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OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 7003

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IPEITAPATA

BanranmukinoBup-2a8anci, 450 mr, TaOJIETKH, TOKPHITHIE TNICHOYHOW 000JI0YKOM

2. KAUECTBEHHBIW U KOJIMYECTBEHHBIN COCTAB

JleficTBy1o1I€€ BEIECTBO: BAITaHIMKIOBAPA THIPOXIIOPUL

Kaxnas TabneTka, MOKpBITas IUICHOYHOM 000J0YKOW, conepkut 450 Mr BajraHIIMKIOBHpA
(B BHJIe BAJITAHIIMKJIOBHPA THAPOXJIOpHAa). BcrmomoraTenbHbIC BEMIECTBA, HATMYHUE KOTOPBHIX HAJIO
YUUTBIBaTh B COCTaBE JIEKAPCTBEHHOTO Mpenapara: JEHUTHUH COeBbIH (cM. pa3zaensl 4.3. u 4.4.)

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEJICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE TNIEHOYHOH 000I0YKOM.

BanranuuknoBup-2Oasanc, 450 Mr, TaOJIETKU, TOKPHITHIE TIICHOUYHON 000JI0YKOM

OBasibHbIC JBOSIKOBBINTYKJIbIE TAONETKU, MOKPHITHIE IICHOYHOW O00O0JIOUKOW CBETIO-PO30BOTO

uBsera. Ha IMOIICPCUYHOM PA3pPE3€ AAPO 0eJI0ro M IMOYTH OEI0TO OBCTA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

[Tpenapat BanranuukiaoBup-3aBaHCA MOKa3aH K NPUMEHEHHUIO y B3pOCIbIX crapiie 18 et mmis
nedeHuss [IMB-perunuta y nanuentoB co CIIMlom. Ilpemapar BanranmuknoBup-OaBaHch
NOKa3aH K IPUMEHEHHUIO Y B3pOCIbIX U eTeil crapie 16 et u3 rpynimsl pucka st popHIaKTHKH

[IMB-undexuuu nocie TpaHCIUIAHTALUU COJIUIHBIX OPTraHOB.

4.2 Pe:xxum 103MPOBAaHUSA M CIIOCO0 NMPUMEHEHHS
Bo wus0exxanue mnepero3upoBKM HEOOXOJUMMO CTPOro COOMIOAATh PEKOMEHIALUMH IO PEKUMY

JIO3UPOBAHUSL.

PexxuM no3upoBanus

Bspocnvie

Tepanus LIMB-pemunuma

Hnoykyuonnas mepanus LIMB-pemunuma
V naimeHToB ¢ akTuBHBIM [IMB-peTHUTOM pekoMeH10BaHHAas! 033 BAJITAHIIMKJIOBUPA COCTABIISIET

900 mr (2 Tabnerku o 450 mr) 2 paza B cyTku B TedeHue 21 nust. JmTenbHas MHIYKIIMOHHAS TepartHs
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TIOBBIIIAET PHCK MUETOTOKCUYHOCTH (CM. paszen §.4). (NOCNEOOBATENBHOCTL 0003

Tloooepoicusarowas mepanus LIMB-pemunuma

[locrie mpoBeaeHHs Kypca WMHIAYKIMOHHOW TEpalud WIM Yy MALUEHTOB C HeakThBHbIM [[MB-
PETHHUTOM peKOMeH0BaHHasl J103a coctarisieT 900 mr (2 Tabnerku o 450 mr) 1 pa3 B cyrku. Ecim
TEUEHHUE PETHHUTA YXYIIIACTCs, KypC MHIYKIIMOHHOMN Tepary MOKHO MOBTOPUTH (cM. pazzaen 4.2).

JMUTEeNBHOCTD NOIEP>KUBAOIIEH TEPAITUU T0JKHA ONPEIEIATHCA UHIAUBUTYAJIbHO.

Hpodunaxmuxa LIMB-unpexyuu nocie mpaucnianmauui COITUOHBIX OP2AHO8

[lanyentam, TepeHeCIIMM  TPAHCIUIAHTALMIO  MOYKY,  HEOOXOIUMO  HayaTh  TEpamuio
BaJIFAHIIUKIIOBUPOM B TedeHue nepBbix 10 qHEl mocie TpadciianTamy B 103¢ 900 mr (2 tabnerku
110 450 mr) 1 pa3 B cyTku 1 ipoosmKaTh Tepanuto 10 200-ro THs TOCTTPaHCIUIaHTallMOHHOT O IEPUO/IA.
[Tanpenram, nepeHecHIMM TPAHCIUIAHTALUIO Opy2ux COAUOHBIX Op2aHo8, HEOOXOAWMO HadaTb
TEpaIuio BaIraHIIMKJIOBUPOM B TeueHHE mepBbiX 10 aHel mocie TpaHcmuianTamuu B go3e 900 mr (2
tabnetku mo 450 wmr) 1 pa3 B Cyrku © mOpofomkarte Tepamuto A0 100-ro  jmHS

IMOCTTPAHCINIAHTAIIMOHHOI'O IICPprUOJa.

ety
Tepanus [[MB-pemunuma
[TpoTrBOMOKa3aHO NMPUMEHATH TAOJETKH BAJITaHIMKIOBHpA Yy AeTell 1o 18 jeT ¢ 1enbio Tepanuu
[IMB-petunnunTa, Tak Kak 3(pPEeKTUBHOCTH U 0€30MaCHOCTh NPUMEHEHHUS BaJITAaHLIMKIIOBUpA Y JTaHHOU
BO3PAcTHOM IPYIIIbI 10 JAHHOMY ITOKa3aHUIO HE YCTaHOBJICHA.
Ipoghunaxmuxa [{MB-ungexyuu nocie mpancnianmayuy CONUOHbIX OP2aHO8
Pexxum nosupoBanus y nereld B Bozpacte ¢ 16 10 18 sier He oTimMyaeTcs OT pekuma JO3UPOBaHUA y
B3pOCIBIX (cM. pazaen 4.2). TabneTkn BaJraHIMKIOBUPA MPOTHUBOIOKA3aHO NMPUMEHSTh y JEeTel U
MOJIPOCTKOB 0 16 JieT ¢ renbio npoduiaktiku [IMB-uHbekimm mocne TpaHCIuIaHTaluy COMUIHBIX
OpraHoB, TaK Kak 3((eKTHBHOCT, M 0€30MaCHOCTh IMPUMEHEHHs BAITAHIMKIOBHpA Y JAaHHOU

B03paCTHOI71 Ipymibl HC YCTAHOBJICHA.

Oco0ble rpyIIbl HAIIMEHTOB

HauueHmbz NOJ#CUNI020 603pacma

S(I)(bCKTI/IBHOCTB 1 0e30IacCHOCTh B JTaHHOM onmyJsiaruy ManueHTOB HEC YCTAHOBJICHBI. Knuangeckue
HCCIICAOBAHMS Y MMAaIUCHTOB B BO3PACTC >65 neT He MIPOBOJUIIUCEH. HOCKOJ'IBKy MMOYCUHBII KJIIUPECHC C
BO3pPaCTOM CHIKACTCHA, MAIMECHTAM ITOKHUJIOT0 BO3pacCTa BaJIFaHIUKIIOBUP CICAYCT Ha3HA4YaTh CTPOTO

¢ ydeToM mokazareneit pyHkipm moyek (cM. Hrike Tabmuiy 1 u pazaen 5.2).
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Tayuenmyl ¢ Hapyuienuem QYHKYUU nouex (NOCNEOCBATENEHOCTE 0003)

Heo0xoaumo npoBoAUTH TIIATEBHBINA KOHTPOJIb KOHIICHTPALMU KPEaTUHUHA B CBIBOPOTKE KPOBH HITH
pacyeTHOro KIMpeHca KpeaTuHuHa. Koppekimio 1036l y B3pOCIBIX MAIlMEHTOB IPOBOISAT B
3aBUCHMOCTH OT KJIMPEHCAa KpeaTHMHUHA, KaK 3TO MOKa3aHO B Talnuie 2, MpeACTaBICHHON HUXKe
(cM. paspensl 5.2 u 4.4). PacueTHbI KIMPEHC KpEaTWHWHA BBIYUCIISETCS B 3aBUCHMOCTH OT
KOHIICHTPAIIUH KPEaTUHIHA B CHIBOPOTKE KPOBH 10 CIETyIOMIeH hopmyre:

ona myxcuun = (140 - Bospact [ner]) x (macca Tena [kr])/(72) x (0,011 X koHIIEHTpaIWs KpeaTUHIHA B
CBIBOPOTKE KPOBU [ MKMOJIB/J)

ons ocenwyur = 0,85 X 1oKazarenb A1 My>KUHMH.

Tabmmua 1. Pexxum 103upoBaHus IPH MOYSYHONW HEIOCTATOYHOCTH

Kimmpenc kpearnnuna Jlo3a 1t THIYKIIMOHHOM Jlo3a [u1s moiepKuBaroILen
(Mi1/MHH) TepaIiH Tepanuu/mpoOUIaKTUKA
> 60 900 mr 2 paza B CyTKH 900 mr 1 pa3 B cyTkn
40-59 450 mr 2 pa3a B CyTKH 450 mr 1 pa3 B cyTkn
25-39 450 mr 1 pa3 B CyTKu 450 mMr xaxxaele 2 qHA
10-24 450 mr kaxxaple 2 THA 450 mr 2 pa3a B HEJIEIIO
<10 IIPOTHBOIIOKA3aHO IIPOTHBOIIOKA3aHO

Tlayuenmul ¢ napywenuem QyHkyuu nevyenu

O dhexkTHBHOCTH U 0€30MaCHOCTh HE YCTaHOBJIEHBI (CM. pa3zen 5.2).

Hayuenmor ¢ msdicenoi  netikoneHuetl, HeumponeHuell, axemuell,  MpoMOOYUMoneHuet,
naHyumoneHuer

[lepen HauvamoM Tepanuu cM. paszfen 4.4. Y NanUeHTOB, MOMYYAIOUMX BaJTaHIMKIOBUD (U
TaHIUKIIOBUD), OTMEYANCh  CIyd4al  TSDKEJOW  JIHKONEeHWH, HEHUTPONEeHWH,  aHEMMH,
TPOMOOIIUTONEHUH, TTAHIIUTONIEHUH, HEJJOCTATOYHOCTH KOCTHOTO MO3Ta M arjlacTUYeCKOM aHeMMUH.
Jleuenwue He ciemyeT HAYMHATH, €ClIM a0COMIOTHOE Yrciio HelTpodminoB menbiie S00 kieTok B 1 MK
WK 4uciio TpoMoormToB MeHble 25000 keTok B 1 MKII, a Takke B Cilydae, €CiId FeMOTTIOOMH HUXKe

80 1/71 (cM. paznen 4.8).

Tayuenmul, nHaxooawuecs Ha cemoouanuse
VY nmanMeHToB, HaXOSAIMIMXCS HAa TeMoJuain3e (KiupeHe KpeaTuHuHa < 10 MiI/MHH), peKOMEeHIaluu
M0 JIO3UPOBAHUIO BAITAHIMKIIOBUPA OTCYTCTBYIOT. TaONeTKH BaJTaHLIMKIOBHpa HE CIEIyeT

NPUMEHSTh y TAaKUX MAIMEHTOB (CM. paszensl 4.4. 1 5.2.).

eTu
Tepanusa [[MB-pemunuma
[TpoTuBOIOKa3aHO MPUMEHSTH TAOJIETKH BAITAHIMKIOBUpPA Yy JeTei 10 18 jer ¢ uenbio Tepamnuu
LIMB-petununTa, Tak Kak 3(HeKTUBHOCTh U O€30I1aCHOCTh MPUMEHEHHSI BAJITaHIIUKIIOBHPA y JaHHOU

BO3pPAcTHOM I'PYIIIbI 110 JAHHOMY ITOKa3aHUIO HE YCTAHOBJICHA.
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Mpodunaxmuxa IMB-ungexyuu nocne mpancnagumayud thionbopattos' EHOC TS 0003)

Pexxum nosupoBanus y aereil B Bo3pacte ¢ 16 1o 18 seT He oTiaryaeTcst OT pekuma J03UPOBaHUs y
B3pocCibIX (cM. pazaen 4.2). TabneTky BaraHIMKIOBUPA MPOTUBOIIOKA3aHO MPUMEHSTh y JETe U
HOZIPOCTKOB 710 16 set ¢ nenbio npodunakTuky [IMB-nHbexnmm nocne TpaHCIUIAaHTAIMN COTUTHBIX
OpraHoB, TaK Kak 3(QQEKTUBHOCTh W OE30IACHOCTh NMPHMEHEHHs BAITAHIMKIOBUpA Yy IaHHON

BO3pPAcTHOM I'PYIIIbl HE YCTAaHOBJICHA.

Crnioco0 nmpuMeHeHust

[Ipenapar BanranuukioBup-2aBaHC claeayeT MPUHUMATh BHYTPh BO BpeMs enbl (CM. pas3jaen

5.2).

