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1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Banrannukmnosup, 450 mr, TabIeTKH, TOKPHITHIE INICHOYHOW 000T0YKOM.

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBIN COCTAB

JlelicTByroliee BEEeCTBO: BAJIMAHLUKIOBUD.
Kaxnas Tabnerka, MOKpbITass IUICHOYHOH OOOJIOUKOH, COAEPKUT  BaJTraHLUKIOBUPA
TUAPOXJIOPHU, SKBUBAJIEHTHBIN 450 MI BalraHIMKIIOBHPA.

[TonHbIi epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEJIEH B pasjeie 6.1.

3. JEKAPCTBEHHAA ®OPMA

TabneTK, MOKPHITHIC TNICHOYHOU 000JI0YKOM.
OBasbHbIC JABOSIKOBBIMYKJIbIE TaONETKH, MOKPBIThIE TIEHOYHOH oOonoukoit 6emoro mpera. Ha

IMOIICPCUYHOM Pa3pE€3€ BUAHO AAPO 0eJI0ro M MoYTH OeIoro OBCTA.

4. KINMHUYECKHUE JAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHHIO

[Ipenapat BanraHuukiaoBup MmokaszaH K NPUMEHEHUIO y B3pOCIbIX crapiie 18 ser ais jgedeHus
nutoMmeranoBupycHoro (LIMB)-petunura y DanuMeHToB ¢ CHHAPOMOM TNPUOOPETEHHOIO
ummyHonepuuura (CITNdom).

[Tpenapat BanraHuukiaoBup Hoka3aH K NMPUMEHEHHUIO y B3pOCIbIX U JeTel crapuie 16 jer u3

rpynnsl pucka 1uig npodunaktuku [IMB-unbekuny nocie TpaHCcIaHTalMK COMUAHBIX OPTraHOB.

4.2. Peskum 103MPOBAaHNS M CIOCO0 MPUMeEHEHUs!
Bo u3bexxanue nepeso3npoBKM HEOOXOJUMO CTPOro cOONI0aTh PEKOMEHAALUHU MO PEXKUMY
JI03UPOBAHHUS.

PexxuM 103upoBaHus

BanranuukinoBup OBICTPO M B 3HAUUTENHHOW CTEMEHU METaOONHM3UpYEeTCs ¢ 0Opa3oBaHUEM
TaHIMKJIOBHUPA. BHOJOCTYMHOCTS TAHIIMKIOBUPA B cllydae preMa TablIeTOK BAITaHIIUKIIOBHPA B
10 pa3 BhIIIIE, UM B CTydae MepopaIbHOTO pHeMa TaHIMKIoBUpa (cM. pasaensl 4.4 u 4.9).

Heobxoaumo cTporo mpuaepKuBaTbcsi pEKOMEH IAIHH 110 JO3UPOBAHUIO, YKA3aHHBIX HIDKE.
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Bspocnvie

Tepanus LIMB pemunuma

e wuHAYKUMOHHAsA Tepanus [IMB pernnuta

Y nanueHToB ¢ akTUBHBIM I[[MB-permHMTOM peKkOMEHJOBaHHas J03a BaJITaHLMUKIOBUPA
coctaBisier 900 mr (2 Tabnerku mo 450 mr) 2 pa3a B cyTku B TeueHue 21 mgus. JlnmurenpHas
WHAYKIIMOHHAS Tepanus MOBbIIIAET PUCK MHUEIOTOKCUYHOCTHU (cM. pazzaen 4.4).

e nojuepxuBatromias repanus LIMB perunuta

Ilocne mnpoBeneHus Kypca HHAYKIMOHHOM Tepanuyd WM y NAUEHTOB C HEaKTHBHBIM
[IMB-petuHuTOM pekoMeHaoBaHHas f03a coctaBiser 900 mr (2 tadmerku mo 450 mr) 1 pa3 B
cyTku. Eciii TeyeHue peTuHHUTa YXYAIIAETCs, KypC MHAYKIIMOHHOW T€panmuu MOKHO MOBTOPHUTH
(cm. Beime moaAnyHKT «MHaykunonnas tepanus [IMB petrunuta» pasnena 4.2). JlnutenbHOCTH
MO//IEPKUBAIOIIEH Tepanuu JOJKHA ONPECISATHCS UHANBUIYAIBHO.

Hpodunaxmuxa LIMB-ungexuuu nocie mpaucniaumayuy COTUOHBIX OP2AHO8

[TaiuenTam, TEpeHECIIMM  TPAHCIUIAHTAIMIO TOYKH, HEOOXOJMMO HauyaTh TEParuio
BAJITAHIIMKJIOBUPOM B TeueHHe TmepBbix 10 gHed mociie TpaHcmantauuu B go3e 900 mr
(2 Tabnetkm mo 450 wmr) 1 pa3 B cyrkdu W mOpoAopkare Tepanuio a0 200-ro nHs
MOCTTPAHCIUIAHTALIMOHHOTO Tieproa (cm. paznensl 4.4, 4.8 u 5.1).

[TaniuenTam, mepeHECIIMM TPAHCIIAHTALIMIO JIPYTUX COJUAHBIX OPraHOB, HEOOXOIMMO HAyaTh
Tepanuo npenaparoM BanranuukioBup B TeueHue nepBbix 10 nHEH mocie TpaHCIUIAaHTalluu B
no3e 900 mr (2 Tabnetku mo 450 mr) 1 pa3 B cyTku u mpojopkarh Tepanuio a0 100-ro ans
MOCTTPAHCIUIAHTAIIMOHHOTO TIEPHO/IA.

Oco0ble TPVIIILI TAIMEHTOB

Tayuenmor nodxcunozo eospacma

D¢ dexkTrBHOCTH U 0€30MaCHOCTh B TaHHOW MOMYJISAIMH NAIIUEHTOB HE YCTAHOBJIECHBI.
Knuanueckue uccneqoBaHus y MallMEHTOB B BO3pacTe > 65 jer He mpoBoamiuck. ITockonbky
MOYEYHBIN KIMPEHC C BO3PACTOM CHMIKAETCS, MALMEHTaM MOXKHWJIOTO BO3PACTa BAJITAHIIMKIOBUP
clelyeT Ha3HayaThb CTPOrO C Yy4eTOM IoKazaTened (QyHKUMM modek (cM. Huke Tadmuny 1
u paszen 5.2).

Tayuenmoi ¢ napywenuem hyHkyuu novex

Heo0OxoaumMo mpoBOANTH TIATENbHBIN KOHTPOJIb KOHIIEHTPAI[MN KPEaTUHHHA B CHIBOPOTKE KPOBU
WM PacueTHOro KJIMpeHca KpeaTHHUHA. Koppekunio 1036l y B3pOCIbIX MallMEHTOB MPOBOJAT B
3aBHCHUMOCTH OT KJIIMpPEHCa KpeaTMHHHA, KaK 3TO MOKa3aHo B Tabmuile 1, mpeacTaBIeHHON HIKe
(cM. paznensl 4.4 u 5.2). PacueTHbIN KIMpPEHC KpeaTMHUHA PACCUUTHIBACTCS B 3aBUCUMOCTH OT

KOHIIGHTpAIlMX KPEaTHHUHA B CBIBOPOTKE KPOBH TIO Cieayromen Gopmyie:

Crpanwnma 2 u3 26



nm Ae SASE Re 400
a1 03.06.2025 M= 13991
o LS R L i L L B ¥

(NOCNEOOBATENEHOCTE 0001)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

(140-Bo3pacr [ner]) x (Macca Tena [kr])
Hns Mmyxuun =

72 x (0,011 X KOHIIEHTpAIKS KpeaTHHUHA B CBIBOPOTKE KPOBU [MKMOJIB/1])

Jns xenmuH = 0,85 X nokaszarenp A1 My>KUHH.

Ta6mmma 1. Pexxum 103upoBaHus TIPH MOYCYHON HEJOCTATOYHOCTH

KinupeHnc kpeaTuHuHa Jo3a 111 MHAYKIIMOHHOM Jlo3a nas
(Mu1/MuUH) Tepanuu MO/ ePKUBAIOLIEH

Tepanuu/npoPuIakKTuKu

> 60 900 mr 2 pa3za B CyTKH 900 mr 1 pa3 B cyTku
40-59 450 mr 2 pa3a B CyTKH 450 mr 1 pa3 B cyTku
25-39 450 mr 1 pa3 B CyTKH 450 mr xaxasle 2 THsA
10-24 450 Mr xaxuasie 2 gHsI 450 mr 2 pa3a B HEJIEIIO
<10 MPOTHBOIMOKA3aHO IPOTHBOIIOKA3aHO

Tayuenmoi, HaxoOsawuecs Ha cemoouanuse
VY nanueHToB, HAaXOJAIIMXCA Ha remMoiuanuse (kiaMpeHc kpeaTuHuHa < 10 mi/MuH),
pPEKOMEHJAlMU 1O JO03MPOBAaHUIO BAJITAHLUUKIOBHpPA OTCYTCTBYIOT. TakuM HalMeHTaM
MIPUMEHEHUE BAJITAaHIIMKIIOBUPA MPOTUBOIIOKa3aHO (cM. pa3aensl 4.4 u 5.2).
THayuenmol ¢ HapywieHuem yHKyuU neveHu
D¢ dexkTnBHOCTH U 0€30MaCHOCTH HE YCTAHOBJIEHHI (CM. pa3zaen 5.2).
Hayuenmor ¢ msdicenoln netikoneHuell, Helimponeuuel, auemuel, mpomoboyumoneruetl,
NAHYUmMoneHueu
VY manueHToB, MOMYYaBIIMX BaJTaHIIUKIOBUD (M TAHIMKIOBHP), OTMEUAINCH CIyYad TKEIIOH
JeUKONEeHUH, HEUTPONEHUH, aHEeMHH, TPOMOOLMTONEHHH, MAHLIUTONEHUH, HEJOCTATOYHOCTU
KOCTHOTO MO3Tra M arulacTU4ecKoil anemuu. JleueHue He cieyeT HaYMHATH, €CIU aOCOIOTHOE
yrcno HelTpopminoB menbine 500 kierok B 1 Mk wiam yucio TpombouuToB MeHsbine 25 000
KJIETOK B 1 MKJI, a Takxke B city4ae, eciid remorsioons Hrke 80 r/m (em. pasnen 4.8).

eTu
Tepanus [[MB-pemunuma
IIpenapar BanraHuumkiaoBuUp He ciaeAyeT NPUMEHATH y AeTedl a0 18 jer ¢ nenbro Tepanuu
[IMB-petnnnTa, Tak kKak 3()(eKTHBHOCTE W 0€301MacHOCTh MPUMEHEHHS BaJTaHIUKIOBHAPA Y
JTAHHOM BO3PACTHOM IPYIIIIBI [0 JAHHOMY ITOKa3aHUIO HE YCTAHOBJICHBI.
Ipogunaxmuxa [IMB-ungexyuu nocie mpancnianmayuu COMUOHbIX OP2AHO8

Pexxum no3upoBanus y nereit B Bo3pacte ¢ 16 10 18 jieT He oTiindaeTcst OT pexumMa 103UPOBaHUS
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 03.06.2025 N= 1:

y B3pocibix (cM. Bbime noanyHKT «lIpodumakruka uix']ﬁ'—ﬁ@el& ﬁ%wfe'_'gb'axl_cﬁfa}'ﬁ]efumn

COJIUIHBIX OPTAHOBY» B MyHKTE «B3pocibie»). TabieTku BAITaHIIMKIOBHPA HE CIIEYET MPUMEHSITh
y Jnerell W moAapocTkoB 10 16 mer ¢ mensio mnpodunaktuku [[MB-undekmum mocie
TPAHCIUIAHTAIIMU COJIMIHBIX OPTaHOB, TaK Kak 3(PPEeKTHBHOCTh M OE30MaCHOCTh NMPUMEHECHUS
BAJITAHIIMKIIOBHPA Y TAHHOW BO3PACTHOM I'PYIINBI HE YCTAHOBJICHBI.

Cnooco0 npuMeHeHus

[Ipenapar BanranuukiaoBup ciaeayeT NIpuHUMATh BHYTPb BO BpeMs €/1bl (CM. paszen 5.2).

