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1O METMIIUHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O TTPEITAPATA
Amusupen®

Perucrpaunonnslii Homep:
Toprosoe nazpauue npenaparta: Amusupen®
MezkayHapoanoe HenaTeHTOBAaHHOE HA3BAHHME J1EKAPCTBEHHOTO npenapara: JaMUBYIMH

JlekapcrBennas ¢gopma: pacTBop [is npHema BHYTPb

Cocras
i
1 My npenapata cogepkur:
Heticmsyiowee sewecmeo. namusyaus — 10,0 mr
Bcnomocamenvnvie  sewecmea: caxapoza — 200,0 wmr; nponunenrnukonr — 20,0 Mr:

MeTunaparuapokcndensoar — 1,5 mr; nponunnaparuapokcubenzoar — 0,18 mr; apomaTmu3arop
K1yOHHYHBIH — 0,8 Mmr; apomartu3arop 6aHaHOBbIi — 0,6 Mr; HaTpHs uurpat — 14,0 Mr; TMMOHHas
KHMC/I0Ta MOHOrUApAT — 2,5 Mr; XJIOPUCTOBOAOPOAHAS KucaoTa 2M pacTBOp / HaTpUs rMAPOKCH]
2M pactBop — 10 pH ot 5,7 10 6,3; Boga ounesHas 10 1 M.

Onucanue

[Ipospaunbiit pacTBOp OT GecUBETHOrO 40 CBETIO-KENTOrO LBETA €O CIaGhIM (GpyKTOBBIM
3amaxom.

®apmakoTepaneBTHYeCKasi Trpynmna: NPOTHBOBHPYCHBIE CPEICTBA CHUCTEMHOINO JEHCTBHS;
POTHBOBHUPYCHBIC CPEACTBA NPAMOro AEHCTBHA; HYK/ICO3UIHBIE U HYKICOTHIHbIE MHTMOUTOpBI
00paTHOI TPaHCKPHUITA3BI.

Koa ATX: JOSAF05

®apmako/i0rnyecKue cBoiicTBa

DapmakoOuHamuKa

Mexanusm oeticmsus

JlaMMBYIMH — aHANIOr HyKI€03MI0B, 06JafalolMii AKTHBHOCTBIO B OTHOLICHHH BUpyca
UMMyHoeduuMTa Yenoseka (BUY) u Bupyca renaruta B (HBV). JlamuByaun noasepraercs
BHYTPHKICTOUHOMY MeTabou3My ¢ 06pa3oBaHHeM aKTHBHOTO MPOM3BOJHONO — JlaMHUBYaMHa 5’-
Tpuocdara. OCHOBHOI MeXaHM3M ero aeidcTBHS — 6/10KMpOBaHHE CHHTE3a LIENHU B Mpolecce
obpatHoit  TpaHckpunuuun BUY. Tpudocpar obnanaer cenekTMBHON MHrUGHMPYHOLLEH
aKTUBHOCTBIO B OTHOWEHUHM perinkauun BUY-1 u BUY-2 in vitro, a Takke aKTUBHOCTBIO B
OTHOLUCHUM PE3UCTEHTHBIX K 3MAOBYAMHY KJIMHM4YECKMX u308ToB BUY. He Habmonanucs
AHTArOHNCTUYECKUE SP(EKTBI in Vitro Mph OAHOBPEMEHHOM MPUMEHEHUHU JIaMUBYJIMHA U IPYTUX

AHTUPETPOBUPYCHBIX rnpenapaTros (PICCIIC,Z[OBaHHble BE€IICCTBA: a6aKaBHp, AWAaHO3WH, HEBUPAIUH

Y 3UJI0BY/IMH).

143660



Pezucmenmnocmeo

Pezucrentnocts BUY-1 k namusyauny 00yc/ioB/IeHa 3aMEHOH aMMHOKUCIOTEE M 184V BGH3M
AKTHBHOTO LEHTPA BUPYCHOH obpatHoit TpaHckpuntasbl (OT). JlaHHblid BapUMaHT MYyTallWH
BCTPEHACTCA KaK B yCIOBUSAX i1 Vilro, Tak u y uHuumupoBanHbix BUU-1 nauuentos, MoJIyyaBLINX
aHTUPETPOBHPYCHYIO TEPANUIO, BKIIOYAOLLYIO TaMUBYAMH. [Tpu MyTaunu M 184V 3HauntensHo
CHHKACTCs  UYBCTBMTEJIBHOCTb K JIAMUBYAMHY W YMEHBIUAETCS CNOCOGHOCTD BUpyca K
periMKaunu in vitro. B uccnenoBanusx in vitro 6bi10 yCTaHOBAEHO, uTO PE3UCTEHTHBIE K
SUAOBY/IMHY M30JIATBI BUPYCA MOIYT CTAHOBHTHCS YyBCTBHTEJbHBIMU K €O JAEHCTBHIO, eciH y
STHX H30JIATOB OJHOBPEMEHHO pa3BMBAETCS PE3UCTEHTHOCTh K JamMuByauHy. OpnHako
KJIMHUYECKOE 3HAYCHNUE STUX JIAaHHBIX /10 HACTOSILIEr0 BPEMEHH HE ONpPeeeHO.

JlaHHble in vitro, Kak NpaBuII0, YKa3bIBAIOT HA TO, Y4TO NPOOJKEHHE IPUMEHEHHUS TaMUBYIMHA B
COCTaBE aHTHPETPOBHUPYCHOH Tepannu, HECMOTPA Ha pasBuTHe MyTauun M184V, wmoxer
MPUBECTH K TIOABICHHMIO OCTATOYHON AHTUPETPOBUPYCHON AKTUBHOCTH (BEPOSTHO, B pesynbrare
YXYALEHHUS PENIIMKAaTUBHOM CrIOCOOHOCTH BUpYyca). KMHUUecKas 3HaYUMOCTh 3THX pe3yabTaToB
HE yCTaHOB/ICHA. B 1€HCTBUTENBHOCTH, 10CTYMHbIE KIMHUYECKHE TaHHbIE OYEHb OrpaHUYeHbl U
HE TO3BOJIAIOT Cle/aTh OJHO3HAYHBIM BBIBOJ B 3TOM o6macTd. B noGowm Cilyyae, Haydaso
npumenenus HUOT, k koTopeiM BHpyc Bee elle uyBCTBHTENeH, Beerna JIOJDKHO ObITh Gosee
MPCAMOUTHTEIbHBIM, Y€M MPO/IOJIKEHHE Tepanuu NaMuBy AnHOM. Takum oGpasowm, NPOAOIKEHHE
TCpalnn 1aMUBYIMHOM, HECMOTPS Ha mosBieHne Mytauun M184V, ciemyer paccmaTpuBaTh
TOJIBKO B C/ly4yae OTCYTCTBMS APYrux akTuBHbIX HUOT.

Mytauns OT MI184V npusogur « Pa3sBUTHIO MEPEKPECTHOM PE3UCTEHTHOCTH TOJNLKO K
aHTUPETPOBMPYCHBIM MpenapaTam Kijacca HyKJI€03HAHbIX HHIHOHTOPOB. 3UI0BYIMH W CTaBYIMH
COXpaHSAIOT ~CBOKO aHTHPETPOBUPYCHYIO aKTMBHOCTD B OTHOIUEHHMM LITAMMOB BHY-1,
PE3MCTEHTHBIX K JIaMUBYMHY. AGaKaBUp COXpaHSAET CBOIO AHTUPETPOBUPYCHYIO aKTMBHOCTb B
OTHOWEHMK WTamMMoB BUY-1, pe3sucTeHTHBIX K 1aMUBYIMHY 1 061aJAI0MX TONBKO MyTauuei
MI184V. lltammsl ¢ myTauueit OT M184V ACMOHCTPUPYIOT MEHEE YeM 4-KpaTHOE CHUKEHUE
HYBCTBMTE/IEHOCTH K MAHO3MHY; KIMHUYECKOE 3HAYEHHME dTUX [JaHHbBIX HEM3BECTHO. TeCThl HA
HYBCTBUTCIILHOCTD i1 Vitro He OblM CTAHNAPTH30BAHBI, M UX PE3yIIbTAThI MOTYT BapbMpOBaTh B
3aBMCUMOCTH OT METOJ0JIOTMYECKHX (haKTOPOB.

In vitro namuBynMH oOKa3blBaeT claboe LHTOTOKCHUYECKOE ACUCTBHE Ha JUM(OLMTHI
nepudepuyeckoil KpOBH, Ha YCTOHUYUBBIE TUMOLMTAPHBIE U MOHOLMTAPHO-MAKPODaraibHble
KJICTOYHbIC TMHUM U PSIJ KJIETOK-MPEALECTBEHHUKOB KOCTHOTO MO3ra.

Dapmakokunemuka

Beacwvieanue



JlaMuBYIMH XOpOWIO BCACBIBAETCS M3 HKeJyA0YHO-KUIIEYHOrO TpakTa, OMOJOCTYMHOCTD
JlAMHUBY/IMHA y B3pOCJIBIX MOC/E NMpUema BHYTpb 00bI4HO cocTaBiseT 80-85 %. [Tocne npuema
BHYTpb CpeaHee BpeMs (tmax) AOCTHXKEHMS MAKCHMAIbHOIH KOHUEHTpaLMH JlaMUBYJMHA B
CbIBOPOTKE KpPOBU (Cmax) cocTaBisieT okono 1 u. Ha ocHOBaHMM JIaHHBIX, TOJYYEHHBIX B
MCCIIEI0BAHUH C y4aCTHEM 3710POBBIX J00POBOJIBLEB, IPH [IPUEME TEPANIEBTHYECKOM 10351 150 Mr
ABa pasa B CyTku cpeansis (KB - koapduumeHt Bapuanuu) paBHoBecHas KOHUEHTpaUUs Cmax U
Cmin laMHBYIMHA B TIa3Me KPOBM cocTaBiseT 1,2 MKr/mi (24 %) n 0,09 mxr/ma (27 %)
coorercTBeHHO. Cpennss (KB) AUC (mnowaas noa (apmakoknHeTHYECKOH KpHBOL
«KOHLCHTPALMSA-BPEMS») B HHTEpBAJe MEXIY Npremamu 12 u cocrapisier 4,7 MKr*u/mi (18 %).
[Ipu TepaneBTuueckoii noze 300 Mr oaun pa3s B cyTku cpentsis (KB) paBHOBecHast KOHLEHTpaLs
Cmax, Cmin 1 AUC B unTEepBaie MeXy npuemamu 24 4 coctaBistor 2,0 Mkr/ma (26 %), 0,04
MKr/MIt (34 %) u 8,9 Mkr*u/mi (21 %) cOOTBETCTBEHHO.

