COOTBETCTEBYET ZKCNEPTHOMY OTUETY

OBILASI XAPAKTEPUCTUKA JEKNAPCTBEHHOTO TIPETTAPATA 22
(NMOCNEOOBATENEHOCTRE 0001)

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O CPEJICTBA

BanrannukinoBup, 450 M, TaOIETKH, TOKPBITHIE TUICHOYHOW 000JI0YKOM

2. KAYECTBEHHBIN U KOJTWYECTBEHHbBINA COCTAB

JlencTByO1Iee BEIECTBO: BAITAHIIUKIOBUAD

Opnna TabneTka, MOKPHITas TUICHOYHOW 000JIOYKOM, comepKuT 450 Mr BalTaHIIMKIOBHUpa (B BHUIC
BaJITaHLIMKJIOBUPA TUAPOXIIOPUIA)

[Tonublii nepeyeHs BCIIOMOTaTeIbHbIX BEIIECTB MPUBEIEH B pasaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabyeTku, TOKPHITHIE TNIECHOYHOW 000JIOYKOM.
OBasibHBIE JIBOSIKOBBINTYKJIbIE TAOJNETKH, IOKPBIThIE IUICHOYHOW O00O0JOYKOM pO30BOro IBETa, C

JIOTOTUIIOM «Z» Ha OJHOM cTopoHe. Spo ot 6e0ro 10 nmoutu O6enoro mBera.

4. KIMHUYECKUE JAHHBIE

4.1. IToxazaHus1 K NPUMEHEHHIO

[Ipenapat BanraHuukioBup nokaszaH K NIPUMEHEHUIO y B3pOCibIX crapiue 18 sner nis nedenus [IMB-
perunuta y nanuentoB co CITM oM.

[Ipenapar BaiiraHnukJI0BHp NOKa3aH K MPUMEHEHHUIO Y B3POCHBIX U JIeTel cTtapiuie 16 JeT u3 rpymnbl

pucka g npopmiaktuku LIMB-uHpekun nocne TpaHCIUIaHTAIlMK COTUIHBIX OPTraHOB.

4.2. Pe:xuM 103MPOBaHUA U CIIOCOO MPUMEHEHM I
Bo wu3bexanune mnepeno3upoBKH HEOOXOIMMO CTPOrO COONIOaTh PEKOMEHIAIMU 10 PEKUMY
J03UPOBAHUSL.

PexxuM no3upoBaHusa

BanranmukioBup OBICTPO W B 3HAYUTEIBHOW CTENEHM MeETa0ONMM3uUpyeTrcs ¢ 0Opa3oBaHUEM
TaHIMKJIOBUpA. BHMONOCTYMHOCTh TaHIMKIOBHpPA B cilydyae MpHema TaOJeTOK BaJraHIMKIOBHpA B
10 pa3 BblmIe, YeM B Cilydae NEpOPAIBHOTO IMpUeMa TaHLUMKIOBHpa (cM. paszensl 4.4 u 4.9).
Heo6x0auMo cTporo npuiepuBaTbcs PeKOMEHIAIUHN 110 T03UPOBAHUIO, YKA3aHHBIX HUXKE.

Bspocnvie

Tepanusa LIMB pemunuma

Nunyknmonnas tepanusa LIMB pernnura



COOTBETCTBYET 2KC _EF'TH MY OTUETY
VY manueHToB ¢ akTuBHBIM [[MB-petnHuTOoM pexom ,H;[OBaHHa;I ;[t-ﬁa-ﬁa}IFaﬁ bBﬂﬂa-COCTaBH;IeT

nocnend EuuT NEHOCTE 0001)

900 mr (2 Tabnerku mo 450 mr) 2 pa3a B CyTKH B—redcHue 21—Ams—AnnrensHas HHAYKHOHHaR
Tepanus MOBBIIIACT PUCK MUEIIOTOKCHUYHOCTH (CM. pa3aen 4.4).

[Tonnepxuaromas tepanusi [IMB petnnuta

[Tocne mnpoBeneHuss Kypca HWHAYKUIMOHHOM TepanvMd WJIM Yy MAalUEHTOB C HeakTuBHbIM [[MB-
PETHHHUTOM peKOMeHAO0BaHHas j03a cocraBisieT 900 mr (2 tabnerku mo 450 mr) 1 pa3 B cyrku. Eciu
TEUCHHE PETUHUTA YXYAIIAeTCs, KypC HWHAYKIIMOHHOW TEparnud MOXHO TOBTOPUTH (CM. BBIIIE
nmoanyHkT  «MuayknumonHas  teparmus [IMB  permnuTay  pasgema  4.2).  JIIMTETBHOCTH
MOIEPKUBAOIIEH Tepalliy JOJIKHA ONPEIEIATHCA NHIANBUIYAIbHO.

Hpounaxmuxa LIMB-ungexyuu nocie mpancniaumayul COIUOHbIX OP2AHO0E

HaHI/IeHTaM, MEepeHCCIINM TPAHCIIIaHTAlUIO IIOYKH, H€O6XOI[I/IMO Ha4dyaTb TCpaIunro
BAJITAHITUKIIOBUPOM B TeueHHe nepBbix 10 qHEl nocne Tpancuiantanuu B o3¢ 900 mr (2 TabneTku mo
450 mr) 1 pa3 B CyTKM ¥ TIpOJI0JDKaTh Tepanuto 10 200-To JHS MOCTTPAHCILIAHTAIIMOHHOTO TEepHo/Ia
(cm. paznenei 4.4,4.8 u 5.1).

HaHI/IeHTaM, MNEpCHCCIINM TPAHCINIAHTAIUIKO APYIUX COJUMAHBIX OPraHoB, HGOGXO,Z[I/IMO Ha4dyaTb
Tepanuio mpenapaToM BanraHuukiaoBup B TeueHHUE NepBbIx 10 qHEN mocie TpaHCIUIAHTAIlUU B J103€
900 mr (2 Tabmerkm mo 450 mr) 1 pa3 B CyTkM W Tmpoaospkarh Tepamuio g0 100-ro mHs
MOCTTPAHCIINIAHTAIMOHHOTO IICprUoaa.

Oco0ble rpynibl MalueHTOB

Tayuenmur nodcunozo eo3pacma

O¢dexTuBHOCTH U 0€30MACHOCTh B JIAHHOW IMOMYJISALUHU NAlMEHTOB HE YCTaHOBJEHbl. KimHuueckue
MCCIIEIOBaHMsI Y MTAlMEHTOB B BO3pacTe > 65 JIeT He MPOBOIMINCE (CM. HIDKe Tabnuny 1 u paznmen 5.2).
IlockonbKy IOYEYHBIH KIMPEHC C BO3PACTOM CHM)KAETCS, MAIMEHTaM IIOXKWJIOIO BO3pacTa
BaJIFaHIIMKJIOBHP CIIEAYET Ha3HA4YaTh CTPOrO C YYETOM IoKa3aTenae QyHKIMH MOYeK.

Iayuenmol ¢ napywenuem yHKyuu nouex

Heo6xo0a1Mo npoBOANUTE TIIATENBHBIA KOHTPOJIb KOHLIIEHTPAIIMH KPEaTHHUHA B CBIBOPOTKE KPOBU WIIN
pacueTHOro KiMpeHca KpeaTMHMHA. Koppekuuio m03bl y B3pOCHbIX MAalMEHTOB IPOBOAST B
3aBUCUMOCTH OT KJIMPEHCa KpeaTMHHMHA, KaK 3TO MOKa3aHO B Tabuuue 1, mpeacTaBIeHHON HUXKE (CM.
pasmensl 4.4 wm 5.2). PacueTHbli KIWpPEHC KpeaTWHWHA pPACCUUTHIBACTCS B 3aBHCHUMOCTH OT

KOHIIEHTPAIW KPEaTHHUHA B CBIBOPOTKE KPOBH TI0 CIEAyIOIIeH hopmye:

(140 — Bo3pacr [seT]) X (Macca Tena [Kr])

Jns MyX4uH =
(72) X (0,011 X KOHIEHTpAlYs KpeaTHHUHA B CLIBOPOTKE KPOBU [MKMOJIb /J1 |

Jns xenmun = 0,85 X 3HaYEHUE U1 MY)KUUH

Ta6muma 1. PexxuMm 103upoBaHust TPy MOYEYHOM HETOCTATOUYHOCTH



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Knupenc kpearnnuna Jlo3a g MHIYKIMOHHON | . '3%615@_' £ TTOFEDSK
(M11/MUH) Tepanuu Or (MPCTTERG G
>60 900 mr 2 pa3a B CYTKH 900 mr 1 pa3 B cyTKH
40-59 450 mr 2 pa3a B CyTKH 450 mr 1 pa3 B CyTKH
25-39 450 mr 1 pa3 B cyTkun 450 mr xaxaple 2 aHs
10-24 450 mr Kaxaple 2 qHSA 450 mr 2 pa3a B HEAENIIO
<10 MIPOTUBOIIOKA3aHO MIPOTUBOIIOKA3aHO

Iayuenmoi, Haxoosawuecs Ha 2eMOOUANU3E
VY manueHToB, HAXOAAIIMXCS Ha TeMoinann3e (KIMpeHe kpeaTuHuHa < 10 Mi1/MMH), peKOMEHIAlNU 110
J03UPOBAHUIO BAIFaHIIMKIOBHPA OTCYTCTBYIOT. TabneTky BalraHIMKIOBUpA HE CIeyeT IPUMEHATh Yy
TaKWX MaeHToB (cM. pa3zaensl 4.4 u 5.2).
Iayuenmvi ¢ Hapywenuem hyHKyuu neyeHu
DddekTuBHOCTH M 6€30MaCHOCTh HE YCTAHOBIICHHI (CM. pasnaen 5.2).
Ilayuenmvr ¢ msadgcenon  aetikoneuueu,  HeumponeHuel, avemuel, mMpomMoOOYumoneHuetl,
naHyumonerueu
CMm. pazmen 4.4 mnepen HavaloM Tepanuu. Y TALMEHTOB, IOJYYaBIIMX BaJITaHIMKIOBHD (U
TaHIIUKIOBUP),  OTMEYAINCh  CIy4al  TSDKEJIOW  JICWKOTNCHWH,  HEUTPONEHWH,  aHEMUH,
TPOMOOIIMTONIEHUH, MAHIUTONEHNH, HEJIOCTATOYHOCTH KOCTHOTO MO3ra M arlaCTUYECKOW aHEMUM.
JleueHue He cieayeT HaUMHATh, €CIIM a0COIIOTHOE YHUCIO HeUTpodmioB MeHbIne 500 kieTok B 1 MK
WIN 9ucio TpoMOoruToB MeHbIne 25000 kiaeTok B 1 MKJI, a TakKe B Cllydae, €CIIM FeMOTJIO0MH HUKE
80 /1 (cM. pasnen 4.8).

eTH
Tepanusa [[MB-pemunuma
IIpenapar BanraHuukioBup He cieAyeT NPUMEHATH y nereil po 18 ner ¢ uensto Tepanun [[MB-
peTuHuTa, Tak Kak 3(QeKTHUBHOCTD W 0€30MaCHOCTh NPUMEHEHHUS BAITAHIMKIOBHpA Yy IaHHOM
BO3PACTHOM T'PYNIIBI IO JAHHOMY [TOKa3aHUIO HE YCTAHOBJICHBI.
Ipoghunaxmuxa [IMB-unghexyuu nocie mpancniaumayuu COIUOHBIX OP2AHO8
Pexxum noszupoBanus y aerell B Bozpacte ¢ 16 1o 18 jer He oTimyaercs OT pexuma J03UPOBaHUS y
B3pocibIX (M. Bbiie noaAnyHKT «lIpodunakrtuka [IMB-undekunn nocne TpaHCIIaHTALIMK COJIUHBIX
opraHoB» B MyHKTe «B3pociblie»). TabneTkn BalraHIMKIOBHpA HE CIEAYeT NPUMEHATh y JeTed U
MoAPOCTKOB 110 16 et ¢ nenbto npodunaktuku [IMB-uHbekMu mocie TpaHCIUTAHTAIIMH COJTUTHBIX
OpraHoB, Tak Kak 3(()eKTUBHOCTh M 0€30MaCHOCTh IMPUMEHEHHs BaJITaHIMKIOBHpA Y JTaHHON
BO3pACTHOM I'PYMIIbI HE YCTAHOBJICHBI.

