COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 15.07.2025 N= 17563

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “02)

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Homnrener, 20 Mr, TabIETKH, MOKPHITHIC TIFICHOYHON 000T0UKOH.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBINA COCTAB

JleiicTByrolee BeeCTBO: apaTpoMbonara Majear.

Kaxxnas Tabierka, MOKphITast IJICHOYHON 000JI0UKOH, COACpKUT 23,6 MT aBaTpomboIIara Majieara
(B mepecuere Ha aBarpomOomnar ocHoBanue — 20,0 mr).

BcnomorarenbHbie BCIICCTBA, HAJIMYUC KOTOPBIX HAAO YYUTBIBATH B COCTABC JICKAPCTBCHHOTO
npernapara: Jakro3a (cM. paszaensl 4.3, 4.4).

[TonHbIM IepeyeHb BCIOMOTaTeIbHbBIX BEIIECTB MPUBENIECH B pazaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Ta0neTku, MOKPBITHIE TNIEHOYHOH 000I0UKOM.
Kpyribie OBOSKOBBIMYKJbIE TaOJIETKH, MOKPHITHIE IUICHOYHOW OOOJIOYKOM, CBETIO-KEITOTO

1BeTa, ¢ rpaBupoBkoi "AVA" Ha onHoM ctopoHe 1 "20" Ha 1pyroi cTopoHe.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHus1 K NPUMEHEHHUIO
Jleuenne TPOMOOLIUTONEHUH Y B3POCIIBIX MALIUEHTOB:

- C XpPOHUYCCKUMU 3a00JIEBAaHUSIMU MEYCHU, KOTOPLIM IIJIAHUPYCTCA MPOBCACHUC MHBa3UBHOM

POLIEAYPHI;

- C IEPBUYHON XPOHUYECKOH UMMYHHON TPOMOOIIUTONICHUEN U HEYIOBJIETBOPUTEIHHBIM OTBETOM

Ha IIPEABIAYIIYIO TEPAIUIO.

4.2. Pe:kum 103MPOBAHUSA U CIOCO0 NPUMEHEHM I

PexxuM 103upoBaHus
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(NOCNEOOBATENBLHOCTE 0002)

Xpouuqecmte 3abonesanus neyeru

CrnenyeT ompeAenuTh KOJTUYECTBO TPOMOOIMTOB 10 Haudana Tepamuu npernapatom JlonTener u
B JICHb TPOBEIEHUS TMPOLEAYpPbI, YTOObI 0OecreynTh HEOOXOIUMOE yBEIHMUYEHHE KOJIMYeCcTBa
TPOMOOLIUTOB U M30€XaTh HEOXKMJIAHHO YPE3MEPHOIO MOBBILICHHUS KOJIWYECTBA TPOMOOIIMTOB
B MOMYJISIIMAX MAMEHTOB, YKa3aHHbIX B pa3nenax 4.4. u 4.5.

Pekomennyemass cyrouHas Jj03a aBarpoMOomara ONpeAessieTcss COIJIacHO KOJUYECTBY
TpombonuToB narnuenta (cMm. Tabmumy 1). [Ipuem npenapata cieayer HaunHaTh 3a 10—13 nHei
JI0 3arJIaHUPOBAHHOW Tporeaypsl. [Ipomenypy HeoOXoaumMo mpoBecTH 4epe3 5—8 mHel mocie
MOCIIEAHETo MpueMa aBarpomoOonara.

Tao6auna 1. PekoMeHnayemble CyTOYHBIE 103bI aBaTpoMOomnara

Hcxoanoe ynciao tpombonutos (X 10°1) | Cyrounas n03a JAanTeabHOCTH TEpanun
<40 60 mr (3 x 20 mr) 5 nHewn
>40 mo <50 40 mr (2 x 20 mr) 5 nHew

IlnumenvHocms mepanuu

B cBsi3u ¢ orpannueHHO# nH(OpMaIei aBaTpoMOoNar He clieayeT IpUHUMaTh 0osee 5 THEH.

Ilponyck npuema npenapama

Ecin odepennoli npueM npenapara InpoIylieH, TO pEKOMEHI0BaHHYIO 03y Ipenapara Cleqyer
IPUHATH, KaK TOJBKO 00 3TOM BcmoMHWIM. He cnemyer mpuHMMaTh IBe H03bI Iperapara
OJTHOBPEMEHHO, YTOOBI BOCIIOIHUTD MPOMYIICHHBINH pueM. Cleayonlyio 103y CleAyeT NPUHSITD

B 00BIYHOE BpEMsI Ha CIICTYIOIIUI JICHb.

XpoHuyeckas UMMYHHAA MPOMOOYUMONEHUs

Crnemyer mnpuUMEHSATh CcaMyl0 HHM3KyI0 103y TIpemapara JlonTener, peKOMEHAyeMylo
JUTSL TOCTIDKEHUST W TIOJJICpKaHMsI KOJIMYECTBA TPOMOOIMTOB Ha ypoBHe > 50X 10%/n,
o0ecrieunBarONIeM CHIDKEHHE pHCKa KpoBoTedeHus. He ciemyer mpuHuMMarh aBaTpomobonar
JUIS HOpMaTU3aliy KOJMYEeCTBA TPOMOONIMTOB. B KIMHMYECKHX HCCIIEIOBAHUAX KOJINYECTBO
TPOMOOIIMTOB OOBIYHO MOBBIIIATIOCH B TEUCHHUE | HeAeIH Mocie Havyajla nmpyueMa aBarpoMoorara

U CHIKAJIOCH B Te€UeHre 1—2 HeIeb MOCIE €Er0 OTMEHEI.

Hauanvuwiii pesicum mepanuu

Pexomenayemas HadanmbHas go3a npenapara Jlonrener cocrabiser 20 mr (1 TabneTka) oguH pas

B JICHb BO BPEMS €IbI.

Monumopune u koppexyus 003vl
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[Tocie HaYasIa Tepaluy CleayeT eXEHEIeIbHO oueHI/IBa'ﬂlEI%GHMEBL{&JMSUE%;EE -

He cTabummsupyercs Ha ypoBHe >50x 10%1 m <150 x 10°/1. PekomeHmyeTcss MpPOBOIUTEH
MOJICYET TPOMOOIMTOB 2 pa3a B HENENI0 B TCUCHHUE TEPBHIX HEAENb Tepalud y MalUeHTOB,
NPUHUMAIOIINUX aBaTpoMmbOorar Toibko 1-2 pa3a B Hememio. [/[Ba paza B Hememo ciaemyer
OLICHUBATh KOJMYECTBO TPOMOOIIMTOB U MOCIIE KOPPEKIUH J103bI Tpenapara B X0oe JCUEHHUS.

B Tedenwne nepBbIxX HENEb JIEYCHUS CISAYET TIIATEILHO KOHTPOIMPOBATH COCTOSIHUE TAIIEHTOB
B OTHOIICHUH MPHU3HAKOB WJIM CHMIITOMOB TPOMOOIIMTO3a, KOTOPBIH MOKET Pa3BUTHCS BBUIY
MOTEHIIMATFHOTO PHUCKA TOBBIMICHUS] KOJIW4YecTBa TpombOouutoB Oomee 400 x 10°/n. Tlocie
cTaOUIM3aluy KOJIMYECTBA TPOMOOLIMTOB KOHTPOJIb MPOBOAST KaK MHHHMYM €KEMECSYHO.
Heo06xo1uMo MoACYUTHIBATH KOJIMYECTBO TPOMOOIIUTOB €KEHEACTHHO B TCUCHHUE KAaK MUHUMYM
4 Henenb MocJie MpeKpalleHus IprueMa aBaTpomMoorara.

Pexxum no3upoBanus npenapata (cMm. Tabmuiy 2 u Tabmuity 3) ciaexyer KOppeKTUPOBATh, UCXOIS

13 KoJimuecTBa TpoMOoIuToB. He cienyeT npeBsimath cyTounyio 103y 40 mr (2 TabneTkn).

Tabauna 2: PexkoMeHAanuu 10 KOpPpeKIMH [103bI aBaTpoM0omara y IalUeHTOB

¢ NePBUYHON XPOHNYECKOH MMMYHHOH TPOMOOIMTONCHH el

KosmuecrBo TpomooumuTos (x10° /1) | Moaupukanus 10361 HJIH IeiicTBHE

<50 mociie MUHUMYM 2 HEZENb - TIoBBICUTB 003y Ha 0OUH yPOBeHb COTIIACHO
Tepanuu aBarpomMOonarom Tabnuue 3.

- Ilogoxxnmate 2 Henenu AJis orieHKH 3 dexra
JAHHOTO PEKUMA TIEPe/] JIFOOBIMU TOCIETYIOIIUMHE
MOTA(DHUKAIMSMH JTO3BI

Mexnay 150 u 250 - CHU3HUTB 003y HA 00UH YPOBEeHb COTIIACHO
Tabmumne 3

- TlomoxknaTs 2 Hepenu ans oueHku dhdexra
JAHHOTO PEKHUMA TIePe/T JTFOOBIMH TTOCIICTYFOIIHMHE
MOIU(DUKAIISME JTO3bI

>250 - IIpekparuth nmpuem aBaTpoMbonara

- IIoBBICHTB YaCTOTY MOHUTOPHHTA KOJMYECTBA
TPOMOOIIMTOB 10 2 pa3 B HEAETIO.

- Ecnu xonugectso Tpom6omuTos < 100 x10° /1,
CHUBHTH 003y HA 00UH yposens coriacHo Tadmuie 3
¥ BO30OHOBUTH TEPAIUIO

<50 nocne 4 HeAenb TEpanuu 3aBepIITh TepaIHio aBaTpoMOOIaroMm
aBaTpomOormarom B 03e 40 mr, 1 pa3
B CYTKH

> 250 nocne 2 Henenb Tepanuu 3aBepUINTh TEpANHIo aBaTpoMOOIarom
aBarpombormarom B no3e 20 mr, 1 pa3
B HEJIEJIO
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Tabauua 3: YpoBHM [103bI aBaTpoMOomara_B npo é’c'ce-”':r%‘p%ﬁ;md"'h ﬁ'l»i'(la”Hl'l"ois

¢ NePBUYHON XPOHNYECKOH MMMYHHOH TPOMOOIMTONCHH el

Ho3za* Yposenn
03I

40 wmr, 1 pa3 B cyTku

40 mr, 3 pa3a B Henemto M 20 Mr B 4 ocTaBIIMXCS JHS KaKI0M Helenu

20 mr, 3 pa3za B HEJEIIO

6
5
20 mr, 1 pa3 B cyTKH* 4
3
2

20 wmr, 2 pa3a B Heaento MJIH 40 wmr, 1 pa3 B Henemnro

20 mr, 1 pa3 B HeAeno 1

*HauanbHas 1032 y BCEX MAIlMCHTOB, 3¢ UCKTIOYEHUeM TIOYUAIOIINX YMepeHHble UL CUTbHbLE
080liHblEe UHOYKMOPbL UNU YMEPEeHHble UNU CUNbHble 08OLHble UHUOUMOpPbl U30()ePMEHTOB
CYP2C9 u CYP3A4/5 wiu Tonwsko nzopepmenta CYP2CO.

# TlanueHTaM, HOPMHHMMAIOIIMM aBaTpoMOoIar pexke OJHOTO pasa B JeHb, CJEIyeT
OCYIIECTBIISITH IPUEM IperapaTa 1o eIMHO00Pa3HON CXeMe KaKyl0 HEJeINto.

VYpoBeHb /10361 3: TpU HEMOCIEAOBATENIbHBIX JHS HEIENHU, HapuMep, MOHEACIbHUK, cpeaa U
MISITHULIA;

YpoBeHb 10361 2: 1Ba HEMOCIIEIOBATEIbHBIX JHS HEIEIH, HalpUMEp, MOHEIETbHUK U MSITHUIIA;

ypOBGHB J03bI I: OIWH U TOT K€ OICHb HCACIN, HAITPUMCEP, TOHCACIILHUK.

Ecnu npomymieH mnpueM mpenapaTta, NAUWEHT JODKEH MPUHATH MPONYLIIEHHYIO 103y
aBaTpoMmoOorara cpasy e, Kak BCIIOMHHUT. He cienyer mpuHUMaTh JBOWHYIO J03y Mpernapara,
YTOOBl KOMICHCHPOBATh MPONYHICHHYIO 703y. Crenymomyio A03y PeKOMEHAYEeTCS NpPUHSTH

COIIACHO PEKOMEHJ0BAHHOMY PEKHUMY TEpAIUU.