[Ipuem namuByanMHA BMeCTe ¢ MuULLEi BbI3bIBAET YBEJIMYCHHE tmax U CHMKEHHE Cmax (Ha 47 %),
OZHAKO HE BJMAET Ha OOLLYIO cTeneHb aGcopOUMH NaMUBYHHA (paccuMTaHHYIO Ha OCHOBAaHUH
BesmunHbl AUC).

He oxunaercs, uto npuem u3MesnbueHHbIX TabaeTOK ¢ HEGOMBIIMM KOIHYECTBOM M0JIy TBEPAOH
THILLA WM FKUAKOCTH MOBUACT Ha (hapMakoIoruyeckie CBoicTBa npenapara u, clie0BaTeNbHO,
Ha  KIMHUYecKuid  sddexr. DToT  BHIBOA  OCHOBaH  Ha Gu3MKo-XuMHUECKHX 1
(hapMaKoOKHHETHYECKHMX JaHHBIX MPH YCIOBMH, YTO MALMEHT H3MeIbYaeT U CMELIMBAET C MUILEH
MM JKMAKOCTBIO 100 % TabneTku ¥ MpUHUMaeT He3aMe UTUTeNbHO.

CoBMecTHOE MPUMEHEHKE 3UI0BY ANHA IPUBOAMT K YBEJIMUEHHUIO SKCIIO3ULMH 3UA0BYAMHA Ha 13
% M yBEIMYEHHIO MAKCUMAIbHOl KOHLEHTpAaLMK B Mja3Me KpoBU Ha 28 %. DTo sBjeHME He
CUMTACTCs 3HAUUMBIM 15 G€30MacHOCTH MALMEHTOB M, CIICA0BATENbHO, He TpebyeT Koppekuuu
103.

Pacnpeoenenue

[Io naHHBIM KIMHHYECKMX HCClIEN0BaHMI NpU BHYTPUBEHHOM BBEAECHUH CPEAHHIT 00BeM
PaclpeAc/IeHus TaMUBY 1MHa cocTaBsieT 1,3 n/kr, a HaGMmoAaeMblit NEPUO MOJYBbIBEAEHHS —
5-7 4. CpenHuil CHCTEMHBIH KIMpeHC JlaMHBYJIMHA cocTaBiseT npubauzutensHo 0,32 n/u/kr,
0osbIIyI0 4acTh KOTOPOro COCTABMSET MOYEHHBI KIIMPEHC 4epe3 CHUCTEMY TpaHcropra
OpraHM4ecKux KaTuoHoB (6osee 70 %).

JlamuByiun nposBisier nuHelinyo (hapMaKOKMHETHKY MNP NMPUMEHEHUM B TepaneBTHYECKOM
AHAMA3OHE 1103 M HU3KYIO CTENEHb CBA3BIBAHMS C OCHOBHBIM G€JIKOM T11a3Mbl KPOBH - ajbOyMUHOM
(< 16 %—36 % no cpaBHeHMIO C CbIBOPOTOYHBIM a7Ib,OYMHUHOM B MCCIICIOBAHUSAX in Vitro).
OrpanuyeHHble JaHHbIE yKa3bIBAIOT HA TO, YTO JlaMUBYJIMH MPOHUKAET B LEHTPATBHYIO HEPBHYIO

CHUCTEMY M CIMHHOMO3roByto xuakocTh (CMXK). Yepes 2-4 4 nocine NepopasbHOro npueMa
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COOTHOLICHHE KOHLCHTPaLMK aMuByAnHa B CMOK 1 CBIBOPOTKE KPOBH B CpelHEM COCTaBIIAIIO
npubausurensio 0,12. McTUHHAS cTeneHb NPOHUKHOBEHMS, @ TAKXKE CBS3b C KJIMHUYECKOMU
3P EKTUBHOCTBIO HEM3BECTHHBI.

Buompancghopmayus

AKTHBHasi (pOpmMa IaMUBYIMHa— BHYTPUKIIETOUHBIH TaMUBY IHHA Tpudochar— obnanaer 6onee
AIMTC/ILHBIM KOHEYHBIM TEPUONOM MOJyBbIBeACHUS M3 K1eTOK (16-19 4) no cpaBHeHHMIO ¢
MEPUOJIOM MOy BBIBEICHUS €r0 U3 M1a3Mbl KpOBH (5-7 4). COrjacHO NaHHBIM, 0J1yYEHHBIM Y 60
B3pOCJIBIX  370POBBIX 100POBONbLEB, (APMAKOKMHETHYECKHE MapaMeTpbl JJlaMUBYIMHa B
PaBHOBECHOM COCTOSIHUH MpH npueme B 03¢ 300 Mr oMH pa3 B CYTKM SKBHUBAIEHTHbI TAKOBbIM
npu npueme B 103e 150 mr 1Ba paza B cyTku B oTHOMEHUH AUC24 1 Cuax 115 BHYTPHKJIETOYHOIO
namuByiMHa TpUudocdara.

JlaMuBY 1MH TIPEMMYILECTBEHHO BBIBOAMTCS B HEM3MEHEHHOM BHJe Moukamu. MeTtaGonuueckue
B3aWMO/ICHCTBUA JIAMUBYIMHA C IPYTMMH JIEKAPCTBEHHBIMH NpenapaTamu MaJIOBEPOATHbI BBUY
HE3HAYMTEIBHOrO MeTabonu3ma B nedenu (5-10 %) ¥ HU3KOI CTENeHM CBA3BIBAHMS C GelKAMU
MJ1a3Mbl KPOBH.

Buigeoerue

B ucenenoBanusax ¢ yuacTieM nauMeHToB ¢ moyeyHol HeA0CTATOYHOCTBIO GbLTO OKa3aHo, 4To
HapyuieHue (yHKUMM MOYEK BIMAET Ha BbIBEJEHHE JaMUBYIMHA. Pekomenayemslit pexum
AO3MPOBAHUA /ISl NALMEHTOB C KIMPEHCOM KpeaTHHHHA MeHee 50 MJI/MUH NpuBEJeH B pasiese
«Cnocob npuMeHeHHs U 103bIy.

BsaumozeiicTBue ¢ TpUMETONPUMOM - KOMMOHEHTOM KO-TPUMOKCa30/la - MPUBOAMT K
TOBBIILIEHHIO SKCIIO3ULIMK TaMUBY IMHA Ha 40 % npyu NpUMeHEeHUH B TepaneBTHYECKUX 103aX. TeMm
HE MCHEC, 32 HCKIIOYCHUEM MALMEHTOB C MOYEYHOH HEI0CTATOYHOCTBIO, KOPPEKLMS A03bl HE
Tpebyerca. CnemyeT TuWATeNbHO OLEHWBATh BO3MOMKHOCTD OJITHOBPEMEHHOIO MPUMEHEHUS KO-
TPHUMOKCa30J1a C TAMUBY/IMHOM Y MALMEHTOB C MOYEYHON HEJOCTATOYHOCTHIO.

Ocobuvie epynnet nayuenmog

etn

AbcomoTHas  GHOJOCTYNHOCTh  JIAMMBY AMHA (npumepHo 58-66%) 6bl1a HuKe W Gojee
BapuabenbHa y gereit mmagmwe 12 jer. Ilpuem namuBynuna y nereit B opme Tabretok
OIHOBPEMEHHO € IPYTMMH aHTHPETPOBMPYCHBIMM NpernapaTtamu B hopme Tab1eTok obecreunpal
6onee Bbicokue 3Ha4eHUss AUCy U Crax JIAMHBY/IMHA B 171a3M€ KPOBH 110 CPaBHEHHIO C PACTBOPOM
AU TIpUEMa - BHYTpb, TNPUHUMAEMBIM OJHOBPEMEHHO C JPYTHMH aHTHPETPOBUPYCHBIMHU
npenaparamu B popme pacTBopa [uisi ipuemMa BHyTpb. Y JeTeid, MOJTy4aBIUMX JIAMUBYAUH B hopme
pacTBoOpa /U1 MpHeMa BHYTPb B COOTBETCTBMM C PEKOMEHIOBAHHBIM PEXMMOM J03MPOBAHMUS,

