COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 12.02.2025 N° 3375
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OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 1001

1. HAUMEHOBAHUE JJEKAPCTBEHHOI'O IIPEITIAPATA
ArtazanaBup, 150 mr, kancysl
ArtazanaBup, 200 Mr, KarcyJibl

Arazanasup, 300 mr, KarcyJbl

2. KAUECTBEHHbBINA U KOJIMYECTBEHHBIN COCTAB
JelicTBytolliee BENIECTBO: aTa3aHaBUP

ArasanaBup, 150 Mr, KarcyJsl

Kaxnas kancyna comepxxut 170,87 mr atazanaBupa cyibgara (COOTBETCTBYET aTa3aHaBUPY —
150 mr).

BcnomorarensHble BEIIECTBa, HAIMYME KOTOPHIX HA/JO YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenaparta: jakto3a (cm. pasuensi 4.3, 4.4).

Araszanasup, 200 Mr, KarcyJisl

Kaxnas kancyna comepxxut 227,83 mr arazaHaBupa cyibdaTa (COOTBETCTBYET aTa3aHaBUpPY —
200 mr).

BcmoMorarenbHbIE BEIeCTBa, HATMYHE KOTOPBIX HAJIO YYHTHIBATH B COCTABE JICKAPCTBCHHOTO
npenapara: Jlaktosa (cM. pasnensi 4.3, 4.4).

Arasanasup, 300 Mr, KarcyJisl

Kaxnas kancyna conepxxut 341,74 mr atazaHaBupa cyibgaTa (COOTBETCTBYET aTa3aHaBUPY —
300 wmr).

BcromorarenbHbIe BeliecTBa, HATMYME KOTOPHIX HAZ0 YYHTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: JakTo3a (cM. pasznenst 4.3, 4.4).

ITomupIit MEPCUCHb BCIIOMOT'aTCJIbHBIX BEIICCTB IMIPUBEACH B pa3ICiIc 6.1.

3. JEKAPCTBEHHAS ®OPMA

Karncynsl.

TBEpable Kancybl, KOPIYC U KPBIIIEUKa KarcCyibl HEMPO3payHble, OT 0eI0ro Win mouTH 6erxoro
I[BETA 710 OEJIOT0 C KEJITOBATHIM OTTEHKOM LIBETA.

Copnepxumoe Karcys — Cblllydasl MM yIUIOTHEHHAs MOPOLIKOOOpa3Has Macca OT OeIoro Wiu

MIOYTH OCJI0ro OBCTa 10 0ECJI0ro C JKENTOBAaThIM OTTCHKOM OBCTA.
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4. KIVHUYECKHUE JAHHBIE (NOCNEOCBATENEHOCTE 00071)

CMEPTHOMY OTYETY

I37R

4.1. Iloka3aHus K NPMMEHEHUIO

Jleuenne BUY-1 undpexnun B KOMOMHALMYU C APYTHMH aHTHPETPOBUPYCHBIMHU IIperapaTaMu y
IIAIJUEHTOB, PAHEE MOJyYaBUIMX I HE NIOJYyYaBIIMX aHTUPETPOBUPYCHYIO TEPAIIUIO.

4.2. Pe:xuM 103MPOBaHMS U CIIOCOO MPUMEHEeHUsI

PexxuM J103upoBaHus

Pemienune o Hayane Tepanvy NPUHUMAET Bpad, UMEIOIIMNA OMBIT JeYeHUS MH(EKINHN, BEI3BAHHOM
BUpycoM uMMyHoneduiuta denoBeka (BUY). DddexktuBHOCT M 6€30MaCHOCTh MPUMEHEHUS
aTazaHaBUpa B KOMOWHAIMU C PUTOHABHPOM B cyTouyHOW no3e Oosnee 100 mMr He u3yueHa;
UCTIOJIb30BaHUE /103 PUTOHABUPA, MpeBblmatommx 100 Mr B CyTKH, MOXET U3MEHUTh MPOPHITH
0€30MacCHOCTH aTa3aHaBHUpa, I0ATOMY OHO HE PEKOMEHYETCSl.

B3pocnwvie:

Peorcum aO3MD06aH1/lﬂ ons nauyueHmoes, paiee He nojiyuyasuiux aHmupempogupVCHozZ mepanuu.

— ArazanaBup 400 Mr oiMH pa3 B IEHb BO BpEMS €/IbI;
— Arazanasup 300 Mr B komOuHaimu ¢ putoHasupom 100 Mr oauH pa3 B JIeHb BO BpEMsI €Ibl.

Peorcum aO3MD06aH1/lﬂ ons nayuenmos, parnee noJayuasuwiux anmupempoeupyCcryo mepanuio.

— ArazanaBup 300 mr B komOuHanuu ¢ putoHaBupoM 100 Mr oJIMH pa3 B IeHb BO BPEMS €]Ibl.
[lpumenenne ara3aHaBupa ©0e3 pUTOHABUpAa HE PEKOMEHAyeTCs Ui MalueHTOB C
HEOJIarONpPUATHBIM BUPYCOJIOTUYECKUM HCXOJOM pAaHEE IIPOBEJECHHOW aHTUPETPOBUPYCHOM
TEparnuu.

Kombunuposannas mepanus

Juoano3un: TUAAHO3UH ClelyeT NMPUHUMATh HATOIIAK, a aTa3aHaBUp BO BpeMs IpHeMa MHUIIH,
M03TOMY IPU KOMOMHUPOBAHHOW Tepanmuy PeKOMEHYeTCs IPUHUMATh JUIaHO3UH depe3 2 yaca
noclie mprueMa atazaHaBupa ¢ MHILIEH.

Tenogosup: pexomMeHIyeTcsl MpUMeHeHHe KomOuHauuu ar3aHaBupa 300 Mr u puTOHABUpa
100 Mr coBmecTHO ¢ TeHOopoBupoM 300 Mr (Bce mpemapaTsl cleyeT NPUHHUMATh OJUH pa3 B
JIeHb BO BpeMms mpuema nuiu). [IpuMeHnenue arazanaBupa (6€3 pUTOHABUpPA) COBMECTHO C
TEHO()OBUPOM HE PEKOMEHTYeTCsl.

Oco0bIe I'pynnbl DaMCHTOB

Tayuenmol ¢ noueunol HeOOCMamouHOCMoIO

Koppexkuust 10361 He TpeOyeTcs s NalleHTOB, He HaXOAIIMXCS Ha TeMOIhaIn3e.

Jig manuMeHTOB Ha TIEeMOJUAIM3€, paHee HE IMOJIy4aBIIMX AHTUPETPOBUPYCHOW TEPAINH,
ataza"aBup 300 Mr Ha3Ha4yaeTcs TOJIBKO B KOMOMHanuu ¢ puroHasupom 100 mr.

[TanmenTaMm ¢ TSHKENOM MOYEYHOM HENOCTATOYHOCTBHIO, HAXOMSIIMMCA Ha T€MOJIUAIIN3E U paHee

MIOJIyYaBUIUM aHTUPETPOBUPYCHYIO TEPAIHIO, IPUMEHSTh aTa3aHAaBUP ITPOTHBOIIOKA3aHO.
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(MOCNEOOBATENBHOC T: 0001)

HauueHmbl C NeYyeHoYHOoU HedOCMAamo4YHOCMbIO

Crenyer cobmoaTh OCTOPOXKHOCTH MPHU Ha3HAUCHHUH aTa3aHaBHpa 0€3 pUTOHABHpA MAIUEHTAM
C HapyLICHUSMH (YHKIMH MEYECHU JITKOW WM CpeaHel cTemeHu Tsokectd (kmacc A u B mo
kinaccuukanuu Yanna-I1e10). [Ipu HapymeHusx QyHKIMU MEUEHU CPEAHEH CTENEHU TSHKECTH
(kmacc B mo kimaccudukammm Yaina-Ilet0) y mamueHTOB, paHee HE  IMOJy4YaBIIUX
AHTUPETPOBUPYCHYIO TEPANHIO, PEKOMEHAYETCS CHU3UTH 103y /10 300 Mr oJIUH pa3 B JICHb.
ATazaHaBHp TpU JHOOBIX pEXHMMax JO3MPOBAHUS MPOTHBOINOKA3aHO TMPUMEHSATH MpU
HapymeHusX GyHKIMH eueHu Tsokeaon crenenu (kiace C no kinaccudukanuu Yaina-I1p10).
[IpumeHneHue aTta3zaHaBUpa B KOMOWHAIMM C PUTOHABHUPOM Y TMAIMEHTOB C IICYEHOYHOMH
HEIOCTaTOYHOCThIO HE H3Yy4ajoCh, JAaHHYI0 KOMOWHAIMIO CIEAyeT MpPHUMEHSITh C
OCTOPOXKHOCTBIO Yy TMAIMEHTOB C HAPYUICHUSMH (PYHKIMH TMEUYEHHU JIETKOH CTENEHU TSKECTH
(xmacc A mo kinaccupukanuu Yainna-I1ei0) ¥ mpOTUBOMOKA3aHO MPUMEHATH Y MAIMEHTOB C
HapyHIeHUSIMH (YHKIMU TEYCHH CpeAHEH U Tshkenoil cremneHu Tsxectu (kiacc B m C mo
knaccudukanuu Yana-I1s10).

Tayuenmur nodxcunozo 6ospacma

Knunudeckue uccrneqoBanus mpernapara He BKIIOYAIM JOCTAaTOYHOE KOJIMYECTBO MAI[MEHTOB B
BO3pacte 65 JeT u cTapiie.

OcHOBBIBasICh Ha (PapMaKOKMHETUYECKHUX JAHHBIX, KOPPEKIHUS 036l B 3aBUCUMOCTH OT BO3pacTa
He TpeOyercs.

bepemennocmo

Bo Bpems Il u Il tpumectpa GepemeHHOCTH KOMOMHaAIMM aTa3zaHaBupa B o3¢ 300 mr u
putoHaBupa B a03e 100 mr 1 pa3 B CyTKM MOXeT OBITh HEIOCTATOYHO, OCOOEHHO KOrja
AaKTUBHOCTh aTa3aHaBHpa WJIM BCErO peXrMa MOXKET ObITh CKOMIPOMETHPOBAHA JIEKAPCTBEHHOMN
YCTOMYMBOCTBIO. TepaneBTUUECKUN JIEKAPCTBEHHBII MOHUTOPUHI MOXKET OCYILIECTBIIATHCS MPU
IIPOBEJCHUM Tepanuu. PHCK CHMXKEHMsSI KOHLEHTpAalUM aTa3aHaBUpa MOXKET OXHUAATbCA B
clly4ae, €CIM aTa3aHaBUp Ha3HAYaeTCsl COBMECTHO C TEHO(OBUPOM WM AaHTAarOHUCTaMU
Ho-rucramunoBbix penentopoB. Pexomennyemast no3a arazaHaBupa cocraBiser 400 wr
coBmecTHO co 100 Mr puroHaBupa OAMH pa3 B J€Hb. [epaneBTUUECKUH JIEKapCTBEHHBIN
MOHMTOPDUHI MOKET OCYLIECTBIIATbCA IpM NPUMEHEHHWU aTa3aHaBUpa COBMECTHO C
TeHO(POBUPOM UK Os10KaTOpamMu Ho-rMCcTaMMHOBBIX PELIENTOPOB 1Jis 00ecTIeyeHHs aIeKBaTHOTO
pexxuMa J1o3upoBaHus. He cyliecTByeT NOCTaTOYHO NAHHBIX JUIsl TOTO, YTOOBI MOXKHO OBLIO
PEKOMEH/I0BaTh OJHOBPEMEHHOE MPHMEHEHHE aTa3aHaBUpa C PUTOHABUPOM, TEHO(MOBHPOM HU
AQHTAaroHUCTOB H2-TMCTaMHHOBBIX PELENTOPOB Y OEPEMEHHBIX >KEHIIMH, paHee IOJIyYaBIIMX
AHTUPETPOBUPYCHYIO TEPAIIUIO.

Bcenen 3a BO3MOXHBIM CHMJKEHHMEM KOHLEHTpauuu arazaHaBupa Bo |l u Il Tpumectpax
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[OCJI€ POJIOB, MOATOMY ClieAyeT oOecrneuuBaTh TIIATEIbHOE MEIUIIMHCKOE HaONrofeHue 3a
NAIMEeHTKOW Ha MPEeJMET BBISBICHUS MOOOYHBIX peakluid. B mociepogoBoM nepruoie nanueHTKa
JIOJDKHBI TIOJTy4YaTh TE€ JK€ CaMble JI03bl, YTO M HEOCpEMEHHBIC, BKIIOYas TeX, KTO COBMECTHO
NOJTy4aeT MpenapaThl, CHUKAIOIIUE KOHIICHTPAIIUIO aTa3aHaBUPa B KPOBH.
M3-3a BO3MOKHOTO pUCKa PA3BUTHS THKEIOW HUNepOMIMpyOMHEMUN U MOTEHIIMAIFHOTO PUCKa
PasBUTHSL AJCPHON KEATYXH y HOBOPOXKIAECHHBIX HEOOXOAMMO HAOIIIOJICHUE 32 HUMU B TCUCHHE
NEepPBBIX JHEH JKU3HU; B TPEAPOJOBOM TNIEPUOJE CIICAYeT OOECIICYUTh JIOTOJHUTEIbHBIN
MOHHUTOPHHT COCTOSHUS ILJI0JIA.

CTHU
Jlo3bl aTa3aHaBupa A JeTed OT 6 JIeT W CTaplie pacCUMTBHIBAIOTCS IO Macce Tena
(cMm. Tabmuity 1); mo3bl JUIs JAeTei HE MOJDKHBI MPEBBIMIATH 103, MPUMEHIEMBIX IS JICUCHHS
B3pOCJIbIX MAIIMCHTOB. ATa3aHaBHP Ha3HAYACTCS JCTAM B KOMOMHALIUU C PUTOHABUPOM (B popme
Karcyn win Tabnerok). Oba npemnapara ciaeayeT NIPUHUMATh OJHOBPEMEHHO, OJUH Pa3 B JIEHb BO
BpeMs €lIbl.

Ta6mmma 1. Pacyer 103 arazaHaBupa ajis JeTEH 10 Macce Tesa

Macca Tea (Kr) Jo3a aTazanaBupa (Mr) Jo3a puronaBupa (Mr)
15-35 200 100
> 35 300 100

Cnooco0 rmpuMeHeHus

[IpenapaTr npUHUMAIOT BHYTpb, LETUKOM, HE pa3KeBbiBas, B COCTaBe KOMOWHHPOBAHHOMN
TEpaInuu.
4.3. IlpoTHBONOKA3aAHUA

e ['unmepuyBCTBUTENBHOCTh K aTa3aHaBUpPy W/WIM K JIIOOOMY U3 BCIOMOTaTeiIbHbBIX
BEIIECTB, [IEPEUNCIICHHBIX B pa3zene 6.1.

e Hapymenus pynkuuu neyenu Tsxenoil crenenu (xiacc C nmo kinaccuduxanuu Yaina-
I[Tp10) mpH MHOOBIX PEXKUMAX TO3UPOBAHMUS.

e [IlpuMeHeHne KOMOMHAIMM aTa3aHaBUP + PUTOHABUP y NAIMEHTOB C HapPYIIEHUSIMHU
GYyHKIMM T€YeHH CpeaHell u  Tsokenod cremeHu Tskectw (ki1acc B u C mo
knaccuukanuu Yaitna-I1s10).

e Peaxo Bcrpeuaromascs HacleACTBEHHAs HEMEPEHOCUMOCTh TalaKTO3bl, Je(QUIMT
JaKTa3bl JIOMAapel WK TII0K030-TalakTO3HAast MaIbaOCOPOIIHsL.

e VYV QanueHToB C IOYEYHOM HEJOCTAaTOYHOCTHIO TSKEJION CTeNeHH, HaXOASIIMXCS Ha

reMOJIMAIN3€E U PaHee MOTYyYaBIINX aHTUPETPOBUPYCHYIO TEPAIHIO.
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e ATasaHaBup TPOTHBONOKA3aH B KQMOMHALD - E Ry hastitonbM. - abrenmadhom,

TepdeHaanHOM, U3aNPUIOM, TUMO3UIOM, OCTIPUANIOM, XUHUIUHOM (B TOM YHUCIE IS
aTa3aHaBHpa OJHOBPEMEHHO C PUTOHABHPOM), TPHA30IaMOM, MU/1a30JI1aMOM (/17151 IpreMa
BHYTPb), IPOU3BOJHBIMU 3ProTaMUHa (OCOOEHHO 3PTOTAMHHOM, JUTHUIPOIPTrOTAMUHOM,
SProOMETPUHOM, METUJIIPrOMETPUHOM), NpernaparaMu 3Bepo0O0si MPOIBIPSBICHHOIO,
UHTUOUTOpaMH  3-THIPOKCH-3-METHITITyTapuil-KodH3uM-A  peaykra3sl  (I'MI-KoA-
penykTasbl) (CHMBAacCTaTHHOM, JIOBACTAaTMHOM), KBETHANMWHOM (B TOM 4YHCIC B
KOMOWHAIIUK C PUTOHABHPOM ), pu(aMITUIIMHOM, aady303uHOM, criaeHa(UIoM (TIpu ero
Ha3HAYCHHH VIS JICUCHUS JIETOYHOM apTepuanbHOM runepTeH3un) (cM. pazaen 4.5.).

e OpHOBpeMEHHOE MPUMEHEHHE C IpernaparaMH, COACPKAIIMMHU TI'Pa3ONpPEBUp, BKIIOYAS
KOMOWHUPOBAHHbIE TpenapaTsl ¢ (UKCHUPOBAHHBIMU J03aMHU 3J0acBUpPA/TPa3oNpeBupa
(cm. pasznmen 4.5.).

e OJHOBpEeMEHHOE MPUMEHEHHE ¢ KOMOMHUPOBAHHBIMU IpernapaTamMu ¢ GUKCUPOBAHHBIMU
JI03aMHU TIIeKanpeBrpa/muopenTacsupa (cM. pasaen 4.5.).

e Jletu c maccoit Tena Menee 35 kr (ans go3upoBku 300 mr), aeTckuil Bo3pact A0 6 et
(mns no3upoBku 150 mr u 200 mr).

4.4. OcoOble ykazaHUsl U Mepbl NPEA0CTOPOKHOCTH MPH NMPUMEHEHUHU

C 0CTOPOKHOCTBIO

e Caxapnblii fua0er.

e [ 'HnepriaukeMus.

o Jlucounuaemus.

e TunepOunupyOuHeMus.

e Xponuueckas 00J€3Hb MOYEK.

e Hedponutnas.

e BupycHsle renatutsl.

e XPOHHMYECKHI AKTUBHBIN I'€IIATHT.

e Hapymenus QpyHKIMM Ne4eHU JETKOM M cpelHel cTemneHu TskecTd (kinacc A u B mo
knaccudukanuu Yaina-I1s10) (st atazanaBupa).

e Hapymenus ¢yHKIMM MEYEHU JIETKOW CTENEeHM TSKECTH (Kjace A 1Mo KiaccupUKaIUK
Yaiina-I1pt0) (a1 koMOMHALIMK aTa3aHABUP + PUTOHABHUD).

e T'emodunus A u B.

e CuHApPOM BpOXACHHOTO yanuHeHus uHTepBanoB PR m PQ Ha snexrpokapauorpamme
(OKI).

e OJHOBpEeMEHHOE NMPUMEHEHHE C IpernapaTamu, yaauHsomumMu uarepBaisl PR u PQ nHa

OKI' (manpumep, aTeHOJIOM, TUITHA3EM, BEparamIl).
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e  CHHIPOM BPOXKICHHOTO YITMHEHHOTO TepBaan:rﬂiE%Ei;'TEﬂbH':

CTb 0001)

o [loHmxeHHas KUCIOTHOCTb JKEITYAOYHOTO COKa (TIOBBIICHHE 3HaYeHHs pH jkemyg04HOoro
COKa).

e OpaHOBpEMEHHOE IPUMEHEHHWE C UHAWHABUPOM, HUPHUHOTEKAHOM, HEBHPAIMHOM,
3¢haBUPEH30M, IIFOKOKOPTUKOCTEPOUIaMH, BOPUKOHA30JI0M, caJIMETepOJIOM,
KIAPUTPOMHUIIMHOM,  OomenpeBupoM, TeHOo(hOBUpa  JAU30Npokcuiaa  (pymaparowm,
KapOamazenuHoM, GEeHUTOMHOM, (peHoOapOuTaIoM, JaMOTPUIKUHOM, ITUKIOCIIOPHHOM,
TaKpOJIMMYCOM, CHUPOJIMMYCOM, aMHOIAPOHOM, JHMJOKAUHOM (s IMapeHTepanbHOIo
IpUMEHEHHA), (IIYyTHUKa30HOM, CcuiieHapuiIoM (KpoMe Ha3HAueHUs MJs JICYCHUs
JETOYHON apTepUaNbHOM THIIEPTEH3UN), Tajanaduiom, BapaeHaduIoM,
aTOpBAaCTaTMHOM, NPaBAaCTaTUHOM, (QIIyBacTaTHHOM, OympeHoppuHOM, cyOcTpaTamu
Ipyrux u3o(epMeHToB cucTeMbl LuToXxpoma P450, BokcuanpeBUpOM, TUAAHO3ZUHOM,
KETOKOHA30JI0M, HUTPAaKOHA30J0M, pU(PaOyTHHOM, WHIMOMTOpPaMU HPOTOHHOW IOMIIBI,
aHTalMAaMu Wi OyQepHbIMM JIEKApCTBEHHBIMU IperapaTamMu, anukcabaHoM,
puBapokcabaHOM,  jabuWraTpaHa  STEKCHJIATOM,  3J0KcabaHOM,  Bap(apuHOM,
JUIITHA3€MOM, BEparaMuIOM, 3TUHWIICTPAJANOJIOM, NEPOPATIBHBIMU KOHTpALEITHBAMH,
COJIepKALMMHU [IPOrecTareHbl, MU1a30J1aMOM (JIJ1s1 TAPEHTEPaIbHOIO MPUMEHEHUS) (CM.
pasznmen 4.5.).

Ha3nauenue aTazaHaBupa HelenecooOpa3HO MalMeHTaM ¢ MHOKECTBEHHOH PE3UCTEHTHOCTHIO K
uHruOutopam mnpoteazsl BUY (Oomee 4-x wmyranuit). Boibop arazanaBupa i Je4eHUs
NalMEeHTOB, paHee MOJyYaBIIMX AHTUPETPOBUPYCHYIO TEpaIUIo, JOJDKEH 0a3upoBaThcs Ha
JTAHHBIX MHIMBUAYILHOW PE3UCTEHTHOCTH M PE3yJIbTaTax MPEIIIeCTBYOMIETO JICUSHHS.

Xots 3¢hdexkTUBHOE TNOJAaBICHHE pEIUIMKAllMUd BHpyca aHTHUPETPOBUPYCHOM Tepamnuent
3HAYUTEIbHO CHUXKAET pUCK nepenaun BUY Bo BpeMs MOJOBOro KOHTAKTA, MOJHOCTBIO PUCK
nepeaays MCKIIOYMTh HENb3sl, B CBA3M C YeM CIIeAyeT COO0AAaTh MEphl MPeloCTOPOKHOCTH
(ucnonp3oBaHue 0APHEPHOTO METOJ1a KOHTPAIETIIIUHN).

