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OBIIASI XAPAKTEPUCTHKA JEKAPCTBEHHOTO TIPEAAPATA "

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

ATA3AHABUP-HAHOJIEK, 150 mr, kancyJsl.
ATA3AHABUP-HAHOJIEK, 200 mr, kancyJsl.

2. KAUECTBEHHBIN ¥ KOJIMYECTBEHHBII COCTAB

JIencTBYyIO1Iee BEIECTBO: aTa3aHaABUD.
ATA3AHABUP-HAHOJIEK, 150 mr, KancyJibl

Kaxnas xancyna conepxut 150 Mr atazanaBupa (B BUe aTazaHaBHupa cylibdara).

BemiectBa, Hanmnmune KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO Tpenapara: JakTo3a (CM.
paznen 4.4).

ATA3ZAHABUP-HAHOJIEK, 200 Mr, xkancyabl

Kaxnas xancyna cogepxut 200 Mr atazaHaBupa (B BUJe aTazaHaBHpa cylibdara).

BemiectBa, Hanmnume KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO TIpenapara: JaKkTo3a (CM.
paznen 4.4).

[TonHbIi TepeyeHb BCIIOMOTaTEIbHBIX BEIIECTB MPUBEIEH B paznene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancymbl.
ATA3ZAHABUP-HAHOJIEK, 150 mMr, xancyabl

TBepaple sxenatuHoBble Karcysbl Ne 1. Kpplieuka Karcysibl — CHHETO LIBETA, KOPIYC KarCyJjbl —
roiy6oro nsera. CoaepKuMoe KarcyJibl — IpaHyJIMPOBAHHBIIN MOPOIIOK OT MMOYTH OEJI0ro 0 CBETIIO-
KEJITOTO LIBETA.

ATA3ZAHABUP-HAHOJIEK, 200 Mr, xancyabl

TBepaple sxenatuHoBble Karcysbl Ne 0. Kpplieuka Karcysibl — CHHETO LIBETA, KOPIYC KarCyJjbl —
cuHero 1sera. CoaepKuMoe KarcyJibl — TpaHyJIUPOBAaHHBIM MOPOIIOK OT MOYTH OEI0ro 10 CBETIIO-
KEJITOTO LIBETA.

4. KIMHUYECKHUE JAHHBIE
4.1. IToxa3aHusl K NPUMEHEHHIO

[Ipenmapar ATASAHABHWP-HAHOJIEK noka3aH kK NpUMEHEHHUIO y B3pOCIIBIX U JETEH B BO3PACTE OT
6 ner m c Mmaccoid Tenma 15 kr um Oonee A JeyeHHs HMHGEKLIUH, BBI3BAHHOW BHUPYCOM
nMMmyHoAedunnta yenoeka 1 tuma (BUUY-1), B koMOMHAIMU C IPYrMMHU aHTUPETPOBHPYCHBIMHU
mpermapaTaMy y TMAlHeHTOB, paHee TMONMYyYaBIIMX WM HE IMOJYYaBIIUX AHTUPETPOBUPYCHYIO
Teparnuio.

4.2. Pesxum 103MpOBaHNS U cNIOCO0 MPHMMEHEHHUS

Pemenue o Havasne Tepanmuu IpUHUMAET Bpad, UMEIOIMUNA onbIT JedeHus: BUY-undexiun.
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cyrouHoit no3e 6osee 100 mr He uzydena. [IpuMenenune putToHaBupa B 103ax, npessimaonmx 100
MI' B CyTKH, MOXET MU3MEHHUTHh npodmib Oe3omacHoctn npenapata ATASAHABUWP-HAHOJIEK;
[I03TOMY OHO HE PEKOMEHYETCHl.

PexxuM o3upoBaHus

Bspocnvie
Peowcum 0ozuposanus ona nayuenmos, paree He ROJYUAGUIUX AHMUPEMPOBUPYCHYIO TEPANUIO:

* npenapat ATASAHABUP-HAHOJIEK B no3e 400 Mr oauH pa3 B I€Hb BO BpEMsI €]1bl;

* npenapat ATASAHABWP-HAHOJIEK B no3e 300 mr u putoHaBup B 103¢ 100 Mr oauH pa3 B I€Hb
BO BpCM4 CIBbI.

Peoicum ()OS’MDOGCZHM}I onst nayuernoes, pasee noayiasuiux anmupemposupyCcHyro mepanuro.

» npeniapatr ATASAHABUP-HAHOJIEK B no3e 300 Mr B koMOMHALUU ¢ puToHaBUpOM B f03¢e 100
MT OJIH Pa3 B JICHb BO BPEMS €/Ibl.

[TpumeHenue aTazaHaBupa 6€3 pUTOHABHPA HE PEKOMEHIyeTCs JUIsl MAI[MEHTOB ¢ HeOIaronpusITHBIM
BHPYCOJIOTHYECKUM HUCXOJOM PaHee MPOBEACHHOW aHTUPETPOBUPYCHOM TEPAIIUU.

Kombunuposannas mepanus

Jluoanosun

JunaHo3uH cineayeT npuHuMaTh Hatomiak, a npenapat ATASAHABHUP-HAHOJIEK — Bo Bpems
npueMa MUK, TOITOMY IIPU KOMOMHUPOBAHHOM Tepanuy peKOMEHAYeTCs NPUHUMATh JUJIaHO3UH
yepes 2 yaca nocie npuema npenapara ATASAHABUP-HAHOJIEK ¢ nuiei.

Tenodosupa ouzonpoxcura hymapam

Pexomennyercs npumenenue komOunammu mnpenapata ATASAHABUP-HAHOJIEK 300 mr u
putonaBupa 100 Mr omHoBpeMeHHO ¢ TeHodoBupa mu3onpokcuna ¢ymapatom 300 mr (Bce
mpermapaTsl ClielyeT MPUHUMATh OJIUH pa3 B JIeHb BO BpeMs mpuema nuiu). [IpuMmenenune npenapara
ATA3AHABUP-HAHOJIEK (06e3 puToHaBMpa) OJHOBPEMEHHO C TEHO(OBUpPA IU3OMPOKCHIIA
¢bymapaTrom HE pEeKOMEHTyEeTCsl.

Oco0Oble T'PYIITBI ITAITUEHTOB

ﬂuua nooaiCus0co so3pacma

Knuandeckne uccienoBaHus aTa3aHaBHpa HE BKIIOYAIHM JOCTATOYHOE KOJMYECTBO MAIMEHTOB B
BO3pacTte 65 JeT u crapuie.

OcHOBBIBasiCh Ha (hapMaKOKMHETUUECKUX JaHHBIX, KOPPEKIIHs 036l B 3aBUCUMOCTH OT BO3pacTa He
Tpedyercs.

Tayuenmul ¢ noueunol HeOOCMAMOUHOCMbBIO
J1Jis marueHToB, He HAXOAAIIUXCS Ha TeMOANAN3e, KOPPEKIUS 03Bl HE TpeOyeTcs.

JlJig manMeHToB Ha FeMOJUANIN3€e, paHee He MOJIy4YaBIInX aHTHPETPOBUPYCHYIO TEpaIuio, mpenapar
ATA3AHABUP-HAHOJIEK 300 Mr Ha3zHadaeTcsi TOJIbKO B KOMOUHAIUU ¢ puToHaBupoM 100 wmr.

[TaneHTaM € MOYEYHOM HEJOCTATOYHOCTBIO TSKEJIOW CTENEHHU, HaXOAIMMCS Ha FeMOAHAIN3e U
paHee INOJyYyaBIIMM aHTUPETPOBUpPYCHYIO Tepanuto, npenapatr ATA3ZAHABUP-HAHOJIEK
IPUMEHSATH IPOTHBOIIOKA3aHO.

Hab}ueHMbl C NeYeHOYHOl HeOOCMAMoOYHOCMbIO

Crnenyer cobmoaaTh OCTOPOXXKHOCTH Npu HazHadeHuu npemnapata ATASAHABUP-HAHOJIEK 6e3
PUTOHABHpA NAIMEHTaM C HApYUICHUAMHU (DYHKIIMH TIEYSHU JIETKON WM CPeTHEH CTENEeHH TSHKECTH
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creneHu TsokecTH (knacc B mo xmaccudukanuu Yaitna-I1s10) y manueHToB, paHee HE MOTYyYaBIINX
AHTUPETPOBUPYCHYIO TEPANHUIO, PEKOMEHIYETCSI CHU3UTH 103y A0 300 Mr OJuH pa3 B I€Hb.

ITpenapar ATASAHABUP-HAHOJIEK mnpu mo0bIX peXuMax JI03UPOBaHHS MPOTHUBOIIOKA3aHO
IPUMEHATh MIPU HapyLIEHUSIX (YHKIUM NedyeHu Tskenol creneHu (kiaace C mo kimaccupukanuu
Yaiina-I1s10).

[Ipumenenue ara3aHaBUpa B KOMOHMHAIIMM C PUTOHABUPOM Y TMAlMEHTOB C IEYEHOYHOU
HCAOCTATOYHOCTHIO HC U3YYaAJIOCh, JaHHYIO KOM6PIH21].[HIO CJICAYCT IIPUMCHATH C OCTOPOKHOCTLIO Y
MAlMEeHTOB C HapylWIEeHUSMU (DYHKLIHUM TEUeHU JIerKOW CTeNeHu TsbkecTu (Kjacc A 1o
knaccupukanuu Yaina-I1p10) ¥ IpOTHBONOKA3aHO MPHUMEHSATh y MAIMEHTOB C HapyIICHUSIMHU
(GyHKIMM TIEYCHH CpeHEl U TshKeNon cTeneHu TsokecTH (kiaaccel B u C o knaccudukanum Yaiin -
[Ip10).

bepemennocmo

Bo Bpewms I u 11 TpumectpoB 6epemenHocTr komOunarmu npenapata ATASAHABUP-HAHOJIEK
B 03¢ 300 Mr u putoHaBupa B 103¢ 100 Mr oIMH pa3 B CYyTKH MOXKET OBITh HEJIOCTATOYHO, OCOOEHHO
KOT/Ia AaKTUBHOCTh aTa3aHaBUpa WM BCEro peXuMa MOXET OBITh CKOMIIPOMETHPOBAaHA
JIEKaPCTBEHHOW YCTOMYHMBOCTHIO.

TepaneBTuueckuil 1€KapCTBEHHBII MOHUTOPHHT MOXKET OCYILIECTBIATHCS MPU IPOBENECHNUN TEPAIIHH.
Puck cHWXeHMs KOHIIEHTpAaLlMU aTa3aHaBUpa MOXKET OXKUAAThCS B Cilydae, €CIM Ipernapar
ATA3AHABHP-HAHOJIEK Ha3zHayaeTcsi OJHOBPEMEHHO C TeHO(GOBHpa TU3ONPOKCHUIIA
(bymaparom WM aHTaroHucTaMu Ha-rucTaMMHOBBIX peLienToOpOB.

Pexomennyemas nosa npenapata ATASAHABUP-HAHOJIEK cocrasnsier 400 Mr ofHOBpPEMEHHO
co 100 mr puToHaBHpa OIMH pa3 B JIHb. TepaneBTUYECKHUI JEKAPCTBEHHBII MOHUTOPUHT MOYKET
ocymecTBiATeCs Npu npuMmeHeHun npenapatra ATA3AHABUP-HAHOJIEK onHoBpeMEHHO ¢
TeHo(oBUpa AM30NpPOKCHIA (pyMmMapaToM WM Onokaropamu H>-rHCTaMHHOBBIX pPELENTOPOB IS
o0ecrieyeHusl aIeKBaTHOTO pekuMa J103upoBaHusa. He cymiecTByeT JoCTaTOYHO JAaHHBIX JUIS TOTO,
9TOOBI MOXKHO OBUIO PEKOMEHIIOBaTh OAHOBpeMeHHoe mpumeHeHue mpemnapara ATA3AHABUP-
HAHOJIEK c putoHaBupoMm, TeHO(OBUpa IU3OMpOKcHIa (GymapaToM W aHTaroHucramu Ho-
TMCTaMHHOBBIX PELIENITOPOB Yy OEPEMEHHBIX KEHIIUH, paHee MOJIY4aBIIUX AHTUPETPOBUPYCHYIO
Tepanuio.

Bcenen 3a BO3MOXKHBIM CHHJKEHHMEM CBIBOPOTOYHOW KOHIIEHTpanuu artazaHaBupa Bo II wm III
TpUMECTpax OEpEeMEHHOCTH BO3MOXKHO TOBBIIICHHE €ro KOHILEHTpAIMM B TEUCHHE NEPBBIX JBYX
MECSAIIEB TTOCJIE POJIOB, TOATOMY CJIEAYET O0OECIEUYUTh THIATEIHbHOE MEAUITMHCKOE HAOJI0IeHNE 3a
MAIMEHTKON Ha MpeIMeT BBISBICHUS MOOOYHBIX peakiuii. B mocieponoBoM meproie MalueHTKH
JIOJDKHBI TIOJTy4YaTh T€ K€ CaMble JI03bl, UTO U HEOepEeMEHHbIC, BKIIIOUas T€X, KTO OJHOBPEMEHHO
MOJIy4aeT MpenapaThl, CHUKAIOIINE KOHIICHTPALIMIO aTa3aHaBUpa B IJIa3ME KPOBH.

N3-3a BO3MOXKHOTO pHUCKA Pa3BUTHUS TKENION TUNEpOMIUPYOMHEMUH U MOTEHIUAIBHOIO pHUCKa
pPa3BUTHUS SIICPHOU JKENTYXH Y HOBOPOXKIECHHBIX HEOOXOAMMO HAONIOJCHHE 32 HUMHU B TEUYCHHE
MEPBBIX JTHEH JKU3HU, B IPEAPOJAOBOM IEPUOJIE CIIEAYET 00ECIeUnTh JOMOIHUTEIbHBIII MOHUTOPHHT
COCTOSIHMS TUIOJA.

€TH

IIpemapar ATASBAHABUP-HAHOJIEK B kancynax Ha3Hadaercs AETSIM B Bo3pacTe OT 6 JeT U
cTapiie B KOMOWHAIMK C PUTOHABUPOM (B ¢dopme Karcyn, Tabnerok). Ob0a mpemaparta ciemyer
MPUHUMATh OJTHOBPEMEHHO, OJIUH pa3 B ICHb BO BPeMs €/Ibl.

Ho3br mpenapatra ATASAHABUP-HAHOJIEK nna nereit B Bo3pacte oT 6 JIeT W crapiie
PACCUUTBIBAIOTCS 11O MACCE TCJIa (CM. Ta6JII/II_[y HI/I)KG), JO3bI OJI1 ,Z[@Tefl HC JOJIKHBI TPCBBIIIATH 1036,
MIpUMEHsIEMbIE JIJISl JIEYEHUS B3POCIIBIX MAllMeHTOB.
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Macca Tena Jo3a npenapara ATASAHABUP-HAHOJIEK [o3a puronaBupa
(K1) (Mr) (Mr)
>15—-<35 200 100
> 35 300 100

ITpenapar ATASAHABUP-HAHOJIEK B nekapcTBeHHOM (hopMe KarcCyibl HE CleAyeT Ha3Ha4yaTb
JIeTAM B BO3pacTe mulajimie 6 JeT WM C Maccod Tejaa MeHee 15 Kr B CBSI3M C HEBO3MOXXHOCTHIO
00ECTIeYUTDb PEKUM JTO3UPOBAHUS.

Croco0 mpuMeHeHus

IIpenapatr ATASAHABUWP-HAHOJIEK npuHumaroT BHYTpb, LIEJIMKOM, HE Pa3KeBbIBas, B COCTAaBE
KOMOWHHUPOBAHHOH TEpaIHH.

4.3. [IporuBonOKa3aHust

e ['UnepyyBCTBUTENPHOCTh K aTa3aHaBUPY MM K JIOOOMYy W3 BCIOMOTAaTEIbHBIX BEILECTB,
MEePEUYUCIICHHBIX B pazzaene 6.1;

e Hapymenus ¢pynkuuu neuenu Tsoxenoun crenenu (kinace C no knaccudukanuu Yanna-I1st0) mpu
J'IIO6I>IX peKUMax J03UPOBAHUA,

e KomOuHanus ara3aHaBup + puTOHABUP y TAIIMEHTOB C HAPYIICHUSAMH (DYHKIIUH IEUEHHU CpeTHEH
U TsDKenoi crenenu Tsokectd (kinace B u C mo knaccudukanun Yaiina-ITsi0);

¢ ¥V NalMEeHTOB C MOYEYHOU HEJJOCTATOYHOCTBIO TSKEJION CTENEHU, HAXOSIIUXCSl HAa TeMOIHAIIN3e
U paHee MOJyYaBUINX aHTUPETPOBUPYCHYIO TEPAIHIO;

e OTHOBpPEMEHHOE TPUMEHEHHE C TMpernapaTaM, COACPKAlMMU T'pa3oNpeBUp, BKIIOYAS
KOMOWHUpPOBaHHBIE Ipenaparbl ¢ (UKCHPOBAHHBIMU JI03aMH T'pa3onpeBupa + smdacBupa (CM.
paznen 4.5.);

e OHOBpPEMEHHOE MPHUMEHEHNE C KOMOMHUPOBAaHHBIMH ITpenapaTamMu ¢ (GPUKCHPOBAHHBIMHU JI03aMHU
rieKanpeBrpa + nudpenracsupa (cM. pasaen 4.5.);

e [I[pumeHeHne B KOMOMHALMK C JIypasuJ0HOM, acTEMHU30JIOM, TepPEeHaIUMHOM, IH3aAIpPHIOM,
MUMO3HJOM, OENpUIWIOM, XHHMIMHOM (B TOM 4YHCIE€ [Js aTa3aHaBUpa COBMECTHO C
PUTOHABHPOM), TpPHUA30JIAaMOM, MHUJa30jJamMoOM (A7 TpHeMa BHYTPh), JIOMHUTAIHUIOM,
IIPOU3BOHBIMU 3proTaMuHa (OCOOEHHO AProTaMMHOM, JUTHIPO3PIOTAMUHOM, SPrOMETPUHOM,
METHIIDPrOMETPUHOM), IIpenaparaMu 3Bepo0osi MpoabIpsiBIeHHOr0, nHruouropamu I'MI'-KoA-
penayKTaspl (CHMMBAacCTaTHHOM, JIOBACTATHHOM), KBETHAIIMHOM (B TOM YHCIE B KOMOWHAIIUU C
PUTOHABHPOM), PHUPAMIUIUHOM, an(y303UHOM, cuigeHapuiIoOM (IpU €ro Ha3HAYEHUH IS
JICYCHUS JISTOYHOU apTepHaIbHON TUIIEPTeH3UN) (cM. pasnen 4.5.).

4.4. OcoOble yka3aHHs ¥ MepPbl PeI0CTOPOKHOCTH NPH PUMEHeHUH

Haznauenne mpenapata ATA3AHABHUP-HAHOJIEK  HemenecooOpa3Ho  mamueHTaM ¢
MHOXKECTBEHHOW PE3MCTEHTHOCTHIO K MHTHOHTOpam nporteazsl BUY (6onee 4-x myranmii). Beioop
npenapata  ATA3AHABUWUP-HAHOJIEK nns  jiedeHHWst TAIMEHTOB, paHee MOJIyYaBIIHUX
AHTUPETPOBUPYCHYIO  TEpamuio, JOJDKeH 0a3upoBaTbcs HA  JAHHBIX  MHIUBUAYaJIbHOU
PE3UCTEHTHOCTHU U PE3yIbTaTOB MPEIIIECTBYIOLIETO JICUEHHUS.

Xots 3¢ pexTrBHOE TOJaBICHHE PEIUIMKALMU BUPYyCa aHTUPETPOBUPYCHON Teparnueil 3HaUUTEeNbHO
CHMXaeT puck nepenaur BIUY Bo BpeMst m0JI0BOro KOHTaKTa, MOJTHOCTHIO PUCK MEPEJauy UCKITFOUNUTD
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METOJ1a KOHTPALECIIIUN).

OddekTUBHOCT, U 0€30MaCHOCTh NMPUMEHEHHUs aTa3aHaBUpa B KOMOMHAIIMHM C PUTOHABHPOM B
cyrouHoit fo3e 6onee 100 Mr He M3ydeHa; IPUMEHEHHE 03 pUTOHABUPA, mpeBbimatomux 100 mMr B
CYTKH, MOXET M3MEHUTh Npoduiib 6e30macHOCTH aTazaHaBupa (moOo4HbIe YPHEKTHI CO CTOPOHBI
CEepACYHO-COCYTUCTOM CUCTEMBI, TUIIEpOUTPYOUHEMHUS ), IO3TOMY OHO HE pekoMeHyeTcsl. TobKo
MIPHU OJTHOBPEMEHHOM IPUMEHEHUH KOMOMHAIIMY aTa3aHaBHp + PUTOHABHP U dPaBUPEH3a BOZMOKHO
yBEJIMYEHUE 1036l puTOHaBHpa a0 200 Mr oAMH pa3 B CYTKH, O0ECIIEUMB MPH 3TOM KIMHHYECKUI
MOHHUTOPHHT TTAlUEHTA.

CaxapHblli qua0eT/TUIIEPTIUKEMUS

Ha done neyenus marnobutropamu npoteazsl BUY y Hekotopsix BUU-uHGUIIMpOBaHHBIX TAIMEHTOB
OTMEUYEHBl TUNEPTIIMKEMUS, PAa3BUTHE CaxapHOro auadeTa WM OOOCTPEHHE YXKE HMEIOMIETrOocs
caxapHoro auabera. B HeKOTOphIX ciyyasx oTMmeuancs quabernyeckuil keroanuzaos. [IpuumHHO-
CIIEZICTBEHHAsI CBsI3b MEXIY Tepanueil mHruOuTopamu nporeassl BUY u sTumu cinyyasimu He
yCTaHOBJICHA.

Cemodunms

VY manmentoB ¢ remodunuerr tuna A u B Ha (one nedenuss mHrmOmropamu mpoteazsi BUU
OTMEYAJINCh KPOBOTEUEHUS, B TOM YHCIIE CIIOHTAHHBIE KOXKHBIE KPOBOM3JIUSHUS U T€MapTPO3BI.
HekotopeiM M3 3THUX MalMeHTOB TpeOOBaJIoCh BBeneHUe ¢akTopa cBepThiBanus kpoBu VIII. B
OONBIIMHCTBE CIIy4aeB JieueHHe HUHruouropamu nporeassl BUY Obuio mponomKeHo WiIn
BO300HOBJIEHO TOcTe nepepbiBa. [IpuunHHO-ClIeACTBEHHAS CBA3h MEXKAY Tepanueil HHruOUTopamMu
nporeassl BUY 1 oTuMH ci1ydassMu HEe yCTaHOBJICHA.

[TaimenTs ¢ remodrumreit Tuna A niau B 1omKHBI OBITH OCBEIOMIIEHBI O BO3MOKHOCTH TMTOBBIIIIEHHOM
KPOBOTOUHBOCTH.

