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NMHCTPYKIMA
[10 MEJUIIMHCKOMY ITPUMEHEHMUIO JIEKAPCTBEHHOI'O ITPEIIAPATA
AMUBUPEH

PerncrpaunoHHblii HOMep:

ToproBoe HauMeHOBaHHe. AMUBHPEH

MesKIyHApPO/IHOe HeMATEeHTOBAHHOE HJIM TPYNNUPOBOYHOE HAMMEHOBAHNE. JIAMUBY IMH
JlexapcrBenHasi popma: TabIETKH, IIOKPBIThIE MJIEHOUHOM 0007104KOM

Cocras

Opna TabneTka, IOKPBITast IIIEHOYHON 0007104KOM, COAEPIKHUT:

Jeticmeyrouiee eeuiecmao.

JlamuByaua 150 mr/ 300 mr

Bcnomozamenvhoie geuecmea:

SAnpo: kapbokcuMeTwiKpaxman —HaTpus (mpumorens) 6,6 mr/13,2  wmr, Kpaxmain
npexeaaTuHU3UpoBaHHbIH 6,0 Mr/12,0 Mr, KpeMHHs IHOKCH KOJUIOMAHBIN (a>pocuil Mapka A-
300) 0,75 mr/1,5 Mr, maruus creapat 1,65 mr/3,3 mr, uesmon03a MUKpoKpUucTanyeckas 165,0
Mmr/330,0 mr.

O6osnouka: «["oToBasi BogopacTBOpUMas riieHo4yHas odosoukay — 7,5 mr/ 15,0 mr

(CocTaB 000/104KH: FMIPOKCHIPONHIMETHIILETI0N03a (runpomesnosa) - 25,0 %, KOoNnoBUAOH -
22,5 %, noamdTHiaeHraukons 6000 (makporon 6000) - 9,5 %, TpuriMuepua KanpHIOBOMH/
KaIpHHOBOM KUCIOTHI -3,0 %, nmomuaexcrposa - 15,0 %, tTurana auokcun - 25,0 %).

Onucanmue:

Jlnst nozupoBku 150 Mr: TabneTky Kpyrible, ABOSKOBBITYKIIbIE O€10r0 1BeTa.

Jns posupoBku 300 mr: tabneTku OBajbHbIE, JBOSKOBBIIMYK/bIE, ¢ PUCKOHW C OJHOM CTOPOHBI
Oenoro ugera.

Ha nonepe4ynom paspese Tabierka 6€10ro Wi 6es1oro ¢ KeITOBaTbIM OTTEHKOM LBETA.

dapmakoTepaneBTHYecKasi rpynna: nporusoupycHoe [BUY] cpeactro.
Kox ATX: JOSAFO05



®apmMaKo/J0ruyecKue CBOHCTBA

DapmakoounHamuxa

Mexanusm deticmeus

JlaMUByAMH — aHaJol HYK/IEO3MI0B, 00alalollMi aKTHBHOCTBIO B OTHOLICHHH BHpYyCa
ummyHoaeduuura yenoseka (BUY) u Bupyca renatuta B (HBV). JlamuByauH noasepraercs
BHYTPHKJIETOYHOMY MeTabonn3My ¢ 0Opa3oBaHMEM aKTHMBHOIO MPOM3BOAHOIO — JIaMMBY/HHA
5’-tpupocara. OCHOBHOM MEXaHH3M €ro AEHCTBUS — OJOKHPOBAaHHE CHHTE3a LENH B
nporecce o6partHoit Tpanckpunuun BUY. Tpudocdar obmagaer ceneKTHBHON HHIMOUPYOLLEH
AKTMBHOCTBIO B OTHOWIEeHMM peruikaumu BUY-1 u BUY-2 in vitro, a Takxke aKTHBHOCTBIO B
OTHOLIEHHH PE3UCTEHTHBIX K 3MAOBYAMHY KinMHMYecknx nsonsros BUY. He uabmronanncs
aHTaroHuctuyeckue s(GdexTsl in Vitro mpu OAHOBPEMEHHOM NPUMEHEHHH JaMHBYIHHA H
JAPYTHX aHTHPETPOBUPYCHBIX IpPEMNapaToB (MCCIIE0BAHHBIE BELIECTBA: abakaBUp, AMAAHO3MH,
HEBHpAINUH U 3UJOBYMH).

Peszucmenmnocms

PesucrentHocts BUU-1 k namuByauHy 00ycloBiIeHa 3aMeHO aMHHOKUCIOTH M 184V BOM3u
aKTHBHOTO LI€HTpa BHpYCHO# oOpartHoi TpaHckpuntasel (OT). JlaHHbIM BapuaHT MyTalHH
BCTpEuYaeTcs Kak B YCHOBUSX iN Vitro, Tax M y uHuuuposanneix BHY-1 mnauuentos,
10/1y4aBUIMX AHTUPETPOBUPYCHYIO TEpPalMio, BKIIOYANOILyl0 namuByauH. Ilpu Myrtauuu
M184V 3HAYUTEIBLHO CHMXKAETCS UYYBCTBUTEJIBHOCTb K JIAMMUBYAWHY M YMEHBIIACTCA
croco6HOCT BUpPYCa K peIUIMKaLuy in vitro. B uccienoBanusx in vitro 6e110 ycTaHOBIEHO, YTO
PE3UCTEHTHBIE K 3MIOBYIMHY HM30JIAThl BUPYCa MOIYT CTAHOBHUTbCS 4YYBCTBHUTEIBHBIMH K €r0
JEWCTBHIO, €CITH Y ITHX M30JIATOB OJHOBPEMEHHO Pa3BMBAETCH PE3MCTEHTHOCTD K JIAMHBYAMHY.
O[1HaKO KJIMHUYECKOE 3HAYEHHUE ITHX AAHHBIX 10 HACTOSILEr0 BPEMEHH HE ONPEIETIEHO.
Jlannsle in Vitro, kak nmpaBuii0, yKa3plBalOT HA TO, YTO MPOJOJDKEHHUE IPUMEHEHUS JJAMUBY IMHA
B COCTaBe€ aHTUPETPOBMPYCHOW Tepanuu, HECMOTps Ha pasBuTHe MyTauuu M184V, moxer
IPUBECTH K MOSABIEHHIO OCTATOYHOH aHTUPETPOBUPYCHOM aKTUBHOCTH (BEPOSATHO, B Pe3yJIbTaTe
YXYALIEHUs] PEIUIMKATUBHOM crnocoOHOcTH Bupyca). KimHuyeckas 3HA4MMOCTh ITHX
pe3yJbTaTOB HE yCTAHOBJIEHA. B JeHCTBUTENBLHOCTH, NOCTYIIHbIE KIMHMYECKHE AaHHBIC OYCHb
OrpaHMYEHBI ¥ HE [O3BOJISAIOT CJeIaTh OJHO3HAYHBIH BBIBOA B 3ToM obnact. B mobom ciryyae,
navano npumerenus HUOT, Kk KOTOpbIM BUpYC BCE €llle YyBCTBUTEINIEH, BCEraa AO/KHO OBITh
Goslee MPEANOYTHTENbHBIM, YEM IPOJOJDKEHHE Tepanuu namuByauHoM. Taxum obpasom,
NPOAO/DKEHUE TEparuu JTaMUBYAMHOM, HECMOTps Ha nossieHue mytauuu MI184V, cieayer
paccMaTpuBaTh TOJIBKO B CiTyyae OTCYTCTBHUS Apyrux akTuBHeIXx HUOT.

Myrauus OT M184V npuBoAMT K pa3BUTHIO MEPEKPECTHOM PE3UCTEHTHOCTH TOJBKO K

aHTUPETPOBHPYCHBIM IIperapaTaM Kjacca HYKJICO3HAHbIX MHIMOMTOPOB. 3HIOBYIMH W



CTaBy/IMH COXPAHSIOT AHTUPETPOBUPYCHYK) AKTMBHOCTb B OTHOWIEHMHM wrammoB BUY-1,
PE3MCTEHTHBIX K JIAMHUBYIHHY. AOakaBUp COXpaHSeT aHTHPETPOBUPYCHYIO AaKTHBHOCTb B
oTHOeHuH mTaMMoB BUY-1, pe3ucTeHTHBIX K JaMUBY/IMHY M 00J1aaloUMX TOJIBKO MyTauuen
M184V. llitammsel ¢ myTtauueit OT M184V neMoHCTpUPYIOT MeHee YeM 4-KpaTHOE CHHIKEHHE
4yBCTBUTEJILHOCTH K IMAHO3UHY; KIMHUYECKOE 3HAUYEHHE ITUX JIaHHBIX HEU3BECTHO. TeCThl Ha
4yBCTBUTEJILHOCTD iN VItro He ObLIM CTAHAAPTU30BAHBI, M UX PE3YJIbTAThl MOTYT BapbHPOBATh B
3aBUCHUMOCTH OT METO/I0JIOTHYECKUX (haKTOPOB.

In vitro namMuByauH okasbiBaeT ciaaboe LMTOTOKCHYECKOe JeHcTBHEe Ha  JMMQOLHUTHI
nepudepudecKkor KpoBH, Ha yCTOWYMBBIE TUM(POUUTAPHBIE U MOHOLMTAapPHO-MaKpodaraibHble
KJIETOYHbIE TMHUHU U PSIJ KIETOK-TIPEAIECTBEHHUKOB KOCTHOIO MO3ra.

