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MHCTHYKIH ~

11O MEJJUITMHCKOMY ITPUMEHEHHIO JIEKAPCTBEHHOI O IIPEITAPATA
Asypurc®

PerncrpaioHHb1ii Homep

ToproBoe HauMeHOBaHHe

Azypukc®

MexayHapoaHoe HellaTeHTOBAHHOe HAUMEeHOBaHHe

OebykcocTar

JlekapcrBeHHas gopma

TaOJIeTKH, MOKPHITHIE TUICHOTHON 000JI0UKON

Cocras

1 mabemka, ROKpvImMas RIICHOUHOU 000/104KO, codepicum:

oeticmeyomyee seujecmeo: pedykcocrat 80 mr mwim 120 mr;

scnoMozamenvrblie eeujecmsa: MAHHUTOIN, HATPUS KPOCKApMeEITo3a, HATpusi TUApoKapOoHaT,
HEJUTIOI03a MUKPOKPUCTAIUTHYESCKAsA, MATHUS cTeapaT, HaTpHsl Jlaypuicyibdar, TaabK, KpeMHHUS
JIMOKCH/T KOJIJIOU/THBIN (a3pOCHIT);

6CNOMOCAMENLHBIE seuecmeda ons OOONOUKH: THIIPOMEIUIO3a
(TP OKCUTIPOTUIME THIITIEIUTION03a), Makporos 6000 (momustwnenriukoas 6000), TuTana
JTUOKCH/T, TAJIbK, KPACUTENh JKeJie3a OKCHT JKEJIThIM.

Onucanue

JIBOSIKOBBIMTYKJIbIE TAOJIETKH TPOJOITOBATOW (POPMBI CO CKPYIJICHHBIMH KOHIIAMH, MOKPHITHIS
IIeHOUHOM o6osouko# jkenToro npera. Ha momepedHoM paspese syipo Oesioro WM TMOYTH
0eJIoro 1BeTA.

dapmakoTepaneBTHUECKAS TPYIINA

[IpoTuBOmOJATpPHYECKOE CPEICTBO — KCAHTUHOKCH/1a3bl HHTHOUTOP.

Kox ATX: M0O4AAO3

dapmakosorn4ecKye cBolicTBa

Dapmarxoounamuxa

MoueBast KHCIIOTA SIBJISIETCS KOHSUHBIM MIPOAYKTOM ITyPHHOBOTO 0OMEHA B OpTaHU3ME UYeJIOBEKa,
o0pa3yIomuMcsl B pe3ysibTaTe KackaJa peaklMH T'MIIOKCAHTHUH - KCAHTHH - MOYEBas KHCJIOTA.
@OebykcocTaT SBISCTCS MPOU3BOJHBIM 2-apWiITHA30Jla M TPEJCTABIsSeT coOOM CHIIbHBIN
CeJICKTUBHBIM HEMYPHHOBBIH HHTHOUTOP KCAHTHHOKCHAA3hl (KOHCTAHTA HHTHOUPOBAHUS i1 Vilro

cocTaBisieT MeHee 1 HM) (DepmeHT KCaAaHTUHOKCHAAa3a KATAIU3UPYCT ABC CTalWH IIYPHHOBOTO
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KHCJIOTHI.
B pe3ysbTate CelleKTUBHOTO HHTUOMpoBaHUA (PeOyKCOCTaTOM KCAHTUHOKCH/1a3bl (OKUCJICHHOHU H
BOCCTAHOBJICHHOH (DOpPMBI) NPOMCXOJUT CHH)KEHHE KOHIIGHTPAlUM MOYEBOH KHCIOTHI B
CBIBOPOTKE KPOBH.

B TepameBTHUYeCKMX KOHIEHTpanMsax (ebykcocTaT He HMHIUOMpyeT Jpyrue QepMeHTHI,
yuacTByIoliue B MeTaboJIM3Me IIypHHOB HJIM NHUPUMMIUHOB, TakMe KaK I'yaHHH/e3aMHUHa3a,
rUnoKcaHnTHHTyaHuHpochopubosmnrpanchepasa, opotat-hocopubozuntpanchepasza, opoTH-
nuaMoHO(ocdaTaekapOOKCHIIa3a WK MMypUH-HYKIeo3Hipocdopuiasa.

