MHH3APAB POCCH I

NN-001 541 200820

MHWHUCTEPCTBO 3JIPABOOXPAHEHWSA POCCUMCKON OETEPALIVU

COTJACOBAHO
WHCTPYKILUS e

0 MEIULIMHCKOMY TIPUMEHEHHUIO JIEKAPCTBEHHOTO ITpenapaTta

I'EIITABHUP-150

PETACTPAIITMOHHBIA HOMEP: JIT1-001541.

TOPI'OBOE HAUMEHOBAHME: ['entaBup-150.

MEXJAYHAPOJHOE HETATEHTOBAHHOE HAUMEHOBAHME: namuByauH.
JIEKAPCTBEHHASI ®OPMA: Ta0seTKH, NOKPHITHIE TNIEHOUHONH 000JI0YKOH.

COCTAB

| TaGnerka, NOKpbITast MJIEHOUHOW 000J0YKON, COAEPIKUT:

oevicmesylowee geujecmego. namuByauH — 150,00 mr;

6cnomozamenvhble 6eujecmsa.; Uelono3a Mukpokpucramumueckas (MKL[-102) — 106,00 mr,
KapOokcuMeTHIKpaxman Hatpusi — 17,00 mr, maraus creapat — 7,00 mr; obonouxka — 7,00 mr

(runpomeruiosa — 59,75%, tTurana aquokeua — 31,25%, makporon — 8%, nonucop6at-80 — 1%).

OIIMCAHHUE
KancynoBuaHslie TableTKy, MOKpPBITHIE TUNIEHOUHON 0007104KO0# Oenoro 1pera, ¢ TucHeHueM «H»
Ha OJJHOM CTOpOHE U THCHEHHEM «30» M pUCKOM Ha ApYroi cTopoHe. Sapo ot 6e10ro 10 nMoyTH

Oenoro 1BeTAa.

OAPMAKOTEPAIIEBTUYECKAS I'PYIIIIA: npotuoBupycHoe [BUY] cpeacteo.
Koa ATX: JOSAFO0S.

®APMAKOJIOTMYECKHUE CBOMCTBA

PapmakoAHHAMHKA

Mexanusm oeiucmeusn

JlaMMBYAMH — aHaJOr HYKJIEO3MJOB, 0OJajJalomMid aKTUBHOCTBIO B OTHOIIEHWHM BHpYyca
ummMmyHozaeduuura yenoseka (BUY) u Bupyca rematuta B (HBV). JlamuByaun noxaeepraercs
BHYTPUKJIETOYHOMY MeTaboin3My ¢ oOpa3oBaHHEM aKTUBHOTO NMPOM3BOAHOIO — JJaMHMBY/1MHa 5’ -
tpudocdara. OCHOBHOI MeXaHU3M ero JeHCTBUS — OJOKMPOBAHUE CHHTE3a LIENH B NPOLECCE
obparHoit TpaHckpunimun BHWUY. Tpudochar obnagaer cenekTMBHON MHruOMpyroumen
aKTUBHOCTBIO B OTHomeHuH peruiukauun BUY-1 u BHUY-2 in vitro, a Takke aKTHUBHOCTBIO B
OTHOIIEHHWH DPE3UCTEHTHHIX K 3MAOBYAMHY kKiMHuuyeckux uszonstor BUY. He nabmopanucek

aHTaroHucTudeckue 3¢pGeKThl in vitro NpyU OHOBPEMEHHOM MPUMEHEHHH JIAaMHUBYIMHA U JIPYTHX



AQHTHUPETPOBUPYCHBIX MpenapaToB (MCcae0BaHHbBIE BellecTBa: abakaBUp, AMAAHO3UH, HEBUPATIMH
Y 3UJOBY/IMH).

Pe3ucmenmnocms

Pesucrenthocts BUY-1 k namuByauHy oOyclioBieHa 3aMeHOi aMuHokucnoTsl M184V B6u3m
aKTMBHOTO LieHTpa BUpYCHO# oOpaTHO# TpaHckpuntasbl (OT). JlaHHBIA BapuaHT MyTalluu
BCTpeYaeTcs Kak B YCIOBUSX in vitro, Tak My uHGuuupoBaHHeix BUY-1 nauuenTos, nosy4yapmmx
AQHTUPETPOBUPYCHYIO TEpaNHIO, BKIIOYAOLLYI0 JaMuBYAUH. [Ipy MmyTaumun M184V 3nauuresibHO
CHW)KAeTCsl 4YyBCTBUTENBHOCTh K JIAMUBYAMHY W YMEHBIIAETCs CIMOCOOHOCTH BHUpyca K
perMKauMu in vitro. B uccrnefoBaHUsIX in vitro OBIIO YCTAHOBJEHO, YTO PE3UCTEHTHBIE K
3UJOBY/IMHY M30JISTHl BUPYCa MOTYT CTAHOBHTHCS YYBCTBUTEIBHBIMHU K €0 JEHCTBHIO, €CIIH Y
9TUX W30JATOB OJHOBPEMEHHO pa3BUBAETCS pPE3UCTEHTHOCTh K JamuByauHy. OpHako
KJIMHUYECKOE 3HaY€HME 3TUX JaHHBIX /10 HACTOALIErO BPEMEHH HE OIPEEIIEHO.

JlaHHbl€ in vitro, Kak NpaBuIo, yKa3blBalOT Ha TO, YTO MPOAOKEHHE IPUMEHEHUS JIAMHMBY/IMHA B
COCTaBe AHTUPETPOBUPYCHOW Tepamuu, HECMOTps Ha pa3BuTHe MyTrauun MI84V, moxer
MPUBECTHU K MOSBJIEHHUIO OCTATOYHOW aHTHPETPOBUPYCHOM aKTUBHOCTHU (BEPOSTHO, B pe3yJibTaTe
YXYALEHUs perIMKaTUBHOM criocoOHOCTH BUpyca). KilmHMYeckast 3HaUMMOCTh 9THX pe3y/IbTaToB
HE YCTaHOBJIEHA. B 1€HCTBUTENBHOCTH, AOCTYHbIE KIMHUYECKUE JaHHbIE OYE€Hb OTPAaHUYEHBI U
HE TO3BOJIAIOT C/ieNaTh OJHO3HAYHBIM BBIBOA B 3ToW obnactu. B moboMm ciyuae, Hauano
npuMeHennss HUOT, k koTopbiM BUpyC Bce ellle YyBCTBHUTENICH, BCerja AOJKHO ObITh Oonee
NpeANOYTUTENLHBIM, YEM MPOAOIDKEHUE TEpaNuu JaMUBYAMHOM. TakuM 006pa3om, NpoJoKeHUe
Tepanuu JaMUBYJAMHOM, HECMOTps Ha mosiBneHue myrauud M184V, cnenyer paccmarpuBath
TOJILKO B CJlydae OTCYTCTBUs Apyrux aktuBHeix HUOT.

Mytauus OT M184V npuBOAUT K pPa3BUTHUIO MEPEKPECTHOW PE3UCTEHTHOCTH TOJBKO K
AHTUPETPOBUPYCHBIM MpernapaTaM Kjiacca HyKJI€O3UIHBIX UHTMOUTOPOB. 3UI0BYANH U CTaBY IUH
COXPaHSIOT aHTUPETPOBUPYCHYIO aKTUBHOCTh B OTHOLIEHUH liTaMMOB BUY-1, pe3ucTeHTHBIX K
naMuByAMHY. AGakaBUp COXpaHAET aHTUPETPOBUPYCHYIO aKTUBHOCTH B OTHOLIEHHM LITaMMOB
BUY-1, pe3ucTeHTHBIX K JIaMUBYAMHY M oOnajarolux Tojabko myTtauueid M184V. Illtammel ¢
myTaiueid OT M184V nemoHCTpUpyIOT MeHee uyeM 4-KpaTHOE CHH)KEHHE YYBCTBUTEIBHOCTH K
JIM/IaHO3MHY; KJIMHUYECKOe 3HAYEHHUE ITHX JaHHBIX HEU3BECTHO. TeCThl Ha UyBCTBUTENLHOCTD in
vitro He OBUIM CTaHAApPTHU30BaHBl, U MX pe3yJbTaThl MOTYT BapbUpOBaThb B 3aBUCHMOCTH OT
METO/10JIOTUYECKUX (PaKTOPOB.

In vitro naMMByIMH OKa3blBaeT clnaboe LMTOTOKCHYECKOE JeHCTBME Ha JTMMQOLMTHI

nepudepryecKoil KpOBH, Ha YCTOHYMBBIE JTUM(OLUTAPHBIE U MOHOLMTAPHO-MaKpodaranbHbie



KJIETOYHBIE JINHUM Y PsJl KJIETOK-TPEIIECTBEHHUKOB KOCTHOTO MO3Ta.

PapmMaKoOKHHETHKA

Bcacvieanue

JlaMuBY/IMH XOpOIIO BCAchlBAae€TCA M3 IKEITYJOYHO-KMIIEYHOrO TpakTa, OHOAOCTYMHOCTH
JlaMUBY/IMHA Y B3POCIBIX I0CJ€ Nnpuema BHYTpb o0biyHO coctaBisieT 80-85%. [locne npuema
BHYTPb Cpe/Hee BpeMs (fmax) AOCTHIKEHMS MAaKCUMaJbHOW KOHLIEHTpAlMH JIaMUBYAHWHA B
CHIBOPOTKE KPOBU (Cmax) cocTaBiisier okosio | u. Ha ocHOBaHMM JaHHBIX, MOJyYeHHBIX B
MCCJIEJOBAHMH C yYaCTHEM 3/I0POBBIX 100POBOJIBLEB, MPU NPUEME TEpPaNeBTUYECKO# 10351 150 Mr
ABa pasa B cyTku cpeansas (KB — koadduument Bapuanuum) papHoBecHass KOHUEHTpaUMs Cmax U
Cmin JTaMHMBYIMHAa B IUIa3Me KpoBW cocTaBnser 1,2 Mkr/ma (24%) u 0,09 Mxr/ma (27%)
coorBercTBeHHO. Cpeansas (KB) AUC (mowans mnoj  ¢apMakOKMHETHYECKOW KpPUBOM
«KOHLIEHTpaLUA-BPEMs») B MHTEpBaje MexXAy npuemamu 12 y cocrasiser 4,7 Mxrxu/mi (18%).
IIpu TepanesTryeckoit no3e 300 Mr oauH pa3 B cyTku cpeanss (KB) paBHOBecHasi KOHLIEHTpaLys
Cmax, Cmin 1 AUC B uHTepBane Mexay npuemamu 24 u cocraBistor 2,0 Mkr/mia (26%), 0,04

MKr/Ma (34%) u 8,9 Mkrxu/mi (21%) cOOTBETCTBEHHO.

