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[10 MEJJULIMHCKOMY TMTPUMEHEHHUIO JIEKAPCTBEHHOTI'O I[1PEITAPATA

JnzaBepokc®

Peruerpaunonnslii Homep:

Toprosoe nanmenoBanmne npenapara: J{uzaBepokc®

MexaynapoaHoe HeNaTeHTOBAHHOE WM IPYNNHPOBOYHOE HAMMEHOBAHHE: 3WI0BYAUH +
JaMUBYIHH

JlexkapcrBennas gopma: TableTKu, NOKPbITbIE MJIEHOYHON 000104KOM

Cocras:

CocraB Ha | Tabaerky:

[eticmsyiowue gewecmea:

3upoByaun 300 mr, JlamuByauu 150 mr

Benomozamenvuvie gewecmed.

Aopo: KapOOKCMMETHJIKpaxmajl Hatpus (HaTpus KpaxMairiukonat) — 16,2 mr, Kpaxman
npexenaTuHU3UPOBaHHbIA — 22,5 MI, KpeMHHs AMOKCH] KOJUTOMHBIN (a3pocui mapka A-300) —
2,5 Mr, Kpaxman KyKypy3Hblii — 6,3 Mr, marHus creapatr — 4,5 wMr, wuenosnosa
MHUKpOKpHcTanauueckas — 78,0 mr.

Obonouxa n1enoynasn: rotopas BojopacTBopumas obosnouka — 15,0 mr.

Cocrag o6oa0uku: runpomennosa E-5 — 70 %, makporon 6000 — 9 %, turana auokeua — 20 %,
nonaucopbar 80 (TBun-80) — 1 %.

Onucanne:

Tabnerku, nokpeITeie MIEHOUHOH 060104KO#, chepuyeckoii oBaIbHOIM opMmel, Gesoro usera. Ha
nonepe4yHom paspese Tabaerka 6en0ro uim 6e10ro ¢ KENITOBaThIM OTTEHKOM LIBETA.
@®apmakoTepaneBTHYeCKasi TPynna: MPOTHBOBHPYCHbIE CPEACTBA CHUCTEMHOrO JEHCTBMS;
NPOTHBOBUPYCHBIE CPEJACTBA MPAMOro AeHCTBUA; KOMOMHALMM MPOTUBOBUPYCHBIX CPEACTB 1
neyenus BUY-undexumn.

Koa ATX: JOSARO1

DapmakoJ0ru4yecKne cBoicTBa

Dapmaxkoounamuxa

Mexanusm oeticmeus !

3UA0BYAMH M TAMUBYMH ABSIOTCS MOLUHBIMU CENEKTUBHbIMM HHrHOMTOpamu BUY-1 u BUY-2.
ObGa jedcTByIOIMX  BElECTBA MOCEAOBATENLHO METabOMM3UPYIOTCS NOA  JeHCTBHEM

BHYTPUKICTOYHBIX KMHA3 10 5’-tpudocdaroB (TD). 3uaoyanu-T® u namuByaun-Td
1

1664175



BBICTYIAIOT B KauecTBe CyOCTPaTOB M ABAAIOTCS KOHKYPEHTHbIMM MHrMOMTOpamMu 0o6GparHoii
TpaHckpunTazsl BUY. Mx ocHOBHOE MpOTHBOBMpPYCHOE AEHCTBHE 3aKJIKOYAETCS B CMIOCOOHOCTH
BCTpauBathesi B (opme moHodochara B uenb BupycHoit JIHK, npusoas k ee oOpbiBy.
Tpudocdarsl 3unoByanHa u namuByAMHa 00/1aAAI0T 3HAYMTENIBLHO MEHbLIMM cpoacTBOM K JIHK-
nojuMepas3aM KJIeTKH-X0351Ha.

He Habmoaanocs antaroHuctHueckux 3S(¢eKToB B yCIOBMAX in vilro npu NPUMEHEHHH
JIaMMBYJIMHA W IPYTUX aHTHPETPOBUPYCHBIX NpenapaTos (Mccaea0BaHHbIe BelllecTa: abakaBup,
AVIAHO3WH,  HEBUpAnuH, 3anpuuTabuH M 3ugoByauH). Taiwke He — Habaoganockh
AHTArOHUCTHYECKUX 3PDEKTOB B YCNOBUAX in Vilro NPHU NPUMEHEHUM 3MAOBYAMHA M JPYrHX
AHTUPETPOBUPYCHBIX MPENapaTos (MCCIe10BaHHbIE BellecTBa: abaKkaBup, AMAaHO3UH, JAMUBY AMH
1 uHTepdepoH anbha).

B uccnenosanusx in vitro naMMBYAMH OKasbiBaeT ciiaboe LMTOTOKCMYECKOE AeHCTBHE Ha
auMpounThl  nepudepuyecko KpoBH, a TakkKe Ha JMM(OLUMTAPHBIE M  MOHOLMTAPHO-
MakpodarajibHble KIETOYHbIE THHUM M P APYTUX KJIETOK-NPE/LECTBEHHUKOB KOCTHOIO MO3ra.
Takum o6pazom, namuByaMH 006/1a1a€T BLICOKMM TEpPareBTUUECKUM UHIAEKCOM in Vitro.
Dapmaroounamuueckue s¢hghexmol

Pesuctentnocte  BUY-1 k namuByauHy ofycnosnena wmyrtaumeii M184V B komoHe,
pacrosioKeHHOM OJIM3KO K aKTUBHOMY LIGHTPY BUPYCHO# 06paTHoit TpanckpunTtassl (OT) BUY.
Hanubiii Bapuant MyTtauuu HabniofaeTcs Kak B YCIOBMAX in vitro, Tak u y BUY-1-
MHOUUMPOBAHHBIX MALMEHTOB, Y KOTOPLIX MPOBOAM/IACHE AHTHPETPOBUpYCcHas Tepanus (APT),
BKJIHOYatolas naMuByauH. [1pu mytaunn M 184V 3HauuTebHO CHUKACTCS YyBCTBUTEIBHOCTD K
JIaMUBY/IHHY W CYLIECTBEHHO YMEHBLIAETC CMOCOOHOCTH BMpYcCa K peruiMKauuu in vitro. B
MCCIICI0BAHUAX in Vilro YCTAHOBJIEHO, YTO PE3UCTEHTHBIE K 3U0BYAMHY LUITAMMBI BUPYCa MOTYT
CTAHOBMTHCS BOCIPHMUMUMBBLIMH K €ro ACHCTBUIO, €C/IM Yy 3THUX LITAMMOB OJHOBPEMEHHO
pa3oBLETCA PE3UCTEHTHOCTH K JaMuBYAMHY. OJHAKO KIMHUYECKOE 3HauyeHue Moa00HbIX
M3MEHEHHH /10 HACTOALIEro BPEMEHH OKOHYATEIbHO HEe YCTAHOB/IEHO.

Mytauus MI184V B koaone oOpaTHOH TpaHCKpUNTasbl MNPUBOAMT K BO3HUKHOBEHMIO
nepekpecTHon pesucTeHTHOCTH BUY To1bKO B OTHOLIEHHH aHTUPETPOBUPYCHBIX MPENaparos U3
Kjacca HyK/I€O3MAHBIX MHIHOMTOPOB. 3MAOBYAMH M CTaBYAMH COXPAHSIOT aKTMBHOCTH B
oTHOweHun wrammoB BHY-1, pesucrenTHbiX K JamMuByauHy. AGakaBup coxpaHser
AHTUPETPOBUPYCHYIO AKTUBHOCTD B OTHOLIEHUH IuTaMMOB BUY-1, pe3ucTeHTHBIX K TaMUBYIUHY,
UMeroLnX T016K0 M 184V myTtaumio. ¥ wrammo BUY ¢ mytauueit M184V B konoHe o6paTHOIi
TPAaHCKPUITa3bl omnpeaensercs He Oonee 4vem 4-KpaTHOE CHMIKEHWE YYBCTBHUTEIBHOCTH K

AWJAHO3HHY U 3anbum"a6uﬂy; KIIMHUYECKOE 3HAUYEHHUE ITUX SBJIIEHUH HE YCTAHOBIJICHO.



Pe3uCTEHTHOCT K aHanoraM TUMMAMHA (TaKUM KaK 3MIO0BYIMH) XOPOIIO OXapakTepu3OBaHa
MPOMCXO/IMT 3a CHET MOCTENEHHOr0 HAKOMIEHHUs crneunduyeckux MyTauuit B 6 kojgonax (41, 67,
70, 210, 215 u 219) obparHoit Tpanckpuntazsi BUY. Bupycsl npuobperaior (eHoTHnHUuecKyo
PE3UCTEHTHOCTD K aHA/loraM THMM/IMHA B pe3ysibTaTte KOMOMHAUMKU MyTauuii B kogoHax 41 u 215
MJIM HAKOTUJIEHUS MO KpaiHeH Mepe YeThlpex U3 WecTu MyTauui. JlaHHbie MyTalnu camu no cede
HE ABIAIOTCA MPUYNUHOM BBICOKOW MEPEKPECTHON PE3UCTEHTHOCTH K APYrMM HYKJIEO3WJaM, YTO
MO3BOJIIET BIOCJICACTBUM TPUMEHATh APYrHe 3aperucTpupoBaHHble MHrHOMTOPLI O0GpaTHOM
TPaHCKPHIITa3bl.

CyecTByOT 1Be MOJIE/IM MY TaLMi MHOKECTBEHHOI JIEKapCTBEHHOMN PE3UCTEHTHOCTH, NepBas 13
KOTOPBIX XapakTepu3yercs MyTauusaMu obpatHoii TpaHckpunrassl BUY B kogoHax 62, 75,77, 116
u 151, a BTopas 06b1uHO BKItOYaeT MyTauuto T69S B coueTannu co BCTaBKo# 6 nap HyK/I€0TH/0B
B TOM JK€ TIOJIOKEHHH. YKa3aHHbIE MOJEAM MPHUBOAAT K Pa3BUTHIO (DEHOTHUIIHYECKO
PE3UCTEHTHOCTH K 3MAOBYAMHY, a4 TaKKE€ K JPYrMM 3aperucTpUPOBaHHBIM HYKIIEO3HUAHBIM
uHruouropam obpatuoit Tpanckpuntassl (HUOT). JlioGas M3 3Tux AByX mojeneit MyTaumii
MHOXECTBEHHOH pPE3UCTEHTHOCTH K HYKJIE03MJaM CYLIECTBEHHO OrpaHW4YMBAeT BapHaHTBI
Oyayuiei Tepanuu.

B K1MHMYECKHMX HMCCNENOBAaHMAX MpPUMEHEHHE JaMUBYIANHA B KOMOMHALMM C 3MJOBYAMHOM
MPUBOJINIIO K CHUIKEHUIO BUPYCHOM Harpy3ku BUY-1 B kpoBu 1 yBenuueHuto yuciaa CD4 KieTok.
KnuHu4eckne nanHble CBUACTEIBCTBYIOT O TOM, YTO MPUMEHEHHE JIAMHUBYIMHA B KOMOMHALIMH C
3M10BYIMHOM B BHJE€ OTAEJbLHOrO MNpenapara Win B COCTaBE PEXKUMOB Teparuu, BKIKOUYAIOLIMX
3MI0BYIHH, MPUBOJIMT K CYLIECTBEHHOMY CHHXKEHHIO pHcKa nporpeccupoBanns BUY-unpexunu
M CMEPTHOCTH.

MoHoTepanus 3uI0BYAMHOM M JIAMHUBYAMHOM [0 OTAENbHOCTH MPHUBOAMIA K MOSBIEHUIO
KIMHHYECKUX wtaMmoB BUY co cHMKEHHON uyBCTBUTENILHOCTBIO K 9THM [1penapaTam in vitro.
Pe3ynbraThl KIMHUYECKMX MCCNENOBAHMIT MOKA3aIM, YTO y MALMEHTOB, paHee He MoJy4aBLIMX
AHTHPETPOBUPYCHYIO Tepanuio, KOMOMHMpOBAHHAS Tepanus 3MAOBYAMHOM W JIaMHBYAMHOM
3aMe/UISET MOABICHHUE PE3UCTEHTHBIX K 3UAOBYAMHY LITAMMOB.

Tectel Ha yyBcTBUTENBHOCTE BUY K paznuyHbIM aHTUPETPOBUPYCHBIM Npenapartam in vitro He
ObUIM  CTAHNAPTM30BaHbl, MOITOMY HA WX pe3yibTaTbl MOTYT BIAMATH  pa3lHuHble
meTojonoruyeckue Qakropbl. OueHka B3aMMOCBS3M MeXIAy YYBCTBMUTeNbHOCThIO BUY kK
3UIOBYIMHY M/MJIM JIAMMBYIUHY in Vitro W KIIMHUYECKHM OTBETOM Ha TEpanuio HaXOAMTCH Ha
CTalMM UCCIICIOBAHHUS.

