, KOTOpPBIE
MOJKHO MPUMEHATh UIS MOJTyYeHHs (HapMaleBTHYECKUX KOMITO3UIMH M JIEKAPCTBEHHBIX (HOpM
HACTOSIIEr0 H300pETEeHUs, BKIIOYAOT, HO HE OrPaHWYHMBAIOTCS, arap-arap, ajblHHOBYIO
KUCJIOTY, KapOOHAT KaJbLUSl, MHKPOKPUCTAUTMYECKYIO LEJUIFOJIO3Y, HATPUHKPOCKAPMEIUIO3y,
KPOCTIOBHIOH, TMOJAKPWIMH KaJus, HATPHUHIJIMKONAT Kpaxmaja, KapToQebHbIA N
TAMMOKOBBIM KpaxMaJj, APYrue KpaxMalbl, MpelBapUTENbHO >KEJaTHUHU3UPOBAHHBIN Kpaxmail,
ApyTrye Kpaxmalibl, INIMHBL APYTUe alblrUHbL, APYTHE LENII0I03bl, KAMEAN U UX CMECU

[246] CwmasbIBaroIue areHThl, KOTOPbIE MOXKHO MPHUMEHSTh Uit (POPMUPOBAHHUS
dapManeBTHYECKNX KOMIO3ULIMI M JIEKAPCTBEHHBIX (POPM  HACTOSAIIErO H300peTeHus,
BKJIFOUAIOT, HO HE OrPaHUYMBAIOTCS, CTeapaT KajbliMs, cTeapaT MarHus, MUHEPAJbHOE Maclo,
JIETKOE MUHEPAJIbHOE MAcllo, TIIMIEPUH, COPOWT, MAaHHUT, MOJUITUICHIIIUKONb, Ipyrue
TJIMKONIM, CTEAPHHOBYIO KHCIOTY, Jaypwicynb(aT HaTpus, TajbK, T'MAPOT€HHU3UPOBAHHOE
pacTuTeNpHOE Macio (HampuMep, apaxucoBOE MAcIo, XJIONKOBOE MAcio, IMOACOJIHEYHOE MaciIo,

KYH)KYTHOE MAacJjo, OJMBKOBOE MAacio, KyKypy3HO€ MAacjio U COEBO€ MAaclio), cTeapar LIMHKA,
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STHIIONEAT, 3TUJUIAypear, arap WM UX CcMecH. JlONOJHUTENbHbIE CMAa3bIBAIOLINE AreHTHI
BKJIFOYAOT, HATIPUMEDP, CHIIOMIHBIA CHIJIMKArellb, KOAryJIUPOBAHHBIM a3p030Jib CHHTETUYECKOTO
IMOKCHAA KPEMHUsS WU X cMecH. HeoOs3aTenbHO MOXKHO 100aBISTh CMa3bIBAIOIIUN areHT B
KOJINYECTBE MEHee ueM NMpHOIn3uTenbHo 1% no macce gpapMarieBTUIeCKoi KOMITO3ULIHH.

[247] Korma st mepopajibHOTO BBEAEHUS JKENaTeNbHbl BOJHBIE CYCIIEH3UH H/WIH
SJIUKCUPBL, OCHOBHOM AKTUBHBIH HMHIPEAMEHT B HHUX MOXKHO CMEIINBaThb C Pa3JIMYHbIMU
MOJCNACTUTEISIMUA WIJIM apOMATU3aTOPaMHU, KPacsALIUMH BELIECTBAMHU WJIN KPACUTENSIMU U, €CIIU
HEOOXOIUMO, SMYJBTUPYIOLIMMH H/HJIH CYCIEHAMPYIOLUIUMH areHTaMH, BMeCTe C TaKUMH
pa3baBUTENSIMH, KaK BOJA, 3TAHOJI, MPOMUIEHTIIUKOJIb, MIULEPHUH U UX PA3IUUHbIe KOMOUHAIMH.

[248] Tabnerku MOryT ObIThb 0O€3 MOKPBITHS HJIM MOKPBITBI M3BECTHBIMU CIIOCOOAMHU,
9TOOBI 3aMeUIUTh pacran U adCOpOLMIO B JKEJyIOYHO-KUIIEUHOM TPAKTe W, TAKUM O0pasom,
o0ecrneunTh YCTOHYHMBOE NEHCTBUE B TeUeHHE OoJiee JINTENbHOro nepruoaa. Hampumep, MOXHO
NPUMEHITh Marepuasl Ul 3aJepXKKH 10 BPEMEHH, TaKOW Kak TIHIEePUIMOHOCTEApaT WU
rmanepriaucreapat. CocTaBsl UIs EPOPATBHOTO NMPUMEHEHUsI TAK)KE MOXKHO IPENCTaBHTH B
BU/IC€ TBEPABIX JKEJIATUHOBBIX KAICyJ, B KOTOPBIX AKTHUBHBIH WHTPEIUEHT CMELINBAIOT C
MHEPTHBIM TBEPIBbIM pa3OaBUTENEM, HApUMeEp, KapOOHATOM Kajblus, GochaToM KaibLUs WIH
KAOJIMHOM, WJIM B BHIE MSTKHX JKEJIATMHOBBIX KAICyJl, B KOTOPBIX AKTHBHBIA HHIPEIHEHT
CMELINBAIOT C BOJOW WJIM MACISTHOH CpeNod, HampuMep, apaxiCOBBIM MAacCiOM, >KUIKUM
napapuHOM WIIH OJIMBKOBBIM MacCJIOM.

[249] I1oBEpXHOCTHO-aKTUBHbIE BEIECTBA, KOTOPbIE MOXKHO MPUMEHATH AJIs MOJNyUEHUs
dapManeBTHYECKNX KOMIO3ULUI M JIEKapCTBEHHBIX (OPM HACTOAIIErOo H300peTeHus,
BKJIFOYAIOT, HO HE OrPAaHWYHUBAIOTCSA, THIPOPUIbHbIE IOBEPXHOCTHO-AaKTUBHBIE BELIECTBA,
JTUNO(UIbHBIE TTOBEPXHOCTHO-aKTHUBHbBIE BEIECTBA U UX CMeCH. 10 €CTb, MOXKHO NPUMEHATH
CMeCh T'MAPO(MIBHBIX IMOBEPXHOCTHO-aKTHBHBIX BEINECTB, MOXKHO TIPHMEHSTh CMeECh
JTUNO(UIBHBIX MOBEPXHOCTHO-aKTHBHBIX BEIIECTB MM MOXHO MPUMEHSTh CMECh, 10 MEHbIIEH
Mepe, ONHOrO THAPOQPHIBHOTO MOBEPXHOCTHO-aKTUBHOTO BEINECTBA M, MO MEHbIIEH Mepe,
OJTHOTO JIMMTO(HUIBHOTO TOBEPXHOCTHO-AKTUBHOTO BEIIIECTBA.

[250] Ionxoxnsimee ruapodUIbHOE NOBEPXHOCTHO-AKTHBHOE BEIIECTBO MOXET OOBIYHO
umeTh 3HadeHne HLB, mo menbineit mepe, 10, B TO BpeMsi Kak MOIXOISIINE JIUMTO(PUIbHbIE
NIOBEPXHOCTHO-aKTUBHBIE BEIECTBA MOTYT OOBIMHO MeTh 3HaueHne HLB paBHOe min MeHbInee
10. DOwmnupuyeckuil mnapamerp, MPUMEHsIEMBbIH U1 XapaKTepPUCTUKH  OTHOCHUTEJIbHOMN
ruAPOPUIBHOCTH M TUAPOGOOHOCTH HEMOHHBIX aM(pU(PUIBHBIX COSAHHEHHH, MPEICTABISIOT
coboii ruapodumpHO-MNOGUIBHBIN OanaHc (3HaueHue «HLB»). IToBepXHOCTHO-aKTUBHBIE
BellecTBa ¢ Oonee Hu3kuMu 3HaueHwssMu HLB sBisrorcs Gomee nUMOQWIBHBIMEA - HITH
ruapodoOHBIMH M 00JamaroT Oonblnel pPacTBOPHUMOCTBIO B MaciaX, B TO BpeMs Kak
NIOBEPXHOCTHO-aKTHBHbBIE BelecTBa ¢ Oosee BbicOkuMH 3HaueHWsMu HLB sBistorcss Oonee
rUAPOPUIBHBIMUA U UMEIOT OONBILIYI0 PAaCTBOPUMOCTb B BOIAHBIX pacTBopax. I mapodumpHbIMU
NIOBEPXHOCTHO-aKTUBHBIMH BELIECTBAMU OOBIYHO CUUTAIOT T€ COENWHEHHsI, KOTOPbIE HMEIOT
3HaueHne HLB Oombme mnpubmmsutensHo 10, a Takke aHUOHHBIE, KATHOHHBIE WU

L[BUTTEPHOHHBIE COCIUHEHUs, A KOTOophIX 1ikana HLB o0bruHO HE mpuMeHnMa. AHaJOrHYHO,
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munodunbHbe (T.€. THAPOGOOHBIE) MOBEPXHOCTHO-AKTHBHBIE BEINECTBA IMPEICTABISIIOT COOOH
coenuHeHus, nMmeromue 3HaueHue HLB, paBHoe wiu menbliee npubnusurenbHo 10. OmgHako
3HaueHne HLB mNOBEpXHOCTHO-aKTHBHOTO BELIECTBA SBISETCA JIMINb MPHOIU3UTEIbHBIM
OPHUEHTHUPOM, OOBIMHO MNPHUMEHSEMBbIM  JJIsI  CO3JaHUS  PELEenTyp  IPOMBIIIJIEHHBIX,
dapMaleBTHIECKIX U KOCMETHYECKUX IMYJIbCUH.

[251] I'uopoduabHbIE TOBEPXHOCTHO-AKTHUBHBIE BELIECTBA MOTYT ObITh MOHHBIMH HIIH
HenoHHbIMU. Iloaxopsinue HOHHBIE NOBEPXHOCTHO-AKTHUBHBIE BELIECTBA BKJIKYAIOT, HO HE
OTPaHUYMBAIOTCS, COJNU AJKHJIAMMOHUS, COJMM (PYy3UZOBOI KHCIOTBI, MPOU3BOIHBIE >KUPHBIX
KUCJIOT WM AaMHHOKHCIOT, OJIMTONENTUABl U TMOJUIENTHAbL, TJIULEPUAHbIE IMPOU3BOAHbIE
AMUHOKHCJIOT, OJIMTONENTUAB] U MOJUIIENTHABL, JELIUTUHBI U THAPOT€HU3UPOBAHHbIE JIELIUTHUHBI,
JM30JICIUTHHBI M THIPOT€HU3UPOBAHHBIE JIU3OJEIUTHUHBL, (HOCHONUMUABI U UX TMPOU3BOIHBIE;
T30 OCOIUIUABI U UX TMPOU3BOIHBIC; COJIU CIOXKHBIX 3(QUPOB KAPHUTHHA U YKUPHBIX KUCIIOT;
CONM AJIKWJICYJb(ATOB, CONM JKUPHBIX KHCJOT, NOKY3aT HATPHs, AaLMIAKTUJIATBL, MOHO- U
IMaleTUINPOBaHHbBIE 3(DUPBI MOHO- U AWTIIMLEPUAOB U BUHHOHM KHCIIOTHI, CYKLIMHUIUPOBAHHBIE
MOHO- U JUTJIULEPHU/BL, CIOXKHbIE 3(PUPBl MOHO- M JUTIHLEPHIOB U JIUMOHHOM KHCJIOTBI, U HX
CMECH.

[252] B BbIIIEYNOMSHYTOH TIpyIleé HOHHbIE ITOBEPXHOCTHO-aKTUBHBIE BELIECTBA
BKJIFOYAIOT, HAMpPUMEp, JEIUTUHBL, JH30JeUUTHH, (Qochomunuasl, Ju3oochomumuael 1 ux
NPOM3BONIHBIE, COJM CIIOKHBIX 3(UPOB KAPHUTHHA U JKUPHBIX KHUCIOT; COJIU AJKWICYJIb(AaTOoB,
COJIM JKUPHBIX KHCJIOT, TOKY3aT HATPUs, alMJIAKTHIIAThl, MOHO- U JHALETHINPOBaHHbIE 3(UPbI
MOHO- W JUIVIMLEPUIOB U BUHHONW KUCJOTBI, CYKLUWHUJIUPOBAHHBIE MOHO- W AWUIVIMLEPUIBI,
CJIO’KHBIE 3(DHPBI MOHO- U TUTTIULEPUIOB U IMMOHHOH KHUCJIOTBL, U MX CMECH.

[253] HonHble TIOBEPXHOCTHO-aKTHBHbBIE BEIECTBA MOIYT TNPEACTABJISATH COOOi

VMOHU3HPOBAHHbIE (bopmbI JEeLUTHHA, JU30JIELUTHHA, docharnannxonuna,
dochaTununsTaHOIAMUHA, docharuaunranuepuHa, docharunHoi KHCJIOTBI,
bocharununcepuna, nu3odochaTHINIXONHUHA, au3odocharuauIdTaHOIAMUHA,

nu3odocharuaunrianinepona, au3ohochaTHIUHOBON KUCIOTHI, ju3odocharuamncepuna, [191 -
dbocharunumsranonamuna, IIBII-pochaTununsranonamunra, >QUPbI MOJOYHOM KHUCJOTHI C
JKUPHBIMU ~ KUCJIOTAMH, CT€apOWJI-2-JIaKTHJIAT, CTeaPOWJUIAKTHIIAT, CYKIUHUJIHMPOBAHHbBIE
MOHOTJIULIEPHUIBI, MOHO/TUALIETHIIMPOBAHHBIE CJIOXKHBIE d(PUPHI MOHO/TUTIIUIEPUIOB U BHHHOH
KUCJIOTBI, CJIOKHBIE 3(PUPBl MOHO/IWIIUIEPUAOB U JIMMOHHOW KHCJIOTBI, XOJIMJICAPKO3UH,
Kamnpoar, KalpuiaT, KampaT, JiaypaT, MUPUCTAT, MaJIbMUTAT, OJIeaT, PUIIMHOJEAT, JIMHOJEAT,
JUHOJICHAT, CTeapar, JaypuicyiabdaT, TepaneumicyibdpaT, IOKYy3aT, JaypOWIKaAPHUTHHBI,
MaJTbMUTOWIKAPHATHHBI, MUPUCTOMIKAPHUTHHBI U UX COJTH U CMECH.

[254] TunpoduibHbIE HEHOHHBIE TTOBEPXHOCTHO-aKTUBHBIE BEIIECTBA MOTYT BKJIFOYATH,
HO HE OrPaHUYUBAKOTCS, AQJKWITTIOKO3UABI, AJKUIMAIbTO3UABL,  AJKUJITHOTIFOKO3HUIBI,
JIay pUJIMAKPOTOJITIHLEPUIBI, TPOCThIe AJKWUIOBBIE S(UPbI TOJIHOKCHAIKUIIEHA, TaKHe Kak
MIPOCTBIE AJKUJIOBBIE 3(PUPHI MOJUITHICHIJIUKOJIS, TTOJHOKCHUAKIICHANIKIUI(PEHOBI, TaKue Kak
anKmwiheHoIbl TOJUATHIICHTJIUKOJS, CJIOXKHbIE S(UPbI  TMONHOKCHATKUICHATKUI(pEHOa |

JKUPHBIX KHUCJIOT, TAKUE KakK MOHOB(bI/Ipr MOJIUBTUIICHITIUKOJIAL U KUPHBIX KUCJIOT U CJIOKHBIC
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s Gups MOJIN3 TUIIEHTJIUKOJISI u JKUPHBIX KUCJIOT, CJIOXKHbIE 3¢ upsl
NOJIM3 TUJICHTJIMKOJIBTTIMIIEPHHA U JKUPHBIX KUCIIOT; CJIOXKHBIE 3(UPBI MONUTIHLEPHHA U JKUPHBIX
KUCJIOT;, CJIOKHBIE 3(UPBI MOJUOKCHAIKUIEHCOPOUTAHA M SKUPHBIX KHCIIOT, TAKUE KaK CIIOKHBIE
5¢uUpbl  MONUATHIEHIIMKOIBCOPOUTAHA U JKUPHBIX KUCJOT, TUAPOQUIBHBIE TPOAYKTHI
nepesTepuUKaLUU TOJNHOJIA, MO MEHbLIEH Mepe, OIHHUM YJIEHOM TIPYIIIBL, COCTOSINEH WH3
IIIMLEPUI0B, PACTUTENBHBIX Macels, TUAPOreHU3MPOBAHHBIX PACTUTENBHBIX Macel, >KUPHBIX
KACJIOT U CTEPOJIOB;, MOJHUOKCUATHIEHOBBIE CTEPOJIbI, HMX MPOU3BOAHBIE U AHAJOIH,
NOJMOKCUITHJIMPOBAHHbIE BHUTAMHHBI W WX  [POU3BOJAHBbIC; OJIOYHBIE  COMOJUMEpPbI
NOJMOKCUATHIICHA M TOJUOKCHIIPOIIJIEHA, W  HMX  CMeCH,  CJOXHbIE  3(PUPbI
NOJMSTUICHTJIUKOIBCOPOUTaHA M JKUPHBIX ~ KHUCJIOT W THUAPOQWIbHbIE  TPOAYKTHI
nepesTepuUKaAIMN MOJIMOJIA, N0 MEHbIIEH Mepe, OIHUM UJIEHOM TIPYIIIbL, COCTOSINEH H3
TPUTIIULEPUIIOB, PACTUTENBHBIX Macel U T'HAPOreHU3UPOBAHHBIX pacTUTENbHBIX Macel. [lonnon
MOJKET TIPENCTABIATh COOOW TJHMLEPHH, OTHICHIJIMKONb, IOJU3THICHIJIUKONb, COPOMT,
MPOMUJICHIJIMKOJIb, TIEHTA3PUTPUT UJIU Caxapul.

[255] Apyrue runpoduibHble HEHOHHBIE TOBEPXHOCTHO-AKTHBHBIE BEIIECTBA BKIIFOYAOT,
6e3 orpannuenus, jaypat [121'-10, maypat [121'-12, naypar I131'-20, naypar I131-32, nunaypat
II9I'-32, onear IIDI-12, omear IIDI-15, omear IIDI'-20, muonear I13I-20, onear I12I-32,
oneat IIOI'-200, omear IID2I-400, creapar IIDI-15, mucrteapar IIOI-32, crteapar IIDI'-40,
creapar [I2I'-100, munaypar IIOI'-20, rmuuepuntpuonear II2I-25, npmonmear IIOI-32,
rmaueputaypar  1I191-20,  rouuepwinaypat  II0I-30,  rmmunepuncreapar  1191-20,
riuuepunonear 119I-20, rmuuepunonear 1191-30, rounepunnaypar 119I'-30, rmuuepunnaypat
[121'-40, I12I'-40 manemosiapoBoe macio, [I19I'-50 rugporeHn3upoBaHHOE KacTOPOBOE MAcCJIO,
II2I'-40 xacropoBoe macino, I191'-35 kactoposoe macio, II9I'-60 kacropoBoe macino, I191'-40
T'MAPOTreHU3UPOBaHHOE KacTopoBoe Macio, II3I-60 runporeHn3upoBaHHOE KacTOPOBOE MAcIo,
I13I'-60 kykypy3Hoe macino, [I9I'-6 kanpat/kanpunarrmunepunsl, [I19I-8 kampara/kanpunara
raiepuabl, naypart nojuriuuepmi-10, TI91-30 xonecrepun, I19I-25 duroctepun, I19I-30
coeBblii crepos, Tpuosear I[IOI-20, copOurtanomear IIOI-40, copOurannaypar I1OI-80,
nogyrcopbat 20, momucopdar 80, [T103-9 naypunossiii 3¢up, [103-23 naypunossiii s¢pup, [103-
10  oneunoBerii  3pup, I103-20 onewnoseii 3¢up, I10D-20 creapunoBsii  3dup,
tokodepuncyknunar [13I-100, TI3I-24 xonecrepun, nonurmuuepuwi-10 onear, Tween 40,
Tween 60, MOHOCTEapaT caxapo3bl, MOHOJAYpaT Caxapo3bl, MOHONAJIbMUTAT Caxapo3bl, CEpUs
I13I" 10-100 Honundenona, cepust I3 15-100 okrundenona u nmojokcamMmepsl.

[256] Ilomxomsimue nUNOQUIBHBIE TOBEPXHOCTHO-AaKTHBHBIE BEINECTBA BKIIFOYAIOT,
TOJIbKO B Ka4eCTBE MPHUMEpPA: JKUPHbIE CIUPTHI, 3QHUPBI MIHLEPHUHA U KUPHBIX KHCIOT; 3(HUPHI
AlleTUIIMPOBAHHOTO TIIMLEPUHA U KUPHBIX KUCJOT; 3(QUPBI HU3LINX CIUPTOB M KUPHBIX KHUCIIOT,
3¢pUpBl TPONMICHIJIUKONSA U SKUPHBIX KHCJIOT, 3(QHUpbl cOpOUTAHA M KUPHBIX KHCIOT, 3PHUPHI
NOJIMS TUIICHTJINKOIBCOPOUTaHA M JKHUPHBIX KHCJIOT, CTEPOJIbI M MPOHM3BOIHBIE CTEPOIIA,
NOJMOKCHUATHIIMPOBAHHBIE  CTEPOJIbI U TMPOW3BOIHBIE  CTEPOJIOB,  AJKWIOBBIE  3(UPHI
HOJIMATUJICHTJIUKOIIS, CIIOKHBIE 3(QUpPbI caxapoB, 3(QHpbI caxapos;, NPOU3BOAHBIE MOHO- U

OUTTTULEPUIOB U MOJIOYHOU KHCJIOTBI, MPOAYKTHI ruaApodoOHON nepesTepuduKkauy moimona,
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[0 MEHbIIEH Mepe, OHUM YJIEHOM TPYIIIbI, COCTOALIEH M3 TITULEPUIOB, PACTUTENBHBIX Macel,
TMAPOT€HU3UPOBAHHBIX PACTUTENBHBIX Macell, ’KUPHBIX KUCJIOT U CTEPOJIOB; )KUPOPACTBOPUMBIE
BUTAMUHBI/TIPOU3BOAHbIE BUTAMUHOB, M HMX CMecH. B naHHON rpymnme mnpeanodTuTeNbHbIe
JTUNO(UIbHBIE NMOBEPXHOCTHO-AKTHBHBIE BELIECTBA BKIIOUAIOT 3(UPHI TIHMLEPHHA M SKUPHBIX
KUCJIOT, 3(UpBI MPONUIIEHIIUKONS U JKUPHBIX KHCJIOT M MX CMECH, WIH HPENCTABISIIOT COOOM
ruapodoOHbIE MPOAYKTHI MepedTepuUKALNK NOJIHONA, MO MEHbLIeH Mepe, OJHUM YICHOM
IPYIIIBI, COCTOSALIEH M3 PACTUTENBHBIX Maces, T'MAPOreHU3NPOBAHHBIX PACTUTENBHBIX Macesl U
TPUTIHLIEPHUIOB.

[257] B omHOM BapuaHTe OCYLIECTBJICHHUS, KOMIIO3UIUS MOXKET COIEPIKaTh
comoOuIM3aTop it odecreueH s XOpoeil CoMOOMIN3aLNu /U PACTBOPEHUST COSTUHEHUS
HACTOSIIEr0 M300peTeHrst H JUIi MHHUMH3AIMH OCAKACHUS COCOMHEHHUS] HACTOSIIETO
u3o0peTeHusi. ITO MOXkeT ObITh OCOOEHHO BaXKHO JJIsi KOMIIO3UIIMH He IJIsi MEepOpaIbHOTO
NPUMEHEHHUS, TAKIX KaK KOMITO3ULUH [T HHbeKIUHA. COMFOOMIN3aTOpP TaKXKe MOKHO JOOABIISATh
IUIl YBEJIMYEHUSI PACTBOPUMOCTH THIAPOQPHIBHOIO JIEKAPCTBEHHOTO CPEACTBA W/HIU APYTHX
KOMIIOHEHTOB, TaKWX KaK MOBEPXHOCTHO-aKTUBHBbIE BEIIECTBA, WM [JIsI TOIAEPIKAHUS
KOMITO3ULIMH B BUZE CTAOMIBHOTO MM TOMOT€HHOTO PACTBOPA MJIN TUCTIEPCHHL.

[258] IIpumepsl MOOXOSIINX COMOOMIM3ATOPOB BKJIFOYAIOT, HO HE OTPAHUYMBAIOTCS,
CJIEAVIOIINE. CHHUPTHI U IOJHOJBI, TaKHE KaK 3TAHOJ, W30MPOIMAHOJ, OyTaHOJ, OCH3HMJIOBBIN
CIHPT, OTUJIEHIVIUKONb, TPOMUICHIJIUKONb, OyTaHAMOJBI W €ro HW30MEphl, IIIMLEPHUH,
NEHTAPUTPUT, COPOUTON, MAHHUT, TPAHCKYTOJ, IUMETHUIM30COPOUA, MONUITUIICHIJIUKOIIb,
HOJIUIPOTMJICHTJIUKOJb, TTOJIMBUHIJIOBBI CIUPT, THUAPOKCUIIPONMIMETLEIUIIONY | ApPYyTue
NPOM3BOMHBIE LEJTIOJIO3b], IUKJIOAEKCTPUHBI M IPOU3BOJAHBIE LUKJIOAEKCTPUHA, IPOCThIE
5 UPBI NOIUITUICHTIMKONIEH, UMEIOLINEe CPEIHIOI MOJIEKYJSIPHYIO MAcCy OT MPHOIU3UTENIBHO
200 mo mpubmmsurenbHo 6000, Takue kak 3¢up Terparunpodypdypuiosoro crupra u [190
(rmuxodypon) nm merokcu 1917, aMmunbl u fpyrue a30Tcoaep Kale COeAMHEHNs], TAKHUe KaK 2-
MUAPPOJUJIOH, 2-nUNepUaoH, E-kanponakram, N-ankunnupponuaoH, N-
THAPOKCHAKWIITUPPOIUIOH, N-aJKHIMUIePUIOH, N-aJIKUIKANpOJIakTaM, TUMETHIaleTaMu U
NOJIMBUHUJITTUPPOJIUAOH, CJIOXKHBIE 3(QUpPBI, TaKWe KaK STHINPOMHOHAT, TPUOYTHILHTPAT,
AleTUITPUSTHIILUTPAT, ALETHATPUOYTHIILUTPAT, TPHUITHIILUTPAT, STHIIONEAT, STHIIKAINPUIIAT,
STHNOYTHpPAT,  TPUALETHH,  MPONMMJIEHIJHKOJIbMOHOALETAT,  MPONIJICHIIHKOIbIHALIETAT,
STICUJIOH-KAIPOJIAKTOH M €T0 H30MEPBI, 0-BaJIEPOJIAKTOH M €r0 U30MEPBI, B-OyTHPOJIIAKTOH H €ro
U30MEpBl, U JIpyrHe COMIOOMIIM3AaTOpPbI, W3BECTHBIE B JAaHHOW OOJACTH TEXHUKH, TaKHE Kak
IMMETHIIALETaMH, TUMETHIN30CcopOun, N-METHINMUPPOINIOHB, MOHOOKTAHOHMH, IPOCTON
MOHO3THJIOBBIN 3PP TUITUICHIJIUKOJS U BOAY.

[259] MOKHO TakKe MPUMEHSITh CMECH COMOOMIN3aTOPOB. [IprMepsl BKITIOYAIOT, HO HE

OrpaHUYMBArOTCA, TPUALCTHUH, TPUITUILHUTPAT, 3THJOJCAT, STUJIKAIIPpUIIAT, AUMETHIIAUCTAMUN,

N-meTunnupponuaoH, N-ruapOoKCU3 TUINUPPOIUIOH, MOJIMBUHWINTUPPOJIUIOH,
TUPOKCUIIPONMIMETHIILIEIUTIOJIOSY, TUAPOKCUMIPOMUILUKIOAEKCTPUHBI, 5TaHO,
nonmudTUiaeHrmkons  200-100, rnukodypou, TPaHCKYTOJI, MIPOINUJIEHI JIUKOJIb u

aumetminzocopoun. OcCoOEHHO TPEeAnOYTHTENbHbIE COMIOOMIN3AaTOPbl BKIIIOYAIOT COPOHT,
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TIIHLEPHH, TPUALIETHH, STHIOBBIN ciiipT, [131-400, rmmkodypost 1 MpONMUIEHTITHKOIb.

[260] KonmudecTBo comoOmimm3aTopa, KOTOpPOe MOXKET ObITh BKIIFOYEHO, KOHKPETHO He
orpanndeHo. KomnudecTBO yKa3aHHOrO COMOOMIN3aTOpa MOXKET OBITh OrpaHUYEHO [0
OMOJIOTNYECKU TPUEMJIEMOTO KOJIMYECTBA, KOTOPOE MOJKET JIErKO OMNPEAENUTh CIEeLUANNUCT B
OaHHOW O0MacTH TEeXHUKU. B HEKOTOpBIX Ciiydyasix MOXeT OBbITh IOJNIE3HBIM BKIIIOYEHUE
KOJIMYECTB  COMIOOMJIM3ATOPOB, HAMHOIO MpPEBBINIAOIINE OHONpPUEMIIEMblE KOJIHYECTBA,
Harpumep, 1Js1 MAKCUMaJIbHOTO YBEJIUYEHUs] KOHLEHTPALUU JIEKAPCTBEHHOTO CPENICTBA, IPUUEM
U30BITOK  COMIOOMIIM3ATOpa YOAIAIOT Tepel MPEenOoCTABJICHUEM KOMIIO3ULIUH —MAlHeHTY,
NPUMEHsIsT OOIENPUHSITBIE CIIOCOOBI, TAKMX KaK TMEepPeroHKa Wiu ynapuanue. Takum oOpazom,
€CIIH OH MPHUCYTCTBYET, CONIOOMIU3ATOP MOXKET HAXOOUTHhCS B MAacCCOBOM COOTHOIIeHuu 10%,
25%, 50%, 100% wnu BmjioTh A0 npudmusutenbHo 200% Mo Becy, UCXOIs U3 OOIIel MacChl
JIEKapCTBEHHOT'O CPEACTBA M JIPYT'MX BCIIOMOTaTeNbHBIX BewiecTB. [Ipr HEOOXOIUMOCTH, MOYKHO
TaK)Ke MPUMEHSTh OYeHb HeOOJIbIIINE KOJIMYeCTBA COMMo0uIn3aTopa, Harnpumep 5%, 2%, 1% wu
naxke MeHblie. OOBMHO CONOOMIU3ATOP MOXKET MPHUCYTCTBOBaTh B KOJUYECTBE OT
npubmmsutensHo 1% no mpubmmsurensHo 100%, Oonee 0ObHO OT mpuOIM3HTENBHO 5% 1O
npubm3uTeNnbHO 25% 1o Becy.

[261] Kommo3umusi MOXET [OMOJHUTEIBbHO COIAEpPKaThb ONHY WIH HECKOJIBKO
(apmaneBTHIECKH MPUEMIIEMBIX J00aBOK M BCIIOMOraTeNbHbIe BellecTBa. JlaHHble 100aBKH U
BCIIOMOTATEJIbHBIE BELIECTBA BKIIOYAIOT, 0€3 OrpaHMYEHMs], areHThl, CHIDKAIOIINE JIUIKOCTD,
NPOTHBOBCIICHUBAIOLINE  areHThbl, Oy(epHble  areHTbl, IOJUMEpPbl, AHTHOKCHIAHTBHI,
KOHCEPBAHTBI, XEJIATUPYIOI[UE AreHThbl, MOIYJATOPBl BA3KOCTH, MOAU(DHUKATOPHI TOHUYHOCTH,
apOMaTU3aTOPbl, KPACHTENH, OTAYLIKH, 3aMYTHSIOLIME AareHThbl, CYCHEeHIUPYIOIUE AareHTH,
CBSI3YIOILIME, HATIOJHUTENH, TUIACTU(PUKATOPBI, CMAa3bIBAIOIINE AT€HThI U UX CMECH.

[262] Kpome TOro, KHCIOTYy WJIM OCHOBAaHME MOKHO BKJIIOYAaTh B KOMIIO3ULIUIO JJIs
obnerdenust 06pabOTKH, AJIS MOBBILIEHHUs] CTAOMJIBHOCTH WM 1O APYruM npuunHaMm. [Ipumepsr
(apManeBTHYECKH TPUEMIIEMbIX OCHOBAHHUI BKJIIOYAIOT AMHHOKHUCJIOTHI, 3(UPbl AMUHOKHCIIOT,
THAPOKCUI aMMOHUS, THAPOKCHI Kajus, TUAPOKCHUI HATPHUs, TUAPOKapOOHAT HATpUS,
THAPOKCUNT AJIFOMHHUS, KapOOHAT KaJbIMsl, THIPOKCHUI MAarHus, AaJFOMOCHJIMKAT MAarHHs,
CHHTETHUYECKUH CHJIMKAT AQJOMUHUS, CHHTETHMYECKHH THAPOKAJBIHUT, THAPOKCHUI MAarHHs-
AOMUHUS,  OUU3ONPONMWIBTHIAMHH,  3TAHOJAMHH,  OTWICHIWAMHH,  TPUSTAHOJAMHH,
TPUSTWIAMHUH, TPUU3ONPONAHOIAMHH, TPUMETHJIAMUH, TPUC(THIPOKCUMETUI)aMHHOMETAH
(TRIS) m momoOuble. Taxke MOOXOASIIUMH SIBJIIIOTCSI OCHOBAHUS, KOTOPbIE MPENCTABISIOT
coboli conu (hapMaLeBTUUECKH MPUEMIIEMOH KHCIIOTBI, TAKON KaK YKCYCHAasi KUCJIOTa, aKPUIIOBast
KUCJIOTa, QAWIUHOBAs KHUCJIOTA, AQJIbTMHOBAas KHCJIOTA, AJKAaHCYJIb(MOHOBAas  KHUCIOTA,
AMUHOKHCJIOTBI, aCKOpOWHOBasi KHUCJIOTA, OeH30HHash KHUCJIOTa, OOpHAas KHCJIOTa, MAacCisiHasI
KUCJIOTA, YrOJIbHAsl KUCJIOTA, JMMOHHAS KHCJIOTA, JKUPHbIE KHCIOTBHI, MypaBbHHAs KHUCJOTA,
dymapoBasi ~ KHCJIOTA,  TJIIOKOHOBAas  KHCIOTA,  THAPOXHUHOCYJNb(OHOBAsS  KHUCIOTA,
M30aCKOpPOMHOBAsT KHCJIOTA, MOJIOYHAsl KHUCIIOTA, MAJIEMHOBAas KUCIIOTA, IIaBeJieBas KHUCIIOTA,
napa-opomdeHmicyibhoHOBasT  KHUCJIOTa, MPOMHOHOBAs KHUCJIOTA, M-TOJIYOJICYJb(OHOBAS

KHCJIOTA, CAJIMIUIIOBAA KUCJIOTA, CTCAPpUHOBAsA KHUCJIOTA, SHTapHAas KUCJIOTA, I[y6I/IJ'IbHa$[ KHUCJIOTA,
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BUHHAsI KUCJIOTA, THOTJIMKOJIEBAs KUCIIOTA, TONYOJICYJIb(OHOBAs KHCIOTA, MOYEBasi KUCIOTA U
nono0Hble. Takke MOKHO PUMEHSITh COJIM MOJIMIIPOTOHHBIX KUCJIOT, TaKue Kak ocdat HaTpus,
ruapodochar auHatpus u guruapodocdar Harpus. Korma ocHoBaHume mpencraBisieTr coOoi
COJIb, KATHOH MOXKET MPEACTaBIATh CcoOOH mo0oi oOmenpuHATHIE U (apMaLeBTHUECKU
IpUEeMJIEMBIl KAaTUOH, TAaKOH KaK aMMOHHUH, IIEJIOYHbIE METAUIbl M ILEJOYHO3EMENbHbIE
MeTasuibl. [IpuMepsl MOTYT BKJIKOHYATh, HO HE OTPAaHUYUBAIOTCS, HATPUM, KU, JIUTUN, MarHu,
KaJIbLIMM 1 aMMOHHU.

[263] TlogxomsimuMu  KHUCIOTAMU  SBISIIOTCS  (DapMalleBTHYECKH  MPUEMJIEMbIE
OpraHUYecKHe UM HEOpraHW4YecKue KUCIOThI. [IpuMepr! moaxoasimux HEOPraHUIECKUX KHUCIIOT
BKJIFOYAIOT XJIOPUCTOBOOPOAHYIO KHCJIOTY, OpOMHCTOBOOPOIHYIO KUCJIOTY,
HOIMCTOBOJOPOAHYIO KHCJIOTY, CEpPHYI) KHCJIOTY, a30THYK KHCJIOTY, OOpHYI KHCJIOTY,
dochopuyro kucnory u nonobusie. [IpruMepsl MOIXOMSMIUX OPraHUUECKUX KUCIOT BKJFOYAIOT
YKCYCHYIO KHUCJIOTY, aKpUJOBYIO KHCJOTY, AAUINHHOBYIO KHCIOTY, aJbTHHOBYIO KHUCIOTY,
AJIKAHCYJIb()OHOBBIE KHCIOTHI, AMUHOKHCIIOTBI, aCKOPOMHOBYIO KHCJIOTY, OS€H30MHYIO KHUCJIOTY,
OOpHYIO KHCIIOTY, MAaCISHYK KHCJOTY, YTOJbHYIO KHCIIOTY, JHUMOHHYI KHCJIOTY, XHPHBIE
KUCJIOTBI, MYPaBBHHYK  KHCJIOTY, (yMapoBYK0  KHCJOTY, TJIOKOHOBYKO  KHCJOTY,
THAPOXUHOCYJIB(OHOBYIO  KHUCJIOTY, HW30aCKOPOWHOBYKO KHCJOTY, MOJIOYHYIO KHCJIOTY,
MaJIEMHOBYIO  KHCJOTY, METaHCYJb()OHOBYIO  KHCIOTY, IIaBENEBYH KHCJIOTY, IMapa-
OpompeHmICyIbHOHOBYIO KHUCIOTY, MPOMHOHOBYIO KHCIIOTY, M-TOJYOJICYJIbHOHOBYIO KHUCIOTY,
CAJIUIIMJIOBYIO KHCJIOTY, CT€APHHOBYIO KHCJIOTY, SIHTAPHYIO KHUCJIOTY, IyOWJIbBHYIO KHCIIOTY,
BUHHYIO KHCJIOTY, THOTJIMKOJEBYIO KHCJIOTY, TOJYOJICYJIb(OHOBYIO KHUCIOTY U MOYEBYIO
KUCJIOTY.

dapmMaLeBTUYECKHE KOMIIO3ULIUU 111 HHBEKLIUU

[264] B m30paHHBIX BapHaHTaX OCYILIECTBJICHUs, HACTOsILIee N300pETeHNe OTHOCHTCS K
(apmaLeBTHYECKOI KOMIIO3ULIMU I MHBEKIMH, conepxkainedl mHruoutop MDM?2 wunu ero
(apMaleBTHYECKH MPHEMJIEMYIO COJIb U (DapMaLeBTHUECKOEe BCIOMOTaTeNIbHOE BEINECTBO,
MPUTOHOE Uil UHBEKUUU. KOMIOHEHTHI U KOJMUYECTBA areHTOB B KOMITO3UIUSIX COCTABJISIOT,
KaK OMHMCAHO B HACTOSIIEM U300PETEHUH.

[265] ©@opMbI, B KOTOpBIE MOKHO BKJIFOYATh KOMIIO3ULIMKA HACTOSIIErO U300peTeHusl ISt
BBEIEHUs] WHBEKLMEHN, BKIIOYAIOT BOJHbIE MM MAcisHblE CYCIIEH3UH WJIM 3MYJbCHU C
KYH)KYTHBIM MaclioM, KYKYPY3HBbIM MacliOM, XJIOKOBbIM MacjOM HJIM apaxHUCOBBIM MaclioM, a
TAK)K€ DJJIUKCHUPBI, MAaHHUT, AEKCTPO3Y WIJIM CTEPUJIbHBIN BOAHBIH pacTBOp, U AHAJOTMYHbIE
(hapMaLeBTHYECKUE CPEIbL.

