COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 29.10.2024 N= 23859

OBLIASI XAPAKTEPUCTHKA JEKAPCTBEHHOTOTIPEITAPATA 2!

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA
ArtazanaBup, 150 mr, kancysbl
ArtazanaBup, 200 Mr, KancyJibl

Arazanasup, 300 Mmr, Kancymbsl

2. KAUYECTBEHHBIN 1 KOJTMYECTBEHHBIN COCTAB
JleiicTByO1IEE BEIIECTBO: aTa3aHaBUP.

ArasanaBup, 150 mr, Kancyibl

Kaxnas kancyna cogepxut 150 Mr atazaHaBupa (B Buje Cy/bdara)
BcnomoraTenbHble BEIECTBA, HATMYUE KOTOPHIX HY>KHO YYHUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npenapara: Jlaktosa (cM. pasnensi 4.3, 4.4).

Araszanasup, 200 Mr, Kancyiabl

Kaxnas xamcyna comepxutr 200 mr arazanaBwpa (B Buae cyibdara). BcmomorarenbHbIe
BEIIECTBA, HATMYUE KOTOPHIX HY)KHO YYUTHIBATh B COCTaBE JICKAPCTBEHHOTO Mpenapara: J1akTo3a,
KPaCUTEJIb «COTHEYHBIN 3aKaT KENThIN» (CM. pasaensl 4.3, 4.4).

Araszanasup, 300 mMr, Kancyiasl

Kaxxnas xancyna cogepxut 300 mr atazanaBupa (B BUJE CybdaTa).
BcnomoraTenbHble BelecTBa, HAJMYWe KOTOPBIX HAJ0 YUUTHIBATh B COCTABE JIEKAPCTBEHHOTO
mpernaparta: J1akTo3a, pUTPO3UH, KPACUTEh «COJIHEUHBIN 3aKaT KeNThIi» (cM. pazaens 4.3, 4.4).

[TonHbIN TIepevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JIJEKAPCTBEHHAS ®OPMA
Karncynbl

Araszanasup, 150 mr, Kancyisl

TBepble xKenaTuHOBBIE Karcybl (pa3Mep 1), Hermpo3payHblil KOPITYC CBETIIO-3€JIEHOTO IIBETA C
MapKUPOBKOH «A6» YEPHOTO LIBETA, HEMPO3padHasl KphIIIEYKa 3€JIEHOTO 1IBETA ¢ MAPKUPOBKOMN
«H» gepnoro 1Bera. ComepkumMoe KarcyJsibl — I'paHyJIMPOBAHHBINA MOPOILIOK OT MOYTH Oesoro 10
CBETJIO-XKEITOro IIBETA.

Araszanasup, 200 Mr, Kamncyiasl

TBepable JkenaTHHOBbIE Karcyisl (pazmep (), Hempo3payHblii KOPIYC CBETJIO0-3€JEHOr0 LBETa C
MapKUPOBKON «A7) 4EpHOTO LIBETA, HEMPO3payHasl KphILIEUKa 3€JIEHOTO 1BETA ¢ MAPKUPOBKOMN
«H» yepnoro nera. CopepkuMoe KarcyJibl — TpaHyJIUPOBAHHBIM MOPOLIOK OT MOYTH OI0ro 10
CBETJIO-)KEJITOrO LIBETA.

ArasanaBup, 300 Mr, Kacyabl
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TBepable JKEIaTHHOBBIE Kamcylsl (pasmep Op), Hempospauibii-kophye Hehidndro Hieta ¢

MapKUPOBKOH «A8» 4epHOT0 11BETa, HEMPO3payuHas KPhIIIEYKa OPaHKEBOT'O I[BETa C MAPKUPOBKOMN
«H» yepHoro ngera. CoaepkuUMoe KarcyJibl — TpaHyJIUPOBAHHBIN MOPOLIOK OT MOYTH OEJ0ro 10

CBCTJIO-XKECJITOI'O LIBETA.

4. KJIMHUYECKHUE JAHHBIE

4.1. IMoka3aHusi K NPUMEHEHH IO

Jleuenne BUY-1 undekunun, B KoMOMHAIMK C APYTUMH aHTHPETPOBUPYCHBIMH IpenapaTamMu, y
NAIMEHTOB, PAaHEE MOJYyYaBUIMX WM HE NOJYyYaBUIMX aHTUPETPOBUPYCHYIO TEPAIIUIO.

4.2. Pe:xum 103UPOBaHUSA M CIIOCO0 MPUMEHEHHs

Pemienne o Havane Tepanuu NPUHUMAeT Bpad, UMEIOIIMN onbIT JiedeHuss BUY-undexium.
D¢ dexTnBHOCT, M 6€30MACHOCTH MPUMEHEHUS aTa3aHaBHpa B KOMOHMHAIMU C PUTOHABHPOM B
cyTo4HOH n03e 6osee 100 Mr He U3yuyeHa; UCIIOIb30BaHUE /103 PUTOHABHPA, NpeBbimatonmx 100
MI' B CYTKH, MOXET HU3MEHHTHh MNpoduib O€30mMacHOCTH aTa3aHaBHUpa, IMOITOMY OHO HE
pPEKOMEH1yeTcHs.

Pexxum 103upoBaHus

Bspocnvie

Peosicum 003up06aHuﬂ ons nayuermoes, panee He nojiydasuiiux anmupeniposupyCcryro mepanuro.

- npemnapat AtazanaBup 400 Mr oguH pa3 B JICHb BO BpeMs €Ibl;
- npenapat Arasa"asup 300 mr u putonasup 100 Mr oguH pa3 B 1€Hb BO BpEMS €JIbI.

Peoicum aO3MD0661Hu}Z ons nayueHmoe, paHee nojayddsuiux anmupenipoeupyCcryro mepanuro.

- npenapaT Araza"asup 300 mr u putonasup 100 Mr oJJuH pa3 B 1€Hb BO BPEMS €JIbl.
[Ipumenenue npenapara ArtazaHaBup Oe3 PUTOHABHpa HE PEKOMEHIYeTCs sl MAalMEeHTOB C
HEeOJaronpusATHBIM BHUPYCOJOTHUECKUM MCXOJOM paHee IpPOBEAECHHOW aHTHPETPOBUPYCHOU
TEpaInuu.

Kombunuposannas mepanus

JlMnaHo3MH: TUAAHO3MH cleAyeT NPUHMMATh HATOLIAK, a IpemapaT ATa3aHaBUpP — BO BpEMs
nprema MUY, IT0ATOMY ITPU KOMOMHUPOBAHHON TepalK PEKOMEHIYeTCsl IPUHUMATD JHIaHO3UH
yepes 2 yaca rocjie npuemMa npenapara AtazaHaBUup ¢ MUIIEH.

TenodoBupa nuzonpokcuia pymapar: peKOMEHIyeTcs MpUMEHEHHEe KOMOWHAIUU MpenapaTroB
ArazanaBup 300 mr u putonaBup 100 Mr coBMecTHO ¢ TeHOGOBUpPA AU3O0MPOKCHIA pyMapaToM
300 mr (Bce mpemapathbl cienyeT NPUHUMATh OJWH pa3 B J€Hb BO BpeMs IpueMa IHUIIH).
[Ipumenenue mnpenapara Arta3aHaBupa (0e3 pUTOHaBUpPAa) COBMECTHO C TeHO(OBHpa
TU30MpoKcuiIa pyMapaToM He pEKOMEHIYyETCs.

Oco0bIe I'pynnbl DJaMCHTOB
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Tayuenmoi ¢ noueunoi HedOCMamouHOCmMoio (MOCNEOOBATENEHOCTE 0002)

Koppekuust 10361 He TpeOyercs A MAalMEHTOB, HE HAXOJAIIMXci Ha remoauanmze. s
NAlMEHTOB Ha FeMOAMAIN3€e, paHee He MOIy4YaBIIUX aHTUPETPOBUPYCHYIO TepaIuio, aTa3aHaBUp
300 mr Ha3HaA4aeTcs TOJbKO B KoMOWHaIuu ¢ putoHaBupoMm 100 mr. [Tanmentam ¢ Tsoxemoi
[IOYEYHOM HEJOCTATOYHOCTHIO, HAXOAALIMMCS Ha TEMOAMAIM3E€ U paHee IIOJy4YaBLIUM
AHTUPETPOBUPYCHYIO TEPAIINIO, IIpenapaT ATa3aHaBUp Ha3Ha4YaTh IPOTHBOIIOKA3aHO.
Tlayuenmoi ¢ neueHoYHOU HEOOCMAMOYHOCIBIO

Crnenyer co0iroaTh OCTOPOKHOCTh IIPU Ha3HA4YEHUU Ipenaparta ATa3aHaBup 0e3 pUTOHABUpA
HalMeHTaM ¢ HapyHIeHUsIMH (DyHKIMH TICUYSHH JIETKOW WM CpelHEH CTeTeHu TshkecTH (Kiace A u
B mo knaccudukanmm Yaina-ITero). [Ipu HapymeHusXx (yHKIHMU TEYEHH CPEAHEH CTENeHH
TsokecTd (knacc B mo kmaccudpukanuu Yainna-Ilsro) y manueHToB, paHee HE HOJIYyYaBILUX
AHTUPETPOBUPYCHYIO TEPAIIUIO, PEKOMEHAYETCsI CHU3UTH 103y 10 300 Mr of1H pa3 B I€Hb.
[Ipenapat ATa3aHaBup mpu JHOOBIX PEeKUMaX JO3UPOBAHUS MPOTUBOIIOKA3aHO NPUMEHATH MPU
HapymeHusX (QyHKIuM nedeHu Tspkenod crenenu (kimace C mo knmaccupukanmu Yaina-ITsio).
[IpumeHenue ara3aHaBupa B KOMOMHALlMM C PUTOHABUPOM Yy MAIMEHTOB C HApYLICHUSIMHU
(YHKLIMU MEYSHHU HE U3Y4alloCh, IaHHYI0 KOMOUHAIIHMIO CIIelyeT IPUMEHSTh C OCTOPOKHOCTBIO Y
NAlMEHTOB C HapyMICHUSAMH (QYHKIUM TI€YSHH JIETKOM CTenmeHW TshkecTH (Kmacc A 1o
knaccupukanun Yaina-11p10), 1 MPOTUBOMOKA3aHO NPUMEHSTH y MALMEHTOB ¢ HApYIICHUSIMHU
(YHKLNU [TeYeHU CpeHeH 1 Tspkesol crenenu Tsxectu (kiaace B u C no knaccudukarnuu Yaiina-
[Ts10).

Tooicunvie nayuenmoi

Knunnueckue uccinenoBanns ara3aHaBUupa HE BKIIOYAIN JOCTaTOYHOE KOJIMYECTBO MALMEHTOB B
BO3pacTe 65 JeT u cTapiie.

OcHoBbIBasACh Ha (PAPMAaKOKMHETUYECKUX JTAHHBIX, KOPPEKIUS JJO3bl B 3aBUCUMOCTH OT BO3pacTa
He Tpedyercs.

bepemennocms

Bo Bpems Il u Il pumectpa 6epemenHOCTH KOMOMHALIMY MTpenapara AtazaHaBupa B 103e 300 mr
u putoHaBupa B go3e 100 mr 1 pa3 B CyTKM MOXET OBITb HEIOCTAaTOYHO, OCOOEHHO KOTrja
AKTMBHOCTh AaTa3aHaBUpa WM BCEW TEpalMM CHH)KEHA JIEKAPCTBEHHOW YCTOMYHMBOCTHIO.
TepaneBTUYeCKUI JIEKAPCTBEHHBI MOHUTOPUHI MOYKET OCYLIECTBIATHCA INPU NPOBEACHUU
TEPAINH.

Puck cHM)XEHHS KOHILIEHTpallMM aTa3aHaBUpa MOXKET OXKHUJAThCS B Cllydae, €Clu IpernapaT
ATazaHaBUp Ha3HA4aeTCsl COBMECTHO C TeHO(OBHUpA JU3OMPOKCHIa (dyMmMapaToM WA
aHTaronucramu Hz-rucraMuHOBBIX penentopoB. Pekomenayemas no3a Ata3aHaBupa COCTABIISET

400 mr coBmecTHO co 100 Mr puToHaBUpa OJUH pa3 B J€Hb. TepaneBTUUECKUN JIEKAPCTBEHHBIN
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MOHUTOPHUHI MOXKET OCYIIECTBJIATHCSA IIPU IIP MGHGHM%HE}%?&EA:FQQEEEL% besnddtho ¢

TeHO(OBHUpaA AU30NPOKCHIIA (pyMapaToM WM OyiokaTopaMu Ho-THCTaMHHOBBIX PEIETITOPOB JUIS
o0ecrieyeHus aIeKBaTHOTO peKuMa J03UPOBAHHUS.
He cymectByeT MAOCTaTOYHO JaHHBIX M TOro, 4YTOOBI MOXHO OBUIO PEKOMEHJOBATh
OTHOBPEMEHHOE TIPUMEHEHHE Tpernapara ATa3aHaBHp C PHUTOHABHpPOM, TeHO(doBHUpa
JM30TPOKCHIa (yMapaToM M aHTAaroHHUCTaMu Hz-THCTaMHUHOBBIX PELENTOPOB Y OepeMEHHBIX
KEHILUH, pPaHee MMOoJIy4aBUIMX aHTUPETPOBUPYCHYIO TEPAIHIO.
Bcenen 3a BO3MOXXHBIM CHHKEHHEM KOHIeHTpamuu arazaHaBupa Bo |l u Il TpumecTpax
OepeMEHHOCTH BO3MOXKHO MOBBIIIEHUE €r0 KOHIEHTPAIlMd B TEYEHHE TEPBBIX JBYX MECSIECB
[OCJ€ POAOB, IMOAITOMY CIEAyeT OOECHEeUYUTh TIIATEIbHOE MEAWIMHCKOE HaOIIoIeHne 3a
NAlMEeHTKOM Ha MpeAMET BbIsABICHUS MOOOYHBIX peakuuii. B mociepooBoM nepuoje narueHTKa
JIOJDKHBI IIOJTy4yaTh TE€ K€ CaMble JI03bl, YTO U HeOepeMeHHbIe, BKIOYas TeX, KTO COBMECTHO
NOJTy4aeT IpenapaTsl, CHUKAIOIINE KOHIICHTPAIIMIO aTa3aHaBUPa B KPOBH.
M3-3a BO3MOKHOTO PUCKa PA3BUTHS TKEIIOW THNEepOMIMpyOMHEMUN W MOTEHIIMAIBHOTO PUCKa
PasBUTHSL AJEPHON KENTYXH y HOBOPOXKIECHHBIX HEOOXOAUMO HAOJIIOJIeHHE 32 HUMU B TEUCHHE
HEepBbIX [JHEW JKW3HU; B MPEAPOJOBOM IEpUOJE CleAyeT OOECIeUYUTh JOMOJIHUTEIbHBIN
MOHHUTOPHHT COCTOSHUS IIJI0JA.

eTu
Jlo3bl penaparta AtazaHaBup JJIs €Tl OT 6 JIeT U cTaplile pacCYUTHIBAIOTCA IO Macce Teja (CM.
TaOJUIy HUXKE); J03bl A JeTell He JOJDKHBI MPEBBIIATh 7103, MPUMEHSEMBIX IS JeUSHUS
B3pOCIBIX TanueHToB. [Ipemapar Ata3zanaBup He cieqyeT Ha3HavaTh ETSIM B Bo3pacte 110 18 e,
B no3upoBke 300 Mr, B CBSI3M C HaJIMYMEM B cocTaBe Kpacurtens sputpo3ut (E127). Ilpenapar
ATazaHaBHp Ha3HAYaETCs JeTSIM B KOMOMHAIIMK C PUTOHABUPOM (B (popMe Karcys Uian TablIeTok).
O6a npenaparta cienyeT NpUHUMATh OJHOBPEMEHHO, OJJUH pa3 B JIeHb BO BPEMS €]Ibl.

Pacuem 003 npenapama Amaszanasupa ons demeiti no macce mea.

Macca Tena (Kr) Jlo3a npenaparta Atazanasup (mr)/lo3a puronaBsupa (Mr)
ot 15 xr 10 35 kT 200 100
> 35 300 (2 xancynsl o 150 mr) 100

Crrocob nnpruMeHeHus

[Ipemapar ATa3zaHaBUp MNPUHUMAIOT BHYTpPb, IIEJIMKOM, HE pa3KeBbIBas, B COCTaBe
KOMOMHHMPOBaHHOW TepaIuu.

4.3. TIpoTuBomoka3zaHusi

* TUNEPYYBCTBUTEIBHOCTh K aTa3aHaBUPY WM K JIOOOMY U3 BCIIOMOTaTEIbHBIX BEIIECTB
rpernapara, epeurciIeHHbIX B pazaene 6.1;

* HapylleHus QyHKIMU MedeHH Tsokenol creneHu (kinacc C mo kinaccuduxanuu Yaina-I1sio)
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IpH TI00BIX PEKUMaX J103UPOBAHUS; (MOCNEAOBATENBHOCTD 0002)

* KOMOWHAIWA aTa3aHABUP/PUTOHABHP Y MAIIMEHTOB C HAPYIICHUSIMHU (QYHKIINH IEYCHU CPETHEH
U TsDKeNon crenenu Tsokecty (kiaace B u C no knaccudukanuu Yaiina-I1s10);

* PEIKO BCTpeYarollascs HACJIEICTBEHHAs! HEIEPEHOCUMOCTb TaJlakTO3bl, AE(UITUT JAKTa3bl TN
[JIFOK030-TAJIAKTO3HAsI MAIbaOCOPOIHs;

* TIATOJIOTHS NIMTOBUHOM JKeNe3bl (B CBSA3U ¢ Hamm4neM B coctaBe kpacutenst FD&C Kpachbrii 3
(Oputposun) (E127)) (ay1s nozuposku 300 mr);

* Yy MAllMEHTOB C TSKEJIOM MOYEHYHON HEJAOCTATOYHOCTBIO, HAXOJSAIIMXCS HA TeMOAHAllu3e U
paHee MOIy4aBIINX aHTUPETPOBUPYCHYIO TEPAIHIO;

« mpenapar ATazaHaBUpP MPOTHUBOIOKA3aH B KOMOWHAIMU C JYpa3sHIOHOM, aCTEMH30JI0M,
TeppeHaIuuoM, LU3AMPUAOM, MHHUMO3HIOM, OCHPUIMIOM, XUHUIUHOM (B TOM 4HCIE s
aTa3aHaBUpa OJHOBPEMEHHO C PHUTOHABUPOM), TpHA30JlaMOM, MuAazojaMoM (Ajsi mpuema
BHYTpB), TIPOW3BOJHBIMH 3proraMuHa (O0COOEHHO JSPrOTaMHHOM, JHUTHAPOIPTOTAMUHOM,
DPrOMETPUHOM,  METHIIPIOMETPHHOM),  MpermaparaMd  3Bepo0Os  MPOJBIPSBICHHOTO,
unruoutopamu ['MI'-KoA-peaykrassl (CHMBacTaTUHOM, JIOBACTATHHOM), KBETHAIMHOM (B TOM
qrclie B KOMOMHAIIMY C pPUTOHABUPOM ), pUPAMITHIIMHOM, aldy303UHOM, CHIIIeHAPUIOM (TIPU €T0
Ha3HAYCHUH JIJIS1 JICUCHUSA JISTOYHOUM apTepuaibHON runepTen3uun) (cm. pasznaen 4.5.);

» gerckuil Bo3pact 10 18 ner (B cBsizu ¢ HamuuueM B cocraBe kpacutens FD&C Kpachbiii 3
(Oputposun) (E127)) mnst nozuposku 300 mr);

* JETCKHI1 BO3pacT 110 6 JIeT.

4.4. OcoOble yKka3aHus ¥ MepPbl PeTOCTOPOKHOCTH MPH MPUMEHEHUH

C 0CTOPOKHOCTHIO

* CaxapHblii 1uaber.

* ['uneprimmkemusi.

e Jlucnunuiemus.

* 'unepOunupyOrHeMusi.

* XpoHuueckasi 60J1€3Hb OYEK.

* Hedponuruas.
* BupycHble renaTuThl.

* XpOHUYECKUM AKTUBHBIN T'€IIATUT.

* Hapymenust ¢yHKIMM TE€YeHHM JIETKOW M CpeiHel crenmeHM TsbkecTH (kiacc A u B mo

knaccudukanuu Yaina-I1s10) (st atazaHnaBupa).

* Hapymenus GpyHKIMM NEUYEHH JIETKOM CTeNeHH TshKecTH (Kiace A mo kinaccudukanun Yain-

[1p10) (st KOMOMHAIIMY aTa3aHABUP + PUTOHABUD).
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* Temodumus A u B. (NOCNEOCBATENEHOCTE 0002)

» CuHJIpOoM BpOXAeHHOTO yyinHeHus: naTepBaia PR u PQ na snexrpokapaunorpamme (OKTI).

* OgHOBpEMEHHOE NIPUMEHEHUE C IpenapaTamu, yuiauHsoummu uatepain PR u PQ na OKT

(Hampumep, aTeHOJI0J, TUITHA3EeM, Beparamul).
* CUHAPOM BPOKJIEHHOTO yasinHeHHOro uutepsaia QT na OKIT'.
* [ToHmkxeHHas KUCIOTHOCTD KEJTy0YHOI0 COKa (MOBBILICHHE 3HaUYeHUs pH jKemy1I04HOro COKa).

* OgHOBpEMEHHOE NPUMEHEHHE C WHAMHABUPOM, UPUHOTEKAaHOM, HEBUPAIIMHOM, 3(DaBUPEH30M,
[JIIOKOKOPTUKOCTEPOUIAMH, BOPHUKOHA30JI0M, calIMETepOJIOM, KJIQPUTPOMHIIHOM,
OomerpeBupoM, TeHOoGoOBHpa au3anpokcuia (ymaparom, kapOamazenuHoM, (HEHUTOHHOM,
deHobapObuTanom, JaAMOTPUIKUHOM, ILMKIOCIIOPUHOM, TaKpOJUMYCOM, CHPOJIMMYCOM,
aMHOJApOHOM,  JIMJOKAWHOM (A1  MapeHTepalbHOTO  MPUMEHEHHs),  (IIyTHKAa30HOM,
cungeHaduiaoM (KpomMe Ha3HA4YeHUs Ui JICUCHHs JISTOYHOM apTepHaJbHOW THIIEPTEH3UH),
taganaduiaoM,  BapaeHapHIIOM,  aTOPBACTaTUHOM,  IPaBaCTaTHMHOM,  (pryBacTaTHHOM,
OynpeHoppuHOM, cyOcTpatamMu JIpyrux H30(epMEHTOB cHCTeMbl LuToXpoma P450,
BOKCHJIALIPEBUPOM,  JMJAHO3MHOM,  KETOKOHA30J0M,  WTPAaKOHa30jJ0M,  pu(aOyTHHOM,
UHTUOWTOpAaMH TPOTOHHOW TOMITBI, AaHTAUWAAMU WIM Oy(pepHbIMH JIEKapCTBEHHBIMHU
npenapaTamMM, anukKcadaHoOM, pPHUBAapOKCca0aHOM, Ja0uraTpaHa STEKCHJIATOM, 3A0KCa0aHOM,
Bap(apuHOM,  UPUHOTEKAHOM,  JAWITHA3€MOM,  BEpalaMMIOM,  STUHHIICTPAIUOJIOM,
HepopaIbHBIMUA KOHTPALENTUBAMH, COJEPKALIMMHU IPOTeCTareHbl, CaIMETEPOIIOM, MH1a30J1aMOM
(n7st mapeHTepabHOTO MIpUMeHeHus) (cM. pazaen 4.5.).

Ha3snauenue mnpenapara Aara3aHaBUp HeEIENECOOOpPa3sHO TMAlMEHTaM C MHOYKECTBEHHOU
PE3UCTEHTHOCThIO K MHTruOuTOpaM mpoteassl BUY (Gonee 4-x myrtauuit). Beibop mpemapara
ATazaHaBUp JJS JIEYEHUS NAlMEHTOB, paHee IOJyYaBIIUX AHTUPETPOBUPYCHYIO TEparuio,
JOJDKEeH 0a3upoBaTbCcs Ha JAHHBIX HHAMBHIYaJIbHOH pPE3UCTEHTHOCTH M pe3yjbTarax
MPEIECTBYIOLIETO JICUEHHUS.

Xots 3¢hdexTuBHOE TMOJAaBICHHE pEIUIMKAllMUd BHpyca aHTHUPETPOBHUPYCHOM Tepamnuent
3HAYUTEIBHO CHUXKAET pUCK nepenaun BUY Bo BpeMsi MOJOBOr0 KOHTAKTA, IMOJHOCTBIO PUCK
nepeaays MCKIIOYUTh HENb3sl, B CBA3M C YeM CIIeAyeT COOI0AaTh MEpbl MPEerI0CTOPOKHOCTH
(ucnonp3oBaHUEe 6APHEPHOTO METO1a KOHTPAIISTIIINHN).