Dapmakokunemuka

Bcacwvisanue

JlaMHBYIMH XOpOILIO BCachbIBAETCA M3 IKEJyJJOYHO-KHIIEYHOIO TpakTa, OMOJOCTYMHOCTD
JaMHMBYAMHA y B3pOCIbIX I1OCJIE MpUeMa BHYTpb 00b14HO coctaBiseT 80-85 %. [Tocne npuema
BHYTPb CpeaHee BpeMs (tmax) JOCTH)KEHHS MAaKCHMMalbHOM KOHUEHTpALMH JIaMUBYIMHA B
ceiBOpoTKe KpoBU (Cmax) cocraBiser okono | 4. Ha OCHOBaHMM AaHHBIX, INOJYYEHHBIX B
MCCIIEIOBAHUM C Y4aCTHEM 30POBBIX JOOPOBOJIBLIEB, IPU NpUEMeE TepaneBTU4YecKoi 10361 150
MT 1Ba pa3a B cyTkH cpenss (KB - koadduuneHT Baprannu) paBHoBecHass KOHUEHTpAUUSA Crmax
U Cmin JaMUBYAMHA B IUIa3Me KpoBu coctaBiseT 1,2 mkr/miu (24%) u 0,09 mxr/mun (27%)
cootrBeTcTBeHHO. Cpennsas (KB) AUC (miomans mnoa ¢apMakOKMHETHYECKOW KpPHUBOH
«KOHLIEHTpaLUsA-BpeMs») B UHTEpBaje Mexay npuemamu 12 4 cocrapiser 4,7 Mxrxy/mu (18
%). Ilpn tepanestnueckor nosze 300 mr oaumH pa3 B cytku cpeansas (KB) paBHoBechas
KOHUEHTpAUUs Cmax, Cmin 1 AUC B MHTEpBane Mexay npueMamu 24 4 coctaBisior 2,0 MKr/mi
(26 %), 0,04 mxr/mi (34 %) u 8,9 mxrxu/mi (21 %) COOTBETCTBEHHO.

Tabnerka mnpenapata AMHUBUpPEH C J03UpOBKOM namuByauHa 150 Mr Ouo’KBHBaIeHTHa
tabnerke ¢ a03upoBKOod 300 mr B oTHOmEHHUH AUCw, Cmax M tmax, 3HaYEHHS YKa3aHHBIX
napaMeTpoB a1 Tabnetku ¢ a03upoBkoit 150 mr m 300 Mr oTaMyaroTcsi NMPOMOPLMOHAIBHO
nose. Ilpumenenue npenapara AMUBHpEH B Gopme TabneToKk GMOIKBHBAIEHTHO NMPUMEHEHHUIO
npernapara AMUBHUpeH B popme pactBopa uist npueMa BHYTPb B OTHOWEHHUH AUCwo U Cmax Yy
B3pOCIIBIX MalMEHTOB. MeXay B3pOCIBIMH MAaUMEHTaMH U JE€TbMH HAOIIOAAIUCh Pa3iIHyus B
creneHu BcacbiBaHUs (cM. «Ocobble TPyIIbI MALMEHTOBY).

[TpueM namMuBy/HMHA BMECTE C MUUIEH BbI3bIBAET YBEIUYEHUE tmax M CHHXKEHHE Cmax (Ha 47 %),
OJIHaKO HE BIIMSIET Ha OOILIyI0 CTerneHb abcopOuun TaMUBYAHHA (PAacCYMTAHHYIO Ha OCHOBAaHUU

BenuuuHel AUC).



He 0XuaaeTcs, 4TO NPUEM M3MENIbYEHHBIX TabIETOK ¢ HEOOBIIMM KOJIMYECTBOM M0J1y TBEPAOH
MWLM WIM OKUAKOCTH IIOBIMsAEeT Ha (apMakoJOTMYecKHe CBOMCTBA Iperapara M,
CIeI0BATENbHO, Ha KIMHMYECKHH >(dexT. DTOT BBIBOJ OCHOBAH Ha (DM3MKO-XHMHYECKHX U
(hapMaKOKMHETHYECKUX JAHHBIX [IPH YCIOBUH, YTO MALMEHT H3MEIbYAET U CMEIUMBAET C [IUIIEH
win xuakocTbio 100 % Tabnetku, 1 NPUHUMAET HE3aMEUIMTEIIBHO.

CoBMeCTHOE NMPUMEHEHHE 3UAOBYAMHA NMPUBOIUT K YBEJIMYEHHIO 3KCIMO3MLIMHM 3UA0BYMHA HA
13 % M yBeIMUEHHIO MAKCHMAJIbHOH KOHIICHTPALMH B IJ1a3Me KpOBH Ha 28 %. DTo sBIICHHE HE
CYMTaeTCs 3HAYMMBIM Ul O€30M1aCHOCTH TAl[MEHTOB U, CICJ0BATEIbHO, HE TPEOyeT KOPPEKLUH
103.

Pacnpeodenenue

[Io JaHHBIM KIMHMYECKHMX HCCIE0BAHMH MpU BHYTPUBEHHOM BBEJIEHMH CPEIHHH 00BeM
pacrpe/esieHus JaMIBYIMHA cocTaBisgeT 1,3 ji/kr, a HabJroJaeMblil IEPHO/ [10JTyBBIBEICHUS —
5-7 4. CpeaHuil CUCTEMHBIH KIMPEHC JTaMHBYAMHA COCTaBifeT npubamsutensyo 0,32 n/y/kr,
0OJBUIYI0O YacTh KOTOPOrO COCTABJIAET IIOYEUHBIH KJIMPEHC YEpe3 CUCTEMY TPAHCIOpTa
opraHn4eckux kaTuoHoB (6omaee 70 %).

JIaMMBYJIMH TIPOSIBJISET JIMHEHHYIO (apMaKOKMHETHKY IPU NPUMEHEHHH B TEPAreBTHYECKOM
JMana3oHe 03 M HU3KYI0 CTEIeHb CBS3BIBAHUSA C OCHOBHBIM OCJIKOM ILIa3Mbl KPOBH —
anpOyMuHOM (< 16 % — 36 % 10 CpaBHEHHUIO C CHIBOPOTOYHBIM aIbOYMHHOM B MCCJIEI0BAHUSAX
invitro).

OrpaHuyeHHble [aHHBIE YKa3blBAlOT HA TO, YTO JAMHMBYIMH IPOHMKAET B UEHTPAIbHYIO
HEPBHYIO CHCTEMY M CIIMHHOMO3roBylo >kuakocts (CMIK). Yepes 2-4 4 nocie nepopaibHOro
npuemMa COOTHOLIEHHEe KOHUeHTpauuu namuByauHa B CMXX u ChIBOpOTKE KpOBH B CpeiHEM
cocraBasuio npubausutensHo 0,12. VicTMHHas cTeneHp NPOHWMKHOBEHHMS, a TaKXe CBS3b C
KJIMHAYECKOH 3 (EeKTUBHOCTbIO HEU3BECTHBI.

Buompancgopmayus

AKkTuBHas (GopMa JaMHMBYIMHA — BHYTPHKIECTOYHBIH JlaMUBYIMHA TpudochaTr — obnagaer
fosiee JUIMTEIbHBIM KOHEYHBIM MEPHUOIOM MONTyBbIBeIeHUs U3 KIeTOK (16-19 4) no cpaBHeHMIO
C MEPHOIOM IIOJYBBIBEICHHUS €ro U3 ruia3mbl KpoBH (5-7 4). CoriacHo JaHHBIM, MOJIy4YEHHBIM Y
60 B3pOC/IBIX 3I0POBBIX J0OPOBOJNBLEB, (apMaKOKHHETHYECKHE I1apaMeTphbl JIaMHUBYIHHA B
PaBHOBECHOM COCTOSIHUH NpH mpueMe B 03¢ 300 Mr ouH pa3 B CyTKH SKBUBAJIEHTHBI TAKOBbIM
npu npueme B no3e 150 mr aBa pasza B cyTkn B oTHomeHMH AUC2 u Cmax ans
BHYTPHKJIETOYHOTO JJaMUBYAMHA Tpudocdara.

JlaMUBY/IMH TPEUMYILECTBEHHO BBIBOJUTCSA B HEU3MEHEHHOM BH/E NoukaMHu. MeTaboanueckue

B3aUMOJICHCTBUSA JJaMUBYJIMHA C JPYTrdMHM JICKAPpCTBEHHBIMH IIp€riapaTaMyi MaJIOBEPOATHDI



BBH/Yy He3HauyuTeabHOro merabonuima B nedeHu (5-10 %) M HU3KOM CTENEHH CBA3BIBAHMSA C
OenkaMu 1J1a3Mbl KPOBH.

Buviseoenue

B uccnenoBaHusx ¢ y4acTHeM MAlMEHTOB € [I0YE€YHOM HEJ0CTaTOYHOCTBIO OBLIO IOKAa3aHO, YTO
HapyuieHne (QyHKLUMM [OYeK BIMSIET Ha BbIBEACHHE JaMHUBYAMHA. PEeKOMEHIyeMbIi pexuM
JI03UPOBAHMS 1S MALMEHTOB C KIMPEHCOM KpeaTHHHHA MeHee 50 MJI/MHMH NpHUBEAEH B pasjeie
«Crioco® npUMEHEHHUs U J03bI».

BzaumojeiicTBie C TPUMETONPUMOM — KOMIIOHEHTOM KO-TPHUMOKCa3oja — MPHUBOAMT K
TMIOBBIIIEHUIO IKCIO3ULMH JaMuByauHa Ha 40 % [pu NPUMEHEHHUH B TEPANEBTHYECKHX /103aX.
Tem He MeHee, 32 UCKIIIOUEHHEM MALMEHTOB C MOYEYHOH HEJOCTATOYHOCTBIO, KOPPEKLMS 103bI
He TpeOyetcs. CielyeT TIIATENBHO OLIEHUBATh BO3MOXKHOCTh OJHOBPEMEHHOrO MPHUMEHEHHUS
KO-TPHUMOKCa30J1a C JAaMUBYAMHOM Yy IAILIMEHTOB C IOYEYHON HEOCTATOUHOCTBIO.

