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OBIIASI XAPAKTEPUCTUKA JTEKAPCTBEHHOFO TIPEITAPATA 7707

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Ontpomborniar [EPOD®APM, 25 mr, TablieTKH, TOKPHITHIE TUIEHOYHOH 000I0YKOM.
Ontpomborniar [EPOD®APM, 50 mr, TabsieTKH, TOKPHITHIE TUIEHOYHOH 000I0YKOM.

2. KAUECTBEHHbBIN U KOJIUYECTBEHHBIN COCTAB

JetlicTBytolee BEIecTBO — ITPOMOOIIar.

Oarpombomnar TEPODAPM, 25 Mr, TabaeTKH, IOKPLITHIE IIJIEHOYHON 000I0YKOM
Kaxnas Ta0JIeTKa, MTOKPBITas IJICHOYHOH  0OOJOYKOW, CONEPKHUT 25  MT
sntpombonara (B BUIE OJIAMUHA).

Darpombomniar TEPODAPM, 50 mr, TabJIeTKH, ITOKPBITHIE INIEHOYHOU 000J10YKOM

Kaxnas TabJeTka, ITOKpBITast IUICHOYHOH  OOOJIOUKOHM,  COAEPIKUT 50 wmr
sntpomoOornara (B BUIE OJJaMHHA).

BcrnomoratenbHble BeleCTBa, HAJIMUYKWE KOTOPBIX HAAO YUUTHIBATh B COCTAaBE JIEKAPCTBEHHOIO
npernapara: caxaposa (cM. pasuen 4.4.).

[TosHBIH NIepeueHb BCIOMOTaTeIbHbIX BELIECTB CM. B paszene 6.1.
3. JEKAPCTBEHHAS ®OPMA

TabneTku, NOKPHITHIE MJICHOYHOW 000I0YKOM.

Oarpombonar [EPODAPM, 25 mr, TabiIeTKH, IOKPHITHIE INIEHOYHON 000JIOUKOIA.

Kpyrnble, 1BOSKOBBINYKIIbIE TaOJETKH, MOKPHIThIE IUIEHOYHON 00o0s0uKoM, Oenmoro nsera. Ha
HOTIEPEYHOM pazpese sJIpo TabIeTOK KOPUYHEBOIO IIBETA CO CBETIBIMU BKPAIJICHUSIMU.

Darpombomniar TEPODPAPM, 50 mMr, TabJIETKH, ITOKPBITEIE INIEHOYHON 000JI0YKOM.
Kpyriblie, TBOSIKOBBIMYKIIbIE TaOJIETKH, MOKPBITHIE TUIEHOYHON 000JI0YKOM, KOPUYHEBOTO 1IBETA.
Ha nomnepeunom paspese sapo TabIeTOK KOPHUYHEBOTO IIBETA CO CBETIBIMH BKPATIICHUSIMHU.

4. KIMHUYECKHUE JJTAHHBIE
4.1. Iloxkazanusi K NPUMEHEHUI0

Ontpombonar [EPOD®APM nokaszaHn k NpUMEHEHHIO:

e Jlns nedeHus MaluMeHTOB B Bo3pacTe 3 JIET U cTaplle ¢ UMMYHHOW TPOMOOLMTONEHUEH
(UTII), nnsmeiics 6 u O6onee MecslleB C MOMEHTa IOCTAaHOBKM JMAarHo3a, y KOTOPBIX
OTMEYaJICS HENOCTaTOYHBIH OTBET Ha TPEIIIECTBYIONIYI0 Tepanuo (Hampumep,
TTIIOKOKOPTUKOCTEPOUIaMH, HMMMYHOIJIOOYJIMHAMH) C ILEJIbI0 YMEHBIICHUS pPHUCKa
KpOBOTEUYECHU.

e Jlns nevyeHus NallMeHTOB B Bo3pacTe crapiie 18 1eT ¢ XpOHUYEeCKUM BUPYCHBIM T€lIaTUTOM
C c nenpio obecriedeHHsT BO3MOXKHOCTHU MPOBEACHUS WM ONTUMH3ALUU MPOBOAUMOMN
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e B cocraBe Tepanuu TNEepBOM JIMHMM B  KOMOMHANUMU CO  CTaHIApTHOM
MMMYHOCYTIPECCUBHOM Tepanuell y MalMeHTOB C TSKEJIOH amjaacTUYeCKON aHeMueu
(TAA) B BO3pacTte 3 €T u crapiie.

e Jlns JieueHus MalMEHTOB B BO3pacTe cTapiie 18 JeT ¢ TsSxKenon arjaacTHYecKoi aHeMueH,
y KOTOPBIX HE OBLI IOCTUTHYT JOCTATOYHBIA OTBET HA UMMYHOCYITPECCHBHYIO TEPAITHIO.

4.2. PexxuM 103UPOBAHUSA U CIIOCO0 MPUMEHEHUs

PexxuM o3upoBaHus

Pexxum nosupoBaHus MOAOMPAIOT MHIMBHIYaIbHO HAa OCHOBAaHMHM KOJUYECTBA TPOMOOIIMTOB.

IlarueHTsl ¢ XpOHUYECKON MMMYHHONW TPOMOOIIUTOIIEHUEN

Jns  mocTkeHUsT W TOAJEpKaHHMs KoiumdecTBa TpoMOouuToB >50 000/MKI TPUMEHSIOT
MUHUMaNbHYIO 3¢dekTuBHyl0 A03y mnpenapara Onrpombornar 'EPOD®APM. Ilogbop o3l
MPOBOJST, OCHOBBIBASICh Ha M3MEHEHMM KojiuuecTBa TpomborutoB. I[Ipemapat Datpombomnar
I'EPOD®APM He npenHasHadeH i1 HOpMaJIM3aIMU KOJIWYECTBA TPOMOOIMTOB. B KIIMHUYECKHX
HCCJICIOBAHMSIX MOBBIIICHHE KOJIMYECTBA TPOMOOIIMTOB HAOIIOIAT0Ch, KaK MPABUIIO, B TEUCHUE
1-2 Hepens mocTe HaYaIa TEPANUU MIPEIapaToM, CHIDKEHUE TIPOMCXOIMIIO B TeUeHHe 1—2 Henenb
MOCJIE €€ MPEKPaICHUSI.

Ilepsonauanvuwiii pesicum 003uposanus
Bspocnvie u 0emu 6 6o3pacme 6—17 1em

PexomeHnoBanHas HavaibHas ja03a npenapara dnrpomoonar T[EPODAPM cocrasnser 50 mr 1
pa3 B CYTKH.

VY B3pociblx M JeTeil B Bo3pacte 6—17 neT a3uarckoil packl (TakMX KakK KUTAMIbl, STOHIIBI,
KOpEHIbl, TalIbl U kuTenH TaiiBans) nedenue npenaparom Dnrpomoonar TEPODAPM cnenyer
HA4YMHATB C 10361 25 Mr | pa3 B CyTKH.

Hemu 6 6o3pacme 3-5 nem

HavanbHas no3a npemnapara y naliMeHTOB JaHHOW KaTeropuu cocTasisieT 25 mr 1 pa3 B cyTku. Y

MAIMEeHTOB a3UaTCKOM pachl (TaKMX KaK KUTAMNIIBI, ATTOHIIbI, KOPEHIIbI, TAUIIBI M )KUTENN TalBaHs)
B Bo3pacTte 3—5 JileT HaunHaTh TePaIuIo MPernapaToM ClIeayeT ¢ 103bl 25 Mr 1 pa3 B CyTKH.

Monumopune u koppexyus 003bi
Bspocavie u 0oemu cmapuwe 3 1iem
[Tocre Hauaya Tepanuu cieayeT KOPPEeKTUPOBATh 03y Mperapara JUlsl Moep KaHus KOJTHUECTBA
TpoMOOIIMTOB Ha ypoBHE >50 000/MKI Ui YMEHBIICHHS pUCKa KpoBoTeueHHs. He ciemyer

MIPEBBIIIATH 103y 75 MI' B CYyTKH.

Ha npotsbxkeHun Bcero Kypca Tepanuu MpernapaToM HEOOXOJUMO PEryIsipHO KOHTPOJIHUPOBATH
KJIMHUYECKHE TeMaToJIOrMuecKre MoKa3aTesn U nokasarenu GyHKuuu neyeHu. Jlo3y npenapara
KOPPEKTHUPYIOT B 3aBUCUMOCTH OT KOJIMYECTBA TPOMOOIIMTOB B COOTBETCTBUU ¢ Tabnuuei 1.

Bo Bpems tepanuu npenaparom Dnatpombonar [EPOD®APM HeoOX0auMO MPOBOIUTH MOJHBIHA
aHaJiM3 KPOBU €XKEHENENIbHO, BKJIIOYas OIpeJesieHHe KOJIMYecTBa TPOMOOLIMTOB M Ma30K
nepugepuyeckoi KpoBH, 10 CTAOMIN3AIMH KOJIUYECTBAa TPOMOOIIMTOB Ha ypoBHe > 50 000/mxi1 B
Te4eHue Mo KpaitHeir mepe 4 Henenb. [locne crabunu3anuu KoJu4ecTBa TPOMOOIIUTOB TOJTHBIH
aHaJIU3 KPOBH, BKIJIOYAs OINpeAeSieHuEe KOJUYEeCTBa TPOMOOIMTOB M Ma3ku mepudepudeckoit
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KpOBH, HGO6XOI[I/IMO IMPOBOAUTH CKEMECAYHO.

Ta6auna 1. Koppexkuus no3bl npenapara Jarpomoonar 'EPODAPM nns nanueHToB c
uTn
KosmnuectBo Koppexumusi 10361 UM 0TBET

TPOMOOLMTOB

<50000/mMx1 B TeyeHHE | YBEIUUUTh CYTOUYHYIO 103y Ha25 MI IO MAaKCUMAaJIbHOM 03B
o KpaitHe mepe 2 | 75 mr/cyTku®.
HeJeTb TePAiu

> 50 000/MKJI — [IpoomkuTh Tepanuio MpenapaTtoM B HaWUMEHBIICH CYTOYHOM /103€
<150 000/MKT W/AM  OJTHOBPEMEHHYIO MeaukameHTo3Hyro Tepanuio WTIT s
Mo1JIepKaHUS KOJIMYECTBA TPOMOOITUTOB, TTO3BOJISIOIIETO
MPEAOTBPATUTH KPOBOTECUCHHUE UM YMEHBIIUTH €70 MHTEHCUBHOCTb.
> 150 000/MK — YMEHBIIUTh CYTOUHYIO 103y Ha 25 wr. Uepe3 2 Hemenu OLEHUTH
<250 000/MK 3p(deKT OT KOPPEKIMH J103bI W MPHUHITH PEIICHHE O JallbHEHIIeH

KOPPEKINH JO3bI™**.

> 250 000/mK1 OTMEHUTH TEpaIUI0 MPENnapaToM; yBEIUYUTh YacTOTY OIpPENEICHUS
KoJIM4ecTBa TpoMOOIMTOB a0 2 pa3 B Hexemio. Ilpu kommyectse
tpomborToB < 100 000/MKI BO30OHOBHTH TEpAINUIO B CYTOYHOU
J103€, YMEHBIIICHHOW Ha 25 MT.

* JIJI AIeHTOoB, MOTyYaloNiX Iperapar B A03¢e 25 mr 1 pa3 yepes eHb, 103y yBEINIHBAIOT 10

25 mr 1 pa3 B CyTKH.

**]11 MaLMEeHTOB, NOJYYAIOUIMX IpernapaT B go3e 25 Mr 1 pa3 B CyTKH, CIEAyeT pacCMOTPETb
BO3MOXXHOCTb IIpUEeMa Ipenapara B 103¢ 25 Mr 1 pa3 uepes CyTKH.

Tepanuio mpenapaToM MOXHO COYETaTh C HWHBIM MeaukaMeHTO3HbIM JiedeHnem WTIL. Ilpu
MEAMIMHCKOW HEOOXOIMMOCTH BO Bpemsi Tepamnuu mnpernapatoM Onrpombomnar 'EPODAPM
ClIelyeT KOpPPEKTHPOBaThb PEXUM J03MPOBaHMS OJHOBPEMEHHO IPUMEHSEMBIX IIPENaparos,
4T0OBI U30€KaTh YPE3MEPHOTO YBEIHMUEHHS KOJIMYECTBA TPOMOOIIUTOB.

Kak npu noBbIIIEHUH, TaK U IPU CHUKEHUHU JI03bI KOPPEKIUIO MTPOBOJAT € «ILIAroM» 25 MI/CyT.
HekoTopelM manueHTaM MOKET MOTpeboBaThcs KOMOWHAIMs TaOJEeTOK MpemnapaTta ¢ pa3HOU
JIO3UPOBKOM B pa3HbIE JHU JIEUEHUS WIK MEHEE YacToe IPUMEHEHHUE.

[Tocne 11060¥ KOppEKIMH 103bI IIperapara KOJIU4eCTBO TPOMOOLIUTOB CIIEIyeT KOHTPOJIUPOBAThH
10 KpaliHeW Mepe eXXeHeIeNTbHO Ha MPOTSHKeHUU 2—3 HeAenb. CIycTsl 0 MEHbIIENH Mepe 2 HeeIu
cienyeT oueHUuTh 3P (PEeKT KOppeKLIKH 103bl Ha KOJTMYECTBO TPOMOOIIUTOB I IPUHSATHUS PEIICHUS
0 HEOOXOAUMOCTH JaJbHENIIEr0 U3MEHEHHUS J03bI.

VY nanuMeHToB ¢ HUPPO30M MEUeHH (HapylleHueM (YHKIUHU NeUYeHH) MOBBIIIATh 103y CIeayeT He
paHee 4eM uepe3 3 HeAenu Nocie Havana Tepanuu (cm. pasaen 4.4).

Ommena npenapama y 83pocivix u oemeu cmapue 3 aem

Jledenue mpenaparoM cleAayeT MpeKpaTUTh, €CIH KOJMYECTBO TPOMOOIIMTOB HE YBEITHMUHUBACTCS
A0 3HAYCHUSA, JOCTATOYHOT'O IJI1 YMCHBIICHHA PUCKaA KpOBOTe‘IeHI/IfI, ocie 4 HEACIIb TCpaIlInu
MPENapaToM B J103€ 75 MI B CYTKH.

Crnemyer mepHOIWYECKH OIICHMBATh KIWHUYECKOE COCTOSIHME TalueHTa. PemieHne o
HEO0OXOUMOCTH MPOIOJDKEHUS TePAUY MPUHUMAET JIeYallluii Bpay B MHAUBHUIYAILHOM MOPSIKE.
Yy IIannucHTOB 663 CINICH3KTOMHUH B daHAMHE3C CICAYCT NMPUHHUMATh BO BHUMAHUC BO3MOXHOCTD
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MIOBTOPHOE PA3BUTHE TPOMOOLIUTONICHHH.

[Mamuentsl ¢ xpounyeckuMm BI'C, conmpoBoxIat0MMcs TPOMOOIIUTOIIEHUEN

[lepen  mpumenenwem  mpemapara  Onrpombonar [EPOD®APM  onmHOBpeMeHHO ¢
NPOTHBOBUPYCHON MEIWKaMEHTO3HOW Tepamuel HEeoOXOJMMO O3HAKOMHUTBHCS C  IOJIHOU
MHCTPYKIMEN 110 MEIUIIMHCKOMY IIPUMEHEHHIO BBIIIEYKA3aHHBIX JIEKAPCTBEHHBIX MPEMAPATOB.
llenpto mpuMeHeHUs mpenapara Ha (oOHE AHTUBHUPYCHOW Teparuu SBISIETCS MOAJEp)KaHue
KOJIMYECTBA TPOMOOILIMTOB, IMO3BOJISIIOIIEE MPEAOTBPATUTh PUCK PAa3BUTUS TEMOPPArHYECKUX
OCJIOKHEHUH, Kak mpaBmio, okojo 50 000-75 000/mxn. Crnemyer wuz0eraTh yBEIWUYCHUS
KoJIngecTBa TpoMOouuToB > 75 000/mMKI.

Jns mopnepkaHWs W JOCTHDKEHUS HEOOXOAMMOTO KOJIMYECTBA TPOMOOIUTOB MPUMEHSIOT
MUHUMaJIbHYIO 3(QeKTHBHYIO 103y TIpenapara, HEOOXOAMMYIO JUIi Hadala W ONTHMH3AIUN
IPOTUBOBUPYCHOU Tepanuu. [lonbop 10361 OCHOBaH Ha U3MEHEHUU KOJINYECTBA TPOMOOLIUTOB.
[Ipemapar Dntpombonar 'EPOD®APM He mnpenHazHadeH Jis HOpMalIM3allMM KOJIHMYECTBA
TpOMOOLIUTOB. B KIMHUYECKHMX MCCIEAOBAHUAX TMOBBIIICHHE KOJIUYECTBA TPOMOOIIMTOB
HaOJI0/1AI0CH KaK MPaBWIIO B TeueHue 1 Helenu mocie Hayalla Tepaluy IpernapaTom.

Ilepsonauanvhwiii pesicum 003Upos8anus

Bspocnvie

Havanenas no3a npenaparta Snrpombonar TEPODAPM cocrapmnsier 25 mr 1 pa3 B CyTKH.

VY nanveHToB a3uMaTCKOM pachkl (TaKMX KaK KUTAWIbI, SITOHIIBI, KOPEHIIbl, TAaWLbl M KUTEIIN
TaiiBans) neuenue npenaparom Dinrpomobornar [EPOD®APM crenyer HaunHATH ¢ 10361 25 mr 1
pa3 B CYTKH.

Monumopune u koppexyus 003bl

JHozy mpenapara Dnrpombonar TEPODAPM yBenuuuBaror ¢ «amarom» 25 Mr/CyT Kaxkzable 2
HEJENH JI0 TOCTHXKEHUS KOJIMYeCTBa TPOMOOIIUTOB, ONITUMAIBLHOTO /71l Ha4ajia IPOTUBOBUPYCHOU
Tepanmuu W B COOTBETCTBUMU ¢ Tabmuueid 2. Ilepex HauaroM NPOTHBOBUPYCHOHM Tepanuu

HEOOX0/MMO KOHTPOJIHMPOBATH KOJHMYECTBO TPOMOOIIMTOB €KEHENEeNbHO. B MOMeHT Hauama
NPOTHBOBUPYCHOH TEpanmuy KOJWYECTBO TPOMOOIIMTOB MOKET PE3KO YMEHBINATHCS, TPU STOM
cienyer n3lderatb HEMEJIEHHOM KoppeKIuu 1036l penapaTta dnrpomOonar [EPODAPM.

Bo BpeMss TpOTHBOBHPYCHOH Tepamud HEOOXOIMMO KOPPEKTHPOBATh 103y IIpernapara
Oarpombonar TEPOD®APM Ttakum 06pa3zom, 4ToObl H30€KaTh CHUKEHUS 1035l IITUHTEPHEPOHa
B CBSI3M C BO3MOKHBIM YMEHBIIIEHHEM KOJIMYECTBA TPOMOOIIUTOB, YTO MOKET YBEIMYUBATh PUCK
KpoBoTeueHHs. KoanmuecTBO TpPOMOOLMTOB cClieAyeT KOHTPOJIMPOBATH €XKEHEACIBHO 0
JTOCTHIKEHUS CTa0MIM3aIMK WX KoJndecTBa (kak mpasmio okono 50 000/mxin — 75 000/mkm). B
JABHEHIIEM CIIeyeT €KEMEeCSYHO KOHTPOJIUPOBATh TOKA3aTeNH OOIIEKIMHUYECKOTO aHaIIN3a
KPOBH, BKIIIOYAs OIpE/eNIeHNEe KOJUYECTBAa TPOMOOIIMTOB M Ma30K Mepudepudeckoil kposu. B
cllydae, €ClId KOJMYECTBO TPOMOOIMTOB TPEBBIMIAET IEJIEBOE, CIIEAYET pPacCMOTPETh
BO3MO)XHOCTh YMEHBILIEHUSI CYTOYHOM J103bl mpemnapara Ha 25 mr. OueHuts 3pdexT gaHHou u
11006011 mocneayroei KOppPEeKLUHU 10361 CIeyeT yepe3 2 HeAeH.

He cnenyer mpesbimats n03y 100 mr/cyr. PexomenmoBaHHas 103a MATUHTephEpoHa HIH
pubaBUpHUHA TMpEJACTaBleHAa B HMHCTPYKLUUU 10 MEAMLMUHCKOMY MPHUMEHEHHIO YKa3aHHBIX
IpernaparosB.

Taoauna 2. Koppexkuust 10361 npenapara arpomoéonar 'EPO®APM s nmanueHToB ¢
BI'C BO BpeMsi NPOTMBOBUPYCHO Tepanuu
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KosanuectrBo Koppexnust 10361 M1 0TBET

TPOMOOLMTOB

<50000/mMxI1 B TeueHHE | Y BETUYUTH CYTOUHYIO 103y Ha 25 Mr, HO He BbIie 100 Mr B CyTKH.
no KpaiiHeir mepe 2
HEJZIeNb Teparuu

> 200 000/mxm — YMeHbIIUTh CYyTOUHYIO 703y Ha 25 mr. CnycTs 2 Heneld OUCHHUTh
<400 000/mx 3 deKT OT KOpPpeKIMH A03bI W NPUHATH PEUICHUE O JaIbHEHIIeH
KOPPEKIMH JO3BI*.

> 400 000/mx [IpekpatuTh mnpueM npenapara Ontpombonar I'EPODAPM,;
YBEIUYUTH YAaCTOTY OIPEICIICHUS] KOJMYECTBAa TPOMOOIIMTOB 110 2 pa3 B
HEJIEIIO.

[Tpu kommyectBe TpoMOOLIUTOB < 150 000/MKII, BO3OOHOBUTH TEPAITHIO

B CHUKEHHOW CYTOYHOM J03€.

* JIJI MaIFieHToB, MMOMyJalonIinX Ipenapar B 1o3e 25 Mr 1 pa3 B CyTKH, CIIEAyeT PacCCMOTPETh BOMPOC O
MIPUMEHEHUH NpenapaTa B Jjo3e 25 Mr 1 pa3 yepe3 CyTKH.