3UAOBYAMH M JaMMBYAMH TONYYH/IM IUHPOKOE pPacnpoCTpaHeHWe KaK  KOMIOHEHTB
KOMOMHHMPOBAHHO aHTHPETPOBUPYCHOH TEPaNuy B COYETAHUH C APYTHMMHU aHTUPETPOBUPYCHBIMH

npenapaTamu 3TOro e kiaacca (HyKJIeOo3MJAHbIe MHTMOMUTOPbI OOPATHOM TPAHCKPHUIITA3bl) WIIHM
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npenapatamu Apyrux KiaccoB (MHHrHOMTOpbI pOTeasbl, HEHYK/1€03HAHbIE UHTHOUTOPBI 0OpaTHOM
TPAHCKPUITa3bl, MHFTUOMTOPBI MHTErpa3bl U UHTUOUTOPDI CIAUAHUS).

[TokazaHo, 4T0 KOMOMHMpOBaHHAs AHTUPETPOBUPYCHAs TEparus, BKIIOYAIOLIAS JIaMUBY/IHH,
spdexrurHa B oTHoweHun wrammoB BUY ¢ myrauusamu M184V, a Takoke y nauneHToB, paHee
HE MOJlyyaBLIUX aHTUPETPOBUPYCHYIO TEPANHUIO.

DapMakoKuHemuKka

Beacwisanue

3MA0BYIMH M TAMUBYJIMH XOPOLIO BCACHIBAIOTCS W3 KHlUeYHUKA. AGCOMOTHAsS 6HOA0CTYMHOCTD
3UI0BY/IMHA M JIAaMUBY/IMHA Y B3pOC/bIX NOCHe npueMa BHyTpb 00bIuHO cocTaBaseT 60-70 % u
80-85 % cooTBeTCTBEHHO.

[Tocne npumeHenus npenapara ¢ GUKCUpoBaHHOM KOMOMHaLIME# 103 3UI0BY/IMHA U JIAMMBY/IMHA
MaKCHMaJlbHbl€ 3HAYEHUs KOHLUEHTpauUMu B naa3zme KpPoBU (Cmax) 3MAOBYAMHA M JIAMHUBYAMHA
(noBeputenbHblii uHTEpBan 95 %) cocrasunm 1,8 (1,5-2,2) mkr/man u 1,5 (1,3-1,8) MKr/mn
COOTBETCTBEHHO. MeauaHa (AMana3oH) 3HaYe€HUH tmax 3M10BYAMHA U TaMUBYAMHA cocTaBuaa 0,50
(0,25-2,00) 4 1 0,75 (0,50-2,00) u coorBercTBeHHO0. CTenensb BcacbiBanus (AUC) 3ua0ByiMHA U
JJaMMBY/IMHA W 3HAYEHMs MEPHUOJA MOJYBBIBEACHUS MOC/IE MprUeMa ¢ nuiei ObIIM CXOAHBIMHU ¢
TAaKOBBIMH [10CJI€ NPUEMaA HATOLLAK, XOTA CKOpocThb BcachlBaHUA (Cmax, tmax) Obla CHHMIXKEHA.
[Tony4yeHubie AaHHBIE YKa3blBAlOT Ha BO3MOJKHOCTb MpPUMEHEHMs mpenapara JluzaBepokc
HE3aBUCHMO OT NMpHUema MULIH.

He oxupaercs, 4To npuem M3menbYeHHbIX TabaeTOK ¢ HeGObILIMM KOJIMYECTBOM M0J1yTBEPAOH
MULILKA WK JKUIKOCTH MOBAUSET HAa (hapMaKoJIOrMueckue CBOMCTBa npenapara , Clie10BaTesbHo,
Ha  KIMHM4YeCKMd  3dexkT. ODTH  BbIBOAbBI  OCHOBaHbl Ha  (PU3MKO-XUMHUYECKUX U
(apmMaKOKMHETHYECKMX XapaKTePUCTHKAX AEHCTBYIOLIMX BEIIECTB W XapaKTepe pacTBOPEHMs
TabneTok ¢ GUKCHpOBaHHON KOMOMHALMEH 03 3UA0BY/AMHA U JIAMUBYIMHA in Vilro B BOJIE MpH
YCJIOBHH, YTO MALMEHT U3MEIbYACT U HeMesIeHHO npuHuMaeT 100 % u3mesnbuyeHHO#M TabneTku.
Pacnpeoenenue

JlaMuMBYIMH XapakTepH3yeTcs JIMHeHHBbIM n3MeHeHHeM (hapMaKOKHHETHYECKUX MOoKasaresieil BO
BCEM JMana3oHe TepaneBTHYECKMX 103 M HE3HAUYMTE/IbHO CBA3BIBAETCS C OCHOBHBIM OejKoM
nnaasMel KpoBu anbOymuHoMm (MeHee 36 % cbIBOpoTO4HOro ansOymMuHa in vitro). 3UAOBYAKH
cBa3biBaeTcs ¢ Oenkamu ruiasmbl KpoBu Ha 34-38 %. Takum o6pazom, B3auMojaeicTBHE
3UJIOBY/IMHA W JIaMMBYJMHAa C JPYTMMH JIEKAPCTBEHHbIMU TMpernapataMu MOCPEACTBOM HX
BBITECHEHHS U3 CBA3U ¢ OenKaMu ria3Mbl KPOBH MallOBEPOSTHO.

Mmerolinecs 1aHHble CBMAETENLCTBYIOT O TOM, YTO 3MAOBYAMH W JIAaMHUBYAHH MPOHMKAIOT B
LHEeHTpaibHyO HepBHyto cuctemy (LIHC) u nonapatoT B ciMHHOMO3roByio xuiakocts (CMIK).

Cpeanee OTHOLIEHUE KOHLEHTpALUMK 3UA0BY AMHA U TamuByauHa B CMIK K MX KOHUEHTpaLUK B
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ChIBOPOTKE KpOBHM 4epe3 2—4 u nocns mpuema BHYTpb cocTaBiaser mpumepho 0,5 u 0,12
COOTBETCTBEHHO. MCTHHHAA CTeneHb MPOHMKHOBEHMsS, a TaKkKe CB3b C  KIMHHYECKOM
3 EKTHBHOCTBIO HEU3BECTHBDI.

Memabonusm

JlaMMBYAMH NPakTUYECKM HE MOABEPraeTcs MeTabo/M3My M MPEUMYLLECTBEHHO BbIBOAMTCH B
HEM3MCHECHHOM  BMJE roukamu. Merabonnueckue B3aUMOAEHCTBUS IS JaMUBYIMHA
MaJloBEpPOATHBI BBHAY HE3HA4YHTENbHOro Merabonnsma B neyeHn (5—-10 %) U HU3KO#H cTeneHu
CBSA3bIBaHMs ¢ GEIKAMK I1a3Mbl KPOBH.

S’-rMOKypOHM 3UA0BYANHA SABISETCS OCHOBHBIM METabOJMUTOM KaK B I1a3me KPOBH, TaK U B
Moue, npu 3ToM npubausutensHo 50-80 % npUHATON 103bI 3MAOBYAMHA BBLIBOAMTCS MyTeM
MOYEYHOH SKCKpPEUHH. 3'-aMUHO-3 -ne30kcHTUMUAMH (AMT) uaeHTHQMUMpPOBAH B KauecTBe
MeTaboauTa 3MA0BY1MHA M0C/IE BHYTPUBEHHOTO BBEACHHS.

Buigeoenue

[Tepuon monysbiBeaeHus namuByauHa coctaBiser 5-7 4. CpeaHuit CHCTeMHbIH KIMpEHC
namuByauHa paseH npubauzutenbHo 0,32 n/4/kr, GObLUIYIO €r0 YacTh COCTABIAET MOYEYHbIH
Kknupenc (6onee 70 %), ocyuecTBaseMbiii NOCPEACTBOM aKTUBHOMN KaHATbLEBOI CEKpeLni Yepes
CHUCTEMY TPAHCNOPTA OPraHH4eCKUX KaTHOHOB. [ToyeuHblit KupeHe 3ua0By AnHa coctasset 0,34
N/4/Kr, YTO yKasblBaeT Ha Ki1yGOUKOBYIO (MIbTPALMIO M AKTMBHYIO KAHANbLEBYIO CEKPELMIO
MOYKaMH.

Ocobbie cpynnot nayuennog

ITayuenmul noscunozo sozpacma

dapMaKOKMHETHKA 3U10BYIMHA U TAMHBY/IMHA y MALMEHTOB CTapie 65 JeT He U3yyanach.
Jlemu

Y nereit B BO3pacTe crapiie 5—6 mecsiueB (papMaKOKHHETHHECKME MOKa3aTelu 3MAOBYAHHA
CXO/IHbI C TaKOBBIMM y B3pOC/bIX. 3MAOBYJAMH XOpPOIUO BCAChIBACTCS M3 KHIIEUHMKA, MpPH
MPUMEHEHHH BO BCEX M3YUYCHHBIX H03MPOBKAxX y B3pOC/HBIX M JeTeil ero GMOAOCTYNHOCTD
cocraiser 60-74 %, npu dTOM cpeaHee 3HaueHMe cocTaBaseT 65 %. MakcumanbHas
KOHLEHTpaLMs B paBHOBECHOM COCTOSAHMM (CsSmax) cocTaBiseT 4,45 mkmonw/n (1,19 mxr/mn)
rocse npuema 3uoByiMHa B popme pacteopa B 103e 120 Mr/m? niowmanu noBepxHoOCTH Tena 1
7,7 mkMO1b/11 (2,06 MKI/M1) nocsie npuema 3ua0ByAnHa B a03e 180 mr/m? niowmanu noBepxHocTH
Tena. [pumenenne B n03e 180 mr/m? uersipe pa3a B CyTKM y JeTed MPUBOAMIO K CUCTEMHOM
akenosuunk (AUCx = 40,0 uxmkmons/n uan 10,7 4XMKr/mi), aHanoruyHoH TakoBoi mnpu
npumeHenuu B nose 200 mr wecTh pa3 B CyTKu y B3pocibix (40,7 uxmkmons/n uau 10,9

YXMKI/MI).



Y wectn BUY-nHpuumposanHeIX aeTeit B Bo3pacte T 2 10 13 f1eT oueHuBanu GpapmMakOKMHETHKY
3UIOBY/IMHA B MJIa3Me KPOBM roc/e NpUMeHeHus B 103e 120 mr/m? Tpy pasa B CyTKH U rocie
nepexosia Ha 103y 180 mr/m? Ba pasa B cyTku. Cucremuas sxcnosuums (cyrounsie AUC  Cumax)
B MJIa3Me€ KPOBH MPH UCTIOJIb30BaHWH PEXKMUMA I03MPOBAHHUS [1BA pa3a B CYTKH Oblj1a 9KBUBAIEHTHA
9KCMO3ULIMH MPH NMPUMEHEHHH TOM Ke 00LIel CyTOYHOM 103bl, pa3/e/eHHONM Ha TPH NpueMa.

B uenom, dapmakokuHeTHKa JaMMByIMHA y JeTeil CXOAHA C TAaKoBOM y B3pocibiX. OaHAKO
abecomotHas GMoa0CTYNHOCTE (NpuMepHO 55-65 %) Gblia HUXKE y neTeil B Bo3pacTe Mmiajiilue
12 net. Kpome Toro, 3HaueH1s CHCTEMHOIO KJIMpeHca Oblin Bbilue y AeTeil Maaaiero Bo3pacTa u
YMEHBIIAINCH M0 Mepe B3pPOC/CHMS, N0CTHIas 3HAYEHHH, aHATOMMYHBIX TAaKOBBIM Y B3POCIHBIX
MaUMeHTOB, NPUMEPHO K 12 romam. B cB3M ¢ 3TMUMH pasnuuusAMHM peKOMeHayemas 7103a
naMMBYyaMHA y zieteit (B Bo3pacTe oT 3 mecsueB a0 12 net, ¢ Maccoil Tena ot 6 kr a0 40 kr)
cocrasnsier 8 mr/kr/cytku. Ilpu aroit nose Gymet mocturnyrta cpeanss AUCo.2 B auanasoHe
npumepHo 3800-5300 Hrxu/ma. MocneHue naHHbIE CBUACTENLCTBYIOT O TOM, YTO IKCTIONLIUS Y
JeTeii B Bo3pacTe OT 2 10 6 neT MOXKeT ObITh CHIDKEHa npuMepHo Ha 30 % 1o CpaBHEHHIO C
APYrHMH BO3PAaCTHBIMH rpynnamu. B HacToslee BpeMs 0)KUAAeTCs MOSBAEHHE A0MOTHUTENbHbIX
AQHHBIX B TMOMIAEPXKKY 3TOr0 3aK/IIOHEHHMS; AOCTYNHblE B HACTOALIMH MOMEHT JaHHbIE He
YKasbiBalOT Ha 60J1ee HU3KYI0 3 (EKTUBHOCTD IAMUBYAMHA B 3TOH BO3PACTHOl rpynne.
ITayuenmu! ¢ napyuenuem ynxyuu novex

B uccnenoBanuax ¢ yyactHeM nauMeHTOB ¢ HapylieHHeM (QyHKUMM 10oYeK OblI0 MOKa3aHo, Y4To
Mpy HapyweHHn QYHKLNK NOYeK HapyLlaeTcs BbIBEAEHHUE JaMUBY/AMHA BCIEACTBUE CHHKEHHOTO
MOYeYHOro Kiupeuca. [lauMeHTam ¢ KIMpeHCOM KpeaTMHHHA MeHee 50 MI/MUH HEOOXOAMMO
CHIKEHME /103bl Mpenapara. bbulo Taike MpoAeMOHCTPUPOBAHO YBENMYEHHE KOHLEHTPALMH
3W/I0BY/IMHA Y MALMEHTOB C TAXKEIbIM HapyLIeHHeM GYHKIUMUHU MOYeK.

