MUHUCTEPCTBO 3JIPABOOXPAHEHUS POCCUMCKOU GEAEPALIA

{HH31PAB POCCHH ‘

it-004931 - 160718
COTJACOBAHO

MHCTPYKIMA

11O MEJUITMHCKOMY ITPUMEHEHHUIO JIEKAPCTBEHHOI'O ITPEITIAPATA

BAJITAHIIUKJIOBUP

PErMCTPAIIMOHHBII HOMEP:

TOPIrOBOE HAMMEHOBAHHUE: BanranuukioBup.

MEXKAYHAPOJAHOE HEHATEHTOBAHHOE HAUMEHOBAHME: BanraniukioBup.
JIEKAPCTBEHHAS ®OPMA: Ta0JIETKH, ITOKPBITHIE IUIEHOYHOM 000JI04KO.

COCTAB:

Opna taberka, HOKpbITas MJIEHOYHOM 000JI09KOM, COJIEPIKHUT:

deuicmeylowjee geujecmeo. BITaHIUKIOBUD — 450 Mr (B BHJie BaITaHIIMKIOBHpA I'MJIPOXJIOPH/IA
— 506,28 mr*);

6cnomozamenbible eujecmea. NEIUII0I03a MUKpOKpUCTa/UIMYecKas — 74,81 Mr, KpOCIIOBHJIOH —
24,46 wmr, nougon K-30 — 20,00 mr, creapuHOBas Kuciora — 6,67 Mr, KpeMHHS JTHOKCHT
KOJUTOMIHBIN — 7,78 Mmr;

obonouka: onanpait kopuunenblit TC540036 — 20,00 mr (B ToM ymciie runpomerniosa — 12,69 mr,
TUTaHa JUoKcun — 5,18 mr, momuatuineHrukons — 1,60 Mr, xesne3a okeu1 KpacHblid — 0,33 wr,
noaucopdat 80 — 0,20 mr).

* ¢ yuetoM 2 % u30bITKA.

ONUCAHHUE:
JIBOSKOBBIIIYKJIbIE TaOJIETKH IPOJIOITroBaTOM (OpPMBI, C PUCKOI Ha OJHOM CTOPOHE, MOKPBITHIE

TUIEHOYHOH 000JI0YKOif KOPHYHEBATO-PO30BOI0 I[BETA.

DAPMAKOTEPAIIEBTUYECKAS I'PYIIIIA

[TpoTuBOBHpPYCHOE CPE/ICTBO.

Kon ATX
JOSAB14.



DAPMAKOJIOTMYECKHE CBOMCTBA

Dapmakoounamuxa

Mexanusm oeticmeus

BanranmukioBup mpeacrasiser codoi L-BamuioBbiit 2¢up (mposekapcTBO) TaHIUKIOBHPA,
0CJIe NpHeMa BHYTPb OBICTPO MPEBPAIIAIONINICS B FAHIUKIOBUD IO ACHCTBUEM KHUIICUHBIX
IIEYEHOYHBIX 3CTepa3. ['aHIMKIOBUpP — CHHTETHYECKUN aHAIOr 2'-1€30KCUTYyaHO3MHA, KOTOPLIH
[I0JIaBJISI€T PEIUIHKALAIO Bpr(:,OB repriec-rpynmsl in vitro u in vivo. K Bupycam ‘;enosexa,
YyBCTBUTEJILHBIM K TaHIMKIOBUPY, OTHOCAT mutoMmeraimoupyc (LIMB), Bupycer mpocroro
repreca TUIOB 1 U 2, BUpYC repreca 4yesioBeka TUIOB 6, 7 u 8, Bupyc Dmireiina-bapp, Bupyc
BETPSIHOM OCIIBI U BUpYC remnarura B.

B I[IMB-uHpuuupoBaHHBIX KJIETKaX IO JEHCTBHEM BUPYCHOH mpoTenHkuHazsl UL97
raHIMKIOBUD BHauase ¢ochopmwiupyercs ¢ o0pa3oBaHHEM TIaHIMKIOBHpMOHOdOChaTa.
Jlanpneiimee  QochopriimpoBaHHe IIPOMCXOJUT IOJ  JICHCTBMEM KJIETOYHBIX KHHA3 ¢
o0Opa3oBaHMeM TaHUMKIOBUpTpUGOCchaTa, KOTOPBIH 3aTeM I0/IBEpPraercs MeJJICHHOMY
BHYTpUKJIETOYHOMY MeTaboyim3my. [lociie McYe3HOBEHMS TaHIMKIOBUPAa M3 BHEKJIETOYHOI
KHJIKOCTH TE€PHOJ] BHYTPHKJIETOYHOTO IOJYBBIBE/JICHUs TaHIUKIOBHUpTpHdoOchara B KIeTKax,
uHpuumpoBanubix [IMB, cocraBnser 18 4; B kieTkaxX, HHOHUIIHMPOBAHHBIX BUPYCOM IMPOCTOTO
repreca — 6-24 4. [Tockonbky ¢ochopuinpoBaHie raHIUKIOBHPA B OOJIBIICH CTEIIEHU 3aBUCUT
OT JIEHCTBHUS BHUPYCHOM KHHA3bl, OHO IPOUCXOJUT INMPEUMYLIECTBEHHO B HH(HIMPOBAHHBIX
KJIETKaX.

Bupocrarnueckas akTUBHOCTh TaHIMKIOBHpa OOYCJIOBJIEHA I10JIaBJICHUEM CHHTE3a BHUPYCHOMN
JIHK nocpeicTBOM ClieIyIomuxX MeXaHH3MOB:

1) KOHKYpPEHTHOro HHrMOMpOBaHHUS BCTpauBaHHS Jie30KcuryaHosuHTpudocdara B JJTHK mox
nericteueM BupycHoit JIHK-nmonmumepassr;

2) BKIOYeHHeM raHuukiaosuprpudochara B BupycHyro JIHK, dro mnpuBomur K
[PEKPAICHUIO YAJIUHEHUS WIM OYeHb OTPaHUYEHHOMY Yy IMHeHuio BupycHoit JIHK.
CoriacHO MCCIIEIOBAHUSIM in Vilro, TUIIHYHAS MHIHOUPYOIAsS KOHIIEHTPAIHS, KOTOpast
nojasister perumkanuio [IMB va 50% (ICso), HaxoguTcs B quanazone ot 0,08 MkMoIIb/J1
(0,02 mxr/mu) 1o 14 mxmouts/a (3,5 Mxr/mi).