Oco0ple rpynnsl NalMeHToB

Jemu

AbcomtoTHass OuMOIOCTYNMHOCTH JaMuByAMHA (mpumepHo 58-66 %) Obuta Hmke U Oonee
BapuabenbHa y gaereit muamme 12 ner. Ilpuem namuByauHa y gereit B ¢opme TabieTok
OJHOBPEMEHHO C JIPYTMMH QHTUPETPOBUPYCHBIMH IpemapaTaMd B ¢opme TabiIeTok
obecneunBan Oonee BbicOkHe 3HaueHU AUCwx M Cmax JaMHBYIMHA B IUIa3M€ KPOBM IO
CPaBHEHMIO C PAaCTBOPOM /Ul NpHUEMa BHYTPb, NPUHMUMAEMbIM OJHOBPEMEHHO C APYTMMH
AHTUPETPOBUPYCHBIMU IIpernaparaMd B (opMe pacTBopa IIsi MpUeMa BHYTpb. Y JeTei,
NOJTy4YyaBIIMX JIAMUBYAMH B QopMe pacTBopa /Ui IpUeMa BHYTPb B COOTBETCTBUHM C
PEKOMEHJIOBAaHHBIM PEXHUMOM [03MpOBaHMs, Obla JAOCTUIHYTa JKCIO3WMUMS JIaMUBYIMHA B
naasMe KpOBM, 3HAYEHHUs KOTOPOM HAXOAWJIMCh B [HMara3oHe, [OJyYEHHOM Yy B3pOCIbIX
MalMeHTOB. Y JeTel, NPUHUMABIIMX JIAMUBYIMH B (opMme TabIeTOK B COOTBETCTBUH C
PEKOMEH/I0OBaHHBIM PEXXHUMOM J03UPOBAHMS, SKCIO3ULMS JIaMUBYAMHA B IUIa3Me KpPOBH Oblia
BBILIE, YE€M Yy JE€TeH, NPUHUMABLIMX JTaMHUBYIMH B (opMe pacTBOpa Ulsl MPHEMa BHYTPb,
MIOCKOJIBKY IPH MpHeMe npenapara B GopMe TabIeTOK MAalLMEHTHI MOJyyYaroT Oojee BBICOKHE
J03bI B IEepecyeTe Ha MI/KI Macchl Tela, U JIAMUBYIUH B (opme TabIETOK XapaKTepH3yeTcs
Oonee BbICOKOM OMOZOCTYNMHOCThIO. (DapMaKOKUHETUYECKHE MCCIICA0BAHUS IPUMEHEHUS
TaMUBYIMHA y JeTei B ¢opMe pacTBopa [Uls pHeMa BHYTPb U B Gopme TabIeTOK MOKa3asu,
4TO NpHEM Ipernapata OAMH pa3 B CYTKM dKkBUBaJeHTeH o rnokazaremo AUCo-24 mpuemy
npernapara JBa pa3a B CYTKM INpd OAMHAKOBOHW oOwei cyrouHo pose. JlaHHble 1o
(bapMakoKHHETHKE IIpenapara y JeTeil B Bo3pacTe MJajme 3 MeCSUeB OrpaHHYEHBl. Y
HOBOPOXXICHHBIX Ha MEpBOW HeJese XU3HU KIMPEHC JaMUBYIMHA IIPH NPUEME BHYTPb ObLI

CHHMIXKCH I10 CPABHEHHUIO C I€TbMH Ooiee CTapui€ro Bo3pacTta, BEPpOATHO, BCIEACTBUE HE3PEIOCTU



BBIJAEIUTENBHON (DYHKLMM TOYEK M HEMOCTOSHCTBA rokasaresned abcopbuun. Takum obpasom,
JUIS JOCTHXKEHHS DKCIIO3MLIMH, CXOJHOM C TAKOBOM Yy B3POCIBIX M JETE€H, PEKOMEHIOBaHHAs
71032 Ul HOBOPOJXK/IEHHBIX COCTABISET 2 MI/KT [IBa pa3a B CyTKH. JlaHHBIE 110 IPUMEHEHHUIO
npenapaTa y HOBOPOXK/JICHHBIX B BO3pACTe CTaplle | Helen OTCYTCTBYIOT.

Ilayuenmul nodxcunoz2o 6ospacma

Jlanuble 1o (GapMakOKMHETUKE JaMUBYJMHA Y TMAUMEHTOB cTapue 65 JIeT OTCYTCTBYIOT.
[Tayuenmol ¢ HapyuieHuem GyHKyul novex

V mauueHToB ¢ HapylleHHeM (DYHKIHMM [MOYeK KOHLEHTpPaUus JIaMMBY/JIMHA B IIJ1a3M€ KPOBH
(AUC) mnoBbllIEHA BCJIEACTBHE CHIJKEHHOro KiupeHca. TakuM o0pa3oM, NalMeHTaMm ¢
KJIMPEHCOM KpeaTMHUHA MeHee 50 MJI/MHUH HEOOXOAMMO YMEHbLIEHHUE [103bl JIAMUBY IMHA.
Ilayuenmul ¢ Hapywienuem GynKyuu nevexu

JlanHble O TNPUMEHEHHWHM JIaMHBYAMHA Yy IALMEHTOB CO CpPEIHEH M TAKEIOHW CTEIEHBIO
HapyleHus (QYHKIMM [E€YEHH CBUIETEIbCTBYIOT O TOM, YTO HapylleHHe (QYHKIMH IEYeHH
CYLIECTBEHHO HE BJIMAET HAa (apMaKOKUHETHKY JIAMUBY IMHA.

bepemennocmeo

dapMaKOKHHETHKA JJAMUBYAMHA TIpU O€PEMEHHOCTH HE OTJIMYAETCs OT €ro hapMaKOKMHETHKHU B
clydae OTcyTCTBHs OepeMeHHOCTH. KOHIIeHTpalys JaMUBY/JMHA B CBIBOPOTKE KPOBH JIETEH NIpU
pokaeHrH Oblla aHaJIOTMYHA TAaKOBOM B CHIBOPOTKE KPOBM MaTe€pU M IyNOBMHHOM KPOBM Ha
MOMEHT POAOpa3pelIeHHsl, YTO COIJacyercsi C MaHHBIMM O IIaCCHBHOM IIPOHMKHOBEHHMH
JTaMHBYJIMHA Yepe3 IUIaLeHTY.

IToka3zaHusi K NPUMEHEHHIO

Jleuenne BUY-unpexkumum B cocTaBe KOMOMHMPOBAHHOW aHTMPETPOBUPYCHOW TEpANuu Y
B3pOCIIBIX U A€TEH ¢ Maccoii Tena 6onee 25 Kr.

IIporuBonoka3anus

— IloBblleHHAsT YYyBCTBUTEJIBHOCTh K JIAMUBYIMHY WJIM JI000MYy JApyroMy KOMIIOHEHTY
npernapara.

—  Jletu ¢ Maccoii Tena MeHee 25 Kr (A/151 JaHHOM JIeKapCTBEHHON GOPMBI U JO3UPOBKH).

— Hapyuwenue QyHKUHH MOYeK NpH KIMpeHCe KpeaTHHHHa MeHee 30 Mi/MuH (Ul JaHHOM
JIEKapPCTBEHHOM (DOPMBI).

IIpumenenue npu 6epeMEHHOCTH M B NIePHO/] FPYAHOr0 BCKAPMJIMBAHMSA

bepeMenHOCTB

Kak mpaBmio, mpu NpUHATHU pelIeHHUs 00 MCIOJIb30BAHUM aHTHPETPOBHPYCHBIX IPENapaToB
s nedenuss BUU-undexkuun y 6epeMeHHbIX KEHIUMH M, KaK CIeICTBUE, /Ul CHU)KEHUS PHUCKa

BepTHKaIbHOW mnepenaun BUY-uHdexuun HOBOPOXAEHHOMY ClIE€AYeT YYMTBIBATb JaHHbIE



MCCIE0BAHMI HA JKUBOTHBIX, @ TAKKe KIMHUYECKUH OIBIT NMPUMEHEHHs y OepeMEeHHBIX
JKEHIIHH.

VccenoBaus 10 NPUMEHEHMIO JIAMMBY/MHA y JKMBOTHBIX IIOKa3alM YBEIMYEHHE PaHHEH
SMOPHOHANBHOM CMEPTHOCTH Yy KPOJIMKOB, OJHAKO y KPbIC NaHHbIH d(pdeKT He Habmogancs.
Bb110 yCTaHOBIIEHO, YTO y YeJIOBEKA BO3MOXKHA Mepe/aya JIaM1BY IMHA 4ePe3 IIaLCHTY.

