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1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITIAPATA
Ontpombonar-AMEJIAPT, 25 mr, TabJIeTKH, MOKPHITHIC INIEHOYHOW 000JI0UKOM.

Ontpombonar-AMEJIAPT, 50 mr, TaGyieTKH, MOKPHITHIC INIEHOYHOW 000JI0UKOM.

2. KAUYECTBEHHbBIN 1 KOJIMYECTBEHHBIN COCTAB
JelicTBytoIIee BEIIECTBO: AATpOMOOTIATr.

DarpoMmbomar-AMEJIAPT, 25 mr, Ta0JIeTKH, IIOKPBITHIE INIEHOYHON 000JI0YKOH.

Kaxxnas Tabnerka, MOKpbITasl INIEHOYHON 000JIOUKOH, COEpKUT 25 Mr anTpombonara (B BHUIE
anTpoMOOIIara OJlaMHHa).

DarpoMmbomar-AMEJIAPT, 50 mr, Ta0JIeTKH, IIOKPLITHIE INIEHOYHON 000JI0YKOH.

Kaxnas tabierka, MOKpPhITas TIICHOYHOUW 000JI0YKO#, comepkut 50 Mr anarpomobomnara (B BHIE
anTpoMOOIIara OJlaMHHa).

BcrmomorarenbHbie BEmecTBa, HATMYME KOTOPHIX HAZ0 YYHUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: HaTpui (cM. pazaen 4.4).

ITomubIi MEPCUCHb BCIIOMOT'ATCIIbHBIX BCIICCTB IIPUBCACH B Pa3aciIic 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTku, NOKPBIThIE MIICHOYHOH 000I0UKOM.

Darpombomar-AMEJIAPT, 25 mr, Ta0JIeTKH, IIOKPBITHIE INIEHOYHON 000JI0YKOH

Kpyrible qBOSIKOBBINYKIIbIE TaOJIETKU, MOKPBITHIE MJIEHOUYHOM 00O0JI0OUKON OT Oenoro A0 MouTu
Oesoro UM OENIoro ¢ cepoBaThiM OTTEHKOM IiBeTa. Ha m3nome sypo TabJaeTKu OT KPacHOTO 0
TEMHO-KPAaCHOT'O MJIM KOPUYHEBOTO 1IBETa, BO3MOKHO HAJIMYME CBETIIBIX BKPAIUICHUI.

Darpombomar-AMEJIAPT. 50 mr, Ta0JIeTKH, IIOKPBITHIE IUNIEHOYHON 000JI0YKOH

Kpyrible qBOSIKOBBINTYKIIbIE TaOJIETKH, MOKPBITHIE TUIEHOYHON 000JI0UKOW OT Oenoro a0 MmouTu
Oesoro UM OENIoro ¢ cepoBaThiM OTTEHKOM IiBeTa. Ha m3nome sypo TabJaeTKu OT KPacHOTO 0

TEMHO-KPACHOI'O WJIX KOPUYIHCBOI'O [IBETA, BO3MOKHO HAJIMYNUEC CBCTJIBIX BKpaHJ’IeHHﬁ.

4. KJIMHUYECKHUE JTAHHBIE

4.1. Iloka3aHusi K IPMMEHEHUIO

Onrpombonar-AMEJIAPT noka3zaH K IpUMEHEHHIO:

. Jlnst nedeHus MaIMeHToB B Bo3pacTe 3 JIeT M cTaplie ¢ UMMYHHOW TPOMOOIMTONEHUEH
(UTII), nnsameiica 6 u Gonee MecslleB ¢ MOMEHTA ITOCTAHOBKH JMarH03a, y KOTOPBIX OTMEYaJcs

HEJOCTAaTOYHBIN OTBET Ha OpeaAHICCTBYIOIIYIO TCPpAIIUTO (HaHpI/IMCp, TIIFOKOKOPTUKOCTCpOUAaMU,
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. JUig JjiedyeHusl MaMEHTOB B BO3pacTe crapuie 18 JeT ¢ XpOHUYECKHMM BHUPYCHBIM

rematutoM C (BI'C) ¢ menpro oOecreueHUs: BO3MOXKHOCTH TPOBEACHUS WM ONTUMHU3AINH
POBOIUMON MPOTUBOBUPYCHOW TEpaNiK, BKIIIOYAOIIEH MpenapaTsl nHTephepoHa;

° B cocTaBe Tepanuu nepBoi TMHUU B KOMOWHAIIMK CO CTAaHAAPTHONH KIMMYHOCYIIPECCHBHOM
Tepanuel y MaiueHToB ¢ TsKenol amactuueckoi anemueit (TAA) B Bo3pacte 3 JIeT U cTaplie;
° Jlnst neyenurs mallMeHTOB B BO3pacTe crapiie 18 JeT ¢ TSHKeIou ariacTUYecKo aHEMHUEH,

Y KOTOPBIX HE OBLI AOCTHUTHYT I[OCTaTO‘-IHLII\/JI OTBCT HAa UMMYHOCYIPCCCUBHYIO TCPAIIUIO.

4.2. PexxuM 103MpOBaHMS U CIIOCOO MPUMeEHEHUsI

Pexxum 103upoBaHus

Pexxum mo3upoBanmst MOAOUPAOT HHIMBUYyaThHO HA OCHOBAHUH KOJIMYECTBA TPOMOOIIMTOB.
THayuenmoi ¢ Xxponuueckou UMMYHHOU MPOMOOYUmMoneHuet

Jns mocTiKeHus W ToJJepKaHus KojudecTtBa TpoMmOomutoB > 50 000/MKI MmpUMEHSIOT
MUHUMaNbHYIO 3(QexTtuBHy0 no03y mnpemnapara Inatpombonar-AMEJIAPT. Iloxbop mo3sbl
MIPOBOJISIT, OCHOBBIBASICh HAa M3MEHEHUHM KOJIMYECTBA TpoMOouuToB. Ilpemapar Dntpombornar-
AMEJIAPT ne mpennazHaueH Ajisi HOpMadu3alMM KOJIMYECTBa TPOMOOIMTOB. B KimMHMUeCKUX
MCCJICIOBAHMSIX MOBBIIICHUE KOJIMYECTBA TPOMOOIIMTOB HAOII0OAIOCh, KaK MPaBUJIO, B TEUCHUE
1-2 Hepens mocine Havana TEparuy MpernapaToM, CHIKEHUE IPOUCXOAUIIO B TeueHue 1-2 Henemnb
MOCJIE €€ MPEKPaIICHHUS.

Ilepsonauanvuulil pexcum 003MDOGCZHME

Bzpocnvie u demu 6 sozpacme 6—17 1em

PexomeHj0BaHHas HauanbHas o3a npenapara dnrpomoonar-AMEJIAPT cocrasnser 50 mr 1 pa3
B CYTKH.

VY B3pociblx M Aereid B Bo3pacte 6—17 jer a3maTckoil pachkl (TakMX Kak KUTaMIlbl, STOHIIBI,
KOpeHIbl, Tallipl u xutenu TaiiBans) neuenue npenapatoM Dnrtpombonar-AMEJIAPT cnenyer
HA4YMHATH C 10361 25 Mr | pa3 B CyTKH.

Jlemu 6 go3pacme 3—5 nem

HavanpHas no3a npenapara y NallMeHTOB TaHHOM KaTeropuH cocTaBiisgeT 25 Mr 1 pa3 B CyTku. Y
MAIMEHTOB a3MaTCKOM pachl (TAKUX KaK KUTAMIIBI, SITTOHIIBI, KOPEHIIbI, TANIIBI U )KUTENH TaliBaHs)
B BO3pacTte 3—5 JieT HauMHATh TepaIuio MpenapaToM ciaeAayer ¢ 403kl 25 Mr 1 pa3 B CyTKH.

Monumopunz u Koppexkuus 003bl

Bspocnvie u oemu cmapwe 3 iem

[Tocne Havasa Tepanuy ciaeayeT KOPPEKTUPOBATh J03Y Mpenapara A NoAAep KaHus KOJIMUYECTBA
TpoMOoIMTOB Ha ypoBHe > 50 000/MKa Ui yMEHbLIEHHs pHUCKa KpoBoTeueHus. He ciemyer

IIPEBBIIATH 103y 75 MI' B CYyTKH.
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Ha mpoTspkeHUM Bcero Kypca Tepanuu mpernapaToMm HeEonﬂEvﬂ FVEI;ELH_'R‘OH OJ'II/IDOBaTB

KJIMHUYECKHE TeMaTOJIOTMYeCKHe TIOKa3aTeNln 1 ToKa3arenu GyHKIuu neyeHu. Jlozy npenapara
KOPPEKTHPYIOT B 3aBUCIMOCTH OT KOJIMYECTBAa TPOMOOLIMTOB B COOTBETCTBUU ¢ Tabnuuei 1.

Bo Bpems Tepanuu npenapatom OatpomOonar-AMEJIAPT HeoOXxoauMo MpOBOAWTH IMOJHBIN
aHAJIU3 KPOBU €XKEHEJENIbHO, BKJIIOYAs OMNpENEeIeHHE KOJIMYeCTBAa TPOMOOIMTOB U Ma30K
nepuepudecKoil KpoBH, 10 CTAOMIU3AIIH KOJINYECTBA TPOMOOIIUTOB Ha ypoBHE > 50 000/MKI1 B
TeYCHHE 1O KpailiHel mepe 4 Henenb. [locne cTabunm3anuu KOJIMYeCTBa TPOMOOIIMTOB TOTHBIN
aHaJIU3 KPOBH, BKIJIOYAs OINpeAesiCHHE KOJIMYeCTBAa TPOMOOIIMTOB M Ma3Ku Mepudepruueckoi
KpPOBH, HEOOXO0/IMMO MPOBOUTH €KEMECIUHO.

Tab6auna 1. Koppexuus no3sl npenapara Jarpomoonar-AMEJIAPT nnsa nanuenros ¢ UTII

Kosaun4vecTBo TpOMOOUNTOB Koppexkumusi 10361 WJIM 0TBET

< 50000/mMkn1 B TeueHHe MO | YBEIUYUTh CYTOUYHYIO JJO3Y Ha 25 MI' JO MaKCUMAaJIbHOM
KpaiiHeil Mmepe 2 Hellenb Tepanuu | A03bl 75 Mr/cyTku.*

[Iponomkurs Tepanuio IpenaparoM B HauMEHbIIEH
CYTOYHOM o3e A/ OJHOBPEMEHHYIO
MEINKaMEHTO3H Tepanuto UTII pig moanep:kanus
> 50 000/mic1 — < 150 000/t IO Tep p

KOJIMYECTBA TPOMOOIIUTOB, MIO3BOJISIFOIIETO
NpEeAOTBPATUTh KPOBOTEYEHHE WJIM YMEHBUIUTH €ro

HMHTCHCHUBHOCTD.

YMeHpIIUTh CYTOYHYIO 103y Ha 25 mr. Yepes 2 Henenu
> 150 000/mx — < 250 000/mK OoneHUTh AP(DEKT OT KOPPEKIUH JO3bl W TPHUHATH
pelieHre o JalbHEeNIIe KOPPEeKIUK 103bl. **

OTMEHUTH TEpanuio TpenapaToM; YBEIHYUTHh YacTOTY
onpejeNeHusl KOoJIU4YecTBa TPOMOOIMTOB 110 2 pa3 B
> 250 000/mx Hezemo. Ilpu konnuectse TpomGoruToB < 100 000/MKI
BO300HOBHTH TEPAIUIO B CYTOUHOM /103€, YMEHBIIEHHON
Ha 25 Mmr.

* JIJI1 TaliMeHTOoB, TOMYYArOIINUX Mperapar B 1o3e 25 mr 1 pa3 yepes IeHb, 103y YBEIUYHUBAIOT J0 25 MT
1 pa3 B cyTKH.

**J]7s MalMEeHTOB, TOJYyYarollUX Mpernapar B jo3e¢ 25 mr 1 pa3 B CyTKH, CIEAyeT paccMOTPETh
BO3MOXXHOCTb IIpUeMa Ipenapara B 103¢ 25 Mr 1 pa3 uepes CyTKH.

Tepanuio npenapaToM MOXHO COYETaTh C HWHBIM MeaukaMeHTO3HbIM JieueHnem WTIL. Ilpu
MEIMIUHCKOW HEOOXOJMMOCTH BO BpeMsl Tepamuu mnpenaparoMm Intpombonar-AMEJIAPT
ClenyeT KOPPEKTUPOBAThb PEXKHUM JO3UPOBAHMS OJHOBPEMEHHO IPUMEHSEMBIX IIPENaparos,
YTOOBI N30€XKaTh YpE3MEPHOTO YBETUUYECHUS KOJINUECTBA TPOMOOIIUTOB.

Kak npu noBbllIeHNH, TaK ¥ MPU CHIXKEHUHU J03bI KOPPEKIIUIO TPOBOST C «IIAroM» 25 MI/CYT.
HekoTopbIM marnueHTaM MOXXET NMOTpeOOoBaThCSI KOMOMHAIM TabJIeTOK mpemnapaTa ¢ pa3HOM
JIO3UPOBKOM B pa3HbIE JHU JICYCHUS UIIM MEHEE 4acTOe IPUMEHEHUE.

[Tocne 11060 KOpPEKIMH 103bI Iperapara KOJU4eCTBO TPOMOOILUTOB ClIEyeT KOHTPOIUPOBATh

0 KpaliHel Mepe exXeHeeTbHO Ha MMPOTsHKeHUU 2—3 Heelb. CIycTs 1o MeHBIIEeH Mepe 2 Helenn

3
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clemyeT OoleHUTh AG(HEKT KOPPEKIIUHU 10361 Ha K )HquCTﬁg%Bﬂg "ﬁ bLﬁTLEIQ IfIIdII/lTHI}I%/?ﬂ'E)EIIIIIeIHI/IH

0 HEOOXOIMMOCTH JTATBHEUIIIETO H3MEHEHHUS J103bI.
VY manueHToB ¢ MUPPO30M TeUeHH (HapyIIeHHeM (YHKIIMH TIEUeHH ) TIOBBIIIATh JI03Yy CIEAYEeT He
paHee yeM uepes 3 Heleld Mocie Havasa Tepanuu (cM. pazaen 4.4).

Ommena npenapama y 63pocivlx U demeu cmapuie 3 iem

Jleuenue mpenapaToM cIleayeT IPEeKpPaTUTh, €CIH KOJINYECTBO TPOMOOIIMTOB HE YBEIUYHBACTCS
JI0 3HAYE€HUs, JOCTATOYHOTO JIUIsl YMEHBLIEHUS pUCKa KPOBOTEUEHUH, nocie 4 HeAelb TEparnuu
MIpEerapaToM B J103€ 75 MI B CYTKH.

CnenyeT mnepUOAMYECKH OLEHUBATh KIMHUYECKOE COCTOSIHME ManueHTta. Pemienwe o
HE00XOIMMOCTH MPOI0JDKEHUS TEPANNY IPUHUMAET JIEUalllUii Bpay B UHAUBUYAJIbHOM MOPSAIKE.
VY nanueHToB 0€3 CIJIEHIKTOMUHU B aHaMHeE3€ CJIelyeT NPUHUMAaTh BO BHUMAaHHE BO3MOXKHOCTh
MPOBEJCHUS JAHHOTO OIEpPaTHMBHOIO BMeEIIaTenbCcTBa. llocie OTMEHBI Tepamuu BO3MOXKHO
MOBTOPHOE Pa3BUTHE TPOMOOIIMTONCHHH.

Hayuenmor ¢ xponuueckum BI'C, conpogosrcoarowumes mpomboyumonerueu

[Tepen npumenenunem npenapata dnrtpombonar-AMEJIAPT ogHOBpeMEHHO C MPOTUBOBHPYCHOU
MEAMKAMEHTO3HOW Tepamueil HeoOXOAMMO O3HAKOMUTHCS C TMOJHONW HMHCTPYKIHEH IO
MEAUIIMHCKOMY MPUMEHEHUIO BhIIIEyKa3aHHBIX JIEKAPCTBEHHBIX MPErapaTos.

Llenpto mpuMeHEHHUs1 Tpernapara Ha ()OHE AHTHBHPYCHOW Tepamuy SBISETCS MOAJCpKaHUE
KOJIMYECTBAa TPOMOOLIMTOB, IMO3BOJISIIONIEE NMPEAOTBPATUTh PUCK DPA3BUTHS T'e€MOPPAarHuecKUx
OCIOXHEHUH, kak mnpaBuwio, okoso 50 000-75000/mxn. Crnenyer wu3derarb yBeTUYEHUS
KOJIn4ecTBa TpoMOOLUTOB > 75 000/MKI.

Jnsa nonnepkaHuss M JOCTHXKEHUS HEOOXOAMMOTO KOJUYECTBA TPOMOOLUTOB MPUMEHSIOT
MUHUMAJIbHYI0 3(QdeKTHBHYIO 703y MpernapaTta, HEoOXOAUMYIO JIJIsi Hayala W ONTUMH3AIUN
IpOTUBOBUPYCHOH Tepanuu. [Tog6op 10361 OCHOBAH Ha U3MEHEHUH KOJIMYEeCTBAa TPOMOOLIUTOB.
[Ipemapar Ontpombonar-AMEJIAPT He mnpenHa3HaueH Ui HOpMalH3allMd KOJHYECTBa
TpOMOOLIMTOB. B KIMHHYECKHX HCCIEAOBAaHUAX MOBBIIIEHHE KOJUYECTBA TPOMOOIIUTOB
Ha0JII0/1aJ10Ch KaK MPaBWIIO B TeUeHUe | Heaenu nocie Hayaia Tepanuy MpernapaToM.

Ilepsonauanvhbulii pexcum ()03UD06C1HU}Z

Bspocnvie

Hauanpnas no3a npenapata Dnrpombonar-AMEJIAPT cocraBnsier 25 mr 1 pa3 B CyTKH.

VY manMeHTOB a3uaTCKOW pachl (TaKUX KaK KUTAWIIBI, SITOHIIBI, KOPEHIIBI, TAWIBl U KUTEIH
TaiiBans) neuenue npenapatom Dntpombonar-AMEJIAPT cienyer HaunHaTh ¢ 10361 25 Mr 1 pa3
B CYTKH.

Monumopunz u Koppexuus 003bl
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2Henenu 0 JOCTIDKEHHSI KOJHMYECTBA TPOMOOIIMTOB, ONTHMAJIBHOTO JUIsI  Hadyaja
IIPOTUBOBUPYCHOM Tepaluu U B cooTBeTcTBUU ¢ Tabnuuei 2. Ilepen Hayaiom npoTUBOBUPYCHOMN
Tepanuu HEoOXOJUMO KOHTPOJIHMPOBATh KOJUYECTBO TPOMOOIIMTOB €XKEHENeIbHO. B MOMEHT
Hayvaja MPOTUBOBUPYCHOM Tepanuu KOJIUYECTBO TPOMOOLIUTOB MOKET PE3KO YMEHBIIAThCS, Py
ATOM clieyeT n30erarb HeMeAJIEHHOW KOPPEKIMH 03kl IpemapaTta dnrpombonar-AMEJIAPT.
Bo BpeMss nOpOTHBOBUPYCHOH Tepamuu HEOOXOIMMO KOPPEKTHPOBATh J03y Iperapara
Ontpombonar-AMEJIAPT takum o6pa3oM, uToObI H30€KaTh CHIXKEHHSI 103bI IITUHTEPPEPOHA B
CBSI3M C BO3MOKHBIM YMEHBIICHHEM KOJIMYECTBA TPOMOOIIMTOB, YTO MOXKET YBEIMYUBATH PUCK
KPOBOTCUYCHHUS.

KommdectBO TpOMOOLIMTOB  CIEAyeT KOHTPOJHMPOBATH E€XKEHEAETHHO 1O  JTOCTHIKCHUS
cTabmiImM3anuy uxX KoimyecTBa (kak mpaBmio okojio 50 000/mkir — 75 000/mki). B nanpHelimem
CIeTyeT eKEMECSYHO KOHTPOJIUPOBAThH MOKA3aTEN OOIIEKIMHUYECKOT0 aHaTN3a KPOBH, BKITIOUast
OTIpeNieIeHne KOJMYECTBa TPOMOOIIMTOB M Ma3oK mepudepuyeckoil KpoBu. B ciywae, ecnu
KOJIMYECTBO TPOMOOLIMTOB TPEBBIIACT IIEJEBOE, CIEAYeT pPAacCMOTPETh BO3MOXHOCTb
YMEHbILIEHUsI CYTOYHOM 03Bl mpemapata Ha 25 mr. OueHuth 3¢¢dekT naHHOW U 0o
MOCIEAYIOMIEH KOPPEKIIUH 103bI CIIEAYET uepe3 2 HeAeu.

He cnenyer mpesbimats n03y 100 wmr/cyr. PexomenmoBaHHas j03a IMATHHTEpPEpPOHA WIH
pubaBupHHA TIpe/ICTaBIeHA B WHCTPYKIMH 110 MEIUIIMHCKOMY TPHUMEHEHHUIO YKa3aHHBIX
MpemnapaToB.

Tab6auna 2. Koppexkuus 1o3s1 npenapara Juarpomoonar-AMEIAPT npust manuentos ¢ BI'C

BO BpeMsl IPOTHBOBHPYCHOM Tepanuu

KoauuecTBoO TpOMﬁOHI/ITOB Koppemmﬂ A03b1 WJIIH OTBET

< 50000/mMkn B TeueHMEe TO | YBENIMYUTHb CYTOUHYIO J103y Ha 25 MI, HO HE BBIIIE
KpaiiHel Mepe 2 HeZelb Teparnun 100 mr B cyTKH.