[266] Boanble pacTBOPHI B (PU3UOJOTHIECKOM PACTBOPE TAK)KE OOBIYHO MPUMEHSIOT JJISt
uHbekuil. Taxke MOXHO NPUMEHSATb 3TAHOJN, TJIMLEPUH, NPONWIEHIVIUKOIb U JKUAKHUM
NOJMSTHICHITIUKONE (M WX TOAXOMALINE CMECH), NPOHM3BOIHBIE LUKIOAEKCTPUHA U
pacturenbHble Macia. [logxonsamyro TeKy4ecTb MOKHO NOAAEPKUBATh, HAIPUMEpP, HAHECEHUEM
MOKPBITUS, TAKOTO KaK JICLUTHH, IJIsI MOAAEp:KaHus TpeOyeMoro pasmepa 4acTHI] B Ciydae
AUCHIEPrUpOBaHUsl M TPUMEHEHHEM IIOBEPXHOCTHO-aKTUBHBIX BemiecTB. lIpenorspaTuthb

I[eI>'ICTBHe MHKPOOPraHMu3mMOB MOXHO € TIOMOLIBIO Pa3JIUYIHbIX aHTI/I6aKTepI/IaJ'IbeIX u
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NPOTHBOTPUOKOBBIX areHTOB, HampuMmep, napabeHoB, xjopOyraHona, (eHona, copOMHOBOH
KUCJIOTHI U TUMEpPOCcaa.

[267] CrepunpHble pacTBOPHI ANl WHBEKLUUH MOJY4alOT BKJIIOYEHHEM HHIHOUTOpA
MDM2 wunu ero ¢apManeBTHUECKH MpUeMIeMONd COMu B TpeOyeMbIX KOJNYECTBAX B
NOIXOASALINN pACTBOPUTEND C PA3JIMYHBIMU JPYTMMH UHTPEAUEHTAMU, IEPEYUCIEHHBIMU BBILIE,
npu HEOOXOOUMOCTH, C MOCHenyouel crepunnsauneil ¢unbtpoBanueM. OOBMHO AUCTIEPCUH
NOJIy4arOT BKJIFOYEHUEM Pa3INYHbIX CTEPUIN30BAHHBIX AKTUBHBIX UHTPEAUECHTOB B CTEPUIIbHBIN
HOCHUTEJIb, KOTOPBIH COAEPKUT OCHOBHYI IUCHEPCHOHHYIO Cpeny H ApPyrue HeoOXOomumbie
UMHTPEANEHTHI U3 MePeUHCIeHHBIX BbIlle. B ciydyae cTepuibHBIX OPOLIKOB IJIs1 IPUTOTOBIEHHUS
CTePIJIbHBIX PACTBOPOB JISi MHBEKLUH, HEKOTOPbIE >KEIaTEeNbHbIE CIOCOOBI MPUTOTOBJICHUS
NPEACTABISIIOT CO00M Croco0 BaKyyMHOH CYIIKH M CyOJMMAaLMOHHOHN CYIIKH, KOTOPBIE NAFOT
MOPOLIOK AKTUBHOTO MHTPEIUEHTA IUTIOC OO0 MOMONHUTENbHBIA TpeOyeMblii HHTPEAHEHT U3
€ro NMPeIBaPUTEIbHO CTEPUITM30BAHHOTO (PHMIIBTPOBAHHEM PACTBOPA.

[268] Beenenne naruduropa MDM2 nim ero apmManeBTHYECKU MPUEMIIEMOI COJIM HITH
(apManeBTHYECKOH KOMITO3UIIMM JAaHHBIX COCOUHEHUH MOXKHO OCYIIECTBIISATh JIFOOBIM
crocoboM, KOTOPBI 00ecieunBaeT JOCTABKY COSeNMHEHUN K MecTy aeiicTBusi. JlaHHbIe CrIOCOOBI
BKJIIOYAIOT ME€pOpajibHble MyTH, HUHTPayOJ€HAJbHble IyTH, MAPEHTEPANbHYIO HHBEKIIHIO
(BxirOuUasi ~ BHYTPUBEHHYIO,  BHYTPHAPTEPHANIbHYIO,  IOAKOXKHYIO,  BHYTPUMBIIICYHYIO,
BHYTPUCOCYAMCTYIO,  BHYTPUODIOIIMHHYIO  WJIM  HWHQY3UIO), MeCcTHOe  (Hampumep,
TPAHCAEPMAIIbHOE HAHECEHHE), PEKTAJIbHOE BBEIEHHE, IOCPEACTBOM MECTHOM IOCTaBKHU C
IOMOIIBI0 KaTeTepa WM CTEHTa WM TMOCpeAcTBOM uHramsauuu. KomOmHaumio coenuHeHHi
MO>KHO TaK>K€ BBOAUTb UHTPAAJUIIO3aIbHO WIIN HHTPATEKAJIbHO.

[269] Ilpumepsl ¢GopMm Ul MapEeHTEPATbHOIO BBENEHUS BKIKOYAOT PACTBOPBI WIIH
CYCNEH3UM AaKTUBHOIO COCJUHEHUs] B CTEPUJIbHBIX BOAHBIX PACTBOPAX, HANPHUMEP, BOAHBIX
pacTBOpax MPONMMJICHITMKONS WIH AeKCTpo3bl. IIpu HEoOXOMMMOCTH, NaHHBIE JIEKAPCTBEHHbBIE
(opMBI MOTYT OBITH COOTBETCTBYIOLITUM 00pa3oM 3a0y(epeHsl.

[270] Hacrosiimee wuzoOpeTeHHMe Takke OTHOCUTCS K Habopam. Habopel comepskat
uHruourop MDM2 wunu ero (papMaueBTUYECKH TPUEMIIEMYIO COJIb, HJIM OTAEJIbHO WIH B
KOMOMHAIMKM C TIOAXOISINEH YMaKOBKOW, W THCbMEHHBIMH MaTepUaaMH, KOTOPbIE MOTYT
BKJIFOYATh MHCTPYKLIHH 1O MPUMEHEHHIO, O0CYKIeHHE KIMHUYECKUX HCCIENOBAHHHA M CIHCOK
nobouHbXx 3¢ ¢ekroB. [lanHble HaOOpPB MOTYT TaKXKe BKIIOUYATh WH(YOPMAIUIO, TAKYK Kak
CCBUIKM HAa HAy4yHYIO JIUTEpaTypy, MaTepHalbl-BKJIAIbIIIN B YIAKOBKY, PE3YyJbTaThI
KJIMHUYECKUX HMCIIBITAHUHN W/WIN X KPATKOE M3JIOKEHHE UX U MOJOOHBIE, KOTOPBIE YKA3bIBAIOT
WIM YCTaHABIMBAIOT AKTHBHOCTH W/WJIM TPEUMYINECTBA KOMIIO3WLWH, W/WIH KOTOPBIE
OINHUCBIBAIOT JIO3UPOBAHME, BBENEHHE, MOOOUYHBIE 3(P(EKThI, JEKAPCTBEHHBIC B3aUMOICHCTBUS
WIK JApYryio HWHQOPMALMIO, IOJIE3HYK0 MUl TIOCTaBIIMKA MEOUIMHCKUX ycuyr. JlaHHas
nHpopmanns MOKeT ObITh OCHOBaHAa Ha pe3yJbTaTaxX Pa3IMYHBIX HCCIENOBAHWUN, HANpUMep,
UCCIIEIOBAHNN, TPUMEHs HKCIEPUMEHTAIbHBIX JKHMBOTHBIX, BKJIKOYAs 1N VIVO MOJENU U
UCCIIEIOBaHNS, OCHOBAaHHBbIE HA KJIMHHUYECKHMX HCHBITAHUAX Ha Jmofsax. Habop moker

JOTOJIHUTEIBHO CONepIKaTh APYrod akTHBHBIN (apmarieBrudeckuii uHrpenuent. Ilomxomsmas
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yIIaKOBKAa W JOMNOJHHUTEIbHbIE NPEIMEThl IJIsI NPUMEHEHUs (HampuMep, MEPHBIH CTakaH IJis
KUIKUX TIpernaparoB, obepTka w3 (GOJbIM IJIsI MUHMMM3AaLMK BO3JEHCTBUS BO3AyXa U
noJ00HBIE) U3BECTHBI B IAHHOW OOJIACTH TEXHUKU M MOTYT OBITh BKJIIOUeHBI B HAOop. Habopsl,
OINUCAHHbIE B HACTOALIEM H300pPETEHUH, MOXHO MPENOCTaBIIATh, MPOAABATh W/HIH MPOJBUTAThH
NOCTABINMKAM 3/[paBOOXPAaHEHMs, BKJIIOYas Bpaueil, mencecrep, (papMaueBTOB, JOJLKHOCTHBIX
o o ¢opmyssipaM W nonoOHbiM. HaOopbl Takike MOXKHO, B HM30paHHBIX BapHaHTax
OCYLIECTBJIEHHs, TNPOAABATH HEMOCPEACTBEHHO morpeburemo. B  omHOM  BapuaHTe
OCYIIECTBIIEHHsI, HACTOsIIee H300peTeHHe OTHOCUTCS K HaOopy, ConmepsKaiieMy HHTHOHMTOP
MDM2 unu ero ¢apmMarieBTUYeCKu MPUEMIIEMYIO COJb, U NpuUMeHeHus B jeuennn MPN. B
ONHOM BapuaHTe ocyuiecTBieHus, MPN BbIOpaH W3 TpyIIbl, COCTOSALIEH M3 HCTUHHON
nonuiutemun (PV), sccenumansroit Tpombouutemuun (ET), u nmepsudnoro muenodpudposza. B
OJTHOM BapHaHTE OCYLIECTBJICHHUS, HACTOsIIee N300PETEeHNE OTHOCUTCS K HA0OPY, COAepIKalieMy
uHruourop MDM?2 wiu ero gpapManieBTHIECKH IPUEMIIEMYIO COJIb, JJIsl IPUMEHEHHS B JICYCHUH
XpoHHueckor muenorenHou neiikemnn (CML). B ogHOM BapHaHTe OCYIIECTBIIEHHSI, HACTOSIIEE
n3o0pereHne OTHocHTCS K Habopy, coxepxameMmy wuHruOutop MDM2  wmm  ero
(bapManeBTHYECKH MPHEMJIEMYIO COJIb, Ul NPUMEHEHHS B JICUEHHH OCTPOH MHEJIOTeHHON
neiikemuu (AML). B onHOM BapuaHTe OCYIIECTBJICHHS], HACTOSIIEe U300peTeHne OTHOCUTCS K
Habopy, comepkamemMy uHrHOUTOp MDM?2 1mu ero dapManeBTUYECKU MPUEMJIEMYIO COJIb, IS
MPUMEHEHHUs B JICUEHUHN KapUHHOMBI 13 KjieTok Mepkenst (MCC).

JI03UpPOBKU U pPEKUMBI JO3UPOBAHUS

[271] BBommmoe komuyectBo wuHruoOutropa MDM2 wumm ero ¢apmaneBTUYECKH
npuemieMol comu OyzeT 3aBUCETh OT YeJIOBEKa, KOTOPOro JIedaT, TSDKECTH PacCTPONCTBA MU
COCTOSIHUS, CKOPOCTH BBEACHHUs], BBIBEIECHUS COCJUHEHUI U YCMOTPEHHUs JIeHalllero Bpaya.
Onnako s¢¢dexTuBHas MO3UPOBKA HAXOAUTCS B Auana3oHe OT mnpudmusurensro 0,001 mo
npubmmsuTensHo 100 Mr Ha Kr Macchl Tesia B JIeHb, HampuMep OT NpHONM3UTENBHO 1 110
NpUOJM3UTENBHO 35 MI/KI/IeHb, B pa30BON WK pasaeneHHol nose. s denoBeka Becom 70 kr
oHa Oyzer coctaByisaTh OT npuOmm3uTensao 0,05 no 7 r/meHb, Hanpumep, OT MPUOIU3UTEITBHO
0,05 no mpubmmsurensHo 2,5 1/meHb. B HEKOTOpBIX Ciydasx YpOBHU J03 HIDKE HH)KHETO
npezesa BhIIICYIIOMSHYTOrO TUara3oHa MOTyT ObITh 0OJiee YeM aJieKBaTHBIMH, B TO BPEMsI KaK B
APYTUX CJy4asix MOXHO INPUMEHSATh elle Oojee BBICOKHE J03bl, HE BBI3bIBAS KAKHX-JIHOO
BpEOHBIX TOOOYHBIX 3(P(PEKTOB - HAMPUMEpP, MyTEM pa3AeNeHUs NaHHBIX OONBIIHUX 103 Ha
HECKOJIBKO HEOONBIINX 103 ISl BBEIEHHSI B TEUCHUE JTHS.

[272] B HEKOTOpBIX BapHaHTax OCYyLIeCTBIEHHs, uHruomrop MDM2 wunmm ero
(apmMareBTHYECKH PUEMIIEMYIO COJIb BBOIAT B BUAE OAHOHN 103bl. OOBIYHO NaHHOE BBEICHUE
Oyner WHBEKLUEH, HamnpuMep, BHYTPHUBEHHOH MHBEKIHEH, 4TOObI OBICTPO BBECTH AareHTHL
Onnako mpu HEOOXOOUMOCTH MOKHO NMPUMEHSTh M APYrHe NMyTH. Pa3oByro m03y MHruowropa
MDM2 wnu ero papmManeBTHYeCKd MPUEMIIEMOH COJIM MOXKHO TaK)K€ NMPUMEHSTh JUIS JICUSHHUSI
OCTPOT0 COCTOSIHUS.

[273] B HexkoTOpBIX BapHaHTax oOCywlecTBIeHHs, uHruourop MDM2 wnmu ero

(dapmMaLeBTHYECKHU TPUEMJIEMYIO COJIb BBOISAT B BUAE HECKOIBbKUX 103 1 jJeueHuss MPN. B
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OJTHOM BapHaHTE OCYINECTBJIEHHs], HHruOuTop MDM?2 mnu ero papMaLeBTHUECKH IPUEMIIEMYIO
COJIb BBOJST B BHUJE HECKOJIbKHMX 1103. B ogHOM BapumaHTe ocymectBieHus, nHruonrop MDM?2
Wi ero (papMaLeBTHYECKH MPHUEMIIEMYIO COJIb BBOAST B BH/E€ HECKOJBKUX /103 MHBEKLHUEH -
Hanpumep, BHYTPUBEHHOM HWHBEKLMEW. B OIHOM BapuaHTE OCYLIECTBIEHUS, NO3UPOBAHUE
MOXeT OBITb OZIMH, IBa, TPH, YEThIpE, IATh, LIECTb WM Oojiee IIECTH pa3 B JeHb. B omHOM
BapUAHTE OCYLIECTBJICHHS TO3MPOBAHME MOXKHO BbIOPATh M3 TPYIIIbI, COCTOALIEH U3 OUH pa3 B
JIeHb, J1Ba pa3a B J€Hb, TPU pa3a B I€Hb, YETHIPE pa3a B JI€Hb, IITh pa3 B I€Hb, LIECTb Pa3 B JIE€Hb,
OJIMH a3 4epe3 AeHb, OIUH pa3 B HENEJIIO, J1BA pa3a B HENEJIIO, TPU pa3a B HEAENIO, YEThIPE pas3a
B HEJIEJIIO, JIBA pa3a B HENEJIO M €XKEeMeCsTYHO. B pyrux BapuaHTax OCYLIECTBICHUS, HHTUOUTOP
MDM2 unu ero papMaleBTHIECKH MPUEMIIEMYIO COJIb BBOJST OT MPHOIM3UTEIBHO OTHOTO pasa
B JEHb 10 NPUOJIM3UTENIbHO ILIECTH pPa3 B J€Hb. B HEKOTOPBIX BapPHAHTaX OCYIIECTBJICHUS
uHruourop MDM2 mnu ero (apManeBTHUECKH MPUEMIIEMYIO COJIb BBOASIT OMH pa3 B JICHb,
TOTAa KaK B APYTUX BapUAHTaX OCYIIECTBJIEHUS HHrHOuTOp MDM?2 mimm ero hapmaneBTH4eCKH
NPUEMIIEMYIO COJIb BBOZSIT ABAXKABI B ICHb, M B JPYTUX BapHAHTAX OCYLIECTBICHHS MHTHOUTOP
MDM2 wunu ero papmaneBTHUECKH MPUEMIIEMYIO COJIb BBOISAT TPHU pasa B JIeHb. B HEKOTOPBIX
BapHaHTax OCYIIeCTBICHUs] HHIrHONTOp MDM2 mnm ero gapManeBTHYECKH MPUEMIIEMYIO COJIb
BBOJSIT TPU Pa3a B HEAEIIO, BKIIKOYAsl KAk bl IOHEEIbHUK, CPEAY U ISATHHULLY.

[274] BBenenne maruOutopa MDM2 winm ero QapmManeBTH4YeCKH MPUEMIIEMOH COJIH
MOXET TPOAOJDKATBCS  CTOJNIKO, CKOJNIBKO  HEoOXommmo. B HeKoTophIX  BapuaHTax
ocymecTBieHust, HHruoutop MDM2 nnm ero ¢gapManeBTHYECKH MPUEMIIEMYIO COJIb BBOJAT B
TedyeHue Obonee uem 1, 2, 3,4, 5,6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23,
24, 25, 26, 27, 28, 29, 30, 31 unu Oonee nHeli. B HEKOTOPBIX BapuaHTaxX OCYLIECTBIICHUS,
uHruourop MDM2 unu ero ¢papmMaLeBTHUECKH IPUEMIIEMYIO COJIb BBOASAT B TEUEHHE MEHEE UeM
28,14,7,6,5,4, 3,2 unu 1 neHp. B HEKOTOPBIX BapuaHTaxX OCYIIECTBIECHUs, HHTHOuTOp MDM?2
win ero (apMaleBTHYeCKH NMPHEMIIEMYIO COJIb BBOAAT B TeUeHHE NPUOIM3UTENbHO 14 nHeH,
npubmusutenbHo 21 gHei, npuOmusurenabHo 28  gHel, npuOmusuTensHO 35  HEH,
npubu3uTeNnbHo 42 nHel, npubnusutensHo 49 nHel wiam npubamsurenbHo 56 nHed. B
HEKOTOPBbIX BapHaHTaX OCyLIeCTBICHHs, HHruOutop MDM2 wumm ero (¢apmaneBTHUECKH
NPUEMIIEMYIO COJIb BBOIST IMOCTOSIHHO, HANpuMep, Ui JieueHus XpoHudeckux >¢dextos. B
APYyroM BapHUaHTe OCYINECTBJICHUS BBeneHHe WHruoOmropa MDM2 wnu ero (apmaneBTHUECKH
NPUEMJIEMON COJIM TMPONOJDKAIOT B TEUEHHE MEHbINe 4YeM NpHOIM3uTeNbHO 7 nHed. B eme
IPyroM BapHaHTE OCYINECTBJICHHS BBEICHHE TPOAO/DKAIOT B TedeHHe Oonee ueMm
npubmisuTensHo 6, 10, 14, 28 nHeil, IByX MeCSIEeB, TPEX MECSIEB, YEThIPEX MECSILEB, MSITH
MECSLEB, WIECTH MECALIEB, CEMU MECALIEB, BOCbMHU MECALIEB, E€BSITH MECSLEB, NECATH MECSLEB,
OIMHHAJLATA MECSLEB WM OAHOrO rofa. B HEKOTOPBIX BapHaHTax OCYLUECTBJICHHUS, BBEAECHUE
IPOZIOJDKAIOT B T€YeHHE OoJiee ueM MPUOTU3UTENbHO OTHOTO rofia, IBYX JIET, TPEX JIET, YEThIPEX
JeT WIH T[8TU JIET. B HEeKOTOpPBIX BapHaHTaX OCYLIECTBJIEHUs, AOCTUIaeTCs HENPEPBbIBHOE
JO3UPOBAHUE U IOAAEPIKUBAETCS CTOJIBKO, CKOJIBKO HEOOXOAMMO.

[275] B HekOTOpBIX BapuaHTax OCYLIECTBIEHHs, 3(p(EeKTUBHAS NO3MPOBKA MHTHOUTOpA

MDM2 wunu ero QapMmaleBTHYeCKH MNPHEMIEMONl COJXM HAaXOAWTCS B JMAIla30HE OT



74

npubmusutensHo 1 mr go npubmmsurensHo 500 mr, or npubmmsurensHo 10 Mr gmo

2

npubmusutensHo 300 mr, or mpubnmsurensHo 20 mr go npubmmsurensHo 250 Mr, oT

2

npubnusutensHo 25 mr go npubnusurensHo 200 mr, ot npuOmmsurensHo 10 Mr nmo

2

npubnusutensHo 200 mr, ot npudnmsurenbHo 20 mr go npubmumsurensHo 150 wmr, ot

2
npubmusurensHo 30 mMr go mpubnusurensHo 120 mr, ot mpubnmsurensHo 10 mMr go
npubmmsurensHo 90 wmr, ot npubmusurensHo 20 Mr po npubnusurensHo 80 wMr, ot
npubnusutenbio 30 mr go npubmusurensHo 70 wmr, ot npubmusutensHo 40 wMmr go

npubnusuTenbHo 60 Mr, or mnpubnusuTeNnbHO 45 Mr g0 npuONM3MTENBHO 55 M, OT

2

npubnusutenbHo 48 mr go npubmusurtenbHo 52 wMr, ot npubmusutensHo 50 Mr go

2

npubmmsutenbHo 150 mr, or npubnmsurensHo 60 Mr go npubmausurensHo 140 wmr

2

OoT

npubmmsutensio 70 mMr go npubnusurtensHo 130 wmr, or npubmmsurensHo 80 Mr o

2

npubmmsutensHo 120 mr, ot npubnmsurensHo 90 mr go npubmusurensHo 110 wmr

2

oT
npubmmsuTenbHo 95 mr go npubnusutensHo 105 Mmr, or npuOnmsurensHo 150 mr mo

npubmusutensHo 250 wmr, ot mpubnmsurensHo 160 mMr no npubOmmsurensHO 240 Mr, OT

2

npubmmsutensHo 170 mr po mpubmmsurensro 230 mr, or mnpubnusurtensHo 180 Mr mo

oT

2

npubmmsutensHo 220 mr, or mnpubmmsurenpbHo 190 mr mo nmpubmmsurensHo 210 wmr
npubmusutensHo 195 mr mo mpubmmsurensHo 205 Mr, wiam ot npudnmsurensHo 198 no
npubmmsuTensHo 202 Mr. B HEKOTOPBIX BapHaHTax OCYINECTBIICHUS, 3(pQeKTHBHAS JO3HPOBKA
uHruoburopa MDM2 wimm  ero  (apMaueBTHUECKH TNPUEMIIEMONH COJIH  COCTAaBIIAET
npubnusuTensHo 15 mr, mpubnusurensHo 25 mr, npuOnmurenabHo 30 mr, npubnuszutensHo S0
Mr, pUOIM3UTENbHO SO Mr, mpubnu3uTenbHO 75 Mr, npubausutensHo 90 Mr, NPUOIH3UTEIBHO
100 wmr, npubmusurensHo 120 wmr, npubmusurensHo 125 wmr, npubnusurensHo 150 wr,
npubmsurtensHo 175 mr, npubnusurensHo 180 mr, npubmusurensHo 200 Mr, mpUOIU3UTEIBHO
225 wr, npubnmsurensHo 240 wr, npubmusurenpHo 250 wmr, npubnusurenbHo 275 M,
npubmsurensHo 300 Mmr, mpubnusuTenbHo 325 Mr, npudanzutensHo 350 Mr, MpUOIU3UTENIBHO
360 wmr, npubnusutenvHo 375 wmr, npubmusurenbHo 400 wmr, npubmmsurensHo 425 wMr,
npubnusutensHo 450 wr, npubmmsutensHo 475 wr, npubmmsurensHo 480 Mmr  wim
npubmmsuTenbHo 500 Mr. B HEKOTOpBIX BapHaHTax OCYIIECTBIICHUs, 3P QeKTHBHAS TO3HUPOBKA
uHruouropa MDM?2 unm ero ¢papManeBTHYECKH PUEMIIEMON COJTU cocTaBisieT 15 mr, 25 mr, 30
mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 mr, 225 mr, 240 wmr,
250 wmr, 275 wmr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 wmr.

[276] B HEKOTOpBIX BapuaHTax OCYIIECTBIEHHs, 3(p(HEeKTUBHAS NO3MPOBKA MHTHOUTOpA
MDM2 wumu ero ¢apManeBTUYeCKH TNPHEMIEMON COJNM HAaXOAWTCS B JHAMAa30HE OT
npubmisuTenbHo 0,01 mr/kr no npubmusurensHo 4,3 Mr/kr, ot npudmmsurensHo 0,15 mr/kr mo
npubIM3uTENBHO 3,6 MI/Kr, OT mpubau3uTenbHo 0,3 MI/Kr 10 npUOIM3UTENBHO 3,2 MI/KT, OT
npubmsuTenbHo 0,35 Mr/kr no npubnusurenbHo 2,85 Mr/kr, ot npudmusurenbao 0,15 Mr/kr o
npubnusuTenbHo 2,85 mr/kr, ot nmpubnusutensHo 0,3 Mr mpo npubnmsutensHO 2,15 Mr/kr, ot
npubmsuTenbHo 0,45 mr/kr no npubmusurensHo 1,7 mr/kr, ot npubmmsurensHo 0,15 mr/kr mo
npubnusuTensHo 1,3 mr/kr, ot npubnusurensHo 0,3 Mr/kr no npudmmsurensHo 1,15 mr/kr, ot

npubnusutensHo 0,45 Mr/kr no nmpubnusutensHo 1 Mr/kr, ot npudmmsurensHo 0,55 Mr/xr mo
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npubmusuTensHo 0,85 Mr/kr, ot nmpubmmsurensHo 0,65 Mr/kr no npudmmsurensHo 0,8 Mr/kr, ot
npudmsuTensHo 0,7 Mr/kr po npudnmsutensHo 0,75 mr/kr, ot npubmusurensHo 0,7 Mr/kr 1o
npubnusuTensHo 2,15 mr/kr, ot npubnusutensHo 0,85 Mr/kr 10 mpuOIM3UTENBHO 2 MI/KT, OT
npubnusuTenbHo 1 Mr/kr no npubnusurensHo 1,85 mr/kr, ot mpubmusurensHo 1,15 mr/kr no
npubaM3uTeNbHO 1,7 MI/KT, OT npUOIM3UTENBHO 1,3 MI/KT Mr 10 npubausuTenbHo 1,6 Mr/kr, ot
npubmusuTensHo 1,35 mr/kr no npubnusurensHo 1,5 mr/kr, ot npubnusurensHo 2,15 MI/kr mo
NpUOIU3UTENBHO 3,6 MI/KT, OT MPUOJM3UTENbHO 2,3 MI/KT A0 MPUOJU3UTENBHO 3,4 MI/KT, OT
npUOIM3UTENBHO 2,4 MI/KT 1O MPUOJU3UTENBHO 3,3 MI/KT, OT MPUOIU3UTEIBHO 2,6 MI/KT 1O
npubnusuTenbHo 3,15 mr/kr, ot mpuOMM3uTeNnbHO 2,7 MI/KT 10 NMPUOTU3UTENBHO 3 MI/KT, OT
NPUOIU3UTENBHO 2,8 MI/KT 10 MPUOIU3UTENBHO 3 MI/KT HIIM OT NPUOIM3UTENIBHO 2,85 MI/KT 10
npubmmsuTenbHo 2,95 wr/kr. B HeKoTOpBIX BapuaHTax ocyuiecTBieHus, 3(dexkTuBHas
no3upoBka mHrHOuTOpa MDM2 mimm ero (apmaneBTHUECKH MPUEMIIEMOH COJIM COCTaBIISET
npubmisutensio 0,35 wr/kr, npubmusurensho 0,7 wMr/kr, npubnuzutensHo 1 Mr/kr,
npubmisutenso 1,4 wmr/kr, npubmusurensbHo 1,8 wmr/kr, npubnusurensHo 2,1  wr/kr,
npuOMM3UTENBHO 2,5 Mr/kr, mpubnusurenbHo 2,85 Mr/kr, npubIu3uTenpbHO 3,2 MI/KT WM
npuOIU3UTENBHO 3,6 MI/KT.

[277] B HEKOTOpBIX BapHaHTax OCYyLIeCTBIeHHs, uHruomrop MDM2 wumm ero
(apMaeBTHYECKHU MPUEMIIEMYIO COJIb BBOIST mpu no3upoBke 10-500 mMr asa pa3 B IeHb,
BKJIFOUast JO3UPOBKY 15 mr, 25 mr, 30 mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 wmr,
175 mr, 180 mr, 200 mr, 225 mr, 240 mr, 250 mr, 275 mr, 300 mr, 325 mr, 350 mr, 360 mr, 375
mr 1 480 Mr aBa pa3 B AE€Hb.

[278] B HexkoTOpBIX BapHaHTax oOcCywiecTBiIeHHs, uHruourop MDM2 wunmu ero
dapmMaLeBTHYECKU TPUEMIIEMYIO COJIb BBOIST mpu no3upoBke 10-500 mMr oguH pas B JeHb,
BKJIIOYAsi O3UpOBKy 15 mr, 25 mr, 30 mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 wmr,
175 mr, 180 mr, 200 mr, 225 wmr, 240 mr, 250 mr, 275 mr, 300 mr, 325 mr, 350 mr, 360 mr, 375
Mr 1 480 Mr OJlUH pa3 B JI€Hb.

[279] DOddextuBHOe KOMMUecTBO HMHrHOMTOpa MDM2 wunm ero QapManeBTUYECKH
NPUEMJIEMON COJIM MOYKHO BBOIUTBCS B BU/I€ OHOKPATHOM MJIM MHOTOKPATHOMW J03bI JIFOOBIM U3
NPUHATBIX CIMOCOOOB BBENEHHs] AareHTOB, MMEIOIIMX CXOJHOE NPUMEHEHHE, BKII0OYast
OyKKaJIbHBIH, CYyOJIMHIBAJIbHBIA M TPAHCAEPMAJbHBINA MyTH, BHYTPHAPTEPHATBHONH HHBEKIIHEH,
BHYTPUBEHHO, MAPEHTEPAIBLHO, BHYTPUMBILIEUHO, TOJKOKHO WA MEPOPATBHO

[280] B HeKOTOpBIX BapHaHTax OCYWIECTBIEHHs, uHruomrop MDM2 wmm ero
(apManeBTHYECKH NPUEMIIEMYIO COJIb BBOIST CYOBEKTY NEPUOJUYECKH, YTO H3BECTHO Kak
npepsIBUCTOe BBeneHHE. [1on «IpepbIBUCTBIM BBEIEHHEM) IOAPA3YMEBAIOT MEPUON BBEIEHHS
TepaneBTHUecKkd 3¢dexruBHON m036l mHrHOMTOpa MDM2 wnmm ero (QapmauneBTHUECKH
IPUEMIIEMON COJIH, 32 KOTOPBIM CJIeyeT NMEepUOo] BPEMEHH NMPEKPALIeHNs MIPUeMa, 32 KOTOPBbIM
CleAyeT IpPYroil mepuoa BBENEHUs M Tak janee. B Kaxapli mepuoj mnpuemMa HacToTy
TO3UPOBAHUSI MOYKHO HE3aBHCHMO BBIOpATh M3: TPEX pa3 B J€Hb, JBAXKIbI B JI€Hb, €KEIHEBHO,
OJIMH a3 B HEZEIIIO, IBa pa3a B HEMENIO, TP pa3a B HEAEJIO, YEThIPE pa3a B HEMENIO, MATh pa3 B

HEACIIO, MMECThb pa3 B HEACIKO WU CKEMCCATHO. B onnom BAPHUAHTE OCYILICCTBIICHUS,
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uHrnOuTop MDM?2 npencrasinsier codoit coennaerne Gopmysl (I) umu popmyinsr (II). B omHom
BapUaHTe OCYyIIeCTBIeHHs, MHruoutop MDM2 BbIOpaH W3 TPYNIbI, COCTOSALIEH COCTUHEHUS
dopmyner  (I), dopmynsr (II), RG7388, tpunronmmma, HDM201, RG7112, CGMO097A,
CGMO970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994, HyTtamHa-3,
HyTJIHHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032,
DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHIeCKH IPUEMIIEMbIX cojiei. B omHOM BapuaHTe
ocyuiecTieHus, tHruourop MDM?2 BbIOpaH u3 rpymmnsl, cocrosuiei coequaenus Gopmyns (1),
dopmyasl (II), RG7388, HDM201, RG7112, CGM097A, CGM0970B, SAR405838, MK-8242,
DS-3032B, APG-115, MI-1601 u ux ¢apMareBTU4eCKH MPUEMJIIEMbIX COJICH.

[281] IMox «meproaoM MpekpaieHus IprueMay Ik «IePHOIOM MOKOs» MOAPA3yMEBAIOT
NepUOJ] BPEMEHH, B TEUEHHE KOTOPOro MPEeKpamarT mnpueM uHruowmropa MDM2 wnu ero
apmaneBTHUECKH TpueMsieMor con. [leprion BpeMeHM NpeKpalleHusl MmpueMa MOXeT ObITh
JUIMHHEEe WM KOpoue, YeM NEepUOJ BBEIEHUs, WIN TaKUM 3Ke, Kak nepuos BBeneHus. B nepuon
IpeKpalleH’s] NpueMa MOXKHO BBEIUTb JApYyrue TepaneBTUYeCKHE AareHThbl, OTJIUYHBbIE OT
uHruouropa MDM2 wnu ero ¢papManeBTHUECKH TPUEMIIEMON COJIH.

[282] B opmHOM BapmaHTe OCyweCTBIeHHs, uHruomrop MDM2 wmm  ero
dapManeBTHYECKH MPHEMIIEMYIO COJIb BBOIST HYKAAIOLIEMYCS YEJIOBEUYECKOMY CYOBEKTY IS
JeUeHHst Muenonponugepamuenozo nosooopazosanus (MPN) B TeueHHe MNepBOro nepuona
BBEJICHMUSI, 3aTEM CIIElyeT MepUoJ] IPEKpalleHus IpUeMa, 3aTeM CeaAyeT BTOPOi Nepuo npuema
U T. A, B kotopoM MPN BbIOpaH u3 rpymnmel, cocrosimeld u3 UCTUHHON nojuuutemun (PV),
muenopudposa, MIEPBUYHOTO muenopudposa, TPOMOOIIUTEMUH, 3CCEHINAIbHOM
tpombOoumremun (ET), mamonarudeckoro mmenodudposa, cucremHoro macrouutoda (SM),
xpoHuueckol HenTpodunpHOH neiikemun (CNL), muenoaucniactudeckoro cuaapoma (MDS),
CHCTeMHOrO 3a0oJeBanus TyuHbIX KieTok (SMCD). IlepBeiii nepruosn BBeeHHsI, BTOPOI EPHOA
BBEJICHHUS M TIEPUO MOKOSI HE3aBUCUMO BBIOPAHbI U3 TPYIIIbI, COCTOsIIIEH u3 Oonee yem 1, 2, 3,
4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, ogHOTO
MecsIa, MSTH Henlelb, LIeCTH HeNelb, CEMHM Helesb, JABYX MECSLEB, NEBATU Heesb, NEeCSATH
HeseNlb, ONWHHAALATU HeNeNb, TPEX MeCALEB, TPUHAALATH HEeNeNb, YeThIPHAILATH HeAeNb,
ISITHAATA HENelb, YEThIpeX MecCsleB U Ooyiee nHEH, B KOTOpoM uHruourop MDM2 wiu ero
(apMaleBTHYECKH MPHEMJIEMYIO COJIb BBOIST CYOBEKTY TPH pas3a B I€Hb, ABAKABI B JICHb,
€XeIHEBHO, OJJUH pa3 B HEJEN0, JBa pa3a B HEMAeN0, TPU pa3a B HEJENI0, YeThlpe pas3a B
HEZeNo, MSTh pa3 B HEEN0, LIeCTb pa3 B HEJAEN0 WM exeMecsyHo. B onHom BapuaHTe
OCYII€CTBJIEHUs], NIEPBBIN MEepUOl BBEEHUS UMEeT TaKyl0 e MPOJOJKUTENbHOCTb, KaK BTOPOI
nepuos BBeAeHUs. B OfHOM BapuaHTe OCYILECTBJEHHs, NEpPBbIN MEPHOA BBEIEHHS SBISAETCS
MeHee [JIMTEJIbHBbIM, YeM BTOpOH Mepuoj BBeAeHHs. B ogHOM BapuaHTe OCYyILIECTBIIEHUS,
NEePBbI NEePUOJ BBEINEHHs SIBISIETCS OoJiee JUINTENbHBIM, Y€M BTOPOHW MEpHOA BBeIeHHs. B
OJTHOM BapuaHTe OCYLIECTBJIEHHUS, MEPBbIM NEpUOJ BBEAEHUS U BTOPOH MEepUON BBEACHMUS
COCTABJIIIOT NPUONU3UTENPHO ONHY HENeM0, B KOTOpbIX uHruomrop MDM2 wumm ero
bapMaleBTHYECKH TNPUEMIIEMYIO COJIb BBOISAT CYOBEKTY €XKEIHEBHO, W MEepUOJ IOKOs

COCTaBJIAET NMPUONM3UTENBHO ABE Henenu. B ofHOM BapuaHTe OCYIIECTBJIEHUS, IEPBBIH NEPUOT
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BBEICHUSI M BTOPOH NEPHOZ BBEIAESHHS COCTABIAIOT NMPUOIU3UTENBHO TPU HEAENH, B KOTOPBIX
uHrnOutop MDM2 wmiu ero (QapMaueBTUYECKH TNPUEMIIEMYIO COJIb BBOIST CyOBEKTY
€XKEIHEBHO, U MEPUOJ MOKOs COCTABIISET MPUOIM3UTENBHO N1B€ Hexenn. B omHOM BapmaHTe
OCYIIECTBJICHUs, MEPBbI NEPHOA BBENEHUS U BTOPOH MEPUON BBEINEHHUS COCTABILIIOT
NPUONN3UTENBHO TPU HEAENH, B KOTOPbIX MHruourop MDM2 ummu ero ¢apmaneBTHUECKH
NPUEMJIEMYI0 COJIb  BBOAAT CYOBEKTY €)KEHENeNbHO, M MEepPHOJ IOKOS COCTaBISET
npuOIM3UTENBHO ABE HEAEIH. B OMHOM BapuaHTe OCYLIECTBIICHUS, IEPBbIH MEPUOJ] BBEICHHS U
BTOPOH MEPUOJ BBEICHUS COCTABISIFOT MPUOIU3UTENBHO YEThIPE HEEH, B KOTOPBIX HHTHOUTOP
MDM2 unu ero ¢papMaleBTHYECKH MPUEMJIEMYIO COJIb BBOAST CYOBEKTY €KEAHEBHO, U MEPHON
MIOKOSI COCTaBJISIET MPUOJIM3UTENBHO 1B Heneian. B OMHOM BapuaHTe OCYINECTBJICHUS, MEPBBIA
NepUO]] BBEEHHS U BTOPOH MEPUOJ BBEIEHHUS] COCTABIISIIOT NMPHUOJU3UTENBHO YEThIPE HENCTH, B
KOTOpbIX UHrHONTOp MDM2 mnu ero papmMauneBTHYECKH MPUEMIIEMYIO COJIb BBOIST CYOBEKTY
€XKEHEe/IeJbHO, U MEPHOJ MOKOSI COCTABJISIET MPUOIU3UTENBHO N1B€ Henenn. B omHOM BapuaHTe
ocymectsieHus, uHruonrop MDM2 mnpencrasnser coboii coemmnenue ¢opmynsl (I) wmm
¢dopmynsr (II). B onHOM BapmanTte ocyiecTBieHusi, HHruOuTop MDM2 BbIOpaH W3 TPYIIIHL,
cocrositneit coemuHenuss ¢opmyael (1), opmynsr (II), RG7388, tpunrommma, HDM201,
RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrnuna-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmManeBTHUYECKH MPUESMIIEMbIX
coneii. B omHOM BapuaHTe ocymecTBiaeHust, UHrHOuTop MDM2 BrIOpaH U3 rpymibl, cOCTOSIIEH
coequnenust ¢opmynsl (), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmarneBTuuecKku
MIPUEMJIIEMBIX COJIEH.