Knunangeckuif npoTHBOBUPYCHBIH 3¢ (eKT BaJraHIUKIOBHpa OBUT JOKAa3aH yYMEHBIICHHEM
Bplaesienus [[MB u3 oprann3ma nanuMeHTOB ¢ CHHJIPOMOM IPUOOPETEHHOT0 MMMYHOAe(UIUTA
(CITM ) n BuepBble BbIABICHHBIM [[MB-peTunuTOM € Hexo 1HOTO0 nokasaress 46% 1o 7% depe3

4 HeJeNH JICYSHUS BaJIFTAaHIIUKJIOBUPOM.



Bupycnas pezucmenmnocme

[lpy JumMTeNIBHOM IpUeMe BAJIraHUUKIOBUpPA MOIYT IIOSBUTBCS BUPYCHI, YCTOWYMBBIE K
TaHIUKIIOBUPY, 9TO MOXKET ObITh 00YCIIOBICHO JTHO0 CeNeKIUel MyTalluii reHa BUPYCHOH KHHA3bI
(UL97), orBeyaromeit 3a MoHOGOCOPOpUIHpOBAHKE M'AHIIUKIOBUPA, 100 B reHe BupycHoi JJHK-
nonumepassl (ULS54). Myranun rena UL97 Bo3HHKaioT B 60jee paHHHE CPOKH U BCTPEUYAOTCS
yaie 1o cpaBHeHHo ¢ myrtanued reda ULS4. Bupyc, umeromuit Tosibko Mytanuto resa UL97,
YCTOHYMB TOJIBKO K ra;{unmoanpy; IIpH 3TOM HauboJee YacTo BCTpeanOIHHM;/ICH MyTalUsIMU 110
THUITYy 3aMEHbl, aCCOIMMPOBAHHBIMH C BO3HMKHOBEHHMEM YCTOWYMBOCTH, siBIstOTCs M460V/I,
H520Q, C592G, A594V, L5958, C603W. Bupyc ¢ myrauusmu resa ULS4 moxer obnanarsb
MEPEeKPECTHOH PE3UCTEHTHOCTHIO K JAPYTUM IPOTHBOBHPYCHBIM IIpeHaparaM ¢ aHaJIOTUYHBIM
MEXaHU3MOM JIeHCTBUSA, 1 HA000pOT. Pa3BuTHE NepeKkpecTHON yCTOHUMBOCTH K FAHIMKIOBUDPY U
nu10GoBupy B OOJBIIMHCTBE CliydyaeB OOYCJIOBJICHO MYTAlMsIMH [0 THILy 3aMEHbl B
9K30HYKJI€a3HbIX JoMeHax B perroHe V BupycHoi JIHK-nomumepassl. Pa3Butue nepekpectHoi
YCTOWYMBOCTH K (hocKapHETY 00yCJIOBJIEHO MYTAIMSIMHU 110 THITY 3aMEHBI B IIpeieiax pernoHoB 11
(xomon 696-742) u 11l (komon 805-845) Bupycuoit JIHK noaumepass! Wi MeX1y HUMH.
B3pocavie

Jleuenue I[[MB-pemunuma

I'enorunuposanue [IMB B nonumopdHosaepHBIX JTEUKOIUTAX [T0Ka3alo, 4To uepe3 3, 6, 12 u 18
MECALICB JICYCHHUS BAJITAHUUKIOBUPOM COOTBETCTBEHHO B 2,2%, 6,5%, 12,8% u 15,3%
JIEHKOLUUTOB BbIABIISIIOTCS MyTaruu UL97.

IIpopunaxmuxa I[MB-ungexyuu y nayuenmog nocie mpancnianmayuu CONUOHbIX OP2aHO8
['enorunupoBanue [IMB B nonmumopdHOAIEpHBIX JTEHKOIUTAX TOKA3AIO:

1) orcyrcrBue MyTanmii, 00ycIaBIHBAIONUIMX PE3UCTEHTHOCTh K FaHIUKIOBHPY, B 0Opasiax,
noxy4eHHbIX Ha 100-p1i qeHb (KOHeN NPOoQHIAKTHYECKOro NMpHeMa BaJIFaHIUKIOBUPA) Y
IALMEHTOB U3 IPYIIIHI BAJIMAHIMKIOBUPA U HAJIMYHME MYyTallMil B 00pa3iax, MoJy4eHHBIX Y
NalMeHTOB, IPUHUMABLINX FAHIIMKIOBUP nepopaibHo (1,9 %);

2) OTCYTCTBME MYTaIHii, 00yCIaBIMUBAIOIIMNX PE3UCTEHTHOCTH, B 0Opa3Iax, IMOJYyYCHHBIX Y
NalMeHTOB, PaHAOMU3HPOBAHHBIX B TPYIIY BAJTaHIMKIOBUpPA ¢ nojao3peBaemoit [[MB-
uHpekuei yepe3z 6 MecsIeB ocjae TPaHCIUIAHTAIMH, 1 HAJTMYHE MYyTaIlMil y MallueHTOB,
[10JIy4aBIIMX FaHIUKIOBHP NIEPOPATBLHO, B 6,9%.

Cpeau mnamuMeHTOB, IONy4YaBIIMX BairaHiikioBup Jjgo 100-ro mgus uw go 200-ro  mHs
IOCTTPAHCILUIAHTALIMOHHOIO MIEPUO/Ia, B LIEJIOM MYTAIlMH 110 THUIYy 3aMEHBI Yallle BCTPEYAIUCh B
NEepUOJ MPOBEACHUS MPOPUIAKTHUECKON Teparuu, Yyem mocie ee 3aBepinenus (5/12 (42%) no

cpaBHeHHIO 4/58 (7%).



BI/IpyCHaﬂ PE3UCTEHTHOCTL MOXET OBITH IIpI/I“II/IHOﬁ HEIOCTAaTOYHOI'O OTBE€TA HA TECpAIIUIO H

[IOCTOSIHHOTO BUPYCOBBIJICJICHHUS B IIEPHO/T TEPAIIUH.

DapmakoKuHemuKa

dapmMaKOKMHETHYECKUE XapaKTePUCTHKH BaJraHuukioBupa usydanuce y BUY- un [IMB-
CEPOTIOJIOKUTEIBHBIX NMAMeHTOB, y nanueHToB co CIIM/{om u [IMB-petnnuToMm, a Takxke mnocie
TpaHCILIAHTAIIUM COIU/IHBIX OPraHOB.

[TapameTpaMu, OnpeaeISIONMMU YKCIIO3UIUIO TaHIIMKJIOBHpA 110CJIE IIPHeMa BaJIFrAHIMKIOBUPA
SBJISIFOTCS OMOOCTYITHOCTE M (DYHKIIMS ITOYeK. BHOOCTYTHOCTh raHIMKIIOBHpa Obljla CXO/IHOMH Y
BCEX IMAIMEHTOB, IOJYYaBIIMX BaJTaHIHUKIOBAP. CHUCTEMHAas SKCIO3HMIMS TaHUMKIOBHpA JUIs
PELMITMEHTOB TpaHCIUIaHTaTa CepJla, IeYeHH, IMOYKH ObUla CXOJHOW € TaKoBOH IOCie
MEPOPATBHOTO TpHEMa BAITAHIUKIOBHpPA B COOTBETCTBUE C PEXKUMOM J03MPOBAaHHUS B
3aBUCHMOCTH OT (DYHKITHH ITOYECK.

