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(43) Aara ny6nukauum sasiskm (51) Int. Cl. A61K 48/00 (2006.01)
ke
(22) QOara noaun 3asBKK GOIN 33/53 (2006.01)
2019.07.29
54) CIIOCOBBI HAEHTUOPUKAILIUU TALIUEHTOB, J1JIs1 KOTOPBIX MOXET BbITh
(54)
MNOJIE3HBIM JJEYEHHUE UHI'MBUTOPOM TEJIOMEPA3BI
(31) 62/712,841; 62/772,849 (72) Waobperatens:
(32) 2018.07.31; 2018.11.29 Byccoaapu Kakann Yupusio, Xyan
(33) US Deii (US)
(86) PCT/US2019/043941 (T4) npencrasnrens:
(87) WO 2020/028261 2020.02.06 PeA '
(71)  3aseurens: Mosmkapnos A.B., CokosioBa M.B.,
i - MyrunueB A.U., Yepkac [.A., UruarbeB
JUKEPOH KOPITOPEUILH (US) A.B., buabik A.B., Imutpues A.B.,
Byuaka C.M., beasTiokoBa M.B. (RU)
(57) CornacHo HacTosmEeMy M300PETEHUIO NIPEUIOKEHBI CIIOCOOBI MACHTH(QHUKALMK WM BHIOOpA NAlMEHTa,

KOTOPBIi ¢ 0OJIBIION BEPOATHOCTHIO TOMYUHT MOJIb3Y OT JICUCHUSI HHTHOUTOPOM TEJIOMEpa3bl, TAKUM Kak,
HaIpUMep, UMETENCTAT, IyTeM TECTUPOBaHMs MallMEeHTa HA: OTCYTCTBHE MyTalMH B KaxkaoMm 3 JAK2,
CALR u MPL; n/unmm Beicokuii monekynsipaeiid puck (HMR) Ha ocHOBaHMM NPHCYTCTBHSI MyTalMHU 110
MeHbIIeH Mepe B ogHOM u3 cienyromux reHoB: ASXL1, EZH2, SRSF2 u IDH1/2. Vka3aHHbIH MaliuedT
MOXeT cTpajars Muenopuoposom. CormacHO HacTOSMIEMY U300PETEHHIO TAKXKe MPEITIOKEHBI CIIOCOObI
JedeHust Mueaopropo3a, KOTOpbIe BKIIOYAIOT HACHTH(UKALNIO TAKUX TAllHEHTOB.

Tpyna nesenws: werencrar warpns 47 ik (N = 48) ————————— Tpynna nevers: wverencrar warpus 9.4 wikr (N = 59)
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CHHOCOBbI UAEHTHOUKAIIUN MAHUEHTOB, 1JIA KOTOPBIX MOXET BbITh
HOJIE3HBIM JIEHEHUE HTHI'HBUTOPOM TEJIOMEPA3bI

HNEPEKPECTHBIE CCBIJIKH HA POJACTBEHHBIE 3ASIBKHU
[0001] B coorBerctBuu ¢ paznenom 35 Ceona 3akonos CIIIA §119(e) HacTosiast 3asiBka
UCTIPALIMBAET MPUOPUTET HA OCHOBAaHUM MpeaBapuTenbHON 3asBku Ha mnarteHT CIIIA Ne
62/712841, nonaunoit 31 uronst 2018 roma, u npeaBaputenbHoOl 3asBku Ha mateHT CIIIA Ne
62/772849, nomannoit 29 HosiOpst 2018 ropma; comep:kaHuWe YKa3aHHBIX 3asiBOK BKJIIOYEHO B

HaCTOﬂH_II/Iﬁ AOKYMEHT MOCPEACTBOM CCBLIOK.

MNEPEYEHB IMOCJIEJJOBATEJIBHOCTEN
[0002] Hacrosimast 3asiBka BKITFOYAeT MepevYeHb MOCIeNOBATEIbHOCTEH, KOTOPBINA ObLT MONaH
B asekTpoHHOM Bune B (opmare ASCII m BkIOYEH B HACTOSIIUI JAOKYMEHT ITOJIHOCTBIO
NOCPENCTBOM  CCBUIKH.  YKazaHHas kommsa B (Qopmare ASCI  umeer HasBaHue

«Sequence Listing.txt» u pasmep 356 KO.

OBJIACTb TEXHUKHA
[0003] Hacrosimee wu3oOpereHue OTHOCHUTCS K CrocobaM HAeHTU(UKALWK TALUeHTa,
KOTOpBIH € OOJBIION BEPOSITHOCTHIO MOJYYHUT IMOJb3Y OT JIEYEHUs] HHTUOUTOPOM TeJIOMepasbl,
nyTeM UAeHTU(UKAIMY MAlMeHTa. Y KOTOPOro OTCYTCTBYET MyTauus B kKaxaom us JAK2, CALR
u MPL, wunu KoTOpbIi uMeeT BbICOKMI MonekyssipHblli puck (HMR) Ha ocHoBanum
NPUCYTCTBUSI MyTALIUU N0 MEHbILEH Mepe B OHOM U3 cienyrowmux reHoB: ASXL 1, EZH2, SRSF2
u IDH1/2. Hacrosiiee u300peTeHre Tak:ke OTHOCUTCS K crocodam JiedeHus Muenopudposa y

HY>KAIOLIErocsl B 3TOM CyOBeKTa (m1.e. alueHTa) UHTHOUTOPOM TEJIOMEPa3bl.

YPOBEHb TEXHUKH
[0004] Muenopudbpos (M®DP) mnpencraBnsier coboit omHo w3 kiaccumueckux BCR-ABLI-
OTPHULATENIbHBIX ~ XPOHUYECKHX  MuenonponudepaTuBHbIX  HOBooOpasoanuii  (MITH),
XapaKTepU3YIOIIeecs: KIOHAJIBHOH Muenonpoiaudepanned, pasperyJupoBaHHON KHHA3HOU
curHanusanueit. Cervantes, Blood, 124(17):2635-2642 (2014). OH Takxke XapakTepU3yeTCs
LUTOMIEHNUSIMH,  KOHCTUTYLMOHAJIBHBIMH  CHMIITOMAaMH,  CIUICHOMETaJueii U MOXKET
TpaHcGOpMUpPOBATHCS B OCTPhIi Muenonnnblii neiiko3. Kuykendall ef al., Annals of Hematology,
97. 435-431 (2018). M® mpencraBnser coboi oOTpuUmaTeNbHOE 1O  (raaenbPUicKon
XPOMOCOME MHENONponpepaTuBHOE HOBOOOPA30BaHUE C HEYOBJIETBOPUTEIbHBIM ITPOTHO30M,

onoOpeHHOM Teparnuell Mpu KOTOPOM B HAacTosiee Bpems siByisieTcss mHruoutop JAKI/JAK?2
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pykconutnauO. Pykcomutunu®, naruburop SAnyc-knHaz (JAK) JAK-1 u JAK-2, nmpencrasmusier
co0oi1 mepBoe B CBOEH TrpyIme JIEKApCTBEHHOE CPENCTBO, JULEH3UupoBaHHOe B COeNMHEHHBIX
IMratax nnsa nedenust muenopudposa (M®P) ¢ BBICOKUM U MPOMEKYTOUHBIM puckoM. Pardanani,
et al. Blood Cancer J.; 4(12): €268 (2014). Heckonbko apyrux naruduropos JAK naxonsrcs Ha
craauu pa3pabOTKH, M HEKOTOPble W3 HUX B HACTOSINEE BPEMsI NPOXOAST KIMHUYECKUE
ucnbitanust 11 dasel. Tam oce. Jpyrue Bapuantbl sedenuss M@ Brmouaror amio-TCK,
THIPOKCUMOYEBHHY, UHTepdepoH, jeHamunomun (pesmumun (Revlimid®)) u Tamupmomun. B
HACTOsSIIIEE BPEMsI MTPOAIOJDKAIOTCS KIMHUYECKHE UCTIbITaHus ipyu M® 11t OLIEHKH CEIeKTUBHBIX
uHruouropos JAK, naruouropos rucrorneanerinassl/JIHK-mMernntpancdepasbl, HHruOUTOPHI
PBBK, wnHruburoper Hedgehog/ wmummenn pamamuimaa wiekonuraomux  (MTOR),
aHTU(QUOPOTUYECKNX  areHTOB, HWMMYHOMOAYJIITOPOB,  MOHOKJIOHAJBHBIX ~ QHTHTEN U
UHTHOUTOPOB MMMYHHBIX KOHTPOJBHBIX Touek. Shreenivas, ef al., Expert Opin Emerg Drugs,
23(1):37-49 (2018).

[0005] Hpyrue MIIH BxjrO4arOT 3cceHuuanbHyro TpomoOomuremuto (OT) u UCTHHHYIO
noymumutemuro (MIT). Cervantes (nuowce). M@ moxxeT BO3HUKaTh de novo (nepBuuHbli M@
[[IM®]) umu nocne npemmectsyomer T wm UIT (moct-OT wunmu noct-UIT M®). Tam orce.
Cornacno Cervantes, M® npencraisier coO0H KIOHATBHYIO MPONU(epaLuio MIFOPUIOTEHTHBIX
reMaTOMOITHYECKUX CTBOJIOBBIX KJIETOK, IPH KOTOPOH MOMyJSALUS aHOMAJIbHBIX KIIETOK
BBICBOOOKIAET B KOCTHBIH MO3T HECKOJIBKO LINTOKUHOB M (DaKTOPOB POCTa, KOTOPbIE MPUBOIST K
¢ubpo3y KOCTHOrO MO3ra M H3MEHEHUSIM B CTPOME, M KOJOHHM3HMPYET 3KCTPaMenyJUIApPHbIE
OpraHbl, TAKHE KaK CeJie3eHKa U meueHb. /am oce. Muenogubpos ObLT CBsI3aH C MyTaLUSMHU B
rene Snyc-kunaszwl (JAK) 2 (takumu kak mytauust V617F), myraumsimMu B reHe penenrtopa
TpombonosTrHa (MPL) u mytauusimu B reHe kanbpetukynuHa (CALR). Tam oce. B ocHOBHOM
OH TOpa’kaeT NOXWIbIX JIIOAed u, B coorBercTBUM ¢ Cervantes, «B HacTosiiee BpeMs
HANpaBJICHHAas Ha W3JICUCHHE TEeparusl OTCYTCTBYET, KPOME TPAHCIUIAHTALWUU AJUIOT€HHBIX
reMaTOMO3THYECKUX CTBOJIOBBIX KJeTOK (amwto-TCK), KOTOpyH MOKHO HCHOJB30BATh Y
HE3HAUNTENIbHON YaCTH MAleHTOB.» 1am oice.

[0006] daxkTudeckn, corynacHo Langabeer, «OONBIIMHCTBO MALIMEHTOB C KJIACCUYECKUMU
muenonpoiudepatuBHbIMU  HOBooOpazoBaHussmMu  (MIIH):  uCTHHHOH  mOJIMUIMTEMHEH,
5CCEHLUMANBHON TPOMOOLUTEMHEH M NEPBHYHBIM MHETOPUOPO30M, SIBISIFOTCS HOCHUTEISIMH
OTpeNeNIeHHbIX BbI3bIBAOINNX 3abojeBanne Mmyrtaumii B reHax JAK2, CALR wma MPLy,
Langabeer, JAK-STAT, 5: €1248011 (2016). Yka3aHHble MyTalMH NPEICTAaBISIOT COOOH Tak
Has3bIBaeMble NpaliBepHble MyTaluu. Ilpumepsl apaliBepHbix MyTanuii BkimodaroT JAK2 VO17F,

MyTtauuu B 3k30He 12J4K2, sx30ne 10MPL v sx30He OCALR. Tam ce.



[0007] Cormnacuo Spiegel, mpu muenodpudpose (M®P) npaiisepubie myraunuu B JAK2, MPL
i CALR BNUsAOT Ha BBDKUBAHUE M NPOTrpeccUpoBaHue 10 (as3bl ONacTHBIX KIETOK, MPH 3TOM
HanOONBbIINN PUCK OOYCIIOBJIEH TPOMHBIM OTPULIATENBHBIM CTaTyCOM (/1.€. HEMYTHPOBAHHBIMU
JAK2, MPL wn CALR). Spiegel et al., Blood Adv., 1(20):1729-1738 (2017). ®aktuuyecku
orcyrctBue wmytauuit  JAK2/MPL/CALR (Tto ecTb TPOWHOH OTpULATENbHBIA CTATYC)
acCOLMUpPOBaH ¢ Haubojee HeOmaronpusTHbIM ucxonoMm. Pardanani, ef al. Blood Cancer J.,
4(12): €268 (2014); cm. maxace Tefteri et al., Blood, 124(16):2507-13 (2014). Kpome Toro,
MyTAalllH B T€HaX BBICOKOTO MoJjiekyssipHoro pucka (HMR), Takux kak ASXLI, EZH2, IDH1/2 n
SRSF2, Obumm TakKe acCOUMUpPOBaHbI C Xyamuil mnporHo3. Spiegel ef al. Hammuue
BO3PACTAMOIIET0 YHCIA MPOTHOCTUYECKH HEONArONMpUATHBIX MYyTAIMi/MyTalUld «C BBICOKUM
MOJIEKYJISIPHBIM PUCKOMY (TO ecTb TeHoB ASXL [, EZH2, SRSF2 w/vnmm IDH-1/2) o0ycnaBnuBaio
NpOrpeccupyomee yXyIAIIeHHe HCXOAa BBDKHMBAEMOCTH, HE3aBUCHMO OT TPAAHIMOHHBIX
¢axropos pucka. Guglielmelli et al., Leukemia, 28(9):1804-10 (2014).

[0008] Hpatisepubie mytauuu B JAK2, MPL wiv CALR, 0 OTIEIpHOCTH WJIK B KOMOMHALINU
C CyOKJIOHAJIbHBIMH MyTalUUsMU B TakKuX TeHax, kKak ASXL/, Obum acCOLMUPOBAHBI C
pasnuumsMu B obmeit BbokuBaemoctu (OB). Spiegel ef al. IlanmeHTs! ¢ TPOHHBIM HETATUBHBIM
CTaTyCOM, y KOTOPBIX OTCYTCTBYIOT KaHOHWYeckue myTtauuu B JAK2, MPL wiu CALR, umeroT
MOBBILIEHHBIH ~ PUCK  JIEMKeMHYecKoH  TpaHchopmanmu, a  Takke  YKOPOUEHHYIO
nponokureabHocts OB, Ilo wHaOmonmenusim  Spiegel, y NalUeHTOB, CTPaJAIOLINX
MHeT0pHOPO30OM, KOTOpBIE MONYYadH JI€YeHHE PYKCOJIUTUHMOOM WM MOMEJIOTHHHOOM
(uarudurtopel JAK 1/2), yka3aHHble MyTanuu ObUIM aCCOLMUPOBAHBI C 0OJiee KOPOTKHUM
NEPUOJIOM BPEMEHM JI0 YCTaHOBJEHHs Hed((EKTUBHOCTH Tepanmuu. /am oice. AHAJOTHYHBIM
o0pa3oM, TpH «CPAaBHEHUU KJIMHHYECKUX XapakTepuctuk JAK2-nonoxwurenvubix, CALR-
nonoxkutenbHbix, MPL-nonoxurenpHeix 1 TO-M®-nauneHToB, y MalUEHTOB C MyTalUsIMU
CALR wabmonancss 3Ha4nMO Ooyiee HHU3KUI ypoOBeHb remoriobuHa (cpenHee 3HaueHue 8,0
nporus 10,7 r/nm; P 5,001) u uucno netikonmros (cpennee 3nadenue 11,0 mporus 25 r/mm; P
5,033), Tpennel, onucanHble B Apyrux koroprax MIIH.» Patel et al., Blood; 126(6):790-797
(2015). Patel ¢ coaBTOopamu HaOJIOAAN Y TOJYYaBIINX JIEUEHUE PYKCOJUTHHHOOM MAlMEHTOB —
HOCHUTEJIeH > 3 MyTaluid OTPULATEIbHYI) KOPPEJSLMI C OTBETOM CEJIE3€HKH U BPEMEHEM /0
npekpameHst jJedeHus. JlpaiiBepHble MyTaluu WU TPOHHOW oTpuuarensbiil (JAK2, MPL,
CALR) cratyc OOHapyXHMBaKOT y MALHEHTOB ¢ MHUENOPUOPO30M, NPEKpaINaroIinuX JEUeHHEe

uHruouropamu JAK. Cm. nanpumep Kuykendall et al.
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KPATKOE OITMCAHHUE U30OBPETEHUA

[0009] CornacHo HacrosieMy U300pETEHHIO MPEeJIONKEeHbl CIOCOObI MASHTHU(PUKALIUN I
BBIOOpa TMAaLMEeHTa KOTOPBI C OONBLIONH BEPOSTHOCTBIO TONYYUT TMOJB3Y OT JICYECHUS
MHTHOUTOPOM TEJIOMEpPA3bl, TAKUM KakK, HAIIPUMep, UMETEJICTAT, IyTeM TeCTUPOBAHHS MALHEeHTAa
Ha: OTCYTCTBHE MyTallM B KXKIOM U3 reHoB SHyc-kuHa3bl 2 (JAK?2), kanbperukynuna (CALR)
u peuenropa TpomOonosTuHa (MPL), w/unu Bbicokui MojekyssipHbeiii puck (HMR) Ha
OCHOBAHUHW TPHUCYTCTBUS MYTAllMM TO MEHbLIEH Mepe B OIHOM U3 CIIEAYIOIIUX T'€HOB. T'€H
rOMOJIOTa JTOTIOJTHUTENIbHBIX MOJIOBbIX eTUHOK 1 (ASXL /), ren sHxaHcepa romosiora Oejka
Zeste 2 (EZH2), rer Ooratoro cepuHOM M apruHUHOM (akropa craiicunra 2 (SRSF2) u ren
usonutparaeruaporenasa 1/2 (IDH1/2). Hyxpgaromuicsi B IeU€HUH MALMEHT MOXKET CTPaJaTh
muenopudopo3om. CormacHO HACTOSIIEMY M300PETEHUIO TaKKe MPEINIOKEHbI CITOCOOBI JTeUeHUs
muenopudpo3a y mMammMeHTa, HYXKJAIOLIErocs B TAaKOM JIEYEHUH, KOTOPbIE BKIIFOYAIOT 3Tall
UICHTHU(HUKANY TAKOTO MAIIUEHTA.

[0010] CornacHo OmHOMY BapHaHTY peaM3ald{ HACTOALIETO N300PETEeHUs MPEUIOKEH Croco0
UICHTU(PHUKAINY TAlHeHTa ¢ MUENOoPpHOPO30M, KOTOPBIH C OOJNBIION BEPOATHOCTBIO MOJYYUT
MOJIB3Y OT JIEYEHUs] UHTMOUTOPOM TeJIOMepasbl, BKJIIOUAIOLINIA: () TECTUPOBAaHUE MAIEHTa Ha!
(1) TpoiiHO} OTpULIATENBHBINA CTAaTyC HA OCHOBAHMM OTCYTCTBHUS MYTALMU B Ka)KJOM M3 I'€HOB
JAK2, CALR u MPL, w/unu (1) MyTauuu 1o MeHbIIEH Mepe B OJHOM U3 CIEAYIOIIUX TI'€HOB:
ASXL1, EZH2, SRSF2 v IDH1/2; u (b) BbIOOp YKa3aHHOTO MAaIME€HTa NPHU YCIOBUU HAJIHYHA Y
Hero: (1) TPOHHOTO OTPULATENBHOIO CTAaTyCa Ha OCHOBAHMM OTCYTCTBHSI MyTaLlUU B KQXKJOM M3
reHoB JAK2, CALR v MPL, w/wunu (ii) Beicokoro mMosekysspHoro pucka (HMR) Ha ocHoBaHuM
NPUCYTCTBUSI MyTaLIUU N0 MEHbBILEH Mepe B OHOM U3 cienyromux renoB: ASXL 1, EZH2, SRSF2
u /DH1/2, npu 3TOM yKa3aHHbIH BBIOPAHHBIN MALUEHT C OOJBIIONW BEPOSTHOCTHIO MOJYYUT
NIOJIB3Y OT JICYEHUsI HHTUOUTOPOM TEJIOMEPAa3hl.

[0011] CoriacHo aJbTPEHATHBHOMY  BapHAHTy peAJH3alMU HACTOSALIEr0 H300peTeHHs
NPEIJIOKEH Crocod MAEeHTHU(PUKALNY MALlUeHTa, KOTOPBIH ¢ OOJBINON BEPOSTHOCTHIO MOJIYYUT
NOJIB3Y OT JICYEHUS] HHTHOUTOPOM TEJIOMEPa3bl, BKIFOYAKOIINI: () TECTHPOBAaHUE MALMEHTa Ha!
TPOWHOHN OTPHIATENIbHBINA CTATYC HA OCHOBAHWW OTCYTCTBHSI MyTalllH B K&JKIOM M3 TeHOB JAK 2,
CALR w MPL; wn (b) BbiOOp yKa3aHHOTO MalMEHTa MPH YCJIOBHU HAJIWYUS y HEr0 TPOHHOrO
OTPULATENILHOIO CTaTyca, IIpU OTOM yKa3aHHBIA BBIOPAHHBIA TALKUEHT C OOJBIION
BEPOSITHOCTBIO TOJYYUT TOJB3y OT JICYCHHUs uHruouTopom Ttenomepasbl. CoriacHo
aNbTPEHATHBHOMY  BapHaHTy peajM3allMd HACTOSILIEro H300peTeHHs] MPEIJIoKeH Crocod

UICHTU(PUKALUY TAIIMEeHTa, KOTOPBIH C OOJNBIION BEPOATHOCTBHIO MOJYYHUT I0JIB3Y OT JIEYEHUs



MHTUOUTOPOM TEJIOMEPa3bl, BKIIOYAIOIINIA: (a) TECTUPOBAHHE YKA3aHHOTO MaLMeHTa Ha BHICOKUI
monekyJsipHblii puck (HMR) Ha ocHOBaHMHM NPHUCYTCTBUS MYTAaLlMHU 110 MEHbILIEH Mepe B OJHOM
u3 cnenyomux reHoB: ASXLI, EZH2, SRSF2 w IDHI1/2 n (b) BbIOOp maumeHTa ¢ BBICOKUM
MonekyJsipHbiM puckoM(HMR) Ha ocCHOBaHMM INpPHCYTCTBUSI MyTallUd IO MEHbLIEH Mepe B
ogHoM wu3 ciuenyroomux reHos: ASXLI, EZH2, SRSF2 w IDHI/2. CornacHO HacTOSILIEMY
U300pEeTEeHNI0 TAKXKe MPEUIOKEeHbI CHOCOOBI JiedeHus: muenodhudpo3a y MalnueHTa, KOTOPBIH
uMeeT TPOWHOW oTpuuaTeNbHblii ctaTtyc w/uan HMR, uHruburopom Tenomepasbl, TAKHM Kak,
Hanpumep, UMETEJICTAT.

[0012] CoriacHo OpyromMy BapHaHTy peaji3alii HACTOSIIEro W300pEeTeHUs MpPEemIOKeH
cnoco0 wuaeHTH(QUKALWMK TMalWeHTa, HUMemero Muenopudpos, KOTOpbld ¢  OonbLION
BEPOSITHOCTBIO TOJYYUT IOJIb3Y OT JIEYEHUS]  MHTHMOMTOPOM TeJIOMEepasbl, BKIFOUAKOLIHIL: (a)
nonyuyenue odpasua JIHK ot manuenta; (b) TectupoBanue ykazanHoro oopasua JJHK ot Takoro
nanueHTa Ha (1) TPOIHOH OTpULATENbHBIN CTATYC HA OCHOBAHUH OTCYTCTBHUSI MYTAallH B K&KIAOM
u3 reHoB JAK2, CALR u MPL; w/vnu (i1) Beicokuii MojekyisipHblii puck (HMR) Ha ocHoBanumn
MPHUCYTCTBYSI MyTal[lH TIO MEHBIIEH Mepe B OOHOM u3 creayromux reHos: ASXLI, EZH?2, SRSF2
u IDH1/2; n (c) BbIOOp YKa3aHHOTO TMAalMEHTa NMPHU YCJIOBUU HAMW4Msl y Hero (i) TpOWHOro
OTPHLIATENILHOTO CTATyCa Ha OCHOBAHUH OTCYTCTBHSI MYTallMH B KaXKIOM U3 reHoB JAK2, CALR
u MPL w/wmu (i1) Bbicokoro MmosekyyspHoro pucka (HMR) Ha ocHOBaHMM TpHCYTCTBUS
MyTallH 10 MEHbIIEH Mepe B OOHOM u3 cienyromux reHos. ASXLI, EZH2, SRSF2 v IDH1/2,
IPU 5TOM YKa3aHHBII BBIOPAHHBIA MALMEHT C OOJBLIOH BEPOSTHOCTBIO MOJYYUT IOJB3Y OT
Je4eHus WHruOMTOpoM TesnoMepasbl. COrNIacHO OMNpeneNeHHbIM BapHAHTAM peai3aluu
ykazaHHOro crocoba obpaszer JJHK mony4aroT U3 KOCTHOrO Mo3ra, nepudepudeckoi KpoBH, HITH
U U3 NIEPBOTO, U U3 BTOPOTO.

[0013] Vxazanneiii obpazerny JJHK wMoxker ObIThb TMOJNydeH WyTeM MEPBOHAYAIBHOTO
noJiydeHus: o0pasia KOCTHOrO Mo3ra, odpasua nepudeprudeckoii KpOBH WM 000UX 00pasIoB, a
3areM — Boiaenenns JJHK u3 ykasanHoro o0pasma KOCTHOTO Mo3ra, obpasua nepudepuueckon
KpoBH K 00onx obpa3uoB. CorilacHO OMHOMY BapUaHTY peasl3aliy Tal MoJydeHus: odpasna
JIHK ot maumeHTa BKIFOYAET: MOJydyeHHe oOpa3la KOCTHOrO MO3ra OT MAlMeHTAa, BBIICICHHE
KJIETOK M3 YKa3aHHOro oOpasua KOCTHOro mosra u skcrpakuuio JIHK 3 BeIAENEHHBIX KIIETOK.
CornmacHo apyroMy BapuaHTy peanu3auuu stan nonydeHus oOpasma JIHK or mammenta
BKJIFOUAET: TOJTyueHHe oOpasna nepudepryueckoll KPOBU OT IMALMEHTA, BBIAENIEHHE KIJIETOK U3
yKa3zaHHOTro obpasua nepudepuueckoil KpoBu (rHanpumep, TPaHyJIONUTOB); U skcTpakuuo JTHK

N3 BBIACJICHHBIX KJIICTOK.
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[0014] CornacHo ele OHOMY BapHUaHTy peaM3alii HACTOSIIETr0 N300peTeHHs PeIOKEeH
crnoco0 wuaeHTHU(UKALMU TAaLueHTa, HMeero Muenopudpos, KOTOpbIi ¢  OonbLIOH
BEPOSITHOCTBIO IIOJYYUT IMOJb3Y OT JICYEHUs UHTUOUTOPOM TEJNIOMEPasbl, BKIFOYAIOLIHH
TECTHPOBAaHUE TaLlMeHTa Ha: (a) TPOWHOM OTpPHULATENbHBII CTATyC Ha OCHOBAHUHM OTCYTCTBHUS
Kakoi-nmmbo myraumu B reHax JAK2, CALR n MPL; (b) Bbicokuii MonekyJssipHbiii puck (HMR)
Ha OCHOBaHHH MPUCYTCTBUS MyTaLlUU N0 MEHbBILEH Mepe B OJJHOM U3 CJIeAyIOIuX reHoB: ASXL 1,
EZH2, SRSF2 w IDH1/2; v (¢) u niepBoe, u BTOpoe, mpu dToM Hamuume (a), (b) wmum (c)
yKa3bIBA€T HA TMALMEHTA, KOTOPbIA C OOJBIIONW BEPOSITHOCTHIO MOJYYHUT TOJIB3Y OT JICUEHHS
UHTUOUTOPOM TEJIOMEPA3BL.

[0015] CornacHo mOOBIM U3 YKa3aHHBIX CIIOCOOOB YKa3aHHBIN MALIMEHT MOXKET CTPAJaTh
muenopudposom. VYkazaHHbl MHETOPUOPO3 MOXKET MPENCTaBJIATh COOOW: TMEepPBHYHBINA
Muenopudpo3; Muenopudpo3, KOTOPBIH pa3BUBAETCS MOCTEe UCTHHHON nmonuuutemun (roct-HIT
M®); mmn MuenoguOpo3, KOTOPBIH Pa3BUBAETCS MOCHE S3CCEHIUANIBHON TPOMOOLUTEMHUHU (ITOCT-
3T M®). CornacHO HEKOTOPBIM BapUaHTaM PeajM3allMy YKa3aHHBIHN MALMEHT paHee He MOoJyval
tepanuto nHruouTopamu JAK. CornacHo ApyriuM BapHaHTaM peanu3aliil yKa3aHHbIA MalueHT
panee mosydan tepanuro uHruOutopamu JAK wu ykasanHas tepamus uHruouropamm JAK
okasanach «Hed(peKkTHUBHONW» (m.e. 3a0oyieBaHHME OBLUIO PE3UCTEHTHBIM WJIM TAUeHT ObLI
pedpakTopHBIM  (HEBOCIIPUHUMYHBBIM) K YyKa3aHHOH Tepamuy, wiu 3a0oneBaHue
pPEeLUANBHPOBATIO, HECMOTPSl Ha TO, YTO CHa4ana HaOmronajcs oTBeT Ha JjedeHue). CoriacHo
APYTHM BapHaHTaM peau3aliy YKa3aHHbIH MAaLUeHT Mmojydali Tepanuto uHruonropamu JAK u
npekpatin Tepanuto uHruouropamu JAK wm3-3a CBA3aHHOI C JiedeHHEM TOKCHUYHOCTH WM
HEMEePEHOCUMOCTH.

[0016] VkazaHHble CMOCOOBI MOTYT Takke BKJKOYATh JTal BBEOSHHS WMHTHOUTOpA
TeJIoMepasbl MOCe TOro, KaK TakoW marmeHT Obu1 maeHTu(uiupoad. COrnacHO HEKOTOPBIM
BapHUAHTAM peaJIN3aliU YKa3aHHBI WHTHOWTOp TenoMepasbl MpeAcTaBisieT co0oi umerencrart
Wi ero (apMaleBTHUECKH MpUeMIIEMY0 cojb. COrIacHO IpyrMM BapHaHTaM peanu3aliu
yKa3aHHBIA MMETEJICTAT MPEACTABISIET COOOH UMETENCTAT HATPHSL.

[0017] [Ipu nmpuMeHeHMM WMeETeNCTaTa I JICYSHHs] TMAlNMEeHTOB, WIACHTU()ULIIMPOBAHHBIX
yYKa3aHHBIMU CIOcO0aMu, UMeTesicTaT BBOAST B xone 1, 2, 3, 4, 5, 6, 7, 8 wnu Oonee 8 1UKIIOB
TO3MPOBAHUS, KAXK/IbIF U3 KOTOPBIX BKJIIOYAET: BHYTPHUBEHHOE BBEACHNUE NMPUOIM3UTEIHHO 7—10
MI/KI HMeTeJICTaTa OAHOKPATHO KaXKAblE TPU  HEAENH, BHYTPUBEHHOE BBEICHHE
npubnusutensHo 7-10 MI/KT MMeTencrata OAMH pa3 B HENENI0 B TEUEHHE TPEX HEIelb,
BHYTPUBEHHOE BBEIEHHE MPUOTU3UTENBHO 2,5—10 MI/KTr mMerencrara OQHOKPATHO KaKIble TPU

HeJleJIN; UM BHYTPUBEHHOE BBeeHHe NpuoOmmu3uTenbHo 0,5-9,4 Mr/kr nMeTencrata OqHOKPATHO
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Kaxable Tpu Hepenu. COrlacHO OJHOMY BAapUAHTYy pealn3allid KaXIblil LUK JO3UPOBAHUS
BKJIFOYA€T BHYTPUBEHHOE BBeIEHHE NPHOMM3UTENbHO 7—10 MI/Kr MMerencraTta OJHOKPATHO
Kaxkable Tpu Hepenu. COrmacHO APYroMy BapUaHTY pealn3allii KaKAbIM LIMKJI JO3UPOBaHUS
BKJIIOYAE€T BHYTPUBEHHOE BBEICHHUE NPUOIMBUTENBPHO 9,4 MI/KT HMETeNCTaTa OJHOKPATHO
KaKAblE TPU HEAEIH.

[0018] IIpy  DpumeHeHUM  UMeTeNCTaTa  HATpPUsL  JJIs1  JIEYEHUs  MALMEHTOB,
UAeHTU(QULIMPOBAHHBIX YKA3aHHBIMU CIIOCOOAMH, UMETEJICTAT HATPUsl BBOAST B Xoxue 1, 2, 3, 4,
5, 6, 7, 8 unu Ooniee 8 LUKIOB AO3MPOBAHMS, KAXKIbI U3 KOTOPBIX BKIIFOYAET. BHYTPHUBEHHOE
BBeICHHE NMPUOIM3UTENbHO 7—10 MI/Kr MMeTescTara HaTpusi OMHOKPATHO KaXIble TPU HEIEIH;
BHYTPUBEHHOE BBEIIEHHE MPUOIM3UTEIbHO 7—10 MI/KT MMeTeNcTaTa HaTpUsl OMH pa3 B HEAEIIIO
B TEUEHHE TPEX HeNelb, BHYTPUBEHHOE BBEACHUE NMPUOMU3NTENbHO 2,510 MI/Kr nMeTencrara
HATPUsI OMHOKPATHO KaK/Able TPH HEAEIH, WJIM BHYTPUBEHHOE BBeIEeHUE NpuOm3uTenasHo 0,5—
9,4 MI/KT UMeTeNncTaTa HaTPUsl OMHOKPATHO Kaxble Tpu Hexenn. COrjlacHO OMHOMY BapUaHTy
peanm3anuy KaKAblH [UKJI JO3MPOBAHUS BKIIOYAET BHYTPUBEHHOE BBEIEHHE NMPHUOIH3UTEIHHO
7-10 wmr/kr uMmerencraTa HATPUST OOHOKPATHO Kaxkabie Tpu Henenan. COMIacHO Ipyromy
BAPUAHTY peaju3aliyd KaKAbIH LUKJI [AO3UPOBAHMS BKJKOYAeT BHYTPUBEHHOE BBEJEHUE
npUONU3UTENBHO 9,4 MI/KI UMETeNCTaTa HaTPHsI OXHOKPATHO KaX/Ible TPU HEJEIH.

[0019] CornacHo ApyromMy BapHaHTy peajM3alMM HACTOSINEro M300peTeHus NpeasioKeH
CTIOCO0 JieueHHsl MaIMeHTa, UMELero Muenogpuopo3, MHIMOUTOPOM TeOMepasbl, TAKUM Kak
MUMETEJNICTAT UM UMETEJICTAT HATPHs], BKIFOYAO LI

(1) CKPUHMHT YKa3aHHOTO MALMEHTa JJISI ONpEeAeNIeHHsI HAINYUS Y TaKOro MAaIHeHTa: TPOHHOro
OTPHLIATENIbHOTO CTaTyCca Ha OCHOBAHWHU OTCYTCTBUSI MyTalmu B KaxaoMm u3 JAK2, CALR u
MPL, w/unu Beicokoro monekyisipuoro pucka (HMR) Ha OCHOBaHMH NPUCYTCTBUSI MyTaL[UH IO
MEHBIIIEeH Mepe B OMHOM 3 cienyromux reHoB: ASXL 1, EZH2, SRSF2 v IDH1/2; n

(i) BBemeHHE YKa3aHHOIO HMHTHOWTOpA TEIOMepasbl YKa3aHHOMY MAIMEeHTy IpPH YCIOBUHU
HaJIU4Yusl y HEro TPOWHOrO OTPULIATENLHOIO CTaTyca Ha OCHOBAHUU OTCYTCTBUS MyTallUU B
mobom u3 JAK2, CALR v MPL, w/unn Beicokoro mojekyisipHoro pucka (HMR) Ha ocHOBaHMM
NPUCYTCTBHSI MyTaLUU 1O MEHbBILEH Mepe B OHOM U3 cienyromux reHoB: ASXL .1, EZH2, SRSF2
u /DH1/2. Yka3auablii Muenopudpo3 MOXKET MPeACTaBisTh cOOOH: mepBUYHbI Muenogpuodpos,
MuenopuOpPo3, KOTOPBIA pa3BUBAETCS MOC/e WUCTUHHON mnosmuutemud (moct-UIl M®), wmu
MuenopuOPO3, KOTOPBIN pa3BUBAETCS MOCHE 3CCeHUUATbHON TpoMOommureMun (rmoct-0T M®).
CornacHO HEKOTOPBIM BapHaHTaM pealn3allii yKa3aHHbIN MAlUeHT paHee He MOoJydas Tepanuo
unruoburopamu JAK. CormacHO ApyroMy BapuUaHTy peajM3allMyd MALUEeHT paHee MOoJydal

tepanuto nHruouropamu JAK u tepanust naruouropamu JAK oxazanace HeapeKTUBHOHN, HIIH



panee nony4an tepanuro nHruonropamu JAK u npexpartun tepanuto naruouropamu JAK n3-3a
CBSI3aHHOMH C JIeYUeHHEM TOKCUYHOCTH WJIM HEMEPEHOCUMOCTH.

[0020] CornacHo ompeneneHHbIM BapHaHTaM peaju3aluy crocoba JIeUeHUs] yKa3aHHbBIN
UHTUOUTOp TeJoMepas3bl MpeACTaBysieT coO0l nMeTeNncTar u BBoasaT B xoxe 1, 2, 3,4, 5,6, 7, 8
win Oosee 8 LIUKIOB HO3UPOBAHUS, KAKABIH M3 KOTOPBIX BKJIFOYAET: BHYTPUBEHHOE BBEICHUE
npubnusuTensHo 7—10 MI/Kr umerencTraTa OJHOKPATHO KaXKAble TPH HENEeNU; BHYTPUBEHHOE
BBeICHHE TPUOMU3UTENbHO 7—-10 MI/Kr MMeTencraTta OOWH pa3 B HEAETI0 B TEUEHHE TPex
Henesb, BHYTPUBEHHOE BBeIeHHE NpUOMM3UTENbHO 2,5-10 MI/Kr mMmerencraTta OJHOKPATHO
KaXIble TPU HENIENH; UM BHYTPUBEHHOE BBeneHue npudmmsureabuo 0,5-9,4 Mr/kr umerencrara
OJITHOKPATHO Kaxkaple TpU Heaenu. CoriacHO HEKOTOPBIM BapUaHTaM peayu3aliy KaxXAblH LUK
JO3MPOBAHUSI BKJIIOYAET BHYTPUBEHHOE BBEIeHHE NpuOmu3uTensHo 7—10 MI/kr mmerencrara
OJTHOKPAaTHO Kaxkaple Tpu Heaenu. COrjacHO APYrUM BapHUaHTaM pealu3aliuyd KaxAblH LIUKI
JIO3MPOBAHUSl BKJIOYAET BHYTPHBEHHOE BBEICHHE MNPHOIM3UTENBHO 9,4 MI/KT HMeTeNcTara
OJTHOKPATHO Kak/ible TPH HEJENH.

[0021] CornacHo HEKOTOPBIM BapHaHTaM pealu3aluf CrocoO00B HWASHTH(PHUKAIMHA WIN
BbIOOpa MALMEeHTa, KOTOPBIH C OOJBINON BEPOATHOCTBIO TOJYYUT TOJNB3Y OT JICYEHUS
UHTUOUTOPOM TENOMEpas3bl, YKA3aHHBIA CIIOCOO JOMOJHUTENBHO BKJIIOYAET OIpeneseHne
CpenHell OTHOCUTENIbHOW JJIMHBI TEJIOMEp MyTeM aHajln3a OTHOCUTENbHON AJMHBI TEIOMEPHBIX
HYKJIEHMHOBBIX KHCJIOT B IIEJIEBBIX KJIETKaX, MPUCYTCTBYIOLIMX B OHOIOrMYecKOM obpasue oT
nanpenTa. CoOrjiaCHO HEKOTOPbIM BapUaHTAM peau3ali CIOCO0OB HMACHTU(UKALUN WIN
BbIOOpa MALMEHTa, KOTOPBIM C OOJBINON BEPOSTHOCTHIO TOJYYUT TONB3Y OT JICYEHUS
UHTUOUTOPOM TeJIOMepasbl, YKa3aHHBIA CIIOCOO MOMOJIHUTENbHO BKJIIOYAET BBIOOP MALIUEHTA,
UICHTU(QHUIHMPOBAHHOTO KaK MAaLHEeHT, B OMOJIOTHYeCKOM o0pasle OT KOTOPOro CpemHss
OTHOCHUTEJIbHAS JIIMHA TEJIOMEP B LIEJIEBBIX KJIETKaxX OMNpeneseHa Kak nomnajnaromas B S0-U umm
0ojiee HU3KHMI TMPOLEHTHJIb TUANa30HA OTHOCHUTENIbHBIX JJIMH TEJIOMEp, ONpPENEeNEeHHBIX IS
OfHOro wiu OoJiee M3BECTHBIX CTAHAAPTHBIX 00pa3uoB. COrNaCHO HEKOTOPBIM BapUaHTaAM
peanu3aluy yKa3aHHbI MHTHOUTOD TeloMepasbl IMPEACTABISET COOOW HMETENCTaT WM €ro
dapmaneBTHUECKH TTpHEeMIeMyl0 cosib. COrlacHO JPYrMM BapuUaHTaM pPean3alid YKa3aHHBINA
UMETEJICTAT MPENCTABISIET COOOH UMETENCTAT HATPHA.