ABatpomOonar MOXHO Ha3Ha4daTb B JIONOJHEHUE K JPYTUM JIEKapCTBEHHBIM IIpenapaTam
JUIS JICUEHUST  XpoHWYecKoW wuMMyHHOM  TpomOoruroneHuun (XUT). Ilpm  coderanum
aBaTpoMOorara ¢ JApYrUMH JICKapCTBEHHBIMH IIperaparamu Uit jeueHus: nepBuuHoi XUT
ClIeflyeT KOHTPOJIMPOBATh KOJIUYECTBO TPOMOOIIMTOB, YTOOBI OHO HE BBIXOJHMJIO 3a IpPEICIIbI
PEKOMEHJOBAaHHOIO JIMANa30Ha, a TAKXKe JUIsSl ONpEAETICHNUs HEOOXOIUMOCTH CHYDXKEHHS JO3bI

M000T0 U3 MpernapaTosB.

Ilpexkpawenue mepanuu

HeobxonmuMo mpekpaTuTh TPHUMEHEHHE aBaTpomOomara, eciii KOJHUYECTBO TPOMOOIIMTOB
> 50 x 10%/ 4 i 40

He yBenmuuBaercs 10 > 50 x 71 mocie 4 HeneNb nprueMa B MaKCUMabHO# 03¢ 40 Mr otuH

pa3 B cytku. CielyeT npeKpaTHTh IIpHeM nperapara JlonTeneT, eciu KOJINIeCTBO TPOMOOIIUTOB

npeBsimaeT 3Hadenue 250 x 10°/1 mocie 2 Henens Tepanuu B 03¢ 20 MT OJUH pa3 B HEJEIIO.
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. 10 OBA HOCTS 00027
Pexomenoyemwiil pexcum 003uposanusi npu oo oepeMeﬁwa"IM' HJggl}ﬂepeﬂt_ﬁbﬂwu T

CUTIbHBIMU 0BOUHBIMU UHOVKIMOpamu unu uncubumopamu uzochepmenmos CYP2C9 u CYP3A4/5

wiu  moavko _ usopepmenma  CYP2C9 v  nayuenmos ¢ XPOHUYECKOU  UMMYHHOU

mpoxwéouumonenueﬁ

PexomenayeMble HavanbHBIC 03Bl aBaTpOMOOTara i MalieHTOB ¢ XPOHUYECKOW UMMYHHOU

TPOMOOIIMTONEHUEH, MTOMYJaloIUX COMYTCTBYIOIINE IpenapaThsl, ykazansl B Ta0Onuue 4.

Tabnuna 4: Pekomenayemasi HauaJbHast 1032 apaTpoMOonara y NaleHTOB ¢ epBUYHOM

XPOHUYECKOIl HUMMYHHOM TPOMOOUUTONEHHEN C Y4eTOM CONMYTCTBYIOIIMX Mpenaparon

ConyTcTBYIOIIHE NPENapaThl Pexomenayemasi HavajbHasi /1032
aBaTpomoOonara
YMepeHHbI! WM CUIIbHBIN ABOMHOW MHTHOUTOP 20 mr (1 Tabnerka) Tpu pasa

uzopepmertoB CYP2C9 u CYP3A4/5 wiu Toneko | B HEZIEIIO
nzodepmenta CYP2C9 (manmpumep, pirykoHaz0:1)

YMepeHHbI! WM CUIIbHBIN ABOMHOW UHIYKTOD 40 mr (2 TabNeTKN) OJIMH pa3
uzopepmertoB CYP2C9 u CYP3A4/5 wnu Tonmbko | B CyTKH

nzodepmenta CYP2C9 (manmpumep, pudamMmnuiimi,
SH3ATYTAMU)

Oco0nIe I'pYHOIbI TAaMEHTOB

Hauuenmbl NnOJ2HCUTIOC0 803pacma

[Tanimentam B Bo3pacte 65 yer u crapiie He TpeOyeTcs KOpPPeKTUpOBaTh /03y Ipernapara

(cM. pazzmen 5.2.).
Tayuenmvl ¢ napywenuem QyHKyuu nouex

ABatpomOomnar He BBIBOJUTCS IOYKAMH, IOITOMY He TpeOyeTcss KOPpPEKTHpPOBATH €ro 103y
y MalKEHTOB C II0YEYHOW HENOCTATOYHOCTBIO JIETKOM WM YMEPCHHOM CTENEHU TSKECTH.
VY manueHToB ¢ MOYEYHOW HEJOCTAaTOYHOCTHIO TSDKENOHM CTEeNeHU NMpHUMEHEHHe aBaTpomMOoriara

HE olleHuBau (cM. pazzaen 5.2.).
Tayuenmsl ¢ HapyweHuem yHKyuu neyeHu

VYV mauueHToB ¢ NeYeHOYHON HEJ0CTaTOYHOCThIO Jerkoil (kinacc A o Yana-I1sio0) unu cpeaneit

(xmacc B mo Yaitna-I1pr0) cTenenu TsHKeCTH He TpeOyeTcst KOpPEKTUPOBATh 03y Mpemnapara.

B cBs3u ¢ HamuumeMm orpaHudeHHOW wuH(popMmanmuu Oe30macHOCTs U APPEKTUBHOCTD

aBaTpoMOoIiara y maiieHTOB ¢ TSKEJION MeueHOYHON HelnocTaTro9HoCThIo (kinace C mo Yaiina-
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HE YCTAaHOBJICHA. Y 3TUX NAUUEHTOB HE IIPEAIOJaracTcs KOPPEKTUPOBATh 03y IIperapara.
Tepanuio aBaTpomOomaroM cleAyeT HAuYMHATH Yy MAIMEHTOB C TSDKEIOH IEeYeHOYHOU
HEJOCTaTOYHOCTBIO TOJIBKO B CIIy4ae, €CJIM O)KHJaeMas I0jb3a IPEBBINIACT MPEAINOIaracMbli

puck (cMm. pasnensi 4.4. u 5.2.).
Tayuenmsi ¢ conymemayowumu 3a601e6aHUAMU

B cBs3u ¢ HamuuumeMm OrpaHuueHHOM HHQOpManuu, 0e30MacHOCTh U APPEKTUBHOCTD
aBaTpoMOoriara y B3pOCibIX HanueHToB ¢ xpoHuuyeckod XUT u BUpycoM MMMyHOIEPUIMTA
4yeJoBeKa, BUpycoM renatuta C WM y MalyMeHTOB ¢ CUCTEMHOM KpacHOM BOJIYAHKOHM, OCTPBIM
relaTUTOM, aKTUBHBIM XPOHUUYECKUM I'elIaTUTOM, LIUPPO30M IIEUEHH, JIUM(PONPOIrpepaTUBHBIMU
U MuenonpoiupepaTUBHBIMU  3a0oneBaHMsIMHU, Jeiikemuen, wmuenoaucmiasuein (MC),
COITYTCTBYIOIIMMH  3JIOKAYECTBEHHBIMH HOBOOOPA30BAaHMUSAMU M  CEPhE3HBIMH  CEPIEUHO-
COCYIUCTHIMU 3a00JIeBaHUSAMH (3aCTOWHAs CepAeyHas HEIOCTaTOYHOCTh 3—4  CTEICHH,
GuOpHILIISILAA  TPEACepAnHd, COCTOSHUE IOCIe A0PTO-KOPOHAPHOIO HIYHTHPOBAHUS WU

YCTaHOBKHU CTE€HTA) HE YCTAHOBJICHBI.
Ilomeps ¢hynkyuonanvrozo norumopguzma uzogpepmenma CYP2C9

DKCTO3UIIHSI aBaTpoMOoOIIara MOKeT ObITh MOBHIIICHA Y TAIIMEHTOB C MOTepel (PYHKIIMOHATHHOTO
nonumopdmsma nzopepmerntoB CYP2C9*2 u CYP2C9*3. V 310poBeIX CyOBEKTOB (n = 2),
TOMO3HUTOTHBIX B OTHOIICHHH JAHHOW MyTanuu («MeIJICHHBIE)» METa0O0In3aTOPHh), SKCIIOZUIIHS

OblTa B 2 pasa BhIIIE, YeM Y CyObeKkTOB 0e3 myTtaruu nzopepmenta CYP2CO.
eTH

besonacHocts u 3¢ ¢exkTuBHOCTH aBaTpoMOomara y naerel B Bo3pacTe Mianme 18 jer

HC YCTAaHOBJICHBI. I[aHHBIG OTCYTCTBYIOT.

Cnoco0 ImpuMeHeHus

BnyTps.

[Ipumenenne mnpemapata HE0OXOIUMO HAYMHATH M MPOJOJDKATh IMOJA HAOIIOJEHUEM Bpada,
UMEIOIIETO OIBIT JIYeHHsI reMaTojorudeckux 3aboneBanuid. [Ipemapar Jlomtenmer cremyer
OPUHUMATh C MHIIEH B OAHO M TO XK€ BpeMsa AHS (YyTpOM HJIM BEYEpPOM), B TOM 4YHUCIIE

IIpY IPUMEHECHUU TIperiapaTa pexe OJHOTO pa3a B CYTKH (CM. pazzaern 5.2.).

4.3. [IpoTuBONOKA3aHUS
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- ['MnepuyBCTBUTENHHOCTH K aBaTPOMOOTIATY HJIH %géﬁﬁ%ﬁgﬁghﬁ:};ﬁﬁgﬁk %%%'CTB,

IIEPEYUCIIEHHBIX B pa3zaene 6.1;

- TpomOoruToneHuss y TMaMEHTOB C Muenoauciiactudeckum cuaapomom (MJC),

cM. pazzen 4.4;

- Bo3spact o 18 ner;

HenepeHOCUMOCTH JTaKTO3bI, JEPHUIMT JTAKTA3bI, [IIOKO30-TAIAKTO3HAS] MaIbaOCoOpOIusl.

4.4. OcoOble ykazaHusl M Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

Crnenyer cobmogaTh OCTOPOXKHOCTb IIPU IIPUMEHEHUH Npernapara:

- VY DanMeHToB C XPOHMYECKUMH 3a00JIEBaHUSMH TICUEHH; Yy MAI[MEHTOB, HMEOLINX
U3BECTHBIE (DAaKTOPBI pUCKA TPOMOOIMOOIHIA 1 y MAIMEHTOB, paHee MPUHUMABILUX aBaTpoMOoIar
(cM. HIKE);

- IIpy OOHOBPEMEHHOM NPHUMEHEHMH C YMEPEHHbBIMH WJIM CHUJIBHBIMH JBOWHBIMU
unruouropamu uzopepmentoB CYP2C9 u CYP3A4/5 wimm toneko uzodpepmenta CYP2C9
(HampuMep, GIIyKOHA30J1) y TAIIMEHTOB C XPOHUYECKUMHU 3a00JIeBaHUSMH IEUYCHH U XPOHUYECKON
WMMYHHOUH TPOMOOITUTOIICHHEH (CM. HUKE U pa3zaen 4.5.);

- IIpy onHOBpeMEHHOM INPUMEHEHUH aBaTpoMbomnara ¢ ImpenapaTaMu HHTEpQEpoHa,
[JIIOKOKOPTUKOCTEPOUAAMH, JAaHA30JI0M, JAallICOHOM, BHYTPHUBEHHBIM HMMYHOTJIOOYJIMHOM H
C YMEpPEHHBIMHU WJIM CHJIBHBIMU JIBOMHBIMH HHIYKTOpaMu uzopepmeHToB CYP2C9 u CYP3A4/5
nin Toiabko m3odepmenta CYP2C9 (mampumep, pudammuiuH, 3H3aIyTaMun), (CM. HIDKE U
paszmen 4.5.);

- Ecnu nedenue aBarpomOonaroM mpekpaaercs Ha (oHe rmpreMa aHTUKOaryJasHTOB WIN

AHTUTPOMOOIIMTAPHBIX PENapaToB (CM. HIXKE).