YMeHpIMTh CyTOYHYIO 103y Ha 25 mr. Coycrs 2
> 200 000/mx1 — < 400 000/mK HEJIeNN OLEHUTh A(PPEKT OT KOPPEKIHH JI03bI U
MPUHSATH PEIICHNE O JalbHENIeH KOPPEKIH 103bI. ™

[Ipexkpatute mpuem  mpemapata  DaTpomobornar-
AMEJIAPT; yBenuuuTh 4YacTOTy  OINpPEACIICHUS
> 400 000/mMx KOJINYeCcTBa TPOMOOLIUTOB JI0 2 pa3 B HEAEIIIO.

IIpu xommuectBe TpomOouuToB < 150 000/mK,
BO300HOBHTH TEPANHIO B CHIDKEHHON CYTOYHOM J103€.

* ISl TalMeHTOB, MOJIyJarolluX Ipenapar B 1o3e 25 mMr 1 pa3 B CyTkH, cileqyeT pacCMOTPETh BOIPOC O
MIPUMEHEHUH NpenapaTa B Jjo3e 25 Mr 1 pa3 depe3 CyTKH.

Ommena npenapama

VY naumentoB ¢ BI'C renoruna 1/4/6, He3aBUCHMMO OT pELICHHS O NPOJODKEHUH TEpalUH

UHTEephEpOHaMH, CIIEAYET pacCMOTPETh OTMEHY Ipenapara Dntpombonar-AMEJIAPT B cinyuyae,
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CrnenyeT OTMEHMTH TEPANUIO IIPENapaToM B Cllydae, €CM IOCNIe IBYX HEZeNlb IPUMEHEHUs B
cyrouHoit no3e 100 Mr He HOCTHTHYTO IEIEBOE KOJIUYECTBO TPOMOOIMTOB, HEOOXOAUMOE st
HayaJjia IpOTUBOBUPYCHOU TE€paIuu.

Crnenyer mpekpatuTh JedeHue mpernapatom  Onrpombonar-AMEJIAPT, ecnm  mocrne
24-nenenvHoi Tepanuu obHapyxkena PHK BI'C. Ilocie oTMEHBI MPOTUBOBHPYCHOW Teparuu
clenyeT NMpeKpaTuTh npuMmeHnenue npenapara diarpombonar-AMEJIAPT npu oTcyTCTBUM MHBIX
MOKa3aHUM JJIs €ro IPUMEHEHHUS.

Crnenyer npekpatuth npuMeHeHue npenapara dnrpomoonar-AMEJIAPT B ciiydae upe3amMepHOTo
YBEIMYEHUSI KOJIWYECTBA TPOMOOIMTOB, Kak omucaHo B Tabmuie 2, wid NpH KIMHUYECKU
3HAYMMBIX OTKJIOHCHHSX (DYHKIIMOHATBHBIX TIPOO MEYSHU OT HOPMBI (CM. pa3zeln 4.4).

Ilepeas nunus mepanuu msdxicenou aniacmudeckou aHemuu

Tepanuto mnpenaparom IOntpombonar-AMEJIAPT cneayer Ha3HayaThb OJHOBPEMEHHO CO
CTaHJAPTHOW NMMYHOCYIIPECCHUBHOM TE€paIUEH.

He nonmyctumo npeBbliieHne HauaabHOM 10361 ITpenapata Dntpombonar-AMEJIAPT.

HEDSOHCI'{Clﬂbelﬁ pesitcum 003MD0661HM}1

Bzpocnvie u oemu cmapwe 12 nem

Pexomenyemas HauanpHas no3a npenapata dnrpombonar-AMEJIAPT cocrasnsier 150 mr 1 pas
B CYTKHU B T€UEHHUE 6 MECSIIEB.

VY B3pocibIx U Jered B Bo3pacte 12—17 ser a3marckoil pachl (TaKUX KakK KUTAHIbl, SITTOHIIBI,
KOpeHIbl, Tallipl u xutenu TaiiBaHs) neuenue npenapatoM Dnrtpombonar-AMEJIAPT cnenyer
HA4YMHATH C 10361 75 Mr 1 pa3 B CyTKH B Te4eHHUE 6 MECAILIEB.

Jlemu e sozpacme 6—11 n1em

Pexomenyemas HauanbHas g03a npenapara dnrpomobonar-AMEJIAPT coctasnsier 75 mr 1 pa3 B
CYTKH B TEUEHHE 6 MECSILIEB.

VY nereit B Bozpacte 6—11 et a3maTckoil pachl (TaKUX KaK KUTAUIIbI, STIOHIIBI, KOPEHUIIBI, TANIIBI 1
xutenu TaiiBans) nedenue npenaparom OnrpomOonar-AMEJIAPT cnexyeT HaunHaTh C 03Bl
75 mr 1 pa3 B 2 aHs B TeueHHe 6 MECSIIEB.

Jlemu 6 6o3pacme 3—5 nem

Pexomennyemass HadanmpHas no3a mpemapara Onrpomoomnar-AMEJIAPT cocraBisier 2,5 mr/kr
1 pa3 B cyTKu B TeueHHE 6 MeCSLEB.

V nereii B Bo3pacte 3—5 JeT a3UaTCKOM pachl (TaKMX KaK KUTAUIIbI, ATIOHIbI, KOPEHUIIbI, TAUIIBI U
xurenu TaiiBans) neyenue npenaparom Oatpombonar-AMEJIAPT crnenyer HauMHATh C J103bI

1,25 mr/kr 1 pa3 B cyTKH B Te4eHHE 6 MECALIEB B CIy4ae, €CM Bec MalreHTa cocTanisier > 20 Kr.
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npenapatoM dnarpombonar-AMEJIAPT ¢ no3s1 25 mr 1 pa3 B 1Boe CYyTOK B Te4eHUE 6 MECSAIIEB.

Ecnu He ynmaercs IOCTUTHYTh KOPPEKTHOHM J03bI, TEpanuio IpermaparoM DiaTpomOorar-

AMEJIAPT cnenyer HauMHATh C MUHMMAJIbHO BO3MOKHOM 103BI.

Taoauna 3. Koppexkuusi 103bl CTAHJAAPTHONW HMMMYHOCYNPECCMBHOW TepanmuuM B cjy4ae

COBMECTHOM TepanuM ¢ npenaparom Jarpomoonar-AMEJIAPT

HNmmyHocynpeccuBHasi Tepanusi

Koppexuus 10361

NmmyHOTIIOO Y IMH
AHTUTUMOITUTAPHBINA (JIOIIATMHBIN )

40 mr/kr/cyt, ucxoas u3 ¢GaKTHUYECKOW MacChl Tela,
BHYTPUBEHHO C 1-T0 110 4-i1 IeHb B Te€UEeHHUE 6 MECSLIEB

Huknocniopun  (TepaneBTUYECKas
Jlo3a B TeUEeHHE 6 MecsleB, ¢ 1 THS
1o 6-ro Mecdua, ¢ INONpPaBKOM Ha
JOCTH>KCHUE LIETIEBOMN
TepaneBTHUecKod  103pl  200-—
400 mxr/i*)

Bspocisie 1 getu crapiie 12 yer:

3 Mr/Kr, ucxos U3 (PaKTUIECKOI Macchl TeJa, BHYTPb
Kaxaple 12 gacoB (00miast CyTo4Has 103a COCTaBIISAET
6 Mr/Kr/cyT) B TeueHHe 6 MecsleB, HaUMHas ¢ 1-TO
JTHSL.

[TanenTs! crapuie 20 JIeT ¢ MHJIEGKCOM Macchl Tela
(MUMT) > 35 nnu nanueHTsl B Bozpacte 12-20 jer ¢
UMT > 95-ro nponeHTuIs:

3 MrI/Kr, HCXOAs W3 CKOPPEKTUPOBAHHOM MacChl
Tena**, BHYTph Kaxapie 12 gacoB (0oOmas cyTodHas
71032 COCTaBJISIET 6 MI/KI/CyT) B TedueHUE 6 MecsleB,
HayuHas ¢ 1-ro mHA.

Jletu B Bo3pacte 3—11 jer:

6 MI/KT, UCXOJs U3 (PAKTUYECKOI Macchl Tesa, BHYTPb
Kax/ple 12 yacoB (00m1as cyTo4Has 103a COCTaBIsAET
12 mr/kr/cyT) B TedeHue 6 mecsieB, HauMHas ¢ 1-ro
TTHSL.

HauuenTs! ¢ UMT > 95-10 mponieHTHIs:

6 MI/KT, NCXO/Isl U3 CKOPPEKTUPOBAHHOM Macchl Tena*,
BHYTpPh KaxJble 12 wyacoB (oOmas cyrouHas J03a
cocraBnsier 12 Mr/kr/cyr) B TedeHue 6 MecsLEB,
HayuHasi ¢ 1-ro aHs.

[uknocnopuH (moaaepKUBarOIIAs
103a, ¢ 6 1o 24 Mecs1bl Tepanum)

s MAIUEHTOB, KOTOpBIE JNOCTUTAIOT
reMaToJIOTMYECKOTO OTBETA B TEUEHUE O MECSIIEB!

2 MI/KT/cyT Ha3HA4alT BHYTPb B (DUKCHUPOBAHHOMU
J103€ Ha JOMOJHUTENbHBIE 18 Mecs1es.

* MokeT oTpeOOBaThCs KOPPEKIIMS J03bI IUKIOCIIOPHHA Ui TOCTHXKCHHS IEJIEBbIX YPOBHEH B Cilydae

MPUMCHCHUS HUKJIIOCIIOPpUHA COBMECTHO C APYIMMMU IperapaTtaMu; PEKOMCHAYCTCS PYKOBOACTBOBATLCA

COOTBGTCTBy}OH_Ief/i HHCprKL{Heﬁ o MCAUIUHCKOMY NNPUMCHCHHUIO I IUKIIOCTIOPUHA.

** PaccunThIBaeTCS Kak cpeHee 3HAUCHe MEeXKIY HIealbHOI Maccoil Tena 1 (hakTHUECKOW Maccol Tena.

Monumopune u koppexyus 003vl npenapama Inmpombonaz-AMEIJAPT

AHanmM3 TEeMaTOJIOTHYECKUX TIOKa3aTelied M HWCCIAeAOBaHUS (PYHKIIMHM TEUYEHH JOJIKHBI

MIPOBOAMTHCS PETYNISIPHO Ha NPOTSHKEHUHM BCEro Kypca Tepaluu IpernaparoM OiaTpomoornar-
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TPOMOOIMTOB, Kak yka3zaHo B Tabmnure 4.

B Tabmume 5 mpuBeneHB PEKOMEHIAIMK MO KOPPEKIMH JI03bI IMpemnapara DaTpomMoOorar-

AMEJIAPT B cnydae HapymieHHH (GyHKIIMN TTEYEHU U TPOMOO030B/ SMOOJIHH.

Taoauna 4. Koppexuusi 10361 npenapara Jdarpomoonar-AMEIAPT B Tepanuu nepBoi

JMHHHU TSKeJI0H aliacTHUeCKOd aHeMUH

Kosmn4yecTBO TPOMOOUNTOB

Koppexuusi 10361 HJIM OTBET

>200 000/mx1 — < 400 000/mx

CHuXKaTh CYTOYHYIO /103y Ha 25 MI KaX]ble 2 HEACIH J10
MHUHHMAJIBHO BO3MOXHOM JT03bI, TPHU KOTOPOI KOJIUYECTBO
TpomMOo1IuTOB > 50 000/MKI.

VY nereit B Bo3pacre 3—12 ner, NpUHUMAaBIIUX Mpenapar
Onrpombonar-AMEJIAPT B nmoze 25 mr 1 pa3 B cyTkw,
CJeyeT pacCMOTPETh BO3MOXKHOCTH MpHEMa Tperapara B
J103€ 25 Mr 4epe3 JeHb.

> 400 000/mMKn

[Tpexpatuts mpuem npenapata dnrpombonar-AMEJIAPT
Ha | Henemro.
[Tpu 200 000/mx

Onrpombonar-

KOJINYCCTBC TpOM6OI_II/ITOB <

BO300OHOBHUTh  TIpUEM  Iperapara
AMEJIAPT B nose, cHmkeHHON Ha 25 mr (y aeredl B
Bozpacte  3—12 npernapar
Onrpombonar-AMEJIAPT B nmoze 25 mr 1 pa3 B cyTkw,

CIICAYCT paCCMOTPETh BOSMOXKHOCTE ITPpUCMaA ITperiapara B

JCT, IMPpUHHUMABIIUX

n03e 25 MT 4epe3 JIeHb).

Tabauna S. Pexomenayemasi koppexkuusi 103b1 npenapara Jarpomoonar-AME/IAPT npu

HapylIeHUsIX (PYHKUMHU NeYeHU U TPoMOo3ax/3IM001Mu

Peaxknus

PexoMenpanmuu

Hapymenus pyHKIuM neueHu

VBenuueHne - BepXHEH  I'paHULB (BI'H)
AaKTUBHOCTH ajJaHMHaMHUHOTpaHcdepassl (AJIT) B 6 pas:

IpeKpaTUTh npuem npemnaparta dnrpomobonar-AMEJIAPT.
[Tpu yposue aktuBHOCTH AJIT <5 o1 BI'H B0306HOBUTH

HOPMBI

IIpHEM IpernapaTa B IepBOHaYaIbHON J03€.

Veenmuuenne BI'H aktuBHoctu AJIT B 6 pa3 mocie
BO30OHOBJICHHUSI TIpUeMa TMpemnapara (M HECBA3aHHOE C
JIpyruMu (bakTopamu,
CBIBOPOTOYHAsI 0O0JIE€3Hb, CENCHUC WM TPUEM a30JI0BBIX
POTHBOIPUOKOBBIX TpEnapaToB):

KOHTpoJsb ypoBHs AJIT kaxasie 3—4 nHs.

Ecnn ypoens AJIT > 6 npu NOBTOPHBIX aHAIM3aX KPOBU:
MpEKpaTUTh IpreM npemnapara dnrpomoonar-AMEJIAPT.
[Tpu yposue aktuBHOocTH AJIT <5 o1 BI'H Bo306HOBUTE

BO3MOXHBIMH TaKUMH KakK

IIpUEM IIperapaTa B J03€, CHHKEHHOM Ha 25 Mr OT
NPEIbIAYIIEH T03bI.
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Onrpombonar-AMEJIAPT B cHm>KeHHO#H 103€:

CHWXaTh 103y mpemapata DnrpomOomnar-AMEJIAPT Ha
25 mr, moka ypoBerb AJIT ne cuuzutes 1o 5 BI'H.
JIaHHBIX O BO3MOXKHBIX KOPPEKLUSAX 03Bl y JIeTel Hu3-3a
HapylmieHuss  (QyHKOUMM  [E€YeHH  He  CYLIECTBYET.
Koppeknuio 11036l ciefyer o0cyxJ1aTb Ha OCHOBaHHUHU
KJIMHUYECKON OLIEHKHU.

Tpom603/amO0mHst [Ipu TpomMOO3e TIIyOOKMX BEH, JIETOYHOW 3MOOJIHH,
TPAH3UTOPHOM  MIIEMHYECKOM aTake, MHCYJIbTE U
uHapKTe MHOKapjaa B J00oe BpeMs Ha (oHE Teparnuu
npemapatoM Dntpombonar-AMEJ[APT:

[Ipexpatuthb npueM npernapara OnaTpombonar-
AMEJIAPT, HO MPOAOJIKUTH nprueM
MMMYHOCYTIPECCUBHBIX TpemnaparoB (MMmmyHornoOymuH
AHTUTUMOIIUTAPHBIA  (JIOIIAJAWHBIM) H  IUKIOCIOPHH).
Ecnmu mpu TpombOo3e KOJMYECTBO TPOMOOLUTOB >
50 000/mK1, pekomeHayeTcs MO0 HA3HAYCHHE TEeparuu
SHOKCAITAPUHOM WJIH JAPYTUM AHTHUKOATYJISTHTOM JIO TEX
1op, IOKa KOJHMYECTBO TPOMOOIMTOB HE JOCTHTHET
ypoBHs < 20 000/mxn, 1nubGo CTaHOApTHBIA Kypc
AQHTUKOATYJIIHTHOW TE€panuu B Te4eHue 3—6 MecsleB.

Ommena npenapama

OOmass TPOMOJDKUTENFHOCTh Tpuema mpenapara OnarpomOonar-AMEJIAPT  cocraBnser
6 mecses.

UpesMmepHOoe yBeNUYEeHHE KoiluyecTBa TpoMOouutoB (cM. Tabmuny 4) U pa3Butue
HEe)KeNaTeNbHbIX SBICHHUM, yKa3aHHBIX B Tabmuie 5, Takke TpeOyrT MpeKpaileHus mnpruemMa
npenapara Dnrpombonar-AMEJIAPT.

Iayuenmul ¢ pegppaxmeproii maxicenon aniacmuyeckol anemuell

HepGOHaHClﬂbellz pesitcum 603MD08C1HM}1

Bspocnvie

Havanbehas no3a npenaparta Onrpombonar-AMEJIAPT cocraBnsier 50 mr 1 pa3 B CyTKH.

VYV manueHToB a3MaTCKOW pachkl (TaKMX KaK, KUTAWIBI, SITTOHIIBI, KOPEWIIBI, TAHIbl U KUTEIH
TaiiBans) neuenue npenapatom Dntpombonar-AMEJIAPT cnenyer HaunHaTh ¢ 10361 25 Mr 1 pa3
B CYTKH.

Monumopunz u Koppexkuus 003bl

Jns mocTHKeHUs TeMaTOJIOTMYECKOro OTBeTa TpeOyeTcs KOPPEeKIMs J103bl Kak MpaBWIO J0
150 wmr, u1st yero MoskeT noTpedoBaThes 10 16 Heenb ¢ MOMEHTA Havasia JISUeHus IpenapaToMm.
Ho3y npenapara DntpomOonar-AMEJIAPT cnenyer yBenuuuBaTh ¢ maroM 50 Mr Kaxjble

2 HEeJlemd JIO JI03bI, HEOOXOMUMOW JUIS JOCTHXKCHHS IIEJICBOTO KOJMYECTBA TPOMOOITUTOB
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YBEJIIMUUTH CYTOUHYIO 7103y 10 50 Mr mepes najnpHEHIIMM noBbllieHHEM 103kl Ha 50 mr. He
cienyer npesblmarh 103y 150 Mr B cytku. Crenyer peryiaspHO KOHTPOJIMPOBATh KIMHUYECKUE
reMaToJIOrMYeCKHe IOKa3aTeld U <«II€YCHOYHBIE» TECTbl Ha BCEM IPOTSHKEHUU TEpaluu u
KOPpEeKTUpOBaTh 1103y mpemnapata OarpomOonar-AMEJ/IAPT Ha oCHOBaHMHM KOJIMYECTBA
TPOMOOIIMTOB B COOTBETCTBHUHU ¢ Tabmurei 6.

Tadauua 6. Koppexuus 1o3s1 npenapara darpomoonar-AMEJIAPT nas nanuenToB ¢ TAA

Kosmn4yecTBO TPOMOOUNTOB Koppexuusi 10361 HJIM OTBET

[ToBbicUTh cyTOUHYIO 103y Ha 50 Mr, HO He BbIIe 150 Mr

B CYTKH. Y MAllMEHTOB a3MaTCKOM pachbl WM MALUEHTOB C
< 50 000/mMK;1 B TEYeHHE IO yr o P
.. HapylmeHneM (GyHKINU MeYSHU, TPUHUMAIOLIHNX Mperapar
KpailHeH Mepe 2  HeIelb byt Y > TIP petiap
B 103€ 25 Mr 1 pa3 B CyTKH, ClIe[yeT YBEIUUYUTh CYyTOUHYIO

Tepanuu .
P 103y 10 50 Mr nepen JanbHEUIIM MOBBIIIEHUEM JT03BI Ha

50 mr.
CHu3utb cyrounyro no3y Ha 50 mr. Coycrs 2 Henenu
OLIEHUTH 3P (PEKT OT KOPPEKLUH O3Bl U IPUHATH PELLICHHUE

> 200 000/mkn — < 400 000/MK1

B J11000€ BpeMs .
0 JTATbHCHIIIEH KOPPEKITUU JTO3HI.

[Tpekparuts mpuem npemnapata Dirpombomnar-AMEJIAPT
HE MeHee YeM Ha | Hezenro.

> 400 000/mx [lpu  xommuectBe  TpomOoumuToB < 150 000/mx1
BO300OHOBHTH JICYCHHUE B CYTOYHOHM J103€, CHIKCHHOW Ha
50 mr.

> 400 000/MKJ1 crrycTs 2 HEAeTU

Tepanuu npenaparoM | [IpexkpaTutsb npueM npernapara OnTpombonar-

Ontpombonar-AMEJIAPT B | AMEJIAPT.
CHIKEHHOM CyTOYHOM J103€

Iocmenennoe crudcenue 003vl V NAUUEHMOB C MPEXIUHCUHbIM _OMEEemMoM _HA _Mmepanuio

(reldxouumsl, 3pUmpouumsl U mpombouumaol)

[Tocne moctmxkenust komudectBa TpoMOomuToB > 50 000/MKI, KOHIIEHTpAIMM TeMOTJI0o0MHA
> 10 r/nn 6e3 TpaHCcdy3uil SPUTPOIMTHON MAcChl U aOCOMIOTHOTO uncia HedTpoduios (AYH)
> 1x10%m, cTabMITLHO COXPAHAIONMXCS HA POTSKEHNH He MeHee 8 HeJlelb, 103y dITpoMoonara
cinenyer cHu3UTh Ha 50 % . IIpu cTaOMIBHO COXPAHSIOMIMXCS BBIMIEYKA3aHHBIX MOKA3aTENsIX
yepe3 8 HeleNb MOCe CHUXKEHUS J103bI CIIEIYET MPEKPATUTD JICUCHHE MPENapaToM C PEryIsIpHbIM
KOHTpOJIEM TIOKa3aTele aHaimm3a KpoBH. B ciiydae yMEHBIIEHUS KOJHMYECTBA TPOMOOIIUTOB
< 30 000/MKJI, CHFDKEHHWS KOHIICHTpamuu remoriioomHa < 9 r/mm wimm npu AUH < 0,5%10%n
BO3MO>KHO BO300HOBJICHUE JICUEHUS TPErapaToM B mpexHer d3hpexTuBHON 103e€.

