COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 01.12.2023 N= 25425

OBLIASI XAPAKTEPHCTHKA JIEKAPCTBEHHOIO IPETEAPATA U0UT)

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Banrosup 450, 450 Mr, Ta0ieTKu, MOKPHITHIC TUICHOYHON 000JIOYKOH.

2. KAUECTBEHHBIN 1 KOJTMYECTBEHHBI COCTAB

JlelicTByolI€e BELIECTBO  BAJIMAHLIUKIIOBUD
Kaxxnas rabierka, MOKpbITas INIEHOYHOH 000JI09KOH, coepuT 450 Mr BaJIraHIIMKIIOBHUPA (B BUJIE
BITAHIIMKJIOBHPA THIPOXJIOPHIA).

Ilonuprit IEPCUYCHb BCIIOMOIaTCJIbHBIX BCIICCTB IIPUBCACH B pa3JiClic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaOneTku, NOKPHITHIE MJIEHOYHOU 000I0UYKOM.
OBasbHbIE JBOSIKOBBINTYKJIbIE TA0JIETKH, MOKPBITHIE IJIEHOYHOW O00OJOYKON PO30BOTO IBETa CO
cJ1a0bIM KOPUYHEBATHIM MJIM CEPOBATHIM OTTEHKOM, C TPAaBUPOBKOM «J» Ha 0/1HOM cTOpOoHE U «156»

Ha JPYrou.

4. KIMHUYECKUE JAHHBIE
4.1. Tloka3aHus K NPUMEHEHHUIO
e Jleuenune UMB-perunuta y B3pocisix nanueHToB co CITN{om.
o [IIpodunakruka [IBM-uH}pekiuu mociae TpaHCIUIAHTAI[UM COJHIHBIX OpPTaHOB Yy

B3POCJIBIX U JIeTel cTapuie 16 JeT u3 rpymnmnsl pucka.

4.2.  PexuM 103MPOBaHUS U CIIOCOO NPUMEHEHHA
Bo wu3bexxanue mnepeno3upoBKHM HEOOXOIUMO CTPOro cOOII0JaTh PEKOMEHIAIUMU IO PEKUMY
J03UPOBAHUSI.

PexxuM 103upoBaHus

Cmanoapmuulii pesicum 003Uposanus

BanranmukioBup OBICTPO W B 3HAYMTENFHOW CTETIEHW MeETa0ONM3upyercs ¢ o0pa3oBaHUEM
TaHIUKIOBHAPA. BHOMOCTYMHOCTh TaHIMKIIOBHpA B Cllydae MpUeMa BajraHIUKiIoBupa B 10 pa3
BBIIIIE, YEM B CIIydae MepopajbHOTO MpHUeMa raHIukiIoBupa (cM. paszaensl 4.4, 4.9). Heo6xoaumo
CTPOTO MPUJEPKHUBATHCS PEKOMEHAIUN IO T03UPOBAHHIO, YKa3aHHBIX HIKE.

Bspocnvie

Tepanusa LIMB-pemunuma

Nunykunonnas tepanusa LIMB-perunuta
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Y mnmanMeHToB € aKTUBHBIM
coctaBisier 900 mr (2 tabnerku mo 450 mr) 2 pasa B cyTku B Teuenue 21 ansa. JnurenbHas
MHIYKIMOHHAs Tepalus NOBBIIIAET PUCK MUEIOTOKCUUHOCTHU (CM. pa3fein 4.4).
Iloooepoicusarowas mepanus L{MB-pemunuma

[Tocne mpoBeneHuss Kypca WHAYKIIMOHHOW Tepanmuyd WM Yy MAIMEHTOB C HeakTUBHbIM [[MB-
PETHHUTOM peKOMeH10BaHHas J103a cocTasisieT 900 mr (2 tabnetku o 450 mr) 1 pas B cytku. Ecnu
TE€YEHHUE PETUHUTA YXY/IIAETCs, KypC UHAYKIUOHHON TE€PAMy MOXHO ITOBTOPUTH (CM. MOJIYHKT
«Mapykmmonnas tepanus LIMB-perunuTay pazmena 4.2). JMUTENIBHOCTh IMOACPKUBAIOIICH
Tepanuu J0JKHA ONPEIENSIThCS UHIUBUIYaTIbHO.

Hpodunaxmuxa LIMB-ungexuuu nocie mpancnianmayuy COTUOHBIX OP2AHO8

[Tanentam, TmepeHECHIMM  TPAHCIUIAHTALMIO  TOYKH, HEOOXOAMMO HayaThb  TEpaIuio
BAJITAaHITUKIIOBUPOM B TedeHHE nepBbiX 10 gHel mocne TpanciuianTauu B 103¢ 900 Mr (2 TabneTku
mo 450 mr) 1 pa3 B cyTku U mpojaospkath Tepanuio 10 200-ro JHS MOCTTPAHCIUIAHTAIMOHHOTO
nepuoa.

[TarmenTam, MepeHEeCIUM TPAHCIUTAHTAIMK APYTUX COJHMIHBIX OpPraHOB, HEOOXOJUMO HAYaTh
Teparnuio BAIFAaHIIUKIOBUPOM B TeueHHUE nepBbix 10 mHElH mocie TpaHciuianTanuu B 103¢ 900 mr (2
tabnerkn mo 450 wmr) 1 pa3 B CyTku © mnpomonkath Ttepanuio g0 100-ro  gHs
MOCTTPAHCIUIAHTAIIMOHHOTO TIEPHO/IA.

QOco0ble rpynisl MalueHTOB

Tayuenmor nodcunozo eospacma

D¢ dhekTuBHOCTH U OE30MACHOCTb B JAHHOMW MOIMYJISIIAY MAIIMEHTOB HE YCTaHOBIICHBI. KiTMHUYeCcKue
MCCIIEIOBaHMs y TAIIMEHTOB B BO3pacTe > 65 JIeT He MPOBOIMINCE. [T0CKOIBbKY MTOYEYHBII KITUPEHC
C BO3pAacTOM CHHJKAETCsI, MAIlMEHTaM ITOKHJION0 BO3pacTa BaJTAHIIMKIOBUD CJEIyeT Ha3HayaTh
CTpOTO C y4eTOM Moka3zaTelneit pyHkiuu mouek (cM. Hike Tabmuiry 1 u pasaen 5.2).

Tayuenmoi ¢ noueunoi HeOOCMamoyHoOCmvio

Heo6x01uM0 MPOBOAKTE TIIATEIbHBIA KOHTPOJIb KOHIICHTPAIUN KPEaTHHUHA B CHIBOPOTKE KPOBH
WM PAcUeTHOTro KIMpeHca KpeaThHUHA. KOppekInio 1036l Y B3pOCIBIX MAIUEHTOB MPOBOMASAT B
3aBHCUMOCTH OT KJIMPEHCA KpEaTHMHHHA, KaK 3TO Moka3aHo B Tabmuie 1, mpeacTaBIeHHON HUKE
(cm. pazgensr 4.4, 5.2).

PacueTHBIN KIMPEHC KpeaTHHUHA BBIYHUCIISIETCS B 3aBUCHMOCTH OT KOHIIEHTPAIMU KpEeaTHHHHA B
CBIBOPOTKE KPOBH 10 CIIEAyIOMICH hopmyJie:

(140 — Bospacr [s1eT]) x (Macca Tesa [kr])

JUISI MY>KYHUH = VT
(72) x (0,011 x KOHI[EeHTpaLMsA KpeaTUHUHA B CLIBOPOTKE KPOBHU [T]

)

Ju1st KeHIuH = 0,85 X mokaszaTenb Uil My KYHUH.
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Taoauna 1. (NOCNEQCBATENEHOCTE 0001)
Kiaupenc kpearnHuHa Ho3a s uaaykuuonHoi | Jlo3a AJis1 moaaeps;kuBaromeit
(My1/MHH) Tepanuu Tepanun/mpoPuIaKTHKA
>60 900 Mmr 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 kaxxaele 2 qas 450 mr 2 pa3a B HEJIEIIO
<10 IIPOTUBOINOKA3aHO IIPOTUBOIIOKA3aHO

llayuenmul ¢ neuenouHou HEOOCMAMOYHOCMbIO
D dexTHBHOCTD U 6E30MACHOCTH HE YCTAHOBJICHHI (CM. pasen 5.2).
Ilayuenmvr ¢ msadxcenou netKonenueu, HeumponeHueu, auemuel, mpomoOoyumoneHuetl,
naxyumonerueu
VY manueHTOB, MOJYYaBIIMX BaJTaHUUKIOBUDP (M TaHIUKIOBHP), OTMEYAIUCH CIy4yau TSHKEIOH
NEHKONEHUH, HEUTPONECHUU, AHEeMHH, TPOMOOLUTONEHHH, MAHIUTONECHUH, HEAOCTATOYHOCTH
KOCTHOTO MO3Tra M arjlacTUYeCKO aHemuH. JleueHue He ClieayeT HauWHaTh, €CIU a0COIIOTHOE
grcao HeUTpodmioB MeHbie SO0 kaeTok B 1 MK vtk yrcio TpoMOoruToB MeHbIe 25 000 kieTok
B | MK, a Takke B ciay4ae, eciu remorioous Hike 80 r/1 (cM. paznen 4.8).
Ilayuenmuwl, HaxoOsawuecs Ha 2emMoouaIUu3e
VY manueHToB, HAXOAIIKXCA Ha TeMouann3e (KiupeHc kpeatnHuHa < 10 MiI/MUH), peKOMEHIaluu
[0 JIO3UPOBAHMIO  BAITAHIMKIOBHpPAa OTCYTCTBYIOT. TakuM ManueHTaM I[pUMEHEHHE
BaJITaHIIUKIIOBUPA MMPOTUBOIMOKA3aHO.

eTH
Tepanua [[MB-pemununa
[IpoTrBOMOKA3aHO MPUMEHSTh BAJITAHIIMKIOBUP y neTed no 18 ner ¢ menvio Tepanuu [[MB-
peTHHHTA, TaK Kak 3(Q¢PEeKTUBHOCTh M 0€30MacHOCTh MPUMEHEHUS BaJTAHIIMKIOBUpA Yy JAaHHOMN
BO3PACTHOM TPYMIIHI IO JAHHOMY MOKa3aHUIO HE YCTaHOBJICHBI.
Ipoghunaxmuxa [IMB-unghexyuu nocie mpancniaumayuu COIUOHbIX OP2AHO8
Pexxwum no3upoBanus y nereii B Bozpacte ¢ 16 1o 18 siet He oTiinyaercs oT pekuMa 103UpOBaHUS y
B3pocibiX (cM. moanyHKT «lIpodpunaktrka [IMB-undexum mocne TpaHCTUIAHTAIIMH COJUIHBIX
opranoB» pazzaena 4.2). TabneTku BaITaHIMKIOBHPA MPOTHBOIMOKA3aHO MPHUMEHATh y JETe U
MOAPOCTKOB A0 16 mer ¢ mempto mpodunaktukd [IMB-unpexknnn mnocne TpaHCIIaHTAIUN
COJIUAHBIX OPTaHOB, TaK Kak 3((EeKTUBHOCTh U O€30MacCHOCTh MPUMEHEHHUS BaJTaHIMKIOBUpPA Y

JAaHHOW BO3PAcTHOM IPYIIIIBI HE yCTaHOBJICHBI.
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(MOCNEOCBATENEHOCTE 0001)

Cnoco0 mpuMeHeHus

BanranuukiioBup cienyeTr NpuHUMaTh BHYTPb BO BpeMsl €1l (CM. pazzen 5.2).

4.3. TIpoTruBOmoOKa3aHus

['unep4yBCTBUTENBHOCTD K BAJITAHIIMKIOBUPY, TAHIIMKIOBUPY HIIH K JIFOOOMY U3 BCIOMOTaTeIbHBIX
BEIIIECTB, IIEPEUMCIICHHBIX B pazjeine 6.1.

AbcomotHoe yncno Heiitpoduinos meHee 500 kierok B 1 Mk, uncio Tpombouutos menee 25 000
KJIETOK B | MKJI WJIM KOHIICHTpaIus reMoriaoouHa ke 80 /1 (em. pazaen 4.4).

Kimpenc kpearnanna menee 10 mir/mMuH.

Herckuii Bozpact 110 16 ner (npodunaktrka [IMB-uH(peknn nocie TpaHCIIAHTAIMNA COTUIHBIX
OpPraHoOB y B3pOCIbIX U J€TeH cTapiie 16 JeT u3 rpynisl pucka).

