COOTBETCTBYET 3KCNEPTHOMY OTUETY
ot 22.02.2024 N° 3413

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 1002

1. HAMUMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

BanrannukinoBup-®C, 450 mr, TaGIeTKH, TOKPHITHIC INICHOYHOW 000JIOYKOM.

2. KAUECTBEHHBII M1 KOJIMYECTBEHHBIN COCTAB

JleficTBy1O1II€€E BEIIECTBO: BAITaHUKIIOBHUD.

Kaxxnass TabiieTka, MOKpHITash TUICHOYHOM 000JI0UKOM, coaepkKuT 450 Mr BajraHIMKiIoBUpa (B
BUJIC BAJITAaHIIMKIOBUPA THAPOXIOPUIA).

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Tabnerku, NOKPBITHIE MIICHOYHOIH 000I0YKOM.

JIBOSIKOBBIITYKJIbIE TaOJIETKH MPOIOITOBATON (POPMBI, C PUCKOW HA OJHOW CTOPOHE, MOKPHITHIE
IUIEHOYHOH 000JI0YKON KOPHYHEBATO-PO30BOro nBeTa. Ha monepeunom paspese sipo ot 6e1oro

JI0 IOYTH OEJIoro LBETA.

4. KIMHUYECKUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

ITpenapar BanranuukinoBup-®C noka3aH K IPUMEHEHHIO Yy B3pOCIbIX crapuie 18 jer ans
nedenus [IMB-pernnnra y naiuentos co CIIH{om.

[Tpenapat Banraniukinosup-®C noka3zaH K IPUMEHEHHUIO Y B3pOCIBIX U IeTel cTapiie 16 et u3
rpynnsl pucka juist npodunaktuku [IMB-unekuny nocsie TpaHCIIaHTaMK COJTUIHBIX OPTaHOB.
4.2. Pe:kum 103MPOBaHNS M CIOCO0 MPUMeEHEHUsI

Bo uzbexxanue nepeao3upoBKM HEOOXOJUMO CTPOro coONI0/aTh PEKOMEHAALUHU IO PEXUMY
JIO3UPOBAHUS.

PexxuM 103upoBanus

BanranuukinoBup OBICTPO W B 3HAYUTENBHON CTEMEHH METabOIM3UpyeTcs ¢ 0Opa3oBaHHEM
TaHIMKIOBHUPa. BHOJOCTYTHOCT TAHIIMKIIOBUPA B cllydae mpreMa TableTOK BaITaHIIUKIOBHPA B
10 pa3 BbIlIe, YeM B clly4ae MEPOPaATLHOTO MpHeMa TaHIUMKIOBUpa (cM. pasnensl 4.4 u 4.9).
Heobxoammo cTporo mpuaepKuBaThCsi pEKOMEHIAIHH 110 JJO3UPOBAHUIO, YKA3aHHBIX HUXKE.
Bspocnvie

Tepanus yumomezanosupycrnozo (LIMB) pemunuma

WNunyknnonHas tepanus LIMB petunnTa

YV nanueHTtoB ¢ akTWBHBIM [[MB-peTMHMTOM pekOMEHIOBaHHAas J03a BaJITAHIMKIOBUPA
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MHAYKIMOHHAs Tepanus MOBBIIIAET PUCK MUEIOTOKCUYHOCTHU (CM. pa3zaen 4.4).
[TonnepxxkuBaromas repanust LIMB pernnura

ITocne mpoBeneHus Kypca MHAYKIMOHHOW TEpanmvMu WIM y MAIMEHTOB C HeakTUBHbIM [IMB-
PETUHUTOM pEeKOMEHI0BaHHas f03a coctaBisger 900 mr (2 tabnetku mo 450 mr) 1 pa3 B CyTKH.
Ecin TedyeHue peTMHMTA yXyaUlaeTcs, Kypc MHIYKIMOHHON Tepanuu MOXHO IOBTOPHUTH (CM.
Bbllle NOANYHKT «MHaykunonHas tepanus LIMB perunura» pasnena 4.2). JnuTenbHOCTh
MOJEP>KUBAIOLIEH Tepanuu JI0JKHA ONPENeAThCS HHINBUYaBHO.

[Ipodunaxmuxa LIMB-uncexuuu nocie mpancniaumauul COIAUOHbIX OP2AHO8

[TaruenTam, TepeHECIIMM TPAHCIUTAHTALMIO TOYKH, HEOOXOJAMMO HAyaTh TEpaIuio
BAJITAHIIMKJIOBUPOM B TeueHue nepBbix 10 aHeil mocne TpancmaHtanuu B jgo3e 900 mr (2
tabnetku mo 450 wmr) 1 pa3 B cyTku u mOpoaomkate Tepanuio g0 200-ro  aHA
MOCTTPAHCIUIAHTAIIMOHHOTO Tieproa (cM. pazaensl 4.4, 4.8 u 5.1).

[TarueHTam, EpEeHECIIMM TPAHCILIAHTAIIMIO JIPYTHX COJHIHBIX OPraHOB, HEOOXOJAMMO HAYaTh
Tepanuto npemnapatom Banranuukinosup-®C B Teuenue nepsoix 10 AHEH mociae TpaHCIUIaHTAlUK
B 103¢ 900 mr (2 tabnetku mo 450 mr) 1 pa3 B cyTKU U mpoAosnKath Tepanuto 10 100-ro qus

HNOCTTPAHCIIJIAHTAITMOHHOI'O IICPHUOoaa.

Oco0Bble IPVIIILI TAIUEHTOB

Tayuenmor noxcunozo eospacma

OddexTuBHOCTF U 0€30MaCHOCTh, B JAaHHOW TMOMYJSAIWU [AlMEHTOB HE YCTaHOBICHBI.
Knunuueckue uccienoBaHusi y MalMEHTOB B BO3pacTe > 65 JieT HE MPOBOJIWIKNCH (CM. HIKE
tabnuity 1 u paznen 5.2). [lockonapKy MOYEUHBIN KIMPEHC C BO3PACTOM CHIDKAETCS, MAIlMEHTaM
MOXKUJIOTO BO3pacTa BAITAHIMKIOBHP CJEAyeT Ha3Ha4aTh CTPOrO C YYEeTOM TIOKa3arernen
(GYHKINU TOYEK.

Tayuenmot ¢ Hapywenuem yHKyuu novex

Heo6xoauMo poBOIUTH TIATETHHBIN KOHTPOJIh KOHIIEHTPALIUN KPEaTHHIUHA B CHIBOPOTKE KPOBU
WINA PacuyeTHOTO KIMpeHca KpeaTuHUHA. KOoppeKInio 10361 y B3POCIBIX MAIMEHTOB MPOBOIAT B
3aBUCHUMOCTH OT KJIMPEHCa KpeaTHHUHA, KaK 3TO MOKa3aHo B Tabnuie 1, mpeacTaBneHHON HIKE
(cm. pasznensl 4.4 u 5.2). PacueTHbIH KIMPEHC KPeaTHHUHA PACCUMTHIBAETCS B 3aBUCHMOCTH OT
KOHIICHTPAIlMN KPEaTHHUHA B CBIBOPOTKE KPOBH T10 CIIeMyOIeH Gpopmyire:

(140 — Bospacrt [ner]) x (macca Tena [kr])

ot paysicamm = (72) x (0,011 x xoHIIEHTpaLUsI KPEATUHHHA B CBIBOPOTKE KPOBH

[MKMOITB/1T])

Jlist sxxenmuH = 0,85 X 3HaUEHUE I MYKIHH

Ta6muma 1. Pexxum 103upOBaHuS TIPH MOYSIHON HEJOCTATOYHOCTH
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(MJ1/MUH) Tepanuu Tepanuu/mpopuIaKTUKU
>60 900 mr 2 pa3za B CyTKu 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 xaxxaele 2 qHs
10-24 450 Mr kaxzabie 2 THs 450 mr 2 pa3a B HEJIEIO
<10 MIPOTHBOMOKA3aHO MIPOTHBOITIOKA3aHO

Tayuenmsi, Haxooawuecs Ha cemoouanuse
Y manueHToB, HAXOASIIMXCS Ha remoauanu3e (kKiaupeHc kpeatnHuHa < 10 wmu/MuR),
PEKOMEHIallMU 10 JO3UPOBAHUIO BAITAHIIMKIOBUPA OTCYTCTBYIOT. TabyieTKu BaaTraHLIUKIOBUPA
HE clleyeT IPUMEHATh y TaKUX NAlUeHToB (cM. pa3aeinsl 4.4 u 5.2).
THayuenmoi ¢ HapywieHuem QyHKYuU neveHu
Db bekTUBHOCTL U 0€30MaCHOCTh HE YCTAHOBIICHBI (CM. paszen 5.2).
Tlayuenmvr ¢ msadxcenou JnelKonexuel, Heumponexuel, dawemuell, mpomboyumoneruell,
nanyumonenueu
Cwm. pazmen 4.4 nepen HayaJoM Tepanuu. Y TMAlMEHTOB, IMOJYYaBIIWX BaJTaHIMKIOBUD (U
TaHIMKJIOBUP), OTMEYaJUCh CIIy4ald THKEIOW JICHKOMEHWH, HEUTPOIIEHUHU, aHEMHH,
TPOMOOLIMTONICHUH, MAHIUTONECHUH, HEIOCTATOYHOCTH KOCTHOTO MO3Tra M arlaCTH4eCcKOn
anemuu. JleyeHune He clieyeT HaYMHATh, €CIM aOCONIOTHOE Yuciio HelTpodminoB menbie 500
KJIETOK B | MKJI Wi yuciio TpoMOonuToB MeHbIie 25000 kiietok B 1 MKJI, a TakKe B CiIyvae, €cliu
remorsioOuH Huwke 80 /1 (cm. paszen 4.8).

eTH
Tepanua [[MB-pemunuma
[Ipenapar BanranmukinoBup-®C He ciieqyeT TpUMEHATh Yy JeTed 10 18 JieT ¢ 1enbio Tepanuu
[IMB-perunura, Tak kak 3(()EKTHUBHOCTh M 0€30MACHOCTh NMPUMEHEHHs BaJITAHIIUKIOBUpA Y
JTAHHOM BO3PACTHOM IrPpYMIIbI IO JaHHOMY MOKa3aHHUIO HE YCTaHOBJICHBI.
Ipogpunaxmuxa [[MB-ungexyuu nocie mpancnianmayuu CONUOHbIX OP2AHO8
Pexxum nozupoBanus y nereii B Bo3pacte ¢ 16 10 18 neT He oTaudaeTcs OT pekuMa JI03UpOBAHUS
y B3pocibix (cM. Bbime noanyHKT «lIpodunakrtuka [IMB-undexkunn nocne TpaHCIUTAHTAIUH
COJIUIHBIX OPTAaHOBY» B MyHKTE «B3pocibie»). TabneTku BaNraHIIMKIOBHPA HE CIeIyeT IPUMEHSTh
y Jered W moApocTkoB 1o 16 ner ¢ uensio npodunaktuky [IMB-unbexkmun mnociue
TpPaHCIUIAHTAIIUU COJIMIHBIX OPTaHOB, TaK Kak 3((EKTUBHOCTh W O€30MaCHOCTh MPUMEHEHUS
BAJITAHITUKIIOBHPA Y JAHHON BO3PACTHOM TPYIIBI HE YCTAHOBIICHHI.

Cnooco0 nmpuMeHeHus

[Ipenapar BanranmuknoBup-®C cieayer npuHUMaTh BHYTPb BO BpeMs e/bl (CM. pasien 5.2).
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obpaweHuu ¢ HuUM
TabneTku Henb3s pa3iaMblBaTh WM pa3Menbyarh. [I0CKOIBKY BaNTaHIIMKIOBUDP MOTEHIMAIHHO
TEPATOreHEeH U KaHUEPOreHEH Ui YelloBeKa, HEOOXOAMMO COOII0AaTh OCTOPOXKHOCTb, €CIIU
TabyieTka paznomuiack (cM. paznen 4.4). Cnenyer usderaTh NpsIMOro KOHTAKTa pa3IOMHBILIEHCS
WIN pa3MeTbueHHON TabJIeTKH ¢ KOXKeH M CIIM3UCTBIMU 000JI04KaMHU. B ciiydasx Takoro KOHTaKTa
HYKHO TIATEJIbHO MPOMBITH 3TO MECTO BOJIOM C MBIJIOM, ITPH MOTIAAAHUH B TJ1a3a — UX TIIATEIHHO
MIPOMBIBAIOT CTEPUIILHON BOJIOM, a MPU €€ OTCYTCTBUHU — IIPOCTOM BOJIOM.
4.3. [IpoTuBONOKA3aAHUS

e [unepuyBCTBUTENBHOCT K BaITaHIMKIOBHPY, TaHIMKIOBHPY WJIM K JOO0OMYy H3

BCIIOMOTaTEJIbHBIX BEIIECTB, MEPEUNCICHHBIX B pa3nene 6.1.;

e [lepuon rpyaHoro BckapMmiauBanus (cM. pasaen 4.6).

