COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 22.05.2026 N2 10130

(NOCNEOOBATENEHOCTE 0001)

OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITAPATA

Ontpombonar coiodapm, 25 Mr, TaOJIETKH, OKPHITHIC INICHOYHOU 000JIOUKOM.

Onrpombonar conodapm, 50 Mr, TaOIETKH, TOKPHITHIE TUICHOYHOH 000JI0YKOH.

2. KAUECTBEHHBIN 1 KOJIMYUECTBEHHBII COCTAB

Jle#icTBytOIIEE BEMIECTBO: JITPpOMOOIIar

25 Mmr, TabJIETKH, IOKPHITHIE INIEHOYHON 000JI0YKON

Kaxnass tabmeTka, MOKpBITAs IUICHOYHOW OOOJOYKOH, COAepk HT 25 Mr snTpomOomara (B BUAE
aaTpoMOOIIara oJlaMHHa).

50 Mr, TaOJIETKH, ITOKPBITHIE INIEHOYHON 000JI0YKON

Kaxnas Tabnerka, MOKpBITasl IUICHOYHOH 000104KOi, comepxut 50 Mr snarpombonara (B BUIE
anTpombonara oJaMuHa).

BemiectBa, HallM4Me KOTOPBIX HAJ0 YYUTHIBATH B COCTAaBE JICKAPCTBEHHOIO Iperapara: HaTpuid
(cm. paznen 4.4.).

ITonHbIit MEpCUCHb BCIIOMOTAaTCIIbHBIX BCIICCTB IPUBCACH B pa3JiCiIic 6.1.

3. JEKAPCTBEHHAS ®OPMA

Tabnerku, MOKPHITHIE MIICHOYHOM 000JI0UKOIA.

Onrpombomnar cosmodapM, 25 Mr, TaOJIETKH, MTOKPHITHIE INIEHOYHON 000JI0YKON

TabneTku KpYTJIbIC OBOSAKOBBIITYKIIBIC, ITOKPBITHIC IJICHOYHOH 000JIOYKOH OT CBETJIO-KEITOrO a0
KEJITOroO OUBECTA.

OarpomMborar cosodapm, 50 Mr, TaOJIETKH, MOKPLITHIE INIEHOYHON 000I0YKON

TabneTku Kpyriible ABOSIKOBBITYKJIbIE, TOKPHITHIE MIEHOYHONW OOOJOYKON OT CBETJIO-’KEITOro J10
JKEJITOrO LIBETA.

4. KIMHNYECKUE JAHHBIE

4.1. IToxazaHus1 K IPUMEHECHHUIO

ITpenapar Darpombomnar comopapM MOKa3aH K NPUMEHEHHIO Y B3POCIBIX, OAPOCTKOB U AETEH B
BO3pacTe OT 3-X JIET:

e Jlnis JeyeHHs MalMEeHTOB B Bo3pacTe 3 JIeT U cTapiue ¢ uMMyHHOU TpombOoruronenueit (MTII),
mmelcs 6 u Oonee MecsleB ¢ MOMEHTa IIOCTAaHOBKHM JMarHo3a, y KOTOPBIX OTMedalics
HEJ0CTAaTOYHBIM OTBET Ha MPEIIECTBYIOUIYIO TEpaInio (HANpUMEp, NIIOKOKOPTUKOCTEPOUIAMH,
MMMYHOIJIOOYJIMHAMHM) C LIE€IbI0 YMEHBIICHHUS PUCKA KPOBOTEUCHHH.

e /{7151 Ie4eHMsI TalMEHTOB B BO3pacTe cTapiiie 18 JeT ¢ XpOHMYECKUM BUPYCHBIM renatutoM C ¢ 1esbio
o0OecrieueHrs BO3MOXHOCTH MPOBEACHHUS WJIM ONTHUMM3AIMH MPOBOJUMON MPOTUBOBUPYCHOM
Tepanuu, BKIOYAIONIeH MpenapaTel UHTEpPEpoHa.
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Tepanuel y MaiueHToB ¢ TsKenou amtactuueckoi anemuei (TAA) B Bozpacte 3 JieT U cTapiie.

o /s yieyeHuss MAMEHTOB B BO3pacTe crapuie 18 JieT ¢ TSKeNnoil amiacTUYecKod aHemueH, y
KOTOPBIX HE ObUI JOCTUTHYT JIOCTATOYHBIN OTBET HA UMMYHOCYIIPECCUBHYIO TEPAIIHUIO.

4.2. Pesxum 103MpOBaHus U cNIOCO0 MPUMEHEeHUs!

PexxuM mo3upoBanus

Pexum AO3UPOBAHHUA HO,II6I/IpaIOT HHIAWBUAYAJIbHO HAa OCHOBAHUHU KOJIMYCCTBA TpOM6OI_[I/ITOB.

[TanmeHThl ¢ XpOHUYECKON MIMMYHHOUW TpOMOOIIMTOIIEHHEN

Jist  [OCTMXKEHHMS U TOAJCpX aHUA KoimdecTBa TpoMOoruToB >  50000/MKI NPUMEHSIOT
MUHUMaTBHYIO 3 dekTuBHy0 103y npenapara Dnrpomodonar conodapm. [Tondop 10361 TPOBOIAT,
OCHOBBIBASICh HAa M3MCHCHHH KOJIMYecTBa TpomOoruToB. IIpemapar Dntpombomnar coimodapM He
npeaHasHaueH Ui HOPMAlIM3allii KOJHYECTBA TPOMOOIMTOB. B KIMHHYECKUX HCCIIEIOBAHHSIIX
MOBBIIICHUE KOJUYECTBA TPOMOOIIMTOB HAOIOIATIOCh, KaK MIPaBWIO, B TeUCHHE |—2 HENenb Mmocie
Hayajga TEpaluu TpenapaToM, CHIDKEHHE IPOUCXOAWIO B TedyeHHWe |—2 Henenp mocjie ee
MIPEKpAICHUS.

Ilepsonauanvuwiii pesxxcum 003uposamisl

Bspocnvie u demu 6 sozpacme 6—17 nem

PexoMenoBanHas HavanbHas J103a npemnapara Inarpombonar comodapm cocrasisier 50 mr 1 pas B
CYTKHU. Y B3pOCIBIX U AeTeil B Bo3pacTe 6—17 jeT a3uaTckoi pachl (TaKUX KaK KUTAMIIbI, STIOHIIBI,
KOpeuipl, Talipl U xutenu TaiiBaHs) jeueHHe mpenaparoM Inrpombonar cojodapM cCienyer
Ha4YMHATh C 03Bl 25 Mr 1 pa3 B CyTKH.

JHemu 6 gospacme 3—5 nem

HavanpHas n03a mpenapaTta y HalMeHTOB JaHHOW KaTeropuu cocTaBisgeT 25 mr 1 pa3 B CyTKH.
VY manmeHToB a3uaTCKoOM pachl (TAKUX KaK KUTAMIIBI, SITOHIIBI, KOPEHIIBI, TalIbl U skutenu TaliBaHs)
B BO3pacTe 3—5 JeT HauMHATh TePAIUIO MPETapaToM CIEAYeT ¢ 03kl 25 MT 1 pa3 B CyTKH.

Monumopune u koppexyus 003vl

Bspocnvie u oemu cmapuie 3 1em

ITocne Havana Tepanuu clieAyeT KOPPEeKTUPOBaTh 103y Ipernapara sl MoAdepkKaHUs KOIUYecTBa
TpoMOOLIUTOB Ha ypoBHEe > 50000/MKn ayis yMeHbIIEHWsS pPUCKAa KpoBoTedeHHus. He cremyer
IIPEBBIIIATH 103y 75 MI' B CYyTKHU.

Ha npotspkeHWH Bcero Kypca Tepamuyl TpenapaToM HEOOXOIUMO PETyISPHO KOHTPOJIHPOBATH
KJIMHUYECKHE TeMaToJIOTHYeCKUe IMoKa3aTelau M Iokaszatenu (yHKuMM nedeHu. J[o3y mpemapara
KOPPEKTUPYIOT B 3aBHCHUMOCTH OT KOJMYECTBa TPOMOOIIMTOB B COOTBETCTBUM C TaOmumei 1.
Bo Bpems Tepanuu npenapatoM DaTpomOonar conopapM HE0OOXOAUMO MPOBOJUTH MOJHBIA aHAIN3
KPOBH €XKEHENIEIbHO, BKITIOYAsl OIPE/eIeHUe KOJINIEeCTBA TPOMOOIIMTOB M Ma30K nepudeprudecKon
KPOBH, /10 CTAaOMIIN3AIMH KOJIMYeCTBAa TPOMOOLIMTOB Ha ypoBHE > 50000/MKI1 B TeueHHe Mo KpaitHen
Mmepe 4 Henens. [locne crabunuzanuy KOJIU4ecTBa TPOMOOIIMTOB MOJIHBIA aHAIU3 KPOBH, BKIHOYAs
OTIpeieNIeHUe KOJTMYECTBAa TPOMOOIIMTOB M Ma3Ku NiepruepuIecKoil KpOBH, HEOOXOAUMO MTPOBOIUTH
€KEMECSUHO.
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Tabmuma 1. Koppeknus 10361 mpenapara I1TpomMoomnar conod)'élgl'\;f ﬁMEEEﬁEEEFﬁ%HT o 0007)

Konnuectso Koppekuust 10351 UM OTBET
TPOMOOIIUTOB

< 50000/MK1 B TeueHUE | YBEIUUUTh CYTOYHYIO JI03y Ha 25 MI 70 MaKCUMaJIbHOH 03Bl
no  kpaiHeil  mepe | 75 mr/cytku*
2 Heneab Teparnuu

> 50000/mxm — [Iponomxkuth Tepanuio mnpenapaToM B HAMMEHbBIIEH CYTOYHOW J03€
< 150000/MK1 W/WIM  OJHOBPEMEHHYIO MeJMKaMeHTO3Hyl Tteparmuto WTIT s
- MOIJIEPKAHUS KOJIMYECTBA TPOMOOIUTOB, MIO3BOJISIOIIETO

npeaoTBPATUTE KPOBOTCUYCHNUE UKW YMCHBUINTE €I'0 NHTCHCUBHOCTD

> 150000/mx — YMEHBIUTH CYyTOYHYIO 7103y Ha 25 mr. Yepes 2 Henenu oeHnuTh 3P dext

<250000/mMK1 OT KOPPEKLUMH JI03bl U MPHUHATH PEUICHUE O NaJibHEHIIEeH KOpPEKIUU
O3bI**

> 250000/mx1 OTMEHUTh TEpamuio MpenaparoM; YBEJIMYUTh YacTOTY OIpPEHCICHHS

KOJIMYeCcTBa TPOMOOIMTOB 10 2 pa3 B Hexemo. [lpu kommdectse
tpoM6bouuToB < 100000/MKJI BO30OHOBUTH TEPAIHIO B CYTOYHOM J03€,
YMEHBIIIEHHOHN Ha 25 MT

*JI71s1 MalMeHToB, MOJIyyYarolIuX Mpenapar B go3e 25 Mr 1 pa3 depe3 JieHb, 103y YBEIMYUBAIOT 0
25 mr 1 pa3 B cyTKu.

** 111 manMeHTOB, MOJYyYaloLMX HpenapaT B Jo3e 25 mr 1 pa3 B CYTKH, CIEAyeT pacCMOTPETh
BO3MOXXHOCTh IpreMa Tpernapara B fo3e 25 Mr 1 pa3 uepe3 CyTKH.

Tepanuio npenapaToM MOXHO COYETaTb C MHBIM MeIMKaMeHTO3HbIM JjedeHuem HWTIL Ilpu
MEIUIIMHCKOW HEOOXOJIUMOCTH BO BpEMs TEpamuu ImpenaparoM DaTpoMOonar cojodapm cieayer
KOPPEKTUPOBATh PEXKUM JO3HUPOBAHUS OJHOBPEMEHHO TPUMEHSEMBIX IIPENapaToB, YTOObI H30€KaTh
YpEe3MEPHOT0 YBEIUUEHHUS KOJUYECTBA TPOMOOITUTOB.

Kak mpu moBbIIEHUH, TaK U MPU CHIDKEHUH J03bl KOPPEKIUIO MPOBOJAT C «IIarom» 25 MI/CyT.
HexotopsiM manueHTaM MOXXET TOTpeOOBaThCcs KOMOWHAIMs TaOJEeTOK TMpenapara ¢ pa3HOM
JIO3UPOBKOM B Pa3HbIE IHU JICYEHUS WM MEHEE YacTOE MPUMEHEHHE.

[Tocne n060# KOppeKUU 1036 MpernapaTa KOJIMYeCTBO TPOMOOLUTOB ClIEAYeT KOHTPOJIUPOBAThH 110
KpaliHEll Mepe €KEHEAENbHO Ha MpoTsbkeHHu 2-3 Henenb. CrycTs 1o MEHbLIEW Mepe 2 Helenu
cleyeT olleHUTh 3G (HEKT KOPPEKIMH 03bl HAa KOIMYECTBO TPOMOOILIMTOB JIsl IPUHATHUS PELLIEHUS O
HE00XO/IMMOCTH JIaTbHENIIIEr0 U3MEHEHHUS 103bl.

VY nmanueHTtoB ¢ HMPPO30OM NedeHU (HapylieHueM (YHKIUU MEeY€HHU) MOBBIIATh /103y CIEAyeT
HE paHee 4eM uepe3 3 HeJlleNu Nocie Hadana Tepanuu (cM. pasznen 4.4).

Ommena npenapama y 63pociblx u demeu cmapuie 3 iem

JleueHue npenapaTom CieayeT MPeKpaTUTh, €CIH KOJINYECTBO TPOMOOIIUTOB HE YBETUYHUBACTCS 10
3HA4YEHMs], JOCTATOYHOIO JUII YMEHBIIECHHMS pPHCKAa KPOBOTECUEHHWH, Iocie 4 HeAelb Teparuu
IIpenapaToM B J103€ 75 MI' B CyTKH.

CrnenyeT neproIMYeCcKH OLIEHUBATh KIIMHUYECKOE COCTOSIHHE NalieHTa. Permenue o Heo0XoMMOCTH
MIPOJOIDKEHHS Teparuy MPUHUMAET JIeUallliii Bpad B MHAUBUAYaTbHOM IMOpsAAKE. Y ManueHToB 0e3
CIUICHPKTOMHUH B aHAMHE3¢ CIIeAyeT MPUHUMATh BO BHUMAHHE BO3MOXXHOCTh IPOBEICHUS JAaHHOTO
OHepaTI/IBHOI‘O BMCHIATCJIILCTBA. HOCHC OTMCHBI TepaHI/II/I BO3MOXHO HOBTOpHOC paBBI/ITI/IC
TPOMOOIIUTONICHHUH.
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TPOMOOIIMTOIIEHUEN

Ilepen mpumeHeHueM npenapata DiaTpomOonar cosiopapM OJHOBPEMEHHO C IPOTUBOBHPYCHOM
MEIMKAMEHTO3HOH Tepamnueil HEoOXOOUMO O3HAKOMHUTBCS C TOJHOW HMHCTPYKLIMEH 10
MEIULMHCKOMY IIPUMEHEHUIO BBIIICYKa3aHHbIX JIEKapCTBEHHBIX IIPENApaToOB.

Ilenpto mpuMeHeHHs] Tpernapara Ha (OHE AHTUBUPYCHOW TEpamuu SIBISETCS MOJAJEpKaHUE
KOJIMYECTBA TPOMOOIIMTOB, MO3BOJISIONICE MPEIOTBPATUTh PHUCK PAa3BUTHI TEMOPPArHYECKHX
OCIIOKHEHUH, Kak mpaBuiio, okoio 50000-75000/mki. Crnemyer uzberarb yBelIWYeHHs] KOJTUYECTBA
TpombOouToB > 75000/MKJI.

Jns moxnepXaHus € JIOCTHKEHHS HEOOXOJMMOTO KOJIMYeCTBa TPOMOOIMTOB TPHUMEHSIOT
MUHUMAaIbHYI0 3(Q(EKTUBHYIO /103y IpernapaTa, HEOOXOAUMYIO UIs Hadaja W ONTUMHU3ALUU
MPOTHBOBUPYCHON Teparmuu. [1ombop 10361 OCHOBAaH Ha HM3MEHEHUHM KOJWYECTBA TPOMOOIMTOB.
[Ipemapatr DOnTpombomnar conodapMm He TMpeAHA3HAUYeH JJIs HOPMajiu3aluud KOJUYeCTBa
TpoMOOLIMTOB. B  KIMHMYECKMX HCCIEIOBAaHUSAX IIOBBIIIEHHE KOJUYECTBA TPOMOOIUTOB
Ha0I110/1a710Ch, KaK MPaBWJIO, B TEUEHUE | HEIeH Mocie Hayalla Tepanuu IpernapaTom.

Bspocnvie
Havanphas no3a npemnapata Dnrpomobomnar conodapm cocrapisieT 25 mr 1 pa3 B CyTKH.

VY nanueHToB a3MaTCKOM pachl (TAKMX KaK KUTAMIIbI, SIOHLIbI, KOPEHIbI, Tallbl ¥ sxutenu TaliBaHs)
JeyeHue npernaparoM DaTpomOonar cosodapm ciaenyeT HauuHaTh ¢ 1036l 25 Mr 1 pa3 B CyTKH.

Monumopunz u Koppexkuyus. 003bl

Jlo3y npemnapara DaTpombonar coiopapM yBEIUYUBAIOT C «IIAroM» 25 MI/CYT Kax/able 2 HeJIeH 10
JOCTUKCHUA KOJINYCCTBA TpOM6OIII/ITOB, OIITUMAJIBHOT'O JIsI HA4YaJia HpOTHBOBHPYCHOﬁ TCpalu U B
cootBeTcTBUM ¢ Tabmumeit 2. Ilepen HavaaoM TPOTUBOBUPYCHOW Tepamuu HEOOXOAUMO
KOHTPOJIMPOBATh KOJUYECTBO TPOMOOIUTOB €XEHeNeIbHO. B MOMEHT Hadana MpOTHUBOBUPYCHOMN
Tepanuy KOJIWYECTBO TPOMOOIIMTOB MOXKET PE3KO YMEHBIIAThCs, MPU ITOM CleAyeT u30erarb
HEMEIJICHHOW KOPPEKIINH J103bI TIpenapara DirpomMoonar coaodapm.

Bo Bpemst mpoTHBOBUPYCHOM Tepanuy HEOOX0IMMO KOPPEKTUPOBATh 103y Mpenapara IiarpoMoonar
comodapM TakuM o00pa3oM, uyTOObI H30€kaTb CHUKEHHS [03bl NATMHTEp(EepoHa B CBS3U C
BO3MOKHBIM ~YMEHBUICHHEM KOJIHWYEeCTBa TPOMOOIIMTOB, UYTO MOXET YBEIMYUBATh PHUCK
KpPOBOTCUYCHHUA.

KonnyectBo TpoMOOLIUTOB ClieyeT KOHTPOIUPOBATh €XKEHEAETBHO 0 TOCTUKEHUS CTaOUIM3aluu
UX KoJnuecTBa (Kak rnpasBuio okoio 50000/mkn — 75000/mki). B nanpHeiieM cieyer exxeMecsqHo
KOHTPOJIMPOBATh IOKAa3aTeNd OOIIEKIMHUYECKOTO aHall3a KpOBM, BKIIOYAs ONpeAeTeHHUe
KOJMYeCTBa TPOMOOLIMTOB U Ma3zok mnepudepuyeckoil kpou. B ciydae, eciu KoJIWYeCcTBO
TPOMOOIIMTOB TNPEBBIIIAET LIEIEBOE, CIEAYET PaCCMOTPETh BO3MOXKHOCTh YMEHBIICHHS CYTOYHOU
10361 mpemnapata Ha 25 mr. OueHutb dQ(exT maHHON U 000N MOCIEAYIOMIEH KOPPEKIIUUA O3B
CllelyeT uepes3 2 HelemH.

He cnenyer mnpesimates m03y 100 wmr/cyt. PexomenpoBaHHasi n03a TATHHTEpdEpoHA WIH
pubaBHprHA MTPeICTaBIeHA B UHCTPYKIIMU 110 MEIUITTHCKOMY MPUMEHEHHIO YKa3aHHBIX MIPEMapaToB.



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

oT 22.05.2026 Nz 10150

Tabmuma 2. Koppekuust 10361 ipenapara DaTpoMOonar conod)sg)l;I ;IHE‘H‘ZIFJ% II"IF'OJ;' I-clﬂ'l"fl BO 'BDI

IIPOTUBOBUPYCHOMU TEpAIU

KomnuectBo Koppekuust 10351 UM OTBET
TPOMOOIIMTOB

< 50000/mK1 B TeueHUE | YBENHUUTh CYTOYHYIO J03y Ha 25 Mr 0 MaKCUMAaIbHOW O3Bl
nmo  kpainerr  mepe | 100 mr/cyTku*®
2 HeJenb Tepanuu

> 200000/mxm — YMEHBIIUTh CYTOYHYIO 103y Ha 25 Mr. Uepes 2 Heneu orieHUuTh 3 PexT

< 400000/mx OT KOPPEKLHHU J103bl U MPUHATH pPELICHUE O JalbHEHIIel KOppeKIuu
JO3BI*

> 400000/mx1 OTMEHUTH TEpanuio IMpenapaToM; YBEIUYUTh YAaCTOTY OIPEAEICHUS

KoJInyecTBa TpoMOOLUTOB 10 2 pa3 B Henemo. [lpu kommyectBe
tpomborToB < 150000/MKJI, BO3OOHOBUTH TEPANHMIO B CHUIKCHHOM
CYyTOYHOM 103€

* JIJI IAIeHTOB, IMOTYYAIOIINX Mpenapar B 103¢ 25 Mr 1 pa3 B CyTKH, CIEIyET PACCMOTPETh BOIIPOC
0 MPUMEHEHHH TIpenapara B 03¢ 25 mr 1 pa3 yepe3 CyTKH.

