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CIOCOBBI JJEYEHASA MUEJOIMPOJIA®EPATABHBIX PACCTPOMCTB

MNEPEKPECTHASA CCBLIKA HA POJACTBEHHBIE 3ASAIBKHA
[0001] B HacTOSIIICH 3as5BKE HCTPALIABACTCS MPUOPUTET MO MPESIABAPHTEIBHBIM 3assBKaM Ha mateHT CLITA NeNo
62/736369, nogauHoi 25 centsaops 2018 r., u 62/783076, noganHoit 20 aexadps 2018 r., KOTOPHIC B MOJTHOM 00BEME

BKJTFOUCHBI B TAHHBIH JOKYMCHT IOCPEACTBOM CCBITIKH.

OBJACTHh TEXHUKHA

[0002] B HACTOAIEM H300PETCHHH MPEITIOKEHBI CIIOCOOBI JICUCHHA, CTAOHIA3ALHHA HITH Y MCHBIUCHHS CTCIICHH

TSOKECTH HIIH MPOTPECCHPOBAHHS MHEIOTIPOTH()EPATHBHOTO PACCTPOMUCTBA.

YPOBEHb TEXHUKHA

[0003] TTOMCKY HOBBIX TEPANEBTHYCCKAX CPEACTB B MOCICAHHE TOABI 3HAYUTEIHHO CHOCOOCTBOBAJIO
noJIyUcHHe OOJiee MOTHOTO MPESACTABICHHA O CTPYKTYPS (PSPMCHTOB H APYTHX OHOMOJCKYJ, ACCOLUHPOBAHHBIX C
3a6oncBaHAAMHA. OIHHM H3 BOKHBIX KJIACCOB (DCPMEHTOB, SBISIOIMMCS MPSIMETOM BCECTOPOHHETO HCCICAOBAHUS,
ABJLXOTCSA NPOTCHHKHUHA3HI.

[0004] [TpOTCHHKHHA3BI COCTABIIOT OONBIIOES CCMEHCTBO CTPYKTYPHO POACTBEHHBIX (PEPMEHTOB, KOTOPBIC
OTBCYAIOT 32 PEry LMK MHOTHX MPOLECCOB CHTHANBHOW TPAHCAYKLUWH BHYTPH KIeTKH. [107ararot, 4To B CBA3H C
KOHCCPBATHBHOCTBIO HX CTPYKTYPHl M KaTaqMTH4YCCKOH (YHKIMM IPOTCHHKHWHA3BI NPOM3OIUIA OT OOIero
MPEAKOBOrO IeHa. IlouTw BCe KHHA3BI COACPIKAT CXOMHBIM KATAIUTUYECKH mnomeH u3 250-300 aMHHOKHCIOT.
Kunas3bl MOXKHO KaTerOpH3HpOBaTh IO ceMelcTBaMm No Tumy (GochopuirupyeMoro HMH cyOcTpara (Hampumep,
MPOTCHH-THPO3HHA, MPOTCHH-CEPHHA/TPCOHNUHA, JTUITHAOB U T. I1.)

[0005] B o0meM ciy4ae NPOTEHHKUHA3BI CHOCOOCTBYIOT BHYTPHKJICTOYHOM MEpENave CHTHAJIOB MyTEM
OCYLICCTBIICHUS IepeHoca (POCOPUIBHOTO OCTAaTKA 0T HyKIeo3uATpH(poCcPaTa kK OSIKOBOMY aKLENTOPY, KOTOPHIH
YVYaCTBYeT B CHTHAJTbHOM IyTH.  Takme coObitus (pocopuwinpoBaHma AEHCTBYIOT KaK MOJICKYJLIPHBIC
MCPCKIIOYATCTH  COCTOSIHHS — BKJIFOUCHO/BBIKIIOYMCHO, KOTOPBIC MOTYT MOXYJIHPOBATh HJIH  PETYJIHPOBATH
OHONIOTHUYCCKYIO (BYHKITHIO IIETICBOTO OCiKa. B KOHEYHOM HTOTC MHHIHALMA TAKUX COOBITHH (POCHOpPHUIHPOBAHHA
MPOUCXOOUT B OTBCT HA PA3THYHBIC BHCKJICTOYHBIC U HWHBIC CTUMY JIbI. K OpuMEpaM TAaKHX CTHMYJIOB OTHOCATCA
CPCIOBBIC H XHMHYCCKHE CTPESCCOBBIC CHTHAIBI (HATIPUMED, OCMOTHYCCKHI IIOK, TCIIOBOH IIOK, YJIBTPAa(HOICTOBOS
H3JIy4YeHHE, OaKTepHATBHBIN SHAOTOKCHH U H)O»), muroxuns! (HanpuMep, uHTepiciikua-1 (IL-1) u pakrop HEKpo3a
omyxoueit o (TNF-a)), 1 (pakTopsl pocTta (HampuMep, rPaHyJIOMUTAPHO-MAKPO(PAraTbHBIH KOJOHHCCTAMY THPY FOLIHA
(axrop (GM-CSF) u (paktop pocra pudpodnactos (FGF)). BHCKICTOUHBII CTHMY T MOSKCT BO3ACHCTBOBAT HA OHH
wrn 0oJiee KJICTOYHBIX OTBETOB, CBSA3AHHBIX C POCTOM KICTOK, WX MHTpammel, au(pepeHIMPOBKOH, ceKpenue
TOPMOHOB, aKTUBALMICH TPAHCKPUITIIHOHHBIX (DAKTOPOB, COKPAINCHHEM MBIIIII, META00TH3MOM TIFOKO3BI, KOHTPOJIEM
CHHTE3a OCTKOB W PETy ILUCH KICTOYHOTO [AKIA.

[0006] Muorue 3a00N€BAaHHSA CBS3AHBI C AHOMAJBHBIMH KJETOYHBIMH OTBETAMH, HHHIHHPOBAHHBIMH
OTMCAHHBIMH BBIIIEC ONOCPCIOBAHHBIMH IPOTCHHKHHA30# coOBITHAMH. Takwe 3a00eBaHMA BKIIOYAOT, HO HE
OTPaHMYHBAIOTCS 3THM, AyTOMMMYHHBIC 3a00JICBAHHA, BOCHANTHTCIBHBIC 3a00JICBaHHSA, KOCTHBIC 3a00JCBAHUA,
MeTa0onnuueckue 3a00JICBAHHA, HEBPOJOTHYCCKHE M HEHPOACTCHEPATHBHBIC 3a00JNCBAHHUA, PAK, CEPACUHO-

cocymucThie 3a00€BAHU, AJUICPTHH H acTMY, O0JIe3Hb AJBIreiiMepa H TOPMOHAIBHBIC PacCTpOiicTBa. BenencTsue



3TOTO COXPAHACTCI HOTpC6HOCTI> B  HAXO0XKXIACHHH I/IHI‘I/I6I/ITOPOB NPOTCHHKWHA3, NPUMCHHUMBIX B KJAYCCTBC

TCPANICBTHYUCCKUX CPEACTB.

KPATKOE U3JIO’KEHHE CYIIHOCTH U30OBPETEHUA

[0007] B HACTOAIEM H300PETCHHH MPEITIOKEHBI CIIOCOOBI JICUEHHA, CTAOHIN3ALMA HITH Y MEHBIICHHS CTETICHH
TSDKCCTH WM IPOTPECCHPOBAHHS OJHOTO MIH 0OJCE MHEIONPOTH(CPATHBHBIX PACCTPOHCTB. B ompeaeneHHbIX
BAPHAHTAX PEATH3ALMH TPEITIOKEHBI CTIOCOObI CMATYCHHS OHOTO UITH 0OJIEE HEKENATEBHBIX ABJICHAMN, CBA3aHHBIX
C JICYCHHEM MHEJIOTPOH(EPATHBHOTO PACCTPOHCTBA. B HEKOTOPBIX TAKHX BAPHAHTAX PEATH3ALMHA OHO HIH OOJiee
HEKETATEIBHBIX ABJCHUI MPEACTABISIOT COO0M Ae(DMIAT THAMHHA.

[0008] B HEKOTOPHIX ACTIEKTAX B HACTOSIUEM H30OPETCHHH MPEIJIOKCHBI CIIOCOOHI JTCUCHHS, CTAOHIH3ALHH
WIA YMEHBUICHHMS CTENEHH TOKECTH HIH TPOTPECCHPOBAHMA OJHOTO HJIM GOJEE MHENOTPOTH(EPATHBHBIX
PAcCTPONCTB, BKIFOUYAIONINC BBCACHHC NALMCHTY (hapMAICBTHUYCCKH MPHCMICMOW KOMIIO3HIMH, COACP KAMICH

coeauHeHNE (hOpMyIIBI 1
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WM €ro (hapMaleBTUUECKH MPHEMIEMYIO coIb Wil ruapar. CoeauHeHue (hopMy Il I B JAHHOM JOKYMEHTE TaKKe
HA3bIBACTCS «cCocAMHEHHE I». B HEKOTOpBIX BapHaHTaxX peajm3aluu cocauHeHHe | Haxomurcs B (popme
Juruapoxnopuanoi conmu. CoemuneHue I min ero apManeBTHUECKH MPHEMIEMAs COJIb MOTYT CYIECTBOBATh TAKKE
B (opMme rugpata. B HEKOTOPBIX BapHAHTAX pealH3alliH coeAuHEHWE | Haxomurca B (popMe TUTHAPOXIOPHAA
MoHoruzapata. COOTBETCTBEHHO, B HEKOTOPHIX BAPHAHTAX PEANH3ALHH HPEIJIOKCHHBIC CIOCOOBI BKIFOYAIOT

BBCICHHC HY KIAIOIIEMYCA B 3TOM MALMEHTy coeauneHus I1:
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[0009] B HEKOTOPBIX BAPHAHTAX PEANM3ANMA B HACTOSIIEM H300PETCHHH MPEUIOKEH CHOCO0 JCUCHHA
MHCTOTIPOTH(DEPATHBHOTO PACCTPOHUCTBA, BKIFOUAFOIIIIIA
6))] BBCICHHC MALICHTY, KOTOPBIN HYKAACTCA B 3TOM, COCAWHCHNA | Wi ero (papManCBTHUCCKA
TMPUEMJIEMOI COTH UM ruApaTa (Hampumep, coeauaenue 11);
(ii) OTCJIC)KHBAHUC Y POBHCH THAMHHA Y TIALIUCHTA,
MPHUYEM YPOBHH THAMUHA Y MALUEHTA KOPPEKTHPYIOT, €CITH YPOBCHb THAMHHA HIDKE pe(pepeHCHOTO CTaHaapTa.
[0010] B HEKOTOPHIX BAPHAHTAX PEAJM3ALMH YPOBHH THAMHHA Y NAIMEHTA KOPPEKTHPYIOT, €CIIH YPOBHH

THamMuHA Ha okoyo 10 %, 15 %, 20 %, 25 %, 30 %, 35 %, 40 %, 45 %, 50 % wm Oonce HWEKE PeepeHCHOTO
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CTaHIApTa. B HEKOTOPHIX BapHAHTAX peaM3aliu PSPESPCHCHBIH CTAHAAPT MPEACTABIACT COOOH HCXOJHBIH YPOBCHD
THAMHHA Y TMAOUCHTA A0 BBEACHHA cocauHCHMA 1. B HEKOTOPBIX BapuWaHTax peaimsanuy pe(epeHCHBIH CTaHAAPT

mpeAcTaBIsACT cO00H YPOBEHS THAMHHA, KOTOPBIH COCTABIACT OT OKOJIO 74 HM/1 10 0Xk0J10 222 HM/I UeIbHOH KPOBH.

[0011] B HCKOTOPBIX BAPHAHTAX PEANM3ALMH Y MALMCHTA CYIUECTBYCT PUCK PA3BHTHA SHIC(ATONATHH
Bepnuxe.
[0012] B HEKOTOPBIX BAPHAHTAX PEATH3ALME YPOBHH THAMHHA Y TIALHEHTA OLUCHHBAIOT, AHATH3UPY S OJH HIH

bonee OHoMapkepoB Je(UIMTa THAMHHA. B HEKOTOPHIX BapHAHTAX peaym3alu OHOMapkep Achuuura THAMHHA
MPEACTABIIET COOOH CHIBOPOTOUHBIN YPOBCHb THAMHHA.
[0013] B HEKOTOPBIX BAPHAHTAX PEAH3AMH YPOBHA THAMHHA ¥ MAIMEHTA KOPPEKTHPYIOT IyTEM BBEACHHA
TMALUCHTY THAMHWHA HJTH SKBHBAJICHTA THAMUHA.
[0014] B HEKOTOPBHIX BAPHAHTAX PEANM3ANMH B HACTOSIIEM H300PETCHHH NPEJIOKEH CHOCOO JECUCHHA
MAIUCHTA, BKIIFOYAFOIIIHI
@) BBCICHHC MALUCHTY COCAUHCHUA | Wim ero (hapMaIeBTHUCCKH MPHCMIICMOM COTH HITH THAPATA
(mampumep, coeauneHuA I1);
(i1) AHAIIH3 YPOBHA THAMUHA Y MAUCHTA; H
(iii) BBC/ICHHC MANMCHTY THAMWHA WJIH SKBUBAJICHTA THAMHHA, €CJTH YPOBCHb THAMHHA Y TTALIUCHTA
COCTaBILIET MEHEE YeM OT OKoJo 74 HM/n o okono 222 HM/n nenbHOH KpoBH, HO OoJiee YeM
oxoo 30 HM/1 neTbHOH KPOBH.
[0015] B HEKOTOPBIX BAPHAHTAX PECATM3ALMH TMALKMCHTY BBOAAT 100 Mr THAMHHA B CYTKH. B HEKOTOpPBIX
BAPHAHTAX PCATH3alUHU MANUCHTY BBOJAT SKBHBAJICHT THAMMHA, JOCTATOYHBIH, YTOOBI 00ecneunTh 0koyio 100 mr
THAMHHA B CYTKH. B HEKOTOPBIX TAaKUX BapHAHTAX PEANH3ALMH THAMHH IJIM 3KBHBAJCHT THAMHHA BBOIAT
MEPOPATIBHO.
[0016] B HEKOTOPBIX BAPHAHTAX PEATM3AUMH B HACTOSIICM H300PCTCHHH NPEJIOKEH CIOCO0 JICUCHHSA
TALUCHTA, BKJIFOYAFOIIIHI
) BBCJICHUC NMALMCHTY COCAUHEHHU | mtn ero (papManeBTHUCCKU IPHEMIEMOH COJIH HITH THAPATa
(Hampumep, coeauneHuA I1);
(i) AQHAJIN3 YPOBHA THAMUHA Y MALUCHTA; H
(iii) BBC/ICHHC MAIMCHTY THAMWHA WJTH SKBUBAJICHTA THAMUHA, CCITH YPOBCHb THAMUHA Y TALUCHTA
COCTaBIISICT MEHEE HITH PaBEH 0K0J0 30 HM/I HeIbHOH KPOBH.
[0017] B HEKOTOPBIX BAPHAHTAX PEATU3ALMH THAMHH WIH JKBHBAJCHT THAMHHA BBOJAT BHYTPHBEHHO. B
HEKOTOPBIX BAPHAHTAX PEATU3AIHH THAMHH BBOJAT MALIUCHTY B KOTHYECTBE OKOJIO 250 Mr. B HEKOTOPBIX BAPHAHTAX
PpCANM3AIMHA THAMHH BBOIAT MAIMCHTY B KOJMHYCCTBS 0K0J0 250 Mr pa3 B cyTku (QD). B HEkoTOpHIX BapHaHTaX
pCANM3AIMH MAIWCHTY BBOIAT 3KBHBAJICHT THAMHHA, JOCTATOUHBIA, YTOOBI 00CCHCUATh OKOJIO 250 MT THAMHWHA B
CYTKH.
[0018] B HEKOTOPBIX BAPHAHTAX PCATH3ALMH THAMHH BBOJAT MALMCHTY B KONMYECTBE Okojo 500 mr. B
HEKOTOPBIX BAPHAHTAX PEANM3ALMA THAMUH BBOIT MAIMEHTY B KommdecTse okoio 500 mr pa3 B cytku (QD). B
HEKOTOPBIX BAPHAHTAX PEATH3ALIH NAIUCHTY BBOAAT SKBHBAJICHT THAMHHA, JOCTATOYHBIH, YTOOBI 00ECIIEUHTH OKOJIO
500 mr TnamuHa QD. B HEKOTOPHIX BApHAHTAX peaH3allii THAMUH BBOIT MAIMCHTY B KOJMUECTBE 0K0J0 500 Mr
TpH pasa B cyTku (TID). B HEKOTOPBIX BAapHAHTAX PEATM3ALMH IALKUCHTY BBOAAT 3KBHBAJICHT THAMHMHA,

JOCTATOYHBIH, YTOOBI 00ccTicUuTh 0K0JI0 500 Mr THamuHa TID.
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[0019] B HEKOTOPBIX BAPHAHTAX PEATM3ALMH THAMHH BBOJAT MALUMEHTY B KOMmuecTBE 0KOyo 500 mr TID B
TCUCHHUE 2 WK 3 CYTOK, C HOCICAY FOIUM BBEACHHEM THAMHHA B KOJHYECTBE OT 0KOJ0 250 Mr 10 okoso 500 Mr pa3s
BCcyTkn (QD) B TeueHHE 3—5 CYTOK, C MOCICAYFOIINM BBSACHUCM THAMHHA B KOIH4IecTBE 0K0J10 100 Mr QD B TCUCHHE
90 cyTOK.

[0020] B HCKOTOPBIX BAPHAHTAX PCATM3ALMH IIPCJIOKCHHBIC CHOCOOBI JOTOJHHTCIHHO —BKJIFOYAOT

TMOBBINICHUC YPOBHA MArHuA Y MANUCHTA.

[0021] B HEKOTOPBIX BAPHAHTAX PEANM3ALMH MAMEHT MMCET MHEIONPOIH(EPATHBHOE PacCTpoOicTBO. B
HCKOTOPBIX TAKHX BAPHAHTAX PCATM3ALUH MHCJIOMPOJU(PESPATHBHOC PACCTPOWCTBO MPEACTABIICT COOO0
MuCTO(PHOPO3. B HCKOTOPBIX BAPHAHTAX PCaTU3alUy MECIO(PUOPO3 MPESACTABIACT COO0H CPBUYHBIA MHEIO (PHOPO3.
B HCKOTOPBIX BApHAHTAX PCATHM3ALMU TCPBHYHBIA MHCIO(PHOPO3 MpeacTaBmaeT co0oi  Mumenopudpos
MPOMEKYTOUHOTO HJIM BBICOKOTO pUCKa MO JIMHaMH4EeCKOH MEKIyHApOTHONW MPOTHOCTHUYECKON CHCTEME OLICHKH
(DIPSS). B HCKOTOPHIX BAPHAHTAX peaTU3aIiy MUCI0(PHOPO3 MPEACTABIACT COO0H BTOpHUHEIH MucI0(pudpo3. B
HEKOTOPBIX BapHAHTAX peanm3almy Mueno(puOpo3 mpeacTaBmsieT coboll Mueno(puOpo3 mocie 3CCEHIHANBHOM
TPOMOOIMTCMHUH. B HEKOTOPHIX BaPHAHTAX PCANM3AIMH MHUCIIO(PHOPO3 MPeACTABIACT co00ii MueiopudOpo3 mocie
HCTHHHOH NOMWLIMTCMHH. B HEKOTOPBIX BapHAHTAX PCATH3ALAH MHCIONPOTH(PSPATHBHOS PACCTPOHCTBO
NPESACTABIACT COOOH MCTHHHYH NMOJHIMTEMHUK). B HEKOTOPBIX BAPHAHTAX PCaU3aLH MHUCTONPOTH(CPATHBHOS
PacCTpOHCTBO TPEACTABIACT COOOHW 3CCCHIHMANBHYIO TPOMOOIMTEMHIO. B HEKOTOPHIX BAapHAHTaX pPEalH3alu
MueIoNpoIH(EPaTHBHOE PACCTPOHCTBO MPEACTABIIACT COOOH OCTPBIH MUEIONTHBIH Jieliko3 (OMJT).
[0022] B HEKOTOPBIX BAPHAHTAX PEANM3AUMA B HACTOSIICM H300PETCHHH NPEUIOKEH CHOCO0 JICUCHHA
MAIUCHTA, BKIIFOYAFOIIIHI

)] BBCJACHHC COCAWHCHHA | mim ero (papMaucBTHYCCKH TPHEMJICMOH CONH HIH THApATa

(manpumep coeauncHue 1), u

(i1) NPOBEJCHHE OLCHKH KOTHUTHBHBIX CIIOCOOHOCTEH.
[0023] B HEKOTOPBIX BAPHAHTAX PEATH3ALME OLCHKA KOTHHTUBHBIX CIOCOOHOCTEH MPOMCXOHUT BO BPEMSI 2-TO
28-CyTOYHOTO IMKJIA. B HEKOTOPBIX BAPHAHTAX PCATH3ALUH OLCHKA KOTHUTHBHBIX CIIOCOOHOCTEH MPOHCXOIUT BO
BpeMA 3-r0 28-CyTOYHOTO IMKIA. B HEKOTOPBIX BAPHAHTAX PEATH3ALMH OLCHKA KOTHUTHBHBIX CHOCOOHOCTCH
MPOHCXOJUT BO BPEMs IO MEHBIICH Mepe KaKI0T0 3-10 28-CyTOUHOTO IUKJIA. B HEKOTOPHIX BAPHAHTAX PEATH3ALUU
OLCHKA KOTHHTHBHBIX CMOCOOHOCTCH BKTIOHACT MPHMCHCHHC KPATKOHM MIKAJBI OLCHKH ICHXHYCCKOTO CTatyca. B

HCKOTOPBIX BAPHAHTAX PCATA3AIHA CIOCO0 JOTOTHUTEIBHO BKITFOUACT AHATH3 YPOBHA THAMHUHA Y MALTUCHTA.

Onpedenenusn

[0024] B KOHTEKCTE JAHHOTO JOKY MEHTA MPETIOIATACTCS, YTO TEPMUH «OKOJI0», HCTIOIB3Y MBI B OTHOIICHAM
M3MEPAEMOMN BEJIMHUHHBI, TAKOH KAK KOJHYECTBO, BPEMEHHO M HHTEPBAII | T. I1., OXBATHIBAET BAPUAIIMH B TIPEAETAX +/-
10 % wnu MeHee, MPEaMOUTHTENBHO +/- 5 % nim MeHee, 6osiee MpeanoUTHTENbHO +/- 1 % wim MeHee u eme Gouee
npeanouTHTenbHO +/- 0,1 % MM MEHEe OT YKA3AHHOTO 3HAYEHHA, TPH YCJIOBHH, YTO TAKAE BAPHAIMH ABJIEOTCS
MPUEMJIEMBIMHA TSl OCYIIECTBICHAS HACTOAMETO M300peTeHus. B kauecTse MpHMEpa, B CIyYasX HCIOJB30BAHUS
TEPMHHA «OKOJIO» B COUETAHHH C HEKOTOPBIM KOJIHYECTBOM CYTOK, OH BKJTFOUAET YKA3AHHOE KOHKPETHOE KOJTHUECTBO
CYTOK IUTFOC HITH MHHYC 1 CYTKH, HAPUMED, BBIPAXKEHHE KOKOJO 6 CYTOK» BKIFOYAET JTHOOOE KOJIHIECTBO CYTOK B
npenenax Mexkay 5 u 7. ClIenyeT NOHHMATS, YTO 3HAYEHHE, K KOTOPOMY OTHOCHTCA MOIM(HKATOP «OKOJI0Y, CAMO MO
ceOce TaKoKe SBISIETCS ABHBIM 00Pa30M H IPEAIOUTHTEIBHO PACKPHIBACMBIM.

