COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 26.06.2023 N2 11870

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHGFO TIPERAPATA 1005

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA
A3zypukc, 80 mr, TaGJIETKH, TOKPHITHIE TNIEHOYHOU 000JI0YKOM

Azypukc, 120 mr, TabseTKH, MOKPHITHIC MJICHOYHON 0007I0YKOM

2. KAUECTBEHHBIN U KOJIMYECTBEHHbIN COCTAB
JeticTBytomee BemecTBo: hedykcocTaT

Asypukc, 80 Mr, TabJIETKH, IOKPLITHIE IVIEHOYHOI 000JI0YKOH

Kaxxnas Tabierka, MOKphITas MIICHOYHOU 000104KO0i, comepkut 80 mr hedykcocrara.

Asypukc, 120 mr, TabJIETKH, HOKPBITHIE INIEHOYHOM 000JIOUKON

Kaxxgas Tabnerka, HOKpbITas MIeHOYHOU 00004Koid, conepkut 120 mr ¢edykcocrara.
BcnomoraTenbHble BelecTBa, HAJMYKWe KOTOPBIX HAM0 YYUTHIBATh B COCTAaBE JIEKAPCTBEHHOT'O
npernapara: MaHHUTOJ, HATpHit (cM. pasnen 4.4.).

[TonHbIi TepedeHb BCIIOMOTaTENbHBIX BEIIECTB MPHBEIEH B pa3zaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOH 000IOYKOH.

Asypukc, 80 Mr, TabJIETKH, MOKPHITHIE IUICHOYHOM 000J104YKOU

JIBOSIKOBBINYKJIbIE TAOJIETKHU MPOAOJITOBaTOW (POPMBI CO CKPYTJIEHHBIMH KOHIAMM, MOKPBITHIE
IUIEHOYHON 0007104KOH kenToro 1Beta. Ha monepeunom paspese sjipo 0enoro Ui moyTH 6eaoro
[BETA.

Asypukc, 120 Mr, TabJIeTKH, HOKPBITHIE IJIEHOYHONH 000JI0YKOM

I[BOHKOBLIHYKJ'IHG TabJIeTKU HpOHOHrOBaTOﬁ (I)OpMBI CO CKpPYIUVICHHBIMU KOHIAMH, HOKPBITHIC
IJICHOYHOM 000JI0YKOI KEITOro uBera. Ha MOIEPCUHOM pa3pe3e€ AApo 0eJI0ro Uy mo4TH 0eII0ro

IIBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. IToka3zaHusi K IPUMEHEHHIO.

XpoHHYecKasi TUIIEPYPUKEMHUSI TIPU COCTOSHUSAX, COMTPOBOXK/IAIOIIUXCS OTI0KEHUEM KPUCTAIIOB
ypaToB (MpH HATMYUH TOPYCOB U/WIIH MTOJArPUYECKOT0 apTPUTa, B T. Y. B AHAMHE3E).

Jleuenne U mnpodUIAKTHKA TUNEPYPUKEMHHM Y B3pPOCIBIX TMAlMEHTOB IPH MPOBEICHUU
IIUTOCTATUYECKOI Tepanmuy reMo0JacTO30B C PUCKOM Pa3BUTHUSl CHUHAPOMA pacraja OIyXoJd OT
YMEPEHHOTO J0 BBICOKOTO (TOJbKO 1J1s 103UPOBKHU 120 mr).

IIpenapar npegHazHaveH Juisi HPUMEHEHUS Y B3POCIIbIX.
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TENEHOCTE 0005)

4.2. PesxuM 103MPOBaHNs U CNIOCO0 NMPUMEHEeHHUsI. (MOCINELOBA

PexxuM J103upoBaHus

Ilooazcpa

PexomeHnj0BaHHas HayanbHast Jo3a cocraniser 80 Mr npenapara A3ypuKC OJMH pa3 B CyTKH.
Yepes 2-4 Henenu peKOMEHIYETCsl KOHTPOJb KOHLEHTpPAlM¥ MOYEBON KHCIOTHI B CHIBOPOTKE
KpOBH; €CIIM TOKa3aTesb MpeBblaeT 6 mr/mi (357 MKMOB/T), J03a Ipernapara MOXKET OBITh
yBenuueHa 10 120 mr 1 pa3 B CyTKH.

CHMKEHHE KOHLIEHTPAIMM MOYEBOW KHCJIOTHI B CBIBOPOTKE KPOBM Ha (POHE NPUMEHEHUS
npernapara MpoUCXOJUT JOCTaTOUHO OBICTPO, B CBSI3U C YEM KOHTPOJIb KOHLIEHTPALlMM MOYEBOM
KHCJIOTBI MOXHO NPOBOAUTH Y€pe3 JIBE HEIENU OT Hadajia Ipuema npenapara. Llenabto nedeHus
ABJISICTCA CHUXKCHUE U IOJAJEpKAHWE KOHLEHTPALUU MOYEBOW KHCIOTHI B CHIBOPOTKE KPOBU
meHee 6 Mr/1 (357 MKMOJITB/I).

[TpodunakTuka pa3BUTHUS OCTPHIX MPUCTYIOB MOAArPbl PEKOMEHYETCSI B TEUEHHE HE MeHee O
MECSILIEB.

Cunopom pacnaoa onyxoau

PexomengoBanHnas no3a cocrasisier 120 mr npenapara A3ypuKC OJHH pa3 B CyTKH HE3aBUCUMO
or mnpuema numu. Ilpemapar cinexyeT HauMHaTP OPUHMMATh 3a JBa JHS J0 Hayaja
LUTOCTAaTUYECKON Tepanuu. JJIMTENbHOCTh NPUMEHEHMs Ipernapara JO/DKHA COCTaBIIATh HE
MeHee 7 AHeW. B 3aBHCHMMOCTH OT AJTUTEIBHOCTH Kypca XUMHOTEPANUU MPOJOIKUTEIBHOCTh
IPUMEHEHHUS IIpernapaTa MOXKET ObITh yBeJIMYeHa J10 9 THEH.

Toorcunvie nayuenmaol

Koppekuuu 10361 penapara He TpedyeTcs..

Tlayuenmoi ¢ neueHOYHOU HEOOCMAMOYHOCBIO

Ilooazcpa

VY manueHToB ¢ MEeYEHOUYHON HEJ0CTaTOYHOCTHIO JIETKOW CTENEHU THKECTH (Kiacc A 1o Imkaie
Yaitna-IIsto: 5-6 6amioB) pekoMeH0BaHHasl J103a npenapara A3zypukc cocrasiser 80 mr 1 pa3 B
cyTku. OneIT npuMeHeHus pedykcocTara NMpu NMeYEHOYHOW HEOCTATOYHOCTH CPEIHEN CTENeHU
TSKECTH OTPaHUYEH.

Tayuenmsi ¢ noueunoii HedoCMamouHoOCmuio

VY nmanueHToB ¢ MOYEYHOM HEJIOCTATOYHOCTBIO JIETKOW M CPEAHEN CTENEHM TSKECTH KOPPEKLNU
JI03bI HE TpedyeTcs.

Y nanuMeHToB C TOYEYHOH HEAOCTAaTOYHOCTBIO TSDKEIOW CTENEHW TSHKECTH (KIMpPEHC
kpeatuHuHa < 30 wmi/MUH) S(QQEeKTUBHOCTh U Oe3omacHOCTh (edykcocTara HU3yueHBI
HEJ0CTaTOYHO.

Crrocob nmpuMeHeHus
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4.3. IIpoTBONOKA3AHMNS.

* ['MnepuyBCTBUTEIILHOCTD K JCHCTBYIOIIEMY BEIIECTBY U/WIK K JIIOOOMY M3 BCIIOMOIaTEIbHBIX
BEILIECTB, IEPEUUCIICHHBIX B pazjeie 6.1;

* NICYCHOYHAS HEJOCTATOYHOCTh TSHKEJION cTeneHH TshkecTH, kiace C mo mkane Yaing — I1eio
(10-15 6amnoB);

* IOYEYHAsl HEIOCTATOYHOCTD TSKEIION CTETIEHH TSHKECTH (KIMpeHC KpeaTHHUHA < 30 MJI/MUH);

* neTckmii Bo3pact (1o 18 mer);

* OEpEMEHHOCTh U TIEPHOJI TPYAHOTO BCKAPMJIUBAHHUSI.