Bcacuvisanue

BanraniukioBup sIBIIIETCS MPOJIEKapCTBOM MaHIIMKIOBUPA, XOPOILIO BCACBIBACTCS U3 JKEITYJ0YHO-
KUUIEYHOT'0 TPAKTa, B CTCHKE KUIIIEYHUKA U B TICUCHH OBICTPO MeTabOIU3UpyeTCs ¢ 00pa3oBaHHEM
raHIUKIOBUpa. BHOIOCTYITHOCTD raHIIMKIOBUPA IIOCIIE IIEPOPAILHOTO IIPUEMa BaJITaHIIMKIIOBHPA
coctapisier okosio 60 %. CucreMHass SKCIO3HMIMS BaJITaHIMKIOBUpPA HEBBICOKAss U HOCHT
KpaTKoBpeMeHHbIH xapaktep. [Dmomans mox xpusoit «koHueHtpanusi-speMs» (AUCo.24) u
MaKCHUMalibHass KOHIEHTpalusi B 1ia3Me KpoBH (Cmax) cocTaBisitor npumepHo 1% u 3% ot
TaKOBBIX FAHIIMKJIOBUPA, COOTBETCTBEHHO.

[Tponopuuonansuas 3aBucumMoctTh AUC raHiuKIoBUpa oT /103bI IIOCIIE IpHeMa BaJlraHIIMKIIOBHpa
B j103ax oT 450 1o 2625 Mr mokaszaHa TOJIBKO JUIS ClIydasi IpHeMa Ipenapara nocie eapl. Eciu
BaJITaHIIUKIIOBUD IIPUHUMAIOT BO BpeMs €/l B peKoMeHJ0BaHHOHU 03¢ 900 Mr, BO3pacTaroT Kak
cpenuuit nokaszarenab AUCo.24 (mpumepHo Ha 30%), Tak u cpeiHuii mokaszareib Cmax (IpUMEPHO
Ha 14%) ranuukioBupa. CiaeaoBaTebHO, BAITAaHIIUKIOBUP PEKOMEH/1yeTCsl IPUHUMATh BO BpEMSs
ezbl (eM. paszzen «Criocod mpuMEHEHHUS U JI03B1Y).

Pacnpeoenenue

W3-3a TOro, 4to BaIraHIMKIOBUP OBICTPO MeTaOONM3HpPYETCs B TaHIMKIOBUDP, CBSI3bIBAHUE
BITaHIIUKIIOBUpA ¢ OelKaMM IUIa3Mbl He ompejesisuid. PaBHOBecHBIH 00BeM pacripesieseHus
TaHIMKIOBHpA II0CIe BHYTpHUBeHHOro BBejaeHust cocraBuwin 0,680+0,161 s/kr. OO6BeM
pacrpe/eNieH|sl TaHIUKJIOBHPaA IIPU BHYTPUBEHHOM BBEJICHHH KOPpEIMPYET ¢ Maccoil Tejna U B
paBHOBeCHOM cocTtosiHuH  coctaBiaser 0,54-0,87 n/kr. [aHIMKIOBUD NpPOHHMKaeT B
HepeOpOCIUHANBHYIO KHJAKOCTh. CBsI3pIBaHHE TaHIMKIOBHpAa ¢ OelnkamMH I1a3Mbl  IIpU

KOHIIeHTparusix npenapara ot 0,5 1o 51 mxr/mut cocrapusiet 1-2%.



Memabonusm

BajraniukioBup ObICTPO THAPOJIM3YETCS ¢ 00pa30BaHUEM TaHIIMKIOBUPA, APYTUX METAO0IUTOB
He BbIsaBjIeH0. CaM ke raHIMKIOBUDP B HE3HAYUTEIBHOM CTENCHU T0/IBEPraeTcst METaboIu3My.
Buigeoenue

[Tocnie mepopaIbHOTO TPUMEHEHUS BAITAaHIMKIOBUP OBICTPO I'MAPOIM3YETCS [0 FAHIMKIOBUPA.
["aHIMKIIOBUD BBIBOJUTCS U3 CHCTEMHOTO KPOBOTOKA MOCPEICTBOM KIyOOUKOBOH GHILTpAuK U
AKTUBHOMN KéHanLueBoﬁ cexpenuu. [Ipu BHYTpUBEHHOM BBEJICHUU r;iﬂunxnosnpa y MAIEeHTOB C
HOpMaibHOM  (yHKIMed mouek Oosee 90 % HemeTaOOIM3MPOBAHHOIO  I'aHIMKIOBHpA
ompejiesisieTcsi B Mo4ye B TeueHue 24 yacos. Ilociie mpuema BaJraHIMKIOBHpA y IALMEHTOB C
HOPMaJIbHOU (hYHKIMEH IT0YeK KOHIIEHTPAIHsI TaHIIUKIIOBUPA B IJIa3M€ KPOBH I10CJIE JIOCTHIKCHUS
KA YMEHbIIAIAch C IIEPHOJIOM MoJyBbIBeeHHs OT 0,4 yaca 1o 2,0 gacos.

Dapmakokunemura y 0COo0bIX 2PYNN NAYUEHNO8

Iayuenmo ¢ Hapywenuem Qynkyuu novex

Hapyenue ¢pyHKIIMH MOYEK TPUBOIMIIO K CHHKEHHIO KIIMPEHCa FaHLMKIIOBHPA, 00pa3yromerocs
U3 BAITAHIMKIOBHPA, C COOTBETCTBYIOIIMM YBEIMYCHHEM IIEpHOJa IIOJyBLIBEICHHUS B
TepMuHAIBHOU (pase. CiieoBaTeIbHO, MAIMEHTaM ¢ HapylleHHeM (YHKIUH ModeKk TpeOyercs
KOppeKIus 1036l (M. mojpazien «OcoOble yka3aHHs IO J03UpoBaHMIO» paszjena «Crnocod
NPUMEHEHHUS U J103bI» U pazjen «Ocolble yKa3aHHus»).

dapMaKOKMHETHYECKHE TI1apaMeTpbl TaHIMKJIOBHpA IOCIE OJHOKPATHOIO IEPOPAIBLHOIO
NPUMEHEHUs] BaJITraHIUKIOBHpa B J03e 900 Mr y MDamMeHTOB C Pa3JIMYHBIMH CTENEHIMH

HapymeHus QyHKIIMH OYeK Tpe/icTaBieHbl B Tabmuue 1.