Ommena npenapama

VY mnaunuentoB ¢ BI'C renoruma 1/4/6, He3aBUCHUMO OT peEIIEHUS O MPOJIOJDKECHUH Teparuu
nHTepPEepOHAMH, CIIETYET PACCMOTPETh OTMEHY IIperapaTa DiaTpoMooriar coodapm B cirydae, eciid
3¢ (deKT OT nedeHus MPOTUBOBUPYCHBIMU MperaparaMyd HE MOCTUTHYT Ha 12-if Hegene. Crnemyer
OTMEHHTH TEPAIUIO MPETIapaToOM B CIydae, €ClIv Mocie IBYX HeAeb IPUMEHEHUS B CyTOYHOM J103€
100 Mr He JOCTUTHYTO L€JIE€BOE KOJIMYECTBO TPOMOOIMTOB, HEOOXOAMMOE Ui Haudana
MIPOTUBOBUPYCHOMN TEpaIMHu.

Crnenyer mpekpaTuTh JedyeHHe IpenapaToM Dnrpombonar conodapM, eciau nocie 24-HeaenbHOU
tepanuu oOHapyxkeHa PHK BI'C. [locie oTMeHbI TPOTUBOBUPYCHOM TEpANMU CIEAYET NPEKPaTUTh
IpUMEHEeHHEe TMpenapara JDinTpombonar cojodapMm HpuU OTCYTCTBUM HHBIX TOKa3aHUN Uil €ro
npuMeHenus. CrieqyeTr NMpeKkpaTUTh NMPUMEHEHHUE Mpernapata OaTpoMoOonar coiiodgapM B ciydae
YpEe3MEPHOro YBEIMYEHMs KOJIMYECTBA TPOMOOIMTOB, Kak omnucaHo B Tabmune 2, wium npu
KIIMHUYECKH  3HAUYMMBIX  OTKJIOHEHMSX  (YHKIMOHAJIBHBIX NTpo0 MEYeHH OT  HOPMBI
(cm. pazgen 4.4.).

TlepBas MTMHUS Tepauy THKEION alIaCTUYECKONM aHEMUU

Tepanuto npenapaToM Dntpombonar coodapm cieayeT Ha3Ha4aTh OAHOBPEMEHHO CO CTaHJapTHOM
MMMYHOCYTIPECCHBHOM Te€panuen.

He nomyctumo npeBbllieHne HadalaIbHOU 10361 ITpernapaTta Dnrpomobonar coinopapmM.
Ilepeonauanvhuiii pesicum 003uposanus

Bspocavie u demu cmapwie 12 nem

Pexomenayemast HadanmpHas 103a npemnapaTta dntpombonar coimodapm coctarisier 150 mr 1 pa3 B
CYTKHU B T€UEHUE 6 MECSIIEB.

VY B3pocIbIX U AeTel B Bo3pacte 12—17 net a3uarckoil pachl (TaKUX KaK KUTANIIBI, SITOHIIBI, KOPEHIIHI,
TalIel v skuTen TaiiBaHs ) IeUeHHe mpenapaTom DaTpomobornar coaodapm ciaenyeT HauuHATE C T03bI
75 mr 1 pa3 B CyTKH B T€UEHHUE 6 MECSILICB.
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Hemu 6 gospacme 6—11 nem

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

PexoMenayemass HauanpHas Jo3a mpemaparta DinrpoMoOomnar conodapm cocrapiseT 75 mr 1 pa3 B
CYTKH B T€YCHHE 6 MECSAIIEB.

VY nereit B Bo3pacte 6—11 neT azuarckoil pachl (TaKMX KaK KATAWIIbI, SITOHIIbI, KOPEHIIbI, TAUIIbI U
x)utenn TaiiBaHs) JiedeHUE mpemaparoM OaTpoMoOonar conodapM ciaeayeT HadyuHaTh C JIO3bI
75 mr 1 pa3 B 2 1Hs B TeueHUE 6 MeCSLEB.

[Hemu 6 gozpacme 3—5 nem

PexoMeHnyeMast HaganbHas 103a npernapara dnrpomobonar coodapm coctarisiet 2,5 Mr/kr 1 pas B
CYTKH B TCUCHHE O MECSIICB.

VY nereit B Bozpacte 3—5 neT a3MaTCKOM pachl (TaKUX KAaK KUTAMIIbI, SITOHIIBI, KOPEHIIbI, TAUIIbI U
xutenu TaiiBaHs) JiedeHHe MpemapaToM OnTpomoOomnar coiodapM CcileayeT HAaYMHATH C JIO3bI
1,25 mr/kr 1 pa3 B CyTKH B TeUeHHE 6 MECSIIEB B CIIy4ae, €CIH BEC MalueHTa cocTaBiser > 20 Kr.

B ciyuae, eciu Bec maruenTta cocranisier ot 10 g0 20 kr, cieayeT HauuHaTh TEPaIuio IpenapaToM
DnTpombonar cosodapm ¢ 10361 25 Mr 1 pa3 B JBOE CYyTOK B TCUCHHE 6 MECSIICB.

Ecnu He ynaetrcst JOCTUTHYTh KOPPEKTHOM J03bl, TEpAIUIO MpenaparoM DnrpoMoOonar cosiodapm
cienyeT HaYMHATh C MUHUMAJIBHO BO3MOKHOM JIO3BI.

Tabmuma 3. Koppekuus 10361 CTaHAApPTHONH MMMYHOCYNPECCUBHON TEpalMK B CIydyae COBMECTHOMN
Teparnuy ¢ mpenapatoM DaTpombornar coaodapm

I/IMMYHOCYHpeCCI/IBHaH TCpaIunAa

Koppeknust 10361

NmmyHornooynux
AHTUTUMOLUTAPHBIH (JOLIaANHBbII)

40 wr/kr/cyt, ucxons u3 (aKTUUECKOM Macchl Tena,
BHYTPUBEHHO C 1-r0 10 4-ii 1eHb B TeUeHHEe 6 MecsI1IeB

Huknociopun  (TepameBTHYECKAs
JIo3a B TeUEHHE 6 MecAIeB, ¢ 1 aHA
70 6-ro Mecsia, ¢ TOMpaBKON Ha

JIOCTIDKEHHE [eJIEBOU
TepaneBTUYECKOU JIO3BI
200-400 mKr/m*)

Bspocnsle 1 getu crapiie 12 jer:

3 wmr/kr, ucxons u3 (PaKTHUECKOH Macchl Teja, BHYTPb
Kaxaple 12 dvacoB (o0mas cyTouHas 71032 COCTaBIsET
6 MI/KT/CyT) B TeUeHHE 6 MecsAIeB, HAUWHAas ¢ 1-T0 JAHS.

[Tamments! crapuie 20 jer ¢ uHaekcoM Maccwl Tesa (MMT)
> 35 wiM  mamMeHTel B Bo3pacte  12-20 jer ¢
HUMT > 95-ro OpOoLEeHTHIIA:

3 MI/Kr, UCXOAs W3 CKOPPEKTUPOBAHHON Macchl Tema™™,
BHYTph Kaxaple 12 wdacoB (oOmas cyTtodHas Jo03a
COCTaBJIsIET 6 MI/KT/CyT) B T€UeHHE 6 MECsIeB, HAUWHAS C
1-ro gns.

Jletu B Bo3pacte 3—11 jer:

6 MI/Kr, ucxoJs U3 (pakTHYecKOW Macchl Tella, BHYTpPb
Kaxaple 12 yacoB (00mas cyTodHas J03a COCTaBIISIET
12 mr/kr/cyT) B TeueHue 6 Mecs1eB, HaUuHas ¢ 1-ro JHs.

IMammmentsl ¢ UMT > 95-10 OpOoleHTIIIA:

6 MI/KT, UCXOAS U3 CKOPPEKTUPOBAHHOW Macchl Tema*,
BHYTpPh Kaxaeie 12 wyacoB (oOmas cyTo4Has J103a
cocraBisieT 12 MI/Kr/cyT) B TedeHHE 6 MECSIeB, HAUMHAS C
1-ro mHs.
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HI/IKJIOCHOpI/IH (HO,Z[I[ep)KI/IBaIOH_[aH I[JISI INAIMUMECHTOB, KOTOPHIC JOCTUTA0T TCTMJdTOJOTMYICCKOT'O
1103a, ¢ 6 110 24 MecsIIbl TePAITHH ) OTBETa B TeueHue 6 MecCsIIEB:

2 MI/KT/CyT Ha3HA4YaOT BHYTPb B (PUKCHPOBAHHOH /03¢ Ha
IOIOJHUTENbHBIE 18 MecsIieB.

* MoxeT moTpeOoBaThCsl KOPPEKIHS 1035l IUKIOCIIOPUHA TSl JOCTHKEHHS 1IeJIEBBIX YPOBHEH B
Cllyyae IPUMEHEHMsS LMKIOCIIOPMHA COBMECTHO C IPYTMMH IIpelnaparaMH; PEKOMEHIYeTCs
PYKOBOACTBOBATbCS COOTBETCTBYIOIIEH HHCTPYKLUEH I10 MEIMLIMHCKOMY IIPUMEHEHHUIO I
LUKJIOCIIOPUHA

** PaccuMThIBacTCSI KaK CpelHEe 3HAUYCHHE MEXKIy HWACaTbHOW Maccod Tena W (PaKkTUIeCKOU
Maccou Tena

Monumopune u koppexkuus 003bl npenapama 9]1771170]14501’1612 CO]lOCbClDM

AHaJM3 reMaToIOTHYECKUX IMOKa3aTesiel U UCCieIoBaHus (PYHKIIUH TIEYCHH JTOJDKHBI TIPOBOAUTHCS
PETYIISIPHO Ha IPOTSKEHUH BCETO Kypca Tepanuy mpernapaTtoM Dirpomobomnar cosiohapm; KOPPEKIIHIO
J03bI TIperaparta ClieAyeT MPOBOIUTh Ha OCHOBAHWHU KOJIMYECTBA TPOMOOIIMTOB, KaK YKa3aHO B
Tabnuue 4.

B Tabnuue 5 npuBeaeHbsl peKOMEHJAMHU 110 KOPPEKLUH 103bl Ipenapara DiaTpoMobonar coiodpapm
B ClTydae HapylIeHUH (PYHKIUU IEYCHH U TPOMOO30B/IMO0IINH.

Tabmuma 4. Koppekums m03bl mpemnapara DnrpomoOomnar coiodapMm B Tepalud TEPBOW JIMHUH
TSOKEJIOW aIlIaCTUYECKOU aHEMUU

Komuuecto TpOM6OI_II/ITOB KOppeKLII/I}I A03bI HJIX OTBECT

>200000/mx1 — CHMXaTh CYTOYHYIO 703y Ha 25 Mr Kaxable 2 HeJenu 10
< 400000/mx MUHHMMAJIbHO BO3MOKHOM J03bI, IPU KOTOPOM KOJIHMYECTBO
TpoMOonuToB > 50000/MKII.

VY nmereii B Bo3pacte 3—12 jeT, npuUHUMaBLIMX IIpenapar
Ontpombonar coigodapMm B g03e 25 Mr | pa3 B CyTKH, clenyeT
paccMOTpeTh BO3MOXHOCTh IIpHEMa IIpernapara B J03€ 25 Mr
yepes JIEHb.

> 400000/mx1 [Tpekpatute npuem mnpemapara OaTpomOomnar coyiopapM Ha
1 Henemo.

[Tpu xomumuectBe TpomOouuToB < 200000/MKI BO30OHOBHUTH
npueM npemnapara Dinrpomobornar cojodapM B J103€, CHUKEHHON
Ha 25 mr (y aereil B Bozpacte 3—12 seT, NpMHUMABIINX Mpernapar
Ontpombonar coigodapm B go03e 25 Mr 1 pa3 B cyTKH, clenyeT
paccMOTpETh BO3MOXHOCTh IIpHEMa IIpemnapara B J103€ 25 Mr
yepes JCHb).

Tabnuua 5. PekoMmenayemas KoppeKuus 1035l Ipenapara DaTpomoonar coaodapM Npu HapyIIeHUSIX
(GyHKIUY neyeHu 1 TpoMOo3ax/aM001uun

Peaknus Pexomenmamuu
Hapymenns byHkmy | YBenuueHue BepxHed rpanunbl HOpMbl (BI'H) akTuBHOCTH
TeYeHU ananmHamuHoTpaHcdepassl (AJIT) B 6 pas:
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IPEKPATUTh IIPUEM TIperapaTa AitporGonar-coroapuy — = 0o 1

npu ypoBHe aktuBHOCTH AJIT < 5 ot BI'H B0300HOBUTH Npuem
Ipenapara B IepBOHAYAIbHOU J103€.

Veenmnuenue BI'H aktuBnoctn AJIT B 6 pa3 mnocie
BO300HOBJICHHS TIpHEeMa TIpernapara (M HECBSI3aHHOE C IPYTHMH
BO3MOXXHBIMHU (haKTOpaMH, TAKUMHU KaK CHIBOPOTOYHAsI 0OJI€3Hb,
CEICUC WJIM IPHUEM a30JIOBBIX MPOTUBOIPUOKOBBIX MPEMapaToB):
KOHTpOJIb ypoBHA AJIT kaxasie 3—4 ans.

Ecnu ypoens AJIT > 6 nipu NOBTOPHBIX aHAJIW3aX KPOBHU:
IPEKpaTUTh IpUEM Ipenapara Dnrpomobonar coiaodapm;

npu ypoBHe akTuBHOCTH AJIT < 5 or BI'H B0300HOBHTE mpHeM
Ipernapara B 103€, CHUKEHHOW Ha 25 MT OT IIPEAbIAYIIEH JO3BI.

Ecin yposenr AJIT BHOBL > 6 mnpu mpueMme Impemnapara
Onrpombonar coiopapM B CHIKEHHOH /103€:

CHWKaTh /103y mpemnapara DntpomOonar conodapm Ha 25 wr,
noka ypoeb AJIT He cHusutcs no 5 BI'H.

JIaHHBIX O BO3MOXHBIX KOPPEKLHAX JO3bl y JeTed H3-3a
HapymeHns: QyHKIUH IEYeHN He cyliecTByeT. Koppekuuro 10361
ciefyeT o0cyXaTh Ha OCHOBAHUU KJIIMHUYECKOM OLIEHKH.

[Tpu TpoMO03e rITyOOKHX BEH, JIETOYHOM SMOOIIHIH, TPAH3UTOPHOU
UIIEMUYECKOM aTake, MHCYJIbTE U MH(ApKTE MUOKap/a B Jito0oe
BpeMs Ha (OoHE Tepaluu mpernapaToM DiaTpombonar cosodapm:
NpeKpaTUTh TNpUeM mpenapata OnaTpomOomnar coixodapm, HO
NPOJIOIDKUTE  TPUEM  WMMYHOCYIPECCHBHBIX  IIPEIapaToB
(MMMyHOTIO0YAMH ~ aHTUTUMOLMTAPHBIN  (JIOIIAAWHBIA) U
nuKJocnoput). Eciau npu Tpom603€ Koau4ecTBO TpPOMOOIIUTOB >
50000/mkn, pekoMeHayeTcs JUOO0 Ha3HAYeHHWEe Tepanuu
HHOKCAIapuHOM WM APYTUM aHTUKOATYJITHTOM J0 TeX 0P, oKa
KOJINYECTBO TPOMOOLMTOB HEe JoCTUTHET ypoBHS < 20000/mKi,
1100 CTaHAAPTHBIN KypC aHTHKOATYJISTHTHOW TEparuy B TEUECHUE
3—6 MecsLEB.

Ommena npenapama

OO6m1ast mpOoAOKUTEIHFHOCTD MPpUEMa MpemnapaTa IaTpoMOonar coodapM cocTaBisieT 6 MECSIIEB.

UpesmepHOe yBETUYEHHE KOIMUYECTBA TPOMOOIHUTOB (cM. Tabnuily 4) U pa3BUTHE HEXeNaTeIbHbBIX
SBIICHUH, YKa3aHHBIX B Tabmurle 5, Takke TpeOyroT MpeKpalleHus mprueMa npemnapara darTpomoornar
cosodapm.

[TanmeHThl ¢ pedpaKTEpPHON TSKEION AIIaCTUYECKON aHeMUER

Ilepsonauanvusiii pesxxcum 003uposanusl
Bspocnvie
Hauanpnas no3a npemapara dntpombonar coiodapm cocrapiser 50 mr 1 pa3 B CyTKH.

VY nmanuueHToB a3uaTCKOM pachl (TAaKMX KaK KUTAUIIbl, ATOHLBI, KOPEHUIIbI, TAHIbI U kuTeIn TaliBaHs)
JIeYeHHUEe mpermapaTomM DaTpoMbonar coiodapm cieayeT HaunHaTh ¢ 7036 25 Mr 1 pa3 B CyTKH.
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(MOCNEOCBATENEHDCTE 0001)

Monumopune u Koppexkuus 003bl

JIist mOCTHXKEHUsT TeMaTOJIOTMYECKOTrO OTBETa TPeOyeTcs KOPPEKIMs J03bl, Kak IPaBUIIO, 10
150 mr, 1151 9ero MoXKeT oTpedoBaThes 10 16 Heenb ¢ MOMEHTA Havalla JICYCHHS TIPermapaToM.

o3y npenapara DiatTpoMoOormar cooapM cleayeT yBEIUIUBATh ¢ maromM 50 Mr Kaxiasie 2 HeAeIu
JI0 JT03bI, HEOOXOIUMOM IS TOCTHXKCHHUS 1IEJIEBOTO KOJIMYecTBa TpoMOoiuToB > 50000/MKJ1.

VY nanueHToB, TPUHUMAIOIIUX Ipenapar B o3¢ 25 Mr 1 pa3 B CyTKH, CIAEAYET YBEIUUYUTh CYTOUHYIO
no3y 10 50 Mr mepen AaJibHEWIIUM MOBbIIEHHEM 1103kl HAa 50 mr. He cieayer mpeBblmaTh 103y
150 mr B cyTku. CnenyeT perysissipHO KOHTPOJIMPOBATh KIIMHUYECKHE FEMAaTOI0IMUECKHE TI0Ka3aTelln
U «IIEYCHOYHBIC» TECThl Ha BCEM NPOTSHKCHHHM TEpallud W KOPPEKTUPOBATh 03y IMperapara
DnTpombonar conodapM Ha OCHOBaHHUHU KOJIMYECTBA TPOMOOIIMTOB B COOTBETCTBUU ¢ Tabnuriei 6.

Tabnuma 6. Koppekmus 10361 mpenapara dnrpomoorar cosiodapm ist marueHToB ¢ TAA

KommuectBo TpOM6OI_II/ITOB KOppeKHI/IH J0O3bI NJIN OTBET

<50000/Mxkn B Teuenue 1o | IloBbIcHTE cyTOUHYIO 103y Ha 50 Mr, HO He BbIIe 150 Mr B
KpaiiHell Mepe 2 HeJieslb Tepanuy | CyTKU. Y TalMeHTOB a3MaTCKOW pachl WIM MNAIlMEHTOB C
HapylmeHrneM (YHKIWHU MeYeHH, TPUHIUMAIONIUX Mpernapar B
no3e 25 mr 1 pa3 B CyTKH, CIeyeT yBEIUUYNUTh CYTOUHYIO 103y
10 50 Mr nepes nanbHEUIUM MOBBIIIICHUEM /10361 Ha 50 Mr

> 200000/mkn — < 400000/mkn B | CHU3UTH cyTouHyro a03y Ha 50 mr. Choycrs 2 Hexpenu
m000e Bpems oueHUTH 3P PEKT OT KOPPEKUNHU AO3bI ¥ IPUHSTH PEIICHHUE O
JlanbHemeil KoppeKuuu 1036l

> 400000/mxn [IpexpatuTh mpuem npenapara DaTpombomnar coiaodapm He
MeHee yeM Ha | Henmemwo. IIpu kommyectBe TPOMOOIIMTOB
< 150000/mx51 BO30OHOBUTH JIEYEHHE B CYTOYHOU J103€,
CHUKEHHOU Ha 50 mr

> 400000/mkn cryctst 2 Henenu | [lpekpatuth npuem npemnapara Datpomobonar conopapm
Tepanuu npenapaToM
Ontpombonar  conodapM B
CHUKEHHOM CYTOYHOU J103€

Iocmenennoe crusicenue 003wl Y nAYUEHMO8 C MPEXIAUHCUHbIM 0MBEEMOM HA Mepanuio (JleﬁKOLtqubl,
punmpoyumasl u mpom60uumbl)

[Tocne noctukenus konuuectsa TpomooruToB > 50000/MKJI1, KOHLIEHTpaLuu reMoriaoouHa > 10 r/on
6e3 TpaHchys3uii SPUTPOLUTHON Macchl M abCOMIOTHOro umcia Heirpodunos (AUH)> 1x10%/m,
CTaOUJIbHO COXPAaHSAIOIIMXCS Ha MPOTSHKEHUM HE MeHee 8 Hejlenb, 03y mpenapara DnrpomOonar
coiopapm crnenyer cHu3UTh Ha 50 %. Ilpu cTaOMIBHO COXPaHSAIOUIMXCS BBIMIEYKAa3aHHBIX
MoKa3aTemsaX 4epe3 8 Helesb Mocie CHIKEHUS JT03BI CIIEAYET MPEKPATUTh JICUCHHE MPernapaToM ¢
pEryJsipHBIM KOHTpOJIEM TIIOKa3zaTesied aHaiu3a KpoBH. B cilydyae yMEHBIIEHUS KOJIMYECTBa
TpombonuToB < 30000/MKJI, CHW)KEHUS KOHIICHTpamuu reMorioomHa < 9 v/mnm wmm npu AUYH
< 0,5x10° /1 BO3MOKHO BO30OHOBIIEHHE JIeUeHHs IPENapaToM B IpekHeil 3¢ dexTHBHOM 103e.