Tabnetka ¢ no3upoBkoii namuByanHa 150 Mr 6uosKBUBaNIeHTHA TableTke ¢ 103UpoBKoi 300 mr
B OTHOWEHUU AUCw0, Ciax U tmax, 3HaUE€HHs YKa3aHHBIX MapaMeTpOB Jyis TabOJIETKU C J03UPOBKOI
150 mr u 300 Mr orinMyaroTcs NMpomnopLUMOHANIbHO A03e. [IpuMeHeHHe NamuBYyAMHA B ¢dopme
TabneToK OMOIKBUBAJIEHTHO NPUMEHEHHUIO JIAMUBYIMHA B hopMe pacTBOpa s IpUeMa BHYTPh B
oTHOWEHNH AUCx» U Crax y B3pOCIBIX MAalMEHTOB. Mex/1y B3pOCJIBIMU MAaLIUEHTaMHU U JAETHMH
Ha0JII0AaMMCh pa3ivyus B CTeNeHH BcackiBaHus (cM. «OcoOble rpymibl MallueHTOBY ).

[IpneM namuBy/aMHaA BMECTE C IMUILEH BHI3BIBAET YBEIUYEHHE tmax M CHIXKEHUE Cmax (Ha 47%),
OJIHaKO HE BIMsAET Ha OOIlIy0 cTerneHb abcopOIMU JaMUBYIUHA (PACCUUTAHHYIO Ha OCHOBaHUH
BeanunHbel AUC).

He oxupaercs, 4yTo nmpueM M3MeIbUEHHBIX TaONETOK ¢ HEOOJBLIUM KOJIMUECTBOM IOJYTBEPAOH
THLIM WK JKUJIKOCTH TOBIUSIET Ha (hapMaKoJIOTHYecKre CBOMCTBA Mpernapara U, ClieoBaTelbHO,
Ha  KIMHMYeCKMH 3¢dexkT. DTOT BBHIBOA OCHOBaH Ha  (U3UKO-XUMHYECKHX U
(apMaKOKMHETHYECKHUX JIaHHBIX MPU YCIIOBHH, YTO MALMEHT U3MEJIbYaeT U CMEIIMBAET C MULIEH
WK KUIKocTeio 100% TabneTku, U NpUHUMAET He3aMeJTUTEBHO.

CoBMecTHOE NMPUMEHEHHWE 3UO0BYJIMHA MPUBOJIUT K YBEJTMUYEHHUIO SKCTO3ULIMM 3WOBYJIMHA Ha
13% 1 yBeIMYEHUIO MaKCUMaJIbHOM KOHUEHTpalMK B Iula3mMe KpoBU Ha 28%. DTO sBJIEHUE He
CUUTAETCsl 3HAUUMBIM [ 0€30MacHOCTH MallMeHTOB U, CJIeI0BAaTe/IbHO, He TpeOyeT KOPpEeKLUH
103.

Pacnpeoenenue

[lo JaHHBIM KJIMHMYECKUX HCCIIeIOBaHUI INpHu BHYTPUBEHHOM BBC€IACHHUH CpClIHI/Iﬁ o0BeM
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pacnpeaesieHus JaMUBY/IMHa cocTaBiseT 1,3 n/kr, a HabmoaaeMblil IepUO MOy BBIBEICHUS — 5-
7 4. CpeaHHI CUCTEMHBIH KJIMpPEHC JTaMUBYAMHA cOCTaBisieT npubamsurensho 0,32 n/u/kr,
OONBIIYI0 YAcTh KOTOPOTO COCTABISET TOYEYHBIH KIMPEHC 4Yepe3 CHCTEMY TpaHCIopTa
OpraHu4eckux KatuoHoB (6onee 70%).

JlaMuByAMH NpOSBISET JMHEHHYIO (apMakOKMHETUKY NpU NPUMEHEHUH B TEPaNeBTUYECKOM
AMana3oHe /103 W HU3KYIO CTENeHb CBSA3bIBAHMS C OCHOBHBIM O€JIKOM TIJ1a3Mbl KpPOBH -
anbOyMuUHOM (<16%-36% 1O CpaBHEHHUIO C CHIBOPOTOYHBIM aJIbOYMHUHOM B MCCIIEIOBAHUAX in
vitro).

OrpaHUYeHHBIE IaHHBIE YKa3bIBAIOT Ha TO, YTO JJAMUBYAMH MPOHUKAET B LIEHTPAIbHYIO HEPBHYIO
CUCTEMY M CIUHHOMO3roByro xuiakoctb (CMXK). Yepes 2-4 u mocne mepopanbHOro npuema
COOTHOILEHHE KOHLEHTpauuu jamuByauHa B CMOK U cbIBOPOTKE KPOBM B CPEJHEM COCTaBIIAIIO
npubnuzurensHo 0,12. WMcTuHHas cTeneHb NPOHMKHOBEHMS, a TaKXKe CBsA3b C KIMHUYECKOU
3¢ GEeKTUBHOCTBIO HEU3BECTHBI.

Buompancgopmayusn

AKTHBHas ¢opMa JJaMHMBY/IMHA — BHYTPUKJIETOUHBIN TaMUBY/AMHA TpUocaT — obnanaer Gonee
JUITENILHBIM KOHEYHBIM TEPUOJIOM TMOJyBbIBeIeHUS U3 KieTok (16-19 4) mo cpaBHeHuIo ¢
NepUOJOM TOJTYBBIBEICHUS €ro U3 M1a3mMbl KpoBH (5-7 4). CoryiacHO 1aHHBIM, M0Jy4YeHHBIM y 60
B3pOCJBIX 3J0POBBIX JOOpPOBOJNBLEB, (hapMaKOKMHETHYECKHUE TapaMeTpsl JIaMMBYJIWHa B
PaBHOBECHOM COCTOSIHUM INpu npueme B 03¢ 300 Mr oauH pa3 B CyTKH SKBUBaJICHTHbI TAKOBbIM
npu npueMe B 1o3e 150 mr aBa pa3za B cyTkd B OTHOLIEHUM AUC24 ¥ Crax 411 BHY TPUKJIETOUYHOTO
namMuByAMHa Tpudocpara.

JlaMUBY/IMH NPEUMYIIECTBEHHO BHIBOJAMTCS B HEM3MEHEHHOM BUJe MoykaMu. Meraboauyeckue
B3aMMO/ICHCTBUSI TAMUBY/IMHA C IPYTMMHU JIEKAPCTBEHHBIMH NpeniapaTaMi MallOBEPOSTHBI BBHLY
He3HauuTeIbHOro Metabonusma B nedeHH (5-10%) U HU3KON CTENEHU CBA3BIBAHUA ¢ OelKaMH
MJ1a3Mbl KPOBH.

Buigeoenue

B uccnenoBaHusX ¢ yyacTHEM MAlMEHTOB € NMOYEYHOM HEAOCTaTOYHOCTBIO OBIJIO MOKA3aHO, YTO
HapylleHue (QYyHKUMM TOYeK BJIMSET HAa BBbIBEACHHUE JAaMUBY/AMHA. PekoMeHayeMblil pexum
JIO3UPOBAHUS JUIsl TMALIMEHTOB ¢ KJIMPEHCOM KpeaTHHHHA MeHee 50 MJI/MMH NpUBEJEH B pasjele
«Cnocob nMpuUMeHEeHHs! U 103b1».

BzaumojeiicTBHe € TPUMETONPUMOM — KOMIIOHEHTOM KO-TPUMOKCa30ja — MPUBOAUT K
MOBBILIEHUIO KCTIO3UIMM JIaMUBYIHA Ha 40% NpU MPUMEHEHUH B TEPANEBTHUECKUX J03axX. Tem
He MeHee, 3a MCKJIIOYEHHEM MAllMEHTOB C MOYEYHOW HEJOCTaTOYHOCTBIO, KOPPEKLMs 03Bl HE
tpebyercsi. CreayeT TIIATETBHO OLIEHWBATh BO3MOXKHOCTH OJHOBPEMEHHOIO NMPUMEHEHMs KO-

TpUMOKCa3oJia ¢ JJaMUBYIUHOM Yy MallUEHTOB C NOYEYHOM HEJIOCTATOUYHOCTHIO.