[0022] CornmacHO HacTosIEMy H300PETEHUI0 MPEMJIOKEH Crocod JieYeHHs MalUeHTa C
MUEIOPUOPO30M HHTHOUTOPOM TEJIOMEPa3bl, BKIIOUYAOLINI: BBEEHHUE YKA3aHHOTO HHTHOUTOpa
TeJIoMepas3bl YKa3aHHOMY MALMEHTY MPU YCIOBUU HAJIUYMs Y HETO TPOMHOIO OTPHULATEIBbHOIO
cTaryca Ha OCHOBAaHMU OTCYTCTBUSI MyTrauuu B Kaxaom u3 JAK2, CALR u MPL. CornacHo

HEKOTOPBIM BapUaHTaM peau3aliil YKa3aHHbIM MHTHOMTOp TeJIoMepasbl MPENCTaBisieT coOoM
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UMETENICTaT WK ero (apMaueBTHYeCKU MpuemyieMyro cojb. COrjlacHO IpyruM BapHaHTam
peanu3aly yKa3aHHbII HMETENICTAT MPEACTaBIsAeT COOON UMETENCTAaT HAaTPHS.

[0023] CornmacHO HacTosieMy H300PETEHHIO TPEIJIONKEH CIMOoCcoO JIeUeHUsl IalueHTa,
uMerIero Mueaopuopo3, HHrHOMTOPOM TeNOMepasbl, BKIFOYAIOLINI BBEICHHE YKa3aHHOT'O
MHrHOUTOpa TEeNoMepasbl YKa3aHHOMY NALMEHTy MPH YCIOBMU HAJIUYUS Y TAKOrO MAIEHTa
TPOMHOTO OTPHLATESHHOTO CTaTyCca HAa OCHOBAaHUM OTCYTCTBHSI MyTallMd B KaXIOM U3
JAK2, CALR w MPL, w/wm umeer Bbicokumii MonekysipHbiii puck (HMR) Ha ocHoBaHuu
MPUCYTCTBUSI MyTal[MH IO MEHBIIIEH Mepe B OJHOM u3 creayromux reHos: ASXLI, EZH?2, SRSF2
ulDHI/2.

[0024] CornacHO HacTosiieMy H300PETEHHIO TPEIJIOKEH Crocod JIiedeHUs MalueHTa,
umeromero  MuenoGudpo3, HHrUOUTOPOM TeOMepasbl, BKIFOYAIOIINNA, BBEIEHUE YKa3aHHOTO
UHrHOUTOpa TeaoMepas3bl YKa3aHHOMY MAlMEHTy, €CJIM TakoW MAalMeHT OTBeYaeT OJHON WIIH
Oosee U3 CENYIOUINX XapaKTePUCTHUK!

(a)  cpenHssi OTHOCHTENbHAS AJIMHA TEJIOMEP B LIEJEBbIX KJIETKaX, MPUCYTCTBYIOIUX B
Ounonornyeckom obpaslie OT MHAMBHAYYMa, OIpeneseHa Kak momnangaromas B S0-i mwimm Oonee
HU3KUI MPOLEHTUIb AUANa30Ha OTHOCUTENbHBIX JUIMH TEJIOMEp, ONPEAeIeHHbIX AJIsl OHOTO WIIH
OoJiee N3BECTHBIXCTAHIAPTHBIX 0OPa3LIOB;

(b)  TpoliHOI OTpULIATENBHBIN CTATyC HA OCHOBAHUU OTCYTCTBHUSI MyTallUU B Ka’KJIOM

u3 JAK2, CALR u MPL; u



10

() BbICOKUI MounekynsipHbiil puck (HMR) Ha ocHOBaHMM MPHUCYTCTBUS MyTaLMH IO
MEHbIIeH Mepe B OOHOM U3 cienyromnx reHoB. ASXL/I, EZH2, SRSF2 v IDH1/2. CornacHo
HEKOTOpPBIM BapUaHTaM peasin3alliil yKa3aHHbII MHIUOUTOp TenoMepasbl MpPenCTaBisieT coOoi
UMETENICTaT WIN ero (apMaueBTHYeCKH NpuemyieMyro cojib. COrjacHO IpyruM BapUaHTam
peanu3aly yKa3aHHbII HMETENICTAT MPEACTaBIAeT COOOH NMETENCTAaT HATPHS.

[0025] CornmacHO HacToOsIIEMY HM300pPETEHUI0 TPEIJIOKEH Crnocod uaeHTHUKAIUH
cyObekTa, umerornero mMuenaohpuopos (M®), nis jgeueHuss HHFTHOUTOPOM TeJIOMePasbl, TIPU 3TOM
yKa3aHHBbIA croco0 BkiMouaer: m3Mmepenue ypoBHs skcnpeccurn hTERT B Ouonorumdeckom
o0pasie, MOJIy4eHHOM OT YKa3aHHOTO TAaLMEHTa MOCJe BBEACHUS MHTHOUTOPA TEJIOMEpasbl, U
cpaBaenue ypoBHs skcnpeccuu hTERT B ykazanHom Ouojormdeckom obpasime ¢ 0a3oBbIM
ypoBHeM skcnpeccun hTERT no BBeneHus yka3aHHOrO MHIHOUTOpPA TEJIOMEPAs3bl, MPH 3TOM IO
cHkeHnto  ypoBHs  akcnpeccun hTERT B ykasamHom  OuonormueckoMm — obpasie
UICHTU(QHUIHUPYIOT MALHEHTa, KOTOPBIH ¢ OONBIION BEPOSTHOCTHIO MOJNYYHUT MOJB3Y OT JICUEHHUS
yKa3aHHBIM HHTHOUTOPOM TEJIOMEPa3bl.

[0026] CornacHO HacTosLIEMY HM300PETEHUIO MPENJIOKEH Crocod jeueHus: Muenopudposa
(M®), BKIIOYAOLIHNI: BBEJEHHE HYXAAIOLIEMYCSl B 3TOM CYOBbeKTY 3(p(EKTUBHOTO KOJINYECTBA
uHrubuTopa Tenomepasbl, U OoneHKy ypoBHs skcnpeccun hTERT B Ouonormueckom oOpasiie,
NOJIy4€HHOM OT YKa3aHHOTO MAalLlMeHTa I10C/e BBEACHUS YKa3aHHOTO MHIHOMTOpA TENIOMEpashbl.
CornacHO HEKOTOpPBIM BapUaHTaM pealu3allM YKa3aHHbI HMHIHOMTOP  TeJloMepasbl
IpencTaBisieT coOOl HMMeTeNncTaT WM ero (apMauneBTHUECKH HpuemieMyro conb. CoriacHo
APYTMM BapUaHTaM peaJM3aliM YKa3aHHBI HMMETeJICTaT NpEeACTaBisieT COOOH HMeTescTar
HATPUSI.

[0027] CornmacHO  HacTOslEMy  HM300pPETEHHMIO  TMPEMJIOKEH Crnocod  MOHUTOPHUHIA
TepaneBTHUeCKOn 3¢ ¢ekTuBHOCTH y cyOBekTa ¢ Mmuenodudposom (MD), BKIFOUAROLIHIA:
usmepenue yposHs skcnpeccun hTERT B Ouonormueckom oOpasiie, Moy4eHHOM OT YKa3aHHOTO
NAIHMEHTAa MOCJie BBEACHHUsI HHTHOUTOpa TeloMepasbl, U cpaBHeHHe ypoBHs skcrpeccun hTERT
B yKa3aHHOM OmosorudeckoM obpasie ¢ 6azoBeiM ypoBHeM skcrpeccud hTERT no BBeneHus
YKa3aHHOTO WHTHOHMTOpa TENOMEPAasbl; MPHU 3TOM 1O CHIDKEHUIO ypoBHs skcnpeccun hTERT B
Ounonornyeckom odpasne Ha 50% wnnm Oonee UASHTUPUIUPYIOT CYyOBEKTa, KOTOPBIH ¢ OONBLIONH
BEPOSITHOCTBIO TTOJIYYHUT IIOJIb3Y OT JIEYEHHUS YKa3aHHBIM MHIHOUTOPOM TenoMepasbl. CornacHo
HEKOTOPBIM BapUaHTaM peau3aliil YKa3aHHbIH WHIMOUTOp TeJIoMepasbl MpencTaBisieT coOoi
UMeTeJICTaT Wi ero (papmaneBTH4ecKH npuemieMyr cosb. CorylacHO IpyrUM BapHaHTaM

peanu3alny yKa3aHHbIA UMETENICTAT MPEACTABIISIET COOOM UMETENICTAT HATPUSI.
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[0028] CormacHo HacTosieMy U300PETEHHUIO TNPEIJIOKeH Crocod BbIOOpa MAIMEHTa,
KOTOPBI C OOJBIION BEPOSITHOCTBIO TMOJYYUT TOJB3y OT JICUEHUS  MHTHOUTOPOM
TEJIOMEPA3bl, BKJIIOYAIOIINI: TECTUPOBAHUE MALMEHTA HA CPEAHIOI0 OTHOCUTEJIBHYIO JJIUHY
TEJIOMEP NYTEeM AaHajln3a OTHOCUTEJIbHOM AJIMHBI TEJOMEPHBIX HYKJIEHMHOBBIX KHUCJIOT B
LEJIEBbIX KJIETKAX, MPUCYTCTBYIOLIMX B OMOJOrMYeCKOM OOpasle OT MalMeHTa, U BBIOOp
YKa3aHHOTO TMaLHMEeHTa TPHU YCJIOBUH, YTO CPEAHSE OTHOCUTENIbHAs JIMHA TEJOMEP B
L[EJIEBBIX KJIETKAX, MPUCYTCTBYIOIIMX B OMOJOTHYECKOM O0paslie OT MalMeHTa, ONpeaesieHa
Kak nomanaromas B S0-i uau Oojiee HU3KUI MPOLEHTIIIb AUANAa30HA OTHOCUTENbHBIX JUIUH
TeJIOMep, OMPENENIeHHbIX JIJIsi OAHOTO MJIH OOoJiee M3BECTHBIX CTAHIAPTHBIX 00Pa3LOB, MPH
STOM YKa3aHHBIH BbIOPAHHBIA TAIUEHT C OOJBINON BEPOSTHOCTBIO MOJYYHUT MOJB3Y OT
JIeUEHUS] UHTHOUTOPOM TEJIOMEPA3bI.

[0029] CornmacHO HacTosieMy HM300pPETeHHI0 TPEUIOKEeH Crocod HIeHTU(PUKALUU

MAIUEeHTa, KOTOPBIA ¢ OONBIION BEPOSITHOCTHEO MOJYYUT TOJB3y OT JICYSHHS] MHTUOUTOPOM
TEJIOMepa3bl, BKIIOYAOIINN: MONyYeHne OHONIOrndeckoro odpasia OT MalMeHTa; ONpenesieHue
CpeIHeN OTHOCUTEIBHOM IJIMHBI TEJIOMEP MyTEM aHaJNu3a OTHOCUTEIbHOU JJIMHBI TEJIOMEPHBIX
HYKJIEMHOBBIX KHCJIOT B LEJIEBBIX KJIETKAX, MPUCYTCTBYIOIINX B OHOJOrHYecKoM obpasile OT
MAaIUeHTa; U UASHTH(DUKAIMIO YKa3aHHOTO MALIMEeHTA TIPH YCJIOBUH, YTO CPEAHSISI OTHOCHTEIIbHAS
JUTHHA TEJIOMEp B IIeJIEBbIX KJIETKAX, MPUCYTCTBYIOMINX B OMOJIOTHYECKOM 00paslie OT MalleHTa,
ompezneyneHa Kak mnomagaromas B S5S0-i wuiam  Oosmee HHM3KUN TIPOLEHTHJIb  JHAra3oHa

OTHOCUTENIbHBIX JJIMH TEJOMEp, OIpPeNeNeHHbIX  IJIsl OJHOrOo MM 0Oojiee H3BECTHBIX

CTaHIAPTHBIX OOPa3LOB , KaK MALMEHTA, KOTOPBIH ¢ OONBIIONH BEPOSTHOCTBIO MOJYYUT MOJb3Y

OT JIEYEHUs] UHTUOUTOPOM TEJIOMEPA3bl.

[0030] CornacHO HacTOsIIEMY HM300PETEHHMIO TIPEIJIONKEH CIoco0 JiedeHUs TalUeHTa,

uMmeroiero  MuenoGudpo3, HHrHOUTOPOM TeJIOMepasbl, BKIFOYAIOIINIA, BBEACHUE YKA3aHHOTO

WHTHOUTOpa TeIoMepas3bl YKA3aHHOMY TMAIMEHTy MPH YCJIOBUHU, YTO CPENHSIsI OTHOCHTEbHAs

JUTHHA TEeJIOMEP B LIEJIEBBbIX KJIETKAX, MPUCYTCTBYIOIMUX B OMOJOTHYECKOM 00pasie OT TaKoro

MAalMeHTa, ONpeseieHa Kak monanaromas B S0-if muu Oosee HU3KUI NMPOLEHTHIIb JHANAa30Ha

OTHOCUTENIbHBIX JUTMH TEJOMEp, OMPEAeNIeHHbIX  JJIsi OJHOTO WU 0oJiee HM3BECTHBIX

CTaHmapTHBIX 00pa3uoB. COrjIacHO HEKOTOPHIM BapHAHTAM Pealn3alii YKa3aHHBIH WHTHOUTOP

TeJIoMepa3bl MPEACTaBIsIeT cOOONW MMETeNICTaT WK ero (papManeBTUYECKH MPHEMIIEMYIO COJIb.

CorymacHO JnpyruMm BapHaHTaM peaH3alid YKAa3aHHbIA HMMETEJICTaT MPEACTaBIsIeT COOOM

UMETEJICTAT HaTPHS.

[0031] CormacHo  HacrosieMy  H300pPETEHHIO  MPEMIOKEeH Crnocod  MOHHTOPHHIA

TepaneBTHUeCKON d(pdexTuBHOCTH y CcyOBekTa ¢ Mmuenopudpozom (MD), BrIFOHAOIIUN
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usmepenue yposHs skcripeccun hTERT B Ouonornueckom oOpasiie, Moy4eHHOM OT YKa3aHHOTO
NalMeHTa Mociie BBEEHNUs HHruOuTOpa Tenomepasbl, U cpaBHeHHe ypoBHs skcrpeccu hTERT
B yKa3aHHOM OuosorudeckoM oOpasue ¢ 0a3oBeiM ypoBHeM skcnpeccun hTERT no Beenenus
YKa3aHHOTO MHIMOMTOpA TeJIoMepasbl, P 3TOM IO CHIDKeHHto ypoBHs skcrpeccud hTERT Ha
50% wunm Gosee B yka3aHHOM OHOJIOTHYECKOM 00pasiie MACHTH(PULIMPYIOT CyOBeKTa, KOTOPBIH ¢
00JBIION BEPOSITHOCTBHIO TOJYYUT MOJIB3Y OT JICYSHHs YKa3aHHbIM MHTHOUTOPOM TEJIOMEPAa3bl.
CornacHO HEKOTOpPHIM BapHUaHTaM peanu3ali H3MepseMblii WIM OLIEHHUBAaeMbl YPOBEHb
skcnpeccurn hTERT mpencrasien ypoBHeM skcripeccur PHK hTERT. CornacHO HEKOTOpBIM
BapHAHTAM peaJM3aliy YKa3aHHBI MHTHOWTOp TeloMepasbl MpeAcTaBisieT coO0il uMmerencrar
Wi ero (apMaleBTHYECKH MpUEMIIEMYI0 cojb. COrIacHO IPyrMM BapHaHTaM pean3aluu
yKa3aHHBIA HMETEJICTAT MPEACTABISIET COOOH UMETENCTAT HATPHSL.

[0032] CornacHoO HacTOSIIIEMY U300PETEHUIO MPENJIOKEH CIoco0 UAeHTH(UKAIIUY MAlIHeHTa
¢ muenopudpozom (MP) st neueHust HHFTHOUTOPOM TEJIOMepasbl, MIPHU 3TOM YKa3aHHBINA CIIOCO0
BKJIFOUaeT: u3Mepenue yposHs skcnpeccud h'TERT B Guonormueckom obpasiie, MOJTy4eHHOM OT
YKa3aHHOTO TMAI[MeHTa I[I0CJe BBEACHUS WHIUOMTOpA TENOMepasbl, W CpPaBHEHHE YPOBHSI
skcripeccunt hTERT B ykasanHoM OumosormueckoM oOpasne ¢ 0a30BbIM YPOBHEM 3KCIPECCHU
hTERT no BBemeHus yka3aHHOrO MHTHOWTOpA TEJIOMEPAasbl, IPU 3TOM IO CHUKEHUIO YPOBHS
skcripeccun hTERT B ykasanHom OuosjorudeckoM oOpasie HAEHTUQUIHPYIOT TMaLNeHTa,
KOTOPBIH C OOJNBIIOH BEPOATHOCTBIO MOJYYUT MONb3Y OT JICYEHHs YKa3aHHbIM HHIHOUTOPOM
TEJIOMEepasblL.

[0033] CornmacHo  HacrosiieMy  M300PETEHHI0  TPEAJIOKEH  CHoco0  MOHHMTOPHHTA
TepaneBTHUeCKOoi 3>(PQPeKTUBHOCTH Yy cyObekra ¢ muenodudposom (MD), BKIFOHAOLIHIA:
U3MEPEeHUE YPOBHS AKTHBHOCTH TEJOMEpa3bl B OHOJOTrHUECKOM oOpasle, MOJYYEeHHOM OT
YKa3aHHOTO TMAaIMeHTa I[OCJe BBEACHUS WHIHOMTOpA TElIOMepasbl, W CpPAaBHEHHE YPOBHS
AKTUBHOCTH TEJIOMEpa3bl B YKa3aHHOM OHOJIOrHYeCKOM oOpas3ne ¢ 0a30BBIM YpPOBHEM
AKTUBHOCTH TEJIOMEpas3bl IO BBEACHHUS YKA3aHHOTO HMHTHOUTOpA TEJIOMEPasbl, MPU 3TOM IO
CHIDKEHHIO YPOBHSI aKTMBHOCTHU TesioMepasbl Ha 50% wuin Oonee B yKa3aHHOM OHOJIOTMYECKOM
o0pasue uaeHTHPUUUPYIOT MALUEeHTa, KOTOPBIH ¢ OONBILIONH BEPOSTHOCTBIO MOJYYHUT IMOJIB3Y OT
JIEYSHHsI YKa3aHHBIM HHIHOUTOPOM TesoMepasbl. COrylaCHO HEKOTOPHIM BapHAHTAM PeaTi3aliiu
YKa3aHHBIH WHTUOWTOpP  TeloMepa3bl MPEeACTaBIsieT CcoOOM  MMeTencraT WM €ro
dapmaneBTHUECKH TTpHeMIeMyr0 cosib. COrNIacCHO IPYrUM BapuaHTaM pean3alid yKa3aHHBIN

HUMETCJICTAT NPECACTABJIACT co0o0i1 uMeTeNCTaT HaTpusl.

KPATKOE OITHCAHHUE YEPTEXEN



13

[0034] [IpuBeneHHOE BbIIIE KPATKOE OMHCAHUE, a TAKXKe MOAPOOHOE OMUCAHNE H300pEeTeHUs
HIDKE MOTYT OBITh JIy4Ille MOHSATHI IPU M3YYEHUH B COUYETAHUH C MPUJIAraéMbIMH YEPTEXKAMH.
Jnsg  WumocTpanuuu  M300peTeHHMs Ha uepTekaxX IPEeACTaBIeHbl BapHaHThl peau3aliu
Hactosmero u3oOperenusi. OpHAKO cleqyeT MOHMMATh, YTO HACTOsIIee H300peTeHue He
OrPaHNUYEHO KOHKPETHBIMU MPEACTaBICHHBIMU CXEMaMHU, IPUMEpPaMH U CPEACTBAMHU.

[0035] Ha ¢ur. 1 npuBeneH kackangHbiii rpaduk ymeHbineHus oovema ceneseHku (SVR) Ha
24 Henene Ui MOATPYII BapuaHTOB Jedenus ¢ 4,7 mr/kr u 9,4 mr/kr u3 npumepa 1. SVR
NIOKa3aH KaK MPOLEHT U3MEHEHHUs OT 0a30BOT0 3HAYCHUSI.

[0036] Ha ¢ur. 2 npuBenen kackagHblil rpadUk CHIDKEHHS OOIIEro MoKa3aTelisi CHMITOMOB
(TSS) na 24 Hemene 1 MOATPYII BAPHAHTOB JieueHUst ¢ 4,7 Mr/kr u 9,4 mr/kr u3 mpumepa 1.
TSS nokazaH kak IPOLIEHT U3MEHEHHsI OT 0A30BOI0 3HAUYEHUSI.

[0037] Ha ¢ur. 3 mnpusenen rpadux Kammana-Mefiepa oOmel BbDKHBAEMOCTH C
IPYIIITUPOBKOHN 1O MyTauuoHHOMY cTtatycy reHoB JAK2/MPL/CALR: TO npotus we-TO (MUT)
s moarpynmsl 4,7 mr/kr. B wactHocTH, Ha ¢ur. 3 mpencTaBieHa 3aBUCHMOCTb BEPOSITHOCTH
BbDKMBAEMOCTH OT BPEMEHM I MALMEHTOB C TPOWHBIM oTpuuartenbHbiM cratycoMm (TO) u
MAIMEHTOB, UMEIOIINX 0 MeHbIIel Mepe ogay myTtauuto (MUT).

[0038] Ha ¢ur. 4 npusenen rpadux oOmeli BbokuBaemoctu Kamnmana-Meiiepa ¢
IPYIIUPOBKON 1O MyTaumoHHOMY ctatycy reHoB JAK2/MPL/CALR: TO nporus we-TO (MUT)
ana noarpynmsl 9,4 mr/kr. B wactHocTH, Ha ¢ur. 4 npencraBieHa 3aBUCUMOCTb 3HAYEHHUH
BEPOSITHOCTU BBDKMBAEMOCTH OT BPEMEHH JJIsl MALIMEHTOB C TPOWHBIM OTPHULATEIBHBIM CTaTyCOM
(TO) u maumeHTOB, MMEOIIMX MO MeHbLIeH Mepe onHy mytauuto (MUT), nist moarpynmsr 9,4
MI/KT.

[0039] Ha ¢wur. 5 npusenen rpadpuk Kamnnana-Meiiepa 3aBUCIMOCTH OOLIEH BBDKUBAEMOCTH
OT BPEMEHHU C IPYIITUPOBKOM MO MALUEHTaM MOATPYHIbI 9,4 MI/KT MIIH OATPYIIbI 4,7 MI/KT.
[0040] Ha ¢ur. 6 npuBenen rpaduk oOmeir BbokuBaemoctu Kammana-Metiepa (OB) ¢
IPYIIITUPOBKON MO MyTamMoHHOMY ctarycy reHoB JAK2/MPL/CALR: TO nporus He-TO nns
noarpynnel 9,4 mr/kr. B wactHocTH, Ha ¢ur. 6 mpencTaBieHa 3aBHCHMOCTb BEPOSTHOCTH
BBDKHMBAEMOCTH OT BPEMEHM I MALMEHTOB C TPOWHBIM oTpuuarenbHbeiM crarycoM (TO) u
MAIMEHTOB, UMEIOIINX IO MEHbIIIeH Mepe onHy myTaruio (He-TO), mist moarpymnmsl 9,4 Mr/kr.
[0041] Ha ¢ur. 7 npusenen rpaduk obOmeir BbokuBaemoctn (OB) Kamnana-Meiiepa ¢
TPYIIITUPOBKON MO MyTammoHHOMY ctarycy reHoB JAK2/MPL/CALR: TO nporus He-TO nns
noarpynnel 4,7 mr/kr. B wactHocTH, Ha ¢ur. 7 mpencraBiieHa 3aBHCHUMOCTb BEPOSTHOCTH
BbDKMBAEMOCTH OT BPEMEHM MAJI MALMEHTOB C TPOWHBIM oTpuuarenbHbiM crarycoM (TO) u

MAIMeHTOB, UMEIOIINX N0 MeHbIIeH Mepe onny myTaruto (He-TO), st moarpymnsl 4,7 MI/KT.
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HOAPOBHOE OITNCAHUME U30OBPETEHUA

[0042] Hacrosiiasi 3asiBKa OCHOBaHA Ha OTKPBITHH TOTO, YTO JJISl MALIUEHTOB C MUEJIOPUOPO3OM,
UMEIOIINX TPOWHOH OTpHLATENbHBIA CTAaTyC (T.e. OTCYTCTBHE MyTalMU B KaxaoM u3 JAK2,
CALR w MPL), w/wunu mauueHTOB B KaTE€ropuu BbICOKOro MousekynsipHoro pucka (HMR) Ha
OCHOBAHHMHU NPUCYTCTBHUSI MYTALlMM 10 MEHbLIEH Mepe B OIHOM M3 Clenyroummx reHoB: ASXL/,
EZH2, SRSF2 w IDH1/2, MOXeT IPUHECTH TMOJIb3Y JIEYEHHE MHTUOUTOPOM TeJIOMEpPa3bl, TAKUM
KaK MUMETEJICTaT WM uMereicTtaT HaTpus. [lanuwentsl ¢ myrtauumsmu B reHax ASXLI, EZHI,
IDHI1/2 w SRSF2 wMeT TOBBIIEHHBIH PUCK pPaHHEH CMEPTH WIH JIEHKEeMHYeCKOH
Tpanchopmarmu. sl yKa3aHHBIX MALMEHTOB, KaK MPaBWIO, JIEUEHHE C TNPUMEHEHUEM
CTaHIAPTHBIX BAPHAHTOB TEpaNuH, Harmpumep, uHruomropamu JAK He NPUHOCHT MOJB3Y.
Gisslinger et al., Blood, 128: 1931 (2016). CooTBEeTCTBEHHO, TOT (PAKT, YTO YKa3aHHBIM
MAMEeHTaM MMPUHOCHT TIOJIb3Y JICUEHUE MHIHMOUTOPOM TEJIOMEPAasbl, SIBISIETCS HEOXKUIAHHBIM U
yIIUBUTENbHBIM.

[0043] CoOTBEeTCTBEHHO, B HACTOSIIEH 3asBKE MPENJIOKEHBI CHOCOOBI HMIEHTH(UKALUN
NAMEHTa, KOTOPbI ¢ OONBIIONH BEPOATHOCTBIO IMOJNYYUT IOJIb3Y OT JIEUEHHUs] MHTHOUTOPOM
TEJIOMepasbl, TAKUM KaK HMMETENICTAaT. YKa3aHHblE CIOCOOBbI BKIIIOYAIOT TECTHPOBAHUE HIIH
UICHTU(DHUKALNIO TAlMeHTa [JIsl ONpeneNeHus] HaJN4Yus y YKa3aHHOrO MaleHTa TPOHHOro
OTPHLIATENILHOIO CTaTyca Ha OCHOBAHWU OTCYTCTBUSI MyTauuu B kaxaoMm u3 JAK2, CALR un
MPL; v/unn nmeet Bbicokuit MoJiekysipubiid puck (HMR) Ha ocHOBaHMM MPHUCYTCTBUS MyTaLUH
IO MEHbILEH Mepe B OfHOM u3 crenyrowmux reHoB: ASXL1, EZH2, SRSF2 w IDH1/2. CornacHo
HACTOSIIEMY  M300pPETeHMI0 TakKe TNPEJIOKEHbl CcrnocoObl  JieueHusi  Mmuenodudposa
UHTUOMTOPOM TeJIOMepas3bl, TAKUM KaK HMETEJICTAT, KOTOPbIE BKJIIOYAIOT HIEHTH()UKALNIO
MALHUEHTa, UMEIOIIEro: TPOHHON OTPULATENbHBIM CTaTyC HA OCHOBAHMM OTCYTCTBHSI MyTallUd B
kaxnoMm m3 JAK2, CALR v MPL; wwnu Beicokuii monekynsapabiii puck (HMR) Ha ocHOoBaHMM
NPUCYTCTBHSI MyTaLIUU MO MEHbBILEH Mepe B OHOM U3 cienyromux reHoB: ASXL .1, EZH2, SRSF2
u [DHI/2. JIns Takux NAIMEHTOB ¢ OOJBIION BEPOSTHOCTHIO MPHHECET TOJB3Y JIeUeHUE
WHTHOUTOPOM TeJIoMepa3bl. 3aTeM YKa3aHHbIM HHTHOUTOP TeJIOMepasbl (Hanpumep, UMETEJICTaT)
BBOJIAT YKa3aHHOMY MaiueHTy. s sCHOCTH NMOHUMAaHHs H300peTeHus], HO He ISl OTPaHUYEHUS
nonpoOHOe OmucaHWe W300peTeHrs pasNesieHO Ha MOAPa3delbl, OIMUCHIBAOIIHE WU
WUTIOCTPUPYIOINUE  ONpPEAENICHHbIE MPHU3HAKH, BAPHAHTHl peaN3alMd WIA  BapHAHTHI

NPUMEHEHHUS COTJIACHO HACTOSALIEMY H300pETEHHUIO.
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A. Onpenenenus

[0044] B HacrosimieM NOKyMeHTe€ MyTalusi B N€HE IOMOJOra JOINOJIHUTEIbHBIX MOJIOBBIX
metuHok 1 (ASXL1), suxancep romonora Oenka Zeste 2 (£ZH?2), reHa 60ratoro CepuHOM U
apruanHoM (akropa crutaiicuara 2 (SRSF2) u rena wsouwmtpatneruaporenassl 1/2 (IDH1/2)
BKJIIOYaeT JMOOYI0 MYTalMI0O B YKa3aHHBIX TIEeHAX, KOTOpas BIMSET HA BBDKHBAEMOCTh U
nporpeccupoBaHue 3a0ojieBaHusl y manueHta ¢ mueaodudposom. Kpome Toro, B HacTosimeMm
nokymente /DH1/2 sxmrovaer /DHI v [HD2. Tlpumepsl MyTaluii MOXKHO HalTH B CIEAYIOLINX
nyOMUKaUsIX, COAepIKaHue KAKAOH M3 KOTOPBIX BKJIIOYEHO B HACTOSIIUN JOKYMEHT B YacTH
ONUCAHMs TeHETUYECKUX MYTalUil, acCOUMMpOBaHHbIX ¢ Mmuenodudposom: Langabeer, JAK-
STAT, 5: 1248011 (2016); Cervantes, Blood, 124(17):2635-2642 (2014), Patel et al., Blood,
126(6):790-797 (2015); Spiegel et al., Blood Ady., 1(20):1729-1738 (2017); Newburry et al.,
Blood, 130(9):1125-1131 (2017); Kuykendall et al., Annals of Hematology, 97: 435-431 (2018).
IIpumepaMu nNOCIENOBATENBHOCTEN SBJIAIOTCS CIEAYIOLIME. BBICOKMI MOJIEKYJIIPHBIA PHUCK
(HMR) mosxer ObITh OmpeneseH Ha OCHOBAaHMM IPHCYTCTBUS MyTallHM 1O MEHbINEH Mepe B
OOHOM M3 Cclenyrmux reHoB: reH ASXL/, umeromuii, Hampumep, NOCIENOBATENIbHOCTD

HykiaenHoBor kuciaorel u3 SEQ ID NO: 5, ren FEZH2, wumenomuii, Hanpumep,

MOCJIEIOBATENIBHOCTh HYKJIenHOBOW kuciorel u3 SEQ ID NO: 6, ren SRSF2, umerommii,
HaIrpuMep, MOCJIeN0BaTEIbHOCTh HyKJIenHOBONW kKucinotrel u3 SEQ ID NO: 7, ren IDHI,
UMEIOLIN, HapuMmep, MOCIeN0BAaTebHOCTh HYKJIenHOBOM kucinotel u3 SEQ ID NO: 8, ren
IDH?2, umeromuii mociienoBaTenbHOCTh HykJenHoBoH kuciaotel u3 SEQ ID NO: 9; u B ux
KOMOMHAIIMSX .

[0045] CornacHO HEKOTOPBIM BapHaHTaM peau3allii, MPEACTABIISAIOIE HHTEPEC MyTalllH
B rere ASXL [ BximouaroT myTtauu B Q575, Q588, Y591, Q592, S604, L.614, Q623, A627, E635,
T638, A640, G646, G658, R678, C687, D690, R693, Y700, G704, E705, Q708, G710, L721,
E727, V751, P763, Q780, W796, V807, T822, K825, S846, D855, C856, L857, L88S, L890,
S903, S970, Y974, R96S5, G967, V962, 1.992, S1028, Q1039, R1073, E1102, H1153, S1209,
S1231, A1312, F1305, P1377, R1415 u 11436. CornacHO HEKOTOpPbIM BapHaHTaM pealu3aluu
yKa3aHHas MyTalMs TpencTaBiseT cobod myrtamuio Q575X myrammo QS588X, myraumro
Y591X, myrammuro YSOIN, myraumo Q592X, myrauuto S604F, myraumro L614F, myrtammro
Q623X, myrauuro A627G, myrauuto E635R, mytanuro T638V, myramuio A640G, myTtarmio
G646W, myrtauuro G658X, myraunto R678K, myranuio C687R, myrauuto C687V, myrtaruio
D690G, myranuro R693X, myrauuto Y700X, myrauuto G704R, myramuo G704W, myTtanuio
E705X, myraunro Q708X, myrauuto G710E, myrauuto L721C, myranuio E727X, myTanuio
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V751L, mytauuto P763R, myrauuro Q780X, myrauuto W796X, myraumo W796G, myTaruio
V807F, mytraumto T822H, myrtammro K825X, myrauuto S846Q, myramuro D85SA, myraunuro
C856X, myraumro L857R, myraumuro L885X, myrauuro L89OF, myraumro S903I, mytaumro
SO70N, myrtaumio Y974X, myrtaumto R965X, myraunto G967del, myrammo VO62A, myTauuro
L992Q), myrammo S1028R, myTaumo Q1039L, myrauuto R1073C, myrauuto E1102D, myTanuto
H1153R, mytanuto S12091, myranuro S1231F, myraumo A1312V, myraumo F1305W, myTtanuro
P1377S, mytaumto R1415Q w/unu myrauuro 11436M.

[0046] CormacHO HEKOTOPBIM BapUaHTaM pean3alyy, MPEICTABIAIOIINE HHTEPEC MyTalluu
B reHe [<ZH?2 BxmouaroT mytaunu B W60, R63, P312, F145, N182, R288, Q328, Q553, R566,
T573, R591, R659, D677, V679, R690, A702, V704, E726, D730 w/unu Y733. CornacHo
HEKOTOPBIM BapHAHTaM PeaM3alnN YKa3aHHAs MyTauus npencrasisieT cobon W60X, MyTtaruro
R63X, myraumro P312S, myraumro F145S, myramuito N182D, myrauuro R288Q, mytaruro
Q328X, myraumo Q553X, myraumro RS566H, myraumro T5731, myraumro R591H, myrtamuro
R659K, myrauuro D677H, mytaumo VO679M, myrtauutro R690H, myranmio A702V, myrauuio
V704L, mytauuto E726V, mytauuto D730X w/mmu myraumio Y733X.

[0047] CornacHO HEKOTOPBIM BapUaHTaM pean3alyy, MPENCTABIAIOIINE HHTEPEC MyTalluu
B reHe SRSF2 BxmovaroT Mytaumu B P95, CornmacHO HEKOTOPBIM BapHaHTaM peau3aliu
yKa3zaHHasi MyTauus npeacrasisier coboit myraumto POSH, myrauuro POSL nnmm myrarmo POSR.

[0048] CornacHO HEKOTOPBIM BapuaHTaM pealn3alyd, MPEICTABIAIOIINE UHTEPEC MyTalluu
B rene /DH/2 sxmoyaroT mytauud B R132 w/unu R140. CornacHO HEKOTOPBIM BapHaHTaM
peanu3anyy yKa3aHHas MyTauusl npeacrasiser codoi myrauuio R132G, myrtaumo R132H mmm
myTanuo R140Q.

[0049] CormacHO ompeneneHHOMY BapUAHTy pealu3allid, TPENCTABISAIONINE HWHTEPeC

MyTalluH BKITFOYAKOT MPEACTABIICHHBIC HUXKE!

I'en benok HN3menenue
ASXL1 p. Tyr591* Houcenc-myTanus
ASXL1 p.GIn592* Honcenc-myTanus
ASXL1 p.lle617* Honcenc-myTranus
ASXLI p.Glu635Argfs*15 CaBur paMku
ASXLI p.Gly646Trpfs*12 CnBur paMku
ASXLI p.Asp667Trpfs*2 CaBur paMku
ASXL1 p.Gln692* Houcenc-myTanus
ASXL1 p.Arg693* Houcenc-myTanus
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ASXL1 p.Arg693* Honcenc-myTanus
ASXL1 p.Arg693Ter Honcenc-myranus
ASXLI1 p.Tyr7001Ilefs*3 Honcenc-myTranus
ASXLI1 p.Lys726* Honcenc-myTrarms
ASXLI1 p.GIn760Hisfs*13 Casur pamku
ASXL1 p.Leu775* Houcenc-myTanus
ASXLI1 p.Trp796* CaBur paMku
ASXLI p.Pro808fs CnBur paMku
ASXL1 p.Pro808His Muccenc-myTanus
ASXLI p.Pro808Leufs*10 CnBur paMku
ASXL1 p.Leu823* Houcenc-myTrarus
ASXLI p.Gly826Glufs*12 CnBur paMku
ASXLI p.Ala861Aspfs*6 CnBur paMku
ASXL1 p.Pro938* Houcenc-myTranus
ASXL1 p.Asn986Ser MucceHnc-myTanus
ASXL1 p.GIn1234* Houcenc-myTanus
ASXLI p.Thr1388Serfs*5 CaBur paMku
EZH2 p.Lys400_Glu401del Jeneuus BHyTpU paMKu
EZH2 p.Cys457Tyr MucceHnc-myTanus
EZH2 p.Ser480Argfs*3 Casur pamku
EZH2 p.Cys552Tyr Muccenc-myTanus
EZH2 p.LeuS6Phefs*2 CaBur paMku
EZH2 p.Ser669Arg Muccenc-myTanus
EZH2 p.Asp681 Lys685del Jlenenusi BHyTpU paMKH
EZH2 p.Arg684Cys MucceHnc-myTanus
EZH2 p.Tyr733* Houcenc-myTanus
EZH2 p.Glu745Lys Muccenc-myTanus
EZH2 p.1le223Phefs*18 CaBur paMku
SRSF2 p.Pro95Ala Muccenc-myTanus
SRSF2 p.Pro95His Muccenc-myTanus
SRSF2 p.Pro95Arg MucceHnc-myTanus
SRSF2 p.Pro95Leu Muccenc-myTauus
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SRSF2 p.Prol07His Muccenc-myTanus
IDH1 p.Argl32His MucceHnc-myTanus
IDH2 p.Argl40Gln Muccenc-myTauus
IDH2 p.Arg140GIn MucceHc-myTauus

[0050] B HacrosiieM JOKYMEHTE «TPOWHOW OTPULATENbHBIM CTATyC», «TPOHHOMH
orpunatenbHbli» wim «TO» OTHOCUTCA K MalMeHTaM, Y KOTOPBIX OTCYTCTBYET MyTalld B
KaxnoM u3 reHoB SHyc-kmHasbel 2 (JAK2), xambperukyimHa (CALR) w peuenrtopa
TpombonosTrHa (MPL). TpolHOW OTpULATENBHBIA CTaTyC MOMKET OBbITh OINpeneseH Ha
OCHOBAaHWH OTCYTCTBHSI MYyTallMd B KaXKIOM U3 TE€HOB. reH JAK2, wumeromuil, Hampumep,
MOCJIEIOBATENPHOCTE HYyKJIenHOBOH kuciotel w3 SEQ ID NO: 2, ren CALR, wuMmeromuii,
HarpuMep, MOCIeN0oBaTeIbHOCTh HykyienHoBoW kuciotel U3 SEQ ID NO: 3, u ren MPL,
UMEIOLIN, HallpuMep, MOCIe0BaTeIbHOCTh HyKenHoBol kucnoTel u3 SEQ ID NO: 4.

[0051] CormacHO HEKOTOPBIM BapUAHTAM peaju3alud TPOWHON OTPULIATEIbHBIM CTaTyC
BKJIOYAeT OTCYTCTBHE MyTannu B reHe JAK?2, takoi kak mytamust B G335, F556, G571, V617
w/wmm V625. Hanpumep, TPOHHOM OTpULIATENBbHBIN CTATYC MOKET BKJIFOYATh OTCYTCTBUE B T'€HE
JAK2 mytaumun G335D, myrtanuu F556V, myranun GS571S, myrauuu VO617F w/mnu mytauuun
V625S.

[0052] CornacHO HEKOTOPBIM BapUaHTAM peaju3alud TPOWHON OTPULIATEbHBIM CTaTyC
BKJIFOYAET OTCYTCTBHE MyTaluu B reHe MPL, takoi kak mytauust B T119, S204, P222, E230,
V285, R321, S505, W515, Y591 w/unu R592. Hanpumep, TpoHHOW OTPULIATEIBbHBII CTaTyC
MOJKET BKJIFOUaTh oTcyTcTBUE B reHe MPL myrtauuu T1191, myrauuu S204F, mytauuu S204P,
mytauuu P222S, myrtatmuun E230G, myraumn V285E, myraumn R321W, myrtaumm SS05SN,
myTaru W515R, myraumun WS515L, myraumu YS91N w/umn mytanuu R592Q.

[0053] CormacHO HEKOTOPBIM BapUAHTAM peajM3alud TPOWHON OTPULIATEIBHBIN CTaTyC
BKJIIOYaeT OTCyTcTBUE MyTanuu B reHe CALR, Takoii kak mytanus B L367, K368, E381, K385
w/wmm E396. Hanpumep, TpOWHON OTpHLIIATENBHBIN CTATYC MOXKET BKJIIOYaTh OTCYTCTBUE B T'€HE
CALR mytatmu L367T, myranun K368R, myraunun K385N, myraunn E381A w/unm myraunu
E396del.