Ommena npenapama

B CJIydac OTCYTCTBUSA IreMaTOJIOTHICCKOr0 OTBETA ITOCIIC 16 HCACIIb JICHCHHUA TCPAIIHUIO MPLCIIapaToOM
Ontpombonar conodapm ciexyer orMeHUTh. HeoO0XoauMo paccMOTpPETh BO3MOKHOCTH OTMEHBI
TEpanuy mpenaparoM DiaTpoMoOomnar coiodapM B Ciaydae TMOSBICHUS HOBBIX ITHTOTCHETUYECKUX
oTkiaoHeHH (cM. pasmen 4.8.). Taxke oTMeHa Tepamuu mpenapaToM IaTpoMobonar conodapm
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Tabnuiie 6) WK BaXXHBIX OTKJIIOHEHUHN PE3YJIbTATOB «IIEYEHOUYHBIX» TECTOB (CM. paznen 4.4.).
emu

JlexapcTBEeHHBIN MpenapaT MPOTHUBOINOKA3aH K MPUMEHEHUIO Yy JeTed mutaiame 3 JIeT B JaHHOU
JIEKapCTBEHHOM dopMe.

Oco0ble rpyIIIbl HaUeHTOB (JUIs BCeX HOKA3aHUN)

Hayuenmui noowcuno2o sospacma

Nmerorcss orpaHWYeHHBIE JaHHBIC [0 MPUMEHEHHIO Ipermapata JDirpoMoOorar coiodapMm y
MAIMEHTOB B BO3pacTe 65 JIeT U cTapiie. B KIIMHUYEeCKUX UCCIIeIOBaHUSIX HE OTMEUCHO KIIMHUYECKU
3HAYUMBIX PA3IMUUi OE30MMaCHOCTH ITpOMOOIara y maiydeHToB B Bo3pacte 65 JIeT U cTapiie 1o
CpaBHEHHIO ¢ 00Jiee MOJIOABIMH MallMeHTaMH. J[pyrue KIMHUYECKUE JaHHbIC TAK)KE YKA3bIBAIOT HA
OTCYTCTBHE Pa3JIMUMii B OTBETaX HA JICUCHUE Y MOXKIIBIX MAIUECHTOB U MAIUEHTOB 00JIee MOJIOIOTO
BO3pacTa, OJJHAKO HEJIb351 UCKIFOYUTh MOBBIIICHHYI0 YyBCTBHUTEIBHOCTD K MPENapary y OTACIbHBIX
MAIMEHTOB MOKUJIOTO BO3pacTa.

Hal/ﬂleHl’l’Zbl C NOYeYHol HedoCMamo4HOCmbIO

Koppekmuu 10361 y TalMeHToB ¢ HapymieHneM (YHKIHU No4YeK He TpeOyercs. OQHaKO B CBSI3U C
OTPaHMYCHHBIM OMNBITOM TNPHUMEHEHUS B KIMHUYECKOW IMPAKTUKE Yy MALUCHTOB C HapyIICHHEM
¢GbyHKIMM MoYeK mpenapar Dintpombomnar coiopapM cienyeT MPUMEHSATh C OCTOPOKHOCTHIO U Ha
(oHE TIATETHLHOTO MOHUTOPHUHTA, HAIIPUMEP, KOHTPOJIS KOHICHTPAIlMH KPEaTHHUHA B CBIBOPOTKE
KPOBH U TTOKa3aTeJIel aHAIM30B MOYH.

Tayuenmol ¢ HapyweHnuem QyuKyuu nevexu

V¥ nanuenTos ¢ UTII u Hapyenrem pyHKIMM nedeHu (> 5 6aios no mkane Yaina-I1st0) npenapar
Onrpombonar coiopapm clieayeT NPUMEHSATh ¢ OCTOPOKHOCTHIO Ha (POHE TIIATEIBHOTO KOHTPOJIS
coctostHus (cM. pazaen 4.4.). IIpu Heo6X0AMMOCTH Tepanuu npenaparoM IaTpombonar coaodapM y
naienToB ¢ UTII u  Hapymenuem (QyHKIMM TI€UYeHM JieYeHHE HAuMHAIOT B J03€
25 mr/cyT.

VYBenuuuBath A03y Mpenapara y HalleHTOB ¢ HapyIeHUsMU (YHKIMU TEYEHU CleyeT He paHee
4yeMm 4depe3 3 HeAenu IMociie Havaja Tepanuu. Y nanueHToB ¢ xpoHundeckuM BI'C u HapymieHuem
(GYHKIMU TeYeHH, a TakXKe y MaluueHToB ¢ pegpakrepHoil TAA u HapymeHHeM (QyHKIMU MEUYeHH
Ipenapar cjieyeT IPUMEHSTH B 103€ 25 Mr 1 pa3 B cyTKu. B kimnHMuUeckoe nccieqoBaHue NalueHToB
c TAA, He noay4aBIIUX paHee MPOrpaMMHYI0 UMMYHOCYIIPECCUBHYIO TE€PAINIO, HE ObLIN BKJIIOUEHBI
nanueHTel ¢ ucxomubiM ypoBHem ACT/AJIT, mpeBsmmatomem B 5 pa3 BI'H. Hawanbnas mosa
npemnapara JarpoMbonar cosogapMm y manueHToB ¢ TAA M MeYyeHOYHOH HEeIO0CTaTOYHOCTHIO B
NepBO JIMHMM Tepanuu JOJDKHA ONPENeNaTbcs IO Mepe HEeOOXOIMMOCTH Ha OCHOBaHUU
KJIMHUYECKON OLIEHKH, IEPEHOCHMOCTH TpenapaTa 1 TIATeIbHOr0 MOHUTOPUHTA (DYHKIIMY TIEUSHH.

Croco0 nmpuMeHeHs

BayTps.

[Ipenapat DaTpombornar corodapM cieayeT NpUHUMATh 0 KpaifHel mepe 3a 2 yaca 10 WIH Yepe3
4 4gaca nocne npHeMa TakKMX IMPOJAYKTOB KaK aHTAlMJbl, MOJIOYHBIE IPOAYKTHI MM MHHEpAJIbHbIE
N00aBKH, COJAEp)KalllMe TOJUBAJICHTHbIE KAaTHOHBI (HalpUMep, KaTUOHBI AJIOMHHMS, KallbLUs,
Keles3a, MarHusl, CeJIeHa U IIUHKa) (cM. pasnensl 4.5. u 5.).

TabneTku mpemnapaTa MOXXHO TPUHUMATH C TUIIEH, coAeprKalieii HeOOIbIIOE KOJIMUECTBO KaJbITUs
(< 50 Mr) unu npeAnoYTUTENBHO HE COACep KaIEH KalbLIHA.
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COOTBETCTBY

4.3. [IpoTuBONOKA3aAHUSA

e ['MnepyyBCTBUTEIBHOCT, K JITpoMOONary K J0OOMy M3 BCIIOMOTraTelbHbIX BEIIECTB,
MEepPEUYUCIICHHBIX B pazzene 6.1.

o MUEnoIUCIUIaCTUYECKHA CUHIPOM (B CBS3M C OTCYTCTBHEM JaHHBIX MO 3()(EeKTHBHOCTH H
0€30MMacCHOCTH Y IAaHHOW KaTeropuu MaIMeHToB), CM. pasnen 4.4.

e bepemeHHOCTD U TIEpUO/ TPYAHOTO BCKapMiluBaHus (cM. pazzaen 4.6).

4.4. OcoOble ykazaHusi U MePbI NPEAOCTOPOKHOCTH NPH MPUMEHEHUH

IIpu npuMeHeHnu 31TPOMOONIAra B COYETAHUM C Tepanuedl MHTepP(EepOHOM CyILIeCTBYeT
NOBBILICHHBIH PHCK Pa3BHUTHA HeXeJATeJbHbIX peaKkuHil, BK/IHYasg NOTEHHHAIbHO
JIETAJIBHYIO 1eKOMIIEHCAUI0 (PYHKIMHU NedeHH U TPOoMO03MOOIHYeCKHue OCI0KHEHHUS Y
nanmueHToB ¢ xpoumveckum BI'C, conpoBoxaammuMcss TPOMOOUMTONEHUEH U
NPOrpecCUPYOIIUM XPOHMYECKHM MOPa’KeHHeM IeYeHH, YTO omnpenesasiercsi HU3KUMU
YPOBHAMH ajab0ymuHa < 35 r/n1 mwim 0aniaom > 10 mo mkane MELD (Mogenb KOHE4YHOM
craauu 3a0o/1eBaHus neyenn). Kpome Toro, npeumyniecTsa repanuu, odecneduBaromiei
YCTOHYHMBBIA BHPYCOJIOTMYECKHI OTBeT MO CPAaBHEHHMIW C Iuianedo, ObLIH
HEe3HAYUTEJIbHBIMM Y JAAHHBIX NAIHEHTOB (B OCOOEHHOCTH y MALMEHTOB C MCXOJAHBIM
anpOymMuHoM < 35 r/J1) N0 cpaBHEHHMIO ¢ rpynnoi B uejaoM. Tepanus 3aTpomMéonarom y
TAKHX NAIHEHTOB /J0/LKHA ObITh HA4YaTa TOJBKO CHEeNHAJINCTAMH, HMEOIMMH ONbIT B
Tepanuu nporpeccupyromero BI'C, u To/1bK0 TOraa, KOraa pucku TpoMOONMTONCHUH HJIH
0TKa3 OT MPOBOAMMON NPOTHBOBMPYCHOH Tepanmuu TpeOylT BMemareilbcTBa. Eciam
NpoBeJeHHe TepanuHu KJIMHUYECKH ONPABIAHO, HEOOXOAMM TIIATEJbHbIH MOHHTOPHMHI
TAKUX MalEeHTOB.

IIpruMeHEeHHe ¢ aHTMBUPYCHBIMU IIpenapaTaMu MpsIMOT0 ASUCTBUS

He uzydens! 3¢¢pekTHBHOCT, M 0€30MaCHOCTh OJHOBPEMEHHOI'O MPUMEHEHMs 3JITpoMOoriara c
IIPOTUBOBUPYCHBIMU IIPENapaTaMy IPSIMOTO AEUCTBUSI, Pa3pELICHHBIMU /IS JIEYEHNSI XPOHHUUECKOT O
renatuta C (MHTUOUTOPBI IpoTeas3sl BUpyca renaruta C, HyKJI€03uJHbIe UHTUOUTOPBI TOJIMMEPA3HI,
HEHYKJICO3UJHbIE MHTMOUTOPBI oMMepasbl, NS5A HHIHOUTODEI).

I enaToTOKCUYHOCTD

[TpumeHeHue anTpoMOONIara MokKeT BbI3BaTh OTKIOHEHMsS OT HOPMBI JIAOOPATOPHBIX MOKa3aresien
(GYHKIMU TE€YEHH, TSDKEJble TelaTOTOKCUYECKUE SIBJIICHUS M MOpPaXKEHHE MEYEHU C BO3MOKHBIM
JIeTaJbHBIM UCXOJJOM. B KIMHUYECKHX UCCIEIOBaHUAX Y MAIIMEHTOB (KaK B3POCIBIX, TaK U JeTei) ¢
xpoHnueckor UTII otmedeno nossimenne akTuBHOCTH cbIBOPOTOUHBIX AJIT, ACT n KOHIIEeHTpanuu
HenpsMoro OwinMpyOMHAa. DTH peakuMd HOCWIM MO Oojblieil yacTu serkuit (1-2-s cremneHu) u
oOpaTuMbIii XapakTep 0e3 KIMHUYECKH 3HAUMMBIX CUMIITOMOB, KOTOpBIE Obl CBHUIETEIHCTBOBAIHN O
HapyleHNH QyHKIMY eUeHH.

B T1pex mnnanebo-KOHTPOIUPYEMBIX HCCIENOBAaHUSAX Yy B3pocibix ¢ XpoHuueckon MUTII y
1 mamuenTa B rpymmne 1uanedo 1 y | manueHTta B rpymre, MoJIy4aBIiel JedeHue >aTpoMOornarom,
Habmoanock HapyuieHue (yHKUIUU neueHu 4 creneHu TsokecTH. [lo maHHBIM ABYX Iuiane6o-
KOHTPOJIMPYEMBIX MCCIEIOBAHUN Yy NMallMeHTOB Bo3pacte oT 1 roxa no 17 net ¢ xponnueckoi UTII
He)KeNlaTeJIbHbIE peakuu B Buje noseimieHUs aktuBHocTH AJIT, B 3 pasa nmpesbimatomue BI'H,
obutn otMeueHsl y 4,7 % u 0 % manueHToB, MOMyYaBIIUX JIEYEHHE >ATpoMOoNaroM M Iuianedo
COOTBETCTBEHHO.

[To maHHBIM 2-X TUIANE0O0-KOHTPOIHPYEMBIX HCCIICIOBAHUI HEKeNaTeIbHbIe PEAKIMH B BHIE
noBbiieHus: aktTuBHOCTH AJIT y marmentoB ¢ UTII 6pmn otmeuensr y 5,7 % u 4,0 % manueHToB,
MOJTyYaBIIUX JICYCHHUE AIITPOMOOIAroM u miarnedo COOTBETCTBEHHO.
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u BI'C Obutm 3apeructpupoBanbl ciydyan > 3-kpaTHoro ysenuueHus aktuBHocTH AJIT wmm ACT
Boiie BI'H y 34 % u 38 % nanueHToB B rpynie aiTpoMOoriara u B rpyIine 1ianedo COOTBETCTBEHHO.
[Tpumenenue snrpombonara OTHOBPEMEHHO ¢ KoMOuHaiuei myruatepdepona u pudaBupruHa ObLIO
KOCBEHHO CBSI3aHHO C THUNEpOWIMpyOMHEMHelH. 3aperucTpupoBaHbl ciydyau > 1,5-kpaTHOro
YBEJIIMYCHUS KOHIICHTpaluu oomiero ounupyornna Beire 3aaueHuss BI'H B 76 % u 50 % B rpymme
antpomOomnara 1 B rpyIiie mianedo COOTBETCTBEHHO.

B OTKpBITOM HEKOHTPOJUPYEMOM HCCIEIOBAaHUU MalUEeHTOB ¢ TAA, KOTOPbIM HE MPOBOAMIACDH
paHee mporpamMmHas UMMYHOCYTIPECCUBHAs Tepalivs, [pH MPUMEHEHUH Mpernapara siarpombonara
COBMECTHO C JIOMIAJAWHBIM AHTUTUMOIMTAPHBIM HMMMYHOTJIOOYJIUHOM H  ITUKIOCIIOPUHOM
oTMevanoch > 3-kpatHoe yBenuueHue nokaszateneit AJIT u ACT u > 1,5-kpatHoe yBeauyeHue
obmiero Oounnpyouna y 46,8 % manuentoB (29 u3 62). Hu oquH U3 yKa3aHHBIX CITy4aeB yBEIHMUCHUS
nokazareneit AJIT, ACT u oGuiero OunnpyOruHa He IpUBeEN K OTMEHE Tepanuu.

[Ipu npumeHeHnn B MOHOTepanmuu y manueHToB ¢ pedpaxtepHorr TAA II das3er > 3-xpatHoe
yBenuuenue nokazatened AJIT u ACT omgHoBpemeHHO ¢ > 1,5-KpaTHBIM yBEJIWYEHHEM OOILEro
(renpsiMoro) OunmpyorHa ObLTO OTMEYCHO Y 5 % marnueHToB. OOmmii OnupyOrH ObLT YBEIMYCH B
> 1,5 pazay 14 % nauueHTos.

[Ipu npumeHeHnn B MOHOTepanuu y manueHToB ¢ pedpaxtepHorr TAA II ¢as3er > 3-xpatHoe
yBenuuenue mnokazatened AJIT u ACT ogHoBpemeHHO ¢ > 1,5-KpaTHBIM yBEJIWYEHHEM OOILIEro
(renpsiMoro) OumupyorHa OBITO0 OTMEUCHO ¥ 5 % manuerToB. O0mmid OMmupyOrH OBLIT YBEITUYICH B
> 1,5 pazay 14 % nauueHTos.

Onrpomobonar uaruoupyer reisl UGTIA1 u OATP1B1, koTopbsie MOTYT ClIOCOOCTBOBAThH Pa3BUTHIO
HEeNnpsMON runepOuIupyoOMHeMun (cM. paszaen 5S.).

V¥ maunuentoB ¢ UTIL, BI'C u pedpakreproit TAA cwiBopoTounyto aktuBHOCTE AJIT, ACT un
KOHIIEHTpaLMI0 OminpyOrHa HEOOXOJMMO M3MEPHUThH J0 Hayaja JIEYeHHs SJITpoMOomarom, 3areM
KOHTPOJIMPOBATh KaXJAble 2 HEAEIM BO BpeMs MOAOOpa [03bl, a TaKXKe €XKEMECSYHO I0CiIe
JOCTHKEHUS CTAaOUIILHOM JT03BI.

[ToBTOpHOE HCCIIEOBaHKE MTOCIIE BBISABICHUS OTKJIIOHEHMS [TOKa3aTesae QyHKINN eUeHU OT HOPMBI
IpoBOJAT B TedeHue 3—5 paHell. Ecnm ChIBOpOTOYHAs KOHILEHTpalus oOuero OwinpyOuHa
yBEJIMUYEHA, CIEAyeT OINpeAeIuTh KOHIEHTPAIMI0 €ro OTAeNbHbIX (pakuui. B  ciydae
MIOATBEPKIEHUS OTKJIOHEHUS OT HOPMBI KOHTPOJIb MPOJOJIKAIOT O Pa3peIleHUs] JaHHOTO SIBICHHUS,
ero crabmiIM3anuu Jub0 BO3BpallleHUs TOKa3aTeleld K HCXOJHOMY YPOBHIO.

JleyueHue 31TpoMOOIIaroM MpeKpalaioT B ciyyae > 3-kpaTHoro npessimenus aktusHoctu AJIT BI'H
y TMalMeHTOB C HOpPMalbHOM (yHKUIMEH MeYeH WM B Cily4ae > 3-KpaTHOrO YBEJIWYECHHS
OTHOCHUTEJIBHO MCXOJHOTO YpOBHs (MM > 5-kpaTtHoro ysennueHus BI'H, B 3aBucumocTtu ot Toro,
KaKo¥ TMOKa3aTellb HIKE) Y TAIIMEHTOB C MOBBIMIEHHON akTUBHOCTBIO AJIT 1o Hawama nedeHus u
CJIEYIOLIUX IIPU3HAKOB:

® [I[POTPECCUPOBAHNE HAPYIIEHHUSI, TUOO0
® COXpaHEeHHE HapyLIeHHs Ha MPOTSHKEHUH > 4 Hellelb, T100
® €r0 COYeTaHME C MOBBIIIEHUEM KOHIIEHTPAIMK MPsMOro ominnpyOunHa, 1ubo

e Cr0 COYCTaHHWEC C KIMHUYCCKMMHU CHUMIITOMaMU TMOPAXKCHUA TIICUCHU WKW IIPU3HAKaAMU
JACKOMIICHCaIluH (I)YHKI_II/II/I IICYCHHU.

B ciydae nmpuHsATHS perieHus 0 Ha3HAYCHUH dATpoMOomnara B iepBoit inauu tepanuu TAA criemyer
npoBectu ananu3 nokaszarenei AJIT, ACT u 6unupyouna 10 Havasa iedeHus. B ciydae noBsiieHus
nokazateneit AJIT Ha mpOTsHKEHUH TEpaIKH CIIETyeT KOPPEKTUPOBATH 03Bl AJITPOMOOIIara CorjiacHO
peKoMeHaanusAM, yKkazaHHbIM B Tabmune 5. ¥V manueHToB ¢ 3a00JeBaHUsIMU TIEUEHH 3ATpoMOorar
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UMEIOIINXCS HApyIIEeHUH QYyHKIIMY NIEUYEHH cIelyeT HauuHATh C MUHUMAJIbHOW CTapTOBOM JIO3HI.

JlexomiieHcanus GVHKINMN nedeHy (IpuMeHeHre ¢ HHTepdhEPOHaMU )

JlekommeHcanuss (QyHKIIMM TEYSHW Y TMAalMEHTOB C XpOHWYecKuM remarutoM C: HeoOxoaum
MOHUTOPHHT MAIMEHTOB C HU3KUM ypoBHeM anbOyMuHa (< 3,5 r/n) wim 6aywtom > 10 mo mikaie
MELD.

