COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 12.02.2026 Nz 2553
G0k 1003)

OBIIASA XAPAKTEPUCTHUKA JIEK

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

AtazanaBup, 150 mr, Karncyisl
AtazanaBup, 200 mr, KarcyJsl

AtazanaBup, 300 mr, KarcyJsl

2. KAYECTBEHHBIN 1 KOJITMYECTBEHHBII COCTAB

JlefcTByOIIEE BEIIECTBO: aTa3aHaBUp.

Arazanasup, 150 Mr, Karicynel

Kaxxnas kancyma comepxut 150 Mr arazanaBupa (B BUJIC aTa3aHaBUpa Cyibdara).

BerectBa, Hamuune KOTOPBIX HAZ0 YIUTHIBATh B COCTABE JIEKAPCTBEHHOTO Tpenapara: JJakro3a (CM.
paszzensl 4.4).

Artazagasup, 200 Mr, Karcyibl

Kaxxnas xancyna cogepxxut 200 Mr atazanaBupa (B BUJIE aTa3aHaBUpPa CyibdaTa).

BemectBa, Hajm4re KOTOPBIX HAIO YIUTHIBATH B COCTABE JICKAPCTBEHHOTO Mperapara: JJakTo3a (CM.
paszaensl 4.4).

ATtazagasup, 300 M, KanCcynbl

Kaxxnas xancyna cogepxut 300 mr arazanaBupa (B BUJIE aTa3aHaBUpa CyiIb(hara).

BemectBa, Hajn4re KOTOPBIX HAIO YIUTHIBATH B COCTABE JICKAPCTBEHHOTO Mperapara: JJakTo3a (CM.
paszensl 4.4).

[TosHbIl NTepeyeHb BCIIOMOTATEIbHBIX BEIIECTB IPUBEIICH B pazjeie 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancymnsi.

TBepaple KenaTMHOBBIE Karcyibl Oenoro IBera, Hempo3pauHble. Coaep)kuMoe Karcyl - CMech
MOPOIIIKA ¥ TPaHyJI OT OJIOTO 0 CBETIIO-XKEITOTO IIBETA.

4. KIMHUYECKUE JAHHBIE

4.1. lloxa3aHusl K NPUMEHEHHIO

[Ipenapar Ata3aHaBUp NOKa3aH K IPUMEHEHHUIO Y B3POCIIBIX U JAETEH B BO3pacTe OT 6 JIET U ¢ Maccoi
Tena 15 xr wu Oonee s nedenus BUY-1 wunHdexknuu, B KOMOMHANUU C JIPYTUMH
AHTUPETPOBUPYCHBIMU MpernapaTtaMy, y IAalMEHTOB, PaHEE MOJYyYaBIIMX WJIM HE MOJy4YaBIIHUX
AHTUPETPOBUPYCHYIO TEPAIUIO.

4.2. Pe:xuM 103UPOBAHUSA M CIIOCOO NPUMeEHEeHHUs!

Pemenune o Havane Tepamuy MPUHUMAET BPay, UMEIOMIMI OMBIT JICYCHUS MH(EKIUU, BHI3BAHHOM
BUpycoM ummyHojaedunura yenoBeka (BUY). DddexkruBHOCTE M 0€30MaCHOCTh MPUMEHEHUS
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aTazaHaBUpPa B KOMOWHAIIMH C PUTOHABUPOM B CYTOYHOH JI03€ Booee Yol MEfd EQE@E\CT: 0003)

[Ipumenenune puToHaBUpPA B J03ax, mpeBbimaromux 100 Mr B CyTKH, MOXXET MU3MEHUTH MPOQPHIb
0e30macHOCTH Npenapara ATa3aHaBUP; II0ATOMY OHO HE PEKOMEHIyeTCsl.

PexxuM no3upoBanus

Bspocnvie:

Peotcum 0ozuposanus 01 nayuenmos, paree e noay4asuiux aHmupemposupyCcHol mepanuis.

— npenapaT Ara3aHaBup B 103e 400 Mr oJMH pa3 B J€Hb BO BpEMS €]1bl;
— npenapaT Ara3aHaBup B 1o3e 300 Mr u putoHaBup B 03¢ 100 Mr ouH pa3 B IGHb BO BPEMSI €]Ibl.

Peotcum dozuposanusi ons nayuenmos, panee noay4asuiux aHmupemposupyCHyio mepanuro:

— mpenapat AtazaHaBup B 103¢ 300 Mr B KOMOMHAIMK ¢ puTOHaBHpPOM B o3¢ 100 Mr onuH pa3 B
JIEHb BO BpeMs €Ibl.

[Ipumenenue atazaHaBrpa 0e3 pUTOHaBUpPA HE PEKOMEHAYETCS JUIs MallMEHTOB ¢ HEOIAronpUsITHBIM
BUPYCOJIOTMYECKUM UCXOJIOM paHee NMPOBEACHHON aHTUPETPOBUPYCHOM TEPAIIHH.

Kombunuposannas mepanus

Jluoano3un.: MTUIAHO3UH ClielyeT MPUHUMATh HATOIIAK, a Ipenapar ATa3aHaBUp BO BpeMs Npuema
MUY, T03TOMY IPU KOMOWHUPOBAHHOM Tepanmuu peKOMEHAyeTcs MPUHUMAaTh JWJAHO3UH uYepe3
2 gaca 1ocIie mpreMa rpernapara AtazaHaBUp C TTHIIEH.

Tenoghosup: pekoMeHTyeTcsi IpuMeHeHne kKomonHarmu penapata Arzanasup 300 Mr 1 putoHaBHpa
100 mr omHOBpemeHHO ¢ TeHo(GoBupom 300 Mr (BCe mpemnapaThl ClIeIyeT IPUHUMATD OJIMH Pa3 B JICHb
BO BpeMsi mpuema nuin). [I[pumenenue npenapata AtazanaBup (6€3 puToHaBHpa) OTHOBPEMEHHO C
TeHO(hOBUPOM HE PEKOMEH]TYETCSI.

Oco0bI€ TpYIIIBI HAIMEHTOB

J]ub;a NO2UCUIOCO 603pacma

Knunuyeckue ucciaenoBaHus aTa3aHaBUpa HE BKIIOYAIM JJOCTaTOYHOE KOJUYECTBO MAIMEHTOB B
Bo3pacte 65 JIeT U cTapiie.

OcHOBBIBasiCh Ha (hapMaKOKHHETUYECKUX JTAHHBIX, KOPPEKITHS JI03bl B 3aBUCHMOCTH OT BO3pacTa He
Tpedyercs.

HalxﬂleHl’l’lbl C NOYeYHOU HedOCMAmo4HOCbIO
Z[J'ISI MMaMCHTOB, HC HAXOAIMIUXCA HA I'EMOANATIN3C, KOPPCKIUA AO03bI HC Tpe6yeTc;1.

JlJis malnMeHToB Ha reMOJIMaIn3e, paHee He MOJIyYaBIIUX aHTUPETPOBUPYCHYIO TEPAIUIO, MIpernapaT
AtazanaBup 300 Mr Ha3Ha4aeTcs TOJbLKO B KOMOMHAIMK ¢ puToHaBUpoM 100 mr.

[TaneHTam ¢ MOYEYHOI HEJOCTATOUYHOCTBIO TSKEIOW CTENEHH, HaXOJAIIMMCS Ha FeMOAUAIN3e U
paHee TMOJy4aBIIMM AHTHPETPOBUPYCHYIO Tepamuio, Mpernapar ATa3aHaBUp IPUMEHSTh
IIPOTUBOIIOKA3aHO.

HauueHrnbl C NeYyeHoYHOU HedOCMAamo4HOCMbIO

Crnenyer coOmoJaTh OCTOPOKHOCTh NPU HAa3HAYEHUHU Ipenapara ArazaHaBup 0e3 pUTOHaBUpA
NaIMeHTaM C HapyIeHUsIMH (QYHKIMH TTeYeHU JIETKOM MM Cpe/iHel CTeleHH TshkecTu (Kinacchl A U
B no knaccudukanun Yainn-I1s10). [Ipu Hapymenusx GyHKINN NE€UYEHH CpeTHEeH CTeTeHU TSKEeCTH
(xmacc B mno kmaccupuxanmm Yaiina-Ilelo) y mnmanumeHTOB, paHee He  MOJTYyYaBIIMX
aHTUPETPOBUPYCHYIO TEPAIINIO, PEKOMEHYETCS] CHU3UTh 103y 10 300 Mr 0JIMH pa3 B JIEHb.

[Ipenmapatr ArtazaHaBup Hpu JIIOOBIX pEeXKUMaxX J03MPOBAHUS MPOTHUBOINOKA3aHO MPUMEHSTH HpPU
HapyleHussX (QYHKUUU TedeHH Tsokenoi crenenu (kmacc C mo kinaccudukanuu Yainna-ITero).
[Ipumenenne arazaHaBUpa B KOMOHMHAIMM C PUTOHABUPOM Yy TMAIMEHTOB C TEUYCHOYHOH
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HCAOCTATOYHOCTBIO HC U3Y4aJIOCh, JAHHYIO KOMOUHAIIHIO CHG@Q%IBEM%BTE Q&H&)[%(Eﬂgfyﬁ%/

NAIlMeHTOB C HApymICHUAMU (YHKIMHM TICUYEHH JIETKOW CTemeHW TsbkecTH (Kimace A 1o
knaccupukamun Yainn-11p10) ¥ IPOTHBONOKA3aHO MPHMEHATh y TMALMEHTOB C HapyHICHUSIMHU
(GYHKIMY TIEYSHH CPEeHEN U TsDKenol crenenu TspkecTr (kinacesl B u C o knaccudukanuu Yaiina-
[1b10).

bepemennocms

Bo Bpewms II u III TpumecTpa GepeMEeHHOCTH KOMOMHAIIMY Tipenapara AtazanaBup B 1o3e 300 mr u
putonaBupa B 103¢ 100 mMr 1 pa3 B CyTKH MOKET OBITh HEJJOCTATOYHO, OCOOCHHO KOT/1a aKTHBHOCTh
aTazaHaBUpPa WIK BCETO PEKKUMa MOKET ObITh CKOMIIPOMETHPOBAHA JIEKAPCTBEHHOM YCTOMYMBOCTHIO.
TepaneBTruueckuil JeKapCTBEHHBIII MOHUTOPUHT MOYKET OCYLIECTBIISTHCS IPU IPOBECHUH TEPAIUU.
Puck cHM)KEHMS KOHLIEHTpAallMM aTa3aHaBUpa MOXKET OXUAATbCcAd B Ciydae, €CIM Ipernapar
ATazaHaBUp Ha3HA4YaeTCs OJHOBPEMEHHO C TEHO(OBMPOM MIIM aHTaroHucraMu Hz-rucTaMUHOBBIX
peuentopoB. Pexomenayemast no3a npenapara AtasaHaBup coctabiisgeT 400 Mr oJHOBPEMEHHO €O
100 Mr puToHaBHpa OAMH pa3 B J€Hb. TepaneBTUYECKHIl JI€KapCTBEHHBI MOHUTOPUHI MOKET
OCYILIECTBIISATHCS MPHU MPUMEHEHUM Tpernapara ATazaHaBUP OJHOBPEMEHHO C TEHO(MOBUPOM WU
6mokaTopamMu Hz-rucTaMUHOBBIX PELIEITOPOB I 0OECieueHus aJIeKBaTHOTO PEXXUMa I03UPOBAHUS.
He cymiecTByeT 10CTaTOYHO NaHHBIX AJIS1 TOTO, YTOOBI MOKHO OBLIIO pEKOMEHA0BATh OJHOBPEMEHHOE
NpUMEHEeHHe IpernapaTa ATa3aHaBUp C PUTOHABHPOM, TEHO(POBHpPOM U aHTaroHucramu Hoe-
TUCTAMMHOBBIX DPELENTOPOB y OEpPEMEHHBIX >KEHILUH, paHee IMOJIy4yaBIIUX aHTHPETPOBHPYCHYIO
Teparnuio.

Benen 32 BO3MOXKHBIM CHUIKEHUEM CBIBOPOTOYHOM KOHIEHTpaunu atazaHaBupa Bo II wm III
TpUMECTpax OEpEeMEHHOCTH BO3MOXHO IOBBIIIEHHE €r0 KOHLEHTpAallUd B TEUEHHE MEPBBIX JBYX
MECSIIIEB MOCIIE POJOB, IOATOMY CIIEAYEeT 00eCIeUnBaTh TIATEIBHOE MEAULIMHCKOE HAOII0IEHUE 3a
MAMEHTKOM Ha IpeIMET BBISBICHMS HEXKENATeNbHBIX peakuui. B mocieponoBoM mnepuoze
NAIMEeHTKN JOJDKHBI NOJTy4aTh T€ XK€ caMble J03bl, YTO M HEOEpEeMEHHbIC, BKIIIOYAs TeX, KTO
OJIHOBPEMEHHO TOJIy4aeT MpenapaTsl, CHIHKAIOIIKAE KOHIICHTPALMIO aTa3aHAaBUPa B KPOBHU.

H3-3a BO3MOKHOTO PUCKa pa3BUTHUA TSHKEIION FI/IHep6I/IHI/Ip}/6I/IHeMI/II/I M TIOTCHUOHWAJIBHOI'O PHCKaA
Pa3sBUTHUA }mepHoﬁ KCITYXHU Y HOBOPOXKIACHHBIX HeO6XOI[I/IMO Ha6J'IIOI[CHI/Ie 3a HUMHU B TCUYCHHC
IICPBLIX ,HHCI;'I KHU3HU, B IIPCAPOJOBOM NIEPUOJAC CICAYCT o0ecrneyuTh ,Z[OHOJ'IHI/ITGJ'IBHHI\/'I MOHUTOPHUHI
COCTOsAHUA 1JIOAA.

eTu
Om 0 00 6 1em

HpenapaT ATaSaHaBI/Ip B HeKapCTBeHHOﬁ (bopMe KalICyJIbl HE CJICAYCT Ha3HadaTb ACTAM B BO3PACTC
MJIaaIIec 6 JIeT WM ¢ MaccoM Tejla MeHee 15 Kr B CBSI3M C HEBO3MOKHOCTBIO 00ECIIEUHTH PECIKUM
JAO03HUPOBAHUS.

Om 6 00 18 nem

[Ipenapat AtazaHaBup B Kalrcyjaax Ha3HAYaeTCs JI€TSIM B BO3pacTe OT 6 JIeT U cTapliie B KOMOWHAIH
¢ puTtoHaBHUpOM (B (opMme Karcyi, TabnaeTok). Oba mpenapara cieayeT NPUHUMATh OJHOBPEMEHHO,
OJIMH Pa3 B JIEHb BO BpEMs €1Ibl.

Z[OSLI Iperapara ATaSaHaBI/Ip JIJIS IeTeU B BO3pPacTC OT 6 1eT u crapuie paCCUUTbIBAOTCA IO MACCE
TCI1a (CM. Ta6J'II/II_[y 1), JI03bl U ASTEeH He HOJKHBI IMMPEBLIIIATE 03, TPUMCHACMBIC IS JICYHCHUA
B3POCJIbIX MMAITUCHTOB.

Tabnuua 1. Pacuer no3 npenapara ArazanaBup JUis AeTeil o Macce Tena

Macca Teqa (Kr) Jo3a arazanaBupa (mr) /lo3a puToHaBupa (mr)
>15-<35 200 100
>35 300 100
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(MOCNEOOBATENEHOCTE 0003)

Cnoco0 npuMeHeHust

[Ipemapar ArtazaHaBup TNPUHUMAIOT BHYTpPb, IIEIMKOM, HE pa3kKeBbIBas, B COCTaBe
KOMOMHUPOBAHHOH TepaInu.

4.3. IIpoTuBONOKA3aAHUS

. ['unepuyBCTBUTENFHOCTD K aTa3aHABUPY W/WIM K JIIOOOMY M3 BCIIOMOTATEIIBHBIX BEILECTB,
IIEPEYUCIICHHBIX B pa3zene 6.1.

J Hapymenust pyaxuun nedenu tsoxenoit crenenu (kiaace C no kinaccudukanyu Yaina- [1pro)
TIPH JTFOOBIX peKUMaXx JO3HPOBAHUSL.

J [IpumeHeHre KOMOMHALIMY aTa3aHaBUp + PUTOHABUD Yy MALIMEHTOB C HAPYIIEHUSIMU QYHKINN
MEYEeHU cpesiHel U Tspkesol ctenenu TskecTH (kiaace B u C no knaccuduxanun Yaitng-ITsro).

° VYV mammeHToB C TSHKENOM IMOYEYHOM HEIO0CTAaTOYHOCTHIO, HAXOAIINXCS Ha TeMOoJnan3e u
paHee MOJIy4aBIIUX aHTUPETPOBUPYCHYIO TEPAIHIO.

o ATa3zaHaBHp IPOTHBOIOKA3aH B KOMOWHAIINY C JTyPa3HI0HOM, aCTEMH30JI0M, TepHEHATIMHOM,
[U3aNPUIOM, TMMO3HUIOM, OCTTPHUIMIIOM, XUHHIMHOM (B TOM YHCIIe Ul aTa3aHaBUPa COBMECTHO C
PUTOHABUPOM), TPHA30JIAMOM, MHJIA30JIaMOM (IUIs TIpUeMa BHYTPb), MPOU3BOJAHBIMH IPrOTaMHHA
(0cOOEHHO  AProTaMHHOM,  JWTHIPOIPTOTAMHHOM, 3PTOMETPHHOM, METHIIDPrOMETPUHOM),
npenapataMu  3Bepo0osi  MPOABIPSIBICHHOTO, WHTHOMTOpAaMH  3-THIPOKCH-3-METHIITITyTapHII-
Ko3H3UM-A peaykrasbl ('MI'-KoA- peaykrasbl) (CHMBAaCTaTHHOM, JIOBACTATUHOM ), KBETHAIIMHOM (B
TOM YHCJIE B KOMOWHAIIUU C PUTOHABUPOM), puDaMIUIITHOM, aady303UHOM, cUiaeHagmiIoM (Tipu
€ro Ha3HAYCHHH JIJISI JICUCHUS JICTOYHOM apTepHUalbHOM rHIepTeH3un) (cM. pasaen 4.5.).

o OnHOBpEeMEHHOE MpPHMEHEHHE C TpenapaTamy, COJEPXKAIIUMHU TPA30NpPEBHp, BKIIOYAS
KOMOMHHMPOBAHHBIE MperapaThl ¢ GUKCUPOBAHHBIMU JI03aMU 3J10acBUpa/Tpa3onpeBupa (CM. pasent
4.5.).

o OnHOBpEMEHHOE NMPUMEHEHHE ¢ KOMOMHHMPOBAHHBIMHU IperaparaMu ¢ (UKCUPOBAHHBIMH
JI03aMH TJIeKarpeBupa/muopeHTaceupa (cM. pasaen 4.5.).

4.4. OcoOble yka3aHHsl 1 MepPbI MPEI0CTOPOKHOCTH MPH NPUMEHEHUH

Ha3nauenme mpemapara Ata3aHaBHp HELENeCOOOpa3HO TMAIMEHTaM C MHOXECTBEHHOU
PE3UCTEHTHOCTRIO K HHrubutopam mpoteazsl BUUY (Oonmee 4-x myrauwmii). Beibop mnpemapara
ATa3zaHaBHp IS JICUCHHSI TIAIIMEHTOB, paHee MOJIyYaBIIMX aHTUPETPOBUPYCHYIO TEPAIHUIO, TOJKCH
0a3MpoBaThCs Ha JAHHBIX WHAWBHIYAIBHON PE3UCTEHTHOCTH M PE3yibTaTaxX MPEIIeCTBYOIIETO
JICUCHHUSL.

XoTs 3¢ (deKkTUBHOE MM0AaBlIeHUE PEIUIMKAIIMKA BUPYCca aHTUPETPOBUPYCHOM Teparieil 3HaYUTeNbHO
CHUXaeT puck nepenaun BIY Bo Bpemsi 10J10BOro KOHTAKTa, MOJTHOCTHIO PUCK Mepeaul UCKITIOUYUTh
HeNb3s, B CBSI3U C YEM CJIeyeT COOM0aTh MEPHI IPEIOCTOPOKHOCTH (UCTIOIB30BaHIE OAPHEPHOTO
METO0/1a KOHTPALICTIIIUH).

D¢ dexTuBHOCTE M 0€30MACHOCT, NPUMEHEHHUs aTa3aHaBUpa B KOMOHMHAIMM C PUTOHABUPOM B
cyrouHoi fo3e 6osee 100 Mr He U3yueHa; MpUMEHEHHE 03 pUTOHABHUpA, npeBbimaromux 100 mr B
CYTKH, MOXET H3MEHUThb MNpoduib Oe30MacHOCTH aTa3aHaBUpa (HeXelaTelbHble PEAaKLUU CO
CTOPOHBI  CEPJICYHO-COCYIUCTOH  CHUCTEMbI, THUINEpOMIUPYOMHEMHs), [O’TOMY OHO  HE
pexomenayercs. ToabKo MpU 0THOBPEMEHHOM MTPUMEHEHUH KOMOWHAIIMY aTa3aHaBUpP + PUTOHABHUP
1 3(aBUpeH3a BO3MOXKHO YBEIWYEHHUE /103l puToHaBupa 10 200 Mr oJuH pa3 B CYTKH, 00ecreuuB
IIPU 3TOM KJIIMHUYECKUI MOHUTOPHUHT MallMEHTA.

CaxapHblii 1uadeT/TUIIEPTIINKEM U

Ha ¢one neuenns narndbutopamu nporeazsl BUY y Hekotopsix BUY-uHGHUIMPOBaHHBIX MALIUEHTOB

4
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OTMCUYCHBI THUIICPIIMKCMHS, PA3ZBUTHC CaXapHOTO [ abeta 'vﬂﬁ'%%'é@fﬁéﬁ?@ké"'ﬁ&%&ma

caxapHoro auabera. B HEKOTOPBIX ciydasx oTMedascs quadeThyeckuii kertoauuaos. IlpuannHHO-
CIICZICTBEHHAsl CBSI3b MEXKIY Tepamueid uHruoOuropamu mporeazsl BUY u sTtuMmu ciaydasmu He
YCTaHOBJICHA.

Cemoduus

VY manuentoB ¢ remodwimerr Tvnma A u B Ha Qone nmedenuss mHrmOuTopamm mpoteassr BIY
OTMEYAIIMCh KPOBOTEYEHHs, B TOM YHUCIIE CIIOHTAHHBIC KOKHBIE KPOBOM3JIMSHUSA U I'e€MapTpPO3BI.
HexoTopbIM U3 3THX ManMeHTOB TPeOOBaJOCh BBelAeHHE (akTtopa cBepThiBaHUs kpou VIII. B
OOJNIBIIMHCTBE CIy4aeB JieueHHe HHruouropamu mnporeassl BUY ObUI0 MPOJOIIKEHO WU
BO300HOBJIEHO TOCHE nepepbiBa. [I[pHunHHO-CIIECTBEHHAS CBS3b MEXKIY Tepanueil HHruOuTopamu
npoteasbl BUY u 3TuMH ciiydasiMy HE yCTaHOBIICHA.

