mHCTRYKI 1 OCEAOBATENEHOC TS 0002)

1HO MEJUITTHCKOMY ITPUMEHEHHIO JIEKAPCTBEHHOT'O IIPEITAPATA

JJAMUBYJINH ABEKCHIMA

PerucrpaiiuoHHbII HOMeEp:
Toprosoe nHamenoBanue: JJAMUBYJ/IUH ABEKCUMA
MexayHapoaHoe HellaTeHTOBAHHOEe WM I'PYIIIMPOBOYHOE HAUMEeHOBAHMe: JIAMHUBY/IUH

JlexapcrBeHHast popma: TaOISTKH, MOKPHITHIE IIICHOUHOH 000I0UKOH

CocrtaB

1 TaGeTKa COICPIKUT:

Heticmesyiowee eeugecmeo: naMuByaud — 150,0 mr

Benomocamenvhuie 6enyecmea:

KapOOKCUMETHIIKpaxMasl HaTpusd — 12,5 M, Kpaxmall KyKYpY3HbIH TIpeKeJTaTHHU3UPOBAHHBIA —
33 mr, maruus creapar — 3,3 mr, nosuaoH K-30 — 5 wmr, nemnosioza MUKpOKpHUCTAIUITHUSCKAsT —
126,2 mr.

NIIeHOYHAS ODONOUKA!

Omajpait II Gempiét — 10 Mr, B TOM 4YHcIie: TOJUBUHWIOBBIN crupT — 4,69 MTI, Makporo

(MOTUATUIICHIVIUKOJIL ) — 2,36 MT, TaJIbK — 1,74 Mr, TuTaHa qUoKcua — 1,21 Mr.

Onucanue
Kpyriabie MBOSKOBBIMYKIIbIe TAOJIETKH, MOKPBIThIC IUICHOYHON 000I0UKOM Oeoro Wid MOYTH

GeJioro nseta. Ha MMOIICPCYHOM pa3pe3cC - MMOUTH 6eJroro OBCTA.

dapMaKoTepaneBTHYeCKAs] TPYINIA: TPOTHBOBHPYCHBIC CPEJCTBA CHCTEMHOTO JCHCTBHS,
MPOTUBOBUPYCHBIE CPEACTBA MPSIMOTO JACHCTBHS, HYKJICO3HU/IHbIC U HYKICOTHIHbIE HHTUOUTOPHI
oOpaTHOM TPaHCKPUIITA3bL.

Kox ATX: JOSAFO05

PdapmakooruiecKue cBoiicTea

DapmaxoouHamuxa

Mexanusm Oeiiemesus

JlaMHBYTUH — aHaJOT HYKJICO3HJIOB, OOJAQJalONIHi aKTHBHOCTHIO B OTHONICHHH BHpYycCa

uMmmyHonedunuta denoseka (BUY) u Bupyca renatuta B (HBV). JlamuByaun nojpepraetcst
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S’-tpudochara. OCHOBHON MEeXaHMU3M ero JASHUCTBUS — OJIOKUpOBaHHE CHHTE3a IETIH B MPOIlecce
obparnoit Tpanckpunimu BHUUY. Tpudochar obnagaer ceaeKTUBHOW HHTHOUpYyIONIeH
AKTUBHOCTHIO B OoTHomeHUHU permkanuu BUY-1 u BHUY-2 in vitro, a Takke aKTHBHOCTBHIO B
OTHOIICHUM PE3UCTEHTHBIX K 3UAOBYIUHY KJIMHHUecKkuMX u3oisitoB BHY. He wnabmronammch
aHTaroOHUCTHUSCKUE dPPEKTHI 77 Vitro PU OJHOBPEMEHHOM IPUMEHEHUH JIAMUBY/IUHA U IPYTUX
AHTHUPETPOBUPYCHBIX MIpenapaToB (KMccie0BaHHbIE BelllecTBa: abaKkaBUp, IU/1aHO3HUH, HEBUPAIIMH
Y 3UJOBY/IMH).

Pesucmenmnocmo

PesuctentHocTs BUU-1 k JaMUBYTHHY OOYCIIOBJICHA 3aMEHOM aMHHOKHUCIOTHI M 184V BOmH3H
AKTHBHOTO IICHTpa BHUpPYCHOH oOparHoM Tpauckpuntasbl (OT). JlaHHBIH BapWaHT MyTaIldu
BCTpeYaeTes Kak B YCJIOBUSIX i Vitro, Tak Uy uHpUIMpoBaHHbIX BUY-1 nanueHToB, NOJy4YaBIIHX
AHTHUPETPOBUPYCHYIO TEPAIHIO, BKIIFOYAONYIO JJaMUBYAUH. [Ipu myTanuu M184V 3HaunTesHO
CHUJKAeTCSI UYBCTBHUTEJIBHOCTh K JIAMHUBYJIMHY M YMEHBINASTCSl CIOCOOHOCTH BHpyca K
peIUMKaIUK in vitro. B HWcclneIoBaHUAX in Vifro ObLIO YCTaHOBJICHO, YTO PE3UCTEHTHBIE K
3UJOBYJUHY H30JIITHI BUPYCA MOTYT CTAHOBUTHCS UYBCTBUTEJIBHBIMH K €r0 JCUCTBUIO, €CIIH Y
S5TUX H30JHATOB OJHOBPEMEHHO pa3BHUBACTCA PE3UCTEHTHOCTh K JaMHBYAuHY. OpHako
KJINHUYECKOE 3HaUSHHE STUX JaHHBIX /IO HACTOSIEr0 BPEMEHH He OIPeIeJICHO.

JlauHBIE in Vitro, KaKk MPaBWIO, YKA3bIBAIOT HA TO, UTO IPOI0JDKEHUE IIPUMEHEHHS JIAMUBY/IMHA B
COCTaBe AHTUPETPOBHUPYCHOM TepalluM, HeCMOTps Ha paszBuTHe MyTaruu MI184V, moxer
IIPUBECTH K IOSBJIECHUIO OCTATOYHON aHTUPETPOBHPYCHON aKTHBHOCTH (BEPOATHO, B PE3YJIbTATE
YXY/AIICHUS PEIIMKAaHTHOH criocoOHOCTH BUpyca). KimHUYecKasi 3HAYUMOCTh STHX Pe3yJIbTaToB
He YCTaHOBJICHA. B NeHCTBUTEILHOCTH, JOCTYIIHbIE KJIMHUYSCKHE JJaHHbIE OYeHb OTPAHHYESHBI U
He MO3BOJIIOT CJIeflaTh OJHO3ZHAUHBIM BBIBOJI B 5ToH oOjactu. B mobom ciydae, Hauaso
MIPUMEHEHHUSI HYKJICO3UHBIX MHHTHOUTOpOB 00paTHOM TpaHckpunTassl (HUOT), k koTophIM BUpYC
BCE eI[e UYBCTBHUTEJICH, BCer/ia JODKHO ObITh OoJiee MpeAIIOUTUTE/ILHBIM, YeM IPOJIOJIKEHUE
Tepaluy JIaMUBYAUHOM. TakuM oOpa3oM, Ipo0JDKeHHE Tepalluy JIAMHBYAMHOM, HECMOTpsSI Ha
nosipieHne MmyTranuu M184V, cienyer paccmaTpHBaTh TOJIBKO B CIy4ae OTCYTCTBHS JPYIHX
aktueHbIX HUOT.

Myrtamusas OT MI184V 1npuBOOUT K pa3BUTHIO IEPEKPECTHONH PE3UCTEHTHOCTH TOJIBKO K
AHTHUPETPOBUPYCHBIM IIperapaTaM KJIacca HYKJICO3UAHBIX HHTHOUTOPOB. 3UJOBY/IUH U CTABY/IUH
COXPAHSIOT AaHTUPETPOBUPYCHYIO aKTUBHOCTh B OTHOIIEHUHU mTaMMOB BHU-1, pe3ucTeHTHBIX K
JAMHUBY/IMHY. AGaKkaBUp COXpaHsIeT aHTUPETPOBUPYCHYIO aKTUBHOCTH B OTHOIICHUH IITAMMOB
BHUY-1, pe3uCTEeHTHBIX K JAMHUBYIHHY H 00JaJalomux Toabko MyTamuedt M184V. ITltamMmel ¢

myTtanued OT M184V neMOoHCTpUPYIOT MeHee 4eM 4-KpaTHOe CHUIKEHHE YYBCTBUTEJILHOCTH K
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vitro He OB CTaHJAapTHU30BaHBL, U WX PE3YJbTaThl MOTYT BapbHpPOBATh B 3aBHCHMOCTH OT
METOJIOJIOTHISCKUX (PaKTOPOB.

In vitro naMuUBYIMH OKa3bIBaeT cJlaboe IMTOTOKCHUECKOe JeHCTBHE Ha JUMQOIMUTHI
nepudepudeckoil KpoBH, Ha YCTOWUHMBBIE JUMQOIMUTAPHbIE U MOHOIIMTApHO-MaKpodaraibHbie

KJICTOYHBIC JIMHUHU U PAL KICTOK-IIPEAMICCTBEHHUKOB KOCTHOT'O MO3TA.