4.4. OcoOble ykazaHHus U MepPbl PeI0CTOPOKHOCTH IIPU NPUMEHEHUH.

Ocmppotii npucmyn nooazpbl

[IpumeneHue mpemnapaTta cieayeT HAYMHATh TOJIBKO IOCIIE KYHMUPOBaHUS OCTPOrO MPHUCTyMa
nonarpel. Hayano npuMeneHus mpemnapaTta MOXeT CIIPOBOIMPOBATH Pa3BUTUE OCTPOrO MPHUCTyIa
MoJarpsl 3a CYET BHICBOOOXKICHUS YPAaTOB M3 TKAHEBBIX JIEMO M MOCJIEIYIOLIErO MOBBIIICHUS
KOHIIEHTPAIlUM MOYEBOM KUCIIOTHI B CHIBOPOTKE KPOBH. {7151 MpOPMIIAKTUKY MPUCTYTIOB TIO1arphl
IpU OTCYTCTBUU MPOTHBOIIOKA3aHUN peKoMeHayeTcs onHoBpeMmeHHoe npumeHenne HIIBIT umu
KOJIXMIIMHA B T€YEHHE HE MeHee 6 MECSILIEB.

[Tpu pa3BuTuu npuctyna Ha (HOHE NMPUMEHCHHs MperapaTa, IpHeM CIIeAyeT NPOAOIKHTh U
OJIHOBPEMEHHO TPOBOJUTH COOTBETCTBYIOIIEE JICYCHHE OCTpPOro mnpuctyna momarpel. [lpum
JUIUTETIHOM MPUMEHEHHH IpernapaTa 4acToTa BOSHHUKHOBEHHS M TSXKECTh IMPUCTYTOB MOAATPHI
YMEHBILIAIOTCS.

Omnoorcenue KCaumuHos

B penkux cinydasx y maiueHTOB C YCKOPEHHBIM 0Opa3oBaHHEM ypaToB (Hampumep, Ha ¢GoHe
3JI0Ka4eCTBEHHBIX HOBOOOPa30BaHuii 1 pu cuHapome Jlem-HuxaHa) BO3MOKHO 3HAYUTETHEHOE
MOBBIIICHHE A0COMIOTHONW KOHIIEHTPAIIMH KCAHTHHOB B MOYE, YTO MOXET COMPOBOXKIATHCSA HX
OTJIOXKEHUEM B MOueBbIX TyTsaX. [Ipu nmpumenennn ¢edykcocTata B pamMKax HCCIEIOBaHUS
FLORENCE y namueHToB ¢ CHHAPOMOM pacraia OmyXoJH JaHHOTO (heHOMEHA He HaOII01a10Ch.
B cBsI3U ¢ orpaHUYEHHBIMU JaHHBIMHU NIPUMEHEHUE MpernapaTa y NalueHToB ¢ cuHaApoMoM Jlemr-
Huxana He pekomeHayeTcs.

Meprxanmonypun/azamuonpun

OnHOBpEMEHHOE TPUMEHEHNE C MEPKATNITOITYPUHOM, a3aTHOTIPUHOM HE peKoMeHayeTcs. B cioydae
HEOOXOJUMOCTH OJHOBPEMEHHOTO MPUMEHEHHUS, JUIsl CHIDKEHHS TOKCHUYECKOro NEHCTBUS Ha
CUCTEMY KPOBETBOPEHHUS PEKOMEHIYeTCs YMEHBIICHHE J03bl MEPKANTOMypHUHA/a3aTHONPUHA U
TIIATEILHOE MEIUIIMHCKOE HAOIIOICHHE.

Teogunnun
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B CYTKH U pa3oBoi 1036l TeorntinHa 400 Mr HE 0TMEUYAIOCh U3MEHEHHH (DapMaKOKMHETHIECKIX
nokasareneir. Takum oOpa3om, ogHOBpeMeHHOE mpuMeHeHue (eOykcocrata B mo3e 80 mMr u
Teo(pMILTMHA HE HECET PUCKA YBEINUEHHUS KOHIIEHTpaluu TeoduiinHa B I1a3Me KpoBu. M3yuenue
OJIHOBPEMEHHOT0 npuMeHeHus ¢pedykcocTtaTa B 1o3¢ 120 Mr u TeoQuIIIMHA HE TPOBOAMUIIOCH.
Tlayuenmvi, nepenecuiue mpancnianmayuio Op2aHos

[IpumeneHne mnpernapara y MAalUEHTOB, IEPEHECUIMX TPAHCIUIAHTALMIO OPraHoB, HeE
PEKOMEHJIyeTCsI B CBSI3U C OTCYTCTBUEM OIIBITa IPUMEHEHHUSI.

Annepauueckue peakyuu u peakyuu 2unep4y8cmeumenbHoCmu

B neproa noctMapKeTUHIOBOI'O IPUMEHEHUSI UMEIIA MECTO PEIKHE COOOIIEHHSI O BOSHUKHOBEHUU
TSDKETIBIX aJUIEPTUYECKUX Ppeakiuil (peakuuid TUIEepYyBCTBUTEIBHOCTH), BKIIIOYAs CHUHIPOM
CruBenca — J[»KOHCOHA, TOKCUKOI€PMAJIbHBII HEKPOJIN3, aHA(QUIAKTUIECKHE PEAKIIUU U IIOK.

B GonpinHCTBE Cily4aeB JaHHbIE pEAKLIMK Pa3BUBAINCH B TEUEHUE IEPBOT0O MECALAa IPUMEHEHUS
npenapata. Y 4acTd NAIlMeHTOB B aHaAMHE3€ UMeIach MoYeyHas HeIOCTaTOYHOCTh U/UITH PEaKuu
TUINEPYYBCTBUTEIHLHOCTH HA (JOHE MPUMEHEHUS a0y PUHOJA.

B oThenbHBIX ciydasx TsSOKENble pEakIH THIEPUYyBCTBUTEILHOCTH, B TOM YHCIE, CUHAPOM
JEKapCTBEHHON peakmuu ¢ do3uHOGmWImedl u cucremHsiMu  cumnromamu  (DRESS),
COTPOBOXKAAIUCH IMXOPAAKON, U3MEHEHHEM TToKa3aTeliel KpOBU, HapylIeHueM (pyHKIIUY TIeUeHU
WM TTOYEK.

[TarueHTHl JODKHBI OBITH MPOMH(MOPMHUPOBAHBI O BO3MOMKHBIX MPH3HAKAX M CHMIITOMax
QUIEPrUYECKUX peaknui (peakiuil TUNEepYyBCTBUTEIHHOCTH), M JOJDKHBI HAXOJUTHCS TMOJ
TIIATETFHBIM HAOTIOICHUEM Ha TIPEMET Pa3BUTHS CUMITOMOB aJNIEPTUUYECKUX PEAKIIH/peakiinii
TUIEPYYBCTBUTEIHHOCTH.

B ciy4yae BO3HUKHOBEHUS TSDKENBIX AJIEPIHYECKUX PEeaKInii/peakiinii THIIepYyBCTBUTEILHOCTH,
BKJItoyasi cuHipoM CtuBeHca — J[>KOHCOHA, HE0OX0/IMMO HEMEJUIEHHO NMPEKPaTUTh MPUMEHEHNE
npernapata (0onee paHHAST OTMEHAa AacCOLMUpOBaHAa C Jy4IIMM HporHozom). IloBrophHoe
PUMEHEHHE IIpernapaTa He PeKOMEHyeTCs.

Cepoeuno-cocyoucmvie 3a60n1e6anus

[TpuMeHeHue npenapaTa He PEKOMEH/IyeTCs y MAIMEHTOB ¢ UILIEMHUYECKON O0JIe3HBIO Cepla WIn
3aCTOMHOM CEpACYHON HEAOCTATOUHOCTBIO.