Mepot  npedocmopodicHocmu, npuHuMaemvie neped NpPUMEHEHUeM Npenapama uiu npu
obpawenuu ¢ HUM

TabneTku HeNmb3s pa3iaMbIBaTh WM W3MENb4aTh. [I0CKONBKY BalIraHIIUKIOBUP MOTEHIIHAIEHO
TEPAaTOTeHEH M KaHLEPOTeHEH JUIA YeJOBEKa, HEOOXOIUMO COOJII0JATh OCTOPOKHOCTH, €CIH
TabneTka paznomuiack (cM. paznen 4.4). Cnenyer usberaTb IpsIMOro KOHTAKTa pa3IOMUBILIECHCS
WINA U3MEIbYCHHOU Ta0JIETKU C KOXKEH M CIIM3HCTBIMU 000JI0UKaMu. B ciyyae Takoro KOHTakTa
HY)KHO TIIATEJIHLHO IPOMBITH 3TO MECTO BOAOW C MBLIOM, TIPH TIOTIAJaHUH B TJIa3a — UX TIIATEIHHO

IIPOMBIBAIOT CTEPHUIIBHOM BOAOM, & IIPU €€ OTCYTCTBUU — IIPOCTOU BOJIOM.

4.3. IIpoTHUBONOKA3AHHS
® TUIICPUYBCTBUTCIIBHOCTL K  BaJIlaHIHUKIIOBUPY, FAaHIOUKIIOBUPY MM K JIIO6OMy u3
BCIIOMOTATEIIbHBIX BEIIECTB, IIEPEUMCIICHHBIX B pa3zaeie 6.1;

® [IepUOJ IPYAHOI0 BCKapMIIMBaHUsI (CM. pazjnen 4.6).

4.4. Ocolble yka3aHus U MepbI MPeI0CTOPOKHOCTH NPHU MPUMEHEeHUH

[IepekpecTHasi THIEPYYBCTBUTEIBHOCTD

H3-3a CXOJHOI'0 XHMMHUYCCKOro CTPOCHHA TaHIHUKIIOBHUpPA, ALUKIOBHpAa W BaJIl'aHIUKIIOBHUpPA
BO3MOXXHBI PEaKIUU TEPEKPECTHON T'MIEepYyBCTBUTEIBHOCTU K ATHUM mpenapatam. Cremyer
coOyoIaTh ~ OCTOPOKHOCTh TP HAa3HAYEHWU  BAJTAHUUKIOBHpAa  NAallMEHTaM  C
TUIIEPYYBCTBUTEIBHOCTBIO K  AUMKJIOBUPY, NEHIMKIOBHPY WIM HX IIPOJIEKapCTBaM
(BayTaiMKIIOBUPY U (haMLIMKIIOBUPY, COOTBETCTBEHHO) B aHaMHE3E.

MVTaFeHHOCTI), TEPATOr€HHOCTh, KAHIICPOT'CHHOCTD, d)eDTI/IJ'II)HOCTI) 1 KOHIICHTpAIIuAa

B OKCIICPUMCHTAX Ha JKUBOTHBIX OBLIO BBISIBICHO MYTAar¢HHOC, TCPATOTCHHOC, aCIICPMATOTCHHOC
U KaHIOCPOIrCHHOC HeﬁCTBHC, a TAKIKC HCTATUBHOC BJIMSIHHUC TAaHIUKIIOBHUPA HaA (I)epTI/IJ'ILHOCTB.
BaIIFaHI_[I/IKHOBI/Ip CICAYyCT CYUYHUTATb MNOTCHHUAJIBHBIM TEPATOICHOM MW KAaHIOCPOTCHOM JJIid
YCJIOBCKA, MPUMEHCHUEC KOTOPOT'O MOXKET BhI3bIBATh BPOXKIACHHBIC ITIOPOKH pa3BHUTHUA U paK. Hepe;l
Ha4YaJIOM JICUCHUA TaHIUKIIOBUPOM TMAIIUCHTOB CJIICAYCT HpOI/IH(pOpMI/IpOBaTL 0 crmocobax

KOHTpaluCHIIu U BO3MOXKHBIX pPUCKaxX IJid IJ1o4a. KpOMC TOI'0, BAJITAHIIUKJIOBUP MOKET BpCMCHHO
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
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Bo BpeMsA JICUCHUA W B TCUCHUC MUHHUMYM 30 I[H€I>'I IIOCJIE OKOHYAaHUA JICUCHUSA
BAJIFTAHIIUKJIIOBUPOM JKCHIIWMHAM C PCHPOAYKTUBHBIM IMOTCHLOUAJIOM CJICAYET PEKOMCHIOBATH
UCTIOJIB30BaTh HAJIC)KHBIC METOJbI KOHTpALCHIUK. Bo BpeMs JiedeHUss U B TEYCHHUE MUHUMYM
90 nHeW mocie ero OKOHYAaHUS MY)KYMHAM, BEAYIIUM IIOJIOBYIO JKH3Hb, PEKOMEHIYETCS
HUCITIOJIB30BAaTh 6apbeprH71 MCTOJ KOHTpALCIIIHUU, 3a UCKIIFOYCHHUEM CIIy4acB OTCYTCTBUA pUCKaA
BO3HUKHOBEHHUS OEpPEMEHHOCTH y TapTHEpIIH (cM. pa3zaern 4.6).

Muenocyopeccus

JlnuTenpHas MHAYKIIMOHHAS TEpaIysl BAITAaHIIUKIOBHPOM IOBBIIMIAET PUCK MUEIOTOKCUYHOCTH.
BasranuukinoBup clieyeT MPUMEHATh C OCTOPONKHOCTHIO Y MAIlMEHTOB C I'eMaTOJIOIMYECKOM
uMToneHued (B TOM 4HCIE TMPU HAIMYUKA TEeMaTOJOTUYECKOW IUTONEHUHU, BBI3BAHHOU
JICKapCTBEHHBIMHU CpEACTBAMH B aHAMHE3€), a TaKXKe Yy MAI[MEHTOB, MOJYYaolUuX Jy4eBYIO
Tepanuto (cM. pazaen 4.2).

B xoJe ieueHust peKOMEHIyeTCs PETYISIPHO MPOBOIUTH KOHTPOIh Pa3BEPHYTON (hOPMYIIBI KPOBU
Y TPOMOOITUTOB Y BCEX MAIMEHTOB.

[TaniueHTaM ¢ TsDKEIOW JICHKOIICHHEH, HEUTPONCHHEH, aHeMHEH W/WiIM TPOMOOLIUTONEHUEH
PEKOMEHIyeTCsl Ha3Ha4aTh FeMOIIOATUYECKHE (PaKTOPBI POCTa U/UITU NMPEPHIBAThH MPUEM Mpenapar
(cm. paznenst 4.2 u 4.8).

HaDVHIeHI/IG d)VHKIII/II/I IIOYCK

[TanmeHTam ¢ MOYEYHON HEAOCTATOYHOCTHIO PEKOMEH/YETCsl YCHIICHHBI KOHTPOJIb Pa3BePHYTOH
(bopMynbl KpOBH, MHUHMMYM KaXKIbli pa3 HpU MOCEHIEHWH TPAHCIUIAHTALIMOHHOM KIIMHUKU.
[Tanmentam ¢ MOYEYHON HEAOCTATOYHOCTBIO TPEOyeTCs KOPPEKIHs J03bI C y4eTOM KIMpPEHCa
kpearnHuHa. [lameHTamM C  KIMpeHCOM KpeaTWHHMHa MeHee 10 MI/MUH TIpUMEHEHHE
BAJIFAHIIMKJIOBHPA MPOTUBOIOKA3aHO (cM. pazjien 4.2).

[IpuMeHEHNE ¢ IPYTUMHU JIEKAPCTBEHHBIMU CPEICTBAMM

[Ipy OAHOBPEMEHHOM NPHUMEHEHUU TaHUUKIOBHpPAa M HWMHUIIEHEMa/IIMIacTaTUHA y MNAIlMeHTOB
oTMevanuch cygoporu. Crenyer usderatb OJHOBPEMEHHOIO NMPUMEHEHUS BAJTaHLIMKIOBUpA U
UMHIICHEMa/[IUJIaCTaTUHA B CIy4yasX, €CJAM MOTEHIHAlbHble NPEUMYIIECTBA JICYEHUS HE
IPEBBIIIAIOT BO3MOXKHBIN pUCK (cM. paznen 4.5).

[TockonpKy Kak 3WJOBYAMH, TaK M TaHUUKIOBUP MOTYT BbI3bIBaTh HEMTPOIEHUIO M aHEMHUIO, Y
HEKOTOPBIX MAIMEHTOB MOKET OTMEYaThCsl HENEPEeHOCUMOCTb IMPH OJHOBPEMEHHOM IpUEME
BaJITAaHIMKJIOBUPA U 3UJOBYAMHA B MTOJIHBIX J03aX (cM. pa3zaen 4.5).

B cBsi3M ¢ BO3MOKHBIM NOBBINIEHHEM IUIA3MEHHBIX KOHILIEHTpALMH JIWJAHO3MH B IPUCYTCTBUU
TaHIMKJIOBHpA, CIeAyeT TIIATeIbHO HAOMIOAATh IAallMeHTOB Ha MpPEeIMET BO3HUKHOBEHUS

CHMITTOMOB TOKCHYECKOTO JEHCTBUS TUaHO3MHA (CM. pazaen 4.5).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 03.06.2025 N= 1:

[IpuMeHneHne BaJTaHIUKIOBHPA OTHOBPEMEHHO C z[p%grlﬁf;h—l %BgTEﬁJéMEH Bllca-ls_ﬁBJa}(II'LE[th

MUEJOCYTIPECCUBHBIA MU HE(YPOTOKCUIECKHH dPdekT (cM. pazaen 4.5), MOKET YCHUIHBATh MX
TOKCHUYecKoe aercTBue. KoHTponmupyemoe KIMHUYECKOE HCCIIEAOBAHUE HCIOIb30BaHUS
BAITAHIIMKIIOBHpA sl npodriaktukd [[MB-uHeknun He BKIIOYAIO MAIMEHTOB TIOCIE
TPAHCIUIAHTAIIMU JIETKOTO W KUIIEYHUKA, MMO3TOMY OIBIT MPUMEHEHHs TIperapara y TaKuX
MAIMEHTOB OTPaHUYCH.

Pazauume B 6I/IOILOCTVHHOCTI/I C IIE€pOpaJIbHbIM I'aHITUKJIOBUPOM

BroocTymHOCTh TaHIMKIOBUPA U3 Ta0JIETOK BaJTaHIMKIOBUPA B 10 pa3 mpeBbIIaeT TaKOBYIO
Karicys1 TaHIUKJIOBUD. ["aHIIMKIIOBUD HETb3s1 3aMEHATh Ha BAJITAHIIUKIOBUDP B COOTHOIIEHUH 1:1.
[TarueHTOB, KOTOPBIX MEPEBOMAAT C KaICyll TaHIUKIOBUPA, CleAyeT MHPOPMUPOBATH O PUCKE
NEepe03UPOBKH, €CIM OHU OyJIyT MPUHUMATH OOJbIIEe YUCIO TAOJIETOK BAITAHLIUKIOBHUPA, YEM
pPEKOMEHI0BaHO (cM. pasnensl 4.2 u 4.9).

JInia mo)Kujaoro Bo3pacra

TabneTku BAJITAaHIUKIIOBHpA CICAYCT INMPHUMCHATH C OCTOPOXKHOCTBIO Yy IMAIMCHTOB ITOXHWJIIOIO

Bo3pacta (cM. pazaensl 4.2 u 5.1).

4.5. BzaumojeiicTBie ¢ JPYrHMH JeKAPCTBEHHbIMHM TMpenaparaMd M JApyrue BH/IbI
B3auMOAelCTBUA

HeKaDCTBeHHBIC BSaHMOHCﬁCTBHﬁ Ta0JICTOK BaJITAHIIMKJIOBHUPA

BanraHuukioBup — sSBISETCS — MPOJCKAPCTBOM — TAHIMKIOBHPA,  MO3TOMY  OXKHJIAKOTCSA
JIEeKapCTBEHHBIE B3aUMO/ICHCTBUSA, XapaKTepPHbIE ISl TAHIIUKIOBUDA.

HUmunenem/yunacmamun

Mexny naHHBIMH IIpernapaTaMH HeJb3s UCKIIOYUTH (papMaKoAMHAMUYECKOTO B3aUMOJICHCTBUSI.
[Ipy oAHOBpEMEHHOM MPUMEHEHWHU TaHIUKIOBHpA M HMMHIIEHEMa/lMIacTaTUHA Yy MAllMeHTOB
oTMevanuch cygoporu. Crenyer u3beraTb OJHOBPEMEHHOTO MPUMEHEHUS BaJTaHIIMKIOBUpA U
I/IMI/IHGHeMa/HI/IJ'IaCTaTI/IHa B Cly4dasaX, €CJIM MNOTCHUHUAJBHBIC TMPEUMYyHIECCTBA JICUCHUA HE
MIPEBBIIIAIOT BO3MOKHBIN PUCK (CM. paszen 4.4).

