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OBILASI XAPAKTEPUCTHKA JEKAPCTBEHITOFO TﬁEBEﬁKPAfA 00

1. HAMUMEHOBAHUE JTEKAPCTBEHHOI'O IIPEITAPATA
Ontpombomnar [1CK, 25 mr, TabieTKu, TOKPHITHIE TUICHOYHOW 000JI0UKOM.

Ontpombomnar [ICK, 50 mr, TabieTKH, TOKPHITHIE TUICHOYHOW 000JIOUKO.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB
JlelicTByto111€€ BEIIECTBO: AATPpOMOOTIATr.

Darpombomar [1CK, 25 mr, TabJIETKH, HOKPHITHIE INLIEHOYHONH 000I0YKOMI

Kaxnas tabneTka, MOKpHITasi TUIEHOYHON 000JI0OUKOH, comepkuT 25 mMr antpombonara (B BUe
anTpomMbornara ojaMuHa).

Darpombomar [1ICK, 50 mr, TabJIETKH, HOKPEITHIE INLIEHOYHONH 000I0YKOMI

Kaxxnass TabneTka, MOKphITas TUICHOYHOM 000J109KOi, comepkut 50 Mr snTpombOomnara (B BHUJE
anTpomMbornara oJaMuHa).

[TonHbIif mepeyeHs BCIIOMOTATENbHBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOH 000I0UKOH.

Darpombomar [ICK, 25 mMr, TabJIeTKU, HOKPHITHIE ILIEHOYHOMU 000JI104YKOMI

TabyeTku, MOKPBITHIE TICHOYHON OO0O0JIOUKON Oenoro WM TOoYTH O€NIoro I[BeTa, KPYTJIbIe,
JIBOSIKOBBIMTYKJIbIEe C (packoil. [loBepXxHOCTh TabneTku rinagkas. Ha m3mome 1BeT TabIeTOK OT
KOPHYHEBOTO JI0 TEMHO-KpacHOro. Jlonmyckaercs Hajauaue OeNbIX BKPATUICHHIA

Darpombomar [ICK, 50 Mr, TabIeTKU, HOKPHITHIE ILIEHOYHOM 000JI104YKOI

TabneTku, TOKPHITBIE IUICHOYHOM O00OJOYKOW  CBETJIO-KOPUYHEBOTO IIBETA, KPYTJIbIC,
JBOSIKOBBINYKJIbIE ¢ (hackoi. [ToBepxHOcTh TabneTku riagkas. Ha m3mome 1Ber TabieTok oOT

KOPUYHEBOTO JI0 TEMHO-KpacHOTo. JlomycKaeTcs Hanu4yre OenbIX BKpaIruIeHUH.

4. KIMHUYECKUE JAHHBIE

4.1. [loxka3zanusi K NPUMEHEHUIO

Onrpombonar [ICK nokazaH kK npuMeHEHUIO:

e Jlna nedeHUs MAIMEHTOB B BO3pacTe 3 JIET U CTapuie ¢ MMMYHHOW TPOMOOIMTONCHHEH
(UTII), mnsameiicss 6 u Oojee MecsIeB ¢ MOMEHTa TMOCTAHOBKM JIMAarHo3a, y KOTOPBIX
OTMEYaJCs HENOCTaTOYHBIH OTBET Ha MPEAIICCTBYIOUIYI0O Tepanmuio (Hampumep,
[JIIOKOKOPTUKOCTEPOUAAMH, HUMMYHOIJIOOYJIMHAMH) C LEIbI0 YMEHBIICHHMS pPHCKa

KPOBOTECUECHUH.
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renatutoM C (BI'C) ¢ nenbro obecrnieueHrs BO3SMOKHOCTH TPOBEJICHUS WM ONTHMHU3AINN
IPOBOIUMON MPOTHBOBUPYCHOM TepaIuy, BKIIOYAOIIEH npernaparsl uHTephepoHa.

e B cocraBe Tepanuu nepBoil IMHUM B KOMOMHALIMU CO CTaHAAPTHONH MMMYHOCYIIPECCUBHOU
Tepanuel y MalueHTOB ¢ TshKenod amnactuueckoil anemue (TAA) B Bo3pacte 3 jeT u
cTapuie.

e Jlnsa nedeHus manueHTOB B Bo3pacte ctapiie 18 ner ¢ TAA, y KOTOpbIX HE OB JOCTUTHYT
JIOCTaTOYHBIM OTBET HA UMMYHOCYIIPECCUBHYIO TEPAIIUIO.

4.2. Pe:kuM 103MPOBAHUSA U CIOCO0 MPUMEHEHM I

PexxuM 103upoBaHus

Pexum AO3UPOBaHUA HOI[GI/IpaIOT WHIAWBUAYAJIbHO HAa OCHOBAHUHU KOJIMYCCTBA TpOMGOI_II/ITOB.

TTanueHTHl ¢ XPOHUYECKON UMMYHHON TPOMOOLIMTONEHUEH

JInst mocTKeHUs W TOJJEpKaHUs KojaudecTBa TpoMOomuToB > 50 000/MKII TPUMEHSIOT
MUHUMaJIbHYIO0 3¢ dekTuBHyo no3y npenapata OatpomoOonar [ICK. IToxbop mo3sl mpoBoasr,
OCHOBBIBASICh HA W3MEHEHHMH KojudecTtBa TpoMOouutoB. I[Ipemapar OIarpombonar [ICK
HE MpeJHAa3HAYCH I HOpMalM3alMk  KOJM4YecTBa  TPOMOOIMTOB. B  KIMHMYECKHX
HCCJIEIOBAHMIX MOBBIIIEHHE KOJIMUYECTBA TPOMOOIIMTOB HA0II01a0Ch, KaK MPAaBUIIO, B TEUEHUE
1-2 Henenp ToOCNE Hayalla Tepanmuu IpenapaToM, CHIDKEHHE NPOMCXOAUJI0O B TEUeHUeE
1-2 Henenb noce ee nmpeKpaeHusl.

Ilepsonauanvhwiil pexcum 003uUpoBaHs.

Bspocnvie u demu 6 6ozpacme 6—17 nem

PexomennoBanHas HauyanpHas go3a npenapata dnatpomoOonar [ICK cocrasmser 50 mr 1 pas B
CYTKHU.

VY B3pocnbix U AeTeil B Bo3pacte 6—17 neT a3maTckoM pachl (TaKMX KaK KUTAWIbI, SMOHIBI,
KOPEHIIbI M TalIel) Jedenne npemaparom dntpomoOonar [ICK crnemyer HaunmHATh € A03BI 25 MT
1 pa3 B cyTKkw.

Jlemu 6 6o3pacme 3—5 nem

HavanbHas no3a npenapara y NalMeHTOB JaHHOW KaTeropuu coctasisieT 25 Mr 1 pa3 B cyTku. Y
MalMeHTOB a3MAaTCKOW pachl (TaKMX KaK KUTAMIIbI, STOHIIBI, KOPEWIIBI W TaWIlbl) B BO3pacTe
3—5 neT HauMHATH TEPANUIO MPenapaToM CIEAYET C 103bl 25 MT 1 pa3 B CyTKH.

Monumopune u Koppexyus 003bl

Bspocnvie u oemu cmapwe 3 iem

[Tocne Hawanma Ttepanmuu cjeayeT KOPPEKTUPOBAaTh J03Yy Ipenapara Uil MOAJEp:KaHus
KOJIMYEeCTBA TPOMOOIIMTOB Ha ypoBHE > 50 000/MKI y1si yMEHBIIICHUS pUCKa KpoBoTeueHus. He

CleyeT IPEBBIIATh 103y /5 MI' B CYTKH.
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KJIMHUYECKHE TeMaTOoJIOrMYecKe ToKa3aTely 1 nokasarenn GyHKuuu rnedenu. [lo3y npemnapara
KOPPEKTHPYIOT B 3aBUCUMOCTH OT KOJIMYECTBA TPOMOOILIUTOB B COOTBETCTBUU ¢ Tabmumei 1.

Bo Bpems tepanum npenaparom Ontpombonar [ICK Heo6XoauMo MpoBOAWTH MOJTHBIA aHATU3
KPOBH  €XKEHENENbHO, BKJIIOYas OINpeAeleHHe KOJIMYecTBa TPOMOOLMTOB M Ma3oK
nepupepuyeckoil KpoBH, 0 CTa0MIN3AIUN KOJIWYECTBA TPOMOOIIMTOB Ha ypoBHE > 50 000/mKi1
B T€UCHHE I10 KpaitHeil mepe 4 Henenb. [locne cTabunu3anuu KOJIM4ecTBa TPOMOOIIUTOB TOTHBIN
aHaJIU3 KPOBH, BKJIOYAs OINpeAeNieHHEe KOJMYecTBa TPOMOOIMTOB M Ma3Ku mepudepruueckoi
KpPOBH, HEOOXO/IMMO MPOBOUTH €KEMECIUHO.

Ta6auna 1. Koppexuust 103s1 npenapara Jarpomoonar IICK nas nanuentos ¢ UTII

KoanuecTBO TpOMﬁOHHTOB KoppeKuml J03bI HJIX OTBET

<50 000/Mkn1 B TEYEHHE TIO | YBEIUYUTH CYyTOUHYIO 03y Ha 25 MI' 0 MaKCUMAaJIbHOU

KpaiiHell Mepe 2 HeZenb Tepalnun 10361 75 Mr/CyTKU*.
> 50 000/mx1 — < 150 000/mx [TpomomKUTh Tepamuio MpernaparoM B HaWMEHbIIEH
CYTOYHOM no3e u/nmm OJTHOBPEMEHHYIO

MennkameHTo3nyr tepanuto UTID mns mopnepkanus
KOJINYECTBA TPOMOOIIUTOB, ITO3BOJISIONICTO
NIPENOTBPATUTE KPOBOTEUYECHUE HIIM YMEHBIIUTH €T0

MHTCHCUBHOCTD.

> 150 000/mxm — < 250 000/mki YMeHbIINTh CYTOUHYIO 103y Ha 25 mr. Uepes 2 Henenu
OLEHUTh APPEKT OT KOPPEKIHMU J03bl M MPUHATH

pelIeHre 0 JaIbHEUIIeH KOPPEKITUH 10361 * ¥,

> 250 000/mx OTMEHUTh Tepanuio MpenapaToM; YBEIUYUTh YaCTOTY
OIIpENIeJIEHUs] KOJIMYeCTBa TPOMOOLUTOB 10 2 pa3 B
nenemo. [lpu xonuuectse TpomOouuToB < 100 000/MKI
BO300HOBUTH TEPAIIMIO B CYTOYHOH /103€, YMEHBILIEHHOMN

Ha 25 MT.

* ]ISl MaFeHTOB, TOMYYAOIINX TIpermapaT B g03¢ 25 Mr 1 pa3 depes [eHb, 03y YBEIHMUUBAIOT 10 25 MT
1 pa3 B CyTKH.
**]JII1 TAIMEHTOB, IONYYAIONIUX IIpemapar B mo3e 25 Mr 1 pa3 B CyTKH, CIEIyeT PacCMOTPETh

BO3MOXKHOCTh IpHeMa Iperapara B o3¢ 25 mMr 1 pa3 uepe3 CyTKu.

Tepanuio mpenmapaToM MOXHO COYETaTh C MHBIM MeIUKaMeHTO3HbIM JjedeHueM WTIL. I[lIpu

MEJUIIMHCKOW HEOOXOIUMOCTH BO BpeMs Tepamuu mpernapatom InrpomoOomar [ICK cnemyer
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KOPPEKTUPOBATh PEXHUM JO3UPOBAHHS OJIHO DCMCHH(F HDM?I&VIHTXE%@H&DJ )

n30eKaTh Ype3MEPHOTO YBEIMUCHHSI KOJTMYECTBA TPOMOOIIUTOB.

Kak npu moBeIleHNnH, TaK U TIPU CHIDKEHUH J03bI KOPPEKIHIO MPOBOJAT C «ILIArom» 25 Mr/cyT.
HekoTopslM mammeHTaM MOXKET MOTpeOoBaThCcs KOMOWHAIMS TaOJIETOK Ipemapara ¢ pasHOU
JIO3UPOBKOM B pa3HbIE JHU JICUCHUS WIM MEHEE YacToe IPUMEHECHHUE.

[Tocne m060K KOPPEKIIUK 103bI Mpernapara KOJIMYeCTBO TPOMOOLIUTOB CIETyeT KOHTPOJINPOBATh
[0 KpallHEll Mepe €KEHEIENbHO Ha NpOoTsHKeHMHM 2-3 Henenb. CHIycTs MO MEHbIIEH Mepe
2 Henenu clieyeT OueHUTh 3(P(EeKT KOppeKUUH A03bI Ha KOJIWYECTBO TPOMOOIMTOB ISt
MPUHSITHS PEIIEHUS 0 HEOOXOIMMOCTH JaIbHEUIIET0 U3MEHEHHUS 103bI.

VY nanueHToB ¢ HMPPO30M IeUeHH (HapylleHueM (yHKIUU NIEYEeHH) MOBBIIIATh JJ03Y CIEAyeT He
paHee yeM uepe3 3 HeJlesr Nocie Havana Tepanuu (cM. pasznen 4.4).

Ommena npenapama y 83pocavix u oemei cmapuie 3 iem

JleyeHnue npenapaTtom cieAyeT NpeKpaTUTh, €CIH KOJIMYECTBO TPOMOOIIMTOB HE YBEIMUMBAETCS
710 3HA4YEHHUs, JOCTATOYHOIO JJIi YMEHBIICHUSI PUCKAa KPOBOTEUCHH, Tocie 4 Heelnb Tepanuu
IIPEnapaToM B 103€ 75 MI' B CyTKHU.

Cnenyer mnepHOIMYECKH OLIEHUMBAaTh KIMHUYECKOE COCTOSHME TManueHTta. Pemenwe o
HEOOXOJUMOCTH TMPOAOIDKEHUSI Tepanuu MPUHUMAET Jieyalluid Bpad B HWHAUBUAYAIbHOM
nopsiike. Y TanuMeHToB 0e3 CIUICHIKTOMHHM B aHaMHe3e CclielyeT MPHUHHMaTh BO BHUMaHHE
BO3MOXXHOCTh IPOBEIEHUS JAHHOTO OINEPAaTUBHOIO BMeIIaTenbcTBa. llocie oTMeHbl Tepamuu
BO3MO>KHO TIOBTOPHOE Pa3BUTHE TPOMOOLIMTONIECHHH.

[MamuenTs! ¢ xporudeckuM BI'C. compoBOKIAIOIIMMCSA TDOMOOIIUTOIIEHUEN

Ilepen npumenenuem mnpenapara Inrpombonar [ICK oxHOBpeMEHHO C NPOTUBOBHPYCHOM
MEAMKAMEHTO3HOW Tepamueil HEeOoOXOAMMO O3HAKOMUTHCS C TIOJHOW HMHCTPYKIHEH IO
MEAUIIMHCKOMY MPHUMEHEHUIO BhIIIEYKa3aHHbIX JEKapCTBEHHBIX MPernapaToB.

[lenpto mpuMeHeHUs mpenapara Ha (OHE AHTHUBUPYCHOW Tepanuu SBISETCS MOAJIEep:KaHue
KOJINYECTBA TPOMOOIIMTOB, TO3BOJISIONIEE MPEAOTBPATUTH PUCK PA3BUTHS T'€MOPPArHUECKUX
OCJIOKHEHUH, Kak mpaBuio, okoino 50 000-75 000/mxn. Crnemyer wu3beraTb yBEIWYCHHUS
KoJudecTBa TpoMOomuToB > 75 000/MKJI.

Jnsa monpnepkaHuss M JOCTIKEHUS HEOOXOAMMOIO KOJIMYECTBA TPOMOOLMTOB MPUMEHSIOT
MUHHMAaJIbHYIO 3(QQEKTHBHYIO 103y Ipenapara, HeOOXOAUMYIO AJs Hayaja U ONTUMHU3AINH
IPOTUBOBUPYCHOM Tepanuu. [Tog0op 1036l OCHOBaH HAa U3MEHEHUH KOJIMYECTBA TPOMOOIIUTOB.
[Tpenapar Dntpombonar [ICK He npenHa3zHaveH A1 HOpMAJIU3AIUU KOJIWYECTBA TPOMOOIIUTOB.
B KiIMHUYEeCKHX HCCIEeTOBaHUSIX MOBBIIICHHE KOJMYECTBA TPOMOOLMTOB HAOMIOAANOCH Kak

IMMpaBUJIO B TCUCHUC 1 HCACIIN MOCJIC HavYalla TCpalnu IpeCrapaToM.
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(MOCNEOOBATENBLHOCTE 0002)

Ilepsonauanvuwiii pesxxcum 003uposansl

Bspocnvie

Hauanbnas no3a npenapata Dntpomobomnar [ICK cocrasnser 25 mr 1 pa3 B CyTKH.

VYV manueHToB a3MaTCKOW pachkl (TaKMX KaK KUTAMIIbI, SMOHIIBI, KOPEWIIbI W TaWIlbl) JICYCHHE
npenaparoM Dntpombornar [ICK crenyer HaunHaTh ¢ 10361 25 MT 1 pa3 B CyTKH.

Monumopune u Koppexyus 003bl

Hozy npemapara Dntpombornar [ICK yBennuuBaior ¢ «marom» 25 Mr/cyT Kaxkasle 2 HeJenu 10
JOCTHKEHUS KOJIMYECTBAa TPOMOOIIMTOB, ONTUMAJILHOTO JJIs Hayalla MPOTUBOBUPYCHOM Tepanuu
U B cooTBeTcTBUM ¢ TaOmwmmeit 2. Ilepen HavasioM NPOTHBOBHPYCHOM Tepanmuud HEOOXOIMMO
KOHTPOJIMPOBATH KOJMYECTBO TPOMOOIIUTOB €KE€HEACIbHO. B MOMEHT Havaa mpOTHBOBUPYCHOM
Tepanuu KOJIMYECTBO TPOMOOIIMTOB MOKET PE3KO YMEHbBINATHCS, MPU ITOM ClIeyeT U30erarb
HEMEJJICHHOW KOppeKIuH 10361 ipenapara dnrpombonar [ICK.

Bo Bpems mnNpoTMBOBUPYCHOW Tepamuu HEOOXOAWMO KOPPEKTHPOBAaTh 03y Ipenapara
Onrpombonar I[ICK takum 06pazom, yToObI H30€kKaTh CHUXKEHUS 103l IITUHTEP(PEPOHaA B CBS3H
C BO3MOXKHBIM YMEHBIICHHEM KOJIHYECTBA TPOMOOIIUTOB, YTO MOXKET YBEIUYHMBATH PHUCK
kpoBoTedueHus. KoauuectBo TpoMOOLMTOB CleAyeT KOHTPOJIMPOBATh E€XKEHEAEIbHO 0
JOCTIDKCHHS CTAOMIIM3AIMK WX KoimdecTBa (kak mpaBuiio okoso 50 000/mki — 75 000/mki). B
JTAIBHEUIIIEM CIIEIyeT €KEMECSYHO KOHTPOJIUPOBAThH MOKA3aTeNu OOIIEKIMHUYECKOTO aHaln3a
KpPOBH, BKIIOUAsl OMpEJeICHHe KOTUYeCTBa TPOMOOIIMTOB M Ma30K nepudepuueckoil kposu. B
clly4yae, €cCld KOJMYEeCTBO TPOMOOIIMTOB TMIPEBBIIIAET LEJIEBOE, CIEAYEeT pPacCMOTPETh
BO3MOKHOCTh YMEHBIIICHHsI CyTOYHOM 1103bI mpemnapata Ha 25 mr. OneHutb 3G (exT naHHON u
0001 MOCIeAYIONIEeH KOPPEKITUH 03I CIIEAYeT Yepe3 2 Heelu.

He cnenyer mnpesbimate 103y 100 mr/cyr. PekomenmoBaHHass no3a mAruHTepdepoHa WM
pubaBUpUHa TpPEICTaBICHa B HMHCTPYKUUU IO MEAUIMHCKOMY TPUMEHEHHIO YKa3aHHBIX

npernaparosB.

Ta6auna 2. Koppexkuusi no3s1 npenapara Jdarpombonar IICK nas manuentos ¢ BI'C Bo

BpeMs IPOTHUBOBUPYCHOM Tepanuu

KosaunvecTBO TPOMOOUMTOB Koppexuusi 10361 HJIM OTBET

<50 000/mK1 B TeueHHE 1O KpaiiHel | YBEIWYUTh CYTOYHYIO /03y Ha 25 MI, HO HE BBILIE

Mepe 2 Helenb Teparuu 100 mr B CyTKH.

> 200 000/mx1 — < 400 000/mK VYMeHbIIUTh CYyTOYHYH 03y Ha 25 wmr. Cmoycrts
2 Hemenu OUEHUTHh YPQPEKT OT KOPPEKIUU HO03BI U

IPUHATH PEIIEHUE O aNbHEHIIel KOPPEKIHUU T03bI*.

> 400 000/mx [Ipexpatute mpuem mnpemnapata Inarpombomnar [1CK;
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KoanuectBo TpoMOOIINTOB Koppekuus 03B MIN OTB

YBCIUYUTH 4acCToTy OIMPCACIICHUA KOJIM4YeCcTBa
TPOMOOIIUTOB JI0 2 pa3 B HEACIIO.
[Ipu kommuectBe TpoMOoruToB < 150 000/mK,

BO300HOBUTH TEPAINHMIO B CHIPKEHHON CYyTOYHOH J103€.

* JIo1s MarMeHToB, MOYYaroIIiNX MMpenapar B m1o3e 25 Mr 1 pa3 B CyTKH, CIEIyeT pacCMOTPETh BOIPOC O

NIPUMEHEHUH Tpenapata B 1o3e 25 Mr 1 pa3 uepe3 CyTKH.