Ilayuenmuor ¢ napywenuem ynxyuu nevenu

OrpanuyeHHble 1aHHBIE, MOMYYEHHBIE Y NMALMEHTOB C LIMPPO30M, YKA3bIBAIOT HA BO3MOXHOCTH
HaKOIUIEHUS 3MOBYAMHA Y NALMEHTOB C HapyleHWeM (GyHKUNHU MEeYSHH BCIIEACTBUE CHUKEHUS
FIIOKYPOHUPOBAaHHUS. Y TNalUMEHTOB C TSXKENbIM HapylleHWeM (GYHKUMH T[EYEHH MOKET
noTpeboBaThCs KOPPEKLMS 103bl 3M/10BY,IMHA.

Bepemennocme

BepemenHocTs He BiMfeT Ha (papMaKOKMHETHKY 3MAOBYAMHA M JlaMUByAMHA. JlaMUBYAHMH
0OHapyK1BaeTCA B CHIBOPOTKE KPOBH HOBOPOXIEHHBIX B TEX XK€ KOHLEHTPALMAX, 4TO W B
CbIBOPOTKE KPOBM MaTepu M [y[OBUHHOW KPOBH, YTO COMJIacyeTcsi C MPEACTAaBIEHHEM O
MacCMBHOM IEPEHOCE ITAaMMBY/IMHA Yepe3 remMaTonaueHTapHblii 6apbep. Pe3ynbTaTel uamMepeHus
KOHLEHTpaLMH 3MA0BYIMHA B MJ1a3M€ KPOBH ObLIM CXOZHBI C pe3y/ibTaTaMH, MOJYYEHHbIMH /15

JaMUBY/IMHA.



ITokaszanus K npMMeHeHHIO

Jleuenne BUY-undexuus y B3pocnabix v gereil ¢ maccoit Tena He meHee 30 Kr B cocraBe
KOMOMHHMPOBAHHOM aHTUPETPOBUPYCHO#M TEparnuu.

IIporuBonoka3sanus

. MOBbILIEHHAS 4YBCTBUTEILHOCTh K 3MIOBYAMHY, TAMUBYAMHY WIIM KaKOMY-THO0 Apyromy
KOMIMOHEHTY npenapara;

. TAKeNasn cTeneHb HedTponeHuu (uncno Heitpodunos menee 0,75 x 10%/n) unu anemun
(remornobun menee 7,5 r/an unu 4,65 Mmmons/n).

[Ipenapar ¢ dukcupoBanHoi komOMHauMel 103 JIM3aBepoKC He MAO/DKEH MNPUMEHSThCS B
HWKEU3JIOKEHHBIX CUTYaLMsAX, TAK KaK B 3THX Ciy4yasx HeoOXoauMa Koppekuus 103bl. B ciyyae
HEOOXOAMMOCTH CHWKEHHMS 103bl MJIH OTMEHbI OIHOrO M3 KOMIIOHEHTOB Mnpenaparta J{u3aBepokc
(3MA0BY/IMHA WIMIAMUBYAMHA) U1 MALMEHTa JIOCTYMHbI OTAE/bHbIE MpenapaTsl 3uA0BYAHHA U
NaMUBY/IHHA, B BMJE TabNETOK WJIM pacTBOpa Ans npuemMa BHyTpb (cM. paszzaen «Cnocob
MPUMEHEHUS U J03bI»):

. HapylleHue QYHKLUMHK MOYeK NPH KIUpEHCe KpeaTHHUHA MeHee S0 MI/MuH (a0 JAaHHOM
NieKapcTBeHHOH GopMbl);

. TSKE/Nas CTeNeHb HapylieHus GyHKUMM nevyeHu (A1 AaHHOH eKapcTBeHHOU Gopmbl);

. JeTH ¢ Maccoit Tena menee 30 Kr (a1 AaHHOM JIeKapCcTBEHHON GopMbl).

ITpumenenue npu 6epeMeHHOCTH U B NEPHO/I IPYAHOr0 BCKAPMJIHBAHMS

¢€pn1ll/1bHOClﬂb

JlanHble 0 BIMAHMM 3W0OBY/IMHA U TaMUBY/IMHA Ha GEPTHIBLHOCTD Y HKEHUIWH OTCYTCTBYIOT.
3UI0BYIMH HE BIUAET HA KOJIMYECTBO, MOP(HOIOrHIO U MOABHKHOCTH CMIEPMATO30M/10B Y MYIKUHH.
Bepemennocmeo

Kak npasuio, npu npuHATHH peleHus 06 UCNoNb30BaHUU AHTUPETPOBUPYCHBIX NpenapaTos s
neyenns BHUY-undekuun y OepeMeHHbIX MKEHLIMH W, KaK CAEACTBHME, A CHUKEHHS pHUCKa
BepTHKaibHOH nepenaun BUY-uHpekunn HOBOPOXKAECHHOMY CHEAYeT Y4YMTbIBaTb MAaHHbIE
MCCIeIOBAaHUN Ha JKUBOTHBIX, @ TAKIKE KIIMHUUYECKH I ONbIT MPUMEHEHHS Y 6€PEMEH HbIX KEHILIMH.
B nanHom ciyyae npumeHeHHe 3UI0BYAMHA Y GepeMeHHbIX JKEeHIUMH ¢ MocieayoLieit Tepanueit
HOBOPOXK/IEHHBIX MJIAJIEHLIEB M0KA3a10 CHUKeHUe ypoBHs nepeaaun BUY ot matepu nioay.
Bosiblioe KOMMUECTBO JaHHBIX O NMPUMEHEHWM 3WAOBYJMHA WM JTAMUBYAHHA Y GepeMeHHbIX
KEHIUMH HE CBHM/ETE/NLCTBYET O Pa3BUTHHM BPOMIACHHOW MaToONOrHM y miojaa (s Kaxaoro w3
npenapatos - Gosee 3000 ucxon0B nocie BO3AEHCTBHS MPH NPUMEHEHHH BO BPEMSl NEPBOro
TpumecTpa, u3 Hux Honee 2000 ucxoa0B nocie BO3ACHCTBUS MPH OAHOBPEMEHHOM NPUMEHEHHH

oboux npenapaTOB). Ha ocHOBe BbIlLIEH3/I0/KEHHBIX AaHHBIX MOXKHO caejiatb BbIBOJ O TOM, 4TO



npu MNpMMEHEHWH npenapata JlM3aBepokc y 4YeloBeKAa pPHUCK BPOXK/JIEHHBIX MATOJOrHH
MaJIOBEPOATEH.

HewcTBytolme Beulecta npenapata J{n3aBepoke MOryT HHIHOMPOBATh PEMIMKALIMIO KIETOUHO#
HAHK. B wuccnenoBaHuu Ha KMBOTHBIX ObIO  MOKa3aHo, YTO 3WAOBYAMH ABISETCA
TPaHCMJIALEHTAPHBIM KaHLeporeHoM. KnnHuueckas 3Ha4MMOCThb 3THX JJaHHBIX HEW3BECTHA.

Has BUY-uHGHUMPOBAHHBIX JKEHIIMH ¢ KOMH(]EKLHeH BUPYCOM remnaruta, KOTopbie MpOoXOAsT
NieYeHHne JIAMMBYIMH-COIEPKALLMM JIEKApCTBEHHbIM MpenapaToM, TakuM Kak Jlu3aBepokc, B
cllyyae HacTymjieHus GepeMEHHOCTH CleAyeT YYHTHIBaTh BO3MOXKHOCTb pElMAMBA renaTuTa
MocJe NpeKpalleHus Tepanuu JaMUBYIMHOM.

Mumoxonopuanvnas oucghynkyus

B uccnenoBanmusax in vivo u in vitro 6110 NpoJEMOHCTPUPOBAHO, YTO AHAJIOTH HYKJIEO3H/I0B H
HYKJIEOTHI0B CMOCOOHBI BBI3bIBATH MOBPEKAECHHS MHUTOXOHAPHI pazjiMuHON cTeneHu. Bbuiu
3aperuCTpUpOBaHbl COOOIIEHNS O MHUTOXOHApHaNbHOMH auchyHKkumun y BUYU-orpuuarenbHbix
MJIQICHLEB, TMOABEPTrHYTHIX BO3ACHCTBMIO aHAIOrOB HYKICO3MJOB BHYTPUYTPOOHO W/WIM B
NOC/IEPOJOBOM MEPUOJE.

Iepuoo epyonozo eckapmaueanus

3UA0BYAMH M JTAMUBYAMH BbIAENAIOTCA B TPYJAHOE MOJIOKO B KOHLEHTPALMSX, aHAJOTHYHbIX
KOHLEHTpaLUsIM, 0OHapyKEHHbIM B CbIBOPOTKE KPOBH.

Ha ocHoBanuu pesynbratoB uccinenoBanus Gonee 200 nap «marb/peGeHOK», MOJydYaBUIMX
Tepanuio 1o nosoay BHWY-uHdexkunmu, KOHUEHTpaLMs JaMUBYIMHA B CbIBOPOTKE KPOBH
MJIaJICHLIEB, HAXOASLIMXCS HA MPYHOM BCKapMJ/IMBAHUM y MaTepel, noay4yaBiuux tepanuo BUY-
HHpeKLUMH, oueHb HU3Ka (< 4 % OT KOHLUEHTPALMH B CHIBOPOTKE KPOBH MATE€PH) M MOCTENEHHO
YMEHbBILAETCH [0 HEONPEAENsEMOro YpPOBHSA NPHU AOCTHIKEHMM TIPYAHBIMH MIajeHUaMH 24-
HeJebHOro Bo3pacTa. JlaHHble 1o 6e30nacHOCTH NPUMEHEHUS TAaMUBYIMHA Y IeTei Milajlue Tpex
MECALEB OTCYTCTBYHOT.

[Tocne onHokpaTHOro npuema 3uaoByauHa B aose 200 mr y BUU-uHPUUMPOBAHHBIX JKEHILMH
CpeaHss KOHUEHTpauus 3MI0BYJMHA B MAaTEPUHCKOM MoOJIoKe Oblla CXOAHAa C TakoBOM B
CBIBOPOTKE KPOBH.

BHUY-undpuumpoBaHHbIM KEHIMHAM HM TNPH KaKUX OOCTOATENLCTBAX HE PEKOMEH/YeTCs
NMPOBOAMTL FPYHOE BCKapMMBaHue Bo uzbexanue nepenauu BUY pebenky.

Cnocof npuMeHeHHsI U 103bI

[Ipenapar JluzaBepokc NpMHUMAETCs BHYTPb, HE3aBUCHMO OT NPUEMa THIIIH.

Tepanuio npenaparom J[n3aBepokc A0/KEH HAYUHATH U KOHTPOJIMPOBATH BPay, UMEIOLUMH OMbIT

neuenus BUY-undexuun.



Jns obecneyeHns TOYHOCTH J03MpoBaHus TabneTKy HEOOXOAMMO MpPOraaThiBaTh LEJTUKOM, HE
paznambiBas. [1n1s ieueHns NalMeHToB, Y KOTOPbIX HAOMIOAAI0TCS TPYAHOCTH C MPOrIaThiBAaHHEM,
TabJIeTKH MOJKHO U3MENBbYATh U 106aBIATh K HEOOIBIIOMY KOJMYECTBY MOJIYTBEPAOH MUILK HIIH
KUAKOCTH. BCIo nonyuenHyto cMech HeOOXO0AMMO NMPUHSATH BHYTPb HE3aME/IUTENBLHO.

B ciyuae HeoOXOAMMOCTH CHIKEHHS 1103bl MJIM OTMEHBI OJHONO M3 KOMIOHEHTOB Mpenapara
Ju3aBepokc (3M0BYAMHA MAM JIaMHUBYAMHA) CIAEAYET NPUMEHATh OT/AE]bHblE Npenaparbl
3UJI0BY/IMHA U TaMUBY/IMHA.

Ocobvie epynnol nayuermog

Bspocavie u oemu ¢ maccou mena ne menee 30 ke

Pekomenayemas no3a npenapara JluzaBepokec — mo | TabieTke aBa pa3a B CyTKH.

ITayuenmur nodcunozo eo3pacma

Cneunduyeckue naHHbie Mo NpUMEHEHHIO npenapata J[M3aBepoKc y JIML MOXKKIOTO BO3pacTa
OTCYTCTBYIOT, OJHAKO TNpH JIEYEHUH T[OXKMIbIX MALMEHTOB cieayer cobiaoaats 0cobyro
OCTOPOMKHOCTh, YYMTBIBAsA BO3PACTHBIE M3MEHEHHs, TaKWe KaK HapylueHue (yHKLHMH MOYeK M
M3MEHEHHE reMaToIOrMYeCcKUX nokKasarene.

