COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 13.09.2021 N= 22736

OBILAS XAPAKTEPHCTHKA JIEKAPCTBEHHOFO TIPERAPATA V00T

1. HAMUMEHOBAHMUE JIEKAPCTBEHHOTI O ITPEITAPATA
Arazanasup, 150 mr, kancymsl

AtazanaBup, 200 Mr, Karcymsl

AtazanaBup, 300 Mmr, Karcymsl

2. KAUECTBEHHBIH U KOJIMYECTBEHHBIN COCTAB
JleicTByOIIEE BEIIECTBO: aTa3aHaBUP

ATtazanasup, 150 mr, Kancyasl

1 karicyna comepxkut 150 Mr aTazanaBupa (B BUJIE aTa3aHaBHpa Cybdara).

ATtazanasup, 200 mr, Kancyasl

1 karicyna comepxkut 200 Mr aTazaHaBupa (B BUJIE aTa3aHaBHpa CyJb(dara).

ATtazanasup, 300 mr, Karncyasl

1 karicyna comepxkut 300 Mr aTazanaBupa (B BUJIE aTa3aHaBHpa Cyb(dara).
BcromoratenbHbBIE BENIECTBA, HATMYNE KOTOPHIX HAJ0 YUYUTHIBATh B COCTABE JIEKAPCTBEHHOTO
mpenapara: JIJaKTo3bl MOHOTHIpAT (CM. pasjaensl 4.3, 4.4).

[TonHbIi TepeyeHb BCIIOMOTaTEIbHBIX BENIECTB IPUBENICH B pazeie 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancyns

Arazanasup, 150 mr, kancymasl

TBepawie sxemaTHHOBBIE Karcyiabl Ne 1, ¢ po30BOM HEMPO3payHON KPBIIMIEYKOW H OEJbIM
Henpo3payHbiM KoprycoM. CoJepKuMoe Kalicyll — TpaHyJsT OT Oelloro 10 CBETJIO-KEITOro
ugera. Jlomyckaercs coaepikaHne KOMOUYKOB U CTOJIOMKOB, JIETKO PACHAIarOIIUXCs MPU JIETKOM
HAJABJIMBAHUU CTEKIISTHHOM MaI0YKOM.

Arazanasup, 200 mr, Kancyasl

TBepubie xenatuHoBbIe Karcyibl Ne 0, ¢ opaH)XeBOW HEMPO3padyHOM KpPBIIIEYKOW U OerIbiM
Henpo3payHbiM KoprycoM. CoJepKuMoe Karicysl — TpaHyJsT OT Oeloro 10 CBETJIO-KENTOro
uBera. Jlomyckaercs coaepikaHne KOMOUYKOB U CTOJIOMKOB, JIETKO PacMaJarolIuXcs MPH JIETKOM
HAJAaBJIMBAHUH CTEKIITHHON MATOYKOM.

Arazanasup, 300 mr, Kancyasl

Teepapie xenatuHoBble Kamcynbl Ne 00, ¢ Oenoil Hempo3pauyHOil KpbIIIEYKOM U OenbiM
Henpo3payHbIM KopitycoM. ConepKuMoe Karcysl — IpaHyJsaT OoT Oelloro A0 CBETJIO-KENTOro
nBeta. Jlomyckaercsi copepskaHue KOMOUYKOB M CTOJIOMKOB, JIETKO pacHaJlarolliuXcs MPH JIETKOM

HaJaBIMBAaHUM CTEKJITHHOMN MMaJI04YKO.
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4. KIMHUYECKHUE JTAHHBIE (NOCNEOCBATENEHOCTE 0001)

4.1. IloxkazaHusl K IPUMEHEHUI0

Jleuenne BUY-1 nndexyn, B KOMOMHALIMN C APYTUMHU aHTUPETPOBUPYCHBIMHU IIpenapaTamMu, y
MTALIUEHTOB, paHee MOJy4YaBIIMX WU HE I0JyYaBIINX aHTUPETPOBUPYCHYIO TEPAIIUIO.

4.2. Pe:xuM 103MPOBaHUS U CNIOCO0 NMPUMeEHEeHHUsI

PexxuM J103upoBanus

Pemenune o Hauane Tepanuu NPUHUMAET Bpad, UMeErOMIMHA omnblT JiedeHuss BUY-undexnuu.
D¢ dexTuBHOCTS M 0€30IACHOCTH MPUMEHEHUS aTa3aHaBHpa B KOMOMHAIIMK C PUTOHABHUPOM B
cyTouHol no3e 6onee 100 Mr He W3yueHa; UCHOIB30BAHUE /103 PUTOHABUPA, MPEBBILIAIOIINX
100 Mr B CyTKH, MOXET M3MEHUTh NpPOQHiIb OE30MacHOCTH aTa3aHaBUpPa, MO3TOMY OHO HeE
PEKOMEHAYETCH.

B3pocnvie

Peoicum 0ozuposanus 0na nayuermos, paree He noay4asuiux aHmupemposupyCHyo mepanuro.

- ataza”asup 400 MT OZTMH pa3 B I€Hb BO BPEMS /1Bl
- arazanaBup 300 mr u putoHaBup 100 Mr oauH pa3 B I€Hb BO BPEMsI €]IbI.

Pesicum 0ozuposanus ona nayuenmos, panee noavyasuiux aHmupemposupyCHY0 mepanuio.

- atazaHaBup 300 mr u putoHasup 100 Mr oauH pa3 B IeHb BO BPEMS €IbI.

[Ipumenenune arazaHaBupa ©0e3 pUTOHaBUpa HE PEKOMEHIYeTCs Uil MalUeHTOB C
HEOMaronpusATHBIM BHUPYCOJIOTMYECKUM HCXOJOM paHee MPOBEICHHOW aHTHUPETPOBUPYCHOM
Tepanuu.

Kombunuposannaa mepanus

JIuaaHO3uH: TUIaHO3MH CIIeIyeT IPUHUMATh HATOLIAK, a aTa3aHaBUP - BO BpeMs IpUeMa MUIIH,
MO3TOMY IPpU KOMOMHUPOBAHHOM Tepanuu peKOMEHIyeTcs MPUHUMATh TUAaHO3UH yepe3 2 yaca
IocJie MpUeMa aTa3aHaBUpa C MUILEH.

TenodoBupa nuzompokcuna ¢pymapar: peKOMEHIYeTCs MPUMEHEHHEe KOMOMHAIIMHU aTa3aHaBHUp
300 mr u puronasup 100 Mr coBMecTHO ¢ TeHOodoBHpa Au3onpokcuia pymaparom 300 mr (Bce
mpemnapaTsl CleAyeT MPUHUMATh OJIMH pa3 B JCHb BO BpeMmsi mpuema mnuiu). [Ipumenenue
aTazaHaBupa (06e3 pUTOHABHpPA) COBMECTHO C TeHO(OBHpa AUIOMPOKCHIA (ymMapaToM He
PEKOMEHTy€eTCsl.

Ocobbie T'PYHIIBI TAMWMCHTOB

Ilayuenmsi ¢ noyeyHou HedoCmamoyHoOCmvio

Koppexuust 10361 He TpeOyeTcst Ul NAllMeHTOB, He HaXOAALINXCS Ha TeMOANAIIN3e.

JUId manveHTOB Ha TIeMOJAMAIN3€, PAHEEe HE IOIy4aBIIMX AHTUPETPOBUPYCHYIO TEPAIUIO,
atazaHaBup 300 Mr Ha3HayaeTcs TOJIbKO B KOMOMHALMU ¢ puToHaBupoM 100 mr.

ITanmuenTaMm ¢ TSDKEI0M HOYSUHOM HEAOCTATOYHOCTBIO, HAXOAAIIUMCS HAa TCMOAHUAIIN3C U PAHCEC
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Tayuenmovi ¢ neueHOUHOU HEOOCMAMOYHOCHbIO

Crnenyer coOm0aTh OCTOPOXKHOCTH NMPU HA3HAYCHUM aTa3aHaBHpa 0e3 pUTOHABUpPA MAlMEHTaM
C HapyLICHUSMHU (QYHKUUH TEYCHU JIETKOW WM CpeaHel cTemeHu TspkecTH (kiaace A u B mo
knaccupukamun Yainga-I1e10). [lpun HapymeHnsx (yHKIWW NEUYEHH CPEAHEH CTETEeHH TKECTH
(xmace B no xiraccudukanun Yaitng-I1e10), pekomerayercst CHu3UTh 103y 10 300 MT ouH pa3 B
JeHb. ATa3aHaBUp NpU JFOOBIX PEXUMAax HO3UPOBAHUS MPOTHBOMNOKA3aHO NPUMEHSATH IPH
HapyImeHUsIX (QYHKIUN NedeHu Tsokenor crenenu (kimacc C mo kmaccudukanuu Yainn-I1sro).
[Ipumenenue arazaHaBupa B KOMOMHALIMM C PUTOHABUPOM Y MALUEHTOB C HapyLICHUSIMH
(GYHKIIMM TEYEeHU HE U3y4aJoch, IMOITOMY JAAHHYIO KOMOMHALIMIO CJEIyeT MPUMEHSTh C
OCTOPO’KHOCTBIO y MAIMEHTOB C HAPYLIEHUSMHU (QYHKIMHM IEYEHU JIETKOM CTENEHU TSHKECTU
(kmacc A no knaccuduxanuu Yaina-Ileto), 1 NpoTUBONIOKA3aHO MPUMEHSTH Yy MAlUEHTOB C
HapyUIeHUSIMU (QYHKIHMM TE€YeHH CpeAHed M Tsbkenod creneHu Tskectd (kiacc B u C mo
knaccudukanuu Yaina-I1e10).

Looxcunvie nayuenmoi

Knununyeckue uccnenoBanus atrazaHaBUpa HE BKIIOYAIN JOCTATOYHOE KOJIMYECTBO MAIlMEHTOB B
BO3pacte 65 ner u crapimie.

OcHoBBIBasiCh Ha (PapMaKOKMHETUYECKUX JAHHBIX, KOPPEKLUs J03bI B 3aBUCUMOCTH OT BO3pacTa
HEe TpebyeTcsi.

bepemennocms

Bo Bpems 2 m 3 Tpumectpa OepeMeHHOCTHM KoMOWHamus arta3zaHaBupa B go3e 300 mr u
putoHaBupa B go3e 100 mMr 1 pa3 B CyTKM MOXeT OBITb HEJOCTATOYHO, OCOOEHHO KOTra
aKTMBHOCTb aTa3aHaBMpa WJIN BCErO PEXHMMa MOXKET ObITh CKOMIIPOMETHUPOBAHA JIEKAPCTBEHHON
YCTOMYUBOCTBIO. TepaneBTUUECKH JIEKapCTBEHHBIM MOHUTOPUHI MOXET OCYIIECTBIATHCS IIPH
IIPOBEJICHUU TEPAIIUH.

Puck cHmwKEHHs KOHILIEHTpaluM aTa3aHaBUpa MOXKET OXKMIAThCS B Cllydae, €CJIM aTa3aHaBUP
Ha3HA4aeTcsl COBMECTHO C TeHO(OBHpA [AM3OMNpOKcHIa (ymMapaToM WM AHTarOHUCTAMMU
H2 -rucrammHOBBIX penentopoB. PexoMmenayemast no3a ara3aHaBupa coctaBisger 400 mr
coBMecTHO co 100 Mr puToHaBMpa OJAWH pa3 B JIeHb. TepaneBTHYECKUM JIEKapCTBEHHbII
MOHHUTOPHHI MOKET OCYIIECTBIIATHCSA IPH NMPUMEHEHHMM Ipenapara ATa3aHaBUP COBMECTHO C
TeHO(oBHUpa TU30NpoKcUiIa pymapaToM WiH OnokaTopaMu H2 -rucTaMHHOBBIX PELIEITOPOB JUIS
o0ecriedeHus1 aJIeKBaTHOI'O peXHMa J03upoBaHus. He cyliecTByeT JOCTaTOYHO AAHHBIX JUIs
TOr0, 4TOObI MOXXHO OBUIO PEKOMEHJOBaTh OJHOBPEMEHHOE IPUMEHEHHE aTa3aHaBUpa C
PUTOHABUPOM, TEHO(POBHpA AM3OIMpPOKCHIa (yMapaToM M aHTaroHuctamu H2 -rucTaMMHOBBIX

PEUCIITOPOB Y 6epeMeHHLIX JKCHIIIMH, paHCC TIOJYYaBHIUX AHTHPECTPOBHUPYCHYIO TCPAIIUIO.
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Bcnen 3a BO3MOXKHBIM CHHKEHMEM KOHLIEH[paLiy '@f&é&ﬂ%ﬂlgﬁ%ﬁﬁb'ﬁcgTfp'ﬁh'%l%pax

0epeMEeHHOCTH BO3MOYKHO IOBBIIICHHWE €r0 KOHIEHTPAllMW B TEYCHHE NEPBBIX JABYX MECAIEB
1ocje poOJOB, TMOATOMY ClEAyeT OOeCHeuuTh TIIATeIbHOe MEAMLIMHCKOE HaOIIoIeHne 3a
MAIMEeHTKON Ha IpeMET BBIABICHHUS MOOOYHBIX peakiuii. B mociaepo1oBoM nepuoje manueHTKH
JOJDKHBI TIOJTyYaTh TE€ K€ camble J03bl, YTO U HeOepEeMEHHBIEC, BKIIIOYAs TE€X, KTO COBMECTHO
MOJTy4YaeT MpenapaThl, CHIKAIOIINE KOHIEHTPAIIMIO aTa3aHaBHPa B KPOBH.
W3-3a BO3MOXHOTO PUCKA Pa3BHUTHUS TSDKEIOH TUNEpOMIMpPYyOMHEMUN M MOTEHIUAIBHOTO PHCKA
Pa3BUTHS SJIEPHON KEINTYXH Y HOBOPOXKACHHBIX HEOOX0AUMO HAOIIOJICHHE 32 HUMH B TEUCHHE
MEPBBIX JHEH JKW3HW; B TIPEAPOJOBOM TMEPUOJE CIIEAYeT OOECIEYUTh JIOTIOJHUTEIbHBIN
MOHHUTOPHHT TUIOJA.

eTH
ATazaHaBUp HazHayaeTcs JETsIM B KOMOMHAllMM C pPUTOHaBUpOM (B ¢dopMe Kamncya WIH
Tabnetok). O6a mpemapara cieayeT MPUHUMATh OJJHOBPEMEHHO, OJTWH pa3 B JCHb BO BPEMSI €JIbI.
Jlo3b1 aTazaHaBUpa IS ACTEH C MAccoil Tesna He MeHee 35 Kr yka3aHbl B TAOJIUIIE HIDKE, JO3BI
JUTSL IETeH He JOJDKHBI TIPEBBINIATE 703, TPUMEHSIEMBIX JUIS JICUCHUS B3POCIBIX MAIUEHTOB.,

Taouauna 1. Pacyer 103 atazanaBupa 1Jis JeTeil o Macce TeJia.

Macca Tena (kr) Jo3a atazanaBupa (mr) lo3a puronaBupa (Mr)

> 35 300 100

Cnocob mpuMeHeHus

[IpenmapaT npuUHUMAIOT BHYTpPb, LIEMKOM, HE pa3KeBbIBas, B COCTaBE KOMOMHHPOBAHHOMU
TeparnuH.
4.3. IIpoTBONOKA3aHUSA
e [ unepuyBCTBUTEIBHOCTH K aTa3aHaBUPY WU JIIOOOMY IPyroMy KOMIIOHEHTY Ipernapara;
e Hapymenuss pynkiuu neuenu tspkeno crenenu (kiaacc C mo kinaccudukanuu Yaiina-
[1p10) mpu MHOOBIX pexUMax JO3UPOBAHUS;
o KomOuHaius ara3aHaBUpP/pUTOHABUDP Yy MALMEHTOB C HAPYHICHUSIMH (YHKIMHU MEUYECHU
cpenHeil u Tskenoi crenenu TsokecTH (kinace B u C no kinaccuduxarnun Yaitna-I1s10);
e Penko BcTpewaromiascsi HAcIEACTBEHHas HENEPEHOCHMOCTh TalakTo3bl, JAeUIuT
JIAKTa3bl JIONapel WK TIII0K030-TalaKTO3Has MajabaOCcopOIus;
e VY NanueHTOB C TSXKEIOW MOYEUYHON HEAOCTATOYHOCTBHIO, HAXOASIIMXCA Ha TEMOANAIN3E
Y paHee MOoJIy4YaBIIMX aHTUPETPOBUPYCHYIO TEPAIHIO;
e ArtazaHaBup B KOMOWHAIIUU C aCTEMHU30JIOM, TephEeHAANHOM, IIU3ATPUIOM, TUMO3UIOM,
OenpuaAnIoM, XUHUAUHOM (B TOM 4YHCIE i1 KOMOWHAIIMM aTa3aHaBUP/PUTOHABUD),

TpUua3ojaMmoM, MHUIAA30JIaMOM (I[J'I}I npuema BHy'TpL), NMPOU3BOAHBIMU SproTraMuHa
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(0co6eHHO HProTaMHHOM, AUTUAPOIPIO] aMHHOM:,llII;II:;YME%I\I%k%&BﬁMEbM),

npenaparamMu  3Bepo0osi mpojsipsiBiieHHOro, uHruouropamu ['MI-KoA-pemykra3ssl
(cMMBacTaTMHOM, JIOBACTATHHOM), KBETHAlMHOM (B TOM 4YHCJI€ B KOMOHWHAIIMH C
PUTOHABHPOM), PUPAMIHUIIMHOM, ai(y303WHOM, CHiaeHapmIoM (NIpU €ro Ha3HAYCHUU
JUIS JICUEHUS JIETOYHOM apTepUaIbHOM MMIIEPTEH3UN );
e Jletu c Maccoii Tena MeHee 35 KT,
4.4. OcoOble yka3aHusi 1 Mepbl MIPeI0CTOPOKHOCTH NPU NPHMEHEeHUHU

C 0CTOPOKHOCTELIO

— caxapHbIi 1ualder;

— TUIEPTIIUKEMUS;

— JIUCITUTIUIEMUS,

— runepomInpyOuHeMus;

— HedponuTHas;

— BUPYCHBIE TEIaTHUTHI;

— XPOHHMYECKHI aKTUBHBIN I'€NaTHUT;

— HapyuieHus: QyHKIHMM TEeYEHH JIETKOW U cpelnHel cTemeHu TshkecTH (kjmacc A u B mo
knaccudukanuu Yaitna-I1e0) (s atazanaBupa);

— HapyuleHus: (QyHKIMU NEYEHU JIeTKOW CTENeHH TshkecTu (Kiacc A mo kiaccuduxanuu
Yaitna-ITer0) (st KoMOMHAIIMK aTa3aHaBUP/PUTOHABHUD);

— remodunus A u B;

— CHHJIPOM BpPOXKJACHHOTO yyinHEeHUs nHTepBaiia PR u PQ;

— COBMECTHOE€ NPUMEHEHHE ara3aHaBupa C Impenapatamu, ymaussomuMmua PR u PQ
WHTEpBaJI (HampuMmep, aTeHOJIO0N, TUITHA3eM, BeparaMull);

— CHHJPOM BPOXJIEHHOTO y/uinHeHus: uHTepsaia QT;

— MOHIKEHHAs! KUCIIOTHOCTH JKETYJIOYHOr0 coKa (MoBbIlIeHHE 3HaueHUs pH xenrya04Horo
COKa);

— COBMECTHOE IPUMEHEHUE C UHAUNHABHUPOM, UPUHOTEKAHOM, HEBHUPAITUHOM, 3(aBUPEH30M,
TIIIOKOKOPTUKOCTEPOUIAMHU,  BOPHUKOHA30JI0M,  CAJIMETEPOJIOM,  KIAPUTPOMUIIMTHOM,
OorenpeBUpoM,  TeHOGOBUpAa  TU3OMPOKCHIA  (yMapaToM,  KapOaMmazemuHOM,
(denuTonHoM, ¢eHoOapOuTAIOM, JIaMOTPUIKUHOM, IHKIOCTIOPUHOM, TaKpPOIUMYCOM,
CHPOJIMMYCOM, aMHOJAPOHOM, JIUJAOKAMHOM (Ui MapeHTEepaIbHOrO MPUMCHEHHS),
¢dbayTukaszoHoMm, cuiaeHaduiaoM, TagamapuiIoM, BapaeHadUIOM, aTOPBACTATHHOM,
MPaBACTATUHOM, ¢dryBacTaTHHOM, OymnpeHopuHoOM, cyOcTpaTtamu IPYTUX

n3zodepmenToB nuroxpoma P450 (CYP).
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HasHaueHHe aTa3aHaBHpa HELenecoobpasHo maumenTaM d MHOKEETBEHHOMN PEIMCTERTHOCTEIO K

uaruburopam mporeazsi BUY (6onee 4-x wmyranuii). Beibop artazaHaBupa Uisl JICYCHHS
MAIMEHTOB, paHee IMOJYYaBIINX AHTHPETPOBUPYCHYIO TEpaluio, IODKEH O0a3upoBaThCs Ha
JAHHBIX UHJIMBUYaJIbHOW PE3UCTEHTHOCTH U PE3YJIbTATOB MPEALIECTBYIOLIETO JICUEHHUS.

