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ompezieieHHeM Yuciia GOpMEHHBIX 3IEMEHTOB, BKIIOYAs JIEHKOLMTAPHYIO HOPMY.IY.
Kiageckuii anamus KpOBH, BKITIOYAs JIEHKOIUTAPHYIO GopMyiTy, HEOOXOIMMO BEITONHATE OTHH
pa3 B 2-4 HelleNu IO YCTaHOBJIEHHs CTaOMIBHOrO no3upoBanus J[xakasu. Jlanee Takoi aHanu3
BBINOJIHAIOT NPH HATMYMM KIMHUYECKHX MOoKa3aHui (cM. paszen 4.4. Ocobble ykazaHus U MepbI
NPEAOCTOPOXKHOCTH IPH IPUMEHEHHUH ).

Jdo3upoBanue

HavanbHas no3a

I[Ipu M® y nauuenToB ¢ ucioM TpomboiuTos ot 100 000/Mm* 10 200 000/MM> pexomenTyeMas
HayaJibHas 103a npenapata J[xakaBu coctaisieT 15 Mr Ba pa3a B CyTKH, a y TAIHEHTOB C YUCJIOM
Tpom6omuToB >200 000/Mm? — 20 Mr 1Ba pasa B cyTku. [Ipu UIT pekoMenryeMas HadaabHas 1032
JlxakaBu cocraBiser 10 Mr 1Ba pa3a B CyTKH.

PexomenayemMas HavaibHas Jo3a npenapara JkakaBH IpH OCTPOH M XPOHHMYECKOH peaKiHu
«TpaHcmianTar npotuB xo3suHa» (PTIIX) cocrasmser 10 Mr mepopanbHO ABa pa3a B CYTKH.
[Ipenapat J[xakaBu MOXKHO BKJIFOYATh B CXEMY ITPOJIOJDKAIONIEHCS Tepanul KOPTHKOCTEPOUIaMH
u/ui uHruouTopaMu KanbiuHeBpuHa (MKH).

Her noctaTousoi HH(GOpMAaLHH Il PEKOMEHAlMi B OTHOIIEHUH Ha4albHOM 10351 Y NALlHEHTOB
¢ unciom TpoMGomuToB ot 50 000/Mm® mo <100 000/mMM®. MakcumaibHas peKOMEHAyeMas
HayaJbHas 103a /I JaHHOM KaTeropHH IMIAMeHTOB COCTABIISET 5 MI [1Ba pa3a B CyTKH; THTPOBATh
JI03y Y TAaKUX MAIIHEHTOB CIEAYET ¢ OCTOPOXKHOCTBIO.

KoppekTHpoBKa /1036l

JI03y MOXHO THTPOBATh C y4€TOM 0€30MacHOCTH U 3P (HEKTHBHOCTH.

Muenoghubpos u ucmunnas nonuyumemus

Eciu 9rciio TpoMGoIHTOB cocTapiseT Meree 50 000/Mm® miiu aGCOIIOTHOE YHCIIO0 HEHTPODHIOB
menee 500/mMM>, nedenue npenapatom cieayer npekparuts. [Ipu UII neyenne ciexyer Takxke
npepBath, €CJIM ypoBeHb remorinobomna cocrapnsier menee 80 r/i. Ilocie BoccranoBieHHs
noKazaTesieil aHajnM3a KpPOBH BBINIE YKa3aHHBIX IIPEJEIOB INPUMEHEHHME Mpernapara MOXXHO
BO300HOBMTH B JI03€ 5 MT /IBa pa3a B CYTKH M IOCTENEHHO IOBBIIIATH 103y, OPUEHTUPYSCH HA
pe3yJIbTaThl KIMHMYECKOTO aHAIM3a KPOBH, BKIJIFOYas JIEHKOIUTapHYIO Gopmyy.

[Ipu camxenun uucia tpomboruToB MeHee 100 000/MM> crieyeT paccMOTpeTh BO3MOXKHOCTH
CHIDKEHMs JI03bl TMpemapara, 4ToObl H30eXaTh IpepbiBaHUS TEpaNuk H3-3a pPa3BHTHA
tpomboruronenund. [Ipu UII ciexyer Taxke pacCMOTPETh BO3MOXXHOCTh CHH)KEHHS J103bl IIPH
CHIDKEHHH YPOBHs remorno6una mwke 120 r/m, a mpu ypoBHe remoraobuna Hwke 100 r/n
CHIDKEHHE JI03bl PEKOMEH Iy €eTCs.

Ecnu 3 ¢ekTuBHOCTh TpernapaTa MpU3HAETCA HEJOCTATOYHOM, a MOKa3aTeld aHalu3a KPOBH
HaXOJATCS Ha aZieKBaTHOM YPOBHE, J03y MO)KHO yBEJIMYHMBATh HE Ooliee 4eM Ha 5 M J[Ba pasa B
CYTKH BIUTIOTH 0 MAaKCHMaJIbHOM JIO3bI 25 MT /IBa pa3a B CyTKH.

B TeyeHHe NEPBBIX YETHIPEX HEJIENb TEPAIIHU HE CIIEYET MOBILATh HA4YalIbHYIO 103y Ipenapara,
Jiajiee 103y MOXKHO TOBBIIIATH HE Yallle YeM O/JIMH pa3 B 2 HEJETIH.

MakcumanbHas j03a J[xakaBu cocTaBisieT 25 Mr /1Ba pa3a B CyTKH.

Peakxyus «mpancnianmam npomue X031uHay

VMeHbIIEHHE J103bl U BPEMEHHOE MPEPBhIBAHHE JICYEHHS MOXET MOTPeOOBaThCs MAlMEHTaM C
PTIIX B ciaydae TpOMOOUMTONEHHH, HEHTPOICHHH WM IIOBBIIIEHHOTO YPOBHS OOILIEro
GuTMpyOMHA TOC/E CTAaHAAPTHON BCIIOMOTATENbHOM Tepanuu, BKIOYAIOmEH (akTopsl pocTa,
aHTHOAKTepHAlIbHBIE Tpenaparbl U IepeMBaHuEe KpoBH. PexomeHayercs yMeHbLIaTh 03y Ha
OZIHy BeJMuMHY 10361 (¢ 10 Mr /1Ba pasa B CyTKH JI0 5 MT JIBa pa3a B CyTKH HJIM C 5 MT [jBa pa3a B
CYTKH JI0 5 MI' OJIHH pa3 B CyTKH). Y NaIHEHTOB, Y KOTOPHIX Ha0IIOAaeTCsi HENePEeHOCHMOCTD
npenapara J[)akaBd B 703 5 MI' OJMH pa3 B CYTKH, JIeYeHHe cieayeT npepsarb. [logpoOHbie
PEKOMEH/IALUH 110 PEXXHUMY AO3UPOBAHHS JaHbI B Tabauue 1.
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Ta6auna 1. PexoMeHIALMH MO PEXHMY [A03HPOBAHMS Npenapata’ PyKCOJMTHHHO npH
nposeaenun Jedenus no nosoxy PTIIX y nmanmeHToB ¢ TpPOMOOUHTOTIEHHEH,
HeHTponeHuneil NN NOBLINIEHHbIM YPOBHEM 00mero 6uinpyonna

JlabopaTopHblii mokasareib

PexomeHaanuu no J03HPOBAHHIO

Yucno TpoMOboUTOB
<20 000/mm*

Cnenyer yMeHBIIMTH 103y npenapara J[kakaBh Ha OJHY
BEJIMYMHY 1036l ECIM 9HCIO TPOMOOLMTOB COCTaBISIET
>20 000/mm® Ha OPOTSHKEHUH 7  JHEH, 103y MOXHO
YBEJIMYUTH [0 HA4YaIbHOTO YPOBHs, B IPOTHBHOM Clly4ae
npenapar clieyeT NpoJ0oJDKaTh IPUMEHATh B YMEHBIIEHHOH
J03€.

Yucno TpoMOOIIUTOB
<15 000/mm?

[Tpuem npenapata [[)kakaBu ciieyeT IPEKpaTHTh 10 TEX MOp,
I10Ka YUCII0 TPOMOOLUTOB HE AOCTUTHET >20 000/mMM°, 3aTeM
BO300HOBHTH B JI03€, YMEHBIICHHOH Ha OJIHY BEJIMYUHY JIO3bI.

AOCOJIFOTHOE YHUCIIO
Heirpoduinos (AYH) ot
>500/mm> 0 <750/mMm>

Crnenyer yMeHBIINTH 103y npenaparta JkakaBu Ha OJHY
BEIMUMHY J03bl. Tepamuio ciemyeT BO30OHOBUTHL B
HavaibHOM Ho3e, eciii AYH cocrasnser >1 000/vM°.

AOCOIIOTHOE YHUCIIO
Heitrpoduos <500/mm>

ITpuem npenapara [xakaBu ciieyeT IpeEKpaTHTh 10 TEX MOP,
noka AUH ue mocrurrer >500/MM>, 3aTeM BO30GHOBHTH B
7103€, YMEHBIIEHHONW Ha ofHy BenuuuHy 103kl Ecmm AYH
cocramser > 1000/MM®, npuem mpenmapara MOXHO
B0O300HOBHUTH B HAYAJILHOH J03€.

[ToBbIIeHHe 001IIETO
OunupybuHa, He CBA3aHHOE C
PTIIX (orcyrcrBue PTIIX co
CTOPOHBI IEYEHH )

ot >3,0 no 5,0 x BepxHero mpezaena HopMmsl (BIIH): mpuem
npenapata JDkakaBu cnelyeT IpoJoDKaTh B JI03€,
YMEHBIIEHHOH Ha OJHY BEIMYHMHY J03bl, 10 NOCTHXXCHHSA
nokasarens <3,0 x BITH.

ot 5,0 no 10,0 x BITH: npuem npenapara /[>xakaBu cieayet
npepBaTth Ha CpPOK A0 14 nHel, moka ypoBeHb OOIIEro
owmpyonmna He coctaBut <3,0 x BIIH. Ecmu yposens
obmero Owmmupybuna cocraaser <3,0 x BIIH, mnpuem
npenapara MOXHO BO300OHOBUTH B TeKymied no3e. Eciu mo
npourectBuu 14 queit nmokasarens He nocturaet <3,0 x BITH,
Tepanuio clieJyeT BO30OHOBUTH B J103€, YMEHBIIEHHOH Ha
OJIHY BEJIMYUHY JO03bIL.