VY nauuentoB c¢ xponuueckum BI'C u muppo3oM mnpu jeueHuu HHTEephepoHaMHU-aib(a MOXKET
CYIIECTBOBATh PUCK JACKOMICHCAUUU (PYHKIMH NeUYeHH. B ABYX KOHTPOIMPYEMBIX KIMHUYECKUX
UCCIIEIOBAaHUSAX C ydYacTUeM MalueHToB ¢ TpombOouutonenued u BI'C  mokazarenu,
CBHUJICTEIILCTBYIOIINE O JEKOMICHCAIUN (PYHKIUH MEYCHU (acuuT, MeYeHOuYHas 3Huedaionarus,
KpOBOTEUYEHHE W3 BAPUKO3HO PACIIMPEHHBIX BEH, CIIOHTAHHBIA OaKTepUabHBIN EPUTOHUT), Yalle
OTMEYaJINCh B rpytie antpomoornara (11 %), gem B rpymre tramne6o (6 %). Y manueHToB ¢ UCXOIHO
HU3KOWM KoHIeHTpauued anpOymuHa (< 35 r/m unmu G6amiom > 10 mo mkane MELD) puck
JeKOMIIeHCcaluy (PyHKIMU TIeueHu ObUT B 3 pasa BbIlIE, a TAaKXKe ObUIO OTMEUYEHO YBEJIMUYEHHUE PUCKA
HEXENATEeNbHBIX pEeaklUuid C JIeTaJbHbIM HCXOJOM [0 CPaBHEHHMIO C TMAllMeHTaMHh C MeEHee
BBIPXEHHBIM MOpakeHHeM neueHu. Kpome Toro, mpeummyinecTa Tepanuu, oOecreduBaroliei
YCTOWYMBBIA BHUPYCOJIOTMYECKUN OTBET IO CPABHEHUIO C IuIanebo, ObUTM HE3HAYUTENBHBIMH Y
JAHHBIX TAITUCHTOB (B 0COOCHHOCTH Y IMAIIMEHTOB C UCXOAHBIM aTbOYMUHOM < 35 /1) IO CpaBHEHUIO
C TPYNIOH B LIEJIOM. DIITpoMOoIIar cielyeT Ha3HayaTh TAKUM MalMeHTaM TOJIBKO MOCTE TIIATeIbHON
OLIEHKHU OXH1aeMoro 3(pdeKTa oT Tepanuu Mo CPaBHEHUIO C BOZMOKHBIMU PUCKAMH.

Cnez[yeT TIIATCIBHO Ha6J'IIOI[aTL MMagueHTOB C TAaKMMH JOdHHBIMM Ha HAJIW4YHUC IIPHU3HAKOB H
CUMIITOMOB ACKOMIICHCAIIUH (bYHKIII/II/I IICYCHMU.

Jlnia nmonyyeHuss nHGOPMAIIUU O KPUTEPUAX OTMEHBI HUCIONB3YHTE WHCTPYKIMIO IO MPUMEHEHHIO
COOTBETCTBYIOILMX NpenapaToB nHTepdpepoHa. [Ipuem antpombonara cienyer NpeKpaTuTh B ciiydae
OTMEHBI MPOTUBOBUPYCHOM Tepanuy B CBSI3U C IEKOMIIEHCAIMeH PyHKIINY TIEUYEHH.

Tsokennle TIOPAXKCHUA IICUYCHU

B xnMHHYecKHX UccieoBaHUAX ObUTH OTMEUYEHBI OT/IENIbHBIE CITyYaH TSKEJIOro MOpaXKeHUs IEYSHH.
[ToBpiIeHNE 71a00PATOPHBIX MOKAa3aTeNIel MEUEeHU BO BCEX CIIydasiX pa3peliajoch Moclie nepepbiBa
WIM OTMEHBI Tepamuu snTpoMbOonara. B KIMHMUYECKHMX MCCIEOBAaHUAX Y ManmueHToB ¢ TAA,
KOTOPBIM HE NPOBOAMJIACH IpPOrpaMMHasi MMMYHOCYIpPECCHMBHAas Tepamnus, U y MalleHTOB C
pedpakreprHoit TAA ciayyaeB pa3BUTHUS TSKEIOTO MOPAXKEHUs IMEYEHU BBIBICHO HE ObLIO, OJJHAKO
YKCJIO MallMEHTOB C JAHHBIM IOKa3aHHEM ObLJIO OrpaHMYEHO. YUWUThIBas nmpuMeHeHue npu TAA
MaKCUMaJIbHOW JTOMyCTHUMOM 10361 mpemnapata (150 Mr/cyT) m xapakTep peakiuu, HEOOXOIUMO
YUYHUTHIBATh BO3MOKHOCTb Pa3BUTHUS OPAKEHUSI IE€UEHH, MHAYLIUPOBAHHOTO IPUEMOM IIpenapara.

TpomOoTHyeckre u/min TpoMO0IMOOITUYECKUE OCIOKHEHUS

KonnuectBo TpoMOOIMTOB BhINIE HOPMBI MPEJICTABISET TEOPETUUYECKHI PUCK TPOMOOTHUECKHX
u/um  TpoMO0IMOOIMYECKUX OCIOXKHEHHH. B KIMHMYECKHUX WCCIEAOBAHUAX JIITpoMOomnara y
nanueHToB ¢ UTII TpomOosMO0Inueckne OCI0KHEHHS HA0TI0JATHCh TP KOJIMYECTBE TPOMOOIITOB
KaK HUXKE, TaK U B MIpe/iesiax HOPMBI.

[TanimenTamM ¢ W3BECTHBIMH (haKTOpaMU pHCKa TPOMOOIMOOTHMYECKUX OCIOKHEHUH (TaKMX Kak
myTaius akropa V Jleiinena, nepurur anrurpomouna I (ATII), antudocdonunuasiii cuHAPOM
U JIp.) CIIEAyeT YAETSITh 0c000e BHHUMAaHUE MPHU MPUMEHEHUH >nTpoMOorara. Cienyer TmaTeabHO
KOHTPOJMPOBATh KOJIMUYECTBO TPOMOOIIMTOB U PACCMOTPETH BOIPOC O CHIKEHHH J103bI UM OTMEHE
ITpoMbomnara, eciiv KOJIM4eCTBO TPOMOOIIMTOB MPEBBIIIAET 1IEJIEBbIC 3HAUCHHUSL.

B uccnenoanmsax no UTI1 y 17 u3 446 nanuenTtos (3,8 %) Obu1 oTMeueH 21 TpomMOoTHYSCKHIA H/WH
TpoMOOIMOOIMUECKHi AMK301. TpomMO0AIMOOINK BKIIIOYAIU: 3MOOJIHIO, B TOM YHUCIE JETOYHYIO
9MO0NINI0, TPOMOO3 TIyOOKHX BEH, TPAaH3UTOPHBIC HWIIEMHYECKHE aTaku, MH(PAPKT MHOKapja,
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HEBPOJIOTUYECKUN Ae(DUITUT.

He cnenyer npuMeHsTh >nTpomMOonar i jJeueHUsl NalMeHTOB ¢ HapylleHHeM (YyHKIHMM MEeYeHU
(= 5 6annoB o mkane Yaitna-I1et0), ecau oxxugaeMas oJib3a HE MPEBBIMIACT YCTAHOBICHHBIN PUCK
TpoM0OO3a BOPOTHOM BeHbl. Ecin jeyeHue cuurTaercs LEnecooOpa3HbIM, CleAyeT CcOoOI0IaTh
OCTOPOXHOCTH MPH MPUMEHEHHH ITPOMOONara y NaiueHTOB ¢ HapylIeHHeM (yHKLIUH MTeYCHU.

B 2-x KOHTpOJMPYEMBIX HCCICAOBAHHUAX C Yy4acTHEM MalMeHTOB ¢ TpomOoruTonenueir u BI'C,
noJrydaBmux Tepanuto uHTepdeporom (n = 1439), y 38 u3 955 mauuentoB (4 %), momydaBIINX
antpomOonar, 1y 6 u3z 484 nanuentos (1 %), noayyaBmux iane6o, 0TMEYAIUCh TPOMOOTUYECKUE
WIH TPOoMOOIMOOIMYECKHE OCIOKHEHUS (Kak BEHO3HbIE, Tak W apTepuanbHbie). CoObITHs
MIPEUMYIIECTBEHHO ObLIM HETSKEIBIMU M Pa3pelmIich K KOHITY ucciiefioBanus. Tpom0603 BOpoTHOM
BEHBI ObLT HaubOJIee PACIPOCTPAHCHHBIM U3 TPOMOOIMOOIMYECKUX OCIOKHEHHI B 00€HUX IpyIax
(2 % mnanueHTOB, MoNydaBIIUX »nTpoMOomar, u < 1 % mMmanueHToB, MOMydYaBIIMX IUIa1E0o).
BpemeHHOW CBSI3M  MEXIy HAyalloM JIEYCHHS W Pa3BUTHEM TPOMOOTHYECKHX  W/WIHN
TPOMOOIMOOINYECKUX OCIIOKHEHUN HE HaOII0AaI0Ch. Y MallMeHTOB ¢ HU3KUM YPOBHEM allbOyMHHA
(< 35 /1) nmm 6amtom > 10 o mkane MELD oTmedeHo ByKpaTHOE YBEIWYCHHUE PHCKA PA3BUTHUS
TPOMOOIMOOIMYECKUX OCIOKHEHUH B CPaBHEHMM C MalMEHTaMH C 0ojiee BBICOKUM YPOBHEM
abOyMUHA; TAIIMEHTHI B Bo3pacTe 60 JIeT U cTapiie UMeNd ABYKPAaTHOE YBETMYCHUE PUCKA PA3BUTHS
TPOMOOIMOOIMYECKUX OCIOXKHEHHUI, dyeM Oojiee MOJIOAbIE MAalMEHThl. DITpoMOomar ciaexyeT
MPUMEHSTH U JICUCHHs] TAaKWX IMAIMEHTOB TOJIBKO TOCIIE TIIATENILHOTO CPAaBHEHUS OXHIAEMOMN
MOJIb3bl W BO3MOXHBIX  PUCKOB.  BOJNBIIMHCTBO  ciliydyaeB  TPOMOOTHYECKUX  H/WIK
TPOMOOIMOOTUIECKUX OCIIOKHEHUI HE MPHUBEJIO K MPEKPAIEHUIO TPOTUBOBUPYCHOW TEPAITUH.

B KOHTpoIMpyeMoM HCCIeJ0BAHNH C yYaCTHEM MAIlMEHTOB ¢ TPOMOOIIMTONEHUEH U XPOHUYECKUMU
3a0osieBaHusAMU TiedyeHU (n = 288), mepeHeclInX IUIAHOBbIE MHBA3HMBHBIE BMEIIATENbCTBA, PUCK
TpoM003a B cCTEME BOPOTHOM BEHBI ObLI MOBBIIIEH Y MAMEHTOB, OIYYaBIINX JATPOMOOIIAr B 7103€
75 mr 1 pa3 B cyTku B TeueHue 14 nHei.

VY mectu u3 143 (4 %) B3pOCHBIX MAllMEHTOB C XPOHHUYECKOH OOJIE3HBIO MEYEHH, MOIy4aBLIMX
antpomOonar, pa3BWIKCh TPoMOOIMOONINUYECKUE sIBIEHUS (BCE B CHCTEME BOPOTHOW BEHBI), a B
rpynne mnanebo TpomOoaMmOonuueckue SBICHHS pa3BUIUCh Y ABYX u3 145 (1 %) mamueHtoB
(1 cmyuaii B cucreme BOpPOTHON BeHbl U | ciydail mHpapkTa MUOKapnaa). Y MSITH NAlUEHTOB,
MOJyYaBIIUX JIEYEHHE SATPoMOOINaroM, TpoMOOIMOOIUYECKUE SBICHHUS DPAa3BHIUCh B TEUCHHE
30 gHeil mocie 3aBeplleHus IprueMa dITpoMOoIara npu KoJIM4ecTBe TPOMOOLMTOB, MPEBbIIIABILIEM
200 000/mxKJ1.

B xnunnueckux uccnenoBaHusx pedpaxkrepHoit TAA ciayyaeB pa3BUTHS TPOMOOTHYECKHX H/HIN
TPOMOOIMOOIMUECKUX OCIOXKHEHUN BBISBICHO HE ObUIO, OJIHAKO YHCIO MAIlMEHTOB C JAaHHBIM
MOKa3zaHueM ObUT0 orpannyeHo. Heo0XoqumMo yuuThIBaTh BO3MOYKHOCTD Pa3BUTHUS TPOMOOTHYECKUX
/Ui TpoMOOAIMOOTMUECKUX OCJIOKHEHUHM, WHAYLUPOBAHHBIX MpPUEMOM 3JiTpoMOoriara, B
MTONYJIAMY NAlMEHTOB, IPUHUMAs BO BHHUMAaHHE HAa3HAYCHHE MAKCHUMAJIBHO JTIOIYCTHUMOW 03Bl U
XapaKkTep peakluu.

OnTpombonar He cielyeT IPUMEHSTh AJIsl JIEYeHHUs TPOMOOIUTONIEHNH Y MTAllMEHTOB ¢ XPOHUYECKUM
3a00JIeBaHUEM II€YEHH B paMKax IMOJrOTOBKM K MHBAa3MBHBIM MpollelypaMm (Hampumep, OHOICHUS
IICYEHH, TPAHCBIOTYJIIPHOE BHYTPUIICYEHOUYHOE ITOPTOCHCTEMHOE LIIyHTUPOBAHHUE,
9HAO0CKOIMYECKHUI METO/1 JIEUEHUSI BAPUKO3HOT'O pacIIMPEHMsI BEH MTUILIEBOA).

KpoBoTeuenune nocie npekpanieHus JEUSHUs 3ITPOMOOIIaroM

[Tocne mpekpamieHusi Tepanuu >naTpomOomaroM, HasHadeHHo i nedenus UTII m BIC, y
OOJIBIIMHCTBA IALMEHTOB KOJMYECTBO TPOMOOLUTOB B TEUEHHE 2 HEJENIb BO3BPALIAETCS K
HCXOJHOMY 3HAQYECHMIO, YTO IOBBIIIACT PUCK Pa3BUTHSA KPOBOTECUEHHUs, & B HEKOTOPBIX CIIydasix
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KOHTPOJIMPOBATh Ha MPOTSHKEHUU 4 HeJleNb Mocje OTMEHBI AITpoMOonara.

IIporpeccupoBaHue CYHISCTBYIOMIETO0 MUSIOANCINIACTHISCKOr0 CHHIPOMa (MHC)

AroHucTsl perienitopa TpomoonodTuaa TPO-R sBusiroTcs pakTopamu pocta, IPUBOISIIMMHE K POCTY
u auddepeHITUPOBKE KIETOK-PEAIICCTBEHHUKOB, B T.4. AuGdEpEeHIUpPOBKE U BBIPAOOTKE
TpoMOouuToB. Jkcnpeccust TPO-R npoucxoaut Ha MOBEPXHOCTH KIIETOK MHUEIOUIAHOIO POCTKA.
CyliecTByeT oOmaceHue, 4YTo IpuMeHeHue aroHuctoB TPO-R  Moxer cTuMysnupoBath
MIPOTrpecCUpOBaHME CYIIECTBYIOMINX 3JI0KAYECTBEHHBIX T€MAaTOJIOTHYECKUX 3a00JI€BaHHM, TAKHX KaK
M/IC. B KIMHUYECKUX HUCCIIEIOBAaHUAX IpU puMeHeHun aroHuctoB TPO-R y mauuentoB ¢ MJIC
OTMEYEHBI CIIy4ad TPAH3UTOPHOTO YBEIWYECHHUS KOJIMYECTBA OJNACTHBIX KJIIETOK, a TAKXKE CIIydau
nporpeccuu M/IC 10 ocTporo MHeIOUIHOTO JIeHKO3a.

C uensto noareepxkaeHust nuartoza UTII win TAA y nanueHTOB MOKUIIOrO BO3pacTa ClenyeT
UCKJIIOUUTh APYTUe KIMHUYECKUE COCTOSIHUSA, MPOSBISIOMUECS TPOMOOLUTONIEHHEH, B YaCTHOCTU
uckimounTh auarno3 MJIC. Cremyer ydecTh BO3MOXKHOCTH TPOBEIACHHS NMYHKIUH W OUOIICHA
KOCTHOTO MO3ra Ha HpPOTSKEHUM TeYeHHUs 3a00JieBaHUs U TEpaluu, B OCOOEHHOCTH y MAaLMEHTOB
crapume 60 JICT, MAUCHTOB C CUCTCMHBIMU IMPOABJICHUAMU WUJIU MIATOJOTMYCCKUMU IIPOSABICHUAMH,
TAaKMMU KaK yBEJIMUEHHE KOJIMYeCcTBa OJaCTHBIX KJIETOK B Nepudepruueckoil KpoBH.

D¢ dhexkTuBHOCTH U 0E30MACHOCTh MPUMEHEHHUS ATPOMOONIAra Jyis JISUeHUs APYTuX 3a00JeBaHUN U
COCTOSIHUHM, CONPOBOXKAAIOLIMXCS TPOMOOLMTONEHUEH, BKJIOYas TPOMOOLMTONEHUIO IOCIe
XUMHUOTEPANNH U MUEJIOANCIUIACTUYECKUE CUHIPOMBI, B HACTOSLIEE BPEMS HE YCTAHOBIICHBI.

[IpoTrBONOKa3aHO NPUMEHEHHE >ATpoMOoIIara st KOppeKLIUH TPOMOOLUTOIIEHUH, 00YCIIOBIEHHON
MJIC unu ApyruMH COCTOSIHHSIMH, KPOME OJOOPEHHBIX TOKa3aHWH K MPUMEHEHHWIO, BHE PaMOK
KIIMHUYECKUX UCCIIEIOBaHUMN.

3710Ka4eCTBECHHEIE HOBOO6‘D330B&HI/I${ 1 NIPpOrpe€CCUpPOBAHUC 3JTIOKAYCCTBCHHBIX HOBOO6DaSOBaHI/Iﬁ

CyuiecTByeT TeOopeTHYecKass BO3MOXHOCTb, 4TO aroHUcTel TPO-R wmoryt crumynupoBarhb
MIPOTPECCUPOBAHME CYIIECTBYIONIMX T€MATOJIOTHIECKUX HOBOOOpa3zoBaHuii, Harpumep, MJIC.

B xone knmunandeckux uccnenopanuii y narueHToB ¢ UTII (n = 493) u BI'C (n = 1439) He nmokazaHo
pa3nmuuuii B YacCTOTE€ PAa3BUTUSI 3JIOKAYECTBEHHBIX HOBOOOPA30BaHMM WM 3JIOKAYECTBEHHBIX
3a005IeBaHUN KPOBU MEXKIY MallMEHTaMH, MOTYYaBIIUMU I1ae0o0, U MarueHTaMu, MOJTyYaBIIuMU
anTpoMoOoIIar.

310 cornacyercs ¢ HUHPOpMaLue, MolydeHHON B X0€ JOKIMHUYECKUX UCCIIE0BaHUM, B KOTOPBIX
He ObUIO TMOJIy4eHO CBHJIETENBCTB 3JI0KAYECTBEHHOHN Mpojudepanuy KIETOK NpH HMHKYyOaluu B
MPUCYTCTBUHU 3ATpoMOomara kiaetounblx JuHUM MJIC, KIETOYHBIX JIMHUM pa3iu4HbIX THUIIOB
neiiko3a M KJIETOYHBIX JIMHUN COJMUIHBIX OIMyXoJieH (TOJCTOM KHILIKH, MPEACTaTeNbHOM JKeJe3bl,
SMYHUKOB U JIETKUX).

Hurorenetnueckne anHomanuu u passurrue MJC/ocTporo MHUETOWIHOTO JEHKO3a V IAIMEHTOB C
TSHKEJION aIIaCTUYECKON aHeMHUeEN

N3BecTHO, 4TO IUTOrEHETUYECKNE AaHOMAJIMH BCTPEYAOTCS Y TAMEHTOB C TSHKEJION allaCTHYeCKOU
aHemueil. Het qaHHBIX, CBUIETENBCTBYIONIUX, YTO AIITPOMOONAr CIIOCOOCTBYET MOBBIIICHUIO PUCKA
pa3BUTHS LUTOTEHETUYECKUX HapylleHui y manueHtoB ¢ TAA. B kianHMYecKOM HccleAoBaHUU
antpombonara II ¢a3pl y manMeHTOB C TSDKEJIOM alulacTUYecKOM aHeMued YacToTa HOBBIX
LUTOT€HETHYECKUX aHOMaIHi Oblia otMeueHa y 19 % nannenTtos (8 u3 43 nalyeHToB, y ISTH U3 HUX
ObLIM OTMEUCHBI U3MEHEHHMS B XpoMocoMme 7). CpeHee BpeMsl pa3BUTHS IUTOTCHETUYECKUX aHOMAIIU I
OT HayvaJja Ucciaeq0BaHUSI COCTaBUIO 2,9 MecsIIeB.

B xnuHHYeCKHX HcceoBaHUsAX AnTpombomnara y nanueHToB ¢ TAA y 4 % nauuentos (5 u3 133)
ob11 guarnoctupoBad MJIC. CpenHee Bpemsi OT Havajia JICUCHHS AJITPOMOOIIAroM J0 MOCTAaHOBKH
IUarHo3a COCTaBUIIO 3 MeCsIa.
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MMMYHOCYIIPECCUBHON Tepamnuu, pPEeKOMEHIYETCS IUTOICHETHYECKOE MHCCIIEOBaHUE acrupara
KOCTHOT'O MO3ra JI0 Hayajia TepalmuH JITPOMOOIIaromM, CIycts 3 Mecsua Iocie Havajia JCYSHUS U
gyepe3 6 MecsAleB MOCiIe OKOHYAHUS MPUMEHEHUs >naTpomOornara. Eciau oOHapyKWBalOTCS HOBBIC
IIUTOTCHETHYECKHE aHOMAJIMM, HE0OXOIMMa OLEHKAa LEeIecO00pa3sHOCTH IMPOAOIDKEHUS TEpaluu
anTpoMOOTIarom.