Xots 3(hdexkTuBHOEC TOAABICHHE pEIUIMKAMK BUPyCa aHTHPETPOBHPYCHOW Tepamuei
3HAYUTENIbHO CHMIKAeT puck nepenaun BIY Bo Bpems moJ0BOro KOHTAKTA, MOJHOCTbIO PUCK
nepeaayr UCKIIOYUTh HENb3sl, B CBSI3M C YeM TpeOyeTcsi COOMI0AAaTh MEPhl MPEIOCTOPOKHOCTH
(ucnosib30BaHME OAPHEPHOTO METOIA).

O¢ddexTuBHOCT, U 0€30MAaCHOCTH MPUMEHEHUS aTa3aHaBUpa B KOMOMHAIIMM C PUTOHABUPOM B
cyTo4HOHM no3e Oonee 100 Mr He M3yuyeHa; MCHOIb30BAHUE /103 PUTOHABUPA, MPEBBIIIAIOIINX
100 Mr B cyTKH, MOXKET U3MEHHUTH TPO(1IIb 0€30MacHOCTH aTtazaHaBupa (modouHbIe YPPEeKThI co
CTOPOHBI  CEPJEYHO-COCYJAUCTOM CUCTEMBI, TUNEPOMINPYOHHEMHUS), I[O3TOMY OHO HE
pexomenayetcs. TOJbKO MpU COBMECTHOM IPUMEHEHUM KOMOWHAIMKM aTa3aHaBUp/PUTOHABUD U
s¢aBupeH3a BO3MOXKHO yBelIMuYeHHe /103bl putoHaBupa 10 200 Mr 1 pa3 B CyTKH, HpU ITOM
He00X0MMO 00eCeYnTh KIMHUYECKU MOHUTOPUHT MallleHTa.

CaxapHslil 1na0eT/THHEPTINKEMUI

Ha ¢one neuenus unruburopamu mnporeazsl BUY y nHexortopsix BUY-nHdunupoBaHHbIX
MAlMEeHTOB OTMEYEHbl TMIEPIIIMKeMHUs, BOSHUKHOBEHHME CaxapHOro auabera uiaum oOoCTpeHue
yKe HMelolerocs caxapHoro auabera. B HeKOTOphIX ciydasx oTMedalcs Aua0eTHYecKUid
keroanu03. [I[puunHHO-CIIeICTBEHHAS CBSA3bh MEXIy Tepanueid MHruonTopamu rpoteassl BUY u
STUMHM CITy4asMU HE YCTaHOBJICHA.

T'emodunus

VY manmenTtoB ¢ reModunuerd Tuna A u B Ha ¢doHe nedeHuss mHruOMTOpaMu mnpoteazsl BIUYU
OTMEYAJIUCh KPOBOTEUYECHHS, B TOM YHUCJIE CIIOHTAHHBIE KOXKHbIE KPOBOUBIUSHUSA U FeMapTPO3bl.
HekoTopsiM U3 3THX MaMeHTOB TpeOOBaIOCh BBeAeHHE (dakTopa cBepThiBaHus kpoBu VIII. B
OOJBIIMHCTBE CIIy4yaeB JiedeHHe UHruOuTopamu mpoteazsl BUU Obulo mpomoikeHo wiu
BO30OHOBIIEHO TOocie TmepephiBa. [IpUYMHHO-CIIEACTBEHHAsT CBS3b MEXKIY Tepanuen
uHruburopamu npoteassl BUY u 3TiMu ciiy4asiMu He yCTaHOBJICHA.

[Tarmentsl ¢ remodunmeit Tina A W B 10mWKHBI OBITH OCBEIOMIJIEHBI O BO3MOXHOCTH
MOBBIIIEHHOW KPOBOTOUUBOCTH.

IlepepacnpeneaeHre )KUPOBOM KIESTYATKU (J'II/IHO,Z[I/ICTDOd)I/IH)

OTmedanuch €IMHUYHBIE CITydad IEepepaclpefesieHus KUPOBOM KIETYATKH, YTO IPOSBIAIOCH
OKHPEHHEM IO LEHTPAJIbHOMY THUILY, YBEJIMYEHUEM JKUPOBOM KJIETYATKU B JOPCOLEPBUKAIBHON
30He («OyHBONMHBIA TropO»), MOXyAaHHWE KOHEUHOCTEH W JMIa, YBEIUYEHUE TPy,

(KYIIUHTOUJHOC JIUIIO». HpI/I‘{I/IHHO-CHeI[CTBeHHaSI CBA3b MCKIAY TepaHHeﬁ HHI I/I6I/ITOpaMI/I
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(MOCNEOCBATENEHOCTE 0001)

nporeassl BUY u oaTuMu ciydassMu HE yCTaHOBI[EHa.

[TarenTsl ¢ (hakTopamMu pHCKAa OTHOCHUTENIBHO PA3BUTHUS JTUNOAUCTPOGUH (TOXKHUIONW BO3pAcCT,
JUTUTENIbHBIA TIPUEM TPOTUBOBUPYCHBIX IMpPENapaToB, HAPYIICHUS OOMEHA BEILIECTB) JIOJDKHBI
[OJUIEXkKATh KIMHUYECKOMY OOCIEIOBaHMIO, BKJIIOYAs BHEIIHIOK OLEHKY IepepaclpenciacHUs
KUPOBOU KJIETUATKH.

MertabosimuecKrue napaMeTpsl / BEC TEaa

Bo Bpemsi aHTUPETPOBUPYCHOM TEpAllMM MOKET OTMEUYaTbCs IOBBILICHHE BECa TeEJd, YPOBHS
JIMIIKUIOB W TJIFOKO3bI B KPOBH. Takue M3MeEHEHUS MOT'YT 6I)ITI) O6YCJ'IOBJICHI)I IMPOBCACHUCM
Tepanmuyd OCHOBHOTO 3a00JieBaHUsA, a Takke oOpa3oM ku3HU. KOHTpOnb 3a IMNUIaMu |
TJIFOKO30M KPOBH OOECIEYMBAETCA COIJIACHO peKoMeHaausM mo JjiedeHuto BUY-undexumm.
Hapymenust oOMeHa KupoB J10JIKHBI KOHTPOJIUPOBATHCS COTJIACHO KIIMHUYECKON mpakTuke. [lpu
MPUMEHEHUH KOMOMHMPOBAHHOM AHTUPETPOBUPYCHOW Tepaluu, BKJIIOYas TaKKe COBMECTHOE
IMPUMECHCHUE C OPpAJIbBHBIMU KOHTpAUCTITUBAMH, OTMCUAJIMCH CITy4Yan Pa3sBUTHUA AUCIUIIUICMHUHN.

CHHIIpOM BOCCTAaHOBJICHUS HIMMVYHHUTETA

Pa3Butne CUHJApOMAa BOCCTAHOBJICHHWSA HMMYHUTETA OTMECUYAIOCh Yy IMMAIIMCHTOB, ITOJYYaBIIWX
AHTUPETPOBUPYCHYIO TEparuio, BKIoUas arazaHaBup. Y BUY-mHbUIIMPOBAHHBIX MAIMEHTOB B
pe3ynbTare OTBeTa MMMYHHOH cCHUCTEMbl B Hadaje KOMOWHHUPOBAHHON AaHTHUPETPOBUPYCHOU
TEpallii MOT'YT MOSABUTHBCA ITPU3HAKH BOCHAIUTETLHOHN p€akuuu B OTBET Ha IPOTCKAIOIIHUC
0ECCHMNTOMHO WJIM OCTAaTOYHBIC OMIOPTYHUCTHUYECKHE WHPEKINH (IIUTOMETAIIOBUPYCHBIN
PETUHUT, T'CHCPATTU30BAHHBIC W/UIA JIOKAJIbHBIE MI/IKO6aKTepI/IaJ'IBHBIe I/IH(beKI_[I/II/I, BBI3BAHHBIC
Mycobacterium avium, mueBMoHus, BeI3BaHHAs Pneumocystis carinii, Pneumocystis jiroveci wiun
TyOepKyJie3), KOTOPhIE MOTYT IIPUBECTH K PA3BUTHIO CEPHE3HBIX KIMHUYECKUX IMOCICACTBUN WUITH
YXYAIICHUIO COCTOSHUA 0oabHOr0. OOBIYHO TaKHeE pP€aKknun pa3BHUBAKOTCA B TCUCHUC IICPBBLIX
HECKOJIBKUX HEACIb NI MECALICB C Ha4daJla JICUCHUS. I[OJ'DKHO OLITH IIPOBECACHO 06CJ'ICI[OBaHI/Ie u
COOTBETCTBYIOIICC JICUCHUC.

OTMevanuch Ciay4ad ayTOMMMYHHBIX 3a0oseBanuii  (Hampumep, Oone3np ['peiiBca),
BO3HUKABIIHWEC IIpH BOCCTAHOBJIICHMH HWMMYHHUTCTA, OAHAKO BPCEMA Hadalla pPAa3BUTHUA TaAKUX
3a00JIeBaHUl BapbUpPOBAJIOCH Y PA3HBIX IMAIIMCHTOB W MOIJIO HACTYIIATh YCPE3 MHOI'0O MCECALICB
IIOCJIC HadaJla TCpallui aTa3aHaBHUPOM.

IleueHoYHAs HEAOCTATOYHOCTh

ATEBaHaBI/Ip MeTa60J’II/ISI/IpyeTC$I, T'JIaBHBIM O6p330M, B IICHYCHU, IMIO3TOMY Yy MAIUCHTOB C
MIEYCHOYHOM HEIOCTATOYHOCTHIO npemnapar cjaeayer HNpUMCHATL € OCTOPOXHOCTbIO H3-3a
BO3MOKHOI'O YBCIIMUCHUS €TI0 KOHICHTPAlIHUH.

YV mamueHToB ¢ YKC Cy'H_IeCTBYIOH_[eﬁ ,Z[I/IC(I)YHKHI/IGI\/’I INCYCHH, BKIIFOYas AKTHUBHBIN XpOHI/I‘leCKI/Iﬁ

rérnaTuT, MNOBBIMIACTCA YaCTOTa pPa3sBUTUA HapyIJ_ICHI/Iﬁ (I)yHKLII/Iﬁ MEYCHU IIpU MPOBCACHUU
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KOMOWHUPOBAaHHON aHTUPETPOBUPYCHON Tepajuu. B @%ﬁ-@%“g%li%%g :'p'%;';—r'ﬂ’-’[pHo

Ha0JI0/1aTh 32 COCTOSIHMEM TaKHUX MAIMeHTOB. B ciydae yXyAlleHHsS COCTOSIHUS MOXET OBbITH
IIPUHATO PELICHHUE O IPUOCTAHOBKE WIH IIPEKPALCHUU TEPAMU aTa3aHABUPOM.

VY nanueHToB ¢ BUpycHbIM rematutoM B wim C wiaM OTMEUEHHOW [0 Haudaja JIeYEHHS
MIOBBIIICHHOW AaKTUBHOCTBIO TPAaHCAMMHA3 IPUCYTCTBYET PHUCK JaJbHEHIIErO IOBBIMICHUS
aKTUBHOCTH TpaHCAMHMHA3 WM JACKOMIEHCAUWH (YHKIMMA TE€YeHH. Y TaKuX TalueHTOB
na00paTOpHBI MOHUTOPHHT (DYHKIIMH TI€YCHH JOJDKEH OCYIIECTBISTHCA TEpel Ha4aJoM H BO
BpeMsI IPOBEJCHUS TEPAIIUU aTa3aHABUPOM.

TloyeyHas HEJOCTATOYHOCTDH

JInsi manMeHToB, HE HAXOMIIMXCS Ha TeMoauanuie, He TpeOyercs KOppeKiuu 1o3bl. st
MAIMEHTOB HA T€MOJHAIIN3E, PAHEE HE MOJYyYaBIIMX aHTUPETPOBUPYCHOM TEpaIvu, aTa3aHaBUp
Ha3HA4YaeTCs TOJHKO B KOMOUHAIIMK C PUTOHABHUPOM.

[TarmenTam ¢ TSKETON MOYEUHOW HEAOCTATOYHOCTHIO, HAXOMAIIMMCS HA TEMOJUAIN3E U paHee
MOJYyYaBIIUM aHTUPETPOBUPYCHYIO TEPAINHIO, aTa3aHABUP MPUMEHSITH TPOTUBOIIOKA3aHO.

T'unepOmnupyOnHEMUs

Y manweHToB, TOJYYaBIIMX aTa3aHaBUP, OTMEUAIUCh CIydan OOpaTUMOTO YBEIUUYCHUS
HempsiMoro  (cBoOogHOTO)  OMMpyOmHA,  CBsi3aHHOTO ¢ WHTHOMpoBanuemM Y JID-
rmokyponosmwitpanchepassl  (YI'T). Cnemyer ydecTb, 4YTO yBEIWYEHHWE AKTUBHOCTH
TpaHCaMHMHAa3, OTMEYalolleecs] MPHU IOBBILIEHHOM OWIMPYOMHE y MalUEHTOB, MOIYYarolInX
aTazaHaBUpP, MOXKET OBbITh BBI3BAHO JPYrMMH 3a00JIEBAHUSIMH, TaKXKe COMPOBOXKIAIOLUIUMUCS
runepOmnupyOnHemMueil. AlbTepHaTUBHAS AHTUPETPOBUPYCHAsSI Tepamusl aTa3aHaBUPy MOXKET
OBITh PAacCMOTpEHA, €CIIM JKENTyXa WM MOKEITCHHUE CKIEp SIBISIIOTCS HENPUEeMJIEMBIMH IS
nanueHTa. CHIKEHHE J103bl aTa3aHaBUpPa HE PEKOMEH/IyeTCsl, TOCKOIbKY 3TO MOXKET MPUBECTH K
norepe TepaneBTuyeckoro 3dexra u pa3BUTUIO PE3UCTEHTHOCTH.

Her nonrocpounsix AaHHBIX O O€30MACHOCTH NMPUMEHEHHSI y MAllMEHTOB, UMEIOIUX JUTUTEIHHO
COXPAaHSIOIIYIOCS KOHIIEHTpaIUIo OmnpyOuHa, 0oJiee 4eM B 5 pa3 MpeBbIIIAIOIIYI0 HOPMY.
NuauHaBup Taxoke MOXKET ObITh MPUYMHON YBEIHMUYEHUS HEMPsAMOro (cBoOOIHOr0) OunupyounHa,
CBsA3aHHOTO ¢ wuHrubupoBanuem Y ®d-rmokyponosunrpancdepassl (YI'T). Ilosromy ero
COBMECTHOE IPUMEHEHUE C aTa3aHaBUPOM HE PEKOMEHIOBAHO.

Vmuaenne PQ u PR narepBana

AtazaHaBup MoxeT ymauHAT PQ u PR wuHTepBanm y HekoTopbix mnamueHtoB. Cremyer
COOJII0ZIaTh  OCTOPOYKHOCTh MpHU TNPUMEHEHHWH I[Ipernapara y NalMeHTOB C HapylIEeHUSIMH
CepACYHON NPOBOJUMOCTH (HampuMmep, aTpuo-BEHTpUKYIsipHas Onokazaa, |l u Il cremenn).
Cnenyer coOnrofaTh  OCTOPOKHOCTb IPU  COBMECTHOM TNPUMEHEHUHM  aTa3aHaBHpa C

npemnaparamu, y oy PQ uHtepsan (Hanpumep, aTeHo0, AUITHA3EM, BeparnamMu).
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(MOCNEOCBATENEHOCTE 0001)

Yumaenne QT marepsana

Otmeuvanucy ciydyan yanuHeHust QT uHTepBana y HEKOTOPHIX MALIMEHTOB B 3aBHCHUMOCTH OT
1036l aTasaHaBupa. CremyeT coOmoaTh OCTOPOXXKHOCTh INPH MNPUMEHEHHH IIpernapara y
MALMEHTOB C HApYLIEHUSMHU CEPAECUHOM NPOBOIMMOCTH (HAaIpUMEP, aTPUOBEHTPUKYJISIPHAS
omokama Il u 11l crenenn minm Grmokama mydka ['mca), m Ha3HAYaTh Ipemapar TOJIBKO B Cliydae,
€ClIi IOTEHLHUaJbHAasl I0JIb3a IPEBBIIAET BO3MOXKHBIM PHCK OT IPHUMEHEHHUs aTa3aHaBHpa.
Crnenyer coOmomaTe OCOOYIO OCTOPOXXHOCTH IPH COBMECTHOM IPUMEHEHUH aTa3aHaBHpa C
npenaparamu, ymmmasonmva QT wHTepBan (Hampumep, KIAPUTPOMUIMH, CAIMETEPON), a
TaK)Ke y MalMeHTOB ¢ (aKTopaMu pUCKa, TAKUMHU Kak OpaauKapIus, BPOXKJECHHOE yIJIMHEHHE
nHTepBana QT, HapymIeHNs IEKTPOIUTHOTO OaslaHca.

Chinb

Makynomnamysne3Hasi Chlllb, OOBIYHO OT JIETKOW 10 CpPEeIHEW CTENeHU, MOXET HaOoIaThCi B
TE€4YeHHE MEPBBIX 3 HeeNb OT Hayalla Teparuy aTa3aHaBUPOM.

OtmeueHo Taxke pa3BuTue cuHapoma CtuBeHca-/[)KoHCOHa, MyIbTHU()OPMHON 3SPUTEMBI,
TOKCUYECKOW KOXXHOM CBIIM U JIGKAPCTBEHHOW CBIMKU C HO3MHODUIMEN U CcHCTEMHOMN
cumntomatukoit (DRESS-cunapom). [lanmenTs! AOMTKHBI ObITh MPEIyIPEXACHBI O BO3MOKHBIX
MpPU3HAKaX U CUMIITOMax pPa3BUTHUS ChIMU. BO3MOXKHBIE KOKHBIE PEAKIMH CIEAYeT TUIATeIbHO
MOHUTOpPUPOBaTh. [IpuMeHeHne npenapara JOIKHO ObITh MPEKPAIIEHO P PA3BUTUU TSDKEIION
CTETICHH CBINU. TIIaTeapbHbId KOHTPOIb 3a COCTOSIHUEM KOKHBIX IIOKPOBOB IIO3BOJISIET IIPOBECTH
PaHHIOI  JMAarHOCTUKY M HEMENJICHHO  IPUOCTAaHOBUTh IIPUEM  IOJO3PHUTEIBHOIO
JIEKapCTBEHHOT'O cpeAcTBa. [laleHThl, y KOTOpBIX paHee ObIJI0 OTMEUYEHO PAa3BUTHE CHUHApPOMA
Crusenca-/>xoncona 1 DRESS-cunapoma, acconmupoBaHHOe ¢ aTa3aHaBUPOM, HE MOTYT CHOBa
IIPUMEHSATH €r0 MOCJIEC IPUOCTAHOBKY JICUCHHUS.