Obl1a JAOCTUTHYTA 3KCIMO3ULIUS JJAaMUBYIMHA B IJila3Me KpOBH, 3HAYECHUS KOTOpOﬁ HaXOAUJIUCH B
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AManasoHe, MoJy4eHHOM y B3POC/IbIX MALMEHTOB. Y AeTel, NPUHUMABLUKX JAMUBYMH B (opMe
TabJeTOK B COOTBETCTBMM C PEKOMEHJOBAHHBIM PEKHMOM J03MPOBAHMS, 3KCIOIMLIMSA
/laMMBYIMHA B M1a3Me KpOBH Obljia Bbllle, YeM y AeTeid, MPMHUMABILMX NaMUBYIHH B (opMme
pacTBopa il MpUeMa BHYTPb, MOCKOJBKY B ()opMe TabNEeTOK MaLMEHThl MONydaloT Gosee
BBICOKHMC J103bl B MEpECHETe HAa MI/KI Macchl Tena, M JIAMUBYAMH B (opme TabieTok
XapakTepusyercs Gosee BbICOKOH GMOMOCTYMHOCTBIO. B CBS3M ¢ yKasaHHBIMH pasiHuMAMH
pekoMeHyeMas 103a 1aMUBYAWHA 1S JeTel (B Bo3pacTe crapiie 3 MecsiLeB U ¢ Maccoi Teja
meHee 30 Kr) coctaBaser 5 MI/Kr aBa paza B cyTku. DapMaKkOKMHETHUYECKHE WCCIEIOBAHMS
NPUMEHCHNUs IAMUBY/IMHA y J1eTeit B popme pacTBopa /Uls MpUeMa BHYTPb M B (opMe TabiieTok
[O0Ka3aji1, 4TO MPUEM MpenapaTta OAWH pa3 B CYyTKH 3KBHUBAJEHTEH 1o nokazarenio AUC).o4
MpueMy mnpenapata /1Ba pa3a B CYTKM NpM OJMHAaKOBOH oOiieil cyTouHoit no3e. JlaHHbie Mo
(hapmakokuHeTHKE Tpemapata y JeTeit B BO3pacTe Miaiile 3 MecALEB OrpaHuyeHbl. Y
HOBOPOXK/ICHHBIX Ha MEPBOH HEJE/Ie JKM3HM KIMPEHC JaMHMBYAMHA MPH MpHEME BHYTPb ObLI
CHHIKCH I10 CPABHEHHIO € IETbMU GoJiee CTapuiero BO3pacTa, BEPOSTHO, BCIEACTBHE HE3PEJIOCTH
BbIACJMTEIbHOM (YHKLMM MOYEK M HEMOCTOSHCTBA MoKasateseil abcopbuun. Takuwm obpazom,
AJIA NOCTHIKCHUS SKCIMO3MLMH, CXOHOM € TAKOBOK y B3pOC/IBbIX M AeTeH, peKOMEHA0BaHHas 1032
AU HOBOPOXKACHHBIX COCTABIACT 2 MI/KI [1Ba pa3a B CyTKH. JlaHHbIE [0 IPUMEHEHUIO NperapaTa
Y HOBOPOXKIEHHBIX B BO3pacTe CTaplue | Heienn OTCyTCTBYIOT.

[lalMeHThI MOXKUIOro BO3pacTta

HanHbie 1o hapMaKOKHHETHKE IAMUBY/IMHA Y MALHEHTOB crapuie 65 et OTCYyTCTBYIOT.

[TanueHTEl ¢ HapyYHIEHUEM (bYHKLU/IPl IMOYCK

Y nauuMeHToB ¢ HapyeHHeM pyHKLMH MOYeK KOHLIEHTpaLus JaMUBY IMHa B n1a3me kpoBu (AUC)
MOBbILICHA BC/ICACTBME CHWXKEHHOro KiupeHca. Takum o6pa3om, mauueHTam ¢ KIMpeHCOM
KpeaTuHHHA MeHee 50 MJI/MUH HeOOX0IMMO yMEHBLIEHHE J03bI JJaMUBY IMHA.

[TauuneHTsl ¢ HapylieHueM GYHKIMH eYeHU

JlaHHble 0 MPUMEHEHUH IaMUBY IMHA Y MALMEHTOB CO CPEAHEH U TAKEJIOH CTENEHbIO HApYLLIEHUS
(yHKUMM NEYeHH CBUIETENBCTBYIOT O TOM, YTO HapyleHre QYHKLHMH MeYeHH CYLECTBEHHO He
BJIMSIET HA (hapMaKOKMHETHKY JIaMMBYIMHA.

BepemenHocts

d)apMaKoqueTnKa JJaMUBYJIMHA Ipu 6epeMeHHocm HE OTJIMYAETCH OT €ro (I)apMaKOKHHeTMKM B
Cilyyae OTCYTCTBHSI GepeMeHHOCTH. KoHLeHTpauus 1aMuByIMHa B CbIBOPOTKE KPOBHU A€Tei MpH
poxaeHuu Oblla aHaJOrMYyHa TaKOBOM B CbIBOPOTKE KPOBM MaTe€pu M MyNOBMHHOHW KPOBHM Ha
MOMEHT POJ10pa3peLICHHs, 4YTO COINACYeTCsi C JaHHBIMH O [1aCCHBHOM MPOHMKHOBEHHH
JIaMUBYIMHA YEPE3 MJIALIEHTY.

IMokazanus k IIPUMEHEHHU IO



Jleyenne BHY-undexunn B cocraBe KOMOMHMPOBAHHOI AHTUPETPOBUPYCHOH Tepanuu y
B3POCJIbIX U JETEH.

IIpornBonoka3zanus

* ['MnepuyBCTBUTEILHOCTb K TAMHUBYIHHY MM JFO6OMY 1pYroMy KOMITOHEHTY npenapara;

. ACTCKMA BO3pacT 10 3 MecsueB (BCIEACTBHE TOrO, YTO JaHHBIE MO NPUMEHEHHIO
npenapara B 3TOH BO3pacTHOMH Ipyrrne OrpaHuyeHbl);

. PeAKO  BCTpEHarollascs HAC/ACACTBEHHAas HEMEPEHOCUMOCTb (PYKTO3bl, TIIIFOKO30-
ranakTosHas ManbabcopOuus uim AehUUMT caxapasbl-H30MaibTasbl.

[Ipumenenne npu GepeMeHHOCTH H B IEPHOJ IPYAHOTO BCKAPMJIHBAHUSI

Depmunvrocms

PesybTaThl nece0BaHmit Ha KUBOTHBIX MOKA3A/IM, YTO IAMHBY/MH HE OKa3bIBACT BIMSHUE HA
(bepTUNIBLHOCTS.

Bepemernnocms

Kak npaBusio, npu npuHATHY peLieHns o6 HCroib30BaHNHU AHTUPETPOBUPYCHBIX MpenapaTos s
neyenus BUY-undexuuu y GepeMeHHbIX KEHIUMH M, KaK CJEACTBHME, TS CHIKEHHS pucka
BEPTUKA/IbHOH nepenadn BUY-vudeKkuuu HOBOPOKAEHHOMY CleAyeT y4MTHIBATH JaHHbIE
HCCIIC/0BAHMI HA JKMBOTHBIX, A TAKXKE KIMHMUYECKHIT ONBIT IPUMEHEHUS Y GepeMeHHbIX KeHIIIHH.
Hccnenosanus no npuMeHeHHIO naMUBYAMHA Y JKMBOTHBIX MOKA3ajy YBEIMUEHHUE paHHEH
IMOPHOHAJIBHON CMEPTHOCTH Y KPOJIMKOB, OIHAKO Y KPbIC JaHHbiii s dexr He Habmoaascs. Boito
YCTaHOBJICHO, YTO y Y€/I0BEKA BO3MOXKHA I1€pe/laua JaMMBY IHA Yepe3 MIaLeHTY.

Y GepeMeHHBIX XKEHIMH, MOJyYaBIINX TaMUBYA1H, Goee 1000 McX00B OepeMeHHOCTH rociie
MPUMEHCHUA BO BpeMs mnepBoro tpumectpa u Oonee 1000 ucxonoB GepeMeHHOCTH Tmocie
NPUMEHCHUA  BO BpEMs BTOPOrO M TPETHEr0 TPUMECTPA AEMOHCTPUPYIOT OTCYTCTBHE
Majib(OpMaTHBHOTO U (eTaIbHOr0/HEOHATATIBHOTO BO3AEHCTBHUS. JlaMHMBY1MH MOYKHO PUHUMATD
BO BpeMs OEPEMEHHOCTH B Clly4yae KJIMHMYECKOiH HeoGXoauMocTH. Ha ocHOBaHMM JOCTYIHBIX
AGHHBIX MOXHO CAenaTh BbIBOA O TOM, YTO MPH NMPUMEHEHNH JIAMUBYAHHA y 4elOBEeKa PUCK
BPOXKIACHHBIX MATOJIOrHH MallOBEPOSTEH.

Hns BUY-uHOUUMPOBAHHBIX JKEHIUMH C KO-HH(pEKUMEH renmaThTa, MOMyYaloWMX TEPanuio
JaMUBY/IH1HOM, B CJly4a€ HACTYIJICHUS OEPEMEHHOCTH ClIeflyeT YUYMTHIBATH BO3MOXKHOCTb
peUHMBa renaThTa Moce NpeKpaleHus MpPUMEeHEH s TaMUBY IMHA.

Mumoxonopuansnas oucgynryus

B uccnenoBanusix in vitro w in vivo w10 NPOAEMOHCTPUPOBAHO, YTO AHAJOrU HYKJICO3UIOB U
HYKJICOTH/IOB CMIOCOOHBI BbI3bIBATh MOBPEKACHHUS MHUTOXOHAPHI PAa3IM4HON CTeneHu. Bbuin
3aperucTpUpoBaHbl COOOLIEHNs O MUTOXOHAPHANBHOM AUCHYHKUMH y JeTell, MoABepraBumuxcs

BO3JIEHCTBUIO aHAJIOTOB HYKJICO3UO0OB BHyTpH)’TpO6HO W/WIH B MOCJIEPOJOBOM MEPHOLIE.



Ilepuoo ezpyonoco eckapmausanun

[Tocne mnpuema BHYTpb JIaMHBYIMH BBIAENSETCS B IPYAHOE MOJIOKO B KOHLEHTPALHMSIX,
AHAJIOrMYHbIX KOHLEHTPALUAM, OOHAPY)KEHHBIM B CIBOPOTKE KPOBH. Ha OCHOBaHMH pe3y1bTaToB
uccnenosanus Gonee 200 nap «maTh/peGeHok», MomyvaBlux Tepanuio BUU-undekumu,
KOHLUEHTpAalUUs JaMUBYJWHA B CBIBOPOTKE KPOBM JE€TEH, HAXOAALMXCS HA IPyaHOM
BCKapMJIMBaHUM y MaTepeil, monyyaBiunx tepanuio BUY-undexuun, ouens nuska (< 4 % or
KOHUEHTPALKK B CHIBOPOTKE KPOBHU MATEPH) M MOCTENEHHO YMEHBILIAETCS [0 HEOMPEAENseMOro
YPOBHS NPHU JOCTHXKEHUM IPYTHBIMU A€TbMHU 24-He1ebHOTro Bo3pacTa. JlaHHble o 6e30nacHoCTH
MPUMEHEHHNS JAMMBYIMHA Y IeTei MJa/ille TpeX MecaleB oTcy TeTBYOT. BUU-uHD MUMpoBaHH bIM
KEHIIMHAM HH TIpM  KaKMX OOCTOATENbCTBAX HE PEKOMEHAYeTCs MPOBOAMTH IpyHOE
BCKapM/IMBaHue BO uzbexanue nepenayn BUY peGenky.

