COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 21.03.2023 N2 5337

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 7003

1. HAUMEHOBAHUE JIEKAPCTBEHHOTI O IIPEITAPATA
Cumanon, 150 mr, kamncysl
Cumanon, 200 mr, KarncyJsl

Cumanon, 300 mr, KancyJibl

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB
JleficTBy1O1II€€E BEIIECTBO: aTa3aHaBUD

Cumanon, 150 mr, KancyJisl

Kaxnas kancyna comepxut 150 mr atazanaBupa (B Buje cyibhara).

Cumanon, 200 mr, KancyJisl

Kaxnas kancymna cogepxut 200 Mr atazanaBupa (B Buje cyibdara).

Cumanon, 300 mMr, KamcyJsl

Kaxnas kancyna comepxut 300 mr atazanaBupa (B Buje cyibhara).

BcmomorarenbHbIe BEIIECTBA, HATMYHAE KOTOPBIX HY)KHO YYHTHIBATH B COCTABE JICKAPCTBCHHOTO
npemnapara: jaktosa (B Bujae MoHoruapara) (cMm. pasaen 4.3, 4.4), KpacuTelb COJHEYHBIH 3aKat
KenTeii (cM. pazaen 4.4), kpacutens [lonco 4R (st no3upoBku 150 mr) (cm. paznen 4.4).

ITonubIi MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancynsl

Cumanon, 150 mr, KamncyJasl

TBepI[LIe JKCIIATUHOBBIC KAIICYJIbI Ne 1, Kopmmyc oenoro [BCTAa, KPBIIIICYKA OPAHIKEBOI'O IBCTA.

Cumanon, 200 mr, KancyJisl

TBepbie xematnHoBbIe Karcyibl Ne 0, kopiyc 6e51oro mBeTa, Kpblllieuka OpaHKeBOTo I[BETA.

Cumanon, 300 mMr, KamcyJabl

TBepI[LIe JKCIIATUHOBBIC KAIICYJIbI Ne 00, Kopmmyc Oenoro OBCTA, KPBIIICYKA KCJITOTO LIBCTA.

Cogepxumoe Karncysa — CMech MOPOIIKa U TpaHysl OesIoro Wik Oesloro ¢ JKeITOBATHIM OTTEHKOM

IIBETA.

4. KIMHUYECKUE JAHHBIE

4.1. Iloxka3aHusl K NPUMEHEHHIO
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NAMEHTOB, PAHEE NOJYyYaBUIMX WM HE NOJYyYaBUIMX aHTUPETPOBUPYCHYIO TEPAIIUIO.
4.2. Pe:kuM 103MPOBaHNS M CIOCO0 MPUMeEHEeHHUs!

Pemenue o Havanme Tepanuy NMpUHUMAET Bpad, UMEIONMUK onbIT JedeHus BUY-unbexnmm.
O¢ddexTuBHOCTh U O6€30MIACHOCTH MPUMEHEHHUS aTa3aHaBUpa B KOMOMHALIMU C PUTOHABUPOM B
cyTouHo# fj03e 6osee 100 Mr He M3yUYeHa; HCIIOJIB30BAHKE /103 PUTOHABUPA, MpeBbimatonmx 100
MI' B CYTKH, MOXXET HW3MEHHUTh Npoduib OE30MaCHOCTH ara3aHaBUpa, MMOITOMY OHO He
PEKOMEH]IyeTCS.

PexxuM 1o3upoBaHus

Bspocnvie

Peoicum 003MD0661HM2 ons nayuernos, panee He nojaydasiiux armupeniposupyCcryro mepanuro.

- atraza"aBup 400 Mr ouH pa3 B A€Hb BO BPEMS €/1bl;
- arazanaBup 300 mr B komMOuHaIMKu ¢ putoHaBupoM 100 Mr oiMH pa3 B IEHb BO BPEMS €/IbI.

Peoicum OO3I/IDO6CZHH5I onsl nayuermoes, panee nojiyddsuux anmupenipoeupycryro mepanuro.

- atazadaBup 300 mr B komOuHanuu ¢ putoHaBupoM 100 Mr oiuH pa3 B JIeHb BO BpeMs €/1bl.
[lpumenenue ata3aHaBupa Oe€3 pPUTOHABUpPa HE PEKOMEHIYeTCsl s MalUueHTOB C
HEeOJIaronpusATHBIM BUPYCOJIOTHYECKUM HCXOJOM paHee IPOBEACHHOM aHTUPETPOBUPYCHOM
TEpaIuu.

Oco0ble IPVIIILI TAIUEHTOB

Tlayuenmoi ¢ noueunoii HedOCMamouHOCmMoio

Koppekuust 10361 He TpeOyeTcs A1 NallMeHTOB, He HaXOASIIUXCsl Ha FeMOIMaIn3e.

Jnsg manuMeHTOB Ha TeMOJMANM3€, paHee HE IMOJIy4aBIIMX AHTUPETPOBUPYCHOW TEparuu,
atazaHaBup 300 Mr Ha3HayaeTcs TOJIbKO B KOMOMHAIMK ¢ puToHaBupoM 100 mr.

[TarmenTam ¢ TSKENIOM NMOYEYHOM HEJOCTaTOYHOCTBIO, HAXOASAIIMMCSA HAa TEMOJIMAIN3E U paHee
MIOJIy4aBLIMM aHTUPETPOBUPYCHYIO TE€PAIHIO, aTa3aHABUP IPUMEHSTH IPOTUBONIOKA3aHO.
Tayuenmol ¢ neyeHouHOU HEOOCMAMOYHOCHbIO

Crnenyet co0it01aTh OCTOPOKHOCTH NPU HA3HAUYEHUHU aTazaHaBUpa 0€3 pUTOHABHpA MallieHTaM
C HapylmeHUsIMU (yHKIMM MEeYeHU JIETKOM WM CpelHed cTemeHu TsbkecTH (kjace A u B mo
knaccuukanun Yaitna-I1ero0). [Ipu HapymeHusx GyHKINUN EYEHU CPeAHEN CTETIEHU TSHKECTH
(xmacc B mo knaccudukaruu Yaitna-I1s10), pekomenayercs cHu3uTh 103y A0 300 mr oguH pas
B JICHb.

ATazaHaBUp TpU JIIOOBIX pEXHMaxX JO3MPOBAHUS MPOTHUBOMNOKA3aHO MPUMEHATh MpU
HapyleHUIX QYHKIUH NedeHu Tsoxenoi crenenu (kinacc C no kinaccuduxanun Yaitna-I1s10).
[IpumeHeHue atazaHaBUpa B KOMOMHAIIMM C PUTOHABUPOM Yy MALMEHTOB C HapyIIEHUSMU

q)yHKHHI/I MNEYCHU HE H3Yy4YaJIOCh, IIOOTOMY JaHHYIO KOM6I/IHaHI/IIO CICAYyCT NPHUMCHATH C
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(xmacc A mo knaccudpukanuu Yaina-I1s10), U IPOTHBOMOKA3aHO MPUMEHSTH Yy MAlUEHTOB C
HapylmeHUIMHA (YHKIUM TIEYeHH CpelHed W TshKenod cremeHu Tsokectd (kmacc B m C mo
knaccuukanuu Yaina-I1e10).

Toorcunvie nayuenmul

Knununueckue uccieqoBanys npenapara He BKJIIOYAIN J10CTaTOYHOE KOJMYECTBO MALMEHTOB B
BO3pacte 65 JeT u crapiie.

OcHOBBIBasCh Ha (PAPMAKOKMHETHUECKUX JITAHHBIX, KOPPEKLM 103bl B 3aBUCUMOCTH OT BO3pacTa
He TpeOyeTcsl.

Kombunuposannas mepanus

Juoano3un: NMIaHO3MH ClIEyeT IPUHUMATh HATOLIAK, a aTa3aHABUP BO BPEMs IIpHEMa MHILH,
HO3TOMY IPU KOMOMHHUPOBAHHOM TE€PANUU PEKOMEHYeTCsl IPUHUMATh JUIAHO3HH uepes3 2 yaca
nocJje npueMa atazaHaBupa C MUIIEH.

Tenoghosupa ousonpoxcuna pymapam: peKOMEHIyeTCsl IPUMEHEHHE KOMOWHAIIMY aTa3aHaBUP
300 mr u puronaBup 100 Mr coBmMecTHO ¢ TeHO(pOBHpa au3onpokcuia ¢pymaparom 300 mr (Bce
npenaparsl cieayeT NpUHUMaTh OJUH pa3 B JIeHb BO BpeMms npuema nuim). [Ipumenenue
aTa3aHaBupa (0e3 pUTOHABHpPA) COBMECTHO C TEHO(OBUPA AM3OHPOKCHIA (pymMapaToM He
pEeKOMEeHAyeTCsl.

bepemennocms

Bo Bpemst 2 m 3 TpuMecTpa OEpeMEHHOCTH KOMOWHAIMU aTtazaHaBupa B jo3e 300 mMr u
putoHaBupa B go3e 100 mr 1 pa3 B cyTkm MOXeT OBITh HEIOCTATOYHO, OCOOCHHO KOrja
AKTUBHOCTh aTa3aHaBHUpa WM BCETO PEXUMa MOXKET ObITh CKOMIIPOMETHPOBAHA JIEKAPCTBEHHOM
YCTOMUYMBOCTBHIO. TepaneBTH4ecKuil JI€KapCTBEHHBI MOHUTOPUHT MOKET OCYIIECTBIATHCS IIPH
IIPOBEJCHUH TEPAINH.

Prck cHM)KEHMsI KOHIIEHTpAlMU aTa3aHaBHpa MOXET OKUIAThCS B CIIydae, €CIIM aTa3aHaBUP
Ha3HayaeTcs COBMECTHO ¢ TeHO(OBUpPA AU3ONPOKCHIa (GymaparoM uiu aHtaronucramu Ho-
TUCTAMHUHOBBIX pelientopoB. Pexomenyemast 1o3a arazaHaBupa cocrasisieT 400 M COBMECTHO
co 100 Mr puTOoHaBHMpa OIMH pa3 B AcHb. TepaneBTUUECKUN JIEKAPCTBEHHBI MOHUTOPUHT MOXKET
OCYILECTBIIATHCSL MPU NPUMEHEHHWU aTa3aHaBUpa COBMECTHO C TE€HO(OBUpPA TU3ONPOKCHIIA

dbymapaTom min Oiokatopamu Hz-rucTaMHHOBBIX peLienTOpoB [Ulsl o0ecneyeHus aIeKBaTHOTO

pexkuma Jio3upoBaHus. He cymecTByeT A0CTaTOYHO JAHHBIX JUIsI TOTO, YTOOBI MOXKHO OBLIO
PEKOMEHIOBaTh OJHOBPEMEHHOE NPHMEHEHHE aTa3aHaBUpa C PUTOHABUPOM, TeHO(OBUpa
TU30MpoKcuia (ymapaTta U aHTarOHHCTOB Ho-THCTaMHUHOBBIX PEHENTOPOB y OepeMEHHBIX
JKEHILNH, pAaHEE MOJIYYaBIINX AHTUPETPOBUPYCHYIO TEPATTHUIO.

Benmen 3a BO3MOXKHBIM CHMKEHHMEM KOHIIEHTPAallMM aTa3aHaBUpa BO 2 M 3 TpPUMECTpPAxX
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Moclie POAOB, MO3TOMY CIEIyeT OO0eCleYuTh TIATEIIbHOE MEIUIMHCKOE HAOII0JCHHUE 3a
MAIUEHTKOW Ha TMpeJMeT BBISABICHUS TOOOYHBIX peaknuid. B mociepogoBoM Tmiepuoie
MAIMEHTKU JOJDKHBI MOJTy4aTh T€ XKE CaMble JI03bl, YTO U HeOepeMeHHbIe, BKIIOYasi TEX, KTO
COBMECTHO TIOJTYYaeT Mpernaparhl, CHIKAIONINE KOHIICHTPAIINIO aTa3aHaBUPa B KPOBH.
M3-3a BO3MOKHOTO PUCKA PA3BUTHUS TSDKEJION rUNepOnIMpyOMHEMUN U IOTEHIIUAIIBHOTO PHCKA
Pa3BUTHUS SJICPHOMN KEITYXH Y HOBOPOXKJICHHBIX HEOOXOAUMO HAOIIOIEHUE 32 HUMHU B TCUCHHE
NEepPBbIX JHEH >KU3HU; B TIPEAPOJIOBOM IMEPUOJE CIEAyeT OOECHEYUTh JOMOIHUTEIBHBIN
MOHHUTOPHHT TLIOJA.

CTHU
ATazaHaBHp B KallCcyJiaX Ha3HA4aeTCs JCTAM OT 6 JIeT U cTaplie B KOMOWHAIIUU C PUTOHABUPOM
(B hopme karcyin, Tabnetok). Oba mpenapara ciieyeT NIpUHUMATh OJJHOBPEMEHHO, OJIUH pa3 B
JICHb BO BPEMSI €/IbI.
o361 aTazanaBupa JJig JeTel OT 6 JIET U CTapllie pacCUYUTHIBAIOTCS 110 Macce Tea (CM. Tabiauily
HIWKE); 03Bl JJIA JIeTel HE JOJDKHBI MPEBBIIIATh 03, TPUMEHSEMBIX IS JICYCHUSI B3POCIIBIX
MAIMECHTOB.

Pacuet no3sl aTa3zaHaBUpa OJI I[eTeﬁ I10 MacCcCe€ TCJ1a

Macca mena (k2) o3za amazanaseupa (m2) Ho3a pumonasupa (m2)
>15<35 200 100
> 35 300 100

Cnooco0 rmpuMeHeHus

[IpenapaT npUHUMAIOT BHYTPb, LIETUKOM, HE pa3KeBbIBasi, B COCTaBE KOMOMHUPOBAHHOMN TEPAIIHH.
4.3. IIlpoTuBONOKA3aHUS

. ['MnepuyBCTBUTENBHOCTh K aTa3aHABUPY WK K JIFOOOMY M3 BCIIOMOTAaTENIbHBIX BEIIECTB
npernapara, NepeyucIIeHHbIX B pa3zaene 6.1.

. Hapymenus ¢pynkuuu nedenu Tspkenoi crenenu (kiacc C no kinaccudukanuu Yaiina-
[1p10) mpu THOOBIX peXXUMAaX TO3UPOBAHUS.

o KomOunanmsi aTtazaHaBup/pUTOHABHP Yy TMAlMEHTOB C HAPYIMIEHUSIMH (QYHKIMH TEYCHU
cpenueit u Tspkenon crenenu (kiaace B u C no knaccudukanun Yaitna-I1s10).

o Jepuuut nakrtaspl, penkas HacJeICTBEHHAas HENEPEeHOCHUMOCTh JAKTO3bl, TJIHOK030-
rajlakTo3Has MaababcopOIus.

o VY nanueHToB ¢ TSKENOoN MOYeYHON HEeJJ0OCTaTOYHOCTHIO, HAXOAIINXCS HAa TeMOIUAIN3E U
paHee MOoJIy4aBIINX aHTUPETPOBUPYCHYIO TEPATIHIO.

o ATazaHaBHUp B KOMOMHAIIMU C aCTEMHU30JIOM, Tep(EeHaTNHOM, [IU3ANPHUIOM, TUMO3UIOM,

6erI/I,Z[I/I.HOM, XUHHUIWHOM, (B TOM UYHUCIIC JIsI aTa3aHaBUpa COBMECTHO C pI/ITOHaBI/IPOM),
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SProTaMUHOM, JUTHAPOIPTrOTAMHUHOM, 3PrOMETPUHOM, METWIIPTOMETPUHOM), MpernapaTaMu
3Bepobosi  mpojbipsiBieHHOr0, mHruomropamu ['MI-KoA-penykra3el  (CHMBacTaTHHOM,
JIOBaCTaTUHOM), KBETHAIIMHOM (B TOM YHCJIC B KOMOMHAIIUU C PUTOHABUPOM), PUDAMITUIITHOM,
andy303uHOM, cuieHaguiIoM (IIpH €ro Ha3HAYEHUU JUIsl JICYCHUS JICTOYHOM apTepHaIbHOW
TUIIEPTEH3UN).

) Jletu ¢ maccoii Tena meHee 35 kr (s qo3upoBku 300 Mr), 1ETCKHI BO3pacT 110 6 JeT.
4.4. OcoOble yka3aHusi 1 Mepbl NPEAOCTOPOKHOCTU NPU NPUMEHEHUH

C 0CTOPOKHOCTBIO

° CaxapHsblii tuader;

o TUIEPIIINKEMUS,;

. JTUCITUIUACMUS;

. TUIepOMIUPyOMHEMHUS;

. HeponuTHas;

o BUPYCHBIE F€NaTUTBHI;

. XPOHHUYECKHM AKTUBHBIN T'€IIATHT;

. HapymeHust (pyHKIUH MEYeHU JITKOW M cpelnHeil creneHn TspkecTH (kimacc A u B mo

kiaccudukanuu Yainna-ITero0) (s arazanaBupa);
. HapylieHuss (QyHKIIMHA TICYCHU JIETKON CTENeHU TshKecTH (Kimace A 1o Kiaccu(uKaiu

Yaitna-1Ist0) (111 KOMOMHAIMK aTa3aHAaBUP/PUTOHABUD);

. remopunus A u B;
. CHHJIPOM BPOKICHHOTO y/UTMHEHUs nHTepBaia PR u PQ;
o COBMECTHOE MPUMEHEHUE Mpenaparta ¢ npenaparamu, yaauasomumu PR n PQ untepBain

(HampuMep, aTeHOIION, TMIITHA3EM, BEpaItaMu);

. CHUH/IPOM BPOKJEHHOTO yATuHEeHHs uHTepBana QT;

o MOHMKEHHAs! KUCIIOTHOCTD JKEIYJOYHOTO coka (MOBBIIIeHHE 3HaueHus] pH xenyno4Horo
COKa);

o COBMECTHOE MPUMEHEHUE C UHINHABUPOM, UPUHOTEKAHOM, HEBUPAITMHOM, 2(PaBUPEH30M,
TIIFOKOKOPTUKOCTEPOUIAMH, BOPUKOHA30JI0M, CaJIMETEPOJIOM, KITAPUTPOMUITTHOM,
OorenpeBUpoM, TeHOPOBUPA IU3OMPOKcUia ¢GymaparoM, KapOamazenmuHoM, (PEHUTOUHOM,
dbenobapOUTanoOM, JTAMOTPUIDKUHOM, IUKIOCIIOPUHOM, TaKPOIMMYCOM, CHPOJIUMYCOM,
aMUOJIaPOHOM,  JUAOKAMHOM (A7  TapeHTepaabHOrO  MpUMEHEHHs),  (DIyTHKa30HOM,

cunaeHaduiaom,  TagamapuiaoMm,  BapAeHaQUIOM,  aTOPBACTaTHHOM,  TPAaBaCTaTHHOM,
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(CYP).

Oco0ble yKa3auus

Haznauenue aTazanaBupa Helesiecoo0pa3Ho MalleHTaM C MHOKECTBEHHOM PE3UCTEHTHOCTHIO K
uHruouTopam mporeassi BUY (Oomee 4-x wmyranwmii). BpiGop arazanHaBupa i JieUeHUS
NAIMEeHTOB, paHee IMOJYyYaBUIMX AHTHPETPOBUPYCHYIO TEpPAIUIO, JOJDKEH O0a3upoBaThcs Ha
JAHHBIX UHJMBUYaIbHONW PE3UCTEHTHOCTH U PE3YJIbTATOB MIPEALIECTBYIOIIETO JIEUEHUSI.