Oco0ble rpynnbl NaHEHTOB

Hemu

AGconmoTHas OMOJOCTYNHOCTh JaMHUBYIMHA (TMpuMepHO 58-66%) Obula Hke M Oonee
BapuabenpHa y jnereit muagme 12 ner. [lpuem namuByauHa y nereit B ¢dopme TabieTok
OJIHOBPEMEHHO C IpyTMMH aHTUPETPOBUPYCHBIMH MpenapatamMu B opme TabneTok obecrneunsai
6onee Beicokue 3HaueHUss AUCy ¥ Cmax TaMUBY/JMHA B TJIa3M€ KPOBH 110 CPABHEHHIO C paCTBOPOM
JUId TIpUeMa BHYTPb, IPUHUMAEMbIM OJHOBPEMEHHO C JPYTMMHM aHTHPETPOBHPYCHBIMU
npernaparamMu B GopMe pacTBOpa JJist premMa BHYTpb. Y I€Tel, MoTy4aBIIUX JJaMUBY/IMH B popme
pacTBopa Ui MpHeMa BHYTPb B COOTBETCTBUM C PEKOMEHJOBAHHBIM PEXHUMOM JI03MPOBAHMS,
Obls1a IOCTUTHYTA SKCMO3UIMS JJAMUBY/IMHA B TUIa3Me KPOBH, 3HAYEHUS! KOTOPOH HaXOJIUIIUCEH B
JMarna3oHe, MOJy4YeHHOM Y B3pOCJIbIX MALMEeHTOB. Y [eTeil, NPUHUMAaBIIUX JaMUBYUH B hopme
TabJIETOK B COOTBETCTBUM C PEKOMEH/IOBAHHBIM pPEKUMOM JI03UPOBaHHs, DKCIO3ULMS
NaMMBY/MHA B TJ1a3Me KpOBHU Oblja BbIlE, YeM Yy JeTeil, NPMHUMABIIMX JIAMUBYAUH B (opme
pacTBOpa /s IpreMa BHYTPb, IOCKOJIBKY MPU MpueMe npenapaTa B popme TabaeToK NalueHThl
noyiy4aroT Gosiee BBICOKME 03Bl B NEpecyeTe Ha MI/KI Macchl Tejla, U JAaMUBYAUH B (opme
TaONeToK XapakTepusyercss Oosiee BBICOKOM OMOAOCTYMHOCTBHIO. (PapMaKOKMHETHUECKHE
McClleIOBaHUsl IPUMEHEHHs JITaMUBY/MHA Yy JieTeil B ¢opMe pacTBopa Ajs MpHeMa BHYTPb U B
¢dopme Tabnerok mnoka3anW, 4TO MpPUEM MpenapaTta OAMH pa3 B CYTKHM SKBHMBAJEHTEH IO
nokazaremo AUCo24 npueMy npernapara JBa pa3a B CyTKU NPU OJMHAKOBOH 001Ield CyTOYHOM
noze. JlanHele Mo ¢apMakOKMHETHKE TNpenapata y JeTedl B Bo3pacTe MIajlle 3 MecsAleB
OrpaHUYeHBl. Y HOBOPOXKAECHHBIX Ha MEPBOW HeJelle JKU3HU KJIMPEHC JJaMMBYAMHA MPH NIpUeMe
BHYTpb OBLI1 CHWXKEH 10 CPABHEHHUIO C JIeTbMH 00Jiee cTapllero Bo3pacta, BEpOsITHO, BCIIEACTBHE
HE3pEeNOCTH BBIAETUTEIbHON (YHKIMU MOYEK U HEMOCTOSIHCTBA MoKasaTenei abcopouuu. Takum
o0Opazom, AN JOCTHXKEHHMsSl HKCMO3UMLMUM, CXOJAHOHW C€ TaKOBOW Yy B3pOCHBIX U JETEH,
pPEKOMEH/IOBaHHasl 71032 JJIs1 HOBOPOXKIEHHBIX COCTaBJISET 2 MI/KT J1Ba pa3a B CyTKH. [laHHbIE 10
MPUMEHEHHUIO MpenapaTa y HOBOPOXKJEHHBIX B BO3pacTe cTaplle | Helenu OTCYTCTBYIOT.
Hayuenmor nodxcunozo eo3pacma

JlaHHbIe 1O hapMaKOKHMHETHUKE JJaMUBY/IMHA y NMAaLMEHTOB cTapiie 65 J1eT OTCYTCTBYIOT.
Hayuenme! ¢ HapywieHuem yHKUUU NOYEK

V nauueHToB ¢ HapylleHHeM (YHKIMM TMOYeK KOHLIEHTpalMs JIaMHMBY/AMHA B IJIa3M€ KPOBH
(AUC) noBrllieHa BCIEACTBHE CHIKEHHOTO KiMpeHca. TakuM o0pa3oM, naieHTaM ¢ KIMpeHCOM
KpeaTMHHHA MeHee 50 M1/MUH HEOOX0JUMO YMEHbIIEHHE [03b] JAMUBY/IMHA.

IHayuenms! ¢ HapywieHuem yHKUUU neveHu

JlaHHBIE O MPUMEHEHUH JIAMUBYMHA Y TTALIUEHTOB CO CPEIHEH U TAXKENOM CTENEHBIO HapyLIEHUs

(GYHKLMHU NE€YeHU CBUIETEIbCTBYIOT O TOM, YTO HapylleHUe (QyHKUMH NEYEHU CYIIECTBEHHO HE



BIIUSIET HAa JapMaKOKMHETHKY JIAMHUBYIUHA.

Bepemennocmeo

dapMakOKMHETHKA JJaMUBYAMHA MPU OEPEMEHHOCTH HE OTIIMYAeTCs OT ero (apMaKOKUHETHKH B
ciyyae OTCcyTcTBUS OepeMeHHOCTH. KOHILIeHTpauus 1aMUBY/IMHA B CBIBOPOTKE KPOBM JI€TEH MpH
pokaeHuM Oblla aHANOrMYHA TAaKOBOM B CHIBOPOTKE KPOBHM MaTE€pH W IMyNOBUHHON KPOBU Ha
MOMEHT pOJOpa3pellieHus, 4YTO COrJacyeTcss C JaHHbIMH O TMAaCCUBHOM IPOHMKHOBEHMH

JJaMUBYIMHA 4€PE3 IVIALICHTY.

INIOKA3AHUSA K IPUMEHEHUIO

Jleuenne BUY-undekimu B coctaBe KOMOMHUPOBAHHOM aHTUPETPOBUPYCHOM Tepanuu y
B3pOCJIBIX U JETEH.

IIPOTUBOIIOKA3AHUSA

. [ToBbilIeHHass YyBCTBUTEILHOCTh K JIAMUBYAMHY WM JIIOOOMY JpyroMy KOMIOHEHTY
npenapara.

B cnenyromux ciydasx npuMeHeHHe Npernapara B JeKapcTBEHHOM opMe TablIeTKH HEBO3MOXKHO
B CBSI3M C HEOOXOJAMMOCTBIO KOPPEKLMH JI03bl; B JIaHHBIX CIy4asX CJeQyeT HCIOJIb30BaTh
npernapatT B JIeKapcTBEHHOW ¢Qopme pacTBop Juis npuema BHYTph (cM. paszzgen «Crnocod
NIPUMEHEHUS U J103b1»):

. JIeTU ¢ Maccoi Tena MeHee 14 Kr (11 JaHHO#H JIeKapcTBEHHOM (OpMBI);

. JIeTH ¢ Maccoii Tena ot 14 Kkr 10 MeHee 25 Kr ¥ HapylieHHeM (GyHKUMM noyex (A1 JaHHOH
JIeKapCTBEHHOMH (OpMBI);

. B3pOCJIbIE M JIETH C MacCOW Tesla He MeHee 25 KI W HapylleHHeM (YHKLMU MOYeK NpU

KJIMpeHce KpeaTMHUHA MeHee 30 MJI/MUH (7151 JaHHOM JieKapCTBEHHOH (opMmbl).

INIPUMEHEHUE TIIPU BEPEMEHHOCTH W B [IIEPHOJA TIPYJIHOI'O
BCKAPMJUIMBAHMS, BJIMAHUE HA ®PEPTHJIBHOCTDb

Bepemennocth

Kak npaBusio, npu npuHATHH pelieHrs 00 UCTIOb30BaHUU aHTUPETPOBUPYCHBIX NPenapaToB /s
neyenuss BUY-unpekuun y OepeMeHHBIX KEHIUH W, KakK CJEJICTBHE, [ CHWXKEHHs pHUCKa
BepTUKaNbHOM mnepenaun BUY-uHdekumu HOBOPOXKAEHHOMY CIIEAYET YUWUTHIBATh JaHHbIE
UCCIIeIOBAaHUN Ha )XMBOTHBIX, @ TAKKe KIIMHUYECKUI OTBIT IPUMEHEHHS] Y O€pEMEHHBIX JKEHILUH.
HccnenoBanus no NPUMEHEHHWIO JaMHUBY/AMHA Yy JKUBOTHBIX [OKa3aJd yBEJIMYEHUE DPaHHEM
IMOPHOHANIBHON CMEPTHOCTH Y KPOJIMKOB, OJJTHAKO Y KpBIC AaHHbIH 3¢ ekt He Habmoaancs. beuto
YCTaHOBJIEHO, YTO Y YeJOBEKa BO3MOXKHA Nepe/iaya JaMHUBYAMHA Yepe3 MIaLEeHTY.

V GepeMeHHBIX )KEHIIUH, MOJIy4aBIIUX JaMuByAuH, 6onee 1000 ncxonoB 6GepeMeHHOCTH nocie



NpUMEHEHUsT BO BpeMs mepporo Tpumectpa u Oonee 1000 mcxonoB OGepeMeHHOCTH mociie
NPUMEHEHHSI BO BpEMS BTOPOrO M TPETHEr0 TPUMECTPa JAEMOHCTPHPYIOT OTCYTCTBHE
Masib(opMaTUBHOTO M (heTaNbHOro/HEOHATANBHOTO BO3/AEHCTBUS. JleKkapcTBEHHBIN mMpenapar
I'entaBup-150 MoOXHO mnpuHMMaTb BO BpeMs OEpeMEHHOCTH B cCllyyae KIMHUYECKOM
HeobxoauMocTH. Ha OCHOBaHMHM AOCTYNHBIX J@HHBIX MOXKHO CZeNaTh BBIBOJ O TOM, YTO MpU
NPUMEHEHUH JJaMMBY/IMHA Y YEJI0BEKA PUCK BPOXKIEHHBIX MATOJIOTUIA MaJIOBEPOSITEH.

