MUHUCTEPCTBO 3/IPABOOXPAHEHWSA POCCUMCKOW ®EJEPALIU

WUHCTPYKIUS S——
10 MEJIMLIMHCKOMY [TPUMEHEHMIO JIEKAPCTBEHHOFQ TTPEITARATA) /

JIJAMUBY IUH
Perucrpannonnslii Homep:
Toproeoe HanmenoBanue: JlaMuBy 11H.
Mexaynapoanoe HenmaTeHTOBAHHOE HJIH FPYNIHPOBOYHOE HAHMEHOBAHHE: JIAMUBY/IUH.

JlexapcTBenHas popma: pacTBOp Ui MprUeMa BHYTPb.

CocraB

1 M1 npenapaTa coaepKUT:

oeuicmeylowyee eewyecmeo. naMuByauH — 10,00 mr;

écnomozamenvuvie  eewjecmea: caxaposa — 200,00 mr, npomnunenrnukons — 50,00 wr,
mMeTuanaparuapokcudensoar — 1,80 mr, nponunnaparuapokcubenzoar — 0,20 Mr, JUMOHHas
kucnora (6e3Bognas) — 1,00 mr, Hatpus uurpara auruapar — 10,00 mr, apomartuszarop

k1y6HnuHbIN — 1,00 Mr, apomatuzatop 6aHaHoBbIi — 3,00 Mr, Boga ouniieHHas — 10 1,00 M.

Onucanue
[Ipo3paunbiii, OT GECLBETHOrO /10 CBETJO-XKENTOrO LBETa PacTBOp C KIyOHHYHO-OaHAHOBHIM

3arnaxom.

PapmakoTepaneBTHYecKas rpynna: npotuBopupycHoe [BUY] cpeacrro.

Koa ATX: JOSAFOS.

Papmako./10ruiecKkHe cBoHcTBa

DapmakoouHamuka

Mexanuzm oeticmeus

JlaMMBYy/IMH — aHaloOr HYKJIEO3MJOB, OONaJarolMi aKTUBHOCTBIO B OTHOIUEHMM BHpYyca
ummyHoziepumra yenopeka (BUY) u Bupyca remarura B (HBV). JlamuByaun noasepraercs
BHYTPUKIIETOYHOMY METab0IM3My ¢ 00pa3oBaHMEM aKTUBHOTO NMPOU3BOAHOTO — JJAMUBY/IMHA 5'-
tpudocdara. OCHOBHOI MeXaHM3M €ro AEUCTBUS — OJIOKMpPOBAaHME CHHTE3a LIEMH B MpoLecce
oOpatHoii  TpaHckpunuuu BHUY. Tpudochar obnagaer cenekTMBHOM HWHrUOUpyroOLIEH
aKTUBHOCTBHIO B OTHoweHuu peruimkauud BUY-1 u BHUY-2 in vitro, a Takxke akTUBHOCTBHIO B

OTHOUIEHUM PEe3UCTEHTHBIX K 3WAOBYJAMHY KIuHMuYeckux uzonstoB BHUY. He ormeuanocs



AHTarOHUCTHYECKUX 3(QEKTOB in Vitro MpU OJHOBPEMEHHOM TNPUMEHEHHWH JIAMHUBYIMHA U
JAPYTUX aHTUPETPOBUPYCHBIX TNpenapaToB (McciedoBaHHBIE BelllecTBa: abakaBHp, MUIAHO3WH,
HEBHUpPAINWH U 3UJIOBY/IHH).

Pesucmenmnocms

PesucrentHocte BUUY-1 k namMuByauHy oOycloBieHa 3aMeHON aMHUHOKMCIOTH MI184V,
pacroioKeHHOM OJIM3KO K aKTHBHOMY LIEHTPY BUpPYCHO# oOpaTHo# TpaHckpunTassl (OT). Dta
MyTalMs Hab/IoAaeTcst KakK B YCIOBUAX in vitro, Tak Uy BUU-1-MHPUUMPOBAHHBIX NMAlMEHTOB,
KOTOPBIM NPOBO/IMIIACh AHTUPETPOBUPYCHAs Tepamnusi, BKIIOYarolias TaMuByauH. [Tpu myTtauumu
MI184V 3HauMTEeNbHO CHWXXAeTCs YYBCTBUTEIBHOCTh K JIAMHBYAMHY M  CYLIECTBEHHO
YMEHbBLIAETCS CIOCOOHOCTh BHpYCa K pEIUIMKAlMM IO JaHHBIM HCCIeAOBaHWM in vitro. B
UCCJIEIOBAHMSAX N Vitro YCTAaHOBJIEHO, YTO PE3UCTEHTHBIE K 3UI0BY/IUHY U30JISTHl BUPyCa MOTYT
CTaHOBHUTBLCS BOCIIPUMMYMBBIMM K €ro JEHCTBUIO, €CIM y STHX H30JIATOB OJHOBPEMEHHO
Pa3sBUBAETCS PE3UCTEHTHOCTh K JIaMUBYJAUHY. O/IHaKO KIMHMYECKOE 3Ha4eHHEe MOJ00HBIX
U3MEHEHMI 10 HaCTOSAIEro BPEMEHU OKOHYATEIbHO HE OTNpPEeeIIeHO.

JlaHHele in vitro, Kak NMpaBUJIO, YKa3bIBAIOT HA TO, YTO MPOJODKEHUE NPUMEHEHHs JIAaMUBYAUHA
B COCTaBe€ aHTUPETPOBUPYCHOM TEpanuu, HECMOTps Ha pa3Butue MyTtauud MI184V, moxer
MPHUBECTH K IOSBIEHUIO OCTaTOYHOW aHTUPETPOBUPYCHOM aKTUBHOCTHU (BEpPOSITHO, B pe3yJibTaTe
YXYAIIEHUs PEIUIMKaTUBHOM crmocoOHocT BUpyca). KiMHMueckas 3HAaYMMOCTH OTHX
pe3yJbTaTOB HE YCTaHOBJEHA. B eHCTBUTEIBHOCTH, JOCTYINHBIE KIMHHYECKHE JaHHBIE OY€HBb
OrpaHHUYEHBbl U HE MO3BOJISIOT CJIeNIaTh O/IHO3HAYHBIN BHIBOJ B 3TOW oOnactu. B mobom ciyuae,
Hayajao IPHUMEHEHHsS HYKJICO3MIHBIX HHruOUTOpoB oOpaTHOW TpaHckpunrtaszel (HUOT), k
KOTOPBIM BHUPYC BCE €Il YyBCTBHUTEJIEH, BCET/la JOJDKHO OBITH Oojiee MpearouTHTEIEHEIM, YeM
NPOJIOJKEHHE TEpaIluM JTaMUBYIMHOM. Takum 00pa3oM, NpoJI0/DKEHUE Tepariu JIaMUBYIHHOM,
HECMOTpsi Ha nosBieHHWe MyTtauuum MI184V, crnexyer paccMaTpuBaTh TONBKO B Clydae
oTCcyTCTBUS Apyrux akTuBHBIX HUOT.

Myrtaums OT MI184V npuBOAMT K pa3BUTHIO NEPEKPECTHON PE3UCTEHTHOCTH TOJBKO K
aHTUpEeTPOBHUPYCHBIM MnpenapaTtam u3 rpynnsl HUOT. 3unoByauH u ctaByJuH COXpaHSIOT CBOKO
AHTUPETPOBUPYCHYKO aKTMBHOCT B OTHOWEHWM wrammoB BHY-1, pe3ucTteHTHBIX K
naMUBYAMHY. AOakaBUp COXpaHSET CBOK AHTHPETPOBHPYCHYIO AKTHBHOCTH B OTHOIIEHHH
mrammoB BHUY-1, pe3ucTeHTHBIX K JIaMUBYJIWHY, HUMEIOLMX ToJdbko MI184V wmyTtaumo.
[Mrammer ¢ myrammeit OT MI184V neMOHCTpUpPYIOT MeHee 4YeM 4-KpaTHOe CHHXKEHHE
YyBCTBUTEIBHOCTH K [M/IAHO3MHY; KJIMHUYECKOE 3HAUYEHHE STHX SBJICHHI HE YCTAHOBJIEHO.
Tectrl Ha uyBcTBUTENBHOCTE BUY K pa3nuyHBIM aHTUPETPOBUPYCHBIM Mpenaparam in vitro He
OblIM  CTAaHJAPTU30BaHbl, TMO3TOMY Ha MX pe3yJbTaThl MOTYT BJIMSATH pa3jiMYHbIE

METO/10JI0rH4ecKue (HaKTophl.



In vitro namMuBYIMH OKa3bIBaeT cJaboe LMTOTOKCHYECKOE JCWCTBME Ha JIUMQOLMTHI
nepudepryecKoil KpoBH, Ha YCTOWYMBBIE TUM(OLMTAPHEIE U MOHOLMTAPHO-MaKpodaraibHble
KJIETOUHBIE JIMHUU U PSJl KJIETOK-NPEIIECTBEHHUKOB KOCTHOTO MO3Ta.