Xots 3bdexkTuBHOE MOJAaBICHHE pEIUIMKAIMM BHpyca aHTHPETPOBUPYCHOM Tepanuein
3HAUUTEJIHO CHMKAeT puck nepenaun BMY Bo Bpems mOJIOBOrO KOHTAKTa, IMOJHOCTBIO PHUCK
nepeaayd MCKIIOYUTh HENb3s, B CBSA3M C YEM CIIEAYET COOJI0AAaTh MEpHI MPEeI0CTOPOKHOCTH
(ucnonp30BaHKE OAPHEPHOTO METO/IA).

OddexTuBHOCTh U 0€30MaCHOCTh MPUMEHEHHUS aTa3aHaBUpa B KOMOMHAIIMU C PUTOHABUPOM B
cyTouHO# n03e 6onee 100 Mr He U3yuyeHa; UCTIOJIb30BAaHUE 103 PUTOHABUPA, MpeBbimaonux 100
MI' B CYTKH, MOXKET M3MEHHUTh Npoduib Oe3omacHocTH aTazaHaBupa (moOodHble 3()QEeKThI co
CTOPOHBI  CEPIEYHO-COCYAMCTON CUCTEMBI, TIUNEepOUIMpyOMHEMHs), IO3TOMY OHO He
pexomenayercs. TOIbKO MpU COBMECTHOM NMPUMEHEHHH KOMOWHAIMY aTa3aHaBUP/PUTOHABUD U
a(daBUpeH3a BO3MOXKHO yBEJIMYEHHE J03blI puToHaBupa 1m0 200 mr 1 pa3 B CyTKH, NMPU I3TOM
HE00X0UMO 00€CIIeYUTh KIMHUYECKUI MOHUTOPUHT MAllUEHTA.

Caxapnviii ouabem/2unepeiukemust

Ha ¢one neuenus unruburopamu mnpoteassl BUY y nekoTopeix BUY-unbumupoBaHHbIX
NalMEeHTOB OTMEUEHBI TUIEPTIMKEMHUsI, BOSHUKHOBEHHE CaXapHOro aquadeTa uim 000CTpeHne yxe
UMEIOLIerocsi caxapHoro auabera. B HEKOTOpBIX cioyyasx OTMedalcs JIuabeTHyecKui
keroanuno3. [IpyunHHO-CieIcCTBEHHAs CBSA3b MEKIY Tepanueil nHruouropamu nporeassl BUY u
ATUMHU CIIy4asiMU HE YCTaHOBJICHA.

T'emogpunus

VY nanuentoB ¢ remo¢unueit tuna A u B Ha ¢oHe nedeHus mHrubutropamum nporeazsl BUY
OTMEUAJIUCh KPOBOTEUEHMSI, B TOM YHCJI€ CIIOHTAaHHBIE KOXKHbIE KPOBOU3JIUSHUSA U TeMapTPO3bl.
HekoTopsiM M3 3THX MalMEHTOB TpeOoBanoCch BBeAeHUE (akTopa cBepThiBaHus kposu VIII. B
OOJNBIIMHCTBE CIyyaeB JieueHHe HHruouropamu mnporeassl BUY Obulo MpOAOIKEHO WU
BO300HOBJIEHO TMOcie mepepbiBa. [IpHUMHHO-CIEACTBEHHAs CBSI3b MEXIy Tepanuein
uHruOutopamu npoteassl BUY u aTimMu ciyyasiMu He yCTaHOBJIEHA.

[TatmenTs! ¢ remopunmeit A uinu B 10mKHBI ObITH OCBEIOMIIEHBI O BO3MOKHOCTH MOBBIIIIEHHON
KPOBOTOYHUBOCTH.

Ilepepacnpeodenenue scuposoul Kiemuamku (IUNOOUcmpoghus)
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OKHPEHUEM IO LIEHTPAIbHOMY THILY, YBEIMUYEHUEM KUPOBOM KIETYATKHU B 1OPCOLIEPBUKAIBHOMN
30He («OyHBOMMHBIA TOpO»), TMOXyJaHWE KOHEYHOCTEH W JHUIa, YBEIUYCHHE TPYAH,
«KYIIMHTOUAHOE JUIO». [IpMuMHHO-ClIeCTBEHHAsl CBS3b MEXAy Tepanued HHTuOUTOpamMu
npoteasbl BUY 1 5TuMu ciiydasiMyd HE YCTaHOBJICHA.

[TatenTs! ¢ ¢akTopaMH pUCKa OTHOCHUTEIBHO PAa3BUTHUS JTUMOAMCTPOGUH (TOXKHUIONW BO3pacT,
JUINTENIbHBIA TIPHEM TPOTHBOBUPYCHBIX IPEMapaToB, HapylmIeHHs OOMEHa BEIIECTB) JOJDKHBI
HOJUIeXKaTh KJIMHUYECKOMY OOCJIEOBAHUIO, BKJIIOYAs BHEIIHIOI OLEHKY IepepaclpeieieHus
KUPOBOH KJIETYATKH.

Memabonuueckue napamempui/éec mena

Bo BpeMsi aHTHpETpOBUPYCHOW Tepalmuu MOXKET OTMEYaTbCs IOBBIINIEHHE BEca Tella, YPOBHS
JUIKJOB U TIIOKO3bl B KpOBU. Takue HM3MEHEHHs] MOTYT ObITb OOYCIIOBJIEHBI NPOBEJCHUEM
Teparuy OCHOBHOIO 3a00JIeBaHus, a Takxke 00pa3oM ku3HU. KOHTpoJIb 3a MMIIUAaMuy U TIII0K030M
KPOBH OOECIIEYMBACTCSI COTIACHO peKoMeHaanusM 1o jedeHnio BUY-undexnun. Hapymenns
00MeHa KUPOB JOJKHBI KOHTPOJIMPOBATHCS COTIACHO KIIMHUYECKOM npakTuke. [Ipu npumenennun
KOMOMHUPOBAaHHON aHTUPETPOBUPYCHOM Tepamnuu, BKIOYAs TakKe€ COBMECTHOE IPUMEHEHHE C
OpaJIbHBIMU KOHTPALENTUBAMH, OTMEYAINCH CIIy4au Pa3BUTHS IUCIUIIAIEMUH.

Cunopom eoccmarno61eHUs UMMYHUmMema

Pa3BuTHe cuHApOMa BOCCTAaHOBJIEHHS MMMYHHUTETa OTMEYAJIOCh Yy IAlIMEHTOB, IOJYy4YaBIIMX
AHTUPETPOBUPYCHYIO TEpaIUIo, BKIOYas aTazaHaBup. Y BUY-uHpuIMpOoBaHHBIX NallMEHTOB B
pe3yibTare OTBeTa MMMYHHOM CHCTEMbl B Hadajie KOMOMHUPOBAHHOM aHTHPETPOBUPYCHOU
TEepanuu MOTYT MHOSIBUTHCS NPU3HAKU BOCHAJIUTEIBHOM PEAKIUM B OTBET Ha IPOTEKAIOIINE
0ecCCUMIITOMHO WJIM OCTaTOYHbIE OIIMOPTYHUCTUYECKUE HWH(MEKIUH (LIUTOMETaJIOBUPYCHBII
PETUHUT, TeHepAIM30BaHHbIC W/WIM JIOKaJIbHbIE MHMKOOAKTepHallbHble WH(EKIUH, BbI3BAHHBIE
Mycobacterium avium, maeBmonus1, BeI3BaHHass Pneumocystis carinii, Pneumocystis jiroveci niu
TyOepKyJie3), KOTOpble MOTYT PUBECTU K PA3BUTHUIO CEPhE3HBIX KIIMHUYECKUX MOCIEICTBUI WK
YXYALIEHUIO COCTOSTHUS 001bHOr0. OOBIYHO Takue peaklMM pa3BUBAIOTCS B TEUEHHE INEPBBIX
HECKOJIbKUX HeZeIb MM MECSIEB C Havasa JiedeHus. JJoMKHO ObITh POBEAEHO 00CIeI0BaHNuE U
COOTBETCTBYIOILIEE JICUEHUE.

Otmeuanuch ciayyan ayTOMMMYHHBIX 3a00JieBaHui (Hampumep, 6osie3Hs [ 'peiiBca), BO3HUKaBIINE
P BOCCTAHOBJIEHMM HMMYHHTETa, OJIHAKO BpeMs Hauajga pa3BUTUSA TaKUX 3a00JjeBaHUM
BapbUPOBAJIOCH y Pa3HbIX MALMEHTOB M MOIJIO HACTYINAaTh YEPE3 MHOI'O MECALEB IOCIE Haydaja
TEpanuy aTa3aHaBUPOM.

Ileuenounas neoocmamoynocme
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IIEYEHOYHOM HEJOCTaTOYHOCTBIO IIpenapar CleAyeT MNPUMEHSATh C OCTOPOXHOCTBIO H3-3a
BO3MO>KHOT'O YBEJIMYEHUSI €M0 KOHLEHTPALIUH.

VY nanueHToB ¢ y)Ke CYIIECTBYIOIICH NUCPYHKIIMEH MEeYeHH, BKIIIOYas aKTUBHBIH XPOHUYECKUN
reraTuT, IOBBIIIAETCS YacTOTa Pa3BUTUSA HapylIeHUH (QYHKIUM MEYEeHH IpH IMPOBEJCHUU
KOMOMHUPOBAHHON aHTHPETPOBHPYCHOW Tepanmuu. B CBA3M ¢ 3TUM HEOOXOOMMO PEryssipHO
HaOJI0aTh 32 COCTOSIHMEM TaKHX IMAIMeHTOB. B ciyyae yXyJIIeHHs COCTOSIHUS MOXKET OBbITh
IIPUHATO PELICHUE O IPUOCTAHOBKE MJIM NPEKPAILCHNN TEPAlUU aTa3aHaBUPOM.

VY nanueHToB ¢ BHpPYCHbIM rematutoM B wmim C wiM OTMEYEHHOM [0 Haudana JICYCHHS
NOBBILICHHONW AaKTMBHOCTBIO TpPaHCAMUHA3 IPUCYTCTBYET PUCK JaJIbHEHIIETO IOBBILICHUS
AKTUBHOCTH TpaHCAMHMHA3 WM JCKOMICHCAUM (YHKIWM TE€YeHH. Y TaKUX [alUCHTOB
71a00paTOPHBI MOHUTOPUHI (PYHKIMU MEYEHU JOJDKEH OCYIIECTBIIATHCA IMEpe] HAadyajioM U BO
BpEMs IPOBEACHUS TEPAINH aTa3aHABUPOM.

Iloueunas neoocmamounocmo

Jis manueHToB, HE HaXOASIIMXCS Ha reMoauanui3e, He TpedyeTcss Koppekuuu ao3bl. [lnd
NAI[MEHTOB HA IeMOJIMAIN3€, PaHEE HE IOJyYaBIIUX aHTUPETPOBUPYCHOM Tepaluu, aTa3aHaBUP
Ha3HAy4aeTcs TOJIbKO B KOMOMHAIIMM C PUTOHABUPOM.

[TanpeHTaM € TSKEIOM IMOYEYHOW HEJOCTATOYHOCTHIO, HAXOIAIMMCS HAa TEMOJINAIIN3E U paHee
MOJIyYaBLUIMM AHTUPETPOBUPYCHYIO TEpaluio, aTa3aHaBUp NPUMEHATh IPOTHUBOIOKA3aHO.
T'unepounupyounemus

Y nanueHTOB, NOJYYaBIIMX AaTa3aHABUp, OTMEYAIUCh CIy4yal OOpaTHUMOrO YBEJIWYEHUs
HerpsiMoro  (cBoOoaHOro)  OwiMpyOWHa,  CBSI3aHHOTO ¢ WHTUOuWpoBaHuem Y J[D-
rmokyponosmwitpanchepazsl  (YI'T). Cnemyer y4yecTb, 4YTO  yBEIWYEHHE aAKTUBHOCTH
TpaHCaMHMHAa3, OTMeEYalolleecsi MpH MOBBILIEHHOM OWINPYOHWHE y MNAIlMEeHTOB, MOJIYYarOLIHX
aTa3aHaBHUp, MOXKET OBbITh BBI3BAHO IPYTUMH 3a00JIEBAaHUSMH, TaKXKe COMPOBOMKIAIOLIIMMUCS
runepomnupyonHemMueil. AnpTepHAaTUBHAs aHTUPETPOBUPYCHAs Tepamusl aTa3aHABUPY MOXKET
OBITH PAacCMOTPEHA, €CIU JKEITyXa WIM TOXKEITEHUE CKIIEp SBIISAIOTCS HENpPUEMIIEMBIMHU JUIS
nanuenTa. CHIKEHHE 03Bl aTa3aHaBUpa HE PEKOMEHYETCs, TIOCKOJIBKY 3TO MOXKET IPUBECTU K
noTepe TepaneBTUYecKoro 3pQexTa u pa3BUTHIO Pe3UCTEHTHOCTH.

Het nonrocpoyHbIX JaHHBIX O O€30MACHOCTH MPUMEHEHHUS y MAlMEHTOB, UMEIOIINX JJIUTEIBHO
COXPaHSIIONIYIOCS KOHIIEHTpaluio OunupyouHa, Oosnee yeM B 5 pa3 MPEBBILAIOLIYI0 HOPMY.
WMHarHaBUp TakKe MOXKET ObITh MPUYUHON YBEJIMYEHUS HEMPSIMOro (CBOOOIHOro) OumupyounHa,
cBsizaHHOro c uHrubuposanueMm Y JId-rmokyponosuiarpanchepassr (YI'T). Ilostomy ero
COBMECTHOE MPUMEHEHHUE C aTa3aHaBUPOM HE PEKOMEHIOBAHO.

Yonunenue PQ unmepsana
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OCTOPOXKHOCTh TIpU TPHUMEHEHWW Tpernapara y MAlUeHTOB C HAPYIICHUSIMU CEepJCYHON
POBOJUMOCTH (Hampumep, aTpuo-BeHTpukymsipHas Omokana |l u Il crenmenn). Cnenmyer
coOiroaaTh OCTOPOXKHOCTH IMPHU COBMECTHOM MPUMEHEHMM aTa3aHaBHUpa C IMpernapaTraMu,
ymssronMu PQ uHTEpBan (Hanpumep, aTeHOJION, TUITHA3EM, BeparaMmul).

Yonunenue QT unmepeana

Otmevanuck cnydan ynnuHeHust QT uHTepBaia y HEKOTOPHIX AIIEHTOB B 3aBUCHMOCTH OT JI03bI
atazanaBupa. Cregyer coOnr0AaTh OCTOPOKHOCTD MPH MPUMEHEHUHU Iperapara y HalleHTOB C
HapyIIEHUSAMH CEPJCYHOU MPOBOJAMMOCTH (HAIIPUMED, aTpUO-BEHTPUKYIIsspHas Onokazna Il u 111
cTerneHu win Ojokanga mydka ['mca), m Ha3HayaTh €ro TOJBKO B CIydae, €CIIM MOTCHUIUAIbHAS
M0JIb32 MIPEBBIIIACT BO3MOXKHBIN PUCK OT IpUMEHEHus npenapara. Cienyer cobaroaaTs 0cooyro
OCTOPOKHOCTH IIPU COBMECTHOM MPUMEHEHHUH aTa3aHaBHpa C MpenaparaMu, yaauHsommmu QT
MHTEpBaJ (HampuMep, KIApUTPOMHUIIMH, CaIMETEPOIT), a TAKXKE Y MAIMEHTOB ¢ (haKTOpaMu pUCKa
(Opanukapaus, BpoxkaeHHoe ymuHerne QT uHTepBana, HapyIIeHHS dJIEKTPOIUTHOTO OallaHCca).
Cuiny

Makynonamnysie3Hasi Cbillb, OOBIYHO OT JIETKOW 10 CpelHEel CTereHu, MOKET HaOJIoJaThCs B
TEYECHHE MEPBBIX 3 HEAENb OT Hayajla Tepanuy aTa3aHaBHUPOM.

OtmedeHo Takke pa3Butue cuHapoma CrtuBeHca-/[PKOHCOHA, MYJIBTH()OPMHONW IPUTEMBI,
TOKCHYECKOW KOXXHOM CBIMM W JICKAPCTBEHHOH CBHIMK C DJO3MHOPWIMEH W CHUCTEMHOU
cumntoMmatukoit (DRESS-cunnpom). [lanmenTsl JOMKHBI OBITh MPEIYIPEKACHBI O BO3MOKHBIX
MpHU3HAKaX U CUMIITOMAaxX Pa3BUTUSA ChIMU. BO3MOXKHBIE KOXKHBIE PEaKIUU CIEAYyeT TIIATeIbHO
MOHHTOPHPOBaTh. [[pMeHEeHHEe TIperapara JOHKHO OBITh MPEKPAIICHO MPU PA3BUTHH TKEION
CTCTICHH CHITTK. TIIaTeIbHBIA KOHTPOJIb 32 COCTOSTHHEM KOXKHBIX ITOKPOBOB ITO3BOJISIET IPOBECTH
PaHHIOIO JUATHOCTUKY M HEMEJIEHHO MTPHUOCTAHOBUTH MPHEM MOI03PUTENHLHOTO JIEKAPCTBEHHOTO
cpenctBa. llamueHTsl, y KOTOpPBIX paHee OBLIO OTMEYEHO pa3BuTHe cuHiapoMa CTuBeHca-
Jlxorcona u DRESS- cuanpoma, acconnnpoBaHHOE ¢ aTa3aHABHPOM, HE MOTYT CHOBA IPUMEHSTh
€r0 MoCJIe PUOCTAHOBKH JICUCHHSI.

Hegponumua3z u xonenumuas

B xone mocTperucTpallMoOHHBIX HCCIEAOBaHUN MO 0€30MacHOCTH MPUMEHEHUs aTa3aHaBUpA Y
BUY-unbuUmpoBaHHBIX MAIMEHTOB OTMEYAINCH CIIy4aW HEPPOJIUTHA3a W/HWIN XOJEIUTHAa3a.
HexotopbiM manueHTaM MOTpeOOBANIaCh TOCHHUTATIHM3AIMS ISl TPOBEICHUS HEOOXOAUMOU
Tepanuu, y HEKOTOPHIX MAlMEHTOB HAOIIOJAINCh OCIIOKHEHHUS. B HEKOTOPBIX CydasiX pa3BUTHE
He(pOIUTHA3a COMPOBOXKIATIOCH OCTPON MOYEHYHON HEMOCTATOUHOCTHIO M HAPYIICHUEM PaOOThI
noyek. [lpw Hanumuum CHUMITOMOB He(ppONMTHA3a W/WIM XOJEIUTHA3a CIEeAyeT BPEMEHHO

mpepBaTh TCPAIUIO WIIH MMOJHOCTBIO MPCKPATHUTD ITPUEM IIpCIIapara.
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He pexomenyercss 0IHOBpEMEHHOE IPUMEHEHHUE aTa3aHABUPA C AmMOp8aACmamuHOM.

[Tpu HEOOXOIUMOCTH TIPHEMA 2IFOKOKOPMUKOCMEPOUO08 PEKOMEHTyeTCs TIPUEM TIPETIapaToB, HE
sBistronuxcs cyoctparamu nzopepmenta CYP3A4 (GekmomeTason).