Tabmuna 1.
PacyeTtHsblit KiMpeHc Cpenumuii Cpennsist AUC or 10 1o Cpennuii nepuoz
KpeaTHHUHA KaXyIIUHCS KIIMPEHC noceAHeH onpeensemoi IOJTYBBIBEICHHUS
(MJ1/MHH) (Mi1/mMuH) £ CO* xorenrpaum) (AUC1ast) (wacer) + CO
(Mxr*u/miu) £ CO
51-70 249+99 49,5422 4 4,85+1,44
21-50 136+64 91,94+43.9 10,2+4 .4
11-20 45+£11 223+46 21,8+5,2
<10 12,8+8 366+66 67,5+34

CO* — cranapTHOE OTKIIOHEHHE.

Ilayuenmul, Haxoosawuecs Ha 2emoouanu3e

["aHIMKIOBUD OBICTPO BBIBOJMTCS NMPH reMouaiu3e. JlanHple, MoIydeHHbIE B X0/I€ IPOBE/ICHHS
reMO/IMaIN3a 10 IPEPHIBUCTON CXEMe y MAIlUEHTOB, MOTy4aBIIMX BaJIFAHIUMKIOBUD, OIIPEIEIIAIOT
pacueTHbI# Kaupenc 138 mur/mus + 9,1 % u nepuo nosypacnaia Bo BpeMs jauanusa 3,47 gaca. B

X0/J1e 3-X 4YaCOBOI0 ceaHca Jinain3a BeIBOJIUTCS 55 Y% (bpaxuym raHIUKJIOBHUPA.



IHayuenmol co cmabunbHo GYHKYUOHUPYIOUWUM MPAHCHRAAHMAMOM NeYeHU

dapMaKOKMHETUKY IAHIUKIOBUPA, 00pa3yIoIerocst U3 BIraHIIMKIOBUPA, U3y4alli y NTAI[HEHTOB
CO CTaOMIBHO (PYHKIIMOHUPYIOIIUM TPAHCIUIAHTATOM II€YEHHM B OTKPBITOM HCCIIEI0BAHUU € 4-X
KOMITOHEHTHBIM IIEPEKPECTHBIM JIM3aiHOM. BHOIOCTYITHOCTD raHIIMKIIOBUPA, 00pa3yomerocs u3
BaITaHIIMKJIOBHpa (IIPH OHOKPATHOM Ipueme npemnapata B g03e 900 Mr nociie ezpl), CocTaBHIIa
npumepHo 60 %. AUCy.24 ranikiIoBupa ObUla COIIOCTaBMMa ¢ TaKOBOW I10CJIE BHYTPHBEHHOI'O
BBenéHuﬂ FaHI[UKJIOBUPA B JI03€ 5 MI/KI TallUEHTaM, nepeHe;:mnM nepecaaKy MneyeHH.
IHayuenmul ¢ napywenuem @ynkyuu nedenu

VY nanueHToB ¢ HapymieHHeM (GYHKIUH [EYEHH, MOJYYAIOIUX TaHIMKJIOBHP, UCCIIEI0BaHUA
(bapMaKOKHHETHKH U TOMYJISSIUOHHOH (papMaKOKUHETHKH HE IPOBOIHIINCH

Ilayuenmul ¢ MykoGucyuoo3zom

B xome ¢apMakOKHHETHYECKOTO HCCIeI0BaHUsl OBUIO BBISBIEHO, YTO MYKOBHUCUH03 HE
OKa3bIBAET CTATUCTUYECKH 3HAYMMOI'O BJIMSHHUS HA OOIILYIO CPEIHIOI0 CHCTEMHYIO SKCIIO3HUIHIO
rannukioBupa (B jgo3e 900 Mr B CyTKHM) y peHMIMEHTOB TpaHcIutaHtara jerkux (N=31).
DKCIO3UIIMS TaHIUKIOBHpPA y PELUIIUEHTOB TpPaHCIUIAHTATa JIETKHX Oblla COIOCTaBHMOM C
TaKOBOM, siBisomIeiics ¢ dextuBHON npu Tepanuu [[MB-uH(peKkMn y Apyrux pelMIHEHTOB
TpaHCIUIaHTaTa COJIM/IHBIX OPIaHOB.

layuenmul nodicuno2o éo3pacma

VY nam@eHToB cTapme 65 JeT ucciaeoBaHus (papMaKOKMHETHKH BAITaHIMKIOBHpA HIIH
TaHIMKJIOBUpA HE MPOBOMMINCE. OJHAKO, YUYUTHIBasE TO, YTO BAITAHIUKIOBHUD SBISETCA
IIPOJIEKAPCTBOM IaHIIMKIIOBHpA (KOTOPBIH BBIBOJAMTCS, B OCHOBHOM, ITOYKAMH), @ TaKXKe TO, YTO
CKOPOCTb IIOYEYHOI'0 KJIMpPEHCA CHMIKAETCSl C BO3PAcTOM, TO Yy IALMEHTOB IIOXKMJIOIO BO3pacTa
MOJKHO 0’KH/IaTh CHHXKEHHE OOIIEero o4eyHoro KJIMpeHca U yUIMHEHUE IIEPU0/1a I10JTy BHIBEICHHS
raHiuKiIoBupa (cM. moapasnen «OcoOble ykazaHUs 10 J103UpoBaHMIO» paszzaena «Crnocod

IIPUMEHEHUS U JIO3BI»).

TTOKA3AHUSA JUISI IPUMEHEHUS
Jleuenune IIMB-petunuta y B3pocnpix manuentoB co CIIN{om.
[Ipopunakrtuka [IMB-uHpekunun nocie TpaHCIUTAHTAMU COJHIHBIX OPraHOB Y B3POCIBIX U

Jieredt crapiue 16 1eT U3 rpymnmnsl pucka.

ITPOTUBOIIOKA3AHUSA
LJ HOBLIIIICHH&H YYBCTBUTCJIIBHOCTh K BaJIF'AaHIIUKIIOBHPY, l“aHIlI/IK.IIOBI/Ipy HITHU JII~060My

BCIIOMOI'aTCJIbHOMY BEHIICCTBY IIp€liapaTa.



e  AOcomoTtHOe yncio HeTpoduioB meHee 500 KJIETOK B 1 MKJI, YUCIO TPOMOOIIMTOB MEHEE
25000 kietok B 1 MKIJI WM KOHIeHTpalws remoryioduna ke 80 /1 (eMm. paszzen «Ocobbie
YKa3aHHUs»).

e Kimpenc kpearuruna menee 10 Mi1/MuH.

e Jlerckuii Bospact g0 16 jer (mpodmiaktuka [[MB-undeknum mnocie TpaHCIUIaHTALUH
COJIMJIHBIX OPraHOB Y B3pOCJIBIX U JIeTei crapiie 16 JIeT U3 rpymnibl pucka).

e Jlerckuii Bo3pact jo 18 et (ieuenne [[MB-perunura y B3pocibix nanueHTos co CITHM{om).

e [lepuona rpyTHOr0 BCKapMJIMBAHHUS.