D apmaxoxkunemuxka

Bceacwiganue

JlaMuUBYIUH XOpOMIO BCACHIBATCA M3 JKEIYJOYHO-KUIIEUYHOTO TpakTa, OHOJOCTYIHOCTH
JAMUBY/IMHA Y B3pOCIBIX THOCJe MpUeMa BHYTph oObiuHO cocTapisieT 80—85 %. Ilocne mpuema
BHYTpPh cpeAHee BpeMsl (tmax) JOCTHIKEHHSI MAKCUMAJIbHOM KOHIGHTpAIlMU JIAMHUBY/JHHA B
cbIBOpOTKEe KpOBH (Cmax) cocTaBiisieT okosio 1 4. Ha OCHOBaHMHM JaHHBIX, ITOJYYSHHBIX B
HCCIJIeTOBAHHH C YUACTHEM 3JOPOBBIX JOOPOBOJIBIIER, IPH NMPHUEMe TepalieBTHUSCKOH /10361 150 Mr
nBa pasza B cyTku cpennsisi (KB — xoaddunmenT papuanun) paBHOBeCHsT KOHIECHTpAIUSA Cnax U
Cmin JTaMHUBYJWHA B IUIa3Me KpoBH coctaBisieT 1,2 mMkr/mia (24%) u 0,09 mxr/ma (27%)
coorBercTBeHHo. Cpemusis (KB) AUC (mwmomaas moja  (papMaKOKHHETHUSCKOH KpPHUBOH
«KOHIISHTpAITUSI-BpEMsI») B HHTEpBaAJIe MKy nmpueMamu 12 1 coctapiiet 4,7 Mir<u/mi (18%).
[Ipu TepaneBTrueckoit go3e 300 mr oguH pas B cyTku cpeausia (KB) paBHOBeCHast KOHIICHTpaLUs
Cmax, Cmin 1 AUC B HHTepBaJIe MeXTy IpueMaMu 24 1 coctapisieT 2,0 Mkr/mit (26%), 0,04 Mkr/mut
(34%) u 8,9 Mxrxw/mit (21%) COOTBETCTBEHHO.

Mesx1y B3pOCIBIMU MALIUEHTAMHU U ISTbMH HAOIIONATUCH PA3JIMYUS B CTSTICHH BCACBIBAHUS (CM.
«Ocobble TPYIIIbI MAITHSHTOBY ).

[Ipuem naMuByaHA BMECTE C MUIIEH BHI3BIBACT YBEIUUCHUE tmax M CHMXKEHHE Cmax (Ha 47%),
OJTHAKO HE BJIMSIET Ha OOIIYIO CTeTeHb adCcopOIMH JIAMUBY/IHWHA (PAaCCUUTAHHYIO Ha OCHOBaHUH
BesmunHbl AUC).

He oxmiaercsi, 4To mpueM U3MEIbUSHHBIX TabIeTOK ¢ HeOOIbITUM KOJMYECTBOM IMOIYTBEPIOH
MUY WK JKUKOCTH TIOBJIUSIET Ha (papMakoIOTHUECKHE CBOUCTBA MpenapaTta U, cJieoBaTesIbHO,
Ha  KIMHHYeCKHH  5ddekr. DTOT BHIBOJA OCHOBAaH Ha  (UBHKO-XUMHUUESCKHX U
(hapMaKOKHHETHISCKHUX JAHHBIX MPU YCIOBUH, UTO MAITUCHT U3MEIbUacT U CMEIIHBAST C MHUIICH
win kuAKocThio 100% TabieTky, U IpUHUMAET He3aMeUTUTEIIBHO.

CoBMecTHOE NpUMEHEHHE 3H/IOBY/HMHA IPUBOJUT K YBEJIUUYSHHUIO SKCIIOZHMIIMM 3UOBYJUHA HA
13% u yBeIMUCHHUIO MaKCUMAJIbHOW KOHIICHTPAIMHU B IIazMe KpoBU Ha 28%. DTo sSBJICHHE HE
CUMTASTCS 3HAUMMBIM JIUIs1 6€30TIaCHOCTH MAIUEHTOR H, CJIeIOBATENIBHO, HE TpeOyeT KOPPEKIHH

J103.
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Pacnpeoenenue

[lo maHHBIM KIMHHYECKUX WCCICAOBAHUN TNpHU BHYTPUBSHHOM BBEJCHUU CpPeIHUU OO0BEM
pacmpe/ie/ieHUs] JIAMUBYJIMHA COCTapyisieT 1,3 JU/Kr, a HaGmrogaeMbli TIEpUO/] MOJTYBBIBEICHHS —
5 —7 4. Cpequuii CHCTEeMHBIH KIUPESHC JAMUBYJIHHA COCTABJIsIeT MpuOmmsuteabHo 0,32 n/u/kr,
OOJNBIIYI0O HYacTh KOTOPOTO COCTABJSIET MOUEUYHBIH KJIMPEHC Uepe3 CHUCTEMY TpaHCIopTa
OpraHUYeCKHUX KaTHOHOB (Oosee 70%).

JlaMUBYIMH TIPOSIBJISIET JIMHEHHYIO (PapMAKOKHHETHKY TpH NPUMEHEHHH B TEpaleBTHUSCKOM
JUana3zoHe J03 W HU3KYIO CTCICHb CBS3BIBAHUSI € OCHOBHBIM OCJIKOM IUIa3Mbl KPOBH —
ansOyMuHOM (< 16% — 36% 110 CpaBHEHHIO C CHIBOPOTOUHBIM AILOYMUHOM B MCCJICOBAHUAX 71
Vitro).

OrpanndeHHbIE JaHHbIE YKA3bIBAIOT HA TO, YTO JIAMUBY/IHH IPOHUKAET B LIEHTPAJIbHYIO HEPBHYIO
CHCTEMY W CHHUHHOMO3TOBYIO XuakocTh (CMIK). Uepez 2—4 u mociie mepopajbHOTO IMpHUeMa
COOTHOIICHUE KOHIeHTpanuu JaMuByauHa B CMOK u chIBOpoTKe KpOBHU B CpeHEM COCTABRIISLIO
npubmmsutenbHo 0,12. McTUHHAS CTeNieHh NMPOHUKHOBEHMS, a TaKKe CBSI3b ¢ KIMHHYSCKOH
3 PeKTHBHOCTHIO HEU3BECTHBI.

Buompancgopmayus

AxTHBHas hopMa JJAMHBY/IHHA — BHYTPHKJICTOUHBIH JJaMUBYTHHA TpUdochaT — obiagaeT Goree
JUINTEIIbHBIM KOHEUYHBIM TIEPUOJIOM TIONYBBIBEJICHUSI U3 KIeTOK (16—19 4) mo cpaBHeHHIO C
MEPHOJOM IOJIYBBIBEJICHUS €ro U3 Iula3Mbl KpoBU (5—7 4). CoryIacHO JaHHBIM, ITOJIYYSHHBIM Y
60 B3pOCIIBIX 3J0POBBIX JTOOPOBOJIBIECB, (PapMaKOKWHETHUYSCKHE IMapaMeTphl JIAMHBY/IHHA B
PABHOBECHOM COCTOSIHUHU IIpU npueme B o3¢ 300 Mr ofuH pa3 B CYTKH SKBHUBAJICHTHBI TAKOBBIM
nipu npueme B go3e 150 mr aBa paza B cyTku B oTHOIMEHUU AUC24 U Cmax 1151 BHYTPUKJIETOUYHOTO
JamMuByIuHA Tpudocdara.

JlaMUBYIUH TIPSUMYNICCTBCHHO BHIBOJMTCA B HEM3MEHHOM BHJE MoukamMu. MetaGonnueckue
B3aUMOJICHCTBUS JJAMUBY/UHA C JIPYTUMHU JICKAPCTBEHHBIMU TMpenapaTaMu MaJOBEpOSITHBI BBUTY
HE3HAUUTENILHOTO MeTabonu3Ma B nieueHH (5—10%) U HU3KOU CTeNeHU CBSI3BbIBAHUS ¢ OeJIKaMu
IIJ1a3MbI KPOBH.

Buiseoenue

B uccrienopaHusIxX ¢ y4acTHEM MAI[UCHTOBR € MOUYSYHON HEJOCTATOYHOCTHIO OBLIO MOKA3aHO, UTO
HapylieHHe (QYHKIIUH TMOUYSK BJMSCT Ha BbIJICJICHHUE JAMHUBYAWHA. PeKOMEHIYeMBIH peKUM
JO3UPOBAHUS ISl MAIIUEHTOB ¢ KJIMPEHCOM KpeaTMHHMHA MeHee 50 MJI/MHUH IpHUBEJEH B paz/eie
«C1ioco6 pUMEeHEHHS U JJO3bI».

BzaumopelictTeue ¢ TpUMETONPHUMOM — KOMIIOHEHTOM KO-TPHUMOKCazojla — TMPUBOAUT K
MOBBIIICHHIO SKCTIO3UIUH JJaMUBYAUHA Ha 40 % NpU NpUMeHEHHUH B TePANleBTUUSCKHUX J103axX. TeMm