[ToTeHIMaIbHEIE JEKAPCTBEHHBIE B3aUMOICHCTBUS

YcuneHue  TOKCHYECKOro  JAEHCTBHS — TaHIMKJIOBUPA/BAITaHIMKIOBHpPAa BO3MOXHO  IpH
OJIHOBPEMEHHOM NPUMEHEHHUH C JIPYTUMHU IMpernapaTaMu, OKa3bIBAIOIIMMU MHEIOCYIPECCUBHBII
win HedpoTtokcuueckut 3¢dext. K TakuMm mnpenaparaM OTHOCSTCS aHAJIOTH HYKJIEO3UJIOB
(3UIOBYAMH, JAMJAHO3MH, CTaBYIWH), WMMYHOCYNPECCAHThl (IIMKJIOCIIOPHUH, TaKpPOJIUMYC,
MUKO(eHosaTa MOQETHI), MPOTHUBOOMYXOJIEBbIE Mpenaparbl (JOKCOPYOMIIMH, BHHONACTHH,
BUHKPUCTHH, THJIPOKCUMOYEBHHA), MPOTUBOMH(EKIIMOHHbBIE npenaparsl

(TpumeTonpum/cyinbhoHaMul, AancoH, amdoTepuuuH B, GaynuTo3uMH, NEHTaMUAMH).
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COOTBETCTBYET 3KCINEPTHOMY OTYETY
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VKa3aHHBIE TPENapaThl MOKHO PUMEHATH OJTH OBpeMeﬁgc'):'(:;Mﬁﬁﬁgﬁﬁﬁg—ﬁ'ﬁ%ﬁ&gjﬁ from

CiIy4ae, eClHM OXHUJaeMas I0Jbh3a OT MPOBOJUMOTO JIEYCHHsS TPEBHIIIAET BO3MOXKHBIA PHUCK
(cm. paznen 4.4).

3udosyoun

[Ipy OgHOBpPEMEHHO NPUMEHEHHUH C TaHIMUKIOBUPOM BO3MOXHO (hapMaKOJUHAMUYECKOE
B3anMojeiictBue. [lOCKONBKY Kak 3WAOBYAMH, TaK ¥ TaHIUKIOBHP MOTYT BBHI3bIBAThH
HEUTPONICHUIO ¥ AaHEMHIO, Y HEKOTOPHIX IMAIIMEHTOB MOXET OTMEYAThCS HEIEPEHOCUMOCTD MPHU
OJIHOBPEMEHHOM ITpUEME BaJITaHIIMKIOBUPA M 3U0BYIMHA B MTOJHBIX 032X (CcM. pazaen 4.4).
Juoanosun

Bb110 BBISIBIICHO CTOMKOE YBETUYCHHUE KOHIICHTPAIMH TUJAHO3WHA B TIa3M€ PU OTHOBPEMEHHOM
MPUMEHEHUN C TaHIUKIOBUPOM BHYTPUBEHHO. [Ipy BHYTPMBEHHOM BBEJICHUU TaHIIMKJIOBUPA B
no3ax 5-10 Mr/Kr/CyTKu Iutomiaap MoJ KPUBOM «KOHIEHTpalus-BpeMs» (AUC) numaHno3uHa
yBenuuuBaiach Ha 3867 %, uyTo moaTBepxkAaeT (PapMaKOKHMHETUYECKOE B3aMMOJIECHUCTBUE
JAHHBIX TIPENapaToB MPH OJHOBPEMEHHOM NMPUMEHCHHH. 3HAYMMOTO BIIMSIHHSI HA KOHIICHTPAIUN
TaHIIMKJIOBHPA He oTMedasioch. OJTHAKO CIIeIyeT TIIATSIIbHO HAOII0IaTh MAIICHTOB Ha MPEIMET
BO3HMKHOBEHHMSI CHMIITOMOB TOKCHYECKOTO JICHCTBUS TUIaHO3UHA (HAaIpUMeEp, TaHKpeaTUTa) Mpu
MIPUMEHEHUHY BaJITAaHITUKIOBUPA (CM. pa3aen 4.4).

Ilpobeneyuo

OnHOBpEeMEHHBIN TIEPOPATBHBIA MPUEM MPOOSHEUIa MTPUBOIWI K CTATUCTUYCCKH 3HAUUMOMY
CHI)KCHHIO MOYEYHOr0 KIMpeHca ranuukioBupa (20 %) U K yBEJIMYEHHUIO MPOAOKUTEIHBHOCTH
ero neiictBus (40 %). OTo OOBICHIETCS MEXaHW3MOM B3aUMOJICHCTBUS — KOHKYpPEHIHEH 3a
KaHAJIBICBYIO MIOYCUHYIO IKCKPEIHI0. [lareHThI, MPUHIMAOIIHE OJTHOBPEMEHHO MPOOSHETIHT U
BaJITAHIIUKIIOBUP, JODKHBI HAXOJIUTHCS TOJ TINATSIBHBIM HAOIIOJCHUEM H3-32 BO3MOYKHOTO

TOKCHYECKOTO JICHCTBUSA raHIIUKIIOBUPA.

4.6. DepTUIBLHOCTD, 0EPEMEHHOCTH U JIAKTAIUS

KOHIIGHT‘[)aHI/ISI Y MYXYUH U KXCHITWUH

Bo Bpems neuenus u B TedeHne MuHMUMyM 30 1HeH mTocie OKOHYaHMS JICUEHUS
BAJIIFAaHIIMKJIOBUPOM JKEHIMHAM C DPENpOAYKTUBHBIM IOTEHIIMAIOM CIEIyeT pPEKOMEHI0BATh
UCTIOJIF30BaTh HAJC)KHBIE METOJBI KOHTpAlENIuu. Bo BpeMs JiedeHUss U B T€UCHHE MUHHUMYM
90 nHeW mocie €ro OKOHYAHMS MYXXYMHAM, BEAYUIMM IOJOBYHK JKH3Hb, PEKOMEHJIOBAHO
UCTIOJIb30BaTh OapbepHBI METO/ KOHTpALEMIINH, 32 UCKIIOYEHUEM CITy4yaeB OTCYTCTBHS pUCKA
BO3HUKHOBEHUS! OEPEMEHHOCTH y mapTHepiH (cM. pazaen 4.4 u 5.3).

bepemeHHOCTD

be3onacHoCTh TpUMEHEHHUS BaJNTaHIIUKIOBUPA MPU OEPEMEHHOCTH y YeJIOBEKa HE YCTAaHOBIICHA.
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HA3HAYCHHsS BaJTaHIMUKIOBUpA cleayeT u3berarb, 3a HCKIIOUYEHHEM CIIydaeB, KoOTJa
MOTCHIUATBHBIN TOJIOKUTETBHBINA A((HEKT JICUSHUS ISl MATEPHU ONPABIIBIBACT BO3MOXKHBIN PUCK
I TI0A.

JlomoMHUTEIBbHBIE  WCCIICIOBAHUS  PENPOIYKTUBHOM TOKCHMYHOCTH BAJITAHIIMKJIOBHUpA HE
MPOBOJIUIIUCh BBHUAY €ro OBICTPOTO W 3HAYMUTENIBHOIO MPEBpAIECHUS B TaHIMKIOBUP. B
MCCJIEIOBAHUSX Y )KMBOTHBIX TPUMEHEHUH TAHIIMKIOBUPA aCCOLMUPOBAIOCH C TEPATOTEHHOCTHIO
Y TOKCUYHOCTHIO B OTHOIIIEHWH PENPOIYKTUBHON CUCTEMBI (CM. pazaen 5.3).

be3onacHOCTh MpUMEHEHHS BAITAaHIIMKIOBUPA B XOJI€ POJIOB U POJIOPA3PEIICHUS HE H3y4asach.
JlakTanms

WccnenoBanuii BIMSHNS BaJTaHIIMKIOBHPA U TAHLIIUKJIOBHPA HA MEPU- U IOCTHATATBHOE PAa3BUTHE
HE TMPOBOJMIIOCH, IIPH 3TOM HEJb3S HCKIIOYUTH BO3MOXXHOCTH BBIJICJICHUS TaHIIUKIOBHUpA C
TPYAHBIM MOJIOKOM U Pa3BUTHUS CEPHE3HBIX TOOOYHBIX peakluii y rpyaHoro pedenka. PesynpraTsl
WCCJIC/IOBAHUI y YEJIIOBEKa OTCYTCTBYIOT, HO pPe3ylbTaThl MCCIECIOBAHUN Y KUBOTHBIX
MOKAa3bIBAIOT, YTO TaHIUKIOBUP BBIBOJAMUTCS C TPYIHBIM MOJIOKOM Y Kpbic. B ciyuae
HEOOXOJUMOCTH TMPUMEHEHHS MpernapaTa B IMEPUOJ TPYAHOTO BCKAapMIIMBaHUS HEOOXOAUMO
MPEKPaTUTh TPYJHOE BCKapMiIMBaHue (cM. pasnen 4.3).

DdepTUabHOCTD

B xome wuccienoBaHuil y JKMBOTHBIX NPUMEHEHHE TaHUUKIOBHpPA BbI3bIBAJIO HapyIIECHUE
¢deprmiibHOCcTH  (CM. pasgen 5.3). YV DanMeHTOB, MOJYYaroIIMX BAJITAHLMKIOBUP IS
npodpmiaktuku LIMB-undexkiun Ha npotsokenun 200 aHel mocnie TpaHCIJIAHTALUM IOYKH,
OTMEUAJIOCh yTHETEHHE crepMaToreHe3a (IO CpPaBHEHUIO C KOHTPOJIbHOW TpyNMHoOW, He
nosryvarouieit neuenus). [lo npomectBun npuMepHoO 6-TH MeCALEB TOCTE MPEKpaIleHNs Teparun
CpedHsisl IUIOTHOCTh CHEPMBbI Y IPOJICYEHHBIX MAIlMEHTOB OblIa COMOCTaBUMa C TAaKOBOM Y
KOHTPOJIBHOM TPYIIIBI MALIMEHTOB, HE MOJIyYaoIUX Tepanuio. [Ipu 3ToM y Bcex IposiedeHHBIX
NAlMEHTOB C HOPMAJbHOW IUIOTHOCTBIO CHEpMbl U y 8 U3 13 MalueHTOB €O CHUKEHHOUN
IUIOTHOCTBIO CIIEPMbl Ha HCXOJHOM YpPOBHE TIOCJIE IMpEeKpalleHusl JIeYeHHs] OTMedasach
HOpMaJibHasi TUVIOTHOCTH crepMbl. [Ipu mocnenyromem HaOIIOAEHUH B KOHTPOJIBHOH rpymie y
BCEX IMALIMEHTOB C HOPMAJIBHOM INIOTHOCTBIO CIEPMBI U y 2 U3 4 MALMEHTOB CO CHUXCHHOMN
IUIOTHOCTBIO CIIEPMBbl Ha HCXOJHOM YpPOBHE TOCJH€ IMpeKpalleHusi JIeYeHHUs] OTMedasach

HOpMaJIbHaA IMJIOTHOCTH CIICPMBIL.

4.7. BiusiHHe HAa CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeICTBAMM M padoTaTh ¢
MeXaHU3MaMHu

HpI/I JICYCHHUHU BAJIFAHIIUKIIOBUPOM A/nim TFaHIUKIOBUPOM BO3MOKXHO BO3HHKHOBCHHE TaKHX
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CIyTaHHOCTh CO3HAHUS, YTO MOXET OTPHIATENbHO TOBIUATh HA JESATENBLHOCTH, TPEOYIOIIYIO
MOBBIIICHHOW KOHIICHTPAllUM BHUMAHUS, BKJIIOYAsl yNpPaBJIeHUE TPAHCIIOPTHBIMU CPEACTBAMU U
paboTy ¢ MalIMHAMU U MEXaHU3MaMU. B CBSI3U ¢ 3TUM B MEepUOJ JICUCHHUS BaJITaHLIUKIOBUPOM
clenyeT coOoIaTh OCTOPOKHOCTh MPU YIPABIEHUU TPAHCIIOPTHBIMU CPEACTBAMU U paboTe C
MalIMHaMyd U MeXxaHu3MaMu. [Ipu MOsIBIEHUM ONUCAHHBIX HEXKEJIATENbHBIX SIBJICHUU CIEeayeT

BO3JCPKATHCA OT BBIMTOJIHCHUSA YKAa3aHHbIX BUIOB ACATCIBHOCTH.