Cnoco6 npuMeHeHHUst U 103bl

Ipenapar AMuBrpen® HazHauaeTCs BPauoM, HMEIOLIMM OTIBIT JeUeHUS BUY-undexumn.
IMpenapar AMuBMpPeH® MPUHUMAIOT BHYTPb BHE 3aBUCHMOCTH OT npUema Muiim.

JIns NalUeHTOB, KOTOPbIE HCTBITHIBAKOT TPYAHOCTH C MIPOTIIaThIBAHHEM TaGIeTOK, NIPeAHA3HAYEHA
neKapcTBeHHas popma pacTBOpa NS IPUEMA BHY TPb.

[Tpu nepexoze oT pexuma npuema 1Ba pasa B CyTKM K PeKUMY NpHeMa OUH pa3 B CYTKH cle1yeT
MPUHATD NEPBYIO PEKOMEHAYEMYIO OJJHOKPATHYIO 103y MPUMEPHO vepe3 12 4 nocie nocneaHedt
MPUHATOH 03Bl MO pPEXKMMY JBYKPaTHOTO TNpHEMa, a 3aTeM MPOAOJIKATH MPUHUMATH
PEKOMEHyEMYIO OAHOKPATHYIO 103y NPUMEPHO Kaxble 24 4. [Ipu Bo3BpaTe K pexxumy npuema
AiBa pa3a B CyTKH CJIEIyET MPUHATH MEPBYIO PEKOMEHAYEMYIO J03y MO PEXHMMY ABYKPaTHOIO
npuema NpUMEpHO vepe3 24 4 noce nocneHeit NPUHATOH OAHOKPATHOM 103bI.

[Tpu nepexoze ot npuema npenapara B opMe pacTBOpa K npUeMy rnpernapara B dopme Tabneroxk,
WM HaobOpOT, HEOOXOAMMO C/IeIoBaTh PEKOMEHJALMAM [0 J03MPOBAHHMIO npenapara,
YCTaHOBJIEHHBIM /sl Ka)X/10M KOHKPETHOM JIeKapCTBEHHOM (hOPMBI.

Bspocnvie u oemu ¢ maccoii mena ne menee 25 kz

Pexomenyemas no3a namuByauua coctasaser 300 mr (30 MJT) B CYTKH. YKa3aHHas CyTO4Has 103a
MOJKET ObITb pa3jesnieHa Ha Ba npuema 110 150 mr (15 Mu1) unu mprHUMaThCs OJTHOKpaTHO 1o 300
mr (30 mu1) B CyTKH.

Ocobvie cpynnsl nayuenmoe

Hemu (¢ maccoii mena menee 25 re)

Hetn mnamme 3 Mecaues. MMeronuxcs AAQHHBIX HEAOCTAaTOYHO IJIs1 PEKOMEHAalWu pexuma

AO3UPOBaAHUA.

Letn ot 3 mecaues 10 1 rona. Pekomenayemas 103a cocrasiset 0,5 mi (5 mMr/kr) nBa pasa B CyTKH.

Ecnu PEXKHUM TIpUEMa [1Ba pa3a B CYTKH HEBO3MOXEH, MOXET OBITh paccMOTpEHa BO3MOXKHOCTh
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npueMa oauH pa3z B cytku (10 mr/kr/cytku). Cremyer yuumThiBaTh, 4TO A8 3TOM rpynnbl
MALMCHTOB 1aHHBIE O MPUEME Mperapara B peXXMMe OJIMH Pa3 B CyTKH O4€Hb OrPaHHYEHBI.

Leru crapuwie 1 rosa. Pekomenyemas no3a cocrasnsier 0,5 mi/kr (5 Mr/Kr) 1Ba pa3a B CyTKM MM

1 ma/kr (10 Mr/Kr) oguH pas B CyTKH.

Ilayuenmor noscunoeo eo3pacma

JlaHHbIe [0 NPUMEHEHUIO NAMHUBYAWHA y 3TOH KATErOpHH MALMEHTOB OTCYTCTBYIOT, OJHAaKO
cienyer cobmoaath 0cobyr0 OCTOPOKHOCTh MPH MPUMEHEHHH y TAKHX MAlMEHTOB B CBS3H C
BO3PaCTHBIMU H3MEHEHUAMH, TAKUMH KaK yXyALIeHUEe QYHKLIMHU [TOYEK U M3MEHEHHE NTOKa3aTeeit
KPOBH.

Iayuenmor ¢ napywenuem ynxyuu novex

Y MalMeHTOB ¢ HapylleHHeM (YHKUMHM MOYeK CPeaHel M TSKenoi cremeHu KOHLIEHTpaLUs
JamuByauHa B njasme KpoBu (AUC) noseillieHa BCAEACTBUE CHUIKEHUS KiupeHca. [Toatomy s
TaKMX MalMeHTOB HEOOXOAMMa KOPPEKLMs [03bl Mpenapara, kak MokasaHo B MpeACTaBIEHHbBIX
HKe Tabiuuax.

PCKOMCHII&UHI/I 10 noa0opy 103kl Y B3pOC/bIX U IETEN C MACCOi He MeHee 25 Kr

Kaunpenc kpearununa IlepBasi no3a IoanepxuBarowas 103a
(Ma/mMun)
>50 300 mr (30 ma) uau 300 mr (30 mM1) oaMH pa3s B CyTKH UK
150 mr (15 mn) 150 mr (15 mn) nBa pasa B cyTku
ot 30 1o <50 150 mr (15 ma) 150 mr (15 mu1) oMH pas B cyTku
or 15 10 <30 150 mr (15 mn) 100 mr (10 m1) oauH pa3s B cyTku
or5S no<15 150 mr (15 mn) 50 Mr (5 M11) OIMH pa3 B CyTKH
MeHee 5 50 mr (5 mi) 25 mr (2,5 M11) OauH pas B CyTKH

JlaHHbIE O IPUMEHEHNH 1aMUBY/IMHA Y JIETeH C OYeHOH HENOCTATOYHOCTBIO OTCYTCTBYIOT.
Crenyer paccMOTpeTh HEOGXOAMMOCT CHIKEHUS 103b] W/HITH YBEJIMUCHHs HHTEpBaJa Nprema
fnpenapaTa y 1eTeil B BO3pacTe He MEHEE 3 MECSILIEB U BECOM MeHee 25 Kr.

Y ieteit ¢ nouedHON HEOCTATOYHOCTBIO PEKOMEH/LYETCS CHUKEHHE 03bI B COOTBETCTBUMU C UX
KJIIMPEHCOM KpeaTHHa B TOii JKe MPONOPLHHU, YTO U Y B3POC/bIX.

PCKOMCH,HB.HHI/I 1o noadopy A03bl /U1 eTeil B Bo3pacTte > 3 MECALIEB U C MAacCoM MeHee 25 Kr

Kuaupenc kpeatnnuna 1 P— o ”
(M1/Mun) pBasi 103a JUIEP/KHBAIOLLASE 1032
>50 10 mr/kr wim 10 Mr/Kr ofuH pas B CyTKkH Wiau

5 mr/kr 5 Mr/Kr ABa pasa B CyTKM

ot 30 10 <50 S Mr/kr 5 MI/KT OAMH pa3 B CyTKH
ot 15 1o <30 5 mr/kr 3,25 Mr/kr oauH pa3s B cyTku
or5po<15 5 Mr/kr 1,63 Mr/kr oauH pas B CyTKH
MeHee 5 1,63 mr/kr 0,88 mr/kr oauH pa3 B cyTku

layuenmor ¢ napywenuem pynxyuu nevenu



HlaHHble, NOTyYeHHbIE y MALMEHTOB ¢ HAPYLICHMEM MeyeHH CpeHEN M TAXKENON CTerneHw,
MOKA3BIBAIOT, 4YTO JUCHYHKLMA TMEYEHH HEe OKas3blBAET CyLIECTBEHHOTO BJIMSHUS Ha
(apmakokuHeTHKy namuByaMHa. Mcxoms M3 stux AaHHBIX, VIS MaUMEHTOB C HapylleHUEM
(yHKUMM MeveHn cpeaHeit ¥ TIKEOM cTeneHu KOppeKLUHMs 103bl He TpebyeTcs, 3a UCKITIOYeHHEM
Clly4aes, KOraa HapylleH#e (pyHKUMM MEYeHH CONPOBOXKIAETCS HAPYLLIEHHEM (byHKUMM MOuek.
Hucmpykyus no ucnonvsosanuio 003upyouezo wnpuya

[Tpunaraemplit 103upyrowmii WNpyL npeaHasHayeH A1 TOYHOro OTMEPHMBaHUs Ha3HAYEHHOM

no3el npenapata AMuBrpen®, pacTBop st npuema BHYTPb.

L CHMMHTE KpBILIKY ¢ (1aKoHa.
2. BerasbTe nosupyrowmii mmpuu B oteeperue duiakona.
3, ITorsiHyB 3a nopuexs a03upylowero wnpuua, OTMEpLTE TOYHOE KOIMYECTBO MEPBOii

MOPLKMH OT Ha3HaYeHHOM Bam nosHoit 103bl npenapata.

4. M3BnekuTe wnpuu u3 diakona.

5 ITomectnre KoHUMK WIMpHLA 3a 1EKy ¥ MeaeHHO HamaBIMBaliTe Ha MOPLUEHb IUIPHULIA,
TOCTENEHHO MpornateiBas npenapar. He HajaBivBaiiTe Ha MOPLIEHb CIAMIIKOM CHJBHO U He
HanpasJIAATe WIPHLL HA 3a[HIOI0 CTEHKY [JIOTKH, NOMaJaHUe CTPyH pacTBopa Ha 3a/lHIOK0 CTEHKY
FJIOTKM MOXKET BbI3BATh YAYyLIbE.