C OCTOPOKHOCTBIO

[Toxwuioit Bo3pact (0e30macHOCTh 1 3G HEKTHBHOCTD IIperapara He yCTaHOBIICHBI).
['MIIepuyBCTBUTENBHOCT K AIUKJIOBUPY, MEHIMKIOBHPY HJIM HMX  IIPOJIEKapCTBaM
(BaTalIMKJIOBUPY U (haMIMKIOBUDPY, COOTBETCTBEHHO) B aHaMHE3€, IIOCKOJBbKY HM3-3a CXOJHOI0
XMUMUYECKOTO CTPOEHHUS TaHIMIKJIOBUPA, ALMKIOBHPA U BAJIALMKIOBAPA BO3MOXKHBI PEaKIHH

MEPEKPECTHOM TMIIEPUYBCTBUTEILHOCTH K 3THM IIperaparam.

IIPUMEHEHHUE NPU BEPEMEHHOCTH U B NIEPUO/I 'PYJIHOI'O BCKAPMJIMBAHUS
bepemennocme.

JIONOTHUTEIBHBIE HUCCIICIOBAaHUS PENPOAYKTHBHONH TOKCHYHOCTH C BAJITaHIMKIOBUPOM HE
MIPOBO/IMIACH U3-3a OBICTPOTrO U MOJHOIO MpeoOpa3oBaHys BAIrAaHIMKIOBUPA B FraHIMKIOBUD. B
XO0JIe MCCIEOBAHMUS Yy JKMBOTHBIX IIPUMEHEHHE TaHIMKJIOBHPA BbI3BIBAIO IIPOSBICHHE
PENPOYKTUBHONW TOKCHYHOCTH M TEPATOr€HHOE JIEHCTBHUE.

Bo Bpemss seueHus u B TeyeHue MuHMMYyM 30 JjHeH 1mocie OKOHYAaHMS JICYCHHs
BITAHIIMKJIOBHPOM JKEHIIUHAM C PENpOAYKTHBHBIM IIOTEHIHAIOM CIEIyeT PEKOMEH/0BAaTh
UCII0JIb30BATh HAJIEKHBIE METOJIbl KOHTpalenuuu. Bo BpeMs JiedeHUs U B T€YEHHE MHUHMMYM
90 nmHe#l mocne ero OKOHYAHUS MYXKYMHAM, BEIYIIMM IIOJOBYIO JKH3Hb, PEKOMEHIOBAaHO
HCII0JIb30BaTh OaphepHBI METO/ KOHTpALEIIIUH, 3a UCKIIIOYEHUEM CIlIydaeB OTCYTCTBHs PHCKa
BO3HUKHOBEHHUS OEPEMEHHOCTH y napTHepIuu (cM. pazzaen «Ocodble yKazaHUA»).

be3zonacHOCTh MPUMEHEHHUS BAITAHIIMKIOBUPA NTPH OEPEMEHHOCTH y YeJIOBEeKa He YCTaHOBJICHA.
OnHaKo raHIUKIOBHP OBICTPO NMPOHMKAET 4Yepe3 yelloBedeckyro rameHrty. [Ipu OepemeHHOCTH
Ha3HAYEHHUs BaIraHIMKIOBUpa cleayer wu30erarb, 3a HCKIIOYEHHEM CJIy4aeB, Korja
NOTEHIMATBHBINA MMOJIOKHUTETIBHBINA 3 (EKT IedeHus I MaTepu OIPaB/bIBAET BO3ZMOXKHBIN PUCK
JUTSL TLT0J1A.

Ilepuoo epyono2o 6ckapmiuanus

WccnenoBanuii BIUSTHUS BAITaHIIMKIOBUPA U TAHIIUKIIOBUPA HA IIEPU- ¥ IOCTHATAILHOE PA3BUTHE

HC IIPOBOJIMJIOCH, IIPU 3TOM HEJIB3d HCKIKOYHUTHE BO3MOXXHOCTE BBIACICHHS TaHIHUKIOBHpaA C
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IPY/IHBIM MOJIOKOM M Pa3BUTHSI CEPHE3HBIX ITOOOYHBIX peakuuil y rpyaHoro pedenka. Pesyibrarsl
UCCIIEIOBAHUN Y 4YeJloBeKa OTCYTCTBYIOT, HO pE3yJIbTaThl HCCIECJOBAaHHNA Yy IKMBOTHBIX
[IOKa3bIBAIOT, YTO T'aHIMKIOBHDP BBIBOIMTCA C TIpPYJIHBIM MOJOKOM Yy Kpbic. B ciydae
HEeOOXOMMOCTH IIPUMEHEHHs IIperapata B MEpHOJ TPYAHOro BCKapMJIMBAHHS HEOOXOIMMO

IPEKPaTHTh IPYTHOE BCKAPMIIMBAHHE.

CrnnoCcos NPUMEHEHMA U J103bI

Bo wuzbexaHue Mepeo3upOBKH HEOOXOAMMO CTPOro COOMIOAaTh PEKOMEHIALMU I10 PEXHUMY
JIO3MPOBAHUSI.

Cmanoapmmubtii pexcum 003upoeanun

[Ipemapar cieayeT NpUHHUMATh BHYTPh BO BpeMs einl (cM. nojpasjensl «BcackiBanue» u
«DapMaKOKHHETHKA Y OCOOBIX TPYII MMAlHeHTOB» pasjiena «PaMaKoJIOrH4ecKue CBOMCTBaAY).
BanrannukioBup OBICTPO M B 3HAYMUTENIBHOM CTENEHHW MeTabosm3upyercs ¢ oOpa3oBaHHEM
raHIMKIOBUPA. BHOIOCTYITHOCTD MraHIMKIIOBUPA B Cilydae IpuemMa TabjIeToK BalraHIMKIOBHpaA B
10 pa3 Bblllle, YeM B CiIydae IE€pOpaIbHOrO IpHeMa TaHIukiIoBupa (cM. paszzensl «Ocobbie
ykazauus» u «llepe1o3upoBkar).