[TockonbKy arazaHaBUp METaOOJU3ZHPYETCS B OCHOBHOM mocpenactBoMm m3opepmenta CYP3A4
COBMECTHOE IIPUMEHEHHE aTa3aHaBUpa U JIEKApCTBEHHBIX IPENapaTroB, HHIYLHUPYIOIIUX
uzopepment CYP3A4, He pekomeHyeTcsl.

Hesupanun, ssnssce uagykropom uszopepmenta CYP3A4, cHmwkaer neiicTBUe ara3aHaBUpa.
Kpome Toro, m3-3a yBenuyeHHs KOHUEHTpPALlMM HEBHpANMHA BO3PACTA€T €ro TOKCUYHOCTH,
MOSTOMY JaHHAsi KOMOMHAILINS HE PEKOMEHIYETCS.

KomOunmpoBaHHas Tepamnusi aTa3aHaBUPOM U 9¢hasupeHn3om IPUBOAUT K yMEHbIIeHUIO 3 dekra
aTa3zaHaBUpa, IOTOMY ee cleayeT n3berarb. Ecinu npuMeHeHne 1aHHON KoMOUHaIMK abCOIOTHO
HEOOXOIUMO, pa3peliaeTcs €€ MPUMEHSATh TOJBKO Yy MAalMeHTOB, paHee HEe MOJIY4YaBIINX
aHTupeTpoBupycHoi Tepanuu. [Ipu sTom atazanasup 400 mr u putonasup 200 Mr Ha3HA4YaIOT B
BU/JIE OJJTHOKPATHOM 103bl BO BpEMs €/1bl, a 3(paBUPEH3 — HATOLIAK, [IEPE]] CHOM.

CoBMecTHOe mpuMeHeHHe gopukoHazona (200 mr 2 pa3a B JA€Hb) € KOMOHMHalMen
aTa3aHaBUP/PUTOHABUDP y TAIMEHTOB C KaK MHUHUMYM OIHHUM (YHKIIMOHAJIBHBIM ajlieieM
nzodpepmertra CYP2C19 npuBoauiio K CHIPKEHUIO KOHIICHTPALMI BOPUKOHA30JIa U aTa3aHaBHpa
B 11a3me kpoBu. CoBMeECTHOE IpUMEHEeHne BoprukoHasoia (200 mr 2 pa3a B I€Hb) ¢ KOMOWHAIMEH
aTa3aHaBUP/PUTOHABUP y MAIMEHTOB 0e3 QyHKuuoHanbHOro amiens uzodepmenta CYP2C19
IPUBOJWIO K TIOBBILIEHUIO KOHIEHTpAlUMil BOPHUKOHA30Ja M CHID)KEHHIO KOHIICHTpalUH
aTazaHaBupa B IUIa3Me KpoBU. COBMECTHOE TNpPUMEHEHHE BOPUKOHA30Jla U KOMOWHAIUU
aTa3aHaBUP/PUTOHABUP PEKOMEHIYETCS TOJBKO B TEX Cllydyasix, KOI/la MOTEHLIMaJbHAas I0Jb3a
OPUMEHEHHs BOPHMKOHA30jla MpeBblIaeT puck. IIpm mpuMeHeHHH Takod KOMOMHHPOBAaHHOM
TEepamuyl  HEOOXOAWMO TPOBOAMTH  TIIATENbHBIH MOHMTOPUHI  MOOOYHBIX  IPPEKTOB
BOpPUKOHAa30ja, a Takke 3(QQEKTHUBHOCTH BOPUKOHA30JIa W aTa3aHaBUpa, KOTOpPbIE MOTYT
CHUXKATbhCSL.

Cunoenacghun, maoanagun, sapoenagun. Ipxu COBMECTHOM NPUMEHEHUN UHTMOUTOPOB MPOTEA3bl
BUY ¢ uarubutopamu dochonuscrepassi-5, Metadonuzupyrommmucs nzopepmentom CYP3A4
U TPUMEHSEMBIMH JUIsl JIEYEHUS DSPEKTHWIbHON NHUCYHKIMH, BO3MOXKHO 3HAUUTEIbHOE
YBEITUYCHUE KOHIICHTpPAIMU HMHTUOUTOPOB (ocdomudcTepaspl-S U yCUIIEHHE HMX IMOOOYHBIX
3 eKTOB, CBA3aHHBIX C HUHruOMpoBaHueMm ¢ochoauscrepassl-S (HaAIpUMeEp, THIIOTEH3US,
NpUanu3M, HapyIIeHUs 3pEHHS).

[IpumeHeHre KOMOMHAIMKM aTa3aHaBUP/PUTOHABUP COBMECTHO C ¢h1ymuxazona nponuoHamom

U Opyaumu 210KOKopmuxocmepoudamu, memaboausupyrowumucs uzogpepmenmom CYP3A4, ve
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IPEBBIIIACT PUCK CUCTEMHBIX APPEKTOB TITIOKOKOPTUKOCTEPOUIOB, BKIItoYast cuHapoM KymmHra
U MoaBleHNEe (PYHKIIUU KOPBI HAATOYEYHUKOB.

CoBMmecTHOE IPUMEHEHHE caimemepona U aTa3aHaBlpa He pEKOMEH/IOBAHO B BU/Y IIOBBIILIEHHOT'O
pucKa pa3BUTHS MOOOYHBIX APQPEKTOB €O CTOPOHBI CEPIEYHO-COCYIUCTOM CHUCTEMBI,
CBOMCTBEHHBIX CaIMETEPOIY.

Bo Bpems neueHus atazaHaBUPOM HE PEKOMEH]IYETCSl OAHOBPEMEHHOE Ha3HAYCHUE UHUOUNOPO8
npomonHou nomnsl. VIX Ha3HAYAIOT TOJIBKO B TOM CIly4yae, €CIM UX IPUMEHEHHE KpaliHe I0Ka3aHo.
PexomeHyeTcs TIIATENbHBIA KIMHUYECKUH MOHUTOPHHI COCTOSTHHS NAallMEHTa U IPUMEHEHHE
komOuHarmu arazanaBup 400 mr/puronasup 100 Mr ¢ omenpa3oioM B MakCUMaJIbHOM 03¢ 20 MT
OJIMH pa3 B JCHb (WIM JPYTUM MIpErnapaTtoM M3 TPYNIbl WHIMOMTOPOB MPOTOHHOW IMOMITBI B
9KBUBAJIEHTHOM J103€). He pekoMeHnayeTcs IpUMEHATh OMernpa3od B 103¢e 6osee 20 Mr B IeHb (UIIH
Jpyroii mpemnapar 13 rpynibl MHTHOUTOPOB IPOTOHHON MOMIIBI B 3KBUBAJIEHTHOM J103€).
CoBMecTHOE NPUMEHEHHUE aTa3aHABUPA C COPMOHANbHLIMU KOHMPAYENMUBAMU UIU OPATbHBIMU
KOHMPAyenmusHulMU Cpeocmeamil, COEPKalIUMHI POTreCTOreHbl, OTINYHbIE OT HOpPrecTuMara
WA HOP3TUH/IPOHA, HE U3Y4aJIOCh U I03TOMY HE PEKOMEH/I0BaHO.

Tlonudicennas KucI0mHoCmb JHceny0ouHo20 coka (nogvluenue 3uavenus pH scenyoounozo coxa)
KoHnuenrpanusi atazaHaBupa MOKET CHUXKAThCSl NPU yBEIWYEeHUU 3HaueHus pH xemxynouHoro
COKa, HE3aBUCUMO OT IIPUYMH, BbI3BABIIUX 3TO YBEJIUYCHHE.

Ocmeornekpos

B penkux ciydasx npu npuMeHEHMH KOMOMHUPOBAaHHON aHTUPETPOBUPYCHON TEPAITUU B TE€UEHUE
JUIUTETILHOTO TEPHUOJa BPEMEHH OTMEYAJIUCh CIydyau OCTEOHEKpPO03a, OCOOCHHO Y MAallUEeHTOB C
¢dakTopaMu pucka (BBICOKMH MHJIEKC MaccChl T€la, MMMYHOCYIIPECCHS, YIIOTpeOIeHHe aJIKoroJs,
COITYTCTBYIOIIEE TPUMEHEHUE KOPTUKOCTEPOUIOB).

[Tpu nosiBneHuM y nanueHTa OOJIE3HEHHOCTH B CyCTaBax WJIM 3aTPYAHEHUSX MPU JIBUKEHUHU
CJIeIyeT YUYUTHIBaTh BO3MOXHOCTh Pa3BUTHUSI OCTEOHEKPO3a.

BcnomorarennHble BellecTBa

Jlakmosa

[Tauventam ¢ neGUIMTOM JIaKTa3bl, PEIKOM HACIIEACTBEHHOW HENEPEeHOCUMOCTBIO JIAKTO3BI,
[II0K030-TAJIaKTO3HOHM MalibabcopOuuei npuMenenre npenapara CuMaHo ] MPOTUBOIIOKA3aHO.
Kpacumeno conneunviii 3axkam sxcenmuwiii

MokeT BBI3BIBaTh aJUIEPTUUECKUE PEAKIIUH.

Kpacumenw Ionco 4R (015 dosuposxu 150 me)

Mo3keT BBI3BIBATH AJNIEPTUYECKUE PEAKIIUH.

€T

11



COOTBETCTBYET 3K

R
1

5 b

oT 21.03.2023 Nz 533

AcumnTomarnueckoe yanuHenue PR untepsang 6osee d&%:ﬁlg%ﬁﬁg&qhﬂgéﬁg%ﬂaﬁhgﬂnn

OMY OTUETY

C B3pOCIBIMU MalMEHTaMH. ACHUMITOMAaTHYeCKas aTpuoO-BeHTpUKyJsipHas Onokama II u III
CTETEHU TakXke OoTMedanach y jaereil. Cremyer coOM0gaTh OCTOPOXKHOCTH MPH COBMECTHOM
IPUMEHEHUH C IIpernapaTtaMy, BbI3bIBAIOIMMM yuiMHeHne PR uHTepBanma, a Takke npu
IPUMEHEHHUHU IIpernapara y MalUeHTOB C HApYUICHUAMHU CepAEeYyHON MPOBOJUMOCTH (HaIpuUMep,
aTpuo-BeHTpuKyisipHas Oiokana Il u Il crenenn wim 6mokana nmydka ['uca), 1 Ha3HA4YaTh €ro
TOJIBKO B Cllydae, €CJIM MOTEHIHUaJIbHAs I10J1b3a IPEBbIIIAET BO3MOXHBIH PUCK OT IPUMEHEHUS
npenapara. PekoMeH10BaH MOHUTOPUHT (DYHKIIMH CEPAECUYHO-COCYTUCTON CUCTEMBI ITPH HATUYUU
KIIMHUYECKUX CUMITTOMOB (Hampumep, OpaauKapIiun).

4.5. B3amMmopeiicTBHMe ¢ IPYTHMH JIEKAPCTBEHHBIMHM MpenapartaMH M JApyrue BHIbI
B3aUMO/JeHCTBHUS

ATazaHaBUp MeTa0OIM3UPYETCs B MEUYEHM C ydacTUeM cucTembl nuroxpoma P450; oH Tarke
apinsercss uHruouTopom nzodepmenta CYP3 A4, Bxozsiero B JaHHYIO CUCTEMY.

CoBMecTHOE IPUMEHEHHUE aTa3aHaBUPa U JPYTUX MPEnapaToB ¢ TEMH )K€ IMyTSIMUA MeTaboIm3Ma,
(OTOKaTOPBI  «MEIUICHHBIX» KAJIBIIUEBBIX KaHAJIOB, HEKOTOPhIE HHTHOWUTOPHI 3-TUAPOKCH-3-
METUJITIYTapuiI-KO3H3UM-A-pe1yKTa3bl (I'MTI'-KoA-penykrassl), MMMYHO/ICIIPECCAHTHI,
UHTUOUTOPHI (hochoansCTEpa3bl) MOXKET IPUBECTU K YBEIIMYSHHUIO KOHIIEHTPALMU OHOTO U3 HUX
B IUIa3ME, YTO MOXKET IPUBECTH K YCHUJICHUIO BBIPAXEHHOCTUM WM IMPOJOHTAlMU €ro
TEPaNeBTHYECKUX U TTOOOYHBIX YPPEKTOB.

CoBMecTHOE MpUMEHEHHUE aTa3zaHaBUpa M MpenaparoB, HHAynupyoumx uzopepmeHt CYP3A4
(pudamMnuIuH), MOKET MPUBECTH K 3HAUUTEIHHOMY IaJ€HUI0 KOHIIEHTPAllMU aTa3aHaBHUpa B
I1a3Me U CHMKEHHUIO BCIIEJCTBHE O3TOTO €ro TepameBTUYECKOW akTUBHOCTH. CoBMECTHOE
IpPUMEHEHHUE aTa3aHaBUpa U MpenaparoB, HHruoupyromux uzopepmeHT CYP3A4, moxer
IIPUBECTH K YBEJIMUEHUIO KOHIEHTPALIMY aTa3aHaBUpa B IIa3Me.

Beipaxxennocts u3odepment CYP3A4-omocpenoBaHHBIX B3aWMOJICHCTBUN aTa3aHaBUpa C
JIpyrMMHU Tpenapatamu (u3meHeHue 3(d@exTa arazaHaBupa WIM W3MEHEHHe 3¢ ¢deKTa Ipyroro
mpernapara) MOXET HW3MEHSTbCS TIpU IMpuUeMe aTa3aHaBUpa C PUTOHABUPOM, MOIIHBIM
uHruouropom nzopepmenta CYP3A4.

Jlis oJTHOTHI MHPOPMALIMU O B3aUMOJICHCTBUAX JIEKAPCTBEHHBIX MPENapaToB ¢ PUTOHABUPOM
ClIelyeT 03HAaKOMUTHCS C UHCTPYKIMEN MO0 MPUMEHEHHUIO pUTOHABHPA.

HDeHaDaTBI, COBMECTHBIN OpHUEM KOTOPBIX C aTa3aHABHPOM IMPOTHBOIIOKA3aH

Xunuoun [IpumeHenne BMecTe C KOMOMHaUMEH aTa3aHaBUP/PUTOHABUP
IIPOTUBOMNOKA3aHO B CBSA3M C PUCKOM CEPBE3HBIX M YIPOXKAIOIIHX

KU3HHU APUTMHM.
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Pugpamnuyun IIpu coBmecTHOM HDHMCHéE%:"g%Eﬁ;I/F@nIE'%I&)XI&IWOM
3HAYUTEIBHO CHIDKACTCS KOHICHTpAlMs aTa3aHaBHpa B IUIa3Me
KPOBH, YTO BEJIET K CHI)KEHHUIO T€PareBTUYECKOM 3(pPexkTHBHOCTH U
pPa3BUTHIO PE3UCTEHTHOCTH K ara3aHaBupy. OJHOBpeMEHHOE
MPUMEHECHHE aTa3aHaBUpa U pUQPaMITUIIHA TPOTUBOIIOKA3aHO.

benpuoun B cBf3M ¢ BBICOKMM PHCKOM Pa3BUTHS YIPOXKAOIIUX KUIHU
no00YHbIX 3(P(PEKTOB COBMECTHOE MPUMEHEHHE C aTa3aHaBHUPOM
MIPOTUBOMNOKA3aHO.

IIpoussoonvie B cBS3M ¢ BBICOKMM PHCKOM Pa3BUTHS YIPOXKAOIIUX KUIHU

apeomamuna n000YHBIX 3(P(PEKTOB COBMECTHOE NPUMEHEHHE C aTa3aHaBUPOM

(Oucuopospeomamut, MpOTUBONOKa3aHo. [IposiBieHus ocTpoil TOKCHYHOCTH MPOU3BOIHBIX

9p2OMAMUH, sproraMuHa: nepupepuuecKuil Ba3ocnasm, UIIEMUsi KOHEYHOCTEH U

9P2OMEMPUH, JPYTUX 30H.

Memunspeomempun)

Luzanpuo B cBs3u ¢ BBICOKUM PHCKOM Ppa3BUTHS YIPOXKAOIIUX KUIHU
moO0YHBIX 3(PPEeKTOB (apUTMHUSA) COBMECTHOE IPUMEHECHHUE C
aTa3aHaBUPOM IPOTHUBOIIOKA3aHO.

Jlosacmamur, [ToBBIICHHBINA PUCK PAa3BUTHUSI MUOIIATHH, BKIIIOUAsi pabOMHUOIIN3.

cumM8acmamuH

1Tlumosuo B cBA3M ¢ BBICOKMM PHCKOM pa3BUTUSA YIPOXKAIOIIMUX KU3HU

no0ouHbIX 3((eKkToB (apUTMHUSA) COBMECTHOE NPUMEHEHUE C

aTa3aHaBUPOM IMPOTHUBOIIOKA3AHO.

Muoazonam (011
napeHmepanibHo20
npuMeHeHUst),

mpuasojiam

CoBMmecTHOE MNMPUMCHCHUC C AaTAa3daHABUPOM IIPOTHBOIIOKA3aHO B

CBs3H C BO3MOXHOCTBIO ITOBBIIIICHUA KOHICHTpAaun

MHUJla30jlaMa/Tprua3oiaMa W BBICOKMM  PUCKOM  MPOJICHUS

CCAaTUBHOI'O B(I)(I)CKTa 1 YTHCTCHUS ObIXaHUS.

IIpenapamul 36epob6os

KOM6I/IHaHI/I}I C aTa3aHaBUPOM IPOTUBOIIOKAa3aHA, TaK KakK

NPOObLIPABTIEHHO20 KOHIIEHTpalUs aTa3aHaBUpa B IJIa3M€E MOYKET CHUKAThCSI, IPUBOJS K
(Hypericum yTpaTe TepaneBTUUYECKOro JEHCTBHUS U Pa3BUTHIO PE3UCTEHTHOCTH.
perforatum)

Acmemuson ITpu COBMECTHOM IPUMEHEHUHN c KOMOMHaIHen

aTaSaHaBI/Ip/pI/ITOHaBI/Ip MOBBIIACTCA PUCK Pa3BUTUA TAKCIbIX,
YrpoxXaromux KHU3HU IMOOOYHBIX 3(1)(1)CKTOB, IMO3TOMY JHaHHasd

KOM6I/IHaL[I/I}I IMPOTHUBOIIOKA3aHa.
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COOTBETCTBYET 3KCTMEPTH

ot 21.03.2023 N= 5337

JMY OTUETY

Tepghenaoun [Ipu COBMECTHOM HBMEE%E”-"TEQE'H"-'Eo%gﬁaﬁﬁeﬁ
aTa3aHABUP/PUTOHABUP TOBBINIACTCS PHUCK PA3BUTHUS TSHKEIBIX,
YIPOXKAIOIUX JKU3HU TMOOOYHBIX 3((EKTOB, MOITOMY JHaHHas
KOMOHMHAIMS MPOTUBONOKA3aHa.

Anghysozun BBugy noTeHIIMaIbHO BO3MOXKHOTO TMOBBIIMICHUS] KOHIICHTPALIUU

andy303uHa, KOTOPOE MOXKET MPUBECTH K PAa3BUTHIO THIIOTCH3UH,

IIPOTHUBOIIOKA3aHO COBMECTHOC IIPUMCHCHUE C KOM6HHaHHefI

aTa3zaHaBUDP/pPUTOHABUP.

Cunoenacghun (011
npuMeHeHUst npu

JIe20YHOU 2UnepmeH3un)

[IpuMeHeHHEe COBMECTHO C IIpEmapaToM aTa3aHaBUpOM IIpU

JIETOYHOM THIIEPTEH3UH IIPOTUBOIIOKA3aHO.