Croco0 mpuMeHeHus

[Ipenapar BanraHuukaoBup cieayeT MPUHUMATh BHYTPh BO BpeMs e1bl (CM. paszzen 5.2).
Mepwi npedocmopodcnocmu, npunumaemvie nepeo npuMeHeHuem npenapama uiu npu oopawjeHuu ¢

HUM



COOTBETCTEBYET ZKCNEPTHOMY OTUETY

e IE 1T 037 A= FGETT
Tabnerkn Henb3s pa3inaMblBaTh WM pa3MmenbyaTh. [1oCKOIbKY OB adtabHRAGBID - TOTHLHATEHO

(NOCNEQCBATENEHOCTE 0001)

TEpPATOreHEH M KAHIIEPOTEHEH TSl YeJIOBEKa, HEOOX 0¥
pasnmomuiack (cm. pazmen 4.4). Cnemyer wuzberaTh MPsSMOro KOHTAKTa PAa3JIOMHBIICHCS WIH
pa3MeNnbYeHHOM TaOJETKH C KOXEH U CIM3UCTBIMH 000JI0YKaMu. B cirydasx Takoro KOHTaKTa HYKHO
TIIATCIIBHO IMPOMBITH 3TO MCECTO BO,Z[OI>'I C MBUIOM, IIPpU NOIMaJAaHWUHU B IJla3a — HX TIIATCIBHO

IIPOMBIBAIOT CTEPUIIBHON BOJOM, a IIPU €€ OTCYTCTBUU — IIPOCTOU BOJOM.

4.3. IIpoTuBONOKA3AHUSA
- I'mnepuyBCTBUTENBHOCTS K BANITAHIIUKIOBHPY, TAHIIMKIOBUPY WIN K JIOOOMY M3 BCIIOMOTATEIbHBIX
BELIECTB, IEPEUNCIIEHHBIX B pa3aene 6.1.

- [lepuon rpyaHOTrO BCKapMianBaHus (cM. pasnen 4.6).

4.4. OcoOble ykazaHusi U MepPbI NPEAOCTOPOKHOCTH NPH MPUMEHEHHU U

IlepekpecTHas THIEPYYBCTBUTEILHOCTD

N3-3a CXOHOTO XMMHYECKOTO CTPOEHHUS TaHIMKIOBUPA, AllMKIOBUpA M BAIALMKIOBUPA BO3MOXKHBI
peakuuu TEepeKpecTHOM TIUIepuYyBCTBUTENBHOCTH K OSTUM mpenapatam. Crenyer cobmonaTh
OCTOPO’XHOCTh TpPU HAa3HAUYEHUU BAITAHIMKIOBHpA IMAlMEHTaAM C TUIEPUYBCTBUTEIBHOCTHIO K
aIlMKJIOBHPY, TCHIMKIOBUPY WIM WX TNpPOJIeKapcTBaM (BaJAIUKIOBHPY U  (PaMIIMKIOBUPY,
COOTBETCTBEHHO) B aHAMHE3€.

MyTareHHOCTb, TEPAaTOT€HHOCTh, KAHIICPOT€HHOCTb, d)eDTI/IJ'II)HOCTB 1 KOHTpancnnus

B skcnepumenTax Ha KHBOTHBIX OBLJIO BBISIBJICHO MYTareHHOE, TEPATOTCHHOE, acliepMaTOTeHHOE U
KAaHIIEPOTEHHOE JIeWCTBHME, a TakKKe HETaTUBHOE BIUSHUE TAaHIMKIOBApPa Ha (DEPTHIBHOCTD.
BanranuukioBup ciefyer cuuTarth NOTEHIMAIbHBIM TEPATOT€HOM M KAHILIEPOT€HOM JJisi Y€JIOBEKa,
MIPUMEHEHHE KOTOPOTO MOXET BBI3bIBATH BPOXKJICHHBIC MOPOKH pa3BUTHSA W pak. [lepen Hawaiom
JIeYCHUS] TAaHIUKJIOBHPOM IAIIMEHTOB CJIENYyeT MPOMHGOPMHUPOBATH O CHOCO0AX KOHTpAIEHIUUd H
BO3MOXXHBIX PUCKaxX Uil mioga. Kpome TOro, BITaHIIMKIOBHP MOXET BPEMEHHO WJIM HEOOpaTUMO
MIOJIaBIIATh CIIEpMAaTOreHe3 y uenoBeka (cM. pasaensl 4.2, 4.6, 4.8 n 5.3).

Bo Bpemst neuenust u B TeueHne MUHUMYM 30 AHEH MOC/ie OKOHYAHUS JICYEHUS BAJITAHIMKIOBUPOM
KEHIIUHAM C PENPOAYKTHBHBIM TOTEHIIMAIOM CIIEYeT PEKOMEHIOBATh HCIIOJIb30BAaTh HAJACIKHBIC
MeToAbl KOHTpaleniuu. Bo Bpems jieueHus u B TedyeHue MUHUMYM 90 nHEH mocie ero OKOH4YaHus
MYy>KUYHHAM, BEAYIIMM TIOJIOBYIO JKHW3Hb, PEKOMEHAYETCS HCIOIb30BaTh OapbepHBIA METOJ
KOHTpAIeNIUY, 3a HCKIIOYCHHUEM CIydyaeB OTCYTCTBHsSI PHCKa BO3HUKHOBEHHUS OEPEMEHHOCTH Y
napTHepi (CM. pazzen 4.6).

Muenocyipeccus

ILJII/ITGJIBHEUI WHAYKOUOHHAA TCpalus BaJTAHOUKIIOBUPOM MOBBIIIACT PUCK MHUCIOTOKCHUYHOCTH.

BanraHuukioBup cienyer MNPUMEHSITh C OCTOPOXKHOCTBIO y TMAIMEHTOB € Te€MaTOJIOTHYECKOM
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COOTBETCTBYET 3KCNEFTHOMY OTHETY

. o 6 17 20772 K= - 13 o
uuMTONEeHUel (B TOM YMCIE IIPM HAIM4UM | TE€MaToJIOru4éCkoH 1 ptboncim “BBI3BAHHOU

(NOCNEQCBATENEHOCTE 0001)

JIEKApCTBEHHBIMU CPEJICTBAMU B aHAMHE3€), a TaKKe'y HaHHCHTOB; HOMyHaIoHix Ty4eByIo-Tepanitio
(cm. pazgen 4.2). B xome nmedeHUs: peKOMEHIYETCSl PEryJisipHO MPOBOJIUTH KOHTPOJb Pa3BEPHYTOM
dbopMyaBl KPOBH M TPOMOOIMTOB Yy BCEX TMaIlMEHTOB. [lamweHTamM ¢ TsDKEIOW JIeMKOTEHUEH,
HeHTporeHne, aHeMueld W/HIU TPOMOOLMTONIEHHEW PEKOMEHAYETCS Ha3zHauyaThb TEeMOIO3THYECKHE
(akTOpBI pocTa W/WIM IpEephIBaTh IpUeM npenapata (cM. pasznenst 4.2 u 4.8).

Tepanuio He cienyeT HauyWHATH, €clid abcomtoTHOe uucio HelTpopunoB (AYH) cocrasiser
<500 kierok B 1 Mk, ynuciao TpomOoruToB < 25000 B 1 MKII, miu ¢ ypoBHeM remoriioonHa < 80 r/n
(cm. paznen 4.2 u 4.8).

Hapyuienne G yHKIMEU TIOYEK

[TaimeHTamM € MOYEYHOM HEAOCTATOUYHOCTBIO PEKOMEHAYETCS YCHIIEHHBIM KOHTPOJIb Pa3BEPHYTOM
dbopMynbl KpOBHM, MHUHHMYM KaXIbl pa3 TMpH [OCEIIEHUH TPAHCIUIAHTAI[MOHHON KIMHUKU.
[larueHTaM ¢ TOYEYHOM HEIOCTATOYHOCTHIO TpedyeTcss KOpPpeKUus J03bl C YYETOM KIHpeHca
KpeaTuHuHA. [lanineHTam ¢ KIMpeHcoM KpeaTHHrHA MeHee 10 MII/MUH PUMEHEHHE BaJITaHIIUKJIOBUPA
MIPOTUBOIOKA3aHO (CM. pa3zzen 4.2).

IIpuMeHEHHE ¢ IPYTUMH JISKAPCTBEHHBIMH CPEICTBAMU

[Ipy OnHOBpEMEHHOM MPUMEHEHHHM TAaHLUUKIOBUpAa M HWMUIIEHEMa/I[IacTaTUHA Yy TAalleHTOB
orMedanuch cynoporu. Cremyer u30eratb OJHOBPEMEHHOTO NPUMEHEHMS BaJTaHIMKIOBUpPA U
MMHUIICHEMA/IIUJIACTaTHHA B CIyYasiX, €CJIM MOTCHIHAIbHbIE MPEUMYILECTBA JICUCHHUS] HE MPEBHIIIAIOT
BO3MOJKHBIN PHUCK (CM. pazzaen 4.5).

[TockonbKy Kak 3UIOBYIAMH, TaK M TAHLUUKIOBUP MOTYT BBI3BIBATH HEUTPONEHHIO U AHEMHUIO, Y
HEKOTOpBIX MAallMEHTOB MOXET OTMEUYaThCsl HENEPEHOCHUMOCTh IPU OJHOBPEMEHHOM IIpHEME
BaJITaHLIMKJIOBUPA U 3UJI0BYJMHA B MOJHBIX 103aX (CM. pazzen 4.5).

B cBA3M ¢ BO3MOXXHBIM MOBBIIIEHHWEM ILJIA3MEHHBIX KOHIICHTpAIMil OUAAHO3MHA B TMPUCYTCTBUU
TaHIMKJIOBUPA, CIEeNyeT TIIATelIbHO HAOII0aTh MAallMeHTOB Ha MPEeAMET BOZHUKHOBEHUS CHMIITOMOB
TOKCHYECKOTO JICHCTBUS AUIaHO3UHA (HAIIpUMep, MaHKTpeaTuTa) (cM. paszaen 4.5).

[IpumeHeHHe BalraHIMKIOBMpPAa OJHOBPEMEHHO C JPYTMMM IIpernapaTaMM, OKa3blBarOIIMMHU
MHUEJIOCYNIPECCUBHBIA WM HeppoTokcuueckuii 3¢ ekt (cm. pazgen 4.5), MOXKET YCHIMBATh HX
ToKkcudyeckoe  nedctBue.  KoHTponupyemoe — KIMHHUYECKOE  HMCCIEAOBAaHHWE  MCIOJIb30BAHUS
BATaHIMKIOBUpA s mnpoduiaktukun [[MB-uHdekuun He BKIIOYATO MAIMEHTOB IOCIE
TPAHCIUIAHTAIUU JIETKOTO U KUILIEYHUKA, TO3TOMY OIBIT MPUMEHEHUS MpernapaTa y TaKUX MaldeHTOB
OTrpaHHUYEH.

Pazanuue B 6I/IOI[OCTV1'IHOCTI/I C ICpOpaAJIbHBIM I'aHIIMKJIOBHUPOM

bronocTynHOCTh TaHIMKIIOBHPA U3 TaOJIETOK BAraHLIMKIOBHUPa B 10 pa3 mpeBbIIIaeT TAKOBYIO KaIlCyl
raHIMKJIOBHpA. ["aHIMKIIOBUP HENb3s 3aMEHSTh Ha BAJIFAHIIMKIOBUP B cooTHomeHuu 1:1. [TanneHTos,

KOTOPBIX EPEBOSAT C KaIcCyJ FaHIIMKIOBUpPA, cIeAyeT HHPOPMUPOBATH O PUCKE NEPETO3UPOBKH, €CIIH
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COOTEBETC TEI YET 3KC _EF'TH 'H ¥ OTUETY
OHM OyayT NpPUHHUMATH OOJbIIEE YHUCIO TaOJIETOK BanraHLH/IKJIch 5 Tdent e BaHO (CM.

MEtDK
JCNEOOBATE I:H'”' o 00071)

pasnensl 4.2 1 4.9).

JInIa moKMUJIoro Bo3pacra

TabneTky BaJIraHUMKIOBUPA CIEYET MPUMEHSATH C OCTOPOKHOCTBIO Y MAIIMEHTOB MOKUIIOr0 BO3pacTa

(cm. paznensi 4.2 u 5.1).

4.5. B3zaumopgelcTBHe ¢ JPYIMMHM JIEKADCTBEHHBIMHM CpeACTBAMH W JApPyrHe BHABI
B3aMMOJAEHCTBUSA

JlekapCcTBEHHBIE B3aMMOACHCTBHS Ta0JIETOK BaJITAHITUKJIIOBHPA

BaJIFaHI_II/IKJIOBI/Ip ABJIICTCA IIPOJICKAPCTBOM TAaHIUKIIOBHUPA, IMO3TOMY OXUAAIOTCA JICKAPCTBCHHBIC
B3aUMOJCUCTBUS, XapaKTEPHbIE ISl TAHIIUKIIOBUPA.