He(bDOJ'II/ITI/Ia3 " XO0JICJIUTHAa3

B X0A€ MOCTPEruCTpallMOHHBIX I/ICCJ'IG,I[OBaHI/Iﬁ 1o 0e30IacHOCTH IIPUMCHCHU aTa3daHaBHpa
BI/II’I-I/IH(bI/ILII/IpOBaHHLIX ManMCHTOB OTMCYAINCH ClIy4dan HC(prJ'II/ITI/IaSa H/MI XOJEINTHA3A.
HeKOTOpHM nanucHTam HOTpe6OBaJ'IaCB rocrnuraiu3anusa [l IIPOBCACHHA H606XOHHMOﬁ
TEpalliu, Y HCKOTOPBIX MAIUCHTOB Ha6J'IIO,Z[aJ'II/ICB ocloxxHeHus. B HCKOTOPBIX CIIy4dasaX pa3BUTUC
He(prJ'II/ITI/IaSa COIIPOBOKIAIOCH OCTpOI71 MMOYEYHOH HEAOCTATOUYHOCTHhO U HAPYIICHUCM pa6OTI>I
ITOYCK. HpI/I HaJIW4nuyu CHMIITOMOB He(prJ'II/ITI/IEBa W/WIIH  XOJICNIMTHA3a CJIeayeT BpPCMCEHHO
IpepBaTh TCPAIINIO WUJIH ITOJIHOCTBIO IPCKPATUTD IIPUCM TIpCIIapara.

OHOBPEMEHHbBIN IPUEM ¢ IPYTUMH JIEKAPCTBEHHBIMU IIpeapaTaMu

He pexoMeHyeTcss 0IHOBpPEMEHHOE IPUMEHEHUE aTa3aHaABUPA C amopeacmamuHoM.
IIpu He0OXOAUMOCTH IIPUEMA 2TTOKOKOPMUKOCMEPOUO08 PEKOMEHTyETCsl IPUEM penapaToB, He

apisitoruxcs cyocrparamu nzopepmenta CYP3A4 (Oexnomerason).
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[TockonbKy aTazaHaBUP META0OIUZUPYETCS B ( CHOBHOW%EM%T@&S%%JQ 'jéWiBA4

COBMECTHOE MpPHMEHEHHE aTa3aHaBUpa M JICKAPCTBEHHBIX IPENapaTtoB, HWHAYIHPYIOIIUX
nzopepment CYP3 A4, He pekoMeHayeTCH.

Hesupanun, sBnssice naaykropoMm usopepmenta CYP3A4, cHmwkaer neiicTBUE aTa3aHaBUpA.
Kpome Toro, m3-3a yBeNMYEHHs KOHIEHTpAIMM HEBHpANMHA BO3PACTACT €r0 TOKCHYHOCTD,
MOSTOMY JITaHHAsE KOMOWHAIUS HE PEKOMEHTyeTCsl.

KoMOuHMpOBaHHAs Tepanwus aTa3aHaBUPOM H 9¢hasupen3om PUBOJUT K YMEHBIICHHUIO Y deKTa
aTazaHaBUpa, IOITOMY €€ cieayeT uzberarb. Eciu npuMeHeHHEe JaHHOW KOMOWHAIUU
aOCONIOTHO HEOOXOAMMO, pa3pemiaeTcss €€ TNPUMEHSTh TOJBKO y TAlWeHTOB, paHee He
MOJIy4aBIINX aHTUPETpoBUpYcHOU Tepanuu. [Ipu stom atazanasup 400 mr u putonasup 200 mr
HA3HAYAIOT B BUJIE OJJHOKPATHOM JTO3BI BO BPEMS €IIbl, a d()aBUPEH3 - HATOIIAK, TIEpE/ CHOM.
CoBmecTHOE mpuUMeHEHHE gopuxonazona (200 mMr 2 pa3a B JeHb) C KOMOWHalMeu
aTa3aHaBHUP/PUTOHABUP y TAINMEHTOB C KaKk MHUHUMYM OJHHUM (YHKIHMOHAJIBHBIM aJuIeieM
nzopepmenta CYP2C19 npuBoauiio K CHUKEHUIO KOHLIEHTpAIMi BOPUKOHA30JIa U aTa3aHaBHpa
B mia3mMe KpoBu. COBMECTHOE MpUMEHEHHe BopukoHazona (200 mr 2 pasa B JACHB) C
KOMOWHAIMel aTa3aHaBUpP/PUTOHABUP Yy TMAIHMEHTOB 0e3  (yHKIMOHAIBHOTO  ajlIels
m3odepmerta CYP2C19 npuBoauiIo K MOBHIIEHUIO KOHIICHTPAIIMA BOPUKOHA30J1a M CHUKEHHUIO
KOHIIEHTpAllMKl aTa3aHaBupa B IU1a3Me KpoBU. CoOBMECTHOE NpPUMEHEHHE BOPHUKOHA30JIa U
KOMOMHAIIMM  aTa3aHaBUP/PUTOHABUP PEKOMEHIYETCs TOJbKO B TeX Cclydasx, Koraa
MOTEHIIMATIbHAS 10JIb3a MPUMEHEHHsI BOPUKOHA30IIa IpeBbiiaeT puck. [Ipu mpuMenennn takoi
KOMOMHHPOBAHHOM Tepanuu HEOO0XOAMMO MPOBOJUTH TIIATEIbHBI MOHUTOPUHI MOOOYHBIX
3¢ deKToB BOpPHKOHA30j7a, a Takke 3()PeKTUBHOCTM BOPUKOHA30J]a U aTa3aHaBUpPa, KOTOpHIE
MOTYT CHUXKaThCS.

Cunoenagpun, maoanaghun, eapoenaghun: Ipu COBMECTHOM NMPUMEHEHHH HHTHOUTOPOB TIPOTEa3bl
BUY ¢ uarn6uropamu dochoaudcrepasbi-S, Mmeradonuzupyomumucs nzopepmentom CYP3A4
U TPUMEHSIEMBIMU ISl JICYCHHUS SPEKTWIbHONM AMCPYHKIMHU, BO3MOXKHO 3HAUYUTEIHHOE
yBEJIMUYEHUE KOHIICHTPAMM HUHTUOUTOPOB (ochoanudCcTepasbl-5 U yCUICHHE HX MOOOYHBIX
3¢ dexToB, CBsA3aHHBIX C HWHruOMpoBaHWeM (ochoamdcTepaspl-5 (HaMpUMep, TUIIOTEH3HS,
MIpHANK3M, HapYyILIEHUS 3PCHHUS).

[Ipumenenue KOMOHMHAIINH aTa3zaHaBUP/PUTOHABUP COBMECTHO ¢ pnymukazona
NPONUOHAMOM UNIU opyaumu 2/IIOKOKOPMUKOCIEPOUOAMU, MemabonuUPYIOWUMUCS
uzogpepmenmom CYP3A4, He pPEKOMEHIIOBAaHO M BO3MOXKHO TOJIBKO B TOM CIy4ae, €CIHU
MOTEeHIIMANbHAS noib3a  Teparnuu MPEBBIIIAET  PHUCK CHCTEMHBIX 3P dexToB
TIIFOKOKOPTUKOCTEPOUIOB, BKIIOUass cuHapoM KymmHra u mnoaaBineHue (YHKIUU KOPBI

HaAIIOYCYHHUKOB.
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COBMECTHOE  NPUMEHEHHE CaiMemepord i hrazaHabipa - fe— - peromeIiosdnd" B - By

MOBBIIIEHHOTO PHUCKAa Pa3BUTUSA MOOOYHBIX 3((PEKTOB €O CTOPOHBI CEPACYHO-COCYAUCTOU
CUCTEMBbI, CBOMCTBEHHBIX CAJIMETEPOILY.

Bo Bpems 1edeHMs ara3aHaBUpOM HE PEKOMEHIYETCS OJHOBPEMEHHOE Ha3HAuEHUE
UH2UOUMOPO8 NPOMOHHOU nomnel. VIX Ha3HAYAIOT TOJBKO B TOM CIIydae, €ClId UX MPUMEHEHHE
KpailHEe TMoKa3aHO. PexkoMeHayeTcss THIATEIbHbIA KIMHUYECKUA MOHUTOPUHI COCTOSHUS
MaryeHTa u MpuMeHeHne KomOouHanuu arazanasup 400 mr/putonasup 100 Mr ¢ omenpasoyiom B
MaKCUMaJbHOU 103€ 20 MI O/IMH pa3 B JIeHb (WIK JPYTMM IpernapaToM U3 rPpyIIbl HHTHOUTOPOB
MIPOTOHHOW MOMIIBI B 3KBUBAJIEHTHOH 103€). He pekoMeHayeTcss MpUMEHSITh OMENpaso B 103€
6onee 20 mMr B AeHb (WM APYroil mpenapar U3 TPyNmbl UHTMOUTOPOB MPOTOHHOM MOMIIBI B
SKBUBAJICHTHOM /103¢€).

CoBMecTHOE NMPUMEHEHUE aTa3aHABUPA C 2OPMOHANbHbIMU KOHMPAYENMUSAMU UIU OPATbHbIMU
KOHMPAyenmusHuIMU CpeoCmeamu, CoAepKalluMi IPOrecTOreHbl, OTINYHbIE OT HOprecTuMara
WM HOPITUHPOHA, HE U3Yy4aJIOCh U MTO3TOMY HE PEKOMEH/I0BAHO.

IlonmxeHHas KHCIOTHOCTD JKEIYIOYHOTO COKa (HOBBIH_IGHI/IG 3HAYCHUA DH KEITYAOYHOT'O COKa)

KOHHGHTpaHI/ISI aTa3aHaBI/Ipa MOXET CHHXATHCA HpI/I yBeJ'II/I‘—IeHI/II/I 3HAYCHUA pH }KeJ'IYJIO‘—IHOFO
COKa, HE3aBHUCHUMO OT HpI/I‘-II/IH, BBI3BABIINX OTO YBeJ'H/ILIeHI/IC.

OcTteoHekpo3

B penkux ciyuasx npu NpUMEHEHHMHM KOMOWHHPOBAHHOW aHTUPETPOBUPYCHON Tepamuu B
TEUEHUE UTUTEIHHOTO IEPUOJa BPEMEHHW OTMEYAINCh CIIydal OCTCOHEKPO3a, OCOOCHHO Yy
MalueHToB ¢ (dakropaMu pHCKa (BBICOKMH WMHAEKC MacChl Tejla, WMMYHOCYNPECCHUs,
yIoTpeOIeHue aIKOT0JIs, COIMMyTCTBYIOIIEE TPUMEHEHNE KOPTUKOCTEPOUIOB).

[Ipu mosBiieHMHM y manueHTa OOJIC3HEHHOCTH B CYCTaBaX WIIM 3aTPYIHEHUSX MPH JIBIKCHHUH
CJIeIyeT YUYHUTHIBATh BO3MOXKHOCTb Pa3BUTHSI OCTEOHEKPO3a.

BcnoMorarenpHBIE BEllecTBa

[Ipemapatr coAepKMT JIakTO3bl MOHOTMApaT, MAalMEeHTaM ¢ PEIKO BCTpevarouieics
HaCJIeICTBEHHON HEeNEepeHOCUMOCTbIO TJIaKTO3bl, JS(PULIUTOM JaKTa3bl JIONApeH WU IIIHOKO030-
rajJjakTo3Hoi MajabaOcopOLueil He ciieyeT NPpUHUMATh 3TOT Ipenapar.
eTu

OTCyTCTBYIOT PEKOMEHJALMKU IO PEKHUMY JO3MPOBAHMS aTa3aHaBHpa y JETEH B JO3HPOBKE
300 Mr y neteit ¢ maccoli Tena MmeHee 35 Kr.

[Ipoduie OezomacHOCTH ara3zaHaBUpP Yy JeTel ¢ Maccoil Tesa 35 Kr M BbIIIE COMOCTaBUM C
TAKOBBIMU y B3pOCHBIX MAIMEHTOB. AcuMOTOMaThyeckoe yjunHeHue PR unTepBana Oonee
4acTo HaONIOJaNoCch y JeTeil B CpPaBHEHHWU C B3POCIBIMH MallMEHTaMH. ACHUMITOMAaTHYeCKas

aTpuo-BeHTpuKysipHas Onokaza II u III cremenm Ttarke ormewanach y pnereid. Cremyer
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COOII0NATh OCTOPOKHOCTh IIPU COBMECTHOM HpHMGﬁ&IQE'-éE%%J%':BI‘;;;EEE]'S'F&QIL}/IMH

ymHenue PR uHTepBana, a Taxke Mpu MPUMEHEHUH Tperapara y MaideHToB ¢ HapyleHUsIMH
CepACYHON MPOBOAMMOCTHU (HAmpuUMep, aTpuo-BeHTpuKyssapHas Omokana Il u Il crenenn mmm
Onmokama myuka ['mca), W Ha3HayaTh €ro TOJBKO B ClIydyae, €CIM MNOTEHIMaJbHAs I0JIb3a
MPEBHIIAET BO3MOXKHBIM PHUCK OT TNPUMEHEHHUS Tpenapara. PeKOMEHIOBaH MOHHUTOPWHT
(GYHKINU CepIeYHO-COCYTUCTON CHCTEMBI MIPU HAJMYUN KIMHHUYECKHX CUMIITOMOB (Hampumep,
Opanukapaum).

4.5. B3aumojeiicTBHE ¢ IPYrHMH J1eKAPCTBEHHBIMH NPeNapaTaMM U Ipyrue BU/bI
B3aMMO/elicTBUA

ATazaHaBUp MeTaOOIM3UPYETCs] B MEUEHU C yyacTHeM cucteMbl nuroxpoma P450; oH Takxke
apiugerca uHruoutopom uzopepmenta CYP3A4, Bxoaduiero B JaHHYIO CHCTEMY.
CoBMecTHOE MpUMEHEHUE aTa3aHaBUpa U JPYTHUX MPernapaToB ¢ TEMH Ke MyTSIMU MeTaboau3Ma,
(OmoKaTOpBl «MENJICHHBIX)» KalbIIMEBBIX KaHAJOB, HEKOTOPbIE WHTUOWTOPHI 3-THIPOKCH-3-
METHJITTY TapHII-KOIH3UM-A-peTyKTa3bl (I'MI'-KoA-penyxra3ssl), MMMYHOJETIPECCAHTBHI,
MHTUOUTOPBI (ocoardcTepasbl) MOKET NPUBECTH K YBEJIWYEHUIO KOHIEHTPALMU OJHOTO U3
HUX B IUTa3Me€, YTO MOJKET TPUBECTH K YCHJICHHIO BBIPOKECHHOCTH WM TPOJIOHTAIMH €ro
TEepPaneBTHYECKUX U MOOOYHBIX 3(PPEKTOB.

CoBMecTHOE IpUMEHEHHUE aTa3aHaBHpa W IpernapaToB, HHAynupyomux uzodpepment CYP3A4
(pudaMnurH), MOXKET MPUBECTH K 3HAUUTEIHLHOMY MAaJCHHIO KOHIEHTpAllMU aTa3aHaBHpa B
I1a3Me M CHIDKEHHIO BCJIEICTBHE 3TOTO €ro TepareBTUYECKOM akTUBHOCTH. COBMECTHOE
NMPUMEHEHHE aTa3aHaBUpa MW TpernapatoB, wHrHOUpyronmx wuzopepmeHt CYP3A4, moxer
MPUBECTH K YBEJIMYCHHIO KOHLEHTPAllMU aTa3aHaBUpa B IUIa3Me. BripakeHHOCTh H30(epMeHT
CYP3A4-onocpe1oBaHHBIX B3aMMOJICHCTBHI aTazaHaBUpa C APYTrUMU IIpenaparamu (M3MEHEHHE
addexTa aTazaHaBuUpa WM U3MEHEHHE 3(PQeKrTa Apyroro mpernapara) MOKET U3MEHSITHCS IPU
npueMe aTa3aHaBUpa C PUTOHABUPOM, MOIIHBIM HHruoutopom uzodepmenta CYP3A4.
Jlyia momHOTH MH(OPMALIUK O B3aUMOJICHCTBUSAX JIEKAPCTBEHHBIX IPENapaToB C PUTOHABUPOM
clielyeT 03HAKOMUTHCS C MHCTPYKIIMEH 110 MPUMEHEHUIO PUTOHABHUPA.

Tadamma 2. Ilpenmaparbl, COBMECTHbIH TNPHEM KOTOPbIX ¢  AaTa3aHABHMPOM

NPOTHBONOKA3AH:

XHWHUJIMH [Ipumenenne BmecTe ¢ KOMOMHaLUed ara3aHaBUpP/pPUTOHABUP
IIPOTUBOINIOKA3aHO B CBSA3M C PHUCKOM CEPBE3HBIX MU YIPOKAKOLIUX
KU3HU apUTMHUIA.

Pudamnuumz IIpu coBMecTHOM NpPUMEHEHMM aTa3aHaBUpa C pUPaMIUIITHOM
3HAQUYUTEIIBHO CHIDKAETCA KOHLEHTpALMs aTa3aHaBUpa B IIIa3Me
KPOBH, YTO BEJET K CHIDKEHUIO TeparneBTUYecKol 3(pdekTuBHOCTH U
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Pa3BUTUIO  PE3UCTE HTHOCTH | | K= IE'rzl&aEa“BII/l'be'.t'H Bh}icﬁsﬂeﬁéﬁHoe

MpUMEHEHHEe aTa3aHaBHpa U pu(aMIUIIMHA TPOTUBOIIOKA3aHO.

benpuann B cBa3uM ¢ BBICOKMM pHCKOM Da3BUTHS YIPOXKAIOIUX JKU3HU

no0oyHBIX 3((HEeKTOB COBMECTHOE NPUMEHEHHE C aTa3aHaBHPOM

IIPOTHBOIIOKA3aHO.

[Ipou3BoiHbIE B cBA3M C BBICOKMM pPHCKOM DAa3BUTHUSl YIPOXKAIOLIUX >KU3HU

JproraMuHa mo0oYHBIX 3()(HEKTOB COBMECTHOE NPUMEHEHHE C aTa3aHaBUPOM

(AUrUApPOIProTaMuH poTUBONOKa3aHo. [IposBiaeHuss oCTpoil TOKCMYHOCTH MPOU3BOIHBIX

AProTaMuH, sproraMMHa: nepupepuyecKuil Ba3ocmasM, UIIEeMHs KOHEYHOCTEH U

OProOMETPHH, JPYTHUX 30H.

METHIIPrOMETPUH)

uzanpug B cBA3M ¢ BBICOKMM PHCKOM DAa3BUTHUSL YIPOKAIOLIUX KU3HU
moOouHbIX 3G (deKkToB (apuTMHUS) COBMECTHOE NPUMEHEHHE C
aTazaHaBUPOM MPOTUBOMOKA3aHO.

JloBacTaTuH [ToBbINIEHHBIH PUCK PA3BUTHS MUOIIATHH, BKJIIOYas pabIOMHOIH3.

CUMBAacTaTUH

IMumosun B cBsA3u ¢ BBICOKMM DPHCKOM Da3BUTUS YIPOXKAIOIIUX SKU3HU
MoOOYHBIX 3(PPeKToB (apUTMHUSA) COBMECTHOE TMPUMECHEHHE C
aTa3aHaBUPOM IPOTHUBOMOKA3aHO.

Muazonam CoBMecTHOE IPUMEHEHUE C aTa3aHaBUPOM IPOTUBOINOKA3aHO B CBSI3U

(11 mapeHTepaibHOrO | C BO3MOXHOCTBIO MOBBIIIECHUS KOHIIEHTPaLUK

IPUMEHEHHUS), MUja3ojaMa/TpuazoiaMa M BBICOKMM  PUCKOM  IPOJUIEHUS

TpHaszoaam celaTUBHOIO 3(pdekra 1 yrHeTeHUs JbIXaHusl.

IIpenapatsr 3BCDO605I KOM6I/IHaHI/I${ C aTa3aHaBUPOM IMPpOTHUBOIIOKAa3aHa, TakK Kak

OPOABIPABIICHHOI'O KOHICHTpAlMd aTa3daHaBHpa B IJIa3ME€ MOXKCT CHHXXATHCA, IIPUBOAA K

(Hypericum perforatum) | yrparte TepaneBTUYECKOro ACHCTBHS M Pa3BUTHIO PE3UCTCHTHOCTH.

ActeMmzon HpI/I COBMCCTHOM MNMPpUMCHCHUU C KOM6HHaHHeﬁ
aTaSaHaBI/Ip/ PUTOHABUP IOBLIIIACTCA PHCK PaA3BUTUA TAXKCIIBIX,
yrpoxaromux KU3HH MOOOYHBIX S(I)Q)GKTOB, MMO3TOMY JaHHad

KOM6I/IHaI_II/I$I MMPOTHUBOIIOKA3aHaA.