6. [loBTopuTe 3Tansl 2-5 10 nonyyYeHMs NOTHOM 1036,

7. [Tocne ucnonb3oBanus u3BieknTe WNpUL U3 HIAKOHA M TILATENbHO MPOMONTE YUCTOM
BOJIOH. [T03BOJIBTE WNPHILY MOTHOCTBIO BBICOXHYTH [0 CIIEAYIOLIErO MCTIOIb30BAHMS.

8. [1n0THO 3akpoiite dh1akoH KphILIKOIA.

IToGounoe geiicTBue

Onncannble HWKe HeKeNaTelbHble PEAKLUMM OTMEYATHCH npu jeyenun BUY-undexunu
JIAMUBY THHOM.

Hexenatenbhbie peakuuu, oueHeHHble KAk CBS3aHHbIE WM BO3MOXKHO CBSI3AHHBIE C Tepanuei
TAMUBYIIMHOM, NEPEHUCIICHbI HIXKE B COOTBETCTBUM € MOPAXKEHHEM OPraHOB M CHCTEM OPraHoB U
4acTOTOH BCTpeyaeMOCTH. YacToTa BCTpeyaeMoCTH omnpeensiercs creayommum obpa3oM: o4eHb
yacto (= 1/10), wacto (> 1/100, < 1/10), newacro (> 1/1000, < 1/100), peako (> 1/10 000, <
1/1000), ouens peako (< 1/10000). B mpeaenax kaxoii KaTeropuM 4acCTOThbl HEXeNaTelbHble
PeaKL1u NPEeACTaB/ICHBI B MOPAAKE YObIBAHUS CEPbE3HOCTH.

Yacmoma scmpeuaemocmu nescenamensusix peaxyuii

Hapywenus co cmoponvi kposu u numpamuveckoii cucmemp

Heuacro: nelitponenus u anemus (MHOra B TSXKen0ii bopme), TpomboLUTONEHHUS.

OueHb pe/IKo: HCTHHHAS SPUTPOLIUTAPHAS AllIA3H.

Hapywenus co cmoponvi obmena sewecmes u numanus



Yacro: runepnakratemus.

OueHb penko: 1aKToaLua03.

Hapywenus co cmoponst nepeénoii cucmemvi

Yacro: ronoBHas 60J1b, 6eCCOHHMULIA.

Ouenb peako: nepudepuueckas HeHponaThs, B TOM YMCIIE MAPECTE3HH.

Hapywenus co cmoponwl Ovixamenvnoii cucmemoi, 0p2an08 2pYyOHOTl KIemKU U Cpedocmenus
Yacro: Kauesb, Ha3aJbHbIE CHMIITOMBI.

Hapywenus co cmoponw scenyoouno-kuueunozo mpaxkma

Yacro: TowHoTa, pBOTA, GOMIB MM ClIA3MBI B KHBOTE, 1UAPES.

Pezko: nankpeaTut, noBbillieHe aKTHBHOCTH ChIBOPOTOYHOM aMHJIa3bl.

Hapywenus co cmoponvi nevenu u scenveevigodnuux nymei

Heuacro: TPaH3UTOPHOE TMOBBILLIEHUE aKTUBHOCTH MEeYEHOUYHBIX bepmeHTOB
ananvMHamuHoTpaHcdepassl (AJIT), acnapratamunorpancdepassl (ACT).

Penxo: renarur.

Hapywenus co cmoponst koducu u nookosicHvix mraneil

YacTo: cbinb, aqoneums.

Pesiko: aHrmoHeBpoTHYECKHT OTEK.

Hapywenus co cmoponvi ckenemno-muiuteunoii u coeOunumenvroii mxanu

YacTo: apTpanrus, MbllLEYHbIE HAPYLLIECHHS.

Penxo: pabnomuonus.

Obwue paccmpoiicmea u napywenus 6 mecme 68edeHus

YacTo: uyBCTBO ycTanocTi, HeAOMOranue, TMXOpaKa.

3aperncTpUpoBaHbl  Clyuad pPa3BUTHS OCTEOHEKPO3a, B YacCTHOCTH, y TNauueHTOB ¢
obulenpu3HaHHbIMA (haKTOPaMH PHUCKA, HA MPOABUHYTOH CTaiuM BUY-undexunn uau npu
JUTMTE/IBHOM KOMOMHHPOBAHHOM aHTHPETPOBUPYCHOI Tepanuu. YactoTa BCTPEYaEMOCTH 3TOrO
SBJIEHUS] HEU3BECTHA.

Bo Bpems npoBeneHMs aHTHPETPOBMPYCHON Teparmiu MOKET OTMEYaThes YBEJIMYEHHE MaCChl
TeJa, a TAKKE MOBBILIECHHE KOHLUEHTPALMH IJTFOKO3bI U JIUIIUAOB B KPOBH.

Y BHUY-uHOUUMPOBAHHBIX MALMEHTOB C TSKEIbIM MMMYHOAE(DULMTOM Ha MOMEHT Hauaia
KOMOMHMPOBAHHON aHTHPETPOBUPYCHOM Tepan1u BOIMOXKHO Pa3BUTHE BOCHATHTE BHOI peakuuu
Ha (poHe OecCUMNTOMHBIX OMMOPTYHUCTHYECKUX HH(EKLIMHA UM MX OCTATOUYHBIX SIBJICHHIL. Takoke
ObLIM 3aperncTpUPOBaHbl Cllyyan pa3BUTHS ayTOMMMYHHBIX 3a60/1eBaHMil (nanpumep, 6ose3Hb
['peiiBca, ayTOMMMYHHBIH renaTut) Ha (OHE BOCCTAHOBIIEHHS UMMYHMTETA, OJIHAKO BpeMsl
NMEPBUYHBIX MPOABICHUI BapbUPOBAIO U 3a00NI€BaHHE MOIJIO BO3HMKATh 4YePe3 MHOTO MECSLIER

[10CJIE HavaJjia Tepanuu.
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Letu

669 nereit B Bo3pacte oT 3 mecsues 10 17 ner, uuduunposannbix BUY-1, kotopsle momyyaiu
abakaBup W JaMHBYAMH OJMH WJIM [Ba pa3a B CYTKM, NPUHUMAIHM y4acTHE B HCC/IEAOBAHUMU
ARROW Trial (COL 105677). Y nauueHTOB A€TCKOrO BO3pacTa, NPUHUMABLLIHX nperiapar oJMH
MM JIBa pa3za B CYTKH, HE ObLIM BBIABJICHBI JOMOJIHUTEIbHBIE MPOGIEMbI, CBS3aHHbIE C
0€30MacHOCTbIO, M0 CPABHEHHIO CO B3POC/IBIMU NMaLlMEHTAMHU.

Ilepeno3supoBka

Cumnmomol u npuznaxu

Mmetotest orpaHuyeHHble JaHHBIE O TMOCNEACTBUSX OCTPOH MEPEIO3UPOBKM JAMUBYLMHA y
yenoseka. Cilyyau J€TaJbHOrO MCXOJA HE YCTAHOBJIEHBI, COCTOSHHE BCEX MALMEHTOB
Hopmanu3oBanock. Kakue-nubo crneuuduueckne npusHaKd WM CHUMITOMBI MEPENO3UPOBKHU
JIAMUBY/IMHA HE BBISBJICHBI.

Jleuenue

B ciiyyae nepeno3upoBku cienyer KOHTPOJIUPOBATH COCTOAHHME MALMEHTA U M0 HEOBXOAUMOCTH
MPOBOAMTL CTAHAAPTHYIO MOAACPIKUBAIOLIYIO Tepanuio. [10cKonbKy TaMUBYIMH BBIBOAUTCS U3
OpraHu3mMa C TMOMOLIBIO JAWANM3a, [UIs JIEYEHHS MEePelO3UPOBKM BO3MOXKHO [PUMEHEHHE
HENPEPBIBHOTO reMOMann3a, OJAHaKO CrieLManbHble UCCIIE0BAHUS HE MPOBOIMINUCD.
B3aumopeiicTBue ¢ 1pyrumu JiekapcTBEHHbIMU CPEICTBAMHU

HcenenoBanms iekapcTBEHHbIX B3aMMOICHCTBHIA GbLITH MPOBEAEHBI TOIBLKO C yHacTHEM B3POCIIbIX
MaLKUEHTOB.

Meraboiiieckoe B3auMoeHCTBHE TaMMBY IMHA C APYTHMHU NpENapaTaMi MaTOBEPOSTHO B CBS3H
C €ro HE3HAYMTEIbHBIM METa00IM3MOM, OTPaHHYEHHBIM CBSA3bIBAHMEM C GeJIKaMH M1a3Mbl KPOBH
M MIPAKTUYECKH MOJIHBIM BBIBEJEHUEM Yepe3 MOYKH B HEU3MEHEHHOM BH/IE.

OnHoBpeMeHHOE MPUMEHEHHE KOMOHHALIMM TPUMETONPUM + cyibhaMeTokcason B 103e 160 mr +
800 Mr (Ko-TpMMOKCa3011) MPUBOAMT K MOBBILIEHHMIO SKCMO3MLMM JaMUByAHHA Ha 40%, 4TO
00yCJIOBJIEHO HAJIMYUEM TPUMETONPUMA; HAJTMUKE CyIb(GAMETOKCa30/1a He OKa3bIBAET BIMAHHE Ha
hapmakoxkuHeTHKy JnamuByAMHA. OJHAKO, 3@ MCK/IIOYEHHEM [MALMEHTOB ¢  MOYEYHOM
HEI0CTaTOYHOCTBIO, KOPPEKLHs /03bl JaMUBYJMHA He TpeOyercs. JlaMMBYAMH He OKa3biBaeT
BIMSHNE HAa (DapMAKOKMHETMKY TpUMETONpuMa WM cynbdameTokcasona. B ciayuae, korza
ONHOBPEMEHHOE MPUMEHEHHE KO-TPUMOKCA30/1a SBISETCS OMNpPaBlaHHBLIM, MALMEHTbl JAOJKHbI
HaxXOIMTbCA MO KIMHUYECKMM HabmoaenueM. Creayer usberaTb COBMECTHOrO MPUMEHEHMS
JlaMUBYJIMHA C KO-TPUMOKCA30JIOM B BBICOKMX [03aX AJISi JIEYEHUS TMHEBMOHMH, BbI3BAHHOM
Pneumocystis jirovecii, u TOKCOMIa3Mo3a.