Hmunenem/yuracmamun

Mexay JaHHBIMH TperapaTaMu Hellb3si HCKIIOYHTh (papMaKoJMHAMUYeCKOTo B3aumojeicTBus. [Ipu
OOAHOBPECMCHHOM IMPUMCHCHHUUN T'aHIIUKJIOBHUpA U I/IMI/IHeHeMa/I_II/I.HaCTaTI/IHa Y NanuCHTOB OTMCHAIUCH
cynmoporu.  Crnemyer  u3berarb  OJHOBPEMEHHOTO  MPUMEHEHHS  BalTAHIMKIOBHpAa U
MMUTICHEMA/IIIJIACTATHHA B CIyYasiX, €CJIM IMOTCHIMAIBHbBIC MPEUMYIIECTBA JICUCHHUSI HE MPEBHIIIAIOT
BO3MOJKHBIN PHUCK (CM. pazzaen 4.4).

IloTeHIMaANbLHBIE JJEKAPCTBEHHEIE B3ANMOJICHCTBUS

YcuneHrne TOKCHYeCKOro IEHCTBUS TAaHIIMKIOBUPA/BANTAHITUKIOBIPA BOZMOKHO MTPU OJTHOBPEMEHHOM
OpPUMEHEHHH C  JIPYyTUMH  TperapartamMH,  OKa3bIBAIOIIMMH  MUEIIOCYIPECCHBHBIN WA
HepoTokcuueckuit d¢dext. K Takum mpemnapaTtaM OTHOCSTCS aHAJIOTH HYKJICO3UIOB (3UIAOBYIWH,
JUIaHO3WH, CTaBYIUH), UMMYHOCYIIPECCaHThI (IIUKIOCIIOPHH, TAKPOIUMYC, MUKO(DEeHOIaTa MOETHII),
MIPOTHUBOOITYXOJIEBBIE TIPEraparhl (IOKCOPYOUIIMH, BUHOIACTHH, BUHKPUCTUH, TUAPOKCHMOUYEBUHA),
NpOTHBOMH(EKIIMOHHBIE TIpernaparbl  (TpUMETONpUM/CylbGoHAMHUI, HarcoH, amdoTepurua B,
GIynuTO3WH, TICHTAMHIWH). YKa3aHHbIC IMperaparthl MOXXHO TPUMEHSTH OJIHOBPEMEHHO C
BaJITAaHIIUKIIOBUPOM TOJBKO B TOM CJydae, €CIH OXKHJaeMmas IOjbh3a OT MPOBOJAUMOTO JICUCHHUS
MIPEBBIIIACT BO3MOXKHBIN pUCK (cM. pazaen 4.4).

3uoosyoun

[Ipy  OmHOBpEeMEHHOM TPUMEHEHHH C TaHIHUKIOBHPOM BO3MOXKHO (apMakoIuHAMUYECKOE
B3anmoJeiicTBue. [1ocKoNbKY Kak 3WAOBYAHMH, TaK U TAHIUKIOBUP MOTYT BBI3BIBATH HEUTPOTICHUIO U
AHEeMHIO, Yy HEKOTOPBIX IMAalMEHTOB MOXET OTMEYAThCs HEMEePEHOCUMOCTh MpPU OIHOBPEMEHHOM
npreMe BaJTaHIIUKIOBUPA U 3UI0BY/IMHA B TIOJTHBIX J103aX (CM. pa3zuen 4.4).

Jluoanosun

BbuTO BBISBICHO CTOWKOE YyBEIHUEHHE KOHIEHTPAllMW TUAAHO3WHA B IJIa3Me MPH OJHOBPEMEHHOM
MPUMEHEHHUH C TAaHIIMKIOBUPOM BHYTPUBEHHO. [Ipu BHYTpUBEHHOM BBEICHUHU TaHIIUKIOBHPA B J103aX

5-10 mr/kr/cytkm AUC  ngupaHo3wHa  yBenmuuuBajiach Ha  38-67 %, dro  mOATBEpX)AAcT
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:HMGHCHI/II/I
b 0 ||1 |
3HAUYMMOTO BJIMSHUS HA KOHIICHTPAIIMU TaHIIUKIIOBUPA F—THI
Ha0JI0/1aTh MAMEHTOB HA MPEIMET BOSHUKHOBEHUS! CUMIITOMOB TOKCUYECKOTO JEUCTBUS TUJAHO3MHA

(HanmpuMep, MaHKpeaTuTa) IPU MPUMEHEHUH BaJTaHIIMKIOBHpa (CM. pazaen 4.4).

IIpobeneyuo

OnHOBpEeMEHHBIN MepOopallbHbI TpHeM MpoOeHeuaa NPUBOAMI K CTAaTHCTUYECKH 3HAYUMOMY
CHIDKEHHIO MTOYEYHOT0 KIMpeHca raHuukioBupa (20 %) U K yBEIMUYEHHIO MPOIOKUTEIBHOCTH €ro
nevictus (40 %). IT0 00BACHACTCA MEXaHU3MOM B3aUMOJICHCTBUS - KOHKYPEHIIMEH 32 KaHAIBIICBYIO
MOYEYHYI0 3KCKpeuuto. [lanuenTs!, npuHUMaronme oJJHOBPEMEHHO MPOOCHEHT U BaJTaHIIMKIOBHUD,

JOJIDKHBI HAaXOJUTHCA IIOA TIIATCIbHBIM HaG.HIO,Z[eHI/IeM H3-3a BO3MOXHOI'O TOKCHUYCCKOI'O I[GﬁCTBHH

TaHLIHUKJIOBUPA.

4.6. PepTUIBHOCTH, 0€PEMEHHOCTb U JIAKTALUS

KOHTDaHGHHI/IH Y MYXXYUH U KXKCHINWH

BO BpeMH JICHCHUA U B TCUCHUC MHUHHUMYM 30 ,Z[HGI‘/JI IIOCJIC OKOHYAHUS JICUCHUA BaJIFaHI_II/IKJ'IOBI/IpOM
KEHIIUHAM C PENPOAYKTHBHBIM TOTEHIIMAIOM CIIEYeT PEKOMEHIOBATh HCIIOJIb30BAaTh HAJACKHBIC
METOJIbl KOHTpaueniuu. Bo Bpems jeueHus U B TeueHue MUHHUMYM 90 nHEH mociie ero OKOHYaHMSs
MYXXYHMHAM, BEIyIIUM TIIOJOBYIO JKH3Hb, PEKOMEHIYETCSl HCIIOJIb30BaTh OapbepHBIl MeTox
KOHTpAIICNLIMK, 32 HCKJIIOYEHHEM CIIy4aeB OTCYTCTBHS PHCKa BO3HHMKHOBEHHUS OEpEeMEHHOCTH Y
naptHepiu (cM. pazaensl 4.4 u 5.3).

bepemeHHOCTH

bezonacHOCTh NpHUMEHEHHs BAITAaHLIMKIOBHpA IMPH OEPEMEHHOCTH Yy YEIOBEKa HE YCTAHOBJICHA.
OpHako TaHIUKIOBHP OBICTPO MPOHUKAET dYepe3 YeNOBEUYECKYIO IutaneHTy. [Ipu OepemeHHOCTH
Ha3HAYCHHS BaJTaHIIMKIOBUpPA CIEAyET M30erarh, 3a HCKIIOUYCHHEM CIIy4aeB, KOT/Ia MOTCHIIMAIBHBIN
MTOJIOKUTEIBHBIN 3P PEKT JTCUSHUS I MaTePH OTPABIBIBAET BO3MOXKHBINA PUCK TS TUIOJA.
ILOHOJIHI/ITG.HBHBIG HUCCJICOIOBAHUS perO,Z[yKTI/IBHOI\/'I TOKCHUYHOCTHU BaJ'II‘aHI_II/IKJIOBI/Ipa HEC HpOBOI[I/IJII/ICB
BBUJIY €r0 OBICTPOT0 M 3HAUUTEIILHOTO MPEBPAIICHUS B TAHIIUKIOBHUP. B UCCIen0BaHUsIX y )KUBOTHBIX
MIPUMEHEHHUE TaHIIMKIOBUPA ACCOIIMUPOBAIIOCH C TEPATOTEHHOCTHIO M TOKCHYHOCTHIO B OTHOIIECHUU
PENPOYKTUBHOU CUCTEMBI (CM. pazaen 5.3).

be3onacHocTh MpUMEHEHUS BaJTaHIIMKIOBUPA B XO€ POAOB U POJAOpa3pEIIeHUsI HE U3ydallach.
JlakTaius

WccnenoBanuii BIUSHUS BaJITaHIIMKIOBUPA U TAHIIUKIOBUPA HA TIEPU- U MTOCTHATAIIBHOE PA3BUTHE HE
MIPOBOJIMIIOCH, TPU 3TOM HENB3S HCKIIOYUTH BO3MOXKHOCTH BBIICJICHUS TAHIIMKIOBUPA C TPYIAHBIM
MOJIOKOM U Pa3BUTHS CEPbE3HBIX IMOOOYHBIX pEaKUUid Yy TpyAaHoro pebenka. Pe3ymbraTh
I/ICCJIG,Z[OBaHI/Iﬁ y YCJIOBCKAa OTcyTCTBYIOT, HO p€3y.HI>TaTI:I I/ICC.HGI[OBaHI/Iﬁ y ZKHUBOTHBIX ITIOKa3bIBAIOT,

YTO TaHLMKJIOBUDP BBIBOJAUTCS C TPYAHBIM MOJIOKOM Yy Kpbic. B ciydyae HE0OX0IuMOCTH MPUMEHEHHUS
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DepTHIbHOCTD

B Xxome wcciaenoBaHMii y JKMBOTHBIX IIPUMEHEHME TaHLMKIOBHMpA BBI3BIBAIO HApyLICHHE
dbepTunpHOCTH (CM. pa3aen 5.3). Y manueHTOB, MOJYYAONIMX BAJTAHIIUKIOBUD ISl MPOPUIAKTUKH
[IMB-un¢pexuun Ha npotspkenuu 200 gHel mocie TpaHCIUIAHTALWU MOYKH, OTMEYAJIOCh YTHETCHHE
criepMaroreHe3a (IO CpPaBHEHUIO C KOHTPOJBHOM TIpynmnoi, He mnosydawoomen jedenus). llo
IIPOLIECTBUM IPUMEPHO O-TH MECSLEB MOCIE NMPEKPAIIECHUS TEPAlU CPEIHSAS INIOTHOCTh CIEPMBI Y
IIPOJICYEHHBIX MMAlMEHTOB OblJa CONOCTaBUMAa C TAaKOBOM Yy KOHTPOJBHOW TpYNIbl MALUEHTOB, HE
nojyyaromux Tepanuio. Ilpu 3ToM y Bcex NpOJeUEHHBIX NAlMEHTOB C HOPMAIbHOW IIOTHOCTBIO
cuepMbl 1 y 8 u3 13 ManuMeHTOB €O CHUKEHHOW IUIOTHOCTBIO CIIEPMBbI HA MCXOIHOM YPOBHE IIOCIIE
IIPEKpALLEHUs] JIEYEHUs] OTMEeYajach HOpMallbHas IUIOTHOCTh crepMmbl. Ilpu mocnenyromem
HaOJI0CHNU B KOHTPOJILHOU IpyIIe y BCEX MAI[MEHTOB C HOPMaJIbHOH INIOTHOCTBIO CIIEPMBI U Y 2 U3
4 ManyMeHToB CO CHUKEHHOM MJIOTHOCTBIO CIIEPMbI Ha HCXOIHOM YPOBHE IOCIIE NTPEKPAIICHNUS JIEUEHUS

OTMCYAJIaCh HOPMaJIbHAA MJIIOTHOCTH CIICPMBI.

4.7. Bausinne Ha ClIOCOOHOCTH YNPABJISATH TPAHCIIOPTHBIMM CPEICTBAMHU U Pad0TaTh ¢ MEXaHU3MAMM
[Ipy nedeHWH BalraHUUKIOBUPOM W/MIM TaHUUKIOBUPOM BO3MOXKHO BO3HHKHOBEHHE TaKUX
HEXEIIAaTCIbHbBIX peaKuHﬁ, Kak Ccyaoporu, ccaanus, rojiIOBOKpYXCHUC, ATAKCHA I/I/I/I.HI/I CIIYTaHHOCTb
CO3HAHUA, YTO MOKCT OTPULATCIIbHO IIOBJIUATL Ha ACATCIbHOCTD, TpGGYIOH_IyIO MHOBBIIIIEHHON
KOHIIEHTPAllMi BHUMaHUs, BKIIIOYas yIpaBjieHHe TPAaHCIOPTHBIMU CPEICTBaMU U pabOTy ¢ MaIlllMHAMU
U MeXaHM3MaMH. B CBA3M ¢ 3THUM B MEpHOJ JIEYCHHs BaJTaHIMKIOBUPOM CIEAYeT COOII0AaTh
OCTOPOXXHOCTh TIPU YNPABICHUU TPAHCIOPTHBIMU CpEACTBaMH W paboTe ¢ MallMHAaMH |
MEXaHU3MaMu. HpI/I MOSBICHUU OIIMCAHHBIX HEXKEJIATEIbHBIX SBICHUN CICOYCT BO3ACPIKATHCA OT

BBIITOJITHCHHS YKa3aHHBIX BUJ0OB ACATCIIBHOCTH.