[Tanientsl ¢ remodunueit A wim B 10MWKHBI OBITH OCBEJOMIIEHBI O BO3MOXHOCTH TOBBIIICHHON
KPOBOTOYHMBOCTH.

Ilepepacupenenerie >KUPOBOU KIETUATKH (JIUITO AMCTPO D)

OTmedanuch €IUHUYHBIE CIydad Mepepaclpe/ielieHus] XKUPOBOM KJIETYaTKH, YTO MPOSBISIOCH
0’KHPEHHEM IO LIEHTPAJTLHOMY TUITY, YBEIMUEHUEM KUPOBOU KIETUATKU B TOPCOLIEPBUKAIBHOMN 30HE
(«OyBONMHBIA TOPO»), MOXyJaHWE KOHEYHOCTEH W JUIA, YBETWYCHHUE TPYIH, «KYITHHTOUIHOE
muno». [IpuunHHO-CNIeICTBEHHAs CBA3b MEXAY Tepanueil uuruouropamu nporeazsl BUY u stumn
ClIy4asiMU HE YCTaHOBJICHA.

[TaruenTs! ¢ akTOpaMu pUCKa OTHOCUTENIBHO PA3BUTHUS JUMOTUCTPOGHUHU (MAUEHTHI MOXKUIOTO
BO3pacTa, UIMTENbHBIA MpUEM MPOTHUBOBUPYCHBIX MpEnapaToB, HapylleHHus oOMeHa BEIeCTB)
JNOJKHBI ~ TMOJUIeXKAaTh  KIMHUYECKOMY  OOCIEOBaHMIO,  BKJIIOYash  BHEIIHIO  OICHKY
nepepacrnpeesieHus KUPOBOI KIeTYaTKH.

Merabomueckre napaMeTpbl/Macca Tea

Macca Tena, a Takke COOTHOIIIEHHE ChIBOPOTOUHOM KOHILIEHTPALMH JIUIUAOB U TIIOKO3bI B KPOBU
MOXXET TOBBIINIATECA BO BpEeMsl aHTHUPETPOBUPYCHOUM Tepanuu. Takue H3MEHEHHs] MOTYT ObITh
00ycIoBJIeHBI MPOBEACHUEM TEPAIIUU OCHOBHOTO 3a00JIeBaHMsl, a Takxke 00pazoM xku3Hu. KoHTposab
32 CHIBOPOTOYHBIMU KOHILIEHTPALUSAMU JUIUAOB U TIJIIOKO3Bl B KPOBH OOECIIEUMBAETCS COTJIACHO
pekoMeHmanusiM 1o JiedeHutro BUY-undexuwmit. Hapymenus oOMeHa JKHPOB — JIOJDKHBI
KOHTPOJMPOBATHCS COMIACHO KJIMHMYECKOM mpaktuke. [Ipm mpuMeHeHHH KOMOMHHpPOBAHHON
AHTUPETPOBUPYCHOM Tepanuu, BKIIOYAs TakKe OJHOBPEMEHHOE MPHMEHEHHE C OpabHBIMU
KOHTpAILeNITUBAMHU, OTMEYAIIUCH CIIy4au Pa3BUTHUS AUCITUITHIEMUU.

CuHIpPOM BOCCTAaHOBJICHHS MMMYHHUTETA

Pa3BuTHe CHHApPOMAa BOCCTAHOBJICHHSI MMMYHHTETa OTMEYAIOCh Yy IAIIMCHTOB, [OJy4YaBIINX
AHTHPETPOBUPYCHYIO Teparnuio, BKIoYas arasaHaBup. Y BUY-uHQUIMPOBaHHBIX MAlMCHTOB B
pe3yabTaTe OTBETa HUMMYHHO# CHCTEMBI B Hauajae KOMOMHHPOBAHHOM aHTUPETPOBUPYCHOM Teparuu
MOT'YT TOSIBUTHCSI MTPU3HAKNA BOCHAIHMTEILHOW PEAKIMH B OTBET HA MPOTEKAIOIIHE OECCHMIITOMHO
WIM  OCTaTOYHbIe  OMNMOPTYHHCTHYECKHE  WH(EKIMH  (UTOMETANOBUPYCHBIH  PETHUHHT,
reHepaIM30BaHHbIC H/WIN JIOKAIbHbIe MUKOOaKTepHaibHble HH(EKIMHU, Bhi3BaHHbIE Mycobacterium
avium, mHeBMOHHS, BbI3BaHHass PNeumocystis jiroveci, wim tybepkyiies), KOTOpble MOTYT ITPUBECTH
K Pa3BHUTHIO CEPhE3HBIX KIIMHUYECKHUX MOCIICICTBII WM YXY/IIICHUIO COCTOSIHUS narreHTa. OObIYHO
TaKWe PEaKlliy Pa3BUBAIOTCS B TEUCHHE MIEPBBIX HECKOIBKUX HECIb HIIH MECSIICB C Havaa JICUCHHUSI.
JIOJKHO OBITH IPOBEICHO 00CIIEIOBAHKIE M COOTBETCTBYIOIIEE JICUCHHE.

OTMeyanuch ciydyau ayTOMMMYHHBIX 3a00fieBaHui (HarpuMmep, 60s1e3Hb [ 'peiiBca 1 ayTOMMMYHHBIH
rernaTuT), BO3HUKABIIUX [TPH BOCCTAHOBICHHMM HMMYHUTETA, OJTHAKO BpEMsI Hayajla pa3BUTHUS TAKHX
3a00JIeBaHM BapbUPOBAIOCH Y PAa3HBIX MALIMEHTOB U MOTJIO HACTYNAaTh Yepe3 MHOT'O MECSALIEB MOCIIE
Hayaja Tepanuy aTa3aHaBHPOM.
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(MOCNEOOBATENEHOCTE 0003)

IleueHoYHas HEIOCTATOYHOCTh

ATtazaHaBup MeTaOONIM3HPYETCsl TJIABHBIM 00pa3oM B IE€YECHH, M Y MAIUEHTOB C HApYIICHUEM
GyHKIMY TIeYeHH HaOIIOJaly MOBBIIICHHBIC KOHIICHTPAIIMK B IUIa3Me KPOBU (CM. pa3iensl 4.2 u
4.3.). He Obuta ycranoBieHa Oe3omacHOCTh M 3((HEKTUBHOCTh MPUMEHEHHS ara3aHaBHpa Y
MAIEHTOB CO 3HAYMMBIMU COITYTCTBYIOIIMMH HapYIICHUSIMH CO CTOPOHBI NIEUYEHHU. Y MAIMEHTOB C
XpoHHYecKHM rernatutoM B wmmm C, monydaromumx KOMOWHHPOBAHHYIO AHTHPETPOBHPYCHYIO
Tepanuio, HAONIONACTCA YBEIMYCHUE DPHUCKA PAa3BUTHS TKEIBIX M, BO3MOXKHO, MPHUBOAAIIMX K
CMEpTENFHOMY HCXOJy HEXKEJaTelIbHBIX pPEakIUil cO CTOPOHBI NedeHH. B ciyyae mpuMeHeHHs
COITYTCTBYIOIIUX MPOTHBOBHPYCHBIX IpEmapaTroB uis JieueHus rematura B wm C HeoOXxoaumo
U3Y4YUTh COOTBETCTBYIOIIME NHCTPYKLIUU [0 MEIUIIMHCKOMY IPUMEHEHUIO (CM. pazjen 4.8.).

VY manMeHToB C paHHEE AMArHOCTHPOBAHHBIMU 3a00JICBAHUSMH TICUCHH, BKIIIOYAsT XPOHUYECKUH
aKTHBHBIH T'eMaTUT, TP KOMOMHUPOBAHHOW aHTUPETPOBUPYCHOH Tepanuu HapymeHUs (QYyHKIHH
MEYEeHU MOTYT HAOJIOAAThCS dYalle, COCTOSHHE TAaKUX MAIMeHTOB CIEAYeT KOHTPOJIHPOBATH B
COOTBETCTBUH CO CTaHAAPTHOHM mpakTukod. [Ipy HanWuuM y TakuxX MAIMEHTOB IPU3HAKOB
ycyryOneHus 3a0oJjieBaHUsl MEYEHH HEOOXOJAMMO PpacCMOTPETh BO3MOKHOCTH IPEpBhIBaAHMS WU
MpeKpaIeHus JICUCHUsI.

TloueuHasg HEIOCTATOYHOCTh

JI71st manueHToB, He HAXOAIIUXCS Ha TeMOIUaln3e, He TpeOyeTcs KOPPEKIIUU J03b1. sl MalueHToB
Ha TeMOJuain3e, paHee He TOJIyJ4aBIIUNX AaHTUPETPOBUPYCHYIO TEpamuio, mpemnapar ATa3aHaBUpP
Ha3HA4YaeTCsl TOJHKO B KOMOWHAIIMH C PUTOHABHUPOM.

[TarueHTaMm ¢ MOYeUHOU HENOCTATOUYHOCTHIO TSHKENOM CTETEeHH, HaXOASIIUMCS Ha TeMOAUAIN3e U
paHee TOJy4aBUIMM aHTUPETPOBUPYCHYIO Tepamuio, TMpenapar ATa3aHaBUp M[PUMEHSThH
MIPOTHUBOIOKA3aHO.

I'unepOnnnpyonaemMus

Y manueHTOB, TMOJyYaBIIMX aTa3aHaBUpP, OTMEUAIMCh CIlydan OOpaTHMOTO YBEIWYCHHUS
CBIBOPOTOYHOM  KOHIIGHTpAallUM  HENpsMoro  (cBoOOAHOr0) OWmupyOMHA, CBSI3aHHOTO C
WHruOupoBanreM ypuauH-5-mudocdar (YAD)-rmokyponosunrpanchepazsr (VI'T). Cuenyer
YYECTh, YTO YBEJIMYCHHE CHIBOPOTOYHOW AKTUBHOCTH TpaHCaMWHA3, OTMEYarolieecs mpu
MOBBIIICHHOW CHIBOPOTOYHOM KOHIIEHTPAIMY OMIMPYOHHA y MAIMEHTOB, IMOJIYYarOIIUX aTa3aHaBHP,
MOKET  OBITh  BBI3BAaHO  JIPYTUMH  3a00JICBaHUSIMH,  TaKKe  CONPOBOXIAIOIIMMHUCS
rUIepoOmIMpyOMHEeMuUei. ANbTepHATHBHAS aHTUPETPOBUPYCHAS Tepamus mpernapary ATa3aHaBUPY
MOJKET OBITh PACCMOTPEHA, €CIIH JKEITyXa WM MOXKEITCHUE CKIIEP SABJISIFOTCS HEITPUEMIIEMbIMHU IS
nanuenTa. CHKEHHE J03bI IMpernapata ATa3aHaBUP HE PEKOMEHAYETCS, MOCKOJIBKY 3TO MOXKET
MIPUBECTH K IMOTEPE TEPANEBTHUECKOTO dPPEKTAa U PA3BUTHIO PE3UCTEHTHOCTH.

Her nmoarocpouHbIX JaHHBIX O O€30MACHOCTH NMPHMEHEHHUS Yy MAIMEHTOB, UMEIOIIUX THUTEIEHO
COXPAaHSIOIIYIOCS CHIBOPOTOYHYIO KOHIIEHTpAIHMIO OnnnpyOuHa, 0oJiee 4eM B 5 pa3 MpeBBIIIAOIIYIO
BEpXHIOI0 rpaHuily Hopmsl (BI'H).

NuauHaBup Taxke MOXKET OBITh MPHUUYMHOMN YBETUYEHUS CHIBOPOTOYHOM KOHIICHTPAIIMH HEMPSIMOTO
(cBoOOAHOTO) OHIMPYOHHA, cBA3aHHOTO ¢ WHruOupoBanuem YI'T. I[loaToMy ero ogHOBpeMeHHOE
MPUMEHEHHE C TIpernapaToM ATa3aHaBUpP HE PEKOMEHIOBAHO.

VYmuaenne PQ narepsaia

AtazanaBup moxeT yanuHsATh PQ u PR nnTepBasnsl y HeKOTOphIX ManueHToB. Cienyer coOmonaTh
OCTOPOXXHOCTh IpM NPUMEHEHHWH IIpenapara y I[AlUMEeHTOB C HApYUIEHUSMH CEpACYHOU
MIPOBOJIMMOCTH (Hampumep, aTpuoBeHTpuKkyisipHas (AV) Omokama II u III cremenm). Cnemyet
coONII0aTh  OCTOPOXKHOCTh TPH OJHOBPEMEHHOM IPUMEHEHHM TIpernapara ATa3zaHaBUp C
npernaparamu, yJuiHsomuMu PQ uatepsan (Hanpumep, aTeHoJI0I, AUITHA3EeM, BeparnamMu).

VYummaenne QT maTepBaia
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atazaHaBupa. Cienyer coOnroaaTh OCTOPOKHOCTH IPU IIPUMEHEHUHU IIpenapara y MalUueHTOB C
HapyIEHUSIMHA CepAeYHON mpoBoguMocTH (Hampumep, AV-6nokana Il u Il crenenu niam G6rmokana
nyuyka ['mca) M HasHayaTh €ro TOJIBKO B Cilydae, €CJIM IOTEHIMaJIbHAs I10JIb3a IIPEBBIIIAET
BO3MOJKHBI PUCK OT MpUMeHeHus mpemnapara. Ciemyer cobmoaaTs 0coOy0 OCTOPOKHOCTh TpU
OJTHOBPEMEHHOM TIPUMEHEHUHW Tpernapara Arta3aHaBup ¢ npenapatamu, yumssommva QT
MHTEpBaJl (HallpUMep, KIApUTPOMMUIIMH, CaIMETEPOJI), a TAaKKe y MAllMEHTOB ¢ (aKTOpaMu pUCKa
(bpanukapawmsi, BpoxkaeHHoe yummaHeHne QT mHTepBana, HapyIICHHS SJICKTPOIUTHOTO OaaHca).

Ko’kHas chIlb

Makynonamnysne3Hasi Cblllb, 0OBIYHO OT JIETKOH 10 CPEIHEN CTENEeHU, MOXKET HaOII0aThCSl B TEUCHHUE
MEPBBIX 3 HEJENb OT HavyaJla Tepanuy aTa3aHaBUPOM.

OtmeueHo Takxke paszButue cunapoma CruBeHca-/[oHCOHA, MyAbTU(OPMHON BPUTEMBI,
TOKCUYECKOM KOXKHOM CBhIMM M JIEKapCTBEHHOM peakuu ¢ 303WHOQWINEH M CHCTEMHBIMHU
nposiieausmMu  (DRESS-cunnpom). TlaiueHTsl DODKHBI OBITH MPEAYNPEKACHBI O BO3MOXKHBIX
MPU3HAKaX U CUMIITOMAaX pa3BUTUS KOKHOM chinu. CrieAyeT THIaTeIbHO KOHTPOJIUPOBATh MOSIBICHUE
MEPBBIX CHMIITOMOB KOXHBIX peakiuil y manueHtoB. lIpumeHeHHe mnpenapara IOJIKHO OBITh
MIPEKPAIICHO IIPU Pa3BUTUU TSKEIOW CTENEHW KOKHOM ChINMHA. TIIAaTenpHbII KOHTPOJb 3a
COCTOSIHUEM KOYKHBIX ITOKPOBOB II03BOJISIET ITPOBECTH PAHHIOK JIMarHOCTUKY W HEMEJIEHHO
IIPUOCTAHOBUTH MPHUEM ITOJO3PUTEIBHOTO JIEKAPCTBEHHOTO cpencTBa. [lanmenTam, y KOTOpBIX paHee
ObLII0 OTMEUeHO pa3Buthe cuHapoMa CtueHca-/xoncona u DRESS- cunapoma, acconmmupoBanHoe
C aTa3aHaBUPOM, HE CIIEIyeT PUMEHSATh IIpenapar B 1ajJbHEHIIEM.

Hedpoaurtuas u xoueanrnas

B xoze mocTperucTpanoHHbIX HCCIIEOBAHUH 10 0€30TacHOCTH MPUMEHEHHs aTa3aHaBupa y BUY -
MH(UIMPOBAHHBIX MAIMEHTOB OTMEYAINCH CIy4au HePpOoIUTHa3a U/WiK XoJenutuaza. Hekotopsim
nanueHTaM noTpedoBaach TOCIUTAIN3AMS 171 IPOBEICHUS HEOOXOAUMOM Tepanuy, y HEKOTOPBIX
MalUEeHTOB HAOIIOAANUCh OCIOXKHEHHS. B HEKOTOphIX ciydasx pa3BuUTHE HedpoauTHaza
COMPOBOXKIAIOCH OCTPON MOYEHYHON HEIOCTATOYHOCTHIO W HapylleHueM padoTbl mouek. [lpu
HaJIMYUU CUMIITOMOB He(poInTHAa3a U/WIIN XOJIeJITHA3a ClielyeT BpEMEHHO MIPepBaTh TEPANUIO WU
MOJIHOCTHIO IPEKPATUTh MPUEM Mperapara.

XpoHHYecKas 00JIE3HE MTOYEK

B nepuoa moctpeructpaiiioHHOTO HaOIIOACHHS ObUIM 3aperUCTPUPOBAHBI CIydaud XPOHUYECKOM
6one3nu nouek y BUYU-uHGUIIMPOBAHHBIX MAI[MEHTOB, MOJYYaIOLIUX aTa3aHaBUpP C PUTOHABHUPOM
win 6e3 Hero. B kpymHomacmtabHOM, MPOCHEKTUBHOM, HAOIIOAATEILHOM HCCIIEIOBaHHU ObLia
MOKa3aHa B3aUMOCBS3b MEXKAY YBEIMUYEHHUEM YACTOTHI PA3BUTHUS XPOHHUECKON OOJIE3HH MOYEK U
COBOKYIHOM »3Kcmo3unuen arta3zaHaBupa/putoHaBupa y BUYU-uHOUIUMpOBaHHBIX NAIlMEHTOB C
W3HAYaIbHO HOpPMaJbHOM pacueTHOW CKOPOCThIO KiyOoukoBod ¢uibTpauuu (pCK®). Takyro
B3aMMOCBS3b HAOJIONANM HE3aBHCHMO OT JKCIO3UIUHM TeHO(OBUpA au3oNpokcuia. Tpelyercs
PETYISAPHBIN KOHTPOJh (PYHKIIMU MTOYEK Y MAIMEHTOB Ha MPOTHXKEHUH Tepanuu (cM. pasnen 4.8.).

OHOBPEMEHHbBIN IPUEM C IPYTUMHU JICKAPCTBCHHBIMH IpeapaTaMu

He pexoMmeHtyeTcst 0THOBPEMEHHOE IPUMEHEHUE Npenapara ATazaHaBUpP C aTOPBACTaTUHOM.
ITockonbKy aTazaHaBHp METaOOJU3UPYETCs, B OCHOBHOM, mocpelncTBoM HzopepmeHnta CYP3A4,
OJIHOBPEMEHHOE IPUMEHEHME aTa3aHaBUpa WU JIEKAPCTBEHHBIX IPENAapaToB, WHIYLUPYIOLUIUX
nzopepment CYP3A4, ne pexkomenayercs. HeBupanuh, SBISSICH MHIYKTOpPOM H30(epMeHTa
CYP3A4, camxaer peiictBue arazaHaBupa. Kpome TOro, us-3a yBEIWYEHHS CHIBOPOTOYHOMN
KOHIICHTpAllMd HEBHpAlMHAa BO3PAcTaeT €ro TOKCUYHOCThb, IMO3TOMY JaHHas KOMOWHAIMs He
PEKOMEHYETCA.

KomOuHupoBaHHas Tepanusi arazaHaBUpOM U 3(paBUPEH30M NPUBOJUT K YMEHBLICHHIO d(deKTa
mpernapara aTa3aHaBHpa, IMO3TOMY ee cieayeT uzberarb. Eciu npuMeHeHue NaHHONW KOMOWHAIMU
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aHTUpeTpoBUpYycHYIO Tepanuto. Ilpu atom npenapar ArazanaBup 400 mr m putonasup 200 mr
HA3HAYalOT B BUJAE OJHOKPATHOW O3Bl BO BpeMs €1bl, a 3(aBUpeH3 — HATOIIAK, TEpell CHOM.
OpHoBpeMeHHOE MTPUMEHEeHHEe BopukoHasoa (200 Mr fBa pasa B JIeHb) ¢ KOMOMHAIIMEH aTa3aHaBUP
+ pUTOHAaBHp y TMAIMEHTOB C KaK MHHUMYM OJHHMM (YHKIMOHAJIHHBIM ajuieneM Hu3odepmeHra
CYP2C19 npuBoamiio K CHUKEHUIO KOHLIEHTpALMi BOPUKOHA30J1a U aTa3aHaBUpa B IUIa3Me KPOBH.
OnHoBpeMeHHOE MpUMEHEeHHE BopukoHaszoJia (200 mr 1Ba pasa B JIeHb) ¢ KOMOMHAIIMEH aTazaHaBHUP
+ pUTOHABHp y MAIMEHTOB 0e3 ¢yHKIMOHaNbHOTO amuiens u3odepmenta CYP2C19 npuogmio
MOBBIIEHUIO KOHLEHTpPAlMii BOPUKOHA30JIa U CHUKEHHIO KOHIIEHTpAI[MU aTa3aHaBHUpa B IUIa3Me
KpoBU. OJHOBpEMEHHOE NPUMEHEHHE BOPUKOHA30Ja M KOMOMHaUMU Ipernapar ATa3zaHaBup +
PUTOHABHp HE PEKOMEHJYETCs, 3a HCKIIOUYEHHEM TeX CIIy4aeB, KOTJa IMOTEHLMalIbHas MOJIb3a
MIPUMEHEHHsI BOPUKOHA30J1a peBbIiiaeT puck. [Ipu npruMeHennn Takoil KOMOMHUPOBAHHO I Tepamnuu
HEO0OX0IMMO TPOBOJUTH TIIATEJBHBII KOHTPOJIb BO3HUKHOBEHHS HEXKEIATEIbHBIX PEAKIUM IpH
MIPUMEHEHUH BOPHKOHA30J1a, a Takke 3(P(YEeKTMBHOCTH BOPHUKOHA30jJa M aTa3aHaBHpa, KOTOpas
MOXKET CHI)KAThCAL.

Cunnenadun, tananadui, BapaeHa(I: Mpu OJTHOBPEMEHHOM MPUMEHEHUH UHTUOUTOPOB MPOTEA3BI
BUY ¢ unrubutopamu dochoamscrepassl-5 (PL3-5), Merabonusupyromumucs u3opepMeHToM
CYP3A4 u npuMeHseMbIMHU IJIs JICUEHHUS SPEKTHIIBHON IUCQYHKLIMHU, BO3MOXKHO 3HAYUTEIHHOE
YBEJIMYEHUE CHIBOPOTOYHBIX KOHLEHTpaluu UHruouTopoB MJ13-5 u ycunenne ux HexenaTeabHbIX
peakuuii, cBsi3aHHBIX ¢ BiaussHUeM @DJID-5 (Hanmpumep, apTrepuanbHas TUIIOTEH3HUS, MPHANN3M,
HapyIICHUS 3pEHNUs).