[283] B onmHOM BapmaHTe oOcywmecTBieHus, uHruoOurop MDM2 wumm  ero
(dapmMaLeBTHYECKH NPUEMIIEMYIO COJIb BBOZSAT HYXKNAIOIIEMYCS YEJIOBEYECKOMY CYOBEKTY IS
JeyeHuss UCTHHHOHN monuuuremun (PV) B TeueHHe mepBOro mepuoja BBENEHHs], 32 KOTOPBIM
3aTeM clielyeT MepUoJ MOKOs, 3a KOTOPBIM 3aTeM CJeNyeT BTOPOW Mepuoi BBEACHHS U T..
[TepBblit meproa BBENEHUs, BTOPOU MEPHOA BBEACHHS M MEPUOJ TTOKOSI HE3aBUCHMO BBIOPAHBI U3
rpymnmsl, cocrosimei u3 donee wem 1, 2, 3,4, 5,6, 7,8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19,
20, 21, 22, 23, 24, 25, 26, 27, 28, 29, OnHOTO Mecs11a, TIATH HeJleNb, IIIECTH HeJlellb, CEMU HEeelb,
IBYX MECsLEB, NEBATU HeAeNb, JeCATH HeAelb, OAUHHAALATU Helnelb, TPEX MeECSLEB,
TPUHAALATH HENENb, YEThIPHAAATH HeNeNb, MATHAALATH HEIeNb, YeThIpeX MecsleB u Oojee
IOHEH, B KOTOpbIX MHruOwutop MDM?2 unm ero ¢apMmaneBTHUECKH NPUEMIIEMYIO COJIb BBOJST
CyOBEKTY TpHU pas3a B JICHb, JBAXKIbI B ICHb, €KEITHEBHO, €KEHEIENIbHO, TBAKIBI B HENEIIO, TPU
pasa B HeIeNIo, YeThbIpe pa3a B HeNeNto, MATb pa3 B HeAeNI0, LIeCTb pa3 B HEAENIO0 WU
exxeMecssyHO. B 0lHOM BapuaHTe OCYIIECTBJIEHUs, MEPBbIil MepUO] BBEIEHUS UMEET TaKYIO XKe
NPOAOJDKUTENPHOCTh, KaK BTOpPOHl mepuoj BBeAeHUs. B ogHOM BapuaHTe OCYILECTBIEHMUS,
NEepBBIN NEepUOJ BBEACHUs SIBIISIETCS MEHeEe JUJIMTENbHbIM, YeM BTOpPOW mNepuoj BaefeHus. B
OJTHOM BapHaHTE OCYILIECTBJICHHs, IIEPBbII NIEpHOJ] BBEACHNUS ABIISETCS OOJiee NIUTEIbHBIM, YeM

BTOpOI>'I Nnepruoa BBCACHUA. B OIHOM BapUaHTE OCYLICCTBJICHUA, HepBbIﬁ Nnepruoa BBCACHUA U
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BTOPOH MEPUOJ BBEIACHUS COCTABIIIOT NMPHOJIM3UTENBHO OJHY HENEN0, B KOTOPbIX MHTHOUTOP
MDM2 unu ero ¢papMaLeBTHUECKH TPUEMIIEMYIO COJIb BBOASAT CYOBEKTY €XKEAHEBHO, U MEPHO
IIOKOSI COCTaBJIIET MPUONU3UTENBHO JIBE€ Henelan. B OnHOM BapuaHTe OCYINECTBJIEHUS, MEPBBII
NepuoJ| BBEAECHHUS M BTOPOH NEpPUOJ BBEIEHUS COCTABISIIOT NPUOIU3UTENBHO TPH HENENH, B
KOTOpBIX MHruOuTOp MDM?2 mnu ero (apMarieBTUUECKH MPHEMJIEMYIO COJIb BBOAAT CYyOBEKTY
€KEeIHEBHO, U TEPHON IOKOS COCTABJSET MPUOJM3UTENbHO NBE Heneau. B omHOM BapuaHTe
OCYIIECTBJICHUs, MEPBbI NEPUOA BBEICHUS U BTOPOM MEPUON BBEIAECHHS COCTABILIIOT
NpUOU3UTENBHO TPU HEAENTH, B KOTOPbIX MHruOMTOp MDM2 wmmm ero ¢apmaneBTHUECKU
NPUEMJIEMYIO COJIb  BBOZAT CYOBEKTY €KEHENeNbHO, M TEepPUOA TMOKOsS COCTABJSET
NpUOM3UTENBHO 1B HeAeal. B 0JHOM BapuaHTe OCYIECTBIICHUS, TIEPBbIA MEPHOA BBEICHUS U
BTOPOH MEPUOJ BBEIECHUS COCTABISIFOT MPUOJIM3UTENBHO YEThIPE HENEH, B KOTOPBIX HHTHOUTOP
MDM2 unu ero ¢papMaleBTHYECKH MTPUEMIIEMYIO COJIb BBOAST CYOBEKTY €XKEAHEBHO, U MEPHON
MIOKOSI COCTaBJISIET MPUOIM3NUTENBHO 1B Henelan. B OMHOM BapuaHTe OCYINECTBJICHUS, MEPBBIHA
NepUOJ] BBEIEHHS U BTOPOH MEPUOJ BBEIEHHUS COCTABIISIIOT MPHUOIU3UTENBHO YEThIPE HENCTH, B
KOTOpbIX MHrHONTOp MDM2 mnu ero papmManeBTHUECKH NMPUEMIIEMYIO COJIb BBOIST CYOBEKTY
€XKEHE/IeJIbHO, U MEPHOJ MOKOSI COCTABJISET NMPUOTU3UTENBHO N1B€ Hexenn. B omHOM BapmaHTe
ocymectBieHus, uHruonrop MDM2 mnpencrasnser coboii coemmnenue ¢opmynsl (I) wmm
¢dopmynsr (II). B onHOM BapumanTte ocymecTBieHusi, HHruOutop MDM?2 BeIOpaH W3 TPYIIIH,
cocrositneit coenuHenuss ¢opmyael (1), gopmynsr (II), RG7388, tpunrommma, HDM201,
RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrnuna-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHdecKu NPHEMIIEMbIX
coseii. B onHOM BapuanTe ocyuectsieHus, UHruourop MDM2 BriOpaH U3 rpymbl, cOCTOSIIEH
coenuHenust Qopmynsr  (I), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmauneBTHYECKH
MIPUEMJIIEMBIX COJIEH.

[284] B opmHOM BapwaHTe OCyweCTBIeHHs, uHruOmrop MDM2 wmm  ero
(apMaleBTHYECKH MPHEMIIEMYIO COJIb BBOIST HYXKAAIOLIEMYCS YEJOBEUYECKOMY CYOBEKTY IS
JeyeHus dcceHunaibHOil TpomOoruTemun (ET) B TeueHwe mepBoro mepuonma BBEACHUs, 32
KOTOPBIM 3aTe€M ClielyeT NEPUO MOKOs, 32 KOTOPBIM 3aTEM CJIelyeT BTOPOI NMepUo BBEACHUS U
T.4.. IlepBrlii mepuOn BBEAEHUs, BTOPOW MEPHON BBEACHHUS U MNEPUOA MOKOS HE3aBHUCUMO
BBIOpaHBI U3 TPYIIIBL, cCocTosIIel u3 bonee uem 1, 2, 3,4, 5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16,
17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, onHOTO Mecsila, NsTH HeAENb, [IIeCTH HEeJelb,
CeMM HejeNb, ABYX MeECSLEB, NEBATU HeJeNb, NECATU HeAeNlb, OAMHHAALATU Henaelb, Tpex
MeCsILIeB, TPUHALATH Heslelb, YeThIPHAALATU Hellelb, IISTHAALATH HeleNb, YeTbIPEX MeCSLIEB U
Oonee nHel, B koTOpbIX MHruOUTOp MDM2 nmm ero ¢papMaueBTHUECKH MPHEMIIEMYIO COJb
BBOIAT CYOBEKTY TPU pa3a B IEHb, IBAXKIbI B JI€Hb, €XEIHEBHO, €KEHENENbHO, BAXKIbl B
HEZIeNI0, TPU pa3a B HEJEN0, YEThIPE pas3a B HEAENIO, MATh Pa3 B HEAEINO, IECTh pa3 B HEJENIO
WIN eXXeMecsYHO. B 0lHOM BapuaHTe OCYyIEeCTBIEHUs], EPBBIN MEPUOJ BBEICHUS UMEET TaKYIO

JKE IPOAOJIKUTEIIBHOCTD, KaK BTOpOfI nepuoa BBEACHH. B OOHOM BAapUAHTE OCYLICCTBJICHUA,
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NEpBBIN NEepUOJ] BBEACHUs SIBIISIETCS MEHEEe JUIMTENbHbIM, YeM BTOpPOH mnepuop BaeneHus. B
OJTHOM BapHaHTe OCYILIECTBJICHHs, IEPBBII NEepHO]] BBEACHNUS ABIISETCS OOJiee NIUTEIbHBIM, YeM
BTOpPOI mepuoj BBelAeHUs. B OMHOM BapuaHTe OCYINECTBIEHMs, NMEPBbII MEpUOJ BBENEHUS U
BTOPOH NEPUOJ BBEIEHUS COCTABILIIOT MPUOIU3UTENBHO OHY HEZEJNI0, B KOTOpble HHIHOUTOP
MDM2 unu ero ¢papMaLeBTHUECKH TPUEMIIEMYIO COJIb BBOASAT CYOBEKTY €XKEAHEBHO, U MEPUOA
TIOKOSI COCTaBJISIET NMPHUOIU3UTENBHO J1BE HEAeaH. B OJHOM BapuaHTe OCYINECTBJICHUS, MEPBbIHA
NepHO/ BBEACHUS W BTOPOW MEPUOJ BBENEHHS COCTABISIOT NPUOIM3UTENBHO TPU HEIENH, B
KoTopblie HHruOUTOp MDM?2 1min ero (papMarneBTHUECKH MPUEMIIEMYIO COJIb BBOISAT CYOBEKTY
€KEHEBHO, U MEPHOJ IMOKOsS COCTABJISET MPUOJU3UTENBbHO NIB€ Hexenan. B ogHOM BapuaHTe
OCYIIECTBJIEHUs, TEPBbI NEpPUOA BBENEHUS U BTOPOH MEpUON BBENEHHUS COCTABIIOT
NpUOM3UTENBHO TPU HEAENH, B KOTOpble uMHruourop MDM2 wunu ero ¢apmaneBTHUECKH
NPUEMJIEMYIO COJIb  BBOZAT CYOBEKTY €KEHENEeNbHO, M TEepPHUOA IOKOS COCTABJISET
NpUOM3UTENBHO 1B HeAenn. B ofHOM BapHaHTe OCYIIECTBIICHUS, TIEPBbIA MEPHOA BBEICHUS U
BTOPOH MEPHUO BBEIEHHSI COCTABIISIOT MPUOIN3UTENBHO YEThIPE HENENH, B KOTOPbIe HHTHOUTOP
MDM2 unu ero ¢papMaLeBTHUECKH TPUEMIIEMYIO COJIb BBOAST CYOBEKTY €XKEAHEBHO, U MEPHON
MIOKOSI COCTaBJIIET MPUOIU3UTENBHO 1B Heneldn. B OMHOM BapuaHTe OCYINECTBJICHUS, MEPBBIA
NEepUOJ] BBEIEHHSI U BTOPOH MEPUOJ BBEIEHHUS COCTABIISIIOT MPHUOJU3UTENBHO YEThIPE HEETH, B
kKotopble HHruOuTOp MDM?2 1in ero ¢apManeBTHUECKH MPUEMIIEMYIO COJIb BBOIAT CYOBEKTY
€XKEHEeNIeTbHO, U MEPHOJ MOKOS COCTABJISET NMPUOIU3UTENBHO NB€ Hexenn. B omHOM BapmaHTe
ocymectsieHus, uHruourop MDM2 mnpencrasnser coboii coemunenue Qopmynsl (I) wmum
dopmynsr (II). B onHom BapuanTte ocyiuecTBieHusi, HHruoutop MDM?2 BeIOpaH W3 TpyIIb,
cocrosiiet coenuHenus ¢opmyael (1), popmynsr (II), RG7388, tpunromnma, HDM201,
RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrnunHa-3, HyTiIMHA-3a, HyTIUHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmManeBTHYECKH MNPHEMIIEMbIX
cojeil. B omHOM BapuaHTe ocyuecTBieH s, MHTHOuTOp MDM2 BBIOpaH M3 rPyMIibl, COCTOSIIEH
coequnenust popmynsr (), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHUECKH
MIPUEMIIEMBIX COJIEH.

[285] B omHOoM BapmaHTe OCywecTBIeHHs, uHruomrop MDM2 wmm  ero
(apManeBTHYECKH MPHEMIIEMYIO COJIb BBOIST HYKAAIOLIEMYCS YEJOBEUYECKOMY CYOBEKTY IS
JICYSHHs IEPBUYHOTO MUENOPrOpO3a B TEYEHHE MIEPBOTO MEPHOAA BBEIEHHS], 32 KOTOPHIM 3aTeM
cleAyeT MEPUOA MOKOs, 32 KOTOPBIM 3aTeM ClieAyeT BTOPOUW mepuoAa BBeAeHUs U T.A4.. IlepBbiii
NepUO]] BBEICHUS, BTOPOIl MEPHOA BBEICHHS U MEPUO] TIOKOSI HE3aBUCUMO BBIOPAHbI M3 TPYIIIIHI,
cocrositiei u3 donee wem 1, 2,3, 4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22,
23, 24, 25, 26, 27, 28, 29, ogHOro Mecsua, NATU HEIEJNb, LIECTU HENEIb, CEMU HENENb, IABYX
MECSIIEB, AEBSITH HeAeNb, JECATH Helesb, OJUHHAALATU HeJeNlb, TPeX MecCsLEeB, TPUHAALATU
Henesb, YeTBIPHAALATH HENeNb, ISITHAALATH HEAeNb, YEeThbIpeX MecsleB U Ooyee IHEH, B
koTtopble HHruOuTop MDM?2 mnu ero ¢apMareBTHUECKH MPUEMIIEMYIO COJIb BBOIAT CYOBEKTY

TPU pa3a B ACHb, ABAXKAbI B ACHb, €KCAHCBHO, €KCHCACIIbHO, ABAXKIbl B HEACIIIO, TPU pas3a B
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HEZIeJI0, YEThIPe pa3a B HEAENIO, MATh Pa3 B HENENIO, LIECTh Pa3 B HEAENIO WU eKeMecsiuHO. B
OTHOM BapUaHTe OCYLIECTBJIEHHUS, MEPBbIH MEpUOJ BBEAEHUS HUMEET TaKyl Ke
NPOAOJDKUTENPHOCTb, KaK BTOpPOHl mepuoj BBeAeHUs. B ogHOM BapuaHTe OCYILECTBIEHHUS,
NepBBIN NEpUOJ BBEACHUs SIBIISIETCS MEHEE JJIMTENbHBbIM, Ye€M BTOpPOW mNepuoj BeefeHus. B
OJTHOM BapHaHTE OCYILIECTBJICHHs, IEPBbII NIepHOJ] BBEACHUS ABIIAETCS OOsiee NIUTENbHBIM, YeM
BTOpPOH Mepuoj BBeAeHHUs. B ONHOM BapuaHTEe OCYINECTBJEHHs, NMEPBbI MEPUOJ BBEIEHUS U
BTOPOH MEpUOJ BBENEHHs COCTABILSIIOT NMPUOJIM3UTEIBHO OAHY HEAENIO, B KOTOPble HHIHOUTOP
MDM2 unu ero ¢papMaleBTHYECKH MPUEMJIEMYIO COJIb BBOAST CYOBEKTY €KEAHEBHO, U MEPHON
TIOKOSI COCTaBJISIET MPUOJIM3UTENBHO 1B Henean. B OMHOM BapuaHTe OCYINECTBJICHUS, MEPBBIA
NepUOJ] BBEACHHS M BTOPOH MEPUOJ BBEICHUS COCTABISIFOT NMPUOIU3UTENIbHO TPHU HENENH, B
Kotopble HHruOuTOp MDM?2 1min ero ¢apManeBTHUECKH MPUEMIIEMYIO COJIb BBOIAT CYOBEKTY
€XKEIHEBHO, U MEPHOJ IMOKOS COCTABIISET MPUOIU3UTENBHO N1B€ Hexenn. B ogHOM BapuaHTe
OCYIIECTBJIEHUs, TIEpPBbI NEpPHOA BBENEHUS U BTOPOH MEepUON BBEINEHHUS COCTABIIOT
NpUOM3UTENBHO TPU HEAENW, B KoTopble uMHruowrop MDM2 wunu ero ¢apmaneBTHUECKH
NPUEMIIEMYIO COJIb  BBOIAT CYOBEKTY €XKEHENEeNbHO, W TEpPHOA IOKOS COCTABIISET
NpUOM3UTENBHO 1B Henenu. B ofHOM BapHaHTe OCYIIECTBIICHUS, TIEPBbIA MEPHOA BBEICHUS U
BTOPOH MEPUOJ BBEIEHHSI COCTABISIOT MPUOIM3UTENBHO YEThIPE HENENH, B KOTOPbIE HHTHOUTOP
MDM2 unu ero ¢papMaLeBTHUECKH TPUEMIIEMYIO COJIb BBOAST CYOBEKTY €XKEAHEBHO, U MEPHON
MIOKOSI COCTaBJISIET MPUOIM3UTENBHO JIBE€ Henelan. B OHOM BapuaHTe OCYINECTBJICHUS, MEPBBINA
NepUOJ] BBEIEHHS U BTOPOH NMEPUOJ BBEIEHHUS COCTABIISIIOT MPUOINU3UTENBHO YEThIPE HEETH, B
KoTtopble HHruOuTOop MDM?2 1mnu ero ¢apMareBTHUECKH MPUEMIIEMYIO COJIb BBOIAT CYOBEKTY
€XKEHE/IeTIbHO, U MEPUOJ MOKOs COCTABJIsAET NMPUOIU3UTENBHO NB€ Hexenu. B ogHOM BapuaHTe
ocyuectBieHus, uHruourop MDM2 mnpencraBnser coboii coemunenue Qopmyns (I) wm
dopmyaer (II). B ogHOM BapumanTe ocymectBieHusi, uHruoutop MDM?2 BbIOpaH M3 TPYIHIIBL,
cocrosimeit coemuuenus ¢opmynsl (1), dopmynsr (II), RG7388, tpunrommma, HDM201,
RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nytnuHa-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaieBTHUYECKU MNPUEMIIEMbIX
cojeil. B omHOM BapuaHTe ocymecTBieHus, HHTHOuTop MDM2 BBIOpaH U3 rpymIibl, COCTOSIIEH
coequnenust ¢popmyner (), ¢opmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHUIECKH
MIPUEMIIEMBIX COJIEH.

[286] B omHOM BapmaHTe oOCyIIecTBieHHs, uWHruomrop MDM2 wumm  ero
bapManeBTHYECKH MPHEMIIEMYIO COJIb BBOIST HYKAAIOLIEMYCSl YEJIOBEUYECKOMY CYOBEKTY IS
JIeYeHHUs] XPOHUUECKO MuenoreHHoH neiikemun (CML) B TeueHHne nepBOro nepruoaa BBEIACHUS,
3a KOTOPBIM 3aT€M CleAyeT MepHoj IMOKOs, 32 KOTOPbIM 3aTeM CleAyeT BTOpPOH mepuon
BBefieHUs1 U T.A.. IlepBblii mepuoa BBeneHHUs, BTOPOW NEpUOA BBEIEHUS M MEPUOA IMOKOs
HE3aBHCHUMO BBIOPAHBI U3 TPYIIIBI, cocTosimei u3 donee uem 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12,
13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 0AHOTO MecCsla, MSATU HEAEb,

mecTu HEAECb, CEMU HCAC/Ib, ABYX MECALECB, NCBATHU HEACIb, ANCCATU HEACIb, OAWHHAALATH
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Henesnb, TPEX MeCSLEB, TPUHAALATH Henesb, YeThIpHAILATH HENeNb, MATHAALATH HEIelNb,
YeThIpex MecsleB U Oojee AHEW, B KOoTopble mHruoOmTop MDM2 mmm ero ¢apmaneBTHUECKH
NPUEMJIEMYIO COJIb BBOAST CYOBEKTY TPH pasa B JEHb, ABAWKABI B J€Hb, €XKEIHEBHO,
€KEHENIeIbHO, JBAXIbl B HENENI0, TPU pa3a B HEAENIO, YeThbIpe pa3a B HENEN0, NATh pa3 B
HEJeN0, LIECTh Pa3 B HENEeNI0 WM eXeMecA4HO. B OlHOM BapuaHTe OCYLIECTBJIEHHUS, MEPBbII
NepuoJ] BBEJEHUsS HMEET TaKyl e IPONOJKUTEIbHOCTb, KaK BTOPOH mepuoj BBeneHus. B
OJTHOM BapHaHTe OCYLIECTBJICHHUs, NIEPBbIH NMEPHOA BBEEHHS SIBJISETCS MEHEE AJIUTENIbHBIM, YeM
BTOpPOH MEpUON BBEACHUs. B ONHOM BapwaHTE OCYIIECTBJICHHs, MEPBBIH MEPUOJ BBEICHUS
sBIsieTCsT Oojiee UIMTENbHBIM, YeM BTOPOW TepUOJ BBeNeHHWs. B OIHOM BapuaHTe
OCYIIECTBIICHHsI, TEPBbIi TMEPUOA BBEACHUS M BTOPOW MEPHOA BBEACHHUS COCTABISIFOT
NPUOJM3UTENBHO OHY HENeNo, B KoTopble MHrubutop MDM2 wmm ero ¢apManeBTHYECKH
NPUEMIIEMYIO COJIb BBOZSIT CYOBEKTY €KEIHEBHO; M MEPHOJ IMOKOSI COCTABIISIET MPUOIU3UTEIBHO
nBe Henenu. B omHOM BapuaHTe OCYIIECTBIIEHHS, NEPBBIN MEPHOA BBEAEHHSI U BTOPOH MEPUOL
BBEJICHUS] COCTABIISIIOT NMPHUOJM3UTENBHO TPH HEAETIH, B KOTOpble MHrHOuTOop MDM?2 nmm ero
(apManeBTHYECKH TPUEMIIEMYIO COJIb BBOIST CYOBEKTY €XKEIHEBHO, W TMEePUON IOKOs
COCTaBJISIET MPUOIM3UTENBHO ABE Helenu. B oJHOM BapuaHTe OCYIIECTBJICHUS, IEPBBIN MEPUOLT
BBEJICHUSI M BTOPOW MEPHOJ BBEAEHHS COCTABJSIIOT MPHOIM3UTENBHO TPU HENENH, B KOTOPBIE
uHruourop MDM2 wmnmu ero (QapManeBTHYeCKH NPUEMIIEMYIO COJb BBOIST CYOBEKTY
€XKEHEeNIeTbHO, U MEPHOJ MOKOS COCTABJISET NMPUOIU3UTENBHO NB€ Hexenn. B omHOM BapmaHTe
OCYILIECTBIIEHHsI, TEPBbIi IEPHUOA BBEACHHUS M BTOPOH MEPHOA BBEAEHHUS COCTABILSIIOT
NPUONU3UTENBHO YeThIpe HeAeNd, B KoTopble nHruoutop MDM2 wunu ero ¢apmaneBTHUECKH
NPUEMIIEMYIO COJIb BBOAST CYOBEKTY €KEIHEBHO; U MEPHOA MOKOsI COCTABISIET NMPUOIU3UTEIBHO
nBe Henenu. B omHOM BapuaHTe OCYLIECTBIIEHMs, NEPBbII NMEPHOA BBEAEHHS] U BTOPOH MEPUOL
BBEJIEHHsI COCTABIISIOT MPUOIU3UTEIIBHO YEThIpe HeleNu, B KOTopble nHruobutop MDM2 unu ero
(apmMaLeBTHYECKH NPUEMJIEMYIO COJIb BBOAAT CYOBEKTY €XKEHENEeNbHO, M NEePHOA ITOKOS
COCTaBJISIET MPUOJIM3UTENILHO JIBE HENeaH. B ONHOM BapuaHTE OCYLIECTBJICHHUS, WHTHOUTOP
MDM?2 npencrapinsieT coboii coenunenue Gopmyasl (I) wiu dopmyssr (IT). B onHOM Bapuante
ocyiecTBieHust, THruouTop MDM?2 BriOpan U3 rpymibl, cocrosimeii coeauaenus: popmysl (1),
dopmyasl (I1), RG7388, tpunrommaa, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/IuHA-3a, HyTJIuUHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 u ux ¢QapmaLeBTUYECKH NPUEMIIEMbIX cojieil. B OIMHOM BapuaHTE OCYIIECTBIICHHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenquHerus Gopmynsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux hapmManeBTHUIECKN PUEMIIEMBIX COJIEH.

[287] B omHOM BapmaHTe OCyIIeCTBIeHHs, wuWHruomrop MDM2 wumm  ero
dapManeBTHYECKH MPHEMIIEMYIO COJIb BBOIST HYKAAIOLIEMYCS YEJIOBEUYECKOMY CYOBEKTY IS
JeUeHuss OCTpoi MuesoreHHOH nefikemun (AML) B TedeHue mepBOro mnepuoaa BBENCHUS, 32
KOTODPBIM 3aTe€M CJIEyeT Nepro] NOKOs, 3a KOTOPbIM 3aTe€M CJIeyeT BTOPOI Nepruo]] BBEACHUS U

T.4.. IlepBelii mepuOn BBEAEHHWs, BTOPOW MEPHUON BBEACHHS U IEPUOA MOKOS HE3aBUCUMO
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BBIOpaHBI U3 TPYIIIBL, cocTosIel u3 bonee uem 1, 2, 3,4, 5,6,7, 8,9, 10, 11, 12, 13, 14, 15, 16,
17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, onHOTO Mecsila, NATU HEAENb, [IECTU HEJelb,
CeMHM Hejenb, ABYX MECSLEB, NEBATU HeMeNb, NECATU HeAeNlb, OAMHHAALATH HeAelb, Tpex
MeCsLeB, TPUHALATH HeZlelb, YeTbIPHAALATH Hellelb, IISTHAALATU HeeNb, YeTbIPEX MECSALEB U
Oonee nHeil, B kotopble nHrnOuTop MDM2 mnm ero (apMarneBTHUECKH MPUEMIIEMYIO COJb
BBOIST CYOBEKTY TPU pas3a B JI€Hb, JBAKAbI B JI€Hb, €KEIHEBHO, €KEHENETbHO, BAXKIBI B
HEZEJ0, TPU pa3a B HEJENM0, YEThIPE pa3a B HEAEIIO, MATh Pa3 B HEAEINIO, IECTb Pa3 B HEJENIO
WIH exXeMecsdHO. B oHOM BapuaHTe OCyIeCTBIEHHs, MEPBBIN MEPUOJ BBEIEHUS UMEET TaKYIO
)K€ TMPOJOJIKUTENIbHOCTh, KaK BTOPOI Mepuon BBeAeHHs. B OIHOM BapuaHTE OCYLIECTBIICHHS,
NEepBBIN MepUOJ] BBEACHUs SIBIISIETCS MEHee IJINTENbHbIM, YeM BTOpPOH mnepuop BBeneHus. B
OJTHOM BapHAaHTE OCYILIECTBJICHHs, TIEPBBII NEPUOJ BBEACHNUS SBIIIETCS OOJiee NITHTEIbHBIM, YeM
BTOpPOI mepuoj BBeleHHs. B OonHOM BapuaHTe OCYIIECTBIEHHs, MEPBbII MEepUON BBENEHUS U
BTOPOH MEPUOJ BBEICHUS COCTABILSIIOT MPUOIU3UTENILHO ONHY HEIEJNI0, B KOTOpPBbIE HHTHOUTOP
MDM2 unu ero ¢papMaleBTHYECKH MTPUEMIIEMYIO COJIb BBOAST CYOBEKTY €XKEAHEBHO, U MEPHON
MIOKOSI COCTaBJISIET MPUOIU3UTENBHO 1B Heneldn. B OHOM BapuaHTe OCYINECTBJICHUS, MEPBBIA
NepUOJ] BBEACHHUS M BTOPOH MEPUOJ BBEICHUS COCTABISIFOT NMPUOIU3UTENIbHO TPH HENENH, B
KoTtopble HHruOuTOp MDM?2 1in ero ¢apMareBTHUECKH MPUEMIIEMYIO COJIb BBOIAT CYOBEKTY
€XKEIHEBHO, U MEPUOJ IMOKOS COCTABIISET MPUOIM3UTENBHO N1B€ Hexenn. B omHOM BapuaHTe
OCYIIECTBJICHUs, MEPBbI NEPHOA BBENEHUS U BTOPOH MEpUON BBEINEHHS COCTABIAIOT
NpUONM3UTENBHO TPU HEAeNnu, B Kortopble uHruourop MDM2 wunu ero dapmareBTHUECKH
NPUEMJIEMYIO COJIb  BBOZAT CYOBEKTY €KEHENeNbHO, W TEpHOA IOKOS COCTaBISET
NpUONM3UTENBHO J1BE€ Hefenu. B ofHOM BapuaHTe OCYIECTBIICHUS, TIEPBbIM MEPHOA BBEIECHUS U
BTOpPO# MEPHOJ BBEAECHHSI COCTABIIIOT NPUOIM3UTENIBHO YEeThIpe HElet, B KOTOPble HHTHOUTOP
MDM2 unu ero gpapMaLeBTUYECKH TPUEMIIEMYIO COJIb BBOIST CYOBEKTY €XeIHEBHO, U MEePUO
TIOKOSI COCTaBJISIET NMPHUOIU3UTENBHO J1BE HEAEaH. B OJHOM BapuaHTe OCYINECTBJICHUS, MEPBbIHA
NIepUO]] BBEEHHSI U BTOPOU MEPUOJ BBEIEHHUS COCTABJISIIOT NMPHUOIU3UTENBHO YEThIPE HEEIH, B
KoTopble HHruOUTOp MDM?2 min ero ¢papMareBTHYECKH MPUEMIIEMYIO COJIb BBOISAT CYOBEKTY
€KEHEeNIeJIbHO, U MEPHOJ MOKOSI COCTABJISIET NMPUOIU3UTENbHO N1B€ Henenn. B oqHOM BapuaHTe
ocywectBieHus, uHruonrop MDM2 mnpencrasnser coboii coenmnenue ¢opmynsl (I) wmm
¢dopmynsr (II). B onHOM BapmaHTe ocyiuecTBieHusi, HHruOuTop MDM2 BbIOpaH W3 TPYIIIHL,
cocrositneit coemuHenuss ¢opmyael (1), ¢opmynsr (II), RG7388, tpunrommma, HDM201,
RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrtnuna-3, HyTiauHa-3a, HyTInHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmManeBTHUYECKH MNPUEMIIEMbIX
coneil. B omHOM BapuaHTe ocymecTBiaeHust, THrHOuTop MDM2 BrIOpaH M3 rpymIibl, COCTOSIIEH
coequnenust ¢popmynel (), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHIECKH
MIPUEMJIIEMBIX COJIEH.

[288] B omHOM BapmaHTe oOCyIlecTBieHHs, wuHruomrop MDM2 wumm  ero

bapMaeBTHYECKH MTPUEMIIEMYIO COJIb BBOJST HYKAAIOLIEMYCS YEJIOBEUYECKOMY CYOBEKTY IS
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neyeHnss KapuuHoMbl u3 kietok Mepkens (MCC) B TedeHue mepBOro mepuoia BBENSHHS, 32
KOTOPBIM 3aTe€M ClIeAyeT NEPUOA MOKOs, 32 KOTOPBIM 3aTEM CJIelyeT BTOPOI NMEPUOA BBEACHUS U
T.4.. IlepBelli mepuox BBENEHUs, BTOPOM MNEPUOA BBEACHUS U NEPHUOJ IOKOs HE3aBUCHUMO
BbIOpaHbI U3 TPYIIIBL, cocTosiel u3 bonee uem 1, 2, 3,4, 5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16,
17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, onHOro Mecsla, MITH HeAelb, [IeCTU Helelb,
CeMH HeAenb, ABYX MECSLEB, NEBATU HEENb, NECSATU HeAeNlb, OAMHHAALATH HeAelb, TpeX
MECALEeB, TPUHAALUATH HeZlelb, YETbIPHAALATH Helelb, IIATHAALATU HEAeNb, YEThIPEX MECSALEB U
Oonee nHeit, B koTopble MHrHOMTOPp MDM?2 wmnu ero ¢apManeBTUYECKH MPUEMIIEMYIO COJb
BBOIAT CYOBEKTY TPU pa3a B JEHb, JBaXIbl B JI€Hb, €KEIHEBHO, €KEHENENbHO, IBAXKIbI B
HEZIeNI0, TPU pa3a B HEJEN0, YeThIPe pa3a B HEAENIO, MATh Pa3 B HEAEJNIO, IECTh pa3 B HEJENIO
WIN exxeMecsdHo. B olHOM BapuaHTe OCyIleCTBIEHHs, EPBBIN MepUOJ BBEIEHUS UMEET TaKyIo
K€ MPOJOJIKUTENbHOCTh, KaK BTOPOI Mepuoj BBeAeHHs. B ofHOM BapuaHTe OCYLIECTBIIEHHS,
NEepBBIN MEepUOJ] BBEACHUsI SBISIETCS MEHee JUJIMTENbHbIM, YeM BTOpPOH mnepuop BBeneHus. B
OJTHOM BapHaHTE OCYILIECTBJICHHS, TIEPBBII NIEPUO] BBEACHHUS SBIISIETCS OOJiee NITUTEIbHBIM, YeEM
BTOpPOI mepuoj BBeleHHs. B OnHOM BapuaHTEe OCYINECTBJEHUs, MEPBbI MepuOJ BBENEHUS U
BTOPOH TMEPUOJ BBEICHUS COCTABILSIIOT MPUOIU3UTENbHO OHY HEIEJNI0, B KOTOpPbIE HHTHOUTOP
MDM2 unu ero ¢papMaleBTHYECKH TPUEMIIEMYIO COJIb BBOAST CYOBEKTY €XKEAHEBHO, U MEPHON
MIOKOSI COCTABJIIET MPUOIU3UTENBHO 1B Henelan. B OIHOM BapuaHTe OCYINECTBJICHUS, MEPBBIA
NepuoJ BBEACHHUS M BTOPOH NEpPUOJ BBEICHUS COCTABISIFOT NMPUOIU3UTENbHO TPH HENENH, B
KoTtopble HHruOuTop MDM?2 mnn ero ¢apMareBTHUECKH MPUEMIIEMYIO COJIb BBOIAT CYOBEKTY
€XKEIHEBHO, U MEPUOJ MOKOs COCTABIISET NMPUOIU3UTENBHO N1B€ Hexenn. B omHOM BapuaHTe
OCYIIECTBJICHUs, MEPBbI NEPUOA BBENEHUS U BTOPOH MEPUON BBEIAEHHS COCTABIIOT
NpUONM3UTENBHO TPU HeAenu, B KoTtopble uHruourop MDM2 unu ero ¢apmaieBTHUECKH
NPUEMJIEMYI0 COJIb  BBOAAT CYOBEKTY €)KEHENeNbHO, M MEepPHOJ IOKOS COCTaBISET
npuOIM3UTENBHO ABE HEAeIH. B OMHOM BapuaHTe OCYLIECTBIICHUS, IEPBbIH MEPHUOJ] BBEICHHS U
BTOPOH MEPUOJ BBEIEHHSI COCTABIISIIOT MPUOIM3UTENIbHO YEThIPEe HEIENH, B KOTOPbIe HHTHOUTOP
MDM2 unu ero ¢papMaleBTHYECKH MPUEMJIEMYIO COJIb BBOAST CYOBEKTY €XKEAHEBHO, U MEPHO
MIOKOSI COCTaBJISIET MPUOJIM3UTENBHO 1B Henelan. B OMHOM BapuaHTe OCYINECTBJICHUS, MEPBBIA
NIepUOJ] BBEIEHHSI U BTOPOH MEPUOJ BBEIEHHUS COCTABIISIIOT NMPHUOIU3UTENBHO YEThIPE HECIH, B
Kotopble HHruOuTOp MDM?2 1min ero ¢apManeBTHUECKH MPUEMIIEMYIO COJIb BBOIAT CYOBEKTY
€XKEHEe/IeTbHO, U MEPHOJ MOKOSI COCTABJISIET NMPUOIU3UTENBbHO N1B€ Hexenn. B omHOM BapuaHTe
ocymectsieHus, uHruonrop MDM2 mnpencrasnser coboii coemmnenue ¢opmynsl (1) wmm
dopmyner (II). B omHoM BapmanTe ocyuiecTBieHusi, nHrHOuTop MDM?2 BBIOpaH W3 TPYIIIIBI,
cocrositneit coemuHenuss ¢opmyael (1), opmynsr (II), RG7388, tpunrommma, HDM201,
RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, myrnuna-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmManeBTHUYECKH MPUESMIIEMbIX
coneil. B ogHOM BapuaHTe ocymecTBiaeHust, UHrHOuTop MDM2 BrIOpaH M3 rpymmbl, cOCTOSIIEN
coequnenust ¢opmynsl (), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmarneBTHuecKu
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MIPUEMIIEMBIX COJIEH.

[289] B omHOM BapmaHTe OCyIIeCTBIeHHs, uHruomrop MDM2 wumm  ero
(apMaLeBTHYECKU MMPUEMIIEMYIO COJIb BBOAST HYKIAKOIIEMYCsI CYOBEKTY IS JIeYeHUs paka B 1-
7 muu 21-nHeBHoro 1nukia (B 8-21 muu marunOutrop MDM2 He BBOAST) B TeUYEHHE MEPHOIA,
BbIOpaHHOTO U3 3 Henenb, 6 Hexelnb, 9 Henenb, 12 Henenb, 15 Henenb, 18 Heneny, 21 Henens, 24
Henenb, 27 Henenb, 30 Hemenb, 33 Hexenb, 36 Hedenb, 39 Henenb, 42 Henenb, 45 Hemenb, 48
Henenb, 51 Henmenw, 54 Henmenb, 57 Hemenb, 60 Hepenb, 63 Henenab, 66 Henenb, 69 Henmenb, 72
Henesib, 75 Henenb, 78 Henenb, 81 Henenb, 84 Henenb, 87 Henenb, 90 Hexenb, 93 Henesb, 96
Henenb, 99 Henenb, 102 Henenw, 105 venenn, 108 Henens, 111 Henens, 114 venens, 117 Heneny,
120 memens, 123 Henmenb, 126 Henenb, 129 Hemenb, 132 Hemenb, 135 Henmens, 138 nHenmens, 141
Henenb, 144 venens, 147 venens, 150 Henens, 153 Henenb u 156 Henens, rae uHrnOuTOp MDM?2
BbIOpaH wu3 Tpynmbl, cocrosimeil coemnmHeHust ¢opmyasl (I), dopmymer (II), RG7388,
tpunrronraa, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/iuHa-3a, HyTnHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 wu wux
(dapMalleBTHYECKU TPUEMJIEMBIX COJIeH, B KOTOPOM pak BbIOpaH W3 TPYMIbI, COCTOSIIEH H3
KapLUUHOM, TaKMX KaK PaK MOYEBOTO My3bIPs, MOJIOYHOW >KEJIe3bl, TOJCTOM KHIIKH, MPSMOU
KUIIKY, TMOYEK, TMEeYEHHU, JIETKNX (MEJIKOKJIETOYHBI pakK JIETKMX M HEMEJKOKJIETOYHBIH pak
JIETKHX ), MUIIEBOJA, JKETYHOTO My3bIPsi, SIMUHUKOB, MOIKETYIOYHOMN JKeJIe3bl, KeyIKa, eHKH
MaTK{, IIUTOBUAHOW KeJie3bl, MPOCTATBHI, TOJIOBBI M IIEH, M KOXU (BKIOUash Oa3ajbHBIA U
IJIOCKOKJIETOYHBIM paK, MEJNaHOMy, KapLUUHOMY M3 KiIeTok Mepkens, capkoMmy Kanomny,
TUM(OMBI KOXH); T€MOINO3TUYECKUX Omyxoyell JuM(OUAHON JUHUM (BKJIIOYAs JIEHMKEMMIO,
ocTpyro JTUM(DOTEHKEMHUI0, XPOHUYECKYIO MHEJIOTeHHYIO JIEHKEMHIO, OCTPYIO JHM(OOIaCcCTHYIO
aefikemuto, B-xmerounyro gumpomy, T-knerounyro auMbomy, auMpomy XOIKKHHA,
HEXOJDKKUHCKYIO JTUM(OMY, BOJOCHCTO-KJIETOYHYIO JuMpomy u numbpomy bepkurra),
reMOIOdTHYECKUX OIMyXOJield MUEJOUTHOTO MPOUCXOXKIAEHHUS (BKIIIOUAs OCTPYIO U XPOHUYECKYIO
MUEJIOTEHHY)  JIEHKeMHUIO, MUEJOIUCIUIACTUYSCKUH CHHIPOM H  MPOMHUEJIOLUTAPHYIO
JEWKEeMHUI0), ONyXOJM ME3eHXMMAaJbHOTO NPOUCXOXKAeHUs (Bkroudas (Qubpocapkomy u
pabmoMuocapkoMy H JApPyTrHU€ CapKOMbI, HAampuUMep, MSTKUX TKaHEW W KOCTEH), OMyXOJu
LEHTPAJIIbHOW U mepu(epruuecKoil HEPBHON CUCTEMBI (BKIIFOYAst aCTPOLIMTOMY, HelpobiacTomy,
TJIMOMY, TJIMOOJIACTOMY W IIBAHHOMBI), M JPYTHE OMyXOJH (BKJIIOYAs MEJAHOMY, CEMHHOMY,
TEPATOKAPLUUHOMY, OCTEOCAapPKOMY, TMUTMEHTHYI) KCEHONEPOMY, KEPAaTOKTaHTOMY U
(bONTUKYNSPHBIA paK IIMTOBUIHOW keie3bl). B OOHOM BapHaHTE OCYIIECTBJICHHS, WHTHOUTOP
MDM2 BbiOpan w3 rpynmbl, coctosmei coenuHenus Gopmyasl (1), ¢popmymnsr (1), RG7388,
HDM?201, RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B, APG-115,
MI-1601 n ux papmaneBTHIECKHA MPUEMIIEMBIX COJIEH.