V GepeMeHHBIX KEHIUMH, 0Jy4aBLIKX 1aMuByauH, 6oee 1000 ucxomoB GepeMeHHOCTH Moce
IpUMEHEHHs. BO BpeMs mepBoro Tpumectpa u OGonee 1000 ucxooB OepeMEHHOCTH IOC/E
NPUMEHEHHUST BO BpEeMS BTOPOrO M TPETBETO TPUMECTpPA AEMOHCTPUPYIOT OTCYTCTBHE
Manb(hOPMATUBHOTO U (HETaIbHOrO/HEOHATAIBHOTO BO3AEHCTBUA. JleKapCTBEHHBIH Mpenapar
AMHUBYMpDEH MOXHO TNPUHHMATh BO BpeMs OEPEMEHHOCTH B Cilydyae KIMHHYECKO#H
HeoOXoauMocTH. Ha OCHOBaHMM JOCTYMHBIX JaHHBIX MOXHO CJ€laTh BBIBOJ O TOM, YTO IpH
IPYMEHEHHH TIpenapara AMUBUPEH Y 4eJI0BEKa PUCK BPOXKICHHBIX [aTOJIOTUH MalIOBEPOSITEH.
Jlna BUY-uHGUUMPOBAHHBIX JKCHIIMH C KO-MH(MEKIHMEH BUPYCOM TIe€laTHTa, IOJIy4aloInX
TEPANUI0 JIAMHUBYJWHOM, B ClIy4ae HACTyIUIeHHs O€peMEHHOCTH CIeIyeT YyYHThIBAaTh
BO3MO>KHOCTb PELIM/MBA I'EMaTUTa MOCIIE MPEKPAIEHUS IPUMEHEHH s JIAMUBYIMHA.
Mumoxondpuanvnas oucgynryus

B uccnenoBanusx in vitro u in vivo 66010 IpoJEeMOHCTPUPOBAHO, YTO aHAJIOTH HYKJICO3UI0B H
HYKJICOTH/IOB CIIOCOOHBI BbI3bIBATH [OBPEXKACHHS MHTOXOHAPUH DPa3IMYHOHM cTeneHH. bpuiu
3apEeruCTPUPOBAHbI COOOIICHUSI O MUTOXOHAPHAIBHON AMC(YHKIMH Yy JETEH, MOABEPraBIInXCs
BO3JEHCTBHIO aHAJIOTOB HYKJIE03HM/0B BHYTPHYTPOOHO W/WIIM B NIOCIIEPOIOBOM IIEPHOJIE.

[Teproa rpyAHOI0 BCKAPMJIMBAHUSA

[Tocie mpuema BHYTPb JIAMMBYIMH BBIAEISAETCA B TPyJHOE MOJIOKO B KOHLEHTpALMSX,
AHAJIOTUYHBIX KOHLEHTpaUusM, OOHapyKeHHbIM B CbIBOPOTKE KpoBM. Ha ocHOBaHMH
pe3ynbTaTtoB ucciepoBanus Oonee 200 map «maTh/peOeHOK», MOTyuyaBmIMX Tepanuio BUY-
MH(EKHMH, KOHIIEHTpaLUs JaMUBY/MHA B CBIBOPOTKE KPOBHU JETEH, HAXOUALIMXCSA HA TPYIHOM
BCKapMJIMBaHMU y Marepei, rmony4aBmux tepanuio BUY-undexumn, oyenp Huska (< 4 % ot
KOHIIEHTPALIUU B CBIBOPOTKE KPOBM MaTepH) M MOCTENEHHO YMEHBIIAETCS 10 HEOIPEIEISIEMOro
YpOBHS TpPH JOCTWKEHHM TPYAHBIMH JeTbMH 24-HelelbHOro Bo3pacTa. JlaHHBIE 110
0€e30MacHOCTH NMPUMEHEeHHUs JJAMUBY/IMHA y JeTed MIlajie Tpex MecsiueB oTcyTcTByroT. BUY-
MHQUUMPOBAHHBIM JKEHIIMHAM HU IPH KaKUX OOCTOATENbCTBAX HE PEKOMEH/YETCS IPOBOIAMTH
rpyaHoe BckapmiinBaHue Bo nzbexxanue nepeaaun BUY pebenky.

DepTUIbHOCTD

Pe3yapTaThl HCCIIEOBAHUH HA )KUBOTHBIX IIOKA3aJIH, YTO JJAMMBYIHH HE OKa3bIBACT BIMSAHUE HA

(bepTUIIBHOCTB.



Cnoco6 npuMeHeHHUs M 103bl

IIpenapaT A0JKEH HA3HAYATHCS BPA4OM, MMEIOIIMM ONBIT JledeHuss BUY-undexunm.

[Ipenapar AMHBUpPEH IIPMHUMAIOT BHYTPb BHE 3aBUCUMOCTH OT [IPHEMa ITUILH.

Jlns obecriedeHrss TOYHOCTH 103MPOBaHMs IpernapaTa TabJeTKH PEKOMEHYETCsl NPOrIaThbiBaTh
MOAHOCTBIO 63 uamenpueHus. J{id Tex NaluMeHTOB, KOTOPbIM TPYAHO MPOrIAThIBAThL TabIETKH,
npeHa3HAaYeHa JeKkapcTBeHHas (opma - pacTBop ans mpuema BHYTpb. OJHAKO, B KauecTse
albTEpPHATUBBI, JOIMYCKACTCS H3MeJIbUeHHE TabIEeTOK C MOCIEAYIOIIMM IEPEMEIIMBAHHEM C
HEeOOJIBIIMM KOJMYECTBOM IOJYTBEPAOH MUIIM WM KUAKOCTH, IIPU TOM IOJYYCHHYIO CMECh
HEe0OXOJMMO MPUHSITH BHYTPb [TOJHOCTBIO M HE3aMEITMTENIBHO.

[lpu mepexoie OT pekMMa NPUEMA /Ba pa3a B CYTKH K PEXMMY NpHUEMa OJIMH pa3 B CYTKH
ClelyeT TPHHATh TMEPBYI0 PEKOMEHIyeMYyH OIHOKPATHYIO 103y NMpUMEpHO 4epe3 12 4 mocne
TOCJIeHEHM IPUHATOMN 03Bl IO PEXKUMY JBYKPATHOI'O IIPHEMA, @ 3aTeM MPOJ0IDKATh NPUHUMATD
PEKOMEH/IyEMYIO OJHOKPATHYIO 103y IPUMEPHO Kaxable 24 4. IIpu Bo3BpaTe K pexuMy IpreMa
JBa paza B CyTKH CIELyeT IPHHATH NEPBYIO PEKOMEHIYEMYIO 103y IO PEXKHUMY ABYKPaTHOrO
npuema PUMEPHO Yepes 24 4 roce mocae Held NPUHATON OHOKPATHOMN A03bl.

Bspocavie u 0emu ¢ maccoti mena He menee 25 K2

PexoMeHntyeMas J103a jaMuByauHa coctasisier 300 Mr B cyTku: no 150 Mr aBa pasa B CyTKH HIH
1o 300 Mr oauH pa3 B CyTKH.

Ocobvie epynnvl nayueHmos

Ilayuenmol nodxcunozo 6ospacma

JlaHHble 110 NPUMEHEHHIO JAMHUBYIMHA Yy JTOM KaTErOpvMM MAlMEHTOB OTCYTCTBYIOT, OAHAKO
cienyer cobmoaaTh 0cobyr0 OCTOPOKHOCTh NP NPUMEHEHHH TIperapara y TaKUX IMalHeHTOB B
CBA3M C BO3PACTHBIMH M3MEHEHMSIMHM, TAKMUMU KaK yXyAlleHHe (QYHKUMH MMOYEK W MU3MEHEHHE
nokaszaTesiell KpOBH.

Ilayuenmol ¢ HapywieHuem yHKYuu novex

V nauMeHToB C HapyuleHHeM (YHKUHH [OYEK CPeIHEH M TAKENOH CTENeHH KOHLEHTpalus
namuByauHa B ruazme kpoBu (AUC) noBbllieHa BCIEICTBUE CHU)KEHUS KIIMPEHCa.

[TosToMy y TaUMEHTOB C KIMPEHCOM KpeaTWHMHa MeHee S50 MI/MMH /103y Iperapara
HEe0OX0MMO CHU3UTh, KaK MOKa3aHO B IIPE/ICTaBICHHON HUXKE TaOJIHULIE.

PexoMeHIAIMH T10 TT000PY A03bl Y B3POCIBIX U AETEH C MACCOM Tejia HE MeHee 25 Kr

Knupenc kpearnnuna [TepBas no3a [Topnepxusaromas 103a
(M/MHH)
ot 30 go 50 150 mMr 150 Mr oguH pa3 B CyTKH
meHee 30 [IpoTHBOIOKa3aHO (U151 JaHHOM JIeKapCTBEHHON (OPMBI).




Iayuenmul ¢ HapywieHuem GyHKyuu neveHu

JlauHble, MOJy4YEHHBIE y MAlMEHTOB C HapylleHHeM (GYHKUMM TEYEHH CPEIHEH W TsDKENIOoH
CTENEeHM, MOKA3bIBAIOT, YTO AUCGHYHKUHMS MEYSHH HE OKa3blBAET CYIIECTBEHHOE BIIMAHHE Ha
(bapMaKkOKMHETHKY JaMHUByIuHA. VcXoas M3 3TMX JaHHBIX, A MaUMEHTOB C HapyLIEHHEM
(GyHKLMM TIeYeHH CPEAHEH U TSDKE0H CTeNneH! KOPPEKLMS 103bl He TPeOyeTCs, 3a UCKIIOYEHHEM
CllydaeB, KOrja HapylieHne QyHKUHMU eYeHN COTPOBOXKAAETCS HapyIeHHEM (YHKLMH MOUEK.
IIo0o4Hoe geiicTBUE

OmnucaHHble HWXKE HEXelIaTelbHble peakiMd OoTMevyaluch mpu sedeHun BUY-undexuun
JTAMHBY TUHOM.

HexenarenbHble peakiuy, KIacCHPULMPOBAHHbIE KAK CBA3aHHBIE MIIM BO3MOXHO CBA3aHHBIE C
Tepanueil TaMUBYAUHOM, [IEPEUUCIICHB] HHKE B COOTBETCTBUH C IIOPAXKEHHUEM OPTraHOB U CHCTEM
OpPraHoOB M YacTOTOM BCTPEeYaeMOCTH. YacToTa BCTPEYAaEMOCTH ONPEAENIAETCS CIIEAYHOLIMM
obpazoM: ouens uacmo (>1/10), uacmo (>1/100 u <1/10), newacmo (=1/1 000 u <1/100), peoxo
(>1/10 000 u <1/1 000), ouenv peoxo (<1/10 000). B mpeaenax KaxaoH KaTeropuu 4acTOTHI
HeXesaTelbHbIe PeaKUK MPeICTaBIEHbI B IOPSAKE YObIBAHUS CEPhE3HOCTH.