D¢ dexkTnBHOCT, M 06€30MACHOCTh MPUMEHEHUS aTa3zaHaBHpa B KOMOMHAIIMK C PUTOHABUPOM B
cyrouHoi no3e Oonee 100 Mr He HM3yuyeHa; NMPUMEHEHHUE /103 PUTOHABUPA, IMPEBBIMLAIOIINX
100 Mr B CyTKH, MOKET U3MEHUTH MPO(UIIL 0€30MacCHOCTH aTa3aHaBupa (M0O0UHbIE 3P (HEKTHI CO
CTOPOHBI ~ CEPJIE€YHO-COCYAUCTOM CHUCTEMBI, TUNEepOUINpyOUHEMHS), IO3TOMY OHO HeE
pekoMeHayercs. TONbKO TpHU OJHOBPEMEHHOM MPHMEHEHHH KOMOHWHAIMM aTa3aHaBHp +
pUTOHaBHp U >(PaBUpPEH3a BO3MOXKHO yBEJIHUYEHHE J103bl puUTOHaBHpa a0 200 Mr oauH pa3 B

CYTKH, obecrnicunB IIpu 3TOM KJIMHAYECKUM MOHUTOPUHT IMalUCHTA.
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CaxapHbIi [na0eT/TUIIEPTINKEMUS

Ha ¢one nedenuss mnrmburopamum mnporeazsi BUY y nekoropsix BHUY-mHQHUIHPOBAHHBIX
NAIMeHTOB OTMEYEHbI THUIEPIIUKEMHUs, pa3BUTHE cCaxapHOro nuadera WM OOOCTpEHHE YyKe
UMEIOLIErocsl caxapHoro aua0era. B HEKOTOpBIX ciyyasx OTMedalics auabeTHyecKuit
ketoanu103. [I[puarHHO-CIIeACTBEHHAS CBSI3b MEXKy Tepanuei nHruouropamu nporeassl BUY u
OTUMHU CIIy4YasiMU HE yCTaHOBJICHA.

Cemodbunms

VY manuentoB ¢ remoduiaueit Tuna A u B Ha ¢oHe sneuenus mHrHOMTOpaMH mpoteassl BIY
OTMEYAIIMCh KPOBOTEUYEHUS, B TOM YHUCIJIE CIIOHTAHHBIE KOXKHBIE KPOBOUBIIUAHMS U I€MapTPO3bl.
HekoTopsiM U3 3THX ManueHTOB TpeOOBAIOCH BBeaeHUE (akTopa cBepThiBanus kpou VIIIL
B OonpmmHCTBE ciyyaeB JiedueHHe HHruouropamu mnporeazsl BYU Obuio MpomomkeHo Win
BO300OHOBJIEHO TMoOcie mepepbiBa. [IpHUMHHO-CIIEACTBEHHAsT CBS3b MEXKAY Tepamnuen
uHruOuTopamu npoteassl BUY u sTumu ciyyasiMu He yCTaHOBIICHA.

[TaruenTs! ¢ reModmmmel A Wi B TOMKHBI OBITH OCBEIOMIICHBI O BO3MOKHOCTH TTOBBIITICHHON
KPOBOTOUYHBOCTH.

IlepepacnpencaeHre ;JKUPOBOM KJIETUYATKH (J'II/IHOI[I/ICTDOd)I/IH)

OTMeuanuch €IMHUYHBIE CIIy4yau IepepaclpeicsieHus >KUPOBOM KIETYaTKU, YTO MPOSIBISLIOCH
0’KUPEHUEM T10 LIEHTPAIBbHOMY THIY, YBEJIIMUYECHHEM KUPOBOU KJIETUYATKU B JIOPCOLECPBUKATBHOM
30He («OyHBONMHBIA TOpPO»), TOXyAaHWE KOHEYHOCTEH W JUIA, YBEIMYCHHE TPYAH,
«KYIIMHTOUJHOE IUIo». [IpUYMHHO-CIIEZICTBEHHAs] CBA3b MEXAY Tepamueil HHruOuTOpaMu
nporeassl BUY u aTuMu ciydyasiMy He YCTaHOBJIEHA.

[TatiuenTs! ¢ pakTOpamMu prUCKa OTHOCUTEIIBHO Pa3BUTHS TUMOAUCTPOGUH (TTAIIUEHTHI TTOXKHIIOTO
BO3pacTa, JUIUTEIbHBIA MPHEM MPOTUBOBUPYCHBIX MpPENapaTroB, HAPYIIEHHUS OOMEHa BEIIECTB)
JMOJKHBI  TOAJIeKATh  KIMHHUYECKOMY  OOCJIENOBAaHHIO, BKIIOYas  BHEIIHIOI  OILICHKY
repepacIpeaesIeHUs )KUPOBOU KIIETYATKH.

Merabonnyeckre napamMerpsl/Macca Teaa

Macca Tena, a Takke COOTHOLIEHHE CBIBOPOTOYHOM KOHIEHTPALMM JIMIIHJIOB U TJIFOKO3Bl B
KPOBU MOJKET IOBBIIIATECA BO BPEMs aHTHUPETPOBUPYCHOM Tepanuu. Takue U3MEHEHUsS MOTYT
ObITH 00YCIIOBIIEHBI IIPOBEICHUEM TEpallMi OCHOBHOI'O 3a00JI€BaHUs, a TaKXKe 00pa3oM >KHU3HH.
KoHTposb 3a ChIBOPOTOYHBIMU KOHUEHTPALMSIMU JUIHUI0B U TITIOKO3bl B KPOBU 00€CIIeUHBaETCs
COIJIacHO pekoMeHaanusaM mno jedennto BUY-undexuunit. Hapymenus o6MeHa )KupoB JOJKHBI
KOHTPOJIMPOBATHCS COTJIACHO KJIMHUYECKOM mpaktuke. IIpu mpumeHeHMM KOMOMHHUPOBAHHOM
QHTUPETPOBUPYCHOM TEpaluu, BKIIIOYAs TAaKKE COBMECTHOE IPUMEHEHUE C IIEPOPAIBHBIMU

KOHTpalu€TUBAMH, OTMCHAJIIMCE CITy4Yan Pa3BUTUA OTUCITUITUACMHN.
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CHHIpPOM BOCCTAaHOBJICHHS HMMMYHHTETA

Pa3Butue cuHApOMa BOCCTAHOBJICHHUS WMMYHHUTETAa OTMEYAJIOCh Y MAIlMEHTOB, MOJIyYaBIINX
AHTUPETPOBUPYCHYIO TEPAINHIO, BKIOYasi arazanaBup. Y BUU-uHQUIMPOBAHHBIX MAIIMEHTOB B
pe3ylbTaTe OTBETa MMMYHHOH CHCTEMBbl B Hadaje KOMOWHUPOBAHHON aHTUPETPOBUPYCHOU
T€paluyd MOTYT MOSBHUTHCS IMPU3HAKKA BOCIAIUTEIBHOM pPEAKUMU B OTBET HA IMPOTEKAIOLINE
0CCCUMIITOMHO WJIM OCTaTOYHBIC ONMOPTYHHCTUYCCKUE WHOEKIHH (IIUTOMETaTIOBUPYCHBIN
PETHHHT, T€HEPATN30BAaHHBIC W/WIIM JIOKAIBHBIE MUKOOAKTepUaIbHbIE MH()EKINH, BHI3BAHHBIC
Mycobacterium avium, mnHeBMOHHS, BbI3BaHHas Pneumocystis jiroveci, wmm TyGepkyes),
KOTOpPbIE€ MOT'YT IIPUBECTH K PA3BUTHIO CEPbE3HBIX KIMHUYECKUX MOCIEACTBUI WU YXYILIECHUIO
cocrosiHUsl manueHTa. OOBIYHO TaKWe pPEaKlUU Pa3BUBAIOTCS B TEUCHUE TEPBBIX HECKOIBKHX
Helenb WIM MeEcsAleB ¢ Havyana JiedeHus. JloJbKHO OBITh HPOBEIEHO OOCIeIOBaHHE U
COOTBETCTBYIOIIIEE JICUCHUE.

Otmedanuch ciay4yad ayTOMMMYHHBIX 3a0oneBaHuil (Hampumep, Oone3Hb ['peiiBca u
ayTOUMMYHHBIA TEMaTUT), BO3HUKABIIUX IPH BOCCTAHOBJICHHMH WMMYHUTETA, OJHAKO BpEMSs
Hayvaja Pa3BUTHS TaKUX 3a00JICBAaHUI BaphUPOBAJIOCH Y PA3HBIX MAIMEHTOB M MOTJIO HACTYIaTh
4yepe3 MHOIO MECSLEB MOCIE Hayaja Teparuy aTa3aHaBUPOM.

IleyeHOUHAs HEIOCTATOYHOCTh

ATazaHaBup MeTaOOIM3UPYETCs TJIABHBIM O0pa3oM B MEYEHH, W Yy MALMEHTOB C HApyIICHHEM
(GYHKIMHM NI€YeHU HA0JII0/1aIM MOBBIIIEHHbIE KOHIIEHTPAIUK B IU1a3Me KPOBHU (CM. pa3zaensl 4.2 U
4.3.). He Obuia ycranoBieHa Oe3omacHOcTh U 3()PPEKTUBHOCTH MPUMEHEHHs aTa3zaHaBUpPA Y
NAIMEHTOB CO 3HAUUMBIMHU COIYTCTBYIOLMMH HapYIIEHUSIMH CO CTOPOHBI MIEYEHU. Y MalUEeHTOB
¢ XpoHHUYecKUM rernatutoM B mmm C, momyyaromux KOMOWHHUPOBAHHYIO aHTHPETPOBUPYCHYIO
TEpanuio, HAOMIOAAETCSl YBEINYCHUE PUCKA PA3BUTHS TSHKEIBIX W, BO3MOXKHO, TPUBOJSIINX K
CMEpTENbHOMY MCXOJy HEXeNaTeNbHBIX peakiuil Co CTOPOHBI MedyeHu. B ciyyae nmpumeHeHus
COITYTCTBYIOIIMX MPOTHBOBUPYCHBIX MpenapaToB yis JedeHus renatura B wim C HeoOxoaumo
M3YYUTh COOTBETCTBYIOIINE MHCTPYKIIMH IO METUIIMHCKOMY TTPUMEHEHHIO (CM. pazfen 4.8.).

VY manueHToB ¢ paHHEe TUAarHOCTHPOBAHHBIMHU 3a00JICBAaHUSMH TEYCHH, BKIIIOYAsT XPOHUYECCKHUNA
aKTUBHBIN T€NaTUT, TP KOMOMHUPOBAHHON aHTUPETPOBUPYCHOH Tepanuu HapyleHus GyHKIUN
IEUYEeHN MOTYT HAOIOAAThCs Yalle, COCTOSHUE TaKuX MAI[MEHTOB CJEIyeT KOHTPOJIMPOBATH B
COOTBETCTBUHM CO CTaHIAAPTHOH NpakTUKOH. [lpm Hanmuumm y TakWx MAIMEHTOB MPU3HAKOB
ycyryOsnenust 3a00jieBaHusl MEYeHU HEOOXOJIUMO PACCMOTPETh BO3MOXHOCTH MPEPBIBAHUS HIIU
HpeKpaleHust JeUSHHs.

[ToyeyHas HEJOCTATOYHOCTh

Jns manueHToB, HE HAXOAIIMXCS Ha TeMOJuain3e, He TpeOyeTrcs KoppeKuuw A03bl. s

MAlEHTOB HAa T€MOJUANIN3E, PAaHEE HE MOIYYaBIINX aHTUPETPOBUPYCHYIO TEPAIMIO, aTa3aHABUP
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Ha3Ha4YacTCs TOJBKO B KOM6I/IHaHI/II/I C PUTOHAaBHUPOM.

[TanpeHTaM ¢ IOYEYHOM HEOCTATOYHOCTBIO TSKEIOW CTENEHU, HAXOJAUIUMCS Ha NeMOAUAIIN3e
U paHee  IOJIy4aBUIMM  AHTUPETPOBUPYCHYIO  TEpaluio,  ara3aHaBUp  IPUMEHATH
IIPOTUBOIIOKA3aHO.

I'nnepOnnpyornHeMus

Y nanuMeHTOB, NOJYYaBIIMX aTa3aHaBHp, OTMEYAIUCh CIydal OOpaTUMOTO YBEIMUYCHHS
CBIBOPOTOYHOM KOHIIGHTpAalMM HempsMoro (cBoOoaHOro) OunupyOMHA, CBS3aHHOTO C
uHruouposanuemM ypuauH-5-gudochar (YAD)-rmokyponosunrpanchepassl (YI'T). Cuoemyer
y4ecTh, YTO YBEJIMYEHHE CHIBOPOTOYHOW AaKTHUBHOCTM TpaHCAMHMHA3, OTMeYarolleecs IMpu
MOBBIIIEHHONW CBIBOPOTOYHOM KOHLEHTpAlMM OWIMpyOMHA Yy TMAalUEHTOB, TOJTYYarOINX
aTa3aHaBHUp, MOXKET OBITh BBI3BAHO JIPYTMMHU 3a00JIEBAHUSIMH, TAKXKe COMPOBOMKIAIOLIMMHUCS
runepOunupyOnHemMueil. AnbTepHATUBHAA aTa3aHAaBHPY AHTUPETPOBUPYCHAS TEparvs MOXKET
OBITh PAcCCMOTPEHA, €CIU JKEITyXa WIH TMOXKEITEHHE CKIIEp SBISAIOTCS HEMpPUEMJIEMBbIMHU IS
nanuenTta. CHIKEHHE 1036l aTa3aHaBHpa HE PEKOMEHYETCs, TOCKOIBKY 3TO MOYKET MPUBECTH K
MoTepe TepaneBTHICCKOro d3p(HeKTa U pa3BUTHIO PE3UCTCHTHOCTH.

HeT nonrocpoyHbIx TaHHBIX O O€30MACHOCTH MPUMEHEHHUS y MalUeHTOB, UMEIOIINX JITUTEIBHO
COXPAHSIIOIIYIOCS CBIBOPOTOYHYIO KOHIEHTpanuio OunupyOuHa, Oonmee yemM B 5 pa3
IIPEBBILIAIOILYIO0 BEPXHIO TpaHully HopMel (BI'H).

WuauHaBup Takke MOXKET OBITh MPUYMHON YBEIMYCHHUS CHIBOPOTOYHOW KOHICHTPALIUU
HenpsiMoro (cBoOojHOro) OmiupyOuHa, cBszaHHoro ¢ uHruOupoBanuem YI'T. Ilostomy ero
COBMECTHOE NPUMEHEHHE C aTa3aHaBUPOM HE PEKOMEH0BAHO.

Yinuuenne PQ unTepBaia

ATtazaHaBup MoxeT yumHATE PQ u PR wmHTepBansl y HekoTopeix mnammeHToB. Cremyer
coOJII0/IaTh OCTOPOXKHOCTh MpPHU TNPUMEHEHUM INpenapaTa y TMalUeHTOB C HapYyUICHUSIMHU
CEepICUYHOi MPOBOIMMOCTHU (Hampumep, aTpruoBeHTpuKysipHas (AV) omokana II u 111 crenenn).
Crnenyer coOmogaTh OCTOPOKHOCTh NP OJHOBPEMEHHOM NPUMEHEHHM aTa3aHaBUpa C
npenaparam, yuiaHsommuMu PQ uHTEpBan (Hanmpumep, aTeHOI0M, AUITHA3EM, BEpariaMu).

Ynunenue QT uaTEpBaia

OtMeuanuce cinyyau yaauHeHuss QT wHTepBana y HEKOTOPBIX MAlMEHTOB B 3aBUCHUMOCTHU OT
o3l arazaHaBupa. CremgyeT coO0JaTh OCTOPOXHOCTh MpU TMPUMEHEHWU Ipenapara y
MalMeHTOB €  HApYUIEHUSMH CEpPACYHOM TPOBOAMMOCTH  (Hampumep, AV-0iokama
I w I cremenn wnm Onokaga myuyka [Mca) M Ha3HA4aTh €ro TOJNBKO B CiIy4ae, €CIH
NOTEHIMaIbHAsl T0JIb3a TMPEBBIIIAET BO3MOXXHBIA PUCK OT NMpUMEHEHHs mnpemnapara. Cruenyer
coOnroaarh 0coOyl0 OCTOPOKHOCTh TPU OJHOBPEMEHHOM IPUMEHEHHHM aTa3aHaBupa C

npenapatamu, yanuHstouMu QT wuHTepBan (Hampumep, KIAPUTPOMHIIMH, CAJIMETEpOid), a
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TaKkke Yy TAIUEeHTOB ¢ (¢daKTopaMu pHCKa (6p5gl'»;k;1;|)§4;:: Eigpmt%ET%/ﬂﬁﬁﬂéHne

QT unTepBana, HapyUICHUS HIIEKTPOIUTHOTO OaIaHca).

KoskHas ceinp

Makynonanysne3Hasi Cbillb, OOBIYHO OT JIETKOH A0 CpelHel CTeleHU, MOKET HaONIoAaTbcs B
TE€YEHUE NEPBBIX 3 HEEIb OT Havajla TEPANNK aTa3aHaBUPOM.

OtmeueHo Takxke pasBuTHe cuHIpoma CrtuBeHca-/[KOHCOHA, MyJIbTU(OPMHOU 3PUTEMBI,
TOKCHYECKOW KOXXHOM CBIMK W JICKAPCTBEHHOM CBIMK C S03MHOQWIMEH W CHUCTEMHBIMU
nposieineHusiMu (DRESS-cunapom). [lanueHTsl 10KHBI OBITH TMPEIYyIPEKICHBI O BO3MOKHBIX
MPU3HAKAX W CHUMIITOMAax pPa3BUTHS KOKHOM chimu. Cleqyer TINATEeIbHO KOHTPOJHMPOBATH
NOSIBJICHWE IIE€PBBIX CUMITOMOB KOXHBIX peakuui y nanueHtoB. I[IpumeHeHue mnpenapara
JIOJDKHO OBITh TPEKpAIICHO MpPU PA3BUTUM TSKEJIOW CTETEHH KOXHOM ChIMu. TiiaTelbHbIN
KOHTPOJIb 32 COCTOSIHUEM KOXKHBIX IOKPOBOB IO3BOJISIET NMPOBECTU PAHHIOK JUArHOCTUKY W
HEME/JIEHHO MPUOCTAHOBUTH MPUEM IMOJ03PUTEIBLHOTO JEKapCTBEHHOIO cpeacTna. [lanuenTtam,
y KOTOpBIX paHee Obul0 OTMEuYeHO paszBuTHe cuHjapoMa CtuBeHca-/[xoncona u DRESS-
CHUHJApOMa, AacCOLMHUPOBAHHOE C AaTa3aHaBUPOM, HE CJEIyeT MpPUMEHSTh Ipenapar B
NaJIbHEUIIIEM.

Hed)DOJ'II/ITI/IaS H XOJICJINTHA3

B xone mocTperucTpalMoOHHBIX MCCIIEIOBAHUM MO O€30MacHOCTH NMPUMEHEHUSl aTa3aHaBUpa Y
BUY-uaGUIHpOBAaHHBIX MAlMEHTOB OTMEUYAINCh Clydau He]poimTHaza W/WIHM XOJelnTHA3a.
HekotopeiM mnanuentaMm noTpeboBaiach TOCHHUTANU3ALMSA A TMPOBENCHUS HEOOXOAUMOMN
Tepanuu, y HEKOTOPHIX MallMEeHTOB HAOII0JAINCh OCIIOKHEHUS. B HEKOTOPBIX Ciydasix pa3BUTHE
He(dposmMTHa3a COMPOBOXKAATOCH OCTPOM MOYEUHON HEAOCTATOYHOCTHIO M HAPYIICHHEM PaOdOThHI
nouek. [Ipy HamMuuM CUMITOMOB HEPPOIUTHA3A W/UIW XOJENIUTHAa3a CIeAyeT BPEMEHHO
MpepBaTh TEPANUIO WIH MMOTHOCTHIO IPEKPATUTh MPUEM IIpernapara.

XpoHHYECKas 00JIe3Hb MOYEK

B nepuoa noctperucTpainoHHOro HaOII01eHNs ObIITN 3aperuCTPUPOBAHBI CITydyan XpOHUYECKON
Ooosme3nn mouek 'y BHUY-uHpumupoBaHHBIX TAIMEHTOB, TMOJYYaIOUIUX aTa3aHaBHp C
puUTOHaBUpOM WM Oe3 Hero. B kpymHoMmacmTabHOM, MPOCHEKTUBHOM, HAOII0IaTEIHHOM
UCCIIEIOBaHNM ObUTa TOKa3aHa B3aMMOCBS3b MEXIY YBEIUYEHHEM YacTOTHl Pa3BUTHUS
XpOHUYECKOH OO0JIe3HH TOYeK M COBOKYIHOM JKCIIO3UIMEl aTa3aHaBUpa/pUTOHABUpA Y
BUY-undunmpoBaHHBIX TAaIMEHTOB € W3HAYAJIBHO HOPMAJIBHOM PAaCYETHOW CKOPOCTHIO
kiyooukoBort  ¢unbTparuu  (pCK®). Takyro B3auMOCBSA3b HAOMIOAANU HE3aBUCHMO OT
AKCMO3UIUHU TeHO(OBUpA Tu3onpokcuia. TpedyeTcs: peryaspHbii KOHTPOIb (PYHKIUU MOYEK Y

MAlMEeHTOB Ha MPOTSHKEHUH Tepanuu (cM. pazzaen 4.8.).
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OaHOBPEMEHHBIN IPUEM C IPYTUMH JICKAPCTBEHHBIMH HHQIITI’c’tD‘d-Ilg‘QIPI‘I BATENBHOCTL 0001 )

He pexomenyercss 0lHOBpEMEHHOE IPUMEHEHHUE aTa3aHaBUpa C aTOPBACTATUHOM.

[TockonbKy aTrazaHaBHp METAOOIM3UPYETCs, B OCHOBHOM, mocpeacTBoM u3zodpepmenta CYP3A4,
OJIHOBPEMEHHOE MPUMEHEHHE aTa3aHaBUpPa M JIEKAPCTBEHHBIX IIPENapaToB, HHIYLHUPYIOIIHX
nzopepment CYP3A4, He pexomenayercs. Hepupanus, sBISISICE MHAYKTOPOM H30(epMEeHTa
CYP3A4, cuwxaer xaeiictBue arazaHaBupa. Kpome TOro, u3-3a yBEIMYEHHUS CHIBOPOTOYHOM
KOHIICHTPAallMM HEBUpPANMHA BO3PACTAET €r0 TOKCHYHOCThH, MOITOMY JaHHAs KOMOWHAIUS HE
PEKOMEH]TyeTCs.