DapmakoKuHemuka

Bcacwvisanue

JlaMUBY/IMH XOpOIIO BCACHIBAETCH M3 IKENYAOYHO-KHMIIEYHOTO TPakTa. BHOZOCTYNHOCTH
JaMUBYJIMHA Y B3pOCJIBIX MOCJE NpueMa BHYTpb 00b4HO cocTtaBnsieT 80-85 %. Ilocne npuema
BHYTPb Cpe/iHee BPEMS (tmax) JOCTHKEHUS MAaKCUMaTbHBIX KOHLUEHTpAIMi (Cmax) TaMHUBYIMHA B
CBIBOPOTKE KpPOBHM COCTaBJseT OKojgo | wvaca. Ha OCHOBaHWM JaHHBIX, MOJYYEHHBIX B
MCCJIEZIOBAHUM € YYAaCTHEM 3/0POBBIX J00POBOJIBLEB, MPU TMpPHUEME TEpaneBTHUECKOH 03Bl
150 mr nBa pasa B cyTku cpeanss (KB — koadduument Bapraimu) paBHOBECHas KOHLIEHTPALs
Cmax 1 Cmin TaMUBY/IMHA B 11a3Me KpoBU cocTaBisieT 1,2 mxr/mi (24 %) u 0,09 mxr/mn (27 %)
coorsercTBeHHO. Cpeansas (KB) AUC (riomaau mnoa  ¢apMakOKWUHETHYECKON KpHBOM
«KOHLIEHTpalLlMsA-BpEMsA») B MHTEpBajie MeXIy npueMamu 12 4acoB coctaBiseT 4,7 MKrX4/mi
(18 %). Ilpn TepanerThueckoi ao3e 300 mr oaun pa3 B cytku cpeanss (KB) paBHoBecHas
KOHUEHTPALUUS Cmax, Cmin ¥ AUC B uHTepBane Mexay npueMamu 24 wyaca COCTaBISIOT
2,0 mxr/ma (26 %), 0,04 mxr/mi (34 %) u 8,9 mxrxu/mia (21 %) cOOTBETCTBEHHO.

[Ipuem namuByaMHa BMECTE C MULIECH BBI3BIBAET YBEITUYEHHUE tmax U CHIKEHHE Cmax (Ha 47 %),
OJIHaKO He BIIMSIET Ha oOLLyI0 cTeneHb abcopOuuM TaMHUBYIMHA (PACCYUTAHHYIO Ha OCHOBAaHMH
senmuuHbel AUC). He oxupaercs, 4To mNpHeM U3MENbYEHHBIX Ta0JNeTOK ¢ HeOOJbIINM
KOJIMYECTBOM II0JIyTBEPAOH MUIIM WM KUIKOCTH MOBIHUSAET Ha (apMaKoJIOTHYeCKUe CBOWCTBA
npenapara M, CJIeIOBAaTEIbHO, Ha KJIMHUYECKMH 3¢ ¢eKkT. DTOT BBIBOJ OCHOBaH Ha (U3HKO-
XMMHMYECKMX M (PapMaKOKMHETHYECKHUX JaHHBIX TNPU YCIOBHH, YTO MALMEHT HW3MEJIbYaeT W
CMEUIMBAET C MUIIEH WM )KUAKOCTBIO 100 % TabneTku U NpUHUMaET He3aMeITUTENBHO.
CoBmecTHOE NMPUMEHEHME 3MIOBYIMHA MPUBOJUT K YBEJIUUYEHHIO SKCIO3MLMK 3UIOBYAMHA HA
13 % u yBennueHNI0 MaKCUMallbHOM KOHLIEHTPALIMK B T1a3Me KpoBH Ha 28 %. DTo sBlIeHHE HE
CUMTAETCS 3HAYMMBIM /11 6€30MaCHOCTH MALMEHTOBR M, CJIeI0BATEbHO, He TPeOyeT KOPPEKIIUH
J03.

Pacnpeoenenue

[Ipy BHYTpHMBEHHOM BBEIECHMM JIaMHUBYJWHAa OOBEM pacrpe/ielieHHsi COCTABJISET B CPEAHEM
1,3 n/kr, a mepuoj MoOJyBBIBEACHUS — B cpeHeM S5-7 4yacoB. CpeHMIl CHCTEMHBIM KJIHMpEHC
JaMUBYJIMHA cocTaBisieT npubausurensHo 0,32 n/u/kr, GOJNBIIYIO YacTh KOTOPOTO COCTABISIET

MOYEYHBIN KIIMPEHC Yepe3 CUCTEMY TPAHCNOPTa OpPraHMYeCKUX KaTHOHOB (Oonee 70 %).



JlamMuByIMH NPOSBNSET JIMHEHHYIO (papMaKOKUHETHKY MpPH MPUMEHEHHWHM B TepaneBTUYECKHX
7103aX U OTPAHUYEHHO CBA3BIBAETCA C aTbOYMUHOM I11a3Mbl KpoBH (<16 %—36 % 1o cpaBHEHHIO
C CBIBOPOTOYHBIM aJIbOYMHHOM B MCCIIEIOBAHUSX N Vitro).

Ha ocHOBaHMM HEMHOTOYMCIEHHBIX JaHHBIX YCTaHOBJEHO, YTO JIAMMBYAWH TIPOHHMKAET B
LeHTpasbHyto HepBHYIO cucteMy (LIHC) u cnimaHoMo3roByto sxuakocts (CMXK). Yepes 2-4 yaca
rocjie nepopanbHOro NpyuemMa COOTHOLIEHHE KOHLEHTpalumit namuByauHa B CMXK u ceiBopoTke
KpOBH cocTaBisno npubauzurensho 0,12. McTuHHas cTeneHb MPOHUMKHOBEHHMS, a TAKXKE CBA3b C
KJIMHUYECKOH 3 (PeKTUBHOCTBIO HEU3BECTHBI.

Buompancgopmayus

AxtuBHas dopMmyna JaMUBYAMHA, BHYTPHKJIETOYHBINH JaMHUBYAuHa Tpudochar, umeer Gosee
JUIMTEJIbHBIA KOHEYHBIN TEPUOJ MMOJYBbIBEAEHUS U3 KiIeToK (16-19 yacoB) mo cpaBHeHHIO €
MEPUOJIOM NOJTyBBIBE/IEHH €0 U3 M1a3Mbl KpoBH (5-7 yacoB). CornacHo JaHHBIM, NOJY4YE€HHBIM
ot 60 B3poCIIBIX 3/10pOBBIX A00POBOIBLEB, (hapMaKOKMHETUYECKHE NTapaMeTphl JIAMHUBYAMHA TIPH
npueme B 03¢ 300 Mr 1 pa3 B CyTKM B paBHOBECHOM COCTOSIHUM SKBHBAJIE€HTBHI TAKOBBIM MPH
npueme B 03¢ 150 mr 2 pasa B cytku no nokazarensiMm AUCzs U Cmax 471 JTaMUBYAMHA
tpudocdara.

JlaMuBYIMH NpeMMYILIECTBEHHO BHLIBOJAMUTCS B HEM3MEHHOM BHJE Moukamu. Mertaboauyeckue
B3aMMOJICHCTBHS JIAaMHUBYJMHA C JPYT'MMM JIEKAPCTBEHHBIMH TIpenapaTaMd MaJlOBEpPOSTHBI
BCJIEJICTBUE OrpaHMYEHHOro MeTabonn3ma B nedeHH (5-10 %) ¥ HU3KOM CTeNneHU CBA3BIBAHMS C
OenKaMu 11a3Mbl KPOBH.

Buvigeoenue

B uccneoBanusax ¢ yyacTueM MaieHTOB € NMOYEYHOH HEAOCTaTOYHOCTHIO OBLIO MOKA3aHo, YTO
HapyleHne (YHKLMM MOYeK BIMSET Ha BBIBEJICHHWE JaMHUBYAWHA. PeKOMEHIyeMblil pexum
JI03UPOBAHUA /IS NALIMEHTOB C KJIMPEHCOM KpeaTMHUMHa MeHee 50 MJI/MMH NpHBe/IeH B pasjelie
«Cnocob npUMEeHEHUs U 103b1».

B3aumoneiicTBue ¢ TPUMETONPUMOM, KOMIIOHEHTOM  KO-TPUMOKCa30Jia, TMPHBOJUT K
MOBBIIEHUIO 3KCTNIO3UIMK NamMuByAuHa Ha 40 % npu NpUMEHEHUW B TEPareBTUUECKHMX J03aXx.
Tem He MeHee 3a UCKITIOYEHHEM TNALMEHTOB C NMOYEYHOW HEAOCTATOYHOCTHIO, KOPPEKIHs 035
He Tpebyercs. CneyeT TIATeIbHO OLEHUBATh BO3MOXHOCTH OTHOBPEMEHHOTO MPUMEHEHHSI KO-
TPUMOKCa30J1a ¢ JAMUBYIMHOM Y MALMEHTOB C MOYEYHOM HEI0CTaTOUYHOCTHIO.

Ocobbie zpynnsl nayueHmos

Jemu

AbGcomoTHass OGMOJOCTYNHOCTh JaMMBYAWHA (npuMepHO 58-66 %) Obina Huke U Gosee
u3MeHuuBa y Jaered Mmiaaawe 12 ner. Ilpuem namuByauHa y gaereit B ¢opme TabneTok

OJJTHOBPEMEHHO C JIpyIT'MMH aHTHPETPOBUPYCHBIMHM MpenapatamMu B ¢opme TabieTok



obecneynpan Gosee Bbicokoe 3HaueHHe AUCs, M Cmax JAMHBYIMHA B IUIa3Me KPOBH I10
CPaBHEHHIO C PacTBOPOM i TpHEMa BHYTpPb, NMPUHUMAEMBIM OJHOBPEMEHHO C APYTHMH
AHTUPETPOBUPYCHBIMM TIpenapatamMu B (opMe pacTBopa s TNpuemMa BHYTpb. VY JeTeid,
MOJyyaBUIMX JIaMMBYAMH B ¢QopMe pacTBopa /i MpHeMa BHYTPb B COOTBETCTBHH C
PEKOMEH/IOBAHHBIM PEXUMOM JI03MPOBaHMA, Oblla JOCTUTHYTa 3KCIO3MLMS JaMHBYAMHA B
njasMe KpOBM, 3HA4YE€HWs KOTOPOM HaXOJWJIWCh B JMana3oHe, IOJIy4EHHOM Yy B3POCIBIX
MalMeHToB. Y JeTeil, NMPUHMMAaBIIMX JaMUBYAMH B (opMe TableTOK B COOTBETCTBHH C
PEKOMEH/I0OBAHHBIM PEXHUMOM JI03UPOBAHMS, HKCMO3WLMS JTaMUBY/IMHA B TUIa3Me KpPOBHM Oblia
BBIIE, YeM Y JeTed, NMPUHUMABLIMX JIAaMUBYJIMH B (oOpMe pacTBopa Ui IpUEMa BHYTPB,
MOCKOJIBbKY B popMe TabIeTOK NMaLMeHThl MOMyyatoT Oosee BBICOKHE JI03bl B NIepecyeTe Ha MI/Kr
Macchl Tena, M JaMMBYAMH B ¢opMe TabNeTok XapakTepusyercs 0Ooliee  BBICOKOIA
OMO0CTYTHOCTBIO. B CBA3M ¢ yKa3aHHBIMHU pa3NMYUsIMU PEKOMEH/yeMas 1032 JIaMUBYAUHA [
aeteii (B BozpacTe cTapuie 3 MecsAleB U Maccoii Tena meHee 30 kr) coctaBisieT S MI/Kr 2 pasa B
CYTKH.

