COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 26.05.2023 N= 5866

OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'G HPEHAPATFA HUCTE 0003

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA
Ontpombonar KanoH, 25 mr, TaGlIeTKH, TOKPBITHIE TUICHOYHON 000JI0YKOM

Ontpombonar Kanon, 50 mr, TaGleTKH, TOKPBITHIE TUICHOYHON 000JI0YKOM

2. KAYECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JelicTBytoIIee BEIIECTBO: AATpOMOOTIATr.

Darpombomar Kanod, 25 mr, Ta0JIETKH, IIOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxnas tabnerka, MOKpHITas MIICHOYHOH 00O0JOYKON, comepKUT 25 Mr antpombomnara (B BUae
OJIAMHUHA).

Darpombomar Kanod, 50 mr, Ta0JIeTKH, IIOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxnas tabnerka, MOKpHITas IUICHOYHON 000J0YKOU, comepxut 50 Mr antpomOomnara (B BUE
OJIAMHUHA).

[TonHbIi TepeueHb BCIIOMOTaTENbHBIX BEIIECTB MPHBEIEH B pa3zaene 6.1.

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

Dnrpombonar Kanon, 25 mr, TabJIeTKH, MOKPBITHIE INIEHOYHOW 000JI0UYKOM

TabneTku Kpyrible TBOSIKOBBITYKIIbIE, TOKPHITHIE TUNICHOYHONH O0OJIOUKOH CBETIO-KOPHYHEBOTO
BeTa.
Ha monepeynom pa3pe3e OT KOPUYHEBOTO JIO TEMHO-KPACHOTO I[BETa C BKPAIUICHUSIMU OEI0oro
BeTA.

3HTDOM6OH8.I‘ Kanon, 50 mr, Ta6J'IeTI(I/I, MOKPBITHIE TNIEHOYHOHN 000JI0YKOU

TabneTku Kpyrible TBOSIKOBBITYKIIbIE, TOKPHITHIE TNICHOYHONH O0OJIOUKOH CBETIO-KOPHYHEBOTO
BeTA.
Ha momepeynom paspe3e 0T KOPUYHEBOIO JI0 TEMHO-KPACHOTO I[BETa C BKPAIUICHUSIMU OEI0ro

IIBETA.

4. KIMHNYECKHUE JAHHBIE

41. Tloka3aHusi K NPUMEHEHHIO

[Tpenapat Darpombonar KaHoH nmpuMeHsieTcs Ui JIEUeHUs] B3POCIbIX, MOJPOCTKOB M JIETeH B
BO3pacTe 3 JIET U CTaplle.

- JleyeHue manueHTOB B BO3pacTe 3 JIET U cTapiie ¢ MMMYyHHO# TpomOonutonenueit (VMTII),

HHHMGﬁCH 6 u Oomee MCCALCB € MOMCHTA IMOCTAHOBKH JUAar”Ho3a, y KOTOPBIX OTMCYAJICA
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HEJOCTAaTOYHBIA OTBET Ha MPEIIECTBYIOILY Tepaﬁﬁl}g:::(Eglﬂi;ﬁéﬂ:EggﬁgﬁoE%bgégﬁéMn,

UMMYHOTJIOOYTMHAMHU) C LIEJIbI0 YMEHBIICHUSI PUCKA KPOBOTCUCHHUH.

- JleyeHnue nanueHTOB B Bo3pacTe 18 JieT u cTapiie ¢ XpOHUYECKUM BUPYCHBIM IE€aTUTOM
C c¢ menpio obecriedyeHUs] BO3MOXXHOCTH TPOBEICHHS WJIM ONTHUMHU3ALUK POBOIUMOMN
MPOTUBOBUPYCHOW TEpaIu, BKIIOYAIOIIEH MpenapaTel HHTEpPepoHa.

- JleyeHue mareHToB B BO3pacTe 3 JIET M CTapIle ¢ TsHKeJIoH aractudeckoi anemun (TAA)
B COCTaBE TEpanuy IEpPBOM JIMHUKM B KOMOMHAIMKM CO CTaHJAPTHOW HMMYHOCYIPECCUBHOM
Teparuei.

— JleyeHnue nanueHTOB B Bo3pacte 18 jeT u cTapuie ¢ TSHKEJIOW arlacTU4ecKol aHeMUEH, Yy
KOTOPBIX HE ObLT JOCTUTHYT JOCTATOYHBII OTBET HA UMMYHOCYIPECCUBHYIO TEPAIHIO.

4.2.  PeuM 103MPOBAHMSA H CIIOCOO MPUMEHEHUS

PexxuM J103upoBaHus

Pexum 1o3upoBaHus Moa0UpPa0T HHAUBUAYATHHO HA OCHOBAaHMH KOJUYECTBA TPOMOOLIUTOB.
Tayuenmsi ¢ XxpoHu4eckou UMMYHHOU MPoMOOyumonenue

Jis  mocTKeHUsT W MONJCp)KaHUs KoiaudecTBa TpoMOomuToB >50000/MKI  TPUMEHSIOT
MUHUMAIBHYIO 3G (deKTHBHYIO n03y npemaparta dnrpombonar Kanon. [Togbop 10361 MpoBOIAT,
OCHOBBIBASICh Ha M3MEHEHHHM KOJIMYECTBA TPOMOOIMTOB. DATpoMOONar He MpeaHa3HayeH st
HOpMaIHM3aI[Ml KOJWYECTBA TPOMOOIUTOB. B KIMHMYECKHX HCCIEIOBAaHUSIX TOBBIIICHUE
KOJIMYECTBA TPOMOOIIMTOB HAOJIOATI0Ch, KaK MPaBWIO, B T€YeHHE 1—2 Hemenp mociie Havdaia
TEpamuy SITPOMOOIIArOM, CHWKCHHE TIPOMCXOJMIO B Te4YeHHWE |—2 Hemenb Ioclie ee
MpeKpaIeHusl.

HepGOHaHClﬂbellz pesitcum 603MD08C1HM}1

B3pocnvie u oemu 6 6ospacme 6—17 nem

PexomengoBanHas HauanbHas o03a mpenapara dnrpomobonar Kanon cocrasnser 50 mr 1 pa3 B
CYTKHU.

VY npencraBuTenei a3uaTcKoi packl (TAKMX KaKk KUTAWIIbI, SITOHIIbI, KOPEUIIbI, TANIIBI U )KUTEIN
TatiBanst) nedenue npemaparom dntpombonar Kanon cienyer HaumHATH C 10361 25 Mr 1 pa3 B
CYTKHU.

Jlemu 6 6o3pacme 3-5 nem

HauanpHas no3a npenapara y JaHHOM KaTeropuu coCcTaBiisgeT 25 Mr 1 pa3 B CyTKU. Y MalUEHTOB
a3MaTCKOM pachl (TaKWX KaK KUTaNIIbl, AIOHIIbI, KOPEHIIbI, TalIIbl ¥ kuTenu TaiiBaHs) B Bo3pacTe
3-5 neT HauMHATh TEPAIUIO TIPENapaToM CIEAYeT ¢ 1035l 25 Mr 1 pa3 B CyTKH.

Monumopune u koppexyusi 003bl

B3pocnvie u 0emu cmapwe 3 nem
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[Tocne Havasa Tepanuu ciaenyeT KOpPEeKTUPOBaTh 103y nﬂlﬁbﬁ%ggﬁgﬂgﬁ)ﬁaﬁhg RoffsretTRa

TpoMOonuTOB Ha ypoBHe >50000/MKI 11 yMEHBIIEHHUS pUCKa KpoBoTeueHus. He crmemyer
IIPEBBIIIATH 103y 75 MI' B CYyTKHU.

Ha npotsbkeHuun Bcero Kypca Tepanuy IpernapaTtoM HEOOXOAMMO PEryisipHO KOHTPOJIUPOBATh
KIIMHUYECKHE TeMaToJIOTMUecKre MoKa3aTelu U noka3atenu GyHKIUKM nedenu. J{o3y mpemnapara
KOPPEKTHPYIOT B 3aBUCIMOCTH OT KOJIMYECTBAa TPOMOOLIMTOB B COOTBETCTBUU ¢ Tabmumei 1.

Bo Bpewmst Tepanuu npenapatoM Dntpombonar KanoH Heo0X0auMO IPOBOJUTH MOJTHBIN aHATU3
KPOBH  €XKEHENENbHO, BKJIIOYas OINpeAeleHUEe KOJIMYecTBA TPOMOOLMTOB M Ma3o0K
nepudepuIecKoil KpoBH, 10 CTAOMIM3AIMKA KOJIMYECTBa TPOMOOIIMTOB Ha ypoBHEe >50000/MKIT B
TEYCHHE 10 KpaiiHel mepe 4 Henenb. [loce cTabunu3anuu KoJM4ecTBa TPOMOOIIMTOB TTOJTHBIN
aHaM3 KPOBH, BKIIOYAs OMpEENICHHE KOJIUYECTBA TPOMOOIMTOB M Mas3KH NepupepudecKoit
KpPOBH, HEOOXO0IMMO MPOBOUTH €KEMECIUHO.

Taoauna 1. Koppexkuusi 10361 npenapara Jarpomoonar Kanon nist manuenton ¢ UTIT

KoauuecTBoO TpOMﬁOHI/ITOB Koppelcuml JA03bI HJIM OTBET

<50000/Mk;1 B TeyeHME IO | YBEJIUYUTh CYTOUHYIO 703y Ha 25 MI 10 MakCHUMalbHOMN

KpaiiHeil Mepe 2 Hellenb Tepanuu | A03bl 75 Mr/cyTku®

>50000/mKI1 — [IponomxuTh Tepamuio MpenaparoM B HaUMEHbILIEH
<150000/mxn CYTOYHOMN 703€e u/nnm OJIHOBPEMEHHYIO
MeaukameHnTosHyro tepanuro WTII mns monnep:xanus
KOJINYeCcTBa TPOMOOIUTOB, I03BOJISIOILETO

OpeaoTBpaTUTh KPOBOTCUCHUC WM YMCHBIIWUTH €ro

MHTEHCUBHOCTb.
>150000/mk1 — YMeHpIINTh CYyTOUHYIO 703y Ha 25 mr. YUepes 2 Henenu
<250000/mx1 OLIEHUTH APPEKT OT KOPPEKIMHU J103bl U IPUHATH PELICHNE

0 JalbHENIIEeH KOPPEeKIUH 10361 **

>250000/mK1 OTMEHHTh TEpanuio MpenaparoM; YBEJIWYUTb YacTOTY
OTpeJieNIeHUs] KOJMYecTBa TPOMOOIMTOB 10 2 pa3 B
Hegento. Ilpu xomumyectBe TpomOoimToB <100000/mMKI
BO300OHOBUTH TEPANHIO B CYTOUYHOM J03€, YMEHBIICHHON

Ha 25 M.

[Tpumeuanus: * — J{71s manueHTOB, NOTYYalOUIUX Ipenapat B go3e 25 mr 1 pas yepes JeHb, 103y
YBEIUYHUBAIOT 710 25 MT 1 pa3 B CyTku. ** — J[7151 mariueHTOB, MOTYyYaroNuX Mpenapar B 103¢€ 25 Mr
1 pa3 B cyTkH, cneayeT paccMOTPETh BO3MOXHOCTh IIpHEMa Ipenapara B fo3e 25 mr 1 pa3 uepes

CYTKHU.
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Tepanuro mpenapaToM MOXHO COYETaTh C HHBIM Meficivdfrostiy srewenmed TTTE- pu

MEJAMIIMHCKOW HEOOXOAMMOCTH BO BpeMs Tepanuu mnpenaparoMm DntpomoOomnar KaHoH ciemyet
KOPPEKTUPOBATh PEXHUM JIO3HPOBAHHS OJHOBPEMEHHO NPHUMEHSEMBIX IpEnapaTroB, YTOOBI
n30exaTh Ype3MEPHOT0 YBEINUEHHUS KOJIMUECTBA TPOMOOIIUTOB.

Kak mpu noBbIlIEHUH, TaK U MPU CHUYKEHUH JJO3bl KOPPEKIUIO MPOBOJAT C «IIaroM» 25 MI/CyT.
HekoTopsiM MmanueHTaM MOXET MOTpeOOoBaThcsi KOMOWHAIMS TaOJIETOK Mperapara ¢ pa3sHoOu
JIO3UPOBKOM B pa3HbIC JHU JICUCHUS UM MEHEE 4acTOe IPUMEHEHHE.

[Tocne 11060 KOpPEKIHMH 103bI Iperapara KOJIU4ecTBO TPOMOOIIUTOB ClIeIyeT KOHTPOIUPOBATh
110 KpaliHel Mepe eXXeHEEIbHO Ha MPOTHKeHUHU 2—3 Henellb. CIycTs 10 MEHbIIEeH Mepe 2 HeJenu
cienyet oneHUuThb 3(H(GEKT KOPPEKINH 1036l HA KOJIMYECTBO TPOMOOITUTOB JJIsl IIPUHSTHS PEIICHUS
0 HEOOXOJUMOCTH JajJbHEHIIEro MW3MEHEHHS [03bl. Y TAIMEHTOB C LHUPPO30OM IE€UEHU
(mapymieHueM (QyHKIMU MIEYEHH) MOBBIIIATH 103y CIEyeT HE paHee YeM uepe3 3 HeJeNd Mocie
Hauaya Tepanuu (cMm. pasuen 4.4.).

Ommena npenapama y 63pocivix u demeu cmapuie 3 iem

Jleuenne mpenapaToM CIeayeT IPEeKPaTUTh, €CIIH KOJINIECTBO TPOMOOIIMTOB HE YBEINYHBACTCS
JI0 3HAYEHUs, JOCTATOYHOrO JJI1 YMEHBIIECHUs pUCKa KPOBOTEUEHHUM, 1ocie 4 Helelb Tepanuu
IIpEerapaToM B 103€ 75 MI' B CYTKH.

Cnenyer mnepuOAMYECKM OLIEHMBAaTh KIMHUYECKOE COCTOSHHME TManueHTa. PemieHue o
HE0OXOIUMOCTH MPOJI0JDKEHUS TEPANUY IPUHUMAET JIeYallluii Bpay B MHAUBHUIYAJIbHOM MOPSIKE.
VY nanueHToB 0€3 CIJICHIKTOMHMU B aHAMHE3€ CleqyeT MPUHUMATh BO BHUMaHHE BO3MOKHOCTh
IIPOBEJCHUS JAHHOTO OIEPaTHMBHOIO BMemIaTrenbcTBa. Ilocie OTMEHBI Tepanuu BO3MOXKHO
MOBTOPHOE Pa3BUTHE TPOMOOIIUTONICHHUH.

Iayuenmut ¢ xponuueckum BI'C, conpososrcoarowumes mpomoboyumoneHnueti

[lepen nmpumenenuem mnpenapata Dntpombonar KaHOH OZHOBPEMEHHO € HMPOTHBOBUPYCHOM
MEIMKaMEHTO3HOM Tepamnuell HeoOXOIUMO O3HAKOMUTHCS C TMOJHOM HMHCTPYKLUEH 1o
MEAMIIMHCKOMY MPUMEHEHUIO BbIIIEyKa3aHHBIX JIEKApCTBEHHBIX MperapaTos.

[lenpto mpuMeHeHUs mpenapara Ha (oHE AHTUBHPYCHOM Tepamuu SBISETCS MOJAepKaHHe
KOJINYECTBA TPOMOOIIMTOB, MO3BOJIAIONIEE MPEAOTBPATUTh PUCK PAa3BUTHUS TeMOPpPArndecKUx
OCJIOKHEHUH, Kak mpaBuio, okono 50000-75000/mxin. Cremyer wuz0eraTh yBEIWYEHUS
KoMuecTBa TpoMOouToB >75000/MKJI.

Jns nonnepkaHuss M JOCTHXKEHHS HEOOXOJWMOTO KOJMYECTBA TPOMOOLUTOB NPUMEHSIOT
MUHUMaJIbHYIO 3(QeKTHBHYIO 103y mIpenaparta, HEOOXOAMMYIO Ul Hayala ¥ ONTHMH3AIHUU

HpOTI/IBOBI/IpyCHOﬁ TCparunu. HOI[60p J03bI OCHOBAH Ha U3MCHCHHUHU KOJIMYCCTBA TpOM6OI_[I/ITOB.



COOTBETCTEYET 3KCNEPTHOMY OTUETY
26.05.2023 N 9866

OT b WD 2025

OnTpombonar He npeAHa3HaueH ISl HOpMaIU3ALUH KOﬁ%éng%ﬁgg%lﬁll%IIJ'H/IAI?IIF{IC!dKI/IX

UCCJICIOBAaHMSX MOBBIIICHUE KOJMUECTBA TPOMOOIIMTOB HAOJIOAAIOCh, KaK MMPaBUJIO, B TCUCHUE
1 HexenM MoOCIe HavYaIa Teparuy MpernapaToMm.

Hepsonauanvuwiii pescum ()03up06anu}z

Bspocnvie

HavansHas no3a npenapara Inarpombonar Kanon cocrasusier 25 mr 1 pa3 B CyTku. Y TaIllMeHTOB
a3MaTCKOM pachl (TaKUX KaK KUTAWIbI, AMOHLBI, KOPEUIIbI, TAlIbl U XKuTeu TaiiBaHs) JieueHue
npenaparoM Diatpombonar KaHoH ciienyeT HauuHATh ¢ 10361 25 Mr 1 pa3 B CyTKH.

Mouumopune u Koppexuus 003bl

o3y npemapata Dnrpomboniar KaHOH YBETMUHUBAIOT C «IIIaroM» 25 MI/CYT Kax/able 2 HeACTH 10
JOCTIKEHUS KOJIMYECTBA TPOMOOIIMTOB, ONTUMAIILHOTO ISl Hayajia IPOTUBOBUPYCHOMN TEpariu
u B coorBercTBuM ¢ Tabmuneit 2. Ilepen HauaaoM NPOTUBOBUPYCHOM Tepanuu HEOOXOIUMO
KOHTPOJIMPOBATH KOJUYECTBO TPOMOOIIUTOB €3KeHEeAebHO. B MOMEHT Hauana mpoTUBOBUPYCHOM
TEpanuy KOJIMYECTBO TPOMOOIIUTOB MOXET PE3KO YMEHBIIATHCS, IPU 3TOM CleqyeT u3berarb
HEMEJUICHHOW KOPPEKIMH 036l npenapara Inrpomoonar KaHoH.

Bo Bpems mnOpoTMBOBUPYCHOW Tepamud HEOOXOAMMO KOPPEKTUPOBaTh 03y Ipernapara
Ontpombonar Kanon Takum o0pa3om, 4TOOBI H30€KaTh CHUKEHHS 103bI IATUHTEPPEpOHA B CBA3U
C BO3MOXXHBIM YMEHBIIEHHEM KOJIMYECTBA TPOMOOIIMTOB, YTO MOXKET YBEJIWYHBATH PUCK
KpoBOoTeueHHs. KOIMYecTBO TPOMOOIMTOB CIlIEAYyeT KOHTPOJIMPOBATH EKEHEICIBHO 10
JTOCTHIKEHHST CTa0MIM3aluu uX KonuyecTBa (kKak mpaBmwio okono 50000/mxn—75000/mki). B
JAIbHEUIIIEM CIEeIyeT €XEeMECSUHO KOHTPOJIMPOBATh MOKa3aTeau OOIIEKIMHHYECKOTO aHalln3a
KPOBH, BKIIOYAsi OMpE/esieHHE KOJIMYECTBa TPOMOOIMTOB M Ma30K Iepudeprueckoil Kposu. B
clly4yae, €clid KOJMYECTBO TPOMOOLIMTOB TPEBBHINIAET IEJIEBOE, CIEAYeT paccMOTPETh
BO3MOXXHOCTh YMEHBILIEHUSI CYTOYHOM 03Bl mpemnapara Ha 25 mr. OueHuTs 3G(deKT AaHHON U
1100011 mocneayromei KOppeKLUKHU 1036l CIEyeT yepe3 2 HeAeH.

He cnengyer mpeBpimate 03y 100 wmr/cyr. PexomenpoBaHHasi 103a TNATHHTEpPEpPOHA WU
pubaBuUpHHA TIpPENCTaBleHAa B HMHCTPYKIMH MO MEIUIIMHCKOMY TPUMEHEHHIO YKa3aHHBIX
MpernapaToB.

Ta6auna 2. Koppexkuus no3b1 npenapara Jarpomobonar Kanon niast nauuentos ¢ BI'C Bo

BpeMsi IPOTHBOBHPYCHOM Tepanuu

KosauyectBo TpomGouuToB | Koppexkuus 10361 HJM 0TBET

<50000/MkJ1 B TedeHHE MO | YBENIWYHUTH CYTOUHYIO 703y Ha 25 mr, HO He Bbimue 100 mr B
KpaliHell Mepe 2 Helenb | CyTKH.

Tepanuu
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>200000/mK1 — YMEHBIIUTE CYTOUHYIO" i_}fgs':y_i EQ "2%' “1\11}:' n@ﬂ}'}'c'*rs{T 2 I:IHQI-FéHI/I

<400000/mx1 OLEHUTH PPEKT OT KOPPEKIUH O3Bl M MPUHATH PEIICHHE O

JTaNbHEHIIICH KOPPEKIINH T03bI*.

>400000/mx [Ipekpatute mpueM mnpemapara Oatpombomnar KaHos;
YBEIUYUTH YACTOTY OIPEIEICHUS] KOTUYECTBA TPOMOOIIUTOB /10
2 pa3 B HEJEIIO.

[Ipu kommuectBe TpombOoumToB <150000/MK)I, BO30OHOBHTH

Teparuio B CHUKEHHON CYTOYHOM J103€.