Db dexkTnBHOCT, M 0€30MaCHOCTH MPUMEHEHUS aTa3aHaBHpa B KOMOHWHAIIMU C PUTOHABHPOM B
cyTouHoi no3e 6osiee 100 Mr He n3ydeHa; MPUMEHEHHUE 103 PUTOHABHPA, MpeBbimatommx 100 mr
B CYTKH, MOXXET H3MEHHUTh Mpopuib Oe30MacHOCTH aTa3aHaBUpa (MOOOYHBIE APPEKTH CO
CTOPOHBI  CEP/JEYHO-COCYIAUCTONM CHUCTEMBI, TUNEepOUIMpYyOUHEMHS), [O3TOMY OHO HeE

pexomeHyetcst. TobKko npu 0AHOBPEMEHHOM ITPUMEHEHUH KOMOMHAINY TperapaTta ATa3aHaBUp
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+ puToHaBup U >(aBUpeH3a BO3MOXKHO yBennfenne a0kt prforaspd 7ol206 Ml o i pas s

CYTKH, 00€CIIeYNB MPU ATOM KIMHHYECKUI MOHUTOPHHT TAIIHEHTA.

CaxapHblii 11a0eT/TUNIEePTINKEMUs

Ha ¢one nedenms unrnbutopamm mporeassl BUY y nHekotopeix BUY-uHbuUIMpoBaHHBIX
NAIMEHTOB OTMEYEHbI THUIEPIIUKEMHUs], pa3BUTHE CaxapHOro nuadera WM OOOCTpEHHE YKe
UMeIoIerocst caxapHoro guabera. B HEKOTOpBIX cioy4asx OTMEYaJcs JAuabeTHYecKun
Kketoanu103. [IpuarHHO-CIIeACTBEHHAS CBSI3b MEX Iy Tepanuei nHruouropamu nporeassl BUY u
STUMH CIy4assMHM HE YCTAHOBJICHA.

['emodumus

VY mauuentoB ¢ remopunueid Tuna A u B Ha ¢one nedyenus mHruburopamu mnporeasst BUY
OTMEYAIIUCh KPOBOTEUYEHHS, B TOM YHUCJIE CIIOHTAHHbIE KOXHBIE KPOBOUBIIUSAHUS U I€MapTPO3bl.
HekoTopsIM M3 3THX MallMEHTOB TpeOOBaAIOCh BBeleHUE (dakTopa cBepThiBaHus Kpou VIII. B
OOJNIBIIMHCTBE CIyyaeB JieueHHEe WHTuOMTOpamMu mnporeassl BUY Obuto MPOAOIDKEHO WK
BO300HOBIICHO TOCJ€ TmepepbiBa. [IpWYMHHO-CICNCTBEHHAsT CBsA3b MEXKAYy  Tepamuen
uHruOuTopamu npoteassl BUY u sTumu ciyyasMu He yCTaHOBIICHA.

[TaruenTsl ¢ remodunuen A unu B 1omkHBI OBITH OCBEIOMIIEHBI O BO3MOKHOCTH MOBBIIIICHHOMN
KPOBOTOYHUBOCTH.

[lepepacnpeneneHue KUPOBOM KIETYATKH (JIUTOAUCTPODHS)

OTMeuanuch €IMHUYHBIE CIIy4Yau NEepepacrperesieHus KUPOBOM KIETYaTKU, YTO MPOSIBISIOCH
0’)KMPEHHUEM 0 LIEHTPAIbHOMY THITy, YBEJIMUYEHUEM KUPOBOW KIJIETYATKU B JOPCOLEPBUKAIBHON
30H¢ («OyWBONWHBIM TOPO»), TMOXyJaHME KOHEUYHOCTEH U JIHIA, YBEIWYCHUE TPY/H,
«KYIIMHTOUJHOE JUIOo». [IpUYMHHO-CIIEZICTBEHHAs] CBA3b MEXIY Tepanueil HWHruouTopaMu
nporeassl BUY u aTuMu cinydyasiMy He YCTaHOBJIEHA.

[TarueHTs! ¢ (hakTOpamMu prucKa OTHOCUTEIBHO Pa3BUTHUS TUMIOIUCTPOGUH (MTALIUEHTHI MOXKHUIOTO
BO3pacTa, JJIMTENbHBIN pUEM NPOTUBOBUPYCHBIX NPENapaToB, HAPYILIEHUS] OOMEHa BEILECTB)
JTOJDKHBI  TMOAJIekKAaTh  KIMHUYECKOMY  OOCJIEIOBaHHWIO, BKJIOYas  BHELIHIOI  OLIEHKY
nepepacnpeneeHus ;KUPOBOU KIIETYATKHU.

MeTtabonnueckue mapaMeTpbl/Bec Tena

Macca Tena, a Tak’ke COOTHOIIEHHE CHIBOPOTOYHOM KOHIIEHTPAIMH JUIHIOB U TTFOKO3bl B KPOBU
MOKET TIOBBIIIATHCS BO BPEMsI aHTUPETPOBUPYCHOW Tepanuu. Takue M3MEHEHHS MOTYT OBITh
00yCJIOBJIEHBI TPOBEJICHUEM TEpallud OCHOBHOTO 3a00JIeBaHUS, a TakkKe O00pa3oM KHU3HH.
KoHTpob 32 CHIBOPOTOYHBIMU KOHIIEHTPALIMSIMU JTUMUI0B U TIIOKO3bI B KPOBU 00€CTIEUMBACTCS
COIIacHO pekoMeHaanusaM mno jedennto BUY-undexunit. Hapymenus o6MeHa KUpoB JOJIKHBI

KOHTPOJIMPOBATHCSI COTJIACHO KIMHUYECKOW mpakTuke. [Ipu mpuMeHeHMu KOMOWHHPOBAHHOMN
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QHTUPETPOBUPYCHOM TEpanuu, BKIIOYAs TaKKe COBMgaJr:ﬁ;)él%%EE%'%’%EBM%LIMH

KOHTpAaLIENITUBaMHU, OTMEYAJIUCH ClIydan Pa3BUTHUS AUCIUINIEMUN.
CHHIIpOM BOCCTaHOBJICHHSI IMMYHHUTETa

Pa3BuTHe cuHIpOMa BOCCTAaHOBJIEHUS HMMMYHHUTETa OTMEYaJIOCh Y IAalMEHTOB, MOJYYaBIIMX
AHTUPETPOBUPYCHYIO TEPAIHIO, BKIOYasi arazaHaBup. Y BUU-uHQUIMPOBAHHBIX MAIIMEHTOB B
pe3yabTare OTBETa MMMYHHOH CHCTEMBl B Hadajie KOMOWHUPOBAHHOM aHTHPETPOBHPYCHOU
TEepanuu MOTYT MOSIBUTHCS MPHU3HAKU BOCHAIUTEIBHON pPEaKIMM B OTBET Ha IMPOTEKAroIlIue
0ecCCUMIITOMHO WJIM OCTaTOYHbIE OIIMOPTYHUCTUYECKUE HH(EKIUH (IIMTOMEraJoBUPYCHBIN
PETUHUT, T€HEPAIN30BAaHHBIC W/WIIM JIOKAJIbHBIE MHKOOAKTepHallbHbIe WH(EKIUHN, BHI3BAHHBIC
Mycobacterium avium, MTHEBMOHHs, BbI3BaHHas Pneumocystis jiroveci, uimu TyOepKyie3),
KOTOpBIE MOTYT NMPUBECTH K PA3BUTHIO CEPHE3HBIX KIMHUYECKUX MOCIEICTBUN UITH yXYALICHUIO
coctosiHus manueHTa. OOBIYHO TaKHe peaklUd Pa3BUBAIOTCS B TEUEHUE MEPBBIX HECKOIBKHUX
Helenb WIM MECAleB ¢ Hadaia JiedeHus. JloJokHO OBITHh TPOBEACHO 00CIEeI0OBaHUE U
COOTBETCTBYIOILIEE JICUEHUE.

Otmedanuch ciay4yad ayTOMMMYHHBIX 3a0oneBaHuil (Hampumep, Oonesnp I'peiiBca wu
AyTOMMMYHHBIN TE€NaTUT), BO3HMKABIIMX IMPH BOCCTAHOBIEHWHM WMMYHHTETa, OJIHAKO BpEMs
Hauaya pa3BUTHUS TaKUX 3a00JIeBaHUI BapbUPOBAJIOCH Yy PA3HBIX MALIMEHTOB U MOTJIO HACTYIATh
yepe3 MHOT'O MECSIIEB MOCIIe Hayalla TEPANUU aTa3aHaBUPOM.

[TeyeHouHast HEJOCTATOUYHOCTD

ATazaHaBHp MeTabOJIM3UPYETCs TNIaBHBIM 00pa3oM B IEYEHH, U Y MAlMEHTOB C HapylleHHEeM
GyHKIMM TIEYeHH HAOJII0/1aTi TTOBHIIIICHHBIE KOHIICHTPAIMH B IJIa3Me KPOBH (CM. pa3nensl 4.2 u
4.3.). He Obuta ycranoBieHa Oe3omacHOCTh M 3((HEKTUBHOCTh NMPUMEHEHHs aTa3aHaBUpA Y
NAIUEHTOB CO 3HAYMMbBIMHU COIYTCTBYIOIIMMHU HAPYLIEHUSIMH CO CTOPOHBI TIEYEHU. Y MAllUEHTOB
¢ xpoHuueckuM renatutoM B mimm C, momyyaromux KOMOWHHUPOBaHHYIO aHTHUPETPOBUPYCHYIO
Tepanuio, HabJt01aeTCsl YBEIMUYEHUE PUCKA Pa3BUTHUS TSDKEIBIX U, BO3MOYKHO, MPUBOISALINX K
CMEpPTEIbHOMY HCXO0/ly HEKEIaTeIbHBIX PEAaKIIM CO CTOPOHBI NIeYeHU. B ciydyae npumeHeHust
COITYTCTBYIOIIMX MPOTHBOBUPYCHBIX MpenapaToB Jyis JedeHus renatura B win C HeoOxoaumo
U3YyYUTh COOTBETCTBYIOIINE MHCTPYKLIUHU 110 METUIIMHCKOMY TPUMEHEeHHIO (cM. pasnen 4.8.).

VY nmanMeHToB ¢ paHHEe IMarHOCTUPOBAHHBIMH 3a00JIEBaHUSAMHU NEUYEHH, BKIIOYAs XPOHHUUECKUN
AKTHUBHBIN renaTUT, Py KOMOMHUPOBAHHOM aHTUPETPOBUPYCHON TEpaINuy HapyIIeHUus QyHKIUN
MEYEeHN MOTYT HAOIIOAAThCs Yallle, COCTOSHUE TAaKUX IMAIMEHTOB CJIelyeT KOHTPOJIMPOBATh B
COOTBETCTBUHM CO CTAaHAAPTHOW NpakTHKOW. Ilpm Hammuum y TakuMx NAUMEHTOB IPU3HAKOB
ycyryOsnenust 3a00jieBaHusl MEYeHH HEOOXOJIUMO PACCMOTPETh BO3MOXKHOCTh MPEPBIBAHUS HIIU
MPEKPALCHUS JIEUCHHUS.

IToyeuHas HEIOCTATOYHOCTh



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 29.10.2024 N= 23859

JUis mauueHTOB, He Haxommmxcs Ha remopuammse, He'TpSoyeres lkoppetnd oSk Mna

MAlEHTOB HAa I'e€MOJMAIN3E, PaHEe HE IOJIy4YaBIIUX aHTUPETPOBUPYCHYIO TEpaIulo, Ipernapar
ATazaHaBHMp Ha3HAYAETCs TOJIBKO B KOMOMHALIUY C PUTOHABHPOM.

[TanuenTam ¢ MOYEYHOM HEAOCTATOYHOCTBIO TSKEIION CTENEHH, HAaXOAAIMMCS Ha TEMOJUAIIA3E U
paHee MOJy4aBIIMM AaHTUPETPOBUPYCHYIO Tepamuio, IpenapaT ATa3aHaBUp IIPUMEHSTH
IIPOTUBOIIOKA3aHO.

[M'unepOunupyOnHeMust

Y nauueHToB, MONYy4YaBUIMX AaTa3aHaBUp, OTMEYAIMCh CIydal OOpaTUMOro yBEJIWYEHUs
CBIBOPOTOYHOM KOHIIGHTpAllMM HempsMoro (cBoOoaHOro) OunupyOMHA, CBS3aHHOTO C
uHTHOMpOoBaHueM ypcoae3okcuxoneBor (YD) rmrokyponosunrpancdepassl (YI'T). Crnemyer
y4€CTb, YTO YBEIMYEHHE CHIBOPOTOYHON AKTHMBHOCTUM TpaHCAMMHA3, OTMeEYarolleecs Ipu
HOBBIIIEHHONH CBIBOPOTOYHOM KOHLEHTpaluuu OwinpyOMHa Yy MalUEHTOB, MOIYy4arolUX
aTa3aHaBHUp, MOXXET OBITh BBI3BAHO JIPYTMMHU 3a00JICBAHUSMH, TAKXKE COMPOBOMKIAFOIIUMUCS
runeponMpyOonHeMueil. AJTbTepHaTUBHAS AaHTUPETPOBUPYCHAS TEpaIus npenapary ATa3aHaBup
MOYET OBITh PACCMOTPEHA, €CIIM KENTyXa WIM MOKEJITEHUE CKIIep SBJISIIOTCS HepUeMIIEMbIMU
Uit nanuenTa. CHU)KEHHE [103bl Ipernaparta ATa3aHaBUP HE PEKOMEHIYETCs, MOCKOJIBbKY 3TO
MOYKET MPHUBECTH K IMOTEPE TEPANEBTUIECKOTO AP (HeKTa 1 pa3BUTHIO PE3UCTEHTHOCTH.

Her nonrocpouHbiX AaHHBIX O O€30MAaCHOCTH NMPUMEHEHMSI Yy MALMEHTOB, UMEIOLIUX JUIUTEIBHO
COXPAHSIOIIYIOCS  CBIBOPOTOYHYIO KOHLIEHTpanuio OwiupyOuHa, Oojee uyeM B S5 pa3
NPEBBIIIAIOIIYI0 BEpXHIOIO rpanuily Hopmsl (BI'H).

WnauHaBup Takke MOXKET ObITh MPUYMHOM YBEIMYEHHS ChIBOPOTOYHOM KOHLEHTpPALUU
HenpsiMoro (cBoOojHOro) OmnupyOuHa, cBszaHHoro ¢ uHruoupoBanuem YI'T. Ilosromy ero
COBMECTHOE NIPUMEHEHUE C IIpenapaToM ATa3aHaBUp HE PEKOMEHI0BAHO.

Y nnaenue PQ untepBana

ArtazanaBup MoxeT yunHATh PQ u PR unTepBan y HekoTopsix nauueHToB. Cieayer co0noaaTh
OCTOPOKHOCTb IpHM NPUMEHEHWM IIpernapara y NANUMeHTOB C HapyLWIEHUSMH CEepACHHOU
npoBoauMocTH (Hampumep, AV 6mokazna Il u 11l crenenn). Cnenyet cobmoaaTh OCTOPOKHOCTH
IIpY OJTHOBPEMEHHOM IIPUMEHEHMHM IIpenapaTa ATa3aHaBUp ¢ IpenaparaMy, yJUIMHAOmMUMU PQ
MHTEpPBaJ (HallpuMep, aTeHOJI0, JUITHA3EM, BeparaMui).

Vnnuuenue QT nHTEepBana

Otmeuvanucs cayyan yanuHeHus QT uHTepBaia y HEKOTOPBIX NALIMEHTOB B 3aBUCUMOCTH OT J03bI
atazaHaBupa. Cienyer coOnr01aTh OCTOPOKHOCTD MPH MPUMEHEHHUH Iperapara y HalueHTOB ¢
HapyLICHUSIMH CepJIeYHOM npoBoauMocTu (Hanpumep, AV 6nokana Il u Il crenenu unu 610kana
nyuka ['mca) W Ha3HayaTh €ro TOJIKO B Cly4yae, €Cid MOTEeHIUalbHas I0JIb3a MPEBbIIIAET

BO3MOXHBIH PHUCK OT IpUMeHeHHs npenapata. Crneayer cobmoaarh 0Co0yI0 OCTOPOKHOCTD IPU
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OJIHOBPEMEHHOM IIPUMEHCHHH Tperapata Athsanasup & mpEmaparanss; Wilnbshomiita’ QT

UHTEpBaJI (HapUMep, KIAPUTPOMHIIMH, CAIMETEPOI), @ TAK)KE Y MAI[MEHTOB ¢ (pakTopaMu pucKa
(Opanukapaus, BpoxaeHHoe yuinHenre QT nHTepBaa, HapyLIeHUs 3JIEKTPOJIMTHOTO OaaHca).
KosHas cpinb

Makynonamnyne3Hasi Chlllb, OOBIYHO OT JIETKOM 10 CpeaHel CTENeHH, MOXKET HaOIroaaThcs B
TE€YEHHE NIEPBBIX 3 HE/IEIb OT Hayaja Tepanuu aTa3aHaBUPOM.

OtmeueHo Takxke pa3BuTHe cuHIpoma CrtuBeHca-/[DKOHCOHA, MyJIbTU(OPMHONU 3PUTEMBI,
TOKCUYECKOW KOXKHOM CBIIK M JIEKAPCTBEHHOM CBIMM € 203MHO(MWIMEH U CUCTEMHBIMU
nposineHusiMu (DRESS-cunapom). [lanueHTsl TOMKHBI OBITh MPEAYIPEKICHBI O BO3MOKHBIX
IpU3HAKaX M CHUMITOMAax pa3BUTHUs KOXKHOM ceimu. ClieqyeT THIAaTeIbHO KOHTPOJIMPOBATH
IIOSIBJICHHE IEPBBIX CHMIITOMOB KO>KHBIX PEaKLMi y manueHToB. [IpuMmenenne npenapara J0IKHO
OBbITh MPEKPALICHO MPU PA3BUTUH TSKEJION CTENEHU KOXKHOM chbinu. TiiarenabHbIl KOHTPOJIb 32
COCTOSTHUEM KOJKHBIX IOKPOBOB IIO3BOJIIET MPOBECTH PAHHIOK JUArHOCTHKY U HEMEIJIEHHO
IIPUOCTAHOBUTDH IMPUEM IOJO3PUTENBHOIO JEKAPCTBEHHOTO cpeicTBa. [lanmeHTam, y KOTOpBIX
paHee ObuIO OTMe4YeHO pa3BuTue cuHapoMa CruseHca-/[xoncona u DRESS-cunnpoma,
aCCOLMMPOBAHHOE C aTa3aHaBUPOM, HE CIIeAyeT IIPUMEHSATD IIpenapar B JaJlbHEUILIEM.
Hedponutnas u xonenutuas

B xone moctperucrpallMOHHBIX HCCIIEOBAHUNM MO 0€30IaCHOCTM NPUMEHEHUsl aTa3aHaBupa y
BUY- uHpUUUPOBAaHHBIX MNAIlMEHTOB OTMEYAIUCh CiIy4yau HeppoJMTHAa3a W/MIM XOJeIUTHAa3a.
HekotopelM manueHTaM MoTpeboBaiach TOCHHUTAIM3AlMA Ul HPOBEIEHHUS HEeoO0X0IuMOoM
Tepanuu, y HEKOTOPbIX MallMEHTOB HAOJI0JAINCh OCIIOKHEHUS. B HEKOTOPBIX cilydasiXx pa3BUTHE
He(dposmMTHa3a COMPOBOXKAATOCH OCTPOM MOYEUHON HEAOCTATOYHOCTHIO M HAPYIICHHEM PadOThI
noyek. Ilpu Hamuuum cuUMNTOMOB He(pponMTHAa3a W/WIM XOJENUTHa3a CIeAyeT BpPEMEHHO
IIPEpBaTh TEPAIUIO UM MTOJIHOCTBIO IIPEKPATUTh IIPUEM Mpenapara.

XpoHuueckasi 601€3Hb OYEK

B nepuoa noctperucTpaiinoHHOro Ha0II0IeHNs ObLTN 3aperuCTPUPOBAHBI CITydyan XpOHUYECKON
60se3un noyek y BUU-uHGUIMPOBaHHBIX MAIIMEHTOB, OIYYalOIUX aTa3aHaBUpP C pUTOHABUPOM
win 6e3 Hero. B kpynHomacmTabGHOM, MPOCIEKTUBHOM, HaOJII0AaTeIbHOM HCCIIeI0BaHUM Oblia
MOKa3aHa B3aMMOCBSI3b MEX/y YBEJIIMYEHHUEM YaCTOThl Pa3BUTHUS XPOHUUECKON OOJIE3HU MOYEK U
COBOKYITHOH 3Kcmo3uluel artazaHaBupa/puToHaBupa y BUYU-uH@UUIMpPOBaHHBIX MAalMEHTOB C
U3HAYaJIbHO HOPMAJIBbHOM pacdyeTHOW CKOpocThio kiryOoukoBoi ¢unbrpanuu (pCK®D). Takyro
B3aMMOCBSI3b HAOJIOAAIM HE3aBUCHMO OT 3KCIIO3UIMHM TeHO(OBUpa nu3onpokcuna. Tpedyercs
PEryJISpHBIA KOHTPOJIb (PYHKIIMU MTOYEK Y MALMEHTOB HA MPOTSHKEHUH Tepanuu (cM. pasaen 4.8.).
OnHOBpeMEeHHBIN IPUEM C IPYTUMU JIEKApCTBEHHBIMHU MTperapaTaMu

He PECKOMCHAYCTCA OAHOBPEMECHHOC NPUMCHCHHC IIPCIIapaTa ATaSaHaBI/Ip C aTOPBACTATHUHOM.

10
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[TockonbKy aTtazaHaBUp METaOOTU3ZUPYETCS, B ( CHOBHOM,-l ﬁ%ﬂ%MTﬁ%é’ﬁQg}Iﬂ '@:YZ@3A4,

OJIHOBPEMEHHOE IPUMEHEHHME aTa3aHaBUpPAa M JIEKAPCTBEHHBIX IIPENapaToB, WHIYLHUPYIOIINX
nzopepment CYP3A4, He pexomenayercs. Hepupanus, sIBISsSCh WHIYKTOPOM H30(epMeHTa
CYP3A4, cumxaer aeiictBue arazaHaBupa. Kpome TOro, uz-3a yBEJIMYEHHUSI ChIBOPOTOYHOM
KOHIICHTPAallMM HEBUpPANMHA BO3PACTAET €r0 TOKCHYHOCTh, MOITOMY JaHHAs KOMOWHAIUS He
PEKOMEHIYETCSL.

KomOunupoBanHas Teparvs arazaHaBUpOM U 3(aBUPEH30M MPUBOIUT K YMEHbIICHUIO 3 deKTa
mpernapara arazaHaBHUpa, I0ATOMY ee cienyer n3berars. Ecinu npumeHenne JaHHONH KOMOMHALIUU
abCOIIOTHO HEOOXOOMMO, pa3peliaeTcs €€ NPUMEHATh TOJBKO Yy TAalMeHTOB, paHee He
[IOJIy4aBIIUX AHTUPETPOBUpPYCcHOU Tepanuu. llpu stoM mnpenapar ArtasanaBup 400 mMr u
putoHaBup 200 M Ha3HAYAIOT B BUJIE OJHOKPATHOM J03bI BO BpeMs €/1bl, a 3(paBUPEH3 - HATOIIIAK,
nepes CHOM.

OnHoBpeMeHHOE TpUMEHEHHE BopukoHaszoja (200 mr aBa pa3a B JI€Hb) C KOMOWHanuen
aTa3aHaBUp + PUTOHABHP y MAIMEHTOB C KaK MUHUMYM OJHUM ()YHKIIMOHAJIBHBIM ajielieM
uzopepmenta CYP2C19 npuBoanio K CHUKEHUIO KOHIIEHTPALUK BOPUKOHA30JIa U aTa3aHaBHUpa
B miasme kpoBu. OJIHOBpEeMEHHOE MpUMEHeHHe BopukoHaszona (200 Mr nBa pasza B J€HB) C
KoMOMHaIMel ara3aHaBUp + PHUTOHABHP Yy TAalWEHTOB 0e3 (YHKIMOHAIBHOTO alIess
nzopepmerta CYP2C19 nmpuBoaniIo K TOBBIIICHHIO KOHIICHTPAIMH BOPUKOHA30JIa U CHUKEHHIO
KOHLIGHTpalluM aTa3aHaBupa B IUIa3Me KpoBU. OJHOBPEMEHHOE NMPUMEHEHUE BOPUKOHA30JIa U
KOMOUWHAIMM aTa3aHaBUp + PUTOHABUDP HE PKOMEHJIyETCs, 32 UCKIIOYEHUEM TeX CIIy4aeB, Korjaa
NOTEHILIMaIbHasl M0JIb3a NPUMEHEHNS BOPUKOHA30JI1a MpeBbIaeT puck. [Ipyu npuMeHeHun takoi
KOMOMHHMPOBAHHOW Teparuyu HEOOXOJUMO MPOBOAUTH TLIATENIbHBI KOHTPOJb BO3HUKHOBEHUS
n00OYHBIX YPPEKTOB MPU MPUMEHEHUH BOPUKOHA30J1a, a Takke 3(PPEeKTUBHOCTH BOPUKOHA30JIa
Y aTa3aHaBUPA, KOTOpask MOXKET CHUKATHCS.