Keemuanun

[IpoTHBOMIOKAa3aHO  COBMECTHOE  NPUMEHEHHE  KOMOWHAIMH
aTa3aHaBUP/PUTOHABUP W KBETHANIMHA W3-3a TIOBBIIICHUS PHCKA
pa3BUTHS TOOOYHBIX APQPEKTOB, CBI3AHHBIX C KBETHAITMHOM.
I1oBbIlIEHHE KOHIICHTPALMY KBETHAIIMHA B IIJIa3M€ MOXKET IIPUBECTH

K Pa3BUTUIO KOMBI.

JIns NpUBEACHHBIX HMIKE ITPENApaToOB MOXKET HOTDC6OB8.TBC$I H3MCHCHUC PCKHUMA JO3UMPOBAHNH B

CBS3H C 0’KMIAEMBIMH B3aUMOACHCTBUSIMH

AHTHPETPOBUPYCHBIE CpeacTBa 1 JedyeHuss BUY

Hyxkneozuonvle uneudumopul 00pammuoii mpaHcKpunmaszl

Jluoanosun

[Ipumenenue Karncyn JTUIAaHO3HHA, MOKPBITBIX
KHUIIIEYHOPACTBOPUMOI 0005104K0i#t (400 MT) BMecTe C aTa3aHaBUPOM
i ¢ npenaparamu araza"asup (300 mr) u/unu putonasup (100 mr)
W MUIIEH YMEHbIIAaeT OMOJOCTYMHOCTh AWAAaHO3WHA. JlMITaHO3MH
cienyeT NMpUHUMATH Yepe3 2 yaca Iocie npuema atazaHasupa. He
OTMEUEHO 3HAYUTETFHOTO BIMSHHS Ha KOHIIEHTPAIUIO aTa3aHaBUpa
COBMECTHOM TPUMEHEHWH C JUJAHO3UHOM;

pu pueM

OIHOBPEMCHHO C HI/IIHGﬁ CHMXXACT KOHUCHTPALUIO JUJIAHO3HA.

Hykneomuonvle unzudumopsl 00pamuoit mpancKkpunmaszl

Tenoghosupa

OU30NPOKCUNA

Gymapam

Tenodosupa CHIJKAET AaKTHUBHOCTH

{ymapat

aTasaHaBUpa IIpyu OJHOBPEMECHHOM IIPHUMCHCHHH,

JM30TPOKCHUITA
aTa3aHaBUP
YBEJIMYUBACT KOHIICHTPAIMIO TeHO(OBUPA TU30IPOKCHIIA pymapaTa

B I1a3mMe KpOBH. Bricokue KOHIICHTpaluu TeHO(I)OBI/Ipa
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COOTBETCTBYET 2KC t EPTHOMY OTUETY

ot 21.03.2023 N= 5337

nsonpokcuna (hyvhpata MOTyI- Yo TIOBOIHbIE SOPCRTEL

CBSI3aHHBIE C €r0 NPUEMOM, B TOM YHUCIIC JCHCTBHE HA (PYHKIHUIO
MOYEK, MOATOMY CIIEAYET OCYIIECTBISITH MOHHTOPHHI TOOOYHBIX
ahdexToB TeHOGOBUpa IU3OMpOKCcHIa (ymapara y manudeHToB. B
cllyuae COBMECTHOTO IIpueMa ¢ TEeHO(OBHpa IH3ONPOKCUIIA
¢dbymaparom atazanasup (300 mr) ciegyeT Ha3Ha4aTh COBMECTHO C
putoHaBupom (100 mr); no3a TeHOpOBUpa AU30MpOKCcHiIa hymapaTa

- 300 Mr (17151 Bcex mpernapaToB pa3oBbIE J103bI, C THUIICH ).

Henykneo3uonvie unzuoumopvl 00pamuoii mpaHcKpunmasvl

Oghasupens KomOunupoBanHas Tepanus mpernaparaMy ata3aHaBHp U d3(aBUPEH3
IOPUBOAUT K YyMeHbIIEHUIO 3¢¢eKkra aTazaHaBUpa, IOITOMY €€
cienyer wusberatb. Eciaum npuMeHeHue JaHHOM KOMOMHAIMU
a0COIIOTHO HEOOXOAMMO, pa3peliaeTcs €€ MPUMEHSATh TOJIBKO Y
MAIMEHTOB, PaHEE HE IOJIyYaBILIUX AHTUPETPOBUPYCHON TEpaIuu.
IIpu sTom atazanaBup B n03¢ 400 Mr u putonaBup B go3e 200 mr
HAa3HAYaIoT B BUJIE OJTHOKPATHOM J103bI BO BpeMsl €/1bl, a 3()aBUPEH3 —

HaToOlIaK, rnepea CHOM.

Heesupanun HeBupanus, sBnssace ungykropom uzopepmenra CYP3A4, camkaer
neiictBue  arasaHaBupa. Kpome Toro, u3-3a  yBeIUYEHUS
KOHIIEHTPALMU HEBUPAIIMHA BO3PACTAET €r0 TOKCUYHOCTh, IO3TOMY

JlaHHasi KOMOMHAIIMS HE PEKOMEHTYEeTCHl.

Hnzubumoput npomeasul

boyenpesup CoBmecTHOE mpUMEHeHMEe KoMmOuHanuu atasaHasup 300 wmr/
putonasup 100 mr (1 pa3 B neHsb) ¢ 6ouenpesupom B 1o3e 800 mr (3
pa3a B JIeHb) IPUBOJUT K CHIDKEHUIO KOHIIEHTpAI[MKM aTa3aHaBHUpa B
KPOBH, KOTOPOE B CBOIO OYEPEIb MOXKET OBbITh MPUUMHON CHUKEHUS
3(QGEKTUBHOCTH TEpanuM W TOTEPH KOHTPOJIS HaJ HH(pEKLHuei.
Takyro ~ KOMOMHAIUIO  BO3MOXKHO  Ha3HayaTb  TOJIBKO B
UCKJIIIOYUTENBHBIX  CIydasX [MalueHTaM C  HEeompenesseMoi
BUpycHO# Harpy3koit BUY u y nauuenTtos co mrammamu BUY Ge3
MOJ03PEHHs] Ha PE3UCTEHTHOCTh K BbIOpaHHOW Tepamuu. JomkeH
ObITh OOecreyeH YCUJICHHBIM KIMHUYECKU U 1a00opaTOpHBII

MOHUTOPHHT BUPYCHOW Harpy3Ku NAlE€HTOB.
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COOTBETCTBYET 3KCTMEPTH

ot 21.03.2023 N= 5337
N

Cakeunasup (msaekue

OddexT cakBuHABHpPA Bosb'aé:r'a;e;EEﬁleE"';cgEg&iftm'ﬁTﬁ]{;k/ré;'\}é C

JMY OTUETY

Jlrcenamunosoble aTazaHaBUpOM. JlaHHBIX, MO3BOJSIOMIMX JaTh COOTBETCTBYIOIINE
Kancy.vt) PEKOMEH/IAIlUH 110 TO3UPOBAHUIO JAHHOW KOMOWHAIINH, HET.
Pumonasup [Ipy coBMECTHOM NPUMEHEHHH C aTa3aHaBUPOM KOHIICHTPALIUS

aTrasaHaBUpa YBCIUMYMUBACTCA.

Hpyeue unzubumopul

npomeasvl BUY

OpnHOBpEeMEHHOE MPUMEHEHHE KOMOMHAIIMH aTa3aHaBUP/pUTOHABUD

¢ ApyruMu uHTHOUTOpamu nporteassl BUY He pekomenayercs.

/Ipyzue npenapamol

Anmayuovl u

0y pepuvie npenapamol

[Ipy COBMECTHOM MpPHMEHEHHH C AaHTAIMIHBIMH M Oy(pepHBIMU
npenaparaMy CHHXKAeTCs KOHLIGHTpalus ara3aHaBupa B IIJIa3Me
KpOBH. ATa3aHaBUp CJIeJyeT IPUMEHATH 3a 2 yaca 10 Wiu depes |

qac MocCJiC nprueMa TakKux MmperapaTros.

Anmuapummuueckue npenapamul

Amuooapon, 1uodoxaum
(npu napenmepaibHoOM

66e0eHUl), XUHUOUH

IIpy OIHOBPEMEHHOM IPUMEHEHHUHU C AaTa3aHaBUPOM BO3MOKHO
yBeJIMUYEHHUE UX KOHIeHTparuii. [IpueM B Takux coueTaHusix Tpedyer
MOBBIIIEHHOM  OCTOPOKHOCTH, PEKOMEHAYETCS  CIEAUTh  3a
KOHIICHTpalMen 3TUX MpenaparoB B riazme. KomOuHanums npenapar
aTa3aHABUP/PUTOHABUpP  MPOTHUBOMNOKAa3aHA M  COBMECTHOTO
IIPUMEHEHUS C XUHUJIMHOM H3-32 BO3MOXXHOCTU BO3HUKHOBEHMS

CEPBE3HBIX WA YTPOKAIOIINX KU3HHU PEaAKIUi (apUTMHUS ).

bema-aopenoonoxamopol

Amenonon

HpI/I OIHOBPCMCHHOM IMPUMCHCHUUN arasaHaBupa ¢C Ocra-

aapeHo0I0KaTOpamMu KJIMHUYECKHU 3HAYUMBIX
(hapMaKOKMHETHYECKUX B3aMMOJICUCTBUI HE OXKHIAETCS, MOITOMY

KOppCKIUHN pCKUMa NO3UPOBAHUA HE Tpe6yeTc5I.

BJlOK(lmopbl «MEONIEHHBIX) Kajibyueeovlx Kanaioes

Junmuazem CoBMecTHOE MPUMEHEHHUE C aTa3aHaBUPOM IPHUBOJIUT K YCUIICHUIO
JeNCTBUS AUITHA3eMa M ero MeTadoiauTa — Je3aleTHIIUITHAa3eMA.
PexoMennyercs cHuxeHue 10361 auinthasema Ha 50 % U KOHTpOIb
OKT.

Jpyaue 6n1oxamopul Crnenyet co0i0AaTh OCTOPOKHOCTD NP COBMECTHOM IIPUMEHEHUH,

«MeOIeHHbIX » HEOOXOMMO TUTPOBaHHWE JO3bl OJOKATOPOB  «MEIJICHHBIX)

KaJlbYyUueeblx KaHAaloe,

makue Kax (henoounun,

KaJIbLIMEBBIX KaHAJIOB, KOHTPOJb DKI'.
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COOTBETCTBYET 3KCTMEPTH(

ot 21.03.2023 N= 5337

HUugheounun,
HUKApOUNUH u

eepanamu

JCNEODBATENBHOCTE U003]

JMY OTUETY

Anmaconucmui
peyenmopos
IHOOMeENUHA

(6ozenman)

bozenTan metabonusupyercs nocpenactsoM nzodepmenta CYP3A4,
SBIISSACH €r0 MHAYKTOpoM. KOHIleHTpalusi arazaHaBupa B ILIa3Me
MOJKET CHIDKATHCS TIPU OJTHOBPEMEHHOM NMPUMEHEHHH aTa3aHaBHpa
¢ Oo3eHTaHoM, HO Oe3 puTOHaBUpa. B cBsi3u ¢ 3TUM KOMOMHaLUs
aTa3zaHaBUP/003€HTAaH MOXKET MIPUMEHSTHCS TOJIBKO C PUTOHABUPOM.
Huxe npuBOASTCS PEKUMBI I03UPOBAHUS:

1. Hasnauenne ©Oo3eHTaHa  TMalWEHTaM, NPHHUMAIOIIAM
aTa3zaHaBUP/pUTOHABUP B TeueHHe He MeHee 10 cyTok: 003eHTaH B
no3e 62,5 mr 1 pa3 B CyTKM WM 4epe3 JeHb (B 3aBUCHMOCTH OT
WHUBUIyaJIbHOU ITEPEHOCUMOCTH).

2. Haznauenue KOMOMHAaINH aTa3aHaBUP/PUTOHABUD
nanueHTaM, MPUHUMAIONIMM  OO3€HTaH: MPEKPaTUTh MpUEM
O0o3eHTaHa He MeHee 4yeM 3a 36 yacoB O MpHeMa KOMOMHAIMH
atazaHaBup/putoHaBup. He panee, uem no mpomectBuu 10 cyrox
MocJie Havajia mprueMa aTa3aHaBUP/pUTOHABHUD, BO3OOHOBHUTH IMPUEM

06o3eHtana B mo3ze 62,5 mMr 1 pa3 B CyTkM WU 4epe3 JACHb (B

3aBUCUMOCTH OT HH,HHBH,HyaJIbHOﬁ HepeHOCI/IMOCTI/I).

Hnzuoumoper ' MI'™-KoA-pedykmasut

Amopsacmamun

IIppy COBMECTHOM IPUMEHEHHH C aTa3aHABUPOM JIEHCTBHE
aToOpBacTaTMHA MOXET YCWIMBAaThbci. PHCK MHONATHH, BKIIOYas
pabaomMuonn3, MOXKeT Bo3pacTtaTh. Heobxoanmo coOmonaTh
OCTOPOXKHOCTb U OCYHIECTBIISITH MOHUTOPUHT TOOOYHBIX 3P (HEKTOB.
Cnenyer  mHpUMEHSTb  HauMeHbIIME  S3(PQPEKTUBHBIE  J0O3bI
aTopBacTaTMHa B  KOMOMHAIMsIX C  aTa3aHaBUpPOM  WJIH

aTa3aHaBI/IpOM/pI/ITOHaBI/IpOM.

Poszysacmamun

Jlo3a po3yBacTraTrHa Ipy COBMECTHOM IIPUMEHEHHH C aTa3aHaBUPOM
He JobkHa mpeBbimate 10 wmr/mens. Ilpu  oaHOBpeMeHHOM
IIPUMEHEHUN pPO3yBACTaTHMHA M aTa3aHaBUpa IIOBBIIIAECTCS PHUCK

Pa3BUTHA MUOIIATUH, BKIIIOYaA paGJIOMI/IOJ'II/B.

Ilpasacmamun,

@nysacmamun

[ToTenmnan B3auMOIeHCTBUN B KOMOWHAIIUSIX C aTa3aHAaBUPOM HIIH

aTa3aHaBI/IpOM/ PUTOHABUPOM HCU3BCCTCH.
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COOTBETCTBYET 3KCTMEPTH

ot 21.03.2023 N= 5337

Hneubumoput

np0m0HHOﬁ nomnbul

Bo BpeMs Neyenns hrazaHaBHpOM HETHOHTOPE! TPOTOHHOI MOMITBT

JMY OTUETY

Ha3Ha4yaloT TOJIBKO B TOM Ciyd4ae, €Clii MX IPHUMEHEHUE KpaiHe
MIOKa3aHo.

IIpy coBmecTHOM mnpumeHeHuH atazaHaBupa 400 wmr win
koMOuHanmu atazanaBup 300 mr/putonaBup 100 Mr ¢ omernpa3oiom
40 mr (Bce mpenapaThl OJUH pa3 B JI€Hb) OTMEYAETCS 3HAUUTEIbHOE
CHIKEHUE KOHIICHTPALlUK aTa3aHaBHUpa B IIa3ME KPOBH, YTO MOKET
MIPUBECTU K CHMXKEHHIO TEPANleBTUYECKON aKTUBHOCTHU Mperapara u
K Pa3BUTHUIO PE3UCTEHTHOCTH.

ITanmentram ¢ BUY nipy OTCYTCTBUM BO3MOYKHOTO WJIM BBISIBJIEHHOT'O
CHWKEHUsI UYBCTBUTEIIBHOCTH K aTa3aHAaBUPY pPEKOMEHAYETCA
MPUMEHATh KoMOuHaIuio arazaHaBup 400 mr/putonaBup 100 mr c
OMETPa30JIoM B MaKCHUMalbHOU /103¢ 20 MI OJUH pa3 B JACHb (WIH
JIPYTUM TpenapaToM U3 TPyl HHTHOUTOPOB MPOTOHHOM TIOMITHI B
SKBUBAJICHTHOM J103¢€).

He pexomenayeTcss mpuMeHSATh oMenpas3oi B fo3e Oonee 20 Mmr B
JeHb (WM Ipyrod mpemnapar U3 TPYMIbl HHIHOUTOPOB MPOTOHHOU

MOMIIBI B 9KBUBAJICHTHOM J03€).

bnoxamopwvr Ho-
2UCTNAMUHOBbIX

peyenmopos

[Tpu coBMecTHOM npuMeHeHnu ata3zaHaBupa 400 Mr ouH pa3 B IeHb
¢ GamotuauHOM 40 Mr J1BaX/bl B €Hb OTMEYAJOCh 3HAUYUTEIIbHOE
CHI)KEHME KOHLIEHTpPAllUU aTa3aHaBHpa B IUIa3Me KPOBU, YTO MOKET
MPUBOJUTH K CHUKEHHIO TEPAIIeBTUYECKON aKTUBHOCTH aTa3aHaBUpa
WIN K Pa3BUTHUIO PE3UCTEHTHOCTH. [Ipu neuenuu O60nvHbIX, panee He
noaydyaswux mepanuro, arazaHaBup 400 M MOKET NPUMEHATHCS
OJIMH Pa3 B JIeHb C NHUILIEH 3a 2 Yaca 10 U HE MeHee, yeM uepes3 10
4yacoB MoOcjJe€ NpuUMEHeHus OmokatopoB  Hi-rucramMMHOBBIX
perentopoB. OngHako OAHOKpaTHas ngo3a OjokatopoB  Ho-
TMCTAMUHOBBIX PELENTOPOB HE JOJDKHA IPEBBIIATH  J03Y,
COOTBETCTBYIOLLYIO 03¢ hamoTuanHa 20 Mr, a oOuias exxeHeBHas
WX J103a HE JOJDKHA MPEBBINIATH J03Y, COOTBETCTBYIONIYIO 40 Mr
dbamoTuuHAa.

AnpTepHaTuBHO, atazaHasup 300 mr ¢ putoHasupom 100 Mr moxer
IIPUMEHSTHCS OJJUH pa3 B I€Hb BO BPEMs €]1bl, 3a 2 yaca /10 U He MEHee

yeM uepe3 10 wyacoB mocne mnpuMeHeHus OnokatopoB Ho-
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COOTBETCTBYET 3KCNEPTH:

ot 21.03.2023 N2 5337

TUCTAaMUHOBBIX PELEITOPOB '(7'111‘1' Epéﬂﬁ)nl)fd% '_é:pa'BiIPiMl “C 40

OMY OTYETY

MT (haMOTHANHA.