Jna BUY-uHGUUMPOBAHHBIX JKEHIIMH C KO-MHQEKIHeHd BHPYCOM TreraTHTa, MOJyYaroliuX
TEpanuil JIaMMBYJMHOM, B CJIyya€ HacTyIUIeHUs OEpeMEHHOCTH CleAyeT YYUTHIBATh
BO3MOXHOCTb PELIMIMBA IeraTUTa MOocie NpeKpalieHus MPUMEHEHUs TaMUBY IMHA.
Mumoxonopuansnan oucynxkyus

B uccnenoBanusx in vitro m in vivo Obl10 NPOAEMOHCTPUPOBAHO, YTO aHAJIOTH HYKIIEO3UI0B U
HYKJICOTH/IOB CMOCOOHBI BBI3bIBATH MOBPEXKIEHUS MHUTOXOHIAPHUH pa3sIMYHON creneHu. Bpuin
3aperuCTPUPOBaHbl COOOLIEHUS O MUTOXOHJPUAILHON JTUC(YHKLMU y JNeTel, NoJaBepraBIInuxcs
BO3/ICHCTBHIO aHAJIOrOB HYKJICO3UI0B BHYTPHYTPOOHO M/WJIK B NOCJIEPOIOBOM MEPUOJIE.
Ilepuoa rpyaHoro BckapmM/iHBaHHsA

Ilocne mnpuema BHYTpPh JIaMHMBYJMH BBHIJENSETCS B TPYAHOE MOJOKO B KOHLIEHTPALMSX,
aHaJIOTUYHBIX KOHLEHTpaLUsIM, OOHapy>KEHHBIM B CHIBOPOTKE KpoBU. Ha OCHOBaHMH pe3y/ibTaToB
uccnenoBanus 6onee 200 map «maTh/pebeHok», mnonyvyaBwux Ttepanvio BUY-unpexiyy,
KOHUEHTpalMs JaMUBYJMHa B CBIBOPOTKE KpOBM [E€T€H, HaXOJMIUMXCS Ha TpyJHOM
BCKapMJIMBaHUM Yy MaTepeil, nmoiydaBmux Tepanvio BHUY-undekuumn, ouenr Huzka (<4% ot
KOHLEHTPalMU B CHIBOPOTKE KPOBM MaTE€pPH) U MOCTENEHHO YMEHBILAETCS A0 HEONPEAENIEMOrO
YPOBHS IIPY IOCTHKEHHU Py IHBIMU I€TEMU 24-He1e/IbHOTo Bo3pacTa. [laHHbIe 1o 6e30nacHOCTH
NIPUMEHEHHUs TaMUBYMHA Y [eTeil Miajie Tpex MecsieB oTcyTcTBy0T. BUY-nHpumpoBaHHbIM
)KEHIIMHAM HU TP KakuX OOCTOSATENBCTBAX HE PEKOMEHAYeTcs TPOBOJUTH TIpyAHOE
BCKapMJIMBaHUe Bo n3bexanue nepenaun BUY pebenky.

DepTHIBHOCTH

Pe3ynbraThl Mccie0BaHUN Ha JKUBOTHBIX MOKAa3ajy, YTO JIAMUBY/IUH HE OKa3bIBA€T BIMSHHE Ha

(GhepTHIILHOCTS.

CIIOCOB ITPUMEHEHUS U J103bI

[Ipenapar I'entaBup-150 nomkeH Ha3HayaThCsl BpavyoM, HMEIOLIMM ONBIT JedeHus BUY-
UHPEKLMH.

[Ipenapat ['entaBup-150 npuHUMalOT BHYTph BHE 3aBUCUMOCTH OT MpHUEMa MULIH.

Jlns obecneyeHUss TOYHOCTH J03UPOBaHUs TMpenapara TabJIeTKH PEKOMEHYeTcsl MpOriaThiBaTh

MOJIHOCTBIO, 0e3 Hu3MeIbYEeHHUS. HJ’[H IMNAUEHTOB, KOTOPBIC HCHBITBIBAKOT TPYAHOCTU C



MporjaTbiBaHKUEM TaONETOK, NpeJHa3Ha4yeHa JieKapcTBeHHas (Gopma pacTBopa ais Npuema
BHYTpb. B KauyecTBe anbTepHATHBBI JOMYyCKaeTCs HM3MeJbueHHe TablIeTOK ¢ IOCeayOIHM
NepeMeNIMBaHUEM ¢ HEOOIBLINM KOJMYECTBOM MOJIYTBEPAOH MHUIM MM SKHAKOCTH, TIPU 3TOM
MOJIy4E€HHYIO CMECh HEOOXOMMO NMPUHATH BHYTPb MOJHOCTBIO U HE3aMEIUTENBHO.
IIpumenenue npenapara B popme TabIETOK y J€Teil ¢ Maccoii Tea MeHee 14 Kr IpoTMBONOKAa3aHO
B CBSI3U C HEBO3MOJKHOCTBIKO KOPPEKLMH [03bl B 3aBUCUMOCTH OT Macchl Tena. Jletsim ¢ mMaccoi
Tesla MeHee 14 Kr ciielyeT Ha3HayaTh npenapat B opme pacTBOpa [Uisi IpUeMa BHYTPb.

IIpu nepexose ot pexxuma npremMa Jipa pa3a B CyTKHU K PEXXHMY IIpUEMa OJIUH pa3 B CYTKH CJIELYET
NPUHATE NIEPBYIO PEKOMEHYEMYIO OJJHOKPATHYIO /103y NMPUMEPHO 4yepe3 12 4 mociie mocieaHei
MPUHATOW 1031 10 PEXHMMY JBYKPAaTHOrO TMpHeMa, a 3aTeM MpoAoJbKaTh TMPUHUMATH
PEKOMEH/yeMYIO OJIHOKPATHYIO /103y NMpUMepHO Kaxkzable 24 4. [Ipu Bo3Bpate K pexumy rnpuema
JBa pasa B CYTKM CJIEIy€T NPUHATH MEPBYIO PEKOMEHAYEMYIO 03y 0 PeXHUMY JBYKPATHOIO
nprema NpuMepHo yepes 24 4 nocie nociaeaHeil NpUHATON 0JHOKPATHOM [03bI.

IIpu nepexoze ot npuema npenapara B hopme pacTBopa K npuemMy rnpernapara B Gopme TabieTox,
MM HAo0OpOT, HEOOXOAMMO CJe[0BaTh PEKOMEHJALMAM 1O JO3MPOBAHMIO TMperapara,
YCTaHOBJIEHHBIM J1J15l KaXK/10/ KOHKPETHOH JIeKapCTBEHHOM (hOPMBI.

Bspocnvie u 0emu ¢ maccoit mena ne menee 25 Kz

Pekomenayemas 1o03a namuByanHa coctaBinser 300 Mr B cyTku: o 150 Mr iBa pa3a B CyTKH WU
no 300 Mr oauH pa3 B CyTKH.

Oco0ble rpynnbl NalHeHTOB

Memu ¢ maccoit mena om 14 kz 0o <20 kz

Pexomenayemas obmmas cyToyHas 103a JaMUBYAMHA cocTapiseT 150 mr:

-1/, Tabnetkn 150 Mr (75 mr) 2 pasa B CyTKM WM

- 1 uenas tabnerka 150 mr 1 pa3 B cyTKH.

Memu c maccout mena om >20 k2 0o <25 ke

Pexomenayemas ob1ias cyToyHas 103a JaMUBYAMHA COCTABsET 225 Mr:

- '/ Tabnetku 150 mr (75 mr) yrpom u | nenas Ta6netka 150 Mr BeyepoM, uiu

- 1 u'/, Tabnetku 150 mr (225 mr) 1 pa3s B cyTkH.

Iayuenmor nosxcunozo eo3pacma

JlaHHBIE 110 NPHUMEHEHMIO JJaMMBY/AMHA y 3TOH KaTEropuu NAalMEHTOB OTCYTCTBYIOT, OJHAKO
cretyer coboaaTe 0co0y0 OCTOPOKHOCTE MPU MPUMEHEHHHU TIpernapaTa y TaKUX MallHeHTOB B
CBSI3M C BO3PAaCTHBIMM M3MEHEHHSMH, TAKMMHU KaK yXyAlleHHe (QYHKLUUM TOYeK U M3MEHEHHUe
roKasaresiei KpoBH.

Hayuenmoi ¢ HapyuwieHuem QyHKyuu novex

VY nauMeHTOB ¢ HapylleHMeM (yHKUMM NOYeK CpefAHeW M TSIKENOH CTEeNneHW KOHLEHTpauus



naMuByaMHA B mia3Me Kposu (AUC) nosbllieHa BCJIEACTBHE CHWXKEHMs KiupeHca. [loatomy y
NMalMeHTOB C KJIMPEHCOM KpeaTHHMHAa MeHee 30 MI/MMH /1 CHHXKEHMS 03Bl HEOOXOIMMO
NPUMEHSATh JIAMUBY/IMH B JIEKAPCTBEHHON (hopMe pacTBOp AJs MpHeMa BHYTPh (CM. TaGuMILy
HUXKE).

Pexomennanuu no noabopy 1036l y B3pOC/bIX U AETEN ¢ MAcCoii Tejla He MeHee 25 KT.

Kaupenc kpeaTnHuna _ IlepBas go3a IMopaepxuparomas go3a
(MJ1/MHH)

Ot 30 o 50 150 mr 150 mr 1 pa3 B cyTku

meHee 30 [IpotuBomokazaHo (Ui JaHHOW  JIEKapCTBEHHOW  (OpPMBI).

HeoOxoauMo npuMeHeHHe NaMHMBYAHMHA B JIEKapCTBEHHOM (opme

[pacTBOp AJIsi IpUeMa BHYTPb.

V nereii ¢ maccoii Tena ot 14 Kr 10 MeHee 25 Kr U HapyLIeHHeM (QYHKIMHU M0YeK HEOOXO0AUMO
NPUMEHEHHUE JTaMUBY/IMHA B JIEKAPCTBEHHOH (hopMe pacTBOp [Uis IpHeMa BHYTPb.

Hayuenmoi ¢ napywenuem ynkyuu nevenu

JlanHble, TMOJy4EHHBIE Y MALMEHTOB € HapylleHHeM (QYHKIMH TEYEeHH CpelHEN W TsKeNoi
CTENEHH, TMOKa3bIBAIOT, YTO JUC(HYHKIMS NEYEHH HE OKa3bIBAET CYIIECTBEHHOE BIIMSAHHE Ha
(apMakOoKMHETHKY JaMHBYIMHA. McXoas M3 STHUX JaHHBIX, Ui MALMEHTOB ¢ HapyLIEHHEM
(GyHKUMH NeYeHH cpeTHEl U TSHKENON CTeNeHN KOPPEKIHs 103kl He TpeOyeTcs, 3a HCKIFOYEHHEM

CJ1y4aceB, KOrjaa HapyueHHe (byHKI_lHl/l NEYCHU CONPOBOXKAACTCA HAPYUICHHUEM (bYHK].IIdl/I ITOYECK..