Cunnenadwui, Tananadun, BapaeHadUI: TP COBMECTHOM NMPUMEHEHUH WHTHOUTOPOB MPOTEA3bI
BUY ¢ unruburopamu pocdonuscrepasbi-S (OA3-5), MeTaboau3npyomuMucs n30QpepMeHTOM
CYP3A4 u npumeHseMbIMU JUIsl JIEYEHUS] SPEKTUILHON TUCPYHKINHU, BO3SMOXKHO 3HAYUTEIHHOE
yBEeJIMYEHUE KOHIEeHTpauuu HHruOutopoB @®JI3-5 u ycunenue ux noOOUHBIX 3(h(HEKToB,
CBsA3aHHBIX ¢ BIusHUeM DJI3-5 (Hanpumep, apTepuanbHas THIOTEH3Us, IPUANU3M, HapyIIEHUs
3peHus).

[TpumeneHre KOMOMHANIMK TIperapar ATazaHaBUp + PUTOHABHUP OJTHOBPEMEHHO C (IIyTHKA30HA
OPOMMOHATOM  WJIM  JPYTMMH  TJIFOKOKOPTUKOCTEpOMJAMM,  METabOoJIM3UPYIOLMMHUCS
nzopepmentom CYP3A4, He pekoMEHJOBaHO M BO3MOXKHO TOJBKO B TOM Clly4ae, €CIU
MOTEeHLIMaTbHAas MoJIb3a Tepanuu MPEBBILIAET pUCK CUCTEMHBIX a¢dexToB

TIIFOKOKOPTUKOCTCPOU OB, BKIIIOYasA CUHAPOM I/II_ICHKO-KyIJ_II/IHFa n IIOJaBJICHUC (byHKI_II/II/I KOPbI
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naanoueunnkos. [pn neoGXxomnmocTn nprema fniokoxkdpiriorépoiifobpekoMetlyeréa ipnem

npenapaToB, He ABIstomuxcs cyoctpatamu nzopepmenta CYP3 A4 (Gexnomeras3on).
OpnHOBpeMEHHOE IPUMEHEHHE caIMeTepoJia U npenapara Ata3aHaBup HE PpEKOMEH/I0BaHO B BUTY
HOBBIIIEHHOIO PUCKA DPa3BUTHUA MNOOOYHBIX 3(P(HEKTOB €O CTOPOHBI CEPIEHYHO-COCYIAUCTOM
CUCTEMBI, CBOWCTBEHHBIX CAJIMETEPOILY.

Bo Bpemst neuenus npenaparoM ATa3aHaBUp HE PEKOMEHAYETCS OAHOBPEMEHHOE Ha3HAuECHUE
UHTUOUTOPOB NMPOTOHHOM mommbl. MIX Ha3HAYarOT TOJIBKO B TOM Cilydae, €Ciu MX MpPUMEHEHUe
ABJIsieTCA 00s13aTeNbHBIM. PekoMeHIyeTcsl THaTe bHbIi KIMHUYECKHM MOHUTOPHHI COCTOSIHUS
nalyeHTa u MnpuMeHeHne KoMOuHanuu npenapatr ArtazaHaBup 400 mr + putonasup 100 mr c
OMETIPa30JIOM B MaKCUMaJIbHOU 103€ 20 MI O/1MH pa3 B JIeHb (WM APYTUM IPENapaToM U3 rpyIibl
UHTUOUTOPOB IMPOTOHHOW IMOMIIBI B SKBHUBAJIEHTHOW n03e). He pexkomeHzyercs NPUMEHATh
omMenpaszon B jgo3e Oonee 20 mMr B CyTkM (MM JIpyroil mpemapar M3 Ipymibl UHIMOUTOPOB
IIPOTOHHOM MOMIIbI B 3KBUBAJIEHTHOM J103€).

OpnHOBpeMEHHOE TNPUMEHEHUE aTra3aHaBUpa C TOPMOHAJbHBIMM KOHTpPALENITUBAMU WJIU
OpaJIbHBIMU KOHTPALIENITUBHBIMU CPEJICTBAMM, COZIEPIKALIMMU HPOTEeCTOreHbI, OTIMYHBIE OT
HOprecTMara Uil HOPITUHIPOHA, HE N3y4aloCh U IO3TOMY HE PEKOMEHIOBAHO.

[ToHM>xeHHas! KUCIOTHOCTD KEJIyA0YHOIO COKa (MOBbIIIeHUE 3HaueHus pH jxexy104HOro coka).
CbIBOpOTOYHAs] KOHIIEHTpAIUsl aTa3aHaBUpa MOXET CHM)KAThCs MPHU yBEIMYeHMM 3HaueHus pH
KeJTyTOYHOI'0 COKA HE3aBUCUMO OT IPUYMH, BHI3BABIIUX 3TO YBEIUYEHHUE.

OcTteoHekpo3

Hecmotpss Ha TO, 4YTO 3THONOIHMS OCTEOHEKpO3a CUMUTAETCS MHOTO(aKTOpHOM (BKIIOUas
PUMEHEHHE KOPTHUKOCTEPOUIOB, MPUEM AJIKOTOJIS, TSXKEIYI0 UMMYHOCYIIPECCHIO, YBEIMUEHUE
MHJIEKCa MacChl Teja), Cllydyal OCTEOHEKpO3a OCOOEHHO YacTO BCTPEYAIUCh y MAIlMEHTOB C
no3aHumMu  craausmMu  BUY-undexkunn w/mmm  Ha  QoHe  ANMTENBHON  SKCIO3UIMU
KOMOMHMpOBaHHOU aHTHpeTpoBupycHOil Tepanuu (KAPT). [laniuenToB ciaenyeT npeaynpeauTs o
HE00X0UMOCTH 00pallleHrs 3a MEJUIIMHCKOM MOMOIIBIO MIPH Pa3BUTUU TaKUX MPU3HAKOB, KaK
60J1b 1 JIOMOTA B CycTaBaX, CKOBAHHOCTb WJIM 3aTpyIHEHHE JBI)KEHUI B CycTaBax.

Hetn

OTCYTCTBYIOT PEKOMEHJAIMK 10 PEKUMY JI03UPOBAaHHUA Ipernapata ATa3zaHaBUP B JI03UPOBKE
300 mr y nereii ¢ Maccol Tera MeHee 35 KT.

bezonacnocmo

[Tpodwmip Ge3omacHOCTH arazaHaBUpa y JieTe ¢ Maccoi Tena 35 Kr M BBIIIE COMOCTaBUM C
TaKOBBbIM Y B3pPOCIBIX MAIlIEHTOB.

beccumnromuoe ymmnaenne PR untepBana va OKI' y geteil m moapoCTKOB perucTpUpPOBATIA

qamuie, 4eM y B3pOCIIbIX.
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VY nereit ¥ OIPOCTKOB PETUCTPUPOBAIN Oeccr TOMHyWK'\Zage%gi%fiEﬁﬂ@ﬂé%E ?c';v;. 'iﬁ:'a'énen

4.8.). Cnenyet cobmoaaTh OCTOPOKHOCTD NMPH IPUMEHEHUH MPENapaToB, CIIOCOOHBIX BBI3bIBATH
ynnuaenue natepBasia QT. Y neteld u MoApOCTKOB ¢ paHee AMarHOCTUPOBAHHBIMU HAPYIICHUSIMH
npoBoaumocTy (Il mnm Gomnee Bricokas cTeneHb AV OJoKaabl WK OJ0Kaabl HOXKEK Imydka ['uca)
npenapat ATazaHaBUp CIIEAYeT NMPUMEHATh C OCTOPOKHOCTBIO U TOJBKO B TOM Cllydyae, €cliu
M0JIb3a MPEBBIIIAET PUCK. PEKOMEHI0BaH KOHTPOJIb (DYHKIMM CEpALA, UCXO U3 KIMHHUYECKUX
MIPOSIBJIICHUH (Hampumep, OpaaukapIus).

Ippexmusnocmo

ATazaHaBup/puTOHaBUpP OBUT HEI(Y(HEKTUBEH MPOTHB BUPYCHBIX IITAMMOB C MHOTOYHCICHHBIMU

MyTalusAMU PE3UCTCHTHOCTHU.

BcrnoMmorarensHble BEllecTBa

Jlakmosa

[TamenTaM C peAaKO BCTPEYAOLIEHCS HACIEICTBEHHOM HENEPEHOCUMOCTBIO TalaKTO3bl,
NeGUIUTOM JIaKTa3bl WM TIIOKO30-TaTaKTO3HOW MaibabcopOumeli, MpUMEHEHHe Ipernapara
ATazaHaBUp NPOTUBOIIOKA3aHO.

Kpacumenv FD&C JKenmuiii 6 (?Kenmowiii «conneunwiu 3axkamy FCF) (E110)

B cocraB nosupoBok 200 mr u 300 mr Bxomut Kpacurens FD&C XKentwiii 6 (OKenTsiit
«conueunsiit 3akat» FCF) (E110). MokeT BBI3bIBATh AJIICPTUYECKUE PEAKIIHH.

Kpacumenv FD&C Kpacuwiii 3 (Opumposun) (E127)

B cocraB nosupoBku 300 mr Bxoaut Kpacurens FD&C Kpacusiit 3 (Oputposun) (E127).
[TpuMmeHeHre NaHHOM JO3UPOBKU MAIIMEHTaM C TATOJIOTUEH TUTOBUTHOMN JKeJIe3bl, a TAKKE JETIM

IIPOTUBOINOKA3aHO
4.5. B3amMmopeiicTBMe ¢ JPYrHMH JIEKAPCTBEHHBbIMHM MNpenaparamMM M JApyrue BHIbI

B3aUMO/eHCTBUA

[Ipy onHOBpEMEHHOM IpPHMEHEHHM aTa3aHaBHpa M PHUTOHaBHpa Npo(uiIb MeTaboJINYecKoro
B3aUMO/JICHCTBUS JIEKAPCTBEHHBIX CPEJCTB JJISi PUTOHABHpPAa MOXKET IMpeodiafaTh, MOCKOJIbKY
pUTOHABUp sBIsIETCS OoJiee MOUTHBIM UHTHOUTOpOoM n3opepmenta CYP3 A4, uem aTazaHaBup.
[lepen HayasioMm Tepanuu npenaparoM ATazaHaBUp U PUTOHABUPOM HEOOXOAMMO O3HAKOMUTHCS
¢ 001ell XapaKTEepUCTHKON JIEKAPCTBEHHOTO MIpernapara Jisi pUTOHaBHpa.

ATtazaHaBup MeTabonusupyercs B rnedeHu nocpeactsom nuzodepmenta CYP3A4. On noxasnser
uzopepment CYP3A4. Takum oOpa3om, MPOTUBONIOKA3aHO MMPUMEHEHHE Mpenapara ATazaHaBUp
C JIEKapCTBEHHBIMHU Ipemnaparamu, sBistomuMucs cyocrtpatamu uzopepmenta CYP3A4 u
UMEIOIMMH Y3KUI TeparneBTUYeCKU MHIEKC: KBETHAIWH, JIypa3uJoH, aldy3031H, aCTeMU30I,
TepdeHaanH, nu3anpu, MUMO3M, XUHUIUH, OCTIpUINII, TpHUa30JaM, penapaTaMu JJs prueMa
BHYTpPb — MHJIA30JIaM, JIOMUTAIU]] U AJKaJIOUIbl CIIOPbIHBH, B OCOOEHHOCTH C 3PrOTAMUHOM U

TUTHAPOIPTOTAMUHOM (CcM. pasnen 4.3.).
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OJIHOBpEMEHHOE TpuMeHeHne mperapata  Artasanabitp = cl = HperagaraNr - ed fepierimu

rpa3onpeBup, BKIOYas KOMOMHHMPOBaHHBIE TpenapaTbl ¢ (UKCUPOBAHHBIMH  JI03aMHU
anbacBupa/rpa3onpeBrpa, IPOTUBOIIOKA3aHO W3-3a MOBBILIEHHUS KOHIIEHTPAaLUI rpa3onpeBupa u
snbacBupa B IJ1a3Me KPOBH U MOTEHIUAIBHOTO YBEJIMYEHUS PUCKA TMOBBIIEHHUS ChIBOPOTOYHOM
AKTUBHOCTH ajaHMHAaMHUHOTpaHcdepasbl (AJIT), CBA3aHHOTO ¢ OBBIICHHBIMA KOHIICHTPALUAMU
rpazonpeBupa (cm. pazgen 4.3.). OgHOBpeMEHHOE NpPUMEHEHHE Mpernapata ATa3aHaBUp C
KOMOMHHUPOBaHHBIMU IIpenapaTaMy ¢ (GUKCUPOBAHHBIMH JJO3aMHU TJIeKalpeBUpa/MUOpeHTacBUpPa
IIPOTUBOIOKA3aHO B CBA3M C ITOTCHLUAIbHBIM YBEJINYCHUEM PHUCKA MOBBIIICHUS CBIBOPOTOYHON
aktuBHOCTH AJIT wu3-3a 3HAYUTENBHOTO YBEIWYCHHUS KOHIEHTpAlUi TJEKanpeBupa U
NUOpEeHTacBUpA B I1a3Me KpoBHU (cM. pazzaein 4.3.).

[pyrue B3aumMoaeicTBus

B3aumoneiicTBus aTazaHaBUpa U APYTHX JIEKAPCTBEHHBIX MPENapaToB IMEPeUUClIeHbl B TabuuLe
HUKe (YBEJIIMYEHHUE YKa3aHO KaK «1», CHUKEHHUE - KaK «|», OTCYyTCTBHE U3MEHEHUHN - KaK «<>»).
[Tpu Hanmumm B ckoOkax ykaswiBatoTcst 90 % nosepurenbubie uHTEpBaisl (). ccnenoBanms,
yka3zaHHble B Tabnune 1, mpoBOAMIAM C yyacTHEM 3]I0pOBBIX J10OPOBOJIBLIEB, €CIIM HE YKa3aHO
nHoe. CTOUT OTMETUTH, YTO MHOTHE UCCIIEJOBAHMSI IPOBOJWINA C IIPUMEHEHUEM HEYCHIIEHHOTO
aTa3zaHaBUpa, TO €CTh HE B PEKOMEHJIOBAaHHOM pEeXHME IPUMEHEHHUs aTa3aHaBHpa (CM. paszael
4.4).

Ta6JII/IHa 1: BSaHMOHCﬁCTBHe aTadaHaBupa ¢ ApYIruMH JICKApCTBECHHBIMU IIpCliapaTaMnu

JlekapcTBeHHbIE B3aumogeiictBue PexoMeHZAIIMH OTHOCUTEIBLHO
npenaparsl no OIHOBPEMEHHOI0 IPUMMeHeHMs
obJacTu
TepaneBTUYeCKOro
NpUMeHeHUus!

HPEIMAPATHBI IJIAA IEYEHUA BUPYCHOI'O I'EITATUTA C

I'pazonpesnp, 200 mr AUC arazanasupa 143 % (130 % | OnHOBpeMeHHOE TPUMEHEHNE
OJIUH pa3 B CYTKH 157 %) ara3aHaBUpa U
(arazanaBwup, 300 mr/ MakcuManbHasi — KOHIGHTpalus | 3710acBUpa/Tpa3onpeBupa
putonapup, 100 mr (Crmax) MIPOTHBOIIOKA3aHO U3-3a
OJIUH Pa3 B CYTKH) aTa3aHaBupa B IU1a3Me KpoBH 112 | CyIIECTBEHHOT'O MOBBIIICHUS
% KOHIICHTPAIM Tpa3onpeBupa B
(11 % 124 %) J1a3Me KPOBHU M CBSI3aHHOTO C 3TUM
MuHHuMaNbHas KOHIICHTpAIWs | TIOTCHIUAIHFHOTO YBEIMYCHUS PHCKa
(Chin) moBeImenus aktusHocTr AJIT B

aTazaHaBHpa B TIazMe Kposu 123 | mia3me kposH (cM. paszmen 4.3.).

%
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(113 % 1134 %) TITEHUBATEITERUL T2 UUUL)
AUC rpazompeBupa: 1958 %

(1678 %

11339 %)

Crmax TpazonpeBup: 1524 % (1342
% 1781 %)
Cmin Tpazompesupa: 11064 %

(1696 %

11602 %)

KoHuenTpanuu rpasomnpeBupa B
3HAYUTEILHON CTeTleHH
MOBBIIAINCH npu

COITyTCTBYIOIIEM IPUMEHEHUN

aTa3zaHaBUPa/PUTOHABHUPA.

Onbacsup, 50 mr onun pa3 B | AUC arazanasupa 17 % (|2 %

CYTKU (aTa3aHaBup, 117 %)
300 Mr/puronaBwup, Crax atazanaBupa 12 % (|4 % 18
100 Mr oTMH pa3 B CyTKH) %)
Cmin atazanaBupa 115 % (12 %
129 %)

AUC »snbacsupa: 1376 % (1307
% 1456 %)
Crmax a116acBupa: 1315 % (1246 %

1397 %)
Chmin a116acBupa: 1545 % (1451 %
1654 %)
Konuentparun 30acBupa
ITIOBBIIIAJINCH nmpu

CONyTCTBYIOIIEM  TNPUMEHEHUU

aTa3aHaBUPA/PUTOHABUPA.
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Codocoyerup, 400 mr/
BenmnaracBup, 100 mr/
BOKCHJIAIIPEBHP,

100 Mr ogHOKpaTHO*
(arazanasup, 300 mr/
putoHaBup, 100 mr

OJIH Pa3 B CYTKH)

AUC codocGysupd: 140 % (125

Osimaecn 4160 fufoBpemettirol

% 157 %)

Cmax coocoysupa: 129 % (19 %
152 %)

AUC Benmaracsupa: 193 % (158
% 1136 %)

Crmax BenmmartacBupa: 129 % (17 %
156 %)

AUC Bokcunanpesupa: 1331 %
(1276 % 1393 %)

Cmax BokcunanpeBupa: 1342 %
(1265 % 1435 %)

* OTCYTCTBHE TPaHUI]

(hapMaKOKHHETHIECKOTO

B3aUMOJEHCTBUSA
70-143 %
Biusane Ha SKCIIO3HUIINIO

aTazaHaBUpa U
pHUTOHABHpPA HE U3y4aIOCh.
Oxunaemoe:

<> aTa3aHaBHP
<> PUTOHABUP
Mexanusm B3aNMOICHCTBHUS
MEXTY aTa3zaHaBUPOM/
PUTOHABUPOM U COPOCOYBUPOM
/BENMaTacBUPOM/BOKCHIIATIPEBHP
oM 3aKJTI0YaeTCs B

unarnouposanu OATP1B, Pgp u

nzodepmenta CYP3A.

MpUMEHEHUE aTa3aHaBHUpPa C
npenapaTamu, CoJIepKauMu
BOKCHJIATIPEBHUP, YBEIUUUT
KOHIICHTPAIIMIO BOKCHJIAPEBUPA.
OnHOBpPEMEHHOE PUMECHEHUE
aTa3aHaBUpPa U MPENapaToB,
COJICPIKaIINX BOKCHIIAIIPEBUP, HE

PEKOMEHA0OBAHO.
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I'nexanperup, 300 wmr /
MUOpPEHTACBUD,

120 Mr ogwH pa3 B CyTKH
(arazanasup, 300 mr/
putoHaBup, 100 mr

OJIMH pa3 B CYyTKU*)

AUC  rnekanpesupa: 15531 Togl{!

OmHbspémertive Tiprmetckue <!

(1424 % 1714 %)

Cmax riekamnpesupa: 1306 % (1215
% 1423 %)

Chin
(1885 % 11970 %)

AUC nubpenTacpupa: 164 % (148
% 182 %)

Crmax muOpenTaceupa: 129 % (115
% 145 %)

rekanpesupa: 11330 %

Cmin mmOpentacBupa: 1129 %
(195 % 1168 %)
*  CooOmaercss 0  BIUSHUH

aTazaHaBUpa W pPUTOHABUpA Ha
MEepBYIO 103y TJIEKalpeBHUpa |

MMOpEeHTaCBHpA.

arazaHaBHpa C
TJIeKaIpeBUPOM/TTHOPEHTACBUPOM
MIPOTHUBOIIOKA3aHO B CBSI3U C
MOTCHITUAIBHBIM YBEIMUEHUEM PHUCKA
noBeIeHus akTuBHocTH AJIT B
IJ1a3Me KpOBHU M3-3a 3HAUUTEIHLHOTO
YBEITUYCHUS CHIBOPOTOUHBIX
KOHIICHTpAIUi TIeKalpeBupa u

nuOpeHTacBupa (cM. pasnen 4.3.).

AHTHUPETPOBHUPYCHBIE IIPEITAPATBI

Huzubumopwr npomeasvr: OnHOBpEeMEHHOE IPUMEHEHNE aTa3aHaBUpa/pUTOHABHUPA U IPYTUX HHTHOUTOPOB

MIPOTEa3bl HE U3Y4aJI0Ch, OMHAKO OXKHJAETCS IOBBIICHUE SKCIO3ULUH APYTUX HHIMOUTOPOB IIPOTEa3bl IPH

TAaKOM IIpUMEHeHuH. TakuM 06pa3oM, HOZOOHOE OJHOBPEMEHHOE IPUMEHEHUE HE PEKOMEHAYETCS.

Puronasup, 100 Mr ogun pa3
B cyTkHu (arazanaBup, 300 Mr
OJIMH pa3 B CyTKH)
HccnenoBanusl,
MIPOBEICHHBIE C

yuactuem BUY-
WHQPHUIIPOBAHHBIX

MaIyeHTOB.

AUC arazanaBupa: 1250 % (1144
% 1403 %)*

Crmax aTazanaBupa: 1120 % (156 %
1211 %)*

Chin
(1359 % 11339 %)*

ataszanasupa: 1713 %
* B KOMOWHHpPOBaHHOM aHalIu3e
aTtazaHaBup, 300 Mr 1 pUTOHABUD,
100 mr (n=33)

CpaBHUBAJIM C ara3aHaBHpPOM B

no3e 400 mr 06e3 puTOHaBHpa
(n=28).

MexaHu3m B3aMMOCHCTBUS
MEXKITY aTa3aHaBUPOM u
PUTOHABUPOM  3aKJIOYaeTcss B
IIOIaBJICHUN n3odepMeHTa
CYP3A4.

PuronaBup B no3e 100 Mr ogus pa3 B
CYTKH NMPUMEHSIOT JUTS yCHUIICHHSI

(hapMaKOKMHETHKH aTa3aHaBUPA.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 29.10.2024 N= 23859

WuauHaBup UnnuHasup csisas|c pasButiieM-| OnHOBPEMERHGE HprmeHEHHE . |

HENpsSMON HEKOHBIOTHPOBAHHOW | aTa3zaHaBUpPa U WHAWHABHpA HE
TUIEepOMITNPYOMHEMUN n3-3a | peKOMEHIOBaHO (cM. pasmen 4.4.).

nonasienust YI'T.

Hyxneoszuouvie/nyxneomuonule uneubumopst oopamuot mpaunckpunmaszol (HUOT)

JlamuByuH, 150 Mr nBa pasa | 3HaumMoe BJIMSIHUE Ha | Mcxonst u3 mpecTaBIeHHbBIX JaHHBIX

B CYTKH + 3uoByauH, 300 MT' | KOHIIEHTpAllMl JIAMUBYJIWHA ¥ | M BBHIY TOTO, YTO pPUTOHABUD €1Ba JI

IBa pasa B CYTKH | 3UJIOBYJIUHA HE HaOIIOJAJIOCh. OKa3bIBaeT 3HAUUMOE BO3JeHCTBHE HA
(arazanaBup, 400 mMr oauH ¢dapmaxokunetuky HUOT,
pa3 B CyTKH) OJTHOBPEMEHHOE MMPUMEHEHHE TaHHBIX

IperapaToB U aTazaHaBUpa BPAL JIN
IMPUBCACT K 3HAYUTCIbHOMY
U3MCHCHUIO OKCIIO3HUIINH
OIHOBPEMECHHO IMPUMCHACMBIX

JIEKapCTBEHHBIX MpPEnapaToB.