HS MCHCC, 3a HCKJIFOUCHHUCM IIAITMCHTOB C MmoyeyHou HEAOCTATOYHOCTHIO, KOPPEKIHA JO3bI HE
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TPUMOKCA30JIa C JAMHUBY/IMHOM Y TAITHCHTOB € MOYSUHOU HETOCTATOUHOCTHIO.
Ocobuie epynnvt NAYUEeHMos

eTH
AGcomoTHasgs OHOJOCTYIHOCTh JIaMHUBYAWHA (TipuMepHOo 58-66%) Obuta Hmke U OoJiee
BapuabenpbHa y geTedt muamame 12 jet. [lpuem namuByauHa y geredt B Qopme TabiieTok
OJTHOBPEMEHHO € JIPYTUMH aHTHPETPOBUPYCHBIMH MpenapaTaMu B popme TabieTok obecnieunpat
6omee Boicokue 3HaUeHUSI AUCy U Ciax JJAMUBY/IMHA B IUIa3Me KPOBH 110 CPABHEHHUIO C PAaCTBOPOM
JUIi TIpUeMa BHYTpPb, TPHUHUMAEMBIM OJHOBPEMEHHO C JPYTUMH aHTHPETPOBHUPYCHBIMHU
npenapaTaMu B (popMe pacTBopa JUIsl pHeMa BHYTPh. Y JeTel, MoIydaBIIuX JaMUBY/IUH B hopMe
pacTBopa JUIsl IpHeMa BHYTPb B COOTBETCTBUU € PEKOMEHJIOBAHHBIM PEXKUMOM JO3UPOBAHUS,
OblIa TOCTUTHYTA SKCTIO3UIIMS JJAMHBY/IUHA B IJIa3Me KPOBHU, 3HAUCHUS KOTOPOH HAXOJUIIUCH B
JqUamna3zoHe, MOJYISHHOM V B3pPOCIBIX MAIUSHTOB. Y JIeTel, MpUHUMABIINX JJAMUBY/IUH B (hopme
Ta0JIeTOK B COOTBeTCTBHHM C pPEKOMEHJIOBAHHBIM PEKHUMOM JO3HPOBAHHUS, HKCIIO3UIUS
JAMHUBYJIMHA B IUIa3Me KpOBH Obljla BhINIE, YeM Y JieTel, IPUHUMABIIUX JAMHUBYIUH B (opme
pacTBopa i IpUeMa BHYTPh, IOCKOJIBKY IIpH NpUeMe IpenapaTa B ¢popMe TabIeTOK NaI[UeHThI
moJIydaroT OoJiee BBICOKHE O3Bl B IepecdeTe Ha MI/KT Macchl Tejla, U JIAMHUBYIHH B (opme
TabJIeTOK XapakTepusyeTcsi Oojiee BbICOKOH OHoAoCcTymHOCTHIO. MapMakoKHHETHUSCKUE
UCCIIeIOBaHUSI IPUMEHEHHS JJAMUBYIMHA Y JAeTel B (popMe pacTBopa JUIsl IpUeMa BHYTPh U B
dopme TablleTOK TOKa3aldd, YTO TMpHUEM TIpenapaTa OJWH pa3 B CYTKH SKBHBAJICHTEH IIO
nokazateio AUCq.24 ipreMy Ipemnaparta JiBa pa3a B CYTKH IpH OJHHAKOBOH OOIIEH CyTOUYHOH
nosze. Jlannble mo QapMakokMHeTHKe IpemapaTta y JAeTedl B BospacTe Miajiie 3 MecsIeB
OTpAaHUUYCHBI. Y HOBOPOMJICHHBIX HA MEPBOU Hejee KU3HHU KIUPEHC JAMUBYAUHA IIPU MIpUEMe
BHYTpB OBbLI CHHIKEH TI0 CPABHEHHUIO C JISTHMH 0oJiee CTapIIeTo BO3pacTa, BEPOSATHO, BCIICACTBHE
HE3PEeJIOCTH BBIJICUTEILHON (PYHKIIUU MOYESK U HEMOCTOSHCTBA TToKazaTese abcopOuuu. Takum
oOpazoM, ST JOCTHIKCHHSI DKCIO3UIIMU, CXOJHOM ¢ TaKOBOH Yy B3pOCIBIX M JIeTeH,
pPeKOMEHTOBAaHHAS J103a JIJI1 HOBOPOJXK/ICHHBIX COCTABJISICT 2 MI/KI JBa pa3a B CyTKU. J[aHHbBIE 1O
IIPUMEHEHHIO MperapaTa y HOBOPOXKJACHHBIX B Bo3pacTe crapiie 1 HeAe U OTCYTCTBYIOT.

IIarMeHThI MOKHIIOTO BO3pAcTa

JlaHHbIe 110 (PapMaKOKMHETHKE JAMHUBY/IMHA Y MTAIIUSHTOB CTapIie 65 JieT OTCYTCTBYIOT.

IlamuenTsl ¢ HApYIISHHEM d)VHKHI/II/I IIOYCK

VY marueHToB ¢ HapynieHueM GYHKITHH MOYeK KOHIICHTpAIIHS JJAMHBY/THHA B T1azMe KpoBH (AUC)
MOBBINICHA BCJIC/ICTBUE CHIDKEHHOTO KiIHpeHca. Takum oOpazom, MalUeHTAM C KIHPEHCOM

KpCaTHHHHAa MCHEC 50 ma/MuH H606X0,[[I’IMO VYMCHBIICHHUC A03bI JIAMHUBYIHWHA.
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IIarueHTLI ¢ Hap VIISHHEM d)VHKHI/II/I IICYCHH

JlaHHBIC O IPUMEHEHUH JIAMUBY/IHHA Y ITAIIHEHTOB CO CPeAHEH U TSDKEIION CTETICHBIO HAPYIIICHUS
(YHKITUH TICUeHH CBHJISTSIILCTBYIOT O TOM, UTO HapylieHHe (PYHKITHH MECUYSHH CYNISCTBCHHO HE
BJIHMSIET Ha (PapMaKOKHWHETHKY JIAMHBY/IHHA.

BepeMeHHOCTD

{dapMaKkOKHHETHKA JJAMUBY/IMHA MIpU OSPEMEHHOCTH HE OTIHYASTCS OT eTo (hapMaKOKUHETHKHU B
ciIydae OTCYTCTRBHS GepeMeHHOCTH. KOHIIEHTpalus IAMUBY/IHHA B CBIBOPOTKE KPOBH JeTel npu
pokJieHnH ObLTa aHAJIOTMYHA TAaKOBOH B CHIBOPOTKE KPOBHU MAaTepH W MYMOBUHHOW KpOBH Ha
MOMEHT pPOJIOpa3pelieHHs] YTO COIIAacyeTcsl ¢ JaHHBIMH O TIACCHBHOM TPOHUKHOBEHUH

JJaMUBYJHHA YCpE3 INTAlCHTY.

Iloxa3zaHus K MpUMeHeHHIO
Jleuenue BUY-undexkuu B cocTaBe KOMOWHHPOBAHHOW AaHTHPESTPOBHUPYCHOM TepamuH Y

B3pOCIIBIX U IeTel ¢ Maccol Tena Goyee 25 Kr.

IIpoTuBONIOKA3aHUA

e IloBbImeHHAas] YYBCTBUTEIBHOCTh K JIAMHBYIMHY WIH JIFOOOMY JAPYroMy KOMIIOHEHTY
npenapara;

e JleTH ¢ Macco# Tera 1o 25 Kr (JUIs JaHHOH JISKapCTBEHHOH (POPMBI M JTIOBHPOBKH ),

e Hapymenne QyHKIHMH MOYECK MPH KIHpEHCe KpeaTWHHHa MeHee 30 MII/MHH (JUISA JaHHOH

JICKapCTBEHHOU (DOPMBI).

IIpumeHeHIie TIPU GepPeMEHHOCTH U B TIePUHO/I TPYTHOT0 BCKAPMJIMBAHUSA

bepeMeHHOCTD

Kaxk nmpaBuiio, Ipu NpUHITHH PEHICHHUS 00 UCTIOJIL30BAHUH aHTHPETPOBUPYCHBIX MPEIapaToOB JIJIs
neueHusi BUU-undeknun y OepeMeHHBIX SKSHITUH W, KaK CJICJICTBHE, JUISI CHHJKSHHS PHUCKA
BepTHKaIbHON Tmepenaunn BUY-uHpeknuu HOBOPOKISHHOMY CIIeIyeT YUYHUTHIBATH JaHHbIC
UCCIIeIOBAHUH HA JKUBOTHBIX, a TAKIKE KJIMHUUSCKUH OTIBIT IPUMEHEHUS Y OepeMEHHBIX JKSHII[UH.
Uccnenopanusa mo NpUMEHEHUIO JIAMHUBY/JIMHA Y JKUBOTHBIX IIOKa3aJil YBEJIMUCHHE paHHEH
SMOPHOHAILHOU CMEPTHOCTH Y KPOJIUKOB, OJJHAKO Y KPBIC JIaHHBIN d(dekT He Habmogacs. beuto
YCTAHOBJICHO, UTO V UeJIOBEKa BO3MOXKHA IIepe/lada JaMHUBY/IMHA Yepe3 IUIAICHTY.

VY GepeMeHHBIX KEHIHH, MOTYYaBIIUX JaMUBYIuH, Gosee 1000 ncxo/1oB GepeMEeHHOCTH TOCTIE
MPUMEHEHHSI BO BpeMsl mepBoro Tpumectpa u Oojee 1000 mCXoq0B OSpeMEHHOCTH IOCHe
MPUMEHEHUSI BO BpEeMSI BTOPOTO U TPEeThero TPHUMECTpa JIESMOHCTPHUPYIOT OTCYTCTBHE

MaJIb(HOpPMATHBHOTO M (eTaTbHOTO/HEOHATAILHOTO BO3JCHCTBUA. JlekapCTBeHHBIN mpemapat

C.6
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HeoOxoauMocTH. Ha OCHOBaHUHM JOCTYMHBIX JaHHBIX MOYKHO C/AeJaTh BHIBOJ O TOM, UTO TpH
MpUMEHEHUH Tpenapata JlaMUBYIUH ABEKCHMa Y UYeJIOBEKAa PHUCK BPOKISHHBIX MATOJOTUH
MaJIOBEPOSTEH.