>10,0 x BITH: npuem npenapata J[XakaBu IpepbIBarOT 10
TEX Mop, moka obmuit Gunupyoun ve nocturser <3,0 x BITH,
3aTeM BO300HOBISIOT B [103€, YMEHBIICHHOH Ha OJHY
BEJIMYUHY J03bI.

[ToBeimienue obmero
OunmupyOuHa, CBSI3aHHOE C
PTIIX (PTIIX co cropoHsI
TEYECHH)

>3,0x BIIH: mnpuem mnpemapara JIxakaBu cieayer
MPOJIOJDKATE B 103€, YMEHBIICHHOHN Ha OZIHY BETHYHHY JI03bI,

moKa ypoBeHb oOmero OunupyOMHA HE  COCTaBUT
<3,0 x BIIH.

KoppekTHpoBKa /1035l IPH COMYTCTBYIOIIEM IPUMEHEHUH CHIbHBIX HHIHOUTOpOoB CYP3A4 nin
0sounwix unzubumopos CYP2C9/3A44

[Ipy omHOBpeMEHHOM mpvMeHeHHH J[KakaBM B KOMOWHAIMH C CHJbHBIMH HMHTHOMTOpaMH
CYP3A4 umu npenaparamu, MHruGupyomumu ogHoBpemenHo pepmentl CYP2C9 u CYP3A4
(Hanp., ¢aykonason), pasoBble 103bl J[XKakaBu, NPUHMMAaeMbIE [IBa pa3a B CYTKH, CIEIYeT
YMEHBIIUTHL npuMepHo Ha 50%. Cremyer u3berath 0JHOBPEMEHHOTo NpuMeHeHHs JIKakaBu U
¢nykonazona B mo3e Gonee 200 mMr B cytku (cMm. paszgen 4.5. B3aumonencrTBue ¢ IpyruMu
JIeKapCTBEHHBIMH MpenapaTaMy U IpyTHe BHJbI B3aUMOICHCTBHS).

ctp. 3 u3 35

22.03.2023 CDS 2021-01-12, EU SmPC



Jlxakasu® — TekCT 0OLIEl XapaKTEpUCTHKHM JIEKapcTBEHHOro npenapara (OXJII) \ BY

[lpn onHOBpeMEHHOM NpUMEHEHWH CHIbHBIX HHrHOMTOpoB CYP3A4:. mum, Ipenaparos,
unrubupyronmx oarospemento Gepmentsr CYP2C9 u CYP3A4, pexomenopan’ 6onee sacThbii
KOHTpOJb (HampuMmep, JBa paza B HEEII0) IeMaTOJIOTMYECKUX MOKa3aTeNlei, KIMHHYECKUX
NPU3HAKOB U CHMIITOMOB HEXEJIAaTeIbHBIX PEaKIUii, CBI3aHHBIX ¢ pueMoM JKakaBy.

Oco0ble rpynnsi NalHEeHTOB

Hapywenue ¢hynkyuu novex

VY DanveHTOB C TMOYEYHOH HEIOCTATOYHOCTHIO JIETKOW W CpeJHEH CTENEeHH TSHKECTH HeT
HEOOXO0UMOCTH KOPPEKIUH 103BI.

VY mnaunuertoB ¢ M® npu TsDKEJIOM HapylmIeHUW (QYHKIHH 1O4YeK (KIMPEHC KpeaTHHHHA MEHee
30 MJI/MHH) pEKOMEHAYEeMYI0 Ha4albHYIO 03y, PacCUMTaHHYIO B 3aBHCHUMOCTH OT 4YHCIa
TPOMOOLIUTOB, CJIEAYET CHU3UTh IpUMEPHO Ha 50% U IPUHUMATB 1Ba pa3a B CyTKH. Y MAlMEHTOB
¢ UIT u PTIIX npu TsHkenoM HapylleHWH (QYHKIMHM IOYEK PEKOMEHJyeMas HadaibHas /1033
COCTaBIsET 5 Mr aBa pa3a B CyTKH. l[lallMeHTBI OODKHBI HAXOJUThCS MOJ THIATEILHBIM
HaOJIIOIEHMEM B OTHOILIEHHH 0€30MacHOCTH M 3 (HEeKTHBHOCTH Tepanuu npenapatoM JDxakasu.
JlauHble 1S ONpe/esieHrs] HAaHTy4IIero BapuanTa A03MpOBaHMsl y IIAMEHTOB C TEPMHUHAIbHOM
cramueii moyeynou Hepocraroynoctd (TCITH), Haxoasmuxcs Ha reMoavau3e, OrpaHUYCHBI.
CornacHo uMeromencs WHGOpMALMH JUIS JIAHHOW TpyNIbl NAMEHTOB, HAvyalbHas Jio3a y
nanuerToB ¢ M® npu TCITH, Haxoadmuxcs Ha reMoIMain3e, MPHHUMAETCS OZJHOKPATHO 110CIIE
OKOHYAHHS KaXJIOTO CeaHca Juanu3a (TOJNBKO B JI€Hb IPOBEICHHUS IUATN3a) U COCTABIAET 15 Mr
win 20 Mr. OtHOKpaTHas 703a 15 M peKOMEH/YeTCs 1Sl MTAlMeHTOB ¢ YHCIIOM TPOMOOUHUTOB OT
100 000/mMM® mo 200 000/mMm>, a onHokpatHas go3a 20 Mr — JUIS NAIMEHTOB C YMCIIOM
TpomGommToB >200 000/mMm’. Tlocnenyromue 10356l NpenapaTta NPUHMMAIOTCS OJMH pa3 B JICHb
cpa3sy mociie OKOHYaHHs CeaHca FeMOIMaIn3a ¥ TOJbKO B JICHb MPOBEJICHHS MalH3a.
[TauuenTam ¢ UIT npu TCITH, HaxoAsmumes Ha reMOAHAN3€, PEKOMEH/TyeTCs TPMHAMATh 10 Mr
JKakaBy OJHOKPATHO I0CJIE OKOHYAHUS KaX/Oro ceaHca Juajin3a (TOJNbKO B [ICHb IPOBE/ICHUS
nuanmsa). PekoMeH1aluy OCHOBAHBI Ha JTaHHBIX MOJICIMPOBAHHS, M JIO0O0E H3MEHEHHE 03Bl IPH
TCITH 10IDKHO COMPOBOXK/IATHCS TIIATEILHBIM KOHTpoIeM Ge3onacHocTH U addexruBHOCTH. Het
JAHHBIX O JI03MPOBAHUHM y ALMEHTOB HA EPHTOHEATHHOM JMAJIW3€ WM HA HENPEPhIBHOH BEHO-
BEHO3HOM reMopHuIbTpalHy (CM. paszen 5.2).

Jaunsle nis nauentos ¢ PTIIX va ¢pone TIIH orcyTeTBytoT.

Hapywenue ¢hynkyuu nevenu

V naruenToB ¢ M® npu HapyImeHud GpyHKIHH Te4eHH TI000H CTENEHH TSDKECTH PEKOMEHTyeMYIO
HaYaJbHYIO 03y, PaCCYMTAHHYIO B 3aBHCHMOCTH OT 4YHC/ia TPOMOOLMTOB, CIEIYeT CHHU3HUTh
npuMepHoO Ha 50% ¥ IpUHUMATH jBa pa3a B cyTKH. [locienyiomue 10361 HOJDKHBI ITOAOHPaTHCS
[0 pe3yNbTaTaM TIIATELHOTO KOHTPOIs GesonacHocTd H adpdextuHOCTA. [Us nanuentos ¢ MII
pexoMeHTyeMasi HadasibHasi 1033 COCTaBIIAET 5 M J1Ba pa3a B CyTKH. ECITH y NalMEHTOB BBIABJIAIOT
HapymeHus GyHKIUU nedeHn Ha GoHe Tepannn Jkakasu, HEOOXOUMO IOBTOPSTH Pa3BEPHYTHIH
aHAIM3 KPOBHM, BKIIOUas JeMKOUMTAapHYyIO (opmyiy, He pexe | pasa B 1-2 Hexenu B TeyeHHe
TIepBBIX 6 HeJEeNb N0C/Ie Hayasa Tepanuu JIkakaBH, a 3aTeM py CTabHIIH3alHH (YHKIUH TIEYEHH
¥ HOpMaJTH3aI[MK TI0Ka3aTeNieil KpOBU MPOBOIUTH KOHTPOIIb 10 KIMHMYECKAM NOKa3aHUsM. Jlo3y
JkakaBd MOXXHO THTPOBATH C LIETbIO CHUKEHHS PHCKA LIUTOIICHHH.

JU1st TALMEHTOB ¢ HapylIeHHeM QYHKIHHU IIeYEeHH JIETKOH, YMEPEHHOH WK TSDKEJIOH CTENEHH, He
cessannbM ¢ PTIIX, HayanpHYIO 103y PYKCOMMTHHHOa cleayeT yMmeHbIMTh Ha 50% (cm.
paszen 5.2).

VY nanueHToB ¢ mopaxenueM nedeHu BcieactBue PTITIX u moBelmieHHMeM ypoBHs 0OIIEro
6unupy6uHa 10 nokasareseii >3 x BITH Tpebyetcs 6osiee 4acTHBIA KOHTPOJIb IIOKa3aTeNeil KpOBH
Ha [IPEMET TOKCHYHOCTH, a TAKXKE PEKOMEH/TyeTCsl CHUIKEHHE JI03bI Ha OJIHY BEJIMYHHY JI03bL.
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Ioxcunvie nayuenmot (65 1em u cmapute)
Y NOXHIIBIX MAUEHTOB AOTOIHUTENEHON KOPPEKTHPOBKH 10351 HE TPEOYeETCSL.

Jlemu
SddexTuBHOCTS M Ge3onacHocTs [Pkakasu npu nedennu netei ¢ M@ n MII B Bo3pacte 110 18 ner
HE YCTAaHOBJIEHA, JAHHBIE OTCYTCTBYIOT (CM. paszen 5.1).

V NauMeHTOB AETCKOro Bodpacta (B Bospacte ot 12 set) ¢ PTIIX 6e3onmacHoCTs M 3 peKTHBHOCTD
npenapara JKakaBH TOATBEPX/IAETCS NAHHBIM PaHIOMH3MpOBaHHBIX Hccinenosanuil I daser
REACH2 u REACH3. V narmenTtoB aerckoro Bo3pacta (ot 12 net) ¢ PTIIX npenapar JDxakasu
IIPHMEHSIETCS B TOH Xe 7103€, 9TO U y B3pocbiX. besomacHocTs # 3 GpeKTHBHOCTB I€KapCTBEHHOTO
npenapara /[xakaBy y jeTeii B Bo3pacTe Miazmie 12 1eT He yCTaHOBIICHBI.