AbaxaBup He OKHIaeTcs, 410 | -
OJTHOBPEMEHHOE PUMEHEHHUE
abaxaBupa " aTazaHaBHpa

IIPUBEACT K 3HAYUTCIbHOMY

MOBBIIIICHHFO OKCTIO3UIIHH

abaxaBupa.
JunaHo3uH ATazaHaBup, OJTHOBpeMeHHOe | /IMIaHO3UH CelyeT MPUMEHSTh
(OydepHbIe npuMeHenue ¢ quaano3ut (ddl) + | HaTomak yepes 2 yaca mocie
Tabnerku), 200 mr / craByuH (d4T) (HaToriak) MIPUMEHEHUS aTa3aHaBUPa C TTUIIICH.
craByuH, 40 Mr, o0a AUC arazanaeupa | 87 % (| 92 % | He oxxuzmaercs, 4To 0THOBPEMEHHOE
OJIHOKpaTHO 1 79 %) MPUMEHEHUE CTaBYy/IMHA U
(arazanaBup, 400 mr, Crmax atazanaBupa | 89 % (| 94 % | aTtazanaBupa NpHUBEICT K
OJTHOKpATHAs J03a) | 82 %) 3HAYUTEIHFHOMY MOBBIIIEHUIO

Cmin atazanaBupa | 84 % (| 90 % | skcmo3uruu cTaByIMHa.
1 73 %)

ATazanasup uepe3 1 4 mocie ddI +
d4T (naromak)

AUC arazanaBupa <3 % ([36 %
167 %)

Cmax arazanaBupa 112 % (133 %
118 %)

Cnin atazanaBupa <3 % ({39 %
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TEHUBATEINTERUL T UULLL)

173 %) [{R[8]®
KonnenTtpanuu aTazaHaBHUpa
3aMETHO CHIDKAJIHCh npu
OJTHOBPEMEHHOM MIPUMEHEHUHT
JIUIaHO3UHA (OydepHbie
TabJeTKN) u CTaByJHUHA.
MexaHu3m B3aUMOJCHUCTBHS
3aKITI0YaeTCs B CHIDKCHUHN

pacTBOpMMOCTH aTa3aHaBHpa C
YBCINYCHUCM pH, CBsJI3aHHOM C
OPUCYTCTBHUEM AHTalluJHOTO

cpenacTBa B OydepHbIX TabieTKax

IMOAHO3KMHA.
3HaunMoe BJIASTHUE Ha
KOHIIEHTPAIlMN  TUAAHO3WHA W

CTaByJiHa HEC OTME€YaJIOCh.

Junano3un (xancymbt
KHUIIIEYHOPACTBOPHU-MBIE),

OJTHOKpAaTHO 400 Mr
(arazamaBup, 300 Mr ommH
pa3 B CYTKH C PHTOHABUPOM,

100 Mr oauH pa3 B CyTKH)

Junano3ud (¢ mureit)

AUC mumanosmna |34 % (]41 %
127 %)

Cmax mumano3uHa |38 % (148 %
126 %)

Cmin mumanosuna 125 % (18 %
169 %)
3HaynmMoe BIIMSIHUE Ha
KOHIIEHTPAIUH TIPH MPUMCHEHUH
JMJTAaHO3WHA B
KHIIEYHOPACTBOPUMOW (opme He
3aperucTPUPOBAHO, OJTHAKO,
MPUMEHEHUE C THUIIEH CHUXKAIIO

KOHIOCHTpAU JUJIAHO31HA.

TenodoBupa au3onpoxcuiIa

¢dbymapat, 300 Mr oauH pa3 B
cytku (arazanasup, 300 mr
OJIMH

pas B CYTKH

npuroHasup, 100 mr ogun
pa3 B CyTKH)
300

MT TeHodoBHpa

JI30ITPOKCHUIIA

AUC arazanaBupa |22 % (35 %
16 %) *

Cmax arazanaBupa |16 % (/30 %
0 %) *

Cmin arazanaBupa |23 % (143 %
12 %) *

* B KOMOWHHpPOBaHHOM aHaIIN3e

HCCKOJBbKHX KIIMHHYCCKHUX

IIpu onHOBpEMEHHOM NIPUMEHEHUHU

TeHo(oBHpa AU30NPOKCcHIa hymapara

" aTa3aHaBUpa pCKOMCHAYCTCH, 4TOOBI

atazaHaBup, 300 Mr IpUMEHSIIH ¢

PUTOHABHPOM,

100 Mr u TeHO(OBHpA JU30NPOKCHIIA

¢dymapartom, 300 Mr (Bce OTHOKPATHO

C TIUTIICH).
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dbymapata UcCrIeI0BaHuMi aTazgHaBup/ (MOONMEOOJBEATEINEAUC T U000
AKBUBAJICHTHO 245 MT | pUTOHABHP, 300/100 MT,
TeHodoBHupa MIpUMEHsSEMBIE ¢ TeHOhOBHpa
JM30IPOKCHIA. IU30MPOKCcHIIa (yMapaToM B 103€
Uccnenosanus, 300 mr (n=39), cpaBHMBAIU C
MpOBENEHHBIE C Y4YacTHEeM | KOMOWHaIuen aTasaHaBup/
BUY- pHATOHABUD,
WndunurpoBaHHBIX 300/100 mr (n=33).
MAIMEHTOB O dexTuBHOCTD
aTa3zaHaBUPa/PUTOHABUPA B

KOMOMHAIIMK ¢ TeHO(OBHUpa
JU30TIpOKCHWIa  (hymapaToM y
MAIMEHTOB, paHee yKe
MONYYaBIIUX  Tepamuio, Oblia
MmoKa3aHa B KITHHIYECKOM
HCCIeIOBAHUUI 045 u y
MAIMEHTOB, paHee HE
MOJTYYaBIITUX JICUCHHS, B

nccnenoBaanu 138 (cM. pazmenst

4.8.u5.1).

MexaHu3m B3aMMOCHCTBHS
MEXTY aTa3aHaBUPOM u
TeHo(oBHpa JU30TIPOKCHIIA

(hymapaToM HEH3BECTEH.

Tenodosupa guzonpokcuwia | AUC TeHodoBupa auzonpokcuia | [laiueHTs! JOMKHBI HAXOAUTHCS O/
¢dymapat, 300 Mr oauH pa3 B | ¢pymapaTa MPHUCTAIBHBIM HAOJI0ICHUEM Ha
cytku (arazanaBup, 300 mr | 137 % (130 % 145 %) cydail pa3BUTHS HEXKEIATeTHHBIX

omuH pa3 B CyTkH U | Cmax TEHOQOBUpA IH30MPOKCHIA | PEaKIWH, BKIIOYas HAPYIICHU CO

putonaeup, 100 mMr omuH pas | ¢pymapara CTOPOHBI IT0YEK, IIPHU MIPUMEHEHUU
B CYTKH) 134 % (120 % 151 %)

300 MI teHopoBupa | Cmin TeHO(OBHpa AM3OMPOKCHIA

IU30IpoKcHia pymapaTa ¢dymapara

sKkBUBaNIEHTHO 245  wmr | 129 % (121 % 136 %)

TeHO(l)OBI/Ipa JAU30IIPOKCHUJIA.

Henyxneozuonvie uneubumoput oopammuoi mparckpunmassl (HHHUOT)

Odasupen3, 600 mr onun pa3 | AtazanaBup (mocie nonyaHs): | OZHOBpEMEHHOE IPUMEHEHHUE

B cyTKH (arazaHaBup, 400 Mr | mpuMeHsICs C s¢aBUpeH3a U aTazaHaBUpa HE
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OMMH pa3 B CYTKH C
putoHaBupoM, 100 Mr omwH

pa3 B CyTKH)

|_| ]

OHUIIENR

| pexoMetinosaHe (M pasiei 44)).

AUC atazanaBupa <0 % (|9 %
110 %)*
Cmax atazanaBupa 117 % (18 %
127 %)*
Cmin arazanaBupa |42 % (|51 %
131 %)*

Odasupens, 600 mMr oguH pa3
B cyTKH (arazanaBup, 400 mr
OIMH pa3 B CYTKH ¢
putoHaBupoM, 200 Mr oauH

pa3 B CyTKH)

AtazanaBup (mocne MONYAHS):
MPUMEHSIICS ¢ THIIeH

AUC arazanasupa <6 % (|10 %
126 %)*/**

Cmax arazanaBupa <9 % (|5 %
126 %) */**

Cmin atazanaBupa <12 % (116 %
149 %)*/**

* IpU CPAaBHEHHU C aTa3aHABHPOM,
300 wr/puronaBupom, 100 wmr
OIMH pa3/CyTKH BedepoMm 0e3
Chin

a¢daBupenza. CHIKEHHE

aTasaHaBUpa MOXET

OTpULATCIbHO CKa3aTbCsa Ha

3G PEKTUBHOCTH aTa3zaHaBUpA.
Mexaausm B3aNMOJICUCTBHS
a(aBUpeH3a/aTazaHaBupa COCTOUT
B WHIYKITAN n3odepMeHTa
CYP3AA4.

** Ha ocHOBaHWM CpaBHEHUS C

MMOJIYy4YCHHBIMU paHEC JaHHLIMU.

Hesupanun, 200 mr aBa paza
B cyTku (arazanaBup, 400 Mr
OIMH pa3 B CyYTKH ¢
putoHaBupoM, 100 mr oauH
pa3 B CyTKH)

UccnenoBanue, npoBeeHHOE
c y4acTHUEM BHNY-
WHPHUIIPOBAHHBIX

MayeHTOB

AUC neBuparmmna 126 % (117 %
136 %)
Cmax HeBupanmaa 121 % (111 %
132 %)
Cmin HeBupammHa 135 % (125 %
147 %)
AUC arazanaBupa |19 % (|35 %
12 %) *
Cmax atazanaBupa <2 % (/15 %

124 %) *

O,Z[HOBpeMGHHOG MNPUMCHCHUC
HEBUpAIIMHA U aTa3aHaBUpa HE

pexkoMeHIoBaHo (cM. paznen 4.4.).
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Crmin atasanasmupa |59 % (|73/e6! IELUBATENBRUL TS UTUL)

140 %) *

* 1o cpaBHEHHIO C aTa3aHABUPOM,
300 mr u purtonaBupoM, 100 mr
0e3 HeBUpaIHHA.

Camwxenue  Cmin  aTa3aHaBupa
MOKET OTPHUIATEIFHO CKa3aThCs
Ha 3(QQEKTUBHOCTH aTazaHaBHpa.
MexaHnusm pa3BUTHS
B3aUMOJICUCTBHUSL
HEBUpAINHMHA/aTa3aHABUPA COCTOUT

B UHIYKITAU n3odepMeHTa

CYP3AA4.
Huzubumopwr unmezpasul
Panterpasup, 400 mr AUC panterpasupa 141 % Hnst panterpaBupa M3MEHEHUS O3B
JIBa pa3a B CyTKH Cmax panterpasupa 124 % He TpedyeTcsl.
(arazanaBup/ C124 panterpasupa 177 %
PHUTOHABHP) MexaHu3m 3aKIII0YAETCS B
MOJIaBJICHUH
UGT1AL
AHTUBUOTHUKHN
Knaputpomuuus, AUC xnapurpomunusa 194 % HeB03MOKHO 1aTh peKOMEHAALNU
500 mr nBa paza B CyTKH (175 % 1116 %) KacaTeJIbHO CHIKEHHUS 103bI; [I03TOMY)
(arazanaBup, 400 mr omauH | Cmax k1apurpomunusa 150 % cienyeT coOIoaaTh OCTOPOKHOCTD
pa3 B CyTKH) (132 % 171 %) IIPY OTHOBPEMEHHOM ITPHUMEHEHUHT
Chin ki1aputpomuiuaa 1160 % aTa3aHaBUPA C KIIAPUTPOMULUHOM.

(1135 % 1188 %)

14-OH xnapuTpoMHULIIH

AUC 14-OH xiapuTpoMHuIIMHA
170 % (174 % |66 %)

Cmax 14-OH xnapurpomunuHa |72
% (176 % |67 %)

Chmin 14-OH xnaputpomununa |62
% (166 % |58 %)

AUC atazanaBupa 128 % (116 %
143 %)

Cmax atazanaBupa <6 % (|7 %
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120 %) T ITELAUBATEINTEHUL Te UDUL]
Cmin atazanaBupa 191 % (166 %

1121 %)

CHIKEHUE JI03BI

KJIAPUTPOMHUITTHA MOXET

MIPUBOUTH K

cyOTeparneBTHIeCKUM

KOHIICHTpaIUsIM 14-OH

KJIAPUTPOMUIIHA. MexaHu3m

B3aUMOJICUCTBUSA

KJIAQpUTPOMUIIMHA/  aTa3aHaBHpa
COCTOUT B [I0/1aBJICHUH

m3opepmenta CYP3A4.

INPOTUBOI'PUBKOBBIE ITPEITAPATBI

Ketokonazon, 200 Mr oauH | 3HAYUMOTO BIIMSIHUSA Ha | KeTokoHa301 1 UTpakoOHA307 ClIeyeT
pa3 B cyTkHu (aTa3aHaBup, 400 | KOHIICHTpALMKM aTa3aHaBUpa HE | IPUMEHSITh C OCTOPOKHOCTHIO BMECTE
MT OZIFH pa3 B CYTKH) 3apErHCTPUPOBAHO. C aTa3aHaBHUPOM/ PUTOHABUPOM,
BBICOKHE JI03bI KETOKOHA30J1a 1

utpakoHasona (> 200 Mr B CyTKH) HE

HrpakoHnazon Hrpakonaszon, NoJ00HO
PEKOMEH/TYIOTCSL.
KETOKOHA30J1y, ABJISACTCA MOIIHBIM
WHTHOHUTOPOM, a TaKxke
cyocTparom nzodepmMenTa
CYP3AA4.
Ha OCHOBaHUM JIAaHHBIX,
MOJTYYEHHBIX o JIpYTHM
YCUIJICHHBIM UHTHOUTOpaM

MPOTea3bl U KETOKOHA30JTy, KOT/a
AUC KETOKOHA30J1a
JEMOHCTPHUPOBAIIO 3-kpatHoe
YBEJIIMYCHHUE, OXUIACTCSA, YTO
KOMOMHAaIH aTa3zaHaBUP
/pPUTOHABUP MOXKET TOBBICUTH
KOHIIEHTPAI[UH KETOKOHA30J1a UITH

UTPaKOHA30J1a.
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Bopukonazon, 200 mr nBa
paza B CyTKH (ara3aHaBup,
300 mr/puronaBup, 100 wmr
OJIH Pa3 B CYTKH)

HaHI/IGHTLI KaKk MHHHUMYM C

OHUM  (PYHKIIMOHAJILHBIM
aisenem n3zodepMenTa
CYO02C109.

AUC BOpHKOHA30J14

133 % (424

OmHbspémertive Tiprmetckue <!

% 122 %)
Cmax BopukoHazoia |10 % (22 %
14 %)

Cmin BopukoHnazona |39 % (149 %
128 %)

AUC arazanaBupa |12 % ([ 18 %
15 %)

Cmax arazanaBupa |13 % (120 %
14 %)

Cmin aTazanaBupa | 20 % (|28 %
110 %)

AUC puronasupa |12 % (J17 %
17 %)

Cmax putoHaBupa |9 % ({17 %
0 %)

Cnmin putoHaBupa |25 % (135 %
114 %)

Y OOJIBIIMHCTBA MAIMEHTOB KaK
MUHHMYM c OJTHUM
(YHKIMOHANBHBIM aJlIeieM
nzodepmenTa CYP2C19
OXHJIaeTCs

CHHI)XCHHC

OKCIIO3UIIMM KaK BOPUKOHA30J14a,

TaK U aTa3aHaBUpa.

BOPHMKOHA30J1a U aTa3aHaBHPA C
PHUTOHABHPOM HE PEKOMEHIyeTCs, 3a
WCKITIOUCHHEM CIIy4aeB, KOrja OleHKa
COOTHOILICHHS «TI0JIb3a — PUCK» IJIS
MalKeHTa ONpaBIbIBaCT IPUMEHEHHUE
BOpUKOHa30u1a (cM. paznuen 4.4.).
Ecnu tpebyercst mpuMeHeHue
BOPUKOHA30J1a, [T0 BO3MOXXHOCTHU
HEO0XOIMMO OTMPEAETUTH TEHOTHIT
nzodepmenta CYP2C19 nanuenTa.
Taxum 00pa3om, eciii HEBO3MOXKHO
n30eXaTh MPUMEHEHHs] KOMOMHAIINH,
HNPUMEHHMBI CJIeTyIOIINe
PEKOMEH/IAIMU B 3aBUCHMOCTHU OT
craryca m3opepmenta CYP2C19:

* y MAMEHTOB KaK MUHUMYM C OJHUM
ajienem;

* (DyHKIMOHAIBHBIM aJIeIISIM
mzodpepmenta CYP2C19
KJIMHUYECKUH MOHUTOPHHT IOTEPH

3G PEKTHBHOCTH BOPUKOHA30I1a
(KMMHUYeCKHUe PU3HAKHU) U
aTazaHaBUpa (BUPYCOJIOTHYECKUI

OTBET);
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Bopukonazon, 50 mr aBa pasa
B CyTKH (aTa3aHaBHp,
300 Mr/puroHaBup,

100 Mr oauH pa3 B CyTKH)

ITannenTs! 0e3
(YHKIMOHAIBHOTO  AJIIeTst
nzodepmenta CYP2C19.

AUC Bopukonasona) 1561 %('T|4§-1:~-

Sraitcrton 663 P yiinoHasbroro

%

1699 %)

Crmax BopukoHazona 1438 % (1355
% 1539%)

Cmin Bopukonazona 1765 % (1571
% 11,020 %)

AUC arazanaBupa |20 % (/35 %
13 %)

Cmax atrazanaBupa |19 % (|34 %
0,2 %)

Cmin arazanaBupa |31 % (|46 %
113 %)

AUC puronasupa |11 % ({20 %
11 %)
Cmax putoHaBupa [11 % ({24 %
14 %)
Cmin putonaeupa [19 % ({35 %
1 %)

V HeOOJBIIOro YKcia IManueHToB

¢ (yHKIHMOHATBHBIM  aJUIeeM
nzodepMeHTa

CYP2C19 OXKHIaeTCs
3HAYUTEIILHOEC MTOBBIIIICHHUE

OKCIIO3UIIMH BOPHUKOHA30J1a.

aens uzopepmenta CYP2C19
PEKOMEHI0BAH TIIATEIbHBIN
KIIMHAYECKUH U 1a00paTOpHBII
KOHTPOJIb JJIs1 BBISIBJICHUS
HE)KENaTeNbHBIX SBJICHUH, BEI3BAHHBIX|
BOPUKOHA30JIOM.

Ecnu npoBeeHue reHOTUITUPOBAHUS
HE MPECTaBISIETCS] BO3MOXKHBIM,
cienyeT 00eceYnTh MOIHBIN
KOHTPOJIb 0€30MaCHOCTH U

3¢ (HEeKTUBHOCTH.
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®dykonazod, 200 Mr 1Ba pasza
B cyTtku (arazamaBup, 300
mr/putonasup, 100 Mr omux

pa3 B CyTKH)

Konuentpauuu ar 13aHaB1/1ph| (&8

T Roppekitinhiioss (iyRonasera i

¢ykoHazona HE3HAYHUTETBHO
U3MEHSIJIUCH MTPU OJHOBPEMEHHOM
MIPUMEHEHUH aTa3aHaBUpa/

pHUTOHaBHPa ¢ QIIYKOHA30JIOM.

aTa3aHaBUpPA HE TPEOYeTCsl.

INPOTUBOMUKOBAKTEPUAJIBHBIE ITPEITAPATDBI

Pudadytun, 150 mr aBa paza
B HEZIEITIO

(atazamaBup, 300 wmMr wu
putoHaBup, 100 Mroaut pas B

CYTKH)

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

1206 %)**
Cmin pudadyruna 140 % (15 %
187 %) **
AUC 25-O-pezaneTni-

pudadytuna 1990 %
(1714 % 11361 %) **
Crnax
pudabyruna 1677 %
(1513 % 1883 %) **
Crnin
pudadytuna 11045 %
(1715 % 11510 %) **

kok

25-O-pge3anerui-

25-O-ne3auerui-

npu CpaBHEHHHU c
pudadytuHom 150 mr omuH pa3 B
CYTKH B MOHOTEpAIIHu.

O6mas AUC pudaOytuna u 25-O-
nesauetwi- pudadytuna 1119 %
(178 % 1169 %).

B MPEAIECTBYOIINX
HcclieoBaHuIX pupadyTHH He
H3MEHSIT (apMaKOKHHETHKY

aTazaHaBHpa.

[Ipu npuMeHeHnr BMeCTE C
aTa3aHaBUPOM PEKOMEHI0BaHHas 11033
pudabyruna cocrasiuset 150 mr Tpu
pa3a B HEJIeNI0 B YCTAHOBJICHHbIE THU
(HanpuMep, MOHECTbHUK-CPeaa-
nsTHAnA). TpebyeTrcs yCUIeHHBIN
KOHTPOJIb HEXKETaTeIbHBIX PeaKIuii,
CBSI3aHHBIX C pU(PaOyTHHOM, BKITIOUAsI
HEWUTPOIICHHIO U YBEUT, U3-3a
0’KHJJa€MOT'0 TIOBBIIIEHHUS 3KCIIO3ULIUY
pudadyTHHa.

JlanpHeiee CHIKEHUE 10351
pudadbytuna no 150 Mr nBa pasa B
CYTK{ B YCTaHOBJICHHBIE JHU
PEKOMEHIOBAHO MAIlMEHTaM, KOTOPbIE
He nepeHocar 103y 150 Mr Tpu pasa B
Henemo. CienyeT MOMHUTH O TOM, YTO
npuMeHeHue 1036l 150 mr aBa pasa B
HEJZIEII0 MOXKET He 00ecreynBaTh
ONTUMAJILHOHN 3KCIO3ULINU
pudabyTHHa, TEM CaMBbIM
CIIOCOOCTBYS PUCKY Pa3BUTHSI
PE3UCTEHTHOCTH K pUPAMUIIIHY H
TepaneBTUYECKOU

HeaddexruBHOCTH. KOoppekiuu 10361

aTa3zaHaBUpa He TpedyeTcs.
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Pudammunun Pudamnunun — S M%ﬁdpﬁjﬂﬁéﬁéﬁﬁaﬁlﬁdﬂa W)
unaykrop uzopepmenra CYP3A4, | arazaHaBupa MPOTHUBOMOKAa3aHa (CM.
camxaronuit AUC artazanasupa | pasmen 4.3.).
Ha 72 %, YTO MOXET BBI3BATH
BUPYCOJOTUYECKYIO
Hea(pPEeKTUBHOCTH u
pesucteHTHOCTh. [Ipy mombITKax
MPeoIoeTh CHIDKEHHE
9KCIHO3UIUH 33 CUET IMOBBIICHUS
J03bl aTa3zaHaBUpa WM JPYTUX
WHTUOUTOPOB MpoTeas3bl c
PUTOHABUPOM HabJro1aIach
BBICOKas YacTOTa peakluil co
CTOPOHBI IIEYCHHU.
HEHUPOJIENITUKHU
Ksetnanun B cBmu ¢ nogaBnenueMm | OMHOBpPEMEHHOE NPUMEHEHUE
n3odepMenTa CYP3A4 | kBeTHanvHa C aTa3aHaBUPOM
aTa3aHaBUPOM OXKHJIIAeTCsl | MPOTUBOIIOKA3aHO, TOCKOJIBKY
ITIOBBIIICHUE KOH]_[eHTpaHI/Iﬁ aTa3aHaBUP MOKET yCUJIMBATH
KBC€THAIIMHA. TOKCHUYHOCTb, CBA3aHHYIO C
KBETUAIMHOM. Y BEJINUEHUE
KOHIIEHTpallMi KBETUANMHA B TIJIa3Me
KPOBU MOXKET MPUBOJMTH K KOME (CM.
paznmen 4.3.).
Jlypaszunon Oxwunaercss, dro arta3zaHaBup | OZHOBpEeMEHHOE IPUMEHEHNE

YBEJIMYHUT YPOBHHU JIypa3WJIOHA B

a3Me KpOBH B CBS3H  C
WHTHOMpOBaHUEM  HU30(epMeHTa
CYP3A4.

Jypa3uioHa ¢ aTa3aHaBUPOM
MPOTHBOMOKA3aHO, TTOCKOJIBKY MOXKET
YCHIIUTh TOKCUYHOCTh, CBA3AHHYIO C

TIypasufioHoM (cM. pazzaen 4.3.).