Jlns BUY-unHUIMPOBAHHBIX JKCHIMMH € KO-HH(MEKIHEH BHPYCOM TemaTHTa, MOJIYJaroIHX
TEpamnuio JIAMUBYJIMHOM, B ClIydae HACTYIUICHHS OCpeMEHHOCTH CIIeIyeT YUYHTHIBATH
BO3MOJKHOCTD PEI[UUBA T€MIaTHTA MOCTe MPeKpaleHHUs IPUMEHEHHS JIAMUBY/IUHA.
Mumoxonopuanvras oucgyuxyus

B uccnenoBanusix in vitro u in vivo ObLJIO MPOJASMOHCTPUPOBAHO, YTO aHAJIOTH HYKJICO3HU/IOB U
HYKJICOTHJIOB CIOCOOHBI BBI3BIBAThH TOBPEIK/ICHUS MUTOXOHAPHUHM pa3iNuHOM cTeneHU. bpum
3aperUCTPUPOBAHBI COOOIICHUS O MUTOXOHAPHUAIBHON TUCHYHKIUH y JETeH, MOABEPrIINXCS
BO3JICHCTBUIO AHAJIOTOB HYKJICO3U/IOB BHYTPUYTPOOHO H/HUJIH B MOCISPOJOBOM MEPUO/IE.

Ilepuo/1 rpyAHOTO BCKApMJIMBAHUS

Ilocne mpuema BHYTPh JIAMHBYJIHMH BBIICISIETCSI B TPYJHOE MOJIOKO B KOHIIGHTpAIUSX,
AHAJIOTMYHBIX KOHIIEHTPALUIM, OOHAPYKEHHBIM B CBIBOPOTKE KpoBU. Ha 0OCHOBaHUHU pe3yIbTaTOB
uccnenopanusi Oosiee 200 map «MaTh/peOeHOK», modydaBmux Tepanuio BHUY-undexuun,
KOHIIGHTpAllUsl JIAMUBYJWHA B CBIBOPOTKE KpOBH [IeTel, HaXO/MIIUXCS Ha TPYJHOM
BCKapMJIMBAHUH y MaTepel, moiydapmux tepanuo BUU-undeknun, oueHp Hu3Ka (< 4 % oT
KOHIICHTpAIIUU B CHIBOPOTKE KPOBU MaTepH) U MOCTEIICHHO YMEHBINASTCS 10 HEOIPEIISIEMOTO
VPOBHS TPH TIOCTHKSHUH TPYTHBIMHE JIeThbMH 24-HeIeIbHOTO Bo3pacTa. J[aHHbIe 10 6€30MacHOCTH
PUMEHEHHUS JIAMUBY/IMHA Y JIeTeH MuTa/lle Tpex MecsIeB oTcyTeTByioT. BUU-undunupoBanubiM
JKEHIIMHAM HH TpH  KaKUX OOCTOATeILCTBAX HE PEKOMEHAYeTCSI IPOBOJMTH TIPYAHOS
BCKapMJIHBaHHe BO u3bekanue nepenaun BUY peGenky.

DepTHILHOCTE

Pe?,yJIBTaTLI I/ICCJIG,ZIOB&HI/II\:I Ha JKHBOTHBIX ITOKa3aJik, YTO JIAMHBYJHWH HC OKAa3bIBAaCT BJIMSIHHUC HaA

(hbepTUITLHOCTS.

Crnioco6 npyuMeHeHHs M 103bI

[Ipenapat 10/KeH Ha3HAYATHCS BPAuoOM, UMEIOIUM OIIbIT JieueHUs1 BUYU-undexnuu.

[Ipenapat JaMUBYAHH IPUMEHSSTCS BHYTPh BHE 3aBUCHMOCTH OT IIpUeMa ITHIITH.

Jliisa obGecniedeHUsI TOUHOCTH JO3UPOBAHUS Npenapara, TabIeTKH peKOMEeHAyeTcs IPOoTJIaThlBaTh
IIOJIHOCTBIO O3 M3MesbueHHUs. [ TeX IallueHTOB, KOTOPBIM TPY/JHO IPOTrJIaThIBaTh TaOJIETKH,

pe/IHa3HaueHA JIGKapCTBeHHAs popMa — pacTBOp JUISI IIpHeMa BHYTPb.
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HEOOJIBIIOTO KOJIMYECTBA TMOJYTBEPAOW MHUIMU WIH JKUJIKOCTH. Bce KOJIMUYECTBO MOJTYyUSHHOU
CMeCH He0OXOUMO TIPUHSITH BHYTPb HE3aMeUIUTEIBHO.

IIpu mepexoae oT mpuemMa JaMHBYJWHA B (opMe pacTBopa K IpUEMY JIAMHUBYAHMHA B (opme
TabJIeTOK, WJIK HA000pOT, HEOOXOAUMO CIIeIOBATh PEKOMEH/IAIUSM IO JO3UPOBAHUIO TIperapara,
YCTAHOBJICHHBIM JIUIS KJKOW KOHKPETHOMU JISKApCTBEHHOU (POPMEL.

IIpu nepexojie OT perkrMa MpUeEMa JIBa paza B CYTKHU K PEKUMY IIpUEMa OJIUH pa3 B CYTKH CIISTYeT
IIPUHATH NEPBYIO PEKOMEHIYEMYIO OJIHOKPATHYIO 03y IIPUMEpHO depes 12 4 mociie nocieHed
NPUHATON JI03bI IO PEKHUMY JIBYKpPAaTHOTO TIpHeMa, a 3aTeM TMpoJIoJDKaTh NpPUHUMATh
PEKOMEH/TYeMOIO OJTHOKPATHYIO /103y NpuUMepHO Kaxable 24 4. IIpu BozBpate K pekxuMy npuema
JIBa pa3za B CYTKH CJIeyeT MPUHSTH MEPBYI0 PEKOMEHIYEMYIO /103y IO PEeXHUMY JBYKPATHOTO
npueMa IpuMepHO depe3 24 9 mocie nociaeHel MpUHITON OTHOKPATHOM JT03bL.

Bspocnwsie ¢ maccoit mena He menee 25 k2

Pexomennyemast noza coctapiisieT 300 mr B cyTku — 1o 150 mr 2 pasa B cytku wim 300 Mr 1 pa3z B
CYTKH.

JlaMUBYIMH TaKXKe JOCTYICH B JISKAPCTBEHHOU (popMe pacTBOp UL IpUEMa BHYTPb.

Ocobuie zpynnst nayuenHmos

I ayuenmur noscunoco eo3pacma

JlaHHBIE 1O TPUMEHEHUIO JIAMHBY/IMHA V 3TOW KaTerOpUH MAIMEHTOB OTCYTCTBYIOT, OJIHAKO
cIeayeT coOMIoaaTh 0COOYI0 OCTOPOIKHOCTh MPHU MPUMEHEHHH TIperiapara y TaKUX MaIlHeHTOB B
CBSI3M C BO3PACTHBIMH M3MEHEHHSIMHM, TAKMMH KaK yXyAIIeHHe (YHKIMH MOUYSK U U3MEHEHHUE
IoKa3aTeslel KpOBH.

Iayuenmul ¢ HapyuweHueM QYHKYUN NOYEK

VY manueHToB ¢ HapylmieHHeM (QYHKIUH TOYeK CpeqHeH M TSDKENIOM CTeNeHH KOHI[CHTpAIUs
JaMUBYJUHA B 11a3Me KpoBu (AUC) moBeIieHa BCJISACTBUE CHIDKCHUS KJIIMPEHCa JIAMUBY/TUHA.
[TosTOoMy TIpH KIIUpeHce KpeaTHHUHA MeHee S50 MJI/MHUH 103y Ipenapata HeoOXOAUMO CHU3HUTH,
KaK TOKa3aHO B IPE/ICTABICHHOHN HIIKEe TabIuIe.

Pexomenoayuu no noobopy 003vl 6 3a6UCUMOCTIY OM KIUPEHCA KPEamuHUHA npu HApYuleHuu

@PYHKYUU NOYEK Y 63POCTLIX ¢ MACCOI mena He MeHee 25 ke

Kmupenc
KpeaTHHHHA IlepBas noza HopnepxuBaroman xo3a
(MJI/MUH)
ot 30 1o 50 150 mr 150 mr 1 pa3 B cyTkH
MeHee 30 IIpoTuBomnokazano (/i1 JAaHHOH JIeKapCTBEHHOU (POPMBI).
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Hayuenmur ¢ HapyuweHuem QyHKYUn nedenu

JlaHnHble, TMOJy4YeHHBIE Yy MAIUCHTOB ¢ HapylleHHeM (YHKIUU IICUeHU CpeJHEH U TSKeJION
CTeIeHH, IMOKA3bIBAIOT, YTO JUCHYHKIUS MEeUSHH He OKashIBAeT CYIIECTBEHHOE BJIMsSHHUE Ha
(apMaKOKMHETHKY JIaMHUBY/MHA. MCXOAs M3 STHUX JAaHHBIX, /UL MAllUSHTOB ¢ HapyIIeHHEM
(YHKIMHY NeUeHH CpeJHEH U TSKEJION CTelIeHU KOPPEKIUH JJ03bI He TpeOyeTces], 3a UCKIIIOUSHUEM
CJIydaeB, KOT/1a HapylieHue (PYHKIUHU IIeUSHH COTIPOBOIKIACTCS HapyIIeHUEM (YHKIIUHU TTOYCK.
Hemu

emu ¢ maccoli mena He meHee 25 Ke

Pexomenyemas noza cocrapiisieT 300 mr B cyTku — 1o 150 mr 2 pasa B cytku wim 300 mr 1 pa3z B
CYTKH.

JlaMMBY/IMH TakoKe JTOCTYIICH B JICKAPCTBEHHOH (popMe pacTBOp [l IpUeMa BHYTPb.

Hemu ¢ maccoti mena meHee 25 ke

[Ipumenenne npenapata JlamuByauH ABekcHMa y JeTed ¢ MaccoM Tesla MeHee 25 Kr
IIPOTUBOIIOKA3aHO, B CBSI3U ¢ HEBO3MOXKHOCTBIO KOPPEKIIMH JI03bI B 3aBUCUMOCTH OT MAcChl TeJIa.
JleTsim ¢ Maccol Tejla MeHee 25 Kr clie/lyeT Ha3zHauaTh MpenapaThl JAMHBYAWHA B JIpYrou

JIeKapcTBEeHHOU (hopMe («pacTBOp LI IpUeMa BHYTPH») HW/HIH JOZUPOBKE.