IlepepacupenencHue )KUPOBON KIETYATKU (JIUITOAUCTPOdHS)

OTmeuanuch €IUHUYHBIE CIy4yau IepepaclpesiesiCHUs] KUPOBOM KIIETYaTKH, YTO HPOSBISAIOCH
O’KUPEHHEM I10 LIEHTPATLHOMY TUITY, YBEJIMUEHUEM KUPOBOU KIETUATKU B TOPCOLEPBUKAIBHOMN 30HE
(«OyWBONMMHBIA TOPO»), MOXYJACHHE KOHEYHOCTEH W JIMIA, YBEIMYEHUE TPYIH, «KYIIHMHTOUIHOE
nuto». [IpuduHHO-CIIeACTBEHHAS CBA3b MEXIY Tepamnueil mnHruouropamu npoteazsl BUY u stumu
CIy4asMH HE YCTAaHOBJICHA.

[TarueHTH! € (paKTOpaMu pUCKa OTHOCUTEIBHO PA3BUTHS JTUNOAUCTPOGUU (MALMEHTHl MOXKUIIOTO
BO3pacTa, JJIUTENbHBIA NpHEM NPOTHBOBUPYCHBIX NpenapaToB, HapyLIEHHs OOMEHa BEIECTB)
JNOJDKHBl  TOJJIeXKAaThb  KIMHUYECKOMY  OOCIEOBaHWIO,  BKJIOYAas  BHEIIHIOID  OICHKY
IIepepacipeesICHNs KUPOBOU KIIETUATKH.

Merabosmdeckre napaMerpsl/Macca Tejia

Macca Tena, a Tak’Ke COOTHOILICHHE CHIBOPOTOYHOM KOHIICHTPALIMHU JIUIUAOB M TJIIOKO3BI B KPOBU
MOJKET TOBBIIIATECA BO BPEMs aHTHUPETPOBUPYCHOM Tepanuu. Takue M3MEHEHUsS MOTYT ObITh
00yCIIOBJICHBI MPOBEJICHUEM TEPAIUK OCHOBHOTO 3a00JICBaHMsI, a TAaKXKe 00pa3oM ku3Hu. KoHTpoh
32 CHIBOPOTOYHBIMU KOHLEHTPALMSIMU JIMIUAOB U TIIIOKO3bl B KPOBU OOECIIEUMBAETCS COTJIACHO
pekoMmeHmauusM 1o JedeHuto BUY-undexnmit. Hapymenuss oOMeHa JKHPOB — TOJDKHBI
KOHTPOJIMPOBATHCS COTNIACHO KIIMHUYECKOM MPaKTUKE.

[Ipy npuMeHeHUM KOMOMHHPOBAHHOM AaHTUPETPOBUPYCHOM  TepamuM, BKIIOYas  TaKke
OJTHOBPEMEHHOE NIPUMEHEHHE C OPAJIBHBIMM KOHTpPAUENTHBAMH, OTMEYAIUCh CIy4Yau DPA3BUTHUSA
JUCITUIIUACMUHU.

CuHIpPOM BOCCTAHOBJICHHS MMMYHHTETA




COOTBETCTBYET 3KCNEPTHOMY OTUYETY
09 04 2026 N 7323

oT |_| !'_I U -1- ,_I _ i s s

(nac B HOC TR D002
Pa3zBuTne cuHIpomMa BOCCTAaHOBJIEHUS HMMYHUTETQ OTMquIOCI;-lg‘]nzﬁ'mEE@BH nogvﬁasm‘n%(

AHTUPETPOBUPYCHYIO TEpamuio, BKIIouas arazaHaBup. Y BUY-uHUIMPOBAHHBIX MAallMEHTOB B
pe3ysbTare 0TBeTa UMMYHHOM CHCTEMBI B Hayalle KOMOMHUPOBAHHON aHTUPETPOBUPYCHOM Teparnuu
MOTYT MOSIBUTHCS MPHU3HAKH BOCHAIUTENFHOW PEaKIMM B OTBET HA MPOTEKAIONINE O0ECCHMITOMHO
WIM  OCTaTOYHbIE  ONMOPTYHHUCTHYECKHE  HMHGEKUMH  (LIUTOMETaJOBHUPYCHBIH  PETHUHMUT,
reHEPaJIN30BaHHbIC /WM JIOKAJIbHBIE MUKOOAKTepualibHble MH(EKINH, BbI3BaHHbIE Mycobacterium
avium, THEBMOHUS, BbI3BaHHAst Pneumocystis jirovecii, unu TyOepKyses3), KOTOpbIE MOTYT IPUBECTH
K Pa3BUTHIO CEPbE3HBIX KIMHUYECKUX MOCIEACTBUN U YXYILICHHIO COCTOSHUS MarenTa. OObIYHO
TAKHE€ PEAKLIMH PA3BUBAIOTCS B TEUEHUE IIEPBBIX HECKOJIBKUX HENIENIb UIIU MECSLIEB C Hayaja JICYCHHUS.
JIOJKHO OBITH IPOBEZICHO 00CIIeI0BaHNE M COOTBETCTBYIOIIEE JICUCHHUE.

OTMeyanuch cilydan ayTOMMMYHHBIX 3a00JieBaHU# (HammpumMep, 60s1e3Hb [ peliBca n ayTOMMMYHHBIN
FGHaTI/IT), BO3HHUKAaBIIUX IPHU BOCCTAHOBJICHUN UMMYHUTCTA, OJHAKO BPCMs Hadalla pa3BUTHUA TaAKUX
3a00JIeBaHU BapbUPOBAIOCH Y Pa3HBIX MAIMEHTOB U MOTJIO HACTYNaTh Yepe3 MHOTO MECSIIEB M1OCIIE
Hayayia Tepanuu aTa3aHaBUPOM.

IleueHOYHAS HEJOCTATOYHOCTh

ATazaHaBUp METa0OJIM3UPYETCs TIaBHBIM O0Opa3oM B TEUEHH, W Yy MAIMEHTOB C HapylIEHUEM
GbyHKIIMM TIeYeHn HAOJIIOJaMy MOBBIIICHHBIE KOHIIEHTPAUU B IJIa3Me KPOBH (CM. pasznensl 4.2. u
4.3.). He Obua ycraHoBieHa Oe3omacHOCTb M AI(PQPEKTUBHOCTh NMPUMEHEHHs aTa3aHaBupa y
MAKEHTOB CO 3HAYMMBIMHU COITyTCTBYIOIIMMH HAPYIIEHUSIMU CO CTOPOHBI TTEYEeHH. Y TAIlIEHTOB C
XpoHndyeckuM remnatutoM B umm C, monyyaromux KOMOMHHUPOBAaHHYIO aHTHPETPOBUPYCHYIO
Tepanuio, HaONIOAeTCsl YBEIMUCHHE DUCKA Pa3BUTHS TSDKENBIX M, BO3MOXKHO, NMPHBOAALINX K
CMEPTEIbHOMY HCXOJy HEXeNaTeJIbHBIX PEeaKUUi CO CTOPOHBI IMedyeHU. B ciydae mpumeHeHus
COIYTCTBYIOIIMX NPOTHBOBUPYCHBIX MpemaparoB uis jedeHus rematuta B mmm C HeoOxommmo
U3Y4YUTh COOTBETCTBYIOLINE HHCTPYKIMH 110 MEAULIMHCKOMY IPUMEHEHUIO (CM. paznen 4.8.).

VY nmaunueHToB ¢ paHee AMArHOCTHMPOBAHHBIMU 3a00JIEBAaHUSMH IIE€YEHH, BKJIOYAs XPOHUYECKHUH
aKTUBHBIM TenaTuT, MpU KOMOMHHPOBAHHOM aHTHPETPOBUPYCHOW Tepamuu HapylmeHUs (yHKIUN
MIEYEHU MOTYT HaOJIOAAThCS 4Yallle, COCTOSHUE TAKMX MAIMEHTOB CIIEAYeT KOHTPOJIMPOBATH B
COOTBETCTBUM CO CTaHAAPTHOM IpakTUKOW. IIpy HanmMuMm y TakuxX MALMEHTOB IIPU3HAKOB
ycyryoOseHust 3a00sieBaHUsl MEYEHU HEOOXOIUMO pacCMOTPETh BO3MOXKHOCTh IPEPBIBAHUSA WM
[IPEKpaLICHUS JICUCHHUS.

IToyeuH”as HeIOCTATOYHOCTD

JUis MaliueHToB, He HaXOASIIUXCS Ha TeMOIMalIn3e, He TpeOyeTcsi KOppeKUnu 103bl. [l manueHToB
Ha TeMOJIMaIN3€e, paHee HE MOJyYaBIIMX aHTUPETPOBUPYCHYIO Tepanuto, npenapat ATA3SAHABUP-
HAHO/JIEK nHa3Hauyaercst TOJIbKO B KOMOMHAIIMK C PUTOHABHPOM.

[TaneHTaM € MOYEYHOM HEJOCTATOYHOCTBIO TSKEJIOW CTENEHHU, HaXOAIMMCS Ha FeMOAHANIN3e U
paHee IOJy4YaBIIMM aHTUPETPOBUpPYCHYIO Tepanuto, npenapatr ATA3ZAHABUP-HAHOJIEK
MIPUMEHATH MPOTHUBOTIOKA3aHO (cM. pazzaen 4.3).

I'unepOunupyorHemMus

Y nanueHToB, MOJy4YaBUIMX aTa3aHaBUp, OTMEYAJIUCh Ciydal OOpaTUMOrO YBEITUYEHHUS
CHIBOPOTOYHOM  KOHIIGHTPALIMU HENpsIMOro (cBoOOJHOro) OmnuMpyOHMHA, CBSI3aHHOTO C
naruoupoBanrem ypuauaaudocdar (Y D)-rmokyponosuntpancdepassl (YI'T). Cnenyer ydecTs,
9TO YBEIMYEHUE CHIBOPOTOYHOW AKTHBHOCTH TPAHCAMUHA3, OTMEYAIOIIEECs IMPH IMOBBIMICHHON
CHIBOPOTOYHOM KOHIEHTpallUK OUIUPYOHHA y MAIlMEHTOB, MOJIYYaloINX aTa3aHaBUp, MOXKET OBbITh
BBI3BAHO JIPYTUMH 3a00JICBaHUSMH, TAKXKE COMPOBOKIAMOIIMMHUCS THICPOMINPYOUHEMHCH.
AnprepHaTuBHas aHTupeTpoBupycHas tepanus npenapaty ATAZAHABHWP-HAHOJIEK moxer
OBITh PACCMOTpPEHA, €CIU KENTyXa WIH MOXKENTCHHE CKIIep SBISIFOTCS HEMpPUEMIIEMBIMHU IS
nanuenTa. CHmkenue n03bl npenapara ATASAHABHUP-HAHOJIEK He pekomeHyeTcs, TOCKOJIbKY
3TO MOXET IPUBECTH K MOTEPE TEPANEBTHUECKOTO AP PEKTa U PA3BUTUIO PE3UCTEHTHOCTH.
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COXPAHSIOIIYIOCS CHIBOPOTOUHYIO KOHIICHTpAILMIO OMIupyOrHa, 0ojiee yeM B 5 pa3 mpeBbIAIOIIYIO
BepxHIOI0 rpanuity Hopmel (BI'H).

WHanHaBup TakKke MOXKET ObITh MPUYMHON YBEJIWYECHHUS CHIBOPOTOYHON KOHIICHTPALUU HEMPSMOTO
(cBoOOHOTO) OMIMpyOMHA, cBsizaHHOrO ¢ MHTHOUpoBanueM YI'T. IToaToMy ero ogHOBpeMEeHHOE
npumenenue ¢ npenaparom ATASAHABHP-HAHOJIEK He pekoMeH0BaHoO.

Ymngenue PQ narepsaia

ATtazanaBup MoxkeT yuiHATh PQ u PR uHTEpBanel y HeKoTOpbIX nmarueHToB. CieayeT coOoaaTh
OCTOPOXKHOCTh IIPU IPUMEHEHMM IIpernapara y NalMEeHTOB C HapyILICHUSIMH CepAeYHON
MIPOBOJIMMOCTH (Hampumep, aTpuoBeHTpukyssipHass (AV) Onokama II u III cremenu). Craemyer
coOJI0/1IaTh  OCTOPOXKHOCTh TP  OJHOBpEMEHHOM mnpuMeHeHun Tmpemnapata ATA3AHABUP-
HAHOJIEK c¢ npenaparamu, yanuHstomuMua PQ wuHTepBan (Hampumep, aTe€HOJON, JUIITHA3EM,
Bepariamm).

Ynmuaenue QT uaTEpBAIa

Otmeuanuch ciayyan yanuaenuss QT uHTepBana y HEKOTOPHIX MAMEHTOB B 3aBUCHMOCTH OT J[03bI
arazanaBupa. Cremyer coOytogaTh OCTOPOXHOCTh IPU NMPHUMEHEHHH Tpernapara y MalUdeHTOB C
HapyIICHUsIMU cepiedHor npoBoaumoctu (Hampumep, AV O6nokazna I1 u I crenenn wnm G1okana
mydyka ['mca) W Ha3HA4yaTh €ro TOJNBKO B CIIy4ae, €CIM TOTEHIUMANbHAs IOJbh3a MPEBBIIIACT
BO3MOXXHBIH PUCK OT mpuMeHeHHus mpemnapara. Cienyer cobioaTh 0COOYI0 OCTOPOXKHOCTH MPU
onHoBpeMeHHOM npumeHeHun npenapata ATA3AHABUP-HAHOJIEK c¢ npenaparamu,
yanuusomumMu QT uHTepBan (Harmpumep, KJIapUTPOMULIMH, CAIMETEPOIT), a TAKKE Yy MAIlMEHTOB C
daktopamu pucka (Opamukapausi, BpoxneHHoe yanuHenue QT wuHTepBanma, HapyleHUs
AJICKTPOJIUTHOTO Oayianca).

KoxHas celnb

MakynonamnyJie3Has CbIllb, OOBIYHO OT JIETKOM J0 CPETHEH CTETICHH, MOKET HaOI0IaThCs B TCUECHUE
MEepBbIX 3 HEZCNb OT HavaJla Teparu aTa3aHaBUPOM.

OtmeueHo Takxke paspuTue cuHapoMa CtuBeHca-J[)koHCOHA, MYyJIbTU(HOPMHOU SPUTEMBI,
TOKCHYECKOW KOXKHOM CBIMMK W JICKAPCTBEHHOM peakuuu C HO3MHOPHUINEH M CHCTEMHBIMH
nposisieHussiMu  (DRESS-cunapom). IlanueHTsl MOJDKHBI OBITH MPEIyNpPEKIECHB O BO3MOXKHBIX
MPU3HAKAX U CUMIITOMAaX Pa3BUTUS KOKHOU chinu. CleayeT TIAaTeIbHO KOHTPOJIUPOBATH MOSIBJICHUE
MEPBBIX CHUMIITOMOB KOXHBIX peakuuid y mnanueHtoB. llpuMeHeHue mnpenapara AOKHO OBITH
MPEKPAIICHO MNpPU Pa3BUTHH TSOKEIOW CTENEHM KOKHOW ChIMKA. TIIATENbHBIA KOHTPOJb 3a
COCTOSIHUEM KOKHBIX ITOKPOBOB II03BOJIIET IPOBECTH PAHHIOK JIHATHOCTUKY M HEMEIJIEHHO
MIPUOCTAHOBUTH MPUEM MOAO3PUTEIILHOTO JIEKAPCTBEHHOTO cpeacTBa. [lanrenTam, y KOTOpbIX paHee
ObLII0 OTMEUYeHO pa3BuTue cuHapoMa CtuBeHca-/xoncona u DRESS-cunapoma, accormmupoBanHoe
C aTa3aHaBUPOM, HE CIIEyeT IPUMEHSTh MIpenapar B JajJbHEUIIEM.

Hedpoaurnas u xoieanrnas

B xo7e mocTperucTpaiioHHbIX UCCIIEA0BaHU 110 0€30MacHOCTH MPUMEHEHNUs aTa3anaBupa y BUY-
MHOGUIMPOBAHHBIX MMALMEHTOB OTMEUYAINCH ClTyyau HepoiauTruasa u/uim xoaenutrasa. Hexkoropeim
narreHTaM noTpedoBanach FOCHUTAIN3AMS AJIS IPOBECHUS HEOOXOIMMOH Teparuu, y HEKOTOPhIX
NAIEeHTOB HAOMIOJAINCh OCJOXKHEHUsA. B HEKOTOphIX cilydasx pa3BUTHE HedpoauTHasa
COIIPOBOKAANIOCH OCTPOI IMOYEYHOH HEJOCTATOYHOCTHIO M HapylleHueM paboTsl mouek. Ilpu
HAJIMYUK CUMIITOMOB He(pOIMTHA3A U/WIIH XOJIEJINTHA3a CIIeyeT BpEMEHHO IIPEepBaTh TEPAIUIO WIN
IIOJIHOCTBIO IIPEKPATUTh IIPUEM IIperiapara.

XpoHnyeckas 00I€3Hb ITOYEK

B mepuoa moctperucTpariMoHHOrO HaOMIOAEeHUS ObUTM 3aperHCTPHPOBAHBI CIydal XPOHHYECKOU
6ose3nu nouek y BUY-uHGUIMPOBaHHBIX MAllMEHTOB, MOTYYaOIIMX aTa3aHaBUP C PUTOHABUPOM
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MOKa3aHa B3aWMOCBSA3b MEX]Y YBEITMUEHHEM YacCTOThI PAa3BUTHUA XPOHUYECKOM OOJNE3HHM NOYEK U
COBOKYITHOM SKCTO3UIMEH aTa3zaHaBupa + puToHaBupa y BUU-mHGUIIMPOBAHHBIX MAIMEHTOB C
M3HAYaJIbHO HOPMAJBHOM pacueTHON CKopocThio KiyOoukoBoi ¢uustpanuu (pCK®). Takyio
B3aMMOCBS3b HAOJIO/Ia M HE3aBUCHMO OT SKCHO3WIMU TeHO(oBHpa am3ompokcuiia. Tpedyercs
PEryJIsipHBIA KOHTPOJIb (PYHKIMH ITOYEK Y MAUEHTOB HAa POTSHKEHUH Tepanuu (cM. paszzaen 4.8.).

OaHOBPEMEHHBIN IPUEM C IPYTHMH JISKapCTBEHHBIMH IIpenapaTaMu

He pexomennyercs ogHoBpeMeHHoe mnpuMeHeHue npenapata ATA3AHABHP-HAHOJIEK c
aTopBacTaTHHOM (CM. pa3zen 4.5).

[TockonbKy aTazaHaBHp METAaOONM3HPYETCS B OCHOBHOM mocpeactBoM uzopepmenta CYP3A4,
OJTHOBPEMEHHOE IpPUMEHEHHE Ipernapara M JIEKAPCTBEHHBIX IpPenapaToB, HWHAYLHUPYIOIUX
nzopepment CYP3A4, ve pekomenayercs (cM. paznen 4.5).

Hesupanus, sBisisice uaaykTopom uzohepmenta CYP3 A4, camxaet nelictBue arazanaBupa. Kpome
TOro, U3-3a YBCIIMUCHUSA CBIBOpOTO‘IHOﬁ KOHICHTpAMU HCBUPAIIMHA BO3PACTACT €0 TOKCUYHOCTD,
MMOATOMY JlaHHAsi KOMOWHAIIUS HE peKOMEeHIyeTcs (cM. pasnen 4.5).

KomOuHupoBaHHas Tepanusi arazaHaBUPOM U 3(PaBUPEH30M MPUBOAUT K YMEHBIICHUIO >(dexTa
aTazaHaBUpa, MOXTOMY ee cienyeT wusberath (cMm. pasmen 4.5). Ecnu mpumeHeHue maHHOM
KOMOMHAIMK a0COIIOTHO HEOOXOIUMO, pa3peIacTcs ee MPUMEHSITh TOJIBKO y MAallUeHTOB, paHee He
MOJYyYaBUIMX aHTUPETPOBUPYCHYIO Tepanuto. [Ipu stom npenapatr ATASAHABWP-HAHOJIEK 400
Mr u putoHaBup 200 Mr HazHA4alOT B BHJE OAHOKPATHOW J03bI BO BpeMs €Ibl, a 3(paBUPEH3 —
HaTOIIAK, IEPEe]] CHOM.

OpHOBpeMEHHOE TPUMEHeHHe BoprukoHasona (200 mMr aBa pasa B IeHb) ¢ KOMOMHAIIMEH aTa3aHaBUp
+ pUTOHABUpP y MALIMEHTOB C KaK MHHMMYM OJHUM (YHKIMOHAJIbHBIM aijiesieM u30(hepMeHTa
CYP2C19 npuBoaniio K CHUKEHUIO KOHLIEHTpAalMi BOPUKOHA30J1a U aTa3aHaBHpa B IJIa3ME KPOBH.
OnHoBpeMeHHOE MpUMEHEHHE BopuKkoHa3osa (200 Mr 1Ba pas3a B JIeHb) C KOMOMHAIIMEH aTa3aHABUD
+ PUTOHaBHp y MAMEHTOB 0e3 QyHKUMOHaNIbHOTO ayiens uzodpepmenta CYP2C19 npuBoauso k
MOBBIIIECHUIO KOHIEHTPAllMii BOPUKOHA30JIa M CHIKEHUIO KOHIEHTpAllMU aTa3aHaBUpa B ILIa3Me
KkpoBu. OTHOBpEMEHHOE MPUMEHEHNE BOPUKOHA30JIa 1 KOMOMHAIIMK aTa3aHaBUp + PUTOHABUD HE
PEKOMEHyeTCs, 3a MCKIIOUEHHEM TeX CIIy4yaeB, KOrja IMOTeHIHalbHas IM0JIb3a MPUMEHEHUS
BOPHMKOHA30J1a TpeBbIaeT puck (cM. pasnen 4.5). [Ipu nmpuMeHeHHH Takod KOMOWHUPOBaHHOM
Tepanuu Heo0X0IUMO MPOBOANTH TIATEIHHBIA KOHTPOJIb BOZHUKHOBEHUS MOOOYHBIX A (DEKTOB Mpu
NPUMEHEHUH BOPUKOHA30Ja, a Takke A(PQPEKTUBHOCTH BOPHKOHA30JIa M aTa3aHaBUpa, KOTOpas
MOJKET CHHXKAThCA.

Cunnenadun, taganadui, BapaeHaQHI: IPH OTHOBPEMEHHOM ITPUMEHEHHH HHTUOUTOPOB MPOTEa3bl
BUY ¢ warunburopamu dochoamdcrepaspli-S (DAI-5), MeTabOIM3UPYIOMUMHUCT H30HEPMEHTOM
CYP3A4 u npumeHsieMbIMU Ui JICUCHHS SPEKTHIIBHOW TUC(YHKIUH, BO3MOKHO 3HAUYUTEIHHOE
YBEIIMYCHUE CBHIBOPOTOUYHBIX KOHIICHTpAllUM WHTUOUTOpOoB DJID-5 M ycuieHHe HX MOOOYHBIX
¢ dexToB, cBszaHHBIX ¢ BiausHHUeM DJID-5 (manpumep, apTepuaibHas TMIIOTCH3HS, MPHUAIN3M,
HapyIIeHue 3peHus ) (CM. pazzaen 4.5).