[Ipumenenne xoMOWHaNWU TpenapaT ATa3aHaBHp + PUTOHABUP OJHOBPEMEHHO C (PIyTMKa30HA
MPOMUOHATOM WJIM JPYTUMU TIIIOKOKOPTHUKOCTEPOUIAMU, META0O0IN3UPYIOUTUMUCST H30(PEPMEHTOM
CYP3A4, He peKOMEHJI0BAaHO M BO3MOXHO TOJBKO B TOM CJydae, €CJIM MOTEHIHaJIbHAs IMOJb3a
Tepanuy MPEBBIIIAET PUCK CHUCTEMHBIX 3(PQPEKTOB TIIOKOKOPTUKOCTEPOUIOB, BKIIIOYAs CHHIPOM
Nuenko-Kymunra u nogasienne QyHKIUU KOpbl HaAnodeyHukoB. [Ipu HeoOxoaumocTu mpuema
TIIIOKOKOPTUKOCTEPOUIOB PEKOMEHAYETCsl IMpHEeM IMpernapaToB, HE SBISAIOIIUXCS CyOcTpaTaMu
m3odepmenta CYP3A4 (GektomeraszoH).

OI[HOBpeMCHHOC IIPUMCHCHHUEC CaJIMETEPOJIa U IIpeIriapara ATaSaHaBI/Ip HE PCKOMCHIOBAaHO BBHIAY
IIOBBIIICHHOI'O PpHCKa pPasBUTHUA HEKCEIATCIIBHBIX peaKuHﬁ CO CTOPOHBI CGp,I[G‘lHO-COCYI[HCTOfI
CHCTCMBI, CBOMCTBEHHBIX CaJIMETEPOITyY.

Bo Bpems nedyenusi mpernaparoM ATa3aHaBUpP HE PEKOMEHAYETCS OJHOBPEMEHHOE HazHauyeHHE
MHTUOUTOPOB MPOTOHHOW mMommbl. VX Ha3HAYaOT TOJBKO B TOM Ciydae, €ClIM WX MpPUMEHEHHUE
ABIEeTCA 00s3aTeNnbHBIM. PekoMeHIyeTcsl TIIATeNbHBIA KIMHHUYECKUH MOHHUTOPHUHI COCTOSHUS
MalueHTa W TpUMEHEHHuEe KomMOuHaruu npenapar ArtazaHaBup 400 mr + puronaBup 100 mr c
OMEMpPa3oyioM B MaKCUMaIbHOU J103¢ 20 Mr OJuH pa3 B JIeHb (WM APYrUM MPEnapaToM U3 TPYIIIbI
MHTUOUTOPOB MPOTOHHOW TMOMIBI B SKBHBAJIEHTHOH nd03e). He pexkomenayercss NpPUMEHSTbH
omernpasoi B g03e 6osee 20 Mr B CyTKHU (W1 APYTroil mpemnapaT u3 rpymnibl MHTUHOUTOPOB MTPOTOHHOMN
MIOMIIbI B 9KBUBAJICHTHOM J103€).

O,Z[HOBpCMeHHOC MPUMCHCHUC aTa3aHaBHpa ¢ TOPMOHAJIIbHBIMU KOHTPALCIITUBAMU WUJIA OpAaJIbHBIMU
KOHTPALCIITUBHBIMU CPECACTBAMHU, COACPIKAIIUMU MMPOreCTArCHbl, OTJIIMYHBIC OT HOprecTuMarTra ujiin
HOPOTUHAPOHA, HC U3Y4YaJIOCh U IIO3TOMY HEC pCKOMCHIOBAHO.

IloHmxkeHHass KHCIOTHOCTD JKEIYA0YHOTO COKa ( MOBBIIICHKE 3HAYeHUS pH JKenyI04YHOro coKa)

CLIBOpOTO‘-IHaSI KOHIOCHTpAaug aTa3daHaBHUpPa MOKCT CHHIXKXATHCA HPHU YBCIWYCHHU 3HAYCHUS pH
JKCITYAOYHOTO COKa HE3aBUCUMO OT IMPUYNH, BBI3BABIIUX 3TO YBCIIMYCHUC.

OcTeoHekpo3

HeCMOTpﬂ Ha TO, YTO 3THOJIOTHA OCTCOHCKPO3a CUUTACTCA MHOFO(I)aKTOpHOﬁ (BKJ’IIO‘-IaH IIPUMCHCHUC
KOPTHUKOCTCPOUIAOB, MPUCM aAJIKOT'OJIsA, TAXKCIYIO UMMYHOCYIIPECCUIO, YBCIIMYCHUC HHACKCA MACChHI
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Tena), CIydal OCTEOHEKPO3a OCOOEHHO 4acTO BCTPEHAIHCH Y GEE Tot i Erallini

BUY-urdexnun n/unm Ha GOHE ITUTEIBHON SKCIO3UIIMN KOMOMHUPOBAHHON aHTHUPETPOBHPYCHOM
tepanun  (KAPT). IlammentoB creayer mnpeaynpeauTb O HEOOXOAWMOCTH oOpamieHus 3a
MEIMLIMHCKOW TIOMOLIBIO MpPH PAa3BUTUM TAaKUX IPU3HAKOB, KaKk OOJb M JIOMOTa B CYCTaBax,
CKOBaHHOCTb WJIM 3aTPyIHEHHE JABIKEHHI B CyCTaBax.

BcnomMorarenpHble BENIECTBA

Jlakmosa

JIaHHBIN JIEKapCTBEHHBIN MpenapaTr He CIeAYeT NPUHHUMATh ITAUEHTaM C PEIKO BCTPEYaroLIencs
HACJEACTBEHHON HENEPEHOCHUMOCTBIO TAJIAKTO3bl, JIAKTA3HOW HEJOCTATOYHOCTBIO HIIM TIIFOKO30-
raJIaKTO3HOM ManbabcopOIuei.

€T
Bbezonacrnocmo

[Tpoduns 6Ge3omacHOCTH aTazaHaBUpa y JAETE C Maccoi Tena 35 KT U BBIIIE COMTOCTABUM C TAKOBBIM
Y B3pOCJIBIX MAllUEHTOB.

beccumnromuoe ynnuaenue PR nnatepBana Ha OKI' y nereil 1 moApoOCTKOB PErUCTPUPOBAIIN HallE,
YEM Y B3POCIIbIX.

VY nereit 1 MOAPOCTKOB perucTpupoBain odeccumntToMuyro AV-6nokany [ u Il ctenenu (cm. pazmen
4.8.). Cnengyer coOmrofaTh OCTOPOKHOCTH TPU NMPUMEHEHUHU MPEnapaToB, CIIOCOOHBIX BBI3BIBATH
yunHeHue uHTepBaia QT. YV nmereil m moApOCTKOB € paHee AMArHOCTUPOBAHHBIMHU HAPYIICHUSIMU
npoBoaumoctu (Il mim Gonee Bbicokas creneHb AV-00Kaapl WM OJ0Kaabl HOXKEK mydka ['uca)
npenapaT ATazaHaBup ClIeAyeT MIPUMEHATh C OCTOPOKHOCTBIO U TOJIBKO B TOM CIIy4ae, €Cii MOJIb3a
MpEeBBIIIAET pUCK. PeKOMeH0BaH KOHTPOJIb GYHKIIMU Ceplia, UCXOAS U3 KIMHUYECKUX IPOSBICHUM
(Hanmpumep, OpaaukapIus).

Dppexmusnocmo

ATtazaHaBUp/pUTOHABUP ObUT HEOP(PEKTHUBEH MPOTHUB BUPYCHBIX HITAMMOB C MHOTOYMCICHHBIMU
MYTalUSIMH PE3UCTEHTHOCTH.

4.5. BzaumoneiictBie ¢ JPYrdMH JIeKapCTBEHHBIMH TMpenapaTamMM W Jpyrue BHIbI
B3alMMOJAEHCTBUSA

[Ipn onHOBpeMEHHOM MPUMEHEHHHM aTa3aHaBUpa M pPUTOHaBUpa NPOGUIb MeTabOIMYEeCKOro
B3aUMO/JICHCTBUSL JICKAPCTBEHHBIX CPEJCTB ISl PUTOHABUPA MOKET Mpeo0nanaTh, MOCKOJIBKY
PUTOHABHP sIBIIsIETCS O0Jiee MOLTHBIM HHruOUTOpOoM n3odepmenta CYP3 A4, yem atazanasup. [lepen
HayajoM Tepamnuu MnpenapaToM ATa3aHaBUP U PUTOHABUPOM HEOOXOAMMO O3HAKOMHTHCS C OOIIei
XapaKTepPUCTUKOM JIEKapCTBEHHOTO Mpernapara /s pUTOHABUPA.

Ata3zaHaBup MeTaboau3upyercst B neueHu nocpeactBoM uzopepmenta CYP3A4. On nonasnser
nzopepmenT CYP3A4. Takum 06pa3oM, MPOTUBONOKA3aHO MPUMEHEHHE IpernapaTa ATazaHaBHp C
JIeKapCTBEHHBIMU IpenapaTamH, saBisitoluMucs cyocrparamu usopepmenta CYP3 A4 n nmeronmu
Y3KUI TepaneBTHUECKUI MHIEKC: KBETHAIMH, JYpa3uJoH, audy303MH, acTeMU30J, Tep(eHaauH,
LU3anpy]], MUMO3MJ, XUHHUJIWH, Oenpuaui, TpHa3ojaM, HpernapaTtamMHu JUid INpuemMa BHYTPb —
MU7a30jaM, JIOMUTAlUJ M aJKaJOUJbl CIOPbIHBM, B OCOOCHHOCTH C JProTaMMHOM U
JUTHIPOIProTaMUHOM (CcM. paszaen 4.3.).

OpnHoBpeMeHHOE IPUMEHEHNE TIpenapaTta ATa3aHaBUp C IpernapaTaMy, CoAep KallliMU IPpa3onpeBup,
BKJIIOYass KOMOMHMPOBAHHBIE MpenapaThl ¢ (PUKCHPOBAHHBIMHU J03aMU 3JI0ACBUPA/TPa30NpeBUpA,
MIPOTHBOIIOKA3aHO M3-32 MOBBIIICHUSI KOHIIEHTPALMH rpa3onpeBrpa 1 3710acBUpa B MiIa3Me KpoBU U
MIOTEHLIMATILHOTO YBEJINYECHHUSI pHuCKa MOBBILICHUS CBIBOPOTOYHOM aKTUBHOCTHU
anannHaMuHoTpanchepassl (AJIT), CBA3aHHOTO € MOBBIICHHBIMUA KOHLEHTPAIUSMU T'Pa30NpeBupa
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(cm. pazgen 4.3.). OgHOBpeMEHHOE MPUMEHEHUE npenapaTa':Q%;ﬂﬁ%ag”%ugﬁ%gggﬁﬁﬁﬁﬁ

npemnapaTamu ¢ (PUKCUPOBAaHHBIMU JJO3aMHU TIIEKaPEeBUpa/MUOPEHTACBUPA IPOTHBOIIOKA3aHO B CBSI3U
C NOTCHUHUAJIBHBIM YBCIMYCHUCM PHCKA IMOBLIMICHUA CBIBOpOTO‘IHOI\/JI aktuBHoctd AJIT wu3-3a
3HAYUTEJILHOTO YBEIMUYEHUS KOHIEHTpALMil IiieKarpeBupa U NMOpeHTacBrupa B Ijia3mMe KpoBU (CM.
paznen 4.3.).

Jlpyrue B3auMoOJIeUCTBUS

B3anmMopelicTBysI aTa3aHaBUpa U JPYrux JEKapCTBEHHBIX IIPETIapaToB MEPEUYHCICHBI B TAOINIIE HIDKE
(yBEnMUYEHHE YKa3aHO KakK «T», CHUKEHUE — KaK «|», OTCYTCTBHE M3MEHEHHH — Kak ««>»). llpu
Hanuuuu B cKoOkax ykaspiBatorcss 90 % noseputenbHble uHTepBanbl ([JW). MccnenoBanus,
yKa3zaHHble B Tabnuie 2, MpoBOJAWIN C YYaCTHEM 37J0POBBIX 1I00POBOJIBLIEB, €CIIM HE YKa3aHO MHOE.
CrouT OTMETUTb, YTO MHOTHME WCCJIEI0BAaHUS MPOBOAWIM C TPUMEHEHUEM HEYCHJIEHHOTO
aTazaHaBUpPA, TO €CTh HE B PEKOMEHIOBAHHOM pEXUMeE ITPUMEHEHHU aTa3aHaBupa (cM. pasnen 4.4.).

Tabnuia 2. BzanmopelicTBue aTazaHaBupa ¢ APYTUMU JIEKapCTBEHHBIMHU MTpenapaTaMu

aTazaHaBupa B Tuia3Me kposu 123 % (113 % 1134
%)

AUC rpazonpesupa: 1958 % (1678 % 11339 %)
Crmax TpazonpeBupa: 1524 % (1342 % 1781 %)
Chin rpazonpesupa: 11064 % (1696 % 11602 %)
Konnentpanuu rpazonpeBupa B 3HAUUTEILHON
CTETeHN TIOBBIMIAINCH TIPH  COIYTCTBYIOIIEM
MIPUMEHEHNH aTa3aHaBUPa/pUTOHABHPA.

Onbaceup, 50 Mr ommH

AUC arazanasupa 17 % (12 % 117 %)

pas B cytkn | Cmax aTazanaBupa 12 % (14 % 18 %)
(arazamaBup, 300 wmr/ | Cmin aTazanaBupa 115 % (12 % 129 %)
putonasup, 100 mr onmua | AUC anbacBupa: 1376 % (1307 % 1456 %)
pa3 B CyTKH) Crax ambacBupa: 1315 % (1246 % 1397 %)

Chin 2bacBupa: 1545 % (1451 % 1654 %)
KonmenTparuu 5nbacBupa MOBBINIATHCH TPU
CONYTCTBYIOIIEM TMPUMEHEHUH aTa3aHaBupa/
PHUTOHABHPA.

JlekapcTBeHHbIE B3aumoneiicrBue Pexomenganuu
npenaparsbl 1o OTHOCHUTEJILHO
o0JacTn O/THOBPEMEHHOI'0
TepaneBTHYECKOT0 NpUMEeHEeHH s
NpUMEHEeHH sl
MNPENAPATHI JUIS1 JEYEHUSA BUPYCHOI'O 'EITATUTA C
I'pazonpesup, 200 wr | [Imomane moa KpUBOH «KOHIEHTpausa-BpeMs» | OqHOBpeMeHHOe
omuan pa3 B cytku | (AUC) atazanaBupa 143 % (130 % 157 %) MIPUMEHEHNE aTa3aHaBupa U
(arazanaBup, 300 wmr/ | MakcuMasibHas KOHIICHTPATIHS (Cmax) | DmbacBupa/rpasonpesupa
putonasup, 100 Mr onuH | aTazaHaBupa B miuazme kpou 112 % (11 % 124 | nmporuBonokasaHo u3-3a
pa3 B CyTKH) %) CYIIIECTBEHHOTO
MunumanbHas KOHIICHTpAITHs (Cmin) | TIOBBIIICHUST KOHIIEHTPAIIHI

rpa3onpeBupa B TIa3Me
KPOBH M CBSI3aHHOTO C 3TUM
MOTEHIINATBHOTO
YBEITMYCHHSI PHCKa
MOBBINICHUST AKTHUBHOCTH
AJIT B mumazme KpoBU (CM.
pasmenr 4.3.).

<> aTa3aHaBUup

CodocOysup, 400 wmr/ | AUC copocOysupa: 140 % (125 % 157 %) Oxunaercs, 4TO
Benmataceup, 100 Mr/ | Cmax codocOyBupa: 129 % (19 % 152 %) AUC | ogHOBpeMeHHOE
Bokcuianpesup, 100 mr | BenmaTtacupa: 193 % (158 % 1136 %) IIPUMEHEHNE aTa3aHABUPA C
OJTHOKpATHO™ Cmax BemmatacBupa: 129 % (17 % 156 %) AUC | npenaparamu,
(arazamaBup, 300 wr/ | BokcumanpeBupa: 1331 % (1276 % 1393 %) cozepKalluMHU
putonasup, 100 mr oauH | Chax Bokcuinanpesupa: 1342 % (1265 % 1435 %) | BokcunanpeBup, yBEIUYUT
pa3 B CyTKN) *OtcyrcTBUe TpaHHL (apMaKOKWHETHUYECKOr'O | KOHIICHTPALHIO
B3aumoyericteus 70—143 % BOKCHUJIAIIPEBUPA.
Bnusinne Ha oKcmo3unuio arazaHaBupa W | OJHOBpEeMEHHOE
PUTOHABHpPA HE U3Yy4YaoCh. pUMEHEHHE aTa3aHaBUpPa U
Oxugaemoe: IpenapaToB, COAEpKAIIUX
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<> PUTOHABHP T TE Hpgkcnntanpesip,~ "= U4
Mexanuzm B3aUMOJIEHCTBUS MEXAY | PEKOMEHI0BAHO.
aTa3zaHaBUPOM/ PUTOHABUPOM U coPocOyBUpOM /
BEJINIATaCBHPOM /BOKCHITALIPEBHPOM
3aKJII0YaeTcss B MHTMOMPOBAHUU TpaHCIOpTEpa
OpraHU4YeCKuX AHHOHOB OATPI1B, P-
rimkornporenHa (P-gp) u mzopepmenta CYP3A.
I'nexanpeBup, 300 mr / | AUC riekanpesupa: 1553 % (1424 % 1714 %) | OnmHOBpEeMeHHOE

nudpenTtacsup, 120 mr
OMH pa3 B CYyTKH
(arazanaBup, 300 wmr/
putonasup, 100 Mr onuH
pa3 B cyTku*™)

Crax TekamnpeBupa: 1306 % (1215 % 1423 %)
Chmin riiexanpeBupa: 11330 % (1885 % 11970 %)
AUC nubpenTacsupa: 164 % (148 % 182 %)
Crax ubpenTacsupa: 129 % (115 % 145 %)
Cmin muOpenTtacBupa: 1129 % (195 % 1168 %)

* CooOmaercs O BJIMSHUM ara3aHaBUpa WU
PUTOHABHpPA HA TEPBYIO 03y TIIEKANIPEBUpPA U
nuOpeHTacBupa.

MpUMEHEHHE aTa3aHaBrpa C
rIieKanpeBupoM/mudpeHTac
BHPOM NPOTHBOMNOKA3aHO B
CBA3M C IIOTCHIHAJIBHBIM
YBCIMYCHUCM puUcCkKka
IIOBBIIIICHU A AKTHUBHOCTHU
AJIT B mma3zMe KpoBU M3-3a
3HAYUTCIBbHOI'O yBEJIn4C-
HUS CBIBOPOTOYHBLIX KOH-
LIEHTpAIIUI TJIeKanpeBupa u
nuOpeHTacBupa (CM. pa3men
4.3)).

AHTHUPETPOBUPYCHBIE ITPEITAPATHI

HUneubumopwl npomeasvl: OMHOBpEMEHHOE TPUMEHEHUE aTa3aHaBUPA/PUTOHABUPA U IPYTUX HHTHOUTOPOB
MpOTea3bl He M3y4YaIoCh, OJHAKO OKUAAETCS IMOBBIIIEHUE SKCITO3UITNH JIPYTUX HHTMOUTOPOB MTPOTEa3bl IPH
TakoM npuMeHeHnud. Takum 00pa3oM, ToJ0OHOE 0JJHOBPEMEHHOE MPUMEHEHNE HE PEKOMEHTYEeTCsl.

Putonasup, 100 Mr ouH

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

PutonaBup B moze 100 mr

pa3 B cyTkH | Cmax aTazanaBupa: 1120 % (156 % 1211 %) * OIMH pa3 B  CYTKHM

(arazanaBup, 300 w™r | CminatazanaBupa: 1713 % (1359 % 11339 %) * | npuMEHSIOT AJIsl YCHUIICHHUSI

OMWH pa3 B CyTKH) | * B KOMOWHMpOBAaHHOM aHaIW3e AaTa3aHaBHp, | (papMaKOKHHETHKH

HccnenoBanms, 300 mr u putonasup, 100 mr (n=33) cpaBHUBaJIM | aTa3aHaBUpA.

MIPOBEICHHEIC ¢ | ¢ aTazanaBupoM B ja03e 400 mr 0e3 puTOHaBUpPA

ydacTHeM BUY- | (n=28).

MHUITIPOBAHHBIX MexaHnu3m B3aMMOJICHCTBUS MEXTY

TTaI[MEHTOB. aTazaHaBUPOM W PUTOHABHUPOM 3aKIFOYAETCA B
niogaBiennn n3ohepmenta CYP3A4.

NuaunaBup WHmuHaBUp CBs3aH ¢ pa3BUTHEM HenpsMmoi | OmHOBpeMEHHOe
HEKOHBIOTHPOBAHHOW TUIIEpONITUPYONHEMIH U3~ | IPIMEHEHHE aTa3aHaBUpPa U
3a nogasuenus YI'T. WHJMHABUpa HE

PEKOMEHTOBaHO (cMm.
paznen 4.4.).
Hyxneosuonvie/nykieomuonvle uneubumopul oopamuou mpaunckpunmasel (HUOT/HmHUOT)
JlamuBynun, 150 Mr nBa | 3HaunMoe ~ BIMsSIHME ~ HAa  KOHUeHTpauuu | Mcxons u3

paza B  CyTkm +
3upoByauH, 300 mr nBa
pasza B CYTKH
(arazamaBup, 400 w™r
OJTH pa3 B CyTKH)

JTaMUBYJMHA Y 3UJIOBYIMHA HE HAOIIOIAIOCH.

MIPEACTABICHHBIX JTaHHBIX U
BBU/Y TOI'0, YTO PUTOHABUD
enBa m OKa3bIBaeT
3HaYMMOE BO3JEHCTBHE Ha
¢dapmakokuneruky HHOT,
OJJHOBPEMEHHOE
pUMEHEHHE JaHHBIX
npenapaToB W aTa3aHaBUPa
BpsAA JIM  TIpUBENET K
3HAYNUTEIEHOMY
W3MEHEHUIO  JKCIIO3UIUHU
OJHOBPEMEHHO
MIPUMEHSEMBIX
JIEKapCTBEHHBIX
MIpernapaTos.
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P ettty st R
AGakaBup He OKHUIaercs, 4TO onHoBReMeErmH O = B TETTEAUL TD UUUS)
npuMeHeHHe  abakaBupa U aTa3aHABUpa
npuBeNeT K 3HAYMTENBHOMY  IIOBBIIICHHIO

OKCIIO3WINH a6aKaBHpa.