[0054] CornacHO HEKOTOPBIM BapHUAHTaM peaN3alMy MPEACTABISIONINE UHTEPEC MYTaLUU

BKJIFOYAKOT NPCACTABJICHHBIC HHUXKE!

T'en Bbejok HN3meHnenue

JAK?2 p.Val617Phe MucceHc-myTauus
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JAK?2 p.Val617Phe MucceHc-myTanuus
JAK?2 p.Val617Phe MucceHc-myTanuus
MPL p.Ser505Asn Muccenc-myranus
MPL p.TrpS15Lys MucceHc-myTanus
MPL p.Trp515Leu MucceHc-myTanus
CALR p.Leu367Thrfs*46 CnBur paMku
CALR p.Leu367fs CrnBur paMku
CALR p.Glu381Ala MucceHc-myTaums
CALR p.Lys385Asnfs*47 CnBur paMku
CALR p.Glu396del Jlenenysi BHyTpU paMKHu
CALR p.Lys368Argfs*51 Cnur paMku

[0055] B Hactosimem nokymeHte Tepamus WHruOuTopoMm JAK y mammeHTa oOKas3aiach
«HexpPeKTUBHOWY, eciu 3a00eBaHNe ObLIO PE3UCTEHTHBIM WUJIH MALEHT ObLT pePaKTOPHBIM K
yKa3aHHOW Tepanmuu Wiu 3a00yieBaHHe pPEeLUAMBHPOBAIO, HECMOTPS HA TO, 4YTO CHAadaja
HaOJI0JasICs OTBET HA JIEUSHUE.

[0056] B HacrosimieM NOKYMEHTE TEPMHUH «IPUONNU3UTENBHO» B OTHOLIEHWH H3MEpsSEeMOMN
BEJIMUUHBI, TAKOH KaK KOJIMYECTBO, NPOJOJIKUTENBHOCTh BPEMEHHU U T.II., OXBAThIBAE€T BAPUAHTHI
C OTKJIOHEeHMAMH B npenenax + 20% u + 0,1%, npennoururensHo B npenenax + 20% wunu + 10%,
Oonee mpeAnouTHTENBHO B mpenenax + 5%, eme Oosee mpeanouTHTENbHO B npenenax + 1% u
eme Oojee mpenmoutuTeibHO B mpedenax = 0,1% OT yka3aHHOW BEJMYMHBI, €CJIA TaKUe
BaPHUAHTBI TIOAXOAT JIJIsl PEaTU3aLH PACKPBITHIX CIIOCOOOB.

[0057] Tepmun «(papmaneBTHUECKH TPHEMIIEMAst COJIbY O3HAYAET COJb, MPHEMIIEMYIO IS
BBEJICHUS TMALMEHTY, TAKOMY KaK MJIEKOMHTaroIiee (COMM ¢ MPOTUBOMOHAMH, OOJaTar0IIUMHU
npueMyieMoll O€30MaCHOCTBIO UJII MJIEKOTHMTAIOIIUX MPU 3aJaHHOM pPEKHUMa JIO3UPOBAHHA ).
Takue comu MOTYT MPOUCXOAWTh U3 (HapMALEBTHUECKH MPUEMIIEMBIX HEOPTaHUYECKHX MU
OpPTaHWYECKUX OCHOBaHMH W U3 (apMaLEBTUYECKU MPHEMIIEMbIX HEOPTaHUYECKUX WU
OPTaHUYECKUX KUCIOT. «DPapMaLeBTHUECKH TPUEMIIEMasi COJIbY» OTHOCUTCS K (hapMalleBTHUECKH
NPUEMJIEMBIM COJISIM COEAMHEHMs, KOTOpble TNPOMCXONAT W3 pPa3JUYHbIX OPraHUYECKUX U
HEOPraHMYECKUX MMPOTHBOMOHOB, XOPOIIO U3BECTHBIX B TaHHOW 00JACTH TEXHHUKH, U BKIIFOYAIOT,
HampuMep, HATPUH M T.IL., €CIM MOJIEKyJa COAEPKUT OCHOBHYIO (PYHKIIMOHAJBHYIO TPYIITy —
COJIM OpraHMYeCKUX WJIM HEOPraHUYeCKUX KHCJIOT, Takhue Kak THAPOXJOpUA U T.IL

q)apMaI_IeBTI/ILIeCKI/I IMPUEMJIEMBIC COJIN, NpeaACTaBIAOIINC HUHTEPEC, BKJIKOYarOT, HE
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OrpPaHUYMBASCh NMEPEUYNCICHHBIMH, COJH AJFOMHUHMS, aMMOHUS, aprMHUHA, Oapusi, OeH3aTHHa,
KaJIbLIUsl, XOJMHATHBIE COJIM, COJM STWICHAWAMUHA, JIM3UHA, JIMTUS, MarHus, MENIIOMUHA,
NPOKauHa, Kauus, HAaTpusi, TpoMeTaMuHa, N-MeTrinrmokaMuda, N,N'-110eH3 I THIIeHInaMIHA,
XJIOPIIPOKanHa, AUATAHOJAMUHA, JTAaHOJAMHMHA, MUIEPAa3UHA, LWHKA, IUU3ONPOINUIAMHUHA,
AUU3ONPONWISTUIIAMUHA, TPUITUIIAMUHA U TPUITAHOJAMUHA.

[0058] TepmuH «conb (COJH) TIEPEYUCIEHHOr0» O3HAYAET COEAMHEHNE, 00pa3yIoIeecs Mpu
3aMeHe NMPOTOHA KHUCJIOThI HA KATHOH, TAKON KaK KaTHUOH MeTaJljia UM OPTraHUYECKUI KaTHOH, U
T.1. IIpeanodTuTensHO COJMb MPEACTaBIsieT COOOH (apMaleBTUYECKH MPUEMIIEMYIO COJIb.
Hanpumep, conu NpensoKeHHbIX COEAWHEHMM BKJKOYAKOT COJH, OTJIWYAKOLIUECS TEM, 4YTO
COEAMHEHNE MPOTOHUPOBAHO HEOPraHWYECKON WJIM OPraHUYeCKON KHUCJIOTON € MOJIy4eHUEM
KaTHOHA, C CONpPSDKEHHBIM OCHOBAaHUMEM YKA3aHHOW HEOPraHWYeCKOW WM OPraHUYeCKOU
KHCJIOTBl B KayeCTBE AHUOHHOIO KOMIOHeHTa conu. lIpencrasnsromue uHTEpEC COMU
BKJIFOYAIOT, HE OTPAaHMYUBASICh MTEPEUNCIECHHBIMH, COJTU AFOMUHUS, aMMOHHS, pTHHUHA, Oapus,
OeH3aTuHA, KaibLUs, L€3Us, XOJIMHATHBIE COJH, COJIM JTWIEHAMAMHHA, JIUTHS, MarHHs,
MEIIIOMUHA, MpOKanHa, N-METWIIIOKaMWHA, MUINEpa3suHa, Kajaus, HaTpus, TPOMETaMHUHA,
nuHka, N, N'-nuOeH3WdTUIeHANaMUHA, XJOPIPOKAWHA, AUSTAHOJAMUHA, 3TAHOJIAMHHA,
MUINEepa3suHa, JUU3ONPONUIAMUHA, JUU3ONPONWISTUIAMUHA, TPUITUIIAMUHA U TPUITAHOJIAMUHA.
Cnenyer mnoHUMAaTh, YTO JIOObIE OJUTOHYKJIEOTHIHBIE CTPYKTYpBl, TIPEACTaBJIICHHBIE B
HACTOSIIIIEM JOKYMEHTE, KOTOPbIE BKJIKOYAKOT OCTOB U3 MEKHYKJICO3UHBIX CBSI3€H, MOTYT TaK¥Ke
npenycMaTpuBaTh JiroOble moaxonsiue cosesble (opmbl. COrIacHO HEKOTOPHIM BapHaHTaM
peanu3any Ui TPOCTOTHI MPENCTABIEHbl KUCJIOTHBIE (POPMBI MEKHYKJICO3UIHBIX CBszed. B
HEKOTOPBIX ~CJIy4asix COJIb PacCMATPUBAEMOIO COEAMHEHHUs TPEACTaBjsieT CoOOW  COJb
MOHOBAQJICHTHOIO KaTHOHAa. B HEKOTOpBIX Ciydasx COJIb pPacCMAaTPUBAEMOIO COEAUHEHUs
npeacTaBisieT co0Oi  CONb  AMBAJEHTHOTO KaTHOHA. B HEKOTOPBIX  Cydasix COJb
paccMaTpuBaEMOro COEIMHEHUS MPENCTABIAET COOOH COIb TPUBANIEHTHOTO KaTHOHA. «CompBaT»
OTHOCHTCS] K KOMIUIEKCY, 00pa30BaHHOMY KOMOHMHALIMEH MOJIEKYJI PaCTBOPUTEIISI C MOJIEKYJIAMHU
WIM MOHAMH PAaCTBOPEHHOTO BEINECTBA. Y Ka3aHHBIA PACTBOPUTENb MOXKET MPEACTABIATh COOOH
OpraHU4eCKOe COEAUHEHUE, HEOPTaHNUECKOe COCIUHEHNE, W uX cMech. HexoTopele mpumepsl
pacTBOpUTENEH  BKJIIOYAIOT, HE OrPaHUYMBAsCh IEPEUYHUCIEHHbIMH, MeTaHos, N,N-
mumetwiopmamun, TterparuapodypaH, AUMETWICYIbpokcHn u Boay. Ecmm B KaudecTse
PacTBOPUTENS HCIIONB3YIOT BOAY, 0OPa3yOLINICA COMbBAT MPENCTaBIIsAET cOO0H ruzpar.

[0059] «CTepeonsomep» U «CTEPEOU3OMEPBI» OTHOCATCS K COCAUHEHMSIM, KOTOPbIE UMEIOT
OIMHAKOBYIO CBS3HOCTb AaTOMOB, HO OTJHYAIOTCA pPa3HbIM PACIOJOKEHHEM AaTOMOB B

npoctpaHcTBe. CTepeon3oMephbl BKIIIOYAKOT, HAIIPUMED, LIUC-TpaHC u3oMmepsl, E- u Z-uzomepsl,
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SHAHTUOMEpPHI U nuactepeomeprl. Uto kacaercss mr000H M3 ONMMCAHHBIX 37€Ch TPYII, KOTOPbIE
COMEp>KaT OAMH WM HECKOJbKO 3aMEeCTHUTENeH, pa3yMeercs, SICHO, YTO TaKHe IpYyNIbl He
coiepKaT KaKux-Iu00 3aMeIeHNH WM MaTTePHOB 3aMeLIeHUs, KOTOpble ObUIH Obl CTEPUUECKU
HeLenecooOpasHbIMH  WM/WJIM  CHHTETHUYECKH HepeanusyembiMu. llpexamonaraercs, 49ro Bce
CTE€PEOU30MEpPHI BKJIFOYEHBI B 00bEM HACTOSILIETO H300PeTEeHUs.

[0060] CpenneMy CHelMAUCTy B JAHHOW 0OJIACTH TEXHUKU OyET MOHSITHO, YTO BO3MOKHbI
Ipyrue TayTOMEPHbIE CXEMBbI IPYIII, OMMCAHHBIX B HACTOSIIEM JOoKyMeHTe. CrenyeTr MoHUMAaTh,
4TO BCE TayTOMepHbie (OPMBI paccMaTPUBAEMOrO COENMHEHUS OXBAu€Hbl CTPYKTYPOI,
OMMCHIBAIOLIEH OHY BO3MOXKHYIO TayTOMEPHYIO CXE€My TIPYII YKa3aHHOIO COEAUHEHMs, Jake
€CJTM 5TO KOHKPETHBIM 00Pa30M He YKa3aHo.

[0061] [Ipenmonaraercst BKIOYEHUE CojibBaTa (HapMAlEBTUYECKH TMPUEMJIEMON COJU
TayTOMepa CTEepPeou3oMepa paccMaTpuBaeMoro coenuHenus. Ilpenmonmaraercsi, 4Tro Takue
COJIBBATHI BKJIFOUEHBI B 00bEM HACTOSIIETr0 H300PETEHUSI.

[0062] ITepen mepexomom k Oosee MOAPOOHOMY OIMUCAHUIO ONPEIEIEHHBIX BapUAHTOB
peanm3anyy, CIenyeT OTMETHTD, YTO HACTOALIee N300pEeTeHHEe HE OrPAaHUYEHO ONpPEAeTICHHBIMU
ONMCAaHHBIMHM BapHAaHTAMHU pealu3alMy, U IO3TOMY MOXKET, pa3yMeeTcs, COAep KaTb U3MEHEHHUS.
Takxe crnenyer NOHMMAaTh, YTO TEPMUHOJIOTHS B HACTOSLIEM AOKYMEHTE IpefHa3HaueHa
UCKJIFOYMTENIbHO AJIl ONMCAHUsS ONPEEICHHbIX BAPUAHTOB pealu3aliy, a He IJIsl OrpaHUYEHNH,
HIOCKOJIbKY 00BEM HACTOSILIero H300peTeHHsT OrpaHH4YeH TOJBKO mpriiaraeMol (HopmyJioit
N300peTeHMsL.

[0063] Cnenyer moOHUMATh, YTO NpPU YKA3aHUM JHMANa30HA 3HAUEHWH, dYTO JroOoe
MIPOMEXYTOYHOE 3Ha4YeHHe, BIUIOTh 10 OAHON IEeCATOM 4YacTH OT HIKHEro Ipejaena, eciu
KOHTEKCT SIBHBIM OOpa3oM He TOBOPUT 00 HWHOM, MEXKIy BEPXHUM M HIDKHUM TMPEAESIOM
YKa3aHHOTO JTMANa30Ha, a TaKXke JII00oe Ipyroe MpUBEICHHOE WIH MPOMEKYTOYHOE 3HAYCHUE B
YKa3aHHOM JHWarna30He MPEAyCMOTPEHO HACTOSIIMM H300peTeHneM. BepxHUil W HUXKHHN
npenesbl YKa3aHHBIX MEHBIIUX AHAMa30HOB MOTYT HE3aBHCHMBIM OOpa3oM ObITh BKJIFOYEHBI B
yKa3aHHbIE MEHbBIINE IUANa30Hbl W TakKe MPeNyCMOTPEHbl HACTOSAIIUM H300peTeHHeM, C
y4eTOM TOrO, YTO M3 YKa3aHHOTO JHMAara3OoHa MOTYT ObITb KOHKPETHBIM OOpa30oM HCKITFOYEHBI
Kakue-mubo mpenensl. Ecnu  yka3aHHBIM [Wama3oH BKJIIOYAeT OOUH WM o0a mpenena,
IWana3oHbl, HMCKJIOYAINE OAWH WIM 00a BKIIOYEHHBIX Ipenesia, TaKKe BKIIOYEHBI B
HaCTosIlIee H300peTeHue.

[0064] Ecnu He yka3aHO MHOE, BCE TEXHUYECKHWE M HAy4YHbIE TEPMHHBI B HACTOSLIEM
TOKYMEHTE UMEIOT 3HAYEeHHUS, COOTBETCTBYIOLINE 3HAYEHUSM, OOIEN3BECTHBIM CIIELIUAINCTAM B

00JIacTH TEXHMKH, K KOTOPOH OTHOCHTCS HacTosiiee nu3oOpereHue. XOTs INMPHU MPAKTUYECKOM
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NPUMEHEHUN WJIM TECTUPOBAHMM HACTOSINEro M300pEeTEeHHs] MOTYT TaKXKe NMPUMEHSTHCS JII0ObIe
CrocoObl M MaTepHajbl, AHAJOTMYHBbIE WJIM OSKBUBAJICHTHBIE OIMHCAHHBIM B HACTOSINEM
JIOKYMEHTE, HHXKE OMHMCAHBI PEIPE3eHTATUBHbIE HILTIOCTPATUBHBIE CIIOCOOBI M MAaTEPUAIIBL.
[0065] Bce myOnukamuy M NaTeHThbl, LUTUPYEMble B HACTOSIIEM ONMCAHUH, BKIIOUEHBI B
HACTOSIIMH JTOKYMEHT MOCPEACTBOM CCBUIOK, KaK eciu Obl BCE MHAMBUAYAJbHbIE MyOIUKAIIMN
WIA TIaTeHTbl OBLIM KOHKPETHbIM 00pa3oM B MHAMBHUIYaJbHOM TMOPSAKE YyKa3aHbl Kak
BKJIFOUEHHbBIE [TOCPEACTBOM CCBUIKH, U BKJIFOUEHBI B HACTOALIUN JOKYMEHT MOCPENCTBOM CChUIKU
IUTS. PACKPBITUSI M OTIMCAHUS CITOCOOOB W/MJIM MAaTEPUAJIOB, B CBSI3H C KOTOPBIMH YIIOMHUHAKOTCS
nyOsmKanuu. Y IOMUHAHKE JIFOOOH MyOJIMKALIMHY CBSI3aHO C €€ PACKPBITHEM JI0 IaThl IOAAYU U HE
JOJDKHO OBITh HCTOJIKOBAHO KaK MPU3HAHUE TOTO, YTO HACTOsIIEe H300peTeHHEe HE UMEET MpaBa
Ha OTHECEHHWEe K Ooyiee paHHeHW naTe, 4eM Takas NyOJUKAIWs, B CHJY MPEIIIeCTBYIOLIETO
u3o0perenusi. Kpome Toro, ykasaHHble AaThl MyOJUKALIMH MOTYT OTJIMYATBCA OT (PAKTHUECKUX
nat myOJNMKaLuH, KOTOPbIE MOTYT TPeOOBATh HE3ABHCUMOTO MO TBEPKACHUS.

[0066] OtMeTuM, YTO B HACTOSIIEM JOKYMEHTE U B MpuiaraeMoi ¢opmyie u3o0peTeHus
(OpMBI €IMHCTBEHHOTO YHCJIA BKJIOYAIOT COOTBETCTBYIOIIME TEPMHHBI BO MHOXKECTBEHHOM
YHCciie, €ClIM MHOE SIBHBIM 00pa3oM He CleAyeT M3 KOHTeKCTa. Takke oTMeTuMm, uto (opmyna
n300peTeHns MOXKeT OBITh COCTaBJIeHa TakuM o0pa3oM, 4YTOOBI HCKIOYaTh JIFOOOH
HeoOs3aTenbHbIN 3eMeHT. TakuMm 00pa3oM, HacTosinee 3asBlIEHHE BBICTYNAeT B KadecTBE
NPEUIECTBYIOLIEr0 YINOMHHAHMA TaKMX HCKIIOYAKOIUX TEPMHHOB, KaK HUCKIIOUYHUTEIbHOY,
«TONBKO» M T.I. IPUMEHHUTEIBHO K MEPEUHCICHUIO 3JIEMEHTOB (hopMysbl M300peTeHus, WIH
«OTPULIATEIbHBIX» NTPU3HAKOB.

[0067] Kaxnpri U3 OTHEJIbHBIX BapUAHTOB peanusanuy, OIHUCAaHHBIX U
NPOUJUTIOCTPUPOBAHHBIX B HACTOSIIEM JOKYMEHTE, BKJIIOYAET OTAENIbHbIE KOMIIOHEHTBI U
NPU3HAKH, KOTOPbIE MOTYT OBITh JIETKO OTAENIEHbl WIM OOBEIUHEHBI C MPU3HAKAMH JIOO0To M3
APYTUX HECKOJNbKUX BAPUAHTOB peaiu3auud 0e3 OTCTYIUIeHHs OT o0beéMa WM CyIIecTBa
Hacrosimero nzobperenus. JIroOol ynmomuHaeMblli Criocod MOXKET ObITh Peaji30BaH COTJIACHO

YKa3aHHOMY MOPSIAKY COOBITHI WM B FOOOM APYrOM JIOTHYECKH BO3MOKHOM TOPSIZIKE.

B. HNnenrndukanus naumueHTa, KOTOPbIH ¢ 00JbIIOH BEPOATHOCTHIO MOJYYHT MOJIb3Y
OT Jie4YeHHs1 HHTHOMTOPOM TeJioMepa3bl

[0068] CorymacHO OIHOMY acCMeKTy HACTOSAMEro HW300peTeHHs] NPEIJIONKEHBl CIOCOObI

UICHTU(HUKAINY WIN BIOOpA MaLMeHTa ¢ MUeNoprOpo30M, KOTOPBIH ¢ OOJIBIION BEPOSATHOCTHIO

HOJIYYUT TOJIB3Y OT JIEUEHUs MHTUOUTOPOM TeJOMepas3bl. YKa3aHHbIE CIIOCOOBI OCHOBAHBI Ha

UICHTU(PUKAIIMY TTALUEHTOB C TPOWHBIM OTPHULATENBHBIM CTaTyCOM (ITALMEHTOB, Y KOTOPBIX
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OTCYTCTBYeT MyTalusi B KaXIoM u3 reHoB JAK2, CALR w MPL) wiu nauyueHTOB ¢ BBICOKUM
MonekyJsipibiM puckoM (HMR) Ha OCHOBaHMHU TNPHCYTCTBUS MYTAallMU IO MEHbLIEH Mepe B
onHoM u3 cienyroumx reHoB: ASXLI, EZH2, SRSF2 w IDH1/2. JInd yka3aHHbIX MallUEHTOB C
TPOMHBIM OTPULIATENIBHBIM CTaTycoM min nanueHToB ¢ HMR ¢ Gonbinoii BeposiTHOCTBIO Oyner
TIOJIE3HBIM JIEU€HHE HHIHONTOPOM TEJIOMEPasbl, TAKMM KaK UMETEJICTAT UM UMETEJICTAT HATPHsL.
[0069] Muenopubpo3  MOKET  MpPeACTaBiATb  COOOM  MepBUYHBIA  MHeIoGuOpo3,
MuenopuOpPo3, KOTOPBIM pa3BUBAETCS IMOCNe UCTUHHOW mnosuuutemMun (moct-UIl M®), wnu
MuenopuOPo3, KOTOPIN Pa3BUBAETCS IMOCHE 3CCeHUUATbHON TpoMOormTeMun (noct-0T M®).
CornacHo HEKOTOPBIM BapUAHTAM peaTU3aLMH YKA3aHHBIN MAEHT paHee He MOJIy4Yall TePAITHEO
unruouropamu JAK. CorymacHO ApyruM BapHaHTaM peajH3alliMd YKAa3aHHbBIN MAaIlMEeHT paHee
nojydan tepanuro wuHrHOuTOopamm JAK, wu Ttepamms wunrunOutopamu JAK okaszanace
Hea(pexTuBHOM (m.e. 3aboneBaHne ObLIO PE3UCTEHTHBIM WJIHM MALMEHT ObLT pepakTOPHBIM K
yKa3aHHOW Tepamuu, wWwid 3a00JeBaHHE PELUANBUPOBAIO, HECMOTPST Ha TO, YTO CHadaja
HaOmonancst orBer Ha JedeHue). CoryacHO APYTrMM BapHaHTaM peaM3alliil  YKa3aHHBINA
NAalMEHT paHee Mojydai Tepanuio uHruouropamu JAK u mpekpaTtui Tepanui HHTHOUTOpaMHU
JAK u3-3a cBA3aHHOH C JIeY€HHEM TOKCHYHOCTH WM HenepeHocuMocTu. CorjacHo Apyrum
JOTIONTHUTEIBHBIM BapHAHTAM peaN3all YKa3aHHBI MAIlMEeHT paHee IOoJydal Teparuio
unruouropamu JAK u npexparun tepanuto naruonropamu JAK.

[0070] CornacHO OHOMY BapUaHTy peaju3aliMi yKa3aHHbIM MAaLMEHT MOJydasl Teparuio
unruouropamu JAK u muenopudpo3 ObUIO pe3UCTEHTHBIM K Tepanuu uHruoutopamu JAK.
CormacHo JapyroMy BapuaHTy peaJu3allid YKa3aHHBIM MAalUEeHT TOJydal Teparuio
unruouropamu JAK u Obu1 pedpakTopHbIM (HEBOCIIPUMMYHUBBIM) K TEPANUU HMHTHOUTOPAMHU
JAK. CornmacHO ApyruM BapUaHTaM pean3aldd yKa3aHHBIH MAIMEeHT MOJy4Yasl Teparui
unruouropamun  JAK wu wucneiTeiBaer peuunuB. COrjlacHO —aJbTEPHATHMBHOMY BapUaHTY
peanu3anuy yKa3aHHbII MalMeHT MoIydat Tepanuto nHruouropamu JAK u npekpaTtui Tepanuio
uHruouropamu JAK u3-3a CBSI3aHHOI € JIeYeHHEM TOKCUYHOCTH WJIM HETIEPEHOCHMOCTH.

[0071] CornacHO OJHOMY BapHAHTy peaU3allMd HACTOSIIEr0 W300peTeHUsl MPEeIIOKEeHbI
croco0bl BEIOOpA MAaLMEHTa, KOTOPBIA ¢ OOJNBIION BEPOATHOCTBHIO MOJYYHUT IOJIB3Y OT JICYEHUS
UHTUOUTOPOM TEJIOMepasbl, MyTeM TECTUPOBAHMS HA YTO-JIMOO ONHO WK Oojiee W3: TPOHHOrO
OTPHLATENILHOTO CTaTyCa Ha OCHOBAHUH OTCYTCTBHSI MyTallMH B KaKIOM m3 reHoB JAK2, CALR
u MPL (m.e. orcyrcTBus Kakoi-mubo mytauun). CorjaacHO yka3aHHOMY BapHaHTY pean3alin
YKa3aHHBIA TMMALUEHT MOXET TaKke OBbITh MPOTECTHPOBAH HA BBICOKUN MOJIEKYJISIPHBIA PHUCK
(HMR) Ha oCHOBaHHMHM NMPHUCYTCTBUS MyTallUU 110 MEHbIIEH Mepe B OTHOM U3 CIENYIOLINX I'€HOB!

ASXL1, EZH2, SRSF2 w IDHI1/2. CornacHo ApPyroMy BapHaHTy peaju3alliil HaCTOSINEro
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n300peTeHNsT MPeJIOKEeHbI CIIOCOOBI BHIOOpA MAIlMEHTa, KOTOPBIH C OOJBIIONH BEPOSITHOCTHIO
HOJIYYUT TIOJIb3y OT JIEUEHHs] MHTMOMTOPOM TeJOMepasbl, IMyTeM TECTHUPOBAHUS HA. TPOHHOMN
OTPHLIATENIbHBIN CTATYC HA OCHOBAHWHU OTCYTCTBUS MyTallMU B KaknoM u3 reHoB JAK?2, CALR u
MPL (m.e. oTcyTCTBHS KaKOW-1MO0 MyTalMu); W/WIN BBICOKOTO MosekysipHoro pucka (HMR)
Ha OCHOBAHHMH MPUCYTCTBUSI MyTallMX IO MEHBIIEH Mepe B OTHOM M3 CIIeAyIoImux reHoB: ASXL ],
EZH2, SRSF2 v IDH1/2. CornacHo IpyroMy BapHaHTy peau3alliy HACTOSIIEro W300peTeHHUsI
NPEIJIOKEH Crocod MAeHTU(UKALMHN MALMEeHTa, KOTOPbIH ¢ OOJBINOH BEPOSITHOCTBIO MOJYYUT
NOJIB3Y OT JICYEHHs] MHTHOUTOPOM TEJIOMEPasbl, BKIIOYAIOIUI TECTUPOBAHHUE MAallMEeHTa Ha: (a)
TPOWHOM OTPUIATENbHBIA CTATyC HAa OCHOBAaHWUHM OTCYTCTBHUSI KaKOH-TUOO MyTallUd B TeHaX
JAK2, CALR u MPL; (b) Beicokuii monexyJsipabiii puck (HMR) Ha OCHOBaHMH MPHCYTCTBUS
MyTallly MO MEHbIIEH Mepe B OMHOM H3 cienyroimux reHoB: ASXL I, EZH2, SRSF2 v IDH1/2,
win (¢) u nepoe, u BTopoe. COorlacHO yKa3aHHOMY BapHaHTy peanusanuu npucyrcreue (a), (b)
win (C) yKasbIBaeT Ha MAILMEHTa, KOTOPbIH C OOJBINON BEPOSTHOCTBIO IMOJYYHUT IOJB3Y OT
JI€YSHHUsI UTHTHOUTOPOM TEJIOMEPA3hl.
[0072] CornacHo apyromMy BapHaHTy peali3allil HACTOSIIEro M300pETeHUs MPEJIoKeH
cnoco0 uaeHTH(UKAIUK MalueHTa, KOTOPBIH C OONBIION BEPOATHOCTBHIO MOJYYHT IMOJB3Y OT
JIEYEHHUsI UTHTUOUTOPOM TEJIOMEPa3bl, BKIIOYAIOIIHIA:
a. TECTHPOBaHHE MAIMEHTA Ha:
1.  TpONHOHN OTPHLATENBHBIN CTaTyC HA OCHOBAHUM OTCYTCTBUS MyTallUU B KaKAOM U3
reHoB JAK2, CALR v MPL, w/vinu
ii.  Bbicokud MoJekyssipHbid puck (HMR) Ha OCHOBaHMM MPHUCYTCTBUSI MyTallMH IO
MeHbIIEeH Mepe B OHOM U3 creayomux reHoB: ASXL 1, EZH2, SRSF2 v IDH1/2,
b. BBIOOpP YKA3aHHOT'O MALMEHTA MIPU YCIOBUH HATUYUS Yy HETO:
1. TPOWHOTO OTPULIATEIIBHOTO CTaTyca HA OCHOBAHHMU OTCYTCTBUSI MYTALIUU B KaXIOM
u3 reHoB JAK?2, CALR v MPL, v/unu
ii. BBICOKOTO MoJtekysipHoro pucka (HMR) Ha 0OCHOBaHWUM MPHUCYTCTBUSI MYTALUH T10
MeHbINEeH Mepe B OTHOM U3 creayomux reHos: ASXL 1, EZH2, SRSF2 v IDH1/2,
IPU 5TOM Al BBIOPAHHOTO MAaleHTa ¢ OONBIION BEPOSTHOCTBIO OyIOEeT NMPHHOCHTH MOJb3Y
JIeYeHHe HHrHOUTOPOM TEJIOMEPAas3hl.
[0073] CornacHo eme OOHOMY BapUAHTY peaH3alUU HACTOSINEro H300pEeTeHHs MPenJIoKeH
cnoco0 uaeHTH(UKAIMK MalueHTa, KOTOPBIH C OONBIION BEPOATHOCTBIO IMOJYYHUT IOJIb3Y OT
JeUeHUsT WHCHOUTOPOM TeJIOMEepasbl, BKIIOYAIOLINI: TECTUPOBAHME MAIlIEHTAa Ha TPOWHOU
OTPHLIATENbHBIN CTATYC HA OCHOBAHUU OTCYTCTBUS MyTallMU B KakaoM u3 reHoB JAK2, CALR u

MPL; n BbIOOp yKa3aHHOTO MALMEHTA MPU YCIOBUU HAJIMYMA Yy HETO: TPOHHOIO OTPHULIATENBHOTO
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CTaTyca Ha OCHOBAHUH OTCYTCTBHSI MyTallUU B KaxxaoM u3 reHoB JAK2, CALR u MPL, nipu 5ToM
IUI YKa3aHHOTO BBIOPAHHOTO MaleHTa ¢ OOJbIION BEPOSTHOCTBIO OyJeT NMPUHOCHTH MOJb3Y
JeueHne UHrubuTtopoM TenoMepasbl. COrllacHO OJHOMY BapHaHTy peajM3allMy YKa3aHHBINA
crocod TakXke BKJIIOYAeT TECTUPOBAHUE MALIMEHTa Ha BBICOKUH MoJekyssipHbiid puck (HMR) Ha
OCHOBAHHMHU IPUCYTCTBUSI MyTALlMH [0 MEHbLICH Mepe B OHOM M3 clenyroumux reHoB: ASXL/,
EZH2, SRSF2 w IDH1/2; v BbIOOp yKa3aHHOTO MAIMeHTa MpH yCJIoBuM Hanuuus y Hero HMR.
[0074] CornacHo omnpezeIeHHbIM BapUaHTaM Peaiu3alui JIOOBbIX U3 YKa3aHHBIX CIIOCOOOB y
NAIMEHTOB C TPOHHBIM OTPHLATENBbHBIM CTaTyCOM OTCYTCTBYET MyTallMisi B KOIUPYIOIIEH
obnactu (3x30He) reHoB JAK?2, CALR u MPL.

[0075] Kpome TOro, coriacHo ApyruM BapuaHTaM pealu3alufl JHOOBIX M3 yKa3aHHBIX
croco0oB BbICOKUI MonekyJsipHblli puck (HMR) ompenenstor mo mpUCYTCTBHIO MyTallMd B
KOoAUpyroImel obnactu (3K30He) o0 MeHbInel Mepe omHoro u3 reHoB ASXLI, EZH2, SRSF2 u
IDH1/2.

[0076] CornacHO oOmpeneNeHHOMY BapUaHTy peanu3alii BbICOKUM MOJEKYJSPHBIH PHUCK
(HMR) ompenenstor, aerektupyst npucyrcrsue mytauun B ASXL 1, EZH2, SRSF2 win IDH1/2
win ux KomOmHaumu. COriacHO HEKOTOPBIM BAapUAHTAM PEANHU3aLUU CIIOCOOBI BKIFOYAIOT
naerekuuo npucyrtcTBuss myrauun B ASXL/. CornacHO HEKOTOPBIM BapUaHTaM peaJH3alHuU
CHOCOOBI  BKJIIOYAKOT JETEKLMI0 NpucyTcTBUA MyTtammu B FZH2. CornacHO HEKOTOPBIM
BapUAHTAM pEAM3alUu CIOCOObI BKJIIOYAKOT AETEKIMIO MPUCYTCTBUS MyTauuu B SRSF2.
CornacHO HEKOTOPBIM BapUaHTAM pPEANN3ALH CIIOCOObI BKJIOYAIOT AETEKIMIO MPUCYTCTBHS
mytatun B [DHI1/2. CornacHO HEKOTOPbIM BapUaHTAM peajM3alHMd CIOCOOBl BKJIHOYAKOT
netekiuo npucytctBust myTtanuun B ASXL! u EZH2. CorjacHO HEKOTOPbIM BapUaHTaM
peanu3anuu CHocOOBbl BKIIFOYAKOT AETEKUUIO NpPUCYTCTBHA MyTauuun B ASXLI u SRSF2.
CornacHo HEKOTOPbIM BapHAaHTAM pPEATH3ALHMU CIOCOOBI BKJFOUYAKOT NETEKIHIO MPHUCYTCTBUS
mytatmn B ASXLI w IDHI/2. CorjacHO HEKOTOPBIM BapHaHTaM peaU3aluu CHOCOOBI
BKJTIOYAIOT AETEKIUIO pUCYTCTBUs MyTanmu B £<ZH2, SRSF2. CornacHoO HEKOTOPBIM BapUaHTaM
peanm3anuyu CrnocoObl BKIKOYAOT AETEKUUI0 NPUCYTCTBHS MyTauuu B FEZH2 wn IDHI/2.
CornacHo HEKOTOpPHIM BapHaHTAM pPEATH3aLHMU CIOCOOBI BKJFOYAKOT NETEKIHIO MPHUCYTCTBUS
mytauud B SRSF2 w IDHI/2. CormacHO HEKOTOPBIM BapHaHTaM peaH3aliu CIOCOOBI
BKJTIOYAIOT AeTeKIHI0 npucytcTBust mytauu B ASXL/, EZH2 w SRSF2. CorinacHO HEKOTOPBIM
BapHUaHTaM peaN3alUH CIIOCOOBI BKIFOYAKOT JETEKIHI0 MPUCYTCTBHUS MyTauun B ASXL /1, EZH2
u [DHI/2. CornacHO HEKOTOPbIM BapHaHTaM peaM3allii CIIOCOOBI BKIOYAIOT AETEKLIUIO
npucyTcTBust mytauuu B LZH2, SRSF2 w IDHI/2. CornacHO HEKOTOPBIM BapHaHTaM

peanu3anuy CriocoObl BKIIOYAIOT AE€TEKLUUI0 NMpUCyTcTBUs MyTtauuu B ASXL /I, EZH2, SRSF2 n
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IDH1/2. CornacHO eie OJHOMY BapUaHTy PeaTH3aliy HACTOSINEero M300pEeTeHHs MPeIJIOoKeH
croco0 uaeHTHGUKALUK WM BbIOOpa MalMeHTa, KOTOPbIH ¢ OOJBbINON BEPOSTHOCTBIO MOJYUUT
NOJb3y OT JIEYeHHUs HUHTUOMTOPOM TeloMepasbl, B MOMyJAUMH mnauueHToB. CoriacHo
YKa3aHHOMY CHOCOOY MPOBOIAT CKPUHUHT TOMYJISLUH MALMEHTOB HA TALIMEHTOB C MyTaLMsIMU B
kaxaoM u3 reHoB JAK2, CALR w MPL nns uneHTHpUKAUMU TNALUEHTOB C TPOHHBIM
OTPHLIATENIbHBIM CTAaTyCOM B YKa3aHHOW nomnyJisinuu. COrIaCHO JPYyruM BapHaHTaM peau3alun
yKa3aHHbIE CrOCOObI OCHOBAaHbI HA MISHTH()UKALWU MALMEHTOB C TPOWHBIM OTPHULATEIbHBIM
CTaTyCOM, y KOTOPBIX OTCYTCTBYET KaHOHUYECKast MyTanusi B KaskaoMm u3z JAK2, MPL w CALR.
[0077] CornacHO HEKOTOpPBIM BapUaHTAM peaju3alliy  YKa3aHHbIE CHOCOOBI TaKKe
BKJIFOUAKOT 3Tan B3stus obpasua JJHK nmammenta. OOpasen manueHTa MOKET OBbITh TOJYYEH U3
obpasua JIHK, coOpaHHOro U3 KOCTHOTO MO3ra, nepudepruueckoil KpOBH WJIH U U3 MIEPBOTO, U U3
BTOporo. (COOTBETCTBEHHO, COIJIACHO HEKOTOPBIM BapHaHTaM pEAIM3alUU  HACTOSIIEro
U300peTeHNs] MPEIJIOKEHHbIE CIOCOObI BKIFOYAIOT IOJNyYeHHe o0paslia KpOBH MAlMEeHTa MU
BbineneHue (okcrpakunio) JIHK n3 ykasanHoro obpasua KpOBH NManueHTa. Y Ka3aHHbIE CIIOCOOBI
MOTYT TaK)K€ BKJIFOYATh 3Tl BBIAENEHH KJIETOK (Hanpumep, TPaHyJIOLHUTOB), U3 obpasia KpoBU
nanueHTa. AHAJOTMYHBIM 00pa3oM, CIOCOOBI COMJIACHO HACTOSIIEMY M300PETEHHIO BKIFOYAIOT
nojiyueHnue odpasua KOCTHOro mosra u Bbinenenue (3xcrpakmmo) JJHK u3 obpasuma xoctHOro
Mo3ra. YKa3aHHbIM Croco0 MOXKET TaK)ke BKIIKOYATh JTAl BbIAEIEHHS KJIETOK U3 o0pasua KocTei
NalHEeHTa.

[0078] O6pazen /IHK manueHTa TECTHPYIOT HA NMPHCYTCTBHE HIIM OTCYTCTBHE MYTALMi B
kaxaoM u3 reHoB JAK2, CALR n MPL c npuMeHeHHeM CTaHAAPTHBIX MeTonuk. Kak BapuaHT,
obpazen JIHK manueHTa TECTHPYIOT Ha MPUCYTCTBHE MYTALMU MO MEHbINEH Mepe B OTHOM U3
cnenyrotux reHos: ASXLI, EZH2, SRSF2 w IDHI/2 ¢ npuMeHeHHeM CTaHIAPTHBIX METOIUK.
CornacHo HeKOTOpbIM BapuaHTam peanusanuu obpasen JHK mnamumentra tectupyror Ha: (1)
NPUCYTCTBHE WJIM OTCYTCTBHE MyTaluid B KaxnoMm u3 reHoB JAK2, CALR w MPL; n (ii)
MPUCYTCTBUE MYTAIMH IO MEHBIIIEH Mepe B OJHOM u3 creayromux reHoB: ASXLI, EZH?2, SRSF2
ulDHI1/2.

[0079] CornacHO HEKOTOpPBIM BapUaHTaM peajii3allii TeCTHPOBAHHE YKa3aHHOrO odOpasia
JIHK moxet ObITh MPOBENEHO ¢ MPUMEHEHHEM aHAIN3a CEKBEHUPOBAHHUSI HOBOTO ITOKOJIEHHS Ha
miardopme [llumina MiSeq cornacHo onucannto B ucrounuke: Patel ef al., Blood, 126(6):790-
797 (2015), comeprkaHue KOTOPOrO B YaCTH, OTHOCSIIEWCS K TecTupoBaHuio oOpasnor JIHK,
BKJIFOYEHO B HACTOSIIINUN TOKYMEHT.

C. dapmakoaunamuka (PJ1)
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[0080] Hacrosiimee nzobpeTeHre 4aCTUYHO OCHOBAHO Ha (papMakoguHaAMUYeCKoM ¢ dekre,
JIEMOHCTPHUPYIOLIEM CBA3b MEXAY OTBETOM Ha TEPANui0 C MHIMOMPOBAHHUEM TEJIOMEpasbl Y
CcyObeKkTOB ¢ Muenopudpo3oM M CHIKEHHEM ypoBHeH skcmpeccun Ttenomepasbl hTERT vy
CyOBEKTOB OTHOCHTENBHO 0a30BbIX YPOBHH. B HEKOTOpBHIX ciydasix cpeau CyOBEeKTOB,
AOCTHIABLIMX KJIMHHYECKOTO OTBETAa (CO CTOPOHBI CEJIEe3€HKHM WIIM CHUMITOMA) Ha TEPaINuio C
UHrUOMpOBaHUEM TesoMmepasbl Ha 24 Hexene, 50% wnu Oonbliee CHIDKEHHE YpPOBHEH
skcrpeccun hTERT PHK pocrturanoce y Gonbiiero %, 4em cpeau He AOCTHTHYBLIMX OTBETA
CYyOBEKTOB.