[TpuMeHeHre KOMOMHAIIMY aTa3aHaBUpP + PUTOHABUP OAHOBPEMEHHO € (DIIyTHKA30HA MPOIMMOHATOM
WU IPYTUMH TIIOKOKOPTUKOCTEpOUaaMu, MeTtadommsupywommumucs uzopepmentom CYP3A4, ne
PEKOMEHIOBAHO M BO3MOYKHO TOJBKO B TOM CIydyae, €ClIM IOTEHLMaJIbHAas I0Jb3a TEparnuu
MPEBBINIAET PUCK CHUCTEMHBIX 3(PPEKTOB TIIIOKOKOPTHUKOCTEPOUIOB, BKIIOYas cuHApoM MieHko-
Kymumnra u noxasiaeHrne QyHKIMHU KOPBI HAAMOUYEYHUKOB (cM. pazzaen 4.5). Ilpu HeoOxoaumocTu
npreMa TJIIOKOKOPTUKOCTEPOUJIOB PEKOMEHAYETCS TIMpUeM TpernaparoB, HE SBISIOLIUXCA
cyoctparamu nzopepmenta CYP3A4 (Gexnomeraszon).
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PEKOMEHI0BAHO B BU/1y MOBHIIIEHHOT'O PHCKa PAa3BUTHS TOOOYHBIX A3PPEKTOB CO CTOPOHBI CEPIICUHO-
COCYJIMCTOM CHCTEMBI, CBOMCTBEHHBIX caIMeTepoiry (cM. pazzen 4.5).

Bo Bpewms neuenus npenapatom ATASAHABHWP-HAHOIJIEK He pekomeHayeTcsi OJHOBPEMEHHOE
Ha3HA4YCHHE HHTUOUTOPOB MPOTOHHOM MOMIIBI (CM pazjaen 4.5). IX Ha3HavyaroT TOJIBKO B TOM CIIyvae,
€CIi MX TPUMEHEHHUE SBISETCS 00s3aTenbHbIM. PeKoMeHIyeTcss TIIATeIbHBIH KIMHUYECKUN
MOHUTOPHHT COCTOSIHUSI TallMeHTa W TpuMeHeHue komOunammu npenapatr ATA3AHABUP-
HAHOJIEK 400 mr + putonasup 100 mr ¢ omenpa3osioMm B MakCUMaJIbHOM 03¢ 20 Mr OAuH pa3 B
JeHb (WIM APYTMM IpenapatoM W3 IPyMHIbl MHTMOUTOPOB MPOTOHHOW NOMIIBI B SKBHUBAJEHTHOU
nose). He pekomenryercst mpuMeHsATh OMEIpa3od B o3e Oosiee 20 Mr B CyTKH (MJIH APYTOH Mpenapar
U3 TPyl HHTUOMTOPOB MPOTOHHOM MOMITBI B 9KBUBAJIEHTHON 103€).

OnHOBpeMEHHOE IPUMEHEHHE aTa3aHaBHpa C TOPMOHAIBHBIMU KOHTPAIEITUBAMH WJIM OPAIbHBIMU
KOHTPALENTUBHBIMU CPEACTBAMH, COAEPKAIMMH IIPOreCTareHbl, OTIIMYHBIE OT HOprecTuMaTa Win
HOPATHUHAPOHA, HE U3yYaIOCh U TOITOMY HE pEKOMEHI0BAaHO (CM. pazzen 4.5).

IlonmxeHHAas KUCIOTHOCTD JKEIYA0YHOTO COKa (HOBI)IH_ICHI/IC 3HauyeHHA pH >xenmymogHoro COKa)

CpIBOpOTOYHAsI KOHLIEHTpALMsl aTa3aHaBUpa MOXET CHUKAThCS NpPU yBEIWYEHMM 3HaueHus pH
YKEJTYyJOYHOI'0 COKA HE3aBUCHUMO OT IIPUYUH, BbI3BABILKX TO YBEIUYCHUE.

OcTeoHekpo3

HecMoTpst Ha TO, YTO 3THOJIOTHS OCTEOHEKPO3a CUUTACTCS MHOTO(MAKTOPHOH (BKITIOYast IPUMEHEHHE
KOPTHKOCTEPOUIOB, IMPUEM AJIKOTOJIS, TSHKEIYI0 UMMYHOCYTIPECCHIO, YBEIIMYCHUE HHJIEKCA MAaCChI
Tena), Clydau OCTEOHEKpOo3a OCOOCHHO YacTO BCTPEUYAUCH Y IMAIMEHTOB C TO3IHUMH CTaIUSIMH
BUY-undexiuu n/vnm Ha GOHE ATUTEIBHON SKCIO3UIIMU KOMOMHUPOBAHHOW aHTHUPETPOBUPYCHOM
tepanmuu  (KAPT). IlanmueHToB crnemyeT mnpeaynpenauTb O HEOOXOIUMOCTH oOOpaiieHus 3a
MEIWIIMHCKOW TOMOIIBIO MPH Pa3BUTHH TaKUX MPHU3HAKOB, Kak OOJb W JIOMOTa B CyCTaBax,
CKOBaHHOCTb WJIM 3aTPyAHEHHE JBI)KCHUI B CycTaBax.

€T
Bezonacrnocmo

[Tpoduib 6e30macHOCTH aTazaHaBUpa y JIeTel ¢ Maccoil Tena 35 Kr U BBIIIE COMOCTaBUM C TAKOBBIM
Y B3pOCIIBIX MMALIUEHTOB.

beccumnromHoe yuyinHenne natepsana PR Ha anextpokapauorpamme (OKI') y nereii 1 monpocTkos
PETUCTPUPOBANIN Yallle, YEM Y B3POCTBIX. Y JeTel U MOJPOCTKOB PETUCTPUPOBAIIN OECCUMIITOMHYIO
AV o6nokany I u II ctenenu (cm. pazzaen 4.8.). CregyeT co0mo1aTh OCTOPOKHOCTD IPU IPUMEHEHUH
MpenaparoB, CIIOCOOHBIX BBI3bIBATH yiiMHeHHE WHTepBaia QT. V nmereld M MOAPOCTKOB ¢ paHee
JIMarHOCTUPOBAaHHBIMU HapymieHusMu npooaumoctu (11 unm 6osee Bbicokast creneHb AV 010Kabl
unu Onokaael HOkek myuka ['mca) mpemapar ATASAHABUP-HAHOJIEK cnenyer mpumeHsTh ¢
OCTOPOXKHOCTBIO U TOJIBKO B TOM CIly4yae, €CJIM T0Jb3a MPEBbIIIAeT pucK. PeKoMeH10BaH KOHTPOJIb
GbyHKIHMH cep/ria, UCXOs U3 KIMHUYECKUX MPOSBICHUN (Harpumep, OpaauKapans).

D hexmusnocms

ATazaHaBup + puTOHaBUP ObLI HEIPPEKTUBEH MPOTHUB BUPYCHBIX IITAMMOB C MHOTOYHCIIEHHBIMH
MyTalUsIMHA PE3UCTEHTHOCTH.

BcnomMorarenpHBIE BEIISCTBA

Jlakmosa

JlaHHBIN JEKApCTBEHHBIA MpenapaTr He clieyeT MPUHUMAaTh MalMeHTaM C PEAKO BCTpeyarolieics
HAaCJEACTBEHHON HENEepPeHOCHUMOCThIO TallaKTO3bl, JAKTAa3HOM HEIOCTATOYHOCTHIO WIIM TIIFOKO30-
TaJIaKTO3HON MabaOCcopOIIrei.
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B3aNMOIeHCTBUA

[Ipy ogHOBpeMEHHOM MPUMEHEHMM aTa3aHaBUpa M PUTOHaBHpa NPOPUIb METa0OIUYECKOrO
B3aMMOJICHCTBHS JIGKAPCTBEHHBIX CPEACTB JJsI PUTOHABHpA MOXET INpeo0siafarh, MOCKOIBbKY
pUTOHABHUP SABIIIETCS O0JIee MOITHBIM HHTHOUTOpOM n3odhepmenta CYP3 A4, uem atazanasup. [lepen
HavaioM Tepanuu npenapatom ATA3AHABHUP-HAHOJIEK wu puToHaBUpOM HEOO0XOIUMO
03HAaKOMUTbHCS ¢ 00IIEeH XapaKTepUCTUKOM JIEKapCTBEHHOTO MpernapaTa Jjisl puTOHaBUpA.

ATtazaHaBup MeTabonu3upyercs B nedeHu nocpeacrsoM mzodepmenta CYP3A4. O mopasisier
modepmerr CYP3A4. Takum oOpa3oM, TPOTHBONOKA3aHO TMPUMEHEHHWE IMperapara
ATA3AHABHP-HAHOJIEK c 5ekapcTBEeHHBIMU IpenaparamMu, SBISIOUIMMHCA CyOcTpaTamu
m3odepmernta CYP3A4 u umeronuMu y3Kuil TepareBTHUECKUN WHICKC: KBETHAIWH, JIYPa3HJIOH,
any303UH, acTeMH30J, Tep(peHaauH, UU3ANpPUI, MUMO3UJA, XUHUIUH, OCTPHAWI, TPHA30JIaM,
MHU/a30J1aM Ul T[pHeMa BHYTPb, JIOMHUTANMJ M aQJKAJOWJbl CHOPBIHBH, B OCOOEHHOCTH C
3ProTaMMHOM U JTUTHIPOIPrOTAMUHOM (CcM. pa3zaen 4.3.).

OnnoBpemennoe mnpuMmenenue tnpenapatra ATA3AHABUP-HAHOJIEK ¢ npenaparamu,
COZIep KalIMMHU T'Pa30NpPEBUP, BKIIOUasi KOMOMHUPOBAHHBIE MTPENapaThl ¢ GUKCUPOBAHHBIMH 103aMHU
rpasonpeBupa + 310acBupa, MPOTUBOIIOKA3aHO M3-3a MOBBILICHUS KOHIIEHTPAIMil rpa3onpeBrpa u
3H6aCBI/Ipa B IUIa3MC KPOBU U MNOTCHHUAJIBHOTO YBCIWYCHHA PHCKA IMOBBIIICHUA CBIBOpOTO‘IHOﬁ
aKTUBHOCTH allaHuHamMuHoTpaHcdepasbl (AJIT), cBI3aHHOTO C MOBBILICHHBIMU KOHIEHTpPALUSIMU
rpasomnpeBupa (cm. pazaen 4.3.).

OnnoBpemennoe npumenenue mnpemnapara ATASAHABHUP-HAHOJIEK ¢ kxomMOWHUPOBaHHBIMU
npemapaTamMu ¢ (UKCHPOBAHHBIMHU J03aMH TJIEKalpeBUpa + MUOpPEHTACBUpA MPOTHUBOIMOKA3aHO B
CBSI3U C MOTEHIUAJIbHBIM YBEJIMUYECHUEM PUCKA MOBBIIIEHUS CHIBOPOTOUYHOM akTuBHOCTH AJIT n3-3a
3HAYUTEIBHOTO YBEJIMYEHUS KOHICHTPAIUN TJIeKanpeBrpa U MHOpPEHTacBHpa B IUIa3Me KPOBH (CM.
paznmen 4.3.).

Jlpyrue B3auMoaeCTBUSA

B3aumMoneiicTBus aTa3aHaBUpa U JPYTUX JIEKaPCTBEHHBIX IPENAapaToOB NEPEYHUCIICHbI B TA0INIIE HUXKE
(yBenMUEHHE YKa3aHO KaK «7T», CHMIKEHUE - KaK «|», OTCYTCTBUE MU3MEHEHHUHl - Kak «<»). Ilpu
HaMuuuu B ckoOkax ykasbiBatoTca 90 % noseputenbHble uHTepBanbl ([IU). MccnepoBanus,
yKka3zaHHble B TaOnuiie 2, mpoBOIMIN € yYaCTHEM 30POBBIX JOOPOBOJIBIIEB, €CIIM HE YKAa3aHO HHOE.
CrouT OTMETUTh, YTO MHOTHE HCCIECIOBAaHUS NPOBOAMIM C INPUMEHEHHUEM HEYCUICHHOIO
aTa3aHaBHpa, TO €CTh HE B PEKOMEHI0BAaHHOM peXMMe IPUMEHEHHUs aTa3aHaBupa (cM. paznen 4.4.).

Taoauna 2. BzaumoaeiicTBue aTa3aHAaBUPA € IPYTHUMH JIEKAPCTBEHHBIMU NpenapaTaMmu

JlekapcTBeHHBbIE
npenaparsl no 06J1acTu . PexoMeHIa1IUH OTHOCHTEIBHO
B3aumopeiicTeue
TepaneBTHYECKOro OHOBPEMEHHOT0 PUMeHEeHUs
NpUMeHeHHUs
NPEIMAPATHBI AJ1d JJEYUEHUS BUPYCHOI'O T'EITATHUTA C
I'pazonpeBup 200 wmr | [Inomans moxa (apMakokmHeTHUYECKOW KpuBOH | OmMHOBpEeMEHHOE MIPUMEHECHHE
OJMH pa3 B CYTKH «xoHueHTpauus — Bpemsi» (AUC) arazaHaBupa: | ata3aHaBupa W TpasonpeBupa +
(arazanaBup 300 mr + | 143% (130% 157%) 9s10acBUpa MPOTHBOIIOKA3aHO W3-3a
putonaBup 100 mMr onuH | MakcumanbHas KOHILIEHTpaLus (Cmax) | cylIeCTBEHHOTO MHOBBIIICHUS
pa3 B CyTKH) aTazaHaBupa B IutazmMe kpoBu: 112% (11% | xkoHueHTpaumii rpasompeBupa B
124%) Ij1a3Me KPOBH U CBA3aHHOIO C 3TUM
MunnmManbHas KOHIIEHTpaLus (Cmin) | MOTEHIMATBLHOTO YBEIWYEHHS PUCKA
arazaHaBUpa B IJIa3Me KPOBH: noBbiieHus: aktuBHOCTH AJIT B
123% (113% 1134%) Ta3Me KpoBH (cM. pazaen 4.3.).

AUC rpaszomnpesupa: 1958% (1678% 11339%)
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Chuin Tpa3zomnpeupa: 11064% (1696% 11602%)

Konnenrpanuu rpasomnpesupa B 3HaUUTENbHOU
CTENEHU TMOBBIIIATNCH MPU COIYTCTBYIOLIEM
NPUMEHEHUH aTa3aHaBupa + pUTOHaBUpA.

Jabacsup 50 Mr oguH
pPa3 B CYyTKH
(arazanaBup 300 mr +
putonasup 100 mMr omuH
pa3 B CyTKH)

AUC arazanaBupa: 17% (2% 117%)
Cnmax aTazanasupa: 12% (14% 18%)
Cmin aTazanaBupa: 115% (12% 129%)

AUC anbacBupa: 1376% (1307% 1456%)
Crax 21m0acBupa: 1315% (1246% 1397%)
Chin 2m06acBupa: 1545% (1451% 1654%)

Konuenrpauyuu s10acBupa MOBBILIAIUCH TIPH
COITyTCTBYIOLIIEM MPUMEHEHMU aTa3aHaBHpa +
pHUTOHABUpA.

BemmatacBup 100 mr + | AUC codocoysupa: 140% (125% 157%) Cmax | OXkugaercs, 4YTO OXHOBPEMCHHOC
BokcuanpeBup 100 mr | codocOysupa: 129% (19% 152%) IIPUMEHEHUE aTa3aHaBHpa c
+ codocoysup 400 mr IpenapaTamy, coJiepxKaIUMU
OTHOKPAaTHO® AUC emmnaracsupa: 193% (158% 1136%) Cumax | BOKCHITAIIpEBHD, YBEIIMYUT
(atazamaBup 300 mr + | BemmaracBupa: 129% (17% 156%) KOHLEHTPALUIO  BOKCHJIAIIPEBUPA.
putonasup 100 mMr omuH OmnHOBpeMeHHOE MIpUMEHEHHE
pa3 B CyTKH) AUC Boxkcunanpesupa: 1331% (1276% 1393%) | arazaHaBmpa u [IpenapaTos,

Crax Bokcumanpesupa: 1342% (1265% 1435%) | comepkamux BOKCHJIATIPDEBHP, HE

PEKOMEHIOBAHO.

* I'paHu1pl OTCYTCTBHS (PAPMAKOKMHETHYECKOTO

B3aumojeiicteus 70 — 143 %

BnusHMEe Ha O9KCIO3MIMIO ara3aHaBUpa H

pUTOHABHUpA HE U3y4allOCh.

OxumaeMoe:

<> aTazaHaBUP

<> PUTOHABHP

Mexanuzm B3aMMOJICHCTBUS MEXIY

aTa3aHaBHPOM + PUTOHABUPOM U cOPOCcOyBUPOM

+  BeNmaTacBUpoM +  BOKCHJIANIPEBUPOM

3akiroyaercsi B uarnouposanun OATP1B, P-gp

u nzodepmenra CYP3A.
I'nexanpesup 300 mr + | AUC rnexanpesupa: 1553% (1424% 1714%) OnHoBpeMeHHOE IIPUMCHEHUE

muodpentraceup 120 wmr
OJWH pa3 B CYTKH
(arazanaBup, 300 mr +
putoHasup, 100 Mr oguH
pa3 B cyTKu™)

Chax Tiexanpesupa: 1306% (1215% 1423%)
Cuin Tiekanpesupa: 11330% (1885% 11970%)

AUC nubpenracsupa: 164% (148% 182%)
Crmax muOpenTacsupa: 129% (115% 145%)
Chin mHOpenTacsupa: 1129% (195% 1168%)

* CoolmaeTcss O BIUSHUW ara3aHaBUpa |
pUTOHABUpA Ha NEPBYIO J03y IJIEKaNpeBHUpa U
nuOpeHTacBupa

aTa3aHaBHpa C TJIEKalpEeBHpPOM +
MUOPEHTACBUPOM IPOTHBOIIOKA3aHO
B CBA3M C  TOTCHIUAJIBHBIM
YBEIMYCHUEM pHUCKA MOBBIIICHHS
aktuBHocTH AJIT B mma3sme KpoBH
n3-3a 3HAYNTEIBHOTO YBEIHYCHUS
CBIBOPOTOYHBIX KOHIICHTPAH
TIIeKaNpeBUpa U MIOpEeHTAcBHPa (CM.
paznen 4.3.).

AHTUPETPOBUPYCHBIE IPEITAPATBI

Hneubumoper npomeasvi: ONHOBPEMEHHOE INPUMEHEHHE aTa3aHaBUpa + PHUTOHABHpPAa W IPYIMX WHTHOMTOPOB
npoTeasbl He U3y4aJoch, OJJHAKO OXKMIAETCS IOBBIIICHHE DKCIO3HUIMH APYTHX WHTHOWTOPOB MPOTEa3bl IPH TAaKOM
npuMeHeHnu. Takum 00pa3om, NogoOHOE OHOBPEMEHHOE IPUMEHEHNE HE PEKOMEHIYETCsI.

Putonasup 100 mr ogqun
pa3 B CYyTKH
(arazanaBup, 300 Mr oguH
pa3 B CyTKH)

AUC arazanaBupa: 1250% (1144% 1403%)*
Crmax aTazanaBupa: 1120% (156% 1211%)*
Cmin aTazanaBupa: 1713% (1359% 11339%)*

Putonasup B 1o3e 100 Mr oauH pa3 B
CyTKM MpPHUMEHSIOT AN YCUICHUS
(hapMaKOKMHETHKH aTa3aHaBUPA.
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Mmr u puroHasup 100 mr (n=33) cpaBHUBaIH C
atazaHaBupoM B no3e 400 mr Oe3 puToHaBHpa
(n=28).

Mexanuszm B3aMMOJCHCTBHUSI MEXKITY
aTa3aHaBUPOM W PUTOHABHPOM 3aKIIIOUAETCS B
niogasyiennu n3opepmenta CYP3A4.

Nununasup

MNupunaBup CBsi3aH € pa3BUTHEM HEMPSIMOM
HEKOHBIOTUPOBAHHOW  THIEPOMINPYOHHEMUH
u3-3a nogasieHus YI'T.

OmgHOBpEMEHHOE MIPUMEHECHHE
aTa3aHaBupa ¥ HMHIMHABHpa He
pekoMeH10BaHo (cM. pazaen 4.4.).

Hyxneozuonvie/nyxneomuonvie uneubumopuvt oopamnou mpanckpunmasol (HUOT)

JlamuByaun 150 mr aBsa
paza B  CyTkm +
3upoByauH 300 mr aBa
pa3a B CyTKH
(arazanaBup 400 Mr oguH
pa3 B CyTKH)

3HaunMMoe BJIMSTHHUC Ha KOHICHTpaunu
JIJAMUBYJWHA U 3UJOBYAHA HE Ha6moz[an005.

Vcxons w3 npeacTaBiIeHHBIX JaHHBIX
1 BBHIY TOTO, YTO PUTOHABHp €IBa

bivvt OKa3bIBaeT 3HAYIMOE
BO3JICHCTBUEC Ha (hapMaKOKUHETUKY
HUOT, OJIHOBPEMEHHOE

MPUMCHCHUC NAaHHBIX IpENapaToB HU
aTazaHaByUpa Bpiad JIM HOPUBCACT K

3HAUUTEIEHOMY U3MEHEHUIO
9KCTIO3UIINHT OJTHOBPEMEHHO
MIPUMEHAEMBIX JIEKapCTBEHHBIX
MIPEnapaTos.
AbakaBup He OXKHIACTCH, qTo OJHOBPEMEHHOE
npuMeHeHne — abakaBupa W aTa3aHaBHpa
MpUBENET K 3HAYUTEIBHOMY  MOBBIIICHHIO a
JKCIIO3UIINHY abaKkaBUpa.
Hunanosur  (OydepHble | ATa3aHaBHp, OJHOBpPEMEHHOE TpUMEHEHHE C | JIWmaHO3WH ClieayeT IPUMEHATh
tabnerkn) 200 wmr + | mupasosuH (ddl) + craByaun (d4T) (Haromak) HAaTOIlaK 4epe3 2 dYaca Mocie
craBymud, 40 wmr, o6a | AUC arazanaBupa: |87 % (192% [79%) IIPUMEHEHHs aTa3aHaBHUpa C MHUIIEH.
OJHOKPaTHO Cmax aTazanasupa: [89% (194% |82%) He oxupaercs, 4To 0JHOBpEMEHHOE
(arazanaBup 400 wr, | Cmin aTazanaBupa [84% (190% |73%) IIPUMEHEHUE CTaByAMHA u
OJTHOKpAaTHasl 103a) aTa3aHaBHpa NIpUBEET K
AtazanaBup uepe3 1 u mocne ddl + d4T | 3HaumrensHOMY MOBBILICHUIO

(Haromak)

AUC arazanaBupa <3 % (136% 167%)
Cnmax aTazanasupa 112% (133% 118%)
Chin aTazaraBupa 3% (139% 173%)

KoHnenrpaun aTazaHaBHUpPa 3aMETHO
CHIKAJIMCh TIPH OJHOBPEMEHHOM INPHUMEHEHHN
nunaHo3unHa (OydepHbie TaONETKH) U CTaBYIMHA.
MexaHu3M B3aUMOJICIHCTBUS 3aKJIIOYacTCs B
CHWKEHHUHM pPacTBOPUMOCTH aTa3aHaBHpa C
yBenu4YeHueM pH, CBA3aHHBIM C NPHCYTCTBUEM
AHTALUIHOTO cpefcTBa B OydepHBIX TabneTkax
JHMIaHO3MHA.

