COOTBETCTBYET 3KCNEPTHOMY OTUYETY

OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOIO HIPENTAPATA
(NMOCNEOOBATENEHOCTE 0002)

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITAPATA
Arta3zanaBup, 150 mr, kancybl
Arta3zanaBup, 200 Mr, KarncyJibl

Arazanasup, 300 mr, KarcyJbl

2. KAUECTBEHHBIN U KOJIMYECTBEHHBINA COCTAB
JleficTBy1O1IIE€€E BEIIECTBO: aTa3aHABUD

ArasanaBup, 150 Mr, KamcyJsl

Kaxnas kancyna comepxut 170,80 mr arazanaBupa cynbdar, skBuBasieHTHO 150,0 Mr aTazanaBupa.
BcromorarenbHble BellecTBa, HATWYHME KOTOPBIX HAJAO0 YYUTHIBATh B COCTaBE JIEKAPCTBEHHOI'O
npenapara: Jakro3a — 82,20 mr (cm. paznenst 4.3, 4.4).

AraszanaBup, 200 Mr, KamcyJibl

Kaxxnas kancyna comepxut 227,80 Mr arazanaBupa cyibdat, sxkBuBasieHTHO 200,0 Mr aTazaHaBupa.
BcnomoratenbHble BellecTBa, HATWYHE KOTOPBIX HAJAO0 YYUTHIBATh B COCTaBE JIEKAPCTBEHHOI'O
npenapara: jgakrosa — 109,60 mr (cm. pasgenst 4.3, 4.4).

Araszanasup, 300 Mr, KamcyJisl

Kaxnas kancyna comepxut 341,69 mr arazanaBupa cynbdat, sxkBuBasieHTHO 300,0 Mr aTazaHaBupa.
BcromoratenbHble BellecTBa, HATW4YME KOTOPBIX HAJ0 YYUTHIBATh B COCTaBE JIEKAPCTBEHHOI'O
npemnapara: Jakrosa — 164,36 mr (cm. pasgenst 4.3, 4.4).

[TonHbIif mepeyeHs BCIIOMOTATENbHbBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancynbl.

ArasanaBup, 150 Mr, KamcyJsl

TBepable xenaTuHOBbIE Karcyisl Ne 1, kopmyc rosry0oro 1Bera, Kpbllieuka CHHETO I[BETA.
Cogepxumoe Karcys: T'paHyJIMPOBAHHBIM MOPOIIOK OT 0enoro 10 Oenoro co CBETIO-KEIThIM
OTTEHKOM IIBETA.

Araszanasup, 200 Mr, KamcyJisl

TBepapie xenatnHoBble Karcysbl Ne 0, KOpIyc CUHETO IBETA, KPBIILIEYKa CUHETO LIBETA.
Cogepxumoe Karcysd: T'paHyJIMPOBAHHBIM MOPOIIOK OT 0enoro 10 Oenoro co CBETIO-XKEIThIM
OTTEHKOM IIBETA.

Araszanasup, 300 Mr, KamcyJisl

TBepapie xenarnHoBele Karcyisibl Ne 00, KopIlyc CHHEro 1IBETa, KpbIIIEUKa KPaCHOTO LIBETA.
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OTTCHKOM IIBETA.

4. KIMHUYECKUE JAHHBIE

4.1. IToka3aHus1 K IPUMEHEHHUIO

Jleuenne BHUY-1 uHpexkunn B KOMOMHAIUMHM C IPYTMMH aHTUPETPOBUPYCHBIMU NpenapaTamu y
NAIMEHTOB, PAHEE MOJYYaBUINX UM HE MOJyYaBIINX aHTUPETPOBUPYCHYIO TEPAIIHIO.

4.2. Pe:kum 103MPOBAHUA U CIOCO0 NPUMEHEHM I

PexxuM 103upoBaHus

Pemenune o Havane Tepanuu MPUHAMAET Bpay, UMEIOIIUNA OMBIT JICUeHUS] MMHPEKIINU, BRI3BAHHOM
BUpycoM HMMYyHoaeduuura uenoBeka (BUY). DddextuBHOCTS M 0€30mMacHOCT MPUMEHEHHUS
aTazaHaBUpPa B KOMOMHAIIMU C PUTOHABUPOM B CyTOUHOM j03¢e Oosee 100 Mr He u3ydeHa.
[IpumeHneHnne puToHaBUpA B N103ax, npeBbimaromux 100 Mr B CyTKH, MOXKET M3MEHUTH NMPOPUIH
0e30MacHOCTH Ipenapara ATazaHaBUp, IOATOMY OHO HE PEKOMEHIyeTCsl.

Bspocnvie

Peoicum 003“[90607—[”/7 ons nayuernoes, padHee He nojiyuasiiux anmupenmposupycHyro mepanuro.

e qpenapart Ata3zaHaBup B 103€ 400 Mr oIMH pa3 B ICHb BO BPEMS €]Ibl;
e qpemapar ArtazaHaBup B o3¢ 300 Mr B KOMOWHAIMK ¢ PUTOHABUPOM B 03¢ 100 Mr onux
pa3 B IeHb BO BpEMS €JIbl.

Peoicum 003“[90607—[”/7 ons nayuernoes, panee nojayiasuiux anmupemposupyCcHyro mepanuro.

e mpemnapar AtazaHaBup B qo3e 300 Mr B KOMOMHAIUMU ¢ puTOHaBUpOoM B ja03e 100 mr onuH
pa3 B JIeHb BO BPEMs €JIbl.

[Ipumenenune arazanaBupa 0Oe3 pUTOHAaBUpPa HE PEKOMEHIYeTCsl [UId IAalUEHTOB C
HEOJIaronpusTHBIM BHUPYCOJIOTHYECKMM HMCXOJOM paHee TIPOBEJICHHON aHTUPETPOBUPYCHON
Tepanum.
Kombunuposannas mepanusi
JIMaHO3MH: UAAHO3UH ClIeAyeT NPUHUMATh HATOUIAK, a IpemapaT ATa3aHaBHp — BO BpeMs
npremMa MUy, T03TOMY IPU KOMOMHUPOBAHHOM TEpanmuy peKOMEHAYeTCs MPUHUMATh JHIaHO3HH
yepes 2 4 mociie nprueMa npenapara AtazaHaBUp C MUIIEH.
Tenodosupa am3ompokcwia (ymapar: peKOMEHIyeTCsl NpUMEHEHHE KOMOWHAIUM TMpernapara
AtazanaBup 300 Mr u purtonaBupa 100 Mr OmHOBpPEMEHHO ¢ TeHO(GOBHpaA IU3OMPOKCUIA
¢ymaparom 300 mr (Bce mpemapaThl cienyeT NMPUHUMATh OAMH pa3 B JEHb BO BpeMs IpueMma
nunm). [Ipumenenune mpemapata ArtazaHaBup (0e3 pUTOHaBHpa) OJTHOBPEMEHHO C TeHO(OBHUpPA
JU30IMpOKcHiIa hymMapaToM He PEKOMEHIyeTCsl.

Oco0ble rpyInel NALKMEHTOB
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Jnis manueHToB, He HaXOAAIINXCS Ha TeMOINANH3e; KOppeKHist A3 He-Tpedyetes:

J{ns manueHToB Ha reMOJINAIN3e, pAaHEE HE MOTYYaBUIMX aHTUPETPOBUPYCHYIO TEPAIUIO, MpernapaT
AtazanaBup 300 MT Ha3HAYaETCs TOJIBLKO B KOMOMHAIMK ¢ puTOHABUPOM 100 mr.

[TanmeHTam ¢ MOYEYHON HENOCTATOYHOCTBIO TSKENION CTENEHHU, HAXOAIIMMCS Ha FeMOJUalIn3e U
paHee IOJy4YaBIIMM AHTUPETPOBUPYCHYIO TEpamuio, IpenapaT ATa3aHaBUp IPUMEHSTH
IIPOTUBOMOKA3aHO.

Ilayuenmul ¢ neuenouHoU HEOOCMAMOYHOCMbIO

CnenyeTr coOioaTh OCTOPOXKHOCTh MpPH Ha3HAuUEHUHW Npernapara ATazaHaBup 0Oe3 pUTOHaBHpa
NalMeHTaM C HapyIIeHUSAMH (QYHKIIUHU TIEYCHH JIETKOH MIIM CpeAHEN CTETEeHH TsDKECTH (Kacchl A U
B mo xnaccudpukanum Yaitna-Ileio). Ilpum HapymeHusx (yHKIMM TI€YEHH CpPEIHEW CTENeHU
Tsokectd (kmacc B mo wmaccudukanum Yaina-ITet0) y manweHTOB, paHee HE IMOTy4YaBIIUX
AHTUPETPOBUPYCHYIO TEPAINIO, PEKOMEHIYETCSI CHU3UTH 103y A0 300 MT OJIMH pa3 B JIEHb.
[Ipenapar ArtazanaBup mpu JTIOOBIX peXHMMax IO3UPOBAHUS MPOTUBONOKA3aHO MPUMEHSTH MpPU
HapylmeHusX (QYHKIMU TedeHu Tspkenoi crtemnenHu (knacc C mo knaccudukanuu Yainna-I1sio).
[Ipumenenue ara3aHaBUpa B KOMOHMHAIlMM C PUTOHABUPOM Y TMAlUEHTOB C IEYECHOYHOM
HEJ0CTAaTOYHOCTHIO HE U3Yy4YalocCh, JaHHYI0O KOMOMHALIUIO CIIEYET MPUMEHSITh C OCTOPOKHOCTHIO Y
NAllMeHTOB C HapymIeHUsIMHU (QYHKIUM TICUYEHH JIETKOW CTeNmeHW TsokecTH (Kimacc A 1o
knaccupukanun Yaitna-I1p0), ¥ NpOTUBONOKA3aHO NMPUMEHATh y MAIMEHTOB C HapyUICHUSIMHU
GYHKIMM TTIEYCHU CPEAHEH U TsDKeNol cTeneHu TshxecTH (kinaccsl B u C mo kinaccudukanum Yaum-
[Tp10).

Ilayuenmul nodtcunozo 6ospacma

KimHnyeckue uccienoBaHus Ipenapara HE BKIIOYAIM JOCTaTOYHOE KOJWYECTBO MALMEHTOB B
BO3pacTe 65 JeT u crapuie.

OcHoBbIBasiCh Ha (papMaKOKMHETUYECKUX JaHHBIX, KOPPEKIHS A03bI B 3aBUCUMOCTH OT BO3pacTa He
Tpebyercs.

bepemennocmu

Bo Bpewms II u Il TpumecTpa 6epeMeHHOCTH KOMOMHAIMY MpernapaTa Ata3aHaBup B 03¢ 300 mr u
putoHaBupa B no3e 100 Mr ogmH pa3 B CYTKHM MOXKET OBITh HEIOCTAaTOYHO, OCOOCHHO KOTJa
aKTUBHOCTbH aTa3aHaBUpPA WM BCETO PEXHMa MOXKET ObITh CKOMIPOMETHPOBaHA JIEKapCTBEHHOU
YCTOMUYMBOCTBIO. TepaneBTUYECKHUM JIEKAPCTBEHHBIM MOHMTOPUHI MOXET OCYIIECTBIATHCA IIPU
IIPOBECHUMN Tepanuu. PUCK CHM)KEHHsI KOHLEHTpAlUMU aTa3aHAaBUpPa MOXKET OXKHUAAThCSA B CiIydae,
ecyu mpernapar ATazaHaBUp Ha3HA4YaeTcss COBMECTHO C TeHO(OBHpa AU3OMPOKCHIT (hymMapaToOM WU
aHTaroHucraMu Hj-ructamMMHOBBIX penentopoB. PekoMmeHayemas no3a mpemnapata ATazaHaBUp

cocraBisieT 400 mr omHoBpeMeHHO co 100 Mr putoHaBupa OAMH pa3 B J€Hb. TepaneBTHUECKUN
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OJTHOBPEMEHHO C TeHO(OBUpa AU3O0MPOKCHIIA y1v1apa1U1v1 VH-aHTaroHHeTavitHo-FrHeTaMiHOBBIX
peuenTopoB JUisi o0ecrnieueHus: afeKBaTHOrO pexkuma J103upoBaHus. He cymiecTByeT J0CTaTOYHO
JTaHHBIX JUJISI TOTO, YTOOBI MOXHO OBLIO PEKOMEHIOBAaTh OJHOBPEMEHHOE MPHUMEHEHHE IpIapara
ATazaHaBHp C PUTOHABUPOM, TEHO(OBHMpA AMZOMPOKCHI (hymapaToM WIM aHTaroHuctamu Ho-
TUCTAMHHOBBIX DPELENTOPOB Y OEPEeMEHHBIX KCHIIWH, paHEe IMOJYYaBIIUX AHTUPETPOBUPYCHYIO
Tepanuio.
Bcenen 3a BO3MOXHBIM CHHJKEHHUEM CBHIBOPOTOYHOM KOHIIEHTpauuu artazaHaBupa Bo II wu III
TpUMecTpax OEpeMEHHOCTH BO3MOXHO MOBBILICHHE €r0 KOHLEHTPALMU B TEUYEHHE MEPBBIX JBYX
MECSIIEB TOCIIE POJIOB, TIOPTOMY CIIEYeT O0ECIeUnTh THIATENbHOE MEIUIIMHCKOE HAOMI0IeHUE 32
NAIMEeHTKOM Ha MpeaMeT BBISABICHHS MOOOYHBIX peakiuil. B mociaepoaoBom mepuone MmarueHTKU
JOJKHBI TIOJIy4aTh T€ e camble J03bl, YTO U HEe OepeMeHHbIe, BKJII0Yas Te€X, KTO OJHOBPEMEHHO
MOJTy4aeT Mpernaparhl, CHUKAIOUIHEe KOHLIEHTPAILUIO aTa3aHaBUpa B TIa3Me KPOBHU.
W3-3a BO3MOXKHOTO PHUCKA PA3BUTHUS TSKEIOW THNEpOMIMPYOMHEMHMHM M TOTEHIMAIbHOTO PHCKa
Pa3BHUTHS SACPHOU KENTYXH Y HOBOPOXKICHHBIX HEOOXOMUMO HAOIIOJCHHE 32 HUMHU B TCUCHHE
NEepBBIX JHEW JKU3HMU, B TMPEAPOJOBOM TIEpUOJE CJEeAyeT OO0ECHeunuTh IOMOIHUTEIbHBIN
MOHHUTOPHHT COCTOSIHUS II0/1A.

CTU
[Ipenmapatr ATa3zaHaBup B Kamcyjlnax Ha3HaudaeTcs AETSIM B BO3pacte OT 6 JIeT W crapiie B
KOMOWHAaIMMU ¢ puToHaBUpOM (B opme kamcys, Tabnmerok). Oba mpemapara ciieyeT NPUHUMATH
OJIHOBPEMEHHO, OJIMH pa3 B JICHb BO BPEMsI €/Ibl.
Jlo3bl penapata ATazaHaBup AJIs IETEH B BO3pacTe OT 6 JIET U CTapllie PaCCUUTHIBAIOTCS MO Macce
TCIa (CM. Ta6n1/1uy HI/DKG), JO03bI AJIA I[GTGﬁ HC JOJDKHBI NPCBBIIATH A03bI, MMPUMCHSACMBIC IJIA
JICUEHUs B3POCIIbIX MAlUEHTOB.

Pacuem 003 npenapama Amasanasup ona demeii no macce mena

Macca mena (k2) /Jloza npenapama Amazanagup Jloza pumonaeupa (m2)
(m2)
>15-<35 200 100
>35 300 100

Croco0 IIpuMeHeHus

[Ipenapar AtazaHaBUp IPUHUMAIOT BHYTPb, IIEJTMKOM, HE Pa3KEBBIBasl, B COCTABE
KOMOWHUPOBAHHOH Teparuu.

4.3. IIlpoTuBONOKA3aHUS
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MEepEUYUCIICHHBIX B pazzene 6.1.
Hapymenus ¢pyHkiun neuenu Tsokenoit crenenu (kinace C no kinaccudukanuu Yaiina-I1e10)
NpH JTIOOBIX peXXUMaXx JO3UPOBAHUSI.

[IpuMeHeHMre KOMOWHAIIMM aTa3aHaBUp + PUTOHABHP Yy MAIMCHTOB C HAPYIICHUSMHU
(GyHKLIMU TeYeHH CpeaHed M TshKesol creneHu TsbkecTH (knacc B u C mo knaccuduxanun
Yaiina-ITs10).

Penko BcTpedaromiasicss HacleICTBEHHAsT HEMIEPEHOCUMOCTh TaJIaKTO3bl, JEPUINT JIAKTa3bI
Jonapei Wi IIII0K030-TalaKTo3Has MalibabcopOuus.

Y DnanmueHToOB C IIOYEUHOM HEAOCTATOYHOCTBIO TSKENIOH CTEIeHU, HaXOIAIIUXCS Ha
reMOo/IMaIN3e U paHee MOJyYaBIIUX aHTUPETPOBUPYCHYIO TEPAIIHUIO.

[Mpenapatr Ata3aHaBUp MPOTHBOIIOKa3aH B KOMOWHAIIMH C JIYPa3HIOHOM, aCTEMH30JIOM,
TeppeHaINHOM, IU3AMPHUIOM, TUMO3UIOM, OCTIPUAMIOM, XUHUIUHOM (B TOM YHUCIE IS
aTa3aHaBHpa OJHOBPEMEHHO C PUTOHAaBHPOM), TPHUA30JaMOM, MHUAA30JaMOoM (sl mpreMa
BHYTpPbH), NMPOU3BOJHBIMU HSproTaMuHa (O0COOEHHO 3ProTaMHUHOM, IHUTHAPOIPTOTAMHUHOM,
SPrOMETPUHOM, METHJIIPrOMETPHHOM), TpernaparaMud  3Bepo0O0si  IPOABIPSBICHHOTO,
unruouropamu ['MI'-KoA-penykrassl (CHUMBAacTaTMHOM, JIOBACTaTUHOM), KBETHAIIMHOM (B
TOM 4YHCI€ B KOMOWHAIMM C PUTOHABUPOM), pUDaMOUIIMHOM, aI(Py303UHOM,
cungeHaduiIoM (IpU ero Ha3HAYCHHUH ISl JICYCHHUS JIETOYHOW apTepUabHON TUTIEPTEH3UH )
(cM. pazzmen 4.5.).

OnHOBpeMEHHOE MpPHUMEHEHHE C TIpernapaTaMu, COJACPXKAIIUMH TPa3olpeBHUp, BKIIOYAs
KOMOWMHHUPOBaHHbIE MpenapaThl ¢ (PUKCUPOBAHHBIMHU J103aMHU 3JI0acBHUpa/Tpa3onpeBupa (CM.
pazmen 4.5.).

OnHOBpEeMEHHOE NMPUMEHEHHE ¢ KOMOMHHMPOBAHHBIMHU MperaparaMu ¢ (UKCUPOBAHHBIMH
JI03aMU TJIeKarpeBrupa/muopeHTacsupa (cM. pasaen 4.5.).

Hetu ¢ maccoit Tena menee 35 kr (s go3upoBku 300 mr), meTckuit Bo3pact a0 6 Jet (s

no3upoBku 150 mr u 200 mr).

4.4. OcoOble yka3aHHMsl M Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

CaxapHnblit 1uader.
[M'uneprivkemusi.
JucnunuaemMust.
l'unepOunupyounemust.
XpoHunueckasi 00J1e3Hb IOYEK.

Hedpomutnas.
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e XpOHUYECKU AKTUBHBIN renaTur.

e Hapymenus ¢byHKIMHM TEYSHU JIETKOM M CpenHeW cremeHu TshkecTH (kimacc A u B mo
knaccudukanuu Yaitna-I1er0) (u1s1 atazanaBupa).

e Hapymenus GyHKIMHM TEYEHHW JIETKOM CTEMEHW TsHKeCTH (Kiacc A 1o Kiiaccuukamuu
Yaitna-ITe10) (1151 KOMOMHAIIMY aTa3aHaBUP + PUTOHABUD).

e ['emodmmus A u B.

e CuHIpOM BpOXKIECHHOrO ymIuHeHUs uHTepBaia PR m PQ Ha snekTpokapamorpamme
(BKT).

e OIHOBpEMEHHOE MPUMEHEHHUE C TpenapaTaMu, yaauHsomuMu natepsas PR u PQ na OKI
(Hampumep, aTeHOJION, TUIITHA3EM, BEPAITaMILI).

e CuHapom BpoxaeHHOro yauHeHHoro nartepasia QT na OKIT'.

e [loHmkeHHass KUCIOTHOCTD >KEIyJOYHOro coka (ToBbllleHHe 3HaueHust pH xenynouHoro
COKa).

e OJIHOBpPEMEHHOE TMPUMEHEHHE C HMHAWHABUPOM, HUPHUHOTEKAHOM, HEBUPAIHMHOM,
3(haBUpEH30M, TJIFOKOKOPTUKOCTEPOUIaMU, BOPHUKOHA30JI0M, CaJIMETEPOJIOM,
KJIAPUTPOMUIIMHOM,  OorenpeBupoMm,  TeHoGoOBUpa  AW3amnpokcuia  (pymaparom,
KapOamazenuHoM, (EHUTOMHOM, (eHOOapOUTaIOM, JTAMOTPUPKUHOM, LUKIOCIOPHHOM,
TaKpOJIMMYCOM, CHPOJIUMYCOM, aMHOJApOHOM, JHAOKAUHOM (i1 TapeHTEpaIbHOTO
pUMeHEeHHUs ), GIyTHKA30HOM, cuiAeHadUIOM (KpoMe Ha3HAYCHUS JUTsl JICUCHHUS JIETOYHOM
apTepuaJbHONM  TUTNIEPTCH3UH),  TaganapuiaoM, BapACHA(PUIOM,  aTOPBACTATHHOM,
npaBacTaTuHOM, (hiyBacTaTMHOM, OynpeHopduHOM, cyOCTpaTaMu IpYrux M30(epMEHTOB
cucteMbl nurtoxpoma P450, BokcuIanmpeBUpOM, IUAAHO3MHOM, KETOKOHA30JIOM,
UTPAaKOHAa30J0M, puU(aOyTHHOM, WHTHOUTOpPAaMHU HPOTOHHOM IMOMIIBI, AHTAIMJaMU WU
OypepHBIMH  JIEKapCTBEHHBIMH  TIperapaTaMy,  amnuKcabaHoM,  pHUBapOKCca0aHOM,
nJaburarpaHa STEKCHJIATOM, dA0KcabaHoM, Bap(aprHOM, MPUHOTEKAHOM, TUITHA3EMOM,
BEpaaMuiioM, STUHUIACTPAIUOJIOM, TEPOPaTbHBIMA KOHTPAICITHUBAMH, COACPKAIIUMU
MpOrecTareHbl, CAIMETEPOIOM, MUAA30JaMOM (IJis MAapeHTEPAIBHOTO TMPUMEHEHUs) (CM.
pazmen 4.5.).

Hasnauenne mipenapara AarazaHaBuUp HeIEIEeCOOOpa3HO MalMeHTaM ¢  MHOXKECTBEHHOM
PE3UCTEHTHOCThI0 K MHruOuTOpam mporteassl BUY (Oonee 4-x myraumii). Beibop mnpenapata
ATazaHaBHp TSI JICUEHUS MMAIMEHTOB, paHee MOyYaBIINX aHTUPETPOBUPYCHYIO TEPAIHIO, JOJKCH
0a3upoBaThCs Ha JAHHBIX MHIWBUIYaTbHOW PE3UCTEHTHOCTU U PE3yJbTaTax MpPealIeCTBYIOLIETO

JICUYCHU.
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cHmkaer puck mnepenayn BHUY Bo Bpewms

UCKJIFOUUTh HEIb3sl, B CBSI3U C YEM CIIeyeT COOII0AaTh MEphI MPETOCTOPOKHOCTH (MCIIOJIb30BaHHUE
GapbepHOT0 METOIa KOHTPAIICTIIIIH ).