4.8. HexxesaTesibHbIE peaKIIUU

Pesrome npoduiist 6e3onacHocT

BanranuukinoBup npeiacTaBisieT CcoOOM  IPOJIEKAapCTBO TAaHLMKIOBHpA, KOTOPOE IOCIHE
NEepOpabHOrO MpueMa OBICTPO MpeKpallaeTcs B TaHIMKIOBUD, I[O3TOMY BCE HW3BECTHBIE
HekenaTeNbHble () (EeKThl, CBI3aHHBIE C MPUEMOM TaHIMKIOBUPA, SBIISIOTCS 0KUIAEMBIMU IS
BANITAHIIMKIIOBUpa. Bce HexenaTeabHble PEAKIWU, 3apEeTUCTPUPOBAHHBICE B KIMHUYECKHX
WCCJICIOBAHUSAX BaJTAaHIIMKIOBUPA, DPaHbIIC HAOMIOAAINCH TPH JICUCHUH TaHIIMKIOBUPOM.
HexenarenbHble  peakiuu, BO3HMKAaBIIME€ NpU  NPUMEHEHUWHM  TaHUUMKIOBHpA WU
BaJITaHIIMKIIOBUPA, BKIIIOUEHBI B TAOIUILY 2.

Haubonee ceppe3HbIMM U YaCTHIMH HEXKEJIATECIBHBIMU PEAKIMSAMHU Y TAIMEHTOB, MOJYYaBIIUX
BaJITAaHIIUKJIOBUP/TAHIIUKIIOBHD, SIBJSIOTCS HAPYIICHHWS CO CTOPOHBI KPOBH, B YacCTHOCTH,
HEUTPONEHUS, aHEMUSI U TPOMOOIIUTOIICHUSI.

OO6muii npoduias 0e30MacHOCTH TaHIMKIOBUPA/BAITAHIIMKIOBAPA COMOCTABUM B TMOMYJISIIIHSIX
MAalMeHTOB TOCJe TpaHCIUIAHTAIlMM W C BUPYcOM HUMMYyHoaeduiura uenmoBeka (BUY).
HckmroueHre coCTaBlII€T HEXellaTelbHas peaklus «OTCIONWKa ceT4aTKuy, HaOJoJaBLIasICs
TONbKO y mauueHtoB ¢ [[MB-perunutroMm. Tem He MeHee, UMEIOTCA pa3IMyuds B 4YaCTOTax
HEKOTOPBIX HEXKENATEeNbHbIX peakiui. l[IpuMeHeHue BanraHIMKIOBHpA acCCOLMUPOBAIOCH C
MOBBIIICHHBIM PUCKOM JHMApPEH MO CPaBHEHUIO C MPUMEHEHHWEM TaHIMKJIOBHpPAa BHYTPHUBEHHO.
Jluxopaaka, KaHAUI03, JAENpeccHsi, TshKenas HeuTporneHus (abCOT0THOE YHMCIO HEHTpOodHIIoB
(AYH) < 500/MKJ1) 1 KOXKHBIE PEAKIIMH Yalle oTMeyanuch y manueHtoB co CITU Jom.
Hapymenne ¢pyHKkiuii moyek v Ne4eHu yarie HabIoJalluch Y MalueHTOB MOCTe TPAHCIIIAaHTAIIUH.
YacToThl BO3HUKHOBEHHSI HEXKEIATCIbHBIX PEaKINii, yKa3aHHbIC B TaOJUIlE 2, OMpPEACIICHb Ha
OCHOBE aHaM3a OOBETWHEHHOW TOMYJISAIMNA TAlUCHTOB, MOJIYYaBIIUX MOJAEPKUBAIOITYIO
Tepanuio raHUKIOBUPOM WJIM BAJTAHIIUKIOBUPOM B KIMHUYECKUX MCCIIEIOBAHUAX Y MALUEHTOB
¢ BUY. HcknrodeHrne COCTaBISAIOT YacTOTHI aHA(UIAKTHUYECKUX PEaKIUi, arpaHyioiuTo3a U

TpanHyJIOOUTOIICHHUH, ONIPEACIICHHBIC HA OCHOBC JaHHBIX MOCTPETUCTPALTIOHHOT'O Ha6J'II-O)IeHI/I5L
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HP) (NOCNEOOBATENEHOCTE 0001)

TabanyHOE pe3roMe HEXKENATEIbHBIX PEAKIH (

YacTtoTa moOOUHBIX peakifii IpUBEJCHA B BUJE CIENYIOIEH rpagauuu: ovens yacmo (= 1/10);
yacmo (> 1/100 no < 1/10); neuacmo (= 1/1000 o < 1/100); pedko (> 1/10000 o < 1/1000); ouens
peoko (< 1/10000); uacmoma neuszéecmua (He MOXKET OBITh OIIEHEHA HA OCHOBE MMEIOIIMXCS
JTAHHBIX ).

Tabmuua 2. Yacrora pa3BUTHSI HEXKeNATENbHBIX JIEKAPCTBEHHBIX peakuuil y manuentos ¢ BUY,

MOJTYYAIONTUX MOIIEPKUBAOIIYIO TEPANTUIO TAHIIMKIOBUPOM/BAJITAHIIUKIIOBUPOM

HeskenarenbHast JeKapCTBeHHAas1 peaKius Yacrora

Kuaacce cucrem opranos

Hngpexyuu u unsasuu

Kananmos, BKirovyas KaHIUI03 CIIU3UCTON 000JIOUKH pTa Ouenb 4acTo

Wubexun BepXHUX IbIXaTeIbHBIX ITyTeH OueHb yacTo

Cernicuc Yacro
I'punn Yacro
WHbexun MOueBbIBOASIIUX MyTeH Yacro
Bocnanenne noakoxHO-XUPOBOU KJIETYATKH Yacto

Hapywenus co cmoponwl kposu u numgamuueckou cucmemvl

Helitponenus Ouensb yacto
AHemus OueHb yacTo
TpomOGounTonenus Yacto
JlenkoneHus Yacto
[TaHnMTONIEHNA Yacto
Hapymenue GyHKIIMM KOCTHOTO MO3Ta Heuwacro
Annactrueckas aHeMHS Penxo
Arpanynonuros** Penko
I'panynonuronenus™* Penxo
Hapywenus co cmopoHbl uMMYHHOU cucmembl

['unepuyBCTBUTENBHOCTH Yacro
AnadunakTuyeckas peakuus™* Penxo

Hapymeuuﬂ Memabonuzma u nuUmaHus

CHUXEeHHe afneTuTa

OueHb 4acTo

CHIKCEHHE MacChl Telna

Yacrto

Icuxuueckue Hapywernus

Henpeccust

Yacrto
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Tpesora Yacto

Bozoyxnenue Heuacto
IIcuxoTnueckoe paccTpoOUCTBO Heuacto
PaccrpoiicTBa MbllLIIEHUS Heuwacto
Tammronmuanum Heuacto

Hapywenus co cmoponul nepénoti cucmemvl

I'onoBHast 601b OdeHpb 9acTo
becconnuna Yacro
[epudepuueckas Heiiponarus Yacto
I'onoBokpyxeHue Yacto
[Tapecres3us Yacro
I'uniecresns Yacto
Cynoporu Yacro
Jlucres3us (HapylleHHE BKyca) Yacro
Tpemop Heuwacro

Hapywenus co cmoponvl opeana 3penus

VYXyaueHue 3peHus Yacto
Orcnoiika ceTyaTku* Yacto
[naBarorie TOMyTHEHUS CTEKJIOBUIHOTO Tea Yacro
bons B rmazax Yacrto
KoHBIOHKTHBHT Yacrto
OTexk MaKyJIbI Yacro

Hapywenus co cmoponul opeana ciyxa u aabupunma

bons B yxe Yacto

I'myxora Heuacto

Hapywenus co cmoponul cepoya

Hapymenust cepneunoro putma Heuwacro

Hapywenus co cmoponul cocyoos

Ilonmxenue ApTCPUAIBHOTO JaBJICHU A Yacto

Hapywenus co cmopoHbl ObixamenvHoul cucmemsl, opeanos pyOHOU KIemKU U cpeooCmenus

Kamrens OueHb 4acTo

Oplka OueHb YacTo

JKenyoouno-kuwieunvie HapyueHus
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TomHoTa Ouensb vyacto
PBota Ouenp yacto
bouib B xuBOTE Ouens vyacto
Hucnencus Yacro
Merteopuszm Yacto
bonp B BepxHEHN 4acTH )KUBOTA Yacto
3anop Yacro
N3bsa3BiieHne CIU3UCTON 000I0YKH MTOJIOCTH PTa Yacto
Hucharus Yacro
B3nyrue xxuBora Yacto
ITankpeatut Yacro
Hapywenue co cmoponvl neuenu u stcenuedbleo0auux nymeti
[ToBbIlIeHNEe aKTUBHOCTH IEIOYHOM (hocdaTasbl B KPOBH Yacro
Hapymenne pyHkunu nedenu Yacto
[ToBbIlIEHNE aKTUBHOCTHU acmapTaTaMHHOTpaHCc(epasbl Yacrto
[ToBbIIIeHNE AKTHBHOCTH AJIAHUHAMUHOTPAHChEpas3bl Yacto
Hapywenus co cmopoHwl Kodicu u NOOKOMCHBIU MKAHell
Hepmarut Ouensb yacto
Hounas notnuBocTh Yacro
3yn Yacto
Coinib Yacro
Ausontenust Yacro
CyxocTb KOXH Heuacto
KpanusBauna Heuacto
Hapywenus co cmoponul mbluteunotl, ckeiemHou u cOeOUHUMeNbHOU MKAHU
boub B crinHe Yacro
Muanrus Yacro
ApTtpanrus Yacto
Mpbl1IeYHbIE CIIa3MBbl Yacro
Hapywenus co cmoponvl nouex u mouesvbi8o0sauux nymeil
Hapymenue pyHkunu noyex Yacto
CHIXeHHe MOYEYHOTr0 KIMPEeHCa KpeaTuHUHA Yacto
[ToBbIIEHNE KOHIEHTPAIIMU KPEaTUHUHA B KPOBU Yacto
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I'ematypus Heuacto

Hapywenus co cmoponsl penpodykmusHou cucmemsl 4 MOTOYHBIX Jicelle3

Myxckoe Oecruioaue Heuacto

Obwue napywenus u peakyuu 6 mecme 86e0eHUs

Jluxopanka OuyeHp 4acTo
[ToBbIIEHHAST yTOMJISIEMOCTH OueHb YacTo
bonb Yacto
O3H00 Yacto
OO011ee HeTOMOTraHue Yacro
Actenus Yacto
boss B rpyau Heuacto

*Otcnolika ceTdyaTkl HabOmoganach Toubko y mnanueHToB co CIIMJom npu Ttepanuu
I[IMB-perunura.

**YacToTa MJAaHHBIX HEXEJATeNbHBIX pEaKUMd OmpeneNsylacb Ha OCHOBAaHUU JAHHBIX
IOCTPETUCTPALIMOHHOTO TPUMEHEHHS.

OnwncaHue OTACIBHBIX HEKEJIATSABHBIX PeaKIIUM

Heiimponenus

Puck pa3BuTHs HEUTPONEHUU HENb3s MPECKa3aTh, HCXOAS U3 YHCIa HEUTPOPHUIOB 0 Hadaia
nedeHus. BO3HUKHOBEHNE HENTPONIEHUM SIBIISIETCS TUIWYHBIM I IEPBOM MM BTOPOW HENENH
UHAYKIIMOHHOHU Tepanuu. Yncino HeMTpoduios, Kak MpaBuiio, HOpMaJIU3yeTcs B TeUeHue 2-5 qHen
MOCJIe MPEeKpaIeHus puemMa pernapara Uil CHUKEHUs 10361 (CM. pazzen 4.4).
Tpomboyumonenus

VY nmanueHToB C MCXOAHBIM HHU3KUM uucioM TpomOomuToB (<100 000/mi1) MOBBILIEH pPUCK
pa3sBUTHSI TPOMOOILIUTONIEHUH. Y MAIUEHTOB C ITPOI€HHOM cynpeccueil UMMYHHUTETa BCIIECTBHE
Tepanuyu UIMMYHOCYIIPECCAaHTaMH PUCK Pa3BUTHS TPOMOOLIMTONIEHUH BBILIE, YEM Y MAIUEHTOB CO
CIINdom (cwm. paznen 4.4). Tsoxenast TpoMOOIIMTONEHUSI MOYKET COIIPOBOXK/IAThCS OTEHLIUATBHO
KU3HEYTPOKAIOLIIMMHU KPOBOTEUEHUSIMHU.