[Ipumeuanue: * — [l manreHToOB, MOTyYaIOIIUX MIpenapar B go3e 25 mr 1 pa3 B CyTKH, CIEyeT

paccMoTpeTh BOIIPOC O IPUMEHEHHH TIpenapaTa B 103¢€ 25 mr 1 pa3 uepes CyTKu.

Ommena npenapama

VY nammentoB ¢ BI'C renorumna 1/4/6, He3aBUCHMO OT pEUICHHS O TPOJODKEHUH Teparuu
uHTEp(epoHaMH, CIEeyeT pacCCMOTPETh OTMEHY INpenaparta dnrpombonar KaHoH B ciyyae, ecinu
3¢ exT OT JieueHus: MPOTUBOBUPYCHBIMHU IIpenapaTaMy He JIOCTUTHYT Ha 12-oif nenene. Cnenyer
OTMEHHUTH TEPAlMIO IPENapaToM B ciydae, €Cld IOcie ABYX HEAENIb NPUMEHEHUS B CyTOYHOU
no3e 100 Mr He JOCTHTHYTO I€J€BOE KOJHWYECTBO TPOMOOLMTOB, HEOOXOAMMOE I Hayala
IIPOTUBOBUPYCHOM TEPAIHH.

Crnenyer mpekpaTuTh JiedyeHHe mpenaparoM DnTpomOonar KaHoH, ecnu mocie 24-HenenbHou
tepanun obHapyxeHa PHK BI'C. Ilocie oOTMeHbI NpPOTMBOBUPYCHOM Tepamuu CleayeT
IPEKPaTUTh MPUMEHEHHE MpenapaTa DaTpomoonar KaHOH npu OTCYTCTBUU MHBIX TOKA3aHUM TS
€ro NpUMEHEHUSI.

Crnenyer mpekpaTuTh NpUMEHEHUe mpenapaTta DaTpomOonar KaHOH B ciiyyae upe3MepHOro
YBEJIMYEHHUSI KOJIMYecTBa TPOMOOLMTOB, Kak omucaHo B Tabmuue 2, WM NpH KIMHUYECKU
3HAYMMBIX OTKJIOHCHUX (PYHKIIMOHAJIBHBIX MPOO MEUSHU OT HOPMBI (cM. pasaen 4.4.).

llepsas nunus mepanuu masxicenou aniacmuiecKou anemuy

Tepanuio npenaparom Dintpombonar KaHoH cinenyer HazHauaTh OJHOBPEMEHHO CO CTaHIapTHOM
MMMYHOCYIIPECCUBHOU Teparuei.

Henomyctrmo mpeBbIlieHre HauaabHOM 10361 TIpenapara dnrpombornar KanoH.

Iepsonauanvuulii pescum ()03up06anz

B3pocnvie u 0emu cmapuwie 12 nem
Pexomennyemast HauanbHas 1o3a npenapara DnatpomOomnar Kanon cocrasiser 150 mr 1 pa3s B

CYTKH B T€YEHUE 6 MECSIIEB.
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KOpeHIpl, Tallpl U xutenu TaiiBaHs) jedyeHue mnpenaparoM OnrpomoOonar Kanon ciemyer
HA4YMHATH C 10361 75 Mr | pa3 B CyTKH B Te4EHHUE 6 MECSILIEB.

Jlemu 6 so3pacme 6—11 1em

Pexomennyemass HadanpHas 1103a npemnapata datpomOonar Kanon cocraBmsier 75 mr 1 pa3 B
CYTKH B T€UEHHE 6 MECSILIEB.

VY nereit B Bo3pacte 6—11 seT a3uarckoil pachl (TaKuX KaK KUTAUIbI, STOHIIBI, KOPEUIIbI, TANUIIBI U
xutenu TaiiBaHs) JieueHue npemnaparoM DatpomoOonar KaHoH ciaexyeT HauMHATh € 1036l 75 MT
1 pa3 B 2 1Hs B TeUeHHE 6 MECSIICB.

Jemu 6 6o3pacme 3—5 nem

Pexomennyemas HauanbpHas 103a npenapara Inrpombonar Kanon cocrasiser 2,5 mr/kr 1 pas B
CYTKHU B Te4eHHUE 6 MeCSIIEB.

VY nereii B Bo3pacte 3—5 JIeT a3UaTCKOM pachl (TaKMX KaK KUTAWIIBI, STTOHIIbI, KOPEHUIIbI, TAUIIBI 1
xkutenn TaiiBaHs) JiedeHwe mnpenaparoM OnrpomOomar KaHOH clieqyeT Ha4MHATH C JIO3BI
1,25 mr/kr 1 pa3 B CyTKH B Te4eHHE 6 MECAIEB B CIIydae €ClId BEeC MalueHTa cocTapisieT >20 Kr.
B cityuae ecnu Bec nanuenTa cocraisier ot 10 qo 20 kr, ciielyeT HauMHaTh TepaInIo IpenapaTroM
Ontpombonar Kanon ¢ 103e1 25 Mr 1 pa3 B 1Boe CYyTOK B TeueHUE 6 MECSIIEB.

Ecnu He ynaercs AOCTUTHYTh KOPPEKTHOM J103bI, TEpanuio npemnapatoM DaTpomoOonar Kanon
cilenyeT HaYMHaTh C MUHUMAJIbHO BO3MOXKHOM JIO3BI.

Ta6nuna 3. Koppexknus 103bI CTaHJAPTHOH HMMYHOCYNPECCHBHOM Tepanuu B Cly4ae

COBMECTHOM Tepanum ¢ npenaparom Juarpomodonar Kanon

HMmmyHocynpeccuBHAs Tepanus Koppexuus 10361
NmmyHOTrII00yIuH AHTUTUMOLMTAPHBIN | 40 MI/Kr/CyT, UCX0/s U3 (PaKTHUECKOW MacChl
(JromIaiuHBIN) Tesa, BHYTPUBEHHO C 1-ro mo 4-plii 1eHb B

TeueHue 6 MCCAIICB

[Huxnocriopun  (TepaneBTHYeCKass J03a B | B3pocnible u geTu crapiie 12 jaet:

Te4YeHHue 6 MecsIeB, ¢ 1 THS 10 6-r0 MecsIa, ¢ | 3 MI/KT, UCXO/s U3 (DAKTUUECKOM MacChl Tena,
MOMpaBKOW  Ha  JOCTH)KEHHE  LeJeBOW | BHYTph Kaxkible 12 yacoB (0oOmiasi cyTovHas
TepaneBTuueckon 10361 200—400 Mkr/m*) 71032 COCTaBJIsIET 6 MI/KT/CyT) B TeueHHe 6
MecsIeB, HaunHas ¢ 1-ro gusg

[TanmenTrl ctapiie 20 JIeT ¢ HHASKCOM MAaCChl

tena (UMT) >35 wiay nanmeHTsl B BO3PAcTe

12-20 netr ¢ UMT >95-ro npoleHTHIS:

3 Mr/kr, HWCXOAs W3 CKOPPEKTUPOBAHHOMN

Macchl Tena**, BHyTpb Kaxkiaele 12 dacos

7
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6 Mr/Kr/cyT) B TCUeHUE 6 MECSIIEB,
HauuHasi ¢ 1-ro mHs

Jletu B Bo3pacte 3—11 jner:

6 MI/KT, UCXO0/Is U3 (PaKTHUECKOW MacChl Tena,
BHYTpb Kakable 12 yacoB (oOmas cyroyHas
J03a cocTaBiisieT 12 Mr/Kr/cyT) B TedeHue 6
MecsIleB, HauuHas ¢ 1-ro aHs

[Mammenrsl ¢c UMT >95 nporieHTuis:

6 MI/KT, HCXOIs W3 CKOPPEKTUPOBAHHOUN
Macchl Tena¥, BHYTph Kaxaple 12 dacoB
(oOmras CyTOYHas no3a COCTAaBIISIET
12 mr/kr/cyTt) B TeueHue 6 MmecsIeB, HAYUHAS

¢ 1-ro qusa

[uknocnopuH (mojjaepkuBaromias no3a, ¢ 6 | [t  manMeHToB,  KOTOpbIE  JOCTUTAOT
10 24 MecsLbl Tepanum) reMaToJOrMYecKoro OTBeTa B TedeHue 6
MECSILIEB:

2  MI/Kr/CyT  Ha3Ha4alOT  BHYTpb B
(UKCUPOBaHHOM /103€ Ha JOMOJHUTEIbHbIE 18

MCCAILICB.

[Tpumeuanus: * — MoxeT moTpedoBaTbcsd KOPPEKUHs J03bl [UKIOCHOPUHA JUISl TOCTHXKEHUS
LIEJIEBBIX YPOBHEHN B Cillydae NMPUMEHEHHs LUKIOCIOPHHA COBMECTHO C APYTMMHU IpenapaTramu;
PEKOMEHIYEeTCs PYKOBOACTBOBATbCS COOTBETCTBYIOIIEH WHCTPYKUUEH II0 MEIULMHCKOMY
OPUMEHEHHIO JJIs LHUKIOCHOpHHA. ** — PaccumThiBaeTcs Kak CpeAHee 3HaueHHe MEXIY

UJeaTbHOM Macco Tesa v (aKTUUeCKOW Maccou Tena.

Monumopune u koppexkyus 0030l npenapanmia 3]27’1’1170]1/1601’1612 Kanon

AHaM3 TeMaToIOTHYECKUX TOKazaTeslied M HccieloBaHUs (YHKIUM TE€YEHH JIOJDKHBI
NIPOBOJUTHCS PETYJSIPHO Ha TPOTSHKEHWH BCETO Kypca Tepamuy IpernapatoM DiTpomoornar
KaHoH; Koppekmmio m03bl Tpenapara CieAyeT IPOBOJAUTh Ha OCHOBAaHUHM KOJWYECTBA
TPOMOOIIMTOB, Kak yka3zaHo B Tabmnuue 4.

B Tabnuue 5 npuBeaeHb! peKOMEHJAMK IO KOPPEKIMH 70361 IpenapaTa DnTpomobonar KaHoH B
clly4ae HapyUIeHUH pyHKIMU NTeYeHH U TPOMOO030B/5MOOIIUH.

Taoauna 4. Koppexuusi 10361 npenapara Jarpomoonar KaHoH B Tepanuu nepBoi JUHUU

THAKEJI0H aIlJIaCTHYECKOH aHeMHH
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OT 20 U2 £UL0

KonuyecTBo TpoMOonnTOB

Koppdllila hoA Rl G OC T 0003)

>200000/mx1 — <400000/mK1

CHIXATh CYTOUHYIO /103y Ha 25 Mr Kaxkjibie 2
HEeJeNu 10 MHMHHUMAJIbHO BO3MOXHOW J103bI,
OpU  KOTOPOM KOJMYECTBO TPOMOOIIMTOB
>50000/mx1.

V nereit B Bo3pacte 3—12 neT, npUHUMaBIINX
npenapat Datpombonar Kanon B noze 25 mr 1
pa3 B CyTKH, CIEAyeT paccMOTpPEThb
BO3MOXKHOCTb ITpHEMa Mpenapara B 103€ 25 mMr

4epe3 JICHb.

>400000/mK1

[Ipexpatuth mpuem npenapara IaTpombonar
Kanon Ha 1 Hememnro.

[Tpu xommuectBe TpoMOOIIUTOB <200000/MKIT
BO300HOBUTH MPUEM Mpenapara Inrpombonar
Kanon B n03e, cHmxeHHOU Ha 25 mr (y AeTeit
B Bo3pacte 3-12mer, NPUHUMABIIHUX
npemapat Dntpomoonar Kanon B go3e 25 mr 1
pa3 B CYTKH, CIEAyeT pacCMOTPETh
BO3MOXXHOCTh IIpHEMa Ipernapara B 103€ 25 Mr

gyepes JIeHb).

Ta6nuna 5. Pexomenayemasi koppekuusi A03bl npenapara Jarpoméonar KaHon npm

HApyleHuAX (GyHKIMHU e4eHu H TPoM003ax/IM00/1uu

Peaknun

Pexomenpanns

Hapymenue pyHkunu neyenu

VYBenuuenue BepxHel rpanuiibl HopMbl (BI'H)
aKTUBHOCTH aJlaHMHAMUHOTpaHchepassl
(AJIT) B 6 pas:

[Ipexpatuth mpuem npenapara IaTpombonar
Kanos.

ITpu ypoBue axtuBHOcTH AJIT <5 or BI'H
BO300HOBUTh IIpUeEM npernapara B
MEPBOHAYAIIBHOM J03€.

VBennuenne BI'H aktuBnoctu AJIT B 6 pas
nocje BO30OHOBJICHHUS MpHeMa mpemnapara (U

HECBS3aHHOE C  JPYIMMH  BO3MOKHBIMH
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O0JIe3Hb, CENCUC WM TMPHEM a30JI0BBIX
MIPOTHBOTPUOKOBBIX MPENapaToB):

KonTposns ypousa AJIT kaxasie 3—4 ausi.
Ecin ypoenp AJIT >6 mnpu NOBTOPHBIX
aHaJIN3ax KPOBHU:

[Ipexpatuth mpuem npenapara IaTpombonar
Kanos.

ITpu ypoBHe axtuBHOcTH AJIT <5 or BI'H
BO300OHOBUTH MpPHUEM IIpermapata B J03€,
CHUKEHHOM Ha 25 MTI OT IpeabIlayleil 1035l.
Eciu ypoens AJIT BHOBb >6 mpu mnpueme
rpernapara DnTpombornar Kanon B
CHIKEHHOH 103€:

CHmwxarh J03y mpenapata Jiarpomoorar
Kanon nHa 25 wmr, noka ypoBeHb AJIT He
cuusurcsa 1o 5 BI'H

JIaHHBIX O BO3MOXXHBIX KOPPEKIUAX O3Bl y
JeTell n3-3a HapyleHusl QyHKUINU TIeYeHU He
cymecTtByeT. Koppekuuto 103bl  clenyer
o0CyXJaTh Ha OCHOBaHMHM KIMHUYECKOU

OLICHKH.

Tpom603/5mO0m1s1 IIpu Tpombo3e TIyOOKHX BEH, JIETOYHOM
9MOOJHMH,  TPAH3UTOPHOM  HMIIEMHYECKON
arake, MHCYIbTe W HH(pApKTe MHOKapaa B
mo0oe BpeMs Ha GOHE Teparnuu MpenapaTroM
Onrpombonar Kanon*:

[Tpexkpatuth mpuem mnpenapata DaTpomoOonar

Kanom, HO IPOAOKUTH IIpUeEM
MMMYHOCYTIPECCUBHBIX MpenapaToB
(MmmyHOTI100yIMH AHTUTUMOLUTAPHBIN

(JromaguHbii) ¥ 1UKIocnopuH). Eciau npu
Tpombo3e KOJIMYECTBO TPOMOOIIUTOB
>50000/mK1, PEKOMEHTyeTCsI 60

Ha3HA4YCHUE TCpallMyi OSHOKCAIlapuHOM MU
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KOJIMYECTBO TPOMOOIIUTOB HE JOCTHTHET
ypoBHs <20000/MK1, 1100 CTaHAAPTHBIN KypC
AHTUKOATyJSTHTHOW Tepanuu B TeueHue 3—6

MCCAILICB.

Ommena npenapama

O61as npoJoHKUTEIBFHOCTD ITpHeMa mpenapaTta dnrpomobonar KaHoH cocTaBiser 6 MecsleB.
UpesmepHoe yBeNWYCHHE KoimdecTBa TpoMOomutoB (cM. Tabmumy 4) u  pa3BuTHe
HEKEIIAaTeNIbHBIX SIBJICHUM, yKa3aHHBIX B TaOimie 5, Takke TpeOyrT MpeKpamieHus mpruemMa
npenapata Dnrpom6bomnar KanoH.

Tlayuenmui ¢ pechpaxmeproii msicenol aniacmuyeckol anemuetl

H€D60Ha'la]leblZZ peastcum ()0314D0661H1/lﬂ

Bspocnvie

Hauanphas no3a npemnapata Dnrpom6bomnar Kanon cocrasnser 50 mr 1 pa3 B cyTkHu.

VY nmanueHToB a3uaTCKOM pachl (TAaKUX KaK, KUTAMIIbI, STOHIBI, KOPEWIbI, TaWIbl M XKUTEIU
TaiiBanst) nedyenue npernapatom IntpomoOonar Kanon cneayer HaumHaTh ¢ 10361 25 Mr 1 pa3 B

CYTKH.

Mouumopune u Koppexuus 003bl

JUis TOCTH)KEHUSI TeMaTOJIOTMUECKOro OTBeTa TpeOyeTcss KOppeKLUs I03bI, KakK MPaBHIIO, 10
150 mr, mist gero MokeT moTpedoBaThes 0 16 Helelb ¢ MOMEHTA Hadaia JICYCHUS IIPETapaToM.
Ho3y mpenapara Dntpombonar KaHoH cienyeT yBeauuuBaTh ¢ maroM 50 Mr Kaxasie 2 HEJeNH,
JI0 J103bl, HEOOXOIUMOM ISl JOCTHXKEHMSI 11eJIeBOro KosindectBa TpomOouutos >50000/mkn. Y
NAIUEHTOB, IPUHUMAIOLIUX IIpenapar B 103€ 25 Mr 1 pa3 B CyTKH, CIEYET yBEIUUUTh CYTOUHYIO
no3y 1o 50 mr nepes gaJbHEHIIMM NOBBILIEHHEM 10361 HAa 50 Mr. He cnenyer npeBsimaTh 103y
150 mr B cyrku. Cnenyer peryisspHO KOHTPOJIMPOBATh KIMHUYECKHE TI'€MaTOJOTHYECKHE
MOKAa3aTelu U «I€UYEHOUYHBIE» TECThl Ha BCEM NPOTSHKEHMM TEpanuu U KOPPEKTHPOBATh /103y
npenapata Dntpombonar KaHOH Ha OCHOBaHMM KOJHMYECTBA TPOMOOIIMTOB B COOTBETCTBUH C
Tabmuneii 6.

Tadoauua 6. Koppexkuusi 10361 npenapara Jarpomoonar Kanon ais naunenton ¢ TAA

KoanuyectBo TpoMOOIIUTOB Koppeknusi 10361 WJIn 0TBET

<50000/mx11 B Teuenue 1o kpaiHeil | [ToBeicuTh cyTounyto 103y Ha 50 Mr, HO He Bbimie 150 mr
Mepe 2 HeJeNb Teparuu B CYTKH. Y MalMEHTOB a3MAaTCKOW Pachl WM MAlUEHTOB
C HapyluleHHeM (QYHKLUUU IeYeHH, HPUHUMAIOIIUX

npenapatr B pgo3e 25mr 1 pa3 B CYyTKH, ClEayeT
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HOBBIIIIEHUEM O036I Ha 50 MT.

>200000/mMK1 — CHusuth cytounyro ao3y Ha 50 mr. Cmoycrtsa 2 Heaenu
<400000/mx B 1F000€ BpeMs OlleHUTh AP(PEKT OT KOPPEKIMU 036l U TPUHSITH

peuieHue o JanbHeHIe KOPPEKIUH 103bl.

>400000/mK1 [Ipekpatut npuem npenapara Dnrpombonar Kanon ne
MeHee yeM Ha |1 Henenro.

I[Ipu  kommuectBe  TpomOoruToB  <150000/mMKI
BO300OHOBUTH JICYEHHUE B CYTOYHOM /103€, CHUKEHHON Ha

50 mr.

>400000/mxn  coyctss 2 Henenu | [Ipexkpatuth npuem npemnapara dntpombonar Kanon
Tepanuu npemnapaTom DaTpombonar

KaHoH B cHM)XEHHOH J103€

Tlocmenennoe crusicenue 0030l Yy nayuenmos ¢C mpeXﬂMHelZHblM onmeeniom _Ha mepanuro

(reldkoyumaol, 3pUmpouumsl U mpomooyumaol)

[Tocne noctmkeHus KoimudecTBa TpoMOOmUTOB >50000/MKJI, KOHIEHTpAMM T'€MOTJIO0MHA
>10r/an ©6e3 TpaHchy3uil SPUTPOLUTHON Macchl M aOCONIOTHOTO 4YHClIa HEUTpopUIOB
(AUH) >1x10%m, cTabMIBHO COXpAHSIOMMXCA HA MPOTSKEHHMH He MeHee 8 Helenb, 103y
npenapara OntpomOonar Kanon crnenyer cuu3uth Ha 50 %. [Ipu cTaOuiIbHO COXPaHSAIOIIUXCS
BBIIIICYKA3aHHBIX ITOKa3aTeNsaX depe3 8 Heenb IMOCie CHUKEHHUS 03Bl CIENyeT MpPEeKpPaTUTh
JeYeHHEe IMpernaparoM ¢ peryspHbIM KOHTpOJIeM TIOKa3arenel aHanu3a KpoBU. B ciyuae
YMEHBIIEHUs1 KoaudecTBa TpoMOoruToB <30000/MKII, CHHXKEHHMS KOHLIEHTpPAILMH I'eMOTrjIo0HHa
<9 r/nn umu npu AYH <0,5%10%71 Bo3MOXKHO BO30GHOBIIEHNE JTEUEHHs PENApaToM B TIPEeXKHeil
s exTuBHOM 103€.