Ommena npenapama
VY mnanuentoB ¢ BI'C renotuna 1/4/6, He3aBUCMMO OT pELIEHUS O MPOAODKEHUH TEparuu

UHTEp(EepoHaMH, CIEAYET PACCMOTPETh OTMEHY Npenapara Diurpomoonar [EPODAPM B ciyuae,
ecu AQQEKT OT JIeYeHHs MPOTHBOBUPYCHBIMH TIpenapaTaMyd He JOCTUTHYT Ha 12-i Hexmere.
Crnenyer OTMEHHMTH TEpANUIO MpernapaToM B Cillyyae, €CiM IOCle JIBYX HEZellb IPUMEHEHUs B
cyrouHoit go3e 100 Mr He JOCTUTHYTO II€JIEBOE KOJUYECTBO TPOMOOIIUTOB, HEOOXOAMMOE IS
Hayaja MPOTUBOBUPYCHOM TEpanuu.

Crnenyer mnpekpatuTh JjedeHue mnpemnapatrom Onrpombonar ['EPOD®APM, ecnun mocie
24-nenenvHoi Tepanuu obHapyxkeHa PHK BI'C. Ilocne oTMeHBI NMpOTHBOBHPYCHOM Tepanuu
clleflyeT MpeKpaTUTh NpuMeHeHue npenapata darpomobonar [EPODPAPM npu oTCyTCTBUM HHBIX
MOKa3aHUM AJIs €r0 IPUMEHEHUS.

Crnenyer nmpekpaTuTh IpuMeHeHue npernapata dnrpomooriar [EPODAPM B ciydae upesmMepHOTo
YBEJIMUEHHUS KOJIMYECTBA TPOMOOLMTOB, Kak omnucaHo B Tabmuue 2, Wid Opu KIMHUYECKU
3HAYMMBIX OTKJIOHEHHSX (DYHKIIMOHAIBHBIX MPOO MEUYEeHU OT HOPMHI (CM. paznen 4.4).

IlepBag JUHHUS TEpAIUU TSHKEIOHN alJIaCTUYECKON aHEMUU

Tepanuio npenapatom Ontpombomar 'EPOD®APM crenyer Ha3HauyaTh OJHOBPEMEHHO CO
CTaHJApPTHOU UMMYHOCYIIPECCUBHOU TE€paIuen.
He nomyctumo npeBbliieHne HavanbHOU 10361 npenapara dnrpomoonar EPODAPM.

Ilepsonauanvuwlii pesicum 003Upos8anus
Bspocnvie u demu cmapwie 12 nem

Pexomenayemas HadanbHas 103a npenapata dntpomoonar [ EPOD®APM cocrasnser 150 mr 1 pa3
B CYTKHU B T€UEHHE 6 MECSIIEB.

VY B3pocheix U geteit B Bozpacte 12—17 neT a3uaTckod pachkl (TaKMX KaK KUTAMIIBI, STIOHIIHI,
KOpEHIbl, TalIbl U kuTenH TaiiBans) nedenue npenaparom Dnrpomobonar 'EPODAPM crnenyer
HA4YMHATH C 10361 75 Mr | pa3 B CyTKH B Te4EHHE 6 MECALIEB.

Hemu 6 so3pacme 6-11 nem

Pexomenyemast HayanpHas o3a npenapara dnrpomoonar 'EPODAPM cocrasnsier 75 mr 1 pas
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B CYTKHU B TCUCHHC 6 MCECAILICB.

VY nereit B Bozpacte 6—11 siet a3uaTckoil pachl (TaKUX KaK KATAUIIbI, SITOHIIBI, KOPEHIIbI, TAUIIBI
xutenu TaiiBanst) neuenue npenapatom Datpombonar [EPOD®APM cnenyer HauMHATh € 103bI
75 mr 1 pa3 B 2 1Hs B TeueHUE 6 MECSLEB.

Hemu 6 so3pacme 3-5 nem

Pexomennyemas HauanpHas no3a npenapara atpombonar [EPODAPM cocrasmnsiet 2,5 mr/kr 1
pa3 B CyTKH B T€UEHHE 6 MECAILIEB.

VY nereit B Bo3pacte 3—5 JIeT a3UaTCKOM pachl (TaKUX KaK KATAWIIbI, STTOHIIBI, KOPEHUIIbI, TAUIIBI 1
xutenu TaiiBans) neyenue npemaparom Iatpombonar [EPODAPM cnenyer HadyMHAThH C 1036
1,25 mr/kr 1 pa3 B CyTKH B TeueHHE 6 MECSIIEB B CIy4ae, €CIM BeC MalueHTa cocTanisieT > 20 Kr.
B cnyuae, ecniu Bec manuenTta coctasiuseT oT 10 mo 20 kr, cienyeT HayMHATh TEPAIUIO
npenapatoM darpombonar TEPODAPM c no3s1 25 mr 1 pa3 B ABOE CYTOK B TeUeHUE 6 MECSAIIEB.
Ecniu He ynmaercs MOCTUTHYTH KOPPEKTHOM [103bI, TEpANHIO MpenapaTtoM aTpoMOomnar
I'EPO®APM cneayer HaumHaTh ¢ MUHUMAJIbHO BO3MOXHOM JT03bI.

Ta6nuna 3. Koppexknusi 103bl CTaHAAPTHON MMMYHOCYNPECCHMBHOI Tepamuu B cjy4dae
COBMeCTHOI Tepanuu ¢ npenaparom Jdarpombéonar TEPODAPM

HNmmyHocynpeccuBHasi Tepanus

Koppekuust 10361

HNmmyHOTIOOYTHH
AQHTUTUMOLIUTAPHBIN (JIOLIaIUHBIN)

40 mr/kr/cytr, ucxons u3 (PaKTUYECKOH Macchl Tena,
BHYTPHUBEHHO ¢ 1-T0 110 4-ii 1eHb B TeYeHHE 6 MecsIIeB.

[uxnocriopud  (TepaneBTUYECKAst
JIo3a B TeueHUe 6 MecsIeB, ¢ 1 gHs
Jo 6ro Mecdia, ¢ MONpPaBKOW Ha
JIOCTUKEHUE () (S:10)7
TepaneBTuueckoii  mo3er 200400

MKT/11%)

Bspocnvie u oemu cmapwe 12 gem:

3 Mr/kr, ucxons M3 (PaKTUUYECKOM Macchl Tena, BHYTPb
Kaxasle 12 gacoB (00mmias CyTouHas /1032 COCTaBJISET
6 MI/Kr/cyT) B TeueHue 6 MecsleB, Ha4YMHas ¢ 1-To JHs.
Hayuenmor_cmapwe 20 nem ¢ UHOEKCOM _MACCbl_meaaq
(UMT) > 35 unu nayuenmol 8 sozpacme 12—20 nem c UMT
95-20 npouenmuisi:

3 MI/Kr, UCXOASl U3 CKOPPEKTUPOBAHHOM Macchl Tenma™*,
BHYTpb Kaxable 12 wdyacoB (o0mas cyrouHas jo3a
cocTaBiisieT 6 MI/KI/cyT) B TeueHUe 6 Mecs1eB, HaunHas C
1-ro mus.

JHemu 6 6ozpacme 3—11 nem:

6 Mmr/kr, ucxonas W3 (aKTHUECKOW MAacChl Tejia, BHYTPb
Kaxaple 12 gacoB (oOmmas cyrouHas jo3a cocrapiser 12
MT/KT/CYT) B TeueHHe 6 MecsIeB, HauuHas ¢ 1-To JHs.

THayuenmor ¢ UMT > 95-20 npoyenmuns.
6 MI/Kr, UCXOls M3 CKOPPEKTHPOBAHHOW Macchl Tena*,
BHYTph Kaxknable 12 wdacoB (oOmias cyTrodHas md03a

cocraBisieT 12 Mr/Kr/cyT) B TeueHHe 6 MecsIeB, HaunHas
¢ 1-ro ous.
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11032, ¢ 6 110 24 Mecslbl Tepalu) | 2eMamonocui4ecKko20 omeema 6 neyeHue 6 mMecsayes:

2 MI/KT/CyT Ha3HAa4aloT BHYTPh B (PUKCHPOBAHHOM J103€ HA
JIOTIOJTHUTENbHBIE 18 Mecsiies.

* MoxeT moTpeboBaThCS KOPPEKITHS 1036l IUKIIOCIIOPUHA [T IOCTHKEHHS [IEJIEBBIX YPOBHEH B ciiydae
MPUMEHEHUS IIUKJIOCIIOPUHA COBMECTHO C IPYTUMU MpenapaTaMmu; peKOMEHAYETCS pPyKOBOJACTBOBATHCS
COOTBETCTBYIOIIEH HHCTPYKIIUEH 110 METUITMTHCKOMY IPUMEHEHHIO JUTA IUKIOCTIOpUHA

** PaccuMThIBacTCS KaK CpeHEE 3HAUCHUE MEXKIY HICATBHON Maccol Tea U (paKTHIECKON Maccoii Tena

Monumopune u koppexyus 003wl npenapama Inmpomoonae ' EPODAPM

AHaM3 TEeMaTOJIOTMYECKUX TOKa3arened W HccienoBaHus (DYHKIUH TEYEHH JOJDKHBI
NPOBOJUTHCA PETYISIPHO Ha TPOTSHKEHWHM BCEro Kypca TEpamnuH IpernaparoM iaTpoMoOoriar
I'EPO®APM; koppekuuio 103bl Ipenapara cielyeT MNPOBOJUTh Ha OCHOBAaHMM KOJIMYECTBA
TPOMOOLIMTOB, KaK yka3zaHo B Tabnure 4.

B Tabnune 5 mnpuBeaeHbl peKOMEHJALMU IO KOPPEKLUMH J03bl Ipemnapara irpoMobonar
'EPO®APM B cityuae HapylieHu QyHKIUHU T€YEHU U TPOMOO30B/ 3MOOIHH.

Tadoauua 4. Koppexknusi 10361 npenapara Jdarpomoonar TEPO®APM B Tepanuu nepsoii
JIMHUHM TSKEJIOH anjiacTH4eCKoil aHeMUuu

KoauuecTBoO TpOMﬁOIII/ITOB Koppekum{ JA03bI HJIM OTBET

> 200 000/mMKn - CHmWXaTh CYTOUHYIO JI03y Ha 25 Mr KaXIple 2 HEIeNH 110
<400 000/mxn MUHUMAaJIbHO BO3MOXKHOM J103bI, MpPH KOTOPOH KOJUYECTBO
TpomMOonuToB > 50 000/MKJI.

YV oemeii 6 sospacme 3—12 nem, NPUHUMABIIUX Mpenapar
Onrpomboniar [EPOPAPM B noze 25 mr 1 pa3 B cyTkw,
ClIeyeT pacCMOTPETh BO3MOXKHOCTh IIPUEMA IIperapara B 103€
25 Mr 4epe3 JIeHb.

> 400 000/mxn [Ipexparuts npuem npenapara dnrpombonar [EPODAPM na
1 Henemro.

ITpu xonmuuectBe TpombOoruToB < 200 000/MKI BO300HOBHUTH
npueM npenapara Ontpombomar ['EPOD®APM B no3e,
CHIDKEHHOM Ha 25 mr (v _odemeil 6 eospacme 3—12 nem,
npuHuMaBIIuX npenapar Anrpombonar [EPOD®APM B noze

25 mr 1 pa3 B CyTKH, ciaeayeT pacCMOTPETh BO3MOKHOCTH
npueMa mpenapara B 103¢ 25 Mr 4epe3 JICHb).

Ta6auna 5. Pekomenayemasi koppekuus 1036l npenapara darpoméonar 'EPODAPM npu
HapylIeHUusIX (PYHKUMHU NeYeHU U TPoMO03ax/IM00 MU

Peakuus Pexomenpanuun
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anannHamuHoTpanchepassl (AJIT) B 6 pas:

MpeKpaTuTh mpueM npemapara dnrpombomnar TEPODAPM,;
npu ypoBHe aktuBHOCcTH AJIT <5 or BI'H B0300HOBUTH
IIpUEM IIpenapara B IIEpBOHA4YaIbHOU JO3€.

Veennuenue BI'H aktuBnoctn AJIT B 6 pa3 mnocie
BO300HOBJIEHMsI IIpUeMa Ipernapara (M HECBA3aHHOE C
JIPYTUMH  BO3MOXXHBIMH  (akTopamMM,  TaKUMH  Kak
CBIBOPOTOUYHAsi O0OJIE3Hb, CEICUC WM IIPUEM a30JI0BbIX
MIPOTUBOTPUOKOBBIX MPENapaToB):

KOHTpOoJb ypoBHs AJIT kaxasie 3—4 nus.

Eciu ypoenp AJIT >6 mpu NOBTOPHBIX aHaIM3aX KpPOBHU:
peKpaTtuth npueM npemnapata dnrpomobonar TEPODAPM,;
npu ypoBHe aktuBHocTH AJIT <5 or BI'H B0300HOBUTH
IIpMeM Ipenapara B J103€, CHIJKEHHOM Ha 25 Mr oT
IIPEABIAYIIEH JO3BI.

Ecin ypoens AJIT BHOBb >6 mnpu mnpueme Ipernapara
Ontpombonar 'EPOD®APM B cHukeHHOM J03€:

CHIKATh 103y npenapara dntpomoonar [EPODAPM na 25
Mr, rnoka yposeb AJIT ne cuuzurcs 1o 5 BI'H.

JlaHHBIX O BO3MOJKHBIX KOPPEKLMSIX J103bl y JeTed Hu3-3a
HapyleHus: (pyHKIUM Ne4eHu He cyuiectByeT. Koppekiuio
J03bl CcleayeT oOCyXJaTb Ha OCHOBaHMM KIMHUYECKON
OLICHKH.

TpomO03/amO0Hs I[Ipu TpomMOo3e TIyOOKMX BEH, JIETOYHOW HMOOJIHUH,
TPAH3UTOPHOM HINEMUYECKOW aTake, MHCYJIbTE U HHPaAPKTE
MHOKapJia B JIt00oe Bpemsi Ha (pOHE Tepamuu MpernapaTom
Ontpombonar TEPODAPM:

[Ipexkpatuts npuem npenapara Dntpombonar 'EPODAPM,
HO IPOJOJIKUTH TPUEM MMMYHOCYIIPECCUBHBIX
rpenaparoB (MmmyHOTIIOOYTMH AHTUTHUMOIIUTAPHBII
(momamuHbld) U 1ukiocnopuH). Eciu mpu  TpombGose
KojudecTBO TpomOomutoB >50 000/MKI, peKOMeHIyeTcs
nu00 Ha3HAYeHUE TEepanuyd SHOKCAapUHOM WIH JAPYTUM
AQHTUKOAryJassHTOM /10 TeX Iop, IIOKa KOJHYECTBO
TpoMOOIIUTOB HE nocturHeT ypoBHS <20 000/mxmn, mmbo
CTaHJIAPTHBIN KypC aHTUKOATYJITHTHOHN TEPAITiN B TSYCHHUE 3—

6 MecsIIEB.

Ommena npenapama

OOmast mpoAOIDKUTENBHOCTh Ipuema npemnapata Dntpombonar [EPOD®APM cocraBnser 6
MECSIIEB.

UpesmepHoe yBeIHueHUe KoIuyecTBa TpoMOouToB (cM. Tabnuity 4) U pa3BUTHE HEXETaTeIbHbBIX
SABJICHUM, YyKa3aHHBIX B TabOmuie 5, Takke TpeOyrOT NpeKpameHus MpueMa Ipernapara
Onrpombornar TEPODAPM.
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[NarmeHTsl ¢ pedpakTepHON TSHKEION aIIaCTHYE

Ilepsonauanvhwiil pexcum 003upoBaHsl

Bspocnvie

Havanshas no3a npenaparta Inrpombonar T[EPODAPM cocrapnsier 50 mr 1 pa3 B CyTKH.

VYV nanueHToB a3MaTCKOM packl (TaKMX KakK, KUTAWIbI, SITOHIIBI, KOPEWIIbI, TalIbl U KUTEJIU
TaiiBanst) nedenue npenaparoM Datpombonar [EPODAPM cnenyer HaumHaTh € 10361 25 mr 1
pa3 B CYTKH.

Monumopune u koppexyus 003vl

Jis nocTrKEeHHs] TeMaToJIOTHYeCKOro OTBeTa TpeOyeTcs KOppeKIus J03bl Kak mnpaBuio a0 150
MT, JJIsL 9eT0 MOKET MOTpeOoBaThes 10 16 Helenh ¢ MOMEHTa Havaia JieueHus npenaparom. 1oy
npemapata Inrpombonar [EPOD®APM crnenyer yBenuuuBath ¢ maroM 50 Mr Kaxkasie 2 HeJenu
JI0 J03bI, HEOOXOIUMOM JIJIsl IOCTHIKEHUS MEeJICBOr0 KoamdecTBa TpoMboruToB > 50 000/ Mt Y
MalMEeHTOB, TPUHUMAIOLIUX MpernapaT B 103€ 25 Mr 1 pa3 B CyTKH, CIEAYyeT YBEIUYUTh CYTOUHYIO
o3y 1o 50 mr nepea JanbHEHIIMM MOBbIIeHUEM 10361 Ha 50 mr. He cieqyer npeBsiliath 103y
150 mr B cyrku. CrnemyeT peryisipHO KOHTPOJHMPOBATh KIMHUYECKHE TIe€MaTOJIOrMYECKUe
MOKa3aTeIM U «II€YEHOYHbIE» TECThl Ha BCEM MPOTSHKEHHHM TEPANMH U KOPPEKTHUPOBATH /103y
npenapata dntpombornar [EPOD®APM Ha ocHOBaHWU KOJTMYECTBA TPOMOOIIUTOB B COOTBETCTBUU
¢ Tabnuueii 6.

Taonauna 6. Koppexkuus no3b1 npenapara darpoméonar TEPODAPM nis namueHToB ¢
TAA

Koaun4vecTBo TpomoouuToB | Koppekiusi 10351 HJIH OTBET

< 50000/mxn B Teuenue 1o |IloBbicuTh cyrouHyro 103y Ha 50 mr, HO He Bbime 150 mr B
KpaiiHeil Mepe 2 Hedenb|CyTKH. Y TAlMeHTOB a3MaTCKOW packl WJIM TalHUEHTOB C
Tepanuu HapylleHHeM (QYHKIMM TEeYeHU, NPUHUMAIOLIUX Ipenapar B
no3e 25 mr 1 pa3 B CyTKH, CIEyeT YyBEIUUUTh CYTOUHYIO 103y
10 50 Mr nepes JanbHEUIINM MOBBIIIEHHEM 1036l Ha 50 Mr.

>200000/mx1 — CHu3uth cyrounyro 103y Ha 50 mr. Cnycts 2 HEAenu OLEHUTh
<400000/mxn B 1r060€ BpeMs | 3D (PEKT 0T KOPPEKITUH 10361 U IPUHSTH PEIIEHNE O JaIbHEUIIIeH
KOPPEKIIUHU J03bl.

> 400000/mkn [Tpexparutes npuem npenapara dnatpombonar EPODOAPM ne
MeHee ueM Ha 1 Hezeno.

[Tpu xommuectBe TpomOGouuToB < 150 000/MKI BO30OHOBUTH
JIEYEHUE B CYTOYHOM /103€, CHUKEHHOU Ha 50 Mmr.

> 400000/mxn  cnycra 2 |IIpekpartuts npuem npenapata dnrpombonar [EPODAPM.
HeJeNu Tepanuu Ipernaparom
Ontpombonar TEPOD®APM B
CHUKEHHOMN

CYTOYHOM J103€.

Ilocmenennoe cHudiceHue 003bl Y NAYUEHMOB8 C MPEXIUHEUHbBIM OMBemomM HA Mepanumo
(netikoyumul, Spumpoyumsli u mpomoOoOyumsl)

[Tocne moctmwxenus: komudectBa TpomOomuToB >50 000/MKJI, KOHIICHTPAIIMM TeMOTJIIOOMHA
>10 r/an 6e3 TpaHcdy3uil IPUTPOIUTHON MacChl M abCOMOTHOTO yucia Heltpodunos (AUH)
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Onrpomboniar TEPOD®APM cnenyer cumzuth Ha 50 %. Ilpu cTaOMIBHO COXpaHSIOMIUXCS
BBIIIICYKA3aHHBIX IOKAa3aTeNsX depe3 8 HeJenb IMOCie CHUKEHHUS J103bl CIeNyeT MpPeKpaTuTh
JICYCHHE TPEMapaToM C pErysIpHBIM KOHTPOJIEM IIOKaszaTeliell aHanm3a KpoBu. B ciyuae
yMeHblIeHus: konuuectBa TpoMOoonnToB <30 000/MKJI, CHM)KEHUS! KOHIEHTPAIMU T'eMOTrIo0nHA
<9 r/mn1 wim npu AUH <0,5x10%/1 BO3MOXHO BO30OGHOBIICHNE JICUCHHUS IIPEAPATOM B TIPEKHEH
a3 dexTuBHOM 103€.

Ommena npenapama

B cnydae OTCYTCTBHSI TremMaTolOrM4ecKOro OTBeTa mociie 16 Hemenb JiedeHHs] Teparuio
npenapatoM arpombonar 'EPO®APM crnenyer ormenuts. HeobOxomumo paccMoOTpeTh
BO3MOXXHOCTh OTMEHBI Tepanuu npernaparom dnrpomoonar [EPODAPM B ciyyae mosiBiIeHUs
HOBBIX IIMTOTCHETUYECKUX OTKJIOHEHHH (cM. paszzaen 4.8). Takke oTMEHa Tepanmuu IMpenapaTroM
Ontpomborniar [EPOD®APM tpebyercst B ciydae 4pe3MEpPHOTO OTBETa CO CTOPOHBI KOJMYECTBA
TpOMOOLIUTOB (Kak yka3aHo B Tabmuile 6) nin BaKHBIX OTKIIOHEHUN PE3yIbTaTOB «I1€YECHOYHBIX)
TecToB (cM. pazzen 4.4).

eTh
JlekapCcTBEHHBIN Tpernapar MPOTUBOIMOKA3aH K MPUMEHEHUIO Y JAeTeil Miajie 3 JIeT B JaHHON
JICKapCTBEHHOH (opme.