TpomM0603/TpoMO0IMO0INYECKIE OCIOKHEHMUS

N3BecTHO, 4TO MAIMEHTHI C XPOHHYECKUMHU 3a00JICBAaHUSMU ITEUEHU MTO0ABEPKEHBI TIOBBIIIICHHOMY
PUCKY TpOMOOIMOOIHYECKUX OCIOKHEHUW. Y TAIMEHTOB C XPOHHUYECKHMH 3a00JICBaHUSIMHU
MeYeHH M KOJMYECTBOM TpoMmOoimuToB >200 x 10°/71, MOMy4aBIIMX aroHHCT pELENTOPOB
TPOMOOTIOATHHA, OTMEYadd YBEJIWYEHHE YacTOThl pa3BUTHUS TpomMOO3a BOPOTHOM BEHBI.
VY manuMeHToB ¢  XpPOHMYECKOM HMMMYHHOH TpomOomHTOneHueil TpomMO03IMOOIHUYecKue
OCIIO’)KHEHUS (apTepHalibHbIC WU BEHO3HBIC) BOZHUKANH Y 7 % (9/128) manueHToB, moMy4aBIIHX

aBarpomborar (cm. paszuen 4.8.).
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[Ipenapar JlonTeneT He M3ydaid y TAIHEHTOB| C npeaﬁ%%é{g EEEM%EE rreCRMT

ocioxHEeHUsIMU. ClelyeT yYUThIBaTh MOTCHIUAIBHBINA MOBBIIIEHHBIA PUCK Pa3BUTHS TPOMOO30B
Ha (oHE MpUMEHeHHus mpenapara JlonTeneT y HalMEHTOB C W3BECTHBHIMH (DaKTOpaMH pHUCKa
TpoMOO0IMOOIHMH, BKIFOYAs, IOMUMO IPOYETr0, TEHETUYECKHE MPOTPOMOOTHUECKHE HAPYIICHUS
(trakme xak mytamus ¢aktopa V Jleiinena, momumopdusm 20210 G->A rena mpoTpomOuHa,
neguuut aHTUTpoMOMHA, neduuut nporemHa C wim S), U NpHOOpeTeHHbIe (aKTOPBI pHCKa
(Hanmpumep, aHTU(OCPOIUNUIHBIN CHHAPOM), a TaKXKe IMOXKWIOH BO3pacT, AJIUTEIbHYIO
UMMOOMIIN3AINIO, 3JI0KAYECTBCHHBIE HOBOOOpPA30BaHUS, NPUMEHEHHE KOHTPALENTHBOB U
3aMECTHUTEIbHON TOPMOHAIILHOM Tepanuu, Xupypruieckue BMEIaTeIbCTBa/TPaBMbl, 0)KUPEHUE U
kypenue. Ilpenapar JonTener He cieayeT Ha3HAa4yaTh NalMEHTaM C XPOHMYECKUMH
3a007I€BaHUAMU TI€YEHH WM XPOHUYECKOM HMMMYHHOH TpOMOOLMTONIEHUEH B TOIBITKE
HOPMaJIN30BaTh KOJIMYECTBO TPOMOOITUTOB.

Yinaenue natepsana QTc npu 0JHOBpEMEHHOM IPUMEHEHNH IIPENAPATOB

[Ipu sxcno3unmu npenapara [lonrener, cpaBHUMON € 3KCHO3ULMEN IpH npueme 1036l 40 Mr u
60 Mr, He MPOWCXOAUT y/uMHEeHHs uHTepBana QT 10 KIMHWYECKHM 3HAYMMBIX 3HAYCHU.
DddexTr! yymHeHus: uarepsaiga QTc B cpennem 6omee 20 MC HE 0KHUIAIOTCS TIPU TPUMEHEHUN
npernapara B MAaKCUMaJIbHOW PEKOMEHJIOBAHHOM TEpanmeBTUYECKOW J03€ COIIACHO aHalu3y
uH(popMauu 00beTMHEHHBIX KIMHIUECKUX uccienoBanuii (KN) y manueHToB ¢ XpOHUYECKUMU
3a0oneBaHuAMHU TedeHu. OAHaKo cieayeT coONI0aTh OCTOPOKHOCTH IPH OJHOBPEMEHHOM
IpUMEHEeHUU mpernapara Jlonrener ¢ yMepeHHbIMU WM CHUJIbHBIMU JBOWHBIMH WHTHOUTOpaMU
nzopepmentoB CYP3A4/5 u CYP2C9 wunm ymMepeHHBIMHM WM CHJIBHBIMH WHTHOWTOpaMU
uzopepmernra CYP2C9, mockonbky AaHHBIE MpenapaThl CHOCOOHBI MOBBIMIATH SKCIIO3UIIUIO
aBatpomOomara. Taxke cienyer coONf0aTh OCTOPOKHOCTh MpPH HA3HAYCHHWM TIperapara
nanyeHTaMm ¢ noreped pyHkumoHanmbHOro noauMopduszma uzopepmenta CYP2C9, BBuay uero
9KCIIO3ULHUS aBaTpoMOOIIara MOKeT MOBBIILIATHCS.

Penmous TDOM6OI_[I/ITOHGHI/II/I N KpPOBOTCYCHHC II0CJIC NPCKpaICHHUA TCpallMy VY IIAIITMCHTOB

C XPOHUYECKOU MMMVYHHOU TpOMOOIIUTOEHUEN

[Tocne mpekparnieHus jedeHus aBaTpoMOomaroM y mamueHToB ¢ XWUT MokeT BO3HUKHYTH
peuuauB TpoMOouurtonenuu. llociae mpekpamieHus Mpuema aBaTpomOoriara KOJIHYECTBO
TPOMOOIIMTOB BO3BpAIaeTCd K HMCXOJHOMY YPOBHIO B TE€UYEHHE 2 HEAeNb Yy OOJBIIMHCTBA
MAanuCHTOB, YTO YBCIMYHUBACT PUCK KPOBOTCUYCHUA WM B HCKOTOPBIX ClIydadX MOXCT IMPUBCCTHU
K KpOBOTEUEHHIO. PHCK KpOBOTEUEHHs TMOBBINIAETCS, €CJIU JIeUeHHWE aBaTpomMOOmarom
npekpaiaercss Ha (oHE MpueMa aHTHUKOAryJIsSHTOB WJIM aHTUTPOMOOLIMTApHBIX IPEraparos.
CJIG,Z[yGT THIATCIIBHO KOHTPOJUPOBATL KOJIUYCCTBO TpOMGOI_II/ITOB U T[PUHUMATb MCPbI

10 NpoMIAKTUKE KPOBOTEUEHUH IOCIE IMpeKpalleHusi JieueHus: aBatpombomaroM. B ciyuae
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MpEeKpaIieHus: MPUMEHEHUs aBaTpoMOornara peKOMeﬁg%gcle%g%%Egﬂyfb I::B'II:‘-GE&{I;JI:ZC.I:ILI).{HT

1y OTUETY

B COOTBETCTBHU C I[GI\/'ICTBYIOH_II/IMI/I PCKOMCHAAUUsAMU IO  JICHCHMUIO. I[OHO.HHI/ITCJIBHBIG
TCPANICBTUYCCKUC MCPOINIPUATHA MOTYT BKJIHOYAaTh OTMCHY aHTHKanyHHHTHOﬁ I/I/ niim
AQHTHArperaHTHOW TEpalui, BOCCTAHOBJICHHE KOATYJSIHTHOTO TIOTCHIMANA WU TMOIICPKKY
TPOMOOIIMTAPHOTO TreMOCTAa3a.

IIoBhIIICHHOE O6D&30BaHI/I€ PETUKYIJIMHA B KOCTHOM MO3T€C

YBenuueHne peTUKyJIMHa B KOCTHOM MO3I€ IPOUCXOIUT B PE3YJIbTaTe CTUMYJISLIUU PELIETITOPOB
tpoM6bomnosdTrHa (TIID), 4To MPUBOIUT K yBETWYEHHUIO KOJUYECTBA METAKAPUOLIUTOB B KOCTHOM
MO3re M, KakK CJeICTBHE, BO3MOXHOMY TIOBBIIIEHHOMY BBIJCICHUIO ITUTOKHHOB. YBEJIMYEHUE
PETUKYJIMHA MOHO TPEAINONOXKUTh, MCXOAS M3 MOPQOJIOTHUECKUX M3MEHEHUH KIETOK
nepuepuyeckoil KpoBH, € TMOCIEAYIOUIMM MOJITBEPKACHUEM C MOMOIIBI0 OUOICUU KOCTHOTO
mo3sra. [ToaToMy 10 U BO BpeMms JiedeHHs] aBaTpOMOOINaroM Jyisi BBISABICHUS MOP(OIOTHUECKUX
U3MEHEHUH pEeKOMEHIYyeTcsl HccielloBaHue Mas3ka Tnepudepudyeckoid KpoBH U OOILIEro
KJIMHUYECKOT'O aHAJIN3a KPOBH C MOJICUETOM JICHKOIIUTAPHOI (POPMYJIBL.

Ecnu y manueHToB HaOmIONaloTCsl CHIDKEHHE 3(PQPEKTHMBHOCTH Tepanmuu U Mopdosorndyeckue
U3MEHEHHUS KJIETOK nepudepuueckoil KpoBH, ClelyeT MpeKpaTUTh MPUMEHEHHe aBaTpomOonara,
IIPOBECTU OCMOTpP U OOCIeqOBaHKHE MAIlMeHTa U PAacCCMOTPETh BOMPOC O MPOBEACHUH OHOIICHU
KOCTHOT'O MO3I'a C COOTBETCTBYIOIIMM OKpaIIMBaHUEM Ha PETUKYIUH. Eciin BO3MOXKHO, clieqyer
CPaBHUTH Pe3yJIbTATHI C MPEAbIAYIIEeH Ononcrueit KOCTHOro Mo3ra. Ecian a3 peKTHBHOCTD JIeUeHHS
COXpaHsieTcs, a Yy TallMeHTOB HabmonaoTcss MopQOJIOTUYECKUe OTKJIOHEHHs B MasKe
nepudepudecKoil KpoBH, Bpad JODKEH CIIEOBAaTh HAJJISKalle KIMHUYSCKON IPaKTHKE,
BKJTIOYAIOIIEH PacCMOTPEHUE BOMPOCa O MPOBEACHUU OMONCHM KOCTHOTO MO3Tra M MOBTOPHYIO
OLIEHKY COOTHOIIEHUS PUCKa U TOJIb3bI aBaTpoMOornara u ajJbTepHATUBHBIX BAPHAHTOB JICUCHUS
XUT.

[IporpeccupoBalue CYIIECTBYIOMIEr0 MUEIOMUcIuIacTuueckoro cuaapoma (MAC)

DddextuBHOCTF M Oe€30MacHOCTh Mpemapata JlomreneT mnpu J€YEHHH TPOMOOIUTOTICHHUH,
oOycnoBinennoii MJIC, HeusBectHa. Ilpumenenue mnpenapara JlonTener s JeYeHHS
TpoMmbonuToneHuu, BeizBanHo M/[C, BO3MOKHO TOJIbKO B pamkax K.

Aronuctel peuentopoB TIID mpencraBisoT cobol ¢GakTopsl pocTa, KOTOPHIE CIIOCOOCTBYIOT
pPa3MHOXEHHIO, AUPPEPEHIUPOBKE TPOMOOIMOAITHUECKUX  KJIETOK-TIPEIIECTBEHHUKOB U
npoaykuuu  TpomboruToB.  Pementoper  TIID  skcmpeccHpyroTcss — MPEeUMYIIECTBEHHO
Ha MIOBEPXHOCTH KJIETOK MHUENOUAHOro poctka. CyllecTByeT omaceHue, 4YTO aroHUCTHI
peuentopoB TIID mMoryt cTuMynupoBaTh NPOrpecCUPOBAHKE CYIIECTBYIOLIUX 3710KAUYECTBEHHBIX

HOBOOOpa3oBaHMi kpoBH, Takux kak M/JIC.
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Huarno3 XUT y B3pOCHbIX U MOKUJIBIX MAIIMGHTOB Mdgé:f:61ﬁ;'%|éﬁTE%&kﬁg; ':rgﬁf%l:'r-rlécne

HNCKIIKOUCHUA ;[pyrI/Ix KIMHNYCCKHUX COCTO}IHI/II\/'I, HpOHBH}IIOH_II/IXCH TpOMGOI_II/ITOHeHI/IeI\/'I,
B YaCTHOCTH, JOJDKeH ObITh uckitoueH nuarHo3 MJIC. Cremyer paccMOTpeTh BO3MOMKHOCTH
MIPOBE/ICHUS acTIMPallid U OWOTICHU KOCTHOTO MO3Ta B XOJI€ JIeUeHHUs 3a00JieBaHUsI, OCOOCHHO
y ManueHToB crapie 60 JIeT, y MalUeHTOB ¢ CHCTEMHBIMH CUMIITOMAMHU MM ITaTOJIOTHYECKUMU
NpU3HAKaMU, TAKUMU KaK yBEJIHMUYCHHE YHcia nepudepruueckux 6JaCTHBIX KIETOK.