ITooounoe neiicTBUE

OmnucaHHble HUXKE HEKeJIaTeIbHbIE PpeakIUd OTMeualuch mnpu Jjedenun BUY-undexnun
JIAMHBYTHHOM.

HesxenaresbHble peakiuy, KIAacCH(QUIIMPOBAHHbIC KAaK CBSI3AaHHBIE MJIM BO3MOJMKHO CBSI3aHHBIE ©
Tepaluel JaMHUBYAHUHOM, [IePEYHUCIICHBI HUXKE B COOTBETCTBUH C MOPAXKESHUEM OPTaHOB U CHCTEM
OpraHOB M YAcTOTOH BCTpedaeMOCTH. YacToTa BCTPEYaEMOCTH OIPESIACTCS CIISTYIOMUM
obpazom: ouensv uacmo (>1/10), uacmo (>1/100 u <1/10), nevacmo (>1/1000 u <1/100), peoxo
(=1/10000 u <1/1000), ouens peoxo (<1/10000). B mpenenax KaxJaoH KaTeTOPHUHU YaCTOTHI

HEXKCJIATCJIBHBIC pCAKITUH NTPECACTABJICHBI B IOPAIKE yﬁbIBaHI/ISI CECPBE3HOCTH.

Ommcanue OTACJIBHBIX HCKCJIATCJIbHBIX peaKuHﬁ

Hapyuienus co cmoponst Kposu u JumMpamudeckoil cucmembol

Heuacto: HeliTporieHUs 1 aHeMHUsI (MHOT/Ia B TsDKeJIOH dopMe), TpOMOOITUTOTICHHSI.
OueHb peIKO: HCTUHHAS SPUTPOITUTAPHAS ATUTA3HSL

Hapyuienus memabonusma u numanus

Yacro: runepiakTaTeMusl.

OueHb peIKO: JTAKTOAIH/TO3.

Hapyuienus co cmopomnst HepsHOIE cucmembl

YacTo: rojiopHast 60Jib, 66CCOHHUIIA;
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Hapyuienus co cmoporsl OblXxamenbHotl CUcmemMbl, OPeanos SpYOHOT KNemKI U CpedOCeHUs
YacTo: Kallelb, Ha3aIbHbIC CHMITTOMEI.

JKenyoourno-xuuieunvle HapyuieHus

Yacro: TONIHOTA, pBOTA, GOJIb WK CHAa3Mbl B JKUBOTE, THAPESL

Peqko: maHKpeaTHT, MOBBIMIEHUE AKTHBHOCTH CHIBOPOTOTHON aMUJIA3KI.

Hapyuienus co cmopomst nedeHy 1 Jcendesvie 00auux nymeti

Hewacto:  TpaH3uTOpHOE IIOBLIMICHUE  AKTHUBHOCTH  <«IICUCHOUHBIX»  (DEpMEHTOB:
ananuHamuHoTpaHcdepassl (AJIT), acmapratamunotpancdepassl (ACT);

Penxo: rematur.

Hapyuienus co cmoporst KOJICH 1 NOOKOICHBIX MKAHEN

Yacro: ChIllb, AJIOTICIIHSL

Penko: aHTHOHEBPOTHYSCKHH OTEK.

Hapyuienus co cmoponst MultiledHOH, CKeNemHOt 1 COeOUHUMENb HOTE MKAHU

Yacro: apTparusi, MplllIeYHbIE HAPYIICHUS,

Penko: pabgomuonus.

Obuue Hapyuienus 1 peaxyun 6 Mecme 66e0eHUs

YacTo: 4yBCTBO YCTAIOCTH, HEJJOMOTAHHUE, JIUXOPA/IKA.

3aperucTpUpoBaHbl CIIYYaW PA3BUTHUS OCTCOHEKPO3a, B UYACTHOCTH, Y MAIHEHTOB C
oOmenpu3HaHHBIMA (aKTOpaMH pHUCKa, Ha TpoABUHYTOH cTaquu BUU-undeknuu wuiu mnpu
JUTUTETIbHOM KOMOMHHUPOBAHHON aHTHUPETPOBUPYCHON Tepamuu. UacToTa BCTPEUaeMOCTH 3TOTO
SIBJICHUSI HEU3BECTHA.

Bo Bpemsi mpoBeieHHST aHTUPSTPOBUPYCHOU TEpamuy MOXKET OTMEUATHCS YBEJIMUCHHE MACCHI
TeJia, a TAK)KE TOBBINNICHUES KOHIICHTPAITUH TJIFOKO3bI U JIMIH/IOB B KPOBH.

Y BUY-uHOHUITUPOBAHHBIX IMAIUSHTOB C TEKESIBIM HMMYHOACHHUIIATOM HA MOMEHT Hadalia
KOMOHMHHPOBAHHOM aHTHPETPOBHPYCHOU TEPAITHH BO3MOKHO PAa3BUTHE BOCTIATHTEILHON peakiluu
Ha (oHe OSCCHMNTOMHBIX ONMOPTYHHUCTHUECKMX HMH(EKIMH WM UX OCTATOUHBIX SIBJICHUH.
AyTouMMyHHBIE 3a00JeBaHusI (Takhe Kak Oo0Je3Hb ['pefiBca U ayTOMMMYHHBIM TeIMAaTUT) TakKe
HaOIIOTATHCh Ha ()OHE BOCCTAHOBIICHUSI UMMYHHTETA, OJTHAKO BpeMs MEPBUYHBIX MPOSIBIICHUH
BaphbHUPOBAIO U 3a00JIeBaHHE MOTJIO BO3HHKATH Uepe3 MHOTO MECSIIeB TOCie Haualla Tepalui.
Memu

669 neteit B Bo3pacTe oT 3 Mecsies o 17 ger, unduiupopannbix BUU-1, koTophie moydaiu
abakap¥p U JAMUBY/IAH O/JTUH WK JIBa pa3a B CYTKH, IPHHUMAJIH yIacTHe B uccienqopannn ARROW

(COL105677). ¥ nmanueHTOB JETCKOTO BO3pacTa, MPUHUMABIINX TIpenapaT OJWH WJIU JBa pa3a B
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CPaBHCHHIO CO B3POCJIBIMH IIAITUCHTAMHU.

Ilepeno3upoBka

Cumnmomui. JOCTYIHBI OIpaHHYEHHbIE JIaHHBIE O TIIOCJISACTBUAX OCTPOH Iepe103UPOBKH
JAMHMBY/IMHA V 4YeJoBeka. JIeTaJbHBIX HCXOJIOB HE OTMEYaJoCh, COCTOSIHME BCeX OOJBHBIX
HOpMaiu30Basioch. Kakux-mmbo cnenupuueckux NMPU3HAKOB HJIM CHUMIITOMOB IIE€PEJO3UPOBKHU
JIAMHMBY/IMHA BBIABJICHO He ObLIO.

Jeuenue: peKOMEHIyeTCs] KOHTPOJIMPOBATh COCTOSIHHE IMAIlMeHTAa U NPOBOJUTH CTaHIAPTHYIO
IIO/IIEPKUBAOINYI0 Tepanuio. I1ockoIbKy JIAMHUBY/IMH BBIBOJMTCS M3 OpraHW3Ma ¢ IIOMOIIBIO
JUaJIn3a, BO3MOXKHO IIpUMEHEHHE HENPEphIBHOTO TeMOJHaIM3a, OJHAKO CIEIHAJIbHBIX

I/ICCJ'IGI[OBaHI’Iﬁ HE IMIPOBOJUJIOCH.

BzaumoneiicTBre ¢ APYTMMH JIeKAPCTBEHHBIMH IIpeliapaTaMu

HccnetoBanus JIeKapc TBEHHBIX B3aUMO/IeHCTBUH ObIIM IIPOBEAESHBI TOJIBKO € YIaCTHEM B3POCIIBIX
nalueHToB. Merabonuueckoe B3aUMOJCHCTBHE JIAMHUBYJMHA ¢ JIPYTMMH IIpelapaTaMu
MaJIOBEPOSITHO B CBSI3U € €I'0 He3HAUUTEIHHBIM MeTaOO0JU3MOM, OTPAaHUUYSHHBIM CBSI3bIBAHUEM C
OeJIKaMU IIJIa3Mbl KPOBHU M IIPAKTUYECKH IIOJHBIM BBIBE/IHHEM Yepe3 MOUKH B HEM3MEHHOM BHJIE.
OHOBpeMeHHOe IPUMEHEHHE KOMOWHAIIMN TPUMETOIIPUM + cyib(ameTokcazon B go3e 160 mr +
800 Mr (Ko-TpUMOKCA30J1) BbI3BIBAET IIOBBINMICHHE HKCIO3UIMM JamuByauHa Ha 40 %, uro
00yCIIOBIICHO HAJIMYHEM TPUMETONIPHMA; HaJIMuue CyJb(aMeToKca301a He OKa3bIBaeT BIMSHHS Ha
(dapMaKOKMHETHKY JlaMHByAuHA. OJHaKo, 3a HCKIIOYSHHEM MAalMeHTOB ¢ IIOYEUHOH
HEJIOCTaTOYHOCTHIO, KOPPEKIMs J03bl JIAMUBYIUHA He TpeOyercs. JlaMMBYJAMH He OKa3bIBaeT
BIUSHUS Ha (papMaKOKHMHETHKY TpHUMETOIpUMa WIH cyiabdameTokcazosna. B ciaywae, korja
OJIHOBpPEMEHHOE IPUMEHEHHUE KO-TPUMOKCA30JIa SIBJIIETCS OIPaBJAaHHBIM, IMAllUEHTHI JOJLKHBI
HAXOJUThCS I0J] KIMHWYeckuM HabmogeHuem. Crenyer uzberatb COBMECTHOTO NPUMEHEHUS
JJAMHMBYJIMHA C BBICOKMMH J03aMH KO-TPHMOKCA30Jla JUIA JICUEeHUs ITHEBMOHHH, BBI3BAHHOM
Pneumocystis carinii, 1 TOKCOIIa3MO3a.