YacToTa BCTpPeYaeMOCTH HeKeJ1aTeIbHbIX peaKuHi

Hapywenus co cmopoHbl Kposu u 1umghamudeckori cucmembl

HeuyacTo: He#Tponenus U aHeMusi (MHOTAa B TsHke0i Gpopme), TPOMOOLIMTONEHHS.

OueHb peIKO: UCTUHHAS SPUTPOLMTAPHAs alljla3usl.

Hapywenus co cmopoHsl 0bMmena eeujecmes u NUMaHus

YacTo: rumnepiakTaTeMus.

OueHb peaKo: 1aKToalHI03.

Hapywenus co cmopoHbl Hep8HOU cucmembl

Yacro: rosoBHas 601b, 0€CCOHHHUIIA.

Ouenb penko: nepudepuyeckas HEHPONaTUs, B TOM YUCIIE TAPECTE3HUH.

Hapywenusi co cmopombl 0bixamenbHOU cucmembl, Op2aHos8 epyoOHOU KIemKu U cCpeooCmeHus
YacTo: Kauenb, Ha3aJbHblE CHMITOMBI.

Hapywenus co cmoponbl diceny0ouno-KumeyHo2o mpakma

Yacrto: ToHOTa, pBOTA, 601 WIIK CIIa3Mbl B )KMBOTE, AUapEs.

Pesiko: maHKpeaTUT, NOBBIIEHHE AKTUBHOCTH CHIBOPOTOYHOM aMHJIa3bl.

Hapywenus co cmopoHbl heuenu u s#cenuesbleoosujux nymet

Heuacro: TPaH3UTOPHOE MOBBILLIEHHE AKTHBHOCTH MeYeHOUHBIX bepmeHTOB
anannHamuHoTpaHcdepassl (AJIT), acnapraramuHotpancdepassl (ACT).

Penko: renatur.

Hapywenus co cmopoHbvl Ko#cu U NOOKOHCHbIX MKAHeU



YacTo: ChINb, aJomnenus.

Pesiko: aHTMOHEBPOTHUYECKUI OTEK.

Hapyuwienus co cmopoHbl CKeNemHo-MbluleYHOU U COeOUHUMENbHOU MKAHU

YacTo: apTpanrus, MbllIeYHble HAPYILEHHS.

Penko: pabaomuonus.

Obwue paccmpoucmaa u HapyuieHus 8 mecme 86e0eHUs.

YacTo: 4yBCTBO yCTaJIOCTH, HEJJOMOTaHHE, JINXOpaJKa.

3aperucTpupoBaHbl  CIydyad pa3BUTHS OCTEOHEKpO3a, B 4YaCTHOCTH, Yy MAalHMEHTOB C
oOuenpu3HaHHbIMU (paKTOpaMu pUcKa, Ha NpoaBuHyToM craaumu BUY-undexuuu wim mpu
JUINTEIbHONH KOMOWHMPOBAHHOW aHTHPETPOBUPYCHOW Tepanuu. YacToTa BCTPEUaeMOCTH ITOrO
SBJIEHUS] HEU3BECTHA.

Bo Bpems IpoBeAECHUS aHTUPETPOBHUPYCHOM Tepamu¥ MOXKET OTMEUaThCs YBEJIMYEHHE MaCChI
TeJla, a TAKXKE TMOBBIIIEHUE KOHIEHTPALMH IJIIOKO3bI M JIMIIMAOB B KPOBU.

V BUY-uHOUUMPOBAHHBIX MALMEHTOB C TSKEIbIM HMMYHOAEDHUMTOM Ha MOMEHT Hayala
KOMOMHHUPOBAHHOM aHTUPETPOBUPYCHOM TEeparnuy BO3MOXHO DPa3BUTHE BOCIAIMTEILHOM
peakuny Ha (oHe OECCHMITOMHBIX ONIMOPTYHUCTHYECKMX HHGQEKUMH HIM HX OCTATOYHBIX
ABJIEHMH. AyTOMMMYHHBIe 3a0oyieBaHMs (Takue Kak Oone3Hb ['peliBca M ayTOMMMYHHBIH
rernaTuT) Takke Habmoganuch Ha (OHE BOCCTAHOBICHMS MMMYHHTETa, OIHAKO BpEMs
MePBUYHBIX MPOSBJICHUN BapbUpOBaIo M 3abosieBaHME MOIVIO BO3HMKATh YEPE3 MHOI'O MECHIIEB
1I0CJIe HavyaJsla Teparnuu.

Jlemu

669 nereit B Bozpacte ot 3 MecsiueB a0 17 net, undpuuupoBanueix BUY-1, koTopsie noay4vanu
abakaBup M JIaMMBYAMH OAMH WM [Ba pa3a B CYTKH, NMPUHUMAIM y4yacTHE B MCCIEI0BaHMH
ARROW (COL105677). Y nauueHTOB JETCKOrO BO3pacTa, IPUHUMABILMX IIpernapar OJuH HJIH
JIBa paza B CyTKH, He ObUIM BBISABJICHBI JIONOJHHUTENbHbIE IPOOJIEMbl, CBS3aHHBIE C
6€30MmacHOCTBIO, 110 CPABHEHHIO CO B3POCIIBIMU ITALIMEHTAMH.

ITepeno3npoBka

Cumnmomul u npusHaxu

JIOCTYIIHBI OrpaHMYEHHbIE aHHBIE O IOCIEACTBUSIX OCTPOH MEPEeIO3UPOBKH JAMUBYIHHA Y
yenoBeka. Ciy4ad J€TanbHOrO MCXOJa HE YCTAaHOBJIEHBI, COCTOSIHME BCEX [allMEHTOB
HopMann3oBaiock. Kakme-mubo cneunduueckue MPU3HAKKM WIM CHUMIITOMBI ME€PEAO3UPOBKH
JIAMHBYIMHA HE BbISIBIICHBI.

Jleuenue

B ciyyae nepe103MpoOBKH ClielyeT KOHTPOJIUPOBATh COCTOSIHUE ITAllMeHTa U 110 HEOOXOIUMOCTH

NIPOBOAUTL CTAHAAPTHYIO IIOAJCPIKMBAOLIYIO TEPAIIHIO. HOCKOHbe JJAMUBYHUH BBIBOAUTCSA U3
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OpraHMamMa C IOMOLIBIO AManu3a, /Ul JIEYEHHUsS [EPEJIO3MPOBKH BO3MOXHO IMPUMEHEHHE
HEPEPHIBHOIO FeMOIMANIN3a, OHAKO CIELHAIbHbIE HCCIIEI0BAHUS HE POBOANIIUCE.
B3auMoaeiicTBHE ¢ JPYTMMH JIEKAPCTBEHHBIMHU CPeICTBAMHU

HccnenoBaHusi J1€KapCTBEHHBIX B3aUMOJAEHCTBUI ObUIM MPOBEAEHBI TOJIBKO C y4acTHEM
B3POCJIBIX MALHEHTOB.

Mertabonnyeckoe B3aMMOJEHCTBHE JaMHUBYJIMHA C APYTMMM IMpenapaTtamMd MajoOBEPOSITHO B
CBSI3U C €0 HE3HAUUTEJILHBIM MeTab0IM3MOM, OTPAHHUCHHBIM CBSA3BIBAHUEM C OCIKAMHU I1a3Mbl
KPOBHU U NIPAKTHYECKH MOJIHBIM BBIBEICHUEM Uepe3 M0YKHU B HEM3MCHEHHOM BHJIE.
O/HOBpEMEHHOE MPUMEHEHHe KOMOMHALMM TPUMETONPUM + Cyib(aMeToKcas3on B [103€
160 Mr + 800 Mr (KO-TPMMOKCa30J1) IIPUBOAMT K MOBBILIEHUIO SKCIIO3MLUMHK TaMuByauHa Ha 40%,
yT0 O0OYCJIOBIEHO HAIMYMEM TPUMETONpPHMA; HaIM4ue Cylb(aMeToKcasona He OKasblBaeT
BIMAHMA Ha (APMAKOKUHETHKY JIaMUBYAnHA. OHAKO, 32 UCK/IIOYEHHEM NAlMEHTOB C [I0YEYHOM
HEJI0CTATOYHOCTBIO, KOPPEKIHMs 103bl JaMHUBYIMHA He TpeOyercs. JIaMMBYIMH HE OKa3bIBaeT
BIMAHUA Ha (DApMAKOKMHETHKY TPHUMETOIpMMa WM CcyilbpameTokca3ona. B ciydae, xoraa
OJJHOBPEMEHHOE NPUMEHEHHE KO-TPUMOKCA30Jia SBJISETCS ONPABJAHHBIM, MAUMEHThI J0/KHbI
HAXOJUThCSA MOJ KIMHMYeckuM HabOmoaenueMm. Crenyer u3beratb COBMECTHOIO IPUMEHEHHS
JaMUBYIMHA C KO-TPMMOKCA30J0M B BBICOKHX [03aX AJIs JICYCHHUS ITHEBMOHMH, BbI3BaHHOM
Pneumocystis jirovecii, u Tokcoruiazmosa.