Tspoxenas neueHOYHAs HEJOCTATOYHOCTh

[TomydeHsl OrpaHWYEHHBIC JAaHHBIE O NMPUMEHEHWW aBaTpoMOomara y MamueHTOB C TSKEIOU
neYeHouHOH HenmocTaTouHOCThIO (Kimace C mo Yaina-ITero, nanekc MELD> 24). ABarpom6omar
ClieyeT Ha3HA4YaTh TAKUM MAIMEHTaM TOJBKO B Cllydae, €CIM OXKUAaeMasi MOJb3a MPEBHIIIAeT
nperoaraeMblil puck (cM. paszaenst 4.2. u 5.2.).

B cooTBeTcTBHM C KIMHUYECKON MPAKTHKON HEOOXOAMMO BHUMATEIHLHO HAOIIOAATh 32 pAHHUMHA
MpU3HAKAMHU YXYIIICHUS WA Pa3BUTHS TICYCHOYHOMW dHIE(DAIONaTHH, acliuTa U CKJIOHHOCTH
K TpOMOO3aM WJIM KPOBOTEUYCHHSIM Yy MAIMEHTOB C TSOKEIOW MEUYEHOYHOM HEIOCTATOYHOCTHIO
C TIOMOIIBIO OLIEHKH PE3yNbTAaTOB (PYHKIIMOHATBHBIX MPOO TEYEHH, aHAIU30B IOKa3aTesen
CBEPTHIBAaHUS KPOBH U BU3yaJIM3aIlMH MOPTATBLHON COCYAUCTOM CUCTEMBI TPH HEOOXOIUMOCTH.
[TaniieHTOB C MEYEHOYHOW HEAOCTaTOYHOCThIO Kiacca C mo Yalna-Ilpro, nmpuHUMaOImMX
aBaTpoMOoIar 10 WHBa3MBHOW MpPOLEAYpHl, B J€Hb HPOBEICHHUS MPOIEAYPhl HEOOXOIMMO
oOcienoBaTh JJisi BBISBJICHHS BO3MOXKHOTO HEOXXHJIAHHO BBICOKOTO YBEIUYEHHUS KOJIMYECTBA
TPOMOOITHUTOB.

[IpuMeHEHNE V MAIMEHTOB ¢ XPOHUYECKUMU 3a00JICBAHUSIMU INCYCHHU, KOTOPBIM BBIMMOJIHAIOTCS

HWHBA3UBHBIC ITPOLUCAYPbI

Henpio Tepanuu npemapaToM JlonTeneT SBIseTCs YBEIHMUYEHHUE KOTUIECTBA TPOMOOIIUTOB. XOTS
npoduiIb MONB3bI-PUCKA MHBA3WBHBIX MPOLEAYP, KOTOpPbIE CIEUUANTbHO HE ObUIM BKIIOYCHBI
B KJIMHUYECKHE UCCIIEIOBaHUs, BEPOATHO, OYAEeT COMOCTaBUMBIM, d3(PQPEKTUBHOCTH U
0e30MmacHOCTh aBaTpoMbomnara He OBLIM YCTAHOBJICHBI MPU TaKUX KPYMHBIX XUPYPTHUYESCKHX
BMEIIATEIbCTBAX, KAK JaMapoOTOMHS, TOPAKOTOMHUSA, OIEpalusi Ha OTKPBITOM CepAille,
KPaHUOTOMMUS WIH YAAJIEHUE OPTaHOB.

[loBTOpHOE JICUCHHE IAIIMECHTOB C XPOHHYCCKHUMH 3a00JICBAHUSIMU NEYCHU, NEPEHECIHINX

HWHBA3UBHBIC ITPOLUCAYPbI

Wndpopmanus o mpuMeHEHUHM aBaTpoMmOonara y MalMeHTOB, paHEe IMOJYYaBUIMX TEPaIHIo
aBaTpoMOOIIarom, OrpaHNYCHa.

CoBMeCTHOE MPUMEHEHHE ¢ IIpenapaTaMu HHTephepoHa
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Xopomio M3BECTHO, YTO TpenapaTsl HHTEpQepoHa CHMng%ﬁﬁé&%Q%MEEMBTO

CllelyeT Y4YUTBhIBaTh IPH OJHOBPEMEHHOM IPHUMEHEHUHM aBaTpomOomara ¢ mpenapaTamu
UHTEpEpoHa.

JlakTo3a

[TanmeHTamM C peaKo BCTPEYAIOLIEHCS HACIEICTBEHHOW HENEPEHOCUMOCThIO TajlaKTO3bl,
NeUIUTOM JIaKTa3bl JIOTIAPEH WM TJIIOKO30-TATAKTO3HOW MabaOcopOmueil He cleayer

MIPUHUMATh 3TOT IIpemnapar.

4.5. B3aumopaeiictTBMe ¢ JPYrMMH JIEKAPCTBEHHbIMH MNpenaparaMu W JApyrue BHAbI

B3aNMOJAEHCTBUSA

Muaruburopsl P-rnukomnporenna (P-gp)

OnHOBpeMEHHOE MPUMEHEHUE aBaTpoMOoIiara ¢ MHruOuTOopamu P-gp mMpUBOAMIO K M3MEHEHUSAM
9KCIO3HUIMU, KOTOPbIE HE ObUTH KIIMHUYECKH 3HAYMMbIMUA. He pekoMeHIyeTcst KOppeKTHPOBaTh
o3y mpemaparta (cM. pazzaen 5.2.).

Muaruburopsl nzobepmertos CYP3A4/5 u CYP2C9

OpHoBpeMEeHHOE MpPUMEHEHHE aBaTpoMOomnara ¢ YMEpPEHHbIMH U CHUJIbHBIMU JBOMHBIMU
uaruouTopamu u3opepmenToB CYP3A4/5 u CYP2C9 (manmpumep, (iykoHA3071) MOBBIIIAET
HKCMO3ULIMIO aBaTpombonara. OIHOBpEeMEHHOE NPUMEHEHHE aBaTpoMmOornara ¢ yMEpeHHbIMU H
cuiibHBIMU MHTHOUTOpaMu m3odepmenta CYP2C9 nmpeanonokuTenbHO MOBBIIACT HKCIO3HUIINIO
aBaTpomoboriara.

XpoHuueckue 3a601e6anus nevenu

[Ipennonaraercs, 4To yBeIWYEHHUE HKCIO3ULIMU aBaTpoMOoOmnara B pe3yibTaTe ero MpUMEHEHHS
B TCUCHHE 5 JAHEH HE OKaKET KIMHMYECKH 3HAYMMOTO BIIMSHUS Ha KOJIUYECTBO TPOMOOIUTOB;
KOppeKuusi 7036l He pekoMmeHayercs. OIHaKo B JIeHb NPOBEICHHS MPOLEAYphl HEOOXOIMMO
o0crenoBaTh ATUX MAIUEHTOB ISl BBISIBIICHUS BOZMOKHOT'O HEOKUJAHHO BBICOKOTO YBEIHUYEHUS
KOJIMYECTBA TPOMOOIIUTOB (CM. pazaensl 4.2. u 5.2.).

Xpouuqecmzﬂ UMMYHHAA mpoxwéouumonenwz

Crnemyer CHU3UTh HayalbHYIO 03y aBaTpomOomara IpU OJHOBPEMEHHOM IPHMEHEHHUH
C YMEpPEHHBIM WIH CHJIBHBIM IBOWHBIM HHruoutopoM nzopepmentoB CYP2C9 u CYP3A4/5
(cm. Tabmuny 4 u paznen 4.2.). CHUKCHHE HAUYATBHON 103bI MOXKET OBITH IIETIECOOOPA3HBIM TaKKe
y MAIUEHTOB, MPUHUMAIONIUX YMEPEHHBIE WM CUIIbHBIE HHTHOUTOPHI n3odepmenta CYP2C9I.

Y manueHToB, KOTOpblE HAa4YMHAIOT TPUMEHEHHWE YMEPEHHBIX WM CHJIBHBIX JIBOHHBIX

unruouropoB m3opepmentoB CYP2C9 u CYP3A4/5, a Takxke yMEpEHHBIX HIU CHIBHBIX
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uHruouTopoB n3odepmernta CYP2C9 na pone npuema aégjﬂr_;oﬁmg'%E%Jfl{c_dﬂ¥ﬁbﬁn5t;éan

KOJINYECTBO TPOMOOIIMTOB U TP HEOOXOIUMOCTH KOPPEKTHUpPOBaTh 03y aBaTpoMoOoriara
(cm. Tabnuny 2, Tabnuiy 3 u paznen 4.2.).
Hunayxrops! uzodepmento CYP3A4/5 u CYP2C9

OpnHoBpeMEHHOE MPUMEHEHHE YMEPEHHBIX MM CHJIbHBIX JBOWHBIX MHIAYKTOPOB M30(EepPMEHTOB
CYP3A4/5 u CYP2C9 (mampumep, pu(aMIUIUH, SH3UTYTaMUA) CHIDKACT HKCHO3HIIUIO
aBaTpoMOoIiara U MOKeT MPUBECTU K YMEHBUICHUIO KOJIUYeCTBAa TPOMOOIIMTOB. OJTHOBPEMEHHOE
NPUMEHEHUE  YMEPEHHBIX  WJIM  CWIBHBIX  WMHAYKTOpoB  m3odepmenta  CYP2CO,
MPEOJIOKUTEIHHO, CHIKAET SKCIIO3UIINIO aBaTpomMbomnara.

Xponuueckue 3a001e6aHus neyeHu

He oxwupmaercs KIMHMYECKHM 3HAYMMOTO BIHMSHUSA CHIDKEHHUS SKCIO3UIMM aBaTpomOorara
B pe3yJbTaTe ero MPUMEHEHUsI B T€UeHHE 5 THEH Ha KOJIMYECTBO TPOMOOIMTOB; KOPPEKILIUS O3B
HE peKoMeHayeTcs (CM. pa3aen 5.2.).

Xponuueckas UMMYHHAS MPOMOOYUMONEHUs

Crnemyer  TOBBICUTH  PEKOMEHIYEMYI0  HadalbHYl0  J03y  mpemapara  Jlomrener
IIpU OAHOBPEMEHHOM MPUMEHEHUU C YMEPEHHBIMU WJIU CUJIbHBIMU JBOWHBIMH WHAYKTOPaMU
nzodepmentoB CYP2C9 u CYP3A4/5 (cm. Tabmumy 4 u paznen 4.2.). Bo3MOXHOCTh YBETTUUCHUS
HayaJIbHOM J03bI Iperapara cieyeT pacCMOTPETh U Ul MallMEeHTOB, IPUHUMAIOIINX YMEPEHHbIC
WIN CHJIbHBIE HHIYKTOPBI n3opepmenta CYP2CO.

VY nauueHToB, KOTOpble HAUMHAIOT IPUMEHEHUE YMEPEHHBIX UJIH CUJIbHBIX TBOMHBIX HHIYKTOPOB
nzopepmerntoB CYP2C9 u CYP3A4/5, a Takxke yMEpPEHHBIX WM CHUJIBHBIX HWHIYKTOPOB
uzodpepmenta CYP2C9 na one npuema aBarpombomnara, cienyeT KOHTPOJIUPOBATH KOJTUIECTBO
TPOMOOILIUTOB M MPU HEOOXOAMMOCTH KOPPEKTHPOBATh 103y aBarpomOomara (cMm. Tabmuiry 2,
Tabmumy 3 u paznen 4.2.).