Ommena npenapama

B cnyuae OTCyTCTBUSI TeMaroJOTMYecKOro OTBeTa Imociie 16 Hemenab JEYeHHs Tepamnuio
npemnapatoM Dntpombomnar Kanon cienyer orMeHuTh. Heo0Xo1umMo paccMOTpeTh BOZMOKHOCTh
OTMEHBI Tepanmuu TpemapatoM Onrpombornar KaHOH B cioydae TOSBICHHS HOBBIX
[IUTOTEHETHYECKUX OTKIOHCHHH (cM. pasmen 4.8.). Takke OTMEHa Tepaluy TpernapaToM
Ontpombonar Kanon TtpeOyeTcs B ciaydae 4Ype3MEpHOTO OTBETa CO CTOPOHBI KOJIMYECTBA
TPOMOOIIUTOB (Kak yka3aHo B Ta0muiie 6) Win BaXKHBIX OTKJIOHEHUH Pe3ylIbTaTOB «IIEYCHOYHBIX)
TecToB (cM. pasaen 4.4.).

Ocobas zcpynna nayuernoes

Hemu 6 6o3pacme 0o 18 n1em
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1 rona, ¢ BI'C, ¢ pedpaxrepnoii TAA u y neteit ¢ TAA mmanme 1ByX JieT, KOTOPbIM paHee He
IIPOBOAMJIACH IIPOrpaMMHasi MUMMYHOCYIIPECCUBHAs TEPAIHNsl, HE YCTAaHOBJICHBI.

Oco0ble rpynmnsl ManuesToB (Ui BceX HOKa3aHuii)

Tlayuenmui nodcunozo 6ospacma

HmeroTcs orpaHMueHHBIE JAHHBIE 110 TPUMEHEHHIO TpenapaTa dnrpombonar KaHoH y manueHToB
B Bo3pacte 65 ner u crapume. B KIMHMUYECKHMX HCCIIEOBaHUSIX HE OTMEYEHO KIMHUYECKH
3HAYMMBIX PA3IU4Ui O€30IaCHOCTH ITpoMOOIara y naliMeHToB B Bo3pacTte 65 JIeT U crapliie 1o
CpaBHEHHIO ¢ 0oJjiee MOJIOJIBIMU MalueHTaMu. JIpyrue KIMHUYECKUE JaHHbIE TAK)KE YKa3bIBAIOT
Ha OTCYTCTBUE pa3JIMYMil B OTBETaX Ha JICYCHHUE y IMOKUJIBIX MAlMEHTOB M MALUEHTOB OoJjiee
MOJIOZIOTO BO3PAcTa, OJHAKO HEJIb3s1 HCKJIFOYUTH ITOBBIIIEHHYIO YyBCTBUTEIBHOCTS K IIPENapary y
OTJIE/IbHBIX [TALIUEHTOB I0KUJIOT0 BO3pPacTa.

Tayuenmoi ¢ napywenuem ¢hynkyuu novex

Koppekmuu 10361 y TallMEeHTOB ¢ HapymeHneM (yHKIMK oyek He Tpedyercs. OHaKo B CBA3H C
OTPAaHUYEHHBIM OIIBITOM IPUMEHEHHMs B KIMHUYECKOM INPAKTHKE y IAMEHTOB C HapyLIEHUEM
¢dbyHkuuu noudek npenapar Datpombornar KaHOH cienyeT NpUMEHSTh C OCTOPOKHOCTBIO M Ha
(oHE TIIATENBHOTO MOHUTOPHUHIA, HAmpUMEpP, KOHTPOJS KOHIEHTpAalUUU KpeaTHuHUHA B
CBIBOPOTKE KPOBH H ITOKA3aTEJIEN aHAIN30B MOYH.

THayuenmol ¢ napywenuem yHKkyuu nevenu

VY namuentoB ¢ UTII u Hapymenuem QyHKuuu neyeHu (=5 OamnoB mo mkane Yainna-ITsro)
npenapat Dnrpombonar KaHoH cienyeT mpUMEHSATh C OCTOPOXKHOCTBIO Ha (DOHE THIATEIbHOTO
KOHTpOJIsI cocTostHUSA (cM. paznen 4.4.). [Ipu HeoOxoauMoCTH Tepanuy mpenapaToM DiTpomobonar
Kanon y narinenta ¢ UTII u HapyiieHneM (pyHKIIMY IEYEHH JIEYeHHE HAYMHAIOT B J103€ 25 MI/CyT.
VYBenuuuBath 103y Ipernapara y NaiieHToB ¢ HapylIIeHUsIMU QYHKIUH ITeYeHU ClIeyeT He paHee
4yeM yepe3 3 HeZlesM MocIIe Havyalla Tepanuy.

VY nanuentoB ¢ xponuueckuMm BI'C u HapymieHuem QyHKIUU MEUYEHH, a TAKKE Yy MAIlEeHTOB C
pedppakrepHoit TAA u HapymieHueM (YHKIUHU MEYEHHU Mpenapar cieayeT MPUMEHSTh B J103€
25 mr 1 pa3 B CyTKH.

B ximHudeckoe wuccienoBanue mnanueHToB ¢ TAA, He MOJNydaBIIMX paHEE HPOrPaMMHYIO
MMMYHOCYTIPECCUBHYIO TEpanuio, He ObUIM BKJIIOYEHBl MAIlMEHTHl C HCXOJHBIM YpPOBHEM
ACT/AJIT, npesbimaromieM B 5 paz BI'H. Hauansnas no3a npenapara Datpombonar KaHoH y
naueHToB ¢ TAA M NEYEeHOYHON HEIOCTAaTOYHOCTHIO B IIEPBOM JMHMM TEpaluU JI0JDKHA
OTIpeNeNAThCS IO Mepe HEOOXOAMMOCTH Ha OCHOBAHUM KIMHUYECKOM OIEHKH, MEPEHOCHMOCTH
npernapara U TIIATeIbHOTO MOHUTOPHHTA (DYHKIH [TEYEHHU.

Cnoco0 rIpuMeHeHus
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BnyTtpsb.

[Tpenapat DnTpombonar KaHoH cienyer mpuHUMaTh MO KpaiHeH Mepe 3a 2 yaca J0 WM 4epe3
4 gaca mocie mpreMa TaKuxX MPOIyKTOB KaK aHTALUIbl, MOJIOYHbIE TPOAYKTHI UJIH MUHEpAJIbHbIC
n00aBKH, cojep alllie IMOJIMBAJICHTHbIE KaTUOHBI (HampuUMep, KaTHOHBI aJIFOMHHMS, KaJIbLIU,
JKele3a, MarHus, CeJicHa U IuHKa) (cM. pasaenst 4.5. u 5.1.).

Tabnerku mnpemapata MOXXHO NPUHUMATh C MHUINEH, colepKamieil HeOOoJbIIoe KOJIMYECTBO
KanpLus (<50 Mr) Win OpeanoYTUTENIBHO HE COEPKALIEH KaIbLIUM.

4.3. TlporuBomoka3zaHusi

- ['unepuyBCTBUTENBHOCTH K 3ATPOMOOMATY UITH K JIFOOOMY M3 BCLIOMOTaTEIbHBIX BEILIECTB,
MepeUYrCIECHHBIX B pazjene 6.1.

— MuenouciacCTHIeCKHi CHHIPOM (B CBSI3H C OTCYTCTBHUEM JaHHBIE 10 3P PEKTUBHOCTH
0€30MacHOCTH y IaHHO# KaTeropuu MarueHToB, cM. paszaei 4.4.).

— bepeMeHHOCTh 1 MTeprUo/I TPYAHOTO BCKAPMIIMBAHUS.

4.4. OcoOble ykazaHusi 1 Mepbl NPEeJIOCTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTEIO

- Hapymenune QpyHKIMM MoYyex, neYeHu.

- Hamuane dakropoB pucka tpom60s3MO0anu (Hampumep, aeumur V dakropa Jlehinena,
antutpomouHa lll, antudochonunuaHeiii cCHHAPOM).

- OnHOBpeMEHHOE PUMEHEHHE C TIPOTHBOBUPYCHBIMH TIpeTapaTaMu NpsSMOTO TEHCTBHS,
paspeuieHHbIMHA I JiedueHHs] XpoHudeckoro remaruta C (MHTHOMTOPBI TpOTEa3bl BUpYCa
rematuta C, HYKJICO3WAHBIE WHTHOUTOPHI TOJMMEpas3bl, HEHYKJICO3UIHBIE HHTHOUTOPHI
noaumepasbl, NSSA HHrHOUTOpPHI).

[Tpenapat Onrtpombonar KaHOH He peKOMEHJyeTcs NPUMEHSTh y MalMeHTOB C HapyILICHHEM
GbyHKIMM edeHu >5 6anios no mkaine Yaina-I1sto, ecau oxxugaemast ojib3a He MPEBBIIIAET PUCK
TpoMOO3a BOpPOTHON BeHBI. B ciydae, eciu jedeHue Ieecoo0pa3Ho, CIEAYeT MpOsBIAThH
OCTOPOKHOCTh IPH MPUMEHEHUH Tpenapara Inrpomobonar KaHOH y ManueHToB ¢ HapylIeHueM
GYHKIINY TeYeHH.

Oco0ble yKka3auus

[Ipu mnpumMeHnenuu snaTpombornara B COYETAHWU C Tepamuedl WHTEPHEPOHOM CYIIECTBYET
MOBBIIICHHBIA PUCK PAa3BUTHUSL HEKEIATENIbHBIX PEAKLUN, BKIKOYAS MOTEHI[MAIBHO JIETATbHYIO
JIEKOMIEHCAMI0 (QYHKIIUU TEYEeHH U TPOMOOIMOOTUYECKHE OCIOKHEHHUS Y TMalMeHTOB C
xpornueckum  BI'C, compoBoXmarmommmcsi TPOMOOLMTONEHUEH ©  TPOTPECCUPYIOITUM
XPOHUUYECKUM MOPAKCHUEM TEUEHH, YTO OMPEEIAETCS HU3KUMHU YPOBHIMU anbOymuHa <35 /1
wu 6amiom >10 o mkane MELD (Mozaens koHeuHOM cTaguu 3a0oneBanus redenn). Kpome toro,

OpeuMylIecTBa Tepanuy, O0O0ecHeunBalonield yCTOWYMBBIA BHUPYCOJOTHUYECKUH OTBET IO
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NAIMEeHTOB C MCXOAHBIM albOYMHUHOM <35 T/J) IO CpaBHEHMIO C IPYyNIOi B menoM. Tepamus
ANITPOMOONAroM y TaKMX MAIMEHTOB JAOJDKHA ObITh HayaTa TOJIBKO CIEHUAINCTAMH, UMEIOIIMMHU
OIBIT B Tepanuu nporpeccupyromuiero BI'C, u Tosbko Toraa, Koraa pucku TpOMOOLUTONCHUN W
0TKa3 OT NPOBOAUMOM NMPOTUBOBUPYCHOM Tepanuu TpeOyroT BMelarenbcTsa. Eciu nmpoBeaeHne
Tepanuy KIMHUYECKH OIIPAB/IaHO, HEOOXOAMUM TIIATEIbHBI MOHUTOPUHI TAKUX NAI[UEHTOB.
I'enamomoxcuunocmo

[Tpumenenue anTpomOoIIara MOXKeT BbI3BaTh OTKJIOHEHHS OT HOPMBbI JJa0OpaTOPHBIX MOKa3aTenen
(GYHKLUU TIEYeHH, TSKEIble TeNaTOTOKCUYECKHE SBJICHUS U MOpPaKEHUE MEYEHU C BO3MOXKHBIM
JIETAJIbHBIM UCXOJI0M. B KIIMHWYECKUX UCCIIEJOBAaHUIX Y MALIUEHTOB (KaK B3POCIIBIX, TaK U JETEH)
¢ xponnueckoit WTII ormedeHo mnoBblmieHHEe aKTUBHOCTH cbiBOpoTouHbIX AJIT, ACT u
KOHIIEHTPAIlUU HEMPSMOro OuinpyOrHa. DTH peakiiuyd HOCUIIH 110 Ooubiieit yactu nerkuit (1-2-s
CTENEHU) M OOpaTHUMbI XapakTep 0€3 KIMHMYECKM 3HAUYMMBIX CHUMIITOMOB, KOTOpbIE Obl
CBUJIETEJILCTBOBAIN O HAPYIIECHUHN (PYHKIIUU [TEYEHHU.

B Tpex mane60-KOHTPOJIMPYEMBIX HCCIEAOBAHUAX Y B3pociblx ¢ XpoHuuyeckot UTII y
1 nauuenTa B rpynmne miane6o u 'y 1 nanuenTta B rpymre, Noxy4aBLIuX JeYeHHEe 3ITpoMOonarom,
Ha0Ir01a710Ch HapylleHue (QyHKUMU NedeHu 4 creneHu TsokecTd. [lo gaHHBIM BYX miane6o-
KOHTPOJIMPYEMBIX UCCIIEAOBaHUH y TAIIMEHTOB Bo3pacTte oT 1 roga g0 17 ner ¢ xponuveckoit UTII
He)KellaTelIbHble peakiuu B BuUjAe moBblmieHus aktuBHocTH AJIT, B 3 pasza mpesblinaroniue
BEPXHUI mpenesn HOpMbl, ObuUIM oTMedeHHl Yy 4,7 % u 0 % nanueHToB, MOJYyYaBIIUX JEYCHHE
ANITPOMOONAroM M 1iamnedo, COOTBETCTBEHHO.

[To maHHBIM 2-X TUIaLE00-KOHTPOJIMPYEMbIX HMCCIEIOBAHUN HEXeNaTelbHbIE PEaKIMU B BUJIE
noBbIeHus aktTuBHOCTH AJIT y maniuentoB ¢ UTII O6butn otmedenst y 5,7 % u 4,0 % manueHTos,
MOJIy4aBIIUX JEYEHHUE ITPOMOONaroM  mianedo COOTBETCTBEHHO.

B 2-X KOHTpOJIMpYyEMBIX KIMHMYECKHX MCCIEAOBAHUAX C Y4YaCTHEM IIAllUEHTOB C
TpoMbouuTonenred u BI'C ObuIM 3aperucTpupoBaHbl Ciiydan >3-KpaTHOTO YBEIMYEHUS
aktuBHOCTH AJIT nmu ACT Bblie BepxHel rpanuiibl HOpMbl y 34 % u 38 % naiueHToB B rpyIie
anTpombonara u B rpyIiie mianedo cooTBeTcTBeHHO. [IpruMenenue 3nTpomboriara oJHOBpeMEHHO
¢ KoMOuHauuedl mdruntepdpepoHa u  pubaBUpHMHA OBUIO  KOCBEHHO  CBSI3aHHO C
runepomupyonHemMueil. 3aperucTpupoBanbl ciydan >1,5-KpaTHOro yBEIMYEHUs KOHLIEHTPALUN
oOuiero 6mnnpy6una Boiie 3Hadenust BI'H B 76 % u 50 % B rpymnme snrpomOonara u B rpymnmne
r1anebo COOTBETCTBEHHO.

B OTKpBITOM HEKOHTPOJIMPYEMOM HCCIIEOBAHUM NAUMEHTOB ¢ TAA, KOTOpBIM HE NPOBOJMIACH
paHee IporpaMMHas MMMYHOCYIIPECCHUBHAs Tepamusi, Ipud MNPUMEHEHMH >aTpomMOoriara

COBMCCTHO C JIOIDaJWHBIM AHTUTUMOLOWUTAPHBIM I/IMMYHOFJ'IO6YJ'II/IHOM U HOUKIOCIIOPHMHOM
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obmero Owmmpyouna y 46,8 % mammentoB (29 u3 62). Hu oaMH W3 yKa3aHHBIX CIIy4acB
yBesmueHus nokazateneid AJIT, ACT u obuiero 6mnpyOuHa HE IPUBEN K OTMEHE TEPAITHH.

[Ipu mpumeHeHMH B MOHOTepanuu y marueHToB ¢ pedpakrepHoit TAA |l dhas3er >3-kpatHoe
yBenundeHue nokasareneid AJIT u ACT ogHOBpeMeHHO ¢ >1,5-KpaTHBIM yBEJIMYCHHEM OOIIEro
(HenpsMoro) 6unupyouHa ObuT0 OTMEUYeHO y 5% manueHToB. OOmumii OunupyOuH ObUT yBEeTHUEH
B >1,5 paza y 14 % nauueHTos.

Ontpombonar umHrnOupyer reusl UGT1Al u OATPIBI, koTophie MOryT CIOCOOCTBOBATh
Pa3BUTHUIO HEMIPSIMOU TMIEPOUITUPYOHEMHH.

V¥ nmauuentoB ¢ UTIIL, BI'C u pedpakrepuoit TAA ceiBopoTounyto aktuBHocTh AJIT, ACT u
KOHIICHTPALUI0 OMIpyOrnHa HE0OXOAMMO U3MEPHUTh 10 Havaa JEUSHHsI SITPOMOOIIAarom, 3aTemM
KOHTPOJIMPOBATh KaXJble 2 HEJENU BO BpeMs MOAOOpa J03bl, a TAKXKE €KEMECSYHO IOocie
JOCTHKEHUS CTAOUIIBHOM J103bI.

[ToBTOpPHOE MCCIENOBAaHUE IOCIE BBISBICHUS OTKJIOHEHHUS IOKa3zareiaed (yHKIMU NEYEHU OT
HOPMBI IPOBOAAT B TeueHue 3—5 aHei. Ecim chiBOpoTOUYHAst KOHIIEHTpanus 001ero Ommmpyonna
yBEJNMYEHA, CIIEAyeT OMNpPENeNIUTh KOHIIEHTPAIMI0 €ro OTAeNbHBIX ¢pakuuil. B cmyuae
MOATBEPKJCHNS OTKJIIOHEHUS OT HOPMBI KOHTPOJIb IMPOAODKAIOT 1O pa3pelieHus JaHHOIO
ABJIEHUS, €70 CTa0MIIN3alMK 00 BO3BpaIlleHUs TIoKa3aTeslel K MCXOJHOMY YPOBHIO.

Jledenue anrpoMOonaroM mpekpamaroT B ciiyyae >3-KpaTHOTO IpeBbllieHus akTuBHOCTH AJIT
BI'H y nmanueHToB ¢ HOpMaibHOW (PyHKIMEH MeYeHH WM B Cilydae >3-KpaTHOTO YBEJIWYEHHUs
OTHOCHUTEJIBHO UCXOAHOT0 YPOBHS (WM >5-kpatHoro yBenuueHnus BI'H, B 3aBucumoctu ot toro,
KaKo# MoKa3aTellb HWKE) y MalMeHTOB C MOBBIIIEHHON akTUBHOCTBIO AJIT 1o Havana jnedeHus u

CICOYIOMUX ITPHU3HAKOB:

o porpeccupoBaHye HapyIIeHus, 1100

. COXpaHEHHE HapyILICHUs Ha IPOTSHKEHUU >4 Hellenb, 1100

. €ro COYEeTaHHE C MOBBIIIEHHEM KOHLIEHTPALUU IPSIMOTro OMIMpyOorHa, 1100

o €ro COYeTaHWe C KIMHUYECKUMHU CHUMIOTOMAaMU MOPAXEHUs MEYEHH WM TMPU3HAKAMU

JIEKOMITEHCAIlUU (PYHKLIUH TTEYESHH.

B cnyuyae npuHATHA pelleHHs O Ha3HAYeHMH dTpomOoniara B repBoil JuHuM Tepanuu TAA
cnenyet nposectu aHanu3 nokasarenei AJIT, ACT u OunupyOuHa 1o Havyana jgeueHus. B cioyyae
noBblneHust mnokaszarened AJIT Ha HpOTSHDKEHUHM Tepamnuu CleIyeT KOPPEeKTHpPOBATh 03B
anTpombonara corjaacHO peKOMEHAANUsIM, YKa3aHHbIM B Tabnure 5.

VY manueHToB ¢ 3a00JIeBaHUSIMU MEYEHU SITPOMOONAr ciieAyeT MPUMEHATh C OCTOPOKHOCTHIO.
Jleuenne manuentoB ¢ UTII u pedpakreproit TAA Ha poHe nMmeronuxcst HapymieHui QyHKITUN
NICYEHH CJIelyeT HAaYMHATh C MUHUMAJIBHOW CTapTOBOM JI03BI.
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Tsorcenvie nopasiCerHusl ne4eru

B kIMHMYECKMX HCCIENOBAHUAX OBUIM OTMEYEHBI OTACIBbHBIC CIy4Yad TSDKEIOTO IMOPAKCHHS
neueHu. [loBbleHne 1a00paTOPHBIX MOKa3aTeNIel IEUeHH BO BCEX CIIyYasx pa3peranoch mocie
nepepbiBa WM OTMEHBI TEpauK 3ATpoMOonaroM. B KiIMHUYECKUX UCCIEI0BaHUSX Y MALUEHTOB
¢ TAA, KOTOpBIM HE MPOBOAMIIACH TPOrPaMMHasi MMMYHOCYIIPECCUBHAs! TEpaIlus, U y MallueHTOB
¢ pedpakreproit TAA cimyyaeB pa3BUTHS TSKEIIOTO MOPAKEHUS IEUCHH BBISBIEHO HE OBLIO,
OJTHAKO YMCJIO MAIIMEHTOB C IaHHBIM ITOKa3aHHEM ObLJIO OTpaHHYEHO. Y YUTHIBAsI IPUMEHEHUE TIPU
TAA MakcuManbHOM JOMyCTHUMOW 103kl mpenaparta (150 Mr/cyr) W XapakTep peakivH,
HEOOXO/JMMO YYMUTBHIBATh BO3MOXKHOCTb PpA3BUTHUSl MOPAKEHHUS IEYEHH, HHIYLUPOBAaHHOIO
preMoM 3JTpomoborara.

Hexomnencayusa pynkyuu nevenu (npumenenue ¢ uHmepg@eponamu)

JlexoMmneHcanuss (yHKIUU [EYEHU Yy MAIUEHTOB € XpoHMUYecKuM rematutoM C: HeoOXoaum
MOHHUTOPHHT MAIlMEHTOB C HU3KUM YpOBHEM anbOymuHa (<3,5 r/in) wiu 6amnom >10 mno mkane
MELD.