4.4. OcoOble yka3aHMsl M1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

HCDCKDGCTHEUI THUIICPYYBCTBUTCJIbHOCTD

M3-3a CXOZHOrO0 XHMHYECKOTO CTPOCHHS TaHIMKIOBUPA, AIUMKIOBHpAa M BaJallMKIOBHpA
BO3MOXXHBI PEAKIUU TMEPEKPECTHON TUNEPUYYBCTBUTEIBLHOCTH K 3TUM mpemnapatam. Cremyer
coOM0IaTh  OCTOPOKHOCTh ~ MPUM  HA3HAYEHUW  BAITAHLIMKIOBHpPA  TallUEHTaM  C
TUTIEPUYYBCTBUTEIBHOCTBIO K QI[MKJIOBUDPY, IMEHUMUKJIOBUPY WJIM WX  MPOJEKAPCTBAM
(BaylanUKIOBUPY U (PaMIIMKIOBUPY, COOTBETCTBEHHO) B aHAMHE3E.

MyTareHHOCTh, TEPATOr¢HHOCTh, KAHIIEPOT€HHOCTD, d)eDTI/IJ'IbHOCTL H KOHTpPALCIIIUA

B OKCIICPUMCHTAX Ha JKUBOTHBIX OBLIO BBIABJIEHO MYTar¢HHOC, TCPATOICHHOC, aClICPMAaTOIrCHHOC
N KaHOCPOIr€HHOC HeﬁCTBHG, a TAaKXKXE HCraTUBHOC BJIMAHHUC TIaHIUKIOBHpPA HaA (1)€pTI/IJ'II>HOCTB.
BanraHuukinoBup ciexyer CcuMTaTh MOTEHIUAIBHBIM TEPaTOreHOM M KaHIIEPOTEHOM st
YeNoBeKa, MPUMEHEHHE KOTOPOTO MOXKET BhI3BIBATH BPOXKICHHBIE MOPOKH Pa3BUTHS U pak. [lepen
HAYaJIOM JICYCHHSI TAHIUKIOBHUPOM TAIMEHTOB CJEAyeT NPOUH(OPMHUPOBATH O CIOCO0ax
KOHTpaluCluy U BO3MOXXHBIX PUCKAaX IJid IJ104a. KpOMe TOr0, BAJITAHUUKJIIOBUP MOKET BPCMCHHO
WA HEOOpaTHMO MOIaBIIAThH CIIEPMAaTOreHe3 y uesioBeka (cM. pazaesl 4.2, 4.6, 4.8 u 5.3).

Bo Bpems gnedenus u B TedeHne MHHHUMyM 30 [AHEH mociae OKOHYaHUS JICUEHUS
BaJITAaHIIUKIOBUPOM J>KEHIIMHAM C PEMpPOAYKTUBHBIM MOTEHIIMAJIOM CIEAyeT PEKOMEHI0BATh
HCIIOJIB30BAaTh HAACKHBIC MCTOABI KOHTPALCTILUH. Bo BpEMA JICUCHUA U B TCUCHUC MUHUMYM 90
}IHeﬁ mocjI€ €ro OKOHYaHuA MYKXYWHaM, BCAYIIHNM IIOJOBYIKO KHN3Hb, PCEKOMCHIYCTCA
HCIIONIb30BaTh OapbepHBIH METOJI KOHTPAIICTIINH, 32 UCKIIOYECHHEM CITyuyaeB OTCYTCTBHUS PHCKa
BO3HUKHOBEHUsI OEpEMEHHOCTH y MapTHEPIH (cM. pazfen 4.6)

Muesnocynpeccus

HHI/ITeHLHaﬂ I/IH)IYKIII/IOHHaH Teparn/m BaHFaHI_[I/IKJIOBI/IpOM ITOBBIIIIACT pI/ICK MHUCIIOTOKCUYHOCTH.
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LUTONIEHUEH (B TOM 4YHCIE IMpPU HAJIUYMU TIEMATOJOTMYECKOW IIUTONEHUH, BBI3BAHHOMN
JIEKapCTBEHHBIMU CpEJCTBAMH B aHAMHE3€), @ TAKXKE Yy IALMEHTOB, IOJIyYaIOLUX JIyYEBYIO
tepanuto (cM. paszaen 4.2). B xoze jedeHUsT PEKOMEHAYETCS PEryJIIPHO MPOBOAUTH KOHTPOJIb
pa3BepHyTOil (OpMyINibI KPOBU U TPOMOOLMTOB y BceX MNanueHToB. [lanueHTtam ¢ TspKemnoi
JeKOoNIeHNEeH, HeHTPOIIeHUEH, aHeMUe W/MiM TPOMOOIIMTONCHUEH pEeKOMEHAyeTCsl Ha3HauaTh
reMOIO3THYECKHE (haKTOPBI POCTA U/WIIK TIPEPBIBATh MpUEM Ipenapara (cM. pasnaeinst 4.2 u 4.8).
Tepanuto He ciaeayeT HAaUUHATh, €CIIi a0Cco0THOE uncio HenTpodmioB (AUYH) coctasnser < 500
KJIETOK B 1 MKJI, unciio TpoMOoruToB < 25000 B 1 Mk, it ¢ ypoBHeM remorioouna < 80 /11 (cM.
paznenst 4.2 u 4.8).

Hapyuienne ¢dyHKIMH ITOYEK

[TanueHTam ¢ MOYEYHOM HETOCTATOUHOCTHIO PEKOMEHIyETCSl YCUIIEHHBIN KOHTPOJIb Pa3BEpHYTOU
dbopMyIbl KPOBH, MHUHHMYM KaKIbl pa3 MpU MOCEIIEHWH TPAHCILUIAHTAIIMOHHOM KIMHUKU.
[TanuenTamM ¢ MOYEYHOM HENOCTATOYHOCTBIO TpeOyeTcs KOppEeKLHs J03bl C YUETOM KIIMpEeHca
KkpearnHuHa. [lampeHtamM C  KIMpeHCOM KpeaTuHHMHa MeHee 10 MI/MUH TpUMEHEHHE
BaJITaHIIMKIIOBUPA IPOTUBOMOKA3aHO (cM. pasaen 4.2).

IIpuMeHeHne ¢ APYTUMU JIEKAPCTBEHHBIMH CPEJICTBAMU

[Ipr ogHOBpEeMEHHOM NPUMEHEHWH TAaHIMKIOBHpA W MMHIICHEMa/IIMIACTATHHA Y TalUCHTOB
oTMevanuch cypoporu. Cremyer m3derarb OJHOBPEMEHHOI'O NMPUMEHEHUs BAITAaHIIMKIOBHpA U
UMUIICHEMA/IIJIaCTaTUHA B CJIy4asX, €CJIM MOTCHIMAJIbHbIE MPEUMYIIECTBA JICUCHUS HE
NPEBBIIIAIOT BO3MOXHBIH pUCK (cM. pasaen 4.5).

[TockoNbKy Kak 3WJOBYIVH, TaK M TAHIIUKIOBUP MOTYT BBI3bIBATh HCUTPOIICHUIO ¥ AHEMHIO, Y
HEKOTOPBIX TAIMEHTOB MOXET OTMEYAThCS HEMEPEHOCHMOCTh NPU OJHOBPEMEHHOM MpHEMe
BAJITAHITMKIIOBHPA U 3UI0BYIMHA B TIOJHBIX 7103aX (cM. pazzen 4.5).

B cBs3M ¢ BO3MOKHBIM MOBBIIIEHUEM TUIa3MEHHBIX KOHIEHTpalUi AUJaHO3MHA B MPUCYTCTBUU
TaHIMKIIOBHPA, CJIEAyeT TINATeNbHO HAOMI0JaTh MAIMeHTOB Ha MPEeIMEeT BO3HUKHOBEHHS
CHUMIITOMOB TOKCHYECKOT'0 ICHCTBHS JHIaHO3MHA (HalIpUMep, TaHKpeaTuTa) (CM. paszzaen 4.5).
[IpuMeHeHre BalTaHIMKIOBHPA OJHOBPEMEHHO C JPYTUMH MpernapaTaMu, OKa3bIBAIOIUMHU
MUEIOCYTIPECCUBHBIA WU HehpoToKcuuyeckuil aQdekt (cMm. paznen 4.5), MOKET YCUIUBATh HX
TOKCHUYECKOe aelicTBHe. KoHTpommpyemMoe KIMHHYECKOe HCCIEOBAHNE HCIIOIb30BAHHUS
BaJraHUUKIOBUpa s mpodunaktuku [IMB-undexuun He BKIIOYANO MAalMEHTOB IOCIE
TpPaHCIUIAHTAIIMH JIETKOTO M KHINEYHHKA, MMO3TOMY OIBIT NMPUMEHEHHUS IMpernapara y TaKuX
MAIMEHTOB OTPaHHYEH.

Pazauume B 6I/IO)IOCTVHHOCTI/I C ICPOpPAJIbHBIM I'aHITMKJIOBHPOM
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KarcyJl TAaHIUKJIOBUPA. ['aHIIUKIIOBUP HENb3s 3aMEHATH Ha BaJTaHIIUKIOBUD B COOTHOMIEHUH 1:1.
[TarueHTOB, KOTOPBIX MEPEBOMAAT C KaICyJ TaHIUKIOBHPA, CIEAyeT WH(POPMUPOBATH O PUCKE
NIePE03UPOBKH, €CIIM OHU OYJyT MPUHHMATH OOJIbIIEE YHCIIO TAOJIETOK BaJTaHIIMKIOBUPA, YeM
pekoMen1oBaHo (cM. pasaeist 4.2 u 4.9).

JInna mosKujioro Bo3pacra

TabneTku BaNTaHIUKIOBUPA CIEAYET MPUMEHATh C OCTOPOXKHOCTHIO Y MAIMEHTOB MOXKHIIOTO
Bo3pacta (cM. pazaensl 4.2 u 5.1).

4.5. B3zauMmopeiicTBHe ¢ JAPYrHMH JIeKAPCTBEHHBIMH MpenapaTaMd H JApyrue BHIbI
B3aUMO/IeHCTBUS

HeKaDCTBeHHBIe BSaHMOHCﬁCTBHH BaJITAHIIMKJIOBHUPA

BajraHuukioBup — SABISETCA  IPOJEKAPCTBOM  TaHUUKIOBHApA,  I[O3TOMY  OXKHAAKOTCSA
JIEKapCTBEHHBIE B3aUMOJICHCTBHUS, XapaKTEPHbIE /I TAaHLUKIIOBUPA.

Hmunenem/yunacmamun: MEXIY JaHHBIMU npenaparamu HENb3s VCKIIIOYHTD
(dapmMakoJMHAMUYECKOTr0 B3auMoieicTBus. [Ipu oqHOBpEMEHHOM MPUMEHEHUH FAHIIUKIOBUpA U
UMHIIEHEMa/ [MjacTaTMHAa Yy MAUEeHTOB OTMevanuch cypoporu. Cremnyer wu3berartb
OJIHOBPEMEHHOI'0 MPUMEHEHUS BAITaHIMKIOBUPAa U MMHUIIEHEMa/IIUJIacTaTUHA B ClIydyasiX, ecliu
NOTCHIUABHBIC IPEUMYILECTBA JICUCHHS HE MPEBBIIIAIOT BOZMOXKHBIH pHCK (cM. pasnen 4.4).

[loTeHlIMaJILHBIE JIEKAPCTBEHHBIE B3AUMOJIENUCTBUSI

YcunieHue  TOKCHMYECKOro  JAEHCTBHMS — TaHIMKJIOBUPA/BAITAaHLMKIOBHpPAa BO3MOXHO  IpU
OJTHOBPEMEHHOM NPUMEHEHMH C JAPYTMMH IpenapaTaMy, OKa3bIBalOIIUMHU MUEIOCYTPECCUBHBIN
wi Hedportokcuueckud 3¢¢exr. K TakuMm mnpenaparaM OTHOCSTCS aHAJOTU HYKJIEO3UJIOB
(3UIOBYIMH, IWIAHO3WH, CTaBYAWH), HWMMYHOCYIPECCAHTHI (IIMKJIOCTIOPHH, TaKpOJIUMYC,
MUKO(eHosaTa MOGETHI), MPOTHBOOIYXOJEBbIE Ipenaparbl (JOKCOPYOMLIMH, BHHOJIACTHH,
BUHKPHUCTHH, TMJIPOKCUMOYEBHHA), IPOTUBOMH(EKIIMOHHBIE npenapaTsl
(TpumeTonipum/cynbpoHaMu, JancoH, amdoTepuuuH B, ¢QuynuTO3MH, TNEHTaMHIUH).
Yka3zaHHbIE TIpenapaTbl MOKHO MPUMEHSITh OJTHOBPEMEHHO C BAJTAHIIUKIOBUPOM TOJBKO B TOM
cilydae, eclid OXHJlaeMasl IoJib3a OT MIPOBOJIMMOTIO JIEUEHHUs MPEBBIIIAET BO3MOXKHBIM PUCK (CM.
paznen 4.4).

3u0o6youn: mpu OMHOBPEMEHHOM NPUMEHEHHH C TaHIUKIOBHPOM OTMEYanoCh HEOOIBIIOE
bapmakommHAMHYECKOE B3auMoelicTBIE. [10CKOIbKY Kak 3U0BY/INH, TaK U TAHIIUKIOBHP MOTYT
BBI3bIBaTh HEUTPONEHHIO M AaHEMHIO, Y HEKOTOPhIX MAallMeHTOB MOXXET OTMEYaThCs
HEMEePeHOCUMOCTh TPH OJHOBPEMEHHOM IpHEeMe BAITAHIMKIOBHpA M 3UIOBYJIUHA B ITOJHBIX
no3ax (cm. pasaen 4.4).