Junanosun (OydepHbie

tabnerku), 200 wmr /
craByauH, 40 wmr, o0a
OJTHOKPATHO

(atazanaBup, 400 wr,

OJTHOKpaTHAas 71032)

AtazaHaBHp, OJHOBPEMEHHOE IPHUMECHEHHE C
munanosud (ddl) + craByaun (d4T) (Haromiak)
AUC arazanasupa [87 % (192 % |79 %)

Cmax atazanaBupa |89 % (194 % |82 %)

Chin atazanaBupa |84 % (190 % |73 %)
AtazanaBup dyepe3 | u mocne ddl + d4T
(HaTomak)

AUC arazanaBupa <3 % (136 % 167 %)

Junano3un ciaenyer
IMPUMCHSATH HATOLIAK 4YCpeE3
2 yaca 1mocliie IpHUMEHEeHHUs
arazaHaBupa ¢ nuuei. He
O0JKHJIAeTCsl, 4TO
OJIHOBPEMEHHOE

IMPUMCHCHUC CTaByJuHa U
ara3aHaBUpa IPUBEIET K

Crmax atazanasupa 112 % (133 % 118 %) 3HAYUTEIILHOMY
Cmin aTazanaBupa <3 % (139 % 173 %) MOBBIIICHUIO  KCIIO3UIUU
Konrnenrparuu aTazaHaBHpa 3aMETHO | CTaBY/MHA.
CHMXKAJIUCh IIPU OAHOBPEMCEHHOM IIPUMCHCHUN
munaHoszuHa (OydepHbie Ta0IETKH) U CTaByIMHA.
MexaHu3M B3aMMOJCWUCTBUA 3aKJIIOYAETCs B
CHI)KCHHH  PACTBOPUMOCTH  ara3aHaBUpa ¢
yBenuuyeHueM pH, CBSI3aHHOM € IPUCYTCTBHEM
AHTAIUIHOTO CPeacTBa B Oy(epHBIX TalieTkax
JIMTaHO3MHA. 3Haunmoe BJIASIHUE Ha
KOHIICHTPAllMW JWJIAaHO3MHA W CTaByJIWHA HE
OTMEUaJIOCh.
Hunano3wn  (karcynsl | Jlmmano3uH (¢ TUIIeH)
kumegHopactBopumbie), | AUC mumpanosuna |34 % (141 % |27 %)
onaokpatHo 400 wMr | Cmax mumanozuna |38 % (148 % [26 %)
(arazanaBup, 300 w™r | Cmin mumanoszuHa 125 % (18 % 169 %)
OJMH pPa3 B CYTKM ¢ | 3HAaUMMOE€ BIUSHHE HA KOHIICHTpPAIMU TPHU
putorasupoM, 100 wMr | MpUMEHESHUH ATaHO3MHA B
OJTH pa3 B CyTKH) KHUIIIETHOPACTBOPUMOH hopme HE
3aperuCTPUPOBAHO, OJIHAKO, MPUMEHEHHE C
MTUIIEH CHUYKAIO KOHIICHTPAIUH JIHJIAHO3UHA.
TenodoBupa AUC arazanasupa [22 % (|35 % |6 %) * [Ipu OJIHOBPEMEHHOM

JT30TIpoKcHiia pymapar,
300 Mr oftH pa3 B CyTKH
(atazamaBup, 300 wmr
OIMH pa3 B CYTKH H
putonasup, 100 mr onux
pa3 B cyrku) 300 wmr
TeHo(oBUpa

Crax aTazanasupa |16 % (|30 % <0 %) *

Chin aTazanaBupa |23 % ({43 % 12 %) *

*B KOMOMHHpPOBAaHHOM aHaIM3€ HECKOIBKUX
KIIMHUYECKUX  WCCIENOBAaHWU  aTa3aHaBHp/
putonaBup, 300/100 wmr, mnpuMeHsEeMBIE C
TeHO(OBUpa IU3OMPOKCHIa (PymMapaToM B JI03€
300 mr (n=39), cpaBHMBaIM C KOMOWHAaIHEH

MIpUMEHEHNH TeHodoBHpa
U30TpoKcwia ymapara u
aTa3aHaBUpa

pEKOMEHTyeTCs, 4TOOBI
aTa3aHaBUD, 300 Mr
MPUMEHSIIH c
putoHaBupoM, 100 mr u

JTM30TPOKCHIIA atazaHaBup/ puroHaBup, 300/100 mr (n=33). | TeHODOBHpaA AUIOMPOKCHIA
(bymapata O¢ddexkTuBHOCTE aTazaHaBupa/puToHaBHpa B | dymapatom, 300 mr (Bce
9KBUBAJIEHTHO 245 Mr | KOMOMHaUIUNM C TEHOPOBUPA IU3ONPOKCHJIA | OXHOKPATHO C IMUILEH).
TeHOo(OoBUPA ¢ymaparoM y [AIUEHTOB, paHee  yXe
JM30IPOKCHIIA. MOJy4aBIIMX Tepamnuio, Obula T[OKa3aHa B
Uccnenosanms, KIMHUYECKOM  uccienoBanuun 045 u y
IIPOBEJICHHBIE C | MaLMEeHTOB, paHee HE IMOMYYaBIIUX JICUCHUS, B
y4acTheM BUY- | uccnenoanuu 138 (cm. pasnenst 4.8. u 5.1.).
WHQHUIIPOBAaHHBIX Mexanuszm B3aUMOJICHCTBHS MEKIY
MAIEHTOB aTa3aHaBUPOM U TeHO(OBHpa TU3OMPOKCHUIIA
(hymapaToM HEU3BECTEH.
Tenodosupa AUC Tenodosupa auzonpokcuna pymapara 137 | IlaumeHTsl JOIKHBI

JM30MpoKcuia pymapar,

% (130 % 145 %)

HaXOOWUTHCA 110
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[ ol ol o B |

300 Mr oiuH pa3 B CyTKH
(atazanaBup, 300 wmr
OMH pa3 B CYTKH H
putonasup, 100 Mr onuH
pa3 B cyrku) 300 wmr
TeHo(pOoBUpa
JA30IPOKCHIIA
(dbymapara
SKBUBAJCHTHO 245 w™r
TeHo(poBUpa
JIM30MPOKCHIIA.

Crmax TeHO(OBUPA AU3OMPOKCHIA d)yMéﬂé&é:'Tiﬁ"Jhﬂ?rﬁfa'ﬁﬁﬁEﬁbb ToUUl3]

% (120 % 151 %)
Cmin TeHo(OBUpa au3onpokcuia pymapara 129
% (121 % 136 %)

HaOJIOICHUEM Ha CITydai
Pa3BUTHA HeXeTaTeNbHbIX
peakiui, BKIoYas
HapyIIEHUS CO CTOPOHBI
MoYeK, P MPUMEH CHHH
TeHO(pOBUPA JTU30IPOKCHIIA

¢dymapara.

Henykneozuouvie uneubumopwt oopamuou mpanckpunmasol (HHUOT)

Ddasupens, 600 mr AtazanaBup (mocie monynaHs): npuMeHsics ¢ | OJHOBpeMeHHOe
OJIVH pa3 B CYTKH NUIIen npuMeHeHune 3(aBupeHsa u
(atazanaBup, 400 mMr AUC arazanasupa «>0 % (19 % 110 %) * aTa3aHaBUpa HE
OJIMH pa3 B CyTKHU C Crmax atazanasupa 117 % (18 % 127 %) * PEKOMEH IOBaHO (cm.
putonaBupom, 100 mr Chin atazanaBupa |42 % ({51 % |31 %) * pasnen 4.4.).
OJTH pa3 B CYyTKH)
Odasupens, 600 mr ATtazanaBup (TOcie TONYAHA): TMPUMEHSJICS C | -
OJIVH pa3 B CYTKH 807001 (S71
(arazanaBup, 400 mr AUC arazanasupa <6 % (|10 % 126 %) */**
OJIMH pa3 B CYTKHU C Cmax atazanaBupa <9 % (15 % 126 %) */**
putonaBupom, 200 wr | Cmin aTazanaBupa <12 % (|16 % 149 %) */**
OJTMH pa3 B CyTKH) * mpu cpaBHeHWHM ¢ ata3aHaBupom, 300 wmr/
putoHaBupom, 100 Mr ofuH pa3/CyTKu BedepoM
6e3 adaBupensa. CHmwkenne Cmin aTazaHaBHpa
MOXKET OTPHUIATEITBHO CKa3aThCs Ha
adexTuBHOCTH  aTazaHaBHWpa.  MexaHHU3M
B3aHMOJICHCTBHSI s¢aBupeH3a/aTazaHaBUpa
cocTouT B uHAYKIMHU u3odepmenta CYP3 A4, **
Ha ocHOBaHMM CpaBHEHHS C MOIYYCHHBIMU
paHee JaHHBIMU.
Hesupamun, 200 mr nBa | AUC HeBupanmna 126 % (117 % 136 %) OnHOBpeMeHHOe

pasa B cyTkH | Cmax HeBupanmHa 121 % (111 % 132 %) MIPUMEHEHUE HEBUpAIIMHA U
(arazanaBup, 400 w™r | Cmin HeBupanuna 135 % (125 % 147 %) aTa3aHaBUpa HE
ommH pa3 B cytku c | AUC atazanaBupa [19 % (|35 % 12 %) * PEKOMEH0BAHO (cMm.
putonaBupoMm, 100 wr | Cmax aTazanaBupa <2 % (|15 % 124 %) * paznen 4.4.).
OJTH pa3 B CyTKH) Cmin aTazanaBupa |59 % (173 % [40 %) *
UccnenoBanue, * Tlo cpaBHeHuto ¢ atazaHaBupom, 300 Mr u
MPOBEICHHOE ¢ | puronasupom, 100 mMr 6e3 HeBUpanMHa.
yuactuem BUY- CHmxeHue Chin aTa3aHaBUpa MOXKET
MHUITUPOBAHHBIX OTPHIIATENBHO CKa3aThcd Ha AP(PEKTUBHOCTH
MAIEHTOB aTa3zaHaBUDA.

Mexanuszm pa3BUTHS B3aUMOCHCTBUS

HEeBHpaNMHAa/aTa3aHaBUPAa COCTOMT B WHAYKIHMH

nzodepmenta CYP3A4.
Huzubumopwl unmezpasvl
PanrterpaBup, 400 wmr | AUC panrerpasupa 141 % M panTerpaBupa
nBa  paza B cyTrkH | Cmax panrerpasupa 124 % W3MEHEHUs]  JI03bl  HeE
atazanaBup/ putoHasup) | Cioq panrerpaBupa 177 % Tpedyercs.

Mexanu3M  3aKiIo4aeTcss B [OJAaBJICHUH

nm3opepmenta UGTIAL.
AHTUBUOTHUKHU
Knaputpomunua, 500 | AUC knapurpomunmna 194 % (175 % 1116 %) | Heo3moxHo J1aTh

MI JBa pa3a B CYTKH
(arazanaBup, 400 wmr
OJIMH Pa3 B CYTKH)

Crax ximapurpomunrsa 150 % (132 % 171 %)
Chin knapurpomunmaa 1160 % (1135 % 1188 %)
14-OH knapuTpoMHLIIH

PEKOMEHIAIIMK KacaTeIbHO
CHIDKEHHUS JI03bI; MOITOMY
clemyer cOOJTF0JIaTh
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AUC 14-OH xnaputpomunuga |70 "/f; f 9;1F:‘1gt$&pg%?&ifibc CT5d %‘

166 %) OJTHOBPEMEHHOM

Cmax 14-OH knapurpomuimna |72 % NPUMCHEHHH aTa3aHaBupa ¢

(176 % 167 %) KJIAPUTPOMULIUHOM.

Cmin 14-OH xnaputpomunmaa |62 % (166 % |58

%)

AUC arazanaBupa 128 % (116 % 143 %) Cmax

atazanaBupa <6 % (7 % 120 %) Cmin

atazanaBupa 191 % (166 % 1121 %) CHuxenue

JI03bl KJIAPUTPOMUIIMHA MOXKET TPUBOIUTH K

cyOTeparneBTHYECKUM KOHIeHTpanusiM  14-OH

KJIapUTPOMUIIMHA.

MexaHu3M B3aMMOJCHCTBUS KJIAPUTPOMUIIMHA/

aTazaHaBUpa COCTOHT B MOJIABIICHUN

nzoepmenta CYP3A4.
MNPOTUBOI'PUBKOBBIE INPEINTAPATHI
Kerokonazon, 200 wr | 3HaunMoro  BIOusSHHUS  Ha  KOHIeHTpauuu | Kerokonaszomn u
OJMH pa3 B CYTKU | aTa3aHABUPA HE 3aPErUCTPUPOBAHO. UTPAKOHA30IT crenyer
(atazamaBup, 400 wmr MIPUMEHSTh c
OJIMH Pa3 B CYTKH) OCTOPOKHOCTBIO BMECTE C
Urpakonason WrpakoHa3o, mog06H0 KETOKOHA30ITY, SIBJISETCs | aTa3aHaBUPOM/

MOIIHBIM HHIHOMTOPOM, a TaKkkKe CyOCTpaToM | PUTOHABHPOM, BBICOKHE

m3odepmenta CYP3A4. O3Bl  KETOKOHA30la W

Ha ocHOBaHMM JaHHBIX, NOIYYEHHBIX 110 APYTUM
YCUJICHHBIM  HMHTHOMTOpaM  TIpOTea3bl U
kerokoHazony, korma AUC keTokoHasoma
JEMOHCTPUPOBAIO  3-KpaTHOE  yBEJIHMYCHHE,
OXHJIAeTCsl, 4YTO KOMOWHAIMS — ara3aHaBup/
PUTOHABUP MOXET TIIOBBICUTh KOHIICHTPAIINU
KETOKOHA30J1a WM UTPAKOHA30JIa.

utpaxkoHaszona (> 200 mr B
CYTKH) HE PEKOMEHIYIOTCS.

Bopuxonazom, 200 wmr

IBa paza B  CYTKH
(atazamaBup, 300 wmr/
puronasup, 100 Mr omuH
pa3 B CyTKH)

[TanuenTsl KakK
MUHUMYM C  OJHHUM
(hyHKITOHATHHBIM

amenem n3odepmenTta
CYP2CI109.

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

Crmax Bopukonazona |10 % (122 % |4 %)

Chmin Bopukonazona |39 % (149 % |28 %)

AUC arazanasupa [12 % (/18 % |5 %)

Cmax atazanasupa |13 % (120 % |4 %)

Chmin atazanaBupa | 20 % (128 % |10 %)

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

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

Chin putonaBupa [25 % (135 % |14 %)

Y OOJBIIMHCTBA MAIUEHTOB KaK MHHUMYM C

OmHOBpEMEHHOE
MPUMEHEHHE BOPUKOHA30JIa
W aTa3aHaBHpa ¢
PUTOHABUPOM HE
pEKOMEHTyeTcs, 3a
UCKJTIOYCHUEM CITY4YacB,
KOT/Ia OLlCHKA
COOTHOIICHUS «IOJTb3a —
PHCK» JUTS TIAIMeHTa
OIpaB/IbIBACT MPUMEHECHUE

OIHUM (GYHKIIMOHAIEHBIM aJuTeNieM | BOPHKOHA30J1a
m3opepmenta CYP2C19 oxupmaercs cHmxenue | (cMm. pasnen 4.4.).
9KCIIO3MIMM  KaK BOpUKOHa3o0ma, Tak u | Ecim Tpedyercs
aTasaHaBUpA. pUMEHEHHEe
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Bopuxonaszomn, 50 mr nBa
pasza B CYTKH
(arazanaBup, 300 wmr/
putonasup, 100 Mr onuH
pa3 B cyrku) [lanueHThI
0e3  (PYHKIIMOHAILHOIO
amenst  u3ogepMeHTa
CYP2C19.

AUC Bopukonazona 1561 % (

451 % 1699764) =1

R NHOCTE 000y

Crmax BopukoHa3zomna 1438 % (1355 % 1539%)
Cmin BopukoHazomna 1765 % (1571 % 11,020 %)
AUC arazanasupa [20 % (135 % |3 %)

Cmax atazanasupa |19 % (134 % <0,2 %)

Cmin atazanaBupa |31 % ({46 % |13 %)

AUC puronasupa [11 % (120 % |1 %)
Crax putoHaBupa |11 % ({24 % 14 %)
Chmin putonaBupa |19 % (135 % 11 %)

BO3MOYKHOCTH HEOOXOIUMO

OIPENICIUTh TeHOTHUIT
uzodpepmenta  CYP2C19
MAIUCHTA.

Takum  obpasom,  eciau
HEBO3MO)KHO n30ekKaTh

MPUMEHEHHUST KOMOWHAIIUH,
MPUMEHUMBI CIICIYIOIIHE
PEKOMEH IAINH B
3aBHCHMOCTH OT CTaTyca
nzopepmenta CYP2C19:

°* y TAaIUeHTOB  Kak
MHUHUMYM c OJTHUM
aJuieneM;

. (GYHKIIMOHATEHBIM
aJIIeIsIM nzodepmenTa
CYP2C19 Tpedyercs
THIATEIbHBIN KIMHUYECKUN
MOHHUTOPUHT norepu
3¢ heKTUBHOCTH
BOPUKOHA30J1a
(KIIMHUYeCKHe TPU3HAKHN) U
aTazaHaBUpa
(BUPYCOIOTHYCCKUN
OTBET);

° Yy TamueHToB  0e€3
(YHKIIMOHATBHOTO  aJUIeINs
uzodpepmenta CYP2C19
PEKOMEHI0BaH
TIIATENbHBIN KIUHUYECKUN
1 1a00pPaTOPHBIA KOHTPOIH
JUTS BBISIBIICHUS
HEeKeTaTeIbHBIX  SIBICHUH,
BBI3BAHHBIX

Y HeOonmplIOro  4YMClIa  MALKMEHTOB  C | BOPUKOHA30JIOM.
(yHKLMOHAIBHBIM aJlIeneM U30¢epMeHTa Ecnu IIPOBEICHUE
CYP2CI19 OJKUJaercs 3HAQUYUTEIBHOE | TEHOTUIIMPOBAHMS HE
TOBBIILICHNE 3KCIIO3ULIUN BOPUKOHA30JIA. MPEACTaBIIACTCS
BO3MOXKHBIM, cienyer
obecreunTh MIOJTHBIN
KOHTPOIb 0€30MacHOCTH H
3¢ (hekTUBHOCTH.
®dmykonasom, 200 mr 1Ba | KonnenTpanun artazaHaBupa u  (aykoHasona | Koppekmuu JI03bl
pasza B CYTKH | HE3HAUYUTEIbHO H3MEHSITHCh npu | ¢iykoHazona u
(arazanaBup, 300 Mr/ | OJHOBPEMEHHOM MPUMEHEHUH | aTazaHaBUpa He Tpedyercs.
putonasup, 100 Mr onuH | aTazaHaBHpa/PUTOHABUPA C (DIIYKOHA30IIOM.
pa3 B CyTKH)
MNPOTUBOMUKOBAKTEPUAJIBHBIE ITPEITAPATBI
Pucdadyrun, 150 mr gsa | AUC pudabyruna 148 % (119 % 184 %) ** [Ipu nmpuMeHeHUH BMecCTe C
paza B Heneno | Cmax pudadbyruna 1149 % (1103 % 1206 %) ** | atazaHaBHUpOM
(arazanaBup, 300 mr u | Cmin pudadytuna 140 % (15 % 187 %) ** PEKOMEHTOBaHHAsI J103a
puronasup, 100 mr onun | AUC  25-O-pezauernn-pudadyruna 1990 % | pudabyruna  cocraBiser
pa3 B CyTKN) (1714 % 11361 %) ** 150 Mr Tpu pa3a B HEAENIO B
Crhax  25-O-pezanermin-pudadbyruna 1677 % | ycraHOBIEHHBIE JTHU

(1513 % 1883 %) **

(HammpuMep, TIOHEAENbHUK-
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(1715 % 11510 %) **

** pu cpaBHeHUH ¢ pudadyruHoMm 150 Mr oguH
pa3 B CyTKH B MOHOTEPAIHH.

Oobmass AUC pugabytuna u 25-O-gesaneruii-
pudadbyruna 1119 % (178 % 1169 %).

B MPEIIECTBYIOUIHX HCCIIEIOBAHUSAX
pudalbyTuH He U3MEHs1 (apMaKOKUHETHUKY
aTa3zaHaBUPA.

Tpebyercst YCHJICHHBIN
KOHTPOJIb HEXENATETbHBIX

peakuui, CBSI3aHHBIX C
pudabyTHHOM,  BKJIFOUas
HEUTPOIIEHUIO U YBEUT, U3-
3a 0KHJIAeMOT 0
MOBBIIICHUSI  DKCIIO3UIHH
pudadyTHHa.

JlanbHeliiee CHUKEHUE

no3bl pudadyruna jgo 150
MI JBa pa3a B CYIKU B

YCTaHOBJICHHBLIC JHH
PEKOMEHI0BAHO
MnmanyueHTaM, KOTOpPBIE HE

nepeHocar o3y 150 mr tpu
paza B Hexmemoo. Cremyer
[OMHUTh O TOM, HYTO
npuMeHeHne 1036l 150 mr
JIBa pa3a B HEJEII0 MOYKET
HE obecrieunBaTh
ONTUMAIILHON OKCITO3UIIHH
pudabyTrHa, TeM CaMbIM
CIIoCcOOCTBYA PHUCKY
pa3BUTUSI PE3UCTEHTHOCTH

K pudamMuuHy u
TeparneBTUYECKOU
HEdPPEKTUBHOCTH.
Koppekuuu JIO3bI

aTa3aHaBUpa HE TPeOyeTcs.

Pudamrmmumx Pudammurma - MOIITHBINA naaykrop | KomOnnamms
mopepmenta CYP3A4, camwkarommit AUC | pudammuimHa u
atazaHaBupa Ha 72 %, YTO MOXKET BBI3BATh | aTazaHAaBHpa
BHPYCOJIOTHIECKYIO Hed(DPEKTUBHOCTD W | IPOTUBOMNOKAa3aHa (cm.
pPE3UCTEHTHOCTh. [IpW TOMBITKAaX MpeomoneTs | pasmen 4.3.).

CHIDKEHHE DKCIIO3WIIMM 3a CUeT ITOBBIIICHUS
JIO3bI aTa3aHaBUpa WM APYTUX WHTHOHTOPOB
mpoTea3pl C  PUTOHABUPOM  HaOIOaNach
BBICOKAsI 4ACTOTA PEAKITHII CO CTOPOHKI TIEYSHH.

HEWPOJIENITUKH

KBernanun B cBsizu ¢ nmogaBnenuem n3odepmenta CYP3A4 | OnroBpemMeHHOE
aTazaHaBUPOM OXKHUIAETCS TIOBBIIIICHNE | MPUMEHEHUE KBETHAIINHA C
KOHIIEHTPAIMIl KBETHAITAHA. aTazaHaBUPOM

MTPOTHBOITOKA3aHO,
MTOCKOJIBKY aTazaHaBUD
MOXKET YCHIIUBATh
TOKCHUYHOCTB, CBSI3aHHYIO C
KBETHAITMHOM. Y BEITMUCHHE
KOHIIGHTpAIlNii KBETHAITNHA
B IUIa3ME€ KPOBU MOXKET
MPUBOJUTh K KOME (CM.
paznen 4.3.).

Jlypazunon Oxupaercs, 4To aTa3aHaBUpP YBEIHYUT ypoBHH | OIHOBpEMEHHOE
JAypasuioHa B IUIa3M€ KpPOBH B CBSI3U C | IPUMEHEHHE JIypa3HJIOHa C
nHrubupoBanuem usopepmenta CYP3A4. aTa3aHaBUPOM

MIPOTUBOITOKA3aHO,

IMOCKOJIbKY MOXKCT YCUJIMTH
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JqypasugoHoM (CM. pasjen
4.3)).