Karapakra

B Tokcukoiornueckux HCCIEAOBaHUSAX dSITpoMOoIara y TpbhI3yHOB BBISIBISUIACH KaTapakTa.
PekoMenzoBaHO T1UTaHOBOE HAOJIOJCHHE TMAlIMEHTOB Ha TMPEIMET pa3BUTHS KaTapakTsel. B
KOHTPOJIUPYEMBIX MCCIIEIOBAHUSIX C yUYaCTHEM MalUeHTOB ¢ TpoMOoruTonenueit u BI'C, koTopsie
MoJIydajy JiedeHHe Ha ocHoBe uHTepdepoHoB (n = 1439), coolmanoch O MPOrpeccCHpOBaHUU
KaTapakThl, CyLECTBOBABIIEH MCXOAHO, WK O IMOSIBJICHUU KaTapakThl y 8 % MAalMEHTOB B IpyIIe
antpombomnara u 5 % nanueHToB B rpymne miamnedo.

Ymmuenue uarepsasnia QT/QTc

HccnenoBanue BiusHUA mpenapara Ha uHTepBal QTc ¢ ydacTueM 370pOBBIX JOOpPOBOJIBLEB,
MOJTy4YaBIIUX ATpoMbonar B 1o3e 150 Mr B CyTKH, HE BBIIBHIIO KIIMHHYECKH 3HAYMMOTO 3 dekra
Ipernapata Ha penojspusanmio cepaua. YumHeHue wuHTepBana QTc peructpupoBamu B
KJIIMHUYECKUX UCCIIEOBaHMSIX ¢ ydactueM nauueHtoB ¢ UTII u nanueHToB ¢ TpoMOOLIUTONIEHUEH,
uHumposanHelx BI'C. KnnHndeckas 3Ha4MMOCTb JaHHBIX SBJICHUHN yayuHeHus uHtepBaia QTc
HE yCTaHOBJICHA.

YTpaTa OTBETa Ha TEPAIUIO 3J'ITDOM6OH8.FOM

VYTpara oTBeTa WJIM HECHOCOOHOCTh MOAJIEPKUBATH KOJMYECTBO TPOMOOLMTOB NpPU JICYEHUU
ITpoMOONIaroM B PEKOMEHIYEMOM JMamna3oHe TpeOyeT IOMCKa MPUYMHBI, OOBACHSIOIEH
yTpaTy/lmoTepro OTBETA.

BausHue Ha CEPOIOTHUYECKHUE TOKA3aTeIN

OnTpoMOonar O4eHb OKpAIlleH, TT0O3TOMY MOXKET OKa3bIBaTh BIMSHHUE HA HEKOTOPHIC JIAOOPATOPHBIE
nokasareinu. B psnge ciydaeB y MalMEHTOB, MPUHUMABIIMX SATpombOomnar, coodmanock 00
o0eclBeUBaHUH CHIBOPOTKH KPOBU U BIMSHUM Ha MOKA3aTENH 00IIero OmmMpyOrHa U KpeaTuHUHA.
Ecnu pe3ynbTarhl 1a00paTOPHBIX UCCIEIOBAHUN M KITMHUYECKUX HAOIOIEHUN TPOTUBOpEYAT APYyT
JIpYTy, TO MPU HATUYUW KIMHUYECKH YCTAHOBJICHHOM >KEITYXH B OIPEACIICHUH JOCTOBEPHOCTH
HU3KUX YpOBHEH o011ero OmnnpyOrnHa MOXKEeT TOMOYbh OJTHOBPEMEHHOE OMpe/IeleHne oKa3aTenen
aMUHOTpaHcdepas, B ClIydyae K€ HEOXKHJIAHHO BBICOKUX TOKa3aTesield ChIBOPOTOYHOTO KpeaTHHUHA
ClIeTyeT MPOBOIUTH OIIEHKY MMOKa3aTelsi MOueBUHBI KpoBH. [IoBTOpHOE TabopaTopHOE HCCIeI0BaHUE
C UCIOJIb30BAaHUEM JIPYTOTO METO/Ia aHAJIN3a TAK)KE€ MOXKET TTIOMOYb B ONPECIICHUH JTOCTOBEPHOCTH
JIMarHosa.

BcrnomorarensHble BEleCTBA

[Ipenapar Dntpombonar conodapm conepkuT MeHee 1 mmoub (23 Mr) HaTpust Ha 1 TabneTky, TO
€CTb, [10 CYTH, HE COJIEP’KUT HATPUS.

4.5. B3aumopeiicTBHe C [PYrHMH JIeKADCTBEHHbIMHM IIpenapaTamMM W Jpyrue BHIbI
B3aMMO/AeHCTBUSA

Bausnue 3J'ITDOM6OHE[F8. Ha APpYTUEC JCKAPCTBCHHBIC MMPCapaThl

Hneubumopor ' MK—KoA pedykma3swi

[Tpumenenue s>nTpomOomnara B 1o3e 75 mMr 1 pa3 B CyTKH B TeueHHE S5 JIHEH ¢ pO3yBacTaTHHOM,
SIBJISTIOLITUMCSL CyOcTpaToM OenkoB—TiepeHocYnkoB opranndeckux annoHoB OATP1B1 u BCPR, B
oxHOKpaTHOH n03e 10 Mr BbI3bIBaNO Y 39 310pOBBIX NO0OpOBOJbIEB yBeauueHHE Cmax 10 103 %
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(90 % JTA (JI = nosepurenbHbiii matepsan): 82 %, 126 %) n AUCHE 155594 (90% T 42 %.°66'%4)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

poO3yBaCTaTuHa B IJIa3MC KPOBHU.

OxumaeTcss TakXKe B3aWMMOJICUCTBHE ¢ JpyruMu npenaparamu wuHruoutopamu ['MK-KoA
penyKTasbpl, B TOM YHUCIE aTOpBACTaTUHOM, (IyBaCTaTUHOM, JIOBACTATHHOM, IPABACTATMHOM U
cumBacTaTuHOM. [Ipu OJHOBpEeMEHHOM MPUMEHEHUU C DITPOMOOIAroM CIIEAyeT PacCMOTPETh
BO3MOYKHOCTh CHMKEHHS 10361 UHrHOUTOpoB ' MK—KOA pemykrassl ¢ TIIATEIbHBIM KOHTPOJIEM
HEeXeJIaTeJIbHBIX PEeaKIIui Ha CTAaTUHBI (CM. pa3aen 5.2.).

Cyocmpamvr OATPIB1 u BCRP

[Tpu oqHOBpEMEHHOM MPUMEHEHHH AITpoMOoIIara ¢ APYruMu CyocTpaTaMu OSITKOB — EPEHOCYHKOB
oprannueckux aHnnoHoB (OATPIB1), (manpumep, merotpekcat) u BCRP (BCRP, breast cancer
resistance protein — O€JIOK PE3UCTCHTHOCTH paKa MOJIOYHOM Keye3bl) (Hampumep, TONMOTCKaH H
METOTPEKCAT) CIAEAYET COOJIF0IaTh OCTOPOKHOCTH (CM. pasnern 5.2.).

Cybcmpamul yumoxpoma P450

B wWcchnemoBaHusSX ¢ WCIOJNB30BAaHMEM  MHKPOCOM — TICUGHHM  4YelOBeKa  aAnrpombomnar
(B koHueHTpanuu 10 100 MMOJIB) HE TIPOAEMOHCTPUPOBA i Vitro HHTHOUPOBaHMS W30(EPMEHTOB
CYP450 1A2, 2A6,2C19, 2D6, 2E1, 3A4/5 1 4A9/11 u 6611 uaTHOUTOpOM H30(epMenToB CYP2C8
n CYP2C9 no gaHHBIM U3MEPEHHH C HMCIIOJIb30BAaHMEM IAKJIMTAKCENa U TUKIO(EHKA B KaueCTBE
MapKepHBIX CyOCTpaTOB.

[Tpuem antpombonara B go3e 75 Mr 1 pa3 B CyTku B TeueHHe 7 AHEH y 24 30pOBBIX MYKUUH —
TOOpPOBOJIBIIEB HE MHTMOMPOBAT M HE BBI3BIBAJ WHAYKIUH METa0OJIM3Ma MapKEepHBIX CyOCTpPaToB
depmentoB 1A2 (xodeun), 2C19 (omempazon), 2C9 (puypOunpoden) unu 3A4 (Mumazonam).
KnuHuyeckn 3HAYMMBIX B3aUMOJCHCTBUN TMpPH OJHOBPEMEHHOM NPUMEHEHHH SJITpoMOoIara u
cyoctparoB nuroxpoma CYP450 He oxxumaercs (cM. pa3aen 5.2.).

Hneubumopol npomeaswr supyca cenamuma C

He tpeOyercs koppekuus A03bl 3aTpoMOonara IMpH €ro OAHOBPEMEHHOM IPUMEHEHUH C
TenanpeBupoM uiaM OonenpeBupoM. Ilpu oOgHOBpeMEHHOM MPUMEHEHMH >ATpomOornara B
onHokpaTHOH no3e 200 Mr u TenampeBupa B no3e 750 Mr kaxjaele 8 yacoB He HaOJIOANOCH
W3MEHEHUH OJKCHO3MIMM TeNanpeBupa B Iula3Me KpoBU. [Ipm OJHOBpEMEHHOM NPUMEHEHUU
antpombonara B ofHOKpaTHOH g03e 200 Mr u GouenpeBupa B o3¢ 800 Mr kKaxkaple 8 4acoB He
Habmonanock u3menennt AUC(0—t) OorenpeBupa B 11a3Me KpOBH, OJHAKO OTMEUEHO YBEIMUCHUE
Cmax Ha 20 % u cHmwxkeHue Cmin Ha 32 %. KimHudeckas 3HauMMOCTb yMEHBIIEHUS Cmin HE
YCTaHOBJIEHA, PEKOMEH/I0BaH TIATENbHbIN KIMHUUECKUN U J1abOpaTOPHBI MOHUTOPUHT CYIIPECCUU
HCV.

HeKaDCTBeHHI)IC CpeacCTBa, KOTOPHIC MOT'YT OKAa3bIBATh BJIMAHHEC HA 3J'ITDOM6OHaF

Luknocnopun: OTMEUYEHO yMEHBIIIEHHWE OKCIO3WIMUA JATpoMOOmar TpU OJHOBPEMEHHOM
npumenenuu ¢ 200 mr u 600 mr rukimocnopuna (nHrHOUTOpa BCRP), KOTOpOE HE paciieHeHO Kak
KIMHUYeCcKH 3Haunmoe. [IpuMmenenue snrpombonara B OAHOKPATHOM 103e SO MT ¢ IUKJIOCTIOPUHOM
B go3 200 wMr  cHWXaio Cmax #u  AUCins  anrpombomara Ha 25 %
(90 % OU: 15 %, 35 %) u 18 % (90 % JAU: 8 %, 28 %) cooTrBeTcTBeHHO. OTHOBPEMEHHOE BBEICHUE
600 wmr muknocriopuHa CHIKATO Cmax M AUCinr asnrpombomara wa 39 % (90 % JU:
30 %, 47 %) u 24 % (90 % IOU: 14 %, 32 %) cooTBeTcTBeHHO. Ha mpOTsSKeHHH Kypca Tepanuu
ANTPOMOOTIAroM BO3MOKHA KOPPEKIIUS €T0 JJO3bI HA OCHOBAHUH ITOJICUETa KOJIHMYECTBA TPOMOOIIMTOB
(em. pasgen 4.2.). Crnenyer KOHTPOJIMPOBATh KOJMYECTBO TPOMOOIMTOB E€XEHEIEIbHO Ha
MPOTSDKEHUH 2—3 Helelb Ha )OHE OHOBPEMEHHOT'0 IIPUMEHEHUS TIpenapaTa ¢ muKiocropuHoM. Ha
OCHOBaHUHU KOJIMYECTBA TPOMOOIIMTOB BO3MOXXHO BO3HHKHOBEHHE HEOOXOIUMOCTH YBEIUYCHUS
JI03bI I TPOMOOTIArOM.
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XEJIATHBIC COEAMHEHUS C TAKUMHU MOJUBAJICHTHBIMU KaTHOHAMM, KaK aTIOMUHUM, KalIbIUH, KeJe30,
MarHui, ceieH W 1uHK. [IpuMeHneHune snrpombomnara B OJHOKPATHOW 103€ 75 MI ¢ aHTalUIOM,
coJiepKallliM TIOJIMBAJICHTHbIE KAaTWOHBI (1524 Mr amioMuHusi rujgpokcuga u 1425 mr mMarxus
kapOonarta), npuBoguiio K cHkeHuto AUCis snrpomOomara B 1uiasme kpoBu Ha 70 %
(90 % OU: 64 %, 76 %) 1 Cmax H2 70 % (90% AU: 62 %, 76 %). Bo nzbexaHune 3HAUNTEITHHOTO
CHIDKEHHUS BCAChIBaHUS AiITpoMOomnara clieAyeT MPUHUMATh aHTAlUAbl, MOJIOYHBIE MPOIYKTHl U
MUHEpaJIbHbIC JOOABKH, COJEpIKAIINE TIOJUBAICHTHBIE KATHOHBI, TIO KpaifHel Mepe 3a 2 yaca 0 WiIn
yepe3 4 yaca mociie mpuema anrpomoorara (cMm. pazaensl 4.2. u 5.2.).

Kombunayus nonunasupa c pumoHasupom: OIHOBPEMEHHOE IIPUMEHEHHE 3iTpomOonara u
KOMOMHAIIMM JIONMHABHPAa C PUTOHABHPOM MOXET IPHBECTH K CHIDKCHHIO KOHIICHTPAIUU
antpombonara. B uccnenoBanun ¢ yuactueMm 40 310pOBBIX J100POBOJIBLEB YCTAaHOBJIEHO, YTO
OJTHOBPEMEHHOE OJHOKpAaTHOE NpUMEHEeHHe snaTpombomnara B jpo3e 100 Mr m MHOrokpatHoe
NpUMEHeHHe KOMOMHAIWW  JIOMMHAaBUpa ¢  purtoHaBupoMm B go3ze 400 mr/ 100 mr
2 pa3a B CyTkM npuBoauiio K cHwKeHHto 3HaueHust AUCinr anrpombonara B Iula3Me KpOBHM Ha
17 % (90 % JAU: 6,6 %, 26,6 %).

CrnenoBatenbHO, IPU OAHOBPEMEHHOM MPUMEHEHUU 3ATpoMOonara U KOMOMHAIMK JIOMMHABHPA C
PUTOHABUPOM HEOOXOJIUMO IMPOSIBJIATH MOBBILIEHHYIO OCTOPOXHOCTh. HeoOxoaum THiaTenbHbIH
KOHTPOJIb KOJIMYECTBA TPOMOOIIMTOB MHHHMYM €KEHEAETbHO Ha MPOTSDKEHUU 2—3 Helenb Ui
Ha/IJISKAIIET0 M0100pa 10361 3ATPOMOOIIara Npyu Ha3HAYCHUN WIH OTMEHE KOMOWHAITUH JIOTIMHABUPA
C PUTOHABHPOM.

Hneubumopol u undyxmopwt uzopepmenmos CYPIA2 u CYP2CS8

Metabonusm s3aTpoMOoOmNara OCYIIECTBISIETCS MHOXECTBEHHBIMH IyTSAMH, B TOM 4HCIE C
BoBnieueHueM wu3opepmentoB CYP1A2, CYP2C8, UGTIAl, u UGTI1A3 (cm. pasmen 5.2.).
JlekapcTBEeHHBIE ITpenapaThbl, KOTOPbIE MHTUOUPYIOT WIM UHAYLHUPYIOT TOJIBKO OJWH M30(EpPMEHT,
BpSJ JIU MOTYT 3HAYUMO M3MEHSATh KOHLEHTPALMIO 3JITpoMOoIIara B ria3Me KpoBH, B TO BpeMs Kak
JIEKapCTBEHHbIE IpernapaTbl, MHTMOUPYIOIIMEe WIM HMHIYLHUPYIOIIME MHOXECTBO H30()epMEHTOB,
o0jasa0T MOTEHIMAJIOM YyBEJIWYUBaTh (Hampumep, (UIyBOKCaMUH) WM CHHXKATh (HaIlpuMep,
pU(aMITUIIIH) KOHIIEHTPALUIO STpoMOorara.

Hneubumopvr npomeasvr eupyca cenamuma C: IpU OJHOBPEMEHHOM IIPUMEHEHNUHU MTOBTOPHBIX 103
6onenpeBupa no 800 Mr kaxaple 8§ yacoB MM TenanpeBupa B go3ze 750 Mr kaxjasle 8 4acoB U
antpomOonara B ogHOKpaTHOH A03e 200 Mr He HaOII0JaI0Ch U3MEHEHUH YpOBHS 3JTpoMOoIara B
I1a3Me KPOBH JI0 KIIMHUYECKH 3HAYUMOT'O YPOBHS.

Jlexapcmeennvie npenapamul 01 nevenus UTIT

JlexapcTBEeHHbBIE TIpenaparhl, KOTOPbIE MPUMEHSUIM B KJIMHUYECKUX HUCCIIEIOBAHUSIX IS JIEUEHUS
HUTIT B xoMOuHamuu c SATPOMOOTAroM, BKIIIOYATIH: TIFOKOKOPTHKOCTEPOHUIBI, JaHA30JI H/WUIIH
a3aTUONPUH, WUMMYHOTJIOOYIMH W aHTU-D mMMmyHOrnoOynuH BHYTpUBeHHO. llpu mpumeHneHuu
antpomOonara B KOMOWHAIMU C JIPYTMMH JIEKApCTBEHHBIMM mpernapatamu juist jedeHuss WTII
HE0OXOUMO KOHTPOJIHMPOBATH KOJMYECTBO TPOMOOIIMTOB BO W30€kKaHHE BBIXOAA 3a MpPEeibl
PEKOMEHIOBAaHHOTO JuamnasoHa (cM. pazaen 4.2).

BzaumoaericTBue ¢ mumie

[Ipuem antpombomnara B 0THOKpaTHOH 03e 50 M cO CTaHAAPTHBIM BBICOKOKAJIOPUITHBIM 3aBTPAKOM,
coJiep KalIiM OOJIbIIOE KOJHMYECTBO KUPOB U MOJIOYHBIE MPOIYKTHI, CHUXkaeT nokazareiab AUCins
antpombomnara Ha 59 % (90 % [AU: 54 %, 64 %) 11 Cmax Ha 65 % (90 % AU: 59 %, 70 %).

[Mumma ¢ HeGompmMM copepxkanreM Kanbius (< 50 MT Kalblus), BKIOYa0mas GpyKThl, MTOCTHYIO
BETUWHY, TOBSIIMHY, HeoOorameHHbIe (0e3 100aBOK KasbIus, JKelie3a U Maraus) GpyKTOBBIE COKH,
HeoOOoTaleHHOe COEBOE MOJIOKO, HEOOOTaIlIEHHYIO KPYIy, HE OKa3bIBAET CYIIECTBEHHOTO BIUSHUS
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YKUPOB B nuiie (cM. pazzen 4.2.)

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTb U JIAKTALMS

bepemeHHOCTD

Her naHHBIX 0 IpUMEHEHHH IIpenapaTa BO BpeMs OEpeMeHHOCTH y 4eJoBeKka. B nccnenoBanusx y
KUBOTHBIX ObLIa BBISIBIICHA PENPOAYKTHBHAs TOKCHYHOCTb NPU BBEACHUHM HiTpomOorara
OepeMEeHHBIM KUBOTHBIM B ITEpUO/]] OpraHoreHesa. [loTeHIanbHbIi pUCK IS YeT0BEKa HEM3BECTEH.
B ciydae npuMeneHus mpernapara npu 0epeMeHHOCTH WM MPH Pa3BUTHHU OEpeMEHHOCTH Ha (oHE
NPUMEHEHHs TIperapaTa cleayeT MporMH()OPMHPOBATh MAMEHTKY O MOTEHIHMAIBHOM PHCKE IS
wiona. llpumenenune npenapata npu OEPEeMEHHOCTH BO3MOXKHO JIMIIb B TOM Cllydyae, KOrua
NOTEHIMAIBHBIN PUCK JJIS IUI0/1a ONPABAaH 0KUIAEMOH MOJIB301 JJISl MATEPH.

>KGHIHI/IHI>I C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTD&HGHHHFI Y MY>XKYUH U )KCHHII/IH)

HpI/IMeHeHI/Ie 3J'ITpOM60l'Ial"a HC PCKOMCHAYCTCA IIpU 6epeMeHHOCTI/I N Yy XCHIIUH C COXpPAHCHHBIM
PEIPOAYKTUBHBIM MOTCHIMAJIOM, HC MCIIOJIB3YIOIHUX METOABI KOHTPALCIIINH.

JlakTanus

Her JaHHBIX O TOM, BBIACIACTCA 1N 3JITpOM6OHaF WA €70 META0OIUTEL C T'PyAHBIM MOJIOKOM Yy
YenoBeKa WM 00 WX BJIMSHHM Ha TPYJHBIX JeTeil M Ha CEKpelHuio Mojoka. TeM He MeHee
antpombonar 6pl1 OOHApPYKEH y TIOTOMCTBA JIAKTUPYIOUINX KpbIc Yepe3 10 mHel mocie pokaeHus,
YTO JIaeT OCHOBAHME I10JIaraTh, 4YTO HITPOMOOIAr MOXKET BBIICIATHCS B TpyAHOE MOsIoko. Cremyer
MPUHATH PEIIeHHE O MPEKPAIlEHUH I'PyIHOTO BCKaPMIMBAHUS MM O MPOJODKEHUH/TIPEKPALICHUN
Tepanuy AITPOMOONAroM, MpUHUMAas BO BHHUMAaHHE MPEUMYIIECTBA I'PYAHOrO BCKapMIIMBAHUS U
OXKHAAaeMYO TOJIB3Y Teparuu Juisi Matepu. CiieyeT MpeKpaTHTh IpyJHOE BCKapMIIMBaHHE B CTydae
HEOOXOAMMOCTH MTPUMEHEHHSI ITpenapara B epruo/] JaKTAIUH.