[0081] CornacHO HACTOSIIEMY H300PETEHUI0 MPENJIOKEHbl CTpaTU(UKAIMS W BBIOOP
MALMEHTOB, JJISi KOTOPbIX MOXKET OBbITh IMOJIE3HBIM Tepamnusi Mueaohudpo3a ¢ MHrHOMPOBAHUEM
TeJIoMepasbl, M CHOCOObl MOHHTOPWMHIA OTBETa, PENHAMBA W TMPOTHO3a Yy CYOBEKTOB,
MPOXOSIINX JIEUECHHE.

[0082] ACTHeKTbl HACTOSIIEro W300peTeHHsT BKIIOYAIOT CHOCOOBl BBIOOpa CYOBEKTOB
muenopudpozom (M®P) mist jgedeHuss UHTHOUTOPOM TeJloMepasbl, M CIOCOOBI jieueHus: MO,
Takxke mpensioskeHbl COCOOBI MOHUTOPUHIA TepaneBTHUeCKoil dddexTuBHOCTH Y CyOBEKTA C
M®. B HekoTOpbIX ciydasx (papmMakoguHaMU4YeCKUH >(PQeKT, Ha KOTOPOM OCHOBAH BapHaHT
peanu3zaluy MPEJIOKEHHBIX CIIOCO00B, TpencTaBisier coboi cHmkeHue skcrpeccun PHK
hTERT na 50% wnu Oonee, Hanpumep, Ha 60% wnu Oonee, 70% wunm Gonee, 80% wunu Goree,
i 90% wnu Goree.

[0083] PuGoHyk1eonpoTenH TenoMepasbl COCTOUT U3 KOMIIOHEHTOB WJIM CYyOBEANHHUL, JBE
U3 KOTOPBIX MpeAcTaBisitoT coboit Marpuny tenomepasnoii PHK (hTR) u Genokx obpaTtHo#
tpanckpunrassl Tenomepasbl (hTERT). Ouenka, onpeneneHue wWWiM H3MEpEeHHE YpPOBHEH
skcripeccun hTERT moryT ObITh MpOBeAEHbI C MPUMEHEHHEM JIHOOBIX YAOOHBIX CIIOCOOOB.
Paznudnble crmocoObl MOTYT MPUMEHSATHCS AUl aMIUTUUKALK, AeTeKunn U u3meperns MPHK
KOMIIOHEHTOB ~TEJIOMepa3bl WM POJACTBEHHBIX OEJKOB B OHOJOTMYECKHX JKHUIKOCTSIX.
[IpencraBnstomme UHTEPEC CHOCOOBI M aHATU3BL, KOTOPbIE MOTYT OBITh aJaNTHPOBAHBI JJIS
NPUMEHEHUs COTJIACHO TPENJIOKEHHbIM — Ccroco0aM, BKIOYAKT, HE OrPaHUYHMBAsCh
NePEYNCIIeHHBIMY, aHaIN3bl MeTogoM KonmudecTBeHHOH IILIP B peansHom Bpemenu (PB-IILIP),
HampuMep, OCHOBAaHHOH Ha dQuyopecueHTHOM Metoxe TagqMan, MMMYHOTHCTOXHMHYECKOE
CHIOCOOBI MCCIIEOBAHUS HKCIPECCHH OEJKOB M CIIOCOOBI, ONMHMCAHHBIE B WCTOYHHMKAX: MATEHT
CIIIA Ne6607898, Bieche et al., Clin. Cancer Res February 1 2000 (6) (2) 452-459, Terrin et al.
(“Telomerase expression in B-cell chronic lymphocytic leukemia predicts survival and delineates
subgroups of patients with the same 1igVH mutation status and different outcome.” Leukemia

2007; 21: 965-972) u Palma et al. (“Telomere length and expression of human telomerase
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reverse transcriptase splice variants in chronic lymphocytic leukemia.” Experimental
Hematology 2013; 41: 615-626).

[0084] Onenka mnu usMepenue ypoHeil skcrpeccun hTERT mosker ObiTh mpoBeneHa B
MOOBIX MOAXOASIIIMX LEJeBbIX KJIETKAaX WIN OHONornueckux oopasuax. LleneBble KI€TKH MOTYT
NpPEeACTaBIsATh CcO0OM Jo0Ble MOAXOAsAIIME KIETKM MalueHTa, B TOM 4YHCJIe, HO He
OrPaHUYMBASCh TEPEUUCIIEHHBIMHU, KJIETKA KOCTHOTO MO3Tra WM mepudpepudeckoil KpoBU
nanueHTa. B HEKOTOPBIX Clydasix yKa3aHHbIE LEIEeBbIe KIETKH BBIACISIOT U3 00pasla KOCTHOTO
MO3ra TalMeHTa. B HEKOTOpBIX Cilydasx yKa3aHHbIC LENEBbIe KJIETKH BBIACISIOT U3 00pasma
nepudepuIeckoll KpOBH MAIMEHTAa. YKa3aHHBbIC LEJIeBble KJIETKH MOTYT MPENCTAaBJIATh COOOH
I'PaHYJIOLHUTHI.

[0085] Ounenka wim m3meperne yposHeilt sxcnpeccurt hTERT PHK mosker ObITh poBeneHa
B obpasue PHK c mpumenenmem moObix ynobHbIX crocoboB. Obpaszen PHK wmosker ObITh
MOJIyYeH CHauaja MyTeM TOJy4YeHus oOpas3la KOCTHOTO Mo3ra, oOpasna mepudepudeckoi
KpoBH, Wi oboux oOpas3uoB, u mocieayromero ebigeneHuss PHK w3 ykaszanHoro obpasna
KOCTHOT'O Mo3ra, obpasua nepugepuieckoil KpoBH, HIIM 000MX YKa3aHHBIX 0Opa3ios. CormacHo
OJHOMY BapHMaHTy peajM3aliy 3Tal MOJy4eHHus o0pasla OT MalHeHTa BKJIIOYAET: MOJy4YeHHe
o0pasma KOCTHOrO MO3ra OT YKa3aHHOTO IAl[eHTa, BbIAEJEHHE KJIETOK M3 o0pasla KOCTHOTO
mosra u skcrpakiuio PHK w/mnmu IHK u3 BeigeneHHbIX kieTok. COriacHO IPyromMy BapHaHTY
peanusanuu stan noiyudeHus obOpasua PHK or manmenra BiimowaeTr: mojydeHne oOpasia
neprdeprIeckoil KpOBH OT YKA3aHHOTO MALMEHTA, BBIAEICHUE KJIETOK M3 YKa3aHHOro oOpasia
nepudepudeckoil kposu (Hampumep, rpaHysiouuros), n skctpakumo PHK w/mmm JJHK wu3

BBIACJIICHHBIX KJIETOK.

D. Jleuenue

[0086] ACTEKThI HACTOSIIIEr0 M300pEeTeHUsT BKJIFOYAIOT CIIOCOOBI JieueHust Mueiodpudposa y
HY KZAIOLIET0Csl B 3TOM CyOBeKTa (m1.e. MalMeHTa), IMEIOLIEero: TPOHHON OTPHLIATENIbHBIN CTATyC
HAa OCHOBaHWHU OTCYTCTBHs KakoH-mubo Myrtaruu B reHax JAK2, CALR u MPL (m.e. mytauus B
YKa3aHHBIX T'€HaX OTCYTCTBYET, WJIM B VKa3aHHBIX T'€HAX HET MYTalWil);, W/HIH BBICOKOTO
monekyJsipHoro prucka (HMR) Ha ocHOBaHMM MPHUCYTCTBHUSI MyTaLlUU TIO MEHBIIEH Mepe B OJHOM
u3 cnenyromux reHoB: ASXLI, EZH2, SRSF2 w IDHI/2. CornacHO OAHOMY BapUaHTy
peanu3allid  HACTOSIMIErO H300peTeHHsI MPEeMJIOKeH Crocod Jedennss wmmenodudpoza y
HY>KZAIOLIEroCsl B 3TOM CyOBeKTa (/1. e. malMeHTa), IMEIOLIero: TPOHHON OTPHULIATENIbHBIN CTATyC
HA OCHOBaHWUHU OTCYTCTBHs KakoH-muOo myrtaiuu B reHax JAK2, CALR u MPL (m.e. mytauus B

YKa3aHHBIX I'€HaX OTCYTCTBYET, WJIM B yKa3aHHBbIX reHax Her Mytauuii). CoriacHo omHOMY
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BApUAHTy peajM3allud yKa3aHHbI  MuHenopuOpo3 mnpeacraBisieT CoOOM  MEpBHYHBIN
muenopuopo3. CornacHO IpyroMy BapHaHTy peaju3alud  yKa3aHHbIM  Muenopudpo3
npencTaBisier cobol Muenopudpo3, KOTOPBIA Pa3BUBAETCS IOCJHE HCTHHHOH MOJULUTEMHUH
(moct-UIT M®). CornacHo anpTepHATUBHOMY BapHAHTY peaiM3aliy yKa3aHHbIH mMuenodudpos
npeacrasiasier cobol  muenopuOpo3, KOTOPBI  pa3BUBAECTCS  TOCHE  3CCEHIMATbHOMN
Tpomboruremuu (moct-0T M®).

[0087] CornacHO ompefeNeHHbIM BapHaHTAM peaiu3alliid yKa3aHHBIX CIOCOOOB JIeUEHUs
NAalMEeHT paHee He monydyan tepanuto uHruowropamu JAK. CormacHo apyrum BapHaHTam
peanu3anyy YKa3aHHbIA MAlleHT paHee mojiydan Tepanuio uHruoutopamu JAK u ykasaHHas
tepanusi uHruouropamu JAK oxaszamace «Hes(dextuBHONW» (T.e. 3aboneBaHue OBLIO
PE3UCTEHTHBIM WJIM TMAMUeHT ObT  pepakTOpPHBIM K Tepamud, Wid 3a0oJeBaHHE
pPEeLUUANBUPOBATIO, HECMOTPSI HAa TO, YTO CHa4ayna HaOmromajcs orBerT Ha JjedeHue). CoriacHo
APYTUM BapHaHTaM peaJi3aliHf CIOCOOOB JIEUEHUs] YKA3aHHBIH MALMEHT MOJyYall TEPaIuio
unruouropamu JAK u npexparun tepanuro uHruontopamu JAK n3-3a CBSI3aHHOMN C JIeYEHHUEM
TOKCHUYHOCTH HJIH HeTlepeHOCUMOCTH. COrJlacHO HEKOTOPBIM BapHAHTAM PEATM3aLUN YKa3aHHbIE
CTIIOCOOBI JIEUEHUS TOTIOJIHUTENbHO BKIIIOYAIOT NMPEMEANKALN0 TudeHruapaMuaom (25-50 mr) u
rugpokopTH3oHOoM (100-200 Mr), ninm SKBUBAJIEHTOM NEPEUYUCIIEHHOTO.

[0088] CybObekt mpencraBisier coOOH MIIEKONUTAIOIIEe, HYXKAAIoIIeecs B JICUEHUH paka.
Kak mnpaBuio, cyObekT mnpexncraBisier co0ol naumeHTta-denoBeka. COINIACHO HEKOTOPBIM
BapUAHTAM peaJM3aLUN HACTOSINEr0 M300pEeTeHNs YKa3aHHBIH CYOBEKT MOXKET IMpPEACTaBIISATH
co0Ol He SIBJIAIOLIEEeCS YEeIOBEKOM MIICKOMUTAIOLIEe, TAaKOe KaK He SIBJISIOLIUICS YeJIOBEKOM
NPUMAT, MOJENbHbIE JKUBOTHbIE (HANpumep, TaKUX >KABOTHBIX, KaK MbIIH U KPBICHI,
UCTIONB3YEMbIE ISl CKPUHMHIA, XapakTepuU3aluh ¢ OLEHKH MEIUKAMEHTOB) H Jpyrue
MJIEKONIUTAIOLINE. B HACTOALIIEM TOKYMEHTE TEPMHUHBI IIALUEHTY», CYOBEKT» U KUHAHBHIYYM»
UCTIONIB3YIOTCS B3aMMO3aMEHSIEMO.

[0089] B HacTosiiemM TOKyMEHTE U COTJIACHO OOIIEN3BECTHOMY B JAHHOW 00JaCTH TEXHUKU
OTIPENENICHUIO «JICUEHHE» IMPEACTaBIseT cOO00H Crnoco0 MONydeHHs MOJIE3HBIX WIH TPeOyeMbIxX
pe3yJbTATOB, B TOM YHCIE KJIMHUYECKUX pe3yJbTaToB. s Lenel HacTOsIIero u300peTeHwHs
NoJie3Hble MM Tpedyemble KIWHUYECKHE pe3yJbTaThbl BKIOYAOT, HE OrPaHUYHMBASCH
NePEYNCIIEHHBIM, OOJIeTdeHrne WM CMSATYEHHe OIHOTrO WM 0ojiee CHMIITOMOB, YMEHBIICHHE
crereHu 3a0oneBaHus], ctabunm3anuio (m.e. OTCYTCTBUE YCYryOJIeHHs) cTaTyca 3a0O0JieBaHMS,
NPEAOTBPALIEHHE  PACIpPOCTPaHEHUs  3a0ONeBaHMsA,  3aAepXKKy  WIM  3aMeJIeHue
nporpeccupoBaHus 3a00JeBaHUs, CMSTYeHHE WM BPEMEHHOe olyerdyeHne OOJIe3HEHHOTrO

COCTOSIHUS, U PEMHUCCHUIO (YACTHUYHYIO WJIM TOJHYIO), NE€TEKTUPYEMble WM HENEeTEeKTHPYEMbIE.
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«Jleyenne» MOXeT Takke O3HA4YaTh YBEJIWYEHHE MPOAOLKUTEIbHOCTH BBIKMBAEMOCTH IO
CPaBHEHHUIO C 0’KMJA€MON BbDKMBAEMOCTBIO ITPU OTCYTCTBUM JIEUEHMUS.

E. HNuruéuropsl Te1omMepasnl

[0090] CriocoObl  COrJIaCHO — HACTOSIIEMY  HM300PETEHHIO MOTYT TMPUMEHSIThCS  AJIst
UIeHTU(UKALNN TTALUEHTa, KOTOPBIH ¢ OONBIIOH BEPOSTHOCTBIO MOJYYUT MOJB3Y OT JICUYSHHS
JOOBIMH  TTOIXOMSIIIUMH  HMHIHOUTOpaMu TenoMmepasbl. Kpome Toro, so0ble MOAXONSLINE
UHTUOUTOPBI TEJIOMEpa3bl MOTYT HAXOAWTh NMPUMEHEHHE B MPEIUIOKEHHBIX CIIOCO0ax JIEYSHHUS.
CornacHo HEKOTOPbIM BapHaHTaM peaNM3alli  YKAa3aHHbI WHTHOUTOP  TeJloMepasbl
NpeAcTaBIsieT COOOH OJMTOHYKJIEOTHA C WHTHOMTOPHOW AaKTHUBHOCTBIO B  OTHOLICHUH
TeJIOMepa3bl, B YaCTHOCTH, OJIUTOHYKJIEOTH | corjiacHO onpenesnennto B WO 2005/023994 w/unu
WO 2014/088785, comep:kaHHE KOTOPBIX BKJOYEHO B HACTOSLIUI TOKYMEHT IOJHOCTBIO
NOCPENCTBOM CCBUIKH. B HEKOTOpPBIX cCiydasx OOWH WM Ooyiee MHTHOMTOPOB TEIOMEpPa3bl
(nanpumep, nBa WIN TPU MHTHOUTOPA TEJIOMEPA3bl) MOTYT OBITh BBEAEHBI MIIEKOIUTANOIIEMY

JJI JICYUCHUA 3JIOKQYECTBEHHOT'O r€MaTOJIOrHIE€CKOTO 3a00/1eBaHHUS.

Hmerencrat
[0091] CornacHoO HEKOTOpPHIM BapUaHTaM peaNn3aluy yKa3aHHBIH WHIHOUTOpP TeIoMepasbl
NpeACTaBsieT coOOW HMETeNCTaT, B TOM YHCJIE €ro TayTOMepPbl M €ro COJH, HampuMmep,
¢dapmaueBTHuecku mpuemiieMble cosd. Mmerencrar mpencrasisier coOOH HOBBIN, MEpBbI B
CBOEIl rpymnmne MHruOUTOp TejJoMepasbl C KJIMHUYECKOW aKTHBHOCTBIO NMPH I'€éMaTOJOTHYECKHUX
3JI0KA4eCTBeHHbIX HOBoOOpasoBanusix (Baerlocher ef al., NEJM 2015; 373:920-928; Tefferi et
al., NEJM 2015; 373:908-919) (nokaszan HUxke):

O=%—SH
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NH,
rae  «npsy o3Hadaer Tuodochopamumatayro cBsi3sb  —NH—P(=0)(SH)—O—,

COEIUHSIOLIYIO 3'-aTOM yIiiepofa OAHOIO HykJeo3uaa ¢ 5'-aTOMOM yIiiepofia CMEKHOTO

HYKJICO3U/1A.



31

[0092] B HEKOTOpBIX cilydasX yKa3aHHbIH WHTUOUTOpP TeIOMepasbl NMPEACTaBISIET COOOM
UMETEeJICTAaT HATpHs, B TOM YHCJIE €ro TayToMepbl. MMerencraTr HaTpusl mpencTaBiseT coOOM
HATPHUEBYIO COJIb UMETENICTAaTa, MPEACTABIAIONYI0 COOOH KOHBIOTMPOBAHHBINA C CHHTETHYECKUM
oununoM  13-mepHblii  onuronykieorun N3'—PS'-tnodochopamunar. Hmerencrar Hatpus
npencTaBisier coOOW  MHrUOWTOp — TeJoMepasbl, IPEACTABIAIINNA CcOOOH  KOBAJEHTHO
JUMUAUPOBAHHBIA  13-MepHBI  ONUTOHYKJIeOTHA (TIOKAa3aH HIDKE), KOMIUIEMEHTapHBbIH
marpuuHoii obnactu PHK Tenomepassr uenoseka (hTR). Xumudeckoe Ha3BaHue MMETENCTaTa
Harpusi: JIHK, d(3’-amuno-3’-ne3okcu-P-tro) (T-A-G-G-G-T-T-A-G-A-C-A-A), 5’-[O-[2-
runpokcu-3-(rekcaaekanounamuno Jupornwi|pocdoruoar], Hatpuesas coib (1:13) (SEQ ID NO:
1). Umerencrat HaTpusi He 3a1eiCTBYeT ISl (PYHKIIMOHHMPOBAHUSI aHTUCMBICIIOBOI MEXAHU3M H,

COOTBETCTBEHHO, Y HErO OTCYTCTBYIOT OOOUHBIE 3(h(heKThl, YacTo HabrogaeMple pyu NOAOOHOH

Tepanuu.
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Hwmerencrar HaTpus
[0093] Ecnu nHOE He yKa3aHO WM HE OYEBUIHO U3 KOHTEKCTA, B HACTOSLIEM JOKYMEHTE
IIPU YIIOMUHAHUKA UMETEJICTAaTa TAK)Ke MOAPA3YMEBAIOTCs €r0 TayTOMEPHI U €r0 COJIU, HANpumep,

(I)apMaI_IeBTI/ILIeCKI/I MPUEMJIEMBIC COJIN. Kak 6b110 YHOOMSHYTO, UMETECJICTAT HATPUS, B HACTHOCTH,
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NIPEJCTaBIeH HAaTPUEBOI CONIbI0 uMeTencTata. Eciu MHOE HE yKa3aHO WM HE OYEBUAHO W3
KOHTEKCTA, B HACTOSLIEM TOKYMEHTE NPU YIIOMUHAHUM MMETEJICTAaTa TaKKe MOJAPa3yMeBatoTCs
BCE €0 TayTOMEPBHL.

[0094] HmerencTar M MMETENCTAaT HATPHUsS MOTYT OBITh MPOM3BENECHbI, M3TOTOBJIEHBI HIIH
HOJTy4eHbI COTJIACHO CYLIECTBYIOIIMM ONHCAaHMsIM (CM., Hampumep, Asai ef al., Cancer Res.,
63:3931- 3939 (2003), Herbert ef al., Oncogene, 24:5262-5268 (2005), u Gryaznov, Chem.
Biodivers., 7:477-493 (2010)). Ecnu uHOEe HE yKa3aHO WM HE OYEBHIHO M3 KOHTEKCTa B
HACTOALIEM JOKYMEHTe IIpH YIOMUHAHUU HMETeNCTaTa TakKe IOpa3yMeBAOTCs TaKxkKe
BKJIFOYAIOT ero coju. Kak ObUIO yHOMSIHYTO, MMETEJICTAT HATPHs, B YaCTHOCTH, SIBJISIETCS
HATPUEBOH COJIBIO UMETENICTATA.

[0095] HNwmerencrar nHaueneH Ha PHK-matpuiyy tenomepassl U MHTHOMpPYET aKTHBHOCTD
TeloMepasbl M Npoiudepanuio KJIETOK B PAa3JUYHBIX JIMHUSX PAKOBBIX KIJIETOK H
KCEHOTpaHCIUIAHTaTax omyxojen y mbimeii. Ucciaenosanus 1 ¢aspl, BKIIFOUArOIUe MAUEHTOB C
pPaKoOM MOJIOYHON JKeje3bl, HEMEJKOKJIETOUHbIM pakoM JIETKOro U APYTMMU COJHUIHBIMU
OINyXOJISIMH, MHOKECTBEHHOW MHEIOMON WM XPOHHYECKHUM JUM(OLUTAPHBIM JIEHKO30M
obecieurmnn  mHQOpMaLMIO O (dapMaKOKUHETHKE U (apMaKOAWHAMHUKE JIEKapPCTBEHHOTO
cpenctra. ITocnenyromee uccnenosanne Il ¢aspl, BKIOYaNOIIEee MAMEHTOB C 3CCEHIUAIBHOM
TpOMOOLIUTEMHUEH, MMTOKA3aI0 aKTUBHOCTh, 00ECMEUNBAIOIIYI0 CHIDKEHHE YPOBHS TPOMOOIIMTOB,
COIIPOBOKAAEMOE 3HAUYMMBIM CHIDKEHHEM HArpy3ku MyTaHTHbIMU aiensmu JAK2 V617F u
CALR. VImerenctar HaTpus OOBIYHO BBOIST BHYTPHBEHHO, NMPU PEATM3ALMH IMPEAJIOKEHHBIX
croco00B NPENyCMOTPEHO TAaKXKe BO3MOJKHOE BBEAEGHHE JIPYTUMH CIOCO0aMH, Hampumep,
UHTpPaTEKaJbHOE BBEIEHUE, BHYTPHUOIyXOJIeBasi HHBEKLHUsS, NepopajbHOE BBENEHHE U Jp.
HNmerencrar HaTpusi MOXKET BBOAHUTBCS B 033X, COMOCTABHUMBIX C OOBIYHBIMH J1O3aMH IS
KJIMHUYecKoro npumeHeHusi. CorjjacHoO HEKOTOPBIM BapUaHTaM pealli3alliid UMETeNCTaT HaTpHus
BBOJSIT COTJIACHO OMMCAHUIO B TEKCTE HACTOSALIEr0 TOKyMEHTA.

[0096] CornacHO KOHKPETHOMY BapUaHTy peajiu3allid, COOTBETCTBYIOIIEMY JFOOOMY
APYyrOMY BapUaHTy peaju3allii, HMETeNCTaT OrpaHuuYeH UMETENICTaTOM HaTpUsl.

F. dapmaneBTHYECKHE KOMIIO3HLIUH

[0097] JList obnerdeHus: BBeNeHUsI HHTUOUTOP TeJIoMepasbl (Hanpumep, COrJIACHO OMUCAHUIO
B HACTOSIIEM JJOKYMEHTE) MOXKET ObITh BBEIEH B COCTAB PAa3IMYHBIX (papMalleBTUIECKHX (HOpM,
NpeAHA3HAYEHHBIX JJIsI BBEACHUSA. B HEKOTOPBIX Ciydasx ykKa3aHHBIH MHTHOUTOP TEIOMepasbl
BBOIAT B Buxe (apmaineBTHueckod  kommosuuuu. Hocurtens wnm  pazOaButens
bapmareBTUIeCKOH KOMITO3ULH JOJDKEH OBITh «IIPHUEMJIEMBIM» B CMBICJIE COBMECTHMOCTH C

APYruMHU UHIPEAUCHTAMU KOMIIO3WLHWHK, W HE TPHUHYUHATL Bp€Aa €€ pPCLHUIINCHTaM.
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dapmaneBTHYECKas KOMITO3UIMS MOXeT OBbITh 3aKJIYE€HA B €IWHUYHYIO JIEKAPCTBEHHYIO
¢dbopMy, MOAXOASAIIYIO, B YACTHOCTH, JIJIsl BBEACHUS MEPOPATIBHO, PEKTATIBHO, YPECKOKHO, MyTEM
MapEeHTEPAIbHON MHBEKLMHM WU NMYTEM HHIalslud. B HEKOTOpBIX Ciydasx BBEIEHUE MOKET
OBITH OCYIIECTBJIEHO MOCPEACTBOM BHYTPUBEHHOH MHBEKLMH. Hampumep, mpu nmpUroToBiIeHUH
KOMITO3MLIMK B BHUJE JIEKAPCTBEHHOH (OpMBI I MNEpOPAIbHOTO NPUMEHEHHS MOTYT
NPUMEHSTBCS JII0ObIe OOBIUHBIE (papMalleBTUYECKHE CpEeAbl, TaKkue Kak, HampuMmep, BOJA,
TJIMKOJIM, Maclia, CIIHUPTHI U T.II. B Cllydae >KUAKUX COCTABOB JJI MEPOPajbHOrO MPUMEHEHUs,
TAKUX KakK CYCIIeH3UH, CHUPOIBI, 3JMKCUPBI, 3MYJIbCUM U PACTBOPBI, WU TBEPIAble HOCHUTEIH,
TAKMe KaK KpaxMalibl, caxapa, KaoJMH, pa30aBHUTENIH, CMa3bIBAIOINUE BELIECTBA, CBS3YIOLIHE
BELIECTBA, ar€HTHI AJIs YIy4IIeHUs PacnagaeMOCTH U T.II., B CIy4ae MOPOLIKOB, MII0JIb, KanCyJl
U Ta0neTok. BBUIY MPOCTOTHI BBENEHHs TAOJIETKH U KaICyJbl MPEACTaBISIOT OO0 Hanboee
NOJIE3HbIE €AMHUYHBIE JO3UPOBAHHBIE (POPMBI IS IEPOPATLHOTO MPUMEHEHUS, I TIOTYYEeHUS
KOTOPBIX, OY4EBUIHBIM 00pa30M, HCIIONB3YIOT TBEpAbIE (papmarieBTudeckne Hocurenu. Hocurenn
IUT TIAPEHTEPATBHBIX KOMITO3ULMHA OOBIMHO COAEPIKUT CTEPHIIBHYIO BOXY, COCTABJISIOLIYIO IO
MEHBILIEH Mepe ero 3HAUUTENbHYIO YaCTh, XOTS MOTYT OBbITh BKJIIOUEHBI U APYTHE HHIPEIHEHTH,
HampuMep, CIOCOOCTBYIOIMME  PAacTBOPUMOCTH. MoryT ObITh TOJYYEHBbL, HampUMep,
UHDBELUPYEMbIE PACTBOPBI, TJI€ HOCUTENb COAEPKUT COJIEBON PacTBOP, PACTBOP TJIFOKO3bI MU
CMeChb COJIEBOIO pacTBOpa M pacTBOpa IUIIOKO3bl. MOryT OBbITH MOJy4eHbI, HampuMmep,
UHBELIUPYEMbIE PACTBOPBI, I[Ie HOCUTENIb COAEPKUT COJIEBON pacTBOpP, PACTBOP IUIFOKO3bI WU
CMECh COJIEBOIO PAacTBOpPa M pPacTBOpa INIIOKO3bl. HMHBEnupyembple pacTBOPBIL, COAEpIKALIue
MUHTHOUTOP TeJIOMepas3bl, ONMCAHHBII B HACTOALIEM JTOKYMEHTE, MOTYT ObITh BBEIEHBI B COCTAB C
MacjoM JUIsl TPOJIOHrHpoBaHHOro peicteus. llomxondmme Macna Ui yKa3aHHOW LeNU
NIPECTaBJICHbl, HANpUMeEpP, apaxHCOBbIM MAcjIOM, KYHXXYTHBIM MAacjiOM, XJIOTIKOBBIM MAacCJIOM,
KYKYPY3HBIM MAacjiOM, COEBbIM MAacCJIOM, CHHTETUYECKUMHU CJIOKHBIMH 3(PUpaMU TIHLEPHHA U
JJIMHHOLIETIOYEUHBIX JKUPHBIX KHUCIOT, U CMECSIMH YKa3aHHBIX U JPyrux macein. MoryT Takke
OBITh TPUTOTOBJICHBl WHBELHUPYEMbIE CYCIIEH3WH, B 5TOM CJIy4ae MOIXOMSIINE JKHIKUE

HOCUTECIIK, CYCICHAUPYHOIIHUE Aar¢HTbel W T.II. MOTyT OBITb HCIIONB30BaHBbL. Takke

>
NPEAYCMOTPEHBI COCTaBbl B TBEPHAOH (hopMe, KOTOpbIe NMpEeAHA3HAYEHbI Ui MpeoOpa3oBaHus,
HE3a/I0JITO Tepes] MPUMEHEHUEM, B COCTaBbl B JKHIKOH (Gopme. B KOMIOZUIIMSIX, MOIXOASALINX
IUIi  YPECKOXKHOTO ~ BBEINEHHs, HOCHUTENb  HeOOsA3aTeNbHO  CONEPXKUT  YIIYUIIAFOLIHHA
NPOHMKHOBEHHE AareHT W/WIM NOAXONALIMH CMAuMBAIOIINI areHT, HeoOs3aTeNnbHO B
KOMOMHAIIMY C MOAXOAALIMMH A00aBKaMH JIFOOOH NMPUPOAbI B HE3HAYUTEIBHBIX KOJIUYECTBAX,

KOTOpbIE HE OKa3bIBAIOT 3HAUYMMOro naryoHoro s¢¢exra Ha KOxXy. YKa3aHHbIE TOOABKU MOTYT

o0yeryaTh NpPUMEHEHHE HAa KOXK€ H/WJIM MOTYT OBbITh IOJIE3HBI U TOJyueHHs: Tpedyemoil
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KOMITO3UINH. YKa3aHHasi KOMITO3HLMS MOXKET BBOJUTHCS PA3IMYHBIMH IYTSAMH, HANpUMeEpP, B
BUJI€ TPAHCAEPMAIBHOT'O IIACTBIPS, TOUEYHBIM HAHECEHUEM, B BUE MA3U.

[0098] B YaCTHOCTH, SIBJISIETCS MIOJIE3HBIM MOJIy4YEeHHUE BBILIEYTIOMSHYTBIX
(apmaLeBTHUECKUX KOMITO3MLUI B BHIE CTAHAAPTHOH JIEKAPCTBEHHOH (OPMBI AJISI MPOCTOTHI
BBEIEHNs M €AMHOOOpasus NO3UpOBKU. EnuHMYHAs nekapcTBeHHass (GopMa B HACTOSIIEM
JOKYMEHTE OTHOCUTCS K (PU3MYECKH AMCKPETHBIM €AMHHLAM, MOAXOASIIUM ISl TPUMEHEHUST B
Ka4eCTBE €IMHUI] JO3bl, INIe KaXIas eIMHUIA COAEPIKUT 3aJaHHOE KOJHYECTBO AKTHBHOTO
UHTPEUEeHTa, PACCUMTaHHOE [UIs moiydeHus Tpedyemoro TepameBTudyeckoro s¢ddekra,
CBSI3aHHOTO C TpeOyeMbIM (hapMaleBTHYECKUM HocuTesneM. I[IpuMepsl TakuX eIMHUYHBIX
JIEKapCTBEHHBbIX (HOPM IMpencTaByieHbl TabieTkamMu (B TOM YHCiie TaONeTKaMu ¢ HACeYKOH WiH
TabieTkamMu B 000JI0YKE), KANCyJaMH, MATIOJISIMY, TAKETHPOBAHHBIMHU MOPOIIKAMH, O0JaTKaMH,
CYIIMO3UTOPUSIMH, HHBELHPYEMBIMH pPAacTBOpPAMH MJIM CYCHEH3UWsSIMH H T, H HX
000COOIEHHBIMH MHOYKECTBAMH.

[0099] JUns TOBBIMIEHHsS] PACTBOPUMOCTH W/WJIM CTaOMJIBHOCTH B  (papMaleBTHUECKUX
KOMITO3ULIMSIX JIEKAPCTBEHHOI'O CPEICTBA, OMHUCAHHOTO B HACTOSIIEM JOKYMEHTE, MOXKET OBITh
MIOJIE3HBIM HCIIONIB30BATh (-, B- MM Y-IHUKJOAEKCTPUHBI WM MX MPOU3BOAHBIE, B YaCTHOCTH,
T'MIPOKCUANIKMI-3aMEIIeHHbIe  IUKJIOACKCTPHUHBI,  HAampumep, 2  TUAPOKCHIIPOMMII-f3-
LIUKJIOAEKCTPUH WIH CyIbPoOyTHI-B-1uKknoaekcTpuH. Takke yiaydmarh pacTBOPUMOCTb W/HITU
CTaOMJIBHOCTD YKa3aHHOT'O MHTHOUTOpA TeJoMepasbl B (papMaleBTUYECKUX KOMITO3UIMAX MOTYT
COPACTBOPUTENH, TAKUE KaK CITUPTHI.

[0100] B 3aBucumocTH OT crocoba BBeIEeHUs yKa3aHHAs (papMaleBTHYECKas KOMITO3HLIMS
npeanoutuTesbHo copepkut 0,05-99 % no macce, 6onee npennourutensHo ot 0,1 1o 70 % no
macce, eme Oonee mpeamourutenbHo ot 0,1 mo 50 % mo macce MHrHOMTOpa TENOMEpasbl,
OMKMCAHHOT'O B HACTOSIIEM JNOKyMeHTe, u OT 1 10 99,95 % mno macce, Ooyiee mpeanoYTUTENBHO OT
30 mo 99,9 % mno wmacce, eme Oonee mpenmoutuTesibHO OT 50 mo 99,9 % mo wmacce
(hapMaeBTHYECKH TPUEMJIEMOTO HOCHUTEJIS; BCE MPOLIEHTHBIE MMOKA3aTe OCHOBAHBI Ha O0IeH
MacChl KOMIIO3HLINH.

G. BBenenne u pe;kuMbl BBeJeHHSsI

[0101] Uacrota BBemeHUsT MOXKeT ObITh MPEACTaBJIeHA JIFOOOW YacTOTOH, KOTOpas
YMEHBINAET TSHKECTh CHMITTOMa MUenopuOpo3a, He 00yClaBINBAIOIeH 3HAYUMOW TOKCHYHOCTH
s cyobekra. Hampumep, Moker ObIThb HCHOJB30BaHA 4YaCTOTAa BBEACHUS OT BBEACHUS
NPUOIU3UTENBHO OTHOKPATHO KaXKbIe IBa MECsIIa A0 BBEACHUS MPUOIN3UTENIEHO OTHOKPATHO B
HENeM0, KaK BapUaHT — OT BBEACHMsA NPUONM3UTENPHO OIWH pa3 B MeECSI] O BBEACHUS

l'IpI/I6J'II/IBI/ITeJ'IbHO ABAXAbl B MCCAL, KAaK BapHUaHT —BBCACHUC HpI/I6J'II/IBI/ITeJ'IbHO OAHOKPAaTHO
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KaX/ble INeCTh HEeAeNb, NMPUOIM3UTENBHO OIHOKPATHO KaXkAble 5 HeIenb, Kak BapHaHT —
NPUONU3UTENBHO OJHOKPATHO KaKible 4 HENeNH, KaK BapUaHT — MPUOIN3UTENBHO OJHOKPATHO
KaXible 3 HelenM, Kak BapUaHT — MPUOJIM3UTENbHO OJHOKPATHO KaXkAble 2 HENEeNU MU Kak
BapUAHT — MNpPUOJIM3HTENLHO OOWH pa3 B Henxemo. YacTora BBENEHHS MOXET OCTaBaThCS
MOCTOSIHHOW WMJIM MOKET BapbUpPOBaTh HA MPOTsDKEHUM JjieueHus. Kypc nedeHust koMnosuiuet,
cozep Kaliel onuH win 0ojee HHrUOUTOPOB TEJIOMEPa3bl, MOJKET BKJIIOUATh MEPUOIBI OTIBIXA.
Hanpumep, komMnosunusi, copepikamias HMHICHOUTOP — TEJIOMepasbl, MOXKET BBOIUTHCS
€KEHEeNIeJIbHO Ha TPOTSHKEHUH TPEXHEIETbHOrO Mepuona ¢ MOCISTYIOIUM JBYXHEAEIbHBIM
NEepUOIOM OTAbIXa, W TAKOH pEeKUM MOXKeT ObITh MOBTOPEH HeomHOKpaTHO. Kak u Ha
s¢exTuBHOE KONMHMYECTBO, HAa (PAKTHYECKYHD YAaCTOTy BBENEHUS, HCIONb3YEMYIO st
KOHKPETHOTO TPUMEHEHHs, MOTYT BJIMATh pasiauuHble ¢akTopel. Hampumep, s>¢dexTuBHOE
KOJINYECTBO, MPOJOJUKUTENbHOCTD JICUSHHs], NPIMEHEHNUE HECKOJBKHX areHTOB ISl JICUCHUS,
NyTh BBEACHUS U TSDKECTh MHeNo(puOpo3a M CBS3aHHBIX CHMIITOMOB MOTYT NOTpeOOBaTh
YBEJINYEHHUS WJIN YMEHBIIEHHS YaCTOThHI BBEIEHIS.

[0102] O¢p¢hexkTuBHON NPONOJLKUTENBHOCTBIO  BBEIACHHMS  KOMITO3MLMH, COAEpKallen
UHTUOUTOp TeoMepasbl (Hanpumep, UMETENCTaT U UMETEJICTAT HATPUs), MOXKET ObITh JIr00ast
NPONOJKUTEIBHOCTb, KOTOpas YMEHBINAET TSDKECTb CUMIITOMA Muenopuoposa (nanpumep,
COIJIACHO OINHMCAHUIO B HACTOSIIEM AOKYMEHTE), He 00yClaBInBasi 3HAUUMYIO TOKCUYHOCTD JJIs
cyobekTa. COOTBETCTBEHHO, 3 (eKTUBHAS IPOIOJKUTEIBHOCTh MOXKET BAPbUPOBATH OT OJHOTO
Mecsla 10 HECKOJIbKUX MECSLIEB WU JIeT (Hanpumep, OT OOHOTO MeCsIlia A0 ABYX JIET, OT OJHOTO
Mecslia 10 OHOTO Iojia, OT TPeX MECSLEB N0 JBYX JIET, OT TPEX MECSLEB IO AECATH MECSLEB,
WK OT Tpex MecsiieB 10 18 mecsues). B nenom, s¢dexkTuBHAsS MPOAOIKUTETBHOCTD JIEYEHUS
muenopudpo3a MOKET BapbUPOBaTh OT IABYX MECSLEB IO ABAIALATH MeECSIeB. B HEKOTOpPbIX
cnydasix 3¢ dexTuBHas MPOAOIKUTETBHOCTh MOXKET COCTABJISITh BECh MEPUOJ, HA MPOTSKEHUU
KOTOPOT'O MHANBHUIAYAJbHBIN CYyOBEKT OCTAETCsI B )KUBBIX. HECKONBbKO (haKTOPOB MOTYT BIIUSITh HA
¢dakTuueckyro 3(Q(PEeKTHBHYIO MPOAOIDKUTENBHOCTh JUIsI KOHKPETHOro JedeHwus. Hampumep,
3¢ deKkTHBHAs MPONOIKUTENBHOCTD MOXKET BapbUPOBATh B 3aBHCUMOCTH OT YacTOTHI BBEIEHUS,
3¢ (}EeKTUBHOrO KOJHYECTBA, NPUMEHEHHs HECKOJbKHUX AareHTOB MJIS JICYSHMs, MapLIpyTa
BBEICHUS U TsDKECTH MHeNo(huOpo3a 1 CBA3aHHBIX CUMIITOMOB.

[0103] B HEKOTOpBIX Cy4asx MOKET NPOBOAUTHCS MOHUTOPHUHI KypCa JIEYEHUS] U TSKECTH
OIHOTO WK OO0Jiee CHUMITTOMOB, CBSI3aHHBIX ¢ Muenopudposzom. JIrodoi crocod momxoaut st
OTIpeNIeNIeHNs] YMEHBIIEHUSI UM OTCYTCTBHS YMEHBIIEHHs TSKECTH CHMITTOMa Muenopuoposa.
Hanpuwmep, onenka TspkecTu cumnToMa MmuenodpuOposa (nanpumep, COTINACHO ONUCAHUIO B

HACTOSLIEM TIOKYMEHTE) MOKET ObITh MPOBEICHA C IPUMEHEHHUEM METOAO0B OUOTICHUU.
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[0104] HMHruburops! TenoMepasbl COrNIACHO MPEIOKEHHBIM CIOCO0aM MOTYT BBOAMTHCS B
moboil no3e, Koropas sBISeTCA TepaneBTHUecku 3((EKTUBHON, Hampumep, B [103aX,
COIOCTaBUMBIX C OOBIYHO HCIOJIb3yEMBbIMU B KJINHUKE. KOHKpETHBIE PEXUMBI JO3UPOBAHUS IS
U3BECTHBIX W OJOOpPEHHBIX TMPOTUBOPAKOBBIX AareHTOB (Hanpumep, PEKOMEHIOBAHHAs
s¢dekTuBHAs 103a) W3BECTHBI JICUAIMM BpadaM M MPUBOAATCS, HAMpPUMEpP, B OIMHUCAHUSX
nponykra B uctounukax: PHYSICIANS’ DESK REFERENCE, 2003, 57th Ed., Medical
Economics Company, Inc., Oradell, N.J.; Goodman & Gilman's THE PHARMACOLOGICAL
BASIS OF THERAPEUTICS” 2001, 10th Edition, McGraw-Hill, New York; wu/umm
npenocTaBistoTes PenepanibHbIM YIPABICHUEM IO JIEKAPCTBEHHBIM CPEICTBAM, W/WJIN OTIHCAHBI
B MEIMLMHCKOH JTUTEpAType.