HNPEIMAPATBI, CHUXKAIOIIUE KUCJIOTHOCTb

Anmaeonucmol H>-peyenmopos

be3 npumenenus TeHogoBupa

VY manuentos ¢ BUY-undexuueit, momyyarommx

aTa3aHaBUP/PUTOHABUD B pekoMeHaoBaHHOM 03¢ 300/100 mr ogun

pa3 B CyTKH

VY manueHToB, He NPUHUMAIOIINX
TeHo(oBHpa qU30NpoKcHia pymapar,

npu OJHOBPEMCHHOM NPUMCHCHHUN
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®damoruauH, 20 Mr AUC ara3anasupa [JI 8 % (129 %' drasrasnpa 8/ ko3 3000 UULL]
JIBa pa3a B CyTKHU 11 %) Mr/putoHaBupa B 1o3e 100 mMr u
Cmax atazanasupa |20 % (|32 % | anraronucro H2-penentopos, He
17 %) CIeAyeT IPEBBILIATh 103Y,
CminaTtazanaBupa <>1 % (|16 % SKBHBAJICHTHYIO 20 Mr (haMOTHAMHA
118 %) IBa pasza B cyTku. Ecnu TpeOyercs
®amotuaus, 40 Mr AUC arazanaBupa |23 % (|32 % | Gonee BbicOKas 103a aHTaroHucTta H2-
JIBa pa3a B CyTKHU 114 %) peuenTopa (Hanpumep, 40 Mr 1Ba pasa
CmaxaTtazanasupa |23 % (/33 % | B cyTku pamMoTHIMHA WK
112 %) SKBHMBAJICHTHOT'O Mpenapara), CleayeT
Chmin atazanasupa |20 % ({31 % PaccMOTPETH BOIIPOC O MOBBILIEHUU
18 %) JI03bI aTa3aHaBUP/pPUTOHABHPA C

Y 310pOBBIX JOOPOBOIBIEB, MPUHIMAIOIIINX

aTa3zaHaBUP/PUTOHABUP B MOBBITIIEHHOH M03e 400/100 Mr ogmH pa3

B CYTKH
®damotuauH, 40 Mr AUC arazanasupa <3 % (/14 %
1B pasa B CyTKH 122 %)
Crax aTtazanaBupa «»2 % (|13 % 18
%)
Chmin atazanasupa |14 % ({32 % 18
%)

300/100 mr mo 400/100 mr.

C npumenenunem TeHoosupa nusonpokcuiia pymapara 300 mr

Mr TeHOGoBHpPa IM30NPOKCUIIA)

OJMH pPa3 B CYyTKH (3KBUBAJIEHT 245

vy NalUEeHTOB C BUY-undexrmmeit, MOJTYYaBIINX
aTa3zaHaBUP/PUTOHABUP B pekoMmeHmoBaHHOU mo3e 300/100 wmr

OJWH pa3 B CYTKH

damoruaus, 20 Mr AUC arazanaBupa |21 % (]34 %
JIBa pasza B CyTKH 14 %) *
Cmax atazanaBupa |21 % (/36 %
14 %) *
Cmin arazanasupa |19 % (|37 %
15 %) *

®damortuuH, 40 M AUC arazanaBupa |24 % ([36 %
JIBa pa3a B CYTKH 111 %)*
Cmax arazanaBupa |23 % (136 %
18 %) >
Cmin arazanaBupa |25 % (147 %

VY nmanueHToB, NPUHUMAIOIINX
TeHO(OBHpPa TU30TPOKCUIIA (hymapar,
€CJIM aTa3aHaBUpP/PUTOHABHP
MPUMEHSIETCS OTHOBPEMEHHO C
TEHO(OBHpPA TU30IPOKCHUIIA
(dyMapaToM M aHTarOHUCTOM
H.-penieniropa, pekoMeHyeTCs
TIOBBINICHHE 0361 aTazaHaBupa 10 400
mr ¢ 100 mr putonasupa. He cnemyer
MPEBBIIATh J03Y, SKBUBAJIIEHTHYIO 40

MrI (pamMOTHIMHA JIBa Pa3a B CyTKH.
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17 %) * TITEHUBATEITERUL T2 UUUL)

VY manmentos ¢ BUY-undexnueit, monyyaBmmx arazaHaBup/

puToHaBHp B oBbIeHHOU A03¢ 400/100 Mr ouH pa3 B CyTKH

®damortuauH, 20 Mr AUC arazanaBupa 118 % (16,5 %
IIBa pasa B CyTKH 130 %)*
Cmax atazanaBupa 118 % (16,7 %
131 %)*
Cmin atazanaBupa 124 % (110 %
139 %)*
damoruaus, 40 Mr AUC arazanaBupa 2,3 % (|13
JIBa pa3a B CYTKH % 110 %)*

Cmax atazanaBupa <5 % (/17 %
18,4 %0)*
Cmin aTazanaBupa <1,3 % (|10 %

T15)*

* Tlo cpaBHEHHUIO ¢ aTa3aHABHPOM
B 03¢ 300 MT OfH pa3 B CYTKH C
putoHaBupoM B o3¢ 100 Mr ogun
pa3 B CyTkH © TeHO(OBHpa
JIU30IPOKCHIIa (yMapaToM B 103€
300 mr, Bce OIHOKPATHO BO BpeMs
e/ibl. Io CPaBHEHHIO c
atazaHaBupoM B no3ze 300 mr c

putoHaBupoM B go03e 100 mr 6e3

TeHo(oBHpa JU30MPOKCHIIA
¢dymapara OXKUaeTcs
JOTIOJIHUTENIBHOE CHIKEHUE
KOHIIEHTpalui arasaHaBHpa

npumepHo Ha 20 %.

Mexaausm B3aNUMOJICUCTBHS
3aKJIIOYaeTCs] B YMEHbBIIECHUH
PacTBOPUMOCTH aTa3zaHaBHpa,
MOCKONIBKY pH ey jouHoro coka
npu npuMeHennn Hz-0iokatopos

IIOBBIIIIACTCA.

Uneubumopwt npomornHot nomnol
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Owmerpa3zon, 40 Mr oIiH pas B
cyTku (arazanaBup, 400 mr
OMMH pa3 B CYTKH C
putoHaBupoM, 100 Mr oauH

pa3 B CyTKH)

ArtazaHaBup (10 MOJIyIHS): dépes-

| OrbBpéMeRHOe pTmeHeHHE <)

JIBa  dYaca  mocie  mpHeMa
oMernpasosia

AUC arazanaBupa |61 % (]65 %
155 %)

Cmax arazanaBupa |66 % (162 %
149 %)

Cmin arazanaBupa |65 % (|71 %
159 %)

Owmenpazomn, 20 Mr o uH pa3 B
cytku (arazanaBup, 400 wmr
OOMH pa3 B CYTKH C
putonaBupomM, 100 mr omun

pa3 B CyTKH)

ATazaHaBup (0 MONYAHS): Yepes
1 gac mocne npuema oMenpaszosna
AUC arazanasupa |30 % (143 %
114 %) *

Cmax arazanaBupa |31 % (142 %
117 %) *

Cmin arazanaBupa |31 % (|46 %
112 %) *

* Ilo cpaBHEHUIO C aTa3aHABUPOM,
300 Mr oguH pa3 B CYTKH, U
putonaBupoM, 100 Mr oauH pa3 B
CYTKH.

Camxenne AUC, Cmpax B Cpin He
MOJIABJISIIOCh  TIPH  BPEMEHHOM
MIPUMCHCHNHU MOBBIIIIEHHOMN JO3bI
aTtazanaBup/puronasupa (400/100
MT OZIH pa3 B CYTKH) C
12-qacoBbIM TIEpEpHIBOM TIOCIIE
npuema omemnpaszona. Hecmorps
Ha TO, YTO MCCICAOBAaHMI HE
MIPOBOJMIIH, OKUIIAIOTCS
aHaJIOTHYHbIE

pe3yabTaTel B

OTHOLICHUU NPYTHUX I/IHFI/IGI/ITOpOB

MPOTOHHOMN TIOMIIBI. Takoe
CHUXCHUE AKCIIO3ULINU
aTa3zaHaBUpa MOXET
OTpULIATEJIBHO  CKa3aTbCcid  Ha
s dexkTuBHOCTH aTazaHaBUpa.
Mexanuzm B3aUMOJICHCTBUS

aTa3zaHaBUpPa C pUTOHABUPOM U
WHTHOUTOPAMH MTPOTOHHOM ITOMITHI HE
pexkoMeHoBaHo. [Ipu HEBO3MOXKHOCTH
n30eKaTh NIPUMEHEHUS KOMOMHAIIUN
PEKOMEHIOBAaHO MPUCTAILHOE
KIIMHUYECKOE HAOIOICHUE, a TAKXKE
MOBBIIICHUE Jo3bIaTa3aHaBupa 10 400
Mmr B coueranuu co 100 mr
PUTOHABUPA; 103y UHTHOUTOPOB
MPOTOHHOM MMOMIIBI, COIIOCTABUMYIO C
20 Mr omemnpa3oia, IpeBbIIIaTh HE

cnemyet (cm. pazmen 4.4.).
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yMeHbIIEHMI

3aKJII0YacTCsA B

TEHUBATEINTERUL T UULLL)

pacTBOPUMOCTH aTa3aHaBUpa B

CBsi3u ¢  mnoBbiieHWeM  pH

JKCJIIYJOYHOT'O COKa npu

MNPUMCHCHUHU I/IHFI/I6I/ITOp0B

HpOTOHHOfI IIOMIIEI.

Anmayuoel

AHTaNuIbl U JICKaPCTBCHHBIC
Mpernaparsl, COJEpIKaILINe

Oydepsl

CHIKeHue KOHIIEHTpauui
aTazaHaBUpa B IUIa3Me KpPOBHU
OBITh

MOXKET CJIICACTBUEM

yBenuueHuss pH  kenynodHoro

coka npu MIPUMEHEHUH
AHTAIIUIOB, COZIEPIKAIIINX
OydepHbie JICKApCTBEHHBIC
mpemnaparsl, BMECTE c
aTa3aHaBHPOM.

ATazaHaBup cienyeT NpUMEHATH 3a 2

Jaca 710 WM uepe3 1 uac nociue
npreMa aHTalua0B Ui Oy(hepHbIX

JIEKapCTBEHHBIX MpPEnapaToB.

AHTAI'OHUCTHBI AJIb®A-1-AAPEHOPELIEIITOPOB

Andyszo3un VYBenuuenue koHueHTpauuii | CoBMeCTHOE MpUMEHEHHUE any3031HY
an(y303MHAa MOXKET MPUBOIUTH K | M aTa3aHaBHpa MPOTHBOIIOKAa3aHO (CM.
apTepUuaIbHON TUNOTeH3uN. | pasaen 4.3.).
Mexanuzm B3aUMOJICHCTBHUS
3aKJI0YaeTCsl B IOJABJICHUH
n3zodepmMenTa CYP3A4
aTa3aHaBUPOM u/unu
PUTOHABHPOM.
AHTUKOATI'YJISAHTBI

AHmuxoazyisanmsl npamoco oelicmeust 0Jisi npuema 6Hympb

Anmkca0an

PuBapoxcaban

Bo03MOXHBI ITOBBIIIIEHHBIE
KOHIICHTPAIMH aliKcabaHa u
prBapokcabaHa, 9TO MOXKET

MIPUBECTH K O0JI€€ BEICOKOMY

OmgHOBpEMEHHOE TPUMEHEHUE
anrkcabaHa Wiu puBapokcadbaHa u
aTa3aHaBUpPA C PUTOHABUPOM HE

PEKOMEHTy€eTCH.
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PUCKY KPOBOTEUEHHS. MexanHanm -

TEHUBATEINTERUL T UULLL)

B3aMMOJICHCTBUS 3aKJIFOYAETCS B
HHTUOMPOBAaHNN N30(hepMeHTa
CYP3A4/u P-gp
aTa3aHaBUPOM/PUTOHABHPOM.
PuToHnaBup sIBIISIETCA CUITBHBIM
WHTUOUTOPOM Kak M30(hepMeHTa
CYP3A4, Tak u P-gp.
ATa3zaHaBuUp SBISIETCS
HHTUOUTOPOM H30(epMeHTa
CYP3A4. ITorenuuansHoe
uHrnomuposanue P-gp
aTa3aHAaBUPOM HEH3BECTHO U HE

MOXET OBITH UCKIIIOYEHO.

JaburarpaHa STeKCHIAT

Bo3MOKHBI TOBBIIIEHHBIE
KOHIIEHTpALK Aa0urarpana
ITEKCHUJIATa, YTO MOXKET IPUBECTH K
0oJiee BEICOKOMY PHCKY
KpoBOTeUeHHsI. MexaHu3M
Pa3BUTHA B3aUMOACHUCTBHSI COCTOUT
B UHruOMpoBanuu P-gp.
PuToHaBup SBIISIETCS MOLTHBIM
uHTHOHUTOpPOM P-gp.
[orennmanbHOE HHTHOUPOBAHHE
P-gp aTazanaBUpOM HEW3BECTHO U

HE MOET ObITh UCKIIIOYEHO.

OnHOBpEMEHHOE IPUMEHEHUE
nmaburaTpaHa dTeKcHIaTa u
aTa3aHaBUpPa C PUTOHABUPOM HE

PEKOMEHIyeTCsl.

Dnokcaban

B03MOHEBI ITOBBIIIEHHBIC
KOHIIEHTPAIUH dj0KcabaHa, 4To
MOJKET IPUBECTH K Ooiiee
BBICOKOMY PUCKY KPOBOTEUYEHUSI.
MexaHn3M B3aMMOJIEHCTBHS
COCTOWT B MHTHOMpoBaHuH P-gp
aTa3aHaBUPOM/PUTOHABUPOM.
PuronaBup SABISIETCS MOITHBIM
WHTHOUTOPOM

P-gp.

[ToTenmmanpbHOEC MHTHOMPOBAHNE

P-gp aTazanaBUpOM HEW3BECTHO H

Heobxonumo cobionaTsb
OCTOPOXHOCTH IIPU IPUMEHEHUN
s0KcadaHa ¢ aTa3aHaBUPOM.
CoOTBETCTBYIOIINE PEKOMEHIALINH T10
JIO3UPOBAHUIO d0KcabaHa 1Jist
OJIHOBPEMEHHOT'O IPUMEHEHUS C
WHrHOUTOpaMHu

P-gp npencrasnens! B pa3uenax 4.2. u

4.5.
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HE MOXXET OBITH i T

TEHUBATEINTERUL T UULLL)

HUCKIIFOYCHO.

Bapgapun

O):[HOBpGMeHHOG IMPUMCHCHUC
aTa3aHaBHpa

Bo BpeEMs TCpaIllMM aTa3aHaBUPOM
28

CIIOCOOHO MOBBIIIATE MIIH CHIKATH

KOHIIEHTpauu BaphapruHa

Bo BpEMs TCpalliu aTa3aHaBUPOM
PEKOMCHAYCTCS TUIATCILHO
KOHTPOJIMPOBATh MCKAYHAPOJHOC
HOPMAJIM30BAHHOC OTHOLICHUEC

(MHO), oco6enHO B Hauasie JeueHHs.

MNPOTUBO3MNUIIENITUYECKUE ITPEITAPATHI

Kapbamazenun ATa3aHaBUpP MOKET MOBBIIIATD Kap6ama3zenuH ciieyet npuMeHsITh ¢
ypOBEHb KapOaMasenuHa B IJIa3Me | OCTOPOKHOCTBIO B KOMOUHAIUH C
KPOBH U3-3a MOJIABJICHHSI atazanaBupoMm. [Ipu HeoOXoauMoCcTH
m3opepmenta CYP3A4. cieayeT KOHTPOIUPOBaTh
W3-3a MHAYIUPYIOMIETo JCUCTBHSI | KOHIICHTpAIMK Kapbamas3enuHa B
KapOamaszenuHa CHIKECHHE CBIBOPOTKE KPOBU M COOTBETCTBEHHO
9KCTO3UINY aTa3aHaBUpPa HEeNb3sl | KOPPEKTHPOBaTh J03y. HeoOoxomum
HCKITFOYUTb. TIIATENLHBIA KOHTPOJIb
BHPYCOJIOTHYECKOr0 OTBETA MAI[MEeHTA
DeHnTOVH, PuronaBup MOXET CHUKATH ®ennroud u heHoOapOUTAI ClIeAyeT
(henobapOuTa YPOBHU ()CHUTOMHA W/UITH MPUMEHSATH C OCTOPOXKHOCTHIO B
(henobapOuUTaa B IIa3Me KPOBH | KOMOMHAIIMH C
BCJIEJICTBHE HHYKIIUH aTa3aHaBUPOM/PUTOHABHPOM.
nzodpepmentos CYP2C9 u [Tpu npumeHeHNn
CYP2C19. B cBsi3u ¢ aTa3aHaBUPA/PUTOHABUPA BMECTE C
HUHAYLIUPYIOIIUM IeHCTBHEM (denuTonHOM MK (heHOOapOUTATIOM
(dennronna/penodbapouTaa MOJKET MOTPeOOBATHCST KOPPEKIIUS
CHIDKEHHE YKCITO3UIINU 110361 (PCHUTOMHA WITH
aTa3aHaBUPA HEJIb3sl UCKIIOYUTh. | (heHoOapOuTaa.
Heo0xoaum TatenbHBINH KOHTPOJIb
BUPYCOJIOIMYECKOTr0 OTBETA MAlUCHTA
JlamoTpumKuH OIHOBpEMEHHOE MTPUMEHEHHUE JIaMOTPUIKHH CIIEAyeT IIPUMEHSTH C

JIJAaMOTpHUPKWHA 1

aTasaHaBI/Ipa/ pUTOHABUPA MOKET
CHU3UTH KOHIICHTpAllUH
JIJAaMOTPH/P’KWHA B IUIa3M€ KPOBU

m3-3a naayknun UGT1A4.

OCTOPOXHOCTBIO B KOMOHHAITUH C
aTa3aHaBUPOM/PUTOHABHPOM.
[Tpu HEOOXOAMMOCTH ClieTyeT
KOHTPOJIMPOBATh KOHIIEHTPALIN
JTaMOTPHUJPKUHA U COOTBETCTBEHHO

KOPPEKTUPOBATh
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INPOTUBOOITYXOJIEBBIE ITPEITAPATBI N

MMY HOREHPECCAHTHI 0L 1D UULL

Hpomueoonyxwzeeble npenapanivl

Hpunotekan ArtazanaBup nmogasisieT YI'T u [Ipu npuMeHeHnn aTa3aHaBUpa
MOJKET IPEMsATCTBOBAThH BMECTE C UPHHOTEKAaHOM HEOOXOAMMO
MeTaboIn3My UPUHOTEKaHa, MPHUCTATBHO KOHTPOJIMPOBATH
TEM CaMbIM YCHJINBas TOKCHYHOCTB| COCTOSHHUE MMAallMEHTOB Ha MPeIMeT
MPUHOTEKAaHA. He)XeNaTeNbHBIX Peaklni,
00YCIIOBIICHHBIX HPUHOTEKAHOM.
Hmmynooenpeccanmul
Huxnocnopun Konuentpanuu ganabx PekomenioBan 6osiee 4acThId
Takponumyc HMMYHOJEIIPECCAHTOB MOT'Y T KOHTPOJIb TEPANEBTUYECKON
CI/IpOJII/IMyC MOBBIIATHCA IMPU OJHOBPEMECHHOM | KOHICHTPAINN JaHHBIX

MPUMEHEHNH C aTa3aHaBUPOM
BBHIy MOaBJICHUS H30(epMeHTa

CYP3A4.

JICKApCTBCHHBIX Np€rIapaToB 10
CTa6I/IJ'H/I3a]_[I/II/I HX YPOBHA B ILIa3M€

KpOBH.

HPEIAPATHI U1 IEUEHUSI CEPJIEYHO-COCYIUCTBIX 3ABOJIEBAHUI

Aumuapummuieckue cpeocmea

AMHOIapoH,
CUCTEMHBIN

JINAOKAaNH, XUHUIWH

Konnentparuu ganabx
AHTHAPUTMHUECKUX TIPETIapaToB
MOTYT MOBBIIIATHCS MTPH
OJTHOBPEMEHHOM TTPUMEHEHHH C
aTazaHaBUPOM. MeXaHn3M
B3aMIMOICMCTBUS aMHOJAPOHA WITH
CHCTEMHOTO JUI0KauHa/
aTazaHaBUpa 00yCIOBIIECH
ro/IaBlIieHHEM H30(epMEeHTa
CYP3A. Xunuana o01a1aeT y3Kkum
TEPaneBTUICCKUM OKHOM U
MIPOTHBOIIOKA3aH M3-32 MO/IaBJICHHUS]
nzopepmenta CYP3A

aTa3aHaBUPOM.

CrnemyeT cobNroAaTh OCTOPOKHOCTD U
KOHTPOJIMPOBATh TEPAIICBTUUECKUE
KOHIIEHTpaLMX Ipenapara.
OpnHOBpEMEHHOE IPUMEHEHHE
XUHUAIMHA IPOTUBOIIOKA3aHO (CM.

paznen 4.3.).

B./IOKamOpbl Kajlbyuesvlx Kanaioe

benpuaun

ATazaHaBuUp HE CIEAyET
IIPUMCHATH B KOM6I/IHaHI/II/I C
JICKAapCTBCHHBIMHU IIpCIiapaTaMu,

ABIISIOUIUMUCS CyOCcTpaTaMu

OxHOBpEMEHHOE TPUMEHEHHE C
OCTIPUAMIOM ITPOTHUBOIIOKA3aHO (CM.

pasmen 4.3.).
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modepmenta CYP3A4 u (T

TEHUBATEINTERUL T UULLL)

HUMEIOIIUMH Y3KUM

TeparneBTUYECKUI UHIEKC.

Huntuazem, 180 Mr onuH pa3
B CyTku (aTtazanaBup, 400 mr

OJIH Pa3 B CYTKH)

AUC mnuntuazema 1125 % (1109 %
1141 %)

Crax quntuazema 198 % (178 %
1119 %) Cmin auntrHazema 1142 %
(1114 % 1173 %)

AUC nezanerun-guntuazema 1165
%

(1145 % 1187 %)

Chax Ie3aneTm-gmirnazema 1172
% (1144 % 1203 %)

Chin me3anermn-guntrazema 1121
% (1102 % 1142 %)

3HaYNMOTO BITUSHUS Ha
KOHIIEHTPAI[UH aTa3aHaBUpa HE
3apErHCTPUPOBAHO.

OTMeyanoce yBeIYEHUE
MakcuManbHoOro uarepsaia PR no
CPaBHEHUIO ¢ MOHOTEpaNuei
aTa3aHaBUPOM.

OHOBpEMEHHOE TPUMECHECHHE
aTa3zaHaBUPA/PUTOHABUPA HE
H3yUYEHO.

MexaHu3M B3aUMOJIEHCTBUS
JIITHa3eMa/ aTazaHaBHpa COCTOUT
B IOJIaBJICHUH U30(hepMEeHTa

CYP3AA4.

PexoMeHI0BaHO TIEPBOHAYATBHOE
CHIKEHME 0361 quiTrasema Ha 50 %
C TocJeyIoIen TUTpaen B

3aBHCHMOCTH OT HEOOXOAMMOCTH U

nokasatenei DKI'.

Bepanamun CBIBOPOTOYHBIC KOHIIEHTPAIHH Cremyet co0r01aTh OCTOPOKHOCTD
BepariaMuiia MOTYT MOBBIIIATECS | IPU IPUMEHEHHUH BepanaMuiia
TI0J] BJIMSTHUEM aTa3aHaBHpa B OJTHOBPEMEHHO C aTa3aHaBUPOM.
CBSI3H C IIOJIaBJICHUEM
nzodepmenta CYP3A4.
KOPTUKOCTEPOUMAbI
dnyTukazoHa  MpomMoHAT | YPOBHHU ¢iytukasona | OnMHOBpEMEHHOE NpUMEHECHHUE
MHTpPaHa3aJIbHO, npornuoHaTta B IUIa3Me KpPOBM | aTa3aHaBHPa/PUTOHABUpPA M JIAHHBIX
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50 MKT 4€TBIPE pa3a B CYTKU B | 3HAYUTENLHO IOBLINAIINCE, TOTd -

! rekekoptionos - | & WUUZ] qe

TeueHue 7 mHel (pPUTOHABUD, | Kak BHYTPEHHUE YPOBHU

karricynbl, 100 Mr gBa pasza B | KOPTH30Ja CHIDKAIUCH TPUMEPHO

CYTKH) Ha 86 % (90 % U 82 %-89 %).
I[Ipu MHTAISIIHOHHOM
PUMEHEHUH ¢byTHKa30Ha

MpoNHoHaTa OXHUAaeTcs Oolee
BBIPQKCHHBIH 3¢ dekr. y
MAIMEHTOB, MOy YaBIINX
putoHaBUp U (QUIyTHKa30HA
MPONHOHAT HHTATSMUOHHO WIN
WHTpaHa3aJbHO, OBUIM OTMEYEHBI
CHCTEMHBIE KOPTHKOCTEPOUIHBIC
3(h(deKTbI, B TOM YHCIIE CHHIPOM

Kymnnra n nogasnenue GpyHxuun

HAAMOYCUYHUKOB; TAKHUE SIBJICHUS
TaKxKe BO3MOXHBI npu
[IPUMEHEHUHU IpyTux
KOPTHUKOCTEPOH/IOB,

MeTabONM3UPYEMBIX C y4acTHEM
n3odepMeHTa P450 3A,
Harnpumep, OyJeconuaa. Bimstue
BBICOKOM CHCTEMHOM YKCIIO3HUIIMHU
(dyTrkazoHa Ha YpOBEHB
pUTOHABUpPa B IUIa3Me KPOBU B

HacTodmee BpEeMsa HCEHU3BCCTHO.