Ilpu  neuenuu nayuenmos, panee NONYYABUWIUX  MEPANUIO,
eXeJHEeBHas /1032 0J0KaTopoB Hp-rMCTaMHHOBBIX PELENTOPOB HE
JOJDKHA TPEBBINIATH 103y, COOTBETCTBYOMYI0 40 Mr hamoTuaAMHA.
VY Takux manueHtoB komMOuHanuio arazaHaBup 300 Mr/puToHaBUp
100 Mr ciienyet NpUMEHSITh OJMH pa3 B ICHb C MHUILEH 3a 2 yaca 710 U
He MeHee 4yeM yepe3 12 "yacoB mocie npuMeHeHus 0i1okaTtopoB Ho-
TUCTAMMHOBBIX pPELENTOpoB (OAMH pa3 B JEHb) B J03€,
coorBercTByromeit 40 wmr  ¢amoTuauHa.  AJNBTEpHATHUBHO,
koMOuHamust arazaHaBup 300 wmr/putonaBup 100 Mr wmoxker
MPUMEHSTHCS OJMH pa3 B JIGHb BO BpeMs €lIbl OJHOBPEMEHHO C
omokaTopamu Hz-TUCTaMMHOBBIX PEIENTOPOB, 3a 2 yaca /10 U HE
MeHee 4yeMm depe3 10 yacoB mocie npumeHeHHs OnokaropoB Ho-
TMCTAMUHOBBIX pPELENTOPOB B J03€, HE MPEBBIMIAIOLICH 103y,
KoTopasi coorBeTcTByeT 20 Mr pamoTuIuHA. JTa 1032 MOXKET ObITh
NpUHITA OJIWH WU JIBa pa3a B JAeHb. llpu Ha3HAUYeHUU TaKUM
MaryeHTaM KOMOWHAIIMK aTa3aHABUP/PUTOHABHDP M TEHO(OBHpA
TU30mpoKcuiIa ¢ymapata ¢ OmokatopoM Hp- THCTaMHHOBBIX
PELEeNTOPOB CeNYyEeT MPUMEHSTh CIEAYIOINUNA PEXKUM JO3UPOBAHUS:
atazaHasup 400 mr u puronasup 100 Mr onuH pa3 B IEHb.

He cymecTByeT n10CTaTOYHO JAHHBIX JIJISi TOTO, YTOOBI MOYKHO OBLIO
PEKOMEH/I0BaTh ~ OJTHOBPEMEHHOE IpPUMEHEHHE aTa3aHaBHpa,
TeHO(OBUpa JM30MpOKcHia (ymapaTa W aHTAaroHUcToB Ho-
TMCTAaMMHOBBIX DELENTOpPOB y OEpeMEHHBIX JKCHIIUH, paHee

MIOJIy4aBUIMX AaHTUPETPOBUPYCHYIO TEPAITHIO.

Hmmynooenpeccanmor | Illpp  COBMECTHOM NPUMEHEHHUH IMKJIOCIOPUHA, TaKpOJUMYyca,
(YUKIOCNOPUH, CHpOJIMMyCa M aTa3aHaBHpa BO3MOKHO TIOBBILIEHHE B KpPOBU
MaKkpoIuMyc, KOHIIGHTPAllUd HMMMYHOJICIIPECCAHTOB, IOATOMY PEKOMEHAYETCA
CuponumMyc) MOHUTOPHUHT WX KOHIICHTPAIIH.

Anmuoenpeccanmul

Tpuyurkauueckue [Ipu coBMECTHOM NMPUMEHEHUU aTa3aHAaBUpPA C TPULUKINYECKUMHU
anmuoenpeccanmol AHTHUJIETTPECCAaHTAMU BO3MOXKHO BO3HUKHOBEHHE CEPHE3HBIX H/WIH

YIPOXKAIOMIUX  JKU3HM TMOOOYHBIX  PEAKIUH, CBSI3aHHBIX C

AHTUACTIPCCCAHTAMMU. PGKOMCH)IyeTCH KOHTPOJHUPOBATH
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COOTBETCTBYET 3KCTMEPTH(

ot 21.03.2023 N= 5337

KOHICHTpaluH 5T Hpenapal o ipw COBMECTHOM TIpUNTCHeH M C

JMY OTUETY

aTa3aHaBUPOM.

Tpazooon

ITpu coBMECTHOM IpPUMEHEHMM TPa30/l0HA C aTa3aHABUPOM HIIU C
KOMOUHAIMel aTa3aHaBUP/PUTOHABUP BO3MOXHO YBEJIUYEHHE
KOHLIEHTpalluu Tpa3ojoHa B Iula3mMe KpoBu. llpu coBmecTHOM
OPUMEHEHUHM  Tpa3oJoHa M  PUTOHABHpa  COOOIIATIOCH O
BO3HUKHOBEHUH  TOLIHOTBI,  TIOJOBOKPY)XEHHUS,  CHI)KEHUH
apTepUanbHOTO AABICHHUS M KPATKOBPEMEHHON IOTEpe CO3HAHMSL.
[Ipy coBMeCTHOM NpPHUMEHEHMHM Tpa30J0HAa C HMHTCHOUTOpaMu
mzopepmenra CYP3A4, Takumu Kak arazaHaBHp, CJEIyeT

IMPUMEHATH MCHBIIINE 03Bl TPA30a0HA.

benzoouazenunwi

Mupnazonam  merabonusupyercss — u3zopepmentom  CYP3A4.
HecmoTpst Ha TO, YTO WCCIIENOBAaHWW HE IPOBOJMIOCH, IIPH
COBMECTHOM NPUMEHEHHM aTa3aHaBUpa M MHJA30JlaMa MOXKHO
0’)KHM/JIaTh 3HAYUTEJIbHOTO YBEJIMYEHHUsI KOHIEHTPALMH IOCIEIHETO.
I[Ipy »TOM yBenMYEeHHME KOHUEHTpaUuu Mujaszojama I[pu
MepopaIbHOM TPUMEHEHUU Oy/eT 3HAYMTENIbHO BBIIIE, YeM TMpH
MapeHTEepAIbHOM BBeJieHHH. [[puMeHeHne aTra3aHaBupa COBMECTHO C
MUA30J1aMOM [JIsl TIpUeéMa BHYTPb, IPOTUBOMNOKa3aHo. JlaHHbIE 00
OJIHOBPEMEHHOM HCIIOJIb30BaHUM aTa3aHaBUpa C MHUAA30JIaMOM B
BHUJIE WHBEKIUNA OTCYTCTBYIOT; Ha OCHOBAaHUM JaHHBIX 00
OJIHOBPEMEHHOM HCIIOJIb30BAHUHU JIPYTUX HHTUOUTOPOB MPOTEA3BI
BUY ¢ wupazonaMOM MOXHO IPEANOJNONKUTH  BO3MOKHOE
yYBEJIMYEHUE KOHIIEHTpAllMKU MHUa30j1amMa B mnasme B 3—4 pasa. [lpu
COBMECTHOM IPUMEHEHWHM aTa3aHaBUpa C HWHBEKIHUOHHBIM
MH/Ia30JIaMOM CIIEZIyeT COOJII0IaTh OCTOPOKHOCTh, KOHTPOJIUPOBATh
JBIXATEeNbHYIO (DYHKIHIO U JITUTENBHOCTh ceAaTuBHOTO 3 dexra. B

HCKOTOPBIX ClIydasaX HeO6XOJII/IMa KOppCKIUA peKUMa NO3UPOBaAHUA.

Hpomueoammenmuuecxue npenapamal

Kapbamaszenun

[Ipy onHOBpeMEHHOM Ha3Haue€HHWU KapOaMasenuHa M aTa3aHaBHUpa
0e3 puTOHaBHpa KOHILIEHTpAIHs aTa3aHaBUpa B IJa3Me KPOBU MOXKET
CHIWXKaTbcd. B CBiI3M ¢ 3TUM OJHOBPEMEHHOE Ha3HAUEHUE
kapOama3enyHa 1 aTazaHaBupa 0e3 pUTOHaBHpa HE PEKOMEHIYETCS.
[TockonbKy pHUTOHABHpP MOXET YBEJIWYUBATh KOHIIEHTPAILUIO

Kap6aMasenHHa B IIJIa3M€ KpPOBH, y MAIIUCHTOB, IMPUHHUMAIOMIUX
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xap6amasermn 1 | naunnatdminx =teddine ArasanaBupor | u

JMY OTUETY

PUTOHABUPOM, HEOOXOIMMO COONIOAATH OCTOPOKHOCTH  TIPH
COBMECTHOM TMpUEME JTHUX TMpernapaToB, a TaKkKe MOXKET

HOTp€6OBaTBC$I CHHMIKCHHEC T03bI KabaMa3senuHa.

Denumoun,

Genobapobuman

[Tpu onHOBpeMEHHOM Ha3zHaueHUH (eHUTOWMHA WM (heHoOapOuTaza
U aTtazaHaBupa 0O€3 pPUTOHABHMpAa KOHICHTpAllMs aTa3aHaBHpa B
IUIa3Me KPOBU MOXKET CHUKATHCS. B CBSI3M C 3THMM OJJHOBPEMEHHOE
Ha3HauyeHWe (peHuTOMHA WM (GeHobapOuTana W arazaHaBupa 0e3
pUTOHaBHpa HE peKoMeHAyeTcs. [IOCKONIbKYy PHUTOHABUP MOMKET
CHIDKATh KOHIEHTpanuioo (eHuTomHa u ¢eHobapOuTana B IuiazMe
KPOBH, HEOOXOAMMO COOJIIOJATh OCTOPOXKHOCTh TPU COBMECTHOM
npuemMe  ¢GeHuTomHa WM ¢GeHobapOuTanma  COBMECTHO  C
aTa3aHaBUPOM M PUTOHABUPOM, a TAKXKE MOXKET IMOTpeOOBaThCs

KOPPEKIHs 1036l (PeHUTONHA WK eHobapoOuTaa.

Jlamompudoicun

HpI/I COBMCCTHOM IMNPHUMCHCHHHN JIAMOTPHUI)KHMHA KW aTa3aHaBHUpa C
PUTOHABUPOM KOHHOCHTpaUus JIaMOTPHIKKMHA B ILIA3MC KPOBH
MOXET CHIDKAaThCiI. B CBSI3M € OTUM MOXET HOTpe6OBaTI>C$I
KOppCKOUA OO3bI JIAMOTPHU/PKWHA. HpI/I COBMCCTHOM IIPUMCHCHHUUN
JaMOTpUPKMHA W aTa3aHaBHUpPa oe3 PUTOHaBUpPa CHHIKXCHHC
KOHIOCHTpAalUKU JIAaMOTPHI)KKMHA B INIA3MC KpOBHU HC OTMCYCHO,

M03TOMY KOPPEKLIUHU J03bl JIAMOTPUKMHA HE TpedyeTcsl.

Makpoauouvie anmuduomuKu

Knapumpomuyun

IIpyn cOBMECTHOM INPUMEHEHHM KIIAPUTPOMHUIIMHA C aTa3aHaABUPOM
KOHLICHTpalus KIAPUTPOMHUIIMHA YBEIUYUBACTCA, 4YTO MOXKET
BbI3bIBaTh yJIMHEHHE MHTepBaia QT; OTCYTCTBYIOT peKOMEHalluu
[0 CHUKEHMIO J103bl KJIApUTPOMUIIMHA, B CBSA3H C YEM HEOOXOJUMO
coONoIaTh ~ OCTOPOXKHOCTH ~ MPH  COBMECTHOM  NPUMEHEHHUH

KIIapUTPOMUIIMHA C aTA3aHABUPOM.

Opaﬂbele Konmpauenmuebl

Omununscmpaouon u
HOP3MUCMepoH uiu

Hopeecmumam

[Ipu coBMECTHOM MPUMEHEHHHM C aTa3aHaBUPOM KOHIICHTPALUU
STUHWJIACTPAMOJIa U HOPITUCTEpOHA Bo3pacTaroT. COBMECTHOE
MIPUMEHEHHNE KOMOWHAINH aTa3aHaBUP/PUTOHABHP c
STUHWJIACTPAIUOJIOM W  HOPreCTUMaTOM CHHXKAeT CpEeAHIOI0

KOHICHTPAIIUKO  STUHWIDCTpAAUOJIa W  IOBBIIIACT  CPCAHIOIO
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KoHIeHTpaimio 17- ieatetnAHOPrelTihTa; AKTHBHOTO MeTaoosTa

JMY OTUETY

HOprecTUMara.
B ciy4ae coOBMECTHOrO NPUMEHEHHs OpalbHBIX KOHTPALICNITHBOB U
KOMOMHAIMM aTa3aHaBUP/PUTOHABUP PEKOMEHYeTCsl NPUMEHSTh
KOHTPALICNITUBbl C COAEPIKaHUEM ITHHMUIACTpaguona He MmeHee 30
MKI. Eciau BMecTe ¢ KOHTpalEeNTUBaMU HCHOJb3YETCsS aTa3aHaBUD
0e3 pHUTOHABHpA, COJAEPKAHME STHUHUIAICTPAIUOIA B OPAIbHBIX
KOHTpALIENITUBaxX He JOJDKHO npesbimaTts 30 Mkr. ITpu coBMecTHOM
IIPUMEHEHUN aTa3aHaBHpa U OPAJIBHBIX KOHTPALENTHBOB CIIEAYET
COONIIONIaTh  OCTOPOKHOCTB, TOCKOJBKY A(PQHEKT YyBEIUYCHUS
KOHLEHTPALlUU IPOreCTOrC€HOB HEU3BECTEH; PUCK Pa3BUTHs aKHE,
JUCIANIAAEMUM M PE3UCTEHTHOCTH K  HMHCYJIMHY  MOKET
yBenuuuBarecs. [Ipy yBenMYeHUM KOHLIEHTpAaLMH HOPATHCTEPOHA
BO3MOXKHO CHMKEeHME KoHueHTtpauuu JIIIBII wnu mnoBbiueHue
PE3UCTEHTHOCTH K  HHCYJIUHY, OCOOEHHO Yy JKEHIIUMH C
COITYTCTBYIOIIUM CaxapHbIM JuadeToM. PekoMeH1yeTcst IpuMeHsTh
HauMeHblIMe (P (EKTUBHBIE 103bl KAXKA0I0 KOMIIOHEHTA OPaJIbHOTO
KOHTpALIENTUBA, IIeJIECO00Pa3HO TaKKe MCIONb30BaTh JApYyrue
HaJIeKHbIE METO/1bl KOHTPALETIIUH.

CoBMecTHOE NpPUMEHEHHWE  ara3aHaBUpa WM KOMOWHAIMU
aTa3aHaBUP/pUTOHABUP C JPYyrMMU (GOpPMaMU TOPMOHAIBHBIX
KOHTPALIENITUBOB (KOHTPALIETITUBHBIE MJIACThIPU, KOHTPALICITUBHBIE
BJIAraJMILHbIE KOJbIA, WHBEKIMOHHBIE KOHTPALENITUBBI) WIH C
OpaJIbHBIMU KOHTPALENTHBAaMH, COJAEPKAIIUMHU IPOTrE€CTOTEHBI,
OTJIMYHBIE OT HOPATUCTEPOHA WIM HOPrecTMMaTa, a TaKXKe C
IpenapaTamu, CoAepKaluMHU MeHee 25 MKT 3TUHWIACTPaanoIia, He
U3y4ajoch, TOSTOMY JIaHHbIE METOJbl KOHTpALENUU HE

PEKOMEHAYCTCA IPUMCHATE B COUCTAHNUU C aTA3dHABUPOM.

Ilpenapamul 0n1a n1euenus nooazpul

Konxuyun

Konxuuun sBnsercs cyocrpatom wuzopepmenta CYP3A4, ero
3P PEKT MOKET YCHIIUBATHCS IIPH €r0 MPUMEHEHUH OTHOBPEMEHHO C
aTa3aHaBUPOM.

PexkoMeHnayemble 10361 KOJXUIIMHA IPU MPUMEHEHUH OTHOBPEMEHHO
C aTa3aHaBUPOM IpuBeAeHBI HIKe. Ocmpuiil npucmyn nooazpul. 0,6

mr — 1-b1it mpuem, 3atem 0,3 Mr uepes yac mocie nepBoro npuema.
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[ToBTOpHOE MPUMEHEHHUE aHHOM CXemsl BOMOMKHO1e 2 Hee, “dem

yepes 3-€ CyTOK.

IIpogpunaxmuxa ocmpwix npucmynog nooazpul.

- ecii OOBIYHBIA PEKUM J103UpoBaHms cocTaBimsut 0,6 Mr 2 paza B
JIeHb, CIeyeT CHU3UTH 103y 10 0,3 Mr 2 pa3a B JicHb;

- ecIii OOBIYHBIN peXXuM J03upoBaHus coctaiisii 0,6 mr 1 pa3 B JieHb,
ciaenyer cHuU3uUTh 103y 1o 0,3 wmr uepe3 neHb. Cemetinas
Cpeou3seMHOMOPCKAsA NUXopaoka: MaKCUMaibHas CyTO4YHas [03a
KoJxuiHa cocrasisier 0,6 Mr. DTy 103y MOXKHO Pa3leuTh HA 2

npuema — 1o 0,3 mr 2 pasa B JI€Hb.

Ilpomueomukodaxkmepuanvhvle npenapanmol

Pugpabymun AKTHBHOCTH, pupabyTMHA TpPU COBMECTHOM NPUMEHEHUU C
aTa3zaHaBUpOM yBesnnuuBaercs. [lpu o1HOBpEMEHHOM IpUEME ATHX
MpenapaToB peKOMEHAYeTCs CHUKEHUE 10361 pudadyTuna 10 150 mr
yepe3 JIeHb WM TpU pa3a B Henemo. HeoOXoaum THIATENbHBIN
MOHHTOPUHI TOOOYHBIX peakuuid y TaUEHTOB (BKIOYas
HEUTPONICHHUIO M YBEUT), MPUHUMAONUX pudaOyTHH U aTa3aHaBUP
WIA KOMOWHAIIMIO aTa3aHaBUP/PUTOHABHP B CBS3H C BO3MOKHBIM
MOBBILICHHEM KOHLEHTpauuu pudaldyTrHa; MOKeT MOoTpeOOBaThCS
JanbHelmas Koppekius o3l pudadyruna no 150 mr 2 pasa B
HEJIENI0 y TalMEHTOB C HEMEePEeHOCHUMOCThIO JH03UpOBKU 150 mr/3
pa3a B Henemo. OHaKo cieyeT UMETh B BUJY, YTO J03UpoBKa 150
MI 2 pa3a B HeIeI0 MOXET He O00ecleyuTh ONTUMaIbHOU
KOHIeHTpaluu pudadyTiHa W TPUBECTH K  BO3MOXKHOCTH
pe3ucTeHTHOCTH U Hed(pdexkTuBHOCTH JedeHus. Koppekuus mo3bl

aTazaHaBUpa HE TpeOyeTcs.

Huzuoumopwt gpocpoourcmepaszr-5 (O/3-5)

Ilpumenenue npu s3pekmunvHol OUCPHyHKYUU

Cunoenaghun, IIpy coBMECTHOM NpUMEHEHUH HHIHOUTOpOB mporeassl BUY c
maoanagun, uHrHOUTOpaMu  (hochoaudCTepasbli-5 BO3ZMOKHO 3HAYUTEIIHHOE
sapoenaghun YBEJIMUYCHNE KOHIICHTPAIlMM HHTHOMTOPOB (ochoamdcTepasbl-5 u

ycusieHue uX Mooo4HbIX 3(dexToB. PexomeHayeTcs yMmMeHbIIeHHE
no3: cuiaeHadgus — 25 Mr He daine, 4eM Kaxnple 48 dacoB mpu
NPUMEHEHUH ¢ pUTOHABUPOM miu Oe3 Hero; Taganadpmi — 10 mr He

qamic, 4€M KaXXabIC 72 vaca pu IpUMCHCHUN C PUTOHABUPOM HJIN
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JMY OTUETY

IIPUMEHEHUHU C PUTOHABUPOM U 2,5 MI HE yallle, 4eM Kax/ple 24 yaca
OpU TNpPUMEHEHUH Oe3 pHUTOHABHpa,; HEOOXOAUM MOHHMTOPUHT

MOOOYHBIX PEAKIIHA.