ITayuenmu! ¢ napywenuem gynxkyuu novex

[Taunentam ¢ KIMpeHcOM KpeaTHHWHa MeHee S50 MA/MHH TpeOyeTcs KOppEKLHMs 03l
JIAMUBY/IMHA, MO3TOMY Y 3THX MAalMEHTOB PEKOMEHYETCA MPUMEHEHHE OT/ENbHBIX NpenapaTos
3UA0BYAMHA W TaMUBYAMHA.

IHayuenme! ¢ napywenuem ynkyuu nevenu

OrpaHnueHHble NaHHbIE, MOJYYEHHbIE y NALMEHTOB C LMPPO30M MEYEHH, YKa3biBAOT Ha
BO3MOJKHOCTh KYMYJISLIMK 3WIOBYIMHA Y MAUMEHTOB C HapylueHWeM QYHKLHHU NeYEeHH B CBA3H CO
CHWKEHHEM CKOpOCTH 00pa3oBaHHs TIOKypoHuaa. JlaHHble, MOMyYeHHBIE NMPU MPUMEHEHHH
JaMUBYJMHA Y MALMEHTOB C HapyleHUeM (YHKLUMM MEYEHU CpeaHel M TAKEION CTeneHu,
YKa3blBAIOT HA TO, YTO HapyleHHe GyHKLMM NMeYeHH He OKa3bIBAET CYIIECTBEHHOIO BIAWAHUS Ha
dapmakoknHeTHKy naMuByaMHa. TeM He MeHee, MOXKET BO3HUKHYTb HEOOXOAMMOCTE KOPPEKLIMHU
[103bl 3MJI0BY/IMHA, MOITOMY Y MALMUEHTOB C HapylIeHWEM (YHKLHHU MEYEHH THKENOH CTeneHH
PEeKOMEH/1yeTCs NPUMEHEHWE OTAEbHLIX MpenapaToB 3WAOBYAMHA M JIaMUBYAMHA. Jleyaium
Bpayam ciielyeT oOpaTUThCS K MHCTPYKUMAM MO MEAMLMHCKOMY NPUMEHEHHIO IS ITHUX
JIEKapCTBEHHBIX MPernaparos.

ITayuenmvi ¢ 2emamono2uyeckumMu HeXlCeAaMeNbHLIMU PEAKYUAMU

[Tpu cHuKEHNMM KOHUEHTPALMKU reMoriobuHa Menee 9 1/ (5,59 MMOJIB/1T) MM T1pH HEHTPONEH UM
(uncno neiirpodunos meree 1,0 x 10° 1) moxker notpeGoBaThesi KOPPEKLMS 103b 3MI0BY/AMHA.
[lockonbky Koppekuus 103bl npemapata J[M3aBepOKC HEBO3MOXKHA, CHEAYET NPUMEHATH

OTACJIbHBIC NMpenapaTsl 3UA0OBYJAMHA H JJaAMUBYIHHA.



ITo6ounoe neiicrue

HexenatenbHbie peakunu OblIM OMMcaHbl B npolecce jedeHus nauuentos ¢ BUY-undekumeii
3HAOBYJIMHOM M JIaMMBYJIMHOM B BHAE MOHOTEpanuM MAM B KomOuHauuu. Jlns MHOrux
HEKENATENbHBIX PEaKLMi OCTaeTCs HEACHBIM, CBA3aHO /M WX MOSBJAEHHE C MPUMEHEHHEM
3WJIOBY/IMHA, JIAMUBY/IMHA MJIK MHBIX JIEKAPCTBEHHbIX MpenapaToB, NPUMEHSEMbIX JUls JleueHus
BUY-undexunn, uam xe OHM ABIFIOTCS pe3yibTaToM OCHOBHOro 3abonesanus. [TocKoabKY B
coctas npenapara JIu3aBepoke BXOAAT 3MAOBYAWH M JIaMUBY/JMH, MOJKHO OXKHJAThb MOSBJIECHHUSA
OMUCAHHBIX HUIKE HEXEJATEbHbIX PeakUMi yKa3aHHOro THMA M TAKECTH, aCCOLMMPOBAHHBIX C
KaX/IbIM M3 3THX KOMIOHEHTOB. B HacTosiiee Bpemsi OTCYTCTBYIOT AaHHbIE O TOM, YTO
KOMOMHALMS 3UA0BY/IMHA W TaMUBY1MHA 00/1a1aeT NOBbILIEHHONH TOKCHUHOCTBIO.

Mwmerores coobuieHns 0 pa3BUTUM JIAKTOALKWA03a, B TOM YUC/IE C JIETalbHbIM HCXO0M, 0OBIYHO
COMPOBOXKAAKLIErocs TAKENOH renaTomMeraineii co cTeato3oM, B Xo/ie Tepanuu 3ua0BYAHHOM.
Jleyenue 3M10BYAMHOM COMPOBOXKAANOCH NOTEPEi MOAKOKHOM KUPOBOM KIETYATKH, Y4TO ObLIO
HauboJiee BbIpaXKEHO B 06/1aCTH JIMIA, KOHEYHOCTEH U Sroaull. Bo Bpems Tepanuu npenapaTtom
JIM3aBepoKC NalMeHTOB CielyeT peryaspHo obcneoBaTh Ha MpeAMET NPU3HAKOB JIMNOaTpodhHH,
M MpPU NOJO3PEHMM HA pa3BUTHE Junoarpoduu Tepanuio npenapatoM Jlu3aBepokc craeayer
NpeKpaTHTb.

Macca Tena ¥ KOHUEHTpPaLMs CbIBOPOTOYHBIX JIMMHUIAOB M THOKO3bl KPOBU MOTYT MOBBILIATLCS BO
BPEMS aHTUPETPOBUPYCHO# Tepanuu.

Y BUY-MHOHUUMPOBAHHBIX MALMEHTOB C THNKEIbIM MMMYHOAE(GHULUMTOM HA MOMEHT Hauana
KOMOMHUPOBAHHON aHTUPETPOBHPYCHO# TEpanuu BO3MOMKHO Pa3BUTHE BOCTIATMTENbHON peaKLMu
Ha hoHe GECCHMNTOMHBIX OMMOPTYHUCTHYECKMX HHEKLMH UK X OCTATOUHBIX ABAeHHMIT. Takxke
3aperuCTpUpoOBaHbl Cllyyau pasBUTHA ayTOMMMYHHBbIX 3aboneBaHuii (Hanpumep, Oone3Hb
['peiiBca, ayToMMMyHHbIH renatut) Ha (OHE BOCCTAHOBIEHUS MWMMYHMTETA, OJHAKO Bpems
NEPBUYHbIX MPOABJIEHUN BApLUPOBAIO U 3a00/eBaHHE MOIJIO BOZHMKATh Y€pe3 MHOTO MecsleB
nocje Hayasna Tepanuu.

3aperucTpUpoBaHbl Cllydan OCTEOHEKpO3a, OCOGEHHO Yy MAUMEHTOB ¢ OOLIENpPU3HAHHBIMH
dakropamu pucka, Ha npoaBuHyTO# craguu BUY-unpekumn b0 npu  AAMTENbLHOI
kombunuposanHoit APT. Yactota BO3HUKHOBEHHS JaHHOTO ABJIEHUS HEM3BECTHA.
HexenatenbHble peakiuy, oLCHEHHbIE KaK CBA3aHHBIE MM BO3MOXKHO CBA3aHHbIE C Tepanueit
npenapatom Ju3aBepokc, nepeunucieHbl HKe B COOTBETCTBHMH C MOPAXKEHHEM OPraHOB U CHCTEM
OpraHoB M 4acTOTOW BCTpPEe4aeMOCTH. YacToTa BCTPEYAEMOCTH OMNpPEAESeTcs CAeAyHOLINUM
obpasom: oueHb yacto (=1/10), wacto (>1/100 u <1/10), newacto (>1/1 000 u < 1/100), peaxo

(=1/10 000 u < 1/1 000), ouens peako (<1/10 000, Bkmoyas oTaAenbHbIE cayyau). B npeaenax
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KaXIA0M KaTEeropuu 4YacTOThbl HEXENAaTelbHble PEaKLUMH MPEACTaBieHbl B MOpAAKE yObIBaHUS
CEPbE3HOCTH.

JTamusyoun

Hapywenus co cmoponwl kposu u aumpamuveckoi cucmemvl

Hevacmo: neiitponeHus 1 aHeMus (MHOTA TsHKEINbIE), TPOMOOLMTONEHHUS.

Ouens peoxo: UICTUHHAS IPUTPOLIUTAPHAS arllasus.

Hapywenus co cmoponvi obmena sewgecme u numanus

Yacmo: runepnakraTeMus.

Ouenb pedko: NaKTOAUUI03.

Hapywenus co cmoponwl HepeHotl cucmemvi

Hacmo: ronosHas 60Jib, 6eCCOHHMLA.

Ouenv peoxo: nepudepuyeckas Heitponatus (MM NapecTe3un).

Hapywenus co cmoponsi ObixamenbHoil cucmemvl, 0peanog 2pyoHou Kiemku u cpeoocmenus
Yacmo: Kauienb, Ha3ajlbHbie CHMITOMBI.

Hapywenus co cmoponu dicenydouno-kuueyno2o mpakma

Yacmo: TowHOTa, pBOTA, 60J1b B )KUBOTE MM KOJUKH, AUapes.

Peoko: naHKpeaTuT, NOBBILIEHUE AKTUBHOCTH CbIBOPOTOYHOM aMHIIa3bl.

Hapywenus co cmoponvl nevenu u scenieguigo0suyux nyme

Heuacmo: TPaH3UTOPHOE MOBBILIEHHE aKTUBHOCTH MEe4YEHOUYHBIX depmeHTOB
ananuHamuHoTpancdepassl (AJIT), acnapraramunorpanchepazsl (ACT).

Peoko: renatur.

Hapywenusn co cmoponsl KodCU U NOOKONCHBIX MKAHEU

Yacmo: coinb, anoneuus.

Peoko: aHrHOHEBPOTHUUYECKHIA OTEK.

Hapywenus co cmoponsl ckeiemuo-muiue yHot u coeouHumensHot meanu

Yacmo: apTpanrus, MblLLIEYHbIE HAPYILIEHHUS.

Peoxo. pabaomuonus.

Obwue paccmpoiicmea u HapyueHus. 6 Mmecme 66e0eHUs

Yacmo: ycranoctsb, obliee HeJloMOraHKe, IMXOpajiKa.

3uooeyoun

[Tpodnabs noGounbIX peakiuii He OTAIHYaETCS y B3pOCbIX M NOAPOCTKOB. HanGonee cepbesHbiMu
MOOOYHBIMH peaKLMAMH ABAIOTCA aHEMUs (KOTOpas MOXKeT noTpeGoBarh nepesnBaHus KPOBH),
HeHTponeHus u nerkoneHus. IllepeyncieHnbie noboYHbIE peakUMH Halle BO3ZHUKAIOT MpPH
npumMeHeHun Gonee BBICOKMX 103 3upoByanHa (1200—1500 Mr B CyTKM) M y MalUMEHTOB Ha

NpoABMHYThIX cTannax BUY-undekunu (ocobeHHO npu CHUIKEHHOM KOCTHOMO3IOBOM pe3epBe
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JI0 Hayana Je4eHMs), B YaCTHOCTH, Y MALMEHTOB ¢ uyuciaom kinetok CD4 menee 100/mm>. V
HEKOTOPbIX MALMEHTOB MOKET BO3HUKHYTb HEOOXOAMMOCTb B CHU)KEHNH J03bl 3UJOBYAHHA WU
ero ormete. HeiTponenus BO3HMKAeT yallle y NaLMEHTOB, y KOTOPHIX YHCIO HEHTPODHIOB,
KOHLEHTpaLMs reMornobuHa U KOHUEHTpaLus BUTaMuHa Bi2 B ChIBOPOTKE KPOBM CHMIKEHBI Ha
MOMEHT Hayasa JeYeHUs 3U0BYIHHOM.

Hapywenus co cmoponw kpoeu u aumgamuueckoit cucmemot

Yacmo: aneMus, HEUTPONEHUS U JIEHKOTIEHMUS.

Heuacmo: TpoMGOLMTONEHUS U MAHUMTONEHMUS (C TUNOMIA3KEH KOCTHOrO MO3ra).

Peoxo: uctuHHas 3pUTPOLIMTApHAS ansia3us.

Ouenv pedxo: annacTuyeckas aHeMus.

Hapywenus co cmoponer obmena eewjecme u numanus.:

Yacmo: runepnakraTeMus.

Peoko: nakToauna03 Npu OTCYTCTBMH FMIOKCEMUM, aHOPEKCHS.

Hapywenus ncuxuxu.

Peoxko: Tpesora, aenpeccus.

Hapywenus co cmoponer neperou cucmemoi:

Ouenv wvacmo. ronoBHas 60/b.

Yacmo. ronoBOKpyKeHHE.

Peoko: beccoHHM LA, NApeCTe3UH, COHIIMBOCTD, CHHIKEHHE YMCTBEHHOMH aKTUBHOCTH, CYJ0POTH.
Hapywenus co cmoponwt cepoya:

Peoko: kapamomuonaTus.