Tepdenanun IIpn COBMECTHOM IPUMEHEHUN c KOMOUHaIuen
aTa3aHaBUP/PUTOHABUDP TMOBBIMIAETCS PHUCK PA3BUTUS  TSDKEINBIX,
YyrpOXKAOMUX JKU3HM MOOOYHBIX 3IPPEKTOB, TMOITOMY JaHHAs

KOM6I/IHaLII/I$I IMPOTHUBOIIOKAa3aHa.
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Andy3o3un BBuny mnoreHIuManbBHO 3031\)['_4‘)'7_{'(11(;}%‘13@1%;5]-15@.%""R(T}ﬁ_{gﬂ";ga'unn

andy3o3uHa, KOTOPOE MOXKET NPUBECTH K PA3BUTHUIO THIIOTCH3UH,
MPOTHUBOIOKA3aHO COBMECTHOE NPHMEHEHHWE ¢ KOMOWHaIuen

aTa3aHaBUP/pPUTOHABUD.

Cunnenagun [IpumeHeHre COBMECTHO C MpenapaToM aTa3aHaBUPOM IIpH JIETOYHOMN

(Z[J'I?[ MPUMCHCHUA IIPpH | TUTICPTCH3UU ITPOTHUBOIIOKA3AHO.

JIETOYHOU TUIIEPTEH3UH )

Ksernanun [IporuBomnokaszano COBMECTHOE IpPUMEHEHUE KOMOWHAINN
aTa3aHaBUP/PUTOHABUP W KBETHANIMHA U3-3a MOBBILICHUS pPUCKA
pa3BUTUsT TOOOYHBIX JPQPEKTOB, CBSI3aHHBIX C KBETHUAIIMHOM.
[loBbIlIEHNE KOHIEHTPALMU KBETHANMHA B IJIa3ME MOXKET NMPUBECTH

K Pa3sBUTUIO KOMBI.

Taoauna 3. IlpenapaTbl, AJds KOTOPBIX MOKeT MNOTPeOGOBATHLCS W3MEHEHHE peKuMa

A03UPOBAHHUA B CBSA3HU C OKHIAEMBIMHA B3aHMOHeﬁCTBHﬂMH:

AHTHPETPOBHUPYCHBIE CpeACTBA A Jedenuss BUY

Hyxneosuonvie uneubumopwi 00pamuoii mpaHcKkpunmasol

Jnnano3un [Mpumenenue KarcyJ TIMTAHO3HHA, TOKPBITHIX
KHUIIIEYHOPACTBOPpUMOM 00051049K0# (400 Mr) BMecTe ¢ arazaHaBUPOM
unu ¢ npemnapatamu arazaHaBup (300 mr) u/unu putonasup (100 mr)
Y TUIEH yMeHbIIaeT OWOIOCTYIMHOCTh TUAaHO3MHA. J(MoaHOo3uH
ClIelyeT NMPHHUMATh 4Yepe3 2 dvaca Ioclie NMpreMa ara3aHaBupa. He
OTMEYEHO 3HAYUTEIILHOTO BJIMSHUS HAa KOHIICHTPAIMIO aTa3aHaBUPa
IpH  COBMECTHOM NpPHUMEHEHHH C  JUJAHO3WHOM;  IIPUEM

OJIHOBPEMEHHO C TUIICH CHI)KACT KOHIICHTPAIIMIO TUIaHO3HUHA.

Hyxneomuonvie uneubumopsl 06pamuotl mpanckpunmazvl

TenodoBupa TenodoBupa nuzompokcuna QymapaT CHIXKACT aKTHUBHOCTH

AU30IIPOKCHIIA d)VMaDaT aTazaHaBHpa IIpH OAHOBPCMCHHOM IIPUMCHCHHHU, aTa3aHABUP

YBEJIMYMBAET KOHIICHTPAIMIO TEHO(POBUPA ANU3ONpPOKCHIa Gymapara
B IuUla3Me  KpOBH. BBICOKME  KOHIEHTpalMH  TEHO(pOBUpA
JM30IIpOKCHIa (yMapara MOTYT YCWIMBaTh MOOOuYHBbIE 3()(EKTHl,
CBSI3aHHBIE C €ro NMPUEMOM, B TOM 4YMCIE JAEHCTBUE Ha (DYHKIIHIO
MOYEK, TMOATOMY CIEAyeT OCYLIECTBISATh MOHMTOPUHI IMOOOYHBIX
3pdexToB TeHo(hoBHpa AU3ONpOKcHUia (ymapara y manueHToB. B

cjIyda€ COBMCCTHOI'O IIpucmMa C TeHO(I)OBI/Ipa AU3O0IIPOKCHIIa
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(dbymapaToMm arazaHdBHp (30(*)7'1;1'1")?@5_1@;'1'?%%; E&Eﬁ'a"fﬁ' Eaﬁgfré—c'jﬂ'{o c

putonasupom (100 mr); mo3a TeHooBUpa nu3onpokcHia pymapara

- 300 mr (1 Bcex mpenapaToB pa3oBble JO3bI, C MULIEH).

Henyxneozuonvie uneubumopvt 06pamuoi mpaucKpunmasvl

Odasupens KomOnHupoBaHHas Tepanus mnpernaparaMi atazaHaBup U 3()aBUpEH3
NPUBOAMT K YMEHBIICHUIO A(QeKTa arazaHaBUpa, IOITOMY €€
cienyer wu3beraTh. Eciam TpuMeHEHHWE JaHHOW KOMOWHAIWU
a0COIOTHO HEOOXOAMMO, pa3pelaeTcss ee NPUMEHATh TOJNBKO Y
MAaIeHTOB, paHee He TOIYYaBIINX AHTHPETPOBUPYCHOH Teparuu.
ITpu sTom atazanaBup B no3e 400 mr u putonasup B no03e 200 mr
HA3HAYaIOT B BUJIE OJTHOKPATHOMN JI03BI BO BpeMsl €/Ibl, a d(paBUpPEH3 -

HaTOLIAK, Iepc] CHOM.

Hesupanvun Hesupanun, sBissace naaykropom m3opepmenta CYP3A4, cHmkaeT
JecTBME  ara3zaHaBupa. KpomMe Toro, m3-3a  yBEIMYCHUS
KOHIEHTPAllUd HEBUpAIIMHA BO3PACTAET €r0 TOKCUYHOCTh, TO3TOMY

JaHHass KOMOWHAIHS HE PEKOMEH/TyeTCHl.

Hneubumopul npomeasuvl

Bouenpesup CoBMmecTHOEe TpuUMeHeHHWE KomOuHaruu arazaHaBup 300 wmr /
putonaBup 100 mr (1 pa3 B menp) ¢ O6ouenpeBupom B go3e 800 mr
(3 pa3a B 1eHb) MPUBOJUT K CHM)KEHHIO KOHIEHTPAIlUU aTa3aHaBHpa
B KpOBH, KOTOpPOE€ B CBOI OYe€peIb MOXET ObITh NPUUYUHON
cHIKeHUsT 3((EeKTUBHOCTH Tepanmuu W TMOTEPH KOHTPOJA Hal
nHpekuuei. Takyro KOMOMHALIMIO BO3MOXKHO Ha3HAuaTh TOJBKO B
WCKITIOYUTENbHBIX CIy4asX MalueHTaM C HeoNpeaensieMoil BUPyCHON
Harpy3koii BUY u y manenToB co mrammamu BUY 6e3 momo3penus
Ha PE3UCTEHTHOCTh K BbIOpaHHOW Tepanuu. JlomkeH ObITh
o0ecriedeH YCUJICHHBIH KIMHUYECKUN U J1a00paTOpHbIi MOHUTOPUHT

BI/Ipy0H0ﬁ Harpys3kKu ManucHTOB.

CakBUHaBUD (markue | Dpdekr cakBUHaBHpa BO3pacTacT MPH COBMECTHOM IpPHEME C

KCJIATHUHOBBIC KaHCVJ'ILI) aTa3aHaBUPOM. I[aHHBIX, MMO3BOJAIOMIUX aThb COOTBETCTBYIOIIUC

PEKOMCHAAIUU 1O JO3UPOBAHUTIO JTaHHOM KOM6I/IHaLII/II/I, HCT.

PI/ITOHaBI/IQ HpI/I COBMCCTHOM IPUMCHCHHU C aTA3dHABUPOM KOHICHTpAIHA

aTa3aHaBUpa YBCIINYUBACTCA.

Hpyrue I/IHFI/I6I/ITODH O)IHOBpeMeHHOG MMPUMCHCHHUC KOM6I/IHaI_II/II/I aTa3aHaBI/Ip/pI/ITOHaBI/Ip
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C IpyTMMH UHTUOUT

TBETCTEYET 3KCMNEPTHOMY OTUETY

pyaue npenapamoi

AxrTaimnael U OydepHbIe

npenaparbl

[Ipy COBMECTHOM NpPHUMEHEHHH C AHTAUUTHBIMH U Oy(depHBIMH
IpenaparamMy CHIDKAeTCs KOHILICHTpALMs aTa3aHaBUpa B Iula3Me
KpOBHU. ATa3zaHaBHp CJIEAYEeT NMPUMEHSTHh 3a 2 4Yaca 10 WIM 4Yepe3

1 yac nocJe npuema TakuX IpernapaTos.

AHmuapummuquKue npen

apamasi

AMHOIAPOH, JHUIOKAUH

(Ipu  mapeHTEPATbHOM

BBGI[GHI/II/I), XUHHUJIWUH

[Ipy onHOBpEMEHHOM MPUMEHEHHHM C aTa3aHaBUPOM BO3MOXKHO

yBeJIMUYEHUE UX KOHLEeHTpauui. [Ipuem B Takux coueraHusix Tpedyer

MOBBIIIEHHOW  OCTOPOXHOCTH,  PEKOMEHAYeTCsl  CIeAUTh  3a
KOHIEHTpalMel 3TUX MPenapaTroB B IIa3Me.
KoMOunanmst  aTtazaHaBUp/pUTOHAaBUp  IPOTUBONOKa3aHa  JUId

COBMCCTHOIO IMIPUMCHCHHA C XHHHIWMHOM H3-3a BO3MOXHOCTH

BO3HUKHOBEHHMS CEpPBE3HBIX WIM YIrpOKAKIIMX JKU3HU pPEAKIUN

(aput™mus).

bema-aopenobroxamopwi

ATeHoJion I[Ipy onmHOBpeMEHHOM TIPUMCHEHHHM  ara3aHaBUpa C Oera-
aZipeHo0I0KaTopaMu KIIMHUYECKU 3HAYUMBIX

(hapMaKOKMHETHUECKUX B3aHUMOJCHCTBUI HE OXKUIAETCs, MOAITOMY

KOPPEKLIMH peXrMa JO3UpOBaHuUs He TpeOyeTcsl.

brokamopwvl "meonennwix"

Kajlbyueevlx KaHalo6

2 ] NITHA3EM

CoBMeCTHOE MPHUMEHEHHE C aTa3aHaBUPOM IMPUBOAMUT K YCHUJICHHUIO
NEHCTBUS QUIITHA3€Ma U €ro MeTadoiauTa - Ae3aleTHIIUITHA3EMA.

Pexomenayercs cHmxenue 103bl auiithnazema Ha 50 % U KOHTPOJIb

OKT'.

Jpyrue 6J'IOKaTODbI

"MeIIeHHbIX"

KaJbIIMECBAIX KaHAJIOB,

TaKHM€ KaK (beJ'IOHI/IHI/IH,
HH{I}CQI/IHI/IH,
HUKAPpAWIINH U
BEpallaMuji

Cnez(yeT CO6J'IIOI[aTL OCTOPOKHOCTL IIpU COBMCCTHOM IIPUMCHCHUU,

HEOOXOAMMO  TUTPOBAaHHE  J03bI  OJIOKATOPOB  ''MEJICHHBIX"

KaJIbIIMEBBIX KaHAJIOB, KOHTPOJIb DKI'.

AHTaroHucTHl

PEOCTITOPOB SHAOTCIMHA

bozenTtan merabonusupyercs nocpeactsoMm uzodepmenta CYP3A4,

ABJISIACH €0 MHAYKTOPOM. KOHI_ICHTpaI_II/IH aTa3aHaBvpa B IIIa3MC

1.SPC.042.1.EAEU-RU.02
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(603enTaN) MOXET CHUXAThCA TipU oz[Hdlj:f)'gMe;!lgt:kr’ ﬁ'ﬁMEﬁﬁﬁ@r_é’sgﬁgnga C

0o3eHTaHOM, HO 0€3 puTOHaBUpa. B cBs3W ¢ 3TUM KOMOWHAIUs
aTa3aHaBUP/003EHTaH MOXKET MPUMEHSTHCSA TOJIBKO C PUTOHABHPOM.
Hwxe npuBoaATCS pexXKUMBI JO3UPOBAHUS:

1. Ha3mauenme  OoO3eHTaHa  NAaIlMEHTaM,  NPUHUMAIOIIAM
aTazaHaBUp/puTOHaBUp B TeueHue He meHee 10 cyTok: Go3eHTaH B
noze 62,5 mr 1 pa3 B CyTkM Wid 4yepe3 JE€Hb (B 3aBUCHMOCTH OT
WHUBUIYaIbHONW IEPEHOCUMOCTH).

2. Ha3naueHwe KOMOMHAIIMK aTa3aHABHP/PUTOHABUDP TAIMEHTAM,
MPUHUMAIOMIAM OO3E€HTaH: MPEKPATUTh MpHeM OO3eHTaHAa HE MEHee
geM 3a 36 4acoB J0 NpueMa KOMOWHAIMHM aTa3aHaBUpP/PUTOHABHP.
He panee, uemM mno mpomectsuu 10 CyTok mocie Havajga mHpuemMa
aTa3zaHaBUP/pUTOHABUpP, BO300HOBUTH NpueM OO03€HTaHAa B J03€
62,5 Mr 1 pa3 B CyTKM WIM uepe3 JieHb (B 3aBHCHUMOCTHU OT

WHIUBU/Iy AJIbHOM TIEPEHOCUMOCTH).

Uneubumopwvr ' MI-KoA-pedyxmasoi

ATopBacTaTuH [Ipy coBMECTHOM TNpPHUMEHEHHMM C aTa3aHAaBUPOM JEHCTBHUE
aTopBacTaTHMHA MOXET YyCWiMBaThcs. PHCK Muomatuu, BKIIOYast
pabmoMuonmM3, MOXeET Bo3pacTaTh. HeoOxoammo  coOmoaaTh
OCTOPOKHOCTb M OCYIIECTBIISATh MOHUTOPUHT TOOOYHBIX 3(P(HEKTOB.
Cnenyer  mpuMmeHsATh  HauMeHbliue  d(QexTHuBHBIE 03B
aTopBacTaTMHa B KOMOMHAIMAX C  aTa3aHaBUPOM  WJIHU

aTa3aHaBUPOM/PUTOHABHPOM.

PosyBacratun Jlo3a po3yBacTaTvHa MpyU COBMECTHOM NMPUMEHEHHH C aTa3aHAaBUPOM
He nomkHa TnpeBbimarb 10 wmr/mens. Ilpu  omHOBpEeMEHHOM
MPUMEHEHUH pPO3yBacTaTMHA W aTa3aHaBHpa IMOBBIIIACTCS PHUCK

Pa3BUTUSA MHUOIIATUH, BKJIFOYasd pa6,I[OMI/IOJ'II/13.

H[ZaBaCTaTI/IH, ITorennman BSaHMOHeﬁCTBHﬁ B KOM6I/IHaHI/I$IX C ara3aHaBUpPOM HJIH
!l!J’IYBaCTaTI/IH aTa3aHaBI/IpOM/ PUTOHABUPOM HCU3BCCTCH.

I/IHFI/I6I/ITODH MPOTOHHOU | Bo BpEM4 JICUCHUA aTa3aHABUPOM I/IHI‘I/I6I/ITOpBI HpOTOHHOﬁ ITOMIIBI

IIOMIIBI HA3HA4YalOT TOJBKO B TOM Clly4ae, €ClIM UX NPUMEHEHHE KpaiHe
MIOKAa3aHo.

IIpu coBmecTHOM mnpumeHeHun artazaHaBupa 400 wmr wm
koMOuHanuu ataza"aBup 300 mr/puronasup 100 Mr ¢ omenpazoaom

40 mr (Bce npemnaparbl OJJUH pa3 B I[CHB) OTMECYACTCA 3HAYUTCIBHOC
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CHUKEHUE KOHLECHTPAUU af@é&raﬁﬁ;?%%&@%kﬁdhiﬂq% IM(J))KQT

MIPUBECTH K CHUKEHHUIO TEPAIleBTUUECKON aKTMBHOCTU Ipernapara u
K pa3BUTHIO PE3UCTEHTHOCTH.

[Tanmentam ¢ BUY npu oTCyTCTBHHM BO3MOXHOI'O MJIM BBISBJICHHOI'O
CHIDKEHMSI 4YyBCTBUTEIBHOCTM K aTa3aHaBUPY PEKOMEHIYETCs
MpUMEHATh KoMOmHanuio arazanaBup 400 mr/puronasup 100 mr c
OMETPA30JIOM B MaKCHUMallbHOM 03¢ 20 MI oJuH pa3 B JieHb (WU
JPYTUM TIpenapaToM U3 TPYIIbl HHTHOUTOPOB MPOTOHHOM MOMITBI B
SKBUBAJICHTHOM /103¢€).

He pexomenmyeTcsi mpuMeHSTb oMernpa3oi B jo3e Oonee 20 mMr B
NeHb (WM Apyrod mpenapar U3 TpYIIbl MHTUOMTOPOB MPOTOHHOM

TIOMITBI B KBHUBAJICHTHOU J103€).

biokaropsr Hp- [Ipu coBmecTHOM npuMeHeHnH ara3zaHaBupa 400 Mr ouH pa3 B I€Hb
TUCTaMHUHOBBIX ¢ pamotuauHom 40 Mr aBaXabl B J€Hb OTMEUAIOCh 3HAUUTEIHHOE
pEeLenTopoB CHIKEHHE KOHLIEHTpAallMN aTa3aHaBUpa B IIa3Me€ KPOBH, YTO MOXKET

MIPUBOJIUTH K CHIDKEHUIO TEPAIICBTHYECKOW aKTUBHOCTH aTa3aHaBHPa
WJTU K PA3BUTHIO PE3UCTEHTHOCTH.

Ilpu neuenuu 6onbHLIX, paHee He NOAYYUABUIUX Mepanuto, aTa3aHaBUP
400 Mr MOXKeT MPUMEHATHCS OJIMH pa3 B J€Hb ¢ MUIIEH 3a 2 yaca 10
1 HEe MeHee, yeM yepe3 10 gyacoB mociie nmpumMeHenus 61okaTopoB Ho-
TUCTAaMHHOBBIX perienTopoB. OHAKO OJHOKpaTHasA /103a 0JI0KaTOpOB
Ho-ructaMuHOBBIX  pelenTopoB HE JIOJDKHA MPEBBIMIATH A03Y,
COOTBETCTBYIOIIYIO J103¢ (hamoTuauHa 20 Mr, a obmias exeqHeBHas
UX 1032 He JOJDKHA MPEBBINIATh 103y, COOTBETCTBYMOIIyI0 40 Mr
(hamoTuMHA.

AnbtepHatuBHO, atazaHaBup 300 mr ¢ puronaBupom 100 Mr moxer
MPUMEHSTHCS OIWH pa3 B JEHb BO BpeMsl €/bl, 32 2 yaca 0 U He
MeHee 4yem uepe3 10 yacoB mocie mpumeHeHHs] OimokaTopoB Ho-
TUCTAMHHOBBIX PELENTOPOB B OJHOKPATHON J03€, CpPaBHUMOU C
40 Mr ¢pamoTuaNHA.