INOBOYHOE JIEMCTBUE

OnucaHHple HMXKE HEXeNaTeNbHbIE pEaKUUH OTMedanuch mnpu JedyeHun BUY-undekumu
JTAMUBY IHHOM.

HexenarenpHble peakuuy, KiaccMpUUUMpPOBaHHbIE KaK CBSI3aHHBIE MM BO3MOXKHO CBSI3aHHBIE C
Tepanuen JJaMUBYAUHOM, NIEPEYUCIIEHbl HUXKE B COOTBETCTBUM € NMOPAKEHUEM OPraHOB U CUCTEM
OpPraHoOB M 4YaCTOTOH BCTpeyaeMOCTH. YacToTa BCTPEYaEMOCTH OIpPEeNseTCs CIeLyIOIUM
obpazoMm: ouenv uacmo (>1/10), yacmo (>1/100 u <1/10), nevacmo (>1/1 000 u <1/100), peoxo
(>1/10000 u <1/1000), ouenv peoxo (<1/10000). B npenenax Kaxmoi KaTeropuu 4acTOTBI
HEXeNaTelIbHbIE PEaKLUH MPEICTABIEHBI B OPsAAKE YOBIBAaHHS CEPbE3HOCTH.

YacToTa BCTpeyaeMOCTH HexKelaTeIbHbIX peaKkiHii

Hapywenua co cmoponvt Kposu u 1umpamuueckoii cucmemsl

Heuacmo: HelTponeHus: U aHeMus (MHOTa B TshKeNIoH Gopme), TPOMOOLMTONCHHUS;

Ouenwv peOko: UCTUHHAS SPUTPOLMTApHAS allla3us.

Hapymenuﬂ CO CMOpOHb oomeHna eeuwiecme U numaHus




Yacmo: runepnakraTeMus;

Ouenv peoko: NaKTOALMI03.

Hapywenus co cmoponsl HepeHoii cucmemol

Yacmo: ronoeHas 60J1b, 6€CCOHHUIIA,

Quenv peoxo: nepudepuyeckas HeiliponaThs, B TOM YUCIIE NAPECTE3UH.

Hapywenus co cmopons ObixamenbHol cucmemsl, 0p2anoe zpyOHou KNemKu U cpedocmenus
Yacmo: Kauenb, Ha3albHBIE CUMIITOMBI.

Hapywenus co cmoponbsi jceny0ouno-KumieuHozo mpakma

Yacmo: TomHOTa, pBOTA, OOJIB MM CTIA3MBbl B XKUBOTE, JAHApes;

Peoxo: maHKpeaTHT, MOBHIIIEHHE aKTUBHOCTH CHIBOPOTOYHOM aMHIIa3kl.

Hapywenus co cmoponst neuenu u jicenqeevigo0aujux nyme

Heuacmo: TPaH3UTOPHOE NOBBILLIEHHUE aKTUBHOCTH NEYEHOYHBIX depMeHTOB
ananuHamuHoTpaHcdepassl (AJIT), acnapraramunorpancdepassl (ACT);

Peoxo: renarur.

Hapywenus co cmopoHsl Kodcu u nOOKONCHbIX MKAHe

Yacmo: cwinb, anoneums;

Peoxo: aHTMOHEBPOTUYECKHIA OTEK.

Hapywenusa co cmoponbl cKe1emnuo-mbluiedHOl U COeOUHUMETbHOU MKAHU

Yacmo: apTpanrus, MpllLIeYHbIE HAPYILICHHUS;

Peoxo: pabnomuonus.

Obugue paccmpoiicmea u HapyuieHUA 6 MecHie 66€0eHUsA

Yacmo: 4yBCTBO yCTaOCTH, HEIOMOTaHHE, JIMXOpA/IKa.

3aperucTpupoBaHbBl  Cllyyal pa3BUTHS OCTEOHEKpO3a, B YACTHOCTH, Yy TMAlMEHTOB C
o0Imenpu3HaHHBIMU (paKTOpaMHM pHCcKa, Ha NpoABHHYTOM cTaguu BUY-unbexumyu wnum mpu
JUIMTENIbHOW KOMOMHHUPOBAaHHON aHTUPETPOBUPYCHOMN Tepanuu. YacToTa BCTPEYaeMOCTH 3TOTO
SIBJICHUs1 HEU3BECTHA.

Bo Bpems npoBeneHHUs aHTUPETPOBUPYCHOM TepanuM MOXKET OTMEYaThbCs YBETMUYEHHE MacChl
TeJla, a TAK)KE MOBIIIEHUE KOHLEHTPALIMU IIIOKO3bl U JIMMU/AOB B KPOBH.

YV BUY-uHPUUMPOBAHHBIX MALIMEHTOB C TSDKEJIBIM HMMYHOAE(DHUIIMTOM Ha MOMEHT Haualsa
KOMOMHUPOBAHHON aHTHPETPOBUPYCHOM Tepanmvyd BO3MOXKHO pa3BUTHE BOCHAJIMTENIBLHOM
peakuuy Ha (oHe OECCHUMNTOMHBIX ONIMOPTYHUCTUYECKUX HMHGEKIMH MIM MX OCTATOYHBIX
ABNIEHUI. AyTOMMMYHHBIE 3a00JieBaHus (Takue Kak OoJie3Hb [ peliBca M ay TOMMMYHHBIN renaTur)
Taloke HabmoJanuck Ha (OHE BOCCTAHOBIICHHUS HMMYHMTETa, OJHAKO BpEMsS TMEPBUYHBIX

HpOﬂBHCHl/Iﬁ BapbUpoOBaJio U 3a00JIeBaHWE MOTJIO BO3HUKATH 4Y€pe3 MHOI'0O MECALIEB IOCJIE Havdalla
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TeparnuH.

Hdetn

669 nereit B Bozpacte oT 3 MecsiueB 10 17 ner, unpuuupoBanHsix BUU-1, kotopeie nomyuanu
abakaBMp M NaMUBYJMH OJWH WM JIBa pa3a B CYTKH, NPUHMMAlIM Y4acTHE B MCCJIeIOBaHUM
ARROW (COL 105677). ¥V nauMeHTOB JETCKOro BO3pacTa, IPUHUMABLIMX NpenapaT OJAUH WU
[1Ba pa3a B CyTKU, He ObUIM BBISBJIEHBI JONOJTHUTEbHBIE IPOOJIEMbI, CBS3aHHbIE C 0€30M1aCHOCTBIO,

IO CPaBHECHHIO CO B3POCJIBIMHU IMTAlJUEHTAMMU.

IEPEJIO3UPOBKA

CuMNTOMBI H NPU3HAKH

JlocTynHbl OrpaHUYEHHbIE JaHHbIE O TMOCJEACTBUAX OCTPOH NEPEO3UPOBKM JIaMUBYIHHA Y
yenoBeka. Ciyyaum JeTaJbHOTO HCXOJa HE YCTAHOBJIEHBI, COCTOSIHUE BCEX IALUMEHTOB
HopMmanu3oBaiock. Kakue-nubo cneundpuyeckue NpU3HAKK WIM CUMIOTOMBI NEPEAO3UPOBKU
JTaMMBYIMHA HE BBISIBJICHBI.

Jleuenne

B ciyuae nepeo3upoBKH cleayeT KOHTPOJIMPOBATh COCTOSIHUE MALMEHTa U M0 HEOOXOAMMOCTH
MPOBOJIUTH CTAHAAPTHYIO MOJIEPKUBAIOILYIO Teparnuto. [1ockolbKy 1aMUBYAMH BBIBOAMTCS U3
OpraHM3Ma ¢ TMOMOILNBIO JUaiu3a, /s JIEYEHUS NEepeO3UPOBKH BO3MOXKHO TPUMEHEHHE

HENIPEPBIBHOI'O reMoarain3a, OJHaKO Cri€liiaJIbHbIC UCCIICAOBaHHs HE IIPOBOAUIIUCD.

B3AUMOJIEMCTBHUE C IPYTUMU JEKAPCTBEHHBIMU CPEJICTBAMHU
HccnenoBaHus 1eKapcTBEHHBIX B3aMMO/I€HCTBHUIA OBLITM MPOBEJEHBI TOJIBKO € yYaCTHEM B3POCIIBIX
MalUEeHTOB.

Merabonuyeckoe B3aMMO/IeHiCTBUE JIAMUBY/IMHA C IPYTHMU NpeniapataMy MaJIOBEPOSITHO B CBSI3U
C €ro He3HAYUTEIbHBIM MEeTab0JIM3MOM, OTPAHUYEHHBIM CBSA3bIBAHUEM ¢ OEIKaMH IJ1a3Mbl KPOBH
Y MPaKTUYECKH MOJIHBIM BBIBEIEHUEM Yepe3 NMOYKU B HEU3MEHEHHOM BUJIE.

OnHOBpeMeHHOe NpUMEHEeHHEe KOMOMHALMK TPUMETONPUM + cyibphamerokcaszon B Joze 160 mr +
800 Mr (ko-TpMMOKCa30J1) MPUBOJUT K TOBBILIEHUIO SKCMO3MLMHU JaMuByauHa Ha 40%, yto
00yCJIOBIEHO HATMYHUEM TPUMETONPUMA; HalTMUKeE CyIb(paMeToKca301a He OKa3bIBaeT BIUSHUE HA
(bapMakoKMHeTUKY JlamMuByIuMHa. OJHaKo, 3a MCKJIIOYEHHEM TALMEHTOB C TOYEYHOM
HEZ0CTaTOYHOCTBIO, KOPPEKLHUS /03Bl JIaMUBY/AMHA He TpeOyeTcs. JlaMMBY/MH He OKa3bIBaeT
BIMSHUE Ha (apMaKOKMHETHKY TpPUMETONpUMa WM cylbpameTokcasosna. B ciyuae, koraa
OJJTHOBPEMEHHOE TMPUMEHEHHE KO-TPUMOKCa30Jia SBISETCS ONpaBAaHHBIM, MAaLMEHTHl JOJDKHBI
HaXOAMThCS MOJ KIMHUYeCKMM HabmoaeHueMm. CreayeT uzberaTb COBMECTHOrO NMPUMEHEHHUs

JJaMUBYJMHa C KO-TPUMOKCa30JIOM B BBICOKHUX [J03aX AJid JICHEHHs IMHEBMOHMUH, BbI3BAaHHOM

11



Pneumocystis jirovecii, n TOKCOIIa3M03a.