Hapywenus co cmoponsr ObixamenvHou cucmemvi, 0p2anog 2pyoHol Kiemxu u cpedocmenus.:
Heuacmo: opplluka.

Peoko. kaens.

Hapywenus co cmopombsl sceny0ouHo-Kuue Ho2o mpakma:

Ouenv yacmo: TOUIHOTA.

Yacmo: psota, 60116 B )KHBOTE W qHApes.

Hevacmo: meteopusm.

Pedko: mnurMeHTauus CAM3MCTON OOONOYKM MOJOCTH PTa, M3BpALUEHHE BKYCa, AMCMENCHS,
MaHKpeaTHT.

Hapywenus co cmoponsl nevenu u dcenuespi8o0auux nymei.

Hacmo: nNOBbILIEHUE B KPOBH aKTHBHOCTH MEYEHOYHbIX (EPMEHTOB M KOHLEHTpPALMHU
O6unupy6buna.

Peoxo: nopaxeHus neveHH, Takhe Kak BbIpaKeHHas rernaToMerains co CTeaTo3oM.

Hapywenus co cmoponvt kodcu u ROOKOICHbIX MKaHel:
12



Hevacmo: cbinb ¥ 3y1.

Peoko: nurMeHTaLus HOTTeH M KOXKH, KparMBHULA U MOTIHBOCTb.

Hapywenusa co cmoponsi ckenemno-moiuieyno u coeOUHUMeNbHOU MKAHU:

Yacmo: muanrus.

Heuacmo: muonatus.

Hapywenue co cmoponb novex u Mo4egbi800aujux nymei.

Peodko: yyalleHHOE MOYEHCITYyCKaHHe.

Hapywenue co cmoponbl nonioewix opeaHos u MOJIOYHBIX Jicenes.

Peoxo: runekomMacTms.

Obwyue paccmpoiicmea u HapyweHus: 6 mecme 66e0eHUs

Yacmo: obliee HelOMOraHue.

Hevacmo: nuxopazka, reHepanu3oBaHHbli 6071€BOI CHHAPOM M aCTeHUS.

Peoxko: 031006, 6011b B rpyau U rpunnonogobHbli CHHAPOM.

Jlanuble, nonyyeHHbIE B X0/ ABYX KIMHMUYECKHUX McCea0BaHmi (n1ane6o-KOHTPoIMpyeMoro u
OTKPBITOrO), MOKa3bIBAIOT, YTO YACTOTA MOSABJIEHHS TOLIHOTBHI U APYTHX YAaCTO BCTPEYAKOLIUXCS
KJIMHMYECKMX HEXKeNaTe/bHbIX peaklmnii cTabMIbHO CHUXKACTCA B T€UEHHE MEepBbIX HECKONbKUX
He/e/b JIeYeHHUS 3UA0BYAMHOM.

IlepenosupoBka

Cumnmonmoi

Ceenenus o ciy4asx nepeo3MpOBKM [penapaTtoM orpaHudeHbl. He BbisiBIeHbl Kakue-1ubo
cneuuduyecKkue CHUMNTOMbl WM TMPU3HAKK OCTPOH MEPef03MPOBKM JIAMUBYAMHOM HJIH
3M/IOBYIMHOM, KPOME TEX, KOTOpbIE nepeunciensl B pazaene «[lobounoe aeiicteue». Hu oaun u3
3aperMCTPUPOBAHHBIX CIy4aeB HE COMPOBOXKAAJICH JE€TalbHbIM MCXOAOM, COCTOSIHME BCeX
MauMeHTOB HOPMAIU30BaIOCh.

Jleuenue

B ciayyae nepeno3svMpoBKM MauLMEHT AOJKEH HAXOAMThCS M0J HabIOAEHMEM Bpaya C LENb
BbISIBJIEHUS MPU3HAKOB TOKCHYECKOro AEWCTBMS Mpenapara, npu HEOOXOAMMOCTH MpPOBOAST
CTAHJAPTHYIO MOAJAEPKHUBAIOLULYIO Tepanuto. [ToCKOAbKY JlaMUBYIAMH BBIBOAMTCSA C MOMOLIbIO
AManu3a, /IS JIEYEHUs Nepelo3POBKU MOXKET ObITh MCMOJIb30BAaH HENpPEPbIBHbIN reMOoanatu3,
O/IHAKO MCC/IEJOBAHMS MO OLEHKE NMPUMEHEHHUsS 3TOro METOo/a He MPOBOAUINCE. YCTAHOBJIEHO,
YTO I'eMO/IMA/IN3 U MEPUTOHEATbHBIH A1anu3 Manod3GeKTUBHbI 115 BbIBEAEHUS 3UA0BYIMHA, HO
YCKOPSIOT BLIBEAEHHUE €ro MIIOKYpOHHAHOro merabonura. Jleyalum Bpauam peKOMEHAyeTCs
00paTHTBCA K MHCTPYKLMAM 10 MPUMEHEHHIO OT/AC/IBHbIX MPENapaToB 3W10BYAMHA U JJAMHBY AHHA
JUia nosyueHus 6onee noaApoOHBIX AaHHBIX.

B3aumozeiicTBie ¢ APYruMH JIEKAPCTBEHHBIMH CPEACTBAMH
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[Tockonbky npenapat J{M3aBepoKC COAEPKHUT 3WAOBYAMH M JIAMUBYJIMH, OH MOXKET BCTYNaTh B
mobble B3aUMOJEHCTBHSA, XapaKTepHbIe IS KaX/10ro U3 3TUX KOMIOHEHTOB MO OTAENbHOCTH. B
X0J1€ KJIMHUYECKUX MCCIeI0BaHM He ObIIO BBISBICHO KIMHUYECKH 3HAYMMBIX B3aUMOAEHCTBUI
MEXJy 3UI0BYAMHOM M JIAMUBYAUHOM.

3U0BYAMH B OCHOBHOM meTaboau3upyercs (bepmenTamu ypuauHaupocoar-
rinokypouuntpancdepassl (VID-I'T); coBMecTHOE npuMeHEeHHe WHAYKTOPOB WK MHIHOUTOPOB
depmentoB VID-I'T MoxkeT MOBAUATL HAa IKCMO3ULIMIO 3U0BYAMHA. JTaMUBYIUH BBIBOJMTCS M3
OopraHu3Ma Mno4ykamMu. AKTHBHAs MOYE€YHas CEKpeUus JaMUBYJAMHA B MOUY MPOMCXOAMT uepes
cucremy TpaHcrnopra opraHvueckux kKatuoHoB (OCT). OpHoBpeMeHHOE NpUMEHEHHE
namusyanHa ¢ uHruburopamu OCT uan HepOTOKCHUECKUMH NpenapaTaMyd MOXKET YBEIUUYHMTh
9KCMO3ULMIO TaAMUBY/IMHA.

3UAOBYMH W TAMUBYIMH CYLUECTBEHHO He meTtabonusupyrotes pepmentamu uutoxpoma P450
(nanpumep, CYP 3A4, CYP 2C9 wim CYP 2D6), Takke OHM HE HHTUOMPYIOT U HE HHAYLUMPYIOT
AaHHyto GepmeHTHy10 cuctemy. Takum o6pa3zom, B3auMO/IeHCTBHE 3UI0BYANHA U JTAMUBY/IMHA C
MHrMOMTOpPaMM MpoTeasbl, HEHYKICO3MAHBIMH MHrMOMTOpaMuM OOpaTHOM TpPaHCKPUNTa3bl M
APYrMMH aHTUPETPOBUPYCHBIMU JIEKAPCTBEHHBIMU MpenapaTaMu, KOTOpble MeTab0oIU3UPYIOTCS
OoCcHOBHBIMHU epmeHTamu P450, manoBeposTHO.

MccnenoBanus 1eKapCcTBEHHBIX B3aUMOAEHCTBHIT OblIM MPOBEAEHBI TOJIBKO C yHaCTHEM B3POCIbIX
nauuenToB. [lpeacTaBneHHbli HUKE mnepedeHb B3aUMOAEHCTBMH HE ClEQyeT CUMTaTh
MCYEPNbIBAIOIIMM, OJIHAKO B HEM OTPaXKEHbl KJIAcChl JIEKAPCTBEHHBIX MNpenapaTtoB, NpH

MPUMEHEHUH KOTOPbIX HEOOX0AMMO COOMIOAATH OCTOPOIKHOCTb.

JlekapcTBeHHbIe NpenapaThbl B3aumopeiicrBue Pexkomenpauun
10 00/1aCTAM NPHUMEHEHHsI Cpennee reomerpuueckoe OTHOCHTEJIbHO
n3menenne (%) COBMECTHOI0
(BO3MOKHBIH MeXaHHU3M) NpHMeHeHHs
AHTUPETPOBUPYCHBIE JJEKAPCTBEHHBIE ITPEIIAPATBI
JuaaHo3uy + naMuByMH B3aumopeiicteue He usyueHo. |He tpebyercs Koppekuus
Jlunano3ux + 3u10BYIMH B3aumoneicTBre He U3yyeHo. PRl
CraByauH + TaMUBYAMH B3aumopeiicteue He usyueHo. |CoBMECTHOE MPUMEHEHHE He
CraByauH + 3410BYAMH In vitro aHTaroHu3m PEROMEHIGCTC,
akTUBHOCTH npotus BUY
MEXy CTaByJMHOM M
3UJ0BYAMHOM MOKET MPUBECTH
K YMEHbLUEHHIO
spdexruBHOCTH 060OMX
npenaparos.

NNPOTUBOUHO®EKIIMOHHBIE IMTPEITIAPATDI
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ATOBaxOH + JIaMUBY/1MH

B3aumozeicTBre He H3Y4EHO.

[TockonbKy A0CTYMHBI

ATOBaxXoH + 3U0BYAHH

(750 Mr aBa pa3za B CyTKH BO
Bpems ezbl + 200 Mr Tpu pasa
B CYTKH)

3unoByaud: AUC 1 33 %
AtoBaxoH: AUC «

OrpaHUY4€HHbIC JaHHLIE,
KJIMHUYECKasd 3HAYUMOCTDb
HEU3BECCTHA.

KnaputpoMumH + 1aMUBYAMH

B3aumozeicTBue HE U3YUEHO.

MHuTepBan Mexay npuemMom

KnaputpoMuumH + 3WA0BYAMH
(500 mr nBa pa3a B CyTKM +
100 mr kaxable 4 4)

3unoByaun: AUC | 12 %

npenapata J{u3aBepokc u
KJIapUTPOMHULIMHA JOIKEH
COCTaBJIATH HE MeHee 2 .

Tpumeronpum +
cynbdameTtokcazon (ko-
TPUMOKCa30:1) + JTaMUBYIMH
(160 mr + 800 mr oaux pa3 B
CYTKH B TeueHue 5 cytok + 300
MT OJJHOKpPATHO)

Jlamusyauu: AUC 140 %
Tpumeronpum: AUC <
Cynbpamerokcazon: AUC <
(MHrUOMpoOBaHHUE CUCTEMBI
TPaHCNCPTa OPraHHYeCKUX
KaTHUOHOB)

3a UCKITIOYEHHUEM MALIMEHTOB C
HapylieH1eM QYHKLNH MoYeK,
KOppEeKLHMs A03bl penapara
JluzaBepokc He TpebyeTcs. B
cilyyae, eciii OZJHOBPEMEHHOE
NpUMEHEHHUE KO- TPUMOKCa3oa
ABJSAETCS ONpaBJaHHbIM,
MauMeHThbl A0KHBI HAXOAUTHCS
NoA KJIMHUYECKUM
Habmonenuem. CoBmecTHOE
NPUMEHEHHUE C BLICOKUMH
A03aMH TpUMeTonpuma +
cynabdamerTokcaszona ans
JICYEHUS THEBMOHMH,
BbI3BAHHOH Pneumocystis
jirovecii, U TOKCOI1a3M03a, HE
M3YUYEHO, U €ro cieayer

Tpumeronpum +
cynbhameTokcazon
(ko- TpuMOKcazon) +
3UA0BYAUH

B3aumopeiicTBue He u3y4eHo.

n3berarsn.

NPOTUBOTI'PUBKOBBIE ITPEIIAPATbI

®nyKoHa3os + JaMUBYAMH

B3aumozeiicTBue He u3yueHo.

[TockoabKy A0CTYMHBI

®aykoHazosn + 3U10BYAMH
(400 Mr oimH pa3 B CyTKH +
200 mr Tpu pasa B CyTKH)

3uposyaun: AUC 1 74 %
(nurubuposanme Y J1D-I'T)

OrpaHUYEHHbIE AAHHbIE,
KJIMHUYECcKas 3Ha4MMOCTh
HeusBecTHa. Heobxoaumo
OTC/IKMBATH MPU3HAKH
TOKCUYHOCTH 3U/I0BY/IMHA.