IIpekpamenne JieyeHHs

Jleuenne M@ u UIT MOXHO MPOAOIDKATE A0 TEX MOP, OKA COOTHOLICHHE I10JIb3a-PUCK OCTACTCH
MOJI0XUTENbHBIM. OJIHAKO JIeYeHHE MpenapaToM CJeAyeT IPEeKpaTHTh, €ClH 4epe3 6 MecsueB
TEpalMU HE MPOMCXOJUT YMEHBIICHHE pPa3MEPOB CEJE3CHKH WIIM HE HACTYNaeT yIy4IICHHS
CHUMITTOMATHKH 10 CPAaBHEHHUIO C HAYaJIOM TEpaluH.

V nanueHToB, MPOJAEMOHCTPUPOBABIIMX OMNPEJCICHHOE KIMHMYECKOE YIY4IICHHE, TEpalHio
PYKCOJIMTHHHOOM PEKOMEH/IyeTCSl OTMEHHTD, €CJTH Y HUX COXPAHSETCS yBETMYECHUE NPOOJIBHOIO
pasmepa cene3eHkd Ha 40% B CpaBHEHUH € UCXOHBIM Pa3MEPOM (YTO MPUMEPHO COOTBETCTBYET
yBeJIMYeHHI0O oObeMa cene3eHKH Ha 25%) W HET JalbHEHIIEro 3aMEeTHOrO YIy4IICHHS
CHMIITOMATHKH 3a00JIeBaHHS.

[Tpu PTIIX cumxenue 10361 npenapata J[kakaBu MOXHO paCCMOTPETH U IAITACHTOB C OTBETOM
Ha JIEYEHHE TIOC)IE OTMEHBI KOPTHKOCTEPOHI0B. PexoMeHayeTcss yMEHbILEHHE 103kl NIpenapara
Jlxakasu Ha 50% kaxble 1Ba Mecsua. Ecii nocie cHUKeHUs 1035l npenapara JkakaBi BHOBb
nosBJIsAI0TCs npu3Hakd Wi cumntombl PTIIX, nomyckaercs MOBTOPHOE YBETHYCHHE O3Bl
npemnapara.

Cnocod npumeHneHHust

JI)xakaBu MPHUHUMAETCS BHYTPb KaK BO BpeMs €/1bl, TaK M BHE NPUEMA MTHIIIH.

IIpomyck ouepeHOM 0361 Ipenapara He CIIeyeT KOMIIEHCHPOBATh MPHEMOM JOMOIHHATEILHOMN
JI03b1, CIIEAYIOIIYIO 103y HEOOXOIMMO NMIPHUHATH COIJIACHO PEXUMY Ha3HAYCHHUS.

4.3 IIporuBonoka3zanus

[loBbIIEHHAs  YyBCTBHMTENLHOCTh K  JEHCTBYIONIEMY  BEIIECTBY HIM  KaKMM-TU00
BCIIOMOT'aTeNIbHBIM BEleCTBaM, yka3aHHbIM B paszaene 6.1.

[IpumeHeHue B epro OEPEMEHHOCTH U IPYAHOTO BCKapMIIMBaHHS.

44  OcoOble ykazaHus M Mepbl IPeJ0CTOPOKHOCTH NPH NPHMEHEHHH

CHudiceHue yucia hopmeHHbIX 1eMEeHMO8 KPOGU

JKakaBH MOXET BBI3BaTh I'E€MATOJIOTHYECKHE HEXENATElbHbIE PEaKkluH, BKIOYas
TPOMOOIMTONIEHHIO, AHEMHIO M HEWTpOTeHH!O. [Tepe1 HadaoM Tepanui He0OXO0IMMO BBIIIOIHUTD
pa3BepHYTHIM OOmMN aHamM3 KpoBH (yKa3aHHS O 4YacTOTe IMPOBEJEHHMS KOHTPOJBHBIX
MCCIIeI0BAHMM TIPEICTaBIIeHbl B pasziene 4.2. Pe)xuM 103UpoBaHHA U CIIOCOO NPUMEHEHHUS).
Bbu10 0TMEYEHO, 9TO y mamueHToB ¢ M® ¢ HU3KUM YHCIOM TPOMOOLMTOB Ha MOMEHT Havaja
teparuu (<200 000/mMm*) uMeeTcs GoJblas BEPOSTHOCTh PA3BUTHA TPOMOOIMTONEHHH B XOJ€
CaMoro JICYECHHS.

B GoNbIIMHCTBE CiIydaeB TpoMOoLMTONeH s Obuta 06paTHMOM U 0OBIYHO KyMpOBalach MyTeM
CHIDKEHHS JI03b] MM BpeMeHHOM oT™MeHb! [[xakaBu. TeM He MeHee, 110 KITMHMYECKHM IOKa3aHUAM
MOXET BO3HHKHYTh HEOOXOJMMOCTh TEpelHBAHMS TPOMOOLHMTAPHOH Macchl (cM. paspen 4.2.
PexxuM 103MpOBaHus U coco6 npuMeHenust U paszien 4.8. HexenatenbHble peakiiuy).
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[TanmenTaMm, y KOTOPBHIX pa3sBHJIach aHEMHs, MOXET IOTPeOOBATHCH MPOBEICHUE TEPETUBAHUS
kpoBH. Taroke UIst MAIUEHTOB, Y KOTOPBIX Pa3BHIIaCh AHEMHUS, MOXKHO PACCMOTPETh BO3MOKHOCTh
M3MEHEHMs J103bI penapaTa WK NepepbiBa B JICYUEHHH.

[lanuenTsl ¢ ypoBHeM remorno6una Hike 100 1/ B Havasie TeyeHust UMEroT 6oJiee BHICOKHI pUCK
CHMDKEHHsI YPOBHs reMornobuna Hwke 80 r/m B Xoze JIe4eHHus 10 CPaBHEHHIO C MAIlMEHTAMH C
Oosiee BBICOKMM HCXOJHBIM ypoBHeM remoriiobuna (79,3% mo cpasuenuio ¢ 30,1%). Js
NalMEHTOB C HCXOAHBIM ypoBHeM Hmxke 100 r/m pexomenayercs Oonee 4acThlif KOHTPOJIb
reMaToJIOTHYECKHX IapaMeTpOB W KJIMHHYECKHX TIPOSBJICHHH HEXENaTebHBIX pPeaKIHid,
CBSI3aHHBIX C IPUMEHEHHEM Tpenapara J[xakaBu.

Heitrponenus (abcomoTHoe uucio Heiitpopunos (AUH) <500/mMM*) B 11e1oM MMena o6paTHMBbIit
XapakTep M KyIHpOBaIach IPU BpEMEHHOM IpeKpalieHuy npuMeHenus JxakaBu (cM. pazzen 4.2.
Pexxum o3upoBanus U criocod npuMeHeHHs H pasnen 4.8. HexxenatenbHble peakiiuu).

[Ipy HaTMYHK KIIMHUYECKUX ITOKa3aHUui He0OX0AMMO KOHTPOIMPOBATh PE3YIbTaThl PA3BEPHYTOIO
aHaJIM3a KPOBH H, IPH HEOOXOIMMOCTH, KOPPEKTHPOBATh 03y npenapara (cM. paszaen 4.2. Pexum
JI03UPOBaHKS M CrIoco0 mpuMeHeHus u paszen 4.8. HexenarenbHble peakuuy).

Hugpexyuu

Cepbe3Hble  OakTepHalibHble, MHKOOAKTEpHAIbHBIE, TPHOKOBBIE, BHUPYCHBIE M JpYrue
ONMOPTYHHUCTHYECKHE HMHOEKIMH MMEIH MECTO y MalMeHTOB, NpuMHMMaBIMX J[DxakaBu. Y
AlMEHTOB HEOOXOJMMO OIIEHHBATh PHUCK Pa3BUTHUsS Cepbe3HbIX WHGpekuui. Bpaum nomkHBI
TINATENBHO HAOJI0AATh 32 MAUEHTaMH, IPUHUMAIOIUMHK J)kakaBH, U BISBIATE CHMITOMATUKY
HH(DEKIMIM, 0 MOBOLY KOTOPHIX HEOOXOIMMO HE3aMEUIMTENIbHO HAUYMHATH COOTBETCTBYIOIIEE
JIeYEHHE.

Umerorcs coobmenus o Tybepkynese y manueHToB, npuHumaBmux JDxakasu. Ilepen navanom
JICYEHHUs, TAMEHTHI JO0JDKHBI ObITh 00CIEIOBaHbI Ha HAJMYUE AKTHBHOIO HJIH HEAKTHBHOIO
(«1aTeHTHOro») TyOepKyJie3a B COOTBETCTBUH C MECTHBIMH PEKOMEHAAIMAMH. DTO 00C/IeI0BaHHE
MOXET BKJIKOYATh M3YYCHHE HCTOPHUH OOJIE3HH, BO3MOXKHBIX MPEIMIECTBYIOIMX KOHTAKTOB C
HOCHTENSIMH TyOepKyJie3a W/HMIM COOTBETCTBYIOIIMHM CKPHHHHI, HalpHMEP, IIOCPEACTBOM
¢mooporpadun, TyOepKyITHHOBOW HpOOBI MJIM aHAIM3a, OCHOBAHHOIO HA BBICBOOOXIEHHH
raMMa-uHTep()EepOHa, B 3aBUCHMOCTH OT 00cTosATeNbCTB. HasHavaronmue ne4eHne CrenuaiTnCThl
JOJDKHBI TIOMHHTBH O PHCKE JIOKHBIX OTPHIATEIBHBIX PE3YJIBTaTOB TYOEPKYJIMHOBOH KOXHON
1po0kI, 0COOEHHO Y MAIHEHTOB, KOTOPBIE TSHKENIO OOJILHBI MJIM HMEIOT OC/Ia0JIEHHBIA KIMMYHHTET.
V nauueHToB ¢ XpoHu4eckoi nHpekuueit Bupycom renartuta B (BI'B), npunumasmux Jhkakasy,
coobmanock 06 yBenuueHuH BHpycHOM Harpy3ku (tutpa JIHK BI'B), yro B psme ciydaes
conpoBoxknanocs yBenuuenueM AJIT m ACT. Biusuue JIkxakaBu Ha DEIUIMKAlMIO BHpyca y
MALUEHTOB ¢ XpoHuueckoi nHpekuueir BI'B nHensBecTHo. Takux NanMeHTOB ClieyeT JEYUTh U
Ha0JII0IaTh COTJIACHO KJIMHUYECKUM PEKOMEHJALIUAM.