3HaynMMoe BJIMSTHHUC Ha KOHICHTpaunu
JUIAHO3WHA U CTaByAMHA HC OTMEYAJIOCh

9KCIO3HUIINHU CTaBYIMHA.

JAupano3un  (KamcyJibl
KHIIeYHOPACTBOPHMbIE)
onHokpaTtHo 400 mr
(arazanaBup 300 Mr oguH
pa3 B CYTKHU c
putoHasupoMm 100 wMr
OJIMH pa3 B CyTKH)

Junano3us (¢ mumeit)

AUC munanosuna: [34% (141% [27%)
Crmax munanosuHa: |38% ((48% [26%)
Chin Iugano3una 125% (8% 169%)

3HAUUMOT0  BIMSIHUSL ~Ha  KOHLEHTpPALMU
aTazaHaBMpa [P IPUMEHEHUH C JANUJIaHO3UHOM B
KHIIEYHOPACTBOPUMOH dopme HE
3aperuCTPUPOBAHO, OJHAKO TMPHMEHEHHE C
MUIIEH CHUKAIO KOHIICHTPALUH AUAaHO3HHA.
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Tenoposupa

AU30MPOKCcHIA hymapaT
300 Mr oauH pa3 B CyTKH
(arazanaBup 300 Mr oguH
pa3 B CyTKH U PUTOHABHP
100 Mr onuH pa3 B CyTKH)

300 wmr TtenodoBupa
IU30TIpoKcmIa (ymapara
SKBHUBAJICHTHO 245 wr
TeHO(oBHMpa
JIM30IPOKCHUIIA.
HccnenoBanusi,

NIPOBEJICHHBIE C y4aCTHEM
BUY-nHpuUIMpOBaHHBIX
MalYeHTOB

e
)

AUC arazanaBupa: [22% (135% [6%)*

AR DD TR0

Crmax atazanasupa: | 16% ({30% «—0%)*
Cuin aTa3anaBupa: [23% (143% 12%)*

* B KOMOWHHMPOBaHHOM aHaJIM3€ HECKOJBbKHX
KIMHUYECKHX HCCIIEJOBAaHUN aTa3aHaBHp +
puronasup 300 + 100 Mmr, mpuMeHseMBIe C
TeHO(OBHpa OU3O0MPOKCHIA (pyMapaToM B J03€
300 mr (n=39), cpaBHUBaNKM ¢ KOMOMHanuei
aTtazaraBup + purorasup 300 + 100 mr (n=33).

OddeKkTUBHOCTh aTa3aHaBHpa + PUTOHABHpA B
KOMOMHAIMKA C TeHO(OBUpA JU3OMPOKCHIA
(dbymapaToM y  TAlNMCHTOB, paHEe  yXKe
MOJyYaBIINX Tepamuio, Oblla [MOKa3aHa B
KIIMHUYeCKOM  ucchepoBanun 045 wu y
MAIMEHTOB, paHEee HE IMOJYYaBINUX JCYCHHS, B
uccnenoBanuu 138 (cm. pasmenst 4.8. u 5.1.).
MexaHuzm B3aUMOIEUCTBUSA MEXAY
aTa3aHaBHUPOM H TEHO(OBHpa AM3OIPOKCHIIA
(hymapaToM HEM3BECTEH.

TeHO(OBUpa JU30MPOKCHIA
¢dymapara u aTa3aHaBHpa
pPEKOMEHyeTCs, YTOObl aTazaHaBHp
300 Mr mpUMEHsUIM ¢ PUTOHABUPOM
100 Mr u TeHOOBHpPA TU3OIIPOKCHIIA
¢dymaparom 300 mr (BCe OTHOKpPATHO
C TIUIIEeH).

TenodoBupa

Ausonpokcuaa gpymapar
300 Mr oauH pa3 B CyTKH
(arazanaBup 300 Mr oguH
pa3 B CyTKH U PUTOHABHP

AUC TteHodoBupa aum3onpokcmia (ymapara:
137% (130% 145%)
Cmax TeHO(OBHpa IU30NpOKcHIa (ymapara:
134% (120% 151%)
Cmin TeHOQOBHpa IM30NpOKCHIA (ymapaTa:

ITanmeHTH! HOMKHBI HAXOAUTHCS TOA
NPUCTANbHBIM ~ HAOMIOJCHUEM Ha
Cilyyail pa3BUTUS HEKEIATEIbHBIX
peakLuii, BKJIIOYAsh HapyIIEHUS CO
CTOPOHBI II0YEK, NMPH NPUMEHEHUU

100 mr onuH pa3 B cytkn) | 129% (121% 136%) TeHO(OoBUpa JH30IIPOKCHIIA
¢dymapara.

300 wmr TenodoBupa

J30npokcuia Qpymapara

9KBHUBAJIGHTHO 245 wr

TeHO(pOBHpA

JTM30TIPOKCHIIA.

Henyxneosuonwvie uneubumoput oopamuou mpaunckpunmasol (HHUOT)

Jdasupens 600 mr oqun | AtazanaBup (mocie TONYIHS): Bce mpenapatsl | OIHOBpEeMEHHOE MIPUMEHECHHE

pa3 B CYTKH TMPUMEHSUTUCH C THIIEeH s¢aBupeH3a W aTa3aHaBHpa HE

(arazanaBup 400 mr ommH | AUC atazanaBupa: «>0% (9% 110%)* PEKOMEH/IOBaHO (cM. pa3znen 4.4.).

pas B CYTKH ¢ | Cmax aTazanaBupa: 117% (18% 127%)*

puronaBupoM 100 wmr | Cpin atazanaBupa: |42 % ({51% |31%)*

OJIMH a3 B CYTKH)

Jdasupens 600 Mmr ogun

pa3 B CYTKH
(arazanaBup 400 Mr oguH
pa3 B CYTKHU c

putonaBupom 200 wr
OJIMH pa3 B CYTKH)

ATta3zanaBup (Iocie TOJYIHsI): BCE Mpernaparsl
MPUMEHSUTUCH C MHUIIEH

AUC arazanaBupa: «>6% (| 10% 126%)*/**
Crmax aTazanaBupa: «>9% (5% 126%)*/**

Chin aTazanaBupa: <> 12% (| 16% 149%)*/**

* mpW cpaBHEHWHW C arazaHaBupoMm 300 mr +
puronasupoM 100 MT ofHH pa3 B CyTKH BEYEPOM
6e3 sdasupensza. CHmxkenne Cmin aTazaHaBUpPA
MOJKET OTPHUIATEITEHO CKa3aThCs Ha
¢ peKTuBHOCTH  ara3aHaBUpa.  MexaHH3M
B3aUMoOJieiicTBUsl d(daBUpeH3a W aTazaHaBHpa
cocTouT B nHAYKIMU n3opepmenta CYP3A4.

** Ha ocHoBaHHH CpaBHCHUSA C IMOJTYYCHHBIMU
paHec JaHHbIMU.

HeBupanuu 200 mr aBa
pa3a B CyTKH
(arazanaBup 400 MT OMH
pa3 B CYTKHA c
putonaBupom 100 wmr
OJIMH Pa3 B CYTKH)

AUC neBupanuna: 126% (117% 136%)
Crax HeBUpanmaa: 121% (111% 132%)
Chin HeBHpanmHa: 135% (125% 147%)

AUC artazanaBupa: [19% ({35% 12%)*
Chax atazanaBupa: <2 % (|15 % 124%)*

OpHOBpEMEHHOE MIPUMCHCHHE
HeBHpalMHa ¥ aTa3aHaBHpa He
pexomeHoBaHo (cM. pasnen 4.4.).
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Cmin aTa3anaBupa: |59% (|73% |40%)*
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* Tlo cpaBHeHuio c¢ arazaHasupom 300 mMr u
puronasupom 100 wMr ©Oe3 HeBupamuHa.
CHuxeHue Chin aTazaHaBHpa MOKET
OTpHLATENIFHO CKa3aTbCd Ha dS(QPEKTUBHOCTH
aTa3aHaBHpA. MexaHu3m pas3BUTHS
B3aUMOJICHCTBUSI HEBHpAIIMHA M aTa3aHAaBHpPa
coctouT B HHAYKIMH m3odepmenta CYP3A4.

Hnzubumopuvl unmezpa3zol

PaarerpaBup 400 wmr
JABa pa3a B CYTKH
(aTazaHaBuUp + pHUTOHAB

up)

AUC panrerpasupa: 141%
Chmax panTerpasupa 124%
Ci24 panrrerpasupa 177%

Mexanuszm
UGTIAL.

3aKJII04acTCAa B IIOoJaBJICHU N

Jlyist panterpaBupa U3MEHEHHUS 1035l
He Tpebyercsl.

AHTUBNOTUKU

Kaapurpomunmn 500 mr

AUC xnaputpomuiuna: 194% (175% 1116%)

Heso3moxxHO JAaTb pPEKOMCHAALUU

ABa pa3a B CyTKH Crmax knaputpomunuHa: 150% (132% 171%) KacareabHO CHIDKCHUS JIO3BL;
(arazanaBup 400 Mr omuH | Cpin kimapurpomuaa 1160% (1135% 1188%) | mostomy cienyeT co0uoaTh
pa3 B CyTKH) OCTOPOKHOCTh MIPU OJHOBPEMEHHOM

14-OH x1apuTpoMUIIUH MIPUMECHEHUH arazaHaBHpa c

AUC 14-OH xmapurpomurmaa: |[70% (|74% | KIapATPOMHIIHHOM.

166%)

Cmax 14-OH xmapurpomunmaa: [72% (]76%

167%)

Cmin 14-OH xmaputpomummHa: [62% ([66%

158%)

AUC arazanasupa: 128% (116% 143%)

Chmax aTazanaBupa: «—>6% (7% 120%)

Cuin aTa3anaBupa: 191% (166% 1121%)

CHmKeHHEe 03Bl KIAPUTPOMHIIMHA MOXKET

TIPUBOIUTH K cyOTepaneBTHYECKIM

KoHneHTparsiM 14-OH kmapuTpoMuInHa.

MexaHu3m B3aMMOAECUCTBUS KIAPUTPOMHUIIHA 1

aTa3aHaBHpa COCTOHT B TIOJABJICHIH

n3oepmenra CYP3A4.

NPOTUBOI'PUBKOBBIE ITPEITAPATBI

Ketoxkona3zon 200 wmr | 3Haunmoro  BiAMsSHUS ~ Ha  KoHUeHTpauuu | Keroxonaszon u WUTPaKOHAa30J1
OJIHH pa3 B CYTKH aTazaHaBHMpa HE 3aPErUCTPHPOBAHO cienyer MIPUMCHSTH c
(arazanaBup 400 Mr oguH OCTOPOKHOCTBIO BMECTE c
pa3 B CYTKH) aTa3aHaBHPOM +  PUTOHABHPOM,

Hrpakonazon

HtpakoHaz3o:, mog00HO KETOKOHA30IY, SABISICTCS
MOII[HBIM HMHTHOUTOPOM, a TaKke CyOcTpaTrom
nzopepmenta CYP3A4.

Ha ocHOBaHMmM JaHHBIX, ITOJTYYCHHBIX 110 IPYTUM

YCWIICHHBIM ~ HMHTHOMTOpPaM  IpoTeassl U
KeTokoHa3onmy, korma AUC keTokoHa3ona
JEMOHCTPHPOBAJO  3-KpaTHOE  yBEJIUYCHHUE,

OKHJAeTCs, YTO KOMOWHAmws aTa3zaHaBup -+
PUTOHABHP MOXET TMOBBICUTh KOHIICHTPAITUH
KETOKOHA30J1a WJIM UTPAaKOHA30Ja.

BBICOKHME JI03bl KETOKOHa30/a M
uTpakonasoia (> 200 Mr B CyTKH) HE
PEKOMEHIYIOTCSL.

Bopukonazon 200 wmr
JBa pa3a B CyTKH

AUC Bopukonazona: [33% (142% [22%)
Crmax Bopukonazona: [ 10% (122% [4%)
Chin BopukoHazoina |[39% (149% [28%)

OHHOBpeMeHHOC MMPUMCHCHUC
BOpPpUKOHA30Jla MW aTa3aHaBupa C
PUTOHABUPOM HE PEKOMCHAYETCH, 3a
HUCKJIIIOUCHHUCM CJ1y4Jacs, Korjga
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(arazanaBup 300 mr +
puroHasup 100 Mr ogux
pa3 B CyTKH)

HaIII/IeHTLI KaKk MUHUMYM

AUC arazanasupa: [12% ({18% [5%) T

~OHeHRA- COOTROMICHMS ~«Tob3a- =

Crmax atazanaBupa: | 13% (120% |4%)
Cumin aTazanasupa |20 % (128% |10%)

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

c omHUM | Cpax puToHaBupa: [9% (|17% «—0%)

(yHKINOHATHHBIM Chin puToHaBupa: [25% (135% |14%)

amierieM  n3ogepMeHTa

CYP2C19. YV OONBIIMHCTBA IMAIMEHTOB KaK MHUHUMYM C
OJTHUM (bYHKIHOHATIBHBIM ajnenaeM
nzopepmenra CYP2C19 oxumaercss CHUKCHHE
JKCMO3UIIMK KAk  BOPHUKOHA30Jla, TaK W
aTa3aHaBHpA.

Bopukona3zoa 50 mr aBa
pa3a B CYTKHU

(arazanaBup 300 mr +
putoHasup 100 Mr ogux
pa3 B CyTKH)

TTamueHTRI oe3
(YHKIMOHAIBHOTO
aens n3odepMeHTa
CYP2C19.

AUC Bopukonazona: 1561% (1451% 1699%)
Cumax Bopukonasona: 1438% (1355% 1539%)
Cmin BopukoHasouna: 1765% (1571% 11020%)

AUC arazanasupa: [20% ({35% [3%)
Cmax aTazanasupa: | 19% (|34% «—0,2%)
Chin aTazanaBupa: |31 % (146% [ 13%)

AUC puronasupa: [11% (120% |1%)
Chax putonasupa: | 11% ({24% 14%)
Chin puToHaBmpa: | 19% (135% 11%)

Y  HebompIIOro  4mcia
(hyHKIIMOHATILHOTO ajens n3opepMeHTa
CYP2C19 OXKHMJIACTCS 3HAYUTEIILHOE
MOBBILIEHUE SKCIIO3ULIUH BOPUKOHA30JA.

[IalUeHToB  0e3

PUCK» U1l MMaUCHTa OIpaBAbIBACT

NPUMEHEHHEe BOPHMKOHa3zojla (cM.
pasgen 4.4.).

Ecnn  TpeOyercs  mpuMeHeHue
BOPHKOHA30JIa, II0 BO3MOXHOCTH

HEOOXOJMMO OIPENENIUTh TeHOTHII
nm3odpepmenra CYP2C19 manmenra.

Takum 00pa3oM, eciii HEBO3MOXHO

n30exaTh TIPUMEHEHUS
KOMGI/IHa]_II/II/I, MIPUMCHUMBI
Clieylollie  pPeKOMEHJaluu B
3aBUCHMOCTH oT cTaTyca
n3odepmenra CYP2C19:

* Yy TalUMeHTOB KaKk MHHUMYM C
OoIHUM (DYHKLIMOHAJIBHBIM aJulesieM
m3odpepmenra CYP2C19 tpebyercs

TIIATEJIbHBII KJIMHAYECKUN
MOHHUTOPHHT noTepu
3¢ PEKTHBHOCTH BOpPHKOHA30Ja
(KIMHHYECKHE TIPU3HAKH) u
aTa3aHaBHpa  (BHPYCOJOTHYECKHUIT
OTBET);

. y MalUEHTOB 6e3
(bYHKIIMOHAIBHOTO anyens
n3odepMeHTa CYP2C19
PEKOMEHIOBaH TIIATEJbHBIN
KIMHUYECKUH W J1abopaTOpHBIH
KOHTPOJIb JUTS BBISIBIICHUS
HE)KeJTaTeTbHBIX SIBIICHHH,

BBI3BAHHBIX BOPUKOHA30JIOM.

Ecnu npoBezieHHe TeHOTHITUPOBAHHSI
HE TMPEICTaBSIETCS BO3MOXKHBIM,
cienyeT  O0ECIeYHWTh  TMOJHBIN
KOHTPOIIb 0e30macHOCTH u
3¢ EKTUBHOCTH.

®Daykonaszoa 200 mr aBa
pa3a B CyTKH
(arazanaBup 300 mr +
putonaBup 100 mMr omuH
pas B CYTKH)

Konnenrpanuu arasaHaBupa u (QIIyKOHA30Ja
H3HAYUTEIEHO U3MEHSIIUCH npu
OJTHOBPEMEHHOM TPHMEHEHHH aTa3aHaBupa -+
pHUTOHABHPA C (ITYyKOHA30JIOM.

Koppekiun 10361 (hirykoHazona u
aTa3aHaBHpa He TpeOyercs.

AHTHMHUKOBAKTEPHUAJIBHBIE ITPEITAPATDBI

Pudadyrun 150 mr asa
pa3a B HeJeJTI0
(arazanaBup 300 Mr wu
putonasup 100 mMr omuH
pa3 B CyTKH)

AUC pucdabyrtuna: 148% (119% 184%)**
Crax puadbytuna: 1149 % (1103% 1206%)**
Chin pucadbytuna: 140% (15% 187%)**
AUC  25-O-pe3anetwi-pudadyTuHa:
(1714% 11361%)**

1990%

Cmax  25-O-pmesanerun-pudabytuna:  1677%
(1513% 1883%)**
Cmin  25-O-nezanermn-pudadyruna:  11045%

(1715% 11510%)**

** mpu cpaBHeHNH ¢ pudadyTrHOM 150 MT OTHH
pa3 B cytku B MoHOoTepammu. Ob6mas AUC
pudabytnaa u 25-O-nmesanermwipudadyTuHa
1119% (178% 1169%).

Ilpy  npumeneHuum  BMecTe C
aTa3aHaBHPOM  PEKOMEHIOBaHHAs
no3a pugadbyTtuHa cocraBmisgeT 150 mr

TPH pa3a B HEAEHIO B YCTAHOBJICHHbIC
JHM  (HampuMep,  TOHEJEIbHUK-
cpena-msATHULA). Tpedyercs
YCUIICHHBIH KOHTPOJTb
HEKeJlaTeIbHbIX peaxuui,
CBSA3aHHBIX c pudadbyTrHOM,
BKJIIOYasi HEHTPOIIEHUIO U YBEUT, U3-
3a 0’KHJIaEMOTO TIOBBIIICHUS
9KCIIO3UIINU pudadyTuHa.
JanpHeilmee — CHWKEHHE  JIO3BI
pudadytuna mo 150 mr mBa pasza B
CyTKM B  YCTAHOBJCHHBIC JIHH
PEKOMEHIOBAHO ManyeHTaM,

KOTOpbIe He mepeHocsaTt a03y 150 mr

15




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

2026 N= 7323

[ SN S SLE

ot 09.04 323

B MPEALIECTBYIOIINX H :cneaomdﬁ;ﬁr'

[EARRATERRHEC TeR00

pudalbyTiH He W3MEHAN (apMAKOKHMHETHKY
aTazaHaBHpA.

[IOMHUTb O TOM, YTO NPUMEHEHHE
no3el 150 Mr gBa pasa B HeEIENIO

MOXET HE obecrieunBarth
ONTHUMAJIEHON 9KCIIO3UIINT
pudabyTrna, TeM CaMbIM
CIOCOOCTBYSl ~ PHCKY  pasBHTHSA

PE3UCTEHTHOCTH K pUBaMUIMHY |
TepaneBTUUECKON
Hed(PPEKTHBHOCTH. Koppexm
JI03bI aTa3aHaBHpa He TpeOyeTcsl.

Pudamnuuux Pudammumnma - MOTITHBII naaykrop | KomOunamuss  pudammuimHa
modepmenta CYP3A4, camwkatomuii AUC | arazanaBupa IpOTHBOIIOKa3aHa (CM.
atazaHaBupa Ha 72 %, uUTO MOXET BbI3BaTh | paznen 4.3.).

BUPYCOJOTHYECKYI0O  HEIP(PEKTUBHOCTH U
PE3UCTEHTHOCTh. [lpu MOMBITKAX MPEOOICTh
CHIDKCHHME OKCIO3HMIMU 32 CYCT MOBBIIICHUS
JI03bl aTa3aHaBHpa WIH JAPYTHMX HHTHOUTOPOB
nporea3sl ¢ PUTOHaBHPOM  HaOmonanach
BBICOKAs 9aCTOTA PEAKIU CO CTOPOHEI ITEYEHH.
HEWPOJENTUKHA

KBeTnanun B cBs3u ¢ nogasnenneM m3odepmenta CYP3A4 | OmHoBpeMeHHOE MIPUMEHECHHE
aTa3aHaBHPOM O)KHTaeTCs TIOBEIIICHUE | KBETHAITMHA c aTa3aHaBHPOM
KOHIICHTPaLnii KBETHAITHHA. MIPOTHBOIIOKA3aHO, TTOCKOJIBKY

aTa3aHaBHpP  MOXET  YCHJIMBATh
TOKCHYHOCTB, CBSI3aHHYIO c
KBECTHUAITIHOM. YBenuueHnue
KOHIICHTpaIlliii ~ KBETHAllMHA B
IUTa3Me KPOBU MOXET MPUBOJIUTH K
koMe (cMm. pazgen 4.3.).

Jlypa3uaon OKHJaeTcs, 4YTO aTa3aHaBUDP YBEIMYUT YpoBHHU | OJHOBpEeMEHHOE MIPUMCHCHHE
JAypa3uIoOHa B IIa3MEe KpPOBH B CBSI3W C | JiypasuaoHa c aTa3aHaBHPOM
nHrubuposanueM m3opepmenta CYP3A4. IIPOTUBOIIOKA3aHO, IIOCKOJIBKY

MOXET  yCHIHTh  TOKCHYHOCTB,

CBS3aHHYIO C JIypasugoHOM (CM.
pasnen 4.3.).