KombOunupoBanHas Teparus ara3aHaBUpOM U 3(aBUPEH30M MPUBOJUT K YMEHBIICHUIO 3 deKTa
aTazaHaBUpa, IMOXTOMYy ee cleayeT wusberatb. Ecnim mnpumMeHeHWe NaHHOW KOMOWHAIIUU
abCOJIIOTHO HEOOXOOMMO, pa3peliaeTcss €€ NPUMEHSTh TOJBKO y TAalMeHTOB, paHee He
MOJIy4aBUIMX aHTUPETPOBUPYCHYIO Tepanuto. [Ipu sTom arazanaBup 400 mr u putonasup 200 mr
HA3HAYaroT B BUJI€ OJHOKPATHOM J03bI BO BpeMs e/1bl, a 3()aBUPEH3 — HATOIAK, TIEPE]] CHOM.
OnHoBpeMeHHOE TpUMEHEHHE BopukoHazoja (200 mr gBa pasa B JI€Hb) C KOMOWHaIuen
aTa3aHaBUp + PUTOHABHP y MAIMEHTOB C KaK MUHUMYM OJHUM ()YHKIIMOHAJIBHBIM ajlielieM
nzodepmenta CYP2C19 npuBoaniIo K CHUKECHUIO KOHIIEHTPAIM BOPUKOHA30J1a U aTa3aHaBHUpa
B miasme kpoBu. OJHOBpEeMEHHOE MpHMEHEHHe BopukoHazona (200 Mr gBa pa3a B JCHb) C
KoMOWHaIMel ara3aHaBHp + PUTOHABUP Yy TMANMEHTOB 03 (YHKIMOHAIBHOTO —alIess
uzopepmenta CYP2C19 npuBoaniIo K TOBBIIICHUIO KOHIICHTPAIMH BOPUKOHA30JIa U CHUKEHHIO
KOHIIEHTpAllMU aTa3aHaBUpa B Iu1azMe KpoBU. OIHOBpEMEHHOE MPUMEHEHUE BOPUKOHA30JIa U
KOMOUWHAIMM aTa3aHaBUp + PUTOHABUP HE PEKOMEH/YEeTCsl, 32 HCKIIOUEHUEM TeX CIIydaeB, Korja
NOTEHLIMalIbHasl M0JIb3a IPUMEHEHNs BOPUKOHA30J1a MpeBbIaeT puck. [Ipu npuMeHeHnn Takoi
KOMOMHHMPOBAHHOW TEparnuyu HEOOXOJUMO MPOBOJAUTH TIIATENIbHBIN KOHTPOJIb BO3HUKHOBEHUS
n00OYHBIX YPPEKTOB MPU MPUMEHEHUH BOPUKOHA30J1a, a Takke 3(PPEeKTUBHOCTH BOPUKOHA30JIA
Y aTa3aHaBUPA, KOTOPask MOYKET CHUYKATHCS.

Cunnenadw, Tananadun, BapaeHaduI: Tpyu COBMECTHOM MPUMEHEHUU MHTHOUTOPOB MIPOTEa3bl
BUY ¢ unruburopamu pocdoauscrepaspi-5 (OA3-5), MeTaboAM3UpyOMUMUCT U30(EepMEHTOM
CYP3A4 u npumeHseMbIMU JUIsl JIEYEHUS SPEKTUIBHON TUCPYHKINHU, BO3SMOXKHO 3HAYUTEIHHOE
yBEeJIMYEHUE KOHIEHTpauuu HMHruoutopoB P®JI3-5 u ycuienue ux MoOOYHBIX 3(D(DHEKTOB,
CBsA3aHHBIX ¢ BiusHUeM DJI3-5 (Hanpumep, apTepuanbHas THIOTEH3Us, PUANu3M, HapyIIEHUs
3peHus).

[IpumeHeHne KOMOWHAIIMM aTa3aHAaBUpP + PUTOHABHP OJHOBPEMEHHO ¢ (IyTHKa30HA
OPOMHOHATOM  WJIM  JIPYTMMH  TJIIOKOKOPTUKOCTEPOUZAMH,  METaOOIU3UPYIOIIMMUCS
nzopepmentom CYP3A4, He pekoMEHJOBaHO W BO3MOXKHO TOJBKO B TOM CIlIy4ae, €CId

INOTCHIMAJIbHAasA IO0JIb3a TCparnun IMPEBBIIIACT PHUCK CHUCTEMHBIX 3(1)(1)6KTOB
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TTFIOKOKOPTUKOCTEPOHIOB, BKIIIOYAsT CHHIPOM umxo-@%ﬁ%@%%ﬁggghﬁg(b}rﬂﬂﬂﬂf k'opbl

HA/AMOYEYHUKOB. [Ipm HeoOXoAMMOCTH TpueMa TIIIOKOKOPTUKOCTEPOUAOB PEKOMEH]YETCs
IpUEeM MpenapaToB, He ABIsromuxcs cyocrparamu nzodpepmenta CYP3A4 (GexiiomerasoHn).
OpnHOBpeMEHHOE IPUMEHEHHE CcaJMeTepojla M aTa3aHaBUpa HE PEKOMEHJOBAHO BBUIY
IOBBIIIEHHOI'O PUCKAa Pa3BUTUSA NOOOYHBIX ASPPEKTOB CO CTOPOHBI CEPIAEUHO-COCYAUCTOU
CUCTEMBI, CBOWCTBEHHBIX CAJIMETEPOILY.

Bo Bpems gedeHMsi ara3aHaBUpOM HE PEKOMEHIYETCS OJHOBPEMEHHOE Ha3HAuY€HUE
UHTUOUTOPOB MPOTOHHOM Mommbl. MIX Ha3HAYarOT TOJIBKO B TOM Cilydae, €Cid MX MpPUMEHEHUe
ABJISIETCA 00s13aTeNbHBIM. PeKkoMeHIyeTcsl TIIaTeNbHbI KIMHUYECKHM MOHUTOPHUHI COCTOSIHUSA
NanueHTa u npuMeHeHne komounanuu arazanasup 400 mr + puronasup 100 mMr ¢ omenpazonom
B MakcUMaJlbHOM 1o03¢ 20 Mr oauH pa3 B J€Hb (WIM APYI'MM IpEenaparoM U3 TPYIIIbI
UHTUOUTOPOB IMPOTOHHOW IMOMIIBI B SKBHUBAJIEHTHOW 103e). He pexkomeHIyercss NPUMEHSATh
omMenpaszon B jgo3e Oosee 20 Mr B CyTKM (WM Jpyroil mpemapar M3 Ipymdmbl UHTMOUTOPOB
POTOHHOHW MOMIIBI B 9KBUBAJICHTHOH J103€).

OnHOBpeMEHHOE NpPHUMEHEHHE ara3aHaBHpa C TOPMOHAJIBHBIMH KOHTpAICITUBAMH  HIIU
OpaJIbHBIMU KOHTPALIENITUBHBIMU CPEICTBAMH, COJCPXALIUMH IPOreCTareHbl, OTIUYHBIE OT
HOprecTMara Wi HOPITUHPOHA, HE N3y4aloCh U IO3TOMY HE PEKOMEHJOBAHO.

IToumxeHHAas KUCIIOTHOCTD KEIYAOYHOI'O COKa (HOBI)IHIGHI/IG 3HA4YCHUA DH KEIYAOYHOT'O COKa)

CbIBOpOTOYHAsT KOHIIEHTpALUsl aTa3aHaBUpa MOXET CHMXKAThCs MPHU yBEIWYeHMM 3HaueHus pH
KeJTyJOYHOI'0 COKA HE3aBUCHMO OT IPUYUH, BHI3BABIINX 3TO YBEJIUYEHHUE.
OcTteoHekpos
Hecmotpss Ha TO, 4YTO 3THOJOrHS OCTEOHEKpPO3a CUMTAETCs MHOro(akTOpHOM (BKIiIOUas
IPUMEHEHNE KOPTHUKOCTEPOUJIOB, MPUEM AJIKOTOJISA, TAKEIYI0 HMMYHOCYIIPECCUIO, YBEIUYEHUE
MHJIEKCa MacChl Tejla), Clydyal OCTEOHEKpO3a OCOOEHHO YacTO BCTPEYAIUCh y MAIMEHTOB C
no3aHumMu  craausamMu  BUY-undexkumn w/mmm  Ha  QoHE  ATMTENBHON  SKCIO3UIMU
KOMOMHMpoBaHHOU aHTUpeTpoBupycHOM Tepanuu (KAPT). IlannenToB cienyer npenynpeauThb
0 HEOOXOIMMOCTH OOpaleHHs 32 MEAUIIMHCKON OMOIIBIO IPU PAa3BUTHUU TaKUX MPU3HAKOB, KaK
00J1b U JIOMOTa B CycTaBaX, CKOBAHHOCTb WM 3aTpy/THEHHE JABM)KEHH B CyCTaBax.

€TH
OTCYTCTBYIOT PEKOMEHJAIMK M0 PEKUMY J103UPOBAaHHUA Ipernapata ATa3zaHaBUP B JI03UPOBKE
300 Mr y nereit ¢ Mmaccou Tesla MeHee 35 KT.
bezonacnocmy
[Tpodwmip Ge3omacHOCTH arazaHaBUpa y JeTe ¢ Maccoi Tena 35 Kr M BBIIIE COMOCTaBUM C

TAaKOBBIM Yy B3POCJIbIX IMAIIUCHTOB.
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Y nmeredi W TMOAPOCTKOB peructpupoBaid Oeccumnromuyto AV-6mokaxy | u |l cremenu
(em. pasgmen 4.8.). Cruemyer co0moaaTh OCTOPOKHOCTh TMpU NPUMEHEHHH IPEnaparos,
CIIOCOOHBIX BBI3bIBaTh yAJduHeHHEe wuHTepBasa QT. VYV nereil W mMOAPOCTKOB € paHee
JMarHOCTUPOBAHHBIMU HapyileHusmu npoBoaumoctu (Il unu  OGoniee BbicOKas CTerNeHb
AV-0mokanpl wim OnoOKaabl HOXKEK Tmyuyka [wmca) arazaHaBup CclieyeT MPHMEHSTH C
OCTOPOXKHOCTBIO W TOJBKO B TOM Ciy4ae, €CJIM I0JIb3a MPEBBIIACT PHUCK. PexomeHnoBaH
KOHTPOJIb (PYHKLIUU CepJIia, UCXO/IS U3 KIIMHUYECKUX MPOSBICHUH (Hampumep, Opagukapaus).
Dhhexmusnocme

ATtazaHaBup/puToHaBUp ObUT HEI(Y(HEKTUBEH MPOTHB BUPYCHBIX IITAMMOB C MHOTOUYHUCICHHBIMU
MYTalUSIMH PE3UCTEHTHOCTH.

BcnomorarensHbIe BEIECTBA

Jlakmosza

[Ipemapar coaepxxkut nakTo3y. IlanmmeHTam ¢ peaKo BCTPEYAIOLICHCS HACIEACTBEHHOMN
HEMEePeHOCUMOCTbIO TallaKTO3bl, JAE(PULUUTOM JIaKTa3bl JIOMAPEH WM IIIOKO30-TaJaKTO3HOM
MalibabcopOIMel He ciaelyeT MPUMHUMATh 3TOT Ipernapar.

4.5. BzaumopeiictBMe ¢ JPYrHMH JeKaPCTBEHHbIMH IIpenaparaMM W [pyrue BH/ABI
B3aMMO/ el CTBHA

[Ipy onHOBpEMEHHOM INPUMEHEHUM aTa3aHaBHpa M PUTOHABUpPA HPOPHIL META00IMYECKOIO
B3aMMOJICHCTBUS JIEKAPCTBEHHBIX CPEJCTB AJISi PUTOHABHpPAa MOXKET IMpeodiafaTh, MOCKOJIbKY
pUTOHABUp sBIsIETCS OoJiee MOUTHBIM UHTHOUTOpOoM n3opepmenta CYP3 A4, uem aTazaHaBup.
[lepen Hayasiom Tepanuu npenaparoM ATazaHaBUP U PUTOHABUPOM HEOOXOAMMO O3HAKOMUTHCS
¢ 00111ell XapaKTepUCTUKON JIEKApCTBEHHOTO MIpernapara Jyisi pUTOHaBHpa.

ATtazaHaBup MeTabonu3upyercs B nedeHu nocpeactsom nzodepmenta CYP3A4. On noxasnser
nzopepment CYP3A4. Takum o00pazoMm, NPOTHBONOKA3aHO NPUMEHEHUE aTa3aHaBuUpa C
JICKApCTBEHHBIMH ~TIpenapaTaMu, sBIsStommMucs cyoctpatamu m3odepmenta CYP3A4 u
UMEIOIMMH Y3KUI TepaneBTUYeCKU MHIEKC: KBETHAIIUH, JIypa3uioH, al(dy3031H, acCTeMU30I,
TepdeHaanH, nu3anpul, MMMO3M, XUHUIUH, OCTIpUINII, TpHa3oaaM, IpenapaTaMy JJs prueMa
BHYTpPb — MHJa30JIaM, JIOMUTAIU ¥ AJKaJIOUAbl CHOPBIHBH, B OCOOEHHOCTH C DPrOTaMHUHOM U
JTUTHAPOIPTOTAMUHOM (CM. pazaen 4.3.).

OnHoBpeMEHHOE MPUMEHEHHME aTa3aHaBHpa C IpernapaTamH, COAEpXKAIUMU Ipa3OIpeBUP,
BKJII0Yasi KOMOMHUPOBAHHbIE Mpenaparhl ¢ PUKCUPOBAHHBIMU J03aMH 3J10aCBUPA/TPa3oNpeBUpa,
IIPOTUBOMNOKA3aHO M3-3a TOBBIIIEHUsS] KOHUEHTpAlUi rpas3onpeBupa U 3ji0acBupa B IUIa3Me

KpOBH HW TIOTCHOHUAJIBHOTO YBCIWYCHUA PHUCKA [MOBBIIICHUA CBIBOpOTO‘-IHOfI AKTHUBHOCTH
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rpazonpeBupa (cMm. pazgen 4.3.). OAHOBpeMEHHOE MPUMEHEHHE aTa3aHaBUpa C
KOMOWHUPOBAHHBIMH ITperapaTaMy ¢ GUKCUPOBAHHBIMH JI03aMHU TJIEKalpeBUpa/MUOpeHTacBUpPa
IPOTUBOIIOKA3aHO B CBSI3H C MOTEHIMAIBHBIM YBEIMUCHUEM PHCKA IOBBIIICHHUS CBIBOPOTOYHOM
aktuBHOCTH AJIT m3-3a 3HAUUTENBPHOTO YBENWYEHUS KOHICHTPALMH TJIEKalpeBHpa H
NUOpEeHTacBUpA B I1a3Me KpoBHU (cM. pazzaein 4.3.).

Jlpyrue B3auMOJIENCTBUSI

BzaumopelicTBus arazaHaBHpa M JPYTHX JICKAPCTBEHHBIX IPENapaToB MEPEUUCICHBI B TAOIHUIIE
HIDKe (YBENWYEHUE YKa3aHO KaK «1», CHIDKEHHE — KaK «|», OTCYTCTBHE H3MEHEHUH — KaK «<>»).
[Tpu Hamuumm B ckoOkax ykassiBatoTcst 90 % noBepurenbhbie nuTepBaisl (JW). Mccnenopanus,
yka3zaHHble B Tabnuie 2, mpoBOAMIM C y4acTHEM 3JI0POBBIX JOOPOBOJIBLEB, €CJIM HE YKa3aHO
uHoe. CTOUT OTMETUTb, YTO MHOTI'ME UCCIIEIOBAaHMsI IPOBOJIMIN C IPUMEHEHHEM HEYCHJIECHHOTO
aTazaHaBHpa, TO €CTh HE B PEKOMCHJOBAaHHOM pEeXHME IPHUMEHECHHUS aTa3aHaBHpa
(cm. paznen 4.4.).

Tabmuua 2. BzaumoseiicTBue arazaHaBupa ¢ JpyTrUMH JIEKAPCTBEHHBIMU TIpeTiapaTaMu

JlekapcTBeHHbIE B3aumoaeiicTBue Pexomenpanuu
npenaparsl 1o OTHOCHUTEJIbHO
obJsacTu OJTHOBPEMEHHOI' 0
TepaneBTHYECKOro NpuMeHeHust
NMPUMeHEeHUs!

IIPEITAPATHBI JUIS IEYEHUSA BUPYCHOI'O I'EITATUTA C

I'pazonpesup, 200 mr | [Inomane noj KpUBON «KOHLEHTPALHSI-BPEMS» OnHOBpEMEHHOE
OJIVH pa3 B CYTKU (AUC) arazanasupa 143 % (130 % 157 %) MIPUMEHEHHUE aTa3aHaBUpa U

(arazanasup, 300 mr/ | MaxkcumanbHas kKoHIeHTpanus (Cmax) aTa3aHaBUpa |3II0acBHpa/TpazonpeBrupa

putonasup, 100 mr B 1a3me kpoBu 112 % (11 % 124 %) MMPOTUBOIIOKAa3aHO HU3-3a
OJIVH pPa3 B CyTKH) MunumanbHast KoHeHTpanus (Cmin) ara3aHaBupa | CYIIECTBEHHOTO
B t1a3zme kpoBu 123 % (113 % 1134 %) MOBBIIICHNS KOHLIEHTpaLUil

AUC rpazonpesupa: 1958 % (1678 % 11339 %) | rpasonpeBupa B 1ia3me

CmaxTpazomnpeBupa: 1524 % (1342 % 1781 %) KpPOBU U CBS3aHHOIO C ATUM
Cminrpasonpesupa: 11064 % (1696 % 11602 %) MOTEHITUAIBHOTO
KonuenTparmu rpa3onpesupa B 3HAYUTEIBHOM YBEIUYCHUsSI PHCKa
CTETICHH MOBBIIIAIUCH ITPH COMYTCTBYIOIIEM MOBBIIIICHHUS AKTUBHOCTH
MIPUMEHEHUH aTa3aHaBHPa/PUTOHABUPA. AJIT B mima3me KpoBU
DnbacBup, 50 Mr AUC atazanasupa 17 % (12 % 117 %) (cm. pazmen 4.3.).
OJIMH pa3 B CyTKH Crmax aTazanaBupa 12 % (14 % 18 %)

(arazanasup, 300 mr/ | CminaTazanasupa 115 % (12 % 129 %)
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putonasup, 100 Mr

OJIVH pa3 B CYTKH)

AUC snbacsupa: 1376 % (

307 % 1456%) 'EA0E

STEMEHOCTE 0001

Cmax ombacsupa: 1315 % (1246 % 1397 %)
Cminanbacsupa: 1545 % (1451 % 1654 %)
KonuenTparuu 3md6acBupa moBbIIIATNCH TPU
COITYyTCTBYIOIIEM TIPUMCHEHHH aTa3aHaBUpa/

PHUTOHABHpA.

CodocOysup, 400 mr/
BenmaTacsup, 100 mr/
BOKCHJIANIPEBUP,

100 mr omHOKpaTHO*

(arazanasup, 300 mr/

putoHasup, 100 Mr

OJIMH pa3 B CyTKH)

AUC codocoysupa: 140 % (125 % 157 %)

Cmax codocoysupa: 129 % (19 % 152 %)

AUC Benmataceupa: 193 % (158 % 1136 %)

Cmax BenmatacBupa: 129 % (17 % 156 %)

AUC Bokcunanpesupa: 1331 % (1276 % 1393 %)
Crax Boxcumamnpesupa: 1342 % (1265 % 1435 %)
* OTcyTcTBHE IpaHull (apMaKOKHHETHIECKOTO
B3aumoneicreus 70-143 %

BrnusiHve Ha KCIIO3UIMIO aTa3aHaBUPa U
PUTOHABHpPA HE U3yYaloCh.

Oxunaemoe:

<> arazaHaBHp

<> PUTOHABHUD

MexaHn3M B3aMMOIEWCTBUS MEX Ty aTa3aHaBUPOM/
puTOHABHUPOM U cOohOoCcOyBHPOM / BEIATACBUPOM
/BOKCHITATIPEBUPOM 3aKJTFOUACTCS B
WHTUOMPOBAHUH TPAHCIIOPTEPA OPraHUIECKUX
annonoB OATP1B, P-riukonporenna (P-gp) u
m3odepmenta CYP3A.

O’KugaeTcs, 4To
OJIHOBPEMEHHOE
MPUMEHCHUE aTa3aHaBUpa ¢
npernapaTamu,
COJIepIKaIIMMU
BOKCHJIATIPEBHUP, YBEIUUUT
KOHIICHTPAIUIO
BOKCHJTAIIPEBUPA.
OnHOBpEMEHHOE
MPUMEHCHUE aTa3aHaBUpa U
MpenapaToB, COACPKAIIUX
BOKCHJIATIPEBHP, HE

PEKOMEHIAOBAHO.

I'nexanpesup, 300 mr /
nubpenTacsup, 120 mr
OJIUH pa3 B CyTKU
(arazanaBup, 300 mr/
putoHasup, 100 mr

OJIUH pa3 B CyTKU*)

AUC rrekanpesupa: 1553 % (1424 % 1714 %)
Cmax TitexanpeBupa: 1306 % (1215 % 1423 %)
Chmin riexanpesupa: 11330 % (1885 % 11970 %)

AUC mmbpenTacsupa: 164 % (148 % 182 %)
Cmax mubpenTacsupa: 129 % (115 % 145 %)
Cmin mubpenTtacsupa: 1129 % (195 % 1168 %)
* Coo0111aercs 0 BAMSHUM aTa3aHaBUPA U
pHUTOHABHpPA Ha TIEPBYIO 103y TJICKApEeBUpa U

nuOpeHTacBupa.

OmHOBpEMEHHOE
MpUMEHEHUE aTa3aHaBUPa C
rIieKanpeBUpoM/THOpeHTac
BUPOM MPOTHBOIIOKA3aHO B
CBs3HU C IIOTCHIIMAJIbHBIM
YBEJIIMYEHUEM PUCKA
ITOBBINICHUS aKTUBHOCTH
AJIT B mta3me KpoBH HU3-3a
3HAYUTCIIbHOI'O YBEJINYC-
HHS CBIBOPOTOYHBIX KOH-
LEHTpAIMH TIIeKapeBupa u
nuOpeHTacBupa

(cm. paznmen 4.3.).
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AHTUPETPOBUPYCHBIE NMPEMAPATDI (MOCHEOUBATENBHOCTE 00UT)

Hueubumopwr  npomeasvl:  OIHOBpEeMEHHOE TIPpUMCHEHWE aTa3aHaBHPa/pPUTOHABUpAa U JPYTUX

WHTUOUTOPOB MpPOTea3bl HE W3y4yalloch, OJHAKO OXHIACTCS TIOBBINICHUE OSKCIO3UIMU JPYTHX
WHTHOWTOPOB TIPOTEa3bl IIPH TaKOM TMpUMEHEHWH. TakuM o00pa3oM, MOJ00OHOE OIHOBPEMEHHOE

IIPUMCHEHNE HE PEKOMCHIYETCA.

PuronasBup, 100 mr
OJIUH pa3 B CyTKU

(arazanaBwup, 300 mr

AUC arazanasupa: 1250 % (1144 % 1403 %) *
Cmax atazanasupa: 1120 % (156 % 1211 %) *
Cmin aTazanaBupa: 1713 % (1359 % 11339 %) *

Puronasup B mo3e 100 Mr
OJIUH pa3 B CyTKH

MPUMCHAIOT [JIA YCUJICHUSA

OJIUH pa3 B CYTKH) * B KOMOMHMPOBAaHHOM aHaJIU3€ aTa3aHaBHD, (hapMaKOKHHETHKH
HUccnenoBanus, 300 mr u puronasup, 100 mr (n=33) cpaBHUBAJIM C |aTa3aHABUPA.
MPOBEICHHBIE C aTazaHaBupoM B go3e 400 mMr 6e3 puToHaBHpa
yuactueM BNU- (n=28).
WHQHUIUPOBAHHBIX MexaHu3M B3aUMOACUCTBUS MEXYy aTa3aHABUPOM
IIaluECHTOB. U PUTOHABUPOM 3aKJIHOYACTCA B ITOAABJIICHUN
n3opepmenta CYP3A4.
MNununaBup WNHnuHaBup CBSA3aH C pa3BUTHEM HENPSAMOU OnHOBpEMEHHOE

HEKOHBIOTUPOBAHHOW THIIEPOUINPYOHMHEMUH H3-32

noxasinenus YI'T.