Heo6x0/1uMO CTpOro mpuIaepKUBATHCS PEKOMEHIAIMN IO JO3UPOBAHHIO, YKA3aHHBIX HHKE.
Tepanua [IMB-pemunuma

B3pocnvie

Hnoykyuonnas mepanus LIMB-pemunuma

VY manueHToB ¢ akTUBHBIM [[MB-petunutomM pexkoMeH10BaHHas 703a Ipenapara COCTaBJIIeT
900 mr (2 Tabnerku no 450 mMr) 2 pa3a B cyTKu B TedeHue 21 aus. JlnurenpHas WHIyKIHMOHHASA
TEpaIus MOBBIIIAET PUCK MHETIOTOKCHYHOCTH (cM. paszen «OcolOble yKazaHHs »).
Ioooepoicusarowas mepanus [{MB-pemunuma

[Tociie mpoBeseHUs Kypca MHAYKIHOHHOW TEpalud HJIK y NAlHEeHTOB ¢ HeaKTUBHBIM [[MB-
PETHHHUTOM peKOoMeH1oBaHHas j103a cocTaBiseT 900 mr (2 tabnetku mo 450 mr) 1 pa3 B CyTKH.
Eciu TeyeHwe peTMHMTA yXy/IIAeTCs, KypC MHIYKIIMOHHOH TEpaluyd MOXKHO IOBTOPUTH (CM.
paznen «Munykuuonnas tepanus [IMB-perunura» paznena «Croco® NpuUMEHEHHS U J03BIY.
JUTUTeTbHOCTD MOIEPIKUBAIOIIEH TEPANTUU ONPEEIISeTCS HHUBUTYJIBHO.

Ilpopunakmuxa IIMB-unpexkyuu nocie mpancniaHmayuu cONUOHbIX OP2AHOE

B3spocnvie

[TarmenTaM, mepeHeCHIMM  TPAHCIUIAHTALMIO  MOYKU, HEOOXOJAMMO HayaTb  TEpaIMIO
BaITAHIIUKIIOBUPOM B TeyeHHe mepBbiX 10 aHei nmocie onepanuu B 103e 900 mr (2 TabneTku no
450 Mr) 1 pa3 B cyTku u mponoypkarh Tepanuio 10 200-ro aHS HNOCTTPaHCIUIAHTAIMOHHOIO

nepuojaa.



[larmenTaM, NepeHeCInM TPAHCIUIAHTAILHIO OpY2UX COAUOHBIX Op2an06, HEOOXOJMMO HavaTh
Tepanuo BaJITaHIMKIOBHPOM B TedyeHue mepBbiXx 10-T jHel mocie omepauuu B a03e 900 mr
(2 Tabnetkn mo 450 wmr) 1 pa3 B CyTkH H npojopkarh Tepanuio jgo 100-ro  jaHs
IOCTTPAHCIIAaHTALMOHHOTO IIepHO/Ia.
Ocobble ykazanus no 003upoeanuio

llayuenmol demcko2o 603pacma

Tepanus I[{MB-pemunuma

[IpoTHBONOKA3aHO NMPUMEHSATH BAITAHIMKIOBHD y JaeTei 10 18 sner ¢ nensio tepanuu [IMB-
pPEeTHHHTA, TaK Kak 3(dekTuBHOCTH U Oe30MacHOCTh IPUMEHEHHUS BAITAaHIMKIOBHpA Y JaHHOM
BO3PACTHOM IPYIIIBI 110 JIAHHOMY IIOKa3aHUIO HE YCTAHOBJICHBI.

IIpogunaxmuxa [[MB-unghexyuu nocne mpancnianmayuu conuonblx op2anos

Pexwum s1o3upoBanus y geteii B Bozpacte ¢ 16 10 18 sieT He oTiin4yaeTcs OT pekuMa J03UpOBaHuUs
y B3pocieix (cM. mojpaszzen «lIpodunakruka [[MB-undexmuu mnocie TpaHCIUIAHTALUHA
COJIMIHBIX OpraHoB» paszzaena «Cnocod mpuMeHeHHs M J103bI»). TabieTku BalraHIMKIOBUpa
IIPOTHBOIIOKA3aHO IPUMEHSTH Y JIeTeil U MOJAPOCTKOB 70 16 net ¢ nenbto npodpunaktuku [[MB-
MH(DEKIHIi 1T0CIIe TPAHCIUIAaHTAIIMU COJIU/IHBIX OPraHoOB, TakK Kak 3()()eKTHBHOCTH U O€30M1aCHOCTh
IPUMEHEHHUs BIMAHLIMKIOBUPA y JAHHOM BO3PACTHOM I'PYIIIIbI HE YCTAHOBJICHBI.

Hayuenmol nodcuio2o so3pacma

O dexTHBHOCT M OE30MIaCHOCTD B JJAHHOM IMOMYJISIIUYU ITAllUEHTOB HE YCTAaHOBIICHBI.
KnuHuyeckue ucciie[oBaHus y MAMEHTOB B BO3pacTe > 65 jieT He MpoBOMIINCE. [lockombKy
MIOYEUYHBIH KJIMPEHC ¢ BO3PACTOM CHMIXKAETCS, MAallMeHTaM I10XKUJIOr0 BO3pacTa BaJIraHIIMKIOBUD
ClIe/lyeT Ha3HayaTh CTPOrO C Y4eTOM IoKazaTesedl (yHKIUH Movyek (cM. Hipke Tabmuny 2 u
nojipazaen «DapMakoOKHHETHKA y OCOOBIX TPYI IMAlMEHTOB)» pazjena «DapMaKoIOrHYeCKHue
CBOMCTBaY).

Hayuenmol ¢ noyeynou HedOCMamoyHoCmbio

Heo0x0/1MMO pOBOUTH TIHIATEIBHBIA KOHTPOJIb KOHIIEHTPAIIMH KPEaTHHUHA B CHIBOPOTKE KPOBU
WK KJIMpeHca KpeaTuHuHa. KoppeKIuio 10361 y B3pOCIIbIX MAIMEHTOB IIPOBOJIAT B 3aBUCHMOCTH
OT KJIMpeHCca KpeaTHHUHA, KaK 3TO 0Ka3aHo B TabJIHIIe 2, IPe/ICTABICHHON HIKE (CM. TI0/Ipa3 el
«®DapMakoOKHHETHKa y OCOOBIX IPYIIT MalMeHTOB» pasiena MapMakojJorudeckue CBOMCTBA» U
pazzaen «Ocobble ykazaHus»).

PacyeTHbIi KIMPEHC KpeaTHHUHA BBIYMCIISIETCS B 3aBUCUMOCTH OT KOHIIGHTPAIIMH KpeaTHHUHA B

CBIBOPOTKE KPOBH IO CIIEAyIONIeH hopmyIe:

(140-Bo3pacr [niet]) x (mMacca Tena [Kr])

JIns MyX4uH =



72 % (0,011 x KOHIIEHTpAIKsI KpeaTHHIHA B CBIBOPOTKE KPOBU [MKMOJIB/J])

Jlnst sxeHmuH = 0,85 X nokaszaresb U1 My »KYHH.

Tabnuua 2.
Knupenc J1o3a 11 MHyKIMOHHOM Jlo3a /i noyiepKUBaroIen
KpeaTHHHHA Tepanuu Tepanuy/mpoGuIaKTUKK

(MJ1/MUH) ~ .