B uccnenoanusix APEX u FACT (B otnuune ot nccnenoanusi CONFIRMS) B o6mieit rpymiie
¢debdykcocTaTa 10 CpaBHEHHUIO C TPYION aJUIOMypPHUHOJA OTMEYAIOCh YBEIMYEHUE KOJINYECTBA
HapyLIEHUH CO CTOPOHBI CEPAECUYHO-COCYIUCTONW CHUCTEMBI, OIPEIEIECHHBIX B COOTBETCTBHM C
CHCTEMOM, pa3pabOoTaHHOM IpyNION MO COBMECTHOMY aHAJIM3y aHTUTPOMOOLMTAPHOM Tepanuu

(TCAAT) u BKIIOYAIONIMX B ce0s CMEPTh OT CEPACYHO-COCYIUCTHIX MPUYMH (HEIeTalbHbBIH
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nanuenTo-ier. CormacHo OOBEeIWHEHHBIM JaHHBIM KIMHHYECKUX wucciaenoBanuii Il ¢assr
(uccnemoBanus APEX, FACT u CONFIRMS) yactora HapymeHHd CO CTOPOHBI CEpJIeYHO-
cocyauctoit cucrembl cocraBwia 0,7, B cpaBHeHun ¢ yactorod 0,6 ciaydaeB Ha
100 maumeHTO-NIET.

B pamMkax noiarocpodHbIX IMIMPOKOMACIITAOHBIX HUCCIEIOBAaHUI 4acTOTa CepAeuHO-COCYAUCTHIX
Hapymenuii 'CAAT cocraBuna 1,2 u 0,6 ciiydaeB Ha 100 maruenTo-yer mis gedykcocrara u
QJUTOIYPUHOJA, COOTBETCTBEHHO. Pa3nuuuns He ObLIM CTATUCTHYECKH JOCTOBEPHBI, IPUYUHHO-
CIICJICTBEHHAS CBSI3b MEX]y YKa3aHHBIMU HapylICHUSMH U TpueMoMm ¢edykcocTara HE ObLia
ycTaHoBJeHa. B kauecTBe (hakTOpOB pUCKa pa3BUTHUS YKa3aHHBIX COOBITUH y MAllMEHTOB OBLIO
YCTaHOBJICHO HaJlM4YMe€ B aHAMHE3€ CIEIYIOIIMX COCTOSHUN: aTepOCKIepo3 W/MIU HH(DAPKT
MHUOKap/1a, UM 3aCTOMHAs Cep/IeYHast HEJOCTaTOUYHOCTb.

Ipogunaxmuxa u neueHue cunepypuxkemuu y RAYUeHMmMo8 ¢ PUCKOM pA38UmMus. CUHOPOMA pacnaoa
onyxonu

VY nanmeHToB, MOMYYaIOUIMX IUTOCTATUYECKYIO TEpalHuio reMoOJIacTO30B C PUCKOM Pa3BUTHUS
CHHJIpPOMA pacliaja OMyXOJH OT YMEPEHHOIO JI0 BBIPAKEHHOIO, MPUMEHEHHUE Ipernapara mnpu
HAJIMYUY TIOKA3aHUH JIOJDKHO TIPOBOAMTHCS 1O HAOIIOACHNEM KapAHOJIoTa.

3abonesanus neuenu

CornacHo OOBEAMHEHHBIM JaHHBIM KIMHUYeCKUX ucciaenoBanuit 111 ¢a3el mpu npumeneHun
¢debdykcocrata y 5 % MAMEHTOB OTMEYAIUCh HApyIHICHUS (YHKIWU TEYCHU JIETKOW CTETICHU
TSKECTH.

[lepen Ha3HaueHueM Mpemnapara PEKOMEHAYETCsl MPOBECTH OLEHKY (PYHKIMU TEeYeHU, a MpHU
HaJU4HMH MOKa3aHUM — TaK)KE€ BO BpeMs IPUMEHEHHSI.

3abonesanus wumosUOHOI dceesvl

B pacmmpeHHbBIX JOJTOCPOYHBIX OTKPBITHIX HCCIAEAOBAHUSAX MPU IJIUTEIBHOM HNPUMEHEHUU
¢debdykcoctata y 5,5 % DanueHTOB OTMEYAJIOCh MOBBIINIEHWE KOHIEHTPAIMH THUPEOTPOITHOTO
ropmona (> 5,5 MmxkME/mi1), B cBsI3u ¢ 4eM MalMeHTaM ¢ HapylleHueM (YHKIUU MIMTOBUIHON
JKeJe3bl Mpernapar clielyeT Ha3HauaTh ¢ OCTOPOKHOCTHIO.

Oco0bIe OpCAYHNPCXKACHNUA B OTHONICHWH ITPpCIiapara

BcniomorarenbHbIe BellecTBa
DTOT JIeKapCTBEHHBIN Mpenapar COAEPKUT MAaHHHUTOJI, HaTpuil. B kaxmoii Tabierke (103upoBKa
120 mr) comepxkutrcs 1,4 monb (33,3 Mr) HaTpusi, YTO HYXXHO YYHUTHIBATh IalMCHTAM,

HaxoOdmumMcesa Ha JUCTC C OTPAHUYCHUEM ITOCTYIIIICHUA HATPUA.
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B3aUMO/JeHCTBHSI.

Mepkanmonypun/azamuonpun

OpnHoBpeMEHHOE MPUMEHEHHE C MEpKANTOIMYPHHOM, a3aTHONPHUHOM HE PEKOMEHIyeTcs, T. K.
MHTHOMpPOBAaHWE KCAaHTHMHOKCHIA3bl (PeOyKCOCTaTOM MOXKET MPUBOJAUTH K MOBBILICHUIO
KOHLEHTPALlUU MEPKAINTOIypHHA, a3aTUONPUHA B IJJa3M€ KPOBU U YCUJIEHHIO UX TOKCHUYECKOTO
neiictBus. MccrnenoBaHuil MO0  M3yYEHHWIO B3auMMOJACHCTBHsS (edykcoctaTa U BEIIECTB,
MeTaboIM3UPYIOLINXCS C YYaCTHEM KCAHTUHOKCUIA3bl, HE MPOBOINUIIOCE.

Llumocmamuxu

HccnenoBanmii 1O  M3YYCHHIO  JIEKAPCTBEHHOTO  B3aMMoOAeWcTBUS  (ebykcocrata U
UTOCTAaTUYECKUX TpernapaTtoB He mpoBoamiock. B uccnenoBannn FLORENCE ¢debykcocrar B
no3e 120 Mr mpuMEHsUICS MPH CHUHAPOME paclajga OMyXOJdd y MAlUEHTOB, MOIABEPTaBIINXCS
[IUTOCTATUYECKON TEpaNUU Pa3IMYHOr0 BUAA (B T. 4. TePAMi MOHOKJIOHAIIbHBIMU QHTUTEIAMH).
Tem He MeHee, TaK KakK HCCJIEIOBaHUI 10 M3YYEHUIO JIEKAPCTBEHHOTO B3aUMOJCHCTBUS
¢debykcocTtaTa € UUTOTOKCHUECKUMH TMperapaTaMd HE MPOBOAWIOCH, MOTEHIHAIHLHOTO
B3auMOJeicTBUs  (ebykcocTata ¢  OJHOBPEMEHHO TMPUMEHSEMBIMU LUTOTOKCUYECKUMU
XUMHOIIpenapaTaMu Hellb3sl UCKITIOUUTh.

Pocuenumason/cyocmpamol uzogpepmenma CYP2C8

[To mauHBIM IN Vitro ¢edykcocrar siBisercs ciabbiM nHrHOMTOpOoM H3odepmenta CYP2CS. ¥V
3JI0POBBIX I0OPOBOJIBIEB MPU OJHOBpeMeHHOM ITpuMeHnenuu 120 mr ¢ebykcoctata 1 pa3 B cyTKu
U DPa3oBOM /103l 4 MI' POCHUIVINTa30Ha H3MEHEHHH (apMaKOKMHETHUECKUX IOKazaTesel
pocurinurazoHa U ero Mmerabonuta N-TUCMETHSI POCHUIVIMTa30Ha OTMEYEHO HEe ObLIO, YTO
CBUJIETENBCTBYET 00 OTCYTCTBUM Yy (edykcocTara cBOcTB nHruouropa nzogpepmenra CYP2C8
in vivo. Tlpu omHOBpeMEHHOM NpHUMEHEHHH (GeOdyKcocTaTa W POCUININTA30HA (MM JPYTHX
cyoctparoB uzodpepmenta CYP2C8) koppekiuu 10361 He TpeOyeTcs.