4.8. HexxennaTesbHbIe peakiuu

Pesrome mpoduiist 6e300acHOCTH

BanranuukioBup npeacTtaBiseT coO0i MpoJeKapcTBO FaHIUKIOBHPA, KOTOPOE MOCie MepopaIbHOTOo
npuema ObICTPO MpeBpallaeTcsi B TaHIIUKIOBHUP, IO3TOMY BCE M3BECTHBIE HEXeNaTellbHbIe 3P EeKThI,
CBSI3aHHBIE C TMPUEMOM TaHIUKIOBHPA, SBISIIOTCS OXUIACMBIMU IS BalTaHIUKIOBUpa. Bce
HEXKeNaTeIbHBIE PEaKIiu, 3apPEeTUCTPUPOBAHHBIE B KIMHUYECKUX HCCIEAOBAHUSX BAJTAHIIMKIOBUPA,
paHbIlle HaOJII0IaTUCh MPH JICYEHUH TaHIIUKIOBUPOM.

HexenaTtenbHble peakuuy, BO3HHMKABIIME NMPU NPUMEHEHUWU TaHIUKIOBHpA WU BaJTaHIMKIOBUPA,

BKJIFOUEHBI B TA0NIHITY 2.
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HaubGonee ceppe3HBIMH M YaCTBIMU HEXeEllaTeNlb
BaJITaHLIUKIIOBUP/TAHIIUKIIOBUD, SBISIOTCS — Hapy
HEUTpONEeHMs], aHeMHUS U TPOMOOIIUTOIIEHUSI.

O6mmit mpodmib 0€30MacHOCTH TaHIMKIOBUPA/BAITAHIIMKIOBUPA COMOCTABHM B  TIOMYJISITUSAX
MALMEHTOB Mocie TpaHcmanTauuu U ¢ BUY. HckinrodueHne cOCTaBIIET HEXenaTelabHas peakius
«OTCIIOMKa CeTYaTKW», HaONIOAaBIIAsCs TOJNBbKO y manueHToB ¢ [[MB-perunurom. Tem HEe MmeHee,
HMMEIOTCS pa3InyMsl B YaCTOTAaX HEKOTOPBIX HEXKeNaTeNbHbIX peakuuil. [[puMeHenne BalraHuKiIoBUpa
ACCOLIMMPOBAIIOCH C IMOBBIIMICHHBIM PUCKOM JIMAPEU IO CPABHEHUIO C NPUMEHEHUEM TaHUMKIIOBHpA
BHYTpUBEHHO. JIuxopajka, KaHIWI03, AENpeccHs, TshKenas HeWTporeHus (aOCOJIIOTHOE YHCIIO
uHeitpopunoB (AYH) < 500/MKi) 1 KOKHBIE peakluy Yaie oTMedanuch y narueHToB co CITN om.
Hapymenne QyHkumii movek u rmeyeHW daiie HaOTIOAMCh y MAlUEHTOB TOCE TPAHCIUIAHTAIUH.
YacToTsl BOSHUKHOBEHHSI HEKeNaTeNIbHBIX PEeaKIUii, yka3aHHbIE B TaOIuUIle 2, ONpeieseHbl Ha OCHOBE
aHalM3a OOBEIUHEHHOW TOMYNALMHM MAlUEHTOB, MOJYyYaBUIMX MOAIEPKUBAIOLIYIO TEpanuio
TaHIMKJIOBUPOM WJIM BAJITAHLMKIOBUPOM B KJIMHUYECKHUX HCCIEIOBaHUAX Yy manueHTtoB ¢ BUY.
HckmoueHne  COCTaBISIOT  YacTOTHl  aHAQWIAKTUYECKMX  PEaKIui,  arpaHyjaolHuTo3a W
IpaHyJIOIUTOINIEHUH, ONIPEICIICHHbIE HA OCHOBE JaHHBIX MOCTPETUCTPAIMOHHOTO HAOIIOCHHSI.

TaOnuyHOE pe3roMe HEXKENAaTEIbHbIX PEAKIINNA

Hwuxe MMpEaACTaBJICHBI HCKCJIATCIIbHBIC PCAaKIMU, PA3ACJICHHBIC IO CUCTCMHO-OPraHHBIM KJlaCCaM
COTJIaCHO KiaccupuKanuy MeAUIUHCKOro ClIoBaps s HOPMAaTHBHO-TIPABOBOM JIEATEIbHOCTH
(MedDRA).

Hcnonw3oBanace kinaccuukaius 4acToThl Bo3HMKHOBeHUss HP Bcecemupnoit Opranmsanuu
3npaBooxpaneHus: oueHb yacto (>1/10), gacro (>1/100, Ho <1/10), Hewacto (>1/1 000, HO <1/100),
peako (>1/10 000, vo <1/1 000), ouenp peaxo (<1/10 000), yacTora HeusBecTHa (Ha OCHOBAaHUU
MMEIOLIUXCS JAaHHBIX OLEHUTh HEBO3MOKHO).

Tabmuma 2. YactoTa pa3BUTHSA HEXKEIATEIbHBIX JICKAPCTBEHHBIX peaknuid y marueHtoB ¢ BUY,

MoJIydaromux rmoAACPKUBArOIyI0 TCpaIrnto FaHI_II/IKJ'IOBI/IpOM/ BaJIFAHIIUKJIOBUPOM.

HexenaTenbHasi JieKapCTBeHHAsl PeaKuusi
Yacrora
Kuacc cucrem opraios
Hngexyuu u unsazuu
Kannnnos, BKIrO9ast KaHIU03 CIU3UCTON 000JI0YKY MOJIOCTH PTa Odenb yacTo
NHdexnun BepXHUX IBIXaTeIbHBIX MyTeH OueHb YacTo
Cercuc Yacto
['punn Yacto
NH}exnnn MOYeBBIBOASIINX MTYTEH Yacto
BocnaneHnue nmoakoKHO-KUPOBOU KJIETUYATKU Yacto
Hapywenus co cmoponul kpoeu u aumgamuueckotl cucmemvl

Helitponenus OueHb yacTo
Anemus OueHb YacTo
TpomOoruToneHus Yacro

COOTBETCTBYET 3KCNEPTHOMY OTUYETY
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JlerikoneHus _ Or el b 1_-;:{J_.: :' "“Iaé‘fg I
ITannuroneHus TAEAUBATENER L h= WUUT)
Hapymienue GyHKITMU KOCTHOTO MO3ra Heuacto
AniactTiyeckast aHeEMUS Penxo
Arpanynonuros** Penko
['panynonutonenus™* Penxo
Hapywenus co cmoponvl ummynHOU cucmemvl
['unepuyBCTBUTEIBHOCTD Yacto
AHadunaktryeckasi peakius** Penxo

Hapywenusa memabonuzma u numanus

CHMKeHYe anmneTuTa

OueHs 4acTo

CHmxeHne Macchl Tena Yacro
Ilcuxuyeckue napywenus
Henpeccus Yacto
CocCTOsIHME CITYTAaHHOCTH CO3HAHMS Yacto
TpeBora Yacto
Bo30yxenue Heuacto
IIcuxoTryeckoe pacCTpOMCTBO Heuacto
PaccTpoiicTBa MbIIIJICHUS Heuacto
lammrounnanum Heuacrto

Hapywenus co cmoponul HepsHoll cucmembl

I'osoBHas 6oib

OueHs 4acTo

becconnnna Yacro
[Tepudepuyeckas HeliponaTus Yacto
I'0J10BOKpYKEHHE Yacto
[Tapecresus Yacto
['unecre3us Yacto
Cynoporu Yacto
Jlucres3us (HapylieHHe BKyca) Yacto
Tpemop Heuacto
Hapywenus co cmoponul opeana 3penus
YXyaueHue 3peHus Yacto
Ortcinoiika ceTyaTku™ Yacro
[InaBaroniyie TOMYTHEHUS CTEKJIOBUJIHOTO Teja Yacto
bouib B rimazax Yacro
KOHBIOHKTUBHUT Yacto
OTeK MaKyJibl Yacro
Hapywenus co cmoponul opeana cnyxa u 1abupunma
boub B yxe Yacto
I'myxora Heuacto
Hapywenus co cmoponul cepoya
Hapymienus cepaeyHoro purma \ Heuacro
Hapywenus co cmoponwl cocyoos
IToHM>KeHUE apTEPUATBLHOIO JIaBJICHUS | Yacto

Hapywenus co cmoponul ObixamenbHoU cucmemsl, Op2aHo8 2pyOHOU KIemKU U CPeOOCmeHUs

Kamens OueHp yacTo

Opplka OueHb 4acTo
Kenyoouno-Kuuieunvie HapyuleHus

[mapes OueHb yacTo

TomrHOTa OueHb YacTo

PBota OueHp yacTo

boin B )xuBOTE OueHb YacTo
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Jucrencus _qres lectes Macke S
Merteopusm HTULIEOUBA TENBERjLHD UUUT]
bosib B BepxHEW 4acTu )KUBOTA Yacto
3anop Yacto
W3bs3BieHHE CIU3UCTON 000JI0YKHU MOJOCTH PTa Yacto
Hucdarus Yacto
B3nyTtue xuBota Yacto
[Tankpeatur Yacto
Hapywenus co cmoponul neuenu u scenuesvbi8o0sawux nymet
[oBblIIeHNE AKTUBHOCTH I1I€JI0YHOM (ocdaTas3sl B KPOBU Yacrto
Hapymenue QyHKIIUHN e4eHn Yacto
[ToBbINIIEHHE AKTUBHOCTH acliapTaTaMUHOTpaHC(epassl Yacto
[ToBbllIeHNE AKTUBHOCTH aJlAaHMHAMUHOTpaHCchepasbl Yacto
Hapywenus co cmoponul Kodtcu 1 n0OKOHCHbIX MKaHell
Jepmarut Ouensb yacTo
HouHast noTimBoCTh Yacro
3yn Yacto
Colnib Yacro
Anonenust Yacro
CyXOCTbh KOXH Heuacto
Kpanusnuna Heuacto
Hapywenus co cmopoHvl mbluleuHoll, cKelemHOl U COeOUHUMENbHOU MKAHU
bonb B ciuHe Yacto
Muanrus Yacro
Aptpanrus Yacto
MBpI1eyHbIe crIa3Mbl Yacto
Hapywenus co cmopoHvl nouex u Mouesbl8o0suux nymetl
Hapymenue QyHKIMM nouek Yacto
CHUKEHHE TOYEYHOTr0 KJIMPEHCAa KpeaTHHUHA Yacto
[ToBbllICHUE KOHIIEHTPALMU KPEaTUHUHA B KPOBHU Yacto
[ToueyHast HEAOCTATOYHOCTh Heuacto
I'emarypus Heuacto
Hapywenus co cmopoHvl penpo0yKmusHoU cucmembvl U MOJIOYHbLIX JHcele3
Myxckoe becruioane \ Heuacto
Obwue HapyweHus U peakyuu 8 mecme 66€0eHus.
JIuxopanka OueHb yacTo
[ToBbIIIEHHAS] YTOMIISIEMOCTh Ouensp yacTo
bonp Yacto
O3H00 Yacro
OO011ee HETOMOTaHUE Yacro
Actenus Yacto
boub B rpyau Heuacro

* Orcroiika ceT4aTKu Hadoaanach Tonbko y nmanuentoB co CITM /oM mpu trepanuu [IMB-perunwnTa.

**  UYacroTa [NaHHBIX HEXKENATENBHBIX pEakUuid OompeAensigach HAa OCHOBAHMHM  JAHHBIX
MOCTPETUCTPALIMOHHOTO TPUMEHEHUS.

Onucanue OTAEILHEBIX HEXKETaTEIbHBIX PEAKIINNI

Heumponenus
Puck pa3Butus HelTpomeHMH HeNb3sl NpeAcka3aTh, UCXOJsS M3 uuciaa HEHTpo(uIoB 10 Hadaia

JieyeHusl. BO3ZHUKHOBEHHE HEUTPONEHUU SABJISETCS TUIWYHBIM Ui NEPBOM WIIM BTOPOW HENENH
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MHAYKIIUOHHOW Tepamuu. Yucino HeHTpoHIIOB, Kak|IpaBUIO ﬁ o_pMaH 3 B feuctire 2-5 nHeit
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II0CJIE IIPEKpalleHMs] IpUeMa Mpenapara Wik CHUKEHIsH AO3bH{eM—pasaei4-4)-

Tpomboyumonenusi

VY marmueHToB ¢ MCXOTHBIM HU3KUM 4YHCIOM TpomOouuToB (< 100000/Mi1) TOBBIIMIEH PUCK Pa3BUTHS
TPOMOOIIUTONICHUU. Y TMAIMEHTOB C STPOICHHOM CYIpeccHeil MMMYHHTETa BCJEICTBHE Tepanuu
MMMYHOCYIPECCAHTAMH PHCK pa3BUTHsI TPOMOOIMTONECHUHU BbIIIE, YeM y mauueHToB co CITH/{om.
Tsokenass TpOMOOIMTONCHHS MOXET —COINPOBOXKAATHCA —MOTEHIHUAIBHO JKU3HEYIPOKAIOIIMMU
KpOBOTEYCHHUSMU (CM. pazzaen 4.4).

