COOTBETCTBYET 2KCNEFPTHOMY OTYETY
ot 14.10.2025 N= 25706
(MOCNEOOBATENEHOCTE 0002)

OBILIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOTI' O IIPEITAPATA

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O IIPEITAPATA
OnTpombomnar, 25 mr, TabJIETKH, TOKPHITHIE TNIEHOYHOW 000JI0YKOM

Ontpombomnar, 50 mMr, TabJIeTKH, MOKPHITHIC JICHOYHON 000710YKOM

2. KAUECTBEHHBIIA M1 KOJTMYECTBEHHBIA COCTAB
JleficTBy1OIIIE€E BEIIECTBO: AITPOMOOIIAr.

DarpomMobornar, 25 mr, TabJIeTKU, NOKPBITHIE INIEHOYHOU 000JI0YKOIL.

Kaxxnas Ttabrnerka, MOKphITas IJICHOYHOW 000J0YKOM, comepxutr 25 mMr sarpomOorara
(axBuBaneHTHo 31,901 Mr anTpomboNara olaMuHa).

3J'ITDOM6OHEIF, 50 mr, Ta6J'IeTKI/I, MMOKPBITHIC TNIEHOYHOM 000JIOYKOH.

Kaxxnas Ttabrnerka, MOKpHITas IDICHOYHOW 000109Koi, comepxxkutr 50 mMr sarpomborara
(3xBUBaTICHTHO 63,802 Mr 3ATpOoMOOIIara OJIaMUHA).

ITonubrit MNEPCUCHb BCIIOMOT'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3/iCiic 6.1.

3. JEKAPCTBEHHASA ®OPMA
TabneTku, MOKPHITHIE MICHOYHOW 000IOUYKOM.

Onrpombornar, 25 Mmr, TabJIETKH, IIOKPBITHIE ITUIEHOYHO 000JI0YKOIA.

Kpyrible, ABOSIKOBBINYKJIbIE TaOJIETKH, TMOKPBHITbIE IUIEHOYHON OOOJIOYKOM >KENTOro IBETa C
KOPUYHEBATO-3€JICHOBATHIM OTTEHKOM, C I'DAaBUPOBKOM «5» M «5» 1m0 00€ CTOPOHBI OT PUCKH C
oJtHOM cTopoHbl Tabnetkn U «EH» ¢ npyroit croponsl. Ha nmonepeunom cpese siipo TabiaeTKH OT
TEMHO-KPaCHOT0 /10 KOPUYHEBOT'O [[BETA, BO3MOXHO HAJIMUUE CBETJIBIX BKPAILJICHUH.

Jlunus paznoma (pucka) He IpeHa3HaYeHa JUIsl pa3jiaMblBaHUs TaOJIETKU.

9HTDOM6OH&F, 50 mr, Ta6.]'IeTKI/I, MOKPBITHIE INIEHOYHOM 000JI0YKOH.

Kpyrible, ABOSIKOBBITYKJIbIE TaOJIETKH, MOKPHITHIE IUICHOYHON OOOJOYKOW >KENTOro IBETa C
KOPUYHEBATO-3€JICHOBATHIM OTTEHKOM, C (hackoii, ¢ rpaBupoBKoi «E56» ¢ ogHoit ctopoHsl u «H» ¢
npyroii croponsl. Ha momepedHom cpese siipo TaOJIETKH OT TEMHO-KPACHOTO 10 KOPHUYHEBOTO

OBCTa, BO3MOXXHO HAJIMYUEC CBCTIIBIX BKpaHJ’IeHHﬁ.

4. KIMHUYECKUE JAHHBIE

4.1.Iloxa3aHusl K NPUMEHECHHUIO
3J'ITp0M60HaF IMMOKa3aH K IMIPUMEHCHULO:
e Jlns nedyeHMs] MalMEHTOB B Bo3pacTe 3 JIeT W CTaplie ¢ MMMYHHOH TpoMOOLUTONEeHuen

(UTII), nmnsmeiicss 6 w Oojiee MecAIeB ¢ MOMEHTa IMOCTAHOBKM JIMAarHO3a, y KOTOPBIX



COOTBETCTEYET 3KCMNEPTHOMY OTYETY
ot 14.10. A Mz 2 .
(MOCNENOBATENEHOCTE 0002)

OTMEUaJIC]  HEJOCTAaTOYHBIM OTBET Ha MPEIIUIECTBYIOUIYI0 Tepanuio (Hampumep,
[JIIOKOKOPTUKOCTEPOUIaMH, ~ HMMMYHOIVIOOYJIMHAMHM) €  LIE€JIbI0  YMEHBLICHUS  pHUCKa

KPOBOTECUECHUH.

e J[ns neyeHus NalMeHTOB B BO3pacTe cTapile 18 JIeT ¢ XpOHUYECKUM BUPYCHBIM renatutoM C
C Lenbl0 oO0ecleYeHHus BO3MOKHOCTH IHPOBEIEHHMS WM ONTHUMM3ALUU IPOBOJUMOMN
IIPOTUBOBUPYCHOM Tepalnuu, BKIIOYarollel npenapaTsl HHTEp(EpoHa.

e B cocraBe Tepanuu nepBoil JIMHUM B KOMOMHAIIMHM CO CTaHJAPTHOW MMMYHOCYIPECCHBHOM
TEpanuel y MalMeHTOB ¢ TsDKenoW arutactuyeckoil anemueil (TAA) B Bospacre 3 eT u
cTapuie.

e Jlis neyeHus MalMEHTOB B BO3pacTe cTapiie 18 JieT ¢ TsHKeIo armiacTUYecKod aHeMHeH, y

KOTOPBIX HE ObUT IOCTUTHYT JOCTATOYHBIM OTBET HA UMMYHOCYIIPECCUBHYIO TE€PAIIUIO.

4.2.Pe:xuM /103MPOBaHUs U CNIOCO0 MPUMEHEHHU S

Pexxum no3upoBanust moAOMPalOT UHAWBUAYAIBHO Ha OCHOBAHUU KOJIMYECTBA TPOMOOIIUTOB.
[TarreHThl ¢ XpPOHUUECKOW HMMYHHOU TPOMOOLIUTONIEHUEH

Jist TOCTMKEHUST W TOAJEpX)aHug KoimudecTBa TpomOomutoB > 50 000/MKI NPUMEHSIOT
MUHUMaIbHYI0 3¢ ¢deKTuBHYI0 103y mpenaparta dnrpomobomnar. [Togbop m03b1  MPOBOMST,
OCHOBBIBASICb Ha W3MEHEHHU KojuuecTBa TpombOounutoB. [Ipemapar Onarpombomar He
IpeJHasHaueH Uil ~ HOpMalM3allud  KoJW4yecTBa  TpoMOOmMTOB. B KIMHMYECKHX
UCCIIEIOBAaHMAX IMOBBIIIEHUE KOJUYECTBA TPOMOOLMTOB HAONI0AIOCh, KaK IPaBUJIO, B
TeyeHue |—2 Henenp mocie HayajlaTepamnuu MpenapaToM, CHUKEHHE MPOUCXOJUIO B TEUEHUE
1-2 Henenb nocine ee npekpaieHus. [lepsonauansbhsiii pexcum 003Uposanus

Bspocnvie u 0emu 6 s6ospacme 6—17 nem

PexomenoBanHas HadasibHas /1032 npenapara dnrpomoornar coctaisieT 50 mr 1 pa3 B CyTKH.

VY B3pociabix U JeTeil B Bo3pacte 6—17 neT a3marckod packl (TaKuX Kak KUTAHMIbI, STOHIBI,
KOpeil1ibl) Ie4eHrne mpenaparoM DATpoMOonar ciaeayeT HauuHaTh ¢ 103kl 25 Mr 1 pa3 B CyTKH.
Jlemu 6 6ospacme 3—5 nem

HauansHnas no3a npenapara y manyeHTOB JAHHOW KaTEropuu cocTaBiseT 25 mr 1 pa3 B CyTku. Y
MalMEeHTOB a3MaTCKOM pachl (TaKMX KaK KHUTAMIIbI, STOHIIBI, KOPEHIbI) B Bo3pacte 3—5 JeT
HayMHaTh TEPAIUIO MIPENapaToM Ciaeayer ¢ A03bl 25 Mr | pa3 B CyTKH.

Monumopune u xoppexyus 003bl

B3spocnvie u 0emu cmapuie 3 nem

[locne Hawanma Tepanmuu cleAyeT KOPPEKTUPOBATh 103y TIpernapara i MHOJAepiKaHUs
KOJIM4YecTBa TPOoMOOIMTOB Ha ypoBHE > 50 000/MKJ /17151 yMEeHbILIEHUsI pucka KpoBoTeueHus. He

CJICOYCT MPECBLIIATH 103y 75 Mr B CYTKH.



COOTBETCTEYET 2KCNEPTHOMY OTUYETY
ot 14.10.2025 N= 25706

(NOCNEOQCBATENBEHOCTL 0002)

Ha npotsbxkeHun Bcero Kypca Tepanuy HpernaparoM HEOOXOIHMMO PEryJIpHO KOHTPOJIUPOBATH

KIIMHUYECKHE TeMaTOJIOTMUECKHe TIOKa3aTeNd U Mmokaszarenu (GpyHkuuu nedenu. [lo3y npemnapara

KOPPEKTUPYIOT B 3aBUCUMOCTH OT KOJIMUYECTBA TPOMOOIIMTOB B COOTBETCTBUU ¢ Tabnuuei 1.

Bo Bpewmst Tepanuu mpemnaparom DnrpoMmOomnar He00X0UMO MPOBOIUTH MMOTHBINA aHAIN3 KPOBU

©KCHEJIETIbHO, BKIIIOYAsl OIPENENICHHe KOJIMYEeCTBA TPOMOOLMTOB M Ma30K HepudepruuecKoi

KpOBH, JI0 CTaOWJIM3AIlMU KOJWYeCTBa TpoMOOoInuToB Ha ypoBHe > 50 000/MKI B TeueHHE IO

Kpaiineir mepe 4 Hexenb. [locnme craOuausanmuu KOJIMYECTBAa TPOMOOITMTOB ITOJTHBIA aHAIINU3

KpPOBH, BKJIIOYAsl OMpEENICHHE KOJIMYECTBA TPOMOOILMTOB M MasKH mepudepuyeckord KpoBH,

HeO6XOI[I/IMO MMPOBOAUTD CIKCMECAYHO.

Tadoauna 1. Koppexkuus 103b1 npenapara Jarpomoonar s nauueHTos ¢ UTII

Kosan4yecTBo Koppexumust 10361 UM OTBET
TPOMOOLMTOB
<50 000/mMK B | YBEIMYUTh CYTOUHYIO 103y Ha 25 Mr 70 MaKCUMaJIbHOW J103bI

TEUECHHE II0 KpailHen
Mepe 2 Helenb
Tepanuu

75 mr/cyTku*.

> 50 000/mxn -

<150 000/mxn

IIponomxute TEpanuio INpenapaToM B HAWMEHBIIEW CYTOYHOW J03€
W/WIM  OJHOBPEMEHHYIO MeAMKaMeHTO3Hylo Tepanuto WTII  mns
HNOAJEPKAHUS KOJIMYECTBA TPOMOOIIMTOB, MTO3BOJISIFOIIETO
IIPEIOTBPATUTh KPOBOTEUYEHUE WIIM YMEHBIINTh €70 HHTEHCUBHOCTb.

> 150 000/mKa —

YMEHBIIUTh CYTOUHYIO 1103y Ha 25 mr. Yepe3 2 Henenu OLEHUTH

<250 000/mx1 3pGEKT OT KOPPEKIUU A03bI U MPUHATH PELICHUE O AajbHeHIen
KOPPEKLIHMU JO3BI™**.
> 250 000/mxn OTMEHUTHh Tepamuio MpernapaToM; YBEIMYUTh YacTOTy OINpPEJEICHUS

KOJIMYeCTBa TPOMOOUUTOB 10 2 pa3 B Hemento. [lpu kommdecte
tpombo1uToB < 100 000/MKIT BO30OHOBUTH TEpANMIO B CYTOYHOU JI03€,
YMEHBIIIEHHOHN Ha 25 MT.

*Z[J'ISI ManueHTOB, MMOJTYyYaronux nperapar B 03¢ 25wmr 1 pa3 9€pe3 ACHb, 103y YBCIUYUBAIOT OO

25 mr 1 pa3 B cyTKH.

** ][ ManMeHToB, MOMyYalonuX Ipemnapar B 103¢ 25 Mr 1 pa3 B CyTKH, CIEIyeT PacCMOTPETh
BO3MOKHOCTB ITpHEMa Mpemnapara B 1o3e 25 Mr 1 pa3 yepes CyTKH.

Tepanuio npemapatoM MOXHO COYETaThb C MHBIM MeauKamMeHTO3HbIM JjedeHuem WTIIL. Ilpu

MEIUIIMHCKOM HCO6XO,Z[I/IMOCTI/I BO BpEMs TCpallMu HIpcrapaTomM 3HTp0M6OHaF CJICaycT

KOPPCKTHUPOBATH PCKUM HOO3UPOBAHHUA OAHOBPEMCHHO MNPUMCHACMBIX MNPCapaTosB, YTOOBI

n30exaTh Ype3sMEPHOT0 YBETHUYEHHUS KOJIMYECTBA TPOMOOIIUTOB.

Kak npu nmoBelllIeHNH, TaK U TMPU CHUKEHUH JJ03bl KOPPEKIUIO MPOBOJIAT C «LIAroM» 25 MI/CyT.

HexotopeiM mammeHTamM MOXKET MOTpeOOBaThCs KOMOWHAIMs TaOJETOK TMperapara ¢ pa3HOM

,Z[OSHpOBKOfI B pa3HbIC JHU JICHCHUA UJIM MCHEC 4aCTOC MPUMCHCHUC.

ITocne m060i KOpPpEKIUK 03Bl NTpenapara KOJINYECTBO TPOMOOLIUTOB CIENyEeT KOHTPOJINPOBATh



COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 14.10.2025 N= 25706
(NOCNEOQCBATENBEHOCTL 0002)

[0 KpailHEll Mepe eKEHEAENbHO Ha MpoTshkeHuH 2-3 Heaenb. CIycTs nmo MeHblleld mepe 2

HEZeNu cilelyeT OUeHUTh AP(HEeKT KOPPEKIUH JA03bI Ha KOJIUYECTBO TPOMOOIIMTOB JIJIsl IPUHATHUS
pelIeHrs 0 HEOOXOAUMOCTH JTaTbHEUIIIero H3MEHEHUS 103bI.

VY nmanueHTOoB ¢ HUPPO30M MEUYeHU (HapylleHHeM (YHKIMH MeUeHH) TOBBIIIATh 103y CIEAYeT He
paHee ueM uepes3 3 Hejelu Mocie Havaia Tepanuu (cM. pazaen 4.4).

Ommena npenapama y 83pocivlx u demeti cmapuie 3 1em

Jleyenne mpenapaToM CleAyeT MPEeKPaTHTh, €CIH KOJIMYECTBO TPOMOOIIUTOB HE yBEITUYHUBACTCS
710 3Ha4€HUs, JOCTATOYHOIO JUIsl YMEHBUIEHUS] pUCKa KPOBOTEUEHUH, Mocie 4 HEAeNnb Teparuu
IIpenapaToM B J103€ 75 MI' B CyTKHU.

Cnenyer mnepuoIMYECKH OLEHMBATH KIMHUYECKOE COCTOSHME TNaluueHTta. Pemenue o
HEOOXOIUMOCTH TPOAOKEHUS Tepaluu MPUHUMAET Jedalluii Bpad B WHAMBHIYAIbHOM
nopsake. Y mnanueHToB 0e€3 CIUIEHPKTOMHMM B aHaMHE3€ CIEAyeT NPUHUMAThb BO BHUMaHHUE
BO3MOXXHOCTb IPOBEJICHUSI JTaHHOTO ONEpaTUBHOrO BMemiarenabcTBa. [locime oTMeHbl Tepanuu
BO3MO>XHO TOBTOPHOE Pa3BUTHE TPOMOOIIUTONICHHH.

THayuenmoi ¢ xponuueckum BI'C, conposocoarowumcs mpomboyumoneHuet

[lepen mnpuMeHeHuem Tmpemapata OJITpoMOOINar OJHOBPEMEHHO C IPOTUBOBUPYCHOM
MEIMKAaMEHTO3HOW Tepanueil HeoOXOOuMO O3HAaKOMHMTBCS C IIOJIHOM HMHCTpyKUMEH 110
MEIUIIMHCKOMY PUMEHEHUIO BbIIIEyKa3aHHBIX JIEKAPCTBEHHBIX IPENapaToB.

Ilenpto mpuMeHeHMs mpenapata Ha (OHE AHTUBUPYCHOM Tepanuu SBISETCS MOJepKaHue
KOJINYeCTBa TPOMOOIIMTOB, MO3BOJIAIOIIEE MPEJOTBPATUTh PHUCK PA3BUTUS I'eMOpPpParuvyecKux
OCIIO)KHEHUH, Kak mpaBwmio, okoino 50 000-75 000/mxn. Cnemyer uz0eraTh yBEITHYCHUS
KoJnuecTBa TpoMOoruToB > 75 000/mMKI1.

Jns mopnepkaHus W JTOCTH)KEHUS HEOOXOJMMOIO KOJIMYECTBa TPOMOOLMTOB MPHUMEHSIOT
MUHUMAJIbHYIO 3(QQEKTHUBHYIO A03y Ipenapara, HEOOXOOUMYIO Ui Hayajla M ONTHUMH3ALUU
MIPOTUBOBUPYCHOM Tepanuu. [1on60p 10361 OCHOBAH Ha U3MEHEHUH KOJIMYECTBA TPOMOOLIUTOB.
[Ipenapat DOaTpombonar He HpeaHa3HayeH AJii HOPMAJU3allMd KoJudecTBa TpoMOouuToB. B
KJIMHUYECKUX HCCIICOBAHUAX IOBBIIIEHUE KOJIUYECTBA TPOMOOLMTOB HAOIIOJANOCh Kak
IIpaBWIO B TEUEHHUE | HENEIM Mocie Hayaia Tepanuy MpenapaTom.

Ilepsonauanvusiii pesxcum 003uposansl

B3pocnvie

HauanbHas no3a npenapara Oarpombornar cocrasisier 25 mr 1 pa3 B CyTKu.

VY nanueHToB a3uaTcKOM pachkl (TakUX Kak KUTAMIbl, SMOHIBI, KOPEWIbl) JeYyeHHe
npenaparoM DITpoMOoIIar clieyeT HauuHATh C 10361 25 MT 1 pa3 B CyTKH.

Monumopune u Koppexyust 003l



COOTBETCTEYET 2KCNEPTHOMY OTUYETY
ot 14.10.2025 N= 25706

(NOCNEOQCBATENBEHOCTL 0002)

Jlo3y mpemapara OaTpoMOomnar YBEJIMYHMBAIOT C «IIaroM» 25 MI/CyT KaxIble 2 HEIeIH
710 TOCTUKEHHS KOJTMYECTBA TPOMOOIIUTOB, ONITUMAIBHOTO JIJIsl Havajia MPOTHBOBUPYCHON Tepanuu
u B cooTBeTcTBUM ¢ Tabmumeid 2. Ilepen HavaaoM MPOTHBOBUPYCHOW Tepanuu HEOOXOIUMO
KOHTPOJIMPOBATh KOJMYECTBO TPOMOOLIUTOB €XKEHEeAeTbHO. B MOMEHT Hayasla MpOTUBOBUPYCHOMN
Tepanuy KOJMYECTBO TPOMOOLIUTOB MOXKET PE3KO YMEHbBIIATHCA, HPU 3TOM CJeIyeT H30eraTh
HEMEJUICHHOW KOPPEKIMH 71036l pernapara ATpoMOornar.

Bo BpeMss nOpOTHBOBUPYCHOH Tepamuud HEOOXOIMMO KOPPEKTHpPOBATh 03y Npenapara
OnrpoMbonar TakuM 00pa3oM, YTOOBI M30€XKaTh CHIKEHHS 03Bl MATUHTEp(dEpoHa B CBS3U C
BO3MOXXHBIM YMEHBIIICHHEM KOJIMYECTBA TPOMOOIIUTOB, 4YTO MOXET YBEIMYMBATH PUCK
kpoBoTeueHus. KoamdecTBo TpOMOOIMTOB ClEIyeT KOHTPOJIUPOBATH €XKEHEACNbHO [0
JTOCTHOKCHHS CTaOMIIM3aIliu UX KojimdecTBa (Kak mpaBmiio okosio S0 000/mxn — 75 000/mkir). B
JaTbHEUIEM CIIEyeT €XKEMECSYHO KOHTPOJIMPOBATh MOKa3aTeld OOMICKIMHIUYECKOTO aHaIn3a
KpPOBH, BKIJIIOUAs OIpeNeIeHNue KOJIMYECTBA TPOMOOIIMTOB U Ma3oK mepuepuyeckoil Kpou. B
clly4ae, €ClId KOJHYECTBO TPOMOOIIMTOB IMPEBBIIIAET LIEJEBOE, CIEIYyeT pPacCMOTPETh
BO3MOXXHOCTh YMEHBIIIEHUSI CYTOYHOM J03bI MpenapaTta Ha 25 Mr. OueHuTsh 3¢ ¢heKT naHHON U
0001 ToClIeyIoNIel KOPPEKIIUHU 03Bl CISAYET Yepe3 2 Hellemu.