[290] B omHOM BapmaHTe OCyIIeCTBIeHHs, uWHruomrop MDM2 wumm  ero
(dapMaLeBTHYECKU MTPUEMIIEMYIO COJIb BBOASIT Hy’KIaromeMycsi cyobekty s jedenuss MPN B
1-7 muu 21-gHeBHOrO 1uKia (B 8-21 guu mHrHOuTop MDM?2 He BBOIST) B TeUeHHE MepUOaA

BpPEMEHH, BBIOPaHHOTO U3 3 Hexenb, 6 Hexenb, 9 Henenb, 12 Henenb, 15 Henenb, 18 Henenb, 21
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Henenb, 24 Henenb, 27 Henenb, 30 Henenb, 33 Heaenb, 36 Hedenb, 39 Henenb, 42 Henenb, 45
Henenb, 48 Henenb, 51 Henmenb, 54 Henenb, 57 Heaenb, 60 Henenb, 63 Henenb, 66 Henenb, 69
Hedellb, 72 Hedenb, 75 Hedenb, 78 Hedenb, 81 Hedenb, 84 Hexenb, 87 Hexenb, 90 Hemenb, 93
Henenb, 96 Henenb, 99 Henenb, 102 Henens, 105 venens, 108 nvenens, 111 Hengens, 114 Heneny,
117 uvenens, 120 Henmenw, 123 Henmenb, 126 Henmennb, 129 Henens, 132 Hemenb, 135 Henmenb, 138
Henenb, 141 Henmenw, 144 nenmens, 147 nemenb, 150 Hepenb, 153 Henmenn, u 156 Hemenb, rie
urrnourop MDM2 BbiOpaH u3 rpynmsl, cocrosiuel coenuHenus ¢popmyisl (I), popmymsr (II),
RG7388, tpunromuma, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wnyrnunHa-3, HyT/InHa-3a, HyTJIuHa-3b, cepaemeraHna,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
(apManeBTHYECKH MPHEMJIEMbIX COJiel, B KoTopoM MPN BbeIOpaH W3 TIpyImbl, COCTOSIIEH H3
uctuHHOM noymuuremun (PV), muenodpudposa, nepsuynoro muenodpudposa, TpoMOOLUTEMHUH,
scceHnuanbHol  TpomOommremun (ET), wunmonatmueckoro wmwuenodgudpos3a, CHUCTEMHOTO
macrormrosa (SM), xpornueckorn HeHTpodrbHOH nefikemun (CNL), MUenToauCIiiacTU4eckoro
cuagpoma (MDS), cucremHoro 3aboneBanusi TyuHbeix kietok (SMCD). B omHom BapuanTe
ocyecTsieHust, ”Hruontop MDM2 BriOpan u3 rpymrbl, cocrosimeii coenuaenus popmysl (1),
dopmyiner (II), RG7388, HDM201, RG7112, CGM097A, CGMO0970B, SAR405838, MK-8242,
DS-3032B, APG-115, MI-1601 u ux ¢apmMarneBTHIeCKH MPHUEMIIEMbIX COJIEH.

[291] B omHOM BapmaHTe OCyIIeCTBIeHHs, wuWHruomrop MDM2 wumm  ero
(dapMalleBTHYECKH TMPUEMIIEMYIO COJIb BBOAAT HYXKAAOIIEMYCsl CyOBeKTy Ui JICYCHHS
nepBu4HOrO Muenaodpudposa B 1-7 qam 21-nueBHoro nukna (B 8-21 aau naruburop MDM?2 He
BBOJIAIT) B TEUEHUE MIEPHOAA BPEMEHH, BBIOpAaHHOIO U3 3 Henenb, 6 Henenb, 9 Henenb, 12 Henenb,
15 nepenb, 18 Henenb, 21 Henenb, 24 Henenb, 27 Henenb, 30 Henenb, 33 HeAenb, 36 Heaenb, 39
Henenb, 42 Henenb, 45 Henenb, 48 Hemenb, 51 Hepenb, 54 Henenb, 57 Henmenb, 60 Henmenb, 63
Henenb, 66 Henenb, 69 Henmenb, 72 Hexenb, 75 Hedenb, 78 Henenb, 81 Henmenb, 84 Hemenb, 87
Henenb, 90 Henmenb, 93 Henenb, 96 Henenb, 99 Henens, 102 Henensb, 105 Henens, 108 Hemens, 111
Henenb, 114 vemenb, 117 nemenb, 120 Henmens, 123 Hemennb, 126 Hemenb, 129 Hemens, 132
Heneb, 135 Henenb, 138 nenens, 141 venens, 144 vHenens, 147 nepenn, 150 Henens, 153 Henens
u 156 nvepenp, rae uaruourop MDM2 BeIOpaH M3 TpyNIIbL, COCTOSINEH COSAMHEHUsS (HOPMYIIbI
(D, dopmynsr (II), RG7388, tpuntomuma, HDM201, RG7112, CGM097A, CGM0970B, SJ-
172550, SAR405838, MI-773, MX69, YH239-EE, RO8994, nytnuna-3, HyT/InHa-3a, HYTJIWHA-
3b, cepnemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115,
MI-1601 u ux (apmaueBTHUECKH MPHEMIIEMbIX coyieli. B OHOM BapuaHTe OCYIIECTBICHHS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHerus popmyinsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGM0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux hapmManieBTHUECKN PUEMIIEMBIX COJIEH.

[292] B omHOM BapmaHTe OCyIIeCTBIeHHs, uWHruomrop MDM2 wumm  ero
(dapMalleBTHYECKH TMPUEMIIEMYIO COJIb BBOAAT HYXKAAOIIEMYCsl CyOBeKTy Ui JICYCHHS
UCTUHHOW monunureMuu B 1-7 nuHu 21-mHeBHOro mukna (B 8-21 muu marubutrop MDM2 He

BBOJIAT) B TEUEHHUE MIEPUOAA BPEMEHH, BBIOpAaHHOTO U3 3 Henenb, 6 Henenb, 9 Henenb, 12 Henens,
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15 wenens, 18 venmenb, 21 Henens, 24 Henenb, 27 Henenb, 30 Henenb, 33 Henmenb, 36 Henenb, 39
Henenb, 42 Henenb, 45 Henenb, 48 Henenb, 51 Heaenb, 54 Henenb, 57 Henenb, 60 Henenb, 63
Henelib, 66 Hexenb, 69 Hedenb, 72 Hedenb, 75 Hedenb, /8 Hedenb, 81 Hexenb, 84 Hepenb, 87
Henenb, 90 Henenb, 93 Henenb, 96 Heaenb, 99 venens, 102 vHenens, 105 venens, 108 Henens, 111
Henenb, 114 Hemenb, 117 Hemenb, 120 Henmenb, 123 Hepmenb, 126 Hemenb, 129 Hemens, 132
Henenb, 135 Henensb, 138 Henenn, 141 Henennb, 144 Henenb, 147 Henenn, 150 Henens, 153 Henenb
u 156 menens, roe nHrHONTOp MDM2 BHIOpaH M3 IPyNIbl, COCTOSILIEH COEAMHEHUS (OPMYIIBI
(D, dopmyasr (II), RG7388, tpuntomuma, HDM201, RG7112, CGM097A, CGM0970B, SJ-
172550, SAR405838, MI-773, MX69, YH239-EE, RO8994, nytnuna-3, HyT/InHa-3a, HYTJHUHA-
3b, cepnemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115,
MI-1601 u ux (apmaueBTHUECKH MPHEMJIEMbIX coyieli. B OMHOM BapuaHTe OCYIIECTBIICHHS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenquHerust Gopmyisl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux papmManieBTHHECKN MPUEMIIEMBIX COJIEH.

[293] B omHOM BapuaHTe OCyIIeCTBJeHHs, uWHruomrop MDM2 wumm  ero
(apMaLleBTHYECKU TIPUEMJIEMYIO COJIb BBOASIT HYKIAIOIIEMYCS YEJIOBEYECKOMY CYOBEKTy IUis
JIeUeHUs 3aBUCUMON OT (hjieOOTOMHM UCTUHHOM nojimiuremun B 1-7 qau 21-nHeBHOTO LUKIA (B
8-21 mum mHruourop MDM2 He BBOIAT) B TEUEHHE MEPUONA BPEMEHH, BBIOPAHHOTO H3 3
HedeNlb, 6 Henmenb, 9 Hemenb, 12 Hepenb, 15 Hemenw, 18 Hemenb, 21 Hemenb, 24 Henmenn, 27
Henenb, 30 Henenb, 33 Hemenb, 36 Hexenb, 39 Henenb, 42 Henenb, 45 Henenb, 48 Henmenb, S1

Henenb, 54 Henenb, 57 Henmenb, 60 Henenb, 63 Heaenb, 66 Heaenb, 69 Henenb, 72 Henenb, 75

2

Henenb, 78 Henenb, 81 Hedenb, 84 Hedenb, 87 Hedenb, 90 Hexenb, 93 Hexenb, 96 Henenb, 99

Henenb, 102 Henmenb, 105 Hemenb, 108 Hemenb, 111 Henmennb, 114 Hemens, 117 Hemenb, 120
Henenb, 123 Hemenb, 126 Hemenb, 129 Henmenb, 132 Henmenn, 135 Hemenb, 138 Hemens, 141
Henesb, 144 venenn, 147 venenn, 150 nenens, 153 nenens u 156 venens, rae uarudutop MDM?2
BbIOpaH w3 rpymnbl, cocrosimeit coemnmuenus ¢opmyasl (1), dopmyner (II), RG7388,
tpunronuna, HDM201, RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/iuHa-3a, HyTJiMHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
(bapmMareBTHYECKH PUEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyIuecTBieHus, HHruonTop MDM?2
BBIOpaH U3 rpymiel, coctosmeit coenqunerus ¢popmydst (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(apmareBTHYECKH IPUEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyuecTBieHus, HHruonTop MDM?2
npexncrasisier codoit coenunenue gopmynsl (I) wm dopmyner (II) u ero dapmaneBTHUECKH
npuemiieMyro cosib; 1 MDM 2 uHruburop BBOAAT mepopainbHO mpu go3e 120 mr umm 240 mr
onuH pa3 B aeHb (QD). B ogHOM BapuaHTe OCYINECTBIICHUS, YEIOBEUECKUI CYOBEKT CTpaiaeT OT
HerepeHocuMocTH ruapokcumoueBuHbl (HU) (menonmycrtumblie modounsle 3¢ ¢dexter). B ogHOM
BapUaHTE OCYLIECTBICHHUS, YeJIOBEUECKUI CyObEeKT HEBOCTIPpUMMUUNB K ruapokcumoueBrHe (HU)
(HeanexkBaTHbIN OTBET). B OHOM BapHwaHTe OCYIIECTBIIEHHS, YENIOBEUECKUN CyOBEKT CTpanaer

OT CIUIEHOMerajuu. B oHOM BapuaHTe OCYILIECTBJIEHUS, YENOBEUECKUN CYOBEKT CTpamaeT OT
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CIUICHOMETAJINH | SIBJISIETCS 3aBUCUMBIM OT (piieboToMuu. B onHOM BapHwaHTe OCYIIECTBIICHUS,
YeJIOBEUEeCKHI CyOBeKT SIBIISIETCS] 3aBUCUMBIM OT (hyieboTomun Oe3 CruieHomeraianu. B omHoMm
BapHaHTe OCYIIECTBIICHUS, YEJIOBEKY HE TIOMOTJIa TePaIusi PyKCOJIUTUHUOOM.

[294] B opmHOM BapmaHTe OCywlecTBIeHHs, uHruourop MDM2 wmum  ero
(bapMaleBTHYECKH TPUEMIIEMYIO COJIb BBOZST HYXKIAIOIIEMYyCss CYOBEKTy [UIsl JIeYeHUs
SCCEHINAJIbHOM TpoMOoLuTemuu B 1-7 nuu 21-nHeBHOrO nukia (B 8-21 nuu uHruourop MDM?2
HEe BBOJAT) B TeUEHHE MEepUOJa BPEMEHH, BHIOPAHHOrO M3 3 Henmesb, O Henenb, 9 Henmenb, 12
Henesb, 15 Hepenb, 18 Henenb, 21 Henenb, 24 Henenb, 27 Heaenb, 30 Hexenb, 33 Hedesb, 36
Henenb, 39 Henenb, 42 Henmenb, 45 Henenb, 48 Hepenb, 51 Henenb, 54 Henmenb, 57 Henmenb, 60
Henenb, 63 Henmenb, 66 Hemenb, 69 Hexenb, 72 Hedenb, 75 Henenb, 78 Henmenb, 81 Henmenb, 84
Henenb, 87 Henenb, 90 Henenb, 93 Hegenb, 96 Henenb, 99 Henenb, 102 Henens, 105 Hepens, 108
Henenb, 111 wemensb, 114 wemenb, 117 wenens, 120 nemenn, 123 Hemens, 126 Henmens, 129
Henenb, 132 Hepenb, 135 Hemenb, 138 Henmenb, 141 nemenn, 144 nemens, 147 uenmens, 150
Henenb, 153 Henmenb, U 156 Hemenb, rne mHrnOUTOp MDM?2 BHIOpaH U3 TPYNIBI, COCTOSIIEH
coequnenust ¢opmyasl (1), dopmynsr (1), RG7388, tpunrommma, HDM201, RG7112,
CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994,
HYTJHHA-3, HyT/IIMHA-3a, HyTJMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmamneBTHUeCKd MNpPUEMJIEMbIX Cojieil. B
OJHOM BapUaHTE OCYyLeCTBIeHHUs, HHruobutop MDM2 BeIOpaH W3 TPYIIBL, COCTOSIIEH
coequnenust ¢opmynsl (), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux dapmaneBTudecku
MIPUEMJIIEMBIX COJIEH.

[295] B opmHoM BapuaHTe oOcCywlecTBieHHs, uHruourop MDM2 wmum  ero
(dapMaleBTHYECKH TPUEMIIEMYIO COJIb BBOZST HYXKIAIOIIEMYyCst CYOBEKTy [UIsl JIeYeHUs
XpoHnueckor muenorenHoi jerikemun (CML) B 1-7 nuu 21-gHeBHOro uwukia (B 8-21 nuHu
uHruourop MDM2 He BBOIAT) B TEUEHHE MEPUOJA BPEMEHH, BBIOPAHHOTO M3 3 Henenb, 6
Hedesb, 9 Henenb, 12 Henmenb, 15 Henmens, 18 Hemenw, 21 Hemenw, 24 Hepenb, 27 Henmenb, 30
Henenb, 33 Henmenb, 36 Hemenb, 39 Hemenb, 42 Hedenb, 45 Henenb, 48 Henenb, 51 Henmenb, 54
Henenb, 57 Henenb, 60 Hemenb, 63 Hexenb, 66 Henenb, 69 Hemenb, 72 Henenb, 75 Hemenb, 78
Henenb, 81 Henenb, 84 Henenb, 87 Heaenb, 90 Henenb, 93 Hexenb, 96 Hemenb, 99 Hemenb, 102
Henenb, 105 wemennb, 108 memenb, 111 wenmens, 114 nwemenn, 117 wemens, 120 nenmens, 123
Henenb, 126 Hepenb, 129 nemenb, 132 Henens, 135 nemenn, 138 Hemensb, 141 Henmens, 144
Henenb, 147 venens, 150 Henens, 153 Henens u 156 Henens, rne uHrHOUTOPp MDM?2 BBIOpPAH M3
rpyImmel, cocrosmeit coenunerus Gopmyiel (1), popmynsr (II), RG7388, Tpunromina, HDM201,
RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, myrnuna-3, HyTiauHa-3a, HyTIMHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmManeBTHUYECKH MPUESMIIEMbIX
coneil. B ogHOM BapuaHTe ocymecTBiaeHust, UHrHOuTop MDM2 BrIOpaH M3 rpymmbl, cOCTOSIIEN
coequnenust ¢opmynsl (), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢dapmarneBTudecku
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MIPUEMIIEMBIX COJIEH.

[296] B opmHOoM BapmaHTe OCywecTBIeHHs, uHruomrop MDM2 wmu  ero
(apMaLeBTHYECKU MPUEMIIEMYIO COJIb BBOISIT HYXKAAIOMIEMYCsl CYOBEKTYy AJISl JISYeHUsT OCTPOH
muenoreHHoi ietikemun (AML) B 1-7 nuu 21-nueBHOro nukna (B 8-21 nuu uaruburop MDM2
HE BBOJIST) B TE€UYECHHE INEPHONa BPEeMEHH, BbIOpaHHOro u3 3 Hexenb, 6 Henmenb, 9 Hexenb, 12
Henenb, 15 Henenw, 18 Hemenb, 21 Hemenb, 24 Hepenb, 27 Henenb, 30 Henmenb, 33 Hemenb, 36
Henenb, 39 Henenb, 42 Henenb, 45 Henenb, 48 Hedenb, 51 Hemenb, 54 Henmenb, 57 Henmenb, 60
Henenb, 63 Henmenb, 66 Hemenb, 69 Hexenb, 72 Hedenb, 75 Henenb, 78 Henmenb, 81 Henmenb, 84
Henenb, 87 Henenb, 90 Henenb, 93 Hegenb, 96 Henenb, 99 Henenb, 102 Henens, 105 Henens, 108
Henenb, 111 vemenb, 114 memenb, 117 nenmens, 120 nemenn, 123 Hemenb, 126 Hemens, 129
Henenb, 132 Hemenb, 135 Hemenb, 138 Henmenb, 141 nemenn, 144 nemensb, 147 wenmens, 150
Henenb, 153 Hemenb u 156 Henmenb, rae mHruOuTOop MDM2 BBIOpaH W3 TPYMIBL, COCTOSIIEH
coenunenust ¢opmyasl (I), dopmynsr (1), RG7388, tpunrommma, HDM201, RG7112,
CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994,
HYTJIMHA-3, HyT/IIMHA-3a, HyTnHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmamneBTHUeCKd MNPUEMJIEMbIX Cojieil. B
OJHOM BapUaHTE OCYyLIeCTBIeHHUs, HHruobutop MDM2 BeIOpaH W3 TPYIIBL, COCTOSIIEH
coequnenust ¢popmynel (), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux dapmaneBTudecku
MIPUEMIIEMBIX COJIEH.

[297] B opmHOM BapmaHTe OCywlecTBIeHHs, uHruomrop MDM2 wmum  ero
dapMaLleBTHYECKH TMPUEMIIEMYIO COJIb BBOAAT HYXKAAIOIIEMYCsl CYyOBeKTy Ui JICYCHHS
kapuuHoMbl u3 kietok Mepkenst (MCC) B 1-7 nuu 21-gaeBHoro nukia (B 8-21 nHu uHruOuTOp
MDM2 He BBOIST) B T€YEHHE TIEPUOA BPEMEHH, BLIOPAHHOTO U3 3 Henesb, 6 Helelb, 9 Henelb,
12 nwepenb, 15 Henenb, 18 Henenw, 21 Henenb, 24 Henenb, 27 Henenb, 30 Hexgenb, 33 Hexemnb, 36
Henenb, 39 Henenb, 42 Henenb, 45 Hexenb, 48 Hedenb, 51 Henenb, 54 Henmenb, 57 Henmenb, 60
Hepdesib, 63 Henenb, 66 Henenb, 69 Henenb, 72 Hedesb, 75 Henenb, 78 Henenb, 81 Hepenb, 84
Henenb, 87 Henenb, 90 Henenb, 93 Hegenb, 96 Henenb, 99 Henenb, 102 Henens, 105 Hepens, 108
Henenb, 111 wemenb, 114 wemenb, 117 wenmens, 120 nemenn, 123 Hemenb, 126 Henmens, 129
Henenb, 132 Henmenb, 135 Hemenp, 138 Hemenb, 141 Henmenn, 144 Hemenb, 147 Hemenb, 150
Henenb, 153 Hemenb u 156 Henmenb, rae mHruOuTOp MDM?2 BBIOpaH W3 TPYMIBL, COCTOSIIEH
coequnenust ¢opmyasl (1), dopmynsr (1), RG7388, tpunrommma, HDM201, RG7112,
CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE, RO8994,
HYTJUHA-3, HyT/IMHA-3a, HyTMHA-3b, cepaemerana, NSC59984, CHEMBL2386350, MK-8242,
DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmamneBTHUeCKd MNPUEMJIEMbIX CoOjieil. B
OJHOM BapUaHTE OCYyLeCTBIeHHUs, HHruobutop MDM2 BeIOpaH W3 TPYIIBL, COCTOSIIEH
coequnenust ¢opmynsl (), ¢opmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢dapmaneBTudecku
MIPUEMIIEMBIX COJIEH.

[298] B omHOM BapmaHTe oOCyIlecTBieHHs, wuHruomrop MDM2 wumm  ero
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bapManeBTHIECKH MPHEMIIEMYIO COJIb BBOIST HYKAAIOLIEMYCS YEJIOBEUYECKOMY CYOBEKTY IS
neyeHus paka B 1-7 nuu 28-mHeBHOro mukia (B 8-28 gum marumOurop MDM2 He BBOAAT) B
TE€YeHHE MepHuoJa BPEeMEHH, BbIOpaHHOTO W3 4 Hedenb, 8 Henmenb, 12 Henenb, 16 Hemenb, 20
Henenb, 24 Hedenb, 28 Hedenb, 32 Hedelb, 36 Heaenb, 40 Henenb, 44 Henenb, 48 Hemenb, 52
Henenb, 56 Henmenb, 60 Henmenb, 64 Hexenb, 68 Hedenb, 72 Heneab, 76 Henenb, 80 Hemenb, 84
Henenb, 88 Henmenb, 92 Henmenb, 96 Henenb, 100 Henenwb, 104 Henens, 108 Henmenb, 112 Henenp,
116 nenens, 120 Henenw, 124 Henens, 128 nenenb, 132 Henmens, 136 Henmensb, 140 Henensb, 144
Henenb, 148 Hemenb, 152 Henmenb u 156 Henens, rae uaruOburop MDM2 BhIOpaH W3 TPYIIIbI,
cocrosineit coemuHenuss ¢opmyasl (1), dopmynst (II), RG7388, tpunromuma, HDM201,
RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrtnuna-3, HyTiauHa-3a, HyTIMHA-3b, cepmemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmarneBTHUYECKU MNPUEMIIEMbIX
COJIeH, B KOTOPOM paK BbIOPAH M3 TPYIIIbL, COCTOSALIEH U3 KaPIIMHOM, TAKHX KaK pPaKk MOYEBOTO
My3bIpsi, MOJIOYHOM JKeNe3bl, TOJCTOM KHIIKH, MNPsAMON KHIIKH, IOYeK, IeUeHH, JErKux
(MENKOKJIETOYHBIH pakK JIETKUX M HEMENKOKJIETOYHBbIH pak JIeTKUX), MHUIIEBOAA, KEIYHOTO
My3bIpsl, IMYHUKOB, MOJKEJYOYHOMN >KeNe3bl, JKeIyAKa, HIeHKH MaTKH, IUTOBUIHON Kene3bl,
NPOCTATBL, TOJIOBBI M IIEH, U KOXKH (BKJIFOYast Oa3aJbHBIA M IJIOCKOKJIETOYHBIN paK, MEJIaHOMY,
KapIUHOMY M3 KJIeTOK Mepkens, capkomy Kamomu, mumMpOMbI KOXH), T€MOIO3THYECKHX
onyxoJneil TMMQONTHON TUHUK (BKJIFOUAs! JIEHKEMHUIO, OCTPYIO JTUM(OJIEHKEMHIO, XPOHUYECKYIO
MUEJIOTEHHYI0 JICMKEMUIO, OCTPYI0 JIMM(POONACTHYIO Jielikemuto, B-knerounyio smmdpomy, T-
KJIeTouHyo JuMbpomy, muMpomy XOMKKHHA, HEXOMKKUHCKYIO JHUM(POMY, BOJIOCHCTO-
KJIeTouHyro jgumpomy u ngumdpomy bepkuTTa); reMomnosTHHECKHX ONyXoJield MHEIOUIHOTO
NPOUCXOXKAEHUS  (BKJIIOYAsth OCTPYHd M XPOHUYECKYI0  MHUEJOTeHHYK  JIeHKEeMHIO,
MHUENIOJUCIUIACTUYECKM ~ CHHAPOM U IPOMHENOLUTApHYIO  JIEHKEMHIO),  OMyXOJHu
ME3eHXHMAJIbHOTO MPOUCXOXIeHHs (BKIIIO4as GuOpocapkoMy u pabIOMHOCAPKOMY H APYTrHe
CapKOMBI, HaNpUMep, MATKUX TKaHEeW W KOCTeW), OMyXOJH LEHTPATbHOH U mepudepudeckoi
HEPBHOW CHCTeMbI (BKJIFOYas aCTPOLIUTOMY, HeHpobiacToMy, TIHOMY, TIHOOJIACTOMY |
IIBAHHOMBI);, W JIPyrH€ OMyXOoJid (BKJIIOYAsh MEJaHOMY, CEMHUHOMY, TEepPaTOKaAPLIHHOMY,
OCTEOCapKOMY, THIMEHTHYI) KCEHOIEpPOMY, KEPaTOKTAHTOMY M  (DOJUIMKYJSPHBIA  pak
IIUTOBHIHON 3keie3bl). B onmHOM BapuaHTe OcCymiecTBieHHs, HHruOutop MDM?2 BeiOpan u3
rpymmel, coctosimen coenurenus: dopmynsl (I), dopmynsr (II), RG7388, HDM201, RG7112,
CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u wux
(apmareBTHYECKH IPUEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyuecTBieHus, HHruonTop MDM?2
npexncrasisier codoit coenunenue gopmynsl (I) wm dopmyner (II) u ero dapmaneBTHUECKH
npuemiieMyro cosib; # MDM 2 uHruburop BBOAAT mepopaibHO mpu mo3e 120 mr umm 240 mr
onuH pa3 B neHb (QD).

[299] B omHOM BapmaHTe OCyIIeCTBIeHHs, uWHruomrop MDM2 wumm  ero
dapMaeBTHIECKH MPHEMIIEMYIO COJIb BBOIST HYJKAAIOLIEMYCS YEJIOBEUYECKOMY CYOBEKTY IS
neuennss MPN B 1-7 nuu 28-mHeBHOro nukna (B 8-28 muu mHruOurop MDM2 He BBOZAT) B

TE€UYeHHE MepruoJa BPEeMEHH, BbIOpaHHOTO U3 4 Hedenb, 8 Henmenb, 12 Hemenb, 16 Hemenb, 20
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Henenb, 24 Henenb, 28 Hemenb, 32 Hexenb, 36 Heaenb, 40 Henenb, 44 Henenb, 48 Henmenb, 52
Henenb, 56 Henenb, 60 Henmenb, 64 Hexenb, 68 Hedenb, 72 Henenb, 76 Henenb, 80 Henmenb, 34
Henelnb, 88 Hexenb, 92 Hepenb, 96 Heaenb, 100 Henenb, 104 Henenb, 108 Henenb, 112 Henenb,
116 uvenenw, 120 nenenw, 124 nvenens, 128 venens, 132 nHenens, 136 nenens, 140 venens, 144
Henenb, 148 Henenb, 152 Henenb, u 156 Henenb, rne uHrnOutop MDM2 BeIOpaH U3 TPYIHIIBL,
cocrosieit coemuuenuss ¢opmynsl (1), dopmynsr (II), RG7388, tpunronmmma, HDM201,
RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nytnuHa-3, HyTiauHa-3a, HyTIMHA-3b, cepnemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmaleBTHUYECKU MPUEMIIEMbIX
conei, B koropom MPN BbIOpaH M3 TPyIIbI, COCTOALIEH M3 UCTHHHOW mosmuuremuu (PV),
muenopudposa, MEPBUYHOTO muenohudposa, TPOMOOIIUTEMUHY, ACCEHINAIbHOM
tpombormremuu (ET), mauonatudeckoro mwuenodudposa, cucreMHoro macrouutoda (SM),
xpoHnueckor HenTpodmipHON neiikemun (CNL), muenoaucriactuaeckoro cuaapoma (MDS),
CHCTEMHOro 3a0oneBaHHMs TydHBIX KieTok (SMCD). B onHOM BapuaHTE OCYIIECTBIICHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHerus Gopmyinsl (I), dopmyner (ID),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u wux QapmaneBTudecku mpUeMIIEMbIX coneil. B omHOM BapmuanTe
ocymecteieHus, uHruourop MDM2 mnpencrasnser coboii coemmnenue ¢opmynsl (I) wmm
dopmyner (II) u ero dapmaueBTHUECKH MpHEMIIEMYIO coib, ©# MDM 2 HHruOWTop BBOIST
nepopanbHO rpu go3e 120 mr mnm 240 mr onuH pa3 B neHb (QD).

[300] B omHoM BapmaHTe oOcCymecTBieHHs, uHruomrop MDM2 wmum  ero
(dapMaleBTHYECKH MTPUEMIIEMYIO COJIb BBOIST HYJKAAIOLIEMYCS YEJIOBEUYECKOMY CYOBEKTY IS
JedeHus: nepBudHOro muenoduébposa B 1-7 gum 28-nHeBHOro nukia (B 8-28 mHu MHrUOUTOP
MDM?2 He BBOAST) B TeueHHWE NEpUOAAa BPEMEHH, BbIOpaHHOro u3 4 Hemenb, 8 Henmenb, 12
Henenb, 16 Henmenb, 20 Hemenb, 24 Hexenb, 28 Hedenb, 32 Henenb, 36 Henenb, 40 Henmenb, 44
Henenb, 48 Henmenb, 52 Hemenb, 56 Hexmenb, 60 Henenb, 64 Henenb, 68 Henmenb, 72 Hemenb, 76
Henelib, 80 Henmenb, 84 Henenb, 88 Henenb, 92 Henenb, 96 Henenb, 100 Henens, 104 Hemenn, 108
Henenb, 112 Hemenb, 116 Hemenb, 120 Henmens, 124 nenmenn, 128 Hemenb, 132 Hemens, 136
Henenb, 140 Henenb, 144 venens, 148 Henens, 152 Henenb u 156 Henens, rae uHruOuTOp MDM?2
BbIOpaH wu3 Tpynmbl, cocrosimeil coexnmHeHus ¢opmyasl (I), dopmymer (II), RG7388,
tpunronuna, HDM201, RG7112, CGMO97A, CGMO0970B, SJ-172550, SAR405838, MI-773,
MX69, YH239-EE, RO8994, nyrnunHa-3, HyT/inHa-3a, HyTyinHA-3b, cepnemerana, NSC59984,
CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u wux
(apmareBTHIECKH IPUEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyIiuecTBieHus, HHruonTop MDM?2
BbIOpaH U3 rpymIel, cocTosmei coenqunerus ¢popmydst (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(bapmareBTHIECKH IPHEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyiuecTBieHus, nHruontop MDM?2
npexncrasisier codoit coenunenue gopmynsl (I) wm dopmyner (II) u ero papmaneBTHUECKH
npuemieMyto cosb; ¥ MDM 2 uHruburop BBOAAT mepopaibHO mpu po3e 120 mr umm 240 mr
onuH pa3 B neHb (QD).
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[301] B omHoMm BapmanTe oOCymecTBieHHs, uHruomrop MDM2 wmm  ero
(bapMaleBTHYECKH NPUEMIIEMYIO COJIb BBOZST HY)KOAIOINEMYCS HYEJIOBEKY JUIS JIYeHUs
UCTUHHOW mosuuureMuu B 1-7 nuHu 28-mHeBHOro nukna (B 8-28 muu maruburop MDM2 He
BBOJSIT) B TEUYEHHE TEpUONa BPEMEHHU, BbIOpaHHOro u3 4 Henenb, 8 Henmenb, 12 Hemenb, 16
Henenb, 20 Henenb, 24 Henenb, 28 Hedenb, 32 Hedelb, 36 Hedenb, 40 Henenb, 44 Henenb, 48
Henenb, 52 Henmenb, 56 Henmenb, 60 Hexenb, 64 Hedenb, 68 Henenb, 72 Henenb, 76 Henmenb, 80
Henenb, 84 Henenb, 88 Henenb, 92 Henenb, 96 Henenw, 100 Henensb, 104 Henens, 108 Henens, 112
Henenb, 116 Hemenb, 120 Hemenb, 124 Henmens, 128 nemennb, 132 Hemenb, 136 Hemens, 140
Henenb, 144 nenenp, 148 Henenn, 152 Henenb, u 156 Henenb, rne unruburop MDM2 BeiOpaH u3
rpymmsl, cocrosmeit coenunerus Gopmyiel (I), popmynsr (II), RG7388, Tpunromuna, HDM201,
RG7112, CGMO097A, CGMO0970B, SJ-172550, SAR405838, MI-773, MX69, YH239-EE,
RO8994, nyrtnuna-3, HyTiauHa-3a, HyTInHA-3b, cepaemerana, NSC59984, CHEMBL2386350,
MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux ¢apmamneBTHUYECKH MNPUEMIIEMbIX
coneil. B ogHOM BapuaHTe ocymecTBieHust, HHrHOuTop MDM2 BrIOpaH U3 rpymIibl, COCTOSIIEH
coequnenust ¢opmynel (), dopmynsr (II), RG7388, HDM201, RG7112, CGMO97A,
CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux ¢apmaneBTHIECKH
npuemiieMbIx coneil. B omHOM BapmaHTe ocymiecTBieHusi, uHruourop MDM2 mnpencrasnsier
coboii coemunerne (opmyner (I) mnmu popmyner (II) u ero papmaneBTHUECKH MPUEMIIEMYIO
coib, ¥ MDM 2 uHruOurop BBOAAT nepopanbHOo npu 1o3e 120 mr mu 240 Mr ofguH pas B I€Hb
(QD).

[302] B opmHOoM BapmaHTe OCywecTBIeHHs, uHruomrop MDM2 wmum  ero
(dapMaleBTHYECKH MTPUEMIIEMYIO COJIb BBOIST HYJKAAIOLIEMYCS YEJIOBEUYECKOMY CYOBEKTY IS
JIeYeHHs] ICCEHLUANbHOW Tpomboumutemun B 1-7 nuu 28-gHeBHOro uwkiaa (B 8-28 nHu
uHrnourop MDM2 He BBOIST) B TEUEHHE MNEpUOAA BPEMEHH, BbIOpAaHHOTO W3 4 Henenb, 8
Henenb, 12 Henmenb, 16 Henmenb, 20 Henenb, 24 Hedenb, 28 Henenb, 32 Henenb, 36 Henmenb, 40
Henenb, 44 Henenb, 48 Hemenb, 52 Hemenb, 56 Hedenb, 60 Henenb, 64 Henmenb, 68 Hemenb, 72
Henesib, 76 Henmenb, 80 Henenb, 84 Hemenb, 88 Henmenb, 92 Henenb, 96 Henennb, 100 Hepenpb, 104
Henenb, 108 Hemenb, 112 Hemenb, 116 Henmenb, 120 nemenn, 124 Hemenb, 128 Hemens, 132
Henenb, 136 Henmenb, 140 nenmens, 144 nemennb, 148 Hepennb, 152 Hemenw, u 156 Hemenb, rIe
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenquHerus Gopmyisl (I), dopmyner (ID),
RG7388, tpunromuna, HDM201, RG7112, CGMO097A, CGM0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wnyrnunHa-3, HyT/InHa-3a, HyTJIuHa-3b, cepaemerana,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux
(apmareBTHIECKH IPUEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyIiuecTBieHus, HHruonTop MDM?2
BbIOpaH U3 rpymIel, cocTosmei coenqunerus ¢popmydst (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(bapmareBTHIECKH IPHEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyiuecTBieHus, nHruontop MDM?2
npexncrasisier codoit coenunenue gopmynsl (I) wm dopmyner (II) u ero papmaneBTHUECKH
npuemieMyro cosb; ¥ MDM 2 uHruburop BBOAAT mepopaibHO mpu go3e 120 mr umm 240 mr
onuH pa3 B neHb (QD).
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[303] B omHom BapmaHTe oOCymecTBieHHs, uHruomrop MDM2 wmm  ero
(dapMaleBTHYECKH MPHEMIIEMYIO COJIb BBOIST HYKAAIOLIEMYCS YEJIOBEUYECKOMY CYOBEKTY IS
JeueHus XpoHudeckor muenoreHHoi nevikemun (CML) B 1-7 nuu 28-gHeBHOrO nukia (B 8-28
aau uHruourop MDM?2 He BBOIAT) B TE€UEHHUE MEPHOAA BPEMEHH, BBIOPAHHOTO U3 4 Henenlb, 8
Henenb, 12 Henmenb, 16 Henmenb, 20 Henenb, 24 Hepenb, 28 Henenb, 32 Henenb, 36 Hemenb, 40
Henenb, 44 Henenb, 48 Hemenb, 52 Hemenb, 56 Hedenb, 60 Henenb, 64 Henenb, 68 Hemenb, 72
Henenb, 76 Henenb, 80 Henenb, 84 Henmenb, 88 Henenb, 92 Henenb, 96 Henenb, 100 Henens, 104
Henenb, 108 Hemenb, 112 Hemenb, 116 Henmenb, 120 nHemenb, 124 Hemenb, 128 Hemens, 132
Henenb, 136 Hepenb, 140 nHemenb, 144 wenmens, 148 Henmenn, 152 Hemens u 156 Henmenb, rae
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHenus Gopmyisl (I), dopmyner (II),
RG7388, tpunromuna, HDM201, RG7112, CGMO097A, CGM0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wyrnunHa-3, HyTInHa-3a, HyTJIuHa-3b, cepaemerana,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux
(apmMareBTHYECKH IPUEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyIuecTBieHus1, HHruonTop MDM?2
BbIOpaH U3 IpymIel, cocTosmei coenqunerus ¢popmydsl (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(apmareBTHIECKH IPHEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyiuecTBieHus, nHruontTop MDM?2
npexncrasisier codoit coenunenue gopmynsl (1) wm dopmyner (II) u ero papmaneBTHUECKH
npuemiieMyro cosib; 1 MDM 2 uHruburop BBOAAT mepopaibHO mpu mo3e 120 mr umm 240 mr
onuH pa3 B 1eHb (QD).