CretyeT y4MTBIBATh BO3MOKHOCTH B3aMMOJCHCTBHSI JIAMMBY/IHMHA ¢ JIPYTHMHU OJHOBPEMEHHO
IPUMEHSCMBIMH JISKAPCTBEHHBIMHU IIpeTapaTaMyu, B 0COOCHHOCTH TeMH, ¥ KOTOPBIX OCHOBHBIM
MEXaHHU3MOM BBIBEICHUSA SABJLICTCS AKTUBHAS KAHAJIBIEBAs CEKPEIUs Yepe3 CUCTEMY TPaHCIIOpTa
OpraHMYeCKHX KaTHOHOB (HaIpUMep, TpHMeToNnpHuM). Jlpyrue AeHCTBYIOI[HME BellecTBa
(HammpuMep, paHUTHIMH, LUMETHIHH) JIMIIb YAaCTHYHO BBIBOJATCS € IIOMOINBIO YKa3aHHOTO

MCXaHH3Ma U HE BSaHMOHeﬁCTByIOT C JIaMHUB YIUHOM.
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JAHHOTO MEXAHU3MA, U X B3aUMOJICUCTBHE C JIAMUBY/TUHOM MAJIOBEPOSITHO.

IIpu onHOBpeMEHHOM NPUMEHEHHWH JIAMUBY/IMHA W 3HUJIOBY/IMHA HAOIIOJACTCs YMEpeHHOe (Ha
28%) ypenuueHHe Cmax 3HIOBYJMHA B IUIa3Me KPOBH, MpH »ToM obmasa skcnosunus (AUC)
CYIIECTBEHHO HE U3MEHSETCS. 3UOBY/IMH He BIUSCT Ha (PapMaKOKUHETHKY JaMHUBY/IHUHA.
JlaMUBYUH He clielyeT NPUHUMATh OJHOBPEMEHHO C JIPYTUMHU aHAJIOTaMHU IUTUIUHA, TAKUMHU
KaK dMTPUIIUTAOUH, B CBSI3U C €ro CXOJICTBOM C JIAHHBIMHU TipenapaTtamu. Kpome Toro, mpemnapart
JAMUBYJIUH He CJeAyeT INPUHHUMATh ¢ JIIOOBIMH JAPYTUMH JIEKApCTBEHHBIMH IIpenapaTaMHu,
COJICpIKANTUMU JIAMHUBY THH.

In vitro NaMHUBYAMH HHTHOUpYET BHYTpHKJIeTouHOe dochopminpopanue KiagpulOuHa, UTO
OPUBOJUT K TMOTSHIHAIBHOMY pHUCKY HOTepH dPPEKTUBHOCTH KIAJIpUOMHA B ClIydae
KOMOMHHPOBAHUS B YCJIOBUAX KIMHUUSCKOH MpakTUKU. HekoTopble KIMHUUSCKUE JTAHHBIC TAKIKE
[IOJITBEPIK/TAI0T BO3MOIKHOCTH B3aMMOICHCTBUS MEXK/TY IAMUBYITHHOM H KJaipubuHoM. [losToMy
OJIHOBPEMEHHOE TIpUMEHSHHUE JIAMUBY/IMHA U KJIa/IpHOWHA HE peKOMEH/IOBAHO.

IMuroxpom CYP3A He BoBJicueH B MeTaOOJH3M JIAMHBYAHMHA, TIOSTOMY B3aHMOJICUCTBHE C
JICKapCTBEHHBIMHU IIperapaTaMy, KOTOpble MeTaOOJM3UPYIOTCS STOM CHUCTeMOM (Hampumep, ¢
HHTHOUTOpAMU TPOTeasbl), MAJIOBEPOSITHO.

OHOBpeMeHHOE MIPUMEHEHHE pacTBopa copoutona (3,2 T, 10,2 1, 13,4 1) ¢ OTHOKpATHOH JT030H
namupyauHa 300 mr B opmMe pacTBOpa Ui pUeMa BHYTPh Y B3pOCIbIX 3JOPOBBIX JOOPOBOJIBIICE
MIPUBOJIWIIO K JI0303aBUCHUMOMY CHHKEHUIO dKCTIo3HUIMH JJaMuByauHA (AUCx) Ha 14 %, 32 % u
36 % u Cuax JamuByauHa Ha 28%, 52 % u 55 %. Ilo BO3MOKHOCTH cCieyeT u30eraTh
O/IHOBPEMEHHOTO TPUMEHEHHSI JIAMHUBYJAHHA M COPOHUTON-COCpIKAIUX MpemapaToB, JHUOO
CIeIyeT paccMOTPETh BO3MOXKHOCTH OoJlee YacTOTO KOHTpOJiA BUpycHOHM Harpysku BUU-1 B
CIy4asiX, KOrJa HEBO3MOJKHO H30eKaTh JUIMTEIBHOTO OJHOBPEMEHHOTO INPUMEHEHMSI DTHX

IIpenapaToB.

Oco0ble ykazaHHu s

[Ipumenenue npenaparta JlaMuByHH ABeKCHMA B KaUeCTBE MOHOTSPAITHH HE PEKOMEH/TYETCSL.
Ilepedaua BUY-ungexyun

Xota ObUT0 JOKa3aHO, 4TO 3(P(heKTHBHOE MOTABICHHE BUPYCA C MIOMOIIBI0 aHTHPETPOBUPYCHOM
Tepallly CYMECTBeHHO CHIKACT pHCK nepenayn BUY npyrum aroM IpHU MOJOBBIX KOHTAKTAX,
HUCKJIFOUATh STOT PUCK MOJIHOCTHIO HeMb3s. [103TOMY MaIlHeHTHI JOJKHEI TIPOJIOJIKATE COOIIONATh

COOTBCTCTBYIOITUEC MEPBI IIPECJOCTOPOIKHOCTH.
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(MOCNEOOQBATENEHOCTD 0002)

Hapyuienue pynxyuu nouex

Y manueHToB ¢ HapylmieHHeM (YHKIMH TOYeK CpeHEH M TKEJIOW CTeNeHHM KOHICHTpAIUs
JaMuByJuHA B iazMe KpoBu (AUC) mopblnieHa BCIICICTBUE CHUKCHHS KIMPEHCa JIAMUBY/IUHA,
[IO3TOMY TAKUM HaIfUeHTaM TpeOyeTcs KOppeKIIUsl TO3bL.

Tpoiinas HyKNeo3uoHas mepanis

boumu mostydeHbl COOOIMICHHSI O BBHICOKOM YAacTOTE CIyYacB BHUPYCOJOTHYESCKOW Heydaud H
BOZHUKHOBEHHH PE3UCTCHTHOCTH HA paHHEM STalle MpH MpUeMe JIAMHUBYIMHA B KOMOMHAITUH C
TeHO(OBHpa JU30NPOKCHIa (pyMapaToM U abakaBUpOM, a TakkKe ¢ TeHO(OBHpa JAU3OMPOKCUIA
dyMapaTOM U JIUTAHO3UHOM B PEIKUME OJTUH pa3 B CYTKH.

OnnopmyrucmudecKue uH@pexyun

V nanueHTOB, IOJIy4Jalonux npenapat JlaMuByIMH ABEKCHUMA WUJIU JPYrUe aHTUPETPOBUPYCHbBIE
mpenapaThl, MOTYT Pa3BUTHCS OMMOPTYHUCTHUSCKUE UH(EKIUN WITH Apyrue ocioxkuHeHus: BUU-
HHQEKINH, TTO3TOMY MAITHSHTHI JIOJDKHBI HAXOTUTHCS MO TIATSIbHBIM HAaOIIOIeHHEM BpaveH,
UMEIONUX OTBIT JIeueHHs manueHTos ¢ BUU-acconuupoBaHHBIME 32001 BAHHUSIMH.

Il ankpeamum

Omnucanbl peJKue CIydad pa3BUTHs IMAHKpeaTUTa IpH NPUMEHEHHMH JIaMHUByAuHA. OJHAKO He
YCTaHOBJICHO, BBI3BAHO JIU ATO OCJIOKHEHUE JeHCTBUEM JIEKAPCTBEHHOTO MpenapaTa W SIBJICTCS
CIISICTBHEM OCHOBHOTO 3aboineBanusi - BUU-undexnuu. Jlewenne npemaparom JlamMuByIuH
ABekcuMa He0OX0IUMO HEME/IJICHHO MPEKPATUTh MPHU MOSIBJICHUN KIMHUYSCKUX CUMIITOMOB HJIH
JTa0OpaTOPHBIX JAHHBIX, CBUJICTEJLCTBYIONUX O pPa3BUTHUU MaHKpeaTutra (O0OJb B JKUBOTE,
TOIIHOTA, PBOTA WJIM HOBBLINICHHE 3HAUCHUN OHOXMMHUSCKUX MapKepoB). ClieyeT mpeKpaTUTh
IIpUeM IIpenapara 0 HCKIIOYSHUs JUarHo3a IMaHKpeaTHT.