CremyeT y4uTBIBaTh BO3MOXKHOCTb B3aUMOJICHCTBHS JIaMMBYJIMHA C APYTMMH OJHOBPEMEHHO
IPUMEHAEMBIMH JIEKapCTBEHHBIMH IIPENIapaTaMy, B 0COOEHHOCTH C TEMHU, Y KOTOPhIX OCHOBHBIM
MEXaHM3MOM BBIBEACHHUS SIBIISIETCS AKTUBHAS KaHAJIbLEBAs CEKPELMs Yepe3 CUCTEMY TPaHCIOpTa
OpPraHMYeCKMX KATHOHOB (HampuMep, TpuMeTonpuMm). Jlpyrue IeHCTBYIOIIME BEIIECTBA
(HampuMep, PAaHUTHAMH, UMMETHAMH) JHMIIb YAaCTUYHO BBIBOAATCS C IMOMOLIBIO YKa3aHHOIo
MEXaHMW3Ma MU He B3aUMOJCHCTBYIOT C JIaMHUBYJIMHOM. AHAJIOTH HYKJIEO3HIO0B (Hampumep,
JIUIAQHO3MH, 3HJIOBYAMH) HE BBIBOAATCA IOCPEACTBOM JaHHOIO MeEXaHu3Ma, H HX
B3aUMOJIEUCTBHE C JIAMHBYIHHOM MaJOBEPOSTHO.

[Ipy OXHOBPEMEHHOM IMPUMEHEHHHM JaMHUBYAMHA M 3MJOBY/AMHA HAOIIOIAETCS yMEPEHHOE
(5a 28 %) yBennueHue Cmax 3MIOBYIMHA B ITa3Me KPOBH, IpH 3ToM obmias sxcnozuuus (AUC)
CYILIECTBEHHO HE W3MEHseTCs. 3UI0BYIMH HE BIMACT Ha (PapMaKOKMHETHUKY JIaMUBY IMHA.
[TpenapaT AMHBHpEH He ClieyeT NPUHUMATh OJHOBPEMEHHO C APYTMMH aHAJIO0raMu LIMTHIMHA,
TAKMMH KaK SMTPULIMTa0OKH, B CBSI3M C €ro CXO/CTBOM C JaHHBIMM npenaparamu. Kpome Toro,
npernapar AMHBUPEH He ClielyeT MPUHUMATh C JIOOBIMH JPYyrMMH JIEKAPCTBEHHBIMH
npenapaTaMy, COAEpKAIMMH JTaAMUBY IHH.

In vitro namuByauH MHrHOMpyeT BHYTpHKIETOYHOE (ochopuinpoBaHue KiIaapubOHMHA, YTO

o0ycnaBiuBaeT IOTEHUMATbHBIH pPUCK NOTepH OSGQGEKTUBHOCTH KiIaJpuOMHA B Clydae
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KOMOMHHMPOBaHUS B YCJOBUSIX KJIMHMUYECKOM MNpakTHKU. HeEKoTopele KIMHUYECKHE [aHHBIE
TAK)KE TOATBEPXKIAIOT BO3MOXHOCTh B3aUMOJCHCTBUS MEXAY J1aMHBYAHHOM M KJIaApHOHHOM.
[TosTOMy OJHOBpEMEHHOE MPUMEHEHHE IaMUBY/IMHA U KJIaJApUOMHA HE PEKOMEH/I0BaHO.
Iuroxpom CYP3A He BoOBiedeH B MeTabOJIM3M JaMHUBYIMHA, I03TOMY B3aUMOAEHCTBHE C
JIEKAPCTBEHHBIMU TperapaTaMH, KOTOpble MeTabOoIM3UPYIOTCS ITOH CHCTEMOM (Hampumep, C
MHIMOUTOPAaMH MPOTEa3bl), MAJIOBEPOSITHO.

OaHOBpeMEHHOE MpUMEHeHHe pacTBopa copburona (3,2 r, 10,2 r, 13,4 1) ¢ 01HOKpATHOH 10301
namuByauHa 300 mMr B ¢opme pactBopa Uis NpHeMa BHYTPb Yy B3POCIBIX 3J0POBBIX
J06pOBOIBbLIEB IPUBOIMIO K 10303aBUCUMOMY CHIKEHHUIO dKcno3uuuu namuByauHa (AUCx) Ha
14 %, 32 % u 36 % u Cmax JamuByauHa Ha 28 %, 52 % u 55%. Ilo BO3MOXKHOCTH CleayeT
u3beraTb OJHOBPEMEHHOI'O NMPUMEHEHHs JTaMUBYIMHA H COpOMTON-COAEpIKAIMX IPErapaTos,
1m0 clieyeT pacCMOTPETh BO3MOXHOCTE GoJiee yacTOro KOHTPOJIS BUpYCHON Harpy3ku BUY-1
B CJIy4YasxX, KOrJla HEBO3MOXKHO M30eXaTh IMTEIbHOTO OJHOBPEMEHHOIO IPUMEHEHHUS 3THX
Ipernaparos.

Ocobble ykazaHus

[Tpumenenue npenapata AMUBUPEH B KAUECTBE MOHOTEpAIIUU HE PEKOMEH/IyeTCsl.

Ilepeoaua BUY-ungpexyuu

Xots ObUIO JOKa3aHO, 4TO (G (GEeKTUBHOE MOJaBJICHHE BUPYyCa C TOMOLIbI aHTUPETPOBUPYCHOM
TEpanHy CyLIECTBEHHO CHIXKaeT pUcK nepenaun BUY apyrum j1ro1aM npu MoJ0BbIX KOHTAKTax,
UCKJIIOYATh 3TOT PHUCK IMOJHOCTBIO Henb3s. [lo3ToMy mauMeHTsl JOJDKHBI IPOJOJIKATH
cobmoaaTh COOTBETCTBYIOIIME MEPBI IIPEAOCTOPOIKHOCTH.

Hapywenue ¢pynkyuu novex

VY nauMeHTOB ¢ HapyuleHHeM (QYHKLUMH IOYEK CPEeIHEH M TSHKEIOW CTEeNeHM KOHUEHTPaLus
namuByauHa B 11azMe kpoBu (AUC) nmoBslilieHa BCIEACTBUE CHHKEHHUS KJIMPEHCa JJaMUBY IMHa,
II03TOMY TaKMM IallMeHTaM TpeOyeTcs KOpPEeKLMs 103bI.

Tpoiinas HyKkneo3uoHas mepanus

Beutn nosmydeHbl cOOOIIEHHMS O BBICOKOM 4YacTOTE ClIydaeB BHPYCOJIOTMYECKOM Heyaauu M
BO3HUKHOBEHUHU PE3UCTEHTHOCTH Ha pPaHHEM JTale IpU MpHeMe JIAMUBY/IHHA B KOMOMHALMHU C
TeHO(OBUpA AU3ONpPOKCUIa (hymapaToM U abakaBUpOM, a TAKKe C TEHOPOBHUPA AU3OMPOKCHIIA
byMapaToM M IUIAHO3MHOM B PEXHUME OJUH pa3 B CYTKH.

Onnopmynucmuueckue uHgexyuu

VY MauueHToB, MOJyYaroluX npernapat AMUBUPEH WM APYTUe aHTUPETPOBUPYCHBIE MPENaparsl,
MOTYT pa3BUTBLCS OMIIOPTYHHUCTHUYECKHE MH(EKIUH WM JApyrue ocioxHeHuss BUY-undexunn,
MIO3TOMY MALMEHTH! AODKHBI HAXOAUTHCS MO TIATEIbHbIM HaOII0J€HHEM Bpaded, MMEIOLIUX

OIIBIT JICYCHHUSA IMAITUCHTOB C BI/ILI-aCCOLIHPIpOBaHHbIMI/I 3a00JIeBaHUAMH.
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Ilankpeamum

Omnucanpl pejIKMe ClIydad pa3BUTHs IAHKpeaTHUTa NPU NPUMEHEHHH [perapara JIaMHBYIMH.
OaHaKo He YCTAaHOBJICHO, BBI3BAHO JIM 3TO OCJIOKHEHHE JIEMCTBUEM JICKAPCTBEHHOTO IIpernapaTa
WIH SBJSETCS CIEACTBHEM OCHOBHOro 3abosieBanus — BUY-undexuun. Jleuenne npenaparom
AMMBUPEH HEOOXOAMMO HEMEUIEHHO MPEKPATHTh MPH MOABJIEHUH KIMHUYECKUX CHMIITOMOB
MY TabOpPATOPHBIX [AAHHBIX, CBUAETENbCTBYIOIIMX O PA3BUTHM MaHKpeatuTa (60Jb B KUBOTE,
TOIIHOTA, PBOTA MJIM NOBBIIICHHE 3HAYCHUH OHOXMMHYECKHX Mapkepos). Ciexyer npekpaTuthb
IpHeM IpernapaTa 10 UCKIIOYEHHs UarHo3a [aHKpeaTHT.

Jlakmoayuoos u 8bipadxceHHas 2enamome2anus co Cmeamo3om

HMmeroTes coobiienus 0 pasBUTHH JTaKTOALM103a M BbIPAXKEHHOH renaToMeraiani co CTeaTo30M,
B TOM 4YHCJI€ C JIETAJIbHBIM HCXOJOM, BCIIEJICTBHE AaHTHPETPOBMPYCHOW TEpamuu aHaloraMu
HyKJIE€O3MI0B B BHIE OTICIBHBIX IIPENapaToB HIM B KOMOMHALMM, BKIIOYas JIaMHBYIHH.
[Tomo6HbIe sSBJIEHHMS OTMEYAIUCh TIaBHBIM 00pa30M y KEHIIMH.