I[aHHBIe I/ICCJ'IG}IOBaHI/Iﬁ Y ) KUBOTHBIX

B uccnenoBanusx smOpuoderanbHOM TOKCUYHOCTH y KPBIC M KPOJMKOB 3JITpOMOONAr BBOJMIICS
caMKaM B TIEpHOJI OpraHOTeHe3a. Y CaMOK KpbIC TOKcHWYeckas jo3a B 60 Mr/kr/cyTt (uto B 6 pa3s
IIPEBBILIANIO KIIMHUYECKOE BO3/IelicTBUE Ha yestoBeka Ha ocHoBaHuM AUC y nmanmenTos ¢ UTII B nosze
75 Mr/cyt u B 3 pa3a NpeBbIILIANO0 KIMHUYECKOE BO3JeHCTBHE Ha yenoBeka Ha ocHoBe AUC y
NaIMeHToB ¢ XxpoHnyeckuM renatutom C npu no3e 100 Mr/cyT) mpuBoania K CHUKEHHIO Beca II10/1a
U HeOOJIbIIOMY YBEIMUYEHHUIO YacTOThl pa3BUTUs IIEHHBIX pedep. Hukakux mokasarenbcTB
CephEe3HBIX CTPYKTYPHBIX MOPOKOB B MCCIIEJOBAHUM OTMEUYEHO HE ObLIO. Y KPOJIMKOB HE OBLIO
oTMeUYeHO 3(]PexToB HAMOpUOPETANTbHOM TOKCMYHOCTM M TEpPaTOreHHOCTH B J03aX JI0
150 mr/kr/cyt (B 0,5 pa3 Gomnbllle KIMHUYECKOTO BO3/JecTBUS Ha yeraoBeka Ha ocHoBaHuu AUC y
nanueHToB ¢ UTII B noze 75 mr/cyt u B 0,3 pa3a nmpeBblano KIMHUYECKOE BO3/IEHCTBUE HA YeJIOBEKa
Ha ocHoBanuM AUC y mnanueHToB ¢ XpoHuueckuMm rematurom C B goze 100 mr/cyt). B
HCCIIEIOBaHUSX MPe— 1 OCTHATAIbHON TOKCUYHOCTH Y O€pEMEHHBIX KpPbIC AITpoMOoIar Ha3Havyacs
c 6 nmHs recramuu M BIUIOTH a0 20 paHs saktanuu. Hukakux mnoOGouyHbIX 3(@QexkToB Ha
PENpPOAYKTUBHYIO (YHKIUIO MaTepyd WM Ha pa3BUTHE MOTOMCTBA MpH Jo03ax A0 20 MI/Kr/cyt
oTMeudeHO He OblIo (B 2 pa3a 6osblie KIMHUYECKOT0 BO3AecTBUS Ha yenoBeka Ha ocHoBaHnu AUC
y narueHToB ¢ UTII B no3ze 75 mr/cyT u aHaJIOTHYHO KJIIMHUYECKOMY BO3JIEHCTBHUIO Ha YeJIOBEKa Ha
ocHoBannu AUC y nmanueHnToB ¢ xpoHuueckuM renatutom C B 1o3e 100 mr/cyT). Dntpombonar Obu1
oOHapyXeH B IUIa3Me KpoBH moTtoMcTBa. KoHueHTpaums saTpombonara B Iula3Me KpOBU
yBEIMYMBaIach C 10301 MOCie BBeAeHUs penapata B (pazy pazsurtus FO.

DepTUILHOCTE

B HCCIICAOBAHUAX Y JKUBOTHBIX MpCriapar 3JITpOM6OHaF HC€ OKa3hbIBall H€6HaFOHpI/I$ITHOI‘O BJIIMSAHUA
Ha HepTUIBLHOCTH. DATPOMOOIIAr HE BIUSI Ha PEPTUIBHOCTh Y 0COOEH MY»KCKOTO M KEHCKOTO T1oJj1a
IIpY IPUMEHEHUH B J103aX, B 2—3 pa3a NpeBBILIAIOIINX PEKOMEHIOBaHHbIE /171 YETIOBEKa (UCXO0Is U3
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100 mr/cyT).

4.7. BausiHue Ha CHOCOOHOCTH YNPABJIATHL TPAHCHOPTHBIMHU CpeACTBAMH U pPadoTaTth C
MeXaHHU3MaMu

HccnenoBanust 10 BIMSHHUIO ITpoMOonara Ha CHOCOOHOCTh K YIPABICHHIO aBTOMOOWIIEM WM
pabore ¢ MexaHM3MamMH HE MpoBoawIKMCh. Ha ocHOBaHMHM (hapMaKOJIOTHYECKUX CBOWCTB
uITpoMOonara OTpULATENIbHOE BIMSHUE HA TaKUE BUIBI JESITEIbHOCTH HE oxxuaaercs. OnHako npu
OLIEHKE CITOCOOHOCTHU TAIMeHTa BBINOJIHATH JIEHCTBHSA, KOTOpPBIE TPEOYIOT OBICTPOTHI MBIIUICHUS,
JBUTATEIIbHBIX U [I03HABATEIbHBIX HABBIKOB, CJIEYyET YUYUTHIBATH KIIMHUYECKOE COCTOSIHUE TAL[UCHTA
1 IpopUIIh HeXeNaTeIbHBIX SBJICHUN dIITpoMOomnara.

4.8. HexkesnaTesibHbIe peakuum

Pesrome HDOd)I/IJIﬂ 0€30IaCHOCTU

Tayuenmol ¢ XxpoHuueckou UMMYHHOU MPOMOOYUmMoneruetl

be3onacHocTh mpuMeHeHHs 3nTpoMOorara Obula OlleHEHa y 763 B3pocCibIX NAIlMEHTOB, paHee
npoxoguBmmux JedeHne or HWTII. B 4 KOHTposMpyeMBIX KIMHHYECKHMX HCCIIECJOBAHUAX
403 B3pocabix nanueHra ¢ xpoHuuyeckol WUTII nmpunumanu snrpombomnar u 179 nanueHTOB
OpUHUMAIM [1anedo, B JIONOJIHEHHWE K JIaHHBIM, I[OJYYEHHbIM B XOJ€ IPOBEACHUS
3 HEKOHTPOJIMPYEMBIX UcciieoBaHui (n = 360). nureabHOCTh NPUMEHEHUS NTpenapaTa cocTaBisia
He 6onee 8 net. HexenarenpHbie peakiuu y B3pocibix nanueHToB ¢ UTII onucansr B Tabnuie 7.

bezomnacnocth MIPUMEHEHUS anTpomoboIara y MaLUEHTOB B BO3pacTe
3—17 ner ¢ UTII, nomy4yaBmux paHee Tepamuio, Obuia oleHeHa B 2 ucciefoBanusx. [Ipoduns
MOOOYHBIX peaKIuil ObLT COMOCTABUM C TAKOBBIM y B3POCHBIX C HEKOTOPBIMH JOMOTHUTEIHHBIMH
HEKEJIaTeJIbHBIMU peaKUUsIMU. J[OTIOTHUTENIbHBIE HEXKEIATEIbHbIE PEAKIIMHU Y TALIUEHTOB B BO3pacTe
3—17 net ¢ UTII npusenenst B Tabnurie 8.

Iayuenmsi ¢ xponuueckum BI'C, conpogosicoarowumes mpomboyumonenue

besonacHocTh npuMeHeHHs anTpoMOomnara Obiia oueHeHa Yy 1520 B3pocibIX NAaIlMEHTOB B
2 KOHTPOJUPYEMBIX MWCCIEAOBAHUAX, BKJIKOYas [aHHbIE NAIMEHTOB, IIOJYy4YaBUIMX paHEe
antpomOomnar B Ipe- MpOTUBOBUPYCHOM (a3e JieueHus!, U ObLIIN BIOCIEACTBUM PaHI0MU3UPOBAHbI B
rpynny miane6o. B 2 KOHTpOIMpyeMbIX KIMHMYECKHX HCCIEAOBAHUSAX OBLIM BKIIOUEHBI
955 mnaumentoB ¢ xponHumdeckum BI'C, compoBoxgatommmcs TpoMOOIIMTONEHUEH, MoIydanu
Tepanuio sntpomOomnaroM, M 484 mnamuenta Obuin B rpynne miane6o. IlomHbld cnucok
HEeXKeJaTeJIbHBIX peakluii, OTMEUYEHHbIX y MalueHToB ¢ XxpoHunyeckuM BI'C, compoBoxaaromummces
TpombonuTonenuei, npuseaex B Tabnuue 9.

THayuenmor ¢ TAA, He nonyuaswiue panee NPOSPAMMHYIO UMMYHOCYRPECCUBHVIO MEPANUIO

besomacHOCTh TpHUMEHEHUs HNTpoMOOmara COBMECTHO C JIOMIAJAWHBIM aHTUTUMOIIMTAPHBIM
MMMYHOTJIOOYJTMHOM M ITUKJIOCTIOPUHOM Y TTAIieHTOB ¢ TAA, HE MOTy4YaBIIUX paHee MPOrPaMMHYIO
MMMYHOCYTIPECCUBHYIO Tepanuio (Hampumep, Tepanus aHTUTUMOIMTAPHBIM UMMYHOTJIOOYITHHOM,
aneMTy3yma® WM BBICOKHE 103bI mukiIodochamuma), Obuta OllEHEHa B HEKOHTPOJIHUPYEMOM
KIIMHUYECKOM HMCCIIEZIOBAHUM C ydacTueM 154 manueHToB, Cpeld KOTOPhIX 92 manueHTa moxyvanu
KOM6I/IHI/IpOBaHHYIO TCPAInIo 3HTpOM6OHaFOM, JJOIIaIHBIM AHTUTUMOLIUTAPHBIM
MMMYHOTJIOOYJTHHOM M LUKIOCTIOPHHOM. J[MUTenhHOCTh Tepanuu cocTaBisuia 183 maHs, cpenu HUX
83,7 % mnanueHToB modydanu Tepamuio Oosiee 12 mecsieB. [lomHBIN CIUCOK HEXeTATEIHHBIX
peakuuii, OTMEYEHHBbIX Yy mnauueHToB ¢ TAA, He TNOJy4aBIIMX paHee MNPOrPaAMMHYIO
MMMYHOCYTIPECCUBHYIO Teparuio, mpuseaeH B Tadmure 10.
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(NOCNEOOBATENEHOCTE 0001)

TIlayuenmui ¢ peppaxmeproii TAA

bezonacHocTh mpuMeHeHUs dATpoMOoNara rnpy ariacTU4eCKO aHEMUU TSKEIOU CTETICHH TSHKECTH
OLICHUBAJIACh B OTKPBITOM HEKOHTPOJIHPYEMOM UCCJIEIOBAaHUH
(n =43), B kotopom 11 nanuentoB (26 %) yeunnucey B TeueHue 6 mMecsien, a 7 nanueHToB (16 %)
noyiydanu JedeHue Oonee | roma. BONBIIMHCTBO HEXKeNAaTENbHBIX pEaKUUd, CBSA3aHHBIX C
MPUMEHEHHEM JJTpoMOornara, ObUIM CpEIHEW CTEIMEeHH TSDKeCTH C CaMOro Hayalla W PeIKo
OTpaHUYUBAIH MPOBOAUMYIO Tepanuio. [[0IHBIN CIMCOK HEKeNaTeIbHbIX PEaKuil, OTMEUEHHBIX Y
nanueHToB ¢ pedpakrepHoii TAA, npusenen B Tabmure 11.

TabanaHoe pE3FOME HEXKENIaTEIbHBIX peaKIHi

Hexenarenbubie peakuuu (HP), BbIsABICHHBIE B KIMHHUYECKUX HCCIECIOBAHUAX, MEPEUUCICHBI B
COOTBETCTBHUH C IMOPAKCHUEM OPTaHOB U CHCTEM OPraHOB W yacToTOM Bcrpedaemoctu (MedDRA).
YacroTa BCTPEYACMOCTH OMPEICISICTCS CICIyIONMM o0pa3oM: odeHb dacto (> 1/10), gacto
(> 1/100 — < 1/10), mewacro (= 1/1000 — < 1/100), peako (= 1/10000 — < 1/1000), o4yeHp peaxo
(< 1/10000, Bxmrouast oTnenbHbIe ciydan). Kareropmm 4acTtoTbl COPMHPOBAHBI Ha OCHOBAHUH
KIIMHHYECKUX UCCIICIOBAaHMI TIpenapaTa 1 MOCTPErHCTPALIMOHHOTO HAOIIOICHHUSI.

Tabnuna 7. HexxenarenbHble peakiiuu y B3pociibix ¢ XxpoHudeckoir UTIT

HexenarenbHbie peakuuu KonnuectBo Yacrora
NaIMeHTOB, % BCTPEYAEMOCTH

Hugpexyuu u unsasuu

PapuHruT ‘ 4,2 ‘ 4acTo

Hapywenus co cmoponwl opeana 3penus

Karapakra ‘ 5,0 ‘ 4acTo

Hapywenus co cmoponwl cocyoos

Tpombosmbonrueckrue 0cIoKHEHUs 5,5 9acTo

TpomboTuueckass MUKpOAHTHOMIATHSI C OCTpoit | 1,2 4acTo

MOYEYHOM HEJOCTATOYHOCTHIO

Hapywenus co cmoponul siceny0ouro-KuueuHo2o mpakma

[uapes 12,6 OYEHb YaCTO

TomHoTa 11,1 OUYEHb YacTo

PBora 7,3 4acTo

CyXOCTb CITM3HUCTOM 000JI0YKHU MOJIOCTH PTA 0,9 HEYacTo

Hapywenus co cmoponul neuenu u scenyesvblgo0auux nymeti

IToBBIIIEHHE aktuBHoctH | 10,5 OYeHb YacTO

anaHnHaMuHoTpaHchepassl (AJIT)

['unepbunpyOuHemMust 1,8 4acTo

IToBeIlIEHHUE aKTUBHOCTH | 9,7 4acTo

acnapratamuHoTpancdepassl (ACT)

JlexapCcTBEHHOE MOPAKEHUE MEUYEHU 0,1 HEYacTo

Hapywenus co cmoponul Kodtcu 1 n0OKOHCHbIX MKAHel

Anonenus 3,0 4acTo

Koxxnas chilib 7,5 4acTo

Hapywenus co cmoponwl mbluieynot, KOCMHOU U COeOUHUMENbHOU MKAHU

bons B ciune 10,5 OueHp 4acTo

KocTtHo-MbIIeyHast 6onb (BkiItO4ast 6onb B | 3,7 4acTo

TpyJIHOMI KJIETKE KOCTHO-MBIIIEYHOTO

XapaKTepa)

Muanrus 4,2 JacTo

Takxe oTMeqaKch JOTOJHUTEIbHBIE HEXETaTEIbHbIC JIEKapCTBEHHbIE peakiuu y aeter ¢ UTIL.
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Tabnuma 8. JlonosiHUTEIbHBIE HEXeNaTeIbHbIC PEaKITHU Y ﬂeﬂegllc' :IYI}I%I]"“' BATEINEHOCTD 0001)

HexenarenbHble peakuuu KomunuecTBo Yacrora
NALUEHTOB, % BCTPEYAEMOCTHU

Hnghexyuu u unsazuu

Wudekun BepXHUX JbIXaTEIbHBIX MyTeH 25,7 OYEHb 4aCTO

Hazodapunarur 15,8 OYEHb YacTO

Hapywenus co cmopoHbl ObixamenvHoll cucmembvl, Opeanos 2pyOHOU KIemKU U cCpedO0Cmerus

Kamenp 13,5 OYCHB YacTO

boJib B poTornorke 9,4 4acTo

Punopes 4,1 4acTo

Hapywenus co cmoponul siceny00uno-KuueuHo2o mpakma

AbGpomMuHaIbHAA 00JIb 17,5 OYEHb YacTO

3y6nast 6011b 5,8 4acTo

Obwue napywenus u peakyuu 8 mecme 86e0enus

Jluxopanka ‘ 18,1 \ OYEHb YacTO

Tabnuna 9. HexxenarenbHble peakiuy Y NAIMEHTOB C XPOHUYECKUM BUPYCHBIM renatutom C

HexenartenbHble peakiuu Komnunuaectso Yacrota
MalKUeHToB, % BCTPEYAEMOCTH

Hapywenus co cmoponvl kposu u numgamuieckou cucmemol

AHemus \ 30,6 \ OYEHb YacTO

Hapywenusa memabonuzma u numanus

CHIKEHHE anmneTuTa ‘ 14,4 ‘ OYEHb YacTO

Hapywenus co cmoponul HepsHoli cucmembl

["onoBHast 60J1b ‘ 22,2 ‘ OYEHb YaCTO

Hapywenus co cmoponwl opeana 3penus

Karapakra ‘ 2,4 ‘ 4acTo

Hapywenus co cmoponwl cocyoos

Tpombosmbonrueckne ocnokHeHus (Bkitouas | 2,1 4acTo

TpoMO03 OPTAJIbHBIX BEH)
Hapywenus co cmopoHul 0bixamenbHOU CUCHeMbl, 0p2aH08 2PYOHOU KNeMKU U CPe00CHeHUs

Kamenp ‘ 11,8 OYEHb 4acTO
Hapywenus co cmoponul srceny0ouno-KuuieuHo2o mpakma

TomHoTa 17,7 OYE€Hb YaCTO
[uapes 15,5 OYEHb YaCTO
Hapywenus co cmopoHul neueHu u sceniesvlgooauux nymet

['unepbunpyOuHemMust 6,4 4acTo
[TopaxeHue nevyeHn 0,7 HEYacTo
JlexapCcTBEHHOE MOPAKEHUE MEUYEHU 2,1 4acTo
Hapywenus co cmoponul Kodtcu u n0OKOHCHbIX MKAHel

KoxHbll 3y1 12,2 OYEHb YaCTO
Anomerius 7,0 JacTo
Koxxnas chilib 7,3 4acTo
Hapywenus co cmopoHvl mbluieuHotl, KOCMHOU U COeOUHUMENbHOU MKAHU

Muainrust ‘ 11,2 OYEHBb YACTO
Obwue napywenus u peakyuu 8 mecme 86e0enus

[ToBbllIeHHAs! YTOMJISIEMOCTh 26,1 OYEHb YacTO
JInxopazaka 25,0 OYEHb YaCTO
O3H00 11,8 O4YEeHb YacTO
Acrtenns 13,2 OYCHB YacTO
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Orex 13 (OCAEOEE E;{gﬂ EHOCTE 000
['punmonoo0HbIN CHHAPOM 16,4 OYEHE YacTO

Tabmuma 10. HexxenatenpHble peakiuu y nanueHToB ¢ TAA, He OMy4aBIIMX paHee TPOrpaMMHYIO
MMMYHOCYTPECCUBHYIO TEPAIHIO

HexenarenbHbie peakuuu KoaunuectBo Yacrora
MALMEHTOB, % BCTPEYAEMOCTHU

Hapywenus memabonuzma u numarnus

Tomnora 4,3 4acTo

Huapes 33 4acTo

AOnoMuHanbHas 0016 33 4acTo

Hapywenus co cmoponul Kodcu u n0OOKONCHbIX MKAHEU

Koxxnas cellib 7,6 JacTo

Jucxpomus KOXH, BKJItOUas | 5,4 4acTo

TUIIEPITUTMEHTAITHIO

Jlabopamopuvie u uHcmpymeHmaibHvle OaHHble

IloBbmiienue akrusHoctu AJIT 29,3 OYeHb YacTO

Iloseimenune aktuBHoCcTH ACT 17,4 OYEHb YacTO

VYBenuuenue Owinpyouna B kpoBu (Bkirovas | 17,4 OYEHb YacTO

JKENTYITHOCTH CKJIEP)

BO3HMKHOBEHHE HOBBIX WIIM YCYTyOJCHHE HMMCIOIIMXCS JaOOpaTOPHBIX IMOKa3aTened (QyHKIUU
nevyenu (crenenu 3 u 4 no mkaine CTCAE; CTCAE = OO1iast TepMHHOIOTHS KPUTEPUEB IJIs OLIEHKH
HEXEJIaTeNIbHBIX SIBJICHUI) y MAlMEeHTOB, MPUHUMAIOIIMX 3ATpoMOonar, orMedanoch B 15,2 % u
2,2 % cnyuaeB no nokazarento ACT, B 26,4 % u 4,3 % cnyuaeB no nokazatento AJIT, 12,1 % u
1,1 % cnydaeB mo mokazaTento OmIMpyOrHa COOTBETCTBEHHO.

emu

Orenka 0€30MmacHOCTH npuema anTpomMbomnara y MaIMEeHTOB B BO3pacTe
2—-17 net OCHOBBIBAETCS HA Pe3yJIbTaTaX HEKOHTPOIMPYEMOIO MOCIENOBATEIBLHOTO MCCIEN0BAaHUS
37 mamueHToB: 2 TAaIMEHTOB B Bo3pacTe 2—5 neT, 12 nmauueHtoB B Bo3pacte 6—11 ner u
23 panuenToB B Bo3pacte 12—17 net. IIpoduns Ge3omacHocTH mpuemMa snrpombonara y JaeTen
COOTBETCTBOBAJI MPOPUITIO OE30MACHOCTH JJIs1 OOIIEH TTOMYJIAIINH.