Onosceiearowuu 2epnec
Bpaun [0/DKHBI paccka3aTh NAMEHTaM O PaHHUX CHUMITOMAax Ppa3sBUTHs OIOSCHIBAIOIIETO
repreca, Iipd KOTOPOM HEOOXOIMMO KaK MOXKHO paHee 0OpaTHThCS 3a JIeYeOHOM MOMOLIBIO.

IIpozpeccuenas mynromugoxanvHasn reukodnyegpanonamus

HMeroTcs coobuienns o mporpeccuBHoi MynbTr(okanbHoN nelkosnuedanonatuu (IIMJI) npu
JeYeHudn pykcosuTHHHOOM. HeoOxoauMa HAaCTOPOXXEHHOCTh Bpaded B OTHOLICHUH
HENPONCHXUATPHIECKAX CHMIITOMOB, KOTOpbIE MOTYT yKa3biBaTh Ha [IMJI. Eciu nogo3spesaetcs
[IMJI, nanbHeliniee N03MPOBAHKE JOJDKHO OBITH MPEKpaIleHo 10 Tex nop, noka [IMJI we Oyner
UCKITIOYEH.

Hemenanomnuiu pax xoxcu

Umerotcss cooOmienuss o pa3sBUTHH HemenaHomHoro paka koxu (HMPK), Bkmodas
0a3aIbHOKJIETOYHBIH paK, IUIOCKOKJIETOYHBIH paKk M KapiuHOMY Mepkeins, y NalUeHTOB,
npuHuMaBmuxX JIxakaBu. Y OosbmmHcTBa nanueHToB ¢ M® u UII B anmamuese Obuio
NPOAOJDKUTENBHOE JIEYEHHE THAPOKCMMOYEBUHONW M Hamuuue npeamectByromero HMPK unm
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IIPEPAKOBBIX MOpaXeHHi koxu. He GBbUIO yCTAaHOBIICHO NPHYMHHO-CHEACTBEHHOM CBA3M (C
PYKCOMMTHHMOOM. VY TANMEeHTOB B TIpyNNe IOBBILNCHHOrO pHCKa pasBUTHS paka KOXH
PEKOMEH/TyeTCsl TIEPHOIHYECKOE 00CIIEI0BAHUE KOXKHBIX TOKPOBOB.

Jlunuounwvie anomanuu/>neeayuu

Jleyenne JDkakaBd ObUIO CBSA3aHO C YBEJMYEHHEM [APaMETPOB JIMIIHOB, BKITIOYas OOMMiA
XOJIeCTEPHH, NUMonpoTer bl Beicokoii miotHocTH (JITIBII), nunonpoTtenabl HU3KOH IIOTHOCTH
(JITTHIT) u Tpurnuuepuasl. PekoMeHayeTcss MOHMTOPHMHT JIMIIKAAOB U JICYCHUE NUCITUIHICMHA B
COOTBETCTBHH C KIMHHYECKUMHU PEKOMEHIALUSAMH.

Oco0»ble rpynnsl NanHeHTOB

Hapywenue ¢ynxyuu novex

JUisi TeyeHus MALMEHTOB C THKEIBIM HapylleHHeM (YHKIMM MOYeK HavanbHas Jo3a Jhkakasu
JIOJDKHA OBITh yMEHbIIIEHA. Y NAllMEHTOB C TEPMUHAIBHOM CTaJUEH I0YE€YHOM HEIOCTATOYHOCTH,
HAXONSIIMXCH Ha NWaiM3e, HavalbHas no3a npH jedyeHHMH M@ nomkHa pacCUdTHIBATHCH B
3aBUCUMOCTH OT YMCj1a TPOMOONHUTOB, a 1pu Jjedennn VI HavanbHas no3a cocrasiser 10 mMr B
omuH npueM. [locnemyromue 10361 CleayeT NMPUHUMATh TOJBKO B JHHM I'€MOJHAHM3a IOCIEe
Ka)XJI0r0 ceaHca auaiu3a. JlanpHeiue KOppeKTHPOBKH 103 JOJDKHEI OCHOBBIBAThCS HA IAHHBIX
0 6e3omacHocTH U >ddexTuBHOCTH mpenapara (cM. paszen 4.2. PexuM n0o3upoBaHHA H CIOCOO
NpUMEHEHus U paszen 5.2. @apMakOKHHETHYECKHE CBOMCTBA).

Hapywenue ¢ynxkyuu nevenu

s nedenus nanuentoB npu M® u UII ¢ HapymeHuneM (yHKIMH NEYEHHM HadajlbHas 1032
JlxakaBu MODKHA OBITH YMeHbIIeHA. [labHele KOPPEKTHPOBKH 03 JODKHBI OCHOBBIBATHCS
Ha JaHHbIX O Oe3omacHocTH M 3(dextuBHOocTH mpenapata. I[lpu PTIIX y mnmanmentoB ¢
HapylmeHueM QYHKIMH nedyeHu, He cBa3anHbM ¢ PTIIX, nauansHas mo3a npenapata JDkakasu
JOJDKHA OBITh YMeHbIIeHa mpuOm3uTensHo Ha 50% (cM. paznen 4.2. PexuMm 103MpOBaHHS U
criocob npuMeHeHus U paszen 5.2. DapMakOKMHETHYECKHE CBONWCTBA).

Bzaumooeucmeus

Eciu JIxakaBu He0OXOAMMO HA3HAYUTh COBMECTHO ¢ CHIbHbIMH UHIUuOUTOpaMu CYP3A4 mim ¢
npenapaTamu, WHrHOMpyommMu oxHoBpemenHo ¢epmentet CYP2C9 u CYP3A4 (mamp.,
¢bnykonason), no3y JkakaBu HEOOXOAUMO CHH3UTH nmpuMepHo Ha 50% (uHdopmarus o yacToTe
KOHTPOJIbHBIX HCCJIEIOBAaHUIN Mpe/cTaBlieHa B pasznene 4.2. Pexxum no3upoBaHMe M CHOCOO
npuMeHeHHus W paszaene 4.5. B3aumoneicTBHE ¢ OPYrHMH JIEKapCTBEHHBIMHM IIpenaparamH H
JIpyTUe BU/IbI B3aUMOJCHCTBHS).

phexmvr ommenwt npenapama

[Tocne nepepsiBa B npueme J[akaBu WIX OTMEHBI IIpeNapaTa CHMITOMBI MHEN0(HOpO3a MOTYT
BO300OHOBHUTHLCS B TeYEHHE NMPUMEPHO oaHOM Henenu. Cpenu ManMeHTOB, PEPBABIIMX IPHEM
npenapara J[»akaBu, HaOIIOJAIMCh CITydad pa3sBUTHS 0OOJiee TSDKENbIX MPOSBIEHHH, 0COOEHHO
IPH HATHYHH OCTPBIX CONMYTCTBYIONIMX 3a0oneBanuii. He ycraHOBIEHO, CIOCOOCTBYET 1M PE3KOE
npekpanieHie npueMa npenapara J[xakaBu pa3BUTHIO dTHX sBieHHH. Kpome ciydaes, kornaa
HE00XO0IMMO pe3Koe IpeKpalleHHe IPUMEHEHHUS [Ipernapara, cle/lyeT pacCMOTPETh BO3MOXHOCTb
IOCTEINIEHHOTO CHIDKEHHS J03blI J[)KakaBH, XOTS IOJb3a IOCTENIEHHOTO CHMXKEHHs J03bl HE
JI0Ka3aHa.

Bcnomozamenvuvie eewecmea

ﬂ)KaKaBI/I COJZICPXXHUT JIAKTO3Y. [TanmeHTam ¢ TaKUMHU PE€AKHMH HACJIEACTBEHHbIMH 3a00JIeBaHUAMH,
KaK HEMEPEHOCHUMOCTD I'aJIaKTO3bI, ,IIC(bI/II_II/IT JIaKTa3bl HITH Maﬂba600p6um{ IIFOKO3bI-raJIaKTO3bI,
HE CIICAYCT NIPUHUMATD 3TO JICKAPCTBEHHOE CPEACTBO.

4.5 BzaumojgeiicTBHEe ¢ APYrHMH JIeKADCTBEHHBIMHM NpeNapaTaMHd M /Jpyrue BHIbI
B3aHMOJeHCTBHSA
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W3ydenue B3auMoeHCTBUI IPOBOIUIIOCH TOJIBKO CPeIH B3POCIIbIX HALHEHTORB.

PykconuTuHuG BEIBOIUTCS MOCPEACTBOM HEMOYKH META00THYECKIX PeaK iiit; KaTaau3aTtopaMH B
kotopeix sBisoTcs pepmentsl CYP3A4 u CYP2C9. [lostomy sekapcTBEHHBIE CpE/ICTBa,
crniocoOHblE HMHIHOMpPOBaTH OTH (PEPMEHTHl, MOTYyT MpPUBECTH K YCWIeHHIO 3(p¢exra
Pykconutunuba.

B3auMoaeiicTBHs, NOCTYKHBIIHE NPHYHHON YMeHbIICHH 10351 Npenapara

Cuipnble uaruouropsl CYP3A4: V 3700poBBIX JIMI, NPUHHMABIIMX KETOKOHA30J (CHIIbHBIH
uaruduTop CYP3A4) B no3e 200 Mr Ba pa3a B CyTKH Ha IMPOTSDKEHHH YETBIPEX JHEH, MIomaib
MO/l KPUBOM 3aBUCUMOCTH KoOHIeHTpauuu oT BpeMeHH (AUC) pykconuTuHmMOa Bo3pacraia
npumepHo Ha 91%, a mepuo MoyBBIBEAEHUS BO3pacTal IpuMepHoO ¢ 3,7 yacoB 110 6,0 9acos.
ITpu npumeHennn J[xakaBu B COYETaHWH ¢ CHiIbHbIMH HMHrubutopamu CYP3A4 cymmaphyio
CYTOYHYIO 103y J[)kakaBH HEOOXOIMUMO CHIDKATh TpuMepHO Ha 50%.