ﬂu()aHoauH: OBLIO BEIABJIICHO CTOMKOE YBCIIUUCHNEC KOHICHTpAIUKU AWMAAHO3HMHA B IJIa3ME IIPU
6
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OJTHOBPEMEHHOM NMPUMEHEHHH C TaHIIUKJIOBHUPAM BHyTﬁE%E&H-lﬁ@I%%E%"B‘éEHEﬁ BBe e

raHuukioBupa B no3ax 5—10 mr/kr/cytku AUC nunaHo3uHa yBenuuuBaiach Ha 38—67%, dro
MOATBEpPXKIaeT  (apMAKOKMHETHYECKOE  B3aMMOJICHCTBHE  JIAHHBIX  IPENapaToB  Ipu
OJTHOBPEMECHHOM NPHUMEHEHHH. 3HAYUMOTO BIIMSHUS HA KOHIICHTPAIMM TaHIMKIOBHpA HE
orMeyvanock. OJHAKO CIeayeT THIATEIbHO HAaONI0/IaTh MAIMEHTOB HA MPEAMET BO3HUKHOBEHUS
CUMIITOMOB TOKCHYECKOTO JCUCTBHS AMIAHO3WHA (HAmpuMep, MaHKPeaTuTa) MpH MPUMEHEHUN
BaJIFaHIIUKIIOBHpa (cM. paszzaen 4.4).

Ilpobeneyud: omMHOBPEMEHHBIN MEPOPATBHBIN MPHUEM MPOOCHENUAa TPUBOIMI K CTATUCTUYCCKH
3HaYMMOMY CHW)KCHHUIO [IOYE€YHOTO KIMpeHca TaHiukioBupa (20%) W K yBEIUYCHUIO
MPOJOIDKUTENBHOCTH ero aencTBus (40%). DTo OOBICHICTCS MEXaHU3MOM B3aUMOJCUCTBUS —
KOHKYPCHIIMCH 3a KaHaJBIEBYID MOYCYHYIO OKCKpernwro. [lanueHTsl, TpHUHUMAOIINE
OJTHOBPEMEHHO TMPOOCHENU] M BaJTAHIMKIOBHD, JOJDKHBI HAXOIUTHCS O]l TIIATEIEHBIM
HaOJIFOICHUEM H3-32 BO3MOXKHOTO TOKCHYECKOTO JICHCTBHS TAHIIMKIOBHPA.

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTD U JIAKTALHSA

)KGHHII/IHI)I C ACTOPOAHBIM IIOTCHIIMAJIOM (KOHTDB.HGHIIH?I Y MYXYHUH U )KGHHII/IH)

Bo Bpems nedyeHus u B TedeHHMe MuUHUMYM 30 1Heil mocie OKOHYAaHUS JICUCHUS
BaJITaHIIMKJIOBUPOM JKEHIIMHAM C PENPOIyKTUBHBIM MOTCHIHUAJIOM CJIEIyeT PEKOMEH/I0BaTh
MCII0JIb30BATh HAJIEKHBIE METOBI KOHTpauenuuu. Bo Bpems JedeHust ¥ B TeUeHHE MUHUMYM
90 nHelt moclie ero OKOHYAaHHUS MYXKYMHAM, BEIYIIMM IIOJIOBYIO JKH3HB, PEKOMEHIYETCS
UCIIOJIb30BaTh OapbEPHBII METO/] KOHTPALICIIINH, 33 UCKIIOYCHUEM CIIy4aeB OTCYTCTBHS PHCKa
BO3HHKHOBEHHsI OEPEMEHHOCTH y napTHepin (cM. pazaensl 5.3 u 4.4).

bepeMeHHOCTE

bezomacHocTh TIpUMEHEHHS BaJTAaHUMKIOBHpA TMpU OEPEMEHHOCTH Yy 4UEJIOBEKa HeE
ycTaHoBleHa. OJIHaKO TaHIMKIOBUP OBICTPO MPOHUKAET Yepe3 YeNoBeUeCKyto mianeHty. [lpu
OepeMEeHHOCTH Ha3HAYeHUs BAITAHIMKIOBUpA CleayeT u3berarb, 3a HCKIIOUYEHHEM CIIy4aesB,
KOTJIa TOTEHIHATbHBIA TOJIOKUTEIBHBIN S(PGEKT JIeUeHus sl MaTepu OIpaBIbIBAET
BO3MOHBIA PUCK JJIS TII0A.

JlomoJIHUTENbHBIE HCCIEIOBAaHUS PENPOAYKTUBHON TOKCMYHOCTH BaJraHIMKIOBHpa HeE
MPOBOAMINCH BBHUJY €T0 OBICTPOTO U 3HAYUTEIHHOTO MpPEBpalleHUs B TaHIUKIOBUDP. B
WCCJIEIOBAaHUAX Y JKUBOTHBIX NPUMEHEHUE TaHIMKIOBUpPAa  aCCOIMHUPOBAIOCH C
TEPATOTEHHOCTHIO U TOKCUYHOCTHIO B OTHOIICHHH PENMPOTYKTUBHON CHUCTEMBI (CM. pa3jen
5.3).

be3omacHoCTp NpUMEHEHUsS BAJITAaHUMKIOBHpPA B XOJE€ POJAOB M pOJOPA3PELIEHUS HE

U3y4anachk.

JlakTamms
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HC MNPOBOAUIIOCH, IPU 3TOM HCJIB3A HUCKIIOYUTH BO3MOKHOCTH BBIACJICHUA T'aHIIUKIOBUpA C
TPYAHBIM MOJIOKOM H Pa3BUTHUS CEPhE3HBIX TOOOYHBIX PEAKIUN Y TPYIHOTO peOeHKa. Pe3ynbraTel
UCCIIC/IOBAHUI y YeJIOBEKa OTCYTCTBYIOT, HO pe3yJIbTaThl WCCICIOBAaHMW Y >KUBOTHBIX
MOKa3bIBAIOT, YTO TAHIMKIOBHD BBIBOJUTCS C TPYAHBIM MOJIOKOM Y Kpbic. B ciyuae
HE00XOIMMOCTH PUMEHEHUS IIperapara B Iepro/] JIAKTAUH HEOOXOJMMO PEKPATHTh TPYAHOE
BCcKapmiiuBaHue (cM. pasnen 4.3).

DepTUILHOCTE

B xone wuccienoBaHuWii y JKMBOTHBIX NPUMEHEHHE TaHIMKIOBHPA BBI3BIBAJIO HapyIICHUE
deprunpHOCTH (cM. pasgen 5.3). Y MNanMeHTOB, MOJNYYAIONMUX BaITaHIUKIOBUD IS
npodunaktuku [[IMB-undekuun Ha mporsokernn 200 mHEW mocie TPAaHCIUIAHTAIMU TIOYKH,
OTMEUAJIOCh yTHETEHHE crepMaToreHe3a (IO CPaBHEHUIO C KOHTPOJIBHOW TpPYINIOW, He
nonyyatoieit nedenus). [lo mporiectBun mpuMepHO 6-TH MECSAIEB MOCTE MPEKPaIICHUs TEparun
CpeIHsis IUIOTHOCTh CIEPMBI Y IMPOJICYCHHBIX MMAIIMEHTOB ObLIa COMOCTaBMMA C TAKOBOW U Y
KOHTPOJILHOM TPYIIIbI MAIlUEHTOB, HE MOJydYaomux Tepanuto. [Ipu 3ToM y Bcex IpoJeYeHHBIX
MAalUEeHTOB C HOPMAaJbHOM IUIOTHOCTBIO cHepMbl M Yy 8 W3 13 ManMeHToB €O CHHKEHHOU
IUIOTHOCTBIO CIIEPMBbl Ha HCXOJHOM YpPOBHE TIOCJIE MPEKpalleHusl JIEYCHHs OTMedaaach
HOpMaJIbHAs IUIOTHOCTH criepMbl. [Ipu mocneayromiemM HaOMIOIEHUHU B KOHTPOJBHON Tpymre y
BCEX MAIMEHTOB C HOPMAJIbHOW IJIOTHOCTBIO CHEPMBI U Yy 2 U3 4 MAIlMEHTOB CO CHIKEHHOMU
IUIOTHOCTBIO CIIEPMBbl Ha MCXOJHOM YpPOBHE TIOCTE TMpEKpallleHus JIEYEHUS OTMeYanach
HOpPMaJIbHASI INIOTHOCTH CIIEPMBI.

4.7. Biausinde Ha CNOCOOHOCTH YHPABJIATH TPAHCIOPTHBIMHM CpPeICTBAMH U padoTaTh ¢
MeXaHu3MaMHu

[Ipy nedyeHWH BaNTAHLIUKIOBUPOM W/WJIM TAaHIUKIOBHPOM BO3MOXKHO BO3HHKHOBEHHME TaKHX
HEXENaTeNbHbIX peakKlMii, Kak CyJOpOTH, ceJalus, TOJOBOKPY>KEHHE, aTaKCus W/Uiu
CITyTaHHOCTh CO3HAHUSI, YTO MOXET OTPUIIATENIbHO TMOBIHUATH Ha JEATEIHHOCTH, TPEOYIOIIYIO
MOBBIIIEHHOW KOHIICHTPAIlMd BHUMAaHUs, BKIIIOYAsl YIIPaBIE€HUE TPAHCIIOPTHBIMU CPEACTBAMHU U
paboTy ¢ MalIMHAMU U MEXaHU3MaMH. B CBSI3U ¢ ATHM B MepUOJ JEUEHHUs BAITAHIIMKIOBUPOM
clenyeT coOM0aTh OCTOPOKHOCTh MIPH YIIPABICHUU TPAHCIIOPTHBIMH CPEACTBAMHU U paboTe C
MaliMHaMid U MeXaHu3MaMu. [Ipu MosIBIEHWM ONMMCAaHHBIX HEXKENAaTeIbHBIX SIBICHUU CIEAyeT
BO3JICPKATHCS OT BBITMTOJTHEHUS YKa3aHHBIX BUJIOB JACSITEIHHOCTH.

4.8. HexxesnaTesibHbIE peaKIUU

Pesrome nipoduiist 0e3onacHoCTH

BanranuukioBup npejacraBisieT coO0i MpoieKapcTBO TAHUMKIOBUPA, KOTOPOE MoOcie MpremMa

BHYTpb OBICTPO MpeBpallaeTcsi B TaHIMKIOBHp, MOITOMY BCE H3BECTHBIE HEXellaTelbHbIE
8
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3¢ exTsl, CBA3aHHBIE C TPUEMOM FaHIMKIOBHPY, HBHHIO”BELII%;{DIE&QE%;H]; %El;ﬁg;ifaﬂﬁpﬁcﬁbﬁhpa

Bce HexenarenbHble peaKLUWH, 3apEerHCTPUPOBAHHBIE B  KIMHUYECKUX MCCIIEOBAHUSIX
BAJITaHIIMKIIOBHPA, PaHble HAOIIOJAUCH MIPH JICUCHUH TAHIIUKIOBUPOM.

HexenatenbHble  peaklMM, BO3HMKAaBIIME IPH  NPUMEHEHUWH  TaHLUUKIOBUpA WU
BaJITaHIIMKJIOBUPA, BKIIIOUEHBI B TAOIUILY 2.

Hauboinee cepbe3HBIMH M YaCTBHIMH HEXEIATEIbHBIMH PEAKLUUSMHU Y MAIEHTOB, MOJIYYaBIIUX
BAITAaHIIMKIJIOBUP/TAHIIUKIOBUD, SBISIOTCS HAPYLICHHS CO CTOPOHBI KPOBH, B YACTHOCTH,
HEUTPONEHUS, aHEMUSI U TPOMOOIIUTOIICHUSI.

OO6muii npoduias 0e30MaCHOCTH TaHUMKIOBUPA/BAJITAHIUKIOBUPA COMOCTABUM B MOIYJISIIHIX
NAlMEHTOB II0CJE TPAHCIUIAHTAMM W C BUPYyCcOM uMMyHoaedwuimra uenoBeka (BUY).
HckimroueHne COCTaBIAE€T HEKENaTeNlbHas pPeaklusi «OTCIOHWKa CeTYaTK», HaOII0JaBIIAsCS
Tolbko y manueHToB ¢ [IMB-perunutom. TeM He MeHee, UMEIOTCS pa3ivyuus B YacTOTax
HEKOTOPBIX HEKeJaTeNbHBIX peakiuil. [IpuMeHeHHe BalTraHIMKIOBHUPA AacCOIMHPOBAIOCH C
MOBBIIIIEHHBIM PUCKOM JIMAPEH 10 CPAaBHEHHWIO C NMPHUMEHEHHEM TaHIWKIOBHpAa BHYTPHUBEHHO.
Jluxopaaka, KaHAUI03, JAEHpeccusi, TsoKenas HeuTporneHus: (abCOT0THOE YHMCIO HEHTpOodHiIoB
(AUH) < 500/MKki1) ¥ KOXHBIE PEaKIMU 4Yalle OTMEYaluCh Yy MAalMeHTOB C CHHAPOMOM
npuobperenHoro ummynonedunuta (CITNM/Jom). Hapymienne GyHKIHA MOYEK U MEUYCHH Yalle
Ha0JII01AJIMCh Y MAllMEHTOB MOCJE TPaHCIIAHTALUH.