[0025] B KOHTEKCTC JAHHOTO JOKYMCHTA TCPMHH «OHOMAPKEP» OTHOCHTCS K BCLICCTBY, COOBITHIO HJIH

XapPaKTCPUCTUKE, HAIMYHE, YPOBCHb, CTCICHb, THUN W/HIH (popMa KOTOPHIX KOPPEIHMPYIOT C KOHKPETHBIM
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MPEICTABILIFOIIM HHTEPEC OHOJIOTHYECKHM COOBITHEM HITH COCTOSIHHEM TaK, YTO HX PACCMATPHBAIOT KAK «MAapKep»
3TOTO COOBITHA HIHM COCTOSHHA. ECIH NMPHBOAUTH HEKOTOPHIC IPHMEPHI, B HEKOTOPBIX BAPHAHTAX PEaH3ALHH
OmoMapkep MOKST MPEACTABILITH COOOH WM COACPXKATh MapKep KOHKPETHOTO OOJC3HCHHOTO COCTOSHHA HIH
BCPOATHOCTH PA3BUTHIA, MOSBJICHUS HIH MOBTOPHOIO MOSABICHHA KOHKPETHOTO 3a00JICBAaHUS, PAaccTpoiicTBa HIH
MATOJIOTHYCCKOTO COCTOAHHA. B HEKOTOPBIX BapHAHTAX peaTH3aliH OMOMAapKEP MOXKET MPEACTABILATh COOOH MM
COACPKaTh MapKep KOHKPETHOTO 3a00JCBAHMA HIU TEPANCBTHYCCKOTO PE3yabTaTa WM MX BEPOATHOCTH. TakuM
00pa3oM, B HEKOTOPBIX BAPHAHTAX PeaH3alliii OHOMApKep SABILICTCA MpPeacKa3aTeIbHbIM, B HEKOTOPBIX BAPHAHTAX
peanmmzau OHOMapKepP SBIHICTCS MPOTHOCTHUCCKHM, B HCKOTOPBIX BAPHAHTAX PCATU3ALMU OHOMApKEp SBISICTCS
JUATHOCTHYCCKUM U TPEACTABIBIOIICTO HHTCPEC PEJICBAHTHOTO OHOIOTHYCCKOTO SIBJCHHS WIIH COCTOSHHSL.
BuoMapkep MOXKET MPEACTAaBIATH COOOH WM COACPKATH BEHICCTBO JTHOOOTO XHMHYCCKOTO KJIAacca H MOXKET
TPEACTABIATE COOOH HMITH COACPKaTh KOMOHMHAIMIO BEINECTB. HampuMep, B HECKOTOPHIX BAPHAHTAX PECATH3ALUH
OmoMapkep MOXKET MPEACTABIATh COOOW HIIM COACPKATh HYKJICHHOBYIO KHCIIOTY, NMOJHIICHTHI, JTHITHI, YTJICBOI,
HCOOJTBIIYEO MOJICKYJTy, HCOPTAHWMYCCKHIA ar¢HT (HAMPUMEP, MCTAILT WIH WOH) WM HX KOMOWHAIHIO. B HEKOTOPHIX
BAPHAHTAX Peau3aly OHOMAapPKEP MPEACTABIICT COO0H MapKep KICTOUHOH MOBEPXHOCTH. B HEKOTOPBIX BapHAHTAX
peammzary OHOMapKep SBISCTCS BHY TPHKICTOUHBIM. B HEKOTOPBIX BApHAHTAX Pean3aluy OHOMapKeP BBIBISCTCS
3a TpeAciaMH KICTKH (HANPHUMEP, CEKPETHPYETCA MM HWHBIM O00pa3oM TCHEPHPYETCS HIM TPHCYTCTBYET 3a
mpeneiaMi  KJIETOK, HanmpuMmep, B (DH3HOJOTHYECKONW SKHAKOCTH, TAKOH KAaK KPOBb, MOYA, CIIC3BI, CIIOHA,
nepeOpOCTIMHANBHAS KUAKOCTD U T. . B HEKOTOPBIX BApHAHTAX Pear3anuy OHOMAPKEP MOKET IIPEACTABIATH COOOMH
HITH COACPYKATh TCHETHYECKY FO HIIH SITHTCHETHUIECCKYIO CHIHATYPY. B HEKOTOPBIX BAPHAHTAX PEANTN3ALHH OHOMAapKEP
MOJKCT MPEACTABIIATH COOOH HITH COACPKATh CHTHATY PY TCHHOM 3KCIPSCCHH.

[0026] B KOHTEKCTE JAHHOTO JOKYMCHTA TCPMUH «KOMOMHHPOBAHHAS TCPAMHSD OTHOCHTCS K CHTYALHsM, B
KOTOPBIX CyOBEKTa OJHOBPEMEHHO IIOBEPTAIOT ICHCTBHIO IBYX WJIH 00JIce TEPANICBTHYECKUX CXEM (HAIIPHMED, ABYX
win 60siee TEPaNeBTHYCCKUX areHTOB, BKIFOUYAs OJHO HIH 00Jee COCAMHCHUHN, OMHCAHHBIX B JAHHOM JOKYMEHTE).
JBe umn 6osee TEPaNeBTUUECKHE CXEMBI MO’KHO MPUMEHATH OJJHOBPEMECHHO MM IOCICIOBATCIBHO (HAIPUMED, BCE
JI03BI IEPBOH CXEMbI BBOAAT A0 BBSICHHA KAKHUX-JIHOO 103 BTOPOI cXxeMbl). B ApyTux BapHaHTaX peau3alliii TAKHe
COCAMHCHHS BBOJAT COIJIACHO NEPEKPBIBAOIIMMCS CXEMAaM JO3HPOBaHHA. «lIpuMeHEHHE» a KOMOMHHPOBAHHOM
TCpamuyd MOXKET BKJIFOYATH BBCACHHE OJHOTO wWiH O0Jiee COCOUHCHHH CyOBEKTY, MOJyHaromeMmy apyroe(ue)
coeauHCHUE(UsA) B KOMOMHAIMHA. B 1esax ACHOCTH, KOMOMHUPOBAHHAS Tepamus HE TPEOYET BBEACHHUS OTACIBHBIX
COCAWHCHHI BMECTE B OJHOH KOMIIO3UINH (MITH JKE 00A3aTCIBHO B OTHO BPEMs OJHHM H TEM HKE Iy TEM BBEICHHS),
XOTSI B HCKOTOPBIX BAPHAHTAX PEATH3ALMH JBA WK 00JIee COCIMHEHUH MOYKHO BBOIUTh BMECTE B KOMOWHHPOBAHHOM
KOMITO3HI[MH HIH [JA)KE B KOMOWHHPOBAHHOM COCAMHCHHWH (HANPHMEP, B BHAC YACTH OJHOTO XHMHYECKOTO

KOMILICKCA HJIH KOBAJICHTHOI'O COGZ[I/IHGHI/I}I).

[0027] TepMHH «IKBHBAJCHT THAMHHA» OTHOCHTCS K ATCHTY, KOTOPBIH OOCCICYABACT HIM CHIOCOOCH
obecrieunBaTh  OHOSKBHBAIICHTHOC —KOINHYCCTBO —THAMHHA. Takde HSKBHBAJICHTEI THAMHHA BKIFOYAOT
MPOJICKAPCTBECHHBIC MPENAPATH THAMHHA, 4 TAKXKC MPOM3BOJHBIC THAMHHA, TAKHE KAk THAMHHIHPOQochaT (Takie
H3BCCTHBIH Kak THaMuHIu(pocdar) u tHamuHTpH(pOCchaT. B HEKOTOPHIX BAPHAHTAX pEATH3alH SKBHBAJCHT
THAMHHA TPEACTABILICT CO0OH MUMEBYI0 (JOPMY THAMHHA, TAKYIO, KOTOPAS BCTPEYACTCSA B OBOIIAX HJIM JPYTHX
ACTOYHHKAX ITHIIH.

[0028] B KOHTEKCTE JAHHOTO JOKYMCHTA TEPMHUHBI «JICUHTH» HIIH «JICUCHHC» OTHOCATCS K YACTHIHOMY HIIH
[OJTHOMY OOJICTYCHHIO, HHIHOHPOBAHUIO, 3AMCIJICHHIO HAYAJA, MPEAOTBPAILCHIIO, YMCHBIICHAIO HHTCHCHBHOCTH
W/HIH OCIAGNCHHIO PACCTPOMCTBA MM IATOJOTHYCCKOTO COCTOSHHA, WIH OJHOTO WIH 0OJee CHMITOMOB

PacCTpOICTBA HITH MATOJIOTHICCKOTO COCTOSIHUSL B KOHTEKCTE TAHHOTO JOKYMCHTA TEPMHHBI «JICUCHHE» H «JICUUTDH
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OTHOCSTCS K YaCTHYHOMY HJIH IOJHOMY OOJCTUYCHHIO, HHTHOHMPOBAHHIO, 3aMCJICHHIO HAYaAJIA, NPEAOTBPALICHUIO,
YMCHBIICHHIO HHTCHCHBHOCTH H/HJTH OCTIA0ICHUIO PACCTPONCTBA HIIM MATOJIOTHIECKOTO COCTOSIHUS HIIH OJHOTO HITH
fosice CHMIITOMOB pAcCTPONCTBA WM IATOJIOTHYECKOTO COCTOSHMA, KAaK OIMCAaHO B JAHHOM [IOKyMEHTe. B
HEKOTOPBIX BAPHAHTAX PECATU3AIMH JICUCHUE MOYKHO IIPUMEHATD MOCIIE PA3BUTHA OJHOTO WK Oojice CHMNTOMOB. B
HEKOTOPBIX BAPHAHTAX pCANH3ALUMH TEPMHH <«JICUCHHC» BKIIOYACT MPCAOTBPALICHUEC MM IPHOCTAHOBKY
MPOTPECCUPOBAHUS NATOJIOTHH HJIH PacCTpoiicTBa. B ApyruxX BapHaHTaxX peay3aliy JCUCHUE MOXKHO MPUMCHATD B
OTCYTCTBHC  CHMIITOMOB. Hanmpumep, ncucHme MOXXHO TPHMCHATH B OTHOIICHWH MAIMEHTA C
MPEIPACHOI0KCHHOCTRIO 10 HAYaja CHMITOMOB (HAPUMEP, ¢ YYETOM AHAMHE3a CHMITOMOB H/HJH C Y4YCTOM
TCHCTHYCCKUX WM APYrHX (DaKTOPOB NPEApPACIONIOKCHHOCTH). JleueHHe Takke MOKHO NPOJOJIKATH IOCTC
VCTPAHCHHS CHMITOMOB, HANPHUMEP, UL MPCIOTBPAINCHUSA HIW 3aMEIICHHA WX PEOUIuBA. TakuM o0paszoM, B
HCKOTOPBIX BAPHAHTAX PCAM3ANHUA TCPMHH «JICUCHHC» BKIIOYACT NMPCOAOTBPAINCHUC PCUHUAWBA WM IIOBTOPHOIO
TIOSIBJICHHS 3a00JICBAHMS HIIH PACCTPOHCTBA.

[0029] B KOHTEKCTE MAHHOIO JOKYMEHTA BBIPAKEHHE «CIMHUYHAS JO3MPOBAHHAA (DOPMA» OTHOCHTCH K
(pM3HIEeCKH TUCKPETHOH SAMHHIE COCTABA IO H300PETCHUIO, MOAXOMINIEH Il CyOBEKTA, ITOUICKAIETO JICUCHHIO.
OnHako crieAayeT NMOHMMATh, YTO OOINEE CYTOYHOE NPHMCHCHHE KOMIIO3HIHMHA IO HACTOSINEMY H300pPCTCHHIO
YCTAHABIAMBACTCA JICHAIUM BpPAuYOM @O pe3yabTaTaM TIIATCAbHOH MEIUIMHCKON oueHku.  KOHKpeTHbIN
3(p(CKTHBHBIA YPOBCHD JO3BI A1 TFOOOTO OTACITFHOTO CYOBCKTA HIH OPTAaHH3MA 3aBUCHT OT PAsTHIHBIX (DAKTOPOB,
BKITIOYAs 3a00JcBaHHE, JICYCHHE KOTOPOTO IPOBOAMICA, a TAKKE CTENCHb TSHKECTH 3a00JICBAHHS, AKTHBHOCTD
KOHKPETHOTO IMMPHMEHACMOTO aKTHBHOTO CPEICTBA; KOHKPETHYIO MMPUMEHACMYE0 KOMITO3HIMIQ, BO3PACT, Maccy Tela,
o0Imee COCTOSHHE 3J0POBBS, IMOJ H PANMOH CYOBCKTA; BPEMsA BBCACHHS, CKOPOCTh BBIBEACHHS KOHKPETHOTO
NMPUMEHACMOTO AKTHBHOTO CPEJCTBA; INPOAOJDKHTCIBHOCTh JICUCHMA, JICKAPCTBCHHBIC CpPEACTBA H/HIH
JOMOJTHUTCIIBHBIC BHABI TCPamuu, MNPHMCHACMBIC B I(OM6I/IHaI.[I/II/I UM OAHOBPECMCHHO C KOHKPCTHBIMH

TNPUMCHACMBIMHA COCAUHCHMAMH, a TAKXKC 1'[0£[O6HI>IC (I)aKTOpBI, XOpOUIO U3BCCTHBIC B 00J1aCTH METHIUHBIL.

IOIPOBHOE OITHCAHHE HEKOTOPBIX BAPHAHTOB PEATH3AIIHH
Muenogpubpos

[0030] ACCOLMMPOBAHHBIA C MHEJIONMPO(HICPATHBHEIM HOBOOOpasoBanueM (MPN) mmueno(puopos (MdD)
MPEACTABIIET COOO0H TsHKEIOE U OTACHOE [T YKH3HU 3a00/ICBaHHE, KOTOPOES MOYKET MPHCYTCTBOBATH Kak de novo wim
TmepBHYHBIH MECIIO puopo3 ([IM®) i pa3BUBATHCA W3 MPEIMICCTRYOMICH HCTHHHON moauTeMuH (moct-UITT-M®)
HITH 3CCCHIMATBHOH TpoMOomuTeMun (ocT-2T-M®@) (Swerdlow SH, Campo E, Harris NL, Jafie ES, Pileri SA, Stein
H, et al. World Health Organization classification of tumors of hacmatopoictic and lymphoid tissues. Lyon: TARC
Press 2008). Jrto 3aloneBaHmWe XapakTepu3yeTcs KJIOHANbHOH Muenonponndepanues, HEIPPESKTHBHBIM
JPHTPONMOI30M, CTPOMAJIBHBIMH HW3MCHCHHAMH KOCTHOIO MO3ra, TICHAaTOCIUICHUYCCKUM 3KCTpaMEay JUIPHBIM
TEMOIIO330M H aHOMaJbHOH 3kcmpeccueii nnToknHoB (Tefferi A, Pardanani A. JAK inhibitors in myeloproliferative
neoplasms: rationale, current data and perspective. Blood Rev. 2011 Sep;25(5):229-37). Y naunucHTOB, KAk MPABHIIO,
TNPUCYTCTBYCT CINICHOMCT AJINA, KOHCTUTY MO HAJIbHBIC CHMIITOMBI, YMEpPCHHAA HIA TSDKCIAd AHCMHA,

TPOMOOIUTONICHHS H JICHKOLUTO3.

[0031] [MepBuuHbLi MAETO(PUOPO3 BXOAHT B IPYINY OTPHUATEIBHBIX MO (pumaneabpuiickoit xpomocome (Phl)
MPN koTopas Tarke BKIIFOUYACT HCTHHHYH nojmuuremmto (UI1) u scceHmmamsay o Tpombormremuro (J3T) (Tefferi
A. The recent advances in classic BCR-ABL-negative myeloproliferative disorders. Clin Adv Hematol Oncol.
2007a;5:113-5). IToutu Bce manueHTs! ¢ WIT u okoyio nmonosuubl nanueHTOB ¢ DT 1 [IM® umeror mytanuro JAK?2,

kak mpaswio, JAK2V617F. Jlpyrue myrtammu y naunueHToB ¢ IIM® Brmouaror CALR u MPL. Oxomo 20 %
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manueHToB ¢ [IM® He mmeror oOHapyxkuBacMbix MyTammii B JAK2, CALR wmm MPL, u Ha3sIBaroTCA TPIKIBI
meratusHbIME (Levine RL, Wadleigh M, Cools J, Ebert BL, Wernig G, Huntly BJ, et al. Activating mutation in the
tyrosine kinase JAK?2 in polycythemia vera, essential thrombocythemia, and myeloid metaplasia with myelofibrosis.
Cancer Cell. 2005;7:387-97; Werning G, Mercher T, Okabe R, Levine L, Lee BH, Gilliland GL. Expression of
JAK2V617F causes a polycythemia vera-like discase with associated myelofibrosis in a murine bone marrow
transplant model. Blood. 2006;107:4274-81). Myrtauuu B JAK2, CALR 1 MPL npuBoAAT K aKTHBAaIlMH CHTHAIBHOTO
nytd JAK/STAT, Bb3biBad npom(epanuio KICTOK UM HHIHOHMpysA rubenb KiIeTok. IlociaencTsueM sBISETCA
kioHanbHas dkcmancus (Ithe IN, Gilliland DG. JAK?2: normal function and role in hematopoietic disorders. Curr Opin
Genet Dev. 2007;17:8-14). Tlo 3toi mpuunHe wHruOuTOp JAK?2, KOTOPBIH MOKET OCYIICCTBIIATH IOHIDKAFOIIYFO

perymsimuro curHanbHOTo myTH JAK/STAT, nospkeH cmocoOCTBOBATh CHIGKCHHIO MPOTM(epaniy KICTOK.

[0032] Hctunnas nomamuremus (UIT) ®  sccennumanbHas  Tpombomuremus (DT)  XapakTepu3yrOTCA
TIOBBINICHHBIMHA YPOBHSIMHE KPAcHBIX KpOBHBIX KIeTOK (RBC) 1 rpomMOonuTos. [Tpn 3ToM y oko10 10 % mopaskeHHBIX
MANUCHTOB Pa3BuBacTCs (PHOPO3 KOCTHOTO MO3Ta, MOp(orornuecku HeoTTHunMbIi 0T [IM®. Takue natonoruyeckue
cocTosHmA Ha3eiBaroTcsa mocT-UIT-M® u noct-3T-M® (Campbell PJ, Green AR. Management of polycythemia vera
and essential thrombocythemia. Hematology Am Soc Hematol Educ Program. 2005;201-8) W KIHHAYCCKH
Ha3eiBarOTCAT MPN mmenopubposzom. Ilammenter ¢ MPN-accommmpoBaHHBIM MHCTO(QHOPO30M HMCIOT MPOTHO3
BBDKHBACMOCTH, MOAOOHBIH mporHo3y a1 [IM®, u oxono 10 % KyMyJIITHBHBIH PHCK TpaHC(OPMAIMH B OCTPHIA
MHCIOUAHBIH JIeiko3 (OMJT).

[0033] CyLIECTBYET HECKONBKO MPOTHOCTHYCCKHX CHCTEM OICHKH, TMPOTHO3HPYIOIIMX BBLKHBACMOCTD
nmanueHToB ¢ [IM®. MexnyHapoaHas mporHocTuieckas cucrema oueHkd (IPSS, anmrn. «International Prognostic
Scoring System») mpUMEHACTCS A1 MPOTHOZHPOBAHNA BEIKUBACMOCTH IMPH MMOCTAHOBKE TUATHO32, a JJuHAMUYCCKas
MCOKOyHapoxHas mporHoctuueckas cucrema oueHku (DIPSS, amrn «Dynamic International Prognostic Scoring
System») mpumMeHsaeTCA B 000 MOMEHT Ha mpoTsokeHud 3a0oeBanua (Cervantes F, Dupriez B, Pereira A, et al.
New prognostic scoring system for primary myelofibrosis based on a study of the International Working Group for
Myelofibrosis Research and Treatment. Blood. 2009; Mar 26;113(13):2895-901; Passamonti F, Cervantes F,
Vannucchi AM, Morra E, Rumi E, Pereira A, et al. A dynamic prognostic model to predict survival in primary
myeclofibrosis: a study by the IWG-MRT (International Working Group for Myeloproliferative Neoplasms Research
and Treatment). Blood. 2010 Mar 4;115(9):1703-8). K nepemeHHBIM, BKTFOUCHHBIM B IPSS, OTHOCHTCS BO3pacT > 65
JICT, KOHCTHTY HHOHAJTBHBIC CHMITOMBL, YPOBCHb TeMorimoouHa < 10 r/mn u xomruecto nciikomuroB (WBC). K
JOMOJTHUTCIIBHBIM COBPCMCHHBIM IMPOTHOCTHICCKUM CHCTCMAM OLCHKH OTHOCHTCA I[I/IHaMI/I‘ICCKa}I MCIKOY HApOaHAA
mpoTHOCTHYeCKas cucteMa oneHk moc (DIPSS+, arrn. «Dynamic International Prognostic Scoring System Plus»)
H CHCTCMBI OLCHKH, BKITIOYAOIINC JAHHBIC aHAamW3a MyTaumii. CymECTBYET CHIbHAS B3aHMOCBA3b MEKIY OOICH
BBDKABACMOCTHIO U MAueHTOB ¢ M® 1 kateropueii pucka mo DIPSS n14 manueHTOB ¢ HU3KAM, MTPOMEIKY TOUHBIM
pucKkoM 1, IPOMEKY TOUHBIM PUCKOM 2 HJIH BBICOKUM PHCKOM C MEAHAHHOHN BBDKUBAcMOCTBIO 15,4, 6,5, 2.9 u 1,3
roga, cooreerctBeHHO (Tefferi A. Primary myelofibrosis: 2017 update on diagnosis, risk-stratification, and
management. Am J Hematol. 2016 Dec;91(12):1262-1271).