Bruanue onumensnocmu mepanuu/noxazanus K npUMEHeHUI0 Ha pa3eumue HexceaamenbHulX peakyull
Tspxenas neiitponenus: (abcomoTHoe uncio Heilitpoduino (AUYH) <500/mki) yvame Habmoganach y
nanueHToB ¢ LIMB-petunutoMm (16 %), nonyyaBImMX BaJIFaHIMKIOBUD, IO CPABHEHUIO C MALMEHTAMU
[IOCJIE TPAHCIUIAHTALUK COJUIHBIX OPraHOB, IIOJYYaBIINX BAJTAaHLUKIOBUD WIA TaHIMUKIOBUD
(mepopasibHO). Y MalMEHTOB, TMOJYYaBIIUX BAJITAHIIUKIOBHDP WM TaHIUKIOBHp (TIEpOpAIbHO) B
teueHre 100 gHEN mocrie TpaHCIUIAHTALMM, YacTOTa Pa3BUTHUS TSKEIONM HEUTPOIEHHMH COCTaBisiia
5% u 3 %, COOTBETCTBEHHO. Y MalMEHTOB, MOJYyYarolIMX BaJraHUMKIOBUP B TeueHue 200 nHei
II0CJI€ TPAHCIUIAHTALMM, YaCTOTa Pa3BUTHS TsKEIOW HelTponeHuun coctaBisuia 10 %. Y nmanueHToB
[IOCJIe TPAHCIUIAHTAalMU COJIMJHBIX OPraHoB, IIOJY4YaBIIMX BAJITAHUUKIOBUD M TaHIMKIOBUD
(nepopanbHo) B Teyenne 100 wmmm 200 puelt, Habmomanock OoJiee BBIPAKEHHOE YBEIWYCHHE
KOHILICHTPAllUA KPEaTUHUHA B CHIBOPOTKE KPOBH II0 CPaBHEHHIO ¢ mauveHramu ¢ [IMB-petuHuTOM.
OnHako BaXXHO OTMETUTb, YTO HapylIEHHE (PYHKLUU IOYEK SIBJIAETCS XAPAKTEPHBIM CHMITOMOM,
qale HaOJI0JA0IUMCS Y TALMEHTOB OC/Ie TPAHCIIAHTALUU COJIUIHBIX OPIaHOB.

OOumii mpoduns 0€30MaCHOCTH BaNTAHIUKIOBUPA HE HW3MEHSETCS INpU MNPOAJICHUU IEepHoja
NpOoUIAKTUYECKOTO PUMEHEHUS y TTAIIMEHTOB C BBICOKMM pUCcKoM pa3BuTus LIMB-undexunu nocne
nepecaaku nouku a0 200 nuei.

VY nmanueHToB, MOJIy4arolmuX BaITaHIUKIOBUP A0 200-ro IHS MOCTTPAHCIUIAHTAIMOHHOTO MEPHOJa,
[0 CPaBHEHUIO C  TAlMEHTaMM, TMOJYy4YaloIUMH  BaidraHuukiaoBup g0  100-ro  1ua
MOCTTPAHCIUIAHTALIMOHHOTO TEPHOAa, HAOIIOAAETCS HEKOTOPOE YBEIWYECHHUE YACTOTHI JICHKOIIEHUH.
YacToTel pa3BUTHS HEWTPONEHHMU, aHEMHUU U TPOMOOLUTONEHHM OBLIM CXOJHBIMH Yy MAIEHTOB,
noaydaromux jgedeHue 10 100-ro qua u 200-ro JHS NOCTTPAHCIUIAHTAIIMOHHOTO MEPHOIA.
Jlabopamopnulie noxkazamenu

[Tpu npoanennu nepuoa NpoUIAKTUKH Y B3POCIIBIX MAMEHTOB C BHICOKMM PUCKOM pa3Butus LIMB-
MHQEKIUN I[0CI€ TPAHCIUIAHTAllMM COJMIHBIX OpraHOB YacTOTa HapylleHU 1a0opaTOpHBIX
nokazareiier 1o 200-T nHel ocTaBajach CXOIHOM.

Tspxenas Heitporienus Oosee yacto HalIIOAANACh Y JIETeH, NEPEHECIINX TPAHCIUIAHTALMIO MTOYKU U
MI0JIy4aBIIUX BaJraHUUKIOBUP A0 200-ro AHS NOCTTPaHCILIAHTAILIMOHHOTO NIEPHOJa, 10 CPABHEHUIO C

JETbMHU, TOJYYaBIIMMH BaJTaHIUKIOBHP A0 100-ro OHA MOCTTPAaHCILUIAHTAIIMOHHOTO TEpHoja, a
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TAKKC 110 CPAaBHCHHUIO C B3POCJIBbIMHU, HNCPCHCCIIU]

BanraHuukiioBup 10 100-ro u 200-ro gHs nocTrpaHc

COOTBETCTEYET 3KCNEPTHOMY OTUETY
i Tpchnnaﬁ’ﬂa R~ O’ J'I/IE Hofryuapurmm
TIENOBATEIBHOCTS 0001)

JTaHT au,nunn\u O HCPHOAa:

Ta6muma 3. Mi3MeHeHus 1ab0paTOPHBIX MOKa3aTeNIe, COOOIIABIINXCS MPU MPHUEME_BAJITaHIIUKIOBHPA

y B3pOCIIBIX.

Manuentsi ¢ [IMB- IManueHTHI MOCJ/Ie TPAHCIIJIAHTAIIAM COTHIHBIX
OpraHoB, nojy4yasmmue jJedyeHue 10 100-ro gus
PETHHUTOM
HN3menenust MOCTTPAHCIJIAHTAIMOHHOTO MePHoaa
J1200paTOPHBIX BanranuuksjaoBup BaaranuuksiaoBup I'anuukj0BHP
nokasareJei (n=370) (n=244) nepopajibHO
(n=126)
% % %
Hetimponenus (a0COIIOTHOE YHCIIO HEUTPOPHUIOB/MKI)
<500 16 5 3
500 - <750 17 3 2
750 - <1000 17 5 2
Anemus (reMorI00uH 1/11)
<65 7 1 2
65 - <80 10 5 7
80 - <95 14 31 25
Tpomboyumonenus (4UCIO TPOMOOITUTOB/MKJI)
<25000 3 0 2
25000 - <50000 5 1 3
50000 - <100000 21 18 21
Konyenmpayus kpeamununa 6 colgopomxe Kpogu (Mr/ )

>2.5 2 14 21
>1,5-2,5 11 45 47

Tabmuma 4. I3sMeHeHus 1abopaTopHBIX MTOKa3aTeNIel MpH MPUMEHEHNUH BaJTaHITUKIOBUPA Y ACTeH

ITanmenTHI JAE€TCKOIo Bo3pacra
MOCJ€ TPAHCIUVIAHTAIIUU COJTUAHBIX OPraHoB

N3menenns JleyeHue BaIraHUMKJIOBUPOM 10| JleueHHne BAJTaHIIUKIOBHPOM /10
J1a00paToOpHbBIX 100-ro aHna 200-ro xus
nokasareJei NMOCTTPAHCILUIAHTAIIMOHHOTO MOCTTPAHCILUIAHTAIIMOHHOTO
nepuoaa (n=63) nepuoaa (n=56)
% %
Hevimponenus (a6COMOTHOE YUCIIO HEUTPOPHIIOB/MKIT)
<500 5 30
500 - <750 8 7
750 - <1000 5 11
Anemus (reMOTJIOOHH T/11)
<65 0 0
65 - <80 14 5
80 - <95 38 29
Tpomboyumonenus (AUCIO TPOMOOITUTOB/MKIT)
<25000 0 0
25000 - <50000 10 0
50000 - <100000 3 4

Konyenmpayusa kpeamununa

8 cblgopomie kposu (MT/ 1)
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COOTBETCTEYET ZKCNEFTHOMY OTYETY
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1553 3 OCHEROBATENRHOCTE 0001

Ilocmpezucmpayuonnoe npumenenue
[Tpu mocTperucTpallmOHHOM TPUMEHEHUHN BaITaHIIMKIIOBHPA U TAHIIUKIOBUPA MPO(HIL O€30MacHOCTH
OBLT COMOCTABUM C TAKOBBIM B XOJI€ KIIMHUYECKUX HCCIICTOBAHUH.

eTH
OO6mmit mpoduiib 6€30MMaCHOCTH BAJTAHIIMKIIOBHPA y IETeH HE OTIMYAeTCs OT Mpoduis 6€30MacHOCTH
mpermapaTa y B3pOCIbIX.
B nerckoii momymsiiuy HaOJIIO1a7I0Ch HEKOTOPOE YBEIIMYCHHE YacTOThl HEUTPONEHUH, OJHAKO 3TO HE
MPUBOJMIO K YBEIMYEHHUIO YaCTOTHI HHPEKIUH.
VY pereill, mepeHecHIMX TPAaHCIUIAHTALMIO TIOYKH, YBEIMUYEHUE Tepuoaa Mpo(UIaKTUYECKOro
npuMmerenust 10 200 nHel He MPUBOANT K YBEIMUEHUIO YaCTOTHI HEXKENATCIbHBIX SIBICHUH.
Bpooicoennasn [[MB-ungpexyus
Tepanust Bpoknennort [[MB-undexkuum He sBiseTcss OJOOPEHHBIM IOKAa3aHWEM K MPUMEHEHHIO
BaJIraHUMKIIOBUpA. TeM He MeHee, CClIeJOBaHUsI, TPOBEACHHBIE Y HOBOPOKICHHBIX U JIETEl paHHETo
Bo3pacta ¢ BpoxaeHHOU [[MB-undekmmeit, npemocTaBisiroT AaHHbE O mpodmie Oe30macHOCTH
mpemapaTa B JaHHBIX MOMyNSAUAX manueHToB. [Ipoduns OGe3omacHOCTH BaNTaHIUKIOBUPA
COTIOCTAaBHMM C M3BECTHBIM MTpoduiieM 0€30MacHOCTH BAJITAaHITUKIIOBUPA/TAaHITUKIIOBHPA.
OCHOBHBIM TPOSIBICHMEM TOKCUYHOCTH TaHIMKIIOBUpA sBisgeTcs HedTponeHus (y 38 % mnamueHToB
oTMedajach HeuTporeHus 3 wim 4 craguu, | ManueHTy MOoTpeOOBANOCH MPEKpaIleHUE TEparvH).
BonbIIMHCTBO SIBICHMIA MOANABATNCH KOPPEKIUH, MPU OJHOBPEMEHHOW BO3MOXHOCTH MPOJOKATH
MIPOTUBOBUPYCHYIO Tepamuio. Y BCEX HOBOPOXKICHHBIX HAOIIOJANIOCh YBEIWYCHHE IOKa3aTeneH,
XapaKTepU3yIOIIUX pOCT M pa3BUTHE (POCT, Macca Tejia, CPeOHSs OKPYKHOCTh TojoBbl). [lpu
NepopaibHOM NPUMEHEHUU BajJTaHLUUKIOBUpPAa HanOojiee 4YacThIMM HEKENaTeIbHBIMU peaKUUsIMU
ObUTH HEUTpONEHWs, aHeMmus, HapylieHne QYHKIUU Te4eHHn U Juapes. llepedncieHHbIe
HEXKENaTeIbHBIE SIBIICHUS HAOMIONANMCh 4dYamle Yy TalleHTOB TpU O-HEJCNbHOH Tepamuu
BaJITAHLIMKIOBUPOM, IO CpPaBHEHHIO C MAalleHTaMH{, MOJy4aBUIMMH BAJTaHIUKIOBUD B TEUYCHHE
6 MecsiteB. Cepbe3HBIMU HEXEJIaTeIbHBIMU SIBJICHUSIMH, CBSI3aHHBIMU C JICYEHHEM, OBbLITH HEUTPOIICHUS
U aHeMHus, KOTOpbIe TakKe dYalle HaOMoJanuch NpH Tepanuu UIMTEIhbHOCThIO 6 Hexens. He
HAONIIO/Ia7IOCh  CTATHCTUYECKHM WJIM KIWHUYECKH 3HAUYMMBIX pPa3IMuuil  MEXIy MalieHTaMH,
MOJIy4YaBIIMMH BaJITAHLIMKJIOBUP B TeueHHWe 6 Heenb W B TeueHHe 6 MecdleB, B IOKa3aTessx,
XapaKTEepU3YIOMIUX POCT U Pa3BUTHE, TAKUX KaK Macca Tesa, POCT, CPEAHSISI OKPY>KHOCTh FOJIOBBI.

