COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 22.08.2022 N 19608

OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Arazanasup, 150 mr, karncysbl
ArtazanaBup, 200 Mr, KarcyJibl

ArtazanaBup, 300 Mr, KarcyJibl

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIA COCTAB

JeiicTByromiee BEeCTBO: aTa3aHaBupa cynbdara.

ArasanaBup, 150 Mr, KancyJsl

Kaxnas kancyma conmepxkut 170,87 mMr arazanaBupa cynbdara, B mepecuere Ha aTa3aHaBHUpP
150,00 mr.

Araszanasup, 200 Mr, KarcyJisl

Kaxnas kamncyma comepxkut 227,83 Mr arazanaBupa cynbdara, B Tepecuere Ha aTa3aHaBHP
200,00 mr.

Arasanasup, 300 MI, KancyJsl

Kaxnas kancyma comepxkut 341,74 mMr arazanaBupa cynbdara, B Tepecuere Ha aTa3aHaBHP
300,00 wmr.

BcmomorarenbHbIe BElIeCTBa, HAMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JICKAPCTBCHHOTO
nperapara: JaKTO3bl MOHOTHIPAT (caxap MOJIOYHbIH) (cM. pasnaens 4.3, 4.4).

ITomHpIit MEPCUCHb BCIIOMOT'aTCJIbHBIX BCIICCTB IIPUBEACH B pa3ICiic 6.1.

3. JEKAPCTBEHHAA ®OPMA

Kancynbl.

Araszanasup, 150 Mr, Kancyisl

TBepI[LIe JKCIIATUHOBBIC KaIlICYJIbI Ne 0: Kop1ycC oenoro OBCTa Henpo3paqun71, KpbIIICYKa
3CJICHOT'O LIBETA HCIIPO3pavYHasl.

Araszanasup, 200 Mr, KancyJisl

TBepnpie xkenatuHoBBIe Karcynbl Ne 0: Kopryc M KpbllIedka CBETJIO-TOJyOOro IiBeTa,
HEIPO3payvHbIe.

Arasanasup, 300 Mr, KarcyJisl

TBepupie sxenatuHoBble Karncyisl Ne 00: kopryc 0enoro 1BeTa Helmpo3payHbli, KpbIIIeUKa sSpKo-
KpPacHOTO [BETa HEMPO3pavHasl.

CO,Z[Cp)KI/IMOC Karcysgl — CMCChb IIOpOIIKa W TIpaHyJl OT oenoro A0 CBECTIO-XKCIITOTO IBETA.
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JlomyckaeTcsi YIJIOTHEHUE COJEPKUMOTO KajCyIbl én%ﬁﬁﬂg&'“ﬂ(ﬁnﬂngﬂgyﬁ%&, Ukério

paspyluaeMble pHU HaJaBIMBAHUU.

4. KIMHUYECKUE JAHHBIE

4.1. Iloka3aHus1 K IPUMEHEHHUIO
Jleuenne BUY-1 unbekuu B KOMOMHAIIMK ¢ APYTUMH aHTUPETPOBHPYCHBIMH IIpenapaTamMu y

ManuEHTOB, PAHEC MMOJIYYaBIINUX WK HE IMOJIYYaBIINX aHTUPETPOBUPYCHYIO TEPAIIUIO.

4.2. Pe:kuM 103MPOBaHNS M CIOCO0 NPUMeEHEeHUs!

Pemenne o Havane Tepanmuud TPUHUMAET Bpay, UMEIOMMUNA oOmbIT JiedeHuss BUY-uHbekmmii.
O¢ddexkTnBHOCT, U 0€30MACHOCTh NMPUMEHEHUS aTa3aHaBHpa B KOMOMHALMU C PUTOHABUPOM B
cyTouHol no3e 6onee 100 Mr He M3ydeHa; MCIONB30BAHHUE J103 PUTOHABHPA, MPEBBIMIAIOIMINX
100 wmr/cyr, MoXeT H3MEHHTh TNpoduias Oe30MacHOCTH aTa3aHaBHpa, IMOITOMY OHO HE
pPEKOMEH1yeTcsl.

Pexxum 103upoBaHus

Bspocnvie

Peosicum 003MD06aHufl onsl nayuerRnoes, panee He nojaydasuiiux armupeniposupyCcryro mepanuro.

e ArazanaBup 400 Mr oJivH pa3 B JIeHb BO BpeMs €Ibl;
e Arazanasup 300 mr u putonasup 100 Mr 1 pa3 B 1eHb BO BpeMs €1Ibl.

Peoicum do3up06anuﬂ ons nayuernmoese, paHee noayvasuux armmupempoeupyCcHyro mepanuro.

Atazanasup 300 mr u putonaBup 100 mr 1 pa3 B 1eHs BO BpeMs €/Ibl.

[lpumeHenune ara3aHaBupa ©0e3 pUTOHABUpAa HE pEKOMEHAyeTcs Uil HalMeHTOB C
HEOJIaronpusATHBIM BHUPYCOJIOTMYECKHMM HCXOJOM paHee NpOBEIEHHONW aHTHPETPOBUPYCHOM
TEpaInuu.

Kombunuposannas mepanusi

JlnnaHo3MH: TMOAHO3MH clIeaAyeT NPUHUMATh HATOIAK, a aTa3aHaBUp - BO BPEMsI IIpUEMa IHIIH,
MO3TOMY NPU KOMOMHUPOBAHHOHN Tepanuu pEeKOMEHIyeTcsl MPUHMMATh JUAAHO3UH uepe3 2 4
nocJje mpueMa arazaHaBUpa C MUIIEH.

Tenodosupa nuzonpokcuia pymapar: peKOMEHAyeTCs MPUMEHEHHEe KOMOMHAIMN aTa3aHaBUpa
300 mr u puronaBupa 100 mr coBmecTHO ¢ TeHodoBupoM 300 Mr (Bce mpemnapaTsl CIEAyeT
OpUHUMATh OJWMH pa3 B JEHb BO BpeMms mnpuema mnuimu). [Ipumenenue artazaHaBupa (0e3
PUTOHABHpPA) COBMECTHO C TEHO(OBUPOM HE PEKOMEHIYETCSI.

Oco0ble TPVIIILI TAIMEHTOB

Habﬁ/leHWlbl NnoJ2HCU10c0 so3pacma

Knuanyeckue uccieqoBaHus Mpenapara He BKIIOYAIM JOCTaTOYHOE KOJIMYECTBO MAIMEHTOB B
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3aBHCHUMOCTH OT BO3pacTa He TpeOyeTcs.

Iayuenmul ¢ noueunol He0OCMamoyHOCmMbIO

Koppekuust 10361 He TpeOyercs A MalMEHTOB, HE HAaXOJAIIMXCs Ha remoauanuse. s
NAIJUEHTOB HAa FEMOMAJIN3€E, PaHEe HE NOJy4aBIINX AHTUPETPOBUPYCHYIO TEPAIUIO, aTa3aHABUD
300 mr Ha3HaYaeTCsA TOIBKO B KOMOMHAIMH ¢ puToHaBUpOoM 100 mr.

[TanpeHTaM € TSKEIOU IMOYEYHOW HEJOCTATOYHOCTHIO, HAXOIAIMMCS HAa TEMOJMAIIN3E U paHee
II0JIy4aBIIMM aHTUPETPOBUPYCHYIO TEPAIMIO, AaTa3aHABUP HA3HAYATh IPOTUBOIIOKA3aHO.
Tlayuenmoi ¢ neueHoYHOU HEOOCMAMOYHOCIBIO

Crenyer cobm01aTh OCTOPOKHOCTH NMPH HA3HAYEHUH aTa3aHaBHpa 0e3 pUTOHABUPA MAIIUEHTaM C
HapyIEHUAMHA (YHKLIMU TEYECHU JIETKOH WM CpedHed creneHu TspkecTH (kmacc A u B mo
knaccupukanun Yaina-I1ero). [Ipy HapymeHnsx QyHKUIUU NEYEHH CpelHeH CTEeNEeHM TAKECTH
(xmacc B mo knaccudukanmm Yaitna-Ilero) y nDanveHToB, paHee HE IOJy4YaBIIMX
AHTUPETPOBUPYCHYIO TEpalMI0, PEKOMEHJyeTCs CHU3UTh 103y 10 300 Mr oauMH pa3 B JE€Hb.
ATazaHaBUp NpH JIOOBIX PEKUMAX JO3UPOBAHUS IPOTUBOIIOKA3aHO IPUMEHSTH [TPU HAPYIICHUAX
¢byHkuuu nedyeHu Tsokenol creneHu (kinace C no knaccudukanuun Yaitng-I1sto). IIpumenenue
aTa3aHaBHUpa B KOMOMHAIIMK C PUTOHABUPOM Yy MALUEHTOB € IEYEHOYHON HEJ0CTaTOYHOCThIO HE
U3y4aJioCh, IMOTOMY JlaHHAas KOMOWHAIMS TPOTHUBONOKA3aHA Yy JTHUX IalWeHTOB. JlaHHYIO
KOMOMHAILIMIO CJIEyEeT MPUMEHATh C OCTOPO’KHOCTBIO Y MAallMEHTOB C HAPYLIEHUSMU (PyHKUIHU
IIEYEHH JIETKOM cTerneHu TshkecTH (kinacce A no kiaccudukanuu Yaiina-I1s10) u npoTuBonokazaHo
IPUMEHSATH Y AllUEHTOB C HapYIIEHUSAMH (QYHKIIUH [IEYSCHH CPeIHEH U TSKENIOM CTeNIeHH TSKECTH
(xmacc B u C no xknaccudukanuu Yaitna-I1s10).

bepemennocmo

Bo Bpems Il u III Tpumectpa GepemMeHHOCTH KOMOWHaIMM aTta3zaHaBupa B o3¢ 300 mr um
putoHaBupa B jgo3e 100 mr 1 pa3 B cyTkM MOXeT OBITh HEZOCTATOYHO, OCOOEHHO KOT/Aa
AaKTUBHOCTh aTa3aHaBHpa WM BCEro peXrMa MOXKET ObITh CKOMIPOMETHPOBAHA JIEKaPCTBEHHOMN
YCTOMUYMBOCTBIO. TepaneBTUYECKHUN JIEKAPCTBEHHBI MOHUTOPHUHI MOKET OCYIIECTBIISITHCS NPHU
IIPOBEJCHUH Tepanyy. PUCK CHMKEHMS KOHLIEHTPALMK aTa3aHaBUpa MOXKET 0’KMJIaThCS B ClIydae,
€CIIM aTa3aHaBUpP HA3HAYaeTCsl COBMECTHO C TEHO(POBHpa IU3ONPOKCHI (ymapaToM WU
aHTaroHucramu Hz-ructaMuHOBBIX penientopoB. PekomeHnayemas 103a aTazaHaBHpa COCTaBIIsIET
400 mr coBmecTHO co 100 Mr putoHaBHpa OJUH pa3 B JA€Hb. 1 epaneBTUUECKHUIN JEKAPCTBEHHBIN
MOHUTOPHHT MOXXET OCYLIECTBIATHCA NPU MPUMEHEHUH aTa3aHaBHpa COBMECTHO ¢ TeHO(OBUpa

AU30IIPOKCHIT (I)yMapaTOM WM aHTaroHuctaMu Ho-ructaMUHOBEIX PELCIITOPOB AJIA obecrneucHUs

AJCKBATHOIO pPEeXHMa AO03HPOBAHMA. He CYIIECTBYET AOCTATOYHO AJAaHHBIX IJId TOIO, YTOOBI

MOJKHO OBILIO PEKOMCHAOBATL OJHOBPEMCHHOC MNPHMCHCHUC aTa3aHaBHpa C PUTOHABHPOM,
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OEpeMEHHBIX IKCHIIMH, paHee TMOJy4yaBIIUX AaHTUPETPOBUPYCHYIO Tepanuio. Bcemen 3a

BO3MOXXHBIM CHIDKEHHEM KOHIICHTpAI[MM aTa3aHaBHpa BO 2 W 3 TpUMECTpax OEepeMEHHOCTH

BO3MOXHO IIOBBIMICHHUE €0 KOHLCHTpPAIUU B

TEYCHUE IICPBBIX ABYX MCCALICB IIOCJIC POIOB,

IMO3TOMY CJICAYET obecneynuTh TINATCJIBbHOC MCAUMIMHCKOC Ha6J'II-OI[€HI/IC 3a HaHHeHTKOfI Ha

MpeIMeT BBISBICHUS MOOOYHBIX peakiuil. B

MMOCJICPOAOBOM IIEPHUOAC MAINMCHTKU OOJIKHBI

moJjiydarb TC K€ CaMBIC 03bI, YTO U HGGGpGMeHHBIe, BKJIIO4Yas TCX, KTO COBMCCTHO IOJIY4YacT

nmpenaparbl, CHHXAKIHUE KOHICHTPAIIMIO aTadaHaBHpa B KPOBH. H3-3a BO3MOKHOTO PUCKa

Pa3BUTHUSA TSHKEION TUIIepOUIMPYOUHEMUN U TOTEHIIMAIBHOTO PUCKA PA3BUTHS SICPHOM KENTYXU

Y HOBOPOXICHHBIX HGO6XOI[I/IMO Ha6JIIOI[eHI/Ie 3a HUMH B TCUYCHHC IICPBLIX I[Hefl KHU3HU, B

IPEIPOAOBOM IIEPUOJIE CIEAYET 00ECIIEUNTh JONOIHUTEIbHBII MOHUTOPUHT IIJI0AA.

CTHu

ATa3aHaBI/Ip B KaIICyJIaX HA3HAYACTCA ACTAM OT

6 J1eT u CcTapuic B KOM6I/IHaI_[I/II/I C PUTOHABUPOM.

O6a npenapara cieayer NpuHUMATh OJTHOBPEMEHHO, OJIMH pa3 B JIEHb BO BPEMS €]Ibl.

Jlo3b1 aTazaHaBupa JJig ACTEH OT 6 JIET U CTapIlle paCCYUTHIBAIOTCA 0 Macce Tena (CM. TabiuIry

HI/I)KG); JO3bI AJIA z[eTeﬁ HC JOJDKHBI ITPCBLIIIATL A03, IMIPUMCHACMBIX IJId JICYHCHHUA B3POCIIbIX

HannucHTOB.

Pacuem 003 amaszanasupa ons demeii no macce mena

Macca mena (xe)

loza amazanasupa (me)

Jloza pumonasupa (me)

>15<35 200 100

>35 300 100

Cnooco0 nmpuMeHeHus

[TpenapaTt npuHUMAaIOT BHYTpPb, HE pa3KeBbIBas,

4.3. IlpoTuBONOKa3aHUS

B COCTaBcC KOM6HHHp0BaHHOﬁ TCpaIrnu.

e ['unepyyBCTBUTEIBHOCTb K aTa3aHaBUPY WU K JIFOOOMY U3 BCIIOMOTaTeNbHbBIX BEIIECTB,

MIEPEYUCIICHHBIX B pa3zene 6.1;

e Hapymenue ¢pyHKuuu neueHu Tspkenoi crenenu (knacc C mo kinaccudukanum Yain-

[1p10) mpu THOOBIX pexKUMax JO3UPOBAHMUS;

e KomOuHanus arazaHaBUpP/pUTOHABHp Yy MAllMEHTOB C HapylleHHeM (QYHKIHMU TEYeHH

CpemHeH u TsoKeol creneHu (kmace B u

C no knaccudukanuu Yaitna-I1e10);

e HacnencreenHas HCMICPCHOCUMOCTDb T'dJIaKTO3bI, ,Z[G(I)I/II_[I/IT JJaKTa3bl J'IOl'IElpCfI nIn

TJIFOKO30-TaJIaKTO3Has MaJ'ILa6COp6I_[I/I${;
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paHee MOJIy4aBIINX AaHTUPETPOBUPYCHYIO TEPAMHIO;

e ATtazaHaBHp B KOMOHMHAIIUM C aCTEMHU30JIOM, TephEHATUHOM, U3ANPHIOM, TTMMO3HUIOM,
OenpuanIIOM, XUHHUJIMHOM (B TOM 4YHCJIE JJIs1 KOMOWHAIIMM aTa3aHaBUP/PUTOHABUD),
TpUa30JaMoOM, MHJA30J1aMOM (I IpUeMa BHYTPb), INPOU3BOAHBIMH 3pProTaMUHA
(0COOEHHO 3PTOTAMUHOM, AUTHAPOIPTOTAMHHOM, SPTOMETPUHOM, METHIIIPIOMETPHHOM),
npenaparamMu  3Bepo0osi TpoasIpsBiIeHHOr0, uHTHOMTOpamMu ['MI'-KoA-penykrass
(cMMBacTaTUHOM, JIOBACTATMHOM), KBETHAIMHOM (B TOM 4YHClIe B KOMOMHALUU C
PUTOHABHPOM), pUPaMIHULIKUHOM, al(y303MHOM, cHUiIIeHAQWIOM (IIPU €ro Ha3HAYCHUH
JUISl JICUCHHSI JISTOYHOU apTepHaIbHOM TUIICPTCH3UN);

e Jleru ¢ Maccoli Tena meHee 35 kr (s qo3upoBku 300 mr);

e Jlerckuii BO3pacT a0 6 JeT.

4.4. OcoOble ykazaHus M MepPbl NPeIOCTOPOKHOCTHU NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

Caxapnbpiii quaber, TUNEPIIIMKEMHs, AUCTUNUAEMUA, runepOunnpyOuHemMus, HedponuTuas,
BUPYCHBIE T€MIAaTHThI, XPOHUUECKUI aKTUBHBIN T'€NIaTHT, HApyIIEeHUs QYHKIIMH TTEYCHU JIETKOH U
cpenneit crenenu TsokecTH (kinacc A u B no knaccudukanuu Yainna-IIsto0) (ans atazanasupa),
HapylIeHUs (YHKIMU TEUYEHU JIETKOM CTeNeHU TsKecTH (Kiace A mo kiaccudukanuu Yanmna-
ITpr0) (11 KOMOWMHAIMKM aTa3aHABUP/PUTOHABHD), reMobuaus A u B, cHHIpPOM BPOXIEHHOTO
yanuHeHus: uHTepBaia PR u PQ, coBmecTHOe mnpuMeHeHHEe aTa3aHaBUpa C IpernapaTami,
ymussitonuMu PR u PQ unTepBan (Hampumep, aTeHOJON, ITUIATHA3EM, Beparamui), CHHAPOM
BpOXKJEHHOrO y/uinHeHuss uHTepBana QT, NOHMXKEHHas KHUCIOTHOCTh >KEIYJOYHOTO COKa
(moBbIlIeHNEe 3HaueHUs pH KemylIouyHOro cCoka), COBMECTHOE NMPHUMEHEHHE C HWHIMHABHPOM,
UPUHOTEKAaHOM, HEBHpPANMHOM, 3(aBUPEH30M, IJIIOKOKOPTUKOCTEPOHIaMH, BOPUKOHA30JIOM,
CaJIMETEPOJIOM, KJIApUTPOMUIIMHOM, OOLEnpeBHpoM, TeHO(OBUpa AU3anpoKcuia (pymaparom,
kapbamazenuHoM, (EeHUTOMHOM, (eHoOapOuTasoM, IaMOTPUIKUHOM, ILHUKIOCTIOPHHOM,
TaKpOJIMMYCOM,  CHPOJMMYCOM, aMHOJApOHOM, JIMAOKaWHOM (Vi1  MapeHTEepalbHOTO
NpPUMEHEHHUs ), PIyTHKa30HOM, cuiieHaduiIom, Tafaiapuiom, BapAaeHapuiIom, aTopBacCTaTHHOM,
IpaBacTaTUHOM, (QUIyBacTaTUHOM, OYyIpeHOppUHOM, cyOcTpaTaMu JApYyruxX H30(PEPMEHTOB
utoxpoma P450 (CYP).