Mexaausm B3aNMOICHUCTBHS
COCTOHUT B I10JIaBJICHUM
n3opepmenta CYP3A4.

PEKOMEHJIOBAHO, 32 HCKIIOUCHHEM
ClIydaeB, KOTJa TOTCHIUAIbHAS
M0JIb3a TEePAIUH MEPEBEIINBACT PHCK
pa3BUTHSA CHUCTEMHBIX
KOPTHKOCTEPOUIHBIX 3PPEKTOB (CM.
pasnen 4.4.). Cnenyer paccMOTpPETh
CHIDKEHHE O3Bl TIIOKOKOPTHUKOMIA
Ha (OHE TIATENbHOIO KOHTPOJIS
MECTHBIX U CHCTEMHBIX 3((eKToB, a
TaKkKe  Tepexo]  Ha  JApYrou
TJIIOKOKOPTUKOU/, HE  SBJISIIOLLIUANCS
cybcrparom m3odepmenta CYP3A4
(mampumep, OexsomeTazoH). Kpome
TOTO, B Clly4ae MpeKpalleHus nprueMa
TJTFOKOKOPTUKOUIOB MOJKET
moTpedoBaTHC MOCTENEHHOe
CHIDKEHHE  JIO3BI B TEYCHHE

JUTHTEIHHOTO TIEpHO/Ia.

IPEKTUW/IBHAA JUCOYHKIUA

Hneubumopor @1[3-5

Cunnenagu, Cunnenapui,  tagamaduwi  H
Tananadu, BapleHadui1 MeTabomU3UpPyIOTCS
BapaeHaduI c ydacTHeM n3zodepmMenTa

CYP3A4. OnHOBpEMEHHOE

NpUMCHCHUE C  aTa3aHaBUPOM

MOZKCT MOBBIIIATh KOHICHTpAUN

[TarmenToB HE00X0IUMO
NPEAYNPEANTh O TaKUX BO3MOKHBIX
MOOOYHBIX s dexTax pH
npuMeHeHun uaruouropos ®J13-5 B
OTHOILICHUU 3PEKTUIIbHON

IUCQYHKIMKM  OJHOBPEMEHHO  C
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unru6uropa ®ID-5 u yewnndats - Arasanasipoy (Em -pasmen-4.42).

HEeXeJlaTe/IbHbIC sBieHus1, | JlomoJHUTeIbHas rHpOpMAaIUs
00yCIOBIIEHHBIE DJID-5, | oTHOCUTEIHLHO OTHOBPEMEHHOTO
BKJIFOYAs apTePUATBLHYIO | IPUMEHCHHUS aTa3zaHaBUpa "

TUNIOTCH3UI0, HAPYIICHUA 3PCHUA

" IpuarusMm. MexaHnu3M JaHHOTO

B3aMMOJCHCTBUS  COCTOMT B
[I0/1aBJICHUU u3o(epMeHTa
CYP3AA4.

CI/IJ'II[eHa(bI/IJ'Ia TAKXXC IPEACTABJICHA B

Tabimie B pazmene  «Jlerounas

apTepHraibHas TUIICPTCH3US).

HNPENAPATBI PACTUTEJBHOI'O TIPOUCXOXKIEHUSA

IIpenaparst
MIPOJIBIPSIBIEHHOTO

(Hypericum perforatum)

3Bepobost

O):[HOBpCMeHHOG MMPUMCHCHUC

mpenapaToB 3Bepobost
MIPOABIPSIBICHHOTO c
aTa3aHaBUPOM MOXKET NPHUBOJHTH
K  BBIPOXCHHOMY  CHID)KEHHIO
YpOBHSI ara3aHaBHpa B IUIa3Me
kpoBu. Taxoit >ddexT Moxer
OBITh OOYCIIOBIEH WHAYKITHEH
n3odepMenTa CYP3AA4.

CymecTByer  pHCK oTepu

TepaneBThdeckoro 3ddexra u
pa3BUTHS PE3UCTEHTHOCTH (CM.

pasznmen 4.3.).

OI[HOBpeMGHHOC MMPUMCHCHUC

aTazaHaBHpa u npenapaTos,
coJiepKalIuX 3Bepoboit
MPOJIBIPSIBICHHBIH,

IIPOTHUBOIIOKAa3aHO.

I'OPMOHAJIBHBIE KOHTPALEIITUBbI

OTUHUIIICTPATNAOIT,
25 wMxr +
(arazanasup, 300 mr
OMMH pa3 B CYTKH
putoHaBup, 100 mr

OJIMH pa3 B CyTKH)

HOprecTuMaT

n

AUC stuammcrpanuona [19 %
(125 % |13 %)

Crnax dTHHHIIDCTpaaunona |16 %
(126 % [5%)

Chmin aTHHIIICTpanuona |37 %
(145 % 129 %)

AUC noprectumara 185 % (167
% 1105 %)

Cmax HOprectumata 168 % (151 %
188 %)

Cmin HOprectumata 1102 % (177
% 1131%)

Xots KOHUCHTpalusd

IIpy npumMeHeHUM IEpOPaIBHBIX
KOHTpPALCIITUBOB C
aTa3aHaBUPOM/PUTOHABHPOM
pPEKOMEHIIyeTCsl  COJep)KaHue B
MEPOpAILHOM KOHTpAlleNTHBE Kak
MUHUMYM 30 MKT STHHHIIICTPaanoIia
Y CTPOTOE COOIOACHUE TAIlHEHTaMHU
pekuMa npruemMa KOHTpaLenTHBa.
OpnHOBpEMEHHOE NIpUMEHEHHUE
aTa3aHaBUPa/PUTOHABUPA C IPYTUMH
TOPMOHAJIBHBIMUA KOHTPaLENTHBAMH
17001 MepopaIbHBIMU

KOHTpAaLCIITUBAMU, CoACpKaAlIUMH
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STHHIICTpagHona |moBsimaltats - mperectoresn = - e ™ Ul eunras

NPy IPUMEHEHUHU OJHOTO JIUIIIb HOprecTuMara, He U3y4ajioch.
aTasaHaBUpa, B CBSI3U ¢ | Ifostomy  Takoro  IpUMEHEHHS
oJaBJICHUEM VIT u | cnenyer wusberatb. PexomeHmyercs
nzodepmMenTa CYP3A4 | ucionp3oBath Apyrol HaJeKHBIN
ara3aHaBUPOM CYMMAapHOE | METOJ KOHTpaLEMI1H.

JeficTBHE

aTa3aHaBUPA/pUTOHABHpA

OpUBOAUT K CHHMXCHHUIO YPOBHIA

STUHUIACTPAANOTA n3-3a
UHIYIUPYIOLIETO JICHCTBUS
pUTOHaBHUpA.

VBennuenue JKCIO3ULINHI

MPOTeCTHHA MOXET MPUBOIMTH K
COIYTCTBYIOIIUM MOOOYHBIM
s dexram (Hammpumep,
PE3UCTEHTHOCTH K  HHCYJIUHY,
THCITUTHICMUH, aKHe "

KPOBSIHUCTBIM BBII[CJ'IGHI/IHM), TEM

CaMbIM Hapymas
KOMIUTa€HTHOCTb.

OTUHUIIICTPATINAOIT, AUC stuammerpanuona 148 %

35 mkr + (131 % 168%)

HOPAITHHJIPOH Cmax stuHMIACTpaauona 115 %

(arazanasup, 400 mr (11% 132 %)

OJIMH pa3 B CyTKH) Cmin stuarmctpaaunona 191 %

(157 % 1133 %)

AUC mopatuaapona 1110 % (168
% 1162%)

Cmax HOpaTHHApOHA 167 % (142
% 1196 %)

Cmin HopaTHHApPOHA 1262 %
(1157 % 1409%)

YBenuueHue 9KCIIO3UINH
MPOTECTHHA MOXKET NPUBOIUTH K
COITyTCTBYIOLINM MOOOYHBIM
apdexTam (nampumep,

PE3UCTCHTHOCTU K  HUHCYJIMHY,
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JIUCIUINIEMUH, akge L WY

TEHUBATEINTERUL T UULLL)

KpPOBAHUCTBIM BI)II[CJICHI/IHM), TEM
CaMBbIM Hapyuas

KOMIITTAaCHTHOCTB.

JUNUI-MOIUO®ULUPYIOLIUE TPENAPATHI

Uneubumopwr ' MI™-KoA pedyxma3zwvl

CuMBacTaTHH Mertabonusm cumBactatiHa U | OJHOBpEMEHHOE MPUMEHEHUE

JloBactraTtun JIOBaCTaTUHA B 3HAYUTEILHOW | CHMBAacTaTHHA WIJIM JIOBACTaTHHA C
CTCTICHU 3aBUCHT OT M30()epPMEHTa | aTa3aHABUPOM MPOTHUBOIOKA3aHO B
CYP3A4, u OOHOBpPEMEHHOE | CBSI3U C  yBEJIMYCHHEM  pHUCKA
NPUMEHEHHWE C arTa3aHaBUPOM | Pa3BUTUS MHUOINATHH, B TOM YHUCIIC
MOXKET NMPHUBECTU K TOBBIIMICHUIO | pabmomuonusa (cM. paszaen 4.3.).
MX KOHLICHTPAIIUH.

ATopBacTaTuH Puck  pasButms  mwmomnaruu, | He pekoMeHIOBaHO OIHOBpEMEHHOE
BKJIFOUasi pabIOMHOJIN3, MOXET | MPUMEHEHHWE  aTopBacTaThHa  C
TaKkKe TOBBIIIATHCS Ha (QoHEe | arazaHaBupoM. Ecimm mnpumeHeHus
MIPUMEHEHUS aTopBacTaTWHA, | aTOpBacTaTHHA HEBO3MOXKHO
TakKe MeTa0omu3upyeMoro ¢ | m30exarb, CIeAyeT  MPHUMEHSTh
y4acTuemMm n3odepMeHTa | MUHUMAIGHYI0 BO3MOXHYH) 03y
CYP3AA4. aTopBacTaTWMHA C  TIIATEIHHBIM

KOHTposleM  Oe3omacHocTH  (CM.
pasnen 4.4.)

[IpaBacratun Hecmotps Ha orcyrctBue | Cnemyer coOoIaTh OCTOPOKHOCTb.

diryBacTaTuH COOTBETCTBYIOIIHMX
HCCIICJOBAHMIA, BO3MOKHO
MTOBBIIIICHHUE 3KCIIO3UIHH

mpaBacTaTiHa H  (uIyBacTaTHHA
pu OZHOBPEMEHHOM
NPpUMCHCHUU C I/IHFI/I6I/ITOpaMI/I
nporea3bl.  IlpaBactatuH  He
METaboIU3UPYETCS
nzodpepmenrom CYP3A4.
dnyBacratun YaCTHYHO
MeTaboIU3UPYETCS

nzodepmentom CYP2C9.

Hpyeue runuo-mooupuyupyrowue npenapamot

Jlomuranun

MeTtaboau3m JJOMHUTaIuga B

OHOBpEMEHHOE

MMPUMCHCHUC
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3HAYUTENBHON CTEHeHH 3aBHCHA -

! nemratinha |G Vardsanaspd ¢

or wu3opepmenra CYP3A4, u

PUTOHABHUPOM IMPOTHUBOIOKA3aHO W3-

OTHOBpEMEHHOE TPUMEHEeHHe C | 3a MOTEHITHAITEHOTO pucka
aTa3aHaBUPOM M PUTOHABUPOM | 3HAYUTEIHLHOTO MOBBIIICHUS
MOXXET IMPHUBECTU K TOBBLINICHUIO | aKTHBHOCTH TpaHCaMUHAa3 u
€ro KOHIICHTPAIIH. renaTOTOKCUYHOCTH  (CM.  pasjen

4.3.).

HUHT AJIAIIMOHHBIE BETA-ATOHUCTbDI

Canmetepoin OnnoBpemeHHoe mpuMeHeHue ¢ | OnHOBpeMeHHOE MPUMEHEHUE
aTa3aHaBUPOM MOJKET MOBBINIATH | calMETeposia W ara3aHaBHpa He
KOHIIEHTpAIlUK CcaIMeTeposia U | pEKOMEHIOBaHO (cM. paznen 4.4.).
YCUJIMBaATh HEXKEIAaTCIIbHBIC
SIBJICHUS, CBs3aHHbIC C
CaJIMETEPOIIOM.
Mexanuzm B3aUMOJICUCTBUS
3aKJIFOYaeTCs] B TIOJABIICHUU
n3odepMenTa CYP3A4
aTa3zaHaBUPOM W/nnm
PUTOHABHPOM.

OIMnoun bl

Bynpenopdun, oauH pa3 B
CYTKH, CTaOUITbHAS
MOJIeP>KUBAIOIIAS no3a
(atazanaBup, 300 mMr omauH
pa3 B CYTKH C PUTOHABUPOM,

100 Mr oguH pa3 B CyTKH)

AUC oynpenoppuna 167 %
Cmax Oynperopduna 137 %

Cmin Oynipenopduna 169 %

AUC nopoymnpenoppuna 1105 %
Crax HOpOyTipenopduna 161 %
Chmin HOpOynpeHopduna 1101 %

Mexanu3m pa3BUTHUA  OAaHHOI'O

B3aUMO/IEHCTBUSA COCTOHUT B
MOJIaBJICHU U

nzodepMeHTa CYP3A4 u
UGT1AlL.

Konuentpanuu aTazaHaBHUpa
(BmecTe c PUTOHABUPOM)

HU3MECHAIIMCh HE3HAYHUTCIILHO.

O,Z[HOBpeMGHHOG MIPUMCHCHUC C

aTa3aHaBUPOM ©  PUTOHABUPOM
TpeOyeT MPHUCTATFHOTO HAOIIOJCHUS
JUTS

BBIABJICHUA CCIaTHBHBIX n

KOTHUTHBHBIX 3(dekToB. Moxer

MOTPeOOBATLCS  CHIDKEHHE  JI03BI

OyrnpenopduHa.

MertaoH, cTaOMILHAS

noAACPIXKUBAKOIIAsA J03a

(arazanaBup, 400 mMr oxmuH

3HaYuMOe BIIMAHUC Ha
KOHICHTpalunuun METaa0Ha HE
OTMCYAJIO0Ch. y‘-II/ITLIBaSI, 4qTo

IIpy onHOBpPEMEHHOM TNPHUMEHEHUU
MeTa/ioHa c aTa3aHaBUPOM

KOPPEKIIMH J103bl HE TpedyeTcsl.
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pa3 B CYTKH)

HH3KHWE 036 pPUTOHABHPA (100 et

TEHUBATEINTERUL T UULLL)

IiBa pa3a B CyTKH) HE OKa3bIBaIOT
3HAYUMOT0 BIIUSTHUSA Ha
KOHIIEHTpaLuu MeTaloHa,
COTJIACHO HUMEIOIIUMCS JIaHHBIM,
B3aUMOJIECTBUE Ipu
OJIHOBPEMEHHOM  IIPUMEHEHUU
METaJioHa C aTa3aHaBUPOM HeE

OXKHOaCTCA.

JEIT'OYHASA APTEPUAJIBHASA T'NNNEPTEH3 U

Uneubumopwvr @5

Cunnenagun

OnHOBpeMEHHOE TpPHUMEHEHHE C

aTa3aHaBUPOM MOJXKCET IOBBIIIATH

KOHIEHTpaIu’ HHTHOUTOpA
OL3-5 u YCUJIMBATh
HeXXeJaTeJIbHbIE SIBJICHUS,

00yCIIOBIIEHHBIE HHTHOUTOpPAMU

DID-5.

Be3omacnas u s¢dekTuBHas 103a
cunneHapmwia B KOMOMHAIMU €
aTa3aHaBUPOM npu JICYCHUHN
JIErOYHOU apTepuaIbHOU
TUTNIEPTEH3WH HE yCTaHOBIICHA.

Cunpenadui, TpUMEHSIEMBIH s

JIeYeHUs] JIETOYHOW apTepuaIbHOU

MexaHu3m B3aMMOJCHUCTBUS | TUIIEPTEH3UH, IPOTUBOIIOKA3aH (CM.
3aKIOYaeTcss B TOJaBieHuU | pasgen 4.3.).
n3zodepmMenTa CYP3A4
aTa3aHaBUPOM u/unm
PHUTOHABHPOM.
CEJATHUBHBLIE ITPEITAPATHI
benzoouazenunvi
Munazonam Munazonam u Tpuazoiam | OIHOBpEMEHHOE MIPUMEHEHUE
Tpuazonam MeTa0OMM3UPYIOTCS ¢ AKTUBHBIM | aTa3aHaBUpa C TPHA30JIaMOM  HIIH

y4acTueMm u3ogepMeHTa

CYP3AA4. OmxHOBpEMEHHOE
NpUMEHEHHE C aTa3aHaBUPOM
MOXKET MIPUBOJIUTH K
BBIPOKCHHOMY YBEITUICHHIO
KOHIICHTpAITUH JTAHHBIX
OEH30/TMa3CITHHOB.

WccnenoBanus B3auMOIEHCTBUNA
aTazaHaBUpa c

6CH30,Z[I/Ia3€HI/IHaMI/I HC

MHUJa30JIaMOM JUId [IpUe€Ma BHYTpPb
MIPOTHUBOIIOKa3aHo (cM. pasmen 4.3.),
a Tpud NPUMCHEHHMM aTa3aHaBHpa
BMeECTe c MapeHTePaTbHBIM
MHJIa301aMOM TpebyeTcst coOII0IaTh

OCTOpOXXKHOCTb. IIpu mnpumeHeHuun

aTa3aHaBUpa C [apeHTepalbHbIM
MUJA30J1aMOM  JIEYEHUE  CIIEAYeT
MIPOBOJIUTH B OTJIEJIEHUU

uHTeHcuBHON Teparnuu (OUT) nm
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nposomwan. CornabHo naHHBIM - AHANrHTHOM D “oeneicHHHS | ¢

o JPYTUM WHTHOUTOpaM | oOecrieueHneM MPUCTATHHOTO
m3odepMenTa CYP3A4, | KTMHIYECKOTO KOHTPOJIS u
OKUJAeTCsA, YTO KOHLEHTPALUU | COOTBETCTBYIOIIETO MEIUIIMHCKOTO
MH/Ia30jiamMa B TUIa3Me KPOBHU IPW | JIEYEHUSI B Cly4ae  yTHETEHHs
ero mpueMe BHYTPb OyAyT | AbIXaHHA n/nu JUTATETBHON
cyumiecTBeHHO Bbime. [lanHeie o | cemanuu. Cliegyer  paccMOTpETh
COMYTCTBYIOIIEM  NPHMEHEHWH | KOPPEKLUUIO  JI03Bl  MHKAa30iama,
MapeHTepabHOr0 MHUAa3onaMa ¢ | 0COOEHHO npu MPUMEHEHUH
JIPYTHMH MHTUOUTOpPaMHU | OJHOKPATHOW 03I MUa30J1aMa.

MpoTea3bl CBUACTENBCTBYIOT O
BO3MO>KHOM 3-4-xpaTHOM
YBEJIIMYCHUM YPOBHS MHIa30J1amMa

B IJIa3M€ KPOBH.

JIeT’ ¥ NOAPOCTKU

HccrnenoBanust 1Mo OIGHKE B3aMMOJEHCTBHS MPOBOIWIA TOJBKO C YYaCTHEM B3POCIBIX
HaIMEHTOB.

4.6. @epTHIBHOCTb, 0€PEeMEHHOCTH U JIAKTAIUSA

bepeMeHHOCTB

ATazaHaBHp JOJDKEH MPUMEHATHCS NpU OCPEMEHHOCTH, TOJBKO €CIIM MOTEHIMAJIbHAS I0JIb3a
NPUMEHEHHs Y MaTepH MPEBbIIIAET MOTEHIUAIBHBIA PUCK IS TUIOJIA.

YMmepeHHbll 00beM AaHHBIX y 6epeMeHHBIX xeHIuH (0T 300 1o 1000 ncxonoB OepeMeHHOCTH)
MoKa3aJl OTCYTCTBHE TOKCHYHOCTH aTa3aHaBHpa B BHUAC TOPOKOB pAa3BUTHA Y IUIOAA.
HccrnenoBannss Ha JKMBOTHBIX HE TIOKAa3aJlld TPU3HAKOB TOKCHYHOCTH B  OTHOIICHHUH
PENpOIYKTUBHOM CUCTEMBI.

JlakTanus

ATazaHaBup 0OHAPYKHUBAJICS B TPYHOM MOJIOKE, YTO TIOATBEPKICHO TAaHHBIMH MCCIIEIOBaHUS HA
KpbicaXx. HeT NmaHHBIX O BIMSHUM aTa3aHaBHpa Ha CEKPEUHUIO TPYIHOTO MOJIOKa. B cBs3M ¢
BO3MOXHOCTBIO Tiepeaun BUY oT matepu pebeHKy C MOJIOKOM, a TaKKe BBHJLy PUCKA Pa3BUTHUSA
Cepbhe3HBIX MOOOYHBIX 3(PPEKTOB y pedeHKa, KOPMUTh IPYAbIO MIPU MPUMEHEHUHU MpernapaTa He
PEKOMEH/TyeTCH.

DdepTUIbHOCTD

B noxnuHUYeCKHX MCCIEOBAHUSAX BIUSHUS aTa3aHaBUpa Ha (EPTUILHOCTH U HMOPHOHAIBHOE
pa3BUTHE, aTa3aHABUP W3MEHSUT ACTPAIIbHBIN IIUKJI, HE BIMSASA IPU ATOM Ha (PEpTHIILHOCTS.
4.7. Bausinme Ha cNOCOOHOCTH YNPAaBJATH TPAHCHOPTHBIMU CpeCTBaMU U padoTath ¢

MEXaHU3MaMHu
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CrnennanbHbIX UCCIEAOBAHUN 110 U3YUYEHUIO BIIUSHUS dﬂ%ﬁé@;ﬁf‘{%@@ﬁ%%ﬁjﬁ]%hﬂb

TPAHCIIOPTHBIMU CPCACTBAMU U pa60TaTB C MCXaHHU3MaMU HEC IMPOBOAUIIOCH.
Bbutn OTMEUeHBI ClTydar TOJIOBOKPYKECHHUsSI BO BpeMsl TEPAITUK aTa3aHABHPOM.
4.8. He:xenatejibHbIE peaKIuu

Pesrome npoduiist 6e3onacHocT

be3omacHocTh ara3aHaBMpa OLIGHMBAJM B COYETAaHUM C JPYIMMH aHTUPETPOBUPYCHBIMU
JICKapCTBEHHBIMU TIperaparaMd B XOJ€ KOHTPOJIUPYEMBIX KIMHUYECKHX HCCIEIOBAHUM C
yyactueM 1806 B3pOCIIbIX MAIMEHTOB, MOJYYaBIIUX J€UeHUE aTa3aHaBUpoM B o3¢ 400 Mr oauH
pa3 B cytku (1151 maument, cpemHsis NPOIOIKUTEIBHOCTh 52 HENEIM W MaKCHUMalbHas
MPOJIOJDKUTENBHOCTE 152 Henenun) win atazanaBupoM B g03e 300 Mr ¢ putoHaBupom B 1o3e 100
MT OJIMH pa3 B CyTKH (655 manueHToB, cpeaHss MpoI0JDKUTENBHOCTh 96 Helenb U MaKCUMallbHas
MPOJIOJDKUTENLHOCTE 108 Hemens).

HexenarenbHble peakuuu perucTpUpoBald C CONOCTaBUMOM 4acTOTOM y MAlUEHTOB,
[OJIyYyaBIIUX JIeYeHHE aTa3zaHaBupoM B ja03e 400 mMr oguH pa3 B CYTKHM, M Yy NAalMEHTOB,
MOJIy4aBUIMX JIeYeHHe arazaHaBupoM B 103€ 300 Mr ¢ putoHaBupom B fo3e 100 mr oauH pa3 B
CYTKH, 32 UCKIIFOUEHUEM KEITYXH U MOBBIIIECHUS KOHIICHTPAIK 0011ero OunnpyOonHa B 1ia3Me

KpPOBH, KOTOpPbIE BCTPEYAIUCH Yallle IPU NPUMEHEHNN KOMOMHAIMY aTa3aHaBUpa U pUTOHABHPA.