Herckuii Bo3pact 10 18 ner (seuenue [IMB-petunuta y B3pocisix namuentoB co CITHU dom).

HepI/IOI[ rpyaAHOIrO BCKapMJIMBAHUA.

4.4. Oco0ble ykazaHusi 1 Mepbl NPeI0CTOPOKHOCTH NMPHU NMPUMeHEeHUH

C 0CTOPOKHOCTBIO

[Moxkumoit  Bo3pacT (Oe3omacHOCT, W 3(PPEKTUBHOCTH Mpemapata HE  YCTaHOBIICHBI).
['unepuyBCTBUTEIBHOCTD K AlIUKIOBUPY, ICHIUKIOBUPY WK MX MPOJIEKapCTBaM (BaJalluKIOBUDPY
1 (GaMIMKIOBHPY, COOTBETCTBEHHO) B aHaMHE3€, IMOCKOJbKY H3-32 CXOIHOTO XHMHYECKOTO
CTPOCHUS TaHIUKIOBHpPA, AalWKIIOBHPAa W BaJAOWKIIOBUPA BO3MOXXHBI PCAKIHUH HCpCKpéCTHOﬁ
THICPUYYBCTBUTCIBHOCTHU K 3TUM IIPCIiapaTaM.

Oco0ble YKa3zaHusg

HepereCI’l’ZHCl}l cunepdyecneuniejlbHocmb

N3-3a CXOJHOTI'0 XUMHUYCCKOI'0 CTPOCHUS TAHIOWKIIOBUPA, AlIUKIIOBHPA U BAJIAIIMKIIOBHUPA BO3MOKHBIL
peaKuu TEePEeKPECTHOW THUIIEPUYyBCTBUTEILHOCTH K AITHM Tpenaparam. Clrieayer coOoaaTh
OCTOPOXKHOCTh TIPYM HA3HAYEHWM BaJTaHIMKIOBUpPA MAIMEHTaM C TUIEPUYYBCTBUTEIHHOCTHIO K
aIlMKJIOBHPY, TEHIUKIOBUPY WM WX TMpOJIeKapcTBaM (BaJallMKIOBHPY U (aMIUKIOBHUDY,
COOTBETCTBEHHO) B aHAMHE3E.

Mymazennocms, mepamocenHocmy, KAHYePOLeHHOCMb, YepMUIbHOCIb U KOHMPAYenyus.

B skcniepumeHTax Ha )KUBOTHBIX OBLIIO BHISIBJICHO MyTareHHOE, TePaTOreHHOE, aCTIepMATOreHHOE U
KaHIIEpOTEHHOE JEHCTBHE, a Tak)Ke HEraTUBHOE BIMSHHUE TAaHIMKIOBHpPAa Ha (DEpTUIBHOCTE.
BaJ'IFaHI_[I/IKJ'IOBI/Ip CJICAYCT CUUTATh NOTCHIUAJIBHBIM T€PATOTCHOM U KAHICPOTCHOM JIJIsI YCJIOBCKA,
MNPUMEHCHUC KOTOPOTO MOXKET BBIZLIBATH BPOXKACHHBIC IMTOPOKH PA3BUTHA U PaAK. Hepegl HayaJIOM
JIEYCHHUs TAHIIMKJIOBUPOM TAIMEHTOB CleAyeT MPOMH(OPMUPOBATH O CIIOCO0aX KOHTPALETIUU U
BO3MOXKHBIX pUCKax JUIs mioa. KpoMe Toro, BaaraHIMKIOBUP MOKET BPEMEHHO WIIM HEOOpaTUMO
MOJIABJIATH CIIEPMATOTeHE3 Y YenoBeka (cM. MyHKT «[IpaBuiia oOpamieHus ¢ mpenapaTom pasziena
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4.4, pasnenst 4.6, 4.8, 5.3, 6.6). (MOCNEAOBATENBHOCTE 000T)

Muenocynpeccus

JlnuTenbHas MHAYKIMOHHAS Tepanus BaJTaHIIMKIOBHUPOM IOBBIIIAET PUCK MHUEIOTOKCHYHOCTH.
BanranuukiioBup ciieyer NPUMEHSTh C OCTOPOKHOCTHIO Y MAalMEHTOB C T'€MaTOJIOTHYEeCKOM
uuToneHue (B TOM 4YHCNIE MpPU HATUYUM TEeMaTOJIOTUYECKOM IIUTONEHUH, BbI3BAHHOM
JIeKapCTBEHHBIMH CPE/ICTBAMU B aHAMHE3€), @ TAKXKE Y MAI[EHTOB, MOJIY4aBUINX JTY4YEBYIO TEPATUIO
(cM. paznen 4.2). B xoae neueHuss peKOMEHYETCsl PETYJISIPHO NIPOBOJUTH KOHTPOJIb Pa3BEPHYTON
(GbopMyIbI KpOBH M TpOMOOIMTOB Yy Bcex mnanueHToB. [lanmeHTtam c TspKenoil JeHKomneHuei,
HEHUTponeHnel, aneMuei u/uiam TpOMOOIIUTONICHUEH PEKOMEHTyeTCs Ha3HAYUTh TeMOIIO3TUYECKUE
(hakTOpBI pOCTa W/UIN MPEPHIBAThH IpHUEM pernapata (cM. pasaen 4.8).

Hapywenue ¢ynxyuu novex

[TarueHTam ¢ MOYEUHOI HETOCTATOUHOCTHIO PEKOMEHAYETCS YCHIICHHBIM KOHTPOJIb Pa3BepHYTOM
(GbopMyIbI KPOBH, MHHUMYM KaXAbIH pa3 MpH IMOCEHICHUH TPAHCILUIAHTAIIMOHHOM KIMHUKH.
[TaneHTaM € MOYEYHOW HENOCTATOYHOCTHIO TPeOyeTCs KOPPEKIHS J03bI C YYETOM KIMpEeHca
KpeaTuHUHA (CcM. pazgensl 4.2, 5.2). [lanueHTaM ¢ KIUPEHCOM KpeaTWHWHAa MeHee 10 mur/mMuH
MIPUMEHEHHE BaJraHIUKIOBHPA TPOTUBOMOKA3aHO.

IIpumenenue c opyaumu 1eKapCmeeHHbIMU CPeOCMBaAMU

[Ipy ogHOBpEeMEHHOM NPUMEHEHHWW TAHIMKIOBHpAa W HMMHUIICHEMa/IIMJIACTaTHHA Y TMAIHEHTOB
oTMedanuch cynoporu. Cnemyer n30eratb OJHOBPEMEHHOTO NPUMEHEHHS BaJTaHIMKIOBUPA U
UMHUIEHEMA/IIMJIaCTaTUHA B CIy4yasX, €CJIM [OTEHIHMaJbHble MPEUMYILECTBa JIEUYCHHUsS He

IIPEBBIIIAIOT BO3MOXKHBIN pHCK (cM. paszen 4.5).

HOCKOJ’II)Ky KaK 3WJOBYAHH, TaK WU T'aHIUKIOBHUP MOI'YT BBI3bIBATH HCI\/JITpOl'IeHI/IIO U aHCMHIO, Y
HCKOTOPLIX IMAIIMEHTOB MOXCET OTMCYATHCA HCICPCHOCHMMOCTL IIPU OJAHOBPEMCHHOM IIPHUEMEC

BaJITAHIIUKIIOBUPA U 3UJOBYAHWHA B IIOJIHBIX J0O3aX (CM. pasaci 45)

B cBsA3M ¢ BO3MOXXHOCTBIO MOBBILICHUM IIJIa3MEHHBIX KOHHGHTpaHI/Iﬁ AUTAHO3WHA B MIPUCYTCTBUU
raHOUKIOBHpa, CJICAYCT TIIATCIbHO Ha6n}0z[an, MNanMeHTOB Ha MNOPCAMET BO3HHUKHOBCHUA

CUMIITOMOB TOKCHYECKOTO JEHCTBUA TuaaH03WHA (CM. pasnen 4.5).

IIpumMeHeHHe BaJraHIMKIOBAPA OJHOBPEMEHHO C JAPYTMMH IIpenaparaMu, OKa3bIBarOIIMMH
MUEIOCYTPECCUBHBIN UIH HePpoTokcuueckuid apdekt (cMm. paszaen 4.5), MOXKET YCHIUBATh WX

TOKCHYECKOE JIEHCTBUE.

KOHTpoanyeMoe KIIMHUYECKOC HCCICIOBAaHUC HCITIOJIBb30BaHHUA BAJIFAHIIUKIIOBHUpA  JJIA
HpO(bI/IJ'IaKTI/IKI/I HMB-I/IH(I)CKL[I/II/I HC BKIIIOYAJIO MAaIMCHTOB IIOCJIC TPAHCIIAHTAIHUU JICTKOTI'O U
KHIICYHHKA, IIO3TOMY OINBIT MNPUMCHCHHA NpClapara y TaKuX TMAlUCHTOB OrpaHUYCH.

bromocTymHOCTh raHIMKIOBHpa M3 Ta0JIETOK BalraHIUKIOBHpa B 10 pa3 mpeBhIIIacT TAKOBYIO M3
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€00 tromCHH1:1.

[TarueHTOB, KOTOPBIX MEPEBOJAT C KaICyJl TaHIUKIOBHPA, CIeayeT WH(OPMHUPOBATH O PHCKE

0C oy
KarcyJj raHIMKIOBUpA. ["aHIIMKIIOBUD HETb3s1 3aNICHSTh Ii’cﬂBaJTr—a!lE ;

MePeI03UPOBKH, €CIIM OHU OYIyT MPUHUMATH OOJbINEE YUCIIO TabJETOK BaJITaHIIMKIOBUPA, YEM
PEKOMEHI0BaHO (cM. pasnensl 4.2, 4.9).

IIpasuna obpawenus ¢ npenapamom

TabneTku Hemb3sl pa3namblBaTh WIH pa3MenbuaTh. [[0CKONBKY BalTaHIUKIOBUDP MOTCHIIMATHHO
TEpaTOTeHEH M KaHIEPOTEHEH /I YelloBeKa, HEOOXOAUMO COOMI0JaTh OCTOPOXKHOCTH, €CIH
TabneTka pasinommwiack. Cremyer wu30eratb TOPSIMOTrO KOHTAKTa Pa3jIOMHUBIICHCS — HITH
pa3MeNbYCHHON Ta0JIETKU C KOXKEH W CIM3UCTBIMU 000JIOYKaMH. B cilydasix Takoro KOHTaKTa
HY’KHO TIIATEIHHO MPOMBITh 3TO MECTO BOJIOW C MBUIOM, TIPH MONAIaHUH B IJ1a3a - UX TIIATEIBHO

IIPOMBIBAIOT CTEPUJIBHON BOJIOM, a IIPU €€ OTCYTCTBUU - IIPOCTON BOAOM.

4.5. B3aumoneiicTBHe ¢ JAPYrMMH JIEKAPCTBEHHBIMH MNpenapaTamMM M Jpyrue BHAbI

B3auMO/IeHCTBUA

HeKaDCTBeHHI)IC B3aHMOIICI>'ICTBI/I$I BAJIFAHIIUMKJIOBHUPA

BaHFaHL[I/IKJ'IOBI/Ip SABJICTCA MPOJICKAPCTBOM I'aHIIUKIIOBHPA, ITIO3TOMY OKUAAOTCA JICKAPCTBCHHBIC

B3aHMOHeﬁCTBHH, XapaKTCPHLIC IJI 'AHOHUKIIOBUPA.

HUmunenem/yunacmamumn: MEXIY JaHHBIMU npenaparamu HEJb3s VCKIIFOYHTH
(hapMakoIMHAMHYECKOTO B3aMMOACUCTBHS. [Ipy 0JJHOBpEeMEHHOM MPUMEHEHHH TaHIUKIOBHpA H
UMHUIEHEMA/IIMJIaCTaTUHA Yy MalMeHTOB  oTMedanuch  cyigoporu. Cruemyer  u3beraTb
OJTHOBPEMEHHOT'0 NPHUMEHEHUs] BAJITAHLMKIOBUPA U MMHUIICHEMa/IIMIIaCTaTHHA B CIIydasX, €CIU

MOTEHIMATBHBIC MPEUMYIIIECTBA JICUCHUS HE MPEBHIIIAIOT BO3MOXHBIN pUCK (CM. paznen 4.4).