Bnuanue onumenvHocmu mepanuu/nokazanus K NPUMEHEHUI0 HA pa36Umue HelcenamenbHblx
peaxyuii

Tsoxenas nelitponenust (AUYH < 500/mkon) game Habmonanach y nanueHton ¢ LIMB-petunuTom
(16 %), moay4aBIIMX BaJITaHIIMKJIOBUP, IO CPABHEHUIO C MAIlMEHTaMM IOCIE TpaHCIIAaHTALlUU
COJIMJIHBIX OpPTraHOB, MOJYYaBIIMX BAITAHIMKIOBHP WM TaHUMKIOBUD (TmepopaibHO). Y
MAIMEeHTOB, TOJIYYaBIINX BAJITAHIIMKIOBUADP WJIM TAaHITUKIOBUD (MepopaiibHO) B Teuenue 100 muei

MocJie TPAHCIUIAHTAIMH, YacTOTa Pa3BHTHS TsDKEIOW HEWTporieHnu coctaBistia 5 % um 3 %,
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CMEPTHOMY OTUETY

TpaHCIUIAaHTAllMM, 9acTOTa Pa3BUTHS TSKEJION HeWTponeHuu cocrasisuia 10 %. YV manueHToB
1ocJie TPAaHCIUIAHTALUK COJIMIHBIX OPIraHOB, MOJYYaBUIMX BaJTAHLUMKIOBUP U TaHIUKIOBUP
(mepopanibro) B Tedenue 100 wimm 200 gHel, HaOmrogaock 0osiee BBIPAKEHHOE YBEIUYCHHE

KOHILOCHTpAMKM KpC€aTHMHWHA B CBIBOPOTKE KpPOBH IIO CPAaBHCHUIO C IIaUCHTAMH C

[IMB-peruautoM. OgHaKO BaXHO OTMETHTh, 4YTO HapymieHHEe (YHKIMU TOYEK SBISETCS
XapakTEepHbIM CHMIITOMOB, 4alle HaOJIOJAIOUIMMCS Yy TMAalMeHTOB II0CNe TPaHCIUIAHTAIHU
COJIMIHBIX OPTraHOB.

OO6uwmit npoduias 6€30MaCHOCTH BAJTaHLUUKIOBUPA HE M3MEHSAETCS NpU HPOAJICHUU IEpHOja
npopHIAKTHIECKOTO MPUMEHEHHS y MAllMEHTOB C BBICOKUM pUCKOM pa3zButusi LIMB-undexm
nocJie nepecaaku novyku a0 200 quei.

Y nauMeHToB, MOJIyYarOIUX BalraHUukiIoBUp 10 200-ro OHSA NOCTTPaHCIUIAHTALMOHHOIO
Iepuoa, IO CPaBHEHUIO C IMALlMEHTaMH, IOJIYyYalOIMMH BaiaraHuukioBup 1o 100-ro nHs

MOCTTPAHCINIAHTAIUOHHOI'O  II€proaa, Ha6JIIOIIaeTC$I HCKOTOPOC  YBCIMYCHHUEC  YaCTOThI

JICHKOIICHUH.

YacToTsl pa3BUTHUS HEUTPOIIEHUH, AHEMUU M TPOMOOIMTONEHUN ObUIA CXOJHBIMH Y TAI[UEHTOB,
nosyvarouux jieueHue 10 100-ro u 200-ro AHS NOCTTpaHCIIAaHTAMOHHOTO EpUoa.
Jlabopamopuvie noxazamenu

[Ipu npoasiennu nepuroja NpoUIAKTUKH Y B3POCIIBIX MAIMEHTOB C BHICOKUM PUCKOM Pa3BUTHS

I_[MB-I/IHQ)CKHI/II/I IIOCJIC  TpaHCIIaHTalluu COJIMIHBIX OpraHoB qaCToTa HapymeHI/Iﬁ

nabopatopHbIX mokazarenei 70 200 nHel ocTaBagach CXOIHOM.
Tsoxenast HeUTporieHus 0oJiee YacTo HaOII0AaIach y I€Te|, MePEeHeCINX TPAHCIUIAHTAIUIO TTOYKH
U TOJIYYaBIIMX BadraHIUKIOBAP a0 200-rO AHS TOCTTPAHCILIAHTAIMOHHOTO TEPUOJ, IO

CpaBHCHHIO C JACTbMU, MoJIy4yaBIIMMU BaJITaHIIUKIIOBHUP a0 100-ro JHS

MOCTTPAHCINNIAHTAIUOHHOTO IICPUOJ, a TAKKE II0 CPaBHCHUIO C B3POCIbIMHU, NCPCHCCIINMU

TpaHCIUIAHTAIMIO MOYKM M TOJy4YyaBIIMMH BaiaraHuukioBup a0 100-ro u 200-ro naHA

MOCTTPAHCINNIAHTAIMOHHOT' O IIEPUOJa.

Tabmuua 3. W3meHeHuss nabopaTOpHBIX IMOKas3aTeiel, COOOIIaBIIMXCA MpU  IpHEME

BAJITAaHIIUKIIOBHUPA Yy B3POCIIBbIX

IMaumeHTsl € IManueHTHI MOCJIE TPAHCIIAHTAIIUT
HN3MeHeHus IMB-peTUHUTOM | COJMAHBIX OPraHOB, MOJy4YaBIIKeE Je4YeHHne 10
J1a00pPaTOPHBIX 100-ro aHs1 MOCTTPAHCIVIAHTALIMOHHOTO
noxkasareJien nepuoaa
BaaranuuxiaoBup Baaranuukiaosup I'anuukJ0BHp
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(n =370) (W2 240 = TE T b bpaiiie
(n = 126)
% % %

Heiimponenus (abconromuoe yucio Hetimpopuioe/mxi)

<500 16 5 3
500 - <750 17 3 2
750 - <1000 17 5 2
Anemusi (cemoenodu, 2/n)
<65 7 1 2
65-<80 10 5 7
80-<95 14 31 25
Tpomboyumonernus (4ucio mpomooyumos/mxi)
< 25000 3 0 2
25 000 < 50 000 5 1 3
50 000 < 100 000 21 18 21

Konyenmpayusa kpeamununa 6 coigopomke Kposu (me/on)

>25 2

14

21

>15-25 11

45

47

Tabmuua 4. VI3MeHeHus 1abopaTopHBIX OKa3aTeIel Mpyu MPUMEHEHUH BAITAHIIMKIIOBHPA Y AeTel

HN3menenns 1abopaTopHbIX

nokasareJiei

IIauueHTHI JETCKOIO BO3pacTa, nmocJje TpaHCIvIaHTallun

COJIMAHBIX OPraHoB

Jleyenue
BAJITAHIMKJIOBHPOM /10
100-ro aus
MOCTTPAHCILIAHTAIHOHHOT O

nepuoaa (n = 63)

Jleuenue
BAJITAHIMKJIOBHPOM /10
200-ro aus
MOCTTPAHCILIAHTAIHOHHOT O

nepuoaa (n = 56)

% %
Heitimponenus (abcontomnoe uucno neumpoguioe/mxi)
<500 5 30
500 - <750 8 7
750 - < 1000 5 11
AHnemus (cemoenooun e/n)
<65 0 0
65 - <80 14 5
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80-<95 38 lﬂCI-:3._1Eég_’_lEu.-l.TEﬂi:-H':t- Fo oot
Tpomboyumonernus (4ucio mpomooyumos/mxi)

< 25000 0 0

25000 - <50 000 10 0

50 000 - < 100 000 3 4

Konyenmpayus kpeamuruna 6 coléopomke Kposu (me/on)

>25

2

5

>1,5-25

11

20

Ilocmpezucmpayuonnoe npumenenue
[Ipy moCTperucTpalliOHHOM MPUMEHEHUHU BAITaHIUKIOBHpPAa M TaHIMKIOBUpA MNPOdUIh

0€30MaCHOCTH OBLI COMIOCTABUM C TAKOBBIM B XOJ€ KIMHUYECKUX UCCIIEIOBAHMIA.

€T’
OO6umwmii npoduas 6e30MaCHOCTH BAITAHLUKIOBUpA y JeTell He oTiauyaercs OT npoduiis
0€30I1aCHOCTH Ipernapara y B3pOCIbIX.
B nerckoii nonynsauuy HabII0AaI0Ch HEKOTOPOE YBEIMUEHUE YACTOThI HEUTPOIIEHUH, OJJTHAKO ATO
HE MPUBOIIIO K YBETMYCHUIO YaCTOTHI MH(EKIIHA.
VY nerell, mepeHeCcHIMX TPAHCIUIAHTALMIO TOYKH, YBEJIMYEHUE Iepruoja NpOopHIAKTHYECKOTO
npuMeHeHus 10 200 1Hel He NPUBOAUT K YBEJINYEHHIO YaCTOTHI HEXKENATEIbHBIX SIBICHUM.
Bpoocoennasn [[MB-ungexyust
Tepanus BpoxaenHoil IMB-undexuuu He gBisercs 0g00OpEHHBIM MMOKa3aHUEM K MPUMEHEHUIO
BAIITAHIUKIIOBUpA. TeM He MeHee, UCCIENOBaHMsA, IIPOBEICHHBIE Y HOBOPOXKIACHHBIX U JIE€TEU
paHHero Bo3pacTa ¢ BpoxiaeHHOW [IMB-undekuueil, mpenocraBisoT HaHHbIE O Tpoduie
0e30MacHOCTH IpernapaTa B JIAaHHBIX HOMYJALMSIX [alMEeHTOB.

[Ipodpuns OezomacHOCTH

BaJITAHITUKIIOBHPA COMOCTAaBUM c U3BECTHBIM npodunem 0e30MmacHOCTH
BaJITaHIIMKIIOBUPA/TAaHIIUKIOBHPA.

OCHOBHBIM TPOSIBIIEHHEM TOKCHYHOCTH TaHIUKIOBHpa sBIseTcs HedTpomenus (y 38 %
MalMeHTOB OTMeUaaach HelTporneHnus 3 uin 4 craauu, 1 manueHTy noTpedboBanoch MpekpaiieHue
Tepanuu). boJBIIMHCTBO SABJICHHN MOIaBATUCh KOPPEKIIUHU, TIPH OJJTHOBPEMEHHOW BO3MOXKHOCTH
MPOJIOIKATh TPOTUBOBUPYCHYIO TEpamnuio. Y BCEX HOBOPOXKIECHHBIX HAOIIOAIOCH YBEITHMUECHUE
MOKa3aTeNeld, XapaKTepu3yIOIINX pOCT M pa3BUTHE (POCT, Macca Tela, CPEeIHss OKPYKHOCTh
ronoBbl). Ilpm mepopadbHOM TPUMEHEHWH  BaJTAHIMKIOBHpA HaWbOOJee  YacThIMU
HEXENAaTeIbHBIMUA DPEAKIUAMH ObUTH HEHUTPOTICHUS, aHEMUs, HapylieHHe (PYHKIUU TIEYCHH W
muapes. IlepeunciieHHbIe HeXelaTelnbHBIC SBICHHS HAOMIOMANUCh Yalle y MalMeHTOB MpU

6-HCHCHBHOﬁ TCpalii BaJIraHOUKIIOBUPOM, IO CPABHCHHUIO C ITaHUCHTAMH, I10JIy4aBIIHUMU
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BAJITAHITUKIIOBUP B TeueHHE 6 MecsieB. Cepbe3HbIMU Heﬁgﬁie}%ﬁ“&ﬁ%&ﬁEE‘;&&HI}}LIMH

C JIeueHueM, ObLIM HEHTPOICHUS M aHEMUs, KOTOpBIE TAaKKE Yalle HaOII0JaluCh MPH Teparuu
JUINTENIHOCTRI0 6 Henmenb. He HaOmMOnanoch CTaTUCTUYECKH WM KIMHUYECKH 3HAYMMBIX
pa3auunil MEXy NalUEHTAMHU, II0Jy4aBUIMMH BAJITAHIUKIOBUAD B T€YEHHUE 6 HEAEIb U B TCUCHUE
6 MecsLeB, B I0Ka3aTelAX, XapaKTepU3YIOLIMX POCT U Pa3BUTHE, TAKUX KaK Macca Tella, pocT,
CPEIHsIS OKPYKHOCTH T'OJIOBBI.