> 60 900 mr 2 pa3a B CyTKH 900 mr 1 pa3 B cyTku

40-59 450 mr 2 pa3a B CyTKH 450 mr 1 pa3 B cyTkH

25-39 450 mr 1 pa3 B cyTKH 450 mr xaxple 2 1

10-24 450 Mr xaxple 2 JHs 450 mr 2 pa3a B HEJCIIO

<10 IPOTUBOIIOKA3aHO IIPOTUBOIIOKA3aHO

llayuenmol ¢ neyenoynou HedoCmamo4yHoCmslo

DddexkTHBHOCTH U 6E30IIaCHOCTH HE YCTAHOBJIEHBI (CM. 1o/ pa3 e «PapMakOKHHETHKA y 0COOBIX
IpYIII MAMEHTOBY pa3jiena «PapMakoIoruyeckue CBOMCTBaY).

Hayuenmol ¢ msdiceson neukonenuen, Heumponenueu, anemuei, mpomboyumonenueu uiu

nanyumoneHueu

VY nanueHTOB, MOJYYaBIIMX BAJITAHIIMKIOBUD (M TaHIMKIOBUD), OTMEYATHCH CIIy4au TSHKEION
JICHKONICHUH, HEUTPONICHUH, aHEMHH, TPOMOOLMTONEHHH, MAHLUUTOICHUM, HEIOCTATOYHOCTH
KOCTHOTO MO3ra M arlacTHYecKoil aHemuH. JleyeHne He cieayeT HauuHaTh, €M abCOIIOTHOE
qucio HedTpopmwioB Mmenpie 500 kiaeTok B 1 MKI WIM YHUCIO TPOMOOIMTOB MEHBUIE
25000 xieTok B 1 MKJI, a TaKKe B ciIydae, eciti reMoriooun Hike 80 /i (em. paszzen «Ilobounoe
JICHCTBUEY).

llayuenmol, Haxooswuecs Ha cemoouaiuse

V  nanMeHToB, HAXO[MIIMXCS Ha reMojuanu3e (KIMpeHc KpearwHuHa < 10 MiI/MuH),
pPEKOMEHJIAllMH [0 JO3WPOBAHUIO BAJITAHIMKIOBHpPA OTCYTCTBYIOT. TakuM IaldeHTam

IMPUMEHCHUEC BaJITAaHIIUKIIOBHPA ITPOTUBOIIOKA3aHO.

IIOBOYHOE JIEUCTBME

BaﬂFaHLIHKJIOBI/Ip IpeaACTaBIISICT coboit IIPOJIEKapCTBO TaHIUKIIOBHpA, KOTOPOE IIOCIC
IIEPOPAJILHOIO IIpUEMa 6I>lCTpO IIpeBpamacTCsi B TaHIUKIOBHP, IIOOTOMY BCC HU3BCCTHLIC
HECXEJIAaTCJIIbHBIC 3(1)(1)e1<'r1>1, CBS3aHHBIC C HpHCMOM TFaHIIUKJIOBHUPA, ABJISIIOTCA OXKHIa€MbIMHU JUIA
BaHTaHIIUKIIOBHPA. Bce HexenarenpHBIE SIBJICHUSI, 3apCrHCTPHUPOBAHHBIC B KIIMHUYCCKHUX

HCCJIICAOBAHUAX BaJITAHIUKIOBHPA, paHbIIC Ha0 0 1alIUCh IIPpH JICYCHU U I'aHIIUKIIOBUPOM.
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HexenarenpHbple  peakili, BO3HUKAIOUIME I[P  IPUMEHEHHMH  TaHIHUKIOBHpA WM
BITAHIIUTKIIOBUPA, BKIFOYEHBI B TaOIHILY 3.

Haubosee cepbe3HbIMU M YaCTBIMU HEKEIATEIbHBIMHM PEAKIHUSAMH Y [ALMEHTOB, IOJyYaBUIMX
BarJIraHIIMKJIOBUP/TAHIIUKIIOBUD, SBISIFOTCS HApyUICHHsT CO CTOPOHBI KPOBH, B 4YaCTHOCTH,
HEUTPOICHHSI, aHEMUSI ¥ TPOMOOIIMTOIICHUSI.

OO6umii mpodmis 6€30MacHOCTH TAaHIMKJIOBHPA/BAITAHIIMKIOBHpA COINIOCTABUM B IOIIYJIALUAX
NalMEHTOB 1OCIIE Tbaﬂcnnaﬂraunu u ¢ BUY. Hckimoyenue cocraBiisieT Hex.(enarenbﬂaﬂ peakuus
«OTCJIOWKA ceTyaTKH», Habo1aeMast ToJibko y naiuenToB ¢ [IMB-perunutom. Tem He Menee,
UMEIOTCS  Pa3JIM4Msi B 4acTOTaX HEKOTOPBIX HeXelaTelbHbIX peakuui. [Ipumenenue
BITAHIIUKIIOBHpPA aCCOIIMMPOBAIIOCH C IIOBBIIICHHBIM PHUCKOM JHaped I10 CPaBHEHHIO C
NPUMEHEHHUEM TaHIMKIOBHpAa BHYTpUBEHHO. JImxopajaka, KaHau103, AENPECCHs, TsKelas
Heirponenus (abcomorHoe uucio HentpodmioB (AUH) < 500/MKI1) ¥ KOXKHBIE peaklMU dalle
ot™mevanuch y nanuenton co CITHWlom.

Hapymenue ¢pyHKIIUY MOYEK U MEYSHH Yallle OTMEYAINCh y NTALMEHTOB 110C/I€ TPaHCIIJIaHTalluH.
YacToThl BOBHHKHOBEHHUSI HEXeJAaTeIbHBIX peaKkiuii, ykazaHHble B Tabyuue 3, ompezeIeHbl Ha
OCHOBE aHaIu3a OOBEIMHEHHON IOMYJISAIUHA NAIUEHTOB, I[OJIYYaBIIMX I10UICPKUBAIONLYIO
TEparuio raHIUKJIOBHPOM WM BAJITAHIIMKIOBUPOM B KJIMHHUECKHUX MCCIIEIOBAHUAX Y ITALIUEHTOB
¢ BUY. HckmoyeHne cOCTaBISIOT YacTOThI aHAapHIAKTUYECKUX PEaKIUii, arpaHyjIoluTo3a U
IPaHyJIOIUTOIICHHH, OIIPe/ICIICHHbIC HA OCHOBE JIAHHBIX IIOCTPErHCTPALMOHHOTO HAOIIOICHUS.
JIiis OnMCaHUs YacTOThI HEXKeJaTeIbHBIX PEaKIHii HCIIONB3YETCs CeayIomas Kiaccu(ukarus:
oueHb dyacteie (>1/10), gacteie (>1/100 u <1/10), mewactie (>1/1000 u <1/100), penxue
(>1/10000 u <1/1000) u ouens peakue (<1/10000).