[304] B opmHOoM BapmaHTe OCywecTBIeHHs, uHruomrop MDM2 wmum ero
(dapMaleBTHYECKH MTPUEMIIEMYIO COJIb BBOIST HYJKAAIOLIEMYCS YEJIOBEUYECKOMY CYOBEKTY IS
JeueHust ocTpoil muenoreHHoi nefikemuu (AML) B 1-7 nuu 28-pHeBHOro 1nukna (B 8-28 nHu
uHrnourop MDM2 He BBOIST) B TEUEHHE MNEpUOAA BPEMEHH, BbIOpAaHHOTO W3 4 Henenb, 8
Henenb, 12 Henmenb, 16 Henmenb, 20 Henenb, 24 Hedenb, 28 Henenb, 32 Henenb, 36 Henmenb, 40
Henenb, 44 Henenb, 48 Hemenb, 52 Hemenb, 56 Hedenb, 60 Henenb, 64 Henmenb, 68 Hemenb, 72
Henesib, 76 Henmenb, 80 Henenb, 84 Hemenb, 88 Henmenb, 92 Henenb, 96 Henennb, 100 Hepenpb, 104
Henenb, 108 Hemenb, 112 Hemenb, 116 Henmenb, 120 nemenn, 124 Hemenb, 128 Hemens, 132
Henenb, 136 Hepennb, 140 nemenb, 144 wenens, 148 Henmenn, 152 Hepens u 156 Henmenw, riae
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenquHerus Gopmyisl (I), dopmyner (ID),
RG7388, tpunromuna, HDM201, RG7112, CGMO097A, CGM0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wnyrnunHa-3, HyT/InHa-3a, HyTJIuHa-3b, cepaemerana,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux
(apmareBTHIECKH IPUEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyIiuecTBieHus, HHruonTop MDM?2
BbIOpaH U3 rpymIel, cocTosmei coenqunerus ¢popmydst (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(bapmareBTHIECKH IPHEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyiuecTBieHus, nHruontop MDM?2
npexncrasisier codoit coenunenue gopmynsl (I) wm dopmyner (II) u ero papmaneBTHUECKH
npuemieMyro cosb; ¥ MDM 2 uHruburop BBOAAT mepopaibHO mpu go3e 120 mr umm 240 mr
onuH pa3 B neHb (QD).
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[305] B omHoM BapmaHTe OCymecTBieHHs, uHruomrop MDM2 wmm  ero
(dapMaleBTHYECKH MPHEMIIEMYIO COJIb BBOIST HYKAAIOLIEMYCS YEJIOBEUYECKOMY CYOBEKTY IS
neueHns kapuuHoMbl u3 kietok Mepkenst (MCC) B 1-7 nuu 28-mHeBHOro nukia (B 8-28 nHu
uHruourop MDM2 He BBOIAT) B TE€UEHHE NEPHOAAa BPEMEHH, BBHIOPaHHOTO W3 4 Henenb, 8
Henenb, 12 Henmenb, 16 Henmenb, 20 Henenb, 24 Hepenb, 28 Henenb, 32 Henenb, 36 Hemenb, 40
Henenb, 44 Henenb, 48 Hemenb, 52 Hemenb, 56 Hedenb, 60 Henenb, 64 Henenb, 68 Hemenb, 72
Henenb, 76 Henenb, 80 Henenb, 84 Henmenb, 88 Henenb, 92 Henenb, 96 Henenb, 100 Henens, 104
Henenb, 108 Hemenb, 112 Hemenb, 116 Henmenb, 120 nHemenb, 124 Hemenb, 128 Hemens, 132
Henenb, 136 Hepenb, 140 nHemenb, 144 wenmens, 148 Henmenn, 152 Hemens u 156 Henmenb, rae
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHenus Gopmyisl (I), dopmyner (II),
RG7388, tpunromuna, HDM201, RG7112, CGMO097A, CGM0970B, SJ-172550, SAR405838,
MI-773, MX69, YH239-EE, RO8994, wyrnunHa-3, HyTInHa-3a, HyTJIuHa-3b, cepaemerana,
NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-1601 u ux
(apmMareBTHYECKH IPUEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyIuecTBieHus1, HHruonTop MDM?2
BbIOpaH U3 IpymIel, cocTosmei coenqunerus ¢popmydsl (1), popmynsr (1), RG7388, HDM201,
RG7112, CGMO97A, CGMO0970B, SAR405838, MK-8242, DS-3032B, APG-115, MI-1601 u ux
(apmareBTHIECKH IPHEMIIEMBIX COJiel. B ofHOM BapuaHTe ocyiuecTBieHus, nHruontTop MDM?2
npexncrasisier codoit coenunenue gopmynsl (1) wm dopmyner (II) u ero papmaneBTHUECKH
npuemiieMyro cosib; 1 MDM 2 uHruburop BBOAAT mepopaibHO mpu mo3e 120 mr umm 240 mr
onuH pa3 B neHb (QD).

[306] B omHoM BapmaHTe oOCywecTBiIeHHs, uHruomrop MDM2 wmm  ero
(dapMaleBTHYECKH MTPUEMIIEMYIO COJIb BBOIST HYJKAAIOLIEMYCS YEJIOBEUYECKOMY CYOBEKTY IS
JIeYeHHsI 3aBUCUMOM OT (1e00TOMHMU MCTHHHOM nojuuuTeMud B 1-7 nHu 28-1HEBHOTO 1UKIIA (B
8-28 mum mHruOurop MDM?2 He BBOIAT) B TEYEHHE MEPHOAA BPEMEHH, BBIOpaHHOro u3 4
Henenb, 8 Henmenb, 12 Henenb, 16 Henenb, 20 Hemenb, 24 Henenb, 28 Henmenb, 32 Hemenb, 36
Henenb, 40 Henenb, 44 Hemenb, 48 Hexenb, 52 Hedenb, 56 Henmenb, 60 Henmenb, 64 Hemenb, 68
Henenb, 72 Henenb, 76 Henenb, 80 Heaenb, 84 Henenb, 88 Hemenb, 92 Hemenb, 96 Henmenb, 100
Henenb, 104 wemenb, 108 Hemenb, 112 nenmens, 116 Hemenn, 120 Hemensb, 124 Hemens, 128
Henenb, 132 Henmenb, 136 Hepennb, 140 nHenens, 144 Heaennb, 148 Henmenb, 152 Hemenb, u 156
Henenb, rae uHruoutop MDM2 BeIOpaH W3 Tpymnmbl, coctosuied coepwHeHus: ¢opmyds (1),
dopmysl (I1), RG7388, Tpunrommna, HDM201, RG7112, CGM097A, CGMO0970B, SJ-172550,
SAR405838, MI-773, MX69, YH239-EE, RO8994, wnyrnuHa-3, HyT/iuHA-3a, HyTJIuHA-3b,
cepaemerana, NSC59984, CHEMBL2386350, MK-8242, DS-3032, DS-3032B, APG-115, MI-
1601 u ux ¢QapmalLeBTUYECKH NPUEMIIEMbIX cojieil. B OIHOM BapuaHTE OCYIIECTBIICHHUS,
uHruourop MDM?2 BbIOpaH u3 rpynmsl, cocrosmen coenuHerust Gopmyinsl (I), dopmyner (1D),
RG7388, HDM201, RG7112, CGMO097A, CGMO0970B, SAR405838, MK-8242, DS-3032B,
APG-115, MI-1601 u ux d¢QapmaneBTudecku mpUeMIIeMbIX coneil. B omHOM BapmanTe
ocymectsieHus, uHruourop MDM2 mnpencrasnser coboii coenunenue ¢opmynsl (I) wmm
dopmynel (II) u ero dapmaueBTHyecKd MpueMIIeMy0 coib, ©# MDM 2 HHruObuTop BBOIST

nepopasbHO npu no3e 120 mr unu 240 mr onuH pa3 B neHb (QD).
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[307] B onHOM BapmaHTe ocyecTBieHus, coeaunenue ¢popmyisl (1) mmm Gopmynsr (IT)
Wi ero (papMaleBTHYECKU MPUEMIIEMYIO COJIb BBOASIT HYXKIAIOIIEMYCSl YEJIOBEKY €XKEeIHEBHO
npu go3e 120 mr ams jedeHus 3aBUCUMON OT (HieGOTOMUN UCTHHHON MOJUIUTEMUU B 1-7 mHU
28-nueBHoro nukia (B 8-28 nuu uaruburop MDM?2 He BBOIAT) B T€UEHUE MEPUOTA BPEMEHH,
BbIOpaHHOTO U3 4 Henenb, 8 Henenb, 12 Henenb, 16 Henens, 20 Henenb, 24 Henenb, 28 Hexenb, 32
Henenb, 36 Henmenb, 40 Henenb, 44 Henenb, 48 Hedenb, 52 Henenb, 56 Henenb, 60 Henmenb, 64
Henenb, 68 Henmenb, 72 Hemenb, 76 Hexenb, 80 Hedenb, 84 Henenb, 88 Henmenb, 92 Henmenb, 96
Henenb, 100 nHemenb, 104 nemenb, 108 Hemenb, 112 nHemennb, 116 Hemenb, 120 Hemens, 124
Henelb, 128 Henenb, 132 Henens, 136 Henens, 140 Henennw, 144 nenenn, 148 Henenb, 152 Henens
u 156 nHenmenb. B omHOM BapwaHTe OCYLIECTBJCHHS, YEJIOBEYECKUH CYOBEKT CTpajaeT OT
HernepeHocuMocTH ruapokcumoueBuHbl (HU) (renonmyctumbie nmodounsie 3¢ ¢dexter). B ogHOM
BapUAHTE OCYLIECTBIICHHUS, YEJIOBEUECKHI CYyObEKT HEBOCTIPUMMUYHUB K Tuapokcumouesune (HU)
(HeanmexBaTHBIN OTBeT). B OMHOM BapuaHTe OCYINECTBJICHHSI, Y€JIOBEUECKHU CYOBEKT CTpagaeT
OT CIUIEHOMeTaJ K. B OHOM BapuaHTe OCYIIECTBJICHUS, YEIOBEYECKUH CYOBEKT CTpajgaer OT
CIUTCHOMETAJINH | SIBJISIETCS 3aBUCUMBIM OT (hiieboToMuu. B OMHOM BapHWaHTe OCYIIECTBIICHUS,
YeJIOBEUECKHI CYOBEKT SBISIETCS 3aBUCHMBIM OT (iedoromuu 6e3 cruieHoMmeranuu. B ogHOM
BapHaHTe OCYIIECTBIICHUS, YEJIOBEKY HE TIOMOTJIa TePAIHUsT PYKCOJIUTUHUOOM.

[308] B onHOM BapmaHTe ocymecTBieHus, coeauHenue ¢popmyisl (1) mwmm Gopmynsr (11)
Wi ero (papMaleBTHYECKU MPUEMIIEMYIO COJIb BBOASIT HYKOAIOIIEMYCSI YEJIOBEKY €XKEIHEBHO
npu go3e 240 Mr ajs JiedeHus 3aBUCUMON OT (iieGOTOMUM UCTHHHOMN MOJUIUTEMUU B 1-7 mHU
28-nueBHoro nukia (B 8-28 nuu uaruburop MDM?2 He BBOIAT) B T€UEHHE MEPUOTA BPEMEHH,
BbIOpaHHOTO U3 4 Henenb, 8 Henenb, 12 Henens, 16 Henensb, 20 Henenb, 24 Henenb, 28 Hexenb, 32
Henenb, 36 Henmenb, 40 Henenb, 44 Henenb, 48 Hedenb, 52 Heneab, 56 Henenb, 60 Henmenb, 64
Henenb, 68 Henmenb, 72 Hemenb, 76 Hexenb, 80 Hedenb, 84 Henenb, 88 Henmenb, 92 Hemenb, 96
Henenb, 100 wHemenb, 104 nemenb, 108 Henmenb, 112 nHemennb, 116 Hemenb, 120 Hemens, 124
Henesb, 128 Henenb, 132 Henens, 136 Henens, 140 Henennb, 144 nenenn, 148 Henenb, 152 Henens
u 156 Henenb. B oqHOM BapuaHTe OCYINECTBIICHUS, YEIOBEUECKOrO CYOBEKTa OMPENessIFoT Kak
CTPAJIAIOLIETO OT HEMEePEeHOCUMOCTH ruapokcuMoueBuHbl (I'M) (Hempuemiemble MOOOUYHBIE
a¢dexTrr). B OomHOM BapuaHTe OCYINECTBICHHS, 4YeJOBEUECKUN CyOBEKT HEBOCIPUUMYHB K
ruapokcumoueBnHe (HU) (meamexkBaTHbIi OTBeT). B OmHOM BapuaHTe OCYIIECTBJICHUS,
YeJioBeHYeCKHil CyOBeKT CTpajaeT OT CIUIEHOMerajind. B OXHOM BapuaHTE OCYLIECTBIICHUS,
YeJIOBEeHYeCKH I CyOBEKT CTPaZaeT OT CIIEHOMETAINH U SIBJISIETCS 3aBUCUMbBIM OT (piieboromuu. B
OTHOM BapHaHTE OCYIIECTBIICHUS, YEJIOBEYECKH CyOBEKT SIBJISIETCS 3aBHCUMBIM  OT
baedoromun Oe3 cruleHOMeranuu. B oHOM BapwaHTe OCYLIECTBIICHUS, Y€JOBEKY HE MOMOTJa
Tepanusi PyKCOJTUTUHUOOM.

[309] B onHOM BapmaHTe ocyecTBieHus, coeauHenue ¢popmyisl (1) mmm Gopmynsr (1)
Wi ero (papMaleBTHYECKU MPUEMIIEMYIO COJIb BBOASIT HYJKIAIOIIEMYCSI YEJIOBEKY €XKEeIHEBHO
npu no3e 120 mr nist teueHus: 3aBUCHMON OT (hyieOOTOMIM HCTUHHOW noymuuteMuu 1-7 nuu 21-
nHeBHOro 1wkia (B 8-21 mum uaruburop MDM2 He BBOZAT) B TeUeHHE MEPHOAA BPEMEHH,

BbIOpaHHOTO U3 3 Henesb, 6 Hexenb, 9 Henenb, 12 Hepenb, 15 Henenn, 18 Henens, 21 Henens, 24
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Henenb, 27 Henenb, 30 Hemenb, 33 Hexenb, 36 Heaenb, 39 Henenb, 42 Henenb, 45 Henmenb, 48
Hedenb, 51 Hemenb, 54 Henenb, 57 Hedenb, 60 Hedenb, 63 Hedenb, 66 Hedenb, 69 Henenb, 72
Henenb, 75 Henenb, 78 Henmenb, 81 Hexenb, 84 Hepenb, 87 Henenb, 90 Henenb, 93 Henmenb, 96
Henenb, 99 Henenb, 102 vHenenb, 105 nenenn, 108 veaens, 111 Henens, 114 venens, 117 Heneny,
120 uvenenw, 123 Henmenw, 126 Henenb, 129 nenenb, 132 Henmennb, 135 nHenmenb, 138 nHenmenb, 141
Henenb, 144 nenens, 147 nenenn, 150 nenens, 153 Henenb u 156 Henens. B ogHOM BapuanTe
OCYILECTBIICHHSI, YEJIOBEUECKUI CYyOBEKT CTpajaeT OT HEeMEePEeHOCHMOCTU THIPOKCUMOUYEBHHBI
(HU) (nemonyctumblie mobouHbie 3¢ ekThi). B 0qHOM BapuaHTe OCYLIECTBIICHHS, YETOBEYECKH I
cyObekT HeBocnpuuMuMB K runpokcumoueBnHe (HU) (HeanmexBaTHblli oTBeT). B omHOM
BapHaHTe OCYINECTBJICHUS], YeJOBEUECKHl CYOBEKT CTpamaeT OT CIUIeHOMeraiuu. B omHOM
BapHaHTE OCYIIECTBJICHUS, YEIOBEUECKH CyOBEKT CTpagaer OT CIUICHOMETaJHuH U SIBJISIETCS
3aBUCUMBIM OT (uieboromuu. B OmHOM BapuWaHTe OCYIIECTBJICHHS, YEJIOBEUECKHH CyOBEKT
SIBJIIETCSI 3aBUCUMBIM OT (piieboTomun 0e3 CruieHOMerajanu. B oHOM BapHaHTe OCYIIECTBICHHS,
YeJIOBEKY He IMOMOTJIA TePAIUsi PYKCOTHTHHUOOM.

[310] B onHOM BapmaHTe ocymecTBieHus, coeauHenue ¢popmyisl (1) mmm Gopmynsr (11)
Wi ero (papMaleBTHYECKU MPUEMIIEMYIO COJIb BBOASIT HYKIAIOIIEMYCs YEJIOBEKY €XKEIHEBHO
npu 1o3e 240 Mr st iedeHus: 3aBUCUMOH OT (hyieOOTOMIM HCTUHHOW noymuutemMuu 1-7 nuu 21-
naeBHOro 1wkina (B 8-21 mam maruOurop MDM2 He BBOAAT) B TeUEHHE NEPHOAA BPEMEHH,
BbIOpaHHOTO U3 3 Henesb, 6 Hexenb, 9 Henenb, 12 Hepens, 15 Henenn, 18 Henens, 21 Henens, 24
Henenb, 27 Henenb, 30 Hemenb, 33 Hexenb, 36 Heaenb, 39 Henenb, 42 Henenb, 45 Henmenb, 48
Henenb, 51 Henenb, 54 Henmenb, 57 Hepenb, 60 Heaenb, 63 Henenb, 66 Henenb, 69 Henenb, 72
Henenb, 75 Henenb, 78 Hedenb, 81 Hedenb, 84 Hedenb, 87 Hedenb, 90 Hexenb, 93 Henenb, 96
Henenb, 99 Henenb, 102 Henenw, 105 Hepenb, 108 Hepenb, 111 Hepens, 114 venenn, 117 Heneny,
120 nenenw, 123 nenensb, 126 venenn, 129 nwenens, 132 nenens, 135 nenenn, 138 Henenn, 141
Henenb, 144 nenens, 147 nenens, 150 nenens, 153 Henenb u 156 Henens. B ogHOM BapuanTe
OCYIIECTBJICHUS, YEJIOBEUECKH CYObEeKT CTpagaeT OT HEMEePEeHOCUMOCTH THUAPOKCUMOYEBHHbI
(HU) (wemonycrumbie mobouHbie 3¢ ekThi). B 0qHOM BapuaHTe OCYLIECTBIICHHUS, YEIOBEYECKHU I
cyObekT HeBocmpuuMunB K runpokcumoueBnHe (HU) (neanmexkBatHblli oTBeT). B OmHOM
BapHaHTe OCYINECTBJICHUS], YeJOBEUECKHl CYOBEKT CTpamaeT OT CIUIeHOMeraiuu. B omHOM
BapHaHTe OCYIIECTBJICHUS, YeNIOBEUECKHi CyOBEeKT CTpagaer OT CIUICHOMETaJHH U SIBJISIETCS
3aBUCHUMBIM OT (uieboromuu. B OgHOM BapuWaHTe OCYIIECTBJICHHS, YEJIOBEUECKHI CyOBEKT
SIBJIIETCSI 3aBUCUMBIM OT (prieboTomun Oe3 CruieHOMerajanu. B oHOM BapHaHTe OCYIIECTBICHHS,
YeJIOBEKY He IMOMOTJIA TePAIUsi PYKCOTHTHHUOOM.

ITPUMEPHI

[311] BapuwaHTbl OCYIIECTBJICHHsS, OIMUCAHHBIE B HACTOSIEM H300pETeHUH, naaiee
ONMCAaHbl CO CCBUIKOW Ha cieAyrouiue npuMmepbl. [[aHHbIE MpUMeEpBl MPEAOCTABIEHbBI TOJBKO C
LEJTbI0 WJUTIOCTPALMU, W ONUCAHUE, IPUBEIEHHOE B HACTOSIIEM M300pETeHHUH, HUKOUM 00pa3om
HE CJlelyeT HCTOJIKOBBIBATH KAaK OrPAHUYEHHOE AaHHBIMU MOpPUMEpPaMH, a CKOpee AOJIKHO
TOJIKOBAThCS KaK BKJIFOYAOIIEe JIIOObIEe M BCE BapHUALMU, KOTOPbIE CTAHOBSITCS OYEBHIHBIMH B

pe3yJibTaTe uaei, H3J0KEHHBIX B HACTOSIIIEM U300PETeHHIH.
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ITpumep 1: Biusinue coenunenus ¢popmydsl (1) Ha KIeTKH ¢ ICTUHHON MOJTULIUTEMUEH

Crnoco® TtectupoBaHusi BiusHUS coenuHeHuidt (opmynbl (I) Ha KieTku ¢ HCTUHHON
MOJIUIIUTEMHEH cienyeT Tomy, uto ormucano B Lu et al., Blood, 2012, 120(15); 3098-3105,
cofiep>kaHue KOTOPOro BKJIFOYEHO B TAHHOM TOKYMEHT IOCPEACTBOM cchlIku. Huke mpusoaurcs
KPaTKOE OMUCAHNUE METOIUKU

ITony4yeHnue KieTok:

[312] Ilepudepuueckyro KpoBb OTOMPAIOT y NALMEHTOB C HCTHHHOW MOJULMTEMHEH
(PV). CootBercrByiolee of00OpeHHe MOJY4YalOT OT MHCTUTYLMOHAJIBHOIO HaOJIIOIATEIbHOTO
coBera. MH(pOpMUpOBaHHOE COTJIacHe MOJNY4YarOT A0 Havaja HMCCIeNOBaHUs. Bce maumeHThl
OyAyT  COOTBETCTBOBaTh  JMATHOCTUYECKHMM  KPUTEpPHsIM  BceMHpHOW  OpraHu3aiuu
31paBoOXpaHeHust Uit ucThHHOW mnoymuutemun (PV). OOpasusl nepudepuueckoir KpoBu
HacnauBator Ha Ficoll-Hypaque (1,077 r/mn; GE Healthcare), 1 MOHOHyKJIeapHBbIE KJIETKH
HU3KOM TJIOTHOCTU OTHAENSAIOT LeHTpudyruposanreM. Knetku CD34" BbimenstoT, mpuMeHss
Habop mns orbopa kinerok CD34" uenoseka (StemCell Technologies) B cooTBeTcTBHH €
MHCTPYKUUsIMH Tipou3BoauTens. Yuctory nonynsiuuu knetok CD347 aHanu3upyroT, npuMeHsist
nportounsbiid uromerpa FACSCalibur (BD Biosciences); u Tpedyercs, mo menbineii mepe, 85%
115 Beex okcnepumeHToB. Ceexue Hopmasbabie CD34™ kieTky 4e0BeUeCKOoro KOCTHOTO MO3ra
3akynaoT y ALLCELLS B kauecTBe KOHTPOJIS.

HPC tectnl

[313] Dddexter coenuuenuss Gopmynnl (I) Ha MAMEHTOB ¢ UCTUHHON MOJULUTEMHUEH
(PV) moxuno ouenuts HPC Tecramm, ommcanneiMu B Lu et al, Blood, 2012, 3098-3105,
comepKaHnue KOTOPOTO BKIIFOUEHO C MOMOLIBIO CChUiki. Bkpartue, knetku CD34" Ky ibTHBUPYIOT
B OecceiBoporouHoii cpene (StemCell Technologies), comepxkameit 50 Hr/mun daxTopa
ctBOJIOBBIX KJIeToK (SCF), S0 ur/mia tpombonostuna (TPO), 50 ur/mn nurannma fms-nogobHoMH
tupo3uHknHasel 3 (F1t-3) u 50 ur/ma IL-3, u 0OpabaTeiBatOT pasINYHBIMHU A03aMH COEIUHEHUS
dopmynbl (I) B Teuenue 4 nueir. Yepes 4 mus obpaborku knetku CD34" wuccnemyror B
MOJIyTBEPABIX Cpenax, kak omucaHo B Bruno et al, Blood, 2006, 3128-3134, conepskaHue
KOTOPOTO BKJIIOYEHO ¢ Tomombio. Bxpatie, 5x10% xmerox CD34" moMemaroT Ha YaiKky B
OyONMUpYOMUX KyibTypax, copepskammx 1 mia IMDM c 1,1% merunuennrono3oii u 20% FBS, k
kotopbiM nobasisitor SCF, TPO, mwranm Flt-3, IL-3 u GM-CSF, kaxnble U3 KOTOPBIX
comepkurcsi B KonmdectBe SO0 Hr/mu, u 2 en/mn spurponodtuHa (JI10). Komonum
NOJCUUTBIBAIOT NOcie 14 nHel MHKyOanuu, U OTAEIbHBIE KOJIOHUH U3BJIEKAIOT U TEHOTHITUPYIOT
Ha JAK2VO617F.

HByxpaynnosas ajuiens cneuudrueckas [P ans JAK2V617F-no3uTHBHBIX KOJOHUH

[314] T'enomnass JIHK BblIensioT W3 pPaHAOMHU3UPOBAHHBIX COOPAHHBIX KOJIOHHH,
npumensist  Habop s IIP kposu Extract-N-Amp (Sigma-Aldrich). JAK2V617F
OOHAPYKUBAIOT C TOMOIIBIO IByXpayHAoBast ajuienb cneuudmaeckoit [P, onucanHoit B Bruno
et al., Blood, 2006, 3128-3134, comep»kaHHe KOTOPOH BKJIIOYEHO C TMOMOIIBIK) CCHUIKH.
Koneunsle nponyktel I[P ananuzupyroT Ha 2,0% arapossbix ressix. Ilpoaykt anunoit 279 nap

OCHOBAHUH yKa3bIBA€T HA IOJIOKUTENbHBIN pe3yJbTaT Ha ajuenb-creunpudeckuiit JAK2VO17F,
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TOrZa KaK MPOAYKT JAJIMHOW 229 map OCHOBaHUI yKa3blBA€T HA OTPULIATENIbHBIN pe3yJbTaT Ha
JAK2V617F. Kononun xnaccupuuupyror kak romosurotuoie no JAK2V617F, ecim oHu
cofiepKaT TOJBKO IMOJIoCy U3 279 1m.0., TOrAa Kak reTepo3UroTHbIe KOJIOHUU HASHTH()HULUPYIOT
Ha OCHOBAHUU HAJWYHs MOJOC Kak u3 279 m.o., Tak u u3 229 n.o.

Tect Ha anonTo3

[315] OO6paborannble kieTkn coOuparoT u mnpombiBaloT PBS anst  oxpammBanust
anHekcnHOM-V (BD Biosciences); cnocoObl OKpalIMBaHUS BBIMOJHSIIOT B COOTBETCTBHH C
NPOTOKOJIAMH, TPEIOCTABJIEHHBIMU MpPOU3BOAUTENEM. JlaHHBIE TIOJY4alOT HAa MPOTOYHOM
muromerpe FACSCalibur (BD Biosciences), u, mo MeHbIned Mepe, sl KaKIOrO aHAIN3a
nojy4atror 10000 kuBbIX KieTok (mporpammuoe obecneuenne BD FACS Diva; BD
Biosciences).

Becrepn-0noT ananms3

[316] Knetku CD34" oummaror or nepudeprdeckoll KpOBU TAIMEHTOB C MCTUHHON
nonuiutemueit (PV) u xynpTuBUpyroT B OecChIBOPOTOUHOU cpene, comepskameii SCF, nurana
FL-3, IL-3 u TPO. Knerkn oOpabaTbIBarOT pa3iu4HbIMH n03aMHu coenuHeHus: gopmyiner (I) B
teyeHne 4 yacoB. KiieTku coOMparoT, ¥ 3KCTPAKThI OEJIKOB IEJIbIX KJIETOK MOJyHaroT ¢ Oydepom
s musuca RIPA (Boston BioProducts) st BectepH-010TTHHTA.

[317] JAnst mpUroTOBIEHUS UTOIUIA3MATHYECKUX H SIEPHBIX OEIKOBBIX (PPaKIHil KIIETOK
TMAIUEHTOB ¢ UCTHHHON moymuuremueit (PV) knerku CD34™ pasMHOXaOT B GeCCHIBOPOTOYHOMN
cpene, conepxkameit SCF, nurann FL-3 u IL-3, B Teyenme 10 nmeit 3arem kinerkm CD34°
IOBTOPHO OYMINAIOT W 00palaThIBaIOT Pas3IMYHBIMU A03aMu coenauHeHust ¢opmynsl (I) B
teueHue 48 uacoB B mpucyrctBuu SCF, nuranga FL-3, IL-3 u TPO. benkoBbie 3KCTPakThl
noyiy4aroT, npumensisi peaktuB NE-PER nns sinepHON M LUTOMIa3MaTUYECKON 3KCTPAKLUU
(Thermo Scientific) B COOTBETCTBUH C HHCTPYKLUUSMH ITPOH3BOAUTEIS.

[318] Ilepen BecTepH-OJOTTHHIOM BCe 00pasLbl JeHATYpUpyroT Oydepom s oOpas3uos
Laemmli SDS (Boston BioProducts) narpeBanuiem npu 95°C B TeueHHe 5 MHHYT, KaIblid
obpaszen pasgensitor Ha renmsix SDS-PAGE u mepeHocsT Ha nonmMBUHWIAU(TOPUAMHOBBIE
memOpansl (Bio-Rad). @ocdo-p53, p53, MDM2, p21, p-STATI1, PUMA u Bak Busyanusupyrot
¢ nomouieto antuten (Cell Signaling Technologies) u pearentos st BectepH-OnoTTrHra ECL
(Denville Scientific).

CraTucTuueckuii aHaIN3

[319] Pe3ynbTaThl NpeACTaBIAIOT B BUAE CPEIHErO 3HAUEHMsIECTaHJAPTHOE OTKJIOHEHHE
OTHAENBHBIX TOUYEK JaHHBIX, MOJYYEHHBIX M3 PA3IMYHOIO KOJMYECTBA SKCIIEPUMEHTOB.
CTaTHCTHYECKYIO 3HAYMMOCTD ONPENeNSA0T, MPUMEHss t-kputepuil CThIOeHTa W t-KpUTEpUit
MApHBIX BBIOOPOK.

IIpumep 2: sddextor coenuHenus ¢opmynsl (I) Ha KI€TKH € 3CCEHLMANBHOM
TpoMboruTeMueit

[320] DxcnepuMeHTbl MPOBOAST COMJIACHO NpuMepy 1, 3a HUCKIOUEHHEM TOro, YTO
KJIETKH 3CCEHIMATIbHON TPOMOOLIMTEMHIN MPUMEHSIOT BMECTO KJIETOK MCTHHHOHN MOJIULIUTEMUN

(PV).
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ITpumep 3: apdextsr coenunenns popmysl (I) Ha K1eTkn nepBUYHOrO MueNopudPo3a

[321] OxcnepuMeHTEl IPOBOAST B COOTBETCTBUM € NPUMEPOM 1, 33 UCKIIOUEHHUEM TOTO,
YTO BMECTO KJETOK HCTHHHOW mnomuuureMud (PV) nDpuUMEHSIOT KJIETKH IEePBHYHOIO
muenopudposa.

ITpumep 4: Coenunenue ¢opmynsl (I) B kauecTBe MOHOTEpanuu AJisi MALHEHTOB C
UCTUHHON MOJMLIUTEMUU

[322] Llenpt0 HAaHHOTO WCCIENOBAHUS  SIBISIETC HM3Y4YeHHE O€30MacHOCTH U
s¢extuBHOCTH coenuHenus Gopmyibl (I) nis maumeHToB ¢ UCTUHHOW mojuuuTemuen (PV).
[Ipoxoautr aHajnormyHOe KiIMHUYeCKoe wuccienoBanne ¢ RG7388 (NCT02407080). B
UCCIIeIOBaHNE BKIIFOUAOT 30 MalMeHTOB ¢ HCTUHHOHN nomuuuTemueii (PV), KoTopeiM Ha3HAYAIOT
coenunenue ¢opmyinnl (I) B moze 120 mr omguu pas B aeHb (QD) B nuu 1-7 B Teuenune 21-
nHeBHOTrO 1ukja (B nHu 8-21, 6e3 BBeneHust coenuHenus: Gopmyssl (I)) B TeueHue OBYX JeT.
Kpurepun BkIrOUeHUs ClaeayOIINE:

JAK2V617F-no3utuBHast uctuHHas nojgunuremus (PV)

Panee He neumcs, mo MeHbIIEH Mepe, OOHUM IPYTUM areHTOM (THIPOKCUMOYEBHHOM,
uHTep(HEPOHOM, aHATPEITHIIOM )

>18 ner

IIpuemnemass (QyHKIOUS OPraHOB TI€peA HCCIENOBAHMEM BO BpPEMs CKPHUHHUHTIA,
ompexenseMas kak: oduuiit ounmupyoun <1,5 pasa Bbitne BepxHero npenena Hopmbsl (ULN), ecu
TOJIBKO 3TO HE CBsi3aHO C Oosie3Hpro ['mibepra miM reMosiM3oM, acmapTaTaMHHOTpaHc(hepasa

(AST) u aNaHNHAMUHOTpaHCchepasa (ALT)<2,5-xpaTHas BI'H KpeaTUHUH

,
cbiBOpoTKH<1,5xBI'H

JKeHIuHbI 1€TOPOHOrO BO3pAacTa U MY>KUMHBI TOJDKHBI JaTh COTJIACHE HA NMPUMEHEHHS
aleKBaTHOM KOHTpaLenuuu (HampuMmep, FOPMOHAJBHBIA MM OapbepHbIH CrOCOO KOHTPOJI
POXKIAEMOCTH; BO3AEP’KaHME) 1O BKIIOYEHUS B HCCIEAOBAHME W HA BpeMs y4acTHs B
uccnenoBanuu. Eciu cyOBeKT JKEHCKOro moJjia 3a0epeMeHeeT WK MOA03PEeBAETCsl B TOM, UTO OH
OepeMeHeH BO BpeMsl y4acTHsl B JAHHOM HCCJIEIOBAHHH, €T0 CIeNyeT HEMEIUICHHO MCKIFOYHTh
U3 UCCIIEIOBAHUSI.

[323] Bo BpemMss uiam B KOHLE HWCCIAEAOBAHHUS KaKIOTO TAIlMEHTAa C HWCTHHHOU
nonuiuTemuent (PV) olleHUBarOT MO CIENYOMKUM TapaMeTpaM AJisi ONpenesieHus] 0e30MacHOCTH
u s¢dexruBHocTH coenuneHuss (opmyner (I): 1) remaronorudeckuii OTBET, 2) CHUKEHHE
Harpysku ajutensi JAK2V617F; 3) w3MeHeHUs: THUCTOMATOJOTHYECKHUX AHOMAJHNA KOCTHOTO
Mo3ra, 4) CHIKEHHE HCXOOHOTO YPOBHS pPETHKYJIHHA/KojulareHosoro ¢ubposa, 5) dacrtora
BEHO3HBIX M apTePUATbHBIX TPOMOO30B; M 5) M3MEHEHHsI CUMITOMOB, CBsi3aHHbIX ¢ MPN, mo
ouenke MPN-SAF.

IMpumep 5: Coenunenue ¢opmynsl (I) B kauecTBe MOHOTEpamuy AJisl MALKUEHTOB C
3CCEHLUAIbHOM TpoMOonUTEMHEH

[324] HccnenoBanue MPOBOAST B COOTBETCTBHH CO CIIOCOOAMH, ONMUCAHHBIMH B TIPUMEpe
4, 3a UCKIIFOYEHHEM BKIIFOYEHHUS MALMEHTOB C 3CCeHIManbHON Tpomboruremueii (ET) BmecTo

MAaIMeHTOB ¢ UCTHHHOU nonunuuremueit (PV).
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ITIpumep 6: Coemnmnenue ¢opmynsl (I) B kauecTBe MOHOTEpanuu Al MALEHTOB C
NEePBUYHBIM MUET0GHOPO3OM

[325] HccnenoBanue MPOBOAST B COOTBETCTBHH CO CIIOCOOAMH, ONMUCAHHBIMH B IIPUMeEpe
4, 3a UCKITIOUEHHEM BKIIFOYEHHUS NALIMEHTOB C TIEPBUYHBIM MUENO(GHOPO30M BMECTO NALIUEHTOB C
ucTuHHOU noymuremueii (PV).

ITpumep 7: a¢pdexTuBHOCTL coenuuenust Gopmysl (I) mpoTus paka

[326] Cnocob TectupoBanust >¢pdexTuBHOCTH coenuHeHus ¢opmynsl (I) mpotus paka
omucan B Canon et al.,, Molecular Cancer Therapeutics, 2015; 649-658 u Rew, et al., J. Med.
Chem. 2012; 55; 4936-54, coneprkaHue KOTOPBIX BKIIFOUYEHO C MOMOIIBIO cChbUTkH. [lanee crnocod
OIHCaH BKpATIE.

Knerxkun

[327] SJISA-1, HCT116, ACHN, NCI-H460, MOLM-13, RKO, MCF7, 22RV1, HT-29,
PC-3, NCI-H82, NCI-SNUI1 u MG-63 knerku npuobperamu y ATCC, u ¢ Tex nop Obum
NOATBEPKIEHbl KOPOTKOMY TaHAEMHOMY moBTopHOMYy aHanmu3y (PowerPlex 18D Kit ot
Promega). NCI-H2452, SW982, C32, SK-HEP-1, A375, RT4, RPMI-2650, MDA-MB-134-VI,
NCI-H2347 u A427 xknerku npuobperamu y ATCC u npumensinu B reuenue 6 mecsines. IGR-1 u
CML-T1 xnerku npuobperamu y German Collection of Microorganisms and Cell Cultures
(DSMZ) u npumensuin B TeueHne O wecsueB. A375sq2 KIETKH TE€HEPUPOBAIMA 1IN VIVO
naccupopanueM A375 knetok y mbimreit. HCT116 p537 knerku momyganu y Bert Vogelstein.
KS-1 u SNG-M npuobperanu y the Japanese Collection of Research Bioresources (HSRRB) u
npuMensin B TedeHne 6 mecsineB. G-401, G-361, LS174T xnerku (nmpuobperanu y ATCC),
EOL-1 knetku (npuobperanun y DSMZ) u KP-4 xnerku (npuodperanu y HSRRB) npumensimu
yepes 6 MecsLeB 1ocie MPUoOpeTeHHs.

AHanu3 Ha CBsI3bIBAHUE, MPUMEHSSA CIIEKTPOCKONMIO IOBEPXHOCTHOIO IIA3MOHHOTO
pesonanca (I1I1P)

[328] Marepuanst: Biacore T100 npubop (GE Healthcare), CMS cencopnbriii uun (BR-
1000-12), Habop mist koHaeHcanuu amuHoB (BR-1000-50), conepskatuii ruapoxiaopun 1-3Tu-
3-(3-numerunamunnpomn)kapooguumuna  (EDC),  N-rugpokcucykumnumun (NHS) wu
stanonamuH-HCl, GST nabop mms 3axBata (BR-1002-23), HBS-N 6ydep (BR-1006-70) Obutn
ot GE Healthcare. Bce Oydeprr ¢punprpoBanu uepes 0,2 MkM HusoHOBYr0 MeMOpany (VWR
87006-076). HccnenoBanme KHHETHKH HWHrubutopo Ha Biacore: uyun CMS  Obin
npensaputenbHo oopadoran 10 MM NaOH, 10 MM HCl u 0,1% SDS, kaxnbiii pa3 B Teuenue 10
CEeKYHHON HWHBEKUUU IBaXIbl cO ckopocTeio 100 mxn/mun B Oydepe HBS-N. Cragum
UMMOOMTH3AIMA W 33aXBaTa BBIMOJHSIN, Kak omucaHo: 1. CmemmBanu paBHbili 00beM 0,4 M
EDC u 0,1 M NHS u BBOAMIHN MO MOBEPXHOCTH YHUIIA JJIs €r0 aKTUBALMU B TeueHue 10 MuH npu
10 mxn/mun; 2. Axtuteno nporuB GST (30 mkr/mn B 10 MM anerare Hatpusi, pH 5)
UMMOOMTM30BAJIM HA YUIE WHBEKIHEH Ha MOBEPXHOCTh B T€YEHHE 15 MUHYT CO CKOPOCTHIO 8
MKJI/MUH; 3. UTOOBI 1€aKTUBUPOBATh W30BITOYHBIE PEAKTHBHbIE IPYIIIBI U CMBITh HECBSI3AHHBIE
anrurena nporuB GST, nmo nosepxunoctu npokaunsanu 1 M stanonamus-HCI pH 8,5 B Teuenne

10 MuH co ckopocTbio 8 MkJI/MuH. [loaydeHHbIN ypOBEHb UMMOOMIN3ALIUN aHTUTEN COCTaBIISLI
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okoio 18000 RU; 4. 10 mxr/mn GST B 6ydpepe HBS-N BBOAMIM B OHY MPOTOYHYIO KIOBETY B
TedeHue 15 MUHYT CO CKOPOCTBIO 5 MKJI/MUH Uil CO3aHUS KOHTPOJBHOH moepxHocTH 1500
RU; 5. IloBepxHocTh oOpa3sua reHepupoBanu uHbekimed 20 mxr/mn MDM2 B apyryio
IPOTOYHYIO KIOBETY B T€UEHHE 15 MUHYT ABaKABI CO CKOPOCTBIO 5 MKJI/MUH JJIsI TOCTHIKEHUS
ypoBHsi 3axBaTa okojio 2000 RU. MccnenmoBaHue KHHETHYECKOTO CBSI3BIBAHUSI MHTHOUTOPOB
(monexymsipHas Macca B npenenax 450-600) nposonunu npu 25°C mpu MOCTOSHHOM 1oToke 90
MKJI/MuH. Bydep nist ananusza obpasua cocrosin u3 25 MM Tpuc, pH 7,5, 150 MM NaCl, 0,005%
(06./06.) Tween 20, 0,2 MM TCEP muttoc 2,5% (06./06.) AIMCO. Uarubutops! pazbasisuim oT 1
MM ucxonHoro pactsopa (B 100% JIMCO) B Oydepe st ananuza odpasuos 1o 12 HM. 3atem
UHTUOUTOpPBI CepUiHO pa3baBisuii 2 pas3a, 4YTOOBI NOMy4YuTh 8 Touek. Paz0aBieHHbIE
UHTUOUTOPBI BBOAMJIM HA KOHTPOJIBHYIO TIOBEPXHOCTh M MTOBEPXHOCTDb C 00pa3LOM B TeueHue 1-2
MUHYT W HaOJOJanmu QuccoUManui B TedeHue 3-4 MuHyT. bydep, comepxkamuii 2,3-3,5%
DMSO, BBoaunu nans noiydeHust KpuBoil st koppektupoBku Ha DMSO. Bcee ceHcorpammel
oOpabaTeiBaniu, mpuMeHsisi mporpamMmmHoe obecreuenne Biacore Evaluation (GE Healthcare) ¢
IBOWHOM KOHTPOJIbHOW mpouenypod u kamuOpoBkoii Ha DMSO. 3nauenuss KD onpenensiy,
MPUMEHSISl MOJENb CBsi3bIBaHUsA 1:1, BKJIIOUas yCI0BHE OrPaHUYEHUs] MACCONEPEHOCA.