Crnenyer yunThIBaTE BO3MOXKHOCTH B3aMMOJCHCTBHS JIaMHUBYJIWHA € APYTMMH OJHOBPEMEHHO
NPUMEHAEMBIMH JIEKAPCTBEHHBIMH MpenapaTaMu, B 0COOEHHOCTH € TEMH, Y KOTOPBIX OCHOBHBIM
MEXaHU3MOM BBIBEJICHUs sABISETCS aKTUBHAs KaHaJbleBas CEKPELIUs Yepe3 CUCTEMY TPaHCIOpTa
OpraHMYECKHUX KaTMOHOB (Hampumep, Tpumeronpum). Jlpyrue aeicTByroLMe BelECTBa
(HampuMmep, paHUTUAMH, LMMETHAMH) JMIIb YAaCTHYHO BBIBOJSATCS C TMOMOILIBIO YKa3aHHOIO
MEXaHM3Ma M He B3aUMOJEHCTBYIOT C JaMHMBYJAMHOM. AHAJOTH HYKJICO3UJOB (Hampumep,
JMJIaHO3MH, 3UI0BYIMH) HE BHIBOJAATCS MOCPEACTBOM JAHHOTO MEXaHU3Ma, U UX B3aUMOIeHCTBHE
C JaMMBYAMHOM MaJIOBEPOSITHO.

[Ipy 0lHOBPEMEHHOM MPUMEHEHUM JaMHUBYJIMHA U 3UJOBYJMHaA HaOoAaeTcss ymMepeHHoe (Ha
28%) yBenuyeHue Cmax 3UJOBYAMHA B IUIa3Me€ KPOBH, Npu 3ToM obmas skcnozuuus (AUC)
CYLIECTBEHHO HE U3MEHSETCA. 3UA0BY/IMH HE BIMsAET Ha (PapMaKOKMHETHUKY JJaMHUBY/IMHA.
Ilpenapar I'entaBup-150 He cneayer nNpuHUMAaTh OJHOBPEMEHHO C JPYTHMH aHalloraMu
LUMTUAMHA, TaKUMU KaK SMTPULMTAOUH, B CBSA3M C €r0 CXOJACTBOM C JIaHHBIMHU Ipernaparam.
Kpome Toro, mnpenapar I'enraBup-150 He crneayer mnpuHMMarh ¢ JOOBIMH  JIpYTHMH
JIeKapCTBEHHBIMU NpenapaTamMu, CoIep KallliMH JIAMUBY I H.

In vitro naMUBYIMH HMHTHMOMpYET BHYTPHUIJIETOYHOE (ochopuiupoBaHre KiagpubHHa, YTO
o0ycnaB/IMBaeT TMOTEHUMANBHBIA pUCK ToTepu 3PPeKTUBHOCTH KIaapuOMHAa B Ciyyae
KOMOMHUPOBAHUS B YCIOBUAX KIMHUUECKOM NMpakTUKU. HekoTopbie KIIMHMYECKHE JaHHbIe TaKkKe
NOATBEP)KAaIOT BO3MOYKHOCTh B3aUMOJIEHCTBUS MEX/1Y TaMUBYAMHOM U Ki1aipuOuHoM. [TosTomy
OJIHOBPEMEHHOE NMPUMEHEHHE JIAaMUBY/IMHA U KJIaJipUOMHA HE PEKOMEH/I0BAHO.

[{utoxpom CYP3A He BoBiedYeH B MeTa0OJIU3M JIaMUBYJAMHA, MOITOMY B3aUMOJEHCTBHUE C
JIEKapCTBEHHBIMU NpernapaTaMu, KOTOpbIE MeTabOJNM3UPYIOTCS STOW CHCTEMO# (Hampumep,
MHIMOMTOpaMHU MPOTEasbl), MaJIOBEPOSTHO.

OpHOBpeMEHHOE NPUMEHEHUE pacTBopa copbutona (3,2 r, 10,2 r, 13,4 r) ¢ ogHOKpaTHO# 10301
namuByauHa 300 mMr B ¢popme pacTBOpa [Uisi IpUEMa BHYTPb Y B3pOCIIbIX 310POBBIX 100pOBOJIBLEB
NPUBOAMIIO K J10303aBUCUMOMY CHW)KEHMIO 3Kkcno3uumu JamuByauHa (AUCy) Ha 14%, 32% n
36% u Cmax namuByauHa Ha 28%, 52% u 55%. Ilo Bo3MOXHOCTH cieayeT u30eraThb
OJJHOBPEMEHHOI0 NPUMEHEHUs JIaMMBYJWHA U COPOMTON-cOJEpXkAlMX TIpenaparoB, J1UO0
CllelyeT pacCMOTPETh BO3MOXKHOCTH OOJiee 4acTOro KOHTpOJis BUpYcHOM Harpy3zku BHUY-1 B
cilyyasiX, KOrja HEBO3MOXXHO H30€XaTh JAMUTEIBHOTO OJHOBPEMEHHOIO NPHUMEHEHHUs 3THX

npenapaToB.

OCOBBIE YKA3AHUSA

HpHMeHCHHe JJAMUBYJZMHA B Ka4Y€CTBEC MOHOTEpAIIii HE pEKOMEHAYETCA.
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Ilepenaua BUY-undexuun

XoTs 6b110 10Ka3aHo, YTO 3¢ ¢eKTUBHOE MOJABNIEHHE BUpYyca ¢ MOMOILIBIO aHTHPETPOBUPYCHOM
Tepanuu CyIIeCTBEHHO CHWXaeT puck nepenayn BUY apyrum moasM npu nosoBBIX KOHTaKTaXx,
MCKJIOYATh 3TOT PUCK MOJHOCTBIO Helb3s. [103TOMy naluMeHThl A0KHBI POA0IKATh COOM0AATh
COOTBETCTBYIOLIME MEPBI NTPEJOCTOPOHKHOCTH.

Hapymenue pyHKIHH noyek

V nauueHTOB ¢ HapylieHHeM (YHKIMM TOYeK CpefAHed M TKEJOW CTeNeHH KOHLEHTpaLus
namuByJuHa B ruiazMe kpoBu (AUC) noBblleHa BCJIEACTBHE CHUKEHUS KJIIMPEHCA JIAMUBYIMHA,
MOATOMY TaKMM MalMeHTaM TpeOyeTcst KOppeKLUs 1035l.

Tpoiinas HykJIeoO3uHasI Tepanust

By monydeHsl cOOOLIEHHS O BBICOKOM YacTOTe CIIyvyaeB BUPYCOJOrMYECKOW Heyaauu U
BO3HMKHOBEHHMU PE3UCTEHTHOCTH Ha PaHHEM dTare MpH MpuUeMe JaMUBYAMHA B KOMOMHALMU C
TeHo(oBHpa aAu3onpokcuia GpymapaTtom U abakaBUpOM, a Takxke ¢ TeHO(OBHpa JU30MPOKCUIA
¢dbymapaToM U JUIaHO3UHOM B PEXXHUME OJIUH pa3 B CYTKH.

OnnopryHHcTHYeCKHE HHPEKIHH

VY nauMeHTOB, MOJyYalOIMX JaMUBYJIUH WM JIpyrHe aHTUPETPOBUPYCHBIE IMpenaparbl, MOTYT
Pa3BUTHCS ONMMOPTYHUCTUYECKHE MH(PEKUMH WK apyrue ocnoxxHeHuss BUY-unpexuun, nostomy
MalMeHTHl JI0JDKHBI HAaXOAMTBCS TOJ TINATENbHBIM HaONIOJIEHHEM Bpaueil, UMEIOLIMX OMbIT
neveHus nauueHToB ¢ BUY-accounmpoBanHbIMU 3a0071€BAHUSAMM.

IlankpeaTur

OnucaHbl pefKHe Clydau pa3BUTHUs MaHKpeaTHTa NMpPU MPUMEHEHUM JamuByaAuHA. OJHAKO He
YCTaQHOBJIEHO, BBI3BAHO JIM 9TO OCJIOXKHEHUE JCMCTBUEM JIEKAPCTBEHHOTO NpernapaTa Ui sIBJISETCs
cleACcTBUEM OCHOBHOro 3aboneBaHus — BUU-undexuun. Jleuenne npenaparom I'enraBup-150
HEOOXO/IMMO HEMEUIEHHO TIPeKpaTUTh TMPU TOSBICHUM KJIMHMUYECKUX CHUMIITOMOB WJIH
1abOpaTOPHBIX JIaHHBIX, CBUJETENBCTBYIOIIMX O Pa3BUTUM NaHKpeaTuta (0601ab B IKUBOTE,
TOLIHOTA, PBOTA WJIM MOBBILIEHUWE 3HAYEHUH OMOXMMUYECKUX MapkepoB). CeayeT npekpaTuThb
NpUeM Mpemnapara 10 UCKIIOUEHUS JMarHo3a NaHKpeaTur.

JlakToanmn103 ¥ BhIpakeHHasi renaToMerajusi co CTeaTo3oM

Hmerotest cooO1IeHUs 0 pa3BUTHH JIAKTOALIM/03a U BBIPAXKEHHOH rernaToMeraiiy co CTeaTo30M, B
TOM 4YHCIe C JIeTaJbHBIM MCXOAOM, BCIIE/ICTBUE AHTUPETPOBUPYCHOM TEpamuM aHaloramu
HYKJI€O3MJOB B BHUJE OTJENIBHBIX NpEenaparoB WIM B KOMOMHAIMM, BKJIOYas JaMUBYIMH.
[Togo6Hble ABNEHHsS OTMEYaIHCh TTIaBHBIM 00pa3oM y JKEHILHUH.