He cnenyer mpesbrimats o3y 100 mr/cyr. PexkomenmoBanHas no3a maruHTepdepoHa WU
pubaBUprUHA TPEJCTaBICHA B HWHCTPYKUIUU IO MEAUIMHCKOMY TMPUMEHEHHIO YKa3aHHBIX
MpemnapaToB.

Tadauua 2. Koppexkuusi 10361 npenapara Jarpomodonar 1is nauueHTtoB ¢ BI'C Bo Bpems

NPOTHBOBMPYCHOI Tepanuun

KoanuyecrBo Koppexknusi 10361 WM 0TBET
TPOMOOLMTOB
< 50 000/mKn B | YBEIUYUTH CyTOUHYIO 703y Ha 25 MrI, HO He Bbiie 100 Mr B CyTKH.

TEYEHUE M0 KpauHEu
Mepe 2 HeZelb

Tepanuu

> 200 000/mxn — | YMEeHBIINUTE CYyTOYHYIO 103y Ha 25 mr. CnycTs 2 Henenu OLEHUTh

<400 000/mx1 3 deKT OT KOPPEeKIMU 036l W TPHUHATH PEUICHHE O JaTbHEHIIeH
KOPPEKIMH JO3BI*.

> 400 000/mx1 [Ipexkpatute npueM npenapara IDATPoMOONAr; yBeIUUUTh YACTOTY

OIIpEeJIEJIEHUs KOJIMYECTBA TPOMOOIIMTOB /10 2 pa3 B HEJEIIIO.
ITpu konuyectBe TpomOoLMTOB < 150 000/MKII, BO30OHOBHUTH TEPATIHIO
B CHMYKEHHOM CyTOYHOM J103€.

*J171 MalMeHTOB, MOMYYaIoNINX Mpenapar B o3¢ 25 Mr 1 paz B CyTKH, CleyeT pacCMOTPETh
BOIIPOC O MPUMEHEHUH TIpernapara B 103€ 25 Mr 1 pa3 yepe3 CyTKu.

Ommena npenapama



COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 14.10.2025 N= 25706
(NOCNEOQCBATENBEHOCTL 0002)

VY namuentoB ¢ BI'C renoruna 1/4/6, He3aBHCHMO OT pEIICHUS O MPOIODKEHHH TEparuu
UHTEpPEPOHAMH, CIIEAYET PACCMOTPETh OTMEHY IMpernapara DATpoMOomar B Cllydae, €CiH
3¢ dexT oT seueHuss NPOTUBOBUPYCHBIMH IpernapaTaMu He TOCTUTHYT Ha 12-i Henene. Caenyet
OTMEHHUTH TEpaIuio MpernapaToM B Cllydae, €ciH MOocje ABYX HeZellb MPUMEHEHHs] B CyTOYHOU
no3e 100 Mr He AOCTUTHYTO IIENIEBOE KOJHMYECTBO TPOMOOIIMTOB, HEOOXOAMMOE JUIsl Hadaia
IIPOTUBOBUPYCHOM TEPANNH.

Crenyer mpekpaTUTh JEUCHHE IMpernaparoM DiTpomOomnar, eciu mnocie 24-HeAenbHOU Tepanuu
obonapyxxena PHK BI'C. Ilocie oTMeHBI HpPOTHBOBUPYCHOM Tepamuu CIEAyeT NPEKPaTUTh
pUMEHEHHE TpenapaTa DATpoMOonar Mpu OTCYTCTBUU MHBIX TOKAa3aHUH JUISL €r0 IPUMEHEHUSI.
CrnenyeT npekpaTUTh MpUMEHEHHE Mpenapara DITpoMOoIar B cliydae Ype3MepHOro YBETHYCHUS
KOJIMYeCTBA TPOMOOLMTOB, Kak omucaHo B TaOnuie 2, wid Npu KIMHUYECKH 3HAYMMBIX
OTKJIOHCHHSIX (DYHKIIMOHAJIBHBIX MPOO MEUYECHU OT HOPMHI (CM. paznen 4.4).

llepsas nunus mepanuu masxicenou aniacmudecKol anemuu

Tepanuto mnpemapatrom Onrpombonar clieyeT Ha3HA4aTh OJHOBPEMEHHO CO CTaHIapTHOM
MMMYHOCYIPECCUBHOM Tepanuen.

He nonyctuMo npeBbliieHne HauaabHOMU 0361 penapara InrpomoOonar.

llepsonauanvuwiii pescum 003uposansl

Bspocnvie u 0oemu cmapuwe 12 nem

Pexomenayemass HawanmbHas jo03a mpenapara OatpoMoOonar cocrasisger 150 mr 1 pa3 B
CYTKM BTEUEHHE 6 MECSIIEB.

VY B3pocnbix U Jerell B Bo3pacte 12—17 ner a3maTckod pachl (TaKMX Kak KUTAWIbl, SITOHIBI,
KOpEHIIbI) JIeueHre mpernapaToM DaTpoMOonar cieayeT HayuHaTh ¢ 10361 75 Mr 1 pa3 B cyTKu B
Te4eHHe 6 MecsI1IeB.

Jlemu 6 6ospacme 6—11 nem

Pekomenayemas HauanbHasi J103a mpenapara DnrpoMOomnar cocrasiseT 75 mr 1 pa3 B CyTkH B
Te4eHHue 6 MecsI1eB.

VY nereit B Bo3pacte 6—11 ner a3marckod pachkl (TaKUX KaK KWTAMIbl, SMOHI[bI, KOPEHIIbI)
JieyeHre mpenapaToM DiTpombonar cieayeT HauyMHaTh ¢ 103kl 75 Mr 1 pa3 B 27Hs B TeUeHHE
6 Mecs1EB.

Jlemu 6 6o3pacme 3—5 nem

Pexomenayemas HayalibHas J103a npenapaTa DiaTpomOonar coctaBiseT 2,5 Mr/kr 1 pa3 B CyTKU B
TE€YEeHHUE 6 MECSLEB.

V nereli B Bo3pacte 3—5 JIeT a3UaTCKOM pachl (TaKUX KaK KATAUIIbI, AIOHIbI, KOPEHUIIbI) TICUCHUE

npenaparoM DaTpoMOomar cieayeT HauuHaTh ¢ 1036l 1,25 Mr/kr 1 pa3 B CyTKu B TedeHHE 6



ot 14.10.2025 N= 25706
(MOCNENOBATENEHOCTE 0002)

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

MCCALICB B CJIydac, €CJIM BCC MAIUCHTA COCTAaBJIACT > 20 kr. B cjydac, €CJiM BCC IMAallUCHTA

coctaBisieT oT 10 mo 20 kr, ciaeayeT HAYMHATH TEPANUIO MpenapaToM DiTpoMOonar ¢ JA03bl 25

Mmr 1 pa3 B IBO€ CYTOK B T€U€HUE 6 MECSIIEB.

Ecnu He ynaercs NOCTUTHYTh KOPPEKTHOW J103bl, TEpANHIO MpernapaToM DITpoMOomar cienyer

HAaYMHATh C MUHUMAJIbHO BO3MOXKHOM JO3BbI.

Tabanna 3. Koppexknus 103bl CTAHAAPTHONH MMMYHOCYIIPECCUBHOI TepanmuM B ciay4ae

COBMECTHOM Tepamnuu ¢ npenaparom Jiarpomoéonar

HNMmyHocynpeccuBHasi Tepanusi

Koppekuus 10361

HNmmyHOTrI100y1uH
AHTUTUMOITUTAPHBINA (JIOIIaMHBIN )

40 mr/kr/cyt, ucxons u3 (HaKTUYECKOH Macchl Tena,
BHYTPUBEHHO C 1-r0 110 4-11 IcHb B T€UeHHE 6 MECSLIEB

[MukmocopuH  (TepaneBTHYCCKAs
JIo3a B TeueHue 6 Mecanes, ¢ 1 aHsg
no 6ro mecdua, ¢ IONPAaBKOM Ha
JIOCTIKCHHE LIeJIEBOI
TepaneBTHuYeckoi 10361 200—

400 mKr/ir*)

B3pocnsie u netu crapiie 12 ner:

3 wmr/kr, ucxons w3 (pakTUYECKOH Macchl Tena, BHYTPh
Kaxnaple 12 dacoB (oOmias cyTodHas /103a COCTaBIsieT 6
MT/KT/CyT) B Te4eHUE 6 MecsleB, HAYMHas ¢ 1-To JHS.

[TarmenTsl crapme 20 JieT ¢ HMHIAEKCOM MAacchl Tela
(IMT) > 35 nnu naumentsl B Bo3zpacte 12-20 ner ¢ UMT
> 95-ro NpoOIEHTHIIS:

3 MI/KT, UCXOJs M3 CKOPPEKTUPOBAHHOM Macchl Tema*™,
BHYTpb Kaxaple 12 wyacoB (oOm@as cyrouHas [Jo03a
COCTaBIISIET 6 MI/KI/CYT) B T€UECHUE 6 MECSIICB, HAUMHAS C
1-ro nmH4.

Hetu B Bo3pacte 3—11 ner:

6 Mr/kr, ucxoas u3 (PaKTUYECKON MacChl Tella, BHYTPh
Kaxaple 12 vacoB (oOmas cyTouyHas J/J03a COCTaBIISIET
12 Mr/kr/cyT) B TeueHue 6 Mecs1eB, HaunHas ¢ 1-ro aHs.

[Tauuentsl ¢ UMT > 95-ro npouentus:

6 MI/KT, UCXOJs U3 CKOPPEKTHPOBAaHHOM Macchl Tena®*,
BHYTpb Kaxaele 12 wyacoB (oOmas cyTodHas [o03a
cocTaBisieT 12 Mr/Kr/cyT) B TeueHue 6 MecsieB, HaunHas
¢ 1-ro gus.

[uxnocriopua  (TMoAAEPKUBAIOIIAS
11033, ¢ 6 110 24 MecsIIbI Teparun)

Jl71s manueHToB, KOTOPhIE TOCTUTAI0T FeMaTOJI0rH4eCKOro
OTBETA B TEUEHUE 6 MECSALIEB:

2 MI/KT/CyT Ha3HA4aloT BHYTPb B (PUKCHPOBAHHOM J03€ Ha
JOIIOJIHUTENILHLIE 18 MecAIieB.

* MoxeTt HOTpC6OBaTBC$I KOpPCKOUA JO3bI MUKIOCIIOPUHA JJId JOCTHIKCHUSA LCIICBBIX ypOBHCfI B

ciIydac HOpHUMCHCHHA HOUKIOCIIOpHMHA COBMECTHO C APYIrUMH IIperiapaTaMH; PCKOMCHIYCTCA

PYKOBOJICTBOBATbCS COOTBETCTBYIOLIEH HWHCTPYKUMEH IO MEAUIMHCKOMY IPUMEHEHUWIO IS

[IAKJIOCTIOPUHA

** PaccunThIBaeTCsS Kak CpelHee 3HAaYeHUE MEXKIy HACATBbHOW Maccol Tena W (haKTHIECKOM

MaccoH Tena




COOTBETCTEYET 2KCNEPTHOMY OTUYETY
ot 14.10.2025 N= 25706

(NOCNEOQCBATENBEHOCTL 0002)

Monumopune u Koppexyus 003vl npenapama In1mpomoonaz

AHanu3 TreMaToNOrMYecKUX I[IOKaszareiaedl u wuccieqoBaHus (YHKIUU TE€YEHH JOJKHBI
MIPOBOAMUTHCS. PETYISIPHO HA MPOTSHKEHUH BCEro Kypca Tepaluu IpernapaTtoM DaTpoMmOorar;
KOPPEKIHUIO 03I IpernapaTa clieyeT IPOBOIUTh HA OCHOBAHUHU KOJIMYECTBA TPOMOOIIUTOB, KaK
ykazaHo B Tabnuue 4.

B Tabnune 5 npuBeAeHb pEeKOMEHIAMK MO KOPPEKUMH 03Bl Ipernapara DiaTpomOomar B
ciydae HapymeHud QyHKIIMU TIEYSHH U TPOMOO030B/ IMOOIUH.

Ta6auna 4. Koppexkuusi 103bl npemnapara JJTpoMOonar B Tepanuv MepBOil JMHUM

THKEJ0H aljiacTHYecKO aHeMHH

KoJsimuecTBO TPOMOOUMTOB Koppexkuusi 10361 HJIH OTBET
> 200 000/mx — | CHMXaTh CYTOYHYIO 103y Ha 25 MI Kaxzaple 2 HEIelIu 10
<400 000/mx1 MUHHMQJIBHO BO3MOXHOW J03bI, TPH KOTOPOW KOJIHYECTBO

Tpombo1uToB > 50 000/MKI.

Y nereii B Bo3pacte 3—12 ner, NmpUHUMAaBIIMX IHpenapar
Onrpombomar B go3e 25 mr | pa3 B CyTKH, CIeOyeT
paccMOTpeTh BO3MOXKHOCTh IpHeMa IpenapaTta B 103€ 25 Mr
yepes JIeHb.

> 400 000/mx [IpexpaTuts npuem npemnapara InaTpomoOomnar Ha 1 Hexeto.

[Ipu kommyectBe TpomOoruToB < 200 000/MKI BO30OHOBUTH
IpUeM Ipenapara InTpoMbonar B J103€, CHHKEHHOM Ha 25 Mr
(y mereit B Bo3pacte 3—12 ner, NMpUHMMAaBLIMX IHpenapaT
Ontpombonar B go3e 25 Mr | pa3 B CyTKH, CIeayeT
paccMOTpeTh BO3MOXHOCTh IpHEMa IpernapaTta B J103€ 25 Mr
4yepes JCHb).

Tadauua 5. PekoMenayemasi KOppeKuMs A03bl penapara JJTpoMoOonar npu HapyueHusix

(pyHKuMHU nevyeHU U TPOoMO03aX/IMO0 U

Peaknus Pexomenaanuun




COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 14.10.2025 N= 25706

(NOCNEOQCBATENBEHOCTL 0002)

Hapymenus pyHkuuu nedeHu VBenuuenue BepxHeid rpanuiisl HopMbel (BI'H) aktuBHOCTH
ananuHamuHoTpaHcdepassl (AJIT) B 6 pas:

IPEeKpaTUTh IPUEM Ipenapara Dirpomoonar;

npu ypoHe aktuBHoctH AJIT < 5 or BI'H B0300HOBHUTH
IIPUEM IIperapara B IEpBOHAYAIBHON J103€.

Veenmnuenue BI'H aktuBHoctu AJIT B 6 pa3 mnocrne
BO30OHOBJICHHSI TMpHemMa Impenapara (M HECBA3aHHOE C
IPYTHMH  BO3MOXHBIMH  (haKTOpamH,  TaKUMHU  Kak
CBIBOPOTOYHAsi 0O0JIE3Hb, CENCHC WJIM TPHEM a30JI0BBIX
IPOTHBOTPUOKOBBIX IpEnapaToB):

KOHTpOJb ypoBHA AJIT kaxabie 3—4 nHsl.

Ecnu ypoens AJIT > 6 npu OBTOPHBIX aHAIM3aX KPOBU:
MIPEKpPaTUTh IPUEM MperapaTa IATpomMoOornar;

npu ypoHe aktuBHocTH AJIT < 5 or BI'H B0300HOBHUTH
IIpUeM Ipenapara B J03€, CHW)KEHHOM Ha 25 Mr or
MPEBIAYILEH 103BI.

Ecin yposenr AJIT BHOBb > 6 mpu mnpueme mpemnapara
DaTpoMOonar B CHIDKCHHOMU J103€:

CHIDKaTh 103y mpemnapara DntpomOomar Ha 25 Mr, moka
yposenb AJIT ne cuuszutcs no 5 BI'H.

JIaHHBIX O BO3MOXKHBIX KOPPEKLHMSAX JO03bl y JeTed u3-3a
HapymeHuss (QyHKUMU I[e4eHU He cyuiecTtByeT. Koppekuuto
JI03bI cleyeT 00CcyXaaTh Ha OCHOBAaHMU KIIMHUYECKOM
OLICHKH.

Tpom603/3M005H1s IIpu T1pomOo3e TIyOOKHMX BE€H, JIETOYHOW HMOOIHH,
TPAH3UTOPHOM HWIIIEMUYECKON aTake, WHCYJIbTe U HH(apKTE
MHOKapJa B Ji000e BpeMsi Ha (POHE Teparuu IMpernapaTom
Onrpombonar:

[Ipexkpatute  mpuem  mpenapara  OnrpomOomnar,  HO
IOPOJOJDKUTh TPUEM HMMMYHOCYIIPECCUBHBIX  IPENaparoB
(MMMyHOTOOYAMH aHTUTUMOLMTAPHBIA  (JIOIIAJAWHBIA) H
mukiocnopud).  Ecomm mpu TpoM0o3e  KOJHMYECTBO
TpomboruToB >50000/MKI1, peKkOMeHayeTcs TMO0 Ha3HAYEHUE
Tepanuyu YHOKCANMAPUHOM WM JAPYTUM aHTUKOATYJISTHTOM J10
TE€X TMOp, MOKa KOJMWYECTBO TPOMOOLUTOB HE JOCTUTHET
ypoBHa <  20000/mkn, 7ub0  CTaHAApTHBIK  Kypc
AQHTUKOATYJISIHTHOW TEpaluMu B TedeHue 3—6 Mecsues.

Ommena npenapama
OO6m1ast MpOIOIKUTETFHOCTD MPUEMa MpernapaTa IATpoMOonar COCTaBIseT 6 MECSIIEB.
UpesmepHoe yBenudeHHe KojudecTBa TpombOoruToB (cm. Tabmuiyy 4) u  pa3Burtue

HEeXKeNaTeNbHBIX SIBJICHUH, yKazaHHbIX B TaOnuie 5, Takxke TpeOyIOT HpeKpalleHHs Mpuema



npemnapara Dntpomobornar.

ot 14.10.2025 N= 25706

(NOCNEOQCBATENBEHOCTL 0002)

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

[TanieHThI ¢ peppakTepHOH TSIKEION aIJIACTUISCKON aHEMUEH

llepsonauanvuwiii pesxcum 003uposanisl

Bspocnvie

HauansHnas no3a npenapara Oatpomobonar coctasisier S0 mMr 1 pa3 B CyTKH.

VY nanueHToB a3MaTCKOM pachl (TAaKMX KaK, KUTAWIbI, SIOHIbI, KOPEHIbI) JEUYEHUE IpernapaToM

OnTpombonar ciaenyeT HauuHaTh ¢ 03bl 25 Mr 1 pa3 B CyTKH.

Monumopune u Koppekyust 003l

JUJiss TOCTM)KEHHS TeMAaTOJIOTHYECKOTO OTBETa TPeOyeTcss KOPPEKIHUs J03bl KaK TPaBHIIO JIO

150 mr, 1uist yero MoxkeT 1noTpedoBarbest 10 16 Henenp ¢ MOMEHTA Havyalla JICYEHUs IIPEnapaToM.

Jlo3y mpenapata DaTpombomnar cieAyeT yBeIW4YuBaTh ¢ maromM 50 Mr Kaxiaple 2 HEeNu [0

7103bI, HEOOXOJIMMOM ISl JTOCTHIKEHHUS IIeJIEBOr0 KoJinuecTBa TpombonutoB > 50 000/mki. Y

MAUEHTOB, NPUHUMAIOLIUX Hpernapar B ao3e 25 Mr 1 pa3 B CyTKH, CleAyeT YBEJIUYUTh

CyTouHyio n03y A0 50 mr mepen AajnpHEeHIIMM MoBblieHHeM a03bl Ha 50 mr. He cruenyer

MMpEeBLINIATE O3y 150 Mr B CYTKH. Cnez[yeT PEryjisipHO KOHTPOJHUPOBATH KIIMHUYCCKUC

IréMaToJIOTMYCCKUEC II0Ka3aTCIn H «IICYCHOYHBLIC) TCCTbI Ha BCCM IIPOTAKCHHUU TCpallMUu H

KOPPEKTUPOBATh 103y Ipenapara DiATpoMOOnar Ha OCHOBAHUHM KOJIMYECTBA TPOMOOIIUTOB B

COOTBETCTBUHU C Tabiauuein 6.

Tabéanna 6. Koppexkuus 103b1 npenapara JarpoMoéonar 1Jisi nanueHTos ¢ TAA

KosaunuyectBo TpoMOOIMTOB

Koppelcuml A03bl1 WJIIH OTBET

< 50 000/MKn1 B TeueHHE TIO

[ToBbicUTh cyTOouHyIO 103y Ha 50 Mr, HO He Bbimie 150 Mr B

KpaiiHeil Mepe 2 Henmenb | CyTKH. Y TMAlMEHTOB a3MaTCKOW pachl WM MAlMEHTOB C
Tepanuu HapylieHueM (yHKIMM TNEe4YeHH, NPUHHMMAIOIIUX Ipenapar B
no3e 25 Mr 1 pa3 B CyTKH, CIEAYET YBEIUYUTh CYyTOUHYIO 103y
10 50 Mr nepen JaJbHEUIINM MOBBIIEHNEM 10361 Ha 50 M.
> 200 000/mx — | Causuth cyTouHyro n03y Ha 50 mr. Cryctst 2 Henenu OleHUTh
<400 000/Mxn B  s000€ | 3P HEKT OT KOPPEKLIUH J103bl U IPUHATH PELICHUE O JaibHENIIen
BpeMs KOPPEKLIUU JO3BI.
> 400 000/mx1 [Tpexkpatute mpuem mnpenaparta DaTpoMOonar He MEHee 4eM
Ha |
HEJIENIO.
[Tpu xomuuectBe TpomOommToB < 150 000/MKII BO30OHOBHUTH
JIEYEHUE B CYTOUHOM J103€, CHUKEHHOM Ha 50 Mr.
>400 000/mxn coycts 2 | [Ipekpatuth mpuem npenapara Dirpomoomnar.