KinuHnyeckue CHMOTOMBI, KOTOPbIE MOTYT YKa3blBaTb HAa Pa3BMTHE JIAKTOALKM/103a, BKIHOYAIOT
o0uryr0  ¢1aboCcTh, aHOPEKCHIO, CTPEMHUTENbHYI0 HEOOBACHMMYIO [MOTEPK) MAacChl Tela,
CHMIITOMBI TTOPAXEHHUS! JKeTyJOUYHO-KHILIEYHOTO TpakTa (TOLIHOTA, PBOTa U 00Jb B XKUBOTE) H
OpraHoB JbIXaHMS (OABIIIKA U TaXHMITHO?), HEBPOJOIMYECKHE CHUMIITOMBI (BKJIKOYas MOTOPHYIO
c1abocCTh).

JleyeHne aHaIOraMM HYKJICO3WIOB HEOOXOJMMO MpPEKpAaTUTh B  Cllydyae DPa3sBUTHSA
CUMIITOMATUYECKOM  THUIIEpJIaKTaTeMHM M MeTabOIM4ecKoro  alu103a/1aKToalua03a,
IPOrPECCUPYIOLLIEN reaTOMEraliy WK ObICTPOro MOBBILIEHH AKTUBHOCTH aMHHOTpaHchepas.
JlakToanu103 0OBIYHO PAa3BUBAETCS IOC/IE HECKOIBKUX MecsleB nedeHus. Cnenyer cobmoaars
OCTOPOXXHOCTh TPH MPUMEHEHHH AaHAJIOrOB HYKJIEO3WAOB Ul Jie4eHHs J1000ro nauveHTa
(0cCOOEHHO — JKEHILIMH C OXHUPEHHEM) C TrernaToOMerajuel, TIelNaTUTOM WIH JApYyTHMH
U3BECTHBIMU (haKTOpAaMU PUCKA [TOPAXKEHHUS II€YEHH U CTEaTO30M IIeYEHH (BKIIOYas IPUMEHEHHE
Ompe/IeIeHHbIX JTeKapCTBEHHBIX IPENapaToB U YNOTPeOIEHNE aIKOr0JIs).

Mumoxondpuanvras oucghynkyus 6 pezyrbmame 6HympuympobHo20 6030etcmeus.

AHaJIOTH HYKJICO3UIOB H HYKJICOTH/IOB CIIOCOOHBI BBI3BIBATh PA3IMYHYIO CTEIEHb MOBPEKIACHUS
MHUTOXOHJpPUH, YTO Haubosee SPKO IMPOSBISETCS NPU MPUMEHEHUH CTaByJAWHA, OUIAHO3MHA U
3U/IOBY/IMHA. 3apErMCTPUPOBAHbl CIIy4ad pa3BUTHS MUTOXOHApHaIbHOW nucdyHkuumu y BHU-
OTpHLATENILHBIX [I€TEH, MOABEPraBIIMXCsl BO3JCHCTBUIO aHAJIOrOB HYKJIEO3H/I0B BHYTPUYTPOOHO
W/WIK TOCNIE POX/IEHHS; TJIaBHBIM 00pa3oM 3TH Ciay4au ObUIM CBA3aHbl CO CXEMaMH JIEYECHHH,
comepKamuMK  3UAOBYAMH.  OCHOBHBIMM  HEKEIATEIBbHBIMM  PEaKUUsAMH  SBIISJIMCH
reMaroJIOrHYecKre HapylmleHHs (aHeMHus, HEHUTpONEeHHS) M HapylleHHs oOMeHa BELIECTB

(rumepnakraTeMus, THIEPIMIIA3eMUs). OTH HEXeJNaTeIbHblE PpEAKUMH 4YacTO  ABJIAIHMCH
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TPaH3UTOPHBIMU. BbLIKM 3apervCTPUPOBAHBI PEJKHE CIlyHdaH HEBPOIOTHYECKMX PAcCTPOHCTB C
MO3[HMM HayajaoM (MOBBILIEHHE TOHYCA MBIIIL, CYJ0POrH, HapyIIeHUs MOBEACHUS). SBIsOTCS
N1 JJaHHBIE HAPYLIECHUS TPAH3UTOPHBIMM WJIM NOCTOSHHBIMM, B HACTOsLIEe BPEMs HEM3BECTHO.
BeposITHOCTh PA3BUTHA MUTOXOHAPHAIbHON AMCQYHKIMM CIETyeT paccMaTpuBaTh Y JI0OOro
pebeHKa, MOABEPraBLIErocs BHYTPUYTPOOHOMY BO3AEHCTBHMIO aHAIOraMH HYyKI€O3MI0B H
HYKJIEOTH0B, C BBIPAXEHHBIMM KIMHMYECKMMH CHMNOTOMaMH HESCHOW 3THONOTHMH, B
0COOEHHOCTH HEBPOJIOTHUECKHMMHU PACCTPONCTBAMM.

[IpencraBjieHHble JlaHHBIE HE BJIMAIOT Ha TEKyLIME PEKOMEHIALUM II0 I[PUMEHEHHIO
AHTHUPETPOBUPYCHON Tepanuu y OepeMEeHHbIX JKEHIIMH JUIA NPOQHUIAKTHKH BEPTHKAIbHOH
nepeaayn BUY-undexumm.

Macca mena u obmen sewjecms

Macca Teina, a TakKe KOHUEHTPAL[MK JIMUIUAOB U ITIFOKO3bI KPOBU MOTYT IOBBIIIATECS BO BPEMs
AHTUPETPOBUPYCHOW TEepamuu. DTH M3MEHEHUs MOTYT OBITh YaCTUYHO CBS3aHBI C KOHTPOJIEM
3aboneBaHuss ¥ 00pa3oM JKM3HHU. BbUIM MOMy4YeHB! JaHHBIE, MOATBEPXK/IAIOUIME B HEKOTOPBIX
Cly4asix BIMSHUE Teparvy Ha KOHLUEHTPALMIO JIMIHUAO0B, B OTHOLIEHUH YBE/IHYEHHsI MAcChl TeJla
TaKue JaHHble OTCYTCTBYIOT. CieayeT NpPOBOAMTL KOHTPOJb KOHIEHTPAUWH JIMIIMAOB K
IJII0OKO3bl KPOBH B COOTBETCTBMH C YCTAHOBJICHHBIMM PEKOMEHJIaUMAMH 10 Tepanun BUY-
uHdexkuun. HapyumieHuss aunuaHoro obMeHa HEoOXOAMMO KOPPEKTHPOBATh B COOTBETCTBHH C
KJIMHUYECKUMH MIPOSBICHUSAMH.

Cunopom 8occmano8nenus UMMyHumema

V BUY-uHOUUMPOBAHHBIX MALMEHTOB C TSHKEIBIM HMMYHOAEDHLMTOM Ha MOMEHT Hayaja
AHTMPETPOBUPYCHOM TEpanvu BO3MOKHO pa3BUTHE BOCMAJIMTEIRHON peakuuu Ha (one
OECCHMIITOMHBIX OIMMOPTYHUCTHYECKHX MHQPEKUMH MIM MX OCTATOYHBIX SABJIECHHMH, YTO MOXKET
CTaTh NPUYHUHON CEPHE3HOTO YXY/IUIEHUsI COCTOSHUSA WM YCyryOaeHust cuMnToMaTHki. OObIYHO
9TH peaklH BO3HUKAIOT B TEYEHHE IEPBBIX HECKOJBKMX HEJENb MM MECALEB IM0CIe Hayana
AHTUPETPOBUPYCHOM Tepamuu. THIMYHBIMH HPUMEPAMU SABIAIOTCA LMTOMEINalIOBHPYCHBIN
PETHHMT, TeHepaIM30BaHHAS W/WIM O4yaroBas MHQEKUHMs, BbI3BAaHHAA MHKOOAKTEPHAMH, H
IIHEBMOHMs, BbI3BaHHas Pneumocystis jirovecii (taxke wu3BecTHa Kak ITHEBMOIMCTHAS
nuesMoHus, IIIT). ITlosiBieHue IOOBIX CHMITOMOB BOCHAJEHUS TpeOyeT HEMEIICHHOIO
oOcen0BaHus |, IPH HEOOXOIUMOCTH, JICUEHHSI.

AytoummyHHble 3a60s1eBaHus (Takue Kak 6ose3Hb 'peliBca M ayTOMMMYHHBIH TENATHUT) TAKKE
Ha0II0AanMCh Ha (POHE BOCCTAHOBJICHHUS MMMYHHTETa, OAHAKO BPEMs MEPBUYHBIX NPOSBICHHH
BapbUpPOBAJIO, U 3a00J€BaHUE MOTJIO BO3HUKATh Yepe3 MHOIO MECAIEB II0C/Ie Hayajla Tepanuu u
MHOTJa UMEII0 aTUIIMYHOE TeYEHHE.

3abonesanus neveru
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[laumentsl ¢ xponudeckum renatutom B wimm  C, nomyuaromme KOMOWHMPOBAHHYHO
AHTHPETPOBHPYCHYIO TEPAIHUIO, XapaKTEPH3YIOTCS MOBBIICHHBIM PHCKOM Pa3BUTHS TSKEIBIX U
MOTEHLMAIBLHO JIETAJIbHBIX HEXeJaTeIbHbIX pPEaKLUHUH CO CTOPOHBI IE€YECHH. B ciyyae
COMyTCTBYIOLIEN MPOTUBOBUPYCHO# Tepanuy renatuta B uim C cieyer Takxke 03HAKOMUTBCA €
COOTBETCTBYIOLIMMHU HHCTPYKLHAMHU T10 TPUMEHEHHIO J1aHHBIX JIEKAPCTBEHHBIX MPErnaparos.
Pe3ynbTaThl KJIMHMYECKMX HMCCIEIOBAHWH M JaHHbIE MOCTPErMCTPALMOHHOIO HaOMIOACHHs
YKa3bIBAIOT Ha TO, YTO y HEKOTOPBIX IALMEHTOB C COMYTCTBYIOLIUM XPOHHYECKUM BHPYCHBIM
remarutoM B (HBV) npu oTmMeHe namMuByJMHa MOIYT BO3HMKAThb KIMHHYECKHE WIH
nabopaTopHble [PU3HAKA PELMIMBA TIENAaTHTA, KOTOPhlE MOTYT HMETh Oojee TshKesble
TOCNIECTBUS y MALMEHTOB C JEKOMIIEHCHPOBAHHBIM 3a00/eBaHMEM NedeHu. B ciyvae oTMeHbl
npenapata AMHBHPEH y MAlMEHTOB C COITYTCTBYIOWIMM BHPYCHBIM rematuToM B crexyer
PaccMOTPETh BO3MOKHOCTb IPOBEICHUS IIEPUOJHYECKOTO KOHTPOJIs (YHKUMH IMEYCHH H
MapKepoB peIUIMKalMU BUpyca rernatura B.