Ommena npenapama

B cnydae OTCYTCTBHSI TeMaTOJIOTMYECKOTO OTBETa mociie 16 Hemenp JIEYEHUs TEparuio

npernapatoM OntpombOonar-AMEJIAPT cnegyer otmenuts. HeoOxomumo paccMoTpeTh

10
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HOBBIX IIUTOTCHETUYECKUX OTKIOHEHMM (cM. pasnen 4.8). Takke OTMEHaA Tepamuu IMpenaparoM
Ontpombonar-AMEJIAPT TpeOyercs B ciiydae 4pe3MEpHOTO OTBETa CO CTOPOHBI KOJIHYECTBA
TPOMOOLIUTOB (Kak yka3aHo B Tabmnuiie 6) Uiin BaXKHBIX OTKIOHEHUH Pe3ylbTaTOB «II€UEHOUYHBIX)
TecToB (cM. pazjaen 4.4).

Oco0ble rpVIIIBI MAMEHTOB (I BCEX MOKA3aHU)

Tayuenmor noxcunozo 6ospacma

HMmeroTcs orpaHMYEHHbIE JTaHHBIE 10 TPUMEHEHHIO 3ITpoMOorara y HaljMeHToB B Bo3pacTe 65 et
U crapiie. B KIMHMYECKHX HCCIENOBAaHUAX HE OTMEYEHO KIMHUYECKH 3HAYMMBIX DPA3IHYUI
6e3omacHOCTH 1TpoMOoOIIara y MaueHToB B Bo3pacTe 65 JIeT U cTaplie 110 CpaBHEHUIO ¢ Ooiee
MOJIOIBIMHM TTallMeHTaMu. [lpyrue KIMHUYECKHE JaHHbIE TAKXKE YKa3bIBAlOT Ha OTCYTCTBHUE
pas3yInyMii B OTBETAX HA JICUECHHE Y TOXKHIIBIX NMAI[UEHTOB U MaLMEHTOB 00Jiee MOJIOJJOI0 BO3pacTa,
OJIHAKO HEJb3sl WCKIIOYUTH IIOBBIIIEHHYIO YYBCTBUTEIBHOCTH K IIpEnapary y OTAEIbHBIX
NALMEHTOB MOKUIJIOTO BO3pacTa.

Tlayuenmol ¢ napywienuem @yHKYuu nouex

Koppekiuu 0361 y HallMEHTOB ¢ HapyleHneM (yHKIMU oyek He Tpedyercs. OHaKo B CBA3U C
OTPaHUYEHHBIM OINBITOM IPUMEHEHHs B KIMHUYECKON NPAKTUKE Y MALMEHTOB C HapyLICHUEM
¢yskun nouek npenapat Inrpombonar-AMEJ[APT crnenyer npuMeHsTh ¢ OCTOPOKHOCTBIO U
Ha (OHE THIATEILHOTO MOHUTOPUHIA, HAIpUMEp, KOHTPOJS KOHILEHTpAalMM KpeaTUHUHA B
CBIBOPOTKE KPOBH M I0Ka3aTeJIe aHaIN30B MOYH.

Tayuenmoi ¢ napywienuem yHKyuu nevenu

V¥ nauuentoB ¢ UTII u HapymenueM ¢yHKIuu nedeHu (=5 Oamnos nmo mkane Yaina-IIsto),
npernapatr OnrpomOonar-AMEJIAPT cnenyer mnpuMeEHATh € OCTOPOXKHOCTBbIO Ha (QoHe
TIIATEIBHOTO KOHTPOJIS COCTOSHUSA (cM. pa3zaen 4.4). [Ipun HeoOXOAMMOCTH TepanHy MpernapaTom
Onrpombonar-AMEJIAPT y mnamumenta ¢ UTII u HapymeHueM (yHKIMM TEYEHM JIeUEHUE
HAYMHAIOT B J103€ 25 MI/CyT.

YBenuuuBath 03y Npernapara y NalueHTOB ¢ HapyIIeHUsIMU (QYHKIIMH [T€YEHH CIIeyeT HE paHee
4yeM 4yepe3 3 HeZlelu M0cIe Havyalla Tepanuy.

VY nanuenToB ¢ xponndeckuM BI'C u HapyiieHnem QyHKUIMU MEYEHH, a TaK)Ke y MAIEHTOB C
pedppakrepHoit TAA u HapyuieHueM (QYHKIMHM NEYEHH IMpenapar cielyeT NMPUMEHSTh B J103€
25 mr 1 pa3 B cyTKH.

B xnuHuueckoe uccienoBaHue y nanueHToB ¢ TAA, He MOJy4aBIIMX paHEE MPOrPaMMHYIO
UMMYHOCYTIPECCUBHYIO TEpanuio, He ObLIM BKJIIOYEHBI MAlMEHTHl C MCXOIHON aKTUBHOCTBIO
acrapraramuaoTpancdepassl (ACT) / AJIT, npepsimatomeit B 5 pas BI'H. Hawanpnas mosa

antpomOonara y naiueHToB ¢ TAA 1 ne4yeHOYHON HeI0CTaTOYHOCTHIO B EPBOM JIMHUU TEPANTUU

11
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1 bl |
(A ek G EEHAC s 0006)
JOJDKHA ONPENEIATHCA 110 MEPE HEeOOXOIUMOCTH _HA' ~OT Y KITHHMYECKON - OMEHKH,

MEPEHOCUMOCTH TIperiapara 1 TIIATeTbHOTO0 MOHUTOPHUHTA (DYHKIIMH MTEYCHH.

eTH
[Ipenapar Dnrpombomar-AMEJIAPT mnpotuBomnokaszan y aereii B Bo3pacte oT 0 mo 3 ner.
JlekapcTBEeHHBIN IpenapaT MPOTUBOIIOKAa3aH K NMpUMEHEHUo y aeteil oT 0 1o 18 sneT ¢ Hu3Kkum
KOJIMYECTBOM TPOMOOIIMTOB BCIIECTBUE BUPYCHOTO renatuta C.

Cnooco0 npuMeHeHus

[Ipenapar Datpombonar-AME/IAPT crnenyer npuHUMAaTh 10 KpallHEeW Mepe 3a 2 Yaca JI0 Wiu
yepe3 4 daca mocie mnpueMa TaKUX MPOJYKTOB KaK aHTAIMbl, MOJIOYHBIE MPOAYKTHl MU
MUHEpATbHBIC JOOABKH, COJIEpKAIME IOJIMBAJICHTHBIC KAaTHOHBI (HAIpUMEp, KaTHUOHBI
AITIOMUHMS, KAJIBITHS, JKeJie3a, MarHus, ceJeHa U [IMHKA) (CM. pa3jensl 4.5).

TabneTku mpemapaTa MOXHO MPUHUMATh C MUIICH, colepkalieldl HeOOJIbIIOE KOJIUYECTBO

Kanblus (< 50 MT') WJIU IPEIIOYTHTEIIBHO HE COJIep KaIlle KaIbITHi.

4.3. TIporuBomoKa3aHus

. ['MnepuyBCTBUTENBHOCTH K 3JITPOMOOIIArY WK K JIF0OOMY U3 BCIIOMOTaTENIbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pazzaene 6.1.

. MuenoucIIacCTUYeCKHii CHHIPOM (B CBSI3H C OTCYTCTBHEM JTAaHHBIX 110 3¢ PpeKTBHOCTH 1
0€30MacHOCTH y IaHHO# KaTteropuu nanueHToB) (cM. pasznen 4.4).

o bepemMeHHOCTh M ITepHO TPYAHOI0 BCKapMIIMBaHUs (cM. paszen 4.6).

4.4.  OcoOble ykazaHusl 1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

IIpu npuMeHeHHuM 3JTPpOMOONAra B COYETAHMH C Tepamueil MHTepdepoHOM cylIecTByeT
NOBBIIIEHHBIH PHCK Pa3BUTHA HeXKeJIaTeJbHbIX Ppeakluil, BK/JIKYasi IOTEHUHAJIbHO
JETAJIBHYI0 JCKOMIICHCANMI0 (PYHKIMH NMEeYeHH W TPOMO0IMOOJIHMYECKHEe OCIO0KHEHHA Y
nanMeHToB ¢ xpoHuveckum BI'C, conpoBoxaawmmMmcsa TpoMOOUMTONEHHeH M
NPOrpecCHPYIOIIUM XPOHHYECKHM IOPAKEHHEM Ie4YeHH, YTO OMNpeeasieTcsi HU3KHMH
ypoBHsAIMH ajibOymMuHa < 35 r/a wam 6aiom > 10 mo mkane MELD (moaenb koHeuHO¥
craanu 3adosieBanus nedenn). Kpome Toro, mpemmymecrsa Ttepanuu, odecrne4ynBarome
YCTOMYMBBI  BHPYCOJIOTMYECKHH OTBET MO CPaBHEHMIO ¢ Iuianedo, ObuIM
HE3HAYUTEJIbHBIMH Yy JAHHBIX NALMEHTOB (B OCO0CHHOCTH Y NAIMEHTOB € HMCXOAHBIM
anbOyMuHoM < 35 1/J1) 10 CpaBHEHM IO € TPYNNOii B 1iejioM. Tepanusi 31TpoMO0onarom y Takux
NANMEHTOB J0JIKHA ObITh HAYATA TOJBKO CHENUATHCTAMH, MMCIOIIUMHU ONBIT B TePANTHH
nporpeccupymomero BI'C, u Tobko TOraa, Koraa pucKkd TpoMOOIUTONEHUN UJIH 0TKAa3 OT
NPOBOJAMMON NPOTHBOBHPYCHOW TepamuM TpeOywT BMewmareabcTBa. Eciam mposenenmne
Tepanuu KJIMHUYECKH ONPaBJaHO, He00XOAMM THIATeJIbHbIH MOHHUTOPHUHI TaKHX

NMAalMUEHTOB.
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COOTBETCTBYET 3K

oMY OTUYETY
oT 14 7

[IprMeHEHNE ¢ AHTHBUPYCHBIMH IIPENApaTaMHu IIPSIMOTO ')%'ﬁ'cn-allli_'ﬂ] OBATENEHOCTL 0006)

He uzyuens! 3¢(hekTuBHOCTS U 0€30MACHOCTH OJHOBPEMEHHOTO IMPUMEHEHHs 3ATpoMOoriara ¢
NPOTHBOBUPYCHBIMH ~TIpenapaTaMH TMpPsSMOTO JACWUCTBHUS, pPa3pelICHHBIMH U  JICYCHUS
xpoHuyeckoro remnatura C (MHTHOMTOpPBHI TpoTea3bl BHUpyca remnatuta C, HYKICO3HIIHBIC
WHTUOUTOPHI IMOJIMMEPa3bl, HEHYKIICO3HIHbIE HHTHOUTOPHI ITostuMepas3bl, NSSA HHruOUTOpHI).

['enaTOTOKCUYHOCTD

[TpumeHenue >nTpoMOOIIara MOXKeT BbI3BaTh OTKJIOHEHUS OT HOPMBI TaOOPaTOPHBIX MIOKa3aTenen
(GYHKLUU IIEYeHH, TSKEIble TeNaTOTOKCUYECKHE SBJICHUS U MOpPaKEHUE MEYEHU C BO3MOXKHBIM
JeTalbHBIM UCXO/I0M. B KIIMHNYECKUX UCCIeI0BaHUSIX Y MAIMEHTOB (KaK B3pOCIIbIX, TaK U AeTeil)
¢ xponnueckoit WTII ormedeHo mnoBblmieHHEe aKTUBHOCTH cbiBOpoTOUHbIX AJIT, ACT u
KOHIIEHTPAIIUU HENPSIMOTO OMIMPYOrHA. DTH peaKIMi HOCWIH 10 OobIel yactu Jerkuit (1-2-
s CTENEHU) M OOpaTHMbIM XapakTep 0e3 KJIMHUYECKU 3HAYMMbIX CHUMIITOMOB, KOTOpbIE OBl
CBU/IETEJILCTBOBAIIM O HAPYIIEHUU (PYHKIUU IT€YESHH.

B Tpex mnnanebo-KOHTPOIMPYEMBIX HCCIEAOBAHUSX Y B3pocibix ¢ xpoHuyeckoi UTII y 1
naryeHTa B rpynme mianedo u y | manueHTa B rpyme, mojydyaBiiell JJeueHue dITpoMOoIarom,
HaOroano0ck HapylieHue (GpyHkuM nedeHu 4 creneHu TspkecTH. Ilo manHbBIM 1BYX miare0o-
KOHTPOJIMPYEMBIX UCCIIE0BAaHUM Y MAllMeHTOB Bo3pacTe oT 1 roza fo0 17 net ¢ xponudeckoit UTII
He)KeJlaTeJIbHbIE peakiuu B BUjie noBeiieHus: aktuBHoctu AJIT, B 3 pasa npesbiuaromue BI'H,
ot oT™MeueHbl y 4,7 % u 0 % manueHToB, MOTyYaBIIUX JICYCHUE AIITPOMOOIIaroM M ruiaedo
COOTBETCTBEHHO.

[To maHHBIM 2-X MIane00-KOHTPOIMPYEMBIX HCCIEIOBAaHUN HEXeaTelbHble peakluu B BUJE
noBbIeHust aktTuBHOCTH AJIT y manmenToB ¢ UTII 6b111 otmMeuenst y 5,7 % u 4,0 % nanuenTos,
MOJIyYaBUINX JIEUEHUE SJITPOMOOIIaroM U I1anedo COOTBETCTBEHHO.

B 2-Xx KOHTponupyeMbIX KIMHMYECKMX MCCIEIOBAaHHUAX C y4YyaCTHMEM IallUeHTOB C
tpombonuronenueii u BI'C ObiiM 3aperucTpupoBaHbl cliydyad > 3-KpaTHOTO YBEIMUYCHHS
aktuBHOCTH AJIT mnu ACT Beime BI'H y 34 % u 38 % marmuenToB B rpynie saTpoMOonara u B
rpynne mniamnedo cooTBeTcTBeHHO. [IpumeHenue anrpomOonara 0JJHOBPEMEHHO ¢ KOMOMHALIUEN
mruHTepdepoHa U pubaBUpPHMHA OBUIO KOCBEHHO CBS3aHHO C TUINEPOMIMPYOMHEMHEH.
3aperucTpupoBaHbl ciiydyau > 1,5-KpaTHOro yBeJIMYeHHMs KOHIEHTpanuu oOmiero OwinpyOuHa
Beimie 3HaueHus BI'H B 76 % um 50 % B rpymnme sntpombomara u B Tpymme Iuiaredo
COOTBETCTBEHHO.

B OTKpBITOM HEKOHTPOJIMPYEMOM HCCIIEOBAaHUM NAaUMEHTOB ¢ TAA, KOTOpBIM HE NMPOBOAMIIACH
paHee IporpaMMHas HMMMYHOCYIIPECCHUBHas Tepamus, Npd MNPUMEHEHHH HiTpomOornara
COBMECTHO C JIOIIAJAMHBIM AHTUTUMOLMTAPHBIM HMMYHOIJIOOYJIMHOM U HUKIOCIIOPHUHOM

oTMevanoch > 3-kpatHoe yBenuueHue nokaszatenedt AJIT u ACT u > 1,5-kpatHoe yBenuueHue
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COOTBETCTBYET : -'I'I'_EF"_I'H JMY OTUETY

ot 18.02.2025 N=

obmero Owmpybuna y 46,8 % mnanuentoB (29_wus 65' ) iﬂﬁ@mﬁ'{ EE%Egam&m'lmvﬁaeB

yBesmmmueHus nokazateneid AJIT, ACT u obuiero OmmpyOrHa HE IPUBEN K OTMEHE TEPAITHH.

[Ipy mpumMeHEeHUU B MOHOTEpanuu y nainueHtoB ¢ pedpakrepuoit TAA Il ¢dazer > 3-kpatnoe
yBenudeHue nokasareneit AJIT u ACT ogHoBpeMeHHO ¢ > 1,5-KpaTHBIM yBeJIWYE€HHUEM OOIIEero
(Henpsimoro) 6mMpyorHa Op110 OTMEUeHO Y 5 % maruentoB. OOmwuii OunnpyOuH ObUT yBEIUYEH
B> 1,5 paza 'y 14 % nauneHToB.

Ontpombonar uaruobupyer remsi UGT1Al u OATP1BI, koropble MOTYT crmocoOCTBOBATh
Pa3BUTHIO HENPSIMOM rUIepOUIHpyOrHEMHUH (CM. pas3aen 5).

VY mammenToB ¢ UTII, BI'C u pedpakreproit TAA ceiBopotounyro aktuBHocTh AJIT, ACT u
KOHIICHTPALUIO OUIHpyOrHa HE0OXOAMMO U3MEPHUTH 10 Havaja JEUSHHs SITPOMOOIIAarom, 3aTeM
KOHTPOJIMPOBATh KaXK/Ible 2 HEJEeNUW BO BpeMs moAdopa JJ03bI, a TAKKE €KEMECSYHO IOCIie
JOCTHKEHUS CTAOUIIBHOM J103bI.

[ToBTOpHOE HCCenOBaHUE TOCIE BBISIBICHHUS OTKJIOHEHHUS IMOKa3arenell (yHKIUU MEYEHU OT
HOPMBI ITPOBOJAT B TeueHue 3—5 nHel. Eciau chiBopoTOUHAs KOHLEHTpalus o01iero ounupyonuHa
yBEIMYEHA, CIEAYyeT ONpPEACTUTh KOHIEHTPAIMIO €ro OTICNbHBIX ¢pakuuid. B ciydae
MOJATBEPXKJICHUSI OTKJIOHEHHS OT HOPMBI KOHTPOJb MPOAOJDKAIOT JO pa3pellieHus TaHHOTO
SBIICHUS, €T0 CTa0MIM3alKuK 100 BO3BpaIlleHUs TIOKa3aTellel K UCXOJHOMY YPOBHIO.

JledeHnue 3nTpoMOOIIaroM MPEKPaIIAIOT B Cilydae > 3-KpaTHOro IpeBblIeHNUs akTUBHOCTH AJIT
BI'H y manueHTOB ¢ HOpMalibHON (yHKIIMEH MeYeHH WM B ciydae > 3-KpaTHOTO YBEIMYEHUs
OTHOCHTEJIBHO UCXO/IHOTO YPOBHS (MM > S-KpaTHoro yBenuuenus BI'H, B 3aBucumoctu ot Toro,
KaKOH MOKa3aTelb HIDKE) Y MallMEeHTOB C MOBBIIEHHON akTUBHOCTBI0 AJIT 10 Hauana neyeHus u

CICOYIOUX IMTPHU3HAKOB:

. [IPOrpeccupoBaHrE HapYyIIEHUs, JTHU00

. COXpPaHEHHE HapyIlIEeHUs Ha MPOTSHKEHNUHU > 4 HeJlelb, 00

. €ro COYETaHHE C TIOBBIIIEHUEM KOHIEHTPALUU NpAMOTo Ounupyouna, 1uoo

o €ro COYETAHHE C KIMHMUYECKMMM CHUMITOMAMM IOPAKEHUS IEUYEHU WIM IPU3HAKaMU

JIEKOMITEHCALUU (PYHKILIUH TTEYEHH.

B cnydae npuHsaTHS pemieHus o HazHaueHuH mpenapara darpombonar-AMEJIAPT B nepBoii
muHuK Tepanun TAA crnenyer mposectu aHanu3 nokaszatenedt AJIT, ACT u OunupyOuHa 10
Hayaja jedeHus. B ciayuyae nmoswimeHus nokasareneit AJIT Ha mpoTsKeHUH Tepanuu claeayeT
KOppPEeKTHpoBaTh 03kl mpenapara Inrpombonar-AMEJIAPT cornacHoO peKoMeHIaIusM,
yka3aHHbIM B Tabmuiie 5.

VY nanueHToB ¢ 3a0oseBaHusAMU IedeHu npemnapat nrpombonar-AMEJIAPT cnenyet npuMeHsTh
¢ octopoxHocThlo. Jleuenne namuentoB ¢ UTII u pedpaxrepnoit TAA Ha QoHe nMeOMUXCS

Hap}/I_HCHI/Iﬁ (I)YHKLII/II/I NneyeHn CJiacAyer HadyuHaTb C MUHHUMAaJIbHOH CTapTOBOﬁ JO3bI.
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oT 18 !
Jlekommencanus GyHKIMY eyeny (IpUMEHEHHE C HHTebla)ep'o;lgl‘?Hﬁ BATENBHOCTE 0006)

A | P J

COOTBETCTBYET : -'I'i'l'_EF'TH"'H-' OTYETY

Jexomnencanus (YHKIIUU TIEUYEHU Y MAIMEHTOB C XpOHWYECKHM remarutoM C: HeoOxomum
MOHHUTOPHHT MAIIMEHTOB C HU3KUM ypoBHEM anbOymuHa (< 3,5 1/1) mnum 6amiom > 10 mo mkane
MELD.