O¢ddexTrBHOCT, M 0€30MacHOCTh NMPUMEHEHMs aTa3aHaBUpa B KOMOMHAIMM C PUTOHABHPOM B
cyrouHoit no3e 6onee 100 Mr He U3y4yeHa; MPUMEHEHHUE 103 PUTOHABHpA, npeBbiaomux 100 mr B
CYTKH, MOKET U3MEHHUTH NMpoduiar 6e30MacHOCTH artazaHaBupa (moOouyHbIE 3(P(PEKTH CO CTOPOHBI
CEepAECYHO-COCYTUCTON CUCTEMBI, THIIEPOMIUPYONHEMHUST), IOATOMY OHO HE peKoMeHayeTcs. Tonbko
OpY OJHOBPEMEHHOM IIPUMEHEHMH KOMOMHAIMM TIpernapara ATa3aHaBUp + pUTOHABUP U
a¢aBUpeH3a BOZMOXKHO YBEIMYEHHUE N103bI puTOHaBUpa a0 200 Mr oAWH pa3 B CYTKH, 00OECIICUUB
IPY 3TOM KJIIMHUYECKUH MOHUTOPHHT IMAIHEHTA.

CaxapHbli [ra0eT/TUIIEPTINKEMUS

Ha d¢one neuenus wunrunburopamm mnporeassl BUY y Hekoropeix BUY-undunmpoBaHHBIX
MAIMEHTOB OTMEUYEHBI THUIIEPTIUKEMUsS, Pa3BUTHE caxapHOro amabera WU OOOCTPEHHE YiKe
UMEIOILETrocs caxapHoro nuadera. B HEKOTOPBIX cilydasx oTMedascsl qUaOeTHUeCKUi KeToalua03.
[IpuurHHO-CNIEICTBEHHAs CBSI3b MEXAY Tepanueid wuHruOutopamu mporeassl BUY u strmm
CIIy4asiMH HE YCTaHOBJICHA.

Femodunms

VY nauuenTtoB ¢ remodunmer tMna A u B Ha ¢one nedenus mHruburopamu mnporeassl BUY
OTMEYAJIUCh KPOBOTEUEHHUS, B TOM YHCII€ CIIOHTAaHHbIE KOXHbIE KPOBOM3JIMUSHUS U T€MapTpPO3bI.
HekotopsiM M3 3TUX marMeHTOB TpeOoBajloch BBeneHHE (akTtopa cBepThiBaHUs kpoBu VIIIL
B GonpmmHCTBE Cciay4yaeB JieueHHMe HHruOuTopamu mnporeassl BUY ObUI0 MpOJOHKEHO WM
BO300HOBJICHO TIOCTE MepephiBa. [IpHUMHHO-CIIEACTBEHHAS CBSA3h MEXKAY Tepanueil HHrHOUTOpaMu
npoteasbl BUY u 5TuMu ciydasiMu HE yCTaHOBJIEHA.

[Tariuentsl ¢ remodunueit A wim B H0MKHBI OBITH OCBEJOMJICHBI O BO3MOYXHOCTH TOBBIIIIEHHOMN
KPOBOTOYHUBOCTH.

IlepepacupeneneHue KUPOBOU KIeTYATKU (JIMIoaucTpodus)

OTMmedanuch €IMHUYHBIE CIydad IEepepaclpenecHusl KUPOBOM KJIETYaTKH, YTO MPOSABISAIOCH
OKHPEHHMEM 110 LEHTPAIBbHOMY THILY, YBEIMYCHUEM >KMPOBOW KIIETYATKH B JOPCOLIEPBUKAIBHOU
30H¢ («OyHBOJMHBIM TOpO»), TMOXyJaHHE KOHEYHOCTEH M JUIa, YBEJIWYECHUE TPy,
«KYIIMHTOMAHOE JHIO». [IpUUMHHO-CIIEACTBEHHAsT CBSI3b MEXAYy Tepanueil HMHrHOUTOpaMu
npoteasbl BUY 1 5TuMu ciydasiMu HE yCTaHOBJIEHA.

[TaumeHTsl ¢ (pakTOpaMu pUCKa OTHOCUTEIBHO Pa3BUTHUS JUMOAUCTPO(GUH (IALMEHTHI MOXKHUIOTO

BO3pAcTa, JIUTEIbHBIA IMPHEM NPOTUBOBUPYCHBIX IpENapaToB, HapyIIEHUS OOMEHa BEIIECTB)
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(NOCNEQCBATENEHOCTE 0002)

repepacIpeaeseHus KUPOBOU KIIETYATKHU.

MeralosinuecKre mapaMeTpul/Bec Teia

Macca Tena, a Tak)ke COOTHOIICHHWE CHIBOPOTOYHOW KOHIICHTPALIUH JIMITUIOB ¥ TIIFOKO3bI B KPOBU
MOJKET TOBBIMIATECS BO BpPEMs AHTHPETPOBUPYCHOUM Tepanuu. Takue W3MEHEHUS MOTYT OBITh
00yCITOBJICHBI IPOBEACHUEM TEPAITUKA OCHOBHOTO 3a00JIeBaHUS, a TakyKe 00pa3oM xku3Hu. KoHTpoIb
32 CHIBOPOTOYHBIMU KOHIIGHTPALMSIMH JIUIIUAOB M TJIIOKO3bI B KPOBU O0OECIIEUYMBAETCS COTIACHO
pekoMmeHmanusiM 1o JsiedeHutro BUY-undexumit. Hapymenus oOMmeHa JKHPOB — JTOJDKHBI
KOHTPOJIMPOBATHCSL COTJIACHO KJIMHUYECKOW TpakTuke. [IpM NpUMEHEHWHM KOMOMHHPOBAaHHOU
AHTUPETPOBUPYCHOM Tepamuu, BKIOYAs TakKe COBMECTHOEC NPHUMEHEHHE C TepOpaTbHBIMU
KOHTPAIICTITUBAMH, OTMEYAIIUCH CITydan Pa3BUTHUS JUCITUIHICMUU.

CHHIpOM BOCCTAaHOBJICHHS MMMYHHTETA

PasBuTHie CHHIpPOMa BOCCTAHOBJICHHMS HMMYHHTETAa OTMEYAJIOCh Yy IALMEHTOB, IOJy4YaBLIMX
AHTUPETPOBUPYCHYIO TEPAIUIO0, BKIIOYas arazaHaBup. Y BUY-mHPUIMPOBAHHBIX TAIEHTOB B
pe3yabTate OTBeTa HMMMYHHOH CHCTEMbl B Hayajle KOMOMHHUPOBAHHOW aHTHUPETPOBUPYCHOM
TEpPAlMM MOTYT IOSBUTHCS MPU3HAKA BOCHAIUTECIBHOM pPEaKUUMU B OTBET HA IPOTEKAIOIIME
0ECCUMIITOMHO WJIHM OCTaTOYHbIE ONMOPTYHUCTHYECKHUE MH(EKIUNH (LUTOMEraJOBUPYCHBIN
PETUHUT, TEHEPaJM30BaHHBIC W/WIM JIOKAIbHbIE MHMKOOAaKTepHalbHble WH(EKLIUHU, BbI3BAaHHbIC
Mycobacterium avium, THeBMOHUS, BbI3BaHHAss Pneumocystis jiroveci, mim Ty0epkyses), KOTOpble
MOTYT MPUBECTH K Pa3BUTHIO CEPHE3HBIX KIMHUYECKUX MOCIEACTBUM MM YXYALICHUIO COCTOSHUS
nanyeHTa. OOBIYHO Takue PEaKUMM Pa3BUBAIOTCA B TEYEHUE IEPBBIX HECKOJIBKUX HENENb WIN
MecslleB ¢ Hayana JjedeHus. J(omKHO OBITh NHpOBEeNEHO oOcieloBaHME U COOTBETCTBYIOIIEE
JIEUYEHUeE.

OTMeuanuch cilydad ayTOMMMYHHBIX 3a0ojieBaHmii  (Hampumep, Oose3Hb ['peiiBca wu
ayTOMMMYHHBIM IrenaTuT), BOSHUKABIINX IPH BOCCTAHOBJIEHUN UIMMYHUTETA, OJIHAKO BpEeMs Haudasa
pa3BUTHS Takux 3a00JieBaHHI BapbUPOBAIOCH y PA3HBIX MAI[MEHTOB M MOIJIO HACTYNaTh 4epes3
MHOT'0 MECSALIEB ITOCIIE Hayajla Tepary aTa3aHaBUPOM.

IIeueHOYHAS HEAOCTATOYHOCTD

ATtazanaBup MeTaOONM3MpYyeTCS TIaBHBIM OOpa3oM B MEUCHW, M y MAIMEHTOB C HapylICeHHUEM
(GyHKIMU Me4eHn HaOJI0Aa M MOBBIIICHHBIE KOHLIEHTPAMHN B IUIa3Me KpOBH (cM. paszaens! 4.2 u
4.3)). He Opua ycraHoBineHa Oe30macHOCTb U 3((EKTUBHOCTh IMPUMEHEHHs aTa3aHaBUpa Y
NAalMEHTOB CO 3HAYMMBIMHU COIYTCTBYIOIIMMH HAPYIICHUSIMH CO CTOPOHBI ITEYEHH. Y TAIHEHTOB C
XxpoHudeckuM rematutoM B wim C, momydaromux KOMOMHHUPOBAHHYIO aHTHPETPOBHPYCHYIO
TEpanuio, HaONIONACTCS YBEIMYECHUE PUCKA PAa3BUTHS TKEIBIX M, BO3MOXKHO, MPHUBOISIIUX K

CMCPTCIIbBHOMY HCXOAY HCKCIIAaTCIIbHBIX peaKI_II/Iﬁ CO CTOpPOHBI IICUCHH. B CIyd4ac HOpHUMCHUA
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VY nmanueHToB ¢ paHHEe JUArHOCTUPOBAHHBIMM 3a00JIEBAaHUSAMMM IEUCHM, BKIIOUYAsT XPOHMUYECKHH
aKTUBHBIN IenaTuT, NpU KOMOMHUPOBAHHON aHTHPETPOBUPYCHOW TepamuM HapylleHHUs (yHKIHUU
IEUYeHN MOTYT HaOJIOAAThCS dYalle, COCTOSHHE TaKHX MAaIMeHTOB CIIEAYyeT KOHTPOJIHMPOBATH B
COOTBETCTBUU CO CTaHIAAPTHOW IpakTUKOW. lIpy Hanmuumm y TakuX MNALMEHTOB IIPU3HAKOB
ycyryOnenust 3abosieBaHUsl TEU€HHM HEOOXOIMMO PacCMOTPETh BO3MOXKHOCTH IPEPBIBAHUS WM

MPEKPALICHUS JICUCHHUS.

IToueunast He1OCTATOYHOCTD

Jlis manueHToB, HE HAXOMSIIMXCS Ha TeMoAualu3e, He TpedyeTcs KOppeKUuu mo3bl. Jlis
MAalMEHTOB HA TEMOJHMAIN3€, pPAaHEE HE MOJYyYaBIIMX AHTHPETPOBUPYCHYIO TEpaIuio, Ipernapar
ATazaHaBHp Ha3HAYaeTCs TOJHKO B KOMOMHALIUY C PUTOHABUPOM.

[TaneHTaM ¢ MOYEYHOM HENOCTATOYHOCTHIO TSKEJIOW CTENEHH, HAXOASAIIMMCS Ha FEMOJHUANIN3E U
paHee TOJyYaBIIMM AaHTHUPETPOBUPYCHYIO TEpamnuio, mpenapar ATa3aHaBUp NPUMEHSTH
MIPOTUBOIIOKA3aHO.

I'nuepOnnnpyOnHEMUS

Y manueHTOB, TMOJNYYaBIIMX aTa3aHaBUpP, OTMEUAINCh CIydad OOpaTHMOTO YBEJIWYCHUS
CBIBOPOTOYHOM  KOHIIGHTpPAallMM  HENpsMOro  (cBoOOIHOTO) OwinMpyOHMHA, CBSI3aHHOTO  C
uHTHOMpOBaHUeM ypcojae3okcuxoneBort (V®D)-rmoxyponosunrpancdepaszsr (YI'T). Cremyer
y4eCTh, YTO YyBEJIMYCHUE CHIBOPOTOYHOW aKTUBHOCTH TpaHCAMWHA3, OTMEYalomieecs IMpH
TIOBBIIIEHHON CHIBOPOTOYHOW KOHIICHTPALMU OMIMPYOHHA Y MAIMEHTOB, IMOJTYYaIOINX aTa3aHaBup,
MOXET  OBITh  BBI3BAHO  JPYTUMH  3a00JIEBaHUSIMH,  TaKXKE  CONPOBOXKIAIOIIMMHCS
runeponMpyonHeMueii. AnpTepHaTHBHAS aHTUPETPOBUPYCHAs Tepamus Npernapary ATa3zaHaBHP
MOYXeET OBITh paCCMOTPEHA, €CIIH JKEJITyXa WU MOKEITEHUE CKIIEP SBISIOTCS HENPUEMIIEMBIMU TSI
narnuenTa. CHIDKEHHE 03Bl mpernapara ATa3aHaBUp HE PEKOMEHAYETCS, MOCKOJBKY 3TO MOXKET
IPUBECTH K MOTEPE TEPANEBTHUECKOTO A PEeKTa U Pa3BUTHUIO PE3UCTEHTHOCTH.

Het nonrocpodHbIx AaHHBIX O O€30MAaCHOCTH MPUMEHEHHUS y MAIUEHTOB, MMEIOUINX UIUTEIHEHO
COXPaHSIONIYIOCS CBIBOPOTOUYHYIO KOHIICHTPAIUIO OMIIMpyOrHa, 6oJiee 4eM B 5 pa3 MPEBBINIAIONIYIO
BEepXHIOK0 Tpanuily Hopmel (BI'H).

WuauHaBup Takke MOXKET ObITh MPUYMHON YBEJIMYECHHUS CHIBOPOTOYHON KOHIIEHTPALUHU HETPSMOTO
(cBoOOmHOrO) OMMMpyOWHa, cBs3aHHOro ¢ uHruOupoBanumem YI'T. IlosTomy ero coBMecTHOE
pUMEHEHHE C MperapaToM ATazaHaBHp HE PEKOMEHIOBAHO.

Yinaenue PQ narepsaia

ATtazanaBup MoxeT yumnHATE PQ 1 PR uHTepBan y HekoTopslx manueHToB. CienyeT cobmoaaTh

OCTOPOKHOCTb IIPM INPUMEHEHHUM IIpernapara y NalUEeHTOB C HAPYLICHUSIMHU CEpACYHOU
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JCNEQCBATENEHOCTE 0002)

OHOBPCMCHHOM IIPUMCHCHUH IIpCIiapaTa A asaHaBp—C—HpCHapatTamit, —y AT HAOH Mt PQ
WHTEpBaJ (HampuMmep, aTeHOJION, TUITHA3EM, BepanaMu).

Yinaenue QT ugTepBana

Otmeuvanucs ciayvyan yaynHeHus QT mHTepBasia y HEKOTOPBIX MALMEHTOB B 3aBUCUMOCTH OT J1O3BI
atazanaBupa. Ciemyer coOyoaTh OCTOPOXKHOCTh MPU NPHUMEHEHUH TMpernapaTra y MalUueHTOB C
HapyLEHUSIMU CepAeyHON mpoBoauMocTu (Hampumep, AV 6mokazna Il u Il crenenu niam G6iokana
nyyka ['mca) ¥ Ha3HayaTh €ro TOJBKO B Cilydae, €CJIM IMOTEHIHaJbHAs TI0JIb3a IPEBBIIIACT
BO3MOXXHBII pUCK OT NMpuMeHeHHs npemnapara. Crienyer cobmogaTh 0coOyr0 OCTOPOXKHOCTh MpHU
OIHOBPEMEHHOM IPUMEHEHMM Ipenapara ArTa3aHaBup C Ipenapatamu, ymuaHsomuMua QT
UHTEpBaJ (HampuMmep, KIapUTPOMUIIMH, CAIMETEPO), a TaKXkKe y MalUeHTOB ¢ (hakTopaMH pHUCKa
(Opagukapaus, BpoxkaeHHoe yuymmHeHue QT uHTepBaia, HapyIeHUs SJIEKTPOJIUTHOTO OanaHca).
KosHasd cbinb

Makynomnanyse3Hast Chlllb, OOBIYHO OT JIETKOW N0 CpeJHeW CTereHH, MOXeT HaOIrolaThCs B
TE€4YEHHE NIEPBBIX 3 HEAENb OT Hayajla Tepaluy aTa3aHaBUpPOM.

OrMeueHo Takke paszButue cuHapoma CrtuBeHca-/[KoHCOHA, MYITbTH(OOPMHOM IPUTEMBHI,
TOKCHMYECKOM KOXXHOW CHIMM W JIEKAPCTBEHHOW CHIMA C DSO03MHODWIMEH H CHUCTEMHBIMH
nposiBinenusiMu  (DRESS-cunznpom). IlanumeHTs! AOKHBI OBITH MPERyNPEeKICHBI O BO3MOXKHBIX
IpU3HAKaX M CUMITOMAax pa3BUTHS KOXHOW cbimu. CieayeT TIIATEIbHO KOHTPOJIUPOBATH
MOSIBJIEHUE MEPBBIX CUMIITOMOB KOXHBIX peaklUuid y marueHToB. [IpumeHenune npemnapara JOIKHO
OBITH TIPEKPAIICHO TPHU PA3BUTUU TIKEJIOW CTETICHH KOXKHOM ChIMU. TIIaTeNbHBIA KOHTPOJb 3a
COCTOSIHUEM KOXHBIX ITOKPOBOB II03BOJISIET IPOBECTU PAHHIOI JAMATHOCTUKY M HEMEIJIEHHO
IPUOCTAHOBUTH IPHUEM IOAO3PUTENIBHOIO JIEKAPCTBEHHOro cpeacTsa. IlanueHTtam, y KOTOpBIX
panee ObuT0 oOTMeueHO pasBuTHe cuHApoMma CrtuBeHca-Jlxoncona u DRESS-cunapoma,
aCCOLIMMPOBAHHOE C aTa3aHABUPOM, HE CJEeAYyeT IPUMEHSATH MIpenapar B JaJbHEUIIEM.

Hedponurtuas u xoneauruas

B xoJe nmocTperucTpaiioHHbIX UCCIIEA0BaHU 10 0€30MacHOCTH MPUMEHEHUs aTa3aHaBupa y BUYU-
UHQUIMPOBAHHBIX IALMEHTOB OTMEYANUCh ciaydau He(dpoiauTHaza W/WIK  XOJEIUTHAa3a.
HexoropeiM manmenTaM norpedoBaiach TOCIUTANN3ALNS JUI IPOBEJCHU HEOOXOJUMOH TepamuH,
y HEKOTOPBIX TMAalHMeHTOB HAOMIONANINCh OCJIOXKHEHUS. B HEKOTOpBIX Cly4asx pa3BUTHE
HeQpOJIMTHA3a COMPOBOXKIAIOCH OCTPOM MOYEUHOW HEJOCTATOYHOCTHIO M HApyIIEHHEM pPadOThI
nouek. [Tpyu HanMuuM cuMNTOMOB He(hpOIUTHA3A U/NIIM XOJIEIUTHA3A CIIeyeT BpEMEHHO IIpepBaTh
TEPANHIO WU TIOJHOCTBIO IPEKPATUTH IIPUEM IIperapara.

Xponunyeckas 00JE3Hb IIOYEK
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B mepuo mocTperucTpaimoOHHOr0 HAGIIOACHHS ObLIH 3a_perH&§):i_4FgB;i;ﬁ§lic AH X POHIYECKOT
SENE :EHTEHHJF_ 002)

6one3nu nouexk y BUY-uHpuuMpoBaHHBIX Ma
nim 6e3 Hero. B kpymHomacmTaOHOM, MPOCHIEKTUBHOM, HAOJIOAATEIbHOM HCCIIECIOBAaHUU ObLTa
IIOKa3aHa B3aUMOCBSA3b MEXJY YBEIMYEHHEM 4YaCTOThl Pa3BUTHUS XPOHUYECKOW OOJE3HM MOYEK U
COBOKYITHOHM 3KcIo3UIMel ara3aHaBupa/putoHaBupa y BHUY-mHQUUUPOBAaHHBIX MAIEHTOB C
U3HAYaJIbHO HOPMAJBHOM pacueTHOM CKOpOCThi0 KiyOoukoBoil ¢uubstpamuu (pCK®). Takyto
B3aMMOCBSI3b HAOJIONAIM HE3aBHCHMO OT AKCIO3MLMHU TeHodoBHpa auzonpokcuna. TpelOyercs
PEryJIsipHBIM KOHTPOJIb (GYHKIMY ITOYEK y MAMEHTOB Ha NIPOTSHKEHUH Tepanuu (cM. paszzaen 4.8.).

OnHOBpEMEHHBIA IPHUEM C IPYTHUMHM JISKapCTBEHHBIMU IIperapaTaMu

He pexomenyeTcst oiHOBpeMEHHOE PUMEHEHHUE Npenapara ATa3aHaBUp ¢ aTOPBACTATHHOM.
[Tockonbky ara3aHaBup METa0OIU3HPYETCS, B OCHOBHOM, mocpeactBoM m3odepmenta CYP3A4,
OJTHOBPEMEHHOE NPHUMEHEHHE aTa3aHaBUpa M JIEKApCTBEHHBIX IpENapaToB, WHAYLHPYIOIIUX
uzopepmenT CYP3A4, e pexomenayercs. HeBupanus, SBISICh HHIYKTOPOM H30(pepMeHTa
CYP3A4, cHwxkaer aelictBue arazaHaBupa. Kpome Toro, us-3a yBEIWYEHMs] CBHIBOPOTOUYHOU
KOHIICHTPALlM HEBUpPANMHA BO3PACTAE€T €ro TOKCHYHOCTh, MOITOMY JaHHas KOMOWHAIMs He
peKoOMeEHAYETCS.

KoMmOvHupoBaHHas Tepamnusi aTa3aHaBUPOM U 3(aBUPEH30M MPUBOIUT K YMEHbIIICHHIO 3 dexTa
npernapara ara3aHaBUpa, IO3TOMY ee cieayeT u3berats. Ecnu npuMeHeHrne JaHHOM KOMOMHALIUU
abCOMIOTHO HEOOXOAMMO, pa3peliacTcs €€ MPUMEHSATh TOJBKO Yy TalMeHTOB, paHee He
MOJY4YaBIIMX AaHTUpPETpoBUpycHOM Tepanuu. [Ipu stomM npenapar AtazanaBup 400 mr u
putoHaBup 200 Mr Ha3zHa4alOT B BHJIE OJHOKPATHOM 03Bl BO BpeMs €iabl, a 3(aBUPEH3 -
HATOLIAK, Mepel] CHOM.

OnHOBpeMEHHOE TpUMEHEeHHE BopuKoHazona (200 Mr nBa paza B JIeHb) C KOMOHWHaIuen
aTazaHaBUp + PUTOHABHUP Y MAIMEHTOB C KaK MUHUMYM OJHUM (YHKUIHMOHAJIBHBIM ajuiejeM
uzodpepmerta CYP2C19 npuBoauio K CHIDKEHUIO KOHIIEHTpAIMK BOPUKOHA30JIa M aTa3aHaBHpa
B Ia3Me kpoBu. OQHOBpeMEHHOE MpUMEHEHHEe BopukoHazona (200 mr nBa pa3a B JIeHb) C
KoMOWHaIMe ara3aHaBUp + pUTOHABUP Yy TMAIMEHTOB 0e3 (YHKIMOHAJIBHOTO —aljIess
nzodepmenta CYP2C19 npuBoauio K MOBBIMICHHIO KOHIIEHTPAIIM BOPUKOHA30JIa U CHIDKCHHIO
KOHIICHTPALlMM aTa3aHaBUpa B IU1azMe KpoBHU. OIHOBpPEMEHHOE MPHUMEHEHHE BOPHKOHA30Jla U
KOMOUWHAIMM aTa3aHaBUpP + PUTOHABUP HE PKOMEH]IYETCs, 3a UCKIIOUEHUEM TeX CIyyaeB, KOrja
MOTEHLMaIbHAas M0Jb3a MPUMEHEHHS BOPHKOHA30J1a MpeBbIaeT puck. [Ipyu mpuMeHeHun Takoi
KOMOWHUPOBAHHON Tepanmuu HEOOXOIUMO IMPOBOAUTH TUIATEIbHBIM KOHTPOJIb BO3HHUKHOBEHUS
mo00YHBIX A (PEKTOB TPH MPUMEHEHUH BOPUKOHA30J1a, a Takke 3()PEKTUBHOCTH BOPUKOHA30J1a U

aTasaHaBUpa, KOTOpasd MOXKCET CHHUIKATHCA.
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Cunpenadun, Tananadui, BapaeHaduiI: Tpu COBMECTHOM _Hpnﬁéﬁeﬁp;nlnﬁﬂn“&&e_ﬁ 5B IPOTEa3bl
(NOCNEAQCBATENEHOCTE 0002)

BUY ¢ uaruduropamu dochoaudcrepassi-S (
CYP3A4 u npuMeHsIeMbIMU TSI JICUEHUS SPEKTHIBHON TUCHYHKIIMH, BO3MOKHO 3HAYUTEIHHOE
yBEIIMYEHUE KOHIEHTpauu HHruoutopo D/D-5 u ycwieHne ux mnoO00YHBIX 3((eKToB,
CBsi3aHHBIX ¢ BiausHUEeM DJ[D-5 (Hampumep, apTepuaibHasi TUIIOTEH3US, IPUANIN3M, HAPYIICHUS
3peHus).