COOGH.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxno coo0mare 0 MOAO03peBaeMbIX HEXKENaTeNbHbIX peaKkIUsaX I[0Cjie pPEerucTpaluu
JIEKapCTBEHHOT'0 Tperapara ¢ 1elbio 00ecrnevyeHrs HeMPepbIBHOIO MOHUTOPUHTA COOTHOILICHUS
«oNb3a — PHUCK» JICKAPCTBEHHOTO mpernapara. MeIuIMHCKUM pabOTHUKAM pPEKOMEHIYETCS
€o00IaTh O JIFOOBIX TMOI03PEBACMBIX HEKEIATEIBHBIX PEAKIUAX JEKApPCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMBbI COOOIIECHUS O HEKEIaTeNbHBIX PEaKIUIX TOCylIapCTB — YICHOB
EBpa3uiickoro 3KOHOMHYECKOT0 CO03a.

Poccniickas @enepanys

®denepanbHas cayx0a Mo Haa30py B chepe 3apaBoOOXpaHEHUs

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

Tenedon: +7 800 550 99 03

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpPMAIIMOHHO-TEJICKOMMYHUKAIIMOHHOM ceTn «MHTepHeT»:

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

4.9. llepeno3npoBka

HCDCI[O3I/IDOBK3 BaJITAHIIMKJIIOBHPA 1 BHYTPHBCHHO BBOJWMOI'O TaHIIMKJIIOBHPA

Cumnmomwi

Bo3MOXXHO, 4YTO Tepeno3upoBKa BaNTaHIUKIOBHpPA MOXKET MPUBECTH K YBEIMYECHHIO

He(poTokcuUHOCTH (CM. pazzaeinsl 4.2 u 4.4).

B xone KIMHUYECKUX HCCIEAOBAaHUN U MOCTPETHUCTPAIIMOHHOTO MPUMEHEHHS IMpernapaTta OblUIn

OMNMCaHBI CIydyau MepeAo3UPOBKU TaHIIMKIOBUPA MPU BHYTPUBEHHOM BBEJIEHUU, B TOM YHCIIE C

JeTanbHBIM UCX0J0M. HekoTopble N3 HUX HE COMPOBOXKIATUCH HEKEIATENbHBIMU SIBICHUAMU. Y

OOJIBIITMHCTBA K€ MAIMEHTOB OTMEYAJIOCh OJTHO WJIM HECKOJIBKO M3 CIEAYIOIINX HEeXKeIaTeIbHbBIX

SIBIICHHIA:

® T'EeMAaTOKCUYHOCTb: MHEJIOCYNPECCUs], BKJIIOYasi MAHIIUTONEHHIO, HEIOCTATOYHOCTh KOCTHOTO
MO3Ta, JICHKOTICHUIO, HEUTPOTICHHIO, TPaHYyIOIIUTOTICHHIO;

¢ TICIIATOTOKCUYHOCTD: I'CNIATHUT, HAPYUICHUC (I)YHKL[I/II/I INCYCHH,
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e HePPOTOKCUUYHOCTH: YCHUJICHHE TeMaTypuu )
GbyHKIIMYM TOYEK, OCTpas MoYeyHasi HeJJOCTaTOYHOCTD, MOBBIIIEHUE KOHIIEHTPALIMU KpeaTHHIHA
B CBIBOPOTKE KPOBHU;

® KEIyI0YHO-KUIICUHAsi TOKCHYHOCTh: 0OJIb B KHBOTE, IUAPEs], PBOTA;

® HEUPOTOKCUYHOCTh: F'€HEPAIM30BAHHBIA TPEMOP, CYIOPOTH.

Jleuenue

CHUM3UTh KOHIEHTPAIMU BAJITAHLIUKIOBHpA B IJIa3ME Y MAIMEHTOB C MEPEIO3UPOBKON MOKHO

MyTeM reMOJuain3a u ruaparanuu (cM. pazzaen 5.2).

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoauHaMHYeCKHe CBOMCTBA

®dapMakoTepaneBTUYECKas TpYIa: MPOTHBOBUPYCHBIE CpPEICTBA CHCTEMHOTO JEHCTBUS;
MPOTUBOBUPYCHBIE CPEACTBA MPSIMOTO JEHCTBUS; HYKICO3UIbI U HYKJICOTUIBI, KpoMe
WHTHOUTOPOB OOPATHOM TPAHCKPHIITA3HI.

Kon ATX: JO5AB14.

MexaHu3M ASHCTBUS

BanrannukinoBup mnpeacraBisieT coboi L-BammioBeiii 3¢up (IpoieKapcTBO) TaHIMKIOBUPA,
1ocJIe pueMa BHYTPh OBICTPO MPEBPAIIAIOIIANCS B TAHIIMKJIOBUP IO ICHCTBUEM KHIIEUYHBIX U
MEYCHOYHBIX 3cTepa3. ['aHIUKOIBUP — CHHTETUYECKHUI aHAJIOT 2'-Me30KCUTyaHO3MHA, KOTOPBIN
HO/IaBIISICT PEIUIMKAIMI0 BUPYCOB reprec-rpymimbl in Vitro u in vivo. K Bupycam uenoseka,
qyBCTBUTEIBHBIM K TaHIUKIOBUDPY, oTHOCAT LIMB, Bupycsl mpocroro repmeca 1 u 2, Bupyc
reprieca 4ejoBeka TUTOB 6,7 u 8, Bupyc OmmreliHa-bapp, BUpyC BETpsSHON OCHBI U BUPYC
renatuta B.

B ILIMB-unpunupoBaHHBIX KJIE€TKax TMOJA JeHCTBMEM BHpPYCHOW mpoTemHKuHa3pl UL97
TaHUMKIOBUp BHavaie ¢ochopunupyercs ¢ o00pa3oBaHMEM TaHIMKIOBUpMOHOdoOCchaTa.
JanpHelimee ¢gocpopriiipoBaHUE MPOUCXOAUT IMOJA  JEHCTBUEM KIETOYHBIX KHHA3 C
o0pa3oBaHMEM TaHUUKIOBUPTpUOCPaTa, KOTOPHI 3aTeM IMOABEPracTcsl MEAJIEHHOMY
BHYTPUKIJIETOYHOMY MeTabonu3My. Ilociae uMcue3HOBeHMs TaHIMKIOBHpA W3 BHEKJIETOYHOM
XKHUJIKOCTH TEPHOJ] BHYTPUKIETOYHOIO IOJYBBIBEACHUS TaHUMKIOBUpPTpUdoOchaTa B KIETKaX,
nHummpoBanubix [[MB, coctaBmnsieT 18 yacoB; B kieTkax, MHOUIIMPOBAHHBIX BUPYCOM MPOCTOTO
repriec — 624 vaca. [Tockosbky GochoprmnpoBaHre raHITUKIOBHPA B OONIBIIIEH CTEIICHU 3aBHCHT
OT JeHCTBHUS BUPYCHOM KWHa3bl, OHO IPOUCXOAUT IMPEUMYILIECTBEHHO B WH(HUIIMPOBAHHBIX
KJIETKaXx.

BupocraTtuueckass akTUBHOCTh TaHIIMKJIOBHpA OOYCIIOBJI€HA MOJABICHHEM CHHTE3a BHUPYCHOM

nezokcupubonykienHoBoi  kucnorsl (JJHK) mnocpenctBom cnepyromux wmexanuzmoB: (1)
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KOHKYPEHTHOE HHIMOMPOBAHHE BCTPAWBAHUS m3oxé%éﬁ%ﬁ%ﬁ%'&ﬁj[;;T:Ifi—ﬁg-l:'non

neiictBuem BupycHoit JIHK-monumepassr; (2) BkitoueHue ranukiaoBuptpudocdara B BAPYCHYIO
JHK, 4TO0 npUBOAMT K CUJIBHOMY OrPaHUYCHUIO WIIM IOJHOMY IPEKPALIEHUIO 3JIOHTALMU
BupycHoi JJHK.

dapmakogngamuyeckue 3P HeKTel

CoriacHo wucCleZoBaHUSAM N VItro, TUMW4YHAas WHTHOMpYIOIass KOHICHTpAlMs, KOTOpas
nogasisger perwtukaiuio [IMB wHa 50 % (1Cso), Haxogutcs B aumanazone ot 0,08 MKMOb/1
(0,02 mxr/mun) go 14 mxmouns/n (3,5 MKr/min).

Knuanueckuii poOTUBOBUPYCHBIM 3P (EKT BaJIraHIMKIOBHUpA OBUT JIOKa3aH YMEHBIIEHUEM
Boiiesiennss 1IMB w3  opranmsma mnamuentoB ¢ CIIWJom wu BroepBbie BBISIBICHHBIM
LMB-perunurom ¢ wucxomHoro mnokazarenss 46 % mo 7 % depe3 4 Hemenu Je4eHUS
BaJITAHITUKIIOBUPOM.

Kinnanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

Bspocnvie

Jlewenue IIMB pemunuma

Knununueckue uccnenoBanus Obutn npoBeaeHsl y nanueHtoB co CIIN oM u [IIMB-petunuToMm.
BanranuukioBup IpOAEMOHCTPUPOBAT  OJMHAKOBYIO  KIMHHUYECKYIO 3((EKTUBHOCTh B
MHIYKIMOHHOW Tepanuu [[MB-pernHuTa 110 CpaBHEHWIO ¢ BHYTPUBEHHBIM T'aHIMKIOBUPOM.
IIppuMeHeHrne BaJITraHUMKIOBHpPA IO3BOJIAET IIOJNYYHUTh TAaKOE€ M€ CHCTEMHOE BO3JACHCTBUE
TaHIMKJIOBHpPA, KaK IIPA MCIIOJIb30BAaHUHM PEKOMEHOBAHHBIX BHYTPUBEHHBIX 103 FAHIMKIOBHPA,
s dexTuBHbIX pH JeueHun LIMB-petununa. [Tokazano, uro AUC raHiukioBupa Koppeaupyer
C IPOMEKYTKOM BpEMEHH 110 nporpeccupoanust [IMB-pernnura.

Hpodunaxmurka LIMB-ungexyuu y nauuenmos nocie mpaHchiaumayuil COAUOHbBIX 0P2aH08

Yacrora passutus L[MB-3ab6oneBanus (LIMB-cunmpom + wHBazuBHas WH(]EKIMS TKaHei) B
TE€YEHHUE IEPBBIX 6 MECSLEB MOCIE TPAHCIUIAHTALMU CEPJLA, MEYEHHU, TIOYKH y MAalUEHTOB C
BoICOKMM puckoM [[MB-undekimu (LIMB-nosutuBsbii  ponop (D+)/LIMB-HeratuHblit
peruunueHt (R-)(D+/R-)) cocraBuna 12,1 % B rpyrine nanueHTOB, MOTYYaBIINX BaITAHIIUKIOBUD
(900 mr B cytkm), u 15,2 % B rpynme NalMeHTOB, MOJYYaBIIMX TAHIIMKIOBUD MEPOPATBHO
(1000 mr 3 paza B cytku) ¢ 10 mo 100 geHp mocne TpaHCIUIAaHTalUMU. bosbinas 4acTh ciy4yaes
npulUiach Ha TMEepUoja Mocie OTMEeHbl npoduiaktuueckod tepanuu (mocie 100-ro gHs
MOCTTpaHCIUIaHTallMOHHOrO niepuoaa). Ilpu arom ciydan paszsutus LIMB-undexuuu B rpymnme
JIEYEHUs] BAJITAaHIIMKIOBUPOM IOSIBISIUCH TI03KE, YEM B TPYIIIE JICYEHUsS] T'aHIHUKIOBHUPOM.
YacroTa 0CcTpOro OTTOP>KEHMsI TPAHCIUIAHTATa B IEpBbIE 6 MecsleB coctaBwia 29,7 % B rpymnne
MAlMEHTOB, MOJYy4YaBIIMX BalraHUUKIOBUpP, U 36 % B rpylmne MNalMeHTOB, MOIY4aBIINX

TaHIUKIIOBHUP.
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VBenudyeHue MnpoaobKUTENbHOCTH Tpuema 900 mr BB!JII-ILQ'II-I:LIE[% '%ﬁ‘ibia-rﬁgl I:jd'(;-'rg %[i;l;f ':'ﬂé)cne

TPaHCIUIAHTAllMU TOYEK Yy TAlUeHTOB ¢ BBICOKUM puckoM [IMB-undexinun (D+/R-)
compoBokaanock Oomnpiielr 3¢dexruBHOCTRIO TpenoTBpanieHus LIMB-ungpexkuuun B mepsbie
12 mecsueB nocne TpaHCIUIAHTAlMU MO CpaBHEHUIO ¢ npuemoM 900 mMr BanraHIMKIOBUpa 110
100-ro mHs mocie TpaHCIIaHTaIUH.