Mepul npedocmoposicHocmu, npuHuMaemvle nepeo npumMeHeHueM npenapama uiy npu 00paujeHul ¢
HUM

TabneTku Henb3s pa3IaMblBaThb WM pa3Mmenbyarh. [IOCKONIBKY BalTaHIUKIOBHP MOTEHIMAIBLHO
TEpaTOreHEH U KaHIIEPOTeHEH JJIs YelIoBeKa, He0OXOMMO COOII0AAaTh OCTOPOXKHOCTD, €CIIM TabJIeTKa
pasznommiace (cMm. pazaen 4.4). Cnemyer u30eratb NPSMOrO KOHTaKTa Pa3IOMUBIICHCS WA
pa3MeNbueHHOM TaOIeTKN C KOYKeW M CIIM3UCTHIMU 000JI0YKaMH. B cirydasx Takoro KOHTaKTa Hy>KHO
TIIATEIHHO MPOMBITH 3TO MECTO BOJIOW C MBLIOM, TIPH TMOMAJAHUH B 171232 - UX TIIATEIHHO MPOMBIBAIOT
CTEPUIIBHOU BOJIOH, a IIPH €€ OTCYTCTBUU - IIPOCTON BOAOM.

4.3 IIpoTuBoNoOKa3aHus

['MnepuyBCTBUTENILHOCTD K BAJITAHIIMKIIOBUPY, FTAHIUKIOBUPY WM K JIFOOOMY K3 BCIIOMOTaTElIbHBIX
BEILIECTB, MEPEUNUCIIEHHBIX B pasnene 6.1., apaxucy uimm coe. llepron rpyqHOro BcKapMIIMBaHMS
(cm. paznen 4.6).

4.4 OcoOble yka3aHusl U Mepbl MPeJI0CTOPOKHOCTH NMPHU NPHUMeHeHUH

HCDGKDCCTH&?I TUNICPYYBCTBUTCIIbHOCTD

M3-3a cXOQHOr0 XMMHYECKOTO CTPOEHMs TaHIUKIIOBUPA, Aal[UKJIOBUPA U BAIALMKIOBUPA BO3MOYKHBI
pEaKIMU TEePEeKPEeCTHOM THUMEepYyBCTBUTEIBHOCTH K OSTUM npenaparam. Cremyer coOmoaath
OCTOpPOKHOCTh TIPY HA3HAYCHWM BAJITAHIMKIIOBHpA NAMEHTAM C THUIEPYyBCTBUTEIBHOCTBIO K
alMKJIOBUPY, TEHIMKIOBUPY WIM UX HpoJeKapcTBaM (BaJalUKIOBHPY M (DaMIMKIOBUDY,
COOTBETCTBEHHO) B aHAMHE3E.

MyTareHHOCTh, TEPATOreHHOCTh, KAHIIEPOI€HHOCTb, d)eDTI/IJ'IBHOCTL W KOHTPALCIIIIMA

B skcneprMeHTax Ha KUBOTHBIX OBLJIO BBISBJICHO MYyTareéHHOE, TEPaTOT€HHOE M KaHIIEPOT€HHOE
JeWCTBHE, a TAK)KE HETAaTUBHOE BIMSHHUE TAHIMKIIOBHUPA HA (PepTUIILHOCTD. BanranimkioBup cienyer
CUMTATh INOTEHIUAIBHBIM TEPAaTOr€HOM M KaHLEPOT€HOM MJIsl YEJIOBEKAa, NPUMEHEHHE KOTOPOro
MOYET BBI3bIBATH BPOKAECHHBIE IOPOKU Pa3BUTHA U pak. Ilepen Havuanom eueHns BaIraHIMKIOBUPOM

MAlMeHTOB CJeayeT NMPOMH(YOPMHUPOBATh O CHOCOOAX KOHTPALCMIMU M BO3MOXKHBIX PHCKaX JUIs
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wiona. Kpome Toro, BajiraHIMKIOBUP MOXKET BpEMEHHO Wit Q&@E&%%“&%M ':;:Ee'plgléi':b:!rlems

y yenoBeka (cM. pazzensl 4.2, 4.6, 4.8 u 5.3).

Bo BpCMs JICUCHUSA U B TCUCHUC MUHUMYM 30 I[Heﬁ ITOCJIC OKOHYAHUS JICUCHUS BAJITAHIIUKIIOBUPOM
JKCHIIUHAM C PETPOYKTUBHBIM TOTCHIIMAJIOM CIIEyeT PEKOMEH/IOBaTh MCIIONB30BaTh HAIC)KHBIC
METOIbI KOHTpalenui. Bo BpeMst jiedeHus 1 B TedeHHe MUHUMYM 90 JHEH 1mocie ero OKOHYaHUs
MYXYMHAM, BEIyIIMM TIOJIOBYIO KHM3Hb, PEKOMEHIYETCSl UCIONb30BaTh OapbepHBId METOJ
KOHTpALICMIINK, 32 MCKIIOYEHHEM CIIy4aeB OTCYTCTBUSI PHCKa BO3HMKHOBEHHS OEPEMEHHOCTH Y

napTHepIm (cM. pazzen 4.6).

Muenocyipeccus

JlmtenbHas MHIYKIMOHHAS TEpanus BAJITAHIMKIOBHPOM ITOBBIMIACT PUCK MHEIOTOKCHYHOCTH.
BanranimkioBup ciemyeT MNPUMEHSTh C OCTOPOXKHOCTHIO Y TAIMEHTOB C T'eMaTOJIOTHYECKOM
nuTorneHred (B TOM 4YMCIE TPpU HAIMYUM TeMaTOJOTMYECKOM IMTONEHHWH, BBI3BAHHOM
JIEKApCTBEHHBIMU CPEJICTBAMH B aHAMHE3E), & TAKXKE Y MAIEHTOB, MOIYYAIOIIHX JTyYeBYIO TEPATIHIO
(cM. paznen 4.2). B xozne jiedeHus: peKOMEHIYETCsl PETYJISIPHO MPOBOAUTH KOHTPOJb Pa3BEPHYTOM
dbopmMynbl KpOBM W TpOMOOIIMTOB Yy BceX marueHToB. [lammentam ¢ Tsokenod JeWKOINEeHHEH,
HEUTpoIreHnel, aHeMHel W/UITM TPOMOOIMTONIEHUEH PEeKOMEHAYeTCsl Ha3Ha4aTh TeMOIMOATUYECKUE
(axTopsl pocTa W/WIK TIpephIBaTh pueM mnpemnapara (cM. paszaenst 4.2 u 4.8). Tepanutio He crieayeT
Ha4MHAaTh, eclii abconmoTHoe yrcio HenTpodunoB (AUYH) cocrasisier < 500 kietok B 1 MKJI, UUCIIO

TpomboImTOB < 25000 B 1 MKI, uH ¢ ypoBHEeM remoriioorHa < 80 /i (cM. paznensi 4.2 u 4.8).

Hapyiienne d)VHKHI/II/I NOYCK

[Tanpentam ¢ MOYEYHOM HENOCTATOUHOCTBIO PEKOMEH/YETCSl YCUJIEHHBI KOHTPOJb Pa3BEPHYTOH
(bopMynbl KpPOBHM, MUHMMYM KaXIbli pa3 MpU MOCEIIEHUH TPAHCIUIAHTAIIMOHHON KJIMHHUKH.
[TaneHntam ¢ MOYEYHOM HENOCTATOUYHOCTHIO TpeOyeTcs KOPPEeKLHMs JI03bl C y4ETOM KIIMpeHca
KpeatuHuHa (cM. paszaen 4.2). [lanuentaM ¢ KIMpeHcoM KpeaTuHHHA MeHee 10 MiI/MHUH IpUMeHeHne
BAJIMAHIMKIIOBUPA ITPOTUBOIIOKA3AHO.

H‘DI/IMGHGHI/IG C APYIUMHU JICKAPCTBECHHBIMU CPEICTBAMU

[Ipy OmHOBpEMEHHOM TPUMEHEHWH TAaHIMKIOBAPA W HWMHIICHEMa/IIIACTaTUHA Yy TIAIIMEHTOB
oTMeuanuch cymoporu. Cremyer wu30eraTb OJHOBPEMEHHOTO MPUMEHEHHS BATAHIMKIOBUpPA H
MMHIICHEMA/IIWIACTATHHA B CITy4asiX, €CITU MOTEHIIMAIBHBIE IPEUMYIIIECTBA JICUSHHS HE MPEBBIIIAIOT
BO3MOXKHBIN pUCK (cM. pazzen 4.5). [lockonbKy Kak 3u0BYIUH, TaK U TAHIIUKJIOBUP MOTYT BBI3HIBATH
HEUTPONEHUIO M AHEMHIO, Y HEKOTOPBIX MAI[MEHTOB MOYKET OTMEYAThCS HENEPEHOCHMMOCTh IpHU
OJIHOBPEMEHHOM TpUEME BAITAHLIMKIOBUPA U 3UA0BYIMHA B MOJIHBIX 033X (cM. paszzen 4.5). B cesizu
C BO3MOJKHBIM TIOBBIIICHHEM IUIA3MEHHBIX KOHLIEHTPAUMK JWJAHO3MHA B  IPUCYTCTBUHU

TaHIUKIIOBHUPA, CICAYET TIHATCIIBHO Ha6J'IIO,I[aTB MaguEeHTOB HAa MPEAMET BOSHUKHOBCHUSA CUMIITOMOB
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OJIHOBPEMEHHO € JIPYIMMHM  I[pernaparaMy, OKa3bIBAIOIIMMHU  MHUEJIOCYIPECCUBHBIA WU
Heporokcnueckuii dpdext (cMm. pasnmen 4.5), MOXKET YCWIMBAaTh MX TOKCHYECKOE JCHCTBHE.
Kontponipyemoe — KIMHMYECKOE  KCCIICIOBAHHE  HCIONB30BAHWS — BAITAHIMKIOBHApA UL
npodunaktuku [[MB-uH(eKuMr He BKIHOYANIO MAlMEHTOB MOCJIE TPAHCIUIAHTALMK JIETKOTO M

KHUIIICYHHMKA, IIO3TOMY OIILIT IPUMCHCHUS IIPCIIapaTa y TAKUX MAIUCHTOB OT'PAHUYCH.

Pasmuuue B 6I/IOI[OCTVHHOCTI/I C INEPOpPAJIbHBIM I'AaHIIMKIIOBUPOM

buonocTynHoCTh TaHIMKIOBUpPA U3 TAOJETOK BalraHIMKIOBUpa B 10 pa3 HpeBbIIACT TaKOBYIO
KarcyJsl FaHUUKIOBUPA. ['aHIMKIOBUp HENb3s 3aMEHSTh Ha BAITAHIUKIOBUP B COOTHOLIEHUH 1:1.
[TarieHTOB, KOTOPBIX TIEPEBOMAT C KarCysl TaHIMKIOBHpA, CIEAyeT HH(POPMUPOBATH O PHCKE
NEePEIO3UPOBKH, €CIIM OHM OYIyT NMPHHUMATh OOJIbIIEe YHCIIO TAOJICTOK BAITAHIMKIOBHPA, YeM

pEeKOMEHT0BaHO (cM. pasnensl 4.2 u 4.9).

JIniia MoKuIoro Bo3pacra

TabneTku BAJIFAHIIUKIIOBUPA CIICAYCT IPUMCHATH C OCTOPOKHOCTBIO Y ITAITMCHTOB ITOKHUJIOT0 BO3pacCTa

(cMm. pazmenst 4.2 u 5.1).

BcnomorarenbHbIE BEIIECTBA

IIpenapar BanraHuukiIoBUp-DABaHCI COAEPKUT JIELUTHUH cOeBbli. [lammeHTam C MOBBIIEHHON
YYBCTBUTEJILHOCTBIO K apaxuCy WK COE HE ClielyeT MPUHUMATh JaHHbIM Ipenapar.
4.5 B3aumoaeiicTBHe ¢ [PYIMMHM JeKaPCTBEHHbIMH IpenapartaMH M [Jpyrue BHIbI

B3auMOAeliCTBHAL.

JIeKapCTBEHHBIE B3aMMOACHCTBHS BAITAHIIMKIIOBHPA

BanranimkioBup SBISETCS MPOJIEKAPCTBOM TaHIMKIIOBUPA, TIOATOMY OXKHIAIOTCS JIEKApPCTBEHHBIE
B3aUMO/ICHCTBYS, XapaKTEPHBIE [T TAHITUKIIOBUPA.

Hmunenem/yunacmamum: MEXTY JTAHHBIMU npernaparamu HEIb35 UCKITIOYHTH
(dbapMaKoIMHAMUYECKOTO B3auMoJelcTBus. [Ipu OJHOBpEMEHHOM MPUMEHEHHH TaHIWMKIOBHpa U
MMUTICHEMa/ IIJIACTaTUHA Y TIAIIMEHTOB OTMEYAINCh cyoporu. Ciemyer n3oerarb OTHOBPEMEHHOTO
MPUMEHEHNS BAJTAHIMKIOBHpA W WMUIICHEMA/IIUJIAaCTaTHHA B CIy4asx, €CIH MOTEHIAIbHBIE

NpEUMYIIECTBA JICUCHUS HE TIPEBBIIIAIOT BO3MOKHBINA PUCK (CM. pazaen 4.4).