Ilpu nevenuu nayuenmos, panee noayuasuiux mepanuio, exeIHeBHAS
no3a OmokaTopoB Hz-THCTaMUHOBBIX PENENTOPOB HE JOJDKHA
MPEBBINIATH 103y, COOTBETCTBYOIIYI0 40 Mr hamoTuauHa. Y TaKUX
nanueHToB komOuHanuio atasaHaBup 300 wmr/putonaBup 100 mr

CJICAyCT NpUMCHATHL OJUH Pa3 B JACHBb C nuiei 3a 2 yaca J0 U HEC

C.18
1.SPC.042.1.EAEU-RU.02



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 13.09.2021 N= 22736

MeHee ueM uepes |12 qacol HOCTE TpieHeris | BrokaTopos Ha-

TUCTAMHUHOBBIX ~ pelenTopoB (OAMH pa3 B JEHb) B  J03€,
coorBercTByromeir 40 wmr  QamoruauHa.  ANBTEpHATHBHO,
komOuHamus arasanaBup 300 wmr/putonaBup 100 Mr moxer
MPUMEHSTHCS OJMH pa3 B JIEHb BO BpeMs €16l OJHOBPEMEHHO C
O6mokaropamu Hz-TUCTaMHHOBBIX peLeNTOpOB, 3a 2 Yaca /0 U He
MeHee yeMm uepe3 10 yacoB mocne npumeHeHus OiokatopoB Ho-
TUCTaMUHOBBIX PEHENTOPOB B J03€, HE MPEBBILAIONICH 103y,
KoTopasi cooTBeTcTBYeT 20 Mr amoruanHa. ITa 1032 MOXKET OBITh
TIPUHSATA OJFH WJIH JIBA pa3a B JICHb.

[Tpu Ha3HAYCHUH TaKUM HarueHTam KOMOWHAITAH
aTa3aHaBUP/PUTOHABHP U TeHOGOBUpA AU3OMpPOKcUIa (ymapara C
OmokaTopoM H>-THCTAaMUHOBBIX PEIIETITOPOB CIEAYET MPUMEHSTH
CIEAYIOUIMNA peXuUM J1o3upoBaHus: atazaHaBup 400 Mr U puTOHABUD
100 Mr oawH pa3 B JICHB.

He cymecTByeT 10CTaTOYHO MAaHHBIX IS TOTO, YTOOBI MOYKHO OBLIO
pEeKOMEH/ZIOBaTh  ONHOBPEMEHHOE  NpPHUMEHEHHE  aTa3aHaBHpa,
TeHo(doBUpa JIU3ONMpOKcHia ¢ymapata W aHTaroHuctoB Ho-
TUCTAMHHOBBIX PELENTOpOB Yy OepeMEeHHBIX JKEHILIUH, paHee

MOJIy4aBIINX aHTUPETPOBUPYCHYIO TEPATIHIO.

MMMyHOIEIpECCaHThI [Ipy coBMecTHOM TNPUMEHEHHHM LHKIOCIOPHHA, TaKpOJIUMyca,
(UMKITOCTIOpHH, CUpOJIMMyCa M aTa3aHaBUpPa BO3MOXXHO TIIOBBIIIEHHE B KpPOBU
TaKpOJIUMYC, KOHIEHTPALUK HMMYHOJIEIPECCAHTOB, TOTOMY PEKOMEHIYyeTCs
CUPOJIUMYC) MOHHUTOPHHT UX KOHIEHTpaUH.

Anmuoenpeccanmoi

Tpunuknuyeckue [Ipn coBMecTHOM NpPUMEHEHUU aTa3aHaBUpPA C TPULHUKINYECKUMU
AHTHUJICTIPECCAHTEI AHTHUJICTIPECCAHTAMU BO3MOXXHO BO3HHKHOBEHHE CEpPBE3HBIX W/HIIN

YIpOXKarouux KHN3HU MOOOYHBIX peaKHHﬁ, CBJ3aHHBIX C
AHTHACTIPECCAaHTaMU. PCKOMeHﬂyeTCﬂ KOHTPOJHUPOBATH
KOHICHTpAallMU JTUX NPCHIapaTtoB IIPpU COBMCECTHOM IIPUMCHCHHUH C

aTa3aHaBUPOM.

Tpa3og0H HpI/I COBMCCTHOM IIPUMCHCHHUU TPA30J0HA C aTaA3dHABUPOM HIIU C
KOM6I/IH3HI/IGI‘/’I aTa3aH aBI/Ip/ pUTOHABHD BO3MOXXHO YBCIUYCHUC
KOHIOCHTpallMu Tpa3oaoHa B ILIa3ME€ KpPOBH. HpI/I COBMECCTHOM

NNPpUMCHCHUN Tpas3oaOHa u pUTOHABHUpa coo6man001: 0
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BO3HUKHOBCHUU TOIIHOTE ,""" Iﬁﬂbﬂ%ﬁdﬁ%hﬁ" 'S dnbkénun

apTEepUaNbHOTO JAaBICHUS M KPAaTKOBPEMEHHON MOTEpE CO3HAHUSL.
[Ipy coBmMecTHOM IpPUMEHEHMH Tpa3oA0HAa C HHIHOWTOpaMu
nzopepmenta CYP3A4, takuMu Kak ara3aHaBUp, ClEIyeT

MNPHUMCHATH MCHBIIXEC A03bI TPAa30J0HaA.

bensonunazenvusl Mmunazonam metabonusupyercs nzopepmenrom CYP3A4. Hecmotps

Ha TO, YTO HCCJICIOBAaHUM HE MPOBOJAWIOCH, IMPU COBMECTHOM
NMPUMEHEHUH aTa3aHaBUpa M MHJIa30JlaMa MOXKHO  OXKHJIATh
3HAYUTENILHOTO YBEJIIMUEHUS KOHIEHTpalnuu nocieanero. [Ipu stom
YBETUYCHUE  KOHIIEHTPAIIMM MHJa30jlaMa TIpU  MEePOPATbLHOM
MPUMEHEHUH OYJIET 3HAYUTENIbHO BBIIIE, YeM MpPU MapeHTEePaTbHOM
BBeZiIcHUHU. [IpuMeHeHne ara3aHaBHpa COBMECTHO C MHUJIA30J1aMOM
JUTSl TIpeMa BHYTpPb, IPOTUBOIIOKa3aHo. /[aHHbIE 00 OTHOBPEMEHHOM
WCTIONB30BAaHUM aTa3aHaBUpa C MHJIA30J1laMOM B BHJIE WHBEKIUN
OTCYTCTBYIOT, Ha OCHOBaHMU JIaHHBIX 00 OJHOBPEMEHHOM
WCIIOJIb30BAHUU  JPYTUX  HMHruOuTtopoB mporeasst BUY ¢
MHJIa30JIaMOM  MOXXHO TIPEIOJIOKUTh BO3MOXKHOE YBEIUUYCHUE
KOHIIEHTpalK MHUIa3ojiama B miazMme B 3-4 pasa. [Ipu coBmecTHOM
MPUMEHEHUH aTa3aHaBHUpa ¢ UHBEKIIMOHHBIM MH/1a30J1aMOM CJIEIyeT
coOMoIaTh  OCTOPOKHOCTb,  KOHTPOJUPOBATH  JAbIXaTEIbHYIO
(GYHKIHMIO W JUIMTETBHOCTh cenaTuBHOrO sddekra. B HekoTophix

CclIy4dasax HCO6XOI[I/IMa KOppEKIUA pEXHUMa JO3UPOBaAHM.

Hpomueoanuﬂenmuuecm{e npenapantol

Kap6aMa3enHH HpI/I OAHOBPEMCHHOM HAa3HAYCHUU Kap6aMa3enHHa H aTa3aHaBHpa

0e3 pUTOHaBHpa KOHLOCHTpalus aTa3aHaBHUpa B IJIa3ME KPOBH MOKET
CHIDKAThCA. B CBA3M ¢ 3TUM OJHOBPCMCHHOC HA3HAYCHUC
Kap6aMasen1/IHa M aTa3aHaBHUpa 0e3 pUTOHAaBHpPa HE PCKOMCHAYCTCA.
HOCKOHLKy pATOHABUPp MOXKCECT YBCIWYHMBATHL KOHUCHTpPALIUIO
Kap6aMaSCl'II/IHa B IINIa3M€ KpPOBH, Yy IIAIIMCHTOB, IPUHHUMAIOMINX
Kap6aM€BeHI/IH 151 Ha4YMWHAIOmMuXx JICYCHHUC aTa3aHaBUPOM 151
PUTOHABUPOM, HeO6XO,I[I/IMO CO6J'IIO)IaTL OCTOPOIKHOCTDH npu
COBMCCTHOM  IIpUEMEC OTUX  HPCIapaToB, a TaKXKC  MOXCT

HOTpe6OBaTLC$I CHHMIXXCHHUC NO3bI Kap6aMa3eHHHa.

DeHUTONH IIpu ogHOBpeMeHHOM Ha3zHaueHUH (eHuTOoMHa win (eHobapOuTana
benobapouTan U arazaHaBMpa Oe3 pPUTOHABHMpAa KOHLEHTpalMs aTa3aHaBUpa B
C. 20

1.SPC.042.1.EAEU-RU.02
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IJa3Me KPOBU MOXKET CHI/I)KH?%:%K?E%B&PI;]&EJ}EHI‘O&ll-jl-(ﬂsgﬁgllgl'liHoe

HazHaueHue (eHuToMHa WiM (eHoOapOuTana u arazanaBupa 0e3
pUTOHaBUpa HE peKkoMeHayercs. [IOoCKOIbKY PpHUTOHABUP MOXKET
CHIDKATh KOHIEHTpauuioo (eHuTonHa U (peHoOapOHTana B Iuia3zMe
KpPOBH, HEOOXOANMO COOJIIOJATh OCTOPOKHOCTh IIPH COBMECTHOM
npueMe GpeHuTonHa Win GeHoOapOuTaia COBMECTHO C aTa3aHaBUPOM
W PUTOHABUPOM, a TAKXKE MOXKET MOTPEOOBATHCS KOPPEKIHUS 03B

¢dennronna nim peHodapouTaa.

JlaMOTpHUIKUH

[Ipn coBMECTHOM INpPHMEHEHMM JIAMOTPHJDKMHA M aTa3aHaBHpa C
PUTOHAaBHPOM KOHIICHTPALMs JAMOTPUDKMHA B IIIa3ME€ KpPOBH
MOXXET CHUXaTbCcs. B cBsi3u ¢ 3TUM MOXeT noTpedoBaThCs
KOppeKLHUs J03bl JaMOTpUUKMHA. [IpM COBMECTHOM NIpPUMEHEHUHU
JaMOTPU/DKMHA M aTa3aHaBuUpa ©Oe3 pHUTOHaBUpa CHU)KEHHE
KOHIIGHTPAallMM JIAMOTPU/DKMHA B IUIa3M€ KPOBHM HE OTMEYEHO,

MI03TOMY KOPPEKIIMH J103bl JAMOTPHUIKUHA HE TpeOyeTcs.

Maxponuonvle anmubuomuxu

Knaputpomuiiuna

[Ipn coBMecTHOM NpPUMEHEHUU KJIAPUTPOMHUIIMHA C aTa3aHABUPOM
KOHIEHTpalUs KIApUTPOMHIIMHA YBEJIMYUBAETCS, UYTO MOXET
BBI3bIBAThH y/uIMHeHHEe HHTepBana QT; OoTCYTCTBYIOT pekoMeHAaluu
[0 CHI)KEHHUIO J103bl KJIAPUTPOMHUIIMHA, B CBS3M C YeM HEOOXOIMMO
coOMI0IaTh  OCTOPOXKHOCTH  NPU  COBMECTHOM  IPUMEHEHUU

KJIAapUTpOMUIIMHA C ATA3daHABUPOM.

Opanbeze KOHmpauyennuevl

OTHHIIICTPAJINON U

HOPI3TUCTCPOH WJIHN

HOPreCTumMar

IIpy coBMECTHOM IPUMEHEHMM C aTa3aHaBMPOM KOHIEHTPALUU
STUHWIACTPAZMOa M HOP3TUCTEpOHA Bo3pacTaroT. CoBMECTHOE
IIpUMEHEHHE KOMOUHAIMU aTa3aHaBUP/PUTOHABUP c
STUHWIACTPAAMOIOM M  HOPreCTUMAaTOM  CHIDKAeT  CPEIHIO
KOHIIGHTPALMIO  3TUHWIACTPAAMOIa M TOBBIIIACT  CPEIHIO0
KOHIIEHTpaLuio 17-neaneTwiiHoprecTumMara, akTUBHOTO MeTaboauTa
HOprecTuMara.

B ciyyae coBMECTHOr0 MPUMEHEHHs OpPAJIbHBIX KOHTPALENTUBOB U
KOMOMHAIIMM aTa3aHaBUP/PUTOHABUD PEKOMEHIYETCS NPUMEHSThH
KOHTPALIENITUBBl C COJEP’KaHUEM OHTHHWIACTPAJAHOIA HE MEHEe
30 Mkr. Eciii BMecTe ¢ KOHTpaLeITUBAMHU UCIIOJIB3YETCSl aTa3aHaBUP

0e3 puTOHaBUpa, COACPIKAHUC OTUHUIIDCTpAAUOIa B OPAJIbHBIX

1.SPC.042.1.EAEU-RU.02
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KOHTPALIETITUBAX HE ILOJDKHél Hﬂé’lsﬂﬁfrg’fbbﬁd %I%lnlc%ﬂmle' 'HOM

IIPUMEHEHUM aTa3aHaBUpa U OpaJIbHBIX KOHTPALENTHUBOB CJEIYET
COOMI0aTh  OCTOPOXKHOCTb, MOCKOJIBKY 3(dexr  yBenuyeHus
KOHLEHTPALlUU MPOTreCTareHOB HEW3BECTEH; PUCK Pa3BUTHS aKHE,
JUCIUIUAEMUM M PE3UCTEHTHOCTH K  HMHCYJIMHY  MOXET
yBenuuuBarbes. Ilpu yBennyeHMM KOHLEHTPAallMd HOPATUCTEPOHA
BO3MOKHO CHMWKeHMe KoHueHTtpauuu JIIIBII wnm mnossienue
PE3UCTEHTHOCTH K  HHCYJIHMHY, OCOOCHHO 'y JKEHIIMH ¢
COINYTCTBYIOIIUM CaXxapHbIM JanadeToM. PekoMeHayeTcss mpuMeHsITh
HauMeHbIIMe 3(PPEKTUBHBIE 103bl KaX/I0TO KOMIIOHEHTa OpajibHOIO
KOHTpAIIeNITUBA, 1eJeco00pa3Ho TakKe MCIOIb30BaTh JIpyrue
HaJeKHbIE METOAbl KOHTPALICIIIIUH.

CoBMecTHOE  NpUMEHEHHE  aTa3aHaBUpa WIM  KOMOWHAIUU
aTa3aHaBUP/PUTOHABUP C JpyruMu (GopMaMu TOPMOHAIBHBIX
KOHTpALIETITUBOB (KOHTPALIETITUBHBIE IUIACTBIPH, KOHTpPALENTHBHBIC
BJIaraJIMIIHbIE KOJbIAa, WHBEKIMOHHBIE KOHTPALICTITUBBI) WIH C
OpallbHBIMU ~ KOHTpAlleNTUBaMM, COAEPKAIIUMU IMPOTECTOreHbI,
OTIMYHBIE OT HOPITUCTEPOHA HJIM HOPrecTuMaTra, a TaKkKe C
npenaparamu, CoAepKalluMU MEHee 25 MKI 3TUHUJIACTPAANOJIa, HE
MU3y4alloCh, IO3TOMY JAaHHBIC METOAbl  KOHTpALENUUU  HE

PEKOMEHIyeTCsl IPUMEHSTH B COUYETAHUU C aTa3aHABUPOM.

Ipenapamul 0113 eyenus nooacpol

Komxumua

Konxumun sBnsercs cyocrpatom wm3odepmenta CYP3A4, ero
3¢ deKT MOKET YCUIMBATHCS MPH €ro MPUMEHEHUH OJJTHOBPEMEHHO C
aTa3aHaBUPOM.

PexoMeHnyeMble 03B KOIXHUIIMHA TPU TPUMEHEHUH OJHOBPEMEHHO
C aTa3aHaBUPOM MPUBEICHBI HUXKE.

Ocmpuouii npucmyn noodaepei: 0,6 mr - 1-piif npuem, 3arem 0,3 mr
yepes yac nocie neporo npuema. [loBropHoe npuMeHeHHe JTaHHOU
CXEMBI BO3MOKHO HE paHee, 4YeM yepes3 3-€ CyTOK.

Ipogpunaxmuxa ocmpeix npucmynos nooazpbi:

- ecii OOBIYHBIM pEeXHUM J03upoBaHMs cocTaBisti 0,6 mr 2 pasza B
JI€Hb, CIEAYET CHU3UTH 103y 10 0,3 Mr 2 pa3a B ICHb;

- ecau OOBIYHBIM pexuM Jo3upoBaHusa coctaBmsul 0,6 mr 1 pa3 B

JIEHb, CIeyeT CHU3UTH /103y A0 0,3 Mr uepe3 JIeHb.

1.SPC.042.1.EAEU-RU.02
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Cemetinaa  cpeou, ?eMHOMé'EE‘—R!C'fﬂ_i E";i‘d;'o"bgg}:bt'_‘ . 'MEEC;EMQJ]IL',Ha;I

CyTOYHas J03a KOJIXMIMHA coctaBiseT 0,6 Mr. DTy 103y MOXKHO

pasnenuth Ha 2 npuema - o 0,3 Mr 2 pasa B I€Hb.

IIpomusomuxobaxmepuanvhsie npenapamuol

Pudabyrun

AxtuBHOCT, pH(]aOyTHHA TPH COBMECTHOM TPHUMEHEHUH C
aTazaHaBUpOM yBenuuuBaercs. llpu onHOBpeMEHHOM IpUEME ITHX
MpenapaToB PEKOMEHAYETCS CHIDKEHHE 103b1 pudadytuna a0 150 mr
gyepe3 JieHb WIM TpH pa3a B Hemenmo. HeoOxomuM TImaTenbHBINA
MOHUTOPUHI TNOOOYHBIX pPEaKUMM y MaluMeHToB  (BKJIOYas
HEHUTPONEHUIO M YBEUT), MPUHUMAIOMMX pudadyTUH U aTa3aHaBHUP
WM KOMOWHAIIMIO aTa3aHaBUp/PUTOHABUP B CBSI3U C BO3MOKHBIM
MOBBIILIEHUEM KOHIIEHTpauuu pudaldyTrHa; MOXET MOTpedoBaThCA
JnanpHeHmas Koppekius n03bl pudadyruHa g0 150 mr 2 pasza B
HEJIENI0 Y TAIMeHTOB C HEMEPEHOCHMOCThIO NT03upoBKu 150 mr/3
paza B Henemo. OgHAKO cleAyeT MMETh B BHJYy, YTO JO3UPOBKA
150 mr 2 paza B HEIEI0 MOXKET HE O00€CIeunTh ONTHMAIBLHON
KOHIEHTpauuu pudabyThHa U HPUBECTH K  BO3MOXKHOCTHU
pesucTteHTHOCTH U Hed(hdekTuBHOCTU JedeHus. Koppekius 103bl

aTazaHaBUpa HE TpeOyeTcs.

Hneubumopul pocgpoouscmepaszoi-5 (@]3-5)

[IpuMeHenne nmpu SPEKTUIHLHON TUCHYHKITIH

Cunnenabu,

Tamanadwi, BapacHaduI

[Ipu coBMecTHOM MNPUMEHEHMH HWHTHOMTOPOB mpoTeasbi BUY ¢
uHruoburopamu  docoaudrcrepaspl-5  BO3MOXKHO — 3HAUUTEIHHOE
yBEJIMUYEHUE KOHIEHTpAauu WHruOuTOpoB dochoauscrepassi-5 u
ycuieHrue ux 1moOo4HbIX 3¢ @dekToB. PekoMeHIyeTcss yMEHbIIEeHHE
no3: cungeHadguia - 25 Mr He daine, 4yeM Kaxele 48 4yacoB MpH
MIPUMEHEHUH C PUTOHABUPOM WM 0e3 Hero; Taaaiadui - 10 mr He
yaie, 4eM Kaxple 72 yaca IpHu MNPUMEHEHUH C PUTOHABUPOM HIIU
0e3 Hero; BapiaeHadwI - 2,5 Mr He 4alie, YeM KaxJple 72 yaca mnpu
MPUMEHEHUH C PUTOHABUPOM U 2,5 Mr He damle, 4eM Kaxable
24 yaca npu puMEHEeHUH 0e3 pUTOHABUPA; HEOOXOAUM MOHUTOPUHT

MOOOYHBIX PEAKITUH.