Oco0ble yKazaHus

Ha3nauenue aTta3aHaBupa HelleaecoOO0pa3HO MAallMEHTaM ¢ MHOXKECTBEHHOM PE3UCTEHTHOCTBIO K
uHruOutopam mnpoteassl BUY (Oonee 4-x wmyranuit). Boibop arasanaBupa uis Je4eHUs

NalMEeHTOB, paHee IMOJyYaBLIMX AHTUPETPOBUPYCHYIO TEpaIuIo, JOJDKEH O0a3upoBaThcs Ha
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JIAaHHBIX WHIUBUIYATHBHOW PE3UCTCHTHOCTH U P4 3yJILTaT£lQIﬁbé}%l%&%%wé{{&ﬁﬁ[: 01)

Xora 3(pdexkTuBHOE TNOAABICHHE pEIUIMKAIMK BUpPYCa aHTUPETPOBUPYCHOH Tepamuen
3HAQYMTEJIBHO CHUXKAET pUCK nepenaun BUY Bo BpeMs MOJIOBOr0 KOHTAKTa, MOJHOCTBIO PUCK
nepeAayy MCKIIOYMTh HEINb3sl, B CBA3M C YEM CIIEAyeT COOJI0AAaTh MEphl MPeAOCTOPOKHOCTU
(uconp30BaHKEe OAPHLEPHOTO METO/IA).

O¢ddexTuBHOCT, M O6€30MACHOCTH MPUMEHEHUS aTa3zaHaBHpa B KOMOMHALIMU C PUTOHABUPOM B
cyrouHoi no3e Oosee 100 Mr He M3ydeHa; HCIOJIb30BAaHHE JI03 PUTOHABHPA, MPEBBIMLAOIINX
100 Mr B CyTKH, MOKET H3MEHUTH MPO(UIIb 6€301acCHOCTH aTazaHaBupa (MoOouHbIe 3P HEKTH CO
CTOPOHBI ~ CEpJACYHO-COCYIAUCTOM CHUCTEMBl, TUIEPOUIMPYOMHEMHUsS), IOITOMY OHO HeE
pexoMenayercs. TONBKO MPU COBMECTHOM MPUMEHEHWH KOMOMHALMYU aTa3aHaBHp/PUTOHABUD U
a¢aBupeH3a BO3MOXKHO yBeJIHUeHHE N103bl puToHaBupa 10 200 Mr 1 pa3 B CyTKH, NMpH 3TOM
HE00X01UuMO 00eCIeUynTh KIMHUYECKUII MOHUTOPUHT NallUeHTa.

Caxapnvlii ouabem/2unepeiukemust

Ha ¢one nedenuss marmOburopamu mnporeazsi BUY y nekotopsix BUY-unpHUIMpOBaHHBIX
NAIMEHTOB OTMEUEHBI TUIIEPTINKEMISI, BOSHUKHOBEHHE CaXxapHOTo quadeTa mim 000CTpEeHHE YKe
UMeIoIlerocst caxapHoro nuabera. B HEKOTOpBIX ciy4asx oOTMeYalcs JAuabeTH4ecKui
Keroauuao3. IlppunHHO-CeICTBEHHAs CBsI3b MEXKY Tepanuei naruouropamu rnporeassl BUY u
ATUMHU CIIy4YasiMU HE YCTAHOBJICHA.

T'emopunus

VY namuentoB ¢ remodunueit Tuna A u B Ha ¢doHe nedyeHus mHrubutropamu mpoteazsi BUY
OTMEUAJINCh KPOBOTEUYEHMS], B TOM YHCJIE CTIOHTAHHBIE KOXKHBIE KPOBOU3IIUSAHUSA U T€MapTPO3bl.
HekoTtopeiM u3 3TuX manueHToB TpeOoBasloch BBeAeHHE (akTopa cBepThiBaHus kposu VIII. B
OOJBIIMHCTBE CIIy4yaeB JiedeHHe uHruouropamu npoteassl BUY Obuio mpopomkeHo wiu
BO300HOBJICHO TMocje mepepbiBa. IIpHUMHHO-CIENCTBEHHAss CBA3b MEXAYy Tepamnuen
uHruouropamu nporeassl BUY 1 3TUMH citydasiMu He yCTaHOBJICHA.

[Taniuents ¢ remodrineit A i B 10mKHBI OBITH OCBETOMIJICHBI O BO3MOXHOCTH TTOBBIIIICHHON
KPOBOTOYHUBOCTH.

Ilepepacnpedenenue sxcuposoii kiemuamru (1unooucmpodus)

OTmedanuch €IMHUYHBIE CIIydau IEepepaclpenciieHus KUPOBOW KIIETYATKH, YTO MPOSBISIIOCH
OKHPEHHEM IO IIEHTPAIbHOMY THUITY, YBEIHUEHUEM KUPOBOI KIETYATKH B IOPCOLIEPBUKAIBHOMN
30H¢ («OyHBONMHMHBIA TOpO»), TMOXYyJaHWE KOHEUYHOCTEH W JHIlA, YBEIWYCHUE TPY/H,
«KYHIMHTOMAHOE JHULO». [IpUYMHHO-CIeNCTBEHHAs CBsI3b MEXIy Tepamnued HHrHOUTOpaMu
nporeassl BUY u sTuMu ciiy4asiMu He yCTaHOBIJICHA.

[TarueHTsl ¢ (hakTOpamMH pHCKa OTHOCUTENBHO PA3BUTHS JUMOAUCTPOPUH (IOKUIONH BO3pACT,
JUIUTETbHBIA TPUEM MNPOTHUBOBUPYCHBIX IpernapaToB, HapylleHHs OOMEHa BEIECTB) TOJIKHBI
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MOJJIeXKaTh KIMHUYECKOMY OO0CIIeIOBaHHIO, BRIIIOYas bﬂ&&ﬁlgfé%ﬁe{@”ﬁéﬁéﬂa&pénéﬂéﬁm

JKUPOBOU KJIETUATKH.

Memabonuueckue napamempui/eec mena

Bo Bpemsi aHTUPETPOBUPYCHON TEpalMM MOKET OTMEUYaThCs IIOBBIIICHUE Beca Tejla, YPOBHS
JUMNKAJOB U IJIOKO3bl B KpOBHU. Takue HM3MEHEHHs MOryT ObIThb OOYCIIOBIIEHBI NPOBEICHUEM
TEpanuy OCHOBHOTO 3a00JIeBaHUs, a TakKe 00pa3oM ku3HU. KOHTpOIb 3a TMIUAAMU U TIIOKO30M1
KPOBH O0ECTIEYMBAETCSI COTJIACHO peKoMeHaanusaM 1o jedennio BUY-undexnun. Hapymenns
00MEHa )KUPOB J10JIKHBI KOHTPOJIUPOBATHCS COTTIACHO KIMHUYECKOH npakTuke. [Ipu npuMenenun
KOMOMHUPOBaHHON aHTUPETPOBUPYCHOM Tepamnuu, BKIOYAs TaKKe COBMECTHOE IPUMEHEHHUE C
OpaJIbHBIMU KOHTPALENTUBAMHU, OTMEYAIIUCH CIIy4and Pa3BUTHUS AUCIUIIAIEMUH.

Cunopom eoccmanosienus uMmyHumema

Pa3BuTe cHHIpPOMa BOCCTaHOBJIEHUS HMMMYHHMTETa OTMEYAIOCh Yy MMAlMEHTOB, MOJIY4aBIIUX
AHTUPETPOBUPYCHYIO TEPaIUIO, BKIOYas aTazaHaBup. ¥ BUY-uHuIMpoBaHHBIX NallMEHTOB B
pe3yibTare OTBETa MMMYHHOH cHUCTEMbl B Hadaje KOMOMHHUPOBAHHON aHTUPETPOBUPYCHOM
T€paluyd MOTYT IOSBUTBHCSA IPU3HAKNA BOCIAINUTEIBHOM PEAaKUHMH B OTBET HA IPOTEKAOIIHE
0ECCUMITOMHO HWJIM OCTaTOYHbIE ONIOPTYHUCTHYECKHE HH(PEKIUH (LUTOMErajJoBUPYCHBIN
PETUHUT, TeHepAIM30BAaHHbIC W/WIM JIOKaJIbHbIE MHMKOOAKTepHalilbHble MH(EKIUH, BbI3BAHHBIE
Mycobacterium avium, maueBmMonus1, BeI3BaHHas Pneumocystis carinii, Pneumocystis jirovecii wim
TyOepKyIe3), KOTOpbIe MOTYT MIPUBECTH K PA3BUTUIO CEPbE3HBIX KIMHUYECKHUX TOCIEICTBUNA WIIH
YXYJIIEHUIO COCTOSHUS nanueHTa. OObIYHO Takue peaklUHM Pa3BUBAIOTCS B TEUYEHHUE IMEPBBIX
HECKOJIbKUX HeZeb MM MECALEB C Havyasa JiedeHus. J{oiKHO ObITh IPOBEEHO 00CIeI0BaHHE U
COOTBETCTBYIOIIIEE JICUCHUE.

Otmedanuch ciayyau ayTOMMMYHHBIX 3a0osieBaHuil (Hampumep, Oosie3nb ['peliBca u
ayTOMMMYHHBIM TeNaTuT), BO3HUKABLIME IPU BOCCTAHOBIEHHMM HMMMYHHTETA, OJHAKO BpEMs
Hayasa pa3BUTHUS TaKuX 3a00JIEBaHUI BapbHPOBAJIOCH Y PA3HBIX MAllMEHTOB U MOIJIO HACTYTNaTh
4yepe3 MHOTO MECSLEB M0CIIE Hayala TEPAluy aTa3aHaBUPOM.

Ileuenounas nedocmamounocmo

ATtazaHaBUp MeTaOONU3UpYETCs, IJIaBHBIM 00pa3oM, B MEYEHH, MOITOMY Yy TMalUeHTOB C
[IEYCHOYHON HEIOCTATOYHOCTBIO IIpEemapar CleAyeT IPUMEHATb € OCTOPOXXHOCTBIO U3-3a
BO3MOYKHOTO YBEJIMYEHHUSI €70 KOHIEHTPALMH.

VYV manueHToB ¢ yKe CYIIECTBYIOIIEH AUCPYHKIIMEH MEeYEHH, BKIIIOYass aKTUBHBIN XPOHUYECKUN
reraTuT, IMOBBIIIAETCS YacTOTa Pa3BUTUS HapyIIeHWH (QYHKIUM TMEYEHH IpH TMPOBEICHUU
KOMOWHUPOBAaHHON aHTUPETPOBUPYCHOW Tepamuu. B cBs3u ¢ 3TuM, HEOOXOAUMO PEryISIpHO
HaAOJI0/IaTh 32 COCTOSIHMEM TaKUX MalueHTOB. B ciydae yxXynmieHUs: COCTOSHUS MOXET ObITh
IIPUHSATO PELIEHUE O PUOCTAHOBKE MJIM NIPEKPAILCHUH TEPAIlNX aTa3aHaBUPOM.
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CMEPTHOMY OTYETY

NOBBIIIEHHONW AKTUBHOCTHIO TPAHCAMHHA3 TMPUCYTCTBYET PHUCK JAJbHEHINEro MOBBIIICHUS
AaKTUBHOCTH TpAaHCAMUHA3 WM JEKOMICHCAMH (YHKIUW TEYeHH. Y TaKUX [alUeHTOB
71a00paTOPHBI MOHUTOPUHI (DYHKIMHU NE€YEHU JIOJDKEH OCYIIECTBIIATHCA IEpe]l HayajJoM U BO
BpeMs IPOBE/ICHUS T€palUU aTa3aHaBUPOM.

Iloueunasn nedocmamoynocmuo

JUis manueHToB, He HAaXOMSIIMXCS Ha TeMoJualinie, He TpeOyercss KOoppeKuuu ao3bl. Jlms
NAlMEHTOB Ha reMOAMAIN3€e, PaHee He MOJIy4aBLUIMX aHTUPETPOBUPYCHOM Teparuu, aTa3aHaBUp
Ha3HA4aeTcs TOJIbKO B KOMOMHAIIMK C PUTOHABUPOM.

[TanpeHTaM € TSKEIOM IMOYEYHOW HEJOCTATOYHOCTBIO, HAXOIAIMMCS HAa TEMOJMAIIN3E U paHee
MOJTy4YaBIIUM aHTUPETPOBUPYCHYIO TEPAINIO, aTa3aHaABUP MPUMEHATH IPOTHUBOIIOKA3aHO.
T'unepounupyounemus

VY npauMeHTOB, NOJYYaBIIMX AaTa3aHaBUp, OTMEYAIUCh Cclydyal OOpaTUMOIO YyBEIHUYCHHS
HenpsiMoro  (cBoOOAHOrO)  OwnmpyOWHA,  CBS3aHHOTO ¢ WHTHOMpoBanueM Y JD-
rmokyponosmwitpanchepazsl  (YI'T). Cnenyer ydecTb, 4UYTO YBEIMYEHHE AaKTUBHOCTHU
TpaHCaMMHAa3, OTMEYalolleecss MpH IOBBILIEHHOM OWIMpYOHWHE y MNAaIMEeHTOB, MOJIYYarOLINX
aTa3aHaBUp, MOXKET OBbITh BBI3BAHO JPYTMMHU 3a00JIEBAHUSAMH, TAKXKE CONPOBOMKIAIOLIMMUCA
TUNepOnIMpyOMHEMHUEH. AJNbTEpHATUBHAS AHTUPETPOBUPYCHAs Tepamusl aTra3aHaBUPY MOXKET
OBITH PAacCMOTpEHA, €CIIU JKEITyXa WIM IOXKEITEHUE CKIIEp SABIIAIOTCS HENPUEMIIEMBIMU JUIS
nanuenTa. CHIDKEHHE J103bl aTa3aHaBHpa HE PEKOMEHIYETCsl, TOCKOJIbKY 3TO MOXET IPUBECTH K
noTepe TepaneBTUYecKoro 3pQexTa u pa3BUTHIO Pe3UCTEHTHOCTH.

Het nonrocpouyHsIX JaHHBIX O 0€30MaCHOCTH MPHUMEHEHHS Y MAIleHTOB, UMEIOIINX JITUTEIHHO
COXPaHSIIONIYIOCS KOHIIEHTpaluio OunupyOuHa, Oosee yeM B 5 pa3 MPEBBILAIOLIYI0 HOPMY.
WMHanHaBUp TakKe MOXKET ObITh MPUUYUHON YBEJIMYEHUS HEMPSIMOro (CBOOOJHOr0) OunupyounHa,
cBsizaHHOTO ¢ MHrnO6MpoBanueMm YI'T. [ToaToMy ero coBMecTHOE IPUMEHEHUE C aTa3aHaBUPOM He
PEKOMEH/I0BaHO.

Yonunenue PQ unmepsana

ATtazanaBup MoxeT yauHATh PQ u PR uHTEpBan y HekoTopsIx manueHToB. Cienyer cobmoaaTh
OCTOPOKHOCTh TpPH MNPHUMEHEHHWU I[pernapara y TMalUueHTOB C HapyLEHUSIMH CepAeYHON
MPOBOAMMOCTH (Hampumep, arpuoBeHTpukyispHas Onokaga II u III cremenm). Cnemyer
coOiroAaTh OCTOPOXKHOCTh IMPU COBMECTHOM MPUMEHEHMM aTa3aHaBUpa C IpernapaTaMu,
ymmHsonmmu PQ uHTepBan (HanpuMmep, aTeHoJIoM, JUITHA3EM, BepariaMul).

Yonunenue QT unmepeana

Otmeuanuch cirydan yanuHeHuss QT nHTepBana y HeKOTOPBIX MTAIMEHTOB B 3aBUCIMOCTH OT JTO3BI
atazaHaBupa. Crenyer coOi0aTh OCTOPOKHOCTD NMPU MPUMEHEHUU Mpernapara y HalueHToB ¢
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HapyIIEHUSMH CEPJICYHON MPOBOAUMOCTHU (HATpuMep, @&BQQA%?E%E# %ﬁo—gﬁ'ﬁyﬁlﬁ 111

CTeTIeHH WM OJIOKaaa HOXKEeK myuka [Mca), W Ha3HayaTh €ro TOJBKO B Cly4yae, €CIu
NOTEHIMAJIbHAs T0Jb3a MPEBBIIACT BO3MOXHBIA PUCK OT NMpHUMEHeHHs mpenapata. Criemnyer
co0uro1aTh 0CO0YI0 OCTOPOKHOCTD ITPH COBMECTHOM NPUMEHEHUH aTa3aHaBUpa ¢ IpernapaTami,
yummssonmmu QT nnTepBan (Hanpumep, KJIapUTPOMULIMH, CATIMETEPOIT), @ TAKXKE Yy MAllUEHTOB
¢ ¢akropamu pucka (Opagukapaus, BpoxkaeHHoe yanuHenue QT wuHTepBana, HapyleHUS
AJIEKTPOJIUTHOTO OanaHca).

Coino

Makysnonamnyne3Has Cblllb, OOBIYHO OT JIETKOM 0 CpeAHel CTEeNeHU, MOXET HaOJoIaThCs B
TEYEHHE MEPBBIX 3 HEAENb OT Hayalla TeParuu aTa3aHaBUPOM.

OtmeueHo Takxke pasBuTHe cuHIpoma CrtuBeHca-/[KOHCOHA, MYNbTU(OPMHOU 3PUTEMBI,
TOKCHYECKOW KOXXHOM CBIIM W JICKAPCTBEHHOM CBHIMU € 303MHOQMIMEH U CHUCTEMHOM
cumntomarukoir (DRESS-cunmpom). IanueHTsl J0KHBI OBITh MPEIYPERKICHBI O BO3MOXKHBIX
NPU3HAKAX U CUMIITOMax Pa3BUTHS CHIIH. BO3MOXKHBIE KOXKHBIE PEaKIMH CIEIYeT THIATEIbHO
MOHUTOPHPOBaTh. [IpuMeHeHue mpenapara J0HKHO OBITh MPEKPALICHO MPH Pa3BUTHH TSHKEION
CTEINEHU ChIU. TIaTeabHbIi KOHTPOIIb 32 COCTOSHUEM KOXKHBIX TOKPOBOB I103BOJISIET IPOBECTU
PaHHIOI JMArHOCTUKY M HEMEJUIEHHO IPUOCTAaHOBUTH MPUEM IOJO3PUTENILHOIO JIEKAPCTBEHHOI'O
cpeactBa. llanmmeHTh, y KOTOpPBIX paHee OBLIO OTMEYEHO pa3BuThe cuHapoma CTuBeHca-
Jxoncona u DRESS- cunapoma, acconnnpoBaHHOE € aTa3aHABHPOM, HE MOTYT CHOBA IPUMEHSTh
€ro ocJie NPUOCTAaHOBKHU JICYECHHUS.