HPEITAPATHBI, CHUKAIOIMUE KUCJIOTHOCTbD

Anmaeonucmol Hy-peyenmopos

be3 npumeHenusi TeHO(poOBUPa

VY nanuentoB ¢ BUU-un(exnuel, mony4yarommx arazaHaBUp/pUTOHABHD B
pekoMmentoBanHoM o3e 300/100 Mr oMH pa3 B CyTKH.

Y nauMeHToB, HE NPUHU -
MAarOIINUX TeHo(hoBUpa

®amoruaun, 20 Mr asa
pasa B CyTKU

AUC arazanaBupa |18 % (125 % 11 %) Chmax
ataza”aBupa |20 % (|32 % |7 %) Cmin
atazaHaBupa <1 % (116 % 118 %)

JIU30MPOKCHIIa  (pymMapar,
npu OJHOBPEMCHHOM
MPUMEHEHUH aTa3aHaBHpa B

®amoruaun, 40 Mr asa
pasa B CyTKA

AUC arazanasupa |23 % (132 % |14 %)
Crmax atazanasupa [23 % (133 % [12 %)
Cmin aTazanasupa |20 % (|31 % |8 %)

VY 310pOBBIX JIOOPOBONBIIEB, MPUHUMAIOIINX AaTa3aHaBUP/PUTOHABHD B
noBbIeHHoN 03¢ 400/100 Mr oMH pa3 B CYTKH

®damoruauH, 40 Mr
JIBa pasa B CyTKH

AUC arazanasupa <3 % (|14 % 122 %)
Crmax atazanaBupa <2 % (|13 % 18 %)
Cmin aTazanaBupa |14 % (132 % 18 %)

noze 300 mr/puToHaBUpa B

Jl03e 100 MT u
AHTArOHUCTOB H»-
peLenTopoB, He CleayeT
MPEBBIIATH 103y,
9KBUBaJIeHTHYI0 20 Mr
damoTuMHa J1Ba paza B
cytku. Ecmm  Tpebyercs
Oomee  BBICOKas  Ji03a

antaronucra Ho-pernenrtopa
(mammpumep, 40 mr 1Ba pasa
B CYTKH (paMOTHIMHA WIH
OKBUBAJICHTHOI'O
mpemnapara),

paccMOTpeTh  BOMPOC O
TTOBBITIIEHU T JIO3BI
aTa3aHaBUP/PUTOHABUPA C

clemyeT

300/100 mr mo 400/100 mr.

C TtenodoBupa auzompokcusna ¢gymaparom 300 Mr oauH pa3 B CYTKH (OKBHBajJeHT 245 wmr

TeHOGOBHPA TH30IIPOKCHIIA)

VY manmentoB ¢ BUY-unbexnmed, moayyaBmnx aTtazaHaBUP/PUTOHABUD B
pexomen qoBarHo# 103 300/100 Mr ogwH pa3 B CyTKH

®damoruaun, 20 Mr asa
pasza B CyTKH

AUC arazanasupa [21 % (|34 % |4 %) *
Cmax atazanasupa |21 % (136 % |4 %) *
Chin atazanaBupa |19 % (137 % 15 %) *

damoruanH, 40 Mr 1IBa
pasa B CyTKH

AUC arazanasupa [24 % (136 % |11 %) *
Crax aTazanasupa [23 % (136 % |8 %) *
Cmin aTazanaBupa |25 % (147 % 17 %) *

VY nmanmentoB ¢ BUY-uHbekmeid, moaydaBInx aTtazaHaBUP/pPUTOHABUD B
nioBbIieHHOM 03e 400/100 Mr omH pa3 B CYyTKH

damoruauH, 20 MT 11Ba
pasa B CyTKH

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

damoruauH, 40 MT 11Ba
pasa B CyTKH

AUC arazanaBupa «<»2,3 % (113 % 110 %) *
Crmax aTazanaBupa <»5 % (17 % 18,4 %) *
Cmin aTazanaBupa <> 1,3 % (10 % 115) *

* 1o cpaBHEHHIO ¢ atazaHaBUPOM B J103e 300 mr
OJIMH pa3 B CyTKH ¢ pUTOHaBUpPOM B J03e 100 mr
OJIMH Pa3 B CyTKU M TeHO(OBHMpa JU30IPOKCUIA
¢ymaparom B 103e 300 Mr, Bce OAHOKPATHO BO
Bpems enpl. [lo cpaBHEHMIO C aTa3aHaBUpPOM B
no3e 300 mr ¢ putoHaBupom B no3e 100 mr Oe3
TeHo(oBUpa JTU30ITPOKCHIIA ¢dbymapara
OXKHUJAETCs JIOTIOJTHUTENBHOE CHUXKEHHE

v
MPUHUMAFOIIIX
TeHO(hOBUPA ITU30MPOKCHIIA

¢bymapar, ecru

MMaleHTOB,

aTa3aHaBUDP/PUTOHABHU]
MPUMEHSIETCS
OJTHOBPEMEHHO c
TeHO(OBUPA TU3OMPOKCHTIA
¢dbymapaTom "
AHTarOHUCTOM Ho-

peLenTopa, peKoMeHayeTcs
MOBBILLICHUE JI03BI
arazanasupa 10 400 mr c
100 mr puronaBupa. He
clIeAyeT MpPEBBILIATH H03Y,
SKBUBaJIeHTHY0 40  wmr
damoTuaHa Ba pasa B
CYTKH.

KOHIIEHTpalMi atazaHaBupa npuMepHo Ha 20 %.

17




g oy

COOTBETCTEYET 3IKCNEFPTHOMY OTYETY
ot 12.0

e v
02 2026 N2 2553

[l = Fa e k!

Mexanusm B3auMOJICHCTBUS

SaKJ'HOIII'éé’ITTI:'SI" IE;J.L- CRITCITERALA

5 003

YMEHBIIEHUH  PacTBOPHUMOCTH  aTa3aHaBHpA,
nockoiabky pH  kemymouHoro coka 1pu
npuMeHeHnn Hp-0510kaTopoB MOBbIIIAETCS.

Huzubumopwl npomonnoi

nomnbuvl

Owmenpazon, 40 mMr
OJIMH pa3 B CYyTKU
(arazanasup, 400 mr
OJIMH pa3 B CYTKHU C
putoHaBupom, 100 mr
OJIMH pa3 B CYyTKH)

ATazaHaBup (J10 TOIXYAHS): Uepe3 JBa yaca 1ocie
npruemMa oMerpasosna

AUC arazanaBupa [61 % (165 % |55 %)

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

Chin atazanaBupa |65 % (|71 % |59 %)

OmHOBpEMEHHOE
MIpUMEHEHHE aTa3aHaBupa ¢
PUTOHABUPOM U
MHTUOUTOPAMH ITPOTOHHON
MIOMITBI HE PEKOMEH/I0BaHO.
IIpu HEBO3MOXXHOCTHU

Owmenpazon, 20 Mr oguH
pas B CYTKH
(atazanaBup, 400 wmr
OMH pa3 B CYTKH C
putonaBupom, 100 wmr
OJTMH pa3 B CyTKH)

ATtazanaBup (10 modyaHs): dyepe3 1 wac mocie
npremMa oMenpasosna

AUC arazanasupa |30 % (143 % [14 %) *

Cmax atazanasupa |31 % ({42 % |17 %) *

Cmin atazanaBupa |31 % ({46 % |12 %) *

* [1o cpaBHeHuIo ¢ atazanaBupom, 300 Mr oauH
pas B cyTkH, U puToHaBUpoM, 100 Mr oiuH pas3 B
CYTKH.

Camxenne AUC, Cnax 1 Cpin HE TOJABIISLIOCH
IIpU BPEMEHHOM IIPUMEHEHUHU IIOBBILIEHHON
no3bl atazanaBup/putonasupa (400/100 mr ogux
pa3 B cyTkH) ¢ 12- 9acOBBIM TEPEPHIBOM IIOCIIE
npuema omenpaszona. Hecmorps Ha TO, YTO
WCCIIEIOBAHUK HE MPOBOIWIM, OXHUIAIOTCS
aHAJIOTUYHBIE PE3YNIbTATHI B OTHOIIECHUH JIPYTUX
WHTUOUTOPOB  TNMPOTOHHOW  moMmIel.  Takoe
CHIDKEHHE DKCIIO3WIIMK aTa3aHaBUpa MOXKET
OTPUIIATEIBHO CKa3aThcs Ha 3((OEKTUBHOCTH
arazaHaBupa. MexaHU3M  B3aUMOJEHCTBUS
3aKJTIOYAeTCS B YMEHBIICHWH PacTBOPUMOCTHU
aTazaHaBUpa B CB3M C TOBbImeHneM pH

n30eKaTh MIPUMEH EHUS
KOMOHMHAIUN
PEKOMEHTOBaHO
MPUCTATBHOS KIMHHUECKOES
HaOJIO/ICHHE, a TAKKE
MOBBIIICHUE JIO3bI
arazanasupa mo 400 mr B
couetanmn co 100 wmr
PUTOHABHUPA; JI03Y
WHTHOUTOPOB  IPOTOHHOM
[IOMIIBI, COITOCTABUMYIO C
20 Mr omernpasoa,
MIPEBBIMIATE HE CIIEAYET (CM.
pasmen 4.4.).

KEITyIOYHOO  COKa  HpH  TPUMEHEHHH
MHTHONTOPOB MMPOTOHHOM ITOMIIBI.

Anmauyuowl

AHTanmmp! n CHKeHNEe KOHIIGHTpAIMii  arazaHaBUpa B | ATa3aHaBHD cremyer

JIEKapCTBEHHBIC IUIa3Me  KPOBH MOXET OBITh  CJIEACTBHEM | MPUMEHSTH 3a 2 Jaca J0 HIIH

Tperaparsl, yBenmnueHus pH kemymodHoro coka mpu | 4epe3 1 wac mocie mpuema

conepxarire 0ydepst MIPUMEHEHHUH AHTAIIH/]IOB, COJIepKAINX | aHTAUIOB WU Oy(epHbIX

OydepHbIe TeKapCTBEHHBIE TPenapaThl, BMECTE C
aTa3aHaBUPOM.

JIEKapCTBEHHBIX
IpernapaToB.

AHTAT'OHUCTBI AJIb®A-1-AIPEHOPELIEIITOPOB

Andyzozux YBennuenne KOHIIEHTpanui andy3oznHa MokeT | COBMECTHOE TpHUMEHEHHUE
MIPUBOJIUTH K aPTEPUAIBLHON TUIIOTEH3UH. andys3o3nHa U aTazaHaBUpPa
MexaHu3M B3aUMOACHCTBHS 3aKJIIOYAETCsl B | MPOTHBOIOKA3aHO (cm.
[TOJIAaBIICHUU n3odepMeHTa CYP3A4 | paznen 4.3.).
aTa3aHaBUPOM W/WJIM PUTOHABUPOM.

AHTHUKOATI'YJIAHTBI

Aumuxoazynsinmol npsiMo20 0eticmsus 0 npuema 6Hympb

AnukcaOan Bo3MoxkHBI  mOBBIIEHHBIE  KOHIEHTpauuu | OJHOBpEMEHHOE

PuBapoxcaban anukcabaHa W pUBapoKcadaHa, YTO MOXET | IPUMEHEHHWE anukcadbaHa
NpUBECTH K  Oojmee  BBICOKOMY  DHUCKY | WIM  pHBapokcabaHa U
KpoBoTeueHus. MexaHu3M B3aMMOJAEUCTBUS | aTa3aHaBUpPA c
3aKJII0YaeTcss B HMHIMOMPOBAaHMM HM30(EPMEHTA | PUTOHABUPOM HE
CYP3A4 u P-gp aTazaHaBUpOM/pUTOHABUPOM. PEKOMEHyETCsl.

PuTonaBup sBHSiETCS CHIIBHBIM WHTUOMTOPOM
kak nzodepmenta CYP3 A4, tak u P-gp.
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ATazanaBup SIBJISIETCS MHTHOHTOPONT ]

AOBATEREBROCTE 0003)

n3odepMeHTa CYP3A4. [NorennuanpHOE
uHrHOMpoBaHue P-gp aTazaHaBUPOM HEU3BECTHO
U HE MOXET OBITh MCKITFOUEHO.

JHaburatpana Bo3MOkHBI  TOBBIILIGHHBIE  KOHUEHTpauuu | OJHOBpeMEHHOE

ATEKCUIIAT naburarpaHa 3TEKCHIIaTa, YTO MOXKET IPUBECTH K | IPUMEHEHHE Jadurarpana
Oomee  BBICOKOMY  PHCKY  KPOBOTCUEHHS. | STEKCHIATa M aTa3aHaBHpa
MexaHu3M pa3BUTHS B3aUMOACHCTBUSI COCTOUT B | C PUTOHABUPOM HE
uHTHONpoBanuu P-gp. PEKOMEH Ty eTCsl.
PuTtonaBup siBIsieTCSl MOIIHBIM HHTHOUTOpOM P-
gp. IllorenumansHoe wuHruOupoBanue P-gp
aTa3aHaBUPOM HEM3BECTHO W HE MOXKET OBITh
HCKJIFOYEHO.

Onokcaban Bo3MokHBI  TOBBIIIEHHBIE — KOHIeHTpanuu | HeoOxoammo — cobironaTh
spokcabaHa, 4YTO MOXKET TPUBECTH K Oosee | OCTOPOKHOCTb npu
BBICOKOMY PHCKY KpOBOTEUEHHs. MexaHu3M | MpUMEHEHUH d7oKcabaHa ¢
B3aMMOJICHCTBHS COCTOMT B MHTHOMpOBaHWMU P- | arazaHaBHpOM.
gp aTazaHaBUPOM/PUTOHABHPOM. CooTBeTCTBYIONIHE
PurtonaBup siBIsIeTCSI MOIIHBIM HHTHOMTOpOM P- | pexoMeHpanuu o
gp. llorennmaneHoe wWHrHOMpoBanme P-gp | mo3upoBaHUIO 3I0KCabaHa
aTa3aHaBUPOM HEU3BECTHO M HE MOXKET OBITh | JUIs OJTHOBPEMEHHOT O
HCKITFOUEHO. MIPUMEHEHHUSI c

WHTHOUTOpAMH P-gp

IIPEACTABIIEHB! B pa3/enax
4.2.u4.5.

Anmaconucmot umamuna K

Bapdapun OnHoBpeMEHHOE NIpUMEHEHHe arazaHaBupa | Bo BpeMsi Tepanuu
CIIOCOOHO [IOBBIIIATH Wwin CHMXATh | aTa3aHaBUPOM
KOHLIEHTpaluu BapdapuHa. PEKOMEHIy€eTCsl TIIATENbHO
KOHTPOJINPOBATh
MEXAYHAPOIHOE
HOPMaJIM30BAaHHOE
OTHOIIICHHIE (MHO),
0COOEHHO B Hayaie
JIeYCHUSI.
MNPOTUBO3SNUJIENTUYECKHUE ITPEITAPATBI
Kap6amazennn ATazaHaBHp MOXET TOBHIIATH  ypoBeHb | Kapbamasenun clenyer
kapbamazenuHa B IUIA3ME€ KPOBH  H3-32 | IIPUMEHSTD c
nionaBneHus n3opepmenta CYP3A4. OCTOPOXHOCTBIO B
N3-3a WHIYLUPYIOLIEr0 JIEHCTBUS | KOMOMHAIIH c
kapbamaszenuHa CHMKEHUE 9KCIO3ULMH | aTa3aHABUPOM. [Ipu
aTa3aHaBUPA HENb3SI HCKIIOYHTb. HEOOXOAMMOCTH  CIIEIyEeT
KOHTPOJINPOBATh
KOHLIEHTpalun
kapOamasenuHa B
CBIBOPOTKE KpOBHU u
COOTBETCTBEHHO
KOpPPEKTUPOBATH J03y.
HeoOxomuM  TIHIATEIBHBIN
KOHTPOJIIb
BHPYCOJIOTMYECKOr0 OTBETA
MalMeHTa.
deHuTonH, PutonaBup Moxker cHUkaTh ypoBHHU (heHuTonHa | @enutonH u henodapOuTan
(denobapOuTan n/mmn  denobapOuTama B IUIA3ME  KPOBH | CIEIyEeT  HPUMEHATH €
BerencrtBue MHIYKUMU n3opepmentoB CYP2CY9 | ocTOpoKHOCTBIO B
n CYP2C19. B cBsi3M C UHAYUHPYIOIIUM | KOMOWHAIMN c

NeCTBUEM

¢denuTonna/penodapdburana
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CHMI)KCHUEC OSKCIIO3UIIUU aTa3aHaBI/Ipa-| 'h‘erﬂ;&ﬁ"

OBATERRHOCTS0003)

HUCKIIIOYHNTD.

PHUTOHABHUPOM.
ITpu [IPUMECHEHUU
aTa3zaHaBUPa/pUTOHABUPA
BMeECTE ¢ (DEHUTOMHOM WIIU
(deHobapOUTaIOM  MOXKET
noTpedoBaThCsl KOPPEKIIUs
JI03bl  (DCHUTOMHA  WJIK
(denobapoOuTana.
Heo0Oxoaum  TIIaTenbHBIN
KOHTPOJIb
BUPYCOJIOTHYECKOTO OTBETa
MAIMEHTA.

JlamotpupxuH

OHOBpPEMEHHOE TIPUMEHEHHE JIAMOTPHDKHUHA U
aTazaHaBUPA/PUTOHABUPA  MOXKET  CHHU3HTH
KOHIICHTPAIMK JaMOTPHDKMHA B TJIa3Me KPOBHU
u3-3a uaaykiuu uzodpepmenta UGT1A4.

JlamoTpuxuH cnenyer
TIPUMEHSITH C
OCTOPOXKHOCTHIO B
KOMOHHAIIUA C
aTazaHaBUPOM/
PUTOHABUPOM.

[Tpu HEoOXoaMMOCTH
clemyeT KOHTPOJIUPOBATh
KOHITCHTPAIIH
JTAMOTPUHKIHA 1
COOTBETCTBEHHO

KOPPEKTUPOBATH JI03Y.

INPOTUBOONYXOJIEBBIE IIPEITAPATHBI U UMMYHOJIEIIPECCAHTBI

Ilpomusoonyxoznesvie npe

napamol

Hpunorekan

Arazanasup nmogasisier YI'T u Mmoxer
MPEISITCTBOBATh  META0OJM3MY HUPHUHOTEKAHa,

[Tpu npumeHeHnn
aTazaHaBUpPA BMECTE C

TeM CaMbIM YCUIIUBAsI TOKCUYHOCTb | UPUHOTEKaHOM
HPUHOTEKaHa. HEOOXOIMMO  NPHUCTAIBHO
KOHTPOJINPOBATh
COCTOSIHME TIIallMeHTOB Ha
OpEeAMET  HeXenaTeabHbIX
peaxmuii, 00yCIOBIEHHBIX
UPUHOTEKaHOM.
Hmmynodenpeccanmol
Huxnocnopun KoHueHnTpauuu AaHHBIX MMMYHOIEHPECCAHTOB | PekoMeHa0BaH Ooee
Takponumyc MOI'YT MOBBIIATBCS HPHU  OXHOBPEMEHHOM | YacCTbIH KOHTPOJIb
Cuponumyc MIPUMEHEHHUH C aTa3aHABUPOM BBUY IIOIABJICHUS | TEPANIEBTUYECKON
nm3odpepmenta CYP3A4. KOHLEHTpaL1 JAHHBIX
JIEKapCTBEHHBIX
penapaToB bi (o)

CTa6I/IJ'IPISaI_IPII/I UX YpPOBHA B
Jj1a3Me KpOBH.

HPENAPATHI JIUISA JIEYEHUSI CEPJIEYHO-COCYJUCTHIX 3AFOJIEBAHUI

Aumuapummuueckue cpeocmea

AMHOZapOH,
CHCTEMHBIN

KOHLIeHTpaL[I/II/I JAAaHHBIX aHTUAPUTMHUYCCKUX
npernapaToB MOI'YT MMOBBIIIATHCA ITPU

Crnenyer coOnro1aTh
OCTOPOXKHOCTb U

JIUA0KaNH, XUHUINH OJTHOBPEMEHHOM INPUMEHEHUU C aTa3aHAaBHPOM. | KOHTPOIUPOBATh
MexaHn3M B3aMMOJEHCTBUS aMHOAApPOHA WIIM | TEpaneBTHUECKUE
CHUCTEMHOT'O JIMIOKanHa/aTa3aHaBUpa | KOHIICHTPALUK IIpenapara.
00ycIioBIIEH 10JIaBJIEHUEM nzopepmenta | OqHOBpEeMEHHOE
CYP3A. XWHHMH obsazaer Y3KUM | IPUMEHEHUE XUHUIUHA
TepaneBTUYECKUM OKHOM M MPOTHUBONOKA3aH U3- | IPOTUBONOKA3aHO (cm.
pasnen 4.3.).
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st kS
3a  momaeneHns  wm3opepmenta | CYP3AHSEATEIEALL TS UUUS]
aTa3aHaBUPOM.

bnoxamopul kanvyuesvlx KaHai08

Benpuann AtazaHaBup He cieayer mpuMeHsTh B | OJHOBpeMEHHOe
KOMOHMHAIIMHU C JIGKAPCTBEHHBIMHU Iperapatamy, | IpUMEHEHHe ¢ OenpuaniIoM
SIBISIIOIIMMUCS ~ cyOcTparaMu  M30(epMeHTa | POTUBOIIOKA3aHO (cMm.
CYP3A4u pasnen 4.3.).
UMEIOLUMU Y3KUH TEPaneBTUYECKUI UHIEKC.

Huntuazem, 180 mr AUC muntuazema 1125 % (1109 % 1141 %) PexomennoBano

OJIMH pa3 B CYyTKU
(arazanasup, 400 mr
OJIMH pa3 B CyTKH)

Crax muntuasema 198 % (178 % 1119 %)

Chmin quntuazema 1142 % (1114 % 1173 %)
AUC pezanermi-gunrtuazema 1165 % (1145 %
1187 %)

Cmax nesamerwn-munituazema 1172 % (1144 %
1203 %)

Chmin nesaunermn-muntuazema 1121 % (1102 %

MePBOHAYAIILHOE CHIKCHHE
nmo3e!l gunTrazema Ha 50 %
C TIOCJIEAYIOLIEN TUTpanuen
B 3aBUCUMOCTHU OT
HEO0OXOIUMOCTH U
nokazareinen JKI'.