Teogpunnun

[Tpu npyuMeHEeHUH IPYruX UHTHOUTOPOB KCAHTMHOKCH/1a3bl OTHOBPEMEHHO € TEO(UIIMHOM OBLIO
OTMEYEHO YBEJIMYEHHE KOHIIEHTpalluM TeoQWUIMHA B IU1a3Me KpoBu. [Ipy ogHOBpeMeHHOM
OPUMEHEHHUH Y 370pOBBIX 100poBoJbIeB (hedykcocrara B f03e 80 Mr 1 pa3 B CyTKH U pa3oBOi
10361 Teoprimuaa 400 Mr u3MeHeHu# papMaKOKHHETHYECKUX MMOKa3aTeNel WIH MTepEeHOCHMOCTH
TeopUJUTMHA HEe HAOJII0AAJIOCh, TAKUM 00pa30oM MpU OTHOBPEMEHHOM MpUMEeHEHUH GedyKkcocTara
B no3e 80 Mr u TeopwIMHA OCOOBIX Mep OCTOPOXHOCTH He TpeOyercs. HM3ydeHue
OJTHOBPEMEHHOT0 IpuMeHeHus pedykcocrara B 1o3e 120 Mr 1 TeopuiInHa HE TPOBOAUIIOCE.

Hanpoxcen u opyeue uneubumopul enoKypoHusayuu
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Mera6onusm (ebykcocTaTa 3aBUCUT P CTEAG ko © = T gebveénta
ypuauHaudochaTrIroKypoHuITpanchepassl YADI'T). JlexapcTBeHHbIE Ipenaparsl,

YTHETAIOIIUE TPOLECC TIIIOKYPOHHU3AIMH, HAIpUMEp HECTEPOUIHBIC MPOTHBOBOCIAIUTEIbHbIC
npenapatsl (HIIBIT) u npoOeHuma, TeopeTHdeck:n MOTYT OKa3biBaTh BIUSHHE Ha BBIBEICHHE
debykcocTaTa. Y 310pOBBIX JOOPOBOJIBIICB MPU OJTHOBPEMEHHOM NpPUMEHEHUHU (GedyKcocTara u
HampokceHa B Jo3e 250 mr 2 pa3a B CyTKM HaOmojanoch yBenndeHue mnokaszareneid Cmax
debykcocrata Ha 28 %, AUC - Ha 41 % u Tz — Ha 26 %. B KIMHUYECKUX HCCIICOBAHUSIX
OJTHOBpEMEHHOE MpuMeHeHHne (edykcocrata W HampokceHa win apyrux HIIBII/maruburopos
[IOI'-2 He cOompOBOXKIATOCH KIMHMYECKH 3HAYMMBIM TTOBBIIICHHEM YacTOTHl BO3HUKHOBEHUS
no0OYHBIX siBIIeHHH. Koppekiuu 10361 TpU OJHOBPEMEHHOM IpHMEHeHHH (eldykcocTara u
HAIpPOKCEHa He TpeOyeTcs.

Hnoykmopwi entoKypoHuzayuu

[Tpu onHOBpeMEHHOM NpUMeHEeHnHU (hedyKcocTaTa ¢ CHIBHBIMU HHIYKTOPAMU TIIIOKYPOHH3AINN
BO3MOXKHO YCHJIEHHE ero MeTraboim3Ma W cHukeHue 3¢ dekruBHocTd. [Ipu ogHOBpEeMEHHOM
NPUMEHEHUH HEOOXOIUM KOHTPOJIb KOHIICHTPAIIMH MOUEBOW KHUCIIOTHI B CBIBOPOTKE KPOBH 4epe3
1-2 smenmenmu mocne Havanma Tepanud. [Ipu OTMEHE WHAYKTOpa TIIOKYPOHH3AIUH BO3MOKHO
noBbimeHne Cmax pedyKcocTaTa.

Konxuyun/unoomemayun/2uopoxiopomuasud/sapgapun

®elOyKcocTaT MOKHO HPHUMEHSATh OJHOBPEMEHHO C KOJIXHWIIMHOM WM WHAOMETAlMHOM 0e3
KOPPEKIIMH J03bI.

Taxxke He TpeOyercss KOppeKIMM 103bl (pedyKkcocTara HpU OJHOBPEMEHHOM IPHUMEHEHHH C
THJIPOXJIOPOTHAZUIOM.

OpnnoBpemeHHoe npumeHeHne gpedykcocrara (80 mr miu 120 Mr pa3 B cyTkH) ¢ BapdhapruHOM He
BIMseT Ha (apMakokuHeTHKy BapdapuHa, MHO (MexayHapoJHOE HOPMalIM30BaHHOE
OTHOILLIEHHE) U akTUBHOCTH (hakropa VII y 31m0poBbIX m00poBonbLeB. IIpu ogHOBpeMEeHHOM
npumeHeHnuu pedykcocraTta ¢ BappapruHOM KOPPEKIINH 10361 BaphapuHa He TpeOyeTcs.
Hesunpamun/cyocmpamor uzogpepmenma CYP2D6

[To maHHBIM, TOTYYEHHBIM IN VItro, GpedykcocTaT sBisieTcs cliadbbiM HHIHOUTOPOM H30(epMeHTa
CYP2D6. B uccnenoBanuu y 310poBbIX J10OpOBOJbIEB Ha (hoHE MpuMeHeHHs (ebdykcocrara B
no3e 120 mr 1 pa3 B cytku otmeuanock ysenndenrne AUC nezunpamuna (cyOctpat nuzodpepmenTta
CYP2D6) na 22 %, 9ro cBHIETEILCTBYET O ciiaboM uHruoOupyromem s dexre hedykcocrata Ha
n3odepment CYP2D6 in vivo. Takum 0Opa3om, mpu OTHOBPEMEHHOM IpUMeHeHH! hedyKkcocTara
u cyocrparos uzopepmenta CYP2D6 koppekiuu 10361 He TpeOyeTcsl.

Anmayuoot
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IIpy OJHOBPEMEHHOM INPUMEHEHHH C aHTaLIaMH, d&;b;xmgtﬁ“ﬁggﬁb ';f?r)i_pﬁklcp'rﬁt "

QATFOMHUHUS THAPOKCHJI, OTMEYASTCsl CHUKEHHE BcachiBaHusl (heOykcocTaTa (MpUOIM3UTENLHO Ha
1 gac) u ymenbmeHue Cmax Ha 32 %, omnako AUC ¢ebykcocTara CylecTBEHHO HE U3MEHSIETCS.
Takum oOpazom, GpedykcocTaT MOKHO TPUHUMATH OJTHOBPEMEHHO C aHTAIIUIaMHU.

Cnedyem ungopmuposams neuaweco 6pauya 000 6cexX NPUHUMAEMBIX JIeKAPCMBEHHbIX
npenapamax.

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTD U JIAKTAILMSA.

bepeMeHHOCTB

B cBsi3M ¢ HEIOCTaTOYHOCTBIO JaHHBIX, MOTCHIUAIBHBIA PUCK GedyKcocTara Jjis YeloBeKa He
W3BECTCH, MOATOMY mpuMeHeHue (ebdykcoctara BO BpeMsi OEpEMEHHOCTH MPOTHBOIOKA3aHO.
HmeeTcst orpaHUyYeHHBIA ONBIT MpUMEeHEHHUs (edykcocTara BO BpeMsi OEpEeMEHHOCTH, B XOJIe
KOTOPOTO HEOJIAarompusTHOTO BO3JICHCTBHS HA TEUCHHE OCPEMEHHOCTH M COCTOSIHHE
IUI0/1a/HOBOPOXKICHHOTO OTMEUYEHO He ObLI0. B ucciieoBaHusIX Ha JKUBOTHBIX HE OBIJIO OTMEUEHO
MPSIMOTO ¥ KOCBEHHOT'O HEOIArOMpPHUsATHOTO BO3JACHCTBHS periapara Ha TeUeHHe OEpEMEHHOCTH,
pa3BUTHE YMOPUOHA/TIIIONNA U TIPOIIECC POJIOB.

Jlakranus

Her naHHBIX O TOM, mpoHHKaeT Jin (pedykcocTaT B TpyJHOE MOJIOKO. B umcciemoBaHHsX Ha
JKUBOTHBIX OTMEYEHO, 4YTO (eOyKcocTaT MPOHUKAET B TPYIHOE MOJOKO H OKa3bIBAaeT
HEOJIAarONPHUATHOS BO3JCHCTBHEC HAa Pa3BUTHE BCKAPMIIMBACMBIX JETCHBINICH. Takum oOpasom,
HEJb3sl MCKIIOYHUTh PHCKA JUIS TPYAHBIX jAeredl. B cBs3u ¢ 3tuM npumeHenue (edykcocrarta
NPOTHBOIIOKA3aHO B MIEPHOJI TPYTHOTO BCKAPMIIBAHUS.