AHTUMUKOBAKTEPUAJIBHBIE ITPEITAPATDI

Pudamnuuuu + naMuByaInH

BzauMoeicTBIE HE U3Y4EeHO.
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Pudamnuuun + 3unoByauu
(600 Mr oaMH pa3 B CYTKH +
200 mr TpH pa3a B CyTKH)

3unosyaun: AUC [48 %
(unayuupoanue YD-I'T)

HepnocratouHo gaHHbIX A5
PEKOMEHJALIMU KOPPEKLIHH
JO03BbI.

NNPOTUBOCYJIOPOXHBIE

ITPEITAPATBI

®enobapburan + naMMBYAUH

B3aumoneicTeue He U3YYEHO.

®enobapOuran + 3uAOBYAMH

B3aumoneicTBre HE U3yUEHO.
B0o3M0XHO He3HaYHTENbHOE
CHWKEHHE KOHLEHTPaUHH
3UA0BY/IMHA B MJ1a3Me KPOBH
MOCPEACTBOM MHIYLIMPOBAHHUS
YID-I'T.

HepocraTtouHo gaHHbBIX A8
PEKOMEHAALlMH KOPPEKLIHH
J03bI.

@DEeHUTOUH + TaMUBYAUH

B3aumoeicTBre He U3yUYEHO.

DEHUTOUH + 3UI0BYAUH

®enuntonn: AUCT|

Heobxoanumo
KOHTPOJIMPOBATh
KOHLEHTPaLUIO
(beHuToMHa.

Banenpoesas kucnora +
NIaMHUBY1HH

B3aumoneiicTBre He U3y4eHO.

Banenpoesas kucnora +
3UA0BYIMH

(250 mr uau 500 mr Tpu pasa B
cytku + 100 Mr Tpu paza B
CYTKH)

3unoByaut: AUC 180 %
(uurubuposanue Y 1D-I'T)

[TockonbKy A0CTYIHBI
OrpaHHYEHHbIE JaHHbIE,
KJIMHHYECKas 3HAaUMMOCTh
Heu3BecTHa. Heobxoamumo
OTC/IeKHUBATH MPU3HAKH
TOKCHYHOCTH 3M0BYAHHA.

BJIOKATOPBI H2-T'HCTAMHWHOBBIX PELHHEIITOPOB

PaHuTHAWH + TaMUBYAMH

B3aumopeiicTBre HE U3y4EHO.
Knunnyecku 3Hadynmoe
B3aUMOJEHCTBHE MAIOBEPOSTHO.
PaHuTHAMH YacTUYHO
BbIBOAMTCA MyTeM aKTHBHOM
KaHabLEBOMN CEKPELIMHU Yepes
CUCTEMY TpaHcrnopTa
OpraHM4YeCKMX KaTHOHOB.

Panutuauu + 3u10ByAuH

B3aumopeicTBre He U3y4eHO.

He Tpebyercs KoppeKius 103bl.

Liumernauu + naMUBYAMH

B3aumoseiicTBue He U3yueHO.
KnuHuyecku sHaunumoe
B3aUMOJEHUCTBHE MAIOBEPOSTHO.
LIMMEeTHAMH YaCTUUYHO
BbIBOJIMTCS MyTEM aKTHBHOM
KaHaJlbLEBON CEKpEeLIMH Yepes
CHCTEMY TpaHcrnopTa

LlumeTnany + 3uaA0BYAMH

B3aumopeiicTBue He U3yyeHo.

He tpebyeTcs KoppeKius 103bl.
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HUTOTOKCHYECKHUE ITPEITAPATBI

Knaapubun + namuBy ainH

B3aumopeicTBue He U3yueHo.
In vitro naMMBYAMH MHTUOUpYeT
BHYTPHKJIETOUHOE
dochopunuposanue
K1aapuOHHa, YTO BEJET K
BO3MOKHOMY PUCKY MOTEpPH
s¢pdexTuBHOCTH K1aapuOUHa B
cilyyae KOMOMHALIMK B YCIIOBUAX
KJIMHUYECKOMN MPaKTUKH.
HekoTopbie kKiMHHYECKHE
JIaHHbBIE TAK)KE MOATBEPIKAAIOT
BO3MOKHOE B3auMo/ieiicTBHE
MEX1y JJaMUBYAMHOM M
K1aApHOHHOM.

Takum o6pa3zom, coBmecTHOE
MpUMEHEHHE TaMUBYIMHA U
KnaapubuHa He
peKoOMeHayeTcs.

OINMMOU/IHBIE ITIPEITAPATBI

MertanoH + naMUBYAMH

B3aumoneicTBHe HE U3YUEHO.

MertanoH + 3U10BYAMH
(ot 30 go 90 Mr oauH pa3 B
cytku + 200 Mr kaxabie 4 4)

3unoByaun: AUC 143 %
Meraznon: AUC <

[TocKonbKy A0CTYNHBI
OrpaHM4eHHbIE JaHHbIE,
KJIMHUYECKas 3HaYUMOCThb
HeusBecTHa. Heobxoaumo
OTCIIEKMBATh MPU3HAKH
TOKCHYHOCTH 3UI0BYIMHA.

B GosblIMHCTBE Clyyaes
He0OX0AMMOCTh B KOPPEKLIMH
J103bl METaZI0HA MaJIOBEPOATHA,
HO MHOTJa MOXeT
notpeboBaThCs MOBTOPHOE
TUTPOBaHHE J03bl.

YPUKO3YPUUYECKHE IIPE

ITAPATBI

[Tpobeneuns + naMuBy AMH

B3aumopeiicTBue He U3y4eHO.

[Ipobeneuns + 3ua0ByAMH
(500 Mr yeTbipe pa3a B CyTKH +
2 MI/Kr TpH pasa B CyTKH)

3unoByaun: AUC 1 106 %
(uurubuposanue YJI0-I'T)

[TocKOBKY AOCTYTHBI
OrpaHHYEHHbIE aHHBIE,
KJIMHUYECKas 3HaYUMOCTh
HeusBecTHa. Heobxoaumo
OTC/EXKHUBATh MPU3HAKH

TOKCHUYHOCTH 3W0BY 1IN HA.

Cokpawenns: 1 = yBeluMueHHe MoKaszaTeNd; | = yMeHbIUEHHE [0Ka3aTessl; «> = OTCYTCTBHME CyLUECTBEHHbIX

u3merenuii; AUC = nnowans noja KpUBOi 3aBUCHMOCTH KOHLIEHTPALMH OT BPEMEHH.

Ommpuyumabun
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JlaMMBYAMH MOJKET MOAABIATb BHYTPHUKIETOYHOE (ochopuinpoBaHue SMTpulMTabUHA NpH
O/IHOBPEMEHHOM TMPUMEHEHHH OSTUX JIEKapcTBEHHbIX mpenapaToB. Kpome Toro, mexaHusm
BUPYCHO# PE3UCTEHTHOCTH K JIAMUBYAMHY M SMTPULUMTAOMHY OMoOcpeoBaH MyTalKUeil OAHOro
TOro K€ BMPYCHOro reHa obpartHoit TpaHckpuntasel (M184V), nostomy TepaneBTHuECKas
9} heKTUBHOCTb 3THX MpenapaToB NpU KOMOMHUPOBAHHOM Tepanuu MOXKET ObiTh OrpaHuyeHa.
[Ipymenenue jaMuByaMHA B COYETAaHMM C  OMTPUUMTAOMHOM MAM  KOMOMHALMAMM
(DUKCHPOBAHHBIX /103, COICPIKALUMMU IMTPULIMTAOUH, HE PEKOMEH1YETCS .

Jamugyoun

OnHoBpeMeHHOE MPUMEHEHHE 3UJ0BY/IMHA U JIAMUBYAHHA NPUBOAMT K YBEJIMYEHHIO IKCTO3U LMK
3MA0BYAMHA HA 13 % M yBEIMYEHHUIO €ro MaKCMMasbHON KOHLEHTpALMK B Mjia3Me KpoBu Ha 28
%. Oanako npu 3ToMm obwas skcnosuuus 3uaoByanHa (AUC) 3HAUMTENBHO HE M3MEHSETCH.
3M0BYAMH HE OKa3bIBAET BIMAHUSA Ha (PapMAKOKHHETHKY JTaMHBY AMHA.

Copbumon

OnuoBpemeHHOE npUMeHeHue pacTBopa copburona (3,2 r, 10,2 r, 13,4 r) ¢ 0gAHOKpaTHO# 1030
namuByauHa 300 mr B popme pacTBopa A/ npuemMa BHYTPb Y B3POCIIbIX MALKEHTOB MPUBOAKIO
K 10303aBUCHMOMY CHHKEHHIO dKcno3uuuu namuByanHa (AUCw) Ha 14 %, 32 % n 36 % u Chax
namuByanHa Ha 28 %, 52 % u 55 %. [lo BO3MOXHOCTH cieayeT u3berath MIMTENbHOIO
O/IHOBPEMEHHOIO MPUMEHEHUs COpOUTON-COAEpKALLMX MpenapatoB M namuByauHa. Crneayer
paccMOTpeTh BO3MOXKHOCTH 0osiee 4acToro KOHTpOAs BUPYCHOH Harpy3ku BHUU-1 B ciyuasx,
KOrjia HeBO3MOKHO M30€XKaTh AJIUTEIBHOrO OJAHOBPEMEHHOIO NMPUMEHEHUS ITHX MpenapaTos.
Hpyaue npenapamwi

Bbinu 3aperucTpupoBaHsl ciyyan 060CTpeHUs aHEMUH, CBA3aHHbIE C TPUMEHEHEM pubaBUpHHa,
KOr/ia 3u/10BY1MH ABAJCA 4acTblO cxeMbl NeueHus BUY-undexunu, oqHako TouHblit MeXaHU3M
B HacTosllee Bpems HeuspecTeH. OfIHOBpeMEHHOE MpUMeHeHHe pubaBUpPUHA M 3UJIOBYAMHA HE
PEKOMEH/1yeTCA B CBA3M C MOBBILLIEHHBIM PUCKOM Pa3BUTHS aHEMHH.

B ciyuae npumeHenus cxembl komOuHupoBaHHOW APT, coaepkaleit 3Ma0BYIAMH, cieayer
paccMOTPETh BO3MOKHOCTH 3aMEHbl 3MAOBYAMHA. DTO OCOOEHHO BaXXHO /s MAalMEHTOB C
HaJIM4YMEM B aHAMHE3€ aHEMUH, BbI3BAHHOM NPUMEHEHUEM 3U10BYAHHA.

ConytcTBytouiee  neyeHue, B  OCOOEHHOCTH  MHTEHCMBHAs  Tepanus, MOTEHLMAIbHO
He(PPOTOKCHUECKUMU MIIH MHUEIOCYNPECCHBHBIMHU JIEKAPCTBEHHBIMU MpenapaTamu (TaKUMHU Kak:
MEHTAMUIMH JUIA CUCTEMHOr0 MpPUMEHEHMs, JarncoH, MNUPUMETaMHUH, KO-TPUMOKCa30/,
amborepuumt, QAYUMTO3MH, TaHUMKIOBHP, HWHTEp)EPOH, BHUHKPUCTUH, BHHONACTHH W
JIOKCOPYOMLIMH) TakkKe MOXKET YBEIMYMTb PHCK pa3BUTHS HEXKENaTelbHbIX peakuui Ha
3M0BYIMH. B ciiyyae HEOGXOAMMOCTH COMYTCTBYIOLLErO MpUMeHeHUs npenaparta [{uzaBepoke 1

moboro M3 nepevucieHHbIX JIEKapCTBEHHBIX MpernapaToB TpebyeTcss oco0eHHO TIATebHbIN
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KOHTPO/b 3a (yHKLUMEH MOYeK M remMaToJOrHuecKMMHM rnokazatensimMd. Ilpu HeoGXoaUMOCTH
CJIelyeT YMEHBLIUTD 103y OJTHOrO MM HECKOIbKHUX JIEKAPCTBEHHBIX MpenapaTos.
OrpaHuueHHbIE JaHHbIE, MOJYYEHHbIE B XO/€ KIMHUYECKHUX MCC/IEN0BaHH, HE yKa3blBAlOT Ha
3HAYUTE/ILHOE TOBBILIEHUE PUCKA PA3BUTHA HEKENATENbHBIX peakuui Ha 3MJOBYAHH [pH
OJHOBPEMEHHOM MPUMEHEHHMH C KO-TPUMOKCA30/10M (CM. Bblie HHOPMALIMIO O B3aUMOACHCTBUH
JaMUBYJIMHA M KO-TPUMOKCa30j1a), MEHTaMUAMHOM B ¢opme a’po3oss, MUPUMETAMUHOM U
alMKJIOBMPOM B MPO(HUIAKTHYECKHUX J103aX.

Oco0ble yka3anusi

Huxe npeacraBieHbl ocoOble YKa3zaHWs, Kacalolluecs 3MAOBYJAMHAa W JamMuByadHa. He
CYLUECTBYET JONOJHUTEIbHBIX 0COOBIX YKa3aHHii, OTHOCALUMXCS K npenapaty J{u3aBepokc.

[Tpn HeoOX0AMMOCTH KOPPEKLHH 103bl PEKOMEHAYETCS MPUMEHEHUE OTIE/bHbIX MpenaparoB
3WI0BYIMHA W JlaMMBYAMHA. B Takux cinyvasx nevaiiemy Bpady cheayer oOpaTHTbes K
OT/AEJbHBIM HHCTPYKLIMAM IO MPUMEHEHHIO /ISl TUX JIEKAPCTBEHHBIX MPEnapaTos.