HEJIENIM Tepanuy mpenaparomM
DOnTpombonar B CHHKEHHOU
CYTOYHOM J103€
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 14.10.2025 N= 25706
(NOCNEOQCBATENBEHOCTL 0002)

Ilocmenennoe chudcenue 003bl Y NAYUEHMOE C MPEXTUHEUHbLIM OMEemomM HA Mepanuio
(netikoyumawl, 3pumpoyumsl U MpomMoOOYUmbl)

[Tocne poctmwxkenust koiamdecTBa TpoMOomuToB > 50 000/MK, KOHIEHTPAIMH T'e€MOTJI00HHA
> 10 r/an 6e3 TpaHC)y3uil IPUTPOIUTHON MacChl U aOcoMOTHOrO uncia HeltpoduioB (AUH)
> 1x10%/1, cTabMILHO COXPAHAIOIIMXCA HA MPOTSKEHHH He MeHee 8 Heslellb, 103y Hpernapara
Ontpombonar cienyer cHu3uTh Ha 50 %. Ilpu cTaOMIBHO COXPAHSIONMIUXCS BBIMICYKAa3aHHBIX
MOKa3aTessx uepe3 8 Hellelb Moclie CHIKEHUS J103bl CIIeyeT MPEeKpaTUTh JICUeHUE MpenapaTom

C peryjspHBIM KOHTpOJIEM IOKa3zarejeil aHanu3a KpoBU. B cilydae yMEHBIIEHHs KOJIUYECTBA

tpombormToB < 30 000/MKJI, CHM)KEHUSI KOHIIEHTpauuu remorsioduna <9 r/an wimm npu AYH
< 0,5%10°/1 BO3MOKHO BO30OHOBJICHHE JTeUeHNs IPENapaToM B pexHel 3G deKTUBHOI 103€.
Ommena npenapama

B cmydae OTCyTCTBUS TreMaTOJOTMYECKOIO OTBeTa IMociie 16 Hemenab JEYeHUS TEeparuio
nmpenaparoM iTpomOornar ciaeayeT OTMeHUTh. Heobxoammo paccMOTpeTh BO3MOXKHOCTH
OTMEHBI TEepanmuu MIpernaparoM DIATpoMOOIar B CiIy4ae MOSBICHUS HOBBIX IIMTOI€HETUYECKUX
oTKJIOHEHHH (cM. pasnen 4.8). Takke oTMeHa Tepanuu mpenaparom DntpomOonar Tpedyercs B
CJIy4ae 4ype3MepHOTO OTBETA CO CTOPOHBI KOJIMYECTBA TPOMOOIIMTOB (Kak yka3zaHo B TaOusuiie 6)
WJTU BaXXHBIX OTKJIOHEHUH PE3yJIbTaTOB «IICYCHOYHBIX» TECTOB (CM. pazaen 4.4).

Ocobas zcpynna nayuernios

Jemu 6 6ospacme 0o 18 nem

besonacHocth u 3 dexkTuBHOCTH MpernapaTta Intpomobonar y aereit ¢ UTII B Bo3pacte o 1 rona, ¢
BI'C, c pedpaktHoit TAA u 'y aereii ¢ TAA Mnaaie 1ByX JIeT, KOTOPbIM paHee HE TPOBOIAMINCH
[IporpaMMHasi MUMMYHOCYTIPECCUBHAs Teparnus, He yCTaHOBJICHBI.

Ocobvie 2pynnvl nayuenmos (011 6cex NOKA3aHul)

Ilayuenmur nodxcunozo 6o3pacma

Nmerorcs orpaHuYeHHbIE JaHHBIE N0 NMPUMEHEHHIO Mpernapata DaTpomMOonar y MalueHTOB B
Bo3pacTe 65 ner M crapmie. B KIMHMYECKHX HCCIEIOBAaHUSAX HE OTMEYEHO KIMHUYECKH
3HAYMMBIX PA3IMYUN O€30MaCHOCTH ATpoMOOIIara y naideHToB B Bo3pacTe 65 JeT U cTaple 1o
CpPaBHEHHIO ¢ Oojiee MOJIOABIMU MallMeHTaMu. [[pyrue KInHu4YecKue JaHHbIE TaKXKe YKa3bIBaIOT
Ha OTCYTCTBHME pa3jMuuil B OTBETaX Ha JICYEHHE y MOXKWJIBIX MAlMEHTOB W MAllMeHTOB Ooiee
MOJIOJIOTO BO3pacTa, OAHAKO HEJIb3sl UCKIIOUUTH IOBBIIICHHYIO YyBCTBUTEIBHOCTD K IIpenapary
y OTJEIbHBIX NALMEHTOB IIOKUIJIOIO BO3PACTa.

Tayuenmui ¢ napywenuem @yHKyuu noyex

Koppekuuu 10351 y HaliieHToB ¢ HapylIieHneM (GpyHKIMU nouek He TpeOyercs. OHaKO B CBS3H C

OIrpaHNMYCHHBIM OIIBITOM MPUMCHCHHUSA B KIIMHUYECKON IMMPAKTHUKE Yy MAOUCHTOB C HAPYUICHHUEM
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ot 14.10.2025 N= 25706
(NOCNEOQCBATENBEHOCTL 0002)

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

GyHKIIMU TOYeK Tperapar narpombonar cleayeT MPUMEHSTh C OCTOPOXKHOCThIO M Ha (hoHE
TIIATETFHOTO MOHUTOPHUHTA, HApUMEpP, KOHTPOJSI KOHIICHTPAIIMH KPEaTHHHHA B CHIBOPOTKE
KPOBH U TOKa3aTeJIel aHaIM30B MOYH.

Tayuenmoi ¢ napywenuem yHKyuu nevexu

VY namuentoB ¢ UTII u vapymenuem ¢yHkmuu mnedenu (> 5 6amnoB mo mkane Yaina—IIpro)
npenapar DnaTpomOomnar CcleAyeT HPUMEHSTh C OCTOPOXKHOCThIO Ha (DOHE TIIATEIHHOTO
KOHTpoJis cocrosiHusl (cMm. pasgmen 4.4). [lpy  HeoOXOAMMOCTH TEpanuu  IpernapaTom
Onrpombonar y namuenta ¢ UTIT u HapynienneM (yHKIMU TICUYSHH JICUCHUE HAYMHAIOT B J103€
25 Mmr/cyT.

VYBenuuuBarh /03y INpenapara y MAalMEHTOB C HapylIEHUSMU (QYHKIUH [EYEHU CIETyeT He

paHee yeM uepe3 3 Helenu ocie Hayala Teparuu.

VY mnarnuentoB ¢ xponndeckuMm BI'C u HapymieHuem (yHKIUU MEYEHHU, a TaKXKE Yy MAIUEHTOB C
pedpakteproii TAA u HapyuieHHeM (pyHKIMU NIEYEHU Mperapar cieayeT NPUMEHSITh B J103€
25 mr 1 pa3 B CyTKH.

B knuHMYeckoe wucciienoBaHue MalnueHTOB ¢ TAA, He TOJYyYaBIIMX paHEe MPOrpPaMMHYIO
MMMYHOCYTIPECCUBHYIO Tepamnuio, He ObUIM BKIIOYEHBI MAlUEHThl C HCXOIHBIM YpPOBHEM
ACT/AJIT, mpesbimatromiem B 5 pa3 BI'H. Hawanenas mosa mpemapara Oatpombomar y
nmanueHToB ¢ TAA M NEYEHOYHOM HENOCTATOYHOCTBIO B MEPBOM JIMHUU TEpalHM JIOJKHA
OTIpEeEIATHCS M0 Mepe HEOOXOIMMOCTH Ha OCHOBAaHMM KIMHMYECKOH OLIEHKH, MEPEHOCHMOCTH
npernapaTa U THIaTeIbHOTO MOHUTOPUHTA (QYHKIIUU TICUYEHHU.

Cnoco0 nmpuMeHeHus

BayTps.

[Ipenapat DnrpomOonar cieayer NpUHUMATh 10 KpaiiHel Mepe 3a 2 yaca 70 WM 4yepe3 4 yaca
rocje npueMa TaKMX IPOJYKTOB KaK AaHTaIMJbl, MOJIOYHBIE MPOIYKTHl MIM MUHEpAJIbHbIE
N00aBKH, COAEpIKaIlie MOJUBAICHTHBIC KAaTHOHBI (HAIIpUMep, KaTHOHBI IIOMUHUS, KaJbLus,
Keje3a, MarHus, CeJIeHa U IMHKaA) (cM. pa3aensl 4.5 u 5).

TabneTku mnpemapaTa MOXHO TNPUHUMATh C MHUINEH, cojepxaiieil HeOOJbIIoe KOJIMYECTBO

KaJbIMs (< 50 Mr) WM NpeArnoYTUTEIHHO HE COJepKAIEeH KalbIii.

4.3. [IpoTuBONOKA3AHUSA

e [UMepuyBCTBUTEIBHOCTh K JEUCTBYIOLIEMY BEUIECTBY MJIHM K JIFOOOMY M3 BCIIOMOTaTEIbHBIX
BELIECTB, IEPEUNCIIEHHBIX B pa3jeine 6.1.

e MuenoaucniaacTUYeCKUd CUHAPOM (B CBSI3U C OTCYTCTBHUEM JaHHBIX MO 3((EKTUBHOCTH U

0€30MacHOCTH Y JJaHHOUW KaTEerOpUH MAIMEeHTORB), CM. pa3zen 4.4.
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COOTBETCTEYET 3KCMNEPTHOMY OTYETY
ot 14.10. A Mz 2 .
(MOCNENOBATENEHOCTE 0002)

e bepeMeHHOCTD ¥ TIepHOI TPYAHOTO BCKapMIMBaHUs (CM. pas3zen 4.6).

4.4. OcoOble yka3aHHs M MepbI MIPEI0CTOPOKHOCTH NPHU IPUMEHEeHUH

[Tpu npumMeHeHun >aTpoMoOOIIara B COYETaHUH C Tepanueil HHTephEepOHOM CYIIECTBYET MOBBIIICHHbBIN
PUCK pa3BUTHS HEXKENAaTEIbHBIX pEaKUUi, BKIKOYas MOTEHLHUAIBHO JIETAJIBHYIO JIEKOMIICHCALUIO
GyHKIMM TIeYeHH MU TPOMOOOMOOJIMYECKHE OCIOKHEHUS Yy MaIlHMeHToB ¢ XpoHudeckum BI'C,
COTPOBOXKAAIOIIUMCS TPOMOOIIUTOIIEHUEHN U MTPOrPECCUPYIOLIUM XPOHUUYECKUM MOPaKEHUEM MeYCHH,
YTO OMNpPEACISICTCS HU3KUMU YPOBHSAMHU albOymuHa < 35 1/1 miau G6ayutom > 10 mo mkane MELD
(Momenp KOHeYHOW cTaguu 3a0osieBaHus 1euyeHu). Kpome Toro, npenmyiecTsa Tepanuw,
oOecrieunBarONIel YCTOWYUBBIA BUPYCOJOTUYECKHI OTBET 10 CPaBHCHHIO C Iuianebo, ObLIH
HE3HAYUTENbHBIMU Y JIaHHBIX MAIlMEHTOB (B OCOOCHHOCTH y MAIIMEHTOB C UCXOJHBIM allbOYMHUHOM <
35 r/m) mo cpaBHEHHIO ¢ Tpymnmnoil B menoMm. Tepanust 3ATpoMOONaroM y Takux MalMEeHTOB JOJDKHA
OBbITh HauaTa TOJIBKO CHELMAIUCTaMM, UMEIOUIMMM ONBIT B Tepanuu mnporpeccupytomero BI'C, u
TOJBKO TOTJA, KOTJIa PUCKH TPOMOOIMTONCHWH WM OTKa3 OT TMPOBOAMMOI MPOTHBOBHPYCHOM
Tepanuu TpeOyrOT BMemarenabcTBa. Eciu npoBeneHne Tepanuu KIMHHYECKHU OMpPaBIaHO, HEOOX0IUM

TH.[aTeJ'ILHLIﬁ MOHHUTOPHHI' TAKUX ITAIIUCHTOB.

IIpuMeHeHNe ¢ aHTUBUPYCHBIMH IIpenapaTaMu IpsIMOro JEHCTBUS

He wusyuensl 3¢¢dexkTuBHOCT, U 0€30MACHOCTh OJHOBPEMEHHOI'O IpPHUMEHEHMs >3aTpomOornara c
IPOTUBOBUPYCHBIMU IpenapaTtaMu MpsIMOTO JEWCTBUS, pa3peIICeHHbIMH JJIs JIEYEHUS XPOHUYECKOTO
renaruta C (MHrUOUTOpPHI IIpoTea3bl BuUpyca remnatuta C, HyKI€03UIHbIE HHTUOUTOPHI TOJUMEPA3bl,
HEHYKJICO3UJHbIE UHTHOUTOPHI nosuMepasbl, NSSA HHIHOUTOPEI).

['enaToTOKCUYHOCTh

[Ipumenenue mnpenapata OATpoMOOINar MOXKET BbI3BATh OTKJIOHEHUS OT HOPMBI JIaDOpaTOPHBIX
nokasarened (yHKIUU TE€YEHH, TSKENble TeMaTOTOKCHYECKHUE SIBJICHMS W TMOpakeHUE IEUEHU C
BO3MOYKHBIM JIETAIbHBIM MCXOJIOM. B KIIMHNUECKUX MCCIIEJOBAHUAX Y MAIIMEHTOB (KaK B3pOCIBIX, TaK
u gereit) ¢ xponudeckoil UTII ormedeHo nosbimieHre akTUBHOCTU cbiBopoTouHbIX AJIT, ACT n
KOHIICHTPAIlUKd HEMPSAMOro OWnupyOnHa. DTH peakIuu HOCWIHM MO Ooyblnei dactu Jerkuid (1-2-s
CTeNeHH) U OoOpaTUMBIM XapakTep 0€3 KIMHMYECKH 3HAUYUMBIX CHMIITOMOB, KOTOpbIE ObI
CBU/IETEJILCTBOBAIIN O HAPYIICHUU (PYHKLUU ITEYESHH.

B Tpex miane60-KOHTpOIMPYEMBIX HCCIeIOBaHUAX Y B3pocibix ¢ XxpoHndeckoit UTII y 1 manuenTta B
rpynne mianebo u y 1 mamueHta B rpymnne, HOJy4yaBIIed JiedyeHHe MpernapaTtoM IiaTpomOonar,
HaOmo1an0ch HapylieHue (yHKuMM nedeHu 4 creneHu TsokecTd. Ilo naHHBIM OBYX Ioiane0o-
KOHTPOJIUPYEMBIX HCCIEIOBaHUM y MalMEeHTOB Bo3pacte oT 1 roga no 17 ner ¢ xponuueckoit UTII

HE)KeJaTeNbHbIe PeakiMy B BUJE MoBbleHus aktuBHocT AJIT, B 3 pasa mpesbimatonue BI'H, Opim
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ormeueHsl y 4,7 % u 0 % manueHToB, MOTYYaBIIMX JICUSHUE TpernaparoM DITpoMOomar U mianedo
COOTBETCTBEHHO.

[To panHbIM 2-X mane00-KOHTPOJIMPYEMBIX HCCIEIOBAaHUNA HEXelaTelabHble peaklUud B BUAE
noBbImeHus: akTuBHOCTH AJIT y manmentoB ¢ UTII 6bun otmeuensl y 5,7 % u 4,0 % manueHTos,
MOJYYaBIIUX JIEYCHHE IpenapaToM DATpoMOonar u miaredo cOOTBETCTBEHHO.

B 2-X KOHTpONIMPYEMBIX KIMHUYECKHX UCCIIEIOBAHUSAX C yYaCTHEM MAI[EHTOB C TPOMOOIMTOIIEHUEH
u BI'C Obutm 3apeructpupoBaHbl ciiydan > 3-kpatHoro yBenudeHus akTuBHOCTH AJIT wim ACT
Boiie BI'H y 34 % u 38 % nanueHToB B rpyIme snTpoMoOorara ¥ B Tpyniie mianedo COOTBETCTBEHHO.
[Tpumenenue >nTpomMOOIara OJJHOBPEMEHHO ¢ KOMOWHAIuel mruarepdepoHa u pubaBupuHa OBLIO
KOCBEHHO CBSI3aHHO C TMIIEpOUIMpPYOHHEMHEN. 3aperucTpUpoOBaHbl CiIydan

>1,5-kpaTHOrO yBEIUYEHUS KOHIIEHTpaIuu obuiero ounupyouna soiiie 3HaueHuss BI'H B 76 % u 50
% B rpymnme antpombonara 1 B rpymniie miane0o cooTBETCTBEHHO.

B OTKpBITOM HEKOHTPOJIUPYEMOM UCCIIEIOBAHUY MalueHTOB ¢ TAA, KOTOPBIM HE MPOBOAMIIACH paHEe
IporpaMMHasi UMMYHOCYTIPECCUBHAs Tepanus, Ipyu IPUMEHEHNH Ipenapara DnrpoMOonar COBMECTHO
C JIOIIAJMHBIM AHTHUTUMOLUTAPHBIM HMMYHOTJIIOOYJIMHOM M IMKJIOCIIOPUHOM OTMeJalioch > 3-
kpatHoe yBenuueHue nokasareneit AJIT u ACT u > 1,5-kpaTHoe yBenuueHue obuero ounupyouHa y
46,8 % nanuenTtoB (29 u3 62). Hu oaun U3 yka3aHHbIX ciiyyaeB yBenuueHus nokasareneit AJIT, ACT
U o01ero OmMpyOrHa HEe TPUBET K OTMEHE TEPAIHH.

[Ipy nmpumeHeHMHM B MOHOTepanuu y nanueHtoB c pedpaxrepHoit TAA II ¢a3er > 3-kpaTtHoe
yBenuuenue nokaszareneid AJIT m ACT ogHoBpeMeHHO ¢ > 1,5-KpaTHBIM yBETHMYEHHEM OOIIEero
(HenmpsMoro) OmnupyOrHa OblJI0 OTMEUYEeHO Y 5 % nanuenToB. O0muit 6unupyOuH ObUT YBEIUYEH B >
1,5 paza'y 14 % narueHToB.

Ontpombonar uaruoupyer reasl UGT1A1 u OATPIBI, koTopble MOTYT CIIOCOOCTBOBAaTh Pa3BUTUIO
HenpsAMON THnepOmIpyOMHEeMuUH (CM. paszzien S.).

VY mnamuenroB ¢ UTII, BI'C u pedpakrepnoit TAA ceiBopoTounyto aktuBHocTh AJIT, ACT u
KOHIEHTpaluo OwinpyOnHa HEoOXOJUMO M3MEpPUTh O Hayalla JIeUYeHHUs d3ATpomMOomarom, 3aTem
KOHTPOJIMPOBAaTh KaXk/Ible 2 HeAEeTM BO BpeMsl MoA00pa [03bl, a TakkKe eXEeMECSYHO TIO0cie
JOCTH)KEHUS CTaOMIIbHOM J103BI.

[ToBTOpHOE HCCNIEOBAaHKE TOCTIE BBISBICHUSI OTKJIOHEHUS MOKa3zaresnell (QYHKIUU MEYEeHH OT HOPMBI
MpoOBOJAT B TedeHue 3—5 muel. Eciau chIBOpOTOUHAST KOHIIEHTpAIUs 00IIero OMmmpyorHa yBeIMUeHa,
ClIelyeT OINpeAeNuTh KOHIEHTPAIMI0 €ero OTAeIbHBIX @pakumil. B ciiydae mnoaTBepkaeHUs
OTKJIOHEHHUSI OT HOPMBI KOHTPOJIb MPOJOJDKAIOT A0 Pa3pelieHus JaHHOTO SIBIEHUS, €r0 CTaOMIN3aIiu
1100 BO3BpaIlleHHs IToKa3aTeNneil K HCXOAHOMY YPOBHIO.

Jleyenue snTpoMOOmaroM mpeKpamaroT B ciaydae > 3-kpaTtHoro npessimienus aktusHoctr AJIT BI'H
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y TalMeHTOB C HOpPMalbHOW (YHKIMEH NeUeHHM WIM B Cllydyae > 3-KpaTHOTO YBEITUYEHUS
OTHOCHUTEJIBHO MCXOJHOI0 YpPOBHs (MM > S-kpaTHoro yBenuueHus BI'H, B 3aBucumoctu ot Toro,
KaKoW IOKa3aTejb HIKE) Y MalMeHTOB C MOBbIIIEHHOW akTHBHOCTHIO AJIT no Havana nedeHus u
CJICAYIOUIMX MPU3HAKOB:

® [porpeccupoBaHHe HapyIIEHUs, T100

® COXpaHEHHE HapyIleHHs Ha NPOTHKEHUU > 4 HeJlellb, IN00

® €ro coveTaHue C MOBBIIIEHUEM KOHLIEHTPALMK IPSIMOT0 OMiInpyOuHa, 1u60

® €ro coyeTaHue ¢ KIMHUYECKUMHU CUMIITOMaMU MOPaXXeHUs IEUEeHH U ITPU3HAKAMHU

e JIeKOMIIEHCALUU (PYHKLIUH ITEYCHH.
B cnyuae npuHATHA pelieHus: 0 Ha3HAUEHUU Ipenapara DiTpoMoOonar B nepBoi JMHUM Tepanuu TAA
cnenyer nposectu aHanu3 nokasareneit AJIT, ACT u OunupyObuna no Havana jedeHus. B ciayuae
noBbleHUs nokasaresneit AJIT Ha npOTsHKEHUM Tepanuy clieyeT KOPPeKTUPOBaTh J03blI Mpernapara
OarpoMOonar corjiacHO peKOMEHIalMsIM, yKa3aHHbIM B TaOnuue 5.
Y nmamueHTOB C 3a00JE€BaHMSAMH TIE€UYEHW mpenapar DiaTpomOomar cieayeT HNPUMEHSTh C
ocropoxkHocThio. Jleuenne mnammentoB ¢ WUTII u pedpaxreproit TAA nHa ¢doHE HUMEOMUXCS
HapyleHUH QyHKIMY NeUeHH ciieyeT HaunHaTh C MUHUMAJIbHOW CTapTOBOM JJO3bI.