[0105] CorymacHO HEKOTOpPBIM AaCIMeKTaM JI03a WHTHOWUTOpA TeJOMepasbl, HMEeTEeJICTaTa
HATpPUs, KOTOPYKO BBOIAT CyOBEKTy, cocTaBisier oT mnpudmmurensHo 1,0 mr/kr pmo
npubnusutensHo 13,0 mr/kr. CorjacHO APYrMM aclekTaMm J103a HHTHOUTOpa TeloMepasbl
cocraBisieT OT npuOmmsuTenbHo 4,5 wmr/kr go mnpubnusurtensHo 11,7 Mr/kr, wim OT
npudm3uTeNbHO 6,0 Mr/kr 1o npudnm3uTenbHo 11,7 MI/Kr, Wiu OT NPUOIU3UTETBHO 6,5 MI/KT
no mpudmmsurenbHo 11,7 wmr/kr. CorjlacHO HEKOTOPBIM BapHaHTaM pean3aluu 1032
UHruOUTOpa TENOMEpas3bl BKIIIOYAET 0 MEHbIIeH Mepe npudbmusutenvHo 4,5 mr/kr, wim 4,6
mr/kr, 4,7 mr/kr, 4,8 mr/kr, 4,9 mr/kr, 5,0 mr/kr, 5,5 mr/kr, 6,0 mr/kr, 6,1 mr/kr, 6,2 mr/kr, 6,3
Mmr/kr, 6,4 mr/kr, 6,5 mr/kr, 6,6 mr/kr, 6,7 mr/kr, 6,8 mr/kr, 6,9 mr/kr, 7 mr/kr, 7,1 mr/kr, 7,2
mr/kr, 7,3 mr/kr, 7,4 mr/kr, 7,5 mr/kr, 7,6 mr/kr, 7,7 mr/kr, 7,8 mr/kr, 7,9 mr/kr, 8 mr/kr, 8,1
mr/kr, 8,2 mr/kr, 8,3 mr/kr, 8,4 mr/kr, 8,5 mr/kr, 8,6 mr/kr, 8,7 mr/kr, 8,8 mr/kr, 8,9 mr/kr, 9
mr/kr, 9,1 mr/kr, 9,2 mr/kr, 9,3 mr/kr, 9,4 mr/kr, 9,5 mr/kr, 9,6 mr/kr, 9,7 mr/kr, 9,8 mr/kr, 9,9
mr/kr, 10 mr/kr, 10,1 mr/kr, 10,2 mr/kr, 10,3 mr/kr, 10,4 mr/kr, 10,5 mr/kr, 10,6 mr/kr, 10,7
mr/kr, 10,8 mr/kr, 10,9 mr/kr, 11 mr/kr, 11,1 mr/kr, 11,2 mr/kr, 11,3 mr/kr, 11,4 mr/kr, 11,5
mr/kr, 11,6 mr/kr, 11,7 mr/kr, 11,8 mr/kr, 11,9 mr/kr, 12 mr/kr, 12,1 mr/kr, 12,2 mr/kr, 12,3
mr/kr, 12,4 mr/kr, 12,5 mr/kr, 12,6 mr/kr, 12,7 mr/kr, 12,8 mr/kr, 12,9 mr/kr uau 13 mMr/kr.
[0106] CormacHO HEKOTOpPBIM  BapuaHTaM peanu3anuu  3(p(EeKTHBHOE  KOJUYECTBO
UHTUOUTOpa TEJIOMepasbl, KOTOPOE BBOIIT HMHIMBUAYYMY, BKJIIOYAET IO MEHbLICH Mepe
npuOm3uTeNnsHo 1 Mr/kr, wium 2,5 mr/kr, 3,5 mr/kr, 4,7 mr/kr, S mr/kr, 5,5 mr/kr, 6,0 mr/kr, 6,5
mr/kr, 7,0 mr/kr, 7,5 mr/kr, 8,0 mr/kr, 8,5 mr/kr, 9,0 mr/kr, 9,4 mr/kr, 10 mr/kr, 15 Mr/kr uau 20
Mr/kr. COrinacHO HEKOTOPHIM BapHaHTaM peanu3auvd 3PQPeKTHBHOE KOIMUECTBO WHIHOUTOpA
TeJOMepasbl, KOTOPOE BBOAST WHAMBHAYYMY, COCTAaBJIACT NMpuOIM3uTENbHO 1 Mr/kr, wmu 2,5
Mmr/kr, 3,5 mr/kr, 4,7 mr/kr, 5 mr/kr, 6,5 mr/kr, 7,5 mr/kr, 9,4 mr/kr, 10 mr/kr, 15 mr/kr wim 20

Mmr/kr. COriacHo pa3JWYHBIM BapHaHTaM peanu3zauvd 3PQPeKTHBHOE KOJMUECTBO MHTUOHTOpA
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TeJIOMepas3bl, KOTOPOE BBOAAT WHAUBHAYYMY, BKIFOYAET MeHee deM NpuOam3uTenbHo 350 mr/kr,
300 mr/kr, 250 mr/kr, 200 mr/kr, 150 mr/kr, 100 mr/kr, S0 mr/kr, 30 mr/kr, 25 mr/kr, 20 mr/kr,
10 mr/kr, 7,5 mr/kr, 6,5 mr/kr, 5 mr/kr, 3,5 mr/kr, 2,5 mr/kr, 1 mr/kr winu 0,5 mMr/kr uaruburopa
TEJIOMEPA3BL

[0107] ITpumepsl 4acTOTHI AO3UPOBAaHUS (HapPMALEBTUYECKOH KOMIIO3UIIMH, BKIFOUAIOIIEH
UHTUOUTOpP TENIOMEpasbl, BKJIIOYAIOT, HE OrPAHUYHMBASICH MEPEYHCICHHBIM, €XETHEBHOE
NO3UPOBAHUE, NO3UPOBAHNE Yepe3 JI€Hb, IBAK/bI B HENIEIO, TPU pa3a B HENEIIO, €XEHEAEIbHO
0e3 mepepriBa; €KEHEAETBbHO TPU HENEJIN U3 YeThIPeX HEelb, OMHOKPATHO Ka)KIble TPU HEIEIH;
OJTHOKPATHO KaXKible ABE HENEeJH, €KEHEIeNbHO ABe Hemenu u3 Tpex Hexenb. CoriacHo
HEKOTOPBIM BapHAHTAM peANM3alUd YKAa3aHHYI0 (PapMaLeBTHUECKYI0 KOMITO3UIHIO BBOJST
NPUOU3UTENIEHO ONHOKPATHO KKAYI HENENI0, OIHOKPATHO KaXble 2 HENeH, OJHOKPATHO
Kakable 3 HeAeNU, OAHOKPATHO Kax/ble 4 Hefenu, OHOKPATHO KaXkble 5 Hellelb, OJJHOKPATHO
Kaxkable 6 Hezlesb, OTHOKPATHO Kaxable 7 HeAeNb UM OJHOKPATHO Kax/ble 8 Henenb. CoriacHo
HEKOTOPBbIM BapHUaHTaM pealu3alliid YKa3aHHYK KOMIIO3MLMIO BBOJST IO MEHbIIEH Mepe
npubnusutensHO: 1 pas, 2 pasa, 3 pasa, 4 pasza, 5 pa3, 6 pa3 unm 7 pa3 (m.e. €KEOHEBHO) B
HEZeNI0, WU TPU pa3a €XKEAHEBHO, /1Ba pasa exkeAHeBHO. COrnacHO HEKOTOPBIM BapHUaHTam
pean3anuy UHTEPBAJIbl MEKAY BCEMH BBEAECHUSMHU COCTABIIAIOT MEHEE YeM MPHOIU3UTENBHO: O
MecsieB, 3 Mecala, 1 mecsu, 20 auent, 15 nuen, 12 gueint, 10 nuel, 9 auen, 8 nHew, 7 guew, 6
nHen, 5 nHew, 4 ans, 3 nHdA, 2 qHA uiK |1 neHb. COrmacHO HEKOTOPBIM BapHaHTaM pealn3alluu
MHTEPBAJIbI MEXY BCEMH BBEACHISIMH COCTABJIIIOT Ooyiee ueM mpuOnusurenbHO: 1 mecsrn, 2
Mecsiia, 3 Mmecsia, 4 Mecsna, S mecsaines, 6 Mecanes, 8 Mmecsanes win 12 mecsies. CorjacHo
HEKOTOPBbIM BapHaHTaM pealu3allil B CXeMe J03UpoBaHUs HeT mnepepbiBoB. CoriacHo
HEKOTOPBIM BapUaHTaM peasu3alliil UHTEPBAJI MEXKy BCEMHU BBEACHHUSMHU COCTABJsIET HE Ooyee
YeM MPUOIN3UTETBHO HEACTIIO.

[0108] WHruburops! TeaoMepasbl, TaKUe KaKk UMETENCTAT (Hanpumep, IMETENICTaT HATPuUs),
MOTYT BBOAMTBCS C NMPHUMEHEHHEM JIroOoro momxoasmero crocoba. Hampumep, MHruOUTOpHI
TEJIOMepasbl, TaKHe KaK HMETENCTaT (Hanpumep, WMETENCTAT HATPHUsA), MOTYT BBOJUTHCS
BHYTPUBEHHO OIHOKPATHO Kakable 4 Henenb Ha NMPOTSDKEHUH MEepHoAa BpeMeHU (nanpumep,
OITHOTO, JIBYX, TPEX, YeThIpeX WM MATH 4acoB). COryllacHO HEKOTOPBIM BapHAaHTaM pean3aliun
UMETeNICTaT BBOAAT BHYTPUBEHHO OAMH pa3 B HeNENI0 Ha MPOTSDKEHUM Iepuona,
COCTABJISIFOLIETO MPUOTU3UTENBHO 2 Haca, B 7o3e 7—10 mr/kr. CorjlacHO HEKOTOPhIM BapHaHTaM
peann3aliii UMETENICTAaT BBOAST BHYTPUBEHHO OAHOKPATHO KaK[ble 3 HEAENU Ha MPOTSHKEHUU
NepPUO/a, COCTABJISIFOIIETO MPHUOMU3UTENbHO 2 Haca, B Ao3e npudbmusurenpbHo 0,5-9,4 mr/kr.

CornacHo BAapHUAHTy peajin3dallvui UMCTCJICTAT BBOAAT BHYTPUBCHHO Ha MPOTSXKCHUU IMIEPUOAA,
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COCTABJISIIOLIETO MPUONM3UTENBHO 2 Yaca OAHOKPATHO Kaxkniele 4 Hexenb B no3e 0,5-5 Mr/kr.
CornacHO BapuaHTy peaju3aluy HUMETENCTAaT BBOAST BHYTPUBEHHO OJHOKPATHO Kaxkable 3
Helelqu Ha TPOTSHKEHWH TePHOAA, COCTABJSIOIIEro MNpHOJIM3UTENbHO 2 daca, B J103€
npubansutensHo 2,5-10 mr/kr. Kak BapuaHT, UMETENICTAT BBOJST BHYTPUBEHHO HA MPOTSHKEHUH
NepPHO/a, COCTABISIFOINETrO MPHUONU3UTENbHO 2 4aca, OAHOKPATHO Kaxable 4 HEeIn B J103€
npub3uTeNnbHO 0,5-9.4 Mr/kr.

[0109] CornacHO ompezeNieHHbIM BapUaHTaM peallu3alii YKa3aHHOTO Croco0a MMETeNCTaT
BBOAST B xome 1, 2, 3, 4, 5, 6, 7, 8 wiu Oonee 8 LUKIJIOB AO3MPOBAHUS, KAKABIA M3 KOTOPBIX
BKJIFOYAET: BHYTPUBEHHOE BBENEHUE MPHOIM3HTENbHO 7—10 MI/KT MMeTeNncTara OJHOKPATHO
KaX/Ible TPU HEAEJH, BHYTPUBEHHOE BBEIEHUE MpUOIM3uTenbHo 7—10 MI/Kr umeresncraTa OnuH
pa3 B HENENMIO B TEUCHHE TPEX HEeJNb, BHYTPUBEHHOE BBEACHHE NMPUOIU3UTENBHO 2,5—10 MI/Kr
UMETeJICTaTa OJHOKPATHO KaKIble TPU HEAEIH, UM BHYTPHUBEHHOE BBEACHHUE MPUOIHU3UTEIHLHO
0,5-9,4 Mr/kr uMerejCcTaTa ONHOKPATHO KaXKAble TPU HENedu. B ompeneneHHBIX Clydasix
Kbl I[MKJI TO3UPOBAHMS BKJIIOYAET BHYTPHUBEHHOE BBEIACHHE NMPUOIM3UTENBHO 7—10 MI/kr
UMETEJICTaTa OAHOKPATHO KaXIble TPU HeAend. B HEKOTOPBIX CaydasX KaXKAbIA LUKI
JIO3MPOBAHUS BKJIIOYAET BHYTPUBEHHOE BBEIEHHE MNPHOIM3UTENBHO 9,4 MI/KT HMeTencTara
NPUOIU3UTENBHO OHOKPATHO KAXKIbIEe TPU HEOEIH.

[0110] CorymacHO OIHOMY BapHaHTy peaJM3ali HACTOSLIEr0 H300pETeHHsT HMETEeNCTaT
BBOJSIT BHYTPHBEHHO B JIO3MPOBKE MPUOMU3UTENbHO 7—10 MI/KT MMETeNcTaTa OIHOKPATHO
Ka)KIble TPU HEJEJH MOCJe NPEMEIUKALMU aHTUTUCTAMUHHBIM CPEICTBOM, KOPTUKOCTEPOUIOM,
wii u teM, u JpyruM. CorjacHo JpyruM BapuUaHTaM peaju3alid HMMETENICTaT BBOMAST
BHYTPUBEHHO B JO3UPOBKE MPUOIU3UTENBHO 9,4 MI/KT, KaK BapUAHT — OT MPHOIM3UTENBHO 7,0
MI/KT 0 TpUOJU3UTENBHO 9,8 MI/KI MMeTeJICTaTa OJHOKPATHO KaXKIble TPU HENENU MOCIe
IpeMEeANKALIUA aHTUTUCTAMUHHBIM CPEICTBOM, KOPTUKOCTEPOUIOM, WIIH U TEM, U IPYTHUM.
[0111] CornacHO HEKOTOPBIM BapHUaHTaM pealu3allid HMETENICTaT BBOAST B JIO3UPOBKE
NpUOIU3UTENBHO 7,5 MI/KT, KaK BapHaHT — OT MPHOIM3UTENBbHO 7,0 MI/KT 10 MPUOIH3UTEIBHO
7,7 Mr/KT, OTHOKPATHO KaKAbIE TPU HENENH B XOJ€ MO MEHbIIEH Mepe TpeX IUKJIOB, ITOCIIE Yero
JO3UPOBKY yBenuunBaroT. COracHO HEKOTOPHIM BapHUaHTaM pealin3allii yKa3aHHasi JO3HPOBKa
UMETeJICTaTa MOXeT OBITh yBeNW4eHa 10 MNpUOMU3UTeNbHO 9,4 MI/KT, Kak BapHWaHT, a0
npubnusuTensHo 8,8 MI/Kr — mpuOMu3uTeNnbHO 9,6 MI/KT, MpU YCIOBHH, YTO MAaKCHMAaJIbHOE
camkerne AUH 1 4pcia TpoMGOLUTOB He JOCTHIIIO yPOBHS OT mpubmusurensro 1,5 x 10°/1 1o
npUOIU3UTENBHO 75 X 10°/11, COOTBETCTBEHHO, 1 OTCYTCTBHsI HET€MAaTOJIOTNYECKON TOKCUYHOCTH

> 3 CTEeneHHU.
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[0112] CrnenyeT NOHUMATh, YTO JIEYEHHUE paKka MHOITIA BKJIIOUAET HECKOIbKO «PayHIOB» WU
«IUKJIOB» BBEIEHUsI JIEKAPCTBEHHOI'O CPEACTBA, I[A€ KaXKIblil LUK BKIOYAET BBEICHUE
YKa3aHHOT'O JIGKAPCTBEHHOTO CPENCTBA OOUH MK Oojiee pa3 B COOTBETCTBUU C YCTAHOBJICHHBIM
rpaduKoM (Hanpumep, Kaxable TPU HENEIH B TEUSHHE TPEX MOCIENOBATEIbHBIX JHEH; OOUH pa3
B Hezeno; U T.1.). Hanpumep, mpoTHBOpPaKOBbIE JIEKAPCTBEHHBIE CPEACTBA MOTYT BBOAHUTHCS B
xone 1-8 LUKJIOB, WM Ha MPOTSDKEHUU OoJiee MIIUTENbHOro nepuoaa. [1pu BBeneHUn CyObEeKTY
OoJiee OMHOTO JIEKAPCTBEHHOTO CPeNCTBA (Hanpumep, NBYX JIEKAPCTBEHHBIX CPENCTB), KAKIOE U3
HUX MOJKET BBOJUTBHCS B COOTBETCTBUU C COOCTBEHHBIM TpaukoM (Hampumep, €KeHeIeNbHO,
OITHOKPATHO KaKNble TPU HENEeH, W T.M.). [IOHSITHO, 4TO BBENEHHE JIEKAPCTBEHHBIX CPEICTB,
Jake TaKWX, KOTOPbIE BBOIST C PAa3HOU MEPUOJUYHOCTHIO, MOXKET OBbITh COTJIACOBAHO TaKUM
00pa3oMm, 4TOOBI IO MEHbINEH Mepe MHOTAA BBOAUTH 00a JIEKAPCTBEHHBIX CPEACTBA B OIUH JICHb,
WIH, KaK BapPUAHT, TAaKKUM 00pa3oM, YTOOBI MO MEHbIIEH Mepe MHOTrAa BBOAWTH JIEKAPCTBEHHbBIE
CPEICTBa B MOCJIEAOBATENbHBIC THU.

[0113] CormacHO HEKOTOPbIM BapHUAHTAM peau3alNd HMETEICTaT MOXET BBOIUTHCS
COTJIACHO PEKUMY, KOTOPBIH BKIIFOUAET CHIKEHUE 103. COrIaCHO OJHOMY BapHaHTy pean3aluu
YKa3aHHOMY TMAI[UeHTy CHayajia BBOAST MPUOIU3UTEIBHO 9,4 MI/KI KaKIble TPU HENeJH, 3aTeM
03y U3MEHSIOT 10 MPUOIH3UTENBHO 7,5 MI/KT KaKAble TPH HEIENH, ITOCIe Yero 03y H3MEHSOT
10 pUOIU3UTENBHO 6,0 MI/KT KaXIble TPU HENEeH.

[0114] Kak wu3BecTHO B [aHHOW 00JacTH TEXHHUKH, JIEYEHHE MPOTHBOPAKOBBIMU
TEPANEeBTHUECKUMH JICKAPCTBEHHBIMH CPEICTBAMH MOKET OBITh BPEMEHHO MPUOCTAHOBJICHO B
ciydae, eciu HaOJI0IaeTCsi TOKCUYHOCTh, MM JUIs yOOoOCTBA MauueHTa, 0e3 OTCTYIJICHUs OT
o0beMa HACTOSIIIErO U300PETEHHS, TIOCTIE Yero JIeYeHHe BO3OOHOBIISIOT.

[0115] ACHeKThl TPEeIJIONKEHHBIX CHOCOO0B BKJKOYAIOT HWASHTU(UKAMIO WK BbIOOP
MAIMEeHTa, KOTOPBIH ¢ OONBIION BEPOSITHOCTBIO MOJYYHUT TOJIB3y OT JIEUYEHUs, HA OCHOBAaHUU
OTHOCHUTEJIbHOW JJTHHBI TEJIOMEpP B IENIEBBIX KJEeTKaX (Hanpumep, COTJIACHO OIUCAHUI) B
HACTOSIIEM JOKYMEHTE) YKa3aHHOro mnanueHTa. lleneBbie KJIETKH MOTYT MPEnCTaBisiTh COOOH
JEOOBIe MOAXOASININE KISTKH MAaleHTa, B TOM YKCJIe, HO He OTPaHUYUBASICh MEPEYHCIICHHBIMHU,
KJIETKA KOCTHOTO MO3ra WM mepudepudeckoil KpPOBH MalMeHTa. B HEKOTOPBIX Clydasx
yKa3aHHbIE LIEeJIEBbIe KJIETKU BBIACISIOT U3 00pas3lia KOCTHOTO MO3ra MalieHTa. B HeKOTOpbIX
CIIy4asix yKa3aHHbIE [EJIeBbIe KJIETKU BBIICISIOT U3 00pasua nepudepuyeckoil KpOBH MAIHEeHTA.
Yka3aHHbIe 1IeNieBble KJIETKU MOTYT MPEACTABISITh COOOH rpaHyIOMUTEL. B HEKOTOPBIX Cydasix
y TAIIMeHTa OTCYTCTBYET MyTallHsi B K&XKIOM U3 reHoB SHyc-kuHa3bl 2 (JAK?2), KaabpeTuKyInHa
(CALR) u peuenropa Tpombomnostuna (MPL), u U yka3aHHBII NMALUEHT, B YaCTHOCTH, HMEET

He6OJ'IbI_HYIO AJINHY TCJIOMED B KJICTKAX-MUIICHAX. B HAaCTOALIEM NOKYMCHTEC HeOOoJIbIIas JUIMHa
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TeJIOMep IMPEACTABISAET COOOH UIMHY MEHbLIe MEJUAHHON WK CpedHeN JUIMHBI TeJIOMep, WU
PaBHYIO TaKOH AJIMHE, IPU CPABHEHHUH € OAXOAALIMM KOHTPOJIEM, HAIPUMEP, OAHUM Wiu OoJjee
U3BECTHBIMM CTaHAApTaMH COIJIACHO OINUCAHUIO B HACTOsALEM AOKyMeHTe. COOTBETCTBEHHO,
IpeIIOKEHHbIE CIIOCOOBI MOTYT TaK)Ke BKIIFOYATh OMpPEAEIeHNEe OTHOCUTEIbHOM AIIHHBI TEJIOMEP
IyTE€M aHaJu3a OTHOCUTEJIbHOU IJIMHBI TEJIOMEPHBIX HYKJIEHMHOBBIX KHCJIOT B LIEJIEBBIX KJIETKAX,
NPUCYTCTBYIOLIMX B OHOJOrMYeCKOM oO0pasue OT MHAMBHAYYMA, BBIOOP MHAMBHAyyMA, AJIS
KOTOpOro OyneT MOJIe3HbIM JICYeHHE WHTHMOMTOPOM TeJIOMEpasbl, MPHU YCIOBUHU, YTO CPEIHSS
OTHOCUTEJIbHASI JUIMHA TEJIOMEpP B IEJEeBBIX KJIETKAaX, MPUCYTCTBYIOIIUX B OHOJIOTMYECKOM
oOpaslie OT yKa3aHHOTO MHAUBUAYYMA, OMpeeieHa Kak nonanaromas B 50-i unu 6osee HU3KUH
NPOLEHTWIb TUANa30Ha OTHOCUTENIbHBIX JUTHH TEJIOMEp, OMPENeIeHHbIX JIs OIHOTO WiIH Ooee
M3BECTHBIX CTAHIAPTHBIX 00pa3LOB, HANIPHUMED, OIpeeNieHa KaK nonafaromas B 45-1 wim dosee
HU3KUH mnpoueHTWn b, 40-i wium Oojiee HU3KUH TNPOLEHTWIb, 35-i wnn Oonee HU3KUI
nponeHTwb, 30-i wmn Oojiee HU3KUN MPOUEHTIIb, 25-H min Ooslee HU3KUHA NMPOLEeHTHb, 20-1
wii Oojiee HU3KUHM TNPOLEHTHIb, WM JAaxke Ooyee HU3KUHA MPOLEHTWIb JHana30Ha
OTHOCHUTENIbHBIX JUIMH TEJOMEp, OIpPENeNeHHbIX Ul OOHOro WiIM 0Oojiee M3BECTHBIX
CTaHIAPTHBIX 0OPA3IIOB.

[0116] B HEKOTOpBIX CiIydasx COTJIACHO YKa3aHHOMY CHOCOOY OIMH Win Oosee M3BECTHBIX
CTaHIAPTHBIX OOpa3LOB MpPENCTaBIEHbl AMANA30HOM JUJIMHBI TEJIOMEp, YCTAHOBJIEHHBIM B
COBOKYITHOCTH BCTPEUAIOIIUXCS B MPUPOJE LETIEBbIX KIETOK (Hanpumep, COTIACHO OMUCAHUIO B
HACTOSIIIEM JOKYMEHTE) OT COBOKYIHOCTH WHAMBHUIYYMOB, Y KOTOPBIX JUArHOCTHPOBAHO
3aboneBaHre. B ompeneneHHbIX Ciy4yasiXx COIJIACHO YKa3aHHOMY Croco0y OmuH win Oolee
U3BECTHBIX CTAHAAPTHBIX OOpA3LOB MPEACTABICHbI OXaPAaKTEPU3OBAHHBIMHU JIMHUSMH KIIETOK.
Ilon «oxapakTepuU30BaHHBIMU JIMHUSMH KJIETOK» IOAPA3yMEBAETCS, YTO COOTBETCTBYIOIIUE
TEJIOMEPHBIE HYKJIEHMHOBBIE KUCJIOTHI KJIETOK YKa3aHHBIX U3BECTHBI U OTHOCUTEIBHO MOCTOSHHBI.
[0117] CornacHO HEKOTOpBIM BapHaHTaM peaju3alid JUIMHA TeJIOMEep B PAaKOBBIX KJIETKaXx,
NPUCYTCTBYIOLIMX B YKa3aHHOM OHOJIOTHYECKOM OOpasile, OnpeneseHa Kak paBHAsh MeIUaHHON
WM cpefHell uiMHe TenoMmep WM MeHblias. CorjacHO HEKOTOPHIM BapHaHTaM peaii3alliu
JUTMHA TEJIOMEP B PAKOBBIX KJIETKAaX, MPUCYTCTBYIOIIMX B YKA3aHHOM OHMOJIOTHYECKOM oOpaslie,
orpeneneHa Kak nomagaromas B S0-i uinun Oonee HU3KUI nmpoueHTw b, 40-i wn Oonee HU3KUN
NPOLEHTWIb, 35-i wn OoJjiee HU3KUNA NPOoueHTwb, 30-i mn Oonee HU3KUIA MPOLEHTHIb, 25-1
i Oonee HU3KUN MPOLEHTUIb, 20-1 min Oosiee HU3KUN MPOLEHTUIb, 15-i mnn Oonee HU3KUI
nponeHTwib, 10-i wiu Oonee HU3KUHM MPOLEHTWIb, WK S5-f uinn Oojiee HU3KUH NPOLIEHTHIIb
JMara3oHa OTHOCHUTENbHBIX JJIMH TEJIOMEpP, ONPEAETICHHbIX JIsl OMHOTO UM 0ojiee N3BECTHBIX

CTaHIAPTHBIX 0OPAa3IIOB.
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[0118] JUivHa TejoMep B LIEJIEBOM KJIETKE MOKET OBITh ONpeeieHa ¢ MPUMEHEHUEM JTF0OBIX
yIOOHBIX CIOCOOOB aHaIN3a, B TOM YHUCHE, HO HE OrPaHUYMBAsICh NMEPEYUCICHHBIMU, aHAJTHU30B
kIILP, teno-FISH (dayopecuenTHas ruOpunusauus TejJoMep in situ) win cay3epH-OJIOTTHHTA,
corynacHO onucaHuio Bassett ¢ coasropamu B matentre CIIIA Ne9200327. CormacHo omHOMY
aCIIeKTy JUTMHA TEJIOMEP MOKET ObITh ONpeAesIeHa MyTeM U3MEPEHUs CPEeAHEH JUIMHBI KOHLIEBOTO
pecrpukuuonHoro ¢parmenta (TRF). TRF onpeneneH kak IjiMHA — Kak MPaBHJIO, CPEIHSS
nnvHa — (parMeHTOB, O0pa3yrOIMUXCs MPU TMOJHOM pacineruiennn reHomuon JIHK
PECTPUKLIMOHHBIM (PEPMEHTOM, KOTOPBII He pacIlerIsieT HyKIEHHOBYIO KHCIIOTY B TEJIOMEPHOH
nocjenoBaTeNibHOCTU. B Hekoropbix cayvasx JHK  pacimemsitor  pecTpUKLIHUOHHBIMU
(bepMeHTaMH, KOTOpbIE YacTO pacuerisifoT reHoMuyo JIHK, He He pacIueruisiioT TenomMepHbIe
NOCJIEIOBATENIbHOCTH. B HEKOTOPBIX CIy4asX VKa3aHHbIE PECTPUKIHOHHBIE (PEPMEHTHI
CoZepIKaT TMOCIENOBATENbHOCTh pacno3HaBanus 4 ocHosaHuil (Hampumep, Alul, Hinfl, Rsal u
Sau3Al), U UCHONB3YIOTCS TO OTAEIBHOCTH WU B KOMOWHanuu. [lonydeHHBbI KOHLEBOM
PECTPUKLIMOHHBIN (PparMeHT CONEPKUT KaK TeIOMEPHbIE MOBTOPLI, Tak U cyoTenomepryro JIHK.
Cybrenomepnass JIHK mpencrasisier coboii mocnenosarenvHoctu  JIHK, cmekHBIE C
TaH/EMHBIMU MTOBTOPAMH TEJIOMEPHBIX MOCIEOBATEIBHOCTEN U COEPIKAT MOCIEN0BATEIbHOCTH
TEJIOMEpPHBIX  TIOBTOPOB,  Ie€peMexkaeMble  BapuaOENbHBIMU  TEJIOMEPHO-TIOAOOHBIMU
nocienosatenbHocTsaMU. Pacmerennyro JIHK paspenstor mytem anektpodopesa M rOTOBAT
ONOTHI Ha TOMJIOXKKE, Hampumep, Ha MeMmOpaHe. DparMeHThl, COnxepIKallhe TeJIOMEpHbIE
NOCJIEIOBATEIbHOCTH, ~ AETEKTHPYIOT  MyTeM ruOpuau3auudyd  30HAA, T.6.  MEYEHBIX
NOCJIeIOBATENILHOCTEH TOBTOPOB, ¢ MeMOpaHo#. [locne BU3yanu3amuu COAEPKALINX TEIOMEPbI
(parMeHTOB MOTYT OBITH BBIYUCIIEHBI CPEAHIE AJTUHBI KOHIIEBBIX PECTPUKLIMOHHBIX (hparMeHTOB
(Harley, C. B. et al., Nature. 345(6274):458-60 (1990), Bk/ItOYEH B HACTOSIIHMHA JAOKYMEHT
nocpencrBoM ccbuiku). PacuernHas onenka TRF ¢ mpumeneHumem cay3epH-OJIOTTHHra naer
pacripenesnieHue JUIMH TeJIOMep B KJIETKAaX WIM TKAaHHW, W, COOTBETCTBEHHO, MEIUAHHYIO H
CPEIHIOK0 JUTHMHY TEJIOMEP BO BCEX KJIETKAX.

[0119] CornacHo Ipyromy acrekTy JJHHA TeJOMep MOXET ObITb M3MEpPEeHa C TOMOLIBO
nporounoii uutomerpuu (Hultdin, M. et al., Nucleic Acids Res. 26: 3651-3656 (1998); Rufer, N.
et al., Nat. Biotechnol. 16:743-747 (1998); BkJIIO4YEHBbI B HACTOSAILIUI JOKYMEHT MOCPEICTBOM
ccputkn). CriocoObl MPOTOYHOM IIUTOMETPHH MPEACTABISIIOT co00# BapuanTel Meronuk FISH. B
cJlyuae, eCJIM CTapTOBBIM MaTepuall MPEACTaBIsieT COOON TKaHb, TOTOBSIT CYCIIEH3UIO KIIETOK, KaK
MPaBWJIO, WyTEM MEXaHWYEeCKOro pasneieHuss w/min obOpabotku mpoteasamu. Kierku
(bUKCUPYIOT 3aKpenuTeNeM M THOPUAM3HPYIOT C 30HIOM, CIEUU(PHUECKUM B OTHOLIEHUH

TEJIOMEPHBIX TOCJIEA0BATEILHOCTEMH, NIPEANIOYTUTENBHO, ITHK-30H10M, MEUYE€HbIM
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¢bayopecuenTHoM MeTkol. [locae rubpuau3alny KJIETKU MPOMBIBAIOT, TIOCIIE Yero aHATU3UPYIOT
¢ npumeHeHneM FACS. ®@yopecueHTHbIN CUrHAI U3MePSIOT s KieTok B ¢pazax Go/Gl mocne
HAJUJIe’KAIero BbIUUTaHMUS (POHOBOW (uryopecleHIH. YKa3aHHas METONUKA MOAXOAUT MAJIs
OBICTPOro pacyera ATUHBI TeloMep B Oosbliom uucie odpasuos. Kak u B cnyuae TRF, niuna
TeJIOMep NMPEACTABIEHA CPEAHEN JIMHON TeJIOMEp B KJIETKE.

[0120] CormacHo IpyruM acriekTaM MeIHaHHYI WM CPEIHIOI0 JUIMHY TeJIOMEp M3 KJIETOK B
OuosnorndeckoM oOpasue ompenenstor nocpenctsoM kommudectBeHHow I[P (xIILP) wiu
dbayopecueHTHOM rubpunusanuu tejaomep in situ (teno-FISH). Tpu TP cesizbBaromuit JJTHK
KpacuTeslb CBsi3bIBaeTCsi co Bcel apyuenouedyHoi JIHK, 49To BhI3BIBAET (IIyOPECICHIIHIO
Kpacurens. Ysenudenue konuuectsa npoaykra JIHK Bo Bpemsa peakuuu IILP nmpusomut k
MOBBIIIEHUIO UHTEHCUBHOCTH (PJIyOPECLEHIIMU U M3MEpPSIeTCsl B KaKIOM nukie peakuuu [TLP.
DJTO TMO3BOJISIET KOJNWYEeCTBEHHO ompenenats koHueHtpauutro JHK. OtHocutenbHyro
koHneHtpanuo JIHK, mpucyTcTBymomieidl B 3KCIOHEHIMAIBHOH (hase peakiuu, OMPenesstoT
IyTEM TMOCTPOEHMs TrpaduKa 3aBHCUMOCTH ypOBHs (iyopecreHunu ot Homepa nukia ITP B
noJynorapupmuyeckoM macmrade. OnpemenstoT MOpOr AETEKUUH (IyOPECLEHIINH BbIIIe
¢onosoii. Iluky, B Xome koroporo (QuiyopecueHIysi B YyKa3aHHOM oOOpasle MpeBbICHIa
yKa3aHHBIA mOpor, Has3bBatOT mnoporoBbiM wLukioM (Ct). Ilockombky xomuuectBo JIHK
TEOPETUYECKH YJIBAUBAETCS B KAKAOM LIUKJIE B TEUEHHE SKCIIOHEHIIMAIBHON (pa3bl, MOTYT OBITH
paccuutanbl oTHOcuTenbHble Konudectsa JIHK. ba3oBelii ypoBeHb COOTBETCTBYET HAaudabHBIM
tuksam [P, B KOTOpBIX (1yOpeceHTHbIH CUTHAI N3MEHSIETCs] HE3HAYUTEIbHO.

[0121] CornacHO HEKOTOPBIM acNeKTaM JUJIMHY TeJOMep ONPEeAessoT C MPUMEHEHUEM TeJlo-
FISH. B yka3aHHOM crnocobe KIeTKH (QUKCUPYIOT W THOPUAUBUPYIOT C  30HIOM,
KOHBIOTHPOBAHHBIM € (JIyopecleHTHOH MeTKoi, Hanpumep, Cy-3, ¢piyopecienHoM, pOIaMHUHOM
U T.a. 30HOBI IS YKA3aHHOrO Ccroco0a MpPeACTaBISIFOT  COOOH  OJMTOHYKJICOTHIBL,
paspaboTaHHble Ui crienuuyeckol THOpUAM3ALNN C TOCIEAOBATENIbLHOCTIMH Tejomep. Kak
MPaBUJIO, JJIMHA YKA3aHHBIX 30HAOB —8 min Oojiee HYKJI€OTHAOB, Hanpumep, 12—-20 wuim Gonee
HykjeoTHnoB. COrjmacHO OIHOMY acCHeKTy YKa3aHHble 3O0HABl TPEACTaBISIIOT  CcoOOH
OJIMTOHYKJIEOTH/IbI, COJI€PIKallllieé BCTpeyaroliuecs: B Ipupoae HykieoTuabl. COrnacHO OJHOMY
aCTeKTy YKa3aHHBIA 30HA MpPEACTaBIseT COOONW MEeNTHUAHYI HYKJIEHHOBYIO KHCIOTY, Tm
KOTOpPOH BbIIlIE, YEM y AHAJOTHYHBIX BCTPEYAIOLINXCS B MPUPOAE IOCIEAOBATEIbHOCTEH, H,
COOTBETCTBEHHO, IO3BOJSIET HCIOJNB30BaTh OoJjiee KeCTKHe ycioBusl rudbpuamsaumu. Kierku
MOryT ObITh 00paOOTaHBI TAKUM areHTOM, KaK KOJLEMU, Uil HHAYKIUA OCTAHOBKH KJIETOYHOTO

uKiIa B Meradasze U IMosnyueHHs MeTadasHbIX XPOMOCOM Ml THOPHAM3ALMU U aHAJIM3A.
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CornacHo HEKOTOPBIM BapuaHTaM peanuzauuu kierouHas JJHK mosxer takke ObITh OkparneHa
¢bayopecLeHTHBIM KpacuteneM 4',6-nuamuanno-2-pennanaaonaom (DAPI).
[0122] ITonyuyaror wuupoOBble HN300paXKEHUsT HWHTAKTHBIX MeTa(asHbBIX XPOMOCOM U
KOJIMYECTBEHHO OMNpPENEISIIOT MHTEHCUBHOCTD (PIIyOopecLeHINH 30HI0B, THOPUAN3UPOBAHHBIX C
TeJoMepaMH. JTO MO3BOJIAET U3MEPUTh JIMHY TeJIOMEp WHAMBHUIYAIbHBIX XPOMOCOM, a TaKXKe
CPEIHIOI WM MEIUAHHYIO JJIMHY TeJIOMEp B KJIETKe, U H30exarh mpodjieM, aCCOLUUPOBAHHBIX
¢ mpucyrctBuem cyortenomeprnoii JHK (Zjilmans, J. M. et al., Proc. Natl. Acad Sci. USA
94:7423-7428 (1997), Blasco, M. A. et al., Cell 91:25-34 (1997); BKIIOYEHBI TOCPEINCTBOM
ccbUTKH). THTEHCUBHOCTD (DIIyOPECLIEHTHOrO CHTHajla KOPPEJNUpPYeT C JUIMHOW TEeJIOMEphI, NpU
3TOM OoJiee sipKuil hJIyOpeCIIeHTHBIN CUTHA YKa3bIBAET HA OoJiee ITMHHYIO TEIOMEDY .
[0123] HekoTopble BapwaHThl peajHM3ald HACTOSILIEro H300pETeHHsT OTHOCATCS K
UHTUOUTOPY TeNoMepasbl Ui NMPUMEHEHHs B crocode yedeHus: mMuenoduoOposa, mpu 3TOM
yKa3aHHBIN CIIOCOO BKIIFOYAET:
UICHTU(HUKALMIO MALUEHTa, KOTOPBIH C OOJNBIION BEPOSTHOCTBIO TOJYUUT MOJB3Y OT JICUCHUS
UHTUOUTOPOM TEJIOMEPAa3bl, BKIFOYAIOLINHA TECTHPOBAHHE MAL[HEHTA Ha:
(a) TpOIHON OTPULIATENIbHBIM CTATYC Ha OCHOBAHWH OTCYTCTBUS KaKOH-JTHOO MyTallHi B TeHAX
JAK2, CALR n MPL;
(b) Bbicokuii mMonekysipHbii puck (HMR) Ha ocHOBaHMM NPHCYTCTBUS MYyTalMU MO MEHbIIEH
Mepe B OHOM U3 cienyromux renoB: ASXL 1, EZH2, SRSF2 v IDH1/2; win
(¢) u Ha mepBoOe, U Ha BTOPOE;
npu 3ToM Hasmmuue (), (b) wium () yka3blBaeT Ha MALUEHTA, KOTOPbIH ¢ OOJBIION BEPOSTHOCTHEO
MOJIYYUT TOJIb3Yy OT JICUEHHs] WHTMOMTOPOM TeJoMepasbl U BBEACHHE YKA3aHHOMY MALUEHTY
3¢ (eKTUBHOrO KOJMYECTBA WHIHOMTOpa TenoMepasbl. HekoTopble BapHaHThI pean3aliu
HACTOSIIET0 M300pPETEeHUs] OTHOCSTCS K MHTHOUTOPY TeJIoMepas3bl JUIsl MPUMEHEHHs B Criocode
COTJIACHO OTPENENICHHIO B JFOOBIX APYTUX BAPUAHTAX PEATU3ALIH.
[0124] CornacHo ele OTHOMY BapHUaHTy peajH3al[iu HACTOSIIErO U300pETeHHs PeJIOKeH
WHTHOUTOP TeJoMepas3bl i MPUMEHEHUs B JieueHWH Muenopudposa, BKIOHaromeM: (a)
CKPHMHUHT MALUEHTa [Tl ONPEACTICHUsT HAJMYHUS Y TAKOTO MaIMeHTa: TPOHHOTO OTPULIATEIbHOTO
cTaTyca Ha OCHOBaHUH OTCYTCTBHS MyTaluu B KaknoMm u3 JAK2, CALR v MPL v/unmu BbICOKOTO
monekyJsipHoro pucka (HMR) Ha ocHOBaHMM MPHUCYTCTBUSI MyTallUU IO MEHBIIEH Mepe B OTHOM
u3 cnenyromux reHoB: ASXLI, EZH2, SRSF2 w IDHI/2; u, (b) BBemeHue yka3zaHHOTO
UHruOUTOpa TENIOMEpas3bl YKA3aHHOMY MNALMEHTY MPH YCIOBUU HAJIWYHA Y TAKOTO MAalMEeHTa
TPOMHOIO OTPHIATEJIPHOIO CTaTyCca HAa OCHOBAHHWH OTCYTCTBHUSI MyTallUH B KaxaoM u3 JAK2,

CALR v MPL, w/nnu umeet Bbicokuii MonekyssipHbiil puck (HMR) Ha ocHOBaHMM NPHUCYTCTBUS
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MyTalll{ O MEHbIIEH Mepe B ONHOM M3 cienyromux reHos: ASXL I, EZH2, SRSF2 v IDHI1/2.
CornmacHo OIHOMY BapUaHTy peaNu3alud YKa3aHHOE IPUMEHEHHE BKIFOYAeT CKPUHUHT
YKa3aHHOTO IMalMeHTa Ha TPOWHOW OTpULIATENbHBIN CTaTyC HA OCHOBAHMM OTCYTCTBHSI MYTal[UH
B kKaxxnom u3 JAK2, CALR v MPL. CoraacHo elie OJHOMY BapHAHTy peasi3allii HACTOSIIEro
N300peTeHNs MPEeATIOKEeH HHIHOUTOp TeJoMepasbl U IPUMEHEHHs B JISYeHUN Muenopudposa,
BKJIFOYAOLIeM: (a) CKPUHHMHI TMAalHEeHTa JIJIsl ONpEeNeNeHHs HaJIW4Hs y TaKOro MalfeHTa
TPOMHOTO OTPULIATEIHHOIO CTaTyCa Ha OCHOBAHWHU OTCYTCTBUSI MyTallMd B KaxxaoMm u3 JAK2,
CALR v MPL; u (b) BBeneHUe yKa3aHHOTO MHIHOUTOPA TEJIOMEPa3bl YKa3aHHOMY MALUEHTY TPU
YCJIOBHH HAJIUMYHSL Y TAKOTO MAIEHTa TPOHHOTO OTPHLIATENILHOTO CTaTyCa .