Tapanadun

Jna nayuenmos, npuHuMarOWux amasaHagup 6 meyeHue He MeHee
cemu Owueli: Taganadui HazHavaroT B fo3e 20 mr 1 pa3 B cytku. o3y

MOKHO IIOBBICUTH 10O 40 mr 1 pa3 B CYTKH (B 3aBUCHUMOCTH OT
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VH/IMBUTyaJIbHOU TI¢ peHOCI/IMdIC'Ir'Pi‘).It"J"“' BATENBAVL T UTUT)

Hna nayuenmos, npunumarowux maoanagui: IPEeKPaTUTh IMPUEM
tananaduina He MeHee dYeM 3a 24 dyaca A0 Hayala TmpueMa
ata3aHaBupa. He paHnee ueM depe3 ceMb CyTOK IOCIIE Ha4aja puemMa
aTa3aHaBHpa BO30OHOBHTH mpHeM Tananadpuna B n1o3e 20 mr 1 pa3 B
cytku. [losy MoxxkHO mnoBbicuTh 10 40 Mr 1 pa3 B cytku (B

3aBUCUMOCTHU OT UHIUBUAYAJIbHON MEPEHOCUMOCTH).

IIpomusozpubrosvie npenapamol

Kerokonazon N3yyanoch TOJIBKO COBMECTHOE TPUMEHEHHE KETOKOHa30jia C
UTPAKOHA30J1 aTa3aHaBUpPOM 0€3 PHUTOHABHPA; KOHIIEHTpALlMM aTa3aHaBUpa TPHU

HCIIOJIL30BAaHNH JaHHON KOMOMHAIIMHA HE3HAYNTEILHO ITOBLIIIAIOTCS.
KerokoHa3on u UTpakoHA30J MOTYT YBEIMYHMBATH KOHILIEHTPAUU
aTa3aHaBUpa W PUTOHABUpA B TiazMe KpoBHu. CiemyeT coOmronarth
OCTOPOXKHOCTh TPU MPUMEHEHUH KETOKOHA30JIa M WTPAaKOHA30Ja B
CyTOUHBIX 1o03ax Bbie 200 M COBMECTHO C KOMOWHAIMei

aTa3zaHaBUDP/pPUTOHABHP.

BopukoHnazon CoBmecTHOE TIpuMeHeHue BopukoHazona (200 Mr 2 pa3a B JIeHbB) C
KOMOHMHaIMel aTa3aHaBUp/PUTOHABUD y MAIIMEHTOB C KaK MUHUMYM
omHuM  GyHKIMOHANBHBIM  amteneM  u3zopepmenta CYP2C19
MPUBOJMIO K CHW)KEHHMIO KOHLEHTpallud BOpPHKOHA30jla U
aTazaHaBupa B 1iua3Me KkpoBU. CoBMeCTHOE TMpUMEHEHUE
BopukoHazoina (200 Mr 2 pa3a B JE€Hb) C KOMOMHAIMEH
aTa3zaHaBUP/PUTOHABUP Y MAIMEHTOB 0e3 (yHKIMOHAIBHOTO aJljiels
m3odepmerta CYP2C19 nmpuBoaniio K MOBBIIMICHUIO KOHIEHTpAIUN
BOPUKOHA30J1a U CHI)KCHHMIO KOHLIEHTpAllUM aTa3aHaBUpa B IUIa3Me
KpPOBH.

CoBMecTHOE  MpPUMEHEHHE  BOPHKOHA30Jla M KOMOWHAIUU
aTa3aHaBUP/PUTOHABUDP PEKOMEHIYETCS TOJIbKO B TEX Ciydasx,
KOrjJa TMOTCeHIMallbHAs  TMOJIb3a  NPUMEHEHHs  BOPUKOHA30Ja
npeBbImaeT puck. [Ipy HeoOX0aMMOCTH Ha3HAYEHHs BOPUKOHA30Ja
COBMECTHO C aTa3aHaBUPOM [0 BO3MOXKHOCTH HEOOXOJIUMO
MPOBEJICHUE TEHOTHUIHPOBAHUS NAIMEHTOB Ha MpeIMeT HaIu4us
¢yHkunonansHoro aiens uzodpepmenrta CYP2CI9. Eciu u3bexarsb
MPUMEHEHHs] Tako KOMOWHHUPOBAHHOW Tepamuu HEBO3MOXKHO,

HeO6XO,I[I/IMO IMpOBOAUTH TIIATEIbHBIN MOHUTOPUHT MMOOOYHBIX

C.24
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3¢ (deKTOB BOPHUKOHA30J1a '(Q':'ira:ﬁglgf'ﬁ@é; Tgégt'd;vﬁ;&ﬁgﬁééf JHBIX

ammenerr  uzopepmernta CYP2C19), a Ttakke 3pGhEeKTUBHOCTH
BOpUKOHA3071a M aTta3aHaBupa (y MAIMEHTOB MUHHMYM C OJHUM
¢yHkunoHanbHeIM  ajuteneM  u3odepmenta CYP2C19), xotopsie

MOT'YT CHHUIKATBbCH.

Anmukoazynanmel

Bapdapun N3-3a  ycuineHus  akTHBHOCTH  BapdapuHa  OJHOBPEMCHHOE
MPUMEHCHHE C aTa3aHAaBUPOM MOXKET BBI3BIBATH TSDKEIOC W/HITU
yrpoxaroliiee KU3HU KPOBOTEUECHHE. Pexomennayercs
KOHTPOJIMPOBATh MEXIYHAPOAHOE HOPMAIM30BAHHOE OTHOILICHUE
(MHO).

Kopmuxocmepouout

WHransinmonHbie / [Ipy coBmMecTHOM TIPUMEHEHHH pUTOHaBUpa C (QUIyTHKa30HA

Ha3aJbHbIC MPOTMOHATOM  3JIOPOBBIMH  JTOOPOBOJIBIIAMH  KOHIIEHTpAIUS

TIIOKOKOPTUKOCTEPOUIBI | KOPTHU30JIa 3HAUWUTCIIBHO CHWXAaJIaChb 3a CYCT 3HAYUTCIIBHOI'O

(B3aMMOJICHCTBHE C TIOBBINICHUST KOHIEHTpauu ¢GiayTuka3oHa B 1iazme. CoBMeECTHOE
PUTOHABHUPOM) MPUMEHEHHE KOMOWHAIIMK aTa3aHaBUP/PUTOHABUDP C (PIyTHKA30HA

MPOTTMOHATOM MOXET TIPUBECTH K TMoa00HOMY »dddekty. Ilpu
COBMECTHOM MPUMEHEHUHM PHUTOHABHpAa M WHTAIALMOHHBIX (WK
WHTpaHa3IbHBIX ) IpenaparoB bayTUKa3zoHa MpOIMHOoHAaTa
OTMEYAJIOCh ~ PAa3BUTHE  CHUCTEMHBIX  MOOOYHBIX 3¢ HEKTOB
[IIIOKOKOpTUKOCTepon1oB (cunapom Mnenko-Kymmura, yruerenue
KOpbl Haamo4yeuyHukoB). I[logoOGHbIE 3(h(dEKTHI BO3MOXHBI W IPHU
COBMECTHOM MPHUMEHEHHH C JAPYTUMHU TIIIOKOKOPTUKOCTEPOUIaMHU,
Metabomupyomuxcs u3zopepmentom CYP3A4, nHanpumep, ¢
OyngecoHuzoM. B cBs3u ¢ 3TUM TOpUMEHEHHWE KOMOWHAIUU
aTa3aHaBUP/PUTOHABUP COBMECTHO C (UIyTHKa30HA MPOMUOHATOM
WIN JAPYTUMHU TIIOKOKOPTUKOCTEPOUAAMH, METa0OIU3UPYIOIUMUCS
uzopepmentom CYP3A4, ompaBaaHo TOJBKO B TOM CiIy4ae, €Clu
MOTEHIIMANbHAS TIOJb3a TEPaluU TMPEBBIIIAET PHUCK CHCTEMHBIX
3pPEeKTOB TITHOKOKOPTUKOCTEPOUI0B. [Ipu coBMECTHOM NMPUMEHEHUH
aTazaHaBupa (0e3 puTOHaBUpa) M (IYTUKA30HA MPOMUOHATA
KOHIIEHTPAIIKs MOCIEIHET0 B MJIa3Me KPOBU MOXET YBEITUUHBATHCS.
Crenyer cobntoaTh OCTOPOXKHOCTD U, IO BO3MOKHOCTH, TPUMEHSTh

npernaparel, He cojepkamue (IyTHKa30HA MPOMHOHAT, OCOOEHHO
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IpU JIATEILHOM IIp I/IMeHerfIH.'""' IEAUBATENTERUL TE UUUT)

CyOcTpaThl APYrUux KiuHudecku CyniecTBEHHBIX B3aUMOICHCTBUN MEXTy aTa3aHaBUPOM
n30(hepMEHTOB u cyocrpatamu modepmento CYP2C19, CYP2C9, CYP2D6,
uuroxpoma P450 (CYP) | CYP2B6, CYP2A6, CYP1A2 wumu CYP2El He oxugaercs.

ATtazanaBup - cna0blii mHTHONTOP M30hepmenta CYP2C8.

Crnenyer co0mo1aTh OCTOPOKHOCTD npu COBMECTHOM
WCIIOJIb30BAHMU aTa3aHaBupa (0e3 puUTOHABHMpA) M IpEnaparoB, B
Oompmiol crenmenn 3aBucammx 0T m3odepmenta CYP2C8 wu
MMEIOLUX  y3KMM  TepameBTHMYeCKM  mnpoduiab  (Hampumep,
MaKJIUTaKceNd, penaruaua). [lpu  HCmonb30BaHMM  KOMOWHAITMH
aTa3aHaBUP/PUTOHABUP COBMECTHO C cyOcTpaTaMu H30(pepMeHTa

CYP2C8 kIMHUYECKH 3HAYMMBIX B3aUMOJACHCTBUN HE OKUIAETCH.

Hapkomuqecmte dHAllbeemuku

Bbynpenoppun B cBs3u ¢ unrubuposanuem mnzodepmento CYP3A4 u UGTI1Al
MpH COBMECTHOM TIPHMEHEHWH aTa3aHaBUpa WM KOMOWHAIMU
aTa3zaHaBUP/PUTOHABUD u OynpeHopuHa KOHIIEHTpaluuu
OynpeHoppuHa u  HOpOympeHopdWHa  moOBBIIATUCE.  [Ipm
MIPUMEHECHUH KOMOWHaIIUN aTa3aHaBUP/pPUTOHABUP c
OynpeHOp(UHOM  CYIIECTBEHHOTO  HW3MEHEHHUS  KOHIECHTpPalUu
aTazaHaBUpa B IUIa3ME€ HE BBIABICHO; IIPUMEHEHUE TOH XKe
KOMOWHaIMK, HO 0e3 pUTOHABUpA, MOXET MPUBOAUTH K
3HAYUTENBHOMY CHIDKEHHUIO KOHIIEHTpPAllMM aTa3aHaBUpa B IUIa3Me.
[Ipu OJIHOBPEMEHHOM MIPUMEHEHUU KOMOHHAIINH
aTa3aHaBUP/PUTOHABUP U OymnpeHoppuHAa HEOOXOIUM TIATEIbHBIN
MOHUTOPHUHI COCTOSIHUS MalMeHTa (OL[eHKa CEeaTUBHOIO NEHCTBUS U
KOTHUTHUBHBIX (DYHKIIHIA).

MoskeT noTpeboBaThCsl CHUKEHUE 103bl OyIIpeHOpPHHA.

Hpunorekan AtazanaBup unrudupyet Y ®-rmokyponosunrpancdepasy (YI'T) u
MOJKET OKa3bIBaTh BJIMSHUEC HA METa0OJIU3M UPUHOTEKAHA, BBI3HIBAS
MOBBIIIIEHUE €ro TOKCHMYHOCTH, TMOITOMY TIIPH COBMECTHOM
MpUMEHEHUH  aTa3aHaBUpa C  HPUHOTEKAHOM  HEOOXOAUMO
KOHTPOJIMPOBATh COCTOSHUE TAIMEHTOB Ha TMpeIMeT pa3BUTHUSA

IMOOOYHBIX peaKHHﬁ, BbI3BAHHBIX TPUEMOM HUPUHOTCKAHA.

WuanHaBup ATazaHaBUp ¥ UHJIUHABUP MOTYT OBbITb TNPUYMHOW  pa3BUTHS

FI/IHep6I/IJ'II/Ip}/6I/IHCMI/II/I, MMO3TOMY COBMECCTHOC MMPUMCHCHUC
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

WuransuuonHble 6eray-

AJIPCHOMUMCTUKH

(caMeTepoJ1)

[ToBBIIIEHHBI PUCK PA3BUTHUSA TMOOOYHBIX 3(P(PEKTOB CO CTOPOHBI
CepACYHO-COCYUCTON CUCTEMBI, CBOUCTBEHHBIX CAIMETEPOITY, B TOM
yucne yumHeHue wuHTepBana QT, omymenue cepaneOueHus,
cuHycoBast Taxukapaus. COBMECTHOE NPUMEHEHHE CaJMEeTeposa U

aTadaHaBUpa HC pCKOMCHIOBAHO.

Taﬁ.lmua 4, HpenapaTLI, AJIsE KOTOPBIX KJIUHHYECCKH 3HAYUMBIC B3aNMOJEHCTBUSA He

0KMJIAK0TCH, B CBSAA3H C YEM HE TpeﬁyeTCﬂ KOppeKU U 103bI IPENaparosn:

JlamuBynun (150 wmr | IIpu coBMecTHOM mNpuMEHEHHHM ¢ aTazaHaBupoM B no3e 400 mr

OBOXJBI B JIeHb) + | 3HAUMMBIX H3MCHCHHUN KOHIICHTPAIINH JIAMUBYIMHA U 3UIOBYTUHA HE

3unoByauH (300 mr | HaOmromanock. Takke He O0XHMIAeTCs 3HAYUMOrO0 HM3MEHEHHS

JBAKJIBI B JICHB) (hapMaKOKMHETHYECKUX TapaMeTPOB HYKJICO3UIHBIX WHTHOUTOPOB
00paTHOM TpPaHCKPUMTA3bl TOJ BIMSHUEM PUTOHABHUPA. YUHUTHIBAS
9TH JaHHBIE, HE OXKUJIAETCS 3HAYMMOTO W3MEHEHHS KOHIICHTpAIui
JaMUBYJIMHA ¥ 3HWAOBYJMHA TPU COBMECTHOM TPUMEHEHHH C
KOMOWHAIIMEW mpernapaT aTa3aHaBUp/pUTOHABHUD.

AOGakaBup [Tpu COBMECTHOM MIPUMEHEHU N c KOMOUWHaImei
aTa3aHaBUP/PUTOHABUP HE OXHUIAETCd 3HAYUMOIO HW3MEHEHUs
KOHIICHTpanuu abakaBupa.

PanrerpaBup IIpu COBMECTHOM MPUMEHEHUH c KOMOHWHaIUEH
aTa3aHAaBUP/PUTOHABHDP  HAOMIOMAIOCh  YBEIWYCHHE  3HAYCHUM
IIomand 1mojJ KpuBoi "KoHmeHTpamus-Bpems' (AUGCs) mus
panterpaBupa Ha 41 %, MakCUMaJIbHON PaBHOBECHON KOHLEHTpaUUU
panterpaBupa (Cmax) Ha 24 %, paBHOBECHOH KOHIICHTpAIlUU
panterpaBupa yepe3 12 u (Ciaq) Ha 77 %. Koppekuus 103bl
panrterpaBupa He TpedyeTcs.

dDirykoHa3011 [Tpu COBMECTHOM MPUMEHEHUU c KOMOMHaLuen
aTa3aHaBUP/PUTOHABUP 3HAYUMBIX M3MEHEHHH  KOHIEHTpalUil
aTazaHaBupa U (ykoHaszona He Habmomanoch. Koppekuus 103bl He
TpebyeTcs.

Mertanon VY nanueHToB, MOCTOSHHO MPUHHUMAIOIIUX METAJ0H, HE OXKHUIAeTCs
Pa3BUTHSI KIMHUYECKU 3HAYMMBIX B3aUMOJICHCTBHIA P COBMECTHOM
MIPUMEHEHHUH C aTa3aHaBUPOM.

Harncon, tpumeronpuM | He oxumaercs pa3BUTHS KIMHUYECKH 3HAYHUMBIX B3aMMOJCHCTBHIA

1.SPC.042.1.EAEU-RU.02
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[cynbhameTokcazon, IIpU COBMECTHOM IPHMEHEHNH © atazanasupom. = @ - == WU

A3UTPOMMUIIMH,
SPpUTPOMUTIMH

4.6. ®epTUWILHOCTH, 0€PEeMEHHOCTb M JIAKTAMSA

bepemenHoCTh

ATazaHaBUp JOJDKEH NMPUMEHSTHCS NpU OEPEMEHHOCTH, TOJBKO €CIIM MOTEHLMAJIbHAs I0JIb3a
MIPUMEHEHMS] Yy MaTepy IPEBBIIIAECT NOTEHIMAIbHBINA PUCK JUIS IJI0/1a.

YMmepeHHbI 00beM 1aHHBIX Y OepeMeHHbIX skeHIIUH (0T 300 1o 1000 ncxonoB OEpeMEHHOCTH)
MOKa3ajJl OTCYTCTBHE TOKCMYHOCTH ara3aHaBUpa B BHUJE I[OPOKOB pa3BUTUSA Y ILIOJA.
HccnenoBanust Ha JKMBOTHBIX HE IIOKa3ajdd TMPU3HAKOB TOKCUYHOCTH B OTHOIICHUU
PENpPOAYKTUBHON CUCTEMBI.

Jlakranus

ATazaHaBUp OOHapyKHBaJCS B TPYJAHOM MOJIOKE, YTO MOATBEPKJIEHO JaHHBIMHM HCCIIEI0BaHUS
Ha Kpbicax. HeT naHHBIX O BIUSHUM aTa3aHaBUpa Ha CEKPELMIO IPyJHOr0 Mojoka. B cBs3u ¢
BO3MOXHOCTBIO nepeaun BUY ot marepu peGeHKY ¢ MOJIOKOM, a TaKKe BBUY pUCKA Pa3BUTHUS
Cepbe3HbIX MOOOYHBIX 3(PPEeKTOB y peOeHka, KOPMUTH I'PYIbI0 MpU MPUMEHEHUHU Mpernapara He
PEKOMEHIYETCH.

DepTUILHOCTE

B noxnuHMYECKHUX MCCIIENOBaHUIX BIMSIHMS aTa3aHaBUpa Ha (EpTHUIIHLHOCTh U AIMOPHUOHAIBHOE
pa3BUTHE, aTa3aHABUP U3MEHSUI SCTPAIbHBIN IIUKJ, HE BIIHS MPU 3TOM Ha (PepTUIHHOCTD.

4.7. Bansinue Ha CHOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMHM CpPeACTBAMHU W padorath ¢
MeXaHU3MaMH

CriennanbHbBIX MCCIEAOBAHUN 10 U3YUYECHUIO BJIMSHMS aTa3aHaBUpPa Ha CIIOCOOHOCTH YIPAaBISATH
TPAHCIOPTHBIMU CPEICTBAMU M paboTaTh € MeXaHW3MaMH He MpoBoawiock. Ciydan
TOJIOBOKPY>KEHHUsI ObLITH OTMEUEHBI BO BpeMs JICUCHHS aTa3aHaBHUPOM.