JlekomnieHcanys GyHKIMY DedYeH (IpuMeHeHne ¢ HHTepdepoHamu)

Jexomnencanusi (yHKIUH TI€YEHH Y MAIMEHTOB C XpOHUYECKUM rematutoM C: HE0OXoaum
MOHMTOPHUHI NAIlMEHTOB C HU3KUM ypoBHeM anbOymuHa (< 3,5 r/n) unu 6amwiom > 10 mo mkanie
MELD.

VY mnauuentoB ¢ xponuuyeckum BI'C u nmppo3oM npu nedeHuun HHTepdepoHamMH-aabha MOXKET
CYIIECTBOBaTh PHUCK JEKOMIICHCAMU (YHKIWU TIeueHH. B JBYX KOHTPOIMPYEMBIX KIMHUYECKUX
UCCJIENIOBAHUAX C y4YacTHEM TanueHToB ¢  TpomOomuronenuern u BI'C, mnokazarenu,
CBU/IETEJIbCTBYIOIIME O JEKOMIIEHCAMM (YHKIUHU MEe4YeHU (aclMT, Me4YeHOuYHas »sHIedasonaTus,
KPOBOTEUCHHE W3 BAPUKO3HO PACHIMPEHHBIX BEH, CIIOHTAHHBIA OaKTepHaJbHBIA MEPUTOHUT), Yallle
oTMeUaInCh B rpynme airpombomnara (11 %), uem B rpymme 1wiamne6o (6 %). Y manueHToB ¢ HCXOJTHO
HU3KON KOHIeHTparued ampObymuua (< 35 r/n wim Oamiom > 10 mo mkame MELD) puck
JIeKOMITeHCAalluu (YHKLUHU TeYeHr ObUT B 3 pasa BBbIlIE, a TaKXKe ObLJI0O OTMEUEHO yBEITHYEHHUE pHCKa
HE)KEJNATeNbHBIX pPEaKUMid C JIeTAIbHBIM HCXOJOM IO CPaBHEHUIO C TalMeHTaMH C MEHee
BBIPOKEHHBIM TIOp&KEHHEM Ie4eHH. Kpome Toro, mpenmMyInecTBa Tepanuu, O0eCIeYHBAOIICH
YCTOMUYMBBINA BUPYCOJOTHYECKHI OTBET MO CPABHEHUIO C IJ1ane00, ObUTH HE3HAYNTEIHHBIME Y TaHHBIX
NalMeHTOB (B OCOOEHHOCTH Yy MAllMEHTOB C MCXOJHBIM anbOyMHHOM < 35 I/lI) 1O CpaBHEHHIO C
rpynmnoit B nesnom. DntpomOomnar cieayeT Ha3HayaTh TaKUM IAlMEHTaM TOJBKO MOCIHE TIIATEIbHOM

OIICHKH OXuaaeMoro 3 dekra OT Teparuu Mo CPaBHEHUIO C BO3MOKHBIMHA PUCKAMH.
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CrnemgyeT THIATeTbHO HAOMIOAATH TMAIIMEHTOB C TAaKUMH JaHHBIMH Ha HAIW4He NPU3HAKOB U
CUMIITOMOB JCKOMITCHCAIIUU (DYHKITUH TTCUCHHU.

Jns nomydenuss MHGOpPMAIMM O KPUTEPHUSX OTMEHBI HCIOJIb3YWTE MHCTPYKIHMIO 1O MPUMEHEHHIO
COOTBETCTBYIOIIUX IpenapaToB untepdepona. [lpuem npenapara daTpombonar cienyer NpekpaTuTh
B CJIy4ae OTMCHBI IIPOTUBOBUPYCHON TEPAITUU B CBSI3H C JCKOMITCHCAIIMEH (QYHKITUH ITCYCHH.

Tsoxennle nopakeHus IIEUYEHNU

B kiMHHMYecKuX MCCIeoBaHUSIX ObLIIM OTMEUEHBI OTAENbHbIE CIy4Yal TSHXKEJIOro MOPaKEHHs MeUeHH.
[ToBpimenne 1abOpaTOPHBIX MOKa3aTeseil MeueHn BO BCEX CIydasx pas3periaoch IMociie MepephiBa
WIA OTMEHBI TEpaluu mpemnaparoM Dnrpombonar. B KIMHHYECKHX HCCIEIOBAaHHUAX Y MALMEHTOB C
TAA, KOTOpPBIM HE MPOBOAWIACH MPOTrPAMMHAs UMMYHOCYIPECCHUBHAs Tepamus, U y MalUueHTOB C
pedpakteprHoit TAA crmydaeB pa3BUTHS TSKEJIOTO MOPAKEHHUs MEUYEHU BBIABICHO HE ObLIO, OIHAKO
YHCIIO MAalMeHTOB C JaHHBIM MMOKa3aHWEM ObUIO OrpaHUYEHO. YUWThIBas mnpuMeHeHue npu TAA
MaKCHMaJbHOW JOMyCTHUMON a03bl mpemnapara (150 Mr/cyt) u xapakTep peakiuu, HeoOXO0IUMO
YUUTBHIBATh BO3MOYKHOCTb Pa3BUTHUS OPAXKEHUS [I€UEHU, UHAYLIUPOBAHHOTO IPUEMOM IIpenapara.

TpomboTryeckue v/ v TpoM00IMOOIUYECKUE OCIIOKHEHUS

KosnyecTBO TPOMOOLIUMTOB BhIIIE HOPMBI IPEJCTABISAET TEOPETHUECKUI PUCK TPOMOOTHUECKUX /WU
TPOMOOIMOOINYECKUX OCIIOKHEHHH. B KIIMHMUECKUX HCCleoBaHUAX ITpoMOonara y MaiueHToB C
WUTII tpomOosMOOIMUEcKre OCIOKHEHUSI HAOMIONAINCh TPU KOJIMYECTBE TPOMOOIMTOB KaK HHUXKE,
TaK ¥ B MpeJieIax HOPMBI.

[TaumenTam C U3BECTHBIMH (DakTOpaMH pHCKa TPOMOOIMOOIMYECKHX OCIOKHEHMHM (Takux Kak
mytanus dakropa V Jlelinena, nepunur anturpomouna Il (ATII), anTudochomunuaasii cuHIpOM
U JIp.) CIIeyeT yIenaTh 0co00e BHUMaHHE IPY IPUMEHEHNH dITpoMOoTIara.

Crnemyer THIaTEIbHO KOHTPOJIMPOBATH KOJIMYECTBO TPOMOOIIUTOB U PACCMOTPETH BOIPOC O CHIKEHUH
JI03bI MJTM OTMEHE 3ITpoMOoIIara, eciii KOJIM4eCTBO TPOMOOLIUTOB MPEBHIIIAET 1[eJI€BbIe 3HAYCHHUS.

B uccnenosanusax nmo UTII y 17 uz 446 namuentos (3,8 %) O6bu1 orMedeH 21 TpoMOOTHUECKUN W/ UITH
TpoMOOIMOOIMUeCKHit 3mu304. TpoMO0IMOOIUK BKIOYAIX: SMOOJIMIO, B TOM YHCJIE JIETOUYHYIO
SMOONI0, TPOMOO3 TIyOOKMX BEH, TPAH3UTOPHBIE HIIEMHUYECKHE aTaku, HMH(PApKT MHOKapaa,
UIIEMUYECKUH HWHCYJIBT U  3al0J03PEHHBIA MPOJIOHTUPOBAHHBIM OOpaTUMBIM  MIIEMHYECKHMA
HEBPOJIOTUYECKUHN 1e(DUITUT.

He caenyetr npuMmeHsaTh 3nTpoMOOIIar AJis JiedeHUs NalMeHTOB ¢ HapylleHueM (pyHKUIWU rneyeHu (= 5
O6amnoB mo mkane Yaing-Ilsio), ecnu oxkugaemas mojib3a HE TPEBBIIIAET YCTAHOBJICHHBIM PHUCK
TpoMO03a BOPOTHOM BeHbl. Eciu nedeHue cuumraercs IeIecoo0pasHbIM, CIEAyeT COoO0aaTh
OCTOPOKHOCTH NMPH MPUMEHEHUH ITpoMOONara y malueHTOB ¢ HapylIeHneM (pyHKIIUH [TeYeHU.

B 2-X KOHTpoOIMpyeMBIX HCCIENOBAaHUSX C y4yacTHEeM MalMeHTOB ¢ TpoMOouurtonenuer u BI'C,
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nosydaBImux Tepanuio uHTephepoHoMm (n=1439), y 38 u3 955 mamuentoB (4 %), MmOIy4aBIIUX
antpomOomnar, u 'y 6 u3z 484 namuenton (1 %), monydaBmmx mianedo, 0TMEYAIUCh TPOMOOTHIECKUE
WM  TpOoMOOAIMOOJIMYECKHE OCIOKHEHHS (KaKk BEHO3HBIE, TaK W apTepuaibHbie). CoObITHS
IPEUMYIIECTBEHHO OBbUIM HETSDKENBIMM U Pa3pellIUCh K KOHIlY HccieqoBaHus. TpoM603 BOPOTHOM
BEHBI OBUT HaNbOJIee PaCIPOCTPAHEHHBIM U3 TPOMOOIMOOTHMYECKUX OCTIOXKHEHUN B 00enx rpymnmax (2 %
MAIUEHTOB, MOJMy4YaBmuX AnTpombonar, u < 1 % manueHToB, MONy4aBIIUX TUIane60). BpemeHnHoit
CBSI3M MEX[JY HaudajioM JIEYEHHUS M Ppa3BUTHEM TPOMOOTHYECKUX HW/WIM TPOMOOIMOOINYECKUX
OCJIOXKHEHU HE HAaOI0AI0Ch. Y MAIMEHTOB C HU3KUM ypOBHEM ainbOymuHa (< 35 /1) wiu 6amiom >
10 mo mkane MELD oTMeuyeHO NBYKpaTHOE YBEIHUYEHHE PHCKA PA3BUTHUA TPOMOOIMOOIHMUYECKHX
OCJIOKHEHHWH B CpaBHEHHH C TAalMEHTaMH ¢ Ooyiee BBICOKUM YPOBHEM ajlbOyMHHA; MAIlMEHTHI B
Bo3pacTe 60 JeT u crapiie UMeld JBYKpaTHOE YBEIUYEHUE PUCKA Pa3BUTHUS TPOMOO3MOOIMUECKUX
OCJIOXKHEHHUH, 4eM 0oJjiee MOJIO/IbIe MAalMEHThI. DITpoMbonar cieayeT IPUMEHSTh JUIs JISUEHUs TaKuX
NAlMEHTOB TOJIBKO IIOCIE TINATEIILHOTO CPaBHEHMS OXHMJIAEMOM I0JIb3bl M BO3MOXKHBIX PHUCKOB.
BonbmMHCTBO ciIy4aeB TPOMOOTHUYECKMX /MM TPOMOOIMOOIMYECKHX OCIOKHEHUH HE MPUBEIO K
IPEKPALIEHUIO IPOTUBOBUPYCHOMN TEpAIUU.

B KoHTposnmpyeMoM HCCIe0BaHUU C Yy4acTHEM IMAIMEHTOB C TPOMOOLMTONEHUEH U XPOHUYECKHUMHU
3a0oseBaHUsAMU TedeHn (n = 288), mepeHecIinX IUIaHOBBIE WHBA3HMBHbBIE BMEILIATENbCTBA, PUCK
TpoM0O03a B CHCTEME BOPOTHOW BEHBI OBLT MOBBIIICH y MAIIMEHTOB, MOJYYaBIINX >ITpoMOomar B 103€
75 mr 1 pa3 B cyTkH B TeueHue 14 nHeil.

VY mectn u3 143 (4 %) B3pOCHBIX MALMEHTOB C XPOHUYECKOW OOJE3HBIO MEUEHH, MOJIYYaBIIUX
anTpomMbonar, pa3BuIMCh TpPOMOOIMOOINYECKHE BJIEHU (BCe B CUCTEME BOPOTHON BEHbI), @ B IPpyIIIe
wianedo TpoMOo3IMOoIMUECKHe ABIEHUS pa3BWiIKCh y ABYX U3 145 (1 %) maumenTtoB (1 ciyuwail B
CUCTEME BOPOTHOM BeHbI U | ciryyail uHdapkTa Muokapza). Y maTu NalueHToB, IoJy4YaBUINX JeueHue
anITpoMOONnaroM, TpoMO03MOOIMUECKUE SBICHUS pa3BWINCH B TeueHue 30 aHel mocie 3aBeplIeHHs
nprema 31TpoMoOonara npu KoJm4ecTse TpoMOOIUTOB, npesbiniasmem 200 000/mko.

B xnmuHnueckux uccnenoBanusix pedpakrepHoi TAA cioyuyaeB pa3BUTHS TPOMOOTHYECKUX W/MIIU
TPOMOOIMOOTUYECKIX OCJIOKHEHUI BBIABIEHO HE OBbUIO, OJHAKO YHCJIO MalMEeHTOB C JAaHHBIM
noKa3aHueM ObLI0 orpaHuyeHo. Heo0X0oauMO y4YHTHIBaTh BO3MOXKHOCTH Pa3BUTUSI TPOMOOTHUECKUX
U/ TpoMO0IMOOIMUYECKIX OCIOXKHEHUH, MHIYLMPOBAHHBIX MIPUEMOM Ipenapara DaTpomoOornar, B
NOMYJISIUY TAI[MEHTOB, NMPUHUMAas BO BHUMaHHE Ha3HAYeHHE MaKCHMaJbHO JOMYCTUMOHN 03Bl H
XapakTep peakinH.

[Tpenapat DaTpomOorar He cleayeT MPUMEHSATh JUISl JIEYEHUS TPOMOOIMTONEHWH y TAlMEeHTOB C
XPOHMYECKHM 3a00JI€BaHMEM MI€UYEHU B PaMKax MOJArOTOBKHM K MHBAa3MBHBIM Ipolieypam (Harmpumep,

ouorncus NNEUCHHU, TPAHCBIOTYJIAPHOC BHYTPUIICUCHOYHOC IMOPTOCUCTEMHOC MIYHTUPOBAHUC,
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HHIOCKONMYECKUI METO/I JIEUEHUS] BAPUKO3HOI'O PACIIMPEHUS BEH MTUIIEBOJA).

KpoBoTeueHue nocie npeKpalicHus JSUCHUs dITpoMOonarom

[Toce mpekpaieHus Tepanuu npenaparoM Inrpomoonar, HazHadeHHou s Jedenuss UTIT u BI'C, y
OOJIBIIMHCTBA MAIMEHTOB KOJUYECTBO TPOMOOILIMTOB B T€UEHUE 2 HEJIEIb BO3BPALIACTCS K UCXOAHOMY
3HAYEHUIO, YTO MOBBIIIAET PUCK PA3BUTHUS KPOBOTECUEHUS, & B HEKOTOPBIX CIIy4asiX MOXKET MPUBECTH K
KpOBOTEUYCHHIO. KOMM4ecTBO TPOMOOIIMTOB HEOOXOIMMO €XKEHEACTbHO KOHTPOJIUPOBAaThH Ha
MPOTSKEHUH 4 Hellelb OCJie OTMEHBI dIITpoMboIara.

IIporpeccupoBaHye CYNISCTBYIOIMIETO MUEIOAUCINIACTUYECKOI0 CHHIPOMa (MI[C)

Aronuctsl perienitopa Tpom6omnostuHa TPO-R sBistroTes pakropamu pocta, IPUBOISIIMMU K POCTY U
T epeHIMPOBKe  KIETOK-TPEANIECTBEHHUKOB, B T.4. auddepeHnupoBke ©  BhIpabOTKe
TpombonuToB. Dkcnpeccus TPO-R nponcxoanT Ha HOBEPXHOCTH KJIETOK MUEIOUIHOTO POCTKA.
CymectByeT omnaceHue, 4ro IpuMeHeHHe aroHucroB TPO-R  moxer  cTuMyaupoBaTh
IPOTPECCUPOBAHKUE CYLIECTBYIOIUX 3JI0OKAYECTBEHHBIX I€MaTOJOTHYECKUX 3a00JI€BaHUM, TaKUX Kak
MJC. B kIMHMYECKUX HCCIENOBaHUAX MpH npumeHeHuu aroHuctoB TPO-R y maumentoB ¢ MC
OTMEUEHB! Cllydal TPAH3UTOPHOTO YBEIMYEHUS KOJUYECTBAa OJACTHBIX KIETOK, a TaKXKe Clydyau
nporpeccud M/IC 10 0CcTporo MUeIOMIHOTO JIEHKO3a.

C nensro noxareepkiaenuss auarHosa UTII mnm TAA y manMeHTOB HOXKWIOIO BO3pacTa CIENyeT
UCKJTIOUUTH JPYTHUe KIMHUYECKHE COCTOSHUS, MPOSBIAIONINECS TPOMOOLIMTONEHUEH, B YaCTHOCTH,
uckimounth nuarHo3 MJIC. Crnemgyer ydecTb BO3MOMKHOCTH TIPOBEACHHS IYHKIIMM U OHOIICHUU
KOCTHOTO MO3ra Ha NpOTSXKEHUM Te4YeHUs 3a00JeBaHMS M Tepanuu, B OCOOCHHOCTH y MHallMEeHTOB
crapme 60 neT, MalMeHTOB ¢ CUCTEMHBIMHU NPOSBICHUSIMHU WM MAaTOJIOIMYECKUMHU IPOSBICHUSIMM,
TaKMMHU KaK YBEJIMUECHHE KOJIMUYECTBA OJaCTHBIX KJIETOK B Mepudepruueckoil KpOBH.

O¢ddexTuBHOCTh U 0€30MaCHOCTh MPUMEHEHUS AITpomOonara s Je4eHUs ApPYrux 3a0ojieBaHUN U
COCTOSIHUHM, CONPOBOXKIAIOIIUXCS TPOMOOLMTONIEHUEH, BKJIIOYas TPOMOOIMTONEHHUIO TOCHe
XUMHOTEPAIUH U MUEJIOAUCIIIIACTUYECKUE CUHAPOMBI, B HACTOSIIIEE BPEMS HE YCTAHOBJICHBI.
[IpoTuBONOKa3aHO MpUMEHEHUE ANTpoMOonara sl KOPpeKIUUU TPOMOOIUTONIEHUH, 00yCIIOBIEHHOMN
MJC wnm ApyrMMH COCTOSIHUSIMHM, KpOME€ OJOOpPEHHBIX IOKa3aHWi K NPUMEHEHHIO, BHE pPaMOK
KIIMHUYECKUX UCCIIEJOBaHMM.

3nokayecTBeHHbIE HOBOOOPA30BaHUs U IPOTPECCUPOBAHHE 3JI0KAYE€CTBEHHBIX HOBOOOpa30BaHUN
CymecTByeT TeopeTHYecKass BO3MOXKHOCTh, 4TO aroHuctsl TPO-R  moryr crumynupoBatsb
MIPOrPEeCCUPOBAHNE CYLIECTBYIOIINX NeMaTOJIOTHYECKIX HOBOOOpazoBanuii, Hanpumep, MJIC.

B xone xnmmHMueckux uccnenoBanui y mamueHToB ¢ UTII (n=493) u BI'C (n=1439) He mokaszaHo
pa3iuyMii B 4YaCTOTE pa3BUTHUS 3JIOKAYECTBEHHBIX HOBOOOpPA30BaHMN WJIM 3JI0KQYECTBEHHBIX

3a00JIeBaHUI KpOBHU MCXKAY MNAalMUCHTAMH, ITOJYyYaBHIMMH Hnaue60, U ManoueHTaMu, MOJy4dYaBIINMU
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 14.10.2025 N= 25706
(NOCNEOQCBATENBEHOCTL 0002)

anTpoMOorar.

O10 cornacyercs ¢ nHpOpMaIei, TOTyuYeHHOU B X0/Ie JOKIUHUYECKUX UCCIICOBAHUI, B KOTOPHIX HE
OBLJIO TMOJIYYeHO CBUJICTENBCTB 3JI0KAYECTBEHHON mponudepanuy KIETOK MpU HHKyOalud B
MIPUCYTCTBUH dATpoMOonara kiaeTouHbix JuHUH MJIC, KIE€TOUHBIX THHUN pa3IudHBIX TUIIOB JICHKO3a
U KJICTOYHBIX JIMHUM COJUIHBIX OIMyXOJeHl (TOJICTOM KHIIKH, MPEACTaTeIbHON KeJe3bl, SHYHUKOB U
JIETKUX).