4.7. BaiusiHde HAa CHOCOOHOCTH YNPABJSITH TPAHCHOPTHBIMH CPEACTBAMH M padoTaTh ¢
MEeXaHU3MAaMH.

[Tpu mpueme mpemnapara BO3MOXKHO TOSIBICHHWE COHJIHBOCTHU, TOJOBOKPY>KEHUS, TApecTe3un U
HEYETKOCTH 3pEHUsS W, KaK CIEACTBHE, CHIDKEHHE PEaKIMH M CIIOCOOHOCTH K KOHIIEHTpAIUU
BHUMaHUsI, IO3TOMY BO BpeMs MPUMEHEHHUS TperapaTa HeoOX0[uMO COOMI0AATh OCTOPOKHOCTh
[IPY YIPaBICHUH TPAHCIOPTHBIMU CPEACTBAMH M 3aHATHSAMH IPYTUMH MOTEHIIHAIBHO OTMTACHBIMU
BUJIAMHU JICSITEIBHOCTH, TPEOYIONMMH KOHIIEHTPAIIMA BHUMAHHS M OBICTPOTHI TICHXOMOTOPHBIX
peaKuuu.

4.8. HexkesaTeIbHbIE peaKkHH.

[TpuHMMast BO BHUMaHHE Pa3IMIHbIN XapaKTep TEUSHUS MOoarpsl ¥ CHHIPOMA paciiaja OmyXoJy,
HexenarenbHble peaknuu (HP) npumenenus gebykcocrara nmpu JaHHBIX HO30JIOTHUSAX JICHCTBUS
MIPEJICTaBJICHBI pa3IeIbHO.

Ilooaepa
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Haun6Gonee wacteiMu HP y manmentoB ¢ momarpoit npyfl;ll I/erlﬁQﬁﬂ Tﬁ/ICB

MPHUCTYN MOAArphl, HapyIIeHUEe (YHKIMH MEYCHH, JUapes, ToJoBHAs 0O0JIb, TOITHOTA, KOXKHAs
CBIITb ¥ OTEKH. B OONBIIMHCTBE CIy4yaeB yKa3aHHBIC SBICHUS XapaKTEPU30BAINCH JICTKOW HITU
CpeIHEH CTemeHblo TsKecTH. B  mepuoa MOCTPEerucTpalMOHHOTO HaONIoeHUs  ObLIU
3aperuCTPUPOBAHBI PEJKUE CITydau Pa3BUTUS PEeaKIMii TUIIEPUYyBCTBUTEIBHOCTH Ha PedyKkcocTar,
COIPOBOKIAIOIINECS B OTACTBHBIX CIIydasX CHCTEMHBIMH CUMITTOMAMH.

Bosmosknsie HP mpuBeieHb! HUke B COOTBETCTBHH C Kiaccuukanueit BceMupHoii opranuzaniu
3/IpaBOOXpaHEHUS 0  HHUCXOIAUIEH  yacToTe BO3HUKHOBEHHUS: OUYeHb 4acTo
(> 1/10); gacto (> 1/100, < 1/10); Heuacro (> 1/1000, < 1/100); peaxo (> 1/10000, < 1/1000);
oueHb peako (< 1/10000, Bkiarovast OTAECTbHBIC COOOIICHUS).

Yacrora HP ocHOBaHa Ha TaHHBIX KIMHUYECKUX UCCIEAOBAHUN M MOCTMAPKETUHIOBOTO ONbITA
MPUMEHEHHUS y MalUEeHTOB C MOarpoil.

Co cmopoHvl kKposu u tumMgamuieckol cucmembl

Penko: maHmuToneHus, TpPOMOOIIMTONICHUS.

Co cmopoHbl UMMYHHOU cucmembl

Penko: anadunakTuyeckue peakuu®, peakliuy TUIepuayBCTBUTEIBHOCTH .

Co cmopoHbvl HepeHotl cucmembl

Yacro: rojioBHast 00JIb;

Hewacto: roJIOBOKpYXEHHE, TapecTe3ws, TeMHUIIape3, COHJIMBOCTh, W3MEHEHHE BKYCOBOTO
BOCTIPUATHUSA, TUIIOCTE3US], THIIOCMHUS (OcTabieHue OOOHSHHUS).

Co cmopoHbl 3HOOKPUHHOU cUCHEeMbl

Heuacro: nossliienne koHueHTpauuu TupeoTpornHoro ropmona (TTI') B miiasme kpoBu.

Co cmopoHbl obmena eewecme u NUMaHusl

YacTo: npucTyIbl MoJarpbr***;

Heuacro: caxapHblii 1ua0eT, TUIEPIUNHIEMHUs, CHIDKEHUE alleTUTa, YBeTUIeHUE MacChl Tela;
Penko: cHIKEHHE MacChl Tella, TIOBBIIIICHUE allIeTHTa, AaHOPEKCHSI.

Hapywenus ncuxuxu

Heuacro: cHmkenue nuduao, 66CCOHHUIIA;

Penko: HEpBO3HOCTS.

Co cmopoHvl opeana 3penust

Penko: HEUETKOCTh 3peHHUS.

Co cmoponvl opeana cnyxa u 1a0UpuHmHble HapPyUIeHUs.

Penko: mrymer B yiax.

Co cmopoHnwl cepoya
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HeuacTo: ¢ubpumnsius npencepaunii, ourymeHye cepnﬁ%c;ﬂgx‘]mﬁqeg%u{ ',:l %E{'éf(ana

neBoi HOXKM myuka ['mca (cm. pasnen "Cunapom pacnaga onmyxoisn'), CHHYcOBas TaxuKapaus
(cm. paznen "Cunapom pacnaga ormyxonau'").

Co cmopoHvl cocy0os

HeuacTto: noBeIllieHHE apTepUAIBHOTO JIaBJICHUs, "TIPUIIUBBI" KPOBH K JIMILY, OILIYIIEHUE Kapa,
remopparuu (cMm. pasnen "Cunapom pacrnaaa onyxonu").

Co cmopoHbl OblXxamenbHol CUcmeMbl, OP2aHO8 2PYOHOU KIemKU U CPe0OCmeHUs

Heuacro: nucnHo3, OpoHXUT, MH(GEKINN BEPXHUX JAbIXaTeIbHBIX IyTEH, Kalllelb, 00J1b B IPyIHON
KJIETKE, YyBCTBO JUCKOMGOpTa B 00JIACTH TPYTHOM KIETKH.

Co cmopoHul dHceny0ouHo-KuuleuHo2o mpaxkma

UYacro: quapes**, TOIHOTA;

Heuacrto: 601b B J)KHMBOTE, B3IyTHE KUBOTA, racTpod3odareanbHas peduirokcHas 00Jie3Hb, pBOTA,
CYXOCTb CIIM3UCTON 00OJIOUKH MOJIOCTH PTa, TUCTIENTHYECKHUE SBICHHUS, 3a110p, YYallleHHBIH CTyI,
METEOPHU3M, TUCKOMQOPT B )KHUBOTE;

Penxo: mankpeatur, 13B€HHbINA CTOMATHUT.

Co cmopoHvl newenu u JHcenuesvbl800AWUX nymet

Yacro: HapyuieHue GyHKIUHN TeYeHn **;

Heuacto: xonenmmTnas;

Penxo: remarut, xentyxa*, mopaxeHue nedeHun™.