COO6H.I€HI/I€ 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxwno COOGI_LIaTb O MOAO3PCBACMBIX HCKCIIATCIIbHBIX PCAKIUAX ITOCIIC PCrUCTpalluu Ipcrapara C
OEJIbIO obecneyeHus HCIIPEPLIBHOI'O MOHHUTOPHUHIA COOTHOIICHUSA «II0JIb3a-PUCK) JICKAPCTBEHHOI'O

npenapara. MEIUIIMHCKUM pa0OTHUKAM PEKOMEHIYeTCs CooOmaTh O JIOOBIX IOJ03PEBACMBIX
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

~r Mo 1T N2 A= IGETT
HEXXEJIaTeNIbHBIX PeaKIusIX JEKapCTBEHHOrO Mpernapara yepes HAIHOHATbHbIE CHETEMBE COOOLICHNS O

(NOCNEQCBATENEHOCTE 0001)

HEXKEJATENIbHBIX PEAKLUAX TOCYI1aPCTB — YWICHOB EBpAsHICKOTO-IKOHOMITHCCKOTO-€O1032:
Poccuiickas @enepanus

®denepanpHas cayx0a o Haa30py B cdhepe 3paBoOOXpaHEHUS

Anpec: 109012, r. Mocksa, CiaBsiHCKast Iiiomiaip, 1. 4, ctp. 1

Tenedon: +7 (499) 578-06-70, +7 (499) 578-02-20

OnexkTpoHHas noyra: npr@roszdravnadzor.gov.ru
Caiit B nHGOPMAIIMOHHO-TEIICKOMMYHHKAITMOHHOM ceTn «HTepHeT»:

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

4.9. Ilepeno3upoBka

Ilepemo3upoBKa BAITAHIIMKIOBHPA M BHYTPUBSHHO BBOAMMOTO TaHIIMKIIOBHPA

Cumnmombi

Bo3moxkHO, 4TO mepeno3upoBKA  BAITAHLMKIOBUPA  MOXKET MPUBECTHU K  YBEIMYCHHIO
HEePPOTOKCUYHOCTHU (cM. pasnensl 4.2 u 4.4).

B Xxone KIMHHYECKHMX HCCIENOBaHUN W TOCTPETUCTPALMOHHOIO NPHUMEHEHHUs Ipernapara ObulH
OMMCaHbl CIIy4au IEPEeJO3UPOBKH TaHIMKIOBUpA MPU BHYTPUBEHHOM BBEICHHHM, B TOM YHCIE C
JeTalnbHBIM HMCX0JA0M. HekoTopble M3 HMX HE CONPOBOXKIAIUCH HEXKEIATCIbHBIMU SIBICHUSMU. Y
OOJIBIIMHCTBA K€ TAIMEHTOB OTMEUYAIOCh OJHO WJIM HECKOJBKO W3 CIEAYIOIIHUX HEXKeTaTelbHbIX
SIBIICHUI:

2eMamomMoOKCUYHOCMb: MUEIOCYNIPECCHUs], BKJIOYAs] NAHUWTONEHUIO, HEAOCTATOYHOCTh KOCTHOI'O
MO3Ta, JIEUKONIEHHUIO, HEUTPOIIEHHIO, TPAHYJIOLUTOIICHUIO;

2enamomoKCcUYHOCMs. TENATUT, HapyIIeHne (QYHKIUU TICUYCHU;

HeghpomokcuyHoCms: YCUJICHHE TeMaTypuM Yy TMalMeHTOB C YK€ HMEIOIIUMUCA HapyIICHUSIMU
(GYHKIIMU TIOYEK, OCTpas IMOYeyHas HEJOCTaTOYHOCTb, MOBBIINICHHE KOHLEHTpAllUM KpEeaTHHUHA B
CBIBOPOTKHU KPOBHU;

HCENYOOUHO-KUUEUHAS. MOKCUYHOCMb: OOJH B )KUBOTE, AUApEs, PBOTA;

HeUpoOmoOKCUYHOCMb: TEHEPATN30BAHHBIN TPEMODP, CYTOPOTH.

Jleuenue

CHM3UTH KOHLIEHTpALlMK BaJTaHIIMKIOBUpPA B IUIa3ME y MALMEHTOB C MEPEJO03UPOBKON MOKHO MyTEM

reMojuanu3a u ruapatanuu (cM. pasaen 5.2).

5. PAPMAKOJIOTMTYECKHUE CBOMCTBA

5.1. ®apmakoanHaMHYecKHe CBOICTBA
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COOTBETCTEYET ZKCNEPTHOMY OTYETY
dapMakoTepaneBTU4YeCKass  TpyIa: MOPOTUBOBUPYCHBIE _Cpe sk 12 cibtemtiore™ < “neiicTaus;
PREROTED b ’ [ (OCNEROBATENLHOCTE 0001)

yKIICOTH BT,

MIPOTUBOBUPYCHBIE CPEICTBA IMPSMOrO JACHCTBUS; HYKHCO3 261

00paTHOM TPaHCKPHUIITA3BI.
Kox ATX: JOSAB14

MexaHu3M AelCcTBUSA

BanrannukinoBup npexacraBiser co0oil L-BanuioBblil 3¢up (MposiekapcTBO) TaHUMKIOBUPA, MOCIE
prieMa BHYTPb ObICTPO MPEBPAMIAIONTUICS B TAHIIUKIOBUD MO IEHCTBUEM KUIICUYHBIX U IEYCHOYHBIX
acrepa3. [aHIMKIOBHP — CHUHTETHYECKHM aHalor 2'-Ie30KCUT'YaHO3WMHA, KOTOPBIM MOJABISET
pEIUTUKALMI0 BUPYCOB reprec-rpyniel in vitro u in vivo. K Bupycam 4eiioBeka, YyBCTBUTEIbHBIM K
TraHIUKIOBUPY, OTHOCAT nutoMeranosupyc (LIMB), Bupycel npoctoro reprnieca 1 u 2, Bupyc repneca
4esloBeKa THUIOB 6, 7 1 8, BUpyc DniureliHa-bapp, BUpyc BETpsHOM OCIIbI U BUpYC renarura B.

B IIMB-unduimpoBaHHbIX KJIETKaxX MOJ JeHCTBUEM BUPYCHOW mpoTemHkuHa3bl UL97 ranmukioBup
BHauaje  Qochopunupyercs ¢  oOpa3oBaHWeM  raHiukioBupMoHodocdarta.  [lanpHeilee
dbochopmrpoBaHre  MPOUCXOMUT TOJ  JACHCTBHEM KIETOYHBIX KHHAa3 C  0Opa3oBaHUEM
raHIUKIOBUpTpUdOCchaTa, KOTOPBIM 3aTeM MOABEPracTcsl MEJICHHOMY BHYTPHKICTOYHOMY
Metabonmu3my. Ilocine Mcue3HOBEHHS TaHUUKIOBHpPAa M3 BHEKJIETOYHOM JKHUIKOCTH MEPUOA
BHYTPHUKJIETOYHOTO TMOJIYBBIBEICHUS TaHIUKIOBUPTpUOCchaTa B KiIeTKax, HHGuupoBanHeix [IMB,
coctaBisieT 18 uacoB; B KiIETKax, MHQHUIMPOBAHHBIX BHUPYCOM IpocTOro repmeca — 6-24 wyaca.
[Tockonbky dochopminpoBaHre TAHIIMKIOBUPA B OOJBINEH CTENEHU 3aBUCUT OT JICHCTBUS BUPYCHOM
KHMHAa3bl, OHO MPOUCXOAUT MPEUMYILIECTBEHHO B MH(PHUIIMPOBAHHBIX KIIETKAX.

BupocraTtnyeckas akTHBHOCTh TaHIMKJIOBHpA OOYyCIIOBJIEHA MMOAaBieHUEM cuHTe3a BupycHou JHK
MOCPEJICTBOM  CJIEIYIOIIMX MeXaHu3MoB: (1) KOHKYpeHTHOE€ WHTMOMpOBaHHE BCTpPaMBAHUS
ne3okcuryanosuntpudocdara 8 JIHK non neiictBuem BupycHoit JJHK-monumepassr; (2) BKIIOYCHHE
ranuukinoBupTpudocdara B Bupycuyto JJHK, 4yTo npuBoaAUT K CHIIBHOMY OIpaHUYEHUIO WIIH TTOJTHOMY
MpeKpanieHuto 3onuranun supycaou JTHK.

dapmakonmHamMuyeckue 3P HEKThI

CornacHo HcCIeNOBaHUSM in Vitro, TUNWYHAS WHTHOUPYIOMIAs KOHIEHTPALUS, KOTOpas IMOAABIISET
peruukamuio [IMB nHa 50 % (ICso), Haxomutcs B auanazone ot 0,08 mxmons/a (0,02 Mkr/mi) 1o
14 mxwmonb/1 (3,5 Mxr/mi).

Knunandeckuii mpoTuBOBUPYCHBIN d(D(PEKT BadraHIIMKIOBHpPA ObLT JOKA3aH YMEHBIIICHHEM BBIJCICHUS
[IMB wu3 opranuzMa MalMEHTOB CHUHAPOMOM mpuoOpereHHoro ummyHoxaedunmra (CIINdom) u
BHEepBbIe BhISBICHHBIM [IMB-pernHuToM ¢ ncxomHoro mokaszarens 46 % no 7 % depe3 4 Henenu
JICYEHHUs BaJTaHLUKIOBUPOM.

Kimmanueckas 3dhdhekTUBHOCTE ¥ 0€30I1aCHOCTD

Bspocnvie

Jeuenue IIMB pemunuma
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COOTBETCTEY ET -'I' l' 1 EF'TH MY OTUETY
auHeHTOB c&TCHU MB """ ETHHHUTOM.

NOCNEND '_I-T_u 00 H1|

Knunndeckue wuccnenoBaHusi ObUTM TPOBEACHBI Y

BanranuukiioBup npoaeMOHCTPUPOBAl OJJUHAKOBYIO K
tepanuu  [IMB-peTuHuTa 1O CpaBHEHHI0O C BHYTPUBEHHBIM TaHIUKIOBUpOM. [IpumeHeHue
BAJITAaHIIMKJIOBHPA MO3BOJIIET MOJYYUTh TAKOE K€ CUCTEMHOE BO3/IEHCTBUE TAHLIMKIOBUPA, KAK MpU
MCIOJIb30BAHUN PEKOMEHIOBAHHBIX BHYTPUBEHHBIX JI03 TaHIUKIOBUPA, 3P (HEKTHBHBIX MPH JICUCHUH
[IMB-petunura. [Tokazano, 4To mIomaas Mo KPUBOi «KoHIeHTparusi-BpeMs» (AUC) raHIuKIOBUpa
KOpPEJIUPYET € MPOMEKYTKOM BPEMEHHU 110 IIporpeccupoBanus [IMB-perunura.

podunaxmurka LIMB-ungdexuuu y nauuenmos nocie mpancniaHmauuy COJTUOHBIX OP2AH08

Yactora paszputusi [IMB-3a6oneBanus (LIMB-cunapom + mHBa3uBHas MHQEKIHS TKaHEH) B TCUCHUE
IEpBBIX 6 MeCALEB MOC/IE TPAHCIUIAHTALUU CEpALlA, IIEYEHH, MIOYKU Y MAIIMEHTOB C BHICOKMM PUCKOM
MB-undpexkunn (LIMB-no3utuBHb goHop (D+)/IIMB-HeratuBHblii perunueHt (R-) (D+/R-))
cocraBuia 12,1 % B rpyIe nmauveHToB, nodyyaBuInx BanraHiukiaosup (900 mr B cytku), u 15,2 % B
TpyIIe MalueHTOB, MOJYYaBIIUX TaHIUKIOBHP mepopanbHo (1000 mr 3 pasa B cytku) ¢ 10 mo
100 nenp mocne TpaHCIUIAaHTALMK. boijbplias yacTh Ciay4aeB NPHUILIACh HA NEPUOA IOCIE OTMEHBI
npodmnakrnyeckoil tepanuu (mocne 100-ro AHS MOCTTpaHCIIAaHTAMOHHOTO mepuoxaa). [lpu stom
ciydau pa3Butus LIMB-undekuu B rpynmne jJedeHus BaIraHIUKIOBUPOM IMOSBISUIMCH MO3XKE, YEM B
rpymre JIeYeHHs] TAaHIUKIOBUPOM. YacToTa OCTpOro OTTOPKEHUS TpaHCIJIaHTaTa B IepBble 6 MecsLeB
cocraBuia 29,7 % B rpyIie NalyeHToB, NOJy4yaBLUIMX BAIFAaHIMKIOBUD, U 36 % B rpyImme NanueHToB,
MOJTyYaBIIUX TAHLIUKIIOBHUD.