VY mamuenToB ¢ xpornudeckuM BI'C u nuppo3om npu sedyeHun uHTEpPepoHaMu-aabda MOKET
CYIIIECTBOBATh PUCK JIEKOMITEHCAITNH (YHKITMH TIEUYeHU. B IBYX KOHTPOIUPYEMBIX KIMHHYECKUX
UCCIICIOBAHMSIX C ydYacTHeM TMalHueHTOB ¢ TpomboruTonenueid u BI'C, mokasarenu,
CBHJICTEILCTBYIOIINE O JEKOMITCHCAIMK (YHKIIMH TICYCHH (ACIHMT, IEYCHOYHas SHIIe(anonaTus,
KPOBOTEUYCHHE M3 BApUKO3HO PACIIMPEHHBIX BEH, CIIOHTAHHBIH OaKTEpPHAIbHBIA MEPUTOHMUT),
qare OTMEYaInCh B rpyire dirpomoborara (11 %), uem B rpymie miaie6o (6 %). Y nanueHToB ¢
MCXOJIHO HU3KOH KOHIICHTpanuen anpoymura (< 35 r/n uimu 6amtom > 10 o mkane MELD) puck
JeKOMIIeHCaluu (PYHKIMK TieueHu ObLT B 3 pas3a BhINIE, a TaKKe ObLI0O OTMEYEHO YBEIHUEHUE
pHUCKa HEXKeJIaTCIbHBIX PEaKIUi C JIeTaJIbHBIM MCXOO0M I10 CPAaBHEHUIO C MAIlMEHTaMHU C MEHEe
BEIPQXCHHBIM TIOpaKeHHWEM TmeueHu. Kpome Toro, mpemMyInecTBa Tepanuu, o0ecIieunBaronen
YCTOHYHMBBIA BUPYCOJOTHYCCKUI OTBET MO CPAaBHEHHUIO C IUIane0o0, ObUTH HE3HAYUTEIHHBIMU Y
JAHHBIX TAlKUEHTOB (B OCOOCHHOCTH y MAallMEHTOB C UCXOAHBIM anbOymuHoM < 35 r1/11) 1o
CPaBHEHMIO C TPYIION B 1enoM. DnaTpomOonar cieAyeT Ha3HauaTh TaKUM MAIllUEeHTaM TOJbKO
MOCJIe THIATEIHLHOW OICHKH OKHJaeMoro 3(dexra oT Tepanuu MO CPAaBHEHHUIO C BO3MOKHBIMU
PHUCKAMHU.

CrnenyeT TmiaTenbHO HAOMIOAATH MAIMEHTOB C TAKUMHU JaHHBIMH Ha HalW4He MPU3HAKOB U
CUMITOMOB JEKOMIIEHCAIUU (HYHKITUH TTEUSHH.

Jlist momydeHust nHQOPMAIIUK O KPUTEPHSIX OTMEHBI HCIIOIB3yHTE WHCTPYKIIHIO 110 IPUMEHEHHUIO
COOTBETCTBYIOIIMX TpenaparoB uHTepdepona. [Ipuem mnpemapara Dnrpombomar-AMEJIAPT
CleIyeT IPEeKpaTUTh B CIy4yae OTMEHBI MPOTUBOBUPYCHON TEpANUU B CBSA3M C JEKOMIICHCAIUEH
(GYHKLINU TIEYSHH.

Tsoxenple HOPAXCHUS IICUCHU

B kiImHWYECKHX HCCIIEIOBAaHUAX OBUTM OTMEUEHBI OTIEIbHBIC CIydad TSKEJIOTO MOpaXKeHUs
nevyeHu. [{oBpieHNe n1abopaTOPHBIX MOKa3aTeNlel MEYSHH BO BCEX CIIyYasX pa3peranochk mocie
nepephiBa WM OTMEHBI TEPAMUU dITPOMOOIAaroM. B KITMHUYECKUX UCCIIEIOBAHUSIX Y TAIIHEHTOB
¢ TAA, KOTOpBIM HE MTPOBOAMIACH TPOTPAMMHAas UMMYHOCYTIPECCUBHAS TEpaNus, U y MallM€HTOB
¢ pedpakrepHoit TAA ciydaeB pa3BHTHS TSKEIOTO MOPAKCHHUS MEYSHU BBISBICHO HE OBLIO,
OJIHAKO YHUCJIO MAIMEHTOB C JAHHBIM IMOKa3aHUEM ObLIO OTPAaHUYEHO. Y UUTHIBas IPUMEHEHHE TIPU
TAA wmakcumanbpHOW AOMycTUMOM g03bl mpemapara (150 Mr/cyT) u Xapakrep peakiuu,
HEOOXOMMO YYHUTHIBATh BO3MOXKHOCTh PAa3BUTUS TOPAKECHHS T€UYEHH, HWHAYIIHPOBAHHOTO

IpUEMOM TIpernapara.
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COOTBETCTBYET 3K

oT 14

NOCNENOBATENBHOCTS 0006)

TpoMGOTHYECKHE W/WUITH TPOMOOIMOBOIHYECKUE DCIIOKHE

KosmgyecTBO TPOMOOIIMTOB BBIIIE HOPMBI IPEACTABISIET TEOPETUIECKUIA PUCK TPOMOOTHUYECKUX
u/mm TpoMO03MOOIMYECKUX OCIOKHEHUH. B KIMHMYECKMX HCCIEAOBAaHHIX syTpombonara y
naiueHToB ¢ UTII TpomGosmOonuyeckre OCIOKHEHUs HAOMIOATIUCh MPH  KOJHMYECTBE
TPOMOOILIMTOB KakK HUXE, TaK U B MpeiejaX HOPMBI.

[TarueHnTaM ¢ U3BECTHBIMU (PAKTOpaMU PUCKA TPOMOOIMOOIMYECKUX OCIOKHEHUH (TaKWX Kak
mytarust pakropa V Jleitnena, nedpurnur anturpomouna Il (ATII), antudochonumnumanbii
CUHJPOM U Jp.) CIeAYeT YAEeNATh 0c000€ BHUMaHUE TP IPUMEHEHHUHU AJITpoMOorara.

CnenyeT THIATETLHO KOHTPOJIMPOBATH KOJWYECTBO TPOMOOIMTOB M PACCMOTPETH BOIPOC O
CHIDKEHHH JI03bI HWJIM OTMEHE >NTpomOorara, €ciii KOJUYEeCTBO TPOMOOIIMTOB IPEBBIIIAET
IeJICBbIC 3HAYCHUSI.

B uccnenoanusx no UTII y 17 u3 446 nauuenrtoB (3,8 %) Obu1 orMedeH 21 TpoMOoTHYECKUI
/U TpoMO0IMOOIMUECKH 3304, TpoMO0IMOOIMK BKIIOYAIN: 3MOOIHMIO, B TOM YHCIIC
JIETOYHYIO0 SMOOJHIO0, TPOMOO3 TIIyOOKMX BEH, TPAaH3UTOPHBIE HIIEMHYECKHE aTaK, WH(APKT
MHUOKap/a, WIIEMHYECKU WHCYIbT W 3alOJO3PEHHBIA IPOJOHTMPOBAHHBIA OOPATUMBIN
UIIeMUYECKUN HEBPOJIOTHYECKHUM NeUIuT.

He cnenyet npumeHsTh 3nTpoMOONIar AJis JIe4eHUs MallueHTOB C HapylieHueM QyHKIIUU TICYeHU
(= 5 6amnoB no wkane Yaina-Ileto), ecnu oxugaemast mojab3a HE MPEBBIIIAET YCTaHOBICHHbIN
pHUCK TpoMO03a BOPOTHOM BeHBI. Ecin leuenne cunraeTcs 1enecoo0pa3HbIM, CIeAyeT COOII0IaTh
OCTOPOKHOCTh NMPH MPUMEHEHUH ITpOoMOONara y NalMeHToB ¢ HapylIeHneM (QYHKINHU TeYEeHH.
B 2-X KOHTpOJIMpYyEeMBIX MCCIEOBAHUAX C YYaCTHUEM MAIMEHTOB ¢ TpoMmOouuTonenueit u BI'C,
noyty4aBmmx teparnuio uarepdeponom (N=1439), y 38 uz 955 manuenton (4 %), moaydaBmux
antpombomar, u 'y 6 wu3 484 mnamuentoB (1 %), monydaBmmx 1anebo, OTMEYaIUCh
TPOMOOTHUYECKHE WU TPOMOOIMOOINYECKHE OCTIOKHEHUS (KaK BEHO3HBIE, TaK U apTepHalIbHbIE).
CoObITHS TPEUMYIIECTBEHHO OBIIM HETSDKENBIMM M Pa3pellMInch K KOHIy MCCIEIOBaHUS.
TpomO003 BOpPOTHOW BEHBI OBUT HauOoJiee pPacHpPOCTPAaHEHHBIM U3 TPOMOOIMOOINYECKHUX
OCJIOHEHUH B 00eux rpymmax (2 % manueHToB, Moay4daBIux sTpombonar, u < 1 % nmanueHTos,
NOJy4yaBIIMX IUTane6o). BpemeHHON CBS3M MeXAy HayajloM JIeUEHHs U Pa3BUTHEM
TPOMOOTHUYECKUX W/WIN TPOMOOIMOOIMUYECKUX OCIOXKHEHUNH HEe HAaONI0JAIOCh. Y MalUeHTOB C
HU3KUM ypoBHeM anbOymuHa (< 35 /i) nnu 6amiom > 10 no mkane MELD ormeueno nBykpaTHoe
YBEIMYCHUE PUCKA Pa3BUTHUS TPOMOOIMOOIMUECKUX OCIIOKHEHHU B CPAaBHEHUH C TIAIIMEHTAMU C
6oJiee BBICOKMM YPOBHEM alibOyMMHA; MMAllMEHTHI B Bo3pacTe 60 JIeT U cTaplie UMeNd JByKpaTHOe
YBEJIMYEHUE pPHUCKA pa3BUTHS TPOMOOAIMOOIMYECKUX OCIIOKHEHHH, uYeM Oojiee MOJIOIbIe
MaIMEHTHL. DITPOMOONAr CieayeT MPUMEHSTH Ul JICUeHHs] TaKUX TalUeHTOB TOJBKO ITOCIEe

THIATCIIBHOI'O CPaBHCHUA O)I(I/I}I&GMOﬁ IMOJIB3BI 1 BO3MOXHBIX PHCKOB. boapmumHCTBO CJIy4dacB
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oT 15.02_2025 N2

CMEPTHOMY OTUYETY

TPOMOOTHYECKUX W/ WA TPOMOOIMOOINIECKUK ocnoﬁgé;l{:l;h;ll Er—‘;g:ﬁﬁlﬂé%ﬁé: hge_lkﬂafnle}'lmo

IPOTUBOBUPYCHOW Tepanuu. B KOHTpPOIMpYEMOM HCCIEIOBAHUM C YYAaCTUEM IHAllMEHTOB C
TPOMOOIIMTOTICHUEH U XPOHUIECKUMHU 3a00JIeBaHUsIMU TiedeHH (N = 288), epeHecHInX MIaHOBBIC
WHBa3HBHbIC BMEIIATEIbCTBA, PUCK TPOMOO3a B CHUCTEME BOPOTHON BEHBI OBLI MOBBIIIEH Y
MAaIMEeHTOB, MOJIYYaBIIMX dATpoMOomnar B 103¢ 75 Mr 1 pa3 B CyTKH B TeueHHE 14 mHEH.

VY mectu u3 143 (4 %) B3pOCHBIX MALMEHTOB C XPOHHUYECKOW OOJIE3HBIO MEYCHHU, TOTYHaBIINX
anTpombonar, pa3BuiIUCh TpPOMOOIMOOIMUYECKHE SBJICHHUS (BCE B CUCTEME BOPOTHOM BEHBI), a B
rpynne miamnedo TpoMOGoIMOoIuYecKre SBICHUSI pa3BUIKCh y ABYX u3 145 (1 %) nanueHToB
(1 cayuaii B cucTtemMe BOPOTHOM BeHbI M | citydail mH(papKkTa MHOKapaa). Y IATH MalEHTOB,
MOJYYaBIIUX JICYCHHE >NTPOMOONaroM, TpoMOOIMOOINYECKHE SBICHUS PAa3BUINCh B TEUCHHE
30 nHeil Tocne 3aBepUICHHS MpHEeMa JJITpoMOorara TpH  KOJIHYECTBE TPOMOOIUTOB,
npessbimasiem 200 000/mMxo1.

B knuHndeckux uccnenoBaHusax peppakrepnoit TAA ciiydaeB pa3BUTHS TPOMOOTUYECKUX W/UITU
TPOMOOIMOOTMYECKUX OCIOKHEHUI BBISABICHO HE OBLIO, OJHAKO YMCIIO MAIMEHTOB C JaHHBIM
nokasaHueM ObulO0  orpaHuyeHo. HeoOXxoauMo  y4UTHIBaTh  BO3MOXKHOCTH — Pa3BUTHS
TPOMOOTUYECKUX W/MIU TPOMOOIMOOIHUECKUX OCIOXKHEHHH, WHIYIHUPOBAHHBIX MPHUEMOM
antpomOomnara, B MOMYJSALWN MAllMEHTOB, MPUHUMAs BO BHUMaHUE HAa3HAUYCHHE MAaKCUMAIIbHO
JIOTTYCTUMOM JTO3bI M XapaKTep pPeaKIuu.

Ontpombonar He cleqyeT NPUMEHSTbh MAJis JIeYeHUs TPOMOOLMTONEHUH Yy TMalHUEHTOB C
XPOHUYECKHM 3a00JieBaHWEM IE€YEeHH B paMKaxX MOATOTOBKM K HWHBA3MBHBIM MpOIIETypamM
(Hampumep, OWONCHS TE€YEHH, TPAHCHIOTYISIPHOE BHYTPHUIIEYEHOYHOE MOPTOCUCTEMHOE
IIYHTUPOBAHHUE, YHAOCKOIMMYECKUI METOT JICUSHHsI BAPUKO3HOTO PACIIMPEHUS BEH MTUIICBO/IA).

KpoBoTeueHue nocie npeKpalieHus JeUeHUs dJITPOMOOIaromM

[Tocne mpekpamienust Tepanuu s>nTpomOonaroM, HazHaueHHoW s sedenus UTII u BI'C, y
OOJIBIIMHCTBA MAIMEHTOB KOJMYECTBO TPOMOOLMTOB B TEUCHHE 2 HeAeIb BO3BpAIIAETCS K
HCXOJIHOMY 3HA4YE€HUIO, YTO MOBBIMIAECT PUCK Pa3BUTHSA KPOBOTECUYEHUS, & B HEKOTOPBIX CIydasx
MOKET NPHUBECTH K KpoBoTeueHHto. KoinyecTBO TpPOMOOLMTOB HEOOXOAMMO €XKEHEIEIbHO
KOHTPOJIMPOBATh Ha MPOTSHKEHUU 4 HEJleNIb TI0CiIe OTMEHBI AiITpomOornara.

[IporpeccupoBadue CYIMECTBYIOIIECTo MUeIoAucILIacTHIeckoro cugapoma (MJIC)

AroHHCTHI penenitopa TpombomodtnHa TPO-R sBisioTcst dakTopamMu pocrta, MPUBOISIIAME K
pocty u nudPpepeHIpOBKe KICTOK-TPEAIIECTBEHHUKOB, B T.4. TU(PEepeHIIPOBKE U BEIPAOOTKE
Tpombo1uToB. JKcrpeccuss TPO-R mpoucxoauT Ha MOBEPXHOCTH KIETOK MUEIOUJIHOTO POCTKA.
CymiecTByeT omnaceHue, 4uYTO TMpuUMeHeHHe aroHuctoB [PO-R  MoXeT CTUMyIupoBaTh
IIPOrPECCUPOBAHUE CYIIECTBYIOIIUX 3JI0KAYECTBEHHBIX M€MaTOJIOIMYECKUX 3a00J€BaHMM, TaKUX

kak M/IC. B KIIMHUYECKUX MCCIIEOBAHUSAX TPU IpUMeHeHHH aroHucToB 1PO-R y manmeHToB ¢
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CMEPTHOMY OTUYETY

R
| 1

MJIC oTMedeHBI CITydadl TPAH3UTOPHOTO YBETHUCHHUS Kttt d R eron P Waloxe

cirydau nporpeccun MJIC 10 0CTporo MUEIONAHOTO JIEHKO3a.

C uenbto noarsepxaeHusa auartosa UTII unu TAA y nmanueHTOB MOXUIOTO BO3pacTa CIEAYET
UCKJIIOUUTh Jpyrue KIMHUYECKHE COCTOSHUS, MpPOSBISIOIMECS TpoMOOIMTONEeHuel, B
YacTHOCTH, UCKIIOUNTh nuarHo3 MJIC. Cnenyer yyecTb BO3MOXHOCTb ITPOBEACHUS IMYHKIUHU U
OMOIICUM KOCTHOI'O MO3ra Ha MPOTSHKEHUM TEUEHUs 3a00J€BaHUS U TEpanuu, B OCOOEHHOCTH Y
nanueHToB crapuie 60 JeT, NalUeHTOB C CUCTEMHBIMU IPOSIBICHUSMU WU MAaTOJIOIMYECKUMU
IPOSIBICHUSIMH, TAaKUMM KaK YBEIMYEHHME KOJUYECTBAa OJACTHBIX KJIETOK B Iepudepudeckoi
KPOBH.

D¢ dexkTuBHOCTH M 6€30MACHOCTH MPUMEHEHHS AITpoMOONara JUist JeUeHHsI JPyrux 3a00aeBaHuN
U COCTOSIHHH, COTPOBOXKIAIOMIMXCS TPOMOOIIMTOIIEHUEH, BKIIOYAsi TPOMOOIIMTONCHUIO TIOCIHE
XUMUOTEpANUU 1 MUEIOAUCIUIACTHYECKUE CUHAPOMBI, B HACTOSILEE BPEMS HE YCTaHOBJICHBI.
[IpoTuBONOKa3aHO  IMpUMEHEHHE d3aTpomOonara JUisi  KOPPEeKUUMM  TPOMOOLUTOIEHHH,
oboycmorinerHot MJIC wnm  JOpyrdMU  COCTOSIHUSIMH, KpOME OJOOPCHHBIX IOKa3aHWi K
IPUMEHEHHUIO, BHE PAMOK KJIIMHUYECKUX HCCIIEJOBAHUM.

3J10Ka4YeCTBESHHEIC HOBOO6D8.3OB8.HI/I${ U IpOorpeCCUupoOBaHuC 3JI0KaAaYCCTBCHHBIX HOBOO6D330B3HHﬁ

CymiecTByeT TeopeTudeckass BO3MOXHOCTb, 4TO aroHuctel 1PO-R Moryr crumynupoBath
MIPOTPECCUPOBAHKE CYIIECTBYIOLIUX T€MaTOJIOTHYECKUX HOBOOOpa3zoBanuid, Harpumep, M/IC.

B xone knmuanyeckux uccnenoBanuii y naruentoB ¢ UTIT (n=493) u BI'C (n=1439) ne nokazaHo
pa3iauuuii B 4acTOT€ Pa3BUTHUS 3JI0KAYECTBEHHBIX HOBOOOpPA30BaHUN MU 3JI0Ka4ECTBEHHBIX
3a00JIeBaHU KPOBU MEXKY MallMEHTaMU, TOJIy4aBIIMMHU I71a11e00, ¥ MaIMeHTaMHU, TOTYYaBIIUMU
anTpoMOoOIIar.

D10 cornacyercs ¢ WHPOPMAIMEH, MOJYYEHHOM B XOJ€ MOKJIMHUYECKHX HCCIIECIOBaHUM, B
KOTOPBIX HE OBLJIO TONYyYEHO CBUJETENLCTB 3JI0KAYECTBEHHOH mponudepanuu KIETOK MpU
WHKYOallud B TPUCYTCTBUU dnTpoMOomara kineToyHbIXx JUHUA MJIC, KIETOYHBIX IJWUHUMN
pa3IUYHBIX THUIOB JIEHKO3a W KJIETOYHBIX JIMHUN COJIMIHBIX OMYyXOJied (TOJCTOM KHIIKH,
MIPEACTATENIbHON KEJE3bl, SUYHUKOB U JIETKUX ).

LluToreHeTuuecKue aHOMaJIMU U Pa3BUTHE MI[C/OCTDOTO MUEIOUIHOTO JeMKO03a Y HAlIMeHTOB C

TSHKEJION aIIaCTUYECKON aHeEMUEN

N3BecTHO, 4YTO IMTOTCHETHYECKHME AaHOMAJIWW BCTPEUAIOTCS Y TAIUEHTOB C  TSKEIOU
arIacTUYeCKor aHemued. HeT JaHHBIX, CBHJIETEIBCTBYIONINX, YTO AITPOMOOIIAr CITIOCOOCTBYET
MOBBIIICHUIO pUCKA Pa3BUTHS LUTOIC€HETHMYECKUX HapyleHuid y mnanueHToB ¢ TAA. B
KIIMHUYECKOM HcclenoBanuu sntpomoonara Il ¢aspl y manueHToB ¢ TSKEIOW armiacTUYecKou
aHEMHUEH YacTOTa HOBBIX IUTOTEHETUYECKUX aHOMaIHi Obl1a otMeueHa y 19 % manuenTtos (8 u3

43 ManMeHToB, y MATH W3 HUX OBLIM OTMEYEHBI M3MEHEHHUs B xpomocome 7). CpenHee Bpems
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B ximHnyeckux uccienoBanusx rpomodonara y nanueHToB ¢ TAA y 4 % nanuentos (5 u3 133)
obu1 nuarnoctupoad M/IC. Cpennee Bpems OT Havalia JICUSHUSI SATPOMOONAroM 10 NOCTAHOBKHU
JMarHo3a cocTaBuio 3 Mecsla.

Hns  mauwentoB ¢ TAA, PpE3UCTEHTHBIX WM MPEABAPUTENIBHO MPOIICAIIUX  KypC
MMMYHOCYIIPECCUBHOM TEpaIny, peKOMEHAYETCSl LIUTOI€HETUYECKOE HCCIIEOBAHUE aclupara
KOCTHOTO MO3Ta JI0 Hadaja Tepamuy 3ATpoMOoIIarom, Cyctsi 3 Mecsiia nocie Hayasna JISYeHUs 1
yepe3 6 MecsIeB Mociie OKOHYaHUs MpuMeHeHus atpombomnara. Eciu o6HapyKuBaloTcs HOBBIE
[UTOTEHETUYECKUE aHOMAJIMU, HEOOXO0IMMa OIIHKA 11eJIeCO00Pa3HOCTH MPOJIOJKEHUS TEparuu
ANTPOMOOIIAroMm.