VY nmauMeHToB, MOJIy4aBIIMX JieyeHUe arazaHaBupoM B no3e 400 Mr oIuH pa3 B CyTKH WIU
aTaza"aBupoM B 103e 300 mr ¢ putoHaBupoM B o3e 100 Mr oauH pa3 B CyTKH, UCKIIFOUUTEIbHBIMU
HE)KeNNaTeIbHBIMU peaKkIMsIMU JIF00OH CTENEeHHU TSKECTH, O KOTOPBIX COO0IIaIOCh OYEHb YacTo, IO
KpaliHeW Mepe, ¢ BO3MOXHOM CBSI3bI0 CO CXEMaMHM, COJEpIXKAIIMMHU aTa3aHAaBUp U OAUH WIIU
HECKOJIbKO HYKJIEO3UIHBIX/HYKJICOTHUAHBIX MHIHOUTOpOB 0OpatHO# TpaHckpunrtassl (HUOT),
obH TomrHOTA (20 %), nuapest (10 %) u xenryxa (13 %). YV nmanueHTOB, MONTyYaBIINX JeUECHUE
atazaHaBupoM B no3e 300 mr c¢ puroHaBupoM B no3e 100 Mr, yactora pa3BUTHs KEITYyXU
cocraBuina 19 %. B GonbIIMHCTBE CiIydaeB KEJITYyXy PETHCTPUPOBAIU B MEPUOJT OT HECKOIBKUX
JTHEW 70 HECKOJIBKUX MECSIIEB MOCe Havana JieueHus (cM. pazzaen 4.4.).

B nepuoa noctperucTpaiioHHOro HabI0ACHUS ObUIH 3apETUCTPUPOBAHBI CIIyd4au XPOHUYECKOH
6one3nu moyek y BUY-uH(GUIIMPOBaHHBIX MAIIMEHTOB, MOTYYAIOIIUX aTa3aHaBHP C PUTOHABUPOM
win 6e3 Hero. B kpynHomacimitaGHOM, MPOCTIEKTUBHOM, HaOII0JaTeIbHOM HCCIIEIOBaHUM Obliia
MOKa3aHa B3aMMOCBSI3b MEX/1y YBEJIIMYEHUEM YaCTOThl Pa3BUTHUSL XPOHUUECKON OOJIE3HU MOYEK U
COBOKYITHOHM SKcmo3uliuedl aTtazaHaBupa/puToHaBupa y BUYU-uHQUIMPOBAHHBIX MAlMEHTOB C
U3HAYaJIbHO HOPMAJIBHOM pacdyeTHOW CKOpocThio kiyOoukoBoi ¢unbrpanuu (pCK®D). Takyro
B3aMMOCBSI3b HAOJIOIAT HE3aBUCUMO OT JKCIIO3MIMHM TeHO(GOBUpA TU3OIMpPOKcHia. Tpedyercs
PEryJISIpHBIA KOHTPOJIb GYHKIIUHU MOYEK y MalMEeHTOB Ha MPOTSHKEHUHU BCel Tepanuu (cM. paszaen

4.4.). Tabau4uHOE pe3roMe HeKeIaTeIbHbBIX PeaKIIni

43



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 29.10.2024 N= 23859

YacroTa BCTpEeUaeMOCTH OMpPEIeeHa CIEAYIOIMUM 06p5§t5;€i::a§e;'f; Eta@i%@*ﬂﬂ@)? :ia%;%‘?(bT >

1/100 mo < 1/10); meuacto (ot > 1/1000 mo < 1/100); peaxo (ot > 1/10000 mo < 1/1000); oueHb
peako (< 1/10000) ), dyacrora Heu3BecTHa (MCXOJ U3 HMEIONIUXCS JIAHHBIX YacTOTY
BO3HUKHOBEHUS ONPEACTUTH HEBO3MOXKHO).

B nmpenenax KaKao¥ TpymlIbl 4acTOTa BCTPEYAEMOCTH HEXKEJATEIbHBIX PEAaKIUN yKa3aHa B
HOpS/IKE YMEHBIUICHUS CEPhE3HOCTH.

HesxenaTenbHble peakiiy CrpyNIUpPOBaHbl B COOTBETCTBUU C IOPSIKOM Ha OCHOBAHUU CHUCTEMHO-

oprannbix kimaccoB (COK):

Tabnuma 2
CHCTEMHO-OPraHHbIN KJIaCC Karteropus HexenarenbHas peakuusi
YaCTOTHI

Hapywenus co cmoponvl HEYacTo FUIIEPUYBCTBUTEIBHOCTD

UMMYHHOU CUCTeMbl

Hapywenus co cmoponbl HEYacTo CHVJKECHHUE MacCChl TeJa, YBEJIMYECHUE

Memabonusma u nUmaHusl MAaCChI T€JIa, aHOPEKCUSL, IIOBBILLICHUE
AnIeTuTa. .

[ lcuxuueckue napyuieHus HEYacTo nenpeccus, 1e30pUeHTaIus,
TPEBOKHOCTh, OECCOHHUIIA, HAPYIIICHHE
CHA, HEOOBIYHBIE CHOBUICHUS

Hapywenus co cmoponvl 4acTo roJIoBHas 00JIb

HEepeHOl cucmeMmMbl

HEYacTo

nepudepuyeckas Helponartus,
0OMOpPOK, aMHe3Hsl, TOJIOBOKpPYKEHHE,
COHJIMBOCTb, TUCTE€B3US

Hapywenuss ~ co  cmopombi 4acTo [MOYKEJTEHNUE CKIIEP TJI1a3

opeaua 3peHus

Hapywenuss  co  cmoponbi 4acTo JIBYHaIpaBJICHHAs YKEITyJ0UYKOBas

cepoya TaXuKapIus’

penko yumHenne uHTepBanma QT  orek,

OIIYIIIEHUE CEPIIICONCHUS
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Hapywenus  co  cmopoHbl HEYacT( Aptépriinbias Turepretsys = H- )
c0Cy008
Hapywenuss ~ co  cmoponsl HEYacTo OJIBIIIKA
OblXamenbHol cucmembl,
op2anoé 2pyoOHOU KIemKu u
cpedocmenus
JKenyoouno-kuueunvie 4acTo pBoTa, gamapes, O00Jb B KHUBOTE,
Hapywenust TOIHOTA, JAUCIIETICHS
HEYacTo NAaHKPEATHT, TaCTPUT, B3LyTHE KUBOTA,
a@TO3HBIA ~ CTOMATUT,  METEOPU3M,
CYXOCTh CJIM3UCTON OOOJIOYKH TIOJOCTH
pra
Hapywenus ~ co  cmoponbl 9ACTO KerTyxa
neuenu U JHCenuesbl8oOaUUX] HEYacTo reraTuT, )KeIYHOKAMEHHas OOJIE3HB?,
ymeii xorectas?
penKo renaroCIyIeHOMEraats, XOJIEUCTUT?
Hapywienust co cmoponsl Koxcu
1 HOOKOJICHBIX MKAHEL
94acTo CBHIIIb
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HEYacTq MyssTipopmas = [EHUL T 5pibaat®,

TOKCHYCCKHUE KOXXHBIC BI)ICBIHaHI/IHa’b,

DRESS-CI/IHI[pOMa’b,
AHTMOHEBPOTHYCCKHUI OTeK?,

KparuBHUIIA, AJIONEHUS, 3y

penKo CHHIPOM CTI/IBCHC&'I[)KOHCOHaa’b,

BGSI/IKYJIC3HO'6YJIJ1€3H8H CBIIIb, DK3€Ma,

paciMpeHue cocya0B

Hapywenus co cmopoHul HEYacTo MBIIIICUHAsT aTpOQusi, apTPAITHS,
MblUEeYHOU, CKelemHou U MHUAJITUS

coeOUHUMENbHOU MKAHU pemKo MHOTIATHS

Hapywenus co cmoponvl HEYacTo

nouex u Moueebl8OOSUUX
MoOUYeKaMeHHast 00JIe3Hb?, TeMaTypus,

nymeti
MPOTEUHYPUS, TTOJTTAKUYPHS,
WHTEPCTUIIUATBHBIN HEPPUT,
XpOHHYECKast 00JIe3Hb MOYEK®
penko 0o1H B 00J1aCTH MOYEK
Hapywenus co cmopoHul HEYacTo FMHEKOMAaCTHUS.
penpoOyKmuHol cucmemul u
IMOTOYHBIX Jicenie3
Obwue napywenus u peakyuu 6 9acTo YTOMJISIEMOCTD
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lMecme 66e0eHs] HEYacTd Gokb-8 rpy et tuxopangd.— | o UUUL)

HEAOMOI'aHHEC, aCTCHUS

peako HapYIICHUE TOXOAKI

2 JlaHHbIE HEXETATEIbHbIE PEAKIMH BBIIBICHBI B X0O/I€ TOCTPErUCTPALIMOHHOTO HAOMIOAECHHUS, OJJHAKO UX 9aCTOTy
OLICHWBAJIN HA OCHOBE CTATHCTHUYECKHUX PACUETOB, NCXOSI N3 OOIIEro YHcia NalMeHTOB, IPUHIMABIINX aTa3aHaBHD,
B PaHIOMHU3HPOBAaHHBIX KOHTPOIUPYEMBIX U JIPYTHX JOCTYITHBIX KIMHWYIECKUX HCCIEA0BaHUX (n = 2321).

b Jlns mosydeHus TOAPOOHON HMHpOPMAlMM OOGPATHTECh K OMHUCAHHIO OT/EIBHBIX HEKENATEIbHBIX PEaKIlHii.

OmnmncaHue OTACIBHBIX HEXKEIATSIbHBIX PEaKITM

Y BUY-uHOUIMPOBAHHBIX MAIMEHTOB C TKEJIBIM UMMYHOAC(PHUIMTOM B Hayalle MPUMEHEHHS
KOMOMHHMPOBAaHHOW aHTUPETPOBUPYCHOM Tepanuy MOT'YT pa3BUBATHCS BOCIIAIUTENbHbBIE pEAKLIUU
B OTBET Ha OECCUMOTOMHBIE WJIM OCTAaTOYHbIE OMNIOPTYHUCTHUYECKHEe HHpekuuu. Takxke
OTMEYAJIMCh Cllydad ayTOMMMYHHBIX 3a0oneBaHuil (Hampumep, Oone3Hb IpeiiBca u
ayTOMMMYHHBIN T'€laTUT), OJJHAKO BpEMsl Hayaja pa3BUTHUS TaKUX 3a00JIeBaHUN BapbUPOBAJIOY
pa3HbIX MAllMEHTOB, U OHM MOIJIM HACTYyNaTh Y€pe3 MHOI'O MECALEB MOCJIE Hayaja Teparnuu
aTazaHaBupoM (cM. pazzaen 4.4.).

Ocmeornekpos

Coo0manocr 0 ciydasx OCTEOHEKpPO3a, B OCOOEHHOCTH Y TMAlMEHTOB C TOATBEP)KICHHBIMH
¢dakropamu pucka, nosgHeit craguern BUY-undexuuu m npu manurensHoit KAPT. Yacrora
BCTPEYaEMOCTH MOAOOHBIX SBICHUIN HeU3BecTHa (CM. paszzen 4.4.).

Memabonuueckue nokazamenu

Bo Bpemsi aHTHPETpOBUpPYCHOW Tepaluu MOXKET HaONIoAaTbcs yBEJIWYEHHE MacChl Tena U
MOBBIIICHUE KOHIICHTPAIMH JIUTIUIOB U TIFOKO3bI B KPOBH (CM. paznen 4.4.).

Cuvins u céazanmbvle ¢ Heli CUHOPOMbL

ChInb 00BIYHO MpECTaBIIAET COOON MaKyJIONaIyJIe3HYI0 KOXKHYIO ChIIb JETKOW MM yMEpEeHHOH
CTENEeHM TSHKECTH, KOTOpash BO3HUKAET B TEUEHHUE MNEPBBIX 3 HEAENb IOC/Ie Hayala Tepanuu
aTa3aHaBHUPOM.

Cunapom CrueHca-/[)xoHCOHa, MyTbTH(QOPMHAs SIpUTEMA, TOKCUUECKHE KOXKHbIE BHICHITAHUS U
MEIMKaMEHTO3Hasl ChIllb ¢ 203uHOGMIMed u cucreMHbiMu cumnromamu (DRESS-cunnpom)
TaKXe HaOIIoAauCh PU MPUMEHEHUHN aTa3aHaBupa (cM. pazuen 4.4.).

Omknonenus 1a60pamopHvlx noKazameeti Om HOpMbl

Haubonee uacThiM OTKJIOHEHHEM JaOOpaTOPHBIX IOKa3aTelell OT HOPMBI Yy NAIEeHTOB,
MOJIYyYaBIIUX CXEMBI, COJIeprKalllue aTazaHaBup U oAuH 1 Heckoiabko HUOT, 6b110 noBbIIeHNE
KOHIIEHTpaLUH 0011ero 6uarpyOuHa B Ii1a3Me KPOBU, 0 KOTOPOM COOOIIAIOCH TPEUMYIIIECTBEHHO

KaK O TMOBBIIICHNN KOHIIEHTPAI[UU HEMPSIMOTo [ HEKOHbIOTHPOBaHHOT 0| Omnnpyouna (y 87 % 1-ii,
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2-ii, 3-if wim 4-i1 crenenu). IloBblIEHNE KO ueHTpaﬁHf;':B@Eé%Eﬁ%Eﬁg%ﬂfg'g o B 4-i

crenieHu 3apeructpupoBanu y 37 % naunueHToB (y 6 % 4-i creneHu). Y NalMeHTOB, paHee
MOJTy4YaBIIUX JIeYEHUE aTazaHaBupoMm B 103€¢ 300 mMr ouH pa3 B cyTku ¥ 100 Mr putoHaBUpa OJIMH
pa3 B CYTKM C MEIMAHOW MPOJOJDKUTENBHOCTH Tepanuu 95 Hepenb, y 53 % mnanueHToB
PETUCTPUPOBAIIM TIOBBIICHHE KOHIEHTpauuu obmero Ownmupybmna 3-ii - 4-if cremenu. Y
MAalMEeHTOB, HE MOJYYaBIIUX paHee JIedeHue arazanaBupoM B o3¢ 300 Mr oauH pa3 B cyTku u 100
MI' PUTOHABHUPA OJUH Pa3 B CYTKH C MEANAHOW MPOJOHKUTENBHOCTH Tepanuu 96 Henensp, y 48 %
MAIMEHTOB PETUCTPUPOBAIIU MOBBIIICHNE KOHIIEHTpAIMH 0011ero ounupyouna 3-ii - 4-it crenenu
(cm. paznen 4.4.).

Jlpyrue BeIpaskeHHbIE OTKJIIOHEHHUS! KIIMHUYECKUX JJAO0PaTOPHBIX MOKa3aTenel OT HOPMBI (3-51 UiH
4-1 cTemneHb), 3aperUCTPUPOBAaHHbIE Y > 2 % NAIMeHTOB, MOJIyYaBIIUX CXEMBI, COJIEpKalIie
aTazaHaBup # oauH unu Heckonbko HHMOT, Brirowanu: TOBBIIIEHHE aKTHUBHOCTHU
kpearunpochokunazel (KOK) (7 %), noseimmenne aktuBaoctu AJIT (5 %), cHmKeHHE Yncia
HeirpodunoB (5 %), moBeIeHHe akTUBHOCTU acnapraramuHorpanchepassl (ACT) (3 %) u
MOBBILICHHE aKTUBHOCTH JIMTIA3HI B 111a3Me KpoBH (3 %).

2 % manueHTOoB, MOJIyYaBIIUX JICYCHHUE aTa3aHABUPOM, HCIIBITAIA OJHOBPEMEHHOE IMOBBIIICHUE
aktuBHOCTH AJIT/ACT 3-if - 4-if cTemeHW W KOHIEHTpauuu odmero ounupyouHa 3-it - 4-ii
CTEIEHHU B IJIa3M€ KPOBH.

Jpyrue ocoOble IpyNIEl MAIUCHTOB [al[MeHTE C KO-MHpEeKILMer Iernarmura B u/wiu

renarmra CCpeau 1511 nauneHToB, NOMyYaBIINX JIEYEHUE aTazaHaBUPOM B A03¢e 400 mr ouH
pa3 B CyTKH, y 177 manueHToB MMenach KO-MHQEKIus XpoHndeckoro remaruta B umu C, a u3
yucia 655 nanueHToB, MOoJIy4YaBlIMX arazaHaBup B 103€ 300 Mr oauH pa3 B CyTKH C pPUTOHAaBHPOM
B no3e 100 mr oauH pa3 B CyTkH, 97 manueHToB ObLIM ¢ XpoHWYeckuM remarutom B wmm C.
[TateHThI C

KO-MH(]EKIen yarie MCX0IHO UMENU MOBBIIIEHUE CHIBOPOTOYHONW aKTUBHOCTH «II€YECHOUHBIX)
TpaHCaMHHA3, YeM MaIUeHThl 0e3 XPOHMYECKOro BUPYCHOTO remartuta. Pa3numuus B udacToTre
MOBBIIICHUS] CHIBOPOTOYHON KOHIIGHTpAallMU OWIMpyOMHA HE OTMEUYANIHWCh CpPEeau JaHHBIX
MAalMEeHTOB U MAIMEHTOB 0€3 BUPYCHOTO TremaTtuTa. YacToTa pa3BUTHS CBSI3aHHOTO C JICUCHUEM
renaTuTa W TOBBIIICHUS AKTUBHOCTH TpaHCAMWHA3 y TAIMEHTOB C Ko-wH(eEKuei Obuta
COMNOCTaBMMa B TpyIIax JICUEHUS aTa3aHaBUPOM U MPENapaToB cpaBHEeHUs (cM. pa3aen 4.4.). [letn
B xnunnueckom uccnenosanun Al424-020 y geteit u moApoCTKOB B BO3pACTe OT 3 MECSILEB 10
18 neT cpeaHsisi MPOJOJKUTENBHOCTD JICUEHHUS! aTa3aHaBUpPOM B (opMe MOpOoIIKa AJs mpuema
BHYTpPB 00 Karcys coctapmwia 115 Hexens. [Ipodub 6e30macHOCTH B JTaHHOM HCCIICIOBAHUHN
OBLT CXOAHBIM C TAaKOBBIM Yy B3pOCIBIX MAIlMEHTOB. Y JeTed M MOAPOCTKOB ObLIA BBIABICHA

OeccuMNTOMHAas aTpHOBEHTPUKYIIsipHas (AV) Ookaza nepBoii crenienu (23 %) u BTOpoit cTeneHu
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(1 %). HanGomee dacTbiM OTKIOHEHHeM nafoparopHblx mokasarefiei o tiopmst ¥ Uxdrei,

MOJTy4YaBIIUX JICYCHUE aTa3aHABUPOM, SIBJISLIIOCH TIOBBIIIICHHE KOHIIEHTPAIUU 00111ero OmimnpyonHa
(B > 2,6 pa3 Beiie BI'H, 3—4 crenens), umeBiiee mecto y 45 % naiieHTos.

B knunHnueckux wuccnenoBanusx Al424-397 u Al424-451 cpenHsisi TpOAOSIKUATEIIBHOCTh
IIPUMEHEHHUs aTa3aHaBHMpa y JeTed B Bo3pacTe oT 3 mecsaueB 10 11 ser cocraBuna 80 Henens.
JleranbHble ciydau He ObUTH  3apeructpupoBaHbl. [Ipodunp Oe30macHOCTH B JTaHHBIX
UCCJIEIOBAaHMSIX ObUI CXOJHBIM C TaKOBBIM B paHee MPOBEIECHHBIX HCCIEIOBAHUSAX C y4aCTUEM
JeTeil 1 B3pocibIX nanreHToB. Hanbonee yacThiMU OTKIIOHEHUSMH JIAOOPATOPHBIX MOKa3aTenen
OT HOPMBI Y JIeTEH, MOMyYaBIINX JEYCHUE aTa3aHaBUPOM B (JOpME MOPOIIKA JUIsl TPHEMa BHYTPb,
SIBJISIIOCH TIOBBIIIEHHE KOHIIEHTpaluu o01iero ounupyouna (= 2,6 pas Beitie BI'H, 3 u 4 crenens;
16 %) wu mnoBbiieHHMEe akTUBHOCTU amuiasel (3—4 crenenb; 33 %), Kak mpaBuio,
HEMaHKpeaTHUyecKoil 3Tnonoruu. B JaHHbBIX nccnenoBanusx noseimeHne aktuBHocTH AJIT vaie
OTMEYAJIOCh Y JAETEN, YEM Y B3POCIIBIX.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKITINAX

BaxHo coo0marh 0 10J03peBaEMBIX HEXKeNaTeIbHbIX pPEaKLUUAX MOocie pPerucTpanuu
JIEKapCTBEHHOT'O MpernapaTa ¢ Lelbio 00ecleYeHns HeNpepbIBHOIO MOHUTOPUHIA OTHOLICHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOIO Mpenapara. MeauIMHCKUM pabOTHUKaM pPEKOMEHAYETCs
coo0ImaTh O JIHOOBIX IMOJO3PEBAEMBIX HEXENATEIbHBIX PEAKIHSIX JEKAaPCTBEHHOI'O Iperapara
yepe3 HalMOHAJIbHbIE CUCTEMbI COOOLICHUIM O HEXENAaTeNbHbIX pPeakLUsiX roCyJapcTB — YICHOB

EBpa3uiickoro 5KOHOMHUYECKOI0 COK03a:

Poccuiickaa ®@eodepayus

®denepanbHas cinyx0a mo Haa30py B chepe 3npaBooxpanenus Poccuiickoit deneparu
Anpec: 109012, Mocksa, CnaBsiHCKas M101ajib, 1. 4, ctp. |

Ten.: +7 (800) 550 99 03, +7 (499) 578-02-20, +7 (499) 578-06-70

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

Caitt: www.roszdravnadzor.gov.ru

4.9. TIlepeno3umpoBka

CuMITOMBI

B xoxe KIMHMYECKHUX HCCIIENOBaHUI MpHEM 30pOBBIMU JOOPOBOJIBIAMH 03 aTazaHaBUpPaA /0
1200 Mr OAHOKpPaTHO HE CONPOBOXAAICA KAKUMHU-THOO HEXKENATEIbHBIMUA SIBICHUSMH.
EnuncTBeHHBINH ciaydail mepeno3upoBku mpenaparoM BUY-uHGUIMPOBaHHBIM MAIUEHTOM,
npuHsBmUM 29,2 T npenaparta (J103a, B 73 pa3a nmpeBsIaromas peKkoMeH10BaHHy o 103y 400 mr),

COTPOBOXKAAJICSA OeCCHMIITOMHOMN 0JI0Ka0i 00enX HOKeK Myuka ['Mca u yuinHeHneM uHTepBajia
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PQ. launbie npusnaku Ha KT ncuesnu cnontatino. OxiAbiveivn ChMifroMait rependsiposkn

aTa3zaHaBUpa SIBISIIOTCS JKEeNTyxa 0e3 M3MEHEHUH pe3yJbTaToB IMEYCHOYHBIX TECTOB (W3-3a
TIOBBIIICHUS] KOHIICHTPAIIMK HENPSIMOro OwiMpyOMHa) M HapylIICHHE CEpPACYHOTO pPHUTMA
(ynnunenue uatepBaia PQ).

Jleuenue

Crennduyeckoro aHTHIOTA HET.

[lpu mepeno3upoBKe mpemapatoM ATa3aHaBUP CIEAYET OCYIIECTBISITH KOHTPOJIb OCHOBHBIX
(U3NOTOTHUECKUX I[OKa3aTesei, BECTH HAONIOJACHHWE 3a OOIIMM COCTOSHUEM IallUeHTa,
koHTpoupoBath JKI', Ha3HAYUTH TPOMBIBAHHE JKETY/IKA, BEI3BATH PBOTY JIJIS yIaJICHHS OCTATKOB
mpernapara, peKOMEHIyeTCs IPUEM aKTHBUPOBAHHOTO YTJIS.

Juann3 HeddhdekTuBeH s BBIBEIACHUS Mperapata W3 OpraHu3Ma, TaK KaK ara3aHaBUP
XapaKTePU3yeTCss MHTCHCUBHBIM META00JIM3MOM B IEYCHU M BBICOKOH CTEIICHBIO CBSI3BIBAHUS C

OesKkaMM KpOBH.

5. ®APMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®dapmakoauHamMHYecKHe CBOiicTBa

dapmakoTepaneBTUUYeCKas TIpyIIa: IPOTUBOBUPYCHBIE IIPENaparbl CUCTEMHOTO JEUCTBUS;
IIPOTUBOBUPYCHBIE IIpENapaThl IPSMOro AEUCTBUSI; UHTUOUTOPHI IPOTEA3.

Kox ATX: JOSAEQS

MexaHu3M AeUCTBUS U d)aDMaKOHI/IHaMI/ILIeCKI/Ie Bd)d)eKTBI

ATazaHaBUp SIBISIETCS a3aleNTHAHbBIM HMHruOuTOopoMm mporeassl BUY-1. Orto BemiectBo
CEJICKTHBHO WHTHOMpPYET BUpYC-CeUpUUecKuil mpoleccuHr BUpycHbix Gag-Pol nporenHos B
BUY-unduurpoBaHHbIX KJIETKax, MpeJoTBpalas o0pa3oBaHue 3pesblX BUPUOHOB U 3apa)KeHHe
JIPYTHUX KIIETOK.