VY nammenToB ¢ xponndeckuM BI'C u muppo3om nedeHu npu JedeHuHn nHTephepoHaMu-anbda
MOJET CYILIECTBOBAaTh PHUCK JEKOMIEHcauu (yHKIMM NedeHu. B IByX KOHTPOIMpYEMBIX
KJIMHUYECKHX MCCIIEJOBAHUAX C yUaCTHEM NallMeHTOB ¢ TpombOonuronenueit u BI'C, nokaszarenu,
CBU/ICTENILCTBYIOIIHNE O JEKOMITEHCANU (DYHKIIMU TI€YEHU (aCIUT, IeYeHOYHas dHIIe(datonaTus,
KPOBOTECUCHHE M3 BAPUKO3HO PACIIMPEHHBIX BEH, CIIOHTAHHBIH OaKTepUaNbHBIM NEPUTOHUT),
yalie oTMeJaIuch B rpymie aarpombonara (11 %), yem B rpynme miane6o (6 %). Y manueHTos ¢
MCXO/IHO HU3KOU KOHIIeHTpaluel ansoymuna (<35 r/n unu 6amiom >10 no mxkane MELD) puck
JEKOMIIEHCAllUU (PYHKIIMM TeueHu ObLI B 3 pas3a BbIIlIe, a TaKKe ObLJIO OTMEUYEHO YBEIMUYEHUE
pHUCKa HEXeaTeIbHBIX PEaKIUi C JIETAIbHBIM MCXOJIOM IO CPAaBHEHHIO C TAIIMEHTaMH C MEHee
BBIpR)KEHHBIM NOpakeHHeM IedyeHu. Kpome Toro, mpeumyiectBa Tepanuu, oOecreuynBaroieit
YCTOMUYUBBIA BUPYCOJOTHYECKUN OTBET IO CPABHEHUIO C IJanebo, ObUIM HE3HAYUTEIbHBIMH Y
JaHHBIX TAIMeHTOB (B OCOOEHHOCTH y MAIlMeHTOB C HCXOIHBIM albOyMuHOM <35 r1/11) 1O
CpPaBHEHHIO C TPYIIION B IEJIOM. DIATPOMOOIAr CleayeT Ha3HayaTh TAKHM TAalMEeHTaM TOJBKO
1ocje THIATENbHOM OLEHKH OXHJIaeMoro 3¢¢eKTa OT Tepanuu Mo CPaBHEHUIO ¢ BO3MOKHBIMHU
PHCKaMH.

Crnemyer TmiaTenhbHO HAONIONATh TMAIEHTOB C TaKMMU JaHHBIMH Ha HaJHMYUE MPH3HAKOB M
CHUMIITOMOB JICKOMTICHCAITUH (DYHKIMH MTEYCHH.

Jiis monydeHuss ”HPOPMAaIUU O KPUTEPUAX OTMEHBI UCHOIB3YHTE HHCTPYKIUIO 110 TPUMEHEHUIO
COOTBETCTBYIOLMX TMpenapaToB uHTepdepona. [Ipuem snTpomOorara ciieayeT NpeKpaTuTh B
CJlydae OTMEHbI IPOTUBOBUPYCHON TEPAIMU B CBS3U C JIEKOMIIEHCAllMeH (PyHKIIMY NICUEHH.

IIpumenenue ¢ aHmusUpyCcHuIMU NPENapamami NPIMo20 0elcmaus.
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OPOTHBOBUPYCHBIMHM ~TIpenapaTaMd TNPSMOTO JCUCTBHS, pa3pelICHHBIMH Ui JICYCHUS
xpoHnyeckoro rematura C (MHrHOMTOpPHI mpoTea3sl Bupyca rematuta C, HYKJICO3UIHBIC
WHTUOUTOPHI IMOJIMMEPa3bl, HEHYKIICO3UIHbIE MHTHOUTOPHI TTosinMepas3bl, NSSA HHruOUTOpHI).
Tpombomuueckue u/unu mpomooIMO0IUUECKUE OCTONCHEHUS
KosnndyecTBO TpOMOOIIMTOB BBIIIIE HOPMBI PEACTABISIET TEOPETUUECKUNA PUCK TPOMOOTHUECKUX
u/Wm TpoMO03MOOIMUYECKIX OCIOKHEHUH. B KIMHMYECKHX HCCIENOBaHMAX »iTpomOomnara y
naiueHToB ¢ UTII TpomOosMOoIMueckre OCIOKHEHUS HaONIOAATUCh MpPU  KOJIMYECTBE
TPOMOOILIMTOB KaK HUXE, TaK U B Mpe/iejaX HOPMBI.
[TarmenTam ¢ M3BECTHBIMHU (DaKTOpaMH PHCKAa TPOMOOAIMOOIMYECKHX OCIIOKHEHHH (TaKUX Kak
mytanust paxropa V Jleiinena, nepumur anturpomOuna Il (ATII), antudochommmunnbii
CUHJPOM U Jp.) CIEAYeT YAeNATh 0c000€ BHUMaHUE TP MIPUMEHEHHUHU AITpoMOoriara.
CrnenyeT THIATETbHO KOHTPOJIHUPOBATH KOJWYECTBO TPOMOOIIMTOB M PACCMOTPETH BOIPOC O
CHIDKEHHH JI03bI HWJIM OTMEHE >ITpomOorara, €ciii KOJUYEeCTBO TPOMOOIIMTOB IPEBBIIIAET
IeJICBbIC 3HAYCHUSI.
B uccnenoanusx nmo UTII y 17 u3 446 nauuentos (3,8 %) Obu1 otmeueH 21 TpomOOTHUECKUM
/U TpoMO0IMOOIMYECKHA AMKu304. TpoMO0IMOOIMKM BKIIIOYATIU: 3MOOJIMIO, B TOM YHCIIC
JIETOYHYIO0 3MOOJHIO, TPOMOO3 TITyOOKMX BEH, TPAH3UTOpPHBIE HIIEMUYECKHE aTaku, MH(apKT
MHUOKapJla, MIIEMUYECKUH UHCYIbT M 3aMOJ03PEHHBIN MPOJIOHTMPOBAHHBIN OOpaTUMBII
UIIEMUYECKUI HEBPOJOTHUECKUI IeDUIIUT.
He cnenyer npuMeHsATh >nTpoMOoONIar JUist IeUeHUs MallueHTOB ¢ HapyleHueM (yHKIUH eYeHn
(=5 GamnoB no mxkane Yaing-Ilsto0), ecnu oxumaeMasi mMoib3a HE MPEBBIIACT YCTaHOBJIEHHBIH
PHUCK TpoMO03a BOPOTHOM BeHBI. Ecin tieuenne cunraeTcs 1enecoo0pa3HbIM, CIeAyeT COOII0IaTh
OCTOPOKHOCTh NP MPUMEHEHUH ITpOMOONara y nalleHTOB ¢ HapyIleHueM (GYHKINU MEYeHH.
B 2-X KOHTpOIMpyeMBIX MCCIEOBAHUAX C YUaCTHEM MAaIMEeHTOB ¢ TpoMOouuTonenue u BI'C,
noy4yaBmux Tepanuio uarepdepornom (N=1439), y 38 u3 955 naruenTtoB (4 %), moIydaBIIAX
antpoMbomar, U y 6 wu3 484 mnamuentoB (1%), momydaBmux 1uIanebo, OTMEYaIUCh
TPOMOOTHUYECKHE WIH TPOMOOIMOOIMUECKIE OCTIOKHEHU (KaK BEHO3HBIE, TaK U apTepHalIbHBIE).
CoObITHS TPEUMYIIECTBEHHO OBLIM HETSDKENBIMU M Pa3pellIMINCh K KOHILy MCCIEIOBaHUS.
Tpom603 BOpOTHOM BeHbl ObUl Hambosee paclpoCTPaHEHHBIM U3 TPOMOOIMOOTHUECKUX
OCJIOXHEHUH B 00enx rpynmax (2 % mamueHToB, MoJydaBImux daTpoMoomnar, u <1% manueHTos,
NOJy4yaBIIMX IUTane6o). BpemeHHOW CBsA3M MeXIy HayaJoM JIeUEHHS M Pa3BUTHEM
TPOMOOTHUYECKUX W/WIN TPOMOOIMOOIMUYECKUX OCIOXKHEHUNH HEe HAaONI0JAIOCh. Y MalUeHTOB C
HU3KUM ypoBHEM anbOoymuHa (<35 /1) ninm 6amiom >10 o mkane MELD ormeueHo nBykpatHoe

YBEJIMYEHHUE PUCKA PA3BUTUSI TPOMO0IMOOINYECKUX OCIOXKHEHHI, B CPAaBHEHUH C MAallMEHTaMU C
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YBEIIMYCHUE pHUCKA pa3BUTHS TPOMOOAIMOOIMYECKUX OCIOKHEHHH, YeM Ooyiee MOJoble
HAIMEHTHl. DITpoMOONar cieayeT MPUMEHSATh Ui JICUSHHs] TaKUX MalUeHTOB TOJBKO IOCIE
THIATEJILHOIO CPAaBHEHUS 0KMIAEMOM IOJb3bl M BO3MOYKHBIX PHCKOB. BOJIBIIMHCTBO Ciy4acB
TPOMOOTHUYECKUX /WM TPOMOOIMOOIMUYECKUX OCJIOXHEHUH HE IPHUBENO K IMPEKpalleHHIO
IIPOTUBOBUPYCHOH TEPAINH.

B KoHTponmumpyeMOM HCCIENOBaHMM C Yy4YacTHEM TalUeHTOB C TpPOMOOLMTONEHUEH U
XpOHMYECKMMH 3a0osieBaHMsIMM TneyeHH (N=288), mepeHecuIMX IJIAHOBbIE WHBA3UBHBIE
BMEILIATENIbCTBA, PUCK TPOMOO3a B CHUCTEME BOPOTHON BEHbI ObLI IOBBIINIEH y NallMEHTOB,
NOJIy4aBLIMX ITpomOonar B 103€ 75 Mr 1 pa3 B cyTku B TeueHue 14 nHei.

VY mectu u3 143 (4 %) B3pOCHBIX MAIMEHTOB C XPOHUYECKOW OOJE3HBIO MEYCHH, MOJTYyUaBIINX
antTpoMbonar, pa3BUIMCh TPOMOOIMOOIMUECKUE SBJIEHHs (BCE B CUCTEME BOPOTHOI BEHBI), a B
rpynne mianebo TpomboaMOonuUuecKue SBICHHS pa3BUIUCh Y AByX u3 145 (1 %) namueHToB
(1 cyuaii B cucreme BOPOTHOM BeHBI M | ciydail mH(papKkTa MHOKapaa). Y MSATH MalUCHTOB,
MOJTyYaBIIHUX JICYCHHE HITPOMOOIIaroM, TpOMOOIMOOINYECKHE SIBICHUS pa3BUIINCH B TeueHue 30
JTHEH 1ociie 3aBeplleHHs MpueMa 3ITpoMOoIiara pyu KoJuuecTBe TPOMOOILUMTOB, IPEBbIMIABIIEM
200000/mK1.

B ximHnueckux uccienoBanusix peppaxrepHoil TAA cinydyaeB pa3BUTHS TPOMOOTHUECKUX W/WIN
TPOMOO3IMOOINYECKIX OCIOXKHEHHUI BBISIBICHO HE ObLIO, OJJHAKO YHMCIIO MAlMEHTOB C JaHHBIM
noka3aHueM Obulo  orpaHmdeHo. Heo0XoaumMo  yuuTBIBaTH  BO3MOXKHOCTb — Pa3BUTHUSA
TPOMOOTHUYECKUX W/MIM TPOMOOIMOOINYECKUX OCIOKHEHUH, HHIYLIUPOBAHHBIX HPUEMOM
antpoMOonara, B MOMYJISIUU MAalMEHTOB, IPUHUMAasi BO BHUMaHHE Ha3HAYEHHE MaKCHUMAaJIbHO
JOTTYCTUMOM J03bl ¥ XapaKTep PEaKIHH.

OnarpoMbomnar He cileayeT NPUMEHATh Ui JIeYeHHs TPOMOOLMTONEHUH Yy TMalMeHTOB C
XpPOHMYECKHM 3a00JIeBaHUEM II€UYeHH B paMKax MOJrOTOBKM K HWHBA3WBHBIM IpoLEAypam
(Harmpumep, OWONCHS TEYEHH, TPAHCHIOTYISPHOE BHYTPUIIEYEHOYHOE MOPTOCUCTEMHOE
LIYHTUPOBAHUE, SHIOCKOIUYECKUN METO]] JIEYSHHsI BAPUKO3HOTO PACIIMPEHNS BEH MUILEBOA).
Kposomeuenue nocne npexpawenus nevenus s1mpomobonazom

[Tocne mpekpameHust Tepanuu >aTpomOonaroM, HazHaueHHoW it snedenus UTII u BI'C, y
OOJBIIMHCTBA MAIIMEHTOB KOJIMYECTBO TPOMOOLMTOB B TeueHHE 2 HeAedb BO3BpaIlaeTcs K
MCXOJHOMY 3HAUEHHUIO, YTO IMOBBIIIAET PUCK Pa3BUTHUSI KPOBOTEUEHUS, @ B HEKOTOPBIX CIIydasx
MOXET MpPHUBECTH K KpoBOoTeueHHto. KoianyecTBO TPOMOOIMTOB HEOOXOIUMO €KEHENEIbHO
KOHTPOJIMPOBATh Ha MPOTSHKEHUU 4 HEJleNIb TI0CIe OTMEHBI diITpoMOornara.

IIpoepeccuposanue cywecmsyrowe2o muenooucniacmuyeckoeo cunopoma (MAC)

19



COOTBETCTEYET 3KCNEPTHOMY OTUETY
26.05.2023 N 9866

OT b WD 2025

Aronuctel TPO-R sBnsiroTcst ¢akTopamu pocTh, npdeH%h%rﬂI%&%‘é?ﬁﬂtﬁﬂf&)kbgﬁéénﬁﬁéme

KJICTOK-TIPEAIECTBEHHUKOB, B T. AU PEepeHIMPOBKE M BHIPAOOTKE TPOMOOIMTOB. DKCIIPECCUs
TPO-R npoucxoaut Ha HOBEPXHOCTH KJIETOK MUEIOUAHOIO POCTKA.

CymiecTByeT omnaceHue, uTo MpuMeHeHHe aroHuctoB TPO-R MoxkeT CcTUMyIupoBaTh
MIPOrPECCUPOBAHUE CYIIECTBYIOIIUX 3JI0KAYECTBEHHBIX M€MAaTOJIOIMUYECKUX 3a00JIeBaHMM, TaKUX
kak MJIC. B kiIMHHYECKUX UCCIIEJOBAHUSIX NPU IpUMeHeHnH aronuctoB TPO-R y nauueHnTos ¢
MJIC oTmedeHbI ciayyad TPaH3UTOPHOTO YBEJIMYEHHUS KOJUYECTBAa OJACTHBIX KIIETOK, a TAaKKe
caydau nporpeccuu MJIC 10 ocTporo MUEIOMAHOTO JIEHKO3a.

C nensro noareepsxkaeHus auardosa UTII wim TAA y nanyeHToB MOXKUIOTO BO3pacTa ClIeayeT
UCKJIIIOYUTh JpYrHe KIMHUYECKHE COCTOSHUSA, MPOSBISAIONIMECS TPOMOOLMTONEHUEH, B
YaCTHOCTH, UcktounTh nuario3 MJIC. Crnenyer yuyecTb BO3MOKHOCTD ITPOBEEHUS MYHKIIUU U
OHMOICHUU KOCTHOTO MO3Tra Ha MPOTSHKEHUHU TeUEHHUsS 3a00JIeBaHUS U Tepanmuu, B 0COOEHHOCTH Y
NanueHToB crapiie 60 JeT, NaleHTOB ¢ CUCTEMHBIMU IMPOSIBICHUSMU WU MaTOJIOTHYEeCKUMU
NPOSIBJICHUSIMH, TAaKMMH KaK YBEIMYCHHE KOJMYECTBA OJIACTHBIX KJIETOK B NepUpepUdIecKoit
KpPOBH.

O} dexTuBHOCTH U 6€30MACHOCTH MPUMEHEHHUS AITpoMOoOTIara Jjs JISUeHHs! IPYrux 3a00eBaHUM
U COCTOSIHUM, COMPOBOXKIAIOLIUXCS TPOMOOLMTONEHUEH, BKIIOYas TPOMOOIMTONECHUIO TOCIE
XUMHUOTEpAUU U MUEJIOAUCIIIIACTUYECKUE CUHAPOMBI, B HACTOSIIIEE BPEMS HE YCTAHOBJICHBI.
[IpoTuBOnOKa3aHO NpUMEHEHHE dBiaTpoMOomara i  KOPpPeKIHMH  TPOMOOLMTOIEHUH,
oOycioBiaenHoit MJIC wnM JIpyrMMH  COCTOSIHUSIMH, KpOME OJOOpEHHBIX IOKa3aHUM K
IIPUMEHEHHNIO, BHE PAMOK KIIMHUYECKUX HUCCIIEIOBaHUI.

3noxkauecmsennvie HO800OPA308aAHUS U NPOSPECCUPOBAHUE 3T10KAYECMBEHHBIX HO800OPA308AHUL
CymecTtByeT TeopeTHdeckass BO3MOXHOCTb, 4TO aroHuctel TPO-R moryr cTumynmpoBaTh
IpOTrpecCcupoBaHKEe CYLIECTBYIOIINX FeMaTOJIOTHYECKUX HOBOOOpa3oBanuii, Hanpumep, M/IC.

B xone knuanueckux uccnenposanuii y nanuentos ¢ UTII (n=493) u BI'C (n=1439) He nokazaHo
pa3anuuii B 4acTOT€ Pa3BUTHUS 3JI0KAYECTBEHHBIX HOBOOOPA30BaHUIN WM 3JI0KAYE€CTBEHHBIX
3a00JIeBaHUH KPOBU MEX Y MallMEHTaMHU, MOJIyYaBIIMMHU TU1a1edo0, U MalueHTaMu, oTy4aBIIUMHU
antTpomOornar.

OTto cornacyercs ¢ HH(pOpMalUel, MONIy4eHHOH B XOJ€ JOKIMHHUYECKUX MCCIEeJOBAHUH, B
KOTOPBIX HE OBLJIO MOJyYE€HO CBUJETENIbCTB 3JI0KAUECTBEHHOH mponudepanuu KIETOK IpH
WHKYOallMM B MPUCYTCTBUU 3nTpoMOomnara kiaeTodHbIX JUHUH MJIC, KI€TOYHBIX JUHUM
pa3IMYHBIX THUIIOB JIEMKO3a M KJIETOYHBIX JIMHUM COJIMJHBIX OMYXOJEH (TOJCTOM KHILKH,
IpeCTaTeIbHON KeJe3bl, IMUHUKOB U JIETKHUX).

Lumozcenemuueckue anomanuu u pazsumue M/[C/ocmpozo muenouono2o neikosa y nayueHmos ¢

MAACEN0U ANIACMUYECKOU anemuell
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arutacTUdeckoil anemuedl. Her maHHBIX, CBHIETENBCTBYIONIUX, YTO ANTPOMOOIAr CIIOCOOCTBYET
NOBBILICHUIO PHUCKAa pPa3BUTUS LIUTOT€HETUYECKUX HapylmeHuidl y mnauueHtoB ¢ TAA. B
KIIMHUYECKOM HcclieioBaHuu antpoMbOomnara Il ¢asbl y manueHToB ¢ TSKEIOW ariacTH4ecKon
aHEMHEH YacTOTa HOBBIX IIUTOICHETUYECKUX aHOMalIni Obl1a oTMedeHa y 19 % mauuenTtos (8 u3
43 TMalueHToB, y MATH U3 HUX OBUIM OTMEUYEHBI M3MEHEHHS B Xpomocome 7). CpemHee Bpems
pa3BUTHS HUTOTEHETUUECKUX AaHOMAJIMM OT HayaJla UCCIIEJOBAHMSI COCTaBUIIO 2,9 MeCSLEB.

B knmuHuveckux uccieqoBanusx snTpomoornara y nauueHtoB ¢ TAA y 4 % nanuenTos (5 u3 133)
ob11 quarnoctupoBad MJIC. Cpennee BpeMs OT Hauasia JeueHus ITpOMOOIIaroM 10 MOCTaHOBKU
JIMarHo3a cocTaBujIo 3 Mecsla.

Jna nauuentoB ¢ TAA, pe3UCTEHTHBIX WM [PEABAPUTENIBHO MPOLIEALINX  KYypC
MMMYHOCYTIPECCUBHOM TEpaIvy, peKOMEHAYETCs LUTOTeHEeTHYECKOe HCCIeOBaHUE acmupaTa
KOCTHOT'O MO3Ta JI0 Hauaja Teparnuu 3ATpoMOonarom, Ciycts 3 Mecsiia rmociie Hadasa JICUeHHs U
yepe3 6 MecsIeB [ocie OKOHYaHUs IpUMeHeHus anTpomoOonara. Ecinyu oOHapyXKUBarOTCsl HOBBIE
[IUTOr€HETHYECKUE aHOMAJIMH, HEOOX0IMMa OIICHKA 1eIecO00pa3HOCTH MPOJIODKEHHS Teparnuu
3IATPOMOOTIAroMm.

Kamapaxma

B Tokcukonoruueckux HccieloBaHUSAX 3TpoMOonara y TphI3yHOB BBISBISIACH KaTapakTa.
PexoMeH10BaHO MI1aHOBOE HAOIIIO/IEHNE TAIIMEHTOB Ha MPEAMET Pa3BUTHUS KaTapaKThl.