4.8. HexxesiaTeIbHbIE peakiuu

Pesrome nipoduist 0e3onacHOCTH

Haubonee yacTbiMu MOOOYHBIMU pEAKIUSIMH JIFOOOW CTEMEHH TSHXKECTH, OTMEYABIIUMUCS MPH
MPUMEHEHUH aTa3aHaBUpa M OJHOTO WM HECKOIbKUX HYKICO3UAHBIX, HYKICOTHIHBIX U
HEHYKJICO3UTHBIX UHIMOUTOPOB 00paTHOM TpaHCcKpunTassl (6onee 10 %, «oueHb 4acTo») ObLIN:
tomHoTa (20 %), xenryxa (13 %) wu mmapes (10 %). Cpemu mamueHTOB, TMOJTyYaBIIUX
arazaHaBup 300 mr u purtoHaBup 100 mr, HambGonee yacToil MOOOYHON peakuuel sBIisAIACH
xentyxa (19 %). B GonpmMHCTBE CilydaeB *kKenTyxa OTMeYallach CITyCTsI HECKOJIBKO JTHEH WU

MCCALICB IIOCJIC Ha4dajla JICHCHHA U Yy MCHCC, YCM 1 % MNanucHTOB MPUBOJUITIA K OTMCHC
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npenapara. Jlumomuctpodus cpemueil wim Thokenoii -Eieirenmi oreuanitscs B HphHeme

aTazaHaBUpa M OJHOTO WIM 0o0Jee HYKICO3HIHBIX, HYKICOTHIHBIX M HEHYKJICO3HIHBIX
WHTUOUTOPOB OOpaTHOM TPAaHCKPHIITA3bI, U, BOBMOXKHO, CBSI3aHHAS C JICYCHHUEM, OTMEUaIach y
5% mnanueHToB.

Pe3roMe HexenaTeabHbBIX peaKIIni

Hwke npuBeieHbI MOOOYHBIC PEaKIIMU YMEPEHHOMN MJIH BBIPQKECHHOHN CTETIICHH B COOTBETCTBHHU C
obmenpuHaTor Kinaccudukaimei: «ouyenp dacro» (> 1/10), «uacro» (> 1/100, < 1/10),
«ueugacto» (> 1/1000, < 1/100), «penko» (> 1/10000, < 1/1000) u «ouensb peaxo» (< 1/10000).
Hapywenus co cmopomnsl uMmyHHOU cucmempl. HEIACTO - THUIIEPIYBCTBUTEIBHOCTb.

Hapywenus co cmoponvl HepsHOU cucmembl. 9acTO - TOJOBHas 00JIb; HEYacTo - OOMOPOK,
nepudepuyeckas HEHpONaThs, TOJIOBOKPY)KEHHE, MOTEPsl MaMSITH, COHIIMBOCTb, OECIIOKOWCTRBO,
JIeTIpecCHsi, HapylIeHHs CHA, M3MCHEHHE XapaKTepa CHOBHJCHUH, OCCCOHHHUIA, HapyIICHHUE
OpHEHTAIIUH, JUCTEB3HUSI.

JKenyoouno-kuuwieunvle napywienus: 9acto - 0O0Jb B JKUBOTE, JWapesi, JUCICICHs, TOIIHOTA,
pBOTa; HEYacCTO - CYXOCTh BO PTy, METEOPH3M, TaCTPHT, MAHKPEATUT, aTO3HBIA CTOMATHT,
B3J[yTHE KHBOTA.

Hapywenus co cmopombl Kodicu u NOOKONHCHOU KIem4yamKuy: 9acTo - ChIllb; HEYacTo - 00JIBICEHUE,
3y, KpamnWBHHUIA, MYJIbTH(OPMHAS SpUTEMa, JIEKapCTBEHHAs CBIIb C DJ03MHOMWINCH U
CHUCTEMHOU CUMIITOMAaTHUKOU (DRESS-cunapom), TOKCUYECKast KOKHast CBIIIb,
AHTMOHEBPOTHYECKUH OTEK (HMOCTPETUCTPALMOHHBIC JaHHBIC); PEAKO - Ba3OoAWIATalus,
BE3UKYJ0-OyJuie3Hast ChIllb, 3K3eMa; cuHApoM CrtuBeHca-/[)kKoOHCOHA (ITOCTPErncTpanvoOHHBIC
JTAaHHBIC).

Hapywenua co cmoponvl MbluieyHOU, CKelemHOU U COeOUHUMENbHOU MKAHU. HEeYacTo —
apTpayrus, MbIIeuHast aTpodus, MUAITUS; PEIKO - MUOTIATHSL.

Hapywenusa co cmoponvl nouex u mMouebi800suWux nymeti. HEYaCTO - TeMaTypHs, yJalleHHOE
MOYCHUCITyCKaHWEe,  TNPOTEHHYpHs,  HeppoiuThas  (IMOCTPEruCTpallMOHHBIE  JaHHbBIE),
MHTEPCTUIHANBHBINA He(PUT; PEIKO - 00IH B 00JIACTH TTOYEK.

Hapywenus co cmopomnsl opeana 3peHus: 9acTo - )KENTYITHOCTb CKIIEP.

Hapywenua memabonuzma u numaHus. HEYACTO - AHOPEKCHUS, MOBBINICHHBIA aIlleTHUT,
CHIDKCHUE MAacCChl Tella, YBEIMUSHHE MACcChl Tela; MOCTPETHCTPAlOHHbBIE TaHHbBIE (4acTOTa He
YCTaHOBJICHA) -THIIEPTIIMKEMHS, CaXapHBIN Ua0eT, THIIEPIaKTaTeMHUsL.

Hapywenus co cmoponvl penpooyKmugHol cucmemvl U MOJIOYHBIX Jicene3. HeYacTo -
TMHEKOMACTHSI.

Hapywenua co cmopomusl cepoya:. He4acTo - Taxukapaus Tuma «torsades de pointesy

(HOCTpCTI/ICTpaI_II/IOHHLIC ,[[aHHLIC); pE€aAKo - OTCKH, YYaAlICHHOC CepI[I_Ie6I/ICHI/IC, YAJIMHCHHUC
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(MOCNEOCBATENEHOCTE 0001)

untepBana QTc (mocTperucTpaloOHHbIE JAHHBIC).

[TocTperucrpanmoHHble JaHHBIE (YacTOTa HE YCTAaHOBIICHA) — aTPHOBEHTpUKYJsipHas (AV)
6nokana Il u Il crenenw.

Hapywenus co cmoponvl cocy0os. He4acTo - OBBILIEHUE aPTEPUATBHOTO JaBJICHMUSL.
Hapywenus co cmoponsl ovixamenvHoil cucmemsl, 0p2aHo8 2pyOHOU KIemKU U CPEeOOCHEeHUs.:
HEYacTo - OJIbIIIKA.

Hapywenus co cmoponvl neuenu u dceniegol@oosAwux nymei. 4acTo - KEJITyXa; HE4acTo -
renaTut;  XOJeJluTHa3,  XojiecTa3  (IIOCTPETHCTPAllMOHHBIE  JAaHHBIE);  PENKO -
renaToCIICHOMET M, XOJICIUCTUT (MIOCTPETUCTPAITUOHHBIC TAHHBIE).

Obwue nHapywenuss u peakyuu 8 mecme 66e0eHUss. 9acTo - yCTAIOCTh; HEYacTo - 00Jb B TPYyIH,
JUXOpajika,  HeJoMoraHue,  ciaabocTh,  INepepacHpelesieHne  JKMUPOBOW  KIIETYATKH
(mumoucTpodus); peaKo - HapyIIeHUE MOXOKH.

HaOnromanwce OTHeNbHBIE CIydadn KpOBOTEUCHWH, CIIOHTAHHBIX KOXKHBIX PpEaKIuil |
reMapTpo3oB Yy MalUeHTOB ¢ remModmived tuna A U B npu nmpuMeHeHMH HHTUOMTOPOB
MpoTeasbl.

Haubonee wacto (Oomee 10 %, «o4eHb YAcCTO») OTMEUAIUCH CIEIYIONIUE OTKIOHCHUS
71ab0paTOPHBIX MOKa3aTeseil y MalueHToB, MOJy4YaBIIuX JIEYEeHHE, B COCTaB KOTOPOI'0 BXOJIUIIH
aTazaHaBUp U OJUH WM Oosiee HYKICO3UIHBIX, HYKJICOTHIHBIX M HEHYKJICO3UTHBIX
MHTUOUTOPOB OOpaTHOW TPaHCKPUINTA3bI: MOBbIIIEHUE obuiero Omnupyouna (87 %), ocobeHHO
HETPSIMOTO (HECBSI3aHHOT0) OMIIMPYyOrHA B CBIBOPOTKE KPOBH.

Jlpyrue 3HayMMble OTKJIOHEHHS J1abOpaTOPHBIX IMapaMEeTpoOB OTMedaauch y > 2% OO0JNbHBIX
(«yacto»): TMOBBIINIEHWE AKTUBHOCTH KpeaTuHdochokuHasbl (7 %), MOBBILICHHE AKTUBHOCTU
aJTaHMHAMUHOTpPaHC(Epasbl (AJIT)/ceiBOpOTOUHOM IIyTAMUHOBOW-MIMPOBUHOTPATHOM
TpaHcamuHasbl (5 %), CHIDKEHHE KOJIMYecTBa HEUTPOPUIbHBIX JIEHKOIUTOB (5 %), MOBBIICHHE
aKTUBHOCTH acrmapTaTaMHHOTpaHc(epasbl (ACT)/cbiBOpOTOUHOM [IIyTaMHHO-
I1aBEJIEBOYKCYCHON TpaHcamuHasbl (3 %), moBblmieHHe akTUBHOCTH Jwumasel (3 %). OTMeHa
JICYeHUs BBHJy pa3BUTHUS MOOOYHBIX 3(dekToB mnorpedoBaiack y 5 % mNalUeHTOB, Kak
MOJIy4aBIIUX, TaK U HE MOTYYaBIIUX aHTUPETPOBUPYCHYIO TEPAIHIO.

VY 2 % nanueHToB, MoJyyaBIIMX aTa3aHaBUp OTMEUeHO KOHKYpeHTHoe noBbiieHne AJIT/ACT u
obrmiero ounupyouna 3-4 cTemneHu.

Onmucanue OTAENbHBIX HeKEIaTSIbHBIX PEaKIIUN

- YV BUY-uHQUUUPOBaHHBIX MAIUEHTOB C TSHKEIBIM UMMYHOE(DHUIIMTOM B Hayaje MPUMEHEHHS
KOMOWHUPOBAaHHON aHTUPETPOBUPYCHOM TE€PANTUU MOTYT Pa3BUBATbCS BOCIIAIUTEIbHBIE PEAKIUH
B OTBET Ha OECCHUMIITOMHBIE€ WM OCTaTOYHBIC OMNMOPTYHUCTHUECKHUE HHGEKIuH. Takxe

OTMEYAJIMCh CIy4Yal ayTOMMMYHHBIX 3a0oneBaHuil (Hampumep, Oone3nb I'peiiBca), omHako
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BpeMsi Hayalla Pa3BUTHs TaKuUX 3a00JieBaHUU apbnp({%'&;l%ﬂgﬁﬁﬁg%ﬁ&%}-&ﬂﬁtﬂémo

HACTyIaTh Yepe3 MHOI'O MECALEB II0CIIE Havala Tepaniy aTa3aHaBUPOM.

- IIpn npuMeHeHnn KOMOWHUPOBAHHON aHTUPETPOBUPYCHON Tepaluy B TCUCHHE UIUTEIHLHOTO
NEepUOJa BPEMEHH OTMEYAIHCh CIIydal OCTEOHEKPO3a, OCOOCHHO y MALUEHTOB ¢ (hakTopamu
pucka (BBICOKMI HMHAEKC Macchl Teja, HWMMYHOCYINpPECCHs, YIOTpeOJIeHHe ajKoros,
COIlyTCTBYIOIIIEE IPUMEHEHNE KOPTUKOCTEPOUIOB).

- Merabonnyeckne mapameTpsl — COOTHOLICHHE U COAEP)KaHUE JIMIMUJOB M TIIOKO3BI B KPOBH
MO>KET MOBBILIATHCS BO BPEMSI aHTUPETPOBUPYCHOM Tepanuu.

- Cpimb M acCCOLMUPOBAHHBIE CHUHAPOMBI — CBIIb B BHUJE MAaKyJONAMyJE3HbIX KOXKHBIX
BBICBIMTIAHUIN OT JIETKOM J10 CpelHEeN CTENEHU TSHKECTH OOBIYHO MOXKET MOSIBISATHCS B TEUEHHE
NEepBBIX 3-X HEJENb C Hayaja Tepanuy aTa3aHaBUpPOM.

- Cungpom CruBeHca-J[>KOHCOHa, MyJIbTH(QOpPMHAs »JpuUTeMa, JIEKapCTBEHHas ChIllb C
s03uHOIINEH U cucteMHoi cumrnrtomatikoi (DRESS-cuHapom), Tokcudeckas KOKHAsI CHITb
OTMEYAIIUCh MPU MPUMEHEHUH aTa3aHaBHUpa.

IIpoune ocoOble TIOMYIISIIIHA

Tayuenmur ¢ cenamumom B w/unu C
[TanmeHTHI € COYETAaHHBIM XpOHHYECKUM TrematutoM B w/mnu C  Oonee MOIBEpPIKEHBI
MOBBIIIEHUIO aKTUBHOCTH TEYEHOYHBIX TPaHCAMUHA3 MO CPABHEHHUIO C HEHMH(PHUIMPOBAHHBIMU
nanueHTamMu. He oTmedanoch pasHUIBI B 4acTOTE IMOBBIIIEHUS OWIMpPYyOWHA Yy MAllMEHTOB C
renatutoM B n/umu C u HeMHPUIMPOBAHHBIX MallMEHTOB. YacToTa pa3BUTHUS TeraTuTa BO BpeMs
JICYEHUS WM TIOBBIIICHUS aKTUBHOCTH TpaHCAMHUHA3 Y MAllMEHTOB C COYETaHHBIM XPOHUYECKUM
renarutoM B w/mu C 6bl1a conocTaBiuMa MpH MpUeMe aTa3aHaBUpPa U PEKUMOB CPAaBHEHUS.
[TarueHTsl C coYeTaHHBIMM XpOHMUYECKMMHU remaTuToM B w/mnu C B Oombluel cTeneHu
MOJIBEPKEHBl PUCKY Pa3BUTHA TSKENBIX U MOTEHUIUATbHO (DaTalbHBIX MOOOYHBIX pEaKUUN CO
CTOPOHBI TICUEHHU.

eTH
[Ipoduns Ge3omacHOCTH aTa3aHaBUpa y JAeTel 6 JET W cTaplie COMOCTaBHM C TaKOBBIM Y
B3POCJIBIX MAIMEHTOB.
Hau6onee yacteim (Oosee 10 %, «o4eHb 4acTo») OTKIIOHEHHEM JIa0OPaTOPHBIX MOKaszaresei 3-
eil u 4-oli cTeneHu y ieTeil ObLIo MoBkIIIeHre odmiero ounupyouna (> 2,6 x BI'H; 45 %).
Haubonee wyacteiMu nmobounsiMu 3¢ ¢pextamu 2-4 creneHu O6bum kamensb (21 %), noBbleHHE
temmepatypsl Tena (18 %), xkenryxa/mokentenue ckiep (15 %), comb (14 %), pota (12 %),
muapes (9 %), ronoBHas 601b (8 %), mepudepudeckue orexu (7 %), 601U B KOHEUHOCTSX (6 %),
3alI0’)KeHHOCTh Hoca (6 %), Oone3HeHHOCTh mpu riaotaHuu (6 %), ompimka (6 %), KUIKUE

BBIICIICHHUA W3 HOCA (6 %). B peaKux ciydadx oTMeHalaCb ACUMIITOMATHUYCCKAA
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herm (< FYRENELOBATENBHOCTL 0001)

aTpuoBeHTpUKysipHas (AV) 6mokana | u Il cre

COO6H_[€HI/I€ 0 TOAO03PEBACMBIX HEXCIATCIbHBIX PCAKITHMAX

BaxHo coo0maTs 0 mo103peBaeMbIX HEXKENATENbHBIX PEAKIHIX IOCIIe PETUCTPAIK IpenapaTa
C wuenplo oOecrmeyeHHs HENpPephIBHOTO MOHHTOPUHTA COOTHOLICHHUS «IOJIb3a — PHCK»
JIEKapCTBEHHOI'0 IpenapaTta. MeanuuHCKUM paOOTHUKAM pEKOMEHAYEeTCsl cooOIIarh O JHObIX
[10/1I03PEBAEMBIX HEKEJIATENbHBIX PEAKIMIX JEKApCTBEHHOTO Mpenapara 4epe3 HallMOHAJIbHBIC
CHCTEMBI COOOIIEHHSI O HEXENaTeNbHBIX PEaKIHUsIX TOCYJapCTB — UICHOB EBpa3uiickoro
SKOHOMUYECKOT'O COI03a.

Poccniickas ®@enepanns

Anpec:109074, Mocksa, CnaBsiHCKast 110k, 1. 4, cTp. 1

MununcrepcTBo 3npaBooxpanenus Poccniickoit denepanuun

®denepanpHas ciyx0a 1o Haa30py B cdepe 3apaBoOXpaHEHUs

Tenedon: +7(495)-698-45-38; +7(499) 578-02-30

dakc: +7(495)698-15-73

DnexrponHas moyra: pharm@roszdravnadzor.ru

Caiir; http://external.roszdravnadzor.ru

4.9. llepeno3upoBKa

CuMnOTOMBI

B xoxe xaMHMYECKHUX HCCIeIOBAaHUI MPHEM 3I0POBBIMH JIO0OPOBOJIBIAMHU 103 aTazaHaBUpa 0
1200 MT OHOKPATHO HE COTPOBOXKAAIICA KAKUMH-TTHO0 HEXKETATETbHBIMH SIBJICHUSMU.
EnuncTBeHHBIN clydail mepeno3upoBKH arazaHaBupoM BUY-uHQUIIMPOBAaHHBIM MNAIUEHTOM,
npuHsBmKM 29,2 T ipenapara (103a, B 73 pa3a npeBbIlaoias peKOMEHI0BaHHYO 103y 400 mr)
COTMPOBOXKIANCA OecCUMNTOMHOM OJokanoil o0emx HOXKEeK Iydyka [uca W y[UIMHEHHEM
untepBana PQ. Jlanapie mpusnaku nmo DKI' mcuesnu cnontaHHO. OXHIaeMBIMU CHUMIITOMaMH
MepeIoO3UPOBKN aTa3aHaBUpa SBISIOTCS JKeNTyxa 0e3 WM3MEHEHUN pe3yJIbTaTOB IEeUE€HOUYHBIX
TECTOB (M3-32 MOBBIIICHHS KOHIIEHTPAIMN HENPSMOro OWInMpyOnHA) U HapyIIEHHE CEeplIeYHOrO
putMma (yinHeHue narepsaia P-Q).

Jleuenue

Crnenuduyeckoro antuaoTa HeT. [Ipu mepeno3upoBke ara3aHaBUPOM CJEAYET OCYIIECTBISATH
KOHTPOJIb OCHOBHBIX (DM3MOJOTHYECKUX TOKa3aTeled, BecTH HaOmoJeHHe 3a Oo0IuM
COCTOSIHMEM MalueHTa, KoHTpoiupoBaTh OKI, Ha3HauUTh NPOMBIBAHHUE KEITYJIKA, BbI3BATh
PBOTY AJisl YAQJIEHUS OCTATKOB IperapaTa, peKOMEHIyeTCsl IPUEM aKTUBHUPOBAHHOI'O YIJISL.
Huanu3 HesdddekTuBeH AN BBIBEJACHHS TMpernapara M3 OpraHu3Ma, TaK Kak aTa3aHaBUp
XapaKkTepu3yeTcss MHTEHCUBHBIM METa0OJIM3MOM B TICUEHU U BBICOKOI CTEMEHBIO CBSI3BIBAHMS C

OeJIKaMHU.
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5. DAPMAKOJIOTMYECKUE CBOICTBA (MOCNEOCBATENBHOCTE 0001)

5.1. ®apmakoamHaMUYecKHe CBOMCTBA
dapmakorepanesTuueckas rpynna: [Iporusosupycnoe [BUY] cpencrso.
Kon ATX: JOSAE08

MexaHusM aeicTBUA

ATazaHaBUp SIBJISIETCS a3alle€NTUAHBIM MHruoutopom mnporeassi BUY-1. 3Oto BemectBo
CEJICKTUBHO MHTHOMpPYeT BUpYC-crienuduyeckuii nporeccuHr BupycHsix Gag-Pol nporenHoB B
BUY-uHQUIMPOBAHHBIX KIIETKaX, MPEIOTBpaIIas 00pa3oBaHUe 3pEbIX BUPHOHOB U 3apakeHHe
JIPYTHUX KIIETOK.