[0034] [puGausutensHo 70 % MHIUBHIOB ¢ M® OTHOCATCA K KATETOPHAM IIPOMEIKYTOUHOTO PHCKA 2 WM
BeIcoKoro prcka (Gangat N, Caramazza D, Vaidya R, George G, Begna K, Schwager S, et al. DIPSS plus: a refined
Dynamic International Prognostic Scoring System for primary myelofibrosis that incorporates prognostic information
from karyotype, platelet count, and transfusion status. J Clin Oncol. 2011 Feb 1;29(4):392-7), npeacrasismomum
HauOOJBIIYI0 HEYIOBJICTBOPCHHYK) MEAUIMHCKYH) HOTPEOHOCTh. CHMITOMATHYECKOC YBEIHUCHHE CCNC3CHKH H

MICUCHH, HEOOXOAMMOCTh B mepemupaHuu dpurpouuros (RBC), kaxekcusa u apyrue MP-accouuHpOBaHHBIC
Crpannua 7 u3 32



CHMIITOMBI IPHBOAT K CYIIECTBCHHOMY CHIDKCHHIO KA4eCTBa >KU3HH y TakuxX nmanueHTos (Mesa RA, Camoriano JK,
Geyer SM, Wu W, Kaufmann SH, Rivera CE, et al. A phase II trial of tipifarnib in myelofibrosis: primary, post-
polycythemia vera and post-essential thrombocythemia. Leukemia. 2007 Sep;21(9):1964-70).

Coeounenue 1

[0035] Cunre3 coequnenus [ packpeir B mpumepe 90 matenta CIIIA 7528143, BeimanHoro 5 mas 2009 r.,
COZCpIKAHHE KOTOPOTO B IIOJIHOM 00BEME BKIFOUCHO B JAHHBIH JOKYMEHT HocpeAcTBoM cchutk. CoequHenue I,
TAalOKe H3BECTHOE KAk (peApaTHHUO, MPEACTABILIET COOOH MOINHBIH M CEJICKTHBHBIN HHTHOHTOp akTuBHOCTH JAK2-
KHHA3bI, KOTOPBIH B KJICTOYHBIX AaHATH3aX HHrHOWpYeT curHamm3anuio JAK?2, kiaeTouHyr mposmQepanuio,
o0y crnosneHHy0 MyTaHTHEIM JAK?2 wimm mytantHeiM MPL, 1 wHAyIHpYeT anmonTo3 B KICTKAX, SKCHPECCHPYFOIIHX
koHCTHTYTHBHO akTHBHBIH JAK2. Coemmnenme 1 Taxke wHrHOWpyeT 0OOpa30BaHHE SPUTPOHIHBIX KOJOHHIM
TCMOIIOOTHYCCKHX npEAICCTBCHHUKOB, BBIICIICHHBIX oT MAIUCHTOB C MHEJIO IIpOHI/[(i)CpaTI/IBHBIMI/I

HOBOOOpazoBanmamu (MPN).

[0036] Muenopubpos (M) mpeacTaBIIeT cob0H KIOHANBHOE 3a00ICBAHHC, BOSHHKAIOMECE B PE3yIBTATE
MyTalWii B TCMOTIO3THYCCKHUX CTBOJOBEIX KieTkax CD34+, KOTOphIC CIOCOOCTBYIOT aHOMATBHOW MpoaH(epaud u
vuemongHoi qudpepenumposke (Mead AJ, 2017). TTommmo JAK2V617F y mammerToB ¢ M® OBLTO OOHAPYKCHO
HECKOJIBKO apyTux MyTanuid B JAK2 w apyrux reHax, KOTOpble ObITH CBSA3aHBI C MPOTHO30M, IIPOTPECCHPOBAHHEM
OMJI u orserom Ha mHTHONTOP JAK pykcommruand (Vainchenker W, Kralovics R. Genetic basis and molecular
pathophysiology of classical myeloproliferative neoplasms. Blood. 2017 Feb 9;129(6):667-679, Tefferi A,
Guglielmelli P, Nicolosi M, Mannelli F, et al. GIPSS: genetically inspired prognostic scoring system for primary
myelofibrosis. Leukemia. 2018 Mar 23; Spiegel JY, McNamara C, Kennedy JA, Panzarella T, et al. Impact of genomic
alterations on outcomes in myelofibrosis patients undergoing JAK1/2 inhibitor therapy. Blood. 2017 Sep
8;1(20):1729-1738; Newberry KJ, Patel K, Masarova L, Luthra R, et al. Clonal evolution and outcomes in
myelofibrosis after ruxolitinib discontinuation. Blood. 2017 Aug 31;130(9):1125-1131; Patel KP, Newberry KIJ,
Luthra R, Jabbour E, et al. Correlation of mutation profile and response in patients with myelofibrosis treated with
ruxolitinib. Blood. 2015 Aug 6;126(6):790-7; Levine RL, Wadleigh M, Cools J, Ebert BL, Wernig G, Huntly BJ, et
al. Activating mutation in the tyrosine kinase JAK?2 in polycythemia vera, essential thrombocythemia, and myeloid
metaplasia with myelofibrosis. Cancer Cell. 2005;7:387-97; Werning G, Mercher T, Okabe R, Levine L, Lee BH,
Gilliland GL. Expression of JAK2V617F causes a polycythemia vera-like disecase with associated myelofibrosis in a
murine bone marrow transplant model. Blood. 2006;107:4274-81; Mercher T, Wernig G, Moore SA, Levine RL, Gu
TL, Frohling S, Cullen D, Polakiewicz RD, Bernard OA, Boggon TJ, Lee BH, Gilliland DG. JAK2T875N is a novel
activating mutation that results in myeloproliferative disease with features of megakaryoblastic leukemia in a murine
bone marrow transplantation model. Blood. 2006 Oct 15;108(8):2770-9; Scott LM, Tong W, Levine RL, Scott MA,
Beer PA, Stratton MR, et al. JAK?2 exon 12 mutations in polycythemia vera and idiopathic erythrocytosis. N Engl J
Med. 2007 Feb 1;356(5):459-68; Pardanani A, Tefferi A, Jamieson C, Gabrail NY, etal. A phase 2 randomized dose-
ranging study of the JAK2-selective inhibitor fedratinib (SAR302503) in patients with myelofibrosis. Blood Cancer
J. 2015 Aug 7;5:¢335).

[0037] @ochopumaposannsii  STAT3 (pSTAT3) mnpeacTaBaser coOOM  HmpKenexamui  dddexrop
aktuuposBanHOH JAK?2. Orcnexxusanne yposHeH pSTAT3 B IupKyIHPYIOIIHX KIETKAX OKA3aJOCh IMOJE3HBIM
omnomapkepom (papmakxogumaaMuk (O /1) cea3eanusa (eapatuaud — JAK?2 y marmenToB ¢ M@ (Pardanani A, Tefferi
A, Jamieson C, Gabrail NY, et al. A phase 2 randomized dose-ranging study of the JAK2-selective inhibitor fedratinib
(SAR302503) in patients with myelofibrosis. Blood Cancer J. 2015 Aug 7;5:¢335). JIOKIHMHHYCCKHC NAHHBIC
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MOKAa3bIBAIOT, 4TO (peapaTtuHuO Tarke crocoOcH mHruoOuposars pSTATS; u coobmamnock, yTo 6a30BbIC YPOBHH
pSTATS B xierkax OMIJI SABIAIOTCA NMPOTHOCTHYCCKUMH B OTHOLICHUHM OTBETa HA (peapaTuHHO B MOJCIIX C
kceHotpanciianTatoM OMJI (Chen WC, Yuan JS, Xing Y, Mitchell A, Mbong N, et al. An Integrated Analysis of
Heterogeneous Drug Responses in Acute Myeloid Leukemia That Enables the Discovery of Predictive Biomarkers.
Cancer Res. 2016 Mar 1,76(5):1214-24). AHOManbHAs! SKCIPECCH MUTOKUHOB H (PUOPO3 KOCTHOTO MO3Ta SBJIIOTCS
xapaxrepHbivME npu3zHakamMu M@ (Vainchenker W, Kralovics R. Genetic basis and molecular pathophysiology of
classical myeloproliferative neoplasms. Blood. 2017 Feb 9;129(6):667-679; Mondet J, Hussein K, Mossuz P.
Circulating Cytokine Levels as Markers of Inflammation in Philadelphia Negative Myeloproliferative Neoplasms:
Diagnostic and Prognostic Interest. Mediators Inflamm. 2015;2015:670580). Co0o0manoch, 4YTo BBICOKHC YPOBHH
MPOBOCTIATHTCIIBHBIX H (DHOPOTCHHBIX ITATOKHHOB CIIOCOOCTBYHOT CTPOMATEHBIM H3MCHCHHIAM KOCTHOTO Mo3ra (KM),
HEY(P(PCKTHBHOMY 3PHTPOIOA3Y/IKCTPAMCAY JUIAPHOMY TEMOTI033Y M KOHCTHUTYI[HOHATGHBIM CHMOTOMAaM mpu M®
(Mondet J, Hussein K, Mossuz P. Circulating Cytokine Levels as Markers of Inflammation in Philadelphia Negative
Myeloproliferative Neoplasms: Diagnostic and Prognostic Interest. Mediators Inflamm. 2015; 2015:670580; Tefferi
A, Pardanani A. JAK inhibitors in myeloproliferative neoplasms: rationale, current data and perspective. Blood Rev.
2011 Sep;25(5):229-37). beo obHapyskeHO, 4TO (PeapaTHHHO MOIYTUPYET YPOBHH IHPKY THPYFOIIX IIHTOKHHOB ¥
manueHTOB ¢ M®, panee He monyyasmux jieucHue mHruonTopamu JAK (Pardanani A, Tefferi A, Jamieson C, Gabrail
NY, et al. A phase 2 randomized dose-ranging study of the JAK?2-selective inhibitor fedratinib (SAR302503) in
patients with myelofibrosis. Blood Cancer J. 2015 Aug 7;5:¢335). Moayniaums DUTOKHHOB KOPPEIMPOBAa C
YCTOHYHBBIM BHPYCHBIM 0TBeTOM (YBO) M yayWIneHHEM KOHCTHTYHOHAJBHBIX CHMITOMOB Y TAKHX NAIMCHTOB
(Pardanani A, Tefferi A, Jamieson C, Gabrail NY, et al. A phase 2 randomized dose-ranging study of the JAK2-
selective inhibitor fedratinib (SAR302503) in patients with myelofibrosis. Blood Cancer J. 2015 Aug 7;5:¢335).

[0038] HenasHuie MCCIEN0OBAHUS HAYMHAKOT PACKPHIBATD KMMY HHYFO PETYJATOPHYIO pons aius JAK2V617F, a
Taloke A uHruouropop JAK, takumx kak pykcommuruHuO. Hampumep, Obino oOHapyskeHo, uto JAK2V617F
CIOCOOCTBYET YKIOHCHHIO MHEJOHAHBIX KieTok MPN 0T MMMYyHONOTHYECKOTO HAA30Pa 3a CUET IOBBINIAOIICH
peryuinun Jmragna 1 6enka 3amporpammuposaHHoi rudemu kiretok (PD-L1) (Prestipino A, Emhardt AJ, Aumann
K, O'Sullivan D, et. al. Oncogenic JAK2V617F causes PD-L1 expression, mediating immune escape in
myeloproliferative neoplasms. Sci Transl Med. 2018 Feb 21;10(429)), m coobmanoch, YTO PyKCOTHTHHHO
Moy mpyeT 3kcnpeccuro PD-L1 B atux ximerkax (Prestipino A, Emhardt AJ, Aumann K, O'Sullivan D, et. al.
Oncogenic JAK2V617F causes PD-L1 expression, mediating immune escape in myeloproliferative neoplasms. Sci
Transl Med. 2018 Feb 21;10(429)). Ilpu 3ToM JOKIHHHYCCKHC W KIHHAYCCKHAC NAHHBIC MOKA3BIBAKOT, YTO
PYKCOIHTHHUO TAKKE SABIHICTCS MOINHBIM HMMYHOJCTIPECCHBHBIM CPEACTBOM, KOTOPOE MOSKET IOJABIATH OOJIC3HD
«TPaHCIDIAHTAT NpoTUB X03auHa» (BTIIX), cHIKATh 4AaCTOTY M HAPYIIATh akTUBALUIO T- 1 NK-KIETOK y TAaHEHTOB
¢ M@ (Betts BC, Bastian D, lamsawat S, Nguyen H, et al. Targeting JAK2 reduces GVHD and xenograft rejection
through regulation of T cell differentiation. Proc Natl Acad Sci U S A. 2018 Feb 13;115(7):1582-1587. Epub 2018;
Schonberg K, Rudolph J, Vonnahme M, Parampalli et al. Cancer JAK Inhibition Impairs NK Cell Function in
Myeloproliferative Neoplasms. Res. 2015 Jun 1;75(11):2187-99; Parampalli Yajnanarayana S, Stiibig T, Comez 1,
Alchalby H, etal. JAK1/2 inhibition impairs T cell function in vitro and in patients with myeloproliferative neoplasms.
Br J Haematol. 2015 Jun;169(6):824-33). JoxIMHAYCCKAC MO3BOAIOT MPCANOIOKATD, YTO (PeApaTHHHO CIIOCOOCH
Moy poBath dkcupeccuro PD-L1 B omyxoneBrix krerkax mum@ponmsr (Hao Y, Chapuy B, Monti S, Sun HH, Rodig
SJ, Shipp MA. Selective JAK?2 inhibition specifically decreases Hodgkin lymphoma and mediastinal large B-cell
lymphoma growth in vitro and in vivo. Clin Cancer Res. 2014 May 15;20(10):2674-83), oqHako OH HE SABIICTCS
mommbiM  cympeccopoM  BTIIX u He cmocoOcH Hapymarh pa3BHTHEC 4YEJIOBEUCCKHX T-KJICTOK B
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KCCHOTPAHCIUIAHTATHBIX MBITIHHBIX MoaeixX (Betts BC, Veerapathran A, Pidala J, Yang H, et al. Targeting Aurora
kinase A and JAK?2 prevents GVHD while maintaining Treg and antitumor CTL function. Sci Transl Med. 2017 Jan
11;9(372)). HW3buparempHOe aeiicteue (eaparuanda Ha JAK2 moBBIIACT BO3MOKHOCTH TOTO, YTO (peapaTHHHO
MOXKET HMETh HMMYHOMO Iy TUpyIoree acicreue O6¢3 HapynreHus (yHkimu T- win NK-knerok y namueHToB ¢ M.
[0039] B HEKOTOPHIX BAPHAHTAX PEANH3AIMHE B HACTOSIIEM H300PETEHHH MPEUIOKEH CIIOCO0 MPEA0TBPALICHHS
W/WIH YMEHBIICHHA Ae(HINTA THAMHHA Y NALMCHTA, HOJYYAoIIero coequHeHue | mim ero (papMaleBTHYCCKH
MPHEMJIEMYIO COJb WM rHApar (Hampumep coequueHue 1I). B HEKOTOPHIX BapHAHTAX peaTH3alH B HACTOSINEM
H300pCTCHHH NPEIIOKEH CNOCO0 JICUCHHS NANMCHTA, BKIOYANOIME BBEACHHE COCOWHCHWS | wmimm  ero
(hapMaICBTHYCCKH MPUCMIICMOH COJIH HJTH THApaTa (HampuMmep cocauHcHuU 11) U OTCIC/KHBAHAC YPOBHCH THAMHHA
y HaIHCHTA.

[0040] B HEKOTOPBIX BAPHAHTAX PEATM3ANMH B HACTOSIIEM H300PETCHHH NPEUIOKEH CHOCOO JEUCHHA

MHCTOTIPOTH(DECPATHBHOTO PACCTPOHUCTBA, BKITFOUAFOIIIHIA

1 BBEJCHHUC Hy XIAOIEMycs B 3ToM marmeHTy naruonropa JAK1 w/mm JAK2; n
(ii) OTCJIC)KUBAHUC Y POBHCH THAMHUHA Y MALIUCHTA.
[0041] B HEKOTOPBIX TAKMX BAPHAHTAX PEANM3ALHM CIOCOO MONONHHTEILHO BKIFOYAET KOPPEKTHPOBKY

YPOBHEH THAMHWHA y TANMCHTA, €CIM YPOBEHb THAMHHA HIKC PE(EpPEeHCHOTO CTaHAApTa (HAmpHMEpP, HCXOTHOTO
ypoBH:). B HekoTOphIX BapuaHTax peamm3anun wHruoutop JAK1 w/umm JAK2 npeactasmsaeT coboii coeauaeHuUE |
HTH €10 (PAPMALICBTHYUCCKH MPHCMIICMYTO COJTh WJIH THAPAT (HanmpuMep coeamHeHue 11).
[0042] COOTBETCTBEHHO, B HCKOTOPBIX BAPHAHTAX PCATH3ALHH B HACTOAIIEM H300PETCHAN MPEIIOKEH CIOCO0
JICUCHHA MHCJIONPOTH(ECPATUBHOTO PACCTPONCTBA, BKITFOUAROIIIIIA

)] BBCJCHHC MALUCHTY, KOTOPBIH HYKTACTCA B 3TOM, COCAMHCHUA | i ero (papManeBTHUCCKH

NMPHEMJIEMON COJIM HJIM THAparta (Hanpumep, coeaunenue 11); u

(i1) OTCJIC)KUBAHUC Y POBHCH THAMHHA Y NALIUCHTA,
NpHYEM YPOBHH THAMHUHA Y NMALUECHTA KOPPEKTHPYIOT, €CITH Y POBCHb THAMIHA HIDKE pe()epeHCHOTO CTaHAapTa.
[0043] B HEKOTOPBIX BAPHAHTAX PEATH3ALMHE YPOBHH THAMHHA Y TIALHEHTA OLUCHHBAIOT, AHATH3UPY S OJH HJIH
bonee OHOMapKkepoB Ae(UIMTa THAMHHA. B HEKOTOPHIX BapHAHTAX peaym3aluu OHOMapkep Achuuura THAMHHA
MPEACTABIIET COOOH CHIBOPOTOUHBIN YPOBCHb THAMHHA.
[0044] B HEKOTOPBIX BAPHAHTAX PEATH3ALME Y POBEHS OHOMAPKEPA CPABHUBAIOT C PE(PEPEHCHBIM CTAHAAPTOM.
B HEeKOTOPBIX BapHAHTAX peann3aniy pe()ePeHCHbIH CTAHAAPT MPEACTABIACT cOO0H HCXOIHBIH YPOBCHD OHOMAapKepa
(HampuMep, YPOBCHb OHOMAapkepa A0 BBSACHHA cocawHeHHA | mmm coeamueHus 11). B HCKOTOPHIX BapHAHTAX
peamm3anmmn  pPeCPCHCHBIH CTAHAAPT NPCACTABIACT COOOH YPOBCHb OHOMAapKepa, KOTOPBIH CUHTACTCA
COOTBETCTBYIOIIUM [HATIA30HY, OOBIMHO HAOMIOJAEMOMY B 3A0POBOH NONYJLILMHU (HANPHMED, HONYJLIIUH, HE
TIOPAKCHHOH LEJICBBIM 3a00JICBAHAECM WIIH PACCTPOHCTBOM). B HEKOTOPBIX BapHAHTAX peaim3aliu pe()epeHCHBIH
CTAHIAPT MPSACTABIHICT COOOH YPOBCHh OHOMAPKEPA, KOTOPBIH CUHTACTCA COOTBCTCTBYIONIMM THAMA30HY, OOBIYHO
HAOTFOTaCMOMY B TIOTYJIALUH, Y KOTOPOI OBLIO THATHOCTHPOBAHO IICTICBOC 3a00ICBAHIC HITH PACCTPOUCTBO.
[0045] B HEKOTOPBIX BAPHAHTAX PEATU3ALAM YPOBCHb OHOMAPKEPA TOCIC BBEICHHS COCAMHCHHA | Win
coeaunaeHH 11 HIpKe, ueM peepeHCHBIIH CTaHAAPT (HAPHMED, HIDKE, YeM HCXOJHBIH YPOBEHb OHOMAapKepa).
[0046] B HEKOTOPBIX BAPHAHTAX PEAJM3ALMH YPOBHH THAMHHA Y NAIMEHTA KOPPEKTHPYIOT, €CIIH YPOBHH
tHamMuHA Ha OKoyo 10 %, 15 %, 20 %, 25 %, 30 %, 35 %, 40 %, 45 %, 50 % wm Oonce HWEKS PePEepPeHCHOTO
CTaHIApTa. B HEKOTOPHIX BapHAHTAX peaM3aliu PePEePeHCHBIH CTAHAAPT MPEACTABIACT COO0H HCXOJHBIH YPOBCHD

THAMUHA Y TALUCHTA A0 BBeACHMA cocauHeHHs | wmm coenmbeHus II. B HEKOTOpBIX BapHAHTAX peamH3aLiMH
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peepCHCHBIN CTAaHAAPT MPESACTABIACT COO0H YPOBEHb THAMHHA, COCTABIIAIOII OT 0k0JI0 74 HM/IT 10 OKOJO 222

HM/1 1IeTbHOM KPOBHL.

[0047] B HCKOTOPBIX BAPHAHTAX PEANM3ALMH Y MALMECHTA CYIUECTBYCT PUCK PA3BHTHA SHIC(ATONATHH
Bepnuxke.
[0048] B HEKOTOPBIX BAPHAHTAX PCATH3ALMH YPOBHH THAMHHA Y MALMCHTA KOPPSKTHPYIOT MyTEM BBEACHHSA

NAMUCHTY THAMHWHA WK SKBHBAJICHTA THAMHUHA.

[0049] B HEKOTOPBIX BAPHAHTAX PEATH3ALMH B HACTOAINEM H300PETCHHH NPEIOKEH CIOCOO JICUCHHS
TALMCHTA, BKJIFOUAFOIIIHI
@) BBCICHHC MANUCHTY COCAHMHCHUA | vtH ero (hapMaLCBTHUCCKA MPHCMIICMOM COJTH HITH THAPATa
(Hampumep, coeauneHuE 1),
(i) AHAJIW3 YPOBHA THAMUHA Y IAUUCHTA, U
(iii) BBC/ICHHC MANMCHTY THAMHUHA WJIH SKBUBAJICHTA THAMUHA, €CJTH YPOBCHb THAMHHA Y TALIUCHTA
COCTaBIIICT MCHEE UIIH PAaBEH 0K0JI0 30 HM/II Lie TbHOH KPOBH.
[0050] B HEKOTOPBIX BAPHAHTAX PEATU3ALMH B HACTOAIIECM H300PETCHHM MPEIIOKEH CIOCO0 YMEHBIICHHA
Je(punuTa THAMHHA, BKITFOYAKOIIAN BBCACHHC COCOWMHCHUA | mmm €ro (papManCBTHUCCKH MPHCMIICMONW CONHM HTH
ruapara (Hampumep, coenuHeHus 11) manmeHTy, HMEIoImeMy PHCK pasBHUTHA Jc(UIuTa THAMAHA, IPHYEM TAI[UCHT
OTHOBPEMCHHO TTOJIyJaeT THAMUH WJIH SKBUBAJICHT THAMUHA.
[0051] B HEKOTOPBIX TAKHX BAPHAHTAX PCATH3ALMH MALMECHTY BBOAAT OKONO 100 Mr THaMHHA B CyTKH. B
HEKOTOPBIX BAPHAHTAX PCATH3ALUH NAIUCHTY BBOAAT SKBUBAJICHT THAMHHA, JOCTATOYHBIH, YTOOBI 00ECIIEUHTH OKOJIO
100 Mr THaMumHA B CyTKH. B HEKOTOpBIX BAPHAHTAX PEATH3alUU THAMHH IUIH JKBHBAJCHT THAMHHA BBOJAT
NEPOPAIBHO.
[0052] B HEKOTOPBIX BAPHAHTAX PCANH3ALNH MALUKUCHTY BBOIIT SKBUBAJICHT THAMHHA, KOTOPBIi 00CCTICYHBACT

0k0710 100 Mr THAMHHA B CYTKH.