TloTeHIMaAILHBIE JJEKAPCTBEHHBIE B3AUMOJIENCTBUS

VYcuneHue  TOKCHYECKOTO  JEMCTBUS — TaHIMKJIOBUPA/BANTAaHLIMKIOBUpPAa  BO3MOXHO  IPH
OJTHOBPEMEHHOM NPHUMEHEHHUHU C APYTUMH IpernapaTamMH, OKa3bIBAIOIIMMU MHEIOCYTPECCUBHBIN
win Hedporokcuueckuit >Pdext. K Takum mnpenaparaM OTHOCSTCS aHAJIOTHM HYKIJIEO3UJOB
(3UIOBYIWH, IUAAHO3WH, CTaBYIWH), HMMMYHOCYIPECCAHTHl (LIHUKIOCIOPUH, TaKpPOJIUMYC,
MUKOQeHonata Mo(deTui), NPOTHBOOINYXOJIEBbIE TIpenaparbl (JIOKCOPYOMIIMH, BHUHOJIACTHH,
BUHKPHCTHUH, THPOKCUMOYEBHHA), POTUBOMH(EKIINOHHBIE npernapaTsl
(TpumeTonpuM/cynbhoHaMu I, JarncoH, amborepuiud B, Gpaynuros3uH, neHTaMuanH). YKa3aHHbIE
rpernapaThl MOKHO MPUMEHSTh OJIHOBPEMEHHO C BAJIITaHIIMKIOBHPOM TOJIBKO B TOM CIy4ae, e€Ciu
OXHjaeMasl Mojib3a OT MPOBOAMMOIO JIEYEHHs MPEBbIMIACT BO3MOXKHBIM pUCK (cM. paszzuen 4.4).

3u0o6youn:  Tpu  ONHOBPEMEHHOM  TPUMEHEHHWHM  C  TaHIHUKIOBUPOM  BO3MOXKHO
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(bapmakoarHamMHu4eckoe B3anmogericTeue. Ilockqubky mﬂ'ﬁoﬂ%ﬁﬁﬁ%% hioEHporyT

BBI3bIBATh Hef/'ITpOHeHI/IIO U AaHCMHUIO, Y HCKOTOPBLIX MAOUCHTOB MOXCET OTMCUATHCA
HCTICPCHOCUMOCTD ITPU OAHOBPEMCHHOM IIPUCME BAJITAHIUKIIOBHUPA U 3UJI0OBY/IMHA B IIOJIHBIX JO3aX

(cm. paznen 4.4).

Juoano3zun: OBLIO BBIABICHO CTOWKOE YBEIMUYCHHE KOHLEHTPALWHU AWAAHO3MHA B IUIa3Me IpU
OJTHOBPEMEHHOM IMPHUMEHEHHH C TaHIMKIOBHPOM BHYTPHBEHHO. [Ipu BHYTPHBEHHOM BBEJCHHUU
ranuukiaoBupa B no3ax 5-10 mr/kr/cytkn AUC nupano3mHa yBenuuuBasiach Ha 38-67%, 4to
HNOATBEpXKAaeT  (papMaKOKMHETHYECKOE  B3aWMOACHCTBME  JAHHBIX  IIPErapaTtoB  IpH
OJJTHOBPEMEHHOM IPUMEHEHUH. 3HAYMMOTO BIHSHMS HA KOHLEHTPALUH TAaHIWKIOBUpA HE
orMeuanock. OIHAKO CledyeT TINATEIbHO HAOIIOAATh MAIMEHTOB HA MPEeIMET BO3SHUKHOBEHUS
CHMIITOMOB TOKCHYHOCTH JCHCTBHS TUJAaHO3MHA (HAampuUMep, MaHKpeaTHTa) MPH MPUMEHEHHU

npenapara Banrosup® 450 (cm. paszen «Ocobble yKa3aHHs»).

IIpobeneyuo: 0THOBPEMEHHBIN TMEPOPATBHBIA MPHEM NPOOCHEIHIa MPUBOAMI K CTATHCTHYCCKU
3HQUMMOMY CHHKCHHIO TIOYEYHOTO KJIMpeHca raHiukioBupa (20%) ¥ K  yBEIHYECHHIO
MPOOJKUTENHOCTU ero nedcTBust (40%). OTo OOBICHSAETCS MEXaHU3MOM B3aUMOJICHCTBUS -
KOHKypEHIIMEeH 33 KaHaJBIIEBYK) IMOYEYHYIO OJKCKpeuuto. [lanMeHThl, npHHUMArOIINE
OJTHOBPEMEHHO TMPOOCHEIUI W BAITAHIMKIOBHUD, JODKHBI HAXOJMTHCS TMOJ TIHIATEIbHBIM

Ha6JIIOlI€HI/IeM H3-3a BOSMOXXHOI'O TOKCHYCCKOTI'O IIGIZCTBPI?[ TaHIUKJIIOBHUPA.

4.6. @epTHILHOCTD, 0ePEMEHHOCTD U JAKTALUS

bepeMeHHOCTD

bezonacHOCTh MpUMEHEHUS BaITaHIMKIOBHpA NpU OEPEMEHHOCTH Y 4elOBEKa HE YCTaHOBJIEHA.
OpHako TaHIMKIOBUDP OBICTPO MPOHMKAET Yepe3 YesoBe4ecKyro IutaneHty. [Ipu 6epemenHocTH
Ha3HAYeHUs] BaJTaHLUUKIOBUpAa cleayeT u3lerarb, 3a UCKIIOYEHHEM CIIydaeB, Korja
MOTEHIHAJIbHBIN MOJOXKUTENbHBIA APHEKT JIeUeHUs IIsl MaTepu OINpPaBJIbIBAET BO3MOXKHBIM PHCK
JUIA TIJ10Ja.

JloToIHUTENbHBIE  UCCIIEOBAHMSI  PENPOAYKTUBHOW TOKCMYHOCTH  BAJITAHIMKIOBHpA HE
MPOBOAMJINCH BBUIY €ro OBICTPOrO M 3HAUUTENBHOI'O NPEBpAlleHHUs B TaHIMKIOBUHp. B
UCCIIEIOBaHMAX Y )KMBOTHBIX IPUMEHEHNE TaHIIUKIIOBUPA aCCOLIMUPOBAJIOCH C TEPATOI€HHOCTBIO U
TOKCUYHOCTBIO B OTHOIIEHUHU PENPOYKTUBHON CHCTEMBI.

bezonacHocTh NpUMEHEHHsI BAJITAHIIMKIOBHPA B X0/1€ POJOB U POJOpa3pEIIeHUs HE U3ydanach.
Jlakranus

HccnenoBanuil BIMSHNS BAITAaHIMKIOBHAPA M TAaHIMKIIOBHPA HA IIEPU- U IOCTHATAIbHOE Pa3BUTHE
HE TNPOBOJAUJIOCH, TIPU 3TOM HENIb3sl HUCKIIOUUTh BO3MOYKHOCTH BBIIEIEHHUS TaHIUKIOBHpA C
IPYAHBIM MOJIOKOM M Pa3BUTHS CEPbE3HBIX MOOOUHBIX peaKkuil y TpyIHOro pedeHka. Pe3ynbraTsl
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HCCIIEIOBaHMM y UeIoBeKa OTCYTCTBYIOT, HO PE3yIbTaThI U EAO BRI Y KT BOTH B X HOKASEBAIOT

YTO TaHIIUKIOBUP BBIBOJUTCS C TPYAHBIM MOJIOKOM Y KpbIc. B ciiyyae HE0OX0IMMOCTH TPUMEHEHUS
Ipenapara B IEpUO/ JIAKTallUM HEOOXO0IMMO NPEKPATUTh IPYAHOE BCKAPMIIUBAHUE.

DepTUILHOCTD

B xome wuccnenoBaHMii y JKMBOTHBIX IPHMEHEHHME TaHIMKJIOBUpPA BBI3BIBAJIIO HapyIlEHHUE
dbeprunpHOCTH (CM. pa3aen 5.3). Y manueHToB, MOTyJalonuX BAITaHITUKIOBHUP JUIS MPOQHIaKTHKH
[IMB-undexunn na npotspxkeHun 200 qHel mocie TpaHCIUIaHTAluY TOYKH, 0TMEYAIOCh yTHETEHUE
criepmaroreHe3a (110 CpaBHEHUIO C KOHTPOJIBHOW TIpynmnol, He mosaywvaromeil jedenus). Ilo
IIPOIIECTBUH MPUMEPHO 6-TU MECSLEB M10CIIE NPEKPAILEHUS TepauK CPEeIHSSA INIOTHOCTD CIIEPMBI
y MPOJICYEHHBIX MTALIMEHTOB OblJIa CONOCTaBUMa C TAKOBOM Yy KOHTPOJIbHOMN I'PYMIIbl NAlIUEHTOB, HE
[OJIydaroux tepanuio. [Ipu 3ToM y BceX MpOJICUEHHBIX MALMEHTOB ¢ HOPMAJIBHOM MJIOTHOCTHIO
criepMbl U y 8 U3 13 manueHToB cO CHUKEHHOM INIOTHOCTBIO CIIEPMbl Ha HCXOJAHOM YPOBHE IOCIIE
IIPEeKpallleHUs] JIeYeHUs1 OTMedYalach HOpMallbHas IUIOTHOCTh coepMbl. Ilpu mocienyromem
HAOJIIOCHNU B KOHTPOJILHOU TPYIITIE Y BCEX MAIMEHTOB C HOPMAJIbHON TNIOTHOCTBIO CIIEPMBI U Y 2
13 4 ManueHTOB CO CHMYKEHHOU IJIOTHOCTBIO CIIEPMBbI Ha UCXOJHOM YPOBHE I10CJIE€ MPEKPAICHUS
JIeYeHHs OTMEYalach HOpMaJlbHas ITNIOTHOCTb CIIEPMBI.

KoHTpanenmus y My>KYUH M KCHIITHH

Bo BpEMA JICUCHUA U B TCHCHHUC MUHUMYM 30 IlHeﬁ IMOCJIC OKOHYAaHHA JICYCHHW A BaAJITAHIUKIIOBUPOM
JKCHINMHAaM C PCIIPOAYKTUBHBIM ITOTCHIHUAJIOM CICAYCT PECKOMCHAOBATH MCIIOJIB30BaTh HAACKHBIC
MCTOJAbI KOHTPALCIIIHNH. Bo BpeMs JICHCHHUA U B TCUCHUC MUHUMYM 90 I[Heﬁ IIOCJIC €0 OKOHYaHUA
MYy’KUWHAM, BCAYHIUM TIIOJIOBYIO JKU3Hb, PCKOMCHIAYCTCSA HCIOJIb30BATH 6apLepHLII>’I METOL
KOHTpaucnunuu, 3a UCKIIOYCHUCM CJIIYYaCB OTCYTCTBUA PHCKAa BO3HUKHOBCHUA 6epeMeHHOCTI/I y

napTHepi (cM. pasaensl 4.4, 5.3).

4.7. BiansiHHe Ha cNOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpPeACTBAMH H padoTaTh €
MeXaHM3MaMH

[Ipy nedeHMM BaNTraHUMKIOBUPOM W/WIM TaHIMKIOBUPOM BO3MOXKHO BO3HHMKHOBEHHME TaKHX
HEeXeJaTeJIbHbBIX PEeaKIIMii, KaK CyJ0pOTH, CEIalli1, TOJIOBOKPYKEHHUS, aTAKCUH W/WJIN CITyTAHHOCTH
CO3HaHUS, YTO MOXXET OTPULATENBHO MOBJIMATH HA JAEATENBbHOCTb, TPEOYIOIIYIO MOBBIIIEHHON
KOHIIGHTPALlMd BHUMAaHHWS, BKIIOYas YIpPaBJICHHWE TPAHCIOPTHBIMU CPEACTBAMU U paboTy C
MallMHAMHM U MeXaHu3MaMHu. B cBsi3u ¢ 3TUM B NepuUOj JICUEHUs BaJTaHIMKIOBUPOM CJIEIyeT
coOJII0AaTh OCTOPOKHOCTH MPH YIPABICHUH TPAHCIIOPTHBIMU CPEJCTBAMH U B pa0OTe C MallIMHAMHU
1 MexaHu3MaMu. [Ipy nosiBIeHNN ONMCaHHBIX HEXKEIATENbHbIX SIBJICHUH CIIEy€ET BO3AEPKATHCS OT

BBIITOJIHCHHS YKa3aHHBIX BUJOB ACATCIILHOCTHU.