[TauueHTsl JIOJDKHBI HAXOMUTHCS MMOJ TINATEIbHBIM HAOJIOJIEHHMEM Ha MPEAMET DPa3BHUTHS
HEUTPONEHUH, a J03bI MperapaTa MOBBILATh C Yy4eToM 3(deKTHBHOCTH M 6€30MacHOCTH (CM.
pazaen 4.2. PexxuM 103UpoBaHKE H CIOCOO IPHUMEHEHHS).

JIpyrue B3auMo/ieiicTBHs, KOTOpblie HE00X0AUMO YYHTBIBATH

Cnabbie win yMmepenHbie HHrHOMTOPE! akTHBHOCTH CYP3A4: V 310pOBBIX JIMII, I10JIYYarOIIUX
SPUTPOMHIIMH, KOTOPBIH SBIISETCS yMEepeHHBIM HHruOuTOopoM aktuBHocTH CYP3A4, B nose 500
MT JIBa pa3a B CyTKH Ha NPOTSKEHHH YeThIpeX NHeH, Habmonanock 27%-Hoe yBenudenne AUC
PYKCOJIUTHHHOA.

IIpy OMHOBpEMEHHOM IIpUMeHeHMH J[KaKaBH C JIETKHMH H YMEPEHHBIMH HHTHOMTOpaMH
axtuBHOCTH CYP3A4 (Hampumep, SpUTPOMUIMHA) HET HEOOXOAUMOCTH KOPPEKTHPOBATH 03y
JxakaBu. Ilpy Hayaje Tepanmuu mpernaparaMi, SBIAIOIMIMMHCS YMEPEHHBIMH HHTHMOMUTOpaMH
aktuBHOcTH CYP3A4, 3a manueHTaMH HEOOXOAMMO OCYLIECTBJISATH THIATEIbHBIM KOHTPOJIb Ha
IpeJIMET Pa3BUTHUS [IUTOIICHUH.

[Ipenapatsl, uHrubupytomme ojxHopemenHo ¢epmentsl CYP2C9 wu CYP3A4 (nmamp..
buykoHa301): Y 310pOBBIX JIHIL, HOTy4aromHX (IyKoHa3011, KOTOPBIA ABJISETCS OHOBPEMEHHBIM
unrubutopom aktuBHocTH CYP2C9 m CYP3A4, B pasooii g03e 400 Mr ¢ mocieayromum
npuemoM 200 Mr OIMH pa3 B CYTKH Ha NpPOTSDKCHHM CeMH NHeH, Habmopnanocs 232%-Hoe
yeemuuenue AUC pykcomutuHuGa. [IpM nNpUMEHEHMH @penapatoB, HHTHOMPYIOIIHX
omuoBpemenno pepmentst CYP2C9 u CYP3A4, crnenyer pacemorpers 5S0% CHHKEHHE /03B
pykcomutunu6a. Cremyer usberath OXHOBpPEMEHHOTO NpuMeHeHus JIkakasu U (iykoHasona B
no3e 6onee 200 Mr B CyTKH.

Unnykropsl CYP3A4: B nauane npumenenus unaykropa CYP3A4 Her HeoOX0aMMOCTH B
KoppekTupoBke 103 Jlxakasu. Eciu Ha pone npumenenns unmykropa CYP3A4 nabmopaercs
cHkeHHe 3G (PEKTHBHOCTH TEPATUK, MOXKHO TIOCTETIEHHO MOBBICUTE 103y JkakaBH.

Y 3/10pOBBIX JIHII, IPUHUMABIIMX prdamiuH (CHIbHbI HHAYKTOp akTHBHOCTH CYP3A4) B no3e
600 Mr oauMH pa3 B CyTKM Ha nporsokenuu gaecstd nHedt, AUC pykconutuHuba mocne ero
OJHOKPATHOTO IpHeMa CHIDKAJICS NpUMEpHO Ha 71%, a mepHo MOJTyBBHIBEJCHHS YMEHbIIAICS
npumepHo ¢ 3,3 dacoB 10 1,7 9acoB. OTHOCHTEILHOE KOJHYECTBO aKTHBHBIX METabOoIUTOB 110
CPaBHEHHIO C HCXOHBIM BEIIECTBOM BO3PacTalIo.

P-IJIMKONPOTEMH M JpyrHe IepeHocywku: [Ipd OIHOBpEMEHHOM IpHMeHeHHH JDxakaBu ¢
BEIIECTBAMM, CIOCOOHBIMH  B3aMMOJICHCTBOBaTh C  P-IIMKONPOTEMHOM W JIPYTHMH
NIEPEHOCYMKAMH, HET HEOOXOMMOCTH KOPPEKTHPOBATh /103y JIXKaKaBu.

IIpoune u3y4eHHbIE B3AaHMOACHCTBHSA

Cy6erparel CYP3A4: UccnenoBanue papMakOKHHETHKH y 30POBBIX JI0OPOBOJIBIIEB MIOKA3aII0,
yro J[KakaBd HE IPOSBIISET KIMHHYECKH 3HAYMMOIO B3aUMOJAEHCTBHA C MHAa30JIaMOM
(cybctpatom CYP3A4).

[lepopaibHble KOHTpanenTuBsl: MccnenoBanue GpapMakOKMHETHKH Y 370POBBIX J10OPOBOJIBIIEB
nokasano, 4ro J[XakaBu He BIUSET Ha ()apMAKOKHHETHKY NEPOPAJIbHBIX KOHTPALENTHBOB,
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COEpIKAIMX ITHHHICTPAIMON 1 JleBoHoprecTpei. [109ToMy He OXKMHAETCH, 910 IPPEKTHBHOCTD
KOHTpAIIENIIMHA C TOMOINBIO 3TOH KOMOHHAIMHM MOXET OBIThCHMKCHA TIPH COBMECTHOM
IPUMEHEHHH C PYKCOTUTHHUOOM.

4.6 @epTHIBLHOCTH, 0ePeMEHHOCTH H JIAKTAIHSA

bBepemennocTn

Pe3ziome pucka

JIOCTOBEpPHBIX M XOpPOIIO KOHTPOJMPYEMBIX HCCIENOBaHUH ¢ npuMeHeHueM JDxakaBu y
OepeMeHHBIX JKEHIIMH He MPOBOIUIOCH. B Xoze uccienoBanuii penpoayKTUBHOCTH Ha KPBICAX U
KPOIMKAaX OBUIM YCTAHOBJIEHbI 3MOPHOTOKCHYHOCTH M (DETOTOKCHYHOCTb, OOYCIIOBICHHbIC
BBEJCHHEM pYKCOJMTHHHOA. B pe3ynbrare NpeHATaTbHOrO BO3ACHCTBHA OTMEYAIUCH POCT
MOCTHMILIAHTAIHOHHOM THOEITH TUI0/IOB Y KPOJIMKOB ¥ CHHXKEHHE MACCHI TeJIa IJI0A0B Y KPOJIHKOB
u kpbic. COracHo IIONIaIHU Mo/ KPUBO# 3aBHCHMOCTH KOHIIEHTpalu# oT BpeMeHHu (AUC), Takue
SABIIEHHS y KPHIC M KPOJIMKOB BO3HHMKAIM NpPH BO3AeUCTBHH, mpubmu3utensHo B 2 u 0,07 pa3s
COOTBETCTBEHHO IPEBBIABIIEM KIMHUYIECKOE BO3/ICHCTBHE, HabMOaeMOe INpU BBEACHHU
MaKCHMAaIBbHON PEKOMEHIYEeMO 03Bl UIs YeloBeKa B 25 Mr J1Ba pa3a B JIEHb.

[Ipumenenune J[akaBu BO BpeMsl OEpEMEHHOCTH IPOTHBONOKa3aHO. [lanueHTKa J0mKHA OBITH
YBEJIOMJIEHA O PHCKE JUIA TJI0/1a, eci J[)kaKkaBu NPHUMEHSAETCS BO BpeMsl OEPEMEHHOCTH HJIH OHa
3abepemeHena B IEpHo/l IpHeMa Ipenapara.

JlaHHbIe, MOJyYEHHBIE B X0/1€ UCCIIEIOBAaHUH HA dKHBOTHBIX

PykconuTHHHO BBOAMIH BHYTPh O€peMEHHBIM CaMKaM KpPbIC M KPOJIMKOB B IEPHO]] OpraHoreHesa
B n03ax 15, 30 wm 60 mr/kr/cyt y kpbic 1 10, 30 wm 60 mr/kr/cyt y xponukoB. IIpuznakos
TEpaTOTeHHOCTH He 0OHapyxeHo. TeM He MeHee, IpH BBEICHUH HAHOONBIIEH 103bl, TOKCHYHOH
JUISl MAaTEPHHCKOTO OpraHu3Ma, B 60 Mr/Kr/cyT y KpbIC OTMEYAIOCh CHHXKEHHE MACChI TeJIa II0/I0B
npubmmsuTensHo Ha 9 %. [pu BBeJEeHMH yKa3aHHOM 103kl mocTuraercs BoszedcTere (AUC),
NpHOJIM3UTENLHO B 2 pa3a MpeBbIIIalolIee KITHHAYECKOE BO3I€HCTBIE, HAOII0aeMO€E IPH TPUEME
MaKCHMaJIbHOW PEeKOMEHIyeMOW 11036l B 25 Mr [Ba pa3a B J€Hb. IIpu BBeJIE€HHHM KpOJIMKaM
HauOOJIbIIEH 103bI, TOKCHYHOM JUIi MaTEPUHCKOrO opranuzma, B 60 MI/KI/CYyT OTMEYalMCh
CHDKEHHE MAacChl TeJla IUI00B NpubaM3uTebHO Ha 8 % U pocT mo3aHei pe3opbuuu. YKazaHHas
7033 MPEBBINACT KIMHMYECKOE BO3JCHCTBHE, HAOMIOZaeMOEe NpH MPHEME MaKCHMAllbHOM
pekoMeHayeMoi 103b1, mpubau3uTensHo B 0,07 pas.

B xo/1e uccneoBanmii MpeHaTaIbHOTO U MOCTHATAIBHOTO Pa3BUTHA OEPEMEHHBIM CAMKaM KpBIC
BBOJIMJIM PYKCOJIATHHHUO B MEPHO OT UMILIAHTALMH JI0 JIaKTalMy B fo3ax 70 30 mr/kr/cyt. [1pu
BBEJCHUH HauOoublneii paccMatpuBaemoit no3el (B 0,3 pa3a mpeBblLABIIEH KIMHHYECKOE
BO3/IeiCTBHE, HAOIIOIaeMoe ITPU pHeMe MaKCUMalIbHOH PEKOMEHIYEMOH 10361 B 25 MT JiBa pasa
B JIeHb) HEONIAronpHATHBIX pe3yJbTaTOB Y MOTOMCTBA B CBSI3H C IIPENApaToM IO MOKa3aTessM
(epTUIBHOCTH, a TaKXKe MoKa3aTeNsIM MaTepUHCKOH U SMOpuodeTanbHON BEDKHBAEMOCTH, POCTa
¥ pa3BUTHS BBIBJICHO HE OBLIO.