Oco0ble rpynmnsl DaueHToB (Ul BCEX HOKA3aHUil)

Tayuenmui nodwcunozo 6ospacma

NmeroTcst orpaHnyYeHHBIE TaHHBIC TI0 IPUMEHEHUIO JITpoMOoIiara y rmaiueHToB B Bo3pacte 65
JEeT U cTapiie. B KIMHUYECKUX UCCIIEeI0BAHUIX HE OTMEUEHO KIMHUYECKU 3HAYUMBIX P34l
0e30MacHOCTH ANITpoMOoIIara y maleHToB B Bo3pacte 65 JeT U cTapile 1Mo CpaBHEHHIO ¢ Oolee
MOJIOJABIMHM MaleHTaMu. Jpyrue KIMHMYECKHE [1aHHbIE TaKK€ YKa3blBalOT HAa OTCYTCTBHE
pa3iauurii B OTBETaX Ha JICYCHUE Y TIOKUIIBIX MAIMEHTOB U MAIIMEHTOB 00Jiee MOJIOJI0T0 BO3pacTa,
O/IHAKO HEJIb3Sl MCKJIIOYUTh MOBBIIMICEHHYI0 YYBCTBUTEIBHOCTh K Mpenapary y OTAEIbHBIX
NAMEHTOB MOKUIIOTO BO3pacTa.

layuenmul ¢ napywienuem @yHKyuu novex

Koppekuuu 10361 y MallMEHTOB ¢ HapylIeHueM QyHKIUU IoyeK He Tpebyercsa. OHaKo B CBSI3U C
OTpaHUYEHHBIM ONBITOM NMPUMEHEHHS B KIMHUYECKOH MpaKTUKE y MAlUEHTOB C HapylIEHUEM
(GyHKLIUU MOYeK ITpoMOonar cieayeT IpUMEHSITh ¢ OCTOPOXKHOCTBIO U Ha ()OHE TLIATEIbHOIO
MOHMTOPHMHIA, HAampUMep, KOHTPOJISI KOHIEHTpAlMM KpEaTMHHHA B CHIBOPOTKE KpPOBU U
IIOKa3aTesel aHaIu30B MOYH.

Tayuenmoi ¢ napywenuem QyHKyuu neveHu

VY nauuenroB ¢ UTII u Hapymenuem QyHkuuu nedyeHu (= 5 G6amnos no mkaie Yaina—IIsio)
anTpomOonar cieayeT IPUMEHSTh C OCTOPOKHOCTHIO Ha (DOHE TIIATETLHOTO KOHTPOJISI COCTOSIHUS
(cm. pasnen 4.4). Ilpu HeoOxoammoctu Tepanuu mpernapatom OntpomoOomar [EPODAPM vy
nanuenTa ¢ UTII u HapyienreM QpyHKIMY EYEHU JIeYeHUEe HAYMHAIOT B 103€ 25 MI/CyT.
YBenuuuBath 03y Ipernapara y MaldeHToB ¢ HapyleHUsIMU (GYHKIIUU TTIE€YeHHU CIIeyeT He paHee
4yeM uepe3 3 Helenu Nocie Havyajla TEpanuy. Y ManueHToB ¢ XpoHndeckuM BI'C u HapymeHnem
(GyHKLINU MEYeHHU, a TaKXkKe y MaueHToB ¢ pedpakrepHoid TAA u HapyleHueM QyHKIIUH [TeYeHU
Ipernapar ciaeayeT IPUMEHATH B 103€ 25 Mr 1 pa3 B CyTKH.

B knuHHMueckoe uccnenoBaHue mnanueHToB ¢ TAA, HE MOJy4YaBIIMX paHee MPOrPaMMHYIO
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ACT/AJIT, npebmmatomemM B 5 pa3 BI'H. Hawanpnas po3a mnpemapata DntpomoOorar
I'EPO®APM y nanuentoB ¢ TAA 1 ne4eHOUYHON HEAOCTATOYHOCTBIO B IIEPBOM JIMHUU TEparuu
JOJDKHA ONPENENATbcd IO Mepe HEeOoOXOIMMOCTH Ha OCHOBAaHMM KIMHUYECKOH OLIEHKH,
NEPEHOCUMOCTH Tpernapara ¥ TUIaTeIbHOI0 MOHUTOPUHTA (DYHKIIUU TICUCHH.

Crnoco0 npuMeHeHus

[Ipenapar Dntpombornar TEPODAPM cnenyer mpuHUMaTh 10 KpailHEH Mepe 3a 2 Jaca J0 WIH
yepe3 4 yaca mocie MpueMa TaKuX MPOJYKTOB KaK AaHTALU[bl, MOJOYHBIE MPOIYKTHl MU
MUHEpaJbHBIE JOOABKH, COJIEp’Kallllie IOJMBAJICHTHbIE KATUOHBI (HAmpuMep, KaTHOHBI

AITIOMUHMS, KaJIbIIHS, JKeJie3a, MarHus, cejeHa v [MHKa) (cM. pazaensl 4.5 u 5).
Tabnerku mpemapata MOXXHO NPUHUMATh C MHUIICH, COAEp)Kaleld HeOOJbIIoe KOIUYECTBO
Kanpus (< 50 Mr) uiam NpeAnoyYTUTENBHO HE COJIeprKallel KaJlbLni.

4.3. [IpoTuBONOKA3aHUA

e [ UIEepUyBCTBUTEIBHOCTH K JITPOMOOIIATY WIIH K JTIOOOMY M3 BCIIOMOTAaTEIIbHBIX BEIICCTB,
MepeUYrCICHHBIX B pazjene 6.1.

e MuenoaucnaacTUUeCKuii CUHAPOM (B CBSI3U C OTCYTCTBHEM JaHHBIX MO 3()PeKTUBHOCTU
1 0€30IMaCHOCTH Y JAaHHOW KaTerOpUH MAIIMEHTORB), CM. pasen 4.4.

e BepeMeHHOCTD U TIEPHOJI ITPYIHOTO BCKapMiIMBaHus (cM. paszen 4.6).

4.4. Ocobble yka3zaHus ¥ Mepbl PeJOCTOPOKHOCTH PH NPUMEHEHUH

IIpu npuMeHeHuM 1TPOMOONAra B COYETAHMU € Tepanueil UHTep(epoHOM CylIecTBYeT
NMOBBIIICHHBI PHCK Pa3BHTHS HEXKEJIATEJIbHBIX PeaKnuid, BKJIKYasi NOTEHIHATbHO
JIETAJIbHYIO 1eKOMIIeHCAllUI0 (PYHKUMHU MedyeHH U TPoMO03MOoIuYecKUue OCI0KHEHHUS Y
nauMeHToB ¢ xponmueckum BI'C, compoBoxnaomumMcs TpoMOouuToneHueid M
NPOrpecCHPYIOIIMM XPOHMYECKHM MOPAKEHHEM Ie4YeHH, YTO OmpenesieTc HU3KHMHU
ypoBHsIMH aab0ymuHa < 35 r/a win 6anaiom > 10 no mkane MELD (moaeib KoHe4HOi
cTraauu 3a0o1eBaHus neyenn). Kpome Toro, npeumyuiecTsa Tepanuu, odecneuynBaroiiei
YCTOWYMBBII  BHPYCOJIOTHYECKHIl OTBeT 10 CPaBHEHHI C 1Janedo, ObLIM
HE3HAYUTEIbHBIMH Y JAAHHBIX MAIHEHTOB (B OCOOCHHOCTH y NALMEHTOB C HMCXOAHBIM
aab0ymuHom < 35 r/;1) Mo cpaBHeHUIO ¢ rpynmnoii B umeaoM. Tepanusi 3aTpoMOéonarom
y TAKMX NAIHEHTOB J0/J’KHA ObITh HAYATA TOJBKO CHEeNHAJIMCTAMH, HMEIOIMMU ONBIT B
Tepanuu nporpeccupyromero BI'C, 1 To1bK0 TOr1a, KOrjaa pucKku TpPOMOOIUTONIEHUH UJIH
O0TKa3 OT NPOBOAMMON NPOTHBOBHPYCHOH Tepanmuu TpeOylT BMemarejabcrBa. Ecianm
NpPOBe/ICHHE Tepanuu KIWNHUYECKH ONpPaBJaHO, HE00XO0AMM TINATEJbHBIH MOHHUTOPHHI

TAKUX NAIIUECHTOB.
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He uzyuens! 3¢ekTuBHOCTS U 0€30MACHOCTH OJHOBPEMEHHOTO IMPUMEHEHHUs 3ATpoMOornara ¢
IIPOTUBOBUPYCHBIMU IIperaparaMd HpsIMOrO  JEHCTBUS, pa3pelieHHbIMU JUId  JIEUEHUs
xpoHuueckoro rematura C (MHruOMTOpHl npoTeasbl BUpyca renatuta C, HYKICO3UIHBIE
MHTUOUTOPHI OJTMMEpa3bl, HEHYKJICO3UIHbIE HHTUOUTOPHI IosuMepasbl, NSSA UHruOUTOpHI).

I'enaToTOKCUYHOCTH

[Tpumenenue s3nTpomOonara MoxeT BbI3BaTh OTKJIOHEHUS OT HOPMBI JIAOOPATOPHBIX ITOKa3aTeei
(YHKLIUU TIEYeHH, TSKEIble TeaTOTOKCUYECKHE SBJICHHS U MOPAKEHUE MEYEHHU C BO3MOXKHBIM
JeTalIbHBIM UCXO/I0M. B KIIMHNYECKUX UCCIeI0BaHUX Y MAIIUEHTOB (KaK B3POCIbIX, TaK U JeTel)
¢ xponnueckoil WTII ormeueHo mnoBbllieHHE aKTUBHOCTU cbiBOpoTOouHbIX AJIT, ACT un
KOHI[EHTPAIIUU HENPSIMOTO OMIMpyOrHa. DTH peaKIi HOCWIIH 10 OOJbIIel yacTu Jierkui (1-2-
g CTENeHU) M oOpaTUMbI XapakTep 0€3 KIMHMUYECKH 3HAYMMbIX CHMIITOMOB, KOTOpbIE Obl
CBUJIETEJILCTBOBAIN O HAPYIIEHUHN (PYHKIIMH I1€YEHHU.

B Tpex miane6o-KOHTPOIMPYEMBIX MCCIENOBAHUAX Yy B3pociblx ¢ XpoHudecko UTIIT y 1
nalMeHTa B rpynine ianedo u y 1 nanuenra B rpyIiie, nojy4asiiei aaTpomoonar, HabJt01aj10Ch
HapyleHue (yHKIMU NedeHu 4 cTeneHu TsokecTd. [1o JaHHbIM ABYX Mi1ane00-KOHTPOIUPYEMbIX
UCCJIEOBAaHNN y MaIMEHTOB Bo3pacte oT 1 roxa no 17 ner ¢ xponnueckon UTII HexenarenpHbie
peakuuu B Buje nosbliieHus aktuBHocty AJIT, B 3 pa3a npessimatomue BI'H, 6p11un otMeueHs!
y 4,7 % u 0 % manueHToB, MOJy4YaBIIUX AITPOMOOIIAT U TUIarie00 COOTBETCTBEHHO.

[To maHHBIM 2-X 1U1a11€00-KOHTPOJIMPYEMBIX HCCIEAOBAHUN HEXKENaTelbHble PEaKlUu B BHJE
noBbieHus aktuBHOCTH AJIT y manmentoB ¢ UTII Obutn otmedensl y 5,7 % u 4,0 % nanueHTos,
HOJIYYaBIIMX ITPOMOONAr U M1a1ed0 COOTBETCTBEHHO.

B 2-X KOHTpPOJIMpYEMBIX KIMHMYECKHX MCCIEAOBAHHUAX C Yy4YaCTHEM NAIMEHTOB C
tpombonuronenueii u BI'C OblmM 3aperucTpupoBaHbl Ciiydad >3-KPaTHOTO YBEIHUYEHHS
aktuBHOCTH AJIT nnu ACT Beitie BI'H y 34% u 38% nanumenTtoB B rpymme 3aTpoMborniara u B
rpymnme mianedo cooTBeTcTBeHHO. [IpumeHnenue antpombonara OJHOBPEMEHHO ¢ KOMOMHAIUEH
IITUHTEppepoHa U pubaBUpUHA OBLIO KOCBEHHO CBSI3aHHO C TUIEPOMIMPYOMHEMHUEH.
3aperucTpupoBaHbl ciiydan >1,5-KpaTHOro yBEJIMYEHHUS KOHILIEHTpaluu oOuiero OmnnpyOuHa
Boie 3HaueHust BI'H B 76% u 50% B rpynme antpoMOornara v B rpynie miane0o COOTBETCTBEHHO.
B OTKpBITOM HEKOHTPOJIUPYEMOM HCCIIEJOBAHUM NAMEHTOB ¢ TAA, KOTOPBIM HE TPOBOAMIIACH
paHee TIporpaMMHas HMMMYHOCYIIPDECCHBHAsl Tepamus, IpuU MPUMEHEHUHM siITpomMbOonara
COBMECTHO C JIOIIAJAMHBIM AHTUTUMOLUTAPHBIM HMMYHOITIOOYJIMHOM M IHMKJIOCHOPUHOM
oTMevanock >3-kpatHoe yBenmueHue mokazateneil AJIT u ACT u >1,5-kpatHoe yBenmueHHe
obmero Oumupyomna y 46,8% mnamuentoB (29 uz 62). Hu oguH w3 yKa3aHHBIX CIy4yacB
yBenudeHus nokaszareneid AJIT, ACT u obmero OunnpyOonHa HE IPUBENT K OTMEHE TEepaIuu.

[Ipy mpuMeHeHMHM B MOHOTepanuu y nanueHTtoB ¢ pedpakrepHoit TAA II ¢dazbr >3-kpaTtHoe
yBenuuenue nokaszareneid AJIT u ACT ogHoBpeMeHHO ¢ >1,5-KpaTHbIM yBeIHMUYEHHEM OOIIEero
(HenmpsMoro) 6unupyorHa ObuT0 0TMEUeHO y 5% nanuenToB. OOuwmii OmpyOorH ObUT yBeTUYEH
B >1,5 pa3za y 14% nanueHTos.

Onrpombonar uHrubupyer rensl UGTIA1 u OATP1BI, koTtopble MOryr cnocoOCTBOBATh
Pa3BUTHIO HEMPSIMOU TUIIepOUIUpyOHEMHH (CM. pa3aen S.).

V¥ nmaumentoB ¢ UTIIL, BI'C u pedpakrepnoit TAA ceiBopotounyto aktuBHOCTh AJIT, ACT u
KOHIEHTpaLUIo OMnnpyornHa He0OX0UMO U3MEPUThH 10 Hadaja JISYeHHsI JITpoMOOIarom, 3aTeM
KOHTPOJMPOBATh KaxJble 2 HEIeNH BO BpeMs MOA0Opa J03bI, & TAKKE €XKEMECAYHO IOcIe
JOCTH>KEHUS CTAaOMIIBHOM JT03BI.
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HOPMBI IPOBOAAT B TeueHue 3—5 aHeil. Eciu chIBopoTOUHAs KOHIEHTpanus o01ero Onmpyonna
yBEIMYEHA, CIEAYyeT ONpPEICTUTh KOHLEHTPAIMIO €ro OTHeNbHbIX ¢paknuii. B ciaydae
MOJATBEP)KJICHUSI OTKJIOHEHHS OT HOPMbI KOHTPOJb MPOAOJDKAIOT O pa3pelieHus JAaHHOIO
SIBJICHHS, €T0 CTAOMIM3alKH JINOO0 BO3BPALICHHUS TIOKa3aTelel K HICXOTHOMY YPOBHIO.
Jledenue anrpoMOOMaroM MmpekpamiamT B ciiydyae >3-KpaTHOro npesbiiieHus: akTuBHOCTH AJIT
BI'H y namueHToB ¢ HOpMalnbHON (QYHKIIMEH TMEUYCHH WIM B CiIydae >3-KpPAaTHOTO YBEIMYCHUS
OTHOCHUTEJIbHO UCXOJIHOTO YPOBHs (MM >5-kpaTHoro yBennuenus BI'H, B 3aBucumocTu oT TOTO,
KaKoOM MoKa3aresb HIKE) Y HAIllMeHTOB ¢ MOBBIIIeHHON akTUBHOCTBIO AJIT 10 Havana neueHus u
CJIEYIOIIMX MPU3HAKOB:

— TpOrpeccupoBaHUE HAPYLICHUS, TUO0

— COXpaHEHHWE HapYIICHUS Ha NPOTHKEHUH > 4 Helelb, 100

— €ro co4eTaHue C NOBBIIIEHUEM KOHLIEHTPALUU IpAMOro OuinupyorHa, 1o

— €ro COYeTaHWe C KIMHUYECKUMU CHUMITOMAMU IMOPAXEHHUS MEUEHU WIM IpU3HAKaMU

JIEKOMITEHCAIUU (PYHKIIMH TICYCHH.

B cnyuae npuHATHA pelleHds O Ha3HAYeHMM >ATpomOorara B MepBOM juHMM Tepanuu TAA
cnenyet npoBectu ananu3 nokasarenein AJIT, ACT u OunupyOuHa 10 Havyana jgedeHus. B ciydae
noBbilieHusT mokazareneid AJIT Ha NpPOTSDKEHUH Tepamuu CleAyeT KOPPEKTHPOBATh O3Bl
anTpomOornara CoriacHO peKOMEHAAIMsIM, YKa3aHHbIM B Tabunuiie 5.
VY nanueHToB ¢ 3a00JI€BaHUSMU MEYEHH JITPOMOOIAr CIEIYET MPUMEHATh C OCTOPOKHOCTHIO.
Jleuenne maruentoB ¢ UTII u peppakreproit TAA Ha poHe mmeronmxcst HapymeHud QyHKITUH
IIEYEHHU CJIeIyeT HAYMHATh C MUHUMAJIbHOM CTapTOBOM J103bI.

JlexkoMmueHcarus GVHKINH IeueHn (IpuMeHeHne ¢ nHTepdepOHaMu)

JlekoMnieHcanusi (pyHKIMHU IEYEHU Y MAIUEHTOB € XpOoHHYecKuM rematutoM C: HEoOXoauMm
MOHUTOPHHT MAIUEHTOB ¢ HU3KUM ypoBHeM anbOymuHa (< 3,5 r/m) umm 6amuiom >10 no mkaie
MELD.

V¥ nauuentoB ¢ xponundeckum BI'C u numppo3om mpu jeueHun uHTepdepoHaMu-anbha MOKET
CYIIECTBOBATh PUCK JIE€KOMITEHCAIIMN (QYHKIMH MeUeHU. B IBYX KOHTPOIUPYEMbIX KIMHHUUECKUX
UCCJIEIOBAHUAX C YydYacTHEM malueHToB ¢ Tpombouurtonenuer u BI'C, mnoxkazarenn,
CBU/IETEJILCTBYIOIIUE O JEKOMIIEHCAlUU (DYHKIIMU MeUYeHH (acluT, MeYeHouHas sHuedasonaTus,
KPOBOTEUCHHE M3 BApUKO3HO DPACHIMPEHHBIX BEH, CIIOHTAHHBIA OaKTepHUalbHbIN MEPUTOHUT),
yaiie oTMevaluch B rpymme snTpomobonara (11%), yem B rpynmne miane6o (6%). Y manueHToB c
MCXOJIHO HU3KOHM KOHLEeHTpaluen anpoymuna (<35 r/n wium 6amtom > 10 no mkane MELD) puck
JEeKOMIIeHCAllul (PYHKIIMM TeueHu OblI B 3 pa3a BbIIIE, a TaKKe ObUIO OTMEUEHO YBEJTUYEHHE
pHCKa HEXeNaTeIbHBIX pPEeaKlUi C JIETAIbHBIM MCXOA0M IO CPaBHEHUIO C MAIlMEHTaMU C MEHEe
BBIpRKEHHBIM MOpakeHUEeM IneyeHu. Kpome Toro, mpeumymiecTBa Tepanuu, 00ecreqnBaronei
YCTOMYUBBIA BHPYCOJOTHYECKUN OTBET IO CPABHEHUIO C IJanebo, ObUIM HE3HAYUTEIbHBIMU Y
JTAHHBIX MAIMEHTOB (B OCOOCHHOCTH Yy MAalMEHTOB C HCXOJHBIM ambOyMMHOM <35 r/1) MO
CPaBHEHMIO C IPYMIION B LEIOM. DiITpoMOONar cienyeT Ha3HayaTh TaKUM MalME€HTaM TOJIBKO
nociie TIIATEeIbHOW OLEHKU 0XKHUJIaeMoro 3(Qexra oT Tepanuu MO CPAaBHEHHUIO C BO3ZMOXKHBIMU
pHUCKaMHU.

Cnenyer TmiaTenbHO HAOMIOAATHh MAIMEHTOB C TAKUMHU JaHHBIMM Ha HaJlM4yue MPU3HAKOB U
CUMITOMOB JEKOMIIEHCAUU (QYHKIUH ITEYEHH.