[Ipumenenrne xkoMOWHAIUU TpernapaT ATa3aHaBUp + PUTOHABUP OJHOBPEMEHHO C (hIyTHKa30Ha
IPOMHOHATOM HJIH JIPYTHMH TIHOKOKOPTHKOCTEPOUIAMH, META0OINU3UPYIOIUMUCT U30(hepPMEHTOM
CYP3A4, He peKOMEHI0BAaHO U BO3MOXHO TOJIBKO B TOM Cilydae, €ClIM IOTEHLMAJIbHAs I0JIb3a
Tepanuu TPEBHIIIAET PUCK CHUCTEMHBIX 3(PQPEKTOB TIIIOKOKOPTUKOCTEPOHIOB, BKIIIOYAs CHHIPOM
Nuenko-Kymunra u nonaenenne GyHKUIMK KOphl HAANMOYeYHUKOB. [Ipn HeoOXxonuMocTu mpuema
[TIIOKOKOPTUKOCTEPOUIOB PEKOMEHAYETCS INpUEeM NpenapaToB, HE SBISIOLIMXCS CyOcTpaTamu
uzodpepmentra CYP3A4 (Gexnomerason).

OpnHoBpeMeHHOE MPUMEHEHHE calIMeTeposia U rpenapara AtazaHaBUp HE peKOMEHIOBAHO B BUIY
MOBBIIICHHOTO PHCKAa Pa3BUTHSA TOOOYHBIX 3(PPEKTOB CO CTOPOHBI CEPACUYHO-COCYAUCTOM
CUCTEMBbI, CBOUCTBEHHBIX CaJIMETEPOIY.

Bo Bpems nedenusi npenapatoM ATa3aHaBUp HE PEKOMEHIYETCS OJHOBPEMEHHOE Ha3HayeHHE
UHTHOUTOPOB MPOTOHHOM Mommbl. X Ha3HA4YaroT TOJBKO B TOM CIy4yae, €Clid UX MPUMEHEHHE
ABIISICTCS 00s3aTeNbHBIM. PeKOMEHIyeTCsl TIIATEeNbHbIH KIMHUYECKH MOHUTOPHHI COCTOSIHUS
nalyeHTa U NMpuMeHeHne komOuHanuu mnpenapar ArtazanaBup 400 mr + putonasup 100 mr c
OMEIpPAa30JIOM B MaKCHUMajJbHOM o3¢ 20 MI OAMH pa3 B J€Hb (WM APYTHMM IpenapaToM H3
IpynIbl WHTHOUTOPOB TMPOTOHHOM TIOMIIBI B SKBHUBaJEHTHOW n03e). He pexomenmyercs
MPUMEHATH OMemnpa3on B no3e Oosee 20 Mr B CyTKH (WJIM JpYrod mpemapar W3 TPYIIBI
WHTUOMTOPOB IPOTOHHOM MMOMITHI B SKBUBAJICHTHOM J103¢€).

OpHOBpeMEHHOE TNpPUMEHEHUE aTa3aHaBHpa C TOPMOHAJNBHBIMM KOHTpPALIEITUBAMU WU
OpaJbHBIMU KOHTPALIEITUBHBIMU CPEJCTBAMH, COIEpPXAIIUMU IPOTeCTOreHbl, OTIUYHBIE OT
HOprecTUMara WM HOPITHHAPOHA, HE U3y4alloCh U MIOATOMY HE PEKOMEHI0BaHO.

[TonmxeHHast KUCIOTHOCTD KEJTYJA0YHOTO coKa (MOBbIIIeHUe 3HaueHus pH jxeayouHOoro coka).
ChIBOpOTOYHAsE KOHIIGHTPALMsl aTa3aHaBUPa MOXKET CHIDKAThCS MpPU yBEIMUEHHM 3HadeHus pH
KEIyJOYHOT'O COKa HE3aBUCHMO OT IMPUYMH, BHI3BABIINX 3TO YBEIUUYEHHUE.

OcTreoHekpo3

HecmoTps Ha TO, 4YTO OTHOJOTHS OCTEOHEKpPO3a CUMUTAETCS MHOTO(pakTOpHOHN (BKIOYAs
NPUMEHEHHE KOPTUKOCTEPOUIOB, MPHEM AaJKOTOJS, TSDKEIYI0 WMMYHOCYIPECCHIO, YBEIHYCHHE
MHJIEKCa Macchl Tena), Clydyal OCTEOHEKpo3a OCOOEHHO YacTO BCTPEYATUCh Yy MAIMEHTOB C

no3aauMu ctaausimMu BUY-unbexkum n/unm Ha GpoHe IIUTETbHON SKCIIO3UITMH KOMOMHUPOBAHHOM
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COOTBETCTBYET : -'I-I’_EF'TH JMY OTUETY

antuperpoupycHoit teparmuu (KAPT). INanuenros cnegyeT— ‘% AIPE EJFG- 'I-'l'e06xoz_[nMocm
E :.?. ]? bHOCTb 0002)

(nacn

oOpalleHus 3a MEIULMHCKON MOMOILBIO MIPU PasBHTHE

CycTaBax, CKOBAHHOCTb WJIU 3aTPYAHEHHE JBUKEHHUM B CycTaBax.

eTu
OTCYTCTBYIOT pEKOMEHJALMM MO PEXHUMY IO3MpOBaHUS Mpenapara ATa3zaHaBUP B JO3HPOBKE
300 mr y nereit ¢ Maccolt Tena MmeHee 35 Kr.
bezonacnocmy
[Ipoduns Ge3omacHOCTH aTazaHaBUpa y ACTel ¢ Maccou Tena 35 KT U BBIIIE COMTOCTaBUM C TAKOBBIM
y B3pOCJIbIX MMAlIUEHTOB.
beccumnromuoe yanHenue PR nntepBana na OKI' y neteit 1 moApOCTKOB pEruCTPUPOBAIIN YallIE,
YEeM y B3pOCIIbIX.
VY neteit U moApPOCTKOB perucTpupoBanu 6eccuMntomMuyio AV omokany I u Il crenenn (cm. pazaen
4.8.). Cnenyer coOmtofaTh OCTOPOKHOCTh MPU MPUMEHEHHU IPENapaToB, CIIOCOOHBIX BHI3bIBAThH
yanuHenue uHTepBaia QT. ¥V nmereil u moapOCTKOB € paHee AUAarHOCTUPOBAHHBIMHU HAPYIICHUSMU
npoBoaumocTH (Il umm Gonee BhicOkast cTerneHb AV OoKaabpl WK OJOKaasl HOXKEK mydka [ 'mca)
npenapatr Ata3aHaBUp CIEAYET IPUMEHATH C OCTOPOKHOCTBIO U TOJIBKO B TOM CIIy4ae, €CJI I0JIb3a
npeBblIaeT pHUCK. PekoMeHIoBaH KOHTPOJb (YHKIHMH CepAlla, HCXOAS U3 KIMHUYECKHX
MIPOSIBJIICHUH (Hampumep, Opaaukapans).
D hexmusnocms
ATtazaHaBup/puTOHaBUDP OBLIT HEI(P(PEKTUBEH NMPOTUB BUPYCHBIX IITAMMOB C MHOTOYUCICHHBIMHU
MyTalUSIMU PE3UCTEHTHOCTH.

BcnoMorarenbHEIC BEIECTBA

Jlakmosa

[TaimenTam ¢ peako BCTPEYAIOLIEWCS HACJIEACTBEHHOW HENEPEHOCUMOCTBIO — TajlaKTO3bl,
NeQUIUTOM JIaKTa3bl JIOMAped WM TIIIOKO30-TAJIAKTO3HOW MaibabcopOuuell MpOTUBOIOKA3aHO
IIPUHUMATH 3TOT Mpernapar.

4.5. B3aumopeiicTBHe ¢ [PYrHMH JIEKAPCTBEHHbIMH IpenaparaMd M JApyrue BHIbI
B3aUMO/JACHCTBUSA

[Ipn ogHOBpeMEHHOM MPUMEHEHHHM aTa3aHaBHpa W PUTOHABHpPAa TPOGUIL METa0OIUYECKOTO
B3aMMOJICHCTBUS JIEKAPCTBEHHBIX CPEJCTB [UJIs PUTOHABHpa MOXKET MpeolianaTh, MOCKOJIbKY
pUTOHABHUD SBIIsETCS 00Jiee MOIIHBIM HHTHOuTOpOoM n3odepmenta CYP3 A4, uem aTtazaHaBup.
[Tepen HawamoMm Tepamuu mpenaparoM ATa3aHaBUP U PUTOHABUPOM HEOOXOIUMO O3HAKOMHUTHCS C
o01Iel XxapaKTepUCTUKOM JIEKapCTBEHHOTO MIpemapaTa Jijis pUTOHABHPA.

ATtazanaBup Mertaboyim3upyercs B medeHu nocpeactBoMm uzopepmenta CYP3A4. On mopamiseT

nzodepment CYP3A4. Takum o6pa3oM, MpOTUBOIIOKA3aHO NTPUMEHEHHE TIpernapara ATa3zaHaBUp C
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

[IeKAPCTBEHHBIMH  [IPENapaTaMy, sBJIIOMMMUCS —CyGCTpaFamie - u3odiepMenta” CYP3A4 n

(NOCNEOQCBATEN -A|:|'3:1|3:T:u 0002)

UMEIOIIMMH y3KUM TEPANeBTUYECKUN WHACKC —KBCTHAMH; YPasHAOH; —af(y303HH, —acTeMHU307;
TepdeHaanH, nu3anpui, NUMO3UA, XUHUIUH, Oenpuaui, TpuazojaMm, MpernaparaMmu Uil MpUeMa
BHYTPb — MMJa30JlaM, JIOMUTANUA M aJIKaJOUABI CIOPBIHBH, B OCOOEHHOCTH C 3ProTaMHUHOM U
JUTHIIPOIPrOTaMUHOM (CcM. paszzaen 4.3.).

OpnHoBpeMEHHOE NpPUMEHEHHE IIpernapara ATa3aHaBUp C [IpenaparaMi, COAEpXKallUMHU
rpa3onpeBup, BKIOYas KOMOMHHMPOBAHHBIE Ipemaparbl C  (UKCHPOBAHHBIMU  J103aMHU
anbacBupa/rpa3onpeBrpa, MPOTHBONOKA3aHO M3-3a IMOBBIIMIEHUS KOHLEHTpalMi Tpa3onpeBHpa U
anbacBupa B IUIa3Me€ KPOBH M MOTEHLIMAIBHOTO YBEIMYEHMS PHUCKA MOBBIIIEHHS CHIBOPOTOYHOM
aKTUBHOCTH alaHMHaMuHOTpaHcdepasbl (AJIT), cBSI3aHHOTO C MOBBIICHHBIMH KOHIEHTPAMSIMU
rpazonpeBupa (cMm. pasmen 4.3.). OIHOBpeMEHHOE TpUMEHEHHE Tmpenapara ATa3zaHaBUp C
KOMOWHHUPOBAaHHBIMHU TIperapaTaMu ¢ (PUKCHUPOBAHHBIMHU JI03aMH TJICKarpeBUpa/MuOpeHTacBUpa
IIPOTUBONOKA3aHO B CBSI3U C IOTECHLUAIBHBIM YBEIMYEHUEM PHUCKA IOBBIIIECHUS CBIBOPOTOYHOU
aktuBHocTH AJIT wu3-3a  3HAUUTENBHOTO YBENWYEHMsI KOHIEHTpAlUi IJIeKalpeBUpa U
nuOpeHTacBupa B IIa3Me KpoBH (cM. pazzaen 4.3.).

JIpyrue B3auMOJIEHCTBUS

B3anMoneiicTBusl aTta3aHaBUpa M APYrMX JIEKAPCTBEHHBIX IPENapaToB IEPEUUCIICHbl B TaOiMIle
HIDKE (YBEJIMUCHUE YKa3aHO KakK «», CHUKEHHUE - KaK «|», OTCYTCTBUE U3MEHEHUH - KaK «>»).

[Ipu Hamuuuu B ckoOkax ykaseiBaiotrcs 90 % noseputensHble uHTepBaibl ([N). MccnenoBanus,
ykazaHHble B Tabnuue 1, mpoBoIWIN ¢ y4acTHEM 37J0POBBIX JOOPOBOJIBLIEB, €CIIU HE YKAa3aHO MHOE.
Crour OTMETHTb, 4YTO MHOTME MCCIEJOBAHUS MPOBOJAMIM C IPUMEHEHHEM HEYCHJIEHHOIO
aTa3aHaBUpa, TO €CTh HE B PEKOMEHJA0BAaHHOM pEXHUMeE IPUMEHEHMS aTa3aHaBupa (cM. pa3zaen 4.4.).

Ta6auna 1: B3anmopeiicTBue aTa3aHaBUpPa ¢ IPYTHMH JIEKapCTBEHHBIMH NpenapaTaMu

JlekapcTBeHHbIE B3aumopeiictBue PexoMeHaaM OTHOCHTEIBHO
npemnaparsl 1o OTHOBPEMEHHOT0 MpUMeHeHH s
odsacTu
TepaneBTUYECKOT0
NpPUMeHEeHUsI

NPENNAPATHI JJIA JTEYEHUSA BUPYCHOI'O 'EITIATUTA C

I'pazompesup, 200 mr | AUC atazanaBupa 143 % (130 % 157 %) OpnHOBpeEMEHHOE [IPUMEHEHUE
OJIMH pa3 B CyTKH MaxcumanbHasi KOHUEHTPAUS (Crax) aTazaHaBHpa u
(arazanaBup, 300 Mr/ | atazaHaBupa B Ia3me KpoBu 112 % anbacBupa/TpazonpeBupa
putonasup, 100 mr (11 % 124 %) IIPOTHUBOIIOKA3aHO n3-3a
OJIUH pa3 B CYTKH) MunnmanbHas KOHIEHTPAIHS (Crmin) CYILIECTBEHHOTO MOBBIICHUSA
aTazaHaBHpa B Tu1a3Me KpoBu 123 % KOHIEHTpalil Trpa3onpeBupa B
(113 % 1134 %) IIa3Me KPOBH W CBSI3aHHOTO C
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

oT
(MTOCHER
AUC rpasomnpesupa: 1958 P4 (1678 %

Homus <024 T 2 fiotenumanshoro
IOBATENEHOCTE 0002)

(R RO TP
)7DPT[Y/TUPHT/ICI pY/T{"Vﬂ HOBELIICHIASL

11339 %)

Crmax Tpazonpeup: 1524 % (1342 % 1781 %)
Cuin Tpazonpesupa: 11064 % (1696 %

11602 %)
Konmnenrparmun rpasonpeBupa B
3HAYHUTENILHOW CTEIEeHU IOBBIIIANNCE IPH
COITYTCTBYIOIIEM PUMEHEHUH

aTa3aHaBUPA/PUTOHABUPA.

aktuBHocTH AJIT B nazme KpoBH

(cm. pazmen 4.3.).

OnbacBup, S50 wmr
OIMH pa3 B CYTKH
(aTazanaBwup,

300 Mr/puroHaBHp,

100 Mr ommH pa3 B

CYTKH)

AUC atazanasupa 17 % (12 % 117 %)
Cmax atazanasupa 12 % (|4 % 18 %)
Cuin aTazanaBupa 115 % (12 % 129 %)

AUC sn6acsupa: 1376 % (1307 % 1456 %)
Crmax d110acBupa: 1315 % (1246 % 1397 %)
Cuin 2m0acBupa: 1545 % (1451 % 1654 %)
KomnmenTparuu 310acBUpa MOBBIINATKUCEH TPH
COIYTCTBYIOIIEM PUMEHECHUH

aTa3aHaBHpa/ pUTOHABHUDpA.

Codocoyrup, 400 mr/
BenmnaTacBup, 100 mr/
BOKCHJIATIPEBHP,

100 Mr ogHOKpAaTHO™

(arazanasup, 300 mr/

putonasup, 100 mr

OJIMH pa3 B CyTKH)

AUC codocoysupa: 140 % (125 % 157 %)
Crmax codocoysupa: 129 % (19 % 152 %)
AUC BenmaracBupa: 193 % (158 % 1136 %)
Crmax BemmatacBupa: 129 % (17 % 156 %)
AUC Bokcumanpesupa: 1331 % (1276 %
1393 %)

Cmax Bokcunamnpesupa: 1342 % (1265 %
1435 %)

* OTCyTCTBHE TPaHHMIL
(hapMaKOKMHETHYECKOI'O B3aUMOICHCTBHS
70-143 %

BrnusiHue Ha KCIO3UIIMIO aTa3aHABUPA U
PHUTOHABUPA HE U3yUYaAJIOCh.

Oxunaemoe:

<> aTa3aHaBUP

<> PUTOHABHUD

MexaHu3M B3aUMOJECUCTBUS MEXIY

O)KI/I,Z[EICTCH, 4TO OAHOBPEMCHHOC

MPUMEHCHUE  aTa3aHaBUpa  C
MperapaTamu, coJiepKaluMu
BOKCHJIAIIPEBUD, YBETHYUT

KOHIICHTPAIINIO BOKCHJIAIPEBHPA.
OnHOBpEMEHHOE MIPUMEHEHUE

aTa3aHaBUpa W TPEMaparos.,
CoJIep KallliX BOKCHIIATIPEBHUP, HE

PEKOMEHI0OBAHO.

aTa3aHaBUPOM/ PUTOHABUPOM U
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

codocOyBupom / BeJ‘IHaTa(;[I/IpOM /

BOKCHJIAITPCBUPOM 3aKIIOYACTCIB

oT
(NOCNE]

Us UL A28 W= 2aH0

NOBATENEHOCTE 0002)

narnouposannu OATPIB, Pgp n
nzodepmenta CYP3A.

I'nexanpesup, 300 mr
/ muOpeHTacBup,

120 Mr ommH pa3 B
CYTKH

(arazanasup, 300 mr/
putonasup, 100 mMr

OJIMH pa3 B CYTKU™)

AUC rnekanpesupa: 1553 % (1424 %
1714 %)

Crax Trexamnpesupa: 1306 % (1215 %
1423 %)

Cuin Tiexamnpesupa: 11330 % (1885 %
11970 %)

AUC mubpentacsupa: 164 % (148 % 182 %)
Crmax uOpenTacsupa: 129 % (115 % 145 %)
Cmin muOpenracsupa: 1129 % (195 %

1168 %)

* CooOmaercst 0 BIMSHHUM aTa3aHaBHpa M
pPHUTOHABHpa Ha MEPBYIO JI03y TJEKaNpeBHpa

n HI/I6p€HTaCBI/Ipa.

OpnHOBpeEMEHHOE MIPUMEHEHUE
aTazaHaBHpa c
TIIEKAIPEBUPOM/TTHOPEHTACBUPOM
MPOTHUBOMOKA3aHO B CBA3H C
MOTEHIUANBHBIM  YBEIHYEHUEM
pUCKa TOBBIIICHUA AKTHBHOCTH
AJIT B mmasme KpoBH U3-3a
3HAYNUTCIIBHOT'O YBCINYCHUA
CBIBOPOTOYHBIX KOHIIEHTpaui
TJIeKanpeBupa W MHOpeHTacBHpa

(cm. paznmen 4.3.).

AHTHUPETPOBUPYCHBIE ITIPEITAPATBI

Huzubumopwr npomeasvr: OnHOBpEeMEHHOE IPUMEHEHNE aTa3aHaBUpa/pUTOHABHPA U IPYTUX HHTHOUTOPOB

npoTeasbl He H3Y4aloCh, OJJHAKO OXHJIACTCS TIOBBIIICHUE SKCTIO3UIUH APYTHX HHTHOUTOPOB MPOTEa3bl MPH

TakoM npuMeHeHnd. Takum 06pa3zom, mo100HOE OTHOBPEMEHHOE ITPUMEHEHHE HE PEKOMEHIYETCS.

Puronasup, 100 wr | AUC atazanaBupa: 1250 % (1144 % Puronasup B moze 100 mMr omun
onnH pa3 B cyTku | 1403 %)* pa3 B CYTKH TNPUMEHSIOT JUIS
(arazanaBup, 300 wmr | Cpax aTazanaBupa: 1120 % (156 % 1211 %)* | ycunenus (hapMaKOKUHETHKH
OJIMH pa3 B CyTKH) Cuin aTazanasupa: 1713 % (1359 % aTazaHaBHpa.
Hccnenoanus, 11339 %)*
NPOBEICHHBIE C * B KOMOMHUPOBAaHHOM aHAJIN3€ aTa3aHABUP,
ydactuem BIY- 300 mr u puronasup, 100 mr (n=33)
WHOUITUPOBAHHBIX CPaBHHMBAJM C aTazaHaBUpoM B jo3e 400 mr
MAlUEHTOB. 0e3 putoHaBupa (n=28).
Mexanusm B3aUMOJICUCTBUSA MEXIY
aTa3aHAaBUPOM U PUTOHABHPOM 3aKIFOYAETCS
B nogasneHuu n3opepmenta CYP3A4.
Wununasup WuaunaBup cBsizaH ¢ pa3BuTHeM Hemnpsamoin | OJMHOBpEeMEHHOE MpUMEHEHHUE

HEKOHBIOTHUPOBAHHOW THIIEPOMINPYONHEMUAN

n3-3a mogasiaeHus YI'T.

aTazaHaBrMpa W HWHAWHaBHpa HE

peKoMeHI0BaHO (cM. pazmen 4.4.).
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COOTBETCTEYET . -'I' CMNEPTHOMY OTYETY
Hyxneoszuouvie/nyxneomuoHsle uHeUOUMOPsL 00PAMHOL mpaHCKgunmIS'lb't 4 M= 2395 -
NEM! |:.HT r||- HOCTE 00021
JlamuBynun, 150 wmr | 3Haummoe BIMSHHE H KOHH”“”‘“}’)"""" UcXOHs 13— HPeAcTaBACHHbIX
JIBa pa3a B CyTKH + JIAMUBYTUHA u 3UIOBYIUHA HE | JaHHBIX W BBHJY TOTO, 4YTO
sugoBynuH, 300 wmr | HaOmMIOgAIOCK. PUTOHABUDP €IIBa JIM OKAa3bIBACT
JIBa pa3a B CYTKH 3HAYAMOE BO3/ICHCTBHE Ha
(arazanaBup, 400 wmr (hapMaKOKHMHETUKY HUOT,
OJIMH pa3 B CyTKH) OJIHOBPEMEHHOE MpUMEHEHUE
JAHHBIX npenapaTroB u
aTa3aHaBUpa BPAJ JIU MPHUBEIET K
3HAYUTENEHOMY W3MEHEHUIO
SKCTIO3UITUH OJTHOBPEMEHHO
MPUMEHSEMbIX  JICKApPCTBEHHBIX
MpernapaToB.
AbaxaBup He oxwupaercsa, 4dYro  OJHOBpPEMEHHOE | _
MpuMeHeHHe abakaBUpa W aTa3aHaBUPA
MPUBEICT K 3HAYUTEIBHOMY TIOBHIIICHUIO
AKCITO3UINH a0aKaBupa.
Junano3un ATtazaHaBup, OJTHOBPEMEHHOE MPUMEHEHUE ¢ | JIMIaHO3MH ClieyeT NPUMEHSTh
(6ydepusie munanosud  (ddl) + craBymun  (d4T) | matomak dyepe3 2 wyaca Tocie
tadnerkun), 200 mr / (Haromak) NPUMEHEHUSI  aTa3aHaBUpa C
craByauH, 40 mr, 06a | AUC arazanaBupa | 87 % (] 92 % | 79 %) nuieH.
OJIHOKPATHO Crmax aTazanaBupa | 89 % (| 94 % | 82 %) He 0’KHMJIaeTCs, 4TO
(aTazanaBup, 400 Mr, | Cmin aTazanaBupa | 84 % (| 90 % | 73 %) OIHOBPEMEHHOE MIPUMEHEHHUE
OJTHOKpATHAs 703a) ArtazanaBup depe3 1 u mocime ddl + d4T | craBymuna u aTa3aHaBUpa
(maTomak) MpUBEIET K  3HAYUTECILHOMY
AUC atazanaBupa <3 % (|36 % 167 %) TTOBBIIICHUTO AKCIIO3HUITHH
Crax aTazanaBupa 112 % (133 % 118 %) CTaByUHA.

