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OBILIAS XAPAKTEPUCTHKA JIEKAPCTBEHHOIO HAPEHAPATA 21V 15 0002)

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA
OJITPOMBOITAT BEJI®APM, 25 mr, TabsIeTKH, MOKPHITHIC TNICHOYHOW 000I0UKOM.
OJITPOMBOITAT BEJI®APM, 50 mr, Tabs1eTKH, MOKPHITHIC INIEHOYHOW 000I0UKOM.

2. KAUECTBEHHBIN M1 KOJIMYECTBEHHBIN COCTAB
JelicTByto1Iee BEIIECTBO: AATpOMOoOTIATr.

DJITPOMEOIIAL" BEJIOAPM, 25 mr, TabJeTKH, HOKPHITHIE IIIEHOYHOM 000I0YKOMN

Kaxnas tabnerka, MOKpHITas IJICHOYHON 00OJOYKON, colepKUT 25 Mr antpombomnara (B BUjae
anTpoMOOIIara OJlaMHHA).

BcrnomorarenbHble BEIIECTBa, HAIMYME KOTOPHIX HA/IO YYUTHIBaTh B COCTaBE JIEKAPCTBEHHOTO
npenapara: JakTo3a, MaIbTHTON (CM. paszaen 4.4).

DJITPOMEOIIAL BEJIDAPM, 50 mr, Ta0ieTKH, HOKPHITHIE IJICHOYHOM 000J10YKON

Kaxnas tabnerka, MOKpHITas MIICHOYHON 000J04KOU, comepxut 50 Mr antpombomnara (B BUaE
3aTpoMOOTIara oJlaMuHa).

BcrnomorarenbHble BEIIECTBa, HAIMYME KOTOPHIX HA/IO YYUTHIBaTh B COCTaBE JIEKAPCTBEHHOTO
npernapara: JakTo3a, MaJIbTUTON (cM. pazzaen 4.4).

[TonHbI# TIEepedeHb BCIIOMOTaTENbHBIX BEIIECTB NMPpHUBEEH B pa3zaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabyeTku, MOKPHITHIEC TNIEHOYHONW 000TOUKOMN.

DJITPOMEOIIAL BEJIDAPM, 25 mr, Ta0JeTKH, HOKPHITHIE IJICHOYHOM 000J10YKON

prTJIHC ABOSKOBBIITYKJIBIC Ta6J'IeTKI/I, IMMOKPBITLIC IICHOYHOM 000JI0YKOM KOpHUYHEBOI'O IBCTA.

DJITPOMEOIIAL BEJIOAPM, 50 mr, Ta0JaeTKH, HOKPBITHIE IIIEHOYHOM 000JI0YKON

Kpyrible 1BOSKOBBITYKIIbIE TA0IETKH, TOKPHITHIE IJIEHOYHONW 000JI0UKONH KOPUUHEBOTO 1IBETA.

4. KIMHUYECKUE JAHHBIE

4.1. Tloka3aHusi K NPUMEHEHUIO

ITpenapar DJITPOMBOIIAI" BEJI®APM npumensieTcss s Je4eHHs B3pOCIIbIX, TOAPOCTKOB U
JleTed B BO3pacTe 3 JIET U CTaplle.

- JleueHue MalMeHTOB B BO3pacTe 3 JIeT U cTapiie ¢ UMMYHHO#I Tpomborutonenueit (UTII),
uinielics 6 u Oonee MecsAlEB ¢ MOMEHTAa IOCTAaHOBKM JMarHo3a, y KOTOPBIX OTMedascs
HEJOCTAaTOYHBI OTBET Ha MPEIIIECTBYIOLIYIO TEpanuio (HampuMep, KOPTHUKOCTEPOMIaMH,

I/IMMyHOFJIO6y.III/IHaMI/I) C ICJIbIO YMCHBIIICHUA pHUCKa KpOBOTC‘lCHHﬁ.
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— Jleuenue nauneHTOB B Bo3pacte 18 nert uicrapiie ¢ beHH KAM BADYCHBIM renatuiom C

_NNEPTHOMY OTYETY

C 1enpl0 obecrieueHUsT BO3MOXKHOCTH TPOBENEHUS WM ONTUMHU3ALUU  [POBOJUMOMN
MPOTUBOBUPYCHOW TEPAIUHU, BKIIOYAIOIICH MpenapaTel UHTEPPEpoHa.

- JleyeHue manMeHTOB B BO3pacTe 3 JIET M CTapUIe C TSHKEJIOW ariacTU4ecKoW aHeMuein
(TAA) B cocTaBe Tepamnuu NepBOH JIMHUY B KOMOWHAITUH CO CTAaHAAPTHOW HMMYHOCYTIPECCUBHOM
Tepanuen.

- Jleuenue nanueHTOB B BO3pacTe 18 JIeT u cTapiie ¢ TAKEI0M allacTUHYeCKON aHEMUEH, y
KOTOPBIX HE OBLI JOCTUTHYT JAOCTATOYHBIA OTBET HA UMMYHOCYIIPECCUBHYIO TE€PAIIHUIO.

4.2. PexuMm 103UPOBAHUS U CIIOCOO NMPUMEHEHUSA

PexxuM 1o3upoBaHus

Pexxum 1o3upoBanmst MOAOUPAOT HHIMBUYyaTbHO HA OCHOBAHUH KOJIMYECTBA TPOMOOIIMTOB.
Tlayuenmwi ¢ xponuyecko UMMYHHOU MpoMOOyumoneHuel

Jns  pocTwkeHHs W TOAJEp)KaHUs KonmdecTBa TpombOoruToB >50000/MKI  NPUMEHSIOT
MUHUMaNbHYIO 3¢ dektuBHy0 103y npenapara DJITPOMBOIIAIT BEJIGAPM. [Toabop m03b
MPOBOJST, OCHOBBIBASCh HAa W3MCHEHWU KOJWYECTBA TPOMOOILMTOB. DITpoMOOIar He
npeIHa3HAYeH /Il HOPMATH3AIMH KOJMYECTBA TPOMOOIIMTOB. B KIIMHMYECKUX MCCIIEAOBAHUSIX
MOBBILICHHE KOJIMYECTBA TPOMOOIIMTOB HAOIIOAANIOCh, KAaK MPABUJIO, B TEUeHHE 1—2 HEAeb MocIe
Hayaja Tepanuu 3ATPoMOONaroMm, CHIKEHHE MPOUCXOIWIO B TeueHue 1—2 Hedenb mocie ee
MIPEKpAICHUSI.

Ilepsonauanvuulil pescum 003MDOGCZHME

B3pocnvie u 0emu 6 6ospacme 6—17 nem

PexomennoBanHas HayanbHas no3a npenapata DJITPOMBOIIAT BEJI®APM cocrasnsger 50 mr
1 pa3 B cyTkH.

VY mpencraBuTeneil a3uaTCKON pachl (TaKMX KaK KUTAWIIBI, SITOHIIBI, KOPEUIIBI, TANIIBI U KUTEIN
TaiiBans) neuenue npenapatom SJITPOMBOITIAT" BEJI®APM cnenyetr HauMHATh C 103bI 25 MT
1 pa3 B cyTKH.

Jlemu 6 6o3pacme 3—5 nem

HavanpHas no3a npenapara y JaHHOM KaTeropuu cocTasiseT 25 mMr 1 pa3 B CyTKU. Y IAlEHTOB
A3MaTCKOM pachl (TaKWX KaK KUTAUIIbI, ATIOHIIBI, KOPEHIIBI, TAUIIBI U KuTenu TaiiBaHs) B BO3pacTe
3-5 et HauMHATH TepaNuIo MpernapaToM CIeayeT ¢ 1036l 25 Mr 1 pa3 B CyTKH.

Monumopunz u Koppexkuust 003bl

B3pocnvie u 0oemu cmapuwe 3 nem
[Tocne Hayana Tepanuu cieayeT KOPPEKTUPOBATh 103y MpernapaTa Jjisl NOAep:KaHus KOJTMYECTBa
TpoMOouuTOB Ha ypoBHe >50000/MKI 17 yMEHBIIEHHUS puUCKa KpoBoTeueHus. He crmemyer

MIPEBBIIATH 103y 75 MI' B CYyTKH.
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KJIMHUYECKHE TeMaTOJIOTMYeCKHe TIOKa3aTeNln 1 ToKa3arenu GyHKIuu nedyeHu. Jlozy npenapara
KOPPEKTHPYIOT B 3aBUCIMOCTH OT KOJIMYECTBAa TPOMOOLIMTOB B COOTBETCTBUU ¢ Tabmumei 1.

Bo Bpewms tepanuu npernapatom DJITPOMBOITIAT" BEJI®APM Heo0X0aMMO MPOBOAUTH IMOTHBIN
aHaJIU3 KPOBU €XKEHENENbHO, BKJIIOYAs ONpENeIeHHe KOJIMYeCTBAa TPOMOOIMTOB U Ma3oK
nepupepuyeckoil KpoBH, 10 CTAOMIM3AIMK KOJIMYECTBA TPOMOOIIUTOB Ha ypoBHE >50000/MK1 B
TEYCHHE 10 KpaiiHel mepe 4 Henenb. [locne crabunm3anuu KOIMYecTBa TPOMOOIIMTOB TOTHBIN
aHaJIU3 KPOBH, BKIJIOYas OINpeAeNieHHE KOJMYeCTBa TPOMOOIMTOB M Ma3Ku MepudepruuecKoi
KpPOBH, HEOOXO/IMMO MPOBOUTH €KEMECIUHO.

Ta6auna 1. Koppexuus n1o3b1 npenapara JITPOMBOIIAT BEJI®APM 1151 nanueHToB ¢
nuTn

KounyecTBO TPOMOOUUTOB Koppexkuusi 10361 WJIN 0TBET

<50000/MKI1 B TEUCHHE TIO VYBEIMUNUTh CYTOUHYIO 703y Ha 25 MI' 0 MaKCHUMaJIbHOMN

KpaiiHel Mepe 2 HelleNb Tepanuu | 4036l 75 Mr/cyTKu™®

>50000/mK — [IponokuTh Tepanuio MpenapartoM B HAUMEHbIIECH
<150000/mx1 CYyTOYHOM 03€ n/nnu O/IHOBPEMEHHYO
MenukaMmeHTo3Hyro tepanuto WUTII nma nmopnep:kanus
KOJIMYECTBA TPOMOOIIUTOB, MTO3BOJISIIOILIETO

NpeaoOTBPATUTE KPOBOTCYCHHUEC WM YMCHBIIUTHL €TI0

UHTEHCUBHOCTb.
>150000/mk1 — YMeHpIINTh CYyTOUHYIO 703y Ha 25 mr. Uepes 2 Henenu
<250000/mxn1 OLICHUTH 3P PEKT OT KOPPEKINH O3Bl U TPUHSTH PELICHHE

0 JanmbHeHIe KoppeKuu 103b1**

>250000/mK1 OTMEHUTH TEpanuio MpenapaToM; YBEIHMYUTH YacTOTY
onpeseNeHusl KoJnyecTBa TPOMOOIMTOB 1O 2 pa3 B
Henento. [Ipu komumyectBe TpomOoumToB <100000/MKIT
BO300HOBUTH TEPANMIO B CYTOUHOW J103€, YMEHbIICHHON

Ha 25 MT.

[Tpumeuanus: * — Jyig marueHTOB, MOJYYAOIIMX MpernapaT B 03¢ 25 mr 1 pa3 yepes AeHb, 103y
YBEIUYHUBAIOT 710 25 MT 1 pa3 B CyTKku. ** — J[7151 mariueHTOB, MOTyYaronuX npenapar B 103€ 25 Mr
1 pa3 B cyTKH, cIeAyeT pacCMOTPETh BO3MOXKHOCTh IIpHeMa Ipemnapara B 103e 25 mr 1 pa3 depes
CYTKH.

Tepanuio npenmapatoM MOXKHO COYETaTh C HMHBIM MeaukaMeHTO3HbIM JieueHnem WTIL. Ilpu
MeAMIMHCKONW HeoOxonumocTu Bo Bpems tepanuu npenaparom DJITPOMBOIIAIT BEJI®OAPM

CICAYCT KOPPCKTUPOBATH PCKUM JAO3UPOBAHHA OAHOBPEMCHHO MPHUMCEHACMBIX IIPCIIapaTos,
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Kak npu moBBIIIEHNH, TaK U MIPH CHUKEHHUHU JT03bI KOPPEKLIHUIO MPOBOST C «IIIaroM» 25 MI/CyT.
HekoTopeiM manueHTaM MOXET MOTpeOoBaThcsi KOMOWHAIMS TaOJIETOK Mperapara ¢ pa3sHoOu
JIO3UPOBKOM B pa3HbIC JHU JICUCHUS WIK MEHEE YacToe MPUMEHEHUE.

[Tocne 11060¥ KOpPEKIMH 103bI Iperapara KOJIU4ecTBO TPOMOOIIUTOB ClIeIyeT KOHTPOIHPOBATh
10 KpaiiHel Mepe eKeHEeAENIbHO Ha POTshKeHUH 2—3 Hezenb. CIycTs 110 MEHbLIEH Mepe 2 Heaenu
ClIeZyeT OLIEHUTH YPPEKT KOPPEKIUHU JO3bI HA KOJINYECTBO TPOMOOLIUTOB JIJIsI HPUHSATHS PEIICHUS
0 HEOoOXOJUMOCTH JajbHEeHIIero HW3MEHEHHs J03bl. Y TMAalMeHTOB C ILHPPO30OM IEUEHU
(napymeHueM (QyHKIMU [I€YEHH) MOBBIIIATH /103y CJIENyeT He paHee 4eM uepe3 3 HeJeNd Mocie
Havaya Tepanuu (cM. pasnen 4.4).

Ommena npenapama y 63pociblx U demeu cmapuie 3 iem

Jleuenue npenapaToM clieyeT IPEeKpaTUTh, €CIU KOJINYECTBO TPOMOOIIMTOB HE YBEIUYHBAETCS
JI0 3Ha4YEHHs, JIOCTaTOYHOI'O JJIi YMEHBIIEHUS] PUCKAa KPOBOTEUEHUH, 1ociie 4 Heleb Tepanuu
MPENapaToM B J103€ 75 MI' B CYTKH.

Cnenyer mnepuOAMYECKM OLEHUBAaTh KIMHUYECKOE COCTOSHUME ManueHTa. PemieHue o
HE00XO0IMMOCTH IPOIOJDKEHUS TepANUU IPUHUMAET JIeHallluii Bpad B MHAUBUYaIbHOM HOPSIJIKE.
VY nauueHToB 0€3 CIJICHSKTOMMU B aHaAMHE3€ CleqyeT NPUHUMATh BO BHUMAaHHE BO3MOXKHOCTh
IIPOBEJCHUS JAHHOI'O OIEpaTUBHOIO BMelIareiabcTBa. llocie OTMEHBI Tepanmuu BO3MOXKHO
MOBTOPHOE Pa3BUTHE TPOMOOIIMTONIECHHUH.

Hayuenmvr ¢ xponuueckum eupycuoim  2enamumom C  (BI'C), conpogoscoarouumes
mpomboyumonerueu

Ilepen npumenenuem mnpenapara OJITPOMBOIIAI' BEJI®APM  onHOBpeMEHHO ¢
IPOTUBOBUPYCHOW MEIMKAMEHTO3HOM Tepamuel HeoOXOAMMO O03HAKOMUTBCS C IOJIHOM
MHCTPYKLMEN 110 MEAUIIMHCKOMY NIPUMEHEHUIO BBIILIEYKa3aHHBIX JIEKAPCTBEHHBIX IPENapaToB.
Llenplo mpuMeHeHHs mpenapara Ha ()OHE AHTUBUPYCHOW Tepamnuu SBISETCS MOJJIepKaHue
KOJIMYECTBAa TPOMOOILIMTOB, IMO3BOJISIONIEE MPEAOTBPATUTh PUCK PA3BUTHUS T'e€MOPPAarHuecKUx
OCIIOKHEHUH, Kak mpaBuio, okono S50000-75000/mxn. Cnemyer wu30eratb yBETUUYCHHS
KoJIn4ecTBa TpoMOo1uToB >75000/MKJI.

Jns mopnepkaHuss M JOCTMDKEHUS HEOOXOAMMOTO KOJIMYECTBA TPOMOOIMTOB MPUMEHSIOT
MUHUMaNbHYI0 3G (EeKTUBHYIO 703y IpernapaTa, HEOOXOJMMYIO AJisl Hadajga M ONTHUMH3ALUN
POTUBOBUPYCHOU Tepanuu. [log6op 10361 OCHOBaH HAa U3MEHEHUH KOJINYECTBA TPOMOOILIUTOB.
OnarpomMbonar He mpeJHa3HaueH sl HOpMaIu3aluy KOJIMYecTBa TPOMOOIMTOB. B KiIMHUYeCKUX
UCCIIEIOBAaHUSX TMOBBILIICHHE KOJIMYECTBa TPOMOOIIMTOB HAOIIOAAIOCh, KaK MPaBUIIO, B TEUCHUE
1 Henenu nocie Hayasia Teparuu MpernapaToM.

Ilepsonauanvuulii pescum ()03up06anz
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Bspocnvie

Havanbnas noza npenapara SJITPOMBOIIAI" BEJI®APM cocrasisier 25 mr 1 pa3 B cytku. Y
MAlMEHTOB a3MaTCKOM pachl (TaKUX KaK KUTAMIbI, ATIOHIIbI, KOPEUIIbI, TAlIIbl U skuTenu TaliBaHs)
neuyenue npenapatom DJITPOMBOIIAI" BEJI®APM crnenyer HaunHaTh ¢ 10361 25 Mr 1 pa3 B
CYTKHU.

Monumopune u koppexyusi 003bl

Hozy npenapara SJITPOMBOITIAT" BEJIOAPM yBenu4uBarOT C «I1arom» 25 MI/CyT KaKIbie 2
HEJENH JI0 TOCTHXKEHUS KOJIMYECTBa TPOMOOILIMTOB, ONITUMAIBHOTO JIJIsl Hauajia MPOTHBOBUPYCHOMN
Tepanmuu W B COOTBeTCTBHUM ¢ Tabmumeit 2. Ilepen HadamoM HPOTHBOBUPYCHOHM Tepamuu
HEO0OXOMMO KOHTPOJIMPOBATH KOJIHYECTBO TPOMOOIIMTOB €KEHEICeNbHO. B MoMeHT Havana
MPOTUBOBUPYCHOM Teparuu KOJIUYECTBO TPOMOOIIMTOB MOXKET PE3KO YMEHBINATHCS, TIPH ITOM
cnenyert nzberarb HeMeIeHHOM koppekiuu 1036l ipenapata SJITPOMBOITAT BEJI®GAPM.
Bo Bpems nOpoTMBOBUPYCHOW Tepamuu HEOOXOAMMO KOPPEKTUPOBAaTh 03y Ipernapara
OJITPOMBOITATT BEJI®APM Ttakum o00pa3oMm, 4ToObl H30€kKaTh CHUIKEHHUS J103bI
MITUHTEPPEPOHA B CBSI3H C BO3MOXKHBIM YMEHBIICHUEM KOJIMYECTBA TPOMOOIIUTOB, YTO MOKET
YBEJIMYUBATh PHUCK KpoBoTeueHUs. KoauuecTBO TpOMOOLMTOB ClEAyeT KOHTPOJIUPOBATH
€XKEHEJIeNbHO J0 JOCTHKEHHs CTa0MIM3ali UX KolnyecTBa (Kak mpaBuiio okosno 50000/mkia—
75000/mkm). B pmanmpHedmem — ciemyeT  €KEMECSYHO — KOHTPOJIMPOBATh  IOKA3aTeNn
OOIIEKIIMHIYECKOTO aHalin3a KPOBU, BKIIIOYAs OMPEIETICHUE KOJIMYEeCTBA TPOMOOIIMTOB U Ma30K
nepudepudeckoii KpoBu. B ciyyae, ecim KOJIMYECTBO TPOMOOIIMTOB IMPEBBILIAECT IEIEBOE,
CJe1yeT pacCMOTPETh BO3MOKHOCTh YMEHBIIEHUS CYTOYHOM /1036l npenapaTta Ha 25 Mr. O1ieHUuThb
s dexT qaHHOoM 1 000 MOCTeaYIOIIeH KOPPEKIINH 1036l CIEAYET Yepe3 2 HEeIH.

He cnenyer mpepwimate no3y 100 mr/cyr. PexomenmoBanHas [103a maruHTepdepoHa WIIH
pubaBUprUHA TPEACTaBIEHA B MHCTPYKIHMH TO0 METUIIMHCKOMY TMPHUMEHEHHUIO0 YKa3aHHBIX
Mpenaparos.

Tadauua 2. Koppexnus n1o3sl npenapara JITPOMBOIIAT BEJI®APM asist naniueHToB ¢

BI'C Bo Bpemsi NpOTHBOBHPYCHOI Tepanuu

KonunuyectBo Koppexknust 10361 WM 0TBET

TPOMOOIUTOB

<50000/MKJ1 B TeUEHUE TIO VYBenmnuuTh CyTO4HYI 103y Ha 25 wmr, HO He Bbime 100 mr B

KpaliHel mepe 2 Helelnb CYTKH.

TEpaNuu

>200000/mMx1 — YMeHbINTh CYTOUHYIO 1103y Ha 25 wmr. Cnoycrs 2 Heaenu
<400000/mxn1 OLICHUTh AP (PEKT OT KOPPEKUHMH J03bl U MPUHATH PELICHUE O

JanbHEeHIe KOppeKIuK J03bI*.
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YBEJIMYUTH YaCTOTY OMPEICICHIS KOJTUIECTBA TPOMOOIIUTOB JI0
2 pa3 B HEZICIIO.
[Ipu kommuectBe TpombOoumToB <150000/MK)I, BO30OHOBHTH

TEpaIuIo B CHI’)KECHHON CyTOYHOM J103€.

[Tpumeuanue: * — /{51 maunueHTOB, MOJIyYaOLIUX Ipenapar B 103€ 25 Mr 1 pa3 B cyTku, cieayer
paccMOTpETh BOIIPOC O IPUMEHEHUH IIpenapara B 103€ 25 mr | pa3 uepe3 CyTKH.