[00S3] B HEKOTOPHIX BAPHAHTAX PEATH3ALUMH B HACTOSINEM H300PETEHHH MPEIOKEHA KOMOWHHPOBAHHAS
Tepamud, BKIouaromas (i) coexuHeHue | wm ero (papManeBTHUSCKH HMPHEMJIEMYIO COJb HIH I'HAPAT (HAIpHMEp
coemuuenne 1) u (ii) THAMHH HIH SKBHBAJICHT THAMHHA.

[0054] B HEKOTOPBIX BAPHAHTAX PEATU3ALMH B HACTOAMIEM M300PETCHMH MNPENIOKEH CIOCOO JICUSHHS
Muen0(puOpo3a, BKIIOYAKOINWA BBEACHHC HY)KJAIOMEMYCS B O3TOM MANHCHTY KOMOMHHPOBAHHOW TCpAIHH,
BKITIOHArOIICH cocauHCHUE | wn ero (papManCBTHUYCCKH MPUCMIICMYIO COJTh HITH THAPAT (HampuMmep cocauacHue 1)
W THAMHH WM 3KBHBAJICHT THAMUHA. B HEKOTOPHIX TAKWX BAPHAHTAX PCAM3alHH THAMHH BBOJAT B KOJHYCCTBE
oxomo 100 mr pa3 B cytku (QD). B HEKOTOpHIX BapHAHTAX PEATM3ALUH MALMCHTY BBOIAT SKBHBAJICHT THAMUHA,
JIOCTATOUHBIH, 4TOOBI 0OecnieunTh 0koa0 100 Mr THaMHHA B CYTKH. B HEKOTOPHIX BAPHAHTAX pealM3alfiil THAMHH
HITH DKBUBAJCHT THAMHHA BBOJAT MEPOPATBHO.

[0055] B HEKOTOPBIX TAKKMX BAPUAHTAX PEATU3ALHYE THAMEH BBOJAT B KOJIMUECTBE 0KON0 500 mMr Thamuna TID.
B HEKOTOPBIX TaKWX BAPHAHTAX PEANTH3ALMHU MALUCHTY BBOJAT 0K0J0 250 mmm okosio 500 mr tmammHa QD. B
HEKOTOPBIX BAPHAHTAX PEATH3ALIH NAIUCHTY BBOAAT SKBHUBAJICHT THAMHUHA, JOCTATOYHBIH, YTOOBI 00ECIIEUHTH OKOJIO
250 mr mwim oxoa0 500 Mr TmamuHA pa3 B cyTku (QD). B HEKOTOPHIX BapHAHTAX peau3aluu 0Kojo 250 Mr wim
0Kk010 500 MTr THAMHHA BBOJAT NMEPOPATBHO. B HEKOTOPBIX BAPHAHTAX PEATU3ALMH DKBHBAJICHT THAMHHA BBOIAT
MEPOPATBHO.

[0056] B HEKOTOPBIX BAPHAHTAX PEATM3AMHY SKBHBAJICHT THAMUHA MPEACTABIET COOOM THAMHHIAPO (hocar.
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[0057] B HECKOTOPBIX BAPHAHTAX PCATM3AUAM TPEIOKCHHBIE CHOCOOBI JOTOJHUTECIHHO —BKJIFOYAKOT
TIOBBIICHUEC YPOBHA MATHHA Y NAHCHTA. B HCKOTOPBIX BAPHAHTAX PCATH3AINH YPOBCHb MAarHuid y IAIIUCHTA
TIOBBIIIAKOT Iy TEM BBCACHUSL Z[O63BKI/I MarHus.

[0058] B HEKOTOPBIX BAPHAHTAX PCANU3ALUH MALMEHT HMEET MUCIONPOTH(EPATUBHOE PACCTPOUCTEO.

[0059] B HEKOTOPBIX BApHAHTAX PEAJTH3ALMH MHEIONPOTH(PEPATUBHOE PACCTPOMCTBO MPEACTABISIET COOOI
MueI0(puOpo3. B HEKOTOPHIX BAPHAHTAX PeaNTH3ALUH MECTO(PHOPO3 MPEACTABILIET COO0H MEPBHIHBIN MHETO (PHOPO3.
B HExOTOPHIX BApHAHTAX peanu3aliu MUueI0o(puopo3 npeacrasier coboil BTOpHUHbIH MueI0(puopo3. B HEKOTOPBIX
BAPHAHTAX PCATH3ALUH MHCITO(PHOPO3 mpeacTaBmaeT co0oil Muea0(hUOPO3 MOCIC 3CCCHIUABHOH TPOMOOIMTCMHEH.
B HCKOTOPHIX BapHAHTAX peamH3alMu MHCIO(UOPO3 MPCACTABIACT COO0H MHEIO(PHOPO3 MOCIC HCTHHHOM
MOJIMITUTCMHH.

[0060] B HEKOTOPBIX BAPHAHTAX PEATH3ANHMH MHEIOIPOIH(EPATUBHOE PACCTPOMCTBO IPEACTABIAET COOOM
HCTUHHYH0 TIOJWIOUTEMUI0. B HEKOTOpBIX BapHaHTaX peaau3alid MHEIONPOIH(EpPaTHBHOE PACCTPOHCTBO
MPEACTAaBISIET COOOHW  3CCCHUHMANBHYI)  TPOMOOIIHTEMHUIO. B HekOTOpBIX BapHaHTaX peaNM3aLHA
MHCTOTIPOTH(PECPATHBHOS PACCTPONUCTBO MPSACTABIACT COOO0 OCTPBIH MUCTOHUIHBIN JICHKO3.

[0061] B HEKOTOPBIX BAPHAHTAX PEATU3ALMH COCAUHCHHE | BBOAAT B BHJAC JMTHAPOXJIOPHIA MOHOTHIPATA
(manpumep coeauneHuA II).

[0062] B HEKOTOPBIX BAPHAHTAX PEATU3ALMU COETUHEHHE | MK ero (hapMALEBTHYECKH IIPHEMIIEMYEO COJIb HIIH
ruapar (Hampumep coeamHeHue 1I) BBOAAT mMammeHTy B BHAC CAMHUYHOH AO3MpPOBAaHHOH (opMbl. B HEKOTOPBIX
BAPHAHTAX PEANH3AIMH CAWHHYHASA A03HMpoBaHHAS (opma coenuueHus | wm coeauuaeHmsa 11 ocHoBaHa Ha Macce
cBoOomHOTO OCHOBaHmA coemamHeHus. Hampumep, go3a 100 mMr (opmsl cCBOOOZHOTO OCHOBAHMA COCIHMHEHHS |
cooTBeTCTBYET 0K0JI0 117,30 Mr coemuneHus I B (popme MOoHOTHApaTa auruapoxiopuaa (T. €. cocaunenud I11). B
HEKOTOPBIX BAPHAHTAX PEATU3ALMU CIUHUYHAS J03upoBaHHAas (popma coeauHeHus | wm coequnenus I cocrasmser
okosio 50 mr, okono 100 mr, oxono 150 Mr wmu okomo 200 Mr Ha OCHOBAHHH MAcChl CBOOOJHOTO OCHOBAHHSA
COCMHCHHS. B HEKOTOPHIX BAPHAHTAX PEANTH3ALUY S THHHYHAA JO3HPOBAHHAA (hpopMa CoeTHHEHHA | Hi coe IMHEHHA
II cocrapmger 100 Mr Ha OCHOBAHUH MAcChl CBOOOJHOTO OCHOBAHUS COCTMHCHUSL.

[0063] B HEKOTOPBIX BAPHAHTAX PeATH3ALUU COCAHHCHNE | HiTH ero (hapMALCBTHUCSCKH PHEMIICMYO COJIb HIIH
ruapar (HanpuMep coeauHeHue 11) BBOMAT MALKMECHTY B BHAC NCPOPATBbHON MO3HPOBAHHOW (POpMBEL. B HEKOTOPBIX
TAKUX BApHAHTAX PCATH3ALHH MEPOpaTbHAs TO3HPOBAHHAS (popMa MPEACTABIICT coboil kamcydy. B HEKOTOpBIX
BAPHAHTAX YKA3aHHAS MICPOPATBHAS T03HPOBAHHASL (POpMA MPSACTABIACT COOOH TAOICTKY .

[0064] B HEKOTOPBIX BAPHAHTAX PEATU3ALMU COEAUHEHHE | MK €ro (PapMALEBTHYECKH IIPHEMIIEMYIO COJIb HIIH
ruapar (Hanpumep coexaeHue 11) BBOAT 0H pa3 B cyTKH (p/c). B HEKOTOPHIX BapHAHTAX PEATH3ALNH COCIMTHCHHIE
I wmm ero (papmareBTHUECKH TPHEMIIEMYIO COJIb HIIH THAPAT (HanmpuMep coeauHeHue 1) BBoIT manmeHty B o0meit
CYTOUHOU 103¢ 0K0J10 200 Mr, 0k0J0 300 Mr win 0koJ0 400 Mr. B HEKOTOPBIX BapHAHTAX PeaTU3aliu COCTUHCHUE |
wn coeauacHAUE 1 BBOAAT manueHTy B 00mei cyToOUHOH 103¢ 0k0yio 400 MT. B HCKOTOPBIX BApHAHTAX PCATH3ALHA
coeauHeHHe | mim coemuHerue 11 BBOAT manmeHTy B 00me cyTouHOH 103 okono 300 Mr. B HEKOTOPBIX BapHaHTax
peammzarmu coenuHeHue | mum coeruHeHue 11 BBOIAT ManueHTy B 001meii cyTouHO 03¢ 0010 200 Mr. B HEKOTOPBIX
BAPHAHTAX pealH3aliy OOINYI0 CYTOUHYIO 103y coeamHeHus | mimm coemuneHua 11 MomuduuupyioT BCieacTsue
HE)KETIATEIPHOTO ABJICHWA. B HEKOTOPBIX BApHAHTAX pEaM3aluH OOIyI0 CYTOUYHYIO J03a COCAMHEHHUI | mmm
coemuHeHHUS 1l ymeHpImIaroT. B HEKOTOPBIX BapHAHTAX peaTH3alUH OOIIYO CYTOYHYIO 03y COCOHHCHMA | mam
coemuacHUA I ymenpmarT ot okoa0 400 mMr g0 okomo 300 Mr. B HEKOTOPBIX BapHAHTAX pPeaTH3ALUH OOIIYIO

CYTOUHYO J03y coeauHeHus | mnn coeaunaeHus 11 ymeHpmarot A0 0k00 200 mr.
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[0065] B HEKOTOPBIX BAPHAHTAX PEATU3ALMU COETUHEHHE | MK €ro (hapMaLEBTHYECKH IIPUEMIIEMYEO COJIb WK
rugpat (HampuMmep coeauHeHue II) BBOIAT OOMH Pa3 B CYTKH B TCUCHHE 28-CyTOYHOrO LUKIA. B HEKOTOPBIX
BAPHAHTAX peaim3aluu coecauHeHue | miam ero (papMareBTHUCCKH MPHEMIEMYIO COJIb WM THAPAT (HAIPHMED
coequneHHe II) BBOAAT OAMH pa3 B CYyTKH B TCUCHHE ABYX 28-CYTOUHBIX IHKIOB. B HEKOTOPBIX BApPHAHTAX
peamuzaimu coequHeHNe [ i ero (papMaueBTHUCCKU MPUEMIIEMYIO COJb WM THApAT (HampuMep coeauHeHue II)
BBOJAT OJJUH Pa3 B CYTKH B TCUECHHE TPEX, YSTHIPEX, ILATH WK Oonee 28-CyTOUHBIX IUKJIOB. B HEKOTOPBIX BapHaHTaX
peamm3anuu coenuHeHue | wim ero (papManeBTHYSCKH MPUEMIIEMYIO COJIb WM TuApaT (HampuMmep coeaunenue 1)
BBOJAT OJMH Pa3 B CYTKU B TCUCHHUE IIECTH, CEMHU, BOCBMH, ACBATH, ACCATH, OJUHHAAUATH, ABCHAAUATH WIH OoJee
28-CyTOYHBIX IIUKJIOB. B HEKOTOPHIX BApHAHTAX peau3aliiy COCAMHCHHE | M ero (papMaleBTHICCKH MPHEMIICMYIO
COJIb WJIM TuApar (HampuMmep coeauHeHue II) BBOAAT OOUH Pa3 B CYTKH J0 TOTO MOMEHTA, KOTJIA CHMIITOMBI
3abosieBaHns OoJice HE MOAJCKAT ONPEACICHUIO. B HEKOTOPBIX BApPWAHTAX peanm3aliy COCOWHCHHE | miam
coequHeHHE 11 BBOAAT HA MPOTHKCHUH JKU3HHU MALUCHTA. B HEKOTOPHIX BApPHAHTAX peaTu3aliu cocauHeHue | mim
coeauHeHHe 11 BBOMAT OMMH pa3 B CYTKH B TEUCHHE OJHOTO MW Oojee 28-CyTOUHBIX HUKJIOB C MOCIETYFOIHM
MEPEPBIBOM B IPHEME J03. B KOHTEKCTE JAHHOTO JOKYMEHTA «IIEPEPBIB MPHEME J03» 03HAYACT NEPHO BPEMCHH, B
TCUCHHE KOTOPOro coeauHeHue | mmm coenuHeHue 11 He BBOAAT MALMCHTY. B HEKOTOPBIX BAPHAHTAX PEATH3ALHH
TIEPEPBIB MPHEME /103 COCTABIAECT OJHU CYyTKHU, OJHY HEJCIO WIH OJWH 28-CYTOUHBIH UK. B HEKOTOPBIX BAPHAHTAX
peammzarmu coexuaeHue | mm coequaeHue 11 BBOAAT OAMH pa3 B CYTKH B TEUCHHE OJHOTO MM O0Jice 28-CyTOUHBIX
IUKJIOB C MOCJICAY FOIMM IIEPEPHIBOM B IIPHEME /103, 4 3aTeM BO30OHOBIIIOT BBEACHUC COCTUHCHHUS | Mt coe THHEHHSA
IT omuH pa3 B CYTKH C COXPAHCHHEM YPOBHA J03bI, IPHMECHACMOrO A0 MEPEphiBa B MpHEME A03. B HEKOTOPBIX
BapHaHTAX peaym3aiyn cocauaeHue | wim coequueHne 11 BBOAAIT OMH pa3 B CYTKH B TCUCHHE OJHOTO Mk Oosree 28-
CYTOYHBIX IUKJIOB C IIOCJICAYIOMINM IIEPEPHIBOM B IPHEME 103,  3aTEM BO30OHOBIIIOT BBEACHUE COSAMHEHU | Hm
coeauHeHH 11 0uH pa3 B CyTKH C YpOBHEM 103bI, HA 100 MT MEHbIINM, YeM 103a coequHeHu | unn coequneHus 11,
MPHUMEHACMAsA 0 TEpephiBa B NpHEME J03. DB HEKOTOPHIX BAPHAHTAX PCATU3ALMH OOIIYI0 CYTOYHYIO J03Y
coeauHeHu | nwnn coenuneHus I THTPYIOT B CTOPOHY yBeauueHuA Ha 100 MT nocie npeecTBY FOIIET0 Y MCHbIICHHA

J03BL.

[0066] B HEKOTOPBIX BAPHAHTAX PEATU3ALHH MPEUTOKEHHBIE CIOCOOBI BKITFOUAOT BBEICHHE COCTHHEHHS | HTH
ero (JapMaueBTHYECKH PUEMIIEMOK COJTH HITH THAPATa (HAMPUMED CoeMHeHus 11) OMH pa3 B CyTKH B TCUEHHE JBY X
unu Oosiee 28-CYTOUHBIX IMKJIOB. B HEKOTOPHIX TAKHX BAPHAHTAX PCATH3ALNH YPOBHH THAMHHA Y MALHCHTA

OIICHUBAKOT B HA4aJe 2-ro 28-CyTOYHOTO IHKIA.

[0067] B HEKOTOPBIX BapHAHTAX DPEANH3AMMA NPEIIOKECHHBIE CHOCOOBI BKIFOUAT BBEACHHE TNALMCHTY
coequHCHAA | W ero (papManeBTHUCCKH MPUSMIICMON COJTH WITH THApara (HampuMmep cocauuaeHud 11) oawH pas B
CYTKH B TCUCHHE ABYX HJIH Ooiee 28-CyTOUHBIX IHUKJIOB, IPHYEM YPOBHH THAMIHA Y IIALMCHTA OLCHUBAIOT B HAUale
Ka)KI0TO 28-CyTOYHOTO IUKJIA. B HEKOTOPBIX BAPHAHTAX PEATH3ALMH MPEATIOKEHHbIEC CIOCOOB! BKIFOYAIOT BBEICHHUC
TMALMCHTY COCAMHCHAUA | 1Tk eT0 (hapMaTCBTHHICCKH MPHCMIICMOTT oM Win ruaparta (HanpuMep coeauacHus 11) oauH
pa3 B CYTKH B T€UCHHUE IBYX WM Oosice 28-CyTOUHBIX NUKIOB, MPHYEM YPOBHH THAMHHA Y TAIMCHTA OLCHHBAIOT B
KOHIIC KQKI0TO 28-CYTOYHOTO IHUKJIA. B HEKOTOPBIX BAPHAHTAX PCATH3AIMH MPSTOKCHHBIC CIIOCOOBI BKITFOUAKOT
BBC/ICHHC TAIMCHTY CcoeAWHEHUSA | mim ero (QapmaumeBTHUCCKH NPHEMIICMOH COJH WM THUApaTta (HAPHMED
coemuaeHu 1) oH pa3 B CYTKH B TEUCHHE JBYX WM Oosee 28-CYTOYHBIX LUKJIOB, IIPHYCM YPOBHH THAMHUHA Y
MALIMCHTA OLCHUBAOT B HA4YaNe 2-r0 28-CyTOYHOTO IUKJA H B HAYaJe 3-10 28-CyTOYHOTO UK. B HEKOTOPBIX TAKHX
BAPUAHTAX PCATM3ALUU YPOBHH THAMHHA Y MALMEHTA OLICHUBAIOT MOCJEC HTOTO KAKIABIH 3-Mi 28-CyTOUHBIA LUK
Hanpumep, ecad HmanMEHT NOIy4aeT JCUCHHE B TCUCHHE ABCHAAUATH 28-CyTOYHBIX LUKJIOB, YPOBHH THAMHUHA

OLICHUBAKOT HA 1 CyTKH (% 3 CyTOK) KQKIOTO U3 2-T0 MUKJA, 3-T0 HUKIA, 6-T0 HKIa, 9-ro nukaa u 12-ro nukima. B
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HEKOTOPBIX BAPHAHTAX PCAH3ALMH MPEITI0KCHHBIC CIIOCOOB! BKTIOYANOT BBEICHNE NMAIMEHTY COeAuHEHU | mm ero
(hapMaTICBTHYICCKH MPHEMIICMOH COM WM ruapara (HampuMmep coeauaeHus 1) omiH pa3 B CYTKH B TCUCHHC ICCTH
wiu 6oJiee 28-CyTOUHBIX IUKJIOB, MPUYEM YPOBHH THAMHHA Y TIAIHECHTA OLICHHBAIOT B HAYaJIe KQYKIOTO U3 1-ro KA,
2-r0 UUKJIA, 3-T0 HUKJIA, 4-T0 HMHUKIA, 5-TO HUKIA U 6-TO KA.
[0068] B HEKOTOPBIX BapHAHTAX PCANTH3ALMH MPCIOKCHHBIC CHOCOOBI BKIIOYAIOT BBEACHHC MALKMCHTY
THAMHHA WJIM SKBHBAJICHTA THAMMHA, €CJIM YPOBHH THAMHUHA Y IAIMCHTA HIDKS HOPMBI (Hampumep, 74-222 HM/n
LETIbHOH KpoBH), HO Oomblue WK paBHbI 30 HM/I HenbHOI KpoBH. B HEKOTOPBIX TAKUX BAPHAHTAX PEaM3ALHU
THAMHH WJIH SKBUBAJICHT THAMHHA BBOJAT IEPOPATBbHO. B HEKOTOPBIX BapHAHTAX PEATM3aLUU THAMUH BBOIIT
MALMEHTY B 03¢ OKOJ0 100 Mr B CyTkH. B HEKOTOpBIX BApHAHTAX PEATU3aLUH MAIMCHTY BBOJAT SKBHBAJICHT
THAMHHA, JOCTATOYHBIH, YTOOBI 00CCTICUHTE 0K0JI0 100 MT THAMUHA B CYTKH.
[0069] B HEKOTOPBIX BAPHAHTAX PEANH3ALMH TPEIUIOKECHHBIE CMOCOOBI BKIFOYAKT BBCICHHE THAMHHA I
SKBHBAJICHTA THAMHHA, CCITH YPOBHH THAMHHA V MAIMCHTA COCTABIAIOT < 30 HM/N ICbHOM KPOBH. B HEKOTOPHIX
TAKUX BAPHAHTAX PEATM3ALHN THAMHH BBO T MALMEHTY B COOTBETCTBHU CO CJICAYIOINNM Tpadukom:

@) oko710 500 mr Tpu pasza B cyTku (TID) B TeucHue 2 wium 3 CyTOK,

(i) ot okomo 250 Mr 1o okoso 500 Mr pa3 B cyTku (QD) B TeucHHE 3—5 CYyTOK M

(iii)) oxomo 100 mr pa3 B cyTku (QD) B TeucHHE MO MCHBIICH Mepe 90 CyTOK.
[0070] B HEKOTOPBIX BAPHAHTAX PEANU3ALAH MALMCHTY, YPOBHH THAMHHA Y KOTOPOTO COCTABILIOT < 30 HM/11
LETBHOM KPOBH, BBOJAT SKBHBAJICHT THAMHHA, TOCTATOYHBIH, YTOOB! 00ECIIEUNTh KOTMYECTBO THAMIHA B
COOTBETCTBHH CO CJICAYIOIUM I'PaQHKOM:

@ oko0J10 500 Mr TpHu pasa B cyTku (TID) B TeueHue 2 uian 3 CyTOK,

(i) ot okomo 250 mr mo okosio 500 Mr pa3 B cyTku (QD) B TeucHHE 3—5 CYyTOK U

(iii)) oxomo 100 mr pa3 B cyTku (QD) B TeueHHe o MeHbIICH Mepe 90 CyTOK.

[0071] B HEKOTOPBIX BAPHAHTAX PCANU3ALAH THAMHH WU YKBHBAJICHT THAMHHA BBOJT BHY TPHBCHHO.