1142 %)
3HaYMMOro  BIUSIHUSIT ~ HAa  KOHIIGHTPAIUU
aTazaHaBUpa HE 3apErNCTPHUPOBAHO.
Ormeuanoch  yBeTMYEHHWE  MaKCHMAaJbHOTO
nHTepBaia PR 1o cpaBHeHUIO ¢ MOHOTepanuen
aTazaHaBUPOM.
OnHoBpeMeHHOE MIPUMEHEHHU e
aTa3aHaBUPA/PUTOHABUPA HE N3YUYCHO.
MexaHu3smM  B3aMMOJCHCTBUS  JMITHa3eMa/
aTa3zaHaBUpA COCTOUT B [IOJABJICHUH
modepmenta CYP3A4.
Bepamammn ChIBOPOTOUHBIE  KOHIIGHTpanuu Bepamamuia | Ciuemyer coboIaTh
MOI'YT HOBBIIIATHCS M10]] BIMSHUEM aTa3aHABUPA | OCTOPOKHOCTD npu
B CBs3M ¢ TTomaBiienneM uzopepmenta CYP3A4. | mpuMeHEHHH  BeparaMmia
OJHOBPEMEHHO c
aTa3aHaBUPOM.
KOPTUKOCTEPOMAbI
dnyTHKa3zoHa VYpoBau (aytuka3zoHa nponuoHaTta B IuiazMe | OIHOBpeMEHHOE
MIPONHMOHAT KPOBU 3HAYMTEIbHO IOBBILIAJIMCH, TOrJa Kak | IPUMEHEHHE aTa3aHaBupa/
HMHTpaHa3aIbHO, BHYTPEHHHE YPOBHU KOPTH30JIa CHID)KAINCh | pUTOHaBUpa M JaHHBIX
50 Mkr yerbipe paza B | mpumepHo Ha 86 % (90 % A 82 %—89 %). Ilpu | riItOKOKOPTUKOHIOB HE
CYTKHU B TEUCHHE WHTAJSIIMOHHOM — NPUMEHEHUH  (IyTHKa30HA | PEKOMEHI0BAHO, 3a
7 nHeill (puUTOHABHp, | IPOMMOHATA OXKHIAETCS Ooliee BBIPAKEHHBIA | UCKITIOYEHUEM CIIy4aes,
karcynel, 100 mr nBa | apdekt. Y manueHToB, MOMydaBIINX PUTOHABUD | KOTA MOTEHIUAIbHAS
pas3a B CyTKH) u (payTHKa3zoHa MPONMOHAT MHTAJSIUOHHO WM | TOJIb3a Tepanuu
HMHTpaHa3aJbHO, OBUIM OTMEUYEHBl CHCTEMHBIC | IIEPEBEIINBACT pHCK
KOpTHKOCTepouaAHble 3()(EeKTsl, B TOM 4YHCIE | Pa3BUTHS CHUCTEMHBIX
cunapoM KymwmHra u mnongaBieHue (YHKLUHMU | KOPTUKOCTEPOHIHBIX
HaJIIOYEYHUKOB,  TaKue  sBIeHHWS  Taoke | addexros (cM. pazmen 4.4.).
BO3MOXKHBI npu NPUMEHEHUN npyrux | Caenyer paccMoTpeTh
KOPTHKOCTEPOUAOB,  METAa0OMU3UPYEMBbIX  C | CHUXKEHHUE JI03BI
yuactueM  uzodepmenta, P450 CYP3A4, | riarokokopTukouaa Ha (oHe
Hanpumep, OynecoHuaa. BnusiHue BBICOKOH | TIIATEIBHOTO KOHTPOJIS
CHUCTEMHOM  9SKCHO3MIMM  (IIyTHKAa30Ha Ha | MECTHBIX M CHCTEMHBIX
YpOBEHb pHUTOHAaBMpa B Iula3Me KpoBU B | 3¢dexTos, a TaKKe
HACTOsILIee BpeMsi HEM3BECTHO. MeXaHu3M | Mepexon Ha JIpyroi
B3aMMOJICUCTBUSI ~ COCTOMT B  TOAABICHUH | TIIOKOKOPTHKOU]I, HE
nzodepmenta CYP3A4. ABIISIIOIIMICS  cyOcTpaToM

n3odepMeHTa CYP3A4

(Hampumep,
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O AR R ToRaRD

TOTO, B cirydae
HpeKpaIeHus npremMa
TJIFOKOKOPTUKOUIOB MOXKET
noTpedoBaThCs

MOCTEMCHHOE  CHIDKCHHUE
JO3bI B TCUCHUC

JUTHTEIIBHOTO MTEPUO/IA.

IPEKTUJIBHAA JUCOYHKIMUA

Uneubumopwr @J{3-5

Cunpuenadui, Cunpenadun, Tamamapun u  BapaeHaduiu | [larpeHToB HEOOXOUMO
Taganadu, METabOJIM3UPYIOTCS C ydacTHeM H30(epMeHTa | MpeaynpeanuTh O TAKHX
BapeHaduI CYP3A4. OpHoBpeMEHHOE TIPUMEHEHHE C | BO3MOXKHBIX
aTa3aHaBUPOM MOXKET MOBLIIATH KOHLICHTPAUN | HEKEIATCIIbHBIX PCaKIUAX
UHTHOUTOpPA DJ13-5 u YCUJIUBATh | IIpU [IPUMECHEHUU
HEeXKeNnaTelnbHble  sIBJICHUS,  0OyciioBiieHHble | nHTHOMTOpoB @DJ1D-5 B
®J[3-5, BKIIOUAs apTEpUAbHYIO TUIOTCH3UIO, | OTHOMICHUU 3PEKTUIHHOU
HapyIIeHUs] 3pEHHs] W TpHanu3M. MexXaHusM | TUCOYHKIUH
JaHHOI'O B3aHMO}IeI71CTBPI§I COCTOUT B | OJHOBPEMEHHO C
nonasiaeHun uzopepmenta CYP3 A4, aTa3aHaBUPOM (CM. paszzien
4.4.). JlomomauTeTHEHAS
UHpOpMAITHSI
OTHOCHUTEIHHO
OJTHOBPEMEHHOT O
TIPUMEHEHHS aTa3aHaBUpa U
cuieHaduIa TaKKe
TpencTaBiicHa B TaOiHIC B
pazzene «Jlerounas
apTepuaibHas
THIIEPTEH3UY.
HPEITAPATBHI PACTUTEJIBHOI'O ITPOUCXOXKJAEHUS
[Ipenmapater  3BepoOost | OgHOBpeMEeHHOE  TIpUMEHeHHe  mpernapatoB | OXHOBpEeMEHHOES
MIPOABIPSIBIIEHHOTO 3Bepo0osi TPOABIPSIBIEHHOTO C aTa3aHAaBUPOM | MPHMEHEHHE aTazaHaBUpPa U
(Hypericum perforatum) | MoeT NpUBOANTH K BBIPAYKEHHOMY CHIDKCHHIO | MPEMapaToB, COMCPIKAIINX
YpOBHSI aTazaHaBUpa B TuiasMe KpoBu. Taxoit | 3Bepoboii
ekt Moxer OBITH OOYCIOBIIEH WHIYKIHEH | MIPOABIPSBICHHBIN,
m3opepmenta CYP3A4. CymectByeT pHCK | TPOTHBOIIOKA3aHO.

MOTEPH TepareBTHIecKoro dhdexra u pa3BUTHS
pe3uctenTHocTH (cM. pazzaen 4.3.).

I'OPMOHAJIBHBIE KOHTPALEIITHUBbI

OTUHUIACTPAINOI,
25 MKT + HOprecTumaT
(arazamaBup, 300 w™r

OMH pa3 B CYTKH H
putonasup, 100 Mmr onux
pa3 B CyTKH)

AUC stuammerpaauona [19 % (125 % |13 %)
Crnax sTHIIACTpaanona |16 % (126 % |5%)
Chin aTrEHIIDCTpaanona |37 % (145 % |29 %)
AUC Hoprectumata 185 % (167 % 1105 %)
Crax HOprectumata 168 % (151 % 188 %)

Cmin HOprecTumara 1102 % (177 % 1131%)
XOTs KOHIIEHTpAIUs STHHIIIDCTPAINOIIA
MOBBIINIAJIACH TIPH TPUMEHEHUW OIHOTO JIUIIIb
aTazaHaBupa, B CBs3u c noaasineHueM YI'T u
n3odepMeHTa CYP3A4 aTa3zaHaBUPOM
CyMMapHOe JICHCTBUE aTa3aHaBHpa/pUTOHABHpA
MIPUBOUT K CHIDKEHHIO YpOBHS
STUHWIACTPANONIA  H3-32  WHAYIUPYIOIIETro
JIEHCTBUS PUTOHABUDA.

VYBenuyeHue HKCHO3UIUMU TPOreCTUHA MOMKET
MIPUBOJIUTH K COIYTCTBYIOIIMM HEXKEIaTeIbHbIM

pCaKkiusIM (Haan/IMep, PE3UCTCHTHOCTHU K

[Ipu npumeneHuu
NepopasIbHBIX
KOHTPALIENTHBOB C
aTazaHaBUPOM/
PUTOHABUPOM
PEKOMEH Ty eTCs
CoJiep)KaHue B
epopaibHOM
KOHTpAaLENTHBE KaK
MHUHUMYM 30 MKT
STUHUIJIICTPAIUONA u
cTporoe coOuoieHne
nanueHTaMu pexuma
npreMa KOHTpalenTHBa.
OnHOBpEMEHHOE
pUMEHEHHE
aTa3aHaBUPa/PUTOHABUPA C
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AV ik | FopMonaTL B

WHCYJINHY, JCTIMITUACMUA
KPOBSIHUCTBIM ~ BBIJICNICHHAM), TEM CaMbIM | KOHTpalenTHBaMU Win
Hapymasi KOMIJIAeHTHOCTb. nepopaibHbIMU
OTUHUIACTPATHOIN, AUC stunmmaerpaguona 148 % (131 % 168%) | KOHTpanenTuBamH,
35 Mkr + HOPITHHAPOH | Cmax aTMHIIACTpamuona T15 % (|1 % 132 %) coJiepKaIuMu
(arazanaBup, 400 w™r | Cpin oTHHHIACTpaguona 191 % (157 % 1133 %) | IpOrecToreHsl, HE CuUuTas
OJIMH Pa3 B CYTKH) AUC nopatunapona 1110 % (168 % 1162%) HOprecTumara, HE
Cmax HOpaTHHAPOHA 167 % (142 % 1196 %) M3y4aoch.
Cmin HOpaTHHAPOHA 1262 % (1157 % 1409%) [Tosromy TaKOro
VYBenuueHne HKCIO3UIMH TPOTeCTHHA MOXKET | IPUMEHEHHUs crenyer
IPUBOIMTH K COMYTCTBYIOIINM HEXEIaTenbHbIM | H30erath. PekoMeHnmyercs
peakuusM  (HampuMmep, PE3UCTEHTHOCTH K | UCIIONIL30BATh JIpyTOii
WHCYIIUHY, JIICIIAITUIEMHH, aKHE U | HaJeXKHBII METOJT
KPOBSTHUCTBIM ~ BBIJICTICHUSIM), TEM  CaMbIM | KOHTPALEIIHH.
Hapymasi KOMIJIAeHTHOCTb.
JUIMUA-MOANPULHUPYIOIINUE MPEITAPATBI
Uneubumopwr ' MI™-KoA pedyxmaszol
CuMBacraTi Merabonu3M cHMBAacTaTHHA W JioBacTaTwHAa B | OMHOBpEMEHHOE
JloBactaTuH 3HAYUTEIHbHON CTETIeHH 3aBUCHT OT | IPUMEHEHHE CUMBACTATHHA
mopepmenta CYP3A4, wm OmHOBpEMEHHOE | WM JIOBACTAaTHHA C
MIPUMEHEHHE C aTa3aHABHUPOM MOKET IIPUBECTH K | aTa3aHaBHPOM
MOBBIIIIEHNIO UX KOHIIEHTPAIINH. MIPOTHUBOITOKA3aHO B CBSI3U C
YBEITMYECHHEM pucka
Pa3BUTHS MHOITATUH, B TOM
qucie padmommonusa (cwm.
pasmen 4.3.).
AtopBacraTuH Puck pa3BUTUS MHONATUH, BKitouas | He pekomennoBaHo
pabIoOMHONIN3, MOMKET TaKKe IIOBBILIATHCS HA | OAHOBPEMEHHOE
¢doHEe TpPUMEHEHHS AaTOpPBACTATHHA, TAKKEe | MPUMEHEHHE
MeTa0OoIU3UPYEMOro C ydyacTHeM H30(epMEHTa | aTOpBACTATUHA C
CYP3AA4. atazaHaBupoMm. Eciu
HPUMEHEHUS
aTopBacTaTHHA
HEBO3MOXKHO n30eXKaTh,
cienyer IPUMEHATh
MHUHHMAJIbHYIO BO3MOXKHYIO
JI03y aTOpBacTaTHHA C
TIIATESIBHBIM ~ KOHTPOJIEM
0e30macHOCTH
(cMm. paznen 4.4.)
[IpaBacraTtun Hecmotpst Ha orcyrcTBHe cooTBeTcTBYtomuX | Cinemyer coOFOIaTh
dnyBacTaTuH HCCIICIOBaHMH, BO3MOXKHO MOBBIILICHUE | OCTOPOKHOCTb.
9KCIO3UIMH NpaBacTaTuHa U (hyBacTaTUHA IpU
OJJHOBPEMEHHOM NPUMEHEHUU C MHTHOUTOpaMu
nporeasbl. [IpaBacTatun He MeTabOIM3UPYETCs
nzodepmentom CYP3A4.
@dnyBacTaTUH  YacTHYHO  METa0ONIM3UpYeTcs
nzodepmentom CYP2CO.
Hpyeue aunud-moouguyupyrowue npenapamoi
JlomuTanuyg Merabonu3M JOMUTaNUAa B 3HAYUTENbHOW | OJHOBpEMEHHOE

crenenn 3aBucHT oT uzodepmenta CYP3A4, u
OJTHOBPEMEHHOE ITPUMEHEHHUE C aTa3aHABUPOM U
PUTOHABUPOM MOXKET MPHUBECTH K IOBBIIIEHUIO
€ro KOHLIEHTpaL1H.

MMPUMCHCHUC JIOMUTAIINAA U
aTa3aHaBHpa C

PUTOHABUPOM
MIPOTUBOITOKAa3aHO M3-3a
MOTEHIUAIEHOTO pucka
3HAYUTEITBHOIO

23




o P W B ol

COOTBETCTEYET 3IKCNEFPTHOMY OTYETY
ot 12.0

e v
02 2026 N2 2553

(MO E AT O A0

TpaHCAaMHHa3 U
renaToTOKCHYHOCTH
(cM. pazgen 4.3.).

HHT AJIAINIMOHHBIE BETA-AT'OHUCTbI

Canmerepon OnHoBpeMeHHOE MpPUMEHEHHE C arasaHaBupoM | OJTHOBpEMEHHOE
MOYKET TOBBIIIATH KOHIIEHTPAIMH cCaJIMETepojia U | IPUMEHEHHE CaIMeTepoia
YCUJIMBATDh HCKCIIATCIIbHBIC ABJICHUA, CBA3AHHLIC | U aTa3aHaBHUpa HC
C caJIMETEePOIIOM. PEKOMEHTOBaHO
MexaHu3M B3aMMOJCHCTBUSL 3akiodaercs B | (cM. pasnen 4.4.).
IIOJaBJICHUU u3zodepMeHTa CYP3A4
aTa3aHaABUPOM W/WJIK PUTOHABUPOM.
OIMnuon bl
Bynpenopdun, oaun AUC o6ynpenopduna 167 % OHOBpEMEHHOE
pa3 B CyTKH, Crax 6ynipenopduna 137 % MIPUMEHEHHE C
cTaOusIbHas Cmin Oynipenopguna 169 % aTa3aHaBUPOM u
OJIIeP KUBAOIIAS AUC nopoynpenopguna 1105 % PUTOHABHUPOM Tpebyer

no3a (aTazaHaBHp,
300 mr omuH pa3 B

Crax HOpOympeHopguHa 161 %
Chin HOpOyTIpeHopduna 1101 %

MIPUCTATBHOTO HAOJIIOICHUS
JUIS BBISIBJICHUS

CYTKH C PHUTOHAaBHPOM, | MeXaHNU3M pa3BUTHS JIAHHOTO B3aWMOJICUCTBHSI | CEIaTUBHBIX u

100 mr omumH pa3 B | coctouT B noaasieHnu uzodpepmeHToB CYP3A4 | KOTHUTHBHBIX AP (EKTOB.

CYTKH) n UGT1AL. Mooxer nmotpedoBaThCs
KonmenTpanuu  arta3zaHaBupa  (BMecTe  C | CHHIKCHHE J103BI
PUTOHABUPOM ) U3MEHSIJICh HE3HAYUTEIBHO. OynpeHopduHa.

MeranoHn, ctaOuibHas 3HauMMoe BIMSHHUE Ha KOHLIEHTpaluu MerajoHa | IIpu OJHOBPEMEHHOM

TOJJICPKIBATOTIAS
no3a (aTazaHaBHp,
400 MT ofwH pa3 B

CYTKH)

HE OTMEYajoCh. YUWTHIBAs, UTO HU3KUE JIO3BI
putonaBupa (100 mMr mBa paza B CyTKH) HE
OKa3bIBAIOT 3HAYHMOTO BIHSIHUS Ha
KOHIICHTPAIMH METaJIoHa, COTJIAaCHO
MMEIONMMCSl  JTAaHHBIM, B3aUMOJCHCTBHE TpH
OJTHOBPEMEHHOM NPHUMEHEHUU METJIOHA C
aTa3aHABUPOM HE OXKHUJIACTCSl.

MPUMEHEHUH METajioHa ¢
aTa3aHaBUPOM  KOPPEKIIUU
TTO3BI HE TpeOyeTCsl.

JIETOYHASA APTEPUAJIBHAS 'MIIEPTEH3UA

Hneubumopor @J/[2-5

Cunnenaduin OmHoBpeMeHHOE TIPUMEHEHHE C aTa3aHaBUpOM | bezomacHas u 3pdexTuBHAS
MOXKET IIOBBIIIATh KOHLEHTPAaLMU MHIHOMTOpa | Ho3a  cuiaeHaduia B
®JI1D-5 u ycunmBaTh HeXeNnaTenbHbIC SBICHUS, | KOMOWHAIIUU C
00yCIIOBIIEHHBIC WHTHOWUTOpaMH ®J1D-5. | aTazaHaBUPOM IpH JICUCHUT
MexaHu3M B3aUMOJAEHCTBHSI 3aKIIIOYAETCSl B | JIESTOYHOM  apTepuaibHOU
[O/IABJICHUU n3odepMeHTa CYP3A4 | runepreH3uu HE
aTa3aHAaBUPOM U/WJIN PUTOHABUPOM. yCTaHOBJICHA.
Cunpnenadun,
MPUMEHSIEMBIH 17151 JICUCHUS
JIETOYHOM  apTepuajIbHOU
TUIIEPTEH3HH,
MIPOTHBOIIOKA3aH (cm.
paznen 4.3.).
CEJATHUBHBIE ITPEITAPATBI
benzoouazenunol
Mupazonam Mpupazonam U TpuazoiaMm Meradbonusupyrorces ¢ | OJTHOBpeMEHHOe
Tpuraszonam akTUBHBIM YyuactueM wu3odpepmenta CYP3A4. | npumeHeHue arazaHaBupa ¢

OnHOBpeMEHHOE MPUMEHEHUE C aTa3aHaBUPOM
MOXKET IPUBOJIUTH K BIPAXKCHHOMY YBEINYEHUIO
KOHIISHTPAIMH JJAHHBIX OSH30/IMa3EITIHOB.
UccnenoBanus B3auMoneidcTBUM aTazaHaBUpa C
OCH30/IMa3eMHAMI HE POBOJINIIH.

TPHUA30JIAMOM HITH
MU 1a30J1aMOM JUTS TTpUeMa
BHYTPb MPOTHBOIMOKA3aHO
(em. pasmen 4.3.), a mpu
MPUMEHCHUY aTa3aHaBUpPa
BMECTE C TAPEHTEPATIHbHBIM
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Cormtacto s@nbvM 110 Apyfm_unrho/opair i domh oM 1pebyeror =

mopepmenta CYP3A4, oxwupmaercs, 4YTO | COONIOIATH OCTOPOIKHOCTD.
KOHIISHTpAI[MK MHU1a30/1aMa B 1iia3me kposu nipu | [Ipu npumenenuun

ero npueMe BHyTPb OYyT CYIIIECTBEHHO BhIIIIC. | aTa3aHaBUPA C

JlaHHBIE O CONYTCTBYIOIIEM TIPUMEHCHUU | MMapeHTEpaIbHBIM
NapeHTepalbHOr0 MHUAa30JlaMa C  JIPYTUMH | MHAJAa30J1aMOM JICUeHHE
UHTUOUTOpPAMH TIPOTEa3bl CBUJCTEIBCTBYIOT O | CIICAYET  IMPOBOJWTH B
BO3MOKHOM 3—4-KpaTHOM YBEJIMYCHUU YPOBHS | OTACICHHM  WHTCHCUBHOMU

MHJ1a30JIamMa B I1JIa3ME KPOBHU. Tepanuu (OUT) WIn
AHAJIOTUYHOM OT[ICIICHUM C
obecrieueHUuEM
MIPUCTATBHOTO
KIIMHUYECKOTO KOHTPOJS U
COOTBETCTBYIOIIETO

MEJIMIIMHCKOTO JIEYEHHUS B
CJlyyae YTHETEHUS JIbIXaHUs

A/umm JUITMTEILHOM
Ce/Ialnu. Crnenyer
paccMOTpeTh  KOPPEKITHIO
JTO35I MHa30j1ama,
0COOEHHO MPH MTPUMEHEHHUH
OJIHOKPAaTHOM O3BI
MHa30J1ama.

JleTy ¥ HOAPOCTKU

I/ICCJ'ICIIOBaHI/IH 10 OLICHKE BSaHMOHCﬁCTBHﬂ IIPOBOJAUIIN TOJIBKO C YU4aCTHEM B3POCJIbIX MalMCHTOB.

4.6. ®epTUIBLHOCTH, 0EPEMEHHOCTD U JJAKTALMS

bepemeHHOCTH

ATazaHaBUp JOJDKEH NPUMEHSATHCS NpU OEPEeMEHHOCTH TOJIBKO €CIM MOTEHIHUAlbHAs MOJb3a
MIPUMEHEHUS] Y MaTePH MIPEBBILIACT MOTEHIIMATBHBIA PUCK JUIS IJI0/1a. Y MEPEHHBIN 00beM JaHHBIX Y
oepeMeHHbIX skeHIIHH (0T 300 10 1000 ucxon0B 6epeMEHHOCTH) MOKa3aJl OTCYTCTBHE TOKCUYHOCTH
aTazaHaBUpa B BHUJE MOPOKOB pa3BUTUA Y Iuioaa. MccienoBaHuss Ha >KMBOTHBIX HE MOKa3alld
MIPU3HAKOB TOKCUYHOCTH B OTHOIICHUU PETPOTYKTUBHOM CUCTEMBI.

JlakTanus

ATaSaHaBI/Ip O6H8.py>KI/IBaJ'IC$I B I'pyAHOM MOJIOKC, 4YTO IOATBCPKACHO AAHHBIMU HCCJICAOBAHUA HA
KpbICax. Hetr nmanHHBIX O BIMSHUH aTa3aHaBUpa Ha CCKPCUHHUIO T'PpYAHOI'O0 MOJIOKA. B cBsa3u ¢
BO3MOXXHOCTBIO IICPCAadn BHY ot MaTCpHu K pe6eHKy C MOJIOKOM, a TAaKXX€ BBUAY PUCKA PA3BUTHS
CCPBC3HBIX HCKCIIATCIIbHBIX PCAKIHUAX Y pe6eHKa, KOPMUTD I'PYABIO IIPpU HPUMCHCHUU IIPCIIapaTa HE
PCKOMCHAYCTCA.