NpUMEHEHUE aTa3aHaBUpa U
WHMHABHpA HE
PEKOMEH/I0BaHO

(cm. pazmen 4.4.).

Hyxneozuonwvle/nykieomuonoie uneubumopwvl oopammnoi mpanckpunmasvl (HUOT/HmHOT)

JlamuByaun, 150 mr
JIBa pas3a B CyTKH +
sunoByauH, 300 Mr
JIBa pa3a B CyTKH
(arazanasup, 400 mr

OJIMH pa3 B CyTKH)

3HaYMMOE BIIMSHHE Ha KOHOCHTpAUX JIaMUBYAHWHA

Y 3UJIOBYIMHA HE HA0IIOIAIOCh.

Ucxons us
MPEJICTABICHHBIX JaHHBIX U
BBHJIy TOTO, YTO PUTOHABHUP
eJlBa JI1 OKa3bIBaeT
3HAYUMOE BO3JEHCTBHE HA
¢dapmakokunetuky HUOT,
OJTHOBPEMEHHOE
MIPUMEHEHHUE JTaHHBIX
MpenaparoB U aTa3aHaBHpa
BpSII JIU TIPUBEJIET K
3HAYNUTEITHLHOMY
HW3MEHCHUIO SKCIIO3UIINHI
OJIHOBPEMEHHO
MIPUMEHSIEMBIX
JIEKApCTBEHHBIX

MIpenaparTos.
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AbaxaBup He oxumaercs, 9To OJHOBPEMEHHOE '-IIIFJ)II:III\'I;C;igH;IIC" B
abakaBypa M aTazaHaBUpPa MPHUBEJET K
3HAYUTENHHOMY MOBBIMIEHUIO SKCIO3HITUN
abakaBwmpa.
JumaHo3uH ATa3anaBup, OJHOBPEMEHHOE MPUMEHEHHE C JluaHO3HH cliemyeT

(6ydepnbie TabNETKN),
200 mr/

craByuH, 40 mr,

00a OAHOKpaTHO
(arazanasup, 400 mr,

OJTHOKpAaTHas J103a)

mumnano3uH (ddl) + craBynun (d4T) (HaTommak)
AUC arazanasupa |87 % (192 % |79 %)

Cmax atazanasupa |89 % ({94 % |82 %)

Chmin aTazanasupa |84 % (190 % |73 %)
ArtazanaBup uepes 1 1 mocine ddl + d4T (naTomax)
AUC arazanasupa <3 % (|36 % 167 %)

Cmax atazanasupa 112 % ({33 % 118 %)

Cnmin aTazanaBupa <3 % (139 % 173 %)
KoHIeHTpalMy ata3aHaBUpa 3aMETHO CHIKAITUCh
npru OAHOBPEMECHHOM INPUMEHCHUHN AUJaHO3HA
(OydepHbIe TabMETKN) U CTaByIMHA. MeXaHu3M
B3aUMO/ICHCTBHS 3aKITI0YACTCS B CHIDKCHUH
pacTBOPUMOCTH aTa3aHaBHpa ¢ yBeandenueM pH,
CBSI3aHHOM C TIPUCYTCTBUEM aHTAIIUIHOTO
cpencTBa B OyQepHBIX TaOleTKax TUIaHO3HHA.
3HaYNMOe BIIMSHHE Ha KOHIICHTPALUH AUIaHO3WHA

" CTaByJVHA HC OTMCYAJIOCh.

JunaHo3uH (Kamncybt
KHLIEYHO-
pPacTBOpUMBIE),
omrokpatHo 400 Mr
(arazanaswup, 300 mr
OJIUH pa3 B CYTKHU C
putoHaBupom, 100 mr

OJIMH pa3 B CyTKH)

Junano3uH (¢ mureit)

AUC munmanosuna |34 % (|41 % |27 %)

Crax munano3una |38 % (148 % |26 %)

Cmin qunano3una 125 % (|8 % 169 %)

3HaYUMOe BJIMSIHHE Ha KOHIIEHTPAIIUHU PU
NPUMEHEHUH JUaHO3MHA B KUIIIEYHOPACTBOPUMOMN
(hopMe He 3aperuCcTPUPOBAHO, OJHAKO,
MIPUMEHEHHUE C MHUIICH CHIKAJIO KOHIICHTPAIIUU

JIMIaHO3HWHA.

MPUMEHATH HATOIIAK Yepe3
2 gaca 1mocJie MpUMEHEHUS
aTazaHaBupa C MUIIEH.

He oxwupaercs, 9to
OJIHOBPEMEHHOE
MPUMEHCHUE CTaBYIMHA U
aTa3aHaBUpA MIPUBEJICT K
3HAYUTEILHOMY
MOBBIIIICHHUIO SKCITO3UIUH

CTaByJIMHA.

Tenodosupa
JIM30TPOKCHUIIA
¢ymapar, 300 Mr
OJIUH pa3 B CYyTKU
(arazanaBwup, 300 mr
OJIMH pa3 B CYTKH U

putoHasup, 100 Mr

AUC arazanasupa [22 % ({35 % [6 %) *
Cmax atazanasupa |16 % ({30 % <0 %) *
Cmin aTazanaBupa |23 % (143 % 12 %) *

* B KOMOMHUPOBAHHOM aHAJIN3€ HECKOIBKUX
KJIMHUYECKHUX UCCIIEI0BaHUI aTa3zaHaBup/
puronasup, 300/100 Mr, npuMeHsieMbIE ¢

TeHO(OBHpa AU30NPOKCHIIA (PyMapaToM B 103€

IIpu ofHOBpEMEHHOM
MIPUMEHEHUH TeHO(POBUpa
JIU30IIpOKCHIIa pymapaTa u
aTaszaHaBUpa
PEKOMEHTyeTCsI, YTOOBI
atazanasup, 300 Mr

IMPUMCHAJIU C
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OJIMIH a3 B CyTKH) 300 mr (n=39), cpaBHUBATH C KoMOHHA el ELL E"I)F/I-Ed:igﬁ'pﬁMT FOO M|

300 mr TeHOhOBHpA
JIN30TIPOKCHIA
¢dbymapata
SKBHUBAJIICHTHO 245 MT
TeHodoBUpa
JTIN30TIPOKCHIIA.
UccnemoBanms,

IIPOBEACHHEIC C

atazaHaBup/ puroHasup, 300/100 mr (n=33).

D¢ eKTHBHOCTL aTa3aHaBHpa/PUTOHABUPA B
KOMOWHAINH ¢ TeHO(POBHPA JU3OTPOKCHIIA
(hymMapaToM y NaIMEHTOB, paHee YKe MOTy4aBIIHX
Tepanuio, ObLIA MOKa3aHa B KITHHUYECKOM
nccnenosannu 045 1 y ManeHToB, paHee He
IOJTyYaBIINX JICUEHHsI, B UCCclieoBaHnH 138

(cm. pazmener 4.8. 1 5.1.).

1 TeHO(hOBHUpa
JU30TPOKCHIIa (hyMapaToM,
300 mr (BCe OMHOKPATHO C

TTATIEH ).

yuactuem BNU- Mexanu3m B3aUMOIECUCTBUSA MEXKIY aTa3aHABUPOM

UHQOUITUPOBAHHBIX 1 TeHO(hOBUpA JU30IPOKCHIa PymMapaToM

MaIMEHTOB HEHU3BECTCH.

Tenodosupa AUC tenodosupa nuzonpokcuia pymapara [MareHTH! TOMHKHBL
JTIM30TIPOKCHIA 137 % (130 % 145 %) HaXOJIUTHCA O]

(dhymapart, 300 mr
OJIMH pa3 B CyTKU
(arazanaBup, 300 mr
OIIUH pa3 B CYTKH U
putonasup, 100 mr
OJIMH a3 B CyTKH)
300 mr TerodoBHpa
JU30IIPOKCHIIA
thymapara
SKBUBAJIEHTHO 245 Mr
TeHodoBUpa

AU30IIPOKCUIIA.

Crmax TeHO(OBUpPA qU30MpPOKCHIIA (pyMapara
134 % (120 % 151 %)
Cmin TeHO(OBUpA AM30IIPOKCUIa pymapara

129 % (121 % 136 %)

IMPUCTAJIbHBIM
HaOJroIeHNeM Ha CiTydait
Pa3BUTUA HEIKECIATCIIbHBIX
peaKkLuii, BKIovas
HapyIICHHUS CO CTOPOHEI
MOYEK, IPH TPUMEHEHUH

TeHO(OBHpPA TU30TPOKCHUIIA

¢dymapara.

Henyxneoszuonvie uneubumopwt oopamuou mpanckpunmasvl (HHHUOT)

Odasupens, 600 mr
OJIUH pa3 B CyTKU
(arazanaswup, 400 mr
OJIUH pa3 B CYTKHU C
putoHaBupom, 100 mr

OJIMH pa3 B CyTKH)

ATtazanaBup (I10CIIE MOTYIHS): TPUMEHSIICS C
OuImen

AUC arazanaBupa <0 % (19 % 110 %) *
Crax aTazanaBupa 117 % (18 % 127 %) *
Cmin aTazanaBupa |42 % (|51 % |31 %) *

OmHOBpEMEHHOE
npUMeHeHue 3(paBupeH3a u
aTaszaHaBUpa He
PEKOMEHIOBAHO

(cm. pazmen 4.4.).

Odasupens, 600 mr
OJIUH pa3 B CYyTKU
(arazanaBup, 400 mr
OJIUH pa3 B CYTKHU C

puTtoHaBupom, 200 mr

Ara3zanaBup (OCIIe MOMY/IHS): TIPUMEHSIICS C
MUIIEeH

AUC atazanaBupa <6 % (110 % 126 %) */**
Cmax atazanaBupa <9 % (|5 % 126 %) */**
Cnmin aTazanaBupa «<>12 % (116 % 149 %) */**
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OJIVH pa3 B CYTKH)

* [IpU CpPaBHEHUU C aTa3aHaBHPOM, 3671‘;'11:/-"@3&-5

ATENBHOCTE 000T)

putoHaBupoM, 100 MI oIMH pa3/CyTKH BEUEpOM
0e3 3(paBupensa. CHmwkernue Cmin aTa3aHaBHUpa
MOJKET OTPHIIATEIILHO CKa3aThCs Ha

s dexTuBHOCTH aTazaHaBUpa. MexaHu3M
B3aUMOJICHCTBUS d(paBUpeH3a/aTa3aHaBUPa
cocTouT B HIykimu m3opepmenra CYP3A4.
** Ha 0CHOBaHWM CpaBHEHHS C TIOTYUECHHBIMHU

PaHEC TaHHBIMU.

Hesupanun, 200 mMr
J(Ba pa3a B CyTKU
(arazanaBwup, 400 mr
OJIMH pa3 B CyTKH C
putoHaBupom, 100 mr

OJIMH pa3 B CyTKH)

Hccnenosanue,
MPOBENIEHHOE C
yuactuem BUY-
WHOUITIPOBAHHBIX

IMAlEHTOB

AUC neupanuna 126 % (117 % 136 %)
Crax HeBupanuHa 121 % (111 % 132 %)
Chuin HeBupamnuHa 135 % (125 % 147 %)
AUC arazanasupa |19 % ({35 % 12 %) *
Cmax atazanaBupa <2 % (|15 % 124 %) *
Cmin aTazanaBupa |59 % (173 % |40 %) *

* To cpaBHEeHHIO ¢ aTazaHaBUpoM, 300 Mr u

putonaBupom, 100 Mr 6e3 HeBHpanuHa.

Camxenne Cmin aTa3aHaBUpPA MOXKET OTPUIIATETFHO

CKa3atbecs Ha 3(p(peKTHBHOCTH aTazaHABUPA.
MexaHu3M pa3BUTHSI B3aUMOACHCTBUS
HEBUPANHMHA/aTa3aHaBUPA COCTOUT B MHIAYKLUU

m3opepmenta CYP3A4.

OHOBpEMEHHOE
MPUMEHCHUE HEBUPAIMHA U
aTaszaHaBUpa He
PEKOMEHIOBAHO

(cm. paznmen 4.4.).

Hueubumopwl unmezpa3zul

Panrerpasup, 400 mr

JIBa pas3a B CyTKH

AUC panterpasupa 141 %
Crax panterpaBupa 124 %

Jns panterpaBupa

U3MCHCHUS 03Bl HE

(aTazanaBup/ Ci24 panterpaBupa 177 % TpeOyeTcs..
PHUTOHABHP) MexaHi3M 3aKITI0YaeTCs B TIOAaBICHUN
n3opepmenrta UGT1AL.
AHTUBUOTUKHU
Knaputpomuiius, AUC xnapurpomuraa 194 % (175 % 1116 %) HeBo3moxHO nath
500 mr Crax kimaputpomuiuia 150 % (132 % 171 %) PEKOMEH/IAINK KacaTeIbHO

7IBa pasa B CyTKH
(arazanaBup, 400 mr

OJIVH a3 B CyTKH)

Chmin xmaputpomuriaa 1160 % (1135 % 1188 %)
14-OH knapuTpoMHLIUH

AUC 14-OH knaputpomununa |70 %

(174 % 166 %)

Crmax 14-OH knaputpomunmaa |72 %

(176 % |67 %)

Chmin 14-OH xnaputpomunmna |62 %

CHMIKCHUS JO3bI; IIOOTOMY
ciemyer coOroIaTh
OCTOPOXXHOCTH IPU
OJTHOBPEMEHHOM
MIPUMEHEHUU aTa3aHaBHUpa C

KIIapUTPOMHULIUHOM.
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(MOCEOQOE

(166 % |58 %)

STEMEHOCTE 0001

AUC atazanaBupa 128 % (116 % 143 %)

Crax aTazanaBupa <6 % (|7 % 120 %)

Cmin atazanaBupa 191 % (166 % 1121 %)
CHmxeHne 1036l KIAPUTPOMHUIIIHA MOXKET
MIPUBOJUTH K CYyOTEpaIeBTHIECKUM
koHmeHTparusaM 14-OH kmapurpomMuImHa.
MexaHn3M B3aUMOJICHCTBHS KIApPUTPOMHUIIIHA/
aTa3zaHaBUpPa COCTOWT B TIOJIABICHUN U30(epMeHTa

CYP3A4.

INPOTUBOI'PUBKOBBIE ITPEITAPATbBI

Kerokonazoin, 200 Mr
OJIMH pa3 B CyTKH
(arazanaBup, 400 mr

OJIMH pa3 B CyTKH)

3HAYMMOr0 BIHSHUS Ha KOHICHTpaluu

aTazaHaBUpPa HE 3aPETHCTPUPOBAHO.

Utpakonazon

HrpakoHaso, moJoOHO KETOKOHA30ITY, SIBISETCS
MOIIHBIM HHTHOUTOPOM, a TaKiKe CyOCTpaToM

m3opepmenta CYP3A4.

Ha ocHoBaHMy 1aHHBIX, ONyYSHHBIX 110 IPYTUM
YCHJICHHBIM HHTHOUTOpaM IpoTea3bl U
KeTokoHazomy, korna AUC keTokoHa3omna
JEeMOHCTPHUPOBAIO 3-KpaTHOE yBEJIMUCHHE,
OKUJIAeTCs, YTO KOMOMHALMS aTa3aHaBUpP/
PUTOHABUP MOXKET IMOBBICUTH KOHIICHTPALIUN

KETOKOHAa30J1a WIN UTpaKOHa30J1a.

Kerokonason u
UTPAKOHA30II CIIeTyeT
IMPUMCHSTD C
OCTOPOXHOCTBIO BMECTE C
aTa3zaHaBUPOM/
PHUTOHABHPOM, BBICOKHE
JI03bI KETOKOHA30J1a ’
utpakoHasona (> 200 mr B

CYTKH) HE PEKOMEHTYFOTCSL.

Bopukonazomn, 200 mr
JIBa pa3a B CyTKU
(arazanasup, 300 mr/
putoHasup, 100 mr

OJIMH pa3 B CyTKH)

ITarmeHTHI KaK
MUHUMYM C OJJHUM
(hyHKIIMOHATHHBIM
ajeneM u3ogepMeHTa

CYP2C10.

AUC BopukoHnazona |33 % (142 % |22 %)

Crax BopukoHnaszoia |10 % (|22 % |4 %)

Cmin BopukoHazona |39 % (149 % |28 %)

AUC atazanaBupa |12 % (|18 % |5 %)

Crmax aTazanaBupa |13 % (|20 % |4 %)

Chmin aTazanaBupa | 20 % ({28 % |10 %)

AUC puronasupa |12 % (|17 % |7 %)

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

Cmin putonasupa |25 % (|35 % |14 %)

Y OOJBINIMHCTBA MAIMEHTOB KAK MUHUMYM C
OJHUM (YHKIIMOHAIBHBIM ajuieneM u3ohepMeHTa
CYP2C19 oxnpaeTcst CHIDKEHHE DKCIIO3UIINU KaK

BOpPHKOHA30J1a, TaK U aTa3aHaBHpa.

OmHOBpEMEHHOE
MpUMEHEHHE BOPUKOHA30J1a
W aTa3aHaBHpa ¢
PUTOHABUPOM HE
pEeKOMEHTyeTCs, 32
HCKITFOUCHUEM CITyYacB,
KOI'/Ia OLICHKa
COOTHOIICHHS «I10JIb3a —
PHCK» JIJIsI AI[MeHTa
OMpaBIbIBACT MPUMEHECHUE
BOPUKOHA30J1a

(cm. paznmen 4.4.).

Ecnu tpebyetcs
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Bopuxonazon, 50 mr | AUC BopukoHnazoma 1561 % (1451 %r#‘gbbiﬁ)ﬂ'h'ﬁ%gﬁgéiﬁtﬁﬂb T5000T]
JIBa pa3a B CyTKHU Cmax BopukoHazomna 1438 % (1355 % 1539%) BOPUKOHA30J1a, 11O
(arazanaBup, 300 Mr/ | Cmin Bopukonazona 1765 % (1571 % 11,020 %) BO3MOKHOCTH HEOOXOANMO
putonasup, 100 mMr AUC atazanasupa [20 % (|35 % |3 %) ONPENETUTh TEHOTHUI
OJIWH pa3 B CyTKH) Cmax aTazanasupa |19 % (]34 % 0,2 %) m3odepmenta CYP2C19
[TarmenTs! 6e3 Chmin atazanaBupa |31 % ({46 % |13 %) MalMEHTA.
(hyHKITMOHATHHOTO Takwum oOpazom, ecau
ajutens n3odepMeHTa HEBO3MOYKHO M30EKaTh
CYP2C10. MPUMEHEHUs] KOMOMHAIINHY,

MPUMEHUMBI CIIEAYIOIINE

PEKOMEHIAINH B

3aBUCHUMOCTH OT CTaTyca

nzodepmenta CYP2C19:

® y MaleHTOB KaK
MUHUMYM C OJTHUM
aneneM;

¢ (YHKIMOHAIEHBIM
aIIensiM u3opepMenTa
CYP2C19 Tpebyercs
TILATEJIbHBIN
KJIMHUYECKUI
MOHHMTOPUHT ITOTEPU
3¢ pekTUBHOCTH
BOPUKOHA30J1a
(KTUHUYECKHE
MIPU3HAKH) H
aTa3zaHaBUpa
(BUpyconmorudeckuit
OTBET);

® y NaImeHToB 0e3
(yHKIMOHAIBHOTO
ajiens u3opepMeHTa
CYP2C19
PEKOMEH/IOBaH
TIATEJIbHBIN
KJIMHUYECKUI U
J1a00paTOPHEI KOHTPOJIH

JJIs1 BBIABJICHHUA
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BATEOEHAGTEA00T

AUC puronasupa |11 % (120 % |1 %)
Crax putoHaBupa |11 % (|24 % 14 %)
Chmin putonaBupa |19 % ({35 % 11 %)

YV He0OIBIIOTo YKCIIa MAUEHTOB C
(yHKIMOHANBHBIM ajuieneM u30hepMeHTa
CYP2C19 oxugaeTcst 3HAUUTEIIHHOE ITOBBIIIICHNAE

OKCIIO3UIIMM BOPHUKOHA30JIa.

SBJICHUH, BEI3BAHHBIX

BOPHUKOHA30JIOM.
Ecnu npoBenenue
TEHOTUITUPOBAHUS HE
MIPEICTaBISIeTCS
BO3MOJKHBIM, CIIE€TyeT
obecrnevnTh MOTHBIT
KOHTPOJIb 0€30MaCHOCTH U

3¢ (EeKTUBHOCTH.

®nykonazon, 200 mr
IIBa pa3a B CyTKU
(arazanasup, 300 mr/
putonasup, 100 mr

OJIMH a3 B CyTKH)

KonuenTpanuu atazanasupa u (hrykoHaszona
HE3HAYUTEIbHO U3MEHSUINCH TIPH OTHOBPEMEHHOM
[IPUMEHEHUH aTa3aHaBUPa/PUTOHABUPA C

(haykoHa301I0M.

Koppexkunu 103s1
(dhaykoHa30Na U

aTa3zaHaBUpa He TpeOyeTcs.

ITPOTUBOMUKOBAKTEPUAJIBHBIE ITPEITAPATDBI

Pudabytun, 150 mr
JIBa pa3a B HEJICIIO
(arazamaBup, 300 Mr u
putoHasup, 100 mr

OJIMH pa3 B CyTKH)

AUC pudabytuna 148 % (119 % 184 %) **
Cmax pucadytuna 1149 % (1103 % 1206 %) **
Chmin pudabytunaa 140 % (15 % 187 %) **
AUC 25-0O-pae3anetun-pudadytuna 1990 %
(1714 % 11361 %) **

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

Chin 25-O-neszanerun-pudadytuna 11045 %
(1715 % 11510 %) **

** npu cpaBHEeHHH ¢ puaOyTHHOM

150 Mr oauH pa3 B CyTKA B MOHOTEpAIIUU.
O6mas AUC pudalytuna u 25-O-ge3auerui-
pudadytuna 1119 % (178 % 1169 %).

B npenmectBytomux uccnenoBanusax pudadyTux

HC N3MCHI (bapMaKOKI/IHCTI/IKy aTa3aHaBHpa.

[Ipu npuMeHEeHNH BMECTE C
aTa3aHaBUPOM
pEKOMeHI0BaHHas 7032
pudabyTHHA COCTABISET
150 Mr Tpu paza B HezeIO
B YCTaHOBJICHHBIE THH
(Hanpumep, MOHEAETHHHUK-
cpena-nsTHUA). TpeGyercs
YCUJIEHHBIA KOHTPOJIb
HEXENATEJIbHbIX PEaKLUi,
CBSI3aHHBIX C
pudaldyTHHOM, BKIIOUast
HEHTPONEHHUIO U YBEHT, U3-
3a 0KHJIAeMOTO
TIOBBIILICHHUS YKCIIO3UIHH
pudadyTuna.

JanpHeliee CHUXKEHUE

1036l pudaldyTuHa 10
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RGP O

YCTaHOBJICHHBIE THU
PEKOMEHIOBaHO
MareHTaM, KOTOphIe He
nepeHocsT 103y 150 mr tpu
pasza B Henemo. Cnemxyet
MTOMHHTH O TOM, YTO
mpuMeHeHne 10361 150 mr
JIBa pa3a B HEJIEIIO MOXKET
He obecreuyuBaThb
ONTUMAIILHON SKCIO3ULINU
pudaldyTuHa, TeM CaMbIM
CIOCOOCTBYS PUCKY
Pa3BUTUA PE3UCTCHTHOCTHU
K puamMunHy u
TEepaneBTUYECKOU
HeapekTuBHOCTH.
Koppekuuu 10361

aTa3zaHaBUpa He TpeOyeTcs.