Karapakra

B TOKCHKOJIOrMYECKHUX HCCIEeNOBaHUSAX AITpoMOonara y TPBI3YHOB BBISBIISAIACH KaTapakTa.
PexoMen0BaHO Mi1aHOBOE HAOIIOICHUE MMAIIMEHTOB HA MIPEIMET Pa3BUTHS KaTapaKThl.

B KOHTpOIMpYyeMBIX HCCIEIOBAHUAX C YyYacTHEM TAHMEeHTOB ¢ TpomOommroneHuei u BI'C,
KOTOpBIC TMOJIy4aldd JIedeHHWEe Ha OCHOBe uHTepdepoHoB (N=1439), coobmaiocs o
MIPOrPECCUPOBAHUYU KATaPaKThI, CYIIECTBOBABIICH UCXOAHO, WM O MOSBICHUH KaTapakThl y 8 %
MAIMEHTOB B rpymre y1Tpombonara u 5 % nanueHToB B rpyme miamnedo.

Yumaenne natepsasia QT/OTc

HccnenoBanue BIMSHUS Tpernapata Ha wHTepBaT QTC ¢ ydacTtueMm 370pOBBIX JOOPOBOJIBIEB,
MOJTy4aBIINX AITpoMOorar B o3e 150 Mr B CyTKH, HE BBISIBUIO KIIMHUYECKH 3HAYUMOTO 3 deKTa
mpemnapaTa Ha peNoNIpu3alvio cepima. Y nHeHue wuHTepBania QTC peructpupoBain B
KJIIMHUYECKHUX UCCIIeIOBAaHUSIX ¢ yuacTheM nanueHToB ¢ UTII u manueHToB ¢ TpOMOOIIUTOTICHHUEH,
uHpunmpoBanueix BI'C. Kimmanueckas 3HaYMMOCTb JIAHHBIX SIBJICHUN yIuHeHUs naTepBana QTcC
HE YCTaHOBJICHA.

YTpara oTBeTa Ha TEPAIIUIO 3HTDOM6OH3FOM

YTpara oTBeTa MM HECNOCOOHOCTh MOJACPKHUBATH KOJIMYECTBO TPOMOOLIUTOB IpHU JICUEHHUH
ANITpOMOONaroM B PEKOMEHAYEMOM JHara3oHe TpeOyeT IOUCKa MNPUYMHBI, OOBICHSIOIIEH
yTpaTy/moTepro OTBeTA.

BausHue Ha cepoaoruuecKue NoKa3aTenu

OntpoMmOomnar O4YeHb OKpallleH, IMOITOMY MOXXET OKa3blBaTh BIMSHHE HAa HEKOTOpPHIS
nabopaTopHble TMMOKa3aTrenu. B psge cinydaeB y MalMeHTOB, NMPUHUMABIIMX JJITPOMOOIIAT,
coo0manock 00 00eclBEYMBAHWUU CHIBOPOTKHM KPOBM M BIHMSHHH Ha I[OKa3zaTeiaw oOIIero
OmnupyOnHa U KpeaTMHMHA. Ecnu pe3ynbTarhl 1a00paTOPHBIX UCCICTOBAHUA W KIMHHYECKUX
HaOJII0/IEHUI MPOTUBOPEYAT APYT APYTY, TO MPU HATMYUH KIIMHUYECKH YCTAHOBIIEHHOM KENTyXU

B ONpENeNIeHNH JTOCTOBEPHOCTH HHU3KHX YpOBHEHW oO0Imero OmimpyOnHa MOXKET IOMOYb
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BBICOKHX IMOKa3aTenei CBIBOPOTOYHOT'O KpCaTHMHHWHA CICAYCT IMPOBOAWUTL OLICHKY IOKA3aTCJIsd
MOYCBHHBI KPOBHU. HOBTOpHOG Ha60paT0pHoe HCCJICAOBAHUC C UCIIOJIB30BAHUCM APYTroro Meroaa
aHaJIn3a TaKXXE€ MOXET ITOMOYb B OIIPEACTICHUN JOCTOBECPHOCTH JUAarHo3a.

BcnoMorarenbpHEIC BEIECTBA

Hampuu
Jlannblil npenapat coaepKuT MeHee 1 MMoaib (23 Mr) HaTpus Ha pa3oBYIO 103y, TO €CTh, 110 CYTH,

HE COACPKUT HATPHUA.

4.5. B3amMmopeiicTBHMe ¢ [PYrHMH JIEKAPCTBEHHBIMHM MpenapartaMu H JApyrue BH/bI
B3auMOeiCTBUS

Bausaue 3HTDOM6OHaFa Ha JpYruc JCKapCTBCHHBIC ITPCIIapaThl

Hneubumopor ' MK—KoA pedykma3zvl

[Tpumenenue anrpombomnara B o3¢ 75 Mr 1 pa3 B CyTKH B T€YEHHE 5 THEH ¢ pO3yBacTaTHHOM,
SBIISTIOIIMMCS cyOcTpaToM OenKoB—TiepeHocurKkoB opranndecknx annonoB OATP1B1 u BCPR, B
oaHOKpaTtHOM 03¢ 10 mr BeI3biBano y 39 3m10poBbIX 100poBOIbIEB yBenudeHUE Cmax 10 103 %
(90 % AU (AU = noBeputenbHbii uHTEpBaN): 82 %, 126 %) 1 AUCint 10 55 % (90 % AU: 42 %,
69 %) po3yBacTaTuHa B IJIa3Me KPOBHU.

Oxupaercss TakKe B3aMMOACHUCTBHE C JpyruMu mpemnaparamu uHruOutopamu [ MK-KoA
peAyKTa3bl, B TOM YHCII€ aTOPBACTaTUHOM, (IyBaCTaTMHOM, JIOBACTaTUHOM, MPABACTAaTUHOM U
cuMBacTaTUHOM. [Ipu 0THOBpEMEHHOM MPUMEHEHHM C 3ATPOMOOIIAroM cielyeT pacCMOTPETh
BO3MOXHOCTb CHIKEHHS 10361 HHTruouTopoB [ MK—KO0A penykrasbl ¢ TIIATEIbHBIM KOHTPOJIEM
HEXeJIaTeNIbHBIX PEeaKIuil Ha CTAaTHUHBI (CM. pas3zen 5.2).

Cyocmpamor OATP1B1 u BCRP

[Ipy opHOBpEeMEHHOM MpPUMEHEHMM »>ATpoMOomnara ¢ JIpyrMMU cyOcTpataMu OeaKoB—
nepeHocunkoB opranudecknx anuoHoB (OATP1B1), (mnanpumep, metotpekcar) u BCRP (BCRP,
breast cancer resistance protein — 6e0k Pe3UCTEHTHOCTH paka MOJIOYHOM jKeNe3bl) (Hampumep,
TONOTEKAH U METOTPEKCaT) CIAEAYeT COOII0IaTh OCTOPOKHOCTH (CM. pa3aen 5.2).

Cybcmpamul yumoxpoma P450

B wuccnenoBaHusX € MCIONB30BaHMEM MHKPOCOM II€YEHHM 4YelloBeKa »3aTpomOomar (B
KoHIeHTpanuu 10 100 MMOJIB) HE MPOAEMOHCTPUPOBAT IN Vitr0 MHrHOMpPOBaHUS U30(hepMEHTOB
CYP450 1A2, 2A6, 2C19, 2D6, 2E1, 3A4/5 u 4A9/11, u 6b11 UHTUOUTOPOM H30(PEPMEHTOB
CYP2C8 u CYP2C9 no nanHbIM U3MEpPEHHI C UCIIOIB30BaHUEM MaKJIMTaKCceNIa U AUKIOpeHaKa B

KauCCTBC MApKCPHBIX CYGCTp aToOB.
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JO0OPOBOJIBIIEB HE MHTMOMPOBAJ M HE BBI3BIBAT MHIYKIIUU METa00IM3Ma MapKEPHBIX CyOCTPaToOB

depmentoB 1A2 (kodenn), 2C19 (omenpazomn), 2C9 (dhaypobunpoden) nmm 3A4 (Mumazonam).

Knnandeckyn 3HaYMMBIX B3aHMOHCﬁCTBHﬁ IIpru OAHOBPEMECHHOM IIPHUMCHCHUU anTp0M6onara u

cybocrpartoB rutoxpoma CYP450 ne oxumaercs (cM. pasaen 5.2).

Hneubumopwr npomeaswi supyca cenamuma C

He TtpeOyercss oppekuus [103b1 3aTpoMOomnara mpu €ro OJHOBPEMEHHOM NPUMEHEHUH C

TEJapeBUPOM WM OOILEHPEBUPOM.

[Ipn ogHOBpeMEHHOM NpPHUMEHEHUHU JHiITpoMOonara B

oaHOKpaTtHOW a03e 200 Mr m TenampeBupa B o3¢ 750 Mr kaxkapie 8§ yacoB He HAOIOAAIOCHh

WU3MECHEHUN DKCIIO3UIUHU TeNanpeBupa B Iula3Me KpoBW. lIpu OJHOBpEMEHHOM IIPUMEHEHUU

antpomboriara B oHOKpaTHO# 103e 200 mr u OGouenpeBupa B go3e 800 Mr kakple 8 4acoB He

Habmonanocs u3meHennit AUC(0—t) OouenpeBupa B Ija3Me KpOBHU, OIHAKO OTMEYEHO

yBenuueHue Cmax Ha 20 % n cHmwkeHne Cmin Ha 32 %. KiimHudeckas 3Ha4MMOCTb YMEHbBILIECHUS

Cmin HE yCTaHOBJICHA, PEKOMEHIOBAH TIIATEIbHBIA KIMHHYECKUH 1 JIAOOPaTOPHBIH MOHUTOPUHT

cynpeccun HCV.

JIekapCTBEHHBIE CPEJICTBA, KOTOPhIE MOT'YT OKA3bIBaTh BAUSHUE HA 3HTDOM6OH3F

Huxnocnopun:

OTMCYCHO YMCHBUIICHUC 3KCIIO3MIHUU 3JITpOM6OHaFa IIpu OAHOBPEMCHHOM

npumenennu ¢ 200 mr u 600 mr ukinocnopuna (maruouropa BCRP), koTopoe He paciieHeHo Kak

KIMHHUYCCKH 3HAYUMOC.

[Tpumenenue snTpombomnara B OJHOKpaTHON mo03e 50 Mr ¢ nukiocmopuHoM B go3e 200 mr

cHmkano Cmax 1 AUCinf anTpombornara Ha 25 % (90 % AU: 15 %, 35 %) u 18 % (90 % AU: 8 %,

28 %) cootBeTcTBeHHO. OmHOBpeMeHHOEe BBeaeHHE 600 Mr mukiaocmopuHa CHIKAIO Cmax U

AUCin sntpomborara Ha 39 % (90 % JIU: 30 %, 47 %) u 24 % (90 % JU: 14 %, 32 %)

COOTBETCTBEHHO. Ha mpoTskeHMM Kypca Tepanuu

npenapaTromMm 3HTpOM60HaFOM BO3MOJXHa

KOppeKOuAa €ro J03bl Ha OCHOBAHHHU IIOJACUYCTA KOJINYCCTBA TpOM6OI_II/ITOB (CM. pa3acin 42)

CrnemyeT KOHTPOJIMPOBATH KOJIMYECTBO TPOMOOITUTOB €KEHEIETHHO Ha IPOTSHKEHUU 2 — 3 HEelNb

Ha (oHE OJHOBPEMEHHOIO0 TPUMEHEHHS TIpermapara ¢ IUKIOCmopuHoM. Ha ocHoBanuu

KOJIMYCCTBA TpOM6OI_II/ITOB BO3MOXHO BO3HHMKHOBCHHC HCOGXOI[I/IMOCTI/I YBCIUYCHUSA OO3bI

antpomOomnara.

Honuseanenmnole Kamuouwi (06pa306aHue XeiaamHuvlx KOMI’lJlek'COG).'

antpomOomnar obpazyet

XCJIaTHbIC COCAMHCHHA C TAaKHMMH IIOJIMBAJICHTHBIMU KaTHOHaMH, KakK 2U'IIOMI/IHPII>1, K&J’[BHHﬁ,

JKeJe30, MarHuii, ceneH W nUHK. [IpuMeHnenue snrpombomnara B OJHOKPATHON mo03e 75 Mr ¢

AHTAIMIOM, COJICPKAIIIUM MOTMBAIEHTHBIE KaTHOHKI (1524 Mr anromMuHus rugpokcuaa u 1425 mr

MarHusi kapooHata), npuBouwiIo k cHumkeHuto AUCins antpombonara B miasme kposu Ha 70 %

(90 % JIUL: 64 %, 76 %) 1 Crmax Ha 70 % (90% JIU: 62 %, 76 %).
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aHTaUUIbl, MOJIOYHBIE MPOAYKTHl M MHHEpaJbHBbIC J00aBKH, COJACpXKAIIUE IIOJHUBAJICHTHBIC
KaTHOHBI, MO KpailHel Mepe 3a 2 yaca 10 uiau uepe3 4 daca Iocjie Ipuema Ipenapara
Ontpombonar-AMEJIAPT (cMm. pa3nenst 4.2 u 5.2).

Kombunayus nonunasupa ¢ pumonagupom: OJHOBPEMEHHOE IPHUMEHEHHE »iTpoMOornara H
KOMOMHAIlMM JIONMHABHpA C PUTOHABUPOM MOXKET IPUBECTH K CHUIKEHHMIO KOHIIEHTpALUU
antpomOomara. B uccrnenoBanuu ¢ ydactuem 40 370pOBBIX JTOOPOBOJBIEB YCTAHOBJICHO, YTO
OJIHOBPEMEHHOE OJHOKpaTHOE MpUMeHeHHe siaTpombomnara B go3e 100 Mr u MHOroOKpaTHOE
pUMEHEHHE KOMOMHAIIMY JIOMMHABHpa ¢ puToHaBUpoM B g03e 400 mr / 100 mr 2 pa3a B CyTKu
npuBoaAniIo K cHrkeHuto 3HadeHuss AUCins antpombonara B miazme kposu Ha 17 % (90 % AU:
6,6 %, 26,6 %).

CrnenoBarenbHO, IPU OJHOBPEMEHHOM MPUMEHEHHH AIITpoMOonara 1 KOMOMHALIMY JIOTIMHABUPA
C PUTOHABUPOM HEOOXOAMMO MPOSIBIISITH MOBBIIICHHYIO OCTOPOKHOCTh. HeoOXoauMm TInaTenbHbIN
KOHTPOJIb KOJIMYECTBA TPOMOOLIUTOB MUHUMYM €KEHEJIEIbHO Ha MPOTSLKEHUU 2 — 3 HeJenb A
Ha/JIeKamero moabdopa 103bl daTpoMmOonara mpH Ha3HAUYCHWH WJIM OTMEHE KOMOWHAIMH
JIOTIMHABUPA C PUTOHABUPOM.

Hneubumopol u unoykmopwi usogpepmernmos CYPIA2 u CYP2C8

Metabonu3m snrpoMbonara OCYIIECTBIISICTCS MHOXXECTBEHHBIMH IyTSMH, B TOM YHCIE C
BoBJeueHueMm nzopepmentoB CYP1A2, CYP2C8, UGT1A1, u UGT1A3 (cm. paznen 5.2).
JlexapcTBeHHbIE IpenapaTsl, KOTOPbIE MHTUOUPYIOT UM HHAYLHUPYIOT TOJBKO OJIUH NU30(EPMEHT,
BPSIZL JIM MOTYT 3HaYMMO M3MEHSATh KOHIIEHTPAILMIO 3IITpoMOomnara B Iia3Me KpoBH, B TO BpeMs
KaK JIEKapCTBEHHbIE IpernapaThl, HWHIUOUpPYIOLIME WJIM HHIYLUPYIOLIIME MHOKECTBO
n30(epMEHTOB, 001a/1al0T MOTEHIIMAJIOM YBEIMUNBATh (HanpuMmep, (payBOKCaAaMUH) UM CHUXKATh
(HampuMep, pudaMIUIMH) KOHIEHTPAIHIO 3ITpoMbonara.

Hneubumopwr npomea3swvl supyca cenamuma C: TP OJHOBPEMEHHOM MPUMEHEHUH MOBTOPHBIX
103 6ouenpeBupa o 800 Mr kaxxapie § 4acoB WM TelanpeBupa B g03e 750 Mr Kaxkapie 8 4acoB U
antpoMOonara B oAHOKpaTHOH 103e 200 Mr He HaOII0JaJI0Ch U3MEHEHUH YpOBHS AyITpoMOornara
B IUIa3M€ KPOBHU JI0 KIIMHUYECKHU 3HAYUMOT'O YPOBHSI.

Jlexapcmeennvie npenapamsi 05 newernuss MTI1

JlexapcTBeHHbIE ITpeNapaThl, KOTOPbIE MPUMEHSUIH B KIIMHUYECKUX UCCIIEI0OBAaHUAX IS JICUCHUS
WTII B xoMOMHAMKU C 3JITPOMOOIIArOM BKITFOYAIIN: TIFOKOKOPTHUKOCTEPOUIBI, NaHA30 W/WIN
a3aTHONPHUH, UMMYHOIJIOOYIMH M aHTH-D MMMyHOrII0OynuH BHYTpUBEHHO. [Ipu mpuMeHeHHn
npenapata Dntpombonar-AME/IAPT B koMOnHaMu ¢ APYrUMH JIEKAPCTBEHHBIMHU MpenapaTamMu
st nedenus UTII HeoOXoAuMMO KOHTPOJIHMPOBATH KOJMYECTBO TPOMOOIIMTOB BO H30€KaHUE

BBIXO/Ia 32 MPEJENIbl PEKOMEHIOBAHHOTO JArana3oHa (cM. pasnen 4.2).
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B3auMoaeiicTBrue ¢ munie

[Tpuem snrpomOomnara B OJHOKpaTHOM n03e 50 MI €O CTaHIApTHBIM BBICOKOKAJIOPHIHBIM
3aBTPAKOM, COZEP)KAIIMM OOJBIIOE KOJIUYECTBO JKUPOB M MOJIOUHBIC MPOAYKTHI, CHUKAET
nokazatesnb AUCint anTpoM6bomnara Ha 59 % (90 % AU: 54 %, 64 %) u Cmax Ha 65 % (90 % AU:
59 %, 70 %).

[Tunia ¢ HeOOIBIITUM coiepikaHreM Kanbius (< 5 0 Mr Kalblus), BKItoYaromias GpyKThl, HOCTHYIO
BETUHHY, TOBAIUHY, HeoOorameHHbIe (0e3 100aBOK KaJIbIIHS, Kejie3a U Marausi) ppyKTOBBIE COKH,
HEOOOraleHHOE COEBOE MOJIOKO, HEOOOTalleHHYI0 KpYIy, HE OKa3bIBaeT CYIIECTBEHHOTO
BJIMSTHUSL Ha MUIA3MEHHYIO SKCIIO3UIUIO AITpoMOonara BHE 3aBHCUMOCTU OT KaJIOPUWHOCTHU U

COJIEpXaHUs KUPOB B Nullle (CM. pazzaen 4.2).

4.6. DepTUIBHOCTD, 0€PEMEHHOCTDb U JIAKTALMS

JKeHIIUHEI ¢ JIETOPOIHBIM ITOTSHIIUAIOM (KOHTDaHeHHI/IH Y MYKYMH U )KGHHJI/IH)

[Tpumenenue npenapata Dnrpombonar-AMEJIAPT He pexomeHnayercst nmpu OEpeMEeHHOCTH U Y
JKCHIIMH C COXPAaHEHHbIM pPENPOAYKTHBHBIM TMOTEHUMAIOM, HE HCIOJb3YIOIIMNX METOIbI
KOHTPALIENIUH.

bepemeHHOCTD

Het ganHbIX 0 mpuMEHEHUH Iperapara Bo BpeMs OepeMEeHHOCTH y 4elloBeKka. B nccnemoBanusax
y JKMBOTHBIX Oblja BBIABJICHA PEMPOAYKTHUBHASI TOKCUYHOCTH IPU BBEACHUU dATpoMOomara
OEpeMEHHBIM JKMBOTHBIM B TIEpPHOJ oOpraHoreHesa. [loTeHIManbHBIN pPHUCK I YeJIOBEKa
Heu3BecTeH. B cnyuae mnpuMeHeHUs Mpenapata Npu OEpeMEHHOCTH WIM TPU Pa3BUTHU
OepeMeHHOCTH Ha (hoHE MPUMEHEHHs Mpemnapara cieayeT MPOUH(DOPMHUPOBATH MAIMEHTKY O
MOTEHIIMATBFHOM pUCKe [T tioAa. [I[puMenenue npenapara npu 6€peMeHHOCTH BO3MOKHO JIUIITb
B TOM Cily4yae, KOrja MOTEHUMAJIbHBIA PUCK IS TUIOJa ONpPaBIaH OKHAAEMON MOJIb30M I
MaTepHu.

JlakTanus

Het nanHBIX 0 TOM, BBIZCNSETCS U SITPOMOOIIAT UM €r0 METAOOIUTHI C TPYIHBIM MOJIOKOM y
YeJoBeKa WM 00 WX BIMSHUU Ha TPYAHBIX JIETEM W Ha CEKpelHuio MoJjioka. Tem He MeHee
antpoMOomnar 011 00HAPYKEH Y TOTOMCTBA JTAKTUPYIOMIUX KpbIc yepe3 10 gHei mocie poxkaeHus,
YTO JAaeT OCHOBAHUE MOJIAraTh, YTO ATPOMOOIIAT MOXKET BBIICTATHCS B IpyIHOE MOoJoko. Crenyer
MIPUHSTH pelienne 0 MpeKpamneHuu TPYJIHOTO BCKApMJIMBAHUS 1581071 0
MPOIOJDKCHUH/TIPEKpalieHnn  Tepanuu npenapatom Dntpombonar-AMEJIAPT npunumasi Bo
BHUMAaHME MIPEUMYILIECTBA IPYTHOTO BCKAPMIIMBAHUS U OKUIAEMYIO I10JIb3Y TEPAIIUU ISl MATEPH.
CrnenyeT npeKpaTuTh IPyAHOE BCKapMIIMBaHUE B CTydae HEOOXOAMMOCTH IPUMEHEHHUS Mpenapara
B MEPHO]T JTAKTAIlUH.