V NanyeHTOB C YK€ CYIIECTBYIOIIMM HapylleHHeM (YHKUMM Me4YEHH, BKIKYas aKTHBHYIHO
GOpMy XPOHMYECKOrO TenaTuTa, OTMEYAeTCsl YBEIMYEHHE YacTOThl HApylIeHWH (yHKUMH
MEYeHH BO BpEMS I[POBEJCHHS KOMOMHMPOBAHHOH aHTHPETPOBMPYCHOH Tepamuu. Takue
MalMEeHThl JO/DKHBI HAXOAMThCA I10J HaOJIOJCHHEM B COOTBETCTBMM CO CTaHIapTHOM
KJIMHMYECKOH MpakTukoi. Heob6XoauMo paccMOTpeTh BO3MOXHOCTb I[PUOCTAHOBIICHHS HIIH
NpeKpalieHys JeYeHnsl B Cllydae MpPOSIBICHUI yXyaumeHus 3a00jeBaHMs [€YEHH Y TaKuX
NaLKUEHTOB.

OcmeoHekpos

HecMOTpst Ha TO, YTO 3THOJIOTHS JaHHOTO 3a00JIEBaHUS ABJISETCS MHOIO(DAKTOPHON (BKIIHOUAs
NpHeM TIIIOKOKOPTUKOCTEPOMIOB, YMOTpEONEeHHE alKOros, TSKEIYHd HMMYHOCYIPECCHIO,
BBICOKHMH HMHJIEKC MAcChl Tesa), ClIydan OCTEOHEKpO3a Yalle BCEro BCTPEYAIMCh y MAllMEHTOB Ha
npoaBMHyTON craguu BUY-uH(peKund W/uiM UIMTEIBHO NPUHUMABIIMX KOMOMHHPOBAHHYIO
aHTUPETPOBHPYCHYIO Tepanuio. [laumeHtaMm cienyeT OOpaTUTbCA K Bpady, €CIM OHU
MCITBITBIBAIOT OO0JIM M CKOBAHHOCTh B CYCTAaBaX MJIM TPYAHOCTH IPH IBHIKEHHUHU.
B3zaumooeticmeue ¢ Opyeumu 1eKapcmeeHHbIMU CPeoCmeamu

[Ipenapat AMHBHUpEH He ClelyeT NPUMEHATh OJHOBPEMEHHO C IpelapaTami, COJACpIKaIIUMU
JTAMHUBYIAMH UM SMTPULIUTAOMH.

[TpumeHeHue TaMHUBYAMHA B KOMOMHALIMHU C KJIaApHOMHOM HE PEKOMEHIYETCs.

Ocobble epynnvl nayueHmos

Jemu

B KIMHMYECKMX MCCIEIOBAHUAX Yy JeTel, MONydyaBIIMX JaMUBYAMH B (opme pacTBopa s

npueMa BHYTPb OAHOBPEMEHHO C APYTMMH aHTHUPETPOBHUPYCHBIMM IIpernapataMu B (opme
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pactBopa AJ1s IpueMa BHYTPb, 4ACTOTA CYNPECCHU BUPYCa M IKCIMO3MLMS IAMUBY/IMHA B M1a3Me
KpOBH OBLIM HIDKE, @ PE3UCTEHTHOCTb BUpPYyCa pa3BUBAlach Yallle, Y€M Y JETEH, MOIy4aBIINX
npenapatbl B GopMme TabIeToK.

[Io BO3MOXHOCTH HEOOXOAMMO HCIIOJb30BATH PEKHUM AHTUPETPOBMPYCHOM  TEpaIlMH,
BKJIIOUAIOLIMI Bce npenaparsl B Gopme tabnerok. JlamuByauH B GopMe pacTBopa jis npuema
BHYTPb, [PHUMEHSEMbIH OJHOBPEMEHHO C  COPOMTONI-COAEPXKAIIMMHU  JIEKAPCTBEHHBIMU
npenapatami, ClIeAyeT NPHUMEHATh TOJBKO B TeX CiIydasx, KOTJa HEBO3MOXXHO IPHUMEHEHHE
peXuMa Tepalud, BKIIOYAIONIero Bce mpenapatsl B (opMe TablaeToK, M KOrjga Io0Jb3a
MPOBE/IEHHs JICYCHUS! NPEBBIIAET BO3MOXKHBIE PHUCKHM, BKJIIOYas HU3KUH YPOBEHb CYIPECCHH
Bupyca. Cieayer paccMOTpeTh HEOOXOAMMOCTb 60s1€e 4acTOro KOHTPOJIS BUPYCHOW HAarpys3ku
BUY-1 mnpu OJHOBPEMEHHOM IPUMEHEHHUH JaMHUBYAMHA C JUIMTENIBHO MPUMEHSEMBIMH
COpOHUTOII-COACPIKALIMMHU perapaTaMu.

Biusinue Ha cnocoOHOCTH YNPABJIATH TPAHCIOPTHBIMH CPeACTBAMMU, MEXaHU3MAMU
CriennaibHble MCCIEIOBAHUS 10 M3YYEHHIO BIMSHHMSA CpEICTBA Ha CHOCOOHOCTb YNPAaBIAThH
aBTOMOOMJIEM M JBHXKYLIMMHUCS ~ MeXaHU3MaMM  HE  MNPOBOAMINCB.  YUMThbIBas
(bapmakooruyecKue CBOMCTBA JAMUBYIMHA, TAaKOE BIUAHUE MaJOBeposATHO. TeM He MeHee, IpH
OLIEHKE CIIOCOOHOCTH IMAllMeHTa YIIPaBIATh aBTOMOOMIEM/MEXaHU3MaMH ClielyeT IPMHUMATh BO
BHMMaHHE ero o0lee COCTOSIHUE, a TAK)KE XapaKTep HeXesaTeIbHbIX PeaKLUH JaMHUBY IMHA.
dopMa BbIIycKa

TabneTku, MOKpPBITHIE TUIEHOYHOH 06010uko# 150 mr, 300 Mr

ITepsuunas ynakogxa nexapcmeeHHoz2o npenapama

[To 10 TabneToxk B KOHTYPHYIO SUEHKOBYIO YIAKOBKY M3 IUICHKH NOJMBHHWIXJIOPUAHON H
(boabru ATIOMMHHUEBOM NEYaTHOMN JaKUPOBAHHOM.

ITo 60 uau 100 TabneTok (A1 cTaliMoHapOB) B OaHKY MOJIMMEPHYIO C KPBILIKOW HATATMBAEMOM C
KOHTpOJIEM IIEPBOro BCKpbITHA. CBOOOAHOE MPOCTPAHCTBO 3aMOIHAIOT BaTOM MeaULMHCKOM. Ha
OaHKM HAKJIEHMBAIOT JTUKETKM M3 OyMaru 3THKETOYHOM WM MHUCYEH, MIM M3 IOJIMMEPHBIX
MaTepHaIoB, CaMOKJICIOIIHECH.

Bmopuunas ynakoexka nexapcmeenHHozo npenapama

I[Io 1, 2, 3, 5, 6 win 10 KOHTYpHBIX SYEHKOBBIX YNAKOBOK BMECTE€ C HHCTPYKLHMEH IO
NPUMEHEHUIO MIOMEINAIOT B NAaYKy M3 KapTOHA /Ul MOTpeOuTenbCKOM Taphl. [lauku nomemaror B
IPYIINOBYIO YIIAKOBKY.

bBaHku BMeCTe ¢ paBHBIM KOJMYECTBOM MHCTPYKLUMH [0 MPUMEHEHHUIO MOMEILAIOT B IPYIIOBYIO
YNaKOBKY - KOpoO K3 roppHpOBaHHOTO KapTOHa.

Yci0BUSl XpaHEHUs

B opuruHanbHO# ynakoBke IpOU3BOAUTENS IIPU TemIiepatype He Boiue 25°C.
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XpaHUTb B HEJOCTYITHOM JJIs IETEH MECTE.

Cpoxk roaHocTH

4 roga. He np¥MeHATE 110 UCTEUYEHUHU CPOKA I'OJAHOCTH.

YciaoBus ornycka

OTnyckaroT no peuenty

IIpousBoauTen

AO «®Papmacunres», Poccus

HOpuanueckwuit agpec: 664007, r. Upkytck, yin. KpacHorBapaeiickas, a. 23, od. 3
AJipec pou3BOACTBEHHOM Itomaaku: . Upkyrck, yiu. P. JlrokcemOypr, a. 184
Opranusauus, NPUHUMAKOLIAS PETEH3UH OT NMOTPeOUTeIe!

AO «®apmacunres», Poccus, 664040, r. Upkyrck, yia. P. JlrokcemOypr, a. 184
ten.: (3952)55-03-55, dakc (3952)55-03-55

Buue-npe3uaeHT no kauyecTBy M

peryJsiTOpHBIM BOIIpOCaM

AO «DapmacuHTE3»
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