Taoanragun

na nayuenmos, npuHuMarowux amazaHasup 6 meyexue He MeHee
cemu OHeti: Tananadun HazHavaroT B o3¢ 20 Mr 1 pa3 B cytku. /o3y
MOKHO MOBbIcUTH 70 40 Mr 1 pa3 B cyTku (B 3aBHCHUMOCTH OT
WHUBUAYAIbHON EPEHOCUMOCTH).

Jna nayuenmos, npunumarowux maoanragui: TPEKpaTUTh TpPUEM
Taganadguma He MeHee uyeM 3a 24 dyaca J0 Hayaja INpuema
atazaHaBupa. He panee uem uepes ceMb CyTOK IIOCIIE Hayalla mpuemMa
aTa3zaHaBUpa BO300OHOBUTH IpueM Tajanaduina B 1o3e 20 mr 1 pa3 B
cytku. Jlo3y MoxHO TmoBbICMTH 110 40 Mr 1 pa3 B cyrtku (B

3aBUCUMOCTH OT WHIMBHUIYaIbHOU MEPEHOCUMOCTH).

Ilpomueozpubroesie npenapamot

Kemoxkonason,

umpaxkornason

N3yuyanoch TOJBKO COBMECTHOE HPHUMEHEHHME KETOKOHa3o0ja ¢
aTa3aHaBUpPOM O€3 PUTOHABHMPA; KOHICHTPALWW aTa3aHaBHpa NpU
MCII0JIb30BaHUU JaHHON KOMOMHAIIMY HE3HAYUTEIbHO ITOBBIILIAIOTCS.
KerokoHa30/l ¥ UTPaKOHA30Jl MOTYT YBEJIWYMBATh KOHLEHTpAIUU
aTa3aHaBMpa M PUTOHABUpA B Iu1a3Me KpoBH. Cieayer cobiroaarh
OCTOPOXKHOCTb NPHU MPUMEHEHNN KETOKOHA30J1a U UTPAaKOHa30ja B
CYyTOUHBIX Jo03ax Bblme 200 Mr COBMECTHO C KOMOWHaluen

aTa3aHaBI/Ip/ pUTOHABHUP.

Bopukonason

CoBMecTHOE TIprMeHeHHne BopukoHasona (200 mr 2 pasza B JIeHB) C
KOMOWHAIMEH aTa3aHaBUP/PUTOHABUDP Y IMAIIMEHTOB C KAK MUHUMYM
omHUM (GYHKIMOHATIBHBIM aiieneM u3zodepmenta CYP2C19
OPUBOJIMIO K CHIDKCHHIO KOHIIGHTpAllMii BOpHUKOHA30Ja U
aTazaHaBupa B 1miua3Me kpoBu. (CoOBMeCTHOE MpPHUMEHEHHE
BopukoHazoina (200 Mr 2 pa3za B JeHb) ¢ KOMOWHaluen
aTa3aHaBUP/PUTOHABUD Y MAIIMEHTOB 0€3 (QYHKIIMOHATBHOTO aJlTeys
uzopepmerta CYP2C19 npuBoamiio K MOBBIMICHHIO KOHIIEHTPALIAN
BOPHUKOHA30J1a ¥ CHWKEHHUIO KOHIICHTPAIIMK aTa3aHaBHpa B IIa3Me
KpPOBH.

CoBMecTHOE  TPHMEHCHHWE  BOPWUKOHA30Jla W KOMOWHAITUU

aTa3aHaBI/Ip/pI/ITOHaBI/Ip PCKOMEHAYCTCA TOJIBKO B TEX CIIyYasix,
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Korga  moTenumanbuas _ oNnsd |- HpiMeRE | “BopRROHAI0M

JMY OTUETY

npesblmaer puck. [Ipun He0OX0MMOCTH Ha3HAUYEHUS] BOPUKOHA30J1a
COBMECTHO C ara3aHaBUPOM [0 BO3MOXXHOCTH HEOOXOJUMO
NPOBE/ICHUE TEHOTHUIIMPOBAHUS MAIIMEHTOB HAa TPEAMET HAIWYHs
¢dynkunonansHoro amienst uzopepmenta CYP2CI9. Ecnu u3bexarpb
NPUMEHEHHUS TakoW KOMOWHUPOBAaHHOH Tepanuu HEBO3MOXKHO,
HEOOXOJMMO TPOBOJUTH THIATEIBHBI MOHHTOPHUHI TIOOOYHBIX
a¢dexToB BopukoHazoja (y ManMEHTOB 0e€3 (YHKIIMOHAIBHBIX
ameneit  mzopepmenta CYP2C19), a takxke 3hGEKTUBHOCTH
BOPMKOHA30J7a M ara3aHaBupa (y HAIMEHTOB MHUHHMYM C OJHHUM
dbyakuuoHansHbIM - aiienieM uzodepmernta CYP2C19), kotopsie

MOTYT CHUXKATbCA.

Anmukoazynanmot

Bapghapun W3-3a  ycuiieHuss aKTUBHOCTH  BapdapuHa  OJHOBPEMEHHOE
IPUMEHEHHE C aTa3aHaBUPOM MOXET BBI3bIBATh TSDKEIOE W/WIH
yrpoxatoliee KHU3HU KPOBOTEUYCHHUE. Pexomenyercs
KOHTPOJIMPOBAaTh MEXIYHapOJAHOE HOPMAJIU30BAaHHOE OTHOILEHUE
(MHO).

Kopmukocmepouowt

Hueanayuonnvle/nasane
Hble
2NIIOKOKOPMUKOCHepou
Obl (83aumooeticmaue ¢

PUMOHABUPOM,)

[Ipy coBMEeCTHOM TPUMEHEHHH pPUTOHABUpAa C (IyTHKA30HA
IPOMMOHATOM  3J0POBBIMH  J0OpOBOJIbLIAMH  KOHLIEHTpALUs
KOPTH30Jla 3HAYUTEIBHO CHMKAJNIACh 3a CUYET 3HAYUTENBHOIO
MOBBIIIEHUS] KOHLIEHTpAKu (uyTuka3oHa B 1uiazMe. CoBMecTHOE
NpUMEHeHHe KOMOWHAIMK aTa3aHaBUP/PUTOHABUDP C (IyTHKA30HA
MIPOITMOHATOM MOKET NMPUBECTU K TT0I00HOMY P (DEKTy.

ITpu coBMECTHOM NMPUMEHEHUN PUTOHABUPA U UHTATSLUOHHBIX (MU
UHTpaHa3aJIbHBIX)  IpernapatoB  (UIyTHMKa30Ha  MPOMHOHATa
OTMEYaJOCh  Pa3BUTHE  CHUCTEMHBIX  IMOOOYHBIX  IPEKTOB
[IIIOKOKOpTUKOCTEpon10B (cuHapoM Miuenko-KymmHra, yroerenue
KOpbl HaJmouyedyHuKoB). IlogoOHbie 3¢ (deKkThl BO3MOXHBI U TPHU
COBMECTHOM NPUMEHEHUU C APYTUMHU INIIOKOKOPTUKOCTEPOMIAMH,
metabonusupyomuxcs uzopepmentom CYP3A4, wnanpumep, ¢
OyneconuaoM. B cBs3m ¢ OSTUM TpUMEHEHHE KOMOWHAIIMH
aTa3aHaBUP/PUTOHABUP COBMECTHO C (UIYTHKa30HAa MPOMHUOHATOM

WU JpYTrUMHU TIIFOKOKOPTUKOCTCPOUIaMU, MCTa6OJII/I3prIOH_II/IMI/ICH
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uzopepmerntrom CYP3A4, oﬂg%ﬁ;@foﬁﬂ@zg trvar "-CJ]I-y_tIge',':'éénH

MOTEHIMATbHAS T0JIh3a TEpaluH TPEBBIIIAET PHCK CHCTEMHBIX
¢ peKxToB TIIFOKOKOPTUKOCTEPOHIOB. [Tpu COBMECTHOM
NpUMEHEHUU aTa3aHaBupa (0e3 puroHaBHpa) © (QiyTHKa30HA
MPOIMMOHATAa KOHIIEHTPAIUsl TOCICIHEr0 B IUIa3MEe KPOBU MOMKET
yBenuuuBatecs. Cremyer coOiroAaTe OCTOPOXXKHOCTH M, TI0
BO3MOXKHOCTH, TPUMEHATh  Ipemaparbl, HE  COJACpKallue

(bJ'IYTI/IKaSOHa IMpOIIKOHAT, 0COOEHHO IIpu JJINTCIIPHOM IPUMCHCHUU.

Cyocmpamur  Opyeux | Knunndecku CYIIECTBEHHBIX B3aMMO/ICHCTBHIA MEXTY

uzoghepmenmos aTazaHaBupoM u cyoctparamu m3odepmentos CYP2C19, CYP2C9,

yumoxpoma P450 | CYP2D6, CYP2B6, CYP2A6, CYP1A2 wm CYP2El =He

(CYP) oXHaaercs. ATazaHaBUpP — CJA0ObIA WHTHOMTOpP H30depMEeHTa
CYP2CS.

Cnemyer  coOmojgatb  OCTOPOXKHOCTH ~ NPH  COBMECTHOM
MCIIOJIb30BaHUU aTa3aHaBupa (0€3 pUTOHABUpPA) U MpPENaparoB, B
Oonpioi crerneHn 3aBucsAnmx oT u3opepmenta CYP2C8 wu
UMEIONNX  y3KHH  TepameBTHYeCKWi  mpoduns  (Hampumep,
MAKJIUTaKCeN, penarauHua). [Ipu HCIoNb30BaHUM KOMOWHAIIAN
aTa3aHaBUP/PUTOHABUP COBMECTHO C cyOcTpaTtamMu u3oQepMeHTa

CYP2C8 kjIMHUYECKY 3HAYUMBIX B3aUMOIEUCTBUN HE 0KUIAECTCH.

Haplcomultecxue anaibcemuxku

bynpenoppun B cBs3u ¢ uarnbupoBanuem uzodepmentoB CYP3A4 u UGTIAI
IpU COBMECTHOM IPUMEHEHMM aTra3aHaBUpa WJIM KOMOMHAIMH
aTa3aHaBUP/pUTOHABUP M OymnpeHOppHHA  KOHLEHTpaIHU
OynpeHoppuHa u  HOpOynpeHoppuHa  mnoBblIanuch. Ilpu
MPUMEHEHUN KOMOUWHAIUU aTazaHaBUP/PUTOHABHP c
OynpeHOP(PUHOM  CYIIECTBEHHOIO HW3MEHEHMsI KOHLEHTpalHuu
aTa3aHaBUpa B IUIa3M€ HE BBISABIEHO; INPUMEHEHHE TOH ke
KOMOMHaIMM, HO ©Oe3 pUTOHaBUpa, MOXET MPUBOJUTH K
3HAYUTEITFHOMY CHIDKCHHIO KOHIICHTPAIWW aTa3aHaBUpa B TUIa3Me.
[Tpu OJTHOBPEMEHHOM NPUMEHEHUN KOMOUHAIMH
aTa3aHaBUP/pUTOHABUDP U OynpeHopduHA HEOOXOIUM TIIATEIbHbIN
MOHHUTOPHHT COCTOSTHUS ITAIlMeHTa (OIIEHKa CEaTUBHOTO IEHCTBHS 1

KOTHUTHUBHBIX (DyHKIUN). MokeT moTpeboBaThCsl CHHKEHUE J103bI

OynpeHopduHa.
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HUpunomexan

Atasanasnp nHrHOIpyer Y IO mOrypOHosmTpatchepasy (VI T)

JMY OTUETY

M MOXET OKa3bIBaTh BJIMSHHE HA META0O0IM3M HPUHOTCKAHA,
BbI3bIBas IOBBIMICHUC €TI0 TOKCUYHOCTH, IIOOTOMY IIPU COBMCCTHOM
IIPUMEHCHUUN aTa3daHaBHUpa C HPHUHOTCKAaHOM HGO6XO,Z[I/IMO
KOHTPOJUPOBATHL COCTOAHHUC ITAIMCHTOB Ha MNPCIMET pPa3BUTUA

MOOOYHBIX peaKHHfI, BBI3BAHHBIX IPUCMOM HPHUHOTCKAHA.

Hnounasup

ATazaHaBUp W UHAWHABHUP MOTYT OBbITh NPUYMHONW pa3BUTHUSA
TUNepOMIMpyOMHEMHH,  TIO3TOMY  COBMECTHOE  IMPUMEHEHHE

HHJWHaBHpa € aTa3aHaBUPOM HC pCKOMCHIOBAHO.

Hueanayuonnvle 6ema
2 - adpeHoMuMemuKu

(carmemepon)

[ToBbIIEHHBIH PUCK Pa3BUTHA MOOOYHBIX 3(PPEKTOB CO CTOPOHBI
CEep/ICYHO-COCYJUCTONH CHUCTEMBI, CBOMCTBEHHBIX CAJIMETEPOIy, B
TOM ymcie yanuHeHue uHTepBana QT, omrymenue cepaneOneHus,
cuHycoBas Taxukapaus. CoBMECTHOE MPUMEHEHHE CaIMETepoJia U

arasaHaBUpa HC pECKOMCH0BAaHO.

J1s IpUBEASHHBIX HUKE IPENapaToB KIMHUYESCKH 3HAYMMbIC B3aMMOJICHCTBHUS HE OKMIAIOTCA, B

CBiA3HU C YEM HEC TD€6V€TC$I KOPPCKIHA O3Bl IIPECIIapaToB

08adx#Ovl 8 OeHb)

Jlamueyoun (150 me 0sasicovl 6 [Ipy coBMECTHOM NMPUMEHEHHUH C aTa3aHAaBUPOM B J103€

oenb) + 3u008youn (300 me 400 Mr 3HaYUMBIX HM3MCHEHHMH  KOHIEHTpaIui

JaMUBY/IMHA U 3UJ0BYIMHA He HaOmoganock. Takxke He
OXKHUJIAeTCs 3HAYUMOTO U3MEHEHUS
(apMaKOKMHETHYECKHX MapaMeTpoB HYKIJICO3UIHBIX
MHTUOUTOPOB 0OpaTHOI TPAHCKPHUITA3HI 1101 BIUSIHUEM
pUTOHABHpa. YUWThIBas ATH [JaHHBIE, HE OXKHIACTCS
3HAYUMOTO0 M3MEHEHHS] KOHIIEHTpalUil JIaMUBYJIHMHA U
3UJIOByJMHA TPU COBMECTHOM IPUMEHEHUU C

KOMOMHAaIMe! npenapaT ara3aHaBUp/pUTOHABHP.

Abakasup [Ipy coBMEeCTHOM TPUMEHEHHMH C KOMOWHaIuen
aTa3aHABUP/PUTOHABUP HE OXHUJIACTCS 3HAYMMOIO
W3MEHEHUS KOHIIEHTpaluu abakaBupa.

Panmeepasup I[Ipy coBMecTHOM TPUMEHEHHH C KOMOHWHAaIUen

aTa3aHaBUP/PUTOHABHpP  HAOIIOMAIOCH  YBEITUYEHUE
3HAQUEHUW IUTONIaAu TOJ KpPHUBOM «KOHIUEHTpALIMS-
Bpems» (AUGCs) i panrerpaBupa Ha  41%,

MaKCHMaJIbHOM paBHOBCCHOﬁ KOHIICHTpAallu
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panrerpaBupa ' l’H :nlwa:x)_i ELERIEN %',' i "i)gﬁﬁgngc:ﬂoﬁ

JMY OTUETY

KOHIIeHTpanuu panrerpasupa uepe3 12 4 (Cizq) HA 77%.

Koppekuus 10361 pasirerpaBupa He TpeOyeTcs.

DnyKkoHazon I[Ipy coBMeCTHOM TPUMEHEHHMH C KOMOWHaIen
aTazaHaBUDP/PUTOHABUP 3HAYUMBIX W3MEHEHU M
KOHIIGHTpaLlMi ara3aHaBupa W  (IIyKOHa3oma He

Habmonanock. Koppekuus 10361 He TpedyeTcs.

Memaoon VY nauMeHToB, MOCTOSHHO IPUHUMAIOIINX METaJ0H, HE
OKMJAETCd  pa3BUTUA  KIMHUYECKM  3HAYMMBIX
B3aUMOJCUCTBUI IIpU COBMECTHOM IIPUMEHEHUU C

aTa3zaHaBUPOM.

Jlancomn, He oxupaercs pa3BuUTHS KIMHUYECKH 3HAYMMBbIX
MPUMEMONPUM/CyTbhamemorcason, | B3aUMOJICUCTBUNA TP COBMECTHOM TIPUMEHEHUHU C

asumpomuyuH, SpumpomMuyuH aTa3aHaBUPOM.

4.6. PepTHIBHOCTD, 0EPEMEHHOCTD M JAKTALHSA

bepeMeHHOCTh

ATazaHaBUp JOJDKEH NMPUMEHATHCS NpU OEPEMEHHOCTH, TOJIBKO €CIIM NOTEHIMaIbHAs I0JIb3a
IPUMEHEHUs y MaTepH MPEBbIIIAET MOTEHIUAIBHBIA PUCK IS TUI0J1A.

Ymepennsiit 00beM gaHHBIX y 6epeMeHHbIX xeHmuH (0T 300 1o 1000 ncxon0B OepeMeHHOCTH)
MoKa3aJl OTCYTCTBME TOKCHYHOCTH aTa3aHaBHpa B BHJE IIOPOKOB pa3BUTHS Yy IJIOJA.
HccnenoBaHuss Ha JKMBOTHBIX HE TIOKa3ajdd IPHU3HAKOB TOKCHUYHOCTM B OTHOLICHUH
PENpOIyKTUBHOM CUCTEMBI.

JlakTanus

ATazaHaBup 0OHAPYKHUBAJICS B TPYAHOM MOJIOKE, YTO ITOATBEPKIACHO JTAHHBIMU HCCIIEIOBAHMUS HA
Kpbicax. HeT maHHBIX O BIMSHUM aTa3aHaBHpa Ha CEKPEUHUIO0 TPYAHOTO MoJioKa. B cBs3HM ¢
BO3MOXHOCTBIO niepeiaun BIY ot matepu peGeHKy C MOJIOKOM, a TaKKe BBHJLy pHCKa pa3BUTHUS
Cepbe3HBIX MOOOYHBIX 3(PPEeKTOB y pedeHKka, KOPMUTH IPY/bI0 IPU NPUMEHEHUH MpernapaTa He
PEKOMEHYETCS.

DdepTUIbHOCTD

B noximMHUYeCKHUX MCCIEOBAHUAX BIMSHUS aTa3aHaBUpa Ha (EPTUIIBHOCTH U AMOPHOHAIBHOE
pa3BUTHE aTa3aHABUP MU3MEHSUT SCTPAIBbHBIN IIUKII, HE BIUSSA IPH 5TOM Ha (HepTUIBHOCTbD.
4.7. Buusinue Ha CHOCOOHOCTH YINPABJATH TPAHCHOPTHBIMHM CPeACTBAMH H padorarh ¢

MEXaHU3MaMHu
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CriennanbHBIX MCCIEAOBAHUN MO U3YyYEHUIO BIUSHUS aﬂ%ﬁ%éﬁgﬁg e 'éTE:'y';II;)';{éJ"IﬂTL

aBTOTPAHCIOPTOM U PabOTaTh C MEXaHU3MAMHU HE TPOBOIMIOCH. Clydan TOJIOBOKPYKEHHS ObLIH
OTMCUYCHEI BO BpeMSI JICUCHUA aTaBaHaBI/IPOM.
4.8. HexkennaTesibHbIE peakunu

Pesrome nmpoduisg 6esonacHOCTH

B3pocnvie

HaunGoinee yacThiMu MOOOYHBIMU PEAKIUAMHU JFO00H CTENEHH TSKECTH, OTMEUaBUIMMUCS TIPH
NPUMEHEHUHN aTa3aHaBHpa M OJHOTO WJIM HECKOJbKUX HYKJICO3UJHBIX, HYKICOTHAHBIX U
HEHYKJICO3UAHBIX MHTHOUTOPOB 0oOpaTHO# TpaHckpunTasbl (6osnee 10%, «oueHb YacTo»)
obutn: TomHOTa (20%), xentyxa (13%) u guapes (10%). Cpeau nmauueHTOB, MOTy4aBIIUX
arazanaBup 300 mr u putronasup 100 mr, Hambonee dyacToli MOOOYHON peakIuel SBIsLIACH
xentyxa (19 %).