Jlaxmoayuoos u 6blpadiCeHHAs 2enamome2anis co Cmeamo3om

HmeroTes cooOMIeHUS O pa3BUTHH JIAKTOAIU032 U BRIpAKEHHOM remaToMeraiii Co CTeaTo30M, B
TOM YHCJIE C JIeTaIbHBIM HMCXOJIOM, BCJICACTBHE AHTUPETPOBUPYCHOM Tepamuu aHaJoTaMu
HYKJICO3UJOB B BHJAC OTJCJbHBIX INpenapaToB WIA B KOMOWHAIIMM, BKJIIOYAs JIAMHUBY/IWH.
[ToioGHbIe SIBJICHUS OTMEUATHUCH, TJIABHBIM 00pa3oM, Y JKEHIIHH.

Knuaudeckue CUMITOMBI, KOTOPBIE MOTYT YKa3blBaTh HA Pa3BUTHE JIAKTOAIIM/103a, BKJIFOYAIOT
o011y ¢1ab0CTh, AaHOPEKCHIO, CTPEMHUTEIHHYIO HEOOBSICHUMYIO TIOTEPIO MACChI TeJla, CHMITOMBI
MOPAKCHUS JKEITYTOUYHO-KHIICTHOTO TpakTa (TOIHOTA, PBOTa M OO0JIb B JKMBOTE) U OPraHOB
JbIXaHUs (OJBINIKA U TAXUITHOD), HEBPOJOTHYSCKUE CUMIITOMBI (BKJIIOYAsi MOTOPHYIO ¢J1Ia00CTh ).

JledeHne aHajoraMH  HYKJICO3WJIOB HEOOXOAMMO IpEeKpaTUTh B  CiIydae pa3BUTHUSA
CUMIITOMATHYSCKOM  THUIEpJIAKTAaTeMHH U MeTaboJMUecKOoTO  all|103a/JaKToaIiI03a,

MIPOTPECCUPYIONISH TemaTOMET UK WIH ObICTPOTO MOBHIMICHUSI AKTUBHOCTH aMHHOTpaHCchepas.
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OCTOPOKHOCTh TPH NPUMEHEHUH AaHAJIOTOB HYKJICOZUIOB JUIA JICUeHHUs JIHOOOTo MalueHTa
(0coOeHHO - JKeHITUH ¢ OXKUPEHHUEM) ¢ TelaToOMeTaIue!, TeaTUTOM WIH JIPYTUMH W3BECTHBIMHU
dakTopaMH pHUCKAa I[OPaKEHHs] IIeUYeHM M CTeaTo30M IIeUeHH (BKJIoYas IpUMEHEHHE
OTIpe/IeJICHHBIX JISKApCTBEHHBIX NIPENapaToB U yIoTpeOIeHUe aJIKOTOJI).

MumoxonopuanvHas OUCHYHKYUS 6 pe3yTbmame sHYMpPUympoOHO20 6030eticmens

AHaJIOTH HYKJICO3U/IOB M HYKJICOTH/IOB CIIOCOOHBI BBI3BIBATH PA3IHUHYIO CTCIICHb TOBPEMKICHUS
MHUTOXOH/IpHH, 4T0 HauboJjiee SIPKO NPOSBISACTCS IPU NPUMEHEHUM CTAaBY/MHA, JUJAHO3MHA U
3UJOBYIUHA. 3aperUCTPUPOBAHBI CIIYUaW PasBUTHS MUTOXOHApHaTIbHOU nuchyHkmuu y BUU-
OTPHUIATENIBHBIX JeTeH, OABSPraBIIUXCSl BO3ACHCTBUIO aHAIOTOB HYKJICO3H/IOB BHYTPUYTPOOHO
W/WIK TIOCIIe POXK/SHUS, IJIaBHBIM 0Opa3oM 5TH ciIydad OBLIM CBSI3aHBI CO CXeMaMH JICUSHMSI,
CoJlep’KalllAMH ~ 3UAOBYAMH.  OCHOBHBIMH  HEXKeJIaTeJIbHBIMH  peaKUMsAMH  SIBJLLIMCH
IeMaTOJIOTHUSCKUE HapyIIeHUs (aHSeMHUS, HEUTPONCHMS) W HapyIIeHHsT oOMeHa BeISCTB
(TumepriakTaTeMHus], THIEpJIMIIA3eMHMsi). DTH HeKeJaTeJbHble pPEaKIUU YacTo  SIBJIUIUCH
TPaH3UTOPHBIMH. DBLIIM 3aperuCTpHpPOBaHBI PEJKHE CJIy4aH HEBPOJIOTHYECKHX PacCTpOMCTBa ¢
II03/IHAM HavajloM (TIOBBINIEHHE TOHYCA MBIMII, CYAOPOTH, HapyIIeHUs IOBEACHHUs). SIBIsIOTCSA
JIY JIaHHbIE HapYIIeHMs TPAH3UTOPHBIMHM WM IIOCTOSIHHBIMH, B HACTOsINEe BpeMs HEHU3BECTHO.
BeposiTHOCTh pa3BUTHS MUTOXOHJPHAIBHOH AUCHYHKIMU CleIyeT paccMaTpuBaTh y JHOOOTo0
peGeHKa, IOJBEpPraBIIerocs BHYTPUYTPOOHOMY BO3JEUCTBHUIO AHAIOTAMH HYKJICO3HUIOB U
HYKJIEOTH/IOB, € BBIPQKCHHBIMH KIMHMUUYSCKMMH CHUMITOMaMH HESICHOM STHOJIOTHH, B
0COOEHHOCTH HEBPOJIOTHUECKUMH paccTpoicTBamu. lIpesncTaBiieHHbIe JaHHBIE HE BIMSIIOT Ha
TeKyIUe PEeKOMEH/IAllUH 110 IPUMEHEHHUIO AaHTUPETPOBUPYCHOM Tepanuy y OepeMeHHbIX JKSHITUH
JUTs PO HUITAKTHKY BepTUKATbHOM niepeaun BUU-uHbpeKIun.

Macca mena u obmen sewyecms

Macca Tena, a Takyke KOHIIGHTpAIUs TUIUIOB U [VIIOKO3bI KPOBU MOTYT MOBBIIIATHCS BO BPEeMsI
AHTUPETPOBUPYCHON Tepanuu. DTH U3MEHEHMsI MOTYT OBITh YACTHUHO CBSI3aHBI ¢ KOHTPOJIEM
3aboJieBaHMsl U 00pa3oM >KM3HM. BbUIM MOJIyYeHbI JaHHBIE, MOJTBEPIKIAION[UE B HEKOTOPBIX
CIIy4asiX BJIMsHHE Tepalluy Ha KOHLEHTPALMIO JIUIIH/IOB, B OTHOLNICHHH YBEJIMYESHHs MacChl Tejla
TaKHe JaHHbIE OTCYTCTBYIOT. CiielyeT IPOBOIUTH KOHTPOJIb KOHIIEHTPALIMHU JIMIIU/IOB U TJIFOKO3bI
KPOBH B COOTBETCTBHHM C YCTAHOBJICHHBIMH peKOMEHIAIMSIMH o Tepanmuu BUY-unbekum.
Hapymenus iunuaHoro ooOMeHa He0OX0AMMO KOPPEKTHPOBATh B COOTBETCTBUU ¢ KIIMHUYECKUMHU
IIPOSIBJICHUSIMH.

Cunopom 60CcCmanosaeHUs UMMYHUMEMA

Y BHU-uHOUIMPOBAHHBIX IAIUCHTOB ¢ TSDKEJBIM HMMYHOJS(MHUIIMTOM Ha MOMEHT Hauajia

AHTUPETPOBUPYCHOM TepallMiM BO3MOXKHO pa3BHTHE BOCTIAIMTSNIBHOM peakimu Ha (oHe
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IIPUYUHON CEepPhEe3HOTO YXV/IMICHUSI COCTOSIHUS WIHM YCYTyOJIeHHs CHUMOTOMAaTHKH. OObIYHO 5TH

pPeakIMi BO3HHMKAIOT B TEUCHHE TEPBBIX HECKOJBKMX HEMSNb WIM MECSIEeB IOCie Hadaia
AHTUPETPOBUPYCHOM TepamuH. T[UNHWYHBIMA TPUMEpPAMH SIBISIIOTCS [TUTOMETAJIOBHPYCHBIN
PETHHHUT, TEHEpaJIM30BaHHAS WWIM ouaroBasi HHQEKIUs, BBI3BAaHHAS MHUKOOAKTepUSIMH, U
ITHEBMOHWUSL, BbI3BAHHASI Preumocystis jirovecii (Taxoke U3BECTHA KaK MMHEBMOIIUCTHAS] THEBMOHHS],
HIT). Tospnenue MoOBIX CUMIITOMOB BOCTIAJICHHS TpeOyeT HeMEJISHHOTO OOCIIeIOBAHUS U, TIPU
HEOOXO0/IUMOCTH, JICUSHUSL.

AyTouMMyHHbBIE 3a00JeBaHus (Takhe Kak OoJe3Hb ['peliBca U ayTOUMMYHHBIH TeIaTHUT) TaKKe
HaGMoTATHCh Ha ()OHE BOCCTAHOBJICHUSI HUMMYHHUTETA, OJTHAKO BpeMs MEPBUYHBIX MPOSIBJICHUH
BapbUpPOBAJIO, U 3a00JIeBaHHE MOTJIO BO3HHKAThH Uepe3 MHOTO MECSICB MOCe Hayala Tepanuu U
HHOI/Ia UMEJIO AaTUIIMYHOS TCUSHHE.