JlekapcTBeHHbIe Ipenapathl Jurs Jeuenus XUT

B k1MHMYECKHUX MCCIEAOBAHUAX MperapaTsl, IpuMeHseMble s edeHuss XUT B komOuHamu
¢ aBaTpoMOOIIarom, BKIIIOYAIIN TIIFOKOKOPTUKOCTEPOUIBI, TaHA30JI, JATICOH U UMMYHOTTIOOYINH
JUIsT BHYTPUBEHHOTO BBeJeHUA. [Ipu codeTaHHOM NPUMEHEHHHM aBaTpoMOomara ¢ JpYTHMH
npenaparamu i ieueHus XNUT cinenyer KOHTpOJIMpPOBaTh KOJIMYECTBO TPOMOOITUTOB, YTOOBI OHO

HC BBIXOAWJIO 3a NPCACTIbI PCKOMCHIAOBAHHOI'O JUAIlla30HA HOPMBEI.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JAKTALMS

bepemeHHOCTD
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JlanHbIe 0 MIpUMEHEHUHU aBaTpoMboriara y 0epeMeHHBIX %%%QgﬁﬁE%kH&OEE&C&IMT

Pe3ynpraroB wHccienoBaHuMid Ha JKUBOTHBIX HENOCTATOYHO JUISI OLIEHKH PENpPOAYKTUBHOM
TOKCHYHOCTH (cM. pazaen 5.3.). Ilpemapar JlonTener He peKOMEHIYeTCs MPUMEHSTh BO BPEeMs
OepeMEeHHOCTH U JKEHIIUHAM C PENPOAYKTUBHBIM MOTEHIMAIOM, HE UCIOIB3YIOIINM HAJASKHYIO

KOHTpAIEIIINIO.

JlakTamus

OTcyTCTBYIOT AAHHBIC O MOCTYIIJICHUU aBanOMGOHaI‘a B MAaTCpHUHCKOC MOJIOKO, O BJIMSIHUU
Ha pGGGHKa, HaxXoodgmerocd Ha rpyaHOM BCKAPMIIMBAHUUW, UJIU O BJIMSIHHUU HA BblpaGOTKy MOJIOKaA.
HewsBecTHO, BBIOENSETCS JIM aBaTpoMOONar WM €ro METa0OIHThl B TPYTHOE MOJIOKO.
ABaTtpomMObomnar oOHapy>KHBAJICSI B MOJIOKE KOPMSAIIUX KPbIC (cM. pazzaen 5.3.). Henb3st uCKITIOUnTh
pUCK s rpyaHoro pebeHka. Heo0XoaMMoO MPHUHATH peIIeHHE O MPEeKpPalleHUd TPYAHOTO
BCKapMJIMBaHMS WK O TIPEKPALICHUH/BO3ICPKAHUHU OT TE€paIuy rpenaparom Jlonresner ¢ yuetom

M0JIb3bI TPYHOTO BCKapMJIMBaHUs Ui peOeHKa U MOJIb3bl TEpAIuU JIsl MaTepH.

DdepTUabHOCTD

Bnusinue aBarpomOomnara Ha (hepTHIBHOCTh YE€JIOBEKAa HE YCTAHOBIIEHO, U PUCK HE MOXET OBITh
UCKJIIOYeH. B uccrnenoBanmsx Ha ®UBOTHBIX aBaTpOMOOIIAr He BIUSI Ha (PepTUIILHOCTD CaMIIOB U

CaMOK WJIM paHHUN dMOpHOTeHe3 y KpbIc (CM. pasaen 5.3.).

4.7. BausiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMHM H PadoTaTh

C MEXaHU3MaMH

HpenapaT HOHTGHGT HC OKa3bIBACT MJIM OKA3bLIBACT HCCYIICCTBCHHOC BJIMAHHC HaA CIIOCOOHOCTh

YIIPaBJIATH TPAHCIIOPTHBIMU CPEACTBAMH U Pa0OTaTh C MEXaHU3MaMH.

4.8. HexkennaTeibHbIe peakuuu

Pesrome mpodunsg 6Ge3onacHocTH

Xponuueckue 3a601e6aHus neyeHu

be3onmacHocTh aBarpomOomara onenmBai B aByX KW, B koropeix 430 manueHToOB
C XpOHUYECKUMH 3a00JICBAHMSIMHU TI€YEHU W TPOMOOIMTOTNICHUEH TMOJydaid aBaTpomMOomar
(n=274) wmm mnane6o (n=156), u UMenn pe3yNbTaThl OJHOKPATHON OILEHKH 0e30MacHOCTH

nocjie npueMa mnpemnapara.
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(NOCNEQCBATENEHOCTE 0002)

XpOHull€CKa}Z UMMYHHAA mp0M6ouum0neHuﬂ

besonacHocts aBaTpomOomara oueHuBaM y 161 mammeHTa C XpOHHYECKOW HMMMYHHOM
Tpombonuronenuerd. O6beauHeHHbIe TanHble Mo O0e3omacHoctu KU BrimrovaroT 128 manueHTos,
KOTOpbIE TPHHUMAIM aBaTpoMOomar B TedeHHe 29 Hemenb (MeawaHa MPOAOJIKUTEIHBHOCTH

TEpanuH).

TabnauuHoe pe3roMe HeKEIaTeIbHBIX DEAKIIHNA

Hexenatenbublie peakiuu (HP) knaccuduumpoBany no npeanodTuTeIbHOMY TEPMUHY U KJlaccy
CHCTEM OpPIaHOB M 10 YacToTe pa3BUTHA. YacToTy pa3sutus HP onennBanu cneayromumm o0pazom:
oueHb vacto (>1/10); gacto (>1/100, <1/10); mewacro (>1/1,000, <1/100); peaxo (>1/10,000,
<1/1,000); ouens peako (<1/10,000), yacToTa HeM3BeCTHA (HAa OCHOBAHMH MMEIOIITUXCS JTAaHHBIX

OIICHUTH HEBO3MOIKHO).

Tabauua 5. [onyasnusi MaMEHTOB ¢ XPOHUYECKUMH 3200/IeBAHMAMM NeYeHH

Kuaacce cucrem opranos
(TepMuHOIOTHS Yacro Heuacro YacToTa HeM3BECTHA
MedDRAY)
Hapyienus co ctopoHbl Anemust
KpOBHU U TUM(DATHIECKOU
CUCTEMBbI
Hapymenust co ctoponbl Peakuuu
UMMYHHOU CHCTEMBI TUIEPYYBCTBUTEIHLHOCTH
Hapymenust co cTopoHsl Tpom603
COCYJIOB BOPOTHOM BEHBI
Hapymenust co cTopoHsl Bonb B koCTAX
MBIIIICUHOM, CKEJICTHOM B
. Muanrus
COETMHUTENIbHOM TKaHU
OO0mwme HapyIIeHHUs 1 Yromigemocts | JIuxopaaka
pEaKIuy B MECTE BBEICHUS

Meouyunckuii cnpasoyHuK 05 pe2yisimopHo-npasoeot oeamenvHocmu (MedDRA)

Tadmuna 6. Ilonyasinus NANMEHTOB ¢ TNEPBHYHONW XPOHMYECKOH HMMMYHHOM

TPOMOOIUTOTIEHH eI
Kiaace cuctem opranos Yacrora HesxenarenbHast peakuus
Tepmunosiorns MedDRA
Nudexnnn u nHBa3zun Heuacto DypyHKYI, CENTHYECKUN TpoMOOodeOuT,
UH(pEKINs BEpXHUX JbIXaTeIbHBIX MyTeil
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Kuacc cucrem opranos Yacrora

Tepmunosiorns MedDRA

JloOpokauecTBeHHBIE, Heuacto Muenodudpos

3JI0KAYECTBEHHBIE U

HEYTOYHEHHBIE

HOBOOOpa3oBaHUs (BKIIOUYAs

KHUCTBI U TIOJIHITHI)

Hapyenust co croponsl kpoBu u | HacTo TpomOouuTONEHUS, AaHEMHUSL, CTIIEHOMET aJIHSI

TUM(ATHIECKON CUCTEMBI Heuacto JlelKonuTo3

Hapymenust co ctoponbl Yacrota Peakuyu runepuyBCTBUTEIIBHOCTH

MMMYHHOH CHUCTEMBI HEN3BECTHA

Hapymenus metabonnsma u Yacro IN'unepiununemusi, CHUKEHHE alllleTUTa

ITATAHAA Heuacro Jlerupararus, TUTIEPTPUTINIIEPUAEMHS,
yCUJICHUE aNIeTuTa, 1eQUIINT Kene3a

[Tcuxuueckue HapyLIeHUs Heuacrto Konebanus HacTpoeHus

Hapymenust co ctopoHbl HEpBHOM

OueHp 4acTo

I'osoBHas 6oib

CUCTEMBI YacTto I'onoBokpyskeHue, TMCKOM(MOPT B TOJIOBE,
MUTPEHb, TapecTe3us
Heyacto WNHCYNbT, KOTHUTUBHOE PacCTPOMCTBO,
JTUCTEB3US, TUIIECTE3Hsl, HApYyILIEHUE
YYBCTBUTEIBLHOCTH, TPAH3UTOPHAS
UIIeMHUYEeCKas aTakKa
Hapymenus co croponsl oprana | Hewacto AHOMabHOE ONIYIIECHHE B TJ1a3y,
3peHUs pasapaxeHue rias3, 3y/ B Ia3ax,
MPUITYXJIOCTb IJ1a3, YCHJIEHUE CIIE30TEUCHHE,
nuckoMpopT B rinazax, poropoodus,
OKKJTIO3UsI apTepuil CeTUaTKU, TOMYTHEHHE
3pEHMs], HAPYIIEHHE OCTPOTHI 3PEHUS
Hapymenus co croponsl oprana | Hewacro bosib B yxe, MOBBIIIEHHE OCTPOTHI CIIyXa
ciryxa ¥ JIJaOupuHTa
Hapywmenus co croponsl cepaua | Hewacro Wndapkr muokapaa
Hapymenust co croponsl cocynos | Hacto ['unepronus
Heuacto Tpom003 TITyOOKHX BEH, TPOMOO3 SIPEMHOI
BEHBI, CYy>KEHUE COCYJIOB
Hapymenust co ctoponbl Yacro HocoBoe kpoBoTeueHue, opblKa
ABIXAaTEIBbHON CUCTEMBL, OPTaHOB | {1ayqcro KpoBoxapkaHbe, 3a105)KEHHOCTh HOCA,
TPYIHON KIICTKH 1 CPEOCTCHUS 5MOOJIHs JIETOYHOM apTepun
KenynodHo-kuieuHbIe Yacrto TomrHoTa, IMAapesi, pBOTa, OOIbL B BEpXHEH
HapyIICHUS YacTH )KMBOTA, METEOPU3M
Heuvacro JuckomMdopT B )KUBOTE, B3yTHE )KUBOTA,

00J1b B HIDKHEH 4acTH )KMBOTA, BAPUKO3HOE
pacuIMpeHe BeH IpsiMOi KUIIKH, 3a1op,
OTPBDKKA, TacTpodsodareanbHas
pedarokcHas 001e3Hb, TTIOCCOIUHUSA,
TeMOPPOM, MapecTe3usi POTOBOU MOJIOCTH,
OTEK sI3bIKa, 3a00JIeBaHKE S3bIKA
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PENPOIYKTUBHOM CUCTEMBI U
MOJIOYHEBIX KEJIE3

Kuacc cucrem opranos Yacrora

Tepmunosiorns MedDRA

Hapymenus co croponsl neuenn | Hewacto Tpom603 BOPOTHOI BEHBI

Y JKEITYEBBIBOIAIIMNX MyTEH

Hapymienust co croponst koxku 1 | Yacto CelIib, aKHE, IETEXUU, 3y

HIOJIKOKHBIX TKaHCH HeuacTo Anonenus, CyXoCTh KOKH, KPOBOIIOATEK,
TUIIEPTUIPO3, HAPYIIEHUE MUTMEHTAIIUH,
3yIs11asi ChIlb, KOXKHAsI TeMOpparusi,
pasapaxeHue KOxu