DapMakOKMHETMYECKME HCCIIE€[IOBaHUA TNpPUMEHEHUs JaMUByIAuHa B (opme pacTBopa ais
npuemMa BHyTpb U B popme TabieTok y JeTei mokasaiu, 4To MpueM mpenapara | pa3 B CyTKH
skBHMBasieHTeH 1o nokaszaremo AUCo24 npuemy npenapara 2 paza B CyTKM B TO# ke o0mei
cyTouHoi no3e. JlaHHBIX NO (hapMaKOKMHETHUKE Npenaparta y JeTeil B BoO3pacTe MIajiue
3 MecAlEB HENOCTaTOYHO. Y HOBOPOXIEHHBIX Ha TMEpPBOM HeJleNle JKU3HU BCIEICTBHE
HE3peJIOCTH BBIACIUTEIbHON (YHKIMH TOYEK M HENMOCTOSHCTBA IMOKasarenei abcopOuuu
KJIMPEHC JIAMUBY/IMHA NIPU NIPUEME BHYTPh CHW)XKEH IO CPAaBHEHHUIO C JeTbMHU OoJiee cTapuiero
Bo3pacTa. Takum oOpa3om, Ui OOCTHXEHHUS OAMHAKOBOro 3ddexrTa y B3pOCIHBIX M AeTei
PEKOMEH/I0BaHHas /103a /U1 HOBOPOXK/IEHHBIX COCTaB/IseT 2 MI/KT 2 pa3a B CyTKH. JlaHHBIE MO
NPUMEHEHHMIO TIPENapara y HOBOPOX/IEHHBIX cTapiue | He/ielnu OTCYTCTBYIOT.

Ilayuenmur nodxcunozo éospacma

JlaHHble 10 hapMaKOKMHETHKE JJAMUBY/IMHA Y TIALIMEHTOB cTapiue 65 JIeT OTCYTCTBYIOT.
Ilayuenmul ¢ Hapywienuem gyHKkyuu noyvex

V nauMeHTOB ¢ HapylleHHWeM (YHKLMH IMOYeK KOHLEHTpalWs JIaMUBYAWHA B TUIa3Me KPOBHU
(AUC) nossleHa BCJIEACTBHE CHHXKEHHOTO KiIMpeHca. [lanmeHTaMm ¢ KJIMPEHCOM KpeaTHHHHA
meHee 50 MJI/MMH 103y JJaMUBYIMHAa HEOOXO/IMMO YMEHBIIATh.

Ilayuenmoi ¢ Hapywenuem QyHKyuu neveHu

JlaHHble O TNPUMEHEHHMH JIAMUBYJMHA Y TALMEHTOB CO CpEeAHEH M TSKENOW CTeNeHbIo
HapylleHus (QYHKUMM TEYEHHM CBUJCTENBCTBYIOT O TOM, YTO HapylleHHe (GyHKUMH MeYeHH

CYHWIECTBEHHO HE BJIMACT Ha q)apMaKOKI/IHCTPle JIaMHUBY/JIUHA.



bepemennocmy

DapMaKOKMHETHKA JJAMUBY/IMHA MPU OEPEMEHHOCTH HE OTJIMYAeTCs OT ero apMaKOKMHETHKH B
ciyyae OTCYTCTBUA OepeMeHHOCTH. KOHLEHTpauus &aMHBYAHWHa B CHIBOPOTKE KPOBH
HOBOPOJX/ICHHBIX JIETE Ha MOMEHT POK/EHHUS Obla Takas e, Kak B CBIBOPOTKE KPOBH MaTepH
¥ MYNOBUHHOM KPOBHM Ha MOMEHT POJOpPa3pelleHHUs], YTO COracyeTcs ¢ JaHHBIMU O MMAaCCHBHOM

ITPOHUKHOBEHHH JIAaMUBY/IUHA YE€PE3 IIALICHTY.

IlokazaHus k NpUMeHeHH IO
Jleuenne BHY-undexunm B cocTaBe KOMOMHHPOBAaHHOW aHTHPETPOBHPYCHOM Tepanuu y

B3POCJIBIX U JIETEH.

IIporuBonoka3sanus

- TOBBILICHHAsA YYBCTBMTEJILHOCTh K JIAMUBYJIMHY WM JHOOOMY JApyromy KOMIIOHEHTY
npernapara;

- BO3pacT Mmiajue 3 MecslEeB BCIEACTBUE TOrO, YTO JaHHbIE MO NPUMEHEHWIO Mperapara B
3TOM BO3PACTHOM IpyIlNe OrpaHUYEHbI;

- aepuuUMT caxapas3bl/M30MaibTa3bl, HENEPEHOCUMOCTh (PYKTO3bI, IJIKOKO30-TaJaKTO3Has

MaJibabcopOLus.

IIpumenenne npu 6epeMeHHOCTH H B MEPHO/] IPYAHOI0 BCKAPMJIMBAHHS

bepemennocmeo

Kak mpaBuio, npy NpUHATHU pelleHUs] 00 MCMONIB30BAHUM AHTUPETPOBUPYCHBIX MPErNapaToB
ans neyenus BUY-undexuny y 6epeMeHHbIX JKEHIIUH U, KaK CIE/ICTBHE, /Ul CHUKEHHUs PUCKa
BepTHKaibHOW nepenaun BUY-uHpexumn HOBOPOXKIEHHOMY CllelyeT YYHMTBHIBAThH JIaHHBIE
MCCJIC/IOBAHUI Ha JKMBOTHBIX, a TAaKK€ KIMHUYECKHH OMBIT INMpPUMEHEHHUs y OepeMeHHBIX
JKEHILHMH.

HMccnenoBanus no NpUMEHEHMIO JIAMUBYJMHA Y JKMBOTHBIX I0Ka3ajM YBEJIHMYEHHE pPaHHEH
3MOPHOHAJIEHOW CMEPTHOCTH Y KPOJIMKOB, OJHAKO y KpPBIC JaHHBIA >(dekT He Habmomacs.
Be1j10 ycTaHOBNIEHO, UTO Y YeTOBEKa BO3MOXKHA Nepejaya JIAaMUBY/IMHA Yepe3 MJIALEHTY.

V GepeMeHHBIX JKEHIIMH, MOTy4YaBIIMX JaMUBYIHH, Gosiee 1000 ucXon0B GEPEMEHHOCTH MOCTIE
NpUMEHEHUsT BO BpeMs nepBoro tpumectpa U 6onee 1000 ucxoqoB OepeMeHHOCTH TMOCHe
NPUMEHEHUS BO BpeMs BTOPOTO M TPETBEr0 TPUMECTpa JAEMOHCTPUPYIOT OTCYTCTBHE
Manb()OpMaTHBHOrO M (heTalbHOrO/HEOHATAIBHOTO BO3/IeWCTBUS. JleKapCTBEHHBIN Npenapar

HaMHByIIl/lH MOXHO TIpUHUMaTb BO BpEM: 6epeMeHHocm B Cllydyae KJIMHUYECKOM



HeoOXxoaumocTH. Ha ocHOBaHMM JOCTYNHBIX JaHHBIX MOXKHO C/€JaTh BBIBOA O TOM, YTO TpH
MPUMEHEHHH NpenapaTa JIJaMuByIMH y yeloBeKa PUCK BPOXKAECHHBIX MATOJIOTHI MaJIOBEPOSITEH.
s BUY-uHQUUMpPOBAHHBIX JKEHIIMH C KO-WHEKLMeH remnaTturta, MOJYYaroluX Teparuio
JIaMHMBYJIMHOM, B Cjly4yae€ HacTyIUIeHHs OEPEMEHHOCTH CJEAYeT YYHMTBIBAaTh BO3MOXHOCTH
peuM/IMBa renaTuTa nocje NpeKkpalieHus IPUMEHEHHs TaMHUBY IHHA.

Mumoxonopuanvnas oucgynxyus

B uccnenoBanusx in vitro v in vivo 6pU10 MPOAEMOHCTPUPOBAHO, YTO aHAJIOTH HYKJIEO3UI0B H
HYKJIEOTH/IOB CTOCOOHBI BBI3BIBATH MOBPEXKIECHUS MHTOXOHJAPHH pa3NM4HON cTeneHH. Buuim
3aperucTPUPOBaHbl COOOIEHNS O MUTOXOHAPHUATBHOM AMCHYHKIMH Yy JeTeid, MoABepraBIInxcs
BO3/IEMCTBHMIO aHAJIOrOB HYKJIEO3M/10B BHYTPUYTPOOHO M/WIIK B MOCJIEPOI0OBOM TIEPHOJIE.
Ilepuoo zpyonozo éckapmnusanus

[Tocne npuema BHYTpb JIaMUBYJAMH BBIJENSETCS B TPYJAHOE MOJOKO B KOHIEHTpALMsX,
aHAJIOTMYHBIX  KOHLEHTpauMsAM, OOHapyKEHHbIM B CBIBOPOTKE KpoBH. Ha ocHoBaHuu
pe3yabTaToB uccienoBanus 6onee 200 map «Marh/pebeHok», moiydaBiux Tepanuio BHUY-
MH(EKLMN, KOHUEHTpalKUs IJaMUBY/IHHA B CHIBOPOTKE KPOBU JETEM, HAXOIALIMXCSA Ha TPYAHOM
BCKapMJIMBaHWM y Marteped, nonyyaromux tepanuio BUY-undekuuu, oyenr Huszka (<4 % ot
KOHIIEHTPALlMM B CBIBOPOTKE KPOBU MaTe€pH) M MOCTENEHHO YMEHBINAETCS 0 HEOTpPEAEeieMOro
YPOBHS NP JOCTH)XKEHMH TpPyJAHBIMH JeTbMU 24-HejenbHOro Bo3pacta. JlaHHBIE 110
0€30nacHOCTH TNpPUMEHEHMs JIAMMBYAWHA Yy JeTeil MIajilne TpeX MeCAUEB OTCYTCTBYIOT.
Cneumanuctel He pekoMeHayoT BUY-uHuIMpoBaHHBIM XKEHIIMHAM TpyJHOEe BCKapMIIMBaHHUE,
4ToOBI M30exkaTh nepeaaun BUY-undekumn peGeHky.