I'pyaHoe BckapMianBanue

Pe3tome pucka

HewusBecTHO, 3KCKpeTHpyeTcs Ji J[)kakaBu B rpy/THO€ MOJIOKO Y 4yesioBeKa. J[aHHbIE O BIHUAHHUU
pykconuTHHHOA Ha peOeHKa, HAXOMASAIIErocs Ha IPyJHOM BCKapMJIMBaHUH, JHOO Ha MPOLECC
BBIPA0OTKH MOJIOKA OTCYTCTBYIOT. PyKCOMUTHHHO U (WIK) €ro MeTaboauThl OLICTPO MPOHUKAIIH B
MOJIOKO KOPMSAIIHMX Kphic. B CBfA3M ¢ MOTEHIMANbHBIM Pa3sBUTHEM CEPHE3HBIX HEXeENaTeNbHbIX
ABIIEHHH y TPYAHBIX J€Tel MpH IpueMe npenapara J[xakaBu HEOOXOAMMO NMPHUHATH PEIICHHE O
NpeKpameHuy MO0 rpyAHOr0 BCKapMIMBaHUs, THOO pHeMa Ipenapara ¢ y4€TOM BaKHOCTH €ro
npuMeHeHus s marepd. [Ipu nedenun npenaparoMm JDKakaBH JKEHIIHHAM PEKOMEHIYETCA
BO3/IEPXKaThCs OT IPYHOrO BCKAPMIIMBAHUS.

JlaHHbBIe, TOJYYEHHBIE B X0JIE€ UCCIICIOBAHUN HA )KUBOTHBIX

[Ipy BBeNEHMM KOPMSIMM KpbiCamM OJHOKpAaTHOW 036l B 30 MI/KI KOHLEHTpALHS
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PYKCOJMMTHHHOA B rpyZIHOM MOJIOKE B 13 pa3 nmpeBbllana TakoBYIO B IL1a3Me KPOBH MATEPHHEKO#H
ocobwu.

PenpoayKTHBHBIH NOTEHINAJ Y MY>KYHH M KeHIIHH

Konrtpauenuus

JXKeHIuHBl penpoAYKTHBHOIO BO3pacTa JO/DKHBI OBITh YBEIOMJIEHBI O HeOJaronpHsATHOM
BO3/IEHCTBHM PYKCOJMTHHHOA Ha pa3BHUBAIOLIMICS IUIOJ, YCTAaHOBJIEHHOM B paMKax
UCCIIEIOBAaHWIM Ha J>KWUBOTHBIX. B 1epuoja JedeHus mnpenapatoM JKakaBu IKEHIIHMHBI
pEenpoayKTUBHOTO BO3pacTa, BEAYyLIHE IOJIOBYIO JKH3Hb, JO/DKHBI HCIIOJIB30BaTh CPEACTBA
KOHTpaIeNnuy (METO/BL, IPH IIPUMEHEHHH KOTOPhIX OEPEMEHHOCTh BO3HUKAET B <1 % ciyuaes).
becruone (MHGEPTUIBHOCTD)

B ucclieioBaHMsAX HA )XKMBOTHBIX, BIMSHUN MpenapaTta Ha (pepTUIbHOCTh WM PENPOIYKTHBHYIO
CHCTEMY CaMIIOB M CAaMOK KpBIC HE BBISBIICHO. B mpe- 1 mocTHAaTaJIbHOM HCCIIEJOBAaHHUH HA KphICaxX
PYKCOJIATHHHO TaK)Ke HE OKa3bIBaJl BIMSHUSA Ha (PEPTUIILHOCTL IOTOMCTBA IIEPBOTO MOKOJICHHS.

4.7 BausHHe HA CNOCOOHOCTH YNPABJATH TPAHCIOPTHBIMH CPeJCTBAaMH H paboraTh ¢
MeXaHH3MaMH

JIKakaBH MOXXET BbI3bIBaTh HE3HAYMTEIIbHBINA ceNaTHBHbIA dQdekT. Tem He MeHee mauueHTaMm,
HCIIBITHIBAIONIMM TOJIOBOKPY)KEHHE mocie npuema JDkakaBu, CIeIyeT BO3JIEPKUBATBCS OT
yIIpaBJieHHsl TPAaHCTIOPTHBIMH CPEJICTBAMH M PabOTHI C MEXaHH3MAMH.

4.8 HexenarelbHble peaKIUH
Kpatkoe onucanue npoduias 6€30IacHOCTH

Muenogubpos

Haubosnee 4acTHIMH 3aperMCTPHPOBAHHBIMH HEXENATENIbHBIMU JIEKAPCTBEHHBIMH PEaKIUSIMH
OBLTH TPOMOOIIMTONIEHUS H AaHEMHSL.

[eMaToJOrHYecKHe HeXeNaTelbHble peakiun (Jobas crenedb no O6IMM TEPMUHOIOTHYECKHM
kputepusm  HexenatensHpix  sBiueHuit  [CTCAE]) Bxmowamn amemmio (83,4 %),
tpombouuronenuto (80,5 %) u Hefirponenuto (20,8 %).

AHeMmusi, TPOMOOIIMTOIICHHS U HEHTPOIIEHUS SBJISIOTCA 10303aBUCUMBIMHU PEAKLUIMHU.

Tpu nHauGosee 4acTHIX HETEMATOJNOTHYECKHX HEXEJIATENIbHBIX PEaKIUH BKIIFOYATH IeMaTOMBbI
(33,3 %), apyrue KpoBOTEYECHHUs (HOCOBOE KPOBOTEYEHHE, MOCIICONIEPAIIMOHHOE KPOBOTEYEHHE U
remarypuio) (24,3 %) u ronoBokpyxenue (21,9 %).

Tpu HauboJIee YACTHIX HEreMaTOIOTHYECKUX OTKJIOHEHHS 1ab0paTOPHBIX OKa3aTelei OT HOPMBI,
OIpe/ieICHHbIE Kak He)XeJaTeIbHbIe peaxiuu, BKJTFOYAJTH MOBBIILICHHUE
ananuHamuBOTpaHcdepassl (40,7 %), acmapratammbotpanchepassr (31,5 %) m
rHIepTpUrIunepuneMuro (25,2 %). B kiuanyeckux uccnenopanusx Il ¢aspl, mpoBoauMBbIX ¢
ydacTHeM marueHToB ¢ M®, He HaGMIOAATOCH THIEPTPUITMIEPHAEMHH 3-i WK 4-i CTCIICHH 1O
CTCAE, n1noBblIIIEHHs  acrmapraTaMHHOTpaHc(epasbl MM IOBBIICHHS  aJlaHHH-
amuHoTpaHcdepassl 4-ii crenenn 1o CTCAE uiM runepxosiecTepHHEeMHUH.

B CBA3M C pa3BUTHEM HEXENATENbHBIX SBICHHH, HE3aBUCHMO OT MPHUYMHBI, Ipenapar Obul
otMeHeH y 30,0 % nauueHTos.

Hcemunnasa nonuyumemus
CaMbIMH 9aCTBIMHU 3aperuCTPHpPOBAHHBIMH HEXEIAaTEJIbHBIMHU JIEKAPCTBCHHBIMH PCAKITUAMH ObLTH

aHEeMHs M NOBBILIEHHBIA YPOBEHb alaHMHAMUHOTpaHchepaspl.

[emartosnornyeckue HexenaTenbHble peakuuu (oboit crenenn no CTCAE) Bkmovanu aHeMHIO
(61,8 %), TpombormTonenuio (25,0 %) u Heiirponenuio (5,3%). AHeMus U TPOMOOLMTOIICHUS
3-it wm 4-i crenenn no CTCAE Gbuti 3apeructpupoBanbl y 2,9 m 2,6 % NaMeHTOB
COOTBETCTBEHHO.

Tpu Hauboiee yacThle HEreMaTOJIOTHYECKHE HEXeaTeNbHbIE PEaKIMU BKIIOYAIH YBEIHYCHHE
Mmaccel Tena (20,3 %), ronoBokpysxenue (19,4 %) u ronosuyro 601 (17,9 %).

Tpu HauboJiee YacThie HETEMaTOJIOTHIECKUE OTKJIOHEHHS JIabOpaTOPHBIX OKa3aTeNleH OT HOPMBI

22.03.2023 CNDS 2021-01-12. E1T SmPC cto. 10 u3 35



JlxakaBu® — TekcT o6uiel XapaKTepHCTHKH JIeKapcTBEHHOTo npenapara (OXJIIT) BY

BKJTIOYAJIU HOBBIIIICHUE YPOBHS aNaHMHAMHHOTPAHCPEPa3bl-«.ryi:(49:3. %),
acrapraraMHHOTpaHchepasbl (42,6 %), a Takke runepxoiecTepuHeMuio (34,7 %). He ObitH
OTMEYEHBI TAKHE HEKeJaTeNbHbIE pEaKlUH KaK THIEepXOJecTepUHeMHs 4-H CTENCHH WU
TOBBIINIEHHE YPOBHA alaHMHaMUHOTpaHcepassl 4-i crenenu (crenenu no CTCAE). B onnom
ciydae HaGII01a0Ch MOBBIIEHHE yPOBHS acnaprataMiuHoTpaHcdepassl 4-i crenenu no CTCAE.
B CBS3M C Pa3sBUTHEM HEXeEJATEIbHBIX SBIEHHMM, HE3aBUCHMO OT NpPHYHMHBI, Npemapar Obul
orMeHeH y 19,4 % nanueHToB.

Ocmpas PTIIX

CaMBIMH YaCTHIMH 3apErHCTPHPOBAHHBIMH HEXKENATeIbHBIMHY JIEKAPCTBEHHBIMH PEaKIUAMHU ObUTH
TPOMOOLIUTONICHUS], AHEMHSI U HEHTPOTICHHSL.