Ommena npenapama

VY namuentoB ¢ BI'C renorumna 1/4/6, He3aBUCHUMO OT pELICHHS O NPOJOJIKCHUU TEpalHH
uHTEephEpOHaMH, CIEIyeT paccMOTpeTh oTMeHy mpemnapara dnrpombonar [ICK B ciyuae, ecnu
3¢ dexT oT JeueHnus] MPOTUBOBUPYCHBIMU TIperapaTaMu He NOCTUTHYT Ha 12-if Henmene. CiemyeT
OTMEHHUTbH TEPAIUIO MPENapaToM B ciydae, €Clid Mocje JBYX HeAeldb NPUMEHEHUS B CyTOUHOU
no3e 100 Mr He IOCTUTHYTO LIEJIE€BOE KOJMYECTBO TPOMOOLMTOB, HEOOXOAMMOE JUIsl Havaja
IIPOTUBOBUPYCHOM TEpAINH.

Crnenyer mpekpaTuTh JiedeHue mpernapatom Onrpomoormnar [ICK, ecnmu mocne 24-HemenbHOU
Tepanuu  oOHapykeHa puoOonykienHoBas kuciorta (PHK) BI'C. Tlocie otmens
POTHBOBUPYCHOM Tepamuu CleAyeT NMPEeKpaTUTh MpUMeHeHHue mnpemnapara dnrpombonar [ICK
IpU OTCYTCTBUM MHBIX MMOKA3aHUH I €ro IPUMEHEHUSI.

Crnenyer mpekpaTtuTh npuMeHeHue mnpenapara OntpomoOomar [ICK B cimyuyae upe3mepHOro
YBEJIMYEHHUSI KOJIMYECTBA TPOMOOLMTOB, Kak omucaHo B TaOmuue 2, WiIM NpU KIMHUYECKH
3HAYUMBIX OTKJIOHEHUSX (PYHKIIMOHAIBHBIX MPOO IMeUeHU OT HOPMHI (CM. paznen 4.4).

IlepBasg MTUHUS TEpAIUU TIHKEION alJIACTUYECKON aHEMUH

Tepanuto npenapatom Dnrpombomnar [ICK cnemxyer HazHadaTh OTHOBPEMEHHO CO CTaHAAPTHOMN
MMMYHOCYNIPECCUBHOW Tepanuen.

He nomyctrMo npeBbilieHre HavaabHOM 10361 ipenapara dnrpombornar [1CK.
Ilepsonauanvhwiil pexcum 003uUpoBaHs.

Bspocnvie u oemu cmapwe 12 1em

Pexomenayemass HauanpHas go3a mnpemapara Onatpombonar [ICK cocraBmser 150 mr 1 pa3 B
CYTKH B TeUeHHE 6 MECSIIIEB.

VY B3pocnbix U neredt B Bo3pacte 12—17 ner azuarckoil pachl (TaKUX KaK KUTAMIIbI, STOHIIBI,
KOpEHIIbl U TaiIel) JleueHue npenapatom Dnrpombonar IICK crenyer HauuHath ¢ 10361 75 MT
1 pa3 B cyTku B TeueHue 6 MeCsIEB.

JHemu 6 6ozpacme 6—11 nem
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PexomeHnyemass HadanbHas J103a Tpenapara 9J‘ITDOM6GH’51:'H: CoCh e 73 M :i':'r;é'tz B

CYTKH B T€UEHHE 6 MECSILIEB.

VYV nereit B Bo3pacte 6—11 ner a3marckoil pachkl (TaKMX Kak KHUTAWIIbl, SIMOHIbI, KOpPEHIbI U
Taipl) euenue npemnaparom Inrpomobomnar [ICK crnenyer HaunHath ¢ 10361 75 Mr 1 pa3 B 2 aHs
B T€UEHHE 6 MECIIIEB.

Jlemu 6 6o3pacme 3—5 nem

Pexomennyemast HauanbHast no3a npenapara DnatpomoOomnar [ICK cocrasnser 2,5 mr/kr 1 pa3 B
CYTKHU B TE€UCHHE 6 MECSILIEB.

VY nereli B Bo3pacte 3—5 JET a3MATCKOM pachl (TaKUX KaK KHUTAMIIBI, STIOHIIBI, KOPEHIIBI M TANIIbI)
neuyenue npenaparom dnatpombonar [ICK cnenyer HaunHaTh ¢ 10361 1,25 Mr/kr 1 pa3 B CyTKHU B
Te4eHHe 6 MecslEeB B cllydae, €ClIM Bec MauuMeHTta coctaBiger > 20 kr. B ciydae, ecinu Bec
nanyeHta cocraBmsier oT 10 mo 20 kr, ciemyer HauMHATh TEpANMIO MpernapaTom
Ontpombonar [ICK ¢ mo3s1 25 Mr 1 pa3 B 1Bo€ CyTOK B T€UCHHE 6 MECSIICB.

Ecnu He ymaercss TOCTUTHYTh KOPPEKTHOW J1103bl, Tepamuio mpenapatoM Onrpombonar [ICK

CJIICAyCT HAUNHATh ¢ MUHUMAJILHO BO3MOXKHOM JO3BI.

Taoauna 3. Koppexkuusi 1036l CTAHAAPTHOH HMMYHOCYNPECCHBHOM TepamuM B CJIydae

COBMeCTHOM Tepanum ¢ npenaparom Jarpomoonar IICK

NmmyHocynpeccuBHasi Tepanusi Koppexuusi 10351

NmvmyHOTIOOYIMH 40 mr/kr/cyT, ucxoas u3 (PaKTHUECKOW MacChl Tea,

AHTUTUMOLIUTAPHBIHN (JIOIIaTUHBIN) BHYTPUBEHHO C 1-ro0 1o 4-i1 1eHb B Te4eHHUE 6 MECALIEB

[Muxnocniopun (TepaneBTuueckas | Bapocaele u netu crapuie 12 ner:

no3a B TedeHue 6 mecsues, ¢ 1 mHs | 3 MI/KT, UCXO/s U3 (PAaKTUYECKON MacChl Tena, BHYTPhb

no 6ro mecsia, ¢ TOMPaBKOW Ha | Kaxaele 12 gacoB (00miasi cyTouHas J03a COCTaBIISACT

JOCTUKCHUE 1eJIeBOM | 6 MI/KT/cyT) B TedeHue 6 MecsleB, HauWHas ¢ 1-To
TEepaeBTUYECKON O3Bl 200— | mus.
400 mxr/i*) [Manmentsl ctapmie 20 JIET ¢ WHACKCOM MAacChl Tena

(UMT) > 35 mam panumeHThl B Bo3pacte 12—20 jeT ¢

HUMT > 95-ro npo1ieHTHIA:

3 MI/KT, HCXOAS W3 CKOPPEKTHPOBAHHOW MAaCCHI
Tena**, BHyTpb Kaxnbple 12 dacoB (oOmias cyTo4Has
710332 COCTaBJIIET 6 MI/KT/CyT) B TeYeHHE 6 MECSIICB,
HayuHag ¢ 1-ro gus.

Jletu B Bo3pacte 3—11 jner:

6 MI/KT, ucXolsa U3 (PaKTUIECKONW MacCChl Tejla, BHYTPb
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Kaxaple 12 yacoB (oOmiast CyTo4Hasi 7032 COCTaBIISET
12 mr/kr/cyT) B Teduenune 6 MecsleB, HauuHAs C 1-TO
TTHSL.

IHarmmenTsl ¢ UMT > 95-ro oporieHTHIs:

6 MI/KT, UCXO/ U3 CKOPPEKTUPOBAHHOW Macchl Tena*,
BHYTpPh Kaxnple 12 4yacoB (oOmrass cyTouyHas Jo03a
coctaBisieT 12 Mr/kr/cyT) B TedeHHE 6 MECSIICB,

HadyuHai ¢ 1-ro mHi.

[uknocnopun  (mojuepkuBatommas | s HAlAECHTOB, KOTOpbIE JOCTUTal0T

1103a, ¢ 6 o 24 MecsIIbI TepaIin) TEMAaTOJIOTHYECKOr0 OTBETA B T€UEHUE 6 MECSIIEB:

2 MI/KT/CYyT Ha3Ha4alOT BHYTPh B (PUKCHpOBaHHOM

03€ Ha IOIOJIHUTENLHEIE 18 Mecs1eB.

*MoXeT TMOTPeOOBATHCS KOPPEKIHS T03bI IHUKJIOCIOPWHA IS JOCTHIKCHHUS IICJICBHIX YPOBHEH B
clyyac TMPUMEHEHHUS UIUKIOCIOPMHA COBMECTHO C JAPYIHMMH TpernapaTaMu; pPEKOMEHIYyeTcs
PYKOBOJACTBOBATBHCSI  COOTBETCTBYIOIICH HHCTPYKIMEH 1O MEAUIMHCKOMY NPUMEHEHHUIO ISt
LMKJIOCIIOPHHA.

**PaccUMTBHIBACTCS KaK CPEJHEE 3HAUCHUE MEXKIY HICATbHON Maccoil Tena u (aKTUIeCKOW Maccoi

TCI1a.

Monumopune u koppexyus 003v1 npenapama Iampomoonae I[ICK

AHanu3 TeMaToIOTHYEeCKUX TIOKazaTesled W HccleloBaHUA (DYHKIUHM TEYEHH JOJDKHBI
IPOBOAMTHCA  PEryJSIpHO  Ha  MPOTSDKEHWHM  BCEro  Kypca  Tepalmuu  Ipernaparom
Ontpombomnar [ICK; koppekuwio 10361 mpenapaTa CIeAyeT MPOBOJWTH HAa OCHOBAaHUU
KOJINYECTBA TPOMOOLIMTOB, KaK yka3aHo B Tabmure 4.

B TaGnuue 5 npuBeaeHbl peKOMEHIAINH 10 KOPPEeKIMH 036l penapara Dntpomobomnar [ICK B

cily4ae HapymeHud (PyHKITUU eYeHH U TPOMO030B/ IMOOIHH.

Tabauna 4. Koppexuusi no3s1 npenapara Jdarpombonar IICK B Tepanun nepBoii JUHUHA

TSKEJ0H allJIacTHYEeCKO aHeMUH

KoanuecTBO TpOMﬁOHHTOB KoppeKuml J03bI HJIX OTBET

> 200 000/mk1 — <400 000/mMK1 CHuxkaTh CYTOYHYIO 03y Ha 25 MI KaxKIble 2 HEACIH J10
MUHUMAQIbHO  BO3MOXKHOW  JIO3BI, TIpH  KOTOPOHU
KOJINYECTBO TPOMOOIIUTOB > 50 000/MKI.

VY nereit B Bo3pacte 3—12 ner, mpMHUMAaBIIUX Tpenapar
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KoanuectBo TpoMOOIINTOB Koppexnust N03bI HITIC0

Onrpombonar [ICK B mo3e 25 mr 1 pa3 B cyTku, clieqyer
paccMOTpeTh BO3MOKHOCTh IpHEMa Ipenapara B J03€

25 MT yepes JICHb.

> 400 000/mx [Ipekpatuts mpueM mnpenapata DntpomoOomar [ICK Ha
1 Henemo.

I[Ipu  kommvectBe  TpoMmOormuToB < 200 000/mKi
BO300HOBUTH TiprieM mpenapata nrpomoborar [ICK B
7103€, CHUKEHHOMU Ha 25 mr (y aerelt B Bo3pacte 3—12 ner,
npuHuMaBIuxX rnpenapar Oarpombomnar [ICK B mose
25 mr 1 pa3 B CyTKH, CIEAYET PACCMOTPETh BO3MOKHOCTh

npueMa mpenapara B 103¢ 25 MT 4epe3 JICHb).

Tabnmuma S. Pexomenayemasi koppexuusi A03bl npenapara Juarpombonar IICK npn

HaApyLIeHUSAX PYHKUMH NeYeHU U TPoM003ax/IM001Mu

Peaknus Pexomenpanun

Hapymenus pynkium neuenn | YBenuueHue BepxHel rpanuiisl HopMbl (BI'H) aktuBHOCTH

amannHaMugorpancdepassl (AJIT) B 6 pas:

peKpaTuTh mpuem npemnapara dnrtpomoonar [1CK;
npu ypoBHe aktuBHOCTH AJIT <5 or BI'H B0300HOBHTH
[IpUEM IIperapara B IEpBOHAYAIILHOU J103€.

VYBemnuenne BI'H axktuBHoctm AJIT B 6 pa3  mocie

BO300OHOBJEHMSI OpreMa npemapara (WM HECBA3AHHOE C

APpYIrumMmn BO3MOXHBIMHU d)aKTODaMI/I, TaKMMH KaK

CBIBOPOTOYHAA 60JI€3HB, CCIICHC WM IIPpHUEM a30JI0BBIX

[IPOTUBOIPUOKOBBIX IIPEIIAPATOB):

KOHTPOJb ypoBHA AJIT kaxasie 3—4 mns.

Ecmu ypoBens AJIT > 6 11py TOBTOPHBIX aHAIN3aX KPOBU:

npeKkpaTuTh npueMm npenapara nrpomoonar [1CK;

npu ypoBHe aktuBHoctu AJIT <5 or BI'H B0306HOBUTH
npueM Mnpenapara B [J03€, CHWXEHHOM Ha 25 Mr oOT
MPEABIAYILEH J103BI.

Eciu ypoBenr AJIT BHOBL > 6 IIpH IIpHEME IIpemapara

Darpombomnar [1CK B cHMXEHHOH 103€:

CHWXKaTh 103y mnpemnapara OnrpomoOomnar [ICK wa 25 wmr,
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(MOCHAEROBATENBROC T 0002)

Peaknusa Pexomenaanuu

noka yposeHb AJIT He cHuzures no 5 BI'H.

JIaHHBIX O BO3MOXHBIX KOPPEKIUAX J03bl y JETe Hu3-3a
HapymieHus (YHKIWH TeYeHU He cymecTByeT. Koppekiuio
03Bl CIeAyeT OOCYXJaTh HAa OCHOBAaHUU KIMHUYECKOM

OLICHKH.

Tpom603/3mO0mMsT I[Ipu TpomOGo3e rayOOKHMX BEH, JIETOYHOW HSMO0JINH,

TPaH3UTOPHON HIIEMUYECKON aTake, MHCYJILTE M MH}ApKTE

MUOKapaa B Jrb0oe BpeMs Ha (OHE Tepallud Openaparom

Darpombomnar [ICK:

[Ipexpatute npuem mnpenapata nrpombornar [ICK, HO
NPOJIOJDKUTE TPHEM HMMMYHOCYIPECCHBHBIX IIpPEIapaToB
(MMMyHOTTIOOYTMH  aHTUTHUMOLIMTAPHBIA  (JIOIIAUHBIN) U
mukiocnopun).  Ecim  mpum TpomOo3e  KOJHMYECTBO
tpomborutoB > 50 000/mMKky,  pekoMeHmyeTcss  Ju0o
Ha3HAUYCHUE TEpalid  JHOKCAIAPHHOM WU  JIPYTHM
AQHTUKOATyJIIHTOM /10 TeX TOp, TOKa KOJUYECTBO
TPOMOOIIUTOB HE nocTUrHeT ypoBHs < 20 000/mxi, mmbo
CTaHJAPTHBIA KypC aHTUKOATyJITHTHOW TEparuu B TCUCHHE

3—6 MecsIIEB.

Ommena npenapama

OO6mm1as mpoJOKUTENBLHOCTH MprueMa npemnapata Inarpomoomnar [ICK coctaBusieT 6 MecsIies.
UpesmepHoe yBenuwdeHUE KojaudecTBa TpoMOoruToB (cMm. Tabmuiy 4) u  pa3BuTHE
HE)KENaTeNIbHBIX SIBIICHUH, YKa3aHHBIX B Tabmuie 5, Taxke TpeOyIOT MpeKpaiieHus IpueMa
npenapata Dntpombomnar [ICK.

[NarmeHTsl ¢ pedpakTepHON TSHKEION aluIacTUYECKON aHeMuel

Ilepsonauanvuwiii pexxcum 003uposansl

Bspocnvie

Hauanbnas no3a npenapata Dntpomobomnar [ICK cocrasnser 50 mr 1 pa3 B cyTKH.

VYV marnueHToOB a3MaTCKOM pachl (TaKUX KakK, KUTAWIBI, STOHIBI, KOPEHIIBI M TaWIlbl) JICUCHHE
npenaparoM Dntpombornar [ICK cremyer HaunHaTh € 10361 25 MT 1 pa3 B CyTKH.

Mounumopune u koppexyus 003ol

JUis TOCTHKEHUST TeMAaTOJIOTHYECKOTO OTBETa TpeOyeTcs KOPPEKIHS J03bl Kak MPaBUIO 0

150 mr, nyst yero MoXxeT moTpedoBaThes 10 16 Hemeab ¢ MOMEHTA Havaja JCUYCHHs TTPernapaToM.
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Ho3y npenapara Dnrpombormnar [ICK crenyer yi eanHBél;lﬁ:lc::tﬂgr‘ai;[: %U&E‘QE}QEL%B:%E&J& 10

7103bI, HEOOXOTUMON I JTOCTMIKEHHUS LIEIEBOT0 KosindecTtBa TpombOomutoB > 50 000/mki. Y
NAlMEHTOB, NPUHUMAIOUIMX Ipenapar B o3¢ 25 Mr 1 pa3 B CyTKH, CI€AyeT YBEIMYUTH
CyTOUHYIO0 103y 10 50 Mr mepen AanbHEWIIMM MoBbIIeHWEM A03bl Ha S50 mr. He cruemyert
npeBbliath J03y 150 Mr B cytku. Creayer peryjgspHO KOHTPOJHUPOBATH KIMHUYECKHUE
reMaToJIOrMYeCcKUe IOKa3aTeld U «IE€YEHOYHBIE» TECThl HAa BCEM IMPOTSIKEHUU Tepanuu U
KOPPEeKTHPOBaTh 103y mpemnapara Dnrpombonar [ICK Ha ocHOBaHMM KOJIMYECTBA TPOMOOIIUTOB

B COOTBETCTBUH ¢ Tabmureii 6.

Ta6auna 6. Koppexuust 103s1 npenapara Jarpomoonar IICK nnsa nanuenTos ¢ TAA

KoanuecTBO TpOMﬁOHHTOB KoppeKuml J03bI HJIX OTBET

<50 000/mxkn B Teuenue 10 | [loBBICUTE cyTOuHylO A03y Ha 50 Mr, HO HE BBIIIE
KpaiiHeil Mepe 2 Hellenb Tepanuu 150 Mr B cyTku. Y mMalMeHTOB a3MAaTCKOM pachl WU
MalMEeHTOB C  HapylmieHHueM (QYHKIHH  TICYCHH,
MPUHUMAIOIIMX Tpenapar B go3e 25 Mr 1 pa3 B CyTKH,
ClIeAyeT YBEIWYUTh CYTOUHYIO 103y 10 50 Mr mepen

ManbHENIIINM IOBBIIIIEHUEM 0351 Ha 50 MT.

>200 000/mMkn — <400 000/mxn B | CHU3HUTE cyTouHyio n03y Ha 50 mr. Cmycts 2 Henenu
moboe Bpems omneHUTh 3PGEKT OT KOPPEKIUU J03bI U TPHUHATH

pelIeHKE O NaabHEHIIEH KOPPEKIIUU JO3bI.

> 400 000/mx [Ipekpatuts npuem npenapara Dntpombomnar [ICK He
MeHee yeM Ha | Henento.

I[Ipu  xommuectBe  TpomOommToB < 150 000/MKI
BO300HOBUTB JICUEHHE B CYyTOYHOM J103€, CH)KEHHON Ha

50 mr.

>400 000/mxnn  crmyctst 2 Henenu | Ilpekparuts npuem npenapara dnrpombonar IICK.
Tepanuu IpernapaToM
Ontpombonar [ICK B cHmkKeHHOM

CYTOYHOM J103€

Hocmenennoe cuudicenue 003bl Yy NAYUEeHMO8 C _MPEexXIUHCUHbIM _OmMEemoM HA _mepanuio

(netkoyumsl, SpUMmpoyunvl u mp0M60uumbl)

IMocne noctmxenuss konumdectBa TpoMmOouuToB > 50 000/MKJ, KOHLEHTpAIMM TeMOTJI0o0MHA
> 10 r/nn 6e3 TpaHcdy3uilt SPUTPOLIUTHON MacChl M aOCOMIOTHOTO umciia HerTpodunoB (AUH)

> 1x10°/71, cTaOUIBHO COXPAHSIOIIMXCA HA MPOTSKEHMHM He MeHee § Hezlelb, 03y Mperapara
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Ontpombonar [ICK  cinenyer cuu3uth Ha| 50 %. '3”HEPFE%%%HEBEH&%'xEﬁ{ﬂ%E&XM

BI:II_HeyKaBaHHBIX IIoKa3aTeIsax qepe3 8 HCACIIb IIOCJICE CHHXCHHUSA I03bI cne;[yeT HperaTI/ITB
JIeYeHUE TpermapaToM C PEryJsIpHBIM KOHTpPOJIEM I[IOKa3aTeneil aHamm3a KpoBu. B ciydae
yMeHbIIIeHUs KojmdecTBa TpoMOoruToB < 30 000/MKII, CHU)KEHUS KOHIICHTPAIIMA TeMOTIIOOMHA
<9 r/nn umu ipu AYH < 0,5%10°/1 BO3MOHO BO30OHOBJIEHHE JICUEHHs PENapaToM B TIPEKHEH
a¢dekTuBHOM 103€.

Ommena npenapama

B ciydae OTCyTCTBHMS Te€MaTOJOTMYECKOTO OTBETa IMociae 16 Henenb JIeYeHUsl Tepanuio
npenaparoM Datpombonar [ICK ciaexyer ormenuTs. Heo6XoamMo paccMOTpPETh BO3MOXKHOCTH
OTMEHBI  Teparmuu mnpenaparom  IOnatpombomnar [ICK B ciydae TOSBIEHHS  HOBBIX
HUTOTC€HETUUYECKUX OTKJIOHEHUW (cM. pazzen 4.8). Taxxke oTMeHa Tepanuu IpenaparoM
Ontpombomnar [ICK TpeGyercss B ciiydae Ype3MEpHOTO OTBETAa CO CTOPOHBI KOJIHMYECTBA
TpoMOOIIUTOB (Kak yka3zaHo B TaOnuie 6) wWiIM BaXHBIX OTKJIOHEHHUW PE3yJIbTaTOB
«TEYEHOYHBIX» TECTOB (CM. paznen 4.4).