Chin aTazanaBupa <3 % (139 % 173 %)

Konnenrpanum aTa3zaHaBUpa  3aMETHO
CHIDKAIIUCH npu OJIHOBPEMEHHOM
MIPUMEHEHUU JIUIaHO3MHA (OydepHbie
TabNeTKH) W CTaByAuWHa.  MexaHU3M

B3aHMOHeﬁCTBHﬂ 3aK/II049acTCsd B CHMIXKCHHHU

PacTBOPUMOCTH aTa3aHaBUpa C YBCINYCHUCM

pH, CBA3aHHOM c MIPUCYTCTBHEM
aHTaUIHOTO  cpeactBa B Oy(epHBIX
TabJeTKax AuAaHO3HHA.

3HaynMMoOe BIMSHUE Ha  KOHIEHTPALMH
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

JMIaHO3KMHA U CTaByIHHA He OTMedanoch. =T

(AOCAE]

Us UL A28 W= 2aH0

OBATENEHOCTE 0002)

Junano3ud (Kamcyisl
KHIIEYHOPACTBOPU-

MBIE), OJHOKPATHO
400 wmr (arazaHaBup,
300 Mr ommH pa3 B
CYTKH c

putoHasupom, 100 mr

OJIMH pa3 B CyTKH)

Junano3uH (c nueit)
AUC munanosuna |34 % ({41 % |27 %)
Cmax aunano3uHa |38 % (148 % 126 %)

Cuin mumano3unaa 125 % (18 % 169 %)
3HaYMMOE BIUSHUE HAa KOHIICHTPAIMHM IPH
JUJIAaHO3WHA B

IIPUMCHCHUU

KUIIEYHOPACTBOPUMOM HE

dhopme
3apETUCTPUPOBAHO, OJIHAKO, MPUMEHEHHUE C
Umen

CHIKAJIO KOHIICHTPAIIAH

UJTaHO3HWHA.

Tenohosupa
JIM30TIPOKCHIIA
¢ymapar, 300 wr
ONMH pa3 B CYTKH

(arazanaBup, 300 wmr
OIMH pa3 B CYTKHU
upuronasup, 100 wmr
OJIVH pa3 B CyTKH)

300 mr TenodoBupa
JIU30IIPOKCHIIA
(hymapara

SKBUBAJIECHTHO 245 Mr

AUC arazanaBupa [22 % (|35 % |6 %) *
Crax aTazanaBupa |16 % (|30 % <0 %) *
Cmin aTazanasupa |23 % (|43 % 12 %) *

* B KOMOMHHPOBaHHOM aHAJIN3€ HECKOIbKUX
KIMHUYECKHUX HCCIIEOBAaHUHN aTazaHaBup/
puronasup, 300/100 Mr, mpuMeHseMBbIE C
TeHO(OBHpa AU3ONMpOKcHIa (ymaparoM B
300 mr (n=39),
KoMOuHauyel atazaHaBup/ pPUTOHABUP,

300/100 mr (n=33).

J03€ CpaBHUBaJIN C

O¢ddexkTuBHOCTS aTazaHaBUpa/PUTOHABHPA B

KOMOHMHAIIMKM ¢ TCHO(GOBHPA IHU30IPOKCHIIA

ITpu OJHOBPEMEHHOM
TIPUMEHEHUHN TeHOhOBUpA
TU30TIPOKCWIIA  (ymapara |
aTazaHaBUpa pEKOMEHyeTCsl,
yTOOBl  aTazaHaBup, 300 wMr

MNPUMCHAJIN C pPUTOHABUPOM,

100 MI u TeHO(OBHpA
JM30IPOKCHIIA bymaparom,
300 Mr (Bce OMHOKpPaTHO ¢
MHIIEi ).

TeHodoBUpa ¢ymapaToM y TAlMEHTOB, paHee YKe
JTU30TPOKCHUIIA. MOJTy4aBIINX Tepamnuio, Oblla TOKa3aHa B
Uccnenopanmus, KIMHAYECKOM wucciaenoBanumu 045 w y
MIPOBEJICHHBIE C | MalKeHTOB, paHee He MOyYaBLINX JIEYEHHUS,
yuactrem BUY- B ucciuenoBanuu 138 (cMm. pasgensr 4.8. u
WNudunmpoBaHHBIX 5.1.).
HarueHTOB MexaHu3m B3aNMOICUCTBHUS MEXITY
aTa3aHaBUPOM M TeHO(OBHpPA ITU3OMPOKCHIIA
(hymapaToM HEM3BECTEH.
Tenodosupa AUC TenodoBupa auzonpokcuia ¢pymapara | [lanueHTsl IOMKHBI HAXOIUTHCA
JIM30IPOKCUIA 137 % (130 % 145 %) MOJT MPUCTAIHLHBIM HAOJIOICHUEM
¢ymapar, 300 wMr | Cunax TeHOGOBHpPaA JU30MpPOKCHIA pymapara Ha cirydait pa3BUTUA
omuH pa3 B cyTku | 134 % (120 % 151 %) HEXeJaTeJIbHbIX peaxuuii,

(arazanaBup, 300 wmr

OOWH pa3 B CYTKH U

Chmin TeHO(OBHpA TU30IMIPOKCHIIA PyMapaTa

129 % (121 % 136 %)

BKJIFOYad HAapyHICHUSA CO CTOPOHLL

IIOYCK, npu MNPUMCHCHUUN
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

puronasup, 100 mr 0T Usenodposspa’™ <~ Ausonpokcuna
(NOCNENCBATENEHOCTE 0002)

OJIVH pa3 B CyTKH) dymapaTa

300 mr TenodoBupa

JIU30IIPOKCUIIA

(dhymapara

SKBUBAJIEHTHO 245 mr

TeHo(oBHpa

JTU30ITPOKCHUIIA.

Henyxneoszuonvle uneubumopuot oopamuou mpanckpunmasvt (HHHUOT)

Odasupens, 600 wr | AtazanaBup (Iociie MOIYIHS): TPUMEHSIICS ¢ | OqHOBpEMEHHOE MIPUMEHEHUE

OIVH pa3 B CYTKU | IHUIIEH sdaBupeH3a W arazaHaBHpa He

(atazanaBup, 400 wmr
OIMH pa3 B CYTKH C
putoHaBupoM, 100 Mr

OJIVH pa3 B CyTKH)

AUC arazanasupa <0 % (19 % 110 %)*
Crmax aTazanaBupa 117 % (18 % 127 %)*
Cuin aTazanasupa |42 % (|51 % |31 %)*

peKoMeHI0BaHO (cM. pazmen 4.4.).

Odasupens, 600 wr

OIMH pa3 B CYTKU
(arazanaBup, 400 wmr
OIUH pa3 B CYTKH C
putoHaBupoM, 200 Mr

OJIMH pa3 B CyTKH)

ArtazanaBup (TIOCNIE TONYIHS): MPUMEHSIICS C
nuuien

AUC arazanaBupa <6 % (10 % 126 %)
*/**

Crmax aTazaHaBupa <9 % (|5 % 126 %) */**
Chin aTazanaBupa <12 % (116 % 149 %)
*/**

* TIpU CpaBHEHUM C aTa3aHaBHPOM,

300 wmr/puronaBupom, 100 wMr omuH
pas/cyTku  BeuepoM  Oe3  3daBUpeH3a.
Camwxenne  Cpin  aTa3aHaBUpa  MOXET

OTPHUIATENILHO CKa3aThes Ha 3((HEKTUBHOCTH

aTazaHaBUpa. MexaHW3M B3aUMOJIEUCTBUA
a¢aBUpeH3a/aTa3aHaBupa COCTOHUT B
nHaykaun n3opepmenta CYP3A4.
*%*  Ha  OCHOBaHMM  CpaBHEHHA  C
MOJIyYeHHBIMH paHee TaHHBIMH.
Hesupanun, 200 wmr | AUC neBupanuna 126 % (117 % 136 %) OnHOBpeEMEHHOE [IPUMEHEHUE

IBa paza B CYTKH
(arazanaBup, 400 wmr

OOWH pa3 B CYTKHU C

Crmax HeBupamuHa 121 % (111 % 132 %)
Cuin HeBUpanuHa 135 % (125 % 147 %)
AUC arazanaBupa |19 % (135 % 12 %) *

putonasupoM, 100 mr

Crmax aTazanaBupa <2 % (|15 % 124 %) *

HCBUpAllMHAa W aTa3aHaBHUpa HC

pexkoMeHIoBaHoO (cM. paznen 4.4.).
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

OJIVH Pa3 B CYTKH)

Hccnenopanue,
MIPOBEICHHOE c
y4acTHEM BUY-
WHQOUITUPOBAHHBIX
MAICHTOB

Cnmin aTazanasupa |59 % (|73 % 40 %) * ©T |
(NOCNE]

Us UL A28 W= 2aH0

NOBATENEHOCTE

R
RNy

* Tlo cpaBHEHUIO C aTa3aHaBUPOM, 300 Mr 1
puronasupom, 100 mr 6e3 HeBHpanuHa.
Cmin

OTPULATCIBHO CKAa3aThCs Ha 3(1)(1)GKTI/IBHOCTI/I

CHKeHUE aTa3aHaBUpa MOXET

aTa3aHaBHpa. MexaHu3m pa3BUTUA

B3aHMO,Z[efICTBHH HCBUP aruHa/ aTa3aHaBUpa
COCTOMUT B

CYP3AA4.

WHIYKIIUN ~ n30depMenTa

Hueubumopsi unmezpazol

Panterpasup, 400 mr | AUC panterpasupa 141 % [ns  panrerpaBupa U3MEHEHHS
JIBa pa3a B CyTKHU Crax panTerpasupa 124 % 10361 He TpeOyeTcs.
(aTazaHaBup/ Ci24 panterpaBupa 177 %
pUTOHABHUD) MexaHn3M 3aKITI0YacTCsl B MTOIaBICHHH
UGTI1AL.
AHTUBUOTUKHN
Knapurpomurus, AUC knaputrpomuninHa 194 % Heso3moxHO JlaTh
500 mr gBa paza B | (175 % 1116 %) pPEKOMEHIauu KacaTeJlbHO
CYTKH Crnax Knaputpomuniiaa 150 % CHIKECHUS JIO3BL; MIOATOMY
(arazamaBup, 400 wmr | (132 % 171 %) cienyer coOr01aTh
OJIMH pa3 B CyTKH) Chin kmaputpomurmaa 1160 % OCTOPOKHOCTh npu
(1135 % 1188 %) OTHOBPEMEHHOM TIPUMEHEHUHN
14-OH xnmapuTpoMHUIIAH aTazaHaBHpa c
AUC 14-OH «xnapurpomummHa |70 % | KIIApUTPOMUIIMHOM.
(174 % 166 %)
Cmax 14-OH  xmaputpommmmua |72 %

(176 % |67 %)

Chin 14-OH knaputpomuruaa |62 %

(166 % |58 %)

AUC arazanaBupa 128 % (116 % 143 %)
Crmax aTazaHaBupa <6 % (|7 % 120 %)

Cuin aTazanaBupa 191 % (166 % 1121 %)
CHmXeHHE 03Bl KIAPUTPOMHUIIUHA MOXET
MIPUBOUTH K CcyOTeparneBTUYeCKUM
KoHLeHTpauusiM 14-OH  knaputrpomuiusa.
Mexanuzm B3aUMOJICUCTBUS

KJ'IapI/ITpOMI/II_II/IHa/ aTa3daHaBUpa COCTOUT B

nojasyennn uzodepmenta CYP3A4.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

NPOTUBOI'PUBKOBBIE ITPEITAPATBI

ot U802 2024 W= 2395

AOCNEAOBATENEHOCTS 0002

Kerokonazon, 200 mr
OIMH pa3 B CYTKHU
(arazanaBup, 400 wmr

OJIVH pa3 B CyTKH)

3HAaUMMOIr0 BJIUSHUS H&

Keroxomazon Ay, 4
T T O OTTaS Ot T

KXOHHIeHTD AL
T TP =

aTa3aHaBHpPa HC 3apCTrUCTPUPOBAHO.

Hrtpakonazon

Utpakonazon, momoOHO  KETOKOHA30IY,
SIBIISIETCST MOIIHBIM WHTHOUTOPOM, a TaKxkKe

cyoctparom uzopepmenta CYP3A4.

Ha ocHOBaHuMM MmaHHBIX, TOJNYYEHHBIX II0
JIPYTUM YCHJICHHBIM WHTHOUTOPaM MpOTeas3bl
1 KeTokoHazony, korma AUC keTokoHa30Ja
JEMOHCTPHUPOBAJIO 3-KpaTHOE YBEIWYCHHE,
OKUAETCS, YTO KOMOWHAIIUS aTa3aHaBHP
/pUTOHABUP MOXET MOBBICHTH KOHIICHTPAIUH

KETOKOHAa30JIa WJIN UTPAKOHA30J1a.

HTFDAKOHAROM
HrrpParcomaS Ot

CJICOAYCT IMPUMCHSTDH C

OCTOPOXKHOCTBIO BMECTE c
aTa3aHaBUPOM/ PUTOHABUPOM,
BBICOKHME J/03bl KETOKOHa30/l1a M
utpaxkoHasona (> 200 Mr B CyTKH)

HE PEKOMCHAYIOTCA.

Bopukonazon, 200 mr

IBa paza B CYTKH
(atazanaBwup,
300  mr/putonaBup,

100 Mr ommH pa3 B
CYTKH)
TTarmeHTHI Kak
MUHUMYM C OJHHM
(yHKIIMOHATBHBIM
ajeneM
n3zodepMenTa

CYO02C19.

AUC Bopuxonazona |33 % (142 % |22 %)
Crmax BopukoHazona |10 % (|22 % |4 %)
Cmin BopukoHa3omna |39 % ({49 % |28 %)
AUC arazanasupa |12 % (/18 % |5 %)
Crmax aTazanasupa |13 % (120 % |4 %)
Cuin aTazanasupa | 20 % ({28 % |10 %)
AUC puronasupa [12 % (|17 % |7 %)
Crax putoHaBupa |9 % (117 % <0 %)
Chnin puToHaBHpA |25 % (|35 % |14 %)

VY GoNbIIMHCTBA TAIIMEHTOB KAK MUHIUMYM C
OJHUM (YHKIIMOHAIBHBIM aJUIeIeM
n3opepmenra CYP2C19 oxumaercs
CHIDKEHHE SKCITO3UIINU KaK BOPUKOHA30J1a,

TaK U aTa3aHaBUpa.

Bopukonazon, 50 wmr
IBa paza B CYTKH
(aTrazanaBwup,

300 mr/putonaBup,
100 Mr ommH pa3 B
CYTKH)
[NanuenTst oe3
(yHKIIMOHATBHOTO

amtenst n3odepMenTa

AUC Bopukonazona 1561 %(1451 %

1699 %)
Crmax BopukoHazona 1438 % (1355 % 1539%)
Cmin BoOpukoOHa3oma 1765 % (1571 %

11,020 %)

AUC arazanasupa [20 % (|35 % |3 %)
Crmax aTazanaBupa |19 % (|34 % 0,2 %)
Chin aTazanasupa |31 % (146 % |13 %)

OZ[HOBpeMeHHOC MMPUMCHCHUC
BOpUKOHA30Jla W aTa3aHaBHpa C
PUTOHABUPOM HE PCKOMCHIAYCTCA,
3a HMCKIIFOUCHUCM CJIy4acB, KOTraa
OIICHKa COOTHOIICHHUA <«II0JIb3a —
JUIS

PHUCK» mamyeHra

OIIpaBAbIBACT MIPUMCHCHUC
BOpHKOHa301a (cM. pazaen 4.4.).

Ecnu  TpeOyeTcss mpUMEHEHHE
BOPUKOHA30J1a, 10 BO3MOXXHOCTH
HE00X0IUMO OTIPEACTIUTh

renorun uzopepmenta CYP2C19

MaryenTa.
Taxum obpa3zom, eclu
HEBO3MOXKHO n30exaTh
MIPUMEHEHUS KOMOUWHAIUH,
MIPUMEHUMBI CIIeTyIOTINE

PEKOMEHJALINN B 3aBUCUMOCTH OT

craryca u3opepmenra CYP2C19:

e y TAIMEeHTOB KaK MHHUMYM
C OZIHUM aJUIeNIEM;

e  (YHKUMOHAIBHBIM AJJIEesIM

nzodepMeHTa CYP2C19
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COOTEBETC TE ‘ET ZKCNEPTHOMY OTUYETY
CYP2C19. T Pol ’?)C‘é_f’e’llCH'—T-lﬂlaTeﬂbHHI/I
lI'IU-.‘IE; EHOCTE 0002)
oTepU 3¢ PEeKTUBHOCTH
BOPUKOHA30J1a

AUC putonasupa [11 % (120 % |1 %)
Crax putoHaBupa |11 % (124 % 14 %)
Cuin puTonaBupa |19 % ({35 % 11 %)

V HeOOIBIIOrO YKCIIa MAalMEHTOB C
(hyHKIIMOHAIBHEBIM ajuieieM n3oepMeHTa
CYP2C19 oxupaercs 3HAYUTEILHOE

TMMOBBIIICHUEC SKCITO3UIIMN BOPUKOHA30J1a.

(KMMHUYECKUE TPHU3HAKH) U
aTa3aHaBUpa

(BUpYCONIOTHYECKHHA OTBET);

o vy HaLUEHTOB oe3
(GYHKIMOHAIBHOTO  aJlIeINs
nzodepmeHTa CYP2C19

PEKOMEHIIOBaH TINATEIHHBINA

KINHUYECKUH Hu
nabopaTOPHBIA KOHTPOIIb
IS BBISIBIICHUSA
HEKEJIaTEJIbHBIX  SBJICHUH,

BbI3BAHHBIX BOPUKOHA30JIOM.

Ecmn IIPOBEACHUE
TCHOTUIIHPOBAHUS HE
MPeCTaBIsIeTCs BO3MOXKHBIM,
cileayer o0eclevnuTh  MOJIHBIA
KOHTPOJIb Oe3omacHOCTH u
3G (HEKTUBHOCTH.

®nykonazon, 200 mr

JBA paza B CYTKH
(aTazanaBwup,
300  mr/puTOHaABUD,

100 mMT onwH pa3 B

CYTKH)

KonmenTparuu atazanaBupa U GprykoHazoja

HE3HAYUTEITHHO M3MEHSIIHACH npu
OJIHOBPEMEHHOM TPUMEHEHNUH aTa3aHaBHpa/

pUTOHABHUPA ¢ (DITYKOHA30JIOM.

Koppekuuu 10361 QuryKoHa30a U

aTazaHaBHpa HE TpeOyeTcs.

IMPOTNBOMMNKOBAKTEPHUAJIBHBIE ITPEITAPATBI

Pugabytun, 150 wmr
JIBa pa3a B HEJICIIO
(arazanaBup, 300 wmr

u puroHasup, 100 mr

AUC pugabytuna 148 % (119 % 184 %)**
Crmax pudadyruna 1149 % (1103 %

1206 %)**

Cuin puadbytuna 140 % (15 % 187 %) **

I[Ipu npumeHeHMH BMecCTe C

aTa3aHaBUPOM PEKOMCH]IOBAHHAS
no3a pugadytuHa coctasiser 150
MT

TpU pa3a B HCACIIO B
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TBETCTBYET 3KCMEPTHOMY OTUYETY

OJIVH Pa3 B CYTKH)

AUC 25-0-ne3anermi-pud
(1714 % 11361 %) **

abyruna 1990 %'T
(MoOCNE]R

I

iCTHFI{e'BH&{HﬁIe{Cﬂ?M HanpHuMeD,
QBATENEHOCTE 0002)

= RS

Crax 25-O-ne3anerun-pudadyruna 1677 %
(1513 % 1883 %) **

Cuin 25-O-ne3anerun-pudadyruna 11045 %
(1715 % 11510 %) **

** npu cpaBHEHHH ¢ pu(aOyTHHOM

150 Mr oguH pa3 B CyTKH B MOHOTEPAITHH.
Ob6mass AUC pudadyruaa u  25-O-
nesanetwin- pudadyruna 1119 % (178 %
1169 %).

B

MpeaAICCTBYIOIUX HUCCICIOBAHHUAX

pudalbyTuH He W3MEHsUT (HapMaKOKUHETHKY

HOHES eI L HUK=-Cheda-IITHII1IA
] § i) =&y

TpeOyercss yCHUICHHBIN KOHTPOJb
HEeXeJaTeNbHbIX peaxiuii,

CBA3aHHBIX C  pHU(aOyTHHOM,
BKIIFOUYasi HEUTPOIICHUIO U YBEWT,
n3-32 OXHMJAEMOT'O IOBBIILICHUS
9KCIO3UIMH pU(adyTHHA.

JlanpHeliee CHIKEHHE O3Bl
pudadytuHa g0 150 mr aBa pasa B
CYTKM B YCTaHOBJICHHBIC JHH
PEKOMEHIOBAHO MaIMeHTaM,

KOTOphIE HE TEPEeHOCAT 103y

150 Mr Tpm paza B HEIENO.

Crnenyer TOMHHTH O TOM, YTO

aTa3aHaBUpA. npuMeHeHune 1o3sl 150 Mr aBa
paza B HENCN0 MOXET He
obecrnieunBaTh ONITUMABHOM
sKcno3uuu  pudaldyTHHA, TEeM
CaMbIM  CIIOCOOCTBYS  PHICKY
pa3BUTUS  PE3UCTEHTHOCTH K
pubaMUIHY B TEPareBTUIeCKON
HenddexktnBHOCTH.  Koppekiun
JI03bI aTa3zaHaBHUpa HE TpeOyeTcs.
Pudammuiun Pudammurima - MOIIHEIN uaaykrop | KomOuHaius pudamnuinvHa U
n3opepmenra CYP3A4, cumxkaromuii AUC | aTa3zaHaBupa  IPOTHBOIIOKA3aHa
aTazaHaBupa Ha 72 %, 9TO MOXKET BBI3BaTh | (cM. pazmen 4.3.).
BHPYCOJIOTUYECKYI0  HEIPPEKTUBHOCTE W
PEe3UCTEHTHOCTH. [Ipu MombBITKaX MPeooIeTh
CHIDKEHHE SKCIIO3UIMHU 33 CYET MOBBIIICHHUS
J103bI aTa3aHaBHpa WK APYTHMX HHTHOUTOPOB
MpoTea3bl C PUTOHABUPOM HaAOIIOANTACh
BBICOKAsl YacTOTa pEaKIUd CO CTOPOHBI
MEYCHHU.
HEWPOJIENITUKH
Ksetnanuu B cBmu c¢ mnomaBnenmem wm3odepmenta | OMHOBpeMEHHOE MIpUMEHEHNE
CYP3A4 aTa3aHaBUPOM OXKMIaeTCs | KBETHAIIMHA ¢ aTa3aHaBUPOM
MOBBIIIIEHNE KOHIICHTPAINK KBeTHATTHA. MIPOTUBOIIOKA3aHO, MTOCKOJIBKY
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

OT Uarasamasitp | -Moxesr YCHIIMBATh

(NOCNENCBATENEHOCTES 0002)

’T‘(\II‘(‘T/IUH(\{"T‘L’ {‘DC[QQHH}/I{\ C

KBCTHAIIMHOM. VBenuueHue
KOHLICHTpaLII/Iﬁ KBCTHAIIMHA B
mjiaasmMe KpOBU MOKCT NPHUBOAUTH

K koMe (cMm. pazuen 4.3.).