Co cmopoHbl KodHCU U NOOKOICHBIX MKAHEl

YacTo: chlnb (BKJIFOYAs pa3IMYHbIE BUJIBI CBIITH, YIOMSHYThIE HIDKE, ¢ O0j1ee HU3KOM 4acToToi);
Heuacro: nepmatut, KpanmuBHUIIA, KOKHBINA 3y, N3MEHEHHE IIBETAa KOXKU, KOKHBIE TIOPAKECHHUS,
NETEXUH, MaKyJISIpHAs ChIIIb, MAKYJIO-TIAITyJIe3HAsI CHIITb, TTAITyJIE3HAS CHITIb,

Penko:  TokcukoiepmanbHbI  Hekponus®,  cunHapom  CruBeHca -  JlkoHcoHa™,
AQHTMOHEBPOTUYECKUH OTEK™®, JIEKapCTBEHHAsh pEaklus C DS03MHOQWIMEH M CHUCTEeMHBIMU
cumnromamu® (cMm. pasgen "OcoOble ykazaHus'"), TspKenble (pOpMbI TeHepaTu30BaHHON ChIMU™,
sputeMa, 3KC(HOIMATUBHAS ChINb, (DOJITUKYISIpHAS CHINb, BE3UKYJSApPHAs ChIb, MyCTYJSIpHAS
CBITTb, 3y/IAIIast CHITIL*, SPUTEMATO3HAs ChITTb, KOPETTOI00HAs ChHINTb, ATONEIHs, THIIEPTHIPO3.

Co cmopoHvl ckenemHo-MululeyHOU U COeOUHUMENbHOU MKAHU

Heuwacro: aptpanrusi, apTpuT, MUaNTHs, CKEIETHO-MBIIIIEYHAsE 00JIb, MBIIIEYHAs CIA00CTh, CIa3M
MBIIIIII, MBIIIIEYHOE HAIPSKEHHUE, OYPCHT;

Penko: pabgoMuonmn3*, CkoBaHHOCTh CyCTaBOB, CKOBAHHOCTH MBIIIIII.

Hapywenus co cmoponsl nouek u mMouesvbi800auux nymeti

HeuacTo: moueuHast HeZJOCTATOYHOCTh, HEPPOIUTHAZ, TEMATYPUS, TIOJUIAKUYPHS, TPOTEUHYPUS;

Penko: Ty6y.IIOI/IHTCpCTI/II_II/IaJ'ILHBII71 HC(I)pI/IT*, HUMIICPATHUBHBIC ITO3BIBBI HA MOUYCUCITYCKAHHUC.
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(NOCNEQCBATENEHOCTE 000%)

Co cmopoHbl penpodyKmusHoll cucmembl

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Heuwacro: spekrunbHas AuCyHKIHS.

Obwue paccmpoticmsa

YacTo: oTeku;

HeuacTo: moBbIllieHHAs yTOMIIIEMOCTb;

Penko: xaxna.

Jlabopamopuvie u uncmpymenmaibHvle OaHHbIE

HewacTo: moOBBIIIICHME AaKTUBHOCTH aMma3bl B IUIa3Me€ KPOBH, CHIDKCHHE KOJUYECTBA
TPOMOOIIUTOB, CHWXCHHE KOJIMYECTBA JICHKOIMTOB, CHI)KCHHE KOJHUYECTBA JIMMQOIIMTOB,
MOBBIIIICHUE COJEPIKAHUS KpeaTHHAa W KPeaTWHWHA B IUIa3Me KPOBH, CHIDKCHHE TeMOTJIOOWHa,
MOBBIIICHUE KOHIEHTPAIlMM MOYECBUHBI B IUIA3ME KPOBH, TIOBBIIICHHE KOHIICHTPAIIUU
TPUTJIMLICPUIOB B IIJIa3ME KPOBH, IOBBIIICHUE KOHIICHTPAIIMHM XOJIECTEpHUHA B IJIa3ME KPOBH,
CHIDKEHHE T'e€MaTOKPHUTA, TMOBBIIICHWE AKTHMBHOCTH JIAKTATACTHIPOTEeHa3bl B IUIa3Me KPOBH,
TIOBBIIIICHHUE COJICPKAHUS KU B TUTa3Me KPOBH;

Penko: moOBBINICHUE KOHIIGHTPAIMH TJIFOKO3bI B IUIA3ME KPOBH, Y/UIMHCHHWE aKTHBHPOBAHHOTO
YaCTUYHOT'O TPOMOOIIJIACTUHOBOTO BPEMEHH, CHIDKCHHE KOJIMYECTBA DPUTPOIIUTOB, MOBBIIICHUE

AKTUBHOCTH LIEIOYHOM (ocdaraspl B I1a3mMe KPOBU.

* HP, mabGmrogaBmmecs B IEPHOJ] TOCTMAPKETHHIOBOTO HAOIIOICHUSI.

** HewndexnuoHHas auapes W HapyIICHHs CO CTOPOHBI TICYCHH, HAOJIOJABIIUECS B
uccinenoanusx I1 ¢a3zbl, yamie BeTpeuanuch Npu OJHOBPEMEHHOM NIPUMEHEHUH KOJIXHUITUHA.
*#%  JlomomHUTENbHAS WH(OPMAIUS OTHOCHUTEIBHO Pa3BHTHS OCTPBIX MPHUCTYIOB IMOJArphl B

pasnene "OcoOble ykazanus'".

Onucanue omoenvrvix HP

B nepuo moctMapkeTMHTOBOTO MTPUMEHEHUSI UMENTH MECTO PEJIKHE COOOIICHUS O BOSHUKHOBEHUU
TSOKETBIX AJUICPTUYECKUX PeaKIHil (peakiuii TUIEpPUYyBCTBUTEIBHOCTH), BKJIIOYAs CHHIPOM
CruBeHca — J[>KOHCOHA, TOKCUKOA€PMAIIbHBIN HEKPOJIN3, aHaQUITAKTUIECKHE PEaKIIUU U IIOK.
Cunapom CruBeHca - JI)KOHCOHA W TOKCHUKOAEPMAJbHBIA HEKPOJIM3 XapaKTePU3YIOTCS
BO3HHUKHOBEHHEM IPOTPECCUPYIOMICH KOXHOW CHITK B COYETAHWH C OYJUIE3HBIM MOPAKECHUEM
KOKM WJIM CIM3UCTBIX, a TaKXKe pa3lIpakeHUeM ria3. Peakuuu TUnepuyBCTBUTEIBHOCTH Ha
debykcocTaT MOTYT TaKXKe TMPOSBIATHCS CIEAYIOMIMMH CHMITOMAaMHU: KOXHBIC PEaKIuy,
XapaKTEPU3YIOLIUECS WHOUIBTPATUBHBIMU MAaKyJIO-TIanyJIe3HbIMU BBICBHITIAHUSIMU;
reHepaln30BaHHasl WM AKC(ONHMATHBHAS ChIllb, 4 TaKXKe KOXKHBIC TOPAXKEHHUs, OTEK JIMIIA,

JTUXOpajKa, HapYyIICHUs] CO CTOPOHBI OPTaHOB KPOBETBOPEHMUSI, TAKNE KaK TPOMOOIIUTONIEHUS U
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503MHO(DUIINSA, @ TAK)KE BOBJIEUEHUE OJJHOTO MJT HeCKonﬂM:Baﬁa;gﬁﬁg@ﬂlﬁIﬁ';llgll_e?{,':gi'c-j%éqaﬂ

TyOyJIOMHTEPCTHIUAIBHBIA HEPPUT).

Ipucmynul nooaepsi 00BIYHO HAOIIONAIOTCS BCKOPE MOCJIE Hayala MPUMEHEHHUs MpernapaTa u B
TEYCHUE TMIEPBBIX MECSIEB Tepanuu. B ToCIeqyromeM 4YacToTa NPUCTYIIOB CHUXKACTCS.
PexomeHyeTcst MpOBOANUTH MPOPHUIAKTHKY PA3BUTUS OCTPHIX MPUCTYIIOB MOIATPHI.

Cunopom pacnaoa onyxoau

B wuccnenoBanuu FLORENCE, cpaBauBaBmem 3ddextsr (ebdykcocrata W aLTIOMypHHOIA
(346 manueHToB, MOJYYaBIIMX XHMHOTEPAIHMIO MO MOBOJY IreMOOIACTO30B M HMMEHOIIUX PUCK
Pa3BUTHSI CHHIPOMA pacriajia OIyXoJdl OT YMEPEHHOTO JI0 BBICOKOTO0), T0O04YHBIE (D (HEKThI ObLIH
oTMmeueHbl y 22 mamuentoB (6,4 %). B obemx rpymmax (rpymme ¢eOykcocrata W Tpyrie
AUIOMYPUHOJIA) YacTOTa BO3HUKHOBEHHUS TMOOOYHBIX 3(PQEeKToB ObUTAa OJMHAKOBOH (IO
11 manuenToB, 6,4 %). B GonbmnHcTBe ciiyyaeB HP xapakrepu3oBaiuch Jerkou WM CpeaHei
CTEIEHBIO TsDKECTH. B 1enoM 3a uckitoueHneM Tpex HP, ykazaHHBIX HWXKe, 10 pe3ylibTaraM
uccienoaarsi FLORENCE kakux-1m60 oco6eHHOCTel podwmist 6e30nacHOCTH GedykcocTara B
JIOTIOJTHEHHUE K TAKOBOMY IIPY TIOJarpe 0TMEYEHO He ObLIO.