DepmunvHocme

PesynpTaThl HCCie10BaHMI Ha )KMBOTHBIX MOKA3aJlM, YTO JJAaMUBY/IMH HE OKa3bIBaeT BIUSHHE Ha

(GepTUIIBHOCTS.

Cnoco6 npuMeHeHHs H 103bl

[Ipenapar 10/keH Ha3HAYaTHCS BPauoM, UMEIOIMM OnbIT ieueHuss BUY-undekupn.

[Ipenapar JlaMmuByaAMH npuMeHsieTcs BHYTPh BHE 3aBUCUMOCTH OT NpHeEMa TMHIIIH.

Jlns nauveHTOB, KOTOPBIM TPYJAHO MNpOrJaThIBaTh TabJeTKH, NMpeJHa3HaueHa JieKapCTBEHHas
bopma — pacTBOp [T NpUeMa BHYTPb.

[Ipy nepexone oT pexxuma mnpHema JBa pa3a B CyTKH K PeXHMY MpHeMa OIWH pa3 B CYTKH
CJIElyeT NPHHATH MEPBYIO PEKOMEHAYEMYIO OJHOKPATHYIO 03y MpHUMEpHO uepe3 12 yacom
Nocjie MoceAHeN MPUHATOM A03bl MO PEXHUMY JBYKPAaTHOrO NMpHeMa, a 3aTeM MPOA0JDKATh

NPUHKUMATh PEKOMEHIYEMYIO OJJHOKPaTHYIO 03y NMpUMepHO Kaxable 24 yaca. [Ipu Bo3Bpate K



peXHMy NpHEMa J1Ba pa3a B CYTKH CJEAYeT MPHHATH MEPBYIO PEKOMEHAYEMYIO 03y M0 PEXKUMY
JBYKPaTHOI0 MpHeMa NpUMEPHO Yepe3 24 yaca nocie nocjaeHe MpUHATON OHOKPATHOM 103bI.
IIpn nepexone ot npuema mnpenapata B (opme pacTBopa K npueMmy mnpenapata B Gopme
TabneTok, WIM HaobOpOT, HEOOXOAMMO CIeA0BaTh PEKOMEHAALMSIM 10 J{O3UPOBAHHIO
npernapara, yCTaHOBJIEHHBIM /IS KaXK/10i KOHKPETHOMH JIeKapcTBEHHOH (hOPMBI.

B3pocnvie, noopocmxu u 0demu ¢ maccoi mena ne mexee 25 k2

PexomeHnayemas cytouHas nosa namuByauHa coctariseT 300 mr (30 mu) B cyTku. YKa3zaHHas
CyTOuHas /1032 MOXeT OBbITh pazieneHa Ha 2 npuema no 150 mr (15 M) Wi npuHUMaThCS
oxHokpaTHO 1o 300 mr (30 mMi1) B CyTKH.

Ocoovie zpynnbl nayueHmos

Jlemu (¢ maccou mena menee 25 k2)

Jlemu mnaowe 3 mecsayes

HMmeromyxcs AaHHBIX HEOCTATOYHO, YTOOBI MPEATOJIOKUTE PEXKUM J03UPOBAHMS IS JIaHHOM
KaTeropuu NnaiyeHToB.

Jemu om 3 mecayee 0o 1 2o0a

Pexomennyemas no3a cocrasiaser 0,5 mu/kr (5 mr/kr) 2 pasa B cytku. Ecnu pexum npuema
2 pa3a B CYTKHM HEBO3MOXEH, MOXKET OBITh PacCMOTpeHa BO3MOXHOCTH MpueMa | pa3 B CyTKu
1 ma/kr (10 mr/kr). Cnemyer y4uThIBaTh, YTO [UIsi 9TOM IPYINIbI MALMEHTOB [JaHHBIE O MPUEME
npenapara B pexxume 1 pa3 B CyTKM OYEHb OrpaHUYEHBI.

Hemu cmapwe 1 200a

Pexomennyemas no3a cocranser 0,5 mu/kr (5 mr/kr) 2 pasa B cytku win 1 mia/kr (10 mr/kr)
1 pa3 B cyTkm.

Ilayuenmut noxcunozo 6o3pacma

JlaHHplE 1O MPHMEHEHMIO JIaMMBYJMHA Yy 3TOW KaTErOpHM MAlMEHTOB OTCYTCTBYIOT, OJHAKO
CJIElyeT MPOSBIATh 0COOYI0 OCTOPOXKHOCTH MPH NMPUMEHEHHH Y TaKUX MAlMEHTOB B CBS3U C
BO3PaCTHBIMM M3MEHEHHSAMM, TaKMMHM KaK yXyJAlleHHe (YHKUUM TO4YeK W H3MEHEHHe
roKasareJied KpoBH.

Hayuenmul ¢ Hapyuienuem deHKuuu no4ex

V nauMeHToB ¢ HapylleHHeM (YHKIMH MOYeK CpeJHed M TSKEJIOW CTENEeHH KOHLEHTpaLus
naMuByMHa B 11asme KpoBu (AUC) noBslleHa BClIEACTBUE CHIKEHUs KiupeHca. [Toatomy s
TaKHMX MalMEHTOB HEOOXOAMMa KOPPEKLMs 03Bl Mpernapara, Kak Moka3aHo B MpPeICTaBIEHHBIX
HMKe TabsuIax.

Pexomenoayuu no noobopy 003et y 83pocivix u demeti ¢ Maccou meia He meHee 25 Ke.

Knupenc kpeatunuHa | [lepBas 1o3a ITonnepxxuBaromas no3a

(Ma/MuH)




ot 50 300 mr (30 M) 300 mr (30 M) 1 pa3 B cyTku
WIH W
150 mr (15 M) 150 mr (15 mi) 2 paza B cyTku
ot 30 go 50 150 mr (15 mm) 150 mr (15 mn) 1 pa3 B cyTku
ot 15 no 30 150 mr (15 mn) 100 mr (10 mn) 1 pa3 B cyTku
or 5 o 15 150 mr (15 mn) 50 mr (5 mn) 1 pa3 B cyTku
<5 50 mr (5 mi) 25 mr (2,5 mn) 1 pa3 B cyTku

JlaHHble O TPUMEHEHHH TaMUBY/IMHA Yy JIeTeH ¢ MOYEYHON HEJOCTATOYHOCTBIO OTCYTCTBYIOT.
Cnenyet paccMOTpeTh HEOOXOAMMOCTb CHIKEHHs J103bl /WM YBEIMYEHUs MHTEpBala pUemMa
npenapara y AeTeil B BO3pacTe He MeHee 3 MeCsLIeB U BeCOM MeHee 25 Kr.

V nereii ¢ no4ye4yHoOH HEOCTaTOYHOCTBIO PEKOMEH/IYeTCsl CHUXKEHHE /103bl B COOTBETCTBUH € UX
KJIMPEHCOM KPEaTHHHMHA B TOM )K€ MPOMOPLIUH, YTO U Y B3POCIIBIX.

Pexomenoayuu no noobopy 0o3ei 015 demeti 6 6o3pacme om 3 Mecsiyes u ¢ Maccoli mena mMeHee

25 ke

Knupenc KkpeatuHuHa | [lepBas no3a [TonnepxxuBaromas no3a
(My1/MUH)
ot 50 10 mr/kr 10 mr/kr 1 pa3 B cyTku
WU MU
5 mr/kr 5 Mr/kr 2 pasa B CyTKu
ot 30 go 50 5 mr/kr 5 mr/kr 1 pa3 B CyTKH
ot 15 1o 30 5 mr/kr 3,25 mr/kr 1 pa3 B cyTku
or 5 no 15 5 mr/kr 1,63 mr/kr 1 pa3 B cyTku
<5 1,63 mr/kr 0,88 mr/kr 1 pa3 B cyTku

Hayueumui ¢ HapyuteHuem d)yHKuuu ne4yeHu

JlaHHble, MojydeHHBIE Yy MALMEHTOB C HapylIeHHWEeM (QYHKLUMH [EYEHH CpeIHEN M TsKeloi
CTENEHH, TOKA3BIBAIOT, YTO AUCGYHKLMS NMEYEHH HE OKa3bIBAET CYIIECTBEHHOIO BJIMSHMS HE
(apmakokunetnky namuByauHa. VIcXo[s W3 STHX JaHHBIX, U1 TMALMEHTOB C HAPYIIEHHEM
(yHKIMY NeyeHN cpeiHei M TSHKEINOM CTeNneHn KOPPEeKLHs 10361 He TpeGyeTcs, 3a MCKITIOYEHHEM
CllydaeB, Korja HapylmeHHe (YHKUMM TMEYeHHM He COMPOBOXIAETCS HapyIIEHHUEM (YHKLUH

IMOYCK.




IToGouHoe geiicTBHE

OnucanHple HUXXE HEXenaTelbHble peaklUMd OoTMeuanuch mnpu JsedeHun BUY-undexunn

JJAMUBYIUHOM.