HaHHLIe I/ICCJ'IeJIOBaHHﬁ YV ) KMBOTHBIX
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caMKaM B IEpHOJI OPTaHOTeHe3a. Y CaMOK KpPbIC TOKCHYECKas j03a B 60 Mr/kr/cyt (4ro B 6 pa3
IIPEBBILIANIO KIMHUYECKOE BO3/eiicTBHE Ha yenoBeka Ha ocHoBaHuU AUC y nanuenTos ¢ UTII B
n03e 75 Mr/cyT U B 3 pa3a npeBhIIAN0 KIMHUYECKOE BO3ICHCTBHIE Ha YeoBeka Ha ocHoBe AUC
y HaueHToB ¢ xpoundeckuM renatutom C mpu goze 100 mr/cyT) npuBoauiia K CHXKEHUIO Beca
1012 ¥ HEOOJIBIIIOMY YBEITMUCHHUIO YaCTOTHI Pa3BUTHS IIEHHBIX pebep. Hukakux mokazarenscTB
CEPbE3HBIX CTPYKTYPHBIX MOPOKOB B UCCIICJOBAHHH OTMEYEHO HE ObLIO. Y KPOJIHMKOB HE OBLIO
orMeueHO 3¢ (deKkToB AMOpUOPETanTbHOM TOKCHYHOCTH M TEPATOreHHOCTH B J03aX 10
150 mr/kr/cyt (B 0,5 pa3 Oobliie KIMHUYECKOTO BO3ACHCTBUS Ha YyeloBeka Ha ocHoBaHuu AUC y
narueHToB ¢ UTII B goze 75 mr/cyt u B 0,3 pa3a mpeBbIIANO KIMHAYECKOE BO3CHCTBHE Ha
yenoBeka Ha ocHoBaHUU AUC y narueHToB ¢ xporndeckuM rematutom C B 1o3e 100 mr/cyr).

B uccnenoBaHusix mnpe- M MOCTHATAIbHOW TOKCHYHOCTH Y OEpEMEHHBIX KpPBIC AJTpoMOorar
Ha3zHayaucs ¢ 6 AHs recTaiuu U BIoTh 10 20 aus naktauuu. Hukakux mo6o4yHsIx 3¢ ¢GeKkToB Ha
PENPOAYKTUBHYIO (PYHKIIMIO MaTepH WJIA HA Pa3BUTHE MOTOMCTBA MpH J03ax 10 20 MI/Kr/cyT
OTMEUEeHO He ObUIO (B 2 pa3a 0oJblle KIIMHMYECKOTO BO3JACHCTBHS HA YEJIOBEKa HA OCHOBAaHUU
AUC y nanuentoB ¢ UTII B no3e 75 MI/CyT ¥ aHaJIOTHMYHO KIMHUYECKOMY BO3JIEHCTBUIO Ha
yenoBeka Ha ocHoBaHuH AUC y nanueHToB ¢ xponndeckuM remnatutom C B 1o3e 100 mr/cyr).
Ontpombonar ObuT OOHApYXeH B IUTa3Me KpoBHW MoToMcTBa. KoHIeHTpamus anrpombonara B
MJIa3Me KpOBH YBEITUYHMBAIACh C 10301 MOCIE BBEACHUS Tipenapara B ga3y pazsutus FO.

DepTUabHOCTD

B uccnenoBaHusAx y JKMBOTHBIX 3JTPOMOOIIAr HE OKa3blBajl HEOJAroNpUsATHOIO BIMSHUS Ha
GbepTHIBHOCTD. DIITpoMOOIIar He BIHSUT Ha (PEPTUIIBHOCTH Y 0CO0€HM MYKCKOTO U KEHCKOTO 1Moja
IIpU IPUMEHEHNH B J103aX, B 2—3 pa3a MpeBbIIIAIOIINX PEKOMEHJOBAHHbIE JIJIS UelIoBeKa (UCXO0/s
u3 BenmnunHbl AUC y nanmentoB ¢ UTII B no3e 75 mr/cyT u y nanuenToB ¢ xpoundeckum BI'C B

nose 100 mr/cyr).

4.7. BJausiHMe HA CNOCOOHOCTH YNPABJATH TPAHCIOPTHBIMM CpPeCTBAMHM U padorath ¢
MeXaHUu3MaMHu

HccnenoBanus 1o BIUSHHUIO 3ATpoMOOIIara Ha ClocoOHOCTh K YIPaBJIEHUIO aBTOMOOMIIEM HITU
pabore ¢ MexaHM3MaMH He MNpoBOAMIMCH. Ha ocHOBaHMM (apMaKOJOTHUECKUX CBOMCTB
antpomOonara oTpuaTeIbHOE BIUSHUE Ha TAKHE BUJIbI ESTEILHOCTH HE 05KUACTCS.

OpHaxo mpH OIIEHKE CITIOCOOHOCTH MAllMEHTa BBIIOJIHATD AEUCTBUS, KOTOPbIE TPEOYIOT OBICTPOTHI
MBILUIEHNS], JIBUTATEJIbHBIX M I103HABATEIbHBIX HABBIKOB, CIIEAYET YUMTHIBATh KIMHUYECKOE

COCTOSHHC ITAlIMCHTA 1 HpO(bI/IJ'IL HEXellaTelIbHBIX SBJICHHUI 3HTp0M60HaPa.
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4.8. HexenatejbHble peakuHu

Pesrome npoduiist 6e3onacHocT

Tayuenmol ¢ XxpoHuueckou UMMYHHOU MPoMOOYyUmonenueu

be3zonacHocTh mpumeHeHus 3aTpoMOonara Oblia oleHeHa y 763 B3pocCibIX MAallMEHTOB, paHee
npoxonuBmux Jedenue ot WTIL. B 4 KOHTpoJMpyeMbIX KIMHUYECKUX HMCCICTOBAHUIX
403 B3pocabix mamnuenta ¢ xponudeckod WTII mpunumanu sntpomOomnar u 179 mammeHToB
OpuHUMany Tuiane®o, B JIONMOJHEHHE K JAHHBIM, TIIOJIYY€HHBIM B XOJAE IPOBEACHUS
3 HeKOHTpoaupyeMbIXx uccienoBanuii (N = 360). JlIuTeTbHOCT, TNPUMEHEHHs IIpernapara
cocrapisiia He Oosee 8 ner. HexxenatenbHble peakiuu y B3pocibix nanueHToB ¢ UTII onucansl B
Tabmume 7.

be3omacHoCTh MpUMEHEHHsI 3ATpoMOonara y mamueHToB B Bo3pacte 3—17 mer ¢ WTII,
IOJIy4aBIINX paHee Tepanuio, Obliia oleHeHa B 2 uccienoBanusax. [Ipodunb mobouHsIx peakuuit
ObUI COIIOCTAaBUM C TaKOBBIM Y B3POCIIBIX C HEKOTOPHIMU JOIOJIHUTEIbHBIMUA HEKeJIaTeIbHbIMU
peakuusMu. JlonoaHUTENbHBIE HEXKEIAaTeIbHbIE PEaKMM y MallMeHTOB B Bo3pacTte 3—17 ser c
WTII npuBenens B Tabmurie 8.

THayuenmui ¢ xponuueckum BI'C, conpogoorcoarowumes mpomoboyumonenueu

bezonacHocTe mpumeHeHus saTpoMOomnara Obuia omeHeHa y 1520 B3pocibIx MALMEHTOB B
2 KOHTPOJMPYEMBIX HCCIECIOBAHUAK, BKIIOYAas JaHHbIE MAIMEHTOB, IOJYYaBIIUX paHee
antpoMOonar B NpenpoTUBOBUPYCHOM (pa3e ieueHusi, 1 ObUIM BIOCIEACTBUN PaHAOMU3UPOBAHbI
B rpynny miane6o. B 2 KOHTponupyeMmbIX KIMHUYECKUX HMCCIEJOBAHUAX OBUTM BKIHOYEHBI
955 nanuenToB ¢ xponmueckuM BI'C, compoBoxnparommmcs TpOMOOIMTONEHHUEH, MOTydanu
Tepanuio saTpombonarom, u 484 mnaunmenta Obum B rpynne miarne6o. [lomHbiil cnucok
He)KelaTeJIbHbIX peaKlUii, OTMEUEHHBIX y NAIlMeHTOB ¢ XpoHnueckuM BI'C, conmpoBoxnatomummces
TpombonuTonexnueil, npuseaex B Tabnuue 9.

Tayuenmoi ¢ TAA, ne nonyuasuiue parnee npocpammHyI0 UMMYHOCYNPECCUBHYIO MEPAanUI0
be3onacHocTh mpuMeHeHus 3ATpoMOOIara COBMECTHO C JIOLIAJAMHBIM aHTUTUMOLUTAPHBIM
MMMYHOIJIOOYJINHOM U UIUKIOCIOPUHOM Y manueHToB ¢ TAA, He mnonydaBmIMX paHee
IIPOrPaMMHYI0 MMMYHOCYIIPECCUBHYIO TEpanuio (HalpuMmep, Tepanus aHTUTUMOLUTAPHBIM
UMMYHOTJIOOYJTMHOM, alleMTy3ymMal0 WM BBICOKME J03bI IHKIO(ochamuia), Obu1a OlEHEHa B
HEKOHTPOJIMPYEMOM KJIMHMYECKOM MCCIE0BaHUU C ydacTheM 154 manueHToB, cpeln KOTOPBIX
92 namueHTa TOJAy4YaJd KOMOMHUPOBAHHYIO TEPANUI0  AITPOMOONAroM, JIOMIAJMHBIM
QHTUTUMOLIUTAPHBIM MMMYHOTJIOOYJIMHOM W  IMKJIOCIOPUHOM. JUINTENBHOCTh — Tepanuu
coctaBisiia 183 nus, cpean HuX 83,7 % manuMeHTOB MOJydaiu Tepanuio Oosnee 12 mecsies.
ITonHBIN COMCOK HEXKENATEIbHBIX PEAKLNNA, OTMEYEHHBIX y NalneHTOB ¢ TAA, He moaydaBIInX

paHee MPOrpaMMHYI0 UMMYHOCYTIPECCUBHYIO Tepanuto, npusenaeH B Tabnuue 10.
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Ilayuenmut ¢ pe¢ppaxmeproii TAA

Be3omacHocTh mpUMEHEHUsT AITpoMOoIara MpU arlacTUYECKOW aHEMHUU TSDKEJION CTETeHU
TSXKECTU OLIEHMBAJIACh B OTKPBITOM HEKOHTpospyemoMm uccienoBanuu (N = 43), B KOTopoM
11 mauuenToB (26 %) neunnuch B TedueHue 6 MecsIeB, a 7 nanueHToB (16 %) nmonxydanu jeyeHue
O6onmee 1 roma. DBONBIIMHCTBO HEXKENATENBHBIX PEAKIUi, CBA3aHHBIX C MPUMEHECHHEM
antpoMOomnara, ObUIM CpeIHEH CTEMEeHH TSHKECTH C CaMOro Hadajia U PEelKo OTpaHUYHUBAIU
MPOBOAMMYIO Tepanuto. [ToHBII CIMCOK HeXeNaTeIbHBIX PEaKIIUi, OTMEYCHHBIX Y IMAIIUEHTOB C
pedpakrepnoit TAA, npusenen B Tabmue 11.

TabanuHoe pE3IOME HEXKENATEILHBIX PEAKINH

Hexenarenbubie peakiyu (HP), BeIsBICHHBIE B KIMHUYECKUX HCCIICAOBAHUIX, TIEPEUNCIICHBI B
COOTBETCTBHUH C IOPAKEHHEM OPTaHOB U CUCTEM OPTaHOB U 4acToToi BcTpeyaemoctd (MedDRA).
YacroTa BCTpeuaeMOCTH OMpeAeNseTcss cleAyromuM oOpa3oM: odeHb vacto (> 1/10), ugacto
(>1/100, 1O < 1/10), HEwacto (> 1/1 000, Ho < 1/100); peako (= 1/10 000, Ho < 1/1000); oueHb
penxko (< 10 000); ugacrora Heus3BecTHa (HA OCHOBAHMM HMEIOIIMXCS JAHHBIX OIICHUTH
HEBO3MOXHO). Kareropun 4actoTsl cOpMHUpPOBAaHBI HA OCHOBAHUH KIMHUYECKUX MCCIECTOBAHUI
mpernapara U MOCTPEruCTPALIMOHHOTO HAOIIOICHHUS.

Tadiauuna 7. HexesaTeibHbIe peakuMu y B3pocibIx ¢ XxpoHudeckoin UTIT

He:kenarenbHble peakuuu KouunuyecTBo Yacrora
NaluMeHToB, % BCTpe4aeMoCTH

Hugpexyuu u unsasuu
dapuHTHUT 4,2 JacTo
JKenyoouno-kuweunvle Hapyulenus
Huapest 12,6 O4Y€Hb YacTo
TommHoTa 11,1 OYEeHE 9acTo
PBora 7,3 4acTo
CyxocTb cnuzucToit 060104ky nosnoctu pra | 0,9 HEYacTo
Hapywenus co cmoponul opeana 3perus
Karapaxra 5,0 4acTo
Hapywenus co cmoponul neuenu u dicenuesble00auyux nymetl
IloBemmenue aktuBHOCTH AJIT 10,5 OYEHb YacTO
I'unepOunupyounemust 1,8 4acTo
IToBenmenue aktuBHocTd ACT 9,7 4acTo
JlexkapCcTBEHHOE MOpaKeHUE TICUCHU 0,1 HEYacTo
Hapywenus co cmoponul Kodicu u NOOKONCHbIX MKAHeL
Anonenus 3,0 4acTo
Koxxnag chinb 7,5 4acTo

HapymeHuﬂ CO CmMOpPOHbL MblwellHOIZ, CKeNemHOU U COeOUHUMEbHOU MKAHU

Bose B cinae 10,5 O4Y€Hb YacTo
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KocTHO-MblmeyHass 6o (BKarodas Gons B|| 3,7 ' H-ITEHME “qja'a‘bt HOCTE 000
TpyAHON KIJIETKE KOCTHO-MBIIIIEYHOT'O
Xapaxkrepa)
Muanrus 4.2 4acTo
Hapywenus co cmoponwl cocyoos
TpoMO03MO0IMYECKHE OCITIOKHEHUS 5,5 4acTo
TpomOoTHUeckass MUKpOAHTHOTIATHS ¢ OCTpoit | 1,2 4acTo
MOYCYHOM HEAOCTAaTOUYHOCTHIO

Taxxe OTMEYaInCh TONIOJHUTEIIbHBIE HEKEIIaTENIbHBIE JIEKAPCTBEHHbIE peakuuu y neren ¢ UTIIL

Taouauna 8. lonmoiHuTeILHBIE HeXKeJIaTeabHbIe peakuuu y aereid ¢ UTII

HexenaTeabHble peaknuu

KoaudecTBoO
namueHToB, %

YacrToTa
BCTPE4aeMOCTH

Hugpexyuu u unsasuu

Wudekunn BepXHUX AbIXaTEIbHBIX MyTeH

25,7

O4YCHBb 4aCToO

Hazodapunarur

15,8

O4YCHBb 4aCTO

Hapywenus co cmoponul ovixamenvHotl cucmemsl, 2pyOHOU KIemKU U CpedoCmenus

Kamens 13,5 OYE€Hb 4aCTO
Bonb B porormorke 9,4 4acTo
Punopes 41 4acTo
JKenyoouno-kuweunvie HapyueHus

AoOnoMuHanbHas 006 17,5 O4YEHb YacTo
3y0OHas 60k 58 9acTo

Obwue paccmpoiicmea u HapyuleHus 8 Mmecme 66e0eHUs

JIuxopanka

18,1

O4YCHBb 49aCToO

Tabiuuma 9. HexeaaTeJbHble peakUUM Yy NANUEHTOB ¢ XPOHUYECKHMM BHPYCHBIM

rematurom C

HexenareabHble Pe€aknuu

KoauuecTBO
nanueHToB, %

YacrToTa

BCTPEYaEMOCTH

Hapywenus co cmopoHul kposu u tumgpamuueckoii cucmemvl

Anemust ‘ 30,6 ‘ OYEeHB YacTo
Hapywenua memabonuzma u numarnus

CHIKEHHE alleTnTa ‘ 14,4 ‘ OYEeHE 9acTo
Hapywenus co cmoponul HepsHoti cucmembi

T'onosuas 6016 ’ 22,2 ’ OYEHb YacTO
Hapywenus co cmoponwl opeana 3penus

Karapakra ‘ 2,4 ‘ qacTo

Hapywenus co cmoponul OvixamenvHoti cucmemsl, 2pyOHOU KIemKU U Cpe0oCmeHUs

Kamrens ‘ 11,8 ‘ O4Y€Hb YacTo
JKenyoouno-kuwieunvie HapyueHus

TomnoTa 17,7 OYEHb YacTO
Huapest 15,5 O4Y€HBb YacTo

Hapywenus co cmoponul neuenu u srcenuesbi8ooauux nymeti
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[unepOunpyoHHEMUSE 6,4 |TITEHVE g T T MUY
[Topaxenue nmeueHn 0,7 HEYACTO
JlekapCTBEHHOE NMOPAKECHHUE NIEYEHU 2,1 4acTo
Hapywenus co cmoponul kodicu u noOK0N*CHbIX MKAHel
KoxxHb1it 3y1 12,2 O4Y€eHb YacTo
Anonenus 7,0 4acTo
Kosxnag ceinb 7,3 4acTo
Hapywenus co cmoponwvl mbluieunotl, ckeiemHoul u cOeOUHUMENbHOU MKAHU
Muanrus 11,2 O4Y€eHb YacTo
Obwue paccmpoiicmea u HapyuieHus 8 mecme 66e0eHUs
[ToBbIIEHHAST yTOMJISIEMOCTH 26,1 O4Y€Hb YacTO
JIuxopaska 25,0 OYEHb 4acCTO
O3H00 11,8 O4Y€eHb YacTo
AcreHus 13,2 O4YEHb YacTo
Otek 1,3 4acTo
['punmonono00HbIi cHHAPOM 16,4 OYE€Hb YacTO
Hapywenus co cmoponul cocyoos
TpoMOoaMboIHYECKHEe ociiokHeHus | 2,1 4acTo
(BKITFOYAst TPOMOO3 TOPTATBHBIX BEH)

Tadauna 10. HexenareabHble peakuuu y mnanueHToB ¢ TAA, He mosy4aBIIMX paHee

NPOrpaMMHYI0 MMMYHOCYIIPECCHBHYI0 TepaNuio

HexesaTenbHbIe peakuuu KoimmuectBo Yacrora
NMaNMeHToB, % BCTPEYaEeMOCTH

JKenyoouno-kuweunvle Hapyulenus
TommnoTa 4,3 4acTo
Huapest 3,3 4acTo
AbGnoMuHanbHasg 00JIb 3,3 4acTo
Hapyuwenus co cmoponbl Kodicu u NOOKONCHBIX MKAHeEl
Koxnas chinb 7,6 4acTo
Jlucxpomus, BKIIOYasi TUIIEPITUTMEHTAIUIO 54 4acTo
Hapywenus co cmoponul neuenu u dicenuesble00suyux nymeil
IToBeimenue aktuBHoCcTH AJIT 29,3 O4Y€Hb YacCTO
IloBemmenue aktuBHOCTH ACT 17,4 OYEHb YacTO
I'unepOunupyounemMus (Bxumrouas | 17,4 OYEHb 4acTO
KENTYIIHOCTH CKIIEP)

Bo3HUKHOBEHHE HOBBIX WM YCYryOJeHHEe UMEIOUIMXCS JIabopaTOPHBIX MOKazarened (QyHKIUU
neuyeHu (crenenu 3 u 4 no mxkane CTCAE; CTCAE=0O0mas TepMUHONIOTUS KPUTEPUEB IS
OLIEHKM HEeXeJaTeJIbHbIX SBICHUH) y MallMeHTOB, MPUHUMAIOIINUX JITpoMOonar, 0TMe4aioch B
15,2 % u 2,2 % cnyuaeB no nokazatento ACT, B 26,4 % u 4,3 % cinyuaeB no nokazarento AJIT,

12,1 % u 1,1 % ciny4aeB 1o mokasareinto OUIupyOruHa COOTBETCTBEHHO.
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Temu (MOCNELOBATENLHOCTL

Orenka 6e30nmacHOCTH MpHeMa ITpoMOoIiara y marreHToB B Bo3pacte 2—17 et 0oCHOBBIBAaeTCS
Ha pe3yibTaTaX HEKOHTPOIUPYEMOTO IOCIEI0BATEILHOIO HCCIEA0BaHUA 37 TAlMEHTOB:
2 MaIMeHTOoB B Bo3pacte 2—5 ser, 12 manueHToB B Bo3pacte 6—11 jeT u 23 manueHToB B BO3pacTe
12—17 ner. Ilpoduip Ge3omacHOCTH TpreMa daTpoMmbonara y AeTeil COOTBETCTBOBAI TPO(IITIO
0€301aCHOCTH 15 O0IIEH MOMYJISIHH.