KnuHuYeckre CHUMITOMBI, KOTOPBIE MOTYT YKa3blBaTh Ha pa3BUTHE JIAKTOALM03a, BKJIIOYAIOT
061ryro cnabocTh, aHOPEKCHIO, CTPEMUTENIBHYIO HEOOBACHUMYIO MOTEPIO MAaCChl T€NIa, CAMITOMBI

MopaX€HUs XKEJIYyAOYHO-KULICHYHOI'0 TpaKTa (TOII]HOTa, pBOTa " oonb B )KI/IBOTC) U OpraHoOB
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ABIXaHUS (OJIBIILIKA U TaXHUITHO3), HEBPOJOTHYECKHUE CUMIITOMBI (BKJIIOUYasi MOTOPHYIO C1a00CTh).
Jleyenne aHalOraMM  HYKICO3WJIOB HEOOXOJUMO  TpEeKpaTUTh B  CIOy4ae pa3BUTHUSA
CUMIITOMAaTUYECKOH  TUMeplakTaTeMMH M MeTabOJMYECKOro  alu103a/lMaKToaluzao3a,
NPOrpecCUpyIOLLEH renaroMeraiiu Uik ObICTPOro MOBBILIEHUS] aKTUBHOCTH aMUHOTpaHcdepas.
JlakToaumnm03 0OBIYHO pa3BUBAETCS MOCJIE HECKOJbKUX MecsleB JieueHus. Crnenyer co0moaarh
OCTOPOXKHOCTH TpPHU TNPUMEHEHUU AaHAJIOTOB HYKJIEO3WJIOB IS JIeUeHUs JH0O0ro mnauueHra
(0COOEHHO — JKEHIIMH C 0)KUPEHUEM) C relaToMeraiueid, renaTuToM WK JPyTUMH U3BECTHBIMU
(dakTopaMH pHUCcKa TOpaXK€HHUs TE€YEeHW U CTeaTo30M IeueHH (BK/IoYas TNpUMEHEHHE
OTpe/IeNIEHHBIX JIEKapCTBEHHBIX MPEnapaToB ¥ yNoTpediIeHHe anKoross).

MurtoxoHnapuaibHasi AMcYHKIHSA B pe3yJibTaTe BHYyTPHYTPOOHOr0 BO3/1eiicTBUS

AHAJIOTH HYKJIEO3UJIOB U HYKJIEOTUIOB CIIOCOOHBI BBI3bIBATH PA3JIMYHYIO CTENEHb MOBPEKACHUS
MUTOXOHJIpUi, YTO Haubosiee PKO MPOSBISAETCS NPU NMPUMEHEHUM CTaBYy/MHA, JWAAHO3MHA U
3UJOBY/IMHA. 3aperucCTPUPOBAHbI CIIyyau pa3BUTHS MUTOXOHJpuaibHOM auchynkuuu y BHAY-
OTpULIATEbHBIX J€TeM, M0 ABepPraBLUIMXCs BO3AEHCTBUIO aHAJIOIOB HYKJIEO3U0B BHYTPUYTPOOHO
W/UIK T0CTIe POXK/IEHUS; IJIaBHBIM 00pa3oM 3TH cilyyau OBIJIM CBSI3aHBI CO CXEMaMM JIEYEHUs,
coAepKalMMu  3uA0BYAWH.  OCHOBHBIMHM  HEXeNAaTeJbHBIMH  pEeaKUMsAMH  SBISIMCH
reMaToJorM4ecKue HapylleHHs (aHeMHs, HEUTpONeHWs) W HapylleHHss OOMeHa BElIeCTB
(runeprnakTaTeMus, THUMEpIMNazeMus). DTH HeXelaTesbHBIE peaklUH 4YacTo  SBJSJIMCH
TPaH3UTOPHBIMU. BbUIM 3aperucTpupoBaHbl peIKMe ClIydah HEBPOJOTMYECKMX PAaCCTPOHCTB C
NO3IHUM HayajoM (MOBBILIEHHWE TOHYCA MBILIL, CYJA0POrd, HapYLIEHUs MOBEAEHUs). ABasAtOTCA
JM JIaHHbIE HapyIIEeHHWs TPAaH3UTOPHBIMU WIIM TMOCTOSIHHBIMM, B HACTOsIIEE BPeMsi HEM3BECTHO.
BeposTHOCTE pa3BUTHS MUTOXOHJpPUATIBHOM JUCHYHKLUMHM ClelyeT paccMaTpuBaTh y JHOOOro
pebeHka, MO/BEPraBIIErocs BHYTPUYTPOOHOMY BO3/EHCTBUIO aHaJOraMM HYKJICO3UAOB H
HYKJICOTH/IOB, C BBIPQKEHHBIMH KIWHMYECKMMHU CHUMITOMAaMHM HESICHOW 5STHOJOTMH, B
0COOEHHOCTH HEBPOJIOTMYECKMMHU PacCTPONCTBAMM.

[IpencraBneHHble JaHHbIE HE BIMAIOT HAa TEKyllMe pPEKOMEHJaUMM 10 TMPUMEHEHHIO
AQHTUPETPOBUPYCHOM Tepanuu y OepeMeHHBbIX MKEHIIMH JUisd Npo(UIaKTUKM BEPTUKAIbHOM
nepeaaun BUY-undexmu.

Macca Tes1a 1 00MeH BelleCTB

Macca Tena, a Takke KOHLUEHTpALMs JIMIHIOB U IIFOKO3bl KPOBU MOTYT IMOBBIIIATECS BO BPEMs
AHTUPETPOBUPYCHOW Tepanuu. DTH W3MEHEHHUS MOTYT OBITh YAaCTHUUHO CBSI3aHBl C KOHTPOJIEM
3a00JieBaHusl U 00pa3oM >KU3HU. BBIIM MosydeHBl JaHHbIE, MOATBEPXKAAOLIME B HEKOTOPBIX
cllyyasix BIIMSTHUE Teparnuy Ha KOHIEHTPALMIO JTUIMUIOB, B OTHOLIEHUH YBETUUEHHUS MACChl Tena
TaKHe JJaHHbIe OTCYTCTBYIOT. Clie/lyeT NPOBOAUTE KOHTPOJIb KOHLEHTPALMH JTUIHAOB U TIIFOKO3bI

KPOBU B COOTBETCTBHUM C YCTAHOBJICHHBIMHU pekoMeHIauusMu no tepanuun BHUY-undexumn.
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Hapyenus nunuaHoro ooMeHa HeoOX0AMMO KOPPEKTUPOBATh B COOTBETCTBUU C KJIMHUYECKUMHU
NPOSIBIICHUSIMH.

CuHApPOM BOCCTAHOB/IEHHSI HMMYHHTETA

V' BUY-uHPUUMPOBAaHHBIX NALMEHTOB C TSDKENBIM HMMYHOAE(DULMTOM Ha MOMEHT Hauana
aHTUPETPOBUPYCHOM Tepanmu¥ BO3MOXKHO pa3BUTHE BOCMAJIMTENbHOM peakuuu Ha ¢QoHe
6eCCUMIITOMHBIX ONMOPTYHUCTHYECKUX HMHGEKIMHA MM UX OCTATOYHBIX SBJICHUHM, YTO MOXKET
CTaTh NPUYUHOM CEPBbE3HOTO YXYALIEHUs COCTOSIHUS WM ycyryOneHus cumMnroMaTuku. OOBIYHO
3TU peakUMH BO3HMKAIOT B T€YEHUE MEPBBIX HECKOJBKUX HEJENb MM MECSLEB Moclie Hayvasa
aHTUPETPOBUPYCHOM Tepanuu. TUMUYHBIMM TNpUMEpPaMU SBJAIOTCS LIMTOMEralOBUPYCHBIH
PEeTHHHUT, TeHepaIu30BaHHas W/WIM odvaroBas WHGeKUMs, BBI3BaHHAs MHUKOOAKTEPUSAMH, U
[THEBMOHHUsA, BbI3BaHHas Pneumocystis jirovecii (TakXKe W3BECTHAa KakK ITHEBMOLMCTHas
nHeBMoHus, [11T1).

[TosiBneHre mMOOBIX CUMITOMOB BocnalieHHs TpeOyeT HeMelJeHHOro obciefoBaHUS W, NpH
HEOOXOIMMOCTH, JIEUEHHSI.

AyToMMMyHHbIEe 3a0o0neBaHUs (Takue Kak Oone3Hb ['peliBca M ayTOMMMYHHBIH IenaTHT) Takxe
Habmojanuch Ha (poHE BOCCTAHOBIICHMS] UMMMYHMTETA, O/JIHAKO BPEMS NEPBUYHBIX NPOSBICHUN
BapbUpPOBAJIO, U 3a00JIEBaHHE MOTJIO BO3HHUKATh Yepe3 MHOTO MECALIEB OC/e Havyalla Tepanvu U
MHOT/Ia UMEJIO aTUITUYHOE TeYEHHUE.

3abosieBaHuS NeYeHH

[TaumenTsl ¢ XxpoHuuyeckum rematurom B wunuw  C, nosyvaromue KOMOMHUPOBAHHYIO
AHTUPETPOBUPYCHYIO TEPAIHUIO, XapaKTEPHU3YIOTCS MOBBILIEHHBIM PUCKOM Pa3BUTHS TSAKEIBIX
MOTEHLMANBHO JIETaJbHBIX HEXeNaTeNbHBIX peaklMid co CTOpoHBl mnedyeHu. B ciydae
COMYTCTBYIOIIEH MPOTUBOBUPYCHOM Tepanuu renatura B unm C cneayer Takke 03HAKOMUTBCS €
COOTBETCTBYIOLMMH HHCTPYKLUSMHU 110 PUMEHEHHIO IaHHBIX JIEKAPCTBEHHBIX MPENapaToB.
Pe3ynbTaThl KIMHUYECKMX HCCIENOBAaHUNA M JIaHHBIE TOCTPErMCTPALIMOHHOIO HaOMOAEHHs
YKa3bIBalOT Ha TO, YTO Y HEKOTOPBIX MALMEHTOB C COMYTCTBYIOLUUMM XPOHHUYECKUM BUPYCHBIM
renatutoM B (HBV) npu ormene namuByauHa MOryT BO3HUKAThb KJIMHUYECKHE WM
nabopaTopHble TNPHU3HAKU pelMAMBA TIenaTuTa, KOTOpble MOTYT MMETh OoJiee TsKeNble
NOCJIEJICTBUSl Y MALMEHTOR ¢ JIEKOMIIEHCUPOBAaHHBIM 3a00JieBaHHEM Ie4yeHU. B ciydae oTMeHBI
npenapara ['entaBup-150 y mauuMeHTOB C COMYTCTBYIOLIMM BUPYCHBIM renatutoM B cnenyer
paccMOTpeTh BO3MOXKHOCTH MPOBEAEHUS MEPHOJUYECKOro KOHTPONS (YyHKUMH Te4YeHH U
MapKepoB perIMKaluu BUpyca renatura B.