B GonbmMHCTBE Cily4yaeB JKeNTyXa OTMeuajach CIYCTS HECKOJbKO THEW MIIM MECSLEB Mocie
Hayalla JIeYeHUs U y MeHee, dyeM 1% manueHTOB NpHBOJAMIA K OTMEHE IMpernapara.
Jlunoguctpodus cpeaHel Uin TSAXKEJIO0N CTENEeHH, OTMeUaBLIascs pU pUeMe aTazaHaBUpa U
OJHOTO UM OoJee HYKJICO3UIHBIX, HYKICOTUAHBIX H HEHYKJICO3UTHBIX HHTHOUTOPOB
0o0paTHOW TpaHCKPHUNTA3bl, W, BO3MOXKHO, CBSI3aHHAs C JEYEHHEM, OTMedanack y 5%
HAIMEHTOB.

Tabauunoe PE3IOME HEXKENATCIILHBIX PEaKIINI

HesxenarenbHbIe peakiiuy MPUBECHBI B COOTBETCTBHH C CHCTEMHO-OPTaHHOW KJTacCU(pHUKAIIMEH 1
C pacrpeieJIeHHeM 0 YacTOTe BO3ZHUKHOBEHHUs. B ka0l 4acTOTHOW Tpymie HexenaTeabHble
PEaKIMK MPECTABICHBI B MOPSIKE YMEHBIICHHUS UX CEPhE3HOCTH.

YacToTra HEXeNnaTeIbHBIX pPEaKIUi OompeaesieHa CIeAyIIMM o0pa3oM: odeHb dacto (>1/10
cinydaeB), yacto (>1/100 u <1/10 cmygaeB), neuacto (=1/1000 u <1/100 ciygaeB), peako
(>1/10000 u <1/1000 cmy4aeB), oueHb peako (< 1/10000 ciy4yaeB) W YacToTa HEU3BECTHA

(HEBO3MOXHO OIIEHUTb YaCTOTY UCXOS U3 JOCTYIHBIX JaHHbIX).

CucreMHO-OpraHHblii Kjacc Kareropus HexenarenbHas peakuus
YaCcTOThI
Hapywenua co cmoponsi HEYacTo aJJIEPTUYECKUE peakluu

MMMyHHOIZ cucmemaul

Hapywenua memabonusma u HEYacTo AQHOPEKCHUs, TIOBBIIICHHBIN AaIIETuT,
NUMAaHUs CHI)KEHHE MacChl Tella
yacToTa TUIEPIIIMKeMHUs], caxapHbli auaber,
HeusBecTHa™ rUMepIaKTaTeMHs
Hapywenuss co cmoponbi 4acTo rojioBHasi 00Jb
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HEepBHOU CUCmeMbl HEeYacTd \ M&;b E";'TEni:'iﬂéﬁnEEﬁq/rd%%kaﬁ
HeWpomnarus, TOJIOBOKPYKEHUE,
noreps aMsITH, COHJIUBOCTb,
0ecCIoKONCTBO, nenpeccus,
HapYIICHUS CHa, W3MCHCHUE
XapakTepa CHOBUICHMI, OCCCOHHHIIA,
HapylIeHHE OpUEHTAI[UU
Hapywenua co cmopoHnul 4acTo KEJITYIIHOCTh CKIIEp
opeaHa 3peHus
Hapywenuss co cmoponvl HEYacTo MOBBIIIICHUE apTepHaAILHOTO
cepoya NaBJICHUS;, TaxUKapaus Tuna «torsade
de pointes»™
penKo OTEKH, Y4YallleHHOE cepauedueHue,
ynHeHue natepBana QTc*
4acToTa aTPUOBEHTPUKYIAPHAS (AV)
HeusBecTHa™ 6sokana Il u 111 crenenu
Hapywenuss co cmoponul HEYacTo OJIBITITKA
ovlxamenvbHou cucmemol,
Op2aHOo8 2pYyOHOU KIemKU U
cpedocmenust
Kenyoouno-kuweunvie 4acTo 00Jb B JKWUBOTE, AWapes, IUCIEICHS,
HapyuwieHus TOIIIHOTA, PBOTA
HEYacTo CyXOCTh BO PTy, H3BpalllcHUE BKYCa,
METEOpU3M, TacCTPUT, NAHKPEATHT,
a(TO3HBINA CTOMATUT
Hapywenus co cmopoHuvl 4acTo KENTyxa
neyeHu U JHCenuesbl8oOAUUX HEYacTo TeIaTHT, XOJICITUTHA3, XOJIeCTa3™
nymeil penKo remaToCIUICHOMET AN, XOJISITUCTHT™
Hapywenus co cmopoHuvl 4acTo CBITIb
KOJHCU U NOOKONCHBIX MKAHEl HEYacTo o0JIBICeHUE, 3y, KpanuBHUIIA,;
MyJbTU(OPMHAS apUTEMA,

JIEKapCTBEHHAS CHIMb C D03UHODUIHEH
" CUCTEMHOMN CUMIITOMATHUKON

(DRESS-cunmpom), TOKCHYECKAs
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| Kookedsr Cainib, | atifHolespoTHaecK il
oTeK™
peako Ba3oMIaTaLIMA, BE3UKYJIE3HO-

6YJ'IJ'163Ha${ ChIllb, DJK3€Ma, CHHAPOM

CruBenca-/>xoncona™

Hapywenuss co cmoponvl HEYacTo apTpayirusi;  MBIIIEYHAsT  aTpodus,
MbIUWEYHOU,  CKelemHou U MHaJITUS
COeOUHUMEeNbHOU MKAHU penKo MHUOTIATHSI
Hapywenuss co cmoponvl HEYacTo remMatypus, yUaIIeHHOE
nouex U MOYe8bl8OOAUUX MOYEHCITyCKaHHe, IPOTEUHYPHS,
nymeti HepponuTHa3z*, HMHTEPCTUIMAIBHBIN

Heppur

peako 00116 B 00J1aCTH TTOYEK

Hapywenus co cmopoHnuvl HEYacTo TMHEKOMAaCTHs

PEenpoOYKMUBHOU Cucmemsl U

MOJIOUHbILX JHcenes3

Obwue napyuwienus u peakyuu 4acTo yCTaJIOCTh

6 Mecme 88e0eHUs HEYacTo 00J1b B rpyau, JIUXOopajKa,
HEIOMOTAHHUE, ¢1a00CTh,
IepeEPACIIPENCIEHNE JKUPOBOU

KJIETYATKH (JIUIOAUCTPOPHS)

peaKo HapyYHICHUEC ITOXOOKH

* MOCTPEruCcTPallMOHHBIE JaHHBIE

Omnucanyre OTACNbHBIX HeXKENaTSAbHBIX PeaKIIUN

HaGmomanuck OTAEIbHBIC CIIy4al KPOBOTCUCHUH, CIIOHTAHHBIX KOXHBIX pEaKIHHd U
reMapTpo30B y NHalMUEHTOB c remodunueid tuna A U B npu npuMeHeHUM HHTUOUTOPOB
pOTeaskbl.

Haubonee wacro (6omee 10 %, «O4YeHb HYacTO») OTMEYAIHCHh CIEAYIONIME OTKIOHEHUS
1abOpaTOpHBIX TIOKa3aTelell y ITalueHTOB, IONYYaBIIMX JIEYCHHE, B COCTaB KOTOPOTO
BXOJIMJIN aTa3aHaBUP M OJMH WJIU 00Jiee HYKJICO3HUIHBIX, HYKJICOTHIHBIX U HEHYKICO3UIHBIX
UHTHOUTOPOB 0OOpPATHOM TPaHCKPHUNTA3bI: OBBIIIEHHE 0011ero ounnpyouna (87 %), ocooeHHO
HENPSIMOTO (HECBSI3aHHOT0) OMIMPYOUHA B CHIBOPOTKE KPOBH.

Jlpyrue 3HaunMBble OTKIIOHEHUS J1abOpaTOpHBIX MapaMeTpoB OTMEYAIUCh y >2 % OOJIBHBIX

(«gacToy»): MOBBIIIEHUE aKTUBHOCTU KpeaTuH(ocPokrHaszbl (7 %), MOBBIIEHHE aKTUBHOCTHU
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TpancamuHaszbl (5 %), CHUXKEHHUE KOJIMYECTBA HEUTPOPMIBHBIX JeUKOUTOB (5 %),
NOBBIIIEHNE AaKTUBHOCTH acnapraramuHoTpaHcdepasbl (ACT)/CHIBOPOTOYHON TIyTaMHHO-
11aBeJIeBOYKCYCHOM TpaHncamuHassl (3 %), moBbllieHue akTUBHOCTU numassl (3 %). Otmena
Je4YeHus BBHUAY pa3BUTHS MOOOYHBIX 3(dekToB morpedoBanach y 5 % MalMeHTOB, Kak
MOJIy4YaBIIKX, TaK U HE NOJIYYaBIINX aHTUPETPOBUPYCHYIO TEPAIIUIO.

VY 2 % nanueHToB, MOJyYaBIINX aTa3aHaBUP OTMEUYEHO KOHKypeHTHoe noBbimenne AJIT/ACT
u obmero omnupyouHa 3—4 cTeneHu.

Onmucanue OTACIBHBIX HCKCJIATCIbHBIX DCaKL[I/Iﬁ

Y BUY-unpunrpoBaHHBIX NAUEHTOB C TSXKEIBIM UMMYHOI€(UIIMTOM B Hayajie NpUMEHEHUs
KOMOMHUPOBAHHON aHTHUPETPOBUPYCHOW TEpauM MOTYT pa3BUBATHCS BOCHAIUTEIbHBIC
peakuuy B OTBET Ha OECCHMITOMHBIE MM OCTATOYHBIE ONIOPTYHUCTUYECKUE HH(PEKLIMHU.
Takxe oTMEUalHCh Cllydyau ayTOMMMYHHBIX 3a0oneBaHuii (Hampumep, 0oies3nb [peiiBca),
OJIHAKO BpeMs Hayajia pa3BUTHUS TaKUX 3a00J€BaHUI BapbUPOBAJIOCH Y PA3HBIX MAI[MEHTOB U
MOTJIO HACTYIATh Y€pe3 MHOTO MECSLIEB MOCIIE Hayajla Tepanuy aTa3aHaBUPOM.

[Ipu npuMeHeHUN KOMOMHUPOBAHHON aHTUPETPOBUPYCHON TEPANMU B TEUEHHUE JIUTEIBHOTO
neproa BPEeMEHH OTMEYAJIUCh CIy4al OCTEOHEKPO03a, OCOOCHHO y MAlMEeHTOB C (pakTopamu
pucka (BBICOKMII HWHJIIEKC MaccChl Tela, HWMMYHOCYIpECCUs, YHOTpeOJieHHe aiaKoros,
CONYTCTBYIOIEE MPUMEHEHNE KOPTUKOCTEPOUIOB).

Merabonuyeckrue napameTpbl — COOTHOLIEHUE M COJEPKaHUE JUMHUAO0B U TIIFOKO3bI B KPOBH
MOYKET MOBBIIIATHCS BO BPEMsI aHTUPETPOBUPYCHOM TEPAIIUU.

Chlllb M acCOUMMPOBAHHBIE CHUHAPOMBI — CBIIIb B BHAE MAaKyJONAIMYJIE3HBIX KOXKHBIX
BBICBIITAHUN OT JIETKOM 10 CpeHEeH CTEMEeHH TAXKECTH OOBIYHO MOJKET MOSBISATHCS B TEUEHUE
NepBbIX 3-X HEJleNb C Hayaja Tepaluy aTa3aHaBUPOM.

Cunapom CtuBeHca-JDKOHCOHA, MYyJIbTU(QOpPMHAsT JpUTEMA, JIEKApCTBEHHAas ChIb C
so3uHounneit u cucreMuoi cumnromatukoit (DRESS-cunapom), Tokcnueckas KoxKHas ChITb
OTMEYaJIUCh IPU IPUMEHEHUH aTa3aHaBUPA.

[Ipoure ocoOble MOMVIIAIINT

Hayuenmot ¢ cenamumom B u/unu C

[TaniMeHTs C COYETaHHBIM XPOHWUYECKUM TrenatutoM B w/unmu C Ooliee MOJBEpPKEHBI
MOBBIIICHUIO AKTUBHOCTH MEUEHOYHBIX TPAHCAMHUHA3 0 CPABHEHUIO C HEMH(PUIIUPOBAHHBIMU
nanueHTaMu. He oTMedanoch pa3HUIIBI B YaCTOTE MOBBIMICHHUS OMIIMPYOWHA Yy MAIIMEHTOB C
reratutoM B w/mimm C 1 HeMHPUIIUPOBAHHBIX TMAIlMEHTOB. YacToTa pa3BUTHS T'elaTHTa BO
BpeMsl JICUCHHUs] WIIM TOBBIIIEHUS] aKTUBHOCTH TPaHCAMHHA3 y MalMEHTOB C COYETAHHBIM

XPOHHUYCCKUM I'CIIaTUTOM B u/unu C Gb11a cormocTaBuMa IIpu NpUEMC aTa3aHaBUpa U PEIKUMOB
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CpaBHECHHSI. (NMOCNEOOBATENEHOCTE 0003)

[TanueHTB C COYETAaHHBIM XpOHWYECKUM rematuToM B w/mmu C B Oonbiiell cTeneHu
MOABEPKEHBI PUCKY PA3BUTHS TSIKEIBIX M MOTCHIIMATLHO JICTAIBHBIX TOOOYHBIX pPeaKIHuii co
CTOPOHBI NIEYECHHU.

eTu
[Tpodunp GezonacHOCTH ara3aHaBUpa Yy JAETEe 6 JIET W CTapiie COMOCTABUM C TAaKOBBIM Y
B3POCIIBIX MAI[UEHTOB.
Haunbonee yacteim (Oonee 10%, «o4eHb 4acTO») OTKJIOHEHHEM J1aOOPATOPHBIX MOKa3aTenen
3-eil u 4-oii creneHu y aeteil 6bUI0 MOBBIIEHHE o01ero ounupyouna (> 2,6 x BI'H; 45%).
Hawunbonee yacteimu mobounsiMu 3 dekramu 2-4 crenenu ObuH Kamenb (21 %), moBeIIeHUE
temmepatypsl Tena (18 %), sxenryxa/moxentenue ckiep (15 %), cvimnb (14 %), pBora (12 %),
nuapes (9 %), ronoBuas 6omb (8 %), nepudepuueckue oreku (7 %), 6011 B KOHEYHOCTIX (6
%), 3anoxkeHHocTh Hoca (6 %), 6one3HeHHOCTh pH TioTanuu (6 %), oxsimika (6 %), xKuakue
BblJleleHUuss U3 Hoca (6 %). B peakux caydasx oTMedasach acUMIITOMaThuyecKas
aTpuoBeHTpuKyispHas (AV) 6mnokazna | u Il crenenu (<2 %).

COO6H.I€HI/IC 0 IMOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIHUAX

BaxxHo coo0maTh 0 TOM03pEBaeMBIX HEXKENATEIbHBIX PpEaKIMAX IOCJAe pPErucTpaluu
JICKapCTBEHHOTO TIperapara ¢ Meibio 00eCreYeHrs HEMPEePhIBHOIO MOHUTOPHUHTA COOTHOIIICHUS
«IoNb3a — PHUCK» JICKAPCTBEHHOTO mpernapara. MeauluHCKUM paOOTHUKAM pPEKOMEHIYETCS
coo0maTh O JIOOBIX I0JI03PEBACMBIX HEKEJIATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO Iperapara
yepe3 HallMOHAJbHBIE CUCTEMBI COOOIICHUS O HEKEIaTeNbHBIX PEaKIHIX TOCyIapCTB — YICHOB
EBpazniickoro 5KOHOMHUYECKOr0 COK3a:

Poccniickas @enepanys

®denepanbHas ciryx0a 1Mo Haa30py B cdepe 3npaBooxpanenus (Poc3npaBuaazop)

Anpec: 109012, r. Mocksa, CrnaBsiHCKasl miiomanp, 1. 4, ctp. 1

Ten.: +7 800 550 99 03

DnexTponHas nmoyra: pharm@roszdravnadzor.gov.ru

WuTepuer-caiit: https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

CuMITOMBI

B xo/€ KIMHUYECKUX UCTIBITAHUH MIPUEM 37J0POBBIMH JTOOPOBOJIBIIAMH /103 aTazaHaBupa a0 1200
MT OJTHOKPATHO HE CONPOBOXKJIAICH KAKUMHU-TNO0 HEXeNaTeTbHbIMU SIBICHUSMH.
EnuHcTBeHHBIN choydail mnepeno3upoBku mpenapata BUY-uHGUIMPOBaHHBIM MAIlIEHTOM,
npuHsBmUM 29,2 T ipenapara (103a, B 73 pa3a mpeBsIlIaoias peKoMeH10BaHHYIo 103y 400 mr)

COTpOBOKAAJICSA OECCUMIITOMHOMN 0J10Ka10H 00enx HOXKeK Mydka ['uca u yjimHeHueM HHTepBaja
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NepeI03uPOBKH MperapaTa sBISIOTCS KeNTyxa 0e3 U3MEHEHUN pe3yIbTaTOB IEUEHOUYHBIX TECTOB
(u3-32 TIOBBIIICHUS KOHIICHTPAIIUU HEMPSIMOTO OMIMpyOMHA) M HAPYIIEHUE CEPJICYHOTO PUTMA
(ynmuaeHue uHTepBaia PR).

Jleuenue

Crnenuduueckoro antugora HerT. [Ipu mepemo3upoBKe aTazaHaBUpa CIEIYET OCYIIECTBIATH
KOHTPOJIb OCHOBHBIX (PU3MOJIOTUYECKUX TTOKA3aTeNeH, BECTH HAOIIOICHHUE 32 OOIIIM COCTOSTHUEM
naruenTta, koHtponmpoBaTh OKI', Ha3HAYWTH NMPOMBIBAHWE IKEIYIKAa, BbI3BAaTh PBOTY IS
yIAJICHUsI OCTAaTKOB IperapaTta, peKOMEHIYeTCsl IPUEM aKTHBHPOBAHHOTO YTJIS.

Hunamn3 ©HedpdexTuBEeH s BBIBEACHHS Mpenaparta U3 OpraHu3Ma, T.K. ara3aHaBUP
XapaKTepU3yeTCsi UHTEHCUBHBIM META0O0JIM3MOM B TIEUEHU M BBICOKOW CTENEHBIO CBS3BIBAHUS C

OeKaMu.