OTKJIOHEHHS TeMaTOJIOTHYECKHX J1abopaTOpHBIX MOKa3aTeled OT HOPMBI, ONpE/IEICHHBIE Kak
HeXeJlaTelIbHbIE JIEKAPCTBEHHBIE pEakiuy, BKIOYand TpomOonutoneHuto (85,2%), aHeMuio
(75,0%) u ueitrponenuo (65,1%). Auemus creneHu TspkectH 3 Obuta 3apeructpupoBana y 47,7%
nanuenToB  (crenens 4 He mnpumensercs B cootBerctBuM ¢ CTCAE, pen. 4.03).
Tpombouutonenuss cremend Tsokectd 3 W 4 ormevanach y 31,3% u 47,7% nauueHToB
COOTBETCTBEHHO.

Cpenu Tpex HauboJiee 4aCThIX HEreMaTOJIOTHUECKHX HEeXeNaTelbHbIX JIEKAPCTBEHHBIX PEaKIUi
Obutn  tmTOMeranioBupycHas ([IMB) wundexmus (32,3%), cencuc (25,4%) u uHbexumn
MoueBbIBOAAIUX nyTeH (17,9%).

Tpemsi caMbIMH 9acTBIMH OTKJIOHEHHSIMH HET€MAaTOJOIMYECKHX JJaOOpaTOPHBIX MOKa3aTened oT
HOpPMBI, ONpENCIICHHbIMH KaK HeXelaTelbHble peaKiuH, ObUIM IOBBILEHHBIA YPOBEHb
anaHuHaMUHOTpaHcepassl (54,9%), TNOBBINIEHHBIH YpPOBEHb acnmapTaTaMHHOTpaHC(eEpassl
(52,3%) wu runepxonecrepunemus (49,2%). DBoOJBIIMHCTBO HEXENATECIbHBIX SBJICHUH
XapaKTEePU30BAJIUCH CTETIEHBIO TSDKECTH 1 U 2.

[Ipuem mpemnapata 1mo nmpUYHHE HEXENATeNBbHbIX ABJICHUH ObUT npekpaiueH y 29,4% nanueHToB
HE3aBUCUMO OT HAJIMYUS IPUYHUHHO-CIIEJICTBEHHON CBA3H.

Xponuyeckas PTIIX

CaMbIMH 9aCTBIMH 3aperHCTPUPOBAHHBIMU HEXeEIAaTeIbHBIMH JIEKAPCTBEHHBIMH PeaKIUsAMH ObLIH
aHeMHs, THIIEPXOJIECTePUHEMHS U MTOBBIIICHHBIH YPOBEHb acliapTaTaMUHOTpaHcGepasbl.
OTKJIOHEHHs HEreMaToJIOTHYECKHX JIAOOPaTOPHBIX MOKa3zaTelleil OT HOPMBI, ONPEEIEHHBIE KaK
HEXeJlaTeIbHbIE JICKAPCTBEHHBIE pEaKIMH, BKIOYanH aHeMuro (68,6%), TpoMOOLUTONEHHIO
(34,4%) u neiitponenuto (36,2%). AHeMus cTeneHu TsHkecTH 3 ObUia 3aperucTpuponana y 14,8%
nauuenToB (crenens 4 He npumensiercs cornacHo CTCAE, pen. 4.03). Helitponienus creneHd
TsDKeCTH 3 1 4 ObLna 3apeructpupoBasa y 9,5% u 6,7% nanueHToB COOTBETCTBEHHO.

Cpenn Tpex caMbIX YacThIX HEreMaTOJIOTMYECKUX HEXEeNATETbHBIX JIEKapCTBEHHBIX pPeaKIui
obumu runeprensus (15,0%), ronosHas Gosb (10,2%) u WHOEKIMH MOUYEBBHIBOAAIIMX ITyTeEH
(9,3%).

Tpemsi caMbIMM 4acTHIMH OTKJIOHEHHSIMH HEreMaTOJIOTHYECKUX J1abopaTOpHBIX MOKa3aTesied OT
HOPDMBI,  ONpEJENICHHbIMM  KaK  HEeXeJaTelbHble  JIEKAPDCTBEHHbIE  pEaKuuH, ObUIM
runepxosecrepunemus (52,3%), MOBBIIEHHBIH YPOBEHb acnapTaraMuHoTpaHncdepassl (52,2%) u
NOBBLIILICHHBIA YPOBEHb alaHMHAMUHOTpaHchepasbl (43,1%). BoNbIIMHCTBO HeXenaTenbHBIX
nexkapcTBeHHbIX peakiuii (HJIP) xapakTepu3zoBaiuce cTeneHpto TsokecT 1 u 2.

ITpuem npenapara no npuuYMHE HeXeNaTeIbHBIX sBIeHUH ObUT npekpaieH y 18,1% nanuenTos
HE3aBUCUMO OT HAJIMYHsI IPUIUHHO-CIIE/ICTBEHHOM CBS3H.

Cpoanas Ta0auIa HeXeJaTeJIbHbIX JIEKAPCTBEHHBIX peaKIMii, BBHIABJCHHBIX B X0Je
KJIHHHYECKHX MCC/Ie10BAHNH

be3omacHocTs mpuMeHeHHMS mpenapata y nauueHToB ¢ M@ oOLEeHHMBaJM C HCIOJIB30BAaHHEM
JIAHHBIX, MOJYYEHHBIX B XOJ€ JIMTEILHOro HabmomeHus i AByX uccienoBanui III ¢asbr
(COMFORT-I u COMFORT-II), Bxmouas /[JaHHblE 0O T[aAlMEHTaM, H3HA4YaJIbHO
PaHIOMHU3UPOBAHHBIM B rPyIIy mpueMa pykconutiuauba (n = 301), a Taxke nanueHTam, KOTOpbIe
TOJTyYalid PYKCOJMTHHHO MOCIie epexoia i3 KOHTPOJIbHOM rpynmsl (n = 156).
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Menuana BpeMeHH IIPUMEHEHHs PyKCOJMIMTUHNOA, Ha OCHOBaHHH KOTOPOH OIPE ieiIsiIack HacToTa
paseutus HJIP nna namwentor ¢ M®, cocrasuna 30,5 mecauer (fuamason-or-0,3 10 68.1
MeECSIIEB).

Be3onacHOCTh NMpUMEHEHHUs mpenapaTta y nanueHToB ¢ MII oneHuBamM ¢ NOMOIIBIO JaHHBIX,
NOJIyYEHHBIX B XOJI€ JAIMTEeNbHOro Habmonenus mus AByx uccinenopanui 111 gpazsr (RESPONSE
1 RESPONSE 2), Bxiro4as JaHHBIE IO MALIMEHTaM, H3HA4aJIbHO PaHJAOMU3HPOBAHHBIM B IPYIIILY
npueMa pykcouTuaHOa (n = 184), a TakkKe nanueHTaM, KOTOphIE I0JTydYaln PYKCOJMTHHUO mocIie
Tepexojia U3 KOHTPOJIbHOH rpynmsl (n = 156). Menuana BpeMEHH NPUMEHEHHUS PYKCOJIMTHHUOA,
Ha OCHOBaHHM KOTOpOro ompejessuiack yactora pazsutus HIIP y nanmenTos ¢ UII, cocrasuna
41,7 mecsines (auamnaszoH ot 0,03 1o 59,7 mecsues).

BeszonacHocTs npenapata J[)kakaBy py IPUMEHEHUH y nanueHToB ¢ octpoi PTIIX onenuBanucy
B xone uccinemosanus Il ¢asst REACH2, Bxmowaromero AaHHbIE MAlMEHTOB, M3HAYAIBHO
PaHOMM3MPOBAHHBIX B Ipymmy npenapata [xakaBu (n=152), 1 nauneHToB, KOTOPBIE MOMyYaIH
npenapat J[akaBu 0CjIe IEPeXoia U3 TPyIibl Haumydmei goctynHo# tepanuu (HAT) (n=49).
MenuaHa BO3JEHCTBHS, Ha OCHOBE KOTOpOHM OIpeNensjiack 4YacToTa BO3HUKHOBEHHS
HeXXeNaTeNIbHbIX JIEKAPCTBEHHBIX peakiuuii, coctaBuia 8,9 Hezens (ot 0,3 10 66,1 Henenn).
BesomacHOcTh mpenapata JlKakaBd NpH NPHMEHEHWH Y MalMEHTOB ¢ Xponudyeckod PTIIX
onenuBanuch B xone uccienosanus I ¢aser REACH3, Bxmowaromero JaHHbe NMalMeHTOB,
M3HAYATHHO PAHIOMH3MPOBAHHBIX B rpymmy npemnapara J[xakaBu (n=165), W NalHEHTOB,
KOTOpBIE TONydanu npenapar JDkakaBu MOCJIE NEPeXoja W3 IPYIIbl HAWIY4IIeH NOCTYMHOH
tepanuu (H/T) (n=61). Mennana Bo3CHCTBHSA, HA OCHOBE KOTOPOH ONPENENANACh 4acToTa
BO3HMKHOBEHHS HEXXeJaTeIbHbIX JIEKAPCTBEHHBIX Peakumi, cocraBuia 41,4 nenenu (ot 0,7 mo
127,3 Henenwm).

B mporpaMme MpoBeJeHHs] KIMHAYECKHX HCCIIEIOBAHMH CTENEHb TSHKECTH MOOOUYHBIX PeaKIui
NpH TIpeMeHeHuH Tpenapata oueHuBanach Ha ocHoe CTCAE, rae 1-s crenens = nerkas, 2-5
CTEeNeHb = yMEpEHHas, 3-i CTeNeHb = TsKenas, 4-1 CTeNeHb = ONacHas i JKH3HU WA
uHBaMM3upyronryto HJIP, crenens 5 = ieTaibHbIA HCXON.

BhISBIICHHBIE B pe3yJibTaTe KIMHUYECKAX HCCIIEN0BAHUH HEXeNaTeIbHbIC JIEKAPCTBEHHBIC
peakiu ipy M® u UIT (Tabnuna 2), a Taxke npu ocTpoit u xporndeckoit PTIIX (Tabnuua 3),
NPUBOJAATCS IO CHCTEMHO-OPTraHHBIM KJIacCaM COIJIaCHO CJI0Bapio MedDRA. B xaxaom
CHCTEMHO-OPraHHOM KJiacce Hauboliee JacThle HeXelaTe/lbHbIe Peakiy IPUBOJATCA B IIEPBYIO
ouepeas. KpoMe TOTo, COOTBETCTBYIOIIAs KAaTEropHs 9YacTOTBI JUISl KaXIOH HeXenaTeTbHOU
JIEKapCTBEHHOM peakiuy 6a3upyeTcs Ha CIIEAYIOIHMX KPUTEPHAX: OUY€Hb 9aCTO (> 1/10); yacro (ot
> 1/100 go < 1/10); megacto (ot > 1/1000 mo < 1/100); peaxo (ot > 1/10 000 o < 1/1000); oueHs
peaxo (< 1/10 000).