Hexenarenbnpie peakumn (HP), knaccuduumpoBaHHble Kak CBSI3aHHBIE WM BO3MOXHO

CBsA3aHHBIE C Tepanneﬁ JJAMUBYIMHOM, TMNEPEYUCIIEHBI HHUXKE 10 CHUCTEMaM M OpraHaM B

cooTBeTcTBUH co cioBapeM MedDRA u knaccudukaumeit yactotsl passutus HP BO3: ovens

wacmo (=1/10), yacmo (>1/100 no <1/10), nevacmo (>1/1000 go <1/100), pedxo (>1/10000 o

<1/1000), ouvensv peoxo (<1/10000), vacmoma neuszeecmna (4acToTa HE MOKET GBITH ONpE/IEIEHA

Ha OCHOBE HMCECIOLIMUXCH llaHHI:IX). B npeacnax ) 91 () KaTeropruu 4acCTOTbl HEXKEJIATCJIBHBIC

p€aKuyy NnpeACTaBJICHbI B IIOPAIKE y6I>IBaHl/lﬂ CEPBE3HOCTH.

Hapywenus co cmoponwl kposu u aumgamuyeckoti cucmemol

Heuacmo: nedTponeHus u aneMust (MHOT/Aa B TSDKEJIOM (opMe), TPOMOOLIMTONEHH .
Ouenb pedko. UICTUHHAs SPUTPOLIUTAPHAS alljIa3usl.

Hapywenus co cmopounwt 06mena seujecme U ntumaHus

Yacmo: runepnakraTeMusi.
Ouenv pedxo: NaKTOAUUI03.

Hapywenus co cmoponwl nepgnoti cucmemol

Yacmo: ronoBHas 00Jib, 06CCOHHULIA.
Ouenw peoko. nepudpepuyeckas HeHponaTHs, B TOM YKCIIE NAPECTEIUH.

Hapywenus co CMOPOHbBL ObIXAMeNbHO cucmembl, Op2aH08 2pPYOHOU KNIeMKU U CPeOOCHeHUs.

Yacmo: KalmeJib, Ha3aJIbHbIC CUMIITOMBI.

Hapywenus co cmoponwl AHCENYOOYHO-KUULEYHO20 mpakma

Yacmo: TOLIHOTA, pBOTAa, 00JIb WJIK CIIa3MBbl B JXUBOTE, AUapes.
Peoxo: NaHKpEaTUT, INMOBBIIICHUE aKTUBHOCTHU CLIBOpOTO‘-IHOﬁ aMuJiasbl.

Hapywenus co cmoponst neuenu u 24CeNYe8b1800AULUX NYMEl

Heuacmo: TPaH3HUTOPHOE IMOBBILLICHUEC AKTUBHOCTH TNEYCHOYHBIX (bCpMCHTOB

ananuHamuHoTpaHcdepassl (AJIT), acnapratamunorpanchepassl (ACT).
Peoko: renartur.

Hapyuwenus co cmoponvl kodcu u noOKoMCHbIX mKanell

Yacmo: ceinb, anoneuus.
Peoxo: aHTHOHEBPOTHYECKHI OTEK.

Hapywenus co cmopombi ckenemuo-mbiuteyHo U coeouHUmeNbHol mKaHu

Yacmo: apTpanrus, MblllIeYHbIe HApyILIEHHUS.

Peoko. pabnomuonus.
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Obuue paccmpoticmea u HapyuieHus 8 mecme 868e0eHUs

Yacmo: 1yBCTBO yCTAJIOCTH, HEJOMOTaHHE, JTIUXOPAJIKa.

3aperucTpUpoBaHBl  ClyyaW  pa3BUTHS ~ OCTEOHEKpO3a, OCOOEHHO Yy  MAalMEHTOB ¢
o0mmenpu3HaHHEIMKM  (aKTOpaMHM pHCKa, Ha TpOABHHYTOW cTtaguu BUY-undekuuu winm npu
JUTMTETEHOM KOMOMHMPOBAHHOH aHTHPETPOBUPYCHOH Tepanuu. YacToTa BCTPEYaeMOCTH 3TOTO
SIBJICHUs] HEU3BECTHA.

Bo Bpems npoBeleHHs aHTUPETPOBUPYCHOM TEparnuu MOXXET OTMEYaThCs YBEIMYEHHE MacChl
TEJla, @ TAK)KE MOBBIIIEHHE KOHLEHTPALMH TTIOKO3bI U JIMITU/IOB B KPOBH.

V' BUY-vHQUUMpPOBaHHBIX MALMEHTOB C TSHKENBIM MMMYHOAE(GUIMTOM Ha MOMEHT Hayalna
KOMOMHHMPOBAHHON AHTUPETPOBUPYCHOM Tepanud BO3MOXKHO pa3BUTHE BOCIAIMTE/ILHOM
peakumy Ha (oHe OECCHMMNTOMHBIX ONMOPTYHUCTUYECKUX HHGPEKUMH MIM HMX OCTATOYHBIX
apjeHui. Taioke ObLIM 3aperucTpuUpoBaHbl Clyyad pa3BUTHS ayTOMMMYHHBIX 3a00JjieBaHHi
(rakme kak OonesHbp ['peiiBca M ayTOMMMYHHBI remnatut) Ha ()OHE BOCCTAHOBJIECHHMS
MMMYHUTETA, OJIHAKO BPEMs IEPBUYHBIX MpPOSABJIEHUN BapbUpPOBaJO M 3ab0JieBaHWE MOIJIO
BO3HHMKATh Yepe3 MHOTO MECSLEB MOCIIe Hayajla Teparnuu.

Memu

669 nereii B Bo3pacte oT 3 Mecsaue a0 17 ner, unpuuprpoBanHsix BUY-1, kotopsie mosyyanu
abakaBUp W JAaMUBYAMH OJWH WM JIBa pa3a B CYTKH, NMPHHMMAJIM y4acTHE B MCCJIEOBAHMU
ARROW Trial (COL105677). V nauueHTOB AETCKOro BO3pacTta, MIPUHMUMABIIMX MpenapaT OJuH
WIM JIBa pa3a B CYTKHM, HEe OBUIM BBISBJIEHB! JIONOJIHUTENBHBIE TNPOOJIEMBI, CBS3aHHBIE C

6e30nacnocn,}o, I10 CPaBHEHHUIO CO B3POCJIBIMHU MALlUEHTAMU.

IlepenosupoBka

Cumnmomot

MMeroTcss orpaHuyYeHHBIE JaHHBIE O TMOCJIEJCTBUSX OCTPOM TMEpelo3MPOBKH JIAMHUBYAHHA Y
4esioBeKa. JIeTalbHBIX HCXO/I0B HE OTMEYAlloCh, COCTOSIHUE BCEX MALIMEHTOB HOPMAJM30BajoCh.
Kakux-nmnbo cnenuduueckux NpPHU3HAKOB HIIM CHMIITOMOB TEPEJ03UPOBKH JIaMUBY/IMHA
BBISIBJICHO HE OBIIIO.

Jeyenue

PekomeH1yeTcss KOHTPOJIMPOBATh COCTOSIHHE TMAllMEHTa W TMPOBOAWTH IMPU HEOOXOIUMOCTH
CTaHAapTHYIO MOUIEPXKMBAOILYI0 Tepanuio. [TocKobKy JaMUBYIUH BBIBOJUTCS U3 OpraHu3ma ¢
MOMOILUBIO  JMaiu3a, BO3MOXKHO TPHUMEHEHHE HENMPEepBIBHOTO  IeMOJMaiu3a, OJHAKO

CIieLIMaJIbHBIX UCCJICIOBAHUIN HE NpOBOAUIIOCH.
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B3aumosneiicTBHe ¢ IPYrHMH JIeKapCTBEHHBIMH CPeICTBAMH

HccnenoBanus J1€KapCTBEHHBIX B3aMMOJAEHCTBHI OBUIM TMPOBEEHBI TOJIBKO C y4acTHEM
B3pOCJIbIX MAlIMEHTOB.

Merabonuyeckoe B3aMMOJEHCTBUE JaMUBYJMHA C APYIHMH TperapaTaMy MajloBEPOSTHO B
CBSA3M C €10 HE3HAYMUTEIBHBIM METa00IM3MOM, OTPaHUYEHHBIM CBSI3BIBAHHEM ¢ OeJIKaMH TIa3MBbl
KPOBH U NPAKTHYECKH TOJIHBIM BBIBE/ICHUEM Yepe3 NMOYKH B HEU3MEHEHHOM BHJIE.
OnHoBpeMeHHOE NMPUMEHEHHE KOMOUHAIMU TPUMETOTNIPUM + cyibhameTokcaszon B jo3e 160 Mr
+ 800 Mr (ko-TpMMOKCa30J) BBI3BIBACT MOBBIIICHHUE SKCTO3MIMH JaMUByaAuHAa Ha 40 %, uTo
00yCJIOBJIEHO HAlTMYMEM TPUMETONpPUMA; HAlIMYME CYJIb(paMeTOKca30ia HE OKA3BIBAET BIIMSHMS
Ha (apmMakokMHeTHKY npenapata. OJHaKo, 3a HCKIIOYEHHWEM TMALMEHTOB C MOYEYHOM
HEJI0CTaTOYHOCTBIO, KOPPEKLMS J03bl TaMUBY/IMHA He TpeOyeTcs.

JlaMmuByaMH He  OKa3blBaeT BIMSHMA Ha  (AapMaKOKMHETHKY TpUMETONpUMa WM
cynbamerokcasona. B ciayyae, koraa oHOBpeMeHHOE MPUMEHEHHE KO-TPUMOKCA30J1a ABIISETCS
OINpaBJaHHBIM, MAlMEHThl AO/DKHbI HaXOAUThCS MOJA KIMHUYeCKMM HaOmoaeHueM. Crexyer
u30beraTb COBMECTHOIO NMPUMEHEHMS JTaMHMBYIMHA C BBHICOKUMH J03aMHM KO-TPUMOKCa30J1a s
JIeYEHMsl THEBMOHUM, BBI3BaHHOM Pneumocystis jirovecii, U TOKCOIIa3M03a.