Ommena npenapama

VY nammentoB ¢ BI'C renorumna 1/4/6, He3aBUCHMO OT pEUICHHUA O TMPOJOHKEHUHU Teparuu
uHTepdepoHamu, ciaeayer paccMorperb orMeHy npenapara DJITPOMBOIIAI' BEJI®APM B
ciyuae, ecii 3(p(eKT OT JieueHUs] MPOTUBOBUPYCHBIMU IIpenapaTaMu He JIOCTUTHYT Ha 12-oi
Heznene. Cienyer OTMEHMTh TEPANHIO IPENapaToM B Cilydae, €CJIM IOoCle JABYX HEIENb
IpUMEHEHUs B cyTo4yHOM n03e 100 Mr He JOCTUTHYTO L€JIEBO€ KOJIMYECTBO TPOMOOLIUTOB,
Heo0X0IuMoe I Hadyajla IPOTUBOBUPYCHOM TEpaIuu.

Cnenyer npekparuth jedenue npenapatom DJITPOMBOIIAIT BEJI®APM, eciu nocne 24-
HenenbHoH Tepanuu ooHapyxeHa PHK BI'C. [Tociie oTMeHBI IPOTUBOBUPYCHOM Tepanuu cieayeT
npekparute npumeHenue mnpenapata DJITPOMBOIIAI" BEJIOAPM npu OTCYTCTBUM HHBIX
MOKA3aHUM JJIs1 €ro IPUMEHEHUS.

Cnenyer mnpekpatuth mnpumeHeHue npenapara OJITPOMBOIIAIT BEJI®APM B ciydae
YpEe3MEPHOT0 YBEIMYEHUS KOJMYECTBa TPOMOOIMTOB, Kak omucaHo B Tabnuue 2, win mnpu
KJIIMHUYECKH 3HAYUMBIX OTKJIOHEHHUSAX (PYHKIHMOHAJIBHBIX MPOO MEYEHU OT HOPMBI (CM. pazjien
4.4).

Ilepsas nunus mepanuu madxicenol aniacmudeckol anemuu

Tepanuto npenaparom DJITPOMBOIIAI" BEJI®APM cnenyer HasHadyaTh OJHOBPEMEHHO CO
CTaHJAPTHOU UMMYHOCYIIPECCUBHON TE€paIuen.

Henonyctumo npebimienre HadanbHo 10361 ipeniapata SJITPOMBOITIAT BEJIOAPM.

Ilepsonauanvuulii pescum ()03up06anz

B3pocnvie u 0emu cmapuie 12 nem

Pexomennyemas nHauvanbHas no3a npenapara DJITPOMBOITIAIT BEJI®APM cocrasnser 150 mr
1 pa3 B cyTku B TeueHHE 6 MECSLIEB.

VY B3pocnbeix U AeTeil B Bozpacte 12—17 jeT a3maTckoil pachkl (TaKMX KaK KUTAMIIBI, STIOHIIHI,
KOpeHIpl, Tallipl M xutenu TaiiBansg) nedenue npenaparom OJITPOMBOIIATT BEJIOAPM
ClIelyeT HaYMHATh ¢ 4036l 75 Mr 1 pa3 B CyTKM B TeUEHHE 6 MECSILIEB.

Ilemu 6 so3pacme 6—11 nem
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pa3 B CyTKH B TeUEHHE 6 MECALIEB.

VY nereit B Bo3pacte 6—11 seT a3uarckoil packl (TaKuX KaK KUTAUIbI, STOHIIBI, KOPEHUIIbI, TANUIIBI U
)xutenu TaiiBans) neuenue npenapatom DJITPOMBOIIAIT BEJI®GAPM crienyeT HauyuHaATh C
110361 75 Mr 1 pa3 B 2 1Hs B TeUeHUE 6 MECSIIEB.

Jlemu 6 6o3pacme 3—5 nem

Pexomennyemas HauanbHast po3a mnpenapara OJITPOMBOIIAIT BEJI®APM  cocrasisier
2,5 mr/kr 1 pa3 B CyTKH B T€U€HHUE 6 MECSIIEB.

VY nereii B Bo3pacte 3—5 JIeT a3UaTCKOM pachl (TaKUX KaK KATAWIIBI, STTOHIIbI, KOPEHUIIbI, TAWUIIBI 1
xutenu TaiiBans) neuenue npenaparom DJITPOMBOIIAI" BEJI®APM cnenyer HauMHATH C
o036l 1,25 Mr/kr 1 pa3 B CyTKH B T€UeHHE 6 MECAIEB B CIIydae, €CJIU BEC IMAIMEHTA COCTABIISICT
>20 xr. B cnyyae ecnu Bec manuenTa cocrasiger oT 10 go 20 kr, cneayer HaYMHATh TEPaIuio
npenaparoM DJITPOMBOIIATI" BEJI®APM ¢ no3el 25 mr 1 pa3 B ABO€ CYTOK B TeueHUe 6
MECSIIEB.

Ecnu He ynmaercs AOCTUTHYTH KOPPEKTHOM 103bI, Tepamnuto mpenaparom DJITPOMBOIIAT
BEJI®APM cnenyer HaUMHATh ¢ MUHUMAJIBHO BO3MOKHOM J03Bl.

Tadimna 3. Koppexkuusi 10361 CTAaHAAPTHON MMMYHOCYIPECCHBHOW Tepanuud B cJy4ae

coBMecTHOI Tepanuu ¢ npenaparom DJITPOMBOIIAT BEJI®APM

HNmmyHocynpeccuBHasi Tepanusi Koppexuus 10361
MMMyHOTII00YJIMH aHTUTUMOLIUTAPHBIN 40 mr/kr/cyT, ucxoas u3 (HpakTUYECKOil Macchl
(JromaguHbIN) Tena, BHYTPUBEHHO ¢ 1-ro mo 4-blif J1eHb B

TeueHne 6 MeCAIEB

]_II/IKJ'IOCHOpI/IH (TepaHeBTI/I‘ICCKaﬂ J03a B Bspocibie u getu crapiie 12 eT:

TedyeHue 6 Mecsues, ¢ 1 qHs 10 6-ro Mecsna, | 3 MI/KT, HCXOAs U3 (aKTUYECKOH Macchl Tena,
C TIONPABKOM Ha TOCTUKEHUE LIEIEBOU BHYTpb Kaxkaple 12 yacoB (oOuiast cyrouHas
TepaneBTHueckoi 10361 200400 Mkr/m*) J103a COCTaBJIsIeT 6 MI/KI/cyT) B TedyeHHUe 6
Mecs1eB, HauuHas ¢ 1-ro 1Hs

[TanmenTrl ctapiie 20 JIeT ¢ HHASKCOM MAaCChl

Tena (UMT) >35 wiau manueHThl B BO3pPACTe

12-20 ger ¢ UMT >95-ro npoleHTHIs:

3 MI/Kr, HCXO0lsd W3 CKOPPEKTUPOBAHHOMN
Macchl Tenma**, BHYTpb Kaxzable 12 dYacoB
(oGrmmas CyTOYHas  J103a  COCTaBJIsIET
6 MI/Kr/CyT) B TeUEeHHUE 6 MECSIICB,

HauuHag ¢ 1-ro JHA
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Ten A RGREROBRTERHOCTE 0002)

6 Mr/Kr, Ucx0/1s U3 (PaKTHUECKON MacChl Tena,
BHYTph Kaxkable 12 yacoB (oOuiast cyTrouHas
J03a cocraBiisier 12 mr/kr/cytr) B TeueHue 6
Mecs1eB, HaunHasg ¢ 1-ro s

[Tarmenrsl ¢c UMT >95 nporeHTuis:

6 MI/Kr, HCXO0lsi W3 CKOPPEKTUPOBAHHOMN
Macchl Tena*, BHYTph Kaxkaple 12 yacoB
(oOmast  cyrouHas 1032 COCTaBJseT
12 mr/kr/cyTt) B Teuenue 6 MecsIeB, HAUUHAS

¢ 1-ro qusa

[uknocnopuH (moanepkuBaromas 103a, ¢ 6 | Jinsg  nanueHToB,  KOTOpbIE  JOCTUTAIOT
110 24 MecsLbl Teparum) reéMaToJIOTMYECKOr0 OTBETa B Te4YeHue 6
MECSIIEB:

2  MI/Kr/CyT  Ha3Ha4alOT  BHYTpb B
(bMKCUPOBAHHOM J103€ HA JIOMOJIHUTEbHbIE 18

MCCAILICB.

[Tpumeuanus: * — MoxeT MOTpeOOBAaThCS KOPPEKIHS O3Bl IUKIOCIOPUHA IS TOCTHIKEHUS
LEJIEBBIX YPOBHEW B Cly4ae MPUMEHEHUS IIUKIOCIIOPUHA COBMECTHO C JPYTMMHU MpernapaTaMu;
PEKOMEHAYETCS PYKOBOJCTBOBATHCS COOTBETCTBYIOIIEHM MHCTPYKUHMEN MO MEIULIUHCKOMY
NPUMEHEHUIO JUIS IUKJIOCIOpUHa. ** — PaccuumTeiBaeTcs KakK cpelHee 3HAa4eHHE MEXIy
ujeanbHON Maccoil Tena u (pakTHUecKoi Maccoil Tena.

Mounumopune u koppexyus 0ozl npenapama IJITPOMBOIIAI’ BEJIDPAPM

AHanu3 remMaToJOrMYecKMX I[OKaszaTrelaell U uccieoBaHMUs (QYHKIUU TI€YEHU JIOJIKHBI
IIPOBOAMTHCS PETYISIPHO Ha MPOTSHKEHUU Beero Kypca tepanuu npenaparom DJITPOMBOITAT
BEJI®APM; koppekuuio 1036l IIpernapaTra CilelyeT IPOBOAMTH HAa OCHOBAHMM KOJIMYECTBA
TPOMOOILIMTOB, KaK yka3zaHo B Tabnuue 4.

B Tabnuue 5 nmpuBeneHbl peKoMeHJaMu Mo Koppekuuu 103bl npenapara DJITPOMBOIIAT
BEJI®APM B cinyvae HapymeHHH (yHKIIMK IEY€HU U TpOMO030B/3MO0IHH.

Tab6auna 4. Koppexknus 103e1 npenapara JITPOMBOIIAT BEJI®APM B Tepanuu nepsoi

JIMHHUHU THAXKEJ0H armjiacTUHYecCKo aHeMUH

KoumnuecTtBo TpOMOOLIUTOB Koppexkuust 103b1 HJIM OTBET

>200000/mk1 — <400000/MK CHuxaTh CyTOUHYIO 03y Ha 25 MI KaKJple 2
HEJIeNH [0 MUHUMAJIBFHO BO3MOKHOW JO3HI,

IpU KOTOPOM KOJMYECTBO TPOMOOIIMTOB
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V nereil B Bo3pacte 3—12 neT, npUHUMAaBIINX
npenapar DJITPOMBOIIAI'T BEJI®APM B
noze 25mMr 1 pa3 B CyTKH, cClenyer
paccMoOTpeTh BO3MO>XHOCTh npueMa

npernapara B 03¢ 25 Mr 4epe3 JIeHb.

>400000/mx [IpexkpaTuth pyueM npemnapara
DJITPOMBOIIAT” BEJI®APM Ha 1 Henento.
[Tpu xonmmuectBe TpoMOOIIUTOB <200000/MKIT
BO300HOBUTH npueM npernapara
DJITPOMBOITAT' BEJI®APM B  joze,
CHW)KEHHOH Ha 25 mr (y nmereit B Bozpacte 3—
12 ner, MPUHUMABILHX npenapar
OJITPOMBOIIAT" BEJI®APM B no3ze 25 mr 1
pa3 B CYTKH, CIEAyeT paccMOTpPETh
BO3MOXKHOCTb IIpHEMa Ipernapara B 103€ 25 Mr

4yepes JICHb).

Tabauna S. Pekomenayemas koppexkuus 103bl npenapara DJITPOMBOIIAI' BEJI®APM

NPH HAPYIIEHUAX (PYHKIHMHU NeYeHN U TPOoMO03ax/3M001Mu

Peakuus Pexomenpauus

Hapymenue pyHKIMM neyeHu VYBenunuenue BepxHel rpanuiisl Hopmsl (BI'H)
aKTUBHOCTH aJlaHMHAMUHOTpaHchepassl
(AJIT) B 6 pas:
IIpexpaTuthb IIpUeM npemnapara
SJITPOMBOIIAT" BEJI®GAPM.

ITpu ypoBue axtuBHOocTH AJIT <5 or BI'H
BO300HOBUTH IIpUeEM npernapara B
MePBOHAYAIIBHOM J03€.

VYeenmnuenue BI'H axktuBHoctu AJIT B 6 pa3
nocje BO30OHOBJICHHUS MpHeMa mpernapara (1
HECBSA3aHHOE C JPYIUMH  BO3MOKHBIMH
¢dakTopaMy, TaKMMHU KaK CBIBOPOTOYHAs
00J€3Hb, CElNCUC WM TPUEM a30JIOBBIX

IPOTHBOIPUOKOBBIX MpenapaToB):
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Ecin ypoenp AJIT >6 mnpu NOBTOPHBIX
aHaJlM3ax KpOBH:

[Ipexpatuthb npueM npernapara
SJITPOMBOIIAT" BEJIOAPM.

ITpu ypoBHe axtuBHOcTH AJIT <5 or BI'H
BO300OHOBUTH MpUEM IIpemapaTta B J03€,
CHIDKEHHOM Ha 25 MT OT NPEbIAYIIEH 103bI.
Ecin ypoenp AJIT BHOBb >6 mpu mpueme
npenapara DJITPOMBOIIAT" BEJI®APM B
CHU)KEHHOM J103€:

Cumxarp no3y npenapara DJITPOMBOIIAT
BEJI®APM Ha 25 mr, noka ypoenb AJIT He
causures 10 S BI'H

JlaHHBIX O BO3MOXHBIX KOPPEKLHUSAX J03bI Y
JeTel n3-3a HapyuleHus] PyHKIUY TIeYeHU He
cymecTtByeT. Koppekuuioo 1036l Cleayer
o0CyxaaTh Ha OCHOBAaHWU KIMHUYECKOU

OLICHKH.

Tpomb03/5m0O0mHUs

ITpu TpomboO3e TIyOOKHX BEH, JIETOYHOM
SMOOIMM,  TPAH3UTOPHOM  HMIIEMUYECKOU
aTake, MHCY/IbT€ W HH(papKTe MHOKapjaa B

mr060e BpeMsi Ha (OHE Tepanuu MpenapaTom

SJITPOMBOIITAT BEJIGAPM™:
[TpekpaTuthb npuemM npenapara
SJITPOMBOIIAT BEJI®APM, HO

NpoaOJIDKUTE IMPUEM HMMMYHOCYIPECCHUBHBIX
npernapaToB (MmmyHOTNIOOYIMH
AHTUTUMOIIUTAPHBIN (JTotaaHBIN) u
nukiocnopu).  Ecom  nmpu Tpombo3se
KOJIU4ecTBO  TpombOomuToB  >50000/MmK1,
pekoMeHayeTcs 00 Ha3HaueHHE Teparuu
HHOKCAIapUHOM WIn JIPYyTUM
AHTHKOAryJIIHTOM 0 TEX mnop, II0Ka

KOJIMYECTBO TpOM6OI_[I/ITOB HE JOCTHUIHET
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yponiA 220000/MK G0 CraiapTHEdT kype

AHTUKOATyJISHTHOM Tepanuu B TeueHue 3—6

MECSILIEB.

Ommena npenapama

O6mas npoaomkutenbHocTh puema npemnapata DJITPOMBOIIATT BEJI®APM cocraBusier 6
MECSIIEB.

UpesmepHOoe yBENMYECHHE KoJudecTBa TpoMOomuToB (cM. Tabmumy 4) u  pa3BuTHe
HE)KEJIaTeNbHBIX SIBICHUH, yKa3aHHbIX B TaOmuie 5, Taxke TpeOyrOT HmpeKpalleHus MmpueMa
npenapara JITPOMBOIIAT" BEJIGAPM.

Tlayuenmui ¢ pechpaxmeproii msicenol aniacmuyeckol anemuell

HEDSOHCI'{Clﬂbelﬁ pesitcum 003MD0661HM}1

Bspocnvie

Havanbenas no3a npenapata 3JITPOMBOIIAI" BEJI®APM cocrasnsier 50 mr 1 pa3 B cyTku.

VY manueHToB a3uaTCKOM pachl (TaKUX KaK, KUTAMIIbI, SMOHIbI, KOPEHIbl, TaMIIbl U KUTEIU
TaiiBans) neuenue npenapatom SJITPOMBOITIAT” BEJI®APM cnenyer HauMHATH € O3BI 25 MT
1 pa3 B CyTKH.

Mounumopunz u Koppexyust 003bl

JUis TOCTH)KEHUSI TeMaTOJIOTHYECKOro OTBeTa TpeOyeTcss KOppeKLuUs I03bl, Kak MpaBHIIO, 10
150 wmr, 171t yero Moxer noTpedoBaTbes 0 16 Hepeab ¢ MOMEHTA Havyalla JISUeHHs penapaToM.
Ho3y npemnapata DJITPOMBOIIAT BEJI®APM cneayer yBenuuuBaTh C marom 50 Mr kaxasie 2
HEeleNnu, 10 J03bl, HEOOXOOUMOW JJIsi JIOCTHXKEHHS LIEJIeBOro KOJIMYECTBa TPOMOOLIUTOB
>50000/MKJ1. Y manueHToB, NPUHUMAIOIIMX MpenapaTr B o3¢ 25 Mr 1 pa3 B CyTKH, cileayer
YBEJIMUUTH CYTOUHYIO 1103y 10 50 Mr mepen nanpHEHIIMM NOBbIIEHHEM 1036l Ha 50 mr. He
cienyer npesblmath 103y 150 Mr B cytku. Crenyer peryiaspHO KOHTPOJIMPOBATh KIMHUYECKUE
reMaToJIOrMu4eckie MOKa3aTeld U <«II€YEHOYHbIE» TECTbl Ha BCEM MPOTSIKEHUU Tepanuu u
koppektupoBarh 103y npenapara DJITPOMBOIIAI' BEJIOAPM Ha ocHOBaHMM KOJMYECTBA
TPOMOOIIMTOB B COOTBETCTBUHU ¢ Tabmurei 6.

Tabauna 6. Koppexuus 1o3u1 npenapara JITPOMBOIIATI' BEJI®APM nJist nanueHToB ¢
TAA

KoanuyectBo TpoMOOIIUTOB Koppekuusi 10361 Wjin 0TBET

<50000/mx11 B TeueHue no kpaitei | [ToBeicuTh cyTouHyt0 103y Ha 50 Mr, HO He BbImIe 150 mr
Mepe 2 HeJleb Teparuu B CYTKH. Y MalMEHTOB a3MaTCKOW Pachl WM MAlMEHTOB
C HapyumeHueM (YHKUMM TM€YeHH, MPUHUMAIOIINX

mpenapaT B go3e 25Mmr 1 pa3 B CyTKH, ClELyeT

11
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YBEIUYUTh CVTOq'ﬁUKI)'HdEV'EI‘OL_SU kﬁ*'ﬁ'éﬁ'én'néﬂﬁeﬁ'mhm

OOBBIIIEHUEM O036I HA 50 MT.

>200000/mMK1 — CHusuth cytounyro ao3y Ha 50 mr. Cmoycrta 2 Heaenu
<400000/mx1 B 1F000€ BpeMs OolleHUTh APGEKT OT KOPPEKIMU 036l W TPUHITH
peuieHue o JanbHEeHIIe KOPPEKIUH 103bl.

>400000/mK1 [Ipekpatute mnpuem mnpenapata JOJITPOMBOIIAT

BEJI®APM He meHee yeM Ha | Henenro.
I[Ipu  kommuectBe  TpomOoruToB  <150000/mMKi

BO300OHOBHTH JICYCHHUE B CYTOUHOM J103€, CHI)KEHHOW Ha

50 mr.
>400000/mKa criycTs 2 Heaenu [Ipexkpatute mnpuem mnpenapara OJITPOMBOIIAT
TEPAIAM IIPernapaTomM BEJI®APM

SJIITPOMBOITAT" BEJI®APM B

CHI)KEHHOU J103€

Tlocmenennoe cuusicenue 003bl Yy nauueHmoe ¢ mpeX]luHeinblM omeeniom Hd mepanuro

(reldkoyumasl, 3pUmpouumsl U mpomooyumaol)

[Tocne noctmwxeHuss koiauuecTBa TpoMOOUUTOB >50000/MKJ, KOHLEHTpalMKU TIeMOrjIo0HHa
>10r/an ©e3 TpaHChy3Uil SPUTPOLUTHOM Macchl M aOCONIOTHOTO 4YHCiIa HEUTpOo(UIoB
(AUH) >1x10%m1, cTaOWiIbHO COXpAHSIOMUXCA HA MPOTHKEHHHM HE MeHee 8 Heledb, 103y
npenapata OJITPOMBOIIATT BEJI®APM cnenyer cHusutrb Ha 50 %. Ilpu craOuiabHO
COXPaHSIONIMXCS BBIIICYKAa3aHHBIX MMOKA3aTeNAX uepe3 8 Heslenb M0cie CHIKEHMS J103bI CIeyeT
IPEKpPaTUTh JIEYEHUE TPernapaToM C PEryyispHbIM KOHTPOJIEM IMOKa3arened aHaiu3a KpoBH. B
cllyuae yMEHBIIEHUs KoiuyecTBa TpoMOoruToB <30000/MKI, CHMXKEHUS KOHIEHTpaluu
remoryo6uHa <9 1/ umm npu AUH <0,5x10%1 BO3MOKHO BO306HOBJIEHHE JIeUeHUs IPENapaToM
B IIpekHeN 3 eKTUBHOI /103€.