YactoTa BBDKMBAEMOCTH TpaHCIUIaHTaTa uepe3 12 mecsueB cocraBuna 98,2 % B rpymme
NAIUEHTOB, MOJYYaBIIMX IpenapaT BaiaraHuukioBup ao 100-ro nusa, u 98,1 % B rpymnmne
NAlMEeHTOB, IOJIyYaBIIMX Ipernapar BaiaraHuukiaoBup a0 200-ro aua. Yactora octporo
OTTOP>KEHUS TpaHCIUIAHTaTa, MMOATBEPKACHHOrO0 OHOICHEl, B mepBble 12 MecsleB cocTaBuila
17,2 % B rpyImie NauueHToB, NoJy4yaBIMX BajraHiuukiaoBup 10 100-ro aus, u 11,0 % B rpynne
NAIUEHTOB, IOJyYaBIIMX BalraHUUKI0BUp 10 200-ro IHS.

BupycHas pe3aucTeHTHOCTh

[Ipy puuTENnbHOM TMpUEME BalTAHIMKIOBHPA MOTYT TOSIBUTHCS BHPYCHI, YCTOHYHBBIE K
TaHIUKIIOBUPY. DTO MOXKET OBITH 00YCIOBICHO TMOO0 CeNIeKIIeii MyTallHii TeHa BUPYCHOM KHHA3bI
(UL97), otBevaromieii 3a MoOHO(pOCHOPHUIMPOBAHHE TaHIMKIOBHpA, JHOO Te€HAa BHUPYCHOM
JHK-nonmumepassr (UL54). Myranuun rena UL97 Bo3HuMKaoT B 0ojiee paHHHE CPOKH H
BCTPEUAIOTCS Yallle 10 CpaBHEHMIO ¢ MyTanuei rena UL54. Bupyc, uMeronuii ToIpK0 MyTaIuio
rera UL97, ycToHYHMB TONBKO K TaHIUKIOBUPY; NP 3TOM HamboJiee 4acTO BCTPEUAIOIIMMUCS
MYTAIMsIMH IO TUITY 3aMEHBI, ACCOLMUPOBAHHBIMHU C BOSHUKHOBEHUEM YCTOWYHBOCTH, SBIISIOTCS
M460V/l, H520Q, C592G, A594V, L595S, C603W. Bupyc ¢ myramusimu reia UL54 moxer
o0nagaTh NEpPEeKPEeCTHOW PpE3UCTEHTHOCTBIO K JPYTUM HPOTHBOBHUPYCHBIM IIperaparam ¢
AQHAJIOTMYHBIM MEXAaHMU3MOM JEWUCTBUS, U Ha000poT. Pa3BuTHE MepekpecTHON ycTONYMBOCTH K
TaHIUKIOBUPY M LUAO(OBHPY B OONBIIMHCTBE CIydaeB OOYCIIOBICHO MYTAIUSMH IO THUITY
3aMeHbl B 3K30HYKJIEa3HbIX JoMeHax M perumoHe V BupycHoit JIHK-momumepassl. Pa3Butne
NEePEeKPEeCTHON YCTOHYMBOCTH K (pockapHETy OOyCIOBICHO MYyTalUsMH IO TUIYy 3aMEHbI B
npeaenax peruoHoB Il (kogon 696—742) u Il (komon 805-845) Bupycunoit JJHK-nonmumepass mim
MEXy HUMH.

Bspocnvie

Jleuenue [IMB-peTunnTa

['enotunuposanue [IMB B nomumopdHosAepHBIX JeWKoUUTaX MoKaszaio, 4To 4epe3 3,6,12 u
18 mecsreB JieueHUs BaJTaHIIMKIOBHPOM COOTBETCTBeHHO 2,2 %, 6,5 %, 12,8 % u 15,3 %
JeUKoUTOB coaepxar myrauu UL97.

IIpogpunaxmuxa [{MB-ungexyuu y nayuenmog nociie mpancniaHmayuu cOTUOHbIX OP2aHo8
['enotunuposanue [IMB B nonumopdHOsIepHBIX JEHKOIMTAX MOKa3ao:

1) oTcyTCTBHE MyTallHid, 0OYCIABIUBAMOIIMX PE3UCTEHTHOCTh K TaHIMKIOBUpPY, B 00Opasiax,

Crpanwnma 20 u3 26
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'_EF'TH 'H Y OTUETY

NaIMEeHTOB M3 TPYNIBlI BAITAaHIMKIOBHPA, U HAJMUME MYTalMii B 00paslax, MOJy4YeHHBIX Y
NAUEHTOB, IPUHUMABIINX FAHIUKIOBUP nepopaibHo (1,9 %);

2) OTCYTCTBHE MYTalldil, OOYCIIaBJIMBAIOIIUX PE3UCTEHTHOCTh, B 00paslax, MOJYYECHHBIX Y
MAlMEHTOB, PAHJOMU3UPOBAHHBIX B TPYIIY BaJlaHIUKIOBUpPAa C IOA03PEBAEMOM
LIMB-un¢exuueii uepes 6 MecsI1eB MOCIIE TPAHCIUIAHTAIINY, U HATMYWE MYTaIMi Y TAI[HeHTOB,
MOJIyYaBIIMX FAHIUKIOBUP NEpOpaibHO, B 6,9 %.

Cpeny mnanmueHToB, MOJAy4YaBIIMX BajaraHuukiaoBup np0 100-ro mgus u po 200-ro nHs

MOCTTPAHCIUIAHTALIMOHHOTO NIEPUOJIA, B LEJIOM MyTalMy IO TUILY 3aMEHbI Yallle BCTPEYAINCh B

HepUoJT TPOBeIcHHs MPOPUITAKTUICCKON Tepanuu, yeM rocie ee 3aBepueHus (5/12 [42 %] no

cpaBHeHnuto ¢ 4/58 [7 %]).

BupycHas pe3aucTeHTHOCTh MOKET ObITh MPUYMHONW HEAOCTATOYHOTO OTBETa Ha TEpamluio U

MIOCTOSIHHOT'O BUPYCOBBIICJICHUSI B TIEPUOJ] TEPATIHH.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

DapMaKOKMHETUYECKUE  XapPaKTEPUCTUKM  BaJIraHUMKIOBUpa u3ydasmcb y BHUY- n

LIMB-ceponoioKUTeNbHbIX MalUeHTOB, y nauueHToB co CIINJom u IMB-petunutom u nocie

TpPaHCIUUIAaHTALUU COJIUIHBIX OPTraHOB.

[Tapamerpamu, onpeAeasOUMMHI SKCIIO3ULUIO TAaHIIMKIOBHpA [TOCIIE TpUEMa BaIraHIMKIOBHPA,

SIBIISTIOTCSI OMOJOCTYITHOCTD M (DYHKITHSI TOYeK. BHOJOCTYTHOCT TaHIIMKIIOBHpA ObliIa CXOTHOU Y

BCEX IMALKUEHTOB, MOJYYaBUIMX BaJITaHUUKIOBHP. CHUCTEMHAs SKCIO3MIMS TaHIUKIOBUD IS

PELMIIMEHTOB TpAHCIUIaHTaTa CepAalla, MOYKH, IMe4YeHH Obula CXOAHOW € TakoBOM ToOCIHe

NEpPOPaTbHOTO TMpUeMa BAITAHIMKIOBHpPAa B COOTBETCTBHM C pPEXKHUMOM JO3MpPOBaHUS B

3aBUCUMOCTH OT (DYHKIIUU TOYEK.

[TponopunonansHas 3aBucuMocts AUC raHuukiaoBupa oT 103kl mocie mnpuema ot 450 mo

2625 Mr BalraHIMKJIOBHAPA OTMeYanach TOJIBKO B CiIydae IpUeMa Ipemnapara nocse epl.

AOcopOruus

BanranuukinoBup  ABISE€TCS  MPOJIEKAPCTBOM  TaHIMKIOBHPA, XOPOLIO BCAchlBaeTCsi B

KeNyJOYHO-KUIIEYHOM TpaKTe, B CTEHKE KUIIEYHHUKA U B ME€YEHU OBICTPO METaboJIM3UpyeTCs ¢

0o0pa3oBaHUEM TaHIMKIOBHPA. BHOAOCTYMHOCTh TaHIMKIOBUPA IOCIE MEPOPATBLHOrO MpHeMa

BaJITaHIUKIOBUpPA cocTaBiger okono 60 %. CucremHas 53KCHO3MIMS BaJraHIIMKIOBHpA

HEBBICOKAsi M HOCUT KpaTKoBpeMeHHbIH xapaktep. AUCo24 1 MakcUManbHasi KOHIICHTPAIUS B

wiazMe KpoBU (Cmax) coctaBisitoT mpumepHo 1 % u 3 % OT TakoBBIX T'aHUMKIOBHPA,

COOTBETCTBEHHO. EciiM BaNraHIMKIOBUP MPUHUMAIOT BO BPEMS €16l B PEKOMEHI0BAHHOU /103€

900 mr, Bo3pacTaroT Kak cpenuuii mokazarenb AUCo24 (mpumepHo Ha 30 %), Tak U cpeaHuit
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nokazate’b Cmax (mpumepHo Ha 14 %) raHuHKHOBﬁga{T':'C% i%e%’%ﬁﬁn%ﬁﬁ'ﬁﬁ%mp

PEKOMEH IyeTCs IPUHUMATD BO BpeMs e/ibl (cM. pasgen 4.2).

Pacnopenenenne

W3-3a TOro, 4TO BAITAaHIMKIOBUD OBICTPO METaOOIM3UPYETCS] B TaHIMKIOBHUDP, CBS3bIBAHUE
BaJITaHIIMKIOBUpPA C OeNKaMy IUIa3Mbl He ompenessuii. PaBHOBecHBI 00BbeM pacrpenencHus
TaHLMKIOBHpa IIOCIEe BHYTpHUBEHHOTO BBeneHus cocrtaBuin 0,680+0,161 n/kr. OObem
pacnpezesieHusl TaHIMKJIOBUpA IPYU BHYTPUBEHHOM BBEACHUM KOPPEJIUPYET C MAaccoil Tela U B
paBHOBECHOM cocTostHuM  coctaBisier 0,54-0,87 s/kr. ['aHOMKIOBHp TPOHMKAaeT B
HepeOpOCHUHANBHYIO KUAKOCTh. CBs3bIBaHME TaHIUKIOBHpAa C O€IKaMu IUIa3Mbl  [IPU
KOHIeHTpanusx npenapara ot 0,5 g0 51 mxr/mi cocrapinsino 1-2 %.

Buorpancdopmarus

BanrannukiioBup ObICTPO THAPOIU3YETCs C 00pa30BaHUEM FaHIUKIOBUPA, APYTHX METaOOIUTOB
He BbIsBJIEHO. CaM ke TaHIUKIOBUD B HE3HAUUTEIbHON CTEIIEHH M0JIBEPraeTcss MeTadoIu3My.
DJIMMUHALHS

[Tocne mepopabHOTO MPUMEHEHUS BaJITAHIIMKIOBHP OBICTPO THIPOIMU3YETCS 10 TAaHIUKIIOBUPA.
["aHIMKIIOBUD BBIBOAUTCS U3 CHCTEMHOTO KPOBOTOKA ITOCPEACTBOM KIIyOOUYKOBOW (DMIIBTpAIMU
aKTHBHOW KaHAJIBIIEBOH cexpenuu. [Ipu BHYTpHBEHHOM BBEICHHU TaHIMKIOBUPA y MAIUEHTOB C
HOpMalibHOW ~ QyHKIMer mouyek Oonmee 90 % HemeTaOONM3MPOBAHHOTO TaHIMKIOBUPA
OTpeneNsioch B Mouye B TedeHue 24 dacos. [lociie mpreMa BanTraHIIMKIOBUPA Yy MAIUEHTOB C
HOpPMaJbHOW (YHKIMEH MMOYeK ero KOHLEHTPALUs B IUIa3Me KPOBM IOCIE JOCTHIKCHHS IHKA
yMEeHbIIaJach ¢ HepuojoM monyBbiBeeHus or 0,4 uwaca no 2,0 yacoB, a KOHLEHTpAIUs
raHiuKIoBUpa — uepes 3,5-4,5 gaca.