4.8. HexenarejJbHble peakiuu

C.8u3 25



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 01.12.2023 N= 25425

(MOCNEOCBATENEHOCTE 0001)

Pesrome mpoduirst 0e3onacHOCTH

BanrannukioBup mpencTtaBiseT CcOOOW  MPOJEKapCTBO — TaHIMKIOBHPA, KOTOPOE  IOCIE
MEePOPAILHOTO TpueMa OBICTPO MpPEeBpalIacTCsl B TAHIMKIOBHP, IMO3TOMY BCE W3BECTHBIC
HexenaTesnbHble 3((EKThl, CBSI3aHHbIE C IPUEMOM TaHIMKIOBHPA, SBISIOTCA OKUAAEMBIMHU IS
BaJITaHLUMKIOBUpA. Bce HexenarenbHble peaklUUd, 3apEerUCTPUPOBAHHBIE B KIMHUYECKUX
WCCIICIOBAHMSIX BAJITAHIIMKIOBHPA, DAHbBIIE HAOMIONATNCh MPH JICYCHUH TaHIUKIOBUPOM.
HexenaTtenbHbIe peakiiuy, BO3HUKAOIIME TPU MPUMEHEHU Y TAaHIIMKJIOBUPA WIIA BAJITAHIIMKIOBHPA,

BKJIFOYEHBI B Ta0muiry 2.

Haubonee CepBéSHBIMI/I N Y9aCTbIMHU HEXCIATCIbHBIMHU PCAKOUAMU Y IMAUCHTOB, IOJTYy4YaBIINX
BaJIT" aHLII/IKJIOBI/Ip/I‘aHI_II/IKHOBI/Ip, ABJIIOTCA HApyYHWICHUA CO CTOPOHBI KpPOBHU, B YAaCTHOCTH,

HEUTPONEHUS, aHEMHUS U TPOMOOLIUTOIIEHUS.

OOmwmit mpodmib 6€30MaCHOCTH T'aHIUKIOBUPA/BAJITAHIMKIOBUPA CONOCTaBUM B MOIYJIALHUAX
MAMEHTOB nociie TpaHciulanTauuu 1 ¢ BUY. Hckitouenue cocTaBiisieT HEKEnaTeNIbHas PeaKIysl
«OTCIJIOMKa ceT4aTKu», HaOuoAaomascs Toyibko y nauueHtos ¢ [IMB-petunurom. Tem He meHee
MMEIOTCS  pa3iMyus B 4YacTOTax HEKOTOPBIX HEXKENaTelbHbIX peakuuil. IIpumenenue
BAJITAaHLMKIIOBUPA ACCOLMUPOBAIOCH C IIOBBIILIEHHBIM PpUCKOM JHaped II0 CPaBHEHHUIO C
IIPUMEHEHUEM TaHLUKIOBUpPAa BHYTPUBEHHO. JIuxopanka, KaHAWI03, ICNPECCUsi, TsKeNas
HelTponeHus (abcomorHoe unciao HeuTpodunoB (AUH) <500/MKiT) M KOXKHBIC PEaKIUU daIle
ormeyanuck y nanrenToB co CIIMlom. Hapymenne GyHKIMH MOYeK 1 IeYeHH! Jaie HabIroaach

Yy NalUCHTOB ITOCJIC TPAHCIVIAHTAIUH.

Tabnuunoe pE3IOMe HEeXKellaTeIbHbIX peaKIINi

YacTtoTsl BOZHUKHOBEHHUSI HEXENATENIbHbIX peaklui, yka3aHHble B TaOmuie 2, onpeneneHsl Ha
OCHOBE aHallu3a OObEIUHEHHOW MOMYJSIUM TalUEeHTOB, IOJYYaBIIUX IOJAECPKUBAIOIIYIO
TEpanuio raHUKJIOBUPOM HIIU BaJITAHIMKIOBUPOM B KIIMHUYECKUX UCCIIENOBAHUAX Y ITALIMEHTOB C
BUY. HckniodeHne cOCTaBISAIOT YacTOThl aHA(DUIAKTHUECKUX peakluil, arpaHysonuro3a M

Ir'panyJIOOUTOIICHHH, OHpC}IGJ’IéHHLIe Ha OCHOBC JAaHHBIX MMOCTPETUCTPATUOHHOT'O Ha6J'IIOI[eHI/I$I.

JInsi omucaHusl 4aCTOThl HEKENATEIbHBIX PEAaKIUH HCIONB3YeTCs CAeayromas KiaccuuKaius:
oueHb yacto (>1/10), gacto (>1/100 u <1/10), meuacto (>1/1000 u <1/100), peaxo (>1/10 000 u
<1/1 000) u ouens penko (<1/10 000).

Tabauua 2. Yacrora pasBUTHS HEXKeJATEIbHBIX JEKAPCTBEHHBIX PEeAKI Uil Y MAallUEHTOB C

BHUY, nony4aromux noaaep;KMBaroIy0 TePanuo raHiMKJIOBHPOM/BAJITAHIIUKIOBHPOM.

He:xenarenbHas JeKapCTBEHHAS] peaKusi Yacrora
Kuace cucrem opranos
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Hughexyuonnvie u napazumapusie 3a601e6anys A TELIEATENTGRLR T UL

Kanmunos, BKiIrouas KaHIUI03 CIU3UCTON 000JI0UKY TOJIOCTH pTa Ouenv wacmo
WNHpexnus BEepXHUX IBIXaTeIbHBIX IMyTeH Quenwv yacmo
Cerncuc Yacmo
['punn Yacmo
NHpexnnm MOYEBBIBOASIINX Ty TEH Yacmo
Bocnanenue noakoKHO-)KUPOBOU KJIETYATKU Yacmo

Hapymenuﬂ CO CmMOpOHbBL Kpo6u u Jmmqbamulteckoﬁ cucmemol

Heiitponienus Quenwv yacmo
Anemus Ouenb wacmo
TpombouuTonenus Yacmo
JletikoneHus Yacmo
ITannuronenusa Yacmo
Hapymenne GpyHKIMH KOCTHOTO MO3Ta Heuacmo
Annactuyeckas aHeMHs Peoko
ArpanynonuTos** Peoko
['panynouuroneHus ** Peoko

Hapymenuﬂ CO CMOpoHblL ummynnoﬁ cucmemaosl

I'unep4yyBCTBUTENBHOCTD Yacmo

AHadunaktuyeckas peakuus** Peoko

Hapymenu;l CO CmMOpOHbBL MemadonuImMa u NUMaHus

CHIXeHME anmeTuTa Ouens yacmo

CHIKEHNE MacChl Tela Yacmo

Hapywenua ncuxuku

Henpeccus Yacmo
CocTosiHME CITyTaHHOCTHU CO3HAHUS Yacmo
Tpesora Yacmo
Boz0yxnenue Heuacmo
IlcnxoTnyeckoe paccTpouCTBO Heuacmo
PaccrpoiicTBa MbILIEHUS Heuacmo
[NammronuHanyuu Heuacmo

Hapywenus co cmoponst nepenoii cucmemol

TosoBHas 0oJb

becconnuna Yacmo
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[epudepuueckas neiiponarus ST ELVEATIENEAUG ) Sy U

I'onoBokpysxeHue Yacmo
ITepecres3us Yacmo
I'unepcresus Yacmo
Cynoporu Yacmo
Jucressus (HapyIIeHHE BKyCa) Yacmo
Tpemop Heuacmo

H, apyuiénus co CmopoHbsl Op2ana 3peHus

YxyauieHue 3peHus Yacmo
Ortcioiika ceTyaTku™® Yacmo
[1naBarorre MOMyTHEHUSI CTEKJIOBUTHOTO Tela Yacmo
bonp B rnazax Yacmo
KoHBIOKTUBUT Yacmo
OTek MaKyJibl Yacmo

Hapymenuﬂ CO CmMOpPOHBL Op2aHa cjiyxa u Jlaﬁupunmubte Hapyuiteénus

boib B yxe Yacmo

I'myxora Heuacmo

Hapywenus co cmoponst cepoeuHo-cocyoucmoii cucmemol

Hapymenus cepaedynoro purma YHacmo

[ToHnxeHne apTepUaTIbHOTO TaBICHUS Heuacmo

Hapywenusa co cmoponst ObixamenvHoil CucneMmbl, Op2AH08 ZPYOHOIL KNemKU U

cpedocmenus

Kammenb QOuenb yacmo
Oppliika Ouenwv wacmo
Hapywenusa co cmoponul y#ce1y00uHo-KUuieuHo20 mpaKkma

Huapes Quenwv uacmo
TomHoTa QOuenb yacmo
PBoTa Ovenwv yacmo
bons B xxuBOTE Ouenv wacmo
Hucnencus Yacmo
Mereopusm Yacmo
bonp B BepxHE# 4acTh )KUBOTA Yacmo
3amnop Yacmo
W3bsaBrneHne cIM3ucToi 000J0YKH MOJIOCTH PTa Yacmo
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Tincharus (MOCNEOOBATENEHUE 15, JP0T)
B3nyTue xxuora Yacmo
[Tankpeatut Yacmo

Hapymenuﬂ CO CmMOpOHblL nevernu u afceﬂueebwodﬂmux nymeft

[ToBbIlIIeHNE aKTHBHOCTH IIETI0YHON (hocdaTasbl B KpOBU Yacmo
Hapymienue GpyHkIuu neueHu Yacmo
Hapymienne akTHBHOCTH acmiapTaTaMHHOTpaHCc(epasbl Yacmo
[ToBBIlIIEHNE AKTHBHOCTHY aJIaHWHAMUHOTpaHCHEpas3bl Yacmo

Hapymeuuﬂ CO CMOPOHRbBlL KOJHCU U NOOKOJCHBIX MKAHEIL

Hepmatut Quenb uacmo
Hounas nmoTauBocTh Yacmo
3yn Yacmo
ChIllb Yacmo
Anonenys Yacmo
CyxocTp K0XH Heuacmo
Kpanusnauna Heuacmo

Hapymenuﬂ CO CMOoponbl CKeNemHO-MblUeYHOU U COCOUHUMENbHOU MKAHU

bons B ciune Yacmo
Muanrus Yacmo
ApTtpanrus Yacmo
MEIIIEUHEIE CITa3MbI Yacmo

Hapymemm CO CmMOpPOHbL nOYEK U Mouesbwod;lmux nymeﬁ

Hapymenue @pynkunn nouek Yacmo
CHMKEHHE MOYEUHOro KIMpEHca KpeaTHHUHA Yacmo
[ToBbIIEHNE KOHLIEHTPALIUY KPEATUHUHA B KDOBU Yacmo
[Toueunast HEOCTaTOUYHOCTD Heuacmo
I'emarypus Heuacmo

Hapymemm CO CMOpPOHbBL ROJ106bLX OP2AHO6 U MONOUHOUL Hcele3bl

Mykckoe Oecriioaue Heuacmo

Obuwgue paccmpoiicmea u HapyuieHus 6 Mecme 66e€0eHU

JIuxopanka Quenb wacmo
[ToBBIIICHHAS YTOMJIIEMOCTD Ouenb yacmo
bonn Yacmo
O3H00 Yacmo
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OO0111ee HETOMOTraHUE

AcTteHnust Yacmo

bonb B rpyaun Heuacmo

*Orcnoiika cetyatku Habmromanack Toibko y mamueHtoB co CIIMIom mpu Tepanuu [[MB-
peTUHUTA.

**YacToTa JAHHBIX HEKENATCIbHBIX PpEaKIMi OMNpenesisiach Ha OCHOBAHHMU  JAHHBIX
MOCTPETUCTPALIMOHHOTO IPUMEHEHUS.

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKHI/Iﬁ

Heumponenus

Puck pa3Butus HEHTpPONEHUM HENb3sl MpeacKa3aTh, UCXOs U3 YHClia HEUTpOopMIOB A0 Haudaia
nedeHus. Bo3HMKHOBEHHE HEUTPOINECHUU SIBJSETCS TUIUYHBIM JJISl TIEPBOM WJIM BTOPOW HEAeNu
WHAYKIUOHHOW Tepanuu. Yucino HeHTpoduiIoB, Kak NpaBuiIo, HOpMaIU3yeTcs B TeueHue 2-5 aHeil
II0cJIe IpEeKpalleHysl IpuemMa rnpenapara Wil CHUKEHHs 1036l (CM. pasnen 4.4).
Tpomboyumonenus

Y manueHToB ¢ UCXOAHBIM HHU3KUM yucioM TpomboruToB (< 100 000/MKJI) MOBBIMIEH PHUCK
pa3BUTHUA TPOMOOLIUTONCHUH. Y TMAIIMEHTOB C STPOTEHHOU cympeccueil MMMYHUTETa BCIIEICTBUE
Tepanuy UMMYHOCYIPEeCCaHTaMH PUCK Pa3BUTHS TPOMOOLIMTONIEHUH BBIIIE, YEM y MALUEHTOB CO
CIINdom (cm. pasgen 4.4). Tsokenas TpoMOOIIMTONIEHUSI MOYKET COIPOBOKIATHCS MOTEHIUAIBHO
KHU3ZHEYTPOKAIOITUMHI KPOBOTCUCHHUSIMHU.