ITPEINAPATBI, CHU/KAIOINWE KUCJIOTHOCTbD

Anmazonucmuol H>-peyenmopos

be3 npumenenus reHohoBHpa

VY namuentoB ¢ BUU-nHpekue, moayJyaronmx aTa3aHaBup + PUTOHABUD B
pexkomMeHoBaHHOM 03¢ 300 Mr + 100 Mr oMH pa3 B CYTKH

®damoruaun 20 Mr aBa
pa3a B CyTKH

AUC atazanaBupa: [18% (125% 11%)
Chmax aTazanasupa: [20% (132% |7%)
Cuin aTa3anaBupa: < 1% (116% 118%)

damornann 40 mr aBa
pa3a B CYTKHU

AUC arazanasupa: [23% ({32% [14%)
Crmax aTazanasupa: [23% (133% [12%)
Cuin aTazanaBupa: [20% (131% |8%)

VY 310pOBBIX JOOPOBOJIBLIEB, NMPUHUMAIOIIMX aTa3aHaBUP + DUTOHABUDP B
nosbleHHOH f103e 400 mr + 100 Mr oauH pa3 B CyTKU

damornann 40 mr aBa
pa3a B CYTKHU

AUC arazanasupa: «<»3% (] 14% 122%)
Chmax aTazanaBupa: <—2% (|13% 18%)
Cumin aTazanaBupa: |14 % (132% 18%)

Y manweHToB, HE NPUHUMAIOIIUX

TeHo(hoBHUpa JM30IPOKCHUIA
dymapar, mnpu  OTHOBPEMEHHOM

NPUMEHEHWN ara3aHaBuUpa B J103€
300 mr + puronasupa B 1o3e 100 mr
u aHtaronucros H,- penenropos, He
cnexyer IIPEBBIIIATH J03y,
SKBUBaJIEHTHYIO 20 Mr amMoTHIMHA
JBa pa3a B CyTkH. Ecim TpeOyercs
Oonee BBICOKAs 1032 AHTAarOHHUCTA
H»-penienitopa (mammpumep,
¢damorunuH 40 Mr 1Ba pasza B CyTKH
WIN  DKBUBAJCHTHAs),  CIEAyeET
pPAacCMOTPETH BONPOC O IMOBBIIICHUH
JI03bI aTa3aHaBHpa + PUTOHABHPA C
300mr + 100 mr g0 400 mr + 100 wmr.

C rte”odoBupa auszonpokcmia (ymaparom 300 Mr oaud pa3 B cyTKd (DKBHBaJEeHTHO 245 Mr teHodoBupa

AWA30TIPOKCHUIIA)
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pexoMennoBanHoi go3e 300 mr + 100 Mr oauH pa3 B CyTKU

damornann 20 mr aBa
pa3a B CYTKHU

AUC arazanaBupa: [21% (]34% |4%)*
Crmax aTazanaBupa: [21% (136% [4%)*
Cuin aTazanaBupa: [19% (137% 15%)*

damornann 40 mr aBa
pa3a B CYTKHU

AUC arazanaBupa: [24% (136% |11%)*
Cmax aTazanaBmpa: [23% (136% |8%)*
Cuin aTa3anaBupa: [25% (147% 17%) *

VY nauuenroB ¢ BUU-undexnuei, n(puHUMAarONINX aTa3aHaBUp + PUTOHABHP B
noBeimeHHoN 03¢ 400 mr + 100 Mr oMH pa3 B CYTKH

®damoruaun 20 Mr aBa
pa3a B CyTKH

AUC arazanaBupa: 118% (16,5% 130%)*
Chax atazanaBupa: 118% (16,7% 131%)*
Chin aTa3anaBupa: 124% (110% 139%)*

®damoruaun 40 mMr aBa
pa3a B CyTKH

AUC atazanaBupa: «2,3% (113% 110%)*
Chax aTazanaBupa: <>5% (|17% 18,4%)*
Chmin aTazanaBupa: <> 1,3% (110% 115%)*

* [lo cpaBHEHHUIO ¢ aTazaHaBUpoM B 03¢ 300 mr
OJIMH pa3 B CyTKH C pUTOHABUPOM B 103e 100 Mr
OJIMH pa3 B CyTKH U TeHO(OBHpPA H30NPOKCUIIA
¢ymapaTom B no3e 300 mr, Bce OJHOKPATHO BO
BpeMsI eIbl.

ITo cpaBHeHuto ¢ arazanaBupom B fo3e 300 mr ¢
puronasupoM B jo3e 100 Mr Oes menoghosupa
ou3onpoKcuna ¢dymapama 0XKHJIAETCS
JOTIONTHUTENBHOE  CHIWIKEHHE  KOHLEHTPAILUH
aTazaHaBHpa IpUMepHO Ha 20%.

MexaHu3sM B3aMMOJEHUCTBHS 3aKIIO4YaeTCsI B
YMEHBIICHHH  PAacTBOPUMOCTH  aTa3aHABHUPA,
MockoJbKy pH  skemylnodyHoro coka mpu
npuMeHeHuU H>-0710KaTOPOB MOBHIIIACTCSL.

y NanrcHTOB, MIPUHUMAIOTIUX

TeHo(oBUpa JIM30IPOKCHIIA
dymapar, ecnm arazaHaBup +
PUTOHABHP MIPUMEHSIETCS
OIHOBpPEMEHHO ¢  TeHodoBHpa
JIU30TIPOKCHIIA ¢bymaparom 7
AHTaroHUCTOM H»-penenropa,

PEKOMEHAYETCSI TIOBBIIICHUE O3B
arazanaBupa g0 400 mr ¢ 100 mr
pUTOHABHpA. He cienyer
MPEBBIMIATh 103y, 3KBHBAICHTHYIO
40 Mr amoTHIMHA JBa pa3a B CYTKH.

HUneubumopuvl npomorntoi nomnwl

Owmenpa3zoa 40 Mmr ogun

pa3 B CYyTKH

(arazanaBup 400 Mr oguH
pa3 B CYTKHU c
putoHasupoMm 100 wMr

OJIMH Pa3 B CYTKH)

ATazaHaBup (0 MOJIyAH): Yepes ABa yaca mocje
npreMa oMernpasosna

AUC ara3zanaBupa: [61% (165% |55%)

Crmax aTazanaBupa: [66% (162% |[49%)

Cuin aTa3anaBupa: [65% (171% |59%)

Owmenpa3zoa 20 Mr ogun

pPa3 B CYyTKH
(arazanaBup 400 MT OMH
pa3 B CYTKH c
putonaBupom 100 wmr

OJIMH pa3 B CyTKH)

ArtazanaBup (o momyaHs): depe3 1 dac mocie
npreMa oMernpasoJja

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

Chax atazanaBupa: [31% ({42% [17%)*

Chin aTazanaBupa: |31% (]46% [12%)*

* Tlo cpaBHeHwmto ¢ atazaHaBupoM 300 Mr ojuH
pa3 B cyTkH, U putoHasupoMm 100 Mr oauH pa3s B
CYTKU.

Cumxenne AUC, Chax B Chin HE CTAaHOBHIIOCH
MEHBIIIE NP  BPEMEHHOM  INPUMEHEHHH
MOBBIINIEHHON JI03bI aTa3aHaBUpa + PUTOHABHPA
(400 mr + 100 Mr ommu pa3 B CyTKH) C 12-

JacOBBIM HIepEPHIBOM nocie nmpuemMa
oMenpasona. Hecmorps Ha  TO,  4TO
UCCIEJIOBAaHUH HE NPOBOIWIH, OXHIAIOTCS

AQHAJIOTUYHBIE PE3yNbTaThl B OTHOIIEHUH JPYTHX
MHTMOUTOPOB ~ NPOTOHHOM  mommbl.  Takoe
CHIDKEHHE OJKCIIO3UIUM aTa3aHaBHpa MOXKET
OTPHLATENIFHO CKa3aThCs Ha dS((PEKTUBHOCTH
arazaHaBupa. MexaHuU3M  B3auUMOJCUCTBUSA
3aKJII0YAE€TCS B YMEHBIICHUM PacTBOPUMOCTHU

OnHOBpeMEHHOE IIPUMEHEHNE
aTa3aHaBUpa C PUTOHABUPOM H
WHrUOUTOpaMH TPOTOHHON IIOMIIBI

HE PEKOMEHI0BAHO. Ipu
HEBO3MOXHOCTH n30exarh
MIPUMEHEHUS KOMOMHAIH
PEKOMEHIOBAHO MIPUCTAIBHOE

KIMHAYECKOe HaOIIOIeHNe, a TaKkKe
TIOBHIIIEHUE JO3bI aTa3aHaBUpa M0
400 mr B coueranun co 100 mr
pUTOHaBMpa; /03y WHTHOUTOPOB
HpOTOHHOﬁ IOMIIbI, CONNOCTaBUMYIO
¢ 20 Mr omemnpasoia, NpeBHIIIaTh He
caenyet (cM. paznen 4.4.).
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JKEIyJOYHOTO  CcOoKa  Ipu
MHTUOMTOPOB IIPOTOHHOI ITOMIBI.

NMPUMCHCHUU

Anmayuowi

AnTanuasl u | CHWKeHME KOHIIEHTpalnuii ara3aHaBupa B | ATa3aHABUP CJIEAyeT IPUMEHSTH 3a 2
JIEKAPCTBEHHBIE miasMe KpPOBH MOXET OBITh CJIEACTBHEM | yaca J0 wiM depe3 | yac mocie
npenaparsl, cojepxaiiue | ypeanmdeHuss pH  IKelymo4HOro Coka TMpH | IMpHeMa aHTAluA0B WK Oy(epHbIX
Oy depnl NPUMEHEHUU aHTalKIOB, COJIEpIKAIUX | JIEKAPCTBEHHBIX MPENAPATOB.

OyepHbIe TeKapCTBEHHBIE TIPerapaThl, BMECTE C
aTa3aHaBHPOM.

AHTATOHUCTHBI AJIb®A-1-AAPEHOPELHEIITOPOB

Andyso3un

VBenuueHne KOHIEHTpaui aingy303uHa MOXKET
NPUBOIWTh K  apTepHaJbHONH  THIIOTEH3UH.
MexaHu3sM B3aMMOJEHUCTBHUS 3aKIOYaeTcs B
MOIaBJICHUH m3odepmeHTa CYP3A4
aTa3aHaBHPOM H/HJIM PUTOHABHPOM.

CoBMecTHOE MIPUMEHECHHE
andy3o3uHa u aTazaHaBHpa
MIPOTHUBOTIOKa3aHo (cM. paznen 4.3.).

AHTHKOAT'YJIAHTBI

Aunmuxoacynanmol npamozo oeticmeusi O npuema 8Hympb

Anmukcadan
PuBapoxcadan

BosmoxuabI ITOBBIIICHHBIC KOHIICHTpAaIunu
anuikcabana u pHBapOKca6aHa, 4TO MOXKCT
IMpUBECTU K Ooiee BBICOKOMY PUCKY
KPOBOTCUCHUA.

MexaHu3M B3aUMOJICHUCTBUSL 3aKIIOYAETCS B
narnouposanun m3opepmenta CYP3A4/u P-gp
aTasaHaBHPOM + PUTOHABHPOM.

PuronaBHp SBISETCS CHJIBHBIM HHTHOHTOPOM
kak m3ogpepmenta CYP3 A4, tak u P-gp.

ArTazaHaBUp ABIISIETCA UHrUOUTOPOM
n3odepmenra CYP3A4. IToTenuansHOE
uHruouposanue P-gp arazaHaBUpOM HEM3BECTHO
Y HE MOJKET OBITh HCKIIFOYEHO.

OmgHOBpEMEHHOE MIPUMEHECHHE
anukcabaHa WM pHUBapokcabaHa |
aTa3aHaBHpa C pUTOHAaBUPOM He
pEeKOMeHyeTcsl.

Jadurarpana
TeKCHJIAT

BosmoxxHbI MOBBIIIEHHBIE KOHIICHTPALUU
JadurarpaHa 3TEKCHUIATa, YTO MOXKET MPUBECTH
K 0Ooyiee BBICOKOMY PHCKY KpPOBOTCYCHUSL.
MexaHu3M pa3BUTHUS B3AMMOJIEUCTBHUS COCTOUT B
uHrnoupoBanun P-gp.

PuronaBup sBiIsIeTCS MOITHBIM HHTHOUTOPOM P-
gp-

[TorennuansHOE MHruOMpoBaHue P-gp
aTa3aHaBHPOM HEHM3BECTHO M HE MOXET ObITh
UCKITIOUEHO.

OIIHOBpeMeHHOC MMPUMCHCHUC
,ua61/1ranaHa O9TCKCUJIaTa u
arazaHaBupa C pPUTOHABUPOM HE
PEKOMEHAYETCA.

Inokcadan

Bo3MoKHEI MOBBIIIEHHBIE KOHLIEHTPALUH
970KcabaHa, YTO MOXKET MPHUBECTH K Oolee
BBICOKOMY DPHCKY KpOBOTE€UeHHUs. MexaHu3M
B3aMMOJICHCTBHUS COCTOMT B WHTHOWpOBaHWUU P-
gp aTa3aHaBUPOM + PHTOHABHPOM.

PuronaBup sBIIsIeTCS MOIITHBIM HHTHOUTOPOM P-
gp-

[TorennuansHOE MHruOMpoBaHue P-gp
aTa3aHaBHpPOM HEHM3BECTHO M HE MOXET ObITh
UCKIIIOUEHO.

Heo6xoaumo co0aroaTh
OCTOPOXKHOCTh ~TPH  NPHUMEHEHUH
9/10KcabaHa ¢ aTa3aHaBUPOM.

COOTBETCTBYIOI[HE PEKOMEHIALUH
[0 TO3MPOBAHUIO JI0KcabaHa ISt
OJIHOBPEMECHHOTO NPUMEHEHHS C
uHruburopamu P-gp mpeacraBneHs
B pasmenax 4.2. um 4.5 oOmei
XapaKTCPUCTHKH  JICKAPCTBCHHOTO
mpemnapara 37j0kcabaHa.
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Bapdapun OnHOBpeMEHHOE TNpHMEHEHHE ara3aHaBupa | Bo Bpems Tepanuu aTa3zaHaBHUPOM
CIIOCOOHO MOBBIIIATH nim CHMXATh | PEKOMEHIYETCS TIIATEIBHO
KOHLICHTpaLiK BaphapuHa. KOHTPOJIUPOBaTh  MEXJYHapOJHOE
HOPMaJIn30BaHHOE OTHOIIICHHE
(MHO), ocobeHHO B  Hayaie
JICYCHUSL.
MNPOTUBOSNMUIENITUYECKHUE INTPETNTAPATBI
Kap6amazenun ATazaHaBMp MOXET IOBBIIATh  ypoBeHb | KapOamazenuH cieayer NpUMEHSATh
kapbaMasenmuHa B  IUIA3ME  KPOBH  M3-3a | C OCTOPOXXHOCTHIO B KOMOWHAIINH C
nonasneHus m3opepmenta CYP3A4. arazanaBupoM. [Ipu HeOOX0IUMOCTH
cremyer KOHTPOJIMPOBATH
U3-3a WHIy IUPYIOIEr0 JEHUCTBHS | KOHIEHTpanIuu KapOamasenmnHa B
KapOamasenuHa CHIDKEHUE 9KCIIO3UINH | CBIBOPOTKE KPOBU M COOTBETCTBEHHO
aTa3aHaBHPA HEJIb3SI HCKIIIOYNTb. KOPPEKTHPOBATh A03Y.
HeobOxoaum TmiaTenbHBIH KOHTPOJIb
BUPYCOJIOTHYECKOTO OTBeTa
NAlMEeHTA.
DeHNUTONH, PutonaBup MoxeT cHMXATh YpoBHU (eHuTOMHA | Denuronn u GpenodapOuran ciexyer
(denodapouTan w/unn  ¢eHodbapOuTasa B IUIA3ME  KPOBH | NPUMEHATH C OCTOPOXKHOCTBIO B
Benencteue MHAykmu uzodepmenrop CYP2C9 | komMOMHAIMKM ¢ ara3aHaBUPOM +
n CYP2C19. puToHaBUpoM. [Ipu TNpUMEHEHHH
aTa3aHaBHpa + PUTOHABUPA BMECTE C
B cBmBm ¢ uwHIynupylommM JeicTBueM | peHHTOMHOM MiIH (peHobapOuTamoM
(ennronna/heHobapOuTaTa CHIDKEHHE | MOKET MOTPEeOOBaThCS KOPPEKITHL
9KCTIO3UINH aTa3aHaBUPA HEINb35l HCKITIOYHTH. JIO3BI (ernTONHA WIN
(deHobapbuTana.
Heobxoaum TmaTenbHBIH KOHTPOJIb
BUPYCOJIOTHYECKOTO OTBeTa
NAlMEeHTA.
JlamoTpuKIH OnHOBpEMEHHOE MPUMEHEHHUE JIAMOTPUIDKUHA U | JIaMOTPHIKUH clieyeT IPUMEHSTh C

aTazaHaBUpa + pUTOHABHpPa MOXET CHU3UTH
KOHLIEHTPAILIUU JaMOTPUKIHA B IJIa3Me KPOBH
u3-3a unaykuu UGT1A4.

OCTOPO’KHOCTBIO B KOMOWHAaIMHM C
aTa3aHaBHPOM + PUTOHABHPOM.

IIpu  HeoOxommmocTH  ciemyer
KOHTPOJINPOBAThH KOHIICHTPALIH
JAMOTPHDKMHA H COOTBETCTBEHHO
KOPPEKTHUPOBATh JO3Y.

MMPOTUBOOITYXOJIEBBIE ITIPEITAPATBI H UMMYHO/JEINIPECCAHTbBI

Ilpomusoonyxonegvie npenapamul

HpunoTexan ArazanaBup momaBmsier YIT wu wmoxer | [Ipy mnpumMeHeHWM  aTa3aHaBHpa
MPESATCTBOBAaTh METabOMM3My HWPHHOTEKaHa, | BMECTE c HPUHOTEKAaHOM
TeM CaMbBIM YCHUIIHBAS TOKCHYHOCTH | HEOOXOAUMO MIPUCTAIBHO
UPUHOTEKAHA. KOHTPOJIHPOBAThH COCTOsIHUE
MAI[CHTOB Ha npeaMeT
HEXKEJIaTeITbHBIX peaxiuii,
00YCIIOBJICHHBIX HPUHOTCKAHOM.
HmmyHnooenpeccanmul
Hukaocnopun KoHIeHTpanuu JaHHBIX HMMYHOJCHpEccaHToB | PekomenmoBan  Ooliee  4acThId
Takpoanmyc MOTYT TOBBINIATBCS IPH  OJHOBPEMCHHOM | KOHTPOIb TEPAaIreBTUICCKOM
Cupoanmyc MPUMEHCHUU c aTa3aHaBHPOM BBUJY | KOHIICHTPAIHH JIaHHBIX
nonasneHus m3opepmenta CYP3A4. JIEKApCTBEHHBIX  IMPENapaToB  JI0

cTabmnm3anuy UX YpOBHS B IUIa3zMe
KPOBH.

MPEMAPATBI JUIAA JEYEHUS CEPJIEYHO-COCY/IUCTHIX 3ABOJIEBAHUM

Aunmuapummuueckue cpeocmsa
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AMHoapoH, Konnentpanun naHHBIX aHTHZpHTMH‘leC‘I!IBCI 'C!Eﬁ&tbﬁdﬂﬁﬁg "o'c"rolpa' HoCHs
CucreMHBIH JIMI0KaHH, | IpenapaTtoB MOTYT MOBBIIIATHCS IOpU | ¥ KOHTPOJIMPOBATh TEPANEBTHUUECKHE
XuHUANH OJTHOBPEMEHHOM IMPUMEHEHHMH C aTa3aHaBUPOM. | KOHIIEHTpPALUU npemnapara.

Mexanusm B3auMojeiicTBus amuonapoHa wid | OJHOBpeMeHHOe IIPUMEHEHHE

CHUCTEMHOTO  JIMJIOKaWHa W  aTa3aHaBHpa | XUHUJMHA TPOTHUBOIOKA3aHO (CM.
00yCTOBJICH MO/IaBJICHUEM uzodepmenrta | pasmen 4.3.).
CYP3AA4. XUHUIAH oOamaer Y3KUM
TEpaneBTHYECKUM OKHOM U IIPOTHBOMOKA3aH H3-
3a  momaBmeHus  m3ogpepmenta CYP3A4
aTa3aHaBHPOM.
Bnokamopul kanvyuegvix kananog
Benpuani ATtazanaBup He cienyeT npuMeHsaTh B | OJHOBpEMEHHOE MNpPUMEHEHHE C

KOMOHMHAIMHU C JEKapCTBEHHBIMH IIpEHapaTaMu,
ABIMIOIMMMHUCS ~ cyOcTpaTtamu  u30depMeHTa
CYP3A4 u uMeromuMu y3kuii TepaneBTHUeCKUit
UHJIEKC.

OCTPUINIIOM TPOTHBOIIOKA3aHO (CM.
pasnen 4.3.).

Jnaruazem 180 mr ogun
pa3 B CYTKH
(arazanaBup, 400 Mr oguH
pa3 B CyTKH)

AUC mpuntrazema: 1125% (1109% 1141%)
Crax quntrazema: 198 % (178 % 1119 %)
Chin muntrazema: 1142% (1114% 1173%)

AUC pezanetmn-guntuaszema: 1165% (1145%
1187%)
Cmax Aezanetmin-muntuazema: 1172% (1144%
1203%)
Cmin Oesametwir-gmrrrazema: T121% (1102%
1142%)

3HaYNMOro BJIIMSAHUA Ha KOHIICHTpaluu
aTa3zaHaBHpa HC 3aperucTpupoBaHoO.
OTMmeuanoch YBEJIUYCHUC MaKCHUMAJIbHOT'O

uHTepBasia PR 1o cpaBHeHMIO ¢ MOHOTEpamuen
atazaHaBupoM. OIHOBpEMEHHOE IPUMEHEHHE
aTa3aHaBHpPA + PUTOHABHPA HE U3yUYCHO.