[0072] B HEKOTOPBIX BAPHAHTAX PEATU3AUMH TPEIJIOKEHHBIE CHOCOOBI JOMOJHHTEILHO —BKIFOUAKOT
OTCIIC)KHBAHUE YPOBHA MAarHUs y MAIIHCHTAa. B HEKOTOPHIX TAKHMX BapPHAHTAX PEATH3ALHH IPEII0KCHHBIC CIIOCOOBI
BKJIIOYAFOT IOBBIIICHHE YPOBHSI MAarHUs Y NALUCHTA.
[0073] B HEKOTOPHIX BAPHAHTAX PEATH3ALUM MANKUCHT MMEET MHUEIONMPOJM(EPATHBHOE PACCTPOMCTBO HIIM
MATAIOTHYCCKOC COCTOSIHHE. B HEKOTOPHIX BAPHAHTAX PEANU3ALHH MHUCIOMPOTH(CPATHBHOS PACCTPOMCTBO HIH
MATOJOTHYECKOE COCTOSHHE BBIOPAHO W3 NCPBHYHOTO MHETO(PHOPO3a, BTOPHYHOTO MHEIO(PHOPO3a, HCTHHHOM
TOJIMITUTCMHH, 3CC€HHI/I£1JIBHOI>1 Tp0M6OI.[I/ITeMI/II/I, MOCT-HCTHHHOH IIOTHOUTCMHH H HOCT-3CCCHHH3JIBHOﬁ
TPOMOOLMTCMUH. B HEKOTOPBIX BapHAHTAX PCATH3ALMH MHCIONPOTH()CPATHBHOC PACCTPOMCTBO MPEIACTABIACT
coboii ocrperii MueronaHbri seiiko3 (OMJI). B HekoTOpBIX BapHAHTAX peaiH3alliy IECPBHYHBIN MHEIO(GHOPO3
MPEACTABIACT co00# MUETO(PHOPO3 MPOMEIKYTOYHOTO WIIM BBICOKOTO PHCKA 1O J[MHAMHYCCKOH MEKIy HAPOIHOM
mporHOCTHUCCKOH cucteme oueHKH (DIPSS). B HEKOTOPHIX BapHAHTAX PCaTH3alUH YKAZAHHBIN CIOCOO BKITFOYACT
BBCACHHUC HY KAAOIIEMYCA B 3TOM MAUCHTY KOMIIO3HUIIUHU B COOTBETCTBUH C HACTOAIIUM I/1306peTCHI/ICM.
[0074] B HEKOTOPBIX BAPHAHTAX PEANM3ANMA B HACTOSIIEM H300PETCHHH MPEUIOKEH CIOCO0 JICUCHHA
MAIUCHTA, BKIIFOYAFOIIIHI
6))] BBCACHHC COCAWHCHHA | mim ero (papManCBTHYCCKH TPHEMIICMOW CONH HIH THApATa
(manpumep coeauncHue 1), u

(i1) MPOBEICHHE OLCHKH KOTHUTHBHBIX CIIOCOOHOCTEH.
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[0075] B HEKOTOPBIX BAPHAHTAX PEATH3ALMH OLCHKA KOTHUTUBHBIX CIOCOOHOCTEH MPOUCXOUT BO BPEMSI 2-TO
28-CyTOYHOTO IIMKJIA. B HEKOTOPBIX BApHAHTAX PEATH3ALUH OLEHKA KOTHUTHBHBIX CIIOCOOHOCTEH MPOHUCXOIUT BO
BpeMA 3-r0 28-CYyTOYHOTO IMKIA. B HEKOTOPBIX BApPHAHTAX PEAJM3ALMH OLCHKA KOTHHUTHBHBIX CHOCOOHOCTEH
MPOHCXOIUT BO BPEMs IO MEHBIICH MEPE KAKIOTO 3-r0 28-CyTOUHOTO IUKIA. B HEKOTOPBIX BAPHAHTAX PEATH3ALUU
OLICHKA KOTHHTUBHBIX CTIIOCOOHOCTEH BKJIIOYACT NMPUMCHCHHUE KPATKOH IMKAJBI OLICHKH ICHXHYECKOro craryca. B

HCKOTOPBIX BAPHAHTAX PCATM3allin CIOCO0 AOTOTHUTEIHHO BKITFOUACT AHAJH3 YPOBHA THAMHHA Y MALUCHTA.

INPUMEPBHI

[0076] Kpamxoe codeprcanue npomokosna.  MHOTOUECHTPOBOS IIPOCTOE OTKPHITOE HCCIICIOBAHKC

3(p(PCKTHBHOCTH W OC30MACHOCTH (peapaTHHHOA ¥ CYOBCKTOB, KOTOPBIC PAHCE IMOJYYATH JICUCHHC PYKCOTHTHHHOOM
¢ nepBuyHBIM Muea0(puOpo3om (TIM®P) mpoMeKyTOUHOTO WIIH BBICOKOTO pucka nmo mkane DIPSS (JluHammueckas
MC)KIYHAPOIHAS CHCTCMA OIICHKH MPOTHO3a), MUCI0 PHOPO30M MOCIC HCTHHHOH moumuTeMud (moct-MI1T M®) nmm

MHACTO(PHOPO30M MOCTIC ICCCHIUATBHO I TpoMOoImTeMun (moct-0T M®D).

[0077] Lenu. TlepBHYHAS LETh UCCICIOCBAHIA 3AKITIOYACTCS B OLCHKE MPOLUCHTHOM NOMH CYOBEKTOB C IO
MeHbIIEH Mepe 35 % yMeHpIIeHHEM 00BeMa Cele3eHKH mpu mnpueMe (exparuHnOa. BropuuHsMEH memsvu

HCCIICAOBAHUS SABIITIOTCS:
® Onenka 6e3omacHocTH (eapaTuHIOA
¢  OucHKA YMCHBIICHHA Pa3Mepa CCIC3CHKH PH MATbIAIIHI

® Onenka (M®)-accOUMUPOBAHHBIX CHMIITOMOB MHEI0(PHOPO3a, onpeaesIeMbIX IO (POPME OILICHKH

cumnroMoB Muenopudposa (MFSAF)

¢  OncHKa MPOJOLKUTCIFHOCTH OTBETA CO CTOPOHBI CEIC3CHKH 10 JaHHBIM MPT (MarauTo-

pe3oHaHcHOH ToMorpadum)/KT (koMImproTepHON TOMOTpaiy) U IPH NATbIAIHH

¢  OucHka MPOJOKHTEIBHOCTH OTBETA B OTHOLICHHH CHMIITOMOB

®  OreHka Y(()eKTHBHOCTH CTPATETHH CHIDKCHUS PHCKOB BOSHUKHOBEHHSA JKEJTy JOYHO-KHIICYHBIX
seiaeuuii OKK).

® OucHka CTpaTeruu CHIDKCHHUS PUCKA pa3BuTws 3HIC(paronaTnn Bepauke (OB)

[0078] TTOHCKOBBIME LETSIMH HCCIICIOBAHUS SABIISEOTCS

® Oncnka obmieii BepkuBacMoctH (OB)

¢  OueHka BIHAHHSA UCCICAYCMOTO JICUCHHS HA BRIOPAHHBIC CBSI3aHHbIC C JICUCHACM CHMITOMBI C TOUKH
3peHU CyOBEKTa (Iuapes, TOITHOTA, PBOTA, TOJOBOKPYKEHHE, TOJOBHAS 00JTh), OCHUBACMBIC IO
BCPCHH PE3Y IHTATOB JICUCHHS IO OLCHKE MANHCHTA [0 CTAHAAPTHBHIM TCPMHHOJIOTHIYCCKAM KPHTCPHAM
HeskenatembHBIX apicHuil (PRO-CTCAE).

e 3yucHHe MPOTHOCTHYECKHUX MAPKEPOB (HATIPUMED, TCHHBIX My TALUHI, IUTOTCHHBIX XAPAKTCPUCTHK)
HA HCXOJHOM YPOBHE B CBSI3H C mapamerpamu 3QQeKTHBHOCTH

® lI3yucHne OMOMapKEPOB, CBA3AHHBIX C MEXaHM3MaMHu AcHcTBUS (peaparnanbda (HampumMep,
IUPKY TUPYIOIIHX HUTOKHHOB)

[0079] Hccnedveman nonynsyusn.  Hccnenosanme OyaeT BKIIOYATH NPUOMM3HTETBHO 110 CyOBEKTOB C

nepBuyHbBIM Mueno puodpozom (TIM®P) mpomerky TOUHOTO HJIH BBICOKOTO PHCKA, MHUETIO(PHOPO30M IOCIEC HCTHHHOH

nmomnuremMud (moct-UI1 M®) unu muenopudpo30M Nocie 3¢CCHIHATBHOH TpoMOomTeMun (1ocT-OT M®).
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[0080] Bcex CyOBEKTOB, MPEKPATHBINHX IPEIMHCAHHYIO MPOTOKOJIOM TEPATHUIO MO JF000H mpuumHe, OyayT
HAOMIOAATh U1 OLCHKH BBDKHBACMOCTH, HOCICAYIONMIECH TEPAIIHK U MPOTPECCHPOBAHUS MHEIO(PHUOPO3a 10 OCTPOro
MHETOHTHOTO Jeiiko3a (OMJI) kaxkasie 3 Mecara A0 JCTATbHOTO MCXO0JAa WM 10 12 MEcAueB mociic OKOHYAHUSA
neueHua (OJI), HeAOCTYMHOCTH I MOCIEAYIOMET0 HaOMOACHHA, OT3bIBA COTJIAacH A JONMOJHUTEIBHOTO cOopa

JAHHBIX WJTH 3aKPBITHA HCCICAOBAHUA, B 3ABUCHUMOCTH OT TOTO, YUTO HACTYITHT PAHBIIC.

[0081] Huzaiin uccnedosanusn. Viccnenosanue Oy aeT COCTOATH W3 CACAYIOMMX 3 (as:

®  28-CyTOYHBIH CKPHHUHTOBBIH IEPHOT

o [lepuon ncucHuA (peapaTHHHOOM, BKIFOUAST 30-CyTOHMHOS MOCTIC Iy FoIIee HAOIFOACHUE MOCIC BH3HTA

JUTA TIOJy YCHHA MOCIEIHCH TO3BI
®  12-MecSUYHBIH MEPHO MOCTCAYIOIETO HAOMIOACHUS

[0082] Ipooomicumenviocms _uccredoganus. OXKATACMast MPOIOKUTCIBHOCTD HCCICIOBAHAS COCTABISCT

TMPUOM3ATCITHFHO 4 JICT, KOTOPHIC BKIFOUYAIOT MPHOIU3HTCIIFHO 18 MecAna ;T MOTHOTO BKITFOUCHHSA U 24 MCCALCB TS
JICHCHHS M TIOCTICAYFOIICTO HAGTIOACHUS.

[0083] OKOHYAHAE HCCIICIOBAHKS OTPEACIACTCST KAK JATA TIOCICIHETO BU3HTA MOCICIHETO CYOBEKTA C IEIBIO
3aBEPILCHAS MOCIICAYIOIETO HAGMFOACHHS U OLCHKH BHKHBACMOCTH WM JATA TONYYCHHAS MOCICIHUX JAHHBIX OT
MOCICIHETO CYOBEKTA, KOTOPBIC HCOOXOAWMBI IS INCPBHYHOTO, BTOPHYHOTO H/HJIM MOHWCKOBOTO AHANH3A, KAK
MPEIMHCAHO MPOTOKOJIOM, B 3ABHCHMOCTH OT TOTO, KAKAS JATA SABISIETCA GOICe TO3IHEH.

[0084] Ilepuoo cxpununza. Bce BKIOYCHHBIE CYOBEKTHI OYyT MPOXOIUTD MPOLECAYPHI CKPHHHHTA B TCUCHHE

TIEPHO/1a CKPHHUHTA, KOTOPBIH JOJDKCH OBITH 3aBEPIICH B TEUCHHE 28 CYTOK 10 HAYaJIa HCCIIETYEMOro JICUCHHUS. JTO
TIOCITY >KHUT JJISI ONPECIICHHA JOIy CKa CYyOBEKTa K YUACTHIO HA OCHOBE BCEX KPHUTCPHEB BKIIOUCHUS H HCKIFOYCHHS,
OTIPEACICHHBIX B MPOTOKOJE. J[ma CyOBEKTOB, KOTOPBIC MOIYYAlOT PYKCOTUTHHUO B TCUCHHE NEPHOJA CKPHHHHTA
WIH Y KOTOPBIX BO BPeMs CKPUHMHTA OBLIH OOHAPY KCHBI MOTCHIMATLHO OOPAaTHMBbIC OTKJIOHCHHS JTaOOPATOPHBIX
NOKazaTesci OT HOPMBI (WIH APYTHE KPHTCPUH, HCKITFOYAIONIHE YYACTHE CYOBEKTA), EPHOX CKPHHHUHIA MOXKET OBITh
MPOJICH A0 35 CYTOK (IOMOJTHUTEIbHBIC 7 CYTOK).

[0085] Ilepuoo nevenus. Tlocne MOATBEPKIACHHUS JOMYCKA K YUACTHIO CYOBEKTHI OYAyT BKIFOUCHBI H OYACT
noJyuarh jgcucHue (eaparuHnOOM B o3¢ 400 Mr OOWH pa3 B CYTKH HepopanbHO Oe3 mepepbiBoB. DeaparnHuO
BBOJAT B (DOpME MOHOTHIPATA JUTHIPOXJIOPHIA (T.¢. coeauHeHuA 11). LIHKIIBI OMPeacmoTCA B AAMHHACTPATHBHBIX
LesIX Kak 4-HeaenpHble mepuoibl (28 cyTok). Ecom He yka3aHO WHOE, OKHO BH3MTA COCTaBIBIET £ 3 CYTOK 3a
ucxmroucHue mpoueayp MPT/KT-ckaHupoBaHHA, KOTOPbIC HMCIOT OKHO BU3WTA = 7 CyTOK. B TeucHHE MEpBBIX 3
IUKJIOB BU3HUTHI B ICHTP OYAyT OCYIMICCTRITH HA 1 CyTKH | 15 CyTKH, a MOCTIE 3TOTO — HA | CYTKH AT MOCIC Y FOIIIX
mukToB. Ha 8 cyTku 1 mmKiIa MEHTP CBOKETCA ¢ CYOBCKTOM TIO TeC(POHY, YTOOBI OIICHHTH BO3MOYKHOC TOABICHHC H
00CyIUTh BAPHAHTHI KOHTPOJISI TOIMHOTHI, PBOTHI B Auaper. CyOBEKTH MOTYT IPOAOIDKATH JcUCHHE (pexpaTHHHOOM
JI0 TOCTIZKCHHSI HENMPHEMIIEMOH TOKCHYHOCTH, OTCYTCTBHA TEpPaneBTHUYCCKOTO 3((ekTa nim oT361Ba corjacus. Bo
BpPEMS HCCICIOBAHHSA BCEX CYOBEKTOB OyAyT KOHTPOJHPOBaTh HAa NPEIMET HEXEIATCIbHBIX sABICHUH. Beex
CYOBCKTOB, MPCKPATHBIINX TCPATIMIO IO MPOTOKOJY MO JFOOO0H mpuumHE, OyayT HaO0moaaTh B TeucHHE 30 CyTOK
TOCTIC MPHEMA TOCIICTHEH 036! (peapaTHHUOA.

[0086] ®enpaTHHEO BBOAUTCS CAMOCTOATENBHO OUH Pa3 B CYTKH O€3 IEPEPHIBOB HA aMOY IATOPHOM OCHOBE,
MPEANIOYTUTETLHO C €A0H BEYEpPOM BO BpeMs Y KHHA, B OTHHAKOBOC BPeMsI KAKIbIH AcHb. B ciiydae mpomycka J03bl

CIICOYIOINY IO A03Y CICAYET NMPUHATH HA CICAYIOMIMNE CYTKH B TO JK€ BPEMs CYTOK, UTO H PaHEe A0 MPOIMyCKa O3B
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[0087] B TeucHue MEpBBIX 3 MHKJIOB BU3HTHI B UCHTP OYAYT OCYWIECTBIAT HA 1 CyTKH W 15 CyTKH, a mocie
31010 — Ha 1 CyTKH A1 mocneyomux nuknos. Ha 8 cyTku 1 nukna HeHTp CBOKETCA € CyOBEKTOM IO Tene(oHy,
YTOOBI OLEHATh BO3MOIKHOE TIOSBJICHHE M OOCYIUTh BAPHAHTHI KOHTPOJIS TOIHOTHI, PBOTHI M THAPEH.

[0088] CyOBEKTBI MOTYT IPOAOJDKATH JICUCHUES (DSAPATUHHOOM IO AOCTIHKCHHSA HCIPHEMIICMON TOKCHYHOCTH,

OTCYTCTBHS TCPANICBTHYCCKOTO 3P (PeKTa, mporpeccupoBaHms 3a00ICBAHUS UITH JO OT36IBA COTJIACHSL.

[0089] Bo Bpems HCClemOBaHUS BCEX CYOBEKTOB OYAyT KOHTPOJIHMPOBATH HA MPEAMET HEKEIATETBHBIX
SBJICHHUH.
[0090] Beex cyOBEKTOB, PEKPATHBIIAX TEPAIMIO 110 TIPOTOKOJY IO JX0G0H mpHuuHe, OyIyT HAGIIOAATH MO

MCHbIICH Mepe B TeucHHE 30 CyTOK MOCIIC MpUEMa MOCICTHEH 036 (heapaTHHHOA.

[0091] Hawubouiee 4aCTBIMH HEKEIATCIBHBIMH ABJICHUSIMH, CBS3AHHBIMA C TIPHEMOM (heIPATHHHOA, SBISEOTCS
TEMATOJIOTHIECKHE U JKENTY IOUHO-KHIIEYHBIE ABJCHHSA. | €MATOIOTHYECKHE HEKENATENBHBIE SBICHHSA, CBA3AHHBIE C
narubuTopaMu JAK, 3aBHCAT OT O3B M MEXAHU3MA, 4 UX KOHTPOJIb OCYMIECTBIOT MOCPEACTBOM CHHIKEHHSA O3B,
TIPEPBIBAHI MPHEMA 0361 U TPaHC(y 3HH.

[0092] Jlo3a (empatHHEOa B 3TOM HCCICAOBAHHH COCTaBaIeT 400 Mr/cyTku. Ecmm CyOBEKT HCIBITBIBACT
JEKAPCTBEHHY F0 TOKCHYHOCTD, YKA3AHHYHO B Tabmuue « CxeMa H3MEHEHHA 103» (Tabmuua 1), 103upOBaHHe CIETYET
TPEPBATh, a 03y MOKET OBITh HCOOXOAMMO MOIH(PHIHPOBATS.

[0093] Ecmi CyOBeKT HE MEPEHOCHT TEPAMHIO (PeAPATHHHOOM TIOCTIE 2 CHUSKCHUH YPOBHS 0361 IO CPABHCHHIO
C HAYANBHOH JI030H, €T0/E€ CEAYET UCKIFOUHTh U3 HCCIEAYEMOTO JIEUeHH. ECIH TOKCHYHOCTS He OyIET yCTpaHEHA
B TEUEHHE TIEPHO/IA, YKASAHHOTO B TAOMIE CXEMBI H3MEHEHUS 1036 (TaGmua 1), CyGBEKTOB ClIEyET HCKIFOUHTD U3
HCCIIEAYEMOTO JICUEHH. B HEKOTOPBIX CIIy4asx BO3MOIKHO TIOBTOPHOE TIOBBILECHHUE 03, KAK OTPENEICHO B TAOIALE
«Cxema m3MeHeHus 703» (Tabmina 1). Cytounas no3a geapatunnOa He MOKeT npesbImarh 400 MI/cyTKu.

[0094] CyOBEKTBI MOTYT MPOAOJDKATD JICUCHHE (PeAPATUHUOOM A0 AOCTHIKEHHA HEMPUEMIEMOM TOKCHIHOCTH,
OTCYTCTBHS TEPATIEBTHIECKOTO S((EKTA UM 1O MOMEHTA, KOTAA CYOBEKT MPEKPAIIAET COOMIOAATD CXEMY JICUCHHUS

WJIH OT3BIBACT COIJIACHUC.

[0095] Cxema moougpuxayuu 003wl

[0096] JUtst CBeICHUA TOKCHYHOCTH JIEKAPCTBEHHOTO CPEACTBA K MUHUMYMY IS OTJACIBHBIX CYOBEKTOB MOJKHO
TMPHUMEHATD THOKHH PSKUM MOAM(DHKALMHI JO36I C BOZMOXKHBIMH Cy TOUHBIMHE 103aMu 200 mr, 300 mr wam 400 mr.
[0097] Hawubouiee 4aCTBIMH HEKEIATCIBHBIMH ABJICHUSIMH, CBA3AHHBIMA C TIPHEMOM (heJPATHHHOA, SBISEOTCS
TeMATOJIOTHICCKAC M HKEITy AOYHO-KHIICYHbIC SBJICHHS. | eMAaTOIOTHYCCKUE HEXKETATCIbHBIC SBJICHUS, CBA3AHHBIC C
uarHONTOpaMu JAK, 3aBHCAT OT 103BI B MEXAHH3MA, 4 X KOHTPOJb OCYINCCTBILIIOT IIOCPEACTBOM CHIDKCHHS O3B,
TIPEPBIBAHISA PHEMA 0361 U TPaHC(y 3HH.

[0098] Ecmu cyOBEKT HCIBITHIBAET TOKCHYHOCTD JIEKAPCTBEHHOTO CPECTBA, KAK YKA3AHO HUKE B TaOmuue 1,
JIO3HPOBAHNE HEOOXOAWMO MPEPBaTh, B HEKOTOPBIX Ciydasx (T. €., KOIZa 3TO0 HE SBIBIETCH OTKIOHCHHEM
(y HKupoHANPHOH neueHOuHOH mpo0s! (PI1I1)) 103y MOKHO THTPOBATH MOCPEACTBOM CHIDKCHHS Ha 100 Mr/cyTkH BO
BpPEMS HCCIICIOBAHHS, B 3aBHCHMOCTH OT PEIICHHS HCCIEAOBATEI, 0 MHHHMAJIbHOH 10361 200 mr/cyTku. s
CYOBEKTOB C TSDKCJIBIM HApyHICHHEM (DYyHKIUM MOYCK M OJHOBPEMCHHBIM BBCACHHUCM CHIBHBIX HJIH YMCPCHHBIX
uarnouTopos CYP3 A4 no3y denparuanda KOppEeKTHPYIOT.

[0099] Ecmi CyOBeKT He MEPSHOCHT Tepamuio (heAPATHHHOOM TOCTIC 2 CHUKECHUH Y POBHS 0361 IO CPABHCHHIO
C Ha4YaJIbHOH J030H, ero/ee caeayeT HCKIFOUHTh H3 HCCICAY EMOTO JeUeHHA. ECIn TOKCHYHOCTD He Oy T yCTpaHeHa

B TCUCHHE NICPHOA, YKA3AHHOTO B TAO/MHIE 1, CyOBEKTOB ClIeyeT HCKIFOUUTh U3 HCCIICAy eMOTo JieucHUs. [loBTopHOE
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TIOBBILICHHE JI03 BO3MOXKHO B HEKOTOPBIX ciydasx. CyTodHas fo3a (expaTHHIOA He MOKET IpeBbimaTh 400 Mr/cyTku

(c yueToM MacChl CBOOOTHOTO OCHOBAHHSA).