[0125] CormacHO eme OJHOMY BapHaHTy peau3alid HACTOSIIEro HW300peTeHMs
NPEJIOKEHO TNPUMEHEHHE MHIHOUTOpa  TeJloMepasbl Uil JiedeHus:  Muenodpudposa,
BKJIFOHaroIee: (a) CKPUMHUHI TMAlMeHTa U OMNpENeNIeHUs] HaJW4Yusl y TaKOro TMAalleHTa:
TPOWHOIO OTPHIIATEJILHOIO CTaTyCa Ha OCHOBAHWH OTCYTCTBHSI MyTallMu B KaxxaoM u3 JAK2,
CALR w MPL, w/um Beicokoro mounekynsipHoro pucka (HMR) Ha ocHOBaHMHM TNPHCYTCTBUS
MyTalllU [0 MEHbIIEH Mepe B OTHOM U3 chenyromux renos: ASXLI, EZH2, SRSF2 w IDH1/2; wu,
(b) BBemeHme yka3aHHOrO HWHIUOMTOpPA TENIOMEpa3bl YKA3aHHOMY MAIMEHTy IPU YCIOBUHU
HAJIMYMS Y TaKOro IMalUeHTa TPOWHOro OTPULATETBHOrO CTaTyca Ha OCHOBAHWUU OTCYTCTBHUS
myTauu B kaxaom u3z JAK2, CALR v MPL, w/unu umeet Bbicokuii MosekynsapHbiii puck (HMR)
Ha OCHOBAaHHMH NMPUCYTCTBUSI MyTallUU IO MEHBIIEH Mepe B OTHOM M3 CIIeAyIoIuX reHoB: ASXL ],
EZH2, SRSF2 w IDHI/2. CorinacHO OJHOMY BapUaHTy peajH3alli YKa3aHHOEe MPUMEHEHUE
BKJIFOYAET CKPUHUHT YKAa3aHHOTO MALMEeHTa Ha TPOMHOIN OTPHUIATEbHBIN CTaTyC HA OCHOBAHUU
OoTCyTCTBUsSI MyTanuu B KaxnoMm uz JAK2, CALR u MPL. CornacHo eme OJHOMY BapUaHTy
pea3ayu HaCTOSLIEr0 U300pEeTeHus MPEIOKEHO MPUMEHEHUE HHIHOUTOPa TeJIOMepasbl s
neuenus: muenoudOpo3a, BKIOYarOIlee: (a) CKPUHUHT MAIlMEHTa JJIsl ONPEAeNICHUs] HAJTUYUs Y
TAKOTO MALMEHTa. TPOHMHOTO OTPULATEIBHOTO CTATyCa Ha OCHOBAHMU OTCYTCTBHUSI MyTaLlUU B
kaxnoM u3z JAK2, CALR u MPL, n (b) BBeneHHME YKa3aHHOTO WHTHOMTOpA TEJIOMEpasbl
YKa3aHHOMY MAIMEHTY NMPH YCIOBUU HAJIMYHS Y TaKOTO MalMeHTa TPOWHOTO OTPHULATEIBHOTO
crartyca .

[0126] CornacHO HEKOTOPBIM BapUAHTAM peaji3allii HACTOSIIEro M300pEeTeHHs TPONHOH
OTPHLIATENBbHBIA CTATYC MOXKET OBITh ONpPENeseH Ha OCHOBAHUHU OTCYTCTBHUSI MyTallMU B KOKIOM
U3 CIIEAVIOIINX IeHOB: reHa JAK2, nMeromero nocjaeoBaTelbHOCTh HYKJIEHHOBOW KHCIOTHI U3
SEQ ID NO: 2, rena CALR, iMero111ero nocieoBaTeIbHOCTb HYKJIEHHOBOU KuciioThl n3 SEQ ID
NO: 3, u rena MPL, nmeroiiero nocieaoBaTeJbHOCTh HyKJIeMHOBOM kucnoTel u3 SEQ ID NO: 4.

CorymacHO IpyruM BapuUaHTaM peaju3alydyd TPOHHOW OTPHULIATENbHBIH CTATyC MOXKET OBbITh
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OmnpeneseH Ha OCHOBAHUMU OTCYTCTBHMSI MYTallMM B Ka)aou u3 mnocieposatenbHocTer SEQ ID
NO: 2; CALR w MPL. CorjnacHO ajnbTepHATUBHOMY BapUaHTy peajln3alidl TPOUHOM
OTPHLIATENIbHBINA CTATYC MOXKET OBITh OIpeAesieH Ha OCHOBAHMM OTCYTCTBHS MYTAallM B Ka>KIOH
u3 nocnenosarenbHoctel: JAK2, SEQ ID NO: 3 u MPL. CornacHo anbTepHaTUBHOMY BapUaHTy
peanu3aluu TPOHHON OTPHULATENbHBIM CTATYC MOXET OBbITb ONpeleNeH Ha OCHOBaHHU
OTCYTCTBHSI MyTallUU B Kakaou u3 nocnenosatensHocteit: JAK2, CALR w SEQ ID NO: 4.

[0127] CoriacHo ApyruM BapHaHTaM peaM3aldd HACTOSINEro H300peTeHHs BBICOKUHN
MoJiekyJsipHbiid puck (HMR) MoskeT ObITh OmpeneseH Ha OCHOBAHMU MPHUCYTCTBUSI MyTaLUU TIO
MEHbIIEH Mepe B OIHOM M3 CIEAYIOMNX reHOB. rene ASXL/, uMmeromeM mocienoBaTeIbHOCTh
HykjaenHoBo kucinotel u3 SEQ ID NO: 5, renme L£ZH2, umeromeM MOCIEI0BATENbHOCTD
HykyienHoBoi kuciotel w3 SEQ ID NO: 6, rene SRSF2, uMerlieM MOCIEIOBATEIBHOCTh
HykiaenHoBo kuciaotel w3 SEQ ID NO: 7, rene [DHI, umerouieM MOCIEI0BATENbHOCTD
HykiaenHoBo kuciaotel w3 SEQ ID NO: 8, rene /DH2, umerouieM MOCIEI0BATENbHOCTD
HykJienHoBOM KUCoThl 13 SEQ ID NO: 9, u B uX KOMOMHAIHSIX.

[0128] CornacHo IpyruM BapHaHTaM peATM3alUM HACTOSINEro M300pEeTeHUs MOTYT OBITh
OIpeneNieHbl aKTHBHOCTh TesnoMmepasbl U ypoBeHb skcrpeccun hTERT B Ouonormueckmx
o0pa3uax, MOJy4eHHBIX OT MALEeHTOB, JJIS OLEHKH (papMakoAMHAMUYECKUX >(PQPeKToB W/miu
MOHUTOPHHIA MAIEHTOB, JIEYEHHE KOTOPBIX MPOBOIAT IyTeM HHTUOMPOBAHUS TEJIOMEPAasbl.
AKTUBHOCTb TeJIOMepa3bl MOXET ObIThb M3MepeHa C MCIOJIb30BAHMEM IPOTOKOJIA aHAJIHM3a HA
akTBHOCTh Tenomepasbl TRAP («Telomeric Repeat Amplification Protocol»). Yposens
skcrpeccun hTERT moker ObITh ompeneneH myTeM u3MepeHHs ypoBHs skcnpeccun PHK
hTERT B kierkax B OHONOrMYECKOM o0Opasle ¢ HCIOJb30BAHUEM HO3EPH-OJIOTOB WU
MOCJIEIOBATEIBHOTO aHaMu3a reHHou skcnpeccun (SAGE), wiu qpyrux crnoco0os.

[0129] HekoTopble BapwaHThl peajH3alld HACTOSILEro H300pETeHHs OTHOCATCS K
UHTUOUTOPY TENIOMEpa3bl I MPUMEHEHHS B JICUEHIH MUEIO(pUOpO3a COrIaCHO ONPENEeICHUIO B
TFOOBIX APYTHX BapUAHTAX PEATU3ALIH.

[0130] HekoTopble BapwaHThl peajH3alld HACTOSINEro HM300pETeHHs OTHOCATCS K
NPUMEHEHHUI0 UHTHOUTOpa TeoMepasbl sl JIedeHHs MIenohuOpo3a COrJacHO OMPENeIeHUI0 B

JEOOBIX IPYTHX BAPUAHTAX PEATH3AIHH.

JlONOJIHUTE/IbHBIE BAPDHAHTHI PeaJIn3alu
[0131] JlonoMHUTENbHBIE MPEACTABISIOIINE UHTEPEC BAPUAHTHI PEATM3ALUU MIPEACTABICHBI

B IIYHKTAaX HUKEC!
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[0132] ITyukr 1. Croco® maeHTH(UKAMKM TAITUEHTa, KOTOPBIH ¢ OOJBIION BEPOSITHOCTHIO
HOJIYYUT NOJIB3Y OT JIEYEHUs] HHTHOUTOPOM TEJIOMEPasbl, BKIIOUAIOIIHIA:

(a) TecTupoBaHHe MAalMiEHTa HAa TPOHHON OTPHULATENbHBIN CTaTyC HAa OCHOBAHUHU
OTCYTCTBHMSI MyTallul B KaxaoM u3 TeHOB SHyc-kuHa3bl 2 (JAK2),
kajbperukynuna (CALR) u peuentopa tpombonostuna (MPL); u

(b) BBIOOp yKa3aHHOrO TMALMEHTa TMPH YCJIOBUM HAJIU4YUS Y HEro TPOHHOIro
OTPHLIATENILHOTO CTaTyCa Ha OCHOBAHWU OTCYTCTBHSI MyTaLlMU B K&JKJOM U3 T€HOB
JAK2, CALR u MPL,

NP 3TOM YKa3aHHbIH BBIOPAHHBIN MALMEHT C OOJBIIOW BEPOSTHOCTHIO MOJYYHT IOJIB3Y OT
JICYSHHUSI UTHTUOUTOPOM TEJIOMEPAa3hbl.

[0133] ITyukt 2. Crioco® maeHTH(UKAIMK TAITUEHTA, KOTOPBIH ¢ OOJBIION BEPOSITHOCTHIO
MOJIYYHT TOJIB3Y OT JICYEHUSI HHTHOUTOPOM TEJIOMEPAa3hl, BKIFOYUAOIIHIA

(c) TecTupoBaHUE MAIIUEHTA HA!

1. TpOHHOH OTpULATENBHBIN CTATYC HA OCHOBAHWU OTCYTCTBUSl MYTAallH B
kakmoM u3 reHoB JAK?2, CALR v MPL, v/vnu

ii. Bbicokuii MonekyssipHeli puck (HMR) Ha oOcHOBaHMM TNIPUCYTCTBUS
MyTalliM 10 MEHbIIeH Mepe B OAHOM M3 cienyromux reHoB: ASXLI,
EZH2, SRSF2w IDH1/2,

(d) BBIOOp MaLMeHTa NP HAJTMYUH Y HETO:

1. TPOHHOrO OTPULATENILHOIO CTATyCa HA OCHOBAHMU OTCYTCTBHS MyTaLlUU B
KaxnoM u3 redoB JAK 2, CALR v MPL, w/vmu
ii. BbIcOKoro MmosekyssipHoro pucka (HMR) Ha OCHOBaHMM NPHCYTCTBUS
MyTallid IO MEHbIIEH Mepe B ONHOM W3 Cienyrimux reHoB. ASXLI,
EZH2, SRSF2wIDHI1/2,
IPU 3TOM YKa3aHHBbIH BBIOPAHHBIN MALMEHT C OOJBIIOW BEPOSTHOCTHIO MOJYYHT IOJIB3Y OT
JeYeHUsT UHTUOUTOPOM TEJIOMEPA3bI.
[0134] ITyukr 3. Cnoco® maeHTH(UKAIMK TAITUEHTA, KOTOPBIH ¢ OOJBIION BEPOSITHOCTHIO
MOJIYYHT TOJIB3Y OT JICYEHUSI HHTHOUTOPOM TEJIOMEPAa3bl, BKIFOUAIOIIHIA
(e) monyuenue odpaszua JIHK ot nanuenra;
(f) TectupoBanme ykazanHoro obpasua JIHK or mnammenta Ha  TpoitHOH

OTpI/ILIaTeJIbeIfI CTaTyC Ha OCHOBAHUU OTCYTCTBUA MYyTallMU B Ka’XAOM U3 I'CHOB

JAK2, CALR n MPL; n
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(g) BBIOOp YyKa3aHHOIO MAaIlMEHTa IPH YCJIOBUM HAJIWYMA Y HEro TPOHHOro
OTPHLIATENIBHOI'O CTaTyCca HA OCHOBAHUH OTCYTCTBHSI MyTALlMH B K&KIOM U3 T'€HOB
JAK2, CALR w MPL,;
IPU 5TOM YKa3aHHBI BBIOPAHHBIA MALMEHT C OOJBLUIOH BEPOSTHOCTBIO MOJYYUT MOJB3Y OT
JIEYEHUs] UHTUOUTOPOM TeJIOMePashl.
[0135] ITyukr 4. Crioco® uaeHTH(UKAIMKM TAIIUEHTA, KOTOPBIH ¢ OOJIBIION BEPOSITHOCTHIO
TOJIYYHT TIOJIB3Y OT JICYSHUSI MHTUOUTOPOM TEIOMEPAa3bl, BKIIOUAO M
(h) monyuyenne obpasua JIHK ot nanuenra;
(1) TecrupoBanue ykazanHoro oOpasua JIHK ot manuenTa Ha:
1. TpOHHOW OTpULATENBHBIN CTATYC HA OCHOBAHWU OTCYTCTBUS MYTAallH B
kakaoM u3 reHoB JAK2, CALR u MPL; v/unu
ii. BbicOkMH MonekyJsipHbii puck (HMR) Ha OCHOBaHMHM TPHCYTCTBHS
MyTaliMl 10 MEHbIIEeH Mepe B OAHOM M3 cienyromux reHoB: ASXLI,
EZH2, SRSF2w IDH1/2; n
(J) BBIOOP YKa3aHHOTO MAIMEHTA MPU YCIOBHH HAIUYHSA Y HETO:
1. TPOMHOrO OTPHLATENLHOIO CTaTyCa HA OCHOBAHUH OTCYTCTBHS MyTaLUU B
KakmoM u3 reHoB JAK?2, CALR v MPL; w/vnn
ii. BbIcOKoro monekyssapHoro pucka (HMR) Ha OcHOBaHMM TNPHCYTCTBUS
MyTaLUH [0 MEHbIIeH Mepe B OAHOM M3 cienyromux reHoB: ASXLI,
EZH2, SRSF2 v IDH1/2,
IPU 5TOM YKa3aHHBIH BBIOPAHHBIA MALMEHT C OOJBLUIONH BEPOSTHOCTHIO MOJYYUT IOJB3Y OT

JICUCHUS € I/IHFI/I6I/ITOpOM TECJIOMEPAa3bl.

[0136] ITyakt 5. Tlpumenenne WHruOUTOpa TEJIOMEpasbl B JICYCHUH MAlMEHTa C
MUeNnoGuOpO30M OTIMYAKOIIEECS] TeM, YTO YKAa3aHHBIH MALMEHT ONpeNeieH KaKk HMMEFOIIHH
TPONHON OTPHULIATENbHBIN CTATYC,

I7I€ YKa3aHHBbIA TPOMHON OTPULIATENIBHBIM CTAaTyC XapakTepU3yeTCs OTCYTCTBUEM MyTallUHd B
kakaoM u3 reHoB. SAHyc-kuHasel 2 (JAK2), kambperukynuHa (CALR) wu peuenrtopa

tpombonostrHa (MPL).

[0137] ITyakr 6. IlpumeneHne WHruOUTOpa TEJIOMEpasbl B JICYEHWH MAIUEHTa C
MuenoguOpo3oM OTIMHANOIIEeCss TeM, YTO YKAa3aHHbBII MAalUMEHT ONpeneNeH KaKk HMMEFOIIHi

BBICOKHUI MonekysipHbIil puck (HMR),
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rae Hamnuue HMR Brirouaer npucyTrcrsue MyTaluu IO MEHbLIEH Mepe B ONHOM TIEHeE,
BBIOPAHHOM W3 I'PYMIIbL, COCTOSIIEH M3 I'eéHa TOMOJIOra AOMOJHUTEIbHBIX MOJOBBIX LIETHHOK 1
(ASXL1), rena suxaHcepa romojora Oenka Zeste 2 (EZH2), rena Ooratoro cepuHoM u

apruHuHOM ¢axkropa crutaricuara 2 (SRSF2) u rena usonurparaeruaporenasst 1/2 (IDH1/2).

[0138] ITynkt 7. TlpumeHeHune MHrHOMTOpA TENOMEpas3bl B JICYCHHU MALMEHTA, KOTOPBIH
umeer Mmueaopudbpo3, mpu 3TOM, ObUIO OMNpenejeHO, YTO KIETKH, NPUCYTCTBYIOIIHE B
OuonornyeckoM odpasle OT YKAa3aHHOTO MALMEHTa, HUMEIOT CPEIHIOK OTHOCHTENBHYIO JUTHHY
TeJOMep, KOTopas omnpeneiieHa kak mnomagaromas B S50-ii wim Oojee HU3KHMI MPOLEHTHIIb
IMara3oHa OTHOCUTENbHBIX JJIHH TEJIOMEp, ONPENeNIeHHBIX JJIi OIXHOrO MM Oojiee M3BECTHBIX

CTaHIAPTHBIX 0OPA3IIOB.

[0139] ITysakr 8. IlpumeHeHne HHrHOMTOpA TENOMEPA3bl MPU MOTYyUYEHHH METUKAMEHTa IS
JIEYSHHS MALFeHTa ¢ MUeNo(prOpO30M, OTIMYAIOIIEECs TEM, YTO YKA3aHHBIN MALUEHT ONpenesieH
KAaK UMEIOLINI TPOMHON OTPULATENBHBIN CTATYC, XapaKTEPU3YIOLIUICS OTCYTCTBUEM MYTaLlU B
kKakaoM u3 reHoB. Snyc-kuHaszbl 2 (JAK2), kambperukynmHa (CALR) wu peuenrtopa

tpombonostuHa (MPL).

[0140] [Tyt 9. IlpumeHenue nHruOUTOpa TEIOMEPA3bl MPU MOJYYEHHH MEAUKAMEHTA IS
JIEYCHUs MALMEHTa ¢ MUeoQUOPO30M, OTIMYAIOLIEECs TeM, YTO YKa3aHHBIN MALEeHT ONpeeseH
KaKk UMeKIui BbICOKM MonekysipHbiii puck (HMR), rme nHammume HMR  Brirodaer
NPUCYTCTBUE MyTALIUHU [0 MEHbIIEH Mepe B OHOM IeHe, BHIOPAHHOM U3 TPYIIIbI, COCTOSIIIEH U3
reHa roMojiora JOIOJHUTENbHBIX MOJIOBbIX IEeTHHOK 1 (ASXL1), reHa sHXaHCepa rOMOJIOra
Oenka Zeste 2 (EZH2), rena 6oraroro cepuHOM 1 apruHUHOM (axTopa crutadicunra 2 (SRSF2) u

reHa msouutparaeruaporexassl 1/2 (IDH1/2).

[0141] ITyskr 10. IlpumereHne HHrHOMTOpA TENOMEPA3bl MPH MOTYUYEHHH METUKAMEHTa IS
JIeUeHHs MMalueHTa ¢ MUeopuOpo30M, OTIIMYAIOLIEECs TEM, YTO OBLJIO OMPENENEeHO, YTO KIETKH,
NPUCYTCTBYIOLINE B OMOJIOTHYECKOM 00paslie OT MAaIlMeHTa, UMEIOT CPEIHIO OTHOCHTENBHYIO
IUTHHY TEJIOMeEp, KOTopasi ompezesieHa Kak nomnaaaroias B S0-i win 6oee HU3KHA MPOLEHTHIIb
IMara3oHa OTHOCUTENbHBIX JJIHH TEJIOMEpP, ONPENeNIeHHBIX JJIi OIHOro MM Oojiee M3BECTHBIX

CTaHIAPTHBIX 0OPA3IIOB.

[0142] IIpencraBneHHbIe HUXKE IPUMEPHI CITY>KAT [JIs1 WILUTFOCTPALIMY, & HE U1 OTPAaHUYEHUS.
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INPUMEPDBI

Ilpumep 1: Huemencmam HAMPUA AGTIAENICA Sd)d)QKMMGHbZM Jneyenuem O nayuenmoes ¢

mueaoubpozom (M®) ¢ npomexcymounvim yposrem pucka 2 (Int-2) unu 6biCOKUM VDOGHEM

DUCKQ, PeyuoUSUPYIOWUM Uil pedpakmopuvivm Kk mepanuu uncubumopavu Anyce-xunas (JAK)

Beenenne

[0143] HNmerencrat, 13-MepHbIii OMUroHykieotun, crneuuduyuecku HaueneHHbii Ha PHK-
MaTpPHUIy TEJIOMEpPas3bl YeJOBEKa, MPEACTaBlisseT COOOH MOIIHBIA KOHKYPEHTHBIH WHTHOUTOP
(bepMeHTaTUBHOW akTHBHOCTH Tenomepasbl (Asai ef al., Cancer Res 2003; Herbert, Oncogene
2005). Coolmanoch 0 KJIMHUYECKOH aKTUBHOCTH U NpUeMiIeMOM mnpoduie 0e30MacHOCTH MpH
muenodpudpoze (M®P) ¢ mpoMeKyTOUYHbIM YpOBHEM pucka 2 (int-2) WM BBICOKMM PHCKOM B
MUAJIOTHOM UCCJIeNOBaHMHM Ha 33-maumeHrtax, rae 48% MauueHTOB paHee MOJydaiu JIeYeHUe
uHruouropom Anyc-kunasel (JAKi) (Tefferi, N Engl J Med 2015). B ykazaHHOM mnpumepe
NPEACTABICHbI PE3YJbTaThl KIMHUYEeCKOro uccienosanus 1l ¢asel mmerencrara HaTpus npu
IBYX YPOBHSIX 03Bl Y MALUEHTOB ¢ Muesnopudpozom (MP).

Criocobb1

[0144] PannomusupoBanHoe MHOTOLEHTpoBOe wucchenoBanue Il ¢asbl OBYX ITO3UPOBOK
umertenctara HaTpus (9,4 mr/kr wim 4,7 MI/KT B/B, KaXble 3 HEAENU) MPOBOAIIINA Ha B3POCIBIX
moasax, crpagaromux M@, ¢ mokaszareneM puUcka MO AMHAMMYECKON MEXIYHAapOJHOW IIKaje
OLIEHKHU MIPOTHO3a (DIPSS) «int-2y; WJTH Mo c BBICOKUM PHUCKOM,
penuanBUpPOBaBLIINM/pepakTOPHBIM K mpeamecTBytomeii Teparuu JAKi (m.e. mpu oTCyTCTBUH
YMEHBLICHUsI CIUICHOMErajiuu 4epe3 12 Henenb WM YCYryOJeHHWH CIUIEHOMETraliuu B JIH000i
MOMEHT BpeMeHH Tnocie Hauana Tepanuu unHruouropom JAK («JAKi»)). Heobxomumbim
yCcloBUEM ObLI JMAarHOCTUPOBAHHBIN TiepBu4yHBE M®, MO nocne 3CCeHIMATBHOU
TpoMOoruremMun i M® mociie UCTUHHON MOJUIMTEMHUH, APYTrHe KPUTEPUH BKIIOYEHUS B
UCCIIEIOBAHUE BKJIFOYAJIH H3MEPSIEMYI0 CIUICHOMEraiuio (IMyTeM MAarHUTHO-PE30HAHCHON
Busyanmuzaiun  [MPT]), cs3anHble ¢ akTHBHBIM M@ CHCTEMHbIE CHMITOMBI W YHCIO
TpoMbouTOB >75 X 10°/n. IlepBuuHble KOHEYHBbIE TOYKM BKJIIOYAIU. IMOKAa3aTelb OTBETA
ceNe3eHKH (HocTkeHne % yMmeHbineHus: oobema ceneseHku > 35% [SVR] mo nanasim MPT Ha
24 Henene), U MOKa3aTelb OTBETa CUMIITOMOB (IOCTH)KEHHE %o CHIDKEHHs OOILIEero mokasaTess
cumnroMoB > 50% [TSS] mo ¢opme onenkn cumnromoB muenopudpoza (MFSAF) v2 Ha 24
Henene). KurodeBble BTOpUYHBIE KOHEYHBIE TOUKHM BKIIIOYAIH O€30MacHOCTh, OOIIYIO
BbokuBaeMoctb (OB), orBer Ha JledeHHe, MOJIEKYJSIPHBIA OTBET M B3aMMOCBSI3b

(bapMakOKUHETUKH U (papMaKOJUHAMUKH.
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PesyapTatsl

[0145] beuto BxmoueHo 107 mamuentoB u3 55 yupexnenuit (48 Ha 4,7 mr/kr; 59 Ha 94
mr/kr). OCHOBHbIE XapaKTePUCTUKU NpuBeneHbl B Tabimuue 1 Hmke. Kpome Toro, meananHas
nponoJokuTeabHocTh nepuona Ha JAKI cocrasmsa 23 (0,9-89,7) mecsina, a MeIMaHHOE YHCIIO
TpomBoLHTOB cocTapsuio 147 x 10°/n. Tpoitsoii orpuuatensHerii cratyc (TO; n.e. oTCyTCTBHE
mytatmii JAK2, MPL wmn CALR) uabmonanca y 24,8% nauuentoB, u 67,6% mnauueHTOB

CUMTAJIUCh UMEIOIMUMHU BBICOKUIT MojekyssipHbii puck (HMR; m.e. > 1 myrammm B ASXLI,

EZH2, SRSF2 v IDH1/2).

Ta6nuua 1: BazoBble XapaKTepuCTHKH

4,7 Mr/kr 9,4 Mr/Kr
(n=48) (n=159)
MenuaHHBIN BO3pPACT (AMATA30H; T) 68,5 (44, 84) 67,0 (31, 86)

My:xckoi non

32 (66,7%)

35 (59,3%)

IMoaTun muenopudposa

IlepBuunbIit 27 (56,3%) 36 (61,0%)
ITocT-OT 9 (18,8%) 10 (16,9%)
ITocT-UI1 12 (25,0%) 13 (22,0%)
Cratyc pucka no DIPSS

IIpomexyTO4HBIN ypOBEHDb pUCKa 1
IIpomexyTOYHBIN YPOBEHb PUCKA 2

Bricokuit puck

1%(2,1%)
28 (58,3%)
19 (39,6%)

0
34 (57,6%)
25 (42,4%)

JlnvHa cene3eHku (MPU Majblalii) — METUAHHOE
3HaYeHHE (IUAra30H; CM)

> 15cm

18,0 (4,0, 35,0)
31 (64,6%)

18,0 (3,0, 32,0)
35 (59,3%)

O61bem cenesenku (MRI) - MenuanHOe 3HaYeHHe

3
(muamnasoH; cm’)

3352,8
(726; 7243)

2997,5 (890; 7607)

OO0Wwui rokasareib CUMIITOMOB - MeIuaHHoe

3HaueHue (nuanaszon; TSS)

22,29 (6,7, 58,4)

23,86 (3,1, 57,2)

3aBUCUMOCTD OT MEPETUBAHUS IPUTPOLIUTOB

14 (29,2%)

12 (20,3%)

Uwncno TpoMOounToB — MennaHHOe 3HaUeHUe

(muamnazoH; x 109/.]1)

153 (74, 1097)

146 (65, 798)

BpeM;[ C MOMECHTA NMOCTAHOBKH NEPBOHAYAJIBHOT'O

Auarsosa — MenuanHoe 3HaueHUe (AUamnas3oH,

48,90 (2,0;
227.3)

42,84 (6,6, 200,7)
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MECSILIBI)

Bpewms nocne npoBeneHus nociaeaHel Tepanuu 1,41 (0,5, 31,2) 1,71 (0,5, 37,8)
JAKi — MenuanHoe 3HaueHHe (uanasoH,;

MECSIIIbI)

ITponomKkUTeTIbHOCTD MPELIECTBYIOLIEH Tepaniu 22 (3, 90) 25 (1, 73)
JAKi — MenuanHoe 3HaueHue (A1ana3oH;

MECSIIIbI)

Y BapuaHT npoToKona
® [To oueHKe HE3aBUCHMOTO HAGIONATEIBHOTO KOMHTETA

“Tlonyunnu 6 enuany PRBC 3a 12 Henenb 10 BKIIOYEHHS.

[0146] K MOMeHTy mepBHYHOM aThl MPEKpaIleHsi cOOpa KIMHUYECKUX JaHHBIX METUaHHAS
MPOAOJUKUTENIPHOCTh TMEepPHOoaa HUCCIENOBaHMs cocTaBwia 22,6 mecsiueB (amamason, 0,2-27.4
MecsIIa); MeJUaHHas MIPOAOJDKUTEIbHOCTh MEPHOAA JIEUSHHsT COCTaBMIa 6,2 MecsueB (Inanas3oH ,
0,0-27,2 mecsiues). Y mectu (10,2%) nanueHToB B noarpynne 9,4 Mr/Kr npucyTCTBOBAJI OTBET
cene3eHKH 1o paHHbIM MPT, nmonreep:kneHHBIN HE3aBUCUMBIM HAOIOIATEbHBIM KOMUTETOM
(IRC).

[0147] K MomeHTy nmaThl mpekpalneHust coopa KIMHUYECKUX TaHHBIX MalMeHTOB HaOII01aIu
Ha TPOTSDKEHMM repuozpa ¢ MmexuaHou 22,6 (0,2-27,4) mecsueB, BKIIOUYAIOLINX JIEUYEHHE C
MeIMaHHON MPOJOIKUTENBHOCTBIO 6,2 (0,0-27,2) Mmecsnes. MenuaHHasi NpOAOKUTENBHOCTD
aedeHus: Obuta Oonbire B noarpymnme 9,4 mr/kr (7,7 mMecsueB) IO CPaBHEHHIO C MOATPyNnoi 4,7
mr/kr. YV mectu (10,2%) mauueHToB B noarpymnme 9,4 Mr/Kr NpuCyTCTBOBAJI OTBET CEJIE3EHKH 10
nauabiM MPT, mpu stom B moxrpymme 4,7 mr/kr (cwm. ¢ur. 1) oTBeThl OTCYyTCTBOBAIU. Y
nessitHaanaty (32%) manuentos B noarpymnmne 9,4 mr/kr u 3 (6%) nauueHToB B noarpymnmne 4,7
MI/KT HaOJIro1ascst oTBeT cUMNTOMOB (cHukeHue TSS > 50%) (cm. dur. 2).

[0148] Menuannas OB B moarpymnme 9,4 mr/kr He ObUla JOCTUTHyTa K TIEPBOW Jare
npeKpameHnsi cOopa KIMHUYECKUX NaHHBIX, TOrna Kak B moxarpymme 4,7 mr/kr menuanHas OB
cocraBuia 19,9 mecsueB. YpOBHH BBDKMBAEMOCTH B TeueHHe 18 mecses cocraBuinu 76,7% u
62,9% npnsa nmoarpynmsl 9,4 wr/kr u moarpymnmel 4,7 MI/KT, COOTBETCTBEHHO. AHAJIH3BI
YyBCTBUTEJIBHOCTH IPU LEH3YPUPOBAHUM MALHMEHTOB B MOMEHT 5CKajaluu [A03bl IS
nocienyromeit Tepanun JAKI MM TpaHCIUIAHTALMK CTBOJIOBBIX KJIETOK JaBAJIA aHAJOTHYHBIE
pesynbTaTel. B moarpynme 9,4 mr/kr HaOmomanack cBsizb Mexny mauueHtamu ¢ TO u OB
(menuannas OB He Obuta nmocturnyra y mammeHToB ¢ TO um cocraBuia 23,6 mecsleB A
nauuenToB 6e3 TO). Ilokasarenu oTBera ceneseHku ObuiM Bbime y manueHToB ¢ 1 HMR-

mytauuen (ASXL1, EZH2, SRSF2 vnu IDH1/2).
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[0149] Haubonee pacnpocTpaHeHHbIE HEXeNaTeNbHbIE SIBJICHUS TIPH JIeYeHUU (BCeX
cTemneHeil) B moarpymme 9,4 mr/kr Obutk mpeacTaByieHbl TpoMOouutonenuei (49%), anemueit
(44%), nelitponenueli (36%) u tomnoroit (34%); u B noarpynne 4,7 mr/kr — auapeei (38%),
tourHotoit (31%), anemueli (31%) u TpomOouuronenuei (23%). Helitponenus % creneHu u
TpomboruTonenus HabmroAamuch vaiie B noarpymnmne 9,4 mr/kr (34% u 42%, COOTBETCTBEHHO)
1o cpaBHeHUIO ¢ noArpymnmnoi 4,7 mr/kr (13% u 29%, cOOTBETCTBEHHO), OOJIBIIUHCTBO CITy4aeB
LUTONEHUHN pa3pelannucy B TedeHue 4 Henenb. lloBbiuenue nokasarenen @I 4 crenenu
HaOmonmanoce y 7 ManMeHTOB B mepuoa  HccienoBaHus. CBsi3aHHAass C  HMMETEJICTaTOM
reraTOTOKCHYHOCTh, TMOATBEPXKIEHHAs HE3aBUCHMBIM KOMHTETOM IO OLIEHKE peakuuil co
CTOPOHBI IIEYeHH, He HaOJF0Aaach.

[0150] K MomeHTy BTOpO# maThl mpekpameHus cOopa KJIMHHYECKUX NaHHBIX MAallMEHTOB
HaOJlFOIa M Ha TPOTSDKEHWH Tepuona ¢ meauaHou 274 (0,2-33,0) mecsines, BKIFOYAROIIUX
JeueHHe C MEIMaHHON mpoaoskuTenbHOCTRIO 26,9 (0,1-118,1) Hemens. MenunanHas
MPOAOJUKUTENIPHOCTh JieueHus: Obuta Oompine B moarpymme 9,4 wmr/kr (33,3 Henmenb) Mo
cpaBHeHHM0 ¢ moarpynmoii 4,7 mr/xr (23,9 nemens). Iloarpynma 4,7 mr/kr Obula ITOCPOYHO
3aKppITa, 4YTO TMOBJMSJIO HA MPOAOLKUTENbHOCTh JsedeHus. MenuanHas OB ¢ 95%
JIOBEPUTENBbHBIM HHTEpBaJIOM B moarpymmne 9,4 mr/kr cocrasmna 29,9 mecsaues (22,8, H.O.)
(H.O. = me nomyexana oueHke) B moxarpynmne 9,4 mr/kr u Obutla TOCTHTHYTa KO BTOPOH Jarte

npekpareHusi coopa KIMHUYECKUX TaHHBIX.

Tpounoit ompuyamenwvnoui cmamyc u OB
[0151] CyOBeKTOB TpPyNMUPYIOT MO MyTaUMOHHOMY ctarycy reHoB JAK2/MPL/CALR,
TpoliHOMYy oTpuuarenbHoMy crtarycy (TO, oTcyTcTBHE MyTanuu B KaXIOM W3 T€HOB
JAK2/MPLICALR) n orcyrctBuro TO (¢ myranuein B modom u3 reHoB JAK2/MPL/CALR).
Menuannas OB He momnexana ouenke (H.O.) mis cyobekToB ¢ TO ¢ 95% noseputenbHbIM
unrepBasiom (23,2, H.O.) u cocrasmsma 23,6 mecsueB i cyobekroB 0e3 TO ¢ 95%
noseputenbHbIM uHTEpBaJoM (20.,7, H.O.) B moarpynmne 9,4 mr/kr, Torna xaxk B noarpymme 4,7
mr/kr meauanHas OB ¢ 95% nosepurenbHbIM HHTEpBaioM coctaswia 22,3 (17, HO.) u 20,3
(18,3, H.O.) nnst cy6wexTo ¢ TO u cyonexroB 6e3 TO, coorBercrBenHo. B moarpymnme 9,4 mr/kr
Oonee HU3KHMH YpPOBEHb CMEPTHOCTH HAONIOAANCS B TPYIE C TPOWHBIM OTPULIATEIBHBIM

crarycoMm (TO) o cpaBuenuto ¢ rpymmoit 6e3 TO (cm. Tabmuny 2, ur. 3 u 4).

Tabauna 2: O0masi BLIZKHBA€MOCTb ¢ IPYNIHPOBKOH M0 MYTALIHOHHOMY CTATYCY FeHOB

JAK2/MPL/CALR
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Ho3za MyTaunoHHbIH YpoBeHb MenuanHoe HR (95% P-3nauenue
(Mr/kr) cTaryc CMEpPTHOCTH BbDKUBAHUE, AN) (JlorpaHroBbIit
% mecstes (95% KpUTEpUiA)
A1)
4,7 TO 40 22,3 (17, H.0.)
bes TO 36,8 20,3 (18,3, 0,98 (0,32, 0,9719
H.0) 2,98)
9,4 TO 18,8 H.O. (23,2,
H.0)
bes TO 41,5 23,6 (20,7, 2,76 (0,81, 0,0910
H.0) 9,46)
[0152] K MomeHTy BTOpOH naThl mpekpaiierns cOopa KINMHUYECKUX TAHHBIX Ooyiee HU3KHUH

YPOBEHb CMEPTHOCTH HAOIOAJICA B MOATpyIe 9,4 MI/KT B IpyTIle€ C TPOWHBIM OTPULATEIBHBIM

crarycoM (TO) no cpaBrenuro ¢ rpymmoit 6e3 TO (cm. Tabnuny 3, ¢ur. 6 u 7).

Ta6auma 3: OOmas BBDKMBAEMOCTb C TIPYNIHMPOBKONH IO MYyTaLIMOHHOMY CTaTyCy TI'€HOB

JAK2/MPL/CALR
Meauannoe
Ho3a IIpouent BoikuBanme | HR P-3nauenue
uMeTtesicrara| MyTanuoOHHBIH | CKOHYABIIHNXCS (MecsiubI) (95% |(JIorpaHrosblii
(mMr/kr) CTaTyC cy0ObeKTOB 95% A1) | A1) KpuTepuii)
TpoitHON
23,1 (4,2,
OTPULIATEIIbHBIIT 6/10 (60,0%)
H.0)
(TO)
4,7
1,16
19,5 (16,7,
bes TO (MUT) 21/38 (55,3%) 31.6) (0,46, 0,7562
’ 2.87)
TpoitHOU
H.O. (23,2,
9,4 OTpHULIATENbHBIH 4/16 (25,0%) HO)
(TO) o
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bes TO (MUT)

21/41 (51,2%)

2,60
24,6 (19,7,
(0,89, 0,0700
H.0.)
7,59)

*HR = OTHOIIEHNE PHCKOB

Tpounoii ompuyamenvustii cmamyc u omeem na 24 neoeie

[0153]

B rpynne TO no cpaBHenuto ¢ rpynnoi 6e3 TO (cm. Tabmuny 4 Hipke).