Hegponumuas, xonerumua3

B xone mocTperucTpaliioHHBIX HCCIIEAOBAaHHUA MO OE30MacHOCTH NMPHUMEHEHHs aTa3aHaBHpa Y
BUY-unpuimpoBaHHBIX MAIIMEHTOB OTMEUYAIHNCH ClIydau HeQPOIUTHA3a W/WIHA XOJEIUTHA3a.
HekotopbiM manueHTaM moTpeboBajlaCh TOCHMTANIM3AlMs JUIsl TPOBEIEHHUS HEoOXO0IUMOM
Tepanuy, y HEKOTOPBIX MalMEHTOB HAOIIONAIUCh OCTIOXKHEHUSA. B HEKOTOPBIX cllyyasix pa3BUTHE
He(dponMTHa3a COMPOBOXKAATOCH OCTPOM MOYEHHON HEJOCTATOYHOCTHIO M HAPYIICHHEM pabOThI
noyek. [lpy Hammuum cuMNTOMOB He(hpoNHMTHA3a W/WIKM XOJEIUTHA3a CIeAyeT BpPEMEHHO
npepBaTh TEPAINIO MITH MTOJHOCTBIO PEKPATUTh MPUEM Ipernapara.

O0HopemenHblLL npuem ¢ OpyeUuMu 1eKapcmeeHHbIMU NPenapamamu

He pexoMenayeTcst 0THOBpEMEHHOE MPUMEHEHUE aTa3aHaBHPA C AmMopEaACmamuHOM.

[Tpr HEOOXOIUMOCTH TIPHEMA 2IFOKOKOPMUKOCMEPOUO08 PEKOMEHTYETCs TIPUEM TIPETIapaToB, He
apisttomuxcs cyocrpatamu nzopepmenta CYP3A4 (GexnomeTas3on).

[Tockonbky aTazaHaBUp MeTA0OIM3UPYETCS B OCHOBHOM mocpencTBoM uzopepmenta CYP3A4,
COBMECTHOE TPHMEHEHHE aTa3aHaBUpa W JICKAPCTBEHHBIX MPEIapaToB, HWHIYIHUPYIOIIHX
uzopepmert CYP3A4, He pekoMeHTyeTcsl.
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Hesupanun, sBnssick MHAYKTOpOM H30(epMeHTa CYPM;EEMTT@@E% Efaé&i%hpa.

CMEPTHOMY OTYETY

Kpome Toro, u3-3a yBemMYEHHUS KOHIICHTPALIMM HEBUpPAIIMHA BO3PACTa€T €ro TOKCUYHOCTb,
MO3TOMY JaHHAasi KOMOMHAINSA HE PEKOMEHIYETCH.

KomOuHupoBaHHas Tepanus aTa3aHaBUPOM U 9¢hasupen3om NPUBOAUT K YMEHbLIEHUIO 3 dekra
aTa3aHaBHpa, I03TOMY ee cienyeT n3berars. Eciu npuMeHeHne 1aHHON KOMOUHAIMK a0COIIOTHO
HEOOXO/MMO, pa3pemaeTcss €€ NPUMEHSTh TOJBKO Yy IAalUeHTOB, paHee He MOIy4aBIINX
aHTupeTpoBupycHoit Tepanuu. [Ipu sTom atazanasup 400 mr u putonaBup 200 Mr HazHa4yaroT B
BUJIE OJTHOKPATHOM 1036l BO BpeMsl €lbl, a 3(paBUpeH3 - HaToulak, nepes cHoM. CoBMecTHOE
npuMeHeHnue gopuxonasona (200 mr 2 pasza B JeHb) ¢ KOMOMHAIIMEH aTa3aHABUP/PUTOHABUD Y
NAllMeHTOB C KaKk MHHUMYM OJHUM (yHKIMOHaIbHBIM ajuieneM wu3opepmenta CYP2C19
NPUBOAMIO K CHM)KCHUIO KOHIIGHTPALMH BOPHUKOHA30JIa W aTa3aHaBUpa B IUIa3Me KPOBH.
CoBMecTHOE TmpuMeHeHHE BopukoHazona (200 mMr 2 pa3a B JeHb) C KOMOWHaLuUen
aTa3aHaBUP/pUTOHABUD y HanueHTOB Oe3 ¢yHKIHOHanbHOro amiens uzodpepmenta CYP2C19
NPUBOAMIIO K TIOBBIIICHUIO KOHIEHTPAMK BOPUKOHA30Ja M CHUKCHUIO KOHIICHTPALUU
aTazaHaBupa B IuIa3Me KpoBu. CoOBMeCTHOE IpPHMEHEHHE BOPHKOHA30Jla M KOMOMHALIUU
aTa3aHaBUP/PUTOHABUD PEKOMEHIYETCS TOJIBKO B TeX Cilydasx, KOIja MOTEHLHUAIbHAs I10JIb3a
IPUMEHEHHUs BOPHMKOHA30Jla MpeBblaeT puck. IIpu npumMeHeHHH Takod KOMOMHHPOBAaHHOM
TEpanmuy  HEOOXOIUMO IPOBOAUTH  TIIATEIFHBIA ~ MOHHTOPUHT  MOOOYHBIX  APQEKTOB
BOPUKOHA30J7a, a Takke 35()()EeKTHBHOCTH BOPHUKOHA30JIa M ara3aHaBUpPa, KOTOPHIE MOTYT
CHMIKAThCSL.

Cunoenacghun, maoanagun, sapoenagun. Ipu COBMECTHOM NPUMEHEHUN UHTMOUTOPOB MPOTEA3bI
BUWY ¢ uarnburopamu pochoanscrepassi-S, meradbonmsupyrommmucs nopepmentom CYP3A4
U TPUMEHSEMBIMH JUISI JICUYCHHS ODPEKTWIBHOW IUC)YHKIMH, BO3MOXHO 3HAYUTEIHHOE
yBEJIMYEHUE KOHLEHTPALMM HHIHOMTOPOB (ochoanscrepassl-5 U yCUICHHE HX MOOOYHBIX
3 eKTOB, CBA3aHHBIX C HUHruOMpoBaHueMm ¢ochoanscrepassl-S (HaIpuMep, THIIOTEH3HS,
NIPUANI3M, HapYIICHUS 3PECHUS).

[IpumeHeHne KOMOWHAIMK aTa3aHABUP/PUTOHABUP COBMECTHO C (hIVMUKA30HA NPONUOHAMOM
UnU Opy2uMu 21H0KOKOpmuKocmepouoamu, memaooausupyrowumucs usogpepmenmom CYP3A4, ne
PEKOMEH/I0BAaHO M BO3MOKHO TOJBKO B TOM CIIy4ae, €ClIM IOTEHIMallbHas I0JIb3a Teparnuu
NPEBBIMIAET PHUCK CUCTEMHBIX dPPEKTOB TITFOKOKOPTHKOCTEPOHUIOB, BKIItoUast cuHapoM KymmHra
W To/1aBlieHHe ()YHKIIUU KOPBI HAATTOUYEYHHUKOB.

CoBMecTHOE MPUMEHEHUE caMemepoia U aTa3aHaBUpa HE PEKOMEHI0BAHO BBHU/1Y OBBIIIEHHOTO
pHcKa pa3BUTHS TMOOOYHBIX APQPEKTOB €O CTOPOHBI CEPIEUHO-COCYJIUCTOM CHUCTEMBI,
CBOMCTBEHHBIX CaIMETEPOITY.

Bo Bpewmst j1eueHust aTa3aHABUPOM HE PEKOMEHTYETCsl OTHOBPEMEHHOE Ha3HAUCHHE UHUOUMOPO8
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npomonnou nomnsl. IX Ha3HA4YaI0T TOJIHKO B TO cnwae[@%ﬁﬁggg&%ﬁ%%géﬁﬁe Hoka3aHO.

PexoMeHyeTcsl TIATENbHBIN KIMHUYECKUIT MOHUTOPUHI COCTOSIHUS NallMEHTa M NPUMEHEHUE
komOuHarmu arazanaBup 400 mr/puronaBup 100 Mr ¢ omMenpa3ojaoM B MaKCUMaIIbHOM 03¢ 20 Mr
OJIMH pa3 B J€Hb (WIM JPYTUM IpenapaToM M3 TPYyHIbl WHIMOUTOPOB IPOTOHHOW IOMIIBI B
9KBUBAJIEHTHOM J103€). He pekoMeHayeTcs IpuMeHATh OMeIpa3od B o3e Oosiee 20 Mr B IeHb (WK
JpYyTroii mpemnapat u3 rpynibl KHFTHOUTOPOB POTOHHOM ITOMITBI B SKBUBAJICHTHOM J103€).
CoBMeECTHOE IPUMEHEHHUE aTa3aHABUPA C 20PMOHATbHLIMU KOHMPAYENMUEAMU UIU OPATbHbIMU
KOHMPAYenmueHbIMU cpeocmeamu, COASPKalUMH IIPOrecTOreHsl, OTIIMYHbIE OT HOprecTuMara
WJIM HOPITUHAPOHA, HE U3y4YaJIOCh U IIOATOMY HE PEKOMEHI0BAHO.
Tlonudsicennas KUciomHocms JHcelyo0ouHo20 coka (nosvluenue snavenus pH scenyoounoo coxka)
KoHnuenTpanus arazaHaBUpa MOKET CHMYKAThCSl NPU YBEIWYEHUU 3HaueHus pH xerxynouHoro
COKa, HE3aBUCUMO OT IIPUYMH, BBI3BABLIMX ITO YBEINYCHHUE.
Ocmeornekpos
B penxux ciydasx npu npuMeHEHMH KOMOMHUPOBAHHON aHTUPETPOBUPYCHOM TEPANUU B TEUEHUE
JUIMTEIBHOTO NEPHUO/JAa BPEMEHU OTMEYAIIUCh CIydyau OCTEOHEKpPO3a, OCOOCHHO Y IMAallUEHTOB C
dakTopamMu pucKa (BBICOKUI MHAEKC MACChl Tejla, UMMYHOCYIIPECCHS, YIIOTPEOICHUE aIKOroJis,
COITYTCTBYIOIEE TPUMEHEHUE KOPTUKOCTEPOUIOB).
[Ipu mosBieHUM y ManMeHTa OOJE3HEHHOCTH B CYCTaBaxX WJIM 3aTPYIHEHHUSAX IPU JBUKEHUU
CJIEIyeT YUYUTHIBaTh BO3MOXHOCTb Pa3BUTHUSI OCTEOHEKPO3a.
Bcnomozamenvhvle eewjecmea
[TauenTam ¢ peaKko BCTpeyarollelcs HACIEICTBEHHOM HENEPEHOCUMOCTBIO TallaKTO3bl,
neUIUTOM JaKTa3bl JIONAaped WM TJII0KO30-TaTaKTO3HOW ManbabcopOiueil He cienyer
IPUHUMATD ITOT IIpemnapar.
[Tpenapat ATa3aHaBUp COAEPKUT KPaCUTENH: KpacUTeldb OpUIUIMAHTOBBIM YepHBIA (IO3MPOBKA
150 mr u 300 mr), kpacurtenb azopyouH (no3upoBka 150 mr u 300 Mr) U KpacuTenb COTHEUHBIN
3aKaT KeAThIH (1o3upoBka 300 MT), KOTOpbIE MOT'YT BbI3bIBaTh AJUIEPIUUECKUE PEAKITHH.

eTH
Acumnromarndeckoe yrHenue PR uHTepBana 6osee yacto HabI0AanoCh Y JeTel B CpaBHEHUH
C B3pOCJIBIMH MallMEHTaMU. ACUMIITOMaTH4€eCcKasi aTpuOBeHTpUKYIsipHas 6sokana Il u 11l crenenu
TaK)ke oTMeydanach y nereil. CrienyeT cobio/1aTh OCTOPOKHOCTD ITPH COBMECTHOM MPUMEHEHUH C
npernapaTaMy, BbI3bIBAIOIIMME yuHeHHe PR uHTepBana, a Takke Npu NPUMEHEHUH Npernapara
y TAalMEHTOB C HAPYLIEHUSAMHU CEPAECYHON NMPOBOAUMOCTH (HAaIpHUMEp, aTpPUOBEHTPUKYIISpHAs
omokana II u Il crenenu unu Grokana HOXKeK Mydka ['mca), 1 Ha3HaYaTh €ro TOJIBKO B Clydae,
€CJIM TOTEHLMaJbHAs MO0JIb3a IMPEBHIIIAET BO3MOXXKHBIM PUCK OT NPUMEHEHHs Mpernapara.
PekoMeHZ0BaH MOHUTOPUHT (DYHKLIUU CEPACYHO-COCYIUCTOW CHCTEMBl IpPU HAJIUYUU
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KJIMHAYECKUX CUMITOMOB (HanpuMep, OpaJuKapIun). (NOCNEOOBA

4.5. BzaumojeiicTBie ¢ JPYrHMH JeKAPCTBEHHbIMHM TMpenaparamMd H JAPyrue BH/bI
B3aNMOJAEeHCTBUSA

ATazaHaBUp METa0OJM3UPYETCS B TMEUYCHH C YYaCTHEM CHUCTEMBbI IuToxpoma P450; oH Takke
sBisieTcs nHruouTopom nzopepmenta CYP3A4, BXOAAIIET0 B JAHHYIO CUCTEMY.

CoBMecTHOE IPUMEHEHUE aTa3aHaBHpa U JIPYTUX IMPENapaTroB ¢ TEMH Ke MyTIMH MeTaboau3Ma
(O0KaTOpBl «MEMJIEHHBIX» KaJbIMEBBIX KAHAJIOB, HEKOTOPbIE HHTHOUTOPHI 3-TUAPOKCU-3-
METHJITTYTapUI-KOIH3UM-A-PeTyKTa3bl ('MI'-KoA-penykTasbl), MMMYHOJICTIPECCAHTHI,
UHTUOUTOPHI (hochoarsCTEPa3bl) MOKET MPUBECTU K YBEIWYCHHUIO KOHIICHTPALIMHU OJHOTO U3 HUX
B IUIa3Me, YTO MOXXET TPUBECTH K YCHJICHHUIO BBIPAXCHHOCTH WM TPOJIOHTALUU €Tro
TEepaneBTUYECKUX U MOOOYHBIX A (PEKTOB.

CoBMecTHOE MpUMEHEHHE aTa3aHaBUpa U MpenaparoB, uHAynupyoumx umodepment CYP3A4
(pudamMnuIH), MOKET MPUBECTH K 3HAYUTEIHHOMY IaJECHUIO0 KOHIICHTPAllMU aTa3aHaBHUpa B
IUIa3Me€ M CHIDKCHHIO BCIIEACTBHE ATOTO €ro TepameBTUYecKoi akTuBHOCTH. CoBMecTHOE
NpUMEHEHHUE aTa3aHaBuUpa U mpenaparoB, uHruoupyomux unzopepmeHt CYP3A4, moxer
MPUBECTH K YBEIMUYEHUIO KOHIIEHTPAIIMU aTa3aHaBUpa B IIa3Me.

Bripaxxennocte  uzodpepmernt CYP3A4-omocpenoBaHHBIX B3aMMOJCHCTBHI aTa3zaHaBHpa C
JIpYrUMH TIperapataMu (n3MeHeHue d¢¢ekra arazaHaBupa WM u3MeHeHue 3¢ddekra apyroro
mpernapaTa) MOXKET H3MEHSThCS TMpU MpHeMe aTa3aHaBUpa C PUTOHABUPOM, MOIIHBIM
uHruouropom nzopepmenta CYP3A4.

Jiist TOTHOTHI MHPOPMALIMU O B3aWMOJICHCTBUSAX JICKAPCTBEHHBIX IMPENApaToOB C PUTOHABHPOM
CJIeZlyeT 03HAKOMHTHCS C MHCTPYKIMEH TI0 IPUMEHEHUIO PUTOHABUPA.

[IpenapaThl, COBMECTHBIN IIPHUEM KOTOPBIX C aTa3aHaBUPOM HNPOTHUBOIMOKA3aH

Xunuoun

[lpumeHeHne BMecTe ¢ KOMOWHAIMEH aTa3aHaBHP/PUTOHABUDP MPOTHUBOIIOKA3aHO B CBSI3U C
PHUCKOM CEphE3HBIX M YTPOXKAIOIINX YKU3HA aPUTMHIA.

Puppamnuyun

[Ipy coBMecTHOM NpPHUMEHEHHMH aTa3aHaBUpa C pUGAMIMIMHOM 3HAYUTEIbHO CHMXKAETCS
KOHIICHTpAllsl aTa3aHaBHpa B IUIa3ME€ KpPOBH, YTO BEIET K CHI)KCHHIO TEpareBTUYECKOM
3¢ (EKTUBHOCTH M PAa3BUTHIO PE3MCTEHTHOCTH K ara3aHaBupy. OJHOBpEMEHHOE MPHUMEHEHHE
aTa3aHaBHpa U pudaMIUIIMHA TIPOTUBOIIOKA3aHO.

benpuoun

B cBsI3M ¢ BBICOKMM PHCKOM pPa3BHTHsI YIPOXKAIOMIMX KU3HH MOOOYHBIX d(P(EKTOB COBMECTHOE
NpUMEHEHHE C aTa3aHaBUPOM MTPOTHBOIIOKA3AHO.
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Memui3peoMempun)

B cBsI3M ¢ BBICOKMM PHCKOM Pa3BUTHS YIPOKAIOUINX KU3HU MOOOYHBIX 3(P(PEKTOB COBMECTHOE
NpPUMEHEHHE C AaTa3aHaBUPOM IMPOTUBOMNOKa3aHO. [IposiBieHHs OCTpOH TOKCHMYHOCTHU
MIPOM3BOIHBIX proTaMuHa: nepudepruueckuii Ba3ocnasm, HIIeMHsi KOHEYHOCTEH U IPYTUX 30H.
Luzanpuo

B cBSi3M ¢ BBICOKUM PHCKOM pa3BUTHUS YIPOXKAIOIIUX KHU3HH MOOOYHBIX 3(PPEeKTOB (apUTMUS)
COBMECTHOE MPUMEHEHHUE C aTa3aHaBUPOM MIPOTUBOIIOKA3aHO.

Jlosacmamun, cumeacmamun

[ToBbIIEHHBIN PUCK PAa3BUTHUSI MHOTIATUH, BKJItOYast pabOMHUOIIH3.

Tumo3suo

B cBsI3M ¢ BBICOKMM PHUCKOM Pa3BUTHS YIPOKAIOIIUX >KU3HU MOOOUYHBIX dPQPEeKTOB (apUT™MUs)
COBMECTHOE MPUMEHEHHUE C aTa3aHaBUPOM MTPOTUBOIOKA3aHO.

Muoazonam (013 napenmepanbHO20 NPUMeHeHUs), MPUA3onam

CoBMecTHOE TPUMECHCHHE C aTa3aHAaBUPOM IIPOTHBOIOKA3aHO B CBSI3W C BO3MOXKHOCTHIO
MOBBILICHUS KOHIICHTpAIlMM MUAa3o0jama/Tpua3ojaMa M BBICOKHM PUCKOM  IPOJUICHUS
ceaTUBHOTO 3P (deKTa U YTHETCHUS JbIXaHUSI.