Hapyrenust co CTOpOHBI Yacro Aptpanrus, 6016 B criuHe, 00J1b

MBIIIIEYHOM, CKEJIETHOUN U B KOHEUYHOCTSIX, MUAJITHS, MBIIIIEYHO-

COCAMHUTEIIbHON TKaH! CKeTieTHast 00JIb

Heuacto ApTtpomnartusi, TucCKoM(OPT B KOHEYHOCTSIX,

MBIIIIEYHBIE CTIa3MBbl, MBIIIIEYHAas C1a00CTh,
MBIIIIEYHO-CKEIETHAsI OOJb B TPYIH

Hapymenus co croponsl nouek u | Hewacro I'emarypus

MOYEBBIBOSIINX MyTEH

Hapyienus co ctopoHbl Heuacro Memnopparus, 60516 B cCOCKax

OO01ue HapyIIeHUs U PEeaKIiH B

OueHp 4acTo

YToMigeMoCTh

MECTE BBCACHUA Yacto

AcTteHus

Heuacto

JuckomdopT B rpyau, royox, 00Jib,
nepudeprudecKuii oTeK

JlaGopaTopHsble u Yacro

HHCTPYMCHTAJIBHBIC TAHHBIC

[ToBbIIEHNE KOHIIEHTPAIUU TTIOKO3bI B
KpPOBH, MOBBIIICHHE KOJINYECTBA
TPOMOOIIUTOB, CHUKEHUE KOHIIEHTPAITUH
[JIFOKO3bI B KPOBHU, MOBBIIICHHE
KOHIICHTPAIIUX TPUTIUIEPUIOB B KPOBH,
MOBBIIICHUE aKTUBHOCTH
JAKTaTIETUAPOTeHA3bl B KPOBHU, CHHKCHHE
KOJIMYECTBA TPOMOOITUTOB, TOBBIIIICHHE
aKTHBHOCTH aJJaHMHaMHHOTpaHchepassl,
MOBBIIICHHE KOHIICHTPALIMK TacTpUHA

B KPOBU

Heuacto

IToBbIIEHNE aKTUBHOCTH
acmapraTaMUHOTpaHCc(epasbl, MOBHIIICHNE
apTEepPUATBLHOIO IABJICHUSA, APUTMHUS,
MOBBIIICHHE AKTUBHOCTH ()EPMEHTOB TIEYCHHU

Onucanue OoTAEILHBIX HEKEIATEIbHEIX PEAKIINT

Tpombosmboruu

Meouyunckuil cnpagouHuk 0Jisi pe2yisimopHo-npasosotl desmenvrHocmu (MedDRA)

B KU y manmeHTOB ¢ TpPOMOOIMTONECHHWEH U XPOHUYECKMMHU 3a00JICBaHUSAMHU IE€YECHU OBLI

3aperucTpupoBan 1 ciydaii Tpom003a BOPOTHOH BeHBI (n

1/274) uepe3 14 nueit mocne

OKOHYaHMs JieueHus npemnapatom JJontener. Ota HP Oplia paciieHeHa kak Hecephe3Hasl.
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Y nanMeHToB € XPOHUYECKOM HWMMYHHOM Tpoﬁggﬁﬁrylz'rg}'m@ﬁ:'Tﬁgbﬁ%d'm\]f_@bhlﬁgeéxne

ocnoxkHeHnuss HaOmonamu y 7 % (9/128) maumentoB. EnuHCTBEHHBIM TPOMO0OIMOOIMYECKUM
OCIIO’)KHEHUEM, 3aperucTPUPOBaHHBIM Oojiee 4em y | mamuenTta, ObUIO OCTpoe HapyIIeHHE

MO3TOBOT0 KpoBooOpaieHus, pa3susiieecs y 1,6 % (2/128) namueHTos.

Tpomboyumonenus nocie npeKpaweHus mepanuu y HAYUEHMO8 C XPOHUUEeCKOU UMMYHHOU
mpomboyumonenuetl

VY nanueHToB ¢ XpOHUYECKOH IMMYHHOU TPOMOOIIUTONIEHNEH BPEMEHHOE CHIDKCHUE KOJIMYECTBA
TPOMOOIIUTOB JI0 YPOBHEHN HUKE MCXOIHBIX HAOII0AI0Ch MTOCTE IPEeKpalieHus jeueHus y 8,6 %

(11/128) marueHTOB, MOTy4YaBIINX aBaTpoMOoIar.

Peam;uu cunepdyscmeumelbHocmu
PeaKI_[I/II/I THIICPUYYBCTBUTCIBHOCTH BKIIHOYaIN KOXKHBIN 3y, KOXKHYIO CbIIlb, OTCK JIMI]a U OTCK

SA3bIKA.

COOGH.IGHI/IH 0 TOA03PpEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare 0 MOJ03peBaeMbIX HEXKENATEeNbHBIX pEeaKUUsX I[0Clie pPETUCTpaluu
JICKapCTBEHHOTO TIperapara ¢ melibio 00ecredeHnsi HelPephIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«oNb3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeTuIuHCKUM pa0OTHUKAM PEKOMEHIYeTCs
coo01aTe 0 JIIOOBIX MOJ03PEBAEMbIX HEXeNaTeNIbHBIX PEeaKIUAX JEKapCTBEHHOIO Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMbI COOOUIECHHS O HEXENaTEebHBIX peaklusiX rocydapcTB — YJICHOB

EBpa3uiickoro 3K0HOMHUYECKOr0 COI03a.
Poccuiickas ®@eoepayus

109012, r. Mocksa, CraBsiHCKasl miiomaib, 1. 4, ctp. 1

®denepanpHas cayx0a mo Haa30py B chepe 3apaBooxpanenus (PocsnpaBaanzop)

Tenedon: +7 800 550-99-03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMALMOHHO-TEIEKOMMYHHUKAITTOHHON ceTu «MHTEpHETY:

www.roszdravnadzor.gov.ru

4.9. [lepeno3upoBka
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¢ pu 1iep p

WM IIOAO3PEHMsI Ha IEPENO3UPOBKY CIENYyeT IPEKpaTUTh IpueM Ipenapara Jlonrener u
TIIATEIILHO KOHTPOJIUPOBATh KOJIMYECTBO TPOMOOIIUTOB, IIOCKOJIBKY aBaTpoOMOONar yBeIHuUBaeT

KOJIMYECTBO TpOM6OHI/ITOB B 3aBUCHUMOCTHU OT OO3KI.

5. DPAPMAKOJIOTHYECKUE CBOMCTBA
5.1. ®apmakoauHaMHuYecKHe CBOHCTBA

®apMakoTepaneBThueckas rpymnmna: I'eMocrarnueckue cpeacrBa, ButaMuH K u  apyrue

reMOCTaTUYECKHUE CPENICTBA; APYTHE FEMOCTATUUYECKUE CPENCTBA CUCTEMHOIO JEHCTBHS.
Koxg ATX: B02BXO08.

Mexanuszm geiicTBus

ABaTtpoMOomnar mpeacTaBiIseT co00il mepopaIbHbIA, HU3KOMOJICKYJISIPHBIM arOHUCT PELEeNTOPOB
TIID, KOTOPBIN CTUMYIIUPYET Nposudepanuio u i hepeHITUMPOBKY METaKapHOIIUTOB U3 KJIETOK-
IPEIIECTBEHHUKOB KOCTHOTO MO3Ta, YTO MPUBOIUT K MOBBIIICHUIO MPOIYKIUU TPOMOOIIUTOB.
ABatpomOomnar He koHKypupyer ¢ TIID 3a cBsspiBanue ¢ peuentopoM TIID u okasbiBaer

agnutuBHOe ¢ TIID peiicTBrEe HA TPOIYKITUIO TPOMOOIIMTOB.

Knuanueckas 2ddeKkTUBHOCTE U 0€30I1aCHOCTE

Xponuueckue 3a601e6aHus neyeHu

O¢ddexkTuBHOCTS M 0e30MacHOCTh aBaTpoMOorara JUisl JICYEHUS B3POCHBIX MAlMEHTOB
C XpPOHMUYECKUMH 3a00/IeBAHNUAMH TIEUEHH M KOJHIeCTBOM TpoMbormToB < 50 x 10°/71, KoTophIM
OBLIO 3aIJIaHUPOBAHO IMPOBEJIEHHWE MHBA3UBHOM MPOIEAYpPHI, OLEHUBAIN B JIBYX HUIECHTHYHBIX
no au3aitny KU 3 ¢assl. B kaxnom KU nmannenTs! 6bUH pactipeesieHbl B TPYIIbl 3aBUCHMOCTH
OT MCXOJHOTO YHCJIa TPOMOOLUTOB: B TPYIIYy HH3KOTO MCXOJHOTO KOJWYECTBA TPOMOOIIUTOB
(< 40 x 10°/7) 1 B KOTOPTY BBICOKOTO HCXOHOTO KOJIMUECTBA TpoMbo1uToB (> 40 < 50 x 10°%/1).
3areM manueHThl OBUIM pPaHIOMU3HPOBAHBl B COOTHOIIEHWH 2:1 B TIpynmy JedeHus
aBaTpoMOOIIaroM WM Irpyminy miamneoo.

[TaneHTsl U3 TPYNIBI HU3KOTO UCXOJIHOTO KOJUYECTBA TPOMOOIIMTOB MOJyYalld aBaTpoMoOomnar
WJIH TI1a11e00 B 103¢ 60 M OJTMH pa3 B CYTKH B TCUCHUE 5 JTHEH, a MallUeHTHI U3 KOTOPTHI BHICOKOTO
MCXOJHOI0 KOJMYECTBAa TPOMOOLUTOB MOMy4yanu aBarpomOonar win mianedo B go3e 40 Mr onuH
pa3 B CyTku B TeueHue 5 anei. IlammeHTam, COOTBETCTBYIOIIMM 33a/laHHBIM KPUTEPHUSM, OBLIO
3aINIAaHUPOBAHO IIPOBEJCHME MHBA3MBHOM NPOLEAYpHl [IPOLEAYpbl C HU3ZKUM PHCKOM
KPOBOTEUYEHHMsI, TaKWe Kak OHHAOCKONUs U KosoHockomus (60,8%); yMepeHHBIM pHUCKOM
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KpOBOTEUEHMsI, Hampumep OHOICUs Te4YeHUu| U XHMHOIMOOIHS "ﬁEEJ;IgrﬂﬁjduEﬁmloﬁhﬂHoﬁ

kapruHOMbI (17,2%); mnu BBICOKMM PHCKOM KPOBOTEYEHHUS, HAMPUMEpP CTOMATOJOTHYECKUE
npolenypsl U paauodactoTHas abmsmms (22,1%)] yepe3 5—8 nHelt mocie MocieaHero npueMa
npenaparta. [lonynsuuy manueHToB ObLIN CXOXKUMH B FPyHIax HU3KOTO U BHICOKOTO UCXOIHOTO
KOJIMYECTBA TPOMOOITUTOB.

Bcero B 06oux KU 6bu10 pannomusupoBano 435 nanueHToB: 277 MallMEeHTOB B TPYIIILY JCYCHHS
aBaTpomOormnaroM u 158 manuenTa B rpymniy miameoo.

OTBeTUBIIMX Ha TEPAIUIO MAI[MEHTOB ONPEAEISUIM KaK MalMeHTOB, KOTOPHIM HE TPeOOBaIUCH
TpaHc@y3uu TPOMOOLMTAPHONM MacChl WM HHBIE HEOTJIOKHBIE MPOLEAYphl ANl OCTaHOBKHU
KPOBOTEUYEHMsI B IEPHOJ OT paHIOMHU3ALMM U 10 MCTEYEHHs 7 JHEH IOCE BBIITOJIHEHUS
3alJIaHUPOBAHHON TpoueAypbl. OTYETIMBOE YBEIMYEHHE KOJIUYECTBA TPOMOOIIUTOB OBLIO
OTMEUYEHO B 00euX rpymmax JeueHus: aBaTpoMOO0narom B epuo/, HauuHasi ¢ 4 JHs 1ocJie mprueMa
npemnapara, KoTopoe aocTturio makcumyma Ha 10— 13 neHp W 3aTreM BEpHYJNIOCh K IOYTH
UCXOJHBIM 3HAUYEHUSAM K 35 JHIO; CpelHee KOJMYECTBO TPOMOOLMTOB OCTAaBaJIOCh HAa YpPOBHE
paBHoM uau > 50x 10°/n wa 17 nenb nabGmiomeHus. DPGEKTHBHOCTH aBaTpoMbonara ObLia
CXOXeH B pa3IMYHbIX MOArpyNnax o0beAMHEHHOM MONMYSIUU NallHeHTOB 000X HCCIeA0BaHUM.
Jlonsi manueHToB, KOTOPhIM He TpeOoBaiuch TpaHCHY3UH TPOMOOIIMTAPHOW MAacChl WM UHBIE
HEOTJIO)KHBIE TPOLEAYPHl sl OCTAHOBKM KPOBOTEUEHHS, B IIEJIOM, Obla CXOXKEH B pa3HbIX

MOATPYIIIAX.