Oco0ble rpynnel MauueHToB (Ui BceX MOKA3aHu)

Tayuenmor noscunozo eo3pacma

HmeroTcs orpaHUuYeHHbIE AAaHHBIE 110 NPUMEHEHHIO INpernapaTa 3ATpoMOomar y MalueHTOB B
Bo3pacte 657er M crapme. B KIMHUYECKMX HCCIIEIOBAaHUAX HE OTMEUEHO KIMHMYECKU
3HAYMMBIX P3Ny 6€30MacHOCTH 3ATpoMOoOIIara y maueHToB B BO3pacTe 65 JeT U cTapie mo
CpaBHEHMIO ¢ 00Jiee MOJIOABIMU MallUEHTaMHU. Jpyrue KIMHUYECKHEe TaHHbIE TAaKKe yKa3blBaIOT
Ha OTCYTCTBHE pa3jM4yuil B OTBETaX Ha JIEUEHHE y NOXKWIBIX MAallMEHTOB M NAIMEHTOB OoJee
MOJIOJIOTO BO3pacTa, OJHAKO HEJb3s1 UCKIIIOUUTH MOBBIILIEHHYIO YyBCTBUTEIBHOCTH K IIpenapary
y OTAEJBHBIX NAMEHTOB MTOKUIIOTO BO3paCTa.

layuenmol ¢ napywenuem @yHKyuu nouex

Koppekuuu 10361 y NAalIMEHTOB ¢ HapyleHUeM (QyHKIMH Touek He TpeOyercs. OIHaKo B CBA3M C
OTpaHUYEHHBIM ONBITOM NPUMEHEHUS B KIMHUYECKON NMPAKTHUKE y MAalUEHTOB C HapylIEHHUEM
¢ynkuun nouek mnpenapar Oarpombomnar [ICK crienyer mpuMeEHSATh ¢ OCTOPOXKHOCTHIO U Ha
(OoHE TIIATEJIBHOTO MOHUTOPHUHIA, HAIpPUMEpP, KOHTPOJS KOHIEHTPALUU KpeaTHMHUHA B
CBIBOPOTKE KPOBH U IIOKa3aTelel aHaJIN30B MOYH.

Iayuenmoi ¢ HapyuwieHuem QYHKYuU neveHu

VY mnamuentoB ¢ UTII u Hapymenuem ¢QyHKIuM mnedeHu (> 5 6amioB no mkane Yaina-I1ero)
npenapar Oatpomobonar [ICK crienyeT mpuMeHATh C OCTOPOXKHOCTBIO Ha (POHE TIIATEILHOTO
KOHTpoOJIZ cocTtosiHus  (cM. pasnen 4.4). Ilpy HEoOXOIMMOCTH Tepanmuu  IpenapaToM
Onrpombonar I[ICK y nanuenta ¢ UTII u HapymenueMm GyHKINU MIEYSHU JICYEHUE HAUMHAIOT B

nose 25 mr/cyr.
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VYBenuuuBath J03y Mpenapara y HalUeHTOB ¢ Hapym'gllqll;llﬂ-‘MlF%gﬁ'ﬁﬁﬁ%gﬁn]_éﬂelﬂ%r' HE

paHee ueM uepes3 3 HeJeNu ociie Havasla TepanyH.
VY nanuenToB ¢ xponndeckuM BI'C u HapymieHneM (QyHKUMU TEUEHH, a TaKKe y MalMeHTOB C
pedpakreproii TAA u HapymieHHMeM (QYHKIWU TEYEHHU Tpernapar CiaeAyeT NMPUMEHSTh B J03€
25 mr 1 pa3 B CyTKH.
B ximHnyeckoe wuccienoBanue mnanueHToB ¢ TAA, HE MONy4aBIIMX paHEEe MPOTrPAMMHYIO
UMMYHOCYTIPECCUBHYIO Tepanuio, He OBUIM BKIIOYEHBI MAIlMEHTHl C HCXOAHBIM YpPOBHEM
acnaptatamuHoTpancdepazsr (ACT)/AJIT, npewsrmatomem B 5 pa3 BI'H. Hawanpnas nosza
npenapara Onrpomoornar [ICK y manmuentoB ¢ TAA W TeYEHOYHOH HEJOCTATOYHOCTHIO B
NEepBOM JIMHUM Tepanuu JOJDKHA OMNPEAETAThCA MO0 Mepe HeoOXOAMMOCTH Ha OCHOBaHHH
KJIMHUYECKON OIICHKH, MEPEeHOCHMOCTH NpenapaTa ¥ TIIATEJIbHOTO MOHUTOPHHTA (DYyHKIIMU
MIEYECHHU.

eTu
Ilo nmokaszanusm xponudeckas WTII, B kadectBe nepBoil nauHuM Tepanuu TAA mnpenapar
Onrpombonar I[ICK y neteii B Bo3pacte 10 3 JeT HE IPUMEHSIETCSL.
[To mokazanusam xponndeckuii BI'C, compoBoxmaromuiicss TpoMOonuTONIEHNEeH, pedpakTepHas
TAA mpenapar Dnrpombornar [ICK y nereli B Bo3pacte 70 18 €T HE TpUMEHSETCHS.

Cnooco0 nnpuMeHeHus

[Ipenapar Datpombomnar IICK crenyer mpuHMMaTh 1O KpaiiHEeW mMepe 3a 2 yaca J0 WIHM 4Yepes3
4 yaca mocJe npuemMa Takux MPOTyKTOB KaK aHTAIM/Ibl, MOJIOYHbIE TPOAYKTHI MIIM MUHEPAJIbHbIE
n00aBKH, cojepialllie IMOJIUBaJIeHTHbIE KaTHUOHBI (HApUMeEp, KaTUOHBI aTIOMUHUS, KaJbIHs,
JKele3a, MarHusl, CeJIeHa U IUHKa) (cM. pasznenst 4.5 u 5).

Tabnerku mpemapata MOXXHO NPUHUMATh C MUIIEH, cojaepikaiield HeOOoJbIIoe KOJIUYECTBO
Kanbus (< 50 MT') WU IPEIIOYTHTEIIBHO HE COMIePIKaIIe KaTbITUi.

4.3. [IpoTuBONOKA3aAHUS

. ['unepuyBCTBUTENBHOCTE K JICWCTBYIOIIEMY BEWIECTBY WM K JIIOOOMYy U3
BCIIOMOTaTeNbHbIX BEIIECTB, IEPEUNCIICHHBIX B pa3zene 6.1.

. Muenonucmnactuueckuit cunapom (MJC) (B cBSI3M ¢ OTCYTCTBUEM JaHHBIX [0
3¢ pexTUBHOCTH U OE30TIACHOCTH Y TAaHHOW KaTeropyH MalueHTOB), CM. pa3zaei 4.4.

. bepemeHHOCTB U TIEpHOA IPyAHOTO BCKapMIIMBaHUsI (CM. pazjzen 4.6).

4.4. OcoOble ykazaHHusl M Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

IIpu npuMeHeHuM >ATPOMOONAra B COUYETAHUHU C Tepanueid HHTEPGEPOHOM CylIeCTBYeT
NMOBBIIIEHHBIN PUCK PA3BUTHA HexeaTeJbHbIX peakuuii (HP), BkiIoyasi noreHIMaIbHO
JIETAJIbHYI0 JeKOMIIEHCANUI0 PYHKIMH NMeYeHH U TPOMO0IMOOJIMYeCKre OCI0KHEHUs y

nanueHToB ¢ XxpoHudeckum BI'C, compoBoxaammMcss TpPOMOONUTONEHUEH u
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NMpOorpecCHpyOINM XPOHHYECKHM IOpaKeHueM nedeni, uto onpefensdercs Hu3knvu

ypoBHsAMH ajabO0ymuHa < 35 r/n wiu 6amiom > 10 no mkane MELD (Moaesb» KoOHeYHOM
craauu 3a0o/ieBanus nedenu). Kpome toro, npenmyiecrsa repanuu, odecrneynBarome
YCTOMYMBBII  BHPYCOJOTMYECKMH OTBeT M0 CPaBHEHMIO ¢ IIanedo, ObLIH
HEe3HAYUTEIbHBIMHM Y JAHHBIX NMANMEHTOB (B O0COOCHHOCTH Yy NMAIMEHTOB € HMCXOJHBIM
anp0ymuHOM < 35 r/JI) 10 CpaBHEHHUIO ¢ Tpynnoi B nejgom. Tepanusi aTrpomoonarom y
TaKUX MALMEHTOB J0JLKHA ObITh HAYATA TOJbKO CIENUAJMCTAMU, HMEOIIUMH ONBIT B
Tepanuu nporpeccupywmero BI'C, n ToJbK0 TOrmaa, Koria puckd TpoMOOIHUTONEHHH
WJIN 0TKa3 0T NPOBOAMMOM NPOTHBOBHPYCHOI Tepanuu TpeOyT BMemarteabcTBa. Ecim
NpPOBe/ICcHHE Tepanuy KJIHMHUYEeCKH ONpPAaBJAHO, HEOOXOAUM TINATEJbHbIi MOHMTOPHHT

TAKHX NAIIUECHTOB.

ITpuMeHeHne ¢ aHTUBHUPYCHBIMH IIpeHapaTaMHy IMPsIMOTo JICHCTBHUS

He uzydens! 3¢pexkTrBHOCTE M 0€30MaCHOCTH OAHOBPEMEHHOI'O MPHUMEHEHHs 3iTpomobornara ¢
NPOTUBOBUPYCHBIMH  IIpEHapataMd TNPSMOTro JCHCTBHSA, pPA3pEIICHHBIMH IS JICYCHUS
xponudeckoro rematuta C (MHruOWTOpHI mpoTeasbl Bupyca remaruta C, HyKICO3UAHBIC
UHTUOUTOPHI  TOJMMEpPa3bl, HEHYKJICO3UJHBIE WHTUOUTOPHI MOJIMMEpPAa3bl, HHTUOUTOPHI
HecTpyKTypHOro O0enka SA (NSS5A uHruOuTOpH:)).

I'emaTOTOKCHYHOCTH

[Ipumenenue »saTpombonara MOXKET BbI3BaTh OTKJIOHEHHS OT HOPMBI J1a00paTOPHBIX
nokasaresnei (QyHKIMM NeueHH, TSHKETIble TeNaTOTOKCUYECKHE SIBJICHUS U MOPaXKEHHUE MEUeHH C
BO3MOXXHBIM JIETAIBHBIM HCXOJOM. B KIMHUYECKUX HCCICNOBAHUSX Yy TAIMEHTOB (Kak
B3POCBIX, TaKk H Jered) ¢ xpoHumueckod WTII oTmeueHo mMOBBIIEHHE AaKTUBHOCTH
ceiBopoTouHbIX AJIT, ACT u KOHIIEHTpaIuy HEMPSIMOTo OMIMpyOrHa. ITH peakiui HOCHIIN 110
Oosbiel yactu jerkuit (1-2-s creneHn) u oOpaTUMBIN XapakTep 0€3 KIMHHUYECKH 3HAYMMBIX
CHUMIITOMOB, KOTOpPBIE ObI CBUJETEIHCTBOBAIN O HAPYIIEHUH (DYHKITH [TEYEHH.

B 1pex mianebo-KOHTPONIUPYEMBIX HCCIEIOBAHUAX Yy B3pociblx ¢ Xxponumueckoit UTIL y 1
nanueHTa B rpynne mianebo u y | mamueHta B rpyiine, MojydaBlIell JieueHUEe IpernapaToM
antpomOonar, HabIOaN0Ch HapylleHHe (YHKIUM TeueHu 4 creneHu TsokecTH. [lo maHHBIM
JIBYX IUTaLe00-KOHTPOIMPYEMBIX HCCIEIOBAaHUN y MAIlMEHTOB Bo3pacTe oT | roma mo 17 met ¢
xponuueckoir MTII HP B Bune noseienus akrusHoctu AJIT, B 3 pa3a nmpessimatoniue BI'H,
Obu1H oT™MeueHbl Y 4,7 % u 0 % manueHToB, MoJyYyaBUINX JICYEHHE MpernapaToM 3TpoMoOonar u

1are00 COOTBETCTBEHHO.
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AJIT y mamentoB ¢ UTII Obimn otmMeuensl y 5,7 % u 4,0 % nanueHToB, MOJIyYaBIIMX JICUCHHE
npernapaToM 3TpomMOonar 1 mianedo COOTBETCTBEHHO.

B 2-X KOHTpOJIMpYyeMBIX KIMHHUYECKUX HCCIEJOBAHMSIX C ydyacTUEM MAaIMEHTOB C
tpombonutonenned u BI'C Oblmm 3aperucTpupoBaHbl Clydaw > 3-KpPaTHOTO YBEITHYCHHS
aktuBHOCTH AJIT mmu ACT Beimie BI'H y 34 % u 38 % manueHToB B rpyrie >ATpoMbonara u B
rpymnme mianedo cooTBeTcTBeHHO. [IpuMenenue anrpombonara OAHOBPEMEHHO ¢ KOMOMHAIMEH
mruHTepdepoHa u  pubaBUpWHA OBUIO KOCBEHHO CBS3aHHO C THIEpPOUIUPYOWHEMHEH.
3aperucTpupoBaHbl ciiydyad > 1,5-KpaTHOrO yBeIMUYEHHUs KOHLIEHTpalMu oOIero OuinnpyOuHa
Beime 3Hadennst BIH B 76 % u 50 % B rpynme satpombonara u B rpyImme Iuianedo
COOTBETCTBEHHO.

B OTKpBITOM HEKOHTPOJUPYEMOM HCCIETOBAHUU MAMEHTOB ¢ TAA, KOTOPBIM HE MPOBOAMIACH
paHee nporpamMMHasi UMMYHOCYTIPECCHBHAs Tepanus, Ipyu MPUMEHEHUH MIpernapaTa daTpoMoomnar
COBMECTHO C JIOIIAJMHBIM AHTUTHUMOIMTAPHBIM HMMYHOTJIOOYJTMHOM U IIHMKJIOCTIOPUHOM
oTMeuasioch > 3-kpatHoe yBenuueHue nokaszareneit AJIT u ACT u > 1,5-kpaTtHoe yBenuueHue
obOmero Omnupybuna y 46,8 % mnauuentoB (29 uz 62). Hu oauH U3 yka3aHHBIX CIlydaeB
yBenudeHus nokasareneid AJIT, ACT u obmero OunupyOuHa He IPUBENT K OTMEHE TEepaIuu.

[Ipu mpuMeHeHHM B MOHOTepamnuu y manueHToB ¢ pedpakrepHoit TAA II a3l > 3-kpaTHOoe
yBenuuenue nokazareneit AJIT u ACT oxnoBpemeHHO ¢ > 1,5-KpaTHBIM yBEIUYEHUEM OOIIETO
(Hempsimoro) OunupyObuHa ObUIO oTMedeHO Yy 5 % mamuentoB. OOwmmit OunupyOuH ObLT
yBenudeH B > 1,5 pazay 14 % nanueHToB.

Onarpombonar MHrHOUpyer reusl ypuauHaudochormokyponnnrpanchepaza 1A1 (UGT1AL) u
NOJMNENTHIAa-IEpeHOCUnKa opranuueckux aHuoHoB 1Bl (OATP1BI), xortopele MoryT
CIoco0OCTBOBATh PA3BUTHIO HEMPSAMOU TUNIEpOUIUpyOnHEeMHH (CM. pa3aen S.).

VYV mammentoB ¢ UTII, BI'C u pedpakreprnoit TAA ceiBoporounyto aktuBHOCTE AJIT, ACT u
KOHIIEHTPAIMIO OMmnpyOrnHa HEOOXOMMO U3MEPHUTH J0 Havaja JICYSHHS dITPOMOOIIaroM, 3aTeM
KOHTPOJIMPOBATh KaX/Ible 2 HEJENUW BO BpeMs MOoA00pa J03bI, a TaKKe €KEMECSYHO IOcCIe
JOCTHKEHUS CTAOUIIBHOM J103bI.

[ToBTOpHOE HCCenOBaHUE TOCHE BBISBICHUS OTKJIOHEHUS IMOKa3zarenaell (yHKIUU MEYeHU OT
HOpPMBI TPOBOJAT B TeueHHe 3—5 paHedd. Ecnm  chIBOpOTOUHAs KOHIEHTpauusi OOIIEero
OunmupyOuHa yBEIMYEHA, CIEAYeT OIpPEACIUTh KOHILEHTPAIMIO €ro OTAeNbHbIX (pakimii. B
Clly4ae TMOJATBEP)KJIECHUS OTKJIOHEHUS OT HOPMBI KOHTPOJIb MPOJOJKAIOT 10 pa3pelieHus
JAHHOTO SIBJIEHUS, €r0 CTa0MIIN3alMK J100 BO3BpallleHuUs TToKa3aTeNnel K HCXOJHOMY YPOBHIO.
Jleuenue >nTpoMOOIIaroM MpPEKpalaoT B ciiyyae > 3-KpaTHOTO MpeBbleHus] akTuBHOCTH AJIT

BI'H y manueHToB ¢ HOpMaJIbHOW (PYHKIIMEH MEeYeHN WM B claydae > 3-KpaTHOTO YBEIMUYCHHS
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OTHOCHUTEIIbHO HMCXOJHOTO YPOBHS (MJIU > 5-KPAaTHOTO ' I;JB'enI/;LEeﬁHaE' B-Il:’liiﬂ_”:BHzaB C'I/IMOCTH oT

TOr0, KaKoi IOKa3aTeslb HW)KE) Y IMAalMEeHTOB C MOBBIMIEHHON akTuBHOCTHIO AJIT no Hauana
JIEUYEHUS U CIEAYIOINX PU3HAKOB:

® [IPOrpeccHUpOBAHUE HAPYLIEHUS, JINOO

® COXpaHEHHUE HApYLICHUs Ha MPOTSHKEHUU > 4 Heflenb, 1100

® €ro COYETaHUE C MOBBIIIEHNEM KOHIICHTPAIUU IPMOTro OunupyouHa, a1uoo

® €ro COYETaHHWE C KIMHUYECKMMM CHMIITOMAaMM IOPAKEHUS INEYEHU WIM INPU3HAKAMHU

JIEKOMITEHCAUU (PYHKIINHU TTIECYCHH.

B ciydyae mpuHATHS pelIeHUss O Ha3HAYEHUHW >ATpomOorara B nepBoi JuHUM Tepanuun TAA
cinenyer mposectu aHanm3 mokaszarened AJIT, ACT u OunmpyOmHa n0 Havama jedeHus. B
ciaydae noBbleHus nokazareneid AJIT Ha NPOTSKEHUH TEpanvu CIeAyeT KOPPEKTUPOBATH J03bI
anTpombornara corjaacHO peKOMEHAANusIM, YKa3anHbIM B Tabunure 5.
VY nanueHToB ¢ 3a00JIEBaHUSAMH TEYEHU 3ITPOMOONAr CieayeT MPUMEHSITh C OCTOPOKHOCTBIO.
Jleuenne manuentoB ¢ UTII u pedpaxreproit TAA Ha ¢oHEe MMEIOMUXCSA HAPYIICHUH HYHKITHH
IICYCHH CIIeyeT HAYMHATh C MUHUMAJIBHON CTAPTOBOM J03BI.

JlekomneHcarys GyHKIMY edeHd (IpruMeHeHne ¢ nHTepdepoHaMu)

Jexommencanus (yHKIMU TIEUEHU Y TAIMEHTOB C XpOHUYEeCKHM remarutoM C: HEOOXOauM
MOHUTOPHHT MAIMEHTOB C HU3KUM YpPOBHEM anbOymuHa (< 3,5 r/n) unu 6amnom > 10 mo mikane
MELD.

VYV namuentoB ¢ xponndeckuMm BI'C u mupposom mpu sedeHun uHTEephepoHaMu-aab(a MOXKET
CYIIIECTBOBATh PUCK JCKOMITEHCAIINU (QYHKIIUHU TIeUeHU. B IByX KOHTPOIUPYEMBIX KITMHUYECKHX
UCCIICIOBAHMSIX C YydYacTHEeM TMAalMeHToB ¢ TpomoOouuronenneid u BI'C, mnoxkazarenu,
CBUJICTENHCTBYIOIIME O JEKOMIEHCAlUU (PYHKIMH MeYeHH (acluT, eYeHOYHast dHIe(anonaTus,
KPOBOTEUEHHE W3 BAPUKO3HO PACIIMPEHHBIX BEH, CIHOHTAHHBIM OaKTepUaIbHBIM MEPUTOHUT),
Yaie OTMEeYaauch B rpymme sntpomoonara (11 %), uem B rpynme 1uiane6o (6 %). Y nmanueHToB
C MCXOJHO HHM3KOM KOHIeHTparueil anpOymuHa (< 35 r/nm wim 6amtom > 10 mo mkane MELD)
pUCK JeKoMIleHcanuu (yHKIMU Te4eHH ObUT B 3 pa3a BbIlE, a Takke ObUIO OTMEYEHO
yBenuueHue pucka HP ¢ jeranpHbIM HCXOJOM MO CpaBHEHHIO C MAalMEHTaMH C MEHee
BBIPQXCHHBIM TIOpaKeHHEM TeueHu. Kpome Toro, mpemmyIecTBa Tepamnuu, 00ecTieurnBaromei
YCTOWYMBBIA BUPYCOJOTUYSCKUN OTBET MO CPABHEHHIO C IIare0o0, ObLIM HE3HAYUTEIbHBIMH Y
JAHHBIX TAIMEHTOB (B OCOOEHHOCTH Yy TMAIMEHTOB C HWCXOJHBIM anbOymMuHOM < 35 1/7) 1O
CPaBHEHMIO C TPYIION B IeIoM. DATpoMOomnar cieyeT HazHauyaTh TaKUM IMaldeHTaM TOJIbKO
MoCJie TIIATEIHHOW OIEHKH OKHjaeMoro 3Qexra oT Tepanuu Mo CPaBHEHUIO C BO3ZMOKHBIMHU

PHUCKaMH.
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CHUMIITOMOB JICKOMICHCAUH (DYHKITUH [TEYEHU.