Tabauunoe PE3IOME HEXKENATCIIHLHBIX PEaKIIUA

YacToThl BOSHUKHOBEHHS HEXKENATEeNbHBIX peakluii, yKa3aHHbIe B TaOiuIle 2, ompeaeNeHbl Ha
OCHOBE aHalM3a OOBEJUHEHHOW MOMYJAIUM MNAlMEeHTOB, MNOJIYYaBIIUX MOIEPKUBAIOIIYIO
TEpanuIo raHIMKJIOBUPOM WM BAJITAHIIMKIOBUPOM B KIIMHUYECKUX UCCIECIOBAHUAX Y NTALIUEHTOB
¢ BUY. UckmiroueHne COCTaBISIOT YacTOTHI aHA(DMIAKTHYECKUX PEAKIUN, arpaHyJIoluTo3a U
I'PaHyJIOLUTONEHHUH, ONIPeIeIEHHbIE HA OCHOBE JaHHBIX MOCTPErUCTPALMOHHOTO HAOII0ACHUS.
Jlis onMcaHUsl 4acTOThl HEXeIaTeNbHbIX PEAKIMHA MCIOJIB3YETCs CleAyIolIas Kiaccu(uKaius:
odeHb yacto (>1/10), vacto (>1/100, Ho <1/10), Hewacto (=1/1000, vHo <1/100), peaxo (=1/10000,
HO <1/1000), ouens penko (<1/10000), vactoTa HEM3BECTHA (HA OCHOBAaHUW UMEIOIIUXCS JaHHBIX
OLIEHUTb HEBO3MOXHO).

Tabmuua 2. YactoTa pa3BUTUS HEXKeNaTeNbHBIX JIEKApCTBEHHBIX peakuuil y nauueHToB ¢ BUY,

MOJTYYAIOIUX TOJEPKUBAIOIIYI0 TEPAIHIO TAHIIMKIOBUPOM/BATaHIIUKIIOBHPOM

HexxenarenbHas IeKapCTBEHHAs! peaKIus YacroTa

Knacc cucrem OpraHoB

Hugpexyuu u unsasuu

Kannnmos, Bkmoyas KaHAIUIO3 CIM3HUCTON 000104kM | O4yeHb 4acTo
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MOJIOCTHU pTa

CNEOOBATENBHOCTE U0UZ]

WHubekun BepXHUX JbIXaTENbHBIX MTyTeH

QueHp 4acTo

Cencuc Yacro
[Mpunn Yacto
Wudexun MOUeBbIBOASIINX Ty Tel Yacto
Bocnanenue noakoxHO-)KUPOBOU KJI€TYaTKU Yacro

Hapywenus co cmopoHul Kpogu u tumg@amuyeckou cucmembl

Helitponenus Ouenb yacto
Anxemus OueHb yacTo
TpomOGounToneHus Yacro
JlelikoneHus Yacto
Ilarmuronennsa Yacto
Hapymenne GpyHKIMM KOCTHOTO MO3ra Heuyacto
AnnacTrdeckas aHeMHs Penxo
ArpanynonuTos** Penxo
['panynonuronenus™** Penxo
Hapywenus co cmoponvl ummyHHnou cucmemul

['uniepuyBCTBUTEIBHOCTD Yacro
AHadumakTHyecKas peakmus** Penxo

Hapywenusa memabonuzma u numanus

CHIDKCHUE allleTuTa

QueHp 4acTo

CHukeHne Maccel Tena Yacto
Icuxuueckue napywenus

Henpeccus Yacto
CocTosiHHME CIIyTaHHOCTH CO3HAHUS Yacro
Tpesora Yacto
Bo30yxnenue Heuacto
IIcuxoT4ecKoe paccTpOUCTBO Heuacro
PaccrpoiicTBa MpIlIeHNs Heuacto
T"anmonmuanuu Heuacto

Hapywenus co cmoponuvl HepeHoll cucmembl

T'onoBHas 001b

OueHb 4acTo

becconnuma

Yacto

[Tepudepuyeckas HeiponaTus

Yacto
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(MOGIEROBATENEHOCTE 0002]

I'onoBokpysxeHue

[Tapecresus Yacto
['unecre3us Yacto
Cynoporu Yacto
Jucres3us (HapylLIeHHE BKyca) Yacto
Tpemop Heuacrto

Hapywenus co cmoponwl opeana 3penus

YXyaueHue 3peHus Yacto
Orcnoiika ceTyaTku ™ Yacro
[InaBaroire MOMyTHEHUSI CTEKJIOBUIHOTO TeJa Yacro
bonb B rimazax Yacto
KoOHBIOHKTHBHT Yacto
OTtek MaKyJibl Yacto

Hapywenus co cmoponul opeana ciyxa u aabupunma

boub B yxe Yacro

I'myxora Heuacro

Hapywenus co cmoponul cepoya

Hapymenus cepaeunoro putma Heuacro

Hapywenus co cmopoHul cocy0os

[ToHmkeHue apTepruanbHOTO JaBICHUS Yacro

Hapywenus co cmopoHul OvixamenvHoll cucmemsl, opeanos 2pyOHOU KIemKU U Cpe0oCmeH sl

Kamens QueHp 4acTo

Oplmika OueHb 4acTo

JKenyoouno-kuwieunvie HapyueHus

HMuapes Odenb yacTo
TomHoTa OueHb yacTo
PBora Odenb yacTo
bons B )xuBOTE Odenb yacTo
Hucnencus Yacto
Mereopusm Yacto
bonb B BepxHE# 4acTh )KUBOTA Yacto
3anop Yacto
W3bs3BreHne CIM3UCTONH 000JI0UYKH MOJIOCTH PTa Yacro
Hucdarus Yacro

11
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B3nytue xxuBota MG IeR-BEA TENTBEAUL TR UL

[Tankpeatur Yacto

Hapywenus co cmoponul neuenu u srcenyesbi8o0auux nymeti

[ToBbIIIeHNE aKTHBHOCTH TIeTI0uHOM (hocdaTassl B kpoBu | Yacto

Hapymenne GpyHKIMH neueHu Yacto
[ToBbIlIEHNE aKTUBHOCTHU acnapTaTaMHUHOTpaHCc(epasbl Yacto
[ToBbIlIeHNEe aKTUBHOCTHU aJlAaHMHAMUHOTpaHChepasbl Yacto

Hapyweﬁwz CO CMOPOHBL KOJHCU U NOOKOJNCHBIX MKAHell

Hepmatur OueHb YacTo
Hounas moTiauBoCcTh Yacto

3yn Yacto

CrpIllb Yacro
Anonenus Yacto
CyxoCTh KOXHU Heuacro
Kpanupauna Heuyacto

HapymeHuﬂ CO CNOPOHbL MleGQHOﬁ, CKeNemHOU U COCOUHUMETbHOU MKAHU

boxr B ciuHe Yacto
Muanrus Yacro
ApTtpanrus Yacto
MEImeyHbIe CITa3Mbl Yacto

Hapywenus co cmopoHuvl nouex u Mouesbi8o0sauux nymetl

Hapymenue pyHKImm noyex Yacto
CHuKeHMe Mo4YeyHoro KJIMpeHca KpeaTHHUHA Yacto
IloBpIIIEHNE KOHLIEHTPAlMM KpEaTUHUHA B KPOBU Yacro
IToueynast HEIOCTaTOUHOCTH Heuacro
I'ematypus Heuacto

Hapywenus co cmopoHvl penpoO0yKmusHou cucmembvl U MOJIOYHbIX JHcene3

Myskckoe Gecrioane Heuacro

Obwue HapywieHus U peakyuu 8 mecne 66e0eHUs

JIuxopaka QOueHb 4acTo
[ToBbIlIeHHAsT yTOMIIIEMOCTh OueHb 4acTo
bois Yacro
03100 Yacto
OO0111e€ HETOMOTAHHE Yacto

12
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(MOGIEROBATENEHOCTE 0002]

Acrtenus

bons B rpynu Heuacro

*Orcrnoiika ceT4atku Habmonanack Toiabko y marueHToB co CIIM/lom mpu Tepanmuu [IMB-
pETHHHUTA.

**YacToTa MAaHHBIX HEXKENIATEIbHBIX PEaKIHWid Ompenesulach Ha OCHOBAaHUU JAHHBIX
MOCTPETUCTPAIMOHHOTO PUMEHEHHS.

OmnmncaHne OTACIBHBIX HEXKEIATSIbHBIX PEaKITM

Heumponenus

Puck pa3BUTHS HEUTPONIEHUH HENb3sl MPEJICKa3aTh, UCXOAS U3 YKcia HEUTPO(HIOB, 10 Havaia
JeyeHusl. BO3HUKHOBEHHE HEUTPONECHUM SIBJIAETCS TUIIMYHBIM ISl IEPBOM WJIM BTOPOU HEIEIU
WHAYKIHOHHOW Tepanuu. Yucino HeWTpoduaoB, Kak MpaBUiIo, HOPMAIU3YETCs B TeUeHHE 2—5
JIHEH Mociie MPpEeKpaleHus MpreMa mpenapara Wi CHIDKSHHUS 1036l (CM. pasaen 4.4).
Tpomboyumonenus

VY ManMeHToB € HCXOAHBIM HHU3KUM dYHCcIOM TpoMOoruToB (<100000/MKJI) TOBBINIEH pPUCK
pa3BUTHSA TPOMOOLIUTONICHUH. Y MAIMEHTOB C ATPOTEHHON Cynpeccueil UMMYHHTETa BCIEICTBUE
Tepanuu UMMYHOCYIIPECCAaHTAMH PUCK Pa3BUTHUS TPOMOOIIMTONICHUH BBIIIE, YEM Y MAllUEHTOB CO
CIIU oM (cMm. pazgen 4.4). Tsoxenast TpOMOOIIMTOIICHUSI MOYKET COMIPOBOKAATHCS TTOTCHIIMAIBHO
KU3HEYTPOKAIOLIUMHU KPOBOTEUEHUSIMHU.

Bausnue onumensnocmu mepanuu/nokazaHus K NpUMEHEeHUI0 HAa pas3sumue HelcenamenbHblx
peaxyuti

Tsoxenas neritponieHust (a0conoTHOE rciio HelTpodunoB (AUH) <500/mx:n) yaiie HabIt01a71aCh
y nanueHToB ¢ [IMB-perunurom (16%), nmomydaBIIMX BaJraHUUKIOBHD, 1O CPaBHEHHUIO C
NalMEeHTaMH MOCJe TPAHCIUIAHTALMKM COJUIHBIX OPraHoB, MOJYYaBLIMX BaJITAHLMKIOBUDP WIIU
TaHIMKJIOBUDP (TIEpOpaibHO). Y MalMEHTOB, MOMYYaBIIUX BAITAHIIUKIOBUD WM TaHIUKIOBHUD
(mepopanibHo) B Teuenue 100 mHEH mocie TpaHCIUIAaHTAIlMU, YacTOTa PAa3BUTHS TKEIOU
HeuTporieHUH cocTtaBisia 5% wu 3%, COOTBETCTBEHHO. Y TAIMEHTOB, IOJYYarOIIUX
BANTaHIUMKIOBUp B TeueHue 200 nHeW mocie TpaHCIIaHTAlMW, 4acTOTa Pa3BUTHS TSKEIOU
HelTponieHun coctaBiasia 10%. Y manuMeHToB mociie TpPaHCIJIAaHTAlMU COJUAHBIX OPraHoB,
MOJTyYaBIIUX BAJITAHIMKIOBUP M TaHIMKIOBUDP (mepopaibHO) B TeueHue 100 umm 200 gHeid,
Ha0J0/1a710ch 00Jiee BBIPAXKEHHOE YBEINYEHNE KOHLEHTPALMK KPEaTHHUHA B CHIBOPOTKE KPOBU
o cpaBHEHHUIO ¢ nmanueHTamu ¢ [IMB-petunutom. OgHaKO Ba)KHO OTMETUTH, UYTO HapyIIEHUE
(GYHKIIUM TIOYEK SBISETCS XapaKTePHBIM CHMIITOMOM, Yalle HaOIIOJAIONIUMCS Y TMallueHTOB
MocCJie TPAHCIUIAHTALMU COJIMIHBIX OPTaHOB.

OO6mwmit mpoduias 0€30MacCHOCTH BAJITAHIIMKIOBHAPA HE W3MEHSETCS NMPHU MPOJICHUH TEpHOJa

npopHIAKTHYECKOTO MPUMEHEHHS y TAllMEHTOB C BBICOKUM pHCcKoM pa3Butus LIMB-undexu
13
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(NOCNEQCBATENEHOCTE 0002)

nocie nepecaaku nodku 10 200 qHen.

VY nmauMeHToB, MOJIyYalOLUX BalraHUUKIOBUP 10 200-ro OHSA NOCTTPaHCIUIAHTALMOHHOIO
nepuojia, MO0 CPAaBHEHUIO C TMAlMEHTaMH, IOJy4Yalolmux BaidraHuukiaoBup 10 100-ro maus
MOCTTPAHCIUIAHTAIIMOHHOTO ~ Tepuoja, HaOMIOJAeTCsl HEKOTOPOE  YBEJIWYEHHE  YacTOThI
JICHKOIEHUH.