Cnenyer yuuThIBaTH BO3MOXKHOCTb B3aHMMOJCHCTBHS JIAMUBYJMHA C JAPYTHMH OJHOBPEMEHHO
NPUMEHIEMBIMH JIEKaPCTBEHHBIMM MpenapaTaMu, B 0COOEHHOCTH € TEMH, Y KOTOPBIX OCHOBHBIM
MEXAHU3MOM BBIBE/ICHHS SBJIAETCSA aKTHBHAs KaHaJblieBasl CEKpELHsl Yepes3 CUCTEMY TpaHCIopTa
OpraHMYeCKUX KaTHOHOB (Hampumep, TpUMeTonpum). Jlpyrue AeHCTBYIOLME BEIECTBA
(Hanpumep, PaHUTHAMH, LMMETH/MH) JHIIb YaCTHYHO BBIBOJSTCSA C TMOMOIIBIO YKa3aHHOTO
MEXaHM3Ma M HE B3aMMOJEHCTBYIOT C JIaMHBYAMHOM. AHAJIOTHM HYKJIEO3WIOB (Harpumep,
JAUJIaHO3MH, 3MJOBYJIMH) HE BBIBOAATCS TNOCPEACTBOM JIaHHOTO MEXaHM3Ma, W HX
B3aUMO/ICHCTBUE C JJTAMUBYIMHOM MaJIOBEPOSITHO.

IIpy onHOBpeMEHHOM NMPHMEHEHUH JIaMMBYAMHA W 3MAOBYAMHA HaOJoJaeTcss yMepeHHoe (Ha
28 %) yBennueHHe Cmax 3UIOBY/IMHA B TUIa3Me KPOBH, NMpH 3ToM obmias skcrosuuus (AUC)
CYLIECTBEHHO HE U3MEHSETCS. 3UOBYIUH HE BIIMsAET Ha (PapMaKOKUHETHUKY JIaMUBYAMHA.
IIpenapar JlaMmuByAMH He cielyeT NPUHUMATH OJTHOBPEMEHHO C APYTMMH aHAJIOTaMH LIUTHMHA,
TaKMMM KaK 3MTPHLMTaOWH, B CBSI3U C €r0 CXOACTBOM C JaHHBIMHU mpernapartamMu. Kpome Toro,
npenapat JlaMMBYAMH He cCledyeT NpUHHUMAaTh C JIOOBIMH APYTUMH  JIeKapCTBEHHBIMU
npenapaTaMu, COACpXKaIlUMH JIaMUBY AMH.

In vitro namMMBYAMH MHTUOMpYET BHYTpHUKJIeTOYHOEe (ochopuiupoBaHue KiaJpubUHa, YTO
NPUBOJMT K TMOTEHUMAIbHOMY PHCKY MnoTepu 3¢p¢deKkTUBHOCTH KiaapuOuHa B cllyyae

KOMGHHHPOBaHI/IH B YCJIOBUSAX KJIMHAYECKOM I[NPaKTUKH. HCKOTOpre KIIMHHUYCCKHUE JaHHBIC

12



TaKXkKe MOJATBEPXKIAIOT BO3MOXKHOCTh B3aMMOJEHCTBHS MEXIY JIAMHBYJMHOM M KJIaJPHUOHHOM.
[TosToMy 01HOBpEMEHHOE MPUMEHEHHE JTaMUBYIMHA M KJIaIpUOMHA HE PEKOMEH I0BAHO.
[{uroxpom CYP3A He BoBieyeH B MeTaboNM3M JIaMHBYIMHA, T03TOMY B3aUMOJEHCTBHE C
JIEKapCTBEHHBIMU TIPETapaTaMM, KOTOPbIE METabOIM3MPYIOTCS 3TOM CHCTEMO# (Hampumep, ¢
MHIHOUTOpPaMH MPOTeaskl), MaJOBEPOSTHO.

OnHoBpemeHHOE NpUMeHeHHe pacTBopa copbutona (3,2 r; 10,2 r; 13,4 1) ¢ ogHOKpaTHOI 1030¥
namuyauHa 300 mr B dopme pacTBopa ISl NpUEMa BHYTPb Y B3POCIBIX 310POBBIX
J00pOBOJIBLER MPHBOAMIIO K J10303aBUCHMOMY CHHXKEHHIO 3KCTo3uLmu JamuByauHa (AUC.) Ha
14 %, 32 % wn 36 % n Cmax TamMuByiuHa Ha 28 %, 52 % u 55 %. 1o BO3MOXHOCTH ClEyeT
u30eraTh OJHOBPEMEHHOrO NMPUMEHEHMsS JaMMBYAMHA M COPOUTOJN-COAEPHKALIMX IPEnaparos,
160 celyeT paccMOTPETh BO3MOJKHOCTB O0Jiee 4acToro KOHTpOJis BUpYyCHOM Harpy3ku BUY-1
B Clly4asX, KOIJla HEBO3MOXKHO HM30€KaTh IJIMTENBHOTO OJHOBPEMEHHOTO TNMPUMEHEHHs STHX

npenaparos.

Oco0ble yka3anusi

[Ipumenenue npenapata JlaMuBy/IMH B KauecTBE MOHOTEPAIIMU HE PEKOMEHIYETCS.

Iepeoaua BHY-ungpexyuu

XoTs 6bUIO 10Ka3aHO, YTO 3((eKTUBHOE MOJABIEHHE BUPYCa C MOMOIIBIO aHTUPETPOBUPYCHOM
TEpaIuy CylIECTBEHHO CHHXKAaeT puck nepeaaur BUY apyrum moasam npu nojaoBeIX KOHTaKTax,
UCKIIIOYaTh 3TOT PHMCK TMOJHOCTBIO Henb3s. [loaToMy mnamMeHThl JODKHBI MPOJOJDKATH
CoOMMI0aTh COOTBETCTBYOLME MEPHI MPEAOCTOPOIKHOCTH.

OnnopmyrucmuyvecKkue uHpexyuu

V' mnauMeHTOB, MNOJyvaloIMX npenapaT JIaMHBYIMH MM pyrHe aHTHPETPOBHPYCHbIE
npenapaThl, MOTYT pa3BUThCS OMIMOPTYHUCTHYECKUE UH(EKLUHU UM Apyrue ocioxkHenuss BUY-
MH(EKLMHU, M0TOMY MALMEHTH! A0DKHBI HAXOANTBCS MO/ TINATEIBHBIM Ha0II0JIEeHHEM Bpayei,
MMEIOIIMX OIBIT JIeueHUs nmauueHToB ¢ BUY-acconupoBaHHbIMU 3a0071€BaHUSMH.

Hapywenue ¢hyynkyuu novex

YV nauueHToB ¢ HapylleHHWEM (YHKIMU TOYEK CpeJHEH M TSKEIOW CTeNeHH KOHLEHTpaLus
namuByavHa B riasme KpoBu (AUC) noBbIlIeHa BCIEACTBHE CHW)KEHHS KIIMpEHca JIaMHUBYIMHA,
M03TOMY TaKUM MalHeHTaM TpeOyeTcsi KOPPEKLHS 03B

IHankpeamum

VY HEKOTOpHIX MALMEHTOB, MPUHUMABLIMX JIAMUBYAMH, OMHUCAHBI PEJKHUE CIIy4au pa3BUTHs
naHkpeatuta. OJHAaKO He YCTaHOBIICHO, BBI3BAHO JIK 3TO OCJOXHEHHE JIEHCTBUEM
JIEKapCTBEHHOI0 Tpernapara WM SBISAETCA CJIEICTBMEM OCHOBHoro 3aboneBanus — BUU-

undexuun. Jleyenne mnpenaparom JlaMMBYAMH HEOOXOAMMO HEMEIJIEHHO MPEKPATHTH IPH
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TMOSIBJICHHH KJIMHUYECKUX CHMIITOMOB MM JJaDOpPAaTOPHBIX JaHHBIX, CBUJETEJBCTBYIOIIUX O
pasBuTHM TaHKpeaTuTa (60JIb B JKMBOTE, TOIIHOTA, PBOTA WM [MOBBIIIEHHE 3HAYEHHUMH
OGuoxmMuueckux mapkepo). CrelyeT MpekpaTHTh NPHEM Tpenapara 0 MCKJIFOUEHHs AMarHosa
MaHKpeaTHUT.

Jlakmoauuoo3s u evipaxceHHan 2enamomezanus co Cmeamo3om

Hmerorcs coobiienns o pa3BUTUH JIAKTOAIMA03a U BHIPAXKEHHOM reraToMeraiiu Co CTeaTo30M,
B TOM YHCJIE C JIETAJILHBIM HMCXOJOM, BCJIEJCTBME AaHTUPETPOBHUPYCHON Teparuu aHaloraMu
HYKJICO3UJI0B B BMJE€ OT/ENbHBIX IMPENnapaToB WIM B KOMOWHAUMM, BKIIHOYas JIaMUBY/IUH.
[TonoOHBIE ABIEHUS OTMEYATUCH INTABHBIM 00Pa30M Y JKEHIIHH.

Knunuyeckne cMMNTOMBI, KOTOpPbIE MOTYT yKa3blBaTh Ha pa3BUTHE JIAKTOALM103a, BKJIKOYAKOT
obuyto  ¢1abocTh, aHOPEKCHIO, CTPEMHUTENIbHYIO HEOOBACHMMYIO TIOTEPIO MAacChl Tela,
CUMITOMBI NOPaKEHUs KeyJ0YHO-KUIIEYHOro TpakTa (TOLIHOTa, pBOTa U OOJb B JKUBOTE) M
OpraHoB JbIXaHHs (OJBILIKA M TaXMITHO3), HEBPOJIOTHYECKUE CUMNTOMBI (BKJIIOYAs MOTOPHYIO
cn1abocTh).