IluTtoreHeTnueckrue aHOMaaIuMu

B HexkoHTponupyemMom HCCie0oBaHUM Y MauueHTOB ¢ TAA, He MOoJy4YaBIIUX paHEe MPOrPaMMHYIO
MMMYHOCYIIPECCUBHYIO TEPAlMI0, IPOU3BOAWIACH ACIMPALMs KOCTHOIO MO3ra C  LEIBIO
JaJbHENIIero HUToreneTnyeckoro ananusza. Bo Bcem uccnenoBanuu y 15 uz 153 (10 %) naunenton
NpOU30IUIa KJIOHalbHas »HBomtonus. Cpeau 15 nDanMeHToB, y KOTOPBIX OBUTM OTMEUYEHBI
IUTOT€HETUYECKUE aHOMAJIUM, y 7 MAlMEHTOB OTMEYajach yTpara 7-i XpOMOCOMBI, B 6 Ciydasx
U3MEHEHHUs Ipou3onuin B TeueHue 6,1 mecsaua. Taxke y 4 manMeHTOB OTMEYAIUCh XPOMOCOMHBIE
abeppaliiy HESICHOTO TeHe3a, a y 3 Obuta oTMeueHa yTparta 13 XpoMOCOMBI, YTO CUUTAETCSI XOPOLIUM
IIPOrHOCTUYECKUM ¢bakTopoM pu aruIacTU4eCKOn aHEMUH. Takxe y
1 manmeHTta cIycTs HSATh JIET MOCNE Tepanuu ObLIO MPOBEIAEHO HCCIIEI0OBaHUE KOCTHOIO MO3ra, B
pe3yJbTaTe KOTOporo ObUIa OTMEUYEHA AUCIUIA3HS C MOBBIIIEHHBIM COAECP)KaHUEM MAapEHXMMaTO3HbBIX
KJIETOK € MOoTeHIHuanbHbIM pa3ButieM MJIC. B xoropre nanueHToB, IpUHUMaBLINX ITpoMOonar, y
7 MallUEHTOB ObUTH OTMEUEHBI LIUTOT€HETHYECKHE aHOMaJInH,
y 4 u3 HUX ObLJIa OTMEYEeHa yTpara 7-il XpoMOCOMBI B TeueHue 6,1 mecsma. Ocraercs HEsSICHBIM,
MPOU3O0LUIA JIA 3TU U3MEHEHHs H3-32 OCHOBHOTO 3a00JIeBaHMs, WIM NPUYMHOM TOMY SIBHJIOCH
MPOBEJICHUE UMMYHOCYIIPECCUBHOM Tepanuu 1/Win IpueM daTpombonara.
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Tabmuma 11. HexxenaTtenpHbIe peakiiny y TAIUEHTOB ¢ pe@paﬁﬁ'ﬁﬁbﬁ%ﬂa

MY OTYETY

HexenarenbHbie peakuuu KonunuectBo YacroTa
NALUEHTOB, % BCTPEYAEMOCTHU
Ilcuxuueckue napywenus
becconnuia \ 12,0 \ OYEHb YacTO
Hapywenus co nepenot cucmemol
TI'onosHast 6016 20,9 OY€EHb YacCTO
["os10BOKpYKEHUE 14,0 OYEHb YacTO
Hapywenus co opeana 3penus
Karapakra ‘ 2,3 ‘ 4acTo
Hapywenus co cmopoHbl OblxamenvHoU cucmemsl, Op2aHos8 2pyOHOU KIemKU U CPeOOCmeHUs.
boxb B pororiorke 14,0 OYEHb YaCTO
Kamenp 23,3 OYCHB YacTO
Punopes 11,6 OYEHb YaCTO
Hapywenus co cmoponul drceny0ouno-Kuuieuno2o mpakma
TommnoTa 32,6 OYCHB YacTO
Huapes 20,9 OYE€Hb YaCTO
AOnoMuHanbHas 006 11,6 OY€eHb YacTo
Hapywenus co cmoponul neuenu u scenyesblgooauux nymeti
[ToBblllIEHNE AKTUBHOCTU TpaHCAMUHA3 11,6 OYE€Hb YaCTO
['unepOunmpyOouHeMus 4,7 4acTo
Hapywenus co cmoponul Kodtcu u noOKONCHbIX MKAHell
Koxnas chllib 7,0 4acTo
OKcoauaTUBHBIN AepMaTUT 4acTo
MHuorodopmHas spuTemMa 4acTo
Hapywenus co cmoponul mbluieyHot, KOCMHOU U COeOUHUMENbHOU MKAHU
ApTrpanrus 11,6 OYEHb YaCTO
boab B KOHEUHOCTSX 18,6 OYEHb YacTO
MEImeYHBIN cria3sM 11,6 OYeHb YacTO
Obwue paccmpoticmea u HapyueHus 8 mecme 66€0eHs.
[ToBbl1IEHHAs] YTOMIISIEMOCTD 30,2 OYEHb YaCTO
JIuxopanka 14,0 OYEeHb 4acTO
O3H00 12,0 OYEHb JacTO

B HEKOHTpOJIMpPYEMOM OTKPBITOM HCCJIEIOBAaHUU Yy TMAUEHTOB ¢ pedpakrepHoii TAA
IIPOU3BOINIIACE ACMMpalMsd KOCTHOIO MO3ra C LEIbI0 JalbHENIIEro MUTOreHETHUECKOro aHaJIn3a.
Y § manueHToB OTMEYaJUCh HOBBIE IIUTOICHETUYECKHE AHOMAJIMM, BKJIOYas 5 MAalMEHTOB, Y
KOTOPBIX OTMEUYAIUCh U3BMEHEHUS B 7-i XPOMOCOME.

Ilocmpecucmpayuonnvie uccnedo8anus (qacmoma H€u36€CI’l’lHa)

[Ipn mpumeHeHun saTpomMbOONara B MOCTPErHMCTPALMOHHOM IEpHOJE OBbLIM 3aperuCTPUpPOBAHbBI
cnenytorne HP. CBexenus o HMX ObLIM MOJYYEHBI U3 CIIOHTAHHBIX COOOLICHMH, a Takke ObLIH
3aperucTpUpPOBaHbl B KAUECTBE CEPbE3HBIX HEKENATEIbHBIX SBJICHHUH B peecTpax, UCCIEIO0BaHUSIX,
CTMIOHCHPOBAHHBIX HMCCIIEOBATENIEM, KIMHUKO-()apMaKOIOTHYECKHX HMCCIEJOBAHUSAX U TOMCKOBBIX
UCCIIEIOBAaHUAX MpPH NMPUMEHEHHHM IO HEYTBEP)KIACHHBIM TMOKa3aHUSAM. [IO0CKOIBbKY HEBO3MOXXKHO
OLIEHUTh 4YacToTy BcTpedaemMocTd HP nocroBepHO, Tak Kak JaHHBIE COOOIIEHHS MOCTYMAOT
CIIOHTAHHO U3 TOMYJIALMU TAalMeHTOB HEONpEeIeIEHHOro pasMepa, mnoiydeHHole HP Obuin
olpeziesieHbl KaK HEM3BECTHBIE (110 4YaCTOTE BCTPEYAEMOCTH).

Hapymeﬂu}z CO CMOPOHbL KOJMHCU U NOOKOINCHBIX MKAHEl

Hapymienne okpacku KO>KHBIX TTOKPOBOB*
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OMY OTYETY

(OKENTYIITHOCTB», OTMEYaJOCh y TAlMEHTOB, NOJIYYaBIIUX SATpoMOOonar B CYTOYHOU J03e€,
npesbimaronied 100 Mr. B yacTHOCTH, HapylIEHHE OKPAacKH KOXKHBIX MOKPOBOB OTMEYAJIOCh Y
MAIMEeHTOB, TOJIyYaBIIMX BBICOKME /03Bl HSnaTpoMmOomara mo mnoBogy TAA, a Ttakke 1O
He3aperucTpupoBaHHoMy Tokazanuto npu MJIC.

Onucanue omoeibHblx HeHcelamelbHblX DeaKyull

Tpombomuueckue/mpomooIMOOIULECKUE OCTONCHEHUS.

B 3 koHTponupyeMbIX U 2 HEKOHTPOJUPYEMBIX KIMHUYECKUX HCCIEIOBAHUAX CPEAH B3POCIBIX
nmanueHToB ¢ xponmdeckor ~ MTII, momywaBmmx  anarpombomar (n = 446), vy
17 manueHToB OBLIO BBIABICHO B OOMIEH CIOKHOCTH 19 TpoMOOTHUECKUX/TPOMOOIMOOINIECKUX
OCJIO)KHEHUH, KOTOpPbIE BKIIIOYAJIN B ce0s (B MOpsaKe yObIBaHUS) TpPOMOO3 IIyOOKHX BeH (n = 6),
JerouHyro 3M00muI0 (n = 6), ocTphIii HHpAPKT MUOKapaa (n = 2), uepedpanbublil HHPapKT (n = 2),
ambomto (n = 1).

B muranie6o-koHTpoHpyeMoM uccienoBaHuu (n = 288, MOMmMyJsIus Ui OLCHKH O€30MacHOCTH)
CITYCTsI 2 HEJIeJIM TI0CIIe TPOBEACHHOM TEPaIuy MPH MOATOTOBKE K HHBa3HBHBIM MPOLIEAypaM y 6 13
143 (4 %) B3pOCIbIX NAIIUEHTOB C XPOHUUYECKUM 3a00JI€BaHUEM [I€UEHHU, MOTYUYaBIIMX 3JITpoMOoIIar,
OBUIM OTMEYEHBI 7 TPOMOOTHYECKUX/TPOMOOIMOOIUYECKUX OCIOKHEHUI TOPTAIbHON BEHO3HOM
cucrembl u 2 w3 145 (1 %) nammenToB B Tpymme 1mianebo  cOOOmMIM O
3 TpoMOOTHYECKHUX/TPOMOOIMOOITMYECKIX OCIOKHEHUSAX. Y TSATH U3 6 MalMEHTOB, MOJIyYaBIIMX
antpombonar, ObUTM OTMEYEHBI TPOMOOTHYECKUE/TPOMOOIMOOTHMUECKIE OCIIOKHEHHS TIPH YPOBHE
TpombouToB > 200000/MK1.

Crnenuduueckux (HakTOpoB pUCKAa Yy TMAMUCHTOB C BO3HHUKIIUMH B  XOJI€ TEparuu
TPOMOOTHUECKUMH/TPOMOOIMOOIINYECKUMU ~ OCIIOKHEHHUSIMHM, 32  HMCKJIIOYEHHEM  KOJIMYEeCTBa
TpoMOo1HTOB > 200000/MKJI1, BBISIBIEHO HE OBLIO.

Pazeumue mp0M60uum0neHuu nocie npeKkpauenusl l1e4eHusl

B 3 xontponmupyembix uccienoBanusx y mnauueHtoB ¢ WUTII Habmoganock KpaTKOBpEMEHHOE
CHIDKEHHE KOJIMYeCTBAa TPOMOOIIMTOB JI0 3HAUYEHUH HUXKE HCXOIHBIX y 8 % MalueHTos,
MPUHUMABILHKX 3ATpoMOonar, u'y 8 % MnaiunueHToB rpymisl miamnedo.

llumoeeHemuquKue anomaiuu

B HecpaBHMTETBPHOM OTKPBITOM HCCIEIOBAHUM Yy NAUEHTOB ¢ TAA omnpeaensyii Haludue
LIUTOrC€HETHUECKUX OTKJIOHEHMH B aclUpalMOHHBIX OuonTarax koctHoro mosra. ¥ 8 (19 %)
MAlMEHTOB ObLIM BIIEpBbIE OOHAPYKEHBI IUTOT€HETUYECKIE aHOMAJINH, U3 HUX Y 5 allMeHTOB ObLIN
u3MeHeHuss B 7-if  xpomocome. B aByx wuccnenoBanusx (ELT116826 u ELT116643)
[IUTOTCHETHYECKUE aHOMATHH ObLTH 0O0HapyxkeHb Y 4 u3 28 (14 %) nu'y 4 u3 62 (6 %) nanueHToB B
Ka)KJJOM HCCIIEJOBaHUH.

T'emamonocuueckue 3n0xauecmeennvie H06005p0306aHuﬂ

B HecpaBHUTENBHOM OTKpbITOM HcciaenoBanuu y Tpex (7 %) mnamuentoB ¢ TAA Obin
muarHoctupoBad  MJIC  mocne mnpoxoxknaeHus Kypca JedeHuss oanrpomOomarom. B nByx
uccnenoBanusax (ELT116826 u ELT116643) y 1 u3 28 (4 %) ny 1 u3 62 (2 %) nanueHToB ObLI
JIMarHOCTUPOBAH MHENOJUCIUIACTUYECKUIT CHHAPOM WM OCTPBIA MUETOUAHBIN JIEUKO3 B KaXKIIOM
HCCIIE0BAHUH.

COO6HI€HI/IG 0 MOAO03PEBACMBIX HEKECITATCIbHBIX PCAKITHUAX

BaxxHo cooOmiate 0 TMOMO3PEBAEMBIX HEKENATEIbHBIX PEAKIUAX IOCIe PETUCTPAIlluU
JIEKapCTBEHHOI'0 Tperapara C Ledbl0 OO0ecreueHus: HENpPEepPhIBHOTO MOHUTOPHHIA COOTHOIICHUS
«IoNb3a — PHUCK» JIGKAPCTBEHHOTO TIpernapara. MEeTUIMHCKUM pabOTHUKAM pPEKOMEHIYEeTCs
cO00IIaTh O JHOOBIX MOI03PEBAEMbBIX HEXENATEIbHBIX PEeaKIMIX JIEKAPCTBEHHOIO Mpernapara uepe3
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HAIMOHAJILHBIE CHUCTEMBI COOOIEHHUS O HeXelaTelIbHbIX -%ea‘rﬂﬁ -%J&Q&&g ) “yitenos

EBpa3uiickoro 5KOHOMUYECKOTO COH03a.

Poccuiickasg @eneparys

denepanbHas ciryk0a 1o Haa30py B cdepe 3apaBooxpanenus (PoczapaBHanzop)
109012, r. Mockga, CnaBsiHCKas 1omap, 1. 4, crpoenue 1

Tenedon: +7 800 550 99 03

DnektpoHHas moura: pharm@roszdravnadzor.gov.ru win npr@rosdravnadzor.gov.ru

Caiit B MH(POPMALMOHHO-TEIEKOMMYHHUKAITUOHHON ceTH «AnTepHeT»:
https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka
CuMITOMBI

B xoae KIMHMYECKMX HCCIEHOBAHUM 3aperMCTPUPOBAH OJWH Clly4daid NEPEeIO3UpPOBKH, KOrIa
nanueHT npuHs BHyTpb 5000 Mr sntpombornara. [Ipu 5ToM oTMedanuch Cleayrolue CUMIITOMBI:
HEpaCIpPOCTPAHCHHAS ChIIb, TPAH3UTOPHAS OpaTuKapI¥s, yTOMIISIEMOCTh U TIOBBIIIICHUE aKTHBHOCTH
AJIT u ACT. ®epMeHTsI NIeYeHU, U3MEPEHHbIEe Mexay 2 u 18 aHem mocne npuema 0003HaYeHHON
N03bl AnTpomOomnara, Jocturiu mnpesbimieHus B 1,6 paza BI'H nokazarens ACT, B 3,9 pa3 —
nokazarenst AJIT u B 2,4 paza — obuiero OunnpyOuna. KonuuecTBo TpoMOOIIMTOB COCTaBIISIIO
672000/mMx1 Ha 18 neHp mocie mpueMa OO0O3HAYCHHOHM JI03bI, 2 MaKCHMAallbHOEC KOJUYECTBO
TpoMOOLIUTOB cocTaBiisio 929000/Mki. Bee cuMnToMbl ObUTH pa3pellieHbl 0e3 OCI0KHEHUH B X0J1e
Tepanuu.

Jleuenue

B cinydae mepeno3upoBKH BO3MOXKHO 3HAUUTEIHLHOE YBEIMYEHHE KOJUYECTBA TPOMOOIIMTOB, UTO
MOXXET TPHUBOJUTH K TPOMOOTHUECKUM/TPOMOOIMOOINYECKUM OCIOXKHEHUusIM. B ciydae
MepPe03UPOBKH CIIEYET PACCMOTPETH BOIPOC O TPHUEME BHYTPH MPENapaToB, COAEPKAIINX KATHOHBI
METAJJIOB, HAaMpHUMep, KalblMsl, ATIOMUHUS WIW MarHus, A8 YMEHBUICHHUS BCAChIBAaHUS
antpomOonara. CreayeT TUIATENBHO KOHTPOJIMPOBATh KOJMYECTBO TpPOMOOIUTOB. JleueHue
ATpOoMOOIIaroM BO30OHOBJSIOT B COOTBETCTBUU C PEKOMEHIAIMSAMHU MO PEKUMY JIO3UPOBAHMS.
[Tockonpky mouedHas SKCKpEIUsi HE SBISETCS OCHOBHBIM IYTEM BBIBEJACHHUSI JJITpoMOOIIara,
KOTOpBIM aKTHBHO CBSI3bIBACTCA C O€NKaMHU IUIa3Mbl KPOBH, BEPOSITHEE BCET0O, T'eMOAMATU3 HE
sBisieTCsl d(P(GEKTUBHBIM METOJIOM CYIIECTBEHHOTO YCKOPEHHS BBIBEACHHS JJTpoMOOIiara u3
opraHusma.

5. DPAPMAKOJIOTMYECKUE CBOMCTBA

5.1. ®apmakoanHaMH4YecKHe CBOCTBA
dapMakoTepaneBTHUECKas TPYyIIa: CTAMYJISTOP reMOI033a.
Kong ATX: B02BX05

MexaHu3M AeicTBus

Tpombonoatun (TPO) — 3T0 OCHOBHOW IUTOKHH, KOTOPBHIM MPUHUMAET y4acTUE B PETYISIUU
MErakapruomnod3a M BeIpabOTKEe TPOMOOIIMTOB; OH SIBIIIETCS SHIOTEHHBIM JINMTAHOM JJIsl pelenTopa
tpombonostuna (TPO-R). DntpomOomar B3auMOJEHCTBYeT € TpPaHCMEMOpPAaHHBIM JIOMEHOM
yenoBeyeckoro penentopa TPO-R v uHMIMHMpyeT Kackaa Mepenadyd CUTrHajia, HAalOMUHAOIIWN
TAaKOBOW nsg  sHmoreHHoro TPO, dYTo compoBOXKIaeTcss WHAYKIHEW nponudepanuu u
G depeHIIMPOBKY METaKapyuOIUTOB U KJIETOK-NPEAIIECTBEHHUKOB B KOCTHOM MO3T€.
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Ontpombonar ornudaercss or TPO ¢ Touku 3peHUs BIMSHUS Ha arperamui TPOMOOIIUTOB.
B otnuune ot TPO Bo3aeiicTBue anTpomOonara Ha TPOMOOLIUTHI 3I0POBOTO YEJIOBEKA HE YCUIIMBACT
arperanuio moxa neiictBuem aneHosmHaudochara (AAD) u He cTUMyIUpyeT 3Kcmpeccuio P-
CEeJICKTHHA. DATpoMOomnar He MPENsATCTBYeT arperanuyd TpoMOOoIuToB moj acicTtBueM AJlID wim

KoJ11arcHa.

5.2. ®DapmMakoOKHHETHYECKHE CBOCTBA

[TapameTpsl apMaKOKUHETHKHU 3ATpoMOONara mpu MPUMEHEHUH Y B3POCHBIX C UIUOMATHICCKOM
tpombouuronenueit (MTII) npencraBinensl B TabIUIIEe HUKE.

Cxema neuenus | KonmnuectBo | MakcumannHas [Tnomane mox hapMakOKHHETHUIECKOM

npenapaTom MalMEHTOB | KOHIICHTpALUS KpUBOM «KOHIIEHTPALUS—BPEMSI»
(Crnax),MKI/MI AUC 01 (MKr>u/min)

50 Mr oquH pa3z B | 34 8,01 (6,73; 9,53) 108 (88; 134)

CYTKH

75 Mr oquH pa3z B | 26 12,7 (11,0; 14,5) 168 (143; 198)

CYTKH

dapMaKOKMHETHYECKUE MapaMeTphl mperapaTta nirpomoornara y namueHtoB ¢ BI'C ykazanbl B

TabJIHIE HUXKE.

Cpeonue ceomempuueckue 3HaueHus GapmakoKuHemu4ecKux napamempos IrpomMoonara g niasme
KPOBU 8 PABHOBECHOM COCMOSIHUU Y nayueHmos ¢ xponuyeckum BI'C

Cxema neuenus | KonmnuectBo | MakcuManbHast [Tnomanp nox papMakOKMHETHUYECKOM

IIpenapaToM MALMEHTOB | KOHIICHTpALUs KpUBOHI «KOHILIEHTPALUSI—BPEMS»
(Cmax), MKI/MII AUC 0-r) (MKrXxu/mir)

25 mr onuH pa3 B | 330 6,40 (5,97; 6,86) 118 (109, 128)

CYTKH

50 mromun pazB | 119 9,08 (7,96; 10,35) 166 (143, 192)

CYTKH

75 Mr onuH pa3 B | 45 16,71 (14,26; | 301 (250, 363)

CYTKHU 19,58)

100 mr oguH pa3 | 96 19,19 (16,81; | 354 (304, 411)

B CYTKH 21,91)

3naueHuss AUC (@1 ¥ Cmax 10 JaHHBIM PETPOCIEKTHBHOTO  MOIYJISILIHOHHOTO

q)apMaKOKI/IHCTI/I‘-ICCKOTO aHaJm3a.

dapMaKOKMHETHYECKHE TTapaMeTphl 3JITpoMOoIIara nocjie npuema sarpomoornara y 45 naiueHToB ¢
TsDKENoH arutactudeckoit anemueii (TAA), He MPUHUMABIINX MTPOTPAMMHYI0 UMMYHOCYTIPECCUBHYO
Teparnuio, ykazaHbl B TAOJIUIE HIKE.
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Cpeonue ceomempuuecKkue 3nHauweHus noxkazameineu aDMaKéQ%;J%IZ%%&%ﬁgP; Te:'nlfral‘sl e

Kposu y nayuenmos ¢ TAA, ne nonyuasuiux pamee npocpammHuyio UMMYHOCYRPECCUBHYIO MePanuio

Cxema neuenus | KonmndectBo | MakcuManbHas [nomans mox QapMaKOKHMHETHYECKOM

IIpenapaToM MALMEHTOB | KOHLICHTpaLUs KpuBOH «koHLEeHTpanus—Bpems» AUC o)
(Ciax), MKI/MI (MKT>u/mi)

150 mr oun pa3 | 45 40,1 (44,9 %) 772 (47,2 %)

B CYTKH

JlaHHBIC TIPEICTABIICHBI KaK T€OMETPHYECKUE CpeaHUE (TEOMETPUIYECKUN cpeqHUui KO3 PHUITUECHT
BapHUalIlN )

AOcopOLys u OMOAOCTYIIHOCTD

Cmax 27ITpoMOOIara B IUIa3ME€ KPOBH JIOCTHraeTcsl uyepe3 2—6 4acoB IOC/I€ IpUEMa BHYTPb.
OnHOBpeMeHHBII mpueM 3aTpoMOoIara ¢ aHTaUWIAMU U APYTUMH NPOIYKTaMH, COAEp)KaIlUMU
MIOJINBAJICHTHBIE KATHOHBI (HApUMeEp, MOJOYHBIE TMPOAYKTHl U MHHEpalbHble J00aBKH),
3HAYUTEILHO CHIDKACT HKCIIO3HUIHUIO IITpOMOOTara.