Pudammuun Pudammuiun — Mot nHAYKTOp H3odepmenta | KomOunarus
CYP3A4, camxaronmiit AUC aTtazanaBupa Ha pudamMnunuHa 1
72 %, 9TO MOKET BBI3BATH BUPYCOJIIOTHUECKYIO aTazaHaBHpa
HEed(PPEKTUBHOCTD M PE3UCTEHTHOCTD. [Ipn NPOTUBOIIOKa3aHa
MOTBITKAX MPEOJI0JIETh CHIKEHHE KCIIO3UIMH 38 | (cM. pasnen 4.3.).
CUET MOBBIIICHUS JIO3bI aTa3aHaBUPa UK JIPYTUX
WHTUOMTOPOB MPOTEA3bl C PUTOHABUPOM
HaOJI0/1a1aCh BBICOKAsI 4acTOTa PEaKIui co
CTOPOHBI TIEYCHH.

HEWPOJIENITUKHU

Ksetnanuna B cBsi3u ¢ nonasiaenueM uzodpepmenta CYP3A4 OmHOBpEMEHHOE

aTa3aHaBHUPOM OKHJAACTCs IMTOBBIILICHUC

KOHL[GHTpaLIHfI KBCTHAIIMHA.

MNPUMCHCHHUC KBETHUAIIMHA C
aTa3aHaBUPOM
IMPOTHUBOIIOKA3aHO,
IMOCKOJIbKY aTa3aHaBUp
MOKET yCHUJIUBATh
TOKCHUYHOCTD, CBAI3aHHYIO C
KBETHAIIMHOM. Y BEJINUCHHUE

KOHI_ICHTpaI_[I/Iﬁ KBETHAIIMHa
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(cm. pazmen 4.3.).

Jlypasunon

O)KI/I,Z[aeTCSI, YTO aTa3aHaBHP YBEJIWYUT YPOBHU
JIypasuaoHa B IU1a3M€ KPOBHU B CBS3U C

nHrnoupoBanreM n3opepmenta CYP3A4.

OmHOBpEMEHHOE
MPUMEHEHUE Typa3Hu0Ha C
aTa3aHaBUPOM
MPOTUBOIIOKA3aHO,
MOCKOJIbKY MOYKET YCUJIUTh
TOKCUYHOCTb, CBS3aHHYIO C
JTypa3uI0HOM

(cm. pazmen 4.3.).

HPEITAPATBI, CHUKAIOIMUE KUCJIOTHOCTD

Anmazonucmol Hay-peyenmopos

Be3 npumeHneHusi TeHO(OBHUPA

VY manuentoB ¢ BUY-unbeknuneli, moaydyaromux aTa3aHaBUp/pUTOHABUD B

pexomernoBarHo# 1o3e 300/100 mMr oauH pa3 B CyTKH

damorunmn, 20 MT

IIBa pa3a B CyTKU

AUC atazanaBupa |18 % (125 % 11 %)
Crmax aTazanasupa |20 % (132 % |7 %)
Chmin atazanaBupa <1 % ({16 % 118 %)

®damoruaud, 40 Mr

JIBa pasa B CyTKH

AUC arazanasupa |23 % ({32 % |14 %)
Crax aTazanaBupa |23 % (133 % |12 %)
Chmin aTazanasupa |20 % (|31 % |8 %)

Y 310pOBBIX JOOPOBOJIBIICB, NPUHUMAIOIINX aTa3aHABUP/PUTOHABHP B

noBbIeHHOH 03¢ 400/100 Mr ouH pa3 B CyTKH

damoruamn, 40 Mr

JBa pa3a B CYTKH

AUC arazanaBupa <3 % (|14 % 122 %)
Crax aTazanaBupa <2 % (|13 % 18 %)
Chin aTazanaBupa |14 % (132 % 18 %)

VY nmanueHToB, HE IPUHU-

MarImux TeHo(hoBUpa

IU30IpOKCcHIa hymapar,

IIPY OJHOBPEMEHHOM
NIPUMEHEHUH aTa3aHaBUpa B
no3e 300 mr/puToHaBUpA B
noze 100 mr u
aHTaronucros Ho-
pELenTOpOB, HE CIelyeT
MPEBBIATH JI03Y,
9KBHUBaJICHTHYIO 20 M
¢damoTHIMHA JBa pa3a B
cytku. Eciu pebyercs
Oosee BBICOKAs 1032
aHTaronucrta Hp-perenropa
(mammpumep, 40 Mr 1Ba paza
B CYTKM (p)aMOTHIMHA WU
9KBUBAJIEHTHOT'O
npenapara), ciegyeT
paccMoTpeTs BOIPOC O
TIOBBILICHUH J103BI
aTa3aHaBUDP/PUTOHABUPA C

300/100 mr mo 400/100 mr.
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C TtenodoBupa amszonpokxcuiaa ¢gymaparom 300 mr odEL‘.:'-l':{&EE%%JﬁJ&Hh{ Fe‘ﬁ@"i'i'ﬂ Mr

TeHO(OBHPA TN30NPOKCHIIA)

VY mammentoB ¢ BUY-unrdexmueid, momyyaBmux ara3aHaBUP/PUTOHABHP B|Y MalEHTOB,

pexomergoBarHo# 1o3e 300/100 Mr oguH pa3 B CyTKH

damoruang, 20 Mr

JBa pa3a B CYTKH

AUC arazanaBupa |21 % (|34 % |4 %) *
Cmax atazanasupa |21 % ({36 % |4 %) *
Chmin aTazanasupa |19 % (|37 % 15 %) *

®amotuaud, 40 mr

JIBa pasa B CyTKU

AUC arazanaBupa |24 % (136 % |11 %) *
Crax aTazanaBupa |23 % (|36 % |8 %) *
Cmin aTazanasupa |25 % (|47 % 17 %) *

VY maumentoB ¢ BUY-undekuueii, nonyuaBmux atazaHaBUP/PUTOHABHD B

noBbIeHHOH 03¢ 400/100 Mr ouH pa3 B CyTKH

damoruamn, 20 MT

IIBa pa3a B CyTKU

AUC arazanasupa 118 % (16,5 % 130 %) *
Crmax aTazanaBupa 118 % (16,7 % 131 %) *
Chmin aTazanasupa 124 % (110 % 139 %) *

damorunmn, 40 M

IIBa pa3a B CyTKU

AUC arazanasupa «2,3 % (|13 % 110 %) *
Crax aTazanaBupa <5 % (|17 % 18,4 %) *
Chin aTazanaBupa <> 1,3 % (110 % 115) *

* [1o cpaBHEeHHMIO ¢ aTazaHaBUpPOM B j03¢ 300 mMr
OJIVH Pa3 B CyTKU C pUTOHABHUPOM B 1103¢ 100 mr

OJIMH pa3 B CYTKU U TeHO(HOBUPA JU30IPOKCHIA

dymaparom B 103 300 MT, BCE OJHOKPATHO BO
Bpems eibl. [1o cpaBHEHHIO ¢ aTa3aHaBUPOM B J103€
300 mr ¢ puronaBupoM B Jo3e 100 mr 6e3

TeHodoBUpa Iu3onpokcuiia ymapara 0)KUIaeTCa

JOTIOJTHUTENIbHOE CHWKEHNE KOHLCHTPALIMHA
aTazaHaBupa npuMepHo Ha 20 %.
MexaHu3M B3aUMOJCHCTBUS 3aKIII0YACTCS B
YMEHBIICHUH PAaCTBOPUMOCTH aTa3aHaBHpa,
mockonbKy pH ey 1o4Horo coka mpu

MNPUMCHCHUHU H2-6J'IOK3.TOp0B IIOBBIINIACTCA.

IIPUHUMAKOIINX

TeHO(OBHPA JU30IPOKCHIIA

Mapat, ecliu
aTazaHaBUpP/pUTOHABUD
MPUMEHSIETCS
OJTHOBPEMEHHO C
TeHO(OBHpa JU30MPOKCHIIA
¢dbymapaToM u
aHTaroHucTom Ho-
pelenTopa, peKOMEHIYeTCs
TIOBBINICHUE T03bI
araza"aBupa 710 400 mr ¢
100 mr putonaBupa. He
CJIEIyeT MPEBbIIATh A03Y,
SKBUBaJICHTHYIO 40 Mr
(amoTHIMHA 1BA pa3a B

CYTKH.

Huneubumopsi npomonHo nomnul

Owmernpaszomn, 40 mMr
OJIUH pa3 B CyTKU
(arazanaswup, 400 mr
OJIUH pa3 B CYyTKHU C
putoHaBupom, 100 mr

OJIMH pa3 B CyTKH)

ATazaHaBup (10 MOMYIHS): Yepe3 IBa Yaca Mmociie
premMa oMernpasosna

AUC atazanaBupa |61 % (165 % |55 %)

Cmax atazanaBupa |66 % (162 % |49 %)

Chmin atazanaBupa |65 % (] 71 % |59 %)

OmxHOBpEMEHHOE
MpUMEHEHHUE aTa3aHaBHpa C
PUTOHABUPOM H
WHTHOUTOpPaMH MTPOTOHHOM
MTOMITHI HE PEKOMEHI0BAHO.

IIpu HEBO3MOXKHOCTH
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Owmernpazomn, 20 Mr
OJIUH pa3 B CyTKU
(aTazanaBup, 400 M
OJTUH pa3 B CYyTKHU C
putoraBupoM, 100 mr

OJIMH pa3 B CyTKH)

Arazanasmp (10 noyns): frepes 1 Taé focte - &

EREHOGH A0

premMa oMernpasosna
AUC arazanasupa |30 % (43 % |14 %) *

Crax aTazanaBupa |31 % (142 % |17 %) *

Cmin aTazanaBupa |31 % (|46 % |12 %) *

* [1o cpaBHeHMIO ¢ aTazaHaBupom, 300 MT ogrH
pa3 B CyTKH, U puToHaBupoM, 100 Mr oguH pas B
CYTKH.

Camxenne AUC, Crmax 1 Cin HE TIOJIABIISUIOCH IPU
BPEMEHHOM IPUMEHEHHH MOBBIIIICHHOM J103bI
atazaHaBup/putonasupa (400/100 mr oquH pa3 B
CYTKH) ¢ 12- 4acOBBIM NIEPEPHIBOM ITOCIIC IPUEMa
omernpasoiia. HecMoTpst Ha TO, 4TO MCCIICIOBAHUIMA
HE NIPpOBOAWIIN, OKUAAIOTCA aHAJIOTUYHBIC
PE3YJIbTaThbl B OTHOIICHUUN APYTHUX I/IHI‘I/IGI/ITOpOB
MPOTOHHOM NOMIIBbI. Takoe CHUAKEHNUE SKCIIOZULINHI
aTa3zaHaBUPA MOXKET OTPHUIIATEIILHO CKa3aThCs Ha

s dhexkTrBHOCTH aTazaHaBUpa. MexaHU3M
B3aMMO/ICHCTBUS 3aKTIOYACTCS B YMEHBIIICHUH
PacTBOPUMOCTH aTa3aHABUPA B CBS3U C
noBbIIIeHHeM pH kelyTOYHOTO coKa Mpu

MNPUMCHCHUHU I/IHFI/I6I/ITOp0B HpOTOHHOﬁ IIOMIIEI.

KOMOHWHAIIMNA
PEKOMEHIOBaHO
MIPUCTATBHOE KITMHUIECCKOE
HaOJIIOIEHUE, a TAKKE
MTOBBIIIICHHE JI03bBI
arazaraBupa 110 400 mr B
couetanuu co 100 mr
PUTOHABUPA; 103y
WHTHOUTOPOB MPOTOHHOM
MTOMITBI, COIIOCTAaBUMYIO C
20 Mr omemnpasona,
HpCBI)IHIaTI) HE CJ'ICILyeT

(cm. paznmen 4.4.).

Anmayuovt

AHTauuasl u
JIEKapCTBEHHBIE
Tpemnaparel,

coaepxkamiue oydeps

CHWKeHre KOHIIEHTpAIMi aTa3aHaBHUpa B MIa3Me
KPOBH MOXET OBITh CIIC/ICTBHEM yBeianueHus pH
JKETYJOYHOTO COKa MPH MPUMEHEHHH aHTaIU/IOB,
coJiepKaiux OyQepHbie JTeKapCTBCHHbBIC

IIperapaThl, BMECTE C aTa3aHaBUPOM.

ArtazanaBup cienayer
MPUMEHATH 3a 2 yaca 70
wim yepes 1 gac mocne
NpreMa aHTaUAO0B WA
OydepHBIX JIeKapCTBEHHBIX

Ipernaparos.

AHTAI'OHUCTBI AJIB®A-1-AIPEHOPELIEIITOPOB

Andysozun

YBenuueHue KOHIEHTpaui angy3031Ha MOKET
MIPUBOJUTH K apTEpUAIBHON TMIIOTEH3UH.
MexaHn3M B3aMMOAECHCTBHUS 3aKIIIOUaeTCA B
nonasneHnu nzodepmenta CYP3 A4 arazanaBupom

/U PUTOHABUPOM.

CoBMecTHOE IPUMEHEHHE
andy3o3uHa 1 aTazaHaBUpa
MIPOTUBOINOKA3aHO

(cm. paznmen 4.3.).
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AHTHUKOATI'YJISAHTBI

(MOCTEOOBATENBHOCTTE 000T]

Anmukoazynisinmot npamo2o 0elicmeaus OJisl npuema 6Hympb

Armnnkcaban Bo3MOoXHBI TOBBIIIIEHHBIE KOHIIEHTPALINN OnHOBpEMEHHOE
PuBapokcaban anmkcabaHa 1 puBapokcabaHa, 9To MOKET MIpUMEHEHHE anuKcabaHa
MIPUBECTH K 00JIee BRICOKOMY PHCKY KPOBOTEUEHHS. | IJIH pUBapoKkcabana u
MexaHu3M B3aUMOJCUCTBUS 3aKIIFOYAETCS B aTa3aHaBUPA C
nnrubuposanuu mzopepmenta CYP3A4 u P-gp PUTOHAaBUPOM HE
aTa3aHaBUPOM/PUTOHABHPOM. pPEKOMEHTyeTCS.
PuToHaBup sBIIsSIeTCA CHIIBHBIM HHTHOUTOPOM Kak
nzodepmenta CYP3A4, tak u P-gp.
ATa3zaHaBup SBISLETCS HHTHOMTOPOM H30(epMeHTa
CYP3AA4. IlorenumansHoe nHruOupoBanue P-gp
aTa3aHaBUPOM HEM3BECTHO U HE MOXKET ObITh
HCKJTIOYEHO.
Haburarpana Bo03M0XHBI TOBBINIEHHBIE KOHLEHTPALIUU OagHOBpEMEHHOE
STEKCHIIAT nmaburatpaHa STEKCHIIaTa, 9TO MOKET MMPUBECTH K | TPAMEHEHHUE naduraTpaHa
0oJjiee BEICOKOMY PUCKY KPOBOTEUEHHUSI. MeXaHW3M |3TeKCHUIIaTa U aTa3aHaBUPa
Pa3BUTHS B3aUMOJIEHCTBHUS COCTOUT B C PUTOHABHPOM HeE
nHrHONpOoBaHuH P-gp. PEKOMEHTyeTCH.
PuronaBwup sBisIeTCS MOITHBIM HHTHOUTOpOM P-gp.
[lorennmanpHOEe HHrHOUpOBaHUE P-gp
aTa3aHaBUPOM HEW3BECTHO U HE MOXKET OBITh
HCKITIOYEHO.
OnokcabaH Bo03MO0XHBI TOBBIIIIEHHBIE KOHIIEHTPALUN Heob6xomumo cobronaTh

3/10KcabaHa, 4TO MOKET IPUBECTH K Oosee
BBICOKOMY PUCKY KpOBOTE€UEHU. MeXaHu3M
B3aMMO/JICHCTBUS COCTOUT B MHTHOMpoBaHuu P-gp
aTa3aHaBUPOM/PUTOHABHPOM.

PuToHnaBup sBIsieTCS MOUTHBIM HHTHOUTOpPOM P-gp.
[orennmanpHOEe HHTHOUpOBanue P-gp
aTa3aHaBUPOM HEM3BECTHO U HE MOXKET OBITh

HCKIIIOYCHO.

OCTOPOKHOCTD TIPH
MPUMEHEHUH d10KcabaHa ¢
aTa3aHaBUPOM.
CooTBeTcTByIOIINE
PEKOMEH/IAINH TI0
JI03UPOBAHUIO 3JI0KcabaHa
JUISL OZTHOBPEMEHHOT'O
NPUMEHEHUS C
uHruoutopamu P-gp
NPE/ICTAaBJICHBI B pa3Jienax

42.n4.5.
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Bapdapun

OnHOBpEMEHHOE TIPUMEHEHHE aTa3aHaBUpa
CHOCOOHO TOBBINIATE MM CHIDKATh KOHIICHTPAIH

Bap(dapuHa.

Bo Bpems Tepanuu
aTa3aHaBUPOM
PEKOMEHTyeTCsl TIIATEILHO
KOHTPOJIHPOBATh
MEXYHAPOTHOE
HOPMAaJTN30BaHHOE
otnomenne (MHO),
OCOOCHHO B HavaJe

JICUYCHU.

MNPOTUBOSMNUJIEIITUYECKUE ITPEITAPATBI

Kapb6amazenun

ATazaHaBUpP MOXKET MOBBIIIATH YPOBEHb
KapOaMa3enuHa B IJ1a3Me KPOBHU U3-3a MOJABICHUS
m3opepmenta CYP3A4.

W3-3a uaaymupytomiero neiicTeus kapoamasennaa
CHIDKCHHE SKCIIO3ULIMH aTa3aHaBUPa HENb3s

HUCKIIOYHUTD.

Kapbawmazenun cnemyer
IMPUMCHSTD C
OCTOPO’KHOCTEIO B
KOMOWHALUH ¢
araza"aBupoM. [Ipu
HEOOXOIMMOCTH CIIeTyeT
KOHTPOJIMPOBATh
KOHIICHTPAIIHU
KapOamazennHa B
CBIBOPOTKE KPOBH U
COOTBETCTBEHHO
KOPPEKTUPOBATh J03Y.
Heo0xonuM TiaTenbHbIi
KOHTPOJIb
BUPYCOJIOTUYECKOTO OTBETa

MmanyeHTa.

DeHUTONH,

(henobapOuTa

PuToHaBMp MOXKET CHMKaTh YPOBHH ()EHUTOMHA
n/unm GpenobapOuUTaa B IIa3mMe KPOBU BCIIE/ICTBUE
nHaykun uzodepmentoB CYP2C9 u CYP2CI19.

B cBsi3M ¢ HHIYIMPYIOMNM JeHCTBUEM
(ennronna/penobapOuTaIa CHIKEHNE

OKCIIO3UIIMHN aTa3aHaBUPa HCJIb3d MCKIIHOYUTh.

®OeHnTonH U peHodbapOuTan
CIIEITyeT MIPUMEHSITH C
OCTOPOXKHOCTBIO B
KOMOWHAIINU C
aTa3zaHaBUpOM/
PUTOHABUPOM.

IIpu npumeHnenun
aTa3aHaBUPa/PUTOHABUPA
BMecCTe C (PEHUTOMHOM MJIH
(heHoOapOUTAIIOM MOXKET

noTpedoBaThCs KOPPEKLUHs
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(denobapOuTaa.
HeoOxoaum TiaTenbHBIN
KOHTPOJIb
BUPYCOJIOTHYECKOTO OTBETA

ManyeHTa.

JlamoTpuxuH

O):[HOBpCMeHHOC MMPUMCHCHUC JIAaMOTPUIKNHA U
aTa3aHaBI/Ipa/ pUTOHABUPA MOXKET CHU3UTH
KOHUCHTpAalWu JJAMOTPU’KWHA B IUIa3M€ KPOBU

n3-3a uaayknuu nzodepmenta UGT1A4.

JlamoTpuKuH ciemyert
MIPUMEHSTB C
OCTOPO>KHOCTBIO B
KOMOHMHAIINH C
aTa3zaHaBUpOM/
PUTOHABUPOM.

[Tpu HEOOXOUMOCTH
ClelyeT KOHTPOJIUPOBATh
KOHIICHTPAIHH
JTAMOTPUIKHHA 1
COOTBETCTBEHHO

KOPPEKTHPOBATH J103Y.

INPOTUBOOITYXOJIEBBIE IPEITAPATBI U UMMYHOIEINNPECCAHTBI

Ilpomueoonyxonesvie npenapamul

Hpunotekan ArtazanaBup nogasisieT YI'T u moxer [Ipu npuMeHeHnn
MPEMsATCTBOBATh META00IN3MY UPUHOTEKAHa, TEM | aTa3aHaBHPa BMECTE C
CaMbIM YCWJIMBasd TOKCMYHOCTb UPUHOTCKAaHA. HPUHOTCKAaHOM
HE00X0IMMO TPUCTAILHO
KOHTPOJINPOBATH COCTOSIHHE
ManMeHTOB HAa NPCIAMET
HEXENATeJIbHbIX PEaKLUi,
00YCIIOBJICHHBIX
WPUHOTEKaHOM.
Hmmynooenpeccanmul
uknocnopun KoHuenTpanuy JaHHBIX HMMYHOJEIIPECCAHTOB PexomenznoBan 6oiee
Takponumyc MOTYT MOBBIIIATHCS TPH OAHOBPEMEHHOM 4acTbIil KOHTPOJIb
Cuponumyc NIPUMEHEHUH C aTa3aHaBUPOM BBHUY IMOAABICHUS | TEpaleBTUYECKON

nzodepmenta CYP3A4.

KOHLIEHTPALMX JaHHBIX
JIEKapCTBEHHBIX
npenapaTosB J10
cTabuIn3auy UX ypoBHS B

T1a3Me KpoBH.
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Anmuapummuueckue cpedcmasa

Amuonapos,
CHcTeMHBIN

JIMJOKanuH, XUHUIWH

KoHIeHTpaImy TaHHBIX aHTHAPUTMHUICCKUX
MIperapaToB MOTYT MOBBIIIATHCS TIPU
OJTHOBPEMEHHOM IPHUMEHEHUHN C aTa3aHABHPOM.
MexaHu3M B3aMMOJIEUCTBHSA aMHOIapOHa UITH
CUCTEMHOTO JIUJ0KanHa/aTa3aHaBhpa 00y CIOBICH
nonasneHueM nzopepmenta CYP3A. Xunuaun
00J1a/1aeT Y3KUM TE€PAIEeBTUICCKUM OKHOM U
MIPOTUBOIIOKA3aH M3-3a MOJIaBICHUS N30(hepMEHTa

CYP3A arazanaBupom.

Crnemyet cobmoarh
OCTOPOXKHOCTh U
KOHTPOJIHPOBATh
TepaneBTHICCKUE
KOHIICHTpAIMHX Tpernapara.
OHOBpEMEHHOE
NpUMEHEHUE XHHUANHA
MPOTHBOIOKA3aHO

(cm. pazmen 4.3.).

E]ZOKCU’I’ZOpbl Kalvyuesovlx KaHalos

Benpunun

ATazaHaBup HE ClIeTyeT MPUMEHSITHh B KOMOMHAIIH
C JIEKapCTBEHHBIMH TIpeTIapaTaMH, SIBISIOIIMUCS
cyoctparamu m3oepmerta CYP3A4 u

MMEIOIIMMU Y3KUH TepaneBTUYECKUN HHIIEKC.