JLis noarpymmbsl 9,4 mr/kr 6onbinuil mokaszarens orBera (SVR wnm TSS) Habmronancs

Ta6auua 4: bazosbiii myraumonnblii cratyc JAK2/CALR/MPL n knuHu4eckuii oTBET

SVR > 20% Ha 24 nenene cornacuo IRC

MyTanuoHHbII 4.7 mr/xr, N=48 9,4 mr/kr, N=57
CTaTyC Bcero, OTtcyTtcTByeT, OTCyTCTBYET,
Oo6mmeell [pucyTcTByer, Oo6wee|l IpucyTcTByer,
JAK2/CALR/MPL{ N=105 N=46 N=45
grcno | N=2 (4,2%) grcino [N=12 (21,1%)
(95,8%) (78,9%)
TO 26(24,8%) 10 0 (0%) 10 (100%) 16 5(31,25%) | 11 (68,75))
79
be3s TO 38 2 (5,3%) 36 (94,7%) | 41 7 (17,1%) | 34 (82,9%)
(75,2%)
SVR 5 35% na 24 negene cornacuo IRC
MyTauroHHBIH 4.7 mr/kr, N=48 9,4 mr/kr, N=57
cTaTyc Bcero, . o6 OTCyTCTBYET,
Oo6weellIpucyrcrByeT,|Uuncino, N=48|O01mee|l IpucyTcTBYyeT,
JAK2/CALR/MPL| N=105 PHEYTETEY pHey Y N=51
gucno| N=0 (0%) (100%)  |umcao| N=6 (10,5%)
(89,5%)
TO 26(24,8%) 10 0 (0%) 10 (100%) 16 3 (18,75%) |13 (81,25%)
79
be3 TO 38 0 (0%) 38 (100%) | 41 3 (7,3%) 38 (92,7%)
(75,2%)
TSS » 50% cHu:kenue Ha 24 Heneie
MyTanuoHHbII 4,7 mr/kr, N=48 9,4 mr/xr, N=57
CTaTyC Bcero, OTtcyTcTBYyeT, OTCyTCTBYET,
Oo6wmeell [pucyTcTByer, O6bweell IpucyTcTByer,
JAK2/CALR/MPL| N=105 N=45 N=39
grcno| N=3 (6,3%) grcio [N=18 (31,6%)
(93,8%) (68,4%)
TO 26(24,8%) 10 1 (10,0%) 9 (90,0%) 16 8 (50%) 8 (50%)
be3s TO 79 38 2 (5,3%) 36 (94,7%) | 41 10 (24,4%) | 31 (75,6%)
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(75,2%)

Monexynapuwtit puck u omeemst na 24 neoeie

[0154]

B noxrpynmne 9,4 mr/kr 6onpimii nokasatens orsera (SVR wnu TSS) nHabmonancs B

rpynne HU3Koro MojekynsipHoro pucka (LMR) unm B rpymnmne BbICOKOTO MOJIEKYJISIPHOTO PHCKa

(HMR) ¢ enuncrBennoii mytanueit (MUT) no cpaBuenuto ¢ rpynmnoii HMR Gonee uem ¢ 1

MyTamuen (cM. Tabnuny 5).

Tabnauua S: MosekyasipHbIi pUCK M 0TBeThI HAa 24 Hexese

SVR 5 20% na 24 nenene

4,7 mr/kr, N=48 9,4 mr/xr, N=57
Monexynsipasl | Beero, | O0me Orcyrctayert,| O6me |[TpucyrcrByeT|OTCy TCTBYET,
. IIpucyrcrayer
i puck N=105( e N=47(97,8%]| e , N=12 , N=45
, N=1(2,1%)
YUCJIO ) gucio| (21,1%) (78,9%)
34
LMR,
(32,4%| 12 1(8,3%) 11 (91,7%) | 22 5(22,7%) | 17(77,3%)
Her myTauuii
)
48
HMR c 1
(45,7%| 27 0 (0%) 27(100%) 21 6 (28,6%) | 15(71,4%)
MyTaluen
)
HMR 6Gornee 23
yeMm c 1 (21,9%| 9 0 (0%) 9 (100%) 14 1(7,1%) 13 (92,9%)
MyTaLuen )
SVR 5 35% na 24 neaene coraacuo IRC
4,7 mr/kr, N=48 9,4 mr/xr, N=57
Monexynsapus! | Beero, | O0me OrcyrctayeT,| O01me OtcyTcTBYET
. IIpucyrcrtayer IIpucyrcrsyet
1 pUCK N=105] e N=48 e , N=51
, N=0 (0%) , N=6 (10,5%)
YHUCJIO (100%)  |umcno (89,5%)
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34
LMR,
(32,4%| 12 0 (0%) 12 (100%) | 22 2 (9,1%) 20 (90,9%)
Her myTanuii
)
48
HMR c 1
(45,7%| 27 0 (0%) 27 (100%) | 21 4 (19%) 17 (81%)
MyTaLuein
)
HMR Gonee 23
yem ¢ | (21,9%| 9 0 (0%) 9 (100%) 14 0 (0%) 14 (100%
MyTauuen )
TSS » 50% cuHu:kenne Ha 24 HeneJie
4,7 mr/kr, N=48 9,4 mr/kr, N=57
Mounexynsipusl | Beero, | O61me Ortcyrcryer,| O0me |[[IpucyrcTByeT|OTCy TCTBYET,
IIpucyrcTayer
i puck N=105| e N=45 e , N=18 , N=39
, N=3 (6,3%)
YUCJIO (93,8%) |umcio| (31,6%) (68,4%)
34
LMR,
(32,4%| 12 3 (25%) 9 (75%) 22 8 (36,4%) | 14(63,6%)
Her myTaunmii
)
48
HMR ¢ 1
(45,7%| 27 0 (0%) 27 (100%) | 21 7 (33,3%) | 14 (66,7%)
MyTaLuen
)
HMR Gonee 23
yem ¢ | (21,9%| 9 0 (0%) 9 (100%) 14 3(21,4%) | 11(78,6%)
MyTauuen )
[0155] Jlnis cyObekToB, nojay4daBmux 9,4 mr/kr, HaOMrOAANacCh CBSI3b MEXKIY CIEAYIOIUMU

¢akTopamu U KIMHUYECKUMHU oTBeTaMu i OB:

1poitnoii ompuyamensuwtii cmamyc (10): orset (SVR mnu TSS) yaimme BeTpedancst y cyObeKTOB

¢ TO. Menuannast OB He momnexana orenke st cyowektoB ¢ TO, cyobekTor 6e3 TO = 23,6

MECSIIIEB; U

Monexynspuerii puck: orser (SVR wnmu TSS) wame BcTpeuancs y cydvekroB ¢ HMR Tonbko ¢

OIHOI MyTauuel, u Habmroaanuch oTBeThl y nanuenToB ¢ HMR Gojsee ueM ¢ onHOM MyTanueH,

KOTOpBIE MOJTy4ay JieueHue 9,4 MI/Kr uMeTescraTa.
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IIpumep 2

baszosas onuna menomep (JI1) u obasn sviscusaemocms (OB)

[0156] CyOBeKTOB IpyNIUPYIOT N0 MEAHMaHHOMY 3HadeHuto Oasosoit /IT. B nmoarpynne 9,4
mr/kr meauanHas OB He mommexana ouenke (H.O.) mist mepBoii matel mpekpaineHusi cbopa
KJIMHUYECKUX JaHHBIX ¢ 95% noeputenbHbiM uHTEepBasioM (23,2, H.O.) ana cyOBekToB ¢
menbien 6azoBoi [T (KMennanHoe 3Ha4deHue) u cocrapisuia 22,8 mecsies (16,2, HO.) nns
cyobekToB ¢ Oonbuieii 1T (>MenuanHOe 3HaYeHUE), COOTBETCTBEHHO (Tabmauua 6). B moarpymnmne
4,7 mr/kr menuannas OB ¢ 95% noeeputenbHbiM HHTEpBajioM coctaBisiia 20,3 (17,2, H.O.)
mecsia 1 22,3 (16,6, H.O.) mecsina nnst cyobekToB ¢ Menbineidi 6a3oBoi JIT u cyObekToB C
6onbeii /1T, coorBeTcTBeHHO (Tadamna 6).

[0157] B nmonrpymnme 9,4 mr/kr Tpenn nyumein OB HaOmronancs anst cyObeKTOB ¢ MEHbLICH

6azosotii 1T, T.e. ¢ 6a3oBoii AT, menpiueii mennannoi J{T wiu paBHOH eil.
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Tabmuua 6: 3aBucuMocTh OOIIEH BBDKMBAEMOCTH OT OaszoBod muHbl Tenomep (AT) c

IPyNIUPOBKOM IO MEIUAHHOMY 3HAYEHUIO

4,7 MI/KT

9,4 MI'/KT

<MemuanHoe >MenuaHHOE

<MenuanHoe >MenuaHHOe

N 3HAYEHUE 3HAYEHUE N 3HAYECHHUE 3HA4YECHUE

CyOmbexTsl ¢ 40 18 22 53 29 24
0a30BbIM 3HAYECHUEM
Yucno 40 18 (45,0%) | 22(55,0%) 53 29(54,7%) 24(45,3%)
OLIEHMBAEMBbIX
CyOBEKTOB
Umncno cyObekToB ¢ 20 8 (20,0%) 12(30,0%) 35 21(39,6%) 14(26,4%)
LIEH3y pUPOBAHHBIMH
naaHbIMHA (%0)
Yucno cobbrruii (%) | 20 10 (25,0%) 10(25,0%) 18 8(15,1%) 10(18,9%)
OObmas
BBDKHBAEMOCTb
(Mecspl)
Menuannoe (95% 22,3 | 20,3(17,2, 22,3 (16,6, | HO. | HO. (23,2, | 22,8(16,2,
JAN) (18,2, HO) H.0) (22,8, H.O) H.O)

H.O.) H.0)
YpoBeHb 68,2 | 76,7 (49,2, 61,0 (36,7, | 75,9 | 81,2(60,5, 69,8 (46,9,
BbDKUBAEMOCTHU (50,7, 90,6) 78,3) (61,5, 91,7) 84,3)
yepe3 18 mecsies, 80,6) 85,0)
% (95% A.N.)
YpoBeHb 39,6 | 34,1(10,9, 46,6 (21,8, | 54,2 | 59,3(30,9, | 47,6(22,1,
BBDKUBAEMOCTH (21,1, 59,3) 68,2) (35,1, 79,3) 69,4)
yepes 24 mecsina, % | 57,6) 69,9)

(95% JIN.)

baszosas /[T u omeemuvt na 24 neoene

[0158]

basosas nnunHa Tenomep (JT): SVR- unu TSS-orset Ha 24 Henene yaine BCTpedancs

y cyobektoB ¢ menbineii 6asosoii [T ( < menuanHoe 3Hauenue). Y 17,3% (5/29) cyObekToB ¢
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menbiueit 6asosoit T ny 4,2% (1/24) cyOpexToB ¢ bonbuieit 6asosoit [T npucyTcTBoBasn oTBET

cesie3eHKH, cooTBeTcTBeHHO. Y 34,5% (10/29) cyowektoB ¢ menbuieit 6asosoii AT u y 25%

(6/24) cyopexToB ¢ Oombiueii 6azosoii 1T npucyrctoBan TSS-0TBET, COOTBETCTBEHHO.

[0159]

B noarpynme 9,4 mr/kr Ha 24 Henene OGonpumii nokasarens orsera (SVR mmm TSS)

yamie HaOmomancs y cyObekToB ¢ Menblieil 0asoBoii JIT mo cpaBHeHHIO C CyObeKkTamu ¢

6onpwmei AT (Tabnuua 7).

Tabnuua 7: O630p 3aBUCUMOCTH KJIMHHYECKOTO OTBeTa OT 0a3oBoi anunbl Tesomep (T)

SVR > 35% na 24 menene cornacuo IRC

Bcero, 4,7 mr/kr, N=40 9,4 mr/kr, N=53
N=93 OtcyTcTByeT OtcyTcTBYyeT
basosas IT c OGiue [[IpucytcTByer O6uue [[IpucyTtcTByer
e , ’ e , ’
JaHHBIM N=40 N=47
gucno| N=0 (0%) grcno| N=6 (10,5%)
" (100%) (89,5%)
Memnpas AT
(<
47 18 0 (0%) 10 (100%) | 29 | 5(17,25%) |24 (82,75%)
Menuannoe
3HAYEHHE
boénpmas AT
(>Menunanno| 46 22 0 (0%) 38 (100%) | 24 1 (4,2%) 23 (92,7%)
€ 3Ha4YeHue)
TSS > 50% cuuxenue Ha 24 Henese
Bcero, N 4,7 mr/kr, N=40 9,4 mr/kr, N=53
=93 OtcyTcTByeT [MpucyrcrByer|OTCyTCTBYET
basosast IT OGue |[[TpucyTcTByeT O6me
c 2 2 2
e , e
JIaHHBIM N =38 N=16 N =37
gucio| N =2 (5%) YHUCJIO
u (95%) (30,2%) (69,8%)
Memnpwas AT
(<
47 18 | 1(56%) |17(944%) | 29 | 1034,5%) | 19(65,6%)
Menuannoe
3HAYEHHE
Bomwas AT 46 | 22 | 1@5%) [210955%) | 24 | 625%) 18 (75%)




60

(>MenuanHo

€ 3HaueHue)

Ilpumep 3

Jloszoszasucumstii hapmaxoounamuyeckuii (D) schchexm

AxtuBHocTh Tenomepasbl U hTERT anamusupoBanmu naisi OneHKH (apMaKOAWHAMHYECKUX
s¢pexroB umerencrara. M3 cyObekTOB C JOCTYNHBIMU TaHHBIMU O OA30BBIX YPOBHS U YPOBHSIX
nocie neueHust y 23 (51,1%) cyowekros B moarpymme 9,4 mr/kr u'y 10 (29,4%) cyObekToB B
noarpynmne 4,7 MI/KT JOCTUTAJIOCh CHU)KEHHE aKTUBHOCTU TejoMmepasbl >50% ot Ga3oBoro
ypoBHs, yka3aHHbIH P/-3pPexT IEeMOHCTPUPOBAT KOPPESIIUI0 C  MPOTHBOOMYXOJIEBOM
AKTUBHOCTBIO B JOKJIMHUYECKUX MOJENSIX C KCEHOTpaHCIUIaHTaTaMH in vivo. Kpome Toro, y 35
(61,4 %) cyonbekroB B moarpynme 9,4 mr/kr u 20 (47,7%) cyopekroB B noarpynme 4,7 mr/kr
nocruranock >50% cHmwxkenne yposHs hTERT PHK oTHocuTenpbHO 6a30BOr0, COOTBETCTBEHHO
(tabmuma 8). Takum obpa3om, ObUT TPOAEMOHCTpUPOBAaH no303aBUCHUMBIT  DJ[-3ddexrT,
YKa3bIBAIOLIUI HA IIEJIEBOE CBSI3bIBAHUE.

[0160] Tabmuna 8: ¥V cyOBeKTOB mOCTHUTraNOCh CHMKEHHME aKTHBHOCTU Tejomepasbl (TA)

(30%, 50%) nm hTERT (50%) oTHOCUTENBHO 0a30BOr0 3HAYEHHUS B JIFOOBIE MOMEHT BPEMEHH.

4,7 MI/KT

9,4 MI/KT

CyObekTsl ¢ 6a30BbIM YPOBHEM

(hTERT)

48

57

hTERT >50% cuuxenue

20 (41,7%)

35 (61,4%)

CyOmbexTsl ¢ 0a30BBIM YPOBHEM

(TA)

34

45

TA >30% cHukeHne

14 (41,2%)

28 (62,2%)

TA >50% cHuxeHne

10 (29,4%)

23 (51,1%)

IIpumep 4

[0161] Ces3zb meancoy DJ{-a¢ppexmom u omseemom Ha 24 Heoene

[0162] Cpenu Tex, y Koro HabJIFOaICs OTBET Celie3eHKH, ¥ Oobiero % cyonrekTos (83,3%)
IOCTUTaNOCh MO MeHblied mepe >50% cHmwkenue yposred skcrpeccun hTERT PHK mo
CPaBHEHHMIO C TE€MH, y KOro He HaOmonancs orBeT ceneseHkH (55,6%); cpeam Tex, y KOro
Habmonasncst TSS-oreer, y Oombiiero % CyOBEKTOB HOCTUTAJIOCh MO MeHbLIel Mmepe >50%

cHmwkenne yposHell skcnipeccun hTERT PHK no cpaBrenuto ¢ temu, y Koro He Habmomancs
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TSS-orBer (Tabmuia 9). Yposuu skcnpeccun hTERT PHK usmepsinu B obpasuax menpHOH
KPOBH, B3SITBIX y MALUEHTOB JI0 U MOCJIE JEUESHHUS.

[0163] Tabmuma 9: Cesa3p Mexnay cHumxennemM hTERT (50%) orHocurensHO 0a3oBOro

sgauenus 1 SVR- unu TSS-orBeToM Ha 24 Henene.

OTtBer cesie3eHKH Ha 24 HepeJle hTERT > 50%
coraacHo IRC CHHKEHHUe
[IpucyrcTByer 5/6 (83,3%)
OTtcyTcTByeT 55/99(55,6%)
TSS-oTBer Ha 24 HeneJie
IIpucyrcTByer 15/24 (62,5%)
OtcyTcTByeT 45/81 (55,6%)
[0164] ITo cpaBHEHHIO ¢ CyOBEKTaMH, Y KOTOPBIX OTCYTCTBOBAJ OTBET celie3eHKH min TSS-

OTBET, 1o MeHbluel Mepe >30% unu >50% CHUKeHHe aKTUBHOCTHU TEJIOMEPasbl TOCTUTAIOCH Y
Oonbirero % cyOBEKTOB, y KOTOPBIX MPUCYTCTBOBAJI OTBET ceye3eHku mian TSS-oreer (Tabnuna
10).

[0165] Tabmuma 10: CBs3p MeXIOy CHIDKEHHEM aKTHBHOCTH Tejomepasbl (30%, 50%)

OTHOCUTENBHO 0a30B0i U SVR- uinu TSS-orBeToM Ha 24 Hepene.

AKTHBHOCTBH TeJIOMepa3bl

OT1Ber ceneseHKH Ha 24 Heneie

coraacuo IRC >50% cnuscenue | >30% crusicenue
[IpucyrcTByer 2/4 (50%) 3/4 (75%)
OTtcyTcTByer 34/70 (48,6%) 41/70 (58,6%)
TSS-orBer Ha 24 Heneie
IIpucyrcTByer 12/18 (66,7%) 15/18 (83,3%)
OtcyTcTByeT 24/56 (42,9%) 29/56 (51,8%)
[0166] ACTHEKTBI, B TOM YHCJI€ BAPUAHTHI pEAU3alliy NPeMeTa H300pETEeHHsI, ONICAHHBIE B

HACTOSIIEM JOKYMEHTE, MOTYT OBbITh MOJIG3HBIMH IO OTAENBHOCTH WJIH B KOMOWHAIIUU C OIHUM
win Oojiee APYrUMU acMeKTaMU WJIM BapUAHTAMHU pean3aluu. be3 orpaHudeHus] HACTOSIIETO
OMHUCAaHUs, HIDKE TMPEACTABJICHBl OIMpPENENICHHbIE HEOTPAHMYMBAIOIINE ACMEKThl HACTOSLIETO
n3o0perenus. Kak Oynmer o4eBMOHO AN CIELMANINUCTOB B JAHHOM OOJACTH TEXHHUKH IIOCHE

MPOYTCHUA YKA3aHHOI'0 JOKYMCHTA, K&)I(I[blfl U3 MHAWUBUAYAJIbHO MPOHYMEPOBAHHBIX ACIICKTOB
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MOKET TMPUMEHATBCA HIINU OBITh CKOM6I/IHI/IpOBaH ¢ JOOBIMU NpeAECCTBYIOMUMU U
NOCJICAYOIITUMHA WHAWBUAYAJBHO MNPOHYMEPOBAHHBIMU ACIICKTaMM. Takum o6pa30M,
npeayCMOTPECHBI BCC TAKUE KOM6I/IHaI_[I/II/I ACIICKTOB, oe3 OrpaHHU4€HUs KOM6I/IHaI_II/IHMI/I ACIICKTOB,

psAMO NMPEACTABIICHHBIMH HUKE!

1. [IpumeHeHre WHruOUTOpPAa TENOMEpasbl B JICYEHMU MALUEHTa C MHEI0PUOPO30M,
KOTOPBIN ONpenesieH KaK UMEOLIUN TPOHHON OTpULIATEIbHBIN CTaTyC,

r7ie TPOMHOM OTpHULIATENIbHBIN CTATYC XapaKTepU3yeTCsl OTCYTCTBHEM MYTaLUU B KaXIOM
u3 reHoB. SAHyc-kuHa3wel 2 (JAK?2), xanpperukynnna (CALR) u peuentopa TpoMOOMO3THHA
(MPL).
2. IMpumenenre mo m. 1, OTIUYAKOIEECs TeM, YTO YKa3aHHbIH MUETO(PUOPO3 MPEACTaBIISET
co0ol mepBUYHBIH MUENTOGHOPO3.
3. [IpumeHeHre 1O M. 2, OTJIUYAOINEECS TeM, YTO YKa3aHHbIM MUEIOPUOpPO3 MPEACTaBIISET
coboit Muenoudpo3, KOTOPHIN pa3BUBAETCS MOCIE HCTHHHON nojmuuteMud (moct-UI1 M®).
4. [IpumeHeHre 1O 1. 2, OTIUYAOINEECS] TeM, YTO YKa3aHHbIM MUEIOPUOPO3 MPEACTaBIISET
coboit muenodudpo3, KOTOPBIHA Pa3BUBAETCS MOCIE YCCEHIMABHON TpoMOonuTemun (oct-3T
M®).
5. IIpumenenne no modomy w3 mm. 1-4, oTIMYaroImeecs TeM, YTO YKAa3aHHBIA MAalHEeHT
paHee He moJy4as Tepanuto uHruonropamu JAK.
6. ITpumenenue no modomy u3 1-4, oTaHyaroIeecs TeM, YTO YKa3aHHbBIH MALUEeHT IOyvall
Tepanuto naruouropamu JAK u 6bu1 HeBOCIPUUMUHB K Tepanuu nHruonropamu JAK.
7. [Tpumenenwue mo ar0doMy U3 1-4, OTIHUAKOIIeecs TEM, YTO YKa3aHHBIN MAlHEHT MOTy4Yall
tepanuto uHruoutTopamu JAK 1 UCIIBITHIBAET PELIUIUB.
8. [Tpumenenwue mo grodomMy u3 1-4, oTIHUaroIIeecs TEM, YTO YKa3aHHBIN MAHEHT MOTyqal
tepanuto uHruouropamu JAK u mpekpatun tepanuto mHruOutopamu JAK m3-3a CBA3aHHOM C
JieueHHeM TOKCUYHOCTH UJIM HEeTIEPEHOCUMOCTH.
9. [Tpumenenne mo mobOomy u3 1-8, oTiamMyarommeecss TeM, YTO YKa3aHHBI HHTHOUTOP
TEJIOMepa3bl MPEICTABISET COOOH UMETENCTAT.
10. IIpumenenne no n. 9, oTaUYaAKOUIEECs TE€M, YTO YKA3aHHBIA UMETEJICTAT MPEACTABISET
co0Ol UMeTeNCTaT HATPHsI.
I1. ITpumenenne mo n. 10, oTaMvaroImeecs: TeM, YTO YKa3aHHbIH MHTHOUTOpP TEIOMepas3bl
npencTaBisier coOoi mMerescTat u BBoauTes B xone 1, 2, 3, 4, 5, 6, 7, 8 unu Oonee 8 muKIoB

AO3UPOBAHMNA, Ka>KJIbIM 13 KOTOPBIX BKIIFOYACT:
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BHYTPUBEHHOE BBeJeHHE MpuOmmsurensHo 7-10 Mr/kr umerencrara OFHOKPATHO
KK ble TPU HEAECIIH,

BHYTPUBEHHOE BBeJleHHE NMPUONN3uTenbHO 7—10 MI/KT uMmeTresncraTa OQUH pa3 B HEIEIIO
B TEYECHHUE TPEX HENEIID;

BHYTPUBEHHOE BBeAeHHE NpUOIM3UTENbHO 2,5-10 MI/Kr uMerescTaTa OIHOKPATHO
Ka)Kble TPU HENENH, WIH

BHYTPUBEHHOE BBeneHHe npuoOmmurenbHo 0,5-9,4 MI/Kr uMerencrata OIHOKPATHO
KK ble TPU HEOENHU.
12. IIpumenenne no n. 11, oTnuyaroeecs Tem, 4TO KaxAbIM [UKJ JO3UPOBAHUS BKJIFOUYAET
BHYTPUBEHHOE BBEIEHUE MPUONU3UTENbHO 7—10 MI/KT MMeTencTaTa OGHOKPATHO KaXZble TPU
HeZeNu.
13. IIpumenenne no 0. 12, oTnuyaroeecs TeM, YTO KaxAbIM LUKJ JO3UPOBAHUS BKJIHOYAET
BHYTPHUBEHHOE BBEICHHE MPUONM3UTENBbHO 9,4 MI/KI MMeTeNncTara OJHOKPATHO KaXKAble TPU
HEZENu.

14. IIpumenenne mno mobOomy wu3 mnm. 1-13, omimMyaromeecs TeM, YTO CPEIHION0

>
OTHOCHUTENIbHYIO JJIMHY TeJlOMep ONpEeAeNsloT IyTeM aHaliu3a OTHOCUTENbHOM JJIMHbI
TEJIOMEPHBIX HYKJIEMHOBBIX KHCIIOT B LEJEBBIX KJIETKAX, MPUCYTCTBYIOLUINX B OHMOJOTHYECKOM
oOpasLie OT NmalueHTa.

I5. [Tpumenenue no moOomy u3 nm. 1—14, TOMOMHUTENBPHO BKIIFOYAIOIIee BHIOOP MAlUEHTa,
UIEHTU(UIUPOBAHHOTO KaK IALUEeHT, B OMONOrHYeckoM oOpaslne OT KOTOPOro CpemHsis
OTHOCHUTEJIbHAs AJIMHA TEJIOMEP B LIEJEBbIX KJIETKAX OMNpeAeNeHa Kak nonagaromas B 50-i uim
0ojiee HU3KHMI TMPOLEHTHJIb JUAMAa30HA OTHOCHUTENIbHBIX JJIMH TEJOMEp, ONMpPENEeNeHHBIX IS
OJTHOTO WK 00Jiee U3BECTHBIX CTAHIAPTHBIX OOPA3LIOB.

16. [Tpumenenne no mobomy u3 1-15, TOMONHUTENBPHO BKIIIOYAKOIIEEe CKPUHHUHT MAIlMEHTA
IUT ONPEAeICHUs] HAJMYKsl Y YKa3aHHOTO MaleHTa BICOKOro MosekyssipHoro pucka (HMR),
npu 3toM Hanuuue HMR Bkirouaer mpucyTcTBHE MyTalMu [0 MEHbIIEH Mepe B OJHOM IeEHe,
BBIOPaHHOM W3 Tpymbl, cocrosited u3 ASXL ., EZH2, SRSF2 v IDH1/2.

17. IMpumenenne mo maroboMy w3 1-16, DOMONHHUTETHPHO BKJIOYAOINEE OLEHKY YPOBHS
skcripeccunt hTERT B GnonornueckoM oOpasne, MOJIyYeHHOM OT YKa3aHHOTO MAlUeHTa, MOCHe
BBE/ICHUS YKa3aHHOTO HHTHOUTOPA TEIOMEPA3hI.

18. ITpumenenwue 1o 1. 17, ornuyaroieecs: TeM, uto yposeHb skcnpeccunt h'TERT cHimkeH Ha
50% wnmm 6onee orHocuTenbHO OazoBoro ypoBHs skcnpeccun hTERT no BBeneHust ykazaHHOTO

UHruOUTOpa TEJIOMEPA3bI.
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19. IIpumenenne mo mroboMy u3 mm. 17-18, HONMOJHHUTENBHO BKIOYANOLIEE H3MEHEHHE
AO3BUPOBKH YKA3aHHOI'O I/IHFI/I6I/ITOpa TEJIOMEPAa3bl, 4aCTOThI AO3UPOBAHUA WUJIN KypCa TEpaIllny,

MIPOBOAMMOTO y CyOBeKTa.

20. [IpumeneHne WHrHOMTOpPa TENIOMEpas3bl B JICUEHWH NaLMEHTa C MHeIopuOpo3oM,
OTJIMYAIOLIEeCs] TeM, YTO YKa3aHHbIM MAalUEHT ONpeAesieH Kak MMEIMUNH BBICOKUHN
monekyJsipHbii puck (HMR),

rae Hanmuue HMR BkirouaeT mpuCyTCTBHE MyTalLMM IO MEHbIIEH Mepe B OOHOM IEHE,
BBIOPAHHOM U3 TPYIIIbI, COCTOSIIEH M3 T'eHa TOMOJIOra AOMOJHUTEIbHBIX MOJOBBIX MIETUHOK |
(ASXLI), rena suxaHcepa romosora Oenmka Zeste 2 (FZH2), reHa 0Ooraroro CepuHOM H
apruHuHOM (akropa crutaricunra 2 (SRSF2) u rena uzonurparaeruaporesassl 1/2 (IDH1/2).
21.  Tlpumenenwue mo n. 20, OTIUYAIOIIEECS TEM, YTO YKa3aHHbBIN MUeNoPpuOpPO3 MpeacTaBiseT
co0ol mepBUYHBIH MUENOGHOPO3.
22.  Tlpumenenwue mo 1. 21, oTIUYAOIIEECs TEM, YTO YKa3aHHbIN Muenopudpo3 mpeacTaBiser
coboit muenoudpo3, KOTOPBIN pa3BUBAETCS MOCIE HCTUHHON nojuuureMud (moct-UI1 M®).
23.  Ilpumenenwue mo 1. 21, oTau4aroIIeecs: TeM, YTO yKa3aHHbIN Muenopudpo3 mpeacTasiser
coboit muenodgudpo3, KOTOPBIHA pa3BUBAETCS MOCIE ACCEHIMABHON TpoMOonuremun (oct-3T
M®).
24. ITpumenenue mo modomy n3 20-23, oTIHUYAIOIIeeCs TeM, YTO YKA3aHHBIH MAllMeHT paHee
He moJtyyas Tepanuto uaruoutopamu JAK.
25. [Mpumenenune mo mobomy u3 20-23, oTiIMYAKOIIEeCs] TeM, YTO yKAa3aHHBIH MAIlMEeHT
noJiy4an tepanuto uaruouropamu JAK u Obut HEBOCTIPUUMUUB K Teparnuu uHruouropamu JAK.
26. IMpumenenre no nmobdomy w3 20-23, oTNUYANOIIEeCs TEM, YTO YKa3aHHBIM MAIlMEeHT
noJy4aj tepanuio uHruouropamu JAK 1 UCTIBITHIBAET PELUIMB.
27. IMpumenenne no mobdomy w3 20-23, oTnUYarOIIeecs TEM, YTO YKAa3aHHBIA MAIMEeHT
nojy4an tepanuro uHruouropamu JAK u mpekpatun tepamuio umHruOutopamu JAK wusz-3a
CBSI3aHHOM C JIeUeHHEeM TOKCUYHOCTH UJIH HETIEPEHOCHMOCTH.
28. [Tpumenenne no mobomy u3 20-27, oTinyarolieecss TE€M, YTO YKa3aHHBIH MHTHOUTOP
TEeJIOMepa3bl MPEACTABISET COOOH UMETENCTAT.
29. IIpumenenue no n. 28, oTiHYaOLIEecs TEM, YTO YKa3aHHbIM UMETEJICTAT NPEACTABISET
co0OM MMEeTeNCTaT HATPHsl.
30. IIpumenenne mo m. 28, OTIMYArOINEeCs] TeM, YTO YKa3aHHbIH MHTHOUTOpP TEIOMepasbl
NpeCcTaBisieT cCOOON MMETeNICTaT U ero BBOIAT B xoxe 1, 2, 3,4, 5, 6, 7, 8 unu Oonee 8 LUKIIOB

AO3UPOBAHUA, Ka KIIbIN 13 KOTOPBIX BKJIFOYACT:
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BHYTPUBEHHOE BBeJeHHE MpuOmmsurensHo 7-10 Mr/kr umerencrara OFHOKPATHO
KK ble TPU HEAECIIH,

BHYTPUBEHHOE BBeJleHHE NMPUONN3uTenbHO 7—10 MI/KT uMmeTresncraTa OQUH pa3 B HEIEIIO
B TEYECHHUE TPEX HENEIID;

BHYTPMBEHHOE BBelEeHUE NPUOMM3UTEIbHO 2,5-10 MI/Kr uMerescTaTa OIHOKPATHO
Ka)Kble TPU HENENH, WIH

BHYTPUBEHHOE BBeneHHe npuoOmmurenbHo 0,5-9,4 MI/Kr uMerencrata OIHOKPATHO
KK ble TPU HEOENHU.
31. ITpumenenne no n. 30, oTIMYAKOLIEECA TEM, UYTO KaXKAbIM [IUKJI JO3UPOBAHUS BKJIFOUYAET
BHYTPUBEHHOE BBEIEHUE MPUONU3UTENbHO 7—10 MI/KT MMeTencTaTa OGHOKPATHO KaXZble TPU
HeZeNu.
32. IIpumenenne no 0. 31, oTnUyaroLEeecs TEM, YTO KaXKAbIM LUKJ JO3UPOBAHUS BKJIHOUYAET
BHYTPHUBEHHOE BBEICHHE MPUONM3UTENBbHO 9,4 MI/KI MMeTeNncTara OJHOKPATHO KaXKAble TPU
HEZENu.
33. IIpumenenne no moOoMy u3 20-32, MOMONHUTENBHO BKIIKOYANOIIEE OIpEeseHUe
CpPeIHeN OTHOCUTEJIBbHOW IUIMHBI TEJIOMEP MyTEM aHAJINn3a OTHOCUTEIbHOU IJIMHBI TEJIOMEPHBIX
HYKJIEMHOBBIX KHCJIOT B IIEJIEBBIX KJIETKaX, MPUCYTCTBYIOIIMX B OHOJOrHdeckoM obpasie oT
MaLUEHTA.
34. [Tpumenenne no mobOomy u3 20-33, HOMONHUTEIBHO BKIIFOYAIOIIEe BBIOOpP MAlMEHTa,
UIEHTU(UIUPOBAHHOTO KaK IALUEeHT, B OMONOrHYeckoM oOpaslne OT KOTOPOro CpemHsis
OTHOCHUTEJIbHAs AJIMHA TEJIOMEP B LIEJEBbIX KJIETKaxX ONpefeseHa Kak nonagaromas B 50-i uim
0ojiee HU3KHMI TMPOLEHTHJIb JUAMAa30HA OTHOCHUTENIbHBIX JJIMH TEJOMEp, ONMpPENEeNeHHBIX IS
OJTHOTO WK 00Jiee U3BECTHBIX CTAHIAPTHBIX OOPA3LIOB.
35. [Tpumenenne no modomy u3 20-34, TOMOIHUTENBHO BKIIFOYAKOIIEe CKPHHUHT MAlHEeHTa
IJIs1 ONpEAENCeHHs] HaIW4Msl y YKa3aHHOIO MALMEeHTa TPOMHOIO OTPULIATENIBHOIO CTaTyca,
XapaKTEePU3YIOIIErocss OTCYTCTBHEM MyTAallMM B KaKIOM W3 T€HOB, BBIOPAHHBIX W3 TPYIIIbI,
cocrosieii uz JAK2, CALR v MPL.
36. IMpumenenwne mo modoMy u3 20-35, TOMOTHUTEIHHO BKIIFOUAIOIIEE OLEHKY YPOBHS
skcripeccurt hTERT B Ononorudeckom oOpasiie, NOJyYeHHOM OT YKa3aHHOTO MALMEHTa TOCIe
BBE/ICHUS YKa3aHHOTO HHTHOUTOPA TEIOMEPA3hI.
37. ITpumenenwue 1o 1. 36, oTauyaroeecs: TeM, uto yposeHb skcripeccunt hTERT cHmkaercs
Ha 50% wmm Oonee oTHOcHTenbHO OazoBoro ypoBHs skcrnpeccun hTERT no BBemenus

YKa3aHHOT'O MHTHOUTOpPA TEJIOMEepasbl.
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38. IIpumenenne no mobOoMy wu3 36-37, AONOJHUTENBHO BKIIOYANOINEE H3MEHEHHE
AO3BUPOBKH YKA3aHHOI'O I/IHFI/I6I/ITOpa TEJIOMEPAa3bl, 4aCTOThI AO3UPOBAHUA WUJIN KypCa TEpaIllny,

MPOBOANUMOrO y YKa3aHHOTO CYOBEKTa.

39.  IlpumeHeHume WHrHOMTOpPa TENIOMEPa3bl B JIEUEHHM MAIIMEHTa, KOTOPBIH HMeeT
muenopudpo3, npudéM ObLIO OMPENENeHO, YTO KJETKH, MPUCYTCTBYIOIIHE B OHOJIOTMYECKOM
o0pasie OT yKa3aHHOTO MAaLMEHTa UMEIOT CPEIHIOI) OTHOCUTENIbHYIO JUIMHY TEeJIOMEp, KOTopas
ompeneneHa kak rmnomamaromas B S0-i uiam  Oonee HU3KMI MPOLCHTWIb JAHMANa3OHa
OTHOCHUTEJIbHBIX JUJIMH TEJIOMEp, ONPENEICHHBIX IJIsl OAHOTO MU 00Jiee M3BECTHBIX CTAHAAPTHBIX
00pasLoB.

40.  Tlpumenenwue mo . 39, OTIUYAOIEECS TEM, YTO YKa3aHHbBIN MUeoPpuOpPO3 MpeacTaBseT
co0ol mepBUYHBIH MUETOGHOPO3.

41.  Tlpumenenwue mo n. 40, OTIUYAIOIIEECS TEM, YTO YKa3aHHbBIN MueoPpuOpPO3 MpeacTaBiseT
coboit muenodudpo3, KOTOPHIN pa3BUBAETCS MOCIE HCTUHHON nojmuuteMud (moct-UI1 M®).

42,  Tlpumenenwue mno . 40, OTIUYAIOIIEECS TEM, YTO YKa3aHHbIN Mueopudpo3 mpeacTasiser
coboit muenodgudpo3, KOTOPBIHA Pa3BUBAETCS MOCIHE ACCEHIMABHON TpoMOouuTemMun (oct-3T
M®).

43. [Tpumenenue o modomy u3 M. 39-42, oTaudaromeecs: TeM, YTO YKa3aHHBIA MalUeHT
paHee He moJy4an Tepanuto uHruouropamu JAK.

44. [Tpumenenue mo grodomy u3 mi. 39-42, OTIMYAoIEeecs TEM, YTO YKa3aHHBIN MAllHeHT
noJiy4an tepanuto uHruouropamu JAK u Obut HEBOCTIPUUMUUB K Teparnuu uHruouropamu JAK.
45. IMpumenenre no nobdomy u3 . 39-42, oTiMyaroIieecs: TeM, YTO YKa3aHHBIA MAaIllMEeHT
NOJTy4aJt Tepanuio uHruouropamu JAK 1 UCTIBITHIBAET PELIUIMB.

46. IMpumenenre no nrodomy u3 nn. 39-42, oTiMyaroIieecss TeM, YTO YKa3aHHBIA MAallMEeHT
nojydan Ttepanuro uHruouropamu JAK wu mpekpatun tepammro uaruOutopammu JAK u3-3a
CBSI3aHHOM C JIeUeHHEeM TOKCUYHOCTH UJIH HETIEPEHOCHMOCTH.

47. ITpumenenne no modomy u3 mi. 39—46, OTIMYAIOLIeeCs TEM, YTO YKa3aHHBIA HHTHOUTOP
TEJIOMepa3bl MPEACTABISET COOOH UMETENICTAT.