[loTeHIMaILHEIC JIEKAPCTBEHHBIE B3AMMOACHCTBIS

YcuneHne — TOKCHYECKOTO  JICHCTBHSI — TaHIMKJIOBHPA/BAITAHIMKIOBAPA  BO3MOXKHO  IIPH
OJTHOBPEMEHHOM TIPUMEHEHHH C JPYTHMH TIpErapaTaMu, OKa3bIBAFOIIUMHA MUETIOCYIPECCUBHBIN HITH
HedpoTokcuuecknid dpdekt. K Takum mpenaparam OTHOCSTCS aHATOTH HYKJICO3HIOB (3UIOBYIUH,
TMIAHO3WH, CTaBYAWH), WMMYHOCYIIPECCAHThl (IMKJIOCIIOPHH, TaKPOIUMYC, MUKO(]eHomaTa

MoeTniT),  MPOTHBOOITYXOJIEBBIE  Mpemaparbl  (JOKCOPYOWIIMH,BHHOJIACTUH,  BHHKPHCTHH,
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THJIPOKCHMOYEBHHA), MPOTUBOWH(EKIINOHHBIE enapan,r| '@Mﬁ%ﬂﬂﬂbﬁa&ﬂﬁg “Jtatlcon,

amdoreputiud B, daymmTo3wH, TNEHTaMUAWH). YKa3aHHBIE Iperaparbl MOXHO TPUMEHSThH
OJTHOBPEMEHHO C BITAHIMKIOBUPOM TOJIBKO B TOM CIIydae, €CIIU 0KUIaeMast IT0JIb3a OT POBOAXMOTrO
JICUCHHMSI TIPEBBIIIACT BO3MOKHBIN PHUCK (CM. paszen 4.4).

3u008youH. ipu OTHOBPEMEHHOM ITPUMEHEHHH C TAaHIIMKIIOBUPOM BO3MOXKHO (papMaKoJMHAMHYECKOE
B3aumoieiicTBue. [10CKOIBbKY KaK 3UI0BY/IMH, TaK U TAaHIIMKIOBHP MOTYT BBI3bIBATH HEUTPOIICHUIO U
AQHEMUIO, Y HEKOTOPBIX IMAI[IEHTOB MOXKET OTMEUaThCs HENEPEHOCUMOCTh TPH OJHOBPEMEHHOM
npueMe BaJraHLIMKIOBHPA M 3UA0BY/AMHA B MOJHBIX /103aX (CM. pazzen 4.4).

Juoano3un: ObUIO BBISIBICHO CTOMKOE YBETMUEHUE KOHLEHTPAMU JUJAaHO3MHA B TUIa3Me MPU OJIHO-
BPEMCHHOM TPUMEHCHUH C TaHIUKIOBHPOM BHYTPHBEHHO. [IpM BHYTPMBCHHOM BBEIACHUH
raHykiiopupa B jgo3ax 5-10 mr/kr/cytku AUC nunmano3wHa yBenmuuuBaiack Ha 38-67 %, dro
MOATBEpkKAaeT hapMaKOKUHETHUECKOE B3aMMOJICHCTBUE JAHHBIX MPENapaToB MpU OJAHOBPEMEHHOM
NpUMEHEHUH. 3HAUYMMOrO BIMSHHUS Ha KOHIIGHTpAllMM TaHIMKIOBUpa HE OTMedanoch. OmHaKo
CIIe/TyeT TIIATEIBHO HAOIIOAATh MAMEHTOB Ha MPEAMET BOSHUKHOBEHHS CUMITTOMOB TOKCHUYECKOTO
JCUCTBHS JUIAHO3HMHA (HAIPUMED, MTAHKPEATUTa) TIPU MPHUMEHEHUH BAJITAHITUKIOBHPA (CM. pa3jien
4.4).

IIpobeneyuo: OAHOBPEMEHHBIM TMEpOpabHBIA NpUeM NpoOeHeIHIa MPUBOIUI K CTaTUCTHYECKU
3HAYMMOMY CHIDKEHHUIO TIOYEUHOro KimpeHca raHiukioBupa (20 %) W K yBEIMYCHHIO
MIPOAOIDKUTENBHOCTH ero fercTBus (40 %). D10 OOBACHSIETCS MEXaHM3MOM B3aUMOJICHCTBUS -
KOHKYpEHIIHEH 32 KaHAIBIEBYIO TIOYEUHYIO dKCKpeluto. [1aiieHTsl, MpUHUMAIOIIe OTHOBPEMEHHO
npoOeHEIT U BaJITAaHIUKIOBUD, JOJDKHBI HAXOMUTHCS TOJ TIIATENbHBIM HAOMIO/ICHHEM U3-3a
BO3MOXKHOT'O TOKCHYIECKOTO JICHCTBHS TAaHIIMKIIOBHPA.

4.6 ®epTUIBLHOCTH, 0EPEMEHHOCTD U JIAKTALMS

PepTUIBLHOCTD

B xome wuccrnenoBaHuil y KMBOTHBIX IIPUMEHEHHE TaHIMKIOBUpPA BbBI3BIBAIO HApYIIEHUE
deprwbHOCTH (CM. paszaen 5.3). Y manueHToB, MOMyJalouX BITAHIIUKIOBUD YISl MPO(UIaKTUKA
[IMB-undexunu Ha npotspkernn 200 HeH mocie TpaHCIUIAHTALMK TOYKH, OTMEYAIOCh YTHETEHUE
criepMaroreHe3a (IO CpaBHEHHIO C KOHTPOJBHOM TIpymiod, He mnonydaromeil jedenusi). [lo
NPOLLECTBUH NPUMEPHO O-TH MECSALIEB 110CIIE NPEKPALLEHUS TEPAIIUU CPEIHS ITIOTHOCTD CIIEPMBI Y
MPOJICUCHHBIX MAIMEHTOB ObLIAa COMOCTaBMMA C TAaKOBOH y KOHTPOJILHOM TIPYMIbI MAIlMEHTOB, HE
MOJTy4AOIMX Tepanuio. [Ipyu 3ToM y BCeX NMPOJIEYEHHBIX MAMEHTOB ¢ HOPMAIBHOM IIOTHOCTBIO
criepMbl 1y 8 U3 13 MalMEHTOB CO CHM)KEHHOM IUIOTHOCTBIO CIIEPMBI HA MCXOIHOM YPOBHE IIOCTIE
NPEKpalleHusl JICUEHHWsT OTMeuallach HOpMajbHas IUIOTHOCTh crepMmbl. [Ipu mocnemyromem
HaOJTI0/IEHNH B KOHTPOJIBHOM IPYIIIIE y BCEX MAMEHTOB ¢ HOPMAJIbHOW IJIOTHOCTBIO CIIEPMBI Uy 2 U3

4 IMalqMEHTOB CO CHIDKEHHOM IIJIOTHOCTBIO CIICPMBI HAa UCXOJHOM YPOBHE ITOCJIC ITPEKPAIICHUS JICUCHU A
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OTMEYa1aCh HOpMaJIbHas INIOTHOCTH CIICPMBI.

CMNEPTHOMY OTYETY

Konmpayenyus y myscuun u drcenuyun

Bo Bpems nedenus u B reueHre MUHUMYM 30 JHEH 1OCIIE OKOHYAHMS JIUEHUS! BAITAHIIMKIOBUPOM
JKEHILMHAM C PENpOLYKTHBHBIM IOTEHLMAJIOM CIIeyeT PEeKOMEH/I0BaTh HCIONb30BaTh HaJEKHBIC
MeTO/Ibl KOHTpauenuu. Bo Bpems jedeHus u B TeyeHue MUHUMYM 90 aHel mocie ero OKOHYaHus
MY)XYMHAM, BEIYIIUM TIOJIOBYIO JKHM3Hb, PEKOMEHIYeTCsl HCIONb30BaTh OapbepHBbI METOA
KOHTpALISMIINK, 32 MCKIIOYEHHEM CIIydaeB OTCYTCTBUSI PHCKa BO3HMKHOBEHHS OEPEMEHHOCTH Yy

napTHepim (cM. pazaensl 5.3 u 4.4).

bepeMeHHOCTh

be3onacHOCTh TpUMEHEHHsI BAJITaHIMKIOBUpA NpU OEPEMEHHOCTH Y 4YENIOBEKAa HE YCTAHOBJICHA.
OnHako TaHIMKIOBHP OBICTPO NPOHMKAET 4Yepe3 4eIOoBEUecKylo IutaneHty. IIpu GepemeHHOCTH
Ha3HAUCHUs! BAIMAaHLIMKIIOBUPA CIIEAYET U30€eraTh, 3a UCKIIOUEHUEM CIIy4aeB, KOT/ia MOTEHINATbHBIHN
HOJIOKUTENBHBIA A(PdeKT JeyeHust Uil MaTepd OMNpaBIbIBACT BO3MOXKHBIM PHCK [UIS IUIOAA.
JlononHuTENbHBIE UCCIIEIOBaHUS PEPOAYKTUBHON TOKCUYHOCTH BAJITAHIIUKIIOBUPA HE IPOBOIMIIUCH
BBHLy €r0 OBICTPOTO M 3HAYMTEIHLHOTO MPEBPAILICHHUS B TAHIIMKJIOBUP. B McCie10BaHMsX Y 5KUBOTHBIX
IIPUMEHEHHE TaHLMKJIOBHPA aCCOLMUPOBAIOCH C TEPATON€HHOCTBIO U TOKCHYHOCTBIO B OTHOLIEHUH
PENpOIYKTUBHOM cucTeMbl (M. pazaen 5.3). be3onacHOCTh NpUMEHEHHsT BAITAHIMKIOBUPA B XO/1€

POJIOB U POJIOPA3PEILICHHS HE H3yJallach.

JlakTarmst

Hccnenosanuii BIVSIHAS BAITaHIMKJIOBUPA U FAHIMKIIOBUPA HA TMIEPU- U MIOCTHATAILHOE Pa3BUTHE HE
IIPOBOAMJIOCH, TIPY TOM HENb3s MCKIIOUUTH BO3MOXKHOCTb BBIJIEJICHUS T'aHLMKIIOBUpA C IPYAHBIM
MOJIOKOM U Pa3BUTHSl CEPbE3HBIX MOOOYHBIX pEAKIM Yy TpyaHoro peOeHka. Pe3ynbTarsl
VICCIICIOBAHUH Y YEJIOBEKA OTCYTCTBYIOT, HO PE3YJIbTaThl UCCIIEIOBAHUN Y KUBOTHBIX ITOKa3bIBAIOT,
YTO TaHLMKIJIOBUP BBIBOJMUTCS C TPYIHBIM MOJIOKOM y KpbIC. B ciiydae HEOOX0IMMOCTH IPUMEHEHHS

npenapara B IIeproJ JIAKTAIIMK HE0OXOIMMO TIPEKPATUTh IPYIHOE BCKapMiIMBaHue (cM. paszen 4.3).

4.7 BausiHMe Ha CIOCOOHOCTH YNPABJATH TPAHCIOPTHBIMH CpeACTBAMH M padorarb ¢
MeXaHM3MaMH

[lpn neyeHnM BaJTaHUMKIOBUPOM W/WIIM TaHIMKIOBHPOM BO3MOXKHO BO3HMKHOBEHHE TaKHX
HE)KENATENIbHBIX PEaKM KaK CyIOPOId, FOJOBOKPYKEHUE U CIIyTAHHOCTb CO3HAHMs, YTO MOXKET
OTPULIATENILHO TOBIHSTH HA JEATENIbHOCTh, TPEOYIOUIYIO MOBBIIICHHON KOHIIEHTPAllud BHUMAHUS,
BKJIIOYasl yIIpaBJIeHUE TPAHCIIOPTHBIMU CPEJICTBaMH U paboTy ¢ MalllMHAMU ¥ MexaHn3MaMmu. B cBsizu
C 3THM B TIEPUO/] JICYECHHSI BAITAHIIMKIOBUPOM CIIETyeT COOMI0aTh OCTOPOKHOCTD TPH YIIPABICHUH
TPAHCHOPTHBIMHU CpPEJICTBAMH M paboTe ¢ MallMHAMU U MeXaHu3MaMH. [Ipy MOsBICHUN ONMCAHHBIX

HE)KeJIaTeIIbHBIX SBICHUI CJIICAYET BO3ACPKATHCA OT BBIIIOJIHCHUA YKA3aHHBIX BUIOB ACATCIIBHOCTH.
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4.8 HexxesnaTe/ibHbIe peakmum

CMNEPTHOMY OTYETY

Pesrome npoduiia 6e3omnacHocTH

BanranuuknoBup npeacrabisier co0oi MposeKkapcTBO raHIMKIOBHPA, KOTOPOE MOCIIE NEPOPaIbHOTO
npueMa ObICTPO MPEBPAILAETCs B TAHIIUKIOBUD, TOATOMY BCE M3BECTHBIC HEXemaTelbHbIe 3((HEKThI,
CBSI3aHHBIC C IPUEMOM TaHIMKIOBHPA, SIBISIFOTCA OXHMIAEMbIMHU JUIs BaJFaHUMKIOBUpA. Bce
HE)KeJIaTeNbHbIE PEAKIUHY, 3apETUCTPUPOBAHHBIE B KIIMHUUECKUX MCCIIEIOBAHUSIX BAJITAHIIMKIIOBUPA,
paHbIIe HAOIIOAAIMCh TIPH JICYUEHUN TaHIMKIOBUpOoM. HexenarenbHble peakiiuy, BOSHUKABILUE IIPU
MPUMEHEHUU TaHIIUKJIOBUPA WU BAITAHIMKIIOBUPA, BKJIFOUEHBI B TAOIHILY 3.