LluToreHeTnueckue aHOMAJIMU M pPa3BHUTHE MHC/OCTDOFO MHEJIONTHOTO JICHKO3a V IMAIlMSHTOB C

TSOKEIOU alNIaCTHYECKON aHEMHUEN

N3BecTHO, UTO HUTOTCHETUYECKUE aHOMAIMKM BCTPEUAIOTCS y MAIMEHTOB C TSDKEJIOM ariacTUYeCcKOu
aHemuen. Her maHHBIX, CBHACTENBCTBYIOIINX, YTO JITPOMOOIIAr CIIOCOOCTBYET IMOBBIIICHUIO PUCKA
pa3BUTHS LMTOTCHETUYECKUX HapylleHuN y manueHToB ¢ TAA. B KIMHUYECKOM HCCIeIOBaHUU
antpombonara Il ¢a3pl y nanueHToB ¢ TSDKENIOW arulacTUYecKOM aHeMHued YacToTa HOBBIX
[IUTOTEHETUYECKUX aHOMaJHil Obuta oTMeueHa y 19 % nanueHToB (8 u3 43 manueHToB, y MSATH U3 HUX
ObUTM OTMEYEHBI HM3MEHEHHS B XpomocoMme 7). CpemHee BpeMs pa3BUTHUSI ITUTOTEHETUYECKHX
aHOMAaJIMH OT Hayaja MCCIEeI0BaHUs COCTABUIIO 2,9 MeCSIIEB.

B ximHn4eckux uccienoBaHusax snrpombonara y manueHToB ¢ TAA y 4 % nanuenTos (5 u3 133) 6bu1
muarHoctupoBan MJIC. Cpemnee Bpemsi OT Hauajga JICUEHHUS DITPOMOOMAaroM A0 ITOCTAaHOBKH
JHarLo3a COCTaBUJIO 3 MecsIa.

Hns mammentoB ¢ TAA, pE3UCTEHTHBIX WM  TPEABAPUTEIBHO  MPOLIEAININX  KypC
MMMYHOCYTIPECCUBHOM TEpanuu, pPEKOMEHAYETCS IUTOTCHETHUYECKOE HCCIEA0BaHUE aclupara
KOCTHOTO MO3Tra J0 Hayajla Tepaluu AJITpoMOomarom, CIycTs 3 Mecsla Mociie Havajaa JICYECHUS U
yepe3 6 MecAleB MOC/Ie OKOHYAaHUS TpUMEHEHHs snTpomOomara. Eciau oOHapyKUBalOTCS HOBBIC
[IUTOTCHETHYECKUE aHOMAJIMK, HEOOXOJMMa OIEHKA IeJIeCO00Pa3HOCTH TMPOJOJDKEHUS] Teparuu
ANITPOMOOMAroM.

Karapakra

B TokcukoIOrMUecKMX HCCIENOBAaHMUSIX dSITpoMOomnara y TPHI3YHOB BBISIBISUIACH KaTapakTa.
Pexomen10BaHO MIaHOBOE HAOIOICHNE TTAIIMEHTOB HA TIPEIMET Pa3BUTHS KaTapaKThl.

B KOHTpONIMpYEMBIX HCCIENOBAHUSAX C yUYaCTHEM MAlMEeHTOB ¢ TpoMOouuronenueir u BI'C, kotopbie
noslydaian JiedeHHe Ha OcHoBe uHTepdepoHoB (n=1439), coobmanock 0 MPOrpecCHpOBAHUU
KaTapakThl, CYIIECTBOBABIICH MCXOIAHO, WM O TOSBICHWU KaTapakThl y 8§ % MAIMEeHTOB B TPYIIIe
anTpoMOomnara u 5 % manuMeHToB B TpyIIIe miamneoo.

Y umuenue uarepsaia QT/QTc

HccnenoBanue BIUSHUS npemnapara Ha HWHTCPBAJI QTC C Y4YaCcTuem 3I0POBBIX )106pOBOJ'IBI_ICB,

MoJTy4aBIIUX TpomOonar B go3ze 150
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COOTBETCTEYET 3KCMNEPTHOMY OTYETY
ot 14.10. A Mz 2 .
(MOCNENOBATENEHOCTE 0002)

MI' B CYTKH, HE BBIIBWJIO KIMHHYECKU 3HAYMMOTo 3(deKTa mpenapara Ha peroysipu3aluio Cepaa.
VY nnunenue unrepBana QTc perucTpupoBaiv B KIMHUYECKUX UCCIIEIOBAHUIX C YUYACTUEM IMAIIEHTOB
¢ UTII u mamuentoB ¢ TpomOoruroneHueit, mHdpunupoBanubix BI'C. Kimanueckas 3HaYMMOCTH
JTAHHBIX sIBICHUN yniuHeHus unrepsaia QTc He ycTaHOBIeHA.

YTpara oTBeTa Ha TEPAIIUIO 3HTDOM6OHaI‘OM

YTpara orBera WIM HECIOCOOHOCTh MOAJAEPKUBATh KOJWYECTBO TPOMOOLMTOB IIPU JIEUEHUU
anTpoMOonaroM B PEKOMEHIYyeMOM JHamna3oHe TpeOyeT TMOMCKa MPHUYMHBI, OOBICHSAIOIIEH
yTpaTy/moTepro OTBETA.

Biusnaue Ha cepoIoruuecKue NoKa3aTeIn

3JITp0M6OHaF OYCHBb OKpAIICH, IMO3TOMY MOKECT OKa3bIBaTh BJIMAHUC HAa HCKOTOPLIC J'Ia60paTOpHI)Ie
nokasarenu. B psane ciaydaeB y nmalMeHTOB, IPUHUMABIIUX Ipenapat Dnrpombonar, coodianocs 06
o0eclIBeYMBaHUM CHIBOPOTKU KPOBU M BJIMSHHUM Ha MOKa3aTenu oOIiero OuaupyOuHa U KpeaTHHUHA.
Ecnu pesynbpTarhl 1a00paTOpHBIX MCCIEJOBAHUN U KIMHUYECKUX HAOJIOJEHUN NMPOTUBOpEYaT JIpyr
JIpyry, TO INpU HAIMYMN KIMHUYECKH YCTAHOBIICHHOW JKEITyXH B OIPEIEICHUU JIOCTOBEPHOCTH
HU3KUX ypOBHEH oO0miero OuanpyOMHa MOKET MOMOYb OJIHOBPEMEHHOE OIIpe/eIeHHE IMOoKa3aTeneil
aMHHOTpaHc(epa3, B Cllydyae XK€ HEOXKHJIAHHO BBICOKMX IIOKa3aTeled ChIBOPOTOYHOTO KpEeaTMHHHA
clleflyeT MPOBOJIUTh OLICHKY IOKa3aTeliss MOYeBUHbI KpoBU. [IoBTOpHOE 1ab0opaTOpHOE HCCIIeIOBAaHUE
C UCIIOJIB30BAHUEM JIPYrOr0 METO/a aHalu3a TaKXKe MOXKET IIOMOYb B ONPEAEICHUU JOCTOBEPHOCTH

JIAarHo3sa.

4.5. B3aumoneiicrBue ¢ JApPYrMMH JIEKAPCTBEHHBIMHM IIpenaparaMM M JApyrue BHBI
B3aMMO/EHCTBUA

Buausgaue anrpoMOoara Ha Apyrue JEKapCTBEHHBIE IPEapaThl

Hneubumopor ' MK—KoA pedyxkma3zvl

[Tpumenenue snTpomOornara B 03¢ 75 mMr 1 pa3 B CyTKM B TeUeHHME 5 JHEH ¢ po3yBacTaTMHOM,
ABIIAIOIIMMCSL cyOcTpaToM OenkoB—IepeHocunkoB oprannyeckux aHuoHoB OATP1B1 u BCPR, B
OJHOKpaTHOM 1103€¢ 10 Mr BeI3bIBaIO Y 39 370p0BBIX 10OPOBOJBIEB yBeIHYeHHE Cmax 10 103 %(90
% JA (JIU = noBepurensublii uHTEpBaN): 82 %, 126 %) u AUCinr 10 55 % (90 % JAU: 42 %, 69 %)
po3yBacTaTHHa B IUIa3Me KPOBHU.

Oxujaercs Takke B3aUMOACWCTBUE C JpyrMMu mpenapatamu uHruouropamu ['MK-KoA
penyKTasbl, B TOM YHCJE€ aTOpPBACTaTUHOM, (PIIyBaCTaTMHOM, JIOBACTATMHOM, IPAaBaCTaTUHOM H
CUMBacTaTMHOM. llpu OIHOBPEMEHHOM NPUMEHEHUH C SATPOMOONAroM CcleAyeT pPacCMOTPETh
BO3MOXHOCTh CHMKEHMs J103bl MHTHOMTOpoB ['MK—-KOA pemykrasbl ¢ TIIAaTeIbHBIM KOHTPOJIEM
HE)KEeNIaTeNbHBIX Peakiuil Ha CTaTUHBI (CM. pa3zaen 5.2).

Cyocmpamvr OATPIBI u BCRP
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COOTBETCTBYET 2KCNEFPTHOMY OTYETY
ot 14.10.2025 N= 25706
(MOCNEOOBATENEHOCTE 0002)

[Ipy ONHOBPEMEHHOM TMPUMEHEHHH JiTpoMOomara ¢ JAPYTUMH CyOCTpataMu  OeIKOB—
nepeHocunkoB opranndeckux annoHoB (OATPIB1), (manmpumep, merorpekcar) u BCRP (BCRP,
breast cancer resistance protein — O€JIOK PE3UCTEHTHOCTH PaKa MOJOYHOM >Keje3bl) (Hampumep,
TOIOTEKaH U METOTPEKCAT) CIeayeT COOJII01aTh OCTOPOKHOCTD (CM. pa3zen 5.2).

Cybocmpamul yumoxpoma P450

B uccrnenoBanusix ¢ UCIOIb30BAHUEM MUKPOCOM II€YEHH YEJIOBEKA AITpoMOonar (B KOHIIEHTpAuU
no 100 MMob) HE MPOJIEMOHCTPUPOBAN in Vitro MHruOUpoBanus uzopepmentoB CYP450 1A2,
2A6, 2C19, 2D6, 2E1, 3A4/5 u 4A9/11, u 611 nuarudutopom nszopepmentoB CYP2C8 u CYP2C9
[0 JIaHHBIM U3MEPEHHH C UCMOJIb30BaHUEM MAKIUTAKCENIa U JUKIO(PEHKa B KAYeCTBE MapKEPHBIX
cyOCcTpaToB.

[Tpuem sntpoMbomnara B go3e 75 mr 1 pa3 B cyTKu B TeueHue 7 nHeH y 24 3M0pOBBIX MY>KUHMH—
TOOPOBOJIBIIEB HE MHTMOMPOBAT U HE BBI3BIBAT MHIYKIIMH MeTaboiau3Ma MapKepHBIX CyOCTpaTOB
depmentoB 1A2 (xodeun), 2C19 (omempazon), 2C9 (dbmypounpoden) umu 3A4 (Mumazonam).
KimmHuYeckr 3HAYUMBIX B3aMMOJICHCTBUI NMPH OJHOBPEMEHHOM IMPUMEHEHHH JJITpoMOoIara u
cyoctparoB nuroxpoma CYP450 ne oxxunaercs (cM. paznen 5.2).

Hueubumopur npomeaswvi supyca cenamuma C

He Ttpebyercsa koppekiuuss A03bl 3iTpoMOornara MpuU €ro OJHOBPEMEHHOM IPUMEHEHUHU C
TeJanpeBUpoM wWiK OonenpesupoMm. [Ipu  oAHOBpeMEHHOM NPUMEHEHHH JiTpombomara B
onHokpatHoM go03e 200 Mr um TtenmampeBupa B no3e 750 Mr kaxaple 8 yacoB He HaOII0IaloCh
W3MEHEHUH OJKCMO3UIMK TeJamnpeBupa B IIa3Me KpoBU. [Ipu OJHOBpEeMEHHOM MPUMEHEHHH
antpombonara B oJHOKpaTHOH n03e 200 mr u OonenpeBupa B go3e 800 Mr kaxable 8§ 4acoB He
Haomoaanock n3meneHnit AUC(0—) OonienipeBupa B 1mia3mMe KpOBH, OJTHAKO OTMEUYEHO YBEIUYEHUE
Cmax Ha 20 % u cHuxeHue Cmin Ha 32 %. Kimnunyeckas 3HauuMocTh yMeHbLIEHUS Cmin HE
YCTaHOBJICHA, PEKOMEH/I0BAH TIIATENIbHbINA KIMHUYECKHI M 1Ja0OPAaTOPHBIA MOHMTOPUHT CYIIPECCHU
HCV.

HeKaDCTBeHHI)Ie CpeACTBA, KOTOPBIC MOT'YT OKa3bIBATh BJIIMAHUC HA 3J'IT‘[)0M6OH&1"

Luxnocnopun: OTMEUEHO YMEHBIICHWE OKCIO3UIMU DIATpoMOoIara TMpH OJHOBPEMEHHOM
npumenenuu ¢ 200 mr u 600 mr nukinocnopuna (maruéburopa BCRP), kotopoe He pacieHeHO Kak
KJIMHUYecKH 3Haunmoe. [Ipumenenue sntpombonara B 0JHOKpaTHOM A03e 50 MI ¢ IUKJIOCTIOPUHOM
B 03¢ 200 Mr cHmKano Cmax B AUCinf 2nTpoM6bonara Ha 25 % (90 % AM:15 %, 35 %) u 18 %
(90 % AU: 8 %, 28 %) coorBercTBeHHO. OnHOBpeMeHHOe BBeaeHue 600 Mr IUKIOCIIOpHHA
cHUKANO Cmax 1 AUCinfanTpombonara Ha 39 % (90 % JIH: 30 %, 47 %) u 24 % (90 % AU: 14 %,
32 %) coorBercTBeHHO. Ha mpoTskeHMM Kypca Tepamuu MpenapaTtoM >IATpoMOoIaroMm

BO3MOJXHa KOPPEKIHUA €TI0 A03bI Ha OCHOBAHUHU IMOACYETA KOJIUYCCTBA TpOM6OHI/ITOB (CM. pasgeia
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ot 14.10.2025 N= 25706
(NOCNEOQCBATENBEHOCTL 0002)

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

4.2). Crnenyer KOHTPOJIHPOBATh KOJIUYECTBO TPOMOOIIMTOB €KEHEACIbHO Ha MPOTSHKEHUU 2 — 3
Helenb Ha (OHE OJHOBPEMEHHOTO MPHMEHEHHS Iperapara ¢ IUKIOCTopuHOM. Ha ocHoBaHUM
KOJIMYECTBA TPOMOOIIMTOB BO3MOXXHO BO3HMKHOBEHHE HEOOXOJMMOCTH YBEJIUYEHUS JI03BI
aaTpoMOomara.

Tonusanenmuvle xamuowvl (00pazosanue Xxelamuvix KoMmNiekcog): >nTpombomnar obpa3yer
XeJIaTHBIE COSAMHEHHSI C TAKUMHU MOJIMBAIICHTHBIMU KaTHOHAMHU, KaK aJlOMUHUHN, KaJbLIUH, Kele30,
MarHui, cejieH W UuHK. [IpuMmeHeHue antpomOoriara B OJHOKPATHON J03€ 75 MI ¢ aHTaIHIOM,
COZEPIKAIUM IOJMBAJIEHTHBIE KaTHOHBI (1524 Mr amroMuHus ruapokcuga u 1425 Mr mMarnus
kapOoHata), npuBoauiio kK cHkeHuto AUCiyr anTpombonara B minazMe kposu Ha 70 % (90 % AU:
64 %, 76 %) 1 Cmax Ha 70 % (90% AU: 62 %, 76 %).

Bo wu30exaHue 3HAYMTENBHOTO CHIDKEHHUS BCACBhIBAHUS DSITpOMOOIara, CleayeT MPUHAMATh
AHTAIMIbl, MOJIOYHBIC MPOIYKTHI W MHUHEPAIbHBIC JOOABKH, COJEPKAIINe TOJMBAICHTHBIC
KaTHOHBI, IO KpaliHel Mepe 3a 2 yaca 10 Win yepe3 4 yaca mocjie npuemMa mnpemnapara dntpomoonar
(cm. pasznmensr 4.2 1 5.2).

Kombunayus nonunasupa c pumonasupom: OJIHOBPEMEHHOE IpPUMEHEHHE JJiTpombOonara u
KOMOWHAIIMKA JIOMMHABHPA C PUTOHABHPOM MOXKET MPUBECTH K CHIDKCHHUIO KOHIICHTPAIUU
antpombonara. B uccnenoBanum ¢ ywyactuem 40 340pOBBIX JOOPOBOJIBLIEB YCTAHOBJIEHO, YTO
OJIHOBPEMEHHOE OJHOKpaTHOE NpuMeHeHue snrtpombomnara B jo3e 100 Mr u MHOTOKpaTHOE
IpUMEHEHHE KOMOWHAIMU JIONMHaBUpa ¢ puToHaBupoM B no3e 400 mr / 100 mr 2 pasa B cyTKu
npuBoANIIO K cHIKeHHIo 3HaueHust AUCinr 3nTpoMboniara B miazme kposu Ha 17 % (90 % AU: 6,6
%, 26,6 %).

CrnenoBarenbHO, MPU OJHOBPEMEHHOM MPHUMEHEHHWH DJITpOMOOIara U KOMOWHAIIMU JIOMTUHABUPA C
PUTOHABHPOM HEOOXOTUMO TPOSBIATH MOBBIIMICHHYIO OCTOPOXXKHOCTh. HeoOX0oauM TIIaTeIbHBIN
KOHTPOJIb KOJHYECTBA TPOMOOIIMTOB MUHUMYM €XEHEIEIbHO Ha MPOTSKEHUH 2—3 Henenb It
HaJJIeXKAIIero mnoadopa 03kl AITpoMOoNara MpU HAa3HAYEHWH WM OTMEHE KOMOWHAIUU
JIOTIMHABHPA C PUTOHABUPOM.

Hneubumopuol u unoykmopwi uzogpepmenmos CYP1A2 u CYP2CS8

Metabonu3m snrpomOonara OCYIIECTBISETCS MHOXECTBEHHBIMH MyTSIMH, B TOM YHCIE C
BoBiieueHueM wuzopepmentoB CYP1A2, CYP2C8, UGTI1Al, u UGT1A3 (cm. pazmen 5.2).
JlexapcTBeHHBIE TIpenapaThl, KOTOPbIE MHTUOUPYIOT WM MHAYIUPYIOT TOIBKO OJUH U30(EPMEHT,
BPS/ JTH MOTYT 3HAYUMO M3MEHSATH KOHIICHTPAIHIO JITpoMOorara B mia3Me KpOBH, B TO BpeMs Kak
JICKapCTBEHHBIE TperapaThl, WHTHOUPYIOIINE WIW HHIYIHPYIOIIHE MHOXECTBO H30(EPMEHTOB,
007a/1al0T TOTEHIMAJIOM YBETUYMBATh (Hampumep, (IyBOKCaMHUH) WM CHIKATh (Hampumep,

pr(aMITUIIIH) KOHLIEHTPALHIO 3ITpoMOoIara.
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
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(NOCNEOQCBATENBEHOCTL 0002)

Hneubumopwvl npomeaswi upyca cenamuma C: IpH OJHOBPEMEHHOM IPUMEHEHUH MTOBTOPHBIX /103
oouenpesupa nmo 800 Mr xaxapie 8 yacoB WM TejampeBupa B o3¢ 750 Mr Kaxiaple 8 4acoB U
npenapara Oiurpombornar B ogHOKpaTHOW 1o3e 200 mMr He HaAONIOAAIOCh M3MEHEHHH YPOBHS
antpomOonara B Iia3Me KpOBU J0 KIMHUYECKH 3HAUMMOTO YPOBHSI.

Jlexapcmeennvle npenapamsi ons nevenusi UTIT

JlekapcTBeHHBIE Tpenaparbl, KOTOPbIe MPUMEHSUIA B KIMHUYECKUX HCCIECIOBAHUSX IS JICUCHHS
WUTII B xoMOMHanuUM C DITPOMOOINArOM BKJFOYATIH: TIOKOKOPTHKOCTEPOWIBI, JAHA307 H/WIN
a3aTUONPUH, UMMYHOTJIOOYIUH M aHTU-D uMMyHOrnoOynuH BHyTpuBeHHO. [Ipu npumeHenuu
npenaparta DntpoMOonar B KOMOMHALIMU C APYTUMHU JIEKAPCTBEHHBIMH MpenaparaMu AJis JeueHus
NTII HeoOX0IMMO KOHTPOJIUPOBATH KOJUYECTBO TPOMOOIIMTOB BO M30€kKaHUE BbIX0/a 3a MPEIEIIbl
PEKOMEHIOBAaHHOTO JThara3oHa (cM. paszzien 4.2).