Brusnue onumensmocmu mepanuu/noxkazanus K NPUMEHEHUI0 HA PA3BUMUE HelCelamenlbHblX
peaxyuti.

Tsoxenast Heitponenus (adcomoTHoe yncio HenTpodmios (AUH) < 500/mki) vaie Habmr0ga1aCh
y mauueHTtoB ¢ LIMB-perunutom (16%), moiay4aBmIMX BaJTraHIMKIOBUDP, MO CPABHEHUIO C
MAaUEHTaMH TI0CJIE TPAHCILIAHTALIMM COJIMJHBIX OPraHoB, MOJYYaBIIMX BaJITaHIUKIOBUD WIH
TaHIMKJIOBUD (TEepopanbHO). Y MalMEHTOB, IMOJyYaBIIMX BAJITAHIMKIOBUP WM TaHIMKIOBUD
(mepopasibHo) B Teuenue 100 mgHel mocne TpaHCIUTAHTAIMHM, YacTOTa Pa3BUTHS TSHKEIOM
HeuTponeHun cocrasimsia 5% u 3%, COOTBETCTBEHHO. Y  NAIMEHTOB, IOJYYarOIIHUX
BaJTaHUUKIOBUP B TeueHue 200 nHeN mocie TpaHCIUIAHTAlMM, 4YacTOTa Pa3BUTHS TXKEION
HeuTpornieHUU coctaBisuia 10%. Y manueHToOB TMOCHE TPaHCIUIAHTAIMKA COJUAHBIX OPTaHOB,
MOJIy4aBIIUX BaJTAHLIMKIOBUP U TaHUMKIOBUD (mepopainbHo) B TeueHue 100 umm 200 mHeid,
HabroAam0ck 0oJiee BEIpAXKEHHOE YBEIMUEHHE KOHIIEHTPAlMN KpeaTHHUHA B CBIBOPOTKE KPOBH 110
cpaBHEHHIO ¢ mnanueHTamMu ¢ [[MB-permnutoM. OpHako BaXXHO OTMETWUTH, YTO HApYILIEHHUE
(GYHKIUH MOYEK SBISETCS XapaKTepHbIM CUMIITOMOM, Yallle HabJII0JaloIMCsl y MallMeHTOB 10cie

TPaHCINIaHTaOuU COJIMIHBIX OPraHOB.
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a_ne | iiniensieréd B 1ip6itabrin UiePona

O6mmit mpodriib 6€30MacCHOCTH BaJTAHIIUKIIO

PO UIAKTUIECKOTO IPUMEHEHHUS Y MalUEHTOB C BBICOKUM PHUCKOM pa3ButTusi [IMB-undpeknumn
nocJe nepecaaku nmoyku a0 200 qHei.

Y nanueHToB, MOIyYaroNUMX BAITaHIIMKIOBUP 10 200-T0 AHS MOCTTPAHCIUIAHTAMOHHOTO NIEPUO/Ia,
0 CpPaBHEHUIO C TMAlMEHTaMH, TMOJYYaloIIMMU BajdraHmukiaoBup g0 100-ro  1aHs
MOCTTPAHCIUIAHTAI[MIOHHOTO TIEPHUO/Ia, HAOIFO1aeTCsl HEKOTOPOE YBEITMICHHUE YACTOTHI JICHKOIICHUH.
YacroTa pa3BUTUS HEUTPOIIEHUU, aHEMUU U TPOMOOIUTONEHUU OBLUTH CXOIHBIMH y TAI[CHTOB,
noaydaromux jgedeHue 10 100-ro gug u 200-ro JHSA NOCTTPAHCIUIAHTAIIMOHHOTO MEPHO/IA.
Jlabopamopusie nokazamenu

[Tpu mpoanenun neproaa NpopUIAKTUKH Y B3POCIBIX MAlMEHTOB C BBICOKUM PUCKOM Pa3BUTHS
[IMB-un(dekunu nocie TpaHCIUIAHTALUU COJIMIHBIX OPTaHOB YAaCTOTa HAPYLICHUH J1aO0OPaTOPHBIX
nokazareiier 1o 200-T nHel ocTaBajach CXOIHOM.

Tspkenas Heitponienust 0oiee 4acTo HAOMIOAANACH Y ETei, epeHecIuX TPAHCIUIAHTAIIO TTOYKU
U TOJy4YaBIIMX BaNraHuMkiIoBup 10 200-ro JHS NOCTTPAHCIIAHTALIMOHHOTO IEpHoja, I10
CPaBHEHUIO C JETHhMH, TOJYYABIIMMH BAITaHIUKIOBHUP 10 100-T0 JHS MOCTTPAaHCILIAHTALIMOHHOTO
Mepuojia, a TakKKe IO CPAaBHEHUIO C B3POCIBIMHU, MEPEHECIIMMHU TPAHCIIAHTAIMIO TMMOYKH U

MOJTy4aBIIMMU BaNraHUKIOBUP 10 100-ro 1 200-ro 1HS NOCTTPaHCIUIAHTALIMOHHOIO MIEPUO/Ia.

Tabmmpa 3. H3MeHeHuss J1a00paTOpHBIX MOKa3aTeseidl, COO0IIABIIMXCS IpPH MpHeMe

BAJITAHIIMKJIOBHPA Y B3POCJIbIX

[Tatmentsr ¢ LIBM- | [TanueHTsl mocie TpaHCIUIAHTALMKA COJIMIHBIX

PETUHUTOM OpraHoB, nosry4aniue jgedenue 10 100-ro aus
3meHenus IIOCTTPAHCIUIAHTAIIMOHHOIO IIEPUOIa
JI3601’3T0PHVI°IX Banranuuxiosup Banranuuxiiosup INanuuxioBup
HOKa3aTeIcH (m=370) (n1=244) nepopaybHo (n=126)

% % %

Hetimponeuus (abcontomuoe uucio neumpo@uios/mxi)

<500 16 5 3
500 - <750 17 3 2
750 - <1000 17 5 2

Anemus (cemoenobun /)

<65 7 1 2
65 - <80 10 2 7
80 - <95 14 31 25

Tpomboyumonernus (4ucio mpomooyumos/mxi)

<25000 3 0 2
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25000 - <50000 5 1 (MOCTEOUBA 'I'Eﬂ EHOCTE000T)
50000 - <100000 21 18 21

Konyenmpayus kpeamununa 6 coléopomke Kposu (me/on)

>2.5 2 14 21

>1.5-2.5 11 45 47

Taoauna 4. U3MmeHeHus J1a00paTOPHBIX NOKA3aTe e NPU NPUMEHEHHH BAJITAHIMKJIOBHPA y

aeren

[TaneHTHI JETCKOTO BO3pacTa IOCIE TPAHCIUIAHTAIIMUA — COJHMIHBIX
OpraHoB

MsMeHeHus JleueHne BaTaHIIMKIOBHPOM JI0 JleueHre BaTaHIIMKIOBUPOM JI0

1aGOPaTOPHBIX 100-ro nus 200-ro mHs

HoKazaTencii MOCTTPAHCILIAHTAIIUOHHOTO MOCTTPAHCILIAHTAIUOHHOTO
nepuoza (n=63) nepuoza (n=56)
% %

Heiimponeuus (abcontomuoe yucno Hetimpoguios/mxi)

<500 5 30

500 - <750 8 7

750 - <1000 5 11

Anemus (2cemoenobun 2/n)

<65 0 0
65 - <80 14 5
80 - <95 38 29
Tpomboyumonenus (vucio mpomooyumoe/m)

<25000 0 0
25000 - <50000 10 0
50000 - <100000 3 4
Konyenmpayusa kpeamununa 6 cvigopomke Kpogu (me/on)

>2.5 2 5
>1.5-25 11 20

TlocTperucTpalmoHHoe IPUMEHEHNE

HpI/I MOCTPETUCTPAIMOHHOM IMPHUMCHCHUN BaJlTaHOUKIIOBUpAa W TaHOUKIOBHpPA HpO(i)I/IJ'H)
0€30IMaCHOCTH OBLI COITOCTABMM C TAKOBBIM B X04€ KIMHUYCCKUX HCCHCﬂOBaHHﬁ.

CTH
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O6mwmii mpopuas 6e30HaCHOCTH  BaAraHLIUKIGBUDA V'né-_c!;egiE%g E&T@MC 5p 'jr_r@ﬁ'—' @ WISt

0€30I1aCHOCTH TIperapara y B3pOCIbIX.

B netckoii momynsnun Ha0JII0JaI0Ch HEKOTOPOE YBETMYEHUE YaCTOTHl HEHTPOIIEHUH, OJHAKO 3TO
HE IPUBOJNIIO K YBETUUCHUIO YACTOThI HH(EKITHIA.

VY gereii, mepeHecHUIMX TPaHCIUIAHTAIMIO MOYKH, YBEIHMYEHHE MepuoAa MNpOoPHIaKTHUYECKOTO
npuMmenenus 10 200 1Hel He IPUBOAUT K YBEJIIMUEHHUIO YaCTOThI HEKEIATEIbHBIX SBICHUM.
Bpooicoennasn [[MB-ungexyus

Tepanus BpoxaenHoi [IMB-undexkunn He SBIsieTcsl 0A00pPEHHBIM MTOKa3aHUEM K NMPUMEHEHUIO
BaJITAaHLUKIOBUpPA. TeM He MeHee HCCIEeI0BaHUs, MPOBEICHHbIE y HOBOPOXICHHBIX U JETel
paHHero Bo3pacta ¢ BpokaeHHOW L[[MB-undexuuen, mnpenocTaBisiOT AaHHbIE O Hpoduie
0€30macHOCTH Tpemapara B JaHHBIX MOMYJSIUSAX ManueHToB. llpoduns Ge3omacHOCTH
BaJITaHLIUKIIOBUPA COTMOCTaBUM c W3BECTHBIM npoduiem 0€30MacHOCTH
BaJITaHLIMKIIOBUPA/TAaHIIUKIOBHPA.

OCHOBHBIM IPOSIBJICHUEM TOKCUYHOCTH TaHIIUKIIOBUPA siBJsieTcst HernTpornenus (y 38% maiueHToB
oTMedanach HelTporeHus 3 uin 4 creneHy, | manueHTy noTpedoBaIoch MpeKpalieHue Teparnun).
BonbmnHCTBO SBICHUI MO1aBaTUCh KOPPEKIIUU, TPH OJHOBPEMEHHOM BO3MOYKHOCTH MPOJIOJIKATh
MIPOTUBOBUPYCHYIO Teparnio. ¥ BCeX HOBOPOXKICHHBIX HAOIIOJAIOCh YBEMYEHHE MOKa3aTenei,
XapaKkTepU3yIOUIMX pOCT M pa3BUTUE (POCT, Macca Teja, CPEeIHssS OKPYKHOCTh rojioBsl). Ilpu
[epOpaibHOM MPUMEHEHUH BAJIFAHIMKJIOBHpa HanboJiee YaCThIMU HEXKEJIaTEIbHBIMU PEAKIUSIMU
ObUTM HEWTpOIIeHHUs, aHeMHs, HapymieHue GQYHKIUM TeueHu u jauapes. llepeuncrneHHbIe
HEeXXeJaTeNlbHble SBJIEHUS HAOMIONANINUCh Yalle y NalMeHTOB MpH O-HEeNesNbHOM Tepanuu
BaJITAHLMKJIOBUPOM, IO CPABHEHMIO C MALIMEHTAaMH, NTOJyYaBIIUMHU BAJTAHIIUKIOBUDP B TeUEHHUE 6
MecseB. CepbE3HBIMU  HEXKENATeIIbHBIMU  SIBICHUSIMU, CBA3aHHBIMHU C JICUEHHUEM, OBLIU
HEHTpOIeHNs ¥ aHeMUs1, KOTOpbIE yallle HaOII0JaluCh IPU TePAInu JUIMTEIbHOCTBIO 6 Henenb. He
HaOII0/1a7I0Ch CTAaTHUCTMYECKHW WM KIMHUYECKH 3HAYUMBIX Pa3lu4yUil MEXIy MaldeHTaMH,
MOJIy4aBIIMMHU BAJITAaHIIUKJIOBUp B TeueHue 6 Helenb M B TeueHue 6 MecsleB, B MOKa3aTelsx,
XapaKTEepU3YIOLINX POCT U Pa3BUTHE, TAKMX KaK Macca Tella, pOCT, CPEIHSASI OKPY>KHOCTH IOJIOBHI.