AbcomoTHas OMOMOCTYTHOCTh 3ITpOMOONara mpu IpueMe BHYTph He Oblia yctaHoBieHa. Ha
OCHOBaHUM TOKa3aTelield BBIBEICHUS MOYKAMHU U aHalu3a MeTaOOJMTOB, BBIBOAMMBIX Yepe3
KHIIIEYHHK, TIOKa3aHO, YTO PacCUeTHBIC 3HAYCHUS BCACBHIBAHUS MPOM3BOJHBIX 3JITpOMOOIIara mocie
MepOpaIbLHOTO MPUMEHEHHS B OJJHOKPATHOM 03¢ 75 Mr cocTaBuiio He meHee 52 %.

Pacnopenenenne

DnaTpombonar B BHICOKON CTENEHH CBS3BIBAETCS C OeTKaMu IIa3Mbl KPOBU yenoBeka (> 99,9 %).
Ontpombonar ssnsercss cyoctpatom BCRP, Ho He sBnsiercss cyOctpatom P-rnmkornporenHa wim
OATPIBI.

buorpaucdopmarus

9HTpOM6OHaF MNpEUMYIICCTBECHHO MeTa60J’II/I3I/IpyeTCH MOoCpCACTBOM PACHICIUICHUA, OKHCIICHUA U
KOHBIOTalluH C FJIIOKypOHOBOfI KI/ICJ'IOTOI\/JI, TIyTaTUOHOM WJIM HUCTCHHOM. ITo JaHHBbIM UCCJICAOBaHUA
C METKOH paaArnOaKTUBHBIM H30TOIIOM, HA JOJIO 3JITpOM6OHaFa B IJIa3ME€ KPOBU MPUXOAUTCA OKOJIO
64 % AUCo .

Bropocrenennble MeTaOOMUTBI, Ha JAONIO KaXAOTO M3 KOTOpBIX mpuxoxutcs MeHee 10 %
PaZMOaKTUBHOCTH B IJIa3M€ KPOBH, 00pa3yroTCs MyTeM IIIIOKYPOHUAAINU U OKucieHus. [1o taHHbIM
HCCIIEIOBAHMSI C IPUMEHEHHUEM MEUEHOT0 PaIMOAKTUBHBIM M30TOIOM 3JITpoMOoIara yCTaHOBJIECHO,
yTo ipuMepHo 20 % BBEICHHOM 1036l META0OIU3UPYETCs TyTeM OKuciieHus. ccnenoBanust in vitro
nokaszanu, uto CYP1A2 u CYP2CS sBisitorcst u3opepMeHTaMu, OTBEUAIOIIMMHU 32 OKUCIUTEIbHBIN
MetabonusMm, Toraa kak ypumuHaudochormokyponuntpancepazsl UGTIAl u UGTIA3-
n30(pepMeHTaMu, OTBEUYAIOIIMMH 32 TIIOKYPOHUIAIMIO. B mpoliecce pacuienyieHust MOryT IpUHUMATh
ydacTue 0aKTepuu HIDKHUX OTAENIOB JKeTyJOUYHO-KUIIEYHOTO TPaKTa.

DJIMMUHAINS
[Tocne BcackiBaHUs HITPOMOOIIAT TTOABEPTACTCS AKTUBHOMY METa00IH3MY .

OnrpoMOonar BBIBOJUTCS TNPEUMYIIECTBEHHO dYepe3 kumeuHuk (59 %); mpu stom 31 %
oOHapyXHUBaeTcs B Moue B BUJie MeTabouToB. MicxoqHoe BemecTBo (3aTpoMOoIar) B HeU3MEHEHHOM
BUJE B MO4YE OTCYTCTBYET. B HEM3MEHEHHOM BHJE 4Yepe3 KHUIIEYHHUK BbIBOAUTCS Okoio 20 %
antpombonara. [Tepros moyBbIBEACHUS U3 TUIA3MbI KPOBH COCTaBIISIET OKoyo 21-32 4.
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Iayuenmsi ¢ Hapywenuem yHKYyuu nouex

[Tocne mpuMeHeHHsT OAHOKpATHOM 103kl 50 Mr mpemnapaTta y MalMeHTOB C HapylleHueM (QyHKIUU
nouek Jierkor crerneHn AUCo o anTpomOomnara cHikanack Ha 32 %, y MalMeHToB ¢ HapylIeHHEeM
(GyHKIIUY [TOYEK cpeliHel cTeneHu — Ha 36 %, y MalueHToB ¢ HapylIeHueM (PyHKINY MOYeK TsHKeIon
crenienn — Ha 60 % 10 CPaBHEHUIO CO 370POBBIMU JIOOPOBOJBIIAMU. Y TAIMEHTOB C HAPYIICHUEM
(GyHKIIMY TOYEK OTMeYaaach TeHICHIUS K CHIDKEHUIO SKCIIO3ULIMU 3ATpoMOonara B ria3mMe KpoBH,
OTHAKO Yy TMAlMEHTOB [aHHOM KaTeropuu ObLIa BBIABICHA CYIIECTBEHHass BapuaOeIbHOCTb
HKCIIO3UIMU TI0 CPAaBHEHHIO C TAaKOBOM Yy 3M0pOBBIX 100poBOibleB. [IpumeHsTs mnpemapar y
MAIMEHTOB JaHHOH KaTeropuu CIIEAYET C OCTOPOKHOCTHIO MO MOCTOSIHHBIM KOHTPOJIEM.

Tlayuenmol ¢ Hapywenuem Qyukyuu nevenu

[Tocne omHOKpaTHOTO MPUMEHEHHUs mpernapara B J103¢ 50 Mr y MamueHTOB C IUPPO3OM IEUECHU
(mapymenue ¢ynkuuu nedenn). AUCo . antpomOomnara yBennuuBanachk Ha 41 % y manueHToB ¢
HapymeHneM (QyHKIMH nedeHu cinaboii crenenu, Ha 80 % y MamMeHTOB ¢ HApyUICHWEM (YHKIUU
MEeYeHHU cpelHed cTemeHH, U Ha 93 % y MmanuMeHTOB ¢ HapylIeHHeM (YHKIMH MEYEHH TKEIon
CTCTICHH 110 CPAaBHEHUIO CO 3JI0POBBIMH JJOOPOBOJIBIIAMHU. Y TMAIIMEHTOB TAHHOW KATETOPHH BBISIBIICHA
CYIIECTBEHHAs BApHUaOeIbHOCTh SKCIIO3UIIMU [0 CPABHEHUIO C TAKOBOH Y 3/I0POBBIX JOOPOBOJIBIIEB.

BnusHue HapymieHuss QyHKIMM T€4yeHHM Ha (apMaKOKMHETHUKY 3JTpomOorara mnpu MOBTOPHOM
IIPUMEHEHMH Tperapara OLeHUBAIOCh MOCPEICTBOM IPYNIIOBOro GapMaKOKMHETHYECKOTO aHaIu3a
y 28 3J0pOBBIX B3POCIBIX JOOPOBOJIBIEB U 79 MAIMEHTOB C XPOHUYECKUMHU 32a00JIEBaHUSIMH TICUCHH.
CornacHo pe3ynpTaTaM JaHHOTO MCCJEIOBAHHUSA, Y MAUEHTOB C LIUPPO30OM IE€YEeHU (HapylIeHHEM
¢bynakuu nedenn) ormedeHo yenudenne AUC(0-t) anrpombomnara mo CpaBHEHHIO C TaKOBOW Y
3JI0pOBBIX J100poBoJIbLEB, IIpU 3ToM 3HaueHue AUC(0—t) Bo3pactano ¢ yBelMYeHHEM OalljIoOBBIX
nokazaresnei no mkane Yaina—IIeto. Ilo cpaBHEHHIO CO 310pPOBBIMU 10OPOBOJIBIIAMH Y TAIIIEHTOB
¢ HapyuleHueM QyHkuuu nedenu jgerkoi crenenu AUC(0—t) antpombonara 6bu1a IpuOIU3UTENEHO
Ha 87-110 % Bblme, a y MalUEHTOB C HapylleHUeM (YHKIMM TEYEHH CpeOHEH CTeNeHu —
npub3uTensHo Ha 141 — 240 %.

[Ipumensars npenapar y nanuestoB ¢ UTII u nuppo3om nedeHu ciaeayer ¢ OCTOPOKHOCTBIO O]
MIOCTOSIHHBIM KOHTpoJieM. Y manueHToB ¢ xpoHudeckoi WTII m HapymeHunem QyHKUUHM NedeHU
JIETKOW, CpeIHEN U TSXKEJION CTENEeHH Tepanuio ITpoMOonarom cienlyeT HaUMHATh CO CHU)KEHHOM
1036l — 25 Mr 1 pa3 B CyTKM. AHAJOTHYHBIM aHalu3 ObLI NMPOBEJEH C ydyacTheM 28 370pOBBIX
B3poCbIX q00poBoiibiieB U 635 marmuentoB ¢ BI'C. ¥V GonblimHCTBa MalMEHTOB MOKa3aTeab MO
mkane Yaitng—IIeto cocraBmsan 5-6 OamwioB. Ilo maHHBIM (hapMaKOKMHETHUECKOTO aHaln3a
nanueHTsl ¢ BI'C umenu 6onee Boicokoe 3Hauenre AUC(0—t) 1o cpaBHEHUIO C TAKOBOM y 3/10pOBBIX
no6poosbleB, mpu 3toM AUC(0—1) Bo3pacTaina ¢ yBelnuyeHneM OauIOBBIX MOKa3aTeNnel Mo mKaie
Yaiina—IIeto. [To cpaBHeHHio co 3a0poBbIMH J0OpoBojibiamu y mauueHToB ¢ BI'C AUC(o 1)
antpombonara Obuta Bbime npuOau3urenbHo Ha 100-144 %. YV mammentoB ¢ BI'C tepanuio
AITpoMOONarom cieayeT HaunHaTh ¢ 103kl 25 Mr 1 pa3 B CyTKH.

Paca

BnusHue asmatckoil packl Ha (apMaKOKMHETHKY >iTpoMOorara OIEHMBAJIM TpU IOMOIIH
MOMYJIAMOHHOTO (papMakoKHHeTHYecKkoro aHanusza y 111 310poBbIX B3pochbix (M3 HHUX 31 —
azuatckoil pacel) u 88 mamuentoB ¢ MWTII (u3 Hux 18 — asmarckoit pacel). [lo naHHBIM
(bapmakokuHeTHYeckoro ananusa y nauueHToB ¢ MTII a3maTtckoif pacel (T.e. SIMOHIIBI, KMTANIBI,
Kopeiipl, Taifiel, skutenu TaiiBaus), AUC o) snTpombonara 6bi1a npuMepHo Ha 87 % BbIIIIE, UEM Y
MAIMEHTOB HE a3MaTCKOW pachl (IIPEMMYIIECTBEHHO €BPOIEOUIOB); IIPU ITOM KOPPEKLHUS J03bI 110
Macce Teja He MpoBoamiack. V3ydyeHue BIMSHMSA 3THUYECKOH MPUHAAJICKHOCTH K BBIXOJLAM U3
ctpan BocrouHoit Asuum Ha (apMaKOKMHETHKY 3iTpoMOonara MNpOBOJWIM C IOMOIIBIO
MONYJISIIMOHHOTO  (papMaKOKMHETHUYECKOr0 aHanmm3a ¢ ydactuemM 635 mammentoB ¢ BI'C
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npoucxoxaeHus). Ha ocHoBaHUM pe3yNIbTaTOB MOMYJISIIIHOHHOTO (DapMaKOKHHETHYECKOTO aHaTN3a
YCTaHOBJICHO, YTO Yy TMAalMEHTOB BOCTOYHOA3MATCKOTO M IOKHOA3UATCKOTO IMPOUCXONKIACHUS
HaOmonanach cxomHas (apMakOKWHETHKa d3naTpomborara. B cpegHem y  TIaIMEHTOB
BOCTOYHOA3HATCKOI0 U I0kHO0a3uarckoro mnpoucxoxaeHus AUC o ) antpombomnara Obuia IpUMEpPHO
Ha 55 % BbIlIE IO CPABHEHUIO C MALMEHTAMHU JPYTUX pac (IpeUMyIEeCTBEHHO €BPOIICOUTHON).

Ilon

Bnusaue nona Ha (GapMaKOKHMHETHKY 3JTPOMOOIara OLEHUBAIU MPHU TOMOIIM MOIYJISIIHOHHOTO
dapmakokuHeTHUecKoro ananu3a y 111 31opoBeix 100poBobleB (M3 HUX 14 — KEHCKOro 1moja) u
88 mamuenroB ¢ UTII (u3 Hux 57 — »xeHckoro mnona). Ilo naHHBIM MOMYJISLMOHHOIO
dhapmakokuHeTndeckoro ananmsza AUC(0-t) santpom6bomnara y nanuentok ¢ UTII 6p1a mpumepHo Ha
50 % BBIIIE 11O CPABHEHUIO C TAKOBOM y MALIMEHTOB MY>KCKOTO I10J1a; IPU 3TOM KOPPEKIHUS 103 I10
Macce Tella He MPOBOAWIACh. BiusHue mona Ha ¢apMaKOKHHETHUKY 3ATpoMOorara OLIEHHUBAIHU C
MTOMOIIIBIO TOMYJISIIIAOHHOTO (PapMaKOKMHETHIECKOro aHaimm3a ¢ ydactueM 635 mamuenTtoB ¢ BI'C
(260 — >xenckoro nona). [To pezynbpraraM oneHKH ¢ moMolIbio Mojaenn y xeniud ¢ BI'C AUC(0-1)
antpombonara Obiia Ha 41 % BBIIIE 10 CPABHEHUIO C TAKOBOW y MY>KUHH.

Hal/ﬂleHl’l’lbl nooaKcus1020 so3pacma

BospactHpie paznuums 1o (papMakOKMHETHKE d3IATpoMOoIiara OICHHUBAIUM C  [TOMOIIBIO
MOIYJIAIIUOHHOTO (hapMaKOKMHETUYECKOTO aHAIM3a C ydacTheM 28 370pOBBIX JTOOPOBOJIBIEB U
635 nanuentoB ¢ BI'C B Bo3pacte ot 19 no 74 net. 1o pe3ynpTaTaM OIEHKH C TIOMOIILIO MOJIETH Y
noxxuibix manueHToB (> 60 jer) AUC(0—t) sntpombonara 6buta Ha 36 % BBIIIE MO CPABHEHHUIO C
0oJiee MOJIOABIMH MAITUCHTAMHU.

Jemu cmapwe 1 200a

dapMaKOKMHETHKA 3ITpoMOoOIara nocjie npreMa BHyTpb OJJUH pa3 B CYTKU U3ydeHa y 168 nereil B
Bo3pacte crapiue 1 roxa. Kaxymmiics miasMeHHbIH KIMPEHC 31TpoMOonara rnocjie npuemMa BHyTpb
y MalMEeHTOB JaHHON KaTeropuy BO3pacTaeT C YBEJIMUYEHUEM MAaccChl Tena. Y MallMeHTOB a3uaTCcKon
pachl KaxyIIMHCs IJIa3MEHHBIH KIMpEeHC CHUXeH npuMepHo Ha 30 %, Kpome TOro, CHUKEHHE
naHHOTO ToKazaTenss Ha 20 % oTMeueHO y MaIMeHTOB KEHCKOro mnosia. dapMakoKMHETHUYECKUE
MOKa3aTesy y MalueHTOB JaHHON KaTerOpHH MPECTaBICHbI HUXKE.

Cpennne reoMerpuyeckue noxasaresneil GpapMakoKMHETHKH 3JITPOMOONara B paBHOBECHOM
COCTOSIHMH I10CJIe MpuMeHeHus B 103e S0 mr 1 pa3 B CyTKH y nanueHToB B Bo3pacrte 1-17 Jjer ¢
nuTn

BospacThas rpynna Cinax, MKI/MJI AUC(0-v), MKI'Xu/MII
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 (104, 12,9) 162 (139, 187)

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. Ilepeyenb BcnoMoOraTe/ibHbIX BelIECTB
[emmton03a MUKPOKPHUCTAILTHIECKAsT
MaHHUTOI

TloBunmon

KapOokcumeTnikpaxman HaTpHst

Marnus creapar
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[IneHounas o0oI0YKa

['unpomenosa

Makporo:n (monmstuieHrukos 6000)
Turana quokcuna (E171)

Tanmpk

Kpacurens xene3a oken sxentsiii (E172)
6.2. HecoBmecTHMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs )

3 roga.

6.4. OcoOble MepblI MPEAOCTOPOKHOCTH NMPU XPAHEHUH
Xpanuts rpu Temieparype He Boiie 30 °C.
6.5. Xapakrep u coaep:kaHue YIaKOBKH

I[Io 7, 10 mau 14 T1abnerok MNOMEIIAIOT B KOHTYPHYIO SYEHKOBYIO YIAKOBKY W3 IUIEHKU
KOMOMHHPOBAHHOTO Marepuana [MBX/TIS/MTIBAX (TTOMMBUHIIXJIOPU/I/TIOJIUITHIICH/
MOJMBUHIIINICHXIIOPHT) WM KoMno3unuoHHoro Matepuana OITA/IIBX/Amnto (opueHTHpOBaHHBIN
MOJTMaMU1/TIOJIMBUHWIXJIOPUA/amfoMiaueBas  ¢onbra) W (GOaprd  aFOMUHUEBOH  I€YaTHOM
JIAKUPOBAHHOM.

ITo 7, 10, 14, 20, 28 umu 30 TabneTok Bo (hJIaKOH U3 MOJUIIPONUIICHA, CHAOKEHHBIN KPBIIIKON 13
MOJMATUIIEHA HU3KOM TUIOTHOCTH, COJIEPHKAIIEH CHIIUKAreb.

I[lo1,2,3,4,5,6,7, 8,9 nnmu 10 KOHTYpHBIX TUEHKOBBIX YIAKOBOK BMECTE C JTUCTKOM-BKIIA/IBIIIIEM
MOMENIAIOT B MaYKy U3 KapTOHA.

Ilo1 (I)J'IaKOHy BMECTC C JINCTKOM-BKJIAABIIIEM ITOMCINAIOT B IIAYKY W3 KAPTOHA C KOHTPOJIEM IIEPBOT'O
BCKPBITHAL.

6.6. Oco0Oble Mepbl MPEAOCTOPOKHOCTH NMPH YTHIM3AIUHN HCIO0Jb30BAHHOIO JIEKAPCTBEHHOI0
npenapara WiM OTX0J0B, MOJYYEeHHBIX MOCJe NMPUMEHEHHUs JIEeKAapCTBEHHOro mpemapara, u
Apyrue MAHUMYJISIUHU € IPenapaTom

Oco0sbie TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccniickas @enepanns

00O «I'porekc»

r. Cankr-IlerepOypr, 195279 — Poccuiickas deneparus
Tenedon: +7 800 700 04 73

DneKkTpoHHas movTta: ccc@grotexmed.com

7.1. IlpencraBuTeib AepsKaTesisi perUCTPAIMOHHOIO YA0CTOBEPEeHNS
[IpeTen3un moTpeduTENEH HAPABIIATH O AAPECy:

Poccuiickas @enepanus
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000 «I'potekc»

195279, r. Cankr-IlerepOypr, MHIyCTpUANBHBIN POCTIEKT, 1. 71, Kopi. 2, mut. A
Tenedon: +7 800 700 04 73

DnexkTpoHHas moyra: ccc(@grotexmed.com

8. HOMEP PEITUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. KATEI'OPHUSA OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBeHHBIH IpenapaT OTHOCUTCS K KaTErOPUU OTIIYCKa 10 PELENTy.

OO1m1ast XxapaKTepUCTUKA JICKApCTBEHHOTO Ipernapara DaTpoMoOonar coinodapM JOCTYIHA B €TUHOM
peecTpe 3aperucTpPUPOBAHHBIX JICKAPCTBEHHBIX cpecTB EBpa3uiickoro SKOHOMUYECKOr0 COr3a 1 Ha
ouIMaTbHOM caiite YIOJHOMOYEHHOTO oprana (9KCIIepTHOI OpraHHU3aI1H)
(https://Ik.regmed.ru/Register/EAEU_SmPC).
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