Ta6mma 1 Cxema Mou@uKanuu 10361

HeskenaremHoe Kountposs peaparunnbéa | Boccranopiienne Jo3a peaparuanda mocsie

sIBJICHHE BOCCTAHOBJICHHUSI

I'emaroJiormieckoe

TpomGouuToncHus 4 ITprocTaHOBHTH pUEM TpomGoumTONCHAS < CHmxeHne 10351 Ha 1

creneHd Wi 3 crencHu ¢ | (peaparurmba 1o 28 cytok | 3 crenenu 6e3 YPOBEHB JO3bI: CHIOKCHHE HA

OOIIHPHBIM KPOBOTCUCHHA 100 Mr cyTKH

KPOBOTCUCHHEM

Hefitponienus 4 crenenn | [IpHoCTaHOBUTH IpHEM Hefirponenns < 2 CHmxeHne 10351 Ha 1
(penparurnba 10 28 CyTOK | cremeHH YPOBCHB JO3bI: CHIDKCHHE HA

100 Mr cyTKH

I'emaronoruyeckas TOKCHYIHOCTH Bo3morkHO mocnieayromee
TOKCHYHOCTD 4 CTCIICHH YCTPAHACTCA B MOBBINICHUC A03BI 10 1

CO CHIDKCHHEM J03bI B - TCUCHHUE MO MEHBIIEH | ypoBH: 036l (100 Mr B
MOCICAYIOIEM [UKIE Mepe 1 nukna CYTKH) 3a IUKJI HA

YCMOTpEHHE HCCISA0BATENA

Penunus INocnenyromee TUTPOBAHUE
TeMaTOIOTHIECKOH JI03bI B CTOPOHY Y BETHMUCHHUA
TOKCHYHOCTH 4 CTCIICHH HE JIOMy CKAaeTCs

IIpexpamenue npuema

(eapaTHHNOA HA YCMOTPCHHUE

HCCJICIOBATCILA
HeremaroJiormueckoe

Ces3aHHas ¢ Iocnenyromee TUTPOBAHUE
J'IeI(apCTBeHHLIMI/I JO3bI B CTOpOHy YBGI[[/I'{GHI/DI
npenapaTaMu HE JOTYyCKAeTCA

HECTEMATO JJOTHUCCKAS

Ipexpamenue npuema
TOKCHYHOCTb 4 CTCIICHH - - (b APATHHAOA HA YCMOTpPEHHE
HITH HEKOHTPOJIUPY eMasd HCCIIEIOBATETS

TOKCHYHOCTb 3 CTCIICHH
CO CHIDKCHHEM JI03BI B

TOCJICOY FOIIIEM IIUKJIC

Meuenounoe (oTxaoHeHus1 OIIII)
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HesxkenaresmHoe KonTposs geaparunnda | BoccTanoraenne Jo3a peaparuanda mociie
sIBJICHHE BOCCTAHOBJICHHUSI
ACT, umu AJIT, umm IIpuocTaHOBUTE MpHEM Crenens < 1 IIprocTanoBHUTH NPHEM
o0muii GumupyOuH > 3 (enparunrnba derparnnnda < 14 cyToK:
CTCTICHH E>KeHEIe TbHOS Crmwxenue no3sl Ha 1
otcnesxusanue OIIL, 10 YPOBCHB JO3bI: CHIDKCHUC HA
YCTPAHEHHUS TPOOTIEMBI 100 mr cyTin
Tocuie BO3O0GHORICHHS [Nocnenyromee TUTPOBAHUE
npuema (eapatnauGa JI03bI B CTOPOHY Y BETHUCHHS
otcnesxusanue OIII HC J0TMy CKaCTCA
KaKaple 2 HEACTH B IIpuocTanoBUTH NpHEM
TEUCHHE 3 MOCIEAYIOIHX (derparuanda > 14 cyrox
LHUKJIOB KAK MHHUMYM (HA He BO3Bpamaiocs a0
cTeneHH < 1): mpuem
(penpaTrHIOA OKOHUATCIIHHO
TIPEKPaTHTh
4 cTeneHb NpH OTCYTCTBHH
OUYCBUIHOM NMPHIHHBI:
OKOHYATEJIbHO IPEKPATHTh
npueM (eapaTuHHO
Permaue OTKIOHCHHA OxoH4YaTeIbHOE
OIII (1. €. TOKCHYHOCTB MPEKPATUTH IPHEM
> 3 CTENEHH) MOCIie (pemparurnbA ) )
CHIDKCHHA JO3BI
Kenynouno-kumeanoe
TommoTa, pBoTa, MUapes | IIpuOCTaHOBHUTH MpUEM TOKCHYHOCTB PaccMmoTpeTs BO3MOKHOCTH

HITH 3aTI0D 2 CTCTICHH,

(peapaturubda 10 14 CyTOK

CHIDKCHA J0 CTCIICHH

BO300HOBIICHHUS PHEMA O3B

KOTOPBIC HE MOATAOTCA <1 HA TOM 7KE YPOBHE IOCIIC
AnCKBATHBIM YCTPAHCHHA HEKENATEIILHOTO
TEPANCBTHYCCKIM HIH SBICHHA

IO JICP/KUBAOIIAM

MepaMm B TeucHHE 48

4acoB

TommuoTa, pBOTA, AMapea | [IpHOCTAHOBHTE MpHEM TOKCHYHOCTB PaccMoTpeTs BO3MOKHOCTD

WJTH 3a10p > 3 CTENICHU
WJTH HX TIOBTOPHOE
BO3HHKHOBCHHC 2
CTEIICHH, KOTOPBIC HE

o Aaar0TCA A ACKBATHBIM

(peaparurnda 10 14 cyToK

CHIDKCHA OO0 CTCIICHH

<1

CHIDKCHHA Y POBHA OJHOH
JI03bI OCJIC YCTPAHCHUSA

HCKCIATCIIBHOI'O ABJICHUA
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HesxkenaresmHoe KonTposs geaparunnda | BoccTanoraenne Jo3a peaparuanda mociie

SIBJICHHC BOCCTAHOBJICHUSA

TCPANCBTHYCCKIM HJTH
IO ICP>KUBAIOIUM
McpaM B T¢UCHHUE 48

JacoB

)Ipyrue HEKCJIATC/ILHBIC SIBJICHHUS, HC OIINCAHHLIC BBIIIC

Crenenu > 3 wm IIpunocTanoBUTH MpHEM TOKCHYHOCTB PaccMoTpeTs BO3MOKHOCTH
TOBTOPHOE (peapaturnbOa 10 14 CYTOK | CHIDKCHA 0 CTCTICHH CHU)KCHHS Y POBHS OTHOM
BO3HHKHOBCHHC SIBJICHHUS <1 JIO3BI IOCJIE YCTPAHCHUA

2 cTeneHHu, KOTOPOE He HEKENATENbHOTO ABICHUA

noaaacTCAa AACKBATHBIM
TCPANICBTHUCCKUM HITA
IO AACPKUBAFOIIIUM

MepaMm B TeucHHe 48

4acoB
HeremaTonoruueckas TIprocTaHOBUTE NpHEM TOKCHYHOCTH CHmwxeHne 70361 HA 1
TOKCHYHOCTbD, HE (enparurnba 10 14 cyTOK | CHIKEHA O CTETICHH YPOBCHB JO3bI: CHIDKCHHE HA
CBS3aHHA C YKEJIy JO1HO- <1 100 Mr cyTKH

KHIICYHOH TOKCHYHOCTD
> 3 CTCTICHH HJTH
nepupepuaeckas

HelfpomaTus > 2 CTeTICHU

[00100]  Koppexmupoexa 0o3vl npu 00HOGpEMEHHOM NPUMEHEHUU C CUTBHBIMU U YMEPEHHBIMIU UHSUOUMOPAMU

CYP3A4

[00101] OnuoBpemeHHBIH MpHEM (eaPATHHHOA C CUILHBIME WX Y MEPEHHBIMA HHruOuTOpaMu CYP3 A4 MoKeT
VBeJIMYHUTH Bo3ackicTue (peapatunnOa. [TosbImeHHOE BO3AeHCTBIE (heapaTHHIOA MOYKET MOBBICHTD PHCK CBS3AHHBIX
¢ BozaeicteueM HI u TpeGyeT 0co00ro BHUMAHHSL.

[00102] [na cyGBekTOB ¢ OMHOBPEMEHHBIM BBEIACHHEM CHJIBHOTO mETHOWTOpa CYP3A4 pexomenmyercs
CHIDKCHHE HAaYaJdbHOH 1036l (eapatuHuda ¢ 400 mr mo 200 mr. B ciyuae, ecimm Bo Bpems sieueHus (peapaTHHHOOM
Tpebyertcs BBeacHue criibHOTO HHrHOmTopa CYP3A4, creayer paccMOTpPEeTh BO3MOKHOCTh CHIDKCHHS O3BI Ha 2
yposH: (Hampumep, ¢ 300 Mt 10 100 mr). CumpHbie mHTHOUTOPH CYP3 A4 BRITFOUAr0T O¢3 OTpaHUUCHUS OOICTIPCBHP,
KOOHIMCTAT, KOHUBANTAH, JAHOTIPCBHP M PHTOHABHD, 3MBHTCTPABUP W PUTOHABHP, IPeHII(hPYTOBBIH COK, HHIHHABHP
W PUTOHABHP, HTPAKOHA30J, KETOKOHA30J, JOIHHABHD W PHTOHABHD, MAPHTANPCBHP W PHTOHABHP W (OMOHWTACBHD
w/umu racabyBHpP), MO3aKOHA30JI, PHTOHABHP, CAKBHHABHD W PUTOHABHP, TCJANPEBHP, THIPAHABUP W PHTOHABHD,
TPOJICAHAOMHULUH H BOPHKOHA30.L.

[00103] a1 cyObekToB ¢ OXHOBPEMCHHBIM BBCACHHEM yMepenHoro muruoutopa CYP3A4 pekomeHIyeTcs
CHIDKCHHE OTHOCHTEIBHO HauanbHOH 103wl (peapatunuda ¢ 400 mMr go 300 mr. B ciyyae, ecim BO Bpems JCUCHHS

(penpaturnOOM TpeOyeTca BBeAcHHE yMmepeHHOro uHruOuropa CYP3A4, crmemyer paccMOTPETh BO3MOIKHOCTH
Crpanumna 20 u3 32



CHIDKCHUS 0361 Ha 1 yposeHb (Hanmpumep, ¢ 300 mr xo 200 mr). Ymepenusie maruoutopsl CYP3 A4 primouaror 6e3
OTPAHHUYCHUS ANPETIUTAHT, IUMETHIUH, IUNPO(IOKCALNH, KIOTPHUMA30JI, KPH30THHUO, IIUKJIOCIIOPHH, IPOHEIAPOH,
SPUTPOMHLMH, (iykoHAa30J1, (PIyBOKCAMUH, HMAaTHHUO, TO(PU30TIAM H BepanaMIL.

[00104] Ecm meoGxomumo cHu3uTh 03y (penparuruba umxe 100 Mr B CYTKM HA OCHOBaHWH JIOOBIX HSL,
CBA3AHHBIX C (heAPaTHHUOOM, BCJICACTBHE INOTCHIMATIBHO MOBBIMICHHON KOHLECHTpAlMu (eapaTHHHOA B IUIA3ME,
CIIEYET PACCMOTPETh BO3MOKHOCTD CHIDKCHUS CPEAHEH CYyTOUHOM 03Bl MOCPEACTBOM BBEACHUA, Hanmpumep, 100 Mr
(pempaTuHNOA YEePE3 CYTKH, YTO SKBUBAJICHTHO CPCAHCH CyTOUHOH 103¢ 50 MT.

[00105] Ecmu nocne cHmwkenns 10361 (eaparunuta HSI cOXparsioTes, ClieayeT paccMOTPETh BO3MOYKHOCTS
MPCPBIBAHKA MMPHEMA (heapaTHHHOA WTH CHIBHBIX HHTHOUTOPOoB CYP3 A4 ¢ yueTOM 00IIEro OTHOIICHHUS MOJIh3a/PHCK
JUTS TIAHCHTA.

[00106] B cnywasx, ecmu ogHOBpeMeHHBIH TpreM ¢ HHrEOHTOPoM CYP3A4 mpekpamarot, 103y (enpatuauba
CIIEIyE€T COOTBETCTBEHHO IMOBTOPHO YBCIHYHTb.

[00107]  Koppexmuposxa oOoser npu noueunoii HeOOCMAMOYHOCHIL. JUI1 TAUHEHTOB C IOYCYHOM
HEJOCTATOYHOCTHIO JICTKOH M CPEIAHEH CTECNICHH TSLKECTH KOPPEKTHPOBKA 03Bl HE peKOMeHAyeTcs. [ cyOBEKTOB,
YV KOTOPBIX BO BPEMsI HCCIICOBAHMS PA3BUBACTCS TSDKEIAA MIOYCHHAS HEOCTaTOYHOCTD, 103y (peaparnHmba crexyer
CKOPPEKTHPOBATh HAa OJWH ypoBeHb (Hampumep, ¢ 400 mr mo 300 mr omwn pa3 B cytku [p/c]). CyOmekry,
MPUHAMAKIIEMY IUIAHOBYIO 703y 200 Mr 1 pa3 B CyTKH, pa3pelnacTcs CHU3HTH 103y A0 100 mr.

[00108]  Kowmpone nomenyuanshoii snyepanonamuu Bepruxe (OB)

[00109] Tlotenumanbusii ciyyait B npeacTasnseT cOGON HEOTIOKHOE COCTOSHHE. CKPHHUHT B OTHOIICHHH
OB W KOHTPOJb NOTCHIHAJBHBIX CilyudacB OB Bo Bpems JedeHUs (eapartuHHOOM OyIyT OCYINECTBIATH B
COOTBETCTBHH CO CJICAYFOLUMH TANAMH:

[00110]  Kuunuueckas oyenxa u oyenxa koenumugnwix cnocobrocmei. TIpOMEIKY TOUHBINH AHAMHE3: B TOM YHCIIC
AHAIIM3 aHAMHE3a CYOBEKTa HA MPEIMET CIYTAHHOCTH CO3HAHHS, MPOOJIEM C NAMATBHIO, MPOOGIEM CO 3PCHHEM
(HamprMep, ABOCHHMA B IJIa3aX), 4 TAKKS IUIOXOTO NHTAHWS, NPH3HAKOB M CHMITOMOB MaibaOCOpOLMH H

YHOTPEONCHHIA aJIKOTOJIA.

¢  Ou3uKANBHBIH OCMOTpP: B TOM YHCJIC OLICHKA AHOMAJBHBIX JBIKCHUH IJa3, AHOMAIMH MOPKEUKA H
MACCHI TeJa (MOTSPS MACCHI TI0 CPABHCHUEO C TIPS ABLAY IMUM 00CICI0BAHHCM HITH AHAMHC30M TAIHCHTA)
BO BpeMs CKpDUHUHTA W HA 1 CyTKHM KaXaoro mmkjia jeucHus, B koHue jecucHus (KJI) u Bo Bpems

KOHTPOJBHOrO BH3HTA uepe3 30 CyTok

e Kparkags mkama ONCHKH ncuxmdeckoro cocrosaua (MMSE): ami  OOBCKTHBHOH  OLCHKH
TPH3HAKOB/CHMIITOMOB 3HIIC(paronaTHy BO BpeMs CKPHHHHIA, HA 1 CYTKH DHKIOB 2 W 3 W KaXKIbIH
TPETHil MUK moce 3Toro Bo BpeMs OJI u, yame, mo KIMHHYCCKAM MOKA3AHHAM

[00111]  Kowmpone nomenyuanenoii OB B cliyuae NPH3HAKOB WIIH CHMIITOMOB, KOTOPBIE MOTYT YKA3BIBATH HA

3B:
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[00112]

ITpuocTanoBuTh MpHEeM (eapaTHHHOA 10 HCKIFOUeHHA OB.

Toayuuts 06pasen A ONMPEeSICHUS YPOBHA THAMHHA

OMIUPHYCCKH HAYATh IPHEM THAMMHA

Coo6marts 0 sABICHUAX crioHCopy kKak o HAOU

Ioay4uTh KOHCY IBTALIMIO HEBPOJIOTA

ITposect MPT ronosHOTO MO3ra

[Tpu moareepskaeHUE OB crieyeT NOTHOCTHIO MPEKPATHTD NpHEM (peapaTuHuOa

Omcnedrcusanie 1 KOppeKMuUposKa YposHs muamura. YPOBHU THAMAHA (U LETbHOH KPOBH) CICAYCT

OTCJICKHBATh H HA3HAYATH BCCM Cy6'beKTaM C YPOBHCM THAMHWHA HIHKC HOPMAJIBHOTO JUATIA30HA ,Z[O6aBKy THAMHHA.

VYpOBHH THAMHHA OLCHHWBAIOT IPH CKPHHHHIC W WX HEOOXOIUMO KOPPEKTHPOBATH H IOBTOPHO

HCCIIE0BATh NIEPE] HAYAJIOM JIeUeHHs (peJpaTHHHOOM

B xome acucHuA (peapaTHHHOOM YPOBHH THAMHHA OIICHHBAIOT B HAYAJIC IHKIOB 2, 3 H KAXKIOTO

TPETHETO MUKIIA MOCJIC 3TOTO MO KIIHHUICCKUM IMOKA3AHMAM

Eecnu cyObekT mpuHAMaET 100aBKY THAMUHA, YPOBSHb THAMIUHA HEOOXOIHMO OIICHHBATh HATOIAK

B OTHOIICHUH AOOABKH THAMHWHA ¥ THAMHHA, BBOAUMOTO TIOCTIe 3a00pa KPOBH.

Ecim pe3yapTar ypoBHA THAMHHA HIDKE HOPMBI, EHTP KaK MOXKHO CKOPEE CBSDKETCS C CYOBEKTOM

U1 HA4aja mpreMa J00aBKH THAMHHA

B crnyuae ypoBHEH THAMHHA HIKE HOPMAJBHOTO AMamnasoHa, Ho > 30 HM/n O3 MpH3HAKOB WIIH

cuMnToMOB OB:

o Heobxomumo HauaTs mpuem 100 Mr 70OaBKH THAMHHA ICPOPAEHO

o Ecmu pesymsrarsl ObUTH IOy YCHBI MECTHOM JTaOOPATOPHCH, CICAYET COOOMMTE CIIOHCOPY O
SBJICHUH KaK O HE)KEJIaTeIbHOM ABJICHUH, MPEACTABILIOImEM 0coObIit muTepec (HSAON)

B cnyuae yposHs THamuHa < 30 HM/JT ¢ IpU3HAKAMY WK cuMnToMamu OB:

o HemenneHHO HauyaTh JEUCHHE THAMHHOM (IPEANIOYTHTCIHHO BHYTPHBEHHO (B/B)) B
TEPANEBTHUCCKUX A03aX (HarmpumMep, 500 Mr BHYTPHBEHHO BBOJAT B TeueHUE 30 MUHYT 3 paza
B CYTKH B TCUCHHC 2—3 CyTOK HJIH, B aTbTCPHATHBHOM BAPHAHTC, BHYTPUMBIIICYHO (B/M) B
SKBHBAJICHTHBIX J03aX B COOTBETCTBHU C MECTHBIMHU CTAHAAPTAMH JICUCHI)

o CooOmuTs CIOHCOPY O SABICHHH KAK O HE/KCIATCIIBHOM SBICHUH, MPCICTABILIFOMICM OCOOBIH
uatepec (HAOW)

o Tlocne storo crexyer BBoauTh OT 250 mo 500 MT THAMHWHA B/B MOCPEACTBOM HH()Y3HH OIUH
Pa3 B CYTKH B TeUCHHE 3—5 CYTOK HJIM, B aTbTCPHATHBHOM BAPHAHTE, B/M B SKBHBAJICHTHBIX
J103aX B COOTBCTCTBHH C MECTHBIMH CTAHJAPTAMU JICUCHUS

o HW moTroM mpoaOKUTH C MEPOPATBLHON CyTOUHOH m030if 100 Mr THaMHHA B TECUCHHE IO
MeHbIIeH Mepe 90 cyTok

o Ilpuwem (penparnHIOa HCOOXOIWMO NMPHOCTAHOBHTH A0 TCX IOP, MOKA YPOBCHH THAMHHA HC
BEPHETCS B HOPMAJIbHBIH THATIA30H.

JloGaBKy THAMHHA CJIEAyET BBOJUTH B COCTABE, COJACPKAIIEM TOJIBKO THAMHUH.

Ecimm ypoBHH THAMHHA HH3KHE, HCOOXOAHUMO YOEIMTBCS, YTO YPOBHH MAarHus B HOpPME HIIH

CKOPPEKTHPOBATh HX, €CJIM OHU HU3KHE
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* HeskenaTelbHOC ABJICHHUC, MPEACTaBILromee ocoobni uatepec (HAOW), mpeactasiser coOOl HAyYHBIH H

MCIHIUHCKUH HWHTCPEC, CBSI3AHHBIH C MOHHMAHHCM HCCJCAYCMOIO MPOAYKTa, W MOYKET MOTPeOOBaTh

TIATCTHPHOTO HAOTFOACHUS B OBICTPOM CBA3H HCCIICA0BATEIA CO CHOHCOPOM.

[00113]
(HSOW):

[00114]

Crenyromye SBICHHUA CUHTAIOTCA HE)KCJIATCIBHBIMU SBJICHIAMHE, MPEACTABIHIIOMMM OCOOBIH HHTEPEC

Ounedanonarua Bepruxe (OB) wm npeamnonaraemsie ciyuau OB, cBA3aHHBIC C YPOBHAMH THAMHHA

HH’KE HOPMAJIBHOTO JTHATIA30HA.

VPOBHH THAMEHA HIDKE HOPMAJIBHOTO JHANA30HA C MPH3HAKAMH HIH cuMIToMaMu OB mim 6e3 Hix
Hosoe 310ka4eCTBEHHOE 00PA30BAHUE TOCIC HAYAIA HCCICAYCMOTO JICUCHHS

[porpeccuposanne Mueno(puodpo3a 10 OCTPOro MHEIOUIHOTO Jeiiko3a (OMII)

CepacyHas HEIOCTATOYHOCTD UITH KAPXHOMCETATHS

Tumepmumasemust 3 u 4 crencHu wiw runepaMunasemus 3 u 4 crenern no kpurepusm CTCAE, sepeus

5.0, unu sABJICHUSA NAHKPEATUTA

[MossmucHue amanuaTpaHcaMuHA3H (AJIT), acmaprarrparcamunasbl (ACT) wmm obmero OumupyouHa,

HJTH SBJICHHS TCTIATOTOKCUYHOCTH 3 WIH 4 CTCIICHHU

Konmpone mowtnomut 1 pgomsi. KOHTPOIIb TOIMHOTHI H PBOTHI BO BpeMsI JIcUeHHS (peIpaTHHAOOM Oy Ay T

OCYIICCTB/IATE B COOTBETCTBHH CO CICAYIOIUMHA JTAITAMH!