Mexann3M B3aUMOACHCTBUA JIHIITHA3eMa U

PekoMeH0BaHO  TEepBOHAYAIBHOE
CHIDKEHHE 10351 AuiiTHa3zeMa Ha 50 %
¢ mocienymoomed TuTpanued B
3aBUCHMOCTH OT HEOOXOAMMOCTH U
nokazarenei DKI.

aTazaHaBHpPA COCTOUT B MOAaBICHUH
nzopepmenta CYP3A4.
Bepanamuu ChIBOpOTOUHBIC  KOHIlEHTpanuu Bepanammia | Crieayer coOmofaTh OCTOPOKHOCTD
MOTYT TOBBIIIATECS TOJ] BIMSHUEM aTa3aHaBUpa | IPH  NPUMEHEHHH  Bepamamuia
B cBsi3u ¢ nonasneHueM usopepmenra CYP3A4. | oHOBpEMEHHO C aTa3aHaBHPOM.
KOPTHKOCTEPOM/IbI
DayTHKa30HA VYpoBuu ¢iayTukazona mnponuoHata B miasme | OgHOBpeMeHHOE [IpUMEHEHHE
NMPONMHOHAT KPOBM 3HAUUTEIBHO IOBBIIAINCH, TOTAA Kak | ara3aHaBHpa -+ pHUTOHaBHpa U
HHTPaHa3aJdbHO 50 MKr | BHYTpEHHHE YPOBHH KOPTH30JIa CHIDKQJIUCH | JAHHBIX TIIIOKOKOPTHKOHJIOB,
yeThIpe pa3a B CyTKH B | npumepHo Ha 86% (90 % AU 82% — 89%). [Ipu | Merabonnu3upyeMblx C  y4acTHEM
TedyeHHne 7 qHei WHTAJIIIMOHHOM  TIpMMEHEeHuH  (JIyTHKa3oHa | M30(epMeHTa CYP3A4, HE
(puTOHABHp,  KalCyjbl, | IPOMHOHATA OXXKUAACTCA OoJiee BBIPAKCHHBINH | PEKOMEHAOBAHO, 3a HCKIIOUCHHUEM
100 mr nBa pa3a B cyTku) | 3¢dexr. Y manueHToB, MOTyJaBIInX pUTOHABHD | CIlydaeB, KOT/Ia  ITOTCHIHMAJbHAS
7 ¢uIyTHKa30Ha MPOMHOHAT WHTAIAMOHHO WM | TI0JIb3a TEPAINH EPEBEIINBACT PUCK
WHTPaHa3aJIbHO, OBUIM OTMEYEHBI CHCTEMHBIC | Pa3BUTHSA CHCTEMHBIX
KOPTHUKOCTEPOHIHBIE 3(PQPEKTH, B TOM YHCIE | KOPTUKOCTEPOUAHBIX 3((HEeKTOB (CM.
cuanpom Kymmara w mopmaBieHune QyHKIuuM | pasgen 4.4.).

TaKue SABJICHUA TaKXKeE
IIPUMEHEHUU JIpyrux
METaboJIM3UPYEMBIX  C

P450 CYP3A4,

Ha/ITOYEYHUKOB,
BO3MOYKHBI npu
KOPTUKOCTEPOUIOB,
yuactueM  u3o(depMeHTa
Harpumep, OyzaecoHunga. BiumsiHue BbICOKOH
CHCTEMHOW  OKCIO3WLIMHU  (IIyTHKa30oHa Ha
YpPOBEHb DPHTOHAaBHpa B MIasMe€ KpPOBH B
HACTOSIILIEE  BpEMsl  HEM3BECTHO. MexaHHM3M

Crienyer paccMOTpETh CHHIKEGHHE
JI03bl TJIFOKOKOPTHKOMJa Ha (oHe
TIIATEJILHOTO KOHTPOJISI MECTHBIX M
CUCTEMHBIX J(deKToB, a TaKKe
epeXos Ha Japyroit
TJIIOKOKOPTHKOUJI, HE SIBIIIOLINMNCS
cybctpatom m3odpepmenta CYP3A4
(mampumep, Oexsnometa3on). Kpome
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B3aUMOACHUCTBUA COCTOUT B HO[[aB.HeHI/lPl'

= RRACRA TR TRANR

n3oepmenra CYP3A4.

npueMa TIIIOKOKOPTHKOMIIOB MOJKET
oTpedoBaThCs MOCTENIEHHOE
CHIDKGHHE  JI03bI B  TEYCHHE
JUINTEJIBHOTO IIEPUOJIa.

SPEKTUJIBHASA JTUCOYHKIUA

Hneubumopwvr @J3-5

Cunapenadmn, Cunpenadun, Tamanapun u  BapuaeHadwi | [lanueHToB HE00X0ANMO
Taganapui, MeTaboJMM3UPYIOTCS € Y4acTHeM M30(epMEHTa | NMPELyNpEeinuTh O TAKHX BO3MOXHBIX
BapaeHaguI CYP3A4. OpHOBpeMEHHOE TMPUMEHEHHE C | MOOOYHBIX apderTax pu
aTa3aHaBUPOM MO>KET MOBBIIIATh KOHIIEHTPAIMK | IPUMEHEHUH WHTHOuTOpoB DJ13-5
HHTHOWTOpA DID-5 u YCWINBAThH | VIS JICYEHUS SPEKTUILHON
HEe)KeJNaTeNbHBIE  ABJICHHUS, OOYCIIOBIICHHBIC | TUCQYHKIIMM  ONHOBPEMEHHO  C
@JI3-5, BKIIIOYas apTepHANbHYIO THIOTCH3MIO, | aTazaHaBHPOM (cM. paznen 4.4.).
HapyIICHUS 3peHds W Tnpuanu3M. Mexanusm | JomonHuTenpHAS nHpOpManusa
JTAHHOTO B3aUMOJICHCTBHS COCTOUT B | OTHOCHUTEJIBHO OJTHOBPEMEHHOT'O
nozaasienun usopepmenta CYP3A4. IIPUMECHEHHUS aTazaHaBHpa u
cuieHadnIa TaKKe MpezcTaBlieHa B
tabnuue B pasgene «Jlerounas
apTepuajbHAs THIICPTEH3MD).
NPENAPATBI PACTUTEJIBHOT'O TIPOUCXOXKJIEHUA
IIpenapatel  3BepoOosi | OnHOBpeMEHHOE  NpuUMEHeHue npenapaToB | OAHOBpeMEHHOE IIPUMCHEHUE
NPOAbIPSABJIEHHOT 0 3Bepo0OsT TIPOABIPSBICHHOTO C aTa3aHABUPOM | aTa3aHaBHpa u TpenapaTos,
(Hypericum perforatum) | MOXeT IPHUBOIUTH K BEIPAXKEHHOMY CHIDKCHHUIO | COIEpIKaIInx 3Bepoboit
YPOBHS aTa3aHaBHpa B IUIa3Me€ KpOBU. Takoil | HpOABIPSIBICHHBIM,
3¢ ekt MoxeT OBITh OOYCIIOBIIEH MHAYKIWEH | IMPOTHBOIIOKA3aHO.

m3opepmernra CYP3A4. CymectByer prck
MOTEPH TepareBTHIECKOro 3 dexra u pa3BUTHI
pe3ucTeHTHOCTH (cM. pazzen 4.3.).

I'OPMOHAJIBHBIE KOHTPAIEIITUBbI

ITuHWNCTpaauoa 25
MKT + HOprecrumar

(arazanaBup 300 Mr oguH
pa3 B CyTKH M PUTOHABUD

100 Mr onuH pa3 B CyTKH)

AUC srunmmerpaauona: |[19% (125% [ 13%)
Crax dTHHIIACTpaamona: | 16% (126% |5%)
Chin dTHHWIDCTpaAUONA: | 37% (145% [29%)

AUC nHoprectumara: 185% (167% 1105%)
Cumax HOprectumara: 168% (151% 188%)
Chin HOprectumata: 1102% (177% 1131%)

Xota KOHIICHTPALIUs STHHHAIACTPAINOIA
MOBBIIIIANACH TIPH TPUMEHEHUH OIHOTO JIHIIh
arazaHaBupa, B CBs3M ¢ mnogaBieHueM YIT u
nu3odepMeHTa CYP3A4 aTra3aHaBUpPOM
CyMMapHoOe JleficTBUE arazaHaBHpa +
pUTOHAaBHpA NPUBOAUT K CHIDKEHUIO YPOBHS
STUHWIACTPAIUONIa  U3-32  HHIYLHUPYIOLIETO
JIEHCTBUSI pUTOHABHPA.

VBennueHne 3KCIO3UINHT IIPOTreCTUHA MOXKET
IPpUBOANUTE K  COIIYTCTBYHOIIINM IMOOOYHBIM

adpdexram  (Hampumep, PE3MCTEHTHOCTH K
UHCYJIHHY, JUCITHITUIEMH, aKHe "
KPOBSIHUCTBIM ~ BBIICNICHHSM), TEM  CaMbIM

Hapymad KOMINIACHTHOCTb.

ITHHWIICTPaguoa, 35
MKT + HOP3THHAPOH
(arazanaBup, 400 Mr oguH

pa3 B CyTKH)

AUC sruanmctpaanona: 148% (131% 168%)
Crmax aTHHIIDCTpaguona: 115% (1% 132%)
Chin dTHHIIDCTpaAUONA: 191% (157% 1133%)

AUC Hopatunapona: 1110% (168% 1162%)

Ilpy npuMeHeHMH NEpPOpPaITBHBIX
KOHTpALIETITUBOB C aTa3aHaBHpPOM +
PHUTOHABHPOM pexoMeHayeTcs
coJiepxkaHue B HepopaIbHOM
KOHTpalenTuBe kak MUHuUMYM 30
MKT 3TUHMJI3CTPAAUONA U CTPOroe
cOOMIo/IeHNE TAIllMEHTaMH PEXUMa
nmpueMa KOHTpAIETITHBA.
OnHOBpeMEHHOE MIpUMEHEeHHE
aTa3aHaBUpa + pUTOHAaBUpa C
JIpYTHUMHU TOPMOHAJIEHBIMH
KOHTpalenTUBaMH WM
MepOpaltbHBIMU  KOHTPALENTHBAMH,
COJIepXKalllUMK  [IPOT€CTOreHbI, He
cquras HOprecTHUMara, HE
H3y4ajoch; MIO3TOMY TaKoTro
IIpUMEHEHHUd  CleqyeT  H30erars.
Pexomenpayercs UCTIONIb30BaTh
Ipyrou HaJIeKHBIH METOJ,
KOHTpAICTIIHH.
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Conax HOpOTHHAPOHA: 167% (142%|1196%) 11 1=

_HEQOBATENBAOC T 0002

Cuin HOp3THHIPOHA: 1262% (1157% 1409%)

VBennueHue OKCIIO3MIUU TPOreCTUHA MOXKET
NpUBOAUTL K  COIYTCTBYIOLIUM MOOOYHEIM

spdexram  (HampuMep, PE3UCTEHTHOCTH K
WHCYJINHY, JICITHUITNICMHAH, aKHe "
KPOBSHHCTBIM  BBIICICHUSIM), TEM  CaMbIM

Hapymiad KOMINIACHTHOCTb

JIMIIUA-MOANOULNNPYIOIIHUE ITPEITAPATBI

Hneubumopwvr ' MI-KoA pedyxmas3vi

CumMBacTaTuH Merabonu3M cuMBacTaTHHa W JjoBactathHa B | OJIHOBpEMEHHOE MIPUMEHECHHE
JloBacTaTuH 3HAYUTEIbHOM CTETICHH 3aBHCUT OT | CHMBAacTaTHHA WJIX JIOBAaCTAaTHHA C
n3opepmenra CYP3A4 wu oJaHOBpEeMEHHOE | aTa3aHABHPOM IPOTHBOIIOKA3aHO B
PUMEHEHHE C aTa3aHABHPOM MOXET IPHBECTH K | CBSA3M C  YBENIMYEHHEM  pHUCKa
TOBBIIICHUIO UX KOHIICHTPAIIUH. Pa3BUTHsI MHOIIATHU, B TOM YHCIIC
pabaomuonmsa (cM. pazzmen 4.3.).
ATopBacTaTuH Puck pa3BUTHL MHOTIATHH, BKIouast | He pekoMeHI0BaHO OJHOBPEMEHHOE
pabIOMHUOITN3, MOXET TAaK)KE IOBBINIATECA HA | IPUMCHEHHE  aTOpBacTaTHHA  C
(oHe TpPUMEHEHHWS AaTOpPBACTAaTHHA, TaKXe | aTa3aHaBHUpPOM. Eciu mnpuMeHeHUus
METa0OIM3UPYEMOTO C y4acTHeM H30(epMEHTa | aTopBacTaTHUHA HEBO3MOXHO
CYP3A4. n30exaTh, CleAyeT  IPUMEHATh
MUHUMAaJbHYI0 BO3MOXXHYIO O3y
aTopBacTaTHHAa C  TIIATEIHHBIM
KOHTpoJieM  Oe3omacHOCTH (M
pasnen 4.4.).
[paBacraTun Hecmotrps Ha otcyrctBHe cooTBeTcTBYIOmEX | CrieayeT coOmroIaTh OCTOPOKHOCTE.
dDayBacTaTHH HCCIIEIOBaHUH, BO3MOXHO [IOBBILIECHUE

9KCIIO3UIIMY NPaBacTaTUHA U (IIyBacTaTHHA IPU
OJTHOBPEMECHHOM MPUMEHEHHUU C MHTHOUTOPaMU
npoTeasbl. [IpaBacTaTuH HEe METaOOIHU3HPYETCS
U30(epMEHTOM CYP3A4. ®dnyBacTaTuH
YACTUYHO METaboMu3upyercs u30()epPMEHTOM
CYP2C9.

pyaue nunuo-moouguyupyrowue npenapamol

JlomuTanmug MeTabonu3M JOMUTaNuAa B 3HAYUTEIbHOH | OMHOBpEeMEHHOE MIPUMCHCHHE
crenieHn 3aBucHT oT m3odpepmenta CYP3A4, u | nomuTanuaa ©  aTa3aHaBUpa C
OTHOBPEMEHHOE MIPUMEHEHHE C aTa3aHaBUPOM M | PUTOHABHPOM MPOTHBOIIOKA3aHO W3-
PUTOHABHPOM MOXET IPUBECTH K ITOBHIMICHHUIO | 3a MTOTEHINATIHLHOTO pHCcKa
€ro KOHIICHTPAIHH. 3HAYUTEITHHOTO TTOBBITIICHUS
aKTUBHOCTH TpaHCaMHHA3 u
reMmaTOTOKCHYHOCTH  (CM.  paszien
4.3)).
HUHT'AJISHUOHHBIE BETA-ATOHUCTHBI
CanmeTtepout OmHOBpEMEHHOE TNPUMCHEHUE C arta3aHaBupoMm | OJHOBpEeMEHHOE MIPUMCHCHHE
MOJKET TMOBBINIATh KOHIICHTPAI[MK CAIMETEpPOja | CaIMeTepojia M aTa3aHaBHpa HE
W yCWINBATh  HEXKENAaTeJbHBIC  SBJICHUS, | PEKOMEHIOBAHO (CM. pa3nen 4.4.).
CBsI3aHHBIC C CAIIMETEPOIIOM.
MexaHu3sM B3aMMOJEHUCTBHS 3aKIO4YaeTCsI B
OIaBJICHUH m3odepmenTa CYP3A4
aTa3aHaBHPOM H/HJIM PHTOHABHPOM.
OIMNMOUbI
Bynpenop¢un, onun pa3z | AUC Gynperopduna: 167% OnHOBpeMEHHOE  TIPHIMEHEHHE C
B CyTKH, cTaduabHas | Cpax Oynpenopduna: 137% aTa3aHaBUPOM U PUTOHABUPOM

nmoaaecp;xuBaroumiast 103a

Chin Oynpenopouna: 169%

TpeOyeT MPHUCTAIFHOTO HAOIIOACHUS
JUISl BBISIBIICHHS  CEJATHUBHBIX U
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(arazanaBup 300 Mr oguH
pa3 B CYTKHU c
puroHasupoMm 100 wMr
OJIMH pa3 B CyTKH)

AUC nopbynpenopduna: 1105% T

~kOTHATHBHEIX —Hdtheictos. — Moxer

Crmax HOpOynpeHOpduHa: 161%
Cuin HOpOynpeHopdunra: 1101%

MexaHu3M pa3BUTHS JaHHOTO B3auMOJEHCTBUSA
cocTouT B rojasyieHnu nzodepmenra CYP3A4 n
UGTIAL.

Konuenrpamum  araszaHaBupa  (BMecTe  C
PUTOHABHPOM) U3MEHSUINCh HE3HAYUTEIHHO

noTpeOoBaThCs
OynpeHopduHa.

CHUXKCHUC J03bI

MeTanon, craduiabHast
NoJ/IepKUBAIOIIas 1032
(arazanaBup 400 MT OMH
pa3 B CyTKH)

3HauYMMOe BIHMSHUE HA KOHLIEHTPALUH METaI0Ha
HE OTMEYaJOoCh. YYHTHIBAs, YTO HU3KUE 03Bl
puronaBupa (100 Mr mBa paza B CyTKH) HE
OKa3bIBAIOT 3HAYUMOT0 BIIMSIHHS Ha
KOHIICHTPAIIH METaJIOHa, COMJTacHO
UMCIOIUMCSI  JTAHHBIM, B3aUMOJICHCTBUE TPHU
OJTHOBPEMCHHOM TPUMCHEHHU METAJlOHa C
aTa3aHAaBHPOM HE OXKUIACTCS

[Ipu omHOBpEeMEHHOM NPHUMEHEHUH
MeTal0Ha c aTa3aHaBHPOM
KOPPEKINH 03I He TpeOyeTcs.

JIETOYHAS APTEPUAJIbBHAS T'MIIEPTEH3USL

Hneubumopwvr @J3-5

O/HOBPEMEHHOE NPUMEHEHHE C aTa3aHABUPOM

MOXET TIPUBOJIUTH K BBIPA)KEHHOMY
YBEIIMICHUIO KOHIIEHTPAINH JTAaHHBIX
OCH30q1Ua3ECITMHOB. HccnenoBanus
B3aUMOJIEWNCTBUAN aTa3zaHaBHpa C

OeHzommazenmmHaMu He TpoBoamau. CorjacHoO
JIAHHBIM 10 JIPYTUM HHTHOUTOpaM u3odepMeHTa
CYP3A4, oxupaercsi, 4YTO KOHIICHTPALUU
Myjia3ojiaMa B IJ1a3M€ KPOBU MPU €ro IpUEMe
BHYTpb OyIyT CyLIECTBEHHO BbIlIe. J[aHHBIE O
COILyTCTBYIOIIEM NIPUMEHEHUU
MapeHTepalbHOT0 MHJa3olaMa C  JIPYTAMH
WHTUOUTOpPAMH TIPOTEa3bl CBHUICTEIBCTBYIOT O
BO3MOXKHOM 3- 4-KpaTHOM YBEIHYEHUH YPOBHS
MHa30J1aMa B IIa3Me KPOBH.

Cunnenagui OnHoBpeMeHHOE TpUMEHeHHe ¢ atazaHaBUpoM | beszomacHas um »ddexTuBHas m03a
MOJKET TIOBBIIIATh KOHIICHTPAIlMM HHTHOWTOpa | cuijieHaduiaa B KOMOMHAIMH C
@JID-5 u ycunuBaTh HeXeNlaTeIbHBIE SBICHUS, | aTa3aHABHPOM npu JICYEHU U
oOycnosnerHsle nHTHONTOpamMu OJ1D-5. JIETOYHON apTepuanbHON
TMIIEPTEH3UH  HE  YCTaHOBJICHA.
Mexanu3Mm B3auMojeiicTBus 3akimodaercss B | CunmeHadwi, NpUMEHSEMBIH U1
[I0/1aBJIEHUU nzodepmeHTa CYP3A4 | neyeHuss 1eroyHod aprepHUanbHOU
aTa3aHaBHPOM W/HII PUTOHABHPOM. THIIEPTEH3UH, TPOTHBOINOKA3aH (CM.
paznen 4.3.).
CEJATUBHBIE ITIPENTAPATBI
benzoouaszenuno
Mupa3zonam Mupaszonam u TpuasoiaM meraboiauzupyrores ¢ | OqHOBpeMeHHOE IIPUMEHEHNE
Tpuazonam aKkTHBHBIM yuactHeM wuzogpepmenta CYP3A4. | arazanaBupa C TpHa30jgaMOM WIIM

MH/Ia30JIaMOM JUIA TIpHEMa BHYTPh
MIPOTUBOTIOKa3aHo (cM. pasnen 4.3.),
a TpH TPUMEHEHWH aTa3aHaBHpa
BMeECTE c mapeHTePaIbHBIM
MH/Ia30J1aMOM TpedyeTcsi coOII0IaTh
OCTOPOKHOCTh. IIpHM TpHUMEHEHUH
aTazaHaBHpa C NapeHTEPAIbHBIM
MHJIa30J1aMOM ~ JICUEHHE  CJIEAyeT
MMPOBOAUTH B OTACICHUU
unTeHcuBHOM Tepanuu (OUT) wnm
aHAJIOTUYHOM OT/ICIICHUH c
obecrnieueHIEM MIPUCTATEHOTO
KITMHAYECKOTO KOHTPOJIA u
COOTBETCTBYIOIIIETO MEIUIIMHCKOTO
JIEYeHUsI B CIOy4dae  yTHETCHUSA
IIBIXaHUS 13707001 JUTHTENEHOM
cemaruu.  CreyeT  paccMOTpPeTh
KOPPEKIMIO  JT03bl  MHIa30J1aMa,
0COOEHHO npu MIPUMEHEHUN
OJIHOKPATHOH J103bI MHJIa30J1aMa.

JleT’ U HOaAPOCTKH

I/ICCJ'IGIIOBaHI/IH 10 OLICHKE BSaHMOHeﬁCTBHH IMPOBOAWIIN TOJIBKO C YUYaCTHUEM B3POCIIBIX MAIIUCHTOB.
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(NOCNEOOBATENBHOCTE 0002)

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTb U JIAKTALUS

bepemeHHOCTD

ATa3aHaBUp MOXXET INPUMEHATHCS NPU OCPEMEHHOCTH TOJBKO €CIIM IOTEHLUAIbHAs I10J1b3a
IIPUMEHEHHUs] Y MaTepH MPEBLIIIACT NOTCHIUAIBHBIA PUCK U1 TUIOAA.

YMepeHHblii 00beM daHHBIX Y OepeMeHHbIX >keHIMH (0T 300 mo 1000 mcxomoB OGepeMEHHOCTH)
MoKasaj OTCYTCTBUC TOKCUYHOCTU aTa3aHABUPA B BUAC ITOPOKOB pa3BUTHUA Y IIJIOAA.

I/ICCJ'ICILOBaHI/ISI Ha )XMBOTHBIX HC ITOKa3aJil MIPHU3HAKOB TOKCUYHOCTU B OTHOLICHU A pero,I[YKTI/IBHOI\/'I
CHUCTCMBEI.

JlakTamus

ATazaHaBUp OOHApPYKUBAJICSA B TPYJHOM MOJIOKE, YTO MOATBEPKICHO JTaHHBIMHU HCCIEIOBAHUS Ha
Kpbicax. HeT maHHBIX O BIUSHUM aTa3aHaBUpa Ha CEKpPEUUIO TPyJHOTO Mojoka. B cBs3m ¢
BO3MOXKHOCTBIO nepeaaun BUY ot matepu peGEHKY ¢ MOJIOKOM, a TaK)kKe BBHUJY PUCKAa Pa3BHTHUS
Cephe3HBIX MOOO0YHBIX IP(DHEKTOB y peOeHKa, KOPMHTh TPyAbI0 TNMPU NPUMEHEHWW IMpernapara
ATA3AHABUP-HAHOJIEK He pekoMeHyeTcsl.