COO6H_ICHI/IH 0 MOJO03PEBACMBIX HEXKCIATCIIbHBIX PCAKITHAX

Baxxno cooOmarh 0 MOJ03peBaeMbIX HEXKENATeNbHBIX PEaKIUsAX IOCle PETUCTPALUU
JIEKApCTBEHHOTO TIpernapara ¢ IeiIbl0 00eCTieueHrs] HeMPEPHIBHOTO MOHUTOPHHTA COOTHOIICHUS
«T0Jb3a — PHUCK» JEKAapCTBEHHOTo Impemnapata. MeaunMHCKUM pPaOOTHHKAM pPEKOMEH]yeTcs
CO00MIATh O JIFOOBIX MO03PEeBAEMbIX HEKETIATeNbHBIX PEaKIHUIX JIEKAPCTBEHHOTO IIperapara 4epes
HAI[MOHATIbHBIE CHCTEMBI COOOIIEHUS O HEXENaTeIbHBIX PEAKIMIX TOCYJapCTB — UICHOB

EBpa3niickoro 5KOHOMHUYECKOTO COKO3a.
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Poccuiickasa ®eoepayus

Aopec: 109012, Mocksa, Cnassanckas niowaos, 0. 4, cmp. 1

Dedepanvras cayaicoa no Haozopy 8 cghepe 30pasooxparenus Poccutickou Pedepayuu
Tenegpon: +7 (495) 698 45 38, +7 (499) 578 02 30

Daxc: +7 (495) 624 80 90

Dnekmpounas nouma. info@roszdravnadzor.ru

Humepuem-catim: www.roszdravnadzor.gov.ru

49. TIlepeno3dupoBka

Hepe):[031/1p031<a BaJITAHIIUKJIOBHPA U BHYTPUBCHHO BBOAMMOI'O 'AaHIIMKJIOBHUPA

Bo3MoxHO, 4TO Tepeno3upoOBKa BANTAHIIMKIOBUpPA MOXET NPHUBECTH K  YBEIMYECHUIO
HeppoTokcuyHocTH (cM. pazaensl 4.2, 4.4). B xome KIMHHYECKUX HCCICIOBAHUN U
MIOCTPETUCTPAIIMIOHHOTO PUMEHEHHUs BaJTAHIIMKJIOBUPA ObUIM OMHUCAHBI CIy4Yau MEpeno3uPOBKH
TaHIMKIJIOBUPA NIPU BHYTPUBEHHOM BBEJICHUH, B TOM UYHUCIIE C JIETAJIbHBIM UCX0/I0M. HekoToprie u3
HUX HE COMPOBOXIAINCH HEKEIATCIbHBIMUA SIBICHUSIMH. Y OOJBIIMHCTBA K€ MAalMCHTOB
0TMEYaJIOCh OJTHO MJIM HECKOJIBKO U3 CIEAYIOLIUX HeXeNaTeIbHbIX SBICHUN:

- 2eMaAmomMoOKCUYHOCMb: MUCTIOCYTIPECCH S, BKIIIOUas MaHIUTONEHHUIO, HEIOCTATOYHOCTh KOCTHOTO
MO3Ta, JICHKOTICHUI0, HEUTPOIICHHIO, TPAHYJIOIUTOICHUIO;

- 2enamomoKCcUYHOCMb: TeATHT, HapylIeHne (QyHKIIUU TICUCHH;

- He(hpomoKCUYHOCMb: YCUJICHHE TeMaTypuHu y MalUeHTOB C YK€ UMEIOIIMMHUCS HapyLICHUSIMU
(GYHKIIUU TOYEK, OCTpast MOYeYHasi HeJOCTaTOUHOCTb, MOBBIIICHHE KOHIIEHTPAIUA KPEaTHHUHA B
CBIBOPOTKE KPOBHU;

- JHCeNy00UHO-KUWEeYHAs MOKCUYHOCMb: 00NN B KHUBOTE, AUApesl, pBOTA,

- HelpPOMOKCUYHOCM b TEHEPATN30BAHHBINA TPEMOP, CYIOPOTH.

Jleuenne

CHM3UTh KOHIIEHTPALMM BAJITAHLMKIOBUPA B IJIa3M€ y MAIMEHTOB C MEPEJO3UPOBKOM MOMKHO

MyTEM TeMOJIMaIn3a U TUApaTauu (CM. pazzien 5.2).

5. ®PAPMAKOJIOTHYECKHE CBOMCTBA

5.1. ®apmakoauMHaAMHYeCKHe CBOHCTBA

dapmakoTepaneBTHUECKasi TpyNa: TPOTHBOBUPYCHBIE CPEICTBA CHCTEMHOTO JICHCTBUSI,
MPOTHBOBUPYCHBIE CPEICTBA MPSMOTO JIEHCTBHS;, HYKJICO3U bl U HYKJICOTHIbI, KPOME HHTHONTOPOB
00paTHON TPAHCKPUIITA3HI.

Kong ATX: JOSAB14.

MexaHu3M aeicTBus

BanrantukiioBup npencrasiset coooii L-BanuinoBsiid 23¢up (poaeKkapcTBO) TaHIIUKIOBUPA, TIOCIIE
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MEepOPaIbHOTO MpreMa ObICTPO MPEBpAILAIOLIUIEST B raniNOTOBp TOH CHCTBHEN KFTOHHEX 1

MIEYEHOYHBbIX 3cTepa3. ['aHLIMKIOBUP — CHUHTETUYECKHI aHAJIOr 2'-1€30KCUTyaHO3MHA, KOTOPBII
MOJIABJIIET PEIUIMKAIMIO BUPYCOB Trepriec-rpynnsl in vitro m in vivo. K Bupycam uyenoBeka,
qyBCTBUTEIbHBIM K F'AHIUKIIOBUPY, OTHOCAT iuToMeranosupyc (LIMB), Bupycsl mpocToro reprneca
1 u 2, BUpYycC reprieca yesioBeka TUIOB 6, 7 1 8, BUpyc Dnureitna-bapp, BUpyc BETpSHOM OCIBI U
BUpYC remnarura B.

B LIMB-uHQuUIMpOBaHHBIX KIETKax IMOJA JeicTBUEM BHpYCHOW mnpoTeuHkuHa3sl UL97
TaHIMKIOBUP BHauaje ¢dochopwmpyercs ¢ o00pa3oBaHHEM TaHIUKIOBHpMOHOMOChaTa.
HanbHelimee GpochopunrpoBaHue MPOUCXOIUT MO AEHCTBUEM KIETOUHBIX KHHA3 ¢ 00pa30BaHUEM
TaHUUKIOBUPTpUQOChaTa, KOTOPHI 3aTeM TOABEPraeTcsi MEJICHHOMY BHYTPUKICTOUHOMY
MeTabonusMmy. Ilocie ucue3HOBEHHS TaHLIMKIOBUPA W3 BHEKJIETOUHOM JKUIKOCTH MEPHOL
BHYTPHUKJIETOYHOI'O IOJYBBIBEIEHUS! TaHUUKIOBUpTpUDOCchaTa B KiIETKaX, HHPHUIMPOBAHHBIX
IIMB, coctainset 18 yacos; B K1eTKax, MHQUIUPOBAaHHBIX BUPYCOM IIPOCTOr0 repreca —6-24 yaca.
[Tockonbky (ochopuiupoBaHre TaHIMKIOBHpPAa B OOJBIIEH CTENEHH 3aBUCHT OT ACHUCTBUS
BUPYCHOH KHHAa3bl, OHO IPOUCXOJUT TPEUMYIIECTBEHHO B HH(QUIMPOBAHHBIX KJIETKAaX.
Bupocraruyeckast akTHBHOCTb TaHIIMKJIOBUPA 00yCIIOBIIeHA MOAABIEHHEM cUHTe3a BUpycHoi JIHK
MIOCPEJICTBOM  CIEAYIOIMX MeXaHU3MOB: (1) KOHKYpeHTHOe MHIMOMpOBaHME BCTPauWBaHUS
ne3okcuryanosunatpudochara B JIHK mox geiictBuem BupycHoit JIHK-mommmepaser; (2)
BKIIIOYCHHE TaHmukiIoBupTpudochara B BHpycHyro JHK, dYro mnpuBomut K CcuibHOMY
OIFPaHUYEHHUI0 WIM TOJHOMY ImpekpamieHuto anoHranuun BupycHoil JIHK. CormnacHo
UCCIIEIOBaHUSAM IN  VItro, TuUmuYHas WHrHOMPYIOIAas KOHICHTpAIUs, KOTOpas MOIaBIIseT
permukanuio LIMB na 50% (IC50), naxoautes B nuana3one ot 0.08 mxmons/a (0.02 mxr/moin) go 14
MKMOJIB/J (3.5 MKr/min).

Knuanueckuii mpoTUBOBUPYCHBIH H(QQEKT BaIraHIUKIOBUpAa ObUI JOKa3aH yMEHBIIEHUEM
BblienieHust [IMB u3 opranusma manueHToB ¢ CHHIPOMOM IPUOOPETEHHOro MMMYyHOAedUIuTa
(CITNdom) u BriepBbIe BoIsiBIeHHBIM LIMB- petunnToMm ¢ ucxognoro nokasarens 46% no 7% yepes
4 Henenu JeveHus: BaIraHIUKIOBUPOM.

Spdexmusnocmo

Bspocnvie

Jeuenue IMB-pemunuma

Kmmanueckue uccnenoanusi Obutk mipoBeaeHb! y nanueHToB co CIINlom u [IMB-peturuTOM.
BanraHuukioBup  MpOJEMOHCTPUPOBAT  OJAMHAKOBYIO  KIMHHYECKYI0 3G (EeKTUBHOCTH B
MHAYKUUMOHHOM Tepanuu [IMB-petuHuTa 1o CpaBHEHHIO C BHYTPUBEHHBIM TaHIUKIOBHUPOM.
[IpumeHeHne BaJTaHUMKIOBHpPA TMO3BOJISIET TMOJIYYHTh TAKOE K€ CUCTEMHOE BO3ACHCTBHE

TFaHIUKIIOBHpPA, KaK IMPU HCIIOJB30BAHUNW PEKOMCHAOBAHHBIX BHYTPUBCHHBIX 03 I'aHIIUKJIOBHPA,
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«xoHUeHTpauus-speMs» (AUC) raHuukioBUpa KOPpPEIUPYET € IPOMEXKYTKOM BPEMEHHU [0

nporpeccuposanus LIMB-perunura.

[podunaxmurxa LIMB-undexuuu y nauuenmos nocie mpaHcniaHmauuy CONTUOHBIX OP2AHO8

Yactora pazsutus [IMB-3aboneBanus (IIMB-cunapom + wHBa3uBHas WHGEKIUsS TKaHEH) B
TE€YEHHWE NEPBBIX 6 MECALIEB I10OCJIE TPAHCIUIAHTALMU CEpAlla, NEYEHHU, MOYKU Yy NalHUEHTOB C
BbIcOKUM puckoM [IMB-undexkunn (LUMB-no3utuBueii ponop (D+)/LIMB-HeraTuBHBII
peuunueHT (R-) (D+/R-)) cocraBuna 12.1% B rpyriie nam@eHToB, MOTyYaBIINX BaJIraHIIUKIOBUD
(900 mr B cyTkn), u 15.2% B rpynme naiyueHToB, MOMy4aBIIUX FTAHIUKIOBUD nepopaiibHo (1000 mr
3 paza B cytkH) ¢ 10 mo 100 nenp nmocne TpaHCIUIaHTALMK. bosibilias 4acTh clly4aeB MPUIILIACh Ha
MEPUOJT nocyie OTMEHBI npodUIaKTHIECKOM Tepanuu (mocne 100-ro JTHS
MOCTTPaHCIUIaHTAIIMOHHOTO Tiepuona). lpu stom cinyuam passutus [IMB-undekuuu B rpyrrme

JICYCHH A BAJITAHIIUKIIOBUPOM IMOABJISITIMCH ITO37KE, YEM B I'PYIIIIC JICUHCHUS TAHIUKIIOBUPOM.