Jlypasuaon Oxupmaercs, 4YTO arta3zaHaBup yBenUuuT | OJHOBPEMEHHOE MpUMEHEHUE
YPOBHHU Jypa3HJIOHA B IUIa3Me KPOBH B CBSI3M | JIypasujoHa C  aTa3aHABUPOM
¢ uaruouposanueM uzodpepmenta CYP3A4. | nporuBomokasaHo, TTOCKOJIBKY
MOXET YCHJHWTh TOKCHYHOCTH,

CBS3aHHYIO C JypasHIOHOM (CM.

pasmen 4.3.).
HNPENNAPATHI, CHUKAIOIUE KUCJIOTHOCTDb
Anmaeonucmur H2-peyenmopos
be3 npumenenns TeHopoBHpa
vy HaIueHTOB C BUY-undeknuei, noyyvyaroumx | Y malueHTOB, HE NPUHUMAIONIUX
aTa3aHaBUP/PUTOHABUP B pekoMeHaoBaHHOM 03¢ 300/100 Mr onuH TeHodoBUpa JIU30IIPOKCHUIIA
pa3 B cyTKH dymapar, npu ogHOBpEeMEHHOM
®amortuanH, 20 Mr AUC arazanaBupa |18 % ({25 % 11 %) NIPYUMEHEHUH aTa3aHaBUpPa B J03€
JIBa pa3a B CyTKU Crmax atazanasupa |20 % ({32 % |7 %) 300 mr/puronasupa B 1o3e 100 mr
Chin aTazanaBupa <1 % (] 16 % 118 %) u aHTtaroHuctoB Hr-peunentopos,
®amortuanH, 40 Mr AUC arazanasupa [23 % ({32 % |14 %) HE CJeQyeT IpeBbIATh JA03Y,
JIBa paza B CYyTKH Cmax aTazanasupa |23 % (133 % |12 %) SKBHUBAJICHTHYIO 20 Mr
Chin atazanasupa [20 % (131 % |8 %) (pamoTuaMHa JgBa pasa B CyTKH.

V 310pOBBIX 106POBOJIBLEB, TIPUHUMAIONINX aTa3aHaBUp/pUTOHaBUp B | ECiu Tpebyercst Ooiee BbICOKast

noBbIeHHOM 03¢ 400/100 Mr o1MH pa3 B CyTKH no3a anraronucra H-penernropa
®amoruauH, 40 Mr AUC arazanasupa <3 % (|14 % 122 %) (nanpumep, 40 Mr gBa pasa B
JIBa pa3a B CyTKHU Crmax aTazaHaBupa <2 % (|13 % 18 %) CYTKH (bamoTuauHa W

Cumin aTazanaBupa |14 % (132 % 18 %) SKBUBAJIEHTHOTO npenapara),

CIIEIyeT PacCMOTPETh BOIMPOC O

MOBBIIIIEHUH JIO3BI
aTa3zaHaBUP/PUTOHABUPA c
300/100 mr mo 400/100 mr.

C TeHo¢oBupa auzonporcuia ¢pymaparom 300 Mr oguH pa3 B CyTKHM (AKBUBAJIEHT 245 mr

TeHO(oBHPa TN30NPOKCHIIA)

y MaIEeHTOB c BUY-undekumeit, MOJy4YaBIIMX | Y  TAIMEHTOB, NPUHUMAIOIINX
aTa3aHABUP/PUTOHABUDP B pekoMeHmoBaHHOW 03¢ 300/100 Mr omuH | TeHodOBHpa JTU30TTPOKCHIIA
pa3 B CyTKH dymapar, ecnu
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

®amoruauH, 20 Mr AUC arazanasupa |21 % (34 % l4 %) * o7 IgTa%Haﬂft/gﬂ;P(HﬁBI/lpﬁ

JlBa pa3a B CyTKHU Crmax aTazanasupa |21 % ([36-% 4 o \ .-|E,.1n'“EY;MquPTN _I:\-W];T\D%Z*Id‘f;luun c
Cuin aTazanasupa |19 % (|37 % 15 %) * TeHo(oBUpa JTU30IPOKCUIIA

®amoruaus, 40 Mr AUC arazanaBupa |24 % (|36 % |11 %)* (dbymMapaToM M aHTarOHUCTOM

JIBa pa3a B CyTKH Crmax aTtazanasupa |23 % (136 % |8 %) * H:-penenropa,  pekoMeHayeTcs
Chmin aTtazanaBupa 25 % (147 % 17 %) * MOBBILIEHNE 03I aTa3aHaBHUpa J10

V nanpenros ¢ BUY-undekuuei, moay4aBIinx arazaHaBup/ 400 mr c¢ 100 mr putonasupa. He

pUTOHABUD B NOBBIeHHOM 03¢ 400/100 Mr OIMH pa3 B CyTKH ciaenyer [IPEBBILIATH no3y,

damoruans, 20 Mr AUC arazanasupa 118 % (16,5 % 130 %)* OKBUBAJICHTHYO 40 Mmr

JIBa pasza B CyTKH Cmax aTazanasupa 118 % (16,7 % 131 %)* (pamoTuMHa 1Ba pa3a B CyTKH.

Cuin aTazanaBupa 124 % (110 % 139 %)*

®damoruaus, 40 Mr AUC arazanaBupa «<2,3 % ([ 13 % 110 %)*
JIBA pa3a B CyTKH Crmax aTazaHaBupa <5 % (|17 % 18,4 %)*

Cuin aTazanasupa «<1,3 % (|10 % 115)*

* T1o cpaBHEHHIO ¢ aTazaHaBUPOM B J103e 300

MI' OJMH pa3 B CYTKH C pUTOHABUPOM B H03C

100 Mr ogmH pa3 B CyTKH H_TeHo]oBHUpa

au3onpokcuna ¢ymaparoM B mosze 300 wr,

BCE OJHOKpPaTHO BO Bpems enpl. Ilo
CpaBHEHHIO C aTtazaHaBupoM B o3¢ 300 mr ¢

puTtoHaBupoM B g03e 100 mr 6e3 TeHodoBUpa

JU30IIPOKCHIIA dJVMaDaTa OXUIOacTcAa

JOTIOJTHUTEIPHOE CHIKCHHE KOHIICHTPAIINN
aTazaHaBupa npumMepHo Ha 20 %.

MexaHn3M B3aUMOACHUCTBUS 3aKJIFOYACTCS B
YMEHBIIICHUN PACTBOPUMOCTH aTa3aHaBHpa,
MMOCKONBKY pH KemynodyHoro coka mpH

MPUMCHCHUU H2—6J'IOK3TOp0B IIOBBIINIACTCA.

HUneubumopvl npomorHotl nomnul

Owmemnpazon, 40 wr | ArazaHaBup (o mosygHs): yepe3 ABa 4daca | OmHOBpEMEHHOE MIPUMEHEHUE
OIMH pa3 B CYTKHU | MOCIE MPHEeMa OMenpas3oa aTa3aHaBUpa C PHUTOHABUPOM U
(arazanaBup, 400 wmr | AUC atazanaBupa |61 % (165 % |55 %) WHTUOUTOpaMH MIPOTOHHOM
onuH pa3 B CyTKH ¢ | Cmax aTazanaBupa |66 % (162 % |49 %) IIOMIIBI HEe pekoMmeHnoBaHo. [Ipu
puronasupom, 100 mr | Cnin aTazanaBupa [65 % (171 % |59 %) HEBO3MOXKHOCTH n30exarb
OJIUH pa3 B CYTKH) MPUMEHEHUS KOMOMHaLuu
Owmemnpazon, 20 wr | AtazanaBup (10 MOdymHS): dYepe3 1 dac | pEKOMEHIOBAHO MIPUCTATLHOE
OIMH pa3 B CYTKHU | [IOCJE IpHEeMa OMeNpas3oa KJIMHAYECKoe  HaOmiofeHue, a
(atazanaBup, 400 wmr | AUC aTa3anaBupa |30 % (|43 % |14 %) * TaKKe TIOBBIIICHUE JI03BI
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COOTBETCTBYET 3KCTEPTHOMY OTHETY

onuH pa3 B CYTKH C | Cmax aTazanaBupa |31 % (§42 % i17 ‘V_) * I:E _]j’éiTgﬁ%l% ' aljl- -ﬁé_li_' ‘400 Mr B
. L ) '_|,_.|_|,_I'I

puronaBupom, 100 mr | Cnin aTazanaBsupa |31 % ([46-%- 120 AR . r‘mmmmm 100 wmr

OJIVH pa3 B CyTKH)

v

* Tlo cpaBHeHHIO ¢ arazaHaBupom, 300 mr
OJIMH pa3 B CYTKH, U puTOHaBHpoM, 100 mr
OJIMH pa3 B CYyTKH.

AUC,

Cmax Cmin

MNoAaBJIAITIOCH IpU BPEMCHHOM NPUMCHCHHUU

CHuxenue u HE
MOBBIIIEHHOM JJO3BI aTa3aHaBHUpP/PUTOHABHPA
(400/100 Mr oguH pa3 B CyTKH) C

12- yacoBBIM TEpepHIBOM TIOCIE TpHeMa
omenpaszosa. Hecmorps Ha TO, 4TO
WCCIIEIOBAaHUN HE MPOBOIWIN, OXHUAAIOTCA
aHAJIOTMYHBIE pEe3yNbTaThl B OTHOIICHHUU
NPYTUX WHTUOUTOPOB TPOTOHHOW ITOMITBI.

Takoe CHmXEHHE SKCHO3HUIINH aTa3aHaBUpa

MOXKET  OTpHIATeIbHO  CKa3aThCs  Ha
3¢ deKTUBHOCTH aTa3aHaBupa. MexaHH3M
B3aUMOJEHCTBUS 3aKII0YaeTCs B

YMCHBIICHUU PpAaCTBOPUMOCTH aTa3aHaBUPA B
CBs3HU C INOBBIICHUEM pH JKCJIIYAOYHOTO COKa

IpY NPUMEHEHUH HHIMOMTOPOB HPOTOHHOM

PUTOHABUPA; 103y HHTHOUTOPOB

MPOTOHHOM TIOMIIBI,
CONOCTAaBUMYHO c 20 MI
oMemnpas3oyia,  MIpeBbIIIATH  HE

cienyer (cm. paznuen 4.4.).

TTOMITBI.
Anmayuoot
AHTaIUIBI u | CHIKEeHHE KOHIICHTpAllMid aTa3aHaBUpa B | ATa3aHaBUp CIICAYET MPHMEHSIThH
JIEKapCTBEHHBIE Iia3Me KpPOBH MOXKET OBITh CIIEJICTBHEM | 32 2 dYaca J0 WiIM 4depe3 | dac
npenaparel, yBenmuueHus: pH JkedymodHOro coka MpH | Tocie TNpHeMa aHTalWAOB WM
cojepkaniue Oygepsl | MPUMEHEHHH  AHTAIUJIOB,  COJepXKalMX | Oy(hepHbIX JIeKapCTBEHHBIX
OydepHble  JCKapCTBEHHBIC  MpEHapaThl, | MPErnapaToB.
BMECTE C aTa3aHaBHPOM.
AHTAT'OHUCTBI AJIb®A-1-AAPEHOPELEIITOPOB
Andy3o03uH YBenuuenne KoHieHTpanuid —andyzozuHa | CoBMECTHOE NpUMEHEHHUE
MOXET  TPUBOJAWTHL K  apTepwanbHOW | andy30o3uHa W aTa3aHaBHpa
TUMOTEH3UU. MexaHu3M B3aWMOJCHCTBUS | MPOTHBOIIOKA3aHO (CM. pasfen
3aKirouUaeTcs B TojamBieHnu wu3odepmenta | 4.3.).
CYP3A4 aTa3aHaBUPOM n/unm
PUTOHABUPOM.
AHTHUKOAT'YJISAHTBI

Anmukoazyisinmot npamo2o 0elucmaus OJisi npuema 6Hympb
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Annkcabau

PuBapokcaban

B0O3MOXHBI  TIOBBIILICHHBIE — KOHICHTpALH

(MOCNE]

U O rHoBpEMe Ao - - IIpUMEHEHHEe

NOBATENBHOCTE 0002)

qrn/nu‘qﬁquq A ﬂT/IDQI’\{\V{‘QﬁQHQ
r r

anukcabaHa Hu pHBapOKCHﬁ&Ha,JJ-"DO—MOH{PT

MMPpUBECTU K bouee BBICOKOMY  PUCKY
KPOBOTCUCHMUA. MexaHu3m BBaHMOﬂCﬁCTBHH
3aKJII0O49acTCs B I/IHFI/I6I/Ip0BaHI/II/I

n3zodepmMenTa CYP3A4/u

P-gp

aTaSaHaBI/IpOM/pI/ITOHaBI/IpOM.

PuronaBup siBsieTCS CHIIBHBIM HHTHOUTOPOM

kak n3opepmenta CYP3A4, tak u P-gp.

ABJISACTCA

CYP3AA4.

ATazaHaBuUp WHTHOUTOPOM

nzodepmenTa [orennmansHoE
WHTHONPOBaHUE P-gp

HEW3BECTHO M HE MOYKET OBITH MCKIIIOYEHO.

aTa3aHaBUPOM

" aTa3aHaBHpa C PUTOHABUPOM HC

PCKOMCHAYCTCH.

Jaburatpana

I9TCKCHJIaT

B03MOXHEI  TTOBBIIICHHEIC KOHICHTpAIun

z[a6nranaHa OTCKCHJIaTa, 4qTo MOXET

IMPUBECTU K bouee BBICOKOMY  PUCKY

KpPOBOTCUCHMUH. MexaHnu3Mm Pa3sBUTUA

B3aMIMOJICHCTBUSL COCTOUT B MHTUOMPOBAHUU
P-gp.
PuronaBup sBISIETCS MOIIHBIM UHTHOUTOPOM
P-gp.

HOTCHLII/IaJ'IBHOC I/IHFI/I6I/IpOBaHI/I€

P-gp
aTa3aHaBI/IpOM HCHU3BCCTHO U HEC MOXKCT 6]>ITI>

HUCKJIKOYCHO.

OZ[HOBPCMCHHOC MMPUMCHCHUC

z[a6nranaHa ITCKCHJIaTa n
aTa3aHaBHpa C PUTOHABUPOM HE

PCKOMCHAYCTCH.

Dnokcabau

Bo3MOXHBI  MOBBINICHHBIE  KOHIICHTPAIMH
smokcabaHa, YTO MOXET NPHUBECTH K Oolee
BBICOKOMY PHCKY KpOBOTEUEHHs. MexaHH3M
B3aUMO/JICHCTBUSI COCTOUT B MHTUOUPOBAHHUU
P-gp aTazanaBUpOM/pUTOHABHPOM.
PuToHaBup sIBIsSICTCS MOIIHBIM HHTHOUTOPOM
P-gp.

HOTCHLII/IaJ'IBHOC I/IHFI/I6I/IpOBaHI/I€

P-gp
aTaSaHaBI/IpOM HCHU3BCCTHO U HC MOXKCT 6I>ITB

HUCKIKOYCHO.

Heobxomumo coOITI0OIaTh
OCTOPOKHOCTh TP MPHUMEHECHUH
370KcabaHa ¢ aTa3aHABHUPOM.
COOTBETCTBYIOITHIE
PEKOMEHIAIIUU T10 JI03UPOBAHUIO
s70KcabaHa il OHOBPEMEHHOTO
MIPUMEHCHUS C HHTHOUTOpaMH

P-gp mpencraBnensl B pazaenax

4.2.n4.5.

Anmazonucmol gumamu

na K

Bapdapun

OnHOBpEMEHHOE IPHMEHEHHE aTa3aHaBUpa

Bo BpeMst Tepanuu aTazaHaBUPOM
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e 39

CIIOCOOHO  MOBBINIATH | WM CHIKATH _-"g’exef TILATEIBHO
(NOCNENOBATENEHOCTES 0002)
KOHIIEHTpalu BapdapuH KOHTPOJIPOBATH-MEIKAYHAPOIHOS
HOpPMAaJIM30BaHHOE  OTHOIICHHUE
(MHO), ocobenHo B Havaie
JICUCHHUS.
NPOTUBOSMUJIEINTUYECKHUE TPENNAPATBI
Kapb6amazenma ATazaHaBUp MOXET IOBBINATH YpoBeHb | KapOamazenun ciexyer
kapbamazenuHa B IUTa3Me€ KPOBU H3-32 | PHUMEHSTh C OCTOPOKHOCTHIO B
nonasieHus uzopepmenra CYP3A4. KOMOWHAIIMA C AaTa3aHaBHPOM.
N3-3a WHIYIHPYIOLIETO nevicteus | [Ippy  HeoOXomuMocTH — ClIemyeT
KapOamaszenuHa  CHW)KEHHE  OKCIIO3UIIMU | KOHTPOIUPOBATh KOHIICHTPAIUU
aTa3zaHaBUPA HENb3sI HCKITIOYHTb. kapbamazenmHa B CHIBOPOTKE
KpOBHU 71 COOTBETCTBEHHO
KOPPEKTHPOBATh J03Y.
Heobxonum TIIATENbHBIN
KOHTPOJb  BHUPYCOJOTHYECKOTO
OTBETA MAIMEHTA.
DeHnTONH, PutonaBup  Moxker cHmkate  ypoBHU | DenutonH u  ¢deHoOapOuTan
(henobapOuTan ¢ennronna wunu GenobapbuTana B 1ia3Me | ciemyer MIPUMEHSATh c
KPOBH BCIIEICTBHE MHIAYKLUUH N30()ePMEHTOB | OCTOPOKHOCTHIO B KOMOMHALIUK C
CYP2C9 wu CYP2C19. B  ©cBs3u c | aTa3aHaBUPOM/PUTOHABHPOM.
WHIYUHPYIOUIUM neiictueM | [Ipu MIPUMEHEHUHN
¢dennronna/penodbapouTaa CHIDKCHHE | aTa3aHaBHpa/pUTOHABHpPA BMECTE
AKCTIO3UITUH aTa3aHaBUpa HEINb3S | C (heHuTOnHOM WIH
HCKJIIOYHTb. (dhenobapOuTaIOoM MOJKET
noTpe0OBaThCsl KOPPEKIUS O3B
(denuTorHa WK peHoOapOuTaa.
Heobxomum TIIATETHHBIN
KOHTPOJIb  BHPYCOJOTHYECKOTO
OTBeTa MaIeHTA.
JlamoTpHIKHH OnHOBpeMeHHOE npumeHenue | JlaMoTpumKuH clleayeT

JIaMOTpHU/DKUHA U aTa3aHaBI/Ipa/pI/ITOHaBI/Ipa

MOXET CHU3UTH KOHOCHTpauun
JaMOTpHU/DKWMHA B  IJIa3MC

nHaykunn UGT1A4.

KpOoBHU HU3-3a

MPUMEHSTh C OCTOPOXXHOCTBIO B
KOMOHMHAIINHU C
aTa3aHaBUPOM/PUTOHABHPOM.

[Ipuy HEoOXOmUMOCTH  ClIEAyeT
KOHTPOJIMPOBAaTh KOHICHTPALH

JIaMOTPU/IPKUHA u

COOTBETCTBEHHO KOPPEKTHUPOBATH
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aT
(MOCNE]

D3 2028 Tz 2395
OBATENBEHOCTL 0002)

MNPOTUBOOITYXOJIEBBIE ITPEITAPATHI U MMM YHOAENPECCAHTbHI

IIpomusoonyxonesvie npenapamoi

Hpunorekan AtazanaBup mnogaBnger YIT wu moxer | [Ipy npuMeHeHHM aTa3zaHaBUpa
MPEMNsSTCTBOBATh META00IN3MYy UPUHOTEKaHa, | BMECTE c UPUHOTEKaHOM
TEM  caMblM  yCWIHMBas  TOKCHYHOCTH | HEOOXOJMMO MIPHUCTAIBHO
WPUHOTEKAHA. KOHTPOJINPOBATH COCTOSIHHE
MaIMEeHTOB Ha peaMeT
HEXKEeIaTeIbHBIX peaxuui,
00yCIIOBICHHBIX HPUHOTEKAHOM.
Hmmynooenpeccanmul
Iuknocniopun KonnenTtpanuu IaHHBIX | PekomeHmoBaH Oojiee  YacTBIN
Taxponumyc HMMYHOJZICTIDECCAHTOB MOI'YT MOBBIIIATHCA | KOHTPOJIb TepaneBTU4YECKOM
Cuponumyc IpY  OJHOBPEMEHHOM  IPUMEHEHUM C | KOHLUEHTPALUHU JAHHBIX
aTa3aHaBUPOM BBUIY [OJIaBJICHUs] | JIGKAPCTBEHHBIX IIPENapaToB 10
m3opepmenta CYP3A4. cradmwim3aluu UX YpOBHSA B
I1a3Me KpoBH.
NPEIAPATHI JUIS1 JEYEHUS CEPJIEYHO-COCYJIUCTBIX 3ABOJIEBAHUI
Aumuapummuueckue cpeocmaa
AmMUOAapoH, KonuenTpanuu naHHbIX aHTHapuTMuueckux | Cremyet cobmoaaTe
CUCTEMHBII npenapaToB  MOTYT  IMOBBILIATHCS  MPHU | OCTOPOKHOCTH M KOHTPOJIUPOBATH
JUIOKauH, XUHAIUH OJIHOBPEMEHHOM MIPUMEHEHUHT C | TepaneBTHUECKNE KOHIEHTPALUU

aTazaHaBUpoOM. MexaHu3M B3aUMOJICUCTBUSA

aMHOJapOHa WM CHUCTEMHOIO JIMIOKauHa/

aTazaHaBUpa OOYCJIOBJCH  IOJABJICHUEM
n3opepmenra CYP3A. Xunuaun oOiagaer
Y3KUM TEepaneBTUUCCKIM OKHOM H
MIPOTHUBOITOKA3aH n3-3a MTOJJaBIICHHS

n3opepmenra CYP3A arazanaBupom.

npernapara.
OnHOBpEMEHHOE MIPUMEHEHHUE
XMHUWJIMHA TPOTUBOITOKA3aHO (CM.

pasmen 4.3.).

EJZOKamopbl Kalbyueevlx Kanaioe

Benpuaun ATazaHaBup He clexyeT nOpuMeHATH B | OIHOBpEMEHHOE MpPUMEHEHHE C
KOMOMHAIIAN c JICKApCTBEHHBIMH | OCTIPUIMIOM  NPOTHUBOIOKA3aHO
npenapaTamy, SBISIOLIMMUCS cybcTpatamu | (cM. paszmen 4.3.).
n3opepmenta CYP3A4 u uMeronmumu y3Kuid
TepaneBTHYECKUN HHICKC.
Huntnazem, 180 wmr | AUC guntnazema 1125 % (1109 % 1141 %) | PexomennoBaHo mepBOHadaIbHOE
omnH pa3 B CYTKU | Cpax aunTHazema 198 % (178 % 1119 %) CHW)XEHHUE [03bl JWITHA3eMa Ha
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(arazanaBup, 400 wmr

OJIVH Pa3 B CYTKH)

Cuin untuazema 1142 % (1114 % 1173 ‘V_olIT
Hoe

A

ENOBATENBHOCTE 00

U50/% <€ Hoctemytoniel THTparmei
)

R2ABUCHYMOCTH OTL

AUC nezanetun-auntuazeMat165 %

(1145 % 1187 %)

Cmax  AezaneTwi-gunaTHazemMa 1172 %
(1144 % 1203 %)

Cmin  Aesauetwi-muiatuazema 1121 %
(1102 % 1142 %)

3HaYUMOTO BIMSAHUSA HA KOHICHTPAIUU

aTazaHaBUpA HE 3aPETHCTPUPOBAHO.