Dapmarkoxunemuxa

Beacvisanue

[Tocne mpuema BHYTpS (peOyKkcocTaT OBICTPO U MOYTH MOJTHOCTHIO (He MeHee 84 % oT mpuHATOU
JI03bI) BCACBIBACTCA M3 JKEJIYJOYHO-KHMINEYHOrO TpakTa. [IpH MHOTrOKpaTHOM IpHeMe
(pebykcocraTa B goze 80 MIr WM OAHOKpaTHOM B Jioze 120 MI' OJJHOBPEMEHHO € IMPHEMOM
JKUPHOU MUY MaKCHUMaJIbHasl KOHLIEHTpanus ¢pebykcocTaTa B miazMe KpoBH (Cmax) CHHIKAJIACH
cooTBeTcTBeHHO Ha 49 % 1 38 %, a AUC - Ha 18 % u 16 %, coorBeTcTBeHHO. OHAKO DTO HE
OKazaJlo BJIMSHMS Ha KIHHHUSCKYIO 3(P(PEeKTUBHOCTh CHMIKCHHS KOHICHTpAIlMM MOYEBOM
KHCJIOTHI B CHIBOPOTKE KpOBU (IIpU MHOTOKpaTHOM IipueMe ¢pebykcoctara B o3¢ 80 MT), B CBSI3U
¢ 5TUM (peOyKcocTaT MOIKHO IPUHUMATH HE3aBUCUMO OT IpUeMa IHIIH.

Cax Jocturaetcs yepes 1,0-1,5 gaca mocie npuema BHYTpb U COCTaBIIIeT 2,8-3,2 MKI/MII TpU
OJTHOKPATHOM TpueMe BHYTpH A03bI 80 Mr, u 5,0—5,3 MKI/MJI TIpH OTHOKPATHOM TMpHEME JO3BI
120 mr. AbGcontoTHas OuoIOCTYHOCTH (pebGykcocTata B hopMe TabJIeTOK HEe HU3yUdaliach.

IIpu mMHOTOKpaTHOM MpueMe BHYTph (ebGykcoctata B Jjo3ax 10 mr-240 mr 1 pa3 B CyTKH
KYMYJSIIIHH HE OTMEYaJIOCh.

Pacnpeoenenue

Kaxxymuiica o0beM pacnpeesicHus B PaBHOBECHOM COCTOSIHUM BapbupyeT oT 29 1 go 75 n1
mocie mpuema BHyTph 10-300 mr ¢ebykcocraTa. CTeneHb CBS3BIBAHUS ¢ OCJIKAMH ITUTa3MBbI
(TJIaBHBIM 00pa3oM ¢ albOyMUHOM) ocTUraeT 99,2 % U He U3MEHSICTCS IPH YBEJIMUSHUH JTO3BI C
80 Mr mo 120 mr. Jns akTHBHBIX MeTaOOJUTOB CTENEHb CBS3BIBAHMS ¢ OeJIKaMM IIJIa3Mbl
Bapbupyer oT 82 % 10 91 %.

Memabonusm

DebykcocTaT MeTabOMUBUPYETCs IIyTeM KOHBIOTAIIMH ¢ ydacTHeM YpUIAHHIUOCHATIIIOKYpO-
HunTpancdepassl (YIDPI'T) u okuciaeHus ¢ yuactueM (PEpMEHTOB CHCTEMbI IUTOXpoMoB P450
(CYP). bouio BeiiesieHo YeThipe (GapMaKoJOTHUSCKH aKTHBHBIX THIPOKCHIIBHBIX METaOOIHTa, U3

KOTOPBIX TpH 06Hapy)KI/IBaI-OTC$I B IUIA3ME KpPOBH YCIIOBCKA. B uccnemoBanusax in vitro Ha
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MPEeUMYINECTBeHHO 1O/ BozfekcTeueM wuzodepmentor CYPIA1l, CYP1A2, CYP2C8 wm
CYP2C9, Ttorma kak ¢ebOykcocTata TNIIOKYpOHH]T o0Opa3yeTcsl TJaBHBIM 0O0pa3zoM ToJ
BozelicTeruem u3odepmentor YI'T 1A1, YI'T 1A8 u VI'T 1A9.

Buiseoenue

OeOyKcocTaT U €ro METaOOIMTHI BRIBOISITCS U3 OpTaHU3MA Yepes KUIISUHUK U TTOUKH.

Ilocne mnpuema BHYTpH ¢edykcocTara, MEUSHOTO PaHOU30TOIIOM “C B gose 80 wr,
npubmu3uTeabHO 49 % BBIISISCTCS MOUYKAMHU: B HEU3MEHEHHOM BHJE - oKojlo 3 %, B BHJE
anuirmokypornuaa — 30 %, B BUJIe OKUCICHHBIX MeTaO0JIUTOB U UX KOHBIOTATOB — 13 %, B BHJIE
JIpYTUx MeTabosuToB — 3 %.

[IpuGnuzutensno 45 % ¢ebykcocTaTa BBIBOJUTCS Yepe3 KUIICYHUK: B BHJIE HEU3MEHEHHOTO
(pebykcocrata — 12 %, anuiriaokypoHuaa — 1 %, OKHCIeHHBIX METAOOJIUTOR U UX KOHBIOTATOB
— 25 %, npyrux metabonutos — 7 %. Kaxymuiics nepuoa moayesieeHus ¢pedykcocrata (T1/2)
COCTaBJIAeT 5—8 "yacos.