Ommena npenapama

B cnydae OTCYTCTBMS TIeMaTOJIOTMYECKOrO OTBeTa Imociae 16 Henenb JIEYEHHs Tepanuro
npenapatoM OJITPOMBOITAI' BEJI®APM crnenyer ormenuts. HeoOXoaumo paccMOTpeETh
BO3MOXXHOCTh 0TMeHbI Tepanuu npenaparoM DJITPOMBOIIAT BEJI®APM B ciyuae nosBieHus
HOBBIX ITUTOI€HETHYECKUX OTKJIOHEHUH (cM. pazzen 4.8). Taxke oTMeHa Tepanuu IpenapaToM
SJITPOMBOITAI BEJI®APM TpebyeTcs B clyyae 4pe3MepHOro OTBETA CO CTOPOHBI KOJINYECTBA
TPOMOOLIUTOB (Kak yka3aHo B Tabnuiie 6) Wiy BaXHBIX OTKJIOHEHUH Pe3ylbTaTOB «II€YEHOYHBIX)
TecToB (cM. paszaen 4.4).

Ocobas cpynna nayuernios
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(NMOCNEOOBATENEHOCTE 0002)

Jlemu 6 so3pacme 0o 18 1em

bezonacnocts u 3¢dpdexruBnocts npenapara DI TPOMBOIIATIT BEJI®APM y nereit ¢ UTII B
Bo3pacre 10 1 rona, ¢ BI'C, ¢ pedpakreproit TAA u y nereit ¢ TAA majiie AByX JIeT, KOTOPBIM
paHee He MPOBOIMIIACH TIPOTrPaMMHAsi IMMYHOCYIIPECCHUBHASI TEPAITUsi, HE YCTAHOBJICHBI.

Oco0ble rpynmnsl ManuesToB (Ui BceX HOKa3aHuii)

Tayuenmur noowcunozo eospacma

HmeroTcst orpaHUYeHHbIE AaHHbIE 10 npuMeHeHuto npenapata DJITPOMBOIIAI BEJI®APM y
IAIUEHTOB B BO3pacTe 65 jeT M crapume. B KIMHMYECKHX MCCIEAOBAHUAX HE OTMEYEHO
KJIMHUYECKH 3HAUUMBIX pa3ivuuil 6e30nacHOCTH uITpoMOonara y naieHToB B Bo3pacte 65 jiet
U CTaplle 110 CPAaBHEHUIO C 00Jiee MOJIOIBIMU NallMeHTaMu. J[pyrue KIMHUYECKHUE JaHHbIE TaKXKe
YKa3bIBAIOT HA OTCYTCTBUE PA3JIMYUI B OTBETaX Ha JICUEHUE Y OKUJIBIX ITALlUEHTOB U NAI[UEHTOB
6osiee MOJIOJIOTO BO3pacTa, OJHAKO HEJb3s HCKIIOUUTH MOBBIIICHHYI) YYyBCTBUTEIBHOCTH K
IIpenapary y OTA€IbHBIX MALIUEHTOB IIOKUIIOI0 BO3PACTa.

Tlayuenmol ¢ napywienuem @yHKyuu nouex

Koppekmuu 10361 y TalMEHTOB ¢ HapymeHneM (yHKIMK oYek He Tpedyercs. OHaKo B CBS3H C
OTPaHUYEHHBIM OIBITOM IIPUMEHEHHUS B KIMHMYECKOH NPAKTUKE y NALMEHTOB C HapyLIEHUEM
¢dbyukun nouek npenapat DJITPOMBOIIAT BEJI®GAPM crienyet npuMeHSTh C OCTOPOKHOCTHIO
U Ha (hoHE TIIATETHPHOTO MOHHMTOPWHTA, HAIPUMEp, KOHTPOJS KOHIICHTPALMU KpeaTWHWHA B
CBIBOPOTKE KPOBH M MOKa3aTeseil aHaJInu30B MOYH.

Tayuenmoi ¢ napywienuem yHKyuu neveHu

VY namuentoB ¢ UTII u Hapymenuem QyHKuuu neyeHu (=5 GamioB mo mkaine Yaiina-ITsro)
npenapatr DJITPOMBOIIAI" BEJI®OAPM cneayeT mpuMEHSATh C OCTOPOXKHOCTBIO Ha (oHE
THIATEIHLHOTO KOHTPOJIst cocTosiHus (cM. paznen 4.4). [lpu HeoOX0qUMOCTH Tepariuu MpenapaTom
SJITPOMBOITAI" BEJI®APM y nanuenta ¢ UTII u HapymenueM (yHKIMH NEYEHU JIeUEHUE
HAYMHAIOT B J103€ 25 MI/CYT.

YBenuuuBath 03y Npernapara y NalueHTOB ¢ HapyIIeHUsIMU (QYHKIIMH [T€YEHH CIIe1yeT HE paHee
yeM uepe3 3 Helenu Mocie Hayala Teparuu.

VY nauuenToB ¢ xponundeckuM BI'C u HapymeHuem (pyHKIMH MEYEHH, a TaKKe Yy MalUeHTOB C
pedpakreproit TAA u HapyuieHneM (QYHKLIMHU MEYEHHM Ipenapar cielyeT NPUMEHSTh B J03€
25 mr 1 pa3 B cyTKH.

B knuHuMueckoe uccnenoBaHve mnanueHToB ¢ TAA, HE MOMy4aBIIMX pPaHEE MPOTPAMMHYIO
UMMYHOCYTIPECCUBHYIO TEpaInuio, He ObUIM BKIIOYEHBl MAllMEHTHl C HCXOJHBIM YPOBHEM
ACT/AJIT, mpesbimatonieM B 5 pa3 BI'H. Hawanenas nosza mpemnapata DJITPOMBOITAT
BEJI®APM y nanuentoB ¢ TAA 1 ne4eHOYHON HEIOCTATOYHOCTHIO B MEPBOM JIMHUU Teparuu

JOJDKHa OIpEACIATECA 110 MEPE HeO6X0)II/IMOCTI/I Ha OCHOBAaHHMHU KIMHHYCCKOU OLICHKU,
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[T ORA HOCTE 0002)
IIEPEHOCUMOCTH MIpenapara u TIaTeJIbHOIO MOH HTODHHI"D(&JVHE%FE‘IEEPDE HOCTG 0002)

Jletn (Juist Bcex MOKa3aHuii)

JlexapctBennsblii mpenapat DJITPOMBOIIATT BEJI®APM B nanHOW JiekapcTBEHHOH (opme
IPOTHBOIIOKA3aH K IPUMEHEHHUIO y JeTel Miiaaue 3 JieT.

Croco0 rmpuMeHeHus

BnyTps.
[Tpenapat DJITPOMBOIIAI" BEJI®APM cnenyer npuHuMaTth 1o KpaiiHel Mepe 3a 2 yaca 10 Win

yepe3 4 yaca mocie MpHeMa TaKUX IMPOAYKTOB KaK AaHTALM[bl, MOJOYHBIE MPOIYKTHI HIIU
MUHEpaJbHBIE JO0aBKH, COJEpKallle IOJIMBAJICHTHbIE KAaTUOHBI (HalpUMep, KaTHOHBI
QIIOMUHUS, KaJIBIIHSI, XKeJie3a, MarHus, CeJICHa U IIMHKA) (cM. pasaeinst 4.5 u 5.1).

TabneTkn mpemapaTa MOXHO TNPHUHUMATH C MHUIICH, COIEpKalledl HeOOJBIIOEe KOIUYECTBO
KanpIus (<50 Mr) WK OpearnoYTUTENIbHO HE COIepKalei KalbIIUi.

4.3. IlporuBomoKa3zaHusi

- ['unep4ayBCTBUTEIHHOCTD K 3JITPOMOOIIATY HIIH K JITIOOOMY U3 BCIIOMOTATEIILHBIX BEIICCTB,
MepeUYrCIECHHBIX B pazjene 6.1.

- MuenoaucIiacCTUIeCKIi CHHAPOM (B CBSI3U C OTCYTCTBUEM JIAHHBIC TI0 3P HEKTUBHOCTH U
0€30MacHOCTH y IaHHOHM KaTeropuu MaiyueHToB, cM. paszen 4.4).

— bepeMeHHOCTD U Tepuo/ TPYAHOTO BCKapMIIMBAHMUS.

4.4. OcoOble ykazaHus U MepPbl MPEIOCTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTEIO

- Hapymenue ¢pyHKIMM OYEK, EUYEHU.

- Hanuuue daxktopoB pucka tpombosmoOonuu (Hamnpumep, nepumut V daxropa Jleiinena,
antutpomouHa Il1, antudochonunuaHelii cCHHAPOM).

- OnHOBpEeMEHHOE NPUMEHEHHUE C MPOTUBOBUPYCHBIMU IIpENapaTaMy MPsSMOIo JEHCTBUS,
pa3pelieHHbIMH JJIsl JleueHusi XxpoHudeckoro rematura C (MHTHOMTOpBI MpoOTeas3bl BUpYyca
renatuta C, HYKJIE€O3UAHbIE MHTHOUTOPBHI MOJMMEpa3bl, HEHYKJICO3UIHbIE HWHTHOUTOPHI
noaumepasbl, NSSA HHruéuTopsi).

IIpenapar DJITPOMBOIIAI' BEJI®GAPM He pekomeHAyeTcs NPUMEHATh y IAMEHTOB C
HapylieHneM (QYHKIUU MeyeHu >5 6amioB no mkaie Yanna-IIsto, ecnn oxumaeMas mojab3a He
IPEBBIIIAET PUCK TPoMOO3a BOPOTHOM BeHBI. B ciryuae, eciu jgeueHue 1enecoo0pas3Ho, cieayeT
IPOSIBIIATE OCTOPOKHOCTH Ipu mnpuMmeHeHun mnpenapara OJITPOMBOIIAIT BEJI®APM vy
MAIMEHTOB ¢ HapyleHueM QyHKIUH TeYeHH.

Oco0ble yka3aHus

[Ipy npuMeHeHUM H>ITpoMOONara B COYETAHUU C Tepanueld HUHTEPPEpOHOM CYIIECTBYET

MOBBIIICHHBIH PUCK Pa3BUTUS HEKCIATCIbHBIX peaKI.IHfI, BKJIIO4Yas MOTCHLIUAJIBHO JICTAJIbHYIO
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MY OTUETY

xpoHuueckum BI'C, compoBoxzparomumcss TpOMOOLMTONEHHEH H  IPOrPECCUPYIOLIUM
XPOHUYECKHM TOPAKEHUEM TEUYEHH, YTO OIPEEeNIIeTCs HU3KUMHU YPOBHIMHU anbOymuHa <35 /1
nu 6ayutom >10 no mkane MELD (Mmonens koneuHo# ctaauu 3a0oaeBanus nedenn ). Kpome toro,
IpeuMyllecTBa TepanuK, o00ecHeunBaronleld yCTOMYUBBIA BHUPYCOJOIMYECKHMI OTBET IO
CpaBHEHHIO C IUIane0o, ObUIM HE3HAYUTENBHBIMU y JIAHHBIX ITAlUEHTOB (B OCOOCHHOCTH Y
NAIMEHTOB C MCXOAHBIM albOYMHHOM <35 T/J) IO CpaBHEHHIO C Ipymmoil B menoM. Tepamus
NTPOMOONIAroM y TaKUX MalMEHTOB JOJKHA ObITh HaYaTa TOJIBKO CHELMATUCTaMH, UMEIOIIUMU
OMBIT B Tepanuu nporpeccupyrouiero BI'C, u Tosbko Toraa, koraa pucku TpOMOOLUTONCHUH W
0TKa3 OT NMPOBOANMON MPOTUBOBUPYCHOM Tepanuu TpeOyroT BMemareabcTBa. Ecnu nposenenue
Tepanuy KIMHUYECKH OIIPAB/IaHO, HEOOXOIUM TIIATEIbHBI MOHUTOPUHT TAKUX MAI[UEHTOB.
I'enamomokcuunocmo

[Tpumenenue anTpomOoIIara MOXKeT BbI3BaTh OTKJIOHEHHS OT HOPMBbI JJa00paTOPHBIX MOKa3aTenen
(YHKIIMM TEYEHH, TSDKEJIbIe IeNaTOTOKCUUECKUE SBJICHUS U MOPAKEHUE MEUEHU C BO3MOKHBIM
JIETAJIbHBIM UCXOJIOM. B KIIMHUYECKUX HCCIIEOBaHUAX Y NAllMEHTOB (KaK B3POCIbIX, TaK U JETEH)
¢ xponuyeckod MTII ormedeHo mnoBeilIeHHE AaKTUBHOCTU ChIBOpoTOuHbIX AJIT, ACT u
KOHIIEHTPAIlMU HETPSMOro OuinnpyOrHa. DTH peakluyd HOCUIH 110 Oounbiieit yactu gerkuid (1-2-s
CTeNeHH) M oOpaTUMbIl XxapakTrep 0€3 KIMHMYECKH 3HAYUMbIX CHMITOMOB, KOTOpBIE ObI
CBUJIETEJILCTBOBAIN O HAPYLICHUH (PYHKIIUU [TEYEHHU.

B T1pex mnnane0o-KOHTPOIMPYEMBIX HCCIEIOBAaHUAX Yy B3pociblx ¢ xpoHudecko UTIIL y
1 manuenTa B rpynmne mianebo 1 y 1 nmanueHTa B rpymie, NoJay4aBIIuX JeYeHHe 3TpoMOonarom,
Ha0JI0/1a10Ch HapyleHue (QyHKUMU neyeHu 4 creneHu TsxkecTd. [lo maHHbIM AByX mianedo-
KOHTPOJIMPYEMBIX UCCIIEOBAaHUH y TAIIMEHTOB Bo3pacTte oT 1 roga g0 17 ner ¢ xpouuveckoit UTII
HE)KEJIaTeJIbHbIE PEaKuu B BuUAE moBblleHHs akTuBHOCcTH AJIT, B 3 paza mpesbluaromme
BEPXHUI mpenen HOpMbl, ObUIM oTMedeHHl Yy 4,7 % u 0 % nanueHToB, MOJYyYaBIIUX JIEYCHHE
ANITPOMOOIIAroM M 11aiedo0, COOTBETCTBEHHO.

[To maHHBIM 2-X TUIaLE00-KOHTPOJIMPYEMBIX HMCCIEAOBAHUN HEXeNaTelbHbIE PEaKIMU B BUJIE
noBbitieHus akTuBHOCTH AJIT y manimentoB ¢ UTII Obimu ot™Medenst y 5,7 % u 4,0 % nanueHToB,
MOJTyYaBIIUX JIEYEHHUE ITPOMOOIaroM M miamnedo COOTBETCTBEHHO.

B 2-Xx KOHTpOJMpyeMbIX KIMHUYECKHX MCCIEJAOBAHUAX C Yy4YacTHEM MAllUEeHTOB C
TpoMbouutonenned u BI'C ObuIM 3aperucTpupoBaHbl Ciaydau >3-KpaTHOTO YBEITHYEHHUS
aktuBHOCTH AJIT nmu ACT Bblie BepxHel rpanuibl HOpMbl Y 34 % u 38 % nanueHToB B rpymnme
anTpombonara u B rpyriie mianedo cooTBeTcTBeHHo. [IpruMenenue 3nTpomboriara oJHOBpeMEHHO
¢ KoMmMOMHanueW TmArUHTeppepoHa U pubaBUpUHA OBLJIO KOCBEHHO CBSI3aHHO C

runepomnupyonHemMueil. 3aperucTpupoBanbl ciydan >1,5-KpaTHOro yBEIMUEHUs KOHLIEHTPALUN
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oOmrero omnnpyonna Beimie 3Hadenuss BI'H B 76 % u SOH%:IB:%EgbﬁEBMEéTXﬁﬂMHHe
py'

11a1e00 COOTBETCTBEHHO.

B OTKpBITOM HEKOHTPOJIMPYEMOM UCCIIEJOBAaHUM NALMEHTOB ¢ TAA, KOTOpBIM HE MPOBOIMIACH
paHee mporpaMMHasi HMMMYHOCYIPECCHUBHAs Tepamus, IMpud MPUMEHEHHH diTpomOornara
COBMECTHO C JIOIIAJAMHBIM AHTUTUMOLUTAPHBIM HMMYHOTJIOOYIMHOM U IUKJIOCIIOPUHOM
oTMeuanoch >3-kpatHoe yBennueHue nokaszareneit AJIT u ACT u >1,5-kpatHoe yBenuueHue
obmero Ownmmpyouna y 46,8 % mammentoB (29 u3 62). Hu oaMH W3 yKa3aHHBIX CIIy4acB
yBenundeHus nokasarened AJIT, ACT u obmero OunmpyOrHa HE IPUBENT K OTMEHE TepaIuu.

[Ipu mpumeHeHMH B MOHOTepanuu y marueHToB ¢ pedpakrepHort TAA Il dhas3er >3-kpatHoe
yBenuuenue nokasareneir AJIT u ACT oxHoBpeMeHHO ¢ >1,5-KpaTHBIM yBeIHUEHHEM OOIIETo
(HenpsiMoro) OmmpyouHa ObUT0 OTMEUYeHO y 5% manueHToB. OOmmid OumupyOuH ObLT yBETHUYCH
B >1,5 paza 'y 14 % nauueHTos.

Ontpombonar unrudbupyer rensi UGT1Al u OATPIBI, koropble MOTryT crmocoOCTBOBaTh
Pa3BUTUIO HETIPSIMOW TMIEpOMIINPYOMHEMUH.

V¥ nmauuentoB ¢ UTIIL, BI'C u pedpakrepuoit TAA ceiBopoTounyto aktuBHocTh AJIT, ACT u
KOHIIEHTpaIUIO OMupyOruHa HEOOXOAMMO U3MEPHUTH /10 Hauaia JeYeHUs dITpoMOonarom, 3aTem
KOHTPOJIMPOBATh KaXJble 2 HEIENU BO BpeMs MOAOOpa J03bl, a TAKXKE €KEMECSYHO IOocie
JOCTYDKEHUS CTAa0MIIBHOM JTO3BI.

[ToBTOpPHOE MCCEenOBaHUE IOCHE BBISIBICHUS OTKJIOHEHUS IOKazareiaell (yHKIUU NEYEHU OT
HOPMBI POBOAAT B TeueHue 3—5 aHei. Eciin chIBOpoTOYHAst KOHIIEHTpalus o01ero Ounupyornsa
yBENIMYEHA, CIEeAyeT ONpEeAeIUTh KOHLEHTPAIMI0 €ro OTHeNbHbIX ¢pakuuid. B cioyuae
MOJATBEPXKJIEHUSI OTKJIIOHEHHMSI OT HOPMBI KOHTPOJb MPOJOJDKAIOT A0 pPa3pelieHus] JaHHOTO
SBJIEHUS, €70 CTa0MIN3alUY 100 BO3BpallleHUs MoKa3aTellel K UCXOAHOMY YPOBHIO.

Jleuenue snTpoMOONaroM MpeKpamiaT B cilydyae >3-KpaTHOTO MpeBbllieHnus akTuBHOCTH AJIT
BI'H y nmanueHToB ¢ HOpMalbHOW (PYHKIMEH MEYeHW WU B Cilydae >3-KpaTHOTO YBEJIWYEHHUs
OTHOCHUTEIIEHO UCXOJIHOTO YpOBHS (Wi >5-kpatHoro yBenudenus BI'H, B 3aBucumocTu ot toro,
KaKo# MoKa3aTellb HWKE) y MalMeHTOB C MOBBIIIEHHON akTUBHOCTBIO AJIT 1o Havana jnedeHus u

CICAYIOUX MTPHU3HAKOB:

o nporpeccupoBaHye HapyIIeHus, 1100

. COXpaHEeHHEe HapyILIeHUs Ha MPOTSHKEHUU >4 HesleNb, JI00

. €ro COYEeTaHHE C MOBBIIIEHHEM KOHIEHTPALUU IpSIMOro ounupyouna, oo

o €ro COYeTaHHWe C KIMHUYECKHMMHU CHUMIOTOMAaMU MOPAXEHMs MEYEHH WM NPU3HAKAMU

JNeKOMIeHCalluH (PyHKIIUU TIEUYEHH.
B cnyuyae npuHATHA pelleHHs O Ha3HAYeHMH 3TpomOonara B nepBoil JuHuM Tepanuu TAA
cienyet npoBectH aHanu3 nokazareneid AJIT, ACT u 6unupyOuna 10 Havyana jedeHus. B ciyuae
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. ([10C ORA HOCTH 0002)
noBbllieHUsT mokazateneil AJIT Ha npoTskeHHH Tepﬂmn'-lgrtgm%T'TlgdglbngﬂJoﬁaTL' 103B1

anTpombomnara coriaacHO peKOMEHAANUsIM, yKazaHHeIM B Tabnure 5.

VY nanueHToB ¢ 3a00JIeBaHUSMH MEYEHU AITPOMOONAr ClIeqyeT MPUMEHITh C OCTOPOKHOCTBIO.
Jleuenune manuentoB ¢ UTII u pedpaxreproit TAA Ha poHe uMeromuxcs HapymeHud GyHKIIUN
IIEYEHH CcJIelyeT HAYMHATh C MUHUMAJIBHOW CTapTOBOM JJO3bI.

Troicenvle nopadicenus nevenu

B KIMHMYECKMX HCCIENOBAHUAX OBUIM OTMEYEHBI OTACIbHBIC CIy4YaW TSDKEIOTrO IMOpPaKEeHUs
neueHu. [loBbllIeHne 1a00pPaTOPHBIX MOKa3aTeslel IeYeHH BO BCEX CIIydasx pa3pellanoch 1nocie
nepepbiBa WM OTMEHBI TepanuK 3ATpoMOonaroM. B KiMHUYECKUX UCCIeI0BaHUAX Y MALIUEHTOB
¢ TAA, KOTOpBIM HE MPOBOAMIACH IPOIPAMMHAsi UMMYHOCYIIPECCUBHASI TEPAINsl, U Y IALIUEHTOB
¢ pedpakrepHoit TAA ciyyaeB pa3BUTHUSL TSKEJIOTO MOPaKEHUS MEUYEHU BBISBICHO HE ObLIO,
0JIHAKO YMCJIO NAILIMEHTOB C JaHHBIM [10Ka3aHUEM ObLIO OFPaHUYEHO. Y YUThIBAst IPUMEHEHUE NIPU
TAA w™akcumaneHOM gomycTuMoW n03bl mpemapata (150 mr/cyT) u xapakTep peakiuu,
HEOOXOJUMO YYHUTHIBATH BO3MOJKHOCTb DPAa3BUTHUS IOPAKEHUS IE€YEHH, HHAYLUPOBAHHOTO
preMoM 3JTpomoOorara.