Tect Ha SJISA-1 xnerounyro nposudepanuto (Click-iT EAU HCS tecr)

[329] Knetku SISA-1 BbIceBaaM ¢ TIOTHOCTHIO 2,8% 10° KI€TOK/NyHKA B 384-TyHOUHbIE
IUTAHIIETHI [T KyJabTuBupoBanus kiaetok (Perkin Elmer, # 6007460) B 40 MkJ1 pocTOBOIi Cpenbl
(RPMI 1640 ¢ nmobasnennem 10 MM HEPES, 1 MM nupysara Hatpus, 1X NeHUIMIUIHHA-
crpentomunnHa, 2 MM rinyramuHa u 10% ¢eranpHON Oblubel  cbiBOpoTKH). Kierku
KyJbTUBUpPOBaIU B TeueHue 24 udacoB mpu 37°C u 5% CO,. Ha crnenyroumuii neHb KJIETKH
obpabateiBann uHruOuTopa MDM2mMu B Teuenue 16 vacoB B mpucytctBuu 10% CBIBOPOTKH
kpoBu uenoBeka. Ha 3-it nenp mpouenypy tecra Click-iT EdU BbimonHsiaM B COOTBETCTBUU C
WUHCTPYKIMSAMHU TPOU3BOAMTEN C OOBEMaMH aHAIN3a, YMEHBIIEHHBIMH 10 25 MKJI s
KoppekTupoBku st 384-nyHounbix (opmaros (Invitrogen, # C10357). Bkparue, EdU (5-
STUHWI-2 -A€30KCUYPUINH) A00ABJsUIM K KJIETKaM IO KOHEYHOW KoHueHTpauuud 10 MkM u
uHKyOupoBanu B Teuenue 1 yaca. [Tocne meuenus knetku Gpuxkcuposanu 4% (opmanbreruaom u
nepmeadmmmsupoann 0,1% Triton-X 100. Ilocie NpPOMBIBKM KJIETKM HHKYOUPOBAJIH C
peakunonabM Oydepom Click-iT, u 3arem nmpokpamuBaiu sapa. 3aTeM KIETKH MPOMBIBAIN U
BU3yanu3upoBaiy, mnpuMenss cucremy ckpuauHra Opera High Content Screening System
(Perkin Elmer). Ilponent Bxirouenust EAU paccuuteiBanmu u npumeHsum aist pacdera ICso.
Snauenns ICso ompemensui, TPUMEHsSI YETHIPEXIMApPAMETPUUECKYIO JIOTHCTHYEeCKyro (4PL)
MozeNb XHia.

Tect na nponudepauunto BrdU (tect na HCT116 cienmguanocTs)

[330] OddexTuBHoCcTE HHrHONTOP MDM20B Takke ONpenessuii aHAJTN30M BIIHMSIHUS Ha
nponndepanuio KIETOK KOJHWYECTBEHHBIM ONpEAeNieHNEeM CTETeHH BKIIOYEHUs S-Opom-2-
nesokcuypuanaa (BrdU) B oOpabOoraHHble COeqUHEHHMEM KJIETKH [0 CPaBHEHHIO C
obpaboranapiva DMSO  kontposbhbiMu  kietkamu. HCT116 pS3WT wunu p537 xierku

BBICEBAIM C MIIOTHOCTBIO 6% 10° KieTok/NyHKa B 96-TyHOUYHBIE MIAHIIETHI AJIs KyJIbTUBUPOBAHHUS
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kietok B 100 mxn pocrosoit cpenbl (McCoy's SA, 1X PSQ u 10% d¢eranpHas Tensdbs
CBIBOPOTKa (Bce KOMIOHEHTHI OT Invitrogen)). KieTku nepBoHadanbHO KyJIbTUBUPOBAIU B
teyenne 24 gacos npu 37°C u 5% CO; nepen nobasnenuem coenunenus. Murudburopst MDM2
cepuiino passogwm B JIMCO (Sigma # D2650), 3arem cHOBa pa3BONWIN B aHAJTHTUYECKOM
cpene (McCoy’s SA, 1X PSQ, 10% uenoseueckast ceiBopoTka (Bioreclamation #HMSRM)) no
xoHewHol koHuenrpauyu JIMCO 1%. Knerkn nHKyOHMpOBaaM B MPUCYTCTBUU MHTUOUTOPA MPH
37°C u 5% CO2 B Teyenue 16 yacos, u 3aTeM oOpabaTeiBaiy pa3OaBIEHHBIM PEAreHTOM JUIS
meuenust BrdU (koneunoe passenenue 1:100, Invitrogen # 00-0103) B Teuenue 1 waca mpu 37°C
u 5% CO,. Ilocne mevenws: BrdU, cpeny ymansnu, kieTku (UKCHUPOBAIN M OKpAlIMBAJIUA Ha
Bkouenue BrdU. Crenens Britouenus: BrdU onpenesisiii, NpUMeHsisi MPOTOYHYEO [TUTOMETPHIO
win wianmet-punep Cellomics Array Scan Vti ¢ 6uoanmaparypoit Target Activation. TIpoueHT
BrdU-nonoxutenpHpix Ki1eTok B 00padoraHHbX JJMCO KOHTPOJIBHBIX JIYHKaX MPUMEHSUTH IS
HOPMaJIM3alil CUTHAjJla W pacyeTa TMPOLEHTA WHTHOMPOBAaHMUA U KaXIOW JIYHKH,
oOpaboraHHON coenuHeHHeM. KpuBble 1103a-OTBET CTPOWJIM, TNPUMEHSsI I[POrPAMMHOE
obecnieuenne XLFit nnst pacuera 3HaueHunit [CS0 nist KaKAOTO TECTUPYEMOTO HHTHOUTOPA.

HCT116 p21 TagMan® Tect (tect Ha cnenudmaHocts HCT116)

[331] JaHHBII TeCT MPUBOAMIM TOYHO TakK, Kak omucaHo Bbime aysg SJSA-1 p21 tecra,
CO CIEIYIOMIMH HCKJIFOUEHHsIME: pocToBas cpena as HCT116 pS3WT umu p53™ cocTosina us
McCoy’s SA, 1X PSQ, u 10% ¢eranpHoli Oblubeli CBIBOPOTKH (BCE KOMIIOHEHTHI OT Invitrogen).

buoxumunueckuii (HTRF) tect

[332] Marepuansr: uyenoseueckuii MDM2 (GST-tpombur-hMDM?2 (1-188)) momydanu
camocTosTeNnbHO. DKcnpeccuposam B E. coli u ounmanu Ha xonmonke Glutathione Sepharose
4B, Q-HP u Superdex 200. Yenoseueckuii p53 (Avi-TrxA-6His-Thrombin-S-tag-EK-p53 (1-83))
skcnpeccuposanu B E. coli u nponyckanu yepes kononku Ni-NTA, ruapokcuanatur, Superdex
75 mna poctkeHust 9uCcToThl Oosiee 80%. ChIBOpOTKY yenoBeka mony4anu y Bioreclamation
(HMSRM, wHedunsrpoBanHas)). MoHOKIOHaNbHbIE aHTHTena npoTuB GST, MedeHHbIe
kpunratoM eBponusi (Eu-antu-GST, 61GSTLB) u SA-Xlent (611SAXLB) nonyuanu y Cisbio.
DTT, BSA, KH,PO4, Na;HPOs, DMSO, NaCl u KF Oputn ot Sigma. becchBOpOTOUHBIN
peakuonHbiii 0ydep cocrosn uz 1,06 MM KH,POs, 2,96 MM NaHPO4, 0,155 M NaCl, 0,1%
BSA u 1 MM DTT. B tecre HTRF B CBIBOpOTKE NpPUMEHSUIM peaKUUOHHBIA Oydep ¢
nobasnenneM 15% ceiBopoTku kpoBu 4denopeka. Ilmanmer mnst tecra Ha HTRF npencrasisn
coboii turanmersl White 384 Opti or Perkin Elmer (6007299). Envison (Perkin Elmer)
HACTpauBaJM Ha BO30ykneHne 320 HM. DMHUCCUIO U3MEPSIIH pHu 665 u 615 HM, 1 COOTHOLIEHNE
Em665/Em615 mnpencrasnsio B3aumonerictsue MDM2-p53. Usmepsiiu  (hayopecUeHIn ¢
BPEMEHHBIM pasperneHreM 1o SO BCbImKaM st 000MX AETEKTOPOB C 3aAepKKoi 60 MKC mocne
kaxkporo Bo3Oysknenusi. Bpemst urennst 300 mxc. Vprep 6vut mpoaykrom Velocityll. Jlozarop
s mukporutanieroB Wellmate 6bu1 ot Thermo Scientific.

Serial  Killer mnonyganum  coOcrBeHHbiMu  cujamu.  CrocoObl  (ompeneneHue
s¢p¢extuBHocTH uHruOMropa B ananmse HTRF): 20 mkn 1,5 MM wunruburopa cepuiiHO

pazbasmsin go 20 mxan JAMCO nns 22 touek ¢ momombto Serial Killer. 1 mxn manHoro
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pa30aBIEHHOTO WHTUOMTOpA MEPEHOCUJIM B PEAKLHUOHHBIA TUIAHIIET ¢ 9 MKJ PEeakIHOHHOTO
Oydepa Vprep. B peakunonnsiii mianmer BHocwin 10 Mk 1 HM MDM2 u unHkyOupoBaiu ¢
uHruouropom B Teuenue 20 MuHyT nepen nodasnenuem 20 mxia 1,25 HM pS53. Uepes 60 munHyT
cmech ans nerektupoBanus (10 mxi, 1 HM SA-Xlent, 3 #M Eu-antu-GST u 0,5 M KF)
n00aBNIAMM K PEAKLMOHHON cMecH, W IUaHmeT cuuThiBanu Ha Envision mocne 18 wacos
uHKkyOarmu. OOmuii peakunoHHbIE 00beM cocTaBistn S0 mxin. MDM?2, pS53 u cmech anst
JETEeKTHPOBAHMS MEpeHOCWIN B aHamuTHieckue ruiaHmeTrsl Wellmate. IC50 ompenemsuin u3
noBropoB aanubix. [t ananuza HTRF B 15% ChIBOpOTKE: MOCIENI0BATENBHOCTh NOOABIICHHSI
ObL1a Takoil ke, Kak U B 6ecChIBOpOTOYHOM aHanmu3e. 10 mxn 12,5 ’M MDM2, pa3BeneHHOTO B
peakunoHHOM Oydepe, comepkamiem 30% CBIBOPOTKY uesioBeka, noOaBysi kK 10 Mk cMmecu
Oydepa u coenuHenus i noiaydenus: 15% ceiBopotku. 20 HM p53 passogwu B Oydepe 15%
CBIBOPOTKOW KpOBHU 4desioBeka. bydep mnst oOHapyxkenus Obu1 B 15% ceiBopotke ¢ 10 HM SA-
Xlent, 3 M Eu-antu-GST u 0,5 M KF.

HNmmyHOONIOT-aHAH3

[333] Onyxonessie kierku odpadarsiBanu JJMCO (0,1%) wnu coenuHeHnemM GpopmMyibl
(D (0,1, 1 wmm 10 mmonw/m). Yepe3 24 uaca cobupanu OeNKOBBIC JHU3ATHL, IMOIBEPrad
snekTpodopely © MepeHoCwIH Ha nonuBUHWIMAeHnupTopunaele wMemOpanel  (Life
Technologies). Ilepsuunsie antutena: pS3 (DO-1; Calbiochem), MDM2 (BD Pharmingen), p21
(R&D Systems), PUMA (Abcam) unu B-aktun-HRP (Sigma).

Tect Ha xu3HECTIOCOOHOCTH KJIeTOK (72 uaca)

[334] Knerounble nuHUM BbIceBaIM B 96- uau 384-myHOUHBIE IJIAHINETHI IPU
ONTUMAJIbHONW HAa4YaJIbHON IJIOTHOCTH I1OCEBA, YTOObI FAPaHTUPOBATh, YTO KJIETKH HE JOCTHUTHYT
cnusiHMsA K KOHLy aHanu3a. Kierku oOpaGareiBain DMSO koHTponeM MM COeNUHEHHEM
dopmynbl (I) mpu pasaUuUHBIX KOHLEHTpAIMsAX B TeueHHe 72 wyacoB. [lns ompeneneHus
KOJIMUECTBA JKU3HECTIOCOOHBIX KJIETOK NPHUMEHsI HAOOpBI AJSI JEOMMHECLIEHTHOTO aHAJIN3a
xmHecriocoonoctn  kyetok  CellTiter-Glo (Promega) wnu  ATPlite 1step Luminescent
(PerkinElmer). Jlromunecueniuto wu3Mmepsiin, npumenssi EnVision Multilabel Reader
(PerkinElmer) nnsi kakgod KIeTOYHOH JuHMM B HysieBoii mMomeHT BpemenHu (VO) mepen
nobaBiieHHEM COEOUHEHUH, a Takke rmocie 72 4YacoB O0pabOTKHM COEAMHEHHSMH.
Wnrubuposanne pocra (GI) paccumrbiBamm mno 200-0ajuibHOM IMIKaje B COOTBETCTBUH CO
clenyrmuMn ypaBHeHUs MU, rae V72 - momunectennus JJMCO kontpons depe3 72 daca, u
T72-mromunecuenuus obpadoraHHOro coenuHeHneM obpasua: ecnmu T72>V0, To GI=100x(1-
((T72-V0)/(V72-V0)));, ecm T72<VO0, to GI=100x(1-((T72-V0)/V0)). 3nauenuss GI 0, 100 u
200 mpexacTaBIsUTM HE MHTHOMPOBAHHBIN pocT KiIeTok (T.e. koHTposb JIMCO), 3acToil KIeToK U
MOJIHOE YHUYTOXXEHHE KJIETOK, COOTBeTCTBeHHO. KpuBble "no3a-oTBeT" CTpOMIIH, MPUMEHSSI
nporpammuoe obecrieuenne XLFit (IDBS) mms pacdera 3nauenwit IC50 nnst coemuHeHwHs
¢dopmyel (I) B KaXKI0H TECTUPYEMOU THHUH KJIETOK.

HccnenoBaHust Ha )KUBOTHBIX

[335] Bce skcniepuMeHTaNbHBIE CIIOCOOBI HAa KUBOTHBIX MPOBOAUIIN B COOTBETCTBUH CO

CTaHAapTaMu Accounauym MO OLCHKE W aKKpEeAHUTAlUU .]'Ia60paTOprIX JKUBOTHBIX. BO Bcex
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UCCIIEIOBAHMAX MPUMEHSIIN CAMOK O€CTHMYCHBIX I'OJIBIX MbIIIEl B Bo3pacte oT 4 10 6 Hexenb
(Harlan Laboratories, Hsd: Athymic Nude-Foxnlnu). Mpbimeii comepkanu mo maTh B KaKAOH
KJIeTKe ¢ (PUIBTPOM B CTEPUIIPHOM IOMEINEHHWH C KOHTPOJHMPYeMOH cpemol (temmeparypa
23+2°C, orHOocuTenpHast BIaKHOCTh 50+20%) ¢ 12-4acoBBIM IIMKJIOM CBET/TEMHOTA. Mpblieit
KOPMHJIN KOMMepYeckuM kopmoMm st rpeisyHoB (Harlan Laboratories, # 2920X) wu
obecrieunBamy O4YMINEHHYI0 Ha (uibTpe BOAONmpoBoAHY0 Boxy ad libitum. Mermeit
WHIVBHAYAJIbHO HAEHTU(HUIMPOBAIM ¢ nomombio MukpouunoB (Bio Medic Data Systems),
KOTOPbIE UMIUTAHTHPOBAJN TMOKOXKHO, IO MEHbIIEH Mepe, 3a 2 THs O UCCIIETOBAHMS.

dapMaKOIMHAMUYIECKHE aHATH3bI

[336] Omnyxonesble knetku (SJSA-1: 5x10° xmerox, HCT 116: 2x10° kmerox)
UHBELUPOBAIIN MMOJKOXKHO B OOK CaMOK O€CTHMYCHBIX TOJIBIX MBILIEH B COOTHOIIEHUH KJIETOK K
marpuremo 2:1 (BD Bioscience). Coenunenne popmyiiel (I) BBoamiu yepes »KenyJ0dHbIH 30H],
KOrJia CpelHMil pasMep OMyXomu jgocTuran mpumepHo 300-450 mm® (n=4/rpynmna). Onyxomu
cobupanu uepe3 1, 2, 4, 8 u 24 yaca nocne BeeneHus 103bl (SJISA-1) unu yepes 6 yacoB mocie
BeneHus: n03bl (HCT116) m MraoBeHHO 3amMopaxkuBaiu B skuakoM azore. OOmyro PHK
ounmanu, npumensisi Hadop Qiagen RNeasy 96 (Qiagen). YpoBHu p2l u reHa JOMAIIHETO
xo3stiictea GAPDH ompenensimn w3 odmeir PHK npns kaxxmoro o0pasma B TEXHHUECKHX
nyonukatax ¢ momomnbio KPB-ITLP. Peakiuu kPB-IILP anamusupoBanu Ha mpudope Applied
Biosystems Prism 7900HT, u naHHbIe aHATH3UPOBAIHN C IIOMOLIBIO MPOTPAMMHOIO OOECTIEHeHUS
Applied Biosystems SDS2.2. Ilporpamma SDS2.2 paccumThiBana konudectBo komuili p2l u
GAPDH B xaxnom u3 o0paszuoB omyxoiu. HYucno konuii p21 HOpManu30BalM K KOJUYECTBY
komuii GAPDH, wu nns  kaxgoro oOpasna pacCUMTBIBAIIA — KPAaTHOE — yBEJIUYEHHE
HOPMAaJIM30BAHHBIX YpOBHEH p21 oTHOCUTENBHO KOHTpOIIA co cpenoit. [nsa onpenenenns MUK-1
iasMy cobupanu Bo Bpemsi ymepiusienus, 1 MUK-1 onpenensnu, npuMeHsas HIMMYHOAHAIN3
R&D Quantikine Human MIC-1 (xaranoxsbiii Homep DGDI150) B cooTBeTCTBUH C
UHCTPYKUMsIMU mipousBonuTens. Ananu3 ELISA  ocyumiecTBisuiv, mpuMeHsist puumep s
MUKpOIUIaHIeToB Spectramax MS, npumensisi Softmax pro v4 (Molecular Devices).

HccnenoBaHusi HA KCEHOTPAHCIUIAHTATAX

[337] Knetku SJSA-1 (5x10° knetok ¢ marpurenem B cootHomenuu 2: 1), kiaerku NCI-
H460 (5%10° kneTok ¢ MmaTpurenem B cooTHomenuu 2:1), A375sq2 (5% 10° kneTok ¢ MmaTpuresem
B cooTHoweHun cootHomenue 2:1) umu HCT116 (2x10° kneTokx) BBOAMIM MOMKOXKHO B OOK
caMOK OecTUMyCHBIX roseix Mblmell (n=10/rpynmna). O6paboTky HauWHAIM, KOT/a OIMyXOJb
pa3Buiach M Obl1a npubausurensHo 200 mv®. Coenunenue Gopmysisl (I) BBOAMIN OIHH pa3 B
IeHb Yepe3 JKEeNMyNO4YHbI 30HA. Pa3Meprl Onyxonm OLEHUBAIM IBAXKIBL, E€KEHEIENbHO,
3NIEKTPOHHBIM LU(PPOBBIM IITAaHreHIUpPKysneM Pro-Max (Sylvac) um paccunrsBamu o0beM
onyxonu no GpopMyiie: JUIMHA X HIMPMHA X BbICOTA M BHIPAKand B MM°. JlaHHbIE BbIPaskaau Kak
CpenHeetCTaHaapTHasl OMMOKa CpeaHero. Maccy Tena perucTpupoBaId ABAKABI €KEHENETHHO
ISl OLIEHKU MePEHOCUMOCTH (aHHble He mokaszanel). Anaimn3 MPHK p21 B xoHLe nccnenosanuit
C KCEHOTPAHCIIJIAHTATAMH BBITTOJIHSJIH, KaK OMMUCAHO AJs (papMakoIuHAMUYIECKOro aHanusa p21.

Herexnust BrdUrd u pacuiernieHHo# kacnas3bl-3 B KCEHOTPAHCIUIAHTATaX
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[338] Omyxomnu cobupanu depe3 6 4acoB mocie mocienHeil oopaboTku, PUKCHPOBAIU
dbopmanmHOM 1 obpabarbiBanu mapaduHOM. 3a ABa Yaca 40 cOOpa MbIIaM BHYTPUOPIOIIMHHO
Beonwu BrdUrd (50 mr/kr). Cpessl onyxonan uMMmyHookpamusanu guoo Ha BrdUrd, nubo Ha
pacCIICIUIEHHYIO — Karcasy-3, TPUMEHssl KOMMEpPUeCKHe aHTHUTeNa, M KOHTPACTUPOBAIU
remMaTokcIMHOM. Cpespl ckaHupoBainu npu x20 Hu(ppPOBBIM CKaHEPOM Aperio U Omnpeaessiin
HOJIOKUTENIBHYIO SIIEPHYIO IUIOTHOCTh, NMPHMEHSSI NMPOrpaMMHOE oOecrieueHne Uil aHaju3a
n3o0paxkenuii Visiomorph.

CraTuctuueckuii aHaIN3

[339] Ans uccnenosanuii 3pdexruBroctu coenuuenus popmysl (1) in vivo, st oueHku
CTaTUCTHYECKOW 3HAUYUMOCTH HabOmronaembix paznuumii npumensiain ANOVA ¢ moBTOpHBIMU
m3mepenusimui (RMANOVA) ¢ mnocrepyromuM — anocTepuopHbiM  TecTtoM  JlaHHeta st
MHOKECTBEHHBIX CPABHEHUI.

PesynbpTaTsl

[340] Anamm3upoBayiu OoJjiee MHUPOKYIO MaHENb JHMHUH OIMyXOJEBBIX KJIETOK, BKIJIFOYAs
auHAN pS3 mukoro Tuma (n=23) U MyTaHTHbIE (N=7), MPENCTABJISIOLINE PSII TUIIOB OMyXOJIeH U
reHeTH4YeCKuil ()OH, M Oompenesuid BiusHue o0padotku coemuHeHuem ¢opmyinl (I) Ha pocT
KJIETOK B T€UE€HHE 72-4acOBOro nepuona. B 23 OLEHEHHBIX KJIETOYHBIX JIMHUAX PS3 AUKOTO TUIA
obpaborka coenunenueM (opmynsl (I) monmasisyma poct kieTok co 3HadeHwsimu [CS0 B
nuana3one ot 0,1 no 1 mmons/n (purypa 2).

[341] IIpoTHBOOMYXOJEBYKO AaKTMBHOCTH coeanHeHus (opmynbsl (I) oneHuBamm Ha
MOJIENIIX ~ KCEHOTPAHCIUIAHTATOB, TMPEACTABJLSIIOINUX PA3IM4YHBIA reHeTHdeckud (oH u
pasnuyHble TUIBl omyxosiell. Bce NUHMM OMyXONeBBIX KJIETOK, INPUMEHsEMble B MOJIEISIX
KCEHOTPAHCIUIAHTATOB, coaepxkanu pS3 nukoro Tuma. ExenHeBHOE mepopanbHOE BBEIEHUE
coenuHenus: popmyiel (I) mpuBoaMIIO K 3HAYMTENIEPHOMY MHrHOUpoBaHuio pocrta onyxonu (TGI)
Ha Bcex monensx (urypsi 3-5).

[342] SJSA-1, monmenb ocreocapkombl ¢ amruupukamueiit MDM2, okasanack Hanbonee
YyBCTBUTENbHON K 0Opabotke coenunenneM ¢Gopmynsl (I) ¢ EDS0O 9,1 mr/kr (purypa 3). B
rpyImme ¢ caMoi BbICOKOM 1030# 75 Mr/kr 10 u3 10 omyxosieil MOJHOCTBIO PErPECCUPOBAIU U HE
Obun oOHapyxkenbl mocie 10 nHeir neuenus. OOpaborky coenmneHuem ¢Gopmyasl (1)
npeKpamaiyd B JaHHOU rpymnmne depe3 25 maHei, u 3a Mbiamu HaOmonanu eme S50 nHeir. Hu y
OIHOM W3 MbILIeH He ObUIO OOHAPYKEHO MOBTOPHOTrO pocTa onyxonu SISA-1. JlonmonHUTEbHBIE
MOJENI  KCEHOTPAHCIUIAHTATOB  MPOAEMOHCTPHUPOBAIN  JTHANAa30H  IPOTHUBOOIYXOJIEBOH
aKTUBHOCTH i1 vivo coequHenus: ¢popmyinsl (I) mwmm ¢opmynst (II). B Mopenn kojopekraibHOroO
paka HCT116 (myrantr KRAS) camast Beicokast no3a coeaunenus (I) mpusoamna k 86% TGI mo
cpaBHeHUIO ¢ KoHTpojieMm, u ED5S0 cocrasisina 31 mr/kr (durypa 4). O6paboTtka coenuHeHuEM
dopmynsl (I) B Monenu menanomsl ¢ MytaHTHeIM BRAF A375sq2 mpuBonuia B pesynbTare K
97% TGI ¢ ED50 18 mr/kr (purypa 5).

[343] Omyxonm cobupanyi B KOHIE Ka)JIOro HCCIIENOBAHUS KCEHOTPAHCIUIAHTATOB,
4TOOBI ONpenenuTh BIUsHIE 00padoTku coennHeHneM (opmydsl (I) Ha akTHUBHOCTH myTH PS3.

Obpabotka coenurenuneM popmyJsl (I) mpuBoamMIa K 3aBUCUMOM OT O3Bl U BPEMEHU WHIYKIHH
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MPHK p21 mo cpaBHeHHIO ¢ 0oOpaOoTaHHbIMH cpenol omyxojsimu (purypa 6). YpoBeHb
UHAYKIUH p21 B Ka)XI0M Mojenu omyxonu cBsi3aH co creneHbto TGI, rae yposuu p21 Obutn
CaMbIMH BBICOKMMH B OIYXOJIIX, POCT KOTOpBHIX Obul HaumOonee mnopasneH. OpHako
MaKCUMAaJIbHBIA YPOBEHb MHAYKLUH P21 BapbUPOBAJICS B 3aBUCUMOCTH OT MOZAEJIH OMYXOJIH.

ITpumep 8: KIMHUYECKHE UCCIIEOBAHUS

[344] JIByxsTamHoe, paHAOMU3HPOBAHHOE, OTKPBITOE, MHOTOLIEHTPOBOE HCCIIEIOBAHUE
daser  2a/2b sddexTuBHOCTH, Oe3omacHOCTH, (APMAKOKMHETUKH U (apMaKOAHHAMHKH
coenunenust Gopmyibl (I) Mo cpaBHEHHMIO ¢ PYKCONUTHHMOOM Yy MALMEHTOB C 3aBHCUMOW OT
(b1e00TOMUN UCTUHHOMN TOJUIMTEMUEH.

[345] Uctunnyro nonunuremuro (PV) xnaccuduuupyror kak MuenonposudepaTuBHOe
HoBooOpasoBanue (MPN). JloarocpodHass BBDKHBAEMOCTb OCTABIISIET JKEJIATh JIY4IIEro,
BBDKHBAEMOCTh cocTaBjsieT 18% uepes 20 net. CymecTBYOT OrpaHUYEHHBIE TEPATIEBTUUECKHE

BO3MOYKHOCTH st NaLKUEHTOB c PV 0COOEHHO TUIs TeX, y KOro

>
HETIEPEeHOCHMOCTH/ PE3UCTEHTHOCTD K ruapokcumoueBrHe (HU), 1 3TUX manueHToB 4acTo jeuaT
HU, necmoTpsi Ha Henmpuemsiemble MoOO4HbIE 3((eKTsl M HEYIOBIETBOPUTEIBHBIN OTBET.
Uacrora orBera Ha pyKCONMUTUHUO cocTaBisieT 21%, YTO CBUIETEIBCTBYET O BBICOKOU
HEYJOBJIETBOPEHHOH moTpeOHOCTH B 3(PQPeKTUBHBIX crmocodax JIeYeHHs STOW MOATPYIIIBI
natneHToB ¢ PV. Coenunenue ¢opmynst (I) wim dopmynsr (II) npencrasnser coboi
NepopasbHO OMOAOCTYIHBIN, HU3KOMOJIEKYJISIPHBIN, IUTOTOKCUYECKHH XMMHUOTEPAIeBTUIECKUI
areHT, KOTOPBIN CBSI3bIBAETCSI C MBIIIUHBIM JIBOHHBIM MHKpoOenkoM 2 (MDM?2) u unrubupyer
Oenok-0enkoBoe B3aumopeiicteue MDM?2/onyxonessiit Oenok 53 (pS53). beuio nmokasano, 4to
coenunenue ¢popmysl (I) mHrHOHpyeT poct onyxoneBbIx KieTok pS3 mukoro tuma (pS3WT) in
VItro M OIyXOJIEBBIX KCEHOTPAHCIUIAHTATOB in Vivo. p53 mpeactaBisier COOOH OMyXOJEBbI
cynpeccop U (akTOp TPAHCKPUIILIMK, KOTOPBI pearupyer Ha KJIETOYHBIH CTpecc MyTeM
AKTUBALIUM TPAHCKPUIILIUUA MHOTOYMCJIEHHBIX I'€HOB, YYaCTBYIOIIMX B OCTAHOBKE KJIETOYHOTO
LUKJIa, amnomnTo3e, CTApEeHHH | penapanuu Ae30kcupuOoHykiaenHoBod kuciaoTel  (JAHK).
JIOKITMHUYECKH KIIFOYEeBOH JETePMHHAHT YYyBCTBUTEJIBHOCTH K UWHruOuposanuro MDM?2
npeacTaBisier coboi  pS3  MyTalMOHHBIA  CTAaTyC KJIETOK, mnpuyeM kietku pS3WT
YyBCTBUTEJIbHBI K JAHHBIM WHruOMTOpaM. MDM?2 npencrasiisieT cOOOW HETaTUBHBIA PETyJISATOP
P53 ¥ CBEPX3KCHPECCHPYETCS B KJIETKAX MHUENIONPOIH(epaTHBHOrO HOBOOOpasosanust CD34™,
Hecymux pS3WT. MDM2 paspymaer U WHAKTUBHPYET pS3, Mo3BOJSA HposndepupoBaTh
KJIOHAJIbHBIM F€MOINO3TUYECKUM CTBOJIOBBIM KJIETKAM.

Jln3aitH uccienoBaHus

[346] HccnemoBanuwe COCTOSJIO W3 JBYX dYacteil. B wactm A, HauajgpHOU (ase
MONTBEPIKIAEHUST KOHLEMIUN, TPU TPyHmbl oOpaboTku orneHuBaiu Ha 3(PQeKTUBHOCTH U
6e3onmacHocTh Ha cyObekrax ¢ PV. Ecnm oOmmii ypoBeHb OTBETa B 4acTH A COCTaBIILI, IO
MeHbIne mepe, 40% y cyOBeKTOB CO CIUIEHOMeTrahel, HAYMHAJIM 9acTh B, B COOTBETCTBHUH C
KOTOpO# cyObekThl PV co cruieHOMeranuei ciydaiHbIM 00pa3oM MPHUMUCHIBATH K 0OpaboTke
au00 peKOMEHIOBAHHOMN 10301 u rpadukoM u3 dactu A, 1uO0 PyKCOJIUTUHUOOM, BBOJAHMOM B

COOTBETCTBUU C HHCTPYKIUAMU HA STUKETKE.
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[347] Bce cyObekThl yacTu A 1 yacTu B mponomkany jedeHne coenuHeHneM (Gpopmyibl
() mo mporpeccupoBaHusi 3a00JieBaHUST WIH OTCYTCTBHUSI mepeHocumocTu. [IporpeccupoBanue
3a005€BaHMs ONPENEISIETCS KakK:

* TOKa3zaHusi Ha mnpoBeaeHue ¢uedoromun (mocine 8 HeAenu). MOATBEPIKIECHHBIH
rematokput (HCT)> 45%, uro, nmo meHbIel Mepe, Ha 3 MPOLEHTHbIX nmyHKTa Bhie, yeM HCT,
TIOJyYeHHBbI Ha HUCXOOHOM ypoBHe, wiu noarsepxkaeHHbi HCT>48%, ¢ moareepikneHueMm,
IPOBOIUMBIM OT 2 10 14 nHeit mocie nepBOHAYAIBHOTO HAOIFOAEHMSL.

» [Iporpeccusi cene3eHKH: 0ObEMHAs OLIEHKA, YTO €CTh YBeIUYeHue >25% 1o CpaBHEHUIO
¢ 00BEeMOM, OMpeeSICHHbBIM BO BpPeMs HAMJIYYIIEero JOKYMEHTHPOBAHHOTO MOKa3aHHs O0beMa
CeJIe3€HKH C MOMOIIBIO LEHTPATU30BAHHON MPOBEPKU H300paKESHUH.

» Oubpos/Tpanchopmanuss KOCTHOTO MO3ra. ycuyieHue (pudpo3a KOCTHOrO MO3ra IO
CPAaBHEHHIO C HCXOIOHBIM YypOBHeM wW/miu TpaHchopmaumss B wmuenaopudpos (MF),
MUEOANCIUIACTHYeCKUH cUHAPOoM (MDS) miu ocTpyro JeHKeMUIO.

[348] Yactp A: moaTBEpKACHHE KOHLEILIMH/OMpPEaeeHHe A03b COSAMHEHUST (POPMYJIbI
(D). B wactu A onenuBanu 6e30macHOCTh U 3(G(PEKTUBHOCTD ABYX PA3HBbIX J03 U IBYX Pa3HBIX
cxeMm coenuHeHus ¢opmynbl (I) B Tpex rpynmax jedeHust y cyowpektoB ¢ PV. B wactm A
OLIEHUBAIN B OOILIEH CIOXKHOCTH 75 paHAOMHU3UPOBAHHBIX CYyOBEKTOB. CyOBEKTHI CydyalHBIM
o0pa3oM pacrpenessuid B OAHY U3 TPEX TPYIII JICUSHHS:

» rpymma 1, N=15 co cruteHomeranueii, rroc N=10 6e3 cruteHomeranuu: 120 mr onuH
pa3 B IeHb B TeueHHue 1-7 nHeil, 6e3 nedeHus B reuenue 8-21 nHeii (21-qHEBHBIN LUKT)

» rpymma 2, N=15 co cruteHomeranueii, onroc N=10 6e3 crutenomeranuu: 240 mr onuH
pa3 B AeHb B TeueHue 1-7 nHel, Oe3 nedeHus B Teuenne 8-21 gHeit (21-1HEBHBIN LIHKIT)

 rpynma 3, N=15 co cruieHomeranueii, runroc N=10 6e3 cruienomeranuu: 120 mr ogus
pa3 B IeHb B TeueHue 1-7 qHeit, 6e3 nedeHus B Teuenue 8-28qHeit (28-qHeBHBII LIMKIT)

[349] Yactp B: coenunenne Gpopmyis! (I) B pekoMEeHIOBaHHON 103€ U COTIACHO rpaduky
U3 4acTH A 1O CPaBHEHHUIO C PYKCONUTHHUOOM y cyObekToB ¢ PV: B wactu B ouenusamm 220
PaHIOMHU3UPOBAHHBIX CyOBEKTOB cO cruieHoMeranuer. CyObekToB B 4acTu B ciaydaiiHbIM
0o0pa3oM MPUMHCHIBAIN K 00paboTKe PEKOMEHIOBAaHHOW 1030# coemamueHust Gopmyisl (I) u
rpaduky, ompeneneHHbiIMA DMC u3 A, WM PYKCOJIUTHHHOOM COTJIACHO WHCTPYKIHMH Ha
STHKETKE:

 rpymma 1, N=110: cyObekToB cO cIieHOMeranueidi oOpabaThiBaiu COSTUHEHHEM
dbopmysl (I) mpu pekOMeHIOBaHHO T03€ U COTNIaCHO rpaduKy U3 4actu A

» rpynmna 2, N=110: cyObekTOB cO cruileHoMeranuei oOpadaTeiBaId PYyKCOJIUTHHUOOM
COTJIACHO MHCTPYKIUH HA 3TUKETKE.

[TnanupoBamm npubIU3UTENBHO 295 paHAOMH3UPOBAHHBIX CYOBEKTOB: 4acTh A: N=75
gacte B: N=220 (110 cybwekroB mnoayvanu coenunenue ¢opmyinel (I), u 110 cyObekroB
NOJIy4aJI PYKCOJIUTHUHHO)

Ilenu uccnenosanus:

IlepBuunbIe Heu yacT A KoHeuHble KpuTepuH OLEHKH/pPe3yJabTaT

H3MepeHust
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st

coenuHeHusi popmyanl (I) y cy0ObexkToB co

ornpeaeIeHus 3¢ peKTHBHOCTH

cruieHoMerayauen PV, Kkoropeie 3aBucAT 0T

(paedoTomumn. IlepBuyHbIH aHaIu3

3¢ PeKTHBHOCTH AJIST YACTH A OCHOBAH Ha

"

MOAH(PHLUHPOBAHHOM aHaju3e no

HAMEYEHHOMY JIeYeHHI0'' TOJIbKO s
CyObeKTOB 4acTH A €O CIJIEHOMerajuei,

KOTOpBbIe sABJIsAI0TCS pS3WT.

o011 YYACTHHKOB €O CIJICHOMeraJjiveu,
AOCTHTLIMX OTBETA Ha 32 HexeJe, NPHYEM
OTBeT oOmpeaeasieTcss KaK [JOCTH’KeHHe
ofoux M3 cCjaeIyOIIHX MOKAa3aTeJeH:
OrcyrcTBHe moka3zaHuii Ha ¢ue6oToMHIO,
HAYHHAsI ¢ BH3HTAa Ha 8-10 Hegeaw0 H
NpoaoJIKast 10 32-i HeaesH, ¢ He 0oJiee Yem
OJHMM TOKA3aHHEM HA TMpoOBeJeHHE
(¢preboToMuu mocsae paHAOMH3ALUMH U [0
noceumeHuss 8- Hegeau. * YMeHbLIeHHE
o0bema cejeseHku no ouenke MPT (mnm

KT) >35% ot ucxogHoro ypoBHsi Ha 32

HejeJie.