Co cmopoHvl cepoya

HeuacTo: 61okaa jieBoii HOXKKH my4dka ['mca, CHHycOBasi TaXHKap/IHsl.

Co cmopoHwl cocyoos

Heuacto: remopparuu.

COO6H.I€HI/IC 0 IMOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

BaxHo coo0mare 0 TM0J03pEBAEMBIX HEXKENaTeJIbHBIX pPEaKLUUAX IMOocie pPerucTpanuu
JIEKapCTBEHHOT'O Tpernapara ¢ 1ebl0 00ecnedeHrs HempepbIBHOIO MOHUTOPHUHIA COOTHOIIEHHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAaM pPEKOMEHAYEeTCs
cooluaTte O JIIOOBIX MOJ03PEBAEMbBIX HEXKENATENbHBIX PEeaKIMsIX JICKapCTBEHHOIO Ipernapara
yepe3 HALMOHAJIbHBIE CUCTEMbI COOOILEHUS O HEeXKEJIaTeNIbHBIX peakIUsIX ToCyIapCTB — YICHOB
EBpazniickoro 53KOHOMHUYECKOr0 COI03a.

Poccniickas @enepanns

DdenepanbHas cityx0a 1o Haa30py B cdepe 3apaBooxpanenus (PoczapaBranzop)

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

Tenedon: +7 800 550 99 03

e-mail: pharm@roszdravnadzor.gov.ru

Caiir: https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBKa.

Cumnmonmbi

VYcunenne nobo4HbIX 3G (HEKTOB.
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Jleuenue (MOCNEOOBATENEHOCTE 0005)

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

[Tpu nepeno3upoBke npenapara NokazaHa CUMITOMATHYECKAsl U MTOIIEP/KUBAIOLLAs TEpaIIus.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHUYecKHe CBOHCTBA.

@®apMakoTepaneBTUYECKass TIpynna: MPOTHUBOIOAATPUUECKOE CPEACTBO — KCAHTUHOKCHA3bl
UHTUOUTOP.

Kon ATX: M04AA03

MoueBas KucI0Ta SIBJISAETCS] KOHEYHBIM IIPOJYKTOM IypPUHOBOIO OOMEHA B OPraHU3Me YelloBeKa,
oOpa3yromuMcsl B pe3yJsibTaTe Kackaja peaklUy TMIIOKCAHTHH - KCAHTUH - MOYEBasl KHUCIIOTA.
®elykcocTaT SBISIETCS MPOM3BOMHBIM 2-apUTHA30JIa W TPEACTABISIET COOOW CHIIBHBIN
CEJIEKTUBHBIN HEIYPHUHOBBI HHIMOMTOP KCAHTUHOKCHIA3bl (KOHCTAaHTa MHIMOUMPOBaHUS in vitro
coctaBiisieT MeHee 1 HM). @epMeHT KCaHTHHOKCHa3a KaTalM3UpyeT ABE CTAJAUU ITypUHOBOIO
oOMEHa: OKHCJIEHHE TMIIOKCAaHTHHA /10 KCAaHTHHA, a 3aT€M OKHUCIIEHME KCaHTHMHA J0 MOYEBOM
KHUCJIOTBI.

B pesynbrare cenekTUBHOrO MHrMOMpoBaHus (peOyKcoCTaTOM KCAaHTUHOKCHAA3b! (OKUCIEHHON U
BOCCTaHOBJIEHHOM (OpMBI) NPOUCXOAUT CHHKEHME KOHLIEHTPALlMM MOYEBOW KHUCIOTHl B
CBIBOPOTKE KPOBH.

B TepanmeBTHyecknx KOHIEHTpamusx (edykcoctaT HE UWHTHOMpYyeT apyrue (epMeHTsl,
y4acTBYIOLIME B MeTa0oJu3Me IypUHOB WM NUPUMUIMHOB, TaKWe KaK I'yaHMHJE3aMHHa3a,
THIIOKCAaHTUHTYaHHH(ochopubosmiTpancdepasa, oporaT-pochopudosunrpancepasa, opoTu-
nuHMOoHOGochaTIeKapOOKCHIa3a Wik mypuH-HykiIeo3uabochopuasa.

5.2. ®apmakoKHHEeTHYECKHE CBOICTBA.

Abcopbrus

[Tocne npuema BHYTph (hebykcocTaT OBICTPO U MOUTH MOJTHOCTHIO (HEe MeHee 84 % OT MpHUHATOM
JI03bI) BCAcChIBAETCA U3 IKEJIYAOYHO-KMUIIEYHOro Tpakra. Ilpu MHOrokpaTHOM mpueme
¢debykcocTara B 103€ 80 MI WJIM OJTHOKPATHOM B J103€ 120 MI OTHOBPEMEHHO C PUEMOM KHUPHOI
OUINM MakCUMallbHas KOHLEHTparus ¢edykcoctata B uazMe KpoBH (Cmax) CHHXKaJach
cootBeTcTBeHHO Ha 49 % u 38 %, a AUC — Ha 18 % u 16 %, coorBeTcTBeHHO. OQHAKO 3TO HE
0Ka3aJI0 BIMSIHUS Ha KIIMHUYECKYIO 3 (EKTUBHOCTh CHUKEHHSI KOHIICHTPAI[UH MOYEBOM KHCIIOTHI
B CHIBOPOTKE KpOBHU (TIpH MHOTOKpAaTHOM Tipueme ¢edykcocrara B 103¢ 80 MT), B CBS3H C ITUM
¢dedykcocTaT MOKHO TPUHUMATh HE3aBUCUMO OT IpUEeMa MUIIIH.

Cmax nocturaercs uepe3 1,0—1,5 gaca mocne npuema BHYTpb U cocTaBisieT 2,8—3,2 MKI/MII pu
OJIHOKPATHOM TIpueMe BHYTpPb 11036l 80 mr, u 5,0-5,3 MKI/MIJI IpU OJTHOKPATHOM TpHEME 03B

120 mr. AGcomroTHas OMOAOCTYITHOCTh edykcocTara B hopMe TabJIETOK HE N3yJaliach.
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[Ipy MHOTrOKpaTHOM IIpHeMe BHYTph (edykcdcrara B[ Ho5ax EFO N 286! B O bast ey ricun

KyMYJISIUU HE OTMEYasoCh.

Pacnopenenenne

Kaxxymuiicst o00beM pactpe/ieiieHus: B paBHOBECHOM COCTOSTHUHU BapbupyeT oT 29 11 10 75 11 mocie
npuema BHYTpbh 10-300 mr ¢edykcoctata. CTeneHb CBSI3bIBaHUS ¢ O€MKaMU I1a3Mbl (TJIAaBHBIM
obpa3om ¢ anpOymuHOM) fgocturaet 99,2 % u He U3MEHSETCS PH YBEITUYCHUHU 03Bl ¢ 80 MT 10
120 mr. J{71s1 ak THBHBIX METa0O0JIMTOB CTENICHb CBS3bIBAHUS C OEJIKaMU I1a3Mbl BapbupyeT ot 82 %
10 91 %.

buotp aHC(bODMaI_[I/IH

®debykcocTaT METabOIM3UPYETCS MyTeM KOHBIOTAIMU C y4acTHeM YpuAHHIU(OCHaTIIIOKYypO-
Huwitpancgepassl (YADPI'T) u okucnenus ¢ yyactueM (epMEHTOB CHCTEMBI ITUTOXpOMOB P450
(CYP). beino BeaeneHo yeThipe papMakoIOrHueCKH aKTUBHBIX THAPOKCUIBHBIX METa00IUTA, U3
KOTOPBIX TpHU OOHAPYXKHMBAIOTCS B IUIa3Me KPOBH YeloBeKa. B wmcciemoBanusx in Vitro Ha
MHUKpPOCOMaxX II€YeHH YeJOBEKa IOKAa3aHO, YTO OKHUCIEHHBIE METa0O0IHUThl 00pa3yroTcs
npeumyiiecTBeHHO Toj BozzaelictBueM uzodpepmentoB CYP1Al, CYPIA2, CYP2C8 wm
CYP2C9, Ttorma kak ¢ebykcocTaTa TIIOKYpPOHU OOpa3yercss TIaBHBIM 00pa3oM TOJ
BozaeiictBuem nzodepmento YI'T 1A1, YI'T 1A8 u YI'T 1A9.