48. IIpumenenue no n. 47, oTIMYaOLIEecs TEM, YTO YKa3aHHbIM UMETEJICTAT NPEACTABISAET
co0Ol MMeTeNCTaT HATPHSI.

49. ITpumenenne o m. 47, OTIAMYAIOIIEECs] TeM, YTO YKa3aHHbIH MHTHOUTOpP TEIOMepas3bl
NpeacTaBisieT OO0 UMETeNCTaT U ero BBOIAT B Xxoxe 1, 2, 3,4, 5, 6, 7, 8 wiu Oonee 8 IUKIIOB

AO3UPOBAHUA, Ka KJIbIN 13 KOTOPBIX BKJIFOYACT:
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BHYTPUBEHHOE BBeJeHHE MpuOmmsurensHo 7-10 Mr/kr umerencrara OFHOKPATHO
KK ble TPU HEAECIIH,

BHYTPUBEHHOE BBeJleHHE NMPUONN3uTenbHO 7—10 MI/KT uMmeTresncraTa OQUH pa3 B HEIEIIO
B TEYECHHUE TPEX HENEIID;

BHYTPUBEHHOE BBeIEeHUE NpHOMM3UTEIbHO 2,5-10 MI/Kr uMeTrejcTaTa OIHOKPATHO
Ka)Kble TPU HENENH, WIH

BHYTPUBEHHOE BBeneHHe npuoOmmurenpbHo 0,5-9,4 MI/Kr mMeTencTata OJHOKPATHO
KK ble TPU HEOENHU.
50. IIpumenenne no 0. 49, OTIMYAKOLIEECA TEM, UYTO KaXAbIM [IUKJI JO3UPOBAHUS BKJIFOUYAET
BHYTPUBEHHOE BBEIEHUE MPUONU3UTENbHO 7—10 MI/KT MMeTencTaTa OGHOKPATHO KaXZble TPU
HeZeNu.
S1. IIpumenenne no n. 50, oTnUyaroLEecs TEM, UYTO KaXKAbIM LUKJI JO3UPOBAHUS BKJIHOYAET
BHYTPHUBEHHOE BBEICHHE MPUONM3UTENBbHO 9,4 MI/KI MMeTencTara OTHOKPATHO KaXKIble TPHU
HEZENu.
52. ITpumenenne no mobomy u3 mm. 39-51, DOMONHUTENPHO BKIIFOYAOLIEE OIpEesIeHUe
CpPeIHeN OTHOCUTEJIBbHOW IUIMHBI TEJIOMEP MyTEM aHAJINn3a OTHOCUTEIbHOU IJIMHBI TEJIOMEPHBIX
HYKJIEMHOBBIX KHCJIOT B KJIETKaX, NMPUCYTCTBYIOIIUX B YKa3aHHOM OHOJIOTMYECKOM oOpasiie OT
MaLUEHTA.
53. [Tpumenenue mo mob6oMy u3 mi. 39-52, NONMOJHUTEIBHO BKJIFOUYAIOLIEe OLIEHKY YPOBHS
skcnpeccun hTERT B OGuonormueckom oOpasiie, MOJyUYeHHOM OT YKa3aHHOTIO MAlMeHTa IOCIe
BBEJICHHs YKa3aHHOTO MHIMOUTOPA TeJIOMepasbl.
54. [Tpumenenwe o 1. 53, oTnuyaromeecs: TeM, uto ypoeHb dkcrpeccurt hTERT cHmkaercs
Ha 50% wimm Oosee oTHOcHTeNnbHO OasoBoro ypoBHs skcnpeccun hTERT no BBemeHus
YKa3aHHOT'O UHTHOUTOpPA TeJIOMEPasbl.
55. [Tpumenenne no mroOoMy u3 mm. 53-54, NMONMOJHHUTENIBHO BKIIOYANOINEE H3MEHEHHE
JIO3MPOBKH YKAa3aHHOTO MHTHOMTOpa TEJIOMepas3bl, YacTOThl JOMPOBAHUS HIIM Kypca TEparuu,
MPOBOJUMOTO Y YKa3aHHOTO CYOBEKTa.
56.  Cnocob BbiOOpa manueHTta, KOTOPBIH € OOJBINOH BEPOSTHOCTHIO MOJYYHT TOJNB3Y OT
JI€YSHHUsI UTHTUOUTOPOM TEJIOMEPAa3bl, BKIFOYAOIIHA:

TECTUPOBAHWE  MAlMEeHTAa HAa  TPOMHOH  OTPULATENBHBIH  CTAaTyC, KOTOPBIA
XapaKTepU3yeTCsi OTCYTCTBUEM MYTaLUU B KaXKI0M U3 reHoB reHoB JAK2, CALR u MPL; n

BBIOOP YKA3aHHOT'O MAIMEHTA MPH YCIOBUU HAJIUYNS Y HErO TPOHHOI'O OTPHLIATENLHOTO

craryca,
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IPY 3TOM YKa3aHHBIH BBIOPAHHBIN MALIMEHT C OONBLION BEPOSTHOCTBIO MOJNYYUT MOJb3Y

OT JIEYeHUs] HHTUOUTOPOM TEJIOMEPa3bl.

57. Croco® mo mnyHKTY 56, OTIMYAIOLIUHCA TEeM, YTO YKa3aHHBbIM MAaIHEeHT CTpajgaer
MHET0PUOPO30M.
58. Cnoco® mno mnyHkTy 57, OTIMYANOIIMICA TeM, 4YTO YyKa3aHHBIH Muenopudpo3

npeAcTaBisieT coO0 nepBUYHbI MUuenoGpuopos.
59. Cnoco6 mo mnyHKTYy 57, OTIMYAKOIIMICS TEM, 4YTO YyKa3aHHbIM Muenohudpos
npeacTaBisier coboi Muenopudpo3, KOTOPBIA pPa3BUBAETCS IMOCTEe HUCTHHHON MOJMULIUTEMUU
(moct-UIT M®).
60. Crnoco6 mo mnyHKTy 57, OTIMYAKOIIMICS TeM, 4YTO YKa3aHHbIM Muenohpudpos
npencraBisier  coboit  mMuenoguOpo3, KOTOPBIA  pPa3BUBAETCS  TOCHE  SCCEHIUMAIBbHOMN
Tpomboruremuu (moct-2T M®).
61. Crniocob no rboMy U3 MyHKTOB 56—60, OTITUYAIOIIHICS TE€M, YTO YKA3aHHBIN MallHEeHT
paHee He noJy4an Tepanuto nHruouropamu JAK.
62. Crniocob o mrobomMy u3 . S6—60, OTIIMYAOIIHICS TE€M, YTO YKA3aHHBIN MallHeHT:
paHee moJrydai tepanuio nHruouropamu JAK;
panee nonyuan tepanuro nHruoutTopamu JAK, u ona okaszanach Hea(ppekTUBHOI; MK
paHee monyd4an tepanuio uHruOutopamu JAK u mpekpatun Tepanuio MHrHOMTOpaMH
JAK wu3-3a CBsI3aHHOI! € JIe4eHNEM TOKCUYHOCTH WJIN HEMIEPEHOCHMOCTH.
63. Crioco6 o rodomy 13 mil. 56—60, OTIUYAKOLINIICS TEM, YTO YKa3aHHBIN MaLUEeHT
nosydain tepanuro naruontopamu JAK u Opi1 HeBocpuuMYMB K Tepanuu nHruoutopamu JAK.
64. Cnocob mo nmobomy wu3 mm. 56—60, OTIIMYAKOIIMICS TEM, YTO yKA3aHHBIH IMALUEHT
NoJy4as Tepanuio uHruouropamu JAK 1 UCTIBITHIBAET PELIUIMB.
65. Cnocob6 mo nmobomy w3 mm. 56—60, OTIMYAOIIMICS TEM, YTO YKA3aHHBIH MALUEHT
nojy4an Tteparnuro uHruoutopamu JAK wu mpekpatun tepamuro uHruoOutopammu JAK u3-3a
CBSI3aHHOH C JICUEHHEM TOKCUYHOCTH WJIH HETIEPEHOCUMOCTH.
66.  Cnoco0 mo mobomMy u3 . 56—65, TOMOTHUTENBPHO BKJIIOYAIOINNN BBEICHUE YKA3aHHOTO
UHTUOUTOpA TEJIOMepa3bl YKa3aHHOMY MaLHEHTY.
67. Croco® 1o myHKTy 66, OTIMYAIOIIMHCS TE€M, YTO YKAa3aHHbBI MHTHOUTODP TEJIOMepasbl
NpeACTaBIsieT COOOH MMETENCTaT.
68. Crioco® mo myHKTY 67, OTIIMYAIOIIUICS TEM, YTO YKA3aHHBIH MMETEJICTAT MPEICTABISET
co0Ol UMeTeNCTaT HATPHs.
69. Cnocob mo mroboMy u3 mr. 56—68, HOMONHUTENBHO BKJIFOYAIOIIHN MOyueHrne o0pasia,

koropsiii conepxut JAHK ot nmanuenra.
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70. Croco® mo myHKTy 69, OTIMYAIOIIMHCSA TeM, YTO YKa3aHHBIM oOpaser] COAep >KHUT
KOCTHBIH MO3T, epU(pepHUIeCcKy0 KPOBb UM UX KOMOWHALHIO.

71. Crnoco6 no nyskty 70, OTIHYAOLINICA TEM, YTO dTal MOJy4YeHus: oOpasla OT MaluueHTa
BKJIFOYAET:

noixydeHne oOpasna KOCTHOrO Mo3ra, oOpasua mnepudepuyeckoil KpoBH WM HUX
KOMOWHAIIUK, U

Bbinenenne JIHK w3 oOpasma kocTHOro mo3ra, obpasna nepudepudeckoil KpOBH MM UX
KOMOUWHALIHH.

72. Crnoco6 mo nyskty 70, OTIIMYAKOLINIICA TEM, YTO STal MOJy4YeHus: oOpas3la OT MmauueHTa
BKJIFOYAET:

noJjiydeHue obpasia KOCTHOIO MO3ra OT MalUeHTa,;

BBIJIEJIEHUE KJIETOK U3 00pasia KOCTHOTO MO3Ta; U

skctpakuuio JIHK U3 BbIIETEHHBIX KIETOK.

73. Crnoco6 mo nyskty 70, OTIHYAIOLIUICS TEM, YTO 3Tal MOJy4YeHUs: oOpasla OT MalnueHTa
BKJIFOYAET:

nojiydaeHue obpasia nepudepruieckoil KpOBH OT YKa3aHHOTO MALUEHTa,

BBIJIEJIEHUE KJIETOK U3 YKa3aHHOTO oOpasua nepudepruueckoi KpoBy; U

skctpakuuio JIHK U3 BbIIENEHHBIX KIETOK.

74. Crnocob BbIOOpa maiueHTa, KOTOPbId ¢ OOJBbIIONH BEPOSITHOCTBIO IMOJYYUT MOJB3Y OT
JIEYeHUs] HHTUOUTOPOM TEeJIOMEPasbl, BKITOYAIOLITHIA:

TECTUPOBAHUE MalMeHTa Ui onpeneneHus Hanuuua y Hero HMR, roe manuuune HMR
BKJIFOYAET MPUCYTCTBHE MyTAllMM O MEHBbINEH Mepe B OJHOM IeHe, BBIOPAaHHOM W3 TPYIIIIHL,
cocrositet uz ASXL1, EZH2, SRSF2 v IDH1/2; n

BBIOOP YKa3aHHOTO MPHU YCIOBUHU Hamn4us y Hero HMR,

NPY 5TOM YKa3aHHBIH BBIOPAHHBIN MALEHT C OOJIBINON BEPOSTHOCTHIO MOTYYHUT MOJIb3Y

OT JICYEHUsI THTUOUTOPOM TEJIOMEPA3bI.

75. Crmoco® mo mnyHKTY 74, OTJIMYAKOLIMICA TEM, YTO YKa3aHHbIM MAaIEeHT CTpajgaer
Muenopuopo3oMm.
76. Crmoco6 mo mnyHKTy 75, OTIMYAKOMIMICS TEM, 4YTO YKa3aHHbIM Muenohudpos

npeAcTaBisieT coOOH mepBUYHBIA Muenopuopos.
77. Crmoco6 mo mnyHKTy 75, OTIIMYAKOIIMICS TEeM, 4YTO YKa3aHHbIM Muenohudpos
npenacTaBisier coboi Muenopudpo3, KOTOPBIA Pa3BUBAETCS IMOCHTIE HCTHHHON IMOJULIUTEMUH

(moct-UIT M®).
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78. Cmoco6 mo mnyHKTy 75, OTIMYAKOIIMICS TeM, 4YTO YKa3aHHbIM Muenohpudpos
npencraBisier  coOoit  mMuenoguOpo3, KOTOPBIA  pa3BUBAETCSl  MOCTE  SCCEHIHAIbHOMN
tpomOonuremuu (noct-2T M®D).
79. Crniocob mo mroboMy U3 MyHKTOB 74—78, OTIMYAIOLINIACS TEM, YTO YKa3aHHBIN MALUEHT
paHee He moJydai Tepanuto naruouropamu JAK.
80.  Cnocob no sobomMy u3 nn. 74—78, OTIMYAOIIMICS TeM, YTO YKa3aHHbIH MAIL[UEHT:

paHee moJiy4aJj Tepamnuio uHruouropamu JAK;

panee nosyuan tepanuro nHruoutopamu JAK, u oHa okazanack Hed(pEKTUBHOMN, HITH

paHee mosy4an tepanuio uHruOuTopamu JAK W mpekpaTun Tepanmuio WHTHOMTOpaMH
JAK wu3-3a cBsI3aHHOM C JieueHHEM TOKCUYHOCTHU WJIK HEMEPEHOCUMOCTH.
81. Cnocob mo mobomy u3 mm. 74-78, OTIMYAKOLIMICA TEM, YTO YKAa3aHHBIH MNAIlMEeHT
nojy4an tepanuto uaruonropamu JAK u Obut HeBOCTIpUUMUUB K Tepanuu nHruouropamu JAK.
82. Cnocob mo mobomy u3 mm. 74-78, OTIMYAIOLIMICA TEM, YTO YKAa3aHHBIH MAaIllMEeHT
noJy4as tepanuio uHruonropamu JAK 1 HCTIBITBIBAET PELIUNB.
83. Cnocob6 mo mobomy w3 mm. 7478, OTIMYAOIIMIACS TEM, YTO YKA3aHHBIH IMALUEHT
nojydan Ttepanuro uHruouropamu JAK wu mpekpatun tepamuro uHruoutopamu JAK u3-3a
CBSI3aHHOH C JIeU€HHEM TOKCUYHOCTH WJIM HEMEPEHOCUMOCTH.
84.  Cnocob no mobomy u3 mm. 74—83, TOMONHUTENBHO BKJIOYAIOINNI BBEIEHNE YKa3aHHOTO
UHTUOUTOpA TEJIOMEpasbl YKa3aHHOMY MaLEHTY.
85. Crnocob mo nyHKTy 84, OTIMYAIOIIMHCS TEM, YTO YKa3aHHBII MHTUOUTOP TeloMepasbl
IpesCTaBIsieT COO0M UMETENCTaT.
86. Crnoco® mo nmyHKTY 85, OTIMYAIOIIUIICS TEM, YTO YKA3aHHBIH UMETEJICTAT MPEICTaBIIseT
co0OM MMEeTeNICTaT HATPHSI.
87. Crniocob mo robomMy u3 mr. 74—80, MOMONHUTENBHO BKJIFOYAKOIIMN MOydyeHne odpasia,
koropsiii copepxut JAHK ot nmanuenra.
88. Croco® mo myHkTy 87, OTIMYAIOIIMICS TEM, YTO YKa3aHHBIH OOpaser CONEep KHUT
KOCTHBIH MO3T, epU(PEePHUIECKYI0 KPOBb UM UX KOMOWHALIHIO.
89. Crocob mo nyHKTy 88, OTNIMYAOLINIICA TeM, YTO 3Tal MOJy4YeHus: oOpas3ia OT MauueHTa
BKJIFOYAET:

nojgydyeHue obpasla KOCTHOrO Mo3ra, oOpasma mnepupepryecKkod KpOBH WM HX
KOMOWHALIUK, U

Boinenenue JIHK u3 obpasua kocTHOro mMosra, obpasua nepudepryeckoil KpOBU UM UX

KOMOUWHALUU.
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90. Crioco® mo nyHkTy 88, OTIHYAOLINIICA TeM, YTO STal MOJy4YeHus: oOpasia OT MaluueHTa
BKJIFOUAET:

noJjiydeHue oopaslia KOCTHOIO MO3ra OT YKa3aHHOI'O MallUeHTa,

BBIZIEJICHHE KJIETOK M3 00paslia KOCTHOTO MO3Ta; U

skcrpakiuio JIHK U3 BbIIeE€HHBIX KIETOK.

91. Crnoco® mo nyHKTy 88, OTIIMYAKOLINIICS TeM, YTO STal MOJy4YeHus: oOpas3ia OT MmaluueHTa
BKJIFOYAET:

nojiyueHue obpasua neprudeprudeckoil KpOBH OT YKa3aHHOTO MALUEHTa,

BBIJIEJIEHUE KJIETOK U3 YKa3aHHOTO oOpasua nepudepruueckoi KpoBH; U

skctpakuuio JIHK U3 BbIIENEHHBIX KIETOK.

92.  Cnoco0 BpIOOpa mauueHTa, KOTOPBIA C OONBIION BEPOSTHOCTBIO MOJYYHUT MOJB3Y OT
JIEYSHHUsI UTHTUOUTOPOM TEJIOMEPAa3bl, BKIFOUALO LITHIH:

TECTUPOBAHUE MALMEHTAa Ha CPEJHIOI0 OTHOCUTENBHYIO JUJIMHY TEJIOMEp MyTeM aHajau3a
OTHOCUTENIbHOM  JUJIMHBI  TEJIOMEPHBIX HYKJIEHHOBBIX KHCJIOT B  LEJNEBBIX  KJETKax,
MPHUCYTCTBYIOIINX B OMOIOTHYecKOoM o0pasiie OT MalueHTa; u

BBIOOP YKa3aHHOTO IMALMEHTA IPU YCIOBUH, YTO CPEAHsSI OTHOCUTENbHAS JJINHA TEJIOMED
B II€JIEBBIX KJIETKAX, NMPHCYTCTBYIOIUX B OHONOrHYecKOM 00paslie OT MalMeHTa, ONpeneseHa
Kak nonanaromass B S50-if unm Oonee HU3KMI MPOLIEHTHIIb JUANa30HAa OTHOCHTENBHBIX JIMH
TEJIOMEp, ONPEAEIEHHBIX Ul OJHOTO WK O0Jiee U3BECTHBIX CTAHAAPTHBIX 00Pa3LIOB,

IPU 5TOM YKa3aHHBIN BBIOPAHHBIA MALMEHT C OOJBLUIOH BEPOSTHOCTBIO MOJYYUT MOJB3Y OT

JIEYEHUS] HHTHOUTOPOM TEJIOMEpPasbl.

93. Crnoco® mo myHKTY 92, OTIIMYAKOLIWICA TEeM, YTO YKa3aHHbIH MAaIllMEeHT CTpajgaer
muenopudpo3om.
94, Crnoco6 mno mnyHkry 93, OTIMYAKIIMICS TEM, 4YTO YKa3aHHbIM Muenohpudpos

npeAcTaBysieT cOOOH nepBUYHBIA MuenoGuOpos.

95. Cnoco6 mo mnyHkry 93, OTIMYAKOIIMICS TeM, 4YTO YKa3aHHbIM Muenohudpos
npeacTaBisier coboi Muenopudpo3, KOTOPBIA Pa3BUBAETCS IMOCTHE HCTHHHOH MOJUIUTEMUH
(moct-UIT M®).

96. Cnoco6 mo mnyHkry 93, OTIMYAOMMICS TeM, 4YTO YyKa3aHHbIM Muenohpudpos
npencraBisier  coboit  mMuenoguOpo3, KOTOPBIA  Pa3BUBAETCS  TOCIE  SCCEHIUMAIbHOMN
Tpomboruremuu (moct-2T M®).

97. Cniocob mo mobomy 13 myHKTOB 92—-96, OTIMUAIOIIUICS TEM, YTO YKa3aHHBIA MALUEHT
paHee He nojy4an Tepanuto nHruouropamu JAK.

98. Crniocob no mro60oMy U3 MyHKTOB 92—96, OTINYAIOIIUNCS TEM, YTO YKa3aHHBIN MMallUeHT:
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paHee moJyrydai tepamnuio nHruouropamu JAK;

panee nonyuan tepanuro nHruouTopamu JAK, u ona okaszanach Hea(ppekTUBHOI; Hn

paHee mosy4an Tepanuio uHruOutopamu JAK u mpekpatun Tepanuio HHrHOMTOpaMH
JAK u3-3a CBsI3aHHOM C JIEeU€HUEM TOKCUYHOCTH WM HETIEPEHOCUMOCTH.
99. Crnoco6 no mobomy u3 mm. 92-96, OTIMYAIOIIMHACS TEM, YTO YKA3aHHBIA IAIHEHT
nojiy4an tepanuto uHruouropamu JAK u Obut HEBOCTIPUUMUUB K Teparnuu uHruouropamu JAK.
100. Cmoco6 mo mobomy u3 mm. 92-96, OTIMYAIOIIUACS TEM, YTO YKa3aHHBIA MAIL[UEHT
NoJTy4as Tepanuto uHruouropamu JAK 1 MCTIBITHIBAET PELIUIMB.
101. Cmoco6 mo mobomy u3 mm. 92-96, OTIMYAIOIMUACS TEM, YTO YKA3aHHBIA MAIL[UEHT
nojy4an Ttepanuro uHruouropamu JAK wu mpekpatun tepamuro uaruoOutopamu JAK u3-3a
CBSI3aHHOH C JIeYeHHeM TOKCUYHOCTH UJIH HETIEPEHOCHMOCTH.
102. Cmoco6 mo mobomy wu3 mm 92-101, DOMONHUTENBPHO BKJIIOYAIOIIUN BBEICHHE
YKa3aHHOTO HHTUOUTOpA TeIoMepa3bl yKa3aHHOMY MAIHEHTY.
103.  Cmoco6 mo nyHkTy 102, OTiIMYarOIUACS TeM, YTO yKa3aHHBI WHTHOMTOP TEOMepasbl
NpeACTaBIsieT COOON NMETENCTAT.
104.  Cmoco0 no nyHkTy 103, OTIHYArOLIMICS T€M, YTO yKa3aHHBIN UMETEJICTAT MPEACTaBISIET
co0ol NMeTeNCTaT HaTPHsl.
105. Cnocob no mrobomy u3 mm. 92—104, HONONHUTEIBHO BKIIIOYAIOIINN MOyUYeHne odpasia,
xoTtopsii conepxut JAIHK ot naumenra.
106. Cmnoco6 mo nyHkty 105, OTIMYANOIIUIACS TeM, YTO YKa3aHHbIA OOpasel COAEpP KUT
KOCTHBII MO3T, Nepu(pepruuecKyro KpOBb MIIM HX KOMOMHALIUIO.
107.  Cmnoco6 no nyHkty 106, OTIMYAIOIUICS TeM, YTO 3Tal MoJy4eHus 00pasia OT MalueHTa
BKJIFOYAET:

nojydyeHue obOpa3la KOCTHOrO Mo3ra, obpasua mnepudepudeckod KpOBH WIH HX
KOMOWHALIUK, U

Boienene JIHK w3 oOpasma kocTHOro Mo3ra, obpasna nepudeprudeckoil KpOBH WM UX
KOMOWHALIHH.
108.  Cmoco6 no myHkty 106, oTiHyaromuiicst TeM, 4TO 3Tal MOJy4deHust 00pasia OT MaluueHTa
BKJIOUAET:

noJjiydeHue odpasna KOCTHOIO MO3Tra OT YKa3aHHOTO MallUeHTa,

BBIJIEJIEHUE KJIETOK U3 00pasiia KOCTHOTO MO3Ta; U

skctpakuuio JIHK U3 BbIIENEHHBIX KIETOK.
109.  Cmoco0 no nyskty 106, oTnuyaromuiicst TeM, 4To 3Tal MoJydeHus o0pasiia OT MalnueHTa

BKJIKOYACT:
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nojiydeHue obpasia nepudepruieckoil KpoBH OT YKa3aHHOTO MALUEHTa;

BBIJIEJIEHUE KJIETOK U3 YKa3aHHOTo oOpasua nepudepruieckoi KpoBu; U

skcTpakuuio JIHK U3 BbIIENEHHBIX KIETOK.
110. Cnocob MOHUTOpHHIA TepaneBTu4eckoil apexTruBHOCTH ¥ cyOBeKTa ¢ MHeI0hUudpo3oM
(M®), BKITFOUAO LITHIA

usMepenre ypoBHsi 3kcnipeccun hTERT B OuosnorudeckoMm oOpasile, MOJy4eHHOM OT
YKa3aHHOTO MALMEHTA MOCJIe BBECHHS MHIUONTOpA TeJIOMEpPasbl, U

cpaBHeHne ypoBHs skcnpeccun hTERT B ykaszanHom Owuonormueckom oOpasue ¢
6a3oBbiM ypoBHeM 3kcnpeccud hTERT 1o BBeneHus ykazaHHOTO HHTHOUTOPA TEIOMEPAs3hl;

npu 3ToM 1o cHkeHuro ypoBHs skcnpeccun hTERT Ha 50% wnmu Gonee B ykazaHHOM
ouosnorndeckoM obpasiie HASHTUPUIUPYIOT CyOBeKTa, KOTOPBIH € OOJBIIONH BEPOSTHOCTHIO
MOJIYYHT TOJIB3Y OT JICYEHUS] YKa3aHHBIM HHIHOUTOPOM TEJIOMepa3bl.
111. Cnocob mo mynkty 110, oTinyaromuiics Te€M, YTO HM3MEPSIeMbIil WM OLEHMBAEMBIH
yposenb 3kcnipeccun hTERT npencrasnen yposuem skcnpeccuu PHK hTERT.
112.  Cnocob uaentudukannu nauueHTa ¢ mueaodguopozom (MD) st tedeHuss HHTHOUTOPOM
TEJIOMEPA3bI, BKIFOYAO LN

usmepenne ypoBHsi skcnipeccun hTERT B Ouonormdeckom oOpasile, MOJy4eHHOM OT
YKa3aHHOTO MaLlUEHTa MOCJe BBEEHUs HHIUONTOpA TeJIOMEpPasbl, U

cpaBHenne ypoBHs skcnpeccun hTERT B ykaszanHom Owuonormuyeckom oOpasue ¢
6azoBbiM ypoBHeM skcnpeccun hTERT 1o BBeneHus yka3aHHOrO MHTHOMTOPA TEIOMepasbl;

OTJIMYAIOIIUNACS TeM, 4YTO MO CHIKeHuro ypoBHs skcnpeccun hTERT B ykazanHom
OunonornyeckoM obOpasue HISHTHQHUUUPYIOT MAaLUEHTa, KOTOPbIH C OOJBIIOW BEPOSTHOCTHEO
TIOJIYYHT TIOJIB3Y OT JICYSHUSI YKa3aHHBIM HHTHOUTOPOM TEJIOMepasbl.
113. Cnocob6 mo mnyHkty 112, OTnMUArOmIMCA TEM, YTO YyKAa3aHHOE CHW)KEHUE YPOBHS
skcripeccunt hTERT cocrasnsier 50% wnu 6onee.
[0167] XOTsl KOHKPETHbIE BapHUAHTHI PeaiM3alMyi ObUTH JOCTATOYHO MOAPOOHO OIMHCAHBI B
KayecTBe WJUTIOCTpaLuil M IPUMEPOB [N SCHOCTU IOHMMAaHHs, B CBET€ H3JIOKEHHBIX
NPUHIHUIOB HACTOSINETO M300pETeHHsT OYEeBHOHO, YTO ONpeNeJieHHble HM3MEHEHUS U
MomuQUKaMu MOTyT OBITH BHECEHbI B HEro 0Oe3 OTCTYIUIEHUS OT CyIIecTBa HMJIM OO0BeMa
npuaraeMoi GopmMyJiel H300peTeHUs!.
[0168] COOTBETCTBEHHO, BBIIIEU3NIOKEHHOE JIULIb WIIFOCTPUPYET MPUHLHUIBI HACTOSILIETO
n300pereHusi. MoryT ObITh pa3paOOTaHbl pa3jUYHBIE CXEMbl, B KOTOPBIX, XOTS OHH SIBHBIM
o0pa3oM U He ONHCAHbl WJIM HE IPEACTaBJICHbl B HACTOALIEM JIOKYMEHTE, PEeaM30BaHbI

NPUHIMIBI HACTOALIETO N300PETEHUs] U KOTOPBIE BXOAAT B OOBEM U COOTBETCTBYIOT CYILECTBY
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Hacrosimero u3oOpereHus. Kpome Toro, Bce mpuMepbl U YCIOBHbIE OOO3HAYEHUS,
UCIIOJIb3YEMBIE B HACTOSALIEM JAOKYMEHTE, IO CYILIECTBY IPEAHAa3HA4YE€Hbl MJII COAEHUCTBUS
YUTATENIO B IOHMMAHUU IPUHLUIIOB HACTOSINEr0 M300peTeHHs U NMPHUBHECEHHBIX aBTOPAMHU
HACTOSIIEro M300peTeHus! uel, HAMpPaBJICHHBIX HA Pa3BUTHE NAHHOW OONACTH TEXHHKH, U He
JOJDKHBI OBITh MCTOJKOBAHbBI KaK OTPAHUYMBAIOIINE N300pETeHHEe KOHKPETHO MePEYHCICHHBIMU
npuMepamMu U yciaoBusMu. Kpome Toro, Bce yTBep)KOEHHUS B HACTOSINEM JOKyMEHTe, Te
OMHUCAaHbl MPUHLIUIIBI, ACTIEKThl U BAPUAHTHI PeaH3alUi HACTOSIIEr0 N300pPETEeHUs, a TAKKE HX
KOHKPETHBIE IPUMEPBI, BKIIFOYAIOT KaK CTPYKTYPHBIE, TaK U (PYHKIIMOHAJIBHBIE MX YKBUBAJICHTHL
Kpome Ttoro, mnompasymeBaercs, 4YTO Takue€ OKBUBAJEHTHI BKJKOYAIOT KAaK HW3BECTHBIE B
HACTOsIIIee BPEMSI SKBUBAJICHTBI, TAK U SKBUBAJIEHTBI, KOTOpbIe OyayT pa3paboTansl B Oyayuem,
m.e. M0Oble pa3pabOTaHHBIC 3JIEMEHTHI, BBIMOJHSIOIINE TAKYIO XK€ (DYHKIHIO, HE3aBUCHMO OT
cTpykrypbl. COOTBETCTBEHHO, HE IMOIPAa3yMEBAETCs, YTO OO0BEM HACTOSIIETO H300pETeHHUs
OTpaHMYeH MPEeCTaBJICHHBIMU U ONMCAHHBIMU B HACTOSIEM IOKYMEHTE IPUMEpaMy BapUaHTOB
peanm3anyu. B neficTBUTENbHOCTH OOBEM M CYIIHOCTh HACTOSIIIETO M300PETEHUs! ONpeeIeHbI

npuiaraeMoi popmyJioi n300peTeHusl.



®OPMYVYJIA H30BPETEHUA

1. Crioco® BBIOOpa MaLMEHTa, KOTOPBIH € OONBIION BEPOSTHOCTBIO MOJYYMUT IOJNb3Y OT
JIEYeHUs] THTUOUTOPOM TeJIOMepPasbl, BKITIOYAIOLITHIHA:

(a) TECTUPOBAHHWE TNALMEHTa Ha TPOWHONH OTPHULATENIbHBIM CTAaTyC, KOTOPBIH
XapaKTePU3yeTCsl OTCYTCTBUEM MyTalUU B KaxaoM u3 reHoB: SHyc-kuHazbl 2 (JAK2),
kanbperukyiuHa (CALR) u perieniropa Tpombonostuna (MPL); w/vnu

(b)  TectupoBanme mauueHTta Ay onpeneneHus Hanuuus y Hero HMR, rne Hamuuue
HMR BkirO4aeT NpUCYTCTBHE MYTAlMM 10 MEHbLIEH Mepe B OIHOM I'€HE, BBIOPAHHOM U3
IPYIIIBI, COCTOSAILIEH M3 T€HAa TOMOJIOTa JOMOJHUTENbHBIX NOJOBbIX meTHHOK 1 (ASXL1), reHa
sHXaHcepa romojiora Oenka Zeste 2 (EZH2), reHa Ooratoro cepuHOM W aprHHHHOM (pakTopa
crutaiicunra 2 (SRSF2) u rena m3ouurparneruaporesassr 1/2 (IDH1/2); w/nnn

(c)  TecTHMpoBaHHE MNalMEHTAa HAa CPEJHIOI OTHOCUTENbHYIO UIMHY TEJIOMep IMyTeM
aHalu3a OTHOCHUTENBHOM MAJMUHBI TEJIOMEPHBIX HYKJIEMHOBBIX KHCJIOT B LIENEBBIX KIETKaX,
MPHUCYTCTBYIOIINX B OMOIOTHYeCKOM 00pasiie OT MalueHTa; u

BBIOOP YKA3aHHOTO MALMEHTA MPH YCIOBUU!

HAJIUYMs Y YKa3aHHOTO NMalieHTa TPOMHOrO OTPULIATENBHOIO CTaTyCa; WU

Haiauuus y ykazanHoro nauvenra HMR; ninn

ONpeAeNieHUs] CPeAHEeH OTHOCHUTEJNBHOHM MAJIMHBI TEJIOMEp B LENEBbIX KIETKaXx,
NPUCYTCTBYIOLIMX B OMOJOrHYeCKOM 00pasiie OT YKa3aHHOTO MalMeHTa, KaK nomnanaroimeii B 50-
Il nnm Gosee HU3KUH MPOLIEHTHIIb AMATIA30HA OTHOCHUTENBHBIX JJIMH TEJIOMEp, ONpPEeAeTeHHBIX
1Tl OTHOTO WK O0Jiee U3BECTHBIX CTAHAAPTHBIX 00pPa3LOB,

IIPU 5TOM BBIOPAHHBIN MAIMEHT ¢ OOJBIION BEPOSTHOCTBIO MOJNYYHUT MOJb3Y OT JICYCHUS

UHTUOUTOPOM TEJIOMEPA3hl.

2. Crocob mo 1. 1, OTIMYArOIIMIACS TeM, YTO YKa3aHHBIN Cocod BKIIFOYAET TECTHPOBAHUE
NAalMEeHTa Ha TPOWHOW OTPHLATENbHBIA CTATYyC W BHIOOP YKA3aHHOTO MAIMEHTAa NMPH YCIOBHU

OTCYTCTBHUSI Y HErO MyTaluu B Kaxaom u3 renoB JAK2, CALR u MPL.

3. Croco® mo 1. 1, OTIMYArOIMNACSA TeM, YTO YKa3aHHBIN Croco0 BKIFOYAET TECTUPOBAHHE
nanMeHTa Juid ompeneneHuss Hamumuus y Hero HMR, a BbIOOp yKa3aHHOro mamueHTa
npeaycMaTpuBaeT MPUCYTCTBUE MYTAaLlMM 0 MEHbIIEH Mepe B OIHOM TI'eHe, BBIODAaHHOM M3

ASXL1, EZH2, SRSF2 u IDH1/2.
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4, Cnocob no 1. 1, oTIHYaroIuiics: TeM, 4TO YKa3aHHBIA COCO0 BKIIFOYAET TECTHPOBAHHE
MAaLKEHTa Ha CPEHIOK OTHOCUTENIBHYIO JJIMHY TEJIOMEp MyTeM aHaJIn3a OTHOCUTENIbHON JIJIMHBI
TEJIOMEPHBIX HYKJIEMHOBBIX KHUCJIOT B IIEJIEBBIX KJIETKAaX, NMPUCYTCTBYIOLINX B OMOJIOrHYECKOM
oOpasle OT mamuMeHTa W BbIOOP YKAa3aHHOIO MAalMeHTa MPH YCJIOBHM, 4YTO CpPERHSSA
OTHOCUTEJIbHASI JUIMHA TEJIOMEpP B LEJEeBbIX KJETKaX, MPUCYTCTBYIOIIUX B OHOJIOTHYECKOM
oOpaslie OT yka3aHHOTO MallMeHTa, OIpenesieHa Kak mnomanaromas B 50-i umu Oojee HU3KHIA
MPOLIEHTHJIb TUATNIA30Ha OTHOCUTEBHBIX JUIUH TEJIOMEp, ONpeneeHHbIX Jis OMHOrO Uik Oojee

U3BECTHBIX CTAHIAPTHBIX 00PaA3LIOB.

5. Cnocob mo mobomy u3 mm. 1-4, OTIMHaromuics TeM, 4TO yKa3aHHbIH Muenopudopos
BbIOpaH W3 TPYMIbL, COCTOSIIEH H3: MEePBUYHOrO Mueinopudpos3a, Muenopudposa, KOTOPHIHA
pasBuBaercss mocie HUCTUHHOH mnojumutemun (moct-UIT M®), muenodpudposa, KOTOpBIHd

pa3BUBAETCS MOCKE 3CCEHINANBbHON TpoMOoumTeMuu (oct-OT M®).

6. Croco0 mo modomy u3 mm. 1-5, oTAMYarOIUICs TeM, YTO YKa3aHHBIHN MALUEHT paHee He

noJty4yaJ tepamnuto uaruoburopamu JAK.

7. Crnioco06 no mobomy u3 mm. 1-5, oTnnyaromuiicss TeM, 4To yKa3aHHbIN MalUeHT:

nonyyan Ttepanuio uHrHOMTopamu JAK u  ObUT  HEBOCHIPUMMYHMB K Tepamuu
unruouropamu JAK;

noy4an tepanuro naruonropamu JAK u ncbITBIBAET peLUANB; W

nojydan tepanuto uaruouropamu JAK u npekparun tepanuro naruobutopamu JAK u3-3a

CBSI3aHHOM C JIeUeHHEM TOKCUYHOCTH HJIN HEMMEPECHOCUMOCTH.

8. Croco6 mo mobomy u3 mm. 1-7, OTIMYAOIIUICS TeM, YTO YKa3aHHBIH WHTUOHTOP

TEJIOMepasbl PENCTABISIET COOOH HMETENCTAT.

9. Croco6 mo mobomy u3 mm. 1-8, NOMONHHUTENBHO BKIFOYAKOLINNA MONydeHHe o0pasia,
comepxkamero JIHK or mnanueHTa, rne yka3aHHBIM o0Opas3ell CONEp>KUT KOCTHBIH MO3T,

nepudpepUIecKyr0 KpOBb WIIM UX KOMOHUHALIUIO.

10.  IlpumeHeHume HMHrHOMTOpa TEJOMEpas3bl NMPH JIEUEHHHM NAlMEHTa ¢ MUeIopudpo3om,

OTIIMYAKIIECCA TEM, YUTO.



(a) YKa3aHHBIM MALUEHT ONpeNesieH KaKk UMEKOLINN TPOMHOW OTPULIATEIbHBIN CTAaTYC,
XapaKTePUIYIOLINICS OTCYTCTBHEM MyTaluu B KaxxaoM u3 reHoB JAK2, CALR u MPL; w/unu

(b) YKa3aHHBIM MaLMEHT ONPEAENICH KaK MUMEIOLIUN BBICOKUN MOJIEKYJISIPHBIM PUCK
(HMR), rne nanmmune HMR Bkiro4aeT mpuCyTCTBHE MYTALMK 110 MEHbLIEH Mepe B OJHOM I'€He,
BBIOpaHHOM U3 rpymiel, cocrosimen n3 ASXL1, EZH2, SRSF2 u IDH1/2; w/nnn

(c) yYKa3aHHBbII TAIMEeHT HMeeT MUENopuOpo3, MpuuéM ObLJIO OMpPENeIeHO, YTO
KJIETKH, TPUCYTCTBYIOIIME B OHMOJIOTMYECKOM oO0pasle OT YKa3aHHOTO  MalMeHTa, HUMEIOT
CPEAHIOKD OTHOCUTEJIbHYIO JJIMHY TEJIOMEpP, KOTOpasi OnpeniesieHa Kak nonaaarowmas B S0-i uin
Oosiee HU3KUH MPOLICHTWIb IHANA30HA OTHOCHTENbHBIX JUIMH TEJIOMEp, OMNPENETICHHBIX IS

OJTHOTO WK 00JIee U3BECTHBIX CTAaHAAPTHBIX 0OPA3IIOB.

11. IIpumenenne no n. 10, oTauyaromeecss TeM, YTO YKa3aHHbIA MALMEHT OMpPEAEJIEH Kak
UMEIOIIUNM TPOMHON OTPHULATENBHBIA CTATyC, XapPaKTEPU3YIOLIMICS OTCYTCTBHEM MYyTAaLHUH B

kaxknoM u3 renos JAK2, CALR u MPL.

12. IIpumenenne no n. 10, oTinuyaromeecss TeM, YTO YKa3aHHbIA MALMEHT OMNpPEAEseH Kak
umeromuii  Beicokuit MojekyssipHeli puck (HMR), npuyem nammume HMR  Bxmoudaer
NPUCYTCTBHE MyTAlLUHU 110 MEHBIIEH Mepe B OIIHOM I'eHe, BHIOPAHHOM M3 TPYIIIbL, COCTOSIIIEH 13

ASXL1, EZH2, SRSF2 u IDH1/2.

13. [Mpumenenne mo n. 10, oTnuuaromeecss TeM, YTO ObLIO ONPENeIeHO, YTO KIIETKH
YKa3aHHOIO MalueHTa ¢ MuenohuOpo3oM, MPUCYTCTBYIOIIHE B OHMOJIOIMYECKOM OO0pasie OT
MAlUeHTa, WUMEIOT CPEIHIOI OTHOCHTENBbHYIO IJIMHY TeJOMep, KOTOopas oOmnpenejieHa Kak
nonanaromiasi B S0-i wiu Oojiee HU3KUM MPOLEHTHIIb TUANa30Ha OTHOCUTENBHBIX JIUTHH TEJIOMED,

OMPEACIICHHBIX JI1 OAHOTO UJIU 0oJiee U3BECTHBIX CTaHOapPTHDBIX O6paSLIOB.

14. [Ipumenenne mo mobomy u3 nm. 10-13, oriauuaromeecss TeM, YTO YKa3aHHBIH
mueno¢udpo3 BEIOPaH U3 TPYIIIEL, COCTOALIEH U3: MepBHYHOro Muenodguodposa, muenodpudposa,
KOTOPBIA pa3BUBAETCsl Mocie UCTHHHOW mnojunuremun (moct-UIT M®), wmuenodudposa,

KOTOPBINA Pa3BUBAETCS TOCIE dCCEHIMANBHON TpoMOoruremun (oct-3T M®D).

15. IIpumenenne no modomy u3 mm. 10—14, oTnnyaroiieecs TeM, YTO YKa3aHHBIA MALUEHT

paHee He moJry4as Tepanuio uaruouropamu JAK.
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16. ITpumenenue no mobdomy u3 10—14, ornuyaromieecs TeM, YTO yKa3aHHbBIHN MMALUEHT:

noiaydan Ttepanuto uHruOutopamu JAK wu  Oblm  HEBOCHPHUUMYHB K  Tepanuu

uHruouropamu JAK;
noJjy4aj tepanuto uHruouropamu JAK u MCIIbITBIBAET PELIUINB; WIIN
nony4an tepanuro nHruoutopamu JAK u npexparun tepanuio naruonropamu JAK ns3-3a

CBSI3aHHOM C JICUEHHEM TOKCUYHOCTH HJIN HEMECPCHOCUMOCTH.

17. Crnocob mo mobdomy u3 mm. 10-16, OTIMYAKOIIUIICS TeM, YTO YKa3aHHBIM WHTHOUTOP

TEJIOMepasbl MPENCTABIISIET COOOH HMETENCTaT.
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