Otmeuasnoch YBCJINYCHUE MaKCHUMaJIbHOI'O

nHTepBata PR no  cpaBHeHuro ¢
MOHOTEpaIue aTa3aHaBupPOM.
OpnHOBpeMEeHHOE MpUMEHEHHE

aTra3aHaBHpPa/pPUTOHABUPA HE U3YUCHO.

MexaHu3sM B3auUMOJEHCTBUAS  JUAJITHA3eMa/

HEOOXOIMMOCTH M IIOKasaTejen

OKT.

aTazaHaBUpa COCTOMT B  TIOJaBJICHUHU
nzodepmenta CYP3A4.
Bepanamun ChIBOpOTOUYHBIE KOHIIEHTpalMK BepanaMuna | Crenyer cobmoaaTe
MOTYT  TOBBIIATBCA  MOJA  BIMSHHUEM | OCTOPOKHOCTh IpH NPUMEHEHUU
aTazaHaBHMpa B CBSA3M C IIOJAaBJIICHHEM | BEpalaMmwia OJHOBPEMEHHO C
m3opepmenta CYP3A4. aTa3aHaBUPOM.
KOPTUKOCTEPOU IbI
OnyTHKa3oHa YpoBHU QuryTHKa30Ha TponHoHaTa B miasMe | OmHOBpeMEHHOE MIpUMEHEHNE
MPOMUOHAT KPOBHU 3HAYMTEIBHO TOBBIIAIUCH, TOTJA KaK | ara3zaHaBHpa/pUTOHABHPA "
WHTpaHa3aJIbHO, BHYTPEHHHE ypPOBHH KOPTH30JIa CHIDKAIHCH | JAHHBIX TIIOKOKOPTHKOHIOB HE

50 MKT 4eThIpe pasza B
CYTKH B TCUCHHE

7 nHen

(putonaBup,

kancyiasl, 100 mr nBa

pasa B CyTKH)

npumepHo Ha 86 % (90 % JIV 82 %-89 %).

Ipu UHTAJSIIIHOHHOM NPUMEHCHUH
¢iyTHKa30Ha MPONUOHATA OXKUAAETCs OoJee
a¢pdexr. VY

MOJYYaBIINX PUTOHaBHP U (IIyTHKAa30HA

BI)Ipa)KeHHHﬁ MMaITMCHTOB,

IpoIruoHaT HUHIaJIAIIMOHHO I

WHTpaHa3aJbHO, OB OTMEYEHbI CUCTEMHBIE
KOPTUKOCTEpOHUIHbIE 3((PEKTH, B TOM YHCIIE
cuagpom Kymmera m nopasieHue (QyHKIUU
Ha/AlTIOYCUYHHUKOB;

TaKHC SABJICHHSA  TaKXKC

BO3MOKHBI npu MMPUMCHCHUU APyrux

KOPTUKOCTCPOU OB, MeTa6OJ’II/IBI/IpyeMLIX C

PEKOMEHI0OBAHO, 3a

UCKIIIOYEHHEM CIy4aeB, Korja
MOTEHIMATBHAS TI0JIb3a TEpaIuu
MEPEBENINBACT PHUCK  Pa3BUTHS
CHUCTEMHBIX KOPTHKOCTEPOHIHBIX
apdexkroB (cMm. pazmen 4.4.).
Crnenyer pacCMOTpPETb CHIKEHHE
JI03bI TIIOKOKOPTHUKOUIA Ha (oHE
TIIATEJIBHOTO KOHTPOJS MECTHBIX
1 CUCTeMHBIX (PEKTOB, a TaKKe

Ha

nepexon Ipyrou

TJIFOKOKOPTUKOU [, HC
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yuactueM  usodepmentp  P450  3AT _-'ipﬂé}émﬁﬁc}i"jfi'j 2 Fcy@grpaTOM
Hanpumep, Oyieconnia. Bausuue "nnplr?l}i}}:]\g"llr‘;;é:lgﬂ&ﬂI"'I"T:' W paaa
CUCTEMHOM JKCHO3WIMU (IyTHKa30oHA Ha | (Hampumep, OEKJIOMETa30H).
YpOBEHb pHUTOHABUpa B IUIazMe KpoBu B | Kpome TOTO, B ciIydae
HacToslee BpeMs HEW3BECTHO. MexXaHW3M | MpeKparieHus npuema
B3aMMOJECHCTBUSI COCTOMT B TMOJABICHHU | TIIOKOKOPTUKOHUIOB MOJKET
nzodepmenta CYP3A4. notpedoBaThCs IIOCTEIIEHHOE
CHIDKCHHE JI03bl B  TeueHHE
JUTUTETHHOTO TIEpHO/Ia.
IOPEKTUJIBHAA JUCOYHKIUA
Hneubumopwr @I{3-5
Cunnenadun, Cunnenadun, tagamabun wu BapaeHadwui | [TanuenToB HE00X0IMMO
Taganadui, METa0OIU3UPYIOTCS c y4JacTUeM | MpeAyHpeanTh 0 TaKuX
BapaeHaduI nzopepmenta CYP3A4. OpnoBpeMeHHOE | BO3MOXKHBIX MOOOYHBIX 3 derTax
NPUMEHEHWE C  aTa3aHaBUPOM  MOXKCET | IPM NPUMEHEHHUH HWHTHOUTOPOB
MOBBILIATH  KOHLIEHTpanuu  uHrHOuTOpa | ®13-5 B OTHOLLICHUHU
®JID-5 wm ycwiMBaTh  HEXENaTeIbHBIE | SPEKTUIBHON IUcyHKINU

siBIIeHUs, o0ycnoBieHnple DJ1D-5, Brirovas

apTCpUAJIbHYKO  T'MIIOTCH3UIO, HAPYLICHUSA
3pCHUA W TMpPHUAIIU3M. MexaHu3m JaHHOI'O
B3aHMOHeﬁCTBHﬂ COCTOMT B IIOAABJICHHUHA

nzodepmenra CYP3A4.

OJTHOBPEMEHHO C aTa3aHaBUPOM
(cm. pazmen 4.4.).
JlononHuTenbHas — UH(OpMAIys
OTHOCHUTEIBHO OJIHOBPEMEHHOTO
NPUMEHEHUs] ~ aTa3aHaBuUpa H
cuiaeHaduia TaKKe
MpeAcTaBieHa B Tabimuie B
pasznene «Jlerounas

apTepuaibHasi THIIEPTEH3US.

NNPEIMAPATBI PACTUTEJIBHOI'O TPOUCXOXIEHUSA

[penapater 3Bepobos | OnHOBpeMEeHHOE TNpUMEHEHHE npenaparoB | OZHOBPEMEHHOE MpUMEHEHHUE
HPOJBIPSBICHHOTO 3Bepobos TIPOABIPSIBICHHOTO C | aTazaHaBHpa W  MPEMaparos,
(Hypericum aTa3aHaBUPOM  MOXET  MPUBOJUTH K | COICpXKAIuX 3Bepoboit
perforatum) BEIPKCHHOMY CHIDKCHUIO YPOBHS | TIPOJBIPSBICHHBIH,

aTazaHaBUpa B IU1a3Me KpoBH. Takoi 3 ¢eKT | mpoTUBONOKa3aHO.

MOXET OBITh  OOYCJIOBIEH  HMHIYKIIMEH

n3opepmenra CYP3A4. CymiectByeT puCK

norepu  TepameBTHUeckoro dddekra wu

Pa3BUTHS Pe3UCTCHTHOCTH (CM. paznen 4.3.).
TOPMOHAJIBHBIE KOHTPALEIITUBbI
OTHHUIACTPATNON, AUC staanmerpannona |19 % [Ipn mpuMeHEHUM NEepOpabHBIX
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25 MKT + (125 % |13 %) ot 'Ko%H‘plgﬂer}rﬂBoB-'j c
(NOCNEML ENEHOCTL 0002)
HOpreCTI/IMaT Cmax STI/IHI/IHBCTpaHI/IOHa lh6 0 Q’T‘QQQHQDT/H’\{“\A pT)I’T‘{\HQDT)II’\{“\J

(arazanaBup, 300 mr
OIUH pa3 B CYTKU U
putonasup, 100 mr

OJIVH pa3 B CyTKH)

(126 % |5%)

Chin dTHHIWIACTpaAMONA |37 %
(145 % 129 %)

AUC noprectumara 185 % (167 % 1105 %)
Crmax HOprectumata 168 % (151 % 188 %)
Cuin HOprectumara 1102 % (177 % 1131%)
XOoTs  KOHIIGHTpAalMs ATUHUIACTPAIUOIA
MOBBIIIANACH IPH IPUMEHEHUH OJTHOTO JIUIIb
aTazaHaBHpa, B CBA3M C nojaanieHueM YI'T u
CYP3A4

usohepmenTa aTa3aHaBUPOM

CYMMapHOE JieicTBre
aTa3aHaBUPA/PUTOHABUpPA  TPUBOIUT K
CHIDKEHHIO YPOBHS STHHWIIDCTPAINOIA H3-32
WHIYIUPYIOIIETO NEeHCTBUS pUTOHABHPA.

VBenuueHue 3KCIO3ULUH IPOreCTHHA MOKET
NPUBOIUTh K COMYTCTBYIOIIUM HOOOYHBIM
sddexkram (HampuUMep, PE3UCTEHTHOCTH K
aKkHe U

HWHCYJINHY, JAUCIIUIINACEMHUH,

KPOBAHUCTBIM BLI,Z[GJ'IGHI/IHM), TEM CaMbIM

Hapymas KOMIINIACHTHOCTb.

OTHHWIACTPATUON,
35 MKkT +
HOPITUHIIPOH
(aTazanaBup, 400 mMr

OJIVH pa3 B CYTKH)

AUC stununacrpaauona 148 %

(131 % 168%)

Crnax dTHHIIACTpanuona 115 %

(11 % 132 %)

Chin aTHHIITAICTpAIMONA 191 %

(157 % 1133 %)

AUC nopatuaapona 1110 % (168 % 1162%)
Crnax HOpaTHHApPOHA 167 % (142 % 1196 %)
Chin HOpaTHHAPOHA 1262 %

(1157 % 1409%)

YBenuueHue 3KCHO3ULUHU IPOreCTUHA MOXKET
NPUBOIUTH K COMYTCTBYIOIIUM HOOOYHBIM
spdexTaM (HampuMmep, PE3UCTEHTHOCTH K
akHe |

HUHCYJINHY, JAUCIIUIINACMHUH,

KPOBAHUCTBIM BBI)_ICJ'IGHI/ISIM), TEM CaMbIM

Hapyiiasd KOMIINIACHTHOCTD.

PEKOMEHIyeTCSl  COJEPXKAHUE B

NepopajbHOM KOHTPALCTITUBE KAaK

MHUHUMYM 30 MKT
STUHHUIACTPAINOIA W CTPOTOe
coOImrogeHmne ManyueHTaM#u

pexumMa rnpuemMa KOHTpaucnTruBa.

OnHOBpEMEHHOE MIPUMEHEHUE
aTazaHaBUPa/PUTOHABHPA c
JPyTUMHA TOPMOHAJBHBIMH
KOHTpaIenTHBaMu WIn
MEPOPAITBHBIMHA
KOHTpAaLCIITUBAMHU,

coacpKalluMH IPOreCTorcHbl, HE

CUHTAs HOpPTeCcTUMATa, HE
H3Yy4anoch.

[TosToMy Takoro npUMEHEHHUS
cienyer n30erars.
Pexomennmyercs WCTIOTB30BaTh
Ipyrou HaJIeKHBIN METO/
KOHTPAIEIIIIH.
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JIUTUI-MOAU®ULIUPYIOUIUE TTPENAPATHI o7 U8 02 2024 = 2395

AOCNENOBATENEHOCTS 0002

HUneubumopwvr ' MI'-KoA pedyxma3zwl

CumMBactaTuH MeTtabosii3M cUMBacTaTHHA U JIOBACTATHHA B
JloBactaTun 3HAYUTEILHOW  CTEMEHH  3aBUCUT  OT
n3opepmenta CYP3A4, u onHOBpEeMEHHOE
NpPUMEHEHHE ¢  aTa3aHaBUPOM  MOXKET

IIPUBECTU K MOBBIIICHUIO UX KOHLICHTPAIIUH.

OZ[HOBpCMeHHOC MMPUMCHCHUC
CHUMBACTaTHHA WJIM JIOBACTaTHHA C
aTa3aHaBHUPOM IIPOTHUBOIIOKAa3aHO
B CBA3M C YBCIIMYUCHHEM pHUCKA
pa3BUTUA MUOIIAaTUH, B TOM YHUCIIC

pabgommonmsa (cM. pasaen 4.3.).

ATtopBacTaTuH Puck  pasButuss =~ MHOmaTWUH,  BKJOYast
pabIOMHONH3, MOKET TaK)Ke IMOBBIIIATHCS Ha

(oHE TpUMEHEHHS AaTOpBACTAaTHHA, TaKKe

He PEKOMEH0BaHO
OJTHOBPEMEHHOE MIpUMEHEHNE

aTopBaCTaThHa C aTa3aHaBUPOM.

METa0OIM3UPYEMOTO c ydactueM | Ecnm nmpumenenust atopBactaTuHa
m3opepmenta CYP3A4. HEBO3MOXXHO H30e€XaTh, CIEAyeT
MPUMEHSATH MUHUMAIILHYTO
BO3MOXKHYIO JI03y aTopBacTaTHHA
C  TOIATETbHBIM  KOHTPOJIEM
Oe3omacHocTH (cM. pasnen 4.4.)
[IpaBacTatun Hecmotps Ha oTcyTcTBHE cooTBeTcTBYIONNX | Ciemyer cobmoaate
dnyBacTaTuH WCCIICIOBAHNUN,  BO3MOXHO  TOBBIIICHHE | OCTOPOKHOCTb.
SKCTIO3UIUH TIpaBacTaTvHa W (hIyBacTaTUHA
MpH  OAHOBPEMEHHOM  TNPUMEHEHHH C
WHTHOMUTOpamMu Tmpoteasbl. llpaBacTtaTnH He
MeTabonmsupyetcst uzopepmentom CYP3A4.
QiryBacTaTWH YaCTHYHO MeTabonM3upyercs
nzopepmenrom CYP2C9.
llpyeue nunuo-moouguyupyrowiue npenapamol
Jlomuranmn Mertaboim3M JIOMHTaNUAa B 3HAYUTEIbHOW | OJHOBpPEMEHHOE MPUMEHCHUE

cTerneHu 3aBUcHT oT m3opepmenta CYP3A4,
u OJTHOBPEMEHHOE MIPUMEHEHHUE c
aTa3aHaBUPOM W  PHUTOHABHPOM  MOKET

MPUBECTHU K MOBBINICHUIO €TO KOHIICHTPAILIUU.

JioMuTanraa MW ara3aHaBupa C
PUTOHABUPOM HPOTHUBOIIOKA3aHO
n3-3a MNOTCHIMAJIBbHOI'O pucka
3HAYUTCIBbHOI'O TIOBBIIICHUS
AKTUBHOCTH TpaHCaMKWHa3 n
I€MaTOTOKCUYHOCTHU (CM. pasaci

43.).

HUHI'AJIAIIMOHHBIE BETA-AI'OHUCTBI

Canvetepon OnHOBpEeMEHHOE MIpUMCHEHNE c
aTa3aHaBUPOM MOXeET MOBBIIIATh

KOHOCHTpaluu CaJMETEPOia U YCUIIMBATH

OnHOBpEMEHHOE MIPUMEHEHUE
calMeTeposia W ara3aHaBHpa He

peKoMeHIoBaHO (cM. pazmen 4.4.).
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HCXCIIATCIIbHBIC  SABJICHHA,

CaJIMCTCPOJIOM.

MexaHu3M B3aHMOﬂeﬁCTBHH 3aK/JII0O4YacTCsa B

MIOAABJICHUH n3odepmenTa CYP3A4

aTa3aHaBUPOM H/UITH PUTOHABHPOM.
(0J117(0)701131
bynpenopdun, omua | AUC 6ynpenopduna 167 % OpHOBpeMEHHOE TIPUMEHEHHE C
pa3 B cyTKkH, | Cmax Oynpenopduna 137 % aTa3aHaBUPOM U PUTOHABHPOM
cTabupHas Cmin OyripeHopduna 169 % TpedyeT MIPUCTATBHOTO
MOAJIEP>KUBAIOLIAs AUC nopbymnpenoppuna 1105 % HAOMIONEHUSI  JUISL  BBISIBIICHHUS
no3a (aTazaHaBHp, Crax HOpOympenopduna 161 % CEJaTUBHBIX U  KOTHUTUBHBIX
300 Mr oauH pa3 B Chin HOpOyTIpenopguna 1101 % 3¢ dexToB. Mosxer
CYTKH ¢ | Mexanm3m pasBuTHS JAHHOTO | TIOTPEeOOBAThCS CHIDKEHHE JIO3BI
putoHaBupom, 100 Mr | B3aUMOJICHCTBHS COCTOUT B MOJABICHUH OynpeHopduHa.
OJIMH pa3 B CYTKN) nzodepmenta CYP3A4 u UGT1AL.

KonmenTparun  arazaHaBupa (BMecTe ¢

PHUTOHABUPOM) U3MEHSITUCH HE3HAYMTEIBHO.
MeTanoH, ctabunbHas | 3HauMMOe  BIWsSHWE Ha  KoHueHTpanuu | [Ipu OJTHOBPEMEHHOM
MOJICPIKUBAIOTIAS METaJ0HA HE OTMEYAJIOCh. YUHUTHIBAs, YTO | MPUMCHCHHUU MeTaoHa c

no3a (aTazaHaBUD,

400 mr oguH pa3 B

CYTKH)

HU3KUE 10361 puToHaBupa (100 mr 1Ba pasa B
CYTKH) HE OKa3bIBAalOT 3HAYMMOTO BIIHMSHUS
Ha KOHLEHTpallud METaJj0Ha, COIVIACHO
MMEIONTNMCS JaHHBIM, B3aUMOJICHCTBHE TPH
O/THOBPEMEHHOM TNPHUMEHEHWH METaJl0OHa C

aTa3aHaBHUPOM HE OXKMAACTCA.

aTa3aHaBUPOM KOPPCKUIUH JO3bI

He TpeOyercsl.

JIETOYHAS APTEPUAJIBHAS I'NIIEPTEH3USA

Hneubumopor @35

Cunnenagun

OZ[HOBpeMeHHOC IMPUMCHCHUC C

aTa3aHaBUpPOM MOXET IIOBBIIIATH

KOHIIEHTpauu uHruoutopa DUAD-5 wu

YCHUIIMBATh HEXXeNaTeNbHbIE SIBJICHUS,
o0ycroBieHnHble nHruOuTOpamu OJ13-5.

MexaHu3M B3aMMOJEHCTBUS 3aKII0YACTCS B
CYP3A4

IIOJaBJICHHUHA HBO(I)epMCHTa

aTa3aHaBUPOM W/UITA PUTOHABHPOM.

Bezonacnas u addextuBHas no3a
cwigeHaguia B KOMOWHAIMHA C
JICYCHUN

aTa3aHaBUpPOM npu

JIETO4YHOMN apTepHaIbHON
TUIEPTEH3UHN HE YCTAHOBJICHA.

Cunnenadun, TPUMEHSICMBINA IS
JICYEHUs JIETOYHON apTepuanbHON
TUNIEPTEH3UY,  IPOTUBOIIOKA3aH

(cm. pazmen 4.3.).

CEJATUBHBIE ITPEITAPATbBI

benzoouasenunuvl

34




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

r, ~ L) A B Ik
Mmupaszonam Mupnaszonam u TpuazonaM 'O xros HHOE - OPUMCHCHHE
(MOCNENOBATENBEHOCTS 0002
TpI/IaSOHaM MeTa6OHI/I3prIOTCﬂ C AKE4BHBIM }/UQ("T‘T/TPY\/T ara QQHQDT/IPQ C ’T’IpTlQ 30JaAMOM-_IIL

nzopepmenta CYP3A4. OpnoBpemeHnHoe

NPUMEHEHUE C  aTa3aHaBUPOM  MOXET
MPUBOJUTh K BBIPAKCHHOMY YBEIMUCHUIO
KOHIIEHTpAIIMKM JaHHBIX OCH30{Ua3EITHHOB.
Uccnenosanus B3aNUMOIEUCTBUI
aTtazaHaBupa C OCH30qua3eTIMHAMH  HE
npoBoauian. CoriacHO AaHHBIM IO JIPYTUM
uaruoutopam  uzodpepmenta  CYP3A4,
OKHMJIAETCS, YTO KOHIICHTPAIMK MH1a30IaMa
B IUIa3M€ KPOBH TPHU €ro TMpHUeMe BHYTPh

OyayT cyuiecTBeHHO Bbimie. JlaHHBIE O

MUJa3ogaMoM  AAA  [pUeMa
BHYTPb HPOTHUBOIMOKAa3aHO (CM.
paszen 4.3.), a mpu NpPUMEHEHUH
aTazaHaBHpa BMECTE c
MapeHTEePATIbHBIM ~ MHJIa30JIaMOM
Tpedyercs cobmoaTh
OCTOPOXKHOCTb. [Ipy nprMeHeHnn
aTazaHaBUpa C MapeHTEePATbHBIM
MUa30J1aMOM JICUEHHE CIEAyeT
IIPOBOIUTH B OTACJICHUU

nHTeHcuBHOM Tepanmuu  (OUT)

COITYTCTBYIOIIIEM MPUMEHEHUH | WIM aHAJIOTUYHOM OTICIICHUU C
MapeHTepaIbHOr0 MujAazojiaMa ¢ JAPYTrUMH | oOeclieueHHeM MIPUCTAITBHOTO
WHTUOUTOpaMU TPOTEa3bl CBUACTEILCTBYIOT | KIMHUYECKOTO  KOHTPOIS |
0 BO3MOXHOM 3-4-KpaTHOM YBEJIHYEHHUH | COOTBETCTBYIOIIETO

YpOBHA MHJia30J1aMa B I1JIa3ME KPOBH. MEAUIUHCKOI'O JICUCHUSA B ClIydac

YTHETeHUS  JbIXaHWSA  W/WIN
auTensHON  cemanuu.  Crenmyer
pPaccMOTPETh KOPPEKLHIO  JI03BI
MHa3oiamMa, OCOOCHHO  IIpH
NPUMEHEHUH OJHOKPATHOW O3B

MuzasojiamMa.

JleTH ¥ TOAPOCTKHU

HccnenoBanus 1o OlIeHKE B3aUMOJIEHCTBUS MPOBOINIIN TOIBKO C YYaCTHEM B3POCIBIX MAIIUEHTOB.
4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JAKTAUMS

bepemeHHOCTD

ATazaHaBUp MOXET NPUMEHATbCA NpU OEpPeMEHHOCTH, TOJBKO €CIM MOTEHLHaIbHas MOJb3a
MPUMEHEHHUS [T MaTepH MPEBBIIIACT MOTEHIIMATBHBIN PUCK IS TJI0/a.

YMepeHnHbiit 00beM HaHHBIX Y OepeMeHHbIX xkeHmuH (0T 300 mo 1000 mcxomoB GepeMEHHOCTH)
MOKa3aJl OTCYTCTBHUE TOKCHYHOCTH aTa3aHaBHUpa B BUJIE MMOPOKOB Pa3BUTHS Y TUIO/A.

I/ICCHGI[OBaHI/IH Ha KHUBOTHBIX HE ITOKa3alinu IMPHU3HAKOB TOKCHUYHOCTHU B OTHOIICHHNU
PENPOIYKTUBHON CUCTEMBI.

JlakTanus

ATazaHaBHp OOHApPYKUBAJICSA B TPYJHOM MOJIOKE, YTO MOATBEPXKACHO JAHHBIMHU MCCIIEOBAHUS Ha

Kpbicax. Her naHHBIX O BIMSHUM aTa3aHaBUpa Ha CEKPELHIO TPYyIHOrO0 MOJIOKa. B cBs3m C
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CCPBLC3HBIX MOOOYHBIX 3(1)(beKTOB y peGeHKa, KOpMUTE TPYABIO TPt pHMCHCHIHT uyvuapala
ATa3zaHaBUp HE PEKOMEHYETCSI.