OngHOBpEMEHHOE
[IPUMEHEHHUE ¢ OenpUANIOM
MIPOTUBOIOKA3aHO

(cm. pazmen 4.3.).

Jwunruazem, 180 mr
OJIVH pa3 B CyTKH
(arazanaswup, 400 mr

OJIWH a3 B CyTKH)

AUC gunrrmazema 1125 % (1109 % 1141 %)
Crnax muntuazema 198 % (178 % 1119 %)

Chin muntuazema 1142 % (1114 % 1173 %)
AUC nezanermn-nuiruazema 7165 %

(1145 % 1187 %)

Crax nesanerwi-nuiruazema 1172 %

(1144 % 1203 %)

Chmin ae3anerui-guituazema 1121 %

(1102 % 1142 %)

3HAYUMOTO BIMSHHS Ha KOHOCHTpalnuu
aTa3aHaBUpa HE 3apEeTHCTPUPOBAHO.
OTMeyanoch YBCJIMYCHUEC MAKCUMAJIBHOT'O
nHTepBana PR no cpaBHeHuto ¢ MoHOTEpanuei
aTa3aHaBUPOM.

O/HOBpEMEHHOE IPUMEHEHHE
aTa3zaHaBUPa/PUTOHABUPA HE U3YUCHO.
MexaHnu3M B3aMOCUCTBUS AUITHA3EMA/
aTa3zaHaBUpPa COCTOWT B TIOJIABICHUN U30(epMEHTa

CYP3AA4.

PexomenmoBano
MepPBOHAYATIFHOE CHIDKEHHE
o036l quatuazema Ha 50 %
¢ MOCJIeayIoIIe TuTpanueit
B 3aBUCHUMOCTH OT
HEOOXOAUMOCTH U

nokasareinei DKI'.

Bepanamun

CLIBOpOTO‘-IHLIC KOHIOCHTpalru BEeparaMmuiia MOryT
MOBBIIIATHCA 11O/ BJIMAHUEM aTa3aHaBHpa B CBA3U C

nonaieHrueM uzopepmenta CYP3A4.

Crnenyet cobmoaarh
OCTOPOXKHOCTh MPHU

IIPUMCHCHHNU BEparaMmuiia
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aTa3aHaBUPOM.
KOPTUKOCTEPOU AbI
OnyTHKazoHa YpoBHU ¢uryTHKa30HA MTPOMTHOHATA B IJIa3Me OnHOBpEMEHHOE
MPOMTUOHAT KpPOBH 3HAYUTENHHO MOBBIIIAINCE, TOTJA KaK MIpUMEHEHHUE aTa3aHaBupa/
MHTpaHa3ajJbHo, BHYTPEHHHUE YPOBHU KOPTH30JI1a CHIKAIIUChH pPUTOHABUPA U JAHHBIX

50 MKr "eThIpe paza B
CYTKHU B TEUCHUE

7 mHel (puToHABHD,
kancynsl, 100 mr

JIBa pa3a B CYyTKH)

mpumepHo Ha 86 % (90 % I 82 %—89 %).

[Ipu MHTaNAIMOHHOM NPUMEHEHUHN (QIIyTHKA30HA
MPONHOHATa OKUAAETCs 00JIee BBIPAKCHHBIN

3¢ ¢exT. Y NanueHToB, MOoyYaBIIuX PUTOHABUP U
(iryTHKa30Ha MIPONHOHAT HHTAISIIHOHHO HITH
HWHTpaHa3aJbHO, 6I>IJ'II/I OTMECUYCHBI CUCTCMHBIC
KOPTUKOCTEPOHIHBIE 3(PEKTHI, B TOM YHUCIIE
cuaapom KymmHra u nogasienne QyHKIH
HAJAMIOYCUYHUKOB; TAKUE SBJICHUS TaKKEe BO3MOKHBI
[IPYU IPUMEHEHUH APYTUX KOPTUKOCTEPOUIOB,
MeTaboMM3UPYEMBIX C ydacTheM n3odepMeHTa
P450 3A, mannpumep, Oyneconnna. Brusaue
BBICOKOW CHCTEMHOW SKCIO3UINHA (hITyTHKa30HA Ha
YPOBEHb PUTOHABHUPA B IIJIa3M€ KPOBH B HACTOSIILIEE
BpEMs HEM3BECTHO. MeXaHN3M B3aUMOACHCTBHUS

cocTouT B nofasnennu msopepmenta CYP3A4.

TTTIOKOKOPTHKOUIOB HE
PEKOMEHIOBAHO, 32
UCKITIOUEHHEM CIIy4aeB,
KOTJa MOTEHIIUAIbHAs
M0JIb3a TePariH
MIEPEBEIINBAET PUCK
Pa3BUTUA CUCTCMHBIX
KOPTHUKOCTCPOUAHBIX
a¢dexToB (cM. paznen 4.4.).
CrenyeT paccMOTpETh
CHIDKEHHE JI03bI
TJTIFOKOKOPTHKOH/IA Ha (hoHE
TIIATEIHHOTO KOHTPOJIS
MECTHBIX M CHCTEMHBIX

3¢ (eKToB, a TaKKe
nepexo Ha APYToi
TJIIOKOKOPTHUKOM]I, HE
SIBJISFOLIUICS cyOCcTpaToM
nzodpepmenra CYP3A4
(HanpuMmep, OEKIIOMETa30H).
Kpowme Toro, B cirydae
MpeKpaleHus pruemMa
TITIOKOKOPTHKOUJIOB MOXKET
moTpeOOBaTHC
MOCTETNIEHHOE CHUYKEHUE
J03bI B TCUCHUC

JJIUTCIIBHOI'O Neproaa.

SPEKTUJ/IBHASA JTUCO®YHKIUA

Hueubumopwr @L[3-5

Cunnenadui,
Taganapui,

BapaeHapUI

Cunpenadun, Taganadun u BapaeHaduI
MeTa0OIM3UPYIOTCS ¢ ydacTHeM n30(epMeHTa

CYP3A4. OnHOBpeMeHHOE TPUMEHEHHE C

[TauueHTOB HEOOXOMMO
MPeIyIpPEauTh O TAKUX

BO3MOJKHBIX ITOOOUHBIX
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AOCaERnE
aTa3aHaBUPOM MOXKET MOBHIIATH KOI—'[}.[L:HTpEHJ_'H'lJI JB

5 hhETAX-Tipd HpmMci &g

naruouTopa ®JI2-5 n ycunuBaTh HeXKelaTeIbHBIC
siBIIeHUS, 00ycioBnernble OJ1D-5, BKirovas
apTepHATFHYIO THIIOTEH3UIO, HAPYIIICHHUS 3PEHUS U
npuanu3M. MexaHu3Mm JaHHOT'O B3aUMOJIEUCTBUSA

coctouT B toaasiieHnn nzopepmenta CYP3A4.

narHOHTOpOB DJ13-5 B
OTHOIIEHUH IPEKTUIILHON
TUChYHKITIH
OJTHOBPEMEHHO C
aTa3aHaBUPOM

(cm. pazmen 4.4.).
JlonoHUTEIbHAS
HHpOpMAIHS
OTHOCHTEIILHO
OJIHOBPEMEHHOTO
MPUMEHEHHS aTa3aHaBHpa U
cuiieHa(uIIa TaKKe
MpeJICTaBICHA B TA0IHIIC B

paszzaene «Jlerounas

apTepuaibHas
TUIICPTCH3UA.
HPENAPATBI PACTUTEJIBHOT'O TIPOUCXOXKJIEHUSA
IIpemapatst 3Bepobost | OHHOBpEeMEHHOE PUMEHEHHUE TIPENapaToB OngHOBpEMEHHOE

MIPOABIPSIBIEHHOIO
(Hypericum

perforatum)

3Bepo00st IPOBIPSBICHHOTO C aTa3aHABUPOM
MOXET IPUBOJIUTH K BEIPAXKCHHOMY CHIKECHHIO
YPOBH:I aTa3aHaBHpa B IU1a3Me KpoBH. Takoit
a(hdext MoxkeT OBITH 00YCIIOBIIEH MHTYKITUEH
nzodpepmenta CYP3A4. CymecTByeT puck notepu
TEpaneBTHIECKOTO AP PEKTa U pa3BUTHS

pe3uCTeHTHOCTH (cM. paszen 4.3.).

NpUMEHEHUE aTa3aHaBUpa U
IpernapaToB, COASPIKAIINX
3Bepoboit
HPOJIBIPSIBIICHHBIH,

MPOTUBOIIOKA3aHO.

I'OPMOHAJIBHBIE KOHTPALEIITUBbI

OTHHUIACTPATUOI,

25 MKT + HOprecTHUMaT
(arazanasup, 300 mr
OJIMH pa3 B CYTKH U
putoHaBup, 100 Mr

OJIVH a3 B CyTKH)

AUC stunmimacrpaaunona |19 % (125 % |13 %)
Crnax aTHIIIdCTpaauona |16 % (126 % |5%)

Chin aTrHIIIACTpanuona |37 % (145 % |29 %)
AUC noprectumara 185 % (167 % 1105 %)

Cmax HOprectumata 168 % (151 % 188 %)

Cmin HOprectumata 1102 % (177 % 1131%)

XOTsI KOHIIEHTPAIUS 3THHUIACTPAINOIA
MTOBBIIIANIACH TIPY TPUMEHEHHUU OJTHOTO JIUIIh
aTazaHaBHUpa, B CBS3U C nofasieHueMm YI'T u
nzodepmenta CYP3A4 arazaHaBupoM cCyMMapHOE

JeiicTBUE aTa3aHaBUPa/PUTOHABUPA PUBOAMT K

IIpu npuMeHeHnn
MepPOPaATBHBIX
KOHTPALECNITHBOB C
aTazaHaBUpOM/
PUTOHABUPOM
PEKOMEHTY€ETCs
COJZIEp)KaHUE B
MEPOPATLHOM
KOHTpaLENTHBE KaK
MUHUMYM 30 MKT

STUHWISCTPAANOJIa 1
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O TIECE
CHM>KECHHIO YPOBHS STHUHUI CTpaL[I/IoHa! Wie3d =H B

Teiaintems gy

WHIYIHPYIOUIETO ICHCTBUS pUTOHABHPA.
YBenuueHue SKCIO3UIIH POTeCTHHA MOYKET
MPUBOJIUTH K COMYTCTBYIONIMM OOOYHBIM

s dexram (Hampumep, pe3UCTEHTHOCTH K
WHCYJIMHY, TACIUTIHIEMAH, aKHE U KPOBSHUCTHIM
BBIJICIICHUSIM), TEM CaMbIM HapyIIas

KOMIITTACHTHOCTb.

DTHHUICTPAIUON,
35 MKT + HOPITUHIPOH
(arazanaBup, 400 mr

OJIMH pa3 B CyTKH)

AUC stuanmacerpanuona 148 % (131 % 168%)
Crax sturICcTpaauona 115 % (|1 % 132 %)
Chmin aTHHIIACTpanuona 191 % (157 % 1133 %)
AUC nopatuszpona 1110 % (168 % 1162%)
Crmax HOpaTHHApPOHA 167 % (142 % 1196 %)

Chmin HOpaTHHIpOHA 1262 % (1157 % 1409%)
VBeIMYCHUE IKCTIO3UIUH TIPOTeCTHHA MOXKET
MPHUBOJIUTH K COMYTCTBYIONIMM MOOOYHBIM

st dexram (HarpuMep, pe3UCTEHTHOCTH K
WHCYJIMHY, TUCIUTHIEMUH, aKHE U KPOBSHUCTBIM

BLII[CJ'IGHI/ISIM), TEM CaMbIM Hapyas

MAIMeHTaMt pexuMa
MpreMa KOHTpAIeTHBA.
OmHOBpEMEHHOE
MpUMEHEHNE
aTazaHaBUpa/pUTOHABUpA C
JIPYTEMH TOPMOHATEHBIMHA
KOHTpaIEeNTHBAMH WIJIH
nepopabHBIMU
KOHTpalenTHBaMH,

coJiep KalIuMu
MIPOTECTOTeHbl, HE CUUTAs
HOpTecTHMaTa, He
W3yYaJioCh.

[TosTomMy Takoro
MPUMEHEHUS CcIelyeT
n3beratb. PekoMeHnayercs
WCIIOJIb30BaTh APYroi

HaJIE>KHBIA METOI

KOMIUIA€HTHOCTb. KOHTpPALEHLHH.
JIMIIUI-MOJUPUIIUPYIOIIUE ITPEITIAPATBI
Hneubumopwr I'MI-KoA pedyxmasul
CumBacTaTHH MeTabonHu3M CUMBAacTaTHHA U JIOBACTATHHA B OnHOBpEMEHHOE
JloBacTtatun 3HAYUTENILHOW CTENIEHN 3aBUCHT OT H30()epMEeHTa |TIPUMEHEHHE CHMBAaCTaTHHA
CYP3A4, u ogHOBpEeMEHHOE TPUMEHEHNE C WJIY JIOBACTATUHA C
aTa3aHaBUPOM MOJKET MPUBECTHU K TIOBBIIICHUIO X |aTa3aHaBHPOM
KOHIICHTPAIHH. MPOTHUBOIIOKA3aHO B CBSI3U C
YBEIMYEHUEM PUCKa
Pa3BUTHSI MHOTIATHH, B TOM
qrcie padIoMHON3a
(cm. paznmen 4.3.).
ATOpBacTaThH Puck pa3zBuTtus MuonaTuu, BKItodyas pabgomuonus, | He pekomengoBano

MOKET TAaKXKC ITOBBIIIATHECA HA (bOHC MMPUMCHCHUA
aTOpBAaCTaTUHA, TAKIKEC MCTa60J'II/ISI/IpyeMOFO C

yuactueM nzopepmenta CYP3A4.

OIHOBPEMCHHOC
MMPUMCHCHUC
aTopBaCTaTUHaA C
aTa3aHaBHUPOM. Ecimm
MIPUMCHCHUA

aTopBacTaTHHA
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clenyeT MPUMEHSTh
MUHHMAIBHYO BO3MOXKHYFO
JI03y aTOpBaCTATHHA C
TIIATEIbHBIM KOHTPOJIEM
0e30MmacHOCTH

(cm. pasmen 4.4.)

IIpaBactatun

®nyBacTaTuH

HecMoTpst Ha OTCYTCTBHE COOTBETCTBYIOLIMX
UCCJICIOBaHUI, BO3MOXKHO MOBBIIIICHHE
IKCIIO3MLIUH TIPaBaCTaTUHA U ()ITyBaCTaTHHA MIPU
OJTHOBPEMEHHOM NPUMEHEHHH C HHTHOMTOpaMu
nporeasbl. [IpaBacTaTuH HE MeTaOOIM3UPYETCS
nzopepmentom CYP3A4.

dayBacTaTUH YaCTHYHO META0OIU3UPYETCS

nzodepmentom CYP2C9.

Crnenyet co0moaarh

OCTOPOXKXHOCTb.

lpyeue runuo-mooupuyupyrowue npenapamal

Jlomuramnug

MeTab0a13M TIOMHTANUA B 3HAUUTEIIBHOM
crernieHn 3aBUCUT OT m3odepmenta CYP3A4, u
OJTHOBPEMEHHOE IPUMEHEHHE C aTa3aHABHPOM U
PUTOHABUPOM MOXKET NMPUBECTH K MOBBIIIICHHUIO €TI0

KOHIIEHTPAITUH.

OngHOBpEMEHHOE
MPUMEHEHHUE JIOMUTAIINAA U
aTa3aHaBUpA C
PUTOHABUPOM
MIPOTUBOIOKA3aHO U3-3a
MMOTCHUMAJIBHOTO PUCKa
3HAYUTCIIbHOI'O ITOBBIINICHHUA
AKTUBHOCTHU TpaHCaMHHAa3 U
TeIIaTOTOKCUYHOCTHU

(cm. paznmen 4.3.).

NHI'AJIAIIMOHHBIE BETA-ATOHUCTbBI

Canmerepon OnHOBpEMEHHOE IPUMEHEHHE C aTa3aHABUPOM OpnHOBpEMEHHOE
MOJKET TIOBBIIIIATH KOHIIGHTPALIMU CalIMETepoia M |[IPUMEHEHHUE caMeTepoia
YCUIIMBATh HEXKeNaTeNbHbIE SBIICHNUS, CBSI3aHHbBIE C |1 aTa3aHaBHpa He
CaJIMETEPOIIOM. PEKOMEHIOBaHO
MexaHu3M B3aUMOJACUCTBUS 3aKIIOUAETCS B (cm. paznmen 4.4.).
nonasneHnn nzodepmenta CYP3 A4 arazanaBupom
W/WIIN pUTOHABHPOM.

OInMnOoUuabl

Bynpenopdun, ogun
pa3 B CyTKH,

cTabuipHas

AUC o6ymnpenopduna 167 %
Crax 6ymiperopduna 137 %
Cmin Oynpenopduna 169 %

OmxHOBpEMEHHOE
MIPUMEHEHHE C

aTa3aHaBUPOM H
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no3a (aTazaHaBup,
300 Mr oauH pa3s B
CYTKHU C PUTOHABUPOM,
100 Mr ogwH pa3 B

CYTKH)

Cmax HOpOyTipeHopduHa 161 %

Chmin HOpOynipeHOpduHa 1101 %

MexaHu3M pa3BUTHSI JAHHOTO B3aUMOJCHCTBUS
cocTouT B TtoaaBiieHnn n3odepmenToB CYP3A4 n
UGT1AL

Konnenrpammn atazanaBupa (BMecTe ¢

PUTOHABUPOM) H3MEHSUTUCH HE3HAYUTENHHO.

MIPUCTATHHOT'O HAOIOACHIS
JUTSL BBISIBIICHUS
CEe/TaTHUBHBIX U
KOTHHUTHUBHBIX 3(()EKTOB.
MoskeT moTpedoBaThCS
CHIDKEHUE JI03bI

OymperopduHa.

MeTtazoH, cTabuIbLHAsS
MO IICP KU BAKOIIAS
Jo3a (aTazaHaBHp,
400 mr ouH pas B

CYTKH)

3HauMMoOe BIUSHUE HAa KOHLIEHTPALlMU METaJJ0Ha He
OTMEYaJIOCh. Y UUTHIBAsI, YTO HU3KHUE J103bI
putonasupa (100 mMr 1Ba pa3a B CyTKH) HE
OKa3bIBalOT 3HAUMMOTO BIIUSHHS Ha KOHIIEHTpaIH
METa/I0Ha, COTJIACHO UMEIOLITUMCS TAHHBIM,
B3aMMO/eCTBHE IPU OJTHOBPEMEHHOM
MIPUMEHEHUHU METaJI0HA C aTa3aHAaBUPOM He

OKHMIaeTCs.

IIpu onHOBpEMEHHOM
MIPUMEHEHUHN METaJI0Ha C
aTa3zaHaBUPOM KOPPEKINH

J03bI HE Tpe6yeTC$I .

JIETOYHASA APTEPUAJIBHASA 'MIIEPTEH3US

Hueubumopwr @/[3-5

Cunpenadun

OnHOBpEMEHHOE TPUMEHEHHE C aTa3aHABUPOM
MO’KET TIOBBIIIIATH KOHIIEHTPAIIMN HHTHOUTOPA
OJ13-5 1 ycuIuBaTh HEKEIATENbHbIC SIBJICHUS,
o0ycioByieHHbIe HHrnOuTOpamMu dJ13-5.
MexaHn3M B3aMOJIEHCTBUS 3aKJIIOYAECTCS B
nonasneHun nzopepmenra CYP3 A4 arazanaBupom

W/WIIN PUTOHABHPOM.

bezomnacuas u s dexTrBHAS
Jo3a cuiieHaduia B
KOMOWHALUH ¢
aTa3aHaBUPOM IIPH JICUCHUH
JIETOYHOU apTepHATILHOMN
THIIEPTEH3UH He
yCTaHOBJICHA.

Cunpnenadui,
MPUMEHSIEMBI JIJIS JICUeHHs
JIETOYHOU apTepHATILHON
THIIEPTEH3UH,
MPOTHUBOIIOKA3aH

(cm. paznmen 4.3.).

CEJATHUBHBIE ITPEITAPATBI

benzoouazenunv
Mugazonam Mpunazonam 1 Tpra3oiaM MeTaboIM3UPYIOTCS C OnHOBpeMEHHOE
Tpuazonam aKTUBHBIM yuacTheM nzodpepmenta CYP3A4. IIPUMEHEHUE aTa3aHaBUpa C

OnHOBpEMEHHOEC TPUMEHEHIE C aTa3aHABUPOM
MOXET IPUBOJUTE K BEIPAKEHHOMY YBEITUICHHUIO

KOHIICHTPAIINHU JaHHBIX O0€H30IMa3CIIHOB.

TPUA30JIaMOM HJIN
MH1a30J1aMOM JJIs TIpHeMa

BHYTpPb IPOTUBOIOKA3aHO
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HccenenoBanwms B3anMOACHATBII aTakgyr;BﬂﬂE-ti OB "((JI\JI_'H'E?;HCTI 4, |3_) '5 H

OenszoauazenuHaMu He poBoAwIH. CoriacHo MIPUMEHEHUH aTa3aHaBHpa

JaHHBIM 110 IPYTUM HHIHONTOpaM m30(hepMeHTa  |BMECTE C MapeHTEPaTHHBIM

CYP3A4, oxxumaercsi, 9T0 KOHIICHTPAIITHH MHa30J1aMOM TpeOyeTcs
MUJ1a30JIamMa B TUIa3Me KPOBH MPH €ro prUeMe COOJI0IATh OCTOPOKHOCTH.
BHYTPbH OYJyT CyIIECTBEHHO BbIIIE. /IaHHBIC O [Tpu npumMeHeHNH

COIYTCTBYIOIIEM ITPUMEHEHNH APSHTEPATIBHOTO  |aTa3aHaBUpA C

MHJ1a30J1aMa ¢ IPyTHMU HHTHOUTOpaMH TIPOTeasbl | HapeHTepaIbHBIM
CBHUJIETENBCTBYIOT O BOBMOXXHOM 3—4-KpaTHOM MH/1a30JIaMOM JIeUCHHUE
YBEJTMYEHUH YPOBHS MHa30J1aMa B IJIa3Me KPOBH. |CJeIyeT MPOBOIUTDH B
OTJeNIeHNH UHTEHCUBHOM
tepanuu (OUT) nnn
aHAJIOTHYHOM OT/EICHUH C
obecrieyeHrEM
MPUCTATIHLHOTO
KIIMHAYECKOTO KOHTPOJISI U
COOTBETCTBYIOIIETO
MEIUIMHCKOTO JICYCHHS B
clly4ae YrHETEeHHS JIbIXaHuUs
/WY UIATEIBHON
ceganuu. Ciaenyer
PaccMOTPETh KOPPEKIIUIO
JI03bI MHJ1a30J1aMa,
0COOCHHO TP TPUMEHEHUH
OJTHOKPATHOM JI03bI

MHJa3oiamMa.

JleTH ¥ MOAPOCTKHU

HccnenoBanuss 1O OLIEHKE B3aUMOJEHCTBUS NPOBOAMIM TOJBKO C Y4YacCTHEM B3pOCIBIX
MAIMEHTOB.

4.6. ®epTUIBLHOCTH, 0€PEMEHHOCTH U JAKTAIUS

bepeMeHHOCTD

ATazaHaBUp JOJDKEH MPUMEHSATHCS NpU OCPEMEHHOCTH TOJIBKO €CJIM MOTEHLMANbHAs IO0Jb3a
MPUMEHEHHUS Y MaTepH MPEBBIIAET MOTEHIMATBHBIM PUCK AJIS TUIOAA.