Jdnast  onpeneseHusi A03bl  coeauHeHus1 | Beioop no3bl coenunenus: popmyasi (I) ans
¢popmyasr (I) y cyowbexkroB ¢ PV co | cyobekTOoB ¢ PV co cnieHomeranmeii, y
CIJICHOMeTr AJIHeH, KOTOPYIO OyayT | KOoTOpbIX 00U ypoBeHb oTBeTa >40% B
OLICHUBATDH no CPABHEHHIO ¢ | yacTu A

pykcoauTHHHOOM B yacTu B

IlepBuunbie neau yactu B Koneunbie kputepun oueHku Pesyabrar

H3MepeHust

NPOAEMOHCTPHPOBATD NpeBoCXoACTBO | Jlo11 y4acTHHKOB €O CIIeHOMeraJjuei,
COeIMHEHHUS $opmyJbi @D HAJA | AOCTUI'HIMX OTBeTAa Ha 32 HeaeJie, MpUYeM

pykcoauTuHuOOM y cyobekToB ¢ PV co
CIUIeHOMeraJineil, KOTopble YCTOHYHBbI/HE

NEPEHOCAT THAPOKCUMOYECBHUHY.

OTBeT oOmpeAeasieTcss KaK [JOCTH:KeHHE
o0oMX M3 CjeIyOIIHX TMOKAa3aTeJe:
OrcyrcTBHE mNOKa3aHUH Ha MNpoBeJeHHe
(¢preboToMmuu, HauMHAA ¢ BU3UTA Ha 8-10
HeJeJII0 M MPOAoJIKasi 10 32-H HeJesH, ¢ He
0ojlee 4YeM OAHHUM

NMOKA3aHUuEM Ha

npoBeeHue PpredoTomun nocJje
paHaAOMHM3aLIUMUM M A0 mnocemeHus 8-
HeaeH.

* VYMeHbllleHHE O00beéMAa CeJIe3eHKH I10
ouenke MPT (uau KT)>35% ot ucxoanoro

YpoBHs Ha 32 HeaeJe.

Kpurepun uckmodeHus:
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1. B3pocubie > 18 ner.

2. JIOKyMEHTBI, TIOATBEP)KAAIOIINE COOTBETCTBHE IMAIMEHTa IEPECMOTPEHHBIM
KkputepusiM BeemupHoii opranuzanun 3npasooxpanenus (BO3) 2016 r. nnsa auarxosa I1B.

3. CyObexTbl TOMKHBI OBITh 3aBUCUMBI OT (pneboromun. OnpeneneHne 3aBUCIMOCTU OT
¢dneboromun: erematokpur cocrasisier 40-45% mnpu nByx (haeGOTOMUSIX MM pa3sHECEHbI, IO
MEHbLIEH Mepe, Ha 4 Hellesu B npenenax 24 Heaenb 10 CKPUHUHTA UK * Y POBEHb reMaTOKPHUTA
BhIIe 45% mpu, 1O MeHbLIEeH Mepe, OfHOH ¢ueboTomMuu B penenax 16 Henenb 10 CKPUHUHTA.

4. B wactu A pomyckarTcs cyOBeKThl CO CIUICHOMeranueil (ompenensercs: Kak o0bem
ceneseHky >450 KyOUYeCKHX CaHTUMETPOB cM°) U 6e3 CrjleHoMeraauu no naHHeiM MPT (umu
KT). B yactu B nonyckarorcs Tobko nmanueHTsl ¢o cruienomerajueit mo MPT wumu KT.

5. Ipensinymee neuenne runpokcumoueBuHo (HU) (vactu A u B) mnu untepdeporom
(tombko uacte A). Ecmu panee neumncs HU, cyObekt nomkeH OBITh YCTOHYMBBIM K/
HeriepeHocuTh HU B COOTBETCTBUU CO CIIENYIOIIUMHU KPUTEPHUIMHU:

Ycroiuusocts k HU onpenenstor kax:

no3a >2 r/1eHb WM MakCUMaJIbHAs TIepeHOCHMast 103a <2 I/AeHb B TEUEHHE MUHUMYM 12
HeJneJb, YTO MPUBOIUT K HEOOXOMUMOCTH (Pi1edOTOMUU ISl TIOANEpKaHus reMaTtokputa <45%
WM KoJudecTBa TpoMOouTos> 400% 10°/n u konuuectsa neiikouutos (WBC)> 10x10%/1.

Henepenocumocts HU onpenensitor kax:

ANC <1,0x10°/1 unu xonuyectBo TpomboiuToB <100x10%/n unu remorsiobun <100 r/n
(t.e. 10 r/mgn) mpu muanManbHOM o3¢ HU, HeoOxonumMoit st OCTHKEHHs OTBeTa (TeMaTOKPUT
<45% Ge3 QneboToMuM W/MIH BCe 3 M3 KOJMYECTBA TpoMOOImMTOB<400 x10°/71, konuvecTBa
nefikoiutos <10x10°/n 1 HemanbIMpPyeMas cese3eHKa) Ui

Hanuune 3B Ha HOrax WJM APYTHX HENPUEMIIEMBIX HEreéMaTOJOIMYECKUX TOKCHYECKUX
s¢dextoB, cBazaHHblx ¢ HU (Hampumep, KOXHO-CIM3UCTBIX TIPOSIBICHUH, JKeJyIO4HO-
KUIIEYHBbIX CHMIITOMOB, THEBMOHHUTA WM JMxopanku npu soboit noze HU), onpenensempix
KakK: o0Iue TepMUHONIOTHYecKkue Kpurepun st HexkenatenbHbiX siBjeHuii (CTCAE) Bepcust 5.0
creneHb 3 -4 HexenarenbHbixX sieHus (AE) wnn> 1 Henenu CTCAE Bepcun 5.0 AE 2 crenenu,
WIN TOCTOsTHHOE mpekpamnenue npuema HU, miam npepsiBanne npuema HU 1o mcuesHoBeHus
TOKCUYHOCTH, UJIU TOCOMTaIN3aLus u3-3a Tokcuunoctu HU.

6. [Ilokasarenp OOmIEro COCTOSHHUS IO IOKaje BOCTOYHOH  KOOIEPAaTHBHON
onkojorndeckoit rpynmsl (ECOG) 0, 1, nnn 2.

7. JKeHImMHBI OETOPONHOTO BO3pPACTa U MY)KUHHBI, y KOTOPBIX €CTb MapTHEPHI
IETOPOIHOTO BO3PACTa, AOJDKHBI JaTh COrJache Ha NpHMeHeHne crocoda 3(QexkTHBHON
KOHTpALeNIUK BO BpeMsl HuccienoBaHus. Kpome TOro, My»KUdHBI JOJDKHBI TMPOJOJDKATH
NPUMEHITh KOHTPALENTHUBBI B TEUYEHHE 3 MeCALEB IOCie IMpHeMa NOCIeOHEeH a03bl
UCCIIENyeMOr0 JIEKAPCTBEHHOTO CPEACTBA, M JKEHIIMHBI JOJDKHBI TPOJOJDKATH TNPUMEHSTH
KOHTpaLENUUI0 B TeueHHe 1 Hexmenu mocje MpueMa MocjiefHell [03bl HCCIEAyeMOro
JEKapCTBEHHOTO  cpencrBa.  J(QPEeKTHBHBII  KOHTPOJNb  POXKIAEMOCTH  BKIO4aeT (a)
KOMOMHHUPOBAHHbIE TOPMOHAJIbHbIE KOHTPALIENTUBBI, COAEPKAIlHUE SCTPOT€H U TMPOreCTOreH

(mepopanbHBIE, WHTpPaBarvHaJlbHbIE, TpaHcAepManbHble), (b) ropmoHanbHbIE KOHTPALENITUBEL,
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cofiepKalie TOJIbKO IPOrecToreH (repopajibHble, MHBEKLHOHHBIE, HMIUIAHTUPYEMbIE), (C)
BHYTPUMATOYHYIO crupaib;, (d) BHYTpUMATOYHYIO CHUCTEMY BBICBOOOKIAEHHS TOPMOHOB; (€)
IBYCTOPOHHIOKO OKKJIIO3MIO MaTO4HbIX TpyO, (f) mapTHepa mocne Ba3dKTOMHHM; U (g) MOJNIOBOE
BO3JepIKaHHE.

Kputepun uckimoueHus

1. OrtBewaer kpurepusMm mnoct-PV wmuenopubposa, onpeneneHHbIM MeXXAyHAPOAHOH
pabouell rpynnoi Mo MCCIeNOBAHHUIO U JICYEHUIO MUEJIOonposnudepaTuBHbBIX HOBOOOPA30BaHUIA
(IWG-MRT).

2.>10% OnacTHBIX KJIETOK.

3. KnuHn4ecku 3HaYMMBbIi TPOMOO3 B TE€UEHUE 3 MECSLIEB MOCe 00CIeIOBAHUS.

4. HeanexBaTHasi QYHKIUS IEYSHU WM TIOYEK:

a. IloueuyHass HEmOCTaTOYHOCTH (pacueTHBI KJIMPEHC KpeaTMHWHa <45 MII/MUH TIO
Kokpodty-T'onry):

(140-Bo3pacT) x Macca (B kmnorpammax) x [0.85 ecnu xeHwmHaj

72 X KpeaTUHWH CbIBOPOTKM (B Mr/an)

b. M3BecTHass UCTOPHS TeMaTOLEILIFOJIIPHOrO 3a0oneBanus (HampuMmep, rematut B umm
C, muppo3 wim Ipyroe renaTolesuTIOJIIpHOE 3a00JIeBaHIE)

c. OOmmii OwnmupyOuH >2x BepxHero mnpexaena madopatopHoit HOpmbl (ULN), 3a
uCKJIrOYeHneM cuaapoma [ 'mnbepra.

d. AnannnamunoTtpancoepasa (AJIT)> 2,5x ULN

5. Tonpko vacte B: npenmectsyromee neuenue JAK nHrudutopom.

6. Ilpenpinymee neueHne wuHrnouropamu rucrongeanerwnassl (HDAC) wnm
unruouropamu BCL-2..

7. IlaumeHTtsl, paHee NOJIy4yaBLIME Tepanuro aHrtaronucramu MDM?2, Tepamuro,
HANpaBJICHHYI0 Ha P53, WIM MAaLMEHTHl, MOJydarolue HHTepdepoH-anb(a, aHarpenun Win
pykcomuTHHUO B TedyeHue 28 nHeH WM NPHOJIM3UTEIBHO 5 MEPHOAOB IMOJYBBIBENCHUS, WIH
THAPOKCUMOYEBUHY B Te4eHHWEe | JHSA, WIM MaLUEeHThl, TNOJydYarole JoObe Ipyrue
LUTOPENyKTUBHBIEC WJIU UCCIEAYEMbIE€ areHThl B TeUEHUE 28 AHEHN Uiau S5 Nepuoa0B Nojaypacnaaa
HayaJbHOM 103bl. ACHHMPHUH pa3pellieH B COOTBETCTBUU C PEKOMEHAALMSIMH M0 JiedeHuo PV,
€CJIM HET MEeIMLIMHCKUX MPOTUBOIOKA3aHUH.

8. A6comoTHoe KomumdecTBo HelTpodunos <1,5x10°/n mo nmosuposanust B 1-if 1meHb
mukna 1.

9. Konnuectso TpombouuTos <150x10°/11 no nosuposanus B 1-ii neHb nukna 1.

10. Obny4eHune cene3eHKH B TeYEHUE 3 MECSLEB 10 IEPBOIl O3Bl COETUHEHUST (POPMYJIBI
D.

11. bepeMeHHbBIe WU KOPMSLIUE KEHIIUHBI.

12. McTopust TpaHCILIAaHTALUHU OCHOBHBIX OPTaHOB.

13.  HexoHTponupyemMoe UWHTEpKyppeHTHOoe 3a0oieBaHue, BKJIIOYas, HO HE

OTPaHUYMBASICh, OCTPBIA T'eMaTUT A; M3BECTHBIN aHaAMHE3 BUpPYyCa MMMyHoOAe(dHIHTa YeIoBeKa
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(BUY); knuHM4eckd 3HaunMoe 3aGomesanme cepaua (kaace I wmm IV Hero-Hopkckoit
KapIHuOJIOTHYE€CKOH acCOIMaLUN); CUMITOMAaTHYECKYIO 3aCTOHHYIO CepACUHYIO
HEIOCTATOYHOCTh, HECTAOMJIBHYIO CTEHOKAPIHUIO; KEJIYAOYKOBYIO apUTMUIO; WIH IICUXHIECKOE
3a0oneBaHNe/COMaIbHbIE CUTYAllM, KOTOpPble OIPAaHUYHMBAIOT COOTBETCTBHUE TPEeOOBAHUAM
UCCIIEIOBAHMS.

14. CyOpexTsl ¢ KIMHUYECKH 3HAYMMON OaKTepHaIbHON, IPHOKOBOI, Napa3uTapHOH HIIH
BUPYCHOH uH(pexuuel, TtpeOyromel medenus. IlaumeHntam ¢ OCTpbIMH OaKTe€pUANbHBIMU
UHQEeKIMSIMH, KOTOpPbIM TpeOyeTcss MNpUMEHEHHe AaHTUOMOTHKOB, CIIeNyeT OTJIOXKHTh
CKPUHHMHI/PETUCTPALIHIO IO 3aBEPIIEHHSI KypCca aHTHOMOTHKOTEPAITHH.

15. Jlpyrue 31m0KayecTBEHHbIE HOBOOOPA30OBaHUS B TEUEHHE IMOCIEIHUX 3 JIET, KpOMe
MOJBEPTHYTOr'O JICYCHUIO 0a3aIbHOKJIETOYHOTO WIIN TUIOCKOKJIETOYHOTO paka KOKH, KaPLIMHOMBI
IIeHKU MAaTKH in Situ, OrpaHMYEHHOTO OPTaHOM MJIM TMPOJIEYEHHOTO HEMETACTATHYECKOrO paka
NPEACTATEIbHON JKeJie3bl C HOPMAJIBbHBIM CHEUU(UIECKUM aHTUT€HOM IMPOCTATHI, KAPLIMHOMBI
Ipyad in situ mocje 3aBepIUeHHs] XUPYPTrUUIEeCKON PE3eKIHH HIIH MOBEPXHOCTHBIA MEPEXOIHO-
KJIETOYHBIA PaK MOUEBOTO MY3bIPSL.

16. Ynnunenne komriekca QT cremenu 2 wim Bbime (>480 MWIIHMCEKYHI, COTJIACHO
kpurepusiMm NCI-CTCAE, Bepcust 5.0).

Criocob paHgoMm3ayu

[350] B wactu A cyObekTsI citydaiiHbIM 00pa3oM pacIpenesieHbl B OAHY M3 TPeX TPy
neuerns. B gactu B cyObekThl ciydaiiHbIM 00pa3oM pacrpeneneHbl K COeTMHEHUIO (hOpMyJIbl
(D) mnu k pykconutrnaMOy. CyOBeKTH TONBKO B 4acTH B crparnduunpoBaHsl Ha OCHOBE cTaTyca
HU: nenepenocumocts HU (Henmpuemiembie noOouHble 3PpPEeKTh) OTHOCUTEIBHO YCTOHUYUBOCTH
k HU (neamexBatHblii orBeT). CyOBekThl KiaccuduuupoBanbl kak ycroiumsble k HU wmm
HenepeHocsimue HU npu mocermmeHny CKpUHUHTA, U AAHHYIO KaTErOPU3ALUI0 MPUMEHSIOT AJIs
obecrieueHnss BO3SMOXKHOCTH  CTpaTH(UKAMM CyObEKTOB NpPHU  paHIOMHU3ALMH  (IeHb
ucciaenoBanus 1).

CraTuctuueckuii aHaIu3

[351] JlaHHOE MccnenoBaHUE COCTOMT W3 ABYX 4dacTed. B wactu A, HayanpHOW CTaauu
MOATBEP KIEHHUsS] KOHLIETIIINH, UCTIBITYEeMble CYOBEKTBI CITydaiiHbIM 00pa3oM pacmpernesieHsl B 1
u3 3 rpynmn jeueHus: coenuHenne Gopmynsr (I) B noze 120 mMr B TeueHne 21-1HEBHOrO LUKJIA
neuenusi, coenunenne Gopmyisl (I) B 1o3e 240 Mr B TeueHue 21-THEBHOTO IUKJIA JICUEHUS WU
coequHenune ¢opmyissl (I) B 1o3e 120 mr B TeueHue 28-THEBHOrO LIMKIA JiedeHHs. Bce Tpu
IPYIIIBI HCCIENYIOT OJUHAKOBO M OLIEHHBAIOT OJUHAKOBO. lepBuunblil aHamu3 3¢ dexkTuBHOCTH
st yacth A ocHoBaH Ha aHajm3e mITT TompkO y CyOBEKTOB C MCXOMHOW CIUIEHOMETaJMeH,
kotopeie siBisitoTcss pS3WT. Tlocie Toro, kak BCe CyOBEKTHI ¢ MCXOMHOW CIUICHOMETahel B
4acTu A UMeJH BO3MOXKHOCTb 3aBepluThb 32 Hepento, DMC Oyner pekoMeHnoBarh 103y/rpaduk
coequHenusi popmynel (I) mms gwactu B. Uro kacaercss wactu B, cyObekTsl ¢ HCXOMHOM
CIUIEHOMETaJINel CIy4aiHbIM O0pa3oM pacrpeneieHbl I JieueHHs JHO00 C NpHUMEHEHHEM
pPEKOMEH/IOBaHHOH 103bl/cxeMbl coenuHenust popmyasl (I) uz yactu A, mubo pyKkCOIUTHHUOA,

BBOAUMOI'O B COOTBETCTBHUU C I/IHCTPYKLIPIefl Ha OTHKECTKC. PGSYJ'II:TaTbI CTaTUCTHYCCKOT'O
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aHaM3a, OINHUCATebHAs CBOJAHAS CTATHCTUKA M BCIOMOTATENIbHBbIE CIHCKU MPEICTABICHbI 110
yactu uccrnenoBanus (A wunm B), rpynme neuenust u nose. Bce aHanmm3bl, CBOIKM U CIUCKU
NOJIy4aroT, IPUMEHsIsI porpamMmHoe oOecriedenne SAS (Bepcust 9.4 wmm Bbime). ITogpoOnas
METOZOJIOTHUSL CBOAHOTO M CTaTHCTHYECKOTO aHalW3a JaHHBIX, COOpPaHHBIX B JaHHOM
UCCJIeIOBAaHNUH, 33JOKYMEHTHPOBAaHa B IUIAHe cTaTUCTHYecKoro anainusa (SAP), kotopslii Oyner
3aBepuieH 10 OJOKHMPOBKM 0a3bl MaHHbIX. SAP MOXeT M3MEHATh IUIAHbI AHAJNIN3A JAHHBIX,
yKa3aHHbIE B MPOTOKOJIE, U €CJIU 3TO TaK, TO ATO YETKO 3aA0KyMeHTHpoBaHO B SAP. JIoObie
CYLIECTBEHHbIE HW3MEHEHMsI Jau3aiiHa WCCIIEOBAHMS WM KOHEYHBIX KPUTEPHEB OLIEHKU
UCCIIEIOBAHMS W/ W UX aHAJIN3a TAKXKEe OTPAKEHbI B MOMPABKE K MPOTOKOJY.

[TponoKUTENBHOCTD UCCIIEIOBAHUS

[352] WccnemoBaHue CUUTAIOT 3aBEpLIEHHBIM dYepe3 2 Toja IMocie BKJIIOUYEHHUS
NOCJIETHETO CYOBEeKTa, B 3TO BpeMsl CyOBEKThI, KOTOPBIE MPOAOIIKAIOT MPOXOIUTh UCCIEAYEMOE
JeYeHHe, OLIEHHBAIOT HA TNPEAMET COOTBETCTBUS KPUTEPUSM BKJFOUYEHHS B TIOBTOPHOE
HCCIIeIOBAHNUE.

ITpumep 9: OTkpsiToe uccnenoBarne ¢asnl 2a/2b coequnenus popmydsl (1) y cydrexTos
¢ nepsuuHbIM Muenodguodposzom (PMF), MF nocne ucrunnoi nomuuremun (noct-PV-MF) unmun
MF mnocne scceHumanbHoil Tpombonuremun (moct-ET-MF), xoropeie morteprienu Heynmady c
NPUMEHEHUEM PYKCOIUTHHUOA

[353] CymectByer 3HauuTeNbHAas HEYAOBJIETBOPEHHAs MOTPEOHOCTh B YIYYIIEHHBIX
coco0ax JiedeHus ManueHToB ¢ Mmuenopudposom (MD), KOTOpEIE HMEIOT TNEPBUUHYIO
PE3UCTEHTHOCTh, CYOONTHMAbHBIE OTBETHl Ha HHUX WJIM Y KOTOPBIX BO3HUK PELHAUB IIOCHE
neuenus: pykconmuruauOoMm. Coenunenune Qopmynsr (I) mpencrapnsier coboil mepopanibHO
OMOMOCTYNHBIN, HU3KOMOJEKYJSIPHBIH LUTOTOKCHYECKHH XUMHOTEPAaNeBTUYECKHH areHrT,
KOTOPBIN CBSA3BIBAETCS C MBILIMHBIM ABOWHBIM MUKpoOenkoMm 2 (MDM?2) u unrubupyer Genok-
OenkoBoe B3ammopericteue MDM?2/onyxonesbiii Oenok 53 (p53). bbuto mokazaHo, 4YTO
coenunenue Gpopmysl (I) mHrUOUpPyeT pocT onyxoneBbix KieTok pS3 mukoro tuma (pS3WT) in
VItro M OMyXOJIEBbIX KCEHOTPAHCIUIAHTATOB in Vvivo. pS3 mpeacTaBisieT COOOHM OMyXOJEBBIH
cynpeccop u (PaKTOp TPAHCKPHIILIMU, KOTOPBIA pearupyer Ha KJIETOYHBIA CTPECC aKTHUBALUEH
TPAHCKPHUIILIMA MHOTOYHCJICHHBIX T'€HOB, YYaCTBYIOIIUX B OCTAHOBKE KJIETOYHOTO LIUKJIA,
amonTo3e, CTApeHUU U pernapanuu ne3okcuprdonykienHoBor kuciotel (JIHK). JloknuHudeckw,
KJIFOUYEBOH JI€TEPMUHAHT YYBCTBUTENBHOCTH K MHruOMpoBanuto MDM2 mpencrasnser coOoi
MYTALlMOHHBIA CTAaTyC KJIeTOK pS53, npudeM kieTkd pS3WT 4yBCTBUTENBHBI K JAaHHBIM
uHruburopam. MDM2  mpexncraBisier  coOoff HEraTMBHBIM  peryjsrop  pS3  wm
CBEPXOKCIIPECCUPYETCs B KIETKax MuenonposudepaTuBHOro HoooOpasoBanust CD34+,
Hecymux pS3WT. MDM?2 paspymaer W HHAaKTUBUPYET pS53, MO3BOJSS  KJIOHAJIBHBIM
r€MOTIO3TUYECKIM CTBOJIOBBIM KIIETKaM MpOIH(eprupoBaTh.

Jln3aitH uccnenoBaHus

[354] OHo mpencrasnsieT cOOOI OTKPBITOE, COCTOSIIEE U3 ABYX YacTel (4acTh A U 4acThb
B) uccnenosanue ¢aser 2a/2b coequnenus (popmyinsl I) y cyosexros ¢ PMF, noct-PV-MF nnu

noct-ET-MF, xoropble noreprnenu Heynady npH JiedeHUU pykcoauTuHuOoM. [IpubnusurensHo
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190 cyOobexToB BriIrOueHb! B uccnenosanue (90 B vactu A u 100 B vactu B).

[355] YHacte A (N=90): B uwactu A wuccienoBaHusi, CyOBEKTHI CIy4aliHbIM 00pazom
pacmpeneneHsl Ha 1-3 rpymnnbl JIEUEHUs

* I'pynma 1, N=30 cybwekroB: coenunenue popmynsl (I) mpu noze 120 mMr ogux pas B
IeHb B TeueHue 1-7 qHeit, Oe3 jeuenust B TeueHue -8-2 1 nueit (21-1HeBHBIN 1MKIT)

 I'pynma 2, N=30 cyobexroB: Coenunenue ¢popmyinsl (I) mpu noze 240 mr oguH pas B
neHb B TeueHue 1-7 nHeit, Oe3 neyenus B TedeHue 8-21 nueid (21-qHEBHBIN IAKIT)

» I'pynma 3, N=30 cyobekroB: Coenunenne ¢popmyinsl (I) mpu noze 240 mr oguH pa3 B
IeHb B TeueHue 1-7 nHeit, Oe3 neyenus B TedeHue 8-28 nHeli (28-qHEBHBIN IUKIT)

[356] Yacte B (N=100): mpubnmusurensHo 100 cyOBeKTOB BKIIOYEHBI B 4acTh B u
NIOJIBEPIKEHBI JICUEHUIO COTJIACHO PEKOMEHAOBAaHHOMW o3¢ U rpaduky u3 yactu A. Komurer no
MoHuTopuHry naHHbIX (DMC) cobupascs kaxaeie 3 mMecsa Uit 4acTd A U 9actu B Bo Bpemst
NPOBEIECHUS] MCCIEIOBAHUS JJISI PACCMOTPEHHUS] NAHHBIX MO O€30MacHOCTU Ui KIMHUYECKOTO
uccnenosaanss. DMC Taxoke coOupajcs mociie TOro, Kak BC€ CYOBEKTbl B HaCTH A MOJy4aT
BO3MOXKHOCTh 3aBEpIINTH OLEHKY 24 Hemenu. DMC ompenensieT peKOMEHIOBAHHYIO O3y H
rpaduk coemunenuss popmynsl (I) mns gactu B Ha ocHOBe naHHBIX 00 3((EKTHBHOCTH H
6e3onacHocTr U3 yactu A. B wactu A u yactu B cyObekThl monyuanu coequHenne Gopmys (1)
nepopaibio (PO) QD wa B 1-7 gHm kaxporo 21-mHeBHOro win 28-THEBHOTO IHKIIA.
JlonycKkaeTcsi CHIKEHHE 103 MPU FeMaTOJIOTHYECKON  HereMaToIOrHiecKoi TOKCHYHOCTH. Bee
CyOBEKTbl JOJDKHBI JIEUHUTBCS [O MPOTrpeccCUpoBaHUs 3a00NeBaHUA WM OTCYTCTBHUS
nepeHocumocTtd. OnpeneneHne MporpeccupoBaHys 3a00J€BaHU OCHOBAHO HA BU3yaJHM3alMH U
MoauduIMpoBaHHbIX kKpuTepusix ELN.

* VBennuenue oObeMa cene3eHKH Ha >25% OT Haaupa BO BpeMsl UCCIEJOBAHHS IO
nauabiM MPT (unu KT) no nqanHbIM 0030pa LIEHTpaTbHOTO H300pakKeHUs

» Jlelikemuueckast TpaHchopmanus, MOATBEPKACHHAST KOJINYECTBOM OJIACTOB B KOCTHOM
mosre >20% unu

» Copmepxxanue OnactoB B nepudepuueckoil kposu >20%, CBsi3aHHOE C aOCOTIOTHBIM
KONM4eCTBOM 611acToB >1x10°/1, KoTopoe JUTHTCS, TI0 MEHbIIEei Mepe, 2 HeaeH.

Ilenu uccnenoBaHus
IlepBuuHbIe HeIH Koneunsie KpHUTepuH

OLIEHKH/Pe3yJabTAT H3MEPEeHHUsI

OnpeneneHue peakuHu cejie3eHKYH Hoast cy0ObeKTOB,  JOCTHUIIIHX
YMeHbIIeHHs1 00bemMa cejie3eHKH >35% ot
HCXOJHOI0 YpPOBHsA 10 24 Heaeau, Mo
OLICHKE c NMOMOIIBI0 MATHHTHO-

pesoHaHcHoH ToMmorpapuu (MPT) wuam

komnbOTepHOi Tomorpagumn (KT).

Kpurepun nckimodenus

[357] CyObexTrl kKak B 4acTu A, Tak U B 4acTH B JOKHBI COOTBETCTBOBATH BCEM
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CJIEAYIOIIUM KPUTEPHUSM, YTOOBI UMETH IIPABO HA YYACTHE B HCCIEIOBAHUU!

1. Bospact >18 ner.

2. [Magpnipyemast CIUIEHOMET NS, TIO MEHBIIEH Mepe, Ha 5 CM HUXKe JIEBOTO Kpasi pedpa.

3. Ilonreepxnpennelii auarHo3 PMF, nmocr-PV-MF umun noct-ET-MF, no ouenke
Jeyalero Bpaya B COOTBETCTBUHM C KPUTEPHUSMH BCEMHPHOW OpPraHM3aLUU 37PaBOOXPAHEHUS
(BO3)

4. BeicOkuii pUCK, CPEIHUN PUCK 2 WUJIM CPEIHUN PUCK 1, OnpeneseHHbli AMHAMUYECKON
MEXIYHAPOIHOM nmporuoctuydeckoit cucremoit (DIPSS).

5. IlokazaTenpb obmero cocrosinus o mwkajie ECOG 0-2.

6. AekBaTHasl TeMaTOJIOTHYECKas], MEYSHOUHAs U MovYeyHast QyHKIUs (B COOTBETCTBUU C
OTpenesIeHueM MPOTOKOJIA U B TeUeHue 14 nHel 1o nepBoii 10361 coenuHenus popmyisl (1))

« Temaronormgeckue: ANC >1,0x10°/1 mpu orcyTcTBum (DakTOPOB pOCTa BO BpeMs
MpeNIecTByOmUX 7 JHel; KoJu4ecTBo Tpombouutos >100x10°/71;, konumuecTtBo 6JacTOB
nepudepuieckoii kposu <10%.

ITeuenounsle: obmuii OumnpyonH <2,0 xpatHOW BepxHel rpanunsl HOpMbl (ULN), 3a
ucKiIroueHneM cuHapoma JKunmpbepa;, acmapraTTpaHCaMHHA3a/ChIBOPOTOYHAS TIIyTAMHHOBAsS
maBeneBOykcycHass TpancamuHaza (AST/SGOT) w  amaHUHTpaHCAMHUHA3a/CHIBOPOTOYHASI
TJIyTaMHHOBAsi mupoBUHOTpanaHas Tpancamunasza (ALT/SGPT) <2,5 ULN

* [loyeuHble: pacdeTHBIN KIHpPeHC KpeaTuHuHa™> 45 mu/mMuH o Kokpodty-Ionty:

C (140-Bo3pacT) x Mmacca (B kmnorpammMax) x [0.85 ecnum >xeHwmHal]
Loy =

72 X KpeaTtHWH CbIBOPOTKK (B Mr/an)

7. JKeHIMHBI OETOPOJHOrO BO3PACTa U MYXKUMHBI, y KOTOPBIX €CTh HapTHEPHI
IETOPOAHOTO BO3pacTa, AOJDKHBI JaTh COIJIaCHe Ha MNpUMeHeHue cnocoba 3¢ dexTuBHOI
KOHTpaleNnuu BO BpeMs uccienoBaHus. Kpome ToOro, My»K4UuHbl JOJDKHBI IPOJOJDKATH
NPUMEHSATh KOHTPALENTHUBbI B TEYEHHE 3 MeCsALeB I0ocie MpuemMa IOCHeAHeH aO3bI
UCCIIEyeMOro JIEKAPCTBEHHOTO CPEACTBA, M JKEHIIMHBI JOJDKHBI TPOJOJDKATH TMPUMEHSTh
KOHTpALCNIMI0 B Te4YeHHWe | Hemenu mocjie TpuemMa TMOCHeAHeH O3Bl HCCIEAyeMOro
JEKapCTBEHHOTO  cpenctBa.  J(PQEeKTHBHBII  KOHTPOJb  POXKIAEMOCTH  BKIO4YaeT  (a)
KOMOWHHUPOBAHHbIE TOPMOHAJIbHBIE KOHTPALENITUBBI, COAEPIKAIlMEe SCTPOT€H U TMPOTeCTOreH
(mepopanbHBIE, WHTPaBarvHaJIbHbIE, TpaHCAepMasbHbIe), (b) ropMoHaNbHbIE KOHTPALETITUBBIL
coZiepKalfe TOJIbKO MPOrecToreH (MepopajibHble, MHBEKLHOHHBIE, HMIUIAHTUPYEMbIE), (C)
BHYTPUMATOYHYIO crupaib;, (d) BHYTPUMATOYHYIO CHUCTEMY BBICBOOOKIAEHHS TOPMOHOB; (€)
IBYCTOPOHHIOIO OKKIJTIO3MIO MaTO4HbIX Tpyd; (f) mapTHepa mocie Ba3dKTOMUU, U (g) MOJOBOE
BO3/I€PIKaHHIE

[358] CyObekTbl B YacTH A JIOJKHBI COOTBETCTBOBATH CJICAYIOIIUM KPUTEPHUSIM
He3(P(PEeKTUBHOCTH  JIeUEHHs] PYKCOJUTHHHUOOM, dTOOBI HMMETh TMpPaBO Ha ydYacTHE B
UCCIIEIOBAHNH:

[359] HesdpdexruBHoCTh  JNEUEHHUS  PYKCONMUTHHUOOM B 4YacTH A JOJDKHA

COOTBETCTBOBAThH KpUTepusM (a) mnu (b) HIKe.
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[360] a) mubo OTCYyTCTBHE peakLMU CEIe3eHKH, OMNpeAesisieMOe KaK MPOXOXKIEHHUE, IO
MEHbIIeH Mepe, B TeueHHe 12 Henenb JIeYeHHe PYKCONMUTHHHUOOM, JUOO Halndne OO0OHMX W3
CIEeNYOLIUX:

* Croiikasi CruleHOMerainus rmpu (pU3UKaJIbHOM OCMOTpE, MaJbIUpyeMasl Ha > 5 CM HUXKe
HIDKHero kpas pedep (LCM)

* u TSS >10 na MPN-SAF TSS 2.0 wiu nauneHTtsl ¢ 0aiioM OZHOTO CUMITOMA >5 Win
ABYX CHUMIITOMOB >3, BKJIIOYasi TOJBKO CHMIITOMBI OOJNM B JIEBOM BEPXHEM KBaapaHTe, OOJH B
KOCTSIX, 3yl WJIM HOYHYIO MOTIUBOCTb.

[361] b) wmmu mporpeccupyroiee 3abojeBaHue B JE000€  BpeMsl  JIeUEHUS
PYKCONUTHHHOOM, KaK OMpPEesIEHO JIFOObIM U3 CIIEAYIOIIHX

* yBeJIMYCHUE O0BbeMa celie3eHKU Ha >25% ot Hagupa no ouenke MPT wmu KT

* NIOSIBJIEHUE HOBOW CIUIEHOMETaJMM, KOTOpasl MaJbIIUPYyeTCs, 10 MEHbIIEH Mepe, Ha 5 CM
Hke LCM.

» yBenudyeHne >100% mnanbnupyemoro paccrosiHuss Hmwke LCM npu ucxomgHoi
cruieHomeranuu ot 5 1o 10 cm

* yBeJU4YeHue mnanpnupyemoro paccrossHuss Hwke LCM Ha >50% mpu ucxomHoi
creHomeranuu >10 cu.

[362] CyObektbl B bacTH B 1OMKHBI COOTBETCTBOBATH CJICAYIOIIUM KPUTEPHUSIM
He3(P(PEeKTUBHOCTH  JIEUEHHs] PYKCOJUTHMHHUOOM, dTOOBI HMMETh TMpPaBO Ha ydYacTHE B
UCCJIEZIOBAHUMU:

[363] HeahpexkTuBHOCTD IedeHUs pyKCOTUTHHUOOM B 4acTu B 10IKHA COOTBETCTBOBATH
kpurepusM (a) unu (b) HiDKe:

[364] a) mubo OTCYTCTBHE peakLHH CeNe3eHKH, ONpeaesieMoe Kak MPOXOKIEHHE, IO
MEHbIIeH Mepe, B TeueHHe 12 Hepmenb JieYeHUs PYKCOJIUTHHUOOM, M HaJU4ue, 10 MEHbIUeH
Mepe, OHOTO U3 CIEAYIOIIHUX !

o Jlns cyowekToB, kotopbiM mipoBomaT MPT wmu KT pns oueHkuw JjedeHus
PYKCOMUTHHUOOM, OTCYTCTBHE YMEHBIIECHUS] 00beMa CEIe3eHKH KaKk MHHUMYM >3 5%

» McxonHasi CIuIeHOMeraliusi 10 JISYeHUs] PYyKCOJMTUHUOOM, majbnupyercs Ha 5-10 cm
Hwke LCM, HO ocTaeTcst majpnupyemMon

 McxonHasi CIUIGHOMETraslusl 10 JIEYEHUs] PYKCONIUTUHHOOM, KOTOpasi MaJbITUPYETCsl Ha
>10 cm Hrke LCM, HO He yMeHbIIaeTcsl, Mo MeHbInel Mepe, Ha 50%

» McxongHasi CIUIeHOMEraiusl O JISYEHHS] PYKCOJUTHHUOOM, majbnupyemas Ha <5 cm
Hiwke LCM, He MOKeT pacCMaTpUBaThCs Kak HEI((EKTUBHOCTD JIEYEHUS] PYKCOITUTHHHOOM.

[365] b) wmm mporpeccupyromiee 3abojeBaHue B JF000€  BpeMsl  JICUEHUS
PYKCONUTHHUOOM, KaK ONPENeNIeHO B JIIOOOM U3 CIIEAYIOIINX ;

* yBeJIM4YeHNE 00BbeMa cene3eHKH Ha >25% ot Hagupa no nasHeiM MPT wmu KT

* [losiBneHue HOBOM CIUIEHOMETaIuH, KOTOpasl MajJbIUPYETCs, IO MEHbLIEH Mepe, Ha S5
cm Hike LCM.

* yBeIWYEeHUE MajbnupyemMoro paccrosHus Hwke LCM nHa >100% pna ucxomHow

cruieHoMeraiuu ot S 1o 10 cm
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* yBeNMYeHUEe nanbnupyeMoro paccrosuus Hike LCM Ha >50% mnpu ucxomHom
cruieHomeranuu >10 cu.

Kpurepun nckimodenus

[366] CyObexTsl Kak B 4acTu A, Tak U B 4aCTH B, KOTOpble COOTBETCTBYIOT JIFOOOMY M3
CIIEYIOLINX KPUTEPHUEB, He OyIyT JOMYLICHbI K YYaCTHIO B UCCIIEOBAHHH:

1. Yuacte B ApyroM HHTEPBEHLUMOHHOM KIMHUYECKOM WCCJIENOBAHUM B TEUYEHHE
NOCJIEIHUX 4 Henenp Iocjie npuema mepBod no3bl coepuHeHus: ¢opmynsl (I) (yuactue B
0030pPHBIX HCCIIEIOBAHUSX PA3PELICHO)

2. HenaBHee/comyTCTByIOIIEE JIEYEHHE, TAaKOE€ Kak OOLIMPHOE XUPYPrHUECKOE
BMEIIATEJIbCTBO, XUMHOTEPANHs], UMMYHOMOIYJUPYIOIIAs Tepanus, OUOJOTHYECKasl Teparus,
JIydeBasl TEpaIusi WM HCCIENOBATENbCKAS TEPAIUS B TEUSHHE 4 HeNelb WU MPUOJIU3UTENBHO 5
MIEPHUOOB MOJTypacmaaa nepBou 1o3bl coenuHenus: popmyJis (I).

3. IlpeniuecTByromas CIuIeH3KTOMMUS.

4. Obny4eHue cene3eHKd B TeUeHHe 3 MeCsIeB A0 MEePBOU J103bl COeTMHEHHs (POPMYJIBI
D.

5. IlpenuiecTByrolas TpaHCIJIAHTALMUsl AJUIOTEHHBIX CTBOJIOBBIX KJIETOK WJIM IOKa3aHUE
Ha TPAHCIUIAHTALMIO aJJIOTEHHBIX CTBOJIOBBIX KJIETOK.