DJIMMHUHALHS

DeOyKcocTaT ¥ ero MeTa0OIUTHI BBIBOJISATCS M3 OPraHU3Ma Yepe3 KUIICYHUK U TOYKH.

[locne mnpuema BHYTPhL (ebykcocTara, MedeHOro paguouzoronoMm 4C B moze 80 mr,
npubnu3utTenbHo 49 % BblAenseTcs MOYKaMu: B HEM3MEHEHHOM BHJE — Okoiio 3 %, B BHIE
armmurrokyporuaa — 30 %, B BUJIe OKUCIICHHBIX METa0OJUTOB M X KOHBIOTaToB — 13 %, B BHUJIE
npyrux metabonutos — 3 %.

[TpubnuzurtensHo 45 % ¢debykcocTaTta BBIBOAUTCS uYepe3 KHUILEYHUK: B BHUJE HEU3MEHEHHOIO
¢pedykcocrata — 12 %, anunrmokyponuaa — 1 %, OKMCIEHHBIX METAOOIUTOB U UX KOHBIOT'aTOB —
25 %, npyrux merabosutoB — 7 %. Kaxymmiics nmepuoa monyesiBeaenus dpedykcocrata (T12)
cocTaBisieT 5—8 yacos.

DdapMaKOKMHETHKA B 0COOBIX rpynmnax

Tayuenmoi ¢ noueunoii HedOCMamouHOCmMuio

YV nanueHToB C MOYeYHON HEA0CTAaTOYHOCTHIO JIETKOM WIIA CPETHEW CTENEHU TSHKECTH KOPPEKIIUH
JI03BI IIpernapaTa He TpeOyeTcs.

Iayuenmel ¢ neueHouHoU HeOOCMAMOYHOCMbIO

[Tpu MHOTOKpAaTHOM MpUeMe BHYTph pedykcocTaTa B 103¢ 80 MI' HE OTMEUYAIOCh CYIIECTBEHHBIX
n3meHeHu mokazareneil Cmax 1 AUC ¢ebykcoctata u ero MeTaboJIMTOB y MAIMEHTOB C

MEeYEHOYHON HEJ0CTaTOYHOCTHIO JieTKoM (Kiacc A o mkaine Yaina-I1er0: 5—6 6amoB) u cpeaneit
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(xnacc B nmo mkane Yaitna-Tsto: 7-9 6amos) ¢reneHu '&%éc;lg%%ﬁggfghﬁl}g 5k ‘p't');;f,IMI/I

nobpoBorbiamu. MccnenoBanuii papmakokuHeTHkH (hedykcocTaTa y MAMEHTOB C MEYEHOYHON
HEJOCTAaTOYHOCTHIO TsDKeIon creneHu Tshkectu (kinace C mo mkane Yaiina-IIero: 10—15 6amnos)
HE MPOBOIUIIOCH.

Tloorcunoti ospacm

[Tpu mHOTOKpaTHOM TIpHeMe (pedykcocTara BHYTPh HE OBLJIO OTMEYEHO 3HAYUMBIX W3MEHECHUMN
AUC ¢ebykcoctata u ero MeTabOJIMTOB y MOXKWIBIX MMAIIUEHTOB, IO CPABHEHHUIO C MOJIOIBIMU
3JI0POBBIMH JJOOPOBOJIHIIAMH.

Llon

[Tpu mHOTOKpaTHOM MIpHeMe pedykcocTata BHYTPb Cmax 1 AUC ¢ebykcocraTa y >KEHIIUH ObLIH,
COOTBETCTBEHHO, Ha 24 % u 12 % Bbiue, yuem y myxuuH. Onnako nokazarend Cmax 1 AUC,
CKOPPEKTHPOBAaHHBIC IO Macce Tella MaIMeHTa, ObUTM CXOXKHUMHU i o0eux rpynn. Takum

06pa30M, KOPPCKIOUHU A03bI IIPCIIapaTra B 3aBUCUMOCTHU OT I10JIa ITallCHTAa HE Tpe6yeTc;1.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. Ilepeyenb BCoMoOraTeJIbHBIX BEIllECTB.
ManHnuro,

HATpUS KPOCKApMEII03a,

HATpUs TUAPOKApOOHAT,

LEJUTI0N03a MUKPOKPUCTAIUTHYECKAS,

MarHusi creapar,

HaTpHs JaypuiIcyabdar,

TaJbK,

KPEMHUS THOKCH KOJUTOUIHBIH (adpocuin),
TUIPOMEIIo3a (THAPOKCUITPOITMIMETHIILEIIII0N03),
makporoia 6000 (mommatunenriukois 6000),

TUTaHA JHUOKCUI,

KpacUTelb XKeJe3a OKCUJI KEJITBIN.

6.2. HecoBMecTHMOCTB.

He npumenumo.

6.3. Cpok roaHocTH (CPOK XpaHeHusl).

3 roga. He ncnomnp30Bath ocie UCTEYEHUS CPOKA T'OJTHOCTH.
6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NMPH XPAHEHUH.
XpaHuTh 1pu Temreparype He Boie 25 °C.

6.5. XapakTep u copep:kanue NePBUYHONH YIIAKOBKH.
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Ilo 10, 14, 15, 30 TabneToK B KOHTYPHYIO SUIHKOBYIO OBy 43 thietii HBXATXTOD u

(donbry aFOMUHUEBOHN MTEYaTHOM JTAKUPOBAHHOM.

ITo 1, 2, 3, 4, 5 KOHTYpPHBIX SYEMKOBBIX YIIAaKOBOK BMECTE C MHCTPYKLUEH IO NPUMEHEHMIO
IIOMEIAIOT B IaUYKy U3 KapTOHA.

6.6. Oco0ble Mepbl NPeJOCTOPOKHOCTH INPH  YHUYTOKEHHHM HMCIOJIB30BAHHOIO
JICKAPCTBEHHOI0 Npenapara WJIM OTX0A0B, TMOJYYEHHBbIX IIOCjIe NPHUMEHEeHHus!
JIEKApPCTBEHHOI'0 Npenapara ujiM padoThbl ¢ HUM.

Het 0co0bIX TpeOOBaHM K yTHIIM3AIUH.

7. AEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA
Poccus

AO «AJINYM»

142279, MockoBckas 0611., r. CepmyxoB, 1. O6onenck, Tep. Kpapran A, a. 2.
Ten.: +7 (495) 646-28-68.

e-mail: info@binnopharmgroup.ru

7.1. IlpeacTaBuUTENb A€PsKATE/IsI PETHCTPALMOHHOIO YI0CTOBEPEHHUS

IIpereH3uu HOTDC6HT€JI€I>1 HAIpaBJATH I10 aApECy.

Poccus

AO «AJINYM»

142279, MockoBckast 0011., r. CepmyxoB, 1. O6oneHnck, Tep. KBapran A, a. 2.
Ten.: +7 (495) 646-28-68.

e-mail: info@binnopharmgroup.ru

8. HOMEP PETICTPAIIMOHHOT'O YIOCTOBEPEHUS
JITI-Ne(000611)-(PT-RU)

9. IATA TEPBUYHOM PETMCTPAIIMA (IIOATBEPXKJIEHUSA PETMCTPAIINMN,
INEPEPET'UCTPALIUN)
Mara nepsoii peructpanuu: 03.03.2022

10. JATA NEPECMOTPA TEKCTA
OOmrast XapakTepHCTUKa JEKapCTBEHHOTO MpenapaTa A3ypHKC TOCTYyITHAa HAa MH(POPMALMOHHOM
noptane EBpazuiickoro 3KOHOMMYECKOTO CO03a B MH()OPMAITMOHHO-KOMMYHHUKAIIMOHHON CeTH

«urepuet» http://eec.eaeunion.org.
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