YacroTa 0CTpOro OTTOP>KEHUs TpaHCIUIaHTaTa B IepBble 6 MecsueB coctaBuia 29.7% B rpynmne
MAlMEHTOB, MOJIYYaBIIMX BAJITAHUUKIOBUP, U 36% B Tpynne MNalUeHTOB, IOJIy4aBILIUX

TaHIOUKIOBHP.

VYBenuuenue mnpoaokutesnbHocTH npuema 900 mr BanranuukioBupa ao 200-ro gHs mocie
TPaHCIUIAHTAllMKM TOYEK Y TMAIMEHTOB C BBICOKUM puckoM LIMB-undekiuu (D+/R-)
COIPOBOXKAANOCH Oonbiei 3ddexkTnBHOCTRIO TpenoTBpanieans [[MB-undexnuu B mepsoie 12
MECAILIEB MOCJE TPaHCIUIAHTAIMU 10 cpaBHEHUIO ¢ mpueMoM 900 mr BanranmukiaoBupa 10 100-ro

AHA TIOCJIC TPAHCIIJIAHTAlluU.

YacroTa BBDKMBAEMOCTH TpaHCIUIaHTaTa yepe3 12 mecsues cocrtaBuia 98.2% B rpymrne nanueHToB,
noJiy4aBlIuX BayraHiukiaoBup Ao 100-ro gus, u 98.1% B rpymnne nanueHTOB, MONTYyYaBIIUX
BanraHuukiIoBup 10 200-ro aus. YacToTa 0CTpOro OTTOPKEHUS TPAHCILIAHTATA, TOATBEPAKIECHHOTO
Ouoncuelt, B mepBele 12 MecsneB cocraBuia 17.2% B rpynme MNAlUEeHTOB, MOJyYaBIIUX
BanranuukioBup 10 100-ro aus, u 11.0% B rpymnmne naueHToB, MOJIy4YaBIINX BAJITAHIIMKIOBUD J10
200-ro aHs.

Bupycnas pesucmenmnocms

IIpy nMTENbHOM IpUEME BAITAaHUUKIOBHpPA MOTYT IOSIBUTHCS BHPYCBHI, YCTOHMYMBBIE K
TaHIMKJIOBUPY. DTO MOXKET ObITh 00YCIOBIEHO MO0 CeNeKIMeil MyTaluii TeHa BUPYCHOM KUHA3bI
(UL97), oTBeuatomieli 3a MoHOGMOChHOPHINPOBAHNE TAHIIMKIOBUPA, JTHO0 TeHa BupycHoun JITHK-
nonumepassl (ULS54). Mytanmuu rena UL97 Bo3HUKAIOT B Oojiee paHHUE CPOKH U BCTPEUAIOTCS
yaie 1o cpaBHeHMio ¢ Myrtauuei rea ULS54. Bupyc, umeromuii Tonpko mytanuto resa UL97,

YCTOI\/’I'-II/IB TOJIBKO K TaHIIUKJIOBUPY, IIPU 3TOM HauOoJiee YacTo BCTPCHAIOITUMHUCA MyTallUAMU 110
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TUIYy 3aMEHbI, ACCOIUMMPOBAHHBIMU C BO3HUK 0BeHHeWQ&a@§&%EEQEﬁ%§Jﬂ:‘ Mé’l%bV/I_1

H520Q, C592G, A594V, L595S, C603W. Bupyc ¢ myranusmu resa ULS54 moxer oOnanaTth
IIEPEKPECTHON PE3UCTEHTHOCTBIO K JPYIMM IPOTUBOBUPYCHBIM IIperaparaMm C aHaJOTMYHbBIM
MEXaHU3MOM JeHCTBUS, U HAa000pOT. Pa3BuTHE mepeKkpecTHON YCTOMUMBOCTH K TaHIUKIOBUPY U
uua0o(oBUpy B OONBIIMHCTBE CilIy4aeB OOYCIOBICHO MYTAallUSIMHM 10 THUITy 3aMEHbl B
JK30HYKJICa3HbIX JOMEHax U pernoHe V BupycHou [IHK-monumepassl. PasButue nepekpecTHon
YCTOMYUBOCTH K (pockapHeTy 00yCIOBIEHO MyTaLUsSMHU MO TUIY 3aMEHBI B Mpeienax peruoHoB 11
(xomon 696-742) u 11l (komon 805-845) BupycHoit JIHK-nonmumMepassl nim Mex 1y HUMH.
Bs3pocnvie

Jevenue IIMB-pemunuma

I'enotunuposanue [IMB B nonumopdHosAepHBIX JeHKOIUTaxX MoKa3aio, 4yTo yepes 3, 6, 12 u 18
MECSIEB JICUCHUS BAJITaHIIUKIOBUPOM COOTBETCTBEHHO B 2.2%, 6.5%, 12.8% u 15.3% neiikonutos
BbIABIIAIOTCS MyTanuu UL97.

Hpodunaxmuxa LIMB-ungexuuu y nayuenmos nocie mpaichiaumauuy COIUOHbIX 0p2anos

I'enotunuposanue [IMB B nonumoppHOsA€pHBIX JIEHKOIUTaX 0KA3ajo0:

1. orcyrcTBHEe MyTaluii, 00yCIaBIMBAIOIIMX PE3UCTEHTHOCTh K TaHIIUKIOBHPY, B oOpa3lax,
nosydeHHbIX Ha 100-b1it AeHb (KOHEl MPO(UIAKTUYECKOTo MprueMa BalIraHIMKIOBHPA) Yy
MalUEeHTOB U3 TPYMIbI BAITAHIIMKIOBUPA, U HAIMYME MyTalluid B 00pa3iax, MojayuYeHHbIX Y
MalUEeHTOB, TPUHUMABIIUX TAHIIMKIOBUP nepopaiibHo (1.9%);

2. OTCyTCTBHE MyTalMii, 00yCIIaBIUBAIOIIUX PE3UCTEHTHOCTh, B 00pa3lax, MOJYYEHHBIX Y
MalUEeHTOB, PaHJIOMU3UPOBAHHBIX B TPYMIY BaJTaHIMKIOBUpa C nojo3peBaemoil [IMB-
nHpeknuen yepe3 6 MecsIeB Mociae TPAHCIIAHTAIIMU, U HAIMYUE MYTAllMi y TaIl[MeHTOB,
MOJTy4YaBIIUX TAHIIUKJIOBHUP MEPOpaIbHO, B 6.9%.

Cpenu manMeHToB, MNOJAy4YaBIIMX BadraHuukiaoBup 10 100-ro gugs u go 200-ro  aHs
MOCTTPAHCIUIAHTALIMOHHOTO TIEPHOJIa, B LEJIOM MYyTallMU MO THUIY 3aMEHbl Yallleé BCTPEUAIUCh B
MEePUOJ MPOBEJACHUS MPOPUIAKTUUECKON Tepanuu, yeM rocie ee 3aBepuieHus (5/12 [42%] mo
cpaBHeHUIO ¢ 4/58 [7%]).

BupycHas pe3nCTeHTHOCTh MOXKET OBbITh NMPUYMHON HEAOCTATOUHOCTH OTBETAa Ha TEPANUI0 H

MOCTOSAHHOT'O BUPYCOBBIACIICHUS B IICPHUO/ TCPAIINH.

5.2. ®apmMakoKHHeTHYeCKHE CBOWCTBA

PapMaKOKMHETUYECKUE XAPAKTEPUCTUKU BalraHlukioBupa wusydaiuck y BHUY- u [IMB-
CEpONOJIOKUTENbHBIX NalueHToB, y mnanueHToB co CIIWJlom u IIMB- perunutoM u mocie
TPAHCIJIAaHTAMU COJIUIHBIX OPTraHOB.

[Tapamerpamu, onpenensomMHU SKCIIO3UIUIO TaHIIMKIOBUPA II0CIIE IIPUEMa BaJIraHIUKIIOBUPA,

SIBJISTFOTCSL OMOJIOCTYITHOCTh U (PYHKIIUS MMOYEK. BHOIOCTYTHOCTh TAaHIIMKIOBUPA OblIa CXOAHOH y
C.20u3 25
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BCEX IMAIMEHTOB, TOJYYaBIIUX BaJTaHIIUKIOBUD. CHCTg;lIII:IIa-;I-lglég(%ﬁ g{”’r "“g[;\fﬂ)g;lﬂél s

PELMIIMEHTOB TpaHCIUIaHTaTa CepJilla, IOYKH, IEYeHH OblIa CXOJHOM C TakOBOM TocCie
MEepOpaIbHOTO TpUEMa BAITAHIMKIOBUPA B COOTBETCTBUM C PEXUMOM JIO3UPOBAHHUS B
3aBHUCHUMOCTH OT (DYHKIIH ITOYECK.

[Iponopuuonanshas 3aBucumoctb AUC raHuukiIoBUpa OT 03kl nociie npuema oT 450 1o 2625 mr
BAJITAHIIMKIJIOBUPA OTMEUaJach TOJBKO B CIIydae MprueMa Ipenapara 1mnocjie eJibl.

AOGcopbrms

BanranuukiioBup sIBISIeTCS IPOJIEKAPCTBOM TaHIIMKIOBUPA, XOPOIIO BCACHIBAECTCS B JKEIyI0UYHO-
KHILIEYHOM TPAKTE, B CTEHKE KUIICUYHUKA U B TIEYEHU OBICTPO MeTaboIu3upyercsi ¢ o0pazoBaHUEM
raHIMKIOBUpPa. BHoIOCTYTHOCTh TaHIMKIIOBUPA TMOCIE IEPOPATBHOTO MpUEMa BalTaHIIMKIOBUPa
cocraBisieT okosno 60%. CucremHas -5KCIO3ULMS BAJITAHIUKIOBHpPA HEBBICOKAs M HOCHUT
KpaTKOBpeMeHHbIN xapaktep. Ilmomans mox kpuBol «koHueHTpanusi-Bpems» (AUCO0-24) u
MakcHUMajbHas KOHLIEHTpauus B miasme KpoBu (Cmax) coctaBnsioT npumepHo 1% u 3% or
TaKOBBIX TAHIIMKJIOBUPA, COOTBETCTBEHHO. ECiM BalraHIMKIOBUP MPUHUMAIOT BO BpeMs €7bl B
pexomeHnoBaHHOM 03¢ 900 mr, Bo3pacraroT kak cpeanuil nokasarenb AUCO0-24 (mpumepHO Ha
30%), Tak u cpenHuil mokazatenb Cmax (mpumepHo Ha 14%) ranuukiaoBupa. CrienoBaTenbHO,
BaJITAaHLIUKIIOBUDP PEKOMEH]IyeTCs IPUHUMATh BO BpeMs el (CM. paznen 4.2).