XpoHuueckas UMMYHHAS MPOMOOYUMONEHUsL

DddexTuBHOCTL Ipenapara [lonrener onenuBanu B xoae KU 3 da3sr y 49 B3pOCIbIX MAalMEHTOB
¢ XUT. IlaumeHTsl paHee moJydyaad OJWH WM HECKOJBKO BapUaHTOB IMPEAIIECTBYIOLIETO
neuennss XUT, a cpenHee KOJIMYECTBO TPOMOOLIMTOB, U3MEPEHHBIX BO BpEMsI CKpUHHUHIA H
MICXOJHOW oLeHKH, cocTaBisuio < 30 x 10°/n. TlaumenTs! MOJIy4Yaliy Mpernapar B HAYaJIbHOM J103€
20 Mr OIMH pa3 B CYTKM C MOCIEIYIOIIUM THUTPOBAaHUEM [03bl B 3aBHCHUMOCTH OT CTENEHU
W3MEHEHUS KOJIMYECTBA TPOMOOITUTOB.

Menuana npoaoKUTEIbHOCTH SKCIIO3UIIMKM COCTaBIsIa 26 HEJeNb Y NAalUeHTOB, MOJTYYaBIINX
aBaTpombOorar, u 6 HeJenb y MalMeHTOB, MOJIyYaBIIuX Iane6o. [lepBuyHOl KOHEYHOM TOYKOM
s dextuBHOCTH B 3ToM KU OBLIIO 001I€€ KOTMYECTBO HEJENb, B TEUCHUE KOTOPBIX KOJUYECTBO
TpoMGonuTOB ObII0 > 50 X 10°/1 B TeueHHe 6-MecSYHOrO MepHOAA JeYeHHs TIPH OTCYTCTBHH
HEOTJIOKHOM Tepanuu. Y MalMeHTOB, MOMyYaBIINX aBaTpoMOomNar, JNIMTETbHOCTh MOAIEPKaHUS
KOJTMYECTBA TPOMOOILIMTOB Ha yPOBHE paBHOM i 6onee 50 x 10°/1 mpyu 0TCYyTCTBHM HEOTII0KHOM

Tepanuu Obla O0JbIIIe, YeM Y AIMEHTOB, OJyJaBIIKX Iane6o. Kpome toro, y 6ombieit vactu
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MAlMeHTOB B TPYIMIE JICUSHUS aBaTpoOMOOIIarom KOHHQ&'TEU%‘%IEE&E@&OTZ_'56‘5("‘1-b9/n

Ha § JIeHb 110 CPAaBHEHHUIO C T1a1e0o0 rpymmoii.

5.2. ®DapmakoKHHeTHYECKHE CBOMCTBA

AOGcopbuus

[Tpodunu 3aBUCUMOCTH KOHUEHTpAllMW IpernapaTta B IUIa3Me OT BPEMEHH IOCie IpuemMa
aBaTpombOoIiara BHyTpb XapaKTepU30BaJIMCh KOPOTKUM BpeMeHeM 3anasabiBanus (0,5—0,75 qaca)
U MaKCHUMaJbHBIM 3HAYCHMEM OJKCIO3MLMHU uepe3 6—8 uacoB mocjie IpHeMa Ipenaparta.
B (hapMakoOKMHETHUECKOM HCCIIEOBAaHUM MHOTOKpPATHBIX 03 Ipenapara Yy 3JI0pOBBIX
TOOPOBOJIBIIEB PAaBHOBECHOE COCTOSHME OBUIO JOCTHUTHYTO K 5 [HIO TpHeMa Ipernapara.
OTKpBITBIE PaHAOMU3UPOBAHHBIE, IEPEKPECTHbIE KIMHUYECKUE HCCIEAOBAaHUS MPOBOIMIN
C Y4aCTHEM 3JI0OPOBBIX JOOPOBOJBIEB I OLEHKHM BIMSHUS NHIIM C BBICOKUM M HHU3KHM
COJIepKaHNEM KUPOB Ha OMOIOCTYITHOCTD M (papMaKOKMHETHYECKUE MapaMeTphl aBaTpomoOornara.
[Tpuem npenapara OJHOBPEMEHHO C JIFOOBIM THUIIOM MHILY HE OKa3bIBaJ KIMHUYECKH 3HAYHMOIO
BJIMSTHUS Ha BEJIMYMHY MaKCUMalbHON KOHIIEHTpAHH (Cmax) WM 3HaYSHHE TTOKAa3aTes 1o n
1o KpuBOH «KoHIeHTpauusi-BpeMs» (AUC), xapakTepu3yonMx KCHO3UIUIO aBaTpoMOorara.
OpnHako OBLJIO OTMEUEHO 3HAUUTENbHOE CHUWXKeHue (mpumepHo Ha 50%) wMex- u
BHyTpuHHANBUAyaTbHOH BapuadenbHOCTH AUC u Cpax aBaTpoMmbomara y J100pOBOJIBIEB
MIpU TIpUEMeE TperapaTa Bo Bpems ebl (cM. pazzaen 4.2.).

Bzaumooeiicmeue ¢ npuemom nuwu

[Ipuem mpenapaTa OJHOBPEMEHHO C MUIIEH C BBHICOKMM HJIM HHU3KUM COJEP)KAaHHEM >KHPOB
HE MPUBOAWI K KIMHUYECKH 3HAUYUMBIM H3MEHEHUSM CKOPOCTH WM CTelneHu abcopOuuu
aBaTpombOornara. OgHako HaOII0AaIOCh 3HAUUTEIbHOE CHIDKeHHE (TipuMepHO Ha 50%) BHYTpH- U
MEKUHAMBHUYaTbHOH BapuaOeNbHOCTH MapaMeTpoB  (apMaKOKMHETHKH —aBaTpoMoOoriara
[IpY IpUeMe IpernaparTa BMECTe C MUIIEH ¢ BBICOKUM U HU3KHM COZep)KaHueM kHupoB. [ToaTomy
pEeKOMEHAYeTCs IPUHUMATh aBaTpoMOorar Bo BpeMs efibl (cM. pa3zaen 4.2.).

Pacnopenenenue

Pe3ynbratel uccnenoBaHuil in vitro mokas3bpIBalOT, YTO CBSI3b aBaTpomOonara ¢ OeKaMu I1a3Mbl
yenoBeka cocTaBisieT Oomee 96%. Kaxymmiics o0beM pacrpeneneHus aBaTpomOorara
Yy NaluceHTOB C TpOM6OHHTOH€HHeﬁ U XpOHHUYCCKUMU 3a6OJIeBaHI/I}IMI/I MEYCHU IO pC3yJibTaTaM
MOMYJISIIMOHHOTO (hapMaKOKHHETHYECKOTO aHajiu3a cocTaBisieT mpumepHo 180 11, a kaxkymuics
00beM pacrpesic/iecHus] y TMaIlMeHTOB C XPOHWYECKOW MMMYHHOH TpPOMOOIIMTONIEHUEH paBeH

IpUMEpPHO 235 11, YTO CBUIETENBCTBYET 00 HHTEHCUBHOM pacIpeelieHuH aBaTpomoOornara.
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Buorpancdhopmarims

OxucnurtenbHpli MeTabomu3M aBaTpomOorara B OCHOBHOM OIOCpenyeTcss H30(pepMeHTaMu
cuctembl ruToxpoma P450 (CYP): CYP2C9 u CYP3A4/5. ABatpombomnar siBisieTcst cydocTparom
JUIS TPAHCTIIOPTHOTO Oenka, p-TiaukonpoTrenHa (P-gp), XOoTs mpW COBMECTHOM NPUMEHEHHH
aBaTpoMmoOoIara ¢ CUJIbHbIM HHTHOUTOPOM P-gp He okuaeTcss KIMHUYECKH 3HAUUMBbIX pa3induit
B TMOBBIIICHUN KOJHMYECTBa TpoMOouuTOB. Ha OCHOBaHMU pe3ynbTaTOB UCCIENOBAaHWN in Vitro
npenmnonaraercs, 4ro apyrue tpancnoptHbie Oenku (OATP1B1, OATP1B3, OCT2, OATI1 u

OAT3) He OyayT urparth CyIeCTBEHHOH poiu B (hapMaKOKMHETHKE aBaTpoMoOormnara.

Tabauna 7: JlekapcTBeHHBbIE B3aNMMO/IeCTBUSA: H3MEHEeHUs napamMeTposn

(papmakoknHeTHKH aBaTpomOomara NpH OJHOBPEMEHHOM INPHMMEHEHHUH CO CJIeYHIUMU

npenaparammu
I'eomeTpuueckoe cpeanee coornomenue [90% U]
. NnapaMeTpoB (papMaKOKHHETHKHN aBaTpomMoOonara,
OnHoBpeMeHHO NpUMeHsIeMbIi
TR NPUHUMAEeMOro OZ[HOBpeMe}l_HO ¢ mpenapaTromM uJjiu 0e3
Hero (orcyrcTBue BausHus = 1,00)
AUC.ing | €
CuibHbli mHTHOUTOP H30depmenta CYP3A
Utpakonason 1,37 1,07
(1,10; 1,72) (0,86; 1,35)
Ymepennblii uHruoutop nzopepmentor CYP3A u CYP2C9
DyKoHa30i1 2,16 1,17
(1,71; 2,72) (0,96; 1,42)
Ymepennslii HHAYKTOp H30gepmenta CYP2C9 u cunbHbIi nHAYKTOP H30pepmenta CYP3A
Pudammuun 0,57 1,04
(0,47; 0,62) (0,88; 1,23)
Hurudurop P-gp
IuxnocriopuH 0,83 0,66
(0,65; 1,04) (0,54; 0,82)
Hnrudurop P-gp u ymepenuslii uarnoutop nzopepmenra CYP3A
Bepanamun 1,61 1,26
(1,21; 2,15) (0,96; 1,66)

* 6 PA6HOBECHOM COCMOAHUU, KDOME YUKIIOCNOPUHA, KOl’l’lOpbliz NPpUMEHRIU OC)HOKpamHO.

D ghexm asampombonaza

ABatpomb6omnar He nHrHONpYeT n3odepmentsl CYP1A, CYP2B6, CYP2CS8, CYP2C9, CYP2C19,
CYP2D6, CYP2E1 unu CYP3A; ve unaynupyet uzopepmentet CYP1A, CYP2B6, CYP2C u
CYP3A u cnabo uanyuupyet nzopepmentsl CYP2C8 u CYP2C9 in vitro.

ABaTtpomOomnar MHrHOUpyeT TpaHcnopTepsl opranuyeckux aHuoHOB (OAT) 1 m 3 um Oenok

pe3UCTEHTHOCTH paka MojouHoi dkene3bl (BCRP), HO He mommmenTua-TpaHcropTep
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oprannyeckux annoHoB (OATP) 1B1 u 1B3, a_taxxke: IEIpaH&lf_o‘Bré% OEMGCK X' lr(érlT—’I/i-'OHOB

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

(OCT) 2 in vitro.

Bruanue mpancnopmmuuix 6eaxkos

ABaTtpoMbomnar sBISE€TCS CyOCTpaToM Uisl TpaHCIOpTHoro Oenka, P-rmukomportemna (P-gp)
(cm. Tabmumy 7). ABarpomboriar He siBhsieTcss cyOctpatom mis TpancnoprepoB OATP1BI,
OATPIB3, OCT2, OATI1 u OAT3.