YacToTsl pa3BUTHS HEUTPONICHUH, aHEMHUH U TPOMOOIIMTOTICHUH OBUIM CXOAHBIMHU Y MAlUEHTOB,
nosyyatouux JiedeHue 10 100-ro gust u 200-ro AHS NOCTTPAHCIVIAHTAIMOHHOTO TTEPUOo/a.
Jlabopamopnvie nokazamenu

[Tpu npoasiennu neproja NpoGUIAKTUKHA Y B3POCIBIX MAIUEHTOB C BHICOKUM PUCKOM Pa3BUTHUS
[IMB-un¢dexkunn mociae TpaHCIUIAHTAIIMM  COJNMIHBIX ~ OPraHOB  4YacTOTa  HapyUICHUH
nabopaTopHbIX moka3zareneit 10 200-T 1Hei ocTaBagach CXOTHOM.

Tabmuna 3. H3meHenuss 1a00paTOpHBIX IMOKa3aTelei, COOOIABIIUXCS TMpU TpUeMe

BAJIN'AaHIIUKIIOBUPA Y B3POCIIbIX.

l3menenus [Tanmentsr ¢ [IMB-| [lanmeHTHI nocae TpaHCIIAHTAUU COJIUIHBIX
mabopaTOPHBIX PETUHUTOM opraHoB, nosry4asiiue jieuenue 10 100-ro qus
nokasaresuei HOCTTPAHCIIAHTALIMOHHOTO MTEPUO/Ia
Banrannukiiosup Banranuukiiosup lNannukioBup
(n=370) (n=244) nepopaibHo (N=126)
% % %

Hetimponenus (a0COMOTHOE YUCIIO HEUTPOPHIIOB/MKIT)

<500 16 ) 3

500 — <750 17 3 2

750 — <1000 17 5 2

Anemus (reMOor00UH T/11)

<65 7 1 2

65— <80 10 5 7

80 — <95 14 31 25

Tpomboyumonenus (4UCI0 TPOMOOIIMTOB/MKIT)

<25000 3 0 2

25000 — <50000 5 1 3

50000 — <100000 21 18 21

Konyenmpayusa kpeamununa 6 cvigopomke kpogu (Mr/in)

>2,5 2 14 21

>1,5-2,5 11 45 47
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(NOCNEQCBATENEHOCTE 0002)

Ilocmpeaucmpayuonnoe npumenerue
[Ipy TOCTPETUCTPAIIMOHHOM TNPUMEHEHHH BAITAHIMKIOBHpPAa W TaHLUUKIOBHpA MPOQPHIL
0€3011aCHOCTH OBLT COMOCTaBUM C TAKOBBIM B X0/1€ KIIMHUYECKUX MCCIIEJOBAHUH.

eTu
OO0t mpoduas OGe30MaCHOCTH BAITAHLMKIOBHpA Yy JeTe He OTIMYaeTcs OT NpOoQuis
0€30MacHOCTH Npenapara y B3pOCIIbIX.
B nerckoii nomyssiyuy HabII04AI0Ch HEKOTOPOE YBEIUYEHUE YaCTOThl HEUTPOIICHUH, OTHAKO 3TO
HE NPUBOJWIIO K YBEJIIMYEHUIO YaCTOThl HHPEKIUIA.
VY nerell, mepeHeCHIMX TPAHCIUIAHTAIMIO TOYKH, yBEIMYEHHE MepHoja MPO(UIaAKTHUECKOTO
npuMmeHenus 10 200 1Hel He NPUBOIUT K YBEJIMUYEHHUIO YaCTOThl HEXKEIATEbHBIX SBICHUM.
Bpooicoennasn [IMB-ungpexyus
Tepanus BpoxaeHHoi [IMB-undexuun He siBisercst 0100peHHBIM MOKa3aHUEM K IPUMEHEHUIO
BaJIraHUUKIOBUpPA. TeM He MeHee, UCCIIEOBaHMs, IPOBEJCHHbBIE Y HOBOPOXKICHHBIX M JETEl
panHero Bo3pacta ¢ BpoxaeHHoW L[[MB-undekumeii, mpenoctaBisioT daHHbIE O mpoduie
0e30macHOCTH Tpemnapata B JAaHHBIX MOMyJAuusAxX mnauumeHToB. IIpodumns Oe3zomacHocTu
BaJIFaHLIUKJIOBUPA COIIOCTaBUM c U3BECTHBIM npoduiieMm 6e301acHOCTH
BAJITaHIIMKJIOBHPA/TaHIIUKIIOBUPA.
OCHOBHBIM MPOSIBIICHUEM TOKCHYHOCTH TaHIMKIOBUpa sBisieTcss Heutponenus (y 38%
HalMEeHTOB OTMeYanach HeTponenus 3 uian 4 craguy, 1 nanueHTy norpedoBagoch NpeKpalieHue
Tepanuu). boIbIIMHCTBO ABICHUH MOAIaBANINUCH KOPPEKIINH, IPH OAHOBPEMEHHON BO3MOXKHOCTH
MPOJOKATh IPOTUBOBUPYCHYIO TE€pamnuio. Y BCEX HOBOPOXKJIEHHBIX HAOJIOJAIOCh YBETUUYECHHE
MoKa3aTesel, XapaKTepU3yIOLUX POCT U pa3BUTHE (POCT, Macca Tella, CPelHsAs OKpPYKHOCTh
rojoBel). [lpy mepopaJbHOM TNPUMEHEHHMH  BalIraHIMKIOBHpAa Hauboyiee  YacThIMU
HE)KEeNNaTeIbHBIMUA peakUsIMHU ObUTM HEHTpOIeHUs, aHeMus, HapylleHHe (YHKUUU MEYEeHU U
nuapes. [lepeuncineHHble HeXelaTeabHbIE SBJICHUS HaONIONAINCh Yalle y MalUeHTOB MpH 6-
HEJENbHOM Tepanuu BaJIraHUUKIOBHUPOM, [0 CPaBHEHHIO C MalUMEHTaMH, MOJy4YaBIIUMU
BAJITAHIIMKJIOBHP B TedeHue 6 MecsieB. Cepbe3HbIMU HEXKEJIaTeIbHBIMU SBJICHUSMH, CBA3aHHBIMU
C JIeueHueM, ObLIM HEHTPONEHHUs U aHEeMUs, KOTOpbIE TaKKe Yalle HaOJIoJaINCh TpU Tepanuu
JUIMTENbHOCTRI0O 6 Henenb. He HaOmroganoch CTaTUCTUYECKH WM KIMHUYECKH 3HAYUMBIX
pa3anunii MeXy MalueHTaMH, OJy4YaBIIMMHU BAJITAHIIMKIOBUD B TeYEHUE 6 HEAeNb U B TEUCHHE
6 Mecs1eB, B MMOKa3aTeNsAX, XapaKTepU3YIOIIUX POCT U pa3BUTHE, TAKMX KaK macca Tela, pocT,
CpEIHss OKPYKHOCTb I'OJIOBBHI.
Jlabopamopnuie noxazamenu

Tsoxenast HedTporeHus 0oJiee YacTo HAOII0AaIach y IETEH, MEPEHECINX TPAHCTUIAHTAIINIO TIOYKH
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s ot rpatErhaki o0 - fiephioda) mo

W TOJIyyaBIIMX BairaHuukiaoBup no 200-ro

CpPaBHEHUIO C JIETbMH, MOJTy4YaBIIUMHU BAJITAHLIUKJIOBHUD o 100-ro THS

MOCTTPAHCIUIAHTALIMOHHOTO TIEPHOJIa, & TAKXKE IO CPaBHEHUIO C B3POCIBIMU, MEPEHECHTUMU
TPAHCIUIAHTALMIO MOYKHM M TMOJy4YaBIIMMM BairaniukioBup 10 100-ro u 200-ro ans
MOCTTPAHCIUIAHTAIIMOHHOTO TIEPHO/IA.

Tabmuua 4. VI3meHenus 1ab0paTopHBIX OKa3aTesel Mpy MPUMEHEHUH BAITAHIIMKIIOBUpPA Y IETeH

3MeHeHus [TaneHTHI  JETCKOTO  BO3pacTa IMOCIE  TPAHCIUIAHTAIMU
TabopaTopHBIX COJIMJTHBIX OPTaHOB
[HOKa3aTeliel JleueHnue BanraHUUKIOBUPOM | JleyeHne  BaJIraHIIMKIOBHUPOM
bi (4] 100-ro IHS | 10 200-ro JTHS
MOCTTPAHCIUIAHTAIIMOHHOTO | TIOCTTPAHCILIAHTAIIHOHHOTO
nepuosia nepuoJa
(n=63) (n=56)
% %
Hetimponenus (a0COMOTHOE YUCIIO HEUTPOPHIIOB/MKIT)
<500 5 30
500 — <750 8 7
750 — <1000 5 11
Anemus (reMOTIIOOWH T/71)
<65 0 0
65 — <80 14 5
80 — <95 38 29
Tpomboyumonenus (AUCIO TPOMOOITUTOB/MKIT)
<25000 0 0
25000 — <50000 10 0
50000 — <100000 3 4
Konyenmpayusa kpeamununa 6 cvigopomke kpogu (Mr/an)
>2,5 2 5
>1,5-2,5 11 20

COO6H.ICHI/IC 0 TOA03PEBACMBIX HEXKCIATCIbHBIX PCAKIINAX

Baxno

COO6H.[3TI) 0 IOJO3PEBACMBIX HECKCIATCIBbHBIX PCAKIUAX II0CJIIC PErucTpannuu

JICKApCTBCHHOT'O IMperapara C LECJIbIO oOecreyeHus HECIMIPEPBIBHOTI'O MOHUTOPHHTI'a COOTHOIICHUSA

«MO0JIb3a — PHUCK» JICKAPCTBCHHOI'O IIpcriapara. MeauiuHCKUM pa60THI/IKaM PCKOMCHAYCTCH
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COOBIIATh O JIOOBIX MMOZ03PEBAEMBIX HEKENATEIbHBIX. ‘éh%ﬂﬁ»%‘%?eﬂ&%éﬂ%r :T%%%%f)aTa

Yyepe3 HallMOHALHBIE CUCTEMBI COOOIICHUS O HEXKEIATeNbHBIX PEAKIIMIX TOCYIapCTB — YICHOB
EBpa3uiickoro 3K0HOMHYECKOIr0 COI03a.

Poccuiickasa ®@eoepayus

OenepanibHas ciryx0a 1o Hax3opy B cdepe 3apaBooxpanenus (Poc3apaBuaazop)

Anpec: 109012, r. Mocksa, CiiaBsiHCKasl IiIomiaip, 1. 4, ctp. 1

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

DnexTponHas moyra: pharm@roszdravnadzor.gov.ru

Cair B HH()OPMAITMOHHO-TEIIEKOMMYHHUKAITAOHHON CeTH «HTEepHETY:

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

Pecnybnuxa Benapyco

VII «llenTp sSKCmepTH3 W HCHOBITAHUNA B 3IpaBOOXpaHEHHM», PecrmyOnuKaHCKas KIMHHUKO-
dbapmakonoruyeckas 1adopaTopus

Anpec: 220045, r. Munck, nip-T J3epxkunckoro, 83, kopmyc 15, 8 atax

Temn.: +375-17-242-00-29

AJpec 37eKTpOoHHO#M mouThl: repl@rceth.by

Caiit B nH()OpPMALIMOHHO-TEIIEKOMMYHUKAITHOHHOM cetn «HTepHeT»: https://www.rceth.by

Pecnybnuxa Kazaxcman

«HarmuoHanbHbI TEHTP SKCHEPTU3bl JEKAPCTBEHHBIX CPEICTB M MEIWLIUHCKUX H3ACIIHIDY
Komurera MeaUIIMHCKOTO U (hapMaIleBTHYECKOTO0 KOHTPOJIS MUHHCTEPCTBA 3/[PaBOOXPAHCHHS
Pecny6nuku Kazaxcran

Anpec: 010000, r. Acrana, yn. A. Imanosa, 13

Ten.: 8 (7172) 78-98-28

Anpec anexTpoHHO# mouThl: pdlc@dari.kz

Caiit B nH()OpPMAIIHOHHO-TEICKOMMYHUKAIIMOHHO# cetn «HTepHeT: https://www.rceth.by

Keipevizckas Pecnyoauka

JenapTamMeHT JEKapCTBEHHBIX CPEACTB M MEIUIMHCKUX U3JeIui 1npu  MHHHCTEpCTBE
3npaBooxpaneHus: Keipreizckoii Pecrryomuku

Anpec: 720044, r. buukek, yiu. 3-a Jlunus, 25

Tem.: 0800-800-26-26, + 996-312-21-92-88

Anpec anekrponnoit moutsl: dlomt@pharm.kg

Caiit B mH()OpMaLIMOHHO-TEIEKOMMYHUKAIMOHHOM ceTn « HTepreT»: https://www.pharm.kg
Pecnybnuka Apmenus
«Hay4HBbII1 HEHTP IKCNEPTU3BI JIEKAPCTB U METUIUHCKUX TEXHOJIIOTHI UM. aKaJeMHuKa O.