Ipenapamul 36epo6os npoowipsisiennozo (Hypericum perforatum)

KomOuHanums ¢ ata3aHaBUPOM MPOTHUBOIIOKA3aHa, TaK KaK KOHIICHTPAIIMs aTa3aHaBUpPA B TIa3Me
MO>KET CHUXKAThCS, TPUBO/IS K YTpaTe TePAreBTHUECKOTO IeHCTBUS U PA3BUTHUIO PE3UCTEHTHOCTH.
Acmemuson

[Ipr coBMECTHOM TpPUMEHCHHH C KOMOWHAIMEH aTa3aHAaBUP/PUTOHABHD IOBBIIIACTCS PHCK
Pa3BUTHS THKEIBIX, YTPOXKAIOIMIMNX KU3HHU MOOOUYHBIX 3PPEKTOB, MOATOMY JaHHAS KOMOWHAIIMS
MPOTUBOMNOKA3aHa.

Tepghenaoumn

[Ipr coBMECTHOM TPHUMEHCHHH C KOMOWHAIMEH aTa3aHaBUP/PUTOHABUD IOBBIIIACTCS PHCK
Pa3BUTHS TSDKEIBIX, YTPOXKAIOMIUX KU3HU MOOOYHBIX 3(PPEKTOB, MOATOMY JaHHAS KOMOWHAIIMS
MPOTUBOMNOKA3aHa.

Angyzozun

BBuly MOTEHIIMAIEHO BO3MOXKHOTO IOBBIIMICHUS KOHIEHTpAUU aipy303WHA, KOTOPOE MOMKET
MIPUBECTH K PA3BUTHIO TUIIOTEH3UH, IIPOTHBOIIOKA3aHO COBMECTHOE MMPUMEHEHHE ¢ KOMOMHAIIAEH
aTa3zaHaBUP/pPUTOHABHD.

Cunoenaghun (011 npumeHenus npu 1e204HOU cunepmeH3uin)

HpI/IMeHeHI/Ie COBMCCTHO C aTa3aHaBHPOM IIpU JITOYHOMU THIICPTCH3UHN IIPOTUBOIIOKA3aHO.
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Keemuanun (MOCNEOCBATENEHOCT

b 00071)

[TpoTHBOMOKa3aHO COBMECTHOE IPUMEHEHNE KOMOMHAIIMY aTa3aHaBUP/PUTOHABUP M KBETHATIMHA
U3-32 TIOBBIIICHHUS pHCKa pa3BUTHS TMOOOYHBIX J(PQEKTOB, CBSI3AHHBIX C KBETHAIIMHOM.
IToBBIEHNE KOHLIIEHTPALIMKA KBETHAIIMHA B IJIA3ME MOXKET IIPUBECTH K Pa3BUTHIO KOMBI.

J1s IpuBEACHHBIX HMKE IPENapaToB MOKET HOTDC6OB&TBCH HN3MEHCHHEC PCIKHUMA JO3UPOBAHUSA B

CBA3H C OKHMAACMBIMHU B33PIMO,D;€I>10TBPI$IMH

Anmupemposupychvie cpedcmaa 0 1evenuss BUY

Hyxneosuouvie uneubumopvi 06pamuoii mpanckpunmaszvl

Huodano3un

[Ipumenenue xarcyn auaano3una (400 Mr) BMecTe ¢ arazaHaBUpoOM Wi ¢ atazanaBupoM (300 mr)
u/wm putonasupoMm (100 mr) u nummeld ymeHbInaeT OMOIOCTYIIHOCTh AMJAaHO3MHA. [luaHo3uH
clenyeT MpPUHUMATh 4Yepe3 2 yaca mocie Mpuema arazaHaBupa. He oTMedeHO 3HAUYUTEIHHOTO
BIIMSTHUS Ha KOHILIGHTPAIMIO aTa3aHaBUpPa MPU COBMECTHOM MPUMEHEHHUH C JUAAHO3UHOM; IIPUEM
OJTHOBPEMEHHO C THIIEH CHI)KAeT KOHIEHTPAIHIO JHIaHO3HHA.

Hyxneomuonsie uneubumopwvl 0opamuot mpanckpunmaszol

Tenogosupa ouzonpoxcura hymapam

TenodoBupa auzonpokcuia Gpymapar CHUKAET aKTUBHOCTh aTa3aHaBUpPA MPU OJHOBPEMEHHOM
NPUMEHEHNH, aTa3aHaBUD YBEIWYMBACT KOHIICHTPALUIO TEHO(OBHpA AU30IPOKCHIIa hymapara B
U1a3Me KpoBH. BeICOKME KOHIIEHTpanu TeHO(OoBHpa TU30MpoKcHia (hymapara MOTYT yCHIIHBATh
no0ouHble APPEKThI, CBA3aHHBIE C €r0 MPUEMOM, B TOM YHUCIIE JIEHCTBUE HA (PYHKIMIO MOYEK,
MO3TOMY CJIEIyeT OCYIIECTBISATh MOHUTOPUHT MOOOYHBIX 3P PEeKTOB TeHO(DOBHpPA AU3OMPOKCUIIA
¢ymapata y mnanueHToB. B ciiyuae coBMecTHOro mnpuema c TEeHO(MOBUpPA IU30MPOKCHUIIA
¢dbymapaTom atazanaBup (300 mr) cienyer Ha3HauYaTh COBMECTHO ¢ puToHaBupoM (100 mr); no3a
TeHo(oBHpa Au3onpokcuna ¢pymapata - 300 mMr (a7 BCeX MpenapaToB pa3oBbie JO3bI, C MUIIEH).
Henyxneo3uonvle uneubumopst 00pamuol mpancKpunmasol

Ogasupens

Kom0OunupoBaHHas Tepanus npenapataMu ata3aHaBUp U 3(QaBUPEH3 NMPUBOAUT K YMEHBUICHUIO
s dekTa aTazaHaBHpa, IOITOMY €€ cienyeT u3bderarb. Eciau npuMeHeHne JaHHOM KOMOWHAIMU
abCOJIIOTHO HEOOXOIUMO, pa3peliaeTcss ee NPUMEHSTh TOJBKO Yy MAIMeHTOB, paHee He
MOJTY4YaBIIMX aHTUPETPOBUPYCHYIO Tepanuto. [Ipu a3TtoM arazanasup B 103¢ 400 M U pUTOHABUP
B 03¢ 200 Mr Ha3HA4YalOT B BUJE OJHOKPATHOHN JI03bI BO BpeMs €1bl, a 2(aBUPEH3 - HATOIIAK,
nepe CHOM.

Hesupanun

HeBupanun, sBissce uHaykTopoMm u3zodpepmenta CYP3A4, cHikaeT AelicTBHE aTa3aHABHpA.
Kpome Toro, m3-3a yBenuyeHHs] KOHLEHTpPAllMM HEBHpANMHA BO3pPACTa€T €ro TOKCHYHOCTD,
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HOJTOMY JIaHHas KOMOMHALHUS HE PEKOMEHYET¢s. (MOCNEAOBATENEHOCT

Huzubumopul npomeasvl

boyenpesup

CoBmecTHOE TpuMeHeHne komOuHaruu arazadaBup 300 mr/putonaBup 100 mr (1 pa3 B aeHb) ¢
6ouemnpesupom B 103e 800 Mr (3 pa3a B IeHb) IPUBOJIUT K CHHKEHUIO KOHIIGHTPALIMK aTa3aHaBUpa
B KPOBH, KOTOPOE B CBOIO OYEPEIb MOKET ObITh MPUYUHON CHUXEHHSI Y()(PEKTHBHOCTH Tepanuu U
noTtepu KOHTpois Hajg HHPeknued. Takyro KOMOMHAIMIO BO3MOXKHO HA3HAYaTh TOJBKO B
WCKJIIOUMTENIbHBIX ClIy4asix MalMeHTaM ¢ HeompeaensieMod BUpycHOM Harpy3koit BUY u y
nanueHToB co mrammamu BUY 6e3 mono3peHusi Ha pe3uCTEHTHOCTh K BBHIOPAHHOW TEparuu.
JlomkeH ObITh OOecrieueH yCHUJICHHBIH KIMHUYECKUHA U J1TAOOPaTOPHBI MOHHUTOPUHT BUPYCHOM
Harpy3Ku NalueHTOoB.

CCIKGMHCKS'MD (MﬂZKue Hcenaniurnoesle KanCVJlbl)

DddeKkT cakBUHaBHpa BO3pacTacT IPH COBMECTHOM TIPHUEME C ara3aHaBHUpOM. JlaHHBIX,
MO3BOJISFOIINX JIaTh COOTBETCTBYIOIINE PEKOMEH/IAINHU TI0 JO3UPOBAHHIO TAHHOW KOMOWHAIIHH,
HET.

Pumonasup

[Ipu coBMECTHOM NPUMEHEHUH C aTa3aHABUPOM KOHLIEHTpaLUs aTa3aHaBUpa YBEJIMUUBACTCA.

Jlpyeue unzubumopwvi npomeasvl BUY

OnHOBpeMEHHOE NMPUMEHEHNE KOMOWHAIMY aTa3aHaBHP/PUTOHABUDP C APYTHMH WHTHOUTOpAMU
nporeassl BUY He pexoMeHnayercs.

pyeue npenapamol

Anumauuodvl u 6ygepuvie npenapamol

[Ipy coBMECTHOM MpPUMEHEHMHM C aHTAlMIHBIMM U Oy(epHbIMH mpernapaTaMH CHHXKAeTCs
KOHIIEHTpalUs aTa3aHaBUpa B IUIa3Me KPOBU. ATa3aHABUp CIIENYEeT MIPUMEHATH 3a 2 yaca 10 WIn
yepes | yac nocie npuema Takux Ipernaparos.

Aumuapummuueckue npenapamoi

AmMuooapoH, 1MooKauH (npu napeHmepaibHOM 68€0eHUL), XUHUOUH

[Tpu 0mHOBpEMEHHOM MPUMEHEHUH C aTa3aHaBUPOM BO3MOXKHO YBEIMYEHUE WX KOHIIEHTPALIMUH.
[Tpriem B Takux codeTaHUsX TpeOyeT MOBBIIIEHHONW OCTOPOKHOCTH, PEKOMEHIYEeTCsI CIEeIUTh 3a
KOHIIEHTpAIIMEH 3THUX MPENapaToB B TUIA3MeE.

bema-aopenobnoxamopwi

Amenonon

[Ipy omHOBpEMEHHOM TPHUMEHEHUHM ara3aHaBHpa C OeTa-aapeHOOIOKaToOpaMu KIMHHUYECKU
3HAYUMBIX (DAPMAKOKHHETHYCCKHUX B3aMMOJICHCTBHI HE OXKUIACTCS, TO3ITOMY KOPPEKITUH PeKUMa
JIO3UPOBAHUS HE TpeOyeTCs.
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Brokamopbl «MeONeHHbIX» KATbYUEEbIX KAHALOE (NOCNEOOBATENEHOCT

Quﬂmua3eM

CoBMecTHOE MTPUMEHEHHUE C aTa3aHAaBUPOM MPUBOJUT K YCHIICHHUIO JICUCTBUS JIUITHA3EMA U €ro
MeTabonuTa - Ae3aleTuiAnITia3eMa. Pekomenayercs: cHkeHue A03bl quitnazema Ha 50 % u
KOHTPOJIb 3j1eKTpokaparorpamMmmal (DKT).

Ipyeue 6]10Kam0pbl «MEONICHHBIXY KdlbyuesvlX KAHAJ106, maxKue KdkK qbejzodunuﬁ, Hud)edunuy,

HMKCZDOMI’ZMH u eepanamui

CnenyeT CO6J'IIOI[aTB OCTOPOKHOCTh IIPpHU COBMECTHOM IIPHUMCHCHUMU, HCO6XOI[I/IMO TUTPOBAHUC
JO03bI 6J'IOKaTOpOB MCEAJICHHBIX» KAJIBIMEBBIX KaHAJIOB, KOHTPOJIb OKT'.

Anmazonucmol peyenmopos snoomenuna (bozenmati)

Bosenran merabonmsupyercs nocpeactsoMm uzopepmenta CYP3A4, aBissch ero HHIYKTOPOM.
Konnentpanus atrazaHaBupa B IJ1a3M€ MOXKET CHUXKATbCS MPU OJHOBPEMEHHOM IMPHUMEHEHUU
aTazaHaBupa ¢ Oo3eHTaHOM, HO 0e3 puToHaBUpa. B cBsizu ¢ 3TUM, KOMOUHAIUsA
aTa3aHaBUP/003E€HTaH MOXKET MPUMEHSTHCS TOJIBKO C pUTOHABUPOM. Hike mpUBOISTCS pEXKUMBI
JI03UPOBaHUSL:

1. Ha3nauenue 603eHTaHa ManueHTam, MPUHUMAIOLIIM aTa3aHaBUP/PUTOHABHUP B TCUCHUE HE
meHee 10 cyTok: 603eHTaH B 03¢ 62,5 Mr 1 pa3 B CyTKU WM yepe3 JIeHb (B 3aBUCUMOCTH
OT UHIUBUAYAIbHON IEPEHOCUMOCTH).

2. Haznauenue koMOWHAIMK aTa3aHABUP/PUTOHABHP MAIIEHTAM, TIPUHIMAIOIIIM O03E€HTAH:
MPEeKpaTuTh IpueM OO3eHTaHa He MeHee 4eM 3a 36 4acoB A0 mpHeMa KOMOMHAINH
aTa3aHaBup/putoHaBup. He panee, yem no npomrectBuu 10 cyTok mocie Hadana npuema
aTazaHaBUP/pPUTOHABHP, BO30OHOBUTH MpreM O03eHTaHa B 103€ 62,5 Mr 1 pa3 B CyTKH WK
yepes JIeHb (B 3aBUCUMOCTH OT UHJIUBUAYAIbHON EPEHOCUMOCTH).

Hueubumopwr I'MI-KoA-pedyxma3zwl

Amopsacmamun

HpI/I COBMECCTHOM HpI/IMCHeHI/II/I C aTaSaHaBI/II)OM HGfICTBI/IG aTOpBaCTaTI/IHa MOXKET yCI/IJ'II/IBaTI:;CfL
Puck wmwuomartum, BKIOYas pabaOMHONIN3, MOXET Bo3pacTaTh. HeobOxomumo coOmogaTh
OCTOPOXHOCTh M OCYIIECTBJISITH MOHUTOPUHT MOO0YHBIX 3(pdexToB. CremayeT NpUMEHSTH
HauMeHbInne dS((eKTHUBHBIE 03Bl aTOpBacTaTWUHA B KOMOWHAIMSAX C aTa3aHaBUpPOM HIIU
aTa3aHaBUPOM/PUTOHABUPOM.

Posysacmamun

I[osa po3yBaCTaTuHa Npu COBMCCTHOM IIPHUMCHCHUU C aTa3aHABUPOM HC HOJI’KHA HNPCBBIIIATH
10 MI‘/,Z[CHB. HpI/I OOTHOBPECMCHHOM IIPUMCHCHUU PO3YBACTATUHA U aTa3aHaBUPa IMOBBIITACTCA PUCK

Pa3BUTHA MHUOIIATHUH, BKIIIOYAA pa6)10MI/IOJ'II/I3.
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Ipasacmamun, ¢aysacmamun (MOCNEAOBATENEHOCT

b 00071)

[Torenmuan B3auMoIeicTBUI B KOMOMHALIMAX C aTa3aHABHUPOM WJIM aTa3aHaBHPOM/PUTOHABHUPOM
HEU3BECTEH.

HUneubumopwl npomonHo nomnol

Bo Bpems sieueHHMs] aTa3aHaBUPOM HMHTHOUTOPHI MPOTOHHOW MOMITBI HA3HAYAIOT TOJIBKO B TOM
cllydae, €clii MX NPUMEHEHHUE KpaliHe Moka3aHo. [Ipu coBMECTHOM NpHMEHEHUU aTa3aHaBHpa
400 mr wim komOuHammu atazaHaBup 300 mr/putonaBup 100 mMr ¢ omemnpaszonom 40 mr (Bce
mpernaparsl OIMH pa3 B JIEHb) OTMEUYAeTCsl 3HAYUTEIIbHOE CHIDKEHUE KOHLIEHTPALUY aTa3aHaBUpa
B I[IJJa3Me KPOBH, YTO MOXKET MPUBECTU K CHIKEHUIO TEPareBTUUECKOI aKTUBHOCTH Mpenapara u
K pasBUTHIO pe3ucreHTHOCTH. Ilanmmenram ¢ BHMY mnpu OTCYyTCTBUM BO3MOKHOIO WIIH
BBISIBICHHOTO CHUKEHUSI YYBCTBUTEJIBHOCTM K aTa3aHaBUpPy PEKOMEHIYETCS NPUMEHSTH
koMOuHanuro arazaHaBup 400 mr/putonaBup 100 Mr ¢ omenpa3oioM B MaKCUMaIbHOM J103¢ 20 MT
OJIMH pa3 B JeHb (WIK OPYTHMM MpernaparoM W3 TPYIMIbl WHTUOUTOPOB MPOTOHHOW MOMIBI B
SKBUBAJICHTHOM J103¢€).

He pexomeHyeTcs MpUMEHSITH OMEIpa3odl B 1o03¢ Oosiee 20 Mr B AeHD (WM IPYTod Mpemapar u3
IPyNIbl MHTHOUTOPOB MPOTOHHOM MOMIIBI B 9KBUBAJICHTHOH J103¢€).

EJZOKan’IODbl Hr-cucmamunosvix peuenniopoe

[Tpu coBmectHOM mpumeHeHuu atasanaBupa 400 mMr omuH pa3 B neHb ¢ (amoruauHOM 40 Mr
JBaX/bl B JICHb OTMEYaJOCh 3HAUUTEIbHOE CHI)KEHHE KOHLEHTpAllMU aTa3aHaBUpa B IIa3Me
KPOBH, YTO MOKET NMPUBOJUTHh K CHUKEHUIO TEPANleBTUUECKOW aKTUBHOCTH aTa3aHaBUpa WU K
Pa3BUTHIO PE3UCTEHTHOCTH.

[Ipy neyeHNMM NAIMEHTOB, paHee HE IMOJIY4aBIIMX Tepanuio, artazaHaBup 400 mMr moxer
IPUMEHSTHCS OAMH pa3 B JIeHb C MHUILEH 3a 2 yaca /10 U He MeHee, ueM uepe3 10 yacoB mocie
npuMeHeHus OsokatopoB Hz-ructamMHOBBIX —perientopoB. OpHAKO OJHOKpaTHas 7032
650kaTOpoB H2-rHCTaMUHOBBIX PELENTOPOB HE JOJDKHA IMPEBBIMIATH J103Y, COOTBETCTBYIOIIYIO
no3e (amorununa 20 Mr, a oOmas exeIHEBHas WX J03a HE JOJDKHA TMPEBHIIATh 03y,
cooTBeTcTByOImMYI0 40 Mr amoTuanHa. ANbTepHATUBHO, atazaHaBup 300 Mr ¢ pUTOHABHUPOM
100 Mr Mo’keT MPUMEHATHCA OAMH pa3 B IEHb BO BPEMs €/Ibl, 3 2 4aca O U HE MEHEE YeM Uepe3
10 gacoB mocine npuMeHeHus 010kaTopoB Ho-rucTaMMHOBBIX peLieNTOPOB B OJJHOKPATHOI 03¢,
cpaBHUMOMH ¢ 40 Mr ¢pamoTHUIUHA.

[Ipy 5eyeHMM NalMEHTOB, paHee IMOJyYaBIIUX TEpANUIO, €XEJAHEBHas J03a OJIOKAaTOpOB
Ho-ructaMuHOBBIX peLEnTOpoB HE JOJKHA MPEBBILATH /03y, COOTBETCTBYMOIyr0 40 Mmr
damotuauHa. Y TakuX manueHToB KomOuHanuto arazanasup 300 mr/putonaBup 100 Mr cremgyer
IPUMEHSTh OJIMH pa3 B JeHb C NHIIEH 3a 2 yaca 0 U He MeHee 4yeM uepe3 12 yacoB mocine
npuMeHeHus OnokatopoB Hz-rucTaMMHOBBIX penenTopoB (OJMH pa3 B JI€Hb) B J03€,
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300 mr/putonaBup 100 Mr MOXKET IPUMEHSATHCS OJIMH pa3 B JICHb BO BPEMsI €1bl OJHOBPEMEHHO C
6sokatopamu Ho- rucTaMUHOBBIX PELIENTOPOB, 3a 2 yaca A0 U He MeHee ueM yepe3 10 yacos nmociie
NpUMEHEHUs OJ0KaTopoB Ho-rMCTaMMHOBBIX pEUEnTOpOB B J103€, HE MPEBBIIAIOUICH 03y,
KoTopasi cooTBeTcTBYeT 20 Mr pamoTuanHa. ITa A03a MOXKET ObITh IPUHATA OAWH WM J1BA pa3a
B 7eHb. [Ipy Ha3HaueHNM TaKUM HalMeHTaM KOMOWHAIMK aTa3aHaBUpP/PUTOHABHP U TEHO(POBUPA
mu3onpokcuia Gymapara ¢ 6mokaTopoM Hp-THCTaMHHOBBIX PELEITOPOB CIENYET NPUMEHSTH
CIEAYIOIMNA pexXuM no3upoBanus: atazaHaBup 400 mr u putonaBup 100 Mr oguH pa3 B I€Hb.

He cymecTByer a0CTaToO4HO MJAaHHBIX [JJIsI TOTO, YTOOBI MOXHO OBLIO PEKOMEHIOBATH
OJTHOBPEMEHHOE MpPHMEHEHHE aTa3aHaBHpa, TEHO(QOBHpA [U3OMpOKCcHIa (Qymapata U
AQHTaroHUCTOB H-THCTaMHMHOBBIX PELENTOPOB y OCPEMEHHBIX KCHIIMH, PaHee IMOIY4aBLINX
AHTUPETPOBUPYCHYIO TEPAIIUIO.

HMMVHannpeccaHn’Zbl (Z/IMKJZOCHODMH, maxKpojaumyc, CMDO/ZHMVC)

IIpy COBMECTHOM NIPUMEHEHUM LHUKIOCIOPHHA, TAaKpOJIMMYCa, CHpPOJIMMYCAa M ara3aHaBHpa
BO3MOYKHO IOBBIILIEHNE B KPOBU KOHLIEHTPALM UMMYHO/IEIIPECCAHTOB, II03TOMY PEKOMEHIYETCS
MOHUTOPUHT UX KOHIICHTPALIMI.

Anmuoenpeccanmol

Tpuyuxiuueckue aHmu()enpeccaHmbl

[Ipy coBMecTHOM TIPUMEHEHWUHW aTa3aHaBUpa C TPUIHUKINYCCKUMHU aHTHJICTIPECCAHTAMU
BO3MOXXHO BO3HHKHOBCHHE CEPbE3HBIX W/WIM YIPOXKAIOMIUX KU3HH TOOOYHBIX PEaKIHid,
CBS3aHHBIX C aHTHJENpeccaHTaMu. PeKoMeHIyeTCs KOHTPOIHPOBATh KOHIICHTPAIUU ATHX
MperapaToB MPH COBMECTHOM IMTPUMEHEHHUH C aTa3aHABUPOM.

TpazoooH

[Ipy coBMecTHOM TIPUMEHEHHWH TpPa30JI0HA C aTa3aHAaBUPOM UM C KOMOHWHaIMeu
aTa3aHaBUP/PUTOHABUP BO3MOXKHO YBEIHUEHHE KOHIIEHTPAIIUU TPa3oI0Ha B T1azme Kpos. [Ipu
COBMECTHOM TNPHMEHEHUU TPa30JI0HA M PUTOHABHPA COOOINATIOCH O BO3HUKHOBEHHH TOIIHOTHI,
TOJIOBOKPY)KCHUS, CHIDKCHUH apTePUATLHOTO JIaBJICHUS] M KPATKOBPEMEHHOW MOTEPE COSHAHMUS.
[Tpu coBMECTHOM MPUMEHEHUU Tpa30i0Ha ¢ HHruOnTOpamu nu3odepmenta CYP3 A4, Takumu kak
aTa3zaHaBUD, CIEyeT MPUMEHSITh MEHbIIINE 1036l TPA30/I0HA.

benszoouazenunvi

Munazonam merabonusupyercs uzopepmenrom CYP3A4. HecmoTps Ha TO, UTO MICCIIEOBAHUN
HE TPOBOAMIIOCH, MIPU COBMECTHOM MPUMEHEHHH aTa3aHaBHpa W MUJA30JIaMa MOXHO OXHIATh
3HAUUTENBHOTO YBEIMUEHUS KOHIIGHTpAMK nocienHero. [Ipu »ToM yBennueHne KOHIIEHTPAIUK
Myja3ojiaMa IpU MNEpOpabHOM MPUMEHEHMH OyleT 3HAuMuTeIbHO BBILIE, YeM Mpu
apeHTepaIbHOM BBeJIcHUH. [IpruMeHeHne aTa3aHaBupa COBMECTHO C MHJIA30JIaMOM JIS TIpreMa
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MHUAa30J1aMOM B BHJIE€ UHBCKIUI OTCYTCTBYIOT; Ha OCHOBAHHWU JAHHBIX 00 OJHOBPEMEHHOM
UCIIOJIb30BAHUU JPYTUX MHTHOUTOPOB mporeassl BUY ¢ Muga3zoiaMoM MOKHO MPEIOJIOKUTh
BO3MOJKHOE YBEJIMUEHHE KOHLIEHTpalUWW Mujaszoiama B Iia3me B 3-4 pasa. Ilpu coBmMecTHOM
MPUMEHEHUU aTa3aHaBHpa ¢ HHHEKIMOHHBIM MUJA30JIaMOM CJIEIyeT COOJII0IaTh OCTOPOKHOCTb,
KOHTPOJIMPOBAThH JIBIXaTEIbHYIO (YHKIIUIO M JUIUTEIHHOCTh CeaTUBHOTO 3 dekTa. B HeKoTOphIX
CITy4asix He00X0[uMa KOPPEKITUS pexuMa TI03UPOBAHUS.

Ilpomusosnunenmuueckue npenapamoi

Kapbamazenun

[Ipy oxgHOBpeMEHHOM Ha3HA4YeHHMH KapOamaszelMHa W ara3aHaBupa 0e3 pUTOHABUpA
KOHLIEHTpalUs aTa3aHaBUpa B [1J1a3Me€ KPOBU MOXKET CHIXKAThCA. B CBSA3M ¢ 3TUM, OZJTHOBPEMEHHOE
Ha3HaueHue KapOamasenuHa U aTa3aHaBupa Oe3 puUTOHaBUpa He pekomeHuayercs. ITockonbky
PUTOHABHP MOKET YBEIMYMBATh KOHLEHTPAIMIO KapOaMa3enuHa B I1a3Me KPOBH, Y MallUEHTOB,
NPUHUMAKOIIMX KapOaMas3enuH M HauMHAIOLIMX JICYEHHE aTa3aHaBUpPOM U PUTOHABUPOM,
HE00X0UMO COOJII0JaTh OCTOPOKHOCTh IIPU COBMECTHOM IIPHEME 3TUX IIPEnapaToB, a TAKKE
MOJKET OTPeOoBaThCsl CHUKEHHE JI03bI KapOaMaseruHa.

Denumoun, hernobapbuman

[Ipu omHOBpeMEHHOM Ha3HaueHHH QeHuTonHa win (QeHobapOuTana W ara3aHaBupa 0e3
pUTOHABHpaA KOHIIEHTPAIUS aTa3aHaBUpa B IJIa3Me KPOBU MOXKET CHHXKAThCS. B cBs3u ¢ 3TuM,
OJTHOBPEMEHHOE Ha3HaueHNe (peHnTOMHA Wi heHoOapOuTaa 1 aTa3aHaBupa Oe3 pUTOHABUpA HE
pekoMenayercsa. IloCKONbKY PpHUTOHAaBUpP MOXKET CHIKAaTh KOHLEHTpAlMi0 (QEHUTOMHA MU
dbenobapOuTana B 1uia3Me KpOBH, HEOOXOAMMO COOJOIATh OCTOPOXKHOCTH MPHU COBMECTHOM
npueme pennTonHa win peHodapOuTaTa COBMECTHO C aTa3aHABUPOM M PHUTOHABHPOM, a TaKKe
MOXET MOTpeOoBaThCsl KOPPEKIHMS 103bI peHnTOonHa Ui peHobapOuTana.

Jlamompuoorcun

[Tpr cOBMECTHOM MPUMEHECHHU JIAMOTPHUKWHA W aTa3aHaBUpPa ¢ PUTOHABUPOM KOHIICHTPAIUS
JAMOTPHJDKHUHA B TUTa3ME KPOBU MOKET CHIDKATHCA. B CBSI3W € 3THM, MOXKET MOTPeOOBAThHCS
KOpPEeKIHS 03Bl JaMOTpukUHA. [Ipy cOBMECTHOM MPUMEHEHUH JTaMOTPHKUHA U aTa3aHaBUpa
0e3 pUTOHAaBHpA CHUKEHHME KOHIICHTpAIMH JaMOTPUKMHA B IJIa3Me KPOBU HE OTMEYEHO,
M03TOMY KOPPEKIIUHU J03bI JIJAMOTPUDKHHA HE TPeOyeTcs.

Maxponuonvle anumubuomuxu

Knapumpomuyun

HpI/I COBMECTHOM MMPUMCHCHUU KIIapUTpOMHUIIHA C aTa3aHaBUpOM KOHICHTpAaus
KIIapuTpOMHUIIMHA YBCINYUBACTCA, UYTO MOXCET BBI3bIBATH YIJIIMHCHUC HWHTCpPBAa QT,
OTCYTCTBYIOT PCKOMCHIAIHNHU 110 CHUKCHHUIO O35l KIIAPUTPOMHUIIMHA, B CBA3H C UEM HGO6XO)II/IMO
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CMEPTHOMY OTYETY

Opaﬂbele KOHmpayenmuevl

QmuHuﬂacmpa()uOﬂ U HOpIamucCcmepoH uiu Hopzecmumani

IIpy coBMECTHOM IPUMEHEHMHM C aTa3aHABUPOM KOHULEHTpAlMKM STHUHUIACTPAIUONA U
HOPATUCTEpOHA Bo3pacTaroT. COBMECTHOE MPUMEHEHHE KOMOMHAIMM aTa3aHaBUP/PUTOHABUP C
STHUHWIACTPAANOIOM U HOPTECTUMATOM CHHKAET CPEIHIOI0 KOHIICHTPALUIO STUHUIIICTPAANOIIA U
MOBBIINIAET CPEIHIOI KOHLEHTpanuoo 17-meaneTwiiHoprecTuMara, akTHBHOTO METAa0OJIHUTa
HOprecTuMara.

B ciydae COBMECTHOrOo NpUMEHEHHsS OpAJIbHBIX KOHTPALENTHBOB UM  KOMOMHAIUU
aTa3aHaBUP/PUTOHABUP PEKOMEHIYETCSI TMPUMEHSTh KOHTPALENTHBBI C  COJCpKaHHUEM
sTMHWIACTpaanona He MeHee 30 Mkr. Ecim BMecTe ¢ KOHTpamenTUBAMH HCHOJIB3YETCS
aTa3aHaBUp 0€3 PUTOHABUPA, COAEPIKAHUE STUHUIICTPAINOIA B OPAJIbHBIX KOHTPALENTHBAX HE
nomwkHo mpesblmate 30 Mkr. Ilpw COBMECTHOM mNpUMEHEHUM ara3aHaBUpa U OPAJIbHBIX
KOHTPAIICTITUBOB ~ CIIEAYET COOJIIOJAaTh OCTOPOXHOCTh, TOCKOJIBKY J(PQHEKT yBETUYCHUS
KOHIICHTPAallMM TPOTECTOICHOB HEW3BECTEH; PHCK pa3BUTUS aKHE, JAUCIHIUACMUU U
PE3UCTEHTHOCTH K HMHCYJIMHY MOXXET yBenuuuBarhes. Ilpu yBenMYeHUH KOHLIEHTpPALUH
HOPATUCTEPOHA BO3MOXKHO CHUKeHUe koHueHTpauuu JITIBII mnu noBelenne pe3aucTeHTHOCTH K
MHCYJIMHY, OCOOCHHO Y CHIIMH C COIYTCTBYIOIIMM CaxapHbIM anaberoMm. Pekomenmyercs
NPUMEHATh HAaUMEHbIIHE Y(P(EKTUBHBIE 103 KaXKI0TO KOMIIOHEHTA OPaIbHOTO KOHTPALICNITHBA,
1eJ1eco00pa3Ho TaKKe UCIONIb30BaTh APYIUe HaJleXKHbIE METO/Ibl KOHTPALIETIIIUH.

CoBMecTHOE NMPUMEHEHHE aTa3aHaBUpa WJIM KOMOWHAIMM aTa3aHABUP/pPUTOHABUDP C JAPYIHMMHU
dopMaMi TOPMOHAIBHBIX KOHTPAIENITUBOB (KOHTPALENTHBHBIC IUIACTBHIPH, KOHTPAICTITUBHBIC
BJIaTaJIMIIHbIE KOJIbIIA, MHBEKIIMOHHBIE KOHTPAIICTITUBBI) W C OPAIBHBIMUA KOHTPAICTITHBAMH,
COJIepXKALIMMH TPOTECTOreHbl, OTJIMYHBIE OT HOPITHCTEpPOHA WJIM HOprecTuMaTa, a TakXke ¢
npenapaTamu, COAECpPXKalIMMUA MeHee 25 MKT STHHUIIDCTPAIN0Ia, He U3y4alloCh, IOATOMY JIaHHBIE
METOIBI KOHTPALENINH HE PEKOMEHIYETCS TPUMEHSTh B COUETAaHUH C aTa3aHABUPOM.
IIpenapamul 01 neuenus nooazpol

Konxuyun

Konxunun asnsercs cyocrparom uzopepmenta CYP3A4, ero apdext MoxkeT ycHiImBaThCs Ipu
€ro MPUMEHEHUH OJTHOBPEMEHHO C aTa3aHABHPOM.

PexomeHyembIe 103bI KOJIXUITMHA TIPY IPIMEHEHUH OJTHOBPEMEHHO C aTa3aHABHPOM ITPUBEICHBI
HIDKE.

Ocrtpsiit npuctyn nogarpsl: 0,6 mr - 1-b1if npuem, 3atem 0,3 Mr yepes yac mocie nepBoro npuema.
[ToBTOpHOE IPUMEHEHHE TaHHOW CXEMBI BO3MOXHO HE paHee, 4eM uepe3 3-€ CYTOK.
[TpodunakTrka OCTPHIX MPUCTYIIOB MOIATPHI:
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no3y 10 0,3 Mr 2 pasa B JICHb;
e eciu OOBIYHBIN pexHuM o3upoBaHus coctaBisi 0,6 Mr 1 pa3 B JieHb, clelyeT CHU3UTD
103y 10 0,3 Mr dyepes JeHb.

CewmeiiHasi cpeiu3eMHOMOpPCKas JINXOPaIKa:
MaKCUMaJibHasi CyTOUHasl 7103a KOJXUIMHA cocTaBiisieT 0,6 Mr. DTy 103y MOKHO pa3/ieuTh Ha 2
npuema — 1o 0,3 mr 2 pa3a B ICHb.
IIpomusomuxobaxmepuanbHvle npenapamsi
Pugpabymun
AkTHBHOCTH pru(adyTHHA MPU COBMECTHOM MPUMEHEHHH C aTa3aHaBUPOM yBelanuuBaercs. [lpu
OJIHOBPEMEHHOM IIpHEME JTHUX IpPernapaToB PEKOMEHIYeTCs CHUXKEHHE A03bl pupadyTuHa 10
150 Mr uepe3 AeHb WK TpU pa3a B Heaento. HeoOXoaum THIaTeNbHbI MOHHUTOPUHT TTOOOYHBIX
peakuuii y MNanuMeHTOB (BKJIOYAs HEUTPONEHHMIO U YBEUT), NpPUHUMAOUMX pudaldyTuH u
aTa3aHaBUP WU KOMOWHAIIMIO aTa3aHABUP/PUTOHABUDP B CBS3M C BO3MOXKHBIM TIOBBIIICHHEM
KOHIEHTpauuu prudadyTHHa; MOKET MOTpeOdOBaThCs NajbHEeIIas KOppeKus 1036l pudaldyTrHa
no 150 mr 2 pasa B Hemenro y MalMEeHTOB C HEMEPEHOCHMOCThbIO N03upoBku 150 Mmr/3 pasa B
Henento. OJHAaKo ciieyeT UMETh B BHUIY, YTO J03UpoBKa 150 Mr 2 pasza B HEAEN0 MOXET He
o0ecreYnTh ONTHUMAIBHON KOHICHTpanuu pudadyTiHa ¥ TPUBECTH K BO3MOXHOCTH
pPE3UCTEHTHOCTH U HedhhekTuBHOCTH JiedeHus. Koppekius 1036l aTazaHaBupa He TpeOyeTcs.
Hneubumopot ghocpoouscmepazoi-5 (@3-5)
Ipumenenue npu spekmunvHoU Ouc@yHKyuu

Cunoenacun, maoanadun, eapoenachun

[Ipy coBMeCTHOM NpUMEHEHMHM HWHruouropoB mporeazsl BUY ¢ uHruburopamu
dochonuscrepasbl-5 BO3ZMOXKHO 3HAUUTENBHOE YBEJIWYEHHE KOHIEHTpAllUd WHIHOUTOPOB
dochoandcTepaspi-5 U yCUIeHUE UX MOOOUHBIX Y(DPEKTOB.

Pexomenayercs ymenblenue a03: cuiaaeHadua — 25 Mr He 4aie, yeM Kaxjable 48 4acoB mpH
INPUMEHEHHUU C PUTOHABUPOM UM Oe3 Hero; Tajanadui — 10 Mr He yalie, yeM Kax/ple 72 yaca
IpU OIPUMEHEHUH C PUTOHABUPOM MM Oe3 Hero; BapieHadua — 2,5 Mr He yaile, yeM Kak.ble
72 yaca mpu NPUMEHEHUU C PUTOHABUPOM M 2,5 MI' He damle, 4yeM Kaxible 24 uaca npu
pUMEHEHUN 0e3 pUTOHABHPA; HEOOXO UM MOHUTOPUHT MOOOYHBIX PEaKIUil.

Taoanagpun

JUis manueHToB, NMPUHUMAIOIIMX aTa3aHaBUp B TeUEHHE HE MEHee ceMu JHel: Tananadui
HazHayaroT B A03e 20 mr 1 pa3 B cytku. [{o3y MoxxHO moBeIcuTh 10 40 mr 1 pa3 B cyTku (B
3aBHCUMOCTH OT MHAMBHUIYaJIbHOM MEPEHOCUMOCTH).

Jlnst marueHToB, MPUHUMAKOIINX Tanadaduia: TPeKpaTUTh IpueM Tananaduia He MEeHee YeM 3a
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aTa3aHaBHpa BO30OHOBUTH pueM Tafanaduia B 1o3e 20 mr 1 pa3 B cyTku. J[03y MOKHO ITOBBICUTH
710 40 Mr 1 pa3 B cyTKu (B 3aBUCUMOCTH OT UHIUBUAYAIbHON IEPEHOCUMOCTH).
IIpomueozpubrosvie npenapamoi

Kemoxonaszon, umpaxonaszon

N3yuanoch TOJIBKO COBMECTHOE MPHMEHEHHE KETOKOHA30Jla C aTa3aHaBHpPOM 0Oe3 pUTOHABHUPA;
KOHIIGHTPAallMM aTa3aHaBHpa MPH HCIOJIb30BAHUM JIaHHOW KOMOWHAIMM HE3HAYUTEIHHO
HOBBIIIAIOTCS.

KeTokoHa3051 1 UTPAaKOHA30J1 MOTYT YBEIMUYMBATh KOHIEHTPALMU aTa3aHaBUpa U PUTOHABHpPA B
wiasMe KpoBu. Cremyer coOMonaTh OCTOPOXKHOCTh TPH TNPUMEHEHHH KETOKOHA30Jla U
UTPAaKOHa30jJa B CYTOYHbIX Jo03ax Bbime 200 Mr COBMECTHO C KOMOMHauuen
aTa3aHaBUP/pPUTOHABUD.

Bopukonason

CoBmecTHOE€ mpuMeHeHHEe BopukoHazona (200 mr 2 pa3a B JAeHb) C KOMOMHanueu
aTa3aHaBHUP/PUTOHABUD y TANKMEHTOB C KaK MHUHUMYM OJHUM (YHKIIMOHAIBHBIM aJuIeieM
nzodepmenta CYP2C19 npuBoaMIO K CHUKEHUIO KOHIIEHTPAIIMi BOPUKOHA30J1a U aTa3aHaBHpa
B kpoBu. CoBMecTHOE MpHUMEHEeHHEe BopHuKoHazona (200 mr 2 pa3a B JeHb) ¢ KOMOWHaIuein
aTa3aHABUP/PUTOHABUD y TMAIMEHTOB 0Oe3 ¢yHKIHOHaIpbHOro amiens m3opepmenta CYP2C19
NPUBOAMIIO K TIOBBIIICHWIO KOHIEHTPAIMK BOPWUKOHA30Ja ¥ CHIDKCHHIO KOHIEHTPAIUU
aTa3aHaBHpa B IUIa3Me KPOBH.

CoBMecTHOE IPUMEHEHHEe BOPUKOHA30J1a 1 KOMOMHAIMK aTa3aHaBUP/PUTOHABUDP PEKOMEHIYeTCs
TOJILKO B TE€X CIy4Yasx, KOT/Ia MOTCHIIHAIbHAS T0Jh3a MPUMEHEHHS BOPHKOHA30J1a MPEBhIMIAET
puck. Ilpu HeoOXOAMMOCTH Ha3HAYEHHWS BOPHKOHA30JIa COBMECTHO C aTa3aHAaBUPOM IIO
BO3MOXXHOCTH HEOOXOJJMUMO TPOBEJCHHE T'€HOTUIIMPOBAHMS MMAI[MEHTOB Ha MpEAMET Halu4dus
¢ynkunonansHoro amwiens usopepmenta CYP2C19. Ecnu u3bexaTh NpPUMEHEHUS Takou
KOMOWHUPOBAHHOHN Tepanmuy HEBO3MOXKHO, HEOOXOIMMO MPOBOJIUTH TIIATEIFHBIH MOHHUTOPUHT
110004HbIX 3((hEeKTOB BOpHUKOHA30a (Y NalMeHTOB 0e3 (yHKIIMOHATIBHBIX ajuienieil u3opepMeHTa
CYP2C19), a tarxxe 3¢ (GeKTHBHOCTH BOPHKOHA30JIa U aTra3aHaBupa (y MAlIEHTOB MHHUMYM C
oHUM (yHKIMOHAIBHBIM ajuteneM u3odpepmerta CYP2C19), koTopble MOTYT CHHXKATHCS.
Aumuxoazynanmol

Bapgapun

W3-3a ycuileHus: akTUBHOCTH Bap(aprHa 0JTHOBPEMEHHOE MPUMEHEHHE C aTa3aHaBUPOM MOXKET
BBI3BIBATh TSXKEIIOE /WM YIPOJKAIOIIee )KU3HU KPOBOTEUCHHE.

PexoMeHnayeTcsi KOHTPOJIMPOBATh MEXAyHapOAHOE HopMalin3oBaHHOe oTHoweHne (MHO).
Kopmuxocmepouovt
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[Ipy coBMeCTHOM TIPUMEHEHHWH pUTOHaBHpa C (IyTHKa30HA TPONMHMOHATOM 3JOPOBBIMHU
NOOpOBOJIBIIAMU KOHLIEHTPAIMsSI KOPTU30JIa 3HAYUTEIHHO CHMXKAJIACh 3a CUET 3HAYUTEIBHOTO
MOBBIIICHUS]  KOHIIEHTpauu (uiyThka3oHa B ruia3me. COBMECTHOE NMPUMEHEHHE KOMOWHAIMH
aTa3aHaBUP/PUTOHABUD C QIIyTHKA30HA MPOIMOHATOM MOXKET MPUBECTH K MOJ00HOMY 3P deKTy.
[Ipy CcOBMECTHOM TPUMEHCHHHM PUTOHABHpPA W WHTAISIUOHHBIX (WM WHTPAHA3AIbHBIX)
npemnapaToB (IyTUKAa30HA MPOMHOHATA OTMEYAIOCh Pa3BUTHE CUCTEMHBIX MOOOYHBIX d((HEKTOB
TIIIOKOKOpTUKOCTepouioB (cuHapoMm Mienko-KymuHra, yrHeTeHWe KOpbl HaAIIOYEYHUKOB).
[TomoOHble 3(hdekThl BO3MOXKHBI M HPH  COBMECTHOM TPHUMEHEHHH C  JPYTUMHU
TIIFOKOKOPTUKOCTEponaaMu, Metabonmsupyromumucs u3zopepmentom CYP3A4, manpumep, ¢
OynecoHun oM. B cBsi3u ¢ 3THM, IpUMEHEHUE KOMOMHAIIMK aTa3aHABUP/PUTOHABUP COBMECTHO C
¢IryTHKa30HA TPOMMOHATOM WJIM IPYTUMU TIFOKOKOPTHKOCTEPOUIAMH, META0O0IN3UPYIOIIUMUCS
uzopepmentom CYP3A4, orpaBaaHo TOJIBKO B TOM ClIy4ae, €CiIM MOTEHIIMAIbHAS M0JIh3a TePaNun
MPEBBIIACT PUCK CHUCTEMHBIX J(PPEKTOB TIIFOKOKOPTUKOCTEpOouaoB. [Ipm coBMecTHOM
NPUMCHCHUN aTa3aHaBupa (0e3 purToHaBHpa) W (IyTHKa3oHA MPONUOHATA KOHIECHTPAIUS
MOCIIEAHETO B IJIa3Me KPOBH MOXKET yBenuuuBaThcs. Cremyer cobmoaaTh OCTOPOKHOCTD H, TIO
BO3MOXKHOCTH, TIPUMEHSITh TIpenapaThl, He cojepikaiue (GpayTuka3zoHa npornroHat, 0COOCHHO MPH
JUTHTEIILHOM MTPUMCHCHHUMU.

Cyb6cmpamot Opyeux uzopepmenmos yumoxpoma P450 (CYP)

Knunudeckn CymIecTBEHHBIX B3aUMOACMCTBUN MEXIy aTa3aHaBUpPOM U CyOcTpaTtaMu
uzopepmentoB CYP2C19, CYP2C9, CYP2D6, CYP2B6, CYP2A6, CYP1A2 unu CYP2EL ne
oxuaercs. AtazaHaBup — ciadbiii nHrHOuTOp M3opepmenta CYP2CS.

Cnenyer coOmtoaTb OCTOPOKHOCTH TIPU COBMECTHOM HCIOJB30BaHUM ara3aHaBupa (0e3
pUTOHAaBHpa) W TpenapaToB, B OONbLIONW cTemeHW 3aBUciIIUX oT wu3opepmenta CYP2CS,
UMEIOIMX Y3KMH TepaneBTHYecKuid npoduib (Hampumep, NMakiauTakcenl, penarivHuf). [Ipu
UCTIOJIF30BaHUN KOMOMHAIIMY aTa3aHaBHP/PUTOHABUP COBMECTHO C cyOcTpaTraMH H30(pepMeHTa
CYP2C8 xnvHHYECKH 3HAYUMBIX B3aUMOJICHCTBHIA HE OKUIACTCA.

Hapromuueckue ananveemuxu

bynpenopun

B cBs3u ¢ marnoupoBanmem m3odepmertoB CYP3A4 u UGT1Al mpu COBMECTHOM NPHMEHEHHWH
arazaHaBUpa WIM KOMOWHALMM  ara3aHaBUp/pUTOHaBUpP U OynpeHopduHAa  KOHIIEHTPALUU
Oympenopduna u  HOpOympeHopduHa  moBbImAMKCH. [lpu  TpuUMeHeHUH  KOMOWHAITIH
aTa3aHaBUP/pPUTOHABUP C OYIIPEHOP(PHUHOM CYIIIECTBEHHOTO U3MEHEHHsI KOHIIEHTPAIMH aTa3aHaBUpa B
IU1a3Me He BBIIBIICHO; TIPUMEHEHHE TOW jk€ KOMOWHAIMHM, HO 0€3 PUTOHABHPA, MOKET PHBOHTH K
3HAYUTEIFHOMY CHIDKEHHIO KOHIICHTPAIMH aTa3aHaBupa B ruiazme. [1pu oJHOBpeMEeHHOM IPHMEHEHUH
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COCTOSTHHS TTAIeHTa (OLICHKA CEIATHBHOTO JICHCTBUS M KOTHUTUBHBIX (DYHKITHIA).

MoskeT moTpeboBaThCS CHIKEHUE 10361 OymnpeHopduHa.

HUpunomexan

AtazanaBup umHrHOuUpyer YI'T u MOXeT OKa3biBaTh BIHMSHHE Ha METa0OJIM3M HPUHOTEKAaHa,
BbI3bIBas MOBBIIICHUE €r0 TOKCUYHOCTH, [TO3TOMY IIPH COBMECTHOM MPHUMEHEHUH aTa3aHaBUpPa C
UPUHOTEKAaHOM HEOOXOJMMO KOHTPOJHPOBATH COCTOSHME IMAIMCHTOB HA MPEAMET Pa3BUTHS
NOOOYHBIX PEAKIINA, BBI3BAHHBIX IPHEMOM HPHUHOTCKAHA.

Hnounasup

ATazaHaBUp M WHAWHABUDP MOTYT OBITh NMPUYMHOW Pa3BUTHS TMIICPOMIMPYOUHEMHUH, TOITOMY
COBMECTHOE MPUMCHEHUE UHIMHABHPA C aTa3aHAaBUPOM HE PEKOMEH/IOBAHO.

Uneanauuonnvie bema 2-adpeHomumemuky (caimemepon)

[ToBbILIEHHBIN PUCK PA3BUTUS TOOOYHBIX 3()(HEKTOB CO CTOPOHBI CEPACUHO-COCYTUCTON CUCTEMBI,
CBOMCTBEHHBIX CAJIMETEPOITY, B TOM YHCIIE y/UTHHeHNUE HHTepBaia QT, omryieHune cepaieoneHus,
cuHycoBasi Taxukapauss. CoBMECTHOE INpPUMEHEHHE CajJMeTepoJia U aTa3aHaBUpa He
PEKOMEHI0BaHO.

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

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

Jlamusyoun (150 me 06asxcovl 6 denv) + 3u006youn (300 me 06axcobl 6 Oens)

[Ipy coBMecTHOM MpUMEHEHHHM ¢ ara3aHaBupoM B Jo3e 400 Mr 3HaYMMbBIX W3MEHEHUH
KOHIIEHTpaluil JTaMMBY/AMHA M 3UJJOBY/IMHA HE HaOm0nanoch. Takke He 0KUAAETCS 3HAYMMOTO
U3MeHeHHs (apMaKOKMHETHYECKHX I1apaMeTpPOB HYKICO3HIHBIX HMHTHOMUTOPOB OOpaTHOM
TPAaHCKPHIITA3HI O] BIUSHUEM PUTOHABHUPA. YUUTHIBAS TH JaHHBIC, HE OXKHIAETCS 3HAYUMOTO
U3MEHEHMs KOHLIEHTpAlMil JaMHUBYIMHA W 3WAOBYJMHA HPU COBMECTHOM IPHUMEHEHHH C
KOMOUHaIMel aTa3aHaBUp/pUTOHABUD.

Abakasup

[Tpu coBMeCTHOM MPUMEHEHNH ¢ KOMOMHAITNEH aTa3aHaBUpP/PUTOHABHP HE OXKHUIAETCS 3HAUUMOTO
U3MEHEeHUs KOHLIEHTpaluK abakaBupa.

Panmezpasup

[lpy CcOBMECTHOM TIpUMEHEHHH C KOMOWHAIIMEH ara3aHaBUp/PUTOHABHP HAOIIOIAIOCh
yBEJIMUYCHUE 3HAYCHHI IITOIIA/IN O] KPHBO# «koHIeHTpanusa-Bpems» (AUCS) s panterpaBupa
Ha 41 %, MakcUManbHOW paBHOBECHOH KoHIeHTpauuu panterpaBupa (Cmax) Ha 24 %,
PaBHOBECHOM KOHIEHTpanuu panrerpaBupa uepe3 12 u (Cizq) Ha 77 %. Koppekuus m03bl

panterpaBupa He TpeOyeTcsl.
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[Tpu coBMECTHOM MPUMEHEHHH ¢ KOMOWHAIIUCH aTa3aHaBUpP/PUTOHABUD 3HAYMMBIX W3MEHCHHU
KOHIIEHTpaIi aTazaHaBupa u (ykoHa3osa He Habmoaanock. Koppekius 10361 He TpeOyeTcs.
Memaoon

Y ManueHToB, MOCTOSIHHO TNPHHUMAIONIMX METAJIOH, HE OXKHIACTCS Pa3BUTUS KIMHUYECKU
3HAYMMBbIX B3aUMOJICHCTBUI TIPH COBMECTHOM IIPUMEHEHHH C aTa3aHaBUPOM.

Hancon, mpumemonpum/cyio@amemoxcason, azumpomMuyuH, 3pumpomMuyun

He oxwupmaercs pa3BUTHSI KIIMHUYECKH 3HAYMMBIX B3aUMOJICUCTBHIA TPU COBMECTHOM IPUMEHEHHUH C

ara3aHaBUPOM.

4.6. ®epTUIBHOCTDH, 0€PEMEHHOCTD U JIAKTALUS

bepeMeHHOCTD

ATazaHaBUp JOJDKEH MPUMEHATHCS NpU OEpPEeMEHHOCTH TOJIBKO €CJIM MOTeHLMalbHAas M0Jb3a
IPUMEHEHHUS Y MaTepH MPEBBIIIACT MOTEHIIMAIBHBIM PUCK AJIS IUIOAA.

Ymepennslit 00beM AaHHBIX y 6epeMeHHbIX xeHmuH (0T 300 1o 1000 ncxon0B OepeMEeHHOCTH)
IIOKa3aJl OTCYTCTBHME TOKCHYHOCTH ara3aHaBUpa B BHUAEC IIOPOKOB pa3BUTHA Yy IUIOJA.
HccnenoBanuss Ha JKUBOTHBIX HE IIOKa3ajJud NPU3HAKOB TOKCHYHOCTU B OTHOLICHHUU
PENPOAYKTUBHON CUCTEMBI.

Jlakranus

ATazaHaBup 0OHapYKUBAJICS B IPYAHOM MOJIOKE, YTO IMOATBEPKIACHO JaHHBIMU MCCIIEIOBAHUS Ha
Kpplcax. HeT naHHBIX O BIMSHMM aTa3aHaBUPAa Ha CEKPELUIO T'PYIHOTO MOJIOKAa. B cBsa3m c
BO3MOXKHOCTBIO nepenaun BUY ot maTepu peOeHKY ¢ MOJIOKOM, a TaKKe BBUY PUCKaA Pa3BUTHUS
CEpbE3HBIX MOOOYHBIX 3PPEKTOB y pedeHKa, KOPMUTh T'PYJIbI0 NIPU MPUMEHEHUH Mpenapara He
PEKOMEHIYETCS.

DepTUabHOCTD

B AOKIIMHUYCCKUX HUCCIICAOBAHUAX BJIMAHUSA aTa3aHaBUpa Ha q)epTI/IJ'II)HOCTI) u 3M6pI/IOHaJ'II)HO€

Pa3sBUTHUC, aTa3aHABUP U3MCHS BCTpaJ'II)HI)II\/’I IUKJI, HC BJIMAA IIPpXU 5TOM Ha (i)epTI/IJ'H)HOCTI).

4.7. BiusiHHe HAa CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeICTBAMHM M padoTaTh ¢
MeXaHUu3MaMHu

CrieunanabHBIX MCCIEI0BAHUN MO M3YyYEHUIO BIUSHUS aTazaHaBUPA Ha CIIOCOOHOCTH YIPaBIISThH
TPAHCHOPTHBIMM CPEJACTBaMU M paboTaTh C MeEXaHW3MaMu He npoBoawioch. Ciydan

TOJIOBOKPYXKCHUA OBLIM OTMEUYEHBI BO BpCEMs JICUCHUS aTa3dHABUPOM.
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4.8. HexesaTeJbHbIE peaKIUH o 0001]

Pesrome npoduiist 6esonacHocT

Haubonee yactbiMu 1MOOOYHBIMU pPEAKIUSAMH JIOO0H CTENEHM TSHKECTH, OTMEYABIIUMHUCS IPH
NPUMEHEHHH aTa3aHaBUpPa W OJHOTO KM HECKOJBKHUX HYKJICO3UIHBIX, HYKJICOTUIHBIX M
HEHYKJICO3UHBIX MHTUOUTOPOB 00paTHOM TpaHCcKpunTassl (Oosee 10 %, «ouens uacmoy), Obuu:
tomHoTa (20 %), sxentyxa (13 %) u nuapes (10 %). Cpeaun naueHToB, MOJYYaBIINX aTa3aHABUP
300 mr u putonaBup 100 Mr, Haubomee yacToi mMoOOOUHON peaknuel sBisIack xkenryxa (19 %).
B GoibIIMHCTBE CiTydaeB KeNTyxa OTMEYalach CITYCTs HECKOJBKO JTHEH MM MECSIEB IOCIe
Hayaja JieueHus U y MeHee ueM 1 % nmanueHToB NpuBOAMIIa K OTMEHe npemnapara. Jlunoguctpodus
CpeIHEe! WM TSDKEJIOW CTENeHH, OTMEYaBIIascsa Npy MpUeMe aTa3aHaBUpa M OJHOTO Wiu Oolee
HYKJICO3UTHBIX, HYKJICOTHIHBIX U HEHYKJICO3HUIHBIX HHTUOUTOPOB OOPAaTHOW TPAHCKPHUINTA3BI, H,
BO3MO)KHO, CBSI3aHHAs C JICYEHHEM, OTMEYaNIach y 5 % MalleHToB.

Pe3roMe HekenaTeIbHBIX PeaKIUN

Huke npuBeicHbI TOOOYHBIE PEAKIIUH YMEPEHHOM WM BBIPAKCHHOW CTENEHH B COOTBETCTBHU C
oOrrenpuHATON Kiaaccupukaimei: odenb yvacto (>1/10); gacro (>1/100 - < 1/10); HedacTo
(>1/1000 - < 1/100); penxo (>1/10000 - < 1/1000); ouens peako (< 1/10000); yacrora HEU3BECTHA
(HE MOKET OBITh OLICHEHA Ha OCHOBE UMCIOIIUXCS TAaHHBIX ).

Hapywenus co cmopoHbl uMMYHHOU CUCmeMbl

Heuacmo - ajjieprudecKue peakiiim.

Hapywenus memaboausma u numanus

Heuacmo - aHOpEKCHsI, TIOBBIIIICHHBIH alleTUT, CHU)KEHHE MaCcChl TeJIa, YBEIUUECHHE MaCcChl Tela,
HOCTPETUCTPALMOHHBIE JJAaHHBIE (4aCTOTA HE YCTAHOBIIEHA) - THIIEPIIIMKEMHSI, CaXapHbIi quader,
THITEPIaKTaTEMUSI.

Hapywenus co cmopoHbl Hep8HOU cucmembl

Yacmo - ronoBHas 00JIb;

Heuacmo - o00MOpoOK, mepudepruuecKas HEUpONaTHs, TOJOBOKPYXEHHE, IOTEPS ITaMATH,
COHJINBOCTH, OECIIOKOWCTBO, JENPECCHs, HAPYIIEHUsI CHA, M3MEHEHHWE XapaKTepa CHOBHICHUH,
OeCCOHHMIIA, HAPYIIIEHUE OPHEHTAIINH.

Hapywenus co cmoponul opeana 3penus

Yacmo - KENTYIIHOCTE CKIIEP.

Hapywenus co cmoponul cepoya

Heuacmo - taxukapaus tamna «torsade de pointes» (OCTpErHCTPAIMOHHbBIE JaHHBIC);

Peoko - yuamenHoe cepaieOuenue, yminHenne wuHTepBada QTc (mocTperucrpanuoHHBIE

JaHHBIE).
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Yacmoma Heussecmna - aTPUOBEHTPUKYIBIpHAs @%3-7%9&%&JEHEHPF ~1ip Vedtenn

(IOCTpEruCcTpalMOHHbIE TAHHBIE).

Hapywenus co cmoponul cocyoos

Heuacmo - noBbllIeHNE apTepUATbHOTO JaBICHUS;

Peoko — oreku.

Hapywenus co cmoponul OvixamenvHotl cucmemsl, 0peanos 2pyOHOU KIemKU U CPe00CmeHUs
Heuacmo - ooviwka.

Kemyoouno-kuuieunvie HapyuieHus

Yacmo - 6071b B )KUBOTE, TUapes, AUCIIENICUs, TOUTHOTA, PBOTA;

Heuacmo - cyxocTh BO pTy, U3BpaIlleHHE BKyCa, METEOPU3M, TacTPUT, MAHKPEATHT, a()TO3HBIHI
CTOMATHT.

Hapywenus co cmopoHvl neuenu u sicenuesvi800auux nymet

Yacmo - xenryxa;

Heuacmo — renatut, X0JIeIUTHA3, X0JIeCTa3 (IIOCTPEruCTPallMOHHbIE JaHHbIE);

Peoko - renarocrieHOMeranus, XOJEUCTUT (MIOCTPETUCTPAIIMOHHBIC TAHHBIE).

Hapywenus co cmopoHbl Kodtcu 4 NOOKOICHBIX MKAHel

Yacmo - ChIllb;

Heuacmo - oGnpicenue, 3y, KpanMBHHUIA, MYIbTH()OpPMHAs 3pUTEMa, JICKAPCTBEHHAS CHIIb C
so3uHOuIMeH u cucteMHol cumnromatukoil (DRESS-cunnpom), Tokcuyeckast KOXKHast CHIIb,
AQHTMOHEBPOTUYECKHUI OTEK (TOCTPETUCTPALIMOHHBIE TaHHBIC);

Peoko - Bazoaunaranus, Be3UKyJIe3HO-0yJuIe3Has ChIlb, 9K3eMa, cuHapoM CtuBeHca-/[>koHcoHa
(OCTpEerucTpalMoOHHbIE JAHHBIE).

Hapywenus co cmoponvl mbiuieunotl, CKkeiemHou U cOeOuHUmMenbHOU MmKaHu

Heuacmo — apTpanrus, MpIlieyHas aTpoQusi, MUaJIT U,

Peoxo - muomnarusi.

Hapywenus co cmoponsl nouek u mMouesvbig00auux nymeti

Heuacmo - reMaTypus, Yy4YalleHHOE€ MOYEHUCIyCKaHUE, NPOTEHHYpUs, HePpoInUTHa3
(TIOCTpETUCTPAIlMOHHBIE IaHHBIE), HHTEPCTUIHATBHBIN HeQPUT;

Peoxo - 601b B 0011aCTH TIOYEK.

Hapywenus co cmoponvl penpo0ykmusHou cucmembvl U MOJTOYHBIX JHcelle3

Heuacmo - runekoMacTusl.

Obwue Hapywienus u peaxyuu 8 mecme 88e0eHUs

Yacmo - ycTalocThb;

Heuacmo - 60nb B rpyau, Tuxopajika, HEJOMOTraHHe, cIaboCcTh, HepepacnpeesieHue KUPOBOM

KJIETYATKU (JIUIIOAUCTPOPUS);
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Peoxo - HapyLIeHHE TOXOKH. (NOCNEOOBA

HaGmronanuce oTaenpHbIe Cllydad KPOBOTECUECHUN, CIIOHTAHHBIX KOXKHBIX PEaKIUi i TeMapTPO30B
y MalKUeHTOB ¢ remoduuelt Tuma A u B npu npruMeHeHUH UHTHOUTOPOB MPOTEa3kl.

Haubonee uacto (Oonee 10 %, «ouenwv uacmo») OTMEUANHUCh CIEAYIOIIME OTKIOHEHUS
71a00paTOPHBIX MOKa3aTesel y MalueHTOB, MOTYYaBIIUX JICYEHHE, B COCTaB KOTOPOTO BXOIMIN
aTa3aHaBUP U OJMH WK OoJiee HYKICO3UAHBIX, HYKJICOTUIHBIX U HEHYKIICO3UIHBIX UHTHOUTOPOB
o0paTHON TpaHCKPHUNTA3bl: TMOBBIIICHHE oO0IIero Owmmpyouna (87 %), 0COOCHHO HEMPSMOTO
(HEeCBsI3aHHOTO) OUTUPYOHHA B CHIBOPOTKE KPOBH.

Jpyrue 3HaunMble OTKJIOHEHHs JaO0OpaTOPHBIX MapaMeTpoOB OTMEYAIUCh y > 2 % manueHToB
(«yacmoy): TOBBIIIEHUE AaKTUBHOCTH KpeaTuH(pochokunasel (7 %), MOBBIIIEHHE AKTUBHOCTH
aJlaHUHaAMUHOTpaHchepassl (AJIT)/cpiBOpOTOUYHOI [IyTaMUHO-IIUPOBUHOTPAJHON
TpaHcaMuHa3bl (5 %), CHIDKEHUE KOJMYecTBa HEUTPODUIbHBIX JeHUKOUUTOB (5 %), MOBBIIICHNE
aKTUBHOCTH acmaptaTamuHoTpancdepasbl (ACT)/CbIBOPOTOYHOMN TTyTaMUHOIIABEIEBOYKCYCHOM
TpaHcamuHasbl (3 %), noBellieHUe akTUBHOCTHU JuMnasbl (3 %). OTMeHa JieueHus: BBUILY Pa3BUTUS
00049HBIX 3¢ (eKTOB oTpedoBanack y 5 % ManueHToB, KaK MOJy4YaBIINX, TAK U HE TIOTyJaBIIAX
AHTUPETPOBUPYCHYIO TEPAIIUIO.

VY 2 % nanueHToB, MOMy4YaBIINX aTa3aHaBUP, OTMeueHo KoHKypeHTHoe noBbienue AJIT/ACT u
obmiero Ounupyonna 3-4 CTEreHu.

Onucanne oTAEIbLHBIX T000YHBIX YMMOEKTOB

e V BUY-uHQUUIMPOBAHHBIX MAlMEHTOB C TSKEIBIM HMMMYHOAE)UIIMTOM B Hayaie
NPUMEHEHHUS KOMOWHHPOBAHHON aHTHUPETPOBUPYCHOM Tepanmuu MOTYT pa3BUBAThCS
BOCMAJINUTENIbHbIE pPEAaKUMH B OTBET Ha OECCUMOTOMHBIE WJIM  OCTaTOYHBIE
ONIOPTYHUCTHYECKHE HMHPeKIuu. Takxke OTMEYaIMCh ClIydyal ayTOMMMYHHBIX
3a0osieBaHuii (Hanpumep, Oosie3Hb ['peiiBca M ayTOMMMYHHBIM Te€aTUT), OJHAKO BpeMs
Haydajla pa3sBUTUA TaKHUX 3a00JIeBaHUI BAapbUPOBAJIOCH Y PA3HBIX IMAIIUCHTOB W MOTJIO
HACTYIAaTh Y€pe3 MHOTO MECSIIEB MOCIIe Havyalla Tepanuy aTa3aHaBUPOM.

e Ilpu mnpumeHeHUM KOMOMHHPOBAHHOM AaHTUPETPOBUPYCHOH Tepanmuu B TEUEHHE
JUINTEJIBHOTO TIepUoJa BPEMEHH OTMEYAUCh CIy4al OCTEOHEKpO3a, OCOOCHHO Yy
NalMeHTOB C (akTOpaMu pHCKa (BBICOKMH HHAEKC MaccChl Tella, MMMYHOCYNPECCHS,
yIoTpeOIIeHHEe aKOT oIS, COIMYTCTBYIOIEe MPUMEHEHHE KOPTUKOCTEPOHIOB).

e MeraboaruecKue mapamMmeTpsl - COOTHOIIICHHE U COJIEPKaHKE JTUTTHIOB H TITFOKO3BI B KPOBH
MO>KET IOBBIIIATHCS BO BPEMSI aHTUPETPOBUPYCHOM TEPAITHH.

e Cpllb U aCCOUMUPOBAHHBIE CHHAPOMBI - CHIIIb B BUAE MAaKyJOMAIMYyJIE3HBIX KOXKHBIX
BBICBIITAHUN OT JIETKOH a0 CpeHHeﬁ CTEIEHN TSHKECTH OOBIYHO MOXKET MOSBIISITLCS B

TEUEHUE MEePBBIX 3-X HEJeNb C Hayajla Tepaluy aTa3aHaBHPOM.
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s03uHOuUIMen U cucteMHon cumnromatukord (DRESS-cunapom), Tokcnueckasi KoyKHas
CBINb OTMEUAJIUCH IPU MPUMEHEHUH aTa3aHaBHpA.

[Ipoune 0coObIe MONYIISILIUA

Tayuenumwt ¢ cenamumom B u/unu C
[TareHTHI ¢ COYETaHHBIM XPOHUYECKHM TrernaTtuToM B n/nimm C Goee moaBep KeHbI MOBBIIICHUIO
AKTUBHOCTH ITEYCHOYHBIX TPAHCAMHHA3 10 CPAaBHEHUIO C HeMH(UIIMPOBAHHBIMHY ManmeHTamu. He
OTMEUAJIOCh PA3HUIIBI B YACTOTE MOBBIMICHUS OMIIMPYOHHA Y MAIMEHTOB ¢ renatutoM B w/mmm C
U HEMH()HUIMPOBAaHHBIX IMAlMEHTOB. YacToTa pa3BUTHS TeNaTUTa BO BPEeMs JICUCHUS WIH
MIOBBIIIICHUS] aKTUBHOCTH TPAHCAMUHA3 Y MAIIMEHTOB C COYETAaHHBIM XPOHUYCCKHM renatutom B
u/uu C OblIa COMOCTaBUMA IPH MPUEME aTa3aHaBUPa U PEKUMOB CPAaBHEHHUS.
[TarueHTHI ¢ COYEeTAaHHBIM XPOHUYECKUM renaTuToM B u/mim C B OOJBINCH CTETICHH MTOIBEPKCHBI
PHCKY Pa3BUTHS TSHKEIIBIX H TOTECHIIMATBHO (aTaibHBIX TOOOYHBIX PEAKIIUi CO CTOPOHBI MIEUYCHHU.
eTU
[Tpodwie Ge30macHOCTH aTa3aHaBUPA y IETEH 6 JIET U CTapIlie COMOCTABUM C TAKOBBIM Y B3POCIIBIX
MAIUCHTOB.
HaubGonee gacteiMm (6omee 10 %, «ouenv wacmo») OTKIOHCHHEM J1a0OpaTOPHBIX TOKa3aTelieh
3-eit u 4-0if cTenenu y nered ObUIO TMOBBIIIEHHE OOIIero ounupyouna (> 2,6 x BI'H; 45 %).
Haubonee gyacteiMu noGounbiMu 3¢ dexkramu 2-4 crenenu Obutn Kamens (21 %), moBblieHue
temneparypbl Tena (18 %), xxenryxa/moxentenue ckiep (15 %), ceimb (14 %), pBora (12 %),
nuapest (9 %), ronosuast 6016 (8 %), nepudepuueckue orexu (7 %), 6011 B KOHEUHOCTX (6 %),
3alI0’)KEHHOCTh Hoca (6 %), Oone3HeHHOCTh mpu riaotaHuu (6 %), onbimka (6 %), Kugkue
BbieNieHHsT w3 Hoca (6 %). B peakux ciydasx oTMedalach acHMIITOMaTH4YecKas
arproBeHTpuKyIsipHas (AV) onokana [ u Il crenenn (< 2 %).

Coo011eHne 0 mMoI03pEBAEMBIX HEXKEIATEIbHBIX PEAKIIHIX

BaxxHo coo0mare O MOJ03peBaeMBbIX HEXKENATeNbHBIX PEaKIHsIX TMOCIe PEeTrHCTPaliH
JIEKapCTBEHHOTO TIpernapara ¢ Lelblo 00eCIeueHNsT HeTPEPHIBHOTO MOHUTOPUHTA COOTHOIICHUS
«T0JTb3a — PHUCK» JIEKAPCTBEHHOTO TMperapara. MeIuIMHCKIM pa0OTHHKAM pPEKOMEHIyeTCs
coo0maTte 0 JIOOBIX MOJ03PEBAEMBIX HEKENIATENBbHBIX PEAKIHIX JICKApCTBEHHOTO IIperapara
Yyepe3 HaIlMOHAIBHBIE CHUCTEMBI COOOIEHHS O HEKENATEIbHBIX PEaKIUAX TOCYAapPCTB — YICHOB
EBpa3uiickoro 53K0HOMHUYECKOTr'0 COI03a.
Poccuiickas @enepanus
109012, r. Mocksa, CnaBsiHCKasI IUIOMAIb, 1. 4, cTp. 1
denepanbhas ciyx0a 1o Haa30py B cdepe 3apaBooxpanenus (Poc3ipaBHamzop)
Tenedonsr: +7 (499) 578-02-20, +7 (499) 578-06-70
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Daxc: +7 (495) 698-15-73 (NMOCNEQOBATENEHOCTL 0001)

E-mail: pharm@roszdravnadzor.ru

www.roszdravnadzor.ru/people

4.9. Ilepeno3upoBka

CuMnOTOMBI

B Xone KIMHMYECKMX HCHBITAHWN NPHEM 3J0POBBIMH JOOpPOBOJBIIAMHU JI03 aTa3aHaBUpa J0
1200 Mr 0AHOKpPATHO HE COMPOBOXK/IAJICI KAaKUMU-THO0 HEXKEeNaTeIbHbIMU SIBICHUSIMHU.
EnuncTBeHHBIN ciiydail mepeno3upoBku mnpenapata BUY-uHGUIMPOBAHHBIM  MAIIUEHTOM,
npuHsBIKM 29,2 T npenapara (103a, B 73 pa3a npeBbillaroiias pekoMeH10BaHHyo 103y 400 mr),
COIIPOBOKIAJICS OECCUMITTOMHOM 0J10Ka/10i1 00enx HOXKeK mydka ['Mca v yIiIMHeHueM HHTepBaa
PQ. dannsie npusnaku Ha DKI" ucuesnu cionTanHo. Oxu1aeMbIMA CHMIITOMaMH IEPET03UPOBKH
mpernapaTta SBJSIFOTCS JKenTyxa 0e3 H3MEHEHHUH pe3ylbTaTOB IEUEHOUYHBIX TeCTOB (M3-3a
NOBBIIICHUS] KOHIEHTPAMK HENPsIMOro OWiIMpyOMHa) W HapylIIeHHE CEpACYHOTO pPHUTMa
(ymuuenue uaTepBaia PQ).

Jleuenue

Cneuuduueckoro antupora HeT. [Ipu mepeno3upoBke aTazaHaBUpa CIEAYET OCYILECTBISATh
KOHTPOJIb OCHOBHBIX (PU3MOJIOTHUECKUX TTOKa3aTeel, BECTH HAOII0IeHUE 32 OOIIUM COCTOSTHUEM
nanuenTta, koHtponupoBaTh OKI', Ha3HAYMTH NPOMBIBAHWE IKENMYJKa, BBI3BAaTh PBOTY IS
ylaJaeHusl OCTaTKOB Mpernapara, peKOMEHIyeTcsl IpUeM aKTUBHUPOBAHHOTO YIJIsl.

Huanu3 Hes(pdexkTuBeH Ui BbIBEIEHUS Ipernapara U3 OpraHu3Ma, T.K. aTa3aHaBUP
XapaKTepU3yeTCsl NHTEHCUBHBIM METAa0O0JIM3MOM B NIE€UYEHU U BBICOKOI CTENEHBIO CBSI3bIBAHMS C

OeIKamu.

5. DPAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoaMHaMH4YeCKHe CBOMCTBA

dapmakoTepaneBTUYeCKas Tpylma: MPOTUBOBUPYCHBIE CpPEACTBA CHUCTEMHOTO JIEUCTBUS;
MPOTUBOBUPYCHBIE CPEJICTBA MPSIMOTO JACHCTBUS; UHTUOUTOPHI MPOTEA3.

Kox ATX: JOSAEQ08

MexauusM JaencTBus U hapMakoaruHaMudeckue YOO EKTHI

ATazaHaBHp SBISETCA a3aleNnTUAHbBIM HMHruoutopoMm mnporeassl BHUY-1. Drto BemecTBO
CEJICKTHBHO WHTHOMpPYET BUpYC-CreU(HUYecKuil mporeccuHr BupycHbix Gag-Pol nporenHoB B
BUY-nndunmpoBaHHbIX KIETKax, IpeIoTBpalias o0pa3oBaHue 3peiblX BUPUOHOB U 3apa’keHue
JIpYrux KJIETOK. B mponecce gedeHns y HeKOTOPBIX IMALIMEHTOB MOXKET Pa3BUTHCS PE3UCTEHTHOCTh

(ycToiunBOCTB) K ACUCTBUIO Ipenapata (cnenuduyeckast pe3uCTEHTHOCTh) UIIH K JIEH CTBUIO KaK
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aTa3aHaBUPA, TaK M IPYTUX UHTHOUTOPOB MPOTEA3bI Bﬂﬂg@g@%ﬁ; E@EU&%&%&H}W )

Pesucmenmnocmo u nepexpecmuas pesucmenmnocmo

Pe3ucTeHTHOCTD U MepeKpecTHas Pe3UCTEHTHOCTh K MHrHOuTOpaM mpoteassl BUY nabmonanacs
B Pa3JINYHOU CTENEHU €€ IPOSBICHUSA. PE3UCTEHTHOCTH K aTa3aHaBUpPY HE BCErAA SIBISAETCS
HPENATCTBUEM /IS TOCIIEA0BATENLHOIO IPUMEHEHUS APYIrMX HHTUOUTOPOB IpoTea3sl BUY.
Pesucmenmuocms N VItro (8 kyismype kiemox).

YUyBCTBUTEIBHOCTh K aTa3aHABUPY M3Y4Y&IM HA KYyJIbTYpE KIIETOK, BBIIEICHHBIX y ITALIMEHTOB,
IpeKIe HE IMOJydaBIIMX Ipenapar. DBeiABieHa deTkas TEHACHLUMS K  CHIDKCHHIO
YYBCTBUTEJIBHOCTH K aTa3aHaBUPY KJIETOK, OOHAPYKUBIIUX BBICOKUI ypOBEHb MHOXECTBEHHOU
PE3UCTEHTHOCTH K ApyruM uHruomropam npoteazsli BUY. HampoTuB, 4yBCTBUTENBHOCTH K
aTa3aHaBUPY COXPAHSIACH Y KJIETOK, PE3UCTEHTHBIX TOJIbKO K 1-2 mHrnburopam nporeazsi BUY.
Pesucmenmnocma in Vivo.

HccnenoBanus MoKa3aau YETKYIO 3aBUCUMOCTb Pa3BUTHS PE3UCTEHTHOCTH OT TOTO, MOJIy4asl JIU
IALMECHT PaHEee aHTUPETPOBUPYCHYIO TEPAIIHIO, U €CIIM J1a, IPUMEHSUICS aTa3aHaBUpP B Ka4eCTBE
€AMHCTBEHHOr0 HHrubuTopa nporeassl BUY ninn B koMOMHAIMU C pUTOHABUPOM.

Ilayuenmui, panee He noyuasuiue aHMupPempoBUPYCHY0 mepaniiio

Amaszanasup 400 me (6e3 pumonasupa)

He BBIABIEHO IEPEKPECTHOM PE3UCTEHTHOCTH MEXKIAY aTa3aHaBUPOM U AMIIPEHABUPOM.
DEHOTUNIMYECKUN aHAJIM3 H30JUPOBAHHBIX KJIETOK IIOKa3aJl pPa3BUTHE YCTOWYMBOCTH,
creunduyeckoi TONbKO AJIs aTa3aHaBUpa U COYETABIICHCS ¢ MOBBIILIEHUEM YyBCTBUTEIILHOCTH K
JpyruM uHruouTopam mporeas BIY.

Ama3zanasup 300 me/pumonasup 100 me

UccnenoBanne >(P¢GEeKTUBHOCTH KOMOMHALIUM AaTa3aHaBUpP/PUTOHABUpP (B CpPaBHEHUU C
KOMOUWHAaIMe! IOMMHAaBUP/PUTOHABUP) Y MTAIIUEHTOB, PaHee HE MOTyYaBIINX aHTUPETPOBUPYCHOM
TepaInuH, oKas3ao, 4To yepe3 96 Heslenb nocie Havajia TEPAUy TOJIBKO B OJIHOM ClIy4ae HeyAauu
Tepanuu pa3Buiach GEHOTUIINYECKAs] YCTOMYMBOCTD K aTa3aHaBUPY.

llayuenmul, panee noryyasuiue aHmupemposupyCHy0 mepanuio

Amaszanasup unu amazanasup/pumonasup

B OonpmmHCTBE cilydyaeB HeyJnaud Tepanuu Ha 48-if Hejene y MalMEHTOB pa3BHUBajlach
MHOKECTBEHHAsl PE3UCTEHTHOCTh K pa3IMuHbIM HHrubutopam mporeazsl BUY, a He
cnenuduyeckas yCTOWYUBOCTD K aTa3aHaBUPY.

5.2. ®apmakoknHeTHYECKHE CBOHCTBA

dapMaKOKMHETHYECKHE CBOICTBAa aTa3aHaBHpa OLIEHWBAINCH HA 3J0POBBIX J0OpPOBONBLAX U

BUY-nHpunnpoBaHHbIX MalueHTaXx.

AGcopbuus
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[Ipy AAKMTENLHOM IpUEME aTa3aHaBupa B 103e H00 mr 1'})@3:1;% v ﬁg%ﬁgﬂlﬂg% I}I.-Il)l'—ILIEMOM

JIETKO YCBOSIeMOM NHINM MaKCUMalibHas paBHOBecHass KOHIEHTpauusi (Cmax) aTazaHaBupa B
IUIa3Me YCTaHABIMBACTCA MPUMEPHO uepe3 2,7 4 Tmocie mpuema. YCTOHuMBasi paBHOBECHAs
KOHIIEHTpPALUs aTa3aHaBUpa JOCTUraeTcs Mexay 4-M U §-M AHAMHU IpueMa.

Bnusnue nuwu

[IpumeHeHne aTa3aHaBHpa BMECTE C MHIIEH YIIydlIaeT ero OWOJIOCTYIHOCTb W yMEHBIIAET
(apMaKOKMHETHYECKYIO0 BaprabenbHOCTh. [IpuMeHeHne KOMOUHAIIMK aTa3aHaBUP/PUTOHABHP C
nUILeH yiydniaer OMoI0CTyIIHOCTh aTa3aHaBUpa.

Pacopenenenue

ATtazanaBup Ha 86 % cBsI3bIBacTCS ¢ OEJIKAMU CHIBOPOTKU KPOBH, ITPH 3TOM CTEIIEHb CBS3bIBAHUS
¢ OenkaMu He 3aBUCHUT OT KOHIICHTpalKU. B aHanorn4ynoii crernenu ata3aHaBup cBsi3bIBaeTcs ¢ ol -
KUCIIBIM TJIMKONIPOTEWHOM M albOYMHHOM. ATa3aHaBUP ONPEAENIAETCS B CIMHHOMO3TOBOH M
CEMEHHOI KHIKOCTSIX.

Buorpancdhopmariusa

ATtazaHaBup Mertaboim3upyeTcss B OCHOBHOM mocpenctBoM m3opepmenta CYP3A4 ¢
00pa3oBaHMEM OKHCIEHHBIX METabonMUTOB. MeTaOomuThl BBIACIAIOTCS B JK€T4b B CBOOOJAHOM
BUJIC WIH B BHUJIE KOHBIOTATOB C IIIIOKYPOHOBOW KUCIOTOM. HesHaunTenbHas 4acTh aTazaHaBHUpa
metabonu3upyercs myteM N-1e3aJKuIupoBaHus U THIIPOIIN3A.

DJIMMUHALHS

[Tocne omuoxpatHoro BBeneHusi 14C-atazanaBupa (400 mMr) B Kajle M MOYe OIPEAEISIIOCH,
COOTBETCTBEHHO, 79 % u 13 % oO0mell pannoakTUBHOCTU. [{071s1 HEM3MEHEHHOT0 aTa3aHaBUpa B
KaJie ¥ MOUY€ COCTaBJIsIa, COOTBETCTBEHHO, 0K0JI0 20 % u 7 % BBenenno# no3wl. Cpeanuit Ti
aTazaHaBUpa y 370pOBbIX J0OpoBOibleB U BUY-uHQUIMPOBAaHHBIX B3POCIBIX COCTABISIT OKOJIO
7 4 ipu ipueme B 103¢€ 400 Mr B I€HB C JIETKO YCBOSIEMOW MULIEH.

Oco0bIe I'pynnbl DaMCHTOB

Tayuenmol ¢ neyeHouHOU HEOOCMAMOYHOCHbIO

ATazaHaBup MeTaOONM3UPYETCS] W BBIBOJUTCS NPEUMYIIECTBEHHO II€UYeHbl0. BnusHue
HapyleHUi QyHKINU MeYeH! Ha (papMaKOKHHETHUYEeCKHe apaMeTpsl aTazaHaBupa B go3e 300 mr
He u3yyasnoch. KoHILleHTpalys aTa3aHaBUpa IpyU COBMECTHOM IpHeMe U 0e3 pUTOHABUPA MOXKET
YBEJIMYUTHCS Yy TAIUEHTOB C TIEUEHOYHOI HEIOCTATOUHOCTBIO CPETHEHN U TAKEJION CTENeH .
[IpumeHeHre aTa3aHaBHpa Yy MAlMEHTOB C HAPYIIEHUSMHU (QYHKIHMU TEUEHU TSKEION CTEreHU
(xmacc C mo xknaccudpukamun Yaiina-I1si0) npoTuBOMOKa3aHO TMpHU JHOOBIX pEXUMAx
JI03UPOBaHUS.

B xoMmOuHanum ¢ puTOHaBUPOM MPUMEHEHHE NMPOTHUBONOKA3aHO Y MAlMEHTOB C HAPYLIECHUSMU
(GyHKIIMY IeYeHU cpeHel U Tshkenol creneHu Tsokectu (kiace B u C no knaccudukanuu Yaitn-
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C 0CTOpPOXHOCTBIO aTa3aHABHpP CIIEAYET MPUMEHATh y MAIMEHTOB C HAPYIICHUSMH (YHKLIUU
NICUEHH JIETKOW WITM CpeIHel creneHu TspkecTH (kiacc A u B mo knaccuduxanun Yainn-ITsio),
JUIsT KOMOMHAIIMKM aTa3aHaBUP/PUTOHABHP - y MAIUMEHTOB C HAPYHMICHUSAMH (DYHKLIHUU TEYEHU
JIETKO# cTerneHu TshkecTH (kimace A 1o kinaccudukanuu Yaina-I1e10).
Tayuenmsi ¢ noueunol HedOCMamouHOCMuio
Y 310pOBBIX JOOPOBOJIBIIEB BEIBEJCHHBIN C MOYOI HEM3MEHEHHBIN aTa3aHaBHp COCTABIISIT OKOJIO
7 % TPUHSATON J103BI.
OTcyTcTBYIOT (papMaKOKMHETUYECKUE JTAHHBIE JJISl MAIIMEHTOB C MTOYEYHON HEI0OCTaTOYHOCTHIO,
[IPUHUMABILIUX aTa3aHaBUP C PUTOHABUPOM.
[Ipumenenue artazaHaBupa 0€3 PUTOHABUpPA H3Y4YAIOCh y MAIMEHTOB C TSDKEJIOW IMOYEHHOM
HEJOCTAaTOYHOCTHIO, B TOM YHCJIE HAXOASIIUXCS Ha TeMOANau3e, IPUHUMABIIUX [TpernaparT B 103€
400 Mr oauH pa3 B AeHb. Pe3ynbpTaThl Mmokazaiu cHIKeHUE (PapMaKOKMHETHYECKHUX MapaMeTPOB
Ha 30-50 % y manMeHToB, HaXOMSAIIMXCS Ha IEMOJUAIN3E B CPAaBHEHUU C MallMEHTaMU C
HOpMaJIbHOU (yHKIHEH modek. MexaHu3M 3TOr0 CHIYKEHHS HE U3BECTEH.
Jlis manuMeHTOB Ha TeMOJUANN3€, paHee HE IMOJIyYaBIIUX AHTUPETPOBUPYCHOW Teparivu,
atazanaBup 300 Mr Ha3HavaeTcs TONBKO B KoMOWHanuu ¢ putoHaBupoM 100 mr. IlarmenTtam c
TSKEJION TOYEHYHON HEIOCTAaTOYHOCTBIO, HAXOAIIUMCS Ha TEMOANANIN3E U paHee MOJIy4aBIIUM
AHTUPETPOBUPYCHYIO TEPAIINIO, aTa3aHABUP MPUMEHSATh HE PEKOMEHIYETCSL.
Bospacm/non
He oTMe4eHO KIMHUYECKHM 3HAUYUMBIX OTIMYUM (PapMaKOKMHETHMUYECKHX IapamMeTpoB B
3aBUCHUMOCTH OT BO3pacTa U 1oJja MMalyueHTa.
bepemennvie srcenuyunbi
3HadyeHus1 Cmax 1 AUCs U1 atazaHaBupa Obutd Bbile Ha 26 — 40 % y )KEHIIUH B IOCIEPOI0BOM
nepuojie (4 — 12 nenens), uem y BUH-uHpUIHPOBaHHBIX HEOEPEMEHHBIX MAIUCHTOK.
MunumalibHasi KOHIICHTPAIUS aTa3aHaBUPa B TTOCIEPOIOBOM Tepro/ie ObuTa MPUOIU3UTEIHHO B 2
pasa BbIlIE TOM, KOTOpas Habmoaanach 1o 3Toro y BHUY-mHdunypoBaHHBIX HeOepeMEHHBIX
JKEHILHH.
Paca
HccnenoBanusi He BBIIBUIM KaKOTO-JIMOO BIUSHUS pachl MallMEHTOB Ha (hapMaKOKUHETHUECKHE
napaMeTpbl aTazaHaBUPA.

eTH
Bennuuna abcopOrun aTtazaHaBupa y JIeTei BbIIIE, YeM Y B3POCIBIX MALMEHTOB. Y MalleHbKUX
JeTel CyllecTBYeT He3HauuTeNbHasi TeHJIEHIUs K Ooyiee BBHICOKOMY KJIHMPEHCY IMpenapara npu
HOPMHUPOBAHUHU IO Becy Tena. BapmabenbHOCTh (apMakKOKMHETHYECKUX IapaMeTpoB y JeTei
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BHILITE, EM Y BIPOCIELX. (NOCNEOCBATENLHOCTL 0001)

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB
e JlakTO3bI MOHOTHJIpAT (Caxap MOJIOYHBIN)
e KpocnoBuaoH
e Marnus creapar

Artazagasup, 150 Mr, Karcymael

Cocmas xopnyca kancynb.
e TuTaHa TUOKCH],
o Kenatun
Cocmas kpvluleuku Kancyvl.
e Kpacurens azopyoun
e Kpacurens OpuIMaHTOBBIN YEPHBIT
e Kpacurenb cuHUiA MaTEHTOBaHHbBIN
e Kpacurenb XMHOJIUHOBBIN KEJITHIN
e TutaHa IUOKCHL
o Kenatun

Arazanasup, 200 Mr, Karcyisl

Cocmas xopnyca kancynvi:
e Kpacurenb MHAUTOKAPMHUH
e TuTaHa TUOKCH]
o Kenatun

Cocmas kpvlueuku Kancyvl.
e Kpacurenb HHAUTOKAPMHUH
e TuTaHa TUOKCH]
o Kenatun

Artazagasup, 300 Mr, Karcymabl

Cocmas xopnyca kancynvi:
o Twurana nuoxcusm
o KenaTtun

Cocmas kpvlueuku Kancyvl.
e Kpacurens azopyoun

e Kpacurens OpuTMaHTOBBIN YEPHBII
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e Kpacurenb collHEUHBIN 3aKaT KENThII

e Twurana nuoKcumg
e Kematun
6.2. HecoBMecTHUMOCTD

He npumenumo.

6.3. Cpok rognocTu (CpOK XpaHeHus1)

2 roxa.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPU XPAHEHUN

XpaHuTh npu TemnepaTrype He Boiie 25 °C.

6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKHU

ITo 5, 6, 7 wnu 10 xarcyn B KOHTYPHYIO SYEHKOBYIO YITAaKOBKY U3 TJICHKH MMOJTUBUHUIXJIOPUIHON
1 (OB ATIOMHUHUEBOM IMEYaTHOMN JIAKHPOBAHHOM.

[To 10, 30, 50, 60 wnu 100 xancyn B OaHKK U3 MOMUATHIEHTepedTanaTa As JEeKapCTBEHHBIX
CPEICTB WA TOJUIPOINUICHOBBIC JIJISl JIEKAPCTBEHHBIX CPEJCTB, YKYIMOPEHHBIE KPBIIIKAMHU U3
MOJIMATUJICHA BBICOKOTO JaBJICHUSI C KOHTPOJEM II€PBOTO BCKPBITHS, WU KPBIIIKaMU
MOJIUIPONUICHOBBIMH C CHCTEMOH «HaXaTh-TIOBEPHYTh» HIIM KPBIIIKAMH M3 TOJMATHIICHA
HU3KOTO JJABJICHUS C KOHTPOJIEM IIEPBOTO BCKPBITHSIL.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTHM TNPH YHUYTOKEHUM  MCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemapara WJIM OTX0JA0B, TOJYYEHHBIX TOcJe NpPUMeHeHus
JIEKAPCTBEHHOI'0 MpenapaTa u Jpyrue MaAaHUIYJISIIIUM C PenapaToM

Het oco6bIx TpeGoBaHUi K yTUIN3AIMH.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

Poccuiickas ®enepanus
00O «Atomm»
445351, Camapckas 0011., T. JKurynesck, yi. ['uapocrpourenet, 1. 6.

7.1. IlpencraBuTe/ib AepaKaTelisi perHCTPALIMOHHOIO Y10CTOBepPeHus

[Iperensnu moTpeOUTEIEH HAIIPABIISITH 10 AAPECY:

Poccuiickas @enepanus
000 «O308»
445351, Camapckas 00:1., T.0. JXKurynesck, T. JKurynesck, ya. ['uapocrpoureneii, 1. 6.

Ten.: +79874599991, +79874599992
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E-mail: 0zon@ozon-pharm.ru (MOCNEAOBATENBHOCTS 0001)

8. HOMEP PETUCTPAIIMOHHOT O YAOCTOBEPEHMUSA

9. JATA TMEPBUYHOM PEIMCTPAIIMU (IIOATBEPXIEHUSI
PETUCTPALIMMU, IEPEPETUCTPALIMN)

Jlara nepBoii peructpanumu:

10. JATA IIEPECMOTPA TEKCTA

OO0miass  xapakTepuCTHKa  JIEKapCTBEHHOIO  Ipermapata  ATa3aHaBUp  JOCTyIIHa  Ha
uH(pOPMallMOHHOM TmopTaje EBpa3suiickoro »KOHOMHYECKOTO COr03a B HH(OPMAIMOHHO-

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