Tabmumna 3. YacTora pa3BUTHS HEXeNaTeIbHBIX peakuuil y nanumeHtoB ¢ BUY, nmomywaromux

MIOAACPIKUBAOIIYIO TEPAITUIO I‘aHI.IHKJIOBI/IpOM/BaJIFaHHI/IKJ'IOBI/IpOM.

HesxesatepHast JieKapcTBeHHAasI peaKlHs Yacrora
Kiace cucrem opranos

Hugpexyuonnwie u napazumapuule 3a601e6anus
Kanau103, BKIIIOUasi KaH#/103 CIIM3UCTON 000JI0UKH pTa OyeHb 9acTo
WHudexun BepXHUX JIbIXaTeIbHBIX MTyTeH O4eHpb 4yacTo
Cencuc Yacto
['punmn Yacro
Wudexin MOUeBbIBOASIINX TYTEH Yacro
BocnaneHnue 1noikoxHO-)KUPOBOH KIIETUATKH Yacro
Hapywenus co cmoponsl Kposu u iumgpamuieckoil cucmemvl
Helitponenus OueHb 4acTo
Anemus OueHb 4acTo
Tpombonuronenus Yacro
Jlelikonenus Yacro
[TannuTonenus Yacro
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HexenarenbHas JICKAPCTBCHHas peaKIuA
Kuaacc cucrem OpraHoB

Yacrora

Hapyiienue GpyHKIIMHA KOCTHOIO MO3ra Heuacto
A1utacTyecKasi aHeMHst Penxo
ArpanyJionuro3** Pesiko
['panysiouuTonenus™* Pejiko
Hapywenus co cmoponbl UMMYHHOU Cucmembl

[ ' MnepyyBCTBUTEIBHOCTh Yacro
AHnadniakTiHyeckas peakius** Penko

Hapywenus co cmoponsl obmena geuyecme u numanust

CHM)KXEHHUE allleTuTa

Oyensp 4yacTo

CHMKEHHE MACChI Tella

Yacto

Hapywenus ncuxuxu

Jlenpeccust Yacro
CocTosiHUEe CIYTAHHOCTH CO3HAHMS YacTo
Tpesora Yacrto
Bo30yxaenune Hewacto
[IcuxoTHyeckoe pacCTpOMCTBO Heuacto
PaccrpoiicTBa MBIIUICHUS Hevacto
["ayuTronMHALIMK Hewacto

Hapywenusi co cmoponsl HepsHol cucmembl

["osioBHas 60116

OueHsp 4acTo

becconnuna Yacro
[Tepudepuyeckast HeliponaTHs Yacro
["0JIOBOKpYKEHHE Yacto
[Tapecre3us Yacro
['unecre3us Yacto
Cynoporu Yacro
Jlucres3us (HapyIIeHHe BKyca) Yacro
Tpemop Hewacto
Hapywenusi co cmoponwl opeana 3peHus

YXyjimenue 3peHus Yacro
Ortcroiika ceryaTku™* YacTo
[InaBaroiue NOMyTHEHHS Yacto
Bosb B rimazax Yacro
KOHBIOHKTHBUT Yacro
OTeK MaKyJIbl Yacro
Hapywenust co cmoponwl cayxa u 1abupurnmmuole HapyuleHus

bonb B yxe Yacro
I'tyxora Heuacro
Hapywenus co cmoponsi cepoedno-cocyoucmou cucmembl

HapyieHus cep/ie4Horo putmMa Heuacro
[ToHM)XEHHE apTEPHATILHOTO JIABJICHHS Yacro

Hapywenus co cmoponbl ObixamelibHOU CUCHEMbl, OP2AHO8 2PYOHOU KIEeMKU U CPeOOCMEeHUs

Karmesp O4eHb 4acTo
O1pImKa OyeHb 4acTo
Hapywenust co cmoponwt s1cey0ouHo-Kuueyno20 mpakma

Juapes OyeHb 4yacTo
TommuoTra O4eHpb 4acTo
PBota O4eHpb 4acTo
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HexesratesqibHasi JIeKapCTBEHHASI peaKIUst Yacrora
Kiace cucrem oprasos

boub B )KHBOTE OyeHb 4acTo
Jucnencus Yacro
Mereopusm Yacro
boib B BepxHel yacTu )XUBOTA Yacto
3anop Yacto
W3bs3BiieHne CIM3UCTON 000JI0UKH [TOJIOCTH pTa Yacro
Jucharus . Yacro
B3nytue )xuBota Yacro
[Tankpeatur Yacto
Hapywenue co cmoponsl nedenu u Jceiyebleo0suux nymeu
[ToBblIIICHHE aKTHBHOCTH I1IeJI0YHOM (hacdharaszbl B KPOBH Yacto
Hapyuenue GpyHKiuu neyeHu Yacro
I ToBbIIeHHE aKTUBHOCTH acnapraTaMUHOTpaHcdepasbl Yacto
IToBbIIeHHE aKTUBHOCTH aJlAHMHAMUHOTpaHChepasbl Yacto
Hapywenus co cmopomnbl Kod#CU U NOOKONCHLIX MKAHE
Jlepmarur OdeHp 9acTo
HouHast mOTJIMBOCTH Yacto
3yn Yacro
(@51113 Yacro
Anonenus Yacro
CyXOCTb KOXH Hewacto
Kpanusnuia Heuacto
Hapywenusi co cmoponbvl ckenemno-mulidedHou u coeOuHumeIbHou mKanu
bosb B criune Yacro
Muanrus Yacro
Aptpairus Yacto
MpleYyHbIe CrIa3Mbl Yacro
Hapywenue co cmoponst nouex u Mouesvbl800sujux nymetl
Hapymenue QyHKImu noyex Yacto
CHMXEHHE T0YEYHOr0 KIMpeHca KpeaTHHUHA Yacto
[ToBbIIIEHHE KOHIICHTPAIIMH KpeaTHHHHA B KPOBU Yacto
[ToyeyHast HEIOCTATOYHOCTH Hewgacrto
['emaTypus Hedgacto
Hapywenusi co cmoponsl non1o6blx opeanos u MoJI0YHOU Jicene3bl
Myxkckoe Oecrioue | Hewacro
Obwue paccmpouicmea u Hapyuienus 8 mecme 66e0eHUs
JInxopaaka Oyenp yacTo
IToBbIIeHHAS] YTOMIISIEMOCTD O4yeHb 4acTo
boib Yacro
03100 Yacto
OO01ee HegoMOranue Yacro
AcTeHus Yacto
bonb B rpyaun Hewgacto

* Otcroiika ceTyaTku HaOMOAaIach TObKO y nmanueHToB co CITW lom npu tepanmuu [IMB-

PETHHHUTA.
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