DapmakoxuHemuxa 6 0cobvlx cpynnax

Hayuenmol ¢ noyeunoil HeOOCMAMOYHOCbIO

Y mMmanueHTOB ¢ IOYSYHOW HEJOCTATOUYHOCTBIO JIETKOW WM CpeHEeH CTeIeHW TSDKECTH
KOPPEKIIMHU JTO3bI Mpernapata He TpeOyeTcs.

Hayuenmol ¢ neueHOUHON HEOOCMAMOUHOCHLIO

[Ipu MHOTOKpaTHOM TpueMe BHYTph pebykcocTaTa B JToze 80 MI HE 0TMEYAIOCh CYIIECTBEHHBIX
u3MeHeHHH mokazaresied Cmax U AUC ¢eOykcocTaTta B ero MeTabOJHUTOB y TAIUSHTOB C
MEUYSHOYHON HEJOCTATOYHOCTHIO JieTKoH (kiace A mo mxaie Yatna-11sto: 56 GasioB) u cpeHei
(xnace B mo mkane Yaitng-I1sto: 7-9 6amiop) cTeneHN TSHKECTH, IO CPAaBHEHUIO CO 3/I0POBBIMHU
noOposoibilaMu. Mccnemosannii papMakoKHHETHKH peOyKkcocTaTa y MAHSHTOB ¢ TICUYSHOYHOH
HETOCTATOYHOCTRIO TsDKEJIOH cTeneHu TspkecTH (krace C mo mkane Yaiuyr-I1ero: 10—15 Gamos)
HE MIPOBOJIUIIOCH.

1looicunoii eozpacm

[Ipu mHOTOKpaTHOM TIpHeMe dedyKcocTaTa BHYTPh HEe OBLJIO OTMEUCHO 3HAUUMBIX H3MCHCHHH
AUC ¢ebykcocTaTta U €ro METaOOJIMTOB y MOKUJIBIX MMAIIHCHTOB, IO CPABHEHHUIO C MOJIOJBIMH
3J0POBBIMH JTIOOPOBOJIBIIAMH.

Ilon

IIpu mHOTOKpaTHOM TpHeme ¢elykcocTaTa BHYTPh Cmax U AUC ¢debykcocTata y JKCHIIHH
OBLIIM, COOTBETCTBEHHO, Ha 24 % u 12 % BbIme, YeM y MyX4HH. OgHako mokazatesd Cmax H
AUC, cxoppeKTHpOBaHHBIE TIO Macce TeJla MalAeHTa, ObUTH CXOKHUMH U1 00euX rpymnm. Takum

06pa30M, KOppPEKIHUHU O03bI IIp€IiapaTa B 3aBUCHMOCTH OT II0JIAa ITAllUCHTA HE Tpe6yeT051.
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Tlokazamisa K IMpUMEHEHUTIO

JleueHne XpPOHUUYECKOW TUIMECPYPUKEMHUU TIPU COCTOSIHUAX, COMPOBONKIAOIUXCA OTIOKESHHUEM
KPUCTAJUIOB ypaToB (IIpH HATWYHM TOPYCOB W/HIM TOJArpHueckoro apTpuTa, B T. 4. B
aHaMHe3e).

[IpodunakTuka W JeUeHHE THNCPYPUKEMHH Y B3pOCIBIX TMAIUCHTOB TIPH MPOBEIACHHUU
IMUTOTOKCUUSCKOW XHUMHOTEpAallUU TeMoOJIaCTO30B € PUCKOM pa3BUTHS CHHApOMA paciajia
OIYXOJIA OT YMEPEHHOTO JI0 BHICOKOTO (TOJBLKO HJIs 03upoBKU 120 mr).

[Ipenapat npegHazHaYeH Il IPUMEHEHUS Y B3POCIIBIX.

IIpoTuBOMNIOKA3ZaHUA

- ['unepuyBCTBUTEIBHOCTH K (peOyKCOCTaTy W/ WM JIIOOOMY U3 BCIIOMOTATEIBHBIX BEIIESCTR;

- ISUYCHOYHAS HEOCTATOUHOCTD TSDKEJIOH CTeleHH TshKecTH, kinace C mo mxkane Yakng — Ilsio
(10-15 GammoB),

- IOYeYHAasl HeTOCTATOYHOCTD TSDKEJION CTeNeHH TSKeCTH (KIHpeHe kpeaTuHuHA < 30 MII/MHUH);

- JeTcKui Bo3pacT 1o 18 Jer;

- 6epeMEeHHOCTh U TIEPUO/T TPYAHOTO BCKApMIUBAHUSL.