HanGonee ceppe3HbIMM M YaCTHIMU HEXEJATENbHBIMU PEAKIUAMH y TMAlUEHTOB, MOIYYaBIINX
BAJITAHIIUKJIOBUP/TAaHIIMKIIOBHD, SIBISIIOTCS HAPYIICHUS] CO CTOPOHBI KPOBH, B YacTHOCTH,
HEUTPOIIEHHs, aHEMUS ¥ TPOMOOLIUTOIICHUSL.

O6umii npoduns 0E30MacCHOCTH TAHIMKIIOBUPA/BAITAHIIMKIOBHPA COMNOCTaBUM B  IOMYJISIIMSX
MaIMEeHTOB nocie TpaHciantaiu U ¢ BUY. VckimtoueHne coCTaBisieT HEXeNaTellbHas peaKiys
«OTCIOMKa ceTyaTkuy», HaOmogaBIIasics TOAbKO y nanueHToB ¢ LIMB-petunurom. Tem He MmeHee,
UMEIOTCSl  pa3Muusi B 4YacTOTaX HEKOTOPbIX HEXKeNaTelnbHbIX peakuui. [IpumeHnenue
BaJIFaHLIMKIIOBUPA ACCOLIMUPOBAIIOCH C IMOBBIIEHHBIM PUCKOM JUAPEU 0 CPABHEHHIO C IPUMEHEHUEM
TaHUUKJIOBUPAa BHYTpMBEHHO. Jluxopanka, KaHAW#O3, JAENpeccus, TsDKENIash HEUTPOIEHUs
(abcomotHoe uucno HehTpoduinoB (AUH) < 500/mMKiT) M KOXKHBIE PEAKIMU Yallle OTMEUAINCh y
narienToB co CITlom. Hapymenue GyHKIuil moyek U meyeHu vaiie HaOII0IaINCh Y TTAI[MeHTOB
I0CJIE TPAHCIIAHTALIUH.

YacToTsl BOSHUKHOBEHHS HEXKENAaTeNbHbIX PEaKLUii, yka3aHHbIe B TaOsuIIe 3, ONIpeIeieHbl Ha OCHOBE
aHaaM3a OObEAMHEHHOW TNOMYJSUM MalMeHTOB, MOJYy4YaBIIMX MOAJCPKUBAIOILYI0 Teparuio
TaHIUKJIOBUPOM WJIM BaJTaHLIMKIOBUPOM B KIMHUYECKHX HCCIEIOBaHMAX Yy marnueHtoB ¢ BUY.
HckmroueHne  COCTaBISIIOT — YacTOThl  aHA(WIAKTUUECKUX — Peakluii, arpaHyjonuTro3a |

TPaHYJIONUTOIICHUH, OIIPCACIICHHBIC HAa OCHOBE JaHHBIX MMOCTPECTUCTPALTMOHHOT'O Ha6J'IIOI[CHI/ISI.

TabanuHOE pe3roMe HEXKEIATETBHBIX DEAKITHN

Hmxe mpencraBieHbl HeXenaTelNbHbIE PEaKIMH, Pa3IelieHHbIE MO0 CHCTEMHOOPTaHHBIM Kilaccam
COTJIaCHO KJIacCU(HKAIMK MEIUIIMHCKOTO CIoBaps Il HOPMAaTHBHO-TIPABOBOH JIESTEIILHOCTH
(MedDRA).

JA7ist onricaHus 9aCTOTHI HEXKENaTebHBIX PEaKIHid NCTIOB3YETCs CIIEMYIOIIas KIacCU(UKAIHS: OUYCHBb
yactble (>1/10), gacteie (>1/100, HO <1/10), Heuactsie (=1/1000, Ho <1/100), peakue (=1/10000, o
<1/1000) u ouens penkue (<1/10000).
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Tabmuma 2. Yactora pa3BuUTHs HEKENATEIbHB nexapcf%%ﬁs%%ﬁﬁﬂ%@%ﬂﬁegfbg ¢! -}'§I/I‘I,

MOTYYAIOIIMX TTOVICPKUBAIOLIYIO TEPAIHIO TAaHIIMKIOBUPOM/BAITAHIIUKIOBUPOM.

HesxenarenbHas gekapcTBEHHAs peaKLys
Kacc cucrem opranon

YacroTa

Unghexyuonnvle u napazumaphwvie 3a601e6aHus

KaHI[I/IILOS, BKJIrO4asa KaHJHuA03 CIIM3KCTOH 000JIOUKH IOJIOCTH pTa

OueHb yacTo

Wudexmu BepXHUX IbIXaTeNIbHBIX MyTeH

OueHs yacTto

Cericuc Yacro
["punmn Yacro
Nudeximm MOYeBBIBOIAIINX MyTEH Yacro
Bocnasienue noKoxHO->KUpOBOM KJI€TYaTKH Yacro

Hapywenus co cmopoHbl Kposu u ium@amuyecKou cucmembl

Heitrponienus OueHp yacTo
Anemus OueHsb yacTo
TpomOomuToIeHUs Yacrto
JlerikorieHus Yacro
ITanmuroneHms Yacro
Hapymienue ¢hyHKIMM KOCTHOTO MO3ra Heuacto
Amactrdyeckas aHeMHS Penxo
ATrpaHynonuro3 Penxo
I'panynonuronenus Penxo
Hapywenus co cmoponsbt uMmyHHOU cucmembl

I 'unep4uyBCTBUTEILHOCTD Yacto
AnadunakTuueckas peaxuus Penxo

Hapymele CO CNOPOHbL obmena eeuiecme u nunarusl

CHIDKEHHE anreTuTa

OyeHs yacTto

CHmKEHHE MacChl Tena

Yacrto

Hapywenus ncuxuxu

Henpeccus Yacro
CocTrosiHiE CITyTaHHOCTH CO3HAHHUS Yacro
Tpesora Yacro
Bo30yxenne Heuacto
IlcuxoTryeckoe paccTpocTBO Heuacto
PaccTpoiicTBa MbIIUICHUS Heuacto
["aunonmHanmm Heuacto

Hapywenus co cmoponsi HepsHoli cucmembl

I'onoBHas 0ob

OueHsp yacTo

becconnnma Yacto
Iepudeprueckast HelponaTHs Yacro
I'onoBoKpyx’eHne Yacro
Ilapecre3us Yacro
I'uniecresus Yacro
Cynoporu Yacro
Jlucres3us (HapylleHHe BKyca) Yacro
Tpemop Heuacto
Hapywenus co cmopouwl opaana 3penus

VXyaienne 3peHust Yacro
Orcrolika ceTyaTku™® Yacro
ITnaBaroniye NOMYTHEHHSI CTEKJIOBUIHOTO TEIa Yacro
bosb B rmazax Yacro
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KOHBIOHKTHBHT (MOCEOUEATENEHRL G 0003]
OTek MaKyJIbl Yacro
Hapywenus co cmoponsi opeana cnyxa u 1a0upuHmuvle HapyuieHus
boinsb B yxe Yacro
I'myxota Heuwacro
Hapywienus co cmoponvi cepoeuno-cocyoucmou cucmembl
Hapymienus cepaeunoro putma Heuacto
IloHmKeHne apTepraIbHOrO JaBJICHUS Yacro
Hapywenus co cmoponbl ObixamenbHOU CUCIEeMbl, OP2AHO8 2PYOHOU KNeMKU U CPeOOCHEeHUs
Kamens OueHb yacTo
OppImka OueHsb 4acTo
Hapywenus co cmoponsi dicey0ouHo-KuueuHo2o mpakma
Huapes OyeHb yacTo
TomHoTa Ouenb yacTo
PBota OueHb yacTo
bonb B xuBOTE Ouenp yacTo
Jucnencus Yacro
Merteopusm Yacro
Bbonb B BepxHel 4acTu )KUBOTA Yacto
3arnop Yacro
W3bsi3BIICHAE CITM3UCTOM 000JIOUKH MTOJIOCTH PTa Yacro
Hucharus Yacro
Bsnyrue xuBora Yacro
[Tankpearur Yacto
Hapywenus co cmoponsl neyenu u sceniesbleo0sauux nymetl
IToBbIllIeHNE aKTMBHOCTH 1IENOYHOM (pocdaTasbl B KpOBH Yacro
Hapymienue ¢pyHKIMM neyeHu Yacro
IToBbIlIeHNE aKTMBHOCTH acriapTaTaMUHOTpaHC(epasbl Yacro
[ToBbIlIIeHNE aKTHBHOCTH aJlaHMHAMUHOTpaHchepasbl Yacro
Hapywenus co cmoponsl Kodrcu u NOOKOHNCHbIX MKAHell
Hepmarur OueHb yacTo
Hounas notnmsocTts Yacro
3yn Yacto
Chllib Yacro
Anoneuus Yacro
CyX0CTb KOXKHU Heuacto
KpanusHnma Heuacto
Hapywenus co cmopoHbl ckelemHo-muluedHoU U COeOUHUMENbHOU MKAHU
bonb B crivHe Yacro
Muanrus Yacro
Aptpanrus Yacro
MBeIiieyHbIe CIa3Mbl Yacro
Hapywenus co cmopoHbl nouexk u Mo4egbl8o0suux nymei
Hapymenue ¢ynkimm nouek Yacro
CHIKEeHHE TIOYEYHOT0 KITMPEHCa KPeaTHHIHA Yacro
IloBblIIeHNE KOHIIEHTPALMN KPEATUHUHA B KPOBHU Yacro
IloueyHass HEAOCTATOYHOCTH Heuacto
I'emarypus Heuacto
Hapywenus co cmoponvl nonoevix opeanos u MoaouHou Jicenesol
My»xckoe Gecrioane Heuyacro

11
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Obwue paccmpoticmea u HapyuleHUusl 8 Mecme 66e0eHUs. (MULITELUBATENBRUL TE UUU3)
Jluxopazaxa Ouenb yacTo
I[ToBbIlIIeHHAs! yTOMIIIEMOCTD Ouenpb yacTo
bonb Yacro
O3H00 Yacro
OO11ee HeOMOraHue Yacro
ActeHus Yacro

bonb B rpynin Hewacro

* OrcIoiika ceT4aTky HadJoqanach Tosbko y manueHToB co CITM [lom npu tepanuu [IMB-petunuTa.
**  UYactoTa [aHHBIX HEXKENATENbHBIX pEaKkIMid Ompenesyiacb Ha OCHOBAaHMM JIAHHBIX

MOCTPETUCTPALMOHHOTO IPUMEHEHUS.

Onwmcanne OTACIBbHBIX HEXKCIATCIIbHBIX DeaKIII/II\/JI

Heumponenus

Puck pa3BuTHs HEMTpOIIEHUMM HENb3s HpelcKa3aTh, UCXOMAS W3 4MClla HEUTPO(UIIOB, 10 Hayajla
JedeHys. BO3HMKHOBEHHE HEUTPOIICHWM SIBJSIETCS THUIIMYHBIM JUIA NIEPBOM WM BTOPOM HENEIN
UHIYKIIMOHHOHM Tepanuu. Yuciao HeHTpoduiioB, Kak MpaBuiio, HOPMAIU3YETCSl B TeUEHHE 2-5 JTHEH

TIOCJIe TIPEKPAICHUS [TprUeMa MpernapaTa Wid CHIDKEHUS I03bI (cM. pazaen 4.4).

Tpomboyumonenus

VY nanmeHToB ¢ UCXOIHBIM HU3KUM 4uciaoM TpoMOoruToB (<100000/MKIT) TOBBIIIEH PUCK PA3BUTHS
TPOMOOLIMTONEHUH. Y MAIMEHTOB C ATPOTCHHOW CyINpeccHell MMMYHMUTETa BCJEICTBUE TEpaIUuM
UMMYHOCYTIPECCAHTaMH PHUCK Pa3BUTHUsI TPOMOOLMTONEHUH BbIIe, YeM y maiueHtos co CITM/lom
(cm. pazgen 4.4). Tsxenas TpOMOOLMTONEHUSI MOXKET  COINPOBOXKAATHCS  MOTEHLMATIBHO

JKU3HCYTPOXKAOIIUMU KPOBOTCUCHUAMU.