B KOHTponHMpyeMbIX HCCIEIOBAHUSX C ydacTHEM MalMeHTOB ¢ TpomOouurtoneHuer u BI'C,
KOTOpBIE TOJIydaldd JiedeHHne Ha ocHoBe wuHTepdeponoB (N=1439), coolbmanoch o
IIPOrPECCUPOBAHUN KaTapaKThl, CYIIECTBOBABIIEH NCXOIHO, UJIM O MOSIBIIEHUU KaTapakThl y 8 %
NAIMEHTOB B rpymre aiTpombonara u 5 % nanueHToB B rpymime miamneoo.

Yonunenue unmepeana QT/QTC

HccnenoBanue BIUsHUA TpemapaTa Ha uHTepBal QTc ¢ yyacTuem 3740pOBBIX JTOOPOBOIIBIIEB,
MOJTy4aBLINX AITpoMOornar B 1o3e 150 Mr B CyTKH, HE BBISIBUIO KJIMHUYECKU 3HAYUMOT0 3 deKra
npenapata Ha pernoisipu3aniio cepamna. YanumHeHue wuHTepBaia QTc peructpupoBanm B
KIIMHUYECKHX UCCIIeI0OBaHUAX ¢ yuacTueM nanueHToB ¢ UTII u naiueHToB ¢ TpOMOOIIMTONICHNEH,
uHunuposanueix BI'C. Knnanueckas 3HaUMMOCTh JaHHBIX SBICHHUN y/unHeHus narepaia QTc
HE YCTaHOBJICHA.

Bausnue na gpepmunvnocmo

B uccnenoBaHusiX y >KMBOTHBIX 3JTpOMOONAar He OKa3bIBall HEOJIArOMPUATHOTO BIMSHUS Ha
bepTIiIbHOCTB. DnTpoMOONar He BT Ha (PepPTUIIBHOCTD Y 0COOEH MYKCKOTO U KEHCKOTO IoJia

IpY MPUMEHEHHUH B J103aX, B 2—3 pa3a MpeBbIIIAIONINX PEKOMEHIOBaHHbIE JIJIsl YeTIOBeKa (UCXO0Is

21



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 26.05.2023 N= 5866

n3 BenmrmunHbl AUC y manmentoB ¢ UTII B no3e (75 Mr/cyﬂ‘p?éﬂéﬂfé@rd %J}b tadckiM BI'C B

no3e 100 mr/cyT).

Ympama omeema na mepanuio snmpombonazom

VYT1para oTBeTa MM HECHOCOOHOCTH IMOJICPKUBATH KOJIMYECTBO TPOMOOILMTOB MNpPHU JICYCHUH
NITPOMOONIAaroM B PEKOMEHIYEMOM JAWamna3oHe TpeOyeT IOMCKa NPHYMHBL, OOBSICHSIOIICH
yTpaTy/moTepro OTBETA.

Bnusinue na ceponocuueckue nokasamenu

OnrpomOonar OYeHb OKpaIIeH, II03TOMY MOJXET OKas3blBaTh BIHMSHHE Ha HEKOTOPHIC
7a00paTopHbIe IOKa3aTenu. B psange ciayd4aeB y MalMeHTOB, NPUHUMABIIUX 3ITpomOorar,
coo0mmanock 00 00ecIBEYMBAHMHM CHIBOPOTKM KPOBH U BJIMSHUM Ha [OKa3aTeld OOILEro
OmMpyOMHa W KpeaTMHHHA. Eciu pe3ynbrarhl J1a00paTOPHBIX UCCIICIOBAHUA W KIMHHYECKUX
HaOJII0JCHU TPOTHBOpEYAT APYT APYTY, TO NPU HATHYHH KIMHUYECKH YCTAHOBICHHOM XKENTYXH
B ONpENCIICHNH JIOCTOBEPHOCTH HHM3KHX YPOBHEH o00mero OwnmpyOuHa MOXET HOMOYb
OJTHOBPEMCHHOE OIpE/CICHNUE TI0Ka3aTejeld aMHHOTpaHcdepas, B Cllydae K€ HEOKHIAHHO
BBICOKHMX TI0OKa3aTeliei ChIBOPOTOYHOTO KPEATMHHMHA CIIEAYET MPOBOJMTH OICHKY IOKa3aTels
MOYeBUHBI KpoBH. [I0BTOpHOE Tab0paTOpHOE UCCIIEJOBAaHHUE C UCIIOIB30BaHUEM JPYroro METoa
aHaJIM3a TaKKe MOXKET IOMOYb B OIPEICICHUH JOCTOBEPHOCTH AUATHO3A.

4.5. B3aumopneiicTBHe ¢ IPYTHMU JeKaPCTBEHHbIMH NMpenapaTaMu U Ipyrue BU/bI
B3aHMO/AeliCTBUA

BausHue 3HTDOM6OHaFa Ha JPYIruc JCKAapCTBCHHLIC ITPCIIapPaThl

Hneubumopwvr ' MK—KoA pedyxma3zvl

[Tpumenenue anrpombomnara B 03 75 Mr 1 pa3 B CyTKM B T€UYE€HHE 5 JHEW ¢ pO3yBacTaTUHOM,
ABIIAIOIMMCS cyOcTpaToM OenkoB—TiepeHocunkoB opranndecknx annoHoB OATP1B1 u BCPR, B
oJtHOKpaTHOM f03e 10 Mr BbI3bIBAJIO y 39 3710pOBBIX 100poBosIbLEB yBenudeHue Cmax 10 103 %
(90 % AU (AU = noBepurtenbHbiit uHTEpBaN): 82 %, 126 %) u AUCinf 10 55 % (90 % AU: 42 %,
69 %) po3yBacTaTiHa B TJIa3Me KPOBH.

Oxwunaercss Takke B3auMoOJeicTBHE ¢ ApyruMu npenaparamu uHruouropamu ['MK-KoA
pelnyKTa3bl, B TOM YHUCII€ aTOPBACTATHHOM, (IIyBaCTaTUHOM, JIOBACTaTUHOM, IPAaBACTaATUHOM U
cuMBacTaTHHOM. [Ipy OTHOBpEMEHHOM MPHUMEHEHHH C 3ATPOMOOIIAroM CJleayeT pacCMOTPETh
BO3MOXXHOCTh CHUXKeHHSI 1036l HHTHOUTOpOB ' MK—KOA penykTassl ¢ THaTeabHbIM KOHTPOJIEM
HEXEJNaTeNbHBIX PEeaKIuil Ha CTATHUHBI (CM. pa3zaen 5.2).

Cyocmpamor OATPI1B1 u BCRP

[Ipy oxHOBpEeMEHHOM MpPUMEHEHMM >ATpoMOoIara ¢ JIpyruMu cyOcTpaTamu OelKoB—

nepeHocurnkoB opranudeckux aHuoHoB (OATP1B1), (manpumep, merorpekcat) u BCRP (BCRP,
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TOMOTEKAH U METOTPEKCAT) CIIEAYeT COOJI0IaTh OCTOPOKHOCTD (CM. pasaern 5.2.).

Cyocmpamul yumoxpoma P450

B wuccnenoBaHusAX ¢  HCIOJNIB30BAaHMEM MHMKPOCOM TI€UEHH 4YelloBeKa siaTpombomnar (B
KOHIeHTpanuu 0 100 MMOJIB) HE MPOAEMOHCTPUPOBA IN Vitr0 HHrHOUPOBaHUS H30(DEPMEHTOB
CYP450 1A2, 2A6, 2C19, 2D6, 2E1, 3A4/5 u 4A9/11, u Obl1 HHTUOUTOPOM H30PEPMEHTOB
CYP2C8 u CYP2C9 no nanHbpIM U3MEPEHUI C UCIIOJIB30BAHNEM MAKIUTAKCeNa U TUKIo(eHaka B
KayeCcTBE MapKEPHBIX CyOCTpaTOB.

[Tpuem snrpomborniara B 103¢ 75 Mr 1 pa3 B CyTKku B TedeHUE 7 AHEH y 24 370pOBBIX MYKUHH—
JOOPOBOJIBIIEB HE MHTMOMPOBAJ M HE BBI3BIBAJT HHIYKIIMK METa0O0IM3Ma MapKEPHBIX CyOCTpaToB
depmentoB 1A2 (kodeun), 2C19 (omenpazomn), 2C9 (dmaypoburnpoden) wm 3A4 (Munazonam).
Knunudeckn 3HaYMMBIX B3aHMMOJCHCTBHUI MPU OJHOBPEMEHHOM MPUMEHEHUU dATpomborara u
cyocrpatoB ruroxpoma CYP450 He oxxumaerces (cM. pasmen 5.2.).

Hneubumopwr npomeaswi supyca cenamuma C

He tpebyercst koppekuusi n03bl 3aTpomMOomnara Mpud €ro OJHOBPEMEHHOM INPUMEHEHUH C
TenanpeBUpoM uiaM OounenpeBupoM. [Ipu OIHOBpEeMEHHOM NPHUMEHEHUHU HiITpoMOonara B
oaHOKpaTtHOW g03¢ 200 Mr m TenampeBupa B go3e 750 mMr xaxasie 8 yacoB He HaOII0IAIOCh
W3MEHEHUN SKCIO3UIMU TelanpeBUpa B Iula3Me KpoBH. [Ipu OJHOBpEMEHHOM TPUMEHEHUH
antpomoOoriara B omHoKpaTHo# g03e 200 Mr u Gomenpeupa B qo3e 800 Mr kakapie 8 4acoB He
Habmonanocs usmeHennii AUC o) 6orienpeBupa B miia3Me KPOBH, OJHAKO OTMEYEHO YBETUUCHHE
Cmax Ha 20 % wu cHmwxkeHnue Cmin Ha 32 %. KnuHnueckas 3HAYUMOCTh YMEHbIIEHHS Cmin HE
YCTaHOBJIEHAa, PEKOMEHJOBAH TIIATENbHbI KIMHUYECKUH U JIaDOpaTOPHBIH MOHUTOPHHT
cynpeccun HCV.

JIekapCTBEHHBIE CPEICTBA, KOTOPEIE MOT'YT OKa3bIBaTh BIMSHUE Ha 3HTDOM6OH&F

Luxknocnopun: OTMEYEHO YMEHBIIEHHE »JKCIO3UIUU DJITpoMOoIara MpH OJHOBPEMEHHOM
npumenenuu ¢ 200 mr u 600 mr uknocnopuna (marnOuTopa BCRP), KOTOpOE HE paciieHeHO Kak
KIMHUYEeCKH 3Hauumoe. I[lpumeHeHue osatpombonara B OJHOKpaTHOM go3e 50 Mr c
rukIocnopuHoM B Jo3e 200 mr camkano Cmax 1 AUCinf anTpombomnara Ha 25 % (90 % AU: 15 %,
35 %) u 18 % (90 % HAU: 8 %, 28 %), coorBercTBeHHO. OnHOBpeMeHHOe BBeneHue 600 mMr
nukiocnopuaa CHIKAIO0 Cmax 1 AUCinf anTpombonara Ha 39 % (90 % JAU: 30 %, 47 %) u 24 %
(90 % OU: 14 %, 32 %), coorBercTBeHHO. Ha mpoTsKeHHH Kypca Tepamnuu 3ITpoMOonarom
BO3MOYKHA KOPPEKIIUs €ro J03bl HA OCHOBAHUH MOJCYETa KOJMYECTBA TPOMOOLIUTOB (CM. pazjiel
4.2.). Cnenyer KOHTPOIUPOBATH KOJUYECTBO TPOMOOIIMTOB €KEHEAECTHHO Ha MPOTSKEHUH 2—3

Hezllenb Ha (pOoHE OJHOBPEMEHHOIO NMPUMEHEHHs Iperapara ¢ HukiocnopuHoM. Ha ocHoBaHuu
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antpomOonara.

Ionusanenmuvie Kamuouvl (06pasosanue Xeiamuvlx KOMNIEKcog): siTpombonar oOpasyer
XeJIaTHbIE COEQUHEHMS] C TAaKUMH IOJUBAJICHTHBIMH KAaTHOHAMH, KaK AJIIOMHHUMA, KaJlbLIHMH,
JKeJIe30, MarHui, ceieH W IuHK. [IpumeHeHue snaTpoMOomnara B OJHOKpPaTHOW 103€ 75 MT C
AHTAIUIOM, COJIEPKALUM I1OJIMBaJIEHTHBIE KaTHOHBI (1524 mr antomMuHMs ruapokcuaa u 1425 mr
MarHusi kapoonata), npuBoiio k cHmwkeHnto AUCinf anTpomOomnara B rua3me kposu Ha 70 %
(90 % JU: 64 %, 76 %) n Cmax Ha 70 % (90 % AU: 62 %, 76 %).

Bo u30exaHue 3HAYMTENLHOTO CHUIKEHHSI BCAChIBaHHs AiTpoMOomnara, cilenyeT MpUHUMATh
aHTalUIbl, MOJIOYHBIE TPOAYKTHl M MHHEpaJbHBbIE T00aBKH, COJIEpIKAIINE IOJNBAICHTHBIC
KaTHOHBI, TI0 KpaifHel mMepe 3a 2 yaca 1o WM 4epe3 4 yaca 1mocie npuema snrpoMobornara (cM.
pazmenst 4.2. 1 5.2.).

Kombunayua nonumaseupa c pumoHasupom: OIHOBPEMEHHOE MpUMEHEHHe 3iTpombomnara M
KOMOWHAIMK JIOMUHABHpPA C PHUTOHABHPOM MOKET NPUBECTH K CHHIKCHUIO KOHIICHTPALUU
antpomOomara. B uccrnenoBannu ¢ ydactuem 40 370pOBBIX JTOOPOBOJIBIIEB YCTAHOBJICHO, YTO
OJIHOBPEMEHHOE OJHOKpaTHOE MpUMEHeHHe 3iaTpombomnara B go3e 100 Mr ¥ MHOrOKpaTHOE
NpUMEHEeHHe KOMOMHAIMK JIOMMHAaBHpa ¢ puToHaBupoM B jo3e 400 mr/100 mr 2 pasza B CyTKH
npuBo Mo K cHukeHuto 3HaueHus: AUCinf antpom6ornara B miasme kposu Ha 17 % (90 % JU:
6,6 %, 26,6 %).

CrnenoBarenbHO, IPU OJHOBPEMEHHOM MPUMEHEHHUH AITpoMOonara 1 KOMOWHAIIMY JTOTIMHABUPA
C PUTOHABUPOM HEOOXOAMMO MPOSBIATH MOBBIIIEHHYIO OCTOPOXHOCTH. HE00X01MM TIaTeNbHbINH
KOHTPOJIb KOJMYECTBA TPOMOOIIUTOB MUHIMYM €XEHEJEIbHO Ha MPOTSDKEHUH 2—3 Helenb IS
HaJUIeKaAIEro Imojdopa J03bl dATpoMOomara Mpu HA3HAUYEHUM WIM OTMEHE KOMOWHAIUU
JIOTIMHABUPA C PUTOHABUPOM.

Hneubumopwor u unoykxmopur uzogpepmenmos CYPIA2 u CYP2CS8

Metabonu3m snrpomOonara OCYHIECTBISIETCS MHOXKECTBEHHBIMU IMYTSMH, B TOM YHCIE C
BoBieueHueM uzodepmentoB CYP1A2, CYP2C8, UGTI1Al, u UGT1A3 (cm. pazmen 5.2.).
JlexapcTBEeHHBIE MTpemapaThl, KOTOPbIE MHTHOUPYIOT WM HHIYIUPYIOT TOIBKO OJMH U30(hepMeHT,
BPSA JTM MOTYT 3HAUMMO M3MEHSITHh KOHIIEHTPAIHIO ITpoMOomnara B mia3Me KpoBH, B TO BpeMs
KaKk JICKQpCTBEHHBIC IMperaparbl, WHTUOMPYIOUINE WM WHAYIUPYIOIIHE MHOXECTBO
n30(epMeHTOB, 001a/1al0T MOTEHIIMAJIOM YBEIMUYUBATh (HanmpuMmep, GpIyBOKCAaMHH) WIH CHUXKATh
(Hanmpumep, pudaMIuIIMH) KOHIIEHTPAIUIO IITpoMOoIIara.

Huzubumopur npomeasvl supyca ecenamuma C: TIpH OAHOBPEMEHHOM NMPUMEHEHUU MOBTOPHBIX

103 6omenpeBupa mo 800 Mr kKaxxapie 8 4acoB WM TeJanpeBupa B 03¢ 750 Mr Kakple 8 4acoB U
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B IUIa3M€ KPOBHU JI0 KIIMHUYECKHU 3HAYUMOI'O YPOBHSI.

Jlexapcmeennvle npenapamol ons nevenus UTI

JlexapcTBeHHBIE IIpenaparsl, KOTOPBIE IPUMEHSIIA B KIIMHUYECKUX UCCIIENOBAHUAX JJIs JICUCHUS
WUTII B koMOMHaLUMU C 3ATPOMOOINIAroM BKJIHOYAIM: TIFOKOKOPTUKOCTEPOUbI, aHA30J /WU
a3aTHONPUH, UMMYHOTJIOOYIHMH U aHTH-D mMMyHOrnoOynuH BHyTpuBeHHO. [Ipu mpumeHeHun
antpombonara B KOMOMHAIIMK C JPYTMMH JIGKAPCTBEHHBIMU Tpenapatamu ais yedenus MTII
HE00X0MMO KOHTPOJHUPOBATh KOJIMYECTBO TPOMOOLIMTOB BO M30€XkaHME BBIXOJA 3a MpeAesbl
PEKOMEHJOBAaHHOT'O JTHana3oHa (cM. paszaen 4.2.).

BzaumoaericTBue ¢ nuimien

[Tpuem snrpomOomnara B oJHOKpaTHOM a03¢ 50 MI' €O CTaHIApTHBIM BBICOKOKAJIOPUMHBIM
3aBTPAKOM, COJEpXAIlUM OOJIbIIOEe KOJMYECTBO >KUPOB M MOJOYHBIC MPOIYKTHI, CHHKAET
nokazaresib AUCinf anTpomoOomara Ha 59 % (90 % JAU: 54 %, 64 %) u Cmax Ha 65 % (90 % JIU:
59 %, 70 %).

[Tumia ¢ HeOOIBIUM cofiepKaHUeM KabIus (<50 Mr KaibIlus), BKIFOYaronas GpyKThl, TOCTHYIO
BETUHHY, TOBAIUHY, HeoOoraiieHHbIe (0e3 100aBOK KalbIIHsl, )Keje3a U Maraus ) pyKTOBBIE COKH,
HEOOOTalIeHHOE COEBOE MOJIOKO, HEOOOTaIleHHYI0 KpPYIy, HE OKAa3bIBaeT CYIIECTBEHHOTO
BIMSHUS Ha TUTA3MEHHYIO SKCIO3HUIIMIO0 3JTpoMOomnara BHE 3aBUCUMOCTH OT KaJOPUUHOCTH U
COZIeprKaHHMs )KUPOB B muiie (cM. paszaern 4.2.).

4.6. @epTHIBHOCTH, 0€PEMEHHOCTH U JAKTALUS

bepemeHHOCTD

Her nmanHbIX 0 MpUMEHEHUHU MperapaTa BO BpeMsi OEpeMEHHOCTH y YelioBeKa. B ncciemoBanusax
y JKMBOTHBIX OblJla BBISABJICHA PENPOAYKTHBHAS TOKCHUYHOCTH TMPH BBEACHUHU SATpoMOormara
OepeMeHHBIM JKMBOTHBIM B IMEpPHOJ oOpraHoreHesa. [lOTEHIMANbHBIN pUCK 7S YeTOBeKa
Heu3BecTeH. B cnyuae mpUMeHEHHs TMpenapara Mpu OEpeMEHHOCTH WIM TPU Pa3BUTUHU
OepemeHHOCTH Ha (hOHE TPUMEHEHHs Tperapara CieayeT MpOuH(DOPMHUPOBATH MANMEHTKY O
MOTEHITMATBFHOM pUCKe [T TuioAa. [I[puMenenune npenapara npu 6€peMeHHOCTH BO3MOKHO JIUIITh
B TOM Ciyyae, KOTJa MOTEHIMAIbHBIM PHUCK Ui TUIOAA OINpaBAaH OXKUIAEMOW IMOJNB30H s
matepu. [Ipumenenue npemnaparta Iarpombonar KaHoH He pekOMeHyeTcsl IpU OEpEMEHHOCTH U
y KEHIIMH C COXPAaHCHHBIM PEMPOMYKTUBHBIM TOTCHIIMAJIIOM, HE HCIOIB3YIOIUX METOIbI
KOHTpAIENInu.