[Nabpuensna» AO3T
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Anpec: 0051, r. Epesan, np. Komuraca, 49/5 (MOCNEACBATENBHOCTE 0002)

Ten.: (+374 10) 20-05-05, (+374 96) 22-05-05

Anpec anekTpoHHOM mouThl: Vigilance@pharm.am

Caiit B nH(pOpMAIIMOHHO-TEJIEKOMMYHHUKAMOHHOM ceTr «HTepHeT»: hitps://www.pharm.am

4.9. [lepeno3upoBka

CuMITOMBI

Ilepedo3uposka eancanyuxkiosupa u 6HympueeHHo 6600UMO20 SAHYUKIOBUPA

Bo3moxHO, 4YTO mepeno3upoBKa BAITAHIMKIOBHpPA MOXET MPHUBECTH K YBEIWYCHHUIO
HEPPOTOKCHUIHOCTH (CM. pasaeisl 4.4 u 4.2).

B Xo1e KIMHMYECKHX HMCCICNOBAHUN U MOCTPETHUCTPAIMOHHOTO MPUMEHEHHsS TpernapaTa ObuiH
OTHCAHBI CITyYau TMEePeO3UPOBKU TAHIIMKIOBUPA MIPH BHYTPHUBECHHOM BBEJCHUH, B TOM YHUCIE C
JeTalbHBIM UCX010M. HEeKOTOpbIe N3 HUX HE COMPOBOXKAATUCH HEXKENATEIIbHBIMU SIBICHUSAMH. Y
OOJIBIIMHCTBA K€ MAI[MEHTOB OTMEYAIOCh OJHO UM HECKOJIBKO U3 CIEAYIOIIUX HEeKeIaTeNbHbIX
SIBJICHUI

2eMamomoKCU4HOCHb . MACTIOCYTIPECCHS, BKIIFOYas MMAHIUTOIICHUIO, HEIOCTATOYHOCTh KOCTHOTO
MO3ra, JEMKOIEeHUI0, HEUTPONIEHUIO, TPaHyJIOLUTONCHHUIO;

2enamomoKCcUYHOCMy . TENaTUT, HapylIeHne (yHKIUU eUeHU;

He(hpomoKcuyHOCms: YCWICHWE TeMATypHH Y MAlMEHTOB C YK€ WMEIONIUMCS HapyIICHUEM
(GYHKIIUH TIOYEK, OCTpasi MOYeUHast HEOCTATOYHOCTh, TTOBBIIIICHHE KOHIICHTPAIINHA KPEaTUHIHA B
CBIBOPOTKE KPOBU;

JHCeNyOOUHO-KUWEYHAs MOKCUYHOCMb: OO B )KUBOTE, TUapes, pBOTA;

HeUpoOmoOKCUYHOCMb: TEHEPAITM30BAHHBIN TPEMOP, CYTOPOTH.

Jleuenune

CHM3UTH KOHIICHTpAIIUU BaJTAaHIUKIOBUPA B IJIa3Me Y MAIMEHTOB C MEPEAO3UPOBKOI MOKHO

MyTeM T'eMOJIMaIn3a U THapaTanuu (CM. pasen 5.2).

5. PAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoaMHAMHYECKHE CBOCTBA

dapMakoTepaneBTUYECKass TpYIIa: MPOTUBOBUPYCHBIE CPEACTBA CHCTEMHOIO JIEHCTBUS;
IIPOTUBOBUPYCHBIE CpEACTBA MPSIMOTrO JIEHCTBUS; HYKJIEO3UABl U HYKIEOTHU[IBI, KpoMe
MHTHOUTOPOB 00PAaTHOM TPAHCKPUIITA3HI.

Kox ATX: JOSAB14.

Mexannsm geficTBus

BanranmukinoBup mpencrapiser coboi L-BammiioBeiii 3¢up (MposiekapcTBO) TaHIMKIOBUPA,

MOCJIe IpreMa BHYTPh OBICTPO MPEBpAIIAIONIUNCS B TAHIIUKIOBUP MO ICUCTBHEM KHUIIICUYHBIX U
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MEYECHOYHBIX 3cTepa3. ['aHIMKIOBUpP — CHHTET qecxnﬁ'%&oﬁ@&éﬁﬁ%?ﬁ{'&éngé,kt'r'rt') bIN

CMNEPTHOMY OTYETY

NOJABISIET PEIUIMKALMI0 BUPYCOB reprec-rpynmsl in Vitro u in vivo. K Bupycam uenoBeka,
YyBCTBUTEJIbHBIM K TaHIUKIOBHPY, OTHOCAT LuToMmeranoBupyc (LIMB), Bupycsl mpocroro
reprneca 1 u 2, BUpyc repreca 4yejioBeka TUnoB 6, 7 u 8, Bupyc Dnmreiina-bapp, Bupyc BeTpsiHON
OCIIBl U BUpYC renatura B.

B LIMB-un¢unmmpoBaHHbIX KIETKaX TMOJA ACHCTBHEM BHUPYCHOM mpoTenHkuHassl UL97
TaHLIMKIOBUP BHavaie ¢ochopunmpyercs ¢ o00pa3oBaHMEM TaHIMKIOBUpMOHO(oOCchaTa.
HanbHeiiee  pochopuiinpoBaHue MNPOUCXOAUT TOJ JAEHCTBHEM KIETOYHBIX KHMHA3 ¢
o0Opa3oBaHHEeM TaHUMKIOBUpPTpU(oOCc]aTa, KOTOPBIA 3aTeM IMOJBEPraercss MeIJICHHOMY
BHYTPHKJIETOYHOMY MeTabonmu3My. [locne HCYe3HOBEHHs TaHIMKIOBUPAa W3 BHEKJIETOYHOU
KHUJIKOCTH TIEPHOJ] BHYTPHKJIETOYHOTO IOJYBBIBEACHUS TaHIUKIOBUpPTpUGoOchaTa B KIETKaX,
uHuuupoBanHbix LIMB, cocraBnser 18 yacoB; B kiieTKax, HH(UIMPOBAHHBIX BUPYCOM ITPOCTOTO
repneca — 6-24 yaca. ITockonbky (ocopunpoBaHre TaHUUKIOBUpa B OOJbIIEH CTENEHH
3aBUCUT OT JIEWCTBUS BHPYCHOM KHHa3bl, OHO IPOUCXOAUT IPEUMYIIECTBEHHO B
UHQHUIUPOBAHHBIX KIIETKAX.

BupocTtatnyeckass akTMBHOCTb TaHIMKJIOBUpPA OOYCIIOBJIEHA MOAABICHUEM CHHTE3a BUPYCHOM
JIHK nocpesnctBoM crenyrommx MexaHu3MoB: (1) KOHKypeHTHOe MHIMOMpOBaHUE BCTpaUBaHUS
ne3okcuryanosuaTpudocpara B JHK mon neiictBuem Bupycnoit JHK-mommmepassr; (2)
BKIIIOYCHHE TaHUuKIoBUpTpUdochaTa B BupycHylo JIHK, dYro mnpuBOIUT K CHIBHOMY
OTPaHUYEHUIO WU MOJIHOMY IpeKpaleHuo anoHranuu supycHoi JTHK.

dapmakogngamuyeckue 3P PeKTol

CoryiacHO HCCIeOBaHUSIM 1N VItro, TUNMYHAs WHCHOMPYIOMIAas KOHICHTPAIUS, KOTopas
noxassieT perumkanuo [IMB na 50 % (ICso), Haxoautcs B auana3one ot 0,08 mxmouns/i (0,02
MKIr/M) 10 14 MkMOb/11 (3,5 MKT/MiT).

Knuanyecknii nmpoTHBOBUPYCHBINH 3((eKT BaaraHIMKIOBHpa OBbLT JI0Ka3aH YMEHbIIEHHEM
BoiziesieHust [IMB u3 oprann3ma manyeHToB ¢ CHHAPOMOM MPHOOPETEHHOTO UMMYHOAS(DHUITUTA
(CITMdom) u BrepBbie BbisiBIeHHBIM [IMB-petnnuTom ¢ ncxoanoro noxazarens 46 % no 7 %
yepes 4 HeJleNn JIeYeHU s BAITaHIIUKIIOBUPOM.

Kinuanueckas 3¢ dekTUBHOCTE U O€30IIaCHOCTE

Bspocnvie

Jlewenue IIMB pemunuma

Knuanyeckue uccnenoBanus O6butd nposeneHs! y nanueHToB co CITMAom u [IMB-petunutom.
BanraniukinoBup NpoJeMOHCTPUPOBAN  OJMHAKOBYIO  KIMHHUYECKYIO 3((eKTHBHOCTH B
WHIYKIUOHHON Tepannu [[MB-pernHHMTa 1O CpaBHEHWIO ¢ BHYTPUBEHHBIM TaHIMKIOBUPOM.

HpI/IMeHeHI/Ie BAJIFTAHIIUKJIOBHpPA IIO3BOJIACT IMOJIYYHUTH TaKOC XK€ CHCTCMHOC BOSHeﬁCTBHe
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TaHIIMKIIOBUPA, KaK MPU MCIOJIb30BaHUU PEKOM BHHOBaﬁ@% %ﬁ@%ﬁﬁéﬁﬁ%& %g:f:a-l}_lﬂp%}&hpa,

sbdexktuBabix Tpu JedeHun [[MB-perunuta. IlokazaHo, 4YTO TIUIOmMAAL TOJM KPHUBOU
«xoHneHTpanus-speMs» (AUC) raHumkioBupa KOppEIUpPYeT ¢ MPOMEKYTKOM BPEMCHH 0
nporpeccupoBanusa [IMB-perunuTa.

TIpodunaxmurxa LIMB-undexyuu v nayuenmos nocie mpancuianmayuil COJUOHBIX OP2AH08

Yacrora passutusi LIMB-3aboneBanus (LIMB-cunnpom + nHBa3uBHas MH(MEKUWs TKaHEW) B
TEUYEHHUE TMEPBBIX O MECSIEB IMOCIe TPAHCIUIAHTAI[MHM CepJlia, MEeYEeHHU, MOYKH Yy MalUeHTOB C
BoICOKUM puckoM [[MB-undekiun (IIMB-nosutuneii  gonop (D+)/LIMB-HeratuBHbIi
peuunueHt (R-) (D+/R-)) cocrasuina 12,1 % B rpyIine maldeHToB, MOJYYaBIIMX BAITAHIIUKIOBHD
(900 mr B cyTkn), u 15,2 % B rpyIe naiueHToB, MOJYYaBIIMX FAaHIUKIOBHP nepopaibHo (1000
Mmr 3 paza B cyTkH) ¢ 10 mo 100 gens nocie TpaHciiaHTauy. bosbiias 4acTh clly4aeB NpUILIACh
Ha [epuoj  Iocie OTMeHbl npodunaktuyeckod  Tepanuu  (mocie  100-ro  aHA
HOCTTPaHCIUIAaHTALMOHHOTO nepuoaa). IIpu stom cinyyau pazsutus LIMB-undexuun B rpynme
JICYCHHsI BAITAHIUKIOBUPOM TMOSBILUINCH TI03KE, Ye€M B TPYIIE JICYCHHUS TaHIHMKIOBHPOM.
YactoTa ocTporo OTTOpKEHUS TPAHCILIAHTATa B IIEpBbIe 6 MecsleB coctaBuia 29,7 % B rpynmne
HAlMEeHTOB, IMOJYyYaBUIMX BaJraHUUKIOBUP, U 36 % B TIpylne NaUeHTOB, NOJIYYaBIIUX
TaHLUKIIOBUD.

VYBenuueHnue npoaompkurenbHocTd npueMa 900 mr Banranmukioupa no 200-ro aHs mocie
TPaHCIUIAHTAIIMU TOYEK Y WAlUeHTOB ¢ BBICOKUM puckoM [[MB-undekuun (D+/R-)
COIpOBOXKIaNoCch Oosbiueil 3ddexTuBHOCTBIO npenoTBpamienus [IMB-nndexuuu B nepseie 12
MECSIEB I10CJI€ TPAaHCIUIAHTALUH 110 CpaBHEHHUIO ¢ mpruemMoM 900 Mr Basnraniukiosupa 10 100-ro
JTHS TIOCJI€ TPaHCIUIaHTAL|H.

Yacrora BBDKMBAaEMOCTH TpaHCIUTaHTaTta depe3 12 mecsueB coctaBmwia 98,2 % B rTpymme
NalMeHTOB, IMOJIyYaBHIMX mpenapaT BaiaraHuukioBup no 100-ro ausa, u 98,1 % B rpynme
NalMEeHTOB, IOJIyYaBIIMX Ipernapar BaiaraHuukiaoBup a0 200-ro ansa. Yactora ocTporo
OTTOpPKEHUSI TPAHCIUJIAHTaTa, MOATBEPKICHHOrO0 Ouorcuel, B mepBble 12 MecsleB cocTaBHiia
17,2 % B rpynne nmanueHToOB, MOMYYaBIIUX BalraHuukiaoBup a0 100-ro mus, u 11,0 % B rpymme
NalMEeHTOB, NOIYYaBIINX BalraHIUKIOBHUP 10 200-ro qHS.

