COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 10.10.2023 N= 20058

OBLIASI XAPAKTEPHCTHKA JIEKAPCTBEHIFOFPO TIPEITAPATA 1015

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

J>xakaBu, 5 Mr, TabJIETKU.

JIbxakaBu, 15 Mr, TabJIETKH.

Jxakasu, 20 Mr, TaOJIETKH.

2. KAUECTBEHHBIN U1 KOJINYECTBEHHBIN COCTAB

JleiicTBytoO1IIee BEMIECTBO: PYKCOIUTUHUO.

JIbxakaBu, 5 mr, TaOJIETKH

Kaxxnas Tabnerka conepkut S Mr pykcoautuHuOa ( B Buae gocdarta).
BcnomorarenabHble BCIICCTBA, HAJIMUMUC KOTOPBIX HAAO YUYUTBIBATH B COCTABC JICKAPCTBCHHOTO
npernapara: Jakro3a —(cM. paszzuen 4.4).

Jbxakasu, 15 mr, TaOJIeTKH

Kaxxnas Tabnerka comepxut 15 mr pykconutuau6a ( B Buae ocdara).
BcnomorarenabHble BCIICCTBA, HAJIMUMUC KOTOPBIX HAAO YUYUTBIBATH B COCTABC JICKAPCTBCHHOTO
npemnapara: jakro3a (cM. paszaen 4.4).

Jxakasu, 20 Mr, TaOJIETKH

Kaxnas tabnerka comepxut 20 Mr pykconutuauOa Gocdara (B Buae gocdara).
BcnomorarenabHble BCIICCTBA, HAJIMUMUC KOTOPBIX HAAO YUYUTBIBATH B COCTABC JICKAPCTBCHHOTO
npemnapara: Jakros3a (cM. paszaen 4.4).

[TonHbIM IepeyeHb BCIOMOTaTeIbHBIX BEUIECTB MPUBENIECH B pa3aene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaOnerku

JI>xakaBu, 5 Mr, TabJIETKH

Kpyribie n1BOSKOBBITYKIIbIE TaONIETKH Oeoro wiv mouTu Oesoro npera 0e3 dacku. Ha omHoi
CTOpOHE HaHeceHa rpaBupoBka «L5», Ha apyroit — «NVR».

Jxakasu, 15 mMr, TablieTKu

OBasIbHBIEC ABOSKOBBITYKIIbIE TaOJETKH O€Ioro wiM mouTH Oenoro 1eeta 6e3 ¢acku. Ha oxHoit
cTOpoHe HaHeceHa rpaBupoBka «L15», Ha npyroit — «KNVR».

Jxakasu, 20 Mr, TaOJIETKH

[IpomonroBareie TBOSIKOBBIMYKIIbIE TAOJNETKU Oenoro wiu mouyTtH Oenoro usera 6e3 ¢acku. Ha

OJIHOH cTopoHe HaHeceHa rpaBupoBka «L20», Ha apyroit — «NVR».
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COOTBETCTBYET IKCNEFPTHOMY OTYETY
ot 10.10.2023 N2 20058
4. KINHUYECKUE JIAHHBIE (NOCNEOCOBATENEHOCTE 0015)

4.1. Iloxa3zaHusl K IPMMEHEHUIO
e  Muenodubpos
JleueHue B3pOCIBIX NAIIMEHTOB ¢ MUENO(PUOPO30M, BKIIOUAs IEPBUYHBIN MUEIoprOpo3 u
BTOPUYHBIH MHENopuOp03, Pa3BUBLIMKCS BCIEACTBHEC HCTUHHOM NONUIUTEMHH |
3CCEHIMANBHON TPOMOOIIUTEMHUN.

o [TlomuumreMus MCTUHHAS

JleueHnme B3POCJIBIX MAIIUCHTOB C HCTHHHOM HOJ'II/II_[I/ITGMI/ICI\/'I, PE3UCTCHTHBIX K TCpaliun
npenapataM ru APOKCUMOYCBUHLBI WJIN TIPHU UX HCICPCHOCHUMOCTH.

e TpancmnanTar npotus xo3sauHa (PTIIX)

JleyeHne manuMeHTOB B Bo3pacTe 12 JeT M crapuie ¢ OCTpOH peakluel «TpaHCIIaHTaT
IIPOTUB XO35IMHA» C PE3UCTEHTHOCTHIO K NIFOKOKOPTUKOCTEPOUIAM.

JleueHne mnauMeHTOB B BO3pacTe 12 JeT M CcTapmie ¢ XPOHUYECKOM peakiuen
«TPAHCIUIAHTAT IIPOTUB XO3MHA» CPEIHEN U TSHKEIOU CTENEHU TSKECTH IOCIIEe Heyladu

OJIHOY WJIU ABYX JIMHUH APYTrOM CUCTEMHOM TEparuu.

4.2. PexuM 103UPOBAaHUSA M CIIOCO0 NPUMEHEHHUS

PexxuM 103upoBaHus

Bspocnvie

Hauanvuas 0osa

Pexomennyemass HadanpHasg fJo3a npemnapara J[KakaBu IIpU JICYCHUM IIAUEHTOB C
MHUET0(pUOPO30M 3aBUCUT OT KOJIMUECTBA TPOMOOIIMTOB U TIPE/ICTaBlIeHa B Ta0uIe 1.

Tabnuya 1. Pexomenoyemas nauanvhas 003a npenapama [yicakasu npu jedeHuu nayueHmos ¢
Muenogpuobpozom

KouunvecTBO TPOMOOUMTOB Havannuas no3a

>200%10%/n 20 mr 2 pasa B JIcHb
100-200x10%/n 15 mr 2 paza B 1eHb
50 - menee 100x10%/n 10 mr 2 pasa B JIeHb

Pekomennyemas HavaibHas no3a npenapara J[)kakaBu IpH JICUEHWHM NAIUEHTOB C MCTHHHOU
noauuuremMuen cocrapisieT 10 Mr 2 pa3a B IeHb BHYTPb.

Pexomennyemast HaganbHas fo03a npenapara J[»kakaBu Ipu JIe4eHUH nanueHToB ¢ octport PTIIX
COCTaBJISIET 5 MT' 2 pa3a B CyTKU BHYTPb.

Pexomennyemas HavanbHas 103a npenapara Jl)kakaBy Ipu JIEYEHUU NAIUEHTOB C XPOHUYECKOU
PTIIX cocranser 10 Mr 2 pa3a B CYyTKH BHYTPb.

110060p 003061

Jo3a mpenaparta [[)kakaBu KOPPEKTHPYETCs HAa OCHOBaHMH 3((HEKTHBHOCTH M OE30MACHOCTH
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ot 10.10.2023 N= 20058
(MOCNEOOBATENEHOCTE 001%)

IIPOBOAMMOTI'O JICUCHU .

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

Mueﬂoqbu6p03 U UCMUHHRAA noauyumemu

Ecnu 5 pexTuBHOCTD Tepanuu OIEHUBAETCS KaK HEIOCTATOYHAs, a MIOKa3aTelld KPOBU B HOPME,
71032 MOXKET OBITh YBEJIMUE€HAa MAaKCUMYM Ha 5 MT JIBa pa3a B JICHb, 10 MAKCUMAJIBHOM JTO3bI 25 MT
JIBa pasa B JICHb.

Hauanpnyto 103y He cienyeT yBeJIMUrMBaTh B TEUEHUE MEPBLIX YETHIPEX HENIEIb JICUCHHUS], a 3aTEM
HE Yallle, YeM C JIByXHEAEeIbHbIMU UHTEPBAJIAMHU.

Jleuenue mnanuMeHTOB ¢ MHUETO(PUOPO30OM MOIKHO OBITH NPUOCTAHOBIECHO IPH BBISBICHUU
KONMYecTBa TpoMOoImMToB MeHee 50x10°/m wMmm mpH  CHIKEHMHM aOCOTIOTHOTO —uHCIa
Heitrpodunos menee 0,5x10%/1.

[Tocne BoccTaHOBIIGHHUS YUCIIa TPOMOOLIMTOB W HEUTPO(MIIOB BBIIEC yKa3aHHBIX IOKa3aTelei
npuMeHeHue mpemnapara J[>kakaBu MOKeT OBITh BO30OHOBJICHO B /03¢ 5 Mr 2 pas3a B JICHb,
BO3MOXKHO JlalIbHEMIIIee TTOCTENIEHHOE MOBBIIIEHUE A03bl ¢ THIATEILHBIM KOHTPOJIEM KOJIUYECTBA
(OpMEHHBIX 2JIEMEHTOB KPOBU (CM. TAOIUILy 2).

Tabnuya 2. Muenogubpos: maxkcumanvhas 003a npenapama [xicakaeu npu 60300HO61EHUU
mepanuu nocie NPUOCMAHOBNICHUST €20 NPUMEHEHUs ciedcmeue mpomboyumoneHuu (01
nayuenmog ¢ konuuecmeom mpomboyumos 100x10°/n u 6onee k nauany mepanuu)

KouunvecTBO TPOMOOUMTOB MakcumasnibHast 103a npenapara /[:kaxkaBu

NpH BO300OHOBJICHUH Tepanuu™

125%10%/1 u 6onee 20 mr 2 pa3a B I€Hb
100 — menee 125%10%/n 15 mr 2 paza B neHb
75 — meree 100x10°/n 10 mr 2 paza B JeHb B TEYEHHUE 2 HENEIb

MUHHMYM;, Jajiee MPHU COXPaHCHUH KOJMYECTBA
TPOMOOIIUTOB BO3MOXKHO yBEIWYeHHUE 10 15 mr
2 pa3a B JicHb

50 — menee 75%x10%/n S5 Mr 2 paza B J€Hb B TeueHUE 2 HeAelb
MUHHUMYM; J1ajee MpHU COXPAHEHUH KOJMYECTBa
TPOMOOIIUTOB BO3MOXKHO yBenuueHue 10 10 mr
2 pa3a B JIcHb

menee 50x10°/n [IpuocranoBieHHE MPUMEHEHUS

* Tlpm BO300HOBIIEHMHM NIpUMEHEHMs TNpenapaTta JlkakaBu cielyeT HauyuHATh C JO3Bl Kak
MHUHUMYM Ha 5 Mr 2 pasza B J€Hb HHM)KE€ TaKOBOW, NMPUMEHSBIIEHCS JO MPUOCTAHOBJIEHUS €r0
IMPUMCHCHUS.

PexoMeHI0BaHO CHIDKEHHE JIO3bI Mpernapara MpHu JCUCHUH TalueHTOB ¢ MHUEI0(UOpO30M MpH
YMEHBIICHUN 4YHCIa TPOMOOLMTOB BO H30€KaHWE MPUOCTAHOBIICHHS TEPAIMU BCIICICTBHUE
pa3BuBIIEHCS TPOMOOIIUTONIEHUH (CM. TabauILy 3).

Tabruya 3. Pexomenoayuu no 003upo8aHuto npu mpomooyumonenuy npu jedenuy nayueHmos ¢
Muenogpubpozom
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

ot 10.10.2023 N= 20058

[o3a, npuMeHsieMas 10 CHUPKEHU S llcbl.fnlziirelgl"ﬂ'ﬁ' ?ﬁdﬁd&ﬁﬂlﬁk' o VT3
KonnyectBo | 25 mr 2 pa3za | 20 mr 2 pa3a | 15 mr 2 pa3a | 10 mr 2 pa3a | Smr2pasas
TPOMOOLMUTOB | B 1€Hb B IeHb B /IeHb B IeHb J1eHb
CHukenHasi | CHmokennasi | CHuoxkeHHast | CHuskeHHasi | CHUOKeHHAast
J03a a03a J03a a03a J03a
100 — wmenee | 20 mr 2 pa3a | 15 mr 2 paza B | bes bes bes
125%x10%/n B JICHb JICHb U3MEHEHUN W3MEHEHMH U3MEHEHUN
75 — wmenee | 10 mr 2 pa3a | 10 mr 2 pazaB | 10 Mr2 pazas | bes bes
100x10%/n B JICHb JICHb JICHb W3MEHEHMH U3MEHEHUN
50 — wmenee |SMmr2pa3zaB |5 wmr2pa3zaB|5wMr2pazaB |5 wmr2pasaB | bes
75%x10°/n JIeHb JIEHb JIeHb JIEHb U3MEHEHUN
MEHee [IpuocranoB | [Ipuocranosn | [Ipuoctanosin | [Ipuoctanosn | [Ipunocranos
50x10%/x1 JICHUE eHHUe eHHUE CHHUE JICHHE
MPUMEHEHUS | IPUMEHEHUsI | MIPUMEHEHHUs | MPUMEHEHUS | MPUMEHEHUS

Cnenyer pacCMOTPETh BO3MOXKHOCTh CHUXEHUSI O3Bl

npu CHMXXCHHUM KOHICHTpALUU

remoriobnHa B KpoBu <120 T/1 y TalMEeHTOB C WCTUHHOW TMOJUIIUTEMHUEH, TPH CHUKCHUH

KOHIIEHTpaIuu remorioOuna B kpoBu <100 1/11 cHUXEHUE J03bI PEKOMEHIOBAHO.

Jleuenue JOJI2KHO OBITh MPHUOCTAHOBJICHO MPU CHUKCHUU KOHICHTpPALIUA reMorjioonHa B KpOBH

<80 r/n y manueHToB C HICTUHHON MoMuIuTeMuei (cM. Tabmuiy 4).

Tabauya 4. CHudceHue 003bl Y NAYUeHmMos8 ¢ UCMUHHOU Noauyumemueri

Konuentpanus reMorJIO0NMHa u/mam | Pexkomenayemast 103a

KOJIH4eCTBO TPOMOOLMTOB

Konnentpanus remornoomna >120 1/n U | Koppekuuu 10361 He TpedyeTcs.
KOJIMYECTBO TPOMOOIIMTOB >100% 10/

Konnenrpanust remornoouna 100 - <120 r/n U | Caegyer  paccMOTpeTh  BO3MOXHOCTh
KOJIMYECTBO TPOMOOLHUTOB 75 - <100x10%/1 CHUKECHUS JTO3bI npemnapara, BO

n30e)KaHUEe TMPUOCTAHOBJICHUS TEPANUH
BCJIE/ICTBUE pAa3BUBLICICS aHEMUU U

TPOMOOIMTONICHUH.

Konnentpanus remornoduna 80 - <100 r/n MJIN | CHmxenue 10361 Ha 5 Mr 2 pas3a B JICHb.

KOJIMYECTBO TpoMOoIuToB 50 - <75%10%/1 VY nmanueHToB, NpUHUMAIOIIKNX 5 Mr 2 pasa
B JI€Hb, PEKOMEH/I0BAHO CHUXEHHE J103bI

10 5 mr 1 pa3 B JIeHb.

Konnentpanus remornoduna <80 r/m WJIN | [IpumocraHoBieHnE TPUMEHEHUSI.

KOJIMYECTBO TpOoMOOIUTOB <50%10%/1

B ciydae TepamneBTHUECKOM HEOOXOIUMOCTH U €CIH KOJINYECTBO TPOMOOIIMTOB U HEUTPODHIIOB y
MAalUEeHTOB ¢ MUETO(PUOPO30M MM KOJUYECTBO TPOMOOIIMTOB, HEUTPOPHIOB U KOHIICHTPAIIUS
reMorJioOMHa y NalMeHTOB C HWCTUHHOW MOJIMUIUTEMHUEH SBISIOTCS JOCTAaTOYHBIMHU, J03a
npenapata J[kakaBu MOXeT ObITh yBEIMYEHAa MAaKCUMaJIbHO Ha 5 MI 2 pa3a B JIeHb BIUIOTH 10
MaKCUMaJIbHOM /10361 25 MT 2 pa3a B J€Hb.

He cnenyer yBennumBaTh HaualbHYIO 03y IMpernapaTa B TEUEHHUE MEPBbIX 4 HeNeNb JCUCHUS U
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 10.10.2023 N= 20058
(MOCNEOOBATENEHOCTE 001%)

3aTeM He yauie, 4eMm | pa3 B 2 Henenu.

Ocmpas peaxkuyus «MpaHCHIAHMAmM NPOMUE XO3IUHAY

PexomeHnyemas HauanbHas no3a npenapara /xakaBu cocTaBisieT S Mr 2 pa3a B CyTKU BHYTDb.
Ecmm mo mpomectBum 3 nmHel neueHus abconroTHoe uuciao HerTpodunoB (AUYH) m yumcno
TPOMOOLIUTOB He cHIKatoTcs Ha 50% uinu Oojee Mo CpaBHEHUIO C MEPBLIM JIHEM MPUMEHEHUS
npenapara J[)xakaBu, cieayeT pacCMOTPETh BO3MOXKHOCTb yBeNIu4YeHus: 1036l A0 10 Mr 2 pasa B
CYTKH.