Oco0ble TPVIIILI TAIMEHTOB

Toueunas neoocmamounocmeo

Hapymienne ¢pyHKIIH MoYeK MPUBOAMIO K CHIXKEHUIO KIIMPEHCa TaHIIUKIIOBUPa, 00pa3yIoIerocs
N3 BaJIaHOUKIOBHUpA, C€ COOTBCTCTBYIOIIMM YBCIMYCHHUEM II€pHOAa IIOJYBBIBCACHUA B
TepMUHaIBHON (aze. CrenoBaTeibHO, MAMEHTaM C HapylieHneM (YHKIIMH MOo4YeK TpeOyercs
Koppekuus A03bl (cM. pazgensl 4.2 u 4.4). GapMakoOKHHETHYECKHE MapaMeTphl TaHIIMKIOBHUPA
MOCJIE OJHOKPATHOTO MEPOPATIbHOIO MPUMEHEHHS BaIraHIMKIOBUpPaA B 103€ 900 Mr y maiueHToB

C pa3IMYHBIMU CTETICHSIMH HapyIIeHUH (QYHKIINY OYEK MpeICTaBIeHbl HIDKE B TabmuIe 5.

Tabmuna 5. @apMakoKMHETHYECKHWE TMapaMeTpbl TaHIMKIOBHpA IIOCJIE€ OJHOKPATHOTO
NEPOPAILHOTO NPUMEHEHUS BaJraHIMKIOBHpa B o3¢ 900 Mr y HanueHTOB € pa3IMYHBIMU

CTETIEHSIMH HapyIIeHU QYHKIIUH ITOYeK

PacuerHblii Cpennmii Cpennsisi AUC (ort0 Cpennuii nepuoj
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o1 03.06.2075 N 1399
£ 75 K C
oT U Ub 2085 M 139597

KJIMPEHC KKy Iuiics " jg'r;'g' ;i-pﬁglgEﬂ%gI%gEbHTE%H%LIB%};%EII/L}
KpeaTHHHHA Kaupenc (MiI/MHH) £ | onuenrpammn) (AUCast) (uacer) £ CO
(MJ1/MHH) CO* (Mkr*u/mia) = CO
51-70 249 £ 99 495 +22.4 4,85+ 1,44
21-50 136 + 64 91,9 +43,9 10,2+ 4.4
11-20 45+ 11 203 + 46 21.8+52
<10 12,8 +8 366 + 66 67.5 + 34

CO* - cranaapTHOE OTKJIIOHEHHE.

Tlayuenmui, HaxoOsawuecs Ha cemoouanuse

["aHnuKII0BUP OBICTPO BBIBOJUTCS IpU remoauanuse. JlaHHble, MOTyYeHHbIE B X0/ TPOBEICHUS
reMOUaIN3a M0 MPEPHIBUCTON CXeMe y MallMeHTOB, MOMyYaBUINX BaJITraHIUKIOBUP, OMPEACTSIOT
pacuetHbIi Kupene 138 mu/mMuH + 9,1 % u epuoxa mosryBIBEICHUS BO BpeMs nuaiu3a 3,47 Jaca.
B xoxe 3-x yacoBoro ceanca auann3a BEIBOAUTCS 55 % (pakiuy raHIUKIOBHUPA.

Tayuenmoi co cmadbunbHO GYHKYUOHUPYIOWUM MPAHCHAAHMAMOM NeYeHU

DapMaKOKMHETHUKY TaHIIUKIOBUPA, 00pa3yIOLIErocs U3 BAJITAHIIMKIOBUPA, U3y4alil y MallueHTOB
CO CTaOWIBHO (PYHKIIMOHUPYIOIIUM TPAHCIUIAHTATOM I€YeHH. BHOIOCTYMHOCTh TAHIIMKIIOBUPA,
00pa3yromerocsi U3 BaJITaHIUKIOBHpaA (IIPU OJHOKpPATHOM mpueme mpemnapara B no3e 900 mr
nocne efpl), cocraBuiia npumepHo 60 %. AUCo.24 raHiimkiaoBrpa Obljla COMOCTaBUMA C TAKOBOM
nociie¢ BHYTPUBEHHOI'O BBEJCHHS TaHIMKIOBHpAa B [03€ 5 MI/KI MalMeHTaM, MEepPEHECIIUM
nepecaiky IMeYeHu.

lleuenounas nedocmamoyrnocmo

VY manueHToB ¢ HapylleHueM (YHKIMU TE€YEeHH, MOJIyYarollMX TaHLIUKIOBUD, MCCIEIOBAHUS
(apMaKOKUHETHKU U MOMYISALUOHHON (papMaKOKMHETHKHU HE TIPOBOIUIIUCE.

layuenmul ¢ myKosucyuoo3om

B xone hapMakOKHHETHYECKOTO HCCIIEA0BAHMS OBUIO BBISBICHO, YTO MYKOBHUCIIH/I03 HE OKa3bIBAII
CTaTUCTHYECKH 3HAUMMOTO BIHUSHUS Ha OOLIYI0 CPEIHIOI CUCTEMHYIO 3KCIIO3UIUIO
raHiukioBupa (B 03¢ 900 Mr B CyTKHM) y penuMnHeHTOB TpaHcmuiantata jerkux (N = 31).
OKCIO3UIMsI TAaHIMKIOBHpA Y PEUMIHEHTOB TPAHCIUIAHTATa JIETKUX OblIa COMOCTaBHMa C
TakoBOM, sBisttomerica 3¢dextuBHoN npu Tepanuu [IMB-undexkunn y apyrux penunmueHTOB
TPaHCIUIAaHTATa COJMIHBIX OPTaHOB.

Jluya noowcunozo éozpacma

Y nmnaumeHtoB crapme 65 ser wucciaeAoBaHus (AapMAKOKMHETHKH BaJTaHLUMKIOBUpA WIH
TaHIIMKJIOBHpA HE TMPOBOAMINCH. OJHAKO YYUTHIBAaS TO, YTO BaJTAHIMKIOBUD SBISETCS
IPOJIEKAPCTBOM T'aHIIUKIOBUPA (KOTOPHIN BBIBOAUTCS B OCHOBHOM IOYKaMH), & TAKXKe CKOPOCTh

MOYCYHOT'O KIIMPEHCA CHHUKACTCA C BO3PACTOM, TO Yy IMAIUCHTOB IIOXHUJIIOIO BO3paCTa MOIKHO
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raHiukioBupa (cm. paszzaen 4.2).

5.3. /laHHbI€e TOKJIHHHYECKOH 0e30MaCHOCTH

BanraHiukiioBup v raHIIMKIOBUP OKA3bIBAJIM MyTareHHOE JICUCTBUE B KJIETKAX JIUM(OMBI MBITIIEH
U KJIACTPOTeHHBIN 3P deKT B KIETKaX MJICKOIMUTAIOIIMX, YTO COOTHOCHUTCS C ITOJOKHUTEIbHBIM
PE3yNbTATOM UCCIEOBAHUN KAHIIEPOT€HHOCTH TAaHIIUKIIOBUPA Y MBIIICH.

["aHnuKI0BUp SABISETCSA MOTEHIIMATBHBIM KAaHIIEPOTEHOM.

VY KMBOTHBIX TAHIMKJIOBUP HapymaeT (epTHIHLHOCTh M OKa3bIBaeT TepaTOreHHbIH A dekt. C
Y4E€TOM HWCCIICJIOBAHUN Y XKUBOTHBIX, Y KOTOPBIX CHCTEMHOE BO3JICHCTBHE TAHIIMKIOBHUpA B
KOHILICHTPALlMAX HUXKE TEpPalleBTHUECKUX BBI3BIBAIIO AaCHEPMHIO, BeCbMa BEPOSATHO, YTO
TaHIMKIOBUP W BAJITAHUMKIOBUP MOTYT BBI3bIBATh BPEMEHHOE WJIM IOCTOSIHHOE YTrHETEHUE
CIIepMaToreHe3a y uyeiaoBeKa.

["aHIIMKIIOBUD OKAa3bIBaJl TEPATOTEHHOE JICHCTBUE Y )KUBOTHBIX. VccnenoBanus penpoayKTUBHON
TOKCUYHOCTH BAJITAaHIMKIOBUpPA HE MPOBOJMIIACH, TaK KaK BaJTaHIIMKIOBUP OBICTPO U B
3HAYUTEJILHOW CTEIEHHU MPEBPAIIACTCs B TAHIIUKIOBUP. PerpolyKTHBHASI TOKCUYHOCTD SIBJISIETCS

OJIMHAKOBOM W JIJIs1 BaJITAaHITUKIIOBUpa (cM. pasensl 4.2, 4.4 u 4.6).

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. Ilepeuenb BcioMoOraTe/ibHbIX BelIECTB
[lemo103a MUKPOKPHCTAIUTAYECKAS
Kpocnosuion

[ToBunon-K25

Marnus creapat

CocraB 000JI0YKH:

I10JIMBUHUIIOBBIN CIIUPT

Makporon-4000

Turana quokcun

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHus1)

3 roxa.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH PH XPAHEHUHU
XpanuTs npu Temrneparype He Boie 25 °C.

6.5. Xapakrep u coaepkaHue NePBUYHOH YIAKOBKH

I[To 10 TabGneToK B KOHTYPHYIO STUEHKOBYIO YIIAaKOBKY U3 IJICHKH MTOJUBUHUIXJIOPUIHON U (POJIBTU
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AJTIOMUHHUEBOM NT€YaTHOM JTaKUPOBAHHOM.

1,2,3,4,5, 6 unu 10 KOHTYpPHBIX SIMEUKOBBIX YITAKOBOK BMECTE C HHCTPYKIIMEH MO MEAUIIUHCKOMY
IPUMEHEHHUIO (JIMCTOK-BKJIABIII) IOMEIIAIOT B KAPTOHHYIO YIIaKOBKY (IIauKy).

6.6. OcoOble Mepbl MNPeIOCTOPOKHOCTH TPH YHUYTOKEHHMH  MCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WM OTX0A0B, TMOJYYEHHbIX IOcjde NpPHMEHEeHUus
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MaHUMYJIAIUHU ¢ PenapaToM

[lonaganue JekapCTBEHHOTO Mpernapara B OKPYXAIOUIyI0 Cpeay JAOHKHO OBITh CBEIEHO K
MuHuMyMy. He crienyer yTunusupoBarh npemnapaT ¢ MOMOULIbIO CTOYHBIX BOJ MJIM BMECTE C
OBITOBBIMU OTXOJIaMHU.

Bech ocTraBmmiics jekapCTBEHHBIHN MpenapaT U OTXOJIbI CIEAYET YHUUYTOXKUTh B COOTBETCTBHUH C

YCTAaHOBJICHHBIMH HAIMOHAJIbHBIM 3aKOHOAATCIILCTBOM Tp€6OBaHI/ISIMI/I.

7. AEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA

Poccus
000 «ATomn»

445351, Camapckas o0:., r. XKurynesck, yiu. ['mapoctpourenei, . 6.

7.1. IlpencraBuTtenb AepaaTessi pericCTPALMOHHOIO YA0CTOBEPEHHU

IIpereH3uu HOTD66I/ITCJ'IGI‘/‘I HarpaBJIATh 11O aAPECy.

Poccus

000 «O308»

445351, Camapckas 0011., T.0. XKurynesck, 1. XKurynesck, yi. ['uapoctpoureneid, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP PET'MCTPAIIMOHHOI'O YIOCTOBEPEHUA

9. JIATA HEPBUYHOI PEIMCTPALIMUA (IIOATBEPKIEHMS
PETMCTPALIMM, IEPEPETUCTPALIAN)

Jlata nmepBoii peructpanumu:
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COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 03.06.2025 N= 13351

(NOCNEOOBATENEHOCTE 0001)

10. JATA IEPECMOTPA TEKCTA

OOmast xapakTepuCTHKA JIGKAPCTBEHHOTO Ipernapara BairaHmukIoBHp JOCTYIHA Ha
UHPOPMALIMOHHOM TopTaie EBpasuilckoro SKOHOMHYECKOTO Co03a B HH(POPMAIMOHHO-

KOMMYHHKAIMOHHOM cetu «uTepHeT» hitps://eec.eaeunion.org/.
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