BupycHas pe3nucTeHTHOCTh

[lpr [mHMTENBHOM TIpUEME BAJITAHIWKIOBHpPAa MOTYT TMOSIBUTBCS BHPYCHI, YCTOHYMBEIE K
TaHIMKIOBUPY. DTO MOXKET ObITh 00YCIIOBIEHO OO0 celeKIueil MyTaluii reHa BUPYCHOM KMHA3bl
(UL97), orBeuaromeii 3a MoHO(DOChHOpHIMpOBaHUE TaHIIMKIOBHPA, MO0 reHa BupycHoit JTHK-
nonumepassl (ULS54). Myranuu rena UL97 Bo3HUKAIOT B OoJiee paHHUE CPOKH U BCTPEUAIOTCS
yare 1o cpaBHeHHIO ¢ Mytanueid rena UL54. Bupyc, nmeronmuit Tonbko Mytanuto reHa UL97,

yCTOfI‘IHB TOJIBKO K TAaHOUKJIOBUPY; IIPHU 3TOM HauOoJIee 4acTo BCTPCUHAOIINMHCA MyTallUsIMU 110
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THIy 3aMeHBI, ACCOLMUPOBAHHBIMU C BO3HHK opermeh! '%&1%%%'6&?%%&&' MAGOV/ I,

H520Q, C592G, A594V, L595S, C603W. Bupyc ¢ myramusmu rena ULS54 moxer obnangath
NEPEKPECTHON PE3UCTEHTHOCTHIO K JPYTUM IMPOTHBOBHUPYCHBIM IIperaparaM € aHaJIOTMYHBIM
MEXaHHU3MOM JIEHCTBUS, 1 HA000poT. Pa3BuTHE NepekpecTHON YCTOWYMBOCTU K TAHIIMKJIOBUPY U
nuaodoBupy B OOJBIIMHCTBE CllydaeB OOYCIOBJIEHO MYyTalMsIMH IO THIY 3aMEHbl B
AK30HYKJI€a3HbIX JoMeHax U peruone V BupycHoi JJHK-nonumepassl. PazButue nepexkpectHoi
YCTOMUMBOCTH K (pOCKapHETY 00YCIIOBICHO MYTAIlUSIMHK IO THITY 3aMEHBI B Ipejiesax peruoHos ||
(xomoH 696-742) u 1l (komon 805-845) BupycHoit JJHK-nmonumepasbl mimm M1y HUIMHU.
Bspocnvie

Jlewenue IIMB-pemunuma

['enorunupoBanue LIMB B monmumMoppHOAAEPHBIX JEUKOIUTAX IMOKA3a0, 4yTo uepe3 3, 6, 12 u 18
MECSAIICB JICUECHHUs BaJITaHIIUKIOBUPOM COOTBeTCTBeHHO B 2,2 %, 6,5 %, 12,8 % u 15,3 %
JeHUKOIMUTOB conepskat mytauuu UL97.

Hpodunaxmura LIMB-ungexyuu y nayuenmos nocie mpancuaaumayiuil COMUOHbIX 0p2anos

['enorunupoBanne LIMB B momumMoppHOAIEPHBIX JEUKOIUTAX TOKA3aJIO0:

1) orcyTcTBHME MyTanui, 0OyCIaBIMBAIONMX PE3UCTEHTHOCTh K TAHIUKJIOBHPY, B 00pasiax,
nonydyeHHbIX Ha 100-p1ii geHbp (KOHEN MNPOPUIAKTHYECKOrO IMpUEMa BaJTaHUUKIOBUPA) Y
NAlUMEHTOB U3 TPYMIbl BAJITAHLMKIOBUpA, U HaJIMYME MyTauuil B 00pa3lax, MOJyYEHHBIX Y
NAlMEHTOB, IPUHUMABIIUX TaHIIMKIOBUD Tiepopaibho (1,9 %);

2) OTCYTCTBHE MyTallMii, OOYCJIABIMBAIOIINX PE3UCTEHTHOCTh, B 00pasiax, MOJTyYEHHBIX Y
NAalMEHTOB, PAHJIOMU3UPOBAHHBIX B TPYIIy BAITaHUUKIOBHpAa C mnojo3peBaemMor [IMB-
uHpekuuen uepes 6 MecslEeB IOC/IE TPAHCIUIAHTAllMM, W HaJlWMuWe MyTaluil y MalueHTOB,
MOJTYYaBIINX TAHIIUKIIOBUD MEPOPaIBHO, B 6,9 %.

Cpenn mnanmueHToB, MOMy4yaBIIMX BalraHuukiaoBup a0 100-ro mgua m go 200-ro 1HA
MOCTTPAHCIUIAHTALIMOHHOTO NIEPHO/IA, B LEJIOM MYyTallMy MO THUILY 3aMEHbI Yallle BCTPEUYaIUCh B
MepuoJi MPOBEeACHUS POHIIaKTHUYECKON Tepanuu, 4em mnocie ee 3aBepiienus (5/12 [42 %] mo
cpaBHeHuto ¢ 4/58 [7 %)]).

BupycHast pe3suCTEeHTHOCTh MOXXET ObITh MPUYMHOM HEJOCTATOYHOTO OTBETa Ha TEPANUI0 U
IIOCTOSIHHOTO BUPYCOBBIIEIIEHUS B IIEPUOJL TEPAIINU.

5.2. ®dapmakoKuHEeTHYECKHUE CBOHCTBA

PapMaKOKMHETUYECKHE XapaKTEPUCTUKN BaJraHIUKIOBUpa n3ydanuch y BUY- u [IMB-
CEpOIOJI0KUTENbHBIX NalueHToB, y nauueHtoB co CIIMJom u UMB-perunutom u mocine
TPaHCIJIAHTAI[MU COJIUIHBIX OPTaHOB.

[TapameTrpamu,  ompefensONMMHM  JKCHO3WIMI0  TAaHIUKIOBHpA  IOCIE  MpUeMa

BAJITAHLIUKJIOBUPA, SBISIOTCS OWOJOCTYMHOCTh W (YHKIHUS Moyek. buomoctynHocTh
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TaHIIMKJIOBUPA OblJIa CXOJHOW Y BCEX MAIMCHTIOB, non&qgﬁﬁjﬁg%gﬁﬁg&ﬂ&ﬁgﬁpTEﬁ%MHaﬂ

HKCIIO3UIIMS TAaHLIMKIOBUPA U PEHUIMEHTOB TPAHCIUIAHTATa CEpAla, MOYKH, NeYeHH ObuIa
CXOJHOM € TaKOBOW TIOCIE MEepOpaJbHOr0 MpHEeMa BalTaHIMKIOBHPAa B COOTBETCTBUU C
PEXKUMOM JTO3UPOBAHUS B 3aBUCUMOCTH OT (PYHKILIUH ITOYEK.

[TponoprinonanbHast 3aBucuMocTh AUC raniukioBupa oT 10361 ociie npuema ot 450 10 2625
MT BaJITAaHLMKJIOBHPA OTMEUAJIOCh TOJIBKO B CiIy4yae IpHuema mnpernapara mocjie eabl.
AOGcopbius

BanraHuukiaoBup sBAsS€TCS MPOJICKAPCTBOM TaHIMKIOBUpPA, XOPOIIO BCAachIBaeTCi B
JKETyA0YHO-KUILIEYHOM TPAKTe, B CTEHKE KHUIIIEUHUKA U B MIEUEHH OBICTPO METabOIU3UPYETCs
¢ o0pa3oBaHUEM TaHIMKIOBHPA. AOCOMIOTHAS OMOIOCTYITHOCTh TAHIIMKJIOBHPA MIOCIIE IpHeMa
BaJIFAHLUKJIOBUpaA cocTaBisieT okojdo 60 %. CucremHas »KCHO3ULUSA BalraHUUKIOBUpPA
HEBBICOKAasi U HOCUT KpaTKOBpPEMEHHBbIH xapakrtep. [lmomanb moja KpuBOM «KOHIIEHTpAIUs -
Bpems» (AUCo.24) ¥ MakcuManbHas KOHIEHTpaius B IutasMe KpOBH (Cmax) COCTABJISIOT
npuMepHo 1 % u 3 % OT TakOBBIX FaHLIUKIOBUPA, COOTBETCTBEHHO.

Ecnu BanraHuWKIOBUP NPUHUMAIOT BO BpeMs €1bl B pEKOMEHAoBaHHON 103e¢ 900 wmr,
Bo3pacTatoT kak cpeanuii mokazarenb AUCo24 (mpumepro Ha 30 %), Tak U cpeaHuit
nokazarenb Cmax (mpumepno Ha 14 %) ranmukinoBupa. CinenoBaTenbHO, BalTaHIUKIOBUP
PEKOMEHIyeTCs IPUHUMATB BO BpeMs /bl (M. paszen 4.2).

Pacnopenenenue

bnaromapss ObicTpomy MeTa0oIM3My BaJTaHIMKIOBUpPA B TaHIMKIOBUD, CBA3BIBAHUE
BaJITAHIIMKJIOBHpaA ¢ OeJIKaMU IUIa3Mbl HE onpenessuii. PaBHOBeCHBIH 00beM pacnpeneneHus
TFaHUMKJIOBUpA TNOCie BHYTpUBEHHoOro BBeaeHus coctaBui 0,680+0,161 n/kr. OObem
pacmpeseneHus TaHIUKIOBHPA ITPH BHYTPUBEHHOM BBEJICHUU KOPPEIHPYET C MACCOM Tena u
B paBHOBeCHOM cocTosiHuu cocrtasiaser 0,54-0,87 n/kr. ['aHUMKIOBMpP NpPOHUKAET B
epeOpOCIMHANIBHYIO JKUJAKOCTh. CBsA3bIBaHME TaHLUMKIOBHpAa € O€lIKaMu IJIa3Mbl MpHU
KOHIICHTparusax npenapata ot 0,5 mo 51 mkr/mi coctaBnser 1-2 %.

buorpaucdhopmanus

BanraHuuknoBup OBICTPO THAPOIU3YyeTCs C OOpa3oBaHUEM TaHIMKIOBUPA, JAPYTHX
MeTa00IUTOB He BhIsIBIEHO. CaM ke TaHIUKJIOBUDP B HE3HAUUTENbHOU CTENIEHHU MOJIBEPraeTcs
MeTaboJIn3My.

DauMUHAIUS

[Tocne mepopalbHOTO TMPUMEHEHUS BAITAHIHUKIOBUP OBICTPO THAPOIH3YyETCS 0
TaHIUKJIOBUPA.

["aHIUKIIOBHP BBEIBOAUTCS M3 CHCTEMHOT'0 KPOBOTOKA IMTOCPEACTBOM KITyOOUKOBOM (DUIBTpAIIAN

M aKTHBHOW KaHaIbLEBOM cekpeunu. [Ipm BHYTPUBEHHOM BBEJECHWHM TAaHUWKIOBHpPA Y
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MalMeHTOB C HOpPMalbHOW GyHKIHEH MoHeK 603&@&3:%_bE%:EEEJMEMEJ@Q;g%OFO

TFaHIMKJIOBUPA ONMPEAEIsIoch B Moue B TeueHue 24 dacos. [locne nmpuema BaaraHUUKIOBHpA
y MalHEeHTOB C HOpPMaJbHOU (DyHKIMEW MOYeK ero KOHIEHTpalus B IIa3Me KPOBH IOCIE
JOCTH)KCHHUS THKa YMEHbIIaIach C nepuoaoM mosyBeiBeneHuss ot 0,4 gaca mo 2,0 yacos, a
KOHLIEHTpAIMs TaHIIMKI0BUpa — yepe3 3,5—4,5 yaca.

IloueyHas HEAOCTATOYHOCTD

Hapymenue ¢yHKOMM TMMOYEK MPUBOJUIO K CHIDKCHUIO KIHpPEHCA TaHIUKIOBHUPA,
oOpasyromierocsi M3 BaJTAHIMKIOBUPA, C COOTBETCTBYIOIIMM YyBEIWYEHHEM Iepuoja
MOJIYBBIBEICHUS B TepMUHaIbHOH ¢aze. CiienoBaTesbHO, MallMeHTaM ¢ HapyluieHueM QyHKIIUU
o4eK TpeOyeTcst KoppeKius 1036l (cM. pasaensl 4.2 u 4.4).

®apMaKOKMHETHYECKHE MapaMeTpbl TaHIMKIOBUpA MOCJIE OJAHOKPATHOTO MEPOPAIHLHOTO
NPUMEHEHHS BaJraHIMKIOBUpa B 03¢ 900 Mr y NAlMEeHTOB C Pa3IUYHBIMH CTEMEHSIMU

HapyleHuil GyHKIINU TOYEK MPECTABICHBI HIKE B Tabiuie 5.

Tabmuua 5
Pacuernsiii knupenc | Cpennuit Cpenusss AUC (ot to | Cpenauit 1(50)2 (i
KpeaTuHUHA KaKYIUHCS hi(s) MOCJEeAHEN | MOTYBBIBECHUS
(Mu1/MuH) KJIMpeHC (MJI/MHH) * | onpeaenseMoi (dacer) = CO
CO* KOHIICHTPAI[UH )
(AUC last)
(mMxr*u/mn) £ CO
51-70 249 + 99 50.5+23 49+14
21-50 136 + 64 100 + 54 10.2 +4.4
11-20 45+ 11 252 + 64 21.8+5.2
<10 12.8 £8 407 + 83 68.1 + 35

* CO — cTaHgapTHOE OTKJIOHEHUE

HaHI/IeHTBI, HaxoaAmuecs Ha reMoJuaIn3¢e

lannukinoBup OBICTPO BBIBOAUTCS TpH Temoauanusze. JlaHHbIE, TOJNYy4YEeHHBIE B XOJe
NpPOBEJACHUS TeMOJuain3a MO NPEpPhIBUCTOM CXeMe€ y [MAalMeHTOB, MOJy4YaBIIUX
BAJITAHIIUKIIOBUD, OMNPEENSIOT pacueTHb kiupeHc 138 mu/mun += 9,1 % wu mepuon
nojypacrajaa Bo BpeMs auanusa 3,47 yaca. B xoze 3-x yacoBoro ceaHnca auain3a BEIBOJUTCS
55 % ¢pakuuu raHIUKIOBUPA.

[TamueHThI Co CTa0MIBHO d)VHKHI/IOHI/IDVIOUJI/IM TpaHCIJIaHTATOM INCYCHU

®apMaKOKMHETUKY TaHIUKIOBHpPa, OOpa3yloIerocs W3 BalIraHIUMKIOBHpA, H3y4ald Y
MalHUEeHTOB CO CTaOUJIbHO (DYHKIMOHUPYIOUIUM TPAaHCIJIAHTATOM Ne4YeHH. buoaocTymHOCTh
TaHIUKIOBUPA, 00Pa3yIOIIEerocs U3 BAITAaHIIMKIOBUPA (MIpU OJHOKPATHOM IpUEMeE Mpernapara

B no3e 900 mr mocne exawl), coctaBuia npumepHo 60 %. AUCo.24 ranuukioBupa Oblia
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o 10 (B A HOCTS G027
CONOCTaBMMa C TaKOBOM IOCJE BHYTPUBEHHDIO BBGHQHI/I‘H‘_]&%IHIEKHBQMIB 'IL-BS'CIJS'MHKF

nmangueHTam, NCPCHECIINUM MECPCCaAAKYy INCUCHU.

IleueHouHas HEAOCTATOYHOCTD

VY nmaunueHToB ¢ HapyuieHHeM (YHKIUU MeYeHHU, MOTYy4YalolluX FaHIUKIOBUD, UCCIEA0BaHUS
bapMaKOKUHETHKH U MOMYISAUUOHHON papMaKOKMHETUKH HE TPOBOAMINCE.

[lanuMeHTsl ¢ MYKOBUCIIMI030M

B xone (apMakOKHHETHYECKOTO HCCIENOBAaHUSA OBUIO BBISBICHO, YTO MYKOBHCIIHIO3 HE
OKa3bIBaJl CTATHYECKU 3HAYMMOTO BIIMSIHHS Ha OOIIYIO CPEIHIOI0 CHCTEMHYIO 3KCIIO3UIUIO
ranukiaoBupa (B mo3e 900 Mr B CyTKH) y PEUMIHMEHTOB TpaHciianTata jerkux (N=31).
OKCHO3UIMsl TaHIUKIOBUpA y PEIUIHEHTOB TPAHCILUIAHTATa JIETKUX ObLIa CONMOCTaBUMA C
TaKOBOH, siBisttonieiics s dextuBHoit npu tepanuu UMB-unpekun y Apyrux penunueHToB
TPAHCIUIAHTATA COJIMJIHBIX OPTraHOB.

JIn1iia moXXuUaoro Bo3pacra

VYV nauumeHToB crapumie 65 neT ucciaenoBaHus (papMaKOKMHETUKH BalFaHUMKIOBUpA WIH
TaHIIMKJIOBUPA HE MPOBOAMWIOCh. OIHAKO YYHUTHIBAs TO, YTO BAJTAHLUHUKIOBHUD SBISIETCA
MPOJIEKAPCTBOM TaHIUMKIOBUPA (KOTOPBIH BBIBOJUTCS B OCHOBHOM IIOYKaMH), a TaKKe
CKOPOCTh NOYEYHOI'0 KJIMPEHCA CHUXKAETCS BO3PACTOM, TO Y MAIlMEHTOB MOXKHUJIOTO BO3pacTa
MOHO OKHJAaTh CHIDKCHHE OOINEero IOYEYHOro KIHMPEeHCAa U YUIMHEHUE TepHoja
HIOJTyBBIBEJICHHSI TAaHIIMKJIOBUPaA (CM. pasznen 4.2).

5.3. /lanHbIEe JOKJIHHHYECKOH 0e30IacHOCTH

BanraHuukiaoBUp W TaHIMKIOBUP OKa3bIBAIM MYTareHHOE ACHCTBHE B KJIETKAaX JIUMQOMBI
MBIIIIEH M KIACTOTEHHBIM A()PEeKT B KIETKaX MIIEKOMUTAIONINX, YTO COOTHOCHUTCS C
MOJIOKUTEIbHBIMU PE3yJIbTaTAMHU UCCIIEOBAHUN KAHIIEPOTEHHOCTH TaHIIUKIOBUPA y MBITIEH.
["aHUMKITOBUD SABISIETCS MOTEHIIMATbHBIM KAHIIEPOTE€HOM.

VY XKUBOTHBIX TaHIIMKJIOBUP HapymIiaeT GepTUILHOCTh U OKa3bIBaeT TepaToreHHbld 3 dekt. C
YYETOM HCCIEAOBAHUHN Yy KUBOTHBIX, Y KOTOPBIX CHCTEMHOE BO3JCHCTBHUE TAHIIMKIOBHPA B
KOHIICHTPAIUAX HIKE TEpPaneBTHYECKUX BBI3BIBAIO aCIEPMHUI0, BEChbMa BEPOATHO, YTO
TaHIMKJIOBUP U BAJITaHUUKIOBUP MOTYT BbI3BIBATh BPEMEHHOE WJIM MOCTOSIHHOE YIHETEHHUE
CIIEpMaTOreHEe3a Y YEJIOBEKA.

['aHIIUKIOBUP  OKa3plBAJl  TEPATOTEHHOE JEWCTBME y KUBOTHBIX. HMccienoBaHus
PENpOTyKTUBHON TOKCHYHOCTH BAJITAHIIMKIIOBHPA HE MPOBOAMINCH, TaK KaK BaJTaHIIMKIOBH]
OBICTPO W B 3HAYHUTENBHON CTENEHU MpPEBpaIlaeTcs B TaHIUKIOBUDP. PempoaykTuBHas
TOKCHUYHOCTH SIBIIIETCA OAUHAKOBOM JJIsl TAHUIUKIOBHUPA U JJ1s1 BAJITAHIIMKIIOBUPA (CM. pa3aesbl

4.2,4.4 1 4.6).
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6. DPAPMAIIEBTHYECKHUE CBOVMCTBA (NOCNEOOBATENEHOCTE 0002)

6.1. IlepeyeHb BCIOMOraTe/IbHbIX BelIECTB

S npo tabieTku

[emrono3a mukpokpuctanyeckas (tum 102)
Kpocnosugon XL-10

[ToBumon K-30

CreapunoBas kucinora 90—18

Kpemuust 1MOKCH KOJITTOUAHBIN

IInenoynas 000j04YKa

I'unpomennosa

Turana quokcuy

[Tomma THIIEHTIINKOb

Kpacutens xene3a okcu KpacHbIN

[Tonucopbat 80

6.2. HecoBMeCcTHMOCTDH

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHUs1)

2 rona.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHUTh B OPUTMHAIBHOHN yIIaKOBKE IPOU3BOANUTENS (KOHTYpHAs SYeHKOBas yIakoBKa MU OaHKa
B IIauKe) NMpH TemnepaType He Bbimie 25 °C.

6.5. Xapakrep u coaepxaHue NEPBHYHOH YIAKOBKH

ITo 10 TabGneToK B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY U3 TIEHKH MTOJUBUHWIXJIOPUIHON U (HOJIBIU
AQITFOMUHHMEBOM I€YaTHOM.

ITo 30, 60 nmu 90 TabneTok B 0aHKY MOJUMEPHYIO U3 MOJIMATUIIEHA HU3KOTO JTABJICHUS C KPBIIITKON
HATSATUBAaEMON C KOHTPOJIEM MEPBOTO BCKPHITHS MM OaHKY MOJIMMEPHYI0 U3 MOJUATUIIEHA
BBICOKOTO [JaBJICHUSI C 3aBUHUYMBAIOIIENCS KpbILKOH. CBOOOJHOE MPOCTPAHCTBO 3aNOJIHAIOT
BaTOM MeaunMHCKONW. Ha GaHKM HakJIenBaroTCA 3TUKETKU U3 OyMaru STUKETOYHOM MU MUCYeH,
WIH U3 NTOJIMMEPHBIX MaT€pUAJIOB, CAMOKJIIESIIIECS.

B Oanke c 3aBUHUYMBAIOMIEHCS KPBIMIKOM TOPJBIIIKO (DJJakOHa TEePMETHYHO 3aKpPbIBAIOT
IIOMUHUEBON (OJIBTOM € MOTMMEPHBIM MTOKPHITHEM.

[To 3, 6 unu 9 KOHTYPHBIX SIUEHKOBBIX YMAKOBOK WJIM MO 1 GaHKe BMeCTE C MHCTPYKIHMEH IO
MEIUIIMHCKOMY MPUMEHEHHUIO (JIMCTKOM-BKJIABIIIEM) MMOMEIIAIOT B MAYKy M3 KapToHA JIJIs
noTpeOuTenscKko Tapbl. Ha mauky MOXeT HakJIeuBaTbCcsd CaMOKJIEAIIAsACS OSTHUKETKa C

MapKI/IpOBKOﬁ. ITauku moMemaroT B TpPYHIIOBYIO YIIaKOBKY.
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66. Ocobme wep  mpenocropomnocrh I GRRERREBMNEHR6AS Mkoro

JIEKAPCTBEHHOI0 mpemapara WIH OTXOA0B, IOJYYEHHBIX [OCJe TPUMEHEHUs
JIEKAPCTBEHHOI'0 Npenapara, u Apyrue MAaHUNMyJIsIUU ¢ IPenapaTom

[Tomamanue JieKapCTBEHHOTO IMpernapaTra B OKPYKAIOLIYI Cpedy AOHKHO OBITh CBEICHO K
MuHUMyMy. He cienyer yTunusumpoBaTh Ipenapar ¢ MOMOINBK) CTOYHBIX BOJ WM BMECTE C
OBITOBBIMH OTXOJaMH. Becbh OCTaBIIMIICS JIEKApCTBEHHBIM Mpenapar M OTXOJbl CleayeT
YHUUYTOXUTh B COOTBETCTBHM C YCTAHOBJIEHHBIMH HAIIMOHAJIBHBIM 3aKOHOJATEIbCTBOM

TpeOOBAHUSIMU.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanys

000 «®apmacunTe3-TrOMEHBY

625059, r. Tromens, 7-oit kM BenuxaHckoro Tpakra, 1. 2

Ten.: +7 (3452) 69-45-10

Anpec snekTpoHHOM nouThl: info-pst@pharmasyntez.com

7.1. IlpeacTaBUTENb A€PsKATE/Is] PETHCTPALMOHHOTO Y10CTOBEPEHUsI

IIpereH3uu HOTDC6HT€JI€I>1 HAIpaBJATH I10 aApECy.

Poccuiickasa ®@eoepayus

000 «®apmacunTe3-TOMEHBY

625059, r. Tromens, 7-oit kM BenuxaHckoro Tpakra, 1. 2
Ten.: 8-800-100-15-50

Anpec snekTpoHHOM mouThl: info-pst@pharmasyntez.com

Pecnybnuxa benapyco

TOO «Adalan»

220131, r. MuHck, ya. ['amapruka 30/395
Mo0. Ten. (24 gaca): +3 752 955-12-510
Anpec 3neKTpoHHOM mouThl: pv(@adalan.kz

Pecnybnuxa Kazaxcman

TOO «Adalany»

050057, r. Anmatsl, yin. Tumupsizesa, 42, mas. 23, od. 202
Tem: +(727)-269-54-59, +(727)-269-54-18

Mo0. Ten. (24 yaca): +7 (701)-217-24-57

Anpec 3iekTpoHHOM mouThl: pv@adalan.kz; b.satova@adalan.kz

Kuipavisckas Pecnyonuxa

TOO «Adalan»
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720016, r. Bumkex, ¢. Opro-Caii, y1. Umananngsa, . 521/ UCTIEACBATENBHOCTE 0002)

Mob0. Ten. (24 gaca): +996-555-262-680

Anpec 3neKTpoHHOM mouThl: pv(@adalan.kz
Pecnyonuxa Apmernus

TOO «Registrarius»

0088, r. EpeBan, coobmectBo Baaruu, yn. Pazman 13
Ten: +374-96-30-30-00

Mo0. Ten. (24 gaca): +7-701-746-04-21

Anpec aiekTponHo# mouTsl: iInfo@reqgistrarius.org

8. HOMEP PETUCTPALIMOHHOI'O YIOCTOBEPEHUA

9. IATA TEPBUYHON PETMCTPALMU (IIOATBEPKJIEHHUSI PETMCTPALIUM,
MEPEPETACTPAIIAN)

JlaTa nepBUYHON PEruCTpaALMHU:

10. JATA IIEPECMOTPA TEKCTA

OOmas xapakTepuCTHKa JIEKapCTBEHHOro mnpenapara BanranmukinoBup-OC goctynHa Ha
uH(pOPMallMOHHOM TmopTaje EBpasuiickoro »KOHOMHYECKOTO COr03a B HH(MOPMALMOHHO-

KOMMYHHKaIIMOHHOM cetn «HTepHe™» http://eec.eaeunion.org/
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