Ta6auna 2. Kareropusi 4acToThl BOSHHKHOBEHHS HeXKeJIaTeJIbHBIX JI€KAPCTBEHHBIX
peaknuii, 3aperucTpUpOBaHHBIX B Xo/1e uccaenopanuii 111 gpaspl npu M® u UII

HexenarenbHasi peakiuus Karteropusi 9acToTnl Karteropust 4acToThl
HA nmpenapar s nanuesToB ¢ M@ s manuenTos ¢ UI1
NHdexnnn 1 napasHuTbl
WHpexunn MOYEBBIBOAAIINX Ouensb yacTo OueHp 4acTo
nyreit ¢
OnosiceiBatomuii reprec Q4eHb YacTo O4eHb 4acTo
[THeBMOHMS OyeHp 4acTo Yacrto
Cencuc Yacto Heuacto
Ty6epkyies Heuacto HewussecTHo
PeaktuBaiys BI'B He u3BecTHO® HewnssecTHO

Hapymenusi co cTOpOHbLI
KPOBH M JTHM(paTHYECKOMH
cucrempr > ¢

Anemus 2 - —
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CTCAE ¢, 4-s crenens (< 6,5 OueHp 9acTo Hewacto
/1)
CTCAE ¢, 3-1 cTeneHb OueHpb 4acTo 4acTo

(< 8,0-6,5 r/nm)

JTro6as crenens no CTCAE °©

OueHb 4acTo

QueHp 4acTo

Tpomboutonexus *

CTCAE ¢, 4-1 cTeneHb Yacto Heuyacto
(<25 000/mm?)
CTCAE ¢, 3-1 creneHb QueHb 4acTo YacTo

(50 00025 000/mMm*)

Jobas crenens no CTCAE ©

QueHb YacTo

OuyeHb 4acTo

Heiitponenus *

CTCAE ¢, 4-1 cTrenenb Yacto Heuacto
(< 500/mm?)
CTCAE ¢, 3-s cTenenp YacTo Heuacro

(< 1000-500/mm)

JTw6as crenens 1o CTCAE ©

QOueHb 9acTo

QOueHb 9acTo

[anmuronenus *P

Yacto

Yacro

KpoBoTeuenus (modbie
KPOBOTEUYEHHS, BKJIIOYast
BHYTpUYEPENHbIE KPOBO-
U3JTHSHUSL, )KEITyI049HO-

KHIIIEYHbIE KPOBOTEUCHHS,
reMaTOMBI U JIpyTHe

QOueHb 4acTo

OueHp 9acTo

KPOBOTEYECHHS])
Keny104HO-KUIIEYHBIE OuyeHsp 4acTo
Yacto
KPOBOTEUYECHHSI
I"'emaTOMBI QOueHb 4acTo OyeHb 9acTo
BuyTtpuuepenusie Yacto Hewacto
KPOBOU3JIUSTHUS

Jlpyrue KpoBoT€4YEHHUS
(BKJIFOYAss HOCOBBIE
KPOBOTEYEHHS, KPOBO-
TE€YEHHs U FeMaTypHIO I10CIIe
oreparyu)

OueHb 4acTo

OuyeHsp 4acTo

HapymeHnusi co cTOpoHbI
o0MeHa BelecTB H
NMUTAHUA

['unepxonecrepunemus
CTCAE ¢, mobas cTeneHb

OueHb 4acTo

OyeHb 4acTo

[uneprpurnuuepuaemMus
CTCAE ¢, mobas creneHb

OueHp 9acTo

OueHp 9acTo

Habop Beca

OueHpb 4acTo

QOueHb 9acTo

Hapymenusi co CTOPOHBI
HEPBHOH CHCTEMBbI

["0J10BOKpYKEHHE

OuyeHb 9acTo

QOueHb 4acTo

["onoBHas 60J1b

OueHsb 4acTo

OueHpb 4acTo
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HapymeHusi co CTOPOHBI
eIy I0YHO-KMIIEeIHOr 0
TPaKTa
I[ToBbIeHNE ypoBHS JIUNA3BI, 0 0
TR CTENEHE 16 CTOAR S YEeHb 4acTO YEeHb 4acTO
3amnop O4eHb 4acTo O4eHb 4acTo
MeTteopusm Yacro Yacrto
Hapymenns co cTopoHbI
neYeHn u
XKeJT4eBbIBOAAIMMX My TeH
[ToBbIIIEHHAS
aJlaHHHaAMHUHOTpaHchepasza *
CTCAE ¢, 3-5 cTeneHn YacTto Yacto
(> 5x—20 x BI'H)
JIro6as crenens mo CTCAE © OdeHpb 4acTo OyeHsp 4acTo
[ToBbIIeHHAs
acrapraTaMHHOTpaHchepasa
a
JIio6as crenens no CTCAE ¢ OueHnb yacTo Oudenb yacTo
Co cTopoHBI COCY10B
['unepronus OyeHp 9acTo OyeHb 4acTo
a YacToTa OmNpeje/icHa Ha OCHOBaHMM HOBBIX MHJIM J1a0OpPATOPHBIX OTKJIOHEHHSX,
YXY/IIEHHBIX 10 CPAaBHEHHIO C UCXOAHBIM YPOBHEM.
b [TlaHuUTONEHUs OmpeneNseTcss Kak ypoBeHb remornobuna <100 r/m, KOIM4ecTBO

TpoMGonuToB <100x10%/n1 u KonudyecTBO HEHTPOdHIOB <1,5x10°/n (unm HU3KUH YpOBEHD
JEUKOIMTOB 2 CTENEHH, €CITH KOJIMYECTBO HEHTPO(HIIOB HE ONMpPENENAEeTCs) OAHOBPEMEHHO B
TOM e JabopaTOPHOM HCCIIEJOBAHUH.

¢ O6mue KpUTEPUM TEPMHMHOJIOTHH s 00o3HaueHus HexenartenbHeIX sBienuid (CTCAE),
Bepcus 3.0; 1-1 cremens = jierkas, 2-si CTENeHb = yMEpeHHas, 3- CTeleHb = TsKenas, 4-
sl CTETIEHb = ONaCHasl ISl XKU3HH.

d Otu HJIP onuckiBaroTCs B TEKCTE.

: HJIP, ocHOBaHHAsl Ha ONbBITE IOCTPETHCTPALMOHHOIO IPUMEHEHHS

[Tocne OTMEHBI Ipemapara y MANHEHTOB ¢ MHENOo(HOPO30M MOIJIM BO30OHOBHTHCS TaKWe
CUMIITOMBI MHeN0(HOpo3a, Kak yTOMISIEMOCTb, 001b B KOCTSAX, JIMXOpajaka, 3yJA, HOYHAs
MOTJIMBOCTh, CUMIITOMATHYECKas CIUICHOMETAIMsl ¥ CHU)KEHHE Macchl Teina. B KiMHUYecKux
MCCIIEIOBAHUAX MHENOpUOpo3a CyMMapHBI Oanin BBIPAXEHHOCTH CHMIITOMOB 3a00JeBaHHs
MIOCTENEHHO BOCCTAHABJIMBAIICA JI0 MCXOJHBIX 3HAUYCHHUH B TEYEHHE 7 CYTOK MOCJIE€ OTMEHBI

npenapara (cM. pazaen 4.4).
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Ta6auna 3. Kareropus 4acToThl HeKeJaTebHbIX PEAKIHI HA JIEKAPCTBEHHBIX
Npenapar, 0 KoTopbix coofmasocs B ueeaenopanusnx 1T gasei npu PTIIX

Octpas GVHD

(REACH2)

Xpounnueckas GVHD (REACH3)

HexenareabHasi peakius Ha
JIEKAPCTBEHHBIH mpenapar

Kareropum 4acTorsl

Kareropun JacToThI

Nndexuuu 1 napasurTel

Wudexun [IMB O4yeHp 9acTo Yacto
Crenens >3 cornacio CTCAE? OueHb 4acTo YacTto
Cencuc OuyeHp 9acTo -
Crenens >3 cornacao CTCAE Ouenb 9acTo -
WHdexnun MOYeBBIBOISLIMX Ouenp 4acTo Yacto
nyTen
Crenenb >3 cornacio CTCAE Yacrto Yacto
BupycHbie nHdpexnus BK - Yacto
Crenens >3 cornacHo CTCAE - Heuyacto

Hapymenusi co CTOPOHBI KPOBH H JJHM(paTHYECKOH CHCTEMb

Tpombonuronenus'

QOuenp 9acTo

Ouyesb 9acTo

Crenenb 3 cornacao CTCAE

QOueHpb 4acTo

Yacto

Crenenb 4 cornacao CTCAE

QOueHb 4acTo

OueHb yacTo

Anemus' OyeHb 4acTo O4eHb 4acTo

Crenens 3 cornacao CTCAE OyeHp 9acTo OueHb YacTo

Heiirponenus' O4eHb 49acTo O4eHpb 4acTo
Crenens 3 cormacio CTCAE OueHpb 4acTo YacTto
Crenens 4 cornmacio CTCAE OueHb 9acTo Yacro

[Tanmuronenus >

OueHb 9acTo

HapymeHnusi co cTOpoHBI 00MeHa BenlecTB H NHTAHHS

T'unepxosecrepunemMus’ Ouenp 9acTo O4eHpb 4acTo
Crenens 3 cornmacao CTCAE YacTo Yacto
Crenens 4 cornacao CTCAE YacTo HeuacTo

YBenu4yeHue Macchl Teja - YacTto

Crenens >3 cornacao CTCAE = H/’

Hapymemm CO CTOPOHBLI neanoi‘l CHCTEMBI

["'onoBHas 6oib

Yacrto

OuyeHp 4acTo

Crenens >3 cormacio CTCAE

Heuacto

Yacro

HapymeHusi co CTOPOHBI COCYAHCTOH CHCTEMBI

AprepuaipHasi THIIEPTEH3HUS

OueHpb 9acTo

OueHp 9acTo

Crenens >3 corimacHo CTCAE

Yacto

Yacto
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