Brusanue onumensrocmu mepanuu/nokazanust K RPUMEHEHUI0 Ha PA38Umue HexcelamenbHblX peaKyuti
Tsoxenast HefitponieHus (abcomrotHoe uncno HerpoduinoB (AYH) < 500/mkon) varie Habm0AaIaCh Y
natueHToB ¢ LIMB-petunutom (16 %), momyyaBIIMxX BaJraHIMKIOBHP, IO CPABHEHHIO C MALIUEHTAMH
MOCJIe TPAHCIUIAHTALMKM COJUIHBIX OpPraHOB, IMOJYYaBIIMX BAITAHIMKIOBUP WM TaHIUKIOBUD
(mepopanbHO). Y MAIMEHTOB, MOJYYaBIIMX BaJITaHUMKIOBUP WM TaHUIUKIOBUD (TIEpOpaibHO) B
teueHue 100 gHe nocie TpaHCIIaHTALUK, YaCcTOTa PA3BUTHS TSHKEIIOW HEUTPOIEHUH cocTaBisuia S %
1 3 %, COOTBETCTBEHHO. Y MNAIMEHTOB, NOIYYaOIUX BaITaHIMKIOBUP B TeueHue 200 gHel mocie
TPaHCIUIAHTALIMH, YaCTOTa Pa3BUTHUS TsDKENOW HelTponeHuu coctaBisiia 10 %. YV nauueHToB nocie
TPaHCILIAHTALIMH COJIUIHBIX OPTaHOB, IMOMYYaBIINX BATAaHIMKIOBUP U FAHIIUKIIOBUD (IIEPOPAIbHO) B
teyenue 100 wmwm 200 ngHeil, Habmonanoch Oosee BBIPAKEHHOE YBEIMUYEHHE KOHLIEHTPAIMU
KpEaTHMHMHA B CHIBOPOTKE KPOBH IO CpaBHEHMIO ¢ nauueHtamu ¢ [IMB-peruanToM. OtHaKo Ba)KHO
OTMETHTb, 4YTO HapylleHHe (QYHKIUM IOYEK SBISETCAd XapaKTepPHbIM CHUMIITOMOM, 4Yalle

HAOJTIOAAIOIIMMCS Y TIAIIMEHTOB TIOCJIEe TPAHCIUIAHTAIIMN COJIUHBIX OPTaHOB.
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npo(UIAKTUYECKOTO IPUMEHEHHS y TIAIMEHTOB C BBICOKUM PUCKOM pa3Butus LIMB-unbexuun moce
nepecaaku nodykd Ao 200 aHeil. Y naumeHToB, MOMYyYaroUMX BalraHUMKIOBUP A0 200-ro aHs
HOCTTPAHCILIAHTAIMOHHOTO TIEPHO/Ia, TT0 CPAaBHEHUIO C MAllEeHTaMH, TTOTYYaIOIINX BaJITaHIIMKIOBUD
10 100-ro THS TOCTTPAHCIDIAHTALMOHHOTO TIEpHO/ia, HAOMIOAAeTCs HEKOTOPOE YBEIIMYEHHE YacTOThI
JefikoneHun. YacToThl pa3BUTHS HEHUTPOICHUH, aHEMHH U TPOMOOIMTONECHUH ObUTH CXOIHBIMU Y

MAIMEHTOB, ojyvaronux jeueHue 10 100-ro mus u 200-ro AHS MOCTTPAHCIUIAHTALMOHHOTO ITEPUO/IA.

Jlabopamopmvie nokazamenu

[Tpu ipoyieHn neproia mpo(GUIAKTUKH Y B3POCIIBIX TTAIIMEHTOB C BBICOKMM PHCKOM pa3putus [[IMB-
WH(PEKIUN TIOCIIC TPAHCIUIAHTAIlMM COJMIHBIX OPraHOB YacTOTa HApPYIICHUH J1a00paTOpHBIX
roxazateneit 70 200-T qHeli ocTaBajiach CXOHOM.

Tspxenast HeHTporneHus: 6oJee YacTo HaO0aIach y JeTel, MepeHEeCIINX TPAHCIUIAHTAIUIO TTOYKH U
MOTY4YaBIIUX BaMTaHIUKIOBHUP 10 200-r0 JHS MOCTTPaHCIUIAHTAMOHHOTO TIEPUO/IA, TIO CPABHEHUIO C
JETbMH, IOIYYaBIIMMH BaJTaHUMKIOBUP 10 100-ro IHS MOCTTPaHCIUIAHTALMOHHOIO IEpUoia, a
TaKXe MO CPAaBHEHHIO C B3POCIBIMU, MEPEHECHIMMU TPAHCIUIAHTALMIO TMOYKA U TOTYYaBIIUMHU
BaraHuKJI0BUp 10 100-ro 1 200-r0 AHS MOCTTPAHCIIAHTAIIMOHHOTO MIEPHO/IA.

Tabmuua 3. M3MeHeHust 1abopaTOpHbIX MOKa3aTesnel, COOOIaBIIUXCs IPU ITPpUeMe BaJlraHMKJIOBUpa

Y B3pOCTIBIX.
N3menenus [Tarmuents! ¢ IIMB- [TanmeHTsI IOCTIE TPAHCIIAHTALMM COIMIHBIX
n1abopaTOpHBIX PETUHUTOM OpraHoB, noxy4aniime Jiedenue 10 100-ro qHst
nokasarenen MOCTTPAHCIUIAHTAIIMOHHOT' O TIEPHO/Ia
BanranmuknoBup Banranmuknosup | ['aHImKII0BUp NIEpopaibHO
(n=370) (n=244) (n=126)
% % %
Heitimponenus (aOCOMIOTHOE YMCIIO HEUTPODUIIOB/MKIT)
<500 16 5 3
500 - <750 17 3 2
750 -<1000 17 5 2
Anemus (TéeMOTIIO0HH T/71)
<65 7 1 2
65 - <80 10 5 7
80 - <95 14 31 25
Tpomboyumonenus (4UCIO TPOMOOITUTOB/MKIT)
< 25000 3 2
25000 - <50000 5 1 3
50000 -< 100000 21 18 21
Konyenmpayus xpeamununa 6 coiopomke kposu (me/on)
>2.5 2 14 21
>1,5-2,5 11 45 47
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Tabmmia 4. 3mMeHeHust 1a00paToOpHBIX MToKa3aTejer mpu ﬁ%&ﬁ%l@iﬁ?ﬁrﬂﬁﬁféﬁn a }';l n'e'T'eﬁ

W3menenus 1abopaTopHbIX [NanmeHThI JeTCKOro Bo3pacTa 1mocje TPaHCIUIAHTAIuH
MoKazarenen COJIJIHBIX OPTaHOB
JleyeHne BayraHIMKIOBUpOM | JleueHne BaJraHIMKIOBHPOM
10 100-ro mHst 70 200-ro nus
MOCTTPAHCIUIAHTAIIMOHHOTO | TTOCTTPAHCIUIAHTAIIMOHHOTO
niepuojia (n=63) nepuoja (n=56)

% %
Heitimponenus (aOCOMIOTHOE YMCIIO0 HEUTPODUITOB/MKIT)
<500 5 30
500 - <750 8 7
750 -< 1000 5 11
Anemust (reMOTIIO0MH T/71)
<65 0 0
65 - <80 14 5
80-<95 38 29
Tpomboyumonenust (AUCIIO TPOMOOITUTOB/MKIT)
<25000 0 0
25000 - < 50000 10 0
50000 -< 100000 3 4
Konyenmpayus kpeamunurna 6 coléopomxke Kposu (me/orn)
>25 2 5
>1,5-2,5 11 20

Tlocmpezucmpayuonnoe npumenenue
[Ipy DOCTpEerucTpallMOHHOM MNPUMEHEHWH BAJTAHIMKIOBUpAa M  TaHIUKIOBUpA IPOPUIIb

0e30MacHOCTH ObLI COMOCTABUM C TAKOBLIM B X0J€ KIMHUYECKUX HCCIIETOBAHHI.

€TH
OO6uwii mpodusb 6€30MacHOCTH BAITAHIIMKIOBUPA Y IETEl HE OTIMYaeTcs OT MpoQusi 0€30MacHOCTH
npenapara y B3pocibiX. B gerckoi momyssiimy HaOMIoaioch HEKOTOPOE YBEIWYEHHE YacTOTHI
HEUTPOIIEHNH, OJJHAKO 3TO HE MPHUBOAUIIO K YBEITMUSHHUIO YaCTOTHI MH(MEKITHI. Y JeTel, MepeHecmx
TPaHCIUIAHTAIMIO TTOYKH, YBEIUYEHUE Mepuoa mpoduiaktuueckoro npuMenenus 10 200 nHei He

MMPUBOAUT K YBCIIMYCHUIO YaCTOTEI HEXKCIIATCIIbHBIX SIBJICHUI.

Bpooicoennasn [IMB-ungexyus

Teparust BpoxknenHod [[MB-undekimu He sBisieTcss 0l0OpEHHBIM MOKa3aHUEM K MPUMEHEHHIO
BaJITaHIMKIIOBUpA. TeM He MeHee, HCClIeI0BaHus, TPOBEIEHHbBIE Y HOBOPOKAECHHBIX U I€TeN paHHETO
Bo3pacTta ¢ BpoxkaeHHOH [IMB-undekumeii, npenoctapisioT JaHHble O Mpoduie Oe30MacHOCTH
npernapara B JIaHHBIX MNOMYJSAIMAX mHauueHToB. [Ipoduns Ge3omacHOCTH BalTaHLIMKIOBUpA
COIOCTaBUM C M3BECTHBIM IpoduiieM 0e30MacHOCTH BaJTaHIMKIOBUPA/ TaHIMKIOBUPA. OCHOBHBIM
MPOSIBJICHUEM TOKCUYHOCTH TaHIMKIIOBUpA siBisieTcs Heiitponienus (y 38 % manueHToB oTMedanach
HelTponienus 3 wim 4 cranuu, | manueHTy noTpedoBaIoch MpeKpalleHue Tepanun). bonbumHCeTBO

SBJICHUM  TOJJIABAJIUCh  KOPPEKUMH, IIPU  OJHOBPEMEHHOM  BO3MOYKHOCTH  IIPOAOJDKATH
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IPOTUBOBUPYCHYIO TEPAIKIO. Y BCEX HOBOPOMIEHHBIX inl=lly %5“}@%5{& T8

XapaKTePU3YIOUIMX POCT U Pa3BUTHE (POCT, Macca Tena, CPEAHSS OKPY)KHOCTh ToioBbl). Ilpum
MIEPOPATHPHOM MPHMEHEHUH BAJTaHIIMKIOBUpPA HAHOOJIee YaCTHIMH HEXKEIATeIbHBIMUA PEaKIISIMH
ObuUlM HEWUTpOIICHUS, aHeMHs, HapylleHue QYHKIMA TiedeHu | Juapes. llepedncrieHHble
HEe)KeNaTeNnbHble SBJICHHA HAOMIONANUCh 4Yallle Yy TalUeHTOB IpU 6-HEeNeNbHON Teparuu
BAITAHIMKIJIOBUPOM, IO CPAaBHEHHIO C TMAIMEHTAMH, MOTYYaBIIMMH BAJTAHIMKIOBUP B TEUCHHUE 6
MecsitieB. Cephe3HBIMH HEXETIATEIbHBIMU SIBJICHUSIMH, CBSI3AHHBIMU C JICYCHHEM, ObLTH HEUTPOIICHHSI
U aHeMus, KOTOpble TaKXKe dalle HaOIIoNaMCh MpH TeparuH JJIUTENbHOCTBI0 6 Henmenb. He
HAOMIOANIOCh CTATHCTUYECKH WM KIMHUYECKH 3HAYMMbBIX pa3iMuuil MeXIy MalleHTaMu,
TOJTYYaBIIMMH BaJITAHIIMKIIOBUP B TEYCHHE 6 HENENb W B TCUCHHE O MECAIECB, B IOKAa3aTesx,

XapPaKTCPU3YIOUINX POCT U pa3BUTHUEC, TAKKMX KaK MaccCa TCJia, poCT, CPCAHAA OKPYKHOCTD I'OJIOBEI.

COO6H.I€HI/IH 0 IMOJ03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

BaxHo coo0mare O TOAO03pEeBACMBIX HEKENIATENBHBIX PEAKIHSIX IOCIe PETUCTPAIUH
JIEKApCTBEHHOTO Iperapara ¢ Helbl0 00eCTIeYeHNsT HePEPHIBHOIO MOHUTOPUHTA COOTHOIICHHS
«T0JTb3a-PUCK» JIEKAPCTBEHHOrO Tpemnapara. MeTuIMHCKUM paOOTHHUKAaM pPEKOMEHAYEeTCs
coo01aTe 0 JIIOOBIX MOJ03PEBAEMBIX HEXKENATEeNbHBIX PEAKIUSAX JIEKapCTBEHHOTO Ipemnapara
Yyepe3 HAIMOHAJIBHBIE CHCTEMBI COOOMICHUSI O HEXENATENbHBIX PEaKIUAX TOCYJapCTB — YICHOB
EBpazuiickoro 3KOHOMHYECKOTr0 COI03a.