Jleyenne aHamoraMuM  HYKJIEO3MJOB  HEOOXOAMMO TMpPEKpaTUTh B  Cjlyyae pa3BUTHS
CUMINITOMAaTHYECKOM  TIUMeplakTaTeMUM M MeTabOoJIMYecKOro  auua03a/l1aKToaluao3a,
NPOrpecCUpyIOLIEH renaToMeraaiy Win ObICTPOro NOBHILIEHUsS] aKTHBHOCTH aMMHOTpaHcdepas.
Jlakroanu03 0OBIYHO pa3BMBAETCS MOCJE HECKOIBKMX MecsleB JieueHus. Crenyer coOmoaaTe
OCTOPOXXHOCTh TNPU TNPUMEHEHHHM aHAJOrOB HYKJIEO3WAOB /s Jie4eHUs Jo00ro mnaiueHTa
(0cOOEHHO — JKEHIIMH C 0XKMPEHHEM) ¢ IeraToMeraiueii, renaTUTOM WK JIPYyTMMH H3BECTHRIMH
GakTopaMy pHCKa TOpaKEHHs TI€YEHW W CTeaTro30M IMe4YeHH (BKJIOYas MpUMEHEHHe
OIpeJIEJIEHHBIX JIEKAPCTBEHHBIX MPENapaToB M yNoTpeOIeHHe alIKOrois).

Mumoxonopuanvnas oucynkuua e pesynomame 6HympuympooHozo 6030eiucmeus

AHanoryu HyKJa€o3u/10B U HyKJIEOTHJOB CIIOCOOHBI BHI3BIBATH PA3IMYHYIO CTENEHb MOBPEXKICHUS
MMTOXOH/IpUH, 4YTO Hauboliee APKO NMPOSBIAETCS MPH NMPUMEHEHHWH CTaByIWHA, TUJAHO3MHA W
3UJOBY/IMHA.

3aperucTpMpoBaHbl ClTy4au pa3BUTHA MUTOXOHApHaTbHOU AuchyHKmKu y BUY-oTpuniaTeIbHBIX
JI€TEH, TMOJBEPraBIIMXCs BO3JEHCTBHUIO aHAJOrOB HYKJICO3HJIOB BHYTPHUYTPOOHO W/HMIM mocie
POX/IEHHUS; TTTaBHBIM 00pa30M 3TH ciyyad OBUIM CBSI3aHBI CO CXEMaMM JICUEHHS, COJepKalMH
3un0ByAMH. OCHOBHBIMM  HEXEJaTeNbHBIMU  pEaKUMsMH  SBJISUTUCH  TeMaTOJIOTHYECKHE
HapyleHus: (aHeMHUs, HEWTpPONEeHMs) W HapyleHus oOMeHa BelecTB (TUMepliakTaTeMusl,
rUnepiunazemMus). OTH HEXeNaTelbHble peakUMH 4YacTo ObUIM TpPaH3WUTOPHBIMU. Belmn
3aperucTpUpPOBaHbl PEJKHE Cly4aH HEBPOJOIMYECKMX pacCTPOMCTB € MMO3AHUM HayajlioM
(NMOBBILIEHHE TOHYCa MBI, CYAOPOTH, HAapyLIEHUs NOBeAeHHUs). SIBIAIOTCA 1M JaHHbIE

HapyumeHusi TPaH3UTOPHBIMU WUJIM NNOCTOSSHHBIMHU, B HACTOALICE BPEMA HEU3BECTHO. BCpOHTHOCTB
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pa3BUTHS MHUTOXOHJAPHAIBHOW AMCHYHKLUMH CIEJyeT paccMaTpuBaTh y moboro pebeHka,
MO/IBEPraBIIErocss BHyTPUYTPOOHOMY BO3/ICHCTBHIO aHAJIOTaMU HYKJICO3UIOB U HYKJIEOTHIOB, €
BBIPQKEHHBIMU  KIIMHMUYECKUMH  CHUMIITOMAaMHM  HEACHOM  STHOJIOTMH, B  OCOOCHHOCTH
HEBPOJIOTMYECKUMHU  paccTpoiicTBaMu. [IpeacTaBieHHble [aHHbIE HE BIUSAIOT HAa TEKYIIHE
HalMOHAJIbHBIE PEKOMEH/ALIMHU 110 TIPUMEHEHUIO aHTUPETPOBUPYCHOM Tepanuu y GepeMeHHBIX
)KEHILMH JU1s Mpo¢UIaKTUKK BepTHKaIbHO# nepenaun BUU-unpexumn.

Cunopom eoccmanoeienus UMMyHumema

YV BHUY-uHpUUMPOBaHHBIX MAlMEHTOB C THKENBIM HMMYHOAS(GHIMTOM Ha MOMEHT Hayaia
AQHTUPETPOBUPYCHOM TEpaluu BO3MOXKHO pPa3BMTHUE BOCMAIMTENBHOM peakuuu Ha (¢oHe
O€CCUMNTOMHBIX ONMOPTYHUCTUYECKUX MHPEKUMH WM UX OCTATOYHBIX SIBJIEHHWH, YTO MOXKET
CTaTh NPUYMHOMN CEPLE3HOI0 YXYALIEHUS COCTOSIHUSA UM yCyryOneHus cumMnrToMaTuku. OOBIYHO
9TH peaklM¥ BO3HUKAIOT B T€YEHUE IEPBBIX HECKOJIBbKMX HEJENIb MM MECSLEB MOC]e Hayajia
AHTUPETPOBUPYCHOM Tepanuu. TUNHYHBIMM TPUMEpaMHU SBJISAIOTCS LIUTOMEraJOBUPYCHBIH
PETMHMT, TIeHEpalu30BaHHas M/WIM odaroBas WH(peKMs, BbI3BaHHAas MHKOOAKTEpUSIMH, U
NHEBMOHMsl, BbI3BaHHas Pneumocystis jirovecii (Takoke W3BECTHAas KaK ITHEBMOLMCTHAS
nHeBMoHusA). IlosBnenne moOBIX CUMNTOMOB  BocnajleHuss TpeOyeT  HeMeIJIEHHOro
obcnei0BaHus U, TPU HEOOXOUMOCTH, JIEYEHHSI.

AyTtorMMyHHBIe 3a00sieBanus (Takue kak Oosie3Hb ['peiiBca U ayTOMMMYHHBIH I'€NaTHT) TaKkkKe
Habmoanuce Ha (OHe BOCCTAHOBJIEHHS UMMYHHUTETa, OJIHAKO BPEeMs MEPBUYHBIX MPOSBICHHUIM
BapbUpPOBaO, U 3a00JIeBaHUE MOIJIO BO3HMKATh Yepe3 MHOTO MECSLIEB MOCjie Havyajla Tepanuu u
MHOTI'/1a MIMEJIO aTUITUYHOE TeUEHHE.

3abonesanun neuenu

[TanmenTl ¢ XxpoHuueckumu rematutoM B wim C, mnonyyarompe KOMOWHHPOBAaHHYIO
aHTUPETPOBUPYCHYIO TEPAITHIO, UMEIOT MOBBILIEHHBIH PUCK Pa3BUTHS TSKEIBIX U MOTEHIIMAIBHO
J€TallbHBIX HEXEJIaTeJIbHBIX pPEaKLMid €O CTOPOHBI Me4yeHHu. B ciyuyae comyTcTByrOMLIEH
NPOTUBOBUPYCHOW Tepanuu rematuta B wu  C  cnepyer Taikoke O3HAKOMHUTBCS €
COOTBETCTBYIOIMMH UHCTPYKLIMAMH MO MPUMEHEHHIO ITaHHBIX JIEKAPCTBEHHBIX MPENapaToB.
Pe3ynbraThl KIMHHUYECKMX HCCIEAOBAaHUNA M JaHHBIE TOCTPErHCTPALIMOHHOTO HAOJIOAEHUS
YKa3bIBalOT Ha TO, YTO Y HEKOTOPHIX MALMEHTOB C COMYTCTBYIOIIMM XPOHHUYECKUM BHUPYCHBIM
renaturom B (HBV) npu ormene npenapara JlamMByAMH MOTYT BO3HHKATh KIMHHYECKHE HITH
nabopaTopHble TNPHU3HAKM pELMIMBA TeNaTUTa, KOTOPhIE MOTYT HMeTh Ooliee TsDKelbie
NOC/IEJACTBUS Y MALMEHTOR € JIEKOMIEHCUPOBAHHBIM 3a00JIeBaHHEM TeueHu. B ciyyae oTMeHB!
npenapara JlamMMBYJMH y MalUMEHTOB C COMYTCTBYIOLUIMM BHUPYCHBIM rematutoM B crienyer
pPaccMOTPETh BO3MOMKHOCTb TMPOBEACHUS MEPUOJUYECKOr0 KOHTPOIsSs (YyHKUMH TMEYEeHU MU

MapKepoB peruIMKaluy BUpyca renatuta B.
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V nauMeHTOB € yXe CYLIECTBYIOIIMM HapylleHHeM (YHKUWH [eYeHH, BKIIHOYas aKTHBHYIO
GopMy XpOHHMUYECKOTO remaTHTa, OTMEYaeTCsl yBeNMYeHHWE YacTOThl HApyIIEHHH (QyHKUUH
NEeYEHH BO BpeMs KOMOMHMPOBAHHOM aHTUPETPOBUPYCHO# Tepanuu. Takue MaideHTsl JO0JKHBI
HaXOJUThbCs TOJ HaONIOZEHHEM B COOTBETCTBMU CO CTaHAAPTHOM KJIMHMYECKOW MPaKTHKOM.
Heobxoaumo paccMOTpeTh BO3MOXHOCTH TPHOCTAHOBJIEHHWS WM TpPEKPAIEHUS JIEYeHHs B
cJlyyae NposBIEHUH yXyaIeHHUs 3a001eBaHuUs MEUEHH Y TAKUX MAllUEHTOB.