VBenuuenue mnpoaoKuTenbHOCcTH mnpuema 900 Mr BanmranumkiaoBupa g0 200-ro gHsA 1mocie
TPaHCIIAaHTAIIMHU TOYEK Y MAIMEHTOB ¢ BHICOKUM puckoMm [IMB-undekmuu (D+/R-) conpoBoxaaiock
Oonpmieit s¢dexTuBHOCTRIO TpenoTBpamieHus L[MB-undexkuun B mnepBeie 12 MecsueB mocne
TpaHCIUIAHTAlMM 10 cpaBHeHHIO ¢ npuemoM 900 mr BanranuukioBupa a0 100-ro nHa nocie
TpaHCIUIaHTAIIH.

YacTtoTa BBDKMBAEMOCTH TPAHCIUIAHTATa yepe3 12 MecdaneB coctaBuiua 98,2 % B rpynme MnamnueHToB,
[IOJIy4aBIIUX Mpenapar Baraniuukiaosup 10 100-ro qus, u 98,1 % B rpynne nanueHToB, NOJy4aBLUINX
npenapaTr BaaraHuukioBup A0 200-ro gHsA. YacroTa OCTPOro OTTOPXKEHMS TpaHCIUIAHTATa, IMOA-
TBEpKJIEHHOro Ouorcueil, B mepBele 12 MecsueB cocraBuna 17,2 % B rpynme MNalnueHTOB,
nmoy4yaBIIMX BanraHuukiaoBup g0 100-ro nuga, m 11,0 % B rpynme namueHTOB, MOJy4YaBIIMX
BaJraHuukKJI0BUp 10 200-ro IHS.

BupycHast pe3uCTEHTHOCTD

[Ipu nuTensHOM MpUEMe BaJTaHIIMKIOBUPA MOTYT MOSIBUTHCSI BUPYCHI, YCTOMYUBBIE K TaHIIUKIIOBHPY.
DT0 MOXeT OBITh O0O0YCJIOBIEHO IMOO celeKnuer MyTtanmuii reHa BupycHoW kuHasbl (UL97),
oTBevaronieil 3a MoHo(ochOopUIMpPOBaHUE TAHIUKIOBUPA, MO0 reHa BupycHoi JIHK-momumepass
(UL54). Myraruu rena UL97 Bo3HUKAIOT B O0jiee paHHUE CPOKH U BCTPEUAIOTCS Yallle IO CPAaBHEHUIO

¢ myranueid reHa ULS4. Bupyc, umerommii Toapko mytamuio reHa UL97, ycTOWYMB TOJBKO K
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COOTBETCTBYET 3KCNEPTHC H OTYETY
TaHIMKJIOBUPY; TPU D3TOM HamOoliee dYacTo BCTpeanomHMHc;I ' 'M%’aﬂé {SEMH < 110 -szf'ﬁ 3aMCHBI,

A TENBEHOC T_u 0001)

MNMAGON TS5 200 5004 AC(\A‘T

aCCOLIMMPOBAHHBIMH C BOSHUKHOBEHHEM yCTONUMBOCTH, siBistioTest M460V/LH520Q,-€592G,-A5%4
L5958, C603W. Bupyc ¢ myranusimu reHa ULS54 moxeT o6magaTh epeKpecTHON Pe3NCTEHTHOCTRIO K
ApYyTUM HPOTHBOBUPYCHBIM IIperaparaM ¢ aHAJOTMYHBIM MEXaHU3MOM JIEHCTBHSA, U HAa00OpOT.
Pa3zButue mepekpecTHOW YCTOHYMBOCTH K TaHIUKIOBUPY M IUAO(GOBHPY B OOJIBIIMHCTBE CIIydacB
00yCJIOBJICHO MyTallUsSAMU IO THITY 3aMEHBI B 3K30HYKJICa3HbIX JJOMeHax U peruone V Bupycnoit JJHK-
nonuMepasbl. Pa3BuTHe MepekpecTHON yCTOWYMBOCTH K (POCKApHETY OOYCIOBICHO MYTAIUSIMH IO
TUITY 3aMeHbl B mipeaenax peruoHoB Il (komon 696-742) u Il (komon 805-845) Bupycnoit JIHK-
IIOJINMEPA3bl UIIU MEKIY HUMHU.

Bspocnvie

Jevenue IIMB-pemunuma

I'enorunmpoBanne [IMB B mommmopdHOsAIEpHBIX JEHKONMTAaX TOKazajo, 4To 4depe3 3, 6, 12 u
18 MecsileB JieueHus BaITaHIIMKIOBUPOM COOTBETCTBEHHO 2,2 %, 6,5 %, 12,8 % u 15,3 % neiikonutoB
conepxat mytauuu UL97.

Ipodunaxmuxa LIMB-ungexyuu y nayuenmos nocie mpauchiaumayuy COIMUOHbIX 0p2anos

I'enorunupoBanue [IMB B mosmmMophHOSIEPHBIX JICHKOITUTAX IMOKA3ajo0:

1) orcyrctBue wMyTamnui, OOYCIaBIMBAIONIMX PE3UCTEHTHOCTh K TaHIUKIOBHPY, B oOpasmax,
noirydeHHbIX Ha 100-b1it 1eHb (KOHeI MpOo(UIAKTHYECKOrO MpHeMa BAJITAHLMKIOBHPA) Y MalUCHTOB
U3 TPYIIBl BAITAaHIMKIOBHpPA, W HAJIWYME MyTalMidi B 0Opa3lax, MOJYyYCHHBIX Yy MAIMEHTOB,
MPUHUMABILIKX TaHIUKIOBUP niepopaibHo (1,9 %);

2) OTCYTCTBUE MyTalluii, 00yCIaBIMBAIOUINX PE3UCTEHTHOCTh, B 00pa3ax, MOJyuYeHHBIX y MMallUEHTOB,
PaHIOMU3HPOBAHHBIX B TPYNIy BalTaHUUKIOBHpa C mono3peBaemoit [IMB-undexnueir uepes
6 MecsLEeB M0OC/Ie TPAHCIUIAHTAMM, U HaJMYKME MYTAllUd y NAlMEHTOB, MOJIyYaBIIUX TAaHLIUKIOBHUP
repopaibHo, B 6,9 %.

Cpenn TmanMEHTOB, MOJyYaBIIMX BainraHuukiaoBup n0 100-ro mus u  go  200-ro  1mHs
MIOCTTPAHCIUIAHTAL[MOHHOI0 MEpHOJa, B LIEJIOM MYyTallMy 10 TUIy 3aMEHbl Yalle BCTPEYaINCh B
NEepUoJl MPOBEACHHUS NPOPHUIAKTHUECKOW Tepamuu, yem mocie ee 3aBepumeHus (5/12 [42 %] mo
cpaBHeHu1o ¢ 4/58 [7 %)).

BupycHas pe3ancTeHTHOCTh MOKET ObITh NPUYMHONW HEAOCTATOYHOIO OTBETa Ha TEpanuio Hu

MOCTOAHHOI'O BUPYCOBBIACIICHUA B IICPUO TCPAIIHH.

5.2. ®apmMakoKHHEeTHYECKHE CBOMCTBA

DapMaKOKMHETUYECKUE XapaKTEpPUCTUKH BaJraHUMKIOBMpa wm3ydaiuch y BHUY- u  [[MB-
CEpOINOJIOKUTENbHBIX NalMeHToB, y mnanueHtoB co CIIMJom u LMB-petunuroM u mnocine
TPaHCIUIAHTALMH COJIMIHBIX OPI'aHOB.

[TapameTrpamu, oOmpeneNsifOIMMHU SKCIIO3UIUI0 TAaHLUMKIOBUPA IMOCHE IMpueMa BaJFaHIIMKIOBHPA,
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MAIMEHTOB, MMOTYYaBIINX BAITaHIUKIOBUD. CHCTEeMHas SKCHOSHHVA FAHHIKAOBHPa- s PEHIHHCHTOB
TpaHCIUIaHTaTa CepAlla, MOYKH, TMeUYeHH Obljja CXOAHOM C TaKOBOM IOCIE IMEepOopalbHOrO IMpHeMa
BaJITaHLMKJIOBUPA B COOTBETCTBUU C PEKUMOM J03UPOBAHUS B 3aBUCUMOCTH OT (PYHKIIMU MTOYEK.
IIponopunonansHas 3aBucuMoctb AUC raHIMKIOBUpPA OT 03bI Mociie npuema ot 450 po 2625 mr
BaJITaHLMKJIOBUPA OTMEUAIach TOJIBKO B CiIydae IIpUeMa rnpenapara mocje eJibl.

AOGcopOrms

BanraHuukiioBup SBISETCS TMPOJIEKAPCTBOM TaHIMKIOBHPA, XOPOLIO BCACBHIBAETCS B JKEIYJOYHO-
KHUILIEYHOM TpPAKTe, B CTEHKE KHILIEYHHKA M B MEYEHU OBICTPO MeTaboIu3Hupyercs ¢ oOpa3zoBaHUEM
raHIMKJIOBHpa. BHMOJOCTYNMHOCTh TaHLIMKIOBUpA IOCIE MEPOPAIBHOIO IPHEMA BaJTrAHLMKIOBUpPA
cocraBisieT okono 60 %. CuctemMHass SKCIO3MLMSA BaJIraHLMKIOBUPA HEBBICOKAsT W HOCHUT
KpaTKOBpeMEHHBIM xapaktep. Ilmomaar mom kpuBoil «koHmeHTpanus-Bpems» (AUCo-24) u
MaKcHUMajbHas KOHLEHTpauus B mia3Me KpoBH (Cmax) cocTaBisitor mpuMmepHo 1 % u 3 % OT TakoBbIX
TFaHIMKIOBUPA, COOTBETCTBEHHO. EcnuM BalraHUUKIOBUP MPUHUMAIOT BO BpeMs €abl B
pexkoMeHtoBaHHOM 103¢ 900 Mmr, Bo3pactatoT kak cpennuii nokaszaresnb AUC.24 (mpumepno Ha 30 %),
Tak U cpenHuil mokazatenb Cmax (mpumepHo Ha 14 %) rannukioBupa. CrenoBaTelbHO,
BaJITAaHLIMKIIOBUDP PEKOMEH IyeTCs IPUHUMATh BO BpeMs el (CM. pazjen 4.2).

Pacnpenenenue

M3-3a TOro, 4YTo BaNTaHUUKIOBUP OBICTPO MeETAabOIM3UPYETCs] B TaHIMKIOBHpP, CBS3bIBAHUE
BaJITAaHLMKIIOBUpAa C OelKaMu IUIa3Mbl HE ompeaensuii. PaBHOBecHBIH 00BEM pacHpenesieHus
TaHIIMKIIOBHpA TIOCJIe BHYTpUBEHHOTO BBeneHus coctaBmi 0,680+0,161 n/kr. O0bem pacmpenencHus
TaHIMKIOBUpA TMPU BHYTPUBEHHOM BBEJIEHUU KOPpPEIUPYET C Maccol Tela U B PABHOBECHOM
coctosinuu cocrasnger 0,54-0,87 n/kr. 'aHIMKIOBUP MPOHHUKAET B LEPEOPOCITUHAIBHYIO JKUAKOCTb.
CBsi3pIBaHKE TAHIIMKIIOBHPA ¢ OCJIKaMU TUIa3Mbl TIPU KOHIIEHTpanusax npenapara ot 0,5 g0 51 Mxr/mn
cocrasisuio 1-2 %.