B uccnegoBanusx sMopuodeTanibHON TOKCHYHOCTH Y KPBIC U KPOJIHUKOB 3ITPOMOOIIAr BBOAMIICS
caMKaM B TIEpUOJI OpraHoreHe3a. Y CaMoOK KpbIC TOKcHYecKas j03a B 60 MI/Kr/cyT (4To B 6 pa3
MIPEBBINIATIO KIIMHUYECKOE BO3/IeHCTBUE Ha YenoBeka Ha ocHoBaHuUW AUC y manuentos ¢ UTII B

no3e 75 Mr/cyT u B 3 pa3a NpeBhIIaI0 KIMHNYECKOE BO3/ICHCTBHE Ha YenoBeka Ha ocHoBe AUC
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y HAaIMEHTOB ¢ XpoHudeckuM renarutoM C npH nose IO@QQC%MEJ%E%%'HPEE%M%' Beca

1012 ¥ HEOOJIBIIIOMY YBEITMYCHHUIO YaCTOTHI Pa3BUTHS MICHHBIX pedep. Hukakux qoka3aTelbCcTB
CEPbE3HBIX CTPYKTYPHBIX MOPOKOB B MCCIICIOBAHUHM OTMEUYCHO HE OBLIO. Y KPOJIUKOB HE OBLIO
orMeueHO 3¢ (HeKToB HMOpUOQETaNTbHOM TOKCMYHOCTH M TEPAaTOTEHHOCTH B J03aX JI0
150 mr/kr/cyrt (8 0,5 pa3 Gosbliie KIMHUYECKOTO BO3JICHCTBHUS Ha YyejoBeka Ha ocHoBaHuu AUC y
naruenToB ¢ UTII B go3e 75 mr/cyt u B 0,3 pa3a mpeBbImano KIMHAYECKOE BO3JICHCTBUE HA
yenoBeka Ha ocHoBaHuM AUC y narueHToB ¢ xponndeckuM remnatutom C B 1o3e 100 Mr/cyr).

B uccnenoBaHusix mnpe- M MOCTHATAIbHOW TOKCHMYHOCTH Y O€peMEHHBIX KphIC 3nTpomOonar
Ha3zHayaJcs ¢ 6 AHs recTaiuu U BIIoTh 10 20 aus nakrtauuu. Hukakux no6ouHbix 3¢ (eKkToB Ha
PENPOAYKTUBHYIO (YHKIIMIO MAaTepy WM Ha Pa3BUTHE MOTOMCTBA MpH Jo03ax J0 20 Mr/Kr/cyT
OTMEUYEHO He ObUIO (B 2 pa3a 0oJbIle KIMHUYECKOTO BO3JCHCTBHS HA YEIIOBEKA Ha OCHOBAaHUHU
AUC y nmanuentoB ¢ UTII B no3e 75 Mr/CyT M aHaJOTMYHO KIMHUYECKOMY BO3ACHCTBHUIO Ha
yenoBeka Ha ocHoBaHuu AUC y manueHToB ¢ xpoHnuueckuM rematutom C B goze 100 mr/cyr).
Ontpombonar ObuT 0OHApYXeH B IUIa3Me KpoBH MOToMcTBa. KoHIeHTpanus snrpombonara B
T1a3Me KPOBH YBEIIMYMBAIACH C JIO30H TOCIE BBEICHUS IIpenapaTa B ga3y paszsurus FO.
JlakTanums

Het naHHBIX 0 TOM, BBLAETSETCS JU SATpOoMOONAr WK ero MeTaboIUThI C TPYIHBIM MOJIOKOM Y
YyeoBeKa WM 00 WX BIMSHUM HAa TPYAHBIX JIETEH M HA CEKPEIHI0 MoJIOKa. Tem He MeHee
antpoMOonar Ob11 00HapYKEH Y TOTOMCTBA JJAKTUPYIOLIUX KpbIc yepe3 10 aHeil mocie poxxaeHus,
YTO JaeT OCHOBAHUE MOJIAraTh, YTO SATPOMOOTIAT MOXKET BBIIEIATHCS B TpyIHOE MOJoko. Crenyer
MIPUHSATH penieHue 0 MIpeKpaleHuu TPYIHOTO BCKapMJIMBaHUS WIH 0
POJODKEHUN/TIPEKPAIIEHUH Tepanuu mpenaparoM OntpombOomnar KaHoH mnpuHHMMas BO
BHUMAaHUE MPEUMYILECTBA IPYIHOTO BCKAPMIIMBAHUS M 03KUIAEMYIO TTOJIB3Y TePaIuy I MaTEPH.
CrnenyeT npekpaTuTh IPyAHOE BCKapMIIMBaHHE B CTydae HEOOXOAMMOCTH MIPUMEHEHHUS Mpenapara
B MIEPUOJ JTAKTaI[UH.

DdepTUIbHOCTD

B uccnenoBaHusx y KUBOTHBIX AITPOMOOINAr HE OKa3bIBaJl HEOJArOMPHUSITHOTO BIHMSHUS Ha
bepTUIbHOCTh. DATpOMOOTIAr HE BIHSUI HAa PEPTUIHLHOCTD Y 0CO0EH MY»KCKOTO U >KEHCKOTO T0Jia
[py IPUMEHEHHUH B J103aX, B 2—3 pasa MpeBBIIIAIONINX PEKOMEHIOBAaHHBIE JIJIsl YeTIOBEeKa (MCXO s
u3 BenmmunHbl AUC y manimentoB ¢ UTII B mo3e 75 mr/cyT u y manueHToB ¢ xpoHudeckum BI'C B
no3e 100 mr/cyr).

4.7. Bausinue Ha CNOCOOHOCTH YNPAaBJATH TPAHCHOPTHBIMH CpelCTBAaMH U PadoTaTh

C MEXaHU3MaMH
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pabore ¢ MexaHM3MaMH HE NpOBOJMWIOCE. Ha ocHOBaHMM (PapMaKoOJOTHUECKHUX CBOWMCTB
anTpoMOonara OTpULATEIbHOE BIUSHUE HA TAKUE BUbI ACSITEIbHOCTH HE OXKUAAIOTCSL.

OpHaKo MpH OLIEHKE CIIOCOOHOCTHU MALMEHTA BBIIIOJIHATD ACHCTBUS, KOTOPbIE TPEOYIOT OBICTPOTHI
MBILUICHHS, BUTaTCIIBHBIX M II03HABATEIbHBIX HABBIKOB, CIEAYET YYHUTBHIBATh KIMHHUYECKOE
COCTOSIHUE TalMeHTa ¥ NMPO(UIIh HeXeNIaTeIbHbBIX SBICHUN dTpoMOoIara.

4.8. HexenatelbHble peaKuu

Pesrome nmpoduisg 6esonacHOCTH

Tlayuenmwi ¢ XpoHuyecko UMMYHHOU MPOMOOYUmMoneHuerl

bezonacHoCcTh MpuMeHeHus: 3aTpoMOoniara Obiia omeHeHa y 763 B3pOCHIbIX MAalMEHTOB, paHee
IPOXOJIMBIIKX JICUCHUE OT UMMYHHOM TpoMOoruronenuu (MUTII).

B 4 xoHTponupyeMbIX KIMHUYECKHX HccienoBaHuaX 403 B3pOCibIX MalUEHTa C XPOHUYECKON
UTII npuaumanu sarpombomnar u 179 nanueHToB npuHUMAH 1iamedo, B TOMOTHEHUE K JaHHBIM,
MOJIYYCHHBIM B XO0JI€ MPOBEJECHUS 3 HEKOHTPOIUPYEMBIX HccienoBanuii (N=360). InutenbHOCTh
IPUMEHEHHUs Ipenapara cocTasiisijia He Oosee 8 yier. HexenmaTesnbHble peakiUU y B3pOCIBIX
nanuentoB ¢ UTII onucansl B Tabuie 7.

be3onacHocTh mpuMeHeHHsI 3ATpombOomnara y mnamueHtoB B Bospacte 3—17 mer c¢ UTIIL
MOJIyYaBLINX paHee Teparuto, Oblaa olleHeHa B 2 uccinenoBanusx. [Ipoduiab moboUHbIX peakuuit
OBLII COMOCTABUM C TAKOBBIM y B3POCIIBIX C HEKOTOPBIMU JIONOJHUTEIbHBIMH HEKENIaTeIbHbIMU
peakuusaMu. JloNOIHUTENBHBIE HEXKEIATEIbHbIE PEaKIIMK Y TAaMEHTOB B Bo3pacte 3-17 ner c UTU
npuBesieHsl B Tabmuie 8.

Iayuenmut ¢ xponuueckum BI'C, conpososcoarowumes mpomboyumoneruet

be3onacHocTh mpuMeHeHus: 3aTpombonara Obuta oneHeHa y 1520 B3pocibIX MalUEHTOB B 2
KOHTPOJIMPYEMBIX HMCCIEAOBAHUAX, BKIIOUAs JIAHHBIE [IAlUEHTOB, IIOJYy4YaBUIMX paHee
anTpomMbonar B npe-nmpoTUBOBUPYCHOM (pa3e jeueHus ¥ ObIIM BIOCIEACTBUM PaHIOMU3UPOBAHBI
B Ipynny 1uiane6o. B 2 KOHTponMpyeMbIX KIMHUYECKUX HUCCIEIOBAaHUSAX OBLIM BKIIOUYEHBI 955
nanueHToB ¢ xporudeckuM BI'C, conmpoBokaarommmcst TpOMOOIIMTOIICHUEH, TTOJTYYalId TEPATTHIO
antpombonaroM, u 484 nanuenta O6bulM B Tpynne ruiane6o. [TonHbIM ciucok HexenaTeIbHbIX
peakuuii, OTMEYEHHbIX Yy TNalueHToB ¢ xpoHudeckum BI'C, compoBoxnaromumcs
TpoMmbonuToneHuen, npuseacH B Tabmure 9.

Iayuenmur ¢ TAA, ne nonyuasuiue paree npocpammuyro UMMYHOCYRPECCUBHYIO MEPANUIO
be3onacHOCTh mMpUMEHEHHUs 3ATpoMOONara COBMECTHO C JIOUIAJWHBIM aHTUTHUMOLMTAPHBIM
UMMYHOIJIOOYTMHOM M IIMKJIOCIOPUHOM Yy TmanueHToB ¢ TAA, He mojgyyaBIIMX paHee
MPOrpaMMHYI0 MMMYHOCYIIPECCUBHYIO TEepanuio (Hampumep, Tepanus aHTUTUMOLUTAPHBIM

HMMYHOTJIOOYTMHOM, aJeMTy3ymMald WJIM BBICOKHME JI03bl IMKJIOCIIOPHHA) OblIa OIlCHEHAa B
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92 nmanueHTa TONy4Yald KOMOMHHPOBAHHYIO TEpalMi0  3IATPOMOOIAroM, JIOMmaJuHBIM
AQHTUTUMOLUTAPHBIM ~HMMMYHOTJIOOYJIMHOM U  IHMKJIOCIOPUHOM. JUIMTENBHOCTH — Tepanuu
coctaBisuia 183 aus, cpenu HuX 83,7 % MalMEHTOB MOJydaad Tepamnuio Oosnee 12 mecsies.
[TonHbIN CIMCOK HEXKENATENIbHBIX PeaKlMii, OTMEUYEHHBIX Y MAaIMEHTOB ¢ TAA, HE MOIy4YaBIINX
paHee MporpaMMHYI0 UMMYHOCYIIPECCHBHYIO Tepanuio, npusezeH B Tabmuue 10.

THayuenmoi ¢ pechpaxmeproti TAA

be3onacHocTh mpuMeHEHHs 3NTpoMOoIara MpU aIulaCTUYeCKOW aHEeMHUHU TSKENON CTeneHu
TSOKECTH OLICHHMBAJIaCh B OTKPHITOM HEKOHTPOJIHMpPYyeMOM uccienoBaHuu (N=43), B koropom 11
nanueHToB (26 %) neunnuch B TeueHue 6 Mecsues, a 7 mauueHtoB (16 %) nonyyanu jgedeHue
O6onee 1 ronma. DBoJIBIIMHCTBO HEXENAaTEIbHBIX pPEAKLMM, CBSI3aHHBIX C HIPUMEHEHUEM
antpombonara, ObUIM CpelIHEW CTENEeHH TSHKECTH C CaMOro Haudaja M pPEeAKO OrpaHuYHMBald
IpOBOANMYIO Tepamnuio. [ToHbIN cIMCOK HeXeNaTeNbHBIX PEaKuil, OTMEUYEHHBIX Y MallUEHTOB C
pedpaxreprnoit TAA, npusenen B Tabnune 11.

Tabauunoe PE3IOME HEXKENATCIILHBIX PEAKINI

HexxenaTenbHble peakiy MPEICTaBICHbI B COOTBETCTBUU C MOPAXKEHHEM OPTaHOB U CHUCTEM
OpraHOB B TIOCTEJOBAaTEIbHOCTH MEIUIMHCKOTO CIoBaps MJii HOPMaTHBHO-TIPABOBOMU
nesrenpHocTH (MedDRA). YacToTa BO3HHMKHOBEHHS paclpeieisjiack B COOTBETCTBHU CO
CJIEIYIOIIMMH KaTeropusaMH. o4eHb yacto (>1/10), wacto (=1/100, no <1/10), meuacro (>1/1000,
HOo <1/100), penko (>1/10000, Ho <1/1000), ouenp penko (<1/10000). Kateropuu yactoTh
c(OpMHPOBAHBI Ha OCHOBaHUHU KIIMHUYECKUX UCCIIeTOBAHHM mpemapata U
MOCTPETUCTPALIMOHHOTO HA0IIOIEHNUS.

Ta6auna 7. HexxenatenbHble peakuum y B3pocibix ¢ Xxponnueckoit UTII

HesxenarenbHble peakunu Yacrora BCTpeyaeMoCcTH

Nudpexuuun u uHBaA3UH

@apuHTUT 4acTo

Hapymienust co cTOpoHBI OpraHa 3peHus

KaTapaKTa qacTo

Hapyuenust co CTOpOHBI COCYA0B

Tpombosmbonrueckrne ocIoKHEHUS 9acTo

Tp0M6OTI/I‘-ICCKa$I MHKPOAHTHOIIATHA C 0CTpOI71 qacTo

MMOYEIHON HEJOCTATOYHOCTHIO

Kesy104HO-KHIIIEYHbIC HAPYILLICHUSA

Huapest OYEHb YacTo
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Tl MK
TomHoTa OYeHb "Hcr » UUU3]
PBorta 4acTo
CyX0CTbh CITU3UCTOM 00O0JIOYKH TOJIOCTH PTa HEYacTo

Hapymenml CO CTOPOHBI ITIEYCHHU U KEJTYCBBIBOAAIIIAX nyTei»i

IToBemenne aktusaoct AJIT

O4YCHB 4acCToO

[IMunepOunupyOouneMust 4acTo
[ToBbIIEHNE aKTUBHOCTH | 4acTO
acriapratamuaoTanchepassl (ACT)

JlexkapcTBEHHOE MOpaKeHUE NICYEeHU HEYacTo
Hapymienusi co cTOpoHbI KOKH U MOAKOKHBIX TKaHeH
Anonenus 4acTo
KoxHas cbinb 4acTo

HapyueHnusi co CTOPOHBI MBIIICYHOM, CKEJIETHON U COeIMHUTEIbHON TKAHU

Bosb B cinHe

O4YCHB 4acCToO

KoctHo-MbImieynass 60ib (BKIItOYass 0O0JIb B | 4acTo
TpyIHOU KJIETKE KOCTHO-MBIIIIEYHOTO
Xapaxkrepa)

Muanrns 4acTo

Tak:xe oTMeUaIuch JOIOJHUTEIbLHBIC HEXKETaTeIbHbIE JICKApPCTBCHHBIC PCAKIINU Y nereit ¢ UTIL

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

HexenareabHble pPe€aknumn

Yacrora BCTPEYAEMOCTH

Nudpexuun u uHBaA3ZUM

WHbekun BepXHUX JbIXaTeNbHBIX ITyTel

O4YCHBb 49acCToO

Hazodapunrur O4YEHb YaCTO

HapymeHust €o CTOPOHBI ABIXaTeIbHOM CHCTEMbl, OPraHOB TPYAHOH KJIETKH U
CpeoCTeHus

Kamens OYEHb YacTO

bons B porornoTke 4acTo

Punopes 4acTo

Kesy104yHO-KHUIIEYHbIE HAPYILICHHUS

Ab6poMuHanLHasg 00JIb

OYC€HBb 49acCTO

3y6Hast 601b

qacTo

O01mme HApYLIEHUS U PeaKIUU B MecTe BBeleHUs

JIuxopanka

OYC€Hb 4acCToO
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Taoauna 9. HexkenarenbHble peakuMu y MAIEHTOB érxl OHIeCHHY T%Uﬂll‘l\:{ f'eill 1irrom

C

He:kenaTenbHble peakunu

Yacrora BcTpeyaeMoCTH

Hapymenusi co cTOPOHBI KPOBH U JIUM(PATHYECKON CHCTEMBI

Anemust

O4YCHBb 4acCToO

Hapymenusi MeTa00Jim3Ma M NUTAHUS

CHMmXeHue almeTuTa

OYC€Hb 4acCToO

Hapymenusi co cTOpoHbI HEPBHOM CHCTEMbI

T'osoBHAas O0JIb

O4YC€Hb 4acCTO

Hapyuienusi co cTOpoHbI OpraHa 3peHus

Karapakra 4acTo

Hapyienusi co cTopoHbI cOCy10B

TpombGosambonmmueckue OCJIO’)KHEHHS | 9acTo

(BKITFOUAst TPOMOO3 MOPTAITEHBIX BEH)

Hapyumenust co CTOpOHBI [bIXaTeJbHOH CHCTEMbl, OPraHOB TpPYAHOH KJIETKH M
cpeaocTeHust

Karmrens OYEHB YacTo

)IceﬂyJIO‘IHO-KI/IIHe‘{HLIe HapyuieHust

TommuoTa

O4YCHBb 49aCToO

Huapes

O4YCHBb 49acCToO

Hapymeﬂml CO CTOPOHBLI IMMEYCHHU U KETUYCBLIBOASAIIINX l'lyTeﬁ

I'unepOunupyOnHemus 4acTo
ITopaxkeHue neueHu HEYacTo
JIexapCTBEHHOE NOPaKEHUE NIEYECHU 4acTo
HapyueHus co CTOPOHBI KOKHM M IMOAKOKHBIX TKaHeH

KoxHbiit 3y1

O4YCHB 49acCToO

Arnonenus

qacTo

Koxuas ceinb

qacTo

HapyieHnus co CTOPOHBI MBIIIEYHOM, CKeJIeTHON U COCAUHUTEIbHON TKAHU

Muanrus

OYC€HBb 49acCTO

OO0mue HapylIeHUs U PpeaKIMU B MecTe BBeeHUs

IloBbiieHHas YTOMJIACMOCTD

O4YCHBb 49acCToO

JIuxopanka

OYC€Hb 4acCToO

O3H00

O4YCHB 49acCToO
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Acrtenus O4Y€EHb "H'cro NMEOUBATENEHUCTE 0003
Orek 4acTo
I'punmonoo0HbIN CHHAPOM O4Y€eHb YacTo

Ta6nuna 10. HexenatenbHble peakuuu y nanueHToB ¢ TAA, He moJyyaBIIMX paHee

NPOrpaMMHYI0 MFMMYHOCYIIPECCHBHYI0 TePANMI0

He:kenarenbHble peakunu Yacrora BcTpeyaeMoCcTn

Hapymenusi MeTa00Jim3Ma M NUTAHUS

TomHoTa 4acTo
Huapes 4acTo
AOnoMuHanbHas 006 4acTo

Hapymemm CO CTOPOHBI KOYKH U IMOJAKOKHBIX TKaHel

Koxnas chirb qacCTo
HI/ICXpOMI/IH KOXH, BKJIKO4Yas | 4aCToO
THIICPIIMTMCHTA IO

JIaGopaTopHbIe U HHCTPYMEHTAIbHbIC JTAHHbIC

IloBeruenue aktusHoct AJIT OYeHb YacTO

TTosermenne aktusaoct ACT OYeHb 4acTO

VYBenuuenue ounupyOrHa B KpOBH (BKJIIOYas | OYEHb YACTO

JKCJIITYIIHOCTDb CKJ'ICp)

Bo3HMKHOBEHHE HOBBIX WM YCYryOJeHHE MMEIOLUXcs Jab0opaTOpHbIX MOoKas3aTenedl (GpyHKuuu
neuenu (crenenu 3 u 4 no mkane CTCAE; CTCAE — o0mas TepMUHOJIOTUSI KPUTEPUEB IS
OLIEHKH HEeXeJaTeIbHbIX SBJICHHH) y MallMeHTOB, MPUHUMAIOIIUX 3JITpOMOOMNAar, OTMEYanoch B
152% u 2,2% cnydaeB no mokazaremto AJIT, 12,1 % u 1,1 % ciaydaeB mo moka3aTelnto

OmMpyOrHa, COOTBETCTBEHHO.

B HekoHTponmuMpyeMOM OTKPHITOM HCCIEIOBAaHWM Yy TalMeHToB ¢ pedpakrepHoii TAA
MPOU3BOAWIACH ACTIMPALIMsI KOCTHOTO MO3ra C LUEIbI0 JTAIbHENIIEr0 HIUTONEHETUYECKOTO aHaJIM3a.
YV 8 manueHToB OTMEYalIuCh HOBBIE IUTOI€HETUYECKHME AHOMAJIMM, BKJOYas 5 MAlHUEHTOB, Y
KOTOPBIX OTMEYAJIUCh U3MEHEHUS B 7-i1 XpOMOCOME.

ITocTperucTpallmOHHBIE UCCASIOBAHUS

[Tpu nmpumeHeHun s>nTpomOONara B MOCTPETUCTPAIIMIOHHOM IepHoe ObUTH 3aperuCTpUpPOBAHbI

CICOYIOUE HEKECITATCIIbHBIC PCAKIINH.
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B KQ4ECTBE CEPbE3HBIX HEXKEJATEIBHBIX SBICHUN B peeCcTpax, UCCIEIOBAHMIX, CIIOHCUPOBAHHBIX
UCCIieIoBaTeeM, KIMHUKO-(apMaKOJIOTHYECKUX HCCIIEOBAHUSAX U TIOMCKOBBIX HCCIICAOBAHUIX
IIPY IPUMEHEHHH 110 HEYTBEPKACHHBIM ITOKa3aHUAM. [10CKOIbKY HEBO3MOKHO OLIEHUTH YaCTOTY
BcTpeyaeMoctu HP nocToBepHO, Tak Kak JaHHbIE COOOLIEHHS IOCTYNAKOT CIOHTaHHO U3
HOMYJISIUKM TAllMEHTOB HEOIPEIeIEHHOro pa3Mmepa, noiydenHsie HP Obumn ompenenensl Kak
HEHU3BECTHBIE (II0 4YaCTOTE BCTPEUAEMOCTH).