DJIMMUHAIMS

ABarpomMOornar BbIIETSETCS IPEUMYIIECTBEHHO uepe3 kuieyHuk. [locne onHokpaTHoro npuema
14C-aua\'/,1Tp0M6onara B o3¢ 20 Mr 370pOBBIMH JOOpPOBOJIBIIAMH MYKCKOTO Tona 88 % 10361
Ipernapara BbIAEISIIOCh Yepe3 KUIIEYHUK U 6% - moukamu. M3 88 % JiekapCcTBEHHOTrO BEILECTBA,
BBIJICJIUBLIETOCS Yepe3 KUIICYHHK, 77 % uaeHTH(PUIMPOBaHbI KaKk UCXOAHBINH npenapart (34 %) u
4 - runpoxcumeradbonut (44 %). MerabonuToB aBarpombonara B Iia3Me He 0OHAPYKEHO.
Cpenuuii mepro/l OJyBBIBEACHHUS aBaTpoMOomara u3 mia3Mbl COCTaBJIseT MpuMepHO 19 dacos.
Cpennee 3HaueHUE KIMpPEHCa aBaTpombornara coctapmusieT 6,9 n/gac.

JInHENHOCTh

ABarpoMOomnar JIeMOHCTPUPOBAN J10303aBUCHUMYI0 (PapMaKOKMHETHUKY TIOCJE€ OJHOKPATHOIO
npuema B 03¢ ot 10 mr (0,5 pasa BbIle 0100peHHONM MUHUMaIBHOM 10361) 10 80 mr (B 1,3 paza
BBIILIE MAKCUMaJIbHONW PEKOMEHIOBAaHHOM J03b1).

JInna mosKujioro Bo3pacra

[TonynauroHHBINH (hapMaKOKHHETHYECKUN aHAIHM3 TIa3MEHHBIX KOHIIEHTpaIui aBaTpoMOomara
B paMKaxX KJIMHUYECKHUX HCCIIEIOBaHUI C ydacTHeM 3J0pOBBIX J0OpPOBOJIBIEB M MAIEHTOB
C TpPOMOOITUTONIEHWEH B pe3ylbTaTe XPOHUYECKHX 3a00JIeBaHUN TMEYCHH WM 3JI0POBBIX
no6poBosbiieB U manueHToB ¢ XMUT, koTopsie, cooTBeTcTBEHHO, BKiouanu 11 % (84/787) u 4 %
(24/577) y4acTHHMKOB B BO3pacTe 65 JeT W cTapiie, Moka3aj, 4TO CHCTeMHas SKCIO3WIIUS
aBaTpoMmOoIiara He 3aBHCHUT OT BO3pacTa.

BansgHaue pacbl 1 PTHHYECKON NPUHAUIEKHOCTH

Pe3ynpTarel momynsmuoOHHOTO (GapMaKOKHHETHYECKOTO aHadn3a IUTa3MEHHBIX KOHIICHTPAIIHiA
aBaTpoMOorara, TOJyYeHHblE B KIMHUYECKUX HCCIEJOBAHUSIX C YYacTHEM 3JIOPOBBIX
JTOOPOBOJIBIIEB, TMAIIMEHTOB C TPOMOOIMTOIICEHUEHW B pe3yjbTaTe XPOHUYECKUN 3a00JIeBaHHI
nevyeHu u nanueHToB ¢ XUT nmokazanu, 4To MmoKazaTeiar CHCTEMHOM SKCIO3HIIHsI aBaTpombomnara
MPaKTUYECKHU HE OTIIMYAIIUCH Y MPEICTABUTENEH Pa3IuYHBIX pac.

IToueunast He1OCTATOYHOCTD

I/ICCJ'IGI[OBaHI/IH Y 4YCJIOBCKa IMOKasaJii, YTO IMOYKH HE ABJIAKOTCA OCHOBHBIM ITYTEM BBIBCICHHA
HU AJid HCU3MCHCHHOI'O aBan0M60nara, HU I €ro MeTaboJIuTAa. Hcxonss U3 H3BECTHOTO

MeTaboarueckoro npoduis aBatpomOomnara U Toro (akra, 4yTo TOIbKO 6 % m03bI mpemnapara
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BBIBOJUTCSI C MOYOM, BEPOSTHOCTH BJIMSHUS TTOHEYHOM hgﬁ?(l);;Lg%g'ET%E(SQB{WJ@EHH&HKV

aBaTpombornara CUHMTAETCS OYCHb HU3KOH. Pesynbrarht MOMYJISIIIHOHHOTO
(apMaKOKMHETHYECKOrO aHallM3a aBaTrpoMmbonara y 3A0pOBBIX IOOPOBOJIBIEB U IMAlMECHTOB
C TPOMOOITUTOTICHUEH, OOYCIOBICHHON XPOHHUYECKUMHU 3a00JICBaHUSAM II€UEHHU, IOKa3aIn
CXO/JIHYIO CHUCTEMHYIO JSKCIIO3UIIMIO Y 3JIOPOBBIX TOOPOBOJBICB W TAIMEHTOB C IMOYEHHOM
HEJOCTAaTOYHOCTBIO JITKOW ¥ CpelHed CTelmeHHW TsbKeCTH (KIMpPEeHC KpeaTHHHHA,
KK, > 30 mi/MuH).

dapMaKOKHHETUKY U (papMaKoIMHAMHUKY aBaTpOMOOIIara He OIIEHUBAIN y TIAIIMEHTOB C THKEIIOH
noueuyHoit HemocrarouHocThio (KK <30 mi/mMuH), BKIIIOYas MAalMUEHTOB, HYKIAIOIIHUXCS
B TeMOJIHAIIN3E.

IleyeHnouyHas HEJOCTATOYHOCTh

C mnomouipl0 MOMYIALUOHHOTO (HapMaKOKMHETHYECKOrO aHaIh3a OLECHUBAIW CUCTEMHYIO
AKCTIO3UIMIO aBaTpoMOoOTara y MmaifeHTOB ¢ IEYCHOYHON HEJ0OCTaTOYHOCTHIO JIETKOW M CpeIHEH
cTeneHu TshkecTu o cymme 6amuioB MELD u no mikane Yaitna-I1sto. Pe3ynbraTsl He nmokazanu
KIIMHUYECKH 3HAYUMOTO pa3IM4yMs TOKa3aTelle CHUCTEeMHON OJKCHO3MIMHM aBatpombornara
y MaIMeHTOB ¢ CyMMOH 6aioB 5—12 mo mkane Yaina- [1sto unm cymmoit 6amnoB 4-23 o mkanie
MELD wu 3popoBeiMH g00poBoibiiaMu. CHCTEMHass SKCIO3WIMSA aBaTpomOoriara Oblia
COTMOCTaBUMA Y MAIMEHTOB C XPOHUYECKUMHU 3a00JICBAHUSIMH I€UYEHU BCIEACTBHE BHPYCHOTO
remaruta (n = 242), HEAJIKOTOJIBHOTO cTeaTorenarura (n =45) U alKorolbHON 0OJIe3HU TICUYCHU
(n =49) B pamMKax OMOPHBIX UCCIIENOBaHMM 3 (a3bl, a TAK)KE COTIOCTaBUMa C TAKOBOM Y 3JI0POBBIX
no6posoutbiieB (n = 391). BenencrBre orpaHM4eHHOCTH TOCTYITHOW HHGOPMAIMK aBaTpoMOomnar
HEOOXOUMO MPUMEHSTH y MAIMEHTOB C MEYEHOYHOW HEeI0CTaTOUYHOCThIO Kinacca C mo Yaiina-

HBIO TOJIBKO B cnyqae, C€CJIN OXXnJgacmas IoJib3a npeBHmaeT npeﬂnonaraeMHﬁ pI/ICK.
5.3. JlaHHbIe JOKJIUHNYECKOH 0€30MacHOCTH

PenponykrusHas u sMOpruodeTanbpHas TOKCUYHOCTh

ABaTtpomOomnar He OKa3bIBaJl BIUSHUS Ha (PEPTUIBLHOCTh WM paHHEE SIMOPUOHAIBHOE pa3BUTHE
y CaMIIOB KpPbIC IIPU YPOBHE 3KCIO3ULMH B 22 pa3za UM y CAMOK KpBIC IIPU YPOBHE IKCIO3ULIH
B 114 pa3 Beiute, uem AUC y nanueHToB IIpy IpueMe npenapara B peKoMeHayeMoi 1o3e 60 mr
OJIMH Pa3 B CYTKH.

BriaeneHne B MOJIOKO

ABarpoMOomnar MpUCYTCTBOBAJI B MOJIOKE JIAKTHUPYIOIIMX KPbIC MOCJE MEepOpaIbHOIO BBEACHUS
aBaTpoMOoriara, ME4eHHOro Hu30TonoM. MapMakOKMHETHUYECKHE IapaMeTphl aBaTpoMoOoriara
B MOJIOKEe OBIIM aHAJOTHYHBI TapamMeTrpaM B IUIa3Me, NMPH 3TOM OTHOLICHHE 3KCIIO3UINHA

PaInoaKTUBHOCTH, CBSA3aHHOM C aBaTpoMOomnaroM (MoJIOKo/Tia3ma), coctasisiio 0,94.
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(MOCNEODBATENBEHOCTE 0002)

6. DPAPMAINEBTHUYECKHUE CBOHCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

JlakT03BI MOHOTHAPAT

Kpemuust 1MOKCH KOJITTOUAHBIN
Kpocnosunon, Tun B

Marnus creapat

[emntono3a MUKpOKpUCTaIIINYECKast

IInenounas o0ojiouKa:
ITonMBHUHUIIOBBIN CIUPT
Tanbk

Makporon 3350
Twurana quokcug

Kpacurens xenesza okeup xentsiit (E172)

6.2. HecoBMecTHMOCTEL

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs )

5 ner.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTh Nipu TemnepaTtype He Boiie 25°C.

6.5. Xapakrep u coaepkaHue YIIAKOBKHU

TalneTku, MOKPBITHIE TNICHOYHOH 000104K0H, 20 MT.
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I[To 10 wmm 15 TaGneToK, HOKPBITHIX TUICHOYHOM 60n0ql<€:)|191'1_3' (%Mé'ﬁ; 5&&'#&53&)3&4&}1‘%]’30171

JaMUHUPOBAHHON monuaMuzoM u nonuBuHmiIxiopuaom ([IBX) u ¢oneru amoMuHHEBOH,

JaMUHUPOBAaHHOH nonusyTuieHTepedranarom (IIDTD).

1 wim 2 Gnuctepa (o 15 TabnaeTok) ¢ MHCTPYKIMEH O MPUMEHEHUIO (JIMCTKOM-BKJIAJIBIIIEM) B

[Ia4YKe KapTOHHOW ¢ KOHTPOJIEM IIEPBOIO BCKPBITHS (2 MPO3paYHBIX CTUKEPA).

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH MNPH  YHUYTOXKEHHH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Mpenapara Wik 0TX0/0B, NMOJYy4YeHHbIX MOCJe IPUMeHeHHs Mpenapara u

Apyrue MaHUIYJISIINHU € IPenapaToM

Oco0ble TpeOoBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJIOCTOBEPEHUS
IBenus
Ceenu Opdan buosutpym Ab (madm) / Swedish Orphan Biovitrum AB (publ)

SE-112 76, Crokroansm, llIBenus / SE-112 76 Stockholm, Sweden

7.1. IIpeacTaBuTe/Nb JEpsKATE/s] PETHCTPANMOHHOIO YI0CTOBEPEHHA

[IpereH3un noTpeOUTEINEN HAIPABIIITH 110 aJPECY:

Poccniickas @enepanvs

000 «Ceaum Opdan buoButpym»

119034, Mockaga, ya. [Ipeuncrenka, a. 40/2, ctp. 1, kom. 12, atax 5
Ten: +7 (495) 748 84 79; +7 (495) 641 37 30

Anpec anexkrponnoit moutsl: PV.Russia@sobi.com

8. HOMEP PEI'UCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

9. IATA NMEPBUYHOM PETMCTPAIIMUA (IIOJATBEPXJEHHSI PETHCTPAILIMU,

INEPEPETUCTPALINN)
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JlaTa nmepBoii perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OO0mrast XapakTepUCTHUKA JIEKapCTBEHHOTO Tpenapara JlonTener JocTynHa Ha HHPOPMALMOHHOM
noptaie EBpazuiickoro 3KOHOMHYECKOTO COI03a B MH(OPMAITMOHHO-KOMMYHHKAIIHOHHON CETH

«uaTepuer» http://eec.eacunion.org/.
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