BsauMoaeiicTBue ¢ muniei

[Ipuem snaTpomOomnara B OAHOKpaTHOW mg03¢ S50 Mr co CTaHAAPTHBIM BBICOKOKAJIOPHUHHBIM
3aBTPAKOM, COJEpXKalldM OOJbIIOE KOJIWYECTBO KHUPOB M MOJOYHBIE NPOAYKTHI, CHUYKAET
noka3aresib AUCins aTpoM6Ooriara Ha 59 % (90 % JAU: 54 %, 64 %) u Cmax Ha 65 % (90 % AU: 59
%, 70 %).
[Tumia ¢ HeGonmpIINM cojiepkaHueM Kanmbius (<50 Mr KanbIus), BKIIOYArOIas QpPyKThl, MOCTHYIO
BETUHHY, TOBSANHY, HeoOoraiieHHbIe (0e3 100aBOK KaJbIlus, JKejle3a U Maruus) QpyKTOBbIE COKH,
HEOOOTaleHHOE COEBOE MOJIOKO, HEOOOTAIICHHYIO KPYITy, HE OKa3bIBACT CYIICCTBEHHOTO BIIASHHUS
Ha TUTA3MCHHYIO JKCIIO3WIIMIO AITpOoMOOIara BHE 3aBHCHMOCTH OT KQJIOPHWHOCTH H COJCPIKAHHS
JKUPOB B muiie (cM. pazzaen 4.2).

4.6. ®epTUIBHOCTH, 0€PEMEHHOCTD U JIAKTALMS
bepemeHHOCTD
Her nanHBIX O TpWMEHEHWH Ipemnapara BO BpeMs OSpeMEHHOCTH y 4YelloBeKa. B mccienoBaHusx y
JKUBOTHBIX ObIJIa BBISBJICHA PENPONYyKTUBHAS TOKCMYHOCTh TIpU BBEIACHHHM AJITpoMOorara
OepeMeHHBIM KUBOTHBIM B TMEepUOJ opraHoreHe3a. [[oTeHIIMANbHBIN PUCK AJ YeTOBEKa HEM3BECTEH.
B ciyuyae nmpumeHeHus npenapaTta npu OEpeMEHHOCTH WM IpU Pa3BUTHUM OEpEeMEHHOCTH Ha (OoHe
NPUMEHEHHS TIperapaTa CleayeT MPOMH(POPMHUPOBATh MAIMEHTKY O TMOTCHIMAIBLHOM PHCKE JUIS
wiofa. llpuMenenue mnpenapara mnpu OEPEeMEHHOCTH BO3MOXKHO JIMIIL B TOM CiIy4ae, KOraa
MOTEHIMATBHBINA PUCK IS TI0/Ia OTIPABIAH OXKHIAEMOU MOJIB30M ISt MAaTEPH.

>KeHHII/IHI)I C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTDaHeHHI/Iﬂ Y MYKYMH U )KGHHII/IH)

[Ipumenenue npemnapata OnTpoMOonar He PEKOMEHAYEeTCsl MpU OEpEeMEHHOCTH U Yy JKEHIIUH C

COXPAHCHHBIM PCIIPOAYKTUBHLIM IMOTCHIIMAIOM, HC UCITOJIB3YIOIIUX METOJAbI KOHTPAalCIIIIUH.

JlakTanus
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 14.10.2025 N= 25706
(NOCNEOQCBATENBEHOCTL 0002)

Her maHHBIX O TOM, BBbIIENAETCS JM SATPOMOOINAar Wid €ro MeTaboIUTHl C TPYAHBIM MOJOKOM Y
YeJoBeKa WM 00 HMX BIMSHMM Ha TPYIHBIX JIeTe M Ha CEKpeuuto Moyioka. Tem He MeHee
antpombonar Obul OOHAPYKEH Yy MOTOMCTBA JAKTHUPYIOUIMX KpbIc yepe3 10 nHel mocie poxiaeHus,
YTO J1a€T OCHOBAHME IOJIararh, YTO AJITPOMOOIAr MOXKET BBIACIATHCS B TpylIHOE MOJIoKO. CiemyeT
NPUHATH PEIICHHWE O MPEKPAIlEHUH TPYIHOr0 BCKAPMIIMBAHUSA WM O TMPOJIOJIKCHUU/TIPEKpaIleHHH
TEpamuy npenapaToM OiTpoMOomar MpUHUMas BO BHHUMAaHUE MPEUMYIIECTBA TPYAHOTO
BCKapMJIUBaHUs U OXUIAEMYI0 IMOJNb3y Tepanuu il Matepu. Creayer NpeKpaTuTh IPyAHOE
BCKapMJIMBaHHE B ClIyyae HEOOXOAMMOCTH MPUMEHEHHS Mpernapara B IEpUo JaKTaluH.

I[aHHBIe I/ICCJIGILOBaHI/Iﬁ Y XKMBOTHBIX

B wuccnenoBanusax 3mOpuodeTranbHOM TOKCHYHOCTH Y KPBIC M KPOJHMKOB 3JITPOMOOIIAr BBOJIMIICS
caMKaM B TIEpUOJ OpraHoreHesa. ¥ caMOK KpbIC TOKCHYeckas jo3a B 60 mr/kr/cyt (uto B 6 pa3
MPEBBIIIATIO KIIMHUYECKOE BO3/AeiicTBUE Ha yenoBeka Ha ocHoBaHuu AUC y nanuentos ¢ UTII B nose
75 mr/cyT u B 3 pasa mpeBbIIANO KIMHHUYECKOE BO3/eiicTBHe Ha yenoBeka Ha ocHoBe AUC y
MAIUEHTOB ¢ XpoHudeckuM renatutoM C mpu mo3e 100 Mr/cyT) mpuBoIMIa K CHIDKEHUIO Beca TUIOa
¥ HEOOJIBIIIOMY YBEIIMYCHUIO YACTOTHI PA3BUTHUS MICHHBIX pedep. HuKakux moKa3aTenbCTB CEPhEe3HBIX
CTPYKTYPHBIX TIOPOKOB B HCCJIEIOBAaHMM OTMEUYEHO HE ObUI0. Y KpOJIMKOB HE OBLIO OTMEUYEHO
3¢ dexToB 3MOprodheTanbHON TOKCUYHOCTH M TepaTOreHHOCTH B no3ax jao 150 mr/kr/cyt (B 0,5 pa3
OoJibllle KIMHUYECKOTo BO3/eicTBUs Ha yenoBeka Ha ocHoBaHuu AUC y nmanmentoB ¢ UTII B goze 75
mr/cyT u B 0,3 pasa mpeBbllIAJIO KIMHUYECKOE BO3/EHCTBHE Ha yenoBeka Ha ocHoBaHuu AUC y
MaueHToB ¢ XpoHnueckuM remnatutom C B 1o3e 100 Mr/cyr).

B wuccrnenoBaHusx mpe— W TMOCTHATANBbHOM TOKCHMYHOCTH Yy OEpEeMEHHBIX KpBIC JITpoMOoOIar
Ha3zHayayics ¢ 6 OHS rectauuu U BIUIOTH A0 20 aHs naktauuu. Hukakux moOGo4yHBIX 3PQeKToB Ha
penponyKTUBHYIO (GYHKIUIO MaTepu WM Ha Pa3BUTHE MOTOMCTBAa TpH 103ax a0 20 MI/Kr/cyT
OTMEeUYeHO He ObLIOo (B 2 pa3a 0oJbllle KIMHUYECKOTO BO3/IeCcTBUS Ha yenoBeka Ha ocHoBaHuu AUC y
narueHToB ¢ WUTII B go3e 75 Mr/cyT v aHalIOrMYHO KJIMHUYECKOMY BO3ACHCTBHIO Ha YEIOBEKa Ha
ocHoBanuu AUC y manueHToB ¢ XxpoHudeckuM remarutoM C B qo3e 100 mr/cyT). DnTpomOonar Obu1
oOHapyXeH B IUIa3Me KpoBU moToMmMcTBa. KoHIeHTpamms osnrpomborara B TUla3Me KpPOBH
yBEJIMYUBAIach ¢ 030 MOcIe BBEACHUs npenapara B ¢a3y pazsutus FO.

DepTUabHOCTD

B nccnenoBanusx y JKMBOTHBIX Ipernapar DiaTpoMOonar He 0OKa3blBal HEOJaronpusTHOTO BIUSHUS Ha
bepTuIbHOCTh. DNTpOMOOIIar He BIUSUT Ha PEPTUIIHLHOCTh Y 0CO0EH MYXKCKOTO U KEHCKOTO I0JI1a MPpH
NPUMEHEHUN B J1033aX, B 2—3 pa3a NpeBBIIAIOUIMX PEKOMEHJOBAHHbBIE IS 4elloBeKa (MCXOAs W3
BenmnunHbl AUC y nammentos ¢ UTII B no3e 75 mr/cyTt u y nanuentoB ¢ xpounueckuM BI'C B no3e

100 mr/cyT).
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4.7. BuusiHMe Ha cIOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPEACTBAMH M padoTaTth ¢

MEXaHU3IMaMH

HccnenoBanusi 10 BIMSHUIO JITpOMOONara Ha CIHOCOOHOCTh K YNPABJICHUIO aBTOMOOWIIEM WIIH
paboTe ¢ MexaHW3MaMu HE MNPOBOIWINCh. Ha ocHOBaHWU (HapMaKOJIOTHYECKUX CBOKHCTB
antpomOonara OTpuIaTeIbHOE BIMSHUE HA TAKUE BUIbI ACSITEILHOCTA HE OKUAAETCS.
OpnHako mpu OIEHKE CIIOCOOHOCTH MAIMEHTa BBINOJIHSATH JEHCTBUSA, KOTOpPhIE TPeOyIOT OBICTPOTHI
MBIIIJICHUSA, ABUTAaTCIIbBHBIX W IMO3HABATCIIBHBIX HABBIKOB, CJICAYCT YUYWUTBIBATH KIMHUYCCKOC
COCTOsIHHUC ITallUCHTa U HpO(i)I/IJIb HEeXeJIaTeIbHBIX SIBIICHUN 3HTpOM60HaFa.

4.8. HexkennaTeibHbIe peaKkUMU

Pesrome mpoduisg 6e3onacHOCTH

THayuenmoi ¢ Xxponuueckou UMMYHHOU MPOMOOYUmMoneHuet

be3onacHocTh mpuMeHeHUs mpernapata DirpomoOomnar Obuta oleHeHa y 763 B3pOCHbIX MAIMEHTOB,
panee npoxoausimux jeueHue or UTIL. B 4 koHTponupyembIx KIMHUYECKUX HccienoBaHusx 403
B3pocCiibIX nanueHTta ¢ xpoHudecko WTII mpunumanu mpemapat Onatpombomnar u 179 manueHToB
OpUHUMANU Iulanebo, B JIOMOJHEHHE K JAaHHBIM, TIOJYyYeHHbIM B XOJA€ TMpoBeaeHus 3
HEKOHTpoJIMpyeMbIX uccienoBanuii (N=360). /[nureabHOCTh NPUMEHEHUS IIperapara COCTaBlisljia He
oosee 8 nmet. Hexxenarenbubie peakiuu y B3pocibix nmanueHToB ¢ UTII onucansr B Tabnure 7.
bezonacHocTh mpuMeHeHUs Mpemapata DiaTpoMOomnar y manueHToB B Bospacte 3—17 mer ¢ UTII,
NOJy4aBIIMX paHee Tepanuio, Obljia olleHeHa B 2 uccienoBaHusix. [Ipoduiabs moOouHbIX peakuuii Obu1
COMOCTaBUM C TaKOBBIM Yy B3POCHIBIX C HEKOTOPHIMU JIONOJHUTEIbHBIMH HEXKeNaTeJIbHbBIMU
peakuusaMu. JlononHuTENbHBIE HEXeNaTeNbHblEe PEaKIMU y nanueHToB B Bo3pacte 3—17 ner ¢ UTII
npuBesieHsl B Tabmuie 8.

HCZMMEHmbl C XPOHUYECKUM BFC, COI’ZDOGOD!COCHOZMMMC}I mp0M60uumoneHueﬁ

be3onacHocTh mpuMeHeHUs mpenapara IaTpoMOonar Obuta otieHeHa y 1520 B3pOCibIX MAUEHTOB B 2
KOHTPOJIUPYEMBIX HCCIEOBAHUSAX, BKIIIOYAs JaHHBIC NAIMEHTOB, IMOJY4YaBIIUX paHee Ipernapar
OnTpombonar B Mpe-MpoTUBOBUPYCHOH (haze JiedeHwusl, ¥ ObUTH BIOCIEACTBUM PaHIOMU3HPOBAHBI B
rpynny 1uiane6o. B 2 KOHTpOIMpyeMbIX KIMHUYECKHUX HCCIICOBAHUSIX OBUIM BKIIOYEHBI 955
nanueHToB ¢ xpoHudeckuM BI'C, compoBoXmaronuMcs TPOMOOIMTOINICHUEH, TMOTydaad TEparuio
npenaparoM Ontpombomnar, u 484 manueHta Obutn B rpymme 1ane6o. [lomHBIA  criUcok
HEXeNaTelbHbIX PEeaKklMii, OTMEUEHHBIX y MalueHTOB ¢ xpoHuueckuMm BI'C, compoBoxkaaromumcs
TpoMOouuTONIeHHEH, TpuBeeH B Tabmwuie 9.

Hayuenmuol ¢ TAA, He nonyuasuiue panee npocpamMmHyI0 UMMYHOCYRPECCUBHYIO Mepanuio

be3onacHocTh MpuMeHeHus mpenapara DaTpoMOonar COBMECTHO C JIOMAAUHBIM aHTUTUMOITUTAPHBIM

I/IMMYHOFJ]O6YJII/IHOM 1 OUKJIIOCTIOPUHOM Yy MAlMCHTOB C TAA, HC MOJy4YaBIINX PAHEC MPOrpaMMHYIO
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UMMYHOCYTIPECCUBHYIO TEpamnuio (HalmpuMmep, Tepamnus aHTUTUMOIMTAPHBIM HMMYHOTIIOOYIUHOM,
aneMTy3ymMmab WM BBICOKHME 03Bl IuKIodochamuaa), OblIa OIEHEHA B HEKOHTPOIUPYEMOM
KJIIMHUYECKOM HCCIIEZIOBAaHUM € y4yacTheM 154 manueHToB, cpelu KOTOPBIX 92 manueHTa MOJIydain
KOMOMHHMPOBaHHYI0 TEpalnuio MpenaparoM IarpomOonar, JIOMIAJUHBIM  aHTUTUMOLIUTAPHBIM
UMMYHOTJIOOYJIMHOM ¥ IIMKJIOCHOPWHOM. JIJIMTENhHOCTh Tepamuu cocTaBisuia 183 mHs, cpenu HUX
83,7 % manueHTOB monydanu Ttepanuio Oonee 12 MecsueB. [lonHBIN CHUCOK HEXeIATENbHBIX
peakuuii, OTMEUEHHBIX Yy mnanueHToB ¢ TAA, He MOJdy4yaBUIMX paHEe MPOrPaMMHYIO
MMMYHOCYTIPECCUBHYIO Teparuio, npuseaeH B Tabmure 10.

Havuuenmui ¢ pecppaxmepnou TAA

be3onacHocTh MpuMeHeHus Tpenapara DITpoMOoIiar Npu arjaacTUYeCKON aHEeMHUH TSKETION CTENeHn
TSOKECTH OIICHMBAJIACh B OTKPBITOM HEKOHTposiupyemoMm wuccienoBanuu (N = 43), B xotopom 11
naueHToB (26 %) neuynniuck B TedeHue 6 Mecsies, a 7 manueHToB (16 %) nomnyvanu neuenue 6osnee 1
rojia. bONBIIMHCTBO HEXeNaTeIbHBIX PEeaKIHii, CBI3aHHBIX C MPUMEHEHUEM IIpenapara IATpomMoOonar,
OBLIM CpeIHEel CTEeNeHW TSKECTH C CaMOro Haudaja M pPelKO OrpaHWYMBAIM IPOBOAUMYIO TEpAIMIo.
[TonHBIM CHHUCOK HEXENaTeNIbHbIX peaklui, OTMEYEHHBIX y MalHUEeHTOB C pedpakrepHort TAA,
npuBeseH B Tabmume 11.

TabanuHoe pe3IoMe HeXKeIaTeIbHBIX PeaKIIMi

Hexenarensupie peakiuu (HP), BbIsIBIEHHBIE B KIMHUYECKHUX HCCIIEOBAHUSNX, MEPEUYHCICHBI B
COOTBETCTBUU C MOPAXEHHUEM OPraHOB U CHUCTEM OpPraHOB M 4dacToTOM BcTpedaemoctu (MedDRA).
YacroTa BCTped4aeMOCTH OMpeesieTcs CaeayonuM oopa3oM: oueHb yacto (> 1/10), gacto (> 1/100 —
< 1/10), meuacro (= 1/1 000 — < 1/100), penxo (= 1/10 000 — < 1/1 000), ouenn peaxo (< 1/10 000,
BKITIOYAsk OTJeNbHBIE ciydan). Kareropum vactoTel copMuUpoBaHBl Ha OCHOBAaHUHM KIMHHUYECKUX
UCCIIEIOBAaHMI TIperapaTa v MOCTPETHCTPAIMOHHOTO HAOIIOICHHUS.

Ta6auna 7. HexkesraTeqbHble peaKkiuu y B3pocabIx ¢ xpoanudeckoit UTII

HexenarenbHble peakuumn KonunyecTBo manmnentos, % | Yacrora BcTpeyaeMocTH

Hugpexyuonnvie u napasumapnvie 3a601e6aHUs.

@apuHTUT 4,2 4acTo

Hapywel-tu;z CO CMOPOHbL :)fce/zydouHo-KumeuHoeo mpaxkma

HMuapes 12,6 OYEeHb 4acTo
TommnoTa 11,1 OYE€Hb YacTO
PBora 7,3 4acTo
CyX0CTb CITU3HUCTOM 000JIOUKH MOJIOCTH 0,9 HEYACTO

pra

Hapywenus co cmoponwvl opeana 3penus

Karapaxra 5,0 9acTo
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Hapywenus co cmoponwl neuenu u dcenuesbi800auux nymetl

[loBBIeHIE aKTUBHOCTH 10,5 OUESHB YACTO
anannHaMuHOTpanchepassl (AJIT)

[MumepbunmpyOnHeMIS 1,8 9acTo
[oBbIIeHNE aKTUBHOCTH 9.7 92CTO
acmapratamuHoTpancdepassl (ACT)

JlekapcTBeHHOE TTOpaKEHUE TICUCHU 0,1 HEYaCTO
Hapywenus co cmopoHwl Kodtcu u NOOKOHMCHBIX MKAHel

Aunonenus 3,0 4acTo
Koxxnas ceIribp 7,5 JacTo

HapyweHuﬂ CO CMOPOHbL CKeNemHo-Mblul

eYHOU U COCOUHUMENIbHOU MKAHU

bonb B cinue

10,5

OYCHBb 4acCTO

KocTtHo-MblmeuHas 60J1b (BKIHOYAs

OCTPOM MOYEYHON HEAOCTATOUHOCTHIO

b

00Jb B TPY/IHOM KIJIETKE KOCTHO- 3,7 1acTo
MBIIIEYHOTO XapaKTepa)

Muanrus 472 4acTo
Hapywenus co cmoponul cocydos

TpombosIMOOIHUECKHE OCIOKHEHUS 5,5 9acTo
TpomboTrieckasi MUKpOAHTHOTIATHS C 1.2 4acTOo

Taxoxe oTMeUannch JOMOJHUTENIbHBIC HEXKEIaTEIbHEIC JICKApCTBCHHBIC PCAKIIUU Y nerei ¢ UTII.

Tadauua 8. JlomosHuTE/IbHBIE HEsKelaTeIbHbIe peakunu y aerei ¢ UTIT

HexenarenbHble peakiiun

KoandyecTBo manueHToB, %

Yacrora BCcTpeyaeMoCcTH

Hnghexyuonnvie u napasumapnsvie 3a00.1e6aHUs.