Poccuiickas ®enepanus

Anpec: 109012, r. Mocksa, CnaBsiHCKas U101 b, 1.4, cTpoeHue 1

®denepanbHas ciryx0a 1o Haa3opy B cepe 3apaBooxpanenus (POC3APABHA/I30P)

Tenedon: +7 800 550 99 03

OnekTpoHHas nouta: pharm@roszdravnadzor.gov.ru

Anpec B uHTepHeTe: www.roszdravnadzor.gov.ru

4.9 Ilepeno3upoBka

Ilepeno3upoBka BAITAHIIMKIOBUPA M BHYTPUBEHHO BBOJUMOIO TAHITMKIOBHUPA

Cumnmomul

Bo3MokHO, YTO Tiepeno3uMpoOBKa  BAJITAHIMKIOBHpPA MOXET TMPUBECTH K  YBEIUYCHHUIO
HeppoTokcHuHOCTH (cM. pasaensl 4.4 u 4.2). B Xome KIMHUYECKWX WCCICIOBAaHUN W
MOCTPETUCTPAIIIOHHOTO ~ MIPUMEHEHHs Tperapara ObUIM  OMUCAHBl CIydyal TepeAo3UPOBKH
TaHIIMKJIOBUPA TIPY BHYTPUBEHHOM BBEICHUH, B T.U. C JICTAJIbHBIM UCX0/I0M. HekoTOphle u3 HUX HE

COIIPOBOXKAAIINCH HEXKCIIATCIIbHBIMA SABJICHHUSMU. V OOJIBIIMHCTBA KE MNaguEeHTOB OTMCYAJIOCh OJJHO
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[ i L nnna
WJIM HECKOJIBKO U3 CIIEAYIOMINX HEXKENATENBHbIX ABICHMIA: | NOCNEOCBATENEHOCTL 0003)

TreMaTOTOKCUYHOCTh: MUEJIOCYIIPECCH S, BKIIFOYAs IIAHIMTOIICHUIO, HEIOCTaTOYHOCTh KOCTHOI'O MO3T4,
JIEMKOMNEHHIO, HEUTPOIIEHUIO, TPaHyJIOLUTONECHHUIO;

rernaTOTOKCUYHOCTD: TeNaTUT, HapyleHue (yHKIUH IIeYeHU;

HE(QPOTOKCUUHOCTD: YCUJIEHHE FeMaTypuH Y MAlMEHTOB C YK€ UMEIOIIUMCS HapylleHHeM (yHKIUH
MIOYEK, OCTpasi MOYEYHAsi HEJIOCTATOYHOCTb, MMOBBIIICHUE KOHUEHTPAUU KPEaTHHUHA B ChIBOPOTKE
KpOBH;

YKETyZ0UHO-KHUILIEUYHass TOKCHYHOCTh: 00U B )KMBOTE, AUapesi, PBOTA;

HEMPOTOKCMYHOCTh: FeHEPAIM30BaHHbIN TPEMOp, CYIOPOTH.

Jleuenue
CHU3UTH KOHLIEHTPAIMY BAITAHIIMKIIOBUPA B IJIa3M€ Y MAIMEHTOB C MEPEI03UPOBKON MOXKHO MTyTEM

reMoIMaIn3a ¥ ruparayu (cM. pasaen 5.2).

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA

5.1 ®apmakoguHaMHYeCKUe CBOMCTBA

@apMaKkoTeparneBTUYECKasi  TpyIIa: [POTUBOBUPYCHBIE  CPEACTBA  CHCTEMHOIO  JICWCTBUS,
MPOTUBOBUPYCHBIE CPECTBA MPSIMOTO JCHCTBUS;, HYKICO3H/Ibl M HYKJICOTUIbI, KPOME MHTHOUTOPOB

00paTHOI TpaHCKPUITA3bI.

Kon ATX: JOSAB14

Mexannsm nelicTBus

BanranuukioBup npencrasisier coOoit L-BanminoBslii 3¢up (MposiekapcTBO) raHIUKIOBHpa, MOCHe
HEepOpaIbHOTO MpHeMa OBICTPO IMPEeBpAIAIOUINICA B TAHIMKIOBHP MO JACHCTBHEM KHIIEYHBIX U
MEYCHOUHBIX 3cTepa3. ['aHIMKIOBUP - CHUHTETHMYECKUN aHaor 2'-Je30KCHIYaHO3UMHA, KOTOPBIH
MOJIABJSICT PEIUIMKALMIO BHPYCOB TepIEC-TPYIIbI in Vitro W in vivo. K BHpycam YenoBeka,
YyBCTBUTEJBHBIM K MAHIMKIOBUPY, OTHOCAT IuToMeranosupyc (LIMB), Bupycsl mpoctoro repreca 1
U 2, BUpYC repreca 4esnoBeka TUNoB 6, 7 u 8, Bupyc JniureliHa-bapp, BUpyc BETPSHOM OCIIBI M BUPYC
rernaruTa B.

B IIMB-un}umpoBaHHbIX KI€TKax MOA ASHCTBUEM BUpycHOU nporernHknHa3bl UL97 raHiukioBup
BHayane  Qochopummpyercs ¢ oOpazoBaHMeM TaHUMKIOBUpMOHOQochata.  [lanbHeliee
dochopunpoBaHre MNPOUCXOAWT IOJ JEUCTBHEM KJIETOUHBIX KHHA3 C 0Opa3oBaHUEM
raHuuKIoBUpTpU(ochaTa, KOTOPHIA 3aTeM IOJABEPracTcsi MEAJIEHHOMY BHYTPHKJIETOUHOMY
merabommu3Mmy. Ilocnme umcue3HOBEHHS TaHIMKIOBMPA W3 BHEKJIETOYHOM JKUAKOCTH TEPUOL
BHYTPUKJIETOUYHOT'O MOTYBBIBEJCHHS MAaHIMKIOBUpTpHdochaTa B KieTkax, nHpuimpoBanHbx [IMB,

cocraBisieT 18 u; B KiIeTKax, MHPUIMPOBAHHBIX BUPYCOM HPOCTOro repreca — 6-24 4. [lockonbky
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oc(hOpUITNPOBAHNE TAHIIUKIIOBUPA B OOIBIIEN CTENEHN 34 51/1:[“ G '1‘3 (':;10 K T —in: OHO
bochopump paB 6 i Bl O HEHETBI BHDY CHoi Kiftas5,

MPOUCXOAUT MPEUMYILIECTBEHHO B MH(PHUIIMPOBAHHBIX KIIETKAX.

Bupocrarnyeckast akTHBHOCTh TaHIIMKIIOBUpA 00YyCIIOBJIEHA TO/IaBjieHueM cuHTe3a BupycHoi JTHK
MOCPE/ICTBOM  CHEAYIOIIMX MeXaHu3MoOB: (1) KOHKypeHTHOE MHTHOWPOBAHME BCTpaMBaHUS
ne3okcuryanosunTpudocdara B JIHK mon neticrBuem Bupycuoit JIHK-nommmepassr; (2) BkIroueHne
raniukioBuprpudocdara B Bupycuyro JIHK, 4To npuBOAUT K CHIIBHOMY OTpaHUYEHHIO WK TIOTHOMY

IIPEeKpalleHNIo doHranmy BupycHoit JIHK.

dapmaxoamaamugeckue 3O hEKTHI

CornacHO HMCCIIEOBAHUSAM in Vitro, TUITMYHAS WHTUOUPYIOIas KOHIIEHTPALUs, KOTopasi MMOIaBisieT
permmmkaruio [IMB na 50 % (ICso), Haxoautest B auanazone ot 0,08 mxmons/ (0,02 mxr/min) o 14
MKMOJIB/T (3,5 MKT/MIT).

Knunudeckuii mpoTuBOBUPYCHBIHN 3(h(hEeKT BaJIraHIIMKIOBUPA ObLT JJOKA3aH YMEHBIIICHUEM BbIICIICHHS
[IMB u3 opranu3ma HalMeHToB ¢ CUHAPOMOM MpuodperenHoro nmmynoaedurmra (CIINdom) u
BIEpBbIE BbIABICHHBIM [[MB-petunuroM ¢ nucxomHoro nokaszarens 46 % no 7 % uepes 4 Henenu

JICUCHUS BAJITAaHIIUKIIOBUPOM.

Kinnanyeckas 2ddekTuBHOCTE

Bspocnvie

JHeuenue LIIMB-pemunuma

Knunnueckue uccnenoBanusi Obutn npoBefieHbl y manmeHToB co CITlom u [IMB-petunuTOM.
BanraHimkioBup — MpOAEMOHCTPUPOBANT — OJMHAKOBYIO  KIMHMYECKYIHO  3((HEKTUBHOCTH B
MHIAYKIUMOHHOW Tepanuu [IMB-petuHuTa 10 CpaBHEHUIO C BHYTPUBEHHBIM TaHUUKIOBHUPOM.
[IpumeHeHre BalraHIMKIOBHApA ITO3BOJIET TMOJYYUTh TAKOE K€ CHCTEMHOE BO3JCHCTBHE
TaHIMKJIOBUPA, KaK IMPH HCIOJb30BAaHUM PEKOMEHIOBAHHBIX BHYTPHUBEHHBIX 03 TaHIIMKIOBUPA,
a¢dexTuBHBIX NpH eueHnn [IMB-petunura. [lokazaHo, 4To mioraas moa KpUBOH «KOHIICHTpAIHs-
BpeMs» (AUC) raHIMKIOBHpa KOPPETHPYET C MPOMEKYTKOM BpeMeHH /10 TiporpeccupoBanus [IMB-

peTHHUTA.

Ipogunakmuxa LIMB-unghexyuu y nayuenmos nocie mpancniaHmayuy COMUOHbIX OP2aHO8

Yacrora pazsutus LIMB-3a00neBanus (LIMB-cunapom + nHBa3uBHas MH(MEKIUS TKaHEi) B TeUeHHe
NEPBBIX 6 MECALIEB M10CIIE TPAHCIUIAHTALMN CEP/LIA, IEYEHH, IOYKHU Y MAIIUEHTOB C BBICOKUM PHUCKOM
HIMB-uadexmmu (IIMB-nosutuBseni nonop (D+)/[IMB-neratunubiii penmmnuent (R-) (D+/R-))
cocraBuiia 12,1 % B rpyriie nayeHToB, mory4aBmnx Bairanukiosup (900 mr B cytku), u 15,2 % B
TpYyIIIe NalMEeHTOB, MOTy4YaBIIMX FaHIMKIOBHpP nepopaibHo (1000 mr 3 paza B cytku) ¢ 10 mo 100
JIEHb II0CNIE€ TpaHCIUIaHTAUUK. boiplnas 4acTh ciaydaeB NpUILIACh HA NEPUOJ IOCIE OTMEHBI

npodmtaktuaeckoi Tepanuu (mocne 100-ro maHS MOCTTpaHCIIAHTAIIMOHHOTO Tieproza). [Ipu stom

17



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 09.02.2024 N= 2490

ciydau passutus [IMB-undexium B rpymme geugHus Bwfﬁ%ﬁﬂ%%gﬁﬁgﬁhﬁfﬁ&%%ﬁ& e B

IpyINIIe JEYEHUs FaHIUKIOBUPOM. YacToTa 0CTpOro OTTOPKEHNUS TPAHCIUIAHTAaTa B IIEPBbIE 6 MECALIEB
cocrasuiia 29,7 % B rpyIiie nauyueHToB, MOIy4aBIIuX BAITaHIUKIOBUD, U 36 % B IpyIIie NaleHTOB,
MOJTYYaBIINX TAaHLUKIIOBHP.

VYBenuuenue npoaospkutTenbHocT npueMa 900 mr BanranuukioBupa 10 200-ro JgHS mocie
TPaHCIUIAHTALMHY TIOYEK y MAMEeHTOB C BbICOKUM puckoM LIMB-undexmmu (D+/R-) cornpoBoskaanoch
oonpmelt 3¢ ¢pexTuBHOCTRIO TpenoTBpatieHus [IMB-undekim B mepBbie 12 MecsieB mocie
TpaHCIUVIAHTALMU 1O CcpaBHEHHIO ¢ mpuemMoM 900 mr BaranmukioBupa a0 100-ro mHs mocnie
TPaHCIUIAHTALH.