YMepeHHblit 00beM NaHHbIX Y OepeMeHHbIX keHIIUH (0T 300 1o 1000 ncxon0B 6€peMEHHOCTH)
IOKa3aJl OTCYTCTBUE TOKCHYHOCTH aTra3aHaBUpa B BHUAE IIOPOKOB pa3BUTHA Yy IUIOAA.
HccnenoBanuss Ha JKMBOTHBIX HE IIOKa3ajJd NPHU3HAKOB TOKCHMYHOCTH B OTHOLICHUHU

pENPOIYKTUBHON CUCTEMBI.
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JlakTamus

ATazaHaBup OOHApYKUBAJICS B TPYJHOM MOJIOKE, YTO TOJITBEPKICHO NaHHBIMH HCCIICIOBAHUS
Ha Kpbicax. HeT MaHHBIX O BIMSHUM ara3aHaBUpa Ha CEKPEIUI0 TPyAHOro Moyioka. B cBs3u ¢
BO3MOXXHOCTBIO mepenaun BUY or matepu k peOEHKY C MOJIOKOM, a TaKKe BBHUAY pHCKa
pa3BUTHSA CepbEe3HBIX MOOOYHBIX 3(PPeKTOoB y pedeHKa, KOPMUTh TPyAbI0 MpPU MPUMEHEHUU
Ipernapara He PeKOMEHy€eTCsl.

DdepTUabHOCTD

B noximHMUYeCKUX HMCCIIEeAOBAaHUAX BIMSHMS aTazaHaBHpa Ha (EepTHIBHOCTh U SMOPHOHAIBLHOE
pasBUTHE IIpenapaT U3MEHSI 3CTPaIbHbIN LUK, HE BIUAA IPU 3TOM Ha (PEPTHIBLHOCTb.

4.7. BiusiHMe Ha CIOCOOHOCTH YHPABJSATH TPAHCIOPTHBIMHM CpeACTBAMH M pPadoTaThb €
MeXaHUu3MaMH

CrienuanbpHbIX UCCIIEOBAHUN 110 M3YyUYEHMIO BIUSHMS aTa3aHaBHpa Ha CIIOCOOHOCTh YNpPaBIIsATh
TPAHCHOPTHBIMM CPEJCTBAMU U pabOTaTh C MEXaHU3MaMH HE IPOBOIUIIOCh.

Bo Bpems neuenust arazaHaBUpOM ObLIM OTMEUYEHBI CIIy4au FOJIOBOKPYKEHUS.

4.8. HexenartesibHbIe peaku

Pesrome mpoduisg 6e3onacHoOCTH

be3omacHocTh arazaHaBupa OLIEHHMBAIM B COYETAHUU C JAPYTHUMU aHTUPETPOBUPYCHBIMU
JIEKAPCTBEHHBIMU TIperapaTaMd B XOJI€ KOHTPOJHMPYEMBIX KIMHUYECKUX WCCICIOBAHUNA C
yuactrem 1806 B3pOCIbIX MAIMEHTOB, MOJYYaBIINX JIEYCHUE aTa3aHaBUPOM B j03e 400 Mr ouH
pa3 B cytku (1151 mamumeHT, cpemHssi TPOJODKUTEIBHOCTh 52 HENeNu M MaKCHUMallbHas
MPOJOHKUTENBHOCTh 152 Henmenu) wnu aTazaHaBupoM B g03e 300 Mr ¢ pUTOHABHPOM B J103€
100 Mr ommH pa3 B CcyTku (655 TaMEeHTOB, CPeAHSS TMPOJOJDKUTEIBHOCTH 96 Hemenb u
MaKCHUMaJIbHasi TPOIOJDKUTENLHOCTE 108 Heens).

HexxenaTenbHble peakuu PETUCTPUPOBAIM C COMOCTAaBUMOM YacTOTOW Yy TAIMEHTOB,
MOJTy4aBINUX JiIedeHHe aTa3aHaBupoM B jgo3e 400 Mr oauH pa3 B CYTKH, M y TAIMEHTOB,
MOJIy4aBIIUX JiedYeHHe arazaHaBupoM B n03e 300 mr ¢ putoHaBupoM B go03e 100 Mr onuH pa3 B
CYTKH, 32 UCKJIIFOYCHUEM KEITYXHU U TOBBIIICHUS KOHIIEHTpAIIMU 00IIero OminpyorHa B Tuia3me
KpPOBH, KOTOpPbIE BCTPEYATUCH Yallle MPU MPUMEeHEHUN KOMOWHAIIUH aTa3aHaBUpa U pUTOHABHPA.
VY manuMeHToB, MOJyYaBIIMX JeueHUe arazaHaBupoM B no3e 400 Mr oIWH pa3 B CyTKH WU
arazaHasupom B go03¢ 300 mr c purtoHaBupoM B ngo3e 100 Mr oguH paz B CyTKH,
WCKIIFOUUTEIIbHBIMU  HEXKENIATEeIbHBIMU  PEAKIMSIMU  JTIOOOH CTETeHH TSKECTH, O KOTOPBIX
C000II1a7I0Ch OYEHb YacTo, M0 KpaitHell Mepe, ¢ BOBMOXKHON CBA3BIO CO CXEMaMH, COJIePKalTUMHU
aTa3aHaBUP M OJIUH WJIH HECKOJbKO HYKIICO3WIHBIX/HYKICOTHIHBIX WHTHOUTOPOB OOpaTHOM
TpaHckpunTasbl, Obuti TomHOTa (20 %), muapes (10 %) u xenryxa (13 %). Y manueHToB,

MOJIy4aBUIMX JiedeHHe ara3aHaBupoMm B o3¢ 300 mr ¢ puroHaBupom B nosze 100 mr, gactora

37



COOTBETCTBYET : -'I-I’_EF"_I'H 'H-' OTYETY

' 022025 W=

o1 12.02_2025

pa3BUTHS KEJITyxu coctaBwia 19 %. B 6onLnHHCTBéHé}}:yq—£%Q %J‘T’E&QE& ﬁﬁ/lﬂogﬁm B

MEepHOJI OT HECKOJIBKUX JIHEH /10 HECKOJIBKUX MECSIIEB MOCJe Havaja JieueHus (cM. pazzaen 4.4.).
B nepuoz nocTperucTpamoHHOro HabMI0AeHNs ObLIH 3apPErUCTPUPOBAHBI CIyYau XPOHHUECKON
Oonesun mouek y BUY-uHGUIMpPOBAHHBIX MALIMEHTOB, IMOJYYAlOIIUX aTa3aHaBUp C
puToHaBUpOoM UM Oe3 Hero. B kpymHomacmTabHOM, NPOCHEKTUBHOM, HaOII0/IaTEIbHOM
UCCIICIOBaHUM OblJIa TOKa3aHa B3aUMOCBA3b MEXAY YBEIMUEHHEM 4YacTOTHl Pa3BUTHUSA
XPOHMYECKOH OOJIE3HM MOYEK M COBOKYITHOW AKCIIO3MIMEH aTazaHaBupa/puToHaBupa y BUU-
WH(HUIMPOBAHHBIX TMAIMEHTOB ¢ W3HadaabHO HOpManbHOW pCK®. Takyr B3auMOCBS3b
HAOJI0/IaIM HE3aBHCUMO OT SKCIO3ULIUU TeHO(hoBUpa Au3omnpokcuia. Tpedyercss perysspHbIil
KOHTPOJIb (PYHKIIMH [TOYEK y MAIIMEHTOB Ha MPOTSHKEHUU BCel Tepanuu (cM. pazzaen 4.4.).

Tabauunoe PE3IOME HEXKENATCIbHBIX PEaKIINM

YacToTa BCTpEYaeMOCTH ONpECICHa CIeAyInUM o0Opa3oM: odeHb yacto (>1/10), uacto
(>1/100, wo <1/10), Heuacto (>1/1000, Ho <1/100), penko (=1/10000, HO <1/1000), 04eHb peaKo
(<1/10000), acToTa Hen3BecTHA (HA OCHOBAaHWHM MMEIOLIMXCS JAHHBIX OLIEHUTh HEBO3MOJXKHO).
B mpenemax kaxaoW TPYIIBI 4acTOTa BCTPEYAEMOCTH HEKENATENbHBIX PEaKIWi yKa3aHa B
HOPSIJIKE YMEHBIICHUS CEPhE3HOCTH.

HexenarenbHbie peaky CrPYyNIIMPOBaHbI B COOTBETCTBHUHM C TIOPSIIKOM Ha OCHOBAaHUU
cucteMHO-opranisix kiaccoB (COK):

Tab6muna 3.

Hapywenus co cmoponvl ummyHHOU | HEYacTO: TUIEPUyBCTBUTEIBHOCTD

cucmembl
Hapywenus memabdonusma U | HE4aCTO: CHMIKEHHME MAaccChl Tella, YBEIMYEHHE MacChl
numanus TeJa, aHOPEKCHs, MOBBIIICHUE aNIeTHTa

Tcuxuueckue napywenus HEYacTo: JENpeccusi, IE30pUEHTALMsl, TPEBOXHOCTD,

OeCcCOHHMIIA, HAPYIIICHUE CHA, HEOOBIYHbIE CHOBUICHUS

Hapywenuss co cmopoHbl HepeHoll | 4acTo: ToJI0BHAs 00JIb;
cucmemul HewacTo: mnepudepudeckas HeHpomaTusi, OOMOpOK,

AMHE3Hs, TOJIOBOKPYIKCHUC, COHJIIMBOCTD, JUCI'CB3UA

Hapymenuﬂ CO CmOpOHbl oOpedara | 4aCTO: IMMOXKCIITCHUEC CKIICD IJ1a3

3penus

Hapywenus co cmoponwl cepoya YacTo: IByHAIPABICHHAS JKEITyI0YKOBas TAXUKAPIUS,
penko: yanuHenne wHTepBana QT?, orTek, omlylieHHe

cepaneOneHus
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Hapywenus co cmoponuvl cocyoos
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Hapywenus co CMOpOHbI

ObIXamenbHou cucmemsl, opeanos

2PYOHOIU KNemKU U CPedoCmeHUs

HCYaCTO: OAbIIIKa

Kenyoouno-kuuieunvie HapyuleHus

4acTo: pBOTa, AWapesi, OOJlb B JKUBOTE, TOIIHOTA,
JIACTICTICHS;

HEYacTO: T[aHKpeaTUT, TacTpUT, B3AyTHUE IKUBOTA,
a(TO3HBI CTOMATUT, METEOPHU3M, CYXOCTb CIIU3HCTOMN

000JI0YKHU TIOJOCTH PTa

Hapywenus co cmoponvl nevenu u

qacCTo: KEIITyXa,

JHCENUEBbIBOOAUX NYyMell HEYacTo: TIelaTMT, JKEIYHOKAMEHHas  OOJIE3HBY,
xonecTaz?;
PEIKO: TeNaTOCIIEHOMET ks, XOJIEIUCTUT?

Hapywenuss co cmopomnvl Kodicu u | 9acTo: CHIIb;

NOOKOJICHBIX MKAHel HEYacTo: MyJbTH(GOpMHAs spuTeMa®’, ToKcHueckme
KOKHBIE BBICHITAHUSY?, DRESS-cunapom®®,

AQHTHOHEBPOTHYECKHMI OTEK?, KpalMBHHUIIA, aJOICIHs,
3yA,
pEIKO: CHHIAPOM CTI/IBeHca-IbKOHCOHaa'b, BE3UKYJIE3HO-

OyJuIe3Has! ChIIlb, IK3eMa, PACIIMPEHHE COCYI0B

Hapywenus co cmoponwvl muluieunot,

CKenemHou U COCOUHUMENbHOU MKAHU

HEYacTo: MbllIeyHas aTpodusi, apTpaarus, MUaITus;

PEAKO: MUOITIATUA

Hapywenus co cmoponvl nouex u

MOUEeBbIBOOAWUX Nymell

HCYacCTO: MOYCKaMCHHas 60J163Hba, remarypus,

NPOTEUHYpHUS,  MOJUIAKUYPUS,  HMHTEPCTULUAIbHBIN
He)pUT, XpOHUUECKast 0OJIE3HB MOYEK?;

penko: 601k B 007aCTH MOYEK

Hapywenus co CMOpPOHbL

DPenpoOYKmMueHoU cucmemul u

MOJIOUYHbBIX OHCeNe3

HCYaCTO: THHCKOMACTHUA

Obwue mnapywenus u peakyuu 8

mecme 86e0eHUsl

4acTo: YTOMIIIEMOCTb;
He4yacTo: OOJIb B TPyAHM, HEIOMOTaHWE, JIMXOpPajKa,
ACTCHMUS;

peaKOo: HapyIIEHUE MTOXOIKH

a I[aHHBIe HEXKCJIATCIIbHBIC PCAKIWUN BBIABJICHBI B XOJ€ MHNOCTPETUCTPALIMOHHOI'O Ha6J'IIOI[eHI/I}I,

OJHAKO MX 49aCTOTY OLCHHUBAJIN HAa OCHOBC CTATUCTUYCCKUX PaCHYETOB, HCXOAA U3 O6I].[CFO qHucia
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MalMeHTOB, NMPUHUMABIINX aTa3aHaBUpP, B pa ILOMnmﬂggﬁ;rHE;%gﬁi%wgﬁb X' i;f:ﬂﬂﬁnx

JIOCTYIIHBIX KJIMHUYECKUX HcclieoBaHusax (n = 2321).
b IIns nonydems moxpoOHONM HWHGMOPMALMM OOpaTMTECh K OIMCAHHIO  OTJICIBHBIX
HE)KeJaTeJIbHBIX PeaKIuil.

OmnmncaHne OTACIBHBIX HEXKEIATSIbHBIX PEaKITIM

Y BHUY-uHPUIUPOBAHHBIX NAalMEHTOB C TOKEIbBIM HUMMyHonedpunurom B Havane KAPT
BO3MOXXHO pPa3BUTUE BOCHAINUTEIbHOW peaKkUMd Ha OECCUMITOMHBIE MM OCTaTOYHbIE
ONIIOPTYHUCTHUYECKHE UH(EKIMU. AyTOMMMYyHHbIE 3a00JieBaHus (Takue Kak Oose3Hb ['peliBca u
ayTOMMMYHHBIM renatuT) Takke ObLIM ONMCaHbl, OJHAKO BPeMsl MX IOSABICHUS BapbHUpPOBAJIO B
Oojee IMIMPOKUX IpeAenax, U OHU MOIJIM BO3HUKATh YEPE3 MHOIO MECSILEB IOCIE Hadaja
tepanuu (cm. pazaen 4.4.).

Ocmeornekpos

Coob1manocs 0 ciayyasx OCTEOHEKPO3a, B OCOOEHHOCTH y MALUMEHTOB C IOJITBEPXIAECHHBIMU
¢dakropamu pucka, nosaHeit craguern BUY-undexuum m npu manurensHo KAPT. Yacrora
BCTPEUAEMOCTH TIOIOOHBIX SBJICHUI HeW3BECTHA (CM. pasnen 4.4.).

Memabonuueckue nokazamenu

Bo Bpemsi aHTHpETpOBHPYCHOW Tepamuu MOXeT HaOJroJaThCsl yBEJIMYEHHE MAacChl Telna U
MOBBIIICHUE KOHIICHTPALMH JIUTIUIOB U TIFOKO3bI B KPOBH (CM. paznen 4.4.).

Coine u cesazannbie ¢ Heli CUHOPOMbL

ChInb 00BIYHO MpEACTaBIIAET COOON MaKyJIONaIyJIe3HYI0 KOXKHYIO ChIIb JIETKOW UM yMEpEeHHOH
CTENEHM TSHKECTH, KOTOpas BO3HMKAET B TEUEHHUE NEPBBIX 3 HEAENb IOCIIE Hadala Tepanuu
aTa3aHABUPOM.

Cunnpom CrupeHca-J[>koHCOHa, MyJIbTU(OPMHAs SpUTEMA, TOKCUUYECKHE KOYKHBIE BBICHIIIAHUS U
MEIMKaMEHTO3Hasi Chlllb ¢ 303uHOGMIMel u cucreMHbiMu cumnromamu (DRESS-cunnpom)
TaKXe HaOIoJamuch pU NPUMEHEHUH aTa3aHaBupa (cM. paznen 4.4.).

Omknonenus 1a60pamopHvlx noKazamereti Om HOpMbl

HaunbGonee wacTbiM OTKJIOHEHHEM JabOpAaTOPHBIX MOKa3aTeslel OT HOPMbI y NAIMEHTOB,
MOJTy4YaBIIMX CXEMBI, COJepKallie aTazaHaBup u oauH win Heckonbko HUOT/HTUOT, Gbuio
NOBBIIIIEHNE KOHIEHTpaluu oluiero OuiaMpyOMHa B Ijia3Me KpPOBH, O KOTOPOM COOOIIANIOCh
MPEUMYIIECTBEHHO KaK O TMOBBIIIEHWH KOHIIEHTPAllMU HENpPSIMOro (HEKOHBIOTHPOBAHHOTO)
ounupyouna (y 87 % 1-i, 2-i, 3-it unu 4-i1 crenenu). IloBbllieHre KOHLIEHTpaMU OOILErO
OounupyOuna 3-it unu 4-i crenenu 3apeructpupoBaiiu y 37 % namuentos (y 6 % 4-it ctenenn).
VY nanueHToB, paHee MONTyYaBIIUX JIEUEHUE aTazaHaBUpOM B o3¢ 300 Mr oaMH pa3 B CyTKU U
100 Mr puTOHaBUpa OJIMH pa3 B CYTKH C MEIMAHOW MPOJOJLKUTEIBLHOCTH Tepanuu 95 Henens, y

53 % mauMeHTOB pETUCTPUPOBAIM TOBBIINIEHHE KOHIEHTpauuu obmiero OunnpyOnHa
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pa3 B cytku 1 100 Mr puroHaBupa OUH pa3 B CYyTKH C MEAMAHOMN IPOAOIKUTEIBHOCTH TEPAIIUN
96 wemenb, y 48 % TmMalMEHTOB pPETHCTPUPOBAIM TOBBIINICHUE KOHIEHTPAIMU OOIIEeTo
omnnpyouHa 3—4 crenenu (cM. pazaen 4.4.).

Jpyrue BbIpak€HHBIE OTKJIOHEHHS KIMHUYECKUX JIaOOpaTOPHBIX IOKa3aTelell OT HOPMBI
(3-1 wmu 4-s1 cTemeHb), 3aperUCTPUPOBAHHBIC Yy > 2 % NAIMEHTOB, MOJYYaBIIMX CXCMBI,
conepkamniye artazaHaBup W oauH wim Heckoibko HUOT/HTUOT, BKIHOYaNW: MOBBINICHUE
aktuBHOCTH KpeaTuHochokunazsl (KDK) (7 %), moseimenue aktuBHoctu AJIT (5 %),
CHI)KEeHME yuciia HelTpoduiioB (5 %), MOBBILIEHUE aKTUBHOCTU acmapTaTaMHHOTpaHc(epasbl
(ACT) (3 %) 1 noBbIIIEHHE AKTUBHOCTH JIMMAa3bl B Tu1azMe KpoBu (3 %).

2 % TmanueHTOoB, MOJYyYaBIINX JCUCHHE aTa3aHABUPOM, MCHBITAIU OJTHOBPEMEHHOE MOBBILICHUE
aktuBHOCTH AJIT/ACT 3-4 creneHu W KOHILIEHTpauuu obOmiero Oounupyouna 3—4 cTeneHu B
1a3Me KPOBH.

JIpyrue ocoOble IPVIIIEI TAIUEHTOB

Tayuenmoi ¢ ko-unghexyueti cenamuma B u/unu cenamuma C

Cpenu 1511 nmauueHToB, NOMy4YaBIIMX JIeYEHUE aTazaHaBUupoM B 103e 400 Mr oauH pa3 B CyTKH,
y 177 mauueHTOB uMenach Ko-uH(peKuus XpoHuueckoro rematuta B wmm C, a w3 uymcna
655 mauMeHToB, MOJdy4yaBUIMX arazaHaBup B o3¢ 300 Mr oAuH pa3 B CyTKH C PUTOHABUPOM B
no3e 100 mMr omuH pa3 B CyTkH, 97 mamueHToOB ObLIM C XpoHHYecKMM remarutoM B mmm C.
[TarueHTsl ¢ KO-MHGEKIMEH yalie MCXOAHO MMENM TOBBIIIEHHE CHIBOPOTOYHON aKTHMBHOCTHU
«TEYEHOYHBIX)» TPAaHCAMHHA3, YEM MAIIMeHTHI 0€3 XpPOHUYECKOT0 BUPYCHOTO Tenatuta. Pazmuuus
B YAaCTOTE TMIOBBIIICHUSI CHIBOPOTOYHOM KOHIIEHTpAIMK OWIMPYOMHA HE OTMEYAIHNCh CpPEeIu
JIAHHBIX TMAIlMEHTOB M TAI[MEHTOB 03 BHPYCHOTO TematuTa. YacToTa pa3BUTHS CBSI3aHHOTO C
JICYEHUEM TeMaTuTa U TOBBIIIEHUs aKTHBHOCTU TPaHCAMUHA3 Yy MAlMEHTOB C KO-WH(EKIuen
OblTa COMOCTaBMMa B TpyMmax JIeUEeHUs aTa3aHaBUPOM M TpenaparamMu CpaBHEHUS
(cm. paznmen 4.4.).

eTH

B ximmnanueckom uccnenoBanuu Al424-020 y netelt 1 mOAPOCTKOB B BO3pacTe OT 3 MECSIEB 10
18 meT cpeaHsisi MPOJOKUTENBHOCTD JICUEHHUS aTa3aHaBUPOM B ¢GopMe MOpOIIKa IJs MpuemMa
BHYTpPh 00 Karcys coctabmwia 115 venens. [Ipodunb 6e30macHOCTH B JTaHHOM HCCIICIOBAHUN
OBLT CXOMHBIM C TAaKOBBIM Y B3POCIBIX TAI[MEHTOB. Y J€Tell M MOJPOCTKOB ObLIA BBISBICHA
O0eccumnromHas AV-6mokana mepBoit crenenu (23 %) u Bropoit crenenu (1 %). Haubonee
YacThIM OTKJIOHEHHEM JabOpaTOPHBIX MOKa3aTelell OT HOPMBI y JeTeH, MONyYaBIIUX JeUeHUE
aTa3aHaBUPOM, SIBJISUIOCH MOBBIIIEHUE KOHIIEHTpAluu oluiero ounupyouHa (B > 2,6 pa3 BbilIe

BT'H, 3—4 crenens), nmeBiee mecto y 45 % manueHToB.
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IIPUMEHEHHUs aTa3aHaBHMpa y JeTed B Bo3pacTe oT 3 mecsueB A0 11 nmer cocraBuna 80 Hexens.
JleranbHble ciiydau He ObuTH  3apeructpupoBaHbl. [Ipodunp Oe30macHOCTH B JTaHHBIX
UCCIICIOBAaHUSAX OBLI CXOJHBIM C TAaKOBBIM B paHee MPOBEIEHHBIX MCCIEJOBAHUAX C y4acTHEM
JieTell U B3pociblX nanueHToB. Hanboee 4acThIMU OTKIIOHEHUSIMH JIA0OOPATOPHBIX MOKa3aTenen
OT HOPMBI y JETeH, MOJydYaBUIMX JICYCHHE aTa3aHaBHUPOM B (OpME IMOPOINKA JUIs MpHEeMa
BHYTpPb, SIBIISJIOCH TMOBBIIMICHHWE KOHIIGHTpauuu oOmiero Ownmmpyomna (> 2,6 pa3 Beime BI'H,
3 u 4 crenenp; 16 %) u noBbIIeHNE aKTUBHOCTU amuiiasbl (3—4 crenenb; 33 %), Kak MpaBuiIo,
HEMaHKpeaTUYecKoi 3THOJOrMH. B naHHBIX HccnenoBanusax nosblimenue aktuBHoctu AJIT vame
OTMEUAJIOCh Y JAETEN, YEM Y B3POCIIBIX.