Jlexomnencayus ¢hynkyuu nevenu (npumerenue ¢ unmepgeponami)

JlexoMmneHcanuss (yHKIUU [E€YEHU Y MAIMEHTOB ¢ XpoHUYeckuM remarutoM C: HeoOXoaum
MOHHUTOPHHT TTallMEHTOB C HU3KUM YpOBHEM anbOymuHa (<3,5 r/im) wim 6ammom >10 no mkane
MELD.

VY nanuenToB ¢ xponndeckuM BI'C u muppo3om nedeHu npu jgeuyeHuH uHTepdepoHaMu-anbda
MOJET CYIIECTBOBAaTh PHUCK JEKOMIEeHcaluu (yHKIMM MedeHu. B IByX KOHTPOIMpYEMBIX
KJIIMHUYECKHUX MCCIIE0BAHUAX C yYacTHEM MalueHToB ¢ TpombonuTonenueit u BI'C, nokasarenu,
CBUJIETEJBCTBYIOIINE O JEKOMIEHCAIUN (PYHKIIMU MEYeHH (aCLUT, IeYeHOYHas 3Hledanonarus,
KPOBOTEUCHHE M3 BAPUKO3HO PACIIMPEHHBIX BEH, CIIOHTAHHBIA OaKTepUalbHbIM NEPUTOHUT),
yale OTMeJaIuch B rpymie aarpombonara (11 %), yem B rpymnme miane6o (6 %). Y manueHTos ¢
MCXOJIHO HU3KOM KOHIIeHTparuen ansoymuna (<35 r/n unu 6awtom >10 no mkane MELD) puck
JEKOMIIEHCAllUU (PYHKIIMU TeUeHu ObLI B 3 pas3a BbIIIE, a TakKe ObUIO OTMEYEHO YBEIMYEHUE
pHCKa HEXENaTeNbHbIX PeakIil ¢ JeTaTbHBIM MCXO0JIOM IO CPAaBHEHHUIO C MAI[UEHTaMH C MEHee
BBIpRKEHHBIM TNOpakeHHeM IedeHu. Kpome Toro, mpeumyinectBa Tepanuu, oOecreynBaromeit
YCTOMYMBBIA BUPYCOJOTUYECKUI OTBET IO CPAaBHEHHUIO C Iane0o, ObLIM HE3HAYUTEIbHBIMU Y
JaHHBIX TAIlMeHTOB (B OCOOEHHOCTH y MAIlMeHTOB C HCXOJIHBIM albOymMuHOM <35 r/1) mo
CPaBHEHMIO C IPYIION B 1elIOM. DATpoMOomar cienyer Ha3HayaTh TaKHM MallME€HTaM TOJIBKO
1ocje THIATENbHOM OLEHKH OXHaaeMoro 3¢ ¢eKxra OT Tepanuy M0 CPAaBHEHUIO C BO3ZMOKHBIMU
pHUCKaMHU.

CJ'IC)IyeT TINATCIBbHO Ha6J'IIOJIaTI) MNanuceHTOB € TaKMMWU JaHHBIMH Ha HAJIWM4YHUC IPHU3HAKOB U

17



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 01.07.2025 N2 16305

(NMOCNEOOBATENEHOCTE 0002)

CHMIITOMOB JCKOMIICHCAIIUH (1)YHKHI/II/I IICYCHHU.

Jist mony4eHust THPOPMAIUN O KPUTEPUSX OTMEHBI UCTIOIB3yHTE HHCTPYKIUIO 110 IPUMEHEHUIO
COOTBETCTBYIOIIMX INpenapaToB uHTEepdepona. [Ipuem snrpombomara cieayeT MpEeKpaTHTh B
Clly4ae OTMEHbI IPOTUBOBUPYCHOM Tepanuu B CBSI3U C ACKOMIIEHCAMEH (QYHKIIMU MTEYCHH.
Ilpumenenue c anmusupyCcHvIMU NPEnapamamu NPAMO20 OeLicmeaus

He uzyuens! 3¢ ekTuBHOCTS U 0€30MACHOCTH OJHOBPEMEHHOTO MPUMEHEHHUs ITpoMOonara ¢
OPOTHBOBUPYCHBIMH ~ TIpenapaTaMd TNPSMOTO JCHUCTBHS, pa3pelICHHBIMH Ui JICYCHUS
xpoHuueckoro remaruta C (MHrHOMTOPHI TpoTea3bl BHpyca renmatuta C, HYKIICO3UIHBIE
WHTUOUTOPHI IMOJIUMEPa3bl, HEHYKICO3HIHbIE HHTHOUTOPHI ITosuMepas3bl, NSSA HHruOUTOpHI).
Tpombomuueckue u/unu mpomoOoIMOOIUYECKUE OCTIONCHEHUS

KonmdecTBO TpOMOOIIMTOB BBIIIE HOPMBI IPEACTABISIET TEOPETUUCCKUN PUCK TPOMOOTHIECKHX
u/un TpoMO0IMOONIUYECKUX OCIOXKHEHUH. B KIMHMYECKHX HCCIEeNOoBaHUSIX dATpoMoborara y
naiueHToB ¢ WTII TpomOosMOOIMYecKkre OCIOKHEHUS HaOMIOAATUCh MPH  KOJIHYECTBE
TPOMOOIIMTOB KaK HIKE, TaK M B MPEJIeIaX HOPMBI.

[TarimenTam ¢ M3BECTHBIMHU (DaKTOpaMH PHUCKAa TPOMOOAIMOOINYECKUX OCIOXKHEHUH (TaKMX Kak
mytauusa Qakropa V Jleiinena, nepunut anturpomObuna Il (ATII), antudochonunumupiii
CUHJPOM U Jp.) CIIeAYeT YAeIATh 0c000€ BHUMaHUE TP IPUMEHEHHUHU AITpoMOoriara.

Crnemyer THIaTENbHO KOHTPOJIMPOBATH KOJIMYECTBO TPOMOOIMTOB M PACCMOTPETH BOMPOC O
CHIDKEHHH JI03b WJIM OTMEHE OJITpomOorara, €ciii KOJUYECTBO TPOMOOIIMTOB IPEBHIMIACT
1eJIeBbI€ 3HAUEHUS.

B uccnenoBanusax no UTII y 17 u3 446 nauuentos (3,8 %) Obu1 otMeueH 21 TpomOoTHYECKU
u/unu TpomMObosIMOoIMUecknii 3mu3o04. TpoMOoIMOoMMKM BKIIOYAIW: 3MOOIHIO, B TOM YHCIE
JIETOYHYIO0 3MOOJHIO, TPOMOO3 TNTyOOKMX BEH, TPAH3UTOPHbIE HIIEMUYECKHE aTaKh, UHPapKT
MHOKap/a, HIIEMHUYECKU MHCYIbT W 3alOJO3PEHHBIH INPOJOHTMPOBAHHBIA OOpaTUMBbII
UIIEMUYECKUI HEBPOJOTHUECKUI IeUIIHT.

He cnenyer npumeHnsTh anTpoMOonar Asis JeUeHus MalueHTOB ¢ HapylIeHueM (YHKIUHN TeUeHU
(=5 GamnoB no mkane Yaing-Ilsto0), ecnu oxumaeMasi moib3a HE MPEBBIIAET YCTAHOBICHHBIN
pHck TpomMO03a BOpOTHOI BeHbl. Eciin ieduenune cuntaercs 1eaecoo0pa3HbIM, cleyeT coOmoaaTh
OCTOPOKHOCTH MPH MPUMEHEHUH ITpoMOONara y malieHTOB ¢ HapylIeHueM (pyHKIIUH MTeYeHH.
B 2-x KOHTpoOMMpYyEMBIX HCCIEAOBAHUAX C yYacTHEM MalMeHTOB ¢ TpomOonutonenueit u BI'C,
noy4yaBmux Tepanuio uarepdepornom (N=1439), y 38 u3 955 naruentoB (4 %), moIydaBIIAX
antpomOomar, u y 6 wu3 484 mnauuentoB (1%), mnomydaBmmx mianebo, OTMEYalHCh
TPOMOOTHUYECKHE WU TPOMOOIMOOIMYECKHE OCTIOKHEHUS (KaK BEHO3HBIE, TaK U apTepUaANIbHBIE).
CoObITHS TIPEUMYIIECTBEHHO OBIIM HETSDKENBIMH M Pa3pelIMINCh K KOHI[y HCCIETOBAaHUS.

Tpom603 BOpOTHOM BeHbl ObUl Hambosee paclpoCTPaHEHHBIM U3 TPOMOOIMOOTHUECKUX
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OCIIO’)KHEHUH B 00eux rpymnmnax (2 % mnanueHTos, nonvqa{%;clﬁﬂﬁ;gfﬁﬂ;ﬁptpﬁ%—l%_ I:I'EEIE-I:/II'—EI;IlFOB,

NOJy4YaBIIMX IUTaneb0). BpemeHHOW CBsA3M MEXAy HayaJlioM JICUEHHS M Pa3BUTHEM
TPOMOOTHUYECKUX W/WIIN TPOMOOIMOOIMUECKIX OCIOKHEHUNH HE HAONIONAIOCh. Y TMAalUeHTOB C
HU3KUM ypoBHEM anbOymuHa (<35 /1) nim 6amiom >10 o mkane MELD ormeueHo nBykpaTtHoe
YBEJIMYEHUE PUCKA PA3BUTHSI TPOMOOAIMOOIMUECKUX OCTIOKHEHHH, B CPABHEHUU C MAI[IEHTAMHU C
0oJiee BHICOKMM YPOBHEM albOyMHHA; MTALIMEHTHI B Bo3pacTe 60 JeT U cTapliie UMeNd JByKpaTHOE
YBEIIMYEHUE pHUCKA pa3BUTHS TPOMOOAIMOOIUMYECKUX OCIOKHEHHH, uYeM Oojiee MOJIOJbIe
HNAlUEHTHl. DATpoMOONar cieayeT MPUMEHSATh IS JICUYEHUS TaKUX MAIlMeHTOB TOJIBKO IOCIIe
THIATEILHOTO CPAaBHEHUS 0KHMJIAEMOM TMOJb3bl M BO3MOXKHBIX PHCKOB. BOJBIIMHCTBO ciy4yaeB
TPOMOOTHYECKUX W/WIIK TPOMOOIMOOIMYECKHX OCIOKHEHUH HE MPHBEIO K MPEKPAIICHUIO
IIPOTUBOBUPYCHOH TEPAIHH.

B koHTponmupyeMOM HCCIEAOBAaHUM C YYacTHEM TMAlUEHTOB C TPOMOOLUTONECHUEH U
XPOHUYECKHUMH 3a0oiieBaHUsMU meueHu (N=288), mepeHeclnX IJaHOBBIE WHBAa3UBHBIC
BMEUIATEIbCTBA, PUCK TPOMOO3a B CHCTEME BOPOTHON BEHbI ObLI MOBBILIEH Yy MAllUEHTOB,
NOJIy4aBLIMX AnTpomOonar B 103€ 75 Mr 1 pa3 B cyTku B TeueHue 14 nHei.

VY mectu u3 143 (4 %) B3pOCHBIX MAIUEHTOB C XPOHUYECKOW OOJIE3HBIO TMEUEHU, MOTyUYaBIINX
antpomOomnar, pa3BUIMCh TPOMOOIMOOINYECKHUE SIBICHUS (BCE B CUCTEME BOPOTHOU BEHBI), a B
rpy1me mianedo TpoMO0IMOOINYECKHUE SBJICHUS Pa3BUIUCh y nBYX u3 145 (1 %) mamueHToB
(1 cnyuaii B cucteMe BOPOTHOM BEHBI M | ciydail mH(papkTa MHOKapaa). Y MATH MalUeHTOB,
NOJIyYaBIIUX JIEYEHHE NTPOoMOOaroM, TpoMO0IMOOINYECKHE SIBIEHUS pa3BUIIKCh B TeueHue 30
JTHeH 1ociie 3aBepleHHsl IprueMa 31TpoMoOonara npyu KoJaMyecTBe TPOMOOIIUTOB, PEBbIIIABIIEM
200000/mK1.

B ximHnueckux uccnenoBanusix peppaxrepHoit TAA cinyyaeB pa3BUTHS TPOMOOTHUECKUX W/WIN
TPOMOOIMOOIMUECKUX OCIOKHEHUI BBISABICHO HE OBLIO, OJHAKO YMCIJIO MAIMEHTOB C JaHHBIM
noka3aHueM Obulo  orpaHmdyeHo. HeoO0XoaumMo  y4yuTHIBaTb  BO3MOXKHOCTh — Pa3BHUTHUS
TPOMOOTUYECKUX W/MIM TPOMOOAIMOOIMYECKUX OCIOKHEHUH, WHIYyLHPOBAHHBIX IMPHEMOM
antpoMOonara, B MOMYJISIUU MalMEHTOB, IPUHUMAasi BO BHUMaHHE Ha3HAYEHHE MaKCHUMAaJIbHO
JOITYCTUMOM J03bl U XapaKTep PEaKIHH.

OnarpoMbomnar He cileayeT NPUMEHATh Ui JIeYeHHs TPOMOOIMTONEHUHM Yy TAalUeHTOB C
XPOHUYECKHM 3a00JIeBaHWEM I€YEeHU B paMKaxX IMOJArOTOBKM K HWHBa3MBHBIM MpoOIenypam
(Harpumep, OWONCHS TEYEHH, TPAHCHIOTYISPHOE BHYTPUIIEYEHOYHOE MOPTOCHCTEMHOE
HIYHTUPOBAHUE, YHTIOCKOIMMYECKUN METO/1 JISYeHHsI BApUKO3HOTO PACIIMPEHHsI BEH MUIIEBO/IA).
Kposomeuenue nocne npekpawjenus nevenus s1mpomoonazom

[Tocne mpekpaieHus Tepanuu 3aTpombonarom, HazHayeHHoW anst nedenus WUTII u BI'C, y

OONBIIMHCTBA NaIfM€HTOB KOJIMYECTBO TpOM6OI_[I/ITOB B TeucHHUe 2 HECACIIb BO3BPAIIACTCA K
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UCXOJHOMY 3HA4YE€HUIO, YTO TOBBIIIAET PUCK PA3BUTUA IJBGBOM; 4 %ﬂﬁﬁmo&m‘x‘ ClIy4asx

MOXET MPHUBECTH K KpoBOTeueHHI0. KoimyecTBO TPOMOOIMTOB HEOOXOIUMO €KEHENETbHO
KOHTPOJIMPOBATh Ha MPOTSHKEHUH 4 HEJeNb TI0CIe OTMEHBI diTpomOornara.

IIpocpeccuposanue cywecmgyrowje2o muerooucniacmudeckoeo cunopoma (MJ/[C)

Aronuctel TPO-R sBnstorcs gaxkropamu pocTa, NPUBOIAIIMMU K pOcTy U AU(QepeHInpoBKe
KJICTOK-TIPEAIIECTBEHHUKOB, B T.4. (P PEepeHINPOBKE U BHIPAOOTKE TPOMOOIIUTOB. DKCIIPECCUs
TPO-R npoucxoaut Ha HOBEPXHOCTH KJIETOK MUEIOUAHOIO POCTKA.

CymectByeT onaceHue, 4Tro mnpumeHeHue aroHuctoB TPO-R Moxer crumysnaupoBath
IPOTrPECCUPOBAHKE CYLIECTBYIOIUX 3JI0KAUECTBEHHBIX IeMaTOJIOTHYECKUX 3a00J1€BaHUM, TAKUX
kak MJIC. B kIMHHYECKUX UCCIIEJOBAHUSIX NPU IpUMeHeHnH aronuctoB TPO-R y nanueHnTos ¢
MJIC oTMedeHBI cilydal TPaH3UTOPHOTO YBEJIMYECHHUsS KOJMYECTBA OJACTHBIX KIIETOK, a TAaKKe
ciyyau nporpeccur MJIC 10 0cTporo MUEIOUHOT O JieiKo3a.

C nensro noareepxkaenus auarnosa UTII nin TAA y nanueHTOB HOXKHIIOTO BO3pacTa CledyeT
UCKITIOUUTHh JpPyrue KIMHUYECKHE COCTOSHUS, MPOSBISIIOIIKECS TPOMOOIMTONEHUEH, B
YaCTHOCTH, UcKIounTh quario3 MJIC. Crnenyer yuyecTb BO3MOYKHOCTb IIPOBE/ICHUS YHKIUH U
O6MonCUM KOCTHOTO MO3ra Ha MPOTSHKEHUU TeueHHsl 3a00JIeBaHUsI U Tepanuu, B 0COOEHHOCTH Y
nanueHToB crapue 60 Jer, MalueHTOB ¢ CUCTEMHBIMU MPOSBICHUAMU WM MAaTOJOTMYECKUMHU
NPOSIBJICHUSIMHU, TAKUMH KaK YBEIMYCHHE KOJUYECTBA OJIACTHBIX KJIETOK B mHepuepudecKon
KpPOBH.

O dexkTnBHOCTH M 6€30MaCHOCTh MPUMEHEHHS AITpoMbonara Jyist Je4eHHsl pyrux 3a001eBaHni
U COCTOSIHUH, CONPOBOXKIAIOIIMUXCS TPOMOOLMTONEHHEH, BKIIOYasi TPOMOOIMTONEHUIO IOCIe
XUMHOTEpANUU U MUEJIOAUCIIIIACTUYECKUE CUHAPOMBI, B HACTOSIIIEE BPEMS HE YCTAHOBJICHBI.
[IpoTuBOnOKa3aHO NpHUMEHEHHE dBiaTpoMOomnara i  KOPpPeKIHMH  TpOMOOIMTOIEHUH,
oOycioBiaenHoit MJIC wunM JIpyrMMH  COCTOSIHUSIMH, KpOME OJOOpEHHBIX IOKa3aHUM K
IIPUMEHEHHNIO, BHE PAMOK KIIMHUYECKUX HCCIIEJOBAHUM.

3nokauecmeenHvle HOB00OPA306AHUS U NPOCPECCUPOBAHUE 3T0KAYECHEEHHBIX HOB000PA3068aH U
CymiecTtByeT TeopeTHdeckass BO3MOXHOCTb, 4TO aroHuctel TPO-R Moryr cTumynmpoBaTh
IPOTpecCUpOBaHKE CYLIECTBYIOIINX IeMaTOIOTHYECKUX HOBOOOpa3oBanuii, Hapumep, M/IC.

B xone knmuanyeckux uccnenoBanuii y naiueHton ¢ UTIT (n=493) u BI'C (n=1439) ne nokazano
pa3auuuii B 4acTOT€ Pa3BUTHUS 3JI0KAYECTBEHHBIX HOBOOOPA30BaHUIN WM 3JI0KAYE€CTBEHHBIX
3a00JIeBaHUH KPOBU MEX Y MallMEeHTaMHU, MOJIyYaBIIMMH TU1ale0o0, U MalueHTaMu, OoTy4aBIIUMHU
anTpoMOoIar.

OTto corjacyercs ¢ HH(pOpMAIUEH, MONy4YeHHOH B XOJ€ JOKIMHMYECKHX MCCIIEeOBaHUH, B
KOTOPBIX HE OBLJIO MOJyYEHO CBUJETENIbCTB 3JI0KAUECTBEHHOH mponudepanuu KIETOK IMpHU

MHKYOallMM B MPUCYTCTBUU 3nTpoMOomnara kiaeTodHbIXx JUHUH MJIC, KI€TOYHBIX JUHUI
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MPEACTATENILHON KeJe3bl, SUYHUKOB U JIETKUX ).

Lumoecenemuueckue anomanuu u passumue MJ[C/ocmpoeo muenouoHo2o 1eliko3a y nayueHmos ¢
MAACENOU ANIACMUYECKOU anemueu

M3BecTHO, YTO IIUTOICHETUYECKHME AHOMAJIMU BCTPEYAIOTCS Y TMAIlMeHTOB C TSKEJION
aruTacTU4eckoil anemuedl. Het maHHBIX, CBHIETENBCTBYIONIUX, YTO ANTPOMOOIAr CIIOCOOCTBYET
NOBBILICHUIO PHUCKA pPa3BUTUS LIUTOTCHETUYECKUX HapylmeHuidl y mnauueHtoB ¢ TAA. B
KIIMHUYECKOM HcclieioBaHuu antpoMbOonara Il ¢aspl y manueHToB ¢ TSKEIOW ariacTH4ecKon
aHEMHEH YacToTa HOBBIX IIUTOIC€HETUYECKUX aHOMalIni Oblia oTMedeHa y 19 % mauuentos (8 u3
43 TaiueHToB, y MATH U3 HUX OBUIM OTMEUYEHBI M3MEHEHHS B Xpomocome 7). CpemHee Bpems
Pa3BUTHUS IUTOTCHETHUECKUX aHOMAJIMK OT Hauaja UCCIIeIOBAaHUS COCTAaBUIIO 2,9 MeCSIIEB.

B knmuHu4eckux uccieqoBaHusx snTpomoornara y nauueHToB ¢ TAA y 4 % namuenTos (5 u3 133)
ob11 quarnoctupoBad MJIC. Cpennee BpeMs OT Hauasia JeueHus SITPOMOOIIaroM 10 MOCTaHOBKHU
JIMarHo3a cocTaBujIo 3 Mecsla.

Jna nauuentoB ¢ TAA, pe3UCTEHTHBIX WM [PEABAPUTENIBHO MPOUIEALINX  KYypC
MMMYHOCYTIPECCUBHOM TEparviu, peKOMEHAYETCs LUTOTeHEeTUYECKOe HCCIeOBaHUE acmupaTa
KOCTHOT'O MO3Ta JI0 Hauaja Teparnuu 3ATpoMOonarom, ciycts 3 Mecsiia rmociie Hadasa JICUeHHs U
yepe3 6 MecsIeB Mocjie OKOHYaHUs IpUuMeHeHus anTpomoOonara. Ecinu oOHapyXKUBarOTCsl HOBbIE
[IUTOTEHETUYECKNE aHOMAJIMU, HE0OXO0/IMMa OIIEHKa 11eJ1IeCO00Pa3HOCTH MPOIOJKEHUS Tepauu
ANITPOMOOMAroM.