Cnenyer y4uTbiBaTh BO3MOKHOCTh B3aMMOLEHCTBHA JIAMMBYAMHA C JPYTMMH OJHOBPEMEHHO

MMPUMEHACMBIMU JIEKAPCTBEHHBIMU npenapatamMu, B 0COOEHHOCTH TEMHU, Y KOTOPBIX OCHOBHBIM
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MEXaHW3MOM BbIBEICHUA ABJIACTCSA aKTHBHAS KaHAIbLEBAs CEKPELIMS Yepe3 CUCTEMY TPaHCMopTa
OpraHMYeCKUX KaTHMOHOB (Hampumep, TpumeTonpum). Jlpyrue JAeiicTBylolIMe BelecTsa
(Hampumep, PaHUTHAMH, UMMETHIMH) JIMUIb YaCTHMYHO BBIBOAATCA C MOMOLIBIO YKA3aHHOIO
MEXaHW3Ma W HE B3aUMOJCHCTBYIOT C JIaMMBYAMHOM. AHAJOrM HYKJIEO3MIAOB (Hampumep,
AMAHO3MH, 3UJIOBY/IMH) HE BBIBOJATCS MOCPEACTBOM AaHHOIO MEXaHM3MA, U MX B3aUMOJIEHCTBHE
C JJaMHMBYIMHOM MaJIOBEPOSITHO.

I1pu onHOBpeMEHHOM NpUMEHEHUH TAMUBYIMHA U 3UA0BYIMHA HabMoaeTCs yMepeHHoe (Ha 28
%) yBenndyenue Cmax 3MAOBYAMHA B IUIa3M€ KPOBH, MPU ITOM 06wWIAs 3KCO3MLIMS (AUC)
CYLIECTBEHHO HE U3MEHSETCS. 3UAOBYIMH HE BIUSET Ha (papMaKOKHHETHKY JaMUBYAMHA.
IMpenapar Amusupen® e crenyer npunnumarts OJTHOBPEMEHHO C IPYyrMMHU aHAIOraMH LIMTHIMHA,
TaKMMH KaK SMTPULIMTA0KMH, B CBA3M C €r0 CXOJACTBOM C JaHHbIMHU mpenapaTamu. Kpome Toro,
npenapat AmuBupeH® He crelyeT NpPUHAMATh C JHOOBIMHU JAPYTMMH  JIEKapCTBEHHBIMU
npenaparamu, CoAepKalluMU JTaMUBY IHH.

In vitro namMuByaMH MHTHOMpYET BHYTPHKIETOYHOE (ochopHIMpOBaHHe K1aapuOuHa, 4TO
obycnaBiuBaeT MOTEHLUMANbHBIA pPUCK mnoTepu 3 (heKTHBHOCTH KiaapubuHa B cilydae
KOMOWHUPOBaHHUS B YCIOBUAX KJIMHUYECKOH NPakTHKH. HeKOTOpbie KIMHUYECKHE JaHHbIE TAKKE
MOATBEPKAAIOT BO3MOXKHOCTb B3aMMO/CHCTBHS MEXK/LY JTAMHUBY IMHOM M Ki1aApuGuHoM. [Toatomy
OHOBPEMEHHOE MPUMEHEHHE JIAMUBY/IMHA U KJ1alpUOHHa HE PEKOMEH 10BaHO.

Llutoxpom CYP3A He BoBieueH B MeTaboNM3M JaMHBYIMHA, [I0O3TOMY B3aUMOJEHCTBHUE C
JICKapCTBEHHBIMU MpenapaTaMu, KOTOpble METabOJM3MPYIOTCS 3TOH CHCTEMOil (Hampumep, ¢
MHIHOMTOPAMHU MPOTEa3bl), MATOBEPOSATHO.

OnHoBpemeHHOE NpUMeHeHHe pacTBopa copburtona (3,2, 10,2 r, 13,4 I) ¢ OAHOKPATHO#M 10301
namuByanHa 300 Mr B opme pacTBopa 11t pUeMa BHYTPb y B3POCIBIX 310POBbIX 1006pPOBOJIbLIEB
MIPUBOJMIIO K N10303aBUCMMOMY CHIXKEHHIO 3Kcno3uuuu namuByauHa (AUC.) Ha 14%, 32% u
36% u Cmax namuByaumHa Ha 28%, 52% u 55%. [lo BO3MOKHOCTH cienyer uzberartb
OZHOBPEMCHHOIO TPUMEHEHMS JIaMUBYJAWHA M COpOMTOJI-COlEpXKALUMX MpenapaToB, U0
C/ICZYeT pacCMOTPETh BO3MOKHOCTb (0JI€€ 4acTOro KOHTPOJIsS BMPYCHOH Harpysku BUY-1 B
CllydasX, KOraa HEBO3MOXHO M30ekKaTh IMTENbHONO OAHOBPEMEHHOrO MNPUMEHEHMS 3THUX
npenapaTos.

Ocobble ykazanus

[Ipumenenue npenapata AMusupen®™ B kauecTBe MOHOTEpAIUU He PEKOMEH1yeTCs.

Ilepeoaua BUY-unpexkyuu

Xots 6bI0 10Ka3aHO, YTO 3 (HEKTHBHOE MOJABIEHHE BUPYCA C [IOMOLIBIO aHTUPETPOBUPYCHOIA

TEpanuu CylmEeCTBEHHO CHUXKAET PHUCK N€penavyu BH1Y APYTUM JIFKOASM IIPU MOJIOBBIX KOHTAKTax,
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MCKJIIOYATh 3TOT PUCK MOJHOCTHIO HEb3s. [109TOMy nauueHThl JOKHBI POA0JKATH COOMIOAATD
COOTBETCTBYIOLUME MEPBI MPEAOCTOPOIKHOCTH.

Hapywienue (pynxkyuu novex

Y MauueHToB ¢ HapylIEHWeM (YHKUMHM MOYEK CPEAHEH W TSKENOH CTeneHH KOHLEHTpaLus
namuByauHa B r1asMe kpoBu (AUC) noBeilieHa BCIECTBUE CHIDKEHUS KIMPEHCA IaMUBY IMHA,
MO3TOMY TaKWM nauueHTam TpedyeTcs KOppeKiHs 103bl.

Tpoiunas nykneozuonas mepanus

beuin mosyyensl cooGiienus o0 BBICOKOH 4acTOTe CllyvyaeB BHUPYCONOTMYECKOH Heyxaud
BO3HMKHOBEHMH PE3UCTEHTHOCTH HA PaHHEM 3Tale Npu MpueMe JaMUBYAMHA B KOMOMHALMU C
TeHo(oBMpa AU30MpoKeKaa GymapaToM M abakaBUPOM, a Takxke ¢ TeHODOBUPA AM3OMPOKCHIIA
(ymapaTom ¥ 1MIaHO3MHOM B PEXMME OJMH pa3 B CYTKH.

Onnopmynucmuyeckue ungexyuu

Y nauueHToB, MoMyyaloLyMX npenapat AMUBUPeH®™ WM Apyrue aHTUPETPOBUPYCHbIE rnpernaparsl,
MOTYT pa3BUTbCA ONMMOPTYHUCTHYECKHE WH(EKLMHU MM apyrue ocinoxkHeHnss BUY-undpexumu,
MO3TOMY MAaLMEHThI JOKHBI HAXOAMTBCS MO/ TIUATENbHBIM HabII0eHHEM Bpayei, UMEIILHX
OMBIT JieueHus nauueHToB ¢ BUY-accouumnpoBanHbiMu 3a60/1€BAHUAMM.

Hanxkpeamum

OnucaHbl peikne cllydad pa3sBUTHA NAaHKpEAaTWTa NPU NpPUMEHEHMM npenapata Amuenpen®.
OzHaKo He yCTaHOBJIEHO, BBI3BAHO JIH 3TO OC/IOKHEHHE JEHCTBUEM JIEKAPCTBEHHOTO Mpernapara
WIIM SABJIAETCA CIEACTBUEM OCHOBHOIO 3aboneBanns — BUY-undexunu. Jleyenue npenaparom
Amuuper® Heo6X0AMMO HEMEUIEHHO NPEKPATUTh NPHU MOABIEHUM KIMHUYECKHX CUMIITOMOB
Win 1abopaTopHbIX AaHHBIX, CBHACTENbCTBYIOLIMX O Pa3BUTHH NaHKpeaTHTa (60Jb B XKHUBOTE,
TOLIHOTA, PBOTA WJIM MOBBIIEHUE 3HAUYEHUH OMOXMMMUECKMX MapkepoB). CrieqyeT npekpaTHTh
NpHUeM Mpenaparta 10 UCKJIFOUYEHHs AMarHo3a MnaHKpeaTur.

JIakmoayuoo3 u evipas@ceHHas 2enAMoOMe2anusn co Cmeamo3om

Mmerotes coobieHus o pa3BUTHH JIAKTOALMI03a U BBIPAXKEHHOH rernaToMeraain co CTeaTo3oM, B
TOM 4YHCIIE C JIETaJbHBIM HCXOJOM, BCIIEJCTBHE AHTHUPETPOBUPYCHOM Tepanuu aHajioramu
HYKJICO3UJI0B B BHIE OTAC/IBHBIX MpenapaTtoB WIM B KOMOMHALMH, BKJIOYAs JaMUBYAMH.
[Tono6HbIe ABIEHUS OTMEUATHCH INIABHBIM 00Pa30M Y JKEHIIMH.