Jlnist monmy4yeHus HHPOPMALIMU O KPUTEPHUSIX OTMEHBI HCIIOJIb3YHTE HHCTPYKIUIO MO TPUMEHEHHIO
COOTBETCTBYIOIIUX MpenaparoB uHTepdepoHa. [Ipuem snTpombornara ciaenyeT NpPeKpaTUTh B
clly4ae OTMEHbI IPOTUBOBUPYCHOW TEPAIUU B CBSA3H C JeKOMIEeHcauen (QyHKIUU [TeUeHU.

Tsokennle nopakeHus IIEUYEHN

B kimmHMYecknx HUCCIICOOBAaHUAX GBIJII/I OTMCYCHBI OTACIILHBIC CIIy4Yad TAKCIOr0 IMOPaKCHUA
neueHu. [ToBbIIeHNE Ta0OPATOPHBIX TIOKA3aTeNel MEYeH! BO BCEX CIydasX pa3pernraioch Mocie
nepepbIBa MM OTMEHBI TEPAIUU TpernapaToM dITpoMOornar. B KIMHHYECKUX UCCIETOBAHHSIX Y
nanueHToB ¢ TAA, KOTOpbIM HE IIPOBOAMIIACH TPOTPAMMHAs UMMYHOCYTIPECCUBHAS Tepanus, u
y HanueHToB ¢ pegpakrepHoit TAA cirydaeB pa3BUTH TSDKEIOTO MOPAKEHHSI TIEYCHH BBISIBICHO
He OBUIO, OHAKO YHCIO MAIMEHTOB C JaHHBIM ITOKa3aHUEM OBLJIO OrpaHUYEHO. YUHTHIBas
npuMeHeHue npu TAA MakcuMaabHOHM AOMyCTUMOM 1036l npemnapata (150 mr/cyT) u xapakrep
pcaKkuuu, HGOGXOI[I/IMO YUUTBIBATH BO3MOXHOCTb Pa3sBUTHUA MOopaXCHU IICYCHU,
AHIYUUPOBAHHOIO IPUEMOM IIpenapara.

TpomboTHyeckre u/mim TpoMO0IMOOINYECKHE OCIOKHEHMUS

KonndecTBO TpOMOOIIUTOB BBIIE HOPMBI IIPEJCTABISET TEOPETUUECKUH PUCK TPOMOOTHUECKUX
u/Wm TpoMOOIMOOIMYECKUX OCIOKHEHUN. B KIMHMYECKUX HCCIIEIOBAaHUAX 3TpoMbonara y
narmenToB ¢ UTII TpomGosmOonuueckne OCIOKHEHHS HAOMIONANINCh TPU KOJHYECTBE
TPOMOOILIMTOB KaK HUXKE, TaK U B IIPeJIeIax HOPMBI.

[TaniueHnTaM ¢ W3BECTHHIMU (PAaKTOpAMU PHCKAa TPOMOOIMOOITHMYECKUX OCIOXKHEHUN (TaKHUX Kak
myTanus gaxrtopa V Jlelinena, nepunut antutpomOuna IIl, antTudochomunuansii CHHAPOM U
Ip.) CIeayeT yAensiTh 0c000e BHUMAaHKE IPU IPUMEHEHUH 3ITpoMOonara.

Crnenyer THIaTENbHO KOHTPOJIMPOBATH KOJIMYECTBO TPOMOOLMTOB M PACCMOTPETH BOIPOC O
CHIDKEHMM JI03bl WJIM OTMEHE 3JITpoMmOomnara, €cid KOJIWYECTBO TPOMOOILMTOB IPEBBIIIACT
IeJIeBbIC 3HAUCHUSI.

B uccnenoBanusix mo UTII y 17 u3 446 namuentos (3,8 %) Obu1 ormMeueH 21 TpomMOOTHYECKHIA
u/unu  TpomMO0IMOOIMUeCKHi AMu304. TpoMO0IMOOoNIHK BKIIOYAIW: 3MOOIHIO, B TOM YHCIIC
JIETOYHYI0 3MOO0IHI0, TPoMOO3 TIyOOKMX BEH, TPAaH3UTOPHBIC HIIEMHUYECKHE aTaku, WH(APKT
MHOKap/a, HIIEMHYECKUH MHCYJIbT M 3aloJ03PECHHBIA MPOJIOHTUPOBAHHBIM 0OpaTUMBIA
UIIEMUYECKUN HEBPOJIOTHUECKUH 1e(DUIIHT.

He cnenyer npuMeHsATh 3nTpoMOonar Ajs JIedeHus NalMeHTOB ¢ HapylleHueM (yHKLIUHU IeUeHH
(> 5 6ammoB mo mkane Yaina-I1pr0), eciim okugaeMas moJib3a HE MPEBHIIIACT YCTAHOBICHHBIN

puck TpomOo3a BOPOTHOW BEHbl. Ecnu jeueHue CcuMTaeTcs I[elnecoo0pa3HbIM, CIEIyeT
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(GYHKIMU TICUSHH.

B 2-x KOHTpoOIMpyeMBbIX UCCIEIOBAaHHUIX C yYacTHEM MalUeHTOB ¢ Tpomboruronenueit u BI'C,
noJTyyaBIIuX Tepanuio natepdeporoM (n = 1439), y 38 uz 955 nauuentos (4 %), moayyaBmmx
antpombonar, U y 6 wu3 484 mamuentoB (1 %), mnomywaBmwmx manebo, OTMEYalUCh
TPOMOOTHYECKHE WU  TPOMOOAIMOOIMYECKHE OCIOKHEHUs (KaKk BEHO3HbIE, TaK U
aprepuanbHbie). COOBITUS TPEUMYLIECTBEHHO OBUIM HETSDKEIBIMH M Pa3pelIMINCh K KOHILY
ucciaenoBanus. Tpom003 BOpOTHOW BeHBI ObUl  Haumboyiee  PacHpOCTPaHEHHBIM W3
TPOMOOSIMOOMUYECKIX OCIOXKHEHHM B o00enx rpynmax (2% NalMeHToB, MOJydYaBLINX
antpombonar, u < 1 % nanueHToB, MoJyyaBIIKX IU1a1e00). BpeMeHHOM CBSA3K MeXAy HayauioM
JeYCHHsT ¥ Pa3BUTHEM TPOMOOTHUYECKUX H/MIM TPOMOOIMOOIMUYECKUX OCIOKHEHUH He
HaOMIOAIOCh. Y TAIMEHTOB C HU3KUM ypoBHeM anbOymuHa (<35 1/1m) mnm 6amiom > 10 mo
mkage MELD orMeueHO JByKpaTHOE YBEIMYECHHE PHCKA Pa3BUTHS TPOMOOIMOOIMUECKHUX
OCJIOKHEHUH B CPaBHEHUU C MAIMEHTaMH ¢ 0ojiee BHICOKMM YPOBHEM allbOyMHUHA; MAIUCHTHI B
Bozpacte 60 Jer W crapmie HMEIM  JBYKPAaTHOE yBEJIWYEHHE pHUCKA  Pa3BUTUSA
TPOMOOIMOOIMUECKUX OCIOKHEHHUH, Y4eM 00Jiee MOJIOJBIC MAIMECHTHI. DJITPOMOOIIAr CleayeT
MPUMEHSTDH IS JICYCHHS] TAaKUX MallMEeHTOB TOJIbKO MOCJE TIIATEIbHOTO CPABHEHUSI OKHIAaeMOMN
NOJb3bI W BO3MOXHBIX  PHUCKOB. BONBIIMHCTBO  Ciy4aeB  TPOMOOTHYECKUX  W/WIH
TPOMOOIMOOTMUECKUX OCIOKHEHUH HE MPHUBEIIO K MPEKPAIIEHUIO IPOTUBOBUPYCHOM TEparuu.

B koHTpomupyeMoM HCCIEIOBAHUUM C YYacTUEM MAlUEHTOB C TPOMOOIUTONEHUEH U
XpOHUYECKMMH 3a0o0JieBaHUAMU TieueHH (n =288), mepeHeclInX I[IJJAaHOBbIE WHBA3UBHBIC
BMEIIIATENLCTBA, PUCK TPOMOO3a B CHCTEME BOPOTHOW BEHBI ObUI TOBBIIIEH y MAIHMEHTOB,
NOJTyYaBIIUX AITpoMbomnar B 103e 75 Mr 1 pa3 B cyTKH B TeueHue 14 qHei.

Y 6 uz 143 (4 %) B3pOCHBIX MAIMEHTOB C XPOHUYECKON OOJE3HBIO MEYEHH, MOJydYaBLINX
3ATpoMOOTIAr, pa3BIWIINCh TPOMOOIMOOIMYECKUE SBIECHUS (BCE B CHCTEME BOPOTHOH BEHHI), a B
rpynme miane6o TpoMmOosmOonuveckue sABiIeHHs pazBuiauch y 2 uz 145 (1 %) mamueHTtos
(1 cmyyaii B cucreme BOpOTHOH BeHbl W 1 cioywail uHpapkTa MHOKapnaa). Y 5 HalHMeHTOB,
MOJTyYaBIIUX JICUEHUE DITPOMOOIAroM, TpoMOOIMOOIHUECKHUE SBICHUS PAa3BUIIMCh B TEUEHUE
30 nmHeW Tmocie 3aBeplIeHHWs TpueMa JJITpoMOorara Mpu KOJUYECTBE TPOMOOIIUTOB,
npesbimanieM 200 000/ MkJ1.

B knuHMueckux uccnenoBanusx peppaxkrepHoit TAA ciyyaeB pa3BUTHS TPOMOOTHUECKUX W/HIH
TPOMOOIMOOIUYECKIX OCIOXKHEHHUI BBISIBICHO HE ObLIO, OJTHAKO YUCIJIO MalMEHTOB C JAHHBIM
nokazaHueM ObUIO  orpaHudeHo. HeoO6XoauMo  y4yuTBHIBATH  BO3MOXKHOCTH — Pa3BUTHUS

TPOMOOTHUYECKUX H/HIM TPOMOOAIMOOIMYECKUX OCIIOKHEHHH, HHIYLIHPOBAHHBIX MPUEMOM
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JOITYCTUMOM JI03bl ¥ XapaKTeP PEAKIIUH.

OnarpoMOomnar He cileayeT NPUMEHSTh JUIsl JIeUeHUs TPOMOOLMTONEHHHM Y NAalMeHTOB C
XpPOHUYECKHM 3a00JieBaHHEM I€YEeHH B paMKaxX IMOJArOTOBKM K HWHBAa3HBHBIM MPOIEaypaM
(Harmpumep, OWONCHS TEYEHH, TPAHCBHIOTYJISPHOE BHYTPUIICUEHOUYHOE [OPTOCHUCTEMHOE
LIYHTUPOBAHUE, 3HTOCKONUYECKUN METO/ JIEYEHHSI BADUKO3HOI'O PACIIMPEHNS BEH NUILEBOA).

KDOBOTG‘-IGHI/IG IOCJIC NIPCKpallCHUSA JICUCHUA 3JITDOM60H8.I‘OM

[Toce mpekparneHus Tepanuu mpernapaToM saTpombonar, HazHadyeHHOW s yieuenus UTII u
BI'C, y 6onpImHCTBa MAITMEHTOB KOJWYECTBO TPOMOOITMTOB B TEUCHHUE 2 HECIIb BO3BPAIIACTCS
K I/ICXO,Z[HOMy 3HAa4YCHUIO, YTO ITIOBHIIIACT pI/ICK paBBI/ITI/I}I KpOBOTG‘-IeHI/I}I, aB HGKOTOprX cnyqaﬂx
MOKET TPHUBECTH K KpOBOTEeUeHUI0. KomMuecTBO TPOMOOIHMTOB HEOOXOAMMO E€XKEHEIETHHO
KOHTPOJIMPOBATH HA MIPOTSHKEHUH 4 HECIb MOCIE OTMEHBI JITpoMOoIIara.

[IporpeccupoBaHye CYHISCTBYIOMIETO0 MUEIOIUCINIACTHYSCKOr0 CHHIPOMA

Aronuctsl perientopa TpomoonodtrHa (TPO-R) sBrsitorest pakTopamu pocta, IpUBOISIIUMH K
pocty u nudQepeHIIMpPOBKe KIETOK-TIPEIIIECTBEHHUKOB, B T.4. U (epeHInpoBKe U BRIpabOTKe
Tpombo1uTOB. DKcnpeccus TPO-R mpoucxoauT Ha MOBEPXHOCTH KIETOK MUEIOUIHOTO POCTKA.
CyiiectByeT omnaceHue, 4YTo mnpumeHeHne aroHuctoB TPO-R  wmoxer cTumyiupoBarh
IPOTPECCUPOBAHME CYIIECTBYIOMINX 3JI0KAYECTBEHHBIX T€MATOJIOIMYECKUX 3a00JI€BaHUM, TaKuX
kak MJIC. B k1MHMUYECKUX UCCIIEOBaHUX NpU puMeHeHuH aroHuctoB TPO-R y nmauuenrtos ¢
MJIC oTmeueHbl ciiy4au TPaH3UTOPHOTO YBEJIMYEHHs KOJIMYecTBa OJACTHBIX KIIETOK, a TaKKe
ciaydan nporpeccur MJIC 10 ocTporo MueIouaHOTO JEHKO3a.

C uensto noarsepxkacHus quaraosa UTII nan TAA y nanueHToB NOKUIOTO BO3pacTa CIEAYeT
UCKJIIOUUTh JPyTUe KIUHUYECKHUE COCTOSIHUS, TMPOSBISIONIMECS TPOMOOIUTONCHUEH, B
YaCTHOCTH, UCKIIOUMNThL AuarHo3 MJIC. CrnenyeT ydyecTbh BO3MOXXHOCTh MTPOBEACHUS MyHKIIUU U
OHOICHUU KOCTHOT'O MO3ra Ha MPOTSYKEHUU TeueHUus: 3a00JIeBaHUs U TEpaIriuu, B OCOOCHHOCTH Y
nanueHToB crapuie 60 jer, NalueHTOB C CUCTEMHBIMU IPOSBICHUSAMHU WM NAaTOJIOTMYECKUMU
MPOSIBIICHUSIMU, TaKMMH KaK YBEIMYCHHE KOJIMYECTBAa OJIACTHBIX KJIETOK B mepudepudeckoin
KpPOBH.

D¢ dekTuBHOCT, W 0€30MacHOCTh TMPUMEHEHHUs dATpoMOomara Juisi JIeYeHHUs APYTrux
3a007€BaHU M COCTOSIHUIM,  CONpPOBOXKAAIOUIMXCS  TPOMOOIMTONECHHEH,  BKIIOYAs
TpombonHToneHuto nocie xumuorepanuu 1 MJIC, B HacTosiiiee BpeMsi He yCTaHOBIICHBI.
[IpoTuBOMOKa3aHO MpPUMEHEHHE HJITpoMOomara Juisi  KOPPEKIHH  TPOMOOLUTONEHUH,
oOycnoBnenHoil MJIC wunam [apyruMH COCTOSIHMSMH, KpoMe€ OJOOPEHHBIX IIOKa3aHUH K

MMPUMCHCHHUIO, BHC PAMOK KIIMHUYCCKUX I/ICCJ'IGI[OBaHI/II\/’I.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

CymecTByeT TeopeTudyeckass BO3MOXKHOCTb, 4TO aroHucTtsl TPO-R MoryTr crumynupoBatb
IPOTpecCUpOBaHKE CYIIECTBYIOIIUX IeMaTOJIOTHYECKUX HOBOOOpa3oBanuii, Hanpumep, M/JIC.

B xone xnmnmueckux uccneaoBanui y mamueHToB ¢ UTII (n=493) u BI'C (n=1439) ne
MOKa3aHO pa3M4Mii B 4YacTOTE pa3BUTHS 3J0KAUYECTBEHHBIX HOBOOOpa3oBaHUI WU
3JI0KAQUECTBEHHBIX 3a00JIeBaHUIl KpOBM MEXIy MaIMeHTaMH, MOJYy4YaBIIUMH I1anebo, u
HalyveHTaMH, TOTy4YaBIINMH ITpoMOONar.

D10 cornacyercs ¢ WHPOPMANHMEH, MOJYYECHHOM B XOJI€ JOKJIMHUYECKHX HCCIICIOBaHUM, B
KOTOpPBIX HE OBLJIO MOJyYE€HO CBUJIETENIHCTB 3JI0KAYECTBEHHOH mponudepanuu KIETOK Mpu
UHKyOalliM B MPHUCYTCTBUU HSnTpomOomnara kieToyHbiX JuHUNA MJIC, KI€TOUHBIX JMHHUMA
Pa3IUYHBIX THIIOB JIeHKO3a W KJICTOYHBIX JIMHUWA COJHMIHBIX OMyXOJiel (TOJNCTOW KUIIKH,
IpeJICTaTeNbHOM JKeJe3bl, TMYHUKOB U JIETKHX).

Ilutoregernueckre agoMannu 1 passurre MJAC/oCcTporo MUEIOUIHOIO JIEHKO3a V IMAIIHEHTOB C

TSHKEJION aIJIaCTUYECKOU aHEMUEN

W3BecTHO, 4TO LIUTOr€HETUYECKUE aHOMAJIMM BCTpedaroTcst y nanueHToB ¢ TAA. Her nanssix,
CBUJIETEJIBCTBYIOIUX, YTO 3ITPOMOONAr CIOCOOCTBYET MOBBILIEHUIO PHUCKA Pa3BUTHS
IUTOTCHETUYECKUX HapylmieHuH y mnanueHToB ¢ TAA. B KIMHMYECKOM UCCIEIOBAaHUU
antpom6Oomara Il ¢as3er y marmenToB ¢ TAA 9acToTa HOBBIX IIUTOTCHETUYECKUX aHOMAIUN ObLIa
orMeueHa y 19 % narnuentoB (8 u3 43 manueHToB, y MATH U3 HUX ObUIM OTMEUYEHBI H3MEHEHUS B
xpomocome 7). CpemHee Bpemsl pPa3BUTHS IIUTOTCHETHUYECKHX AaHOMAJIWW OT Havaia
HCCIICIOBAHUS COCTAaBUIIO 2,9 MecsIIeB.

B xnmHMYecKMX HMcClIeqoBaHUAX AnTpoMmbonara y manueHToB ¢ TAA y 4 % nauuentoB (5 u3
133) o6b1 auarnoctupoBan MJIC. Cpennee Bpems OT Hayasla JICYEHHS SJITPOMOONAroM 1o
IIOCTAaHOBKH JUAarHo3a COCTaBUIIO 3 Mecsla.

Hns  manwentoB ¢ TAA, pE3UCTEHTHBIX WM MPEIBAPUTENIBHO MPOLIEAIIUX  KypC
MMMYHOCYTIPECCUBHOM TEpaNuy, PEKOMEHAYETCS LIUTOI€HETUYECKOE HCCIIEJOBAHME aclupara
KOCTHOT'O MO3Ta JI0 Havaja Teparuy 3ATpoMOoIiarom, ciycts 3 Mecsia 1mocjie Hauana JeUeHHs U
yepe3 6 MecsIeB M0c/Ie OKOHYaHMsI IPUMEHEHus anrtpombonara. Eciu oO0HapyKUBatOTCsl HOBbIE
[IUTOI€HETHYECKUE aHOMAJIMH, HE00X0AUMa OLEHKA 11€JeCO00Pa3HOCTH NPOIOJIKEHUS Tepaiy
AIITPOMOOTIAroM.

Karapakra

B TOKcHKOIIOrMYECKMX HCCIIEAOBAaHUAX 3ATpoMOoInara y TIpbI3yHOB BBIABISIACH KaTapakTa.
PexomeH10BaHO M1aHOBOE HAOIIOIEHUE MALIMEHTOB HA MPEAMET Pa3BUTHUS KaTAPaKThI.

B KOHTponupyeMbIX HCCIEIOBAaHMUAX C y4YacTHEM MaluueHTOB ¢ Tpomoboruronenueir u BI'C,

KOTOpBIC TMOJy4YaJld JiedeHHe Ha ocHoBe wuHTepdepoHoB (n= 1439), coobmanocs o
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NaIMEeHTOB B IpyIIie aTpoMOonara u 5 % mauueHToB B TpyIIe mianedo.

Y umuenue uarepsaia QT/QTc

HccnenoBanue BiausiHUS mperapata Ha uHTEepBal QTcC ¢ ydacThem 310pOBBIX JOOPOBOJIBIIEB,
MOJTIy4aBIIUX dATpoMOomnar B mo3e¢ 150 M B CyTKH, HE BBISBUJIO KIMHUYECKH 3HAYUMOTO
addekra nmpenaparta Ha penoiIpu3aIuio cepana. Y anmuHeHne narepBaia QTc peructpupoBanu B
KIMHUYECKUX HUCCIENOBaHUAX ¢ ydactueM mnauueHtoB ¢ WTII w  manueHTtoB €
Tpombonutonenuerd, uHGumpoBanHeix BI'C. KimHuueckas 3HAYMMOCTH JaHHBIX SIBJICHHI
ynHeHust uatepBaiia QTc He ycTaHOBIIEHA.

YTpara oTBeTa Ha TEPaAIIUIO BHTDOMGOHaFOM

YTpaTa OTB€Ta HNJIU HGCHOCO6HOCTB MNoAACPIKUBATH KOJMUYCCTBO TpOM6OI_[I/ITOB npu JICYHCHUUN
3ATpOMOOTIaroM B PEKOMEHJAYEeMOM JHamna3oHe TpeOyeT IOMCKa TNPUYHHBIL, OOBSICHSIONICH
yTpaTy/TIOTEPIO OTBETA.