[TauueHToB cieayeT npeaynpeiuTb O BO3MOKHBIX MOCIEACTBUSIX OJJHOBPEMEHHOTO NPUMEHEHUs
ApPYTHX JIEKapCTBEHHbIX NpenaparoB 0e3 Ha3HaYeHUs Bpaya.

Xots Obu10 0Ka3aHo, 4TO 3¢ (HEeKTUBHOE NMOJABIEHHE BUPYCa C MOMOILLLIO aHTHPETPOBUPYCHO#M
Tepanuu CyLIECTBEHHO CHMKaeT puck nepenaun BUY apyrum nroasam npu nonoBbiX KOHTaKTax,
MCKJIIOYaTh  3TOT PUCK TMOJHOCTBIO Henb3s. [laumeHThl  A0/WKHBI  cobntoaaTh  Mepbl
MpeJoCTOPOKHOCTH A1 npeaoTBpaiienus nepenaun BUY B cOOTBETCTBUM € HaLMOHANbHBIMH
PEeKOMEHAaLUAMH.

Cneayet n3beraTb OJHOBPEMEHHOTO NMPUMEHEHHUS CTaBYIMHA U 3UI0BYAMHA.

[Ipenapar J/IuzaBepokc He cieayeT NPUMEHATh OJIHOBPEMEHHO C JIeKapCTBEHHBIMH NpenapaTamu,
colep KalluMM JaMUBYAMH WIIM SMTPULIMTAOMH.

OnHoBpeMeHHbIH NpUeM NaMUBYIMHA W Ki1aapuOuHa HE PEKOMEHYeTCS.

Onnopmynucmuveckue ungexyuu

[Tpumenenue npenapata J[nzaBepokc WM JHOOBIX APYTrUX aHTHPETPOBUPYCHBIX MpeEnapaToB He
MCKJIKOYAET BO3MOXKHOCTh PAa3BUTHS ONMOPTYHUCTUUYECKUX MHPEKUMN WM APYTHX OCIONKHEHUH
BUY-uHdexunn, nodToMy nauMeHTbl JOKHbI OCTaBaTbCAd MOJ TLIATENbHBIM KIMHUYECKHM
HabatozeHueM Bpayeid, uMeroux onbiT JeveHus BUY-undexumu.

Temamonozuveckue HapyuteHus

Y nauMeHTOB, MNOJYHalOUMX JIEeYEHHE 3HA0BYJAMHOM, MOMKHO OXKMAATh pPa3BUTHE AHEMHH,
HeHTponeHuu u neiikoneHun (06BIMHO BTOPUYHOM 1O OTHOLIEHHUIO K HeiTponeHun). Yaiue Bcero
JIlaHHbIE SBJICHHUS Pa3BMBAIOTCA NMpPU NMpUMeHeHUH Oonee BLICOKMX 103 3uaoByauHa (1200—
1500 mr/cyTkn), y nauneHToB ¢ no3aueit craaueit BUY-undekunn 1 y nauueHToB co CHUKEHHbBIM

KOCTHOMO3IOBbIM pPE3EPBOM 10 Hayajla JICYCHHUS. ﬂoaTomy Yy MNAaUMEHTOB, MPUHUMAKOILHUX
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npenapat /lu3aBepokc, HeOOXOAMMO  TILUATENBHO KOHTPOJIMPOBATH reMaToJIOrHYecKHe
noKazaTesu.

JlaHHbI€ remMaToNorHyecKue HapylueH|s oObIYHO BO3ZHMKAIOT He paHee yeM yepe3 4—6 Henelb
nocjse Hayana Ttepanuu. Jlns nauumeHTtoB ¢ nosaseit cragueir BUU-undexuun ¢ Hanuuuem
CUMITTOMOB PEKOMEH/yeTCs MPOBEACHUE aHaIM3a KPOBH, MO KpaiHe# Mepe, KaKable [Be Helenu
B T€UEHHUE MEPBBIX TPEX MECALEB TEpanuu W BIOCIEACTBUM HE MEHEE OJIHOro pasza B mecsll. Y
NauMeHToB ¢ paHHel craaueii BUU-undexkunn HexenarenbHble peaklUuMu cO CTOPOHbI KPOBH
BCTPEYaAKOTCs HewacTo. B 3aBUCMMOCTH OT 0OLIEro COCTOSIHUA MalUMEeHTa aHAIW3 KPOBH MOXKHO
NPOBOAMUTDL pEXKE, HaNpUMeEp, Kax/able 1-3 Mecsua.

[Ipy pa3zBUTHM TSAKENOH aHEMUM MM MMENIOCYNpPECCHMH BO BpeMS JICYEHHUS MpenapaTom
JluzaBepokc, a TakkKe y MaUMEHTOB C YXKe CYLIECTBYIOLUIMM HapylueHueM (YHKUMU KOCTHOro
MO3ra, Hanpumep, ¢ KOHUeHTpauuei remornobuna medee 9 r/an (5,59 MMonb/n) MK YKCIOM
Heitrpoduios menee 1,0 x 10/, moskeT Takke noTpeGOBaTHCS KOPPEKLMS H03bI 3UIOBY/MHA.
[Tockonbky npu mnpumeHeHuM npenapara J[M3aBepoKc KOppeKUHs [03bl HEBO3MOXKHA, TAKUM
NnaluMeHTaM Cje1yeT Ha3HauyaThb 3M0BYAMH M JAMUBYIMH B BU/JE OTAE/IbHBIX MPENnapaToB.

Jna nonyuyenus Gonee noapoOGHOM uHbOpMauuu cieayeT oOpaTUTbes K MHCTPYKLMAM [0
MPUMEHEHUIO OTAEIbHBIX MpPEenapaToB 3WA0BYAHHA U TAMUBY AMHA.

Hanxpeamum

VY nauueHToB, MojayyaBIUUX JIEYEHHUE 3UOBYIUMHOM M JIaMHBYAMHOM, ObIIK 3aperHCTPUpPOBaHbI
pe/lKMe CJydyau MaHKpeaTuTa, OJHAKO HEsCHO, OOYC/IOBJIEHBbI JM 3TH Cly4yau JeicTBHEM
AHTHPETPOBUPYCHOH Tepanuu uiau apasioTes ciaeactsuem BUY-undexuun. [Ipu noseiaeHuu
KJIMHMYECKHX TMPHU3HAKOB, CHMITOMOB MIM H3MeHeHWiH 1abopaTopHbIX MoOKaszaTesneH,
MPeAnoaraloliuX BO3MOXKHOCTb pa3BUTHS MAHKpPEaTHTa, CIIEAYyeT HEMEAJIEHHO MPeKPaTUTh
npueMm npenapara J{uzaBepokc.

Jlakmoayuoos

[Ipy npumeHeHuu 3uMaA0BYAMHA ObUIM 3aperMCTPUpPOBAHBI Cyvyad pa3BMTHS JIAKTOALMA03a,
00bIYHO € remaToMeraaueil M CTeaTto3oM mnedyeHH. PaHHWE CHMMTOMBI (CHMITOMATHYECKas
FUMNEPJAKTaTeEMHs) BKJIHOYAIOT HE3HAYMTEbHBIE CHMMITOMBI CO CTOPOHBI TMHLIEBAPUTENBHOM
cucTeMbl (TOLIHOTA, pBOTaA M OONM B )KMBOTE), Hecneluduueckoe obliee HeIOMOraHue, MoTepto
anmneTuTa, MOTEPI0 MacChl Teja, PECnUpaTopHble CUMNTOMBI (y4alleHHoe W/uiu riybokoe
JIbIXaHHE) MJIM HEBPOJIOTUYECKHE CUMNTOMBI (B TOM YHC/IE MOTOpHas c1abocTh).

JlakToauu103 XapakTepu3yercs BbICOKOM CMEPTHOCTBIO W MOXET pa3BUBaTbCA Ha (oHe
NnaHKpeaTHTa, Me4eHOYHOH HEOCTATOYHOCTH MIIK MOYEYHON HEAOCTATOUHOCTH.

JlakToanu103 06bIYHO pPa3BUBACTCA MOCJIE HECKOJIBKUX MECSLIEB JICHEHUS .
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Jleuenne npenapatom JluzaBepokc HEOOXOAMMO  IMpEKpaTUTh B Clyvae pa3BUTHS
CUMNTOMAaTHYECKOM  runeprakTateMud W MeTaboJIMuecKoro  auuao3a/nakroauuaosa,
Mporpeccupyloleif renaroMerajny Uix GbICTPOro NOBbLILIEHNS aKTHBHOCTH aMUHOTpaHcdepas.
Cnenyer cobnoaaTh OCTOPOXKHOCTH NMPH NMPUMEHEHHH mnpenapara J[uzaBepokc s JNEUEHUS
n060oro nauueHTa (B 0COOEHHOCTH — KEHLLUMH C 0KMPEHHUEM) € rernaToMeraiueil, renaTuToM Miu
JPYTMMM M3BECTHBIMU (PAKTOpPaMM pHCKa MOpaKeHUs MEYeHU W CTeaTo30M MeveHu (BKiIovas
NpUMEHEHHE OMNpeIe/IeHHBIX JIEKapCTBEHHBIX MpenapaToB v ynorpebieHue ankorous).
[Tauuentsl ¢ kouHdekuueit Bupycom renatura C, nonyyarouiue jeyeHue uHTepdepoHom anbda u
pubaBUPHHOM, MOTYT MpPEACTaBIATL cOO0M rpynmy ocoboro pucka.

[TatuenTsb! rpynmnbl 0co60ro pucka A0JMKHbI HAXOANWTHCA MO/ TILATEIbHBIM Ha0II0EHHEM.
JTunoampogus

Jleyenue 3M10BYIMHOM COMPOBOXKAAIOCH MOTEpPEH MOAKOXKHON XUPOBOH KineTyaTku. Yactora
BO3HUKHOBEHHS M CTENEeHb THKECTH JMMOaTpouu CBA3aHbI C CyMMAapHOH 9SKCMO3ULMEH
npenapata. Takas noteps KMpOBOW KJieTYaTKH, KOTOpas Haubosee BblpaXkeHa B 001acTH nMLa,
KOHEYHOCTEH W Aroauu, MoxkeT ObiTb oOpaTHMa TOJBKO YAaCTUYHO, W YJIy4LIEHWE MOXeT
HAaCTYMUTb TOJBKO Yepe3 HECKOJbKO MECSLEB [0cjle Mepexoja Ha CXeMy JIeYEeHHUs, He
colepKallylo 3uM70BYAMH. Bo Bpemsi Tepanuu 3MAOBYIAMHOM M APYrMMH [pernapaTam,
coaepiKalluMH 3U0BY/IMH, MALIMEHTOB CJEAYET peryaspHo o0ciea0BaTh Ha NPeAMET NMPU3HAKOB
nUNoaTpoduu, U MpH NOJO3PEHUH Ha pa3BUTHE JIMI0ATPO(GHUHU 1O BOZMONKHOCTH ClIELYET NepenTH
Ha abTEPHATUBHBIA PEXKUM TEpaIHu.

Macca mena u memabonuveckue napamempul

Bo Bpems aHTUPETPOBMPYCHOM Tepanuu MOXET MPOUCXOAUTh YBEIMUYEHHE Macchl Tena,
NOBbIIUEHHE KOHLUEHTPALMU JTUMMIO0B U IOKO3bl KpoBU. KOHTposb 3aboseBaHus U U3MEHEHHe
obpasa XM3HM TaKKe MOrYT BHOCMTb BKJIajJ B 3TOT npouecc. B HekoTopbiX ciyuasx Oblau
MOJy4Y€Hbl [1aHHBIE, CBUJETEJbCTBYIOILME O CBA3M MOBBILIEHUS KOHLEHTPALMK JUIHIAOB C
MPOBOAMMON Teparnueil, 0OJIHAKO HET BECKMX JI0Ka3aTeJbCTB OTHOCHTENIbHO CBA3W YBEIWYEHUS
Macchl Tesa ¢ Kakoi-nubo KOHKpeTHO# Tepanueit. OnpeneneHre KOHUEHTPALUMMU JIMIUAOB U
FJIIOKO3bl KPOBH CJIE/ye€T MPOBOAMTH B COOTBETCTBHM C YCTAHOBJIEHHBIMH PYKOBOACTBAMH MO
neyenuto BUY-undexkuun. Hapywenus nunuanoro obmeHa HeOOXOAMMO KOPPEKTHPOBaTh B
COOTBETCTBHM C KIIMHUYECKUMHU NPOSABICHUSIMH.