Buorpaunchopmariust

BanrannukioBup ObICTPO THIPOIM3YETCS C 00pa30BaHUEM TaHIMKIOBUPA, JPYTUX METa0OJIMTOB HE
BbIsIBIEHO. CaM ke TaHIMKJIOBUP B HE3HAUUTEIHHOU CTENEHH MOABEpraeTcs MeTaboau3my.
OIMMUHAINS

[Tocne mepopaidbHOrO MPUMEHEHHs BaJTaHIUKIOBUD OBICTPO THUAPOIU3YETCS 10 TaHLUUKIOBHpA.
["aHIIUKIIOBUD BBIBOAUTCS M3 CHUCTEMHOTO0 KPOBOTOKA MOCPEICTBOM KIyOOUKOBOW (UIbTpanuu u
aKTUBHOH KaHanblieBOW cekperuu. [Ipu BHYTPUBEHHOM BBEACHHUM TaHIMKIOBHpA Yy MAIMEHTOB C
HOpMasbHOU (GyHKIHMEH mouek 6onee 90 % HemMeTaboNMM3UPOBAHHOTO TFAHIIMKIOBHUPA OMPEIEIIIOCHh B
Moue B TeueHue 24 gacos. [locne npuema BalraHIMKIOBHPA Y MALMEHTOB C HOPMAJIbHOW (QyHKIHEH
[IOYEK €ro KOHILIEHTpalMs B IUIa3ME€ KPOBH IIOCJIE IOCTMIKEHMS IHMKAa YMEHbIIAIAch C IMEPHUOJOM

nonyBbiBenenus ot 0,4 yaca 10 2,0 yacoB, a KOHIIEHTpaIYs raHIIMKIOBHpaA — yepe3 3,5-4,5 yaca.
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Oco0ble rpynibl MalueHTOB

Iloueunas neoocmamounocmo
Hapymenne ¢QyHKIMM MoYeK MPUBOAMIO K CHWXEHHIO KIMPEHCAa MaHLMKIOBHpa, 00pas3yromerocs u3
BAITaHIIMKJIOBUPA, C COOTBETCTBYIOIMM YBEJIMYEHUEM MEpUOJia IMOJYBBIBEACHUS B TEPMHUHAIBHON
¢aze. CnenoBarenbHO, MAllMEHTaM C HapylIeHHEM (QYHKUUHU IMOYEK TpeOyeTcss KOPPEKIUsS 03Bl
(cm. paspensl 4.2 u 4.4). ®apMakOKMHETUYECKUE MApaMeTphbl TaHLUUKIOBUPA IOCIE OJHOKPATHOIO

NEpOPAJIbHOTO NPUMCHCHU A BAJITaHIIUKIIOBUPA B 103C 900 mr Yy NanuCeHTOB € pa3JIMYHbIMU CTCIICHAMUA

HapylIeHui pyHKINY MOoYeK MpeIcTaBiIeHbl HUKE B TabnuLe 5.

TaOmnuma 5.
PacuerHpiii Cpennuit Cpennuii AUC (ot t0 10 o
KJIMPEHC KaXXyIIHCS MOCJIEAHEN ONPENEIAEMON Hoﬂcgi?;ﬂﬂe}?;f Ig:;[cm)
KpeaTUHHHA knupeHc (mur/muH) = | koHueHTtparun) (AUC last) y iHC o
(M1/MHH) CO* (Mxr*g/mi) £ CO
51-70 249 + 99 49,5 £22.4 485+14
21-50 136 + 64 91,9 +£434 10,2 £ 4,4
11-20 45+ 11 223 £ 46 21,8+5,2
<10 12,8 £ 8 366 + 66 67,5+ 34

CO* - cTanmapTHOE OTKJIOHCHHE

Iayuenmul, Haxoodsawuecs Ha cemoouanuse

lannukioBup OBICTPO BBIBOAUTCS MpU Tremoguanuse. J[aHHbIe, MOMydYeHHBIE B XOJAE MPOBEACHUS
reMo/iaiu3a Mo MPEPHIBUCTOM CXEeMe Yy MAalMEeHTOB, MOJYYaBIIMX BaJTaHIUKIOBUP, OMPEECISIIOT
pacueTHblii kaupeHnc 138 mu/mun + 9,1 % u nepuon noiayBbIBeAeHHs BO BpeMs auanu3a 3,47 daca. B
x0J1e¢ 3-X 4aCOBOTO C€aHca IUain3a BRIBOAUTCA 55 % (Gpakiiuy raHIUKIOBUPA.

Iayuenmsi co cmabunrbHO QYHKYUOHUPYIOWUM MPAHCNIAHMAMOM NedeHU

dapMaKOKMHETHUKY TaHIIMKIOBHPA, 00pa3yloIIerocs U3 BaJTAHIMKIOBUPA, U3yYalld Y MAlUEHTOB CO
CTaOWIbHO (PYHKIMOHUPYIOIIMM TPAHCIUIAHTATOM I[e4YeHH. bHOJOCTYMHOCTh TaHIMKIOBUPA,
o0pa3yromerocsi U3 BaJTaHIIUKIOBHpA (MIPHU OJHOKpPATHOM IpueMe mperaparta B g03e 900 mr mocie
enpl), coctaBmia npumepHo 60 %. AUCo.24 TaHIMKIOBUpA ObLIa COMOCTaBUMAa C TAaKOBOW IMOCIE
BHYTPHUBEHHOTO BBEJICHHS TaHIIUKIIOBHPA B JI03€ 5 MI/KT TAI[UEHTaM, IEPEHECIIINM MePECaIKy TECUYCHH.
Ileuenounas neoocmamounocmo

VY nanueHToB ¢ HapylmieHueM (QYHKIMM TE€YEHH, IOJYYaloIluX TaHIUKIOBUP, MCCIEIOBAHUS
(hapMaKOKUHETHKH M MOMYISITUOHHON (hapMaKOKMHETHKHU HE MTPOBOMIINCH.

layuenmul ¢ myKogucyuoo3om

B xonme gapMakoKMHETHYECKOTO HMCCIEIO0BaHUs OBLIO BBISABIEHO, YTO MYKOBHUCILHUIO03 HE OKa3bIBall
CTaTHUCTUYECKU 3HAYMMOTO BIIMSHHSA Ha OOIIYI0O CPEIHIOI0 CHCTEMHYIO 3KCIHO3MIMIO TaHLIUKIOBUpA
(B mo3e 900 Mr B CYTKH) y pELIMITMEHTOB TpaHcIianTaTa gerkux (N=31). Dkcro3uius raHiukiIoBupa y

PELMITMEHTOB TPAHCIUIAHTATA JIETKUX Obljla COMOCTaBUMa C TaKOBOH, SIBISIOIIEHCS 3((EKTUBHON MpH

tepanuu IMB-nndexmuu y 1pyrux perunueHToB TPaHCIUIaHTaTa COTUAHBIX OPTaHOB.
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VY nanueHToB crapuie 65 et ucciaenoBaHus (papMaKOKHHETHKI BafAFaHHIKAOBHPa i FaHHHKIOBHPa
He npoBoauiuch. OAHAKO y4UThBIBasg TO, YTO BAITAHUMKIOBUD SBISETCS IPOJIEKAPCTBOM
TaHUUKIIOBHUPA (KOTOPBIA BBIBOJUTCS B OCHOBHOM IIOYKaMH), a TAK)KE CKOPOCTh IIOYEUHOI'0 KIMpEHCca
CHIDKAETCS C BO3PACTOM, TO y MAIMEHTOB MOXHJIOTO BO3PACTa MOXHO OXHIATh CHIDKEHHE OOIIEro

[IOYEYHOI0 KJIIMPEHCA U yJUIMHEHHE NIEPUOA MTOTYBbIBEICHNS TAHIIMKIIOBHpPa (CM. paszen 4.2).

5.3. JlaHHble JOKIMHUYECKO 0€30MacCHOCTH

BanraHuukioBup M raHUUKIOBUD OKa3bIBAJIM MYTareHHOE JEHCTBHE B KIETKaX JUM(OMBI MbIIIEH U
KJIacTpOreHHbI 3(dekr B KiIeTKaX MIEKOMUTAIOMIUX, YTO COOTHOCHUTCS C IOJIOKUTEIbHBIM
pe3yabTaTOM MCCIIEJOBAHUM KaHIEPOT€HHOCTH TAHLIMKIOBUPA Y MBIILIEH.

I'aHIMKIIOBUD ABJIAETCSA NOTCHINAIBHBIM KaHIEPOT€HOM.

VY XUBOTHBIX T'AHLIUKJIOBUDP HapylmaeT (pepTHIBHOCTb U OKa3bIBACT TepaTOreHHbId 3P dext. C yueTom
UCCIIEA0BAHUMN Y KUBOTHBIX, Y KOTOPBIX CUCTEMHOE BO3JEHCTBHE TNAaHLUKIOBHPA B KOHILICHTPALUAX
HIKE TEPANEeBTUYECKUX  BBI3BIBAIO  ACIEPMMIO, BECbMa BEPOSITHO, YTO TAaHLUKIOBUD U
BAJITAaHLIUKIOBUPD MOTYT BBI3BIBATH BPEMEHHOE WM IIOCTOSHHOE YTHETEHUE CIIEpMAaTOreHe3a Yy
YeIJI0BEKA.

'annukiIOBUp OKa3blBal TEPATOICHHOE IEUCTBUE Yy KUBOTHBIX. MccnenoBaHus penpoLyKTUBHOU
TOKCHYHOCTH BaJITAHLUKIOBUPA HE MPOBOAMIIACH, TAK KaK BAJITAHLIUKIOBUDP OBICTPO U B 3HAYUTEIBHOM
CTEIICHH IIPEBPAlIAcTCA B FaHIMKIOBHP. PenponyKTUBHAS TOKCHYHOCTD SABJIETCS OJUHAKOBOW M AJIS

BaJITAHITUKIIOBUPA (CM. pasnensl 4.2, 4.4 u 4.6).

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeyenb BcnoMorareJibHbIX BellleCTB
EJITI0JI032 MUKPOKPUCTAJUTHYECKAS
noBu10H K-30

KPOCTIOBU/IOH

CTeapHHOBAs KUCIIOTa

Bcnomocamenvhvie sewgecmesa (obonouka)*
TUIPOMEII03a

TUTaHA JTUOKCHU]T

makporo:ia 400

KpacHTEIb KeJle3a OKCUI] KpacHBIN
nosicopOat 80

*Omnanpait po3ossiit 15B24005.
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6.2. HecoBMecTHMOCTD

He nmpumenumo.

6.3. Cpok rogHoCTH NPU XPaHEHUH

2 roja.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHECHUHU

XpaHuTh IpU TeMIieparype He Boiie 25 °C.

6.5. XapakTep u coaep:kaHue NePBUYHON YIIAKOBKH

ITo 60 TabmeTok B OaHKy W3 MOJUIPONUIICHA WM TMOJMUITHICHA HU3KOTO IaBJICHUS, YKYHNOPEHHYIO
KPBIIIKOM TSI JISKAPCTBEHHBIX CPEACTB C KOHTPOJIEM MEPBOTO BCKPBITHS W3 MOJIMATUIICHA BBICOKOTO
nasneHus. CBOOOHOE MPOCTPAHCTBO B OaHKE 3aIONHSIOT BATOM MEIMIIMHCKON TUTPOCKOITMYECKOM.
Ha OaHky HakieWBalOT STHKETKY caMokiesmyrocs. 1 OaHKy BMecTe C JIHMCTKOM-BKJIAIBIIIEM

IIOMELIAIOT B [TAYKy KapTOHHYIO.

6.6. Oco0Obie Mepbl NMPEIOCTOPOKHOCTH NMPH YHUYTOKEHUH HMCIOJIb30BAHHOIO JIEKAPCTBEHHOI0
npenapara Wil OTXO0J0B, MOJYYEHHBIX MOCJIe NMPUMEHEHHs JEeKAPCTBEHHOr0 mpemnapara, u
Apyrue MAHMITYJIALMHU C IPenapaToM

[Tonmananue nekapcTBEHHOIO Mpernapara B OKPY>KaIoILIyl0 Cpely JOJIKHO ObITh CBEEHO K MUHUMYMY.
He crnenyer yrunusupoBats npemnapar ¢ OMOIIBI0 CTOYHBIX BOJ MM BMECTE C OBITOBBIMU OTXOJJaMHU.
Becp ocraBmMiiCS JIEKapCTBEHHBIN Ipenapar U OTXOAbI CIEAYET YHUYTOKUTb B COOTBETCTBUHU C

YCTaHOBJICHHBIMU HAITUOHAJIbHBIM 3dKOHOAATCIILCTBOM TpGGOBaHI/IHMH.

7. AEPXKATEJIb PETUCTPAIHUOHHOI'O YAOCTOBEPEHMUSA

Poccuiickas @enepanus

00O «MPBUH 2», 140000, MockoBckast oOnactb, r. JlroOepisl, yn. KorenmpHuueckas, a. 13,
nomemnienue 11, komuara 1.

Ten./akc: +7 (495) 800-77-87.

7.1. IlpeacTaBuTE/Ib JepaKATENsA PETHCTPALMOHHOIO Y10CTOBEPEHU

[Iperen3un norpedburTeseil HanpPaBJIITh 10 AIPECY:

Poccuiickas @enepanust
00O «MPBUH 2», 115230, r. Mocksa, 1-it Hararuackuii npoesn, nom 10, ctp. 1, a/s 332.
Ten./dbakc (495) 800-77-87.

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA
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9. TATA IEPBUYHOI PETUCTPALIAU (IO
MEPEPETMCTPALIMS)

JlaTa repBoii perucTpanmu:

10. JATA IEPECMOTPA TEKCTA

OOmiass  XapakTepucTHKa  JIGKapCTBEHHOTO  Mpemnapara  BanraHuukioBup — JOCTYIHA  Ha

uHpOpMAlMOHHOM  TopTane  EBpa3wiickoro SKOHOMHYECKOTO COr03a B  HMH(POPMALMOHHO-

KOMMYHHUKaIMoHHOU cetn «MHTepHeT» http://eec.eacunion.org/
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