C ocTopoxHOCTHIO

- TICYCHOYHASI HEJOCTATOUYHOCTh CPEAHEH CTeNeHu TshKecTH, kKiace B mo mkaie Yaing — Ilero
(7-9 Gannos),

- Cephe3HbIC AIUIEPTUUSCKHUE PEAKITUH (PEaKITUU TUIIEPUYBCTBUTSILHOCTH) B aHAMHERE,

- Cepbe3HOE CepAeUHO-COCYUCTOEe 3a00/IeBaHUe B aHaMHese (HampuMmep, HHPapKT MHOKap/a,
WHCYJIBT WJIH HeCTaOUIIbHAS CTCHOKAPIHUS),

- 3a00JIeBaHUST IUTOBUHOM JKeJe3bl;

- OJHOBpPEMCHHOE TPHUMECHEHHE C MEpKaNTOMYPHHOM/a3aTHONIPUHOM (MOJKET TIOBBICHUTH
KOHIICHTPAIIHIO JTAHHBIX BEIMISCTB B IJIa3Me KPOBH M BBI3BATh OCTPBIH TOKCHUSCKUU dPPeKT);

- COCTOSIHHUSI TTOCTIE TPAHCIUIAHTAIIMHA OPTAHOB (OTBIT IpUMeHeHU (peOyKcocTaTa OTpaHUYCH ),

- Cunapowm Jlema — Huxana (onsIT puMeHeHHs peOyKcocTaTa OTpaHUICH).

IIpyMeHeHe IpU GepeMeHHOCTH U B MePHOJ I'PY/THOT0 BCKAPMIINBAHMS

B cBS3M ¢ HETOCTATOYHOCTHIO JIAHHBIX, MIOTCHITHAJILHBIN PUCK (pebyKcocTaTa ISl YeJIoBEeKa He
WU3BECTCH, TIOPTOMY NpHMeHeHHe (ebykcocTara BO BpeMsi OSpEeMEHHOCTH MPOTHBOIOKA3aHO.
UmeeTcst orpaHudeHHBIM ONBIT NpUMeHeHHsT debykcocTara BO BpeMsi OepeMEHHOCTH, B XOJe
KOTOpOTO HEGNATONMPHUSTHOTO BO3JICHCTBHS Ha TeueHHEe OCpeMEHHOCTH W COCTOSHHE
TJT0/1a/HOBOPOJK/ICHHOTO OTMEUeHO He ObU10o. B HCCieoBaHMSIX Ha JKHBOTHBIX HE OBLIO
OTMEUCHO TIPSIMOTO M KOCBEHHOTO HEOJIArompHsITHOTO BO3JICHCTBUS TperapaTa Ha TEUCHHE

OepeMEeHHOCTH, pa3BUTHE YMOPHOHA/IUIO/NA U MIPOLIECC POJIOB.
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JKUBOTHBIX OTMEUYeHO, 4To (eOyKcocTaT MPOHHMKAET B TPYAHOE MOJIOKO M OKasbIBaeT
HeOMaronpusiTHOe BO3JSHCTBHE Ha pa3BUTHE BCKapMIIMBASMBIX JieTeHbImeH. Takum obpazom,
HeJIb3d MCKIIIOUNTh pPUCKA I TPYAHBIX JerTeld. B cesizu ¢ »TuM mpumeHeHue debykcocTara
MIPOTUBOIMOKA3aHO B MIEPHO/T IPYTHOTO BCKAPMIIUBAHHSL

Crioco6 npyMeHeHHs U JI03bI

Baytps. IIpenapar Azypukc® NpHHEMAIOT OTHH pa3 B CyTKH, HE3aBUCHMO OT TIPHEMA [HIIH.
IHooazpa

PexoMeHI0BaHHAs HauajlbHAsS 1032 cocTapsteT 80 Mr npenapata A3ypukc® oJIMH pa3 B CYTKH.
Yepes 2-4 Heenu peKkoMeHYeTcsl KOHTPOJb KOHIEHTPAIMH MOYEBOM KHCJIOTBHI B CHIBOPOTKE
KpOBH;, €CJIH TMOKa3aTesb MpeBbimaeT 6 Mr/mi (357 MKMOJB/), 103a Mpenapata MOMKET ObITh
yBesmueHa 10 120 mr 1 pa3 B CyTKH.

CHmkeHHe KOHIGHTPAIlMH MOUYSBOM KHCIOTHI B CHIBOPOTKE KpOBH Ha (oHe NpUMEHEHHS
npemnapaTa MPOUCXOJUT JIOCTATOUHO OBICTPO, B CBSI3H € UYeM KOHTPOJIb KOHIICHTPAIIUA MOUESBOM
KHUCJIOTHI MOJKHO TIPOBOJUTHL Uepe3 JIBe HEJIeTU OT Hauala nmpuemMa mnpemnaparta. Ilenbro geueHust
SIBJISICTCSl CHMDKEHHME U TOJIIep)KaHUe KOHIIGHTPAIlUU MOYEBOM KHCJIOTHI B CHIBOPOTKE KPOBH
MeHee 6 Mr/ it (357 MKMOJIB/ ).