6. IlpemmecrtByromee sedeHue wuHruOuTopamu ructonpeanetnnasel (HDAC) wmm
uHrunouropamu BCL-2

7. IlpemmecTByromas Tepanust uHruoOuTopamu MDM?2 wunu Tepanusi, HanpaBieHHAs Ha
p33.

8. bepeMeHHbIe WU KOPMSILIHUE JKEHIUHBIL.

9. McTopus TpaHCIUIaHTALMU OCHOBHBIX OPTaHOB.

10. HexoHTpomupyemoe UHTEpPKyppeHTHOe 3a0olieBaHue, BKJIOYas, HO He
OrpaHUYHBASICh, OCTPBIA TemaTUT A; M3BECTHBIN aHEMHE3 BHPYyCa MMMYHOAE(DHINUTA YeJIOBEKa
(BUY); kiuHH4eckd 3Haummoe 3aGonmesanme cepaua (kaace I wmm IV Heto-Mopkckoit
KapAHOJIOTHIeCKOH aCCOLMALINN); CUMIITOMATUYECKYIO 3aCTONHYIO CepIeYHYIO
HEIOCTATOYHOCTh, HECTAOUJIBHYIO CTCHOKAPIHUIO, JKEIYIOYKOBYIO APUTMHIO, WIH TCUXHIECKOEe
3a0oneBaHNe/CONMAIbHBIE CUTYAIH, KOTOpPbIE OTrPAHUYHMBAIOT COOTBETCTBUE TPEOOBAHUAM
HCCJIEZIOBAHUSI.

11. CyOBeKTsI ¢ KIMHIYECKH 3HAYUMON OaKkTepHaIbHOH, rpUOKOBOH, TApa3UTAPHOU HITH
BUpyCHOU wuH(pekmed, TpeOyromei jneueHus. CyObektaM C OCTpbIMH OaKTepUaTbHBIMU
UHPEKIHAMH, TpeOyroImuMu MPUMEHEHUs aHTUOMOTHKOB, cleayeT  OTJIOXKUTH
CKPHHHUHI/PETUCTPALIIIO 1O 3aBEPIIEHHSI KypCca aHTHOAKTEPHAIbHON TEPaTTHHL.

12. ipyrue 3moka4ecTBEeHHbIE HOBOOOPA30BaHUS B TEUSHHE MOCIEIHUX 3 JIET, OTJIHYHbIE
OT BBUICYMBAEMOro 0a3aJbHOKJIETOUYHOTO WJIM TUIOCKOKJIETOYHOTO paka KOXH, KapLUuHOMA
meWKku MaTKd 1n  situ, OrpaHMYEHHbII OpraHaMM WM TIOABEPraeMbli  JICUEHHIO
HEMETaCTaTUYECKUH pakK TMPOCTaThl HOPMAJIBHBIM IPOCTATOCTIELU(UUECKUM AHTHIE€HOM,
KapIUHOMA TpPyau in situ MOCJe MOJHOW XHPYPruuecKOH pe3eKLHH WM MOBEPXHOCTHBIN

NEPEXOAHO-KJIETOYHBIN paK MOYEBOTO My3bIPs.
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13. Ynnunenne komruiekca QT cremenu 2 wim Bbime (>480 MWIIHMCEKYHI, COTJIACHO
kpurepusiMm NCI-CTCAE, Bepcust 5.0).

14. T'emonostmueckue (Qaxropsl pocta (Hampumep, sputrponostuH  (Epo),
rpa”yJIONUTapHbIi KonoHuectumynupyoomuil pakrop (GCSF), pomumnoctum) B TeueHue 28
IHEH 10 MOoJTyueHus nepBoi 103kl coeauHeHus popmyusl (I).

15. AkTHBHOE WM XPOHUYECKOW KPOBOTEUYEHHs B TeueHue 4 Heneb OO MEePBON O3Bl
coenunenus popmysr (I).

Criocob paHgOMH3aIMH

[367] Yactp A: cyOBEKTHI paHIOMH3HPOBAHBI MO cxeMme pacnpeneneHus 1:1:1 B onHy u3
Tpex sedeOHbIX rpynn. KOHTpakTHBIH MOCTABIMUK KIMHMYECKHX YCIyr paspabortan rpaduk
paHIOMHU3aUMH 4YacTh A, W (akTHYeCKOoe Ha3HAYeHHe PAHAOMHU3ALMH IPOU3BOIMIN 4Yepe3
Oe3omacHyr0 CUCTeMy MHTepakTHBHON TexHosoruu panaomuzauuu (IRT). Yacte B: cyObekTs
pPaHIOMHU3HUPOBaHEI K coenuHenuro Gopmysl (1), no3e u rpaduky, pekomennoBaaHbIM DMC.

CraTucTHYecKHH aHAIN3

[368] DMC co3bIBatoT Kakaple 3 mMecsilia A yacTi A u yactu B Bo Bpems nposeneHus
UCCNIeOBaHMA U1 0030pa AaHHBIX MO 0€30MacHOCTH Ul KIMHHYecKoro uccinenoBanus. DMC
cobupanu nmocie Toro, Kak Bce CyObeKThI B HaCTH A TOJIyHaId BO3MOKHOCTD 3aBEPLINTH OLIEHKY
24 nwenenmu. DMC onpenernsuin pekoMeHayeMble 1036l B rpaduk coeauHeHus: popmyusl (I) s
yactu B Ha ocHOBe maHHbIX 00 3¢ddexTuBHOCTH M Oe3omacHOCTH U3 4actu A. Pe3ynbrarhl
CTaTUCTHYECKOTO aHAJM3a, OMHCATENbHOM CBOAHOW CTATUCTHKU U BCIIOMOTATENIbHBIE CITUCKU
NpeACTaBJIEHbI 110 YacTsM uccienoBanus (A win b) u B wactu A (mo rpymnmnam).

ITponomKUTENBHOCTD UCCIIEJOBAHUS

[369] HccnepmoBaHue CUMTAKOT 3aBEpLUICHHBIM 4Yepe3 2 ToAa IMOCia€ BKIJIOUEHUs
HIOCJIEIHETO CyObeKTa, W B OTO BPEMS OLEHUBAIOT CYOBEKTOB, NMPOAOIDKAIOLIMX IMPOXOAUTD
UCCIIelyeMOe JIeueHHe, Ha TNpeAMeT COOTBETCTBHUS KPUTEPUSM BKIIIOUEHHUS B IIOBTOPHOE
UCCIIEIOBAHUE.

ITpumep 10: adpdexT coenunenus popmyJisl (I) Ha MPN-BP cTBOSIOBBIE KIIETKH

MPN-BP knerounast nponudepauus

[370] B wHacrosiimee Bpemsi OBbUIO TMOKa3aHO, YTO MOHOHYKJIEApHBbIE KIETKH C
ucromennbiMu CD3™ kierkamu (MNC) ot 1 maumenra ¢ MPN-BP, y koroporo bt ren 7P53
WT, cnocoOHBI MOCIe0BATENBHO MPKUBATHCS U BbI3BIBATH Jieiiko3 y mbitiel ¢ NSG. UtoOwr
co0paTh AOCTATOYHOE KOJHYECTBO KJIETOK JJIsi OLeHKH >ddekra coenunenust popmysl (I) Ha
crBojioBble kieTkn MPN-BP, knerku MPN-BP, coGpannble n3 xoctHoro mosra (BM) wmmm
cenezeHku Mbiel NSG, naccuposanu MbimaM NSG nocpencTBoM CepuilHOM TpaHCIUIaHTALUU.
MyTalMoHHbIE MATTEPHBl U KAPUOTUITUYECKHE AaHOMAJIMH, NMPHUCYTCTBYIOINE B KJIETKAX MOCIE
NIOCJIEIOBATEIbHON TPAHCIUIAHTALIUH, OIPENENSI CEKBEHHUPOBAHUEM CIIEAYIOLIETO MOKOJIECHHUS
(NGS) u ¢payopecuenTHoi rudbpuamnsamuu in situ (FISH).

Apdexr coennnenne Gopmyinsl (I) Ha MPN-BP cTBONOBBIE KiTeTKH

[371] Yrobs! n3yunts 3¢ ¢extsl coequnenus: Gopmyiel (I) Ha cTBonoBble keTku MPN-

BP, 0,5-2x10° kneTok/mblib, cobpaHHbIX OT Mblmelt NSG, monyuasmmx kietku MPN-BP,
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TPaHCIUTAHTUPOBAIHN cybseTanbHO 00ayueHHbIM (220 cI'p) 8-9-nenenpHbIM MbInaM NSG. 3atem
MBIIIEH €KETHEBHO OTCIIEKUBAIN HAa UX OOIIee COCTOSHUE U €KEHEAEIbHO M3MEPSUIN MacCy UX
Tena. Uepes nBanuaTh BOCEMb JHEH MOCIE TPAHCIUIAHTALUHN COOMpamy neprudepruuecKyro KpoBb
y MBbILUIEH-PELIMITUEHTOB U aHajJm3upoBann oOmuM anamu3oM kpoBu (CBC) m mpoTouHbIM
LIUTOMETPUUECKUM aHAJIU30M, 4TOOBI ONMpeneNuTh, pasBuics ju yenosedeckuii MPN-BP y
JAHHBIX MbllIeH. JIaHHBIX MbIIIEH NPUMEHSIN B CIEAYIOLUINX UCCIETOBAHUAX.

UccnenoBanue BHICOKOI 10361 coenuneHus popmyib (1)

[372] Mpuue#i, y koropbix pasBwics MPN-BP u koToprle HMEIOT aHAJIOTHYHYIO
JIEMKEMUYECKYI0 HArpy3Ky B mepu(pepruecKkoil KpOBH, CIy4ailHbIM 00pa3oM pachpenessuid B 2
rpynnel 1o 3-4 mpnuu. JlaHHBIM ABYM IpynnaM MbllIed BBOAWIN CPeAy WU COEAUHEHUE
dopmysl (I) (Bbicokast mo3a, 100 wiam 150 Mr/kr) depes skeqyqOUHbIA 30H OJUH pa3 B JIeHb B
teyenne 7 nHel. Ilocie oOpaOOTKM KOHTPOJHMPOBANIU €KEHENENbHO KOJIMYECTBO OJIaCTOB
nepudepuIeckoll KpOBH, NMPHUMEHSS MPOTOYHBIA LUTOMETPHUECKUH aHanu3. IlepeHocuMocTh
JICYSHHsT OLIEHUBAJIN NYTeM €XKEOHEBHOTO M3MepeHus macchl Tena (BW). JlanHBIH aHanm3bl
MO3BOJISJIM ~ YCTAHOBUTH JWHAMHUKY Bo3Bpata MPN-BP mocne kakmoit  oOpaboTku
JIEKApCTBEHHBIM CPEICTBOM, KOTOPYIO MPHUMEHSUIM JJIs ONpENeNeHHs] MHTepBaia Oe3 JeueHus
IUISL CIEAYIOIINX MCCIIEOBAHNH BBDKMBAEMOCTH M KOMOMHHUPOBAHHOMN 00paboTKH.

HccnenoBanus BBLDKMBAEMOCTH s coenuHeHust popmysl (1)

[373] Mpuueli, y koropbix pa3Bwics MPN-BP u koToprle HMEIOT aHAJIOTHYHYIO
JEMKEMUYECKYI0 Harpy3Ky B mepugpepruecKkoll KpOBH, CIy4YailHbIM 00pa3oM pachpenessuid B 3
rpymmsl 1o 4-5 Mpimeit u oOpadaTeiBamu coenquHeHneM ¢popmydsl (1) nepopanbHbIM 30HAOM IpU
BbIcOKOH f03€e (100 mum 150 mr/kr) u Huskoit nose (30-50 MI/kr) onuH pa3 B CyTKH B TeUeHHE 7
nHed. JlaHHble LUKIbI mOBTOpsM 10 3 1mkjoB. [locme oOpaboTku oOmyro CTeneHb
BBDKMBAEMOCTH M CTENEHb MPOrPECCUPOBAHUS 3a00JI€BaHMs OTCIEKUBAJIN AHAJIU30M KPOBHU H
IPOTOYHBIM LIUTOMETPUYECKHM AaHAJIU30M KPOBU Mbllled kaxable 14 nmei. Mbeimen
YMEpIUBIISUTH, €CJIM  yAOBJIETBOPSUICS JIIOOOH M3 CNEAYIOIIUX KPUTEPHUEB. TPOSIBJICHHE
CUMNTOMOB 3a00JieBaHMsI, TAKMX Kak MoTepss Macchl Tena Oomnee 20%, CyTyJOCTh CIUHBIL,
CHI)KEHHE aKTUBHOCTH, MalblUpyeMas CIUICHOMErajusi, pachpOCTPAHSIOLIASACS MO CpenHei
JIMHUY;, TsDKeJasi aHeMHsl, TPOMOOLIUTONICHHST MJTH JICWKONIEHUs. 3a MBILIAMHU CIIEIHIIH, TTOKA OHU
HE COOTBETCTBOBAJIM KPUTEpPUAM Ui ymeplusiieHus. Kpome Toro, 2-3 Mbllel, NOIy4arlmux
BBICOKYIO WJIM HHM3KYK 103y coenuHeHus ¢opmyisl (I), ymMepuisisuin mocne 3aBepIuieHus 3
LIUKJIOB 00pabOTKH, Take €CIM Y HUX HE MPOSIBIBLINCH CUMITOMBI 3a00JI€BaHUS.

[374] Ilocne Toro, Kak Mbllled yMEpLIBISUIM, KJIETKU M3BJIEKAJIU U3 KOCTHOTO MO3Ta,
cene3eHKr U mepudepudecKoil KpoBU, M MPUCYTCTBUE yenoBedeckux CD457, CD34° CD337,
CD14%, Gly A", CD41a", CD19" u CD3™ kj1eTOK B IAHHBIX OpPraHax ONpPeNessiid OKPaITMBaAHHEM
mAb M MPOTOYHBIM LIUTOMETPUYECKUM aHAJIM30M. JlaHHBIE aHAIHM3Bl TO3BOJISIN ONPEAEIHUTD,
npuBOIUT JU oOpabotka coenuHeHneM Qopmynsl (I) K TOBBINIEHHIO BBDKHBAEMOCTH U
CHI)KEHUIO KOJIMYECTBA JIMKEMUUYECKUX KJIETOK Y BM MBIIM U CHUXKEHHUIO PaclpOCTpaHEHUs
JIEWKO3HBIX KIIETOK B CENe3€HKY U nepudepuueckyro kposb Mbiu. Ocrasmuecst BMC u knetku

CeJIC3EHKM  TOCJI€  aHajau3a INPOTOYHOM  LIUTOMETpUEH  KPUOKOHCEPBUPOBANIM  AJIS
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KOJINYECTBEHHOH OLIGHKH Harpy3ku kietok MPN-BP u nns oumenku wneneBbix 3¢ ¢dexton
coenunenust popmyabl (I). Knerku hCD33" y BM Mblleii-peLMIUEHTOB OTOUPAIIH, TPUMEHSIS
coprupoBink kietok FACSAria (BD) u anammsuposanu, npumenss FISH nHa mapkepHbie
XPOMOCOMHBIE AHOMAJMM, & TaKXXe€ YacTOThl BAapHAHTOB ayjeNiell MyTHPOBABIIMX TI'€HOB

MUCJTOUAHBIX 3JIOKAYCCTBCHHbBIX HOBOO6pa30BaHHﬁ.



119

®OPMYJIA U3OBPETEHUS
1. Crioco0 nevyernust muenomnpoaudepaTuBHOro HoBooOpasosanus (MPN), BKITIOUArOLIHIA
CTaJUIO BBEJEHMS HYXIAIOIIEMYCsl 4eJIOBEYECKOMY CYOBEKTY TepaneBTHUeCKH 3(PQPEeKTHBHOIO
konudecTsa uHruoutopa MDM?2, rne unruOurop MDM?2 mnpencrasnser coboil coenuHeHne

dopmysl (I) nmu popmyael (II) nnu coenunenune Gopmynst (11):

COGCH
OMe

o) (1)

WK ero (papMaLeBTUYeCKU MPHEMIIEMYIO COJb.

2. Cnocobd mo m. 1, B koropom MPN mpencrasisier coOOH HCTUHHYIO MOJULIUTEMUIO
(PV).

3. Cnocob mo m. 2, B kotopoM MPN mpencrasnsier codoii 3aBucMyro oT ¢uedoToMun
HUCTUHHYIO NOJIULUTEMHULO.

4. Cnoco0 mo 1. 1, B kotopom MPN mnpencrasisier cod0oi TpOMOOILUTEMHIO.

5. Cnocob mo m. 4, B KOTOPOM TPOMOOLIMTEMHS MPEACTABISAET COOON 3CCEHIMAIBHYIO
tpomOouuremuto (ET).

6. Cniocob o 1. 1, B kotopom MPN npencrasisier coboit muenopudpos.

7. Cnocob mo m. 6, B kotopoM Muenopudpo3 BbIOpaH M3 MepBUUHBIN Muenodudposa
(PMF), muenodpudposa nocie ucruaHon nojuuutemun (noct-PV MF) u muenodubposa mocne
scceHuuaIbHO Tpomboruremu (noct-ET MF).

8. Cmocod mo m 7, B KOTOPOM 4YEJOBEUECKUH CYOBEKT HE pearnupyer Ha

2
NPEALIECTBYIOIIYIO TEPATIHIO PYKCOIUTHHUOOM.
9. Cnocob o 1. 1, B kotopom MPN npezcrasisieT co0oit cucTeMHbINH MacToUUTo3 (SM).

10. Cnoco6 mo m. 1, B kortopoMm MPN mpencraBnsier coOOi XPOHHYECKYIO

>
HelrpopuibHyto neiikemuro (CNL).
11. Cnoco6 mo m. 1, B koropom MPN mnpezacrasnser coO0l MHEIOIUCTLIACTUYECKHIMI
cunapom (MDS).
12. Cnoco6 mo m. 1, B kotopom MPN mnpexacraisier coOol CUCTEMHOE 3a00JieBaHHE
Ty4HbIX KJeTok (SMCD).

13. Cnoco6 mo m. 1, B kortopoM MPN mpencraBnser coOOH XPOHHYECKYIO

2

503MHOPUIBHYIO JIEHKEMHIO.

14, Cnoco6 mo m. 1, B kortopoM MPN mpencraBnser coOOH XPOHHYECKYIO

2

MHEJIOMOHOLUTAapHYIO Jetikemuto (CMML).
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15. Crmocod mo n. 1, B kotopom MPN mpencrasnsier coOOH aTHMHIHYIO XPOHUYECKYIO
MueonanHyro jeiikemuro (aCML).

16. Cmoco6 mo m 1, B koropom MPN mpencrasisier coOOW FOBEHUJIBHYIO

MHEJIOMOHOLIUTAPHYIO Jietikemuro (JMML).

17. Cnocod mo m. 1, B kxoropom MPN mpencrasnsier coOol runeps03uHOPHIbHbII
cunapom (HES).

18 Cmoco6 mo mn 1, B xotopom MPN  mpexacraBiasier  coboi
MUEJIOUCTIACTUYECKHE/ MUEIONPOTU(EpaTHBHBIE  HOBOOOPA30BaHUS € KOJIBLICBHIHBIMHU
cunepobnacramu u TpomdoruTozom (MDS/MPN-RS-T).

19. Cnocob mo mobomy u3 nmyHkToB 1-18, B koTOpoM coenunenue ¢opmyisl (1) wnm
¢dopmysl (II) HaxonUTCSI B KpUCTAIUTNUECKOH popme.

20. Crocob mo mobomy u3 myHKTOB 1-18, B koTOpoM coenunenue ¢opmyinsl (1) mmm
¢dopmysl (II) HaxonuTcst B cBOOOIHON hopMme.

21. Cnocob mo mobomy u3 nyHkToB 1-20, rae naruburop MDM?2 npencrasnsier coOoi
dapmManeBTHIECKH IPHEMIIEMYIO cOJib coenuaenus popmyasl (1) nmm popmyast (1I).

22. Cnocob mo mobomy u3 myHKTOB 1-20, B koTOpoM coenuHenue ¢opmyunsl (1) mmm
¢dopmysl (II) HaxonuTcst B amopdHOH popme.

23. Cnocod mo m. 19, B KOTOpOoM KpuUCTaJutmueckas Qopma XapaKTephu3yercs
MOPOIIKOBOH AM(PPAKIIMOHHON PEHTTEHOIPAMMOM, Comep Kallei, Mo MEHbIIeH Mepe, TPU MHKa
npu yrnax audpakiuu 2 TeTa B rpaaycax, BIOpaHHbIE U3 IPYMIIbI, COCTOSINEH M3 NMHUKOB NPHU
npudmsurensho 11,6, 12,4, 18,6, 19,0, 21,6 1 23,6 + 0,1.

24. Cnocob mo nmoboMy u3 nmyHKTOB 1-23, B koTOpoMm coenuHeHue ¢opmyinsl (I) mnmm
¢dopmysl (II) BBOAAT OfaMH pa3 B A€Hb MPU A03€, BBIOPAHHON U3 IPYIIBL, cocTosImel u3 15 wmr,
25 wmr, 30 mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 mr, 225
mr, 240 mr, 250 mr, 275 mr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 mr.

25. Cnocob mo nmoboMy u3 myHKTOB 1-23, B koTOopoMm coenuHenue ¢opmyisl (1) wmm
dbopmyibl (II) BBOAST ABakAbl B IE€Hb MPU J03€, BHIOPAHHOW U3 TPYIMIbI, COCTOSMEN u3 15 mr,
25 mr, 30 mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 mr, 225
mr, 240 mr, 250 mr, 275 mr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 mr.

26. Cnoco0 no mo0oMy M3 MyHKTOB 1-25, B KOTOPOM HeJOBeKa Jie4aT WHTHOMTOPOM
MDM2 B 1-7 muu 21-mHeBHOro nMkKjiaa, B KOTOpoM Ha 8-21 1nHM 4YenoBeka He Jjedar
uHruburopom MDM?2.

27. Cnocob mo moboMy u3 myHKTOB 1-26, B koTopoMm coenuHenue ¢opmyinsl (1) mmm
¢dopmysl (II) BBOIAT mepopanbHO.

28. Cnoco0 mo moboMy u3 MyHKTOB 1-27, B KOTOPOM TepaneBTHYECKH 3 (EeKTHBHOE
Konn4yecTBO nHruonropa MDM2 cocrasmisier 120 mr.

29. Cnocod mo mobomy w3 mnyHkToB 1-28, B koTtopom MPN xapakrepusyercs
JAK2V617F myrauueil.

30. Huruburop MDM2 nyis npuMeHEHHs] B JIEYEHUH MHEJIONPONn(epaTHBHOTO

HoBOOOpaszoBanust (MPN), BKJIIOUANOINEM CTAJIUI0 BBEISHHS HYKIAIOIIEMYCs YeJIOBEUECKOMY
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CcyOBekTy TepameBTHueckd 3((PEeKTUBHOrO KonudectBa uHrudOmropa MDM2, roe WHruOUTOP

MDM?2 npencrasisier coboii coenunenue Gopmynsl (I) mwmm dopmynsr (1) wim coennaeHMe

dopmynsr (1I):

COCH
OMe

@ (I

WK ero (papMaLeBTUYeCKU MPHEMIIEMYIO COJb.

31. Ilpumenenne mo m. 30, B koropoM MPN mnpencrasnser co0OW HCTUHHYIO
nonuutemuro (PV).

32. Cnoco6 no 1. 31, B koropom MPN mnpencrasisier coOoi 3aBUCUMYIO OT (uieboToMHun
UCTHHHYIO MOJHLIUTEMHUIO

33. IIpumenenue o 1. 30, B koropom MPN npencrasinser coboit TpOMOOIUTEMHIO.

34. Ilpumenenune mno 1. 33, B KOTOPOM TPOMOOLMTEMHS TPENCTABISAET COOOH
scceHuuabHyo Tpomboruremuto (ET).

35. Ilpumenenue no 1. 30, B kotopom MPN mpencrasisier coboit muenopudpos.

36. Ilpumenenne mo n. 35, B koTopoM Muenopudpo3 BbIOpaH U3 MEPBUIHOTO
muenopudposa (PMF), muenopubpoza mnocne wuctuHHON nonauuutemun (moct-PV MF) u
muenodudposa nocne scceHuranbHoi Tpombouuremun (noct-ET MF).

37. Cnoco6 mo m 36, B KOTOpPOM 4YeIOBEYECKUN CyOBEKT HE pearupyer Ha
NPEAIIECTBYIOIIYIO TEPATIHIO PYKCOIUTHHUOOM.

38. Ilpumenenne mo n. 30, B kotopom MPN mnpencraBnser coOOW CHCTEMHBIN
mactouuTo3 (SM).

39. Tlpumenenue mo m. 30, B koropom MPN mpencrasisier coOOl XPOHHUYECKYIO
HelrpopuibHyto neiikemuro (CNL).

40. Ilpumenenme mo m 30, B xoropom MPN npencraeiser  coOoi

,
MUEIOANCIUIACTHYeCKUH cuHapoM (MDS).

41. Ilpumenenne mo mn. 30, B kotopoM MPN mpencraenser coOOH CHUCTEMHOE
3a0oneBaHue Ty4HbIX KiIeToK (SMCD).

42, Cmocod mo m 30, B koropom MPN mnpencraBnser coOOH XPOHHYECKYIO
503UHOPMIBHYIO JIEHKEMHIO.

43. Cmocod mo mn. 30, B koropom MPN mnpencraBnser coOOH XPOHHYECKYIO
MHEJIOMOHOLUTAapHYIO Jetikemuto (CMML).

44. Cnoco6 no m. 30, B kxotopom MPN mnpencrasiser coO0i aTUITHYHYIO XPOHUYECKYIO
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MuenonanHyro jeiikemuro (aCML).

45. Cnocod mo m. 30, B xoropom MPN mpencrasnsier coOOH FOBEHHJIBHYIO
MHEJIOMOHOLIUTAPHYIO Jietikemuro (JMML).

46. Cnocob mo n. 30, B kotopom MPN mnpencrasnser coOoi runeps303uHOPUIbHbIE
cunapomsl (HES).

47. Cmoco6 mo m 30, B koropoMm MPN  mnpencraBiser  coboii
MHEJIOANCILIACTUYECKIe/MUENONIpon(epaTuBHbIe  HOBOOOPA30BaHHS C  KOJbLEBUIHBIMH
cunepobaacramu u TpomboruTozom (MDS/MPN-RS-T).

48. Tlpumenenue no mobomy u3 nyHKTOB 30-47, B KoTOpoM coenuHeHune Gopmyiiel (I)
wiu dpopmysl (II) HaXoaUTCS B KPUCTAIUTHUECKOH hopme.

49. Tlpumenenue no mobdomy u3 nyHkToB 30-47, B KoTOpoM coenuHeHune Gopmysl (I)
win dopmysl (1) Haxogurces B cBOOOIHON hopme.

50. ITpumenenne no modoMy u3 nyHKTOB 30-47, rne uaruourop MDM?2 npencrasisier
coboli papMarieBTUIECKH MPUEMIIEMYIO coilb coequHenus popmynsl (1) mmm popmyasr (11).

51. IIpumenenue mo yoOoMy u3 MyHKTOB 30-47, B koTopoM coenuaenue dpopmydsl (1)
i ¢popmysl (1) Haxogurces B amopdHOIt hopme.

52. Tlpumenenne mo m. 48, B KOTOPOM KpHCTajuTMYecKas (popMa XapaKTepU3yeTCs
MOPOIIKOBOH AU(PAKIIMOHHON PEHTTeHOIPAMMOM, Colep Kalnei, Mo MEHbIIeH Mepe, TPU MHKa
npu yrnax audpakiuu 2 TeTa B Ipanycax, BIOpaHHBIE U3 IPYMIIbI, COCTOSINEH M3 NMUKOB NPHU
npubmsuTensho 11,6, 12,4, 18,6, 19,0, 21,6 1 23,6 + 0,1.

53. Ilpumenenue no noOoMy u3 myHKToB 30-52, B koTopoM coenunenue dopmydsl (1)
i ¢opmydsl (II) BBOIAT OnUH pa3 B A€Hb MPU J03€, BIOPAHHON U3 IPYIIEL, cocTosAmer u3 15
mr, 25 mr, 30 mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 wmr,
225 wr, 240 mr, 250 mr, 275 mr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 mr.

54. Ilpumenenue no modomMy u3 nmyHKTOB 30 to 52, B koTopoMm coenuHenue GpopmyJsl (1)
win ¢opmyibl (1) BBOOAT IBaKIbl B IEHb MPH 103€, BHIOPAHHOM U3 TPYIIIbI, COCTOSIEN 13 15
mr, 25 mr, 30 mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 wmr,
225 wmr, 240 mr, 250 mr, 275 mr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 mr.

55. Tlpumenenne mno mr0OOMy u3 mnyHKTOB 30-54, B KOTOPOM 4YeJIOBEKa JiedaT
uHruouropom MDM?2 B 1-7 nau 21-1HEBHOTO LIMKJIA, B KOTOPOM B 8-21 MHM YenoBeka HE JeuaT
uHruouropom MDM2.

56. IIpumenenne no JoOoMy u3 myHKTOB 30-55, B koTopoMm coenunenue dopmydsl (1)
i dopmysl (1) BBOOAT mepopaiibHO.

57. Ilpumenenne mo moOoMy u3 myHKTOB 30-55, B KOTOPOM TEpaneBTHUECKH
s¢ppexTuBHOE KOMMUecTBO HHrHOUTOpa MDM2 coctasiisier 120 mr.

58. Ilpumenenue mo mrobomy u3 myHKTOB 30-57, B koropom MPN xapakrepusyercs
JAK2V617F myTanueil.

59. Crmoco® nedyeHus xpoHHUecKoi wmwuenoreHHoi nerikemun (CML), Brirouaromui

CTaJUI0 BBEJEHHS HYXIAIOIIEMYCsl 4eJIOBEYECKOMY CYOBEKTy TepaneBTHUYeCKH 3(PQPEeKTHBHOTO
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konudecTBa uHruoutopa MDM2, rne mnrunOutrop MDM?2 mnpencrasisier coboil coenuHeHne

dopmysl (I) nmu popmyer (II) nnm coenunrenne Gopmynst (11):

COOH
OMe

D (1D

WK ero (PapMaleBTUUECKU MPUEMIIEMYIO COJIb.

60. Criocob no 1. 59, B kotopom coenuaenune Gopmysl (I) mnm popmyner (II) Haxomurcs
B KPUCTAJTUUECKOH (hopMe.

61. Criocob mo 1. 59, B kotopom coenuaenne Gopmysl (I) unm popmyner (II) Haxonures
B CBOOOIHOH opme

62. Crocob mo m. 59, rne marndutop MDM?2 npencrasisier coboil papManeBTHUECKH
pUeMIIEMYIO colib coenrHeHust popmysl (1) wu Gopmyns (11).

63. Criocob no 1. 59, B koropom coenurenune Gopmysl (I) unm popmyner (II) Haxomures
B amopdHoii popme.

64. Cnocod mo m. 60, B KOTOpPOM KpHCTamauueckas ¢Gopma XapakTepu3yercs
MOPOIIKOBOH AU(PPaKIIMOHHON PEHTIeHOIPAaMMOM, copepKalnei, Mo MeHbIIeH Mepe, TPU MHKa
npu yriaax audpakuuu 2 Teta B rpaaycax, BbIOPAHHbIE U3 TPYMIBI, COCTOSINEH U3 MUKOB MPH
npubnusutensHo 11,6, 12,4, 18,6, 19,0, 21,6 u 23,6 = 0,1.

65. Cnocob mo moboMy u3 MyHKTOB 59-64, B kotopom coenuHeHue (popmyiel (1) wim
dbopmyibl (IT) BBOOSAT ONMH pa3 B IE€Hb MPHU 103€, BLIOPAHHOW M3 TPYIIIbI, COCTOSIIEH U3 15 mr,
25 mr, 30 mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 mr, 225
mr, 240 mr, 250 mr, 275 mr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 mr.

66. Cnocod mo modomy u3 myHKTOB 59-64, B koTopoM coenuHeHune (opmyier (1) win
dbopmyiel (II) BBOAST OBaKABI B I€Hb MPU J03€, BEIOPAHHOW W3 TPYMIbI, COCTOSMEN u3 15 mr,
25 mr, 30 mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 mr, 225
mr, 240 mr, 250 mr, 275 mr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 mr.

67. Crocod no mobomy M3 MyHKTOB 59-06, B KOTOPOM HeJIOBEeKa JiedaT MHrHOUTOPOM
MDM?2 B 1-7 gau 21-1HEBHOTO LUKJIA, B KOTOPOM B 8-21 NHU 4UenoBeka He Jie4aT HHTHOUTOPOM
MDM2.

68. Cnocod mo mobdomy n3 myHKTOB 59-67, B koTopoM coenuHeHune (popmyinel (1) win
¢dopmysl (II) BBOIAT mepopanbHO.

69. Cnocod mo moOoMy u3 MyHKTOB 59-68, B KOTOPOM TepaneBTHUECKH 3PPEKTUBHOE

Konu4ecTBo uHruonropa MDM2 cocrasmisier 120 mr.
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70. Criocob sneueHusi ocTpod MuesjoreHHOW Jjevikemun (AML), BKIIIOYAIOIUN CTaIUIO
BBEAICHUS HYXXAAIOLIEMYCsl UeJOBEYECKOMY CYyOBEKTy TepaneBTHUeCKH 3(PPEeKTHBHOTO
konudectBa uHruoutopa MDM2, rne unruOurop MDM?2 mnpencraBiser coboil coenuHeHne

dopmysl (I) nmu popmyael (II) nnu coenunenune Gopmynst (11):

COooH
OMe

(D (1D

WY ero (PapMaLeBTHUECKU MPUEMIIEMYIO COJIb.

71. Criocob no n. 70, B kotopom coenurenne Gopmysl (I) mwnm popmyner (II) Haxomures
B KPUCTAJTUUECKOH (hopMe.

72. Criocob no 1. 70, B kotopom coenurenne Gopmysl (I) unm popmyner (II) Haxomures
B CBOOOIHOMH (hopme

73. Crocob mo . 70, roe marudutop MDM?2 npencrasisier coboil papmaneBTHUECKH
npueMIIeMy0 colib coerHeHus popmydsl (1) mu popmynsr (11).

74. Crioco6 no 1. 70, B kotropoMm coenunenue Gopmysl (I) unu popmyner (II) Haxoaurcs
B amopdHoii popme.

75. Cnocod mo m. 71, B KOTOpPOM KpuCTamandeckas (opMa XapakTepH3yercs
HOPOIIKOBOH JU(PAKIHMOHHON PEHTIEHOIPaMMOM, comeprkallel, Mo MeHbIIel Mepe, TpU IHKa
npu yriaax audpakuuu 2 Teta B rpaaycax, BbIOPAHHbIE U3 TPYIIIBI, COCTOSINEH U3 MHUKOB NPH
npubmsutenbho 11,6, 12,4, 18,6, 19,0, 21,6 23,6 +0,1.

76. Cnocob mo mobdomy u3 nyHkToB 70-75, B koTopom coenuHeHue (popmyiner (1) mwim
dbopmyel (IT) BBOOSAT ONMH pa3 B I€Hb MPHU 03€, BLIOPAHHOM M3 TPYIIbI, COCTOSIIEH U3 15 mr,
25 mr, 30 mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 mr, 225
mr, 240 mr, 250 mr, 275 mr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 mr.

77. Cnocob mo modomy u3 nyHkToB 70-75, B koTopoM coenuHeHune (opmyiel (1) win
dbopmyiel (II) BBOAST ABaKABI B I€Hb MPU J03€, BEIOPAHHOW W3 TPYMIbI, COCTOSEH u3 15 mr,
25 mr, 30 mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 mr, 225
mr, 240 mr, 250 mr, 275 mr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 mr.

78. Crocob no mobomy 3 myHKTOB 70-77, B KOTOPOM HeJIOBEKa Jie4aT MHrHOMTOPOM
MDM2 B 1-7 guu 21-1HEBHOTO LUKJIA, B KOTOPOM B 8-21 NHU 4UenoBeka He Jie4aT HHTHOUTOPOM
MDM2.

79. Cnocob mo mobomy n3 nyHkToB 70-78, B koropoMm coenuHeHue (popmyinel (I) min
¢dopmysl (II) BBOIAT mepopanipHO.

80. Cnocob mo mobomy u3 nyHkToB 70-79, B KOTOPOM TepaneBTHUECKH 3(PPEeKTUBHOE
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Konn4ecTBO nHruonropa MDM2 cocrasmisier 120 mr.

81. Crocob® neuyenuss kapuuHOMbI U3 Kietok Mepxkens (MCC), BKIIOUAIOMINNA CTaIUIO
BBEJICHUS HYXXAAIOLIEMyCsl 4eJOBEYECKOMY CYyOBEKTy TepaneBTHUecKH 3(PQPeKTHBHOrO
konudecTsa uHruoutopa MDM?2, rne unruOurop MDM?2 mnpencrasnser coboil coenuHeHne

dopmysl (I) nmu popmyael (II) nnu coenunenune Gopmynst (11):

COCH
OMe

(D (1)

WK ero (papMaleBTHUECKU MPUEMIIEMYIO COJIb.

82. Cnocob mo . 81, B kotopom coenuaenune Gpopmyisl (I) mwnm popmyner (II) Haxomures
B KPUCTAJTUUECKOH (hopMe.

83. Cnocob mo . 81, B kotopom coeaunaenue Gopmyunsl (I) mwnu popmyner (II) Haxomures
B CBOOOIHOM (popme

84. Cnocob mo n. 81, rme unrnburop MDM2 npencrasisier coboil papmaLeBTHUECKN
npuemMIIeMyo coiib coenHeHus popmydsl (1) mnu popmynst (11).

85. Cnocob mo 1. 81, B koTopoM coeaunenue ¢popmysl (I) nnu popmynsl (II) Haxogurces
B amop(HOit hopme.

86. Cmocod0 mo m. 82, B KOTOpPOM KpucTamandeckas (opMa XapaKTepH3yercs
MOPOLIKOBOH JU(PAKIIHOHHONW PEHTIeHOTrPAMMO, COepIKallel, Mo MeHbIIel Mepe, TPU MHKa
npu yriax audpakuun 2 TeTa B Tpaaycax, BIOPAHHBIE U3 TPYMIIbI, COCTOSINEH U3 MUKOB MPHU
npubmsuTensho 11,6, 12,4, 18,6, 19,0, 21,6 23,6 +0,1.

87. Cnocob mo smobomy u3 nyHkToB 81-86, B koTOpoM coenuuaenue ¢opmydst (I) mmu
dbopmyel (IT) BBOOSAT ONMH pa3 B I€Hb MPU 103€, BLIOPAHHOW M3 TPYIIIbI, COCTOSIIEH U3 15 mr,
25 mr, 30 mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 mr, 225
mr, 240 mr, 250 mr, 275 mr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 mr.

88. Cnocob mo mobomy u3 myHkToB 81-86, B kKoTOpoM coenuaenne ¢opmys! (I) mmu
dopmyiel (II) BBOAST ABa*ABI B I€Hb MPU J03€, BEIOPAHHOW W3 TPYMIbI, COCTOSMEH n3 15 Mmr,
25 mr, 30 mr, 50 mr, 60 mr, 75 mr, 90 mr, 100 mr, 120 mr, 150 mr, 175 mr, 180 mr, 200 mr, 225
mr, 240 mr, 250 mr, 275 mr, 300 mr, 325 mr, 350 mr, 360 mr, 375 mr u 480 mr.

89. Cnocob mo mobomy n3 myHKTOB 81-88, B KOTOpOM dYenoBEKa JiedaT MHTHOUTOPOM
MDM?2 B 1-7 gau 21-1HEBHOTO LUKJIA, B KOTOPOM B 8-21 NHU uenoBeka He Jie4aT HHTHOUTOPOM
MDM2.

90. Cnocob mo mobomy n3 nyHKkToB 81-89, B koTopoM coenuHeHue (popmyinel (I) mnn
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¢dopmysl (II) BBOIAT mepopanpHO.
91. Cnocob mo mobomy n3 myHKTOB 81-90, B KOTOPOM TepaneBTHUECKH >PPEKTUBHOE

Konu4ecTBo uHruonropa MDM2 cocrasmisier 120 mr.
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