COOGH.ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

Baxxno coob1mate 0 mojo3peBaeMbIX HeKeIaTeNbHbIX PEeaKlUIX MMOCie PerucTpaluu npenapara
C 1menpl0 0O0OecredyeHHs HENpPephIBHOTO MOHUTOPUHIA COOTHOILIGHHUS «IIOJIb3a — PHUCK»
JICKApCTBEHHOTO Tpernapara. MeIuuHCKIM pa0OTHUKAM PEKOMEHIYeTCs COOOIIaTh O JIHOOBIX
[I0JI03PEBAEMBIX HEXKENATEIbHBIX PEaKLUAX JIEKAPCTBEHHOTO Ipernapara uyepe3 HallMOHaJIbHbIE
CUCTEMBl COOOILEHUS O HEXKeNaTeNbHbIX peaKIUsiX TrocydapcTB — ujaeHOB EBpasuiickoro
3KOHOMHUYECKOI'0 COI03a.

Poccuiickasa ®@eoepayus

@enepanbHas Ciry:x0a 1o Haa30py B cdepe 3ApaBOOXPaAHCHUS.

Anpec: 109012, r. MockBa, CnaBsiHcKas miiomamis, a. 4, ctp. 1.

Tenedon: +7 800 550 99 03

DnekTpoHHas noyta: pharm@roszdravnadzor.gov.ru

Caiit B mH(GOpMaIMOHHO-TEIEKOMMYHHUKAIIMOHHON ceTn «IHTepHEeT»:!
https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMnTOMBI

B Xxone KIMHMYECKMX HUCHBITAHUN MpHUEM 310pOBBIMU JOOPOBOJIBIIAMU 103 Ipenapara a0
1200 Mr OAHOKPAaTHO HE CONMPOBOXKAAJICS KAKUMU-THOO0 HEXeTaTeIbHBIMU SBJICHUSMHU.
EnuncTBeHHBI cnyyail nepemo3upoBku mnpenapara BUY-uHQUUIMpOBaHHBIM MAIMEHTOM,
npuHsBmUM 29,2 T npenapata (103a B 73 pasa mpeBsIaroias pekoMeH10BaHHyo 103y 400 mr),
COTMPOBOXAAICT OecCHMNTOMHOM OJIOKamo o0enx HOXKEK Mmyyka [uca u  yJIMHEHUEM
untepBasia PQ. Jlanusie nmpusnaku no OKI' ucuesznu crnonTanHo. OXWJaeMbIMU CHUMIITOMaMHU
NEepe0O3UPOBKH TIpernapara sBISIOTCS KenTyxa 0e3 HM3MEHEHUH pe3ylbTaTOB IEeYEHOYHBIX
TECTOB (M3-3a MOBBIIICHUS KOHLEHTPALUU HENpsIMOro OminpyOrHa) U HapylIEHUE CepJeYHOTO

putma (yanuHenue uarepsana PQ).
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Crieruuueckoro aHTHI0TA HET.

[Ipy mnepeno3upoBKE  aTa3aHaBUPOM  CIEAYET  OCYIIECTBISATh  KOHTPOJIb  OCHOBHBIX
dbusnonoruueckux ImokazaTeliel, BeCTH HaOJI0JeHHe 3a OOLIMM COCTOSIHMEM IallheHTa,
koHTpoupoBath OKI', HazHAuMTh NPOMBIBAHHE KENyAKa, BbI3BATH PBOTY JUIS yAaJleHUS
OCTaTKOB IIpenapaTa; peKOMEHAYEeTCsl IPUeM aKTUBUPOBAHHOI'O YTJISL.

Huann3 HeaddexkTuBeH AN BBIBEJACHUS IMIperapara M3 OpraHu3Ma, TaK KaK ara3aHaBUP
XapaKTepU3yeTCsl MHTEHCUBHBIM META0O0JIU3MOM B TEUEHU U BBICOKOM CTENEHBIO CBA3BIBAHUS C

OelKaMmu.

5. ®PAPMAKOJIOTHYECKHE CBOMCTBA

5.1. ®apmakoauHAMHUYecKHe CBOICTBA

dapmakoTepaneBTHUECKass TpyIMa: NPOTHBOBUPYCHBIC NpenapaTbl CHCTEMHOTO JCHCTBUS,
IIPOTUBOBUPYCHBIE IIpENapaThl IPSIMOro ACHCTBUSI; UHTUOUTOPHI IPOTEA3.

Kon ATX: JOSAEQS

MexaHu3M ASHCTBHUS U d)aDMaKOHI/IHaMI/I‘leCKI/Ie Sd)d)eKTLI

ATazaHaBUp SBIS€TCS a3alenTUAHbBIM HHruouropom mnporeazst BHUY-1. Drto BemecTBoO
CEJIEKTUBHO MHTHOMPYET BUpPYyC-CIIeU(pHUecKuii mpoueccuar BupycHeix Gag-Pol nmporenHoB B
BUY-uHbUIMPOBaHHBIX KIETKAaX, MPEIOTBpaInas 00pa30BaHUE 3pEJIbIX BUPHUOHOB M 3apayKeHHE
Jpyrux KJIeToK. B mponecce sedeHuMs Yy HEKOTOPBIX IAIMEHTOB MOXET PAa3BUTHCS
PE3UCTEHTHOCTH (YCTOMUMBOCTH) K AEHCTBHIO Mpenapara (crnenupuieckas pe3sucTeHTHOCTb) WK
K JEHCTBUIO KaK aTa3aHaBHpa, TaK U JAPYrux HHruouropoB mporeazsl BUY (mepexpecTtHast
PE3UCTEHTHOCTB ).

Pezucmenmuocmo u nepexpecmuasn pe3aucmenmnocms

Pe3ncTeHTHOCTD M epeKpecTHast pe3UCTEHTHOCTh K MHIMOuTOpaM npotea3sl BUY nabmonanace
B Pa3JM4HON CTEIIEHU €€ IpOsBICHUA. PE3MCTEHTHOCTh K ara3aHaBUpPY HE BCErAa SBISIETCS
MPEMSITCTBUEM IS [TOCIIEA0BATEIBHOIO IPUMEHEHUS IPYTUX HHITHOUTOPOB mpoTeazsl BUY.
Pesucmenmnocms in vitro (6 Kyiemype Kiemok)

UyBCTBUTENBHOCTh K aTa3aHABUPY U3Y4YaJlM HA KYJIbTYpE KIIETOK, BBIICICHHBIX Yy IAllMEHTOB,
IIPEX/Ie HE MOTyYaBUIUX Ipernapar.

BeIBIIeHa 4YeTKas TEHACHIMS K CHWKEHUIO YYBCTBUTEJIBHOCTH K AaTa3aHaBHpPy IITAaMMOB,
O0OHapYKUBIIMX BBICOKMH YPOBEHb MHOKECTBEHHOM PE3HCTEHTHOCTH K JAPYTMM HHTHOMTOpam
nporeassl BMY. HampoTus, 4yBCTBUTENBHOCTH K aTra3aHaBUpPy COXPAHsIaCh y LITAMMOB,

PE3UCTEHTHBIX TOJIBKO K 1-2 uHruoéuropam nporeassl BUY.
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Pezucmenmuocme in vivo

CMEPTHOMY OTYETY

HccnenoBanust mokasainu 4eTKYIO 3aBUCUMOCTD Pa3BUTHUS PE3UCTEHTHOCTH OT TOTO, MOTydal JIn
MalMEeHT paHee AHTHUPETPOBUPYCHYIO TEpANHIO, W, €CIU Ja, MPUMEHSIICA JIM aTa3aHaBUp B
Ka4yecTBE eIMHCTBEHHOr0 MHruOuTopa nmpoteassl BUY min B koMOMHALIMY C pUTOHABUPOM.
Ilayuenmui, panee ne nonyyaguiue anmupempo8UpyCHOU mepanuu.

Amasanasup 400 m2 (be3 pumonasupa)

He BBIABIEHO NEPEKPECTHOM PE3UCTEHTHOCTH MEXKIY aTa3aHaBUPOM U aAMIIPEHABUPOM.
DCHOTUIIMYECKUI aHaIW3 W30JUMPOBAHHBIX INTAMMOB II0Ka3aJl Pa3BUTHE YCTOMYMBOCTH,
crenrruyecKoi TONbKO AJIs aTa3aHaBUpa U COYETABIICHCS € MOBBIIIEHUEM YyBCTBUTEIIBHOCTH K
OpyruMm uHrubuTopam nporeas BUY.

Amazanasup 300 me/pumonasup 100 m2

UccnenoBanne >ddekTuBHOCTH KOMOWHAIMM —aTa3aHaBUP/pUTOHABHpP (B CPaBHCHHH C
KOMOWHAIMEe  JIONMHABUP/PUTOHABUP) y  MAlMEHTOB, paHee  HE  MOJIyYaBIIMX
AHTHPETPOBUPYCHOU TEpaIny, MOKa3ajo, 4To yepe3 96 Hemenb mocie Hadana Teparuu TOIBKO B
OJIHOM cITydae HeyJaud TEParuy pa3Buiach PEHOTUIMYECKAS YCTOMIMBOCTD K aTa3aHaBUPY .
Tayuenmoi, panee nonayuasuiue aHMupemposUpyCHy0 mepanuio:

Ama3aHa6up uiu ama3aHa6up/pum0Ha6up

B OompmmHCTBE CilydaeB HeynauM Tepanud Ha 48 Helene y TAalHMEHTOB pa3BUBAlach
MHOXECTBEHHAsl PE3UCTEHTHOCTh K pa3IMYHbIM HHTHOMTOpaM mpoTeassl BUY, a He
cneunduyeckas ycTOMUUBOCTh K aTa3aHaBUPY.

5.2. PapmMaKkoKMHeTHYeCKHe CBOICTBA

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

Abcopbrus

ITpu pnurensHOM mHpueMe artazaHaBupa B no3e 400 Mr oauH pa3 B J€Hb OJHOBPEMEHHO C
IIPUEMOM JIETKOM NHIIM MaKCUMalbHas paBHOBECHas KOHIIGHTpAIMsl aTa3aHaBHpa B IUIa3Me
yCTaHABIMBACTCA TMPUMEpPHO depe3 2,7 dYaca Tocle TMpueMa. YCToWuuMBash paBHOBECHAs
KOHIEHTpAaLUs aTa3aHaBUPA JOCTUTAETCA MEXy 4 U 8 THAMU Npuema.

Bnusnue nuwu

[IpumeHeHue arazaHaBUpa BMECTE C NUIIEH YIydllaeT €ro OHOJOCTYHMHOCTh U YMEHbBIIAET
(bapMakOKMHETHUYECKYIO0 BapuabenbHOCTh. [IpuMeHeHre KOMOUHAMK aTa3aHaBUP/PUTOHABUD C
NUIeH yinydiaeT OM00CTYTHOCTh aTa3aHaBHpa.

Pacnpenenenue

ATazaHaBup Ha 86 % CBSI3bIBAETCS ¢ OEIKaMH CHIBOPOTKU KPOBH, IIPU 3TOM CTEINIEHb CBSA3bIBAHUS

c OenkaMM HE 3aBUCUT OT KOHIIEHTpalMH. ATa3aHaBUp CBA3bIBaeTCA ¢ aibda-1 KUCIbIM
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CIIMHHOMO3TOBOU U CEMEHHOU KUJIKOCTIX.

Buorpancdopmarus

ATazaHaBUp MeETA0OMM3UpPYETCSs B OCHOBHOM mocpeactBoM wu3zopepmenta CYP3A4 ¢
00pa3oBaHMEM OKHCIEHHBIX MeTab0NIUTOB. MeTaboNuThl BBIACIAIOTCS B JK€T4b B CBOOOJAHOM
BHJIE UJIM B BUJE KOHBIOTATOB C MIIOKYPOHOBOM KUCIOTOW. He3HaunTenpHas yacTh aTa3aHaBUpa
MeTabomm3upyetcs myteM N-Ie3aaKkuaupoBaHus U THAPOIIH3A.

OJIMMUHALNS

[Mocne omHOKpaTHOTO BBemeHMS ‘*C-arasanaBupa (400 Mr) B Kame M MOYE ONPEHEIAIOCH,
COOTBETCTBEHHO, 79 % u 13 % o01eit paaroakTUBHOCTH. [{0Jis1 HEM3MEHEHHOTO aTa3aHaBUpa B
KaJle ¥ MOY€ COCTaBIIsIa, COOTBETCTBEHHO, 0K0J0 20 % u 7 % BBeneHHOW n03bl. CpenHuit
Nepuo TMOJyBBIBEICHUSI aTa3aHaBHpa y 3IA0POBbIX A00poBosiblieB U BUY-unbunmpoBanHbIX
B3POCJIBIX COCTABIISLI OKOJIO 7 4acoB npu npueme B A03€ 400 Mr B I€Hb C JIETKOW MUILEH.
Tlayuenmvi ¢ neuenoyHol HEOOCMAMOYHOCIBIO

ATazaHaBUp META0ONM3UPYETCSI W  BBIBOJUTCS TPEUMYIIECTBEHHO II€UeHbl0. BrusHue
HapylieHuii (QyHKUMM Tie4eHH Ha (¢apMaKOKMHETUYECKHWE TapaMeTpbl Iocjie Mpuema
ataza”aBupa B jgo03e 300 mr He wuzydanoch. KoHueHTpauus aTazaHaBuUpa IPU COBMECTHOM
npuemMe u 0e3 PUTOHABUPA MOXKET YBEITUUYUTHCS Y MAIMEHTOB C IEYCHOYHON HEJ0CTATOYHOCTHIO
CpPEIHEN U TSHKEJIOW CTETIEHHU.

[IpumeHeHue aTta3aHaBHpa Yy MAIMEHTOB C HAPYIICHUSMHU (PYHKIMH TEYEHU THKEIOW CTEleHU
(xmacc C mo xmaccupukammu Yaitnga-I1pt0) TPOTHUBOMOKA3aHO TMPH JIIOOBIX  peXUMax
JIO3UPOBAHUS; B KOMOWHAIIUM C PUTOHABHUPOM NMPUMEHEHHUE MPOTHUBOIOKA3aHO y TMAIIMEHTOB C
HapylIeHusIMH (QYHKIMH TICYSHH CpellHer u Tspkenol crenenu (kiace B u C mo knaccuduxanum
Yaitna-ITes10).

C OCTOpOXHOCTBIO aTa3zaHaBUP CIEAyeT MPHUMEHSTh Yy MAlUEHTOB C HAPYIIEHUSMU (QYHKIUU
NEYEHHU JIETKOM U cpenHel creneHu TskecTH (kmacc A u B mo knaccudukanun Yaitng-I1sio),
JUIsT KOMOMHAIIMKM aTa3aHaBUP/PUTOHABUP — Yy TAIMEHTOB C HAPYIICHUSIMHU (PYHKIIUU TICUYCHU
JIeTKOM cTeneHu TsbkecTH (kinace A nmo kinaccudukannu Yaitna-I1so).

Tayuenmsi ¢ noueunoli HeAOCMAMmMoOYHOCMbIO

Y 310pOBBIX JOOPOBOJIBIIEB BHIBEACHHBIM C MOYOW HEM3MEHEHHBIN aTa3aHaBUP COCTABIISIT OKOJIO
7 % TPUHSTON 03B

OTCyTCTBYIOT (papMaKOKMHETUYECKUE JTAHHBIC /ISl MMAIIMEHTOB C TTOUYEYHON HEIOCTaTOYHOCTHIO,
MPUHUMABIIIMX aTa3aHaBUP C PUTOHABUPOM.

[Ipumenenue arazaHaBupa 0e3 PUTOHABHpA H3Y4YAJIOCh Yy TAIMEHTOB C TSDKEJIOW IMOYEHYHOU

HEAOCTAaTOYHOCTBIO, B TOM YHUCIIC HAXOJJAIIMWXCA HAa IeMOJUAIM3C, MPHUHHUMABIIHUX IIpCrapar B
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napametpoB Ha 30-50 % y mManMeHTOB, HAXOISAIIMXCS HAa TEMOJUAIN3€ B CPABHEHHUH C
NalreHTaMH ¢ HOPMaJbHOHN (PyHKIMEH mouek. MexaHnu3M 3TOro CHUKECHUSI HEU3BECTEH.
Jns manuMeHToOB Ha TreMOAMANIA3€, pPAHEE HE MOJYYaBIIMX AHTUPETPOBUPYCHOM TEpaINH,
ataza"aBup 300 Mr Ha3HaYaeTCs TOJIBKO B KOMOWHAIUU ¢ puTOHaBUpOoM 100 mr.
[TanmeHnTaMm € TSHKENOM MOYEUHOW HENOCTATOYHOCTHIO, HAXOASUIMMCS HAa TEMOJHAIN3E U paHee
MOJIy4YaBIIUM aHTUPETPOBUPYCHYIO TEPAIIUIO, aTa3aHABUP MIPUMEHSTh HE PEKOMEHIYETCA.
Bospacm/non
He oTMedeHO KIMHMYECKH 3HAYUMBIX OTIMYMN (apMAKOKMHETHUYECKUX IapaMeTpoB B
3aBUCUMOCTH OT BO3pacTa WM I10J1a NAlUEHTOB.
bepemennvie ocenuyunbol
3HaueHusT MaKCHUMallbHOM paBHOBeCHON KoOHLEHTpauuu (Cmax) W TIUIOMAQAM TOJ KPHUBOU
«koHnentpanus-spemsi» (AUC) s atasanaBupa Obutd Bbiie Ha 2640 % y JKCHIIMH B
nociepogoBoMm rnepuone (4—12 wemens), yem y BUY-undunmpoBaHHBIX HeOEpeMEHHBIX
MalMeHTOK. MUHUMAaIbHAs KOHIICHTPAIMS ara3aHaBUpa B IIOCIEPOJAOBOM TepHoje ObuLia
npuOaM3UTENIbBHO B 2 paza Bblle TOH, KoOTopas Habmojanace OO0 3TOr0 Y
BUY-undumpoBaHHBIX KEHITUH 10 OEPEMEHHOCTH.
Paca
HccnenoBanus HE MOKa3alld KAaKOTO-JIMOO BIUSHUS Pachl MAIIMEHTOB HAa (hapMaKOKMHETHUECKUE
napameTpbl aTa3aHaBUpA.

eTH
Benmnuuna aGcopOruu atazaHaBupa y JETEH BBIIIE, YEM Y B3POCIBIX MAIMEHTOB. Y MaJ€HbKHX
JIeTel CYIEeCTBYET HE3HAuMTEeIbHAsl TEHICHIMS K 0oJiee BHICOKOMY KIMPEHCY Mpernapara mnpu
HOpMaIHM3aluil Macchl Tena. BapmabenbHOCTH (hapMaKOKMHETHUECKUX MapaMeTpoB y jaeTei

TAK¥XEC BbILIC, UYEM Y B3POCJIbIX.

6. ®PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepedyeHb BciOMOraTe/IbHbIX BelIeCTB

Arasanasup, 150 Mr, KancyJsl

Cooepoicumoe kancyuwi:
JlakTO3BI MOHOTHAPAT
Kpocnosunon

Maruus creapat
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Cocmas obonouxu kancyavt Nel:

Turana nnokcun
Kenatun

Arazagasup, 200 Mr, KancyJisl

Cooepoicumoe kancynwi:
JlakT03BI MOHOTHIPAT
Kpocnosunon

Maruus creapat

Cocmas obonouxu kancyavt NeQ:
Turana TMOKCHU]T

Kenatun

Arazanasup, 300 Mr, KancyJisl

Cooeporcumoe kancynvi:

JlakT0o3BI MOHOTHIpAT

Kpocnosunon

Marnus creapar

Cocmag obonouxu kancynvt NeQO:

Turana quokcuy

Kenatun

6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHUs1)

3 roxa.

6.4. OcoOble MepbI MPEeIOCTOPOKHOCTH NPU XPAHEHUH

B 3ammménnom oT cBeta MecTe MpH Temreparype He Bbie 25 °C.

6.5. XapakTep u coep:kaHue NePBUYHON YIAKOBKH

[To 10 kamcynm B KOHTYPHYIO SYEHKOBYIO YMaKOBKY W3 (DOJIBI'M QIFOMUHUEBOW W IUICHKH
TPEXCIOWHOM /1 XonoaHoro popmoBanus u3 [I1BX/An/OIIA.

[To 3 wnu 6 KOHTYPHBIX SUEHKOBBIX YNAKOBOK BMECTE C HHCTPYKLIMEH MO NPUMEHEHUIO
MOMEIIAIOT B TTAYKy U3 KapTOHA KOPOOOUHOTO.

6.6. OcoOble Mepbl  NPEIOCTOPOKHOCTH  NPH  YHUUYTOKEHHM  HMCHOJH30BAHHOIO
JIEKAPCTBEHHOI0 MpenapaTa MM 0TX0/10B, MOJYYEeHHBIX Nocje NPUMeHeHHs penapara, u
ApPYyrue MAHHMYJISILMY C TIPenapaTom

OcoOble TpeOoBaHUsI OTCYTCTBYIOT.
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7. IEPJKATEJb PETUCTPAIIMOHHOTA YIOCTOBEPE st | E/EHUCTE 0007

Poccniickas @enepanus

000 «M3Bapuno ®apma», Poccus

108817, r. MockBa, nocenenue BHykoBckoe, BHykoBckoe miocce 5-i1 kM, qomMoBiajeHue 1,
ctp. 1.

Tenedon: +7 (495) 232-56-55;

dakc: +7 (495) 232-56-54.

DnexkTponHas moyra: info@izvarino-pharma.ru

7.1. IlpeacTaBuTe b Jep:KaTeisi PericTPALMOHHOIO Y10CTOBEPeHUs

[Iperen3un HOTDC6I/ITGJICI71 HaIpaBJIATH I10 aApPECy:

Poccniickas @enepanys

000 «M3Bapuno dapmay, Poccus

108817, r. MocksBa, nocenenue BHykoBckoe, BHykoBckoe miocce 5-ii kM, JOMOBiajaeHue 1,
ctp. 1.

Tenedon: +7 (495) 232-56-55;

®daxkc: +7 (495) 232-56-54.

OnekrponHas noura: info@izvarino-pharma.ru

8. HOMEP PETUCTPALIMUOHHOI'O YAOCTOBEPEHUS

9. IATA NEPBUYHOM PETMCTPAILIMU (MOATBEPXKJIEHWS PETHUCTPAILUM,
INEPEPETUCTPALIUN)

Jlara nepBoii peructpanumu:

10. JATA IIEPECMOTPA TEKCTA

O6ma;1 XapaKTCPUCTHKA JICKApCTBCHHOT' O Ipernapara ATa3aHaBI/Ip AOCTYIIHA Ha
I/IH(I)OpMaI_II/IOHHOM nopraje EBpa3HﬁCKOFO OKOHOMHYCCKOI0O COr3a B I/IH(I)OpMaI_II/IOHHO'

KOMMYHHUKAIMOHHOH cetn «aTepHEeT» https://eec.eaeunion.org

48