DepTUabHOCTE

B NOKIMHMYECKHX HCCIEAOBAHUAX BIIMSHUS aTa3daHaBHUpa Ha (bepTI/IJIBHOCTB u 3M6pI/IOHaJ'IBHOG
Pa3BUTUC aTa3aHABUP U3MCHSII 3CTp8.J'ILHbII>i [UKJI, HC BJIUAA TIPHU 5TOM Ha (bepTI/IJ'ILHOCTb.

4.7. BiusiHue Ha CHOCOOHOCTH YNPABJAATH TPAHCIOPTHBIMU CpeACTBAMH U padoraTh C
MeXaHU3MaMHu

CHGHI/IEU'ILHLIX HCCIIEAOBAHUM 10 HU3YUYCHHIO BJIMAHUSA aTa3daHaBHpa Ha CIIOCOOHOCTh YIIPAaBJIATH
TPAHCIIOPTHBIMHU CPECACTBAMHU U pa6OTaTB C MCXaHNU3MaMH1 HC MPOBOJUJIOCE.

Bo BpEMs JICUCHUSA aTa3aHABUPOM OBLIM OTMEYEHBI CJIydau roJIOBOKpPYKCHUH.
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4.8. HewxeaTeJibHbIE peaKIuu

Pesrome npoduiist 0€301aCHOCTH

be3onacHOCTh aTa3zaHaBUpa OIICHMBAIM B COYETAaHUM C JIPYTUMH aHTUPETPOBUPYCHBIMU
JIEKapCTBEHHBIMH TIPETapaTaMu B X0€ KOHTPOJIUPYEMbIX KIMHUYECKUX UCCIIEIOBAHHUMA C y4acTHEM
1806 B3pocCIBIX MAMEHTOB, MOIYYaBIINX JIEYEHUE aTa3aHaBUpoM B j103¢ 400 Mr o/iMH pa3 B CYTKH
(1151 maumeHT, cpeaHsst NPOJAOLKUTENBHOCT 52 HENENU U MaKCHUMallbHas IPOJOJKUTEIbHOCTh
152 nenenun) wnm arazanaBupoMm B o3¢ 300 mr ¢ putoHaBupom B mo3e 100 Mr onuH pa3 B CyTKH
(655 nmanmeHTOB, CpedHss MPOAODKUTEILHOCTh 96 HEenb U MaKCUMaJlbHAsl MPOJIOKUTEIBHOCTD
108 nenenp).

HexenarenpHble peakny PEerUCTPUPOBAIH C COMOCTABUMON YAaCTOTON y MAIMEHTOB, TMOTyYaBIINX
JedyeHne arazaHaBupoM B a03e 400 Mr oiuH pa3 B CyTKH, M y MallMEHTOB, NOJIYYaBIIUX JEUECHUE
aTazaHaBupoM B 7103¢ 300 Mr ¢ putoHaBUpoM B n03€¢ 100 Mr oMH pa3 B CYTKH, 32 UCKIIOYCHHEM
JKCJITYXU U MOBBIIICHUA KOHICHTPAIlUN O6HICFO 6I/IJ'II/Ip}I6I/IHa B IJIa3M€ KPOBH, KOTOPBIC BCTPCHAIINCH
qJame nmpyu NpuMCEHCHU N KOM6I/IHaHI/II/I aTa3aHaBUpa U pUTOHaBHpa.

VY nanueHToB, MOJy4YaBIIMX JIedeHUE arazaHaBupoM B no3e 400 mMr oaMH pa3 B CyTKM WIH
atazaHaBupoM B 103e 300 mr ¢ putoHaBrpoM B 103€ 100 Mr oiMH pa3 B CYTKH, UCKITFOUUTEIbHBIMA
HeXeJlaTeIbHBIMU peaklUsIMU JTI000H CTENEHU TSHKECTH, O KOTOPhIX CO00IIanoch OYeHb 4acTo, 1o
KpailHEe Mepe, C BO3MOXKHOM CBSI3bI0 CO CXEMaMH, COJCPKAIMMMHU aTa3aHaBUP M OJUH WIIU
HECKOJIbKO HYKJIE€O3UIHBIX/HYKICOTUIHBIX HHTHOUTOPOB 00paTHO TpaHckpunTtassl (HHUOT), 6bu1m
tommHOTa (20 %), muapest (10 %) wm xentyxa (13 %). Y manweHTOB, MOJYYaBIIMX JICUEHUE
aTazaHaBupoM B 03¢ 300 mr ¢ puroHaBupom B 03¢ 100 Mr, yactoTa pa3BUTHUS KEATYXU COCTaBUIIA
19 %. B 0onbIIMHCTBE CIy4aeB >KEITYXY PErHCTPUPOBAIM B MEPUOJ OT HECKOJbKUX IHEH 10
HECKOJIbKUX MECSIIEB Toce Havasa jedeHus (cM. pazzaen 4.4.). B nmepuoa moctperucTpaimoHHOTO
HaOMIOACHUST OBUTM  3apEeTUCTPUPOBAHBI CIydad XpOHHMUYECKOW Oone3nn modyexk y BHY-
MH(QULIMPOBAHHBIX MAllMEHTOB, MOJIYYAIOUIMX aTa3aHaBUp C PUTOHABUpOM uiau 0Oe3 Hero. B
KpyIMHOMAcIITaOHOM, TPOCIIEKTUBHOM, HAOMIONAaTEILHOM  HCCIAEAOBAaHMM OblJa  TIOKa3aHa
B3aMMOCBSI3b MEXIY YBEITMUCHUEM YaCTOThI Pa3BUTHS XPOHUUYECKOM 00I€3HN MOYEK U COBOKYITHOM
sKcro3uiuel artazaHaBupa/putoHaBupa y BUY- uHUUIMPOBAHHBIX MallMEHTOB C H3HAYaJIbHO
HopMmasibHOM pCK®. Takyro B3aMMOCBS3b HAOMIOJIATM HE3aBUCHMO OT AIKCIIO3HUIIMH TEHO(OBHUpPA
nu3onpokcuia. Tpebyercs peryasipHblil KOHTPOIb (GYHKIMH MOYEK Yy MAlMEeHTOB Ha MPOTSHKEHUU
Bcel Tepanuu (cM. pazzaen 4.4.).

TabanuHoe pe3roMe HeKeNaTeNbHBIX peaKIui

YacToTa BCcTpeuaeMOCTH OIpeieieHa CIeYIOIUM 00pa3oM: oueHb yacto (>1/10), gacto (>1/100, Ho
<1/10), nevacro (>1/1000, HO <1/100), peaxo (=1/10000, Ho <1/1000), ouenp penko (<1/10000),
9YacTOTa HEeM3BeCcTHA (HAa OCHOBAaHWU WMEIOIIMXCS JIAHHBIX OIIGHUTh HEBO3MOXKHO). B mpemenax
Ka)JIO¥ IPYIIIBI YaCTOTA BCTPEYAEMOCTH HEXKEIIATEIbHbBIX PEaKIMid YKa3aHa B MOPSIIKE YMEHBIICHUS
CephEe3HOCTH.

HesxenarenbHble peakiuu CTPYMITUPOBAHBI B COOTBETCTBUU C TIOPSIKOM Ha OCHOBAHUHM CHUCTEMHO-
opransbix knaccoB (COK):

Tab6mnuma 3.
Hapywenusi co cmoponsi ummyHHOU | HEUACTO: TUIIEPYYBCTBUTEIBHOCTD
cucmemul
Hapywenus memabonuzma u numanus | HE4acCTO: CHIDKEHHE MacChl Tella, YBEIMYEHHUE Macchl Tena,
AHOPEKCHs, MOBBIICHHE alllIETUTA
Tcuxuyeckue napyuienus HEYacro: Jernpeccus, JIe30pUEHTaLNA, TPEBOXKHOCTb,
0ecCOHHMIIA, HAPYILIEHHE CHA, HEOOBIYHbIE CHOBUICHUS
Hapywenuss co cmoponsvt HepgHoti | 4acTo: TONIOBHAs OOIb;
cucmemul HeuacTo: nepudepuueckas Helponarus, 0OMOpOK,
aMHe3Usl, TOJIOBOKPYKEHHE, COHIIMBOCTD, AUCTEB3US
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Hapywenuss co cmoponsi opeana | 4acTo: MOXKENTE

3penusl

Hapywenus co cmoponul cepoya 4acTo: JBYHAIpABJIEHHAS JKEIyJ0YKOBas TaxXUKapAUs'; PeaKo:
yaauHenne uaTepsana QT?, orek, olyleHue cepaueouenus

Hapywenus co cmoponul cocydos HEYACTO: apTepuaIbHas TUIePTEH3U

Hapywenus co CMOpOHbl | HEYACTO: OIBIIIIKA

ObIXAMENbHOU — CUCeEMbL,  OP2AHO8
2PYOHOU KIemKU U CPedoCmeHust
Hapywenusi co cmoponwl diceny0ouno- | 4acto: pBoTa, Auapesi, 00Jb B )KUBOTE, TOLIHOTA, TUCIICTICHS,

Kuuleunozo mpakma HEYaCTO: IMaHKPEATHT, TaCTPUT, B3IyTHUC KHBOTA, a(TO3HBIN
CTOMATHT, METEOPU3M, CYXOCTh CIU3UCTONW OOOJIOYKH TOJOCTH
pra

Hapywenus co cmoponsl neyenu u | 4acTo: KeNTyxa;

JHCENUEBbIBOOAUUX NYymeli HEYacTo: TeMaTuT, JKeTYHOKaMEeHHas 00JIe3Hb?, XomecTas?;

PEIKO: TenaToCIIEHOMETANIUS, XOIEHUCTHT

Hapywenuss co cmoponvl Kodcu u | 4acTo: ChIIlb;

NOOKOJHCHBIX MKAHEll HEYacTo: MyIbTH(POPMHAS dpUTEMA™’, TOKCHUYECKHE KOXKHBIC
eichimanns®™®, DRESS-cunmpom®®, anrmoneBpornaeckuii otex?,
KpaIluBHUIIA, aJIONENHs, 3Y/I;

penko:  cumapom  CruBeHca-J[KOHCOHA®?,  BE3HKYIE3HO-
OyJuIe3Hast ChIllb, YK3€Ma, PACIIMPEHHE COCY/I0B

Hapywenust co cmoponvl mbluieynoll, | HeY4acTo: MBIILEYHast aTpOQust, apTPAITHSL, MAAITHS;

KOCMHOU U COCOUHUMENbHOU MKAHU PEIKO: MUOTIATHS
Hapywenuss co cmoponbl nouexk u | HEYacTO: MOYeKaMeHHas OOJE3Hb®, TeMaTypusi, MPOTEHHYpUS,
MOUEBbIBOOSAUWUX NYymell MOJUTAKUYPHSI, HHTEPCTHIMAIBHBIA  HEPPUT, XPOHUYECKAs

6oJIe3Hb MOYeK’,;

peaKo: 00JIb B 00JIACTH TTOYEK
Hapywenus co CMOPOHbL | HEYACTO: THHEKOMACTHUS
PenpooyKmuBHoU cucmembl u
MOTOUHBIX Jicee3

Obwue napywenust u peakyuu @ Mecme | 4acTo: yTOMIISIEMOCTb;

66edenUs HeyacTo: 00Jb B TPy, HEOMOTaHKE, INXOPAJIKa, aCTCHUS;
peJIKO: HapyIIeHNEe TIOXOJIKH

@ JlaHHBIE HEXeNaTeNbHble PEeaKMH BBIABICHBI B XOAE MOCTPETMCTPALMOHHOI'O HAOJIOACHHUS, ONHAKO MX YacTOTY
OLICHUBAJIM Ha OCHOBE CTATUCTHYECKUX PACUeTOB, UCXOIS M3 OOLIEro Yuciia MalleHTOB, IPUHAMABIINX aTa3aHaBHD, B
PaHIOMH3UPOBAHHBIX KOHTPOJIUPYEMBIX M JPYIUX AOCTYIHBIX KIMHUYECKUX HCCleAoBaHmIX (n = 2321).

b Jlst momydeHus opo6HON HHPOPMAIIKE 0OPATHTECh K OMHMCAHHMIO OT/ETBHBIX HEKENaTeIbHbIX PeaKIlHii.

OnucaHue OTACABHBIX HEKEIATEIbHBIX PEaKIIUM

Y BUY-unpUIIMpoBaHHBIX MAIUEHTOB C TsDKETbIM UMMYHoaeduiutoMm B Hayane KAPT Bo3moxxHO
pa3BUTHE BOCHAIUTENBHON PEaKIMH Ha OECCUMIITOMHBIC MM OCTATOYHBIE OMMOPTYHUCTHUECKHE
nHpeknnu. AyTouMMYyHHBIE 3a00JieBaHus (Takue kak 00Je3Hb ['peliBca 1 ayTOMMMYHHBIN FENaTHT)
Tak)ke ObUTH OTIHCAHBI, OJTHAKO BpeMs WX TMOSBJICHUS BapbUpOBajo B OoJiee MUPOKUX Mpeaenax, u
OHH MOTJIU BO3HHKATh Ye€pe3 MHOTO MECSIIEeB MOCIIe Havaja Tepanuu (cM. paznen 4.4.).

Ocmeonexpos

Coobmanoch 0 ciaydasx OCTEOHEKpO3a, B OCOOCHHOCTH Yy MAIMEHTOB C MOJTBEPXKIACHHBIMU
dakTopamu pucka, noszaHed cragued BUY-undexkumm u npu anurensHoit KAPT. Yacrora
BCTPEYaEMOCTH NOJOOHBIX SBJICHUN HEU3BeCTHA (cM. pasnen 4.4.).

Memabonuweckue noxkazamenu

Bo BpEMA aHTHpCTPOBHPYCHOﬁ TCpaIlluu MOIKET Ha6J'IIO,Z[aTLC$I YBCIIMYCHUC MaACChl TElIa H
IIOBBIIICHUC KOHI_IeHTpaI_II/Iﬁ JIMIIUJOB U TJIFOKO3bI B KPOBU (CM. pa3aci 44)

Cuinw u cea3aunbvie ¢ Hell CUHOPOMbL
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CTCIICHU TSKCCTH, KOTOpasd BO3HUKACT B TCUCHUC IICPBBIX 3 HCACIIb IIOCJIC Ha4dajla TCpalinuu
aTa3aHaBUPOM.

Cunnpom CruBeHca-/[xoHCOHa, MyNbTU(OPMHAS dpUTEMA, TOKCHYECKHE KO)KHbBIC BBICBHIIAHUSA U
MEIMKaMEHTO3Has ChIIb ¢ 03uHO(uINel U cucteMHbiMu cumntomamu (DRESS-cunapom) takxe
HaOJI0JAJTMCH TP MPUMEHEHUH aTta3aHaBupa (cM. pasznuen 4.4.).

OmKknoHeHus 1a60pamopHuLX noKazamerel om HOpMbl

Haubouiee yacThIM OTKIIOHEHHEM JIAOOPATOPHBIX TIOKA3aTEIeH OT HOPMBI Y AIIHEHTOB, TIOTYYaBIINX
CXEMBI, coJepkame artazaHaBup W oawH Wi Heckoabko HUOT/HTHUOT, Obuto moBBIMICHHE
KOHIICHTpaIUu o011ero OminpyOouHa B 1jia3Me KpoBH, O KOTOPOM COOOIIATIOCH MTPEUMYIIECTBEHHO
KaK O NOBBIIIEHUH KOHIEHTPALUK HENPSIMOTO (HEKOHBIOTHpOBaHHOTO) ounupyouna (y 87 % 1-i, 2-
i, 3-it win 4-i crenenn). [loBblieHne KOHIEHTpAMU o01iero ominpyouHa 3-i win 4-i cTeneHu
3apeructpupoBasid y 37 % mnanuentoB (y 6 % 4-i crenenn). Y MalMeHTOB, paHee MOJTYYaBIIUX
nedeHue arazaHasupoM B fo03e 300 mr oauH pa3 B cyTku U 100 Mr putoHaBHpa OJUH pa3 B CYTKH C
MEMaHOW MPOJOJDKUTEIBHOCTH Tepanuu 95 Henmenb, y 53 % mNanueHTOB perucTpUpOBaAIIU
MOBBIIIEHUE KOHIEHTpanuu oluiero OwmmpyouHa 3—4 creneHu. Y MNalMEHTOB, HE MOJyYaBIIMX
paHee sedeHne arazaHaBupoM B o3¢ 300 mr oauH pa3 B cyTku U 100 Mr puToHaBUpa OAWH pa3 B
CYTKH C MEIHMaHOM MPOJOJIKUTENLHOCTU Tepanuu 96 Henens, y 48 % malMeHToB perucTpupoBaIn
TIOBBIIIICHUE KOHIIEHTpAIMK 0011ero omnupyonna 3-it — 4-i ctenenu (cm. pazaen 4.4.).

Jlpyrue BeIpaxe€HHbIE OTKJIOHEHUS KIMHUYECKUX J1a00paTOPHBIX MOKa3aTenel oT HopMslI (3-5 uinu 4-
s CTENEHb), 3aperuCTPUpPOBaHHBIE Yy > 2 % MAalMeHTOB, MOJyYaBUIUX CXEMBI, COJepIKallue
atazaHaBup u oauH wi Heckoibko HUOT/HTHUOT, Brimovanu: TMOBBIIICHHE AaKTUBHOCTH
kpeatuHpocokunazsl (KDOK) (7 %), nossimenue akruBHoctu AJIT (5 %), cHmkeHue yucia
HentpodunoB (5 %), moBwiIeHHE aKTHUBHOCTH acnaptaramuHorpaHcdepassl (ACT) (3 %) u
MOBBIIIEHHE aKTUBHOCTH JIMMNAa3bl B miaazMe KpoBH (3 %). 2 % manueHToB, MOJyYaBIINX JeUECHUE
aTa3aHaBUPOM, UCIIBITANIA OJHOBpeMeHHOoe noBbiieHue akTuBHOCTH AJIT/ACT 3-it — 4-1i cTeneHu
KOHIICHTpAIUK 0011ero ounupyonHa 3-i — 4-i CTEIeHH B TUIa3Me KPOBH.

IIpoune 0CO0KBIe OO YyJIAITHMH

TIayuenmui ¢ ko-unghexyueni cenamuma B u/unu eenamuma C

Cpenu 1511 nauueHTOB, MOJTYy4YaBIIUX JICUEHUE aTa3aHABUPOM B J103¢ 400 Mr oJuH pa3 B CyTKH, Y
177 mauueHTOB UMenach Ko-uHQeKIus xpoaudeckoro renatuta B wim C, a u3 yncna 655 nanueHTos,
MoJy4yaBUIMX aTtazaHaBup B 103€ 300 Mr oJiuH pa3 B CyTKH ¢ puTOHaBUpOM B j103¢ 100 mr oauH pas B
cyTKd, 97 manueHToB ObLTH ¢ XpoHudeckuM renatutoM B umn C. [TauuenTs! ¢ ko-uHdekuuei yaiie
HCXOJHO HUMENH TMOBBIIICHHE CHIBOPOTOYHON AaKTHBHOCTH «IE€YEHOYHBIX» TpPAHCAMUHA3, YeM
ManueHTsl 0€3 XPOHUYECKOTO BUPYCHOTO renatuTa. Pa3nuyus B 4acTOTe MOBBIIEHUS! CBIBOPOTOYHOMN
KOHLIEHTpalMU OUIupyOrHa HE OTMEYATIUCh CPEIU JAHHBIX MAIIMEHTOB U MAIlMeHTOB 06€3 BUPYCHOTO
renatuta. Yacrora pa3BUTHSA CBA3aHHOTO C JIEUEHHEM TIeNaTUTa M MOBBIILICHUS aKTUBHOCTHU
TpaHCaMHHA3 y MalUeHTOB ¢ KO-uH(eKInel Obljia COMOCTaBUMa B TPYIINAax JEUEHUS] aTa3aHaBUPOM
U TipenapaTaMy cpaBHEHU (cM. pas3zaen 4.4.).

CTH

B xnuanueckom uccnenoBanuu Al424-020 y nereii 1 noIpoCcTKOB B BO3pacTe oT 3 MecALes 10 18 et
CpeAHss MPOJIODKUTENILHOCTD JISUCHUs aTa3aHaBUPOM B (hopMe TOpOIlKa JUIs IprueMa BHYTPb J100
Karcyn cocraBuia 115 nenens. Ilpodunbs 6e30mMacHOCTH B TJaHHOM HCCIIEOBAHUH OBbLT CXOIHBIM C
TaKOBBIM Yy B3pOCJBIX NAallMEHTOB. Y JeTeil M MOJPOCTKOB Oblia BbIsIBIEHA OECCHMIITOMHAs
aTpuoBeHTpUKyIsipHas AV-0nokana nepBoit crenenu (23 %) u Bropoit crenenu (1 %). Haubonee
YacThIM OTKJIOHEHHEM Ja0OpaTOpHBIX MOKa3areneld OT HOPMBI y JeTed, MOJydaBLIMX JIEUCHUE
aTa3aHaBHUPOM, SIBJISUIOCH MOBBILIEHNE KOHIIEHTpAIUu odmiero OmnupyouHa (B > 2,6 pa3 Boime BI'H,
3—4 cternienp), umeBIIee MecTo y 45 % manueHToB.
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IIPUMEHEHMsI aTa3aHaBUpa y JeTeil B Bo3pacte oT 3 mecsueB a0 11 ner cocraBmia 80 Henens.
JletanbHble cityyan He ObUIH 3aperucTpupoBanbl. [Ipoduis 6e30macHOCTH B TaHHBIX HCCIIEOBAHUSIX
ObUI CXOIHBIM C TaKOBBIM B PaHEe IMPOBEICHHBIX HMCCIEAOBAHUSAX C YJaCTHEM JETEH U B3POCIBIX
nanrenToB. Hanbonee yacTbIMM OTKIOHEHHSIMHU Ja0OpAaTOPHBIX MOKa3aTeNeil OT HOPMBI Yy JETeH,
MOJTy9YaBIIMX JICYCHUE aTa3aHABUPOM B (hopMe MOpOIIKa JUTsl IPHEMa BHYTPb, SIBISTIOCH TIOBBIIIICHUE
KOHIIEHTpanuu obmiero ounupyouna (> 2,6 pa3 Beie BI'H, 3 u 4 crenens; 16 %) u noBeliieHne
akTUBHOCTH amuiasbl (3—4 crenenp; 33 %), Kak NpaBUJIO, HENAHKpeaTHUYecKo stuojoruu. B
TAHHBIX UCCIIE0BAHUAX TOBbIIIeHHE akTUBHOCTH AJIT wame orMeyanocs y IeTei, 4eM y B3pOCIIbIX.

COO6HI€HI/IC 0 IO A03PEBACMBIX HCXKCIIATCIIbHBIX PCAKIIUAX

BaxHo coo0mare O NOJO3pEBAacMBIX HEKENIATENbHBIX pPEAKUUAX II0CIE€  PErucTpalnuu
JIEKapCTBEHHOI'O IIperapara C LEeJIbl0 00EeCleueHus: HENpPEepbIBHOTO MOHUTOPHHIA COOTHOIICHHUS
«II0JIb3a — PHUCK» JIEKAPCTBEHHOro Ipenapara. MeAMIUHCKUM pab0OTHHKaM pPEKOMEHIYEeTCs
coo0LIaTh O JHOBIX M0J03PEBAEMBIX HEKEIATENBHBIX PEAKIUAX JIEKAPCTBEHHOTO IpenapaTa 4epes
HalmMOHAJIbHBIE CHUCTCEMBbI COO6HI€HI/I$I 0 HCKCIATCIBbHBIX PCAKOUAX TOCYHAapCTB — UYJICHOB
EBpa3uiickoro 5KOHOMHUYECKOTO COI03a.