[IpodunakTuka pazBUTHSI OCTPHIX MPHUCTYIIOB MOJATPHl PEKOMEHIYETCS B TeUCHHE HE MEHee 6
MECSIIIeB.

Cunopom pacnada onyxonu

PexoMeHIoBaHHAs J03a cocTapisieT 120 Mr npenapara Asypukc® oJIMH pa3 B CYTKH HE3aBUCHMO
oT mnpuema numu. Ilpemapar ciegyer HauMHATH TPUHUMATHL 3a JBa JIHA JI0 Havajia
MUATOCTATHYESCKON Tepanuu. JIIUTeNBHOCTh NMPUMEHEHHUSI TpernapaTa JOJDKHA COCTABJISITH He
MeHee 7 AHeH. B 3aBHCHMOCTH OT JUIMTEIBHOCTH Kypca XUMHUOTEpPAIHH MPOJOIKUTEIBHOCTD
MpUMEHEHHUS TIpeTiapaTa MoxKeT ObITh YBEJIMUSHA J10 9 JHEH.

HHooicunvie nayuernmot

Koppeknuu 10351 nipenapata He TpeOyeTCs.

Hayuenmui ¢ neueHOUHON HEOOCTNAMOUHOCIbIO

Ilooaepa

Y manueHToB ¢ NeYSCHOYHOH HEeJOCTATOYHOCTHIO JISTKOU CTeIIEHU TsDKECTH (KJlace A 1o IKaje

Yaitan-ITbio: 5-6 6auior) peKOMeHI0BaHHAS J103a Hpenapata Azypukc®

coctapysieT 80 mr 1 paz
B cyTkd. OmbIT mpuMeHeHHs ¢elOykcocTara INpU IIEUEHOYHOH HETOCTAaTOYHOCTH Cpe/IHeH
CTEIICHH TsDKECTH OIPaHUYEH.

Haquenmbz € NOYEYHOU HeOOCMAMOUHOCINGIO
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JI03bI He TpeOyeTcs.

VY HanueHTOoB ¢ MOYSYHOH HeJOCTATOUHOCTHIO TSDKEION CTeNIeHH TsDKeCTH (KJIMpEeHC KpeaTHHHUHA
< 30 mu/mMuH) 3ddeKTHBHOCTE U 6e30macHoCTh ebyKcocTaTa H3yueHbI HeTOCTATOUHO.
IloGounoe neiicTBHE

IlpuHuMasi BO BHMMaAHHE pa3JIMYHbIM XapakTep TEUeHMsI IOJAarpbl M CHHJpOMa paclaja
OIIyX0JIH, HexkenaTeapHble peakiuu (HP) npumenenus gebykcocTaTa NpH JaHHBIX HO30JIOTHSIX
JNeHCTBUSA MpeCTABICHBI pa3/IeIbHO.

llooazpa

HauGonee gacteiMu HP y manuenToB ¢ moparpoil npu npuMeHeHUH (eOyKcocTaTa SIBJSIIMC!
IPUCTYI MOAArphl, HapylieHHe (YHKIMM IIeUeHH, JHapes, ToJIoBHast 00Jib, TOMIHOTA, KOXKHAsI
CBIIIb U OTeKH. B GoJIbIIMHCTBE CiIydacB yKazaHHbIC SIBJICHHS XapaKTepU3OBAIUCH JIETKOH WIIH
CpeAHeH CTeNeHbI0 TSKECTH. B IepHoJ MOCTPeruCTPallMOHHOTO HAOMIOJeHUS ObLIH
3apeTrUCTPUPOBAHBI  peJKHUE CIydYal Ppa3BUTHSl pPEaKIUd TUMEPUYBCTBUTESIBHOCTH Ha
(peOykcocTaT, COMPOBOKIAIONINECS B OTAC/ILHBIX CIIyJasiX CUCTEMHBIMU CUMIITOMAMHU.
Bosmoxusie HP mpupe/eHsl HUXKE B COOTBETCTBHHM ¢ Kiaccuukaiuedt BeemupHol
OpraHM3ALMU 3[PAaBOOXPAHCHMS 10 HUCXO/SIMEH YacTOTe BO3HMKHOBEHHS OYEHb dYacTo (=
1/10); wacto (= 1/100, < 1/10); mewacto (= 1/1000, < 1/100); peaxo (= 1/10000, < 1/1000),
odeHb peako (< 1/10000, Bkiarouast OTAeIbHbIC COOOISHHUS).

Yactota HP ocHoBaHa Ha JIaHHBIX KIMHHYSCKUX UCCJISTOBAHUM U IOCTMAPKETUHTOBOTO OIBITA
IPUMEHEHHMsI Y NAI[UeHTOB ¢ IOAarpou.