5. PAPMAKOJIOTHUYECKHAE CBOMCTBA

5.1. ®apmakoaMHaAMHYeCKHe CBOIicTBA

dapmakoTepaneBTHUECKasi TIpyMa: MPOTUBOBUPYCHBIE CPEACTBA CHCTEMHOIO JEeHCTBUS;
IPOTUBOBUPYCHBIE CPEJICTBA MPSIMOI0 AEHCTBHSI; HUHTMOUTOPHI IPOTEa3.

Kox ATX: JOSAEO8

Mexanuswm neiicteus U bapMmakoauHamuueckue 3O dheKThI

ATa3zaHaBup ABJISETCS a3aleNTUAHBIM MHruOutopoM mpoteazsi BUY-1. D10 BemectBo
CCNIEKTUBHO HMHTHOUpPYeT BHpYyC-crienudruecKkuil mporeccuHr BupycHbix Gag-Pol
nporenHoB B BUY-uHpuuupoBaHHBIX KIETKax, MNpeaoTBpauias oOpa3oBaHUE 3pEsbIX
BUPHUOHOB U 3apa)x€Hue JAPYrux KIJIEeToK. B mporiecce yieueHusl y HEKOTOPHIX MallMEHTOB
MOXXET  pPa3BUTbCA  PE3UCTEHTHOCTh  (YCTOWYMBOCTH) K  JEHCTBUIO  mpenapara
(cmeuuduyeckas pe3UCTEHTHOCTb) WM K JAEWCTBHIO KaK aTa3aHaBUpa, TaK MU JPYTUX
uHrub6utopos nporeassl BUY (nepexkpectHas pe3uCTEHTHOCTS).

Pesucmenmnocms u nepexpecmnas pesucmenmnocms

Pe3ucCTeHTHOCTh M TepeKpecTHas Pe3UCTEeHTHOCTh K HHruoutropam nporteasst BUY
Ha0J110/1aNack B Pa3IMYHOM CTENEHU ee MPOsBICHUs. Pe3UMCTEHTHOCTh K aTa3aHaBHPY HE
BCErja sBIsAETCS MPEenATCTBUEM IS IOCJIENO0BAaTeIbHOTO TMPUMEHEHUS JAPYrux
UHru6uTOpOB nporeassl BUY.

Pezucmenmnocmes in vitro (6 Kyibmype K1emok)

UyBCTBUTENBHOCTh K aTa3aHaBUPY H3y4yaldud Ha KyJIbType KIETOK, BBIJCIECHHBIX Yy
MalMEeHTOB, MPEeX/e He MOoTyYaBIInX npenapaT. BeisiBieHa yeTKast TeHICHIHS K CHHKEHUIO

YYBCTBHUTCJIBHOCTH K aTa3aHaBUPY  KIICTOK, O6H3py>KI/IBH_II/IX BBEICOKHM YPOBCHDb
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MHOXECTBEHHON PE3UCTEHTHOCTU K APYTUM I/IHFI/I6I/I‘II8i;Ia;VI_Igp'—B;g5§IIEBm:IHEﬂf)b‘II‘II/HISI,

JMY OTUETY

YYBCTBUTEJIBHOCTh K aTa3aHaBHPY COXPAHAJIACh y KJIETOK, PE3UCTEHTHBIX TOJIbKO K -2
uHrHOUTOpam npoteassl BUY.

Peszucmenmnocms in vivo

HccnenoBanus MOKa3alM YETKYH 3aBUCUMOCTH Pa3BUTHUA PE3UCTEHTHOCTH OT TOTO,
[OJIy4aJl JY MAlUEHT paHee AHTUPETPOBUPYCHYIO TEpalMIO, U €CIM [a, IMPUMEHSAICA
aTa3aHaBUp B Ka4yeCTBE €MHCTBEHHOI'0 MHrHOUTOpa nporeassl BUY nian B koMOuHaAum ¢
PUTOHABUPOM.

Ilayuenmul, panee He noayuaguiue aHMUpempoOBUpPYCHYI0 mepanuio

Amaszanasup 400 m2 (6e3 pumonasupa)

He BBIABIEHO IEPEKPECTHON PE3UCTEHTHOCTH MEXKAY aTa3aHABUPOM U AMIIPEHABUPOM.
DEHOTUIINYECKUN aHAIN3 HW30JUMPOBAHHBIX KJIETOK IOKa3aJl pa3BUTHE YCTOWYUBOCTH,
cnequpuyeckoi TOJNBKO JUIsl ara3aHaBUpa M COYEeTaBLICHCAd C  MOBBILICHUEM
YyBCTBUTEIBHOCTH K APYTUM HHTHOUTOpaM mporeas BUY.

Amaszanasup 300 me/pumonasup 100 me

HccnenoBanre 3(PEKTUBHOCTH KOMOHWHAIIMM aTa3aHAaBUP/pUTOHABUP (B CPaBHEHUHU C
KOMOWHAIMEH JIONWHABUP/PUTOHABHpP) y TMAalHMCHTOB, paHEe HE IOJyYaBIIUX
AHTUPETPOBUPYCHOH TEpaNuu, MOKa3auo, 4To yepes 96 Hex mocie Hayajga Teparnun TOJIbKO
B OJHOM CiIydae HEyJa4d Tepamuu pa3BmwiIach (EHOTUIIHYECKAs YCTOWYMBOCTh K
aTa3aHaBUDY.

Iayuenmul, panee nonyyaguie aHmupemposupyCHy0 mepanuio

Amaszanasup uiu ama3aHa6up/pum0Ha6up

B OGonbmmHCTBE ciydaeB Heyaauu Tepanuu Ha 48-i HeJ y MallMEHTOB pa3BUBajach
MHO)XECTBEHHAsi PE3UCTEHTHOCTb K pa3jIMYHbIM HHruOutopam mnporteadsl BHUY, a He
cnenupuyeckas yCTOMUUBOCTb K aTa3aHaBUPY.

5.2. ®apmakokuHeTHYECKHE CBOHCTBA

dapMaKOKMHETHYECKUE CBOMCTBA aTa3aHaBUpPa OLICHUBAIMCH Ha 3J0POBBIX TOOpPOBOJIBIIAX W

BUY-uHpuurpoBaHHBIX NAIlMEHTaX.

AOGcopbuus

IIpn nnutenbHOM npuemMe atasaHaBupa B 103€ 400 Mr | pa3 B 1eHb OJTHOBPEMEHHO C IPUEMOM

JIETKO YCBOSIEMOW NUIIM MakcuMajbHas paBHOBecHas KoHUeHTpauus (Cmax) aTazaHaBUpa B

mjIasMe yCTaHAaBJIIMBACTCA MPUMCEPHO YCPEC3 2,7 9 MOocCJIC MpucMma. YcroiiunBas PaBHOBCCHAaA

KOHOCHTpALHA aTa3aHaBUpa JOCTUTACTCA MCIKIAY 4-u 8-Mm JAHAMU IIpUcMa.

Brusnue nuwu

[IpuMeHneHne aTazaHaBHpa BMECTE C MHUILEH yIy4yliaeT ero OMOAOCTYMHOCTb U YMEHBIIAET
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APMAKOKHMHECTHUYCCKVYIO Ba I/Ia6eJ'II>HOCTB. H MCHCHﬁQ%&%ﬁ%ﬁE@%EE‘%‘I;IE II:H’&;II;E{BI/I
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C MUIIeH yny4iiaeT OMOJAOCTYIIHOCTh aTa3aHaBUpa.

Pacnopenenenne

AtazaHaBup Ha 86% cCBs3BIBaeTCs C O€JIKaMU CBHIBOPOTKH KpPOBH, IPH OTOM CTENEHb
CBSI3BIBAHMS C O€JIKaMU HE 3aBUCUT OT KOHIIEHTpAlMU. B aHAIOTMYHO#N CTelneHn aTa3aHaBUP
CBSI3BIBACTCS C O ]-KHUCIBIM TIMKOMPOTEHMHOM M albOyMUHOM. ATa3aHaBUpP OIpEIEIsIeTCsS B
CIIMHHOMO3T'OBOM M CEMEHHOM KHUIKOCTSIX.

buotp aHC(bODMaI_[I/IH

AtazaHaBup MeTabonM3upyeTcss B OCHOBHOM mocpenctBoM u3opepmenta CYP3A4 ¢
00pa3oBaHUEM OKHCICHHBIX META00JIUTOB. MeTaOOMHUThI BBACISIIOTCS B )KEJIYb B CBOOOTHOM
BUJEC WJIM B BHJIE KOHBIOTATOB C TJIIOKYPOHOBOM KuCIOTOM. He3HauuTenbHas 4YacTh
aTazaHaBHpa MeTabonu3upyercs nyreM N-Ie3alKIINPOBAHUS U THAPOIU3A.

DJIMMUHALMS

[Tocne onnokparHoro BBeneHust 14C-arazanaBupa (400 mMr) B kKajie U MOYE ONpPEAEISIIOCH,
cooTBeTCTBEHHO, 79 U 13% oOmel pagnoakTUBHOCTH. J[0J1 HEM3MEHEHHOTO aTa3aHAaBHPA B
KaJje ¥ MOY€ COCTaBJIsJIa, COOTBETCTBEHHO, 0K0JIo 20 1 7% BBenenHo# no3bl. Cpenuuii T1/2
aTasaHaBHpa Yy 3J0pOBBIX N00poBoibleB U BUY-uHGUUIHPOBAHHBIX B3POCIBIX COCTABJISI
okoJi0 7 4 ipu nipueme B j03e 400 Mr B JIeHb C JIETKO YCBOSIEMOM MUIIEH.

q)aDMaKOKI/IHeTI/IKa B 0COOBIX rpynmnax

Ilayuenmol ¢ neyeHOYHOU HEOOCMAMOUHOCNBIO

ATazaHaBuUp MeTaOONIM3UPYETCSd U BBIBOAUTCS INPEUMYIIECTBEHHO I€YeHblo. BiusHue
HapyleHuil (QyHKOuM nedeHu Ha (apMaKOKMHETHYECKHE MapaMeTpbl aTa3aHaBupa IpuU
COBMECTHOM IpueMe U 0e3 pUTOHABHpAa MOXET YBEIWUYUTHCS y MAIUMEHTOB C MEYEHOYHOMU
HEIOCTATOYHOCTBIO CPEHEHN U TSKEIION CTEICHHU.

Tlayuenmul ¢ noueunol HeAOCMAMOUYHOCMbIO

VY 310pOBBIX TOOPOBOJIBIIEB BBIBEJCHHBIM C MOYOM HEU3MEHEHHBIM aTa3aHaBUP COCTAaBIISII
0K0JI0 7 % MpUHATOM J03HI.

OtcyrcTBYIOT  (apMaKOKMHETHYECKME  JaHHble  JUIsi  MalUeHTOB  C  IOYEeYHOM
HEIOCTAaTOYHOCTBHIO, IPUHUMABIINX aTa3aHABUP C PUTOHABUPOM.

[Ipumenenune atazaHaBupa 0€3 pUTOHABHpPA U3YyHAJOCh Yy MAIMEHTOB C TSXKEJIONH MOYEUHOU
HEJIOCTAaTOYHOCTBHIO, B TOM YHCJIE€ HAXOASAUIUXCA Ha TeEMOAUaNN3e, IPUHUMABIINX MIpenapar B
no3e 400 mMr oauMH pa3 B JeHb. Pe3ynbrarhl mokasaiu CHUXEHHE (PapMaKOKMHETHYECKUX
napamerpoB Ha 30-50% y nanuMeHTOB, HAXOIAIIMXCA HAa TEMOJUAIU3E€ B CPaBHEHHM C
NaluMeHTaMu ¢ HOpMaJibHOM (yHKIMEH moyek. MexaHu3M 3TOro CHU)KEHUSI HE U3BECTEH.

Bospacm/non
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He oTMeuYeHO KIMHMYECKU 3HAYUMBIX OTIMYMI @%ﬁéﬂﬁ%ﬁéﬁ;{@ﬂhﬁcr Eé‘lv'rgr'ﬁt')h B

MY OTUETY

3aBHUCHMOCTH OT BO3pacTa M 1moJja MnaiueHTa.
bepemennvie ocenuyunvl
3HauyeHWsT MaKCUMallbHON paBHOBecHOW KoHIEHTpanuu (Cmax) ©  IUIOMIAAM  TIOJ
dapmakokunetnueckoin kpuBoit (AUCs) st arazanaBupa ObutH Bbilie Ha 26—40% y jKeHIIUH
B mociepoioBoM mnepuonae (4-12 nenens), yem y BUY-uHpuIupoBaHHBIX HEOEpEeMEHHBIX
MalEeHTOK.
MuHuManbHas KOHLIEHTpAIMs aTa3aHaBUPa B MOCIEPOAOBOM Mepuo/ie Obliia MPUOITU3UTEIBHO
B 2 pasa BBbIIII€ TOM, KOTOpas Habmoaazack 10 3toro y BUU-undumupoBanHbIX HeOepeMEHHBIX
JKEHIIUH.
Paca
HccnenoBanuss  HE  BBIBWJIM  Kakoro-aubOo  BIMSHUA ~ pachl  NAIMEHTOB  Ha
bapMakOKHHETHYECKHE MapaMeTphl aTa3aHaBUPA.

eTu
Benuunna abcopOunu atazaHaBupa y I€TEH BBIIIE, YEM Y B3POCIBIX MAIMEHTOB. Y MaJleHbKHUX
JeTel CylecTBYeT He3HaUUTeNbHas TeHACHIUA K 0oJiee BBICOKOMY KIIMPEHCY Mpernapara npu
HOPMHUPOBAHUU MO Becy Tena. BapuabenbHOCTh apMaKOKUHETHUYECKUX MapaMeTpoB y AeTeil

BbILIC, YEM Y B3pPOCJIbIX.

6. PAPMAIIEBTUUECKHE CBOMCTBA
6.1. IlepeyeHp BCIOMOraTeJIbHbIX BEIECTB
Kpocnosnnon

JlakTO3B1 MOHOTHIpAT

Hatpus creapundymapat

Cumanon, 150 mr, KamncyJsl

Kopnyc kancynoi:

Turana THOKCH

Kenatun

Kpviweuka kancynol:

Kpacutens [Tonco 4R

Kpacurenb comHEUHBIN 3aKaT KEJIThIN
Tutana quokcu

Kenarun

Cumanon, 200 mr, Kancyiasl

Kopnyc kancynol:
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TuTana qMOKCH (NOCNEQCBATENEHOCTE 0003)

MY OTUETY

Kenatun

Kpvuueuka xancynol:

Twurana qUOKCHULT

Kpacurenb comHeuHbIN 3aKaT KEJThIN
Kenatnu

Cumanon, 300 mr, KancyJasl

Kopnyc kancynor:

Twurana qUOKCHULT

Kenatun

Kpvuuweuka kancynoi:

Twurtana quokcung

Kpacurenb XMHOIUHOBBIHN KEATHIN

Kpacurenb conHeUHBbIN 3aKaT KEJIThII

Kenatun

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok rognocTu (CpoOK XpaHeHus1)

3 rona.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHHUH

B 3amumieHHoM OT cBeTa MecTe Ipu TeMiieparype He Boiie 25 °C.

6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKHU

[To 10 karcyn B KOHTYpHYIO STYEHKOBYIO YITAKOBKY M3 IUICHKH MOJTUBUHUIXJIOPUIHON U (HOJIBTH
AJIOMUHHUEBOM NI€YaTHOM JTaKUPOBAHHOM.

ITo 30, 60, 90, 100, 120 karncyn B 0aHKY HOJIMMEPHYIO U3 TOJIUITHIIEHA C KPBIIIKON HATATMBAaeMOM
C KOHTPOJIEM TEePBOTro BCKPHITHS. Ha OaHKHM HaKJIEUBAIOT ATUKETKH U3 OyMarv dTUKETOYHON WIH
MYCYEH I U3 TTOJIMMEPHBIX MAaTEPUAIOB, CAMOKJICSIIIAECS.

[To 3, 6, 10 KOHTYPHBIX TYESHKOBBIX YITAKOBOK BMECTE C MHCTPYKILIKEH M0 MPUMEHEHHIO (JTUCTKOM-
BKJIAJIBIIIIEM ) TIOMEIIAIOT B MAaYKy U3 KapTOHA JJIsl MOTPEOUTENHCKON Taphl MOATPYII XPOMOBBIH
WJIH XpOM - 3p3all. Ha mauky MOKeT HaKJIeUBaThCsl CAMOKJISSIIAsCS STUKETKA C MAPKUPOBKOM U3
Oymard STUKETOYHOW WM THUCYEH WIM W3 TMOJIMMEPHBIX MaTepuaynoB. [laukm momemarmT B
TCPYIIIOBYIO YIAKOBKY.

[To 1 Ganke BMeCTe ¢ MHCTPYKIIKMEH IO MPUMEHEHHUIO (JIMCTKOM-BKIIAJIBIIIIEM ) TOMEIIAIOT B TIAUKY
13 KapTOHA IS OTPEOUTEIHCKOM Taphl MOATPYIII XPOMOBBIHN WK XpoM — dp3ail. Ha mauxy mosxer

HAKJIEMBAThCSl CaMOKJIESALIAsICsl ITUKETKA ¢ MapKUPOBKON M3 OyMaru 3TUKETOYHOW WM MHCcYel
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WIHM U3 TIOJMMEPHBIX MaTepuaioB. JOMOJHUTENbHO Ha Hg{;k%fﬁﬁhﬁgg%%'oﬁﬁﬁl ot JIBa

pO3payHbIX (PUKCHPYIOIIUX CTUKEpa M3 MOJMMEPHBIX MarepuanoB. Ilauku nomemaroT B
TPYIIOBYIO YIIAKOBKY.

6.6. OcoOble Mepbl MNPeIOCTOPOKHOCTH TPH YHUYTOKEHHMH  MCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WM OTX0A0B, TMOJYYEHHbIX IOcjde NpPHMEHEeHUus
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MAaHUILYJISIIHUHU ¢ NPenapaTomM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanvs

AO «®apmacuHTE3»

664007, Upkyrckas o6., . Upkytck, yi. KpacnorBapaeiickas, 1. 23,
odwuc 3.

Ten.: +7 (3952) 55-03-55

Anpec snekTpoHHO# nouThl: info@pharmasyntez.com

7.1. IlpeacTaBUTEb J€pPKATE/IsI PETHCTPALMOHHOTO Y10CTOBEPEHUsI

IIpereH3un HOTDC6HT€JI€I>1 HAaIrrpaBJIATH I10 aApECy.

Poccniickas @enepanus

AO «®apmacuHTE3Y,

664040, r. Upkyrck, yn. P. JlrokcemOypr, 1. 184.
Ten: 8-800-100-15-50

Anpec snekTpoHHO# mouThl: info@pharmasyntez.com

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. IATA IEPBUYHOM PETUCTPAIIMA (ITOATBEPXJIEHUSA PETUCTPAIINN,
INEPEPETUCTPALIMN)

JlaTa nepBoi perucTpanuu:
10. JATA IEPECMOTPA TEKCTA
OO0mrast xapakTepuCcTHKa JIEKapCTBEHHOro npemnapata CUMaHOI T0CTyIHA Ha NHPOPMALMOHHOM

nopraje EBpa3HﬁCKOTO 9KOHOMHUYECCKOIo COr3a B I/IH(I)OpMaI_II/IOHHO-KOMMYHHKaHHOHHOﬁ CETHU

«Hurepuet» http://eec.eaeunion.org.
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