BiausnHue Ha cepoaoruuecKre NoKa3aTenau

OarpoMOomnar OYeHb OKpalleH, I03TOMY MOJXKET OKa3blBaTh BIMSHHE HA HEKOTOpHIE
nabopaTtopHble MOKazaTenu. B psjge ciayyaeB y MalMEHTOB, NPUHUMABIIUX Ipenapar
aaTpoMOoOMar, coooIanocs 00 00ECIIBEYMBAHUN CHIBOPOTKA KPOBH M BIUSHHUM Ha MOKa3aTeIH
obmero OunupyOuHa M KpearuHuHa. Ecnu pe3ynbTaThl J1aOOpPAaTOPHBIX MCCIIEIOBAHUN H
KIIMHUYECKNX HAONIOACHUI TPOTHBOpPEYAT Jpyr ApPyry, TO TPU HATUYUA KIMHHUYECKU
YCTaHOBJICHHOM KEJITyX! B OMPEENIEHUU JOCTOBEPHOCTH HU3KUX YPOBHEN 0011ero ounupyonHa
MO’KET TOMOYb OJHOBPEMEHHOE OIpejeNieHue IMoKa3arenaeil aMuHoTpaHcdepas3, B cllydyae ke
HEOXXHMJIAHHO BBICOKHX IIOKa3aTesiell ChIBOPOTOYHOI'O KpeaTHMHHHA CJIEAYeT NMPOBOAMUTH OLEHKY
rokaszaressi MO4YeBUHBI KpoBH. IloBTOpHOE 1abopaTopHOE HCCIEAOBAaHHE C HCIIOJIb30BAaHHEM
JPYyroro MeTo/ia aHaliu3a TakyKe MOXKET MIOMOYb B OMPEENIEHUU JOCTOBEPHOCTH JUArHo3a.

4.5. B3aumopaeiicTBHMe ¢ [PYrMMH JIEKAPCTBEHHbIMH MNpenapaTtamMM W JApyrue BHAbI
B3aUMO/JAeHCTBUSA

Bimsaue BHTDOMGOHaI‘a Ha JpYTUuc JCKApCTBCHHBIC MMPCIapaThl

Hneubumopor  3-euopoxcu-3-wemunentomapun-kogpepmenm A peoykmaszet (I MK-KoA
pedyKkmaswl)

[Tpumenenue snrpombonara B o3e 75 Mr 1 pa3 B CyTKH B TE€UEHHE 5 THEH ¢ po3yBacTaTHHOM,
SBISIOUIMMCS CyOCTpaToM OeNKOB-IEpeHOCUMKOB opranuueckux aHnoHoB OATP1B1 u Genka
pe3ucTeHTHOCTH paka mosiouHou xkene3bl (BCRP), B omHokpatHoi mo3e 10 Mr BBI3bIBAiO y
39 310pOBBIX 1O0OPOBOJIBIEB yBEIUYEHHE MaKCUMaIbHON KOHIEHTPAUH (Cmax) 10 103 % (90 %

noseputenbHbii uHTepBan (JA1): 82 %, 126 %) u miomaau nox GpapMakOKUHETHUECKOW KPUBOM
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«xoHuentpanus — BpeMs» (AUCinr) 10 55 % (90 % m”zl%;/;'%@%rp%@%@&hﬁ& ';ls: I-B‘;é{zMe

KPOBH.
Oxupaercss TaKKe B3aUMOJEHCTBHE C JApyrumu mpenaparamu uHruOutopamu ['MK-KoA
peAyKTa3bl, B TOM YHUCIJIE aTOPBACTaTUHOM, (IyBacTaTUHOM, JIOBACTATHUHOM, IIPABACTaTUHOM M
CUMBAcTaTUHOM. [Ipu OIHOBPEMEHHOM MPUMEHEHUU C SIATPOMOONAroM clieyeT paccMOTPETh
BO3MOXHOCTh CHMKEHUs 1036l HHTHOUTOpoB ' MK-KOA penykTassl ¢ TIIATENIbHBIM KOHTPOJIEM
HP na cratunsi (cMm. pazaen 5.2).

Cyocmpamot OATPIBI u BCRP

[Ipy oOmHOBpEMEHHOM MPUMEHEHHMH »>JiTpoMOomnara ¢ JpyrUMH cyOcTpaTamMu OCIIKOB-
nepeHocunkoB opranudeckux annoHoB (OATPIBI1) (mampumep, mertorpekcat) u BCRP
(HampuMep, TOMOTEKAaH U METOTPEKCAT) CIelyeT COOII0IaTh OCTOPOXKHOCTD (CM. pasaen 5.2).
Cyocmpamul yumoxpoma P450

B wuccrnenoBaHusX ¢ HCNONB30BAaHHMEM MHKPOCOM T€YEHHM UeJoBeKka anrpomOonar (B
KoHIeHTpauu# 10 100 MMOJIb) HE TPOAEMOHCTPUPOBAT in Vifro MHTHOMPOBAaHUS U30(EPMEHTOB
utoxpoMoB P450 (CYP450) 1A2, 2A6, 2C19, 2D6, 2E1, 3A4/5 u 4A9/11, u ObL1 HHTUOUTOPOM
nzodepmentoB CYP2C8 u CYP2C9 no nanHbIM U3MEpPEHU ¢ UCTIOIB30BAaHUEM MAKJIMTAKCENIa U
TuKIo(eHaKa B KaueCTBE MAPKEPHBIX CYOCTPaToB.

[Ipuem sntpombomnara B o3¢ 75 Mr 1 pa3 B CyTKu B TeueHHe 7 qHEW y 24 3M0pPOBBIX MYXYHH-
JO0OPOBOJIBIIEB HE MHTMOMPOBAJ M HE BBI3BIBAJ HHIYKIIMHU MeTab0In3Ma MapKepHbBIX CyOCTpaToOB
dbepmentoB 1A2 (kodeun), 2C19 (omenpazomn), 2C9 (paypbunpoden) win 3A4 (Mumazonam).
Knunuuecky 3HaYMMBIX B3aMMOJEHCTBUI MPH OJHOBPEMEHHOM IMPUMEHEHHH 3JITpoMOorara u
cyoctparoB rutoxpoma CYP450 He oxunaercs (cM. pazaen 5.2).

Huzubumopul npomeasvl eupyca cenamuma C

He tpeOyercst koppekuus A03bl 3iTpoMOomnara Mpu €ro OJHOBPEMEHHOM NPUMEHEHUHU C
TenanpeBupoM uian OonenpeBupoM. [Ipu oOIHOBpEeMEHHOM NpPUMEHEHUHU HiTpoMOonara B
onHOKpaTHOM no3e 200 mr u TemampeBupa B 03¢ 750 Mr kaxaple 8 4acoB He HaOIIOIaNoCh
U3MEHEHMH SKCIO3MLMHU TeJanpeBupa B IulazMe KpoBU. lIpu OJHOBpEMEHHOM MPHUMEHEHHUH
anTpoMOomnara B ogHoKpaTHOUW no3e 200 mMr u GouenpeBupa B o3¢ 800 Mr Kaxkapie 8 4acoB HE
HaOmoganock u3MeHeHnit AUC(o) OomenpeBupa B IUIa3Me KpPOBH, OJHAKO OTMEYECHO
yBemnueHue Cmax Ha 20 % W cHmKeHWe MHUHUMaIbHOW KOHIEHTpAuu (Cmin) Ha 32 %.
Knunnueckast 3HauuMOCTh yMEHbIIEHUS! Cmin HE yCTAHOBIICHA, PEKOMEH/IOBAH TIHIATEIbHBIN

KJIIMHUYECKHUI 1 TabopaTopHBI MOHUTOPUHT cynpeccun BI'C.
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LHuxnocnopun

OTMEYeHO yMEHBILICHHE SKCIO3UIMM 3ATpoMOoIara Mpyd OJHOBPEMEHHOM MPHUMEHEHHH C
200 mr 1 600 Mr nukinocnopuHa (marHONTOpa BCRP), KOTOpOE HE pacleHeHO KaK KIMHUYECKU
3Haunmoe. [Ipumenenue snTpombonara B oHOKpaTHON 03¢ 50 MT' ¢ IIUKIOCIOPUHOM B J103€
200 mr camKano Cmax 1 AUCinr aTpoM6bormara Ha 25 % (90 % JAU: 15 %, 35 %) u 18 % (90 %
JU: 8 %, 28 %) coorBeTcTBEHHO. OHOBpeMeHHOE BBeAeHHE 600 MI' IUKIIOCTIOPHHA CHMIKAJIO
Cmax 1 AUCinf anTpoM60niara Ha 39 % (90 % JAU: 30 %, 47 %) u 24 % (90 % AU: 14 %, 32 %)
COOTBETCTBEHHO. Ha mpoTspkeHuM Kypca Tepamuu IMpenapaTroM >3ATpoMOOnaroM BO3MOKHA
KOPPEKIHsl ero 103bl Ha OCHOBAaHUM IOJCYETa KOJIMYECTBA TPOMOOIMTOB (cM. pasnen 4.2).
Crnemyer KOHTPOJIUPOBATh KOJMYECTBO TPOMOOIIUTOB €XKEHEACTHHO Ha MPOTSHKEHUH 2—3 Hellelb
Ha (OHE OJHOBPEMEHHOIO NPHUMEHEHHUs Ipernapara ¢ IuKiIocnopuHoM. Ha ocHoBanuu
KOJIMYECTBA TPOMOOLIUTOB BO3MOKHO BO3HHUKHOBEHHE HEOOXOAMMOCTH YBEJIUYEHHUS 03Bl
anTpombomnara.

Tonusanenmuvie kamuoHwl (06pazoeanue xXeiamHulx KOMHIEKCO8)

Ontpombonar o6pa3yeT XelaTHble COEAMHEHUS C TaKMMH TOJUBAJICHTHBIMH KaTHOHAMHM, Kak
QTIOMUHHM, KalbIMi, >XKele30, MarHui, celeH W [MHK. [lpumeHeHue osnrpombOorara B
OJIHOKPAaTHOM J03€ 75 MI' ¢ aHTalMIOM, COJEpKallUM TIOJUBAJIEHTHbIE KaTHOHBI (1524 mr
QIIOMUHUS TuApokcuaa u 1425 mr maraus kapOonara), nmpuBoauio K CHUKEHHIO AUCinf
antpomOonara B uazme kposu Ha 70 % (90 % AU: 64 %, 76 %) u Cmax Ha 70 % (90 % JU:
62 %, 76 %).

Bo u3bexxaHue 3HAYUTENBHOTO CHMKEHHMS BCACBIBAHMSA 3ATpoMOoIara, CieayeT MPUHUMATh
aHTaLUbl, MOJIOYHBIE MPOAYKTHI W MHUHEpalbHbIe J00aBKH, COJAEpKaIlWe IOJIMBAJICHTHbIC
KaTHOHBI, TI0 KpaiiHel Mepe 3a 2 yaca J0 WM 4yepe3 4 yaca mociie mpuemMa sarpoMobonara (CM.
paznensi 4.2 u 5.2).

Kombunayus nonunasupa c pumonasupom

OnHOBpeMEHHOE NpPUMEHEHHE 3nTpomOonara M KOMOWHAIMM JIOMMHABHpPA C PUTOHABHUPOM
MOJKET TPUBECTH K CHM)KEHMIO KOHIIEHTpaluu 3ntpomOonara. B uccnenosanuu ¢ yyactuem 40
3IOPOBBIX JOOPOBOJIBLIEB YCTAHOBJIEHO, YTO OJIHOBPEMEHHOE OJIHOKPATHOE MpPHUMEHEHUE
antpombonara B go3e 100 Mr ¥ MHOTOKpaTHOE NPUMEHEHHWE KOMOMHALMU JIOMHMHABHpa C
putoHaBupoMm B 1o3e 400 mr/100 mr 2 pa3a B CyTku NpuUBOIMIO K CHIDKEHHIO 3Ha4eHUsI AUCnf
antpomOomnara B rasme kpoBu Ha 17 % (90 % [AU: 6,6 %, 26,6 %).

CnepnoBarenbHO, IPU OAHOBPEMEHHOM MPUMEHEHUH AITpoMOonara 1 KOMOMHALIMY JIOIMMHABHPA
C PUTOHABUPOM HEOOXOAMMO TPOSIBIATH MOBBIIMIEHHYIO OCTOPOXHOCTBb. HeoOxomaum

TIIATENbHBI KOHTPOJb KOJUYECTBA TPOMOOLIMTOB MUHUMYM €KEHE/IEIbHO Ha MPOTSHKEHUU 2—
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KOMOHWHAIINH JIOTIMHABUPA C PUTOHABUPOM.

Uneubumopuol u unoykmopwt uzogpepmenmos CYPIA2 u CYP2CS

Metabonu3m snrpomOonara OCYLIECTBISIETCS MHOKECTBEHHBIMH NYTSIMU, B TOM YHCIE C
BoBieyeHrueM uzopepmentoB CYP1A2, CYP2C8, UGTIAl, u UGTIA3 (cMm. pasmen 5.2).
JlekapcTBeHHBIE TIpemapaThl, KOTOpPbIE HMHTUOWPYIOT WIH HWHAYIUPYIOT TOJBKO OJHH
n30(epMEHT, BPS TU MOTYT 3HAYUMO U3MEHSITh KOHIIEHTPALIUIO dATpoMOONara B ria3mMe KpoBH,
B TO BpeMs KaK JIEKapCTBEHHBIE MpenapaThl, MHTUOUPYIOLIUE UM UHAYLIUPYIOLUIHE MHOXKECTBO
n30(epMeHTOB, 00JIa/Ial0T MOTCHIIMAJIOM YBEJIMUNBATh (Hampumep, (GJIyBOKCAMUH) WU CHUXKATh
(HammpuMep, pudaMIUIMH) KOHIEHTPAIHIO dITpoMOonara.

Hueubumopul npomeasvl eupyca cenamuma C

[Ipn ogHOBpEMEHHOM NMPUMEHEHHH MOBTOPHBIX 103 OorenpeBupa mo 800 Mr kaxkasie 8 4acoB
WM TenanpeBupa B mo3e 750 Mr Kakaple 8 4acoB M IperapaTa 3aTpoMOonar B OJHOKPATHOU
noze 200 Mmr He HaOIIOAATOCh W3MEHEHMH YpOBHS H>naTpomOomara B IUIa3Me€ KpPOBH JI0
KIIMHUYECKH 3HAUUMOTO YPOBHSI.

Jlexapcmeennvle npenapamol 015 nevenus UTIT

JlexkapcTBEeHHBIE MIpENapaThl, KOTOPHIE MPUMEHSIIN B KIMHUYECKUX MCCIEA0BAHUAX IJIs JICUCHUS
UTII B xoMOWHAIIMU C AITPOMOOMATrOM BKIIOYANIN: TITFOKOKOPTUKOCTEPOUIBI, JAaHA307 /WK
a3aTUONPUH, UIMMYHOTJIOOYIUH U aHTU-D MMMyHOTIOOYNWH BHYTpHBEHHO. llpu mpumeHeHuun
antpomOoniara B KOMOMHALIMK C JAPYTUMU JIEKApCTBEHHBIMU Mpenapatamu ais yedenust UTII
HEO0OXOJJUMO KOHTPOJUPOBATH KOJIMYECTBO TPOMOOIIMTOB BO M30exkaHHE BBIXOJA 3a IMpeaesbl
PEKOMEHIOBAaHHOI'O JIhara3oHa (cM. pazzaen 4.2).

BzauMoencTBue ¢ muIen

[Ipuem saTpomOomara B OJHOKpaTHOM n03¢ S50 MI' CO CTaHIAPTHBIM BBICOKOKAJTIOPUHHBIM
3aBTPAKOM, COJCPKAIIMM OOJBIIOEC KOJWYECTBO JKUPOB M MOJIOYHBIC MPOAYKTHI, CHIIKACT
nokazarenb AUCinr antpombomnara Ha 59 % (90 % AU: 54 %, 64 %) u Cmax Ha 65 % (90 % JIU:
59 %, 70 %).

[luma c¢ HeOGompmIUM coaepx)aHueM Kaiblusa (<50 Mr Kajblus), BKIOYaromias (pyKThI,
MOCTHYIO BETYMHY, TOBSIWHY, HeoOoramieHHbIe (0e3 M00aBOK KalbIus, JKejle3a M MarHus)
(GpyKTOBBIE COKH, HEOOOTalIeHHOE COEBOE MOJIOKO, HEOOOTAlIEHHYIO KpYIly, HE OKa3bIBaeT
CYHICCTBCHHOI'0 BJIMIHHSA Ha IUIA3MCHHYIO SKCIIO3UIHIO 3HTpOM6OHaFa BHE€ 3aBHCHUMOCTHU OT

KAJIOPUHHOCTH U COZCPKAaHUS KUPOB B THIIE (CM. pasnen 4.2).
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1Y OTUETY

4.6. DepTUIBLHOCTDH, 0EPEMEHHOCTb U JIAKTALMS

JKeHIIMHEI C IETOPOIHBIM ITOTEHIAAIOM (KOHTPALEIINA Y MYKYAH U KEHIIAH )

[Ipumenenne osnrpombomnara He PEKOMEHIyeTCs MNpH OEpeMEHHOCTH W Yy JKEHIIMH C
COXPAHEHHBIM PENpPOAYKTHUBHBIM MTOTEHIINAJIOM, HE UCTIONb3YIOIIUX METO bl KOHTPALICIIIUH.
bepeMeHHOCTB

Het nanHbIX 0 MpUMEHEHUH MpenapaTa BO BpeMsi OepeMEHHOCTH y ueloBeka. B nccnenoBanusx
Y KHUBOTHBIX 6]:1)'[3. BBISABJICHA PCOPOAYKTUBHAA TOKCHYHOCTb IPU BBCACHUHN 3JITpOM60HaI‘a
OepeMeHHBIM >KMBOTHBIM B IMEpPHOJ oOpraHoresesa. lloTeHIMaNbHBIN pUCK [ 4YeJoBeKa
Heu3BecTeH. B cnyuae mpuMeHeHus mpenapara Mpud OEpeMEHHOCTHM WM TpU  Pa3BUTUU
OepeMeHHOCTH Ha (hoHE MPUMEHEHUs Mpemnapara cleayeT MPOMH(POPMHUPOBATH MAIMEHTKY O
MOTCHIIMATBHOM pHUCKe Uil Tuiona. [IpuMmeHeHue mpenapara Mmpu OEpEeMEHHOCTH BO3MOXKHO
JUIIb B TOM Cy4yae, Korja MOTEHIMAIbHbIN PUCK AJIS MJI0/1a ONpaBAaH 03KHUIaeMOM MOJIb30H JUIs
MaTepHu.

Jlakrarus

Her JaHHBIX O TOM, BBIACIACTCA JIHU BHTpOMGOHaF UM €ro MeTaGOHI/ITBI C I'pyYAHBIM MOJIOKOM Y
yeloBeKa WM 00 WX BIMSHUM Ha TPYAHBIX JE€Ted M Ha CeKpenuio Mojoka. Tem He MeHee
anTpoMOonar ObuT OOHApYXEH Yy TIOTOMCTBA JAKTHPYIOMUX Kpbic uepe3 10 mHeld mocne
POXIACHUA, UTO HJACT OCHOBAHUC I10JIaraTb, 4TO 3HTpOM6OHaF MOKCT BBIACIATHCA B I'PYAHOC
MoJsioko. ClieyeT NpHUHSATH pElIEHHEe O MPEKpallleHUHd TIPyAHOTO BCKAPMIIMBAHMSI WU O
MPOJOHKEHUN/TIPEKPAIIEHUN Tepay 3JITPOMOOIAaroM NpuHUMAasi BO BHUMaHHE MPEUMYIlecTBa
TPYAHOTO BCKAPMIIMBAHMSI U OKUJAEMYIO MMOJIb3Y Tepanuu ais marepu. Cienyer mpekpaTtuTh
IpyIHOE BCKapMJIHMBaHHME B ciy4yae HEOOXOAMMOCTM TPUMEHEHHUs IIpernapara B IEPHOA
JJaKTalluu.

JlaHHEIEe UCCIENOBAHNH V )KUBOTHEIX

B uccnenoBanuax smOopruodeTanbHOil TOKCHYHOCTH Y KPBIC U KPOJIHMKOB 3JITPOMOOIIAr BBOAMIICS
caMKaM B TIEpHOJI OpraHoreHe3a. ¥ caMoK KpbIC TOKCH4YecKas 1o3a B 60 mr/kr/cyt (uto B 6 pa3
IPEBBIIANIO KJIMHUYECKOE BO3/eiicTBIE Ha uenoBeka Ha ocHoBaHuM AUC y nanuentos ¢ UTII B
no3e 75 Mr/cyT 1 B 3 pa3a NpeBHIIAIO KIMHNYECKOE BO3/IeHCTBHE Ha YenoBeka Ha ocHoBe AUC
y MalMeHTOB ¢ XpoHndeckuM remarutoM C mpu no3e 100 mMr/cyT) mpuBOAMIIa K CHIDKCHHUIO Beca
10712 ¥ HeOOBIIOMY YBEITMUEHHUIO YaCTOThI Pa3BUTHs MEHHBIX pedep. Hukakux noka3arenbcTB
CephE3HBIX CTPYKTYPHBIX MOPOKOB B MCCIEIOBAaHMHM OTMEUYEHO HE OBbLIO. Y KPOJIMKOB HE OBLIO
oTMeueHO HhdexToB >MOpHOPETaTbHOW TOKCHYHOCTH WM TEPATOTEHHOCTH B J103aX  JIO
150 mr/xr/cyT (B 0,5 pa3 Gosbllie KIMHUYECKOTO BO3/ICUCTBHS HA 4YesioBeka Ha ocHoBaHuu AUC
y marmentoB ¢ UTII B no3e 75 mr/cyT u B 0,3 paza npeBbIIAJIO KIMHUYECKOE BO3JCHCTBHE HA

yenoBeka Ha ocHoBaHUU AUC y manueHToB ¢ xpoHndeckuM rernatutom C B 1oze 100 mr/cyT).
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Ha3Hayaics ¢ 6 IHS rectanuy U BIIoTh 10 20 nHs nakranuu. Hukakux mo6o4HbIX 3¢ (GeKToB Ha
PENPOIYKTHBHYIO (DYHKIIMIO MaTepu WM Ha Pa3BUTHE MMOTOMCTBA MpHU J03ax 10 20 Mr/Kr/cyT
OTMEYEHO He ObuTO (B 2 pa3a 0oJbllle KIMHUYECKOTO BO3JICHCTBHS Ha YEJIOBEKAa HA OCHOBAHUU
AUC y mammentoB ¢ UTII B mo3e 75 Mr/cyT W aHaJOTHYHO KIMHUYECKOMY BO3JCHCTBHIO HA
yenoBeka Ha ocHoBaHnU AUC y manueHToB ¢ XpoHudeckuM renatutom C B noze 100 mr/cyr).
Onrpombonar Obl1 OOHAapYKEH B IUIa3Me KpOBH MOTOMCTBA. KoHIEHTparus saTpoMOornara B
MJIa3Me KpOBH YBEITMUMBAJach C 1030 MOCIE BBEJCHUS Ipenapara B ¢asy paszsutus FO.