Co cmopoHbl Kposi 1 TUMPaAmMuieckoti cucmembl

Peko: MaHIUTOTICHHUS, TPOMOOITUTOTICHHSL

Co cmopoHbl UMMYHHOU CUCEMb

Penxo: anaduiakTHuecKue peakiuu™, peakiiiy THIIePUYBCTBUTSILHOCTH Y.

Co cmoponbl HepeHOT cucmemul

Yacto: rojoBHast 60Jib;

HeuacTo: TOJIOBOKpYXKECHME, IapecTe3usi, IeMHIape3, COHJIMBOCTh, H3MEHEHHE BKYCOBOTO
BOCIIPUSITHSL, THIIOCTE3Us, TUIIOCMUS (0c1abiaeHne 0OOHIHUA).

Co emoponbl HOOKPUHHOIE CUCmeMbl

Heuacto: noBeimenue KoHIeHTpaluu TUpeoTpornHoro ropmoHna (TTI) B uiazme kpoBH.

Co cmoponbt 0OMEHA 6eecmes U NMUMAaHUAL

YacTo: mpUCTYTIBI MOgarper™ **;

HeuacTo: caxapHeIii JuabeT, THIICPIUNHUISMHES, CHIKCHHE allIeTUTA, YBETUUSHHUES MACChI TeJla,

Penko: cum:xkeHHe MacChl TEJIa, IIOBBIMICHHUE AIITNICTUTA, aHOPCKCHS.



Hapywenus ncuxuxu

Hewacro: camkenue mubuo, 6eccoHHUIIA,

Penixo: HEpBO3HOCTS.

Co emoponvl opeana 3perus

Peniko: HEUeTKOCTh 3pEeHHUSL.

Co cmoponvi opeana cryxa u 1aOUPUHMHbBLE HAPYULEHUS

Penko: mymsl B yniax.

Co emoponvl cepoya

Hewacro: ¢pubprusanus npeacepuid, omymenue cepaiedbuenust, mamenenus va K[, 6iaokama
JeBoM HOXKKM mydka ['mca (em. pazgen "Cunjpom pacmajia omyxosin"), CHHycoBasi TaXUKapIus
(eM. pazzen "Cunapom pacnaga omyxoiau'").

Co emoponbi cocyoos

Heuacro: noBpllieHHe apTepUaIbLHOTO JaBICHUs, "TIPUJIKUBLI" KPOBH K JIMILY, OIIYIISHUE XKapa,
reMopparu (cM. paszen "CunapomM pacnajia onyxoiau").

Co crmoponbl ObIXamenbHOU CUCIEMbL, OPEAHOE SPYOHOU KIIemKU U CPeOOCeH s

Hewacro: aucnHOd®, OpOHXHUT, WH(QEKIHH BEpXHHUX [bIXaTENIBHBIX IyTeH, Kamielb, OOJb B
TPYIHOH KJIeTKe, YYBCTBO AUCKOMGOpPTA B 00JIaCTH TPYIHON KIICTKH.

Co crmoponbl JCenyOOUHO-KUMMEUHO20 MPaKma

Yacto: quapes**, TOMHOTA;

Hewacrto: 6ok B )KMBOTE, B3JIyTHE JKMBOTA, TacTpodsodareaiibHas peditokcHas 00jie3Hb, pBOTa,
CYXOCTh CIIU3UCTON OGOJOUKM TOJIOCTH PTa, JUCTICNITHUSCKHE SIBJICHHS, 3aI0p, YJalleHHBIN
CTYJI, METEOPU3M, JUCKOM(OPT B JKUBOTE;

Penko: maHkpeaTHT, sI3BEHHBINH CTOMATHT.

Co cmoponbl neueHy 1 JHCendegule00AUUX nymet

Yacto: HapymeHue GyHKIHHA MMeUeHU™ ¥

Heuacrto: xonenutnas;

Penko: rematur, sxentyxa*, mopakeHue MeueHu™.

Co cmopoHbl KOHCH U NOOKOJICHBIX MKAHE

YacTo: cbIllb (BKIIIOUAST pa3IUIHbIC BU/IBI ChINTH, YIOMSIHYThIE HUKE, ¢ 60Jiee HU3KOM 4acTOTOMH);
Heuacto: aepMaTutT, KpanmuBHUIA, KOMKHBIN 3/, H3MEHSHHE LBETA KOXKH, KOJKHbIE MOPAKSHHUS,
METeXUHU, MAKYJBIPHASI ChITlb, MAKYJIO-TIANTYJIC3HAS ChITIb, MAITYJIE3HAS ChITb;

Penxo: TOKCHKO/IepMaJTbHBIN HEKpOJHU3*, CHUHJIpOM CtuseHca —  JIxoHcoHa*,
AHTHOHEBPOTUUSCKUN OTeK*, JeKapCTBEHHAs peakiusi ¢ 5SO03MHOPWIHNEH U CHCTeMHBIMHU

cumnroMmamMu® (cM. pazaen "OcoOble ykazaHud"), TsKesble (GOpMbI TSHEPAIU30BAHHON CHITTH*,
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CBITh, 3Y/ISIAst ChITIL*, S3PUTEMATO3HAS ChIllhb, KOPETIOAOOHAS ChITIh, AJIOTICITHS, TUIISPTH/IPO3.