Pacnopenenenne

W3-3a TOrO, YTO BaJITaHIUKIOBUDP OBICTPO METaOOIM3HUPYETCSl B TaHIMKIOBHDP, CBS3BIBAHUE
BAITAaHIMKIIOBUpA C OeikamMM IJIa3Mbl He olpenessiad. PaBHOBECHbIM 00beM pacnpeneneHUs
TaHLUUKJIOBHpAa TOCiA€ BHYTPUBEHHOro BBeleHMs coctaBuil 0.680+0.161 n/kr. OOwvem
pacnpesiesieHusl TaHLIMKIOBUPAa NPU BHYTPUBEHHOM BBEIECHUU KOPPEIHUPYET C MAaccoi Tena U B
paBHOBECHOM  coctosiHun  coctaBiser  0.54-0.87  s/kr. [aHUMKIOBUpD NpPOHHKAeT B
LEepeOpOCTIMHAIBHYIO  KHJIKOCTh. CBs3bIBaHME TaHUUKIOBHpPa ¢ OelkaMHM IUIa3Mbl IIpH
KOHIIeHTpauusax npenapara ot 0.5 go 51 Mkr/min cocrasmsio 1-2%.

buorpaucdopmarms

BanranuukiioBup ObICTPO THIPOIU3YETCA ¢ 00pa30BaHUEM TAHIIMKIOBUPA, IPYTUX META0OIUTOB
He BbIsIBIIeHO. CaM ke TaHIIMKJIOBUP B HE3HAUUTENLHOMN CTETIEHU TOJIBEPTraeTCsl METa0O0Inu3MY .
DIMMUHALNSL

[Tocne mepopaabHOTO MPUMEHEHHS BAJITAHIIUKIOBUD OBICTPO THUIPOIU3YETCS 10 TaHIIUKJIOBHPA.
["aHIUKIIOBUP BBIBOJAUTCS] U3 CUCTEMHOTO KPOBOTOKA MOCPEICTBOM KIIyOOUKOBOW (DUIBTpAIIUU U
AKTUBHOW KaHAJIBbLIEBOM ceKkpeluu. [Ipy BHYTpUBEHHOM BBEICHHUM T'AHIMKIOBHPA Y MALMEHTOB C
HOpMasbHOU QyHKIHEH mouek 6oee 90 % HeMeTaboTHM3UPOBAHHOTO TAHIIMKIOBHPA ONIPEACTISIIOCH
B Moue B TeueHue 24 yacoB. [locne mpuema BajNraHUUKIOBUpA y MAIMEHTOB C HOPMAJBHOMU

CbYHKHI/Ieﬁ MMOYCK €ro KOHLICHTpAIUA B IIa3MC€ KPOBHU IMOCJIC JOCTUKCHHA IMKAa YMCHbBIIAIACH C
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4 TR OB DA = epes!3.5-

nepuoioM nonyBeiBeaeHus ot 0.4 yaca 10 2.0 ya

4.5 gaca.

HaHI/IeHTbI C HApVIICHUCM d)VHKL[I/II/I IIOYCK

Hapymenne GpyHKIMN NOYEK NPUBOJIMIO K CHIDKEHUIO KJIMPEHCa FaHIMKIOBHUPA, 00pa3yoLerocs
U3 BAITAHLUMKIOBHPA, C COOTBETCTBYIOIIMM YBEIMYEHHEM IE€pPHOAA IIOJIYBBIBEJICHHS B
TepMuHAIBHOU (aze. CienoBaTenbHO, MAIMCHTaM C HapylleHHeM (YHKIUU MOYeK TpeOyercs
KOppeKuus 7036l (cM. pasnensl 4.2, 4.4). ®apMakOKMHETUYECKHUE ITapaMeTPbl TAHLIUKIOBUPA IIOCTIE
OJTHOKPATHOT'O IEpPOPAJIbHOI0 NMPUMEHEHUS BallraHIUKIOBUpa B 03¢ 900 Mr y ManmueHToB ¢

Pa3IMYHBIMU CTENIEHSMU HapyIIeHu! (yHKIUHU MOYEK MpecTaBlieHbl Huxke B Tabnuie 5.

Tadauua S
Pacyernblii kiaupenc | Cpeanuid Cpennuit AUC (ort0 20 | Cpennuii nepuos
KpeaTHHHHA KaKyLuiicst nocrenmeii  ompenensievoii | MOJIYBbIBEICHUS
(Ma1/MUH) KJIMpPeHC (MJI/MHH) % | xonnenrpaumm) (AUC | (uacwr) = CO
CO* last) (Mkr*u/mua) =+
CO
51-70 249 + 99 50.5+£23 49+14
21-50 136 + 64 100 + 54 102+4.4
11-20 45+ 11 252 + 64 21.8+5.2
<10 12.8+8 407 £ 83 68.1 £ 35

CO* — cTanmapTHOE OTKJIOHCHHE.

IlanueHThl, HaXOAAIIMECs HA TeMOIUATN3E

[ManumkiioBUp OBICTPO BBIBOAMUTCA NMPH reMojauanuse. JJaHHble, MOTyuYeHHBIE B X0J1€ IPOBEICHUS
reMojfajin3a o npeprIBUCTON CXEME y MallMeHTOB, NOJyYaBUINX BaJITaHIUKIOBHUP, OIPEICIISIIOT
pacuetHbIi kiupenc 138 mi/muH + 9.1% u nepuoj nonyBeIBeICHHUS BO BpeMs quanu3za 3.47 yaca.
B xoze 3-x yacoBoro ceaHca auanan3a BeIBOAUTCS 55% (pakiuy raHIuKIOBUPA.

HaIII/IeHTI)I €O CTaOMJIBLHO d)VHKHI/IOHI/IDVI-OIHI/IM TPAHCIIJIAHTATOM IICUYCHU

dapMaKOKMHETHKY TaHIIMKJIOBHUPA, 00OPa3yIOIErocs U3 BAJITAaHIIMKIIOBUPA, U3yUYaid Y MAllUEHTOB
CO CTaOWIBbHO (YHKIIMOHUPYIOIIUM TPAHCIUIAHTATOM TEYeHU. BHOTOCTYMHOCTh TaHIMKIOBUPA,
o0pa3yrolierocs U3 BalraHIMKIOBUpa (MIPU OJHOKPATHOM MpremMe npemnapara B 103e 900 Mr mocie
enbl), cocraBmwia nmpumepro 60%. AUCO-24 raHnukiioBrpa Oblia COITOCTaBHUMAa C TAKOBOH TOCIIE
BHYTPUBEHHOI'O BBEJEHHUS TaHLMKIOBUPA B J103€ 5 MI/KI MaleHTaM, MEPEHECUINM MepecaaKy
TIEYCHH.

IIalueHThl ¢ HapyIIEHHEM d)VHKUI/II/I NCYCHHU

VY mnanueHToB ¢ HapylleHHEM (QYHKIHMM [EYeHH, MOJyYaBIIUX TaHIMKIOBUD, HWCCIETOBaHUS
(hapMaKOKMHETHKH U MOMYJISIUOHHON (papMaKOKMHETUKH HE TPOBOAMUIIUCE.

TlanmeHTsl ¢ MYKOBUCIHTAI030M
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110 BBISBYEHO] Ié%‘kggﬁ&ﬂﬂ% e OrAsbiBa

CTaTUCTHYCCKHU 3HAYUMOTI'O BIIMSAHHA Ha 06H_IYIO CpCAHIOI0 CUCTEMHYIO SKCIIO3UIUIO T'aHIIUKIIOBHUPA

(B moze 900 Mr B CyTKM) y pEUMIHUEHTOB TpaHciuiaHtata Jerkux (N=31). DOkcnosunus

TFaHIOUKIIOBHpPA Y pEHUIIMCHTOB TPAHCIIJIAHTATa JICTKHUX OblLj1a COIIOCTAaBUMa C TaKOBOﬁ, HBJ'IS[IOH.[CIZCH

s dexruBHON npu Tepanuu [IMB-undexuu y Apyrux penunueHToB TPaHCIIAHTAaTa COJUIHBIX

OpraHoB.

TlanueHTh! ITOKWJIOT0 BO3pacTa

v IManuEHTOB CTapUIc 65 ner HCCICa0BaHUsA (bapMaKOKI/IHeTI/IKI/I BaJIFAHIHUKJIOBUPA WA

FaHIOUKIOBHpAa HE IIPOBOJUIUCE. O,I[HaKO YUUTBIBasA TO, 4YTO BaJT'aHIIHUKIOBUD SABJIACTCA

MPOJIEKAPCTBOM TaHIIMKJIOBUPA (KOTOPBIM BHIBOJAUTCS B OCHOBHOM IOYKaMH), a TAKKe CKOPOCTh

IMOYCYHOI'0 KIIMPCHCA CHHXXACTCA C BO3pPAaCTOM, TO Yy IMAIMCHTOB IIOXKWUJIOI0 BO3pacTa MOXKHO

OXuJgarb CHHIKCHHC 06mero MMOYCYHOI'0 KIIMPEHCA W YIJIIMHCHHUC II€pruoJa IIOJYBBIBCACHUA

raHIuKIoBUpa (cM. paszuen 4.2).

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. Hepeqenb BCIIOMOraTeJIbHbIX BCIIECTB

Slnpo TadeTKu:

[enntono3a MUKPOKPUCTAIITMYECKAS,
KpocnoBunos;

[ToBumon K30;

CreapuHOBas KHCIOTA.

IIneHo4YHas BOAOpACTBOpHUMAs 000J10YKa:

I'unpomennosa (3 cP);
I'unipomertiosa (6 cP)
Turana TMOKCUL;
Maxporoui 400;

Kenesza okcua KpacHBIN;

[Tonmucop6at 80 (E433).

6.2. HecoBmecTUMOCTH

He mpumenunmo.

6.3. Cpox rogHocTH (CPOK XpaHeHHUsl)

3 roza.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH NMPH XPAHEHUH
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(MOCNEOCBATENEHOCTE 0001)

XpaHuTh TIpu Temmneparype He Baiie 25 °C.

6.5. Xapakrep u coaep:kaHue MEPBUYHON YIAKOBKH

Ipu npoussoocmee na Xemepo Jlabc Jlumumeo, Unous

60 TabneTok BO (pr1akoHE W3 MONMATHIICHA, 3alleYaTaHHOM aJFOMUHUEBON (DOJIIOM, YKYTOPEHHOM
KPBIIIKOM, 3alUIIEHHON OT cilydyallHOro OTKpbIBaHWs AeTbMH. CBOOOAHOE MPOCTPAHCTBO MPH
HEOOXOJMMOCTH 3allOJHAIOT BAaTOW MEIUIIMHCKON THUTPOCKOMHMYECKOoi. | ¢rakoH BMecTe ¢
HMHCTPYKIMEH MO MPUMEHEHHIO B Ma4YKe U3 KapTOHa.

IIpu npoussoocmee OO0 « MAKHU3-DPAPMA», Poccus

60 wm 120 Tabnerok B 0aHKE W3 MOJUATHIICHA, YKYIIOPEHHOW KPBIIIKOH ¢ KOHTPOJIEM IMEPBOTO
BCKphITHsI. CBOOOMHOE TMPOCTPAHCTBO B OaHKe TMPU HEOOXOAMMOCTH 3allONHSIOT BaToOM
METUIIMHCKON TUTPOCKOITUYECKOH.

1 6anka BMecTe C I/IHCTPYKLIPleﬁ 110 MPUMCHCHHUIO B IIAYKE U3 KapTOHA.

6.6. Oco0Oble Mepbl MNPEJOCTOPOKHOCTH NPH  YHUYTOKEHHH  HCHOJIb30BAHHOIO
JIEKAPCTBEHHOTI0 MpenapaTa Uil 0TX0/10B, MOJYy4YeHHBIX M0C/Ie MPUMEHEHHS JIEKAPCTBEHHOT0
npenapara u Apyrue MAaHUIYJSIIUM € IPenapaTom

Oco06ble TpeOoBaHUs OTCYTCTBYIOT.

7. JEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA
Xemepo Jlaoc Jlumumeo, Hnous
Aopec: «Xerepo Kopnopeiity», 7-2-A2, Unnactpuan Screiitc, Canar Harap, Xaitinapadax — 500018,

Tenanrana, Uuaus.

7.1  IlpeacraBuTeib JepxKaTeJsl PErHCTPALMOHHOIO Y0CTOBEPEHHS

IIpereH3un HOTD€6I/ITCJ'I€f/'I HalpaBJATb 110 aApPECy:

Poccuiickas denepanus

MocKOBCKO€ MpeICTaBUTENhCTBO KoMIaHUH «XeTepo Jladc Jlumuteny, Munus
109029, r. MockBa, ABTOMOOMJIBHBIN Mpoe3, A. 6, cTp. S.

Tenegpon/paxc: +7 (495) 981-00-88

Dnexmponnas nouma: DrugSafety-Russia@heterodrugs.com
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8. HOMEP PETUCTPAIIMOHHOI'O YIOJTOBEPEH s =AU EATENEHOCTE D001

9. JATA TEPBUYHOI PETMCTPALIMM (IIOATBEPKIEHUSI PETMCTPALMH,
MEPEPETUCTPALIMN)

JlaTa repBoii perucTpaumm:

10. JATA IEPECMOTPA TEKCTA

OOmiasi xapakTepucTHKa JIeKapCTBEHHOro mpemapata Bamrosup 450 ngocrymHa Ha
MHPOPMAIMOHHOM TIopTaie EBpasuiickoro SKOHOMHYECKOTO COr03a B HH(GOPMAIMOHHO-

KOMMYHUKaIIMOHHO# cetn « HTepHer» http://www.eurasiancommission.org.
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