Kamapaxma

B TOKCHKONIOTHYECKHUX HCCIEIOBAHUAX HJITPOMOOIIara y TPHI3YHOB BBISBISJIACH KaTapakTa.
PexomenoBaHo mi1aHoBOe HAOJIOICHHUE MTAIIMEHTOB HA MPEAMET Pa3BUTHS KaTapaKThI.

B KOHTponHMpyeMbIX HCCIENOBAHUSX C ydacTHEM MalMeHTOB ¢ TpomOomurtonenuer u BI'C,
KOTOpBIE TOJIydaldd JiedeHHne Ha ocHoBe wuHTepdeporoB (N=1439), coolOmanocs o
MPOTPECCUPOBAHNH KAaTapaKThl, CYIIECTBOBABIIEH UCXOIHO, HJIA O MOSBJICHUH KaTapakThl y 8 %
NAIMEHTOB B rpymre aiTpombonara u 5 % nanueHToB B rpymime miamneoo.

Yonunenue unmepsana QT/QTc

HccnenoBanue BIUsHUA TpemapaTa Ha uHTepBal QTc ¢ ydacTHeMm 3740pOBBIX JTOOPOBOIBIIEB,
MOJTYyYaBIINX ATpoMOomnar B 103€ 150 Mr B CyTKH, HE BBISIBUIIO KIIMHUYECKH 3HAUMMOT0 Y eKTa
npenapata Ha pernoisipu3aniio cepamna. YanwmHenue wuHTepBaia QTc peructpupoBanu B
KIIMHUYECKHUX UCCIIeI0OBAaHUAX ¢ yuacTueM narueHToB ¢ UTII u nmaiueHToB ¢ TpOMOOIIUTONICHNEH,
uHunupoBanubix BI'C. Knnanueckas 3HaUMMOCTh JaHHBIX SIBICHUN yanuHeHus natepsana QTc
HE YCTaHOBJICHA.

Ympama omeema na mepanuto snmpombonazom
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NITpoMOOIaroM B PEKOMEHIyEeMOM Juamna3oHe TpeOyeT IMOMCKa NPUYMHBL, OOBACHSIOMIEH
yTpaTy/moTepro OTBETA.

Brusanue na ceponoeuueckue nokazamenu

DarpoMOomar OYeHb OKpAalleH, IT03TOMY MOXET OKa3blBaTh BIIMSHHAE HA HEKOTOPHIC
nabopaTopHbIe TOKa3aTend. B psae ciydaeB y NaIlUMEHTOB, NMPUHUMABIIMX SITpoMOONAr,
coobmranock 00 00eclBEYMBAHUU CHIBOPOTKM KPOBH M BIMSHUU Ha TIOKa3aTelaw OOILEero
OwnmupyOuHa W KpeaTHHHUHA. ECiiu pe3ynbTarhl 1a00paTOPHBIX HCCIENOBAHUN M KIMHUYECKUX
HaOJII0ICHUH IPOTUBOpEYAT IPYT APYTY, TO MPU HATHYUH KIMHHYECKH YCTaHOBICHHOM JKENTYXU
B OIpEACICHUU JIOCTOBEPHOCTH HH3KUX YpOBHEH o0miero OwmimpyOMHA MOXET IOMOYb
OJTHOBPEMEHHOE ONpeeNieHHe IoKa3aTelneil aMuHoTpaHcdepas, B ciydae XK€ HEOXKHIAHHO
BBICOKMX TI0OKa3aTeiell ChIBOPOTOYHOI'O KPEaTHHHHA CJIEIyeT MPOBOAMUTH OICHKY IOKa3aTelis
MOYEBHHBI KpoBH. [ToBTOpHOE 1a00paTOPHOE MCCIIEIOBAHUE C UCTIOIB30BAHUEM JIPYTOTO METOIa
aHaJIM3a TaKKe MOKET TIOMOYb B OIPE/IeNICHIH JJOCTOBEPHOCTH JHAarHO3a.

BcnomMorarensHble BelecTBa

[Ipenapat coxep>XUT B CBOeM cocTaBe JakTo3y. [lanmumeHtam ¢ peako BcTpedarouiencs
HACJICICTBEHHON HENEePEeHOCUMOCTBIO IaJlakTO3bl, Je(UIMTOM JIaKTa3bl Jonapeil Ui IiIroK030-
raJaKTO3HOM MaababCcopOIMelt He ClieyeT MPUHUMATD STOT Mpernapar.

IIpenapar coxepKUT B CBOEM COCTaBe MalbTUTOJN. [lanmMeHTam C peako BeTpedaromencs
HACJIEICTBEHHON HENIEPEeHOCUMOCTBIO (DPYKTO3BI HE CiIeyeT MPUHUMATh 3TOT IIpernapar.

45. B3auMmopeiicTBHe ¢ JAPYrHMH JIEKAPDCTBEHHBIMHM IpenapaTaMd W Jpyrue BH/bI
B3aHMO/AeliCTBUA

Bausaue 3HTDOM6OHaFa Ha APpYTHUC JICKAPCTBCHHBIC MMPEIIapaThl

Hneubumopwvr ' MK—KoA pedyxma3zol

[Tpumenenue snTpomOomnara B 103¢ 75 Mr 1 pa3 B CyTKU B T€U4€HHE 5 JHEW C pO3yBacTaTHHOM,
ABIIAIOIIMMCS CyOcTpaToM OenkoB—TiepeHocunkoB opranndeckux annoHoB OATP1B1 u BCPR, B
oaHOKpaTHOM 03¢ 10 Mr BBI3BIBANIO ¥ 39 310pOBBIX 100pOBOIBIEB yBenuueHue Cmax 10 103 %
(90 % AU (AU = noBepurensHbIit uHTEpBaN): 82 %, 126 %) u AUCint 10 55 % (90 % AU: 42 %,
69 %) po3yBacTaTiHa B IJ1a3Me KPOBH.

Oxwunaercss Takke B3auMoJeiicTBHe ¢ ApyruMu mnpenaparamu uHruoutopamu ['MK-KoA
penyKTasbl, B TOM YHCII€ aTOpBACTaTUHOM, (PIIyBaCTaTMHOM, JOBACTaTUHOM, MPAaBACTATHHOM U
cuMBacTaTHHOM. [Ipy OTHOBpEMEHHOM MPHUMEHEHHH C 3ATPOMOOIIAroM CJielyeT pacCMOTPETh
BO3MOXHOCTb CHIKEHHS 10361 UHruouTopoB [ MK—K0A penykTasbl ¢ TIIATEIbHBIM KOHTPOJIEM
HEXENaTeNIbHBIX PEeaKIuil Ha CTAaTHUHBI (CM. pa3zaern 5.2).

Cyocmpamot OATPIB1 u BCRP
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nepeHocurkoB opranndeckux aHuoHos (OATP1B1), (manpumep, merorpekcat) u BCRP (BCRP,
breast cancer resistance protein — 6e0k pe3UCTEHTHOCTH paKa MOJIOUHOM jKeJie3bl) (Hampumep,
TOMOTEKAaH U METOTPEKCAT) ClIeyeT COOII0AaTh OCTOPOKHOCTD (CM. pazaen 5.2).

Cyocmpamul yumoxpoma P450

B wuccnenoBaHusiXx ¢ MCHONB30BAaHMEM MHUKPOCOM II€UYEHH 4eJOBeKa anrpombomnar (B
KoHLeHTpauuu 10 100 MMOJIB) HE POAEMOHCTPUPOBAI IN Vitro MHrHOupoBaHus N30(hepMEHTOB
CYP450 1A2, 2A6, 2C19, 2D6, 2E1, 3A4/5 u 4A9/11, u Obu1 HHTUOUTOPOM H30(HEPMEHTOB
CYP2C8 u CYP2C9 1o naHHBIM U3MEPEHHI C UCITOJIH30BAaHUEM TMAaKJIUTAKCENa U TUKIOhEeHaKa B
Ka4ecTBE MapKEPHBIX CyOCTPaToB.

[Tpuem sntpombonara B 1o3e 75 Mr 1 pa3 B CyTku B TeueHue 7 aHEH y 24 3M0pPOBBIX MYKUHMH—
JTOOPOBOJIBIIEB HE HHTMOMPOBAN U HE BBI3bIBAI MHIYKIIMH METa00IM3Ma MapKEPHBIX CyOCTpaTOB
depmentoB 1A2 (kodeun), 2C19 (omenpazomn), 2C9 (baypobunpoden) nim 3A4 (Muaazonam).
KnuHuyecku 3HaYMMBIX B3aUMOJECHCTBUI MPU OJHOBPEMEHHOM IMPUMEHEHUU 3aTpoMOonara u
cyocrparoB ruroxpoma CYP450 He oxxunaercs (cM. pa3zaen 5.2).

Hneubumopwr npomeaswi supyca cenamuma C

He TpeOyercst koppekuus A03blI AaTpoMOonara MpU €ro OAHOBPEMEHHOM TMPUMEHEHHH C
TEJIANPEeBUPOM WK OonenpeBUpoM. [Ipu OIHOBpEMEHHOM TNPHUMEHEHUH >JITpoMOoriara B
onHOKpaTHOM n0o3e 200 mr u TenamnpeBupa B fo3e 750 Mr kaxiple 8§ yacoB He HaOIIOAANOCH
W3MEHEHUH HKCIO3ULMHU TeJanpeBupa B IazMe KpoBH. [Ipm OIHOBPEMEHHOM NPHUMEHEHUU
antpombomnara B oJfHOKpaTHO# 03¢ 200 mr u Gouenpesupa B 1o3e 800 Mr kaxaple 8 4acoB He
Haomoganock namMenennii AUC o) 6otienpeBupa B miia3Me KPOBH, OJTHAKO OTMEYCHO YBEIIMUCHUE
Cmax Ha 20 % u cHmwkenue Cmin Ha 32 %. KnmHndeckas 3HaYMMOCTh yMeHbIICHHS Cmin HE
YCTAQHOBJICHAa, PEKOMEHJOBAaH TIIATENbHBIH KIMHUYECKMH U J1a00paTOPHBII MOHHTOPUHT
cynpeccun HCV.

HeKaDCTBeHHBIe CpeacCTBa, KOTOPBHIC MOT'YT OKa3bIBAaTh BJIMAHKWEC HA 3HTDOM6OH&F

Luxnocnopun: OTMEYEHO YMEHBIICHHE OKCIIO3UIUHM JJITpoMOomnara IpH OJHOBPEMEHHOM
npumerernu ¢ 200 mr u 600 mr nukiaocnopuna (uarudutopa BCRP), koTopoe He paciieHeHO Kak
KJIMHUYeCKH 3Hauumoe. IlpumeHeHue »sntpombomara B OJHOKpaTHOM ngo3e 50 mr c
nukiocnopuHoM B Jo3e 200 Mr carkano Cmax 1 AUCins anTpomboniara Ha 25 % (90 % AU: 15 %,
35 %) u 18 % (90 % HAU: 8 %, 28 %), coorBercTtBeHHO. OnMHOBpeMeHHOe BBeneHne 600 mr
rukIocropuHa cHUXKaN0 Cmax 1 AUCinf antpom6bormara Ha 39 % (90 % AU: 30 %, 47 %) u 24 %
(90 % AU: 14 %, 32 %), cooTBeTcTBeHHO. Ha mpoTsDKeHUM Kypca Tepanuu 3ATpoMOorarom
BO3MOYKHA KOPPEKIIUS €ro 036l HA OCHOBAHUH TIOJICUETa KOJMYECTBA TPOMOOIIUTOB (CM. pa3iern

4.2). CregyeT KOHTPOJIUPOBATH KOJMYECTBO TPOMOOIIUTOB €XKEHEICTHHO Ha MPOTSHKEHUU 2—3
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KOJINYECTBA TPOMOOIIMTOB BO3MOXXHO BO3HHKHOBEHHE HEOOXOIUMOCTH YBEIMYCHHUS 03B
antpomOonara.

Tonusanenmuvle kKamuoHvl (00paA308aHUE XENAMHLIX KOMNIEKCO8): HNTpoMOomar obpa3yeT
XeJIaTHbIE COEQUHEHHsS] C TAaKUMH IOJUBAJICHTHBIMH KAaTHOHAMH, KaK AJIOMHHHUMA, KaJlbLIUMH,
JKEJIe30, MarHui, celieH W nuHK. [lpuMeHenue anrtpombomnara B OJHOKPATHOH 103€ 75 Mr ¢
AHTAIUIOM, COJIEPKALUM I1OJIMBaJIEHTHBIE KaTUOHBI (1524 mr anmtomunHus ruapokcuaa u 1425 mr
Marausi kapoonara), npuBoauio kK cHmxkeHnro AUCins anTpombonara B mazme kposu Ha 70 %
(90 % JU: 64 %, 76 %) n Cmax Ha 70 % (90 % AU: 62 %, 76 %).

Bo u3bexanue 3HAUMTENLHOTO CHMIKEHHS BCACBIBAHUS ANITpoMOoOmara, CleAayeT NPUHUMATh
aHTalUAbl, MOJIOYHBIE MPOAYKTHl M MHHEpaJbHBbIC JT00aBKH, COJEpIKAIIUE IOJMBAICHTHBIC
KaTHOHBI, IO KpalHell Mepe 3a 2 yaca 10 WK 4epe3 4 Jaca mocie npuema 3nrpombornara (CM.
pasnenst 4.2 u 5.2).

Kombunayus nonumnasupa ¢ pumonasupom: OJHOBPEMEHHOE NPUMEHEHHE 3JITpoMOorara u
KOMOWHAIMK JIOMMHABHpPA C PUTOHABHPOM MOXKET NPUBECTH K CHIIKCHUIO KOHIICHTPALUU
antpombonara. B uccnenoBanuu ¢ ydactuem 40 310pOBBIX AOOPOBOJIBLIEB YCTAHOBIEHO, YTO
OJIHOBPEMEHHOE OJHOKpaTHOE MpuMeHeHue siaTpombomnara B go3e 100 Mr u MHOTOKpaTHOe
NpUMEHeHHe KOMOWHAIMK JIOMUHABHpa ¢ pUTOHABUPOM B 1103e 400 mr/100 mr 2 pasa B CyTKH
npuBo Mo K cHukeHuto 3HaueHus:s AUCinf antpomOornara B miiasme kposu Ha 17 % (90 % JU:
6,6 %, 26,6 %).

CrnenoBartenbHO, IPU OAHOBPEMEHHOM MPUMEHEHHUH >ATpoMOorara 1 KOMOMHAIMY JIOTIMHABUPA
C PUTOHABHPOM HEOOXOMMO MPOSBIISITH MOBBIIICHHYIO OCTOPOKHOCTH. He00X01uM TIaTeTbHbIH
KOHTPOJIb KOJMYECTBA TPOMOOIIMTOB MUHHMYM €XEHEJEIbHO Ha MPOTSDKEHUH 2—3 HeNlenb IS
Ha/Jiexalero mnoadopa 1036l sATpomOonara HpuU Ha3HAYCHMHM WJIM OTMEHE KOMOWHAIMU
JIOTIMHABUPA C PUTOHABUPOM.

Hneubumopuol u unoykmopwt uzogpepmenmos CYPIA2 u CYP2CS8

Merabonu3m saTpomMbOonara OCYyIIECTBISIETCS MHOKECTBEHHBIMM NYTSMH, B TOM YHCIE C
BoBiieueHuem uzodepmentoB CYP1A2, CYP2C8, UGT1Al, u UGTIA3 (cm. pasgen 5.2).
JlexapcTBeHHbIE penapaTsl, KOTOPbIe HHTUOMPYIOT UM HHIYLUPYIOT TOJIBKO OJIMH U30()ePMEHT,
BpS JIM MOTYT 3HAUMMO M3MEHSTh KOHLIEHTPALMIO ITpoMOomnara B 1mjia3Me KpoBH, B TO BpeMs
KaK JICKQpCTBEHHBIC IMperaparbl, WHTHOMPYIOUINE WM WHAYIUPYIONIHE MHOXECTBO
U30(epMEHTOB, 00J1a/1al0T NOTEHIMAJIOM YBEIMUUBATh (Hanpumep, (JIyBOKCAMUH) UM CHUKATh
(Hanpumep, pudaMIHIIMH) KOHIIEHTPAIUIO IITpoMOoIIara.

Hueubumoper npomeasol supyca eenamuma C: IPU OJHOBPEMEHHOM MPUMEHEHUH MOBTOPHBIX

no3 Oonenpesupa no 800 Mr kak/ple 8 yacoB WM TeanpeBupa B 1o3e 750 Mr Kakple 8 4acoB U
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B IUIa3M€ KPOBHU JI0 KIIMHUYECKHU 3HAUUMOI'O YPOBHSI.

Jlexapcmeennvle npenapamol 015 nevenus UTI

JlexapcTBeHHBIE IIPENapaThl, KOTOPHIE IPUMEHSIIN B KIMHUYECKUX MCCICNOBAHUAX JJIS JICUCHUS
WTII B xoMOMHALUMU C 3ATPOMOOINAroM BKJIHOYAIM: TIIFOKOKOPTHUKOCTEPOMBI, AAHA30JI W/WIN
a3aTHONPUH, UMMYHOTJIOOYNIHMH U aHTH-D mMMyHOrnoOynuH BHyTpuBeHHO. [Ipu mpumeHeHun
antTpombonara B KOMOMHAIIMK C JPYTMMH JIEKAPCTBEHHBIMU Tpenapartamu s nedeHuss MTII
HE00X0MMO KOHTPOJUPOBATh KOJIMYECTBO TPOMOOLIUTOB BO M30€KaHHE BBIXOJAA 3a IPEIEIIb
PEKOMEHI0BAaHHOTI'0 inana3oHa (cM. paszen 4.2).

BzauMoaenicTBue ¢ mumien

[Tpuem snrpomOomnara B oJHOKpaTHOM a03e 50 MI €O CTaHJApTHBIM BBICOKOKAJIOPUMHBIM
3aBTPAKOM, COJEpKaIlUM OOJIbIIOE KOJHMYECTBO JKUPOB M MOJOYHBIC MPOIYKTHI, CHIKAET
noka3zaresib AUCinf anTpomooniara Ha 59 % (90 % JAU: 54 %, 64 %) 1 Cmax Ha 65 % (90 % JIU:
59 %, 70 %).

[Tumia ¢ HeOOIBIUM coiepKaHueM KalbIus (<50 Mr KaibIus), BKItOYaronmas GpyKThl, TOCTHYIO
BETUHHY, TOBAIUHY, HeoOoraiieHHbIe (0e3 100aBOK KaJbIIHs, JKejie3a U Maruusi) ppyKTOBbIE COKH,
HEOOOTaleHHOE COEBOE MOJIOKO, HEOOOTalleHHYI0 KpPYIy, HE OKAa3bIBaeT CYIIECTBEHHOTO
BIIUSHUS Ha TUIA3MEHHYIO DKCIIO3UIUIO AJITpOMOOIara BHE 3aBUCUMOCTH OT KaJOPHHHOCTH H
COJIEpXKaHUs KUPOB B MHIIIE (CM. pazzen 4.2).

4.6. @epTHIBHOCTH, 0€PEMEHHOCTH U JAKTALUS

bepemeHHOCTD

Her nmanHbIX 0 MpUMEHEHUHU MperapaTa BO BpeMsi OEpeMEHHOCTH y YelioBeKa. B ncciemoBanusax
y JKMBOTHBIX OblJla BBISABJICHA PENPOAYKTHBHAS TOKCUYHOCTH TMPH BBEACHUHU SATpoMOornara
OepeMeHHBIM JKMBOTHBIM B IMEpPHOJ oOpraHoreHesa. [lOTEHIMANbHBIN pUCK M7 4YeTOBeKa
Heu3BecTeH. B cnyuae mpUMeHEHHs TMpenapara Mpu OEpEeMEHHOCTH WIM TPU Pa3BUTUU
OepemeHHOCTH Ha (hOHE TMPUMEHEHHS Mpernapara cieayeT MpOouH(DOPMHUPOBATH MAIMEHTKY O
MOTEHIIMATBLHOM pUCKe [T tuioAa. [I[puMenenue npenapara npu 6€peMeHHOCTH BO3MOKHO JIUIITb
B TOM CiIy4yae, Korja MOTEHUUAJTbHBI PUCK JUIS IJI0JIa ONpaBJaH OXKUJAEMOM IMONb30M st
matepu. lIpumenenne mnpenapara OJITPOMBOIIAI' BEJI®APM He pekomeHayeTcs npu
OEpEeMEHHOCTH M Y )KSHIIMH C COXPaHEHHBIM PEIPOTYKTUBHBIM MTOTCHIIMAIIOM, HE HCTIONB3YIOIINX
METO/Ibl KOHTPAIIEIIIUH.

B uccnegoBanusx sMOpuodeTanbHON TOKCHYHOCTH Y KPBIC U KPOJIUKOB 3ITPOMOOIIAr BBOAMIICS
caMKaM B TIEpUOJI OpraHoreHe3a. Y CaMoOK KpbIC TOKcHYecKas j03a B 60 Mr/kr/cyT (4To B 6 pa3
MIPEBBINIATIO KIIMHUYECKOE BO3/ICCTBUE Ha YenoBeka Ha ocHoBaHuU AUC y manuentos ¢ UTII B

no3e 75 Mr/cyT u B 3 pa3a MpeBhIIaI0 KIMHNYECKOE BO3/ICHCTBHE Ha YenmoBeka Ha ocHoBe AUC
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1012 ¥ HEOOJIBIIIOMY YBEITMYCHHUIO YaCTOTHI Pa3BUTHS MICHHBIX pebep. Hukakux qoka3aTelibCcTB
CEPbE3HBIX CTPYKTYPHBIX MOPOKOB B MCCIICIOBAHUHM OTMEUYCHO HE OBLIO. Y KPOJIUKOB HE OBLIO
oTMeueHO 3¢ (HeKToB HMOpUOQETaNTbHOM TOKCHMYHOCTH M TEPAaTOTEHHOCTH B J03aX JI0
150 mr/kr/cyt (B 0,5 pa3 Gobliie KIMHUYECKOTO BO3JCHCTBUS Ha YyenoBeka Ha ocHoBaHun AUC y
narueHToB ¢ UTII B go3e 75 mr/cyt u B 0,3 pa3a mpeBbImano KIMHAYECKOE BO3JICHCTBUE HA
yenoBeka Ha ocHoBaHuu AUC y narueHToB ¢ xponndeckuM remnatutom C B 1o3e 100 mr/cyr).