V NauueHToB ¢ yKe CyLIECTBYIOUIMM HapylueHHeM (yHKLUH NeUeHH, BKIIFoYasi akTHBHYIO GopMy
XPOHUYECKOro rernaTuTa, OTMEYAeTCsl YBEJTMYEHHWE YacTOThl HapyLIeHWH (YHKUMM TNEYEHH BO

BpEMsI IPOBEACHUST KOMOMHUPOBAHHOM aHTUPETPOBUPYCHOM Tepanuu. Takue nauneHTsl 10KHBI
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HaXOJUThbCs MO0J HAOIIOAEHHEM B COOTBETCTBMM CO CTAHAAPTHON KIMHMYECKON MPAKTHKOM.
Heobxoaumo paccMOTpeTh BO3MOXHOCTH TPHOCTAHOBJICHHUS WM MpPEKpPAIEHUs JIEUYeHUs B
cilyyae NnposiBJIEHUH YXY/AIIEHUs 3a00/1€BaHUS NEUYEHH Y TAKUX MALUEHTOB.

OcTteonekpo3

HecMoTpsi Ha TO, 4TO 3THOJIOrUs JaHHOro 3a0oJieBaHUs SIBISETCS MHOrO(akTOpHOM (BKIHOYast
NPUEM TIIFOKOKOPTHMKOCTEPOU/OB, YNOTpeOJICHUEe alKOrojis, TSDKENYH HMMYHOCYIPECCHIO,
BBICOKMI MHJIEKC MAcChl TeJia), Cly4an OCTEOHEKPO3a Yallle BCEro BCTPEYaauCh Y MallMEeHTOB Ha
npoasuHyTol ctaguu BUY-undexumn w/mnm 1iuTenbHO NPUHMMABIIMX KOMOWHHUPOBAHHYIO
AHTUPETPOBUPYCHYIO Tepanuio. [launentam cnegyet oOpaTUThCs K Bpady, €CJIH OHU UCTIBITHIBAIOT
001 ¥ CKOBAaHHOCTD B CYCTaBaX WJIM TPYAHOCTH MPH IBHXKEHHUH.

B3anmopeiicTBHe ¢ APYrUMH JIeKapCTBEHHbIMH CPeICTBAMH

IIpenapar I'entaBup-150 He cnemyeT NpUMEHTH OZIHOBPEMEHHO ¢ MpenapataMu, COAepKaluMH
JIaMUBY/IUH MM SMTPULIUTaOMH.

IIpumeneHne naMuByIMHa B KOMOUHALIMM € KJIQJIPUOMHOM HE PEKOMEH/Ty€eTCsl.

Ocobble rpynnbl NalHeHToB

Memu

B KIMHMUYECKMX HCClIeIOBaHMSX Yy JIETeH, MOJydYaBIIMX JIaMUBYIUH B ¢opme pacTBopa ais
npyueMa BHYTPb OJHOBPEMEHHO C APYTMMH aHTHUPETPOBUPYCHBIMM TNpenapataMu B Qopme
pacTBOpa [isl IpUeMa BHYTpb, 4aCTOTa CyNPECCUM BUpYyCca U SKCIO3ULIMSA JaMUBY/IMHA B MJ1a3Me
KpOoBM OBIIM HMXKE, a PE3UCTEHTHOCTh BUpYCa pa3BUBajach Yallle, YeM y AeTei, MoJyyaBLIMX
npenapathbl B popme TabeToK.

[To BO3MOXHOCTM HEOOXOJMMO HCMOJIB30BaTh PEKUM  AHTUPETPOBUPYCHOM  Tepanuu,
BKJIIOYAIOLIMI Bce npenapatsl B ¢popme Tabnerok. JlamuByauH B opme pacTBopa Jyisi npHeMa
BHYTPb, IIPUMEHSAEMBI  OJHOBPEMEHHO € COPOMTON-COJEPKALIMMHU  JIEKApCTBEHHBIMU
npernaparamu, CleAyeT NMPUMEHATH TOJNBKO B TeX CiydasX, KOTr/la HEBO3MOXXHO NPHUMEHEHHE
pe’K1Ma Teparnuu, BKIIOYAIOLIEro Bce npenapathbl B popme TabsIeTOK, U KOT/1a 110J1b3a NPOBE/ICHUS
JIeYEHUs NPEBBILIAET BO3MOXKHbBIE PUCKH, BKJIIOYAasi HU3KHUI1 ypoBeHb cynpeccuu Bupyca. Cnenyer
paccMoTpeTh HeoOXxoauMocTh Oojiee yacToro KOHTposs BUpycHoM Harpy3ku BHUY-1 mnpu
OJJHOBPEMEHHOM TNPUMEHEHUM JIaMUBYJMHA C JUIMTENILHO TIPUMEHSEMBIMH  COpPOUTOJ-

COZIepIXKALMMHU MpenapaTaMu.

BJIMSTHUE HA CIIOCOBHOCTbD YIIPABJISATD TPAHCIIOPTHBIMU
CPEACTBAMU, MEXAHU3MAMMU
CneuunanbHble MCCNEIOBaHUs MO W3YYEHHUIO BIMSHUS CpPEACTBa Ha CHOCOOHOCTH YNpaBIAThH

aBTOMOOMJIEM U ABWXKXYHIUMUCA MEXaHHU3MaMU HE ITPOBOJUJIUCH. YuurbiBas (ioapmaxonomqecme
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CBOMCTBA JJaMUBYJZIMHA, TAKOE€ BJIMSTHUE MAJIOBEPOSTHO. Tem He MEHEEC, MPH OLICHKE CIMOCOOHOCTH
IMalyeHTa yrnpasJiiaTh aBTOMOOMIJIEM/MEXaHU3MaMHU CJIEAYET IPUHUMATh BO BHUMAHHUE €Io 0611166

COCTOSIHHE, a TAK)KE XapaKTEp HEXKEJIATCJIbHBIX peaxuuﬁ JJaMHUBYJHUHA.

®OPMA BBIITYCKA

TabneTku, NOKphITHIE MIIEHOYHOM 060104KOM, 150 Mr.

Ilpu npouseoocmee, pacghacoske u/unu ynaxoeke na Xemepo JTaoc Tumumeo

60 Tabnerok B OaHKe M3 MONMATUIICHA BBICOKOM IUIOTHOCTH, 3all€4aTaHHOMN alFOMHHHEBOM
¢onbroi, ¢ HaBUHYMBAIOLIEHCS KPBIIKOM, HMMEIOIIEN NPHUCIIOCOBIEHHE, TPENATCTBYIOIIEE
OTKPBITHIO OaHKH JETHMH.

| 6anka BMecTe ¢ MHCTPYKLMEH N0 IPUMEHEHHUIO B NaYKe U3 KapTOHa.

Ilpu npouseoocmee, pacgpacoske u/unu ynaxoske na 000 «MAKH3-PDAPMA»

60 TabneTok B 6aHKe M3 NOJMITUIICHA HU3KOTO JIaBJe€HHs], YKYTIOPEHHOM KPBILIKOW ¢ KOHTPOJIEM
NIEPBOrO BCKPBITHSA, JUIS JIEKAPCTBEHHBIX CPEACTB, WIM B OaHKe UMIOPTHOM W3 MOJMATHIICHA
BBICOKOM IIJIOTHOCTH, YKYIOPEHHOW KpBILIKOH C KOHTpOJIeM NepBoro BcKpeiTHs. CBoOOgHOE
NPOCTPAHCTBO B OaHKE NMPU HEOOXOAUMOCTH 3aMOHSIOT BATON MEAULIMHCKOM MMIPOCKOTIUYECKOIA.

1 GaHka BMecTe ¢ HHCTPYKLMEH N0 MPUMEHEHHIO B MavKe M3 KapToHa.

YCJI0BUSI XPAHEHUSA
B cyxom, 3ammineHHoM OT cBera MecTe Npu Temneparype He Boime 25 °C. XpaHuTh B

HEAOCTYIMHOM [JIA JIETe MecTe.

CPOK I'OJHOCTH
3 rona.

He ucnonp3oBatk mocie ucteyeHus CpoOKa roiHoCTHU, YKa3aHHOI'O Ha YIIaKOBKE.

YCJ10BHUA OTIIYCKA

OTnycKaroT Mo pelenTy.

IMPON3BOJUTEJB/®ACOBIHIUK/YITAKOBIIIUK

Xemepo Jlaoc /Tumumeo, Huousn

Aopec mecma npouseoocmea: YOnut-11, 22-110, [.D.A., xuaumerna, Xaiinapabaa-500055,
Tenanrana, Unaus.

000 «MAKHU3-DAPMA», Poccusn

Aopec mecma npouzeoocmea. 109029, r. Mockea, ABTOMOOUIBHEIH Mpoe3, A. 6, cTp. 4, cTp. 6,
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cTp. 8

BJAJEJIELL PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Xetepo Jlabc Jlumuren, Unaus.

Aopec: «Xerepo Kopnopeiit», 7-2-A2, Unpactpuan Dcreiitc, Canar Harap, Xaiinapaban -
500018, Tenanrana, Unnus/

OPTAHM3ALIUSL, IPUHUMAIOIIAS IIPETEH3UHA

MockoBckoe npezacTaBuTenseTBo KoMnanuu «Xerepo Jla6e Jlumuren» (Muaus).
Aopec: 109029, r. MockBa, ABTOMOOWIIBHBIN Mpoe3 [, 1. 6, cTp. 5.

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

e-mail: DrugSafety-Russia@heterodrugs.com

(e
I'naBa npeacraButenscTBa KoMnanuu .

CBaMHuHaTXaH
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