Jiis mony4eHus: ”HPOPMALUU O KPUTEPHSIX OTMEHBI HCIIONIB3YHTE HHCTPYKIIMIO MO TPUMEHEHHIO
COOTBETCTBYIOIMX IpernaparoB uHTepdepona. [Ipuem sarpombomnara cienyer HpEeKpaTHTh B
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Tsokennle mopaXeHus NeYeHUu

B KIMHUYECKUX HCCIETOBAaHUSIX OBLIM OTMEYEHBI OTHACIBHBIC CIIYYah TSHKEIIOTO IMOPAKEHUS
nedeHu. [{oBpiieHne 1ab0opaTOPHBIX MOKa3aTeNIel IEYEHH BO BCEX CIIyYasX pa3pellanoch 1ocie
nepephiBa MWK OTMEHBI TEPAIHH ITPOMOOIIAroM. B KIIMHHYECKUX UCCIICOBAHMSIX Y TAI[ICHTOB
¢ TAA, KOTOpBIM HE MPOBOJUIIACH TPOrPaMMHAsi HMMYHOCYIIPECCUBHAsSI TepaIusl, U y HaIllIeHTOB
¢ pedpakreproit TAA ciyuyaeB pa3BUTHUS TSAKEIOTO MOPAKEHHUS MEYSHU BBISBICHO HE ObLIO,
OJIHAKO YHUCJIO MMalMEHTOB C JAHHBIM ITOKa3aHHEM ObUIO OTPAaHUYEHO. Y UUTHIBAs IPUMEHEHHE TIPU
TAA MakcuMaapHON JOMyCTUMON 103kl mperapata (150 mr/cyr) m xapaktep peakivH,
HEOOXOJAMMO YYUTHIBATh BO3MOXKHOCTH PAa3BUTUSI TOPAKEHHS T[EUEHU, WHIAYHHUPOBAHHOTO
MIPUEMOM TIpernapara.

TpomboTryeckue v/ v TpoMO0IMOOIUYECKUE OCIOKHEHUS

KonmdecTBO TpOMOOIIMTOB BBIIIIE HOPMBI IPECTABISIET TEOPETUIECKUNA PUCK TPOMOOTHUECKUX
u/un TpoMO0IMOONIMYECKUX OCIOKHEHUH. B KIMHUYECKHX HCCIeIOBaHUSAX dITpoMoOorara y
naiueHToB ¢ UTII TpomMOGosMOonuyeckue OCIOKHEHUsS HAOIIOJAINCh TPU  KOJHMYECTBE
TPOMOOILIMTOB KaK HUXKE, TaK U B MpeiejaX HOPMBI.

[TaruenTam ¢ U3BECTHBIMU (PaKTOpaMU pUCKa TPOMOOIMOOIMYECKUX OCIOKHEHUH (TaKUX Kak
mytanust ¢aktopa V Jleiinena, nepummr anturpomOmna III (ATII), antudochommnmumnbii
CUHIPOM H Jp.) CIEAYET YASIATh 0C000€ BHUMAaHUE TPH MMPUMEHEHHH JITpOMOoOTIara.

Cnenyer TIIATEIBbHO KOHTPOJIMPOBATH KOJMWYECTBO TPOMOOLIMTOB M PACCMOTPETH BOIPOC O
CHIDKEHUH JI03bI HWJIM OTMEHE JJITpoMmOomnara, €Ciu KOJWYECTBO TPOMOOIIUTOB MPEBBIMIACT
1[EJIeBbIC 3HAYCHHUS.

B uccnenoBanusix mo UTII y 17 uz 446 nmanuentoB (3,8%) Obu1 oTMeueH 21 TpoMOoTHUECKUI
u/un TpoMOodIMOOIMUecCKUi Anu304. TpoMOOIMOOIUU BKIIIOUANH: SMOOJMIO, B TOM YHUCIIE
JIETOYHYIO0 SMOOJHIO, TPOMOO3 TIIyOOKHUX BEH, TPAH3UTOPHBIE HIIEMHYECKHE aTakh, HHPapKT
MHUOKap/a, HIIEeMUYECKUH WHCYAbT U 3aMOJ03PEHHBIA MPOJIOHTHPOBAHHBIA 0OpaTHMBIN
UIIEMUYECKUM HEBPOJIOTUYCCKUN NeDUIINT.

He cnenyer npumensTs antpomOonar i Je4eHUs MallueHTOB C HapylleHueM (QyHKIUU eYEeHU
(= 5 6annos nmo mkane Yaina-Ileto), ecnu oxxugaemasi Mojab3a HE TPEBHINIAET YCTaHOBICHHBIN
pHUCK TpomM0O03a BOPOTHOM BeHbI. Eciu ieueHue cunraercs 11e1ecoo0pa3HbIM, CIeyeT COONM0AaTh
OCTOPOKHOCTB IIPU MTPUMEHEHUH AIITPOMOOIIara y maleHToB ¢ HapyleHueM (QYHKIIHH MTeYSHH.
B 2-x KOHTpOIMpyeMBIX UCCIEAOBAHUIX C Yy4acTHEM MalleHToB ¢ Tpombonutonenueit u BI'C,
nosydaBIInx Tepamnuto uHTepdeponom (n=1439), y 38 uz 955 manuentoB (4%), modydaBIIMX
antpomOomar, u y 6 wu3z 484 mnammentoB (1%), momydyaBmmx TuIanebdo, OTMEYalUCh
TPOMOOTHYECKHE HIIK TPOMOOIMOOIHUECKHE OCTIOKHEHNUS (KaK BEHO3HBIE, TAK U apTepUaNIbHbIE).
CoObITuSl MPEUMYIECTBEHHO OBUIM HETSKENIbIMH W Pa3pelIMSIUCh K KOHILY HCCIIEOBAHMS.
Tpom603 BOpOTHOM BeHbl ObUl HamboJee pacnpoCTPAaHEHHBIM U3 TPOMOOIMOOIHMUECKUX
OCJIOKHEHUHU B 00enx rpynmax (2% ManueHToB, MOJy4aBIIMX dJiTpomoonar, u <1% mamnueHTos,
nonydaBImmx riane6o). BpeMeHHOH CBsi3M MeXAy HaAdauoM JIEYCHHS U Pa3BUTHEM
TPOMOOTHUYECKUX W/WIHA TPOMOOIMOOIMUECKUX OCIOKHEHUH He HaOIr0/lanoch. Y MAIMEeHTOB C
HU3KUM ypoBHEM anbOymuHa (<35 r/m) wm 6amiom > 10 mo mkane MELD oTmedeHo IByKpaTHOE
YBEJIMUEHUE PUCKA Pa3BUTHS TPOMOOIMOOINYECKUX OCTIOKHEHUI B CPaBHEHUH C MAIIUEHTaMU C
0oJiee BHICOKMM YPOBHEM allbOyMUHA; AIIMeHTHI B Bo3pacte 60 JIeT U cTapliie UMeIN IByKpaTHOe
YBEIUYCHUE PHCKA Pa3BUTHSI TPOMOOIMOOIUYECKUX OCIOKHEHUH, dYeM Oosee MoJIoabie
HNAlUEeHThl. DATpoMOonar cieayeT HMPUMEHATh JUIsl JICYEHHs] TaKuX MalMEeHTOB TOJBKO MOCIe
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TPOMOOTHYECKUX W/WIIM TPOMOOIMOOTUYECKUX OCIIO)KHCHUW HE TMPHUBEIIO K MPEKPAICHUIO
IIPOTUBOBUPYCHOH TEPANNH.

B KkoHTpomumpyeMOM HCCIENOBaHMM C Yy4YacTHEM TAallMEHTOB C TPOMOOIMTONEHUEH W
XpOHMYECKMMH 3a0osieBaHUSIMH TiedeHH (n=288), mepeHeclInX IJJAaHOBbIE WHBAa3UBHBIC
BMENIATENIbCTBA, PUCK TPOMOO3a B CHCTEME BOPOTHON BEHBI ObLI MOBBIIIEH Yy MAllMEHTOB,
MOJTYyYaBIIMX dATpoMOonar B 103¢ 75 mMr 1 pa3 B CyTKH B TeueHHE 14 mHEM.

Y mectu u3 143 (4%) B3pOCIbIX MAIUEHTOB C XPOHUYECKOW OOJIE3HBIO MEYEHH, MOTYYaBIINX
3aTpoMOOMar, pa3BIWINCh TPOMOOIMOOIMYECKHE SBJICHUS (BCe B CHCTEME BOPOTHOM BEHBI), a B
rpynmne mianedo TpomMo0dIMOoIMUecKre SBICHHS pa3BUIUCh Y ABYX u3 145 (1%) nmamuentos (1
cillyuyail B cHUCTeMe BOPOTHOM BeHbI M 1 ciy4yail mHbapkra MuOKapna). Y HSTH NAIMEHTOB,
MOJTYyYaBIIUX JICYCHHUE HIITPOMOOIaroM, TpoMO0IMOOINYECKHE SIBICHUS Pa3BHIUCH B TeueHue 30
JHEH mociie 3aBepulieHusl IprueMa 1TpomMOonara npu KoJIMuecTBe TPOMOOLIUTOB, IIPEBbIIIABILIEM
200 000/mkJ1.

B xnmHnyeckux uccienoBanusx peppaxrepuoit TAA ciydyaeB pa3BUTHS TPOMOOTHUECKUX H/HIIN
TPOMOOIMOOTUYECKIX OCIOXKHEHHH BBISBICHO HE ObLIO, OJHAKO YHCIIO MallMEHTOB C JaHHBIM
nokKazaHueM ObUIO  orpaHudeHo. HeoOXoauMo  y4uThIBaTh  BO3MOXKHOCTH — Pa3BUTHUSA
TPOMOOTHUYECKUX W/WIM TPOMOOIMOOINYECKUX OCIIOKHEHHH, WHIYIHPOBAHHBIX IPHEMOM
antpoMOonara, B MONYJISLUUU MAallMEHTOB, IPUHUMAs BO BHUMAaHHE Ha3HAUEHHE MaKCHMaJIbHO
JOITYCTUMOM J03bl ¥ XapaKTep PEaKIHH.

DOarpoMOomnar He CileayeT NPUMEHSTH Ui JICYeHUS TPOMOOLMTOIEHHH Y TAlHMEHTOB C
XPOHUYECKHM 3a00JIeBaHMEM II€YEHHM B paMKaX IOATOTOBKHM K HHBAa3HUBHBIM MIPOIEAypaM
(HampuMep, OuorncUs TEYEHH, TPAHCBHIOTYIAPHOE BHYTPUIIEUCHOYHOE IOPTOCUCTEMHOE
HIYHTUPOBAHUE, YHIOCKONMMYECKUN METO/1 JIEYeHHs] BApUKO3HOTO PacIIMpPEHHsI BEH MUILEBO/IA).

KpoBoTeuenue nocie npekparieHus JeueHus 31TpoMoonarom
[Tocne mpekpamienust Tepanuu snTpomOonaroM, HazHaueHHoW s jeyenus UTII u BI'C, y

OOJILITMHCTBA TAIMEHTOB KOJIMYECTBO TPOMOOIIMTOB B TE€UEHHWE 2 HEAENIb BO3BpAIAETCs K
MCXOJIHOMY 3HA4Y€HHUI0, YTO TOBBINIAET PUCK PA3BUTHS KPOBOTEUYEHUS, & B HEKOTOPBIX CIydasx
MOXXET TPUBECTH K KpoBOTedeHHI0. KomnyecTBO TpOMOOIMTOB HEOOXOIMMO €XEHEACIBHO
KOHTPOJIMPOBATH HA MPOTSHKEHUM 4 HEIeIb MOCIe OTMEHBI JITpoMboIiara.

[IporpeccupoBaHye CYIIECTBYIOIIETO MUEIOAUCILIACTUYECKOTO CHHIPOMA (MI[C)

Aronuctsl peuentopa tpomOonostTuHa TPO-R sBnstorcs daxTopamMu pocTta, MPUBOISAIIUMHU K
pocty u auddepeHnrpoBKe KIETOK-MIPEIIIECTBEHHUKOB, B T.4. 1U((EepeHInPOBKE U BBIpaOOTKE
TpomMbonuToB. JKcrpeccuss TPO-R mpoucxouT Ha MOBEPXHOCTH KIETOK MUEIOUJIHOTO POCTKA.
CymiecTByeT oOIaceHue, 4YTO TNpUMeHeHWe aroHucToB [PO-R  MOXeT CTUMyIMpOBaTh
MPOrPECCUPOBAHUE CYIIECTBYIOIIUX 3JI0KAYECTBEHHBIX MeMaTOJIOIMYECKUX 3a00JI€BaHUN, TAKUX
kak M/IC. B knuHUYeCKHX HCCIeq0oBaHUsAX MTpU MpuMeHeHnH aroHnctoB TPO-R y nmanueHToB ¢
MJIC oTmedeHbl ciay4au TPaH3UTOPHOIO YBEIMYEHMsI KOJIMUYECTBA OJACTHBIX KJIETOK, a TaKkKe
cirydau nporpeccun MJIC 10 0CTporo MUEIOUAHOTO JIEHKO3a.

C nensto noareepxacHusa auarsosa UTII nan TAA y nanueHTOB NOKUIOTO BO3pacTa CIEoyeT
UCKJIOUUTh Jpyrue KIMHUYECKHE COCTOSHUS, MPOSBISAIOMIKECS TPOMOOIMTONECHUEH, B
YaCTHOCTH, UCKIOunTh quarHo3 MJIC. Cnenyer yuyecTb BO3MOYKHOCTD ITPOBEAEHUS MYHKIIMH U
OHoICcHUU KOCTHOIO MO3ra Ha MPOTSKEHUHM TeUeHUs 3a00JIeBaHUS U TEpalliu, B OCOOCHHOCTH Y
nanueHToB crapuie 60 JIeT, TalUEeHTOB C CUCTEMHBIMU INPOSIBICHUSAMH WIN IATOJIOIHYECKUMU
NPOSIBICHUSIMH, TAKUMM KaK yBEJIMUYEHHE KOJIMYECTBA OJIACTHBIX KJIETOK B Iepudepuyeckon
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D¢ dexkTrBHOCTH M 6€30MaCHOCTH MPUMEHEHUS SATpOMOOIIara JJisl JISYSHUs APYrux 3a00s1eBaHuiA
U COCTOSIHMH, COTPOBOXKIAIOIIMXCS TPOMOOLMTONIEHUEH, BKIIOYAs TPOMOOIMTONECHUIO TOCIE
XUMHOTEPAIUY 1 MUEIOANUCIUIACTHYECKUE CUHAPOMBI, B HACTOSIIIIEE BPEMS HE YCTAHOBJICHBI.
[IpoTuBOMOKa3aHO  MpHUMEHEHHWE SATpoMOonara sl  KOPPEeKIUH  TPOMOOLUTOIEHUH,
oOycioBiaeHHoit MJIC wuiaM JIpyrMMH COCTOSIHUAMH, KpOMe OJOOpEHHBIX IOKa3aHUH K
NPUMEHEHHIO, BHE PAMOK KJIMHUYECKUX HCCIIECAOBaHUH.

3110Ka4ecTBEHHbIE HOBOOOPA30BaHMsl M IPOrPECCUPOBAHUE 37I0KaY€CTBEHHBIX HOBOOOpa30BaHUI
CylecTByeT TeOpeTHYecKasi BO3MOXKHOCTh, 4TO aroHucTel TPO-R Moryr crumynupoBath

IPOTPECCUPOBAHKE CYIIECTBYIOIINX IeMAaTOIOTHYECKUX HOBOOOpa3oBanuii, Hanpumep, M/IC.

B xone knmuanyeckux uccnenoanui y nanuentoB ¢ UTII (n=493) u BI'C (n=1439) ne nokaszaHo
pa3uuuii B 4YacTOTE Pa3BUTHS 3JI0KAYECTBEHHBIX HOBOOOPA30BAaHWUN WM 3JIOKAUE€CTBEHHBIX
3a00J€BaHU KPOBU MEXKIy IMalMEHTaMH, I[OJy4YaBIIMMU  IUlanedo, ¢ MalUeHTaMH,
MOJTy4aBUIMMH SATpoMOOTAr.

D10 corjacyercss ¢ HHpOpMAaIMeil, MOMy4yeHHOW B XOJie NOKIMHMYECKUX HCCIeIOBaHUM, B
KOTOPBIX HE OBLJIO TMOJYyYEHO CBUJIETENILCTB 3JI0KAYECTBEHHOHN mponudepanuu KIETOK Ipu
WHKYOallud B TMPUCYTCTBUU daTpombonara kieToyHblx JuHuid MJIC, KIETOYHBIX JIMHUN
pa3IMYHBIX THUIOB JIEHKO3a W KJIETOYHBIX JIMHUM COJIMJIHBIX OMYyXOJied (TOJCTOM KHIIIKH,
MPEACTATENILHON KEJE3bl, SUYHUKOB U JIETKUX ).

Iurorenernueckue anoManuu u pazsurtue MJIC/0cTporo MUEIOUIHOrO JENK03a V HAILMEHTOB C

TSHKEJION aIIaCTUYECKOU aHeEMUEN

H3BecTHO, YTO IUTOTCHETHYECKHWE aHOMAJMUM BCTPEUAIOTCA Y MAlUEHTOB C TsDKEJIOU
arulacTuyeckoi aHemueid. HeT naHHBIX, CBUAETENbCTBYIOMIUX, YTO 3ATPOMOOIIAr cnocoOCTByeT
MOBBIIICHUIO PHCKA pPa3BUTHS IIMTOTCHETHYECKUX HapyuleHud y mnamueHToB ¢ TAA. B
KIIMHUYECKOM HcclieoBaHuU snTpombonara Il ¢a3bl y manueHToB ¢ TSHKENION aniacTHYecKon
aHEMHEH 4acTOoTa HOBBIX IUTOT€HETHYECKUX aHOMaNni Oblia oTMeueHa y 19% mnarnuenToB (8 u3
43 ManMeHToB, y MATH M3 HUX OBUTM OTMEUYEHBI M3MEHEHUs B Xxpomocome 7). CpemgHee Bpemst
Pa3BUTHS IUTOTEHETUYECKAX aHOMAJIMIA OT Havaya UCCIeIOBaHHUS COCTABUIIO 2,9 MecsIIeB.

B xnuHnyeckux uccienoBanusx sntpomobonara y nanueHtoB ¢ TAA y 4% nanuentos (5 u3 133)
obu1 muarnoctupoad M/IC. Cpennee Bpems OT Havalia JICUSHHsI IITPOMOOIIAroM JI0 MOCTAHOBKH
JIMarHo3a CoCcTaBUIIO 3 Mecsla.

Jns mnamuentoB ¢ TAA, pe3UCTEHTHBIX WM TPEABAPUTENHHO MPOMIEANIUX  Kype
UMMYHOCYIIPECCUBHOM Tepanmuu, PEKOMEH]yeTCsl IUTOTCHETHYECKOEe HCCIIeOBAaHUE aclupara
KOCTHOT'O MO3ra JI0 Hayaja Teparuu >1TpomMOornarom, ciycts 3 Mecsla nocie Havasa JeUeHUs 1
yepe3 6 MecsIeB Mociie OKOHYaHUs MpuMeHeHus anrpombonara. Ecinu oOHapyXuBaroTCsl HOBBIE
IIUTOTCHETHYECKUE aHOMAJIMH, HEOOX0IMMa OIeHKA I1eIeco00pa3HOCTH TPOIOIDKEHUS Tepariu
AATPOMOOTIATOM.

Karapakra
B TOKCHKONIOTHYECKHX HCCIEIOBAaHUAX DSATpoMOONara y TPHI3YHOB BBISBISUIACH KaTapakTa.

PexkomeH10BaHO MJIaHOBOE HAOJIFOICHUE MTAIMCHTOB HA TIPEJMET Pa3BUTHUS KaTapaKThI.

B KOHTpOMMpYeMBIX HCCICIOBAHUSAX C y4acTHEM MAaIlMeHTOB ¢ TpomOonwuronenueit u BI'C,
KOTOpBIE TOJIy4aldd JiedeHHne Ha ocHoBe wuHTepdepoHoB (n=1439), coobmanocs o
POTPECCUPOBAHUN KaTapaKThl, CYIIIECTBOBABIICH UCXOHO, WK O TIOSBJICHHH KaTapakThl y 8%
MAIMEeHTOB B TPYIIe 3ATpoMOomara u 5% mamueHToB B TpyIe miamneo.
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Hccnenoanue BiusHUs npenapara Ha uHTepBan QTc ¢ ywyactueM 310pOBBIX JOOPOBOJBIICB,
MOJTy4aBIINX AITpoMOorar B 1o3e 150 Mr B CyTKH, HE BBIIBUIIO KJIMHHYECKH 3HAYUMOro 3 dexra
npenapara Ha penoyispuzainuio cepaua. YunuHenue wuntepBasnia QTc peructpupoBain B
KIIMHUYECKHX UCCIIEIOBAHUAX ¢ yuacTueM nanueHToB ¢ UTII u manueHToB ¢ TpOMOOIUTONICHUEH,
nHpummpoBanabix BI'C. KnuHnyeckas 3Ha4uMOCTh JJAaHHBIX SIBJICHUH yJIMHeHHS nHTepBaia QTc
HE YCTaHOBJICHA.

YTpara oTBETa Ha TEPAIIHIO 3J'IT]I)OM6OH3FOM

VTpata OTBeTa WIM HECHOCOOHOCTH IMOJJICPKUBATH KOJIMYECTBO TPOMOOLUTOB IPH JICYCHUH
NTPOMOOIIArOM B PEKOMEHIYEMOM JMalia3oHe TPeOyeT IOMCKa IMPUYHHBL, OOBSICHSIOIICH
yTpaTy/moTepro OTBETA.

BinsHne Ha CEpPOIOTHUSCKHUE ITOKA3ATEIIN

OnTpoMOonar oOYeHb OKpallleH, II03TOMY MOKET OKa3blBaTh BIIMSHUEC HA HEKOTOPHIE
nabopaTopHble MOKazaTenu. B psge ciaydaeB y MNAlMEHTOB, MPUHUMABIIUX AITpoMOOIar,
coobmanock 00 00eclBEUYMBAHUU CHIBOPOTKM KPOBU M BIUSHUM Ha IOKa3aTelu oOOIIero
OmnupyOnHa U KpeaTMHHHA. Ecnu pe3ynbTarhl J1aOOPaTOPHBIX HUCCIEIOBAHUN M KIMHUYECKHX
HaOII0IEHUI MPOTUBOPEYAT APYT APYTY, TO MPU HATTUUUH KIMHUYECKH YCTAaHOBICHHOU KENTyXU
B ONpENENICHWH JOCTOBEPHOCTH HHU3KHX YpOBHEHW o0miero OwimpyOMHAa MOXET TOMOYb
OJIHOBPEMEHHOE OIpe/ie/ieHue IoKa3zaTened aMHHOTpaHcdepa3, B ciyyae K€ HEOXUJAAHHO
BBICOKMX TOKa3aTejell ChIBOPOTOYHOTO KpPEaTMHUHA CIIEAYET MPOBOJUTH OIEHKY MOKa3aTels
MoueBHHBI KpoBHU. [ToBTOpHOE 1ab0paTOpHOE UCCIIEI0BAHUE C UCIIOIB30BAHUEM JPYTOro METOAa
aHaJIM3a TaKKe MOKET TIOMOYb B ONPEIEIICHUN JOCTOBEPHOCTH TUATHO3A.

BcnoMorarenbHEIE BEIIECTBA

[Tpenapat Darpombomnar TEPODAPM conepxut caxapo3y. [lanmentam ¢ peko BcTpedaroneics
HACJI/ICTBEHHON HENEePEeHOCHMOCTBIO (PYKTO3BI, INIIOKO30-TANaKTO3HOW MajibabcopOuueit uim
ne(pUIUTOM caxapas3bl-M30MallbTa3bl HE CIIEAYET MPUHUMATh 3TOT Mpenapart.

4.5. BzaumoneiictTBue ¢ JAPYrHMHM JIEKAPCTBEHHBIMHM MNpenaparamMu M JApyrue BHJbI
B3aMMOJAEHCTBUA

Bausane 3HTDOM6OHaFa Ha APpYTruc JEKApCTBCHHBIC IIPENapaThl

Hueubumopwvr  MK—KoA pedykxmas3sul

[Tpumenenue snrpomOomnara B 103¢ 75 Mr 1 pa3 B CyTKU B T€UE€HHUE 5 THEH ¢ po3yBacTaTUHOM,
SBIISIOIIMMCS CyOCTpaTOM OelKOB—TIepeHOCUnKoB opranndyeckux anmoHos OATPIB1 u BCPR ,
B OJIHOKpaTHOH 703¢ 10 Mr BBI3BIBAIO y 39 3M0pOBBIX J0OpOBOIbIEB yBennueHUuE Cmax 10 103%
(90% AU (AU = noseputenbublii uaTepBan): 82%, 126%) u AUCinf 10 55% (90% AU: 42%, 69%)
poO3yBacTaTHHA B IJIa3M€ KPOBH.

Oxwunaercss Takke B3aUMOJIEHCTBHE ¢ ApyruMu npenapatamu uHruoutopamu I'MK-KoA
penyKTasbl, B TOM YHCJI€ aTOpPBACTaTUHOM, (IIyBaCTaTMHOM, JIOBAaCTaTUHOM, MPABAaCTaATUHOM U
cuMBacTaTHHOM. [Ipy OTHOBpEMEHHOM MPHUMEHEHHH C ATPOMOOIAroM cienyeT paccMOTPETh
BO3MOXHOCTh CHIKEHHS 10361 HHTuOuTOpoB ' MK—KOA penykrasbl ¢ TIIaTeabHbBIM KOHTPOJIEM
HE)KeNaTeIbHBIX PeaKluil Ha CTaTUHBI (CM. pasnen 5.2.).

Cyocmpamvr OATP1B1 u BCRP
[Ipy omHOBpEMEHHOM MPHUMEHEHHH SATpoMOomara ¢ JAPYIHMH CyOCTparamMu OeTKoB—
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nepeHocuyrkoB opranndeckux annonoB (OATP1BL), ( Haljl-JpnMean‘;(e'l%TJmn 'BEF?Id (ECRP

breast cancer resistance protein — 6el0K pe3UCTCHTHOCTH paKa MOJIOYHOM JKele3bl) (Harpumep,
TOTIOTEKAH U METOTPEKCAT) CIeyeT COOTI0AATh OCTOPOIKHOCTD (CM. pa3fen 5.2).

Cybocmpamul yumoxpoma P450

B wuccrenoBaHMsIX ¢ HCIONB30BAaHWMEM MHKPOCOM TIEYEHHM 4YeJlIOBeKa »irpoMoOomar (B
KoHIeHTpanuu 10 100 MMOJIb) HE TPOIEMOHCTPUPOBA in Vitro MHrUHOMPOBaHUS U30(hEepPMEHTOB
CYP450 1A2, 2A6, 2C19, 2D6, 2E1, 3A4/5 u 4A9/11, u Obul HHTUOUTOPOM H30(DEPMEHTOB
CYP2C8 nu CYP2C9 no naHHBIM U3MEPEHUH C MCIOJIB30BAaHUEM MMAKJIUTAKCENA M JUKIO(PEHKA B
KayecTBE MapKEPHBIX CyOCTpaTOB.

[Tpuem sntpombonara B 1o3e 75 Mr 1 pa3 B CyTKH B TeueHUe 7 qHEW y 24 3M0POBBIX MYKUUH—
JTO0OPOBOJIBIICB HE HHTMOMPOBAT M HE BBI3BIBAT HHIYKIIUU METabO0IM3Ma MapKEPHBIX CyOCTpaToOB
depmentoB 1A2 (kodeun), 2C19 (omemnpaszoin), 2C9 (dmaypounpoden) umu 3A4 (Mumazonam).
Kimmandeckn 3HaYMMBIX B3aMMOJICHCTBUI MPU OJHOBPEMEHHOM MPUMEHEHHH JITpoMOoIara u
cyoctparoB ruToxpoma CYP450 ne oxunaercs (cM. pazzaen 5.2).

Hneubumoper npomeaswvi eupyca cenamuma C

He TtpebOyercs koppekuus 03Bl iITpoMOomnara HpuU €ro OJHOBPEMEHHOM IPUMEHEHHUH C
TeslanpeBUpoM win OonenpeBupoM. [Ipu onHOBpeMEHHOM NpPUMEHEHHUH H>aTpomOomnara B
onHoKpaTHOM n103e 200 mr u tenanpeBupa B fo3e 750 Mr xaxable § yacoB He HaOIIOAAIOCH
U3MEHEHHH AKCIO3MIMHU TeJalpeBrpa B IUIa3Me KpoBU. [IpyM OJHOBpEeMEHHOM NHpPUMEHEHHU
anrpoMOornara B ogHOKpaTHoU 03¢ 200 mMr u GouenpeBupa B o3¢ 800 mMr kaxaple 8§ 4acoB HE
Habmoanock namMmenennit AUC o-r) OotienpeBupa B 11a3Me KpoBH, OJHAKO OTMEUYEHO YBEIIMUCHUE
Cmax Ha 20% u cHmwkenue Cmin Ha 32%. Knunudeckas 3HauMMOCTb yMeHbIIEHUS Cmin HE
YCTAQHOBJICHAa, PEKOMEHJOBAaH TIIATENbHBIA KIMHUYECKHMH M J1a00paTOpPHBI MOHUTOPHHT
cynpeccun HCV.

HeKaDCTBeHHI)IC Cpe€acCTBa, KOTOPHIC MOI'YT OKa3bIBATh BJIMAHHUEC HA 3J'ITDOM6OHaF

Luxnocnopun

OTMedeHO YMEHBIIEHHE HKCIIO3UIUH dATpoMbonara npu 0JHOBpeMEHHOM npuMeHeHuu ¢ 200 mr
u 600 mr iuxitocniopuHa (naru6utopa BCRP), koTopoe He paciieHeHO Kak KITMHUYECKU 3HaUMMOE.
[Tpumenenue snarpombomnara B OJHOKpaTHOM Jo3e 50 Mr ¢ mukiaocnopuHoMm B go3e 200 mr
camKano Cmax 1 AUCinf aTpombormnara Ha 25 % (90% JIW: 15%, 35%) u 18% (90% JA1: 8%, 28%)
cooTBeTcTBEHHO. OnHOBpeMeHHOoe BBeneHHe 600 mr nuxnocnopuHa CHWXKAIO Cmax U AUCint
antpombomnara Ha 39% (90% AU: 30%, 47%) u 24% (90% AU: 14%, 32%) cooTBeTcTBeHHO. Ha
NPOTSDKEHUH Kypca TEparuH MPermapaToM dITpoMOOIIaroM BO3MOKHA KOPPEKIHs €ro J03bI Ha
OCHOBAHHWU TOJICUETa KOJWYEeCTBA TPOMOOIUTOB (cM. pazaen 4.2.). Crnemyer KOHTPOIHPOBATH
KOJIMYECTBO TPOMOOIIMTOB €XEHEIETHHO Ha MPOTSHKEHNH 2 — 3 Heslelb Ha (JOHE OJJHOBPEMEHHOTO
NpUMEHEeHU IpenapaTa ¢ IUKJIocopuHOM. Ha ocHOBaHMM KoIMyecTBa TPOMOOIIUTOB BO3MOKHO
BO3HMKHOBEHHE HEOOXOMMOCTH YBEIHMUEHHS 103bI NTpoMOomara.

Tonusanenmusie kKamuonvl (00pa308aHUe XeAMHBIX KOMNIEKCO8)

DOnTpombomnar o0pa3yeT XelaTHbIE COSAMHEHUS C TaKHUMH TOJUBATICHTHBIMH KaTHOHAMH, KaK
ATIOMUHUM, Kalbl[Mi, >Kele30, MarHuid, celeH W NMHK. [IpumeHeHue osnrpomOomara B
OJTHOKPATHOM 103€ 75 MI ¢ aHTalMJIOM, COJEpXAIINM TOJMBAJICHTHBIE KaTHOHBI (1524 wmr
QTIOMUHMS TUApOKcHaa W 1425 mMr marHust kapOoHata), mpuBoAmiIo K CHIKEHHIO AUCint
antpombonara B miasme kpoBu Ha 70% (90% JAU: 64%, 76%) u Cmax Ha 70% (90% IAU: 62%,
76%).
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aHTauabl, MOJIOYHBIC MNPOAYKTbBI WU MHUHCPAJIBbHLIC I[O6aBKI/I, COACPpIKAIUC II0JIUBAJICHTHBIC
KaTHOHBI, IO KpaiHel Mepe 3a 2 vaca JI0 Wi 4epe3 4 yaca Ioclie mprema 3arpomoornara (cM.
paznuennst 4.2. 1 5.2.).

Kombunayus nonunasupa c pumonasupom

OpnHoBpeMeHHOE MpUMEHEHHE AITpoMOoIara i KOMOUHAIIMY JIONIMHABUPA C PUTOHABUPOM MOKET
MIPUBECTH K CHHKEHHIO KOHIIEHTpaluu saTpombonara. B uccnegopanuu ¢ yqacruem 40 310pOBbIX
JTO0OPOBOJIBIIEB YCTAHOBJIEHO, YTO OJHOBPEMEHHOE OAHOKpPATHOE MPUMEHEHHE ATpoMOornara B
no3e 100 M 1 MHOTOKpaTHOE IPUMEHEHUE KOMOMHAITMY JIOIIMHABUPA ¢ PUTOHABUPOM B 03¢ 400
mr/100 mr 2 pasza B cyTkH npuBOAmI0 K cHukeHuto 3HaueHus: AUCinf snTpomOonara B ruia3me
kposu Ha 17% (90% AU: 6,6%, 26,6%).

CrnenoBarenbHO, IPU OAHOBPEMEHHOM IPUMEHEHUH uITpoMOomnara 1 KOMOWHALMU JIONIMHABUPA
C PUTOHABUPOM HEOOXOUMO MPOSIBIISITH HOBBILIEHHYIO OCTOPOKHOCTh. Heo0Xxo UM TiareabHbli
KOHTPOJIb KOJMYECTBA TPOMOOIIMTOB MUHUMYM €KEHEAENbHO Ha MPOTSHKEHUU 2—3 HeAenb s
HaJJIeXKaIero mnoadopa A03bl 3ATpoMOOINara Mpy HAa3HAUYEHUH WM OTMEHE KOMOWHAIIUU
JIOTIMHABUPA C PUTOHABUPOM.

Hneubumopuol u unoykmopwi uzogpepmenmos CYPLA2 u CYP2C8

Metabonu3m snTpoMbonara OCYIIECTBIISIETCSI MHOXECTBEHHBIMH ITyTSMH, B TOM YHCIE C
BoBieueHueM uzopepmentoB CYP1A2, CYP2C8, UGTI1Al, u UGT1A3 (cm. pasgen 5.2.).
JlexapcTBeHHBIE TpenapaThl, KOTOPbIE HHTHOUPYIOT WM HHAYIHUPYIOT TOJIBKO OJWH HU30(EPMEHT,
BPSIZT JIM MOTYT 3HaYMMO M3MEHATh KOHIEHTPAIMIO AJITpoMOomnara B Iia3Me KpoBH, B TO BpeMs
KaK JICKQpCTBCHHBIC Iperaparbl, WHTHOMPYIOUIME WIM HWHAYIHPYIOUIME MHOMXECTBO
n30(hepMeHTOB, 00J1a/1al0T MOTEHIINAIOM YBEIHUMBATh (HapuMep, PIyBOKCAMUH) WU CHHUXKATh
(Hampumep, pudaMIuIIMH) KOHIIEHTPAIUIO IITpoMOoIIara.

Hneubumoper npomeaswi supyca cenamuma C

[Tpu ogHOBpPEMEHHOM ITPUMEHEHHH TOBTOPHBIX /103 OoienpeBrpa no 800 Mr kak/ple 8 4acoB WK
TenanpeBupa B fo3e 750 Mr kaxjple § yacoB U 3nTpomOonara B ofHOKpaTHOH no3e 200 mr He
HaOJII01a7I0Ch U3MEHEHHWH YPOBHS 2JITpoMOONara B Iuia3Me KpOBH 10 KIMHUYECKH 3HAYMMOTO
YPOBHHL.

Jlexapcmeennvle npenapamot 0ns nevenus MTI1

JlexapcTBeHHBIE IIpENapaThl, KOTOPBIE MPUMEHSIIM B KIIMHUYECKUX UCCIEA0BAaHUAX IS JICYCHHUSI
WUTII B xoMOMHALIMU C >ATPOMOONAroM BKIIOYAIH: TIFOKOKOPTUKOCTEPOU[BI, JaHA30JI W/WIN
a3aTHONPUH, UMMYHOIJIOOYIMH M aHTH-D uMMyHOrII0oOynuH BHYTpUBEHHO. [Ipu mpuMeHeHHH
anTpombonara B KOMOMHAIIMKM € JAPYTMMHU JIEKAPCTBEHHBIMU Tpenapatamu ais yedenuss WTII
HEO0OXOUMO KOHTPOJUPOBATh KOJIMYECTBO TPOMOOIIMTOB BO M30ekKaHHE BBIXOJA 3a IMpeeibl
PEKOMEHIOBAaHHOTO Jnana3oHa (cM. paszzen 4.2.).

B3aumoaelictBue ¢ nuuiei

[Ipuem snrpomOomara B oJHOKpaTHOM g03e 50 MI cO CTaHIApTHBIM BBICOKOKAJTOPHIHBIM
3aBTPaKOM, COJIEpKAlIMM OOJBIIOE KOIWYECTBO KHUPOB W MOJIOUHBIE MPOAYKTHI, CHHUXKAET
nokazarenb AUCinf anTpom6bomnara Ha 59% (90% AU: 54%, 64%) u Cmax Ha 65% (90% I: 59%,
70%).

[Tunia ¢ HeOombIIUM cofiepxkaHueM Kanblus (<50 Mr KaJbIus), BKIIIOYaroas GpyKThl, TOCTHYIO
BETUHHY, TOBSIIMHY, HeoOorareHHbIe (6€3 100aBOK KaJIbIIHS, )KeJie3a U Maruus ) ppyKTOBBIE COKH,
HEOOOTraleHHOE COEBOE MOJIOKO, HEOOOTalleHHYI0 KpYIy, HE OKa3bIBAaeT CYIIECTBEHHOTO
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COJICpKaHUs )KUPOB B THile (CM. paszaen 4.2.).

4.6. ®epTUILHOCTb, 0€PEMEHHOCTH U JIAKTAIUS

bepemeHHOCTH
Her maHHBIX 0 IpUMEHEHUH TpernapaTa BO BpeMsi OEpeMEHHOCTH y YelloBeKa. B nccienoBanusax

y KMBOTHBIX ObUIa BBISBIIEHA PENPOAYKTMBHAs TOKCHUYHOCTh IMPU BBEIEHUHU diTpomOomnara
OepeMeHHBIM >KMBOTHBIM B IEpPHOJ oOpraHoresesa. lloTeHIMaNbHBIN pUCK 7S 4YeJOBeKa
Heu3BecTeH. B ciyuae mpuMeHeHHs mpenapara Mpu OEpeMEHHOCTH WIM TMpPU Pa3BUTUHU
O6epeMeHHOCTH Ha (poHE MpUMEHEHHUs dATpoMOoIara cieayer NpouH(GOpPMUPOBATh MAIIMEHTKY O
NOTEHIMATIBLHOM pUcKe A 1wioza. Ilpumenenue snrpombomnara npu 0epeMEHHOCTH BO3MOKHO
JIMILB B TOM CIy4yae, Korja MOTeHIMaIbHbIM PUCK AJIS IUI0a ONPaB/iaH OKUJAaeMON MOJIb30M AJIs
MaTepHu.

JKeHIMHEI ¢ ASTOPOJAHBIM NOTSHIIMAIOM (KOHTDaI_ICHHI/ISI Y MY>XXYHMH U )KCHIHI/IH)
HpI/IMeHeHI/IC 3J'ITpOM6OHaI‘a HC PCKOMCHAYCTCA Yy KCHINHMH C COXPAHCHHBIM PCIPOAYKTHBHBIM
MMOTCHUHUAJIOM, HC UCITOJIb3YHOIINUX METOAbI KOHTPpAalCTILINH.

JlakTauus
Her nanHBIX 0 TOM, BBIICIISETCS JIX SITPOMOOIIAT WM €r0 METa0OJIUTHI C TPYIHBIM MOJIOKOM Y

YeJoBeKa WIM 00 WX BIMSHUM HAa TPYAHBIX JETeM W Ha CEKpeuuio Mojioka. Tem He MeHee
anTpomoOoIar ObUT OOHAPYXKEH Y MOTOMCTBA JAKTUPYIOUTUX KpbIC yepe3 10 aHeit mocie poxieHus,
YTO Ja€T OCHOBAHHME I10JIaraTh, YTO AIITPOMOOIIAr MOXKET BBIACISATHCS B TPy IHOE MOJIOKO. Criemyer
OPUHITH pPEUICHHE O MPEKPAlIeHUH TPYJHOTO BCKAPMIIMBAHMS WM TPEKpAIICHUH Tepanuu
anTpoMOOMaroM, TpPUHMMAas BO BHUMaHHE MPEUMYIIECTBA TPYJHOTO BCKAPMIIMBAHHUS U
OXXKHJAeMYI0 TIONB3Y Tepamuu aisi marepu. CiemayeT MpeKpaTuTh TPYJHOE BCKapMIIMBAaHHE B
ciy4ae HeoOXOIMMOCTH MTPUMEHEHHUS TIpernapaTa B Iepro/l JIAKTAIIHUH.

Hannvie uccnedoanuil y Hcu80mMHbIX

B uccnenosanusix sMopruodeTarbHON TOKCUYHOCTH Y KPbIC U KPOJIUKOB 3JITpOMOOIIAar BBOAUIICS
caMKaM B MEpUOJ] OpraHoreHe3a. Y caMOK KpbIC TOKCHYecKas jo3a B 60 mr/kr/cyt (4rto B 6 pa3
IPEeBBIIIANIO KIMHUYECKOe Bo3zeiicTBre Ha yenoBeka Ha ocHoBanuu AUC y nauuenTtos ¢ UTII B
no3e 75 Mr/cyT U B 3 pasa MpeBhIIIAN0 KIMHUYECKOE BO3/ICHCTBIE Ha YenoBeka Ha ocHoBe AUC
y ManueHToB ¢ XxpoHnyeckuM renatutoM C npu go3e 100 mr/cyTt) npuBoaniIa K CHUXKEHHIO Beca
IU10/1a ¥ HEOOJBIIOMY YBEITMUEHHUIO YaCTOThI Pa3BUTHS IIEHHBIX pedep. Hukakux q0kazaresnbCTB
CephE3HBIX CTPYKTYPHBIX MOPOKOB B MCCIEIOBAHMM OTMEUEHO HE ObUIO. Y KPOJIUKOB HE OBLIO
oTMeueHO 3¢ ¢ekToB MOpHOpeTanTbHOW TOKCHUYHOCTH M TEPAaTOreHHOCTH B jao3ax 70 150
Mmr/kr/cyT (B 0,5 pa3 Oonblle KIMHAYECKOTO BO3JeHCTBUS Ha yenoBeka Ha ocHoBaHuu AUC y
naruenToB ¢ UTII B goze 75 mr/cyt u B 0,3 pa3a mpeBbllano KIMHUYECKOE BO3/JCHCTBHE Ha
yenoBeka Ha ocHoBaHuM AUC y narueHToB ¢ XxponnyeckuM remnatutom C B 1o3e 100 mr/cyr).

B wuccrnenoBanusix mpe— M MOCTHATaJbHOW TOKCHMYHOCTH y OEpEMEHHBIX KpbIC AnTpomOornar
Ha3Hayaycs ¢ 6 IHA recTaiuy 1 BIUIOoTh 10 20 qHs nakranuu. Hukakux mo6odHsix 3¢ ¢GeKToB Ha
PEeNpoayKTUBHYIO (YHKIIMIO MaTepu WJIM Ha Pa3BUTHE MOTOMCTBA IpH j103ax 10 20 MI/Kr/cyr
OTMEYeHO He ObuIo (B 2 pa3a OoJible KIMHUYECKOTO BO3ICHCTBUS Ha 4YeloBeKa Ha OCHOBAaHUU
AUC y nanuentoB ¢ UTII B no3e 75 Mr/cyr u aHalOTMYHO KJIMHUYECKOMY BO3JCHCTBHIO Ha
yenoBeka Ha ocHoBaHMU AUC y manueHToB ¢ XponudeckuMm renatutom C B mosze 100 mr/cyr).
Ontpombonar Obl1 0OHApPY)KEH B IuIa3Me KpoBH TMoToMcTBa. KoHmeHTpamwmsi anrpomborniara B
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DdepTUabHOCTD

B wuccrnenoBanusx y >KUBOTHBIX 3JITpoMOONar HE OKa3bIBajl HEOJAroNnpUATHOIO BIMSHUS Ha
bepTriibHOCTE. DnTpoMOONar He BT Ha (PePTUIIBHOCTD Y 0COOEH MY CKOTO U )KEHCKOTO I0JIa
MpU IPUMEHEHUH B J103aX, B 2—3 pa3a MpeBbIIIAIONUX PEKOMEHI0BaHHbBIE /ISl YeJI0BEKa (MCXO01s
n3 BenmnunHbl AUC y manuentoB ¢ UTII B no3e 75 mr/cyTt u y nanueHnToB ¢ Xxpoundeckum BI'C B
no3e 100 mr/cyr).

4.7. BiusiHue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpelCTBAMHM W PadoTaTh €
MeXaHU3MaMu

HccnenoBanust 1Mo BIUSHHUIO 3ATpOMOOIIara Ha CIOCOOHOCTh K YIPABJICHUIO aBTOMOOWIIEM WU
pabore ¢ MexaHM3MamMH HE NPOBOMMINCh. Ha ocHOBaHWMM (HapMaKOJIOTUYECKUX CBOWCTB
antpoMOonara OTpULATENbHOE BIMSHUE HAa TaKUE BHJIbI JAEATEIbHOCTU HE okupaercs. OmHako
IpU OLIEHKE CMOCOOHOCTH TAIlMeHTa BBIMOJHATE JIEHCTBUS, KOTOpPbIE TpPeOYyIOT OBICTPOTHI
MBIIUICHHSI, JIBUTATENIbHBIX U TO3HABATEIbHBIX HABBIKOB, CIEAYET YUUTHIBATh KIMHHUYECKOE
COCTOSTHUE MAllMeHTa U MPOQIIIb HeXKeNaTeNbHbBIX ABIEHUH dTpoMOoIIara.

4.8. HexxkesaTeJIbHbIE peaKu

Pesrome HDOd)I/IJDI 0e30I1aCHOCTH

Tlayuenmul ¢ XxpoHuueckol UMMYHHOU MPoMOOyumoneHueu

be3onacHocTh mpuMeHeHus antpoMOornara Oblla oleHeHa y 763 B3pOcCibIX MallMeHTOB, paHee
npoxoauBmnx jeuenue ot UTIIL. B 4 koHTponupyeMBbIX KIMHUYECKUX UCCIEN0BAHUAX

403 B3pocabix nanueHta ¢ xponuuyeckod MTII mpunumanu sntpombonar u 179 manueHToB
OpUHUMaNM Manebo, B JIONOJIHEHHWE K JaHHBIM, IIOJYYEHHBIM B XOJ€ TMpOBEJACHUS 3
HEKOHTpoMpyeMbIX uccaenoBanuit (N=360). J[nureabHOCTh IPUMEHEHU MpenapaTa CoCTapsia
He Oonee 8 ner. HexenaTenpHble peakiiuu y B3pocibix nanueHToB ¢ UTII onucanst B Tabmure 7.
be3onacHocTh mpumeHeHMs] saTpoMOomnara y mnamnueHtoB B Bospacte 3—17 mer ¢ UTIIL,
MOJIyYaBLINX paHee Tepalnio, Oblia olleHeHa B 2 uccienoBanusx. [Ipoduiab moboUHbIX peakuuit
OBLII CONOCTAaBUM C TaKOBBIM y B3POCIIBIX C HEKOTOPBIMU JOMOJHUTEIBHBIMU HEXKENaTeIbHbIMU
peakuusMu. JlonmoaHUTENbHBIE HEKEIaTeIbHbIE PEaKIMU y MAaIllMeHTOB B Bo3pacte 3—17 ser c
WTII npusenens! B Tabmurie 8.

THayuenmoi ¢ xponuueckum BI'C, conposodcoarowumes mpomboyumonenuel

be3onacHocTh mpumeHeHus: anTpoMbOomnara Obia oueHeHa y 1520 B3pocCHbIX MAIMEHTOB B 2
KOHTPOJIUPYEMBIX ~MCCIICJOBAaHUAX, BKJIIOYas JAaHHBbIC I[IAUEHTOB, IIOJIYy4YaBIIUX paHee
anTpomOomnar B Ipe-nmpoTUBOBUPYCHOM (aze JeueHusi, U ObLIIN BIIOCIEICTBUN PaHJOMU3UPOBAHBI
B Ipynny 1uiane6o. B 2 KOHTpOIHpyeMbIX KIMHUYECKUX HMCCIEI0BaHUAX ObUIM BKIIIOUEHBI 955
nanueHToB ¢ XxpoHndeckuM BI'C, conmpoBoXIar0IMMCsT TPOMOOIIMTOIICHHEH, TTOJTYJIalId TEPATTHIO
anTpoMOoniaroM, u 484 manueHTa Obutd B rpymme 1uiane6o. [ToaHbI CUCOK HEXeNnaTeabHbIX
peakuui, OTMEYEHHbIX Yy THanueHToB ¢ xpoHumdeckum BI'C, comnpoBoxaaromumMmces
TpombornuTonenueii, npuseaex B Tabnuue 9.

Ilayuenmvr ¢ TAA, ne nonyuaswiue panee NPOSPAMMHYIO UMMYHOCYNPECCUBHYIO MEPANUIO
Be3omacHOCTh TpPHUMEHEHUS JITpOMOOIara COBMECTHO C JIOMIAJUHBIM aHTUTHMOIIUTAPHBIM
UMMYHOITIOOYJINHOM M IUKIOCIOPUHOM Y MalueHToB ¢ TAA, He Noiay4yaBUIMX paHee
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UMMYHOTJIOOYJTMHOM, aJIeMTy3yMal® WM BBICOKHE 03Bl IUKIOpochaMuaa), Oblia OLIEHEHA B
HEKOHTPOJIUPYEMOM KJIMHUYECKOM HCCIIEIOBAaHUU C ydyacTheM 154 maiueHToB, Cpeu KOTOPBIX
92 nmanueHTa MONy4Yald KOMOWHUPOBAaHHYIO TEpamHio AITpoMOOmaroM, JIOMIAJAUHBIM
AHTUTHMOIIUTAPHBIM ~ HUMMYHOTJIOOYTUHOM H  IUKIOCIOPHHOM. J[MMTETBHOCTh TEparuu
coctaBisuia 183 nmHsa, cpenu HuX 83,7 % NalMEHTOB MOJy4YalW Tepanuio Oojee 12 Mecsies.
[TonHbIN CIMCOK HEXKENATEIbHBIX PeaKIMii, OTMEUYCHHBIX y MAIMEHTOB ¢ TAA, HE MOIydaBIINX
paHee IpOorpaMMHYI0 HMMYHOCYITPECCUBHYIO Tepanuto, npuseaeH B Tadmmie 10.

Tayuenmui ¢ peghppaxmepnoui TAA

be3onacHocTh mpuMeHeHUs auITpoMOomara IpU alIaCTUYECKON aHEMMM TSKENOM CTENEeHH
TSKECTH OLIEHWBAJIACh B OTKPHITOM HEKOHTpOIMpyeMoM uccienoBanuu (N = 43), B kotopom 11
NanueHToB (26%) JIeUnIuCh B TeueHue 6 MecsIieB, a 7 nauueHToB (16%) nonydanu redeHue 6osee
1 rona. BoJbIIMHCTBO HEXeENAaTENbHBIX PEAKLMN, CBA3AHHBIX C NMPUMEHEHHEM 3JTpoMmOoriara,
OBLIM CpeHEH CTETIeHU TSYKECTH C CAaMOT'0 Havyalla v PeKO OTPaHUYUBAIH POBOIUMYIO TEPAIIUIO.
[TonHbIi CHMCOK HEKENATEeIbHBIX PEeaKIMil, OTMEUEHHBIX Yy ManueHToB ¢ pedpakrepHoir TAA,
npuBeseH B Tabmume 11.

TabanuHoe pE3I0OME HEXKENaTeIbHBIX PEaKIIUM

Hexenarenbusle peakuuu (HP), BeisiBIeHHBIE B KIMHUYECKUX HCCIEAOBAaHUAX, IEPEUNUCIICHBI B
COOTBETCTBUH C OPAKEHHEM OPTaHOB U CUCTEM OpPraHoOB U yacToToi Bctpedaemoctu (MedDRA).
YactoTa BCTPeUaeMOCTH OMPEACISICTCS CISAYIOMUM 00pa3oM: odeHb dacto (>1/10), gacro (>
1/100 — <1/10), nedacro (>1/1 000 — <1/100), peaxo (>1/10 000 — <1/1 000), ouensb peaxo (<1/10
000, Bkmrowas oTxaenbHble ciaydau). Kareropuu yacToThl CPOPMHPOBAHBI Ha OCHOBaHHUU
KJIMHUYECKHX MCCIeI0BaHUI MpenapaTa U MOCTPErucTpallMOHHOTO HaOII01eHUS.

Tab6auua 7. HexxesaTejbHbIE peakUMM Y B3pocbIxX ¢ xpoHuyeckoi UTIT

HexenatenbHble peaknuu ‘ KouunuecTBo manueHTon, %0 ‘ YacToTa BCTpEe4aeMOCTH
Hnpexyuonnwvie u napazumaphwie 3a001e6aHus

DapuHruT ‘ 42 ‘ JacTo

Hapywenus co cmoponwl diceny0ouno-Kuueuno2o mpakma

Huapes 12,6 OYE€Hb YacTo

TommHoTa 11,1 OYeHb YacTo

PBora 7,3 Yacro

Cyxocte  cimsuctoi obomouku | 0,9 HEYaCTO

MIOJIOCTH pTa

Hapywenus co cmoponwvl opeana spenus

Karapakra ‘ 50 4acTo

HapymeHuﬂ CO CNOPOHbL NEYEeHU U 9fC€JZV€6bl6’00}Z1/I/;uX nymed

IToBeITIEHIIE aKTUBHOCTH 10,5 OYeHb YacTo

anaHnHaMuHoTpaHcepassl (AJIT)

['unepOunupyoruHemus 18 4acTo

[ToBeIeHME aktuBHOCTH | 9,7 4acTo
acmapTaraMuHOTpaHchepasbl
(ACT)
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Hapymeyuﬂ CO CMOPOHBL KOJHCU U NOOKONCHBIX MKAHE

Ajontenius

3,0

qacTo

Koxnast cpinb

7,5

qaCTo

HapymeHuﬂ CO CMOPOHbL CKeNemHO-MbIUEYHOU U COCOUHUMENbHOU MKAHU

HOYEYHOU HETOCTATOYHOCTHIO

Bose B crimHe 10,5 OYEHb YacTo
KoctHo-MbImeunas 6o0ib (Bkitouas | 3,7 4acTo

00Jb B TPYAHOH KJIETKE KOCTHO-

MBIIIEYHOTO XapaKTepa)

Muanrus 42 4acTo
Hapywenus co cmopouwi cocydos

TpomOosIMOOIHIECKHE 55 4acTo
OCJIOKHEHHUS

TpomOoTnyeckas 1,2 4acTo
Mukpoanruonatust ¢ OCTpOH

Taxxe OTMeHaInCh TONIOJHUTEIbHBIE HEKEIATEIbHBIE JIEKAPCTBEHHbIE peakuuu y neren ¢ UTIIL

Ta6auna 8. JlonosiHuTe/IbHBbIE HexKeJIaTeJdbHble peakiuu y aereii ¢ UTII

HexenareabHbie peakunu

KoanyecTBo manuenTon, %0

Yacrora BCTpeyaeMOCTH

Hngpexyuonnvie u napazumapnvie 3a001e6anus

WNHdexun BepXHUX JAbIXaTeNbHBIX | 25,7 OYEHb YacTO
yTen

Hazogapunrut 15,8 OYEHb YacTO
Hapywenus co cmoponsl ObixamenvbHol cucmemyl, 2pyOHOU KIemKu U cpe0oCmeHus
Kamenp 13,5 OYEHb YacTO
Boib B poTorioTke 9,4 4acTo
Punopes 4,1 4acTo

Hapywenus co cmoponwl dceny0ouHo-KuumeyHo2o mpaxkma

AOxomMuHansHas 00k

17,5

OYCHb 4aCTO

3yOHast 6071

58

qacTo

Obwue paccmpoiicmea u HapyuleHus 8 Mecnie 686e0eHUs.

JIuxopanka

18,1

‘ OYCHb 4aCTO

Ta6auua 9. HexkenatelbHble peakuy y NAHEHTOB XPOHUYECKHM BUPYCHBIM renaturom C

HexenarenbHble peakuuu

‘ KounyecTBOo manueHTon, %0

‘ YactoTra BCTpEeyaeMoCTH

Hapywenus co cmopousi kposu u tumgamuieckotl cucmemol

Anemus

30,6

‘ OYCHb 4aCTO

Hapymeyuﬂ CO CMOPOHbBL obmena eewecme u numarus

CHIDKEHME allleTUTa

14,4

‘ OYCHBb 4aCTO

Hapywenus co cmoponwl HepaHoll cucmembl

TosoBHas 0onb

22,2

‘ O4YCHb 4aCTO
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Hapywenus co cmoponvl opeana 3penus

Karapakra

124

‘ qaCTo

Hapywenus co cmoponsl OblxamenvbHoU cucmemvl, 2pYOHOU KIemKU U CPe0oCHeHUs

Kamens

| 11,8

‘ O4YCHb 4aCTO

Hapymeyuﬂ CO CNOPOHDbL ofceﬂydowo-xuwewoeo mpaxkma

18G5 (5048

TomuoTa 17,7 OYEHb YacTo
Muapes 15,5 OUYE€Hb YacTO
Hapywenus co cmopomwsl neuenu u sicenuesvle00suux nymei
[M'unepOoumupyOornHeMus 6,4 4acTo
[TopakeHue nevyeHu 0,7 HEYacTo
JlexapcTBeHHOE TIOpaKEHHE 2,1 4acTo

HapymeHuﬂ CO CNOPOHbL KOJHCU U NOOKOINCHBIX MKAHE

KoxHnbli 3y 12,2 OYE€Hb YacTO
Auonerus 7,0 JacTo
KoxHas cpib 7,3 4acTo

HapymeHuﬂ CO CMOPOHbL CKeNemHO-MbIUEYHOU U COCOUHUMENbHOU MKAHU

Muanrus

11,2

OYCHb 4acCTO

Obwue paccmpoiicmea u HapyuleHus 8 Mecne 68e0eHUs.

[ToBbIlIEHHAS] YTOMIIIEMOCTD 26,1 OYEHb YacTo
Jluxopanka 25,0 OYEHb YacTo
O3H00 11,8 OYEHb YacTo
Actenus 13,2 OYE€Hb YacTo
Orex 1,3 4acTo
['punnonoao6HbIN CUHAPOM 16,4 OYEHb YacTO
Hapywenus co cmoponwl cocyoos

TpombosMOOIHUecKue ocnoxkHeHus | 2,1 4acTo
(BkIrO4ass TpOMOO3 MOPTAIBHBIX

BEH)

Ta6auua 10. HexenatenbHble peakuuu y nanmeHToB ¢ TAA, He moJy4aBIIMX paHee
NPOrpaMMHYI0 HFMMYHOCYIIPECCHBHYI0 TePANHIO

He:xenatenbHble peaknuu KoauuyectBo mauuentoB, % | YacTtora BcTpeuaemMocTu
Hapywenus co cmoponsl 0dmena eeujecms u numarus

TomHOTA 43 4acTo
Muapes 3,3 4acTo
AoGxoMuHanbHas 0016 3,3 4acTo
Hapywenus co cmoponsl Kodcu u NOOKOICHbIX MKAHel

KokHas cbinb 7,6 4acTo
Jucxpomust KO>KH, BKJIFOYast 5,4 4acTo
THITEPITATMEHTAITUIO

Jlabopamopnwie noxazamenu

IToBrimenne aktusHOoCcTH AJIT 29,3 OYEHb YacTo
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[ToBemmenne aktusaoctd ACT 17,4

VYBenuuenue 6unupyOuna B kposu |17,4 OUYEHb YacTO

(BKJTFOUAST )KENITYITHOCTD CKJIED)

Bo3HHKHOBEHHE HOBBIX WIH yCYTryOJIeHHE MMEIOIIUXCS Jab0paTOpHBIX Mokaszarened (GpyHKkuuu
neuenu (crenenu 3 u 4 no mkane CTCAE; CTCAE = OO0masi TepMUHOJIOTUST KPUTEPHUEB IS
OIICHKU HEXKEIIATeNIbHBIX SIBJICHUW) Yy MAIlMEHTOB, MPUHUMAIOIINX 3JITPOMOOIIAr, 0TMEYaIOCh B
15,2% u 2,2% cnydaeB mo nokazarento ACT, B 26,4% u 4,3% cinydaeB no mokasarento AJIT,
12,1% u 1,1% cnydaeB no nokazaTelto OMIMpyOHuHa COOTBETCTBEHHO.

eTu

Onenka 0€30I1aCHOCTH MPHEMa ANITPOMOOIIara y MamueHTOB B Bo3pacTe 2—17 JIeT OCHOBBIBACTCS
Ha pe3yjbTaTax HEKOHTPOJIMPYEMOTrO IMOCJICIOBATEIBHOIO HCCICIOBaHUS 37 TMAalUeHTOB: 2
MalKeHTOB B Bo3pacte 2—5 ser, 12 manueHToB B Bo3pacte 6—11 yiet u 23 manueHToB B BO3pacTe
12—-17 ner. Ilpoduns Ge30macHOCTH TprUeMa dIITpoMOoIIara y JeTeid COOTBETCTBOBAI TPOQHITIO
0€30MacHOCTH JUIsl 001LEH MOMYJIALHUH.

Llumozcenemuueckue anomanuu

B HexkoHTpoOMIMpyemMoMm uccienoBanuu y naiueHToB ¢ TAA, He mony4yaBIIuX paHee MporpaMMHYIO
MMMYHOCYTIPECCUBHYIO TEpPANMIO, IMPOU3BOAWIACH ACHHUPALMS KOCTHOTO MO3ra C UEIbIO
JaTbHEHIIIEro MUTOreHETHYEeCKOro aHanu3a. Bo Bcem wuccienoBanuu y 15 w3 153 (10%)
MAIMEHTOB MPOM30IIa KiIoHanpHas sBomonus. Cpeau 15 manmueHTOB, y KOTOPBIX ObLIN
OTMEYEHbI IUTON€HETUYECKNE aHOMAJINK, y 7 MallMeHTOB OTMEYallach yTpaTa 7-il XpOMOCOMBI, B
6 ciydasx U3MEHEeHUus mpousonum B TeueHue 6,1 mecsua. Taxxke y 4 malMeHTOB OTMEUYAINCh
XPOMOCOMHBIE a0eppalii HESICHOTO TeHe3a, a y 3 Obuta oTMedeHa yrpaTta 13 XpoMOCOMBI, YTO
CUMTAETCSl XOPOIIMM MPOTHOCTHYECKUM (PAaKTOpPOM MpH arjacTuyeckod anemuu. Takxke y 1
MalKeHTa CIYCTS TATh JIET TOCIe Tepanu ObLJIO MPOBEACHO MCCIIEOBAaHNE KOCTHOTO MO3Ta, B
pe3ynpTaTe KOTOporo Obula OTMEYeHa JUCIUIa3usl C  TOBBIIICHHBIM  COJEp)KaHHUEM
MapeHXMMAaTO3HbIX KJIETOK C MoTeHuuandbHbiM pa3zButueM MJIC. B koropre mnanueHTos,
MPUHUMABIIUX dATpoMOONar, y 7 malueHToB ObUIM OTMEUYEHBI UTOTEHETUUECKHE aHOMAJNH, Y 4
U3 HUX ObUIa OTMEuYeHa yTpara 7-il XpoMOocoMbl B TeueHue 6,1 mecsma. OcraeTcss HESICHBIM,
MPOU3OIILIN JIU 3TH U3MEHEHHUs MU3-32 OCHOBHOTO 3a00JI€BaHUS, WM MPUIYNHON TOMY SBHJIOCH
MIPOBEICHUE HMMMYHOCYITPECCUBHOM Teparuy W/ WK MPUEM dATpoMOornara.

Ta6auna 11. HexkenatenbHble peakiiuy y NanueHToB ¢ pedpaxrepnoii TAA

HexenarenbHble peakuuu KonnuectBo Yacrora BCTpEYaeMoOCTH

namueHToB, %o

Hapywenus ncuxuxu

becconnuna 12,0 O4eHpb YacTo
Hapywenus co cmoponwsl HepsHoil cucmembl

I'onosHas 6016 20,9 OYEHB YacTo
I"onoBokpykeHMe 14,0 OUYEHb YacTO

Hapywenus co cmoponwl opeana spenus

Karapakra ‘ 2,3 ‘ 4acTo

Hapywenus co cmoponst OvbixamenbHOU cucmemyl, 2pYOHOU KIeMKU U CPeOOCEeHUs.

Bonw B pororiorke ‘ 14,0 ‘ OYeHb YacTo
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Punopes 11,6 OY€Hb YacTO

Hapywenus co cmoponwl dicenyo0ouno-kuuieuHo2o mpakma

TomuoTa 32,6 O4YeHb YacTo
Huapest 20,9 O4YeHb YacTo
AOnoMuHaiIbpHasA 00JIb 11,6 O4YeHb YacTo
Hapywenus co cmopornvl neuenu u scenuesvlgoosawux nymet

[ToBbIIeHNE aKTUBHOCTH TpaHcamMuHa3 | 11,6 OYEHb YaCTO
['unepOunupyounemus 4,7 4acTo
Hapywenus co cmoponsl Kodtcu u NOOKONHCHBIX MKAHEl

Ko>xuas cpin 7,0 4acTo
DKCHOTUATUBHBIN IEPMATUT 4acTo
MHuorogopMHas spurema 4acTo
Hapywenus co cmoponwvl ckenemuo-mvluieunol u cOeOUHUMENbHOU MKAHU
ApTtpanrus 11,6 OYCHb YacCTO
Boip B KOHEYHOCTSIX 18,6 O4Y€eHb YacTO
MBEILIEYHBIN cIa3M 11,6 O4YeHb YacTo

Obwue paccmpoiicmea u HapyuleHus 8 Mecne 68e0eHUs.

[ToBbIlIEHHAS] YTOMIIIEMOCTD 30,2 O4Y€eHb YacTo
Jluxopanka 14,0 OYEHb YacTo
O3H00 12,0 O4Y€eHb YacTo

B HeKkoOHTpoJIMpyeMOM OTKPBITOM HCCIEIOBAaHMM Yy THalueHToB ¢ pedpakrepHoit TAA
IIPOM3BOIMIIACH ACHUPALMS KOCTHOTO MO3Ta € LIEbI0 JAbHEUIETr0 UTOI€HETHYECKOTO aHAIH3a.
VY 8 manMeHToB OTMEYAJINMCh HOBBIE LIUTOT€HETMYECKHE aHOMAJIMH, BKIIIOYas 5 MAlUEHTOB, Y
KOTOPBIX OTMEYAINCh U3MEHEHHS B 7-H XPOMOCOME.

HOCTDGFI/ICTD&III/IOHHBIG HUCCIacaO0BaHUA (‘IaCTOTa HeI/I3BCCTHa)

[Tpu mpuMeHeHuu >nTpoMOOIara B MOCTPETUCTPALIMOHHOM TEepro/ie ObUIH 3aperucTPUPOBAHBI
canenyromue HP.

Caenenus 0 HUX ObUIH MOTYYEHBI U3 CIIOHTAHHBIX COOOIIEHUH, a Tak)Ke ObLITN 3apETUCTPUPOBAHBI
B KaU€CTBE CEPbE3HBIX HEKEIATEIbHBIX SIBJIEHUN B PEECTPax, UCCIIEIOBAHUAX, CIIOHCUPOBAHHBIX
HCCIeI0BaTeNeM, KIMHUKO-(apMaKOJIOTHIECKUX MCCIIEIOBAHUSIX U MMOMCKOBBIX MCCIIEIOBAHUSX
IIpyu TPUMEHCHUH 110 HEYTBCPKACHHBIM ITIOKa3aHUAM. HOCKOJ’ILKy HCBO3MOXHO OLCHUTH YaCTOTY
BCTPECHACMOCTH HP JOCTOBEPHO, TAaK KaK JJaHHBIC COO6H1€HI/I${ MMOCTyInarOT CIIOHTAaHHO U3
MOMYJISIIUA TIAIMEHTOB HEOIPEACIICHHOTO0 pa3Mepa, nmoxydeHHbie HP Oblmm ompenenenbl kak
HEU3BECTHBIE (110 YaCTOTE BCTPEUAEMOCTH).

Hapywenus co cmoponst Kodcu u NOOKOHCHBIX MKAHel

Hapymenne okpacku KOKHBIX TOKPOBOB™*

* — o0paTuMoe HapylIeHNe OKPACKU KOXKHBIX IOKPOBOB, BKITFOUYAs TUIIEPITUTMEHTAIUIO U
<OKENTYIIHOCTh», OTMEUAIOCh Yy TMAIMEHTOB, MOJYYaBIIMX HJITPOMOOMar B CYTOYHOW J03e€,
npespimaroniet 100 mr. B wacTHOCTH, HapylmieHne OKpAacKU KOKHBIX IOKPOBOB OTMEYAIOCH Y
MalMeHTOB, TOJIYYaBIIMX BBICOKHE 03Bl AATpoMOomar 1o moBoxy TAA, a Takke IO
He3aperucTpupoBaHHoMy nokazanuto npu MJIC.
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Onucanue OTAEIbHEIX HEXKENIaTEILHBIX PEAKITNI

Tpombomuueckue/mpomoosIMoOIUYECKUE OCTLONCHEHUS

B 3 xoHTpOMMpYyeMbIX U 2 HEKOHTPOJIHUPYEMBIX KIMHUYECKUX UCCICIOBAHUSIX CPEIAH B3POCIBIX
nanueHToB ¢ xponudeckoir UTTI, nomywyaBmmx snrpombomnar (n = 446), y 17 nanuenToB ObLI0
BBISBIICHO B OOmIeH CIOXKHOCTH 19 TPOMOOTHYECKUX/TPOMOOIMOOINIECKUX OCIOKHEHHH,
KOTOpBbIE BKJIIOUAIU B ceOs (B MopsaKe yObIBaHHUsS) TPoMOO3 TIIyOOKHX BeH (n = 6), jJerodHas
sMbouust (n = 6), ocTphlii HHMAPKT MUOKapaa (n = 2), nepedpabHbId HHPAPKT (n = 2), sMO0IUs
(n=1).

B mnanebo-koHTponupyeMoM uccienoBaHuu (n = 288, monmymsius A OLEHKH 0e3011acHOCTH)
cIycTs 2 HeJIeH IMOCe MPOBEICHHOM Tepanuy Mpy MOIrOTOBKE K MHBA3WBHEIM MPOIleaypaM y 6
u3 143 (4%) B3pOCHBIX TAIMEHTOB C XPOHUYECKUM 3a00JICBAaHMEM IICUCHU, IOTyYaBIIMX
arpoMOomnar, OBUIH OTMEUEHBI 7 TPOMOOTHYECKHX/TPOMOOIMOOINICCKUX OCIIOKHCHHN
MOPTATBHON BEHO3HOHU cucTeMbl U 2 u3 145 (1%) manueHToB B rpymme mianedo cooommiu o 3
TPOMOOTUYECKUX/TPOMOOIMOOIMYECKUX OCIOKHEHUAX. Y MATH U3 6 MalMeHTOB, MOTyYaBIIMX
antpombonar, OBUIM OTMEYEHbl TPOMOOTHUECKHE/TPOMOOIMOOINYECKUE OCIOKHEHUS TMPH
ypoBHe TpomboruToB >200 000/mKJ1.

Crneuuduueckux (HakTopoB puCKa Yy TMAalUEHTOB C BO3HUKIIMMU B XOJE TEparuu
TPOMOOTHUECKUMH/TPOMOOIMOOTNIECKUMHU ~ OCTIOKHEHUSMH, 32 HCKIIOUYEHHEM KOJHYECTBA
TpomborToB > 200 000/MKII, BBISABICHO HE OBLIO.

Pazeumue mpomboyumonenuu nocie npexpawjenus 1eueHus

B 3 konTponmupyembix uccnenoBanusx y manueHToB ¢ UTII Habmogamock KpaTKOBpeMEHHOE
CHIDKEHHE KOJHMYECTBa TPOMOOLMTOB [0 3HAYEHMH HUXKE HCXOAHBIX y 8% MaIUeHToB,
NPUHUMABILIUX ITpoMbonar, 1y 8% MalueHToB Ipynisl mianeoo.

Llumozenemuueckue anomanuu

B HecpaBHUTENTBPHOM OTKPBITOM MCCIEIOBAHUU Yy ManueHToB ¢ TAA ompeaensyii Haludue
IIUTOr€HEeTHYECKUX OTKJIOHEHHH B aclUpallMOHHBIX OuonraTax KocTHoro mosra. ¥ 8 (19%)
MAIMEeHTOB OBLIM BIIEPBBIE OOHAPY)KEHBI IMTOTCHETUYECKHAE aHOMAIIMH, U3 HUX y 5 MalMeHTOB
OblIM m3MeHeHuss B 7- xpomocoMe. B aByx uccnenoBanusix (ELT116826 u ELT116643)
[IUTOTCHETUUECKUE aHOMAJTMU OB oOHapykeHbl y 4 u3 28 (14%) u 'y 4 u3 62 (6%) nanueHToB B
Ka)XJIOM HCCIICZIOBAaHUH.

I'emamonozuueckue 310KkauecmeenHvle HOB00OPA308aHUSL

B HecpaBHMTENBHOM OTKpBITOM ucciefoBaHun y Tpex (7%) mnanumentoB ¢ TAA Obul
muarHoctupoBan MJIC mocne mpoxokJIeHHs Kypca JedeHus siarpombomnarom. B nByx
uccinenoBanmsix (ELT116826 u ELT116643) y 1 u3 28 (4%) uy 1 u3 62 (2%) nanueHToB OBLI
JUArHOCTHpOBaH Muenoaucmiactuaeckuit cuapoM (MZIC) mim ocTpblil MUETOUAHBIN JeKO3 B
KaKJIOM MCCIIEIOBaHNH.

COO6HI€HI/IG O IMOAO03PEBACMBIX HEKCIATCIBHBIX PCAKITUAX

BaxxHo co001aTh 0 0/103PEBAEMBIX HEXKEIATENBHBIX PEeaKIUAX MOCJIE PErUCTPalluy [Tpenapara ¢
[EeNbI0  O0ECIeYeHUsT HEMPEephIBHOIO MOHUTOPHHIA COOTHOIICHUS «II0JIb3a —  PHUCK»
JIEKapCTBEHHOTO Mpernapara. MeIuIMHCKIM pa0OTHUKAM PEKOMEHAyeTcs COOOIIaTh O JIHOOBIX
MI0JI03PEBAEMBIX HEKENATEIbHBIX PEAKLMAX JIEKAPCTBEHHOI'O Ipenapara 4epe3 HallMOHaJIbHbIE
CHCTEMBl COOOILIEHHMS O HEeXeNaTeNbHBIX peaKkIHUsIX TOoCyAapcTB — uJeHOB EBpasuiickoro
9KOHOMHYECKOT'0 COH03a.
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Poccuiickas @eneparus

CNEPTHOMY OTYETY

®denepanibHas ciryk0a 1o Ha130py B cdepe 3apaBooxpanenus Poccuiickoit Depeparumn
Anpec: 109074, r. Mocksa, CraBstHCKas IUI0IIa/1b, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

OnexTponHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B mHGOPMAIIMOHHO-TEJICKOMMYHHKAIIMOHHOM ceTH «MHTepHeT»:
Www.roszdravnadzor.gov.ru

PecnyOonnka Kazaxcran

PI'TI na ITXB «HauunonanbHsii LIeHTp sKCHEPTU3BI IEKAPCTBEHHBIX CPEACTB U MEIUIIUHCKUX
u3nenuiiy MunuctepcTBa 3npaBooxpanenus Pecnyonuku Kazaxcran

Anpec: 010000, r. Actana, paiion baiikonsip, yi. A. Mmanosa, 13 (BL «Hypcayner 2»)
Tenedon: +7 (7172) 235 135

OnekrponHas modra: farm@dari.kz

Caiit B nH()OpPMAMOHHO-KOMMYHHKAIMOHHOM ceTn «MuTepHe™: http://www.ndda.kz

Pecny6nuka benapychb

PVYII «lleHTp 3KCIIEPTU3 U UCIIBITAHUM B 31PAaBOOXPAHECHUN»
Anpec: 220037, r. Munck, niep. ToBapuieckuii 2a
Temedon: (+37517) 231 8514

®axc: (+375 17) 252 53 58

DnekrpoHHas mouta: rcpl@rceth.by

Caiit B nH)OpMAIIMOHHO-KOMMYHUKAMOHHOM cetn «VHTepHeT™: http://www.rceth.by

4.9. llepeno3upoBka

CumMnromsl

B xone KIMHUMYECKMX HCCIEAOBAHUN 3aperMCTPUPOBAH OJIMH Clydyail Meperlo3WpOBKH, KOI/a
nanueHT npuHsa BHYTph 5 000 Mr antpom6bomnara. I1pu 3Tom oTMeyanuch cieayonme CUMITOMBI:
HEpACIpOCTpaHEHHAs ChIllb, TPAaH3UTOpHAs OpaauKapaus, YTOMISEMOCTb U TIOBBIIICHHE
aktuBHOCTH AJIT u ACT. depMmeHThI nieueHu, U3MepeHHbIe MeXy 2 U 18 qHem mociie npuema
0003HaueHHOH J103bI ANITpoMOoOMara, JOCTUIIM npeBbimeHus B 1,6 paza BI'H nokazatens ACT, B
3,9 pa3 — nokazarens AJIT u B 2,4 paza — obuiero 6unupyouna. KonuyectBo TpoMOOIIUTOB
coctaBisiio 672 000/mMkn Ha 18 geHp mocie mpuema O0O0O3HAYEHHOM /103bl, & MaKCUMAallbHOE
KOJINYECTBO TpoMOomuTOB coctaBisio 929 000/mMkn. Bece cumnToMbl Obutd paspermieHsl 0e3
OCJIOKHEHUH B XOJI€ TEpPAIUH.

Jleuenune

B cnyuae nepeno3upoBKH BO3MOKHO 3HAYUTENIbHOE YBETMUYEHNE KOJIMYECTBa TPOMOOIIMTOB, YTO
MOKET TPUBOAUTH K TPOMOOTHYECKUM/TPOMOOIMOOINYECKUM OCJIOKHEHUAM. B ciydae
NEPEO3UPOBKHU CIEAYET PACCMOTPETh BONPOC O NPUEME BHYTPb NPENAPATOB, COIAEPIKAIIMX
KaTHOHBI METAJIJIOB, HAIIPUMED, KAJIbLIMS, ATFOMUHMS WM MarHus, s yMEHbIICHUS BCaChIBaHUS
antpombonara. Creayer THIATEIbHO KOHTPOJIMPOBATH KOJMYECTBO TpoMOouuTOoB. JleueHue
ANITpoMOONaroM BO30OHOBIISIIOT B COOTBETCTBUU C PEKOMEHIAIUSAMHU [0 PEKUMY J103UPOBAHMSL.
[TockonbKy modedHas 3KCKpeLUsi HE SIBJIAETCS OCHOBHBIM IIyT€M BBIBEJEHMs >aTpomOomnara,
KOTOPBIIl aKTUBHO CBS3bIBAETCS C OEIKaMU IJIa3Mbl KPOBU, BEPOATHEE BCEro, reMOAMAIN3 HE
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OpraHu3Ma.
5. ®PAPMAKOJIOTHYECKHE CBOMCTBA
5.1. PapmakoaMHaMHYecKHe CBOlicTBa

<DapMaK0TepaneBTquc1<a;1 rpyimma: réMOCTaTUYCCKUE CpeACTBA; BUTAMHH K u Apyruc

reMOCTaTHYECKHUE CPENCTBA; APYTHE FEMOCTaTHYECKHUE CPELICTBA CUCTEMHOIO IEUCTBHS.
Kong ATX: B02BXO05.

MexaHu3M IeicTBUS

Tpombonostur (TPO) — 3TO OCHOBHOW HMTOKHH, KOTOPBIA MPUHUMAET Y4acTHE B PETYJISAIUU
METaKkapuonod3a W BBIPA0OTKE TPOMOOIMTOB; OH SBIISCTCS OSHJOTCHHBIM JIMTAHIOM JUIs
peuenropa tpombOonostuHa (TPO-R). Dnrpombomnar B3ammMoneucTByeT ¢ TpaHCMEMOpaHHBIM
JIOMEHOM 4enoBeueckoro peuentopa TPO-R u uHMIMHpyeT Kackaj Iepeladd CHUrHajia,
HAallOMMHAOIIUMN TakoBOM jns  sHaoreHHoro TPO, 4Yro compoBoXaaeTcss WHAYKLUEH
npoaudepannu u auddepeHIINPOBKE MEraKapuoOUTOB U KIETOK-TPEAIIECTBEHHUKOB B KOCTHOM
MO3re.

Ddapmakoguaamuyeckue 3OheKTh

Ontpombonar otnuyaercs or TPO ¢ Touku 3peHus BIUSHUS Ha arperamnuio TpomOonuTos. B
otnuare ot TPO Bo3aeiicTBHE 3nTpoMOOIIara Ha TpOMOOITUTEI 3JJ0POBOTO YEIOBEKA HE YCHITUBACT
arperanuio noj aevicteueMm aneHosuHaudochara (AAD) u He cTHMyIUpyeT 3Kcrpeccuto P-
CEeJICKTHHA. DNTpOMOOIIar He MPEMATCTBYET arperaiuu TpoMOoouToB noA AciictBueM AJID wium
KOJUIareHa.

5.2. ®apMaKkOKMHeTHYeCKHe CBOICTBA

[TapameTps! hapMakKOKHHETHKH 3ITpoMOONara Npu NPUMEHEHUH Y B3POCIIbIX C UIUONATHUECKON
tpombonuronenueil (UTII) npeacraBiensl B TaOHIIe HIDKE.

CpenHue reomMeTrpuyeckue 3HAYeHUs] IUIa3MEHHBIX MapaMeTPoB (apMaKOKHHETHKH
3ATpOMOONIAara B paBHOBECHOM cocTOsiHMHU Y B3pociabix ¢ UTII

Cxema Jeuenud | Konmnuecrso |MaxkcumaabHas |Ilnomann oJX
3JTPpOMOONIArOM NAIHEeHTOB KOHLIEHTpalus (papmakokuHeTHYECKOM
(Cmax), MKT/™MJ KPpHBOIii

«KOHIIEHTPALHsI—BPeMSsD»
AUC(0-1) (MKrxu/m.1)
50 Mr ofMH pa3 B CyTKH 34 8,01 (6,73; 9,53) 108 (88; 134)

75 Mr OJIMH pa3 B CYyTKU 26 12,7 (11,0; 14,5) 168 (143; 198)

dapMaKOKHHETUYECKHE TTapaMeTPhI ATpoMOOIara y maiueHTOB ¢ BUPYCHBIM Trernatutom C
(BI'C) ykazaHbl B Ta0HIIe HUXKE.

Cpennue reomerpuyeckme 3Ha4YeHUA GapMaKOKHHETHYECKUX TApaMeTPOB JITpoMOonara B
IJi1a3Me KPOBM B PABHOBECHOM COCTOSIHMM Y MAUMEHTOB ¢ XpoHuyeckum BI'C
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Tlosa Koanuecrso Cond a1 AUC o5 (R )
aTpoMbonara NAlMEeHTOB
(oxuH pa3 B CyTKH)

25 mMr 330 6,40 (5,97; 6,86) 118 (109, 128)

50 mr 119 9,08 (7,96; 10,35) 166 (143, 192)

75 Mr 45 16,71 (14,26; 19,58) 301 (250, 363)

100 mr 96 19,19 (16,81, 21,91) 354 (304, 411)
3nagenns AUC (v u Cmax TO JaHHBIM PETPOCIIEKTUBHOTO MOMYJISIIIMOHHOTO
(hapMaKOKMHETHYECKOTO aHaIM3a.

DapMaKOKHMHETUYECKUE MapaMeTphl Mocie npueMa saTpombonara y 45 HaiieHToB ¢ TshKeIon
artactuiyeckot anemuei (TAA), He NPUHUMABIIMX MPOTPAMMHYI0 HMMMYHOCYIPECCHBHYIO
Tepanuto, yKa3aHbl B TAOJIUIE HUXKE.

CpenHue reomerpuuyeckue 3HAYeHHMs INoKa3aTeslell (papMaKOKHHETHKH JITpoMOomnara B
Iia3Me KpoBH Yy mnanueHToB ¢ TAA, He mnogy4YaBIIMX paHee NPOrpaMMHYIO
HMMYHOCYIIPECCHMBHYIO TepPaIuio

Ho3a sarpombonara | KoaunvecTBo Makcumanbuaag |Ilnomaan moJx
(1 pa3 B cyTKH) MAIMEHTOB KOHIeHTpanusi | papMaKOKUHETHYECKOM

(Cmax), MKI/Mu1 KPHUBOH «KOHIEHTPalusi—
Bpemsa» AUC (o) (MKIrx4/mn)
150 mr 45 40,1 (44,9%) 772 (47,2%)

JlanHbie MPEJICTaBICHBl KaK TeOMETPUYECKHe cpefaHue (FeOMETPHUECKUd CpelaHui
K02 (UIIMEHT BapUallim)

AOcop0O1ms u OMOIOCTYITHOCTD

Cmax anTpoMbonara B IUIa3Me€ KpPOBH JOCTUTaeTcsl 4yepe3 2—6 4yacoB MOCie MpUEMa BHYTPb.
OnHOBpeMeHHBIH IpHUeM 3ITpoMOoNara ¢ aHTaluIaMi U JPYTUMH IPOAYKTaMH, COAEPKAIUMU
NOJIMBAJICHTHbIE KAaTHOHBI (HAampHUMeEp, MOJIOYHBIE TPOAYKTbI W MHHEpalbHble J00aBKH),
3HAYUTEIBHO CHUKAET HKCIIO3ULUIO SNITpomOorara.

AOconoTHass OMOJIOCTYIMHOCTh AJITpoMOOIIara mpu MpueMe BHYTPb He Oblia ycraHoBieHa. Ha
OCHOBAaHWH ITOKa3aTesei BBIBCACHHUA IIOYKaMHU H aHaJIu3a MGT&6OJ’II/ITOB, BbIBOAUMEBIX Y€PE3
KHAIICYHNK, TOKAa3aHO, YTO PacYeTHBIC 3HAYCHUS BCACBIBAHUS MPOU3BOIHBIX ITpOMOOITIara mocie
NepPOPaTbHOrO MPUMEHEHHS B OJJHOKPATHOM J103€ 75 MI' cOCTaBUIIO HEe MeHee 52%.

Pacnpenenenue

DaTpoMOoIar B BEICOKOW CTEIICHH CBSI3BIBAETCS C OCIKaMH TUIa3Mbl KPOBHU 4enioBeka (> 99,9%).

Onrpombonar sisercs cyocrparom BCRP, Ho He siBisieTcst cyocTpatom P-TiukonpoTenHa uiu
OATP1B1.

buorpancdopmarms

DnTpoMbonar mperuMyIIeCTBEHHO META0O0IU3UPYETCS TOCPEICTBOM PACIICTUICHH S, OKHCIICHHS
U KOHBHOTallUUu C FJ'IIOKypOHOBOI\/’I KI/IC.]'IOTOf/i, TIIYTAaTUOHOM MJIM HHUCTCUHOM. Ilo JaHHBIM
MCCJIEIOBAHMS C METKOM paIMOaKTUBHBIM U30TOTIOM, Ha JIOJNIO dJITpoMOONara B rjiasmMe KpoBU
npuxoautcst okosio 64% AUCo .

BropocTtenennble MeTaOONMMTHI, Ha AOMI0 KaXKIOrO0 M3 KOTOpBIX Mpuxonutcs menee 10%
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JAHHBIM MCCIIEJIOBAHUS C IPUMEHEHNEM MEYCHOTO PaIMOAaKTUBHBIM H30TOIIOM JITpoMbomnara,
YCTAHOBJIEHO, 4TO npuMepHO 20% BBEAEHHOW 03B META0OIM3UPYETCS ITYTEM OKHCIICHHSL.
HccnenoBanus in vitro mokazamu, yto CYP1A2 u CYP2C8 sBisitorcss M30(pepMEHTaMH,
OTBEYAIOIINMHU 3a OKHCITUTENBHBIH METabOoIU3M, Torza K
ak ypuauHaudochormoryponuntpanchepazsl UGTIA1 u UGTIA3 — wusodepmeHnTamu,
OTBEYAIOIIMMH 3a TIIIOKypOHUAAIMI0. B mpomecce paciieruieHuss MOryT IPUHAMATh ydacTHe
0aKTepuy HIKHUX OT/IENOB KETYI0YHO-KUIIEYHOTO TPAKTA.

DJIMMUHAIMS
[Tocne BcachiBaHUS ANTPOMOOTMAT TIOIBEPTACTCSI aKTUBHOMY METa00IHM3MY.

OnTpomMOomnar BBIBOAWTCA MPEUMYIICCTBEHHO depe3 KumedHuk (59%); mpu stom 31%
oOHapyKuBaeTcs B Mo4e B Bujae MerabonuToB. McxomHoe BemecTBO (dnrpombonar) B
HEM3MEHEHHOM BHJIE B MOYE OTCYTCTBYET. B HEM3MEHEHHOM BHJIE Yepe3 KUIIEYHUK BBIBOJUTCS
okoJ10 20% antpombonara. [lepuos noayBeIBeIeHHS U3 IIa3Mbl KPOBH COCTaBIIET OKoJIo 21— 32
Jaca.

Oco0nIe T'PYIIIBI ITAITMCHTOB

Tayuenmol ¢ Hapywenuem QyHKyuu novex

[Tocne mpuMeHeHHs OTHOKPATHOW 10361 50 MT Mpernapara y HalueHTOB ¢ HapylnIeHHeM (yHKIUN
noyek Jierkoit creneHu AUCo . anTpombonara cHmxkanach Ha 32%, y alMeHTOB ¢ HApyIICHHEM
(GyHKIMU TOYEK CpefHel creneHn — Ha 36%, y MalueHTOB ¢ HapylmIeHHEeM (YHKIIUH MOYEK
TSDKEJION cTereHr - Ha 60% 1o CpaBHEHHIO CO 3OPOBBIMU JOOPOBOJIBIIAMHU. Y MAIMEHTOB C
HapyleHneM (pyHKIUU MOoYeK OTMedajach TeHJICHIMS K CHIDKEHHUIO 3KCIIO3UIMU dATpoMOoriara
B IUIa3M€ KpPOBM, OJIHAKO Yy MNAIMEHTOB JAaHHOM KaTeropuu Obla BBISABICHA CYIIECTBEHHAs
BapHabeTbHOCTh SKCIO3UIUH 110 CPAaBHEHUIO C TAKOBOH Y 310pOBBIX 100pOBOJBIEB. [IpUMeEHATh
npenapar y HalMeHTOB JaHHOM KaTeropuu CleAyeT C OCTOPOKHOCTBIO MOJI MOCTOSHHBIM
KOHTPOJIEM.

layuenmul ¢ napywenuem hyHKyuu nevenu

[Tocne ogHOKpaTHOTrO MpPUMEHEHUs Tpemnapara B go3¢ 50 Mr y marMeHToB C IUPPO30OM IEeUEHU
(mapymenue ¢pyakuun nedenn). AUCo . santpombornara yBenmuuBaiack Ha 41% y manueHToB ¢
HapylIeHneM (yHKIMM IIeueHu ciaaboi crenenu, Ha 80% — y maliMeHToB ¢ HapyleHueM QyHKIUN
MEYeHU CpelHeN cTereHu, U Ha 93% y MalMueHTOB ¢ HapylIeHHeM (YHKIMH MEUYEeHU TKEIOoN
CTEMEeHH IO CPaBHEHHWIO CO 3JO0POBBIMU JOOPOBOJIbLIAMU. Y TAIMEHTOB JAaHHOW KaTeropuu
BBISIBJICHA CYIIECTBEHHAs BapHUaOEIbHOCTh HKCIO3UIIMU MO CPABHEHUIO C TAKOBOU Y 3JIOPOBBIX
TOOPOBOJIBIICB.

Brusaue Hapymenus (QyHKIUW IMeYeHU Ha (papMaKOKHHETHKY 3ITpoMOoIiara mpu IMOBTOPHOM
MPUMEHEHUU TIpenapara OIEHUBAJIOCh ITOCPEICTBOM TPYIIIOBOTO (HapMaKOKHHETHYECKOTO
aHanm3a y 28 3J0pOBBIX B3POCIBIX JOOPOBOJBIEB U 79 MalMEHTOB C XPOHUYECKUMH
3a0oneBanusaMu TiedeHU. CorjacHO pe3yiabTaTaM JaHHOTO HWCCIEIOBAaHUS, Yy TMAIMEHTOB C
UPpPO30M TledeHH (HapymieHneM QYHKIUH TedeHn) otMedeHo yBenudenne AUC(
anTpoMOoIIara rmo CpaBHEHHUIO C TAKOBOH Y 3JI0POBBIX JOOPOBOIIBIIEB, Tpu AToM 3HadeHne AUC -
1) BO3pacTayo ¢ yBeJIM4YeHHEeM OaJIOBBIX MoKasarenei mo mkane Yaina—IIsto. [To cpaBHeHUIO cO
3I0POBBIMH JTOOPOBOJBIIAME Y TAIIEHTOB C HapylieHHeM (YHKIUU TIeUYeHU JIETKON CTemeHu
AUC( ) snarpombonara Obuia mnpubmusutensHo Ha 87-110% Bbime, a y NalMeHTOB ¢
HapyleHneM (pyHKITUU IEYeHH CpeIHer cTeneHn — npuonu3uTensHo Ha 141— 240%.
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MOCTOSIHHBIM KOHTpOJIeM. Y manueHToB ¢ xpoHuueckoir UTII u HapymenneM QyHKIUU ME4eHU
JIETKOM, CpeTHEH U TSHKEIJIOH CTEeTeHH TePAIHIO ITPOMOOIIAroM ClIeAyeT HAaYuHATh CO CHHKEHHOM
10361 — 25 Mr 1 pa3 B CyTKU. AHAJOTMYHBIA aHaMU3 ObUI MPOBEACH C ydacTueM 28 3710pOBBIX
B3pPOCIIBIX J00poBOJIbIEB M 635 maruenToB ¢ BI'C. V 6oibpIMHCTBA MAlMEHTOB MOKA3aTeNb 110
mkane Yainn—IIero cocraBimsan 5—6 OamwioB. Ilo gaHHBIM (DapMaKOKHHETHYECKOTO aHaIu3a
nanueHnTsl ¢ BI'C nmenu 6osee Beicokoe 3HaueHne AUC (0-1) 110 CpaBHEHHUIO C TAKOBOH Y 37J0POBBIX
no0poBosbiieB, mpu 3ToM AUC(0-r) Bo3pacTtania ¢ yBelruueHueM OaIoBbIX IMOKa3aTeseil mo mKaie
UYaitng—IIer0. Ilo cpaBHEeHUIO cO 3M0poBBEIMH HoOpoBosbiiamMu y nanueHToB ¢ BI'C AUC (o1
snTpoMbonara Obuia Beimie HpuOaM3uTeabHO Ha 100-144%. V mamuentoB ¢ BI'C Tepamuro
NITPpOMOOIIAroM ciaeayeT HauuHaTh ¢ 103kl 25 Mr 1 pa3 B CyTKH.

Paca

Bnusinue asuarckoil packl Ha (papMakOKMHETHUKY JJITpoMOoIara OICHHBAIMA IPH TOMOIIU
MOMYJSIIIMOHHOTO (hapMaKOKUHETHYecKoro ananuza y 111 3mopoBbix B3pocibix (U3 HUX 31 —
asmarckoil pacel) u 88 manuentoB ¢ MTII (3 mmx 18 — asmarckoit pacel). Ilo maHHBIM
dapmakokuHeTHuecKkoro ananusa y namnuentoB ¢ MTII a3uatckoiil pacel (T.€. SIOHIIBI, KUTAKIIBI,
KOpeibl, Taiisl, sxutenu TaitBans), AUC -+ sntpombomnara Osi1a mpumepHo Ha 87 % BbIIIe, 4eM
y MalMEHTOB HE a3UaTCKOM pachl (IPEUMYILECTBEHHO €BPOIICOUIOB); IPU 3TOM KOPPEKLIUS JO3bI
10 Macce Tejla He IPOBOIUIIACK.

W3ydeHue BIUSHUS STHUUECKON MPUHAJIEKHOCTU K BBIXOALIAaM U3 cTpaH BoctouHoit A3uu Ha
(bapMaKOKMHETUKY santpombomnara MPOBOAMIIN c MIOMOIIBIO MOMYJISIIIUOHHOTO
dbapmMakoKMHETHYECKOTO aHanu3a ¢ ydactueM 635 mamuentoB ¢ BI'C (145 mnauuenTos
BOCTOYHOA3MATCKOTO MPOUCXOXKICHUS M 69 MallMeHTOB 10KHOA3UaTCKOTro NMpoucxoxaeHus). Ha
OCHOBAHMHU PE3yJbTaTOB MONYJISIIIMOHHOTO (PAPMAKOKMHETHYECKOT0 aHAJIN3a YCTaHOBIIEHO, UTO Y
NAlMEHTOB BOCTOYHOA3MAaTCKOTO U FO)KHOA3MAaTCKOTO IMPOUCXOXKIAEHMs HaOroanach CXOoJHas
¢dapmakokuHeTHka oanTrpoMmOomnara. B cpengHeM y MalnMEHTOB BOCTOYHOA3MATCKOTO U
1okHOoasuarckoro npoucxokaeHnss AUC(o-r) anrpombomnara Obuta mpuMepHo Ha 55% BBIIIE 110
CPaBHEHHIO C MAIlMEHTaMU JAPYrUX pac (MPeUMYIIECTBEHHO €BPOIICOUTHOM).

Lion

Baussuue mona Ha  (apMakOKMHETHKY dSATpoMOornara OLEHMBAIM NP MOMOILU
HOMYJSHMOHHOTO (hapMakoOKMHeTH4Yeckoro aHanusza y 111 3mopoBbix 100poBOIbLEB (M3 HUX
14 — xenckoro nona) u 88 nmanuentos ¢ UTII (u3 Hux 57 — xenckoro nosna). [lo naHHbIM
nonyasanuoHHoro (hapmakokuHerndeckoro ananuza AUC(or) saTpoMOonara y mardeHToK ¢
WTII 6p1ma mpumepHo Ha 50% BbIIIe IO CPABHEHUIO C TAKOBOM y MAIMEHTOB MYXCKOTO I10J1a;
IIPY 3TOM KOPPEKIMS 103 IO MAcce Teja He MPOBOANIIACK.

Bnusiaue nosa Ha (apMakOKMHETHKY 3ITPOMOOIara OLEeHUBAIHN € IIOMOIIBIO MOMYSIIHOHHOTO
(papMaKOKMHETHYECKOTO aHanu3a ¢ yaactueM 635 maruentos ¢ BI'C (260 — sxeHckoro mnosna).
I[To pe3ynbratam oreHku ¢ moMotsio Mojenu y xeHmuH ¢ BI'C AUC o_r) antpomborara Obia
Ha 41% BbIllIE IO CPABHEHUIO C TAKOBOM y MYKUHH.

Hauuenmbl nooaicus10co eopacma

Bospactabele paznuuus 1o (papMaKOKMHETHKE 3ITpoMOOIara OLEHHBAIU C IOMOIIBIO
HOMYJSIUOHHOTO (hapMaKOKMHETUYECKOTO aHaJIM3a € y4acTUeM 28 37J0pOBbIX 100POBOJIBLIEB U
635 manmentoB ¢ BI'C B Bo3pacte ot 19 nmo 74 net. Ilo pe3ynbraTtaM OIEHKH C TOMOIIBIO
MoJIeNn y MOXWIbIX manueHToB (>60 net) AUC(o-r) antpombomnara Obuia Ha 36 % BbIIIe 1O
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CpPaBHCHHIO C boiee MOJIOABIMU IMTAlITMCHTAaMMU.

Jemu cmapwe 1 2o0a

dapMakOKHHETHKA ITpoMOoNara mocie npreMa BHyTphb OJIMH pa3 B CYTKU u3ydeHa y 168 mereit
B Bo3pacTe crapiue 1 roga.

Kaxymmuiicsi mma3MeHHbIH KIMPEHC 3ATpoMOoIara nocie npuemMa BHYTph Y HallMeHTOB JaHHOM
KaTeropuu BO3pACcTaeT C yBEJIMYEHUEM Macchl Tesa. Y MALUEHTOB a3MaTCKOM pachl KaXyIIUNCs
IUIa3MEHHBIN KIIMPEHC CHIDKEH MpuMepHo Ha 30%, KpoMe TOro, CHMXKEHHE JAHHOTO IOKa3aTels
Ha 20% OTMEYeHO Yy MAaLUEeHTOB JKEHCKoro mnona. dapMakOKMHETHYECKHE IOoKa3aTeiau y
NAlMEHTOB JJAHHOM KaTeropuu MpeacTaBIeHbl HIKE.

Cpeanue reomeTpuyecKkue nokasareseii papMakoKHHETHKH I1TPoMOoNIara B paBHOBECHOM
COCTOSIHUM NOcJIe IpuMeHeHus B 103e S0 Mr 1 pa3 B CyTKH y NaniMeHTOB B Bo3pacte 1-17 Jer
c UTII

Bospacraas rpynna

Cmax, MKI/MJI

AUC (0—r), MKrXu4/mi1

12-17 ner

6,8 (6,17, 7,5)

103 (91,1, 116)

6-11 ner

10,3 (9,42, 11,2)

153 (137, 170)

1-5 mer

11,6 (10,4, 12,9)

162 (139, 187)

6. PAPMALIEBTUYECKHUE CBONMCTBA
6.1. [lepeuyeHb BCIOMOTaTeIbHBIX BellleCTB

BcnoMorarenbHbIe BENIESCTRA.:

DarpomMbornar, 25 Mr, Ta0JIETKH, ITIOKPBITHIE INIEHOYHON 000JIOUKON
Caxapo3sa
Kpockapmenno3za Hatpust

[ToBumon K29/32
Caxapo3a npeccoBaHHas

[emnron03a MUKPOKPUCTAIIIIMYECKAS CUITMKOHU3UPOBAHHAS
I'MApOKCHUIIPONMIILIEIIIIONI03a HU3KO3aMEILEHHAS
Marnus creapar

IInenounas obonouxa:

[Tnenounoe nokpeitre Opadry White (03B28796), B ToMm uucie:
['umipomeriosa 2910 (6 mPas)

Turana quokcun (E171)

Maxkporon 400

Darpombormar, 50 mr, Ta0JIEeTKH, TOKPBITHIE INIEHOYHOU 000JI0YKOM.
Caxapo3za
Kpockapmennosa HaTpus

[ToBumon K29/32
Caxapo3za nmpeccoBaHHast

[{emtrono3a MUKPOKPUCTAINTHYECKAS] CHIIMKOHU3UPOBaHHAS
[ ApOKCUTTPOTTMITIICIIITION03a HU3K03aMEeIIEHHAS
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Maruus creapat

IInenounas obonouxa:

[Tnenounoe nokpeitue Opadry Brown (03B26716), B ToM uncie:
['unpomeriosa 2910 (6 mPas)

Turtana guokcun (E171)

Kpacurens xenesa okcu xentoiid (E172)
Makporon 400
Kpacurens xene3a okcu kpacubliii (E172)

6.2. HecoBMeCcTUMOCTD

He npumennmo.

6.3. Cpok rogHocTH (CPOK XpaHeHHus1)

2 roxa.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH MPU XPAHEHUH

Xpanuts npu Temneparype He Boime 30 °C.

6.5. XapakTep u coep:kaHue NePBUYHOI YIAKOBKHU

[To 28 Tabnerok B GaHKy U3 MOJIMATUIIEHA BHICOKOW IJIOTHOCTH JAJISl JIEKAPCTBEHHBIX CPEJCTB,
BHYTpPh OaHKH TIOMEINAIOT BJArOMOTJIOTUTENh (CHIMKAreib) W YKYHNOPHBAIOT KPBIIIKAMU
MOJIMMEPHBIMH ¢ KOHTPOJIEM MIEPBOTO BCKPHITHS U3 TIOJIMATHIICHA HU3KOH TNIOTHOCTH (MIJIH CMECH
MOJIMATUIIEHA HU3KOH TIOTHOCTH € TIOJMATHIIEHOM BBICOKOH TIOTHOCTH). Ha GaHKy HakjIenBaroT
TUKETKY CaMOKJIESIYIOCS.

Kaxnyro 6aHKy BMecTe ¢ JTUCTKOM-BKJIa/IbIIIIEM MOMEIIAIOT B MAYKy U3 KapTOHA, Pa3peIIeHHOr0
K IpUMEHEHUIO B POD.

ITo 7 TabJIETOK B KOHTYPHYIO SYEUKOBYIO YIIaKOBKY u3 TUIEHKU
HOJMBUHUIIXJIOPUTHON/TIOTUXIOPTPUPTOPITHICHOBOM (IIBX/TIXT®2) U donbru
amoMuHueBor. 1o 4 KOHTypHBIE SYEHKOBBIE YIIAKOBKH BMECTE C JIMCTKOM-BKJIAJIbIIIEM
MIOMEMIAIOT B MTAYKy U3 KapTOHA, Pa3pelICeHHOI0 K MpUMEHEHUIO B PD.

6.6. OcoOble  Mepbl  NPEIOCTOPOKHOCTH  NPH  YHHYTOKEHUH  HMCIOJIH30BAHHOTO
JICKAPCTBEHHOI0 Mpenapara WIH OTX0A0B, IOJYYeHHBIX II0CJie TPHUMEHEeHUs
JIEKAPCTBEHHOI0 Mpenapara u Apyrue MaHUIMYJISINMH C MIPenapaTom

Becn ocTaBimiicst 1ekapCTBEHHBIN MPENapaT U OTXO/IbI CIEAYET YHUYTOXKUTh B YCTAHOBJIEHHOM
MOPsIIKE.

7. JEPKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas ®@enepanus
000 «'EPODAPM»
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191119, r. Cankr—TIleTepOypr, yi. 3BeHUrOpOICKAs, JI.

Tenedon: +7(812) 703-79-75 (MHOTOKaHAILHBIIA)
daxc: +7(812) 703-79-76
Anpec anexTpoHHO# nouThl: Inform@geropharm.ru

7.1. IlpeacraBuTe/b AepaKaTe/Isl PErHCTPALMOHHOIO YI0CTOBEPEeHHA

[Iperen3un HOTDC6I/IT€HCI71 HaIpasJIATh I10 aAPECyY.

Poccniickas @enepanus

3A0 «PapM-XOIIUHT»

KOpuanaeckuii agpec: 198515, Poccuiickas @enepanus, r. Cankr-IlerepOypr, moc. CtpenbHa,
yi. Ces3u, 1. 34A

®axtuueckuii agpec: 196608, Poccuiickas @enepauus, r. Cankr-IlerepOypr, r. Ilymkus,
SlueBckuii mpoes, a. 4, cTp. 1

Tenedon: +7 (812) 703 79 75

dakc: +7 (812) 703 79 76

Anpec snekTponHo# mouthl: farmakonadzor@geropharm.com

Pecrryonuka benapych

3A0 «PapM-XOJIIUHT»

IOpunnueckuii anpec: 198515, Poccuiickas ®@enepanus, r. Cankr-IlerepOypr, noc. CtpenbHa,
yi. Cesi3u, 1. 34A

®axrtuueckuii agpec: 196608, Poccuiickas @enepauus, r. Cankr-IlerepOypr, r. Ilymkus,
SlueBckuii mpoes, a. 4, cTp. 1

Tenedon: +7 (812) 703 79 75

dakc: +7 (812) 703 79 76

Anpec snekTponHO# mouThl: farmakonadzor@geropharm.com

Pecniy6nuka Kazaxcran

TOO «Registrarius Pharm Experty

KOpuanaeckuii aapec: A15G7M6, Pecyoinka Kazaxcran, r. Anmarel, Boctanasikckuit paiioH,
yi1. baitzakoBa, 371. 280

®daxrudeckuii anpec: A15D0D9, Pecrrydnmka Kazaxcran, r. AnmMatel, BocTaHIbIKCKHIA paiioH,
MuKpopaiion Mupac, XXunoi kommuiekc «Tan Hypei», n. 128, k8. 19

Tenedon: +7 (700) 178 67 67

Anpec snexTpoHHO# ouTsl: farmakonadzor@geropharm.com, kz-pv@geropharm.com

8. HOMEP PETUCTPAIIMOHHOTI O YIOCTOBEPEHUSA

9. IATA NMEPBUYHON PETMCTPAIIMU (IOATBEPXKJIEHWS PETMCTPAIIMU,
INEPEPEI'MCTPALIUN)

JlaTa nepBoON perucTpanuu:

10. JATA NEPECMOTPA TEKCTA
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