B uccnenoBaHusix mnpe- M MOCTHATAIbHOW TOKCHYHOCTH Y O€peMEHHBIX KphIC 3nTpomOonar
Ha3HayaJcs ¢ 6 AHs recTaiuu U BIoTh 10 20 aus nakrtauuu. Hukakux mo6ouHbIx 3¢ (eKkToB Ha
PEIPOAYKTUBHYIO (YHKITMIO MAaTepPH WM HA pa3BHTHE MOTOMCTBA MpH a03ax 10 20 mr/kr/cyt
OTMEUYEHO He ObUIO (B 2 pa3a 0oJbIle KIMHUYECKOTO BO3JCHCTBHSI HA YEIOBEKA Ha OCHOBAaHUU
AUC y nmanuentoB ¢ UTII B no3e 75 Mr/CyT ¥ aHaJOTMYHO KIMHUYECKOMY BO3ACHCTBHUIO Ha
yenoBeka Ha ocHoBaHuu AUC y manueHToB ¢ xponuueckuM rematutom C B goze 100 mr/cyr).
Ontpombonar ObuT 0OHApYXeH B IUIa3Me KpoBH MOoToMcTBa. KoHIeHTpanus snrpombonara B
T1a3Me KPOBH YBEIIMYMBAIACH C JIO30H TOCIE BBEACHUS IIpenapaTa B ga3y paszsurus FO.
Jlakranus

Het naHHBIX 0 TOM, BBLAETSETCS JU SATPOMOONAr WIK €ro MeTabOoJIUThl C TPYIHBIM MOJIOKOM Y
YyeoBeKa Wid 00 WX BIMSHUM HA TPYAHBIX JIETEH M HA CEKPEIHI0 MoJioka. Tem He MeHee
antpoMOonar Ob11 00HapYKEH Y TOTOMCTBA JJAKTUPYIOLIUX KpbIc yepe3 10 aHeil mocie poxxaeHus,
YTO JaeT OCHOBAHUE MOJIAraTh, YTO SATPOMOOMAT MOXKET BBIJIEISITHCS B TPYIHOE MOJIOKO. CrieyeT
MIPUHSATH peleHue 0 MIpeKpaleHuu TPYIHOTO BCKapMJIMBaHUS WA 0
nponosskeHnn/mpexpamenun tepanun rnpenaparom I TPOMBOITAT BEJI® APM npunumasi Bo
BHUMAaHUE MPEUMYIIECTBA IPYIHOTO BCKaPMIIMBAHUS M O3KHUIAEMYIO TTOJIB3Y TePaIuy I MaTEPH.
CrnenyeT npekpaTuTh IPyAHOE BCKapMIIMBaHHE B CTydae HEOOXOAMMOCTH MIPUMEHEHHUS Mpenapara
B MIEPUOJ] JTAKTaI[UH.

DdepTUabHOCTD

B wuccnenoBaHuax y JKMBOTHBIX SATPOMOONAr HE OKa3bIBaJl HEOIArOnmpUsITHOTO BIUSHHUS Ha
bepTUIbHOCTh. DATpoMOOTIAr HE BIHSUT HAa PEPTUITHLHOCTD Y 0COOEH MYXKCKOTO H >KEHCKOTO T0Jia
Py IPUMEHEHHUH B J103aX, B 2—3 pasa MpeBBIIIAIONINX PEKOMEHIOBaHHBIE JIJIsl YeTIOBEeKa (MCXO IS
u3 BenmmunHbl AUC y manimentoB ¢ UTII B mo3e 75 mr/cyT u y manueHToB ¢ xpoHudeckum BI'C B
no3e 100 mr/cyr).

4.7. Bausinue Ha CNOCOOHOCTH YNPABJSATH TPAHCIOPTHBIMH CPeICTBAMH U pPadoTaTh ¢
MeXaHu3MaMu

WccnenoBanus mo BAUSHUIO SATpoMOONIara Ha CloCOOHOCTh K YIPABIICHUIO aBTOMOOWIIEM HITH

paboTre ¢ MexaHM3MaMH He mpoBogwiIock. Ha ocHOBaHMM (DapMaKoJIOrMUECKUX CBOMCTB
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OpHaKo MpH OLIEHKE CIIOCOOHOCTH MALMEHTA BBIIIOIHATH ACHCTBUS, KOTOPBIE TPEOYIOT OBICTPOTHI
MBIIJICHHS], JIBUTATEIbHBIX W IIO3HABATENIbHBIX HABBIKOB, CIEAYET YUUTHIBATH KIMHUYECKOE
COCTOSIHME TTallMeHTa U IPO(UIIb HeXKeIaTeNbHBIX SBICHUH a1TpoMOonara.

4.8. HexenaTelbHble peakuu

Pesrome npoduiist 6e3onacHocT

Tayuenmoi ¢ Xxponuueckou UMMYHHOU MPOMOOYUmMoneHuetl

be3zonacHocTh mpumeHeHus aTpoMOoniara Oblia oleHeHa y 763 B3pocCibIX MAallMEHTOB, paHee
IPOXOAUBIIKX JICYEHHE OT IMMYHHOM Tpomboruronenuu (MTIT).

B 4 xoHTpomupyeMbIX KIMHUYECKUX HcciaenoBaHusAX 403 B3pOCIHbIX MALMEHTa ¢ XPOHUYECKON
WTII npuarmainu snrpomodorar u 179 nanyueHToB NpUuHUMAIIY 11a11€00, B I0MOJIHEHHUE K JAHHBIM,
HOJIyYCHHBIM B XOJI€ MPOBECHUS 3 HEKOHTPOJIUPYeMbIX uccienoBanuii (N=360). JnuTeapHOCTD
INpUMEHEHHs Ipernapara cocTaBisia He Oonee 8 ner. HexenarenabHble peaklUU y B3pPOCIBIX
nanueHToB ¢ UTII onucanst B Tabmuie 7.

be3omacHOCTh NpUMEHEHHsI 3ATpoMOomnara y HamueHToB B Bo3pacte 3—17 mer ¢ WTII,
HOJIy4aBIINX paHee Tepanuio, Obljia OleHeHa B 2 uccienoBaHusx. [Ipoguiabs no60YHbIX peakuuit
ObUI COITOCTAaBUM C TaKOBBIM Y B3POCIIBIX C HEKOTOPHIMU JOIOJIHUTEIBHBIMUA HEXKENaTeIbHbBIMU
peakuusMu. JlononHuTeIbHbIE HEXKeNaTeIbHbIE PEAKIUH Y TallUeHTOB B Bo3pacTe 3-17 ner c U'TU
npuBeneHsl B Tabnuie 8.

Tayuenmui ¢ xponuueckum BI'C, conpogodicoarowumca mpomooyumonenuet

bezonacHocTe mpuMeHeHUs snrpombonara Obula orneHeHa y 1520 B3pocCibIX MalMEHTOB B 2
KOHTPOJIMPYEMbIX HCCIEAOBAHUAX, BKIIOYash JIaHHbIE MAllMEHTOB, IOJy4YaBUIMX paHee
anTpoMOornar B Mpe-npoTUBOBUPYCHOM (a3e jeueHus: U ObUIM BIOCIEICTBUM PaHIOMU3UPOBAHbI
B Ipynny 1iane6o. B 2 KOHTpoaupyeMbIX KIMHUYECKUX MCCIIEOBAHUSAX ObUIM BKIIOYEHBI 955
nanueHToB ¢ xpounyeckum BI'C, conpoBoskaaromumcest TpoMOOIMTONEHUEH, TOTyYaal Tepauio
antpombomnarom, u 484 manuenta ObUTM B Tpynie miane0o. [TomHbIA CIUCOK HEXeTaTeTbHbBIX
peakuuid, OTMEYEHHBIX Yy HanueHToB ¢ xpoHumdyeckum BI'C, compoBoxnaromumcs
TpombornuTonexnueii, npuseaex B Tabnuue 9.

Ilayuenmui ¢ TAA, He nonyuaswiue paree nPpocpamMmHYI0 UMMYHOCYRPECCUBHYIO MePanuo
be3onacHocTh mpuMeHeHus 3aTpoMOoIara COBMECTHO C JIOIIAJAMHBIM AaHTUTUMOLMTAPHBIM
UMMYHOITIOOYJINHOM M IIUMKJIOCIOPUHOM Yy TmanueHToB ¢ TAA, He moiydaBIIMX paHee
IIPOrPaMMHYI0 MMMYHOCYIIPECCUBHYIO TEpanuio (HalpuMmep, Tepanus aHTUTUMOLUTAPHBIM
UMMYHOTJIOOYJTMHOM, aleMTy3ymMa0 WM BBICOKHE J103bl LMKJIOCHOpPHHA) Obula OlIEHEHA B
HEKOHTPOJIMPYEMOM KJIMHMYECKOM MCCIEI0BaHUU C yyacTheM 154 manueHToB, cpeln KOTOPBIX

92 npamueHTa mNOdy4YaJd KOMOMHUPOBAHHYIO TEpAIUI0  AJITPOMOONAroM, JIOMAAHUHBIM
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cocraBisiia 183 mus, cpenu Hux 83,7 % mamMeHTOB MONydasid Tepanuio Oosee 12 mecsies.
[TostHBIM COMCOK HEXENATEeNbHbIX PEAKIUi, OTMEUEHHBIX y NAllMeHTOB ¢ TAA, He MoIy4aBIInX
paHee NporpaMMHYI0 HMMYHOCYIIPECCUBHYIO Tepanuio, npuseeH B Tabmuue 10.

Tlayuenmui ¢ peppaxmeproii TAA

be3onacHocTh mpuMeHeHMs AuITpoMOomara IpU aAIUIACTUYECKOW AHEMUHU TSKEJION CTENeHU
TSKECTH OLIEHMBAJIACh B OTKPHITOM HEKOHTPOJIMPYEMOM HccienoBaHuu (N=43), B koropom 11
nanueHToB (26 %) neunnuch B TeueHUe 6 Mecsues, a 7 mauueHtoB (16 %) nmonyyanu nedeHue
6onee 1 roma. DBoNBIIMHCTBO HEXeNaTeNbHBIX pEAKLMH, CBA3aHHBIX C IPUMEHEHHEM
antpoMOomnara, ObUIM CpeHEH CTENEHH TSKECTH C CaMOro Hayala U PeIKO OrpaHUYMBaIU
IPOBOAMMYIO Tepamnuio. [10HbIN cIMCOK HeXeNaTeIbHbIX peaKuii, OTMEUYEHHBIX Y IMallUEHTOB C
pedpakrepnoit TAA, npusenen B Tabmune 11.

TabanuHoe pE3IOMe HeXKeIaTeIbHBIX PeaKIUi

HexenarenpHple peakuu MPEICTaBICHBI B COOTBETCTBHH C IMOPAKEHUEM OPTaHOB M CHCTEM
OpraHOB B TIOCJIEJOBATEIIBHOCTH MEIUIIMHCKOTO CIIOBaps Ui HOPMATHBHO-TIPABOBOU
nesreapHocT (MedDRA). Yacrora BO3HHKHOBEHHS pAaCHpelesiack B COOTBETCTBHH CO
CIIEYIOIIUMHU KaTeropusMu: o4eHb acto (>1/10), gacto (>1/100, vHo <1/10), Heuacto (=1/1000,
HO <1/100), penko (>1/10000, mHo <1/1000), ouens pemko (<1/10000). Kareropum wactoTsl
c(hOpMHUPOBAHBI HA  OCHOBaHWW  KIMHUYECKMX  HCCJICIOBAHUMN mpermapara |
MOCTPETUCTPAIIMOHHOTO HAOIIOICHUS.

Ta6auna 7. HexxenatenbHble peakium y B3pociibix ¢ xponnueckoi UTII

HexenareabHble pPe€aknumn Yacrora BCTPEYAEMOCTH

Nudpexuuun u uHBaA3UM

DapuHruT 4acTo

Hapymeﬂnﬂ CO CTOPOHBI OpraHa 3peHUuA

Karapakra 4acTo

Hapyienusi co cTOpoHBI COCYT10B

TpoMO0IMOOTMIECKHE OCITOKHEHUS 4acTo

TpomboTuueckasi MUKpOQHTHONIATHS C 4acTo

OCTpOfI MOYEYHOM HETOCTATOYHOCTHIO

Kesy104yHO-KUIIEYHbIE HAPYILIEHHUS

Muapes OYEHb YacTO
TomHoTa OYEHb YaCTO
PBorta 4acTo
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Hapymenml CO CTOPOHBLI IMEYCHH U KEJIICBBIBOAAIINAX l'[yTeﬁ

IloBbnuienue aktusHoct AJIT

OYC€Hb 4acCTO

['unepOunupyounemust 4acTo
[ToBbllIEHNE AKTUBHOCTH 4acTo
acnaptaramuHoTancdepasbl (ACT)

JlexkapcTBeHHOE MOpaKeHUE TIEYEeHU HEYacTo

Hapymenml CO CTOPOHBI KOYKH U MMOAKOKHBIX TKaHeil

Anonenus

qacCTo

KoxxHas ceinb

qacCTo

Hapymemm CO CTOPOHBI MblmeqHOﬁ, CKeJIETHOI M COeTUHUTEIbHOM TKAHU

boib B cimHe

O4YCHBb 4aCTO

KoctHo-MbImeunas 6011b (BKiIrO4ast 6016 B 4acTo
TPYIHOH KJIETKE KOCTHO-MBIIIICYHOTO

Xapaxkrepa)

Muanrus 4acTo

Taxxe OTMeHaInCh TONIOJHUTEIbHBIE HEJKEIATENIbHBIE JIEKAPCTBEHHbIE peakuuu y neren ¢ UTIIL

Tab6auna 8. Jlono/iHUTEeIbHBIC HeXKeNaTeIbHbIe peaknuu y Aerei ¢ UTIT

HexenareabHble pPe€aknumn

Yacrora BCTPEYAEMOCTH

NHdpexunn v vHBa3UKM

WHbekun BepXHUX JIbIXaTeNIbHBIX ITyTel

O4YCHBb 49acCToO

Hazodapunrur

OYC€HBb 49acCToO

Hapymeﬂml CO CTOPOHBI JbIXaTeJIbHOM CUCTEMbI, OPraHoB pr}IHOﬁ KJICTKHM U

CpeIoCTeHus!
Kamens OYEHb YaCTO
bons B porornoTke 4acTo
Punopes 4acTo

Kesy104HO-KHIIIeYHbIC HAPYILLICHUSA

Ab6poMuHanLHasg 00JIb

OYC€HBb 49acCTO

3y6Hast 601b

qacTo

OO0umue HapylIeHUs U peaKIMU B MeCTe BBeeHUs

JIuxopanka

OYC€HBb 49acCToO
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Taﬁ.lmua 9. He:xkenaTeJbHbIE PC€AKIUH Y NAMUCHTOB ¢ XPOHUIECCKUM BUPYCHBIM IeriaTuTOM

C

He:kenarenbHble peakunu

Yacrora BcTpeyaeMoCcTn

Hapymenusi co cTopoHbl KPOBH U JIMM(PATHYECKO CHCTEMBbI

Anemust

O4YCHB 4acCToO

Hapymenusi MeTa00Jim3Ma M NUTAHUS

CHIXEHME anmneTuTa

O4YCHB 4acCToO

Hapymenusi co cTOpoHbI HEPBHOM CHCTEMBI

T'osoBHAs 00JIb

O4YCHBb 4aCToO

Hapymelmﬂ CO CTOPOHBI OpraHa 3pCHuA

(BKITFOUAst TPOMOO3 MOPTATIEHBIX BEH)

Karapakra 4acTo
Hapyimenusi co cTOPpOHBI COCYI0B
Tpom60o3MbOIMIECKHEe OCTIOKHEHHS 4acTo

Hapyiienusi co cTOPOHBI AbIXaTeAbHOI CUCT

CpeIoCTeHHusI

eMbl, OPraHOB I'PYAHOM KJIETKH U

Kamrens

O4YCHBb 49acCToO

Kesy104HO-KHIIEYHBbIC HAPYILICHHUSA

TommHuoTa

O4YCHBb 49acCToO

Muapes

OYC€HBb 4acCTO

Hapymenusi co cTOPOHBI NEYCHH U KETYCBbIBOASIIIMX My Tel

I'unepOunupyoruHemus 4acTo
[TopaxxeHue neuyeHn HEYacTo
JlexapCTBEHHOE MOPaKEHUE NIEYECHU 4acTo
HapyueHnus co CTOPOHBI KOKHM M IMOAKOKHBIX TKaHeHl

KoxHnbrit 3y

OYC€HBb 49acCTO

Anonenus

qacTo

Koxuas ceinb

qacTo

HapyumeHnusi o CTOPOHBI MbIIIEYHOM, CKEJIETHOM U COeAMHUTEILHOH TKAHU

Muanrus

OYC€HBb 49acCTO

OO0umue HapylIeHUs U peaKMU B MecTe BBeeHUs

[ToBbI1IEHHAS YTOMIISIEMOCTH

OYC€HBb 49acCToO

JIuxopanka

OYC€HBb 49acCToO
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Acrenus O4YEHb YaCTO

Ortek 4acTo

['punmono006HbIi CHHAPOM OYEHb YacTo

Taoauma 10. HexenarenbHble peakuun y nauueHToB ¢ TAA, He mosyyaBIIMX paHee

NMPOrpaMMHYI0 MMMYHOCYIIPECCUBHYIO Tepanuio

HexenareabHble peaknuu Yacrora BCTPpEYAEMOCTH

Hapymenusi MeTa00/im3Ma M NUTAHUS

TommHoTa qacTo
Muapes 4acTo
AoOnoMuHanbpHas 0016 4acTo

Hapymenusi co CTOPOHBI KOKH H MOJIKOKHBIX TKaHEH

Ko>xHas ceimb 9acTo
I[I/ICXpOMI/Iﬂ KOXKH, BKJIrO4Yasa qacTo
TUTIEPIIUTMEHTAIIUIO

JlabopaTopHbie H HHCTPYMEHTAJIbHbIE JaHHbIE

TToBermenne aktusaoct AJIT OYeHb 4acTO

[ToBeimenne aktuBHOCTH ACT O4YCHBb 49acCToO

VYBenuueHnue OunupyorHa B KpOBH (BKJIOYAsl | OYEHb YacTO

KEITYITHOCTH CKJIED)

Bo3HuKHOBEHNE HOBBIX MM yCYryOJeHHE MMEIOIIMXCs Ja0OopaTOpHBIX MoKazaTeneidl (GyHKIuu
neuenn (crerenu 3 u 4 no mkale CTCAE; CTCAE — o0miast TepMHUHOJIOTHSI KPUTEPUEB IS
OILICHKM HEXENAaTeIbHBIX SIBICHHUI) Yy MAIMEeHTOB, MPHHUMAIOMINX JITPOMOOIIar, 0OTMEJaioch B
152% u 2,2% cnydaeB no mokazarento AJIT, 12,1 % u 1,1 % caydaeB mo moka3aTelnto
OunupyOuHa, COOTBETCTBEHHO.

B HEKOHTpOIUPYEeMOM OTKpPBITOM HCCIIEIOBaHUM Yy TAalMeHTOB ¢ pedpakTtepHoit TAA
MIPOM3BOIMIIACH ACTTHPAITHS KOCTHOTO MO3Ta C LENbI0 JaTbHEHUIIET0 IITOTeHETHYECKOTO aHAIN3A.
VY 8 manueHToB OTMEYAJIMCh HOBbIE IUTOI€HETHUECKHUE AHOMAJHMH, BKIOYas 5 MAlUEHTOB, Y
KOTOPBIX OTMEYAJINCh U3MEHEHUS B 7-if XpOMOCOME.

HOCTDeFI/ICTDaHI/IOHHI)Ie HCCICIOBaHUA

[Tpu mpuMeHeHuu 3aTpomMbOONara B MOCTPETUCTPALMOHHOM IEepHoJie ObUTN 3apEerUCTPUPOBAHBI

CICAYIOUC HEKCIIATCIIbHBIC PCAKIIUH.
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B KQ4E€CTBE CEPbE3HBIX HEXKEJATEIBHBIX SBJICHUN B PEECTpax, UCCIEIOBAHUIX, CIIOHCUPOBAHHBIX
UCCIieIoBaTeeM, KIMHUKO-(apMaKOJIOTHYECKUX HCCIIEOBAHUSIX U TIOMCKOBBIX HCCIICIOBAHUIX
IIPY IPUMEHEHHH 110 HEYTBEPKACHHBIM ITOKa3aHUAM. [10CKOIbKY HEBO3MOKHO OLIEHUTH YaCTOTY
BcTpeyaeMoctu HP nocToBepHO, Tak Kak JaHHbIE COOOLIEHMs IIOCTYNAIOT CIOHTaHHO U3
HOMYJISIUKM TAllMEHTOB HEOIPEIeIEHHOr0 pa3Mmepa, noiaydenHsle HP Obumn ompenenensl kak
HEHU3BECTHBIE (II0 4YaCTOTE BCTPEUAEMOCTH).

Hapywenus co cmopoHbl Kodicu u nOOKONACHBIX MKAHel

Hapyienne okpacku KOKHBIX ITOKPOBOB*.