KinHnyeckue CMMNTOMBI, KOTOPbIE MOTYT yKa3blBaTh Ha Pa3BUTHE JAKTOALM/03d, BKIIOYAOT
00111yt ¢1a60CTh, aHOPEKCHIO, CTPEMHUTENbHYIO HEOOBACHUMYIO TTOTEPIO MACCHI TEIA, CUMITTOMBI
MOPAXEHUA HKETYNOYHO-KULICYHOrO TpakTa (TOLIHOTA, pBOTAa M 0GOJb B )KUBOTE) W OPraHoB
JbIXaHHs (OJBILIKA M TAXMITHO3), HEBPOJIOTHYECKHE CUMIITOMBI (BKJIHOYAs MOTOPHYIO cn1abocTh).
Jlesenne aHamoraMu  HyKJI€O3MIOB HEOOXOAMMO NPEKPATMTh B  Clydyae pa3BUTHS

CUMIITOMATHUYECKOM runepaKkraTeMuu H MeTaboJIMYECKOro auuno:&a/namoauuaoza,
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MPOrpeccupyroLlel renatoMerani Uik OpICTPOro MOBBIIEHHS aKTUBHOCTH aMHHOTpaHcdepas.
Jlakroann103 00bIMHO pa3BUBAETCA MOCHE HECKOJIBKUX MecsLEB Jeuenus. Crnemyer cobmonars
OCTOPOXKHOCTb MPHU MPUMEHEHWH aHAJIONOB HYKJIEO3WAOB /sl JIEYEHMs J0O0ro mnaumeHTa
(0COBEHHO — KEHILMH C OKMPEHHEM) C IeraToMeraanei, renaTuToM Wi ApyrHMH H3BECTHBIMHU
(akTopamu pucKa TMOPaXeHMs MEUEHW W CTeaTo30M MeveHd (BKIIOYas NpUMEHeHHe
OMpeJIe/IeHHbIX JIEKAPCTBEHHBIX MpenaparoB U ynotpedaeHue aakoroJs).

Mumoxondpuansnan oucynkyua é pesynibmame 6HympuympooHozo 6030eiicmeus

AHAJIOrH HYKJICO3WI0B U HYK/IEOTH/IOB CIIOCOOHBI BBI3BIBATb PA3/IMUHYIO CTENEHb MOBPEKACHMS
MHUTOXOH/IpHii, YTO HauboJsiee SAPKO MPOABIAETCSA MPH NMPUMEHEHUH CTAaBYAMHA, AMJAHO3MHA M
3MI0BY/MHA. 3apPErMCTPUPOBAHDBI Clydau Pa3BUTHS MHTOXOHIAPHalbHOM aucdyHkumn y BUY-
OTPUUATE/IbHBIX I€TeH, MO/ABEPraBLIMXCs BO3/EHCTBUIO aHANIOMOB HYKJIEO3UA0B BHYTPHYTPOGHO
W/WIM TIOC/Ie POXKIEHHSA; IIaBHBIM 00pa3oM 3TH Clyuau GbLIM CBSI3aHbI CO CXEMAaMH JieueHus,
coaepKallMMu  3MI0ByAMH.  OCHOBHBIMM  HEXEJATENbHbIMH  peakUMAMH  SBISJIHCH
reéMaToJIOrHYecKne HapylieHus (aHeMMs, HEHTPONEeHWs)) ¥ HapylleHWs OOMEHa BELIeCTB
(rMrnepiakTaTeMus, —TUMEpAUNa3eMus). OTH  HEKeJaTelbHble pEakUWd  4acTo  ObUIH
TPaH3UTOPHBIMU. BbllM 3aperncTpupoBaHbl pefkne Ciyyau HEBPOJOTHYECKHX PAacCTPOMCTB ¢
MO3HMM Ha4ajoM (MOBBILIEHHWE TOHYCA MBILLL, CYJ0POrH, HapyLIEHUs MoBeaeHus). SIBastoTcs
JIM IaHHbIC HapYLICHUS TPAH3UTOPHBIMU MJIM MOCTOSIHHBIMH, B HACTOSILLEE BPEMSI HEM3BECTHO.
BeposiTHOCTb pa3BUTUS MUTOXOHIPHANBHOM AMCHYHKLUMM CleayeT paccMaTpHBaTh y JHOGOro
peOeHKa, MO/ABEpPraBUIErocs BHYTPUYTPOOHOMY BO3NEHCTBMIO AaHANOraMH HYKJIEO3MAOB M
HYKJI€OTHJO0B, C BBIPQKEHHBIMH KJIMHHYECKUMH CHUMITOMaMH HESICHOM JTHONOTMM, B
OCOOEHHOCTH HEBPOJIOTHYECKMMH paccTpoiicTBaMu. [Ipe/cTaBNeHHbIe JaHHbIE HE BAMAIOT Ha
TEKYIIME PEKOMEHIALIMM MO MPUMEHEHUIO aHTUPETPOBUPYCHOM Tepanuu y GepeMeHHbIX )KEHLMH
Ans 1pO(UIIAKTHKK BEPTUKAIBHOM nepenaun BUY-undexumn.

Macca mena u o6men eeuwsecme

Macca Tesia, a TaKKe KOHUEHTPALMS JTUITHIOB M [IFOKO3bl KDOBH MOTYT MOBBILIATECS BO BPEMSt
aHTUPETPOBUPYCHON Tepanvu. JTH U3MEHEHHS MOTYT ObITh YAaCTHYHO CBA3aHbI C KOHTPOJIEM
3abosieBaHus W 06pa3oM KM3HM. BbUIM MOMydeHbl JaHHbIE, TOATBEPHKIAIOLIME B HEKOTOPBIX
Cllydasx BAMAHHE TepanuMu Ha KOHUCHTPALMIO JUITUAOB, B OTHOILIEHUH YBEJIMYEHHUS MAcChl Tesa
TaKue laHHbIe OTCYTCTBYIOT. ClleayeT NPOBOANTE KOHTPOJIb KOHLIEHTPALMU JUMHUAOB U FTHOKO3bI
KpOBM B COOTBETCTBMM C YCTAHOBJICHHbBIMM pEeKOMEHAAUMAMU no Tepanuu BUY-undexummu.
Hapywenus naunuaHoro o6mMeHa HeoGX0AMMO KOPPEKTUPOBATH B COOTBETCTBMHU € KIIMHUUYECKUMH
NPOSABJIEHUSAMM.

Cunopom soccmanosnenus ummynumema
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Y BUY-uHQUUMPOBAHHBIX MALMEHTOB C TSKEJIbIM HMMYHOAE(DULMTOM Ha MOMEHT Hauaia
aHTUPETPOBMPYCHOM TEpanun BO3MOXKHO pa3BUTHE BOCHAIMTENbHOM peakuuMu Ha (oHe
OecCMMITOMHbIX ONMMOPTYHUCTUYECKUX WH(EKUMI MM MX OCTATOYHBIX SIBJIEHM, UTO MOMKET
CTaTb NPUUYMHOM CEPHE3HOrO YXYLIEHUS COCTOSHUS MM yCYryOneHus cuMnToMaTuku. O6bIuHO
9TH pEaKUMM BO3HUKAIOT B TE€YEHHE NEPBBIX HECKOJIbKMX HEENb WIM MECALEB MOCje Hayajaa
AHTHPETPOBUPYCHOM Tepanui. THNMYHBIMM TNPUMEPAMM  SBISIOTCS LMTOMEraloBUPYCHBIH
PETHHHUT, TeHepalu3oBaHHas W/WIK ouyaroBas MHMEKLMsS, BbI3BAHHAS MHKOGAKTEPUSMH, W
MHEBMOHHUS, BbI3BaHHas Preumocystis jirovecii (Tak)Ke€ HW3BECTHA KaK [HEBMOLMCTHAs
nuesmonus, [IIT). Tloseaenue moGbIX CUMNTOMOB BOCTaneHWs TpeGyeT HEeMewTEHHOro
obcnenoBaHus U, NpU HEOOXOAMMOCTH, JIEUEHHS.

AyTOoMMMYHHBIE 3a00/1€Banus (Takue Kak Gose3Hb ['peiiBca M ayTOMMMYHHbIH renatuT) Takke
HaO/moanCh Ha (POHE BOCCTAHOBJICHHS HMMYHHUTETa, OHAKO BPEMS TEPBUUHBIX MPOSBIECHUN
BapbMpOBAsIO, M 3a00JI€BaHHE MOIJIO BO3HMKATh YePe3 MHOTO MECSLEB N0C/IE HAyana Teparnnm 1
MHOI1a MMEJIO aTUIIMYHOE TeYEHHE.

3abonesanus nevenu

[Taunentsr ¢ xponuueckum renatutom B wuam  C, mnonyuaroume KOMOMHHUPOBaHHYIO
AHTUPETPOBUPYCHYIO TEPANHUIO, XapaKTEPU3YIOTCS MOBBILIEHHBIM PUCKOM Pa3BMTHS TAKEIbIX U
MOTEHUMANbHO  JIETANbHBIX HEXeJaTelbHbIX pEakUMi CO CTOpOHbI Tfe4yeHu. B cayuwae
COMyTCTBYIOLEH POTUBOBUPYCHOM Tepanuu renatuta B unu C ceqyer Takke 03HAKOMHUTHCS ¢
COOTBETCTBYIOLUMMH HHCTPYKLMAMHU MO NPUMEHEHHIO JaHHBIX JIEKAPCTBEHHBIX MPENapaTos.
PesysbTatTel KIMHMYECKMX HCCIENOBAHWH M JaHHBIE MOCTPErHCTPALIMOHHONO HaBII0ACHUS
YKa3blBAIOT Ha TO, YTO y HEKOTOPBIX MALMUEHTOB C COMYTCTBYIOUIMM XPOHHYECKUM BMPYCHBIM
renatutom B (HBV) npu ormene npenapata AMuupen® MOryT BO3HUKATH KIMHMUYECKME WM
nabopatopHble MpPU3HAKK pELMAMBA [eNaTuTa, KOTOPhlE MOTYT HMETh GoJee TAKesble
MOCJACACTBHUS Y TMALMEHTOB C JICKOMIIEHCHPOBAHHBIM 3a00J1€BaHHEM MeveHH. B ciiyyae oTMeHbl
npenapata AMUBHMPeH® y MaUMEHTOB C COMYTCTBYIOLIMM BUPYCHBIM rernatutom B crnemyer
paccMOTpeTh BO3MOXKHOCTB IMPOBEJCHHs [MEPUOAMYECKOTO KOHTPONIS (YHKLUMHM MEYEHH U
MapKepoB perIMKalluy BUpYyca renatura B.