WNHdexun BepXHUX JIbIXaTeNIbHbBIX 25,7 OUEHE 93CTO
nyTei

Hazodapunrur 15,8 OYEHb YaCTO
Hapywenus co cmopoHbl ObixamenvHou cucmemsl, 2pyOHOU KIemKU U CPe00CmenUs
Karenn 13,5 OY€Hb YacTO
bons B pororiorke 9,4 4acTo
Punopes 4,1 4acTo

Hapywenus co cmoponvl scenyo0ouno

-KUuwevnozco mpaxkma

AGpoMuHanbHas 001Ib

17,5

OYC€HBb 4aCTO

3y6Has 601b

5.8

qacTo

Obwue paccmpoiicmea u HapyuleHus

6 Mecme 66e0eHUs

JIuxopanka

18,1

OYC€HBb 4acCTO

27




i
L1

OTBETCTEYET ZKCINEPTHOMY OTYETY
ot 14.10.2025 N= 25706

(NOCNEOQCBATENBEHOCTL 0002)

AL

Tabmmna 9. HekegareqbHble peaknuM Yy MNalHEHTOB ¢ XPOHMYECKHMM BHPYCHBIM

rematutom C

HesxkenarenbHble peakuuu

KoaudecTBo mamueHToB, %

Yacrora BCTpeyaeMoOCTH

Hapywenus co cmoponul kposu u aumgamuueckoti cucmemsoi

AnemMus

30,6

O4YCHBb 4aCTO

Hapymenuﬂ CO CNMOPOHbL obmena eeujecme u nNUMmMaHuA

CHMKeHHUeE aIlmeThTa

14,4

OYCHBb 4acCTO

Hapywenus co cmoponwl nepenoti cucmemul

I'onoBHas 00Jb 22,2 OY€Hb YacTO
Hapywenus co cmoponwl opeana 3penus
Karapakra 2,4 4acTo

Hapywenus co cmoponul OvixamenvHoli cu

cmemul, 2pyOHOUL KIIemKU U Cpe0oCmenUs

Kamens

11,8

O4YCHb 4aCTO

Hapywienus co cmopoHul H#ceny00uHo-KUumeuHo20 mpakma

TomHOTA

17,7

OYCHBb 4acCTO

Huapest

15,5

O4YCHb 4aCTO

Hapywienusi co cmopoHul neuenu u jcenuesvl8o0auux nymei

['unepounupyOoruHemMust 6,4 4acTo
IlopaxxeHue neueHu 0,7 HEYacTo
JlexapcTBEHHOE MTOPAKEHUE IIEUEHU 2,1 4acTo

Hapymeuuﬂ CO CMOPOHbL KOJHCU U NOOKOINCHBIX MKAHEl

KoxHbI11 3y1 12,2 OYEHb YaCTO
Anonenus 7,0 4acTo
KoxxHas chInb 7,3 4acTo

Hapywenus co cmoporvl mbluteunotl, ckeiemHou 4 cOeOUHUmMenbHoU MKaHU

Muanrus

OYCHBb 4acCTO

Hapymemm CO CNOpPOHbL CKeNemHO-MblULEYHOU U COCOUHUMENbHOU MKAHU

Muanrus

11,2

O4YCHBb 4acCTO

Obwue paccmporicmea u HapyweHus 6 Mecme 68e0eHUs

IToBbIIIEHHAS YTOMISIEMOCTh 26,1 O4YEHb YacCTO
JIuxopanka 25,0 OYEHb YaCTO
O3H00 11,8 OY€Hb YacTO
ActeHus 13,2 OYCHB YaCTO
OTek 1,3 4acTo
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['punmonoo006HbIi cHHAPOM 16,4 OYEHb YaCTO

Hapywenus co cmoponul cocyoos

TpomOoamboIMYeckue ocnoxuenus | 2,1 4acTo
(BKJIFOYAst TPOMOO3 MOPTAIBHBIX BEH)

Taoauna 10. HexenareabHble peaknuu y nauueHToB ¢ TAA, He moJiydyaBIIUX paHee

NPOrpaMMHYI0 HMMYHOCYIIPECCHBHYIO TePaNUI0

HexenareabHble Pe€aKIuu KoauuecTBo NalueHTOB, %| YacroTa BCTPEYAECMOCTH

Hapymeﬂuﬂ CO CNMOPOHbL obmena seulecme u nUmaHus

TommnoTa 4.3 9acTo
Muapes 3,3 4acTo
AOnoMuHagbpHas 001b 3,3 qacTo

Hapymenuﬂ CO CMOPOHbL KOJHCU U NOOKOINCHBIX MKAHEL

KoskHas chIlb 7,6 JacTo
Hucxpomus KOXH, BKJIIOYast 5.4 4acTo
TUIIEPIIUTMEHTALAIO

Jlabopamopuvie noxazamenu

[ToBemmenwue aktuBHocTH AJIT 29,3 OYCHB YacTO
[ToBeimenne aktuBHoct ACT 17,4 OYEHB YacTO
YBenuueHue OmmpyOvHA B KPOBU 17,4 OYEHb YaCTO

(BKJTFOYASI KENTYIIHOCTH CKIIEP)

Bo3HMKHOBEHHE HOBBIX WM YCYTyOJIeHHE MMEIOIIMXCS 1ab0paTOpHBIX MoKazaTened QpyHKIuu
neuenu (crenenu 3 u 4 no mkaine CTCAE; CTCAE=00mas TepMHUHOIOTUS KPUTEPHUEB ISt
OIICHKU HEXENATENbHBIX SIBJIICHUM) Yy TMAalMEHTOB, MPUHUMAIOIIMX IMpenapar DiTpomoOorar,
ormeuanoch B 15,2 % u 2,2 % cnyuaeB no nokazarento ACT, B 26,4 % u 4,3 % ciaydyaeB 1o
nokazarento AJIT, 12,1 % u 1,1 % ciayyaeB nmo nokazatento OuarpyOrHa COOTBETCTBEHHO.
emu

Ornenka 0€30MacHOCTH TpUeMa MpernapaTa DITpoMOoIar y MmaiueHToB B Bo3pacTte 2—17 jer
OCHOBBIBAETCSI Ha PE3yJbTaTaX HEKOHTPOJIMPYEMOrO IOCIEI0BATEIBHOTO HccaeAoBaHUs 37
MalKUeHTOB: 2 MalMeHTOB B Bo3pacte 2—5 jer, 12 maumeHtoB B Bo3pacte 6—11 ner u 23
nanueHToB B Bo3pacte 12—17 ner. [Ipoduns O6e3omacHOCTH prema mpernapata DaTpoMoonar y
JIETEN COOTBETCTBOBAII MPOHUITIO O€30MACHOCTH /17151 OOIIEH TTOMYJISIINHN.

Llumozcenemuueckue anomaniuu

B HeKOHTpoJIMpyeMOM HCCIENOBaHMHM Yy TalueHToB ¢ TAA, He monydaBIIUX paHee
MIPOrPaMMHYI0 UMMYHOCYIIPECCHBHYIO TEPAITHIO, TPOU3BOIMIIACH ACTTUPAIIAS KOCTHOTO MO3Ta ¢
LETBI0 JATBHEHUIIIETr0 MUTOTeHETHYeCKoro aHanu3a. Bo Bcem uccnenoBanuu y 15 u3 153 (10 %)
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MAlMEHTOB TPOM30ILIa KIOoHaNbHAs dBomrolms. Cpenu 15 manmueHTOB, y KOTOPBIX ObLIH
OTMEUYEHBbI IUTOTCHETUYECKUE aHOMAJINH, Y 7 MAIllMEHTOB OTMEYaliach yTpaTa 7-il XpOMOCOMBI, B
6 ciaydasx W3MEHEHHUs NMPOMU30IUIM B TedeHue 6,1 mecsama. Takxke y 4 mallMeHTOB OTMEYAIIUCh
XPOMOCOMHBIC a0eppali HESICHOTO TeHe3a, a y 3 Oblla oTMeueHa yTpara 13 XpoMOCOMBI, YTO
CUHUTACTCS XOPOIIUM TMPOTHOCTHYECKHM (HaKTOpPOM IMpH ariacTH4eckod anemuu. Takxke y 1
MAaIMEHTa CIYCTS MATh JIET MOCJe Teparnuy ObLTO MPOBEICHO MCCIEI0BaHNE KOCTHOTO MO3ra, B
pes3yapTaTe KOTOpOro Oblla OTMEUEHa JWCIUIa3usl C  TOBBIMICHHBIM  COJEPIKaHHEM
MapeHXMMATO3HbIX KJIETOK C IMOTeHIuadbHbIM pasButHeM MJIC. B koropre mnarueHTOB,
MPUHUMABIIKX Tpemapar DaTpomoOonar, y 7 MalueHTOB ObUTM OTMEYECHBI IUTOTCHETHYCCKHE
aHoMaJuH, y 4 u3 HUX OblIa OTMEUEHa yTpara 7-i XpoMocoMbl B TeueHue 6,1 mecsna. Ocraercs

HCACHBIM, IIPOU3O0LLIMA JIW 3T U3MCHCHUA HU3-3a OCHOBHOI'O 3360J’IeBaHI/IH, 50044 HpH‘lHHOfI TOMY

SIBIJIOCH MPOBEICHNE UMMYHOCYIIPECCUBHON TEpAIlUU W/WIIK MIPUEM IpernapaTta Iarpombomnar.

Tabauua 11. HeskenatesibHbIe peakunu y NanueHToB ¢ pedpakrepHoit TAA

HexenareabHble PC€aKI U

KoanuyecTBO manueHToB, %

Yacrora BCTPEYAEMOCTH

Hapywenus ncuxuku

becconnuma

12,0

O4YCHb 4aCTO

Hapywenus co cmoponul nepgnoti cucmemsl

I'onoBHas 601b 20,9 OY€Hb YacTO
I'onoBokpyxeHue 14,0 OYEHb YaCTO
Hapywenus co cmoponsl opeana 3peHust

Karapaxra 2,3 4acTo

Hapywenus co cmoponul ObixamenvHotl cucmembl, epyOHOL KIeMKU U CPeOOCTHEHUs]

bone B pororiorke 14,0 OYEHb YaCTO
Kamens 233 OYEeHb YacTO
Punopes 11,6 OYEHb 4aCTO

Hapywenus co cmoponul srceny0ouno-kuumeuno2o mpaxkma

TomHoTa 32,6 OYEeHb YacTO
Huapes 20,9 OYEHb YaCTO
AobnmomuHaIbHAS 00JTH 11,6 0YEHb YaCTO

Hapywel-tu;z CO CMOPOHbL neveru u JHcen

4eablB00AUUX nymell

IToBBIIEHNE aKTUBHOCTH 11,6 OYEeHb YacTo
TpaHCaMHUHAa3

['unepOmupyOorHeMust 4,7 49acTo
HapymeHuﬂ CO CNOPOHbL KOJHCU U nOdKOJfCHle mxanen

KoxHast coInb 7,0 4acTo
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OKchonuaTUBHBIN 1epMaTUT 4acTo

MuorodopmHas 3purema 4acTo

HapyweHuﬂ CO CMOPOHDbL CKeNleMHO-MbIUEYHOU U COCOUHUMENbHOU MKAHU

Aprtpanrus 11,6 OYEHb YacCTO
bonb B KOHEUHOCTAX 18,6 OYCHB YacTO
MBEI1euHbIN cria3m 11,6 OYCHB YacTo

Obwue paccmpoticmea u HapyuweHus 8 Mecme 68e0eHus

[ToBblIEHHAS YTOMIIIEMOCTD 30,2 OYEHb YaCTO
JIuxopanaka 14,0 OUYE€Hb YacTo
O3H00 12,0 OYEeHB YacTo

COO6H.I€HI/IC O ITOJ03PECBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

BaxHo coo0mare O T0A03pEBAEMBIX HEYKENATENIBHBIX pEaKLUsIX II0CJIE€ PErucTpalnuu
JIEKApCTBEHHOTO Tperapara ¢ Ielbl0 00ecreYeHns] HePEepbIBHOIO MOHUTOPHHTA COOTHOIICHUS
«T10J1b3a-PUCK» JIEKAPCTBEHHOrO0 Impernapara. MenuUUHCKUM pPAa0OTHUKAM PEKOMEH]yeTCs
cooOuiate O JIOOBIX MOJ03PEBAEMbIX HEKENATENbHBIX PEaKLUAX JIEKAPCTBEHHOrO IpenapaTa
yepe3 HallMOHAJIbHBIE CUCTEMbI COOOIIEHUS O HEXEIaTelNbHbIX PEAKLUAX rOCyIapCcTB — YICHOB

EBpa3uiickoro 5KOHOMHU4ECKOTO COKO3a.

Poccuiickas ®@edepayus:

denepanbHas ciryx0a 1o Haa30py B cdepe 3ApaBOOXPaHEHUs
Anpec: 109012, r. MockBa, CnaBstHCKas II011aib, 1. 4, cTp. 1
Tenedon: +7 800 550 99 03

DnexTpoHHas mouta: pharm@roszdravnadzor.gov.ru

Caiit B MH(POPMALIMOHHO-TEIEKOMMYHHUKAITMOHHON CEeTH «HTepHETY:!

https://www.roszdravnadzor.gov.ru

Pecnybnuxa benapyco

PecnyOnukanckoe  yHutapHoe —npeanpustue  «LleHTp  SKcmepTH3 M MCHOBITAaHUM B
3JIpaBOOXPAaHEHHUI

Anpec: 220037, r. Munck, ToBapumieckuii nep., 2a

Tenedon: +375-17-242-00-29

OnexTpoHHas noyra: repl@rceth.by

CaiiT B nH(pOpMaIMOHHO-TEIEKOMMYHUKAMOHHON ceTn «HTepHeT»: https://www.rceth.by

Pecnyonuxa Kazaxcman
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«HannonanbHelii LleHTp 53KCIepTH3bl JIEKAPCTBEHHBIX CPEACTB WU  MEIULMHCKUX W3ACIIHID)
Komurtera MemumuHCKoro u ¢apMameBTUYECKOT0 KOHTPOJS MUHHCTEPCTBA 3PaBOOXPAHEHHS
Pecniy6nuku Kazaxcran

Anpec: 010000, r. Acrana, yiu. A. ImanoBa, 13

Tenedon: +7 (7172) 78-98-28

OnextponHas nouta: pdlc@dari.kz

Caiit B HHGOPMAIIMOHHO-TEIICKOMMYHHKAIMOHHOM ceTn « MHTepHeT: https:// www.ndda.kz

4.9. [lepeno3upoBka

CHUMITOMBI

B xone KIMHHUYECKMX MCCIENOBAaHUM 3aperMCTPUPOBAH OJMH Cllydaldl NEPEAO3UpPOBKH, KOIAa
nanueHT npuasl BHyTpb 5 000 Mr sntpombomara. Ilpm 3TOM OTMeHanuch clexyromue
CUMITOMBI: HEpAaCIPOCTPaHEHHAs ChIIlb, TPAH3UTOPHASA OpaguKapaAusi, yTOMIISIEMOCTh U
noBblieHre akTuBHOCTU AJIT u ACT. depMeHTHI IeUeHH, U3MEpEHHbIE MeKy 2 U 18 nHeM
rocJe mprueMa 0003Ha4YeHHOM 0361 3ATpoMOoIIara, IOCTUTIH npeBbienHus B 1,6 paza BI'H
nokazatenst ACT, B 3,9 pa3 — nokazarens AJIT u B 2,4 paza — obmiero ounupyouna. KomudyectBo
TpoMOOLIUTOB cocTanisio 672 000/Mki1 Ha 18 meHb mocie npuemMa 0003HAYECHHOM 10351, a
MaKCUMaJIbHOE KOJIMYECTBO TPOMOOIUTOR cocTaBiisio 929 000/mki. Bece cuMmnToMbl ObLITH
paspernieHbl 0e3 OCI0KHEHHH B XOJI€ TepaIii.

JleyeHnue

B ciyuae niepeo3upoBKr BO3MOXKHO 3HAYUTEIHHOE YBEJIMUEHUE KOJIMYECTBA TPOMOOIIMTOB, YTO
MOXXET TPUBOAUTH K TPOMOOTHYECKUM/TPOMOOIMOOIUYECKUM OCIOXKHEHHsIM. B cmyuae
MEePEAO3UPOBKU CIEAYET PACCMOTPETh BOMPOC O MPHEME BHYTPh IPENapaTroB, COIAEPKAIIAX
KaTHOHBl METAJIJIOB, HAlpUMEp, KaJbIMs, ATIOMUHHUS WX MarHus, i YMEHbBIICHHS
BcachIBaHHs 3nTpombomnara. CrueayeT TIIATeNbHO KOHTPOJIUPOBATH KOJIUYECTBO TPOMOOIIUTOB.
Jleuenue saTpoMOONMAaroM BO30OHOBISIIOT B COOTBETCTBUU C PEKOMEHJALUSMU TIO PEKUMY
J03UPOBAHUSI.

[Tockonpky TOYeUHAsT PKCKPEIUsi HE SIBISETCS OCHOBHBIM ITyTEM BBIBEIICHUS dJITpoMOorara,
KOTOPBIA aKTHUBHO CBSI3BIBAETCS C O€IKaMU MJIa3Mbl KPOBH, BEPOSTHEE BCETO, TEMOIUATIN3 HE
aBisgeTcss d(PGEKTUBHBIM METOJOM CYIIECTBEHHOTO YCKOPEHHUS BBIBEICHHUs AIITpoMOorara u3

OpraHu3sMa.

5. ®APMAKOJOTMYECKHUE CBOMCTBA

5.1. ®apmakoanHaMHYeCKHe CBOICTBA
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q)apMaKOTepaneBTqu(:Kaﬁ rpymrma: reMOCTaTHYCCKUEC CpE€aACTBa, BHUTAMHH K u ApPpyrue
TEMOCTATUYCCKUE CPCACTBA, APYTUC IrEMOCTATHYCCKUEC CPEACTBA CUCTEMHOI'O ILCI\/'ICTBI/IH

Kong ATX: B02BXO05.

MexaHus3M IeUCTBUS

Tpom6onostun (TPO) — 3TO OCHOBHOW HIUTOKHH, KOTOPHIA NMPUHUMAET Y4acTHE B PEryJISAIHUH
Merakapuonos3a U BbIpaOOTKE TPOMOOILIMTOB; OH SIBJISETCS DHJOT€HHBIM JIMTAHAOM JUIS
penenitopa TpomoOonostuHa (TPO-R). Dnrpomborar B3auMOAEHCTBYET C TpaHCMEMOpPaHHBIM
JOMEHOM 4esioBeueckoro perentopa TPO-R u uHMIIMMpyeT Kackaja Nepelayd CHUrHana,
HallOMMHAIOIMKA TakoBoM i sHjgoreHHoro TPO, uro compoBoxpaaercs MHIyKIUEH
nponudepannu u AupepeHInpPOBKH METAKapHOLIUTOB U KIETOK-IIPEIIIECTBEHHUKOB B KOCTHOM
MO3re.

q)aDMaKOIH/IHaMI/ILIGCKI/IC E)d)d)eKTI)I

Onrpombonar orimmyaercss oT TPO ¢ Touku 3peHHs BIMSHUS HA arperanuio TpomOomurtos. B

ornmuuue oTr TPO BozaeiicTBue anrpomOonara Ha TPOMOOUMTHI 3J0POBOIO YEJIOBEKA HE
YCHJIMBACT arperamuio moj jAeWcTtBueM aneHosuHaudochara (AADP) u He cTUMyIHpyeT
sKcnpeccuio P-cenektuHa. DnTpomOomar He NPENSATCTBYET arperaiud TPOMOOIUTOB TOJ

neiictBueM AJI® unm KojjareHa.

5.2. ®DapmakoKuHeTHYECKHE CBOIiCTBA

[TapameTps! (hapMaKOKMHETHKH 3ATpoMOOIIara npyu NpUMEHEHNH Y B3pOCIbIX € UINONAaTHYECKOM
tpomboruronenueit (UTII) npencraBiaeHsl B TaOIUIE HUXKE.

CpenHue reoMeTpuyecKue 3HAYeHUs] IIA3MEHHBIX NapaMeTPoOB (apMaKOKHHETHKHU

3JTPOMOONIAra B paBHOBECHOM coCTOsiHNHU Y B3pociabix ¢ UTII

Cxema jgeuenns | KoanuecTtBo MaxkcumaJjbHasl Ilnomaas moxg

3TPOMOONIATOM | NMALMEHTOB KOHIIEHTPaIus (papMaKOKHHETHYECKOH KPUBOH
(Cmax), MKI/MJ1 «xkoHuenTpanus—spems» AUC -1

(MKr>4/mu)

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

CyTKH

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

CyTKH

dapMaKOKMHETHYECKUE MapaMeTphl 3ATpoMOorara y ManUeHTOB ¢ BUPYCHBIM rematurom C
(BI'C) ykazaHbl B Ta0nHIIE HUKE.
Tadmuua 13. Cpeagnue reoMerpuuyeckue 3HadyeHHs (apMaKOKHHETHYECKHX IapaMeTpPoOB

3J1Tp0M60HaFaB IJ1a3M€ KPpOBH B PABHOBECHOM COCTOSIHMM Y MAIMEHTOB C XPOHHYECCKHM

BI'C
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Ho3a KoaunuecTtBo Chmax, mxr/ma AUC (0-v), (MKIrx4/mJr)
aTpoMbonara NanueHToB

(oauH pa3 B CyTKH)

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)
3nauennss AUC  (or) U Cmax 00 JaHHBIM  PETPOCHEKTUBHOIO  MOIYJISILIMOHHOIO
(hapMaKOKMHETHYECKOTO aHATN3a.

®apMaKOKMHETHYECKUE TapaMeTphl anTpoMobonara y 45 manueHToB ¢ TSKENOH ariacTH4ecKou
anemueill (TAA), He IPUHUMABIIMX IPOrPAMMHYI0 UMMYHOCYIIPECCUBHYIO TEpAIHIO, YKa3aHbl B
TabJIHIEe HUXKE.

Tabmmna 14. Cpeanue reoMerpHYecKHe 3HadYeHHMsl IOKa3aTeseill (apMaKOKHHETHKH
aTpomMbonara B IJa3Me KpoBH Y mnauueHToB ¢ TAA, He mnoaydaBIIMX paHee

NPOrpaMMHYI0 HMMYHOCYTIPECCUBHYIO TepaNuIo

Ho3a anTtpombonara | KoamuectBo | MakcumajabHasi Iliromaas mox
(1 pa3 B cyTKH) MAIMEeHTOB KOHIeHTpanus papmakoxkuHeTHYeCKOM
(Cmax), MKI/MJI KPHUBOH «KOHIIEHTPAHsI—
BpeMs» AUC(0-7) (MKIr>xu/mi1)
150 mr 45 40,1 (44,9 %) 772 (47,2 %)
JlanHble TpeACTaBIE€Hbl KAk T'eOMETpUYECKHe cpelHue (reoOMETPUYECKHil  CcpeaHHit
K03 puLIMEeHT BapHUaIum)

AOGcopOrus

Cmax snTpoMOomnara B IUIa3Me€ KpOBU JIOCTHraercs uepe3 2—6 4YacoB IOClie IIpUeMa BHYTPb.
OnHOBpeMEHHBIH TIpHEeM S3ATpoMOonara ¢ aHTaluAaMH M JAPYTUMHU TMPOAYKTaMH, COACPIKAIIUMHU
MOJIMBAJICHTHBIE KaTHOHBI (HAIpUMEp, MOJIOYHBIE TPOIYKTHI U MUHEpaIbHbIe JOOABKH), 3HAYUTEIHLHO
CHIDKAET HKCIO3UIHIO AITpoMbonara.