DepTUILHOCTE

B wucchenoBaHMsAX y JKMBOTHBIX IIperapar 3iTpoMOomar He OKa3blBajl HEOIaromnpHusITHOTO
BIMSHUSA Ha (PepTUIBHOCTH. DTpoMOoNar He BIMsUI Ha (PepTUIBLHOCTh Y 0CO0e MyXKCKOro U
KEHCKOI'0 1oJIa IPU MIPUMEHEHUH B J103aX, B 2—3 pa3a MPEBBIAIONIMX PEKOMEH/I0BaHHbIE JUIs
yenoBeka (ucxozas u3 BenmumunHbl AUC y mammentoB ¢ UTII B go3e 75 Mr/cyT u y mameHToB C
xpornyeckum BI'C B no3e 100 mr/cyr).

4.7. Bausinne Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPeACTBAMH M padoTath ¢
MeXaHM3MaMH

HccnenoBanust o BIMSHUIO 3ATpoMOoOIara Ha CloCOOHOCTb K YIPaBIEHHUIO aBTOMOOUIIEM WM
pabore ¢ MexaHM3MaMH He NpoBoAWIMCh. Ha ocHOBaHMM (hapMaKOJIOTHYECKUX CBOMCTB
anTpombonara OTpuIaTeIbHOE BIUSHIE HA TAKUE BUBI ICITEILHOCTH HE OXKHIACTCH.

OpHako MpH OLEHKE CIOCOOHOCTH TNallMEHTa BBINOJHATh [JEHCTBUSA, KOTOpbIE TPeOyroT
OBICTPOTHI MBIIUIEHUS, JBHUraTelIbHBIX M IIO3HABATENbHBIX HABBIKOB, CIEAYET YYMUTHIBATH
KJIMHUYECKOEe COCTOsIHUE naruenTa u npoduins HP sntpombomnara.

4.8. He:xkenaTesibHbIE peaKIIUU

Pesrome mpoduiist 6e3onacHOCTH

Tayuenmul ¢ XxpoHuuecKou UMMYHHOU MPOMOOYUMONEHUEL

be3onacHocTh TpuUMEHEHHUs TIpemapara 3aTpoMOomnar Obta omeHeHa y 763 B3poCibIX
NAlUEHTOB, paHee npoxoguBmux JedeHue or WTIL. B 4 KOHTpoiaMpyeMmbIX KIMHUYECKHX
uccnenoBanusax 403 B3pocnbix mnamueHta ¢ xponuueckod WTII mpuHumanu mnpenapar
antpomOonar u 179 manueHToB NpUHUMAIH IU1alebo, B JOMOJIHEHUE K JaHHBIM, [TOJIyY€HHBIM B
X0JIe MPOBEACHUSI 3 HEKOHTPOJIUPYEMbIX HccienoBanuit (n = 360). JJnuTenbHOCTh MPUMEHEHHS
npenaparta cocrapisuia He Oonee 8 mer. HP y B3pocabix mamuentoB ¢ WUTII ommcansl B
Tabmure 7.

be3onacHocTh IpUMEHEHHUs Tpenapara dJITpomMoonar y manueHToB B Bozpacte 3—17 et ¢ UTII,

NOJYYaBIIUX paHee Tepamnuio, Oblia olleHeHa B 2 uccienoBaHuiX. [Ipoduias mOOOYHBIX peakiuii

26



COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 28.05.2025 N= 13527
OBLT COTMOCTaBMM C TaKOBBIM y B3POCIBIX__C 1'{&'((')1'0% %E"ﬁgﬁamge'nlﬁhﬁwﬂru'HP

Hononuurensusie HP y nanentos B Bozpacte 3—17 ner ¢ UTII npusenens: B Tabnuie 8.
THayuenmoi ¢ xponuueckum BI'C, conpogoocoarowumca mpomoboyumonenuetl

be3omacHocTh mpuUMEHEHHS TIpemapara dAaTpoMOomar Obuia oreHeHa y 1520 B3pocibix
MAIMEHTOB B 2 KOHTPOJHUPYEMBIX MCCIEIOBAaHUAX, BKIIOYAs JaHHBIC MallMEHTOB, MOTYYaBIIMX
paHee mperapar 3ITpoMOoIar B Mpe-mpOTHBOBUPYCHON (aze jeueHus, 1 ObLIN BIIOCIIEICTBUHI
PaHIOMM3HPOBAHbI B Tpymiy Iuianebo. B 2 KOHTpoIMpyeMbIX KIMHHUYECKUX HCCIEIOBAHUAX
ObUIM  BKJIIOYEHBI 955 mammeHTOB ¢ xpoumueckum  BI'C, CONPOBOXKAAIOIINMCS
TPOMOOIIUTONIEHUEH, TIOJyYalld TEpanuio MpenapaToM saTpoMOonar, u 484 manueHta ObUIH B
rpynne mane6o. ITomusiii cnucok HP, oTmeuennbix y nammeHToB ¢ XpoHumdeckum BI'C,
COITPOBOKIAIOIIMMCS TPOMOOIIUTONICHUEH, TpuBeieH B Tabmuiie 9.

Iayuenmul ¢ TAA, He nonyuasuiue panee nNPOSPAMMHYIO UMMYHOCYNPECCUBHVIO MEPANUIO
be3omacHocTh  mpuMeHEHMs ~— IpemapaTa  dATpoMOomar — COBMECTHO C  JIOIIAJAMHBIM
QHTUTUMOLIUTAPHBIM HMMMYHOTJIOOYJIMHOM M IMKJIOCIIOPUHOM Yy mauueHToB ¢ TAA, He
NOJYYaBIIMX paHee NPOrPaMMHYI0 HWMMYHOCYIPECCHBHYIO Tepamnuio (Hampumep, Tepamnus
AHTUTUMOLUTAPHBIM MMMYHOIJIOOYJTHHOM, aneMTty3ymad W BBICOKHE JI03bI
nukinodochamuia), Oblla OICHEHA B HEKOHTPOJIUPYEMOM KIMHHYECKOM HWCCIICIOBAHUU C
yuactueM 154 manueHToB, Cpeay KOTOPBIX 92 malyeHTa noryJaid KOMOMHUPOBAHHYIO TEPaIHIO
npenapaToM  ANTpoMOonar, JIOMAJAWHBIM ~ aHTUTHUMOLMTAPHBIM  WMMYHOTJIOOYJIMHOM H
IUKJIOCHOPUHOM. [[uTenbHOCTh Tepanuu coctaBisiia 183 gusa, cpean Hux 83,7 % manueHToB
nosydaym Tepanuio 6osee 12 mecsies. [lomubrit cnimcok HP, orMeuennbix y nmamuentoB ¢ TAA,
HE T[IOJy4aBIIMX paHEE IMPOrpaMMHYI0 HMMYHOCYNPECCUBHYIO TEpaluio, IpPUBEACH B
Tabmune 10.

Ilayuenmul ¢ pegppaxmeproii TAA

be3onmacHoCcTh TIpUMEHEHHUs Tpemnapara >JaTpoMOomnar MpH aracTUYECKONW aHEMHH TsDKEIOu
CTENEHM TSKECTH OLEHMBANIACh B OTKPHITOM HEKOHTPOJIMPYEMOM HccienoBaHuu (n=43), B
kotopoMm 11 manmenToB (26 %) neunmnuch B TeueHue 6 MmecsieB, a 7 manueHToB (16 %)
nosydaym JieueHue Ooisiee 1 roma. bomemuucTBo HP, CBSi3aHHBIX ¢ MpUMEHEHHMEM TNperapara
antpomOonar, ObUIM CpEAHEW CTENEeHH TSHKECTH C CaMOoro Hauyalda M PelKo OrpaHUYUBaiIU
npoBoaumyto tepamnuto. [lomusrit cnncok HP, otMedeHHbIX y manueHToB ¢ peppakrepHoit TAA,
npusezeH B Tabmuue 11.

TabnuyHOE pe3roMe HEXKENATENbHBIX PEAKIINHT

HP, BbIsIBIIEHHbIE B KIMHUYECKUX HCCIEA0BAHUAX, IEPEUUCIICHBI B COOTBETCTBUU C MOPaKEHUEM
OpPraHOB U CHCTEM OpraHoB W udactoroil Bcrpedaemoctn (MedDRA). Hacrora BcTpeuaemoctu

oTpeneNnsercss cienyrmuM obpa3zoMm: ouenb uyacmo (= 1/10), yacmo (=1/100, vHo < 1/10),
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ot 28.05.2025 N= 13527

000, 18 1664y “Bubind hedis (= 1116900),

yacmonia HeuseecniHa (Ha OCHOBAHUHU MMCIOIIUXCA JAHHBIX OLICHUTH HGBO3MO)KHO). KaTeroppm

4acTOThl  C(HOPMUPOBAHBI HA

MOCTPETUCTPAITMOHHOTO HAOIIOICHHUSI.

OCHOBAaHHMHN  KIIMHUYCCKUX I/ICC.HGI[OBaHI/Iﬁ npemnapara u

Ta6auna 7. HexkenatenbHble peakuuu y B3pociibIx ¢ xpoHuyeckoit UTII

HeskenarenbHble peakuuu

KoaudecTBo manueHToB, %

Yacrora BCTpeyaeMoCTH

HUnghexyuu u unsazuu

MOJIOCTHU pTa

@apuHruUT 4,2 4acTo
Hapywenus co cmoponul opeana 3penus

Karapakra 5,0 4acTo
Hapywenus co cmoponwl cocy0os

Tpombosmbonnyeckue 55 4acTo
OCJI0KHEHUS

TpomboTuueckas 1,2 4acTo
MHUKPOAHTHMONATUsL C  OCTPOHU

MOYEYHOU HENOCTATOYHOCTEIO

Kenyoouno-kuweunvie napyuenus

Huapest 12,6 OYEHb YaCTO
Tommuora 11,1 OYCHB YaCTO
PBora 7,3 9acTo
Cyxoctp cnuzuctoir ob6onouku | 0,9 HEYacTo

Hapywenus co cmoponul neuenu u srcenyesvi800awux nymet

[loBeimenne aktuBHOCTH AJIT 10,5 OYCHb YaCTO
['unepOunupyOouneMus 1,8 4acTo
IloBpmmenne aktTuBHOCTH ACT 9,7 9acTo
JlekapcTBeHHOE nopaxenue | 0,1 HEYacTo
TEYCHHU

Hapywenus co cmoponwl kodicu u noOKo*CHbIX MKaHel

Anonenus 3,0 qacTo
KoxxHas chIIb 7,5 4acTo

Hapywenus co cmoponwvl mbluieynotl, ckelemHuou U COeOUHUMENbHOU MKAHU

boxnr B ciuae 10,5

OYC€Hb 4acCTO
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HexenarenbHble peakiun KoanuecTRO nauné%gzﬂ%ﬂ :éicﬂl;%gfﬁ'&'tﬁ)g'fne'ﬁ'o'tfn
KocTtHO-MbIITICUHAS 6oib | 3,7 4acTo
(Bkimtouass 0oib B TPYIHOU
KJIETKE KOCTHO-MBIIIICYHOT'O
Xapakrepa)
Muanrus 4.2 4acTo

Takke OTMEYaINCh TONOJHUTEIIBHBIC HEKEIaTeIbHbIC JIEKApCTBEHHBIE peakuuu y aereit ¢ UTII.

Taoauna 8. lomosiHuTeILHBIE HeXKeJIaTeabHbIe peakuuu y aeteid ¢ UTII

HeskenareabHble peakuuu

KoaunyecTBo manueHToB, %

Yacrora BCTpeyaeMoCTH

Hngpexyuu u unsasuu

Wudexun BepXxHUx | 25,7 OUYEHb YaCTO
IBIXATEIbHBIX ITyTeH
Hazodapunrut 15,8 OUYEHb YaCTO

Hapywenus co cmopoHul ObixamenvHoll cucmembvl, 2pyOHOU KIemKU U CPe0oCmeH sl

Kamens 13,5 OYCHB YaCTO
bonsb B pororinorke 9,4 4acTo
Punopes 4,1 4acTo

Kenyoouno-kuuieunvie HapyuieHus

AOnoMuHaibHag 00JIb

17,5

O4YCHBb 9acCToO

3yOHas 60b

5.8

qacCTo

Obwue paccmpoticmea u HapyueHus 68 mecme 66€0eHs.

Jluxopagka

18,1

OYC€Hb 4acCTO

Taoauna 9. HexkennatesibHble peakiiuy y NanUeHToB ¢ Xxpounyeckum BI'C

HeskenarenbHble peakuuu

KoauyecTBo manueHToB, %

Yacrora BCTpeyaeMoCTH

Hapywenus co cmoponul kposu u

]ZuquamMIIQCKOIJ cucmemyl

Anemusa

30,6

OYC€Hb 4acCTO

Hapywenusa memabonuzma u numanus

CHIDKCHHUE allleTUTa 14,4 OYeHb YaCTO
Hapywenus co cmoponwl nepsroii cucmemoi
I'onosHas 6016 22,2 OYCHb YacTO

Hapywenus co cmoponul opeana 3penus
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He:xenaTtenbHble peakuuu KoJsmmuecTRO naunégﬁﬁ:ﬂ%‘] :éﬁcﬁ%@ﬁ'é}ﬁgﬁ'e'ﬁﬁ&n
Karapaxra 2,4 4acTo
Hapywenus co cmoponul cocy0og
TpomOo3MboIHMUeCcKe 2,1 4acTo

OCTIOKHEHUs (BKITI04Yasi TpomMb03

MOPTAJILHBIX BEH)

Hapywenus co cmoponul Ovixamenvhoti cucmemsl, Op2aHo8 2pyOHOU KIemKU U CPe0OCMeHUs

Kamens

11,8

O4YCHBb 49aCToO

Kenyoouno-kuuieunvie HapyuleHus

Tommuora 17,7 OYCHB YaCTO
Huapes 15,5 OUYEHb 4aCTO
Hapywenus co cmoponul neuenu u scenuegulgooauux nymei
[MunepOunupyOnnemus 6,4 4acTo
[TopaxeHnue neueHu 0,7 HEYacTo
JlekapcTBeHHOE nopaxenue | 2,1 4acTo
R

Hapywenus co cmoponul xodcu u

NOOKOJNCHBIX MKAHel

KoxHnslii 3y1 12,2 OYEHb YaCTO
Aronenus 7,0 qacTo
KoxHas chIIb 7,3 4acTo
Hapywenus co cmoponuvl mvluieyHotl, CKeiemHoul U COeOUHUMEeNbHOU MKAHU

Muanrus

11,2

OYC€Hb 4acCTO

Obwue napywenus u peakyuu 8 mecme 86e0eHusl

IloBbI1IEHHAs YTOMIIIEMOCTD 26,1 OYEHb YaCTO
Jluxopagka 25,0 O4YEeHE YacTo
O3H00 11,8 OYCHb YacTO
AcreHus 13,2 OYeHb YaCTO
Otek 1,3 9acTo

['punmonoaoOHbIN CHHAPOM 16,4 O4YEeHE YacTo

Taoaunma 10. HexenareabHble peakuuu y nauueHToB ¢ TAA, He mousy4yaBHIMX paHee

NMPOrpaMMHYI0 MMMYHOCYIIPECCHBHYIO TePaNuio

HeskenarenbHble peakuuu

KoanuyecTBo manmeHToB, %

YacroTa BCcTpeyaeMoOCTH

Hapymele MemabonruzMa u NUMaHusl
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HexenaTenbHble peakunu KoanyecTRo nauné%gzﬂ%ﬂ %5&%@&5‘&55&31&3&“
TomHoTa 43 4acTo

Huapes 3,3 4acTo

AoOnomuHanbHas 00716 3,3 4acTo

Hapywenus co cmoponul kodicu u NOOKOICHbIX MKAHell

Koxnas crirb 7,6 9acTo

Jucxpomust  KOXHu, BKIouas | 5.4 4acTo
TUNEPIUTMEHTALNIO

Jlabopamopuvie u uHcmpymeHmanbHvle OaHHble

KpOBH (BKJIIOYAsl KEJITYIIHOCTb

CKJIED)

IloBpmmenne aktTuBHOCTH AJIT 29,3 OYCHB YaCTO
IloBeimenne aktuBHOCTH ACT 17,4 OYeHb YaCTO
VYBenmuuenne Ownmupyouna B | 17,4 OYCHb YaCTO

Bo3HUKHOBEHHE HOBBIX WJIH YCYTyOJIeHHE MMEIOUIUXCS J1abopaTOPHBIX MOKaszareneil GyHKUuu

neyeHu (crernenn 3 u 4 no mkaie CTCAE; CTCAE = O6miast TepMUHOJIOTHS KPUTEPUEB IS

OLIGHKM HEeXeJaTeJIbHBIX SBICHHUI) y NalMeHTOB, MPUHUMAIOIIMX Ipernapar >aTpomOorar,

ormeuanochk B 15,2 % u 2,2 % cnyuaeB no nokazarento ACT, B 26,4 % u 4,3 % cinydaeB no

nokazarento AJIT, 12,1 % u 1,1 % ciayyaeB no nokazarento OUIMpyOrHa COOTBETCTBEHHO.

Ta6auna 11. HexkenaTeJbHbIe peakliuu y NalUeHTOB ¢ peppakrepHoii TAA

HeskenarenbHble peakuuu

KoanuyecTBo manmeHToB, %

YacroTa BCTpeyaeMOCTH

IYCuxuquKue;uugnueHuﬂ

becconnuna 12,0 OYeHb YaCTO
Hapywenus co cmoponul nHepenoii cucmembi

I'onosHas 6016 20,9 OYCHb YacTO
I'onoBokpyxeHue 14,0 OYEHb YaCTO

Hapywenus co cmoponul opeana 3penus

Karapakra

2,3

qacTo

Hapywenus co cmopoHul ObixamenvHotl cucmemsl, 0peano8 2pyOHOU KIemKU U CpedoCmeHUsl

bonsb B pororinorke 14,0 OYEHb YaCTO
Kamens 23,3 OYCHB YaCTO
Punopes 11,6 OYEHb YaCTO
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HesxkenarenbHble peakuuu KoauuecTBO naunék‘fﬂ'ﬁ: '%"J' ‘QEC%Jr'fE'éT'béq_ﬁ'e'M'o'tT'n

Kenyoouno-kuuteutvle Hapyulenus

Tommuora 32,6 OYCHB YaCTO
Huapest 20,9 OYEHb YaCTO
AoOnomuHanbHas 0016 11,6 O0YCHBb YaCTO

Hapywenus co cmoponul neuenu u scenuesvi8o0auux nymet

IloBbIICHHE akTuBHOCTH | 11,6 OYeHb YaCTO
TpaHCaMHHA3
[MunepOunupyOunemus 4,7 4acTo

Hapymeﬂuﬂ CO CMOPOHbBL KOIHCU U NOOKONCHBIX MKAHEl

KoxHas chIIb 7,0 4acTo
OKchOoNMMaTUBHBIN 1epMATUT 4acTo
MHuorodopmHas sputema 4acTo

Hapymeﬁuﬂ CO CMOpPOHbL Mblu/tellHOIz, CKeIemHOU U COCOUHUMENIbHOU MKAHU

ApTtpanrus 11,6 OYEHb YaCTO
bonb B KOHEUHOCTSX 18,6 OYCHB YaCTO
MBEII1eUHBIN cIIa3M 11,6 OYeHb YaCTO

Obwue HapywieHus U peakyuu 8 mecme 66e0eHUs

[ToBbilIeHHAsI YTOMIISIEMOCTD 30,2 OYEHb YaCTO
JIuxopanka 14,0 OYEHb YaCTO
O3H00 12,0 OYCHb YacTO

Onucanue OTJICILHBIX HEXKEIATCIbHBIX PEeaKIIUMN

Tpombomuueckue/mpomoosmMbOIUYECKUE OCTIONCHEHUS

B 3 xoHTponupyeMbIX U 2 HEKOHTPOJIUPYEMBIX KIMHUYECKUX HUCCIEIOBAHUSX CPEIH B3POCIBIX
nanueHToB ¢ xponudeckoi UTII, momyuaBmux snrpombonar (n =446), y 17 mauueHToB ObLIO
BBIABIICHO B OOmIeH ClI0KHOCTH 19 TpOMOOTHUECKUX/TPOMOOIMOOINYECKUX OCIIOKHEHHH,
KOTOpBIC BKIIIOUANH B cebOst (B mopsiake yObIBaHMs) TpOoMOO3 MIyOOKHX BeH (n = 6), jerouHas
sMboust (n = 6), ocTpeiii HHDApKT MUOKapaa (n = 2), nepedpanbHbiid HHGAPKT (n = 2), SMO0IHs
(n=1).