*— o0paTMMoe HapylLIEHHE OKPACKH KOXHBIX IIOKPOBOB, BKJOYas THIEPIUIMEHTALUIO U
(OKENITYITHOCTBY», OTMEYAJIOCh y MAlMEHTOB, IMOJYYaBUIMX 3JITPOMOOIAr B CYTOYHOH 103€,
npesbimiaromied 100 mr. B yacTHOCTH, HapylIEHUE OKPACKH KOXKHBIX IIOKPOBOB OTMEUAIOCh Y
NAlMEeHTOB, MOJYYaBIIMX BBICOKHME J03bl 3iTpoMOomara mo nosoxy TAA, a Takxke Mo
He3aperucTpupoBaHHOMY Nokazanuto npu MJIC.

Onucanue OTACIBHBIX HCXKCIATCIbHBIX DeaKIII/If/'I

Tpombomuyeckue/mpomooImMbosUUECcKUe OCTONCHEHUS

B 3 koHTponupyeMbIX U 2 HEKOHTPOJUPYEMBIX KIMHUYECKUX MCCIIEOBAHUSAX CPEIU B3POCIBIX
nanueHToB ¢ xponndeckoir UTII, momywaBmmx snarpombomnar (N=446), y 17 nmauueHToB OBLIO
BBISIBJIEHO B 0OMIEH CIOXKHOCTH 19 TpoMOOTHUECKHX/TPOMOOIMOOINYECKUX OCIIOKHEHUH,
KOTOpBIE BKJIIOYANU B ceOsi (B mopsake yObIBaHHS) TPOMOO3 TyOOKuX BeH (N=6), jerouHas
smbonus (N=6), ocTpelii HHpapkT Muokapaa (N=2), uepebdpanbHbIil UHDapKT (N=2), 3MO0IH
(n=1).

B muranie6o-koHTpOoIupyeMoM ucciaeaoBaHuu (N = 288, momynsius Jisi OLIEHKH O€30TaCHOCTH)
CIYCTsl 2 HeJleNIM Mocye MPOBEACHHOM Tepanuy Npy MOATOTOBKE K MHBa3UBHBIM MpoLeaypaM y 6
u3 143 (4 %) B3poOCHBIX NAIMEHTOB C XPOHMYECKHM 3a00J€BaHHMEM II€YEHH, IMOJyYaBIIMX
anTpomMbomnar, ObUTM OTMEYEHBI 7 TPOMOOTHYECKUX/TPOMOOIMOOINYECKUX OCIIOKHEHUN
MOpTaIbHON BEHO3HOU cuctembl U 2 u3 145 (1 %) marueHToB B rpymnme 1iamnedo cooOIIn o
3 TPOMOOTHUYECKUX/TPOMOOIMOOTNUECKUX OCITOKHEHHSIX.

Y 5 w3 6 [NanueHroB,  NOJYyYaBIIUX  »JaTpomoOorar, ObUIM  OTMEuEeHBI
TPOMOOTHYECKHUE/TPOMOOIMOOTMUECKIE OCTOKHEHHS TP ypoBHE TpomOoruToB >200 000/mMK1.
Creruduueckux (PakTopoB pucka y TMANUEHTOB C BO3HUKIIMMH B XOJAE TEparuu
TPOMOOTHUECKUMH/TPOMOOIMOOTMUECKUMHU  OCTIOKHEHHUAMH, 32 HCKIIOUEHHEM KOJIMYeCcTBa
Tpombo1ToB >200 000/MKJI, BEISIBIEHO HE OBLIO.

Paszsumue mpomboyumonenuu nocne npekpaweHus ieyerus

B 3 xonTponupyembix uccienoBanusax y namnueHtoB ¢ MUTII nabmronanock KpaTKOBpEMEHHOE
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. ([10C B HEW TR OO0
CHIDKEHHE KOJIMYECTBA TPOMOOIIMTOB 0 3HAYCHUU -Enme-l%x&ﬂlﬁﬂbHS"'/ﬁ Tnam/re‘leOB,

NPUHUMABILIUX AIITpoMOomnar, u 'y 8 % MalleHToB rpymbl 1miamnedo.
Llumozenemuueckue anomanuu
B HecpaBHUTEIBHOM OTKpPBITOM HCCJEIOBAaHUM y ManueHTOB ¢ TAA ompenensan Haiudue
[UTOr€HETHUCCKUX OTKJIOHCHHH B aCIUpPAllMOHHBIX OwomnTarax KoctHoro mosra. ¥ 8 (19 %)
NAIMEeHTOB OBUIM BIIEPBBIE OOHAPYKEHBI IUTOTCHETUYECKUE aHOMAJIMH, U3 HUX Y 5 MalueHTOB
Obutn M3MeHeHus B 7-ii xpomocome. B aByx wmccnemoanusix (ELT116826 u ELT116643)
UTOTeHETHUECKHUE aHOMAJINH Obun oOHapyxeHbl y 4 u3 28 (14 %) u 'y 4 u3 62 (6 %) nanueHTos
B K&)KJIOM HCCIICJOBaHHH.
T'emamonozuueckue 310KauecmseeHHvle HOB00OPA306aHUS
B HecpaBHMTENbHOM OTKpBITOM HccaenoBaHuu y Tpex (7 %) nanuentoB ¢ TAA Obul
JTUArHOCTHUPOBAH MHEJTOIUCIUIACTUYECKUN CHHIPOM TOCJHE MPOXOXKICHHUS Kypca JeueHus
antpombonarom. B aByx uccnenoBanusax (ELT116826 u ELT116643) y 1 u328 (4 %)uy 1 u3 62
(2 %) nmanmeHTOB OBUT IMATHOCTHPOBAH MUenoAucIuiacTuaeckuit cuaapom (MJIC) minm ocTpsiit
MUEJIOUIHBIN JIEMKO3 B Ka)KJ10M UCCIIEI0BAHNM.

eTH
Onenka 0e30nmacHOCTH MpHeMa dITpoMOoIara y maiueHToB B Bo3pacte 2—17 et 0OCHOBBIBaETCS
Ha pe3yabTaTaX HEKOHTPOJIMPYEMOTO IOCIIEeIOBATEIBHOIO HCCIeNOBaHUs 37 TalUeHTOB: 2
MaIlMeHTOB B Bo3pacte 2—5 yet, 12 manuenToB B Bo3pacte 6—11 mer u 23 manueHToB B BO3pacTe
12-17 ner. Ilpoduns OezomacHoCTH MpHeMa >aTpomOonara y aeteif COOTBETCTBOBAI MPOMUITIO
0€30MacHOCTH Jy1s1 00IIel MOMYJISALHH.
Llumozcenemuueckue anomanuu
B HEKOHTpOIMpPYEeMOM UCCIIETOBaHUH Y TAlIMeHTOB ¢ TAA, He MOITy4aBIINX paHee MPOrpaMMHYIO
UMMYHOCYIIPECCUBHYIO TE€palnuio, MPOU3BOJAMIACH AaCHHUpAIMsl KOCTHOIO MoO3ra ¢ IIeJblo
JaTbHEHIIIEro MUTOreHETHYECKOro aHanmu3a. Bo BceM wmccnemoBanud y 15 u3 153 (10 %)
NAlUMEHTOB MpoM30ILIa KiIoHajbHas HBoitonud. Cpenu 15 manueHToB, y KOTOPBIX OBLIN
OTMEYEHBI IUTOTEHETUYECKHE aHOMAJINH, y 7 TIAIIMEHTOB OTMeYaJlach yTpara 7-il XpOMOCOMBEI, a
B 6 cily4asx M3MEHEHHs MPOM30LUIM B TeueHue 6,1 mecsna. Takxke y 4 manMeHTOB OTMEUYAINCh
XPOMOCOMHBIE abeppaluy HEesICHOTO IeHesa, a y 3 Obula oTMeueHa yrpara 13 XpoMocoMBl, YTO
CUMTAETCSl XOPOIIUM MPOTHOCTHYECKUM (DAaKTOpPOM IpH ariacTuyeckoil anemuu. Takxe y 1
MaryeHTa CITyCTS 5 JIeT Mociie TepanmuH ObLIO MPOBEICHO HCCIIEIOBAaHWE KOCTHOTO MO3Ta, B
pe3yibTare KOTOpOro Oblla OTMEYEHAa JUCIUIa3usi C  TOBBIIIEHHBIM  COJIEPKaHHEM
NapeHXMMATO3HbIX KJIETOK C MOTeHUuanbHbIM pa3ButueM MJIC. B koropre mnanueHTOB,
NPUHUMABIIUX AJITPOMOOTIAT, ¥ 7 MAaIlMEHTOB OB OTMEUEHBI IIATOTEHETHYECKIE aHOMaJHH, Yy 4

W3 HUX ObUTa OTMEYEHA yTpara 7-0oi XpoMocoMbI B TeueHue 6,1 mecsma. Ocraercs HEsSCHBIM,

33



IMPON30ULIN JIKU O3TU U3MCHCHUSA H3-3a OCHOBH(

COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 01.07.2025 N2 16305

ro_saGoMdbhmibr it b Ak rony” Ablitocs

NpOBEIEHUE UMMYHOCYIIPECCHBHOM Tepanuu 1/ Wiy pUeM dITpombonara.

Ta6auna 11. HeskentaTeJibHbIe peakliiy y NalMeHTOB ¢ pedpakrepHoit TAA

He:kenarenbHble peakunu

Yacrora BcTpeyaeMoCcTn

Ilcuxuueckue HapylmicHUs

Bbecconnuiia

O4YCHB 4acCToO

Hapymenusi co CTOPOHBI HEPBHOM CHCTEMbI

TosioBHAs 00JIb

O4YCHB 4acCToO

['osoBOKpy)EHUE

O4YCHB 4acCToO

Hapyuienusi co cTOpoHbI Oprana 3peHus

Karapakra

qacTo

Hapymelmﬂ CO CTOPOHBI JBIXaTeJbHOM CHUCT

CpeIoCTeHHusI

€MbI, OPraHoB l"pyI[HOﬁ KJICTKH U

bons B POTOINIOTKE

O4YCHBb 4aCToO

Kamens

O4YCHBb 49acCToO

Punopes

O4YCHBb 4aCToO

Keny10uHo-KUIIEYHbIE HAPYIIEHUS

TomuoTa

O4YCHBb 49acCToO

Huapes

O4YCHBb 49acCToO

AoOnoMuHanbHas 0016

O4YCHB 49acCToO

Hapymeﬂml CO CTOPOHBI ITICYCHHU U KETYCBBIBOASAIIINX nyTeﬁ

IloBbINIEHNE aKTUBHOCTH TpaHCaMHWHA3

O4YCHBb 49acCToO

I'unepOunupyonHemus 4acTo
HapyueHusi co CTOPOHBI KOKH H MOJAKOKHBIX TKaHeI
KosxHas cpllb 4acTo
OkchonnaTUBHBIN 1epMaTUT 4acTo
MHuorogopmHas sputema 4acTo

HapyieHnus co CTOPOHBI MBILIEYHOM, CKeJIETHON U COCAUHUTEILHON TKAHU

Aprtpanrus

O4YCHBb 49acCToO

BoJsp B KOHEYHOCTSAX

OYC€HBb 49acCTO

MpuleyHsIil cna3sm

O4YCHB 49acCToO

OO0umue HapylIeHUs U peaKIMU B MeCTe BBeeHUs

[ToBbI1IEHHAS YTOMIISIEMOCTH

OYC€HBb 49acCToO

JIuxopanka

O4YCHB 49acCToO
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~TEQOBATENBAOC TE 0002]

O3H00 QUYEHb Hg('f_"r

COO6H.I€HI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHO co001mIaTh 0 Mo03peBaeMbIX HeXKEIATSIIbHBIX PEAKIIUAX IMOCIIe PETUCTPAllUU ITpenapara ¢
[ENbI0  O0CCIeUeHUs] HEMPEPHIBHOTO MOHUTOPUHTA COOTHOIICHHUS «IOJb3a — PHUCK»
JICKapCTBEHHOTO Tpernapara. MeIuIMHCKUM pa0OTHUKAM PEKOMEHIYeTCs COOOMIaTh O JTFOOBIX
MOI03PEBACMBIX HEXKENNATEIbHBIX PEaKIUAX JICKApCTBEHHOTO Tperapara 4epe3 HallMOHAIbHBIC
CHUCTEMBI COOOIICHUS O HEXENAaTeIbHBIX PEaKIUAX TOoCyAapcTB — wWieHOB EBpasuiickoro
SKOHOMMYECCKOTO COI03a.

Poccuiickas ®eoepayus

OenepanbHas ciryx0a mo Haazopy B chepe 3apaBooxpanenus (PoczapaBHanazop)

109012, Poccuiickas denepanusi, r. MockBa, CraBsiHCKas 1uIomiaab, 1.4, ctp.l

Ten.: +7 (800) 550-99-03

E-mail: pharm@roszdravnadzor.gov.ru

Wurepuer-caiit: https://roszdravnadzor.gov.ru

4.9. Ilepemxo3upoBKa

CHMIITOMBI

B xozme kJIMHMYECKHX HMCCIIEIOBAHUM 3apEerUCTPUPOBAH OJIMH CIIydail Mepeo3upOBKU, KOTIa
nanueHT npuHanl BHYTpb 500 wmr satpombomara. [lpw 5ToM  omlymanuich CHMOTOMBI:
HEPACIPOCTPAHEHHAs ChIllb, TPAH3UTOpHAs OpaauKapaus, YTOMISEMOCTb W TIOBBIIICHUE
aktuBHOCTH AJIT u ACT. depmeHTHI eueHu, U3MEpEHHbIE MEXY 2 U 18 qHeM mocie npuema
0003Ha4YEeHHOM J03bI JITpoMOOIIara, JOCTUTIIU MPEBBIIIEHUS B 1,6 paza BepxHel rpaHUIlbl HOPMBI
nokazarenst ACT, B 3,9 pa3z — nokazatens AJIT u 2,4 pa3za — obmiero 6unupyonna. KonnyectBo
TpoMOouuTOB cocTaBisio 672000/mMkn Ha 18 geHp mocne mpuema OO0O3HAYEHHOHM H03bI, a
MaKCHMaldbHOE KOJUYECTBO TPOMOOLUTOB cocTaBisiio 929000/mkn. Bcece cumMnTomsl ObLTH
paspeteHbl 0e3 OCTOKHEHHUH B XOJIE TePAIHH.

JleueHme

B crydae mepeno3upoBKU BO3MOXKHO 3HAUUTENHHOE YBEIMYCHHE KOIMYECTBA TPOMOOIIUTOB, YTO
MOKET TPUBOAUTH K TPOMOOTHYECKHUM/TPOMOOIMOOTHUECKUM OCIOKHEHUsIM. B ciyuae
MEePEO3UPOBKH CJIEAYET PAaCCMOTPETh BOMPOC O MPHUEME BHYTPH MpENapaToB, COJEPIKAIINX
KaTHOHBI METAJUIOB, HATTPUMED, KAJTBIIHS, ATFOMUHUS WJIM MarHusl, 111 YMEHBIIICHHS BCAChIBAHUS
antpomOomara. Crienyer TIIATENBHO KOHTPOJIHPOBATh KOJUYECTBO TPOMOONHTOB. JleueHue
ANITPOMOOIAroM BO30OHOBIISIOT B COOTBETCTBUU C PEKOMEHALIUSAMU 0 PEXKUMY JI03UPOBAHMUSL.
[TockonpKy mouyedyHasi SKCKpEUHsl HE SBIISETCSI OCHOBHBIM ITyT€M BBIBEJICHHS 3ITpoMOornara,

KOTOpBIfI aKTHBHO CBS3BLIBACTCA C OeNKaMU INIa3MbI KpOBH, BEPOATHEC BCEro, reMoavain3 HE
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aBisieTcsl 9PGEKTUBHBIM METOJIOM CYIIECTBEHHOTO Vc@%&ﬁg%ggéﬁgﬁﬁIB'J?T'{)J&B‘(')HIE{I'I& u3

OpraHu3Ma.

5. PAPMAKOJIOTHMYECKHUE CBOMCTBA

5.1. ®apmakoguHAMH4YeCKHE CBOHCTBA

®apMakoTEpaneBTUUECKAsT TpYyINa: TIEeMOCTaTUYECKUE CpeacTBa; ButamuH K wu  npyrue
reMOCTAaTHYECKUE CPE/ICTBA; APYrHe FeMOCTaTHYECKHUE CPEACTBA CHCTEMHOTO ICHCTBHSL.

Kox ATX: B02BXO05.

MexaHu3M IeHCTBUS

Tpom6omnoatun (TPO) — 370 OCHOBHON LMTOKHH, KOTOPBIN NMPUHUMAET y4acTHE B PETyJSALUN
METaKkapuornod3a W BBIPAaOOTKE TPOMOOIMTOB; OH SBISETCS SHIOTCHHBIM JIUTAHAOM ISt
perentopa TpoMmOonodTrHa (TPO-R). DnrpomOomar B3auMoaeicTByeT ¢ TpaHCMEMOpaHHBIM
JnoMeHoM dyenoBeueckoro penentopa TPO-R u uHunuupyer Kackaj Iepelayd CUrHaia,
HAallOMMHAIOIIUMN TakoBOM i sHAoreHHoro TPO, 4ro compoBoXaaeTcs MHIYKIUEH
nposmpepannu u AudPepeHIUPOBKE METaKapHOIUTOB M KIIETOK-TIPEIIIECTBEHHIKOB B KOCTHOM
Mo3re.

dapmakogngamuyeckue 3P HeKTol

Onrpombonar otiamyaercs or TPO ¢ Toukn 3peHust BIMSHUS Ha arperanuio TpomOounwuTos. B
otianuue ot TPO BozaelicTBrE anrTpoMOoOnara Ha TPOMOOLIUTBI 310POBOTO YEJIOBEKA HE YCUIINBAET
arperanuio noj jaenctsueM aneHozunaudocdara (ALP) u He cTumynaupyeT sKcmpeccuio P-
celleKTHUHA. DnTpoMOomnar He MPensTCTBYeT arperauuu TpoMoonuToB noa aerctesuem AJId umu
KOJUIareHa.

5.2. dapmakoKkHHeTHYeCKHE CBOICTBA

[TapameTps! (hapMakKOKHHETHKH IITpoMOONara npu NPUMEHEHHH Y B3POCIBIX C HAMONATUYECKON
tpombonuronenueil (UTII) npeacraBiensl B TaOHIIe HIDKE.

Cpennue reoMeTpruiecKre 3Ha4eHUs MJIA3MEHHBIX ITapaMeTpoB (apMaKOKUHETHKH dATpomMbonara

B PAaBHOBECHOM COCTOSIHMH y B3pocibIx ¢ UTII

Cxema neueHus KonuuectBo MaxkcumarnbHas [Tnommaae mox
ANTpOMOOTIAroM HAIUCHTOB KOHIICHTpALIUSI (apMaKOKHHETHYECKOM
(Cmax), MKT/MJI KpUBOi

«KOHIICHTpAIIUS —
Bpemsi» AUC 0
(MKrxd/mi1)

50 mr oauH pa3 B 34 8,01 (6,73; 9,53) 108 (88; 134)

CYTKH
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75 mrommpass |26 12.7 (110 T4 57 77T 168 (143/198) -

CYTKH

dapMaKOKMHETUYECKHE MapaMeTpsl anTpomobonara y nanueHtoB ¢ (BI'C) ykazanbl B Tabmuie
HUXKE.
Cpennue reoMeTpuyecKue 3HaueHUs (apMaKOKMHETHYECKHX IapaMeTpoB »iaTpomOomara B

IJ1a3M€ KPOBU B PaBHOBECHOM COCTOSHHUH Y MMAIUCHTOB C XPOHUYECKHUM BI'C

Jlo3a antpombomniara | Konnuectso Crnax, MKT/MJI AUC 0-v), (MKr>xu/mi)
(1 pa3 B cyTKH) MAIMECHTOB

25 mr 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)
3nayeHuss AUCpor ¥ Cmax 10 JaHHBIM  PETPOCHEKTUBHOIO  MOMYJISILIMOHHOIO
(hapMaKOKUHETHYECKOTO aHAIIN3a.

DapMaKOKMHETUYECKUE MapaMeTphl dATpoMbonara nocie npueMa y 45 manueHToB ¢ TsHKeIon
arutactuyeckoir anemuedd (TAA), He NPUHUMABIIUX HPOTPAMMHYI0 HUMMYHOCYIPECCHUBHYIO
Teparnuio, yKa3aHbl B TAOIHIIE HUXKE.

Cpennue reoMeTpudecKkie 3Ha4eHMs Toka3aTesiell (papMakOKMHETUKU 3ATpomOonara B IUIa3me

KpoBM y mnanueHToB ¢ TAA, He NOJy4aBIIMX pPaHEE IPOrPaMMHYI0 HMMYHOCYIPECCHUBHYIO

TEPAIHNIO
JHo3a antpombomnara | KonudectBo MaxkcumannsHas ITmomane mox
(1 pa3 B cyTkn) MallHEHTOB KOHIICHTpaLHs (apMaKOKMHETHUYECKOM
(Cmax), MKT/MI1 KpUBOH

«KOHLIEHTpaLus —
Bpems» AUC o-p),
(MKr>x4/mi1)

150 mr 45 40,1 (44,9 %) 772 (47,2 %)

JlaHHbIE TpENCTaBI€Hbl KaK TE€OMETpUYECKHE CpeqHue (TreOMETPHUYECKH CpeaHHi

K03 (HULIMEHT BapHUallnn)

AOGcopbuus

Cmax dnTpoMOoriara B Iula3Me KpOBH JOCTHTraercs depe3 2—6 9acoB IOCIE NpHeMa BHYTPb.

OpnHoBpeMeHHBIN MpueM 3aTpoMOoNara ¢ aHTaluIaMu U APYTUMU NPOTYKTaMH, COJIEPKaAIIIMHU
37



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 01.07.2025 N2 16305

MOJIMBAJICHTHBIE KAaTHOHBI (HAmpuMep, MOJOYHBIE rf&)'ﬂv-'f(;lgl‘];E'MIEEM%‘BIEJZ[B&EKH)

3HAYUTEIBHO CHUKAET IKCIIO3ULUIO dNTpoMOorara.