Y MauMeHToB C yKe CyIIECTBYIOLMM HapylleHHeM QyHKLNU MeYeHH, BKIIOYas aKTUBHYIO GopMmy
XPOHHYECKOro remnaTura, OTMEYaeTcs yBEJIMYEHUE 4acTOThbl HapylleHHW (QYHKLMM NMEeYeHH BO
BpEMs POBEICHHST KOMOMHUPOBAHHOM aHTUPETPOBUPYCHO# Tepanuu. Takue NauneHThl 10JKHbI
HAaXOMUTHCA MOA HAaOMIOAEHHEM B COOTBETCTBMM CO CTAHAAPTHOH KIMHHYECKOH MPaKTHKOM.
Heobxoanmo paccMoTpeTh BO3MOKHOCTE PUOCTAHOBIEHHUS MM TPEKPALLEHNS JIeYEHUS B ciyyae
NPOABJICHUH yXyAlIeHHs 3a060/I€BaHUS MIEYEHH Y TAKMX MALUEHTOB.

Ocmeonekpos
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HecMoTps Ha To, 4TO 3THOMOrMS AAHHOrO 3a60/eBaHUs SBISETCS MHOrodakTopHoit (BKItOYas
MpUEM  [IIOKOKOPTUKOCTEPOM/IOB, yMOTPEOIEHHE alKOros, TSKEMYI0 HMMYHOCYIPECCHIO,
BBICOKHMI MH/EKC MacChl TeJa), Clyyau OCTEOHEKPO3a yallle BCErO BCTPEUAnuCh y NALHEHTOB Ha
npoaBMHYTOH cTaguu BUY-undexunn w/unm anuTensHo npuHUMaBLINX KOMOMHUPOBAHHY IO
aHTUPETPOBUPYCHYIO Tepanuio. [Taunentam ciesyer o6patuThes K Bpauy, €M OHU HCITBITHIBAIOT
0011 M CKOBAHHOCTh B CYCTaBaX WilM TPYJAHOCTH MpPH JIBHKEHHH.

Caxapnotit ouabem

[TaumenTos ¢ caxapHbiM 11aGeTOM ClelyeT yBEAOMMTH O TOM, YTO 03 [penapara aJis B3POC/IBIX
(150 Mr =15 mu) conepskuT 3 I caxaposbl.

[lpuem npenapata Amusnpen® B dopme pactBopa a1 mnpuema BHYTPb TPOTHBOMOKAa3aH
MAaUMCHTaM C TaKAMHM HACIEACTBEHHBIMHU HAPYIIEHHSMH, KaK HENEPeHOCHMMOCTb ()PYKTO3bI,
TJIFOK030-rajlakTo3Has MaibabcopOums, nin npu aeduuure caxapasbl/u3oManbTasbl.

Ipenapar  Amusupen® B dopme pacTBopa Ui [pUeMa BHYTPb TakXKe COAEPIKHMT
METHINAaparuapoKCHOCH30aT M MPONHINAPArHAPOKCHOEH30aT, KOTOpble MOFYT BbI3BIBATH
aJJIepruyecKue peakinu (BO3MOMKHO, 3aMEIIEHHOTO THIa).

Bsaumooeiicmeue c opyzumu nekapcmeennvimu cpedcmeamu

Ipenapar Amusnpen® He cnenyer npumeHsTb OZIHOBPEMEHHO C IpenapaTamu, COAEp)KallMMH
JIAMUBY 1IMH UM SMTPULIMTAOMH.

[TpumeneHue 1aMuBy1MHa B KOMOMHALMHN C KIAAPUGMHOM HE PEKOMEHIYETCH.

Oco0ble rpynnbl nauueHToB

Hemu

B KIMHHYECKHX MCCNEOBAHMAX y AeTeld, MOMyyaBIIMX JaMHBYIMH B dopme pactBopa s
pueMa BHYTPb OJNHOBPEMEHHO C APYrMMH aHTHPETPOBMPYCHBIMM MperapataMu B dopme
pacTBopa s IpUeMa BHYTPb, 4acTOTa CyNpPECCHM BUPYCa M SKCIIO3ULIMSA JIAMHUBYIMHA B IJ1a3Me
KPOBH OblLIM HUIKE, @ PE3UCTEHTHOCTh BUPYCA Pa3BMBAIACh Hallle, YEM Yy JETel, MOMyyaBLnx
npenapatel B popMe TabJIeTOK.

[Io  BO3MOXKHOCTH HEOGXOAMMO HCMONB30BATH  PEXKUM AHTUPETPOBUPYCHON  Teparuwu,
BKJIIOYaloUMi Bee npenaparel B popme tabnerok. Jlamuyann B gopme pacteopa s npuema
BHYTpPb, ~PUMEHAEMBIH  OJHOBPEMEHHO C  COPOMTOJ-COAEPKAUMMU  JIEKAPCTBEHHBIMH
fpenapaTamMu, C/I€AYeT NMPUMEHATh TOJILKO B TeX CJyyasX, KOrJa HEBO3MOXHO NMpUMEHEHHe
PEXHMa Teparny, BKIKOYaIOLIEro Bee npenapatsl B hopme TabaeTOK, U KOT/a M0/1b3a NPOBEACHHS
JICHCHHS NPEBBILLIACT BO3MOXKHBIC PUCKH, BKIIIOYAs HU3KHMI ypoBeHb cynpeccuu Bupyca. Cieayer
paccMoTpeTh HeoOXOAMMOCTh Gojiee 4acToro KOHTPOJS BHUPYCHOM Harpysku BHY-1 npwu
ONHOBPEMEHHOM  MPUMEHEHMHM JIAMMBYJAMHA C JUIMTEJBHO MPHMEHSEMbIMH COPOUTON-

COACpIKalllMMHU TIperiapaTaMu.
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Biinsinie Ha cnocoGHOCTB yNpaBasiTh TPAHCIOPTHBLIMH CpeaCcTBAMHU, MeXaHHU3MAMH
CreunaibHbIX MCCE/I0BAHMI 110 M3yYEHUIO BIMSHHMS CPEACTBA HA CHOCOGHOCTD YNpaBsTh
aBTOMOOMIIEM U JBUXKYLIMMUCS MEXaHU3MaMH He MPOBOAMIIOCH. Y UUThIBAS (apmakonoruyeckue
CBOWCTBA JTAMMBYIMHA, TAKOE BJMSHHE MaNOBEpOSTHO. TeM He MeHee, NPH OLEeHKe CNocoBHOCTH
MalKMeHTA yNPaBIATh aBTOMOOU/IEM/MEXaHU3MaMH CIIEYeT IPUMHMMATh BO BHUMAHUE €ro obliee
COCTOSIHHE, A TAKIKE XapaKTeP HEXKeNaTeTbHbIX peaki1il IaMUBY 1M HA.

®opma BbINycKa

PactBop 115 npuema BHyTph 10 Mr/mi.

Ilepsuunas ynaxoexa nexapcmeennozo npenapama

[To 240 M1 Bo (niakoHbI CTEKIISIHHBIE U3 CBETJIOTO WM TEMHOIO CTEKIa, YKYNOPEHHbIE KPbILIKO#H
BMHTOBOM NOIMMEPHO#H € KOHTPOJIEM MEPBOro BCKpbITHA. Ha (1akoHbI HAKIEMBAIOT STUKETKH U3
Oymar# STHKETOUHOM MM MHUCUel, MIIM U3 MOJMMEPHBIX MATEPUAIIOB, CAMOKIES LIHECs.
Bmopuunas ynaxoexa nexapcmeennozo npenapama

[To 1 ¢nakony BMecTe ¢ MHCTpyKuUMEl 1O NMPUMEHEHHIO U IINPULIEM-103aTOPOM MOMEILAIOT B
MauKy W3 KapTOHa [1A MOTPEOMTeIbCKO# Tapbl. [Tauki NOMEILAIOT B rPyNMNOBYIO YNaKOBKY.
YciaoBusi Xxpanenus

XpaHuTh npu Temneparype He Bbile 25 °C (Bo (akoHe).

XpaHuTh B HEJOCTYITHOM /ISl JIETel MecTe.

Cpoxk rognocru

2 roaa. [locne BekpbiThs diakona: 30 aHei.

He npumeHaTs no ucteueHMn cpoka rogHoCTH.

Yeao0BHst oTHyCcKa U3 anTek

OrnyckatoT no peuenry.

Buaajenen perncrpaunonnoro yaocrosepenus/Oprauuzaumsi, NpUHHMAOWAS npeTeH3uun
norpebduTeJiei

AO «®apmacunresy, Pocens, 664007, UpkyTckas o6, T. MpkyTck, yn. KpacHorBapaeiickas, 1.
23, oduc 3 / AO «Dapwmacuntesy, Pocens, 664040, r. UpkyTck, ya. P. JlrokcemOypr, 1. 184

Ten: 8-800-100-1550

AJipec 2J1eKTpOHHO# mouTsl: info@pharmasyntez.com

IIpousBoauTenn

AO «®apmacunres», Poccus.

IOpununueckuii aapec:

664007, UpkyTckas o611., . UpkyTek, yo. Kpacnorsapaeiickas, a. 23, opuc 3

AJpec NpoM3BOACTBEHHOM MIIOLIAAKHU:

r. Upkytck, yn. P. Jliokcembypr, 1. 184.



Ten.: +7 (3952) 55-03-55
@akc: +7 (3952) 55-03-25

Anpec 51eKTpoHHO# nouTs!: info@pharmasyntez.com
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