Cunopom 6occmanoBeHus UMMYHUmMema

Y BHY-uHGUUMPOBAHHBIX MALMEHTOB C THKEIbIM MMMYHOAE(HHUMTOM HAa MOMEHT Hauaia
aHTHPETPOBUPYCHOI Tepanuu (APT) BO3MOXKHO pa3BUTHE BOCNAMUTENbHON peaklMK B OTBET Ha
aKTHBaLMIO BO30yauTe el OECCUMNTOMHBIX HIIM OCTATOYHBIX ONMOPTYHUCTHYECKMX MH(EKIIHH,

YTO MOJKET CTaTh MPUYMHON CEpPBE3HOr0 YXYALEHHUA COCTOAHUS WM  ycyryOneHus
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cumMnTomMaTuki. OOBIYHO 3TH peakLMH BO3ZHHKAIOT B TEYEHHE MEPBLIX HECKOIbKUX Helelb Wi
mecsueB rnocae Havana APT. TunuuHeIMM npumepamu SBASIOTCS LMTOMErajlOBUPYCHBIH
PETHHHT, reHepalu30BaHHAas W/MIM ouaroBas MHQEKUWs, BbI3BaHHAS MHUKOOAKTEPUSIMH, U
MHEBMOHMS, BbI3BaHHas Pneumocystis jirovecii (TakkKe HW3BECTHas KaK MHEBMOLUCTHAS
naesmonus, [IIT). TlosBnenune noObIX CUMNTOMOB BOCHajgeHUsi TpeOyeT HEMEAIEHHOro
obcneoBanus u, MpU HEOOXOAUMOCTH, JIEHEHHUS.

AyTtouMmyHHble 3aboneBanus (Hanpumep, Gonesns ['peiiBca M ayTOUMMYHHBIH renaTUT) TaKKe
HaOmoaanuch Ha (JOHE BOCCTAHOBIGHWS UMMYHHUTETA, OJHAKO BPEMS MEPBHUUHBIX MPOSBICHHMI
BapbMpoOBaso, M 3abosieBaHKE MOIJIO BO3HMKATh Y€pe3 MHONO MeCcsLeB ocje Hayajla Tepanuu u
MHOTa UMENIO aTUIMUYHOE TeYEHHE.

3abonesanus nevenu

B cnyuae, ecnu naMUBYIMH TNpPUMEHSETCSs OJHOBpeMeHHO s neuenus BUY-undexkunn u
uHpekunu Bupycom rematura B (HBV), nononuutensHas wuHboOpMalus OTHOCHUTENBLHO
MCMONIB30BaHUs JIaMUBYAWHA 1S leYeHUs MHpeKuMn renatuta B jocTynHa B MHCTPYKUMM MO
MEMLIMHCKOMY MPUMEHEHHMIO IS MpenapaToB JaMuByaMHa B 103upoBke 100 mr,
DddekruBHocTs M Ge3onacHoCTb npenapara J{nzaBepokc He OblM yCTAHOBIEHbI Y MALMEHTOB C
BbIPAXKEHHBIMH COMYTCTBYIOWMMH 3a00/1€BAHUAMM MEUYEHHU.

[laumentsl ¢ COMyTCTBYIOIMM XpoHHueckMM renatutoMm B win  C, noayyawouime
KOMOMHMPOBAHHYIO AHTUPETPOBUPYCHYIO TEpanuio, HUMEIOT MOBBILIEHHbIH PUCK pa3BUTUS
TSXKEJIBIX U MOTEHLMAIBHO JIETAbHBIX HEXKEIAaTeNbHbIX PeaKLUUi co CTOpOHbI nevyeHu. B cayvae
COMYTCTBYIOLEN MPOTUBOBUPYCHOI Tepanuu renatuta B unu C caenyer Takke 03HAKOMUTHCS ©
COOTBETCTBYIOUIMMH MHCTPYKLMSAMH MO MPUMEHEHHIO 1aHHBIX JIEKAPCTBEHHbIX MpenapaTos.
[Ipu npexpaileHun npumMeHeHus npenapara J[uzaBepokc y nauMeHToB ¢ KOMHpEKLUUei BUpycom
renatuta B pexkoMeHayeTcs MpoBeAeHHE NEPUOAMYECKOro KOHTPOJs (YHKUMM MeYeHH M
MapKepoB peruinKaluy BUpyca renatuta B B TeueHue 4 MecsiLeB, TaK Kak rnpexkpaileHue npuema
JIAMUBY/IMHA MOXKET MPUBECTH K 0OOCTPEHHIO renaTuTa.

VY nmauMeHToB € YK€ CYLIECTBYIOLWMM HapylleHueM (YHKUMU TeyYeHH, BK/IIOYas aKTHBHbIH
XPOHHMYECKHH renaTuT, OTMEYaeTcs yBeIHYeHHE YacTOThl HapyleHUH QYHKLMHK NeYeHu BO BpeMs
KOMOMHUPOBAHHOM AHTUPETPOBUPYCHOMN Tepanuu. Takue NalMeHTbl A0JKHBI HAXOAUTHCS MOJ
HabnmozeHneM B COOTBETCTBMM CO CTaHAAPTHOW KIMHMYEeCKOM npakTtukoi. Heobxoaumo
pPaccMOTPETh BO3MOXKHOCTb MPUOCTAHOBICHUS MITW MPEKPALLEH U JIEYEHUS B C1y4ae NposBIeHHH
yXyAuwenus 3aboneBanus NeYeHN y TaKUX MalMEHTOB.

Conymemeyrowuii eupycuwiii 2enamum C

He pexkomenayercs OfHOBpeMEHHOE MpPUMEHEHHE 3UIOBYAMHA U pubABUPUHA MO MPUYKHHE

MOBBILLIEHHOrO PUCKA Pa3BUTHA aHEMHH.
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Mumoxonopuansnas oucghynkyus 6 pezyromame eHympuympo6Ho20 6030eicmeus

AHaNorM HyKJI€O03MI0B M HYKIEOTHAOB CMOCOOHBI B pPa3lMYHOM CTENeHu BIUATL Ha
MUTOXOH/IpHAIbHYIO (QYHKLHIO, 4TO Haubonee sspKo NpOSABISETCsS MPU NPUMEHEHUH CTaBYAMHA,
JAMIAHO3MHA U 3UA0BYAMHA. Bbui 3adUKCUpOBaHBI ClTy4au MUTOXOHAPHATBHOM AMCHYHKLMM Y
BUY-otpuuaTtenbHplX A€TEH, KOTOpblE MOABEPraauch BO3/ACHCTBUIO aHAJONOB HYKJICO3WI0B
BHYTPUYTPOOHO W/MJIM MOC/E POXKIACHHUS; rIaBHBIM 00Pa30M 3TO OTHOCHTCS K CXEMaMm JieUeHus,
BKJIIOYAIOWMM  3uA0BYAMH.  OCHOBHBIMM  HEXENaTeNbHbBIMU  pEaKUUSIMH  SBJISIUCDH
reMaToJIOrMYECKUE HapylleHus (aHeMMs, HEeHTpPONeHHs) W HapylueHus oOMeHa BelleCTB
(runepnakraTemus, TUnNepiaunas’eMus). OTH HeKenaTelbHble peakuuH, Kak npasuio, Obliu
TPAaH3UTOPHBIMU. 3apEerMCTPUPOBAHbl PEIKUE HEBPOJOrMYECKHEe pacCTpoMCTBAa € MO3JAHUM
HayajoM (MMNEpTOHMS, CYJOpOrd, HapyLIeHWs [OBEAEHUs). SIBIAIOTCH 1M JaHHbIE
HEBPOJIOrMYECKHE PAcCTPOICTBA TPAH3MUTOPHBIMHM MM MOCTOSHHBIMHM, B HAcTOslIEe BpeMs
HEU3BECTHO. BEPOATHOCTL MUTOXOHAPHAIBHOM AMC(YHKLMM CleyeT paccMaTpUBaTh y J1060ro
pebeHKa, noABepraBIUErocs BHYTPUYTPOOHOMY BO3AEHCTBMIO aHAJIOraMM HYKJIEO3MIOB M
HYK/IEOTM/J0B, C BbIPAKEHHBIMU KJIMHMYECKUMH CHUMITOMAMHM HESCHOHM I3TUOJIOTHH, B
0CcOOEHHOCTH HEBPOJIOTMYECKMMH paccTpoiicTBamMH. [IpencTaBieHHble JaHHbIE HE BIMAIOT Ha
TEKYLIME HALMOHAIbHBIE PEKOMEHIALMK MO MPUMEHEHHUIO AHTUPETPOBUPYCHOH Tepanuu y
OepeMeHHbIX JKEHIUMH A8 MpoHIaKTHKK BepTHKaIbHOM nepenaun BUY-undexuun.
Ocmeonexkpos

HecmoTps Ha TO, 4TO 3THONOrUA AaHHOro 3aboneBaHus ABISETCS MHOroakTopHO# (BKIKOUas
NPUMEHEHHE MTIOKOKOPTUKOCTEPOUIOB, YNOTpebaeH e aIKOTOIs, TSAKETYI0 UMMYHOCYTIPECCHIO,
BBICOKHI MHIEKC MacChl TeNa), Cilyyan OCTEOHEKPO3a yaille Bcero Haboaanuch y nauyMeHToB Ha
npoABMHYTOH ctaauu BUY-undexunn w/unm AnUTENbHO NMPUHUMAIOLIMX KOMOMHMPOBAHHYIO
aHTUPETPOBUPYCHYIO Tepanuio. [Taunenram cnesyer o6paTUTLCS K Bpauy, €C/1M OHU UCTIbITBIBAIOT
60J1b U CKOBAHHOCTb B CyCTaBaxX WM TPYAHOCTH NMPH ABHKEHHH.

Baunsinne na cnoco0HOCTL yNpaBisiTb TPAHCHOPTHLIMH CPEACTBAMHU, MEXaHH3MAMHU
CneuuanbHble HCCE0BAHHS MO OLIGHKE BIMSHUS 3UJOBY/IMHA M JTaMHMBY/IMHA HA CNIOCOOHOCTD K
YNpaBjeHUIO TPaHCHOPTHBIMM CpeACTBaMM M paboTe ¢ MeXaHM3MaMM He TMPOBOAMIIMCS.
MdapmMaKkosorMyeckue CBOMCTBaA JAEHCTBYIOIMX BELIECTB HE MO3BOJSIOT MpEACKa3aTh BIHSHUE
npenapata /[u3aBepokc Ha 3TH BH/bI AEATENIbHOCTH. Tem He MeHee, MpH OleHKe CnocoOHOCTH
MaluMeHTa K YINPaBJIEHHUIO TPAHCMIOPTHBIMH CpeACTBaMM M paboTe ¢ MeXaHU3MaMHu cleayer
YYHTBIBATb €r0 KJIMHUYECKOE COCTOSIHME M Mpoduiab HexenaTenbHbIX peakluil npenapara
Jluzasepoxe.

®opma BbINycKa

Tabnetku, nokpsIThie NIEHOUHON 060104KO#, o 300Mr +150mr
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Ilepeuunan ynakoska nekapcmeennozo npenapama.

[To 10 TabnaeToK B KOHTYPHYIO A4EHKOBYIO YAKOBKY U3 MJICHKH MOJIMBUHUIXIOPUAHON U GOabru
aJIlOMUHUEBOH NMeYaTHON JTJaKUPOBAHHOM.

[To 60 unn 100 Tabnetok B 6aHKy MOJTUMEPHYIO C KPBILLKOM HATATMBAEMO# C KOHTPOJIEM NEPBOro
BCKpbITHA. Ha GaHkM HakjeMBalOT 3TMKETKM M3 OyMmMaru 3TMKETOYHON WM W3 MOJUMEPHbIX
MaTepUasloB, caMOKIes L recs.

Bmopuunan ynakoexa nekapcmeennozo npenapama.

[To 2, 3, 6 uan 10 KOHTYpHBIX AYEHKOBBIX YaKOBOK BMECTE C MHCTPYKLMEH M0 NPUMEHEHHIO
MOMELIAIOT B Na4YKy W3 KapTOHa /15 NOTPeOUTENbCKOM Tapbl.

[To 1 Ganke BMeCTe ¢ MHCTPYKLUMEH MO MPUMEHEHHMIO MOMELIAIOT B Na4yKy M3 KapToHa JJis
noTpebUTeNbCKOM Taphl.

YcenoBusi XxpaHeHHst

B 3aumuieHHoM OT cBeTa MecTe npu Temneparype He Bbiie 25°C.

B HepocTynHom ans aereit mecre.

Cpok roasoctu

4 ropa.

He npuMeHsTb N0 UCTEYEHUM CPOKA FOAHOCTH.

YcaoBusi oTnycka

OTtnyckatloT no peuenty.

IIpousBoauTtenn

AO «®apmacunres», Poccus.

FOpuouueckuit aopec: 664007, Upkytckas o6:., r. UpkyTck, ya. KpacHorsapaeiickas, 1.23,
oduc 3.

Aopec npouzeoocmeennou nrowadku: r. Upkytck, yu. P. JliokcemOypr, a. 184.

IIperensun norpebuTreseii HANPaBJAATH MO ajpecy:

AO «®apmacuntesn, Poceus, r. Upkytck, yia. P. JlrokcemOypr, a. 184

Ten. 8-800-100-1550

Anpec 371eKTpoHHO# noutsl: info@pharmasyntez.com

SKCHEPTHBIM OTUET
[EACTBUTEIEH JUIA JIAHHO

BEPCHM JIOKYMEHTA
o0n0000008
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