Hapywenus co cmopoHbl Kodicu u nOOKONACHBIX MKAHel

Hapyienue okpacku KOKHBIX IIOKPOBOB*.

*— oOparuMoe HapylIeHHE OKpAacKH KOXHBIX IIOKPOBOB, BKJIOYAsi TUIIEPIUTMEHTALUIO U
(OKENITYITHOCTBY», OTMEYAJIOCh y MAlMEHTOB, IOJYYaBUIMX 3JTPOMOOIAr B CYTOYHOH J03€,
npesbimiaromied 100 mr. B yactHOCTH, HapylIEeHHE OKPACKM KOXKHBIX IIOKPOBOB OTMEYAJIOCh Y
NAlMEeHTOB, MOJYYaBIIMX BBICOKHME J03bl 3nTpoMbOonara mo nosoay TAA, a Takxke Mo
He3aperucTpupoBaHHOMY Nokazanuto npu MJIC.

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKIII/If/'I

Tpombomuueckue/mpomooImoboaUUecKUe 0CI0HCHEHUS

B 3 koHTponMpyeMbIX U 2 HEKOHTPOJUPYEMbIX KIMHUYECKUX MCCIIEOBAHUSAX CPEIU B3POCIBIX
nanueHToB ¢ xponudeckoi UTII, momyyaBmmx sntpombomnar (N=446), y 17 nauueHToB OBLIO
BBISIBJIEHO B 0OIIEH CIOXKHOCTH 19 TpoMOOTHYECKHX/TPOMOOIMOOINYECKUX OCIIOKHEHUH,
KOTOpBIE BKJIIOYANU B ceOsi (B Mopsake yObIBaHMS) TPOMOO3 TIyOOKHX BeH (N=6), jerouHas
ambonus (N=6), ocTpelii nH(papkT Muokapaa (N=2), uepebpanbHbIil MHMapKT (N=2), 3MO0IH
(n=1).

B mnanie6o-koHTpOoIupyeMoM ucciaeaoBaHuu (N = 288, momynsius sk OLIEHKH O€30TaCHOCTH)
CIYCTsl 2 HeJleJIM Mocye MPOBEACHHOM Tepanuy NpH MOATr0TOBKE K MHBa3UBHBIM MpoLeaypaM y 6
u3 143 (4 %) B3poCHBIX NAIMEHTOB C XPOHMYECKHM 3a00JieBaHMEM IE€YCHM, MOTy4aBIIMX
anTpoMOomar, ObUIM OTMEYEHBI 7 TPOMOOTHYECKUX/TPOMOOIMOOINYECKUX OCIOKHEHUN
MOPTAIbHON BEHO3HOU cucTembl U 2 u3 145 (1 %) marueHToB B rpymnme 1uianedo COOOITHIN O
3 TPOMOOTHUYECKUX/TPOMO0IMOOTMUECKUX OCIIOKHEHHUSX.

Y 5 w3 6 [OanueHTtoB,  MNOJYyYaBIIMX  3iTpomobormnar, ObUIM ~ OTMEYEHBI
TPOMOOTHYECKHUE/TPOMOOIMOOTHMUECKIE OCTIOKHEHHS TP ypoBHE TpomOoruToB >200 000/mMK1.
Creruduueckux (PakTopoB pucka Yy TMANWEHTOB C BO3HUKIIMMH B XOJAE TEparuu
TPOMOOTHUECKUMH/TPOMOOIMOOTMUECKUMHU  OCTIOKHEHUSAMH, 32 HCKIIOYEHHEM KOJMYECTBA
Tpombo1ToB >200 000/MKJI, BBISIBIEHO HE OBLIO.

Pazsumue mp0M60L;um0neHuu nocine npekpawerus ji1e4eHus
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B 3 koHTponupyembIX HCCIEIOBAaHUAX Yy MAIlHEHTOB T b ﬂgmlﬂf;—dﬂl_o%ﬂeﬂfeﬂHoe

CHIDKEHHE KOJHMYECTBA TPOMOOIMTOB [0 3HAYEHUH HIDKE HUCXOIHBIX y 8% MalueHToB,
NPUHUMABILIUX AIITpoMbonar, u 'y 8 % MalleHToB rpymbl 1miamneo.
Lumozenemuueckue anomanuu
B HecpaBHUTENBHOM OTKPBITOM MCCIIEJOBAaHUU Yy HAlMEeHTOB ¢ TAA omnpenensan Haauuue
[UTOrCHETHUYECKUX OTKJIOHCHHH B aCIUPAIMOHHBIX OwonTarax koctHoro mo3ra. Y 8 (19 %)
NAIMEeHTOB OBUIM BIIEPBBIC OOHAPYKEHBI LIUTOTCHETUYECKUE aHOMAIIMHU, U3 HUX Y 5 MalueHTOB
ObulM M3MeHeHHs B 7-ii xpomocome. B naByx uccrnemoBanmsx (ELT116826 u ELT116643)
UTOTeHETHYECKHEe aHOMAaINU Obui oOHapyxeHbl y 4 u3 28 (14 %) u 'y 4 u3 62 (6 %) nanueHTon
B Ka)KJIOM HCCIICZIOBAaHUH.
I'emamonozuueckue 3n0kauecmeeHnble HOBOOOPA30BAHUSL
B HecpaBHHUTEIBHOM OTKpBITOM HcciefoBaHun y Tpex (7 %) mnanueHtoB ¢ TAA Obul
JMarHOCTUPOBaH MHEJOJUCIUIACTUYECKMH CHHIPOM IHOCI€ NPOXOKICHUS Kypca JIeUeHHUs
antpombonarom. B nByx uccnenoBanusix (ELT116826 u ELT116643) y 1 uz 28 (4 %)uy 1 u3 62
(2 %) nmanmeHTOB OBUT IMATHOCTHPOBAH MUenoauciuiacTuaeckuit cuuapom (MJIC) minm ocTpsiit
MUEIOUTHBIHN JIEHKO3 B KaXK10M UCCIIEJOBAHUU.

eTu
Ornenka 6€30MacHOCTH MpueMa dATpoMOonara y maiMeHToB B Bo3pacte 2—17 JieT OCHOBBIBAETCSA
Ha pe3yabTaTaX HEKOHTPOJIMPYEMOTO IOCIIEeNOBATEIbHOTO HCCIeNOoBaHus 37 TalUeHTOB: 2
NAIMEHTOB B Bo3pacTte 2—5 neT, 12 nanueHToB B Bo3pacte 6—11 ser u 23 manueHToB B BO3pacTe
12-17 ner. Ilpoduns OezomacHoCTH MpHeMa >ATpomOonara y aeTeil COOTBETCTBOBAN MPOQHITIO
0e30macHOCTH /ISl 00IIeH TTOMYJISIIUHN.
Lumozenemuueckue anomanuu
B HexkoHTponupyeMOM HCCleOBaHMM Yy mNauueHToB ¢ TAA , He NOJy4aBIIMX paHee
IPOTPaMMHYI0O HMMYHOCYIPECCUBHYIO T€panuio, IpPOU3BOIMIACH ACTUPAIUs KOCTHOTO MO3ra ¢
1eJbIO JaIbHEHINEro [IUTOTeHETHYECKOro ananu3a. Bo Bcem uccienoBanuu y 15 u3 153 (10 %)
MAlMEHTOB MpoM30ILIa KiIoHajdbHas HBomonua. Cpenu 15 manueHToB, y KOTOPBIX OBLIN
OTMEYEHBI IUTOTEHETUYECKHE aHOMAJINH, y 7 AIlMeHTOB OTMevaslach yTpara 7-i XpOMOCOMBI, a
B 6 cily4asx M3MEHEHHs MPOM30LuIM B TeueHue 6,1 mecsua. Takxke y 4 malMeHTOB OTMEYaINCh
XPOMOCOMHBIE abeppamuy HESICHOTO TeHe3a, a y 3 Obuta oTMedeHa yTpaTta 13 XpoMOCOMBI, YTO
CUMTAETCS XOPOIIUM MPOTHOCTHYECKUM (DaKTOpOM IpH ariacThuyeckoil aHemuu. Takxke y 1
HalMeHTa CIycTd 5 JIeT mocie Tepanuu ObLJIO MPOBEACHO HCCIeIOBAaHME KOCTHOIO MO3ra, B
pe3yibTare KOTOpOro Oblla OTMEYEHAa JUCIUIa3usi C  TOBBIIIEHHBIM  COJIEpKaHHEM
MAapEHXUMATO3HbIX KJIETOK C NOTeHUHaIbHBIM pa3ButuemM MJIC. B koropre mnaiueHToB,

MPUHUMABILIUX 3ITpoMbOonar, y 7 naliueHToB ObTH OTMEUYEHBI IIUTOIreHETHYECKUE aHOMANINH, y 4

33



COOTEBETCTBYET 2KI

-~ - -

OT b WD 2025

Ne 9866

MY OTHETY

W3 HUX ObUTa OTMEYEHA yTpara 7-Oi XpOMOCOMBI B TG%E%EQ%%@%E%B@E‘EQ&EE i:{é;';'cz!ﬂHM,

MMPOU30IIIIN JIKM 3TU U3MCHCHUS H3-3@ OCHOBHOI'O 3a00JIeBaHUS WIIH HpI/I‘H/IHOf/'I TOMY SABHJIOCH

NpOBEIEHUE UMMYHOCYIIPECCHBHOM Tepanuu 1/ WM MpUeM dITpombornara.

Taouauna 11. HeskenareabHble peakunu y NanueHToB ¢ peppakrepuoit TAA

HexenarTeabHble peaknuu

Yacrora BCTPpEYaAEMOCTH

Ilcuxuueckue HapymcHUs

becconnura

O4YC€Hb 4acCTO

Hapymenusi co cTOpoHbI HEPBHOM CHCTEMbI

TosioBHAs 00JIb

O4YCHB 4acCToO

FOJ'IOBOKPY)KeHI/IC

O4YCHBb 4aCToO

Hapymelmﬂ CO CTOPOHBI OpraHa 3pCHuA

Karapakra

qacTo

Hapymienust co CcTOPOHBI AbIXaTeJbLHOI

CpeIoCTeHHusI

CHCTEMbI, OPraHoOB TIPYAHOH KJIETKH

Bbosb B porornorke

O4YCHBb 49acCToO

Kamens

O4YCHBb 4aCToO

Punopes

O4YCHBb 4aCToO

)Iceﬂy}IO‘IHO-KI/IIHe‘{HLIe HapyuieHust

Tommuora

O4YCHBb 49acCToO

Huapes

O4YCHB 49acCToO

AGpoMuHanLHas 00Ib

OYC€HBb 4acCToO

Hapymenunsi co cTOpOHBI MEYECHHN U KETYCBBIBOASIINX My Tel

IloBbIIIEHNE aKTUBHOCTH TpaHCaMHWHA3

O4YCHBb 49aCToO

IN'unepounupyorHemMust 4acTo
HapymeHusi co CTOPOHBI KOKH M MOAKOKHBIX TKaHel
KoxHas cbinb 4acTo
OKcpoTuaTUBHBINA AEpMaTUT 4acTo
MHuorogopmHas sputema 4acTo

HapyieHnus co CTOPOHBI MBIIIEYHOM, CKeJIeTHON U COeAUHUTEILHON TKAHU

ApTtpanrus

OYC€HBb 49acCTO

BoJsp B KOHEYHOCTSAX

OYC€HBb 49acCTO

MpuleyHsIi cna3sm

O4YCHBb 49acCToO

O01mme HApYLIEHUS U PeaKIUU B MecTe BBeleHUs

IloBrrmeHHas YTOMIIAEMOCTD

OYC€Hb 4acCToO
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O3H00 O4YEHb YaCTO

COO6H_IGHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxxHo coo0miarh 0 moo3peBaeMbIX HEXKeNATEIbHBIX PEAKIUIX IMOCIIe PETUCTPALIUN
mperapara ¢ 1eNbo 00ecTieueHus] HEMPEePHIBHOIO MOHUTOPUHTA COOTHOIICHUS «IT0JTh3a —
PHUCK» JIEKapCTBEHHOT 0 IpenapaTta. MeAUIMHCKUM pabOTHUKAM PEKOMEHIyeTCsa COO0IIaTh O
JH00BIX MOJ03PEBAEMBIX HEXKENATeNIbHBIX PEaKIMIX JeKapCTBEHHOTO Ipernapara uepes
HAI[MOHAJIbHBIC CUCTEMBI COOOIIEHUS O HEXKEIATEIbHBIX PEAKIUAX TOCYAaPCTB — YICHOB
EBpazniickoro 3K0HOMHYECKOTr0 COI03a.

Poccuiickas ®@eoepayus

OenepanbHas ciryx0a 1o Haa3opy B chepe 3apaBooxpanenus (Poc3apaBHanazop)

109012, Poccuiickas @enepanus, r. Mocksa, CraBsHCKasl IIomaib, 1.4, cTp. 1

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

E-mail: pharm@roszdravnadzor.gov.ru

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

4.9. Ilepeno3upoBka

CumMnToMbI

B Xxone KIMHWYECKHUX MCCIENOBAaHUN 3apErMCTPUPOBAH OJUH CIydaidl NMEpeao3UpOBKH, KOrja
nanueHT npuHanl BHYTpb 500 wmr satpombomara. [lpw 5TOM  ONIyIIaTUCh CHUMIITOMBI:
HEpaCIpOCTpaHEHHAsl Chlllb, TPAH3UTOpHAs Opaaukapaus, YTOMIISIEMOCTb U IOBBIIIEHUE
aktuBHOCTH AJIT u ACT. depMmeHTHI eueHu, U3MepeHHbIe MeXy 2 U 18 qHem mocie npuema
0003HaYeHHOH J103bI ANITpOMOOIIara, JOCTUTIIH MPeBbIIIeHUs B 1,6 paza BepXHel rpaHUIIbl HOPMBI
nokazarenst ACT, B 3,9 pa3z — nokazatens AJIT u 2,4 pa3za — obmiero 6unupyonna. KonnyectBo
TpoMOOIIUTOB coctaBisuio 672000/mxn Ha 18 nmeHp mociie mpuemMa 0003HAYEHHOW J03bI, a
MaKCUMaJIbHOE KOJMYECTBO TpoMOOIUTOB cocTaBimsuio 929000/mkn. Bce cumnrombr Obutn
pasperieHbl 6e3 OCI0XKHEHUH B X0JIe TeparuH.

Jleyenue

B cnyuae nepeno3upoBKH BO3MOKHO 3HAYUTEIbHOE YBEIMUYEHUE KOJIMYECTBAa TPOMOOILIUTOB, YTO
MOKET TMPUBOAUTH K TPOMOOTHYECKHUM/TPOMOOIMOOIMUECKUM OCIOXKHEHUsIM. B ciyuae
NEPEO3UPOBKHU CIEAYET PACCMOTPETh BOIPOC O NMPHEME BHYTPb IMPENapaTroB, COJAEPIKaLINX
KaTHOHBI METAIIJIOB, HATIPUMEP, KAJIbIIUS, ATFOMUHHIS A MarHUs, 711 YMEHBIIICHHS BCACHIBAHUS
antpombonara. CneayeT TIIATEIbHO KOHTPOJIUPOBATH KOJIMUYECTBO TpomOonuToB. JleueHue

31TpoMOOIIaroM BO300OHOBIISAIOT B COOTBETCTBUU C PEKOMEHAALUSIMH 10 PEXKUMY JT03UPOBAHUSI.
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[TockonpKy modeyHasi 3KCKpelHsl He SBIsieTcH OCHOBﬁEIIII;}::ﬁEE%: %E‘IE&QE '::gnq‘ﬁdl;&!ﬂara,

KOTOpBIM aKTHBHO CBSI3bIBACTCS ¢ OEJIKaMM IIa3Mbl KPOBH, BEPOSITHEE BCEro, F€MOJMAIN3 HE
sBnseTcs PQPEKTUBHBIM METOAOM CYIIECTBEHHOTO YCKOPEHHs BBIBEIACHHS »ITpomOomara u3

OpraHu3ma.

5. PAPMAKOJIOTHUYECKHAE CBOMCTBA

5.1. ®apmakoauHAMH4YeCKHe CBOICTBA

dapmakorepaneBTHUECKass TIpylmna: IeMocTaTU4ecKue cpencrBa, ButamMuH K u  apyrue
reMOCTaTUYECKUE CPE/ICTBA, IPYIHe TeMOCTaTHUECKUE CPEJICTBA CUCTEMHOTO J€HCTBHUS.

Koxg ATX: B02BXO05.

Mexanusm neiicTBus

Tpom6omnostun (TPO) — 3T0 OCHOBHOW LIMTOKWH, KOTOPBII MPUHUMAET y4acTHE B PEryJsuu
MErakapuornos3a ¥ BbIpa0OTKe TpPOMOOILUTOB; OH SBISETCS HHAOTCHHBIM JIUTaHIOM IS
penentopa tpombonodtuHa (TPO-R). Darpombonar B3amMOIEHCTBYET C TpaHCMEMOpaHHBIM
JIOMEHOM 4enoBeueckoro penenrtopa TPO-R. u uHMImMupyeT kackaj Nepenayd CUTHaa,
HAIIOMHMHAIOIIMK TakoBOW nns »HAoreHHoro TPO, dro compoBoXAaeTcs WHIYKIUEH
npoiudepanuu 1 1uddepeHIupOBKE MEraKaproOIUTOB U KJIETOK-TPE/IIECTBEHHUKOB B KOCTHOM
MO3re.

dapmakoagnaammudeckue YO P EeKTol

Onrpombonar otauyaercs or TPO ¢ Touku 3peHus BIMSHUS Ha arperanuioo TpomOouuTtos. B
otianuue ot TPO BozaeiicTBUE anTpoMbonara Ha TPOMOOLIUTHI 3/I0POBOTO YEJIOBEKa HE YCHUIINBAET
arperanuio noj aeicrsuem aaeHozuHaudocdara (AJP) u He cTUMYIUpPYET 3Kcupeccuto P-
CeJICKTHHA. DNTpoMOoOIar He MPEMsITCTBYET arperaiuu TpoMOOIMTOB 1o aeicteuemM AJD unu
KOJIJIareHa.

5.2. dapmMakoKHHeTHYeCKHe CBOHCTBA

[TapameTps! (hapMaKOKMHETHKH 3IITpOMOOIIara npu NpUMEHEHUH Y B3pOCIIbIX C UANONATHYECKON
tpoMbouuronenuen (MUTII) nmpencrasiens! B TaOIUIE HUXKE.

Cpennue reoMeTpuyeckie 3HaUSHHsI IIIa3MEHHBIX TapaMeTpoB (apMaKOKMHETUKH 3ATpoMOoIiara

B PAaBHOBECHOM COCTOSIHMH Yy B3pociblx ¢ UTII

CxeMma neuenns | KommdgecTBo MaxkcumannsHas ITmomane o/
anTpoMOoIIaromMm MaIMeHTOB KOHI[CHTPAITHS (hapMaKOKHHETHUECKOM
(Cmax), MKT/MJT KpUBOM
«KOHIIEHTPALIHS -
BpEMSI» AUC 0
(MKT>4/MIT)

36



COOTBETCTEBYET 3KCNEPTHOMY OTYETY
ot 26.05.2023 N2 9866
50 Mr omun pas B |34 8,01 (6,'7@}‘9‘,'5%"1"" E"“'Igghl(iBg;"-lle}l-):' 0003)
CYTKH
75 Mr omuH pa3 B | 26 12,7 (11,0; 14,5) 168 (143; 198)
CYTKH

DapMaKOKHHETUYECKUE TapaMeTphl 3ATpoMOoIara y THaIlMeHTOB ¢ BUPYCHBIM rematutomM C
(BI'C) ykazaHbl B TaOJIHIIC HIKE.
CpenHue TeoMeTpHuYecKue 3HaveHUs (HapMaKOKMHETHUYECKHX IapaMeTpoB 3iTpomOomara B

I1a3M€e KPOBU B PABHOBECHOM COCTOSIHMM Y MALIUEHTOB ¢ XxpoHuueckum BI'C

Jloza sarpombonara | Komuuectso Cmax, MKT/MII AUC 0-r), (MKr>xu/mi)
(1 pa3 B cyTKH) MalCHTOB

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

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

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

100 mr 96 19,19 (16,81; 21,91) | 354 (304, 411)
3nauennss AUCpqr #u  Cmax 1O  JaHHBIM  PETPOCIEKTUBHOIO  IMOMYJISIIMOHHOTO
(hapMaKOKHHETUYECKOTO aHAJIH3A.

dapMaKOKMHETUYECKHE MapaMeTphl dATpomMbonara nocie npueMa y 45 mauueHToB ¢ TSKENIoH
arutactuyeckol anemuedr (TAA), He NPUHUMABIIMX HPOrPaMMHYI0 HMMMYHOCYNPECCHUBHYIO
TEpaIulo, yKa3aHbl B TaOJIMIIE HIKE.