Co cmopoHbl CKeemHO-MbLULEYHOU 1 COeOUHUMENLHOU MKAHU

Hewacrto: apTpasirusi, apTpUT, MHAJITHS, CKEJICTHO-MBINIEYHAS $0JIb, MBINISYHAS CJIa00CTh, CIIa3M
MBI, MBIIICYHOE HATIPSLKEHUE, OYpPCHT;

Penko: pabaoMuonus*, CKOBAaHHOCTb CYCTABOB, CKOBAHHOCTD MBIIIIII.

Hapyuienus co cmoporsl nouex u Mouesbi6 00 uux nymell

Hewacrto: moueuHast HeJOCTATOUYHOCTh, HePOIUTHA3, TeMATYPHS, MOJUIAKUYPHUSL, TPOTCHHYPHS;
Penko: TyOymouHTEpCTUIIMANILHBIN HeQPUT*, UMIICpATUBHBIE MO3BIBHI HA MOUCUCTTYCKAHHUE.

Co cmoponbl penpoOyKImUeHOU CUCTNEMbL

Heuacto: spexTuiibHas TUCHYHKITHSL

Obwue paccmpoticmsa

HacTo: OTeKH;

Heuacto: moBpIlmeHHAs YTOMIISIEMOCTD;

Penko: xaxaa.

Jabopamopnvle 1 UHCIMPYMEHMATbLHbLE OGHHbIE

HeuacTo: moBbllIeHWe AaKTUBHOCTH aMuja3zbl B IUIa3Me KpPOBH, CHHXKEHHUE KOJIMYECTBA
TpOMOOIIMTOB, CHHXKEHHUE KOJIMUECTBA JICHKOIUTOB, CHI)KCHHE KOJMUSCTBA JIMMQOIUTOB,
MOBBLIMICHUE COACPIKAHUSI KpeaTHHA M KpeaTHHWHA B ITUIa3Me KPOBH, CHIDKCHHE IeMoTJIoOHMHA,
MOBBINIEHHE KOHIICHTPAI[MM MOYEBHHBI B IUJIa3Me KpPOBH, IIOBBINMICHUE KOHIEHTPAIIUU
TPUTJIUIIEPU/IOBR B IUIA3ME KPOBH, IMOBBINIEHHE KOHIICHTPAIUH XOJECTepHUHA B TUIa3Me KPOBH,
CHMJKCHHME TeMATOKPHUTA, TOBBIMIEHUE aKTUBHOCTH JAKTAaTIASTHJIPOTeHa3bl B IUIa3Me KpPOBH,
MOBBLIMICHHUE COJISPIKAHUS KIS B IJIa3Me KPOBH,

Penko: mopblllieHUE KOHIICHTPAIUM TJIFOKO3bl B IUIA3ME KPOBH, Y/VIMHEHHE aKTUBUPOBAHHOTO
YaCTUIHOTO TPOMOOILIACTHHOBOTO BPEMEHH, CHIIKCHHE KOJHYSCTBA SPUTPOIUTOB, MOBBIMCHHE

AKTUBHOCTH IEJIOYHOH (pocdaTasel B IU1a3Me KPOBH.

* HP, naGmroaBminecs B MepHo;] MOCTMAPKETHHTOBOTO HAOIIO/ICHHUSL

** HewHdekUHOHHAsT JHapesi W HApYNICHHS] CO CTOPOHBI IeUeHH, HAOMIOJaBIIMECS B
ucciaenosanusx 11 ¢asel, Hamie BCTpedaanuch MPH OJJHOBPEMEHHOM MPUMEHEHHUH KOJIXHITHHA.
A% JlomoMHUTEbHAS WHPOPMAITUS OTHOCHTEIBHO PA3BUTHS OCTPHIX TPHUCTYIOB IMOJATPhI B

paznesne "OcolOble ykazaHus'".

Onucanue omoenvHuix HP
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BO3HUKHOBEHHHM TSDKEJbIX aJUISPTHYSCKUX peaKnui (peaklud TIMIIepUYyBCTBUTEIHLHOCTH),
BKUIIOYast cuHapoM CtueHca — J[pKOHCOHA, TOKCUKOISPMAJIbHBIM HEKPOIU3, aHapUIaKTHISCKHE
PEeaKIUu U MIOK.