Llumozenemuueckue anomanuu

B HexoHTponupyeMoM HcclieIoBaHnH y maueHToB ¢ TAA, He mony4yaBIIMX paHee IPOrpaMMHYIO
MMMYHOCYTIPECCUBHYIO TEpamnuio, MPOM3BOAMIACH AaclHpalusi KOCTHOIO MO3ra ¢ IENblo
JABHEHINEro IUTOreHEeTHYeCKoro aHanuza. Bo Bcem ucciepoBanuu y 15 w3 153 (10 %)
NAlUEHTOB IMpoM30lLIa KiIOHajdbHas sBoytouud. Cpenu 15 manveHToB, y KOTOPBIX OBbLIU
OTMEUYEHBI IUTOTEHETUYECKIE aHOMAJINH, Y 7 MAallMeHTOB OTMEYaach yTpara 7-il XpoMOCOMBI, B
6 cimyyasix U3MEHEHHUs MPOoU30LUIH B TeueHue 6,1 mecsana. Takke y 4 MalMeHTOB OTMEYalHCh
XPOMOCOMHBIC a0deppaliy HEesSCHOTO IreHe3a, a y 3 OblIa oTMedeHa yrpaTta 13 XpoMOCOMBI, 4TO
CUHMTACTCS XOPOIIMM IPOTHOCTHYECKUM (HAaKTOPOM TIPH aIIaCTHYECKOH aHemuH. Takxke y
1 narnenTa ciycTs IATh JIET MOCJe Tepanuu ObLIO MPOBEACHO UCCIIEIOBAaHHE KOCTHOTO MO3Tra, B
pe3ynpTaTe KOTOporo Obula OTMEYEHa JUCIUIa3Usl C  TOBBIIICHHBIM  COJEp)KaHHUEM
MApeHXUMATO3HBIX KJIETOK C MOTeHIHaIbHBIM pa3zButueM MJIC. B Kkoropre NamweHTOB,
MPUHUMABIIUX ATpoMOONAr, y 7 MalnnueHToB ObUIM OTMEUYEHBI IIUTOTCHETHYSCKIE aHOMAJHH, Y 4
U3 HUX ObUIa OTMEuYeHa yTpara 7-il XpoMOcOoMbI B TeueHue 6,1 mecsma. Ocraercss HEsICHBIM,
MPOU3OIUIN JIK 3TH U3MEHEHHUS M3-32 OCHOBHOTO 3a00JEBaHUS, UM MPUUYUHON TOMY SIBUJIOCH
MPOBEJICHIUE MMMYHOCYIIPECCUBHOM Tepariy |/Wii TprueM dTpomoborara.

Ta6auna 11. HexkeniaTe/ibHble peakiiu y NalueHToB ¢ pedpaxrepHoii TAA

HexesaTenbHbIe peakuuu KosnnuectBo Yacrora
NMaNMeHToB, % BCTPEYaEeMOCTH

Tcuxuueckue Hapywenus
Beccoununa 12,0 O4Y€Hb YacTo
Hapywenus co cmopoHul nepeHoll cucmembl
I'onoBHas 6o1b 20,9 OYEHb 4aCTO
I'onoBokpyxenue 14,0 OYEHb 4acTO
Hapywenus co cmoponul opeana 3penus
Karapaxkra 2,3 4acTo
Hapywenus co cmoponul 0bixamenvbHou cucmemsl, 2pYOHOL KIeMKU U CPe0oCHeHUs
bonb B porornorke 14,0 OYEHb 4acTO
Kamens 23,3 OYEHb 4acTO
Punopes 11,6 O4Y€Hb YacTo

KenynouHo-KHIIeUHbIE HAPYLICHUS

TomnoTa 32,6 OY€eHb YacCTO
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Jluapest 20,9 |MOCAEATER i o T005]
AOnomuHaIbHas 00iIb 11,6 O4Y€Hb YacTO
Hapywenus co cmoponul neuenu u scenuesbleo0auux nymeti

[ToBbIIICHNE aKTUBHOCTH TpaHCAMHUHA3 11,6 OYEHb YaCTO
IMunepOunupyouHeMust 47 4acTo
Hapywenus co cmoponul kodicu u n0OKON#CHbIX MKaAHelU

Kosxnag ceinb 7,0 4acTo
DKchONMMATUBHBIN 1epPMATUT 4acTo
MmuorogopmHas s3putema 4acTo
Hapywenus co cmoponul mvluieunotl, ckeiemHou u cOeOUHUMENbHOU MKAHU
ApTtpanrus 11,6 OUYE€Hb 4acCTO
Boip B koHEUHOCTAX 18,6 O4Y€Hb YacTO
MEILIEYHBIN ClIa3M 11,6 O4Y€eHb YacTo

Obwue paccmpoticmea u HapyueHus 8 mecme 86€0eHs.

[ToBbIlIEHHAS] YTOMIISIEMOCTD 30,2 O4YEHb YacTo
Jluxopazaka 14,0 O4Y€Hb YacTO
O3100 12,0 OYEeHb 9aCTO

B HeKkoHTpoIMpyeMOM OTKPBITOM HCCIEIOBAaHMM Y THauueHToB ¢ pedpakrepHoit TAA
IPOM3BOIMIIACH ACIIUPALM KOCTHOTO MO3Ta € LeNbI0 JaIbHEHIIEro HUTOr€HETHUECKOro aHaIu3a.
VY 8 mauMeHToOB OTMEYAJINMCh HOBBIE LIMTOT€HETMYECKHE aHOMAJIMM, BKIIIOYas 5 MALUEHTOB, Y
KOTOPBIX OTMEYAIMCh U3MEHEHHUS B 7-U XPOMOCOME.

Tlocmpezaucmpayuonnvle uccredosanus (vacmoma Heu38ecmua)

[Tpu mpumeHeHuM snTpomMOoONara B MOCTPETUCTPALMOHHOM MEpPHOJie ObUIN 3aperucTpUpOBaHbI
CIIEIYIOIINE HEXKENATEIBHBIE PEAKLINH.

CaeneHus 0 HUX ObUIN MOJTYYEHBI U3 CIIOHTAHHBIX COOOIIEHUH, a TaKk)Ke ObUIN 3apEeruCTPUPOBAHbI
B KaueCTBE CEPbE3HBIX HEKEATENIbHBIX SIBICHUN B peecTpax, UCCIET0BAHUAX, CTIOHCUPOBAHHBIX
uccleioBaTenaeM, KIMHUKO-(hapMaKoJIOTHYeCKUX HCCIIEJOBAHUSAX U TIOMCKOBBIX HCCIIEIOBAHUIX
IIPY IPUMEHEHNH 110 HEYTBEPKAEHHBIM MTOKa3aHUAM. [I0CKOIBbKY HEBO3MOKHO OLIEHUTH YacTOTY
BCTPEUAEMOCTH HEXKENATEIbHBIX PEaKUil TOCTOBEPHO, TaK KaK JaHHbIE COOOIEHUS MOCTYNAIOT
CIIOHTAHHO W3 MOMYJIALNUY MTallMEHTOB HEOIPEIETICHHOTO pa3Mepa, MOJydYeHHbIE He)KenaTeIbHbIe
peakiuu ObUIH OIpe/IesIeHbl KaK HEM3BECTHBIE (110 YaCTOTE BCTPEYAEMOCTH).

Hapywenus co cmoporbl Kodicu 1 NOOKOICHBIX MKAHE

Hapymienne okpacku KOKHBIX TOKPOBOB™

* — oOpaTuMoe HapylIeHHE OKpAacKH KOXKHBIX MOKpPOBOB, BKJIIOYasl THIEPIUTMEHTALHUI0 U
(OKENITYIIHOCTBY», OTMEYAJIOCh Yy TMAallMEHTOB, IOJIyYaBIIMX >3JATpoMOOINar B CYTOYHOH J03e,
npesbimaromied 100 mr. B yactHOCTH, HapylIeHHE OKPACKH KOXHBIX IOKPOBOB OTMEUAIOCh Y
MalMeHTOB, TMOJYYaBIIUX BBICOKHME 03Bl JnTpomOomara mo moBoay TAA, a Takke IO

He3aperucTpupoBaHHOMY nokazanuto npu MJIC.
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(NOCNEQOBATENLHO n:f'. 0006)

OmnmcaHne OTASTBHEIX HEKEIATSIbHBIX PEaKIIH

Tpombomuueckue/mpomoosMoOIUYECKUE OCTONCHEHUS

B 3 xoHTpOIMpYyeMbIX U 2 HEKOHTPOJIHPYEMbIX KIMHUYECKUX HCCIICTOBAHMIX CPEIU B3POCIBIX
nanueHToB ¢ Xxponundeckoit UTII, momydaBmmx sntpomobomnar (n = 446), y 17 manueHTOoB OBLIO
BBISIBIICHO B OOIIECH CIOXHOCTH 19 TpoMOOTHYECKHX/TPOMOOIMOOINYECKUX OCIOKHECHUMH,
KOTOpBIC BKJIIOYANIM B ceOst (B MOpsake yObIBaHMs) TpoMOO3 TriIyOOKHX BeH (n = 6), IerodHas
amObomus (n = 6), ocTpsIil HH(pAPKT MUOKapa (n = 2), uepedpanbHbIil HHPApKT (n = 2), SMO0IHA
(n=1).

B mnanebo-koHTpomupyeMoM uccienoBaHuu (n = 288, momyssius Ajs OLIeHKH 0e30M1acHOCTH)
CIycTs 2 HEeJIeH MMOCIe MPOBEICHHON Teparyy MPU MOrOTOBKE K MHBa3UBHBIM MpoIeIypaM y 6
u3 143 (4 %) B3pOCHBIX MAIMEHTOB C XPOHUYECKUM 3a00JICBAHHUEM II€UEHHU, MOJTYyYaBIINX
aaTpoMOonar, ObUIM OTMEYEHBI 7 TPOMOOTHYECKHX/TPOMOOIMOOIMYECKHX OCIOKHCHUM
MOpTaNbHON BEeHO3HOMU cuctembl U 2 u3 145 (1 %) mauueHToB B rpymme mianedo coooumumm o
3 TPOMOOTHUYECKUX/TPOMOOIMOOTHUECKUAX OCTIOKHEHUSX. Y MATH U3 6 MalMEeHTOB, TOTyJaBIIHX
antpombonar, OBUITM OTMEYEHBI TPOMOOTHUYECKHE/TPOMOOIMOOIMYECKHE OCIOXKHEHUS TpU
ypoBHe TpomboruToB > 200 000/MKI.

Cneunduueckux (akTopoB puCKa Yy TMalUMEHTOB C BO3HUKIIMMU B XOJE Tepanuu
TPOMOOTHYECKUMH/TPOMOOIMOOTNIECKUMHU  OCTIOKHEHUSAMH, 32 MCKIIOYEHHEM KOJHYECTBA
TpoMOo1uTOB > 200 000/MKJI, BBISIBIIEHO HE OBLIO.

Paszsumue mpomboyumonenuu nocie npekpaweHus ieuyeHus

B 3 xonTponupyembix uccienoBanusax y mnamueHTtoB ¢ MTII nabmionanocs KpaTKOBpEMEHHOE
CHI)KCHHE KOJIMYECTBA TPOMOOITUTOB 10 3HAYCHHWH HIDKE HMCXOMHBIX Yy 8 % TarueHTos,
NPUHUMABILINX 3ATpoMbonar, 1y 8 % manueHToB rpymnmnsl miamedo.

Llumozenemuueckue anomanuu

B HecpaBHUTENBHOM OTKPBITOM HCCJEIOBAHUHM y MalUEeHTOB ¢ TAA ompenensnn Haludue
[UTOTCHETUUYECKNX OTKJIOHEHWH B aCHUpPAIlMOHHBIX OMomnTarax KocTHoro mosra. ¥ 8 (19 %)
MAIUEHTOB OBLTN BIIEPBBIE OOHAPY)KCHBI ITUTOTCHETUYECKUE aHOMAJIMH, U3 HUX y 5 MalMeHTOB
Obun M3MeHeHHst B 7- xpomocome. B nByx uccnemoBanmsx (ELT116826 u ELT116643)
[IUTOTEHETHYECKHUE aHOMAaNH Obun oOHapyxkeHbl y 4 u3 28 (14 %) u'y 4 u3 62 (6 %) manueHToB
B Ka)XKJIOM HCCIICZIOBaHUH.

T'emamonozcuueckue 310xkauecmeenHvle HOB00OPA308AHUS

B HecpaBHUTENIBHOM OTKpBITOM wuccienoBannu y Tpex (7 %) mnamwentoB ¢ TAA Obin
muarHoctupoBad MJIC mocne TpoxoxAeHHs Kypca JedeHus osnrpomOomarom. B aByx

uccinenoBanusx (ELT116826 u ELT116643) y 1 u3 28 (4 %) u 'y 1 u3 62 (2 %) nanueHToB ObLI
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JTUarHOCTHPOBAH MHUEJIOIUCIUIACTHYCCKUN CUHIPOM ( MZ@’; MJHEQC;&IJ g{ﬁ'&ﬂémﬁm SIeHTko3 B

KaXXJ10M HCCJIICAOBAHHH.

COOGH.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxno COO6I_HaTB 0 IIOJO3PE€BACMBIX HEXKCIATCIBHBIX PEAKIUAX II0CJIC PErucTpaiuu
JICKApCTBCHHOT'O IIpfriapaTra C LECJIbIO obOecrieyeHus HEMIPEPBIBHOI'O MOHUTOPHHI'a COOTHOIICHUSA
«I10JIb3a — PHUCK» JICKAPCTBCHHOI'O IIpcriapara. MeauIuHCKUM pa60THI/IKaM PECKOMCHAYCTCA
COO6H_IaTB 0 JIFOOBIX IoAO3pCBACMBbIX HCKCIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O IIpCriapara
Yepe3 HAlMOHAJIBHBIC CUCTEMBI COO6H.[€HI/I${ 0 HCXKCJIATCIbHBIX PCAKIUAX IOCyaAapCTB — YJIICHOB

EBpaSHﬁCKOFO 9KOHOMHUYECCKOI'o COro3a.

Poccuiickas @enepanus

®OenepanibHas ci1yx0a 1Mo Ha3opy B cdepe 31paBOOXpaHEHUs

Anpec: 109012, r. MockBa, CnaBsiHcKasi 1iomiaib, a. 4, ctp. 1

Tenedon: +7 (800) 550-99-03

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

Caiir B UHGOPMAITMOHHO-TEIEKOMMYyHHUKAITIOHHOM ceTu «MHTEepHETY:!

http://www.roszdravnadzor.gov.ru/

4.9. Ilepexo3upoBka

CuMOTOMBI

B Xoxe KIMHMYECKMX MCCIENOBAaHUM 3aperuCTpUpOBaH OJUH CIIy4ad NEpEeNO3UPOBKH, KOrza
nanueHT npuHsaa BHYTph 5 000 mr antpombonara. [Ipy 3ToM oTMedaIuch Cleayonne CHMITOMBI:
HEpacIpOCTpaHEHHAasl Cblllb, TPAH3UTOpPHAs Opaaukapaus, YTOMJISIEMOCTh U TOBBIIICHUE
aktuBHOCTH AJIT n ACT. depmenTsI neueHu, U3MEPEHHBIE MEXAY 2 U 18 qHEM mocie npuema
0003HaueHHOH J103bI NTpoMOoOIara, AOCTUININ npeBbimieHus B 1,6 paza BI'H nokasarens ACT, B
3,9 pa3 — nmokazarens AJIT u B 2,4 pa3a — oOmiero 6mnupyouna. KonnuectBo TpoMOOIIUTOB
cocraBisuio 672 000/mkn Ha 18 neHp mociie mpueMa 00O3HAYEHHOW J03bI, & MaKCUMaJIbHOE
KOH4ecTBO TpoMOomuToB coctaBisiio 929 000/mkn. Bce cumnTombl OblTH paspeleHbl 0e3
OCJIO’)KHEHUH B XOJI€ TEpAIHH.

Jleuenue

B cnyuae nepeno3upoBKH BO3MOKHO 3HAYUTENbHOE YBEJIMUYEHNE KOJUYECTBA TPOMOOIIMTOB, YTO
MOXET TPUBOJUTH K TPOMOOTHYECKUM/TPOMOOIMOOIMUECKUM OCIOKHEeHUsAM. B  ciyuae
NEPEO3UPOBKHU CIEAYET PACCMOTPETh BONPOC O NMPHEME BHYTPH IPENApaToOB, COAECPIKAIIUX
KaTHOHBI METAIIJIOB, HAIIPUMEP, KaJIbLIMS, ATFOMUHMS UM MAarHus, 111 YMEHBIIEHHsI BCaChIBaHUS
antpombomnara. Cienyer THIAaTeIbHO KOHTPOJIUPOBATh KOJIUYECTBO TPOMOOIIUTOB.

Jleuenune >aTpoMOONAaroM BO30OHOBIISIOT B COOTBETCTBUU C PEKOMEHAALUSMHU IO PEKUMY

JI03UPOBAHUSI.
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COOTBETCTE

i e
[TockonbKy MOYeUYHAsT SKCKPEIHsS HE SBISICTCS OCHOBHEM TIQIT&/[ BLrBeﬂelli ampo otiara,

KOTOPBII aKTUBHO CBSI3BIBACTCS C OENMKaMH IJIa3Mbl KPOBH, BEPOSITHEE BCETO, TE€MOJIUANIN3 HE
aBnseTcs PQPEKTUBHBIM METOAOM CYIIECTBEHHOTO YCKOPEHHs BBIBEJCHHS diTpomOomara u3

OpraHu3ma.

S. ®APMAKOJIOTTYECKHE CBOMCTBA

5.1.  ®dapmakoaMHaMHYecKHe CBOIiCTBa

dapmakoTrepaneBTHUECKasi TpyMNa: TI'eéMOCTaTHUECKue CpeicTBa; BuTamMMH K u  1apyrue
reMOCTaTUYECKUE CPEICTBA; APYrHe reMOCTaTHYECKHUE CPEICTBA CHCTEMHOIO IEHCTBHSL.

Koxg ATX: B02BX05

Mexanusm ngeiicTBus

Tpom6omnostun (TPO) — 3T0 OCHOBHOM IMTOKHH, KOTOPBHII MPUHUMAET y4acTHE B PEryJsuu
MErakapuornos3a M BbIpa0OTKE TPOMOOLMUTOB; OH SIBISETCS SHAOTCHHBIM JUTAHIOM IS
peuenropa tpomoOomnostuHa (TPO-R). Dnrpombomnar B3ammMonelcTByeT ¢ TpaHCMEMOpaHHBIM
JOMEHOM desoBeueckoro perentopa TPO-R u uHMIMHpyeT Kackaj Mepegavyd CUTHaa,
HallOMUHAOIMUA TakoBOM [1yisi  sHAoreHHoro TPO, uyrto compoBoxkaaeTrcss WHIyKUUEH
npoiudepannu u 1uddepeHIIPOBKH MEraKapuoOUTOB U KIETOK-TMPEAIIECTBEHHUKOB B KOCTHOM
MO3re.

dapmakoagnaammudeckue YO HEeKTol

Onrpombonar otianyaercs or TPO ¢ Touku 3peHus BIMSHUS Ha arperaunuioo TpomOouuTtos. B
otanuue ot TPO BozaeiicTBue anTpoMbonara Ha TPOMOOIMTHI 37J0POBOTO YEIOBEKA HE YCUITMBAET
arperanuio noj aeicrsuem aaeHosuHaupocdara (AJP) u He cTUmMynupyeT sKcmpeccuro P-
CEeJICKTHHA. DNTpOoMOOIIar He MPEMATCTBYET arperaiuu TpoMOOIMTOB 1o aeiicteuemM AJ{D unu

KoJI1arcHa.

5.2.  (dapmMaKoKHHeTHYeCKHe CBOHCTBA

[TapameTrps! (hapMaKOKMHETHKH 3JITpOMOOIIara pu NPUMEHEHUH Y B3pOCIIbIX C UANONATHYECKON
tpombouuronenuen (MUTII) npencraBiens! B TaOIUIE HUXKE.

Tadauma 12. CpeaHue reoMeTpuuYecKHe 3HAYeHHsl IUIa3MEHHBIX MAapaMeTpoOB

(papMaKOKHHETHKH 3I1TPOMOONIara B paBHOBECHOM cOcTOsiHMH Y B3pocabix ¢ UTII

Cxema jieyeHust KoimuectBo | MakcumajibHas ILnomans mox
3JTpOMOOIIArOM NalUEeHTOB | KOHUEHTpauusd, (papmakoKHHeTHYECKOMI
Cmax, MKI/MJI KPHMBOil «KOHIeHTPalus—
Bpemsi», AUC(0-1), MKT X 4/MJ1
50 mr ogmH pa3 B | 34 8,01 (6,73;9,53) | 108 (88; 134)
CYTKH
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75 mr omuH pa3z B | 26 12,7 (1

CYTKH

®apMaKOKMHETUYECKUE MapaMeTpbl 3ATpoMmOoIara y MalMeHTOB ¢ BUPYCHBIM remarurom C
YKa3aHbl B TA0JIHIIE HUXKE.
Taoauna 13. CpenHue reomerpuyeckue 3HaYeHHs] (PapMaKOKMHETHYECKUX MapaMeTpoB

3J1Tp0M60Hal"a B IlJIa3M€ KPOBU B PAaBHOBECHOM COCTOSIHHUM y MAIMEHTOB ¢ XPOHHYECCKUM

BI'C

Jo3a a1Tpombonara KoanuecTBO Cmax, MKI/MJI AUC(0-1), MKT X 9/MJ1
(oauH pa3 B CyTKH) NAIUEeHTOB

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

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

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

100 mr 96 19,19 (16,81; 21,91) 354 (304,411)

3nauenuss AUCpr #u Cmax 10 JaHHBIM  PETPOCIEKTHBHOIO  MOIMYJSIIMOHHOTO

(hapMaKOKMHETHYECKOTO aHAIHM3a

®apMaKOKMHETUYECKHUE [TapaMeTphl dATpoMOoIIara rnocjie npuema sarpomoornara y 45 naiueHToB
¢ Tskenod  arutactuyeckod — aHemueil  (TAA), He NpUHUMABIIMX  IPOrPAMMHYIO
MMMYHOCYTIPECCUBHYIO TE€PANHIO, YKa3aHbl B TaOIHUIE HIKE.