3abonesanus nedeHu

[TaruenThl ¢ XpoHWYeckHM rematutoM B wmum C, moiydaronide KOMOHHHPOBAHHYIO
AHTUPETPOBUPYCHYIO TEPAIHIO, XapAKTEPU3YIOTCS ITOBBINIEHHBIM PHUCKOM Pa3BUTHUS TSDKEIBIX U
MOTCHIMAJIBHO JICTAJILHBIX HEXKEJIATEeJIbHBIX pEaKIUid Cco CTOpoHBl IMedeHH. B ciayuae
COIYTCTBYIOIIEH MPOTUBOBUPYCHOM Tepanuu renatuta B wim C creyeT Takike 03HAKOMUTHCS €
COOTBETCTBYIOIIUMHU HHCTPYKIUSAMH 110 IPUMEHEHHUIO JaHHBIX JIEKAPCTBEHHBIX MPENapaToB.
Pesynbrarhl KIMHUYECKMX HCCICIOBAHUM M JaHHBIE MOCTPETHUCTPALIMOHHOTO HaOMIOACHUS
VKa3bIBAlOT HA TO, YTO Y HEKOTOPHIX MAIIUSHTOB C COMYTCTBYIONIUM XPOHUYESCKHUM BUPYCHBIM
remmatutom B (HBV) npu oTMeHe naMuByJMHA MOTYT BO3HUKATh KJIMHUYECKHE WM
nabopaTopHble NpHU3HAKK pelMIWBA TeNaTUTa, KOTOpbleé MOTYT HMeTh Oojiee TsDKENbIe
MOCJICACTRHS Y TMAIUSHTOB ¢ JICKOMIICHCHPOBAHHBIM 3a00JIeBaHUEM TeUeHHU. B ciiyuae OTMeHBI
npenapata JlaMuUByUH ABeKkcHMa y MAI[UEHTOB C COMYTCTBYIONIUM BUPYCHBIM remaTuToM B
CIIeTYeT paCCMOTPETh BO3MOMKHOCTH MPOBEASHUS MIEPHUOTUUSCKOTO KOHTPOJIA (PYHKIIMH IISUSHU U
MapKepoB peIUIUKAIliU BUpYyca renatuta B.

VY MaInUeHTOB ¢ y)Ke CYISCTBYIONUM HapyIIeHueM (YHKIHU MTeYeHH, BKIIOYAsi aKTUBHYIO (opmy
XPOHHUUYECKOT O TelaTHTa, 0OTMEYAETCSs YBEIUUSHUE YACTOTHI HApYIICHUH PYHKIIUU [ISUSHH BO BpeMs
KOMOMHHPOBAHHOH AaHTHPSTPOBUPYCHOM Tepamuu. Takue MAIlHEHTH JOJBKHBI HAXOJHUTHCS MO
HaOJIIOZICHHEM B COOTBETCTBHH CO CTaHJApPTHOM KIMHHYeCKoM mpakTukoil. HeoOxommmo
PaccMOTPETh BO3MOXKHOCTDh IIPUOCTAHOBJICHHS] WM NIPEKPAICHUS JICUSHHS B CIIydae IPOsIBICHUH
yXyALIeHUs 3a00JIeBaHUS TICUSHH Y TAKUX MALUSHTOB.

OcmeoHexpos

HecMmoTpsi Ha To, UTO ATHOJIOTHS JIAHHOTO 3a00JICBaHUS SBIISIETCS MHOTO(AKTOpHOU (BKJIIOUAs

IpHUeM TJIIOKOKOPTHKOCTEPOUIOB, YIOTpeOJIeHHEe aJIKOTONISI, TSDKEJIYI0 HMMYHOCYIIPECCHIO,
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npoaBuHyTOH cTaquu BUYU-uHbeknuu WHIH JUIHTEILHO MPUHHUMABIIHX KOMOHHHPOBAHHYIO
AHTHUPETPOBUPYCHYIO Tepanuro. [larrenTaMm cieiyeT oOpaTHThCS K Bpady, €CJIH OHU UCTIBITHIBAIOT
00JIM ¥ CKOBAHHOCTH B CYCTaBaX WM TPYTHOCTH IPH JBUKCHHH.
Bsaumooeiicmeue ¢ Opy2umu 1eKapcmeeHHbiMU CPeocmeami
[Ipenmapat JlamuBynuH ABeKCHMa He Cle/lyeT MPUMEHSITh OJHOBPEMEHHO C TperapaTaMu,
COJIepIKANTAMHE JIAMUBY/THH WM SMTPUIIUTAOHH.
[IpumeHeHUe TaMUBY/UHA B KOMOHWHAITUH ¢ KJIQJPpUOUHOM HE peKOMEHIYeTCs.
Ocoble epynnvl NAYUEHMOS

emu
B KIMHUYECKHX HCCIICAOBAHUSX Y JIeTeH, MOJTYYaBIIUX JAMUBYIUH B (opMe pacTBopa JUIs
npHeMa BHYTPb OJHOBPEMEHHO ¢ JPYTMMH AHTHPETPOBUPYCHBIMH IpemapaTamMu B (opme
pacTBopa Ui ipueMa BHYTPb, 4aCTOTa CYNPECCHH BUPYCA U HKCIIO3UIINS JJAMUBY/IHHA B IJIa3Me
KpOBH OBLIM HHIKE, a Pe3WCTEHTHOCTh BHpYCa pa3BHBAJIaCh Yallle, UYeM Y JieTel, MOJydYaBIINX
npemnapaTthbl B (popme TabJICTOK.
ITo BO3MOKHOCTH HeOoOXOJUMO HCIOJIB30BaTh PEXKHUM AHTUPETPOBUPYCHOH Tepalluy,
BKJIFOUAONIUH BCce mpemnapatsl B Gopme Tabierok. Jlamupyaud B ¢opMe pacTBopa Uil pUeMa
BHYTpb, TPUMCHSIEMbIH OJHOBPEMEHHO ¢ COpPOHTON-COCPIKANUMHU  JISKAPCTBECHHBIMU
mpernapaTaMy, Clie[yeT MPUMEHSTh TOJBKO B TeX CIIyYasix, KOTJIa HEBO3MOXKHO TpPUMEHEHHE
pPeKHMMa Tepaliuy, BKIIIOYAIONIero Bee mpenapatsl B popme TabIeTOK, U KOT/Ia TTOJIh3a MPOBEISHUS
JICUSHHUS TIPEBbINIAeT BO3MOYKHBIC PUCKH, BKJIIOUAsl HU3KUN YPOBEHDb Ccymnpeccuu Bupyca. Creyer
paccMOTpeTh HEOOXOAUMOCTH OoJieeé YacTOTO KOHTpOJia BUpycHoM Harpysku BHUY-1 mpu
OJIHOBPEMECHHOM TIPUMCHCHHH JIAMHBYAWHA C JUIUTENILHO MPUMEHSIEMBIMH COPOUTOI-

COJACPIKalllUMHU IIpeIIapaTaMu.

Bmsmuie Ha cIT0COOHOCTH YIIPABJIATH TPAHCIIOPTHHIMHU CpeAcTBAMH, MeXaHH3MaMU

Crerua/bHbIX HCCIISIOBAHUH IO M3YYSHHUIO BJIMSAHHMS IpeniapaTa Ha CHOCOOHOCTH YIIPABJIATH
aBTOMOOMJIEM M JIBIDKYIIUMHCS MEXaHH3MaMM He IpOBOJMIOCh. OAHAKO, HCXOAs U3
(apMaKoJIOTHYECKUX CBOHCTB JIAMHBY/HHA TaKoe BJIMSHHE MaJjioBeposTHO. Tem He MeHee, IpU
OIICHKE CIIOCOOHOCTH MAIMeHTa YIPABITH AaBTOMOOHJIEM M JIBIDKYIUMHCS MeXaHH3MaMHU
cileflyeT NMPHUHUMaTh BO BHUMaHHME ero oOInee COCTOSIHHME, a TaKke XapaKTep HeKesaTeJIbHBIX

peakuui JJaMUBY/IHHA.

®dopMma BBITYCKaA

TabneTku, MOKPHITHIC TUIGHOYHOM 060I0uKo#, 150 Mr.
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AJIFOMUHHUEBOM MTeYATHOU JJAKUPOBAHHOM.

ITo 10, 20, 30 TabneTok B OaHKY MOJUMEPHYIO JUIS JICKAPCTBEHHBIX CPEJICTB.

ITo 3, 5, 6, 10 KOHTYPHBIX SITYCHKOBBIX YIMakoBOK mo 10 Tabierok wiu mo 1 GaHKe MOJUMEpHON
JUIS1 ISKAPCTBEHHBIX CPE/ICTB BMECTE € MHCTPYKIUEH 110 METULIMHCKOMY IIPUMEHEHHIO IIOMENAI0T

B [IAUKY U3 KapTOHA JUUIS MOTPeOUTENILCKOH Taphl.

YciioBUA XpaHeHUA
IIpu temnepatype He Bhimie 25 °C B ayke MpOU3BOJUTEIIS.

XPpaHHUTh B HETOCTYITHOM JIJISI JISTSH MecTe.

Cpok rogHocTH
2 rona.

He IIPUMCHAATH 11O HCTCUCHUH CPpOKa I'OJHOCTH.

YciroBus oTmycka

OTIyCKAIOT IO pelenTy.

JepxaTesib perucTpalioHHOr0 yI0cToBepeHus / OpraHuzaipis, MPUHNMAIONIAS TIPeTeH3 I
moTpedouTeIeit

OAO «ABekcuMa»

125284, Poccus, r. Mockpa, JleHunrpaackuii npocnekT, a. 31A, c1p.1.

Ten. +7 (495) 258-45-28

IIpouzBomuTeTH

OAO «Mpbutckuit xumpapmsaBoa»

623856, Poccusi, CepioBekas oo, 1. Upowut, yi. Kuposa, 1. 172.
Ten/dakc: (34355) 3-60-90

Apec Ipou3BoOCTBA:

Ceep/toBckas o6, r. Up6ut., yi. Kapna Mapkea, 1. 124a.