YacToTa BEDKMBAEMOCTH TpaHCIUIaHTaTa uepe3 12 mecsies coctaBuia 98,2 % B rpyrmiie NalueHTos,
MOJTy4YaBIIMX BadraHukiaoBup 10 100-ro nmus, u 98,1 % B rpynmne mHanueHToB, MOMYYaBIINMX
BaJITaHUUKIJIOBUP 110 200-ro aHs. YacToTra 0CTpOro OTTOP)KEHHUs TPAHCILIaHTaTa, MOATBEPHKICHHOIO
Ouoricuell, B rmepBble 12 MecsieB coctaBuia 17,2% B rpymmne NalKMEHTOB, MOTYYaBIIUX
BasraHiukioBup 10 100-ro mus, u 11,0 % B rpymnie nanyeHToB, NOIyYaBUIMX BaITaHIUKIOBUD 10

200-ro mausl.

BupycHas pe3uCTeHTHOCTb

IIpn jyMTenbHOM TNpUEME BAITaHIMKIOBAPA MOTYT TIOSIBUTBCS BHUPYCHI, YCTOWYMBBIE K
TaHIUKIIOBUPY. DTO MOXKET OBITh OOYCIIOBICHO OO ceNeKIMell MyTaluii TeHa BUPYCHOM KHHA3bI
(UL97), otBeuatomeit 3a MoHO(GOChHOPHUIMPOBAHUE TaHIMKIOBUpa, 1100 reHa BupycHou JIHK-
nommMepassl (UL54). Mytanmu rena UL97 Bo3HHKarOT B O0Jiee paHHHE CPOKH U BCTPEYAIOTCS Yallle
110 cpaBHeHHMIO ¢ Mytanuel resa ULS4. Bupyc, nmerommii Tonpko myramuro resa UL97, yeroiiuns
TOJILKO K FAHIMKIIOBUPY; IIPU 3TOM HanboJee YacTo BCTPEUaroIMMUCS MyTalUsIMH 10 TUITY 3aMEHBI,
aCCOIIMMPOBAHHBIMU C BO3HHKHOBEHHEM YyCTOWYMBOCTH, sBisitorcss M460V/I, H520Q, C592G,
A594V, L595S, C603W. Bupyc c¢ myrammsmu reHa ULS54 moker oGnanaTte HepeKpecTHOM
PE3UCTEHTHOCTBIO K APYTMM IPOTUBOBUPYCHBIM IIpENiapaTaM C aHAJIOTMYHBIM MEXaHU3MOM JEUCTBHS,
1 Hao6opoT. Pa3BuTHe nepeKkpecTHON yCTOWYNBOCTH K TaHIIMKIIOBUPY U IMAO(POBUPY B OOJIHIIMHCTBE
cilydaeB OOYCIIOBJIEHO MYTalMSIMM 10 THUITy 3aME€Hbl B SK30HYKJICa3HBIX JOMEHAX U peruoHe V
BupycHoil JIHK-nonmumepassl. Pa3Butre nepekpecTHON YCTOHYMBOCTH K (POCKAPHETY OOYCIOBICHO
MYTaIMsMH 110 THITy 3aMeHbl B mpenenax pernoHoB II (komon 696-742) u Il (xomon 805-845)
BrupycHoM JIHK-nommmMepassl nim Mex 1y HUMH.

B3pocnvie

Jleuenue IIMB-pemunuma

['enotunuposanue [IMB B momuMopgHOSIEpHBIX JEHKOIMTaX MOKa3ao, uyTo yepe3 3, 6, 12 u 18
MECSIIEB JICUECHUS BAJITAHIIMKIIOBUPOM, COOTBETCTBEHHO, B 2,2 %, 6,5 %, 12,8 % u 15,3 % neitkormroB

BbIBIISIFOTCS MyTaru UL97.
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CMNEPTHOMY OTUETY

['enotunuposanue LIMB B nomnmMophHOsSIEpHBIX JEHKOIMTaX MOKA3aJIo0:

1) OTCYTCTBUE MyTaluii, 00YyCIaBIMBAIONIIMX PE3UCTEHTHOCTh K TaHIMKIOBHUpPY, B 0Opaslax,
noxydeHHbIX Ha 100-b1i1 1eHpb (KOoHell MPOPUIAKTUYECKOro MpreMa BaJraHLMKIOBHPA) y MAllMEeHTOB
U3 TPYNIbl BAITAHIMKIOBUpPA, W HaJIM4YMe MYyTallMii B 0Opa3lax, MOJYyYEHHBIX Yy MalMeHTOB,
MIPUHUMABIIKX TAHIUKIOBUP niepopalibHoO (1,9 %);

2) OTCYTCTBHE MYyTallMii, OOYCJIaBIMBAIOIIMX PE3UCTEHTHOCTh, B 00paslax, MOJYYCHHBIX Y
MAIMEHTOB, PaHIOMU3UPOBAHHBIX B TPYITY BAITAHIIMKIOBHpPA ¢ Togo3peBaeMoit [IMB-undekmeit
yepe3 6 MecsleB IOC/E TPAHCIUIAHTAIMM, M HAIWYME MyTaluil y MalMeHTOB, MOIYYaBIINX
TaHIIUKIIOBUP MIEPOPAIBHO, B 6,9 %.

Cpeny TalMEHTOB, TMOMYYaBIIMX BaraHiukioBup 10 100-ro mus w go 200-ro s
MOCTTPAHCIIAHTALIMOHHOTO TEPUO/ia, B IIEJIOM MYyTallMM 1O THUITy 3aMEHbl Yallle BCTPEYAIHUCh B
nepuo MpoBeAeHHsT NMPO(UIaKTHUECKON Teparuu, yeM mocie ee 3aepiueHus (5/12 [42 %] mo
cpaBHeHuio ¢ 4/58 [7 %]).

BupycHasi pe3sMCTEHTHOCTb MOXET ObITh NPUYMHOM HEJOCTATOUHOIO OTBETA HAa TEParuio |

IMOCTOAHHOI'O BUPYCOBBIACIICHHUS B IICPHUO TCPAITNH.

5.2 ®apmakoKuHeTHYECKHE CBOMCTBA

DapMaKOKMHETUYECKUE XApaKTEPUCTHKM BAITaHIMKIOBHpa wu3ydamucs y BHWY- u I[IMB-
CEpOIIOJIOKUTENBHBIX TarenToB, y maruentoB co CIIWMJom u [IMB-petmHuToOM u Tmocie
TPaHCIIAHTALMK COJIMIHBIX OpraHoB. [lapamerpamu, ONpeaesroIMI SKCIIO3UIIUIO TaHIMKIOBHpA
1I0CJIe IpUeMa BaJITaHLUKIIOBUPA, SBJIAIOTCS OMOAOCTYIHOCTh M (YHKIUS MoveK. buogoctymHocTs
TaHIUKIOBUpa ObLIa CXOAHOM y BCEX NAllMEHTOB, IMOMYYaBIIMX BaIraHIMKIOBUDP. CHucTeMHast
AKCIO3MIIMS TAaHIUKIIOBUPA JUTsl PELIMITUEHTOB TPAHCIJIAaHTaTa Cep/Ilia, MOYKH, [IeYeHH OblIa CXOTHOM
C TaKOBOMH I10CJIE IIEPOPAIIBHOIO ITPHEMa BAITAHLIMKIIOBAPA B COOTBETCTBUM C PEKUMOM JO3UPOBAHUS
B 3aBUCHMOCTHU OT (pyHKIMHK nouek. [Iponoprronanshas 3aBucumocts AUC raHIMKIOBHpaA OT JI03bI
rocye npuema ot 450 1o 2625 Mr BaraHIMKIOBHpa OTMEYANIaCh TOJIBKO B CIIydae IIpreMa Iperapara

0CJIE EbI.

Abcopbums

BanraniukioBup sBISIETCSl MPOJIEKAPCTBOM TaHUMKIOBUPA, XOPOILIO BCACHIBAETCS B KEITYIOYHO-
KHIIIEYHOM TPAKTE€, B CTEHKE KHIIIEYHUKA M B TMEYCHU OBICTPO META0OIHM3UPYyeTCsl ¢ 00pa3oBaHUEM
TaHIIMKIIOBUPA. BHOMOCTYIMHOCTh TaHIMKIIOBHpPA TOCIE TEPOPATLHOTO TMpHEMa BaTaHIUKIOBUPA
coctaBnsieT okoino 60 %. CucreMHas SKCHO3ULMS BaITaHIMKIOBHpPA HEBBICOKAsE W HOCHT
KpPaTKOBpPEeMEHHbIH XapakTep. Ilmomane monx kpusoit «koHmeHTpauus-Bpems» (AUCo24) u

MakKcHMaJlbHast KOHIEHTpaIys B 11a3Me KpoBHU (Cmax) cocTaBisitoT mpumepHo 1 % 1 3 % oT TakoBbIX
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FAHLMKIOBAPA, COOTBETCTBEHHO. ECIM  BaiTHHIMKIO! '15“3-354%?{1&5%5%8"‘%})&%3 Coier B

pexomenoBaHHO# 703¢ 900 Mr, Bo3pacTaroT kak cpeanuit nmokazarenb AUCo24 (mpumepro Ha 30 %),
Tak W cpeaHuid mnokazatelb Cmax (mpumepHo Ha 14 %) ranumkinoBupa. CrenoBaTenbHO,

BAITAHIMKIIOBUDP PEKOMEH TyeTCsl IPHHUMATh BO BpeMs eflbl (cM. paszen 4.2).

Pacopenenenue

W3-3a TOro, 4YTO BAITaHIMKIOBUP OBICTPO META0ONM3UPYETCS B TAHIMKIOBUD, CBS3bIBAHUE
BAJITAHLIMKIIOBUpA C O€lKaMH IUIa3Mbl HE ONpenessuin. PaBHOBECHBI 00bEM pachpeneseHus
TaHIIMKJIOBUPA ITOCJIe BHYTprUBeHHOTO BBeAeHs cocTaBmil 0,680 £ 0,161 yi/kr. O0beM pacripeneieHust
TaHIMKJIOBUPA MpPU BHYTPUBEHHOM BBEICHUH KOPPEIUPYET C Maccod Tela M B PaBHOBECHOM
cocrosianu coctasisieT 0,54-0,87 n/kr. ['aHIMKIIOBHp MPOHHUKAET B IEPeOPOCIMHATIBHYIO KUIAKOCTb.
CBs3pIBaHUE TAaHIMKIIOBUPA C OeITKaMHU TIa3MBI TP KOHIICHTpaImsx nperapara ot 0,5 mo 51 Mxr/mit

coctaBisuio 1-2 %.

BI/IOTDaHC(bODMaHI/IH

BanranuukioBup ObICTpO MHIIPOIM3YETCS ¢ 00pa30BaHUEM T'aHIMKIIOBUPA, IPYTUX METaOOJIMTOB HE

BbIsIBIIEHO. CaM e TaHIIUKJIOBUP B HE3HAYUTEIILHOW CTEIEHH TIOJBEPTaeTCs METa00IM3MY.

OnUMMHHAISA

ITocne mepopaibHOrO MPUMEHEHUs BAITAHIMKIOBUP OBICTPO THIAPOJIM3YETCS 10 TaHIMKIOBHPA.
["aHIMKIOBUpP BBIBOAUTCS M3 CHCTEMHOIO KPOBOTOKA IOCPEACTBOM KIYOOUYKOBOW (DMIIBTpalMU U
aKTUBHOW KaHabLEBOH cekperyu. [Ipy BHYTPHUBEHHOM BBEIECHUM TaHIMKIOBUpA Y MAIMEHTOB C
HOpMaJIbHOM (hyHKIMEH nmoyek 6osee 90 % HeMeTaboIM3MPOBAaHHOTO TAHIIMKJIOBUPA ONPEIENSIIOCH B
Moue B TeueHue 24 4. [Tocie npruema BaIraHIMKIOBUPA Y MAMEHTOB C HOPMAIBLHOM (PyHKIMEH oueK
€ro KOHIIEHTpalusi B IUIa3M€ KPOBU TMOCIE JOCTWKEHUS IMHKa yMEHbLIAJAch C IEPUOJIOM

nosryBbIBesieHust oT 0,4 9 10 2,0 4, a KOHIIEHTpaIys TaHIMKIIOBHUpa - uepe3 3,5-4,5 4.

DapMaKOKHMHETHUKA V 0CO0BIX I'pyaIl NainveHTOB

Tloueunas neoocmamounocmy

Hapymienue ¢yHKIMHM OYeK NPUBOIUIIO K CHU)KEHHIO KJIMPEHCa FaHIMKIIOBUPA, 00pa3yIoLIerocs u3
BAJITAaHIMKJIOBUPA, C COOTBETCTBYIOLIMM YBEIMYEHUEM IE€PUOJIA TOTYBBIBEICHUS B TEPMUHAIBHOM
¢aze. CrenoBaTenpHO, MallMEHTaM C HapylleHHeM (YHKIMH TOouYeK TpeOyeTcs KOppeKIMs I03bl
(cm. pazzensl 4.2 u 4.4). GapMaKOKUHETHYECKUE TTApaMETPhl TaHIIMKIOBUpA 1OCIE OHOKPATHOTO
NEepOPaTbHOrO MPUMEHEHHS BJITaHIMKIIOBHpa B 103€ 900 MI y allMEHTOB € pa3IUnuHbIMU CTENIEHIMU

HapyIIeHNH QYHKIMH MOYeK MPEICTaBICHbI HIKE B TaOIHILIE 5.
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Tabsmra 5.
PacuerHblii KiMpeHc Cpennuii Cpemusist AUC (ot to 10 Cpennuii nepuos
KpeaTHHUHA (MJI/MUH) KQOKyLLIHAKCS MOCTICTHEH OMpeieNnsieMol | OMyBbIBEICHHS (4achl)
kiupeHc (mi/mMuH) | koHreHTparun) (AUC last) +CO
+ CO* (Mkr*u/mi) + 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 - craHgapTHOE OTKJIOHCHHE.