Tadimna 14. Cpeanue reomerpuuyecKue 3HAYEHUsl MNOKasaTededl (GapMaKOKHHETHKHU
aTpoMbonara B mjia3Me KpoBu y nauueHToB ¢ TAA, He mosry4aBIIMX paHee NPOrpaMMHYIO

HMMYHOCYNIPEeCCHBHYIO Tepanuio

Jo3a 3nTpombonara | KouaunyecTtBo Cmax, MKI/MJI AUC(0-1), MKr X /M1

(oguH pa3 B CYTKH) NalueHTOB

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

Cmax 2aTpomMbonara B mjia3Me KpOBU JIOCTUTaeTcsl uyepe3 2—6 4 acoB MOCie MpUeMa BHYTPb.
OnHOBpeMeHHBIH pHUeM 3ITpoMOoNara ¢ aHTaluIaMu U APYTUMH IPOJYyKTaMHU, COepKallluMu
NOJIMBAJICHTHbIE KaTHOHBI (HAampUMep, MOJIOUHBIE MNPOIYKTHl W MHHEpaJbHblE J00aBKH),
3HAYUTEIHHO CHIKAET IKCIIO3UIIUIO dIITpoMOoTiara.

AOcomroTHass OMOIOCTYITHOCTh AJITpOMOOIIara mpy ImpreMe BHYTPh He Obuta yctaHoBiieHa. Ha
OCHOBAHMHU TOKa3aTeJied BBIBEIEHUS MOYKAMHM M aHaluW3a MeTaOOJMTOB, BBIBOAMMBIX dYepe3
KUIIEYHHK, TOKAa3aHO, YTO PacyeTHbIE 3HAUE€HUS BCAChIBAHUS IMPOU3BOIAHBIX 3JATpoMOOara nocie
NEepOpaTbHOrO MPUMEHEHHS B OJJHOKPATHOW J103€ 75 Mr cocTaBuiio He MeHee 52 %.

Pacnopenenenune

DnTpomMOoINar B BRICOKOM CTENEHH CBS3bIBACTCS ¢ OeNKaMH IJ1a3Mbl KpOBHU denoBeka (> 99,9 %).
Ontpombomnar sBisiercs cyocrparom BCRP, Ho He siBisiercst cydcTparom P- rimkornporenHa wim

OATP1B1.
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Bbuorpancdhopmarimsg

DnTpomMbonar mpeuMyIecTBEHHO METa0OIU3UPYETCs MOCPEACTBOM PACIICTIIICHHS, OKHCICHUS U
KOHBIOTALlUK C TJIOKYPOHOBOM KHUCJIOTOWM, TJIyTAaTUOHOM WM LHUCTEMHOM. llo naHHBIM
HCCJIEIOBAHMS C METKOM pajOaKTHUBHBIM HM30TOIOM, Ha JOJII0 ATpombonara B mjia3Me KpoBU
npuxoauTcs okoio 64 % AUCo .

Bropocrenennple METa0OMUTBI, HA JOMIO KaXJAOro M3 KOTOPBIX mpuxoautcs meree 10 %
PaIMOaKTUBHOCTH B IIa3Me KPOBHU, OOpa3yrOTCs MyTeM TIIOKYPOHUIAIMU U OKucieHws. [lo
JAHHBIM HCCIIEOBAaHUS C MPUMEHEHHEM MEUEHOT0 PaJMOaKTUBHBIM HM30TOIOM 3JTpoMOorara,
YCTaHOBJIEHO, 4TO npuMepHO 20 % BBEJCHHON J03bl META0OIN3UPYETCS ITyTEM OKUCICHHUS.
HccnenoBanus in vitro mokazamu, uto CYPIA2 u CYP2CS8 sBusitoTcs u3opepMeHTaMHu,
OTBEYAIOITUMU 3a OKHCTTUTEIbHBIN MeTaboH3M, TOr/Aa KaK
ypumunaudochormokyponuntpanchepazst  UGTIA1 u  UGTIA3 - usodepmentamu,
OTBEUAIOLIMMHU 3a TIIOKYpPOHUJAIMio. B mporecce pacuiernyienus MOTYT NPUHUMATh y4acTHE
0akTepuy HUKHUX OTIEJIOB JKEIYTOYHO-KHIIIEYHOTO TPAKTa.

DJIMMHUHALHS

[Tocne BcacbiBaHusi saTpoMOOmNar MoABepraeTcsi akTUBHOMY MeTabonu3my. OnrpoMOornar
BBIBOJIUTCS IPEUMYIIECTBEHHO uepe3 KUIedHuK (59 %); nmpu atom 31 % obHapykuBaeTcs B MOue
B BHJIe MeTaOonuTOB. McxXomHOE BemecTBO (ATpoMOOIar) B HEM3MEHEHHOM BHJEC B MOYe
OTCYTCTBYeT. B HEM3MeHEHHOM BHJE uepe3 KUIIEUHUK BBIBOAUTCS okosio 20 % snarpombonara.
[lepuon nonyBbIBEIEHUS U3 TUIa3Mbl KPOBH COCTaBIIAET OKOMO 21 — 32 4.

Oco0bIe I'pynnbl HJaMCHTOB

THayuenmol ¢ napywenuem @yHKyuu nouex

[Tocne mprMeHeHus: OTHOKpaTHOM 10361 50 MT IIpenapara y HallMeHTOB ¢ HapylleHueM QyHKIUU
noyek Jerkoit crenean AUCo « antpombonara cHuxanach Ha 32 %, y MalMeHTOB ¢ HapyLIeHUEM
(GyHKLIMU TOYeK cpefHel creneHu — Ha 36 %, y MAaIMeHTOB ¢ HapyIIeHHeM (yHKIMH MOoYyeK
TsDKEToN cteneHn — Ha 60 % 1o CpaBHEHHUIO CO 3I0POBBIMU JOOPOBOJBIIAMU. Y TAIMEHTOB C
HapymeHneM (pyHKIIUU OYeK 0OTMEeYaaach TEHICHINS K CHIDKEHUIO SKCIO3HIINU ANITpoMOonara
B IUIa3M€ KPOBH, OJIHAKO Yy MAIMEHTOB JAaHHON KaTeropuu Obula BBISBIEHA CYIIECTBEHHAs
BapHabeTbHOCTh SKCIIO3UIUH 110 CPABHEHHIO C TAKOBOH y 3/I0POBBIX 10OpOBOJbIEB. [IpuMeHsTh
npenapar y TalWeHTOB JaHHOW KaTerOpHH CIEAYeT C OCTOPOKHOCTHIO TMOJI TOCTOSHHBIM
KOHTPOJIEM.

Iayuenmer ¢ napywienuem @yHKyuy nevenu

[Tocne onHOKpaTHOrO MPUMEHEHMs Mpernapara B j03e 50 Mr y HalMeHTOB ¢ IUPPO30M MEeUEHH
(mapymenue ¢pyaknuu nedenn) AUCo . antpomOomnara yBenmunBanack Ha 41 % y ManueHToB ¢

HapylIieHneM (pyHKIMY TiedeHu cinaboii crenenu, Ha 80 % — y MalueHToB ¢ HapylieHueM QyHKIuu
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TIEYECHHU CpeIHEN cTeneHu, U Ha 93 % y manueHTOoB C H‘H)VIHE-LEIQ’M %yﬁ%ﬂm J}m m;'ﬁénom

CTETIEHU 10 CPAaBHEHHWIO CO 3J0POBBIMH JOOPOBOJBIAMU. Y IALMEHTOB JaHHOW KaTeropuu
BBISIBJIEHA CYIIECTBEHHAs Bapua0EIbHOCTh AKCIO3UIMH 10 CPAaBHEHUIO C TAKOBOHM y 37J0POBBIX
JI0OPOBOJIBIICB.

Bnusinue Hapymenus GyHKUMU MedyeHH Ha (apMaKOKHMHETHKY 3ATpomoOoriara nmpu MOBTOPHOM
NPUMEHEHUH TIpernapara OLEHHBAJIOCh IOCPEACTBOM TIPYMIIOBOIO (apMaKOKMHETHYECKOTO
aHaim3a y 28 37J0pOBBIX B3POCIBIX JOOPOBOJBIIEB W 79 MalMEHTOB C XPOHUYCCKUMHU
3a0oneBaHusMU mneuyeHH. CorimacHO pe3ynbTaTaM JaHHOTO HCCIIEeIOBaHUS, y MAlMEeHTOB C
HUPpPO30M TedeHH (HapyuieHueM QyHKIUM TmedeHn) otMedeHo yBenuuenue AUC(o o
aTpomMOoOIIara o CpaBHEHUIO C TAKOBOM Y 3/I0POBBIX I00pOBOIIBIIEB, pu 3ToM 3HaueHne AUC o
1) BO3pacTallo ¢ yBeJIMUYeHHEM OaJUIoBbIX Mokasarenei no mkane Yaing—IIeto. [lo cpaBHeHMIO CO
3I0pPOBBIMHU TOOPOBOJBIIAMU Y MAIIMEHTOB C HApyLIIEHUEM (PYHKIIMH MEYEHH JIETKOW CTerneHU
AUC( ) satpombonara Obuta mpubmusutensHo Ha 87-110 % Beimie, a y MalMeHTOB ¢
HapylIeHrneM (QYHKITUU TICUCHU CPeIHEH cTeneHu — npuoau3uTenbHo Ha 141-240 %.
IIpumensarts npenapar y nauueHtos ¢ UTII n nuppo3om neyeHu ciaeayer ¢ OCTOPOKHOCTBIO MO
MOCTOSTHHBIM KOHTpoJsieM. Y marueHToB ¢ XxpoHnuudeckoit UTII u HapymenueMm GyHKIIUU MTEYSHH
JIETKOM, CpeJIHEH U TSKEJION CTEIIeHH TePAIUIo AITPOMOONIArom ciieyeT HaYuHATh CO CHUYKEHHOU
11036l — 25 Mr 1 pa3 B CyTKH.

AHaIOTUYHBIN aHaW3 OBUT MPOBENEH C ydacTheM 28 3M0pOBBIX B3POCIBIX JTOOPOBOJBIEB
635 manuentoB ¢ BI'C. VYV OoabIIMHCTBA HAaNMEHTOB MoOKaszarenabr no mkaiae Yang—IIbio
coctaBisia 5—6 6amioB. [1o qaHHBIM apMakOKHHETHYECKOro aHanu3a nanueHTsl ¢ BI'C numenu
6onee Bricokoe 3HaueHHne AUC(o ) 10 CPaBHEHUIO C TaKOBOHM Yy 3/10pPOBBIX J100pPOBOJIBIEB, MpPU
stoM AUC(0r) BO3pacTana ¢ yBeluueHueM OauioBbIX mokazarenei mo mkane Yaitna—IIero. Ilo
CpaBHEHMIO €O 3/10poBBIMHU J0OpoBoibiiamu y nanueHToB ¢ BI'C AUC g« sntpomOomnara Obl1a
BbIe npubauzutenbHo Ha 100—144 %. ¥V nmamuentoB ¢ BI'C Ttepanuto antpombonarom cieayer
HAaYMHATH C 0361 25 Mr 1 pa3 B CyTKH.

Paca

BrnusHue asuarckoil packl Ha (apMaKOKHMHETHKY JJITpoMOorara OIEHMBAIW MPH TOMOIIU
HOMYJSIMOHHOTO (hapMaKOKMHETH4YecKoro anaiauza y 111 310poBbIX B3pocibix (M3 HuUX 31 —
azuarckor pacel) u 88 manuentoB ¢ UTII (u3 Hux 18 — asmarckoit pacel). [lo gaHHBIM
dbapmakokrmHeTHYeCKOTO aHanu3a y mnarueHTtoB ¢ WUTII a3marckoii pacel (T.e. BBIXOMIIEB W3
Bocrounoii/FOro-Bocrounoit A3un), AUC o) anTpombonara Oblia npuMepHo Ha 87 % BblllIe, 4eM
y MaIMeHTOB He a3MaTCKOW pachl (MPEUMYIIECTBEHHO €BPOIIEOUIOB); TIPU 3TOM KOPPEKLUS 035l

10 Macce T€j1a HE NPOBOAUIACE.

36



COOTBETCTBYET 2K

ot 18.02 2025 N2

CMEPTHOMY OTUYETY

N3yuenne BIUSHHUS dTHUYECKOW TMPUHAIICKHOLTH K BIJIQ&M\?%:&%XE%%U&%J&%EM Ha

(bapMaKOKUHETUKY antpomOonara IIPOBOAMIIN c IIOMOIIIbIO MOMYJISILIUOHHOTO
(dapMaKOKMHETHYECKOTO aHanm3a ¢ ydactuem 635 marmuerntoB ¢ BI'C (145 mammentoB
BOCTOYHOA3MATCKOI'O MPOUCXOKICHHS U 69 ManueHTOB F0KHO-a3UaTCKOro Mpoucxoxaenus). Ha
OCHOBaHUU PE3yJbTAaTOB MOMYISIUOHHOTO (PapMaKOKHMHETUYECKOT0 aHaIl3a YCTAaHOBJIECHO, YTO Y
NAIMEHTOB BOCTOYHOA3MATCKOTO W FO’KHO-a3MATCKOTO MPOMCXOXACHUS HAOII0JaNach CXOAHAsS
dapmakokuHeTHKa snTpomMbonara. B cpeaHeM y ManmuMeHTOB BOCTOYHOA3MATCKOTO U FOYKHO-
azuarckoro npoucxoxiaeHuss AUC( ) antpomOomnara Obuia mpuMepHo Ha 55 % Bbilie 10
CPaBHEHHMIO C MalMEHTaMH JIPYTUX pac (IPEeUMYIIECTBEHHO €BPONEOUTHOM).

Lion

Bnusaue mona Ha papMaKOKUHETHUKY SATPOMOOIIara OIeHUBAIH PU TTOMOIIH TOMYJISIIIMOHHOTO
dapmakokuHeTHueckoro ananuza y 111 310poBbix 100poBosibLeB (M3 HUX 14 — KEHCKOTro IoJia)
u 88 mammentoB ¢ UTII (3 mHux 57 — sxeHckoro moina). [lo MaHHBIM MOMyISIUOHHOTO
dapmakokuHeTrueckoro anaimm3a AUC o) antpombonara y namueHTok ¢ MTII O6bu1a mpumepHO
Ha 50 % BblIIlIe IO CPABHEHUIO C TAKOBOW y AIIMEHTOB MYKCKOT'O 110J1a; [IPH 3TOM KOPPEKLIHUS 7103
[0 Macce Tela He MPOBOIUIIACK.

Bnusinue nona Ha apMakOKMHETHKY 3TpoMOoIara OleHHBAIN C TTOMOIIBIO MOMYISIIHOHHOTO
(hapMaKOKHMHETHYECKOTO aHam3a ¢ yuyactueM 635 namuentoB ¢ BI'C (260 — sxenckoro nona). ITo
pe3yabpTaTaM OleHKH ¢ momolnbto Moxaenu y skeHumH ¢ BI'C AUC (0. antpombonara Obuta Ha
41 % BbIIlIE IO CPABHEHHIO C TAKOBOH Y MY)KUMH.

Tayuenmoi noscunozo eospacma

BospactHble paznuums 1o (apMakOKMHETHKE 3iTpoMmOomnara OLEHUBAIM C IOMOIIBIO
HOMYJISIIMOHHOTO (papMaKOKMHETUYECKOT0 aHaJIN3a ¢ y4yacTHeM 28 370pOBbIX T0OpPOBOJIBIEB U
635 mauuentos ¢ BI'C B Bo3zpacte ot 19 1 0 74 ner. [1o pe3ynbTaTaM OLIEHKHU C TOMOIIBIO MOJIENHN
y NOXWiIbIX nanueHToB (> 60 set) AUC o) anTpombonara Obu1a Ha 36 % BBIIIE 10 CPAaBHEHMIO C
0oJsee MOJIOABIMU HAIIUEHTAMHU.

Jlemu cmapwe 1 200a

dapmakoKHHETHKA dATpoMOoIIara nocjie nprueMa BHyTpb OJIMH pa3 B CyTKHU M3ydeHa y 168 nereit
B Bo3pacTe crapiue 1 roga.

Kaxxymuiicss mia3MeHHbIN KIMpeHC 3ATpomMbonara mocjie npuemMa BHYTpb Yy MallMeHTOB JTaHHOM
KaTEropyuM BO3PACTAET C YBEIMYEHUEM MAcCChl Tejla. Y MalMEeHTOB a3MaTCKOW Pachl KaXyIIUHCS
IUIa3MEHHBIN KIIMPEHC CHUKEH npuMepHO Ha 30 %, Kpome TOro, CHI)KEHHME TaHHOTO MOoKa3aTels
Ha 20 % OTMEYEHO y MAalUUEHTOB JKEHCKOro mnoja. dapMakOKMHETHMUECKHUE IOKA3aTelnHu Yy

NaITueHTOB )IaHHOﬁ KaTeropuu npeacTaBJICHBI HUXKC.
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Taoauna 15. Cpeanne reoMeTpuvecKue MoKd

PABHOBECHOM COCTOSIHMH IOCJI€ IPUMECHCHUA B /103€ 50 mr 1 pa3 B CYTKH Yy INIAIITUEHTOB B

Bo3pacrte 1-17 jer ¢ UTII

Bo3pacTHas rpynna

Cmax, MKI/MJI

AUC0- 1), MKT X 9/MJ1

12—-17 ner

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

103 (91,1, 116)

611 ner

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

153 (137, 170)

1-5 ner

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

162 (139, 187)

6. ®APMAIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTebHbIX BelIeCTB

Darpombonar-AMEJIAPT, 25 mr, Ta0JIeTKU, IIOKPLITHIE IUIEHOYHOU 000JI0YKON

MannuToN

[lem1r0s103a MUKPOKpUCTAJUTMYECKAs]
[ToBunon K30

KapOoxcumernnkpaxman HaTpus (Tum A)
Marnus cteapar

Inenounas obonouxa Onadpau® AMB I 6enviii 884180040
[TonmuBununossii cnupt (E1203)

Tansk (E5S53b)

Turana quokcug (E171)

GMCC Tun 1 (rauuepusl KUPHBIX KHCIIOT)
Harpus naypuncynsdar

Dnrpombonar-AMEJIAPT, 50 mr, TaOJIeTKH, HOKPBITHIE INIEHOYHOU 000JI0UKOM

MannuTON

[emmron03a MUKPOKpUCTAIIITNYECKAS]

[ToBumon K30

Kapb6okcumernnakpaxmai HaTpus (Tun A)

Marnus creapat

Inenoynas obonouxa Onadpau® AMB I 6enviii 884180040
[TonmuBunumnossit ciupt (E1203)

Tansk (ES53b)

Turana auokcun (E171)

GMCC tun 1 (rnuuepubl )KUPHBIX KUCIIOT)

Hatpus naypuncynsgar

6.2. HecoBMecTUMOCTH

He npumenumo.
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6.3. Cpokx rogHocTu

3 roxa.
6.4.  Oco0ble Mepbl MPEIOCTOPOKHOCTH PH XPAHEHHH

XpaHuTh NIpU Temreparype He Boiie 25 °C

6.5. Xapakrep u cojep:kaHHe NMEPBUYHOH YIIAKOBKH

ITo 28 Tabnerok B 0aHKY M3 MOJMITUIIEHA BEICOKOM TNIOTHOCTH € 3aBHHYMBAIOIIUMHUCS KPBIIIKAMU
U3 TIOJIMIIPOITMIICHA C OCYIIUTENIEM WM 0€3 Hero, ¢ 3allUuTO| OT JeTell miu 0e3 Hee, C KOHTPOJIeM
NIEPBOTO BCKPBITHS MII O€3 HETO.

ITo 7 Tabnerok B 6aucrepe u3 miEHKH nonramua/anroMuanid/I[IBX u ¢honbru amoMUHHEBOM.

[To 1 6anke unu mo 4 GimcTepa BMECTE C IMCTKOM-BKJIQIBIIIEM MTOMEIIAIOT B MTAYKy U3 KapTOHA.

6.6. Oco0ble Mepbl NPeIOCTOPONKHOCTH NPH YHUUYTOKEHHH HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WM OTX0A0B, TMOJYYEHHbIX TOcjde NPHMEHEeHUus!
JIEKApPCTBEHHOI0 Mpenapara, u Apyrue MaHUNyJsiMU ¢ penapaTomM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. JAEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
Poccuiickas @enepanus

000 «<-AMEJJIAPT»

109316, r. MockBa, Bonrorpaackuit mpocrexT, 1. 42, k. 24, stax 2, kom. 11.1
Temn.: +7(495)-741-46-65

®akc: +7(495)-741-46-65

Anpec snekTponHO# mouThl: info@amedart.ru

7.1. IlpencraBuTe b AepKaTesisi perucTPAllHOHHOIO YAOCTOBEPEeHH s

[IpereH3un HOTDe6I/ITeJIeI71 HalnpasJIATH 110 aApECy.

Poccuiickas ®enepanus

000 «<AMEZIAPT»

109316, r. MockBa, Bonrorpaackuit mpocnexT, 1. 42, k. 24, stax 2, kom. 11.1
Ten.: +7(495)-741-46-65

dakc: +7(495)-741-46-65

Anpec snekTpoHHO# mouThl: info@amedart.ru

8. HOMEP PETUCTPALIMOHHOTI'O YIOCTOBEPEHUA
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9.  JIATA MEPBUYHOI PETMCTPALIUU (MONTBE PSR AEHG PEFMCTPAITIN,

1
e luls

INEPEPETUCTPALIMN)

JlaTa nepBoi perucTpanuu:

10. JATA NIEPECMOTPA TEKCTA

OO0mmas xapakTepucTuka JiekapcTBeHHoro mpemnapara Inrpombonar-AMEJIAPT nocrtynHa Ha

uH(pOpMallMOHHOM TMopTaje EBpasuiickoro »KOHOMHMYECKOTO COr03a B HH(OPMAIMOHHO-

KOMMYHHKaIMOHHOM cetu «HTepHeT» http://eec.eaeunion.org/.

40


http://eec.eaeunion.org/