Poccniickas @enepanns

®denepanpHas cayk0a Mo Haa30py B chepe 3apaBoOXpaHSHUS

Anpec: 109012, r. Mocksa, CnaBstHCKas miomaib, 1. 4, ctp. 1

Tenedon: +7 (800) 550-99-03

OnektpoHHas nmoura: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru

Caitt B nH()OPMAITMOHHO-TEIEKOMMYHUKAITMOHHOU ceTu «HTepHET:!
https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CHUMITOMBI

B Xxo/1e KIMHMYECKUX WCIBITAHUN TPUEM 3I0POBBIMHU JOOPOBOJIbIIAMH 103 Tipenapara 10 1200 mr
OJIHOKPAaTHO HE COMPOBOXKIAICA KAKUMHU-INOO0 HEXKeJlaTeIbHBIMU SBJICHUSIMHU.

EnuncTBeHHBIH ciydaii  mepeno3upoBKH npenapatra  BUY-uHQUIIMPOBaHHBIM — MAIMEHTOM,
npuHsaBIIKMM 29,2 T ipenapaTa arazaHaBupa (103a B 73 pa3a IpeBbIIIaoIias peKOMEHI0BaHHYIO 103y
400 mr), compoBoXxaaics O0eCCHMNTOMHOW OJ0Kaa0W 00euX HOXKEK Mydka ['mca W ymauHeHHeM
untepBasia PQ. dannple mpusHaku no OKI ucuesnu cnontaHHo. OXHUAaeMbIMH CHUMITOMaMHU
MepeI03UPOBKY Tperapara SBISIOTCS KeNTyXa 0e3 U3MEHEHUN Pe3yNbTaTOB «II€YCHOYHBIX) TECTOB
(32 cueT TOBBIIICHUS KOHIICHTPAIMU HENPSMOro OwiupyOMHa B IUIa3Me€ KpPOBH) U HapylleHUE
cepaedHoro purMa (yuinHenue uHTeppana PQ).

Jleuenue
Crern(uyeckoro aHTUI0TA HET.

HpI/I NEepCAO3UPOBKE TIIpCIllapaTa aTa3aHABUPOM CJICAYCT OCYHICCTBIIATE KOHTPOJIb OCHOBHBIX
(I)I/ISI/IOJIOFI/IIICCKI/IX HOK8.38.T€JI€I>’I, BECTH Ha6J'IIO,Z[eHI/IC 3a O6H_II/IM COCTOSIHHEM IIallMCHTA,
KOHTPOJIMPOBATH 9KF, HAa3HAYUTH MMPOMBIBAHUC KCIIYAKA, BbI3BATh PBOTY JJIA YAAJIICHUA OCTATKOB
npemnapara; pCKOMCHAYCTCS TPUCM AKTUBUPOBAHHOTO YTJIA.

I[I/IaJ'II/B HCB(I)(I)CKTI/IBCH IJI1 BBIBCACHUWA IIpfliapara HW3 OpraHu3Ma, TaK KaK aTa3saHaBUP
XapaKTCpU3yeTCsd HWHTCHCHBHBIM MeTa00JIM3MOM B II€YEHH M BBICOKOM CTEIIEHBIO CBS3BIBAHMS C
OCJIKaMM I1J1a3MbI KpOBH.

5. PAPMAKOJIOTHYECKUE CBOHCTBA
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5.1. ®apmakoaMHaMHYecKHe CBOHCTBA

dapMakoTepaneBTUUECKass TIpylna: MPOTUBOBUPYCHBIE CPEICTBA CUCTEMHOIO  JIEHCTBUS;
MIPOTHBOBUPYCHBIE CPECTBA MPSMOTO ACUCTBUS; MHTHOUTOPHI IPOTEa3.

Kon ATX: JOSAEO08

MexauusM aeiictBus U hapmakoauHaMmudeckue 3hheKThl

ATazaHaBup SBISETCS a3aleNnTUIHbIM UHTUOUTOPOM Iporeazbl BUY-1. 310 BemecTBo celneKTUBHO
MHTHOMpYeT BHpYC-crienu(puIeckuid mpoueccuHr BHpycHbIX Gag-Pol mporemnoB B BUY-
MHOUIMPOBAHHBIX KIIETKAX, MPEIOTBpamas 00pa30BaHUE 3pPENbIX BUPHOHOB U 3apaXCHHUE APYTHX
KIeToK. B mpouecce seyeHHs y HEKOTOPHIX MAIMEHTOB MOXKET pPAa3BUTHCS PE3UCTEHTHOCTH
(yCTOMYMBOCTB) K JEHCTBUIO TpernapaTa (crenuduueckas pe3suCTeHTHOCTh) WM K JIEHCTBUIO Kak
aTazaHaBUpa, TaK U APYrux UHrHOuTOpoB npoTeassl BUY (nepekpecTHast pe3uCTEHTHOCTB).

Peszucmenmnocms u nepeKpecntHasl peaucnennnocntb

Pe3ucTeHTHOCTh U MepeKpecTHasl pe3UCTEHTHOCTh K MHruouTopam nporeazsl BUY nabmonanace B
pa3INYHOM CTENEHH €€ MpOsBICHUSA. PE3MCTEHTHOCTh K aTa3aHaBUPY HE BCErAa SBISETCA
MPEMSITCTBUEM IS TTOCJIEI0BATEILHOTO IPUMEHEHNS IPYTUX HHTHOUTOPOB rpoTeazsl BUY.

Peszucmenmuocmo in vitro (8 kynemype Kiemox)

qYBCTBI/ITeJ'II)HOCTI) K aTa3aHaBUPY U3Yy4dajid HAa KYJIbTYPEC KIICTOK, BBIJICJICHHBIX Y ITAITUCHTOB, IPCKIC
HE nmoJiydyaBminx  npcrapar aTasaHaBHD. Brigsiena dertkas TCHACHIOIUSA K CHUXCHUIO
YYBCTBUTEJIHHOCTU K aTa3aHABHUPY LITAMMOB, OOHAPYXUBIINX BBICOKUN YPOBEHb MHO>KECTBEHHOU
PE3UCTEHTHOCTH K JpYrWM HWHTHOMTOpaM mporeassl BUY. HampoTuB, 4YyBCTBUTEIBHOCTH K
aTa3aHaBUPY COXpaHsIACh y MITAMMOB, PE3UCTEHTHBIX TOJBKO K 1—2 nHrnouTopam npoteasst BUY.

Pezucmenmnocms in vivo

HccnenoBanus mokazand YETKYIO 3aBUCUMOCTb Pa3BUTHSI PE3UCTEHTHOCTU OT TOTO, MOJIydasl JIU
MAlUEHT paHee aHTUPETPOBUPYCHYIO TEPAIHIo, U, €CIU Ja, IPUMEHSUIICS JIM aTa3aHaBUP B KaueCTBE
€IMHCTBEHHOTO MHrubuTopa nporeassl BUY minn B KOMOMHAIIMK ¢ PUTOHABUPOM.

Ilayuenmuwi, panee ne nonyuasuiue aHMUpempoSUPYCHOU Mepanuu.

Amasanasup 400 me (bez pumonasupa)

He BbIBIEHO NEPEKPECTHOM PE3UCTEHTHOCTH MEXIY AaTa3aHaBUPOM M aMIIPEHABHUPOM.
@EHOTUNMYECKUN  aHAIM3  M30JIMPOBAHHBIX  KIETOK IOKa3aJll pa3BUTHE  YCTOMYMBOCTH,
crenu(puUeckor TONBKO IJIsS aTa3aHaBUpa M COUETABIIEHCS C MOBBIIICHHEM YYBCTBUTEIBHOCTH K
JOpyruM uHruouropam mporeas BUY.

Amasanasup 300 me/pumonasup 100 m2

HccnenoBanue 23pheKTUBHOCTH KOMOMHAIIMY aTa3aHaBUP/PUTOHABUD (B CPAaBHEHUHU C KOMOMHAIEH
JOTIMHABUP/PUTOHABUDP) Yy TMAIMEHTOB, paHee He IMOJyYaBIIUX aHTHPETPOBUPYCHOM Tepamuu,
MoKasalo, 4to yepe3 96 Henenp Mocie Hayala Teparnuy TOJBKO B OJTHOM CiIydae HeyJaud Tepanmuu
pa3Buiach GEeHOTUIINYECKAs] YCTOMUYMBOCTD K aTa3aHaBHPY.

Ilayuenmul, panee nonryuaguiue aHmupemposupyCHyo mepanuro.

Ama3aHa6up uaiu amasaHaeup/pumOHaeup

B OounbMHCTBE CllyyaeB HEyAauu Tepanuu Ha 48 HeJelne y MalueHTOB pa3BUBaIach MHOXKECTBEHHAs
PE3UCTEHTHOCTH K pa3IMyHbBIM MHIHOUTOpaM npoTteazsl BUY, a He cnennduyeckas ycToMuuBOCTb K
aTa3aHaBUDY.

5.2. DapMaKOKHHETHYECKHUE CBOHCTBA
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dapMaKOKMHETHUYECKHE CBOMCTBA aTa3aHaBUpa OLCHHBAIUCH %@ﬁom%ﬁﬁrg&gﬁg&;%%%-

MHOUIMPOBAHHBIX MAITUCHTAX.

AOGcopbuus

[Ipu anurtenbHOM npueme aTazaHaBupa B 1o03e 400 Mr oJuH pa3 B A€Hb OJHOBPEMEHHO C IPUEMOM
JIETKO YCBOSIEMOM NMINM MaKCUMallbHas paBHOBECHas KOHLEHTpalus aTa3aHaBUpa B IUIa3Me
yCTaHABIMBAETCS MPUMEpPHO uepe3 2,7 daca TMocjie TMpueMa. YCToWuMBasi paBHOBECHas
KOHLIEHTpALMs aTa3aHaBUpa JOCTUTACTCSI MEXKIY 4-bIM U 8-bIM JHSIMU IIpUEMa.

Brusanue nuwu

[IpumeHeHune aTazaHaBUpa BMECTE C NUIIEH yiydmiaeT ero OHOJOCTYMHOCTh M YMEHBIIAET
(hapMaKOKMHETHUYECKYI0 BapualenbHOCTh. lIpuMeHeHne KOMOMHAIMK aTa3aHaBUP/pPUTOHABHUP C
NUILEHN yiydIaeT OnoI0CTYIIHOCTh aTa3aHaBHpa.

Pacnopenenenne

AtazanaBup Ha 86 % cBsA3bIBaeTCS ¢ OEIKaMU CHIBOPOTKH KPOBH, IPU 3TOM CTENEHb CBA3BIBAHUS C
OelkaMM HE 3aBUCHUT OT KOHIIGHTpPAaMU. ATa3aHaBHp CBs3bIBaeTCs C anbda-1 KUCITBIM
TJIMKOTIPOTENHOM | aTbOyMUHOM B paBHOMW CTETIeHH. ATa3aHaBUP OTPEACISIETCS B CTMHHOMO3TOBOM
1 CEMEHHOM KUIIKOCTAX.

Buorpancdopmariis

ATazaHaBUp MeTabO0JIM3UPYETCs B OCHOBHOM TocpeicTBoM m3odepmenta CYP3A4 ¢ oOpa3oBanmreM
OKHCIICHHBIX METa00JIUTOB. MeTa0OIUThI BBIICISIFOTCS B KEITYb B CBOOOTHOM BHJIE WM B BHIC
KOHBIOTATOB C TIFOKYPOHOBOH KHCIOTOW. He3HaunTenbHas 4acTh ara3aHaBUpPa META0OIH3HPYETCS
myreM N-Ie3ankuiInpoBaHus ¥ THAPOJIH3A.

OIuMHUHAIUS

ITocne onHOKpaTHOro BBedeHHs —*C-atazamaBupa (400 Mr) B Kale M Moue OMNpPEAENsIOCh,
COOTBETCTBEHHO, 79 % u 13 % oOmieit pagnoakTiBHOCTH. J[0J151 HEU3MEHEHHOTO aTa3aHaBUpa B KaJie
U MOYE COCTaBJsia, COOTBETCTBEHHO, 0k0JIO 20 % u 7 % BBeaeHHOW A03bl. CpeaHuil mepuon
nonyBeiBeieHus (T12) aTazaHaBupa y 30pOBBIX 100p0oBoIbIieB 1 BUU-HHGHUIIMPOBAHHBIX B3POCIIBIX
COCTaBJIsUT OKOJIO 7 yacoB mpu npueMe B 103€ 400 Mr B JIEHb C JIETKO YCBOSIEMOU MUILIEH.

Oco0bIe T'PYIIIBI TAITMEHTOB

Ileyenounas neoocmamounocms

ATazaHaBUp METAa0OJIM3UPYETCS U BBIBOJUTCS MPEUMYIIECTBEHHO MEYeHbl0. BrnusHue HapymieHui
GbyHKIMY TeYyeHu Ha papMaKOKMHETUYECKUE TapaMeTphl TIocye mprueMa atazaHaBupa B 103e 300 mr
He u3ydyanock. KoHIeHTpalus ara3aHaBupa IpU COBMECTHOM MpueMe M 0e3 PUTOHABUPA MOXKET
YBEJIIMYUTHCS Y TAI[UEHTOB C TIEYEHOYHOI HEJOCTATOYHOCTHIO CPEAHEH U TSHKENON CTeneHH .

[IpumeHeHne aTazaHaBUpa Yy MAMEHTOB C HAPYIICHUSIMU (DYHKITHH MTEYSHU TSHKETION CTEeTeHu (Kl1acce
C mo xnaccuduxanmu Yaitna-I1er0) mpoTHUBOMOKAa3aHO TpH TIOOBIX peXUMax T03uUpoBaHus. B
KOMOHMHAIIMM C PUTOHABHUPOM NPHUMEHEHHE MPOTUBOMOKA3aHO Y TAIMEHTOB C HapyIICHUSIMU
(GyHKIMY TIeYeHH CpeaHel U Tsbkenoi crenenu Tsbkect (kiaace B u C nmo knaccudukanuu Yaiing-
[Tp10).

C 0CTOPOKHOCTBIO aTa3aHABUP CJEIyeT IPUMEHSTh y MAIlMeHTOB C HApYIICHUSIMU (PYHKIIUU TIEYCHU
JMerkol W cpemHeil cremeHu Tsbkectd (kmacc A w B mo kmaccupukanmu Yaiina-ITero), mist
KOMOUWHAIINK aTa3aHaBUP/PUTOHABUD — Yy MAIMEHTOB C HAPYIICHUSIMH (YHKIMH TIEUYEHU JeTKON
cTeneHu TshkecTH (kimacce A mo knaccudukanuu Yaina-I1e10).

Tloueunas neoocmamounocms

Y 310pOBBIX JOOPOBOJIBIIEB BBIBEJICHHBIN C MOUOI HEH3MEHEHHBIH aTa3aHaBUP COCTABIISLI OKOJIO 7 %0
IIPUHATOM J03BI.
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OTcyTcTBYIOT (hapMaKOKMHETUYECKHE JaHHBIC IS [IaI_II/IeH'Ij-(EI:ICI:HQQ%TE%%QE:OI{%Q&%%,

IIPUHUMAaBIINX aTa3aHaBHUP C pPUTOHABHUPOM.

[Ipumenenune artazaHaBupa 0€3 pPUTOHABUPA HU3Yy4AIOCh Yy IALKUEHTOB C TSKEJION IOYEUHOU
HEJ0CTaTOYHOCTHIO, B TOM YMCJIE HAXOJSAIIMXCS HA 'eMOIMaIN3e, IPUHUMABIINX MIpenapaT B 103€
400 Mr oauH pa3 B JeHb. Pe3ynpTaThl MOKa3anu CHUKEHUE (PapMaKOKMHETHYECKUX [TapaMeTPOB Ha
30-50 % y manmeHToB, HAXOMANIMXCSI HAa TEMOIMANIN3E B CPABHEHUH C MAI[MEHTAMH C HOPMAaJIbHON
¢byHkmei mouek. MexaHu3M 3TOr0 CHIKEHHS HEM3BECTEH.

JIiist manueHToB Ha reMOANaIn3e, paHee He TIOTyYaBIIuX aHTUPETPOBUPYCHOM Teparnuu, aTa3aHaBUp
300 mMr Ha3Ha4aeTcs TOJBKO B KOMOMHaLuuU ¢ putoHaBupom 100 mr.

[TarmenTam ¢ TSAXKETON MOYEYHONW HEAOCTATOYHOCTHIO, HAXOMSIMIMMCA Ha TeMOJHAIN3€ U paHee
MOJTy4aBIIUM AHTUPETPOBUPYCHYIO TEPAMUIO, aTa3aHABUP MPUMEHSATh HE PEKOMEH TyEeTCSl.

Bospacm/non

He orMeueHo KIMHUYECKH 3HAYMMBIX OTIHYHI Q)apMaKOKI/IHCTI/ILIGCKI/IX nmapaMeTpoOB B 3aBUCUMOCTHU
OT BO3pacTa WM 110J1a MalfuCHTOB.

EepeMeHHble HCEHUIUHDbL

3HaYeHUS MAaKCUMalbHOW paBHOBeCHOW KOHIEHTpauu (Cmax) W TUIOMIAAM TIOJ KPHUBOM
«koHneHtpanusa-Bpems» (AUC) nns arazanaBupa Oblmu Bbiie Ha 2640 % vy JKEHIIUH B
nocsepo1oBoM nepuoe (4—12 nenens), yuem y BUU-unpumpoBaHHbIX He OepeMeHHbIX MMalliEeHTOK.
MuHnumanbHasi KOHIIEHTpaIMsl aTa3aHaBUpa B MOCJIEPOJIOBOM Tepuoje Oblia MPHUOIU3UTENHBHO B
2 pa3za BbIIIIE TOH, KoTOpas Habmomanach m0 3Toro y BUU-undummpoBaHHBIX HE OEpEeMEHHBIX
KEHIIHH.

Paca

HccnenoBanus He MOKa3aid KAaKOTO-JTHOO BIHMSIHUS PAchl MAlMEHTOB Ha (apMaKOKHHETHYECCKHE
napaMeTphl aTa3aHaBHpA.

eTH
Benuunna abcopOruu arazaHaBupa y AeTei BbIIIe, YeM Y B3POCIIbIX MAlIUEHTOB. Y MaJeHbKUX JeTel
CYLIECTBYET He3HAUMTEIbHAsI TEHACHIUS K 00Jiee BRICOKOMY KIMPEHCY Mpernapara aTa3aHaBUp MpH
HOpMaJM3aluu Macchl Tena. BapuabenbHOCTh (papMaKOKMHETUYECKUX MapaMeTPOB Y JETeH Takke
BBIIIIE, YEM Y B3POCIIBIX.
6. DPAPMALHEBTUYECKHUE CBOUCTBA

6.1. IlepeuyeHb BCIOMOraTeJIbHBIX BellECTB

ATtazanasup, 150 Mr, Karcyael

Cooeporcumoe kancynoi:

JlakTo3B1 MOHOTH AT

Kpocnosuion

Marnus creapat

Teepoas scenamunogas kancyna pazmep 1:
Kenarun

Turtana quokcug

Araszanasup, 200 Mr, KacyJsbl

Cooeporcumoe kancynvi:

JIakTO3BI MOHOTHAPAT
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Kpocnosugon

Maruus creapar

Tsepoas scenamunosas kancyia pazmep 0:
Kenatun

Tutana THOKCH]T

Arazanasup, 300 Mr, Karicyiel

Cooeporcumoe kancynwi:

JIakTO3BI MOHOTHApPAT

Kpocnosugon

Maruus creapat

Teepoas scenamunosas kancyna pazmep 00:
Kematun

Turana quokcug

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs)

2 roja.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH NMPHU XPAHEHUH
XpaHuTh npu Temmneparype He Baiie 25 °C.

6.5. XapakTep u cofepkaHue YNaKOBKH

ITo 60 karcyn - s go3upoBok 150 u 200 mr u o 30 kancyn - s go3upoBku 300 Mr B OaHKY U3
MOJIUATHIICHA BBICOKOM IUIOTHOCTH C 3aBHUHUYMBAIOIIEHCS KPBILKOW M3 MOJHUIPOIMICHA C
OCYILIUTENEM, C 3alUIUTOM OT JIeTeil U KOHTPOJIEM MEPBOTO BCKPBITHSL.

Ha xaxnayro 6aHKy HaKJIEUBAIOT ATUKETKY U3 OyMaru STUKETOYHOM MIIH CaMOKJIESIIIIYIOCS STUKETKY.
ITo 1 6anke BMeCTe ¢ TMCTKOM-BKIIJIBIIIEM MIOMEIIAIOT B MAYKy U3 KapTOHA.
6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH NMPH YTHIN3ANMH HCNOJIb30BAHHOIO J1€KAPCTBEHHOT 0

npenapara Wi OTXO/A0B, MOJYYEHHBIX MOcCJIe NMPUMEHEHHs JeKAPpCTBEHHOro Ipenapara, u
Apyrue MaHUNYJISIIMU € NPernapaTom

Het oco6bIx TpeOGoBaHuU# K yTHIH3AIIH.

7. IEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccniickas @enepanns

000 «<AMEJ1IAPT»

109316, r. Mocksa, Bonrorpaackuii mpocnekT, A. 42, k. 24, stax 2, koM. 11.1
Ten.: +7(495)-741-46-65

daxkc: +7(495)-741-46-65

Anpec snekrpoHHo# mouthl: info@amedart.ru

7.1. IlpeacTaBuTe/Ib JepKATEIsI PErHCTPALMOHHOIO Y/10CTOBEPEeHH s
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IIperen3un HOTDe6I/ITeJICI\/JI HalrpaBJIATH 110 aApECy:

Poccniickas @enepanus

000 «<-AMEJIAPT»

109316, r. Mocksa, Bonrorpaackuit mpocnexT, a. 42, k. 24, stax 2, kom. 11.1
Temn.: +7(495)-741-46-65

daxc: +7(495)-741-46-65

Anpec anexktpoHHO# mouTkl: info@amedart.ru

8. HOMEP (HOMEPA) PETUCTPALIMOHHOI'O YAOCTOBEPEHUS

9. KATEIrOpPusi OTIIYCKA JJEKAPCTBEHHOI'O ITIPEITAPATA

JlexapCTBEHHBIN ITpenapaT OTHOCUTCS K KATETOPHUH OTITyCKa IO PELENTY.

OOmas XapakTepuUCTUKa JIEKAPCTBEHHOTO Ipernapara ATa3aHOBHUP JIOCTYIIHA B €IMHOM peecTpe
3apEeTUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEINCTB EBpa3smiickoro 3KOHOMHYECKOTO COI03a M Ha
opUIHATIEHOM caire YIIOJITHOMOYEHHOT'O opraHa (axcrepTHOM OpraHHU3aI1u)
https://Ik.regmed.ru/Register/EAEU_SmPC.

34


mailto:info@amedart.ru