B muranie60-koHTporpyeMoM ucciieoBaHuu (n = 288, MOmynsius AJsi OICHKH 0e30TacHOCTH)
CIycTs 2 HEJENH TOCie IPOBEACHHON Tepaluy MpU MOATOTOBKE K MHBA3UBHBIM IPOLIEAYpaM Y
6 u3 143 (4 %) B3pOCIBIX MALIMEHTOB C XPOHUYECKUM 3a00JEBAHUEM II€UEHU, MOTYYaBIIMX
anTpoMOonar, OBUIM OTMEUYEHBI 7 TPOMOOTHYECKHX/TPOMOOIMOOIMUECKUX  OCIOKHEHHI

MOPTATBHON BEHO3HOU cucTteMbl U 2 u3 145 (1 %) manueHToB B Tpymie mianedo cooOImuIn o
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3 TPOMOOTHYECKHUX/TPOMOOIMOOTUYECKHUX OCIIO HeHI/m;(I._Ig‘I 1-'1'51—11%':'1/'1; %“HEE%H&% Eaﬁxlftfz{ﬁfunx

COOTBETCTBYET ZKCNEPTHOMY OTUETY

antTpombonar, OBITM OTMEYEHBl TPOMOOTHYECKHE/TPOMOOIMOOIHMUECKUE OCIOKHEHHUS MPH
ypoBHe TpomboruToB > 200 000/mMK1.

Cneunduueckux (akTopoB puCKa Yy TMAalKUEHTOB C BO3HUKIIMMU B XOJE€ Teparuu
TPOMOOTUYECKUMU/TPOMOOIMOOTUUECKUMH  OCTIO)KHEHUSIMU, 33 HCKJIIOYEHHEM KOJUYeCTBa
Tpombo1uToB > 200 000/MKI1, BBIABICHO HE OBLIO.

Paszsumue mpomboyumonenuu nocie npekpaujenus ie4eHus

B 3 xonTpommpyembix uccnenoBanusx y mnarueHtoB ¢ UTIT mHabmromamoch KpaTKOBpEMEHHOE
CHI)KCHHME KOJHMYECTBA TPOMOOLMTOB [0 3HAYEHMH HHXKE HCXOAHBIX y 8 % malueHToB,
MPUHUMABIIUX dATpoMbonar, u'y 8 % MaiueHToB rPyIIIbI Ianeoo.

Llumozenemuueckue anomanuu

B HekoHTposMpyeMOM HCCleIOBaHMM Yy mHanueHToB ¢ TAA, He mNoJlyyaBIIMX paHee
POrpaMMHYI0 UMMYHOCYIIPECCUBHYIO TEPAIIHIO, IPOU3BOINIIACH aCIIUPALMS KOCTHOTO MO3Tra ¢
LEeIbI0 JaNbHEHIIero LHUTOTeHEeTHYEeCKOro aHaiu3a. Bo Bcem wuccnegoBanuu y 15 wu3
153 (10 %) mauneHToB npou3olUIa KiIOHaIbHas 3Bojrouud. Cpeau 15 manueHToB, y KOTOPBIX
ObUIM OTMEYEHBbl LIUTOT€HETHYECKHEe aHOMajluH, Yy 7 MallMeHTOB OTMedajach yTpaTta 7-i
XPOMOCOMBI, B 6 ciydasx U3MEHEHUs MPOU30LLIu B TeueHue 6,1 mecsna. Takxe y 4 nanueHToB
OTMEUAINCh XPOMOCOMHBIE a0eppaluy HEsSCHOTrO TeHe3a, a y 3 Oblla OTMeuYeHa yTpara
13 XpOMOCOMBI, YTO CUYUTACTCS XOPOIIUM IPOTHOCTHYECKHM (PAKTOPOM MPHU AariacCTHIECKON
aHemuu. Taxxe y | manueHTa CIycTs MATh JIET MOCJIe Tepanuu ObLIO MPOBEICHO HCCIeI0BaHNE
KOCTHOTO MO3ra, B pe3yJbTaTe KOTOpOro ObUla OTMEYeHa MJUCIUIa3Hsl C MOBBIIICHHBIM
COJIEpKaHUEM MApPEHXMMATO3HBIX KIETOK ¢ MoTeHIuanbHbiM pa3zButueM MJIC. B koropre
MAIMEHTOB, NPUHHMABIIUX I[IpemapaT »>SATpoMOomnar, y 7 MalMeHTOB ObUIM OTMEYCHBI
UTOTEHETUUECKUE aHOMAINU, ¥ 4 U3 HUX OblIa OTMEYeHa yTpara 7-ii XpOMOCOMBI B TE€UEHUE
6,1 mecsmia. OcTaeTcst HeSICHBIM, TTPOU3OIILIN JIK 3TH U3MEHEHUS M3-3a OCHOBHOTO 3a00JIeBaHNs,
WIH TPUYUHOW TOMY SIBUWIOCH MPOBEICHUE WMMYHOCYNPECCHUBHOW TEpanuu W/WIH TpUeM
npernapara 31TpoMOonar.

B HeKOHTpoJMpyeMOM OTKPBITOM HWCCICIOBAHUM Yy TAIMEHTOB C pedpakTtepHoit TAA
MPOU3BOAWIACH aCMUpanus KOCTHOTO MO3Ta C LEJbH0 JadbHEHIIEro IMTOT€HETUYECKOTO
aHanu3a. Y 8 MalMEeHTOB OTMEUYAJIUCh HOBBIE LMTONEHETUYECKHE AHOMAJMHU, BKJIIOYas
5 MalKMEHTOB, Y KOTOPBIX OTMEYAINCh U3MEHEHHUS B /- XpPOMOCOME.

B nByx wmccnemoBanusax (ELT116826 u ELT116643) nuroreHeTHYEeCKHE aHOMAIWUU ObUIH

oOHapyxeHbl y 4 u3 28 (14 %) n y 4 u3 62 (6 %) naiueHToB B Ka’KJIOM HUCCIIEIOBaHHH.
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T'emamonocuueckue 310xavecmeenmvie H06006p

B HecpaBHUTENnbHOM OTKpbITOM uccienoBanuu y 3 (7 %) mnamuwentoB ¢ TAA Obur
muarHoctupoBan MJIC mocne TpoXOoKIeHHs Kypca JeueHus saTpomOomarom. B aByx
uccinenoBanusix (ELT116826 u ELT116643) y 1 u3 28 (4 %) uy 1 u3 62 (2 %) nanueHToB ObuI
nuarHoctupoBad MJIC uiu ocTpblil MUETTOMIHBIN JIEHKO3 B KaXKIO0M MCCIEIOBAHUM.
Tlocmpezucmpayuonnvle ucciedosanus (yacmoma Heu38ecmna)

[Ipn mnpumeHeHWM TmpemapaTa >SATPOMOONAr B MOCTPETHCTPAIIMIOHHOM Iepuoje Obuin
3aperucTpupoBansbl cienyromme HP.

CBeneHuss O HUX OBUIM TOJNy4€Hbl U3 CIOHTaHHBIX COOOIIEHUH, a Takxke OblUIn
3apETUCTPUPOBAHBI B  KAuECTBE CEPbE3HBIX HEXKENaTeIbHbIX SBICHUH B  peecTpax,
UCCJIEIOBAHMSIX, CIIOHCHPOBAaHHBIX UCCIeA0BaTelIeM, KITMHUKO-(PapMaKOIOTHIeCKIX
UCCIENOBAHUAX W IIOMCKOBBIX HCCJIEAOBAHUAX IPU NPUMEHEHUU TI0 HEYTBEPKICHHBIM
noka3zaHusiM. [10CKOJIbKY HEBO3MOKHO OLIEHUTh 4acTOTy BcTpedaemocTtu HP nmocroBepHo, Tak
KaK JaHHbIE COOOIICHHUS MOCTYNAIOT CIIOHTAHHO W3 MOMYJIALUH IMAIMEHTOB HEOIPEIeIeHHOTO
pa3mepa, nosyueHHsle HP Obin onpeeneHbl kKak HeM3BECTHBIE (110 YaCTOTE BCTPEYAEMOCTH).

Hapywernus co cmoponsl koowcu u NOOKONCHLIX MKAHEU

Hapymienne okpacku KOKHBIX TOKPOBOB™
*—o0paTuMoe HapylIICHHE OKPACKHM KOXHBIX ITOKPOBOB, BKJOYas TUIEPIUTMEHTAIHIO U
(OKEJITYITHOCTBY», OTMEYAJIOCh y MAllMEHTOB, MOJYYaBIIUX Mpernapar >ATpoMOonar B CyTOUHOU
no3e, mnpespimaromeid 100 mr. B yacTHOCTHM, HapylieHHME OKpPACKU KOXXHBIX IOKPOBOB
OTMEYAJIOCh y MAIMEHTOB, MOJYYaBIIUX BBICOKHE 03Bl Mpemapara 3iTpoMOonar mo mnoBoay
TAA, a Takxe 1o HezaperucTpupoBaHHoMy nokazanuto npu MJIC.

eTH
Onenka 0€30mMacHOCTH MpUEMa Ipemnapara >JaTpoMOonar y MalueHToB B Bo3pacte 2—17 mer
OCHOBBIBAC€TCSI Ha pe3yibTaTax HEKOHTPOJIMPYEMOIO IOCIEeI0BATEIILHOIO HCCIEI0BaHUS
37 nmauMeHToB: 2 MauuMeHTOB B Bo3pacTte 2-5 neT, 12 manmeHToB B Bo3pacte 6-11ser u
23 mauueHToB B Bo3pacte 12—17 ner. [Ipoduns OGezonmacHocTy mpreMa npernapara 31TpoMoornar
y 1T COOTBETCTBOBAT MPOPrIIt0 6€30MacHOCTH sl OOIIEH TOMYJISIINN.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo0maTe 0 mo03peBacMbIX HEXKENATENbHBIX PEAKIUAX TOCTIe PETUCTPAINH TIperapara
C 1uenbio oOecreyeHHWsT HEMPEepPHIBHOTO MOHHTOPHHTA COOTHOIIECHUS  «IIOJIb3a-PUCK)
JIEKapCTBEHHOTO TIpenapara. MeIuIMHCKUM paOOTHUKAM PEKOMEHIYETCSl COOOIIaTh O JIFOOBIX
MI0JI03PEBACMBIX HEKEIATENbHBIX PEaKIHUAX JEKapCTBEHHOTO Iperapara depe3 HaIl[MOHAIbHBIC
COOOIIEHUsI O HEXKENATEIbHBIX PEAKIHIX T'OCYIapCTB-4ICHOB EBpa3wiicKoro KOHOMHYECKOTO

COrO3a.
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(NOCNEQCBATENEHOCTE 0002)

Poccuiickasa ®@eoepayus

®denepanbHas ciryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)
109012, MockBa, CnaBsHCKas 101131k, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

DnekTpoHHas nmovra: pharm@roszdravnadzor.gov.ru

Caiit: https://www.roszdravnadzor.gov.ru

Pecnybnuxa benapyco

VII «llenTp 3KcnepTU3 U UCHBITAHUHN B 3PaBOOXPAHECHUN)

220037, r. Musnck, ToBapuileckuii nep., 2a

Tenedon oraena dpapmakonanzopa: + 375 (17) 242 00 29

@axc: + 375 (17) 242 00 29

OnekTpoHHas noyrta: repl@rceth.by, receth@rceth.by

Caitt: http://www.rceth.by

Pecnybnuxa Kazaxcman

PI'TI na IIXB «HanumonaneHslii LIeHTp 3KCIEpTH3BI JIEKAPCTBEHHBIX CPEICTB U MEAULMHCKUX
u3nenuit» Komutera MemumumHCKOro M (apMaleBTUYECKOro KOHTposii MuHucTepcTBa
3npaBooxpanenus Pecy6nuku Kazaxcran

010000, paiion baiikonslp, r. AcraHa, yi. A. Umanosa, 1. 13, BI «Hypcaynert 2»
Tenedon: +7 (7172) 235-135

OnekTponHas noyta: farm@dari.kz

Caiit: http://www.ndda.kz

Kuipevizckaa Pecnybauxa

JlemapraMeHT JIEKapCTBEHHBIX CpPEICTB M MEIMIMHCKUX W3Jenuid npu MuHucrepcTse
3npaBooxpanenus Keipreickoi PecryOnmmnku

720044, Yyiickas obnactp, T. bumkek, yiu. 3-a Jluaus, 25

Tenedon: +996 (312) 21-92-86

OnextponHas noyra: dlsmi@pharm.kg

Caiit: http://www.pharm.kg

Pecnyonuxa Apmenus

I'HKO «IleHTp 3KCepTU3bI JIEKAPCTB U MEAULIUHCKUX TEXHOJIOTUI

0051, r. Epesan, nip. Komuraca, 49/5

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

DnekTpoHHas rmoyra: vigilance@pharm.am

Caiit: http://www.pharm.am

4.9. Ilepeno3npoBka
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(MOCNEOOBATENBLHOCTE 0002)

CUMOTOMBEI

B Xonme KIMHHYECKMX HUCCIIECIOBAHHUM 3apErUCTPUPOBAH OJMH CIIy4yall MEPEeNO3UPOBKH, KOIAA
nanveHT npuHsn BHYTph 5000 mr sntpombomara. [lpu 3ToM OTMeYanuch CleAylOIIHe
CUMITOMBI: HEpPACIpOCTPaHEHHAs Cblllb, TPAH3UTOpHAs OpaguKapaus, YTOMISEMOCTb U
noBbiieHre akTUBHOCTU AJIT u ACT. @epMeHTHl NI€UEHU, U3MEPEHHbIE MeXIy 2 U 18 nHem
nocie mpuema 00O3HAYeHHOH H03bI AnTpombomnara, JOCTUTIIM TpeBbiieHus B 1,6 paza BI'H
nokazarenst ACT, B 3,9 pa3 — nokasarens AJIT u B 2,4 paza — obmiero ounupyouna. KonnuectBo
TpoMbOo1IUuTOB coctaBisuio 672 000/mMkxn Ha 18 geHp mocne mpueMa 00OO3HAYEHHOW JM03bI, a
MaKCHUMaJIbHOE KOJIMYECTBO TPOMOOIUTOB cocTaBisuio 929 000/mkin. Bce cummTomsl ObLTH
paspelnieHbl 0e3 OCII0KHEHUN B X0OJIE TepPaIHH.

Jleuenue

B cnyuae nepeno3upoBKH BO3MOKHO 3HAYUTENIbHOE YBETUUCHHUE KOJUYECTBA TPOMOOIIMTOB, YTO
MOXXET TPUBOJUTH K TPOMOOTHYECKUM/TPOMOOIMOOIMYECKUM OCIOKHEHUsIM. B ciydae
NEPEO3UPOBKH CJIEAYET PAaCCMOTPETh BOIPOC O MpPHUEME BHYTPb MPENapaToB, COJACPIKAIIUX
KaTHOHBl METAJJIOB, HAMpUMep, KajbIUs, AQlIOMUHUAS WM MarHus, s yMCHbBIICHUS
BcackiBaHMs anTpombonara. Crenyer TIIATEIbHO KOHTPOJIMPOBATH KOJUYECTBO TPOMOOIIMTOB.
Jleuenue snaTpOoMOONAroM BO30OHOBISIIOT B COOTBETCTBUU C PEKOMEHIAIUSMHU IO PEXKUMY
JI03UPOBaHUA.

[Tockonbky TOUEYHAsE APKCKpEIUsi HE SIBISETCS OCHOBHBIM ITYTEM BBIBEIEHHUS JIITpoMOoOIIara,
KOTOpBI aKTUBHO CBSI3BIBAETCS C OeJIKaMM IJIa3Mbl KPOBHU, BEpOSITHEE BCETO, Te€MOJHANIN3 HE
aBiseTcss 3PQPEKTUBHBIM METOJIOM CYIIECTBEHHOI'O YCKOPEHHMs BBIBEJCHHS 3ITpombOomnara u3s

OpraHusMa.

5. PAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoauHaMHYeCKHeE CBOHCTBA

®dapmakoTepaneBTUUYeCKas TpyIna: TeMOCTaTUYeCKue cpeAacTBa; BuTamuH K u  npyrue
reMOCTaTHYECKUE CPEICTBA; APYTHe TeMOCTaTUYECKUE CPEACTBA CUCTEMHOTO CHCTBUSI.

Kox ATX: B02BX05

MexaHu3M IeHCTBUS

Tpom6onoatun (TPO) — 3T0 OCHOBHON LMTOKHMH, KOTOPBIH MPHUHUMAET y4acTUE B PETYISILUU
Merakapuomnod3a 1 BeIpaboTKe TPOMOOIIMTOB; OH SIBJISIETCS SHAOTCHHBIM JurangoM st TPO-R.
OnrpoMOomnar B3aMMOJIEHCTBYET € TPaHCMEMOpPAHHBIM JOMEHOM 4YEJIOBEUECKOro pEeLenTopa
TPO-R u mHHIIMUpPYET Kackaj Mepeaadyd CUrHajaa, HAMOMUHAIONIMKA TaKOBOW IS HAOT€HHOTO
TPO, uro conpoBoXxaaeTcss MHAYKIHUEH nponaudepanu U JudepeHIPOBKE MErakapruoLUTOB

U KJIICTOK-IIPCAMICCTBCHHUKOB B KOCTHOM MO3IC.
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DapmaxoaunamMugeckue 3 ek (MOCNEAOBATENEHOCTE 0002)

Ontpombonar oriauvaercss oT TPO ¢ Touku 3peHUs] BIUSHUS Ha arperanyio TpoMOouuToB. B
ornmuurie oT TPO Bo3melicTBue snrpoMOomara Ha TPOMOOIMTHI 3J0POBOTO YEJIOBEKA HE
YCUJIMBAET arperamuio moj jaeicTBueM aaeHo3uHaudocdara (AJIP) um He cTUMyIupyer
sKcrpeccuio P-cenextuHa. OntpomOomnar He NPENATCTBYET arperaiuy TPOMOOIMTOB IOJ]
nevicteueM AJ[® wim Kojjiarexa.

5.2. apmakoknHeTHYECKHE CBOHCTBA

[TapameTpsl (apMakOKMHETHKH »JITpoMmOomnara THpuW NpUMEHeHuH Yy B3pocibix ¢ WTII

MIPE/ICTABJICHBI B TAOJIMIIC HIDKE.

CpenHue reoMeTpHYecKHe 3Ha4YeHHMs IJIA3MEHHBIX MapaMeTpoB (papMaKOKHHETHKH

3TPOMOONIAara B paBHOBECHOM COCTOSIHMH Y B3pocabix ¢ UTII

Cxema Jeyenus | KoaudectBo | Cmax, MKI/MJI AUC (0-r) (MKIrx4/mJ)
JITPOMOOIaromM NAUEeHTOB

50 Mmr omuH pa3 B |34 8,01 (6,73;9,53) | 108 (88; 134)

CYTKH

75 mr omuH pa3 B |26 12,7 (11,0; 14,5) | 168 (143; 198)

CYTKH

dapMaKOKMHETHYECKUE MapaMeTphl dnTpomboniara y nmanueHToB ¢ BI'C ykazanbel B Tabmuiie

HWXKE.

Cpennue reoMerpuyeckue 3HaYeHHs (papMaKOKHHETHYECKHX IapaMeTpoB JTpoMOonara

B IJIa3Me KPOBU B PABHOBECHOM COCTOSIHMH Yy MaIMEeHTOB ¢ XpoHudeckum BI'C

Ho3a aarpombonara | KosimuecTBo Cmax, MKI/MJI AUC (0-v),

(onuH pa3 B CyTKHM) | NALHEHTOB (MKrx4/mon)

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)
3nadeHnst AUC o) U Cmax IO TaHHBIM PETPOCIEKTUBHOTO MOIMYJISIIUOHHOTO (papMaKOKHHETHIECKOTO
aHaJIn3a.
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dapMaKOKMHETHYECKUE TTapaMeTPhl dATpoMOorara nocnglnpngﬁa]ﬁ_{)%rr;&l% g!lTUO-I;IﬁOI:IéI:'.V 45

nanueHToB ¢ TAA, He IPUHUMABIINX IPOrPAMMHYI0 UMMYHOCYIIPECCUBHYIO TE€pANHIO, YKa3aHbl

B Ta0JIULIE HUXKE.

Cpennne reoMerpuyeckue 3HAUeHHs MOKa3aTeseil (papMakOKHHETHKHM JJITpoMOomara B
miasMe KpoBM Yy mnanmueHToB ¢ TAA, He mNoJy4YaBHIUX paHee NPOrPaMMHYIO

HMMYHOCYNIPECCHBHYIO TePAINHI0

Jo3a KounvectBO | Cmax, MKI/MJI AUC (0-r) (MKr>xu/mun)
jaTpoMbonara | manueHToB
(1 pa3 B cyTKH)

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

JlaHHBIE TIPEACTABJICHBI KaK TEOMETPUYECKHE CpelHHuE (TeOMETPUYECKHUU CpeaHUi

K03 (HUIIMEHT BapUaIlim)

AOcopOrust 1 OMOMOCTYIIHOCTD

Cmax 27TpOoMOOmNara B Iura3Me KpOBU JOCTHTaeTcs 4yepe3 2—6 4acoB IMOCJe TpHeMa BHYTPb.
OnHOBpEMEHHBIH MTpUEM 3ITpoMOONara ¢ aHTaluIaMi U IPYTUMHU MPOAYKTAMH, COACP KAILIMMU
NOJMBAJICHTHbIE KAaTHOHBI (HAaIpUMEpP, MOJIOUHBIE TPOIYKTHl W MHHEpaJbHbIE H00AaBKH),
3HAYUTENIbHO CHMKAET 3KCIO3UIIMIO dITpoMbonara.