AOcomoTHas OMOAOCTYITHOCTh ANTpoMOOMNara mpu MmpueMe BHYTph He Oblia ycTaHoBlieHa. Ha
OCHOBaHUMU I[IOKa3aTeleil BBIBEJCHUS MOYKAMU M aHadu3a MEeTaOOJIMTOB, BBIBOJMMBIX Yepe3
KHILEYHUK, TOKa3aHO, YTO PacueTHbIC 3HAYCHHsI BCAChIBAHUSI IPOU3BOJIHBIX 3ITpoMOOIIara rnocie
NePOPATLHOTO MPUMEHEHHS B OJJHOKPATHOM J103€ 75 Mr cocTaBmiio He MeHee 52 %.

Pacnopenenenne

DarpoMOoIar B BEICOKOM CTEIICHH CBSA3BIBAETCS € OEIKaMu ILIa3Mbl KpOBH 4yeitoBeka (>99,9 %).
Ontpombomnar siBisiercs cyocrpatom BCRP (6emok pe3sucTeHTHOro paka MOJIOYHOM Keje3bl), HO
He sBisiercs cyocrparom P-rmukonporenna unu OATP1BI.

Buorpancdhopmariusa

OarpomOonar NpeuMyIecTBeHHO METa00IN3UPYETCsl MOCPEACTBOM PACILEIUIEHUs, OKUCICHUS U
KOHBIOTAIlMM C TJIIOKYPOHOBOW KHCJIOTOM, TIJIYTaTHOHOM MM LucTeMHOM. [lo naHHBIM
UCCIICIOBAaHHUS C METKOW paJIMOaKTHBHBIM H30TOIOM, Ha OO 3ATpoMOoIara B mjiasMe KpoBU
npuxoautcs okoiio 64 % AUCo-c.

Bropocrenennbie MeTaOOMUTBI, HAa OO KaXIOrO0 U3 KOTOpbIX mHpuxoaurcs menee 10 %
pPaJMOAaKTUBHOCTU B IIJIa3Me€ KPOBH, OOPa3ylOTCs MyTeM TIIIOKYpOHMIAIMU U okucieHus. Ilo
JTAHHBIM MCCIIEIOBAaHMS C IMPUMEHEHHEM MEYEHOTO PaJHOaKTHBHBIM HM30TOMOM 3JTpomMOorara,
YCTaHOBJEHO, 4TO mHpuMepHO 20 % BBEIEHHON 103bl META0OIM3UPYETCS IMyTEM OKHUCIICHUS.
UccnenoBanus in Vitro mokazamu, uto CYP1A2 u CYP2CS8 sBustoTcs u3odepMeHTaMH,
OTBEYAIOIUMHU 3a OKHCIIUTEIbHBIN MeTa00IN3M, Toraa KaK
ypumuaaudochormokyporuntpanchepazst  UGTIAT u  UGTIA3 - wm3odepmenTamu,
OTBEYAIOIIMMH 3a TIIIOKYpPOHHUAAIMI0. B mpoliecce paciieruieHus MOTyT NMPHHAMATh y4dacThe
OaKTeprH HUKHUX OTJIEJIOB JKETYA0YHO-KHILIEYHOTO TPAKTA.

DJIMMUHALNS

[Tocne BcachiBaHUs 31TpoMOONar MoIBEpraeTcss akTHBHOMY METa00IU3MYy.

OntpomMbonar BBIBOAUTCS MPEUMYIIECTBEHHO uepe3 kumedHuk (59 %); mpu stom 31 %
oOHapyXHuBaeTcss B Mouye B Bujae MerabonuToB. McxomHoe BemiecTBO (dATpoMOoOmar) B
HEM3MEHEHHOM BHJIE B MOYE OTCYTCTBYeT. B HeM3MeHEeHHOM BHJIe Yepe3 KUIIEYHUK BBHIBOJUTCS
okosio 20 % snrpombomnara. [leproa momyBeIBeIeHNS U3 TIIa3Mbl KPOBU COCTaBJISIET OKOJIO 21-
32 4.

[ToyeuHas HEJOCTATOYHOCTh

[Tocne mpuMeHeHHs OAHOKPATHOM 10361 50 MT Ipenapata y MalueHTOB ¢ HapylIeHueM (QyHKIUN
nouek jerkoi crenenn AUCo- antpomOomnara cHukanach Ha 32 %, y NaliueHTOB ¢ HapylIeHUEeM

GyHKIIMM MOYeK cpefHeil creneHu — Ha 36 %, y MallMEHTOB C HAapylIEHHWEM (QYHKIMH MOYEK
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TSKENOUN creneHu - Ha 60% Mo CpaBHEHHIO C 3;{0]3015&'151'1:/;:'}1%@63553115% ':%}: ITIa_'hI/lIeHTIc')B c

HapylmeHneM (pyHKIUU MOYeK OTMEeYaaach TCHICHIMS K CHUKECHHUIO SKCIIO3UIMU dITpoMOoIiara
B IUIa3M€ KpPOBH, OJHAKO Yy NAIlMEHTOB JAaHHOM KaTeropuu Oblla BBISABICHA CYIIECCTBEHHAsS
BapHabeIbHOCTh SKCIO3UIUH 110 CPABHEHUIO C TAKOBOM Y 310pOBBIX 100pOBOJIbLEB. [IpuMeHATh
npenapar y NalMEeHTOB JaHHOM KaTeropuu CleAyeT € OCTOPOXKHOCTBIO I10JI HOCTOSHHBIM
KOHTPOJIEM.

IIeueHouHast HEAOCTATOYHOCTD

[Tocne omHOKpaTHOrO MpUMEHEHMs Ipenapara B 03¢ 50 MI' y MalMeHTOB ¢ LUPPO30M ME€YEHU
(napymenue ¢pyukiuu neuenn) AUCo-., anTpombonara yBennurBaiach Ha 41 % y manueHToB ¢
HapymeHneM (QyHKIHH edeHu caaboii crenienu, Ha 80 % — y manueHToB ¢ HapylieHneM (QyHKIUN
MIEYCHU CpeIHEeH cTeneHw, U Ha 93 % y manueHToB ¢ HapylieHHneM (QYHKIUH MEYCHH THKEITON
CTENEHU IO CPAaBHEHHUIO CO 3JI0POBBIMHM JIOOPOBOJBLAMH. Y TMALMEHTOB JAHHOM KaTeropuu
BbISIBJICHA CYILECTBEHHAs BapuaOelIbHOCTb SKCIO3UIMU [0 CPAaBHEHMIO C TAaKOBOM Y 30POBBIX
T0OPOBOJIBIICB.

Bnusaue Hapymenus QyHKIUM NedeHH Ha (apMaKOKMHETHKY AJITpoMOoOmnara rmpu HOBTOPHOM
OPUMEHEHUU Ipernapara OLEHHMBAJIOCh IOCPEACTBOM TIPYNIIOBOIO (apMaKOKMHETHYECKOTO
aHamu3a y 28 310pOBBIX B3pOCIBIX J0OpPOBOJIBLIEB M 79 NAlMEHTOB C XPOHUYECKUMHU
3a0osieBaHusAMHU TiedeHU. CorylacHO pe3yibTaTaM JIaHHOTO HCCIIEJOBaHUs, y MalMEHTOB C
UPPO30M Te4YeHH (HapymeHueM ¢GyHKOUM T1edernn) otMmedeHo yBenmdenne AUC(o.
anTpoMOonara 1o CpaBHEHHUIO C TAKOBOH Y 3/10pOBBIX TOOPOBOJIBIEB, TpH 3ToM 3HaueHne AUC o-
1) BO3pacTaso ¢ yBelInueHueM OalIoBhIX Mmokaszateneit mo mkane Yaina-IIsto. [To cpaBHeHHIO CO
3/10pOBBIMH J100pOBOJIBIIAMH Y TAIlMEHTOB C HapylleHHeM (YHKIUU TEUYEHU JIETKON CTENeHu
AUC 0.1y anTpombomnara 6suta mpudaun3uTenbHo Ha 87—110% BhIIIe, a y MalueHTOB ¢ HapyIICeHUEM
(GYHKLMYU MEYeHU CpeHel cTeneHu npuoiamu3uTenbHo Ha 141-240 %.

IIpumensaTts npenapar y nauueHToB ¢ UTII u uuppo3om nedeHu ciaeayer ¢ 0OCTOPOKHOCTBIO MO
MOCTOSTHHBIM KOHTpoJsieM. Y marueHToB ¢ XxpoHuueckoil UTII u Hapymennem QyHKIUU MEYEHU
JIETKOM, CpeJIHEH U TSKEJION CTENeHH TEPAIUIO AITPOMOONarom ciieyeT HauuHaTh CO CHUYKEHHOU
71036l — 25 Mr 1 pa3 B CyTKH.

AHaJIOTUYHBIN aHanu3 ObUI NMPOBEJEH C y4yacTHeM 28 30pPOBBIX B3POCHBIX JOOpPOBOJIBLEB U
635 manuenToB ¢ BI'C. Y GonplunHCTBA MAIIMEHTOB ITOKa3aTenb Mo mkaie Yaitna-I1sro cocTasist
5—6 OamnoB. [lo manHpIM dapmMakoKHHETHYECKOTO aHaym3a mnarueHTsl ¢ BI'C umenu Gonee
BoIcokoe 3HaueHue AUC(or) M0 CpaBHEHUIO C TaKOBOH y 3/I0POBBIX JOOPOBOJBLEB, MPH ITOM
AUC(or) Bo3pactasia ¢ yBelIMYeHHEM OaUIOBBIX mMokaszareneid mo mkane Yaitng-IIsro. [lo
CPaBHEHHIO CO 3JIOpOBBIMHE JT0OpoBoibiiamu y narueHToB ¢ BI'C AUC o) anTpoMOoriara Obuia

BhIte puban3uTenpHo Ha 100-144 %. ¥V maumenTos ¢ BI'C Tepanuto antpombomnarom cienyer
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Ha4YMHATh C A03bI 25 Mr 1 pa3 B CyTKH.

ITarmenThl pa3audHON Pachl

Bnusaue asumatckoil packl Ha (apMaKOKMHETHKY S3ATpOMOOIara OIEHHWBAIM IPH MOMOIIU
MONYJISIMOHHOTO (hapMakoKWHETHYecKoro aHanu3a y 111 370poBbix B3pochbix (M3 HuX 31 —
asmarckoil pacel) u 88 mamuweHnToB ¢ MTII (u3 mHux 18 — a3marckoi packl). Ilo maHHBIM
dapmakokuHeTHUECKOTO aHanu3a y nanueHToB ¢ UTII a3uatckoit pacel (T.€. SITOHIIBI, KATAKIIBI,
KOpeH1bl, Taiipl, skutenu TaiiBans), AUC o-r) anTpombonara 6su1a mpumepHo Ha 87 % Bblle, 4eM
y MalMEeHTOB HE a3UaTCKOM pachl (MPEUMYILECTBEHHO €BPOICOUIOB); IPU 3TOM KOPPEKILHUS JO3bI
[0 Macce Tella He MPOBOIUIACH.

W3ydyeHue BIUSHUS STHUYECKON NPHUHAUIEKHOCTH K BBIXOJLAM U3 cTpaH BocrouHoil A3uu Ha
(bapMaKOKMHETUKY antpomOomnara MIPOBOWIIN c MIOMOUIbIO HOMYJISILIUOHHOTO
dbapmMakoKMHETHUECKOTO aHanu3a ¢ ydactueM 635 mammentoB ¢ BI'C (145 mnanueHToB
BOCTOYHOA3MATCKOT'O MPOUCXOXKACHUSA U 69 MalMEeHTOB I0KHOA3UaTCKOTO MPOUCXOoXkaeHus ). Ha
OCHOBAHHU PE3yJbTATOB MOMYJISAIMOHHOTO (PapMaKOKHMHETHYECKOTO aHaJIN3a YCTaHOBIIEHO, YTO Y
MAIMEHTOB BOCTOYHOA3WATCKOTO W FOYKHOA3MATCKOTO TPOUCXOXKICHHS HAOII0OAIach CXOIHAs
dapmakokuHeTnka odnrpomOomara. B cpenmHeM y MalnMeHTOB BOCTOYHOA3MATCKOTO U
10)kHOa3uatTckoro npoucxoxaeHuss AUC o) anTpombonara Opiia mpuMepHO Ha 55 % BBIIIE MO
CPaBHEHHUIO C MALMEHTaMH IPYTUX pac (IpEeUMYILECTBEHHO €BPOIEOUTHOMN).

[TanmesTHl pa3HoOro moja

Bausinue nona Ha papMakOKHMHETHKY 3ATpoMOoOIIara OleHUBaIM MPU MOMOLIH MOMYJISIIMOHHOTO
bapmakokuHeTndeckoro aHanusa y 111 310poBbIx 100poBosbIeB (U3 HUX 14 — )KeHCKOro 1mosa)
u 88 mammentoB ¢ UTII (3 Hux 57 — »xeHckoro moia). [lo naHHBIM MOMyJISIHOHHOTO
dapmakoxuHeTndeckoro anammsa — AUC 0. anTpomOonara y nanuenTok ¢ UTII Opia mpumepHo
Ha 50 % BbIIlIE 0 CPAaBHEHMIO C TAKOBOW Yy MALIMEHTOB MY>KCKOT'O 110J1a; IIPH 3TOM KOPPEKIHS 103
10 Macce Tejla He IPOBOJINIIACK.

Bnusare mona Ha GpapMaKOKMHETHKY JITPOMOOIIAra OEeHUBAIN C IIOMOUIBIO MOMYJISIIHOHHOTO
(dhapMaKOKMHETHYECKOTO aHanu3a ¢ yuyactueM 635 nmanuentoB ¢ BI'C (260 — sxenckoro noina). 1o
pe3ysbTaTtaM OLEHKH ¢ moMolisio Mojenu y skeHmuH ¢ BI'C AUC o) anTpomOomnara Oblna Ha
41 % BbIIlIE IO CPABHEHHIO C TAKOBOH Y MY)KUHH.

JInna moKuJioro Bo3pacra

Bozpactable paznuuus 1o ¢GapMaKOKMHETHKE JJITpoMOorara OIEHHBAJIM C MOMOIUIbIO
HOMYJSIMOHHOTO (hapMaKOKWHETUYECKOTO aHaJM3a C ydacTHeM 28 370pOBbIX J0OpPOBOJBLIEB U
635 namenToB ¢ BI'C B Bo3pacte ot 19 1o 74 ner. [1o pe3ynbraraMm OIIEHKH C TOMOILbIO MOJIETH
y ouibIX manueHToB (>60 ner) AUC o) anTpomborara Obuta Ha 36 % BBIIIE MO CPAaBHEHHIO C

0o0JIee MOJIOIBIMU TTAIIMEHTAMH.
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Jlemu cmapwe 1 2o0a
dapMakOKHHETHKA dATpoMOoIIara nocjie npuema

B Bo3pacre crapie 1 roja.

BHYTPb OJIMH Pa3 B CyTKU U3ydeHa y 168 nereit

Kaxxymuiicss mia3MeHHbIN KIMpPEHC 3ATpoMbonara nocie npueMa BHYTpb Y MallMeHTOB JaHHOMN

KaTErOpyuH BO3PACTACT C YBEIMYEHUEM MACCHI TeJa. Y NMAalMEHTOB a3MaTCKOW Pachl KaXyIIUHCA

IUIa3MEHHBIN KIIMPEHC CHMXKEH NpuMepHO Ha 30%, KpoMe TOro, CHUKEHHUE JAHHOT'O [T0Ka3aTeNs

Ha 20% oTMmedueHo Yy MNanUMEHTOB XCHCKOI'0 II0JIa. (DapMaKOKI/IHeTI/ILICCKI/Ie IIOoKa3aTciin 'y

IIallMCHTOB ,Z[aHHOﬁ KaTC€ropuu nmpeacTaBJICHBI HHUXKC.

Cpennue reoMeTpuyeckue ToKaszareneld (papMakOKMHETHKH »iTpomOornara B PaBHOBECHOM

COCTOSIHUM ITociie puMeHeHust B 103¢ 50 mr 1 pa3 B CyTKH y HaileHToB B Bo3pacte 1-17 ser ¢

WTIL

BospacTnas rpynna Crmax, MKI/MJI

AUC 0.1), (MKr>xu/mi)

12-17 ner 6,8 (6,17, 7,5) 103 (91,1, 116)
6-11 et 10,3 (9,42, 11,2) 153 (137, 170)
1-5 ner 11,6 (10,4, 12,9) 162 (139, 187)

6. PAPMALHEBTUYECKHUE CBEIEHUS
6.1. TIlepedyeHb BcoMOraTe/IbHbIX BeLECTB

Snpo TabeTKn

MansTuTon

MaHHUTOI

JlakT03B61 MOHOTHIPAT

[ToBunmon K30
Kapbokcumernnkpaxman HaTpust
Marnus creapar

[InenouHas 000JI0YKa TaOJIETKHU

I'oToBOE mIIEHOYHOE MMOKPLITUC KOPHUYHCBOI'O

BCTa, COJACpIKAIICC THUIIPOMCIIIO3Y, THTaHa

muokenn (E171), nomusTuneHmukonb, okcua xenesa xentoiid (E172), okcua xenesa KpacHbIN

(E172)
6.2. HecoBmecTUMOCTH
He npumennmo.

6.3. Cpok roaHoctu (CpoK XpaHeHHSs )
2 rona.

6.4.

Oco0bie MepbI NPeI0CTOPOKHOCTH NPH XPAHCHUH
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XpaHuTh npu Temneparype He Boiie 25 °C.

6.5. XapakTtep u coaep:kaHHe NEPBUYHOI YIAKOBKH

ITo 5, 7, 10, 14 unm 15 TabneTok B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY U3 IUIEHKH
TTOJIMBUHUJIXJIOPUTHOM/TIOJIMBUHUITH ICHX JIOPY THOM/TIOJTM BUHIITX JIOPU THOM WIn dhonbru
ATFOMUHHEBOW MHOTOCJIONHOM ¥ (hOJIbIY ATFOMUHHUEBOM MTeYaTHOM JIAKMPOBAHHOM.

[To 10, 14, 15, 20, 28, 29, 30, 50, 60, 90, 100, 120 Tabnerok B OaHKy MOJIMMEPHYIO W3
MOJIMITPONUJICHA WJIM TOJMATHIIEHA BBICOKOW IUIOTHOCTH, YKYHNOPEHHYIO HATATMBAEMOW WU
HAaBHHYMBACMOM KPBIIIKOW MOJIUMEPHOM ISl JICKAPCTBEHHBIX CPEJICTB M3 MOJUIIPOIMIICHA WITH
MOJIMATUJICHA BBICOKOM TUIOTHOCTH WJIM HU3KOW IUIOTHOCTH C KOHTPOJIEM MEPBOTO BCKPBITHSA, C
YIUTOTHSIOIINM 3JIEMEHTOM WJIU 0€3 HEro, C OCYIIUTEIIEM.

JIOTIOTHUTEIFHO JIOMYCKAETCs HMCIIOb30BaTh BAaTy MEAUIIMHCKYIO THUTPOCKOIMYECKYI0 WU
aMOPTH3aTOP.

Kaxnayro 6anky mnu o 1, 2, 4, 8 KOHTYpHOU STYEHKOBOMN yrakoBke 1o 7 TabneTok, unu o 1, 2, 3,
5, 6,9, 10 KOHTYpHOU SYEHKOBOH yrmakoBke 110 5, 10 TabneTok, wiw 1o 1, 2 KOHTYpHOU sIMeHKOBOM
ynakoBke 1o 14 Tabnerok, wim o 1, 2, 4, 6 KOHTYpHOH STUEUKOBOM yrmakoBKe 1o 15 TabneTok ¢
JUCTKOM-BKJIAJIBIIIIEM TIOMEIIAIOT B MaYKy U3 KapTOHA.

6.6. OcoOble Mepbl TMPEIOCTOPOKHOCTH TP YHUYTOKEHHH HCIOJbH30BAHHOIO
JIEKAPCTBEHHOI0  Mpemapara WJIM OTX0J0B, TOJYYEHHBIX [OCJe NpPUMeHEeHUs:
JIEKAPCTBEHHOI0 Mpenapara, u Apyrue MAaHUIYJISIIUU ¢ IPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS

Poccniickas @enepanys

O0111ecTBO ¢ OrpaHUYEHHON OTBETCTBEHHOCTHIO «Benpapm-M» (OO0 «Bendapm-M»)

124460, r. MockBa, BH.TEp.I. MyHMLIMNAIbHBIA OKpYr CWIMHO, I. 3€JI€HOrpaj, MPOCHEKT
I'enepana Anekceesa, 1. 50

7.1. llpencraBureib AepKaTesisi perucTPAllMOHHOTO YA0CTOBEPEeHUA

[Iperen3un HOTDG6HTCJ’ICI>1 HaIpaBJIITh 10 aApecy.

Poccniickas Penepanvs

OO011ecTBO ¢ OrpaHMYEHHON OTBETCTBEHHOCTHIO «Bendapm-M» (OO0 «Bendapm-My»)

124460, r. MockBa, BH.TEp.I. MyHUIMNAIbHBIA OKpyr CHIMHO, TI'. 3€JIEHOrpajJ, MPOCHEKT
I'enepana Anekceesa, 1. 50

Ten.: 8-800-250-02-05; +7 (495) 780-00-70

E-mail mo Bompocam Ge3omacuoctu u a3 dexrusnoctu JIIT: safety@velpharm-m.ru

E-mail mo Bompocam kadecTBa roroBoi mpoaykiuu: quality@velpharm-m.ru
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8. HOMEP PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA

9. IATA TEPBOM PETUCTPAIIUM (IIOATBEPXKIEHWS PEIUCTPALIMN,
INEPEPETNCTPALIUN)

JlaTa nepBoi perucTpanuu:
10. JATA TIEPECMOTPA TEKCTA
OO6mas xapakrepuctuka jekapcteHHoro npenapara JITPOMBOIIATT BEJI®APM nocrynna

Ha WHPOPMALMOHHOM TopTaje EBpa3uiickoro 3KOHOMHYECKOTO COI03a B HH(OPMAIMOHHO-

KOMMYHHUKAIIMOHHOM ceTn «HTepHeT» https://eec.eaeunion.org.
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