DepTUILHOCTE

B JOKIIMHUYCCKUX MCCJICHOBAHUAX BJIUAHUA aTa3aHaBUpa Ha q)epTI/IJIBHOCTB n 3M6pI/IOHa.HI>HO€
Pa3BUTUC aTa3aHABUP U3MCHSAII 3CTpaJII>HBII>'I IUKJI, HC BJIMAA IPpXU 5TOM Ha q)epTI/IJIBHOCTB.

4.7. BausiHMe Ha CHOCOOHOCTH YNPABJIATH TPAHCNOPTHBIMHM CpPeICTBAMH M Ppadorarh ¢
MeXaHM3MaMH

CrienuanpHbIX HCCIEI0BAaHUM IO M3Y4YEHUIO BIMSHUS aTa3aHaBUpPa Ha CIIOCOOHOCTH YIPaBIATh
TPAHCIIOPTHBIMU CPCACTBAMH, MCXAHU3MaMH HC MPOBOJUIIOCH. Bo BpCEMs JICUHCHHUA aTa3aHABUPOM
OBLIH OTMEYEHEI CJIy4au rOJIOBOKPYKCHUS.

4.8. HexkennaTeibHbIe peakuuu

Pesrome mpoduist 0e30nacHOCTH

be3zonacHocTh aTazaHaBUpa OLEHUBAIM B COYETAHUU C JPYTUMU AHTHUPETPOBUPYCHBIMU
JICKapCTBEHHBIMU TIPETapaTaMy B X0/I€ KOHTPOIUPYEMBIX KIMHUYECKHUX HCCICOBAHUH C ydacTHeM
1806 B3pOCBIX MALIMEHTOB, MOJYYaBIIMX JICUCHHE aTazaHaBupoM B 103€ 400 Mr ouH pa3 B CyTKHU
(1151 marmueHT, cpeaHssi MPOJODKUTEIBHOCTh 52 HEACIU W MaKCHUMaJIbHAs MPOIOIKUTEIHLHOCTD
152 nenenn) nnu arazanasupom B n03e 300 mr ¢ putoHaBupoMm B no3e 100 Mr oguH pa3 B CyTKU
(655 manMeHToB, CpenHss MPOJAOJDKUTEIBHOCTE 96 HeNellb W MaKCUMallbHAS TPOJIOKATEIHPHOCTh
108 Henenn).

HexxenaTenbHble peakuu perucTpUpOBajIi ¢ COMNOCTABUMOM YacTOTOM y MalMeHTOB, MOJy4aBUINX
JedyeHue atazaHaBupoM B Jo3e 400 Mr oauH pa3 B CYTKH, U Y MALMEHTOB, MOJYyYaBIIMX JIEUEHUE
ataza"aBupoM B J103¢ 300 Mr ¢ puroHaBupoM B go3e 100 Mr oauH pa3 B CYyTKH, 32 UCKIIIOUEHHEM
JKENTYXH U TIOBBIIICHUS KOHIIEHTPAIMH O0IIeTo OMnpyOrHa B I1a3mMe

KPOBH, KOTOpPbIE BCTPEUAIUCH Yallle PU MPUMEHEHUU KOMOWHAIIMY aTa3aHaBUpa U pUTOHABUDA.

VY nmauMeHToB, MOJIyYaBIIMX JI€YEHUE ara3aHaBUpoM B no3e 400 Mr oaMH pa3 B CYTKM WIH
ataza"aBupoM B g03e 300 Mr ¢ putoHaBupom B o3¢ 100 Mr ouH pa3 B CyTKH, UCKIIOUYUTEIHHBIMU
HEe)KeNaTeJIbHBIMU PeaKusMu JII000H CTENeHU TSHKECTH, 0 KOTOPBIX COOOIIANOCh OYeHb YacTo, 10
KpailHEel Mepe, ¢ BO3MOXHOH CBSI3bIO CO CXEMaMHM, COJIEpXKallMMH aTa3aHaBUP M OJWH WIIU
HECKOJIbKO HYKJICO3UIHBIX/HYKICOTHAHBIX HHTHOUTOPOB 00paTHOi Tpanckpuntassl (HUOT), 6butn
tomHoTa (20 %), muapes (10 %) u xentyxa (13 %). YV manueHTOB, MONY4YaBIIMX JICYCHHE
atazaHaBupoM B 03¢ 300 mr ¢ putoHaBupoM B 103€ 100 M, 4acToTa pa3BUTHUSA KEIATYXH COCTaBUJIA
19 %. B OonbIIMHCTBE CIy4yaeB >KENTYXY PErMCTPUPOBAIM B MEPUOJ OT HECKOJBKUX JHEH 10

HECKOJIbKUX MECSIIEB MOCTIe Havaa jJeueHus (cM. pasaen 4.4.).
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6one3nu nouexk y BUY-uHpuuMpoBaHHBIX Ma
nim 6e3 Hero. B kpymHomacmTaOHOM, MPOCHIEKTUBHOM, HAOJIOAATEIbHOM HCCIIECIOBAaHUU ObLTa
IIOKa3aHa B3aUMOCBSA3b MEXJY YBEIMUEHHEM 4YaCTOThl Pa3BUTHUS XPOHUYECKOW OOJE3HM MOYEK U
COBOKYITHOHM 3KcIo3WIMel ara3aHaBupa/puToHaBupa y BHUY-uHQUUIUPOBAaHHBIX MAIlEHTOB C
U3HAYaJIbHO HOPMAJBHOM pacueTHOM CKOpOoCThiO KiyOoukoBoil ¢uubstpamuu (pCK®). Takyto
B3aMMOCBSI3b HAOJIONAIM HE3aBHCHMO OT AKCIO3MLMHU TeHodoBHpa auzonpokcuna. TpelOyercs
PEryJIsipHBIM KOHTPOJIb (DYHKIMM MOYEK Yy MAlMEHTOB HA MPOTSKEHUU BCEH Tepamuu (CM. paszaen
4.4.).

TabauyHoE PEe3IOME HEXKENATEIbHBIX DEAKIINI

Yacrora BCTpeyaeMOCTH OIpeleNieHa cieayomuM obpa3oM: odeHb uacto (=>1/10), wacto (oT
>1/100 mo <1/10), mewacto (ot >1/1000 o <1/100), peaxo (ot >1/10000 no <1/1000), oueHb peako
(<1/10000), gyacToTa HEeHW3BecTHA (HA OCHOBAHUH HMMEIOIIUXCS JAHHBIX OIICHUTh HEBO3MOXXHO). B
npezenax KakIod TPYNIbl YacTOTa BCTPEYAEMOCTH HEXKEJaTelIbHBIX PeaKkIMi yKa3zaHa B MOPSIKE
YMEHBIICHHUS CEPhE3HOCTH.

HesxenarenbHbIe peakliu CTPYIIUPOBAaHBI B COOTBETCTBHU C MOPSAKOM Ha OCHOBAaHWUHU CHCTEMHO-
opranubix kimaccoB (COK):

Tab6muna 2

Hapywenusa co cmoponsvt ummyHHOU | HEYACTO: TUIIEPUYBCTBUTEIBHOCTD

cucmemaul

Hapymenuﬂ co CMOPOHbL | HEHYACTO: CHUIKCHUC MACChl TCJd, YBCIMYCHUC MACChI
MemabonruzmMa u NUmMaHusl TCJIa, aAHOPCKCHUS, IMOBBIIICHUC alllICTUTA

Hcuxuueckue HapyuteHus HEYACTO: ACHpPECCUA, AC30pUCHTALUA, TPEBOXHOCTD,

OECCOHHMIIA, HAPYIIICHUE CHA, HEOOBIYHBIC CHOBHICHHS

Hapywenusa co cmopousi Hepenoll | 4acTo: TOJOBHAs O0JIb;
cucmemvl HEJacTo: mepudepuyeckas HeWpomaTtus, OOMOpOK,

AMHE3Us, TOJIOBOKPYKEHUEC, COHIIMBOCTD, TUCTCB3U

Hapymenuﬂ CO CmMOpPOHbL oOpeaHa | 4aCTO: MOXKCITCHUC CKIICP I'J1a3

3penus

Hapywenus co cmoponwl cepoya 4acTo: ABYHAIpaBIICHHAs KeJlyI0UKOBasi TAXUKapAUus’;
penko: ymiuHenwe uHTepBana QT?, oTek, omrymieHue
cepaeoneHus

Hapywenus co cmoponwvl cocyoos HEYaCTO: apTepuabHasi TUIIEPTEH3US

Hapywenus co CMOpOHbL

HEYacCTO: OAbIIIIKa
ObIXamenbHoU cucmemsl, opeanoes
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Kenyoouno-kuuieunvie HapyuleHus

4aCTO.  pBOTa, AWapc:Ha, O0JIb B JKUBOTC, TOIIHOTA,
JUCIICTICHA,
HCYACTO: MAaHKpCAaTHuT, TacCcTpuT, B3AYTHC IKHUBOTA,

aTO3HBI CTOMATUT, METEOPHU3M, CYXOCThb CIM3UCTOM

000JIOYKH TOJIOCTH PTa

Hapywenuss co cmoponvl nevenu u

qJacCTo: XKEIITyXa,

JHcentesbl800AWUX Nymell HEYacTo: remnaTur, JKeJTYHOKaMEHHAs 0ose3HE?,
xoJiectas?;
PEAKO: TEeNaTOCIUICHOMET s, XOJICIUCTUT®

Hapywenus co cmoponsvt Kodcu u | 9acTo: CHITIb;

NOOKOJCHBIX MKAHeU HEYacTo: MyNbTU(OPMHAs dpuTeMa™, TOKCHYECKHEe
KOXKHBIE BBICHITAHUSA™, DRESS-CHH,Z[pOMa’b,
AQHTMOHEBPOTUYECKUM OTEK®, KpalnWBHUIA, aJOTEIHs,
3YyA;
penxo: cunapom Crusenca-JIoHcoHA™®, Be3UKyIe3HO-

OyJuie3Has ChIIlb, 9K3€Ma, PACIIUPEHHE COCYI0B

Hapywenus co cmoponst muluieunot,

CKeNemHou U COeOUHUMENbHOU MKAHU

HEYacTOo: MblIIeuHas aTpous, apTpasirusi, MUAJITHS;

PEAKO: MUOIIATHA

Hapywenus co cmoponvr nouex u

MOUesbl8O0AWUX Nymell

HEYacTo:  MOYeKaMeHHass  Oone3Hp®,  remarypus,

[IPOTEUHYPHUS, [OJUTAKAY DU, WHTEPCTULUAIbHBIN
HepuT, XpoHUYECKass 00JIE3Hb MTOYEK?;

penko: 60k B 00J1aCTH MTOYEK

Hapywenus co CMOpOHDL

penpooyKmueHoU cucmemol u

MOJIOUHbBIX OHCeNE3

HCYACTO: THHCKOMACTHUA

Obwue napywenus u peakyuu 8 mecme

86e0er s

94acTO: YTOMIIIEMOCTb;
HEYaCTO: 60JIB B pr,Z[I/I, HEOOMOI'aHHUC, J'II/IXOpaI[Ka,
aCTCHUS,

peAKo: HapyLIeHHE MOXOAKU

8 JlaHHBIC HEXENATeNbHbIC PEAKIMH BBISIBICHBI B XOJAE IMOCTPETUCTPAIIMOHHOTO HAOIIOICHMUS,

OIHAaKO HUX YaCTOTY OUCHUBAJIMW HA OCHOBC CTATHUCTUYCCKUX pPACUYCTOB, UCXOIS U3 OGH.IGFO qucia

ManucHTOB, IMPHHHUMABIINX aTasaHaBUp,

B PaHJOMHU3HUPOBAHHBIX KOHTPOJUPYEMBIX U JPYTUX

JIOCTYITHBIX KJIMHUYECKUX HccienoBanusx (n = 2321).

® Jlnst moydenus moapo6GHOM MHpOpPMALEH 00paTUTECh K OMMCAHUIO OT/EIbHBIX HEKenaTeIbHbIX
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Onucanue OTACIBHBIX HCXKCIATCIbHBIX PCAKIINYE

Y BUY-unpuimpoBaHHbIX MAMEHTOB C TSHKEIBIM UMMYHOAehuuToM B Hadane KAPT Bo3moxHO
pa3BUTHE BOCMAIUTENBHON peakiuu Ha OECCHUMIITOMHBIE WM OCTAaTOYHBIE OMIMOPTYHUCTUYECKUE
uHeKu. AyTOMMMYyHHble 3a0oneBaHMs (Takue Kak Ooyie3Hb ['peiiBca M ayTOMMMYHHBIN
TeMaTuT) TaK K€ ObUTM OMUCAHBI, OJJHAKO BpEMs W3 IOSBICHUS BapbUPOBANIO B 00J€€ MIMPOKUX
npezenax, 1 OHM MOTJIM BO3HUKATh Yepe3 MHOT'O MECSALIEB MOCIIe Havasa Tepanuu (cM. pasnen 4.4.).
Ocmeonexkpos

CooOmranioch 0 ciy4asX OCTEOHEKpO3a, B OCOOCHHOCTH Yy TMAllMeHTOB C TMOJATBEPKICHHBIMU
dakTopamu pucka, no3aHed cragued BUY-undexkumm u npu pmrensHoit KAPT. Yactora
BCTPEUAEMOCTH TIOIOOHBIX SIBIICHUI HeW3BeCTHA (CM. pasen 4.4.).

Memabonuueckue noxazamenu

Bo Bpemsi aHTUPETPOBHPYCHOM Tepamuu MOXKET HaOJII0AaThCsl YBEIMYEHHE MacChl Tella HU
MOBBIIICHUE KOHIIEHTPALUIA JIUIHIOB ¥ TITFOKO3bI B KPOBU (cM. pazzaen 4.4.).

Coine u cesa3anHble C Hell CUHOPOMbL

ChIllb 00BIYHO TIPEACTABISIET COOOM MaKyJIOTaNyJIe3HYI0 KOKHYIO CHINb JITKOW WM YMEPEHHOM
CTEMEeHHU TSKECTH, KOTOpasi BO3HHMKAeT B TEUEHHE MEpPBbIX 3 HeAenb IOCie Hadajga Teparnuu
aTa3aHaBUPOM.

Cunnpom CrtuBeHca-/[>KOHCOHA, MYIbTH(GOPMHAS IPUTEMA, TOKCUYECKUE KOXKHBIC BBICHITIAHUS U
MEIUKAaMEHTO3Has ChIMb ¢ 203uHO(UInel u cucteMabiMu cumntTomamu (DRESS-cunnpom) taxoke
HaOJII0JATMCh TIPY IPUMEHEHUH aTa3aHaBupa (cM. pasaen 4.4.).

OmKnoHenus 1a60pamopHbiX noKasameinel om HOpMbl

Haubonee dacThiM OTKIOHEHHEM JaOOpAaTOPHBIX IOKa3aTelell OT HOPMBI Yy TMAalUEHTOB,
MOJTYYaBIINX CXEMBbI, COJEPIKaIllie aTa3aHaBup U oauH Wik Heckoibko HUOT, Obuto moBkIeHne
KOHIIEHTpaIuu o01ero OmmpyonHa B Ijia3Me KpOBH, O KOTOPOM COOOIIAIOCh MTPEUMYIIECTBEHHO
KaK O MOBBIIICHUH KOHIICHTPALUU HENPSIMOTo [HEeKOHBIOTUPOBaHHOTO| Omnpyouna (y 87 % 1-i,
2-ii, 3-ii unu 4-i crenenn). [loBeileHre KOHIIEHTpAMK 00IIero OunupyorHa 3-i unm 4-i cTeneHu
3apeructpupoBanu y 37 % mauueHtoB (y 6 % 4-ii crenenu). Y malnueHTOB, paHee MOJIy4yaBIINX
JeyeHue atazaHaBupoM B j103e 300 mr oauH pa3 B cyTku 1 100 Mr puTOHaBHpa OJMH pa3 B CYTKH C
MEAMAHOM NPOAODKUTENBHOCTH Tepanuu 95 Henmenb, y 53 % DaUEHTOB pErUCTPUPOBAIN
NOBBIIIEHUE KOHIIGHTpauuu obmero Owmmpyouna 3-if - 4-if cremeHu. Y MalnMEHTOB, HE
MOJIy4YaBIINX paHee JIeueHue atazaHaBupoMm B 103€ 300 mr oauH pa3 B cyTku U 100 Mr puToHaBHpa
OIWH pa3 B CYTKM C MEIMaHON MNPOJOLKUTEILHOCTH Tepanuu 96 Hepenb, y 48 % maiueHToB

PETUCTPUPOBANIN TOBBIICHHE KOHIIEHTPALMU o01ero ounupyouna 3-ii - 4-i creneHu (cM. paszaen

44.).
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COQTBETCTBYET 3KCINEPTHOMY OTYETY
JIpyrue BBIPaKEHHbBIE OTKIOHEHUS KIMHUYECKHX na60p_zﬁ(my§iiéﬁﬁ§rédéﬁé§fwﬂ'b¥--'ffgprI_ (3-1 nm
| L) I

IBATENBHOCTE 0002)
4-1 cTeneHb), 3apETUCTPUPOBAaHHBIC Y > 2 Yo HaHHCHTOB; ABLIHX CXEM

artazaHaBup W oAuH WM Heckoinbko HUMOT, Brimodanu: TOBBIIEHHE aKTUBHOCTHU
kpeatuHpochokunazsl (KOK) (7 %), nossimenne aktuBHOcTH AJIT (5 %), cHuKeHHE yucia
HeirpodunoB (5 %), moBblmieHHe akTUBHOCTH acnapratamuHorpancdepassl (ACT) (3 %) u
MOBBIIICHHE AKTUBHOCTH JIMNA3bl B I1a3Me KpoBH (3 %).

2 % manMeHTOB, MOJIyYaBIIUX JICUCHUE aTa3aHABUPOM, HCIBITAIA OJHOBPEMEHHOE TOBBIIICHUE
aktTuBHOCTH AJIT/ACT 3-if - 4-i1 cTeneHn U KOHIIEHTpaIuu o01iero OuaupyounHa 3-i - 4-if creneHu
B IIJIa3M€ KPOBH.

Jlpyrue oco0Oble rpyIInbl HAIMEHTOB

THayuenmoi ¢ ko-ungexyueti cenamuma B u/unu cenamuma C
Cpenn 1511 manueHToB, MOTy4YaBIIMX JIEYEHUE aTazaHaBupoM B a03€ 400 Mr OJuH pa3 B CYTKH, Y
177 mnanmueHTOB uMeNach Ko-WH(EKIHs XpoHWdeckoro remaruta B wmmum C, a w3 uyucna
655 manueHToB, NOJy4YaBUIMX arazaHaBup B o3¢ 300 Mr oguH pa3 B CyTKM C pUTOHABUPOM B J103€
100 Mr oquH pa3 B cyTkH, 97 manueHToB ObuM ¢ XpoHU4deckuM renatutoM B nmm C. [TanueHTs! ¢
KO-MH(EKIMel Yalle HUCXOAHO HMEIH TMOBBIIIEHHE CHIBOPOTOYHON AKTUBHOCTH «II€YEHOYHBIX)
TpaHCaMHHA3, 4YeM NAalMeHThl 0e3 XPOHMYECKOro BHPYCHOrO remaruta. Pazmuuus B dYacToTe
MIOBBIIICHHS CHIBOPOTOYHOM KOHIIEHTPALUU OMIMPYOHHA HE OTMEYAINCh CPEAH TaHHBIX MAI[ICHTOB
U TAIMEHTOB 0€3 BHPYCHOTO remaruta. YacToTa pa3BUTHS CBS3aHHOTO C JICYCHHEM TemaTuTa u
MOBBILICHUS] aKTUBHOCTH TpaHCAaMMHA3 Yy TMalHMEHTOB C Ko-WH(pekiuei Obuia comocTaBuMa B
rpynmnax jeueHus aTa3aHaBUPOM M IpenaparoB cpaBHeHUs (cM. pazzaen 4.4.).

eTu
B xnuanueckom uccnenoBanuu Al424-020 y nereir u moJIpOCTKOB B BO3pacTe OT 3 MECSILEB 10
18 ner cpenHsAsl MPOAOKUTENBHOCTh JICUEHHUs aTa3aHaBUpoM B (opme mopoika Juisi ImpuemMa
BHYTph JIMOO Karcyn coctaBwia 115 nenens. [Ipoduie Ge3omacHOCTH B JaHHOM HCCIIEIOBAHUH
OBLT CXOIHBIM C TAKOBBIM Y B3POCIBIX TAI[MEHTOB. Y JeTell W TMOAPOCTKOB OblIa BBISBICHA
OeccuMIiToMHas aTpruOBEHTpUKYIsipHas (AV) Giokana mepBoii creneHu (23 %) U BTOPOid CTEEHH
(1 %). HauOonee dyacTbIM OTKJIOHEHHEM JaOOpaTOPHBIX IMOKa3zaTele OT HOPMBI Yy JeTei,
MOJTy4aBUINX JICYEHUE aTa3aHaBUPOM, SIBIISJIOCH MOBBIIIEHUE KOHIIEHTpAu o0Iiero OuinnpyOrHa
(B > 2,6 pa3 Beimie BI'H, 3—4 cremnens), umeBiiee Mecto y 45 % maImeHToB.
B wimHnueckux wuccnegoBanusix Al424-397 u  Al424-451 cpemHsis TPOJOJDKUTEIBHOCTH
MPUMEHEHUs aTa3aHaBHpa y JAeTell B Bo3pacte OT 3 MecsueB a0 11 mer cocraBuna 80 Hemenb.
JletanpHble cCcydyam He ObutM  3aperucTpupoBaHbl. [lpoduns 0Oe30macHOCTH B TaHHBIX
WCCJICIOBAHMSIX OBLI CXOMHBIM C TaKOBBIM B paHEe MPOBEACHHBIX HCCIEJOBAHUSX C Y4acTHEM

JeTell U B3pOCIbIX ManreHToB. Hanbonee 4acThIMU OTKIIOHEHUSIMH JIAOOPATOPHBIX TOKa3aTelnen OT
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COOTBETCTBYET SKCTIEPTHOMY OTYETY

HOPMBI Yy J€TeH, MOJy4aBIIUX JICYCHHE aTa3aHaBUPOM B (ho_)laiﬁé' -Hopomreé Siema _BHYTDb,

ANOC] IBATENE b 0002)

SIBJISUIOCH MOBBIIIEHUE KOHIICHTpALUU o0miero 6wsmpyorta(>-2,6-pas-ssie BHFH; 3-n4-crenens;
16 %) u mnoBblueHue akTHUBHOCTM amuiasbl (3—4 crenens; 33 %), Kak MpaBuio,
HEMAHKPEATUYECKONW ATUOJIOTMH. B MaHHBIX MCCIeAOBaHUIX MOBbIMICHUE aKTUBHOCTH AJIT yamie
OTMEYAIIOCh y J€TEH, YEM Y B3POCIIBIX.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo cooOmaTh 0 Mog03peBaeMbIX HEXKENATEIbHBIX PEaKIUIX MOCIe PErUCTpaIliu Mpernapara ¢
Henblo  oOecreyeHus] HEMPEPHIBHOTO  MOHUTOPUHIA  COOTHOUICHMSI  «I10Jb3a —  PUCK»
JIEKapCTBEHHOTO Tpenapara. MeIuIMHCKUM pabOTHHUKAM PEKOMEHAYETCS COOoOIaTh O JFOOBIX
MOJI03PEBACMBIX HEKENATeNbHBIX PEAaKIUAX JIEKAPCTBEHHOIO IMpernapara 4Yepe3 HalMOHAIbHBIC
CUCTEMBI COOOIIEHUS O HEXKENATeIbHBIX peaKlIUsxX TOCYAapcTB — uileHoB EBpa3uiickoro
SKOHOMMYECKOTO COI03a.