[00115]

Iepen HAYANTOM JICUCHHS CYOBEKTaM OYAyT IMPSIOCTABICHBI HHCTPYKIMH IO KOHTPOJIO (B TOM UHCIIC,

KOorga CJICAYCT CBA3BIBATHECS C HCHTPOM I/ICCJ'IGZ[OBaHI/I}I)

Ut0oOBI CMATYHTH SABJICHHA TOLIHOTHI H PBOTHI PEKOMEHY €TCSI MPUHUMATh (pepaTHHUO C eA0H BO
BPCM yKHHA.

HacTostempHO pekOMEHAYeTCA MPUMEHATH PO (PUIAKTHYECKOE CPEACTBO MPOTHB TOIIHOTHI/PBOTHI B
COOTBETCTBHH C MCCTHOH NPAKTUKOH B TCUCHUC NMEPBBIX 8 HEACIb JICUCHUS (HAIPEMEDP, OHIAHCETPOH).
Ecm IIPH TOIMHOTC U PBOTC MPUMCHAOT JUMCHIHAPHHAT WK APYTHC AHTATOHUCTBI My CKAPHUHOBBIX
peucuropoB, BBOOUTE 3TH CPCACTBA BCUCPOM IJIA CBCACHUA COHJIMBOCTH H APYTHX MOTCHIHAJIBHBIX

HEBPOJIOTHUCCKHX MOOOUHBIX 3(PPEKTOB K MUHHAMY MY .
[TprOCTaHOBUTH MMPUEM/YMEHBIIHTD 03y (peApaTHHHOA B COOTBCTCTBHH C Ta0mmueH 1.

[pu TomHOTE WITH PBOTE 3 CTCNECHH WM BHIIIC WA PH COXPAHCHUH SIBJICHAH MOJKET OBITH MOKA3aHA
TOCIHTATH3ALUA

B cnyuae nexkapcTs, KOTOpbIC BBOIAT AT MPO(HIAKTUKH TONTHOTHI M PBOTHL, €CITH B TEUCHHE IIEPBBIX
8 Henenb teueHuA (pePaTHHHOOM HE BO3HUKACT KIIWHHYCCKH 3HAYHMMON TOITHOTHI H PBOTEL,
PacCMOTPETh BO3ZMOKHOCTB 0TKA3a CyOBEKTA OT ITHX JEKAPCTBCHHBIX CPE/ICTB

Konmponw ouapeu. KoHTpoms auapen BO BpeMdA JcucHHA (PeapaTHHHOOM OyIyT OCYHICCTBIATH B

COOTBCTCTBHH CO CIICAYIOIUMH 3TAIAMH:
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®  (CyOBCKTHI JOLKHBI HMETH IOMA JONCPAMHI U A0 HAYAA JICUCHHA UM JTOJDKHBI OBITh MPCIOCTABICHBI
HHCTPYKIHH IO KOHTPOIIIO THAPEH (B TOM YHCJIC, KOTIA CICAYCT CBA3BIBATHECA C ICHTPOM

HCCIICAOBAHUA)
e JlonmepamMuz HE CICAyCST HA3HAYATH B KAUCCTBE MPO(IIAKTUKH, €CITH Y MAIMCHTA HET JUAPCH

e [Ipu NOSABICHUH AUAPCH JICYHTD JONCPAMHIOM B COOTBETCTBHH C MECTHOI MPAKTHKOH. PaccMOTpeTh
BO3MO’KHOCTb Hauaja MPHEeMa JIONepaMuIa ¢ Harpy30UHO J03bI 4 MT, a TOTOM IO 2 MT Iocie

KQKIOTO JUAPEHHOTO ONMOPOKHEHHA KHINCYHHKA, He IPEeBbImas 103y 16 mr/24 yaca

®  II3MEHCHHA JUETHI, B TOM YHCJIC AACKBATHOE MMOTPEOICHHE KHIKOCTH, OTKA3 OT POy KTOB,

COZCPIKAIIX JAKTO3Y, H aJKOTOJI, HeOObIIHE IIPUEMBI IIHINYU C PHCOM, OaHAaHAMH, XJICOOM H T. 1.
® [IpHOCTAaHOBUTH MPHEM/YMCHBIINTH A03Y (pexpaTuHuOa B COOTBETCTBHU C Tabymnei 1.
® [lpu noCTOSHHOM AHapee 3 CTENCHH MM BBINIC MOKET OBITh MOKA3aHA TOCTIUTATH3AIIHS.

e  KOHTpOJIb TOIIHOTHI, PBOTHI U [HApeH OyIyT OL[CHUBAThH BO BPeMsA BU3HTA CYOBbEKTa HA 1 CyTKH
KQ)KI0TO MOCJIEAYIOIETO 28-CYyTOYHOTO IMKIA, HA 15 CYyTKH MEPBBIX TPEX IUKIOB H IMOCPEICTBOM

00s13aTEIFHOTO TENE()OHHOTO PA3roBOPa HAa 8 CYTKH MEPBOTO IIHKJIA.

00630p K110Ue8bIX OUCHOK I dhekmugnocmuL.

[00116] FEcmm we yxasano WHOE, aHAIH3 OTBETA B OTHONICHHH OOBEMA CEJE3CHKH OyJyT TPOBOIMTH HA
TIOTYJIIOAH C BO3MOYKHOCTBIO OICHKH 3(D()CKTHBHOCTH, AHAJH3 OTBCTA B OTHOIICHHH CHMITOMOB MHCIO(HOPO3a
6ynyT nmposoauth Ha nomysinuu MFSAF, a aHami3 oTBeTa B OTHOIICHUU Pa3Mepa CEIC3¢HKH OyAyT MPOBOJHTH HA

MOMYJLINUH OE30TTaCHOCTH.

[00117]  Yacmoma omeema ¢ omnoutenuu obvema cenesenxu (40) no oannbim MPT/KT. YacToTy OTBETA B

OTHOINCHUH YMCHBIICHUSA O0BEMaA CEJIC3CHKU OINPEICLIIOT KaK TOMO CYOBEKTOB, KOTOpble HMEKOT > 35 %
YMCHBIICHHE 00BEMA CENIE3CHKH B KOHIEC IHKJIA 6 MO CPABHCHHIO C HCXOJHBIM YPOBHEM. ByayT mpenoctaBieHsI
JaHHBIE N0 YacTOTEe OTBETa H 95 % noBepuTebHBbIH HHTepBAI. Kpome Toro, OyAer mMpeACTaBICH ONMHCATEIbHBIH
aHam3 OOOOINCHHBIX JAHHBIX IO H3MEPEHHAM O0OBEMAa CENC3CHKH M IPOICHTHOMY H3MCHEHHIO II0 CPABHECHHIO C
ucxoaHeM ypoBHeM. CyObekTsl ¢ oTcyTeTBYIOmmMH JaHHbIMH MPT/KT no o6beMy cee3eHKH B KOHIIE IMKIA 6,
BKITIOYAS TCX, KOTOPBIC COOTBSTCTBYIOT KPHUTCPHAM MPOTPSCCHPOBAHMA CIICHOMCTATHH J0 KOHIA IHKIA 6, Oy IyT
CHHTATHCI HC OTBCUAOINHUMH HA JICUCHHUC.

[00118] Awnanus uyscTBHTENBHOCTH GyIyT MPOBOIMTH JJIA YACTOTHI OTBETOB CyOBEKTOB, KOTOPHIE HMEIOT >

25 % yMCHBIICHHE 00BEMA CCIC3CHKH B KOHIC IHKJIA 6 TI0 CPABHCHHIO C HCXOTHBIM YPOBHCM.

[00119]  Yacmoma omeema co cmoponsl cenesenxu npu _nanvnayuu (4OIT). YacToTa OTBETA CO CTOPOHBI

CCJIC3CHKH TPH MATBIIAIHH — 3TO A0JA CYOBCKTOB C OTBETOM CO CTOPOHEI cene3cHkn cormacao IWG-MRT 2013 B
KOHIIC IIUKJIA 6 TI0 CPABHCHHIO C HCXOJHBIM YPOBHEM. JIaHHBIH MOKa3aTesb OyACT PaCCUHTHIBATHCS I CYOBEKTOB C
VBEIIMUCHHON cenezeHKol (> 5 cm Hmmke JIPK) Ha ncxomaoM yposHE. CyOBEKTHI C OTCYTCTBYIOIMMMH JAHHBIMH II0
OIICHKE pa3Mepa CENC3CHKH B KOHIE KA 6, BKIIFOYAsA TEX, KOTOPBIC COOTBETCTBYIOT KPHTEPHIM IPOTPECCHPOBAHHS
CIVICHOMETAJIHH 0 KOHIA NUKJIA 6, Oy Iy T CYUTATHCS HE OTBCUAOIMME HA JeUcHUE. ByayT npenocraBicHbI JaHHbIC

O YACTOTE OTBETA U 95 % MOBCPUTCIbHBIN HHTCPBAIL

[00120]  Yacmoma omeema ¢ omuoutenuu cumnmomos (YOC) YactoTa 0TBeTa B OTHOWECHHH cMIToMOB (JOC)

OTpeeIIeTCS KaK JOJI CYOBCKTOB CO CHIDKCHHEM 00mmeil oneHku cuMnToMoB (TSS) Ha > 50 % oTHOCHTETBHO

HCXOJHOTO YPOBHA 10 KOHIA KA 6, uamepenHoit o mkane MFSAF, sepcus 4.0. ByayT mpeaocTaBlicHBI JaHHBIC
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mo YOC u 95 % mosepurempHbIii wHTEPBATL. OuncHKy TSS OyayT ompeneiaars Kak CyMMy OICHOK KaKIOTro w3 7
cumnroMmoB (Gwaltney C, Paty J, Kwitkowski VE, Mesa RA, Dueck AC, Papadopoulos EJ, et al. Development of a
harmonized patient-reported outcome questionnaire to assess myelofibrosis symptoms in clinical trials. Leuk Res.
2017 Aug;59:26-31). UtoObI cenaTh BO3MOXKHBIM HEIIPAMOC CPABHEHHE C MPEIBIAY IHMH HCClIeI0BaHHSIMU MO,
Taxoke Oy et noyueHa momuuuuposannast TSS (Mesa RA, Gotlib J, Gupta V, Catalano JV, Deininger MW, Shields
AL, et al. Effect of ruxolitinib therapy on myelofibrosis-related symptoms and other patient-reported outcomes in
COMFORT-I: a randomized, double-blind, placebo-controlled trial. J Clin Oncol. 2013 Apr 1;31(10):1285-92) u3 6
paccMaTpUBACMBIX CHMIITOMOB (HOYHASI MIOTJIHBOCTH, 3V, HCNPHATHBIC OINYIICHHS B JKUBOTE, YyBCTBO OBICTPOTO
HACHIICHHA, 00JIb B JICBOM MOapeOCPhe, 00Tb B KOCTAX IJTH MBIINAX), a Talke OyaeT nmposeacH anamn3 YOC.
[00121] B xaxmeiii MoMeHT BpemMenHM OyneT paccumtana TSS (HA OCHOBAHMH 7 CHMIITOMOB) H
MomubumuposarHas TSS. OmucatenpHAs CBOAHAA CTATUCTHKA (pasMep, CpPCAHCC 3HAYUCHHC, CTAaHIAPTHOC
OTKJIOHCHHC, MCIMAHA, AUATIA30H) Oy ICT MPESIOCTABICHA AT OLCHOK HA HCXOTHOM YPOBHE, OLICHOK MOCJIC HCXOJHOTO
VPOBHA W H3MCHCHHA IO CPABHCHHK) C HMCXOJHBIM ypoBHeM ama TSS, momudumuposannoit TSS w omeHOK
CHMIITOMOB.

[00122]  CyGwexthiGe3 TSS > 0 Ha HCXOTHOM YPOBHE Oy Ay T CUATATHCS HE MO TAFOIIHMHCS OTICHKE (110 PHYAHE
OTCYTCTBHS BO3MOKHOCTH 11 yMcHbIICHHs cuMmmToMoB) mml aHamm3a YOC. CyObekTs! C OTCYTCTBYHOIUM
nokazateneM TSS B KOHIE DUKIA 6 HIH Yy KOTOPBIX 3a00J€BaHHE NMPOTPECCHPOBAIO A0 KOHIA IWKIA 6, OyayT
CUHUTATHECA HC OTBCUAKOIIMMH HA JICUCHHC.

[00123]  IIpooomicumersrocme omeema e omuoutenuu obvema cenesenku no Oannvim MPT/KT (T10).

IIpomosKUTETLHOCTD OTBETA B OTHOIIECHHH 00BbeMa cene3eHKH (I10) mo marasiM MPT/KT onpenenseTcs kak BpeMs
OT NEPBOTO 330Ky MEHTHPOBAHHOTO OTBETA CO CTOPOHBI CEJIC3CHKH (T. €. YMECHBIICHUS 00beMa CENE3eHKH Ha > 35 %)
JI0 TIEPBOTO 3aJ0KY MCHTHPOBAHHOTO YMCHBIICHHU 00beMa ceyie3eHKH Ha < 35 %. B ciayuae oTcyTCTBUSA ABICHHUA (T. €.
MOCTICAYIOMETO YMCHBIICHHA 00BeMa Cele3cHKH Ha <35 % o0 mpoBeacHHA aHamm3a) mokaszarenas 10 Oyner
MOJBEPTHYT LCH3YPHPOBAHHUIO HA JATY MOCHCAHCH NCHCTBUTCIBHOM OLICHKH, BBIMOJHCHHOM IO JAThl MPOBEACHHSA
aHaIm3a.

[00124] TIpomOLKMTETLHOCT OTBETA B OTHOILIEHMH OOBEMA CENE3CHKH 10 JaHHBIM MPT/KT-CKaHHPOBAHHS
OyAcT MpOoaHATH3UPOBAHA C HCIOb30BaHUEM MeToaa Kammana — Meiiepa. ByayT npeactasicHs! oucuku K-M 2 5-
0, 50-r0 1 75-r0 mpoueHTHWICH 1 95 % IOBESPUTEIBHBIN HHTEPBAI MeauaHbl. By 1y T moctpoens! K-M-kpuBbIe.

[00125]  Iipooomicumensrocme omeema co cmopousi cenesenxu npu nanvnayuu (IHOIT). TIpOAOIKATEIBHOCTD

OTBETa CO CTOPOHBI ceseseHkH npu najpnanus (IT0IT) onpenenseTcs kak BpeMs OT HEPBOTO 330Ky MCHTHPOBAHHOTO
mansmupyeMoro orsera coriacHo IWG-MRT 2013 no BpeMEHH NEpBOTO 3aA0KYMCHTHPOBAHHOTO CHIDKCHUS OTBETA
cormacHO IWG-MRT 2013. TIpoao/DKHTCIFHOCT OTBETA CO CTOPOHBI CCIIC3CHKH NPH MANBNAIMH COTJIACHO
kpureprsiM IWG-MRT 2013 6yaer paccumtaHa mai CyOBEKTOB, KOTOPHIC MMCEJH YBEIHYCHHYIO CCJIC3CHKY HA
HCXOTHOM ypoBHE (> 5 cM HIke JIPK) 1, y KOTOPBIX HAOIFOAACTCA OTBET CO CTOPOHBI CCIIC3CHKH MPH matbnanun. B
cJIyvdac OTCYTCTBHA SBJICHUA (T. €. OTCYTCTBHA CHHKCHHA OTBETA CO CTOPOHBI CCIIC3CHKH IIPH l'[aJ'Ibl'[aI.[I/II/I) a0
MPOBCACHHUA aHAM3a mokasatems [1OI1 OyaeT moABCPTHYT LCH3Y PHPOBAHUIO HA ATy TMOCICIHCH ACHCTBHTCIILHON

OLICHKH, BBITIOJTHCHHO M 10 1aThI MPOBCACHHUA AHATTH3A.

[00126] Iipooomicumernsocme omeema & omuowenuu cumnmonmos (II0C). TIPOODKATEIHHOCTh OTBETA B

OTHOIICHHH CHMIITOMOB OTNPEACACTCSA KAaK BPEeMs OT ICPBOTO 330Ky MCHTHPOBAHHOTO oTBeTta mo TSS (T.e.
camkeHna TSS > 50 %) mo ompenencuuro mo mkaiae MFSAF, sepcus 4.0, 10 mepBoro 3a10KyMCHTHPOBAHHOTO

cHmkeHus TSS <50 %. B cayuae orcyterBus cHmkeHusa TSS <50 % mo mposeneHus ananmza mokaszarens [10C
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OyAeT MOABCPTHYT ICH3YPHPOBAHWIO HA ATy MOCACAHCH ACHCTBUTCIBHON OIICHKH, BBIMOJHCHHOW OO0 JaTHI

mposeacHU aHamm3a. [lokaszarems [1IOC Oyaer mpoaHamM3upoBAaH ¢ HCmoab3oBaHmeM Meroma K-M. Byayt

npencTapicHsl oueHKH K-M 25-ro, 50-ro u 75-ro mpoueHTHIcH 1 95 % NOBEPHTEIbHBIC HHTEPBATIbI MEIUAHBI H

MOCTPOCHHI kpuBble K-M.

[00127] Tab6imua 2 KoHeuHbIe TOUKH HCCIIENOBAHMS

Koneunas Haspanue Onucanne Bpemennbie paMKH

TOYKA

Meppuunas YacroTa oTBETA B Jomng CyOBEKTOB, Y KOTOPBIX OT CKpHUHHHTA J0 KOHIIA
OTHOIICHHH 00BEMA HAOTIOAACTCA YMCHBIICHHE 00BEMA oUKIa 6
CCJIC3CHKH CCJIC3CHKH Ha > 35% B KOHIE HUKIA 6

Bropuunas ITpoduns YacroTa BOSHUKHOBCHHA U TKECTh Ot MOMEHTA IOIHCAHUS
Oc30macHOCTH HexkenatebHbIX ABicHusa (HS) Bcex ®UC mo 30 cyTok mocne
(peapaturNbA creneneli cormacao NCI CTC MOCTICTHCH TO36I

Yacrora u Torects HA 34 cTeneHn
cormacHo NCI CTC, skmoyas

71ab0oPaTOPHBIC MAPaMETPHI

B ciyuae H, cBs3aHHBIX
¢ (pexparuHIOOM — B
TF000C BPeMA 10
MOCJICTHETO BH3HTA BO

BPEMSI HCCIICAOBAHHUA

YacTtoTa 0TBETA CO
CTOPOHBI CETC3CHKU

IPpH naIbIanuu

Joisa cyOBeKTOB, KOTOPBIE HMEIOT >
50 % yMCHBIICHHUE pa3Mepa CEIC3CHKU

TIPH naJIbIIAIUHA

Ot C1D1 1o xoHIma

uKIIa 6

YacroTa OTBETA B

Joma cyosexros ¢ > 50 % CHIDKCHHEM

Ot C1D1 1o xoHIa

OTHOIICHUH 00IICi OLICHKH CHMITTOMOB, HKIa 6
CHMIITOMOB ompenensiemoii o mkane MFSAF
HpOI[OJ'DKI/ITGJIBHOCTB HpOZ[OJ'DKI/ITCJ'IBHOCTB YMCHBIICHHUA Or CKPUHHHTA OO BH3HTA

OTBETA CO CTOPOHBI

CCIIC3CHKH

o0BeMa cene3e Kk Ha > 35 %

OKOHYAHHA JICUCHUA

[Tpoa0KUTENBHOCTD
OTBETA CO CTOPOHBI
CCTIC3CHKH TIPH

NaJIbIIAIHH.

ITpoaOmKATETBHOCTD Y MEHBIICHUSA
pasMepa ceneseHKH Ha > 50 % mpu
TaNBIANAH A1 CYOBEKTOB, Y KOTOPBIX
CEJIC3CHKA MANBITHPYETCS HE MCHEE YeM
HA 5 CM HIKC Kpas JICBOTO PeOCPHOTO

kpas (JIPK) va C1D1

C CID1 mo 30-
CYTOYHOTO TICPHOIA
MOCJIC Iy FOIICTO
HAOFOICHHUSA TTOCTIC
BHU3UTA A1 BBCACHUA

TOCJICIHCH J03BI
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Koneunas Haspanne Onucanne BpemMennbie paMKH
TOYKA
[IpoA0HKUTENBHOCTD IIpogomxurensHOCTh CHIDKCHUA 00meit | C C1D1 mo 30-
OTBETA B OTHOIICHUHU OLICHKH CHMITTOMOB Ha > 50 %, CYTOYHOTO IIEpHOA
CHMIITOMOB ompeaenseMast mo mkaine MESAF MOCJIE Ay FOLIETO
HAOMOCHHUS IOCTIE
BH3HUTA JJI BBCACHHA
MOCJICAHEH J03BI
OrneHka cTpaTernu Uucno manueHToB C TOIMHOTOH, quapeeit | OT MOMEHTA MOAIHCAHUS
CHIDKCHUS PHCKOB HJIM PBOTOH > 3 CTEIICHH COTJIACHO ®UC no 30-cyTOUHOTO
BO3HHKHOBCHUS CTCAE wmm Bo3HHKHOBCHHCM OB TIEPHO A TTOCIC/IY FOLIETO
HEHKCJIATCIBHBIX (moareepxkacHHON MPT ronosHoro HAOTFOCHUS TIOCTIE
SIBIICHAH CO CTOPOHBI MO3Ta WM PE3yIbTATaMH BCKPBITHA). BH3UTA [ BBEICHUS
JKEIy I0MHO-KHIICTHOTO | Openka ypOBHEi THAMHHA HA MOMEHT TOCTIETHEH A03BI
TPaKTa U BOSMOKHOTO | cxppruHra Ha 1 CyTKHU IEPBBIX 3 LUKIOB
PAsBHTHA U KQKIOTO TPETHETO WHKJIA MOCTIE 3TOTO,
sHIe(atonari a TAaKoKe BO BPEMs BH3UTA OKOHUAHHA
Bepauxke (3B) TCYeHHS
HRQoL mo CpexHne H3MCHCHHA B OLICHKAX C CID1 go 1 cytok
OTIPEICJICHHUIO TI0 (P)YHKIIMOHAJIBHBIX X CHMIITOMATHYCCKUX | Ka)KIOTO I[HKIIA, BO
momeHam EORTC momeHoB HRQoL B xoze nccnenosanusa | BpeMs BU3HTA OKOHYAHHSA
QOL-C30 o cpasieHmo ¢ C1D1 aeqenus 1o 30-
CYTOYHOTO IEpHOA
MOCJIE Ty FOLIETO
HAOIIOACHUS MOCTIe
BH3UTA JIJISI BBEICHHS
MOCJICAHCH J03BI
PRO mo onpenencanro | Cpeanue m3MeHCHU B oricHKax o3l | C C1D1 mo 1 cyTok
mo EQ-5D-5L JUTSL 3I0POBbS B XOJI€ UCCJICAOBAHUS MO KaXI0ro nukia a0 30-
CPaBHCHUIO C OLCHKOI HA MOMCHT CYTOYHOTO IIEPHOIA
BKITFOUCHHA 10 ompeaencHuo mo EQ- MOCJIE /Ty FOIIIETO
5D-5L HAOTFOICHUS TIOCITe
BH3UTA [T BBEICHUS
MOCTICTHEH A03bI
HouckoBas O6mas sepxuBacMocTs | Bpems ot C1D1 mo nerampHOTO mexoza | Ot BrmoucHuA A0 12

1o Mo00H MpHIHHE

MCCALCB IOCJIC BU3UTA

OKOHYAHHA JICUCHHU A
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Koneunas Haspanne Onucanne BpemMennbie paMKH

TOYKA
CumrnitoMmsl, csi3aHHble | OLEHKA MATH BRIOPAHHBIX CHMITOMOB, CCI1D1 no 1 cyTok
C JCUCHHUCM, C TOYKH CBA3AHHBIX C JCUCHUCM, C TOUKH 3PCHUA Ka’Ka0ro HHKJIAa, BO
3peHHA CYyOBEKTa cyOBeKTa (Iuapes, TOIMHOTA, PBOTA, BpEeMsI BU3HTA OKOHYAHHSA
TOJIOBOKPY>KCHHE, TOJIOBHAS 00JIB) C neueHus a0 30-
ucnons3oBaHneM PRO-CTCAE CYTOUYHOTO NEpUoOa
MOCJIC Ty FOILIETO

HAOJIIOACHHSA ITOCIIE

BH3HUTA JJI1 BBCACHUA

MOCTIeTHEH A03BI
[TporHocTHueCcKue I'eHeTHYECKHE H3MEHEHHUS, BKITFOUAs Ot C1D1 no Bu3uTa
MapKCPHI IUTOTCHCTHKY W TCHHBIC MYTALIHH B OKOHYAHHSA JICUCHUS
niepudepuieckoii KposH
MexaHusMm AcHCTBHSA Hupxymapyromue OCIKH, BKIFOUAT Ot C1D1 no Bu3zuTa
IUTOKHWHBI, HMMYHHBIC H OKOHYAHHSA JICUCHUS

TEMOMIO3THYCSCKHE MAPKEPBI

HS = mexenaremsubie srcHmt, CID1 = muka 1 cyrkm 1; CTC =o0mue TEPMHHOJIOTHYCCKHE KPHUTCPHHU
HekennatenbHBIX aBicHuil, DUC = (popma nrdopmuposarnoro cornacus, MFSAF = (popma oLeHKH CHMIITOMOB
muenopudpoza; MPT = marauto-pe3onancHas tomorpadusa;, NCI = HaumonamsHeili wHCTHTYT paka; PRO-
CTCAE = coobmaemas TaueHTOM BEPCHA OOIMHUX TCPMHUHOIOTHUCCKUX KPUTCPUCB HEKCIATCIIHHBIX SABIICHHIT,
YOC = ymeHbIICHHE 00bEMA CEIC3CHKH.