VY manmeHToB C OTBETOM Ha TEpanuio, KOTOPBHIM IO MPOLIECTBUM 6 MECALEB JICUeHHs] ObUIH
OTMEHEHBI TJIIOKOKOPTHUKOCTEPOUIBl B TEPANEBTUYECKUX 033X, CIEIYyeT pPaccMOTPETh
BO3MO>XHOCTbh TOCTENIEHHOI'O CHWXXEHMs 103bl Ipenapara [[xakaBu. Jlo3y mpenapara ciieqyer
YMEHBIIATh HA OJUH YPOBEHb NMPHUOIM3UTEIbHO Kaxiele 8 Hemenb (¢ 10 Mr 2 pasza B CyTKH
70 5 Mr 2 pasa B CYTKH, 3ateM 70 5 MT | pa3 B cyTku). Eciiu Bo BpeMst Wi TIOClie YMEHBIIICHHS
1036l npemnapara J>kakaBu NMpu3HAKU U cuMOTOMBI ocTpoi PTIIX mosiBAsiIOTCS BHOBB, CIIEIyET
paccMOTpETh BO3MOKHOCTh BO30OHOBJICHUS TEPAIIHH.

Jlo Havana Tepamuu, Kaxzable 2-4 HEOENW BIUIOTH OO CTAOMIM3AIMM JI03bl M Jajiee 1o
KJINHAYECKUM MOKa3aHUSIM CIIEyeT KOHTPOJIMPOBATh MOKA3aTENIN KIMHUYECKOIO aHalu3a KPOBH,
BKJTFOYas unciio TpomoonuToB 1 AUH, u ypoBeHb OmnupyOuHa.

B ciydae HexenaTenpHBIX peakiuii 103y mnpenapara J[akaBu cieqyeT KOPpPEeKTHPOBaTh (CM.
tabmuiy 5). [TarmenTtam, nomxyvaromum npenapat Jxakasu B go3e 10 Mr 2 pasa B CyTKH, J103a
MOJKET OBITh YMEHBIIIEHA /10 5 MI' 2 pa3a B CyTKH; NalleHTaM, MoJlydaroiumM npemnapar [xakasu
B J103€ 5 MT 2 pa3a B CYTKH, J03a MOXKET ObITh YMEHbIIIeHA 10 5 MT 1 pa3 B cyTku. Eciu manueHT
HE CIOCOOEeH NepeHOCuTh npenapat Jl)xakaBu B 03¢ 5 Mr 1 pa3 B CyTKH, TEpanHio MpernapaTom
clleflyeT TpepBaTh J0 TeX IOp, MOKAa KIMHUYECKUE W/MIM JabopaTOpHbIE IOKa3aTesld He
BOCCTaHOBSTCH.

Tabnuya 5.  Koppexyus 003bl 8 ciyuae 603HUKHOBEHUSL HEAHCELAMENbHBIX PeaKyull Y NAyueHmos
c ocmpou PTIIX

JlaGopaTopHblii Pexomenpanum 1o 103MpOBAHUIO

nokasareJib

Knuanueckn 3HaYMMas | YMEHBIIUTH 03y Ha | ypOBEHb.

TPOMOOLIUTONIEHUS nocne | [Tocne Toro kak dYucio TPOMOOIMTOB BOCCTAHOBHUTCS 10
MOJIEP>KUBAIOIINX MPEIIECTBYIOIIUX 3HAYEHHH, 103y MOKHO BHOBb YBEJIUYUTh
MEpONPUSITHI JI0 TIPEJBIAYIIETO YPOBHS.

AYH HIKE 1x10°/n, | IIpekpaTuts Tepanuio npenapatom Jxakasu n0 14 mHeit;
MPEANOI0KHUTEIBHO MOCJie BOCCTAHOBIICHUsSI BO30OOHOBUTH TEepamuio B 03¢ Ha 1
CB3aHHOE C IpenaparoM | YpOBEHb HUKE MPEIbITyIIeH.

JxakaBu

[ToBbilIeHNE obmero | 3,0 —5,0xBI'H: ITpomomkuTh Tepanuio npernapatom [[xakaBu
OunupyOMHa B OTCYTCTBHE | B 03¢ Ha 1| YpOBEHb HUXKE MpelIblaylleld BIUIOTH [0
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 10.10.2023 N= 20058

o P W B ol

(OCAEQOBATERBROCTE 001S)

PTIIX co cTOpOHBI ITIEUYEHH BOCCTAHOBJICHUS.

>5,0 — 10,0xBI'H: IlpekpartuTe Tepanuio mpenapaTroM
Jl>xakaBu Ha CpoK 70 14 nHel, moka ypoBeHb OUIUPYyOHHA HE
onycturcss a0 < 1,5xBI'H; mnocne BoccTraHoBiIeHUs
BO300HOBUTH TEPAIUIO B TEKYIIEH J03€.

O6mmit Oounmupyoun > 10,0xBI'H: Ilpekpatute Tepamnuio
npenaparoM J[>kakaBu Ha Cpok 10 14 gHel, moka ypoBEHb
ownmmpyomHa He omycturcs g0 <I,5xBI'H; mocme
BOCCTaHOBJICHUS BO30OHOBHUTH TEPAIUIO B J103€ HAa | ypOBEHB
HIDKE IIPEABIIYIIEH.

IloBbIIEHNE obmero | > 3,0xBI'H: IIpogomkuts Tepanuio mpenaparoMm J[akaBu B
OunupyOuMHa TIpM HAIMYMU | 103¢ Ha | ypOBEHb HWXKE TpEeAbLAyIIed BIUIOTh [0

PTIIX co cTopoHbI TTeUeHU BOCCTAHOBJICHUS.

Xponuueckas peaxyus «mpancniaHmam npomue X0358unay

Pexomennyemas HayanbpHas A03a npenapara J»xakasu cocrasiseT 10 mr 2 paza B CyTKH BHYTPb.
VY mamMeHToB C OTBETOM Ha TEpanuio, KOTOPHIM IO IMPOLIECTBUU 6 MECSIEB JICUCHUS OBLIH
OTMEHEHBI KOPTUKOCTEPOUIBl B TEPANEBTUUECKUX 033X, CIEAYET PacCCMOTPETh BO3MOKXHOCTH
yMeHbIlIeHns 103kl mpenapara JlxakaBu. Jlo3y cneayer ymeHbIIaTh Ha OAWH YPOBEHb
npubm3nTeNbHO Kaxaple 8 Hexenb (¢ 10 Mr 2 pasza B CyTKH 10 5 Mr 2 pas3a B CyTKH, 3aTeM
no 5 mr 1 pa3 B cytku). Eciiu Bo BpeMsi WM nocie yMEHbIIEHHs A03bl mpemnapara JkakaBu
npu3Haku W cumntoMbl PTIIX mnosBisOTCS BHOBB, CIEAYET PAacCMOTPETh BO3MOKHOCTh
BO300OHOBJICHUS TEPATTHH.

Jlo Hawama Tepamuu, Kaxaple 2-4 HeOeNW BIUIOTh JO0 CTAaOWJIM3aIMU JI03bI U jJajiee II0
KJIIMHUYECKUM NTOKa3aHUSIM CJIelyeT KOHTPOIMPOBATh MOKA3aTeNN KIMHUUECKOTO aHAJIN3a KPOBH,
BKJItOUasi yrciio TpomOonutoB U AUH, u ypoBeHs OmnnpyOunHa.

B cnydae HexenaTeNbHBIX PEakIMid 103y mpernapaTta J[>kakaBu cieayeT KOPPEKTUPOBAaTh (CM.
tabnuiry 6). [Tanmentam, nmomyuaromuMm npenapar xakaBu B 1o3e 10 Mr 2 pa3a B CyTKH, /1032
MOYET OBITh YMEHBIIIEHA 10 5 MT 2 pa3a B CyTKH; allMeHTaM, MOJy4yaroIuM npenapat /xakasu
B 7103€ 5 MT' 2 pasa B CyTKH, 71032 MOKET OBbITh yMEHbIIIeHa 10 5 Mr | pa3 B cyTku. Eciu mamuent
HE CIOCOOCH MepeHOCuTh npemnapaT [[xakaBu B 103¢ 5 Mr 1 pa3 B CyTKH, TepaIuio MpenapaTom
cleqyeT MpepBaTh N0 TEX MOp, MOKa KIMHUYECKHWE W/WiIM JlabopaTOpHbIE IOKa3aTelnu He
BOCCTAHOBSITCSI.

Tabnuya 6.  Koppexyus 003bl 8 ciyuae 603HUKHOBEHUS HEAHCELAMENbHBIX PeaKyull Y NayueHmos
¢ xpornuueckou PTIIX

ITapamerp PexoMeHaauMu 110 103MPOBAHUIO

Yucno tpombonutos < 20 x 10%/n | YMensmmth 103y npenapara J[akasu Ha 1 ypoBeHb. B
CJIy4yae BOCCTAHOBJICHUS B TEUCHHUE 7 JHEU 03y MOKHO
YBEIUYHUTh JI0 HAYaJbHOTO YpOBHA. Ecim B TedyeHHE
7 nHEW 4YHCIO TPOMOOIIMTOB HE BOCCTAHOBHUIIOCH,
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 10.10.2023 N= 20058

Opoa0HATh Tet)a{f?ﬁ;'d:B_iil:U;g %ﬁJ}Egﬁif{G§ hJ 1:'\';{):0]3%}{5.

AYH HUXKE 0,75x10°/n, | YMeHpmmuth 103y npenaparta J[akaBu Ha 1 ypoBeHb;
MPEIIOI0KUTENBHO CBA3aHHOE C | IIOCJIE BOCCTAHOBJICHMs BO300HOBUTH TEpAIMIO B J103€

npenapatoM JlxakaBu HA4aJIbHOT'O YPOBHSI.

AYH HIDKE 0,5x10%mn, | IIpekpaTuth Tepanuio npenaparoM JakaBu Ha CPOK [0

MIPEATIONOKHUTEIIFHO CBSI3aHHOE C | 14 mHEl; mocie BOCCTaHOBJIEHUS BO30OHOBHUTH TEPAITHIO

npemnaparoM /[xakaBu B 103¢ Ha | ypoBenb HuWxke mpeabiayuied. Ecmu AYH
pinte 1,0x10%/11, 103y MOKHO YBEJIUUUTH 10 HAYAILHOTO
YPOBHSI.

O6umit  Omnmupyoun: 3,0 — | IIpomomkuth Tepanuio npenapaToM /[)kakaBu B 103€ Ha

5,0xBI'H 1 YPOBEHb  HWXE€  MpEAbIAYLIEW  BIUIOTH 10

BOCCTAHOBJIEHMs. B cilydae BOCCTaHOBIIEHUS B TEUEHUE
14 nuel, yBenuuuTth 103y Ha 1 ypoBeHb. Eciu B TeueHue
14 nHeit ypoBeHb OwnupyOMHa HE BOCCTAaHOBHIICA,
MPOAOJIKATh TEPANHUIO B J103€, CHUKEHHOM Ha | ypOBEHb.

OOmwmit Oomnmpyoun: | [IpekparuTs Tepanuio npenaparoM JkakaBu Ha CPOK JI0
>5,0-10,0xBI'H 14 nueit, moka ypoBeHb OMIHpPyOHWHA HE BOCCTAHOBUTCS,
[OCJ€ BOCCTAHOBJIGHWS BO30OHOBUTH TEpamuio B
Tekymed no3e. Ecnu B TeueHue 14 1gHEHl ypoBEHb
OmnMpyOrHA HE BOCCTAHOBUJICS, BO3OOHOBHUTH TEPAIHIO B
J103€, CHUKEHHOW Ha 1 ypOBEHbB, MTOCIIE BOCCTAHOBJICHUS.

OOumit 6unupyoun: > 10,0xBI'H | IIpekpatuts Tepanuto npenapatom JakaBu Ha CPOK 10
14 nHeii, moka ypoBeHb OMIMPYyOUHA HE BOCCTAHOBUTCS,
1I0CJIe BOCCTAHOBJICHHS BO30OHOBHUTH TEpaNuio B J03E,
CHI)KEHHON Ha | ypoBeHb. Ecinu B TeueHue 14 nHeit
yYpOBEHb OMIIMPYOHHA HE BOCCTAHOBHIICS, OKOHYATEIIHHO
OTMEHUTbH TEPAIHIO.

Hpyrue HexenarenbHble peakuuu: | [IpogomxuTh Tepanuio npenapatom [[xakaBu B 103€ Ha
Crenens 3 1  ypoBeHb  HHXE  IpeaplAylled  BIUIOTH [0
BOCCTAHOBJICHMSI.

Hpyrue HexxenatenbHble peakuuu: | OKOHUYATEIbHO OTMEHUTh TEPAIUIO.

Crenenn 4

MakcumanibHas n03a npenapara J[xakaBu coctaBisger 25 mr 2 pasza B JieHb BHYTpb. B ciydae
Iporycka TmpHeMa OdYepedHOW [03bl Mpenapara, MNAUEHTy He cileayeT IpUHUMATh
JIOTIOJTHUTEIBHYIO 103y, CJIEAYIOUIYIO J103y HEOOXOAMMO HPUHATH B OOBIYHOE MPENNUCAHHOE
BpeMs.

Jleyenue mpemnapaToMm ManueHTOB ¢ MUETOPUOPO30M U UCTUHHOMN MOJUIUTEMUCH TTPOIOJDKAIOT
JI0 TE€X TOp, TTOKa COXPaHSAETCS TepaneBTUYECKHUM 3P eKT.

Pexomenoayuu no monumopumnzy

Iloocuem d)ODMeHHbl)C lemMenmoe Kpoesu: N0 Hadalla JICUCHUA NpCrapaToM IL)KaKaBI/I JOJIDKCH

OBITH IPOU3BEJICH MOJICUET KOJIMYECTBA (OPMEHHBIX 3JIEMEHTOB KPOBH.
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AOGCONIOTHOE KOJIMUECTBO (DOPMEHHBIX JIIEMEHTOB KpOBﬁmggﬁlg%igﬁ%Hgb%lﬁg %Agc-'/:[me

2-4 Hexenu BO BpeMs MoA00pa 1036l PYKCOJUTHHNOA U Aajiee N0 KITMHUYECKUM ITOKa3aHHUsIM.
Koppexyua 003b1_npu _00nospemMenHoM NpUMeHeHuy MOWHbIX _UHSUOUmMOopos _uszogepmenma

CYP3A44 uau ¢payxkonazona

VY mnanueHTtoB ¢ MuenohuOpo30M W HCTHHHOW TMOJHUIIUTEMHEH B clydyae OJHOBPEMEHHOTO
IPUMEHEHHS ¢ MOIIHBIMU HHruOUTOpamu nzopepmentra CYP3 A4 (knmapuTpoMHULIMH, UHHUHABUD,
UTPAKOHA30JI, KETOKOHA30J, JIOMHMHABUP/PUTOHABUD, HEN(DUHABHD, PUTOHABUD, CAKBUHABUD,
TEJIUTPOMHUIIMH, BOPHUKOHA30J, TpeHn(pyTOBBIA COK), WIM C JABOWHBIMH yMEpPEHHBIMU
uaruouTopamu nzopepmenToB CYP2C9 u CYP3A4 (manpumep, (urykoHa30J1) y MAIUEHTOB C
muenopudpozom, uctuHHOW nmonmmuremuedt wim PTIIX, cyrounas mosa mpemapara [[xakaBu
JOJDKHA OBITh CHIDKeHa npubimsurensHo Ha 50%, myTeM CHIDKEHUS CYTOYHOH 03B,
pa3eneHHOM Ha 2 mNpUeMa, WIM IIyTEM COOTBETCTBYIOIIETO CHMKEHMS YacTOThl IpHEMa
no 1 paza B aeHp (B ciyuyae, KOTJa TaKOW peXuMM InpueMa Bo3MoxkeH). Ciemyer uzberaTh
OJIHOBPEMEHHOTO IIPUMEHEHUs Tpernapara ¢ GrykoHazonoM B go3e 6onee 200 Mr B JIeHb.

PekomennoBan Oojee YacThlii KOHTPOJb T'€MATONOTHYECKHX IIOKa3aTelel W KIMHUYECKUX
MIPU3HAKOB U CUMIITOMOB, CBSI3aHHBIX C HEXKEJIATEIbHBIMU peakIUsMU Ha npenapat /[kakasu, B
HayaJie OJHOBPEMEHHOTO IPUMEHEHMsI MONIHBIX HHTHOMTOpOoB m3odepmeHTa CYP3A4 wm
JIBOWHBIX yMepeHHBIX HHTHONTOpOB n3opepmentoB CYP2C9 u CYP3A4 (cm. Tabnuny 7).

Tabnuya 7. Koppexyus 00361 npu 0OHOBPEMEHHOM NPUMEHEHUU MOWHbIX UHSUOUMOPOS
usogpepmenma CYP3A4 unu 08otliHbIX yMepeHHbIX uHeubumopos usopepmenmos CYP2C9 u
CYP344

IIpumenenune npenapara l:xxkakaBu | PekomenayeMasi KOppeKUusi 103bl
O/THOBPEMEHHO ¢ MOIIHLIMH MHTHOUTOpPaAMU

CYP3A4

Hauanvnas 0o3a y nayuenmos ¢ Mmuenogubpo3om u Koiuiecmeom mpomooyumos
100x10°/1 u 6oee 10 mr 2 pasa B JieHb

50 — meree 100x10%/n 5 mr 1 pa3 B 1eHb

Hauanvnas oosa y nayuenmos ¢ ucmurnHou | S Mr 2 pasa B JICHb

noauyumemueu

Y nayuenmos, npunumarowyux npenapam 6 0oze, yCmaHo81eHHOU HA OCHOBAHUU 6€30NACHOCMU
u appexmuenocmu RPOBOOUMO20 JledeHUs

>10 Mr 2 pa3a B J€Hb CHmxeHne 1036l Ha 50%
5 mr 2 pa3a B I€Hb 5 mr 1 pa3 B 1eHb
5 mr 1 pa3 B 1eHb Crnenyet npekpaTuTh NIPUMEHEHNE MOLIHBIX

uaruburopoB  CYP3A4 wmm mpemapara
Jl>xakaBu Ha BpeMs MPUMEHEHUsS MOITHBIX
unruouropos CYP3A4

Ocobvie epynnsi nayuenmos

Hayuenmul ¢ napywenuem d)VHKuuu novyex
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VY narnueHToB ¢ MuenopuOpo3oM U HapyIIeHHEM @VHKI%%%&%%%I@ME@%E ?Igf(-IM:éHee

30 MI/MUH) peKOMEHTyeMas HauaabHas 1033, OCHOBAHHAS Ha KOJIMYECTBE TPOMOOIIUTOB, TOJDKHA
ObITh CHIDKeHa mnpuOnm3utTenbHo Ha 50%. PekoMengyemass HavanmpHas 033 TMPH JICYCHUU
MalyUeHTOB ¢ UCTUHHOW monuiutemued u PTIIX w HapymeHneM (yHKIMH TOYEK TSHKETION
CTEIEHU COCTABIIAET 5 Mr 2 pa3a B IEHb BHYTpb.

[TanenToB ¢ HapyeHHEeM (DYHKIIUH MTOYEK TSDKEJIOH CTeNeH , MoTyJalonux npenapar Jxakasuy,
CIIeyeT TIATeIbHO HAOII0AaTh, IPU HEOOXOAMMOCTH J103a MpernapaTa J0JKHa ObITh CHIKEHA BO
n30exaHue pa3BUTHUS HEKeaTeNIbHbIX JIEeKapCTBEHHBIX PEaKIUil.

Hmerorcss orpaHdyeHHblE JaHHbIE 1O MPUMEHEHUIO PYKCOJIUTHHHOA Yy TMAalHUEeHTOB C
TEPMUHAJIBHON CTaqued MOYEUYHOM HEIOCTAaTOYHOCTH Ha reMoavaiuse. Y INaHHOM KaTeropuu
MAIUEHTOB ¢ MUETOoPUOPO30M JIeUeHHE CIeNyeT HAYMHATh C MpUeMa OJHOKPATHOUW J03bI 15 Mr
win 20 Mr (Ha OCHOBaHUH KOJIMYECTBA TPOMOOLIUTOB), C MOCEIYIOIIMMH OJTHOKPATHBIMH JI03aMH,
INPUMEHSAEMBIMU TOJBKO IIOCJIE KaXJAOW MNpPOLEAypbl T'e€MOJWaau3a MNPU TIIATEIBHOM OLIEHKE
COOTHOILIEHUS T10JIb3a/PHUCK.

VY mnanueHtoB ¢ uCTMHHOW mnosmuutemMued U PTIIX u TepMUHAIBHOW CTagueld MOYEYHOU
HEJOCTATOYHOCTH HA FEMOJMAIIN3E JICYECHUE CIIeyeT HAauMHaTh C IPUEMa OJHOKPATHOW O3Bl
10 Mr nmocne npoueaypsl reMoIMaNn3a TOIbKO B IEHb €€ MPOBEICHHUS TP TIIATEIbHOM KOHTPOJIE
COCTOSTHUS ¥ OILIEHKE COOTHOIIIEHUS TI0Ib3a/pUCK (cM. TabmuIry 8).

Tabnuya 8. Pexomendyemasn 003a npenapama [icakagu y nayueHmos ¢ HapyuieHuem QyHKyuu
nouex

Crenenn TskecTH | KostmuecTrBo Pexomennyemasi HavajibHasi
HapylieHusi PyHKUMH N04YeK | TPOMOOUMTOB a03a
[MaruenTs! ¢ MEETOPUOPO3OM
Cpennss (KK 30-59 mui/mun) | Bonee 150x10%/n Koppekuuu J103Bbl HE
WIN Tpedyercs
Taxenas (KK 15-29 mur/mun) | 100x10%/71 - 150x10%/n 10 Mr 2 pasa B JieHb
50x10%/n -menee 100x10°%/n | 5 mr 1 pa3 B 1eHb
Menee 50x10°/n IIpuocTaHOBNIEHHE
MIPUMEHEHUS
ITanmeHTH ¢ ICTUHHOM MOIUIIUTEMHUEH
Cpennsist (KK 30-59 mu/mun) | JIro6oe 5 mr 2 pasa B JiIeHb
W

Tsoxenas (KK 15-29 mu/mun)
[TarmmenTsl ¢ octpoit PTIIX

Cpennsist (KK 30-59 mu/mun) | JIro6oe 5 mr 1 pa3 B 1eHb
WIH
Tsoxenas (KK 15-29 mu/mun)
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TepMuHanbHas cranus | JlroGoe R v Tl O g T T

MOYEYHOU HEJOCTATOYHOCTU C MPOLIEYPBI TEMONAIIN3A
MCIOJIb30BaHUEM TeMOANAN3a
(KK < 15 ma/mun)

[TarmenTsl ¢ xpoundeckon PTITX

Cpemnss (KK 30-59 mu/mun) | JIroboe 5 mr 2 pasa B JICHb

Wi

Tsokenas (KK 15-29 mur/mun)

TepmunanbHas cragus | Jlro6oe 10 mr 1 pa3 B neHmp mocie
IIOYE€YHON HEJOCTaTOYHOCTU C IIPOLEAYPBl FEMOAUAIIN3A

WCTIOJIh30BAaHUEM TE€MOHAIIH3a
(KK < 15 mn/mun)

Hayuenmul ¢ napywenuem d)VHKuuu nevyeru

VY nauueHToB ¢ MHen0(hUOpPO30M ¢ HapylIeHHeM (YHKIMHU MEYCHH peKOMEHAyeMas HavajabHas
7032, OCHOBaHHAsi HAa KOJHMYECTBE TPOMOOIIMTOB, OJDKHA OBITh CHIDKEHA MPUOIU3UTEIHHO
Ha 50%. PexoMeH10BaHHAs HayaJabHAs 1032 y MAIMEHTOB C HCTUHHOM MOJUIIMTEMHUEHN COCTABIISIET
5 Mr 2 pa3a B JICHb.

[Tpu 060l cTeneHn nopakxeHus IeYeHU He TPeOyeTcst KOPPEKIMHY Ha4aJIbHOU JT03bI Y AIIMEHTOB
¢ PTIIX, B T.4. B city4ae ¢ BoBiieueHreM reueHu B PTIIX. ¥V manueHToB ¢ BOBIIEUEHHEM [IEUEHU
B PTIIX wu mnoBeimenuem oOmiero Ounupyomna >3,0xBI'H cnemyer wamie mTpoBOIUTH
MCCJICIOBaHMS KPOBH Ha MPEIMET TOKCHYECKOTO BO3JIEHCTBHS, BO3MOXKHO CHI)KCHHE Ha OJIUH
«mary 1o3bl. IlarMeHToB ¢ JMarHOCTHPOBAaHHBIM HApyIIeHWEM (QYHKIHH TIEYCHU TDKETIOn
CTeTNeHH, TOJy4arommx mnpenapat J[kakaBu, cilemyeT TIIATeNbHO HAOMIOAATh, TPHU
HEOOXOAMMOCTH Jl03a TMIpernapaTa JOJDKHAa ObITh CHHKEHAa BO HM30eXaHWE Pa3BUTHSA
HEXENIaTeJbHBIX JICKAPCTBEHHBIX Peakiui (CM. Tadbnuiry 9).

Tabnuya 9. Pexomenodyemas 0osa npenapama J[pcakasu y nayuenmos ¢ HapyuieHuem QyHKyuu
neyeHu

Crenensb Ts:kecTd | KosimuecTBo Pexomenayemasi HavajbHasi
HApYylUIeHHSA (pyHknuu | TPpOMOGOUNTOB ao3a

nevyeHu

IManueHTHI ¢ | Bonee 150x10%/n Koppekuun 10361 HE TpeOyeTcst
Muenopudpo3om:

Jerkas, cpemnss umu Tsokenas | 100x10%/m - 150x10%/n 10 mr 2 pa3a B 1eHb

(xkmacc A, B mm C 1o | 50— menee 100x10%/n 5wmr 1 pa3 B n1eHb
knaccuukanmn Yaina-Ilero) | Menee 50x10%/n [IproCTaHOBIIEHHE TIPUMEHEHHUS
ITanueHTHI c ucrtuauou | JIro6oe 5 mr 2 pasa B JIeHb
NOJUIMTEMUEH :

JIerKasi, CpeiHss WM TsKenast

(kmacc A, B wm C 1o

kinaccudukanuu Yaitna-I1er0)
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llayuenmul 6 sospacme >65 nem

Koppexkmun 10361 npenapara He TpeOyercs.

Jlemu

be3onacHocTh u 3¢ dhekTHBHOCTL TIpenapara [[xakaBu y nereid ¢ MuenohuOpo30M M UCTHHHOM
nonuuuremuei B Bozpacte ot 0 10 18 siet He ycTaHOBjIEHBI. JlaHHBIE OTCYTCTBYIOT.

Pexxum nosuposanus quia nereit ¢ PTIIX B Bo3pacte ot 12 1o 18 siet He oTiMuaeTcs oT pexxuma
JIO3UPOBAHUs Ul B3pOCHBIX. bezomacHocTs U 3¢ ¢dexkTuBHOCTh mpenapara JkakaBu y aeTeil ¢
PTIIX B Bo3pacte ot 0 10 12 net He ycTaHOBJEHBI. JJaHHBIE OTCYTCTBYIOT.

Croco0 IIpuMeHeHus

IIpenapar /I»xakaBu IPUHUMAIOT BHYTPb HE3aBUCUMO OT BPEMEHH IIPUEMA MTHIIH.

4.3. TlporuBomoxkasaHus
e ['unepuyyBCTBUTENBHOCTh K PYKCOJUTUHHOY WIM K JI0OOMY H3 BCIIOMOTaTEJIbHBIX
BEILIECTB, IEPEUUCIICHHBIX B pazaeine 6.1.

e bepeMeHHOCTH U NEPUOA IPYAHOTO BCKAPMIMBAHUSI.

4.4. Oco0Oble yKka3aHUS U MepPbI PETOCTOPOKHOCTH NPHU MPUMEHEHUN

CHmXeHNE KOJIMYECTBA d)ODMeHHI)IX 9JICMCHTOB KPOBHU

Jleuenne npenaparom JI)kakaBu MOXKET NPUBOJUTH K PAa3BUTUIO TIE€MaTOJOTMYECKUX
HE)KEJIATeNbHBIX PEaKLUH, BKIIOYAIOMIMX TPOMOOILMTONEHHUIO, aHEMHIO M HeHTporeHuto. Jlo
Hayaja JiedeHus npenaparom [xakaBu HE0OXOIMMO MTPOBECTH KIMHUYECKHUM aHaIN3 KPOBH.

TpoMOoMTONEHNS

V NanueHToB ¢ MUenoGuOPO30M ¢ MCXOMHO HU3KMM KOJHYECTBOM TpoMGomuToB (<200x10°%/n
nepea HayaJloM TeparnuM) BO3pPAcTaeT BEPOSTHOCTb PA3BUTUS TPOMOOIIMTONICHHHM BO BpEMs
JIeYeHUs1 PyKCOITUTUHUOOM.

TpomboruTonenus B 1eaoM oOpaTuMa M, Kak MpaBHIIO, KOPPEKTUPYETCS CHUKEHUEM 03Bl HIIN
BpPEMEHHBIM MpeKpaleHeM npruema npenapara Jlxakasu (cM. paszaen 4.8).

Tem He MeHee, B HEKOTOPBIX CIIydasX MOXXET MOTpeOoBaThCsl TpaHc(y3usi KOHILIEHTPATOB
TPOMOOIIUTOB.

AHemus

[Ipu pa3BUTHH aHEMUHU MOXKET MOTPEOOBATHCS TpaHCPY3uUs IpUTPOIMTHOM Macchl. Kpome Toro,
HEOOXOIMMO OLIEHUTh BO3MOXKHOCTb KOPPEKLMH 03Bl WM NPEPhIBAHUS JICUCHUS MPErnapaToM
JxakaBu (cM. pazzaen 4.8).

Helitponenus

B nenoM Heiitponenus (abcomoTHo umcio HeiTpodunos (AUH) <0,5x10°/m), B ciyuae ee

pa3BuTHs, Oblla oOpaTMMa W KOPPEKTHpOBajach BPEMEHHOM OTMEHOH mpHema IMpernapara
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J>xakaBu.

Crnenyer KOHTPOJMPOBATH MOKA3aTeIH OOLICKIMHUYECKOTO aHalIW3a KPOBH B COOTBETCTBUU C
KJIMHUYECKON CUTyallMel 1 KOppEeKTUPOBaTh 103y npenapara (cM. paszaen 4.8).

HUndekuyu

VY nanueHToB, MOIy4YaBUIMX TEPaAlUI0 IpernapaTtoM JlKakaBH, 3aperuCTPUPOBAHBbI CEPbE3HBIC
ciydyad  OakTepUAIbHBIX, MHKOOAKTEpHAJbHBIX, TIPUOKOBBIX, BUPYCHBIX M  JpPYyTUX
ONIMopTyHUCTHUYECKUX MHGpekuid. [lepen npumenennem npemnapara JxakaBu cielyeT OLEHUTDH
PHUCK pa3BUTHs cepbe3HbIX HHeKIui. CreayeT TIaTeabHo Ha0I01aTh NAMeHTa, 0Ty Yatoero
npenapat JakaBu, JUIsl BBIBICHUS CHUMITOMOB HMH(EKLMHM M B cCllydyae HEOOXOIUMOCTH
HE3aMeUINTEIbHO HAuMHATh COOTBETCTBYIOlIee JieueHue. He crienyer HauMHAaTh Tepamuio
IpenapaToM J0 pa3pereH sl TSHKEIO0ro aKkTHBHOTO HH(EKIIMOHHOTO IPOLIecca.

VY nanueHtoB, nNody4aBmIMX mpenapar JkakaBu, cooOmiamock O ciaydasx TyOepkysesa.
BcnencrBue BO3MOXKHOCTH pa3BUTUSL aKTUBHOM (opMbl TyOepKyses3a Hepes HauyaloM Tepanuu
IpenapaToM cienyeT 00cie10BaTh NalueHTa il BHISIBICHUS! aKTUBHOM WM JTATEHTHON (OPMBI
TyOepKye3a B COOTBETCTBUU C MECTHBIMH KITMHHYECKUMH PEKOMEHIAIIUSMH.

VY nanueHToB ¢ XpPOHUYECKMM BHPYCHBIM TemaThuToM B, momydaromux mnpenapar Jlxakasw,
orMmevaniochk yBenuuenune tutpa JIHK Bupyca rematuta B xak ¢, Tak u 6€3 COMpPOBOXKIAIOMIETO
yBenuuenuss aktuBHocth ACT u AJIT. HewusectHo BnmsiHMe mpemnapata J[[xakaBu Ha
perumkamuio JIHK Bupyca remarura B. JleueHue M KOHTPOIb COCTOSHHS NAIMEHTOB C
XPOHMYECKHM BUPYCHBIM IenaTUTOM B ciexyer mpoBOoIUTh B COOTBETCTBUU € OOLIETIPUHATHIMU
CTaHJapTaMH KJIIMHUYECKOW MPAKTUKH.

OnosICBIBAIOIINN TepPIIEC

[lepen npumeHenuneM npenapara /kakaBu Bpady cienyeT O0y4HUTh MMalMeHTa CBOEBPEMEHHOMY
BBISIBJICHUIO PAHHUX CUMIITOMOB OIOSICBIBAIOILET 0 reprieca, COOOIIMB 0 HE0OX0AUMOCTH PaHHETO
HayaJia JC4YECHHUs.

IIporpeccupyronias MyiabTUGOKAILHAS JeHKOodHIIedaTOnaATHS

[Ipu npumenennu npenapata Jl)xakaBu ObUIO MOJTydeHO cooOuieHne o ciydae pazsutust [IMJL.
Jlewamemy Bpady ciaeayeT COXpaHsITh HACTOPOKEHHOCTh B OTHOLIEHUH HEMPOICUXUATPUUYECKUX
CHMITOMOB, MO3BOJIAIONIMX 3ano03puTh pazButue [IMJI. [Ipu nogo3penun Ha passutue [IMJI
ClIelyeT IPEKPaTUTh IPpUMEHEHNE npenapara /[XkakaBu 10 UCKIIOYEHHS] JTAHHOTO JUArHo3a.

310Ka4eCTBCHHEIC HOBOO6DaBOBaHI/I}I KOXH 3a UCKITIOYCHUEM MEJTAaHOMbBI

[Ipn npumenenun mnpenaparta JlkakaBu cOOOINANOCH O ClIydasX Pa3BUTHUS 3J10Ka4€CTBEHHBIX
HOBOOOPA30BaHUI KOXH, 3a MCKIIOYEHHEM MEJIaHOMBI, B TOM 4YHcJe 0a3aJbHOKIETOYHOU U
IUIOCKOKJIETOYHON KapIUHOMBI, a TakXe KapIHMHOMBI M3 KiIeTok Mepkens. B GonbiimHCTBE

CllydaeB y TaKMX MAIMEHTOB C MHEI0(UOpO30M M HCTUHHOW NOJMLIMTEMHUEH B aHaAMHE3e
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MIPOBOAMIIOCH MPOJOHKUTEIBHOE JICUEHHUE TIpe apmmﬂ%ﬁp&@ﬁ%%@&ﬂkﬂﬁg&%é %-ium

BBISBJICHBI 3JI0KaY€CTBEHHBbIE HOBOOOpPA30BaHMA KOXH, 32 HCKIIOYEHHUEM MEJIaHOMBI, WIH
IpEIpaKkoBble MOpaXeHUs KOXWU. [IpUUMHHO-CIEACTBEHHas CBsS3b €  IPUMEHEHHEM
pyKconuTHHNOAa He ObUla YyCTaHOBIEHAa. PekoMmeHIyeTcs NpPOBOAUTH MEPUOAUYECKOE
oOcieoBaHUE KOXXHBIX IIOKPOBOB Yy TAIMEHTOB C TMOBBILICHHBIM pPHUCKOM pPa3BUTHUS
3JI0Ka4€CTBEHHBIX HOBOOOPA30BaHH KOXKH.

M3MeHeHne TunuaHoro HDOd)I/I.H}I

OTMeueHO yBelnYeHNEe KOHIICHTPAIIMH JIMITHIO0B, BKJIFOYAs YBEIWYEHNE KOHIICHTPAlUU O0IIero
XOJIECTepUHA, JIUIOMPOTEUIOB BBICOKOH W HHU3KOM IUIOTHOCTH U TPHUTJIMIIEPHUIOB,
acCOIIMMPOBAHHBIE C JieueHWeM mpenaparoM J[>kakaBu. PeKOMEH/I0BaH KOHTpPOJIb JIMITUIAHOTO
npodunss W KOPPEKIWsl TUCIHIHUIEMUU B COOTBETCTBUM C MECTHBIMU KIMHHYECKUMU
PEKOMEHTalHsIMHU.

CHUHIPOM «OTMEHED)

[Tocne mpekpamieHust Tepanuu npenapatoMm J[kakaBu cUMITOMBI MUen0opuOpo3a (Takue Kak
yCTalnocTh, OONb B KOCTAX, JUXOpaaka, 3yJ, HOYHAs TMOTJIMBOCTh, CHUMITOMAaTHYecKas
CIUIEHOMETaJIMsl U CHUIKEHHE Macchl Tela) MOTYT BO3BpalaThes. B psje ciiyuaeB y NanueHTos,
MpeKpaIiaBmx MpuMeHeHne npenapara Jl)kakaBu, BO3HHKaIU cepbe3Hbie HS, ocobeHHO mpu
HAJIMYUKA OCTPOTO COIYTCTBYIOIIEro 3aboneBanusi. He ycraHoBIEHO, CIOCOOCTBOBaNa JH
passuturo HA peskas ormena npenapara J[>kxakaBu. Eciau pe3koro npexpamieHus: IpUMEHEHUs
npemnapara He TpeOyeTcs, MOXKHO pacCMOTPETh BO3MOKHOCTh TOCTEIIEHHOTO CHU KEHUS J103Bl.

Hapynrenue d)VHKHI/II/I ITOYCK MJIU IICYCHU

Crnenyer coOuoaTh OCTOPOXKHOCTb NMpPU NMpPUMEHEHHMH mpenaparta /[)kakaBu y TAalMEHTOB C
HapyleHHeM (YHKIMH MOYEK TSDKEIOH CTENEHH, B TOM YHCIe, HAaXOJSAIIMXCS Ha TeMOJUANN3e
WM TTOJTYYAIOIIKX MPOLeTypy T'eMOoInain3a, y NalueHTOB ¢ HapylleHneM QyHKIUHU [eUeHH.

[IprnMeHeHne OHOBPEMEHHO C MOITHLIMHU HHrHOnTOpamu nzodhepmernra CYP3A4

Crnenyer coOmoaTh OCTOPOKHOCTH NMPH NPHUMEHEHUH Ipenapara J[>KakaBu OJHOBPEMEHHO C
MOUTHBIME HHTHOUTOpaMu u3opepmenta CYP3A4

BcnoMorarebHEIC BEISCTBA

[Ipenapar [IxakaBu coaepkuT jakto3y. [lanmenTtam ¢ peako BCTpedaromencs: HaciaeACTBEHHOM
HENEPEHOCHUMOCTBIO TallaKTO3bl, NEPUIIUTOM JIAKTa3bl JIOMAPEH WM TIIIOKO30-TallakKTa3HOU

MasibabcopOIHen He cienyeT NpUHUMAaTh npenapat [[)xakaBu.

4.5. BzauMmopgeiicTBHe C JAPYrMMH JIEKAPDCTBEHHBLIMM IpenaparamMu M JApyrue BHIbI
B3aHMMOJAEHCTBUSA

CDGZ[CTBa, KOTOPBIC MOI'YT USBMCHHUTH KOHIICHTPAITHUIO DVKCOJII/ITI/IHI/IGa B 1j1a3M€ KpOBHU
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Mowmnvie uneubumopor uszopepmenma CYP3A4 (na%ﬁ%,'ﬂ?a%%ﬁ%ﬂjﬁ&Tﬁﬂ)%%‘eup,

UMPAKOHA30], KEeMOKOHA30], JONUHABUD/DUMOHABUD, DUMOHABUD, HELPUHABUD, CAKBUHABUD,
MeTUMpPOMUYUH, BOPUKOHA30I, 2Pengpymosviil coK). Y 3I0pOBBIX JOOpPOBOJBLEB INPHEM
KETOKOHAa30J1a, MolTHOro nHruoutopa nzodepmenra CYP3A4, B noze 200 Mr 2 pas3a B JIcHb B
TeyeHue 4 nHei, npuoaui k noseimeHuo AUC pykconutunn6a Ha 91 % u yyIMHEHUIO TTeproaa
nostyBbIBesieHus ¢ 3,7 4 10 6,0 4.

B cnyuae npumeHenus ¢ mMomHbIMH MHruOuTopamu usodepmenta CYP3A4, oOmas cyrouHas
7032 PYKCOJIUTHHMOA NOJDKHA ObITh CHM)KEHa npubausutenbHo Ha 50 % 3a MCKIIOYeHHEM
nanrenToB ¢ PTIIX, y kKoTopbix He OBUIO BBISIBJICHO CYIIECTBEHHOTO BIUSHHS Ha KaKHE-THOO
MOKA3aTe Tl MOJEIU MOMYyIIUOHHON (hapMaKOKUHETHKH.

[ManmenTa crnemayeT TIIATENbHO HAOMIOIATh HA TPEIMET CHIDKEHHUS KOJIUYECTBA (POPMEHHBIX
3JIEMEHTOB KPOBH, MpPU HEOOXOIMMOCTH PEKOMEHAyeTCs NaibHeWas KOppeKUus A03bl Ha
OCHOBaHUU JaHHBIX 3 (HEKTUBHOCTH U O€30MACHOCTH.

Cnabvie u ymepentule uneubumoput uzogpepmenma CYP3A4: nipuem S5pUTpOMHUIIMHA, YMEPEHHOTO
unrunouTopa n3opepmernra CYP3A4, B noze 500 mr 2 pasa B JeHb y 3I0POBBIX JOOPOBOJIBIICB B
TeyeHue 4 el npuBoAui K nossimeHuto Ha 27 % AUC pykconuTuHuoOa.

Koppekuust 1o3p1 He TpeOyeTcsi mpu OJHOBPEMEHHOM IMpUMEHEHHH IMpenapaTta /[akaBu co
cJ1a0bbIMHU WM yMepeHHbIMH HHruouropamu u3opepmenta CYP3A4 (B 1.4. spurpomuniiaom). B
Hayvaje Tepanuu PyKCOITUTHHUOOM OJTHOBPEMEHHO C YMEPEHHBIMU HHTHOUTOpaMU U30(epMeHTa
CYP3A4 nmanuenTa cienyeT TIIATEIbHO HAOMIOAATh C OMPEIEICHUEM KOJUYecTBa (DOPMEHHBIX
3JIEMEHTOB KPOBH.

Heouinvie ymepenuvie uneubumopst uzogpepmenmos CYP2C9 u CYP3A44 (nanpumep,
@nykonazon): y 300pPOBBIX TOOPOBOJIBIEB, MOMYYaBIIUX (IIYKOHA30J, JABOHHOW HMHTHOUTOD
nzoepmentoB CYP2C9 u CYP3A4, B Bume omHokpatHou 10361 400 Mr ¢ mociaeayrommm
npuemoMm 200 Mr oawH pa3 B JICHb B TE€UCHHE ceMH JHeH Habmomanoch yBenmdeHue AUC
pykconutuHnOa Ha 232 %.

o3y npemnapara cieayer yMeHbIUTh Ha 50 % mpu 0JHOBpEeMEHHOM NMPUMEHEHUU C JBOWHBIMH
ymepeHHbiMH uHTHOHTOpamMu u3odepmertoB CYP2C9 u CYP3A4. Cnenyer wusberath
OJIHOBPEMEHHOT'O MPUMEHEHHS PYKCOTUTHHUOA C (hJTyKOHA30JIOM B J103€, MpeBbImaromiei 200 mr
B JICHb.

Unoykmoper uzoppepmenma CYP3A4: B Hadane JeUeHUS OJHOBPEMEHHO C WHIYKTOpaMU
nzodepmenta CYP3 A4 koppekuus 10361 HE pekoMeH10BaHa. [Ipu ymeHbiennn 3pGekTuBHOCTH
OJIHOBPEMEHHOT0 JieueHusI TpenaparoM J[kakaBu ¢ uHaykTopamu uzodepmenta CYP3A4
HEO0OXO0IMMO PacCMOTPETh MOCTEIICHHOE YBETUYCHUE A03bI pernapara Jlxakasu.

VY 310poBBIX TOOPOBOJIBIEB, MOMYYaBIIMX PHPAMIUIUH, MOIIHBIA HHIYKTOp H30(epMeHTa
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CYP3A4, B no3e 600 mr 1 pa3 B neHp B TeueHnye 10 HHQEII%%}QEM%SM%Q q’IJ;C_"J'Ig:TIE/}eMa

OIHOKpPAaTHOM J03bl yMeHbImasiach Ha 71 % W TiepuoA TONYBBIBEICHUS CHUKAICS
¢ 3,3 g go 1,7 4. OTHOCHUTEIBLHOE KOJHUYECTBO AKTHBHBIX META0OJIHUTOB IIOBBIIIATIOCH IIO
OTHONICHHIO K HCXOJIHOMY BEIICCTBY.

P-enuxonpomeun u Opyeue 0Oenxku-nepenocuuxu: HE PEKOMEHIYCTCS KOPPEKIUS 03Bl IPH
NpPUMEHEHHH Tpemapata J[kakaBu OJHOBPEMEHHO C  JIGKAPCTBEHHBIMH  CPEJICTBAMHU,
B3aMMOJICHCTBYIOIUMU C P-TIMKONIPOTENHOM U JPYTUMHU OEIKaMH-TIEPECHOCYHKAMHU.

Jpyrue n3ydeHHbIC J€KAPCTBEHHBIC B3aUMOACHCTBHUS

Cyocmpamvr CYP3A4: wccnenoBaHWe Yy 3I0POBBIX JIOOPOBOJBIEB IMPOASMOHCTPHUPOBAIO
OTCYTCTBUE KIMHUYECKH 3HAUUMOT0 (hapMaKOKUHETUIECKOTO B3aUMOICHCTBHS PyKCOIUTUHUOA C
mugazonamom (cyoctparom m3zodpepmenta CYP3A4).

Ilepopanvhvie KOHMPAYenmuewl. UCCIIC/IOBAaHUE y 3JI0POBBIX JTO0OPOBOJIHIICB
IIPOIEMOHCTPHUPOBAJIO OTCYTCTBUE BIMSIHHUS PYKCOTUTHHUOA Ha (DapMaKOKUHETHKY ITePOPATHHBIX
KOHTPAIICTITUBOB, COACPXKAIMX STUHUIICTPAIUOI U JICBOHOPIECTpEd, B CBA3M C YeM He
OKU/IaeTCs CHIDKEHUS 3 (PEKTUBHOCTH MEPOPATBHBIX KOHTPALEITUBOB C TaHHOW KOMOHMHAIUEH

NENCTBYIOIIMX BEIIECTB IPU OAHOBPEMEHHOM IPUMEHEHUH C PyKCOJIUTUHUOOM.

4.6. DepTWIBLHOCTH, 0€PEMEHHOCTH U JIAKTALMS

JKeHIMHEI ¢ ACTOPOAHBIM ITOTCHIHMAJIOM

B nccnenoBaHusx y >KUBOTHBIX OBLIO MOKAa3aHO, YTO PYKCOTUTUHUO BPEICH sl Pa3BUBAIOIIETOCS
II0/1a.

[TanmeHTKaM ¢ COXpaHEHHBIM PENPOLYKTHBHBIM MOTEHIIMAIOM CJIEIYEeT UCIIOIb30BATh HA/IC)KHBIC
METO/bI KOHTPALICHIIMH BO BpEMsI T€paIuy npenapaTom JxaxkaBH.

bepemennoctb

B penpomyKTHBHBIX HCCIEIOBAaHHMSIX Ha KPBICAX M KPOJIHMKAX OBUTM OTMEYECHBI BBI3BAHHBIC
PYKCOMUTHHHOOM sIBICHUS 3MOpHo- u (eToToKcmuHOCTH. [locie mpeHaTanbHOrO BO3ICHCTBHSA
Ha0JII01aJ710Ch YBEIMYEHNE TTOCTUMILJIAHTAIMOHHBIX TOTEPh Y KPOJIUKOB U CHUYKEHHE MacChl Tella
IUI0/1a Yy KPBIC M KPOJIUKOB.

[IporuBomnoka3ano mpuMeHeHue npenapara /)kakaBu Bo BpeMs O€peMEHHOCTH.

Jlakranus

B HOKIMHMYECKUX HCCIEOBAHUAX OBUIO MOKA3aHO, YTO PYKCOJIUTUHUO W/WIIM €r0 METa0OIHUTHI
BBIJICJIAIOTCS. B MOJIOKO KOPMSAIIUX KPBIC, B YACTHOCTH, PYKCOJIUTUHUO W/HIIM €r0 METaOOIUTHI
ObutM  OOHAapy)KEHBl B MOJIOKE JAKTHPYIOIIMX J>KMBOTHBIX B KOHIEHTpamusx, B 13 pa3
NPEBBIMIAIOMINX KOHICHTPAIIMIO B IUla3Me KPOBH MaTepu. Hem3BecTHO, BbIIENSACTCA JIH

PYKCONMUTHUHHUO B TPYJHOE MOJIOKO y YeJIOBEKa.
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[IpoTuBOMOKa3aHo NpuMeHeHue npenapara /kqkaBy B ﬁ%ﬁaﬂ%‘mﬁ% %H&HMJ&ER&?{-I =

DdepTUabHOCTD

Her naHHBIX O BAMSHMM PYKCOJIMTHHHOA Ha (EepTHIBHOCTH y uelnoBeKka. B mccrnenoBaHusxX y

JKHBOTHBIX HE BBISIBJIICHO BIIMAHHA Ha (bepTI/IJ'IBHOCTB.

4.7. BausiHHe HA CMOCOOHOCTH YNPABJATHL TPAHCHOPTHBIMHU CPeACTBAMHU M padoTaTrh C
MeXaHU3MaMH

HccnenoBanus BAMSHUSA NpenapaTa Ha CIOCOOHOCTD K YIPaBJICHUIO TPAHCIOPTHBIMU CPEICTBAMHU

U/WIM MEXaHU3MaMH He MMPOBOMINCE. Y YUTHIBAasi BO3MOXKHOCTh Pa3BUTHSI HEKOTOPHIX TOOOUHBIX

a¢dexToB Ha ¢oHe mpuema mnpemnapata JlkakaBu (TOJOBOKPYKCHHE), IMAIMEHTaM CIEIYET

COOJII0/IaTh OCTOPOYKHOCTH MPU YIPABICHUN TPAHCIIOPTHBIMU CPEICTBAMU U 3aHATUAX APYTUMH

NOTCHIUAJIBHO OIIaCHBIMHW BHJaMH JCATCIbHOCTH, Tp€6yIOH_[I/IMI/I MOBBIIICHHON KOHIOCHTpAalun

BHUMAaHUA.

4.8. HexenatenabHble peakuu

Pesrome npoduiis 0e3onacHocT

Muenogpuopos

HaunGoiee yacTo BcTpeuaeMbIMU HEKETATENbHBIMH JIeKapcTBEHHbIMU peaknusmu (HJIP) Opum
TpombonuToneHnus u anemus. I'emaronornueckue HJIP (mo6oit crenienn Tsokxectu mo CTCAE™®)
BKItouanu anemuto (83,8 %), pomboruronenuto (80,5 %) u neiirponenuto (20,8 %), KoTOphIC
HOCHJTU JI0303aBHCHMBIN XapakTep.

Haubonee uwacteimu Heremaronoruueckumu HIIP 6pmm kpoBomoaréxu (33,3 %), apyrue
KpOBOTEUYEeHHUsI (BKIIIOYasi HOCOBOE KPOBOTEUEHHE, KPOBOTEUEHHUE ITOCIIE MPOIEAYPHI U TeMaTypHIO
(24,3 %) u ronoBokpyxenue (21,9 %).

Haubonee wacTo BCTpEUAIONIMMUCS HETEMATOJOTUYECKUMH HAPYIICHUSAMHU J1Ta00OPaTOPHBIX
nokasareneil ObUIM: yBEJIMYEHHE aKTHBHOCTH anaHuHamuHOTpaHcdepasbl (AJIT, 40,7 %),
acnapratamuHotpancepazsl (ACT, 31,5 %) u runeprpurmuuupuaemus (25,2 %). He
OTMEUAJIOCh Pa3BUTHE THIEPTPUTIUIICPUICMIH CTENEHU 3-4, a TaKKe yBEIMYEHUS aKTUBHOCTU
ACT wmm AJIT 4 crenern tspkectr (o CTCAE®).

[Ipu omeHKE [MOJTOCPOYHBIX JAHHBIX MO O€30MacHOCTH Tpernapara y MalueHTOB C
Muenopuoépo3oM, KOTOpbIE MOJIyYadd TEpanuio0 PYKCOIUTHUHUOOM, KyMYyJISTUBHAs YacToTa
HekenaTenbHbIX siBneHuid (HS) yBenmuumiiack NpPONMOPIIMOHATBHO YBEIWYCHHUIO TIEpUOja
HabmoieHus1. B pe3yrnbrare aHann3a 0OHOBICHHBIX IaHHBIX, TPEKPAIICHUE JICYCHHS B PE3YJIbTATe
passurtus HJIP norpeboBanocs y 30,0 % manueHToB.

* — xyaccuukanms cTeneHer TsHKEeCTH HeXenaTeNnbHBIX sBiieHui 1o kinaccudukamuu CTCAE
(Common Terminology Criteria for Adverse Events, cranmapTHble TEPMHHOJIOTHYECKHE
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(MOCNEOOBATENEHOCTE 001%)

KPUTEPUH OLICHKH HEXKeJaTeIbHBIX SIBICHUN)

1 - nerkas creneHpb

2 - cpeHsisl CTENEHb

3 - TsKenas CTeneHb

4 - kpaifHe TspKenas (KU3HEeYyTpoXkKaromas) CTereHb

Hcemunnas nonuyumemus

Haubonee wacrto Bctpeuaembivu HJIP siBsumuck: anemus (61,8 %) u yBennueHue aKTUBHOCTH
AJIT (45,3 %).

I'emaronornueckue HJIP (mo6oii crenenu Tsxectu no CTCAE) Bkimtouanu anemuto (61,8 %),
tpoMOouuTonenuo (25,0 %) u ueiitponenuro (5,3 %). AHeMUs UITU TPOMOOIUTONICHUS 3 WIIH
4 craguu 3apeructpupoBasbl y 2,9 % u 2,6 % nanueHToB COOTBETCTBEHHO.

HaunGosnee yacTo BcTpeuarommmucs Heremarojgorndeckumu HJIP OblHn: yBenrueHne Macchl Tena
(20,3 %), ronoBokpy:xenue (19,4 %) u ronosuas 6016 (17,9 %).

Haubonee wacTo BCTpEUAIONIMMUCS HETEMATOJOTHYECKUMH HAPYIICHUSAMHU JTA00PaTOPHBIX
nokazareneil (Jiro0oil creneHu TspkecTH) ObutH: yBenuueHue aktuBHocTH ACT (42,6 %) u AJIT
(45,3 %), runiepxonecrepunemust (34,7 %). Beimenepeuncnennsie HJIP Obutn 1 unu 2 crenenu
TSKECTHU, C €AMHUYHBIM OTMEUYEHHBIM cydaeM yBenndyeHus: aktTuBHOCTH ACT 1o crernenu 4.

C yBenM4YeHHEM MPOAOHKUTEIBHOCTH BO3JIEHCTBUS Ipenapara KyMyJISTUBHAs 4acToTa
HekoTopblx HS yBenuumiach, OIHAKO HOBBIX SBICHHMH 3aperHCTpUpoBaHo He Obuto. [lpu
KOPPEKTUPOBKE OTHOCHUTEILHO BPEMEHHU BO3JIEHCTBH Mperapara, yactota HS Obuia B 1enom
COTIOCTaBUMa C JaHHBIMHU, IOJYYEHHBIMU Ha HAYaJbHBIX CTAIUSAX KIMHUYECKUX UCCIEeI0BaHUM.
IIpexpamenue neuenus Beienctsue paspuruss HJIP, He3aBUCHMO OT NMPUYMHHO-CIEACTBEHHON
CBSI3H C UCCIIETyEMBIM Tpernaparom, morpedosanocs y 19,4 % nmanueHTos.

Ocmpas PTIIX

Haubonee yacto BctpeuaembiMu HJIP sBistmuck: TpomOonutonenus (85,2 %), anemust (75,0 %)
u HelTponenus (65,1 %).

I'emaronornueckue HJIP Brmrodanu tpombormronenuto (85,2 %), anemuto (75,0 %) u
Heiitponenuto (65,1 %). Anemus crenenu Tspkectu 3 mo CTCAE* Bctpewanacs y 47,7 %
MaIUEeHTOB, TPOMOOIUTONICHUS cTeneHu TskecTr 3 14 —y 31, 3 % u 47,7 % coOTBETCTBEHHO.
Haubonee yacto BcTpeuarommmucsi Heremarojgorudeckumu HJIP Obin: muToMeraiaoBupycHast
unpexuus (LIMB) y 32,3 %, cemncuc y 25,4 % u uH}EKUM MOYenonoBeix myte y 17,9 %
MAIMEHTOB.

Haubonee wacto BCTpeyaromMMHCS HEreMaTOJIOTMUYECKUMU HapyHICHUSIMH J1a00paTOpPHBIX
nokasareneii Obutm: yBenuuyenwe aktuBHOCTH AJIT (54,9 %) umw ACT (52,3 %),

runepxoinecrepureMus (49,2 %). B GonpmnHCTBE citydaeB | U 2 CTENIEHH TSKECTH.
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[Ipekpamienue nedeHus Bciueactsue pazsutus [HIIP, Hégggyrﬁc%%% TIEEEMEQI&'@%B@Hoﬁ

CBSI3U C UCCIIEyEeMbIM IpenapaToM, noTpedoBanocs y 29,3 % maiueHTos.

Xponuueckaa PTIIX

Haubonee uvacto Bcrpewaembimu HIIP sBisumch: anemus (68,6 %), runmepxoiucTepuHEMUs
(52,3 %) u yBenuuenue aktuBHoctd ACT (52,2 %).

I'emaronornueckue HJIP Brmouanu anemuro (68,6 %), tpombomuronenuto (34,3 %) u
Helitponennio (36,2 %). Anemus crenenu Tspkectd 3 mo CTCAE* Bctpewanacs y 14,8 %
MAlMEHTOB, HEUTPOIIEHUS CTENEeHH TsKecT 3 14 —y 9,5 % u 6,7 % COOTBETCTBEHHO.

Haunbonee wyacrto Bcrpewaronumucs Heremarojgorundeckumu HJIP  Obum:  moBwimeHue
aprepuanbHoro nasienwus (15,0 %), ronosuas 6omb (10,2 %) v nHGEKINA MOYETIONOBBIX MyTel
(9,3 %).

Haubonee wacto BCTpeyaroImMMHCS HEreMaTOoJOTHUYEeCKUMH HapyLIeHUsSMH J1ab0opaTOpHBIX
nokasarenei Obutn: runepxosectepunemus (52,3 %), yBenuuenue aktuBHocTH ACT (52,2 %) u
AJIT (43,1 %). B 6onpmmHCTBE City4aeB | ¥ 2 CTETIEHH TSKECTH.

IIpexpamenue neuenus Beienctsue paspurus HJIP, He3aBUCHMO OT NMPUYMHHO-CIEACTBEHHON
CBSI3M C UCCIIETyEMbIM Mpernaparom, norpedosanocs y 18,1 % mauueHTos.

Pe3roMe HexxenaTenbHbIX PEAKIINN

HIJIP, ommeuaswuecs npu npumeHeHuu npenapama 6 xo00e KIUHUYECKUX UCCIeO08AHUll U U3
CNOHMAHHBIX COOOUJeHUL U NO OAHHBIM TUMEPAMYPHBIX UCTOYHUKO8

HJIP crpynmupoBaHbl B COOTBETCTBUH € KiIacCHU(PUKaIME opraHoB u cucteM opranoB MedDRA,
B IIpeJieax Ka) /a0 TPYMIbl epeYrCIeHbl B MOPSAIKE YMEHbBILIEHUS YaCTOThl BCTPEYAEMOCTH.
JUisi  OLIEHKM YacTOThl BCTPEYAEMOCTH WCIOJIB30BAHbI CJEIYIOIIME KPUTEpUU (COTIACHO
knaccupukanuu BeemupHoii opranuszanmu 3apaBooxpanenus (BO3)): ouens yacto (>1/10); vacto
(>1/100, no <1/10); Hewacto (>1/1000, Ho <1/100); peaxo (>1/10000, o <1/1000); oueHb peaKo
(<1/10000), yacToTa HEM3BECTHA (HA OCHOBAHUN UMEIONITUXCS JAHHBIX OIEHUTH HEBO3MOIKHO).

B xnmmHMueckux uccnenoBanusx tsokects HJIP onenuBanack cornacuo knaccuduxarmn CTCAE.

Tabnuya 10. Kamezopuu yacmomul HextcenamenvbHulX 1eKApCmMEeHHbIX peakyull, OMMeYeHHbIX 6
uccnedosanusax 3 ¢pasvl y nayuenmos ¢ Mueiopuopo3om u UCmMuHHOU noauyumemuen

HeskenarenbHasi JieKapCTBEHHAsA Karteropust yacTorsnl Karteropust yacTorsnl
peakuusa IJId manueHTonB ¢ Md® nJia nanuenTon ¢ UII
Nudpexunu v uHBaA3ZUMN

WHdexun MOueBbIBOASIIUX My TeH™* OueHb yacTo OueHnb yacto
OrnoscriBaromuii aumman®© Ouens yacto Ouens yacto
[TaeBMOHMS Ouens yacto Yacro

Cencuc Yacro Heuacto
Ty6epkynes Heuacrto HenspectHo!
PeaktuBanus Bupyca renatura B HenspectHo! Heuacrto
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O HERNDBATERSHOCTE 0015)
HapyumeHnust co CTOpoHbI KPOBH M TUM(pATHYECKOW CUCTEME

Anemus’®
Crenens 4 no CTCAE! (<6,5 r/nn) OueHb 4acTo Heuacto
Crenenn 3 mo CTCAE! OueHb 9acTo Yacto

(<8,0 — 6,5 /)

JIro6as crenens mo CTCAE! OueHnb yacto OueHnb yacto
TpoMGoIUTOTIeH S

Crenens 4 no CTCAE! (<25 000/mm?) Yacto Heuwacto

Crenens 3 no CTCAE! OueHb 4acTo Yacro

(50 000 — 25 000/Mm)

JTro6as crenens mo CTCAE! OueHsp yacTo OueHsp 4acTo
Heiirponenus®

Crenens 4 mo CTCAE? (<500/mm?) Yacro Heuwacto

Crenens 3 mo CTCAE? Yacto Hewacro

(<1000 — 500/mMm>)

JTro6as crenens mo CTCAE? OueHsp 4acTo Yacto
[MaurmroneHus® © Yacro Yacro

KpoBoteuenue (1r000e KpoBOTEUCHUE, B
TOM YHUCJI€ BHYTPUUEPEITHOE
KPOBOM3JIUSHUE U KPOBOTEUEHHUE U3
KKT, KpoBOMOATEKH U JPYTUE BUBI
KPOBOTEUYCHUST)

OueHn 4acTo

OueHn 4acTo

Kenynouno-kuieqyHoe KPOBOTEUEHHE

OueHn 4acTo

Yacto

BuyTpuuepernHnoe KpoBOU3IHSIHHIE

Yacto

Heuacto

Jlpyroe kpoBoTeueHHE (BKIHOYAs
HOCOBOE KPOBOTEUCHUE,
HOCTIPOIIETypPHOE KPOBOTEUCHHUE U
remMaTypus)

OueHn 4acTo

OueHn 4acTo

Hapyumenust MeTado1u3mMa u NMTAHUS

I'mmepxosecTepuHeMHus®

nr060ii crenenn mo CTCAEY

OueHn 4acTo

OueHn 4acTo

TunepTpurauepuiemMus®

1060t crenenn mo CTCAEY

OuyeHp 9acTo

OuyeHp 9acTo

VBennueHue Beca tena?

OueHn 4acTo

OueHn 4acTo

HapymeHnusi co CTOPOHBI HEPBHOM CHCTEMBbI

I'onmoBokpyxenne®

OueHn 4acTo

OueHn 4acTo

T"osnoBHas 0op?

OueHn 4acTo

OueHn 4acTo

HapyuieHust co cTOpoHBI COCY/10B

AprepuanbHasi THIIEPTEH3US"

OuyeHp 4acTo

OuyeHp 4acTo

Keyn04HO-KHIIICYHBbIe HAPYILICHHUS

HOBI‘;H_HGHHHaﬂ AKTUBHOCTH JIUIIA3b1
1060t crenenn mo CTCAEY

OuyeHp 9acTo

OuyeHp 9acTo

3anop?

OueHn 4acTo

OueHn 4acTo

Mereopuzm?

Yacto

Yacto
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1T
HapyuieHusi coO CTOPOHBI MEYEHH M KeTYeBRIBOISIIIX 1Y

TloBrIlIeHHas aKTUBHOCTD Yacto Yacto
anaHMHAMUHOTpaHCchepas3b!’

Creners 3 mo CTCAE!
(> 5x = 20xBT'H)
JTro6ast crernens mo CTCAEY OueHn 4acTo OueHn 4acTo

IToBbllIeHHAs! aKTUBHOCTH
acmapTaTaMuHOTpaHcdepasb!’

JTro6as crernens mo CTCAEY OuyeHp 9acTo OuyeHp 4acTo

HapyuieHust co CTOPOHBI KOKH U MOJKOKHbIX TKaHel

KpoBonoaréxu OueHnb yacto OueHnb yacto

a.

YacTtoTa oCHOBaHa Ha JAHHBIX MO HEXKEIATEIbHBIM SBICHUSIM.

- Hcnbeityemblid, y KOTOPOro OfHA M Ta € HEXeJlaTelabHas JEKapCTBEHHAs pPEeaKlHs
(HJIP) Bo3HUMKIJIa HECKOJIBKO pa3, YUUThIBaeTCs B AaHHOW kateropuu HJIP Tombko 1
pas.

- IlpuBenenst HJIP, ormMeuenHbie Ha (OHE Tepamuul WJIM B TeUeHHE 28 JHEH mocie
MOCJIETHETO MpUEeMa Mpernapara.

YacTtoTa ocHOBaHa Ha TAHHBIX JTAOOPATOPHBIX UCCIICTOBAHUIA.

- Ilanmenrt, y xoroporo HJIP BO3HMKIA HECKOJBKO pa3, YUYUTBHIBACTCS B JAaHHOHU
kareropun HJIP Tonbko 1 pas.

- Ipusenenst HJIP, ormeueHHble Ha (OHE Tepanmuu WM B TeueHHe 28 AHEH mocie
MIOCJIETHETO MPpHUEMa Ipernapara.

[TanTIMTONIEHUS OTIpEeIeTsIeTCs] KaK OAHOBPEMEHHOE CHIDKEHUE KOHIIEHTPAIUUA TeMOTI00HnHA
<100 r/n, konuuectBa TpombormToB <100x10°/1 M KonmyecTBa HedTpoduaos <1,5%10%/1
(WM HU3KUW YPOBEHB JICHKOIMTOB 2-U CTENEHU TSHKECTH, €CIIM U3MEHEHHUS B KOJUYECTBE
HEUTPO(HUIOB OTCYTCTBYIOT).

OOmure TepMUHOJIOTHYECKUE KPUTEPHUH Il olleHKH HexenatenbHbIX siBiaeHud (CTCAE)
penakuuu 3.0; cTreneHb | — Jerkue CUMIITOMBI; CTENEHb 2 — CUMITOMBI CPEIHEH TSIKECTH;
CTENEHb 3 — TSKEJIbIE CUMIITOMBI; CTEIIEHb 4 — CUMIITOMBI IPEJCTABISAIOT YIPO3y AJIs )KU3HH.
Ot HJIP 06cyXaatoTcst B TEKCTE.

HJIP, BbIsiBIIEHHBIE B TOCTPETUCTPALIMOHHOM MEPUO/IE

Muenogpuopos

HHd)eKuuu U UH6A3UU. OUYEHb YACmO — I/IH(beKI_II/II/I MOYCBBIBOAAIINX HyTeﬁ, B 4aCTHOCTHU IIMCTHUT,

ypOCercuc, THypus, WHOEKIUU IIOYEK, OMOSCHIBAIONINKA Teprec, IMHEBMOHUS, HeYdcmo —
TyOepKyies.

Hapywenus co cmoponbl Kposu u ﬂuMGbamuQQCKOI:Z cucmembvl. O4€Hb 4acmo — aHCMHA BCCX

cTeneHel TshkecTH (B TOM yuciie 3 creneHu TshkecTr (>80 — 65 1/1), 4 crenenu Tsbkectu (<65 1/1)),
TPOMOOIIUTONIEHUST BCEX CTEMECHEH TSHKECTH, HEWUTPOIIEHWS BCEX CTENMEHEH TSIKECTH,
KPOBOTEUYEHHSI, BKJIIOYAst KEITyT0YHO-KUIIIEUHOE KpOBOTEUYECHHE, BHYTpUYEPEITHOE
KPOBOUBJIUSHUE, MTOJAKOKHOE KPOBOUBIUSHUE, CHHSIKU, BKIIOYAs YITHOBI, SKXUMO3bI, T€MAaTOMBI,
B TOM YHCJE MEepUOpOUTANIbHAS TeMaToMa, MOBBINICHHAs CKIOHHOCTh K CHHSKAM, TETEXHH,
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4-it cremenn TaxectH (<25x10°/m), HeiiTpomenus 4-i cremenm Tskectu (<0,5%x10°/m), 3-it
crenenu Tsokectu (<1 — 0,5%10%/1), MaHIUTONEHUS.

Hapywenus MemabonusmMa_ U NUMAHUA. OYEeHb _YdCmo — YBCIUMUCHUEC MacCChl TeEla,

runepxosuecrepuHemMus (1, 2 cTeneHu TSKECTH ), TUIIEPTPUTITULIEPUIEMUS.

Hapywenus co cmoponvl HepeHOU cucmembvl. 0UYEeHb HACMO — TOJIOBOKPY>KCHHUC, BCPTUTO,

TOJIOBHAs 00JIb; ¥acmo — HapyllleHUe paBHOBECHUS; Heyacmo — 6osie3Hb Menbepa.

Hapywenus co cmoponbt COCV()OB.' O4€Hb Yacmo — MOBBIIICHUEC apTCPUATIBHOI'O JaBJICHMA.

}R'QJZV()O’{HO-KumequZQ Hapyutlerus. O4€eHb Yacmo — 3al0p, 4acmo — MCTCOPHU3M.

Hapywenusa co cmoponvt _newenu u cheﬂlleebZGOaﬂU/tux nymetl. 04eHb _4acmo — TIOBBIIICHHUC

aktuBHOCTH AJIT Bcex cremeHed TskecTH, moBbimieHue axkTuBHOCTH ACT Bcex cremcHen
TSDKECTH; ¥acmo — nopbilieHne akTuBHOCTH AJIT 3-if crenienn (B 5-20 pa3 BbIIIE HOPMBI).

[Ipu npumenenuu npenapara J[[)kakaBu OBbUIO MOJy4EHO COOOIIEHHWE O Ciy4yae pa3BUTHUSA
nporpeccupyromnieii MynbTrdokansHoi neiikosnnedanomarun (IIMJI). [lpu momospeHnn Ha
passutue [IMJI ciienyeT npekpatuTh NPUMEHEHME IIperapara.

[Tocne oTMeHbl Tepanuu y maiueHToB ¢ M® moryT Bo3Bpamatbesi cuMnToMbl M®, Takue Kak
MOBBILIICHHAs] YTOMJISIEMOCTb, ©OOJb B KOCTAX, JHUXOPAAKa, HOYHBIE TMOThI, KIMHUYECKU
BBIPKEHHAS CINIEHOMETANIUS U TOTeps Beca. B KIIMHUYECKUX UCCae0BaHUX y ManueHToB ¢ MO
o0muii mokazaTesnb CUMNTOMOB M@ TMOCTENEHHO BO3BpaIlaiCs K HCXOJHOMY 3HAYCHHUIO B
TE€UEHHE 7 THEW MOCJIe OTMEHBI TePAIUH.

Hemunnas nonuyumemus

HHd)eKuuu U UH6A3UU. OHYEeHb HYacmo — OHOHCBIBaIOH_II/II\/'I repuec, I/IH(beKI_[I/II/I MOYCBBIBOAAIINX

IIyTE€H; Yacmo — MHEBMOHHSI.

Hapywenus co cmoponvt kposu u ﬂuM(i)amuUGCKOIZ cucmembsvl. 0O4eHb H4acmo — aHEMHA BCEX

CTEMEeHEW TSHKECTH, TPOMOOLMTONEHUSI BCEX CTEMEHEH TSAKECTH, KPOBOMOATEKU; YACmOo —
TpoMmOoIMTONe s 3-# cremenu Tsokectu (50 - 25%10°/m), aHemus 3 CTENEHM TSKECTH
(>80 — 65 r/m), aHeMHus BCEX CTENEHEW TSHKECTH, HEHUTPONCHMs, MAHIUTONICHUS; Heydacmo —
aHemus 4 cTemeHu TakecTH (<65 /1), TpoMOOIMTONEHNs 4-# cTemenn TsxectH (<25%10%/m),
HEUTporeHus 4 u 3 CTENEeHU TAKECTH.

Hapywenus memabonuzma u numanus: ovenv yacmo — runepxonectepunemus (1, 2 cremneHu

TSOKECTH ), TUIIEpTpUrIIMLepueMus (1 cTeneHn TsKeCTH), yBEITUUEHUE MACChl TEa.

Hapyuwenus co cmoponbl HepsHol cucmemvl. 04YeHb YACmo — TOJIOBOKPYKCHHUEC, I'OJIOBHAA 00JIb.

Hapywernus co cmoponst COCV()OB.' O4€Hb Yacmo — MOBBIIICHUEC apTCPUATIBHOI'O JaBJICHUA.

Hapywenusa co cmoponwi ObIXAMeNbHOlU cucmembpl, 0p2aro8 2pyoHol KIemKU U CPe0OCmeEeHUs.:

O4€Hb 4acmo — ObIIKAa, B TOM YHUCJIC OJbIIIKA IMPU (I)I/I3I/IHGCKOI>'I Harpyske; ¥vacmo — KallClib,
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HOCOBO€ KpPOBOTCUYCHHUC.

Kenydouno-kuueunvie Hapyuenus. 04erb 4acmo — aGI[OMI/IHa.HBHaH 60Hb, Auapes, 3arop,; ¥acmo

— TOILIHOTA, METEOPHU3M.

Hapywenus co cmopouvl neuenu u .?fC@JZ‘l@@blGOOﬂWMX nymeu. O4eHb yacmo — TIOBBIIICHHE

aktuBHOCTH AJIT Bcex cremeHed TsbkecTd, moBbimieHue akTuBHOCTH ACT Bcex creneHeit
TSDKECTH; Yacmo - oBbieHne akTuBHOCTH AJIT 3-ii ctenenu (B 5-20 pa3 BbIllie HOPMBI).

Hapywenus co cmoponbl mblileyHol, CKelemHuol U _COCOUHUMENbHOU MKAHU. OYEeHb YdCcmo —

MBIIICYHBIC CIIa3MBI; Yacmo — apTpajrui.

06u4ue HAapyuierHusa u peakuuu 6 mecme 66€0€CHUs. OYEHb YACO — YCTAIOCTh; Yacmo — aCTCHUAI,

OTEK, B TOM YHUCJIE TIepUPEepUIecKrue OTEKH.

Tabnuya 11. Kamezopuu uacmomol HedcenamenbHbIX 1eKAPCMEEHHbIX peaKyuil, OMMeYeHHbIX 8
uccnedosanusnx 3 gazvl y nayuenmos ¢ PTIIX

HeskenarenbHast JIeKapCTBEHHAast Octpas PTIIX Xponnueckas PTIIX
peakuus

Nudpexunu v uHBaA3ZUMN

[IMB undexuus Ouenb yacto -
Cernicuc Ouensb yacTo -
NHdekunst MouenoyioBbIX myTei OueHb YacTo Yacro
BK-Bupycnas nuadexmus - Yacrto
HapymeHnusi co CTOPOHBI CHCTeMbI KPOBH M JIUM(aTH4YeCKOH CUCTEMBbI
Tp0M6OHI/ITOHeHI/I5[1 OueHs 4acTo OueHs 4acTo
Anemus’ Ouensp yacTo Ouensp yacTo
Heiitponenns' OueHb YacTo OueHb YacTo
Mannuronenus '~ Ouensb yacTo -

Hapyumienust MeTado/1u3mMa U NMTAHUS

T'unepxonecTepunemus' Ouenb yacto Ouenb yacto
VBeanueHnue Macchl Teaa - Yacto
HapyueHust co CTOPOHBI HEPBHOM CHCTEMBbI

I'onosHast 6016 Yacro OueHpb yacTo
HapyuieHnusi co cTOpOHBI COCYA10B

[ToBblilIeHNE apTEPUATBLHOTO JIaBJICHUS OueHb YacTo OueHb YacTo
Kenyno4Ho-KuIIeYHbIE HAPYUICHUS

[ToBbIIIEHHAS! aKTUBHOCTD JIUNA3HI ! - OueHp yacTo
[ToBbIIIEHHAS! aKTUBHOCTD aMHJIa3bl' - OueHp yacTo
TommuoTa OueHp yacTo -
3amnop - Yacto

Hapymenust co cTOpOHBI NeYEHH U KeTYeBbIBOASIINX MyTel

IToBemrennas aktuBHOCTH AJIT OueHb 4acTo OueHb 4acTo

IloBenuennas aktuBHOCTE ACT OueHs 4acTo OueHs 4acTo

HapymeHusi o CTOPOHBI MbIIIEYHOH, CKEJeTHOM U COeIUHUTEILHONH TKAHU
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(O CAEQOBATENEHOC TE 001

[MoBEIILIEHHE YPOBHS - UEHE YACTO.
kpeaTHH(OCcHOKHHA3HI!

HapymeHnust co cTOpoHbI OYeK U MOYEBBIBOASIIIUX MyTel

[ToBbllIeHNE KOHIIEHTpAIUU - OueHn yacTo
KpeaTHUHHHA B CBIBOPOTKE KpOBI/Il

1. YacToTa oCHOBaHA Ha HOBBIX WJIM yXY/IIAIOUINXCS JaHHBIX JJAOOPATOPHBIX IMOKa3aTesei
10 CPAaBHEHUIO C UCXOJHBIMU IIOKA3aTEISIMH.

2. IlanuuroneHuss omnpenensercd Kak OJHOBPEMEHHOE CHMJKEHUE KOHIIEHTpalUH
remornobuna <100 r1/;m, xommuectBa TpoMOomuTOoB <100% 10°1 u xomMuecTBa
HeitTpodunos <1,5x10°/1 (11 HU3KHUIL yPOBEHD IEHKOIUTOB 2-# CTEIEHH TAKECTH, eCIIH
U3MEHeHHs B KoimdecTBe HeltpoduioB otcyrctBytoT). Cremenn CTCAE He
OIpEIEIIEHBI.

Onucanue OoTAEILHBIX HEKEIATEIbHEIX PEAKIIHI

Anemus

B xJIMHUYECKOM HMCCIIEIOBAHUY Y MAIIMEHTOB C MUEIO(pUOPO30M MeinaHa BPEMEHHU JI0 Pa3BUTHS
NIEPBOTO AMH30/a aHEMUH 2 CTETeHH TshkecTH nin Beiie 1o kinaccudukammu CTCAE cocrapmnsina
1,5 mecsina. OqHOMY M3 MAIMEHTOB MOTPEOOBAIOCH TPEKPAIICHHE TePAITUU 10 MPUYNHE aHEMUHU.
VY mnaunueHToB, MOJydaBIIMX Mpenapar JkakaBu, KOHIEHTpalMs TIe€MOIVIOOMHA JlocTUrasia
MaKCHUMaJIbHO HU3KOTro ypoBHS (Ha 15-20 r/m Huke MCXOIHOTrO IokazaTens) Ha 8-12 Henene
TEpanuy, MOCJIEe Yero IMOCTENEeHHO MOBBIIANACh W COXpaHsjgach Ha ypoBHe Ha 10 r/m Huxe
UCXOJIHOM (10 Hauasia jedeHus). JlaHHas TeHeHnns Habulto1alach HE3aBUCUMO OT TOTO, TOJTydall
JM MAIUEHT TeMOoTpaHc(y3UuH BO BPEMS TEpaIruH.

B miane6o-KOHTpOIHpyeMOM KIMHMYECKOM HccienoBaHun y 59,4 % manueHToB C
MuenoGpuOpo3oM, MOMYYaBIIUX TEPANHUI0 PYKCOIUTUHHUOOM, MOTPeOOBaJIOCH TMPOBEICHHE
reMoTpaHc(y3uii, B TO BpeMs Kak B Tpymrie mianedo remotpancdysuu norpedosanuce y 37,1 %
NAalMEeHTOB. B KIMHMYECKOM HCCIIEI0BaHUU C aKTMBHBIM KOHTpPOJIEM (ONTUMAalbHas AOCTYIIHAs
Tepamusi) 4acToTa reMoTpaHc(y3uil B rpymnmne pykcoiauTuHuOa cocraBuia 51,4 %, B rpymme
KOHTPOJISI TaHHBIN IToKa3aTenb cocTaBuil 38,4 %.

B knmHMuYeCKHX HCCIeNOBaHMAX aHEMHUS MEHEe 4acTO OTMedanach y MAlMeHTOB C WCTHHHOM
nonunutemueii (40,8 %) mo cpaBHeHUIO ¢ ManueHTamu ¢ Mueraoduodposzom (82,4 %). Y nanueHToB
C UCTUHHOH noiuuureMuei yacrora ciaydaeB 3 u 4 crenenu tskectd no CTCAE cocrasnsna 1,1
% 1o cpaBHeHHIO ¢ 42,5 % y manueHToB ¢ MUEI0(hUOPO30M.

[To maHHBIM KIIMHUYECKUX MCCIEAOBAHUM y MAIMEHTOB ¢ OcTpor U XpoHuueckor PTIIX anemus
3 crenenu Tsbkectu 1o CTCAE ormeuanacs y 47,7 % u 14,8 % cOOTBETCTBEHHO.
Tpomboyumonenus

B kIMHMYECKMX HMCCIEIOBAHUAX y MAIMEHTOB ¢ MUENOPHOpo3oM TpombomuToneHus 3 uiu 4

CTEMEeHM TSDKECTU pa3BHUBaJiach MPHUOIU3UTENBHO K 8 Henene Tepanuu. TpomOomuTOoneHus Kak
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npaBuio, ObUla oOpaTUMa TPH CHIDKCHHH JIO3bI Hﬁﬂ'%ﬁe@%'ﬁ&ﬂﬁdlkﬁiﬁ@ﬁnj ﬁ‘ii-l[):'iz}eMa

npenapata. CpefHee BpeMs il BOCCTAHOBJIEHMS KOJIMYECTBA TPOMOOLMTOB Bhime 50x10°/1
coctaBnsuio 14 nHel. B KITMHUYECKUX UCCIENOBAHUSIX TpaHC(hy3UH KOHIICHTpaTa TPOMOOIIMTOB
notpedoBanach 4,5 % MHalMeHTOB, MOTYYaBIIUX PYKCOIUTUHUO U 5,8 % ManueHTOB U3 IPYIIIbI
koHTpouts. [Ipekpamienre Tepanuu pyKCOIUTHHUOOM B CBSI3U C Pa3BUTHEM TPOMOOIUTONEHUU
ormeueHo y 0,7 % u 0,9 % nanueHToB U3 TpyMIibl KOHTPOIS. Y MAlUEHTOB C UCXOJHO HU3KUM
KoaudgecTBoM TpomGonuTtos (100x10%/1 — 200x10°/1) BEpOATHOCTH Pa3BUTHS TPOMOOIUTONEHIH
3 u 4 cTeneHu TsDKeCTH Ha (hOHE Tepanuy PyKCOTUTHHHOOM ObLia PUOJM3UTEIIBHO B 2 pa3a BBIIIES
110 CPABHEHHIO C MALUEHTAMH C KOJIMYECTBOM TpoMOouuTos >200x10%/1 (64,2 % npotus 35,4 %).
B KJIMHUYECKUX UCCIIETOBAHMSIX Y MAIlMEHTOB C MCTUHHOW MOIUIUTEMHEH TPOMOOIUTOIICHHUS
ormeuanack pexe (16,8 %), uem y nmamuentoB ¢ muenodudpozom (69,8 %). TpombomuToneHus
3 1 4 cTeneHu TSHKECTH OTMEYallach Peke y MalMeHTOB ¢ HCTUHHON nonuuutemueit (3,3 %), uem
y nmanueHToB ¢ muenoduodposzom (11,6 %).

[lo maHHBIM KIMHHYECKHX HCCIeNoBaHUM y mamueHtoB ¢ octpoi PTIIX tpomOoruToneHus
3 u 4 crenenu TsixecTH 1o CTCAE ormeuanacs y 31,3 % u 47,7 % coOTBETCTBEHHO. Y MAIMEHTOB
¢ xponnueckot PTIIX —y 5,9 % u 10,7 % cooTBETCTBEHHO.

Heumponenus

B xIMHMYECKUX MCCIEAOBAHUSAX y MAIMEHTOB C MHETOPUOPO30M HEUTporeHus 3 u 4 CTENeHH
pa3BHUBallach MPUONM3HUTEIBHO K 12 Hemene Tepamuu. B xone CpaBHUTENBHBIX KIMHUYECKUX
UCCJIEIOBAaHUM TPOMYCK J03bl WM CHW)KEHHE [103bl PYKCOJUTHHUOA B CBA3M C Pa3BUTUEM
HeliTponeHun otMedeHo y 1 % maunmentoB, y 0,3 % mnanuMeHTOB Tepamus npenapaTtoM Obuia
npekpaiieHa. Y TalWeHTOB C WCTUHHOM TMONHMIIMTEMUEH HEUTpomeHus Oblla OTMEYeHa
y 3 mauuentoB (1,6 %), mpu 3TOM y OAHOTO W3 MAIIUEHTOB OTMEYEHO Pa3BUTHE HEUTPOTICHUH
4 cTeneHu TAKECTH.

[To maHHBIM KIMHUYECKUX HCCIEAOBaHUM y marueHToB ¢ octpod PTIIX weltponenus 3 u
4 crenenu Tsoxectu o CTCAE ormeuanace y 17,9 % u 20,6 % coOTBEeTCTBEHHO. Y NaIllUEHTOB C
xponuueckoi PTIIX —y 9,5 % u 6,7 % cooTBETCTBEHHO.

Kposomeuenus

KpoBoreuenust  (BKJtOYass  BHYTPUUEPENHBIE  KPOBOMIMSIHMS,  KETyJIOYHO-KUIIEYHBIE
KPOBOTEUEHHSI, TIOJJKOKHBIE KPOBOUBIIUSHUS, IETEXHUH, IyPILyPY U APYTUE KPOBOTECUCHHUSI) ObLITN
3apeructpupoBanbl y 32,6 % mnanueHToB, moiydaBmmx npenapar JlxakaBu. 65,3 % Bcex
KPOBOTEUEHHM COCTaBJISUIM CIydyad pPa3BUTHUSA MOIKOXKHBIX T€MaTOM, KOTOpPHIE OTMEYalIUCh
y 21,3 % mnanuenTtoB. HacTtoTa pa3BUTHA KPOBOTE€YEHUH 3 U 4 CTENEHU TSAKECTU COCTABIISLIA
4,7 %. Cny4yau pa3BUTHS BHYTPHUEPEITHBIX KPOBOM3NUSHUI ObUIM OTMEYeHbI Y 1 % ManueHTos,

KEITyAOYHO-KUIIEYHBIX KpoBOTeUEHHH — Yy 5,0 % mannueHToB, KpOBOTEUEHUH BCIEICTBUE APYTUX
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MPUYHH (B TOM YHCJIE HOCOBOE KPOBOTECUCHHUE, HDCHCOHC{)@E&%‘HH%%‘J%@%&J ?e'%}gﬁnﬂ)

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

—y 13,3 % nanueHToB, nosy4aBImux npenapar J>xakaBu.

Unghexyuu

B xnuHWYeckux wmcciaenoBaHUSAX WHOEKIUS MOYEBBIBOASIINUX MyTel 3 U 4 CTENEHU THKECTH
3apeructpupoBanbl 'y 1,0 % y mnaumentoB c¢ wmuenopubpozom. Y 1,0 % mnamnueHToB
3apEruCTPUPOBAHO PA3BUTHE ypocercuca, HH(EKIIMOHHOE TIopakeHne movek — y 1 manuenra. B
KIIMHUYECKUX HCCIEAOBAHUAX CpEAW TMAalMEeHTOB C KCTUHHON MOJUIUTEMHUEH  ObLI
3apeructpupoBal ofuH ciydail (0,5 %) mHbekuun MoueBbIBOAAIIUX MMyTe 3 — 4 creneHu
TSAKECTH.

UactoTa pa3BUTHS OMOSCHIBAIONIETO Teprieca OblIa CpaBHMMA CpPeAH MAIlMEHTOB C MCTHHHOMN
noaunuremMueir U muenopudposom (4,3 % u 4,0 % coorBercTBeHHO). Cpeau MalMEHTOB C
WCTUHHOM TOJMMIUTEMHUEH 3aperucTpUpOBaH OJWH Cllydall pa3BUTHS MOCTIEPHETUYECKOMN
HEBPAITHHU 3 U 4 CTENECHH TAKECTH.

B xnmHMueckux uccnenoBanusax y nanuentoB ¢ ocrpoid PTIIX IIMB undexmus 3 u 4 crenenu
Tsokectrn otMmeuanack y 10,9 % u 0,5 % coorBercrBernHo. [IMB undexnus ¢ mopaxeHnem
BHYTPEHHUX OpPraHOB BCTpeYajach BCETrO Yy HECKOJbKMX manueHtoB; [IMB komut — vy
4 manuentoB, [IMB suTeput — 2, ractpomHTecTuHambHOe Topaxkenue [IMB — y 1 (crenens
TSDKECTH BCEX CIIy4aeB MOTJja ObITh JII000K).

Cericuc, BKITIOYas CENITUYECKUH IOK, oT™Mevaics y 25,4 % (cTeneHp TSHKeCTH — Jt00as).

[To maHHBIM KIMHUYECKHX HCCIAEAOBaHWN y manueHToB ¢ XpoHudeckod PTIIX wunpexkuus
MouenosioBoil cuctemsl 1 BK- Bupycnas nndekuus crenenu tsokectu 3 ormevanuch y 1,3 % u
0,4 % cOOTBETCTBEHHO.

Tlosviuenue akmusHocmu 1unasvl

B panaoMH3MpOBaHHOM IIEPUOJE HCCIENOBAHUS y IMALHUEHTOB C HCTHUHOW MOJULIUTEMHEH
yXyAlLIEHUE ToKa3aTeneil Tunas3bl B TpyMIe pyKCOIUTUHNOA OblI0 Oojiee 3HAYUTENbHBIM, YEM B
KOHTPOJIBHOU IPYIIIIE, 9TO ONPEAEISIOCH IIIaBHBIM 00pa3oM pa3IndrsIMU B YaCTOTAX MOBBIMICHUS
akTuBHOCTH jumas3el crerieHn 1 (18,2 % mpotuB 8,1 %). YacToThl MOBBIMIEHUS aKTUBHOCTU
JUna3bl CTENEHU >2 B 00€UX UCCIIeyeMbIX Ipymmnax Obuid cxoIHbIMH. B apyrom uccrnenoBanuu
y HAUEHTOB C UCTUHOW MOJULUTEMHUEN YacTOTHI MOBBIIIECHUS AKTUBHOCTH JIMMA3bl B TPYyNIeE
pyKconuTUHHOA M B KOHTPOJILHOMU Tpyrie Obutn npumepHo onuHakoBbiMu (10,8 % mpotus 8§ %).
B mnepuomax amuTenbHOTO HaAOMIOIEHUsS HWCCienoBaHWil 3 (a3pl y TAIMEHTOB C HCTUHOM
MOJIMIIUTEMHEH TOBBIIIIEHHAs] aKTUBHOCTD JIMIA3bl cTeneHu 3 U cteneHu 4 Obuta oTMedeHa y 7,4
% m 0,9 % manmueHTOB COOTBETCTBEHHO. Y NAIMCHTOB C MOBBINICHHON aKTHBHOCTBHIO JIMIIA3EI
COITYTCTBYIOIIUX MPU3HAKOB U CUMIITOMOB MTAaHKpPEaTUTa HE HAOIIOAAOCh.

B wuccnenoBanmsax 3 ¢daszpl y manMeHToB C¢ MHenopuOpo3oM B Trpynmax pyKCOJIUTHHHOA
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KOHTPOJIbHBIX Tpynmax — y 16,6 % u 14,0 % mnanueHToB. Y NAlMEHTOB C MOBBIIICHHOM

AKTUBHOCTBIO JIMIIA3bl COIMMYTCTBYIOIHNX MMPHU3HAKOB U CUMIITOMOB IMaHKPEATUTA HC HaGHIOI[aJIOCB.

COO6H_IGHI/IH 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxxno coo0mate 0 MOJ03peBaeMbIX HEXKENATEeNbHBIX pEeaKIUsAX I0CIe PEeTrUcTpaluu
JICKapCTBEHHOTO Tperapara ¢ melibio 00ecredeHrs] HeMPePhIBHOTO MOHUTOPHHTA COOTHOIICHHS
«TOJbh3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeTuIuHCKUM pa0OTHUKAM PEKOMEHIYeTCs
coo01aTe 0 JIIOOBIX MOJ03pPEBAEMbIX HEXeNaTeIbHBIX PEeaKIUsAX JIEKapCTBEHHOIO Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMbI COOOIICHHS O HEXENaTeNbHbIX PeaKkIUsiX roCcyAapCTB — YICHOB

EBpa3uiickoro 3K0HOMHUYECKOr0 COI3a.

Poccuiickas @eoepayus

denepanpHas cayx0a mo Haa30py B chepe 3apaBooxpanenus Poccutickoit deneparm
Anpec: 109012, Mocksa, CinaBsiHCKas miIomap, 1. 4, ctp. 1

Tenedon: +7 (800) 550-99-03, +7 (499) 578-02-20

@axc: + 7 (495) 698-15-73

DnekTpoHHas nmovra: pharm@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

Pecnybnuxa benapyco

MunucrepctBo 3apaBooxpaHeHusi PecnyOommku  benapych, PecnyOnmkanckoe YHuTapHoe
[Ipennpusrue "llentp Dxcnepru3 u UcnsiTanuii B 3apaBooxpaneHun”

Anpec: 220037, r. Munck, niep. ToBapumieckuit, 2a

Tenedon ornena dpapmakonanzopa/daxc:+375 (17) 242 00 29

DnekTpoHHas noyurta: repl@rceth.by, rceth@rceth.by

Caiit: www.rceth.by

Pecnybnuxa Kazaxcman

PI'TI na ITXB «HaunoHaibHBIA UEHTP SKCHEPTU3BI JICKAPCTBEHHBIX CPEICTB U MEIMIIMHCKUX
m3nenuit» Komurera MeaumuHCKOTO W (hapMaleBTHUECKOTO KOHTPOJIS MuHucrepcTBa
3npaBooxpaneHust Pecnyomuku Kazaxcran

Anpec: 010000 r.Acrana, yin. A. Imanoga, 13, 4 stax

Tenepon: +7 7172235135

OnektponHas novra: farm@dari.kz, pdlc@dari.kz, vigilance@dari.kz

Caiit: www.ndda.kz
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Pecnyonuxa Apmernus

«HAYYHBIN [IEHTP SKCIIEPTHU3bI JEKAPCTB U MEJUIIMHCKUX TEXHOJIOTIUI
M. AKAJIEMUKA 3. TABPUEJISTHA»

Anpec: 0051, r. EpeBan, nip. Komuraca 49/5

Tenedon: (+374 10) 20-05-05, (+374 96) 22-05-05

DJexkTpoHHas noyYra: naira@pharm.am; vigilance@pharm.am

Caiit; www.pharm.am.

4.9. Ilepeno3upoBka

CuMOTOMBI

[IpumeHeHne pyKCOTUTUHNOA OJJHOKPATHO B 03¢ 10 200 MI MepeHOCHIIOCh YIOBJIETBOPUTEIBHO.
[IpeBplllIeHNE PEKOMEHAYEMBIX /103 aCCOLMMPOBAIOCH C YCHWJIEHHEM MHENOCYNPECCUH, YTO
MIPOSIBIISLIOCH JICHKONEHNEeH, aHeMUel U TPOMOOITUTOTICHUEH.

Jleuenue

[Ipu pa3BUTHH HEXKENNATEIBHBIX SBJICHUHN, CBI3aHHBIX C IIEPEI03UPOBKOI1 MpenapaTa, He00X0AUMO
IPUMEHHUTH COOTBETCTBYIOIIEE NOIEPKUBAIOLIEE JIEUCHHUE.

I'emonnanu3 HeapheKkTHBEH.

AHTUIOT K PYKCOJTUTHUHUOY HEU3BECTEH.

5. PAPMAKOJOTHMYECKHE CBOMCTBA

5.1. ®apmakoamHaMu4YecKHe CBOICTBA

PapMakoTepaneBTUYeCcKas rpyIia: IPOTUBOOITYXO0JIEBbIE CPEICTBA; MHTUOUTOPHI IPOTEHHKUHA3;

uHruouTopsl Snyc-xknnas (JAK).
Kon ATX: LO1EJO1

Mexannsm neiicTBus

Pykconutunu6 siBnsercs cenektuBHbIM uHTHOMTOpOM JAK-kmHa3 (Janus Associated Kinases —
JAKSs) JAK1 u JAK2. JlanHBIe KUHA3BI CITIOCOOCTBYIOT MI€peIaue CUTHAJIOB OT MHOTOYHCICHHBIX
[IUTOKUHOB M (JaKTOPOB POCTA, UTPAIOIINX BAXKHYIO POJIb B TeMOI033¢ U (HYHKIUU UMMyHHOU
cuctembl. AkTuBUpoBaHHble JAK-KkWHa3bpl, BO3JCHCTBYS Ha [MTOKHHOBBIC PELEITOPHI,
aktTuBUpYIOT STAT-6enku (STATs) (mepeHOCYMKHM CHUTHAlla U aKTUBATOPBI TPAHCKPHIIIIUH),
KOTOpBIE B pE3yJIbTaTe aKTUBALIMU TPAHCIIOPTUPYIOTCSA BHYTPb SIpa U MOAYJIHUPYIOT SKCIPECCHUIO
reHoB. Jucperymsauuss mnytu JAK-STAT accouuupoBaHa ¢  HEKOTOPbIMH  BHUAAMHU
3JI0KAYECTBEHHBIX HOBOOOpPA30BaHWN ¥ yBeNMUEHUEM Mpoiudepanii W BbDKABAEMOCTH
37I0KQ4E€CTBEHHBIX KJIETOK.

Muenodgubpo3 u HICTHHHAS MTOTUITUTEMUS — MUETIOTPOIdepaTUBHBIE 3a00JI€BaHUsI, CBSI3aHHBIC C

mucperyisuuent curHanbHoro nytu JAKI1 u JAK2. Kak mnosaratoT, OCHOBOM AMCPETYIISILIMM
C.27un3 33
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SBJISIETCS. BBICOKMM YPOBEHb LIUPKYJIUPYIOMIHUX HHTOKH&-E)II;I,::KE&EEE;%MI;}%I :['Ig"f'ﬁb-l %'AK-

STAT, npuBOJis K MaTOJOTHYECKUM (PYHKIIMOHATBHBIM MyTaIHsM, TakuM, kak JAK2V617F, u k
MOJABJICHUIO OTPULIATENBHBIX PETYJSATOPHBIX MEXaHHU3MOB. Y MAalMEHTOB ¢ Mueao(pudpo3zom
oOHapyxuBaetcst aucperyisinuss JAK cuUrHampHOro myTH, HE3aBUCHUMO OT HAJIUYMs MYTalUu
JAK2V617F. AxtuBupyronme Mytanuu curHaiapbHoro myTd JAK2 (V617F wumm sk3ona 12)
oOHapyx)uBaroTcs y >95 % ManueHToB ¢ UCTUHHOW MOJIMITUTEMHUECH.

Pykcomutnnn6 nonasnser npoBeaenue curHana JAK-STAT u kimetouHyro mponudeparuio B
UTOKHH-3aBUCUMBIX OHKOT€MaTOJIOTHYECKUX MOJIeNsX, a Takxke B Ba/F3 nutokuH-He3aBUCHMBIX
KiIeTkax (3a cuer o9kcnpeccuun wmytaHtHoro JAK2V617F  OGenka) co  3HauYeHUEM
50 %-oit uarunbupyromeit kouneHTpauu (ICso) B nuanazone 80-320 umoinb. B nccinenoBanusx y
JAK2V617F-103UTUBHBIX KUBOTHBIX OHKOT€MAaTOJOTMYECKUX MOJAEIEH INpU HPUMEHEHUU
pYKCOMUTHHUOA BHYTPh B  J03aX, HE BBI3BIBABIIMX 3(PPEKTOB  MHUEIOCYIPECCHUH,
NPEeIOTBPALIAIOCh PA3BUTHE CIUICHOMETalnH, HW30MpaTeIbHO YMEHbBIIATIOCh KOJIUYECTBO
JAK2V617F-MyTaHTHBIX KIJIETOK CEJIE€3€HKM M KOHUEHTpAlus LUPKYIMPYIOIIMX IUTOKHUHOB
(Hanpumep, ¢akTopa Hekposa omyxonu-anbha (PHO-anbda) u unrepneiikuna-6 (MJI-6), uro
MPUBOAWIO K 3HAYUTEIbHOMY YBEJIMUEHUIO MPOAOKUTEIIBHOCTH BBIKUBAEMOCTH.

Curnanbubie myTd JAK-STAT urparoT posib B pPEeryjaupoOBaHHM Pa3BUTHS, MpoiHdepanuyd u
AKTHUBAllUM HEKOTOPHIX THUIOB WMMYHHBIX KJIETOK, HeoOXomaumblx s marorene3a PTIIX
(peakuuu «TpaHCIUIAaHTAT MPOTHB XO0341MHA»). B UCClIeIOBaHMSIX C y4aCTHEM KUBOTHBIX MOJEIEH
¢ octpoit PTIIX moka3aHo, 4TO PYKCOJUTHHHUO TPH TPHUEME BHYTPb BBI3BIBAI CHHKCHUE
BBIPA0OTKH BOCHAIUTENIbHBIX IMTOKWUHOB U HMH(DUIBTPALMIO MMMYHHBIMH KJIETKaMU CTEHKU
TOJICTOM KHILKH.

dapmakoauHamuyeckue d3PHeKTol

Pykconutuan® MHruOMpyeT mUTOKUH-uHaynrpoBanHoe Gochopunupoanne STAT3 B 1ienpHOM
KPOBH KaK y 3[IOPOBBIX JOOPOBOJIBIIEB, TaK U Yy MAlUEHTOB ¢ MUEIO(PHUOPO30OM MU WCTUHHOU
nojaunuremMuei. MakcumanbHoe nHruouposanue GocpopminpoBanus STAT3 pykconmuTuHIOOM
JOCTUTAJIOCh Yepe3 2 yaca Mociie IPUMEHEHHs C BOCCTAHOBIIEHUEM JI0 HCXOJHOT'O YPOBHSI Yepes3
8 4acoB y 370pOBBIX JOOPOBOJIBIIEB M Y IMAIIMEHTOB ¢ MHEIO(PUOPO30M, YTO YKa3bIBaeT Ha
OTCYTCTBHE KyMYJISIIIUM KaK MCXOJHOIO BEIIECTBA, TaK U €r0 METa0OJIUTOB.

HcxonHoe noBbllIeHnEe KOHIEHTPALUK MapKepOB BOCHAIMTEILHOIO Mporecca, Takux kak @HO-
anbda, NJI-6 u C-peaktuBnoro 6enka (CPB), Habmronaromeecs y maiueHToB ¢ MHETOPUOPO30M,
CHWDKAETCS TIOCIIC JICYCHHUSI PYKCOJUTHHUOOM. Y MalMEHTOB ¢ MHEI0(UOPO30M HE OTMEYAIOCh
dbopMHUpOBaHHS PE3UCTEHTHOCTH K (papmMakomuHamMudeckuM dddexkraM pyKCOIUTHHHOA.
AHAJIOTUYHO Yy TAIMEHTOB C MCTUHHOW MOJUIIMTEMHEH HaOJI0ANOCh MCXOAHOE IOBBIIICHHE

KOHICHTpAalMK MApKCPOB BOCIAIMUTCIBHOIO IIpouecca, CHIDKABIIIEHCS MOCJIE JICUCHUS
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PYKCOTUTHHUOOM.

B xnmuHMYeckoM rccneoBaHny He otMedanoch yanuHeHus QT/QTc untepBana npu NpuMeHEHUH
pYKconuTUHHOA OJHOKPAaTHO B cymparepaneBThdeckux go3ax (200 mr), yTo ykasblBaeT Ha
OTCYTCTBHE BIIMSHUS Ha PEIIOJIAPU3ALINI0 MUOKap/a.

5.2. ®apmakoKHHeTHYECKHE CBOIiCTBA

AOGcopbuus

Pykconutunu6 oTHOCcHTCSA K 1 Kiaccy MoJieKy o 6rodapMarieBTHUeCKOi KilacCu(hUKanoHHOMN
cucreme (Biopharmaceutical Classification System) ¢ BBICOKOM MpPOHHIIAEMOCTHIO, BBICOKOM
PacTBOPUMOCTBIO U OBICTPBIM pacTBOpEHHEM. B KIIMHUYECKUX HCCIENOBAaHUSAX PYKCOIMTUHUO
OBICTpO BCachlBaJICAd IIOCIE IpPHEMa BHYTPh CO BpPEMEHEM JOCTIDKEHHS MaKCHMAaJIbHOM
KoHIEeHTpauu (Cmax) TpubIM3uTENBEHO 1 Wac. BecackiBaHue pyKconuTHHHUOA MOCIE €ro mprueMa
BHYTpb cocTaBisieT 95 % wunu 6onee. Cpeansisi Cmax U MIIOWEAABb 10 (hapMaKOKMHETHYECKON
KpuBOi «KoHIeHTpanusi-Bpems» (AUC) MoOBBIIAIOTCS MPOMOPIMOHAIBHO B JHMANa3oHE 103
or 5 mo 200 wmr. [Ipu mpuUMEHEHHH PYKCOJIUTUHUOA OJHOBPEMEHHO C THIIEH C BBICOKUM
CoJlep’)KaHUEM KHPOB HAOIIOANNCh KIMHUYECKH HE3HAYMMbIe M3MEHEHUs (hapMaKOKWHETUKU
pykconutuHnoa: cpefHssi Cmax HE3HAUMTENbHO cHUXkanack (24 %), B 1o Bpemsi kak AUC
MPaKTUYECKH He U3MEeHsIach (moBblanack Ha 4 %).

Pacrnpenenenue

Cpennnii 00beM pacmpesiefieHuss B PABHOBECHOM COCTOSIHUM COCTaBWJI 72 11 y MAIlMEHTOB C
Muenopuépo3oM ¢ MEKHHIMBUIYaTbHOW BapualenbHOCThIO 29,4 % u 75 1n y MalMeHToB ¢
UCTUHHOW TMOJULUTEMUEH, MEKUHIUBUIYyadbHas BapuaOelbHOCTh y JaHHBIX MAIEHTOB
coctaBuia 22,6 %.

B xiMHHYeCcKH 3HAYMMBIX KOHIICHTPALUAX CBSI3b PYKCONUTHHHOA ¢ OenkaMu in vitro (B OCHOBHOM
¢ anbOyMUHOM) cocTaBuiia MpUOIM3UTENbHO 97 %. B uccienoBanuu y )KuBOTHBIX ObLIO TOKAa3aHoO,
YTO PYKCOJIMTHHUO HE MPOHUKAET Yepe3 reMaTtosHedarnieckuii 6apuep.

Buorpancdopmarnus

Pykconmutunu6 ssnsiercs cyoctpatoM uzodpepmenta CYP3A4. Tlocne npuema npenapara BHYTPb
B KpoBu Iupkymupyer 60 % pykconutuHuOa B HEM3MEHEHHOM Buie. B KkpoBu dYenoBeka
orpezieNieHbl 2 OCHOBHBIX aKTUBHBIX METAa00IUTa pyKCOMIUTUHUOA, cocTaBisitomux 25 % u 11 %
AUC. ®apmakonoruueckasi akTUBHOCTh PYKCOJMMTHHNOA Ha 18 % ckiiafpiBaeTcs U3 akTUBHOCTH
€ro MeradoJIMTOB. B KIMHMYECKH 3HAUMMBIX KOHLEHTPAIMSIX PYKCOJUTHHUO HE MHTHOUpYyeT
uzopepmentsl CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6 unu CYP3A4 u ue
SBJISICTCSI MOIITHBIM UHAYKTOpoM n3opepmenToB CYP1A2, CYP2B6 nunu CYP3A4.

DJIMMUHAIMS

[locne BBeneHWs OHOKPATHOM [103bI MEUEHOTO pPAJUOAKTUBHOM METKOM pPYKCOJMTHHHOA
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oombinasg vacte (74 %) paagrMoaKTUBHOCTH onpeﬂenﬂ%&::g%gg '_(IEEU_IHIIE&CI jrijo;{]c:al'vm)
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u 22 % BBIBOAMIIOCH Yepe3 KulleuHuK. HenzMeHeHHoe BemecTBO cocTaBuilo MeHee ueM 1 %
o0miero BbIBeIEHHOrO Ipenapara. llepmon mOMyBbIBEIEHUS PYKCOTUTHHHOA COCTaBISET
MpUOIM3UTENBHO 3 Jaca.

JIngelHOoCTh (HEINMHEHHOCTE)

dapMaKOKHMHETHKA PYKCOJIMTUHHOA HM3MEHSETCS MPOMOPLUOHAIBHO BBOAMMBIM (OJHOKPATHO,
MHOTOKPATHO) 103aM.

BansHMe Bo3pacTa, I1ojia Man packl

He BBISBICHO 3HAUNTEIBHBIX PA3THUYNNA B (APMAKOKMHETHKE PYKCOIUTHHIOA B 3aBUCHMOCTH OT
noja u pacel. Kimnpenc pykconutuanba y manuueHToB ¢ Muenopudpo3om cocrasusier 17,7 n/a 'y
KEeHIUH U 22,1 11/9 y My>XuiH (MEXUHAUBHUyaIbHasl BapradbeabHoCTh — 39 %).

Y manueHToB C WCTUHHON TOJMIIMTEMHEH KIMPEHC pYKCOMWTHHHMOA coctaBiser 12,7 n/4
(MeXUHIMBUAYaNIbHAs BApHaOesbHOCTb — 42 %); He BBISIBIICHO BJIMSHUSA [10J1a, BO3PACTa UITU PACHI
Ha KJIMPEHC MpH MpHeMe IpenapaTa BHyTPb.

Hapyuienne dyHKIMH ITOYEK

AUC meTa00iHUTOB PYKCOTUTHHHOA MOBBIIIACTCS C YBEIIMYEHUEM CTETICHU TSXKECTH HapyIICHUS
(GYHKIIUM MMOYEK U JTOCTHraeT CYIIECTBEHHBIX 3HAUEHHWH y MAlMeHTOB C TEPMHUHAIBLHOM cTaauen
MOYCYHON HEAOCTATOYHOCTH, HYXKIAIOIMIUXCS B TeMoauanuie. PyKcOMUTHHUO HE BBIBOAUTCS
MOCPEACTBOM Juainu3a. i MalueHTOB € TSKEIOM M TEPMUHAIBHOW CTAaIUSIMU IOYEYHOU
HenocrarouHoctH (KK (kmupenc kpeatmnuna) meHee 30 MII/MUH) pEKOMEHIYETCS KOPPEKIIUS
JI03bI PYKCOJTUTHHUOA.

Hapyuienne dyHKIMY TTIeYEeHU

AUC pykconuTuHnOa TOBBIIANACH Yy TMAMEHTOB C HapylIeHHEM (QYHKLUUHU IE€YECHU JIETKOH,
CpeIHEN U TSKEIION CTeNeHN COOTBETCTBEHHO Ha 87 %, 28 % u 65 % 1o cpaBHEHUIO € MALIMEHTaMH
C HOpMalbHOW (PyHKIMEH MeyeHH, MPHU 3TOM OTCYTCTBYET SIBHAas B3aUMOCBA3b CO CTEIEHBIO
TSOKECTH HapylleHus (YHKIMU Te4eHH, ompenensemMoi mo mkane Yainna-Ilero. Koneunsrii
NepUO/JT TIOTYBbIBEICHHS YAJIUHEH Y MAllMEHTOB C HApYLIeHHEM (YHKIMU NIEUYEHH 110 CPAaBHEHUIO
co 310poBbIMH A0OpoBoJibiiamMu (4,1-5,0 yacoB u 2,8 4acoB COOTBETCTBEHHO). Y TAI[UEHTOB C
MUeno(puOpPO30M U UCTUHHOM MOJIMLUTEMHUEN C HapyLUIeHHeM (PyHKIUHM NEYEHU PEKOMEHAyeTcs
CHIDKEHHE JI03bI PyKCOJIUTUHHOA.

BHe 3aBUCHMOCTH OT CTENIEHU NOPAKEHU e4eHU y nauueHToB ¢ PTIIX He BBISBICHO BIUSAHUE
Ha NapaMeTpbl MOMYJILUOHHON (papMaKOKMHETHUECKOH MOJIEIH.

€T’
BbezonacHocth 1 3¢ peKTHBHOCTH npenapara J[akaBu y aereil ¢ Muenopuopo3oM U UCTHHHOM

nonuuuTemMueit B Bozpacte ot 0 10 18 net He ycraHoBIeHbI. [JJaHHbIE OTCYTCTBYIOT.
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BCBOHaCHOCTBI/IB CKTUBHOCTH IIpcriapara /L KaKaBHu vV : T-'-BI% H l-].3 : ”If% I 5 %J’ICT
b penapata J{ (I I BRERATEIRHOC Tl A1)

HE YCTaHOBJICHBL. /[aHHBIE OTCYTCTBYIOT.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepedyeHb BcmoMoOrateJibHbIX BellleCTB
JlakT03bI MOHOTHApPAT

Henmronoza mukpokpucramnyueckas (PH 102)
Kapbokcumernikpaxman HaTpus (Tum A)
['umposnoza

IMoBunmoun K-30

KpeMHust quokcu1 Koniou IHbIH

Marnus creapat

6.2. HecoBMecTHMOCTD

He npumenumo.

6.3. Cpok roaHocTH (CpoK XpaHeHHs)

3 rona.

6.4. Oco0Oble Mepbl NPETOCTOPOKHOCTH MPU XPAHEHUH

XpaHuTh NIpu TemnepaTrype He Boiie 25 °C.

6.5. Xapakrep u cogep;kaHHe NEPBUYHON YIIaKOBKH
ITo 14 Tabnerokx B Omucrep [IBX/IIXT®D u amomunueBoit doneru wim [IBX/TIS/MTIBAX u
ATIOMUHHEBOU (DOJIBTH.

4 OnucTepa BMECTE € JIMCTKOM-BKJIAJIBIIIEM B KAPTOHHYIO MMAYKY.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH NPHM  YHUUYTOKEHMH HCHOJb30BAHHOIO
JIEKAPCTBEHHOT0 mMpenapaTra WJIH OTX0A0B, TMOJYYEHHbIX TIOCJd€e NPHMEHEHUs!
JIEKAPCTBEHHOT0 Mpenapara u Apyrue MaHUMYJISIHUH C MPenapaTomM

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
[Beitapus / Switzerland

Hosaptuc ®apma Al / Novartis Pharma AG,

JIuxtmtpacce 35, 4056 bazens / Lichtstrasse 35, 4056 Basel
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7.1 IIpencraBuTesb Aep:KaTessi perucrpa nonﬂogm%ﬁﬂm%ﬁﬁﬁn bHOCTL 0013)

IIpereH3un HOTDC6I/ITCJ'ICI71 HamnpapJIATH 110 aAPECy.

Poccuiickasa ®@eoepayus

00O «HoBaptuc ®apmar»

125315, r. MockBa, Jlenunrpaackuii mpocnekrt, 1. 70
Tenedon: (495) 967 12 70

®axc: (495) 967 12 68

OnekrpoHHas nmouta: drug.safety russia@novartis.com

Pecnyonuxa benapyco

[IpencraButensctBO AO «Novartis Pharma Services AG» (IlIBetimapckas Kondenepamus) B
Pecniybnuke benapych

Anpec: 220069, r. Munck, nip-T J[3epKuHCKOTO, 5, ToM. 3, oduc 3—1

Tenedon: +375 (17) 360 03 65

DnektponHas noyra: drugsafety.cis@novartis.com

Pecnybnuxa Kazaxcman

Ounman Komnanuu «HoBaptuc @apma Cepsucaz Al» B pecrryonuke Kazaxcran
Anpec: 050022 r. Anmatsl, yi. Kypmanrasel, 95

Tenedon: +7 727 258-24-47

OnektpoHHas mouta: drugsafety.cis@novartis.com

Pecnyonuxa Apmenus

000 «ACTEPUAY,

Anpec: 0051 r. EpeBan, yn. Haupu 3apsiH, 72/3
Tenedon: +374 115 190 70

DnekTpoHHas nmoyta: drugsafety.cis@novartis.com

8.  HOMEP PETMCTPAIIMOHHOI'O YIOCTOBEPEHUS
9.  JIATA NEPBUYHOIi PETUCTPALIUM (IIOATBEPKIEHUS PETUCTPALINH,
MEPEPETMCTPALIMN)

JlaTra nepBoii perucrpauuu:

10. JATA IIEPECMOTPA TEKCTA
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OO6mras xapakTepucTHKa JIGKQpCTBEHHOTO Tperapara HJIQQ&%I/E' EQQ%JH%%E%%@HOM

noprajc EBpaBHﬁCKOFO O9KOHOMHYECCKOI'0 COK3a B I/IH(I)OpMaI_II/IOHHO-KOMMYHHKaHHOHHOfI CETHU

«MuTepueT» http://eec.eacunion.org.
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