Poccuiickas ®@eoepayus

109012, r. Mocksa, CraBsiHCKast miiomiaib, 1. 4, ctp. 1

®denepanbHas Ciryx0a 1Mo Ha30py B chepe 3ApaBOOXpaHEHUS

Tenedon: +7 (800) 550 99 03

Anpec 311, mouthl: pharm@roszdravnadzor.gov.ru

Beo6-caiir; https:/roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

CuMIOTOMBI

B Xo1e kKIMHUYeCcKuX MCCIeIOBaHUN MPHUEM 3I0pPOBBIMHU JTOOpOBOJIbIIAMH aTazaHaBupa a0 1200 mr
OJIHOKPATHO HE COMPOBOXKIAICS KAKUMHU-INOO HEXKENaTEIbHBIMU SIBJICHHUSIMH.

EnuHcTBeHHBI ciaydaid mepeno3upoBku mpernapara  BUY-uHQUIMPOBaHHBIM  HAIlMEHTOM,
npuHsaBmUM 29,2 T npemnapata (103a, B 73 pasa mpeBblaronias pekoMeHa10BanHyo 103y 400 mr),
COTPOBOXAAICS OECCHMITOMHOM OJIOKamoil 00enXx HOXKEK Mydka ['Mca u yIJMHeHHeM WHTepBaia
PQ. lannbie npusHaku Ha OKI' ucuesnu cnoHtaHHO. OXKMIaeMbIMH CUMITOMAMHU NEPENO3UPOBKH
mpernapara SIBISIFOTCS JKenTyxa 0e3 H3MEHEHUH pe3yiabTaToB IEYCHOYHBIX TECTOB (3a CYer
MOBBIIICHUS] KOHIICHTPAI[MU HENpSAMOro OminpyOuHa B IJ1a3Me KPOBU) M HapyIlIEHUE CEplIeYHOrO
putMa (yanuHeHue narepsaia PQ).

Jleuenue

Crennduyueckoro aHTHIOTA HET.

[Ipu mnepeno3upoBke mpenapata ATa3aHaBUp CIEAYeT OCYUIECTBIATh KOHTPOJb OCHOBHBIX
(GU3MOIOTHYECKNX TOKa3aTesleil, BeCTH HaOoJeHne 3a OOIMMM COCTOSTHUEM IalMeHTAa,
koHTpoupoBath DKI', Ha3HAYUTH TPOMBIBAaHHUE JKETYAKA, BBI3BATh PBOTY JJISl YIAICHUS OCTATKOB

[penapara, peKOMEHyeTCs [IPUEM aKTUBUPOBAHHOTO YIJIS.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

Juanu3 HedpPEeKTUBEH IS BBIBEICHHS Ipenapara_ u3 X FAHISMA, - "THR < KaK aTa3aHaBUP

(nocneno Ei.-i.;l'EJ_I EHOCTE 0002)

XapaKTepU3yeTcss NHTCHCUBHBIM METa00JIM3MOM —B—HEHCHI 1 BbICOKOICTCHCHEIO—CBASHIBaHIA©
OeKaMu KPOBH.

5. PAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoauHaMHuYecKHe CBOHCTBA

dapmakoTepaneBTUYeCKas Tpylma: MPOTUBOBUPYCHBIE IIpenaparbl CHUCTEMHOIO JCHCTBUS,
IPOTHBOBUPYCHBIE MIPETapaThl MPsIMOTO IEHCTBHS; HHTUOUTOPHI IPOTEA3.

Kox ATX: JOSAEO8

MexaHusM aeiictBus U dhapMakoaruHaMudeckre YO hEKTHI

[Ipemapar  Arta3aHaBup  SIBISETCS  a3aleNTUIHBIM  WHTHOMTOPOM  TPOTEa3bl  BHpyca
ummyHoneuiuta denoBeka (BHUY)-1. DTo BemecTBO CENEKTUBHO WHTHOUPYET BHpPYC-
crenuduaeckuii mporeccuHr BUpycHbIXx Gag-Pol nporennoB B BUY-uHpUIIMpOBaHHBIX KIIETKAX,
npenoTBpalias o0pazoBaHHUe 3peNibIX BUPUOHOB U 3apajkeHue OpYTUx KieTok. B mpouecce nedenus
Yy HEKOTOPBbIX MAalMEHTOB MOXET pPa3BUTHCS PE3UCTEHTHOCTh (YCTOWYMBOCTH) K JEHCTBUIO
npemnapata (crnenudpudeckas pe3sUCTCHTHOCTh) WM K JACHCTBHIO KaK aTa3aHaBHpa, TaK M JIPYTHX
UHruONTOPOB TpoTeazsl BUY (mepexpecTHas pe3ucTEHTHOCTB ).

Pe3ucTeHTHOCTh M TIEpeKpecTHAas PE3UCTEHTHOCTh K MHruOUTOpaM mnporteassl BUY Habmronanace B
pa3IMYHON CTENEeHM €€ MposiBIeHUs. PEe3UCTEeHTHOCTh K ara3aHaBUpPy HE BCErja sBISETCS
NPEMSITCTBUEM JUIS TTOCIIEAOBATEIHLHOTO MPUMEHEHHs JPYruX WHTHOMTOpOB mpoteassl BUY.

Pe3ncTeHTHOCTD B VCIOBUAX In Vitro (B KYJIBTYPE KIETOK)

YyBCTBUTENBHOCTh K aTa3aHaBUPY H3YyYalld Ha KyJIbType KIETOK, BBIJIECICHHBIX Yy IallUEHTOB,
IPEK/E HE MOJIyYaBIIMX aTa3aHaBUp.

BoisiBneHa ueTkas TEHICHLIMS K CHIJKEHHIO YYBCTBUTEIBHOCTH K aTa3aHaBHpPy ILITaMMOB,
OOHapyXHUBIIMX BBICOKUNA YPOBEHb MHO)KECTBEHHON pE3UCTEHTHOCTHU K JIPYTUM HHTHOUTOpaM
nporeassl BUY. HanpoTuB, 4YyBCTBUTENBHOCTh K aTa3aHaBUPY COXpaHsUIach Yy IITAMMOB,
PE3UCTEHTHBIX TONBKO K 1-2 nHruduTopam mpoteassr BUY.

Pe3ucTeHTHOCTD B YCIOBUSX 1N VIVO

HccenenoBanus MoKa3alnd YETKYHO 3aBUCHMOCTb Pa3BUTHS PE3UCTEHTHOCTH OT TOTO, MOJydasl JIU
MAMEHT paHee aHTUPETPOBHUPYCHYIO TEPANMIO, U €CIM J1a, NPUMEHSJICS aTa3aHaBUp B KadyeCTBE
€IMHCTBEHHOTO MHIHOUTOpa nmpoTea3sl BUY uinu B KOMOMHALIMY ¢ PUTOHABUPOM.

Ilayuenmul, panee He nonyyasuiue anmupemposUpyCHy0 mepanuio

Amazanasup 400 m2 (6e3 pumonasupa)

He BBIABICHO NEPEKPECTHOM PE3UCTEHTHOCTH MEKIY AaTa3aHaBUPOM U aMIIPEHABHPOM.
DEeHOTUNNYECKUI aHAJIU3 IITAMMOB TOKa3aJl Pa3BUTHE YCTOWYMBOCTH, CEIM(PUUECKON TOIBKO IS

aTasaHaBupa H" COUYETaBIICHCS C MOBBIIICHHEM YYBCTBUTCIIbBHOCTU K OPYIruM I/IHFI/I6I/ITOpaM
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
HpOTeaBI‘)I BI/ILI_ oT |_|._|:: ._I:._ "'J-. ._'l:]':-

(NOCNEQCBATENEHOCTE 0002)

Kombunauus amaszanasup 300 me + pumonasup1-66

Vic

UccnenoBanne 3¢GGHEKTUBHOCTH KOMOWHAIIMKM aTa3aHaBUpP + PUTOHABUP (B CPaBHEHHH C
KOMOWHAIMe  JIONWHAaBUP +  PHUTOHABHP) y TAIHMEHTOB, paHee HE  IMOJIyYaBIIMX
AHTUPETPOBUPYCHYIO TEPAIHIO, MOKA3aJI0, 4TO uepe3 96 Hemenpb mocie Havajaa Teparnud TOJIBKO B
OJTHOM CJIyyae HeylauM Tepanuy pa3Buiach (EHOTHUIIMYECKast yCTOMUMBOCTD K aTa3aHABUPY.
Iayuenmsi, panee noayuasuiie aHMupemposUpyCHy0 mepanuio

Amaszanasup umu KOMéuHauuﬂ amaszanaeup + pumonasup

B OompmmHCTBE cCilydaeB HeyAaud Tepanuu Ha 48-ii Hemene y MAIMEHTOB pPa3BUBAIACH
MHOXECTBEHHasl PE3UCTEHTHOCTh K Ppa3NUYHBIM HHruburopam mporeassl BUY, a He
cneunduyeckast ycTOMUMBOCTh K aTa3aHaBUPY.

5.2. ®DapmakoKHHeTHYECKHE CBOMCTBA

dapMaKOKMHETHYECKHE CBOMCTBA aTa3aHaBUpa OIEHUBAINCH Ha 370POBBIX J00poBosbiiax u BNUU-
WHQUIIUPOBAHHBIX MAIICHTAX.

AOGcopbuus

[Ipu purenbHOM npueme arazaHaBupa B 103e 400 Mr oiMH pa3 B I€Hb OJJTHOBPEMEHHO C IPUEMOM
JIETKOYCBOSIEMOW MHIIKA MAaKCUMasbHas PaBHOBECHAsI KOHIEHTPALMS aTa3aHAaBHpa B IJIa3ME€ KPOBHU
yYCTaHaBIMBAETCs NPUMEPHO depe3 2,7 yaca Iocie NpueMa BHYTPb. YCTOWUYMBas paBHOBECHAS
KOHILIGHTpaIlMs aTa3aHaBUpa JOCTUTACTCS MEXAY 4-M U §-M JTHIMU IIpUeMa.

[IpumeHeHue ara3zaHaBUpa BMECTE C NHINEH YIy4llaeT €ro OWOJOCTYIMHOCTb W YMEHBIIAeT
(bapMaKOKMHETHIECKYIO BapraOenbHOCTh. [IprMeHeHne KOMOMHAIIMN aTa3aHABUP + PUTOHABHUP C
MUIICH yIydIaeT OMoIOCTYITHOCTh aTa3aHaBUpa.

Pacnpenenenue

ATtazaHaBup Ha 86 % cBsA3bIBaeTCs ¢ OelKaMM IJIa3Mbl KPOBH, MPH 3TOM CTENECHb CBSI3bIBAHUS HE
3aBHCHUT OT KOHIEHTpaluu. ATa3zaHaBUp CBS3bIBaeTCS C ajb(a-1 KHUCIBIM TIUKOMPOTEUHOM H
aIbOYyMUHOM B paBHOW CTENEHHW. ATa3aHaBUP ONpEAEIseTCs B CIIMHHOMO3IOBOM M CeMEHHOU
KUAKOCTSX.

Buorpancdhopmarims

ATazaHaBUp MeTA0OMM3HpPYETCS B OCHOBHOM mocpeactBoMm m3odepmenta CYP3A4 ¢
o0pa3oBaHNEM OKHCIICHHBIX METa00IUTOB. MeTaboNMHTHI BBIACISIOTCS B JK€TYb B CBOOOIHOM BHIE
WIM B BHUJAE KOHBIOTATOB C TIJIIOKYPOHOBOM KHCJIOTOM. He3HauuTenbHas 4acTh ara3aHaBHUpa
MeTabonu3upyercs myteM N-ae3aIKuiInpoBaHus U THAPOJIHA3A.

OIMMUHALNS

IMocne onHoKpaTHOro BBejeHMs '“C-arazamaBupa (400 Mr) B Kajle M MOYEe ONPEAENSAIOCH

cooTBeTCTBEHHO 79 % u 13 % o0mieii pagnoakTuBHOCTH. J[0J151 HEM3MEHEHHOTO aTa3aHaBUpPa B KaJe
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COOTBETCTBYET 3KCMNEFTHOMY OTHETY
M MOYE COCTABISUIA COOTBETCTBEHHO 0K01O 40 % u 7 % BHederiro - A03LL ACpenuuii mepuos
(NOCNEOOBATENEHOCTE 0002)

DI

MMOJIYBBIBCACHUSA (Tl/z) aTazaHaBupa Yy 3I0POBBIX AUGPUDUMDU,\,D H—Drr T uu'l‘nu,nyunaunruA
B3POCJIBIX COCTAaBJISLI OKOJIO 7 4acoB MpHU mpueMe BHYTph B 103€¢ 400 Mr B JIeHb OJHOBPEMEHHO C
JIETKOH MUIIEHN.

IloyeyHas HEAOCTATOUYHOCTD

VY 310pOBBIX TOOPOBOJIBIIEB BHIBEACHHBIN MMOYKAMU HEU3MEHEHHBIM aTa3aHaBHP COCTABIISLT OKOJIO
7 % TPUHSTOU TO3bI.

OTCyTCTBYIOT (papMaKOKMHETHYECKUE TaHHbIE IS MalMEeHTOB C MOYEYHOM HEAOCTATOYHOCTHIO,
IIPUHUMABIINX aTa3aHABUP C PUTOHABUPOM.

[Ipumenenune arazaHaBupa 0Oe3 pUTOHABUpPA HU3YYaJIOCh y TAlMEHTOB C  IOYEYHOU
HEJOCTATOYHOCTHIO TSXKEJION CTETEHH, B TOM YKCIIE HaXOASIIUXCSA Ha TeMOANAIN3E, TPUHUMABIINX
npernapar B go3e 400 Mr oauH pa3 B JIeHb. Pe3ynbTaThl TOKa3ajld CHUXEHUE
dapmakoknHeTHuecKkux nmapameTpoB Ha 30-50 % y manueHToB, HAXOAIIUXCS HAa TeMOoAuaIn3e, B
CpaBHEHMHM C TAIMEHTAMH C HOPMaJbHOM (yHKIMEH mouek. MeXaHu3M STOro CHUKCHHUS
HEU3BECTEH.

N nanuMeHToB Ha TreMOAMAlIM3€, pPAaHEe HE MOJYYaBIIMX AaHTUPETPOBUPYCHYIO TEPAIIUIO,
ataza"aBup 300 Mr Ha3HaYaeTCs TOIHKO B KOMOWHAIMK ¢ puToHaBupom 100 mr.

[TanmeHTam ¢ MOYEUHON HENOCTATOYHOCTBIO TSKENION CTENEHU, HAXOAIIMMCS Ha FeMOJUalIu3e U
paHee MoIy4aBIlIuM aHTUPETPOBUPYCHYIO TEPAINIO, aTa3aHABUP MPUMEHATh HE PEKOMEHYETCSL.

IIeueHOYHAS HEAOCTATOYHOCTD

ATazaHaBUp MeTa0OJIM3UPYETCS U BBIBOJUTCS MPEUMYILECTBEHHO MEeYeHbI0. BiusiHue HapylieHui
(GyHKIMY TIeyeHH Ha (hapMaKOKMHETUYECKHE MTapaMeTphl Iocie nprueMa atazanasupa B 1o3e 300 mr
He u3yvanock. KoHneHrpanus atazaHaBupa npu OJHOBPEMEHHOM MpUeMe U 06€3 PUTOHABHPA MOXKET
YBEJIMYUTHCS Y MAlMEHTOB C MEYEHOYHONW HEeIOCTAaTOYHOCTBIO CPEAHEH M TSKeNoi cTeneHu (Kiace
B u C no knaccudukanuu Yaitna-I1e0). [Ipumenenre atazanaBupa y MaueHTOB ¢ HAPYIICHUSIMH
¢ynkunu neyenu Tspkenoit crenenu (kiacc C no knaccupukanuu Yaina-I1s0) mpoTHBOnoKa3aHo
npu JTIOO0BIX peXUMax JO03UPOBAHUSI.

B xomOuHanmMu ¢ pUTOHABUPOM NPUMEHEHHE MPOTHBOIIOKA3aHO Y MAlMEHTOB C HapyIIEHUSMU
GyHKIMH TIEYSHU CpeHel U Tshkenon creneHu Tsokectu (kinace B u C no knaccudukanum Yaiin-
[Is10).

C OCTOpPOXHOCTBIO aTa3aHABUp CJEAYeT MPHUMEHATh Yy MHAIMEHTOB C HapyIIEHUSAMH (YHKLIHAN
MEeYCHHU JIETKOW W cpeiHeil crerneHu TspkecTu (kmacc A um B mo knmaccudukanuu Yanna-I1s10),
KOMOHMHAIIMIO aTa3aHaBHp + PUTOHABHUP — y MAIMEHTOB C HApYyIIEHUSMU (QYHKIUU MEUEHH JIETKOU

CTerneHu TsoKecTH (kinacc A no knaccudukanuu Yaiina-I1s1o).

Bospact/mon
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COOTBETCTBYET 3KCMNEFTHOMY OTHETY
He oTMe4eHO KIMHHYECKH 3HAYAMBIX  OTJIMYHA I%)gpMé’ﬂZ&%hﬁ% FreCKIX- - HADAMETPOB B
|

JCNEOOBATENEHOCTE 0002)

3aBUCHMOCTH OT BO3pPAcTa U IoJia MalueHTa.
bepeMeHHOCTh
3HaveHus] MaKCUMaTbHOU KOHIEHTPAHMH (Cmax) ¥ TUIOMIAIN TIO KPUBOM «KOHIICHTPALIHSI-BPEMSI»
(AUC) B muta3me KpoBH i ata3zaHaBupa Obutd Beimie HA 26—40 % y KEHIIMH B MOCIEPOIOBOM
nepuoje (4-12 nenens), yem y BUU-unpuIMpoBaHHBIX HE OEPEMEHHBIX MAlEHTOK.
MuHumanbHass KOHIICHTpAIUsl aTa3aHaBUpa B IUIa3Me€ KPOBH B IOCIEPOJIOBOM Tepuoje Obuia
NpUOJIM3UTENHHO B 2 pa3a BbIIIE TOM, KoTopas Habmomanack y BUY-unpuImpoBaHHBIX KEHITMH
110 OEpEMEHHOCTH.

eTu
Benuunnaa aGcopOumm ara3aHaBupa y JETEH BBINIE, YeM Y B3pPOCIBIX MAIUEHTOB. Y MAaJCHBKUX
JeTel CyIlecTByeT He3HauyuTeNbHas TEHACHIMA K Oojiee BBICOKOMY KIHMPEHCY IMpernapara Ipu
HOpMaJIM3alui Macchl Tena. BapuabenbHOCTh (hapMaKOKMHETHYECKUX MapaMeTpoB y JeTel Takke
BBIIIIE, YEM Y B3POCIIbIX.
Paca
HccnenoBanusi He MOKa3alM KaKOro-IWOO BIMSHUSA pachkl MAlMEHTOB Ha (apMaKOKMHETHYECKHE

napamMeTphl aTa3aHaBUPA.

6. DPAPMAINEBTHUUYECKHUE CBOWCTBA
6.1. [Iepeuenb BcnoMorareJibHbIX BellleCTB

Artasanasup, 150 Mr, KancyJsl

JlakTO3BI MOHOTHAPAT

KpocnoBugon

Maruus creapat

Cocmaes meepooii sxceramunosou kancyavi Ne 1

Kopnyc kancynwi:

Kenarun
Twutana quokcug
Kpacurens nHaurokapmMuH

Kpviueuxa xancynvi.

Kenarun
Twutana quokcug
Kpacurens nHaurokapmMuH

Araszanasup, 200 Mr, KamcyJibl

JIakTO3BI MOHOTHAPAT
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(NMOCNEOOBATENEHOCTE 0002)

Marnus creapat
Cocmas meepooii xceramunosou kancyavl Ne ()

Kopnyc kancynwi.

Kenarun
Turana quokcug
Kpacurens nHaurokapmus

Kpvuueuka xancyno:

Kenarun
Turana quokcuy
Kpacurens nHaurokapmMus

Artasanasup, 300 Mr, KancyJsl

JlakT03BI MOHOTHApPAT

Kpocnosugon

Marnus creapat

Cocmas meepooii xceramurosou kancyavt Ne 00

Kopnyc kancynwi.

Kemarun
Turana nnokcun
Kpacurens nnaurokapmmx

Kpvuueuka xancynot:

Kenatun

Turana TMOKCHU]TL

Kpacurens okcna xxene3a KpacHbIN

6.2. HecoBmMecTHMOCTD

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs )

2 roxa.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH MPHU XPAHEHU U

Xpanutsb npu remmnepatype ot 15 °C o 25 °C.

6.5. XapakTep u coaep:kaHue NePBUYHONH YIIAKOBKH

6 wim 10 kancyn st 1o3upoBkd 150 mr wiam 200 Mr B KOHTYPHYIO SYEHKOBYIO YIMAKOBKY W3
dbombru ¥ (HOIBIM  ATIOMUHHUEBOW, JIAMUHHUPOBAHHOW OPHUEHTUPOBAHHOM TIOJIMAMHUIHON U

MOJINBUHUJIXJIOPUTHOM ITUIEHKOM.
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60 xancyn go3upoBkoit 150 mr unu 200 mr nmm|30 kancyn gq3ﬁ|'£5(g§:'{'_«;i‘:’; ’L’-'G(iiflf']qﬁ}_izﬁ)o MTI' B OaHKY
INOCNEQCBATENEHOCTE 00 02)

U3 TIONUMPONWICHA WIH TOJNMATUICHA HHU3KOFO—AaBACHIS, —yKYHOPECHH IO —KpPBHIKOW AR
JICKaPCTBEHHBIX CPEJICTB C KOHTPOJEM IMEPBOTO BCKPBITHUS U3 MOJMATHIIEHA BBICOKOTO JABJICHMS.
CB00OOHOE TTPOCTPAHCTBO B OAHKE 3aMOJIHAIOT BaTOW MEIMIIMHCKON rurpockonuueckoi. Ha 6anky
HaKJIEUBAIOT 3TUKETKY CaMOKJICSIIIYIOCS.

6 KOHTYPHBIX SYEMKOBBIX ynakoBoK 1o 10 xamcyn unu 10 KOHTYpHBIX SYEHKOBBIX YIAKOBOK IIO
6 karcyn win 1 6aHKy TOMEAIoT B TA4Ky KaPpTOHHYIO.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH NPHM  YHUUYTOKEHHH  HMCIOJIb30BAHHOIO
JIEKApPCTBEHHOI'0 Npenapara UJjid 0TX00B, MOJYy4YeHHBIX MOcJe IPUMeHEeHHs JIeKAPCTBEHHOI0
npenapara, u Apyrue MAaHUMYJIALUHA ¢ MPenapaTrom

Oco0ble TpeOOoBaHUS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAHUOHHOI'O YIOCTOBEPEHUSA

Poccuiickas @enepanus

000 «MPBUH 2», 140000, MockoBckast obmacts, T. JlroOepusl, yin. Korempamueckas, a. 13,
nomenienne 11, komHara 1.

Ten./akc: +7 (495) 800-77-87.

7.1. [IpencraBuTeib AepKaTesl PErHCTPALMOHHOIO Y10CTOBEPEHUs

IIperen3uun norpedbuTeiell HANPABIATS 10 AJIPECY:

Poccniickas @enepanvs
00O «MPBHUH 2y, 115230, r. Mocksa, 1-it Haratrunckwuii npoesa, aom 10, ctp. 1, a/s 332.
Ten./dakc (495) 800-77-87.

8. HOMEP PEIT'UCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

9. JTATA NEPBUYHOMN PETMCTPAIIMMA (IIOATBEPXJIEHWUE PETIMCTPAIIUMN,
INEPEPETUCTPALIUSA)

JlaTa nmepBoii perucTpanuu:

10. JATA HEPECMOTPA TEKCTA
OO01mast xapakTepuCcTHKa JIEKapCTBEHHOTO TIpernapaTa ATa3zaHaBUp JOCTYITHA Ha WH()OPMAIIMOHHOM
noprajie EBpa3uiickoro SKOHOMHYECKOTO COI03a B HMH(POPMAIMOHHO-KOMMYHUKAIIMOHHOW CETH

«uaTepuer»: http://eec.eaeunion.org/
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