Ocmeonexpo3

HecmoTps Ha TO 4TO 3THONOrHS JaHHOro 3aboseBaHUs ABISETCS MHOrO(aKTOpHOM (BKIHOUas
NPUEM TJIIOKOKOPTHKOCTEPOM/IOB, YIMOTPEOICHHE alKOToJisl, TSHKENYI0 HMMYHOCYIPECCHIO.
BBICOKMI MHJIEKC MacChl Tela), Cly4ad OCTEOHEKpO3a Yalle BCEro BCTPEUYaIUCh y MAaLMEHTOB Ha
npoaBuHyTOM craauu BUY-undexkuuu w/mnm AMMTENBHO NPUHMMABIIMX KOMOWHHUPOBaHHYIO
AHTUPETPOBUPYCHYIO Tepanuto. [laumenram cnexyer oOpaTturbes K Bpady, €ClM  OHH
MCTILITBIBAIOT OO/ U CKOBAaHHOCTDb B CYCTaBaX MJIM TPYAHOCTH MPH JBHKEHHUH.

Tpoiinaa nykneosuonaa mepanus

Beiny nonydyeHsl cooOlieHMs O BBICOKOM 4YacTOTe Cly4aeB BHPYCOJIOTHYECKON Heyaaud u
BO3HMKHOBEHUM PE3UCTEHTHOCTH Ha PaHHEM dTamne Npu MpUeMe JIaMUBYAMHAa B KOMOWHALIMHU C
TeHo(OBUpa AU30NpPOKCHIa pymapaToM U abakaBHpOM, a TakkKe ¢ TeHO(OBHpaA JAW3OMPOKCHIIA
bymapaToM U JMJAHO3MHOM B PeXKMME OJJHH pa3 B CYTKH.

Macca mena u oomen eeuiecme

Macca tena, a Takke KOHLEHTpALMU JMITUI0OB U IIFOKO3bI KPOBU MOTYT MOBBIIIATHCS BO BpeMsi
AHTUPETPOBUPYCHOM Tepanuu. ITH U3MEHEHHS MOTyT ObITh YaCTMYHO CBS3aHBI C KOHTPOJEM
3aboseBaHUs M 00pa3oM KM3HHM. BBUIM MoJyyeHsl JaHHBIE, MOATBEPXKIAIONUIME B HEKOTOPBIX
CllydasiX BJIMSIHUE TepanuM Ha KOHUEHTPALMIO JIMITMIOB, B OTHOLIEHUH YBEJIMYEHHUSI MAcChl Tella
TaKue JaHHblE OTCYTCTBYIOT. CneayeT NpOBOAMTH KOHTPOJb KOHIEHTPALMU JIMIHAOB U
IJIFOKO3bl KPOBM B COOTBETCTBMM C YCTAaHOBJIEHHBIMH pEKOMEHJAUMsIMU o Ttepanuun BUY-
uHpexkuny. Hapymenus nunuaHoro o6MeHa HEOOXOAMMO KOPPEKTHPOBAaTh B COOTBETCTBHM C
KJIMHUYECKUMHU MPOSBICHUSIMHU.

Caxapubsiit Ouabem

[TanpenTel ¢ caxapHbIM JMabeToM JOJDKHBI OBITH YBEAOMJIEHBI, YTO J03a Mpenapara s
B3pociblX (150 Mr = 15 M) conepxur 3 r caxapo3sbl.

[Ipuem npenapata JlamuByauH B ¢dopme pacTBopa Ui NpHeMa BHYTPb HPOTHBOINOKa3aH
NalMeHTaM ¢ TaKMMHU HAaclle[ICTBEHHBIMM HApYLIEHUSIMH, KaK HENMEepeHOCUMOCTHh (PYKTO3bI,

IJIFOK030-rajaKTo3Has ManbabcopOLus UK npyu aeduuuTe caxapasbl/M30MaibTasbl.
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[Ipenapar JlamuByaun B dopme pacTBopa A TNpHeMa BHYTPb TaKXKe COACPIKHT
METHIINAParupoKCMOeH30aT M MPONUINaparuIpoKCHOeH30aT, KOTOPbIE MOTYT BBI3bIBATh
aJlJIEprUYeCKHe peaklMu (BO3MOXKHO, 3aME/IEHHOTO THIA).

Bsaumooeiicmeue ¢ Opyzumu 1eKapcmeeHHbIMU CPeOCmeamu

IIpenapar JlamuByaMH He clielyeT NMPUMEHATh OJHOBPEMEHHO C MpernapaTtaMu, COAepXKalluMu
JIaMUBY/IMH MJIM SMTPULIUTAOUH.

[IpuMeHenye 1aMMBYIMHA B KOMOMHALIMH € KJIAAPUOMHOM HE PEeKOMEH/TYeTCs.

Ocobbie zpynnbvl nayueHmos

Jlemu

VY netei, KOTOpblE B KIMHUYECKMX MCCIIE[0BAHUAX MOJIyYasd JIAMUBYJUH B (opMe pacTBopa
MUl Mp¥eMa BHYTPb OJIHOBPEMEHHO C JIpyrMMM aHTUPETPOBUPYCHBIMM Ipenapatamu B ¢opme
pacTBopa /st Ip¥eMa BHYTPb, YaCTOTa CYNPECCHMH BUPYCa U SKCMO3MLMS JIAMUBY/IMHA B IJIa3Me
KpOBU ObIIM HMXKE, a PE3MCTEHTHOCTh BHpYyca pa3BHBajacCh 4Yalle MO CPaBHEHUIO C JETbMH,
KOTOpbIE MOTy4anu TabJIeTKH.

[To BO3MOXHOCTM HEOOXOAMMO HCHOJB30BaTh PEXKHM aHTHPETPOBUPYCHOW Teparnuw,
BKJIFOYAIOIIWH Bee npenapathl B Gopme Tabnerok. JlaMuByuH B opme pacTBopa s npueMa
BHYTpb, TPUMEHSEMBIA  OJHOBPEMEHHO €  COPOMTON-COAEpKALIMMH  JIEKapCTBEHHBIMH
npenaparamu, ClielyeT NMPUMEHATh TOJBKO B TEX CIyyasX, KOrja HEBO3MOXXHO NpPHUMEHEHHE
pexuMa TepanuM, BKJIOYAIOLIEro Bce MpenapaTsl B (opme TaONeTOK, M Korja IoJib3a
MPOBE/ICHUS JICYEHHs! TPEBBIIIACT BO3MOXHBIE PUCKH, BKIJIKOYAs HHU3KUH YpOBEHBb CYNpPECCUH
Bupyca. CrelyeT paccMOTpeTh HEOOXOAUMOCTh 0OJiee YacTOro KOHTPOJIS BHUPYCHOM HAarpysku
BUY-1 npu OJHOBpEMEHHOM TPUMEHEHHMH JIaMHUBYAMHA C JJIMTEJIBHO TNPUMEHSEMBIMH

COpOUTO-COEPIKALLMMH TIpernapaTamMH.

Bausinue Ha cIOCOOHOCTD YOpaB/jasTh TPAHCNOPTHBIMH CpeACTBAMH, MEXaHH3MaMH

CneumanbHBIX WCCJIEIOBAHUM BIIMSHUS JJaMUBYZIHHa Ha CIMOCOOHOCTH YHpaBJisATb aBTOMOOMIIEM
WIW MEXaHU3MaMHW HE IMPOBOJHIIOCE. OIIHaKO, HCxXoasa u3 (bapMaKonomqecxux CBOMCTB
JJaMHUBYJIMHA, TaKO€ BIIUAHHUE MaJIOBEPOSATHO. Tem He MeHee Nnpyu OLEHKE CMOCOOHOCTH
YHpaBJiATh aBTOMOOWJIEM WM MeXaHW3MaMH cJeayeT INpUHHUMATb BO BHHMAHHC 0611166

COCTOSAHHC MallMCHTAa, a TAK)KE XapaKTECp HEXKEJIATCIIBHBIX peaKHHﬁ JJaMUBY/JIMHa.

®opma BbIMyCKa

PactBop Ay npuema BHYTpb, 10 Mr/mi.
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I[To 240 mn npenaparta Bo (JIaKOH M3 MOJUITHICHA BBHICOKOW TJIOTHOCTH ¢ HAaBUHYMBAIOLIEHCS
KPBILIKOH M3 TMOJMIIPONMIIEHA, OCHALIEHHOM 3aIIMTON OT BCKpHITUS AeThbMU. [lo 1 duakony

BMECTE C I/IHCprKLlHCﬁ IO MPUMEHEHHUIO B KAPTOHHYHO MavKy.

YenoBusi Xxpanenus
XpaHuTh B 3alIMIIEHHOM OT CBETa MECTE MPH TemriepaTtype He Beiie 25 °C.

XpaHHTL B HEAOCTYITHOM IJiA JIETEH MecTe.

Cpok roaHocTu
2 ropa.

He ucnonp30BaTh 1ocie ucTeyeHus CpOKa roiHOCTH.

YcaoBus ornycka

OTnyckaroT 1o peuenty.

IIpounsBoauTen
Xetepo Jlabc Jlumuren, Uuaus
Aopec mecma npouzeoocmea: YOuut 111, 22-110, L.D.A., xunumerna, Xaigapaban-500055,

Tenanrana, Uuaus.

Biajenen perncTpanHoOHHOIO y10CTOBEpeHHUs

Xetepo Jlabc Jlumuren, Uuaus

Aopec: «Xerepo Kopmnopeiit», 7-2-A2, Unpactpuan Dcreiirc, Canar Harap, Xaiinapaban —
500018, Tenanrana, Muaus

Opranunzanus, NPUHHMAKOLIAS NPeTEeH3HH OT NoTpeduTe el

MockoBckoe npeacTaBuTenbeTBO Komnanuu «Xerepo Jlabe Jiumuren» (Muaus)
Aopec: 109029, r. MockBa, ABTOMOOUIIBHBIN NTpoe3], 1.6, cTp. 5

Ten./daxc: +7 (495) 981-00-88

e-mail: DrugSafety-Russia@heterodrugs.com

['nara npeacraButenscTBa Komnanuu
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