DepTUILHOCTD

B noknMHMYECKMX HCCIEeOBAaHUSAX BIUSHHS aTa3aHaBUpa Ha (QEepTHIBHOCTH M AMOPHOHAIBLHOE
pa3BUTHE, aTa3aHaBUP U3MEHSUI SCTPAJIbHBIN IIUKII, HE BIMSSI IPH 3TOM Ha (PepTUIBHOCTb.

4.7. BiusiHHe Ha CHOCOOHOCTH YNPAaBJATH TPAHCNOPTHBIMHM CpeACTBAMHM H padorarh c
MeXaHM3MaMH

CrenuanbHBIX UCCIEIOBAaHUNA 1O M3YYCHHIO BIMSHUS aTa3aHaBUpa Ha CIIOCOOHOCTH YIPABIISATh
TPAHCIIOPTHBIMH CPEACTBAMH, MEXaHW3MaMH HE MPOBOAMIOCH. BO Bpems siedueHHs aTa3aHaBUPOM
ObUIM OTMEUEHBI CITyyau rOJIOBOKpYXKeHUs (cM. pasnen 4.8).

4.8. HexkenaTesibHbIE peakmuu

Pesrome mpoduiist 6e300acHOCTH

be3onacHocTh aTazaHaBHpa OIEHWBAIM B COYETAHUW C JPYTUMH aHTUPETPOBHPYCHBIMHU
JIEKApCTBEHHBIMHU MpEnapaTaMu B XOJ€ KOHTPOJIUPYEMBIX KIIMHUYECKUX HCCIIEOBAHUN C yHaCTHEM
1806 B3poOCHBIX MAIMEHTOB, MOJYYaBIINX JICUCHUE aTa3aHaBUpoM B 1103€ 400 Mr oJiMH pa3 B CyTKH
(1151 matmenT, cpeaHsis MPOIOKUTENIBHOCTD 52 HEAeI U MaKCUMallbHas MPOJAOKUTEIBHOCTD 152
HeJIe) WK atazaHaBupoM B f03e 300 mr ¢ putoHaBupoM B go3e 100 Mr oauH pa3 B cyTkH (655
MalKUEHTOB, CPEIHSS MPOAOHKUTENBHOCTh 96 Helellb U MakCUMallbHAsl MPOAOKUTENbHOCTh 108
HEJIEINb ).

HexenaTenbHble peakiiui perucTPUPOBAIN C COMMOCTABUMON YaCTOTOHN y MAalMEHTOB, MOJTYYaBIINX
JedeHre atazaHaBupoM B go03e 400 Mr oiuH pa3 B CYTKH, U y MAI[MEHTOB, MOJIyYaBIIUX JICYCHHE
atazaHaBupoM B n03e 300 mr ¢ putoHaBupoM B no3e 100 Mr oauH pa3 B CyTKH, 332 UCKIFOUEHHUEM
KEJITYXH U MOBBIIIEHNS KOHLIEHTpaluu 0011ero OninupyOrHa B T1a3Me KPOBU, KOTOPbIE BCTPEYAINCh
Jaimie Mmpyd MPUMEHEHUH KOMOWHAIIMM aTa3aHaBHpa W PUTOHABUpA. Y MAalMEHTOB, MOJIYYaBIINX
JeyeHue atazaHaBupoM B 103¢ 400 Mr oauH pa3 B CyTKM WM aTazaHaBupoMm B 1103e 300 mr c
putoHaBupoMm B j103¢ 100 Mr ouH pa3 B CyTKH, UCKIIOYUTEILHBIMUA HEXKEIATCTbHBIMUA PEaAKIIHSIMH
000 CTENEHU TSHKECTH, O KOTOPBIX COOOMIAIIOCh OYEHB YacTo, M0 KpaitHel Mepe, ¢ BO3MOKHOU
CBA3BIO  CO  CXEMaMH,  COJAEpXKallMMU  aTa3aHaBUp W OJMH  WIM  HECKOJIbKO
HYKJICO3UTHBIX/HYKJICOTUIHBIX HHTHOUTOPOB oOpaTHOM Tpanckpuntazel (HUOT), 6pun TomHoTa
(20 %), muapes (10 %) u sxenryxa (13 %). Y nanueHTOB, MOTyYaBIINX JICUCHUE aTa3aHABUPOM B J103€
300 mr ¢ putoHaBupoM B 103e 100 mr, yacToTa pa3BUTHsI XKeNTyxu cocTaBmiia 19 %. B 6onbmmHcTBE
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Hayvana JiedeHus (cM. pazzaen 4.4.).

OTBETCTEYET ZKCNEPTHOMY OTUETY

B nepuon mocTtperucTpaiiioHHOTO HaOIOEeHUS OBbUIM 3apETUCTPUPOBAHBI CIIy4aH XPOHUYECKOU
6one3nu nouexk y BUY-mHQUUIMPOBAHHBIX MAllMEHTOB, MOJTYYAIOLUMX aTa3aHABHP C PUTOHABUPOM
unu 6e3 Hero. B kpymHomacmTaOHOM, MPOCHIEKTHBHOM, HAOMIOAATEIIBHOM HCCIICIOBAHUM Oblia
MoKa3aHa B3aWMOCBSA3b MEX]Y YBEIMUYEHHEM YacCTOThl PA3BUTHUA XPOHUYECKOH OOJNE3HHM MOYEK U
COBOKYITHOM SKCTO3UIMEH aTa3zaHaBupa + puToHaBupa y BUU-mHGUIIMPOBAHHBIX MAIMEHTOB C
n3HavyaabHO HopMmanbHOW PCK®. Takyio B3aMMOCBS3b HAOMIOJATM HE3aBUCHMO OT SKCIO3UIIMU
TeHodoBHpa nu3onpokcuna. Tpedyercs peryiaspHbIi KOHTPOJIb (PYHKUIMHU MOYEK y MAlMEeHTOB Ha
IIPOTSDKEHUM BCEeW Tepanuu (cM. paszaen 4.4.).

TaOnu4yHOE pe3roMe HEXKeENaTeIbHbIX DEAKIINNA

YacToTa BCTpeuaeMOCTH ONpeesieHa CISAYIOUMM 00pa3oM:

odeHb yacto (> 1/10);

gacro (= 1/100, Ho <1/10);
Heuacto (>1/1 000, Ho <1/100);
penko (>1/10 000, o <1/1000);
oueHb peako (<1/10 000),

qJaCToTa HEU3BCCTHA (Ha OCHOBaHMHM UMCIOINUXCA AAHHBIX OLICHUTH HGBOBMO)KHO).

B npeznenax kaxo# rpyImiibl 4acTOTa BCTPEUAEMOCTH HEXENaTeNbHbIX peakluii yKa3aHa B MOPSIKE

YMEHBIIECHHUS CEPbE3HOCTH.

HexenarenpHbie p€aKkiuu CTpyHIIHUpPOBaHbl B COOTBETCTBUH C IIOPAAKOM Ha OCHOBAHHUH CUCTECMHO-

opranubix kiaccoB (COK).

TaOnuma 3.

Hapywenuss co cmoponvl umMMyHHOU
cucmemul

HCYACTO: THIICPUYBCTBUTCIIBHOCTD

Hapywenusa memabonuzma u numanus

HCYACTO: CHMXXCHUE MACCBHI TCJIa, YBCIWMYCHHUEC MacCChI
TCJIda, aAHOPCKCHUS, MMOBBIIICHUC allIICTUTA

Tcuxuueckue Hapywerus

HEYacTo: Jempeccus, Ie30pUEHTAlUs], TPEBOKHOCTH,
OeccoHHMIIA, HAPYIIEHUE CHA, HEOOBIYHBIC CHOBUICHHUSI

Hapywenus co
cucmemul

CMOPOHbL  HEPBHOU

4acTo: TOJIOBHAs 00JIb;
HedacTo: mnepudepuyueckas Hedponartus, OOMOpOK,
aMHe3usl, TOJIOBOKPYKEHHE, COHIIMBOCTb, IUCTEB3US

Hapywenus co cmoponwvi opeana 3penust

4acCTO: IMOXKCIITCHUC CKIICP TJIa3

Hapywenus co cmoponul cepoya

4acTO: JBYHAIIPABICHHAs KeIyJOUKOBasl TaXUKaAPAUA®;
penko: ynnuHeHnue uHtepBana QT?, orek, omrymieHue
cepaneOueHust

Hapywenus co cmopoHul cocydos

HCYACTO: apTCpHUAIbHAA THIICPTCH3UA

Hapywenus co cmoponwvl dvixamenvHoll
cucmemyl, 0p2aHo8 cpyOHOU KIemKu U
cpedocmenust

HEYaCTO: OAbIIIIKa

Hapywenus co cmoponwl swcenyoouno-
KUuleunHo2o mpakma

4acTo: pPBOTA, AMapes, O0Jib B JKUBOTE, TOIIHOTA,
TUCIIETICHS,

HEYacTO: IIaHKPEaTUT, TaCTPUT, B3IyTHE >KHUBOTA,
aTO3HBIM CTOMAaTUT, METEOPU3M, CYXOCTh CIIU3UCTON
000JI0YKH MOJIOCTH PTa
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Hapywenusi co cmoponsl newenu u | 4acto: xefryxa - = IEHEATENBALA TE UULE]
JHCeNUesblBO0AWUX Nymell HEYacTo: TeIaTHT, JKEIYHOKaMeHHas  OoJie3Hb?,
xonecras?;

PEAKO: reNaToCIUICHOMETausl, XOJICUCTUT"

Hapywenus co cmoponvl Kodxcu u | 9acTo: CHIIb;

NOOKOJCHbIX MKAHeU HEYacTo: MyJIbTH(GOPMHAS 3pUTEMa™, TOKCHYECKHe
KOXKHEBIE BBICHITTAHUA™, DRESS-CPIHI[pOMa’b,
AHTMOHEBPOTUYECKHUI OTeK", KpamuBHUIIA, AJOMeIus,
3yH;
penKo: CHUHJIPOM CTI/IBCHC&-ﬂ)KOHCOHaa’b,
BE3UKYJIE3HO-OyINIe3HAsT ChIMb, JK3eMa, pPaCIIMpEeHUE
COCY/IOB

Hapywenus co cmoponvl mbluieunot, | HEYACTO: MbIIIEYHAS aTPO(Hsl, apTpanTus, MUAIITHS;

KOCMHOU U COeOUHUMENbHOU MKAHU pPEeAKO: MUOTIATHS

Hapywenus co cmoponvl nouex u | HEUaCTO: MOYEKAMEHHas  OOJe3HB®, TeMarypus,

MOUEBbIBOOAWUX nymell MPOTEUHYpUS, TOJUIAKUYPHUS, HHTEPCTUIHAIbHBII
HeppUT, XpOHHUYECKasi 00JIE3HB MTOYEK;
peaKo: 60k B 00JIaCTH MTOYEK

Hapywenus co CMOPOHbL | HEUACTO: THHEKOMACTHUS

PENnpPOOYKMUBHOU CUCEMbL U MOJIOYHBIX

JHcenes

Obwue napywenus u peakyuu ¢ mecme | 4acTo: yTOMIISIEMOCTb;

66e0eHUs. HedacTo: OoJib B TpyAd, HEJOMOTaHHE, JUXOpajKa,
aCTEHUS,
PEAKO: HAPYIICHUE MOXOIKH

a JlaHHbIE HEXeNaTeJbHbIE PEaKUUH BBISABICHBI B XOJ€ IOCTPETMCTPALIMOHHOIO HAOJIOAEHHS, OJHAKO MX YacTOTY
OLIEHMBAJIM Ha OCHOBE CTATUCTUUECKHX PAcCUeTOB, MCXOMs M3 OOLIEro YMcIa MalueHTOB, IPUHUMABIINX aTa3aHaBup, B
PaHIOMH3MPOBAHHBIX KOHTPOJIUPYEMBIX U JPYTHX JOCTYIHBIX KIMHUYECKHX HCClieoBaHumsx (n = 2321).

b I[J'Ii[ NOJIyucHUus HOZ[pO6HOﬁ I/[H(l)OpMaIII/II/I 06paTI/ITeCL K OIIMCAHUIO OTJACIIBbHBIX HCXKCIATCIbHBIX peaKHHﬁ.

Onucanue OTAEILHEIX HEXKETaTENbHBIX PEAKIIUNI

Y BUY-uHGUUIUPOBaHHBIX MALMEHTOB € TsOKeIbIM UMMYyHOAeduuToM B Havane KAPT Bo3MokHO
pa3BUTHE BOCHAIMTEIBHON peaklMM Ha OECCUMITOMHBIE MJIM OCTATOYHBIE ONIOPTYHUCTUYECKHE
uHpeKIMH. AyTOMMMYHHbIE 3a0051eBaHus (Takue Kak O6ose3Hb [ peiiBca 1 ayTOMMMYHHBIH remaTuT)
TakXe ObUIM OINUCAaHbI; OJHAKO BpEMsI UX MOSABICHMs BapbUpOBAJO B 0Oojiee MUPOKUX Ipeaenax, u
OHHU MOTJIM BO3HHMKATh Yepe3 MHOTO MECSIIEB IOCIe Havasia Tepanuu (cM. pasaen 4.4.).

Ocmeonekpos

Coobmanoch 0 ciay4asXx OCTEOHEKpO3a, B OCOOEHHOCTH y MAlMEHTOB C IMOJITBEP’KACHHBIMU
(dakTopamu pucka, mosgHed cragueit BUY-undexknmm w npu mmurensHorr KAPT. Yacrtora
BCTPEUAEMOCTH MOIOOHBIX SIBIICHUH HeW3BeCTHA (CM. pasnen 4.4.).

Memabonuueckue noxazamenu

Bo Bpemsi aHTHUPETPOBHPYCHOW Tepamuu MOXET HaOMI0JaThCsl YBEIWYCHHE MAacChl Tella H
MTOBBIIICHUE KOHIIEHTPAIIMH JINTIHJIOB U TJIFOKO3bI B KpOBU (CM. pazjaen 4.4.).

Cuinw u ceazanmwvie ¢ Hell CqupOMbl

ChIllb 0OBIYHO TIPEACTABIISIET COOOM MaKyJIOTaNyJe3HYI0 KOXKHYIO CHINb JIETKOW WM YMEPEHHOU
CTCIICHU TsKCCTH, KOTOpasd BO3HUKACT B TCUCHUC IICPBLIX 3 HCACIIbL IMOCJIC Ha4dajla TCpaliuu
aTa3aHaBUPOM.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

MEINKAaMEHTO3HAas ChIlb ¢ Y03uHO(umueit u cuctemapiMu cumnromamu (DRESS-cunnpom) taxoke
Ha0II0JATMCh TIPU IPUMEHEHUHN aTta3aHaBupa (cM. pasnen 4.4.).

Omxnonenus Jza60pam0prlx nokaszameieti om HOpMbl

Haubonee yacTbIM OTKJIOHEHHEM JTAOOPATOPHBIX MTOKa3aTeNel OT HOPMBI Y MAlIUEHTOB, MOJTyYaBIINX
CXEMBI, COZIeprKalllie aTa3aHaBUp U OAuH Wik Heckolbko HMOT, G110 MOBbIIIEHHE KOHIIEHTPAIUK
oOmero OwnupyOMHAa B IIa3Me€ KPOBH, O KOTOPOM COOOIIAIOCh MPEUMYIIECTBEHHO KaK O
MOBBIIIEHUH KOHIICHTPALUU HETIPSIMOTO [HEKOHBIOTHPOBaHHOTO| Ounupyouna (y 87 % 1-i, 2-i, 3-i
unu 4-ii crenenu). [loBelllieHWE KOHIEHTpanuu oOmiero OwimmpyowHa 3-i unum 4- cTeneHu
3apeructpupoBanu y 37 % manueHtoB (y 6 % 4-ii crernenu). Y MalMeHTOB, paHee MOJydYaBIIUX
JieyeHue atazaHaBupoM B 103€ 300 mr oauH pa3 B cyTku U 100 MT puTOHaBUpa OJHMH Pa3 B CYTKH C
MEeANaHON NPOJODKUTENBHOCTH Tepanuu 95 Hemens, y 53 % mNanueHTOB pErucTpUpPOBAIU
MTOBBIIICHUE KOHIIEHTPAIMK 00111er0 OnnmupyOuna 3-if - 4-if cteneHu. Y MaueHToB, HE MOTy4YaBITuX
paHee jedeHue arazaHaBupoM B 03¢ 300 Mr oauH pa3 B cytku U 100 Mr putoHaBupa OMH pa3 B
CYTKH C MEIMAHOW MPOAOLKUTENBHOCTU Tepanu 96 Henenb, y 48 % maiueHTOB perncTpupoBaIn
MOBBIIIEHUE KOHIIEHTpauu od1iero ounupyouna 3-i - 4-if crenenu (cm. paszzaen 4.4.).

Jlpyrue BeIpakKeHHBIC OTKIIOHEHUS KIIMHUIECKUX JTA0OPATOPHBIX MTOKa3aTeNe OT HOPMBI (3-5 miu 4-
s CTENEHb), 3apETUCTPUpPOBaHHBIE y > 2 % NAaIMEHTOB, IOJIyYaBIIUX CXEMBI, COJAEpIKallue
atazaHaBup u oauH win Heckoapko HUWOT, Brmroyanu: NOBBIIEHWE AKTHUBHOCTH
kpeatuHpocokurazsl (KOK) (7 %), nmoseimenue aktuBHocTH AJIT (5 %), cHMkeHWe uucia
Hentpopuno (5 %), moBbIIEHHE aKTHUBHOCTU acnapratamuHoTpaHcdepassl (ACT) (3 %) u
MOBBIIIICHUE AKTHBHOCTH JIUIA3bI B TUIa3Me KpoBH (3 %).

2 % manueHToB, MOJIyYaBIIUX JIEUEHUE aTa3aHAaBUPOM, HCHBITAIM OJHOBPEMEHHOE IOBBIIICHHE
aktuBHOCTH AJIT/ACT 3-ii - 4-i1 cTeneHn U KOHICHTpauu odiero omnupyouna 3-i - 4-if crenenu
B TUTa3Me KPOBH.

Oco0ble rpynisl MalueHTOB

TIayuenmut ¢ ko-ungpexyueti cenamuma B u/unu eenamuma C

Cpenu 1511 nanueHToB, Moiny4aBIInX J€YeHHUE aTazaHaBUpoM B 1o3€ 400 Mr oauH pa3 B CyTKH, Y
177 maureHTOB UMenach Ko-uHdeKIus Xxpoanueckoro renaruta B wim C; a u3 uncna 655 manueHTos,
II0JIy4aBIIMX aTazaHaBup B 03¢ 300 Mr oaMH pa3 B CyTKU ¢ puTOHaBHUpoM B o3e 100 mr onuH pas3 B
CyTKH, 97 manueHToB ObUTH ¢ XpoHndeckuM rernatutoM B uimu C. ITanueHTs! ¢ Ko-uHbeKIuen yaiie
HCXO/IHO HWMEJIU TMOBBIIICHUE CBIBOPOTOYHON AaKTUBHOCTU «II€YEHOYHBIX» TpPaHCAMHHA3, YeM
ManueHThl 0€3 XPOHUYECKOT0 BUPYCHOTO renaruta. Pa3nuyus B 4acToTe MOBBIIIEHUS CHIBOPOTOYHOM
KOHIIEHTpAllUK OUITUPYOHHA HE OTMEYAITUCH CPEH TAaHHBIX IMAIIMEHTOB U MAI[UEHTOB 0€3 BUPYCHOTO
renatuta. Yacrora pa3BUTHS CBSI3aHHOTO C JICUEHHUEM TelaThTa U TOBBIIICHUS aKTUBHOCTU
TpaHCAaMHHA3 y MAIIMEHTOB C KO-MH(EKIel OblIa COMoCcTaBUMa B TPYIINAX JICUEHUSI aTa3aHABUPOM
Y TIpenaparoB cpaBHEeHUs (cM. pasaen 4.4.).

CTH

B knunnueckom uccnenoBanun Al424-020 y netell 1 moApPOCTKOB B BO3pacTe OT 3 mecAleB A0 18
JeT CPeIHsIsl MPOJOKUTEILHOCTh JICYEHUS aTa3aHaBUPOM B (hopMe MOPOIIKa JJIs IpHeMa BHYTPb
nnbo karcyn coctaBuia 115 nHenmens. [Ipodunas 0Ge30mMacHOCTH B JaHHOM HCCIAEAOBAHUHU ObLT
CXOOHBIM C TaKOBBIM Y B3pOCJBIX ITallUCHTOB. Y ,Z[GTGI\/'I H TIOAPOCTKOB 6]:1)'[3. BBISIBJICHA
6eccumnromHas AV 6mokana nepsoii ctenenu (23 %) u Bropoit crenenu (1 %). Hanbonee yactoim
OTKJIOHEHHEM JIAO0paTOPHBIX MOKa3aTesell OT HOPMBI Y JETeH, MOMy4YaBIINX JICYEHUE aTa3aHaBUPOM,
SIBJSUIOCH TTOBBIIIICHUE KOHIIGHTpauu oo1iero ommpyonHa (B > 2,6 pa3 Beime BI'H, 3—4 crenens),
uMesBlIee MecTo y 45 % mnaleHToB.

B knuHnueckux wuccnenoBanusix Al424-397 u  Al424-451 cpenHssi TPOAOTIKUTEIBHOCTD
IIPUMEHEHUsI aTa3aHaBUpa y JeTell B Bo3pacTe oT 3 mecsueB a0 11 ner cocraBuna 80 Henenb.
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JletanbHble ciydan He ObuTH 3aperucTpupoBanbl. [Tpoduian 6es&1acnglét:111 %a&gﬂt El:cne OB‘aHI/rﬂX

OBUT CXOJHBIM C TAaKOBHIM B paHee MPOBEACHHBIX MCCIEAOBAHUSX C YYaCTHEM JETeH M B3POCIBIX
nanueHToB. Hanbosiee yacThIMU OTKJIOHEHUSMHU JTAOOPATOPHBIX MOKa3aTeNeld OT HOPMbI y JETel,
MOJTyYaBIIUX JICUCHUE aTa3aHAaBUPOM B (JOpPME MOPOIIIKA TSl PHUeMa BHYTPb, SBIISJIOCH MTOBBILIICHUE
KOHIEHTpauuu oluiero Ounnpyouna (= 2,6 pa3 Beiie BI'H, 3 u 4 crenens; 16 %) u nosbleHue
aKTUBHOCTH amuia3bl (3—4 cremenb; 33 %), Kak MpaBUIIO, HEMAHKPEATHUYECKOW 3THoNOTHU. B
JTAHHBIX UCCIIEA0BaHUSX MOBbIIeHHE akTUBHOCTU AJIT yamie ormeqanoch y A€Tel, 4eM y B3pOCTbIX.