B nponecce neuennst y HEKOTOPBIX MAallEHTOB MOXKET Pa3BUTHCS PE3UCTEHTHOCTH (YCTOMUNBOCTD)
K JIeWCTBHUIO IIpenapata (crnennduueckas pe3uCTeHTHOCTD) WU K JEMCTBHIO KaK aTa3aHaBUpa, TaK
U JIpyrux MHruouTopoB npoteassl BUY (nmepekpecTHas pe3ucTeHTHOCTB).

Pesucmenmnocmo u nepexpecmuas pesaucmenmnocmo

Pe3ncTeHTHOCTD U NepeKpecTHas pe3UCTEeHTHOCTh K MHruouTopam nporeassl BUY Habmonanach
B pPa3JINYHOW CTENEHU ee MposBieHUs. PE3UCTEHTHOCTh K aTa3aHaBUPY HE BCErjaa SIBISETCS
HPEMATCTBUEM JJIS TOCIIEA0BATEILHOIO IPUMEHEHUS APYTUX HHTHOUTOPOB mpoTea3sl BUY.
Pezucmenmuocmu in VIitro (8 kyriemype xnemox)

YyBCTBUTENBHOCTh K aTa3aHaBUPY M3ydaldd Ha KyJIbType KIETOK, BBIJCJIIEHHBIX y MalUEHTOB,
IpekJe He TNOoJydyaBUIMX aTa3aHaBUp. BblgBieHa dYeTkas TEHACHIUS K CHIKEHHIO

YYBCTBUTCIILHOCTU K aTa3aHaBUpy mTaMMOB, O6H&py>KI/IBI_HI/IX BBICOKHI YPOBCHb
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MHOXECTBEHHON PpE3UCTECHTHOCTH K JPYTHUN HHrH6ﬁ|f3§a]/E*jl';p5‘reE§ﬂ;|tHﬁqT 3%&143,

YyBCTBUTEIHHOCTh K aTa3aHaBUPYy COXPAHSJIACh y IITAMMOB, PE3HCTEHTHBIX TOJBKO K 1-2
uHruouTOpaM nporeassl BUY.

Pezucmenmnocms in Vivo

HccnenoBanus mokasainu YETKYIO 3aBUCHMOCTb Pa3BUTHS PE3UCTEHTHOCTU OT TOTO, MOJIyYall JId
MAlMEeHT paHee AHTUPETPOBUPYCHYIO TEpamuio, U, €CIW Jia, MPUMEHSUICS JIM aTa3aHaBUP B
Ka4yeCcTBE eIMHCTBEHHOr0 HHrHOUTOpa nmpoteassl BUY min B koMOMHALIMY C pUTOHABUPOM.
Tayuenmesi, panee He nonyuasuiue aHmMupempo8UPYCHyO mepanuio:

Amasanasup 400 m2 (be3 pumonasupa)

He BbIsBIEHO mNEpPEKPECTHONH PE3UCTEHTHOCTH MEXAYy aTa3aHaBUPOM M  aMIIPEHAaBHUPOM.
@DeHOTUNNYECKUH aHalM3 HW30JMPOBAaHHBIX KJIETOK IIOKa3ajl pa3BUTHE YCTOWYMBOCTH,
cneunduyeckoi TONbKO AJIs aTa3aHaBUpa U COYETABIICHCS C MOBBIILIEHUEM YyBCTBUTEIIBHOCTH K
JIpyruMm uHruouropam nporeas BUY.

Amazanasup 300 me/pumonasup 100 m2

UccnenoBanne >ddekTuBHOCTH KOMOWHAIIMKM —aTa3aHABUP/pUTOHABHpP (B CpPaBHCHHH C
KOMOUWHAIMEH JIONWHABUP/PUTOHABHP) Y MTAIIMEHTOB, PAHEE HE MOJyYaBIINX aHTUPETPOBUPYCHOU
TEpaIum, MoKasajio, 4To uepe3 96 Henenb mociie Havana Tepanuy TOJIBKO B OTHOM CIydae Hey1aun
Tepanuu pa3BUiIach PEHOTUITUYECKAs] YCTOWYUBOCTD K aTa3aHaBHPY.

Tayuenmoi, panee noryuasuiue aHmMupemposupyCHy0 mepanuio:

Ama3aHa6up uiu ama3aHa6up/pum0Ha6up

B OonpmmHCTBE CciyyaeB HeyAauu Tepanuu, Ha 48-oif Hexene y MalMEHTOB pa3BUBAIACh
MHOKECTBEHHAsl PE3UCTEHTHOCTh K pa3MuHbIM HMHrubutopam mporeazsli BUY, a He
cneunduyeckas ycTOMUUBOCTh K aTa3aHaBUPY.

5.2. dapmakoKMHeTHYeCKHe CBOIiCcTBa

®apMaKOKMHETUYECKHE CBOWCTBA aTa3aHaBUpPA OLCHUBAINCH Ha 370POBBIX JOOPOBOJIBIAX U
BUY-uHpuIMpoBaHHBIX MAlIUEHTAX.

Abcopbrus

ITpu anuTensHOM npueme atazaHaBupa B 103¢ 400 Mr oauH pa3 B I€Hb OJHOBPEMEHHO C IPUEMOM
JIETKO YCBOSIEMOM MHUIM MaKCHMallbHasi paBHOBECHAs KOHIIEHTpAIMs aTa3aHaBHpa B ILIa3Me
YCTaHABJIMBAETCS MPUMEPHO depe3 2,7 dYaca Mocie MnpuemMa. YCTOWYMBasi pPaBHOBECHAS
KOHIIEHTpALUs aTa3aHaBUPA JOCTUTAETCS MEXAY 4-bIM U §-bIM JTHAMHM IIpHUEMA.

Bausgaue numm

[IpumeHeHue arazaHaBUpa BMECTE C NUIIEH YIydlllaeT ero OMOJOCTYHHOCTh U YMEHBIIAET
(bapMaKOKMHETHUYECKYI0 BapuabenbHOCTh. [I[puMeHeHre KOMOUHAMK aTa3aHaBUP/PUTOHABUD C

uIei yiay4dymacT 6I/IOI[OCTyHHOCTB aTa3aHaBupa.
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Pacrpesienenue (NOCNEOCBATENEHOCTE 0002)

ATtazanaBup Ha 86 % CBsI3bIBaeTCs C OEIKaMU CHIBOPOTKH KPOBH, IIPU 3TOM CTEIICHb CBS3BIBAHHS
c OenkamMM HE 3aBUCUT OT KOHILIEHTpauuHu. ATa3aHaBUp CBs3bIBaeTCsl ¢ ayb(dal-KuciapiM
[JIMKONPOTEMHOM U albOyMHHOM B paBHOM CTemeHU. ATa3aHaBUp OIpeAessercs B
CIIMHHOMO3IOBOM ¥ CEMEHHOM JKUIKOCTSIX.

Buorpancdopmarus

ATazaHaBUp MeETA0OJM3UpPYETCSs B OCHOBHOM mocpeacTtBoM wu3zopepmenta CYP3A4 ¢
00pa3oBaHMEM OKHCIEHHBIX MeTa00NIUTOB. MeTaOoNuThl BBIACIAIOTCS B Kel4b B CBOOOAHOM
BHJIE UJIM B BUJE KOHBIOTaTOB C MIIOKYPOHOBOM KUCIOTOW. He3HaunTenpHas yacTh aTa3aHaBUpaA
MeTabou3upyeTcs myTeM N-Ie3aTKUINpOBaHUS U THIAPOIIH3A.

DJIMMUHALNS

[locne omHOKpaTHOro BBeleHMs ‘*C-arasanaBupa (400 Mr) B Kale M MOUYe ONpENENANOCH,
COOTBETCTBEHHO, 79 % u 13 % o01eit paanoakTUBHOCTH. [{0Jis HEM3MEHEHHOTO aTa3aHaBUpa B
KaJie 1 MOY€E COCTaBJIsljIa, COOTBETCTBEHHO, 0K0J10 20 % u 7 % BBeneHHOM 103b1. CpenHuii nepuon
nonyBeiBesieHus1 (T1,2) arazaHaBupa y 300pOBBIX 100poBoiblleB U BUY-unpumpoBaHHbIX
B3POCIIBIX COCTABIISIT OKOJIO 7 4acoB MpH mpueme B 103e 400 Mr B IEHB C JIETKO YCBOSIEMOM MHUIIEH.

ITaredThl ¢ IEYEHOYHON HEIOCTATOYHOCTEIO

ATazaHaBup MeTaOONM3UPYETCS U BBIBOJUTCS NPEUMYIIECTBEHHO II€4YEHbl0. BiusHue
HapyleHUH GYHKINYU [TeYeHU Ha (papMaKOKMHETHYECKUE [TapaMeTphl IOCIIe IpUeMa aTa3aHaBupa
B 03¢ 300 mMr He m3yuanoch. KoHleHTpamus ara3aHaBupa NpH COBMECTHOM IpueMe u 0e3
PUTOHABHpPA MOXKET YBEIMYUTHCSA y MallMEHTOB C MEYEHOYHON HEIOCTAaTOYHOCTHIO CpelHEd U
TsKeNnol cteneHu. [IpumeHeHne ara3aHaBUpa y MAMEHTOB C HApYLIEHUSMHU (QYHKIUU NEYEHU
Tsokenon crenenu (xiacc C mo knaccudukanun Yainna-I1ei0) npoTuBonokazaHo npu JHOOBIX
pEKHMMax T03UPOBAHNUS;

B xomOuHanum ¢ pUTOHABUPOM MPUMEHEHHE NMPOTHUBOIIOKA3aHO Yy MAlMEHTOB C HApyIIEHUSIMU
(GyHKIMM [TEYeHU CpeHel U Tskenol crenenu TshxecTd (knace B u C no knaccudukanuu Yain-
[Ts10).

C OCTOPOXHOCTBIO aTa3aHABHUpP CIEAYET NMPUMEHATh y MallMeHTOB C HAPYHICHUSAMHU (YHKLIHUU
TIEYEHU JIETKOU U CpeIHeH cTenenn TsokecTu (kimacc A u B o kinaccudukaruu Yanna-I1sio), as
KOMOMHAIIMM aTa3aHaBUP/PUTOHABUDP —y MAIlMEHTOB C HapyIIEHUSMU (QYHKLIMU MEYEHU JIETKON
CTerneHu TskecTH (knacc A no knaccudukanuu Yaina-ITsio).

[TanMeHTHI ¢ MOYEYHOM HEAOCTATOYHOCThLIO

VY 310pOBBIX TOOPOBOJIBIIEB BHIBEICHHBI C MOYOH HEM3MEHEHHBIH aTa3aHaBUpP COCTaBII OKOio 7 %
MIPUHATON JTO3bI.

OTCYTCTBYIOT (bapMaKOKI/IHeTPI"IeCKI/Ie JaHHBIC JJId IIalIJMCHTOB C IMOYCYHOU HEAOCTATOYHOCTBIO,
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NPUHUMABIINX aTa3aHABUP C PUTOHABUPOM. (NMOCNEOOBATENBHOCTE 0002)

IIpumMeHeHne aTa3aHaBupa 03 PHUTOHABUpPA H3YYaloCh Y TMAIMEHTOB C THKEIOW MOYCUHOU
HEI0OCTATOYHOCTHIO, B TOM YHCIIe HAXOSIIUXCSA Ha TEMOIHAI3e, IPUHIUMABIIHNX mpenapaT B 03¢ 400 mr
ONIVH pa3 B JIeHb. Pe3ynpTaThl moka3anu CHIKeHne (hapMakoKHMHeTHYecKnx mapamerpoB Ha 30-50 % y
MAIMEHTOB, HAXOAIIMXCS HAa TEMOJIUAIN3E B CPABHEHHH C MAIUCHTAMH ¢ HOPMAIBHOW (QYHKIIHUEH MOYeK.
MexaHH3M 3TOTO CHHYKEHUS] HEU3BECTEH.

Jls manueHToB Ha TeMOJMalii3e, paHee He TONYYaBIIMX aHTUPETPOBUPYCHOW TEpaIrvH, ara3aHaBHp
300 Mr Ha3zHaYaeTCs TOJILKO B KOMOMHAIMK ¢ puToHaBupoM 100 mr.

[NarmenTaM ¢ TSOKEIOW IMOYEYHOW HEAOCTATOYHOCTBIO, HAXOJAIIMMCS Ha TEMOAMAIN3e U paHee
MOJYYaBITNM aHTUPETPOBUPYCHYIO TEPAIHIO, aTa3aHABHP MPUMEHSITH HE PEKOMEH Ty ETCSl.

Bo3spact/mon

He orMeyeHO KIMHWUYECKHM 3HAUYUMBIX OTIUYHN (HapMaAKOKMHETHUYECKUX IapaMeTpoB B
3aBUCHMOCTH OT BO3pAacTa WJIM MOJia MAllUEHTOB.

bepeMeHHbIe JKEHIITUHBI

3HaueHUsT MaKCUMaJbHOW paBHOBecHOW KOHIEHTpauuud (Cmax) W IUIOIIAAM TOJ KPHBOM
«koHuentpauus-spemsi» AUCS) s arazanaBupa Obuin Bbimie Ha 2640 % y JKCHIIUMH B
nocieponoBoM nepuone (4-12 wHenmens), wem y BUY-unpuumpoBaHHBIX HEe OEpEeMEHHBIX
nanMeHToK. MUHMManbHas KOHLEHTpALUsl aTa3aHaBUpa B IOCIEPONOBOM Iepuoje Oblia
npuOJIM3KTENBHO B 2 pa3a BhIIIE TOH, KOTopast Haboaanack 10 3toro y BUH-uapuurpoBaHHbIX
JKEHIITUH 10 OEPEeMEHHOCTH.
Paca
HccnenoBanusi He BBISIBUIIM KaKOTO-JTMOO BIMSHUS pachl MAallMEHTOB Ha (apMaKOKHHETUYECKHE
napamMeTpsl aTa3aHaBUpA.

eTu
Bennuunna abcopOruy aTa3aHaBupa y JeTed BBIIIE, YEM Y B3pOCIBIX MAIMEHTOB. Y MaJleHbKUX
JeTell CyIecTBYeT HEe3HAYMTEIbHAs: TeHICHIUS K 0oJiee BRICOKOMY KJIMPEHCY Tperapara mpu
HOpMaJIM3alliu Macchl Tesia. BapuaOenbHOCTh (hapMaKOKMHETHYECKHUX IapaMeTpoB y JIeTei

TAK¥XEC BbILIC, UYEM Y B3POCJIbIX.

6. ®APMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHbIX BelIECTB

Araszanasup, 150 mMr, Kancyisl

JlakTO3BI MOHOTHIPAT
Kpocnosunon
Marnus creapat

Kancyna meepoas scenamunosas:
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Bona
Turtana guokcun (E171)
Kpacurens xene3a oxcup sxentoiil (E172)

Kpacutens xene3a okcup yepnsiii (E172)

Kpacurens FD&C Cunnii 1 (cunuit 6nectsmuii FCF) (E133)

YepHnuna uepnole:

Iemmak

OTaHoII

N3onponanon

byranon

[Iponunenrnukonb

AMMUaK BOJTHBIN

Kanus rugpoxcun

Bopa ounmniennas

Kpacurens xene3a okcu 4epHbII

Araszanasup, 200 Mr, Kancyiabl

JlakT03BI MOHOTHIPAT
Kpocnosunon

Marnus creapat

Kancyna meepoas sicenamunosas:
Kenatuna

Bona

Turana nuokcun (E171)

Kpacurens xenesa okcup xentoiil (E172)

Kpacutens FD&C Cununii 1 (cunnii 6necramuit FCF) (E133)

Kpacurens FD&C XKenteiii 6 (JKentorit «conneunsiit 3akat» FCF) (E110)

YepHnuna uepnvie:
Ienmak

OTaHoa
N3onponanon
byranon
[IpornuieHrnuKoIb
AMMHaK BOIHBIN

Kanus rugpoxcu
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Bogna ounieHHas (NOCNEOOBATENEHOCTE 0002)

Kpacurens xene3a okcua 4epHbIit

Arasanasup, 300 MI, KacyJjabl

JIakT03B1 MOHOTrHuApar

Kpocnosunon

Maruus creapar
Kancyna meepoas sicenamunosas:

Kenatun

Bona

Turtana auokcun (E171)

Kpacurens FD&C Kentoiit 6 (OKentslii «conneunslii 3akat» FCF) (E110)
Kpacurens xenesza okenp sxentsiit (E172)

Kpacutens FD&C Cunuii 1 (cunnii 6necramuit FCF) (E133)

Kpacutens FD&C Kpacusiit 3 (Oputposun) (E127)
Yepnuna uepnvie:

[lemmax

OrtaHoi

Hsonponanon

byranon

[TponuaeHrINKOIb

AMMUaK BOITHBIN

Kanus rugpokenn

Bopa ouniennas

Kpacutens xeneza okCu YepHbIi

6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpox rogHocTH (CPOK XpaHeHHUs1)

2 roja.

6.4. Oco0Oble MepbI NPEAOCTOPOKHOCTH MPHU XPAHEHUH
B 3ammmeHHOM OT cBeTa MecTe MpH TemMireparype He Boiie 25 °C.
6.5. XapakTep M coaepKaHue NEPBUYHOI YTAKOBKH

IIpu npousBoacTse, dhacoBke U yakoBke Ha «Xerepo Jlade Jlumureny, Uanus

Hosuposexa 150 me u 200 me
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Ilo 10 xamcyn B KOHTYPHOH sueiikoBoii | ymaxosie- (6imeiepe) | wsl EIBX L ArtoMritmii-

OITA/Amomunnii. ITo 6 wim 10 KOHTYPHBIX SYCHKOBBIX YIMAKOBOK (OJIMCTEpOB) BMECTE C
MHCTPYKUHUEH M0 MEAUIIMHCKOMY MPUMEHEHHIO B MTaUYKe KApTOHHOM.

ITo 60 kancynm B OaHKe W3 TOJUATHIICHA BBICOKOM TUIOTHOCTH, C IUIACTUKOBOM KPBIIIKOH, C
NPOKJIAAKOM M3 LEUTI0ON03bI M 3allUTONM OT CIIy4allHOrO OTKphIBaHUS JAeTbMH. Ha Oanky
HAKJIEUBAIOT ITUKETKY.

[To 1 6anke BMecTe ¢ MHCTPYKIUEH 10 MEAULIMHCKOMY MPUMEHEHHIO B TAYKe KAPTOHHOM.
Hosupoexa 300 me

[To 10 xancyn B KOHTYpHOW s4elikoBoW ymnakoBke (Ommcrepe) u3 [IBX-AnromMuHMii-
OITA/Amromunuii. [1o 3 wimm 10 KOHTYpHBIX SYEHKOBBIX YIMAKOBOK (OJIMCTEPOB) BMECTE C
MHCTPYKLHUEH M0 MEAUIIMHCKOMY MPUMEHEHHIO B MTAUYKe KApTOHHOM.

[To 30 xancyn B 0aHKE W3 MOJMATHIIEHA BBICOKOW IUIOTHOCTH, C IUIACTUKOBOM KPBILIKOH, C
IPOKJIAAKOM M3 ULEIUII0JI03bl M 3allldTOM OT CIIy4alHOro OTKpbIBaHUs JeTbMH. Ha OaHky
HaKJIeUBaroT ATUKETKY. [lo 1 GaHke BMecTe ¢ MHCTPYKIIMEH MO MEIUIIMHCKOMY NMPUMEHEHUIO B
MavyKe KapTOHHOM.

[Ipu mpousBoacree u/vin dacoske U viiakoBke Ha Q00 «MAKU3-DAPMA»

Hozuposxa 150 me u 200 me

ITo 60 xancyn B 6aHKe U3 MOJIMATHIIEHA HU3KOTO JaBJICHUS, YKYTIOPEHHOM KPBIILIKON C KOHTPOJIEM
NIEPBOTO BCKPBITUS ISl JICKAPCTBCHHBIX CPEACTB WIM B OaHKE M3 MOJUITUIICHA BBICOKOH
IUIOTHOCTH, YKYHOPEHHOM KPBILIIKON C KOHTPOJIEM NEPBOI'O BCKPHITHSL.

CBo0OoOHOE TPOCTPAHCTBO B OaHKE MPU HEOOXOJAMMOCTH 3amOJIHSIOT BaTOM MEIUITMHCKON
TUTPOCKOTTMYECKON HITH BATHBIM )KT'yTOM HUMIIOPTHBIM.

Ha GaHKy HakJeMBalOT ATUKETKY.

ITo 1 6aHke BMecTe ¢ MHCTPYKLMEH 110 IPUMEHEHHIO B ITaYKe KapTOHHOM.

Hozuposxa 300 me

ITo 30 xancyn B 6aHKe U3 MOJIMATHIIEHA HU3KOTO JaBJICHUs, YKYTIOPEHHOM KPBIIIKON ¢ KOHTPOJIEM
IEPBOTO BCKPBITUS ISl JICKAPCTBEHHBIX CPEACTB WIM B OaHKE M3 MOJUATUIEHA BBICOKOM
IUIOTHOCTH, YKYHOPEHHOM KPBILIKON C KOHTPOJIEM IEPBOT'O BCKPBITHSL.

CBo0OoHOE TPOCTPAHCTBO B OaHKE MPU HEOOXOJAMMOCTH 3amlOJIHSIOT BaTOM MEIUITUHCKON
TUTPOCKOITMYECKON T BATHBIM )KT'yTOM UMITOPTHBIM.

Ha OanKy HakJIeMBalOT ATUKETKY.

I[To 1 GaHke BMecTe ¢ MHCTPYKLMEH 110 MPUMEHEHHIO B ITaYKe KapTOHHOM.

[Tpu ymakoBke Ha OO0 «MAKU3-OAPMA»

Hosuposexa 150 me u 200 me
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[lo 6 mwm 10 KoHTYpHBIX sueiikoBbix ymakdsok (GiHetepds) i o |TH6duke BMdete ¢

WHCTPYKIHEH 0 MEANIIMHCKOMY MPUMEHEHHIO B TTAYKe KAPTOHHOM.

Hosupoexa 300 me

I[To 3 wim 10 KOHTYpPHBIX SYCHKOBBIX YHAKOBOK (OiucTepoB) wiM 1mo 1 OaHkKe BMecTe ¢
WHCTPYKIHEH TI0 MEAUIIMHCKOMY MPUMEHEHHIO B TTAYKe KAPTOHHOM.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH TMPH YHUYTOKEHUH  HCHOJIH30BAHHOIO
JIEKAPCTBEHHOI0 MNpenapara WM OTX0A0B, TMOJYYEHHbIX IIOcjde NPHMEHEeHUus

JIEKAPCTBEHHOI0 MpenapaTa v Apyrue MaHuIMyJ/IsIHU ¢ NPenapaToM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. JEPXATEJIb PETUCTPALHUOHHOI'O YIOCTOBEPEHUS

Nunus

Xerepo Jla6c JIumuten

«Xerepo Kopmopeiity, 7-2-A2, Uanactpuan Dcreiitc, Canat Harap, Xaiigapadan — 500018,
Tenanrana, Uaaus

Tenedon: +91-40-23704923/24/25

DneKTpoHHas mouTa: contact@hetero.com

7.1. IIpeacTaBUTENDb AEPKATEIS] PETHCTPAIMOHHOIO YI0CTOBEPEHUs

[IpereH3un HOTDe6I/ITeJ'IeI71 HalnpasJIATH 110 aApECy:

Poccns

MockoBcKOe NpeacTaBUTENbCTBO KoMaHuu «Xerepo Jlabe Jlumuren (Munus)
109029, r. MockBa, ABTOMOOUITBHBIN TTpoOe3 1, A. 6 cTp. 5

ten./daxc: +7 (495) 981-00-88

e-mail: DrugSafety-Russia@hetero.com

8. HOMEP PETUCTPALIMOHHOI'O YIOCTOBEPEHUSA

9. JATA NEPBUYHOM PETUCTPAIIUM (IIOATBEPXKJIEHHNS PETHCTPAILINU,
HEPEPETUCTPALINN)

JlaTa niepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

O6u1a;1 XapaKTCPUCTHKA JICKAPCTBCHHOT' O Ipernapara ATa3aHaBI/Ip AOCTYIIHA Ha

57


mailto:DrugSafety-Russia@hetero.com

COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 25.10.2024 N= 23853
uHpOpMalMOHHOM TopTaie EBpasuiickoro BKOHOMI!;IHQEG}%J%EEJEb%ga-ﬁ/faﬁﬂgﬁHo-

KOMMYHUKaIIMOHHOM cetn «HTepHeT» http://eec.eaeunion.org.
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