[00128] Ileproa mocreayrOWEro HAGMOACHUS 1A OUCHKH BBDKHBAEMOCTH. BCexX CyOBEKTOB, MPEKPATHBIIAX

MPEAMUCAHHYEK) MPOTOKOJIOM TEPANMHI0 10 JE000H mpuumHE, OyAyT HAOMOAATh UL OLCHKH BBDKHBACMOCTH,

MOCNCAYFOLICH TCPAMHH, HOBBIX 3JI0KAYSCTBCHHBIX 00pA30BaHUil W MPOTPECCHPOBAHUI MUETO(PHOPO3a A0 OCTPOTO

MHCJIOHAHOTO Jekko3a (OMJI) kakapie 3 Mecsma 0 JICTATRHOTO HCXOJA HIH J0 12 MECAICB MOCIE OKOHYAHHUS

neucHusa (OJI), HCIOCTYIHOCTH IS TOCICAYIONICTO HAOIFOICHHSA, OT3hIBA COTJIACHSA A JOMOJHHTCIBHOTO cOOpa

JAHHBIX WJIH 3aKPBITHA HCCIICAOBAHUA.
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DPOPMYJIA U3OBPETEHUA

1. Crnocob neuenust MuenonpoanepaTHBHOrO PacCTPOICTBA Y MALIMEHTA, TTOJTy YA IIEero
uaruourop CYP3A4, npudem crocod BKIIOYAET:

(1) BBemeHME HYXIAIOLIEMYCsl B ’TOM MALUEHTy CoearHeHus |

H /@\
\i/ S NH
J0
L0
NZ N
H

WK ero (papMaLeBTHUECKH PUEMIIEMON COJIH W/HITH €T0 THApPaTa,

(1) aHanM3 ypOBHEH THAMHHA Y MAIEHTA U

(1)  BBeOEHME MALIMEHTY THAMHHA WM 3KBUBAJICHTa THAMHHA, €CJIH YPOBEHb THAMUHA
y MalUeHTa HIbKe peepeHCHOro CTaHaapTa, NmpudeM pedepeHCHBIH CTaHAAapT COCTaBISIET OT
0K0JI0 74 10 okoJ0 222 HM/N nenbHOH KPOBH.

2. Cnocod mo m. 1, ornuuarommiics teMm, uto uHruourop CYP3A4, xoropwrii
TOJTy4aeT MalUeHT, MPEACTaBIsieT co0ol cubHbIN HHrHOuTOp CYP3A4.

3. Cnoco6 mo mn. 2, orimuuaromuiics TteMm, uto CoeguHenue [, wiam  ero

)
(dapManeBTUYECKH MPUEMIIEMYIO COJIb, WJIM €r0 THAPAT BBOAST MALUEHTy B 103€ 0K0yo 400 mr,
okou10 300 mr, okos10 200 mr, unu okoso 100 mr B cyTku, unu 100 mMr yepes CyTku.

4. Crmoco6 mo m. 3, ommuarommiics TeM, uro CoenuHenwe I, wim ero
(apMaieBTUYECKH IPUEMIIEMYIO COJIb, HJIM €r0 THAPAT BBOIAT MALMEHTY B 703€ OKoyio 300 wmr,
oko0 200 mr, unu okosio 100 mr B cyTku, uiamn 100 Mr yepes CyTkH.

5. Crnoco6 mo m. 3, OTHUYAIOIIUNACS TeM, 4YTO 103y coenuHeHusi [, wim ero
(dbapmaneBTUYECKH IPUEMJIEMOU COJTH, UJIU €ro ruapara CHmKarT oT 400 mr B cyTku 10 200 Mr B
CYTKH.

6. Crocob6 mo m. 5, OTJAMYAIOMUIACS TeM, 4TO n03y coenuHeHust [, wim ero
(dbapManeBTHYECKH IPUEMJIEMOU COJTH, WJIU ero ruapara CHIKarT oT 200 mr B cyTku 10 100 Mr B
CYTKH.

7. Croco6 mo m. 6, OTIMYAIOLIUHCS TeM, 4TO N03y coenuHeHus [, wim ero
(bapMaeBTUYECKH MPUEMIIEMOU COJH, WK ero Tuapara cHmkaroT oT 100 mr B cyTku g0 100 mr
4yepes CYyTKH.

8. Crioco0 1o 1. 2, oTauyaroIuics TeM, 4to cuibHbIi nHruouTop CYP3 A4 BriOpan

u3 Oonenpesupa, KoOuLuCTaTA, KOHUBANTAaHa, JaHOTIPEeBUPA/PUTOHABUPA,
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3JBUTErPaBUPA/PUTOHABUPA, IPEHNIPPYTOBOrO COKa, UHAMHABUPA/ PUTOHABUPA, UTPAKOHA30JA,
KETOKOHA3071a, JIONTMHABUPA/PUTOHABHUPA, napuTanpeBupa/puToHaBupa/omouTacsupa/
nacabyBupa,  I0O3aKOHA30Jla,  PUTOHABUpPA,  CAKBHHABUPA/pUTOHABUpA,  TeJANpeBUpa,
TUIIPAaHABUPA/PUTOHABUPA, TPOJIEAHIOMHULIMHA U BOPHUKOHA30A.

9. Cnoco6 mo m. 1, ommuarommuiicss TeMm, yto uHruourop CYP3A4, kotopwrii
HIOJTyYaeT MaLUeHT, peacTasisier coboit ymepennslii nHruOnTop CYP3A4.

10. Crnoco6 mo n. 9, ornuuarommiics TteMm, uto CoemuHenue [, wam ero
(bapManieBTHYECKH IPUEMIIEMYIO COJIb, HUIM €r0 THAPAT BBOIAT MALMEHTY B 03¢ OKoyo 400 wmr,
okoo 300 mr, okono 200 mr, unu okono 100 mr B cyTku unu 100 mMr uepes CyTku.

11. Cnoco6 mo m. 10, OTIMYArOIIUICS TeM, YTO 03y COeQUHEHHs [, wiu ero
(dbapManeBTHYECKH IPUEMJIEMOU COJTH, WJIU ero ruapara CHIkarT oT 400 mr B cyTku 10 300 Mr B
CYTKH.

12. Crocob6 mo m. 11, oTnuyarommiics TeM, 4TO O03y coeawHeHus [, wium ero
(hapManeBTHYECKH IPUEMJIEMOU COJTH, WJIU €ro ruapara CHIKarT oT 300 mr B cyTku 10 200 Mr B
CYTKH.

13. Crnoco6 mo m. 12, oTiHyaromuiicss TeMm, YTO 03y COeOuHeHWs: |, wim ero
(bapManeBTUYECKH IPUEMJIEMOU COJIH, WJIU ero ruapara CHkaroT oT 200 mr B cyTku 10 100 Mr B
CYTKH.

14. Cnoco6 mo m. 13, oTnuuaromuiicss TeMm, 4TO 03y COeauHeHHWs I, wiu ero
(dapmaneBTUYECKH MPUEMIIEMOI COJIH, WJIM ero ruapara cHwxkaroT or 100 mr B cytku g0 100 mr
4yepes3 CyTKU.

15. Crnoco6 mo m. 9, ornmuarouuiics tem, 4to ymepeHHbli uHruourop CYP3A4
BBIOpAH M3 aNpernuTaHTa, LUMETHUAMHA, LUUIPOQIIOKCAIMHA, KJIOTPUMA30ja, KPU3OTUHHOA,
LIMKJIOCTIOPHUHA, JPOHENApOHa, SPHUTPOMUIIMHA, (IyKOHA30Ja, (JIyBOKCAMHHA, HMATHUHHOA,
Tohr3onama u BepanammIa.

16. Cnoco6 mo m. 1, oTnuyaromuiics TeM, 4TO 103y coenuHeHust [, wim ero
(apMarieBTHYECKH TPUEMIIEMON COJIH, WJIM €r0 TMApaTa CHIDKAIOT B OTBET HA HEXENAaTEbHOE
sIBIEHUE, CBSI3aHHOE C COeJUHEHneM |.

17. Cnoco® mo m. 16, orTnuyaromuiicss Te€M, YTO A03y COeOUHEHHs | TOBTOPHO
MOBBIIAIOT OT KOJIMYECTBA CHUKEHHOMN 03B

18. Croco0 mo m. 17, OTIHYAOIMIACS TEM, YTO CHHIKEHHYIO 103y COeIUHEHHs 1, nnmm
ero apMaleBTHYECKH MMPUEMIIEMOH COJIH, WJIM €ro rHapara TUTPYIOT BBepx Ha 100 Mr B CyTKH

10 nojy4deHus nauueHroM 400 Mr B CyTKH.



19. Crioco6 nedyeHus: MuenonpoauQepaTHBHOIO PacCTPONCTBA Yy MALMEHTa, MPUYEM

cnocob Bkimouaer BBeneHue uHruouropa CYP3A4 cyObekTy, monyvarmeMy HadadbHYIO 103y
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400 mr coequHeHus |
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WK ero (hapMaLeBTHUECKU TPUEMIIEMOH COJIH, MJTH €T0 THAPATa, OTIUYAIOLIHICS TEM, YTO
HAaYaJIbHYIO 103y CoeArHEHMsI | it ero papMaleBTHYECKH MPUEMIIEMOH COJIH W/WJIH €ro THAPATA,
cHIKatOT mpu BBeaeHuu wuHruOutopa CYP3A4, mpuueM ypoBHH THAMHUHA Y TMAlHEHTa
AHATM3UPYIOT, U THAMHH WJIU KBUBAJICHTa THAMUH BBOIST MALUEHTY, €CIIH YPOBEHb THAMHHA Y
MaLKeHTa HIKe peepeHCHOro cTaHaapTa, mpuueM peepeHCHBIH CTaHAAPT COCTABIISIET OT OKOJIO
74 no okojio 222 HM/n 1IeNbHOM KPOBH.

20. Crnoco6 mo m. 19, ornmuaromuiicst reM, yro uaruoburop CYP3A4 npencrasmnsier
coboit cunpHbI nHrHONTOp CYP3 A4,

21. Cnoco6 mo m. 20, OTIUYAOIIUICSA T€M, YTO CHH)KEHHAsl 7103a COCTABJISIET OKOJIO
200 Mr B CyTKH.

22. Cnoco0b no 1. 21, TOTOJHUTENBHO BKIFOYAOIINI CHIKEHUE CHUKEHHOM T03bI 10
ok0J10 100 mr B cyTku uinu okoso 100 mr uepes CyTkH.

23. Cnoco6 1o 1. 20, oTn4aroImuics TeM, 4to cuibHbIi nHruoutop CYP3 A4 BeiOpan
u3 Oouenpenupa, KoOULHUCTATA, KOHHUBAIITaHa, JaHOTIPEBUPA/PUTOHABUPA,
AJIBUTETPaBUPA/PUTOHABUPA, TPEHNIPPYTOBOrO COKA, MHAMHABUPA/ PUTOHABUPA, UTPAKOHA30JIA,
KETOKOHA3071a, JIONTUHABHPA/PUTOHABHUDA, napuTanpeBupa/puToHaBupa/oMmouTacBupa/
nacabyBupa,  TO3aKOHA30Jla,  PUTOHABUpPA,  CAKBHHABHPA/PUTOHABUpA,  TeEJANpEeBUpA,
TUIIPAHABUPA/PUTOHABUPA, TPOJEAHIOMHULIMHA U BOPHUKOHA30JA.

24. Crnoco6 mo m. 19, ornmuaromuiicss rem, yro uaruourop CYP3A4 npencrasmusier
coboit ymepenHbiii narudoutop CYP3A4.

25. Cnoco0 mo m. 24, OTIUYAIOIIMICS TEM, YTO CHMKEHHAs 1034 COCTaBJISIET OKOJIO
300 mr B CyTKH.

26. Cnoco0 mo m. 25, MOMOJHUTENBHO BKJIFOYAIOIINN CHU)KEHHE CHMXKEHHOM MO3bI 10
okou10 200 mr unu okoso 100 mr B cyTku, uinu okono 100 Mr yepes cyTku.

27. Crioco6 mo m. 24, oTiauyaroImuics TeM, 4To yMmepeHHblid unruourop CYP3A4

BBIOpAaH M3 anpenuTaHTa, LUMETHUAMHA, LUUIpPOQIIOKCAIMHA, KJIOTPUMA30ja, KPU3OTHHHOA,
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LUKJIOCTIOPHUHA, APOHENapOHa, 3PUTPOMHLIMHA, (IyKOHA30ja, (PIyBOKCAaMHHA, HMMAaTUHHOA,
Tohr30mama u BepanaMuia.

28. Croco6 mo n. 19, AONONHUTENBHO BKIFOYAIOLINI TOBTOPHOE YBEIHUYEHHE
CHUKEHHOM 103BI.

29. Crnoco6 1o . 28, OTIMYAOIUICS TE€M, UYTO CHIPKEHHYIO 103y coenuHeHus I, mn
ero (papMaLieBTUYECKH NMPUEMIIEMOH COJM, WIIM €ro M'MapaTa TUTPYIOT BBepx Ha 100 Mr B CyTKH
10 noytydeHust cyobekToMm 400 Mr B CYyTKH.

30. Crnioco6 no yrobomy u3 mm. 1-29, OTIMYAKOIMUICS TeM, YTO YPOBHH THAMHUHA Y
MAIMEeHTa OLIEHUBAIOT, AHATM3UPYS OJUH WK Oosiee OMOMapKepoB AedUIINTa THAMUHA.

31. Cnoco6 mo mobomy w3 . 1-30, OTAMYAIOIIUIACS TEM, YTO THAMHH BBOJIST
MaLUEHTY B KoJudecTBe 0koyio 100 Mr B CyTKU.

32. Crocob mo mobomy w3 mm. 1-30, OTIHYAIOLIUICS TeM, YTO THAMHUH BBOIST
MALUEHTy B KOIU4eCTBe OT 0Koso 250 mr 1o okoso 500 mr.

33. Croco6 mo m. 32, OTIMYAIOIIUACA TEeM, YTO THAMHUH BBOIST MALUEHTY B
KOJIN4eCTBE OKOJIO 250 Mmr.

34. Crnoco6 mo m. 32, OTNMYAOIIHUNACA TEeM, YTO THAMHH BBOIST MALUEHTY B

konuyecTBe 0koJio S00 mr.

35. Cnoco6 mo smobomy u3 mm. 32-34, OTIUYAIOIMUNCS T€M, YTO TUAMHH BBOJIST
BHYTPUBEHHO.
36. Crioco6 mo nmoboMy u3 mm. 1-29, OTIMYAIOLIUICS TE€M, YTO THAMHH BBOJST B

COOTBETCTBHH CO CJIEAYIOINM rpapukom:
okoJj10 500 mr TID B TeueHue 2 unu 3 CyTOK;
oT 0koJ10 250 mr 10 okono 500 mr pa3 B cytku (QD) B TeueHue 3—5 cyToOk; U
oxoJio 100 mr QD B Teuenue 90 cyTok.
37. Crioco6 mo smrobomy u3 mm. 1-29, OTIMHAOIIMINCSA TeM, YTO MAIMEHTY BBOMST

SKBHUBAJICHT THAMUHA, JOCTATOUHBIN, 4TOOBI 00eceunTh 0Koyio 100 Mr THAMHUHA B CYTKH.

38. Cnoco0 mo m. 37, OTAMYAIOIIMICS TEM, YTO SKBUBAJIEHT THAMUHA BBOIST
MEPOPANIBHO.
39. Crnoco6 mo mobdomy w3 mm. 1-29, OTAMYAIOIUICS TeM, YTO MAMEHTy BBOMAST

SKBHMBAJIEHT THUAMUHA, MOCTATOYHBIN, 4TOOBI 00ecneduTh OT 0K0jJo 250 mMr mo okono 500 mr
TUAMUHA.

40. Cnocob mo m. 39, OTIMYAKOIIMICS TeM, YTO JKBUBAJIEHT THAMHUHA SIBJISIETCS
JOCTATOYHBIM, YTOOBI 00eCeYuTh 0KOJIO 250 MI THaAMHHA.

41. Cnocob mo m. 39, OTIMYAIOIIMICS TeM, YTO JKBUBAJIEHT THAMHUHA SIBJISIETCS

IOCTATOYHBIM, YTOOBI 0OeceunTh 0koyo 500 Mr THaMuHa.



42 Crnioco6 mo mrobomy u3 min. 1-29, OTIUYAOIMHIACS TeM, YTO SKBUBAJICHT THAMHHA
ABJISIETCS JOCTaTOYHBIM, 4YTOOBI OOECIeYHUTh KOJINYECTBO THAMHHA B COOTBETCTBUH CO
CEeYIOIUM IpadUKOM:

okou10 500 mr TID B Teyenue 2 unu 3 CyTOK;

oT okoJo 250 mr 1o okoo 500 mr pa3 B cytku (QD) B Teuenne 3—5 CyTok; U

oxoJio 100 mr QD B Teuenue 90 cyTok.

43, Cnioco6 mo nmrobomy u3 mm. 1-42, HOMONHUTEIBHO BKJIFOYAIOIIUN TOBBIIIEHUE
YPOBHSI MarHusi y MaLHeHTa.

44, Cnoco6 mno yrobomy w3 mm 1-43,  OTIIMYAOLIWICS  TeM,  4YTO

)
MuenonpoudepaTHBHOE PacCTPOMCTBO MpeACcTaBIsieT codoit MuenoGudpos.

45. Crniocob mo m. 44, oTnuyaromuiicss TeM, 4To Muenodudpo3 npencrasiser codoi
NIepBUYHBIN MUEIOGUOPO3.

46. Crnoco0 1o 1. 45, OTAMYAIOIIHMNCS TEM, YTO MEPBUYHBIA MUenoduOpo3 BrIOpaH u3
NEePBUYHOr0 MHEJOPHOPO3a MPOMEKYTOYHOIO PUCKA M MEPBUYHOTO MHENO(GUOpo3a BBICOKOTO
pucka.

47. Crniocob mo n. 44, oTnmuarouuiicss Tem, uyto muenogudpo3 npencrasiser codboi
BTOPUYHBINA MUEIOPUOPO3.

48. Criocob mo n. 44, oTnuuarouuiics: Tem, 4yTo mMuenogpudpos3 npencrasiser codboi
MuenopudPo3 Nmocie 3CCeHIUATbHON TPOMOOILUTEMHIH.

49. Criocob mo m. 44, oTaMYaroIIUiCcs TeM, 4T0 Mueaohudpo3 npeacrasisier codoi
Mue0GuOpPO3 MOCIe UCTUHHON MOJHLUTEMHIH.

50. Cnoco6 mno ymobomy w3 mm 1-43, OTIIMYAKOLIWICS  TeM,  4TO

>

MUeNOnpor(epaTHBHOE PACCTPOMCTBO MPEACTABJSIET COOOH OCTPBIM MHUEJIOUIAHBIA JIEHKO3

(OMUI).

51. Cnoco6 mno yrobomy w3 mm  1-43,  OTIMYAOLIWICS  TeM,  4TO
MHEONPOIH(epaTHBHOE PACCTPONCTBO MPENCTABIISIET COO0 NCTHHHYHO TIOJIUIIUTEMHUIQ.
52. Crmoco6 mno gobomy w3 mn.  1-43,  OTIMYAROLIWICS  TeM,  4TO

MHEJONPOTH(EPATHBHOE PACCTPONCTBO MPEACTABIISET COOOM HCCEHIUANTBHYIO TPOMOOILIUTEMHIO.

53. Crnioco6 mo mrobomMy u3 mm. 1-52, OTIUYAOIIHIACS TeM, YTO coequHeHue | BBOAST
MALUEHTY B BUJIE TIEPOPAIbHON TO3UPOBAHHON (POPMBL

54. Crioco6 mo m. 53, OTIUYAIOIIUIACS TeM, YTO TMepopaiibHasi JO3upoBaHHAs Gopma
npesacTaBisieT coO0i Kamncyy.

55. Crioco0 mo m. 54, OTIHYAOIHICS TeM, YTO NepopalibHasl AO3HpPOBaHHAs popma

npescTaBisieT coOoi TabneTKy.
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