Cungpom CrtuBeHca — J[)KOHCOHA M TOKCHUKOJEPMAIbHBIM HEKPOJU3 XapaKTepPUYIOTCA
BOBHUKHOBEHHEM IPOIPECCUPYIOMIEH KOXKHOM CHIMM B COUYETAHUU ¢ OYJUIE3HBIM MOpakKeHHUEM
KOJKHM WJIM CIIM3HMCTBIX, a TakKe pas[paxKeHueM IJa3. Peakiuu TrunepuyBCTBHTEIBHOCTH Ha
(ebykcocTaT MOTYT TakiKe MPOSBIATHCA CIEIYIONUMH CHMIITOMAMH: KOXKHBIC peaKIluH,
XapaKTepU3YIONUECs UHQWIHTPATUBHBIMU MAaKyJI0-T1aIlyJIe3HbIMHU BBLICBHITAHUSIMU;
reHepaIu30oBaHHasT WM HKC(OIMATHBHASI ChIMb, a TAK)Ke KOJKHBIE MOPAMXKECHMsS, OTEK JIUIIA,
JIUXOpaJika, HapYIICHHUSI CO CTOPOHBI OPTraHOB KPOBETBOPEHHUsI, TaKHe KaK TPOMOOIIMTOIICHUS U
S03MHODWINS, a TaKKe BOBJICUCHHE OJHOTO WM HECKOJBKHUX OpraHoB (TeUeHHd M IMOUeK,
BKJTIOYAs TYOYIOMHTEPCTHITHAIILHBIN HeQpUT).

Ipucmynusr nooazper 0ObIIHO HAOIIONAIOTCS BCKOpE MOCIIEe Havyajla IPUMEHEHHUs IpenapaTa U B
TeUeHHe TMEpBBIX MECAIeB Tepaluu. B mocieayiomeM YacTOoTa MPHUCTYIOB CHHMKACTCSL
PexoMenayeTcs IpoBoIUTh IPOPUIAKTHKY PA3BUTHS OCTPIX MPUCTYIIOB TOJATPHI.

Cunopom pacnaoa onyxonu

B ncenepopanun FLORENCE, cpaBuuapmeM s>¢pdextsl pedykcoctaTta U ajutonypuHoa (346
MAIMCHTOR, TOJYYABIIUX XUMHOTEPANMIO IO TOBOAY TreMoOJIaCTO30B W HMEIONHUX PHUCK
PAsBUTHSI CHHAPOMA pacmia/ia OMyXoJdd OT YMEPEHHOTO JI0 BHICOKOTO), ToG0UHbIE A(heKThl ObLIH
oTMeueHbl y 22 marueHToB (6,4 %). B obGemx rpymmax (rpymme ¢ebykcocTara W TpyIine
AJUIOIypUHOJIA) YacTOTa BO3HUKHOBEHHSI IMOOOUHBIX »(pdekTor Oblna oauHakoBod (mo 11
nanueHToB, 6,4 %). B GonpbmuHcTBe ciayuace HP xapakTepusoBaiuch JISTKOW WIM CpeJaHEH
CTEIICHBIO TsDKeCTH. B mesoM 3a uckimtoueHueM Tpex HP, ykazaHHBIX HHKe, IO pe3yJibTaTaM
uccnenopanusi FLORENCE kakux-nmuGo ocoGenHocte#t npodmia Ge3omacHocTH dedykcocTara
B JOTIOJIHEHHE K TAKOBOMY TIpH IOJIarpe OTMEUSHO He ObLIO.

Co emoponvt cepoya

Hewacto: 61okajia IeBoW HOKKH MydKa ['uca, CHHYCOBAs TaXUKapTHsL

Co cmoponbl cocyooe

Heuacto: remopparumu.

Ilepeno3upoBka

[Ipu nepeo3upoBke npenaparta nokasaHa CUMITOMATHUECKAsl U TO/IIEP KUBAOINAs] TEPATIHUSL.
CuMIToMbl: yCHICHHE TTOOOTHBIX 3P PEKTOB.

BzaumoneiicTBue ¢ APYTHMH JieKaPCTBEHHBIMH CpeIcTBAMM

Mepxanmonypun/azamuonpun
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HHTUOUpOBAHUE KCAHTHHOKCHAA3bl (eOyKCOCTaTOM MOMKET IPUBOJAUTH K  IOBBINICHUIO
KOHIICHTPAIlMU MepKaNTOIIypHHA, a3aTHOIPHHA B IIa3Me KPOBH U YCHJICHHUIO UX TOKCHUECKOTO
neticteus.  MccnegoBaHui 1o  M3yUeHHIO B3auMojelcTBusa (elGykcocTaTa W BeIecTs,
MeTaOOJIU3UPYIOMIUKCS ¢ YIaCTHEM KCAHTHHOKCH/Ia3bl, HE IPOBOTUIIOCH.

Humocmamuxu

HccnenoBanuii. 10 M3Y4YEHHMIO  JIGKApCTBEHHOTO  B3auMoJeHcTBua — delykcocTara H
IATOCTATHYECKUX TpenapaToