COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 30.10.2023 N= 21877

OBLIASI XAPAKTEPUCTHKA JIEKAPCTBEHIFOPO TIPEITAPATA 1004

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

Pykconmutunu®, 5 mr, TabneTku.
Pykcomutunu6, 10 mr, TabieTku.
Pykcomutunu6, 15 mr, Tabierku.

Pykcomutnnu6, 20 Mr, TabIeTKH.
2. KAUECTBEHHBIN U1 KOJIUYECTBEHHBIN COCTAB

JlelicTBy101II€€ BEIIECTBO: PYKCOJUTUHHO.

Pvykcomutuaun0, 5 Mr, TabieTku

Kaxnas Tabnerka cogepxut 5 Mr pykconutuHuOa (B Buzae ¢pocdara).
BcrnomorarenbHble BelecTBa, HAIMYME KOTOPHIX HAJO0 YYUTHIBATh B COCTAaBE JIEKAPCTBEHHOTO
npenapara: JJakTo3sl MoHOTHIpaT — 71,45 mr (cM. pazaen 4.4.).

Pvykcomutuamn0, 10 mMr, TabueTku

Kaxnas Tabnerka cogepxut 10 mr pykconutunuba (B Buae ocdara).
BcrnomorarenbHble BelecTBa, HAIMYME KOTOPHIX HAJO YYUTHIBATh B COCTAaBE JIEKAPCTBEHHOTO
npenapara: JJakTo3sl MoHOTHIpaT — 142,90 Mr (cMm. pasznen 4.4.).

PvykcomutuamnO, 15 Mr, TabieTku

Kaxnas Tabnerka 15 mr pykconutunuba (B Buzne gocdata).
BcrnomorarenbHbie BelecTBa, HAIMYME KOTOPHIX HAJO0 YYUTHIBATh B COCTAaBE JIEKAPCTBEHHOTO
npenapara: JJakTo3sl MoHOTHIpaT — 214,35 Mr (cMm. pasznen 4.4.).

Pvkcosmmtuanb 20 Mr, TabJaeTKH

Kaxnas Tabnerka cogepxut 20 Mr pykconautunuba (B Buae gocdara).
BcrnomorarenbHble BelecTBa, HAIMYME KOTOPHIX HAJO YYHUTHIBATh B COCTAaBE JIEKAPCTBEHHOTO
npenapara: J1akTo3sl MoHoruapar — 285,80 mr (cM. paznen 4.4.).

[TonHbIi IepeyeHb BCIOMOTaTeIbHbBIX BEIIECTB MPUBENIECH B pazaene 6.1.
3. IJIEKAPCTBEHHAS ®OPMA

TabmeTku.

Pykconurunu0, 5 mr, Tabnerku

Kpyribie 1BOSKOBBIMYKIIbIE TAOJIETKH OCJIOT0 MJIH TIOYTH OEJIOTro IBETA.

Pvykcomutuan0, 10 mMr, TabieTku

OBasnbHbBIC ABOSKOBBIMTYKIJIbIE TAOJIETKU OETIOT0 UK MOYTH OEJIOTOo IIBETA.

Pykconurunu0, 15 mr, TabaeTku
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Pykconurunu6, 20 mr, TabaeTku

OBasnbHbBIC ABOSKOBBIMTYKIJIbIE TAOJIETKU OETIOT0 UK IMOYTH OEJIOTOo IIBETA.
4. KIMHUYECKUE JAHHBIE

4.1. Iloka3aHusi K NPUMEHEHH IO

Muenodubpos

JledeHue B3pOCHBIX TAIMEHTOB, B Bo3pacTe crapiie 18 ner ¢ mMuenopudpo3oM, BKIOYAS
NepBUYHBIN MUEN0(GrOpPO3 W BTOPUYHBIA MUETOPUOPO3, PA3BUBIIUNCS BCIEACTBUE WCTUHHOW
TOJIUIIUTEMHUH U ACCEHITNATLHONH TPOMOOIIUTEMHH.

ITonuuureMus UCTUHHAS

JleueHue B3pOCHBIX MAlMEHTOB, B BO3pacTe cTapuie 18 JIeT ¢ UCTUHHON NOJULUTEMHEH,
PE3UCTEHTHBIX K TEpalluy MpernapaTtaMy I'MIPOKCUMOYEBUHBI WM ITPH UX HETIEPEHOCUMOCTH.

TpancrutagTat nporus xo3sauHa (PTIIX)

JleyeHne nmanueHTOB B Bo3pacTe 12 JieT u crapiue ¢ OCTpOM peaklMel «TpaHCIUIaHTaT MPOTUB
X035IMHa» C PE3UCTEHTHOCTHIO K TIIIOKOKOPTUKOCTEPOUAM.

Jleyenne manueHTOB B Bo3pacte 12 JeT W crapiie ¢ XpOHMYECKOM peakiuel «TpaHCIUIaHTaT
MPOTHUB XO35IMHA» CPEIHEN U TSKEIOW CTEMEHH TSKECTH MOCJI€ HEYIauyl OJTHOW WX IBYX JTMHHUI
JIPYro CUCTEMHOU TEpaIuH.

4.2. Pe:xuM 103MPOBaHUS M CIOCO0 MPUMeEHEHHU s

PexxuM 103upoBaHus

Bspocnwie

Hauanvuas 0o3a

PekoMmenayemast HaudajpHas J03a mpenapara PyKCOTUTMHHO TNpU JICYEHUH NAIUEHTOB C
MuenoGuOpPO30M 3aBUCUT OT KOJUUYECTBA TPOMOOIIMTOB M TIPEeCTaBlieHa B Tabmure 1.

Ta6nuna 1. PexomMenayemasi HayaabHasi 103a npenapara PykconuTHHHO NpH JeYeHHH
NMalUeHToB ¢ Mue0¢Gudpo3om

Kosun4yecTBOo TpOMOOUNTOB Havannuas xo3a

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

PekoMmenayemas HaudajpHas J03a mpenapara PyKCOTUTMHHO TNpH JICYEHUH NAIUEHTOB C

uctuHHoM nonuuuremuent u PTIIX coctaBnser 10 mr 2 pas3a B ieHb BHYTPb.
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Ho3a mpemapara PykcomuTuHuUO KOPPEKTHPYETCS '3'?{'2'3-8 é{“ﬂ%%ﬁgmnm'r u

0e30MacHOCTH TPOBOIUMOTO JICUCHUS.

Ecnu s dexTuBHOCTh Tepanmuu OLIEHHWBAETCS KaK HEAOCTAaTOYHas, a IOKa3aTelu KpPOBU B
HOpME, 71032 MOKET OBITh yBEJIMYeHa MAKCMMYM Ha 5 MT JBa pa3a B JIeHb, O MaKCUMaJIbHOMI
JI03BI 25 MT JiBa pa3a B JICHb.

HavanpHyio 103y He ciefyeT yBETMYMBATh B TEUEHHE MEPBbIX YETHIPEX HENENb JICUCHUs, a
3aTeM He 4Yallle, YeM C JBYXHEIeIbHBIMU HHTEPBaJIaMU.

Jleuenne manueHTOB ¢ MHUENO0(GUOPO30M JOJKHO OBITH HMPUOCTAHOBICHO IPU BBISIBICHUU
KoJinuyecTBa TpoMOouuToB MeHee 50 X 10%n nm MpU CHUIKEHUH aOCOIIOTHOTO 4YHCIa
neiiTpodunos meree 0,5 x 10%/1.

[Tocnie BoccTaHOBICHUS YHCTIAa TPOMOOLIMTOB U HEUTPOPHUIIOB BHIIIE YKA3aHHBIX IMOKa3aTeleH,
NpUMEHEHHE mpenapara PykcomuTuHuO MoxeT ObITh BO30OOHOBJICHO B J103€ 5 Mr 2 pasa B
JI€Hb, BO3MOXXHO JajbHelIlee MOCTENEeHHOE IMOBBIIIEHUE J103bl C TIIATEIbHBIM KOHTpPOJIEM
KOJIMUeCTBa (POPMEHHBIX 3JIEMEHTOB KpOBU (CM. Tabnuiy 2.).

Tadauna 2. Mueaodpudpo3: MakcHMAJbHAsA 1032 PYKCOJUTHHHOA NMPH BO300HOBJIEHHUU

Tepanuu Mnocje NMPUOCTAHOBJIEHHUS €ro NMPUMEHEHUs BCJeJCTBHE TPOMOOUMTONEHUN (/51
MAIMEHTOB ¢ KOJUYeCTBOM TPOMOOIIUTOB 100x10°%/11 1 Goutee Kk Ha4yaJy Tepanuu)

KosanuyecTBo MakcuMasbHas 1032 PYKCOJUTHHUOA NIPUA BO30OHOBJICHUH
TPOMOOLMTOB Tepanuu

125x10%/1 u Gonee 20 mr 2 pa3a B JieHb

100 — menee 125%10%/n 15 mr 2 pa3a B 1eHb

75 — menee 100x10%/1 10 Mr 2 pa3a B ieHb B TeUEHHUE 2 HEIEIb MUHIUMYM; Jlajiee TIPH

COXpPaHEHUU KOJUYECTBA TPOMOOITMTOB BOBMOYKHO YBEIIUUEHUE 10
15 mr 2 pa3a B 1eHb

50 — menee 75%10%/1 5 Mr 2 pasa B IcHb B TCUCHHE 2 HEJCIb MUHUMYM; Jajiee IPH
COXpPaHEHHUU KOJUYECTBA TPOMOOIIMTOB BOBMOYKHO YBEIIMUEHUE 10
10 mr 2 pa3a B 1eHb

menee 50x 107/ [IpuocranoBiieHHE TPUMEHEHUS*

*[Ipu BO30OHOBIIEHHH NMPUMEHEHHUS Npernapata PykconuTHHUO ciaeayeT HaYuHaATh C JT03bI Kak
MHHHUMYM Ha 5 MT 2 pa3a B JIcHb HHM)XK€ TaKOBOM, MPUMEHSIBIIEHUCS 10 MPUOCTAHOBICHUS €TI0
IMPpUMCHCHUA.

PexoMeH10BaHO CHIDKEHHME J103bI IIperapaTa MpH JEUEeHUHU MMalueHTOB ¢ MUEeT0PUOpO30M IpH
YMEHBIIEHUN YHCJIa TPOMOOLMTOB BO HM30€KaHME MPHUOCTAHOBJICHHS TEpanmuu BCIEICTBUE

pa3BHUBIIEHCS TPOMOOIIMTONIEHUH (CM. Tabauiy 3.).



MalMeHTOB ¢ MUea0(pudpozom

COOTBETCTE

I[03a, npuMeHseMas 10 CHHKCHUA KOJIUIECTBAa TpOMﬁOIII/ITOB

25mr2pa3za |20 mr2pasza | 15S5mr2pasa |10 mr2pa3za |Swmr2pasas
KoanuectBo

B JIEHb B JIEHb B JIEHb B JIEHb JeHb
TPOMOOLMTOB

CauxenHass | CamkeHHast | CHuokenHasi | CHukeHHast | CHMKeHHast

ao3a ao3a ao3a ao3a ao3a
100 — menee 20mr 2 paza | 15wmr2paza | bes bes bes
125x10%/n B JICHb B JICHb W3MEHECHUH W3MEHECHUH W3MEHECHUH
75 — MeHee I0mMr2pa3za | 10 mr2paza | 10wmr2paza | bes bes
100x10%/n B JICHb B JICHb B JICHb W3MEHECHUH W3MEHEHUH
50 — menee Smr2pazaB |Smr2pazaB |Smr2pa3zaB |Swmr2pa3aB | bes
75x10°%/1 JIeHb JICHb JICHb JIeHb W3MEHEHUHN
M [Ipuocranos- | [Ipuocranos- | [Ipuoctanos- | [IpuocranoB- | [Ipuoctanos-

eHee
9 TIeHUE JICHUE JICHUE TIeHUE JICHUE

50x10°/n

MPUMEHECHHS | IPUMEHEHHSI | IPUMEHEHUS | MPUMEHEHUsl | MPUMEHEHUS
Cnenyer paccMOTPETb BO3MOXKHOCTh CHIDKEHHS [J03bl MpPU CHIDKEHUHU KOHIEHTpaluu

remoriio6uHa B kpoBu <120 r/n y manveHTOB ¢ UCTUHHOW MOJULUTEMHUEH, MPU CHUKCHHUH

KOHIIEHTpaluu reMorsioonHa B kposu <100 r/1 cHUXkeHUE 1036l pEKOMEHIOBAHO.

Jleuenne JOJIKHO OBITH IMPHUOCTAHOBJICHO IIPpKW CHMXXCHHH KOHICHTpalWH reMorjioonHa B

kpoBH <80 T/1 y MarueHTOB ¢ UCTUHHOMW MOJUIHTEMUEH (Tabnuia 4.).

Tadauua 4. CHUKeHUe 10351 Y NAIMEHTOB ¢ MCTHHHOM MOJUIUTeMH el

Konuenrpanusi reMor;100MHa u/vjin
KOJIHYeCTBO TPOMOOIUTOB

Pexomennyemas 1o3a

Konnentpanus remornoouna >120 r/m u
KOJUYECTBO TpoMOouTOoB >100%1 0%/n

Koppeknuu n0361 HE TpeOyeTcs.

Konnenrpanus remornoduna 100 - <120 r/n u
KOJIMYECTBO TPOMOOIIUTOB 75 - <100x10%n

CrnenyeT paccMOTpeTh BO3MOKHOCTb
CHID)KEHHUSI 1O3BI IIperapaTa, Bo n30exxaHue

MMPUOCTAHOBJICHUS TCPAIIUU BCIICACTBUC

pa3BUBLICHCS aHEMUU U TPOMOOIIUTONICHUN.

Konnentpanus remornoouna 80 - <100 r/n

WITH KOJTHYECTBO TPOoMGOImTOB 50 - <75x10%/

CHuKeHHe 1036l Ha 5 Mr 2 pas3a B JIeHb y

NalKUEeHTOB, IPUHUMAIOIIUX 5 MT 2 pa3a B

ACHb, pPCKOMCHAOBAHO CHUKCHUEC NO3bI 10 5 Mr

1 pa3 B neHb.
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KoHueHTpanus reMorji00MHa u/ujiu PexoMenyenast 103a — =

KOJIM4YeCTBO TPOMOOIIUTOB

Konnenrpauus remornoduna <80 r/m unum [IpuocranoBieHNE IPUMEHECHMUS.
KOJIHYECTBO TPOMOOIHTOB <50x10%/1

B cnyuae TepameBTHYECKOW HEOOXOAMMOCTH U, €CIM KOJUYECTBO TPOMOOIMTOB H
HEUTPOUIOB y NAIIMEHTOB ¢ MUET0(PHOPO30M HIIM KOHLEHTPALUS TeMOTJI00MHA y MallueHTOB
C UICTMHHOH MOJINIUTEMHUEH SABISAIOTCA JOCTAaTOYHBIMHU, 1032 Npenapara PykconutuHuO Moxer
OBITh YBEJIMYCHA MAKCUMAJIbHO Ha 5 MT 2 pasa B JIeHb, BIUIOTh O MAKCUMAaJIbHON J03bI 25 MT
2 pa3a B JCHb.

He cnenyer yBenuuuBaTh HaualbHYIO 03y Ipenapara B T€UE€HUE NEPBbIX 4 HEEb JECUCHUS U
3aTeM He yaile, 4eM | pa3 B 2 Helenu.

Ocmpas peakyuss «Kmpascnianmam npomue X03AuUHa»

Pexomenayemasi HauanbHas 103a npenapaTta PykcoauTuHuO cocraBiser 5 Mr 2 pas3a B CyTKHU
BHYTpb. Ecnu mo npomectBun 3 aHeil neueHus abcomoTHoe yucio HedTtpodunos (AUYH) u
YHCIIO TPOMOOIMTOB He CHIDKatoTcss Ha 50% wunm Gojee 1Mo CPaBHEHUIO C MEPBBIM JHEM
IpUMEHEHHUs Mpenapara PyKcoauTHHHO, ciaeayeT paccMOTPETb BO3MOXKHOCTb YBEJIWYEHUS

no3e1 10 10 mMr 2 pasza B CyTKH.

VY manueHToB ¢ OTBETOM Ha TEpamuio, KOTOPHIM MO MPOLIECTBUM 6 MECSIEB JIeUeHUs ObLIN
OTMEHEHBI TJIIOKOKOPTUKOCTEPOUAbl B TEPANEBTUUECKUX J103aX, CIEIYeT pPacCMOTPETh
BO3MOYKHOCTh TOCTENEHHOTO CHMXEHHUS 103bl mpemapata Pykcomutunu6. /o3y mpenapara
cle/lyeT YMEHbIIATh Ha OJMH YPOBEHb MPHOIN3UTENbHO Kaxable 8 Hexenb (¢ 10 mr 2 pasa B
CYTKH 110 5 Mr 2 pasa B CYTKH, 3aTeM a0 5 mr 1 pa3 B cytku). Ecnu Bo BpeMst mim mocie
YMEHBIIIEHUST J103bI Tpenapara PykconuThHHO mnpu3Haku W cuMntombl octpor PTIIX
HOSIBJISIFOTCS] BHOBB, CJIETYET PACCMOTPETh BO3MOXKHOCTh BO30OHOBIICHUS TEPAIIUU.

Uucmpykyuu no Koppexuuu 003bl 05l NAYUeHmMo8 _Cc_0Cmpoll_peakyuel «mpancnianmam

npomue xXo3aurnay

Jlo nHavama Tepanmuu, Kaxiasle 2-4 HEAEAW BIUIOTH 0 CTaOWJIM3alMHM O3Bl M Jajiee I10
KIMHNUYCCKUM IIOKa3aHUAM cnez[yeT KOHTpO.HI/IpOBaTI: IIOKA3aTCJIn KIMHHUYCCKOI'O aHaJIn3a

KpOBH, BKJIt04as ynciao TpomOonutoB u AYH, u ypoBens 6unupyOuHa.

B cnydae HexenatenpHBIX peakuuid 103y mnpemnapara PykconmuTuHUO cieyeT KOppeKTUPOBAThH
(cM. Tabaumy 5.). [ManmenTtam, nonydaromum npenapatr Pykconutunu6 B go3e 10 mr 2 pasa B
CYTKH, J1032 MOKET OBITh YMEHbIIEHAa 10 5 MI 2 pa3a B CyTKH; MallMEHTaM, MOJYy4YarolUM
npemnapar PykconmutuHu6 B 103e 5 Mr 2 pas3a B CyTKH, /1032 MOXET ObITh YMEHBIIIEHA 10 5 Mr 1
pa3 B cyTku. Eciin manueHT He cnocoOeH nepeHocuTsh npenapat Pykconutunud B nose 5 mr 1
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onere AORAERDBATE IO T 0008,

na60paTopHHe IIoKa3aTcJIu HC BOCCTaAHOBATCA.

Tadauuna 5. Koppekuusi 10361 B cjlyyae BO3HHKHOBEHHSI HeKeJlaTeJbHBIX peakuuii y

nanueHTos ¢ ocrpoi PTIIX

JlaGopaTropHblii moKka3arTeib

PexomMeHganum 1o 103MpoOBaHUIO

Knunanuecku 3naunmast
TPOMOOIIUTONIEHHUS TTOCIIE
MOIJICPKUBAIOIINX MEPOTIPUSITHI

YMeHbIINUTD 103y Ha 1 ypOBEHb.

[Tocne Toro kak 4uciIO TPOMOOITUTOB BOCCTAHOBUTCS JI0
MPEANIECTBYIOMNX 3HAYCHHH, 103y MOYKHO BHOBb
YBEITUYUTH J0 MPEABIIYIIETO YPOBHSI.

AUH nmxke 1x10%/71,
MPEIMTOJIOKUTETHHO CB3aHHOE C
npemnapaToM PykconmuTuHuo

[IpexkpaTtuth Tepanuio npenaparom Pykcomutunu6d no 14
THE; ocie BOCCTAaHOBIICHHUSI BO30OHOBUTD TEPAIHIO B
703€ Ha | ypOBEeHb HUXKE NMPEAbIAYIIEH.

[ToBbIIeHne o61ero ounupyorHa, B
otcytrcTBue PTIIX co ctopoHbl
II€4YCHN

3,0 - 5,0xBI'H: mpoI0/DKUTH TEPAIUIO MPerapaToM
Pykconutunu6 B 103¢ Ha 1 ypOBEeHb HIKE MPEBITYIICH
BIIJIOTH 1O BOCCTAHOBJICHUA.

>5,0
Pykconutunu® Ha cpok no 14 nHeid, moka ypoBEHb

10,0xBI'H: mpekpaTUTh TEparuio IMpernapaToM

ownmupyomHa He omyctutres o < 1,5xBI'H; mocne
BOCCTAHOBJICHHSI BO300HOBUTH TEpaNUI0 B TEKYIIEH
703¢.

> 10,0xBT'H:
Pykcomutunu6 Ha cpox mo 14 nHel, moka ypOBEHB
owmpybuna ©He omyctutcs a0 < 1,5xBI'H; mocne
BOCCTAHOBJICHHMSI BO30OHOBHUTH TEpanuio B 03¢ Ha 1
YpOBEHb HUXKE MPEAbIAYIICH.

NPEeKpaTUTh TEepalHio IpernapaTom

[ToBbimienne obmero OwIMpyOHHAa,
npu Hasmuuu PTIIX co croponsl
Ne4YEHU

> 3,0xBI'H:
Pykconutunu6 B 103¢ Ha 1 ypoBeHb HIDKE MPEabIAyIIeH

MPOJOJKUTH  TEpaIvio  Mpernaparom

BIIJIOTHh A0 BOCCTAHOBJICHUA.

Xpouuuecm}z peaxkyusl «mpancnianmant npomue Xxo3AuHa»

Pexomennyemast HaganbHas 703a npenapara Pykcomutunub coctaBnseT 10 Mr 2 pasa B CyTKH

BHYTpb.

Yy ManmueHTOB € OTBCTOM Ha TCPANHIO, KOTOPBIM IO NPOMICCTBUU 6 MECCALICB JICUCHUA ObLIH

OTMCHCHBI KOPTUKOCTECPOHUABI B TCPANICBTUYCCKUX J03aX, CICAYCT paCCMOTPETH BO3MOXHOCTD

yMeHbIIEeHUs 103kl npemnapata Pykcomutunu6. o3y cieayer ymMeHbLIaTh Ha OJUH YPOBEHb

npuOIM3UTENBHO Kaxkaple 8 Hemenb (¢ 10 Mr 2 pas3a B cyTKku 70 5 MT 2 pa3a B CyTKH, 3aTe€M J10

5 mr 1 pa3 B cytku). Eciiv Bo BpeMsi Ui mociie yMEeHbIIEHUs 10361 ipenapaTta Pykconutunub

npuzHaku U cuMnTombl PTIIX mosABIAIOTCS BHOBB, CIEAYET PACCMOTPETh BO3MOKHOCTH

BO300OHOBJICHUS TEPAIUH.
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«mparHcniaHmam npomus Xo034AuHa»

I[O HavaJila TCpanunuu, KaXIbIC 2-4 HEACINU BIIJIOTH OO0 CTaGI/IHI/I3aI_II/II/I JO3bI KU HJaJIEC II0
KIIMHUYCCKUM IMOKa3aHUAM CJICAYCT KOHTPOJIHUPOBATH ITOKA3aTCIM KIMHHUYCCKOI'O aHain3a

KpOBH, BKJII0Uas yrcyio TpomObonutoB 1 AUH, u ypoBens omnupyOuHa.

B cnydae HexenatenpHBIX peakuuid 103y npemnapara PykconmuTuHUO cieayetr KOppeKTUPOBATh
(cMm. Tabmuy 6.). [lantuenTam, momydaromuM npenapat Pykcomutunub B go3e 10 mr 2 pasa B
CYTKH, J1032 MOKET OBITh YMEHbIIEHAa 10 5 MI 2 pa3a B CyTKH; MallMEHTaM, MOJYy4arolUM
npenapaT PykconuTuHu6 B 103€ 5 Mr 2 pas3a B CyTKH, /1032 MOXKET OBITh YMEHbIIEHA 10 5 M 1
pa3 B cyTku. Eciin manueHT He cnocoOeH nepeHocuTsh npenapat Pykconutunud B nose 5 mr 1
pa3 B CyTKH, TE€paluio MpenapaToM cieqyeT MpepBaTh 10 TeX MOp, MoKa KIMHUYECKUE U/WIH
1a00paToOpHbIE OKA3aTEIN HE BOCCTAHOBSTCS.

Tadauna 6. Koppekuusi 10361 B cjlyyae BO3HHKHOBEHHSI HeKeJIaTeJbHBIX peakiuii y
ManueHToB ¢ xpouunyeckoii PTIIX

MeT MEHIAINH 10 J03HMPOBAHU
ITapame PexoMmenna 0 T03MPOBAHHUIO

Yncio TpomGomuTos < 20x10° /i1 YMeHpmTh 1103y mpemnapata PykcomuTtuHu®
Ha | ypoBeHb. B ciydyae BOcCCTaHOBJIEHUS B
TeyeHue 7 JHEH 03y MOJKHO YBEIWYUThH 10
HayaJabHOrO YpoBHs. Ecim B Teyenue 7 agHew
YHUCIIO TPOMOOLIUTOB HE BOCCTAHOBHJIOCH,
IPOJOJDKATh TEPAIIUIO B 103€, CHUKEHHOM Ha

1 ypoBeHb.

AYH mmxe 0,75x10°/1, mpeamnonoXHTENbHO | YMEHBIINTE 103y Mpemapara PykcomutunuG
CBSI3aHHOE C IpenaparoM PykconutuHub Ha 1 ypoBeHb; TMOCIE€ BOCCTaHOBJIECHHUS
BO300HOBUTh TEpANMIO B J103€ HAYAJIBLHOTO

YpPOBHSL.
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IHapamerp

Peral IS AT R = 000

AYH mmxke 0,5%x10%m, MPEANOI0KUTEIBHO

CBSI3aHHOE C IpenapaToM Pykconutuauo

[Ipekparutsb Tepanuto npenaparoM
Pykconutunu® Ha cpok g0 14 aHei; mocie
BOCCTAHOBJICHHSI BO3OOHOBHUTDH TEPAIHIO B 103€
Ha 1 ypoBeHb Hmke npeasiaymiei. Ecim AUH
BBIIIIE 1,0><109/J1, JI03y MOKHO YBEJIUYHUTH 0

Ha4yaJbHOT'O YPOBHSI.

O6mwmit 6mmupyoun: 3,0 - 5,0xBI'H

[IpoomxuTh TEpanuto npenaparom
Pykcomutuau® B nmo3e Ha 1 ypoBEeHb HUKE
MpEeabIAYIIEH BIUIOTh JO BOCCTAaHOBJIEHUSA. B
Cllyyae BOCCTAHOBJICHUSI B TeueHue 14 nHen,
yBEIMYUTh 103y Ha | ypoBeHb. Eciu B

TEUEHUE 14  guert  OwmpyOuH  HE

BOCCTAaHOBHUIJICA, IIPOAOJIKATh TCpaIni0 B J03€,

CHI)KEHHOH Ha 1 ypOBEHb.

winpyoun: >5,0 - 10,0xBI'H

[Ipexparuthb TEpaIuko mpermapaTom
Pykconutunu® Ha cpok no 14 nHei, moka
YpOBEHb OWIMpPyOMHAa HE BOCCTAaHOBUTCS,
MoCcJie BOCCTAHOBJIEHUS! BO3OOHOBUTDH TEPAIUIO
B Tekymei goze. Ecnu B Teuenue 14 nueit
OmIMpyOMH HE BOCCTAHOBWJICS, BO30OHOBHUTH
TEepanuio B J03€, CHUKEHHOW Ha | ypoBEHb,

ITOCJIC BOCCTAaHOBJICHHA.

OO6mwmit omnmupyoun > 10,0xBI'H

[MpekpaTuTthb TEpaIuio npernapaTom

Pykconutunu® Ha cpok no 14 nHeil, moka

OunmupyOMH  HE  BOCCTAaHOBHUTCS;  IIOCIE

BOCCTAHOBJICHHMSI BO300OHOBHUTH TEpaIvio B
103, CHIKeHHOM Ha 1 ypoBeHb. Eciu B
OunmupyOuH  He

TeyeHue 14 oHEN

BOCCTaHOBHMIJICA, OKOHYATCJIBbHO OTMCHUTD

TEpaIuIo.
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apamerp PexcoMéhianii 0 o mponanio =
pyrue nexenarenbHble peakuuu: Crenens 3 | [IponoixuTh TEepAIuIo IpenapaToM

Pykconutunu® B no3e Ha | ypoBeHb HHXKe

MpeABIAYIIEH BIUIOTh 0 BOCCTAHOBJICHHUS.

Jpyrue HexenatenbHble peakuuu: Crenenb 4 | OKOHYATENbHO OTMEHUTH TEPAIHIO.

MakcumanpHas go3a npenapara PykconmutuHuO cocramiser 25 mr 2 pasza B JeHb BHYTPb. B
cllyyae Mpomycka ImpuemMa O4epelHOW 103bl Mpenapara, MalUeHTy He ClelyeT NMPUHUMATh
JOTIONHUTENBHYIO 103y, CIEAYIOIIYI0 103y HEOOXOAMMO MPHUHATH B OOBIYHOE MPEINUCAHHOE
BpeMs.

Jleyenne mpemapaToM TANMEHTOB C MHUETOGHOPO30OM © HCTUHHOW TOJUIUTEMHUCH
MPOJIOJDKAIOT 10 TE€X MOP, MOKA COXpaHseTCs TepaneBTHUYecKuil 3 PexT.

Pexomenoayuu no monumopuney

Iloocuem ¢hopmennvix snemenmog Kpogu: N0 Haudala JeueHUs npenaparoMm PykconutuHuo

JOJDKEH OBITh MPOM3BECH TOJICYET KOJIMYeCTBA (POPMEHHBIX DJIEMEHTOB KPOBH.

AOCOMIOTHOE KOJWYECTBO (POPMEHHBIX JJIEMEHTOB KPOBH HEOOXOIUMO KOHTPOJIHMPOBATH
Kaxzable 2-4 Helenu BO BpeMs Moadopa 103bl PYKCOJIUTHHHOA M Jajnee MO KIMHUYECKUM
MOKa3aHUSIM.

Koppexyus 0030l npu OOHOGDeMeHHOM NPpUMEHEeHUU MOULHbIX MHZM6MI’I10D06’ u30d)epMeHma

CYP3A4 wiu dprykonaszona

VY manueHTtoB ¢ MHen0(pUOPO30M M MCTUHHOW MOJIMLIUTEMHUEH B cliydae OJHOBPEMEHHOI'O
OpPUMEHEHHUS C MOIIHBIMU uHrubutopamu wuszodepmenta CYP3A4 (kinapuTpOMHILIMH,
UHAVHABUP, UTPAKOHA30J, KETOKOHA30J], JONWHABUP/PUTOHABUP, HEI()UHABUP, PUTOHABUD,
CaKBMHABHp, TEIUTPOMULIMH, BOPHUKOHA30J, TIpeUNn@pyTOBBI COK), HIU C JBOHHBIMU
ymepeHHbIMH HHruouTopamu nzopepmentoB CYP2C9 u CYP3A4 (manpumep, ¢piaykoHas3omn) y
MAlMEeHTOB ¢ MUeIoPpuOpo3omM, HCTHHHON momnuTemueit u PTIIX, cyrounas no3a mpenapara
Pykconmutunu® nomkHa ObITh CHMKEHA MPUOIU3UTENbHO Ha 50%, myTeM CHUXKEHUS! CYyTOYHOU
7103bl, pa3JIeJICHHON Ha 2 IpHUeMa, WM IyTeM COOTBETCTBYIOIErO0 CHUKEHUS YaCTOThI IIpUeMa
no 1 paza B geHb (B ciiydae, KOTJa TaKoW pexuM mpueMa Bo3MmoxkeH). CremayeT mzOeraTh
OJIHOBPEMEHHOTO TpPUMEHEHHs mpemnaparta ¢ QuykoHazosnoM B go3e Oonee 200 mMr B JeHb.
PexomennoBan Oosiee 4acThli KOHTPOJb TI'eMAaTOJOTHYECKUX IOKa3aTeleld M KIMHUYECKUX
IPU3HAKOB U CHMIITOMOB, CBS3aHHBIX C HEXEJAaTEIbHbIMM pEaKUMsAMH Ha Ipernapar

Pykconutunu6, B Hauyase OJHOBPEMEHHOIO0 MPUMEHEHMS] MOUIHBIX HWHTHOUTOPOB
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n3odpepmenta CYP3A4 wim TBOWHBIX yMEPEHHBIX I/IH'H/I%I/;T])% Cﬁ':;“oﬁfegllv} 'T:gBTEQB%EQ u

CYP3A4 (cMm. Tabmuiy 7.).

Tadoauua 7. Koppexkuusi 10361 IpH OJHOBPEMEHHOM NMPHUMEHEHHH MOIIHBIX HHTHOMTOPOB
n3odpepmenta CYP3A4 unu nBoiiHBIX yMepeHHBIX HHTHONTOpPOB H3odgepmentoB CYP2C9
u CYP3A4

IIpumeHeHne pyKCcOJIMTUHHOA PexomenayeMmasi Koppekuus 103bl

OJHOBPEMEHHO C MOIIHBIMM HHTHOUTOPAMHU
CYP3A4

HavanpHas 103a y maniueHToB ¢ MUET0(PUOPO30M U KOJTUIECTBOM TPOMOOIIMTOB

100x10%/1 u Gonee 10 mr 2 pa3a B 1eHb
50 — meree 100x10%/x1 5 mr 1 pa3 B 1eHb
Hauanpnas no3a y naliu€HTOB ¢ HICTUHHOM 5 mr 2 pa3a B JI€Hb
OJUIIATEMUEH

Y nanueHToB, NPUHUMAIOIIUX MIpernapaT B 103€, YCTAHOBIEHHOW Ha OCHOBAaHWHU 0OE30MMaCHOCTH U
3(PEKTUBHOCTH MMPOBOAUMOTO JICUCHUS

>10 mr 2 pa3a B ieHb CHuxenue 103b1 Ha 50%
5 Mr 2 pasa B JI€Hb 5 mr 1 pa3 B 1eHb
5 mr 1| pa3 B 1eHb Crnenyer mpeKkpaTUTh NPUMEHEHUE MOIIHBIX

unruouropoB CYP3A4 win pykconutuHuba
Ha BpeMs IPUMEHEHHS MOIIHBIX HHTHOUTOPOB

CYP3A4

Oco0ble IPYIIILI TAIUEHTOB

Ilayuenmsi ¢ Hapywienuem ynKyuu nouex

VYV manuwentoB ¢ MuenogudOpo3oM u HapymeHueMm (QpyHKmuu modek Tsokenou creneHu (KK
menee 30 MI/MHH) peKOMEHJyemas HadaidbHas J03a, OCHOBaHHAs Ha KOJIHYECTBE
TPOMOOIIUTOB, AOJKHA OBITH CHIKEHA NpuOan3uTenbHo Ha 50%. PekoMennyemas HauaiabHast
J103a TP JICUCHUHW TAIUeHTOB ¢ UCTUHHOU noyuiutemueit u PTIIX u HapymenneM GyHKIUN
MOYEK TSHKEJIOM CTENEHU COCTABJISET S MT 2 pa3a B ICHb BHYTPb.

[ManmenToB ¢ HapymieHHeM (YHKIIUM TOYEK TSDKEIOW CTEMEeHH, MOJNYYaroluX Ipenapar
Pykconmutunu®, cnemayer THIATENbHO HAOMIOIAaTh, MPU HEOOXOAMMOCTH J103a IMpernapara
JOJDKHA OBITH CHUKEHA BO M30€KaHUe pa3BUTHUS HEKeNaTeIbHbIX JIEKAPCTBEHHBIX pPEaKIUi.
HNmeroTcss orpaHM4eHHbIE JaHHBIE IO MPUMEHEHHIO PYKCOJUTHHHOA Yy TMAIMEHTOB C
TEpMHUHAJIBLHOU CTaAWEH IOYEYHOM HEIOCTATOYHOCTH HA reMojuaini3e. Y JaHHOW KaTeropuu

NAIMEHTOB ¢ MHENOoPUOPO30M JeueHue ciaeayeT HauMHATh C MpHUeMa OJHOKpPAaTHOM 1036l 15
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Mr uin 20 Mr (Ha OCHOBaHWU KOJIMYECTBA TPQ M60111/IT'<£[17:|é%&i?&%k&ﬁ%&g&ﬂ%ﬁﬂmn

JI03aMH, TPUMEHSIEMBIMH TOJBKO MOCJE KaXXI0M MpOLEeAypbl reMoauanu3a Mpu THlaTeIbHOU
OILICHKE COOTHOIIEHUS TOJIb3a/PUCK.

VYV nauueHToB ¢ uCTUHHOW mosmuuteMued u PTIIX u TepMuHanmbHOW cTagueil MOYEUHOM
HEJ0OCTAaTOYHOCTH Ha FeMOJHaNN3e JICUeHHE CIeyeT HaYuHaTh C MpueMa OJHOKPATHOM 1035l
10 Mr mociie mpoueaypbl reMojuain3a TOJIbKO B J€Hb €€ MPOBEICHUs IMPU TIIATEIHHOM
KOHTPOJIE COCTOSTHUS U OIEHKE COOTHOIICHUS MOJIh3a/pUcK (cM. Tabnuiry 8.).

Tab6auna 8. Pekomenayemas n03a npenapata PykconuTHHHO y MaMEeHTOB ¢ HAPYUIEHHeM
(pyHxuumn noyexk

CreneHb TsisKeCTH KoanuyectBo TpomGounToB | PekoMennyemasi HauanbHast
HapylIeHUs QYHKIUH 0YeK a03a
[Tauuentsr ¢ MO Bornee 150x10%/n Koppekuun n03s1 HE
Tpedyercs
Cpennsts (KK 30-59 mu/Mun)
i Tsoxenas (KK 15-29 100%10%/1 - 150%x10°/n 10 mr 2 pa3a B cHb
MJT/MVH) .
50 — menee 100x10%/n 5 mr 1 pa3 B 1eHb
Megnee 50x10”/m [Ipuocranosnenue
IPUMEHEHHUS
ITaneHTHI ¢ HCTHHHOU JIro6oe 5 mr 2 pa3a B JI€Hb
MOJIMLIUTEMHUEN:

Cpennstst (KK 30-59 mn/mMun)
nm Tsokenas (KK 15-29
MJI/MUH)

[TatmmenTs! ¢ octpoi PTIIX: JIro60e 5 wmr 1 pa3 B 1eHb
Cpennss (KK 30-59 mn/Mun)
WIn

Tsoxenast (KK 15-29 mu/muH)

TepmuHanbHas cTaaus Jlroboe 10 mr 1 pa3 B neHb nocie
MOYEYHOUN HEJIOCTATOYHOCTH C IpoLEYphl FeMONAIN3a
WCITOJIb30BAHUEM FeMOINAIINA3a
(KK <15 mn/Mun)

[TanmeHTH! ¢ XpOHUUECKON Jlro6oe 5 Mr 2 pasa B IeHb
PTIIX:

Cpennss (KK 30-59 mi/MuH)
17001
Tsoxenast (KK 15-29 mu/muH)

TepMmuHanbHas cTaaus JIroboe 10 mr 1 pa3 B neHb nocie

MMOYEYHON HEJOCTATOYHOCTH C TIPOIEeAyPBl FeMOANATN3a
WCITOJIb30BAHUEM FEMOINAIINA3a
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CTeneHb TAMXKECTH KoaunuecTBg TDOMﬁ&iIll:I'IF'O'BIt ﬂéﬂﬂk‘r&\m h'a 'ff ast

HapyumeHus: QyHKIMHU NOYeK ao03a

(KK < 15 mn/mun)

Ilayuenmsi ¢ HapyweHuem QyHKYuUU neveHu

Y mnanueHtoB ¢ MuenopuOpo3oM ¢ HapymeHHeM (YHKIMHM TI€YeHH peKoMeHayeMas
HayalbHas J03a, OCHOBaHHAas Ha KOJWYECTBE TPOMOOIUTOB, MOJKHA OBITH CHMKEHA
npubnusuteabHo Ha 50%. PekomeHoBaHHAas HadajdbHas /032 y MAlMEHTOB C WCTHHHOMN
NoJUIUTEeMUuE 5 Mr 2 pa3a B JeHb. [Ipu mr000# cTeneHu MmopakeHus MeYeHU He TpedyeTcs
KOppEKIMN HaydajabHOU 103bl y nanueHToB ¢ PTIIX, B TOM 4ucie B cilydae C BOBICYECHHEM
nedeHu B PTIIX. ¥V mamumenToB ¢ BoBieueHuem nedeHu B PTIIX u moBbllieHHEM 00IIeTo
oumupyouna >3,0 x BI'H crnenyer wamie mpoBOIWTH HCCIENOBaHUS KPOBH Ha TMPEAMET
TOKCUYECKOTO BO3JEHCTBUS, BO3MOXXHO CHWXEHHME Ha OAWH «wmar» ao3bl. llanueHToB ¢
MUArHOCTHPOBAHHBIM HApYyIICHHEM (YHKIUHU TEYEHU TSKEIOW CTENEeHH, MOTydYaroIInx
npernapat PykconmutuHuO, ciepyeT THIAaTENbHO HAOMIOAAaTh, NpPU HEOOXOIUMOCTH 1032
npernapara JI0JbKHa ObITh CHIM)KEHa BO M30€)KaHHE pa3BUTHUS HEXKeIaTeIbHbIX JEKapCTBEHHBIX
peaknuwmii (cM. Tabmuiy 9.).

Tadoauua 9. Pexkomenayemasi 103a npenapata PykcoJUTHHHO Yy NAIMEHTOB ¢ HAPpYIIEHHEM
GyHKIUM eYeHu

CTeneHpb TKECTH Kosun4yecTBO TPOMOOUNTOB Pexomennyemasi Ha4YaJIbHasA
HapyueHust yHKuuu 1032

neYeHn

ITarueHTs! ¢ Bonee 150x10°/n Koppekuuu 10361 HE
mMuenogpuopo3oMm: Jerkas, Tpedyercs

CpenHsisl WK Tshkenast (Kiacc 5 3
A, B umu C 1o 100x10°/m - 150%x10°/n 10 mr 2 pa3a B JIeHb

knaccudukanun Yaina-I1sio) 50 — mence 100x10%/1
CTCTICHD TSDKECTH HAPYIICHUS

5 mr 1 pa3 B 1eHb

GYHKIIUH TTIEYCHU Menee 50x10%/m [IpuocTtanoByieHne
MIPUMEHECHUS
ITareHTE ¢ ICTUHHONU JIro60e 5 mr 2 pa3a B ieHb

MOJIMITUTEMHUEH : JIeTKasl,
CpeaHsisl WM Tskenast (Kiace
A, B nm C no
knaccu¢ukanun Yana-I1sro)
CTETIEHb TSDKECTU HapyLICHUS
(GyHKINU TIeYeHH

12
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Ilayuenmul noscunoeo eospacma (8 eozpacme 2635 iem

Koppexkmun 10361 npenapara He TpeOyercs.

eTu
besonacHocth M 3ddexTuBHOCTH Tpemapara PykcomutuHHO y neredt ¢ muenopuOpo3om u
MCTUHHOM nonuiuTeMueit B Bo3pacte oT 0 10 18 et He ycTaHOBIIeHBI. [[aHHBIE OTCYTCTBYIOT.
Pexxum nosupoBanus i nereit ¢ PTIIX B Bo3pacte ot 12 1o 18 sieT He oTiMuaeTcst oT pexxuma
JIO3UPOBAHUS JIJIST B3POCIIBIX.
be3onacHocTh u 3 dhexkTuBHOCTE Pykconmutunmnba y neteit ¢ PTIIX B Bo3pacte ot 0 g0 12 net He
YCTaHOBJEHBI. JJaHHBIE OTCYTCTBYIOT.

Cnooco0 nnpuMeHeHus

[Ipenapar PykconuTuHNO NpUHUMAIOT BHYTPh, HE3aBUCUMO OT IpUeMa MUIIIH.

4.3. IIpoTBONOKA3aHUSA

e [UnmepuyBCTBUTENBHOCTh K PYKCOJIUTUHHOY MM J1I0OOOMY M3 BCIIOMOTATENIBHBIX BEIECTB,
MIePEUYUCIICHHBIX B pazjene 6.1.

e bepeMEeHHOCTb U IIEpUOJ IPYIHOTO BCKAPMIIMBAHHUS.

4.4. OcoOble yka3aHHsl U MepPbI MPEI0CTOPOKHOCTH NMPHU NMPUMEHEHU !

Hapymienue d)VHKHI/II/I NCYCHHU U ITOYCK

Crenyer coOmoaaTh OCTOPOXKHOCTh MPH NMPUMEHEHUH Tpenapara PyKCOMUTHHUO y MaIMeHTOB C
HapyleHneM (QyHKIUHU OYEK TSHKEJION CTENEeHU, B TOM YHCIIe, HAXOISAIIUXCS Ha TeMOHaIN3€e Wil
MOJTYYaOIIUX MPOLEAYPY FeMOANaIN3a, Y MallMeHTOB ¢ HapylIeHneM (YHKIUH [TeUYeHH.

B3auMoenicTBre ¢ ApYTUMH JIEKAPCTBEHHBIMU IIpEapaTaMu

Crnenmyet coOoaTh OCTOPOKHOCTH MPH MPUMEHEHHUH TIperapata PykcomuTuHu® oMHOBPEMEHHO C
MoIIHbIMH HHTHONTOpamu n3odepmerta CYP3A4.

CHmXeHNE KOJIMYECTBA (bODMeHHI)IX QJIEMCHTOB KPOBHU

Jleuenne mnpenapaToM PyKCONIUTHHMO MOXET NPUBOAUTH K PAa3BUTHIO T'€MaTOJOTHUYECKUX
HE)KEJIATeNbHBIX PEaKLUi, BKIIOYAIOMIMX TPOMOOIMTONCHHUIO, aHEMMIO U Heirpornenuro. [lo
Hayaja JIeYeHUs mpenapaToM PykcomuTHHMO HEOOXOIMMO TMPOBECTH KIMHHYECKUI aHaIn3
KpPOBHU.

TpoMOoMTOnEHNS

Y NanEeHToB ¢ MEEIO(GHOPO30M C HCXOIHO HU3KHM KOJNMYECTBOM TPOMGOIHTOB (<200 x 10%/1
nepea HayalloM Tepaluy) BO3PACTaeT BEPOSTHOCTh Pa3BUTHS TPOMOOLMTONEHUH BO BpEMs
JI€YCHUS PYKCOTUTHHHOOM.

TpombonmToneHus B 1ie7I0M 00paTHMa M, Kak MPaBHUII0, KOPPEKTUPYETCS CHUKEHHEM JT03bI WIIN
BpPEMEHHBIM IIpeKpalleHueM mnpuema mnpenapara Pykcomutunu® (cMm. pasnmen 4.8.). Tem He

MEHee, B HEKOTOPBIX CIIy4asx MOKET MOTpeOoBaThCs TpaHc(y3usi KOHIEHTPATOB TPOMOOIIUTOB.
13
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AbnemMus

[Ipu pa3BUTHH aHEMHH MOXKET MOTPeOOBATHCS TpaHC(Y3Us IPUTPOLUTHON Macchl. Kpome Toro,
HE00XO0/IMMO OLEHUTh BO3MOXKHOCTb KOPPEKLMHU 03Bl WM MPEPhIBAHUS JICUEHUS MPErnapaToM
Pykconmutunu6 (cm. paszmen 4.8.).

Hentponenus

B uenoM Heiirponenus (aGcomoTHo wmcno Heiitpoduno (AUH) <0,5 x 10%1), B ciayuae ee
pa3BuTHs, Oblla oOpaTMMa M KOPPEKTHpOBajach BPEMEHHOM OTMEHOM mpHeMa mpernapara
Pykconutunu®.

Crnenyer KOHTPOJIMPOBATh MOKA3aTeaM OOLICKIMHUYECKOTO aHalNW3a KPOBU B COOTBETCTBUM C
KJIMHUYECKOW CUTYaIlMel 1 KOPPEKTHPOBATh 103y mpemnapara (cM. paszzen 4.8.).

HNudexmmn

VY nanueHToB, MOJyYaBHIMX TEpamuio MpenapatoM PykconuTMHHMO, 3aperucTpupOBaHBI
cepbe3Hble Cllydyau OaKTepUalbHbIX, MUKOOAKTEPHAIbHBIX, T'PUOKOBBIX, BUPYCHBIX U APYIHX
onmnopryHuctuyeckux uHpekuuid. Ilepen mpumeHenweM mnpemnapara PykconmutuHuO ciemyer
OLIGHUTHh PHUCK pa3BUTHs cepbe3HbIX HH(pekuuid. Cremayer TIIATENbHO HAOIIOAATH MAlMEHTa,
HOJyYaouero npenapaT PykconnTUHHUO, A BBIABICHHMS CHUMITOMOB MH(EKIMH U B Cilydae
HEOOXOJMMOCTH HE3aMeJUIMTENbHO HauuHaTh COOTBETCTBYyIollee JiedeHue. He craenyer
HauMHATh TEpPAlMIO IPErnaparoM OO0 pa3pelieHus TSHKEIOro AaKTUBHOTO WH(EKIHOHHOTO
nporecca.

VYV manueHToB, MOdy4YaBIIUX mpenapar PykcoauTwHuO, coolmanock 0 ciaydasx TyOepKyliesa.
Bcnencreue BO3MOXKHOCTH pa3BUTHSI aKTUBHOW (OpMBI TyOepKyie3a mepes HayajloM Teparnuu
IpenapaToM cienyeT 00ciae0BaTh NalMeHTa ISl BHISIBICHUS! aKTUBHOM WM JTATEHTHON (OPMBI
TyOepKyIe3a B COOTBETCTBUU C MECTHBIMH KITMHUYECKUMH PEKOMEHIAIIUSMH.

VY nanuveHToB ¢ XpOHMYECKHM BUPYCHBIM renatutoM B, momywaromux npenapar Pykconutunuo,
ormeuaniochk yBenuuenune tutpa JJIHK Bupyca rematuta B kak ¢, Tak u 6€3 COMPOBOXKIAIOMIETO
yBenuueHusi aktuBHOCTH ACT u AJIT. HemsBectHo BnusHue mpemnapara PykconmuTuHHO Ha
peruukamuio JIHK Bupyca remaruta B. JledeHne M KOHTpPOJIb COCTOSHUSI MAlMEHTOB C
XPOHMYECKHM BUPYCHBIM renaTUTOM B cienyer npoBOIUTh B COOTBETCTBUU € OOLIETIPUHITHIMU
CTaHJapTaMM KIIMHUUYECKOW MPAKTUKH.

OnosICBIBAIOIINN TePIIEC

Ilepen mnpumenenuem mpenapara PykconmuTuHMO Bpady cienyer oOOy4YUTh MAalMeHTa-
CBOEBPEMEHHOMY BBISBJICHUIO PAaHHUX CHUMIITOMOB OIOSCBHIBAIOIIErO repreca, COOOIIUB O
HE0O0XOIMMOCTH paHHETO Hayaa JIEUeHHU .

IIporpeccupyronias myapTudoKaibHasg geikosHuebanonatus (ITMJI)

[Ipu npumenenun npenapara PykcomuTHHHUO OBUIO MOJIYYEHO COOOIIEHHE O CIIydae pPa3BUTHS
14
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HEHUPOICUXUATPUYECKUX CHMIITOMOB, IO3BOJIAIOIUX 3anono3puts passutue [IMIJL Ilpu
nojo3peHun Ha passutue [IMJI cnenyet npekpaTuTh NpuMeHeHue npenapara Pykconutuaud 1o
VCKJIIOYCHMS JTaHHOTO TNarHo3a.

3710Ka4YeCTBESHHEIC HOBOO6DaBOBaHI/I$I KOXH 34 UCKITIOYCHUEM MEIaHOMbBI

I[Ipu npumenenun mpenapara PykcomuTuHHO coolOmamoch 0  ciOy4yasX  pa3BUTHA
3JIOKaAQ4YC€CTBCHHBIX HOBOO6paBOBaHHI>'I KOXH, 3a HUCKIHYCHHCM MCIJIIaHOMBI, B TOM YHCIIC
0a3abHOKIICTOYHONH W IIJIOCKOKJIETOYHOW KApIUHOMBI, a TaKKe KapIUHOMBI M3 KIETOK
Mepxkensi. B OonpIIMHCTBE CiIydaeB Yy TaKHX IMAlMEHTOB C MHUEI0(PUOPO30M W HUCTUHHOU
HOHHHHTGMHGﬁ B AHaAMHE3C IMPOBOAHIIOCH NpOAOJIKUTCIILHOC  JICUCHUC npemnapartaMu
THUAPOKCUMOYCBUHBI UJIN PAHCC 6I>IJ'II/I BBISABJICHBI 3JIOKAYCCTBCHHBIC HOBOO6paBOBaHI/I$I KOXKH, 3a
UCKJTFOUEHHEM MEJIaHOMBI, WIIH MTPEIPaKOBbIe TOPaKEHHS KOXKH. [[pHYMHHO-CIeICTBEeHHAS CBSI3b
C TPUMECHEHHWEM pPYKCOJMTHHHOA He Obula YCTaHOBJIEHA. PeKOMeHIyeTcsi TMPOBOAMTH
MEpUOANICCKOC OGCHGI[OBaHI/Ie KOKHBIX IIOKPOBOB Yy IMAIIMCHTOB C TIOBBIINICHHBIM PHCKOM
Pa3BUTUA 3JIOKAUCCTBCHHBIX HOBOOGpaSOBaHI/II\/'I KOXH.

H3MeHeHNE IMITMIHOTO HDO(bI/IJ'IH

OTMeueHO yBelnMUYeHHE KOHLEHTPAUK JUINIO0B, BKIIOYasl YBEIUYEHHE KOHLIEHTPAMK OOIIero
XOJIECTEPUHA, JIMIONPOTEUZOB BBICOKOM W HM3KOW IUIOTHOCTM M TPUINIMLEPUIOB,
aCCOIIMMPOBAHHBIE C JIeUeHUWeM mpenaparoM PykconmutuHuO. PekomMeHI0BaH KOHTpPOJb
JUNUATHOTO NPOQHIIL U KOPPEKLHS JUCTUIHUIEMUH B COOTBETCTBUU C MECTHBIMU KIIMHUYECKUMHU
PEKOMEHIaLUAMU.

CHHIPOM «OTMEHEBD)

[locne mpekparieHust Tepanuu npenapatoM PykconmuTuHHO cUMNTOMBI Muenopuodposa (Takue
KaK YCTanocTh, OONb B KOCTSX, JIMXOPajaKa, 3y, HOYHAS IMOTINBOCTh, CHMIITOMAaTHYeCKas
CIUICHOMETAJIMS ¥ CHIDKCHHE MAcChl Tela) MOTYT BO3BpalaThes. B psae ciydaeB y MaiueHToB,
IpeKpallaBIvX NpUMeHeHue npenapata Pykconntunn6, Bo3Hukanmu cepbesnbie HS, ocobenHo
IpYU HAJMYUK OCTPOTO COMYTCTBYIOIIEro 3aboneBanus. He ycraHoBiieHO, criocoOCTBOBana JH
pasBututo HS peskas ormena mnpenapara Pykcomutunm®. Ecnmm pe3koro mnpexpamieHus
NPUMEHEHHS TperapaTa He TpeOyeTcs, MOXKHO pacCMOTPETh BO3MOXKHOCTH ITOCTETIEHHOTO
CHIDKEHHSI TO3BI.

BcnomorarenbpHbIE€ BelllecTBa

[Ipenapar PykconuTuHuO comepkuT JakTo3y. llammeHTaM ¢  peako BCTpedaromieics
HACJIEICTBEHHOW HEMEPEHOCUMOCTBIO TalaKTO3bl, Ae(PUIIMTOM JIaKTa3bl JOMAPE MK TIIIOKO30-

rajJJlakTo3HOM ManbaOcopOuueit He ciieayeT IpUHUMATh JaHHbIM JeKapCTBEHHBIH Mpernapar.
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4.5. B3aumopaeiictBue ¢ JIpyruMu HeKapCTBeHHLIWI'TI;)%%%’FJ@I:'El -

B3auMO/eliCTBUSA

CDGI[CTBa, KOTOPBIC MOI'YVT UBMCHHUTH KOHIICHTPAILIUIO DVKCO.HI/ITI/IHI/I63. B I1J1a3M€ KPpOBH

Mownvie uneudbumopvr  usogpepmenma CYP3A4: 'y 310poBBIX JTOOPOBOJIBIIEB TPUEM
KETOKOHa30J1a, MomHoro nuaruoutopa nzopepmenta CYP3A4, B noze 200 mr 2 pa3a B JcHb B
teuenne 4 nHeil, mpuBoaua k nomeimeHui0o AUC pykcomutunu6a Ha 91% u yanuHeHUio
nepuo/ia noiyssiBeaeHus ¢ 3,7 4 1o 6,0 u.

B cnydae npumenenus ¢ MoutHeiMu HHrHOUTOpamu n3opepmenta CYP3A4, obmias cyTounas
71032 PYKCOJNUTUHHMOA JOJDKHA OBITH CHMKEHA Npubnu3utenbHo Ha 50% 3a uckiIrodeHuEeM
naueHToB ¢ PTIIX, y KOTOpbIX HE OBLJIO BBISIBICHO CYIIECTBEHHOT'O BIUSHUS HA KaKHe-Tu00
MOKa3aTeIN MOJCIN MOMYISAIUOHHON (PapMaKOKUHETUKH.

[TanuenTta cieayer THIATENbHO HAOMIOAATh HAa MPEAMET CHIDKEHHUS KOJIMYecTBa (OPMEHHBIX
3J€MEHTOB KPOBH, NMPU HEOOXOAMMOCTH PEKOMEHIYEeTCs NalbHeHIlas KOppeKUHsl J03bl Ha
OCHOBAHUU JaHHBIX 3(PPEKTUBHOCTH U 0€30M1aCHOCTH.

Cnabvie u ymepenuvie uneubumopsr uzogpepmenma CYP3A4: mnpuem ->pUTpOMHUILIMHA,
ymepenHoro uaruoutopa uzodepmenta CYP3A4, B no3e 500 mr 2 pa3a B JeHb y 37J0POBBIX
TOOpOBOJIBIIEB B TeueHUe 4 MHEW mpuBoAwi K moBbimeHuio Ha 27% AUC pykcomutuHuOAa.
Koppekuus 10351 He TpedyeTcs npu 0AHOBPEMEHHOM MPUMEHEHUH npenapara PykconuTuHuo
co ciabplMM WIM yMepeHHbIMH wuHrubutopamu uszopepmenta CYP3A4 (B T.u.
SPUTPOMULIMHOM). B Hauvane Tepanuu pyKCOTUTUHUOOM OJHOBPEMEHHO C YMEpPEHHBIMU
uaruouropamu  uzodpepmenra CYP3A4 mamumeHtra criemayer THiaTeabHO HaOmOAaTh C
oTpezieNieHneM KOJIM4ecTBa (DOPMEHHBIX 3JIEMEHTOB KPOBH.

Heotinvie ymepennvie uneudumopsi uzogepmenmos CYP2C9 u CYP3A4 (nanpumep,
¢aykonazon): 'y 3M0pOBBIX JOOPOBOJIBIIEB, MOJy4YaBIIKX (IYKOHA30J, JTBOWHOW WHTHOHTOP
nzodpepmentoB CYP2C9 u CYP3A4, B Bune omHokpatHoil 10361 400 MT ¢ MOCIEnyIOIMIUM
npuemoM 200 Mr oauH pa3 B JCHb B TE€UCHHE CeMHU AHEW HaOmonanoch yBenaumuenue AUC
pykconutuHu6a Ha 232%.

Jo3y mpemnapara crnexnyer ymeHbpminTh Ha 50% 0Opu OJHOBPEMEHHOM NIPUMEHEHUU €
JBOWHBIMH yMepeHHbIMU uHruoOutopamu wuzopepmentoB CYP2C9 u CYP3A4. Crnenyer
u30erarb OJHOBPEMEHHOTO MPHUMEHEHHsS PYKCOTUTHHMOA C (IIyKOHA30I0M B JI03€,
npesblaronieit 200 Mr B 1€Hb.

Hnoykxmopwr uzogpepmenma CYP3A4: B Havane JeUeHHS OJHOBPEMEHHO C HHIYKTOPaMH
m3opepmenta CYP3A4 koppekumst 11036l HE pEKOMEHAOBaHA. IIpu yMeHbIICHUH
3¢ (EeKTUBHOCTH OIHOBPEMEHHOTO JICUCHMsI MpernapaToM PyKCONIUTHHHUO € HMHIYKTOpaMu

uzoepmenta CYP3A4 HE0OXOIMMO PacCCMOTPETh OCTETICHHOE YBEIMUCHHE 1036l ITpenapara
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Pykcomutunuo.

Y 310pOBBIX JOOPOBOJIBIEB, MOJYYABIIUX PUPAMIUIAA, MOIIHBIA HHIYKTOP H30(epMeHTa
CYP3A4, B noze 600 mr 1 pa3 B nenp B reuenue 10 aueit AUC pykcoauTuHunOa nocie npuema
OJHOKPATHOM J103bl YMEHbIIAIACh Ha 71% 1 mepuo1 moayBbIBEIeHUS CHIKAJICS ¢ 3,3 4 1o 1,7 4.
OTHOCHUTENLHOE KOJHYECTBO AaKTUBHBIX META0OJMTOB MOBBIIAJIOCH IO OTHOIIECHHIO K
HCXOJIHOMY BEIIECTBY.

P-enuxonpomeun u Opyeue Oenxu-nepeHocuuxu: HE PEKOMEHIYETCS KOPPEKIHUs 03Bl IMPHU
MpUMEHEHUU TIipenapara PykcomuTWHMO OJHOBPEMEHHO C JIGKAPCTBEHHBIMH CpEIICTBAMH,
B3aUMOJICCTBYIOIIMMU C P-TITUKONPOTEMHOM M IPYTUMHU OEIKaMHU-TIEPEHOCUUKAMHU.

JIpyrue n3ydeHHbIE JSKAPCTBECHHBIC B3aMMOJICHCTBHUS

Cyocmpamvr  CYP3A4: wuccnenoBaHuWe Yy 370POBBIX JOOpPOBOJBLEB MPOJAEMOHCTPUPOBAIO
OTCYTCTBHE KIIMHUYECKU 3HAYMMOT0 (hapMaKOKMHETHYECKOI0 B3aUMOJCHCTBUS PyKCOTUTHHIOA
¢ mugazonamoM (cyoctparom nzodepmerta CYP3A4).

Ilepopanvhule KOHMPAyenmuegwl. UCCIIeIOBaHHE y 3JI0POBBIX T0OpPOBOJIBLIEB
IPOJIEMOHCTPUPOBATIO  OTCYTCTBHE  BIUSHHS  PYKCONMTHHMOA Ha  (hapMaKOKUHETHKY
NEePOPaTbHBIX KOHTPALENITUBOB, COAEPKALIUX ATUHUIICTPAAUON U JEBOHOPTECTPEN, B CBA3H C
YeM He O0XKHMJaeTcsi CHIXKEHHUS 3(()EKTUBHOCTH MEPOPAIbHBIX KOHTPALENTHUBOB C JaHHOM
KOMOUWHAIMe! AeHCTBYIONNX BEIIECTB IPU OAHOBPEMEHHOM MPUMEHEHUH C PYKCOTUTHHUOOM.
4.6. ®epTWIBLHOCTD, DEPEMEHHOCTDb U JAKTALUA

JKeHIIUHEI ¢ ICTOPOIHLIM MOTSHITAIOM / KOHTpancnusa

B wuccinemoBaHmsX y KMBOTHBIX OBUIO TIOKa3aHO, YTO PYKCOJUTHHHO BpEeIeH JiA
pasBuBaromierocst IuioAa. I[lanMeHTKaM C COXPAaHEHHBIM PEMPOIYKTHBHBIM IOTEHIIHATIOM
ClieyeT WCIOJIb30BaTh HAJEKHBIE METOJbI KOHTPALCTIIUA BO BpEeMsl TEpaluu IpernapaTom
Pykcomutunu®.

bepemeHHOCTD

B penponyKTUBHBIX HUCCIEOBAaHMSIX Ha KpbICaX M KPOJMKAX OBUIM OTMEYECHBI BBI3BAHHBIC
PYKCOJIMTUHHOOM SIBIEHUS SMOpHO- U (heToToKCcHMYHOCTH. Ilocie nmpeHaTaibHOro BO3ACHCTBHS
HaOJIIOJAJIOCh YBEJIIMYCHHUE IMOCTUMILIAHTAIMOHHBIX TOTEPh y KPOJIMKOB W CHHKECHHE MacChl
TeJa TUI0JIa Y KPBIC M KPOJIUKOB.

[IpoTrBoOnOKa3aHO MPUMEHEHHE MpernapaTa PykcomuTHHIO BO BpeMst OEpeMEHHOCTH.

JlakTanus

B nOKIMHUYECKUX MCCIIEIOBAHUAX OBLIO MOKa3aHO, YTO PYKCOJUTUHUO W/WUIIH €T0 METaOOIHTHI
BBIJICJISTIFOTCS B MOJIOKO KOPMSIIUX KPBIC, B YACTHOCTH, PYKCOJTUTHHUO W/WUIU €ro METaOOIHUTHI

Obuln OOHapYXEHbl B MOJIOKE JIAKTUPYIOUIMX J>KUBOTHBIX B KOHIEHTpalusx, B 13 pa3
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MIPEBBINIAONINX KOHIIGHTPAIMIO B IUIa3Me KPOBH 1\'/[&% EAQ’LEBJ&L—II&H];B;JGH;IETC%I I

PYKCOJIUTUHHUO B TPYAHOE MOJIOKO Y YeJIOBEKa.
[IpoTuBoOIOKa3aHO NPUMEHEHNUE MpenapaTa PykcoauTuHUO B IEproJI TPYAHOTO BCKapMIIMBAHUSI.

DepTUILHOCTE

Her naHHBIX O BIMSIHUM PYKCOIMTHHUOA Ha (PepTUIBHOCTB y uelloBeka. B mccienoBaHusX y
KMBOTHBIX HE BBISBIICHO BIUSHUS HA (DEPTUIBHOCTb.

4.7. BausiHMe HA CHOCOOHOCTH YNPaBJATH TPAHCIOPTHBIMH CPeACTBAMHM M padorath C
MeXaHM3MaMH

HccnenoBanusi BIMSHUS IIpenapaTa Ha CIOCOOHOCTb K YNPaBIEHUIO TPAHCHOPTHBIMU
CpeACTBaMU W/WJIM MEXaHHU3MaMH HE NPOBOJMINCH. YUHUTHIBas BO3MOXKHOCTb Pa3BUTHSA
HEKOTOPHIX  MOOOYHBIX 3(¢exkToB Ha ¢oHEe mpuema Impemnapara PyKcOnUTHHUO
(rOJIOBOKpY)KEHHUE), TAIMEHTaM CleAyeT CcoOJoJaTh OCTOPOXKHOCTh TIPU  YIPaBJICHUHU
TPAHCHOPTHBIMM CPEACTBAMU M 3aHATHAX JPYTMMH IOTEHLUAJIBHO ONAaCHBIMU BHJAMU

JACATCIIbHOCTH, Tp66yIOH_[I/IMI/I HOBBIHIGHHOﬁ KOHI_IGHTpaI_[I/II/I BHUMAHMUSL.
4.8. HexkesaTeJIbHbIE peaKIuu

Pesrome mpoduist 0e3onacHOCTH

Muenogubpos

HaubGonee wacto BCTpeyaeMbIMH HEKEJIATENbHBIMU JieKapcTBeHHbIMU peakuusmu (HJIIP)
Ol TpoMmOonuToneHust U aHemus. ['emaronornyeckue HJIP nro0oii cTemeHU TSIKECTU IO
CTCAE (Common Terminology Criteria for Adverse Events - kmaccudukanust cremneHei
TSXKECTU HEXeNaTeNbHBIX SBJICHUN, CTaHAapTHbIE TEPMHUHOJOTMYECKHE KPUTEPUU OLIEHKHU
HEeXXeJaTeNIbHBIX SIBJICHUM), T1ie |- cTeneHb = jerkas, 2-s CTeNeHb = CPeJHss, 3-5 CTEINEeHb =
TsDKeNast, 4-s1 CTeTeHb = KpaliHe Tshkenas (KHU3HeyrpoKaroias), BKirodanu aneMmuto (83,8%),
tpombonutonenuto (80,5%) u Heirponenuto (20,8%), KOTOpble HOCHUIU J10303aBUCHUMBIN
XapaxkTep.

Haubonee wacteiMu Heremartosnorudeckumu HIIP Opuin xpoBomontéku (33,3%), npyrue
KpOBOTE€UEHHUsI (BKJIOYasi HOCOBOE KPOBOTEUYEHHUE, KPOBOTEUEHHME TIOCJIE€ NPOLEAYypbl U
rematypuio (24,3%) u ronoBokpyxenue (21,9%).

HaubGonee yacTto BCTpedaroNIMMHUCA HETeMaTOJOTHYECKHMMHU HapyUIEHUSIMH J1ab0opaTOpHBIX
nmokaszaTesneil OBLIM: YBENWYEHHE AaKTUBHOCTH ananumHamuHoTpancdepassl (AJIT, 40,7%),
acnapraramunotrpancpepaszsl  (ACT, 31,5%) wu runeprpurnumupunemus (25,2%). He
OTMEYAJIOCh Pa3BUTHE TUNEPTPUTIULEPUIEMHUHN CTENeHu 3-4, a TakkKe YBEIMUYCHHS

aktuBHOCTH ACT mmu AJIT 4 crenenu tsokectu (mo CTCAE).
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[Ipu oleHKEe JOJATOCPOYHBIX JAHHBIX IO 6esonacg0'c;p;|E‘H'p'é|§'r Jﬁgt@— I:IXIII/IéHTI&B c

MHUenoGpuOpo30M, KOTOphIE MOIYYadd TEPANUI0 PYKCOIUTUHHUOOM, KyMYJSTUBHAs YacToTa
HeXenaTenbHbIX siBeHuid (HS) yBenmuwummack NpPOMOPIMOHATBHO YBEIWYCHHUIO TIEpUOja
HaOmoneHusi. B pesynbTare aHanu3a OOHOBIEHHBIX JAHHBIX, NPEKpalleHHE JIeUYeHUs B
pesynbrare pa3sutus HJIP notpebosanocs y 30,0% narueHToB.

Hcemunnas nonuyumemus

HaubGonee yacto BcTtpeuaembimu HIIP sBnsimuchk: anemus (61,8%) 1 yBenndeHne aKTUBHOCTH
AJIT (45,3%).

I'ematonoruueckue HJIP (;ro60ii ctenenu tskectu no CTCAE) Bkimtouanu anemuto (61,8%),
Tpomboruronenuro (25,0%) u velitponenuto (5,3%). AHeMus: uau TpoMOOUTONIEHUS 3 WiH 4
CTaJUu 3aperucTpupoBansl y 2,9% u 2,6% nanueHToB COOTBETCTBEHHO.

Haunbonee wacto BcTpewaromumucs Herematonorndeckumu HJIP Obutn: yBenmuuenue macchl
tena (20,3%), ronoBokpysxkenue (19,4%) u ronosHas 601b (17,9%).

Hawnbonee yacto BCTpeYAIONIMMHUCS HETEMATOJOTHUYECKMMHU HapYHIICHUSMH J1a00paTOPHBIX
nokasaTeneit (Jiroboi crenenu TspkecTH) ObutH: yBennuenue aktuBHOCTH ACT (42,6%) u AJIT
(45,3%), runepxonecrepuremus (34,7%). Beimenepeunciaenusie HJIP Obutn 1 unu 2 crenenu
TSXKECTH, C €IMHUYHBIM OTMEUYEHHBIM cllydaeM yBenudeHus aktTuBHOCTH ACT no crenenu 4.
C yBelMYeHUEM MPOJOKUTEIBHOCTH BO3JCHCTBUSL Ipernapara KyMYJISTHBHAs 4YacToTa
HekoTopelx HSl yBenmnummach, OIHAaKO HOBBIX SIBICHHMH 3aperucrpupoBaHo He Obuto. Ilpum
KOPPEKTUPOBKE OTHOCUTEIHLHO BPEMEHHU BO3JICHCTBHS mpemnapara, yactora HA Oplna B miemom
COTMOCTaBUMa C JAaHHBIMM, T[IOJYYEHHBIMH Ha HAYalbHBIX CTAAUSAX  KIMHUYECKUX
uccnenoanuii. Ilpexkpamenue neyenus Beneactsue paszsutus HIIP, He3aBucumo ot
NPUYHMHHO-CIIEJICTBEHHOW CBSI3W C HCCIENYEeMBIM MpemaparoM, mnorpeboBaioch y 19,4%
MaIlMEeHTOB.

Ocmpas PTIIX

HaubGonee wyacto BcTpeuaembiMu HIIP sBisimucek: tpomOommronenus (85,2%), anemus
(75,0%) u meiitponenus (65,1%).

I'ematonornueckue HIJIP Bxmouanu tpomOouutonenuo (85,2%), anemuto (75,0%) u
HedTponenuto (65,1%). Anemus crenenu Tskectu 3 no CTCAE Berpewanacs y 47,7%
MalMeHTOB, TpoMOonuToneHus creneHu Tsokectu 3 4y 31, 3% u 47,7% COOTBETCTBEHHO.
HaubGonee wacto BcTpedarommmucs Heremarojgoruueckumu HJIP Oputn: iuTomMeranoBupycHas
unpexuus (IIMB) y 32,3%, cencuc y 25,4% u undexuun mouenonoBsix myted y 17,9%
MaIlMEeHTOB.

Hawnbonee yacto BCTpeYAIONIMMHUCS HETEMATOJOTHUYECKMMHU HapYHIICHUSMH J1a00paTOPHBIX

nokasaresjeit  Obutn:  yBenumuenwe axktuBHocTH AJIT  (54,9%) wu ACT (52,3%),
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runepxonecrepunemus (49,2%). B 6onpmuHCIBE coryablas i Dk takectu. = U004)

IIpexpamenue nedenus Beaeacrsue passutusa HJIP, He3aBUCHMO OT IPUYUHHO-CIIEACTBEHHOU
CBSI3U C UCCIIEyEeMBIM MpernapaToM, noTpedoBanocs y 29,3% nanueHToB.

Xponuueckas PTIIX

HaubGonee wacto BcrpeuaembiMu HIJIP sBasuince: anemus (68,6%), rumnepxoiucTepuHeMUs
(52,3%) u yBenuuenue aktuBHoct ACT (52,2%).

I'ematonornueckue HIIP Bkmtouanu anemuio (68,6%), tpombOoumtonenuto (34,3%) wu
HedTponenuio (36,2%). Anemus crenenu Tsxkectu 3 mo CTCAE Berpewanacs y 14,8%
MAIMEHTOB, HEUTPONEHUS CTENEeHH TsHKeCTH 3 1 4 -y 9,5% u 6,7% COOTBETCTBEHHO.
HaubGonee wyacto BcTpewarommucs Herematoigorudeckumu HJIP  Obutn:  moBblIeHHe
aprepuanbHoro nasnenus (15,0%), ronoBuas 601b (10,2%) u nHPEKIME MOYECTIONOBBIX MyTEH
(9,3%).

HaubGonee yacTto BCTpedaromIMMHUCA HETeMaTOJOTHYECKHMMHU HapyUIEHUSIMH J1a00opaTOpHBIX
nokasareseit Obut: runepxonecrepunemus (52,3%), ysenuuenne aktuHoctu ACT (52,2%)
u AJIT (43,1%). B GonbminHCTBE CitydaeB 1 U 2 CTETIEHU TSAXKECTH.

[Ipekpamenue neuenus Beiaeactsue pazputus HJIP, He3aBucuMo oT mpUUMHHO-CIIEICTBEHHOM
CBSI3U C UCCIIEyEeMBbIM MpernapaToM, norpedoBanocs y 18,1% nanueHTos.

TabauyHoe PEe3IOME HEXKENATEIbHBIX DEAKIINN

BrisiBneHHBIe B pe3ynabTaTe KIMHUYECKUX  HWCCICIOBAHWA  HEXKeJaTelNbHbIE PeaKInu
NPEJICTaBJICHBI 1O KJjaccaM CHCTEM M OPraHOB B COOTBETCTBUU C MEIUIIMHCKHM CJIOBapeM s
HOpMaTHUBHO-TIPaBoBoi aesreapHocTH (MedDRA). YacToTta BO3HMKHOBCHHS HEXeIaTeIbHBIX
peakIuii onpeaensuiach Kak: oueHb yacto (> 1/10), wacro (> 1/100, Ho < 1/10), Hewacto (> 1/1
000, ro < 1/100), penxo (= 1/10 000, HO < 1/1 000), ouens peaxo (< 1/10 000), HeusBecTHO (Ha
OCHOBAHHMHY UMEIOIIUXCS JAHHBIX OIEHUTh HEBO3MOJKHO).

Ta6muma 10. Kareropuss 4acToThl BO3HHKHOBEHHSI HeEXKeJIATeIbHBIX JIEKAPCTBEHHBIX
peaxkumii, 3aperucTPUPOBAHHBIX B X0/1e uccjeqoBannii gasbi 3

Hexenarenbnasi peakuus | Kateropusi 4acTorsl Kareropust yactorst
Ha npenapar IJIF manueuTos ¢ Md g nanuenTos ¢ UIT

Nudexunu 1 uHBa3Zun

NHpexnun MOYeBBIBOASIIINX

. ae Ouenb yacto Yacro
nyrei
OmnosiceiBaronuii reprec = ° OueHb 4acTo OueHb 4acTo
ITueBMOHUA OueHp 4acTo Yacto
Cercuc Yacto Heuacto
i
Tyb6epkyne3 Heuacto HewnssectHO
PeaktuBanus Bupyca
I Py Hemspectro' Heuacto
renatuta B
b, ¢

Hapymenust co CTOPOHBI KPOBH M JTUM(ATHYECKON CHCTEMbI
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(< 500/Mm°) acto Heuacro
Crenenb 3 no CTCAE® q

(< 1000-500/mm°) acTo Heuacto
Jlio6as crenens mo CTCAE® OueHb 9acTo YacTo
Iannuronenus *° Yacto Uacto

KpoBoteuenus (i1ro0bie
KPOBOTEUCHHMS, BKITIOYAS
BHYTpHUYEPEITHBIE KPOBO-
U3JIHSHUS, JKEITyI0YHO-
KUIIEYHbIE KPOBOTECUCHUS,
reMaToOMBI U APYTHE BHUIBI

OueHp 4acTo

OueHn 4acTo

KPOBOTECUCHHS)
Buyrprnuepennoe
YTpHHcep Yacto Heuacto
KPOBOM3JUSHUE
Kenynou"o-kuIeynoe
ya OueHp 4acTo Yacto
KPOBOTECUCHHUE

Jpyroe kpoBoTeyeHUE
(BKJTEOUAst HOCOBOE
KPOBOTEUCHHE,
MOCTIIPOLIETyPHOE
KPOBOTEUCHHE U TeMaTypHUIO
MOCJIC OTIEPALIVIH)

OuyeHp 4acTo

OuyeHp 4acTo

Hapymenns meradoansma u

INUTAaHUA

VBelIuyeHue Beca Tena o

OuyeHp 4acTo

OuyeHp 4acTo

[ UIIepXONeCTePUHEMHS
moGoii crenenn no CTCAE ¢

OueHp 4acTo

OueHn 4acTo

['unepTpurMuepuaeMus o
mo6oit crenenu no CTCAES

OueHp 4acTo

OueHn 4acTo

HapyueHnus co CTOpOHbI HEPBHOM CHCTEMbI

I"0oBOKpyXkKeHue °

OueHp 4acTo

OueHn 4acTo

TonoBHas 60ib

OuyeHp 4acTo

OuyeHp 4acTo

HapyieHus co cTOpOHBI COCYT0B

ApTepHaNbHas TUIepTeHs3us © |

OueHp 4acTo

OueHn 4acTo

7Kesyno4yHo-KHIIeYHble HAPYIICHHUS
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HexenarenbHasi peakuusi | Karteropust uactorel '~ — | KATEropus 4acrorer — -
Ha npemnapar AJis nanueHToB ¢ M®d A1 nanuenTos ¢ UI1
[MoBbIlIeHHAsT AKTHBHOCTh

JUTa3bl TI000W CTETICHH 10 Ouens yacto Ouens yacto
CTCAE!

MeTteopusm ° Yacro Yacro

3anop OueHb 4acTo OueHb 4acTo

HapyuieHusi co cTOPOHBI NeYeHH U KeJT4YeBbIBOASIIINX MyTel

IloBrIIIEHHAS AaKTUBHOCTD
aJJaHMHAMUHOTpaHCchepasbl b

Crenens 3 no CTCAE®

(> 5x — 20 x B['H) Yacto Yacrto
JTro6as crenens mo CTCAE © OueHb yacTo OueHb yacTo
[ToBeIIIEHHAS AKTUBHOCTH

acrmaprar-

aMHHOTpaHC(epasbl b

Jli06as crenens no CTCAE ¢ OueHb yacTo OueHb yacTo

% Yacrora ocHOBaHA HA TAHHBIX 110 HEIKETATEBHBIM ABICHHUAM.

- HcnbITyeMblil, y KOTOPOTO OJTHA U Ta XKe HEeKeJaTelbHas JekapcTBeHHas peakuus (HJIP) Bo3HHKIIa HECKOIBKO pa3,

yuuThIBaeTcs B JaHHOM kateropuu HJIP Tonbko 1 pas.

- IIpusenenst HJIP, orMeueHHble HA (JOHE Tepanuu WK B TeueHHe 28 nHell nocie NocieHero npueMa npenapara.

b. YacToTa OCHOBAaHA Ha JaHHBIX 1a0OPATOPHBIX UCCIEJOBAHUI.

- [Tanuenrt, y kotoporo HJIP Bo3HHKIIA HECKOJIBKO pa3, yuuTbBacTcsa B JaHHOM kareropuu HJIP Tonbko 1 pas.

- IIpusenenst HJIP, orMeueHHble HA (OoHE Tepanuu WiId B TeueHHe 28 nHell nocie NocieHero mpueMa rnpenapara.
ITanuuroneHus omnpeaensercs Kak OJHOBPEMEHHOE CHIDKEHHME KOHLEHTpauuu remorsnobuna <100 r/m,

KonuuecTBa TpoMboruTor <100x10%/1 1 konuyecTBa HefiTpodumos <1,5x10%1 (Miu HU3KH yPOBEHb NEHKOLHTOB

2-i1 cTeNeHH TSDKECTH, €CJIM H3MEHEHHUS B KOJIMYeCTBE HEHTPO(UIOB OTCYTCTBYIOT).

d OO0111e TepMUHOJIOTUYECKUE KPUTEPUH JUld oleHKH HexenaTenbHblX sBieHuil (CTCAE) penakuuu 3.0; cteneHs

1 - nerxkue CUMNTOMBI; CTENEHb 2 - CUMITOMBI CPEIHEN TAXKECTU; CTENEHb 3 - TsKENble CUMITOMBI; CTENEHb 4 -

CUMIITOMBI NIPEJCTABIISAIOT YIPO3y UL XKU3HU.

¢ Jannble HJIP 006cyxaaloTcs B TEKCTE.

f
HJIP, BoIsiBIEHHBIE B TOCTPETUCTPALIMOHHOM TIEPHOIE.

Muenodubpos

Hugpexyuu u uneasuu: ouensv yacmo - UHPEKUUU MOUYEBBIBOISAIINX IMyTeH B YACTHOCTH LIUCTUT,
ypocencuc, muypus, WHPEKIUU TOYEK, OIOSCHIBAIOIIMN TepIiec, IMHEBMOHUS, HeYydcmo -
TyOepKynes.

Hapywenus co cmoponvl kposu u aumgamuueckoll cucmemvl. O4eHb Yacmo - aHEMHs BCEX
cTeneHer TsokecTd (B TOM uucie 3 cremeHu TsokecTH (>80 - 65 r/m), 4 creneHn TshkecTH (<65
r/11)), TPOMOOIIUTONIEHUSI BCEX CTEMEHEH TSIKECTH, HEUTPOIICHUS BCEX CTEMEHEU TKECTH,

KpPOBOTCUYCHUA, BKJIrO4as KCITYJOUYHO-KHUIIICYHOC KpPOBOTCUYCHMUC, BHYTPUYCPCITHOC
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KPOBOM3JIUAHUEC, MTOAKOKHOC KPOBOU3JINAHUE, GUHAKH, BBTFO ;%UP%EI%MéI)IT :-:EI-I-'ITL“-O.IMBI,

OMY OTUETY

B TOM YHCJE MEpUOpPOUTANIbHAS T'eMaToMa, TOBBIIICHHAS CKJIOHHOCTh C CHHSKAM, IETEXHH,
Myprypa, TPOMOOLMTONEHHs 3-i cremennm Tsokectn (50 — 25x  10%m); wacmo -
TPOMOOIIUTONIEHUS 4- CTETICHH TSHKECTH (<25X109/J'I), HeuTponeHus 4-i crenenu Tsokectu (<0,5
X 109/.]'[), 3-# crenenu TsokectH (<1 - 0,5 x 109/.]'[), MTaHIIUTOTICHUS.

Hapywenua memabonusma u numauus: oO4eHb uacmo - YBEIMYEHHE MAacChl —Tela,
runepxonecrepueMus (1, 2 cTeneHu TSHKECTH ), TUIEPTPUTIIULIEPUIEMUSL.

Hapywenus co cmopoHvl HepeHOU cucmemsl: OYeHb YAcmo - TOJIIOBOKPY)XEHHE, BEPTHIO,
rojioBHast 00Jib; acmo - HapyllleHue pPaBHOBECUS; Heyacmo - 6one3Hb MeHbepa.

Hapywenus co cmopoHvl cocy0os: ouenb 4acmo - IOBBIILIEHUE apTEPUATILHOTO JABICHMUSL.
Kenyoouno-kuuieunvie HapyueHus: o4enb 4acmo - 3a1op; Yacmo - METEOPU3M.

Hapywenus co cmoponvl neyeHu u dHcenyesvbl8ooawjux nymeii. O4eHb 4acmo - TOBBILICHHE
aktuBHOCTH AJIT Bcex cTemeHed TskecTH, moBblmieHne axTuBHocTH ACT Bcex cremeHen
TSDKECTH; Yacmo - oBbieHne akTuBHOCTH AJIT 3-ii ctenenu (B 5-20 pa3 BbIllie HOPMBI).

[Ipu nmpumMeHeHHHU npenapara pyKCOIMTUHUO ObUIO MOJYYEHO COOOIIEHHE O Clydae pa3BUTHA
nporpeccupytomeid MynbTudokambHON neiikodHnedanomarun (IIMJI). Tlpu momo3pennu Ha
pazsutue [IMJI cnenyeTt npekpatuTh IPUMEHEHHUE TIpernapara.

ITocne ormens! Tepanuu y nanueHToB ¢ M® moryrt Bo3Bpamarscst cuMntoMsl M@, Takue Kak
MOBBIIIICHHAS] yTOMJIIEMOCTh, ©OOJb B KOCTAX, JIUXOPAJKa, HOYHBIC TMOTHI, KIMHUYECKU
BbIpaXXCHHAs CIJICHOMEralius U MoTeps Beca. B KIMHUMYECKHX HCCIEAOBAaHUAX Y IMAlUEHTOB C
M® o0uuii mokazaTesnb cuMINToMOB M® MOCTENeHHO BO3BpaIIaICS K MCXOJHOMY 3HAUYCHHIO B
Te4YeHHE 7 THEH Toce OTMEHBI Tepanuu (cM. pazzaen 4.4.).

HcTunHas moJIMIUTEMHUS

Hugpexyuu u umsazuu: ouenv uacmo - ONOSCHIBAIOIIMM Tepriec, MHPEKIUHU MOYEBBIBOASIINX
nyTel; uacmo - THEBMOHHSI.

Hapywenusa co cmopoHnvl Kposu u aum@amuyeckol cucmemvl. 04eHb YAcmo - aHEMHs BCeX
CTETICHEeH TSHKECTHU, TPOMOOIMTONEHUS BCEX CTENEHEH TSHKECTH, KPOBOMOJTEKH, UYACMO -
TpoMmbonuTonenus 3-i crenenu Tsbkectu (50 - 25 x 109/J'I), anemus 3 crernenu Tspkectu (> 80 -
65 1/71), aHeMHUs BCEX CTETECHEW TSHKECTH, HEUTPOTIEHUS, MAHIIMTOIICHHS; Heuacmo - aHeMus 4
cTemeHn TsokecTu (< 65 1/m), TpomborutoneHus 4-ii cremeHu TsokectH (< 25 x 10%/m),
HelTponeHus 4 u 3 CTENEHU TAKECTH.

Hapywenus memabonusma u numanus: oyeHs yacmo - runepxonectepuneMus (1, 2 crenenu
TSKECTH ), TUTIEpTpUrnuepuaeMus (1 cTenenu TsHKecTH), yBeITu4eHne MacChl Tela.

Hapywenus co cmopoHbvl Hep8HOUL cucmembl: 04eHb Yacmo - TOJI0BOKPYKEHHUE, TOJIOBHAs O0JIb.

Hapymenuﬂ CO CMOPOHbL COC)/()OG.' O4Y€Hb Yacmo - MOBBIICHUC apTCPHUATIBHOT'O JABJICHUA.
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MY OTYETY

Hapywenus co cmopoHvl OvixamenvHoU cucme

ibt,_opdiioe Syt Wienki 1 epeoothehs:

O4Y€eHb Yacmo - OJbIlIKa, B TOM YHCJIC OJbIIIKA IpU (bH?)I’I‘IGCKOfI HArpyske; uvacmo - KallCllb,

HOCOBOC KPOBOTCUCHHUC.

Kenyoouno-kuuieunvie HapywieHus: ouewb uyacmo - aOJOMUHaJbHas Oonb, Auapes, 3amop;

yacmo - TOIHOoTa, MCTCOPU3M.

Hapymenuﬂ CO CmMOpPOHblL nevyeHu u WCQﬂ‘lQGbl@Oaﬂwux nymeﬁ O4YeHb Yacmo - IIOBBINICHUC

aktuBHOocTH AJIT Bcex cremeHeil TsbkecTw, mnoBblmieHHe akTUBHOCTH ACT Bcex cTermeHen

TSDKECTH; yacmo - nopbiieHne akTuBHOCTH AJIT 3-if crenenn (B 5-20 pa3 BbIIIE HOPMBI).

Hapymenuﬂ CO CNnOpPOHbL MblmeUHOﬁ, CKenemHol U COCOUHUMENbHOU MKAHU. 0YEeHb YACMO -

MBIIICYHBIC CIIA3MBbI; Yacmo - apTpaIrus.

061141/16 HApYyuweHus u peakyuu 6 mecme 66€0eHUs: OYEHb YACMO - YCTAJIOCTh, Yacmo - aCTCHUA,

OTE€K, B TOM UucCIIe epupepuyecKkrie OTeKH.

Tab6muma 11. Kareropmu 4acTorThl

HEKEJIATCJABbHBIX JICKAPCTBCHHBIX pealﬂmﬁ,

OTMEYEHHBIX B HccaenoBaHusax 3 ¢as3pl y nanuentos ¢ PTIIX

HesxkenarenbHas peakuusi

JJISl IALIUEHTOB
Ha mpenapar

PTIIX

Kareropust yacTorsl

Kareropust yacTtorsi
AJISl NALHEHTOB C XPOHHYECKOM
PTIIX

¢ ocTpoii

Nudexunu n uHBa3ZUN

[IMB unbexmus OueHb 4acTo —
Cercuc OueHb yacTo —
Nndexnun MOYEBBIBOASIIIINX

(bu I S OueHb yacTo Yacro
nyTei
BK-Bupycnas nndexuus — Yacrto

Hapymenust co cTOpoHbI KPOBH U TUMpaTHd

€CKOM cucTeM

TpPOMGOIUTOIICHHUS Ouensb yacTo Ouensp yacto
AHEMHS Ouensb yacTo Ouensp yacto
HeiitponeHus OueHpb YacTo OuyeHb YacTo
HaHI_II/ITOHeHI/DIl'Z OueHb yacTo —
Hapymenust MeTa00,in3Ma M NUTAHUSI

FI/IHerOJ'IeCTepI/IHeMI/IHl OueHb YacTo OuyeHb YacTo

VYBeauuenne Macchl Tena

Yacrto

Hapymenue co cTOpOHbI HEPBHOM CHCTEMBbI

I"os10BHast 6071b |

Yacto

OueHn 4acTo

HapyieHus co CTOPOHBI COCYT0B

IToBbllIEHNE apTEPHATBHOTO
JaBJICHUS

OueHp 4acTo

OueHn 4acTo

7Kesryi0uHO-KHIIeYHble HAPYIICHHU S

IToBpImeHHAs aKTUBHOCTH

OueHn 4acTo

.HI/IHa3E;11
[ToBrIlIEHHAsT AKTUBHOCTH

1 — OueHn 4acTo
aMHJ1a3bl
TomHoTa OueHb YacTo —
3anop — Yacto
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Kareropust 4yacrorbl i@ﬁéﬁmnﬂ ‘IrﬁCT'DTb :
HexenaTenbHast peakuus N "
HA IDeaDaT IJIA NAaIlHEHTOB ¢ OCTPOH IS HAallTHEHTOB ¢ XPOHUYECKOHU
penap PTIIX PTIIX
HapyuieHue co CTOPOHBI IEYEHH U JKeJT4eBbIBOASIIIUX NyTel
IToBbIIeHHAS aKTUBHOCTD
Ouenb yacto Ouenb yacto
AJIT
IIoBbImIeHHAsT aKTUBHOCTh
Ouenb yacto OueHnb yacto
ACT
HapyueHus co CTOPOHbI MBIIIEYHOH, CKEJIETHON U COCAUHUTEILHON TKAHU
IToBbllIEHHE YPOBHS
1 — OueHnb yacto
KpeaTuHUH(POCHOKIMHA3ZHI
Hapymenuns co CTOpoHbI TOYEK U MOYEBBIBOISIINX NYTEH
[ToBbllIEHHE KOHLIEHTPALIUX
KpeaTUHHHA B CBIBOPOTKE — OueHpb yacTo
KpOBU
1. YacToTa OCHOBaHA HA HOBBIX WIIM yXYALIAIOUIMXCS JAHHBIX JA0OPATOPHBIX TOKa3aTeseil 1Mo CPaBHEHHIO C
MCXOHBIMU MMOKA3aTEISIMU.
2. [TantMTOTIEHNsT OMpeNeNsIeTcss KaKk OJHOBPEMEHHOE CHIDKEHHE KOHIICHTpaluu remoriodwHa <100 r/m,
KonmugectBa TpombormToB <100 x 10%1 m xommuectBa HeifrpodmmoB <1,5 x 10%m (wim Hu3KHi ypoBeHB
JIEHKOITUTOB 2- CTENIEHH TSHKECTH, €CITM U3MEHEHHUS B KoiudecTBe HelTpodmioB orcyTcTBy0T). CTennenn CTCAE
HE OIPeICIICHBI.

Onucanue OTACIBHBIX HEXKEIATCIbHBIX PECAKIIMI

Anemus

B kiIuMHMYecKOM HccleNOoBaHWM Y MAalMEeHTOB C MUEIopuOpo30M MeanaHa BPEMEHH 10
pPa3BUTHUS TEPBOrO 3MM30/la aHEMUU 2 CTENEHU THKECTH WIM BBHIIIE MO KIAacCU(pUKAIHNU
CTCAE cocraBmsuia 1,5 mecaua. OgHoMYy M3 MalMEHTOB MOTPEOOBAIOCH MpeKpalieHue
Tepanuu Mo Npu4YrHe aHEMUHU.

Y mauMeHToB, TOJNy4aBHIMX MHpemnapar PykconuTuHuO, KOHUEHTpanus TreMorioouHa
JIOCTUTAJIa MAaKCUMAaJIbHO HU3KOTO YpoBHs (Ha 15-20 r/n HMXKe MCXOAHOTO MOKa3arenis) Ha §-
12 "Hexene Tepanuu, MOCIe YEro MOCTENEHHO MOBBIIANIACH U COXPAHsIach Ha ypoBHE Ha 10
I/7 HWKE MCXOJHOU (/10 Hauamna jgeueHwus). JlaHHas TeHIEHIUs HaOMroanach HE3aBUCUMO OT
TOTO, OJIyYaJ JIK MallueHT TeMoTpaHc(y3uu BO BpeMs TepaIuu.

B mnane6o-KOHTpOIMpyeMOM KJIMHMYECKOM uccienoBaHuu y 59,4% manveHTtoB ¢
Mueno(puOpo3oM, MOMYyYaBIIUX TEPaANUI0 PYKCOIMTHUHHOOM, MOTpeOOBAIOCh MHpPOBEICHUE
reMoTpancdy3uii, B TO BpeMsi Kak B rpymmne mianedo remorpaHcdy3un morpeboBalnuch y
37,1% mnanueHToB. B KIWHHYECKOM HCCIEIOBAHWUU C aKTHUBHBIM KOHTpOJEM (ONTHMabHAas
JOCTYIIHAs Teparnus) yacTora reMoTpancysuil B rpymnmne pykcoautunubda cocrasuia 51,4%, B
rpyIIe KOHTPOJIs AaHHBIN noka3arenb coctaBuil 38,4%.

B xiIMHHYECKHX HCCIIEJOBaHUAX aHEMHUs MEHEe 4acTO OTMEYalach y MalMeHTOB C MCTUHHOM
nonuuutemueit (40,8%) mo cpaBHeHHIO C mamueHTaMu ¢ muenopudposzom (82,4%). V

MAIMEHTOB ¢ UCTUHHON moauuuTeMuen yactorta ciydaeB 3 u 4 crenenu Tsbxkectu no CTCAE
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coctasnsna 1,1% o cpaBHeHuIo ¢ 42,5% y na _[I/IGHTOB(Dg&e]l%@%@)%gg\mbHc CTb 0004)

[Io naHHBIM KIMHMYECKUX HCCIEJOBAHUN y IALMEHTOB C ocTpod M XpoHuueckoun PTIIX
anemusi 3 crenenu Tsbkectu no CTCAE ormeuwanacs y 47,7% u 14,8% mnauueHTOB
COOTBETCTBEHHO.

Tpomboyumonenus

B kIMHWYECKUX MCCIENOBAHMIX Y MAMEHTOB ¢ MueIoGuOpo3omM TpoMmOomuToneHus 3 umu 4
CTENEHHU TSHKECTH pa3BUBANACh MPUOIH3UTENHHO K 8 Hemene Tepanuu. TpoMOOIUTONICHHS KaK
npaBuio, Oblla oOpaTMMa HpPH CHMXKEHHHM J03bl WJIM BPEMEHHOM IpEeKpalleHuu Mpuema
npemnapara. CpeaHee BpeMs JjIsi BOCCTAHOBJICHUS KOJIMYECTBA TPOMOOIMTOB BhImIe 50 X 10%/n
coctaBisuio 14 nHeil. B KIWHWYECKWX HCCIENOBAaHUAX TpaHChY3UH KOHIIEHTpaTa
TpoMOOIIUTOB moTpedoBanack 4,5% TalMEHTOB, MOIYyYaBIIUX pyKcomuTuHuO u 5,8%
NAlMeHTOB M3 rpynnbl KOHTpois. [IpekpaiieHue Tepanuu pPyKCOJIUTHHUOOM B CBSI3U C
paszButueM TpoMmOoruroneHun ormeueHo y 0,7% u 0,9% nanueHToB U3 IpynIbl KOHTPOs. Y
MAlMeHTOB C WCXOJHO HU3KHUM KolimdecTBOM TpomborutoB (100 x 10%n - 200 x 109/H)
BEPOSITHOCTh Pa3BUTUS TPOMOOIUTONEHWH 3 W 4 CTENEeHW TsHKeCTH Ha (OHE Tepanmuu
PYKCOIUTHHUOOM Obljla MPHUOJHM3UTEIHHO B 2 pasza BBIINIC MO CPABHEHHIO C TMAIMEHTAMH C
KoJu4yecTBOM TpomOoruToB > 200 x 10%x (64,2% npotus 35,4%).

B knuHHYECKUX MCCIEAOBAHUSAX Y MAIMEHTOB ¢ UCTUHHOHN MOJUIIUTEMUEH TPOMOOIIUTOTICHUS
ormeuanach pexe (16,8%), yem y nmanueHaToB ¢ muenodudpozom (69,8%). TpomOomuToIeHUS
3 u 4 cTeneHu TSHKECTH OTMEdaliach peXe y MalueHTOB ¢ UCTUHHOW monunutemuent (3,3%),
YyeM y narueHToB ¢ Mmuenopudpozom (11,6%).

[To naHHBIM KIMHUYECKUX UCClenoBaHui y manueHToB ¢ octpoid PTIIX tpomOonuTonenus 3
u 4 crenenu Tsokecth no CTCAE ormeuanacs y 31,3% u 47,7% coOTBETCTBEHHO. Y
nanueHToB ¢ XxpoHnueckor PTIIX -y 5,9% u 10,7% cooTBETCTBEHHO.

Heumponenus

B xnuHHUYeCKUX MCCIIeIOBAHUSIX Y MAIMEHTOB ¢ MUenopuOpo3om HelTporenus 3 u 4 cTeneHu
pasBuBaach MpUOIM3UTENHHO K 12 Henmene Tepanuu. B xope CpaBHUTENBHBIX KIMHHYECKUX
UCCJIEA0BaHUN MPONYCK J03bl WM CHUKEHHUE J103bl PYKCOIUTHUHUOA B CBSI3U C Pa3BUTHEM
HelTporneHUu oTMmedeHo y 1% mamuenTtoB, y 0,3% nanueHTOB Tepamus mpenapaToMm Oblia
npekpaiieHa. Y MalueHTOB C MCTMHHOM NOJUIUTEMHEH HeWTporeHus Oblla oTMeueHa y 3
nanueHToB (1,6%), nmpu 3ToM y OJHOIrO M3 MallMEHTOB OTMEYEHO Pa3BUTUE HEUTpONEHUU 4
CTENEHHU TKECTHU.

[To maHHBIM KJIMHUYECKUX HCCIEN0BaHUM y manueHToB ¢ octpord PTIIX neltponenus 3 u 4
crenenu Tsokectd o CTCAE ormeuanaces y 17,9% u 20,6% coOTBETCTBEHHO. Y MaIlMEHTOB C

xponunueckoi PTIIX -y 9,5% u 6,7% cooTBETCTBEHHO.
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Kposomeuenus

KpoBoTeuenuss (BKIouas BHYTPHUYCpEIHBIE KPOBOWBJIHMSIHUS, JKETyIOYHO-KUIICYHBIC
KPOBOTEUEHUS, MOJKOXHbIE KPOBOU3IUSHUS, METEXUHU, NypHypy U JPyrHe KPOBOTECUECHUS)
ObLIM 3aperucTpupoBanbl y 32,6% maiueHToB, Nojay4yaBiux npenapat Pykconutunud. 65,3%
BCEX KpPOBOTCUYEHUN COCTABJISUIM ClIydal pa3BUTHS TOJKOXKHBIX TIe€MaToM, KOTOpbIe
ormevanuch y 21,3% nanuentos. YacTtoTa pa3BUTHS KpOBOTE€UEHUN 3 M 4 CTENEHU TSHKECTH
cocrasisina 4,7%. Ciayyau pa3BUTHS BHYTPUUYEPEIIHBIX KPOBOM3IUSHUHN ObUIH OTMEUEHBI y 1%
MAlMEHTOB, >KEIYIOYHO-KUIIEYHBIX KpoBOTedueHUU - y 5,0% DnanueHToB, KPOBOTEUECHUH
BCJICJICTBUE JAPYTMX MNPUYMH (B TOM YHCJIE HOCOBOE KPOBOTEUYEHHE, IOCIIEONEpalMOHHbIE
KpOBOTEUEHUS U reMarypus) - y 13,3% nanueHToB, nMoy4yaBIIux npemnapaTt PykconuTtunuo.
Unghexyuu

B xnuHMYECKUX uccae0BaHUAX HHGEKIIUS MOYEBBIBOMSIINX MyTel 3 U 4 CTENEeHU THKECTH
3apeructpupoBansl 'y 1,0% vy mnanueHtoB ¢ wmuenopubpozom. Y 1,0% mnamumeHToB
3aperucTpUPOBAHO PAa3BUTHE ypocerncuca, NH(EKIIMOHHOE MOpaKeHUe MoveK - y 1 mamnuenra.
B kIuHWYECKMX WCCIENOBAHUSIX CpPEOU IMAlHeHTOB C WCTUHHON MONHIIUTEMUEH ObLI
3apeructpupoBad oauH ciydaid (0,5%) uHbeKuu MOUYEBBIBOASIIUX NyTell 3-4 cTeneHu
TsbkecTH. YacToTa pa3BUTHS OIMOSCHIBAIOIIETO repreca Obljla CpaBHUMa CpeaH MalMeHTOB C
UCTUHHOW monuuutemMueii u muenodudpozom (4,3% u 4,0% coorBerctBeHHo). Cpenu
MAallMEHTOB € MWCTHUHHOM TOJMIUTEMHEH 3apeTMCTPUPOBAH OAWH ClIydall pa3BUTHUSA
MOCTTePIETUYECKON HEBPpAITHU 3 U 4 CTENEHU TSAKECTH.

B kauHHYeCKHX HCCIenoBaHUAX y manueHToB ¢ octpoit PTIIX mutomeranosupycHas (IIMB)
unpexus 3 u 4 crenenu Tsokectu otMmedanach y 10,9% u 0,5% coorBercrBeHHo. [IMB
uH(}EKIUs ¢ MopakeHUEM BHYTPEHHUX OPTraHOB BCTPEUaIach BCETO Y HECKOIbKHX MAIIMCHTOB;
IMB komnut - y 4 nanuentos, [IMB saTepur - 2, ractpountecTuHaibHOe nopaxenue [[MB -
y 1 (cTemeHp TSHKECTH BCEX CIIydaeB MOTJIA OBITH JIFO0OH).

Cericuc, BKIIIOYasi CENTUYSCKUM MIOK, OTMedancs y 25,4% (CTeneHb TSKECTH - T100as).

[To nmaHHBIM KIMHUYECKUX HCCICIOBAHUNA y MaIMeHTOB ¢ xpoHmdeckoil PTIIX wuHbekius
MouernooBoil cucremsl U BK - Bupycnas undekius crenenu tsbkectd 3 ormedanuch y 1,3%
n 0,4% COOTBETCTBEHHO.

Tlogvluenue akmusHocmu aunasvl

B panaoMu3MpoBaHHOM MEpPHOJIE€ UCCIEIOBAHUSA y MALUEHTOB C UCTUHOM MOJIULUTEMHUEH
yXYZIIIeHUE MoKa3aTenel Iuna3bl B Ipynmne pykcoduTuHuOa Obu10 60Jee 3HaYUTEIbHbIM, YEM
B KOHTPOJIbHOW TpYIINE, YTO OMNPEAENsIOCh TJIaBHBIM 00pa3oM pa3MuUsIMH B YacTOTax
MOBBIIICHHUST akTUBHOCTU Jmma3bl crenenn 1 (18,2% mporus 8,1%). YacToThl MOBHIICHUS

AKTUBHOCTH JIMIa3bl CTENICHH >2 B 00€HX MCCIEAYEeMbIX IPpYIax ObLIM CXOOHBIMU. B npyrom
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. (ac i) TR 000
HACCIENOBAHUU Yy MNAIlMEHTOB C HMCTHHOU HOJ‘IPIHI/ITCMI/IQ/I‘ qzﬂ:ﬁ(;rf,ﬁ gg}ﬂh 15 a'KTI/I ocTH

JUTA3bl B TPYMIE PYKCOIUTUHHOA U B KOHTPOJIBHOW TPYyIIe ObUIH MPUMEPHO OJMHAKOBBIMU
(10,8% mpotuB 8%). B mepuomax piuTensHOrO HAOMIOACHHUS HcchneoBaHMi 3 (a3l y
NAlMeHTOB C HCTHHOW MOJMIMUTEMHUEH MOBBIIIEHHAs AKTHUBHOCTh JIUMAa3bl CTENEeHH 3 u
crerieHu 4 Oblma otrmeueHa y 7,4% u 0,9% mammeHTOB COOTBETCTBEHHO. Y TAIMEHTOB C
MOBBIIICHHONW aKTUBHOCTBIO JIUIA3bl COMYTCTBYIONIUX MPU3HAKOB U CUMIITOMOB MaHKpeaTHTa
HE Ha0JII0aI0Ch.

B wuccnepoBanmsx 3 daspl y mamueHToB ¢ MuenoduOpo3oM B TpyImax PYyKCOJUTHHHOA
MOBBINIICHHAs AaKTHUBHOCTH JHUMa3bl Obuta oTMeuena y 18,7% wu 19,3% mnamuentoB, a B
KOHTpOJIbHBIX Tpynnax - y 16,6% u 14,0% mnanueHToB. Y NAUMEHTOB C IMOBBIIIEHHOMN
AKTHUBHOCTBIO JIMIMA3bl COMYTCTBYIOIIMX TMPU3HAKOB M CHMIOTOMOB TaHKpeaThuTa He
Ha0JIr01aJI0Ch.

COO6H_ICHI/IC 0 ITOAO03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxxno cooOmare 0 TOM03PEBAEMBIX HEXKENATEIbHBIX PEAKIUAX T[OCIEe PETUCTPAIUH
JICKapCTBEHHOTO TIperapara ¢ meliblo 00ecredeHnsI HeMPephIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOIO Mpernapara. MeaunuHCKUM pa0OTHHUKAM PEKOMEHIYeTcs
coo01aTe O JIIOOBIX MOJ03pPEBAEMbIX HEXKeNaTeIbHBIX PEeaKIUAX JIEKapCTBEHHOIO Ipernapara
YCpe3 HAIIMOHAJIBHBIC CUCTCMBbI COOGH_IGHI/I}I 0 HCXKCJIATCIIbHBIX PCAKNUAX IOCYAAPCTB — YJICHOB
EBpa3uiickoro 53K0HOMHUYECKOr0 COI3a.

Poccuiickas @enepanus

109012, r. Mocksa, CnaBsiHCKas iomansp, 1. 4, ctp. 1

®denepanbHas ciryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)

Tenedon: +7(800)550-99-03

D71. mouta: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru/

4.9. llepeno3upoBka

CUMIITOMBI

[IpumeHenne pykcoimuTHHHOA OJHOKpaTHO B go3e g0 200 wMr mepeHOCHIIOCh
YIOBIETBOPUTENbHO. [IpeBhillIeHHEe PEKOMEHIYEMBIX 103 aCCOLUMUPOBAIOCH C YCUJICHHEM
MUEJIOCYTIPECCUH, YTO MPOSBIISIIOCH TEHKONCHHUEH, aHEMUEH U TPOMOOIIUTOTICHUECH.

Jleuenue

[Ipu pa3BuTUM HEXKeNaTENbHBIX SBICHUM, CBSI3aHHBIX C MEPEAO3UPOBKON TIpemnapara,
HE00X0AMMO MPUMEHUTH COOTBETCTBYIOIIEE MO ACPKUBAIOLIEE JICUCHHE.

I'emonuanus HeahHEKTUBEH.

AHTHUIOT K pyKCOTUTUHUOY HEU3BECTEH.
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5. PAPMAKOJIOTMYECKUE CBOCTBA (MOCHELOBATENBHOCTL 0004)

5.1. ®apmakoaMHaMHYecKHe CBOlicTBA

PapmakoTepaneBTUYeCcKast rpymnmna: IIPOTUBOOITYXOJIEBBIC CPEICTBa; MHTUOUTOPHI

NpOTeHHKHHA3; HHruouTopsl SHyc-kunas (JAK).
Kox ATX: LO1EJO1.

Mexanuszm geiicTBus

PykconmuTunuO siBisiercst cenekTuBHBIM uHrHOMTOpoM JAK-kmHa3 (Janus Associated Kinases -
JAKS) JAKI u JAK2. JlaHHbBIC KHHA3bI CITIOCOOCTBYIOT Mepeauye CUTHAIOB OT MHOTOYHCIICHHBIX
UTOKHUHOB U (PaKTOPOB POCTA, UTPAIOIIMX BAXKHYIO POJb B reMorod3e U (QpyHKIUH UMMYHHOU
cucrembl. AxTtuBupoBaHHble JAK-kHHa3pl, BO3AECHCTBYS Ha LUTOKUHOBBIE PELENTOPHL,
aktuBupyroT STAT-6enku (STATS) (mepeHOCUHMKH CUTHAIa W aKTUBATOPHI TPAHCKPHUIIIUH),
KOTOpBIE B pe3yJIbTaTe aKTUBALIMU TPAHCIIOPTUPYIOTCA BHYTPD Apa U MOAYJIUPYIOT 3KCIPECCHIO
renoB. Jlucperymsumss myru JAK-STAT accounmmpoBaHa ¢  HEKOTOPBIMH  BHAAMH
3JI0KAQUYECTBEHHBIX HOBOOOPAa30BaHWN M YBEIMYCHHEM MpOJHQepalii H BbDKUBAEMOCTH
37I0KaQUECTBEHHBIX KJIETOK.

Muenopubpo3 U UCTUHHAS TTOJUIUTEMHUS - MUEIONPOTH(EPATUBHBIC 3a00JIEBaHMs, CBI3aHHbBIC
¢ mucperymsanueit curHaasHoro nytn JAK1 u JAK2. Kak momararoT, OCHOBOUM IUCpEryssiuu
SIBJISIETCS. BBICOKMI YPOBEHb MUPKYJIHPYIOIMIUX ITUTOKHHOB, KOTOPHIE aKTHBUPYIOT MyTh JAK-
STAT, npuBoas K MaTogoruueckuM GyHKIMOHATBHBIM MyTaIUsIM, TakuM, kak JAK2V617F, u k
MOJIaBJICHUIO OTPHUILATEIbHBIX PEryISATOPHBIX MEXaHH3MOB. Y MallMEeHTOB ¢ MuenoGuopozom
obHapyxwuBaeTcs aucperyisanus JAK CHTHaIBbHOTO MyTH, HE3aBHCHUMO OT HAJWYHUsl MYTallud
JAK2V617F. Axtuupyroume Mmyrauuu curHanbHoro mytu JAK2 (V617F wimm sk3oHa 12)
oOHapyXUBalOTCs y >95% MaMEeHTOB C HICTUHHOW MOJUIIUTEMHUEH.

Pykcomntuan6 momasisier nposenenue curHana JAK-STAT u kierounyro mposudepanuio B
I[UTOKMH-3aBUCUMBIX  OHKOI'€MAaTOJIOTHYECKHX MOJECNAX, a Takke B Ba/F3 mwurokuH-
HE3aBUCHMBIX KIETKax (3a cueT skcmpeccun MytanTHoro JAK2V617F Genka) co 3HaueHHeM
50%-oi1 uarHOUpyromeit konnentpamuu (1C50) B nuanazone 80-320 amonb. B uccnenoBanmsx
y JAK2V617F-103UTUBHBIX >KMBOTHBIX OHKOTE€MATOJIOTHYECKUX MOJENCH TPH MPUMEHEHHH
pyKCOMMTHHUOA BHYTPh B  J03aX, HE BBI3BIBaBIMIUX A(PPEKTOB  MHUEIOCYIPECCHH,
NpPeOTBPALIAIOCh PA3BUTUE CIUIGHOMETAMM, HM30MpaTeIbHO YMEHBIIANOCh KOJHUYECTBO
JAK2V617F-MyTaHTHBIX KJIETOK CEJIE3€HKM M KOHICHTpalUs LUPKYIUPYIOIIUX LUTOKUHOB
(manpumep, (akTopa Hekposa omyxonu-anbda (DHO-anbda) u uaTepnerikuna-6 (MJI-6), uyro
MPUBOJIMIIO K 3HAYUTEIFHOMY YBEITUYECHUIO NMPOJIOJIKUTEIbHOCTH BhDKMBaeMOCTH. CUTHaIbHbIE

nytd JAK-STAT wurpaioT poib B peryJupoBaHUM Pa3BUTHUS, NpoJuepaluydl U aKTUBAILUH
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HEKOTOPBIX THUIIOB HMMYHHBIX KJIETOK, HEO SXOL[HMI)'iQ I:IIEHJE‘H&%FeEQHi’%h&:' (Ipe%chnn

«TpaHCIUIaHTAT IPOTHUB X03s5IMHA»), B Mcceq0BaHMsIX ¢ y4acTUEM )KMBOTHBIX MOJENEHN C OCTpOi
PTIIX moka3aHo, YTO PYKCOJMTUHUO TNPH NpPHEME BHYTPh BBI3BIBAI CHI)KEHUE BBIPAOOTKH
BOCHAIMTENbHBIX [IUTOKUHOB U MH(DUIBTPALIMIO UMMYHHBIMU KJIETKAMU CTEHKH TOJICTOM KHMIIKH.

dapmakognaamMuyeckue P PeKTnl

Pykconutuan® MHruOMpyeT UMTOKHH-UHAynupoBanHoe hocopunupoBanue STAT3 B nenbHOM
KPOBH KakK y 3/I0pPOBBIX JOOPOBOJIBLIEB, TaK U Y MALUEHTOB ¢ MUENOPUOPO30OM WM UCTHHHOM
noymnuTeMuei. MakcumansHoe narnoupoBanue pochopunuposanust STAT3 pykcomuTHHIOOM
JIOCTUTAJIOCHh Yepe3 2 yaca Mociie MPUMEHEHHs C BOCCTAHOBJICHUEM JI0 MCXOJHOTO YPOBHS depes
8 YacoB y 3/J0pOBBIX JOOPOBOJIBLIEB U Yy MAIMEHTOB ¢ MUeI0(puOpO30M, YTO yKa3bIBaeT Ha
OTCYTCTBUE KYMYJISIIMH KaK HCXOAHOTO BEIECTBA, TAK U €r0 METabOJIUTOB.

NcxoaHoe noBbIlIeHHE KOHIIEHTPaM MapKepOB BOCHAIMTEIBLHOIO Mpoliecca, Takux kak @HO-
anbda, NJI-6 u C-peakruBHoro 6enka (CPB), Habmronaromeecs y maiueHToB ¢ MUET0GUOPO30M,
CHIDKAETCS TOCIE JICYCHUS PYKCOTUTUHUOOM. Y MalMeHTOB ¢ MUENTOPHOPO30M HE OTMEYAIOCh
(dopMHpOBaHUS PE3UCTEHTHOCTH K (apMaKkoJAWHAMHUECKUM d(deKTaM pPYKCOIUTHHUOA.
AHaJOTMYHO Yy MAalMeHTOB C UCTMHHOM MOJUIUTEMHEN HaOII0alioch MCXOAHOE MOBBIIICHHE
KOHIEHTPAllMd MapKepoB BOCHAJIUTENBHOIO IMPOLIECcCa, CHIDKABIICHCS TOcie JIeYeHUS
PYKCOJIUTUHHOOM.

B xiauHHMYecKOM WCCIeIOBaHMM He oTMedanoch ymanuHenus QT/QTC wHTepBanma mpu
MPUMEHEHUN PYKCOJUTHHHOA OJHOKpPAaTHO B CyIlpaTepamneBTHYecKux mo3ax (200 wmr), dto
YKa3bIBAaeT Ha OTCYTCTBUE BIMSHUS HA PEMOJISPU3ALINIO MUOKApA.

5.2. ®apMaKOKHHeTHYECKHE CBOHCTBA

AOGcopbuus

Pykconutunau6 otHOCHTCS K 1 Kitaccy MoJieKkys o 0nodapManeBTHIeCKON KiaacCu(UKAITMOHHOM
cucreme (Biopharmaceutical Classification System) ¢ BbICOKOI MPOHHIIAEMOCTBHIO, BBICOKOM
PacTBOPUMOCTBIO U OBICTPHIM PACTBOPEHUEM. B KIMHUYECKUX HUCCIICJOBAHUSX PYKCOIUTHHUO
OBICTPO BCACBIBAJICSA TOCIE TIpUE€Ma BHYTPb CO BPEMEHEM JOCTHIKEHHUS MaKCUMAaIbHON
KOHIEHTpAUH (Cpax) TpubnusnuTensio 1 yac. BeackiBaHre pyKCOJUTHHHOA MOCTIE €ro MpHeMa
BHYTph cocTaBisieT 95% wim 6omnee. Cpemnusias Cpax M IUI0OMAAL MOJ (PapMaKOKWHETHUECKOU
KpuBO# «koHIeHTpanus-BpemMs» (AUC) MOBBIIAIOTCS MPOMOPIHUOHAIBHO B TUANa30He 103 OT 5
mo 200 wmr. Ilpu mnpuMEHEHHH PYKCOTUTHHUOA OJHOBPEMEHHO C TMHIIEH C BBICOKUM
coJlep’KaHuEeM KHPOB HAOIIOJANNCh KIMHUYECKH HEe3HAYMMble M3MEHEHUs (hapMaKOKWHETHUKU
pykconutuHnOa: cpeaHssi Cmax HE3HAUUTENbHO cHUXkanack (Ha 24%), B To Bpems kak AUC

NPaKTUYECKH HE U3MEHsIAch (MOBbIIIanachk Ha 4%).
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Pacnopenenenue

Cpennuii 00beM pacrpefesieHus B PaBHOBECHOM COCTOSIHUM COCTaBUJ 72 J y MalUEHTOB C
Muenopuopo3oM ¢ MEXKMHIUBHAYaIbHON BapuabenbHOCThIO 29,4% u 75 1y NalMEeHTOB ¢
UCTMHHOW MOJMIUTEMHUEH, MEXHHIUBUAYyaJIbHas BapuaOeNbHOCTh Y JAAHHBIX IAllUEHTOB
cocraBuia 22,6%.

B knMHMYECKHM 3HAYMMBIX KOHLEHTPALUSAX CBS3b PYKCONUTHHUOA ¢ Oenkamu in Vitro (B
OCHOBHOM C aJIbOYMHHOM) cocTaBmiia mpuOmusurensHo 97%. B uccnenoBaHuM y >KMBOTHBIX
OBLIO MOKA3aHO, YTO PYKCOIUTHHUO HE TIPOHUKACT Yepe3 reMaTodHIePaTniaecKuii oapbep.

Buorpancdhopmarims

Pykconutunu6 ssnsiercs cyoctpatom uzodepmenta CYP3A4. Tlocne npuema npenapara BHyTPb
B KpoBHM wLupkyiaupyer 60% pykconuTuHHOa B HEM3MEHEHHOM Buje. B KpoBU uenoBeka
orpezieNieHbl 2 OCHOBHBIX aKTUBHBIX MeTaboNIHuTa PyKCOMUTHHMUOA, cocTaBisitommx 25% u 11%
or AUC. ®dapmakonoruyeckas aKTHBHOCTh pykconmuTuHuOa Ha 18% ckiaapiBaeTcs U3
AKTUBHOCTH €r0 METa0OJUTOB. B KIMHUYECKH 3HAYUMBIX KOHIIEHTPALUAX PYKCOIUTHHUO HE
unruoupyetr nzodepmentst CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 wumu
CYP3A4 u He sBusercs MomHbBIM HHAYKTOpoM wu3opepmentoB CYP1lA2, CYP2B6 wumm
CYP3AA4.

DJIMMUHAIMS

[locne BBeneHWs OIHOKPATHOM J103bI MEUEHOTO DPAJUOAKTUBHOW METKOW PYKCOIUTHHUOA
6ombias yacts (74%) paauoakTUBHOCTH ONpEEsiach B Mo4e (BBIBOJUIOCH MOYKaMu), U 22%
BBIBOAMJIOCH Uepe3 KUIICYHHK. Hen3MeHeHHOe BemecTBO COCTaBUIIO MeHee uyeM 1% oOrmiero
BbIBEICHHOTO mpenapata. Ilepuwox mnomyBbiBeneHust (Tip) pykcomuTHHUOA COCTaBISET
npuOIM3NTENBHO 3 yaca.

JInHelHOCTh (HENMMHENHOCTD) hapMAKOKUHETHKHA

H3meHenne GpapMakOKMHETUKH PYKCOJIUTUHUOA IPONOPIMOHATEHO BBOAUMBIM OJHOKPATHBIM U
MHOTOKpPAaTHBIM ~ Jl03aM IIpernapara ObuUI0 TNPOJEMOHCTPUPOBAHO B  COOTBETCTBYIOLIMX
UCCIIEJOBaHMSIX.

IIeueHOYHAS HEAOCTATOYHOCTD

AUC pykconuTnHHOa TOBBIIANACH y TMAIMEHTOB C HapylieHHeM (YHKIMH TICUYCHH JIETKOM,
CpeIHENl M TSDKEIOW CTeNeHW CcoOoTBeTCTBEHHO Ha 87%, 28% wu 65% mno cpaBHEHMIO C
NalMeHTaMH ¢ HOPMAJIbHOW (DYHKITMEH MeYeHH, IPU STOM OTCYTCTBYET SIBHAsi B3aHMMOCBSI3b CO
CTEMEHBI0 TSHKECTH HapylieHus (QyHKIUU TiedeHu, ompenensiemMor mo mkane Yaina-ITsto.
Koneunslit mepro/ nmoqyBbIBEICHUS YAJIUHEH y MAIIMEHTOB ¢ HapyleHueM (QYHKIUHU MTEYeHH 110

CPaBHEHHIO CO 370pPOBBIMU JMoOpoBosbiiamu (4,1 - 5,0 yacoB u 2,8 4acoB COOTBETCTBEHHO). Y
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

PEKOMEHAYETCS CHI)KEHUE 03Bl PYKCOIUTUHUOA.
BHe 3aBUCHMOCTH OT CTENEHU NOPAKEHU Ie4eHU y nauueHToB ¢ PTIIX He BBISBICHO BIMSAHUE
Ha NapaMeTpbl MOMYJIALUOHHON (papMaKOKMHETHYECKOH MOJIEIH.

IToueunast He1OCTATOYHOCTD

AUC meTaboiuTOB pyKCOTUTHHUOA MOBBIIIACTCS C YBETUYCHUEM CTEIICHU TSHKECTH HApYIICHUS
(GYHKIIUH MOYEK W TOCTHTAET CYIIECTBEHHBIX 3HAYCHUHN Yy MAIIMEHTOB ¢ TEPMUHAIBHON CTagueit
MOYEYHON HEJAOCTATOYHOCTH, HYXKIAIOIIUXCS B TreMoauanuie. PykcomuTHHHMO He BBIBOIUTCS
MOCPEACTBOM Juanu3a. i1 MalMeHTOB € TSHKEIOM M TEPMUHAIBHOW CTaIUsIMU TOYEHYHOMU
HenocratouyHoctH (KK (xknmupenc kpearmnuna) menee 30 MII/MUH) PEeKOMEHAYETCS KOPPEKIHS
JI03BI PYKCOTUTHHUOA.

Biusigue Bo3pacTa, I1oja, MacChl T€Ia ¥ PAaCOBOYW IPUHAIUICKHOCTHU

He BbIsSIBII€HO 3HAUMTENBHBIX PA3INYUil B (papMaKOKMHETHKE PYKCOIUTHHHOA B 3aBUCUMOCTH OT
noja u pacel. Kimmpenc pykcoauTunnba y nmaiueHToB ¢ Muenopudpo3om cocrasusier 17,7 n/a y
KEHIIMH 1 22,1 1/9 y My»X4rH (MEKUHAUBUAYaIbHAsT BApHaOeTbHOCTD - 39%).

Y MmanueHToB C WCTUHHON TOJMIMTEMHEH KIUPEHC PYKCOMUTHHHOA cocTamiseT 12,7 n/4
(MexxuHIUBUYyanbHas BapuabenbHOCTh - 42%); HE BBIABICHO BIMSHUS I0JIa, BO3pacTa WU
pachl Ha KJIMPEHC MU [IpUeMe MpenapaTa BHYTPb.

eTH
D¢ dekTuBHOCTL M 0e30MacHOCTh Tpenapara PykcomuTtuHu® y mamueHToB muaame 18 ner He

YCTaHOBJICHBI.
6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTeJbLHBIX BellIECTB
JlakT03bI MOHOTHApPAT

enmroso3a Mukpokpuctaminyeckas tum 101
Kapbokcumernikpaxman HaTpus (Tum A)
I'mnpososa

IMToBumoun K25

Kpemuust 1MOKCH KOJITTOUAHBIN

Marnus creapat

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok roaHocTH (CpOK XpaHeHMusl)

2 rona.
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aperni | /IELOBATENEHOCTE 0004)

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH MPH X

[Ipu Temneparype He Bbimie 25 °C B OpUrHHaIbLHON yrakoBKe (0aHKa MM KOHTYpHas! siueiikoBast
yIIaKOBKa).

6.5. XapakTep u coaep:kaHue NePBUYHOI YIIAKOBKHU

[To 56 Tabnetok B OaHKM W3 MOJUATHICHTepedTasaTa, YKYIMOPEHHBIC KpBIIIKaMHA U3
MOJMATUIIEHA HU3KOTO AAaBJICHHS C KOJIBIIOM KOHTPOJIS IEPBOT'O BCKPBITHS WIH O€3 HEro.

ITo 1 Ganke BMecCTE ¢ TMCTKOM-BKJIAJIBIIIEM B MTAYKy KAPTOHHYIO.

[To 7 mnu 14 TaGaeTOK B KOHTYPHYIO SYCHKOBYIO YIIAaKOBKY M3 (POJILIH aTIOMUHHEBOMN TIEYaTHOU
JAaKUPOBAaHHOW W (QOJBIU  ATIOMHHHEBOH, JIAMUHMPOBAHHOW TMOJMBUHWIXJIOPUIHON |
MOJIMaMUTHOW TVIEHKOM.

[Io 8 KOHTYpHBIX SYEHKOBBIX YMAKOBOK IO 7 TabJETOK WM MO 4 KOHTYpPHBIC SYEHKOBBIC
yIakoBKHU 1o 14 TablieTOK BMECTE € JIMCTKOM-BKJIAJIBIIIEM B MAYKY KaPTOHHYIO.

6.6. Oco0Oble Mepbl NPeAOCTOPOKHOCTH TPHM YHUYTOKEHUHM  HCIOJbH30BAHHOIO
JIEKAPCTBEHHOI0 NpenapaTa Wi 0TX0/0B, MOJYYECHHBIX I0CJe MPUMEHEeHHs Npenapara, u
Apyrue MAHUITYJISALMHU € IPenapaToM

Oco0ble TpeOoBaHMS OTCYTCTBYIOT.
7. AEP/KATEJIb PETUCTPAIIMOHHOI'O YJOCTOBEPEHUS

Poccniickas @enepanvs

000 «Akcenp®apm»

Opuanueckuii agpec: 117418, r. MockBa, BH.T€p.I'. MyHUIIUNAIBHBIN OKpyT Uepemymiku, yi.
[ropymsr, 1.28. momer. 1/2.

Ten.: +7 (495) 601 91 35

e-mail: info@axelpharm.ru

7.1. llpencraBuTeib AepKaTessi PerHCTPALMOHHOIO YA0CTOBEPEHUs

[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccniickas @enepanvs

000 «AkcenpPapm»

Opuanueckuii agpec: 117418, r. MockBa, BH.T€p.I'. MyHUIIUNIAIBHBIN OKpyT Uepemymiku, yi.
[ropymer, 1.28. momer. 1/2.

Ten.: +7 (495) 601 91 35

e-mail: info@axelpharm.ru

8. HOMEP PETUCTPAIMOHHOTI'O YAOCTOBEPEHMUA
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9. IATA TEPBUYHOW PETMCTPAIIAU (noiﬂ?ﬂéﬂ%&tﬁ{ﬁﬁ”ﬁ?ﬁh%ﬁhn

HEPEPETUCTPAIIUN)

JlaTa niepBoi perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OOmast  xapakTepuUCTHKA JIEKapCTBEHHOrO mpenapata PykconuTuHu®O  JOCTynmHa  Ha
UHPOPMALIMOHHOM TopTajie EBpa3suiickoro SKOHOMHUYECKOTO coo3a B HWH(POPMAIMOHHO-

KOMMYHHKaIMOHHOH cetn «MHTepHEeT»: http://eec.eaeunion.org/.
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