B npomecce neueHMss y HEKOTOPBIX IAallUEHTOB MOXET pPa3BUThCA PE3UCTEHTHOCTH
(YCTOMYMBOCTH) K IEHCTBUIO TIpenapara (crnenuduieckas pe3sucTeHTHOCTbD) WIIN K JCHCTBUIO KakK
aTazaHaBUpa, TaK U APYyTUX UHTMOUTOPOB mpoTteazbl BUY (mepexkpecTHast pe3uCTeHTHOCTB).

Pe3nCcTeHTHOCTE M ITIepeKpeCcTHAS. PE3NCTCHTHOCTh

Pe3ucTeHTHOCTD U MepeKpecTHasi pe3UCTEHTHOCTh K MHruouTopam nporeassl BUY nHabmronanacek
B Pa3IM4YHOM CTENEHM €€ NPOSABICHUS. PE3NCTEHTHOCTh K aTa3aHABUPY HE BCEr/Aa SIBIIAETCS
MPEMSITCTBUEM IS TTOCJIEI0BATENILHOTO IPUMEHEHUSI IPYTUX HHTHOUTOpOB npoTeassl BIY.

Pe3ncTeHTHOCTS iN Vitro (B KyIbTYpE KJIETOK):

UyBCTBUTEIBHOCTh K aTa3aHaBUPY U3y4Yaldd Ha KyJIbType KJIETOK, BBIIEICHHBIX y IAllMEHTOB,
NpekIe He TMOoNydYaBIIMX aTa3aHaBUp. DBblsBieHa YeTKas TEHACHUHUS K CHIKEHUIO
YyBCTBUTEJIBHOCTU K aTa3aHaBUPY KJIETOK, OOHAPYKUBIIMX BBICOKHH YPOBEHb MHOXKECTBEHHOM
PE3UCTEHTHOCTH K JApyruM HHTHOUTOpam mnporeazbli BUY. HampoTwB, 4yBCTBHUTEIBHOCTH K
aTazaHaBUPY COXPaHSIaCh y KIETOK, PE3UCTEHTHBIX TOJBKO K 1—2 MHruOUTOpaM MpoTeasbl
BUUY.

PesucrenTHOCTS iN ViVO

I/ICCJ'IG,Z[OBaHI/IH IMOKa3aJIn YE€TKYI0 3aBUCUMOCTb PAa3BUTHUA PE3UCTCHTHOCTU OT TOrO, IMOJIydall JIU
MalMCHT paHCC AHTHUPCTPOBUPYCHYIO TCpalluo, U €CJIINU Oa, HNPUMCHSICA JIM aTa3daHaBUD B
Ka4yCCTBC CANMHCTBCHHOI'O I/IHFI/I6I/ITOpa IMPOTCAa3bl BUY unu B KOM6I/IH8.LII/II/I C PUTOHABHUPOM.
Hal/ﬂleHl’I’Zbl, paxnee He nojyvasuiue anmupempoeupyCcryro mepanuio.

Amaszanasup 400 m2 (bez pumonasupa)

He BBIABIEHO TIEPEKPECTHOM PE3UCTEHTHOCTU MEXKAY aTa3aHaBUpOM U aMIIPEHAaBUPOM.
DEeHOTUNIMYECKUN  aHaAu3 HW30JUPOBAHHBIX KJIETOK IIOKa3al pPAa3sBUTHE YCTOMYMBOCTH,
crnienn(pUIecKoil TONBKO AJIS aTa3aHaBUPA U COUYETABIIEHCS C MOBBIIIEHUEM YyBCTBUTEIBHOCTHU K
JpyruM MHruouTopam mporeas BIY.

Amasanasup 300 me/pumonasup 100 m2

HccnenoBanne 3¢pdekTuBHOCTH KOMOMHAIIMM aTa3aHaBUP/PUTOHABHpP (B CpaBHEHUH C
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KOMOMHALMEH  JIONMHABHP/PUTOHABHP) Y nampeliton, = patres = 15O C Troditbhunx

aHTUPETPOBUPYCHOM TEpaINUH, [T0KA3aJI0, YTO uyepe3 96 Henenb 1ociie Hayalla Tepaluu TOJIbKO B
OJTHOM CITydae Hey/Iaud Tepanuy pa3BuiIach GEHOTHINYECKAs YCTOMUMBOCTD K aTa3aHaBUPY.
llayuenmul, panee nonyuasuiue aHmupempo8UpyCHy0 mepanuio:

Amaszanasup unu ama3aHa6up/pum0Ha6up

B OonpmuHCTBE ciay4daeB Heygauum Tepanuu Ha 48-0if Hexene y MAalMEHTOB pPa3BHBAJACh
MHO)KECTBEHHAsi PE3UCTEHTHOCTh K pa3JIMyHbIM MHruoutropam mnpoteasst BUY, a He
cnenn(uveckas yCTOWYMBOCTh K aTa3aHaBUPY.

5.2. ®apMakoKHHeTHYECKHE CBOICTBA

dapMaKOKMHETUYECKHE CBOWCTBA aTa3aHaBHUpa OLEHUBAINCH Ha 3JI0POBBIX J0OpPOBOJBLAX U
BUY-unpuumrpoBaHHBIX NallMEHTaX.

AbGcopbuus

[Tpu amutensHOM Tpueme atasaHaBupa B no3e 400 Mr oawH pa3 B JI€Hb OJHOBPEMEHHO C
IIPUEMOM JIETKO YCBOSIEMOW INMUIIM MaKCHMAJIbHAs PAaBHOBECHAs KOHIICHTpALlWs aTa3aHaBUpa B
TUTa3Me YCTaHaBIMBAETCS MIPUMEPHO depe3 2,7 Yaca TMocie mpueMa. Y CTOHYrBas paBHOBECHAS
KOHIICHTPAIUS aTa3aHaBUPa JOCTUTACTCS MEXy 4-bIM 1 8-bIM JHAMU TpHEMA.

Brusnue nuwu

[IpuMeHeHune arazaHaBMpa BMECTE C MNUILEH yIydmlaeT ero OMOJOCTYHNHOCTh M YMEHbIIAET
(bapMaKOKMHETHUYECKYIO0 BapuaOenbHOCTh. [IpuMeHeHne KOMOMHAIIMN aTa3aHaBUp/pPUTOHABHD C
NUIEeN yaydmaeTr OMOJOCTYTHOCTh aTa3aHaBUpa.

Pacnopenenenne

ATa3aHaBI/Ip Ha 86 % cBs3bIBacTCa ¢ OeIKaMu CBIBOPOTKH KPOBH, IIPHU 3TOM CTCIICHb CBA3BIBAHUSA
¢ OenkamMyd HE 3aBHCUT OT KOHLCHTpAaIKH. ATaSaHaBI/Ip CBA3BIBACTCA C aJ'II)(bal'KI/ICJ'IBIM
TJIAKOIIPOTEMHOM U aJ'IB6YMI/IHOM B paBHOﬁ CTCIICHHU. ATaSaHaBI/Ip OonpeaAcisICTCA B
CITMHHOMO3TOBOM M CEMECHHOM KHNIKOCTAX.

BI/IOTDaHCd)ODMaHI/IH

AtazaHaBup MeTabonu3upyercs B OCHOBHOM mocpeactBoM uszopepmernta CYP3A4 ¢
o0pa3oBaHHEM OKHCIIEHHBIX METa00IUTOB. MeTaOomuThl BBIACIAIOTCS B KE€T4b B CBOOOIHOM
BUJIC UJIM B BHUJIE KOHBIOTATOB C TIIOKYPOHOBOI KucI0TOM. HesnauntenbHas yacTh aTa3aHaBUpa
MeTtabonu3upyercs myreM N-Ie3aaKkuianpoBaHus U THIPOIH3A.

DIMMHHAIUS

Ilocne onHOKpaTHOro BBedeHHs “C-atazamaBupa (400 Mr) B Kale M Moye ONPEAENAIOCh,
COOTBETCTBEHHO, 79 % u 13 % obuiel pagnoakTUBHOCTH. J{0JI1 HEM3MEHEHHOT0 aTa3aHaBHpa B
KaJle U MO4Ye COCTaBjsia, cooTBeTcTBeHHO, okono 20 % u 7 % BBemeHHOU m03bl. CpenHuii

nepuon monyBeiBenenust (T12) arasaHaBupa y 370poBBIX A0OpoBoibieB u  BUY-
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WHOUIMPOBAHHBIX B3POCIBIX COCTABIISLT OKOJd 7 qaco%;l'mg\ﬁiﬂ_ %@%@TNH% ';:'IHIL C

JIETKO YCBOSIEMOM IHILEH.

TlanueHThl ¢ IEYeHOYHOU HEAOCTATOYHOCTBIO

ATazaHaBUp MeTaOOMM3UPYETCS U BBIBOAWUTCS TPEUMYIIECTBEHHO IIeueHblo. BrusHue
HapymeHu (QyHKOUM TedeHH Ha (PapMaKOKMHETHYECKHE TapamMeTpbl II0cie Tpuema
atazaHaBupa B no3e 300 mMr He wusyyasnoch. KoHIeHTpalus ara3aHaBUpa NpPU COBMECTHOM
npueMe u 0e3 pUTOHABUPA MOXKET YBEIHMUUTHCS Y MAIIEHTOB C TIEYCHOYHOH HEI0OCTATOYHOCTHIO
cpenHel u Tsokenoil creneHu. IlpumeHeHue araszaHaBuUpa y MALUMEHTOB C HapyLIEHUSMU
bynkuun  nedeHn Tspkenod  cremeHu  (kiacce C mo  wimaccudukanuu - Yanng-I1sio)
MIPOTUBOIIOKA3aHO MPH JIFOOBIX PEKUMaX J103UPOBAHUS.

B xomOuHanuu ¢ pUTOHaBUPOM MPUMEHEHHE MPOTUBOIIOKA3aHO y MAIIMEHTOB C HapyLICHUSIMHU
(GYHKIMU MEeYeHM CpeqHel W Tsbkenol creneHu TsxkecTH (knace B m C mo kimaccudukanuu
Yaitnn-I1s10).

C OCTOpOKHOCTBIO aTa3zaHaBUP CIEAYET MPUMEHATHh Yy MalMeHTOB C HapylIeHUsMHU (PyHKUUU
MEYEeHU JIETKOM U cpefHel cTemneHu TsbkecTH (kiaacc A u B mo kiaccudukanun Yaitna-I1st0),
JUIs KOMOMHALlUM aTa3aHaBUP/PUTOHABUP - y MAIUEHTOB C HAPYLIIEHUSMHU (QYHKIUU NEUYECHU
JIeTKOW cTeneHu TskecTH (kiacce A no kinaccudukanuu Yaitna-I1s10).

TTaneHTHl ¢ OYEYHOU HETOCTATOYHOCTRIO

VY 310pOBBIX JOOPOBOJIBIIEB BHIBEACHHBIM C MOUOH HEM3MEHEHHBIN aTa3aHaBHP COCTABIIST OKOJIO
7 % NPUHATON M03BI.

OTCcyTCTBYIOT (hapMaKOKMHETHYECKHE JaHHBIC IS MAIIMEHTOB C TTOYEYHON HEIOCTATOYHOCTBIO,
MIPUHUMABIIINX aTa3aHABUP C PUTOHABHUPOM.

[IpuMeHenne aTtazaHaBupa O3 pUTOHABHpA M3y4YaJIOCh y MAIMEHTOB C TSDKEIOW IMOYCUHOMH
HEJIOCTaTOYHOCTHIO, B TOM YHCJIC HAXOMISAIIMUXCS HAa TeMOJIMAIn3e, MPUHUMABIIUX Ipernapar B
no3e 400 Mr omuMH pa3 B JIeHb. Pe3ynbTaThl IOKa3aid CHIKEHHE (PapMaKOKHHETHYECKHUX
napamerpoB Ha 30-50 % y mnanMeHTOB, HaXOSAIIUXCS HAa TEeMOAMATIN3€ B CPaBHEHUH C
MarueHTaM ¢ HopMaibHOU (yHKIMEH moYeK. MexaHU3M 3TOro CHUYKEHHSI HEU3BECTEH.

Jlis manuMeHTOB Ha TreMOJWalu3e, paHee He IMOJyYaBIIUX AaHTHPETPOBUPYCHOM Tepamuw,
atazanaBup 300 Mr Ha3Ha4aeTCs TOJbKO B KOMOMHAIUK ¢ puToHaBupoM 100 mr.

[TanmenTam ¢ TsHKENTON MOYEYHOM HEIOCTATOYHOCTBIO, HAXOASIIMMCS Ha TeMOUAIN3€e U paHee
MOJIy4YaBIIMM aHTUPETPOBUPYCHYIO TEPANHIO, aTa3aHAaBUP MPUMEHSTh HE PEKOMEH/1yEeTCSl.
Bospact/mon

He oTMeueHO KIMHWYECKH 3HAUMMBIX OTIWYMNA (DapMaKOKMHETHYECKHX TapaMeTpoB B
3aBUCHMOCTH OT BO3pPAcTa WM M0JIa MMAlIUEHTOB.

bepeMeHHbIC KEHIIWHBI
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3HaueHUs] MaKCUMaJIbHOM pPaBHOBECHOM KOH eHTpauf;Il;l':'('éggm‘;g El&“TIEBHjEi/IC EB;';I:I';HI}BOI?I

«koHIeHTpanus-BpeMs» AUCs) mis arazanaBupa Obutd Bbimie Ha 2640 % y KeHIMH B
nocinepogoBoM mnepuone (4-12 Henmens), yem y BUY-uHUIMpPOBaHHBIX HE OEPEMEHHBIX
NAlMeHTOK. MuHUManbHas KOHLEHTpAIMs aTa3aHaBUpa B IOCIEPOAOBOM IepHojae Obuia
MPUOIIN3UTEIBHO B
2 pasa BBIIIE TOH, KOTOpast HabmoAanack 10 storo y BUY-undunupoBanHbIXx He OepeMEHHBIX
KCHIIUH.
Paca
HccnenoBanusi He BBISBUJIM KaKOTO-JIMOO BIMSHUS Pachl MAallMEHTOB Ha (papMaKOKWHETHUECKHUE
napaMeTpsl aTa3aHaBHpa.

eTH
Benmunna aGcopOrun atazaHaBHpa y J€TeH BBIIIE, YeM Y B3POCIBIX MMAIUEHTOB. Y MalleHbKUX
JIeTel CyIIeCTBYeT He3HAYNTEIbHAS TCHIICHIIUS K 00Jiee BEICOKOMY KIIMPEHCY aTa3aHaBHpa MPH
HOPMHUPOBAHMWU TIO0 Becy Tena. BapnaOenbHOCTh (papMaKOKHMHETHUECKUX IMapaMeTpOB y NETeH
TaKXe BBIIIE, YeM Y B3POCIIBIX.
6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. [lepeyensb BcioMoraTeJbHbIX BElIECTB

Arazanasup, 150 mr, kancymasl

Bcnomocamenvuvie sewecmaa.

JIAKTO3bl MOHOTHIPAT

KPOCTIOBUIOH

MarHus creapar

Cocmas meepowvix JHceramuHo8blX Kancyi.
Kopnyc:

JKeJIaTUH

tutana aquokcun (E 171)

Kpvuueuka:

JKeJIaTuH

tutana auokcua (E 171)

Kpacutelnb xene3a okeu] kpacHsii (E 172)

Arazanasup, 200 mr, Kancyasl

Bcnomozamenvuvie eeujecmea.
JIAKTO3bI MOHOTHUAPAT
KpOCITIOBUIOH

Marnus creapar
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Cocmas meep()bzx AHCENAMUHOBBLX Kancyil.

Kopnyc:

KEJIaTUH

tutana quokeun (E 171)

Kpviweuxa:

KEJIaTuH

tutana quokcun (E 171)

KpacuTesb COJMHEYHBIH 3aKaT xenToiii (E 110)
KpacuTesb MyHIoBbIi [moHco 4R] (E 124)

ATtazanasup, 300 mr, Kancyasl

Bcnomoeamenvnvie sewyecmaa:

JIAKTO3bl MOHOTHPAT

KpPOCTIOBU/IOH

MarHus creapar

Cocmas meepobvix dHcenamuHo8vlx KancyJ:

Kopnyc:

KEJIaTuH

tutana quokeun (E 171)

Kpviweuxa:

JKEJaTuH,

tutana quokeun (E 171)

6.2. HecoBMecTUMOCTH

He npumenumo

6.3. Cpok roaHocTH (CPOK XpaHeHHs!)

2 roja.

6.4. Oco0ble Mepbl MPEAOCTOPOKHOCTH NPH XPAHEHUH

B 3amumensoM ot cBera mecte npu Temieparype ot 15 no 25 °C. He 3amopaxuBaTh.
6.5. XapakTep u cofepkaHue NePBUYHONH YIAKOBKH

IIpu npouzsoocmee na OAO «Papmcmanoapm-Jlexcpeocmeay, Poccus:

ITo 10 xamcyn B KOHTYpHYIO slU€HKOBYIO yHakoBKY U3 (onbru anmoMuHueBod U ruieHku [1BX
niu mwienku [IBX/TID/TIBJIX.

ITo 3 nnu 6 KOHTYPHBIX STYEMKOBBIX YITAKOBOK BMECTE C MHCTPYKLHMEH MO TPUMEHEHUIO B NAUKy
13 KapTOHA.

IIpu npouzeoocmee na 340 «bUOKA/]», Poccus:

ITo 10 xamcyn B KOHTYpHYIO SYEMKOBYIO YMAaKOBKY M3 (DOJIBIM aJIOMMHHUEBOW M IJICHKH
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IIBX/IT/IBIX. (NOCNEOOBATENLHOCTL 0001)

[To 3 win 6 KOHTYPHBIX SUCHKOBBIX YIAKOBOK BMECTE C HHCTPYKLIUEH 110 MPUMEHEHHUIO B MAYKy
U3 KapToHa.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH NPH  YHHUYTOKEHHH  HCIOJIb30BAHHOTO
JIEKAPCTBEHHOr0 Mpenapara WJIH OTX0I0B, MOJYYEHHBIX MOcCJde NPUMEHEHHSs
JIEKAPCTBEHHOT0 MPeNnapara u Apyrue MaHUMYJSIIAK C MIPenapaTomM

Oco0ble TpeOoBaHUsI OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUS

Poccms, 198515, 3AO0 «bBUOKAy», r. Cankr-IlerepOypr, IlerponBoproBbii —paiioH,
. CrpenbHa, yi. Cessu, a. 34, mT. A.

Ten.: +7 (812) 380 49 33, dakc: +7 (812) 380 49 34; e-mail: biocad@biocad.ru

7.1. IlpeacraBuTe/b AEpsKATEJIsI PETMCTPALMOHHOIO YI0CTOBEPEHHU

IIperen3un morpedbuTeNeil HAIPABIIATE 110 AJIPECY:

Poccus, 198515, 3A0 «BUOKA[/», r.Cankr-IlerepOypr, IleTpoaBopIoOBEIid  paiioH,
. CtpenbHa, yia. Cessu, a. 34, murt. A.
Ten.: +7 (812) 380 49 33, dakc: +7 (812) 380 49 34; e-mail: biocad@biocad.ru

Hudopmanuio o pa3BUTHH HEXeTaTeIbHBIX PEaKIInii HApaBIIsATh 1Mo aapecy: safety@biocad.ru

8. HOMEP PETUCTPALIMOHHOI'O YIOCTOBEPEHUS

9. IATA IEPBUYHOM PETUCTPAIIUM (TOATBEPXKXIEHUA PETUCTPALINN,
IHEPEPETUCTPAILIUN)

JlaTa nepBoil perucTpaiuu:

10. JATA IEPECMOTPA TEKCTA

O6ma;1 XapaKTCPHUCTUKA JICKAapCTBCHHOI'O Inpcliaparta ATa3aHaBI/Ip AOCTYIIHA Ha
I/IH(I)OpMaLII/IOHHOM nopraljie EBpasnﬁcxoro OKOHOMHYCCKOIo COr3a B I/IH(I)OpMaI_II/IOHHO'

KOMMYHHKaIoHHOU cetr « HTepHeT» http://www.eurasiancommission.org.
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