Cpennue reoMeTpuyeckie 3HaueHHs MokKaszarenell (hapMaKOKMHETHKH >ATpoMOorara B IjiazMe

KpOBH y mnanueHToB ¢ TAA, He MOJy4aBIIMX paHEe MPOrpPaMMHYI0 MMMYHOCYIIPECCHUBHYIO

TEPAITHIO
Hloza antpombomnara | KonuuectBo MaxkcumanbHas [Tnomanp o
(1 pa3 B cyTkn) MAIMEHTOB KOHI[EHTpAaIUs (bapMaKOKMHETHYECKOM
(Cmax), MKI/Mi1 KpUBOH

«KOHIICHTPAIIHS -
BpEMsI» AUC o),
(MKTx4/Mi1)

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

JlaHHBIE TPENCTaBICHBI KaK TEeOMETPUYECKHE CpeaHue (TEOMETPUYECKH CpeaHHiA

K03 (HUIIMEHT BapHUaIInN)

AOGcopOnus
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OpnHOBpeMEHHBIN MpUeM dITpoMOoNara ¢ aHTalUIaMU U APYTUMU MPOTYKTaMH, COJICPKAIIIMHE
MOJIMBAJICHTHBIE KATHOHBI (HAMpUMEp, MOJIOYHBIC MPOIAYKTHI M MUHEPAIbHBIC JTO0ABKH),
3HAYUTENIbHO CHIYKAET SKCIO3UIIMIO dITpoMborara.

AGcomoTHas OMOAOCTYIMHOCTh ANTpoMOoMnara npu npuemMe BHYTpb He Oblia ycTaHoBieHa. Ha
OCHOBaHWM TIOKa3aTelei BBIBEJCHUS MOYKAMH M aHaInu3a METa0OJIMTOB, BBIBOJMMBIX Yepe3
KHIIIEYHHK, TOKA3aHO, YTO PACUETHBIC 3HAYCHHSI BCACKIBAHUS IPOU3BO/IHBIX 3ITPOMOOIIara rmocie
MepopaIbHOTO MPUMEHEHUS B OJJHOKPATHOM J03¢€ 75 MT cocTaBuiio He MeHee 52 %.

Pacopenenenue

DarpoMOoIIar B BEICOKOM CTEIICHH CBSI3bIBACTCS C OCIKaMH IUTa3Mbl KPOBHU 4enioBeka (>99,9 %).
Ontpombomnar sBisiercs cyoctpatom BCRP (6emok pe3ancTeHTHOTO paka MOJIOYHOH Kelie3bl), HO
He sBisiercs cyocrparoMm P-rmukonporenna unu OATP1B1.

Buorpanchopmarms

DnTpomboNar nNpeuMyIecTBEHHO METa0OIU3UPYETCs MOCPEACTBOM PACILIETIIICHHS, OKHUCICHUS U
KOHBIOTAlUM C [JIIOKYPOHOBOM KHCJIOTOM, TIJIyTaTUOHOM WM LucTeuHOM. Ilo naHHBIM
HCCJIEJOBaHMSI C METKOH paJMOaKTUBHBIM U30TOIIOM, Ha JOJI0 3JTpoMOoIara B rjaa3Me KpoBH
npuxoautcs okoso 64 % AUCo-o.

BropocTtenenHble MeTa0ONUTHI, HAa MO0 KaXKIOTO M3 KOTOPBIX mpuxoautcs meHee 10 %
PaAMOAaKTUBHOCTH B IIa3M€ KPOBH, OOpa3yloTcs MyTeM TIUIIOKypOHMJIAuu U okucieHus. Ilo
JAHHBIM HCCIIEOBAaHUS C MPUMEHEHHEM MEUEHOr0 paJlOaKTUBHBIM HM30TOIOM 3JTpombonara,
YCTAHOBJIEHO, 4TO HpuMepHO 20 % BBEAEHHOH 03Bl META0OIM3UPYETCS IyTeM OKHUCIICHHS.
UccnenoBanus in Vitro mokazamu, uto CYPIA2 u CYP2C8 sBustorcs u3ohepMeHTaMH,
OTBEYAIOLUMU 3a OKHUCJIUTEIbHBIN MeTaboIu3M, TOra KaK
ypumuaaudochormokyporuntpanchepazst  UGTIAT u  UGTIA3 - wm3odepmenTamu,
OTBEYAIOUIMMU 3a T[JIIOKYpOHUAAIMI0. B mponecce pacuierieHuss MOryT NPUHUMAaTh y4dacTHe
OaKTepUU HUKHHUX OTIENIOB KETyT0OYHO-KUIIIEYHOTO TPAKTa.

DJIMMUHALMS

[Tocne BcacwkiBaHUs 31TpoMOONar MoiBepraeTcss akTuBHOMY METab0IU3MYy.

OnTpoMbomar BBIBOJUTCS MpPEUMYIIECTBEHHO uepe3 kumedHuk (59 %); mpu stom 31 %
oOHapyXHuBaeTcss B Mouye B BHjae MerabonuToB. McxomaHoe BemiecTBO (dATpoMOoOIar) B
HEU3MEHEHHOM BHJIE B MOUY€ OTCYTCTBYET. B HEM3MEHEHHOM BUJ€ Yepe3 KUIIECUHUK BBIBOJUTCS
okosio 20 % snrpombomnara. [leproa momyBeIBeIeHNS U3 TIIa3Mbl KPOBU COCTaBJISET OKOJIO 21-
32 4.

IToyeyHas HETOCTATOYHOCTD
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JMY OTUETY

noyek Jierkoit crerneHn AUCo-» anTpombonara carxkanach Ha 32 %, y NalMeHTOB ¢ HapyIIeHHEM
(GyHKIMU TOYeK cpeaHel cTerneHu — Ha 36 %, y MalueHToB ¢ HapymeHHeM (YHKIHMU MOYeK
TSDKEJON creneHu - Ha 60% 1o cpaBHEHHUIO CO 3J0POBBIMU JOOPOBOJIbLIAMHU. Y MAlMEHTOB C
HapyleHHeM (pyHKIUHU OYeK 0TMEeYaaach TEHJEHIMS K CHUKEHHUIO SKCIIO3UIMU 3ITpoMOoIiara
B IUIa3M€ KpPOBH, OJHAKO Yy NAIlMEHTOB JaHHOM KaTeropuu Oblla BBISABICHA CYIIECTBEHHAsS
BapHuadeTbHOCTh IKCIIO3UIUH 110 CPAaBHEHHIO C TAKOBOU y 3I0POBBIX 10OPOBOJIBIEB. [IpUMEHATH
npenapar y NalMeHTOB JaHHOM KaTeropuu CleAyeT € OCTOPOXKHOCTBIO I10JI HOCTOSHHBIM
KOHTPOJIEM.

IIeueHOUHAS HEAOCTATOYHOCTD

[Tocne oHOKpaTHOrO NMpUMEHEHHUs INpenapara B o3¢ 50 MI' y HalMeHTOB ¢ LUPPO30M I€UYEHU
(mapymenue ¢pyukiuu neuenn) AUCo., snTpombonara yBennurBanach Ha 41 % y manueHToB ¢
HapylIieHreM (pyHKIUU TeYeHu cnaboii crenenu, Ha 80 % — y manueHToB ¢ HapylIeHueM (pyHKIuu
MIEYCHU CpeIHEeH cTeneHw, U Ha 93 % y manueHToB ¢ HapylieHHeM (QYHKIUU MEYCHH THKETON
CTETIEHU 10 CPAaBHEHHWIO CO 30POBBIMH JTOOPOBOJBIAMH. Y TAlMEHTOB JAHHOW KaTETOPHH
BBISIBJICHA CYIIECTBEHHAs BapuUaOElbHOCTh HKCIIO3UIUU MO CPABHEHHUIO C TAKOBOU Y 3/I0POBBIX
JI0OPOBOJIBIICB.

Brnustnue napymienust QyHKIIMU nedeHu Ha (papMaKOKUHETHKY AJITpoMOoIara mpu MOBTOPHOM
IPUMEHEHUU TIperapara OLIEHUBAJIOCh IOCPEACTBOM TIpPYMIOBOTO (PapMaKOKHMHETHUYECKOTO
aHanmMza y 28 370pOBBIX B3POCIHBIX JOOPOBONBIEB W 79 MalMEHTOB C XPOHUYECKUMHU
3a0oneBanusmMu TiedeHu. CoriacHo pes3yiabTaTaM JJaHHOTO HCCIIENOBaHUS, y TAIEHTOB C
UPPO30M Te4YeHH (HapymeHueM ¢GyHKOuKM T1edern) otMmedeHo yBenmdenne AUC(o.
ayITpoMOoIIara 1mo CpaBHEHHUIO C TAKOBOW Y 3JTOPOBBIX JIOOPOBOJIBIIEB, pH 3ToM 3HaueHne AUC o-
1) BO3pacTaio ¢ yBelInueHueM OalIoBhIX mokaszateneit mo mkane Yaina-Isto. [To cpaBHeHHIO CO
3I0POBBIMH JTI0OPOBOJBIIAMH Y TAIIMEHTOB C HapylieHneM (YHKIUU TEUeHU JIETKOH CTemeHu
AUC .ty anTpomboniara Owuia npuOnm3utTeibHo Ha 87 — 110% BeIe, a y TaIMEHTOB C
HapylieHrneM (QYHKIIUU TICUCHU CpeHel cTerenn npuoam3uTesbao Ha 141 — 240 %.

ITpumensaTts npenapar y nauueHTos ¢ UTII u uuppo3om nedeHu ciaeayer ¢ OCTOPOKHOCTBIO IO
MOCTOSIHHBIM KOHTpOJIeM. Y manueHToB ¢ XxpoHudeckoil UTII u HapymenneM QyHKUIUU MeYeHU
JIETKOM, CpeJTHEN U TSKEJION CTeNeHH TepaIuio AITPOoMOOIarom ciiefyeT HauuHaTh CO CHUKEHHON
J03b1 — 25 Mr | pa3 B CyTKH.

AHaJOTHYHBIN aHanmu3 OBUT MPOBEJEH C ydacTueM 28 370pOBBIX B3POCIHBIX JOOpPOBOIBIEB U
635 marnuenTos ¢ BI'C. Y GonpIrHCTBA MAIMEHTOB TOKa3arens 1o mkaie Yainna-I1sro cocrasmsn
5-6 Oamnos. I[lo manHpIM dapmMakoKHHETHYECKOTO aHanm3a marueHTel ¢ BI'C mmenu Gonee

Bbicokoe 3HadeHue AUC(0.r) MO0 CpaBHEHUIO C TAaKOBOH Yy 3JI0POBBIX JTOOPOBOJIBIEB, TIPH ITOM
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AUC(.r) BO3pacTama C yBEIMYCHHEM OaJJIOHBIX noﬂﬂ%&ﬁ@lg@“ﬁ@%@ﬁﬂﬁtﬁia%' ITo

CPaBHEHHIO CO 3JI0pOBbIME JT0OpoBosbiamu y nanueHToB ¢ BI'C AUC o) anTpombornara Obuia
BhIe npubausurensHo Ha 100—144 %. V nmanuentoB ¢ BI'C Tepanuto anTpoMOomnarom cieayer
Ha4YMHATH C A03bI 25 Mr 1 pa3 B CyTKH.

[TanuedTsl pa3IuyHON Pachl

Bnusaue asumatckoil packl Ha (apMaKOKMHETHKY S3ATpoMOOIara OIEHHWBAIM IPH MOMOIIU
HOMYJSIIUOHHOTO (hapMaKOKMHEeTH4YecKoro ananmza y 111 3mo0poBsix B3pocibix (M3 HHX 31 —
asmarckoil pacel) u 88 mamuentoB ¢ MTII (3 mmx 18 — asumarckoii pacel). Ilo maHHBIM
(hapMaKOKMHETHYECKOTO aHanu3a y nanueHToB ¢ UTII a3uaTckoi pacel (T.e. SAMOHIIbI, KUTANIIHI,
KOpEeWIIbl, Taiipl, xutenu Taisans), AUC o) arpomOomara Obi1a mpuMepHo Ha 87 % BbIIIIE, 4eM
y MallMEHTOB HE a3UaTCKOM pachl (IPEUMYILECTBEHHO €BPOIICOUIOB); IPU 3TOM KOPPEKLUS JO3bI
M0 Macce Tella He MPOBOIUIACE.

W3ydeHue BIUSHUS STHUYECKON MPHUHAJICKHOCTH K BBIXOJLIAM U3 cTpaH Bocrounoil A3uu Ha
(dapMakOKMHETHKY  3JITpoMOorara MIPOBOWIIN c MIOMOUIbIO HOMYJISILIUOHHOTO
(dhapMaKOKMHETHYECKOTO aHaim3a ¢ ydactueM 635 mnamumentoB ¢ BI'C (145 mnamuenToB
BOCTOYHOA3MATCKOT'O MPOUCXOXKACHUSA U 69 MalMEeHTOB 0KHOA3UAaTCKOTO MPOUCXOokaeHus). Ha
OCHOBaHUU PE3yJbTATOB MOMYISIUOHHOTO (hapMaKOKMHETHYECKOTO aHaIN3a YCTAaHOBIEHO, UYTO Y
NAlMEHTOB BOCTOYHOA3MATCKOTO M FOKHOA3MATCKOTO MPOUCXOXACHUS HaOI0Aanach CXOIHas
dapmakokuHeTHka odnTrpoMmOomara. B cpenHeM y MalMEHTOB BOCTOYHOA3MATCKOTO U
10Hoa3uaTckoro npoucxoxaenuss AUCo-r) anTpomOonara Obi1a mpuMepHO Ha 55 % Bblle 1O
CPaBHEHHIO C MAIIMEHTaMHU JAPYruX pac (MPeUMYIECTBEHHO €BPOIICOUTHOM).

[TanmeHTHl pa3HoOro moja

Bnusaue mona Ha papMaKOKHHETHKY dITpoMOoIIara OIeHHBAIN IPY MTOMOIIN MOIMYJISITHOHHOTO
bapmakokuHeTndeckoro aHanuza y 111 310poBbix 100poBosbIeB (U3 HUX 14 — )KeHCKOro mosa)
u 88 mammentoB ¢ UTII (3 mHux 57 — xeHckoro mona). [lo maHHBIM MOMyISIMOHHOTO
dapmakokuHeTndeckoro ananmmsa — AUC - anTpom6bonara y manuenTok ¢ MTII Obia mpumepHo
Ha 50 % BbIIIE IO CPABHEHHIO C TAKOBOM y MAIIMEHTOB MYKCKOI'O T10J1a; IIPU 3TOM KOPPEKIUs /103
10 Macce Tejla He MPOBOIUIIACK.

BnusHue nona Ha gapMakOKMHETHUKY JITPOMOOIara OLEHUBAIN C MOMOUIBIO MOMYJISLIUOHHOTO
(bapMaKOKMHETHUYECKOT0 aHaiu3a ¢ yyactueM 635 nauuentoB ¢ BI'C (260 — xxenckoro nosna). [To
pe3ysbTaTaM OIEHKH ¢ ToMoIbio Mojaenu y xkeHnuH ¢ BI'C AUCo.) anTpomOoriara Obuta Ha
41 % BbIIlIE IO CPABHEHHIO C TAKOBOH Y MY)KUHH.

JIniia moXKMI0r0 BO3pacTa

Bospactable paznuuus 1o ¢dapMakOKMHETHKE JiITpoMOorara OIEHHUBAIM C IOMOIIBIO

MOMYJSIIMOHHOTO (papMaKOKMHETUYECKOT0 aHaIN3a ¢ y4yacTHeM 28 370pOBbIX T0OpPOBOJIBIEB U
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635 nauunenTtoB ¢ BI'C B Bo3pacrte ot 19 no 74 ser. 1o p%ﬁl@%‘égﬁpéﬁéﬂoﬂfﬁ&%ﬁenm

y nmoxuibix nanueHToB (>60 ner) AUC o) anTpombomnara Obuia Ha 36 % BBIIIE 110 CPABHEHHIO C
0oJsee MOJIOABIMU NAIIUEHTAMHU.

eTH
Jlemu cmapwe 1 200a
dapMakOKHHETHKA ITpoMOoTara mocje npueMa BHyTph OJIUH pa3 B CYTKU u3ydeHa y 168 nereit
B Bo3pacre crapiue 1 roga.
Kaxymuiicss nmiua3MeHHbIH KIMpPEHC 31TpoMOoIara 1nocie npuemMa BHyTpb y MalMeHTOB JaHHOU
KaTeropuu BO3pAcTaeT C yBEJIMYEHUEM MaccChl Tesa. Y MAaLUEHTOB a3MaTCKOM pachl KaXyIIUHCs
IUTa3MEHHBIN KIIMPEHC CHUXKEH npuMepHO Ha 30%, KpoMe TOro, CHUKEHHE JAHHOTO MMOKa3aTess
Ha 20% OTMEUYeHO Yy TMAaIMEHTOB J>XEHCKOro rmosia. PapMaKkOKMHETHYECKHE IIOKa3aTelnd y
HalMEeHTOB JaHHOM KaTeropuu NpeAcTaBIeHbl HUXKE.
Cpennue reoMmerpuyeckue IMokaszarenedl (papMakOKMHETHKH 3iaTpomOonara B PaBHOBECHOM
COCTOSIHUM ITociie TpuMeHeHust B 103¢ 50 mr 1 pa3 B CyTKM y HaileHToB B Bo3pacte 1-17 et ¢

NTII

Bo3spacrthas rpynna Crnax, MKT/MJT AUC0-v), (MKr>xu/mi)
12—-17 ner 6,8 (6,17, 7,5) 103 (91,1, 116)
6-11 ner 10,3 (9,42, 11,2) 153 (137, 170)
1-5 ner 11,6 (10,4, 12,9) 162 (139, 187)

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. TIlepedyeHb BcoMOraTe/IbHbIX BeLECTB

S npo TabieTku

Kapb6okcumerunkpaxman HaTpHUs
Marnus creapat

MangHuTONn

IMoBugon K-30

[emtrono3a Mukpokpuctaumdeckas (tum 101)

[Inenoynast 06o104ka TabaeTku — Onagpait 20A265024 kOpUUHEBBII:
['unpomeno3a (ruIpOKCUTTPOTHIMETHIILEIIIION03a)

['unponosza (ruApOKCUITPOIMIILIEIUTION03a)

Tanpk

Twurana quokcug

Kpacurenp xene3a OKCUT AKEAThII

Kpacurens xene3a okcuJ KpacHbIN
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6.2. HecoBMecTHMOCTH 2

He npumennmo.

6.3. Cpok roaHoctu (CpoK XpaHeHHSs )

2 roja.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH MPU XPAHEHUH

ITpu Temneparype He Boime 25 °C.

6.5. XapakTrep u coaep:kaHHe NEPBUYHOI YITAKOBKH

TabneTku, MOKPBITHIE TNICHOYHOH 000I0YKOM.

ITo 7 unu 14 TabneTok B KOHTYPHYIO SYeiikoBYIO yrakoBKy u3 miieHku [IBX/TID/TIBAX u ¢onbru
AJTIOMUHHMEBOM M€YaTHOM JIAKUPOBAHHOM.

I[To 30, 60 nmu 90 TabneTok B OaHKY IMOJMMEPHYIO JIJIS JICKAPCTBEHHBIX CPEJCTB U3 MOJUITHIICHA
WK TOJM3TIIIeHTepedTanara. Kpbliika U3 IOAMATHIICHA WM MOJUIPOIIHIICHA.

[To 1, 2, 4 KOHTYPHBIX STYEHKOBBIX yIIaKOBKH MO 7 win 14 tabnetok wiu no 1 GaHke moIuMepHOi
JUTSI IEKAPCTBEHHBIX CPEJICTB BMECTE C MHCTPYKIIMEH MO0 MEAUIIMHCKOMY IPUMEHEHHIO (JTUCTKOM-
BKJIQIBIIIIEM ) TIOMEMIAIOT B MAYKy U3 KapTOHA JIJIsl OTPEOUTEIHCKON Taphl.

He Bce pa3meps! yrmakoBOK MOTYT HaXOAHUTHCS B 000POTE.

6.6. OcoOble MepbI MPEIOCTOPOKHOCTH MPH YHUUTOKEHUH HCII0JIb30BAHHOTO
JIEKAPCTBEHHOI'0 MpenapaTa UM 0TX0/0B, MOJYYEeHHbIX M0cJe NPUMEeHEeHUs!
JIEKApPCTBEHHOI'0 Mpenapara, 1 Apyrue MaHuIyJIsiMU ¢ NpenapaTom

OcoOble TpeOOBaHUsl OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS
Poccuiickas ®enepanus

3A0 «KaHoH(papma npoJaKIIH»

141100, MockoBckas 00u1., T.0. [1]&énkoBo, r. [I]énkoBo, yn. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54.

E-mail: safety@canonpharma.ru

7.1. IlpeacraBuTe/Ib AepKATENs PETUCTPALMOHHOIO YA0CTOBEPECHUS

[IpereH3un norpedUTENed HAOPABIATE 110 aIPeCy:

Poccniickas @enepanvs

3A0 «KaHnoHdapma MpogaKIIH»

141100, Mockogckas 00u1., T.0. [1]&nkoBo, r. [IlénkoBo, yin. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54.

E-mail: safety@canonpharma.ru.
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R T

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPE S CEATENEHOCTE 00032)

9. IATA NEPBHYHON PEIMCTPAIIMM (IIOJATBEPXJIEHHS PETHUCTPAIIUU,
INEPEPETNCTPALIUN)

Jlara nepBoii peructpaiumu:
10. JATA MIEPECMOTPA TEKCTA
OOmiass XapakTepuCTHUKa JIEKQpCTBEHHOro Impemapata OnrpoMbonar KaHoH pocTynmHa Ha

UHPOPMALIMOHHOM TopTane EBpa3swiickoro SKOHOMHYECKOTO CO03a B HH(POPMAIMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT» http://eec.eaeunion.org/.
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