AOcomoTHass OMOAOCTYNMHOCTh dATpoMOOmNara THpu MpHeMe BHYTpb HE Obula ycTaHoBieHa. Ha
OCHOBAHWU TIOKa3aTelel BhIBEICHHS MMOYKAMU U aHAJIN3a METa0O0JIUTOB, BHIBOJUMBIX Yepe3 KHIICUHHUK,
MOKA3aHO, YTO PAacyeTHbIC 3HAYCHMS BCACHIBAHMS NMPOW3BOJAHBIX NITpoMOONAara Imocjie MnepopajbHOrO
NPUMEHEHHUS B OJJHOKPATHOM 7103€ 75 MI' COCTaBHIIO HE MeHee 52 %.

Pacnopenenenne

OntpoMmOonar B BBICOKOM CTEMEHM CBS3BIBACTCS ¢ OemkaMH TUIa3Mbl KpOBHM delloBeka (>
99,9 %). Onrpombonar sBuserca cybctparom BCRP, HO He sBnsercs cyOcrtparom P-
rimkonporenHa wim OATP1IBI.

Bbuorpaucdopmars

DnTpoMOonar MperuMyIIeCTBEHHO METa00IM3UPYETCS TTOCPEICTBOM PACIIEIIIICHUS, OKUCICHUS 1
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KOHBIOTALIMM C IJIIOKYPOHOBOM KHUCJIOTOHM, INIyTaTUOHOM WM LucTteuHoM. Ilo naHHBIM
MCCIICIOBAHMSI C METKOH paJMOaKkTUBHBIM H30TOIOM, Ha JIONIO AJITpoMOonara B Iuia3Me KpOBH

npuxogures okoino 64 % AUC,, .

BropocrenenHble MeTa0OIUTHI, Ha OO KAXKAOrO M3 KOTOpbIX mpuxoautcs meHee 10 %
paZMOAaKTUBHOCTU B IIa3M€ KPOBM, 00pa3yroTcs MyTeM INIIOKYPOHUAALMU U okucieHus. Ilo
JTAHHBIM HCCIIEIOBAaHMUSA C MPUMEHEHHEM MEUYEHOTO PaJMOaKTUBHBIM H30TOIOM 3JITpoMOOmara,
YCTAHOBIIEHO, 4YTO npuMepHO 20 % BBeIEeHHOW [103bI META0OIM3HPYETCS IyTeM OKHCIICHHUS.
UccnenoBanus in vitro mokazanu, yto CYP1A2 u CYP2C8 sBuswoTcs wu3odepMeHTaMu,
OTBEYAIOLIUMHU 3a OKHCIIUTEIbHBIN MeTaboIM3M, TOrAa KaK
ypunuamudochormokyponmnrpanchepasst  UGTIA1 u  UGTIA3 — wusodepmenTamu,
OTBEUAIOUIMMH 3a TJIIOKYpoHHJauuio. B mporecce paciiersieHuss MOryT NPUHMMATh Y4yacTHe
OaKTepHM HIKHUX OTJIEJIOB JKEITYA0YHO-KHILIEUYHOTO TPAKTA.

DIMMUHALNS

[Tocne BcacwkiBaHUs AITPOMOOIIAT TIOIBEPraeTCsi aKTUBHOMY METa00JIU3MYy.

OnTpoMOonar BBIBOAUTCS MPEUMYIIECTBEHHO dYepe3 KuiuedyHuk (59 %); mpu stom 31 %
oOHapyXHuBaeTcsi B Mouye B BuAe MeTabomuToB. McxomHoe BemiecTBo (dnrpombomar) B
HEHM3MEHECHHOM BHJIC B MOYE OTCYTCTBYET. B HEM3MEHEHHOM BHJIE Yepe3 KHUIICYHUK BBIBOIAUTCS
okono 20 % snrpom6bomnara. [lepro moayBbIBEACHHS U3 MIa3Mbl KPOBU COCTaBIISIET OKOJIO 21—
32 4.

Oco0ble TPYIIIGI MAIIMEHTOB

THayuenmu ¢ napywenuem @yHKyuu nouex

[Tocne npuMeHeHus oHOKpaTHOM 4036l SO MT MpenapaTa y NalueHTOB ¢ HapylUIeHHeM (PYHKIMU
nouek Jerkoi creneHu AUCo- anrpombonara cHukanacb Ha 32 %, y NalMEeHTOB C
HapylleHueM (QYHKLIHHU IMOuYeK cpenHeil cteneHu — Ha 36 %, y MalMeHTOB ¢ HapyLIEHHEM
(GYHKIMHU MTOYEK TsKeNoN creneHu - Ha 60 % 1Mo cpaBHEHMIO CO 3/I0pPOBBIMH J100pOBOJIbLIAMU. Y
MAlMEHTOB C HapylleHWeM (PyHKIMU MOYEeK OTMEYanach TEHJEHIUS K CHM)KEHUIO 3KCIO3UIINU
antpomOonara B IJIa3Me€ KPOBHM, OJHAKO y TMAllMEHTOB JaHHOW KaTeropuu Oblila BbISBICHA
CyLIECTBEHHass BapuaOeIbHOCTh OKCIO3UIUHM IO CPaBHEHUIO C TaKOBOM Yy 3/J0POBBIX
no0poBosbleB. [IpuMeHATH mpemapar y MAUEHTOB JaHHOM KaTeropuu CledayeT ¢
OCTOPO’KHOCTBIO MOJT TOCTOSIHHBIM KOHTPOJIEM.

THayuenmor ¢ napywenuem @yHKkyuu nevenu

[Tocne onHOKpaTHOrO MPUMEHEHHUs MpenapaTta B Ao3e 50 Mr y ManueHToB C LUPPO30OM IEUEHU
(mapymenue ¢ynkuuu nedenn). AUCo-» anTpoMbonara ypenuunbanack Ha 41 % y TarueHToB ¢

HapymieHneM (QyHKIUU TeueHu ciaabor crernenu, Ha 80 % — y TMAlMEHTOB C HApYyIICHHEM
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(GYHKIMU TIEYSHH CPEIHEN CTereHH, U Ha 93 % y ManueHToB ¢ HapylmeHHeM (YHKIWU TeYeHU

TSDKEJION CTEIIEHH 110 CpaBHCHHIO CO 3J0PpOBBIMU ,Z[O6pOBOJ'II>HaMI/I. v IMIalfMCHTOB HaHHOﬁ

KaTeropuu BBISBICHA CYLIECTBEHHAs! BapuaOeIbHOCTh SKCIO3MIMU IO CPAaBHEHHUIO C TAKOBOH Y
310POBBIX TOOPOBOJIBIIEB.

BnusHue HapymieHus (QyHKUMM Ne4eHU Ha (PapMaKOKMHETHKY 3ATpoMOoriara npu MnOBTOPHOM
NPUMEHEHUH TIpenapaTa OIEHUBAIOCH IOCPEACTBOM TIPYIIIOBOrO (hapMaKOKMHETHYECKOTO
aHanu3a y 28 370pOBBIX B3POCIBIX JOOPOBOJIBIIEB M 79 MAalMEHTOB C XPOHUYECKUMH
3aboneBaHusAMHU IedyeHu. CornacHo pe3ysibTaTaM J@HHOI'O HCCIIEAOBAaHUS, Yy MalUEHTOB C
LUPpPO30M TMedyeHU (HapylmieHueM ¢yHKuMM 1nedeHu) oTtmedeHo yBenuueHue AUCoq)
niTpoMbonara MO CPaBHEHUIO C TaKOBOM Yy 3J0POBBIX J0OPOBOJIBLIEB, IPU ITOM 3HAYEHUE
AUC ) BO3pacTajlo ¢ yBelIMYCHMEM OaoBbIX MokazaTteneil mo mkane Yaitna—IIsro. Ilo
CPAaBHEHMIO CO 3JI0POBBIMH JOOPOBOJBIAMU Yy NAllMEHTOB C HapylleHUEM (YHKIMM IeueHH
nerkoii creneHu AUCo-r) snrpombonara Obiia mpubnusutenbHo Ha 87-110 % Beime, a y

MAlMEHTOB C HapylleHueM (YHKIUHM MEeYeHU CPeAHe cTeneHu — MpuoIu3uTeabHo Ha 141-—

240 %. Ilpumensate npenapat y nanueHtoB ¢ UTII u uuppo3om neueHu cieayer ¢ OCTOPOKHOCTbIO

MOJT TIOCTOSIHHBIM KOHTposieM. Y manueHToB ¢ Xxponumdeckoil WTII m napymenuem QyHKIuM

IICYCHU HGFKOﬁ, cpez[Heﬁ U TSKEJION CTEeNeHH TCpaIlunro 3JITp0M6OHaFOM CJICAYCT HauUHATh CO

CHUKEHHOM 10361 — 25 Mr 1 pa3 B CyTKH.

AHaNOTUYHBIN aHamu3 OBLI MPOBEACH C y4acTHEM 28 3I0pPOBBIX B3POCIBIX JOOPOBOJIBIIEB U
635 manuentoB ¢ BI'C. V OonpmmHCTBAa ManMeHTOB Tokaszarenb mo mkane Yainna—Ilero
coctaBysul 5—6 6amnoB. [lo gaHHBIM (papMakOKHHETHUYECKOTO aHanu3a nanueHTsl ¢ BI'C umenn
6omee Bricokoe 3HaueHne AUC ) O CpaBHEHHUIO C TAaKOBOW Y 30pPOBBIX TOOPOBOJIBIIEB, MPU
stom AUC o) Bo3pacTania ¢ yBenndeHHeM OaIoBbIX Moka3ateneid mo mkane Yaina—IIero. I1o
CpPaBHEHUIO CO 3/10pOBBIMU 0OpoBosbIamMu y nanueHToB ¢ BI'C AUC ) anTpombornara Obuia
BhIte puomu3uTensHo Ha 100—-144 %. V nmanuentoB ¢ BI'C Tepanuto snTpoMOonaromM ciieyet
Ha4YMHATH € A03bI 25 Mr 1 pa3 B CyTKH.

llayuenmul paznuunoii pacol

Bnustane asmatckoil packl Ha (apMaKOKHHETHKY JJITpOMOOIara OIEHWBAIW TMPU TOMOIIH
MOMYJISIMOHHOTO (hapMakoKMHeTHYeckoro ananu3a y 111 3mo0poBbix B3pocibix (U3 Hux 31 —
azuarckoil pacel) u 88 maumentoB ¢ MTII (u3 mHux 18 — asmarckoil pacel). [lo gaHHBIM
(dapmakokuHeTHUECKOTO aHanu3a y nanueHToB ¢ U TII azuarckoit pacsl (T.e. SMOHIIBI, KUTAKIIBL,
kopeiiuel, Tainel), AUC -t snTpombonara Osuta npuMepHo Ha 87 % BBIIIE, yeM y HalMEHTOB HE
a3MaTCKoM packl (MPEeUMYILECTBEHHO €BPOINEOUI0B); IIPU ITOM KOPPEKLHUs 03Bl IO Macce Teia

HC MPOBOJAUTIACH.
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N3y4yeHnue BIMAHUSA 3THUYECKON MPUHAIIEKHOCTH K BBIXOALIAM U3 cTpaH BocTouHoll A3um Ha
(hapMaKOKUHETHKY antpomOomnara MIPOBOIAIIN c MOMOILIBIO MONYJIALIMOHHOIO
(hapMaKOKHMHETHYECKOTO aHaau3a ¢ yaactueM 635 manueHToB ¢ BI'C (145 manuenToB
BOCTOYHOA3MATCKOTO MPOUCXOXKICHUS U 69 MallMeHTOB H0KHOA3UaTCKOro MPoucXoxaeHus). Ha
OCHOBaHUU PE3yJbTATOB MOMYJSIMOHHOTO (PapMaKOKHHETHYECKOTO aHajln3a yCTaHOBJIEHO, YTO
y MalMeHTOB BOCTOYHOA3MATCKOIO U H0KHOA3MATCKOIO MPOUCXOXKICHUS HAOMI0anach CX0qHas
¢dapmakokuHeTHKa d3aTpoMOomnara. B cpeaHeM y MAIMEHTOB BOCTOYHOA3MATCKOTO U
to’)kHOa3uaTckoro mpoucxoxaeHuss AUCo-r) anTpomOomnara Obiia mpuMepHO Ha 55 % BEIIIIE 110
CPaBHEHHUIO C MTAUEHTAMU JPYTIHUX pac (IPEeUMyILECTBEHHO €BPOIIEOUIHOMN ).

Llon

Bnusaue nona Ha (hapMakOKMHETHKY AJITpOMOONara OlEeHUBAIN MIPH MOMOIIH TOMYJISIIIHOHHOTO
(bapmakokuHeTHUecKoro ananuza y 111 3mopoBeix n00poBoibleB (M3 HUX 14 — >KEHCKOTO

nonia) u 88 mauuentoB ¢ UTII (u3 Hux 57 — xeHckoro moina). [To gaHHBIM MOMYJISIUOHHOTO

¢dapmakokuHernyeckoro aHanuza AUC o r) snTpom6bonara y nanueHtok ¢ MTII Gpina npumepHo
Ha 50 % BbIlLIE 110 CPAaBHEHHUIO C TAKOBOM y MALIMEHTOB MYXCKOTO I0Ja; IPU 3TOM KOPPEKIIHS
7103 TI0 Macce Teja He MPOBOAMUIIACE.

Bnusnue nona Ha GapMakOKMHETHKY 3ITpOMOOIIara OLEHUBAIN C MOMOIIBIO MOMYJISIIHOHHOTO
(hapMaKOKMHETHYECKOro aHanu3a ¢ yyactuem 635 maruentoB ¢ BI'C (260 — »xkeHckoro mosna).
[To pesynbratam onenku ¢ momoibio Mojenu y xeHmuH ¢ BI'C AUC o) snTpomOonara Obuia
Ha 41 % BbIlIE IO CPABHEHHIO C TAKOBOM y MYKUHH.

Tayuenmwl nodxcunoco 6o3pacma

BospactHble paznuuus 1o (apMakOKMHETHKE JATpoMOonara OLIEHHWBAJIUM C TOMOIIbIO
MOMYJISIIMOHHOTO (apMaKOKMHETUYECKOTO aHallu3a ¢ y4acTueM 28 3I0pOBBIX JOOPOBOJIBLIEB U
635 manuentoB ¢ BI'C B Bo3pacte ot 19 no 74 nert. Ilo pe3ynbraraM OLIEHKH C TOMOIIBIO
MoJieNid Yy MOoXuibIX nanueHToB (> 60 ser) AUCo-r) antpombonara 6su1a Ha 36 % BbIIIE 1O
CpaBHEHUIO ¢ 00JI€€ MOJIOIBIMU TTAIMEHTAMH.

Jlemu cmapwe 1 2o0a

dapMaKOKMHETHKA JITPOMOOIIara mociie mpueMa BHyTPh OJIMH pa3 B CYTKH u3ydeHa y 168 nereii
B BOo3pacre crapure | rozaa.

Kaxxymuiics mmasMeHHBIH KIUPEHC 3ITpoMOoIIara mocie mpueMa BHyTPh y MallueHTOB JTaHHOM
KaTEeropuyu BO3PACTAET C YBEJIMUYEHHUEM MAacChl Tea. Y MAlMEHTOB a3MaTCKOW Pachl KaKyIIUKCS
IJIa3MEHHBIA KIIMPEHC CHUKEH puMepHo Ha 30 %, KpoMe TOro, CHUKEHHE TaHHOTO TToKa3aTels
Ha 20 % oOTMeuYeHO y MAalHMeHTOB EHCKOro rmnosna. PapMakOKHMHETHYECKHE IOKa3aTelu y

MMalMeHTOB JaHHOM KaTCropuu nmpeacTaBJICHbI HUKC.
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Tabanna 15. Cpennue reomerpuyeckne nokasaresieil (papMakoKHHETHKH JITpoMbonara B

PABHOBECHOM COCTOAHHUHU IIOCJIC€ IPUMEHCHHUA B 103€ 50 mr 1 pa3 B CYTKH Yy MAIMEHTOB B

Bo3pacre 1-17 et ¢ UTII

Bo3pacTHas rpynna Cinax, MKI/MJI AUC (0-1), MKTX9/MJI
12—-17 ner 6,8 (6,17, 7,5) 103 (91,1, 116)
6-11 net 10,3 (9,42, 11,2) 153 (137, 170)
1-5 ner 11,6 (10,4, 12,9) 162 (139, 187)

6. PAPMAIIEBTUUYECKHE CBOMCTBA

6.1. [lepeuenb BcnoMoraTeJibHbIX BelleCTB
Hemnrono3a mukpokpuctamumueckas (tum 101),
MannwuToun,

IToBumon 30,

Harpus kpaxmanraukomsT,

Marnus creapar,

Hemnrono3a mukpokpuctamumueckas (tum 102).

T'0oTOBOE MJIEHOYHOE MMOKPLITEIE:

I'unpomenno3sa,
[TonuaTHUIIEHI TMKOJIb,
Tanbk,

TuTaHa IHOKCHU/I,

Kpacutens xene3za okeup xentbii E172.

6.2. HecoBmecTUMOCTH
He npumenumo.
6.3. Cpok rogHocTH (CpOK XpaHeHHs)

2 roxa.

6.4. OcoOble MepbI IPEIOCTOPOKHOCTH NPU XPaHEHUH

XpaHuTh pu Temneparype He Boie 25 °C.

6.5. XapakTep u conep:kaHue NePBUYHON YIIaKOBKH

Ilpu npouzsoocmee, ghacoexe u ynaxkoske na «Xemepo Jlaoc Jlumumeoy, Unous

[To 10 TabieTok B KOHTYpPHOMH SYeMKOBON ymakoBke U3 Goibru xonoaHoro gopmosanus (I1BX-

AnromuHuii-OITA) uMopTHOH U (PONIBIH aTFOMHUHUEBOM NEYaTHOMN JIAKHPOBAHHOM.

ITo 10 KOHTYPHBIX STYSHKOBBIX YIaKOBOK BMECTC C JIMCTKOM-BKJIAABIIIEM B ITAYKYy U3 KapTOHA.

Ipu npouzsoocmee, ghacosxe u/unu ynaxosxe na OO0 « MAKHU3-DAPMA»

38




COOTBETCTBYET 2KCNEFPTHOMY OTYETY
ot 14.10.2025 N= 25706
(MOCNEOOBATENEHOCTE 0002)

I[To 10 TaGneTok B KOHTYPHOH siueiikoBO# ynakoBke u3 (osbru xonogaHoro gpopmosanus (I1BX-
Anromuanii-OITA) uMopTHON ¥ (PONIBIH aTFOMHUHUEBOM NEYAaTHOHN JIAKHPOBAHHOM.

Ilo 3 KOHTYPHBIC STYCHKOBEIC YIAaKOBKH WK BMECTC C JIMCTKOM-BKJIQJBIIIEM B IIa4YKy W3 KapTOHA.

6.6. OcoOble Mepbl TNPENOCTOPOKHOCTH TPH YHUUYTOKEHUM  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Mpemapara WIH OTXOA0B, TMOJYYeHHbIX MOCJAe TNPUMEHEeHUs
JIEKAPCTBEHHOI'0 NMpenapara u Apyrue MaHUIMYJISALHHU € IPenapaToM

Becw ocraBmmiics JIEKapCTBEHHBIN IIpenapaTr ¥ OTXO/bI CIEAYyeT YHUUYTOKUTH B YCTAHOBIEHHOM

IMOpAAKE.

7. JEPKATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHUSA

Nunus

Xerepo Jladbc JIumuten

«Xetrepo Kopmopeiit», 7-2-A2, Unnactpuan Dcreiitc, Canat Harap, Xaiinapadag — 500018, mrar

Tenanrana, Uaams.

7.1. [IpeacTaBuTENb 1€PKATEIISI PETHCTPALHOHHOIO YA0CTOBEPEHHS

IIpereH3un HOTD66I/IT6J'IGI71 HAITpaBJATH I10 aAPECy.

Poccuiickas ®enepanus, Pecnybnuka benapycs, Pecriybnuka Kasaxcran
MockoBCKO€ NpeAcTaBUTENLCTBO KoMIlaHuu «Xerepo Jlabe Jlumuren» (Munus)
Anpec: 109029, r. MockBa, ABTOMOOWIBHBIN TTPOE3, 1.6, CTP. 5

Ten./akc: +7 (495) 981-00-88

Oi1. moura: DrugSafety-Russia@hetero.com

8. HOMEP PETHCTPAHMOHHOI'O YAOCTOBEPEHUSA

9. JIATA MEPBUYHOM PETUCTPALIIMU (ITOATBEPXKIEHWUS PETUCTPAIIAM,
HEPEPETUCTPALINN)

JlaTa nmepBoO perucTpanuu:
10. JATA IEPECMOTPA TEKCTA
OOmasi  xapakTepuCTHKa JIEKapCTBEHHOTO  Ipemapara  OiTpoMOomar  JOCTyIHa  Ha

nH(OpPMaLIMOHHOM TMopTajie EBpa3uiickoro 5KOHOMHYECKOIO cO03a B HH(GOPMalMOHHO-

KOMMYHUKaIIMoHHOU cetH «HTepHeT» https://eec.eaeunion.org/
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