AOcooTHass OMOIOCTYIHOCTh ANITpOMOOIIara mpu MpueMe BHYTPh He Oblia ycTaHoBjieHa. Ha
OCHOBAaHHUHU IOKa3aTelieh BBIBCICHUA IIOYKAaMMU W aHaJIu3a MeTaGOHI/ITOB, BBIBOAUMBIX YCPC3
KHIICYHUK, ITOKAa3aHO, YTO PACUCTHLIC 3HAUCHHUA BCACBIBAHUWSA IMPOHU3BOAHBIX 3HTpOM6OHaFa
IIOCJIE MEPOPATILHOTO TPUMEHEHHNS B OJHOKPATHOM J103€ 75 MI cocTaBuiIO He MeHee 52 %.

Pacnopenenenune

DnTpomOoNar B BEICOKOH CTETICHH CBS3BIBACTCS C OeIKaMu I1a3Mbl KpOBHU 4esioBeka (> 99,9 %).
Onrpombonar sBisercs cyocrpatom BCRP, Ho He sBnsieTcs cybcTparom P-rimkonpoTenHa uiam
OATPIBI.

Buorpancdhopmarims

DnTpomMbonar mpeuMyIecTBEHHO METa0OIU3UPYETCs MOCPEICTBOM PACIICTIICHUS, OKHCICHUS U
KOHBIOTALlUM C TJIOKYPOHOBOM KHUCJIOTOW, TJIyTaTHOHOM WM LUCTEMHOM. Ilo 1maHHBIM
WCCJICIOBaHMS C METKOW PaJIMOAKTHBHBIM H30TOIOM, Ha JOJI0 3JTpoMbOomnara B mjiasMe KpoBU
npuxoauTcs okoio 64 % AUCo .

Bropoctenennble MeTabONUTHI, Ha OO0 KaXIOro W3 KOTOpBIX mpuxoxutcs menee 10 %
PaAMOAKTUBHOCTH B TIa3M€ KPOBH, OOpPa3ylOTCs MyTeM MIIIOKYpOHUAANWUd U okucieHus. [lo

JaHHBIM HCCJICAOBaHUA C NPUMCHCHHUEM MCYCHOI'O paJuOAKTHBHBIM HM30TOIIOM 3nTp0M60nara,
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YCTaHOBJIEHO, 4TO npuMepHO 20 % BBEAEHHOM JO3bI - QGT36%%HJ1%EWT—EI—VI OICI/I'C;I:GHI/ISI

UccnenoBanus in vitro mnokazamu, uro CYPIA2 u CYP2C8 sBustoTcs u3odepmMeHTamu,
OTBEUAIOLTUMU 3a OKHUCIIUTEIHHBIN MeTaboIH3M, TOTa Kak
ypunuaaudocdormokypormirpanchepazst  UGTIA1 um  UGTIA3 - wusodepmenramu,
OTBEUAIOLIMMHU 3a TIIOKypoHMJauio. B mpoliecce paciierieHuss MOTyT IPUHHUMATh ydacTue
OaKTepUU HUKHHUX OTJENIOB KETyI0YHO-KUIIIEYHOTO TPAKTA.

DJIMMUHAIMS

[Tocne BcachiBaHUA 31TpoMOONar MoIBepraeTcsi akTHBHOMY METa00IU3MYy.

Ontpombonar BBIBOAUTCS MPEUMYIIECTBEHHO uepe3 kumieyHuk (59 %); mpu stom 31 %
oOHapyxuBaeTcss B Moue B Buae MeTabomutoB. McxomHoe BemecTBO (diTpoMOorar) B
HEU3MEHEHHOM BHUJIE B MOUYE€ OTCYTCTBYET. B HEM3MEHEHHOM BUJC Yepe3 KUIIECYHUK BBHIBOJIUTCS
oxoio 20 % sarpombonara. Ilepuon nmonyBeIBeieHNs U3 TJ1a3Mbl KPOBU COCTABIISIET OKOJIO 21—
32 4.

IloyeyHas HEAOCTATOUYHOCTD

[Tocne npuMeHeHUs: OJHOKPATHOM 710361 S0 MI mpenapara y MarieHToB ¢ HapylleHueM (QyHKITH
nouek Jjerkoi crteneHn AUCo. snarpombOomnara cHibkamach Ha 32 %, y MalMEHTOB C
HapylieHueM (YHKIMHM MOYeK cpelHed cTeneHu — Ha 36 %, y MalnueHTOB C HapylleHHEM
GYHKIIUHM TIOYeK TsoKeno creneHu — Ha 60 % 1mo cpaBHEHHIO CO 3A0POBBIMHU JOOPOBOJIbIIAMU. Y
MAanucHTOB C HAPYIICHUCM (bYHKI_[I/II/I IIOYCK OTME€4YaJlaChb TECHACHIMUA K CHMXXCHHUIO 3KCIIO3UIIUU
antpomOoniara B IUIa3Me€ KPOBHM, OJHAKO Yy MAllMEHTOB JaHHOW KaTeropuu Oblla BBISBICHA
CyILIECTBEHHasi BapHaOeIbHOCTb SKCHO3MIMHU 10 CPaBHEHUIO C TaKOBOM Yy 3JIOPOBBIX
no0poBoJbIeB. [IpUMeHATH Tmpemapar y MAalMEHTOB JAaHHOW KAaTerOpHHM  CIENyeT ¢
OCTOPOKHOCTBIO T0JT TOCTOSIHHBIM KOHTPOJIEM.

IIeueHOYHAS HEAOCTATOYHOCTD

[Tocne ogHOKpaTHOrO MPUMEHEHUs Ipenaparta B o3¢ 50 M y MallMEHTOB C [UPPO30M MEUECHHU
(napymenue ¢pynkunu neuernn). AUCo o anTpombonara ysennunBanack Ha 41 % y manueHToB ¢
HapylnieHneM (QYHKIWM TeYeHW ciaboii crereHu, Ha 80 % — y MalUMeHTOB C HapylICHUEM
GyHKIIUM TeYeHu cpeAHel creneHu, U Ha 93 % y malueHToB ¢ HapylleHueM (YHKIUU IeYeHU
TSOKEJION CTENEHW 10 CPABHEHHIO CO 3J0POBBIMH JOOPOBOJIBIIAMH. Y TAIMEHTOB JaHHOMN
KaTeropuy BBISABIICHA CYIIECTBCHHAs] BapUaOEIbHOCTh 3KCIO3HIIMH M0 CPABHEHUIO C TAKOBOH Y
3I0POBBIX JOOPOBOJIBIIEB.

Bnusinue Hapymenus GpyHKuMM nedyeHu Ha (apMaKOKHMHETHUKY 3JTpoMOoriara mpu MOBTOPHOM
NPUMEHEHUH TIpernapara OLIEHMBAJIOCh IOCPEICTBOM TIPyHIOBOro (HhapMaKOKHHETHYECKOTO
aHaim3a y 28 3MI0pPOBBIX B3POCIBIX JOOPOBONBIEB M 79 MAIMEHTOB C XPOHUYECKUMHU

3a0oneBanussMu neueHu. CorjaacHo pe3yjibTaTaM JaHHOI'0 HCCICAOBAHUA, Y IMAIIUCHTOB C
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anTpombonara 1Mo CpaBHEHUIO C TAaKOBOH Y 3I0POBBIX JOOPOBOJIBIEB, MPH 3TOM 3HAYCHHE
AUC(-r) BO3pacTajo ¢ yBETWYCHHEM OaJIOBBIX IMOKa3zareneil mo mkane Yaitng-IIsro. Ilo
CPaBHEHMIO CO 3J0POBBIMHU J1OOpPOBOJBIAMHU Y MAIlMEHTOB C HapylleHHeM (YHKLIHUU TeYeHU
nerkoit crenenn AUC ) snTpomOomnara Obiia npubnusutenbHo Ha 87-110 % Beime, a y
NAIMEHTOB C HapylleHHneM (QYHKIUM T[EeYCHH CpeaHEH CTeneHu — MNpUOIU3UTENBHO Ha
141-240 %.

[Tpumenste npenapat y narueHToB ¢ UTII u mquppo3om nedeHu ciaeayeT ¢ OCTOPOKHOCTBIO T
MOCTOSTHHBIM KOHTpoJieM. Y manueHToB ¢ XpoHudeckoil UTII u nHapymenneM GyHKIHUM MTeYeHN
JIETKOM, CpemHEed M TSDKENOM CTENmeHH Tepamuio >3ATPOMOOIaroM clieAyeT HayHuHATh Co
CHM)KEHHOU 10361 — 25 Mr | pa3 B CyTKH.

AHaIOTHYHBIN aHAINW3 OBUT MPOBENEH C ydacThueM 28 3M0pOBBIX B3POCIBIX TOOPOBOJBIEB U
635 marmentoB ¢ BI'C. V OoJbpIIMHCTBA MaIMEHTOB IIOoKasareinbs o mkaine Yaiinn-Ilero
cocTaBisi 5—6 6ayoB. Ilo naHHBIM QapMaKOKHMHETHYECKOTo aHanu3a nauueHTsl ¢ BI'C umenn
6onee Beicokoe 3HaueHne AUC o-r) IO CPaBHEHUIO C TAKOBOU Yy 3/I0POBBIX JOOPOBOJIBIIEB, MPH
stoM AUC (o) Bo3pacTasia ¢ yBeTUYeHHEM OaJUTOBBIX Mmokazareseit mo mkane Yaitna-Ilero. Ilo
CpPaBHEHHUIO CO 370pOBbIMU J100poBoJbiiamMu y manueHToB ¢ BI'C AUC o) snTpoMOonara Oblia
BhIe npubausurenbHo Ha 100—144 %. YV manuentoB ¢ BI'C Tepanuio anTpoMOomnarom ciemayer
HAa4YMHATh C A03bI 25 Mr 1 pa3 B CyTKH.

Paca

Bnusinue asumarckoil packl Ha (QapMaKOKHMHETHKY 3iTpoMOorara OLEHMBAJIW MPH MOMOIIU
HOMYJISAIUOHHOTO (hapMakoKHHeTHYecKoro aHanusa y 111 3m0poBeix B3pocnbix (M3 HEX 31 —
azuarckoil pacel) u 88 mamuentoB ¢ WTII (u3 mux 18 — asmarckoit pacel). Ilo nanHbIM
dhapMakOKHMHETHYECKOTO aHanu3a y nanueHtoB ¢ UTII a3uarckoii pacel (T.€. ATMOHIIBI, KUTANITBI,
kopeiinsl U Tainbl), AUC o) anTpomOonara Obuia npuMepHo Ha 87 % Bblllle, 4YeM y NAIlEHTOB
HE a3MaTCKOM pachl (IPEUMYIIECTBEHHO €BPOIEOUIOB); IIPU ITOM KOPPEKLHUS A03bI 110 Macce
T€Ja HE IPOBOAMIIACK.

N3ydenue BIMSHUS 3THUYECKOW MPUHAJIECKHOCTH K BBIXOAIAM M3 cTpaH BocrtouHoi A3uu Ha
(bapMaKOKMHETHKY antpomOormnara MIPOBOAMIIN C MTOMOUIBIO MOMYJISILIUOHHOTO
(apMakoKMHEeTHYEeCKOro aHanm3a ¢ ydyactueM 635 mamuentoB ¢ BI'C (145 manuentoB
BOCTOYHOA3HATCKOTO MPOUCXOXKACHHUS U 69 MallMEHTOB F0KHOA3MATCKOTo mpoucxoxaenus). Ha
OCHOBaHUU PE3YyJbTAaTOB MOMYJSLUOHHOTO (hapMaKOKHHETHYECKOrO aHaIM3a YCTaHOBIIEHO, YTO
y MalMeHTOB BOCTOYHOA3UATCKOTO U F0’KHOA3UATCKOTO MPOUCXOXKACHHS Ha0II01amach CX0qHas
dapmakokuHeTHKa daTpoMOomnara. B cpemHeM 'y MalMEHTOB BOCTOYHOA3MATCKOTO U

10HOa3uaTckoro npoucxoxaeHuss AUC ) antpombonara Oblia mpuMepHO Ha 55 % BbIlIe 1O
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CPaBHEHUIO C MaIMEHTaMH JAPYTHX pac (Ipeumy ecmeﬁ%'ggm;ﬁggﬂ bHOCTb 0002)

Ilon

BnusHue nosa Ha papMakOKMHETHUKY 3JITpoMOoOIara OleHUBAIU IPY TOMOIIHU MOIMYJISLIUOHHOTO
dbapmakokrmHeTHYECKOTO aHanu3a y 111 3mopoBeix 100poBoibiieB (M3 HUX 14 — )KEHCKOTO T10J1a)
n 88 mammmentoB ¢ UTII (u3 Hmx 57 — xeHckoro moja). Ilo gaHHBIM TOMYJIAIIMOHHOTO
dapmakoxunernyeckoro ananuza AUC 1) anTpombonara y nanuentok ¢ MTII 6puta npumepHo
Ha 50 % BbIIIE IO CPABHEHUIO C TAKOBOM Yy MAIMEHTOB MY’KCKOTO I10JIa; IPU 3TOM KOPPEKIIHS
7103 TI0 Macce Teja He MPOBOAMIIACK.

Bnusinue nona Ha apMakoOKMHETHKY 3ATpoMOOmara OleHUBAINA ¢ TTOMOIIbIO MOMYJISALHOHHOTO
(apmakoKMHETHYEeCKOro aHanu3a ¢ yyactueMm 635 manuentoB ¢ BI'C (260 — sxeHckoro mosia).
[To pe3ynbpraram oreHkH ¢ nomorbio Mojenu y sxkeHmuH ¢ BI'C AUC o) antpombonara Oblia
Ha 41 % BbIlIE IO CPABHEHUIO C TAKOBOW y MYKUYHH.

JINIta MoKMUJIOro Bo3pacra

BospactHpie paznuums 1o (apMakOKWHETHKE daTpoMmOomnara OIEHUBAIH C I[OMOIIBIO
HOMYJIAIUOHHOTO (PAPMAKOKMHETHYECKOTO aHalIM3a C y4acTHeM 28 3J0POBBIX JOOPOBOJIBIIEB U
635 maumentoB ¢ BI'C B Bo3pacte ot 19 no 74 ner. Ilo pe3ynbTaTaM OLEHKH C MOMOIIBIO
MoJienH y mokuiblx nanueHtoB (> 60 net) AUC(o-r) saTpombonara 6bi1a Ha 36 % BbIlIe MO
CpaBHCHHIO C 60.]166 MOJIOABIMU IMAITUCHTAMU.

Jletu crapiie 1 roga

dapMaKOKHMHETHKA AITPpOMOOIIara mociie nmpueMa BHyTph OJIMH pa3 B CyTKH u3ydeHa y 168 nereii
B Bo3pacte crapuie 1 roaa.

Kaxxymuiics mra3MeHHBIH KIUPEHC 3NTpoMOoOIIara mociie mpueMa BHyTphb y MallueHTOB JaHHOM
KAaTeropuy BO3PACTACT C YBEIIMYEHUEM MACChl Tela. Y MalMEHTOB a3MaTCKOM pachl KaXyILUNCs
IJIa3MEHHBIN KIMPEHC CHHKEH npuMepHO Ha 30 %, KpoMme TOro, CHUKEHUE JAaHHOTO MOKa3aTels
Ha 20 % OTMeYeHO y MalMEHTOB XEHCKOro nosia. dapMakOKMHETHYECKHE IOKa3aTelIn y
MAalMEeHTOB JJAHHOM KaTEeropuu MpeICTaBICHbl HUXKE.

Cpeanue reoMeTpuYeckHe MoKasaTedeil  (papMaKkOKMHETHMKM JJTpoMOonmara B
PAaBHOBECHOM COCTOSIHMHU IOCJe NpuMeHeHns: B J03e S0 Mr 1 pa3 B CyTKM y NaUMEHTOB B

Bo3pacre 1-17 ger ¢ UTII

Bo3pacTHas rpynna Cmax, MKI/MJ1 AUC (0-v), MKr>x4/mJ1
12-17 ner 6,8 (6,17,7.5) 103 (91,1, 116)
6-11 ner 10,3 (9,42, 11,2) 153 (137, 170)
1-5 ner 11,6 (10,4, 12,9) 162 (139, 187)
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6. ®APMAIIEBTUUECKHUE CBONCTBA (MOCHELOBATENBHOCTEL 0002)

6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB

Darpombomnar [1ICK, 25 mMr, TabJIeTKU, HOKPHITHIE ILIECHOYHOM 000J104YKOI

[emrono3a mukpokpuctaunyeckas (102)

ManHuTON

Hatpus xkpaxmanrnukonat (Tum A)

Marnus creapat

IInenounas obonouka:

[Tnenounoe mokpeiTne Omanpaii Oenbiii YS-1-7706-G (rumpomeruioza 3 cps, THIpOMEILIO3a
6 cps, Tutana auokcun E171, makporoi, momucop6ar 80)

Darpombomar [ICK, 50 Mr, TablIeTKU, HOKPHITHIE ILICHOYHOM 000J104YKOI

[emmrono3a mukpokpuctaunyeckas (102)

ManHuTONn

Hatpus xpaxmanrnukonsat (Tum A)

Marnus creapat

IInenounas obonouka:

[Tnenounoe nmokpeiTue Omnanapait kopuuHeBblit 03B26716 (runpomerno3a 2910, ThTaHa TUOKCHT
E171, xpacurens xene3a okcun kentbii E172, makporos, KpacuTenb kene3a OKCUJA KpacHbIN
E172)

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs)

2 roxa.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPH XPAHEHU U

XpaHuTh Nipu TemnepaTtype He Bhiie 25 °C.

6.5. XapakTep u coaep:kaHue NEPBUYHONH YIIAKOBKH

I[lo 7 Tabnerok TmOMEHIAIOT B KOHTYPHYIO SYEHKOBYIO ymakoBKy (Ommcrep) w3
KOMOMHHMPOBAaHHOTO MaTrepHajla OPUEHTHUPOBAHHBIA IMOJTHAMU/Y/ ATIOMUHHUHN/TTOIMBUHIIXJIOPHT
(OITA/Amwo/TIBX) u ¢dhonpru amoMHHUEBON medaTHOW JakupoBaHHOUW (Ado). Ilo 4 Gmumctepa
BMECTE C JTMCTKOM—BKJIAJIBIIIEM ITOMEIAIOT B KAPTOHHYIO Mauky. Ha KapTOHHYIO MayKy MOXeET
OBITh HAaHECEHA 3TUKETKA KOHTPOJISI IEPBOT0 BCKPBITHSL.

[To 14 TtabneTok TmMOMEMAIOT B KOHTYPHYIO SYCHKOBYIO yHakoBKy (Omucrep) wu3
KOMOMHHMPOBAaHHOTO MaTrepHajla OPUEHTHUPOBAHHBIA IMOJMAMU/Y/ ATFOMUHUHN/TIOTMBUHIIXJIOPHT

(OITA/Amo/IIBX) u ¢onbru amoMUHUEBOHN MedaTHOW nakupoBaHHOU (Amo). [To 2 Gmucrepa
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6I>ITB HaHCCCHA OTUKCTKA KOHTPOJIA IEPBOTO BCKPLITHUS.

6.6. OcoOble Mepbl MNPeJOCTOPOKHOCTH TPH YHUYTOKEHHHM HCHOJIb30BAHHOTO
JIEKAaPpCTBEHHOr0 Tpenapara WJIH OTX0A0B, MOJYYEeHHBIX TMOCJe TPUMeHEHHs
JIEKAPCTBEHHOT0 Mpenapara u Apyrue MaHUMYJISINUH C MPenapaTom

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccuiickas @enepanus

000 «IICK ®Papmay

141983, MockoBckast 0011, r.0. JlyoHa, . [ly6Ha, yi. [Iporpammuctos, 1. 5, cTp. 1
Tenedon: +7 (499) 400 16 99; +7 (496) 218 19 19

OnekTtponHas royvra: officel @rusbiopharm.ru

7.1. IlpeacTaBUTENb J€PsKATE/ISI PETHCTPALMOHHOIO YI0CTOBEPEHUA

IIperen3uun norpeduTeIel HANPABIATS 10 AJIPECY:

Poccuiickaa ®@eoepayus

000 «IICK ®apmar

141983, MockoBckast 0011, r.0. JlyoHa, . [ly6Ha, yi. [Iporpammuctos, 1. 5, cTp. 1
Tenedon: +7 (800) 234 16 99

DNeKTpOoHHAas 1ovTa: pv(@rusbiopharm.ru

Pecnybnuxa benapyco

000 «PapmMAccucTeHc

220131, r. MuHck, yn. 'amapuauka 30, opuc 404 (6 sTax)
Tenedon: +375 29 640 42 86

DneKTpoHHas 1movTa: pv(@pharmassistance.by
Pecnybnuxa Kazaxcman

TOO AJIINUME]]

050051, r. Anmatsl, Mukpopaiion Camai 1, gom 1
Tenedon: +7-727-263-27-34

OnexTponHas noyra: aldimed@mail.ru

Kuipevizckasn Pecnybnuxa

OcOO0O «MencepBuc.KG»

720051, r. bumkek, yin. Kypmanxan Jlatka, 1. 131-133
Tenedon: +996 312 36-90-39

OnexTponHas noyra: medservice.kg@mail.ru
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(MOCNEODBATENBEHOCTE 0002)

Pecnyonuxa Apmernus

000 «Pyauym Tpagusr»
r. EpeBan, yn. Kouapsn, 1. 18/52
Tenedon: +3 749 566 36 68

OnektponHas nmoyra: rudiumtrading@gmail.com

8. HOMEP PETHCTPAIIMOHHOI'O YOCTOBEPEHMUSA

9. IATA NMEPBUYHOM PETMCTPAIIMHA (IIOJATBEPXJEHHSI PETMCTPAIIUN,
HEPEPEI'MCTPALIUN)

JlaTa niepBoii perucTpanuu:
10. JATA IEPECMOTPA TEKCTA
OOmast xapakTepUCTHKa JieKapcTBeHHoro mnpemnapara Onrpombonar IICK nocrymna Ha

WHPOPMALIMOHHOM TIOpTajie EBpa3suiickoro SKOHOMHUYECKOTO Cor3a B HWH(POPMAIMOHHO-

KOMMYHUKaImoHHou cetn «uTepHeT» https://eec.eaeunion.org/
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