Tlayuenmol, Haxoosuuecs Ha 2emoouanu3e

["anukI0BUp OBICTPO BBHIBOAUTCA IpHU remMoauanuse. JlaHHbie, MOMydeHHBIE B XO/I€ MPOBEICHHUS
reMoiMain3a Mo MPEepbHIBUCTON CXEMe y MAIMEHTOB, MOJTYYaBIIMX BaJTAHIIUKIOBUD, OMPEICIISIOT
pacueTHbIi kmuperc 138 mu/mun + 9,1 % u nepuon noiypacnaaa Bo Bpems quanuza 3,47 4. B xozne

3-X 4acOBOTO CeaHca TMaii3a BBIBOAUTCS 55 % (ppakiuy raHIuKIOBUPA.

Tayuenmol co cmabunbHO QYHKYUOHUPYIOWUM MPAHCNIAHMAMOM NeYeHU

DapMaKOKUHETHKY TaHIIMKIOBUPA, 00pa3yIOIIErocsl U3 BITaHIMKIOBUPA, U3YYalll Y TIAIEHTOB CO
cTa0MIbHO  (DYHKIMOHUPYIOIMM —TPAHCIUIAHTATOM TII€YeHH. BHOJOCTYITHOCTh TaHIMKIOBHUPA,
00pazyroIerocs: U3 BaJITaHIMKIIOBUpaA (IIPH OHOKPAaTHOM IpueMe Ipernapara B 1o3e 900 mr mocie
ensl), cocrapmia npuMepHo 60 %. AUCopo4 raHImkioBHpa ObUla CONOCTaBUMa C TaKOBOW IOCIE

BHYTPHUBCHHOI'O BBEICHW A T'AHIIUKIIOBHUPA B 103€ 5 Mr/KT nmagueHTaM, IMNEPECHECIINM MEPECAAKY IICUCHU.

Tayuenmul ¢ napywenuem QyHKyuy nevyenu
VY naunMeHToB C HapylleHHeM (QYHKLUUM I1€YeHH, IOMYYalolMX TaHLUUKIOBUP, HCCIEIOBAHUS

(apMaKOKMHETHKH U MOMYJISIIMOHHOMN (DapMaKOKUHETUKHU HE ITPOBOAMINCE.

Tayuenmoi ¢ myxosucyuoozom

B xone dapmakokMHETHUECKOrO MCCleIOBaHUS ObLIO BBISBIEHO, YTO MYKOBUCLMI03 HE OKa3bIBAI
CTATUCTUYECKU 3HAUYMMOTO BIMSHUS Ha OOIIYIO CPEAHIOI CHCTEMHYIO 3KCIO3HUIIMIO TaHIIMKIIOBUpPA (B
no3e 900 Mr B CyTKH) y PELIMITUEHTOB TpaHCcIUIaHTara Jerkux (N=31). DKcro3umms raniyKiIoBUpa y
PELMIIMEHTOB TPAHCIUIAHTaTa JIETKUX ObLIa COTIOCTaBUMa C TAKOBOH, sIBJIsIFOIIEHNCs 2(pekTHBHOIM npH

tepanuu LIMB-uH}pekimu y Apyrux peunueHToB TPaHCIIIIAHTaTa COJIM/IHBIX OPraHOB.

Tayuenmul noswcunozo 6o3pacma

V marueHToB crapiie 65 jet uccieaoBanus hapMaKOKMHETHKHU BAITAHIIMKIOBAPA WITH TaHITUKJIOBHPA
HE TIIPOBOANJIMCE. OJIHaKO YUYUTBIBasE TO, 4YTO BaJIIaHOUKIIOBUP SABJEICTCA IIPOJICKaApPCTBOM
TaHIUKIIOBUPA (KOTOPBINA BHIBOAUTCS B OCHOBHOM ITOYKaMH), @ TAK)KE CKOPOCTh MOYEYHOTO KIIMPEHCa
CHIDKAETCS C BO3PACTOM, TO Y TIAIIMEHTOB TMOXHJIOTO BO3PACcTa MOKHO OXHJATh CHH)KEHHE OOIIETO

MOYEYHOr0 KIIMPEHCa U yIJTMHEHUE TIEpUOo/ia MOTyBbIBEIEHHS TaHIIMKIIOBHpa (cM. pazzaen 4.2).
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5.3 JlaHHbIe JOKJIHHHYECKOH 0€30acHOCTH

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

BanraHIukIoBHp ¥ TAaHITMKIIOBUP OKa3bIBATM MYTAareHHOE JICHCTBUE B KJIETKAX JTUM(OMBI MBIIIICH 1
KJIACTOTeHHBIA A(PQPEKT B KICTKAX MJICKONHTAIOMINX, YTO COOTHOCHUTCS C IOJOXHUTEIHLHBIMH
pe3yJbTaTaMHi MCCIIEA0BAaHNUN KaHIIEPOT€HHOCTH TaHIMKIIOBUpPA Y MbIIed. ["aHIIMKIOBUD SBISIETCA
MOTEHIIMAJIBHBIM KaHIIEPOr€HOM. Y KMBOTHBIX TAHIIMKIJIOBUDP HApYIIAeT ()ePTHILHOCTh U OKAa3bIBACT
teparoreHHbIi 3dext. C ydeToM HccrneJOBaHNH Y )KUBOTHBIX, Y KOTOPBIX CHCTEMHOE BO3JICHCTBUE
TaHIIMKJIOBUPA B KOHIIEHTPAIMSIX HIKE TEPANEBTUUECKUX BBI3BIBAJIO aCMEPMUIO, BECbMa BEPOSITHO,
YTO TAHUMKIOBUP M BAJITAHUIMKIOBUP MOTYT BBI3bIBATH BPEMEHHOE WJIM IMOCTOSIHHOE YrHETEHHE
CIIEpMaToreHe3a y 4YeloBeKa. [aHIMKIOBHP OKa3blBal TEPATOTEHHOE JICHCTBUE Y KUBOTHBIX.
UccnenoBanus penpoayKTUBHOM TOKCUYHOCTH BAJTAHIMKJIOBUPA HE IMPOBOJIMIMCH, TaK Kak
BATAHIMKIOBAP OBICTPO W B 3HAYMTEIBHOW CTCIICHH IPEBPAIACTCS B TaHIUKIOBHD.
PenponykTvBHAs TOKCUYHOCTb SIBJISIETCS OAMHAKOBOM ISl TAHIMKIOBUPA U I BaIraHLIMKIOBUpA
(cMm. pazzen 4.4).

6. PAPMAIIEBTHYECKUE CBOMCTBA

6.1 Ilepeyenb BcnoMorareJibHbIX BelleCTB

BanranuuknoBup-2nBanca, 450 Mr, TabJIeTKU, TOKPHITHIE TUICHOYHON 000JI0YKO#

BcnomorarenpHble BemecTsa (1apo)

[emrono3a Mukpokpuctauindeckas (tum 102)
Kpockapmennosa HaTpus

KpocnoBunon (tun B)

[ToBunon K-30

Marnus creapar

BcnomoraTenbpHble BemecTBa (0007104Ka)

Obonouxa Wincoat WT-19022 P Po3oewlii:

TIOJTMBUHUIIOBEIA CIIUPT

MaKporoJ (MoJIU3THIIEHIITHKOIb ) 4000
JCLIUTUH COEBBIN

TUTaHA JHOKCHU]T

TaJIbK

KpaCHUTCJIb KCJIC3a OKCU/L KpaCHLIf/'I

6.2 HecoBMecTHMOCTD

He npumenumo.

6.3 Cpok rogHocTH (CPOK XpaHeHHs )

2 roza.

22



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 09.02.2024 N= 2490

ANOCNEOOBATENEHOCTE 0003)

6.4 OcoOble MepbI IPEI0CTOPOKHOCTH MPH XPAHEHH

He xpanuts npu Temneparype Boie 25 °C.

6.5 XapakTep u cojep:kaHHe MEPBUYHOI YIAKOBKH

ITo 10 Tabnerok B 6ucTep u3 mienku [1BX u amomuHMEBO# GOJIBrH.

ITo 1, 2, 3,4, 5, 6 wiu 10 G1ECTEpOB BMECTE ¢ MHCTPYKIIUEH MO MEIMIIMHCKOMY NMPUMEHECHHIO
(JIMCTKOM-BKJIAIBIIIIEM ) B TAYKY U3 KapTOHA.

ITo 10, 20, 30, 40, 50, 60 umu 100 TaGNEeTOK B IJIACTHKOBYIO OAHKY U3 MONHATUIICHTEpedTaIaTa,
YKYTNOPEHHYIO IJIACTUKOBOW KPBIIIKOW U3 MOJUATUIIEHA BHICOKOM MJIOTHOCTH HU3KOTO JABIICHUS
C KOHTPOJIEM MEepBOro BCKpbITHs. Ha 0aHKy HakIEMBAaIOT ITHKETKY U3 OyMmMaru mucdend Hiu
ATUKETOYHOW, UJIM CAMOKIIESIIYIOCS 3TUKETKY.

1 6aHKy BMecTe C MHCTPYKIMEHN 10 MEAULIMHCKOMY IIPUMEHEHUIO (JIUCTKOM-BKJIA/IbIIIEM) B TAUKY

M3 KapTOHaA.

6.6 OcoOble Mepbl NPEIOCTOPOKHOCTH NPH  YHUYTOKEHHHM  HCIOJIb30BAHHOIO
JICKAPCTBEHHOI0 Npenapara WJIM  OTX0A0B, IMOJYYEHHBIX IIOCJIe NPHMEHEHHUs
JIEKapPCTBEHHOI'0 Mpenapara, 1 Apyrue MaHUNYyJIsILMHU ¢ penapaTomM

[Tomamanue JeKapCTBEHHOTO IMpernapaTa B OKPYXKAIOUIYI CpeAy AOKHO OBITh CBEIEHO K
MuHuMyMy. He crnenyer yrunusupoBatrh npemnapaT ¢ MOMOIIBIO CTOYHBIX BOJ WM BMECTE C
OBITOBBIMH OTXOJaMH. Becbh OCTaBIIMIICS JIEKQpCTBEHHBIM TMpemapar ¥ OTXOIbI CJEAyeT
YHUYTOXUTh B COOTBETCTBUM C YCTAHOBJIICHHBIMH HAIlMOHAIbHBIM 3aKOHOJATEIbCTBOM
TpeOOBaHUSIMHU.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccns

000 «DnBancn Dapmar»

308010, benroposackas 06J1., MyHMIIMTIAIBHBINA paiioH benaropoackui, r.m. nocenok CeBepHBI,
nrt. CeBepHblid, yi. bepesosas, 311. 5.

Ten.: +7 (4722) 20 23 19

Anpec anekTpoHHON nouThl: factory@atcl.ru

7.1 IlpeacraBuTe b Aep:KaTe/isi PEriCTPANMOHHOIO YA0CTOBEPEHHUA

[TpereH3un noTpeOuTENEH HAMPABISATH O AAPECY:

Poccus

000 «DnBancy Dapmar

308010, benroposckas 06:1., MyHUIIMIIATBHBIN paiioH benropoackui, r.1m. mocenok CeBepHBIi,
nrt. CeBepHblld, yi. bepe3osas, 311. 5.

Ten.: +7 (4722) 20 23 19

Anpec 31eKTpoHHOM ouThI: factory@atcl.ru 23
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8. HOMEP PETUCTPALIMOHHOTO YVIOCTOBEPEHMSELCEATENEHOCTE 0003

9. JTATA NMEPBUYHON PETMCTPAIIMMA (IIOATBEPXJIEHWUSA PETMCTPAIINMN,
INEPEPETNCTPALIUN)

[ara nepBoil peructpamuu

10. JATA HEPECMOTPA TEKCTA

OOmiass xapakTepuCTUKa JIEKapCTBEHHOIO Ipemnapara BanranuukioBup-OaBaHCH, TaOJETKH,
MOKPBITHIE TUIGHOYHOW o00ojoukoir, 400 wmr, pocTymHa Ha WH()OPMAIMOHHOM IOpTale
EBpa3uiickoro 3KOHOMHYECKOTO COr3a B HH(DOPMAIMOHHO-KOMMYHHKAITMOHHOH  CETH

«uTtepHer» http://eec.eacunion.org/.
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