COO6H.I€HI/I€ 0 TOA03PEBACMBIX HCXKECIATCIbHBIX PCAKIINAX

BaxHo coo0mare O MOJO3PEBAaEMbIX HEKENATENIbHBIX PEAKIMSIX IOCIe perucTpanuu
JICKapCTBEHHOT'O Ipernapara ¢ IeJbl0 00eCreueHus] HEeNpephIBHOTO MOHUTOPUHIA COOTHOIICHHS
«I0JIb3a — PHUCK» JIEKApCTBEHHOrO Ipenapata. MeAMLIMHCKUM pPAOOTHUKAM pPEKOMEHIyeTCs
coo0mIaTh O JIOOBIX MM0I03PEBAEMBIX HEKENATENbHBIX PEaKIHIX JEKApCTBEHHOTO Mpernapara yepes
HallMOHAJIbHBIE CHUCTEMBl COOOILEHHS O HEXENIATeNbHbIX pPEAaKIHUAX TOCYAApCTB — HICHOB
EBpa3uiickoro 5KOHOMUYECKOTO COHO3A.

Poccutickas ®@edepayus

denepanbHas ciryx0a o Haa30py B cdepe 3apaBooxpanenus (Poc3apaBaanzop)
Anpec: 109012, r. MockBa, CnaBstHCKas Tj101Iaab, a. 4, ctp. 1

Tenedon: +7 800 550-99-03

DnekTpoHHas mourta: pharm@roszdravnadzor.gov.ru unu npr@roszdravnadzor.gov.ru

WNuTepuer-caiit: www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CHUMIITOMBI

B xone kIMHUYECKUX HCCIEOBAaHUN MPUEM 3I0POBBIMU JOOPOBOJIbIIaMH aTazaHaBupa a0 1200 mr
OJTHOKPATHO HE COMPOBOXKIANICS KAKUMHU-ITHOO HEXKEIATeNbHBIMH SBICHHUSMH. ETUHCTBEHHBIN
ciydyail mepeno3upoBku mpernapara BUY-uHbUIMpOBaHHBIM MalMeHTOM, NPHHSABIIAM 29,2 T
aTazaHaBupa (mo3a, B 73 pasa npeBbllatoNias peKOMeHI0BaHHYI0 103y 400 Mr) compoBokaancs
OeccumMnTOMHOM Onokanol obenx Hokek myuka ['mca m ymmHeHuem uHTepBasia PQ. JlanHbie
npusHaku Ha OKI' ucuesnu cnoHTaHHo. OXHMJaeMbIMH CUMITOMAaMHU IE€PENO3UPOBKHU IMpernapara
SBIIAIOTCS JKENTyXa 0e3 M3MEHEHHMH pe3yJbTaTOB «IEYEHOYHBIX» TECTOB (32 CYET MOBBIIMICHUS
KOHIICHTPALMU HENpsMOro OunnpyOuMHa B IJ1a3Me KPOBH) W HapylIEHHE CEpASYHOrO0 PHUTMA
(ynnmuaenue uaTepBana PQ).

Jleuenue

Cneunguueckoro antunora HerT. [Ipu mepemo3upoBKe ara3aHaBHUpa CIEAYET OCYLIECTBIAThH
KOHTPOJIb OCHOBHBIX (DU3MOJIOTMYECKUX TOKa3aTesel, BeCTH HaOII0AeHNne 3a OOIIMM COCTOSTHUEM
nanveHTa, KontponauposaTh DKI', Ha3HAUNTH MPOMBIBAHKE JKEITY/IKA, BBI3BATh PBOTY JUIS YAAICHUS
OCTaTKOB IIperapara, peKOMEHIyeTCsl TIPUeM aKTHUBHpPOBaHHOTO yris. [{uanu3 HeaddextuBen s
BBIBEJICHUS IIpenapara M3 OpraHW3Ma, TaK KaK aTa3aHaBHp XapaKTEpPHU3yeTCs WHTCHCHBHBIM
METa0OJIM3MOM B TICUEHH U BBICOKOW CTETIEHBIO CBSI3bIBAHMUS C O€JIKaMU IUIa3Mbl KPOBH.

5. DPAPMAKOJIOTMYECKUE CBOMCTBA
5.1. ®apmakoanHaMHYecKHe CBOICTBA

@apmakoTepaneBTUUYeCKass TIpynna: MOPOTUBOBUPYCHBIE CPEACTBA CHCTEMHOIO  JACHCTBUSA;
MPOTHBOBUPYCHBIE CPEJICTBA MPSIMOTO ACHCTBHS; HHTHOUTOPHI IPOTEa3s.
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Mexaausm aeiicteus U hapMakoauHaMmuueckue 3O GEKThI

ATazaHaBUp SBISICTCS a3alenTUIHBIM HHTHOUTOpOM TipoTeassl BUU-1. DTo BemecTBO CeNeKTUBHO
MHTUOMpYeT BHpyc-cniennduyeckuid mpoueccuHr BHpycHbIX Gag-Pol mnporemnoB B BUU-
MH(ULIMPOBAHHBIX KIIETKaX, MpeAoTBpalas o0pa3oBaHUE 3peNbIX BUPUOHOB U 3apa)xKeHHE JIPYTUX
KJIETOK. B rmporecce JiedeHuss y HEKOTOPBIX MAIlMEHTOB MOXET pPAa3BUTHCA PE3UCTEHTHOCTH
(YCTOMYMBOCTB) K JIEHCTBUIO TMpernapaTa (crenuduieckas pe3ucTEHTHOCTh) WM K JIEUCTBHIO KakK
aTa3aHaBUpa, TaK U JPYTruX HHIHOUTOPOB nporeaszsl BUY (mepexpecTHast pe3UCTEHTHOCTD ).

Pe3ucTeHTHOCTh U MEPEKPECTHASI PE3UCTCHTHOCTh

Pe3ncTeHTHOCTh U MepeKpecTHast pe3UCTEHTHOCTh K MHrHOuTOpaM nporteazsl BUY Habmonanacs B
pPa3sIMYHOM CTEICHW €€ NPOSABICHUSA. PE3MCTEHTHOCTh K aTa3aHaBUPY HE BCErAa SBISETCA
NPETSATCTBUEM IS TIOCIIEA0BATEIbHOTO TPUMEHEHHSI JPYTUX HHIUOUTOPOB npoTtea3sl BUY.

PesucteHTHOCTD in Vitro (B KYABTYPE KJIETOK)

UyBCTBUTEIBHOCTB K aTA3aHABUPY U3Yy4alId HA KYJIbTYpPE KJIETOK, BBIICIICHHBIX Y IIALIMEHTOB, IIPEXKIE
HE MOJYyYaBIIMX aTa3aHaBUp. BpisgBieHa uyeTkas TEHACHLMSI K CHUKEHHMIO YYBCTBUTEIBHOCTU K
aTa3aHaBUpY IITaMMOB, OOHApPY>KMBLIMX BBICOKMHA YPOBEHb MHOKECTBEHHOH PE3MCTEHTHOCTU K
IpyruM uHruOuTopam nporeassl BUY. HanpoTus, 4yBCTBUTENBHOCTD K aTa3aHABUPY COXPAHSIIACH
y IITAMMOB, PE3UCTEHTHBIX TOJBKO K 1-2 nHrnouTopam mpoteasst BUY.

Pe3ucTeHTHOCTS in VIVO

HccenenoBanus mokasand 4ETKYH 3aBUCUMOCTb PAa3BUTHSI PE3UCTEHTHOCTH OT TOTO, IOJy4Yall JIU
MAIMEHT PAaHEE aHTUPETPOBUPYCHYIO TEPAIUIO, U, €CIIU Ja, IPUMEHSIICS JI aTa3aHaBUP B Ka4EeCTBE
€IMHCTBEHHOTO MHTHOUTOpa poTea3sl BUY nnu B KOMOMHAIIMY ¢ PUTOHABUPOM.

Iayuenmuwl, panee He nonyuasuiue aHMUPempoBUPYCHYI0 MePAnuIo

Amazanasup 400 me (6e3 pumonasupa)

He BbIsSIBIIEHO IepeKpecTHON PE3UCTEHTHOCTH MEXAY aTa3aHaBUPOM U aMIIPEHABHUPOM.

QEHOTUNMYECKUN  aHaIu3  M30JIMPOBAHHBIX  KJIETOK IIOKa3ajl  pa3BUTHE  YCTOMYMBOCTH,
cnienn(pUYeckor TOJIBKO JJIs aTa3aHaBHpa M COUYETABIICHCS C MOBBIIIEHUEM YyBCTBUTEIBHOCTH K
ApyruM uHruduTopam nporeas BIY.

Amaszanasup 300 me + pumonasup 100 me

UccnenoBanne >(QQPekTUBHOCTH KOMOWHAIIMKM aTa3aHAaBUpP + pUTOHABUP (B CpaBHEHUH C
KOMOMHAIMEH JIONMMHABHUD + PUTOHABHD) Y MAMEHTOB, paHee HE MOIyYaBIINX aHTHPETPOBUPYCHOM
Teparuy, MoKa3ajo, 4To yepe3 96 Henenpb mociie Havyaga Tepanuu TOJbKO B OJTHOM CIy4yae HeyladyH
Tepanuy pa3BUIaCh (PEHOTHUNNYECKas! yCTOMYMBOCTD K aTa3aHaBHPY.

llayuenmul, panee nonyuasuiue aHMupemposupyCHyO mepanuio

Ama3zanasup unu amasanasup + pumonasup

B OonbmmHCTBE cllydaeB Heymauu Tepanuu, Ha 48-0if Hedene y MAlMEHTOB pa3BUBAIACh
MHO>KE€CTBEHHAsl Pe3UCTEHTHOCTb K pa3IN4HbIM HHruOuTOpam mporeazsl BUY, a ne cnennduueckas
YCTOMYMBOCTB K aTa3aHaBUpy.

5.2 ®apmakoKkuHeTHYECKHE CBOMCTBA

dapMaKOKMHETHYECKHE CBOMCTBA aTa3aHaBHpa OILICHUBAIHMCH HA 370POBBIX A00poBoiblax u BNY-
MHOQUIMPOBAHHBIX MALMEHTAX.
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AOGcopOrus

IIpu myntensHOM npueme atazaHaBupa B 103€ 400 Mr oiuH pa3 B I€Hb OJIHOBPEMEHHO C IPUEMOM
JIETKOYCBOSIEMOIl NHIIM MaKCHUMajbHas pPaBHOBECHAs KOHIIEHTpalUs aTa3aHaBUpa B IUIa3Me
YCTaHABJIMBAETCS MPUMEPHO uepe3 2,7 daca 1mociae IpUeMa. YCTOHYMBas paBHOBECHAs
KOHIIEHTpALlUs aTa3aHaBUpPa JOCTUraeTcs MexXIy 4-M U 8-M AHSIMHU IpUeMa.

Brusnue nuwu

[lpumenenne ara3aHaBUpa BMECTE€ C IHUINEH yIydmiaeT ero OWMOJOCTYHNHOCTh M YMEHBIIAeT
(apMaKOKMHETHYECKYIO0 BapuabenbHOCTh. [IpuMeHeHne KOMOMHAIIMM aTa3aHaBUpP + PUTOHABHP C
NUIIeH yaydmaeT OMOIOCTYITHOCTh aTa3aHaBUPA.

Pacnpenenenue

ATtazanaBup Ha 86 % cBs3bIBaeTCS ¢ OeIKaMu CHIBOPOTKU KPOBH, IIPU 3TOM CTEIEHb CBSI3BIBAHUS C
OemkaMM HE 3aBUCUT OT KOHIIGHTpalWu. ATa3aHaBHp CBs3biBacTcss C  anbdal-Kuciapim
TJIMKOMIPOTEMHOM U alIbOYyMHHOM B PaBHOI cTeleHu. ATa3aHaBHUp OINpPEAEsSeTCs B CIMHHOMO3TOBOM
Y CEMEHHOM KUJKOCTSX.

Mertabousm

ATazaHaBHp METa0OIM3UPYETCsl B OCHOBHOM MocpencTBoM n3odepmenta CYP3A4 ¢ oOpa3oBanuem
OKHUCJICHHBIX MeTabonuTOB. MeTaboauThl BBIIEISIOTCS B Keldb B CBOOOJHOM BHJE WIH B BHJE
KOHBIOTATOB C TIIOKYPOHOBOM KHCIIOTON. He3HaunTenbHAsl 4acTh ara3aHaBHpa METa0OIM3UPYETCS
nmyTeM N-1e3anKuaupoBaHus U THIPOJIN3A.

ONMMUHALIMSA

ITocne omHOKpaTHOro BBedeHMs '‘C-atazamasupa (400 Mr) B Kajle M MOdYE OINPEIEISIOCH,
COOTBETCTBEHHO, 79 % u 13 % o61meit pannoakTuBHOCTHU. J{0J1s1 HEU3MEHEHHOTO aTa3aHaBUpa B KaJe
W MOYE COCTaBJIslIa, COOTBETCTBEHHO, OK0JIO 20 % u 7 % BBeaeHHOM 103bl. CpenHuil mepuon
nonyBbiBesieHus (T1/2) aTazanaBupa y 310poBbIX 100poBosbLeB 1 BUY-UHQHUIMPOBaHHBIX B3POCIIBIX
COCTAaBJILT OKOJIO 7 4yacoB npu npueme B 103€ 400 Mr B I€Hb € JIETKOYCBOSIEMOM MHIIIEH.

Oco0ble rpynibl MalueHTOB

Toueunas neoocmamounocme

VY 310pOBBIX TOOPOBOJIBIIEB BEIBEACHHBIN C MOUOI HEM3MEHEHHBIN aTa3aHaBHP COCTABIISLI 0KOJIo 7 %
MPUHATON J03BI.

OTCcyTCTBYIOT (papMaKOKMHETUYECKUE NaHHBIC JUISl MAIMEHTOB C MOYEYHOM HEIOCTATOYHOCTHIO,
MIPUHUMABIIINX aTa3aHABUP C PUTOHABUPOM.

[IpumeHenue arazaHaBupa Oe3 pPUTOHABHpA H3YYAIOCh y MAIMEHTOB C TSDKEIOW MOYeYHOU
HEJ0CTaTOYHOCTBIO, B TOM YHCJIE HAXOJAIIMXCSA HA FEMOAUAIN3€e, IPUHUMABIIUX IIPEnapar B 03¢
400 mMr oauH pa3 B JieHb. Pe3ynbTaThl MOKa3aal CHIKEHHE (PapMaKOKHMHETHYECKUX MTapaMeTpoB Ha
30 — 50 % y manueHToB, HAXOAAIMXCA Ha TEMOIMAIIN3€E, B CPABHEHUH C TAIMEHTAMH C HOPMaJIbHOM
¢dyHkuuei mouek. MexaHu3M 3TOr0 CHHYKEHHSI HEU3BECTEH.

JIs MaleHTOB Ha FeMOIMAIN3e, PaHee He MOIyYaBIINX aHTUPETPOBUPYCHOM Tepanuu, aTa3aHaBUp
300 mr Ha3Ha4aeTcs TOJIBKO B KOMOMHAIMK ¢ puToHaBUpoM 100 mr.

[TarmenTam ¢ TSKEIOM MOYEYHON HEAOCTATOYHOCTHIO, HAXOMSIIMMCSA HA TeMOJUANIU3€ U paHee
II0JIy4aBIIUM aHTHUPETPOBUPYCHYIO TEPAIUIO, aTa3aHaBUP IIPUMEHATH HE PEKOMEHAYETCS.

Ileyenounas neoocmamounocms

ATazaHaBUp METa0OIM3UPYETCS M BHIBOJUTCS MPEUMYIIECTBEHHO NMEUeHbl0. BiusHue HapymeHuit
(GyHKIMU NIeyeHH Ha (apMaKOKMHETHYECKHE TapaMeTphl Iocie npreMa atazaHasupa B 1o3e 300 mr
He m3ydanock. KoHIeHTpanus aTta3aHaBUpa IpU COBMECTHOM IpHEME M 0e3 pUTOHABUpPAa MOXKET
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. (NOCNEOOBA HOC TR 002
YBEJIIMYHUTHCA y MAIMEHTOB C MEYEHOYHOM HEIOCTATOYHOCTBIO' C /:[ngwyrerreﬁﬁ (IKJTacc

B u C no xnaccudpukanuu Yaitng-I1eto). [Ipumenenne arazanaBupa y mauueHTOB ¢ HApyIICHUSIMU
byuknun nedeHu Tspkeaon crenenu (kiace C mo knaccudukanuu Yaina-I1p10) mpoTuBonokasaHo
IpU JTIOOBIX peXXUMax JO3UPOBAHUS.

B koMOWHaNuMM ¢ PUTOHABHPOM IMPHUMEHECHHE MPOTHBOIOKA3aHO Yy TAIIMCHTOB C HAPYIICHHSIMH
GYHKIIUY TIEYCHH CpeHEH U Tsokenoi creneHu TsokecTH (knace B u C mo knaccudukanuu Yaiina-
[Tp10).

C OCTOPOXHOCTBIO aTa3aHABHP CJIETYET MPUMEHSTh Y MAIMEHTOB C HAPYIICHUSAMHU (PYHKIUHU ITEYCHU
JIETKOM W cpefHelt crenenu TshkecTH (kiaacc A u B mo knaccudukanuu Yaitna-I1s10), komOuHAIMIO
aTa3aHaBUp + PUTOHABUP — Y MALMEHTOB C HapyIIEHUSAMH (DYHKIIMM TEUYEHH JIETKOH CTereHu
Tspkectu (kiace A no knaccudukaruu Yana-I1s10).

Bospacm/non

He oTMedeno KIMHUYECKN 3HAYMMBIX OTIHYHI q)apMaKOKI/IHCTI/ILICCKI/IX nmapaMETpoOB B 3aBUCUMOCTH
OT BO3pacTa HUJIA 110J1a MMalfuCHTOB.

EepeMeHHble HCEHUJUHDBL

3HaueHUs MaKCUMajbHON paBHOBeCHOM KOHIEHTpauMH (Cmax) M IUIOHIAAM TOA  KPUBOM
«xoHueHtpauus-spems» (AUC) nmns artazanaBupa Obutn Bhiie Ha 26 — 40% y JKEHIIUH B
nocaepogoBoM mepuone (4 — 12 nenmens), yuem y BUY-unpunupoBaHHBIX HE OepeMEHHBIX
ManueHToK. MUHUMasbHas KOHIIEHTpallKs aTa3aHaBUpa B IJIa3Me KPOBU B MOCIEPOJIOBOM IEPUOE
Obula TpHOAM3UTENBLHO B 2 pasa BBIIIE TOM, KOoTOpas HaOmonpamace no storo y BUY-
WH(PHUITMPOBAHHBIX HEOCPEMEHHBIX JKCHIIHH.

Paca

HccnenoBanusi He BBIABMIM KaKOTro-IMOO BIMSIHUS pachl NAllMEHTOB HAa (apMaKOKMHETHYECKHE
napaMeTphl aTa3aHaBUpA.

€TH

Bennuuna abcopbunu arazaHaBupa y AeTeil BbIIIE, YeM Y B3pOCIIBIX NAlMEHTOB. Y MaJCHbKHX JeTel
CYLIECTBYET HE3HAuUUTENIbHAs TEHJCHLUs K Oojiee BBICOKOMY KIHMPEHCY ara3aHaBUpa IIpu
HOPMHPOBAHUU IO Macce Tena. BapuabenbHOCTh papMaKOKMHETHYECKUX TapaMETPOB Y A€TEH TaKxkKe
BBIILIE, YEM Y B3POCIIBIX.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

JIakT03BI MOHOTHAPAT
Kpocnosunon

0060J104Ka TPaHVII

Kpocnosugon
Maruus creapar

TBepmas xeIaTHHOBAS Kallcya

Kenatun
Nunuroxapmun (FD&C Blue 2)

Turana quokcHUa
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6.2. HecoBMecTHUMOCTD

He nmpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs )

2 roxa.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH NPU XPaHEHUU

XpaHUTh B 3aLIUIICHHOM OT CBETa MECTE, MpU TeMIiepaType He Boie 25 °C.
6.5. XapakTep u coaepkaHue YNaKOBKH

ITo 30 wmum 60 xancyn B 6anku monmdTuiaeHoBbie (II9BII), 3akpeiThie monmudTHICHOBEIME (ITDBIT)
KPBIIIKaMHU.

banka cHaOkaeTcst CaMOKJIESIIIEH sl ATHKETKOM.

ITo 1 6anke BMecTe C JINCTKOM-BKJIABIIIEM B [TaYKy KapTOHHYIO.

6.6. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPH YTHIN3ALUH MCIOJIb30BAHHOIO JIEKAPCTBEHHOI0

npenapara MJid OTX0J0B, IOJYYEHHBIX IoOcJe MPUMeHEeHHs JeKAPCTBEHHOro mpenapara, u
Apyrue MAaHUMYJISIHUHU ¢ PenapaTom

Oco0plie TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAHIMOHHOI'O YOCTOBEPEHMUSA

Poccuiickas @enepanus
OO01ecTBO ¢ OrpaHUYEHHON O0TBETCTBEHHOCTRIO «Hanonek» (OO0 «Hanonek»)

123112, r. MockBa, BH. Tep. I. MyHUIUNaIbHbIA OKpyr IlpecHenckuii, yn. TecrtoBckas, n. 10,
nmomert. 1/16

Ten.: +7 (495) 648-26-87

OnexrponHas noyra: info@nanolek.ru
7.1. llpencraBuTe b Aep:KaTesisi PeruCTPAIMOHHOTO YA0CTOBEPEeHUSA

[Iperen3uu noTpeduTeneil HaIPaBIATh 110 ATPECY:
Poccuiickas @enepanus
OO01ecTBO ¢ OrpaHUYeHHON O0TBETCTBEHHOCTRIO «Hanonek» (OO0 «Hanonek»)

123112, r. MockBa, BH. Tep. I. MyHUIMNaIbHbIA OKpyr IlpecHenckuit, yn. TecrtoBckas, n. 10,
nmomert. 1/16

Ten.: +7 (495) 648-26-87

OnexrponHas noyra: info@nanolek.ru

8. HOMEP (HOMEPA) PETUCTPAIMOHHOI'O YAOCTOBEPEHUA
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9. KATETOPHS OTITYCKA JEKAPCTBEHHOT'O IPENAPATA - EATENEHOCTE 0002)

JlekapcTBeHHBIN MpenapaTr OTHOCUTCS K KATETOPUH OTITYCKa 10 PELenTY.

O6mrast xapakrepuctuka jekapctBeHHoro mnpemnapatra ATASAHABUWP-HAHOJIEK noctymHa B
€IMHOM DPEeCTpe 3aperuCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPeACTB EBpasuilckoro 3KOHOMHYECKOTO
co3a W Ha OQUIMATBLHOM CalTe YIOJIHOMOYEHHOTO OpraHa (PKCIEPTHOW OpraHU3aIlim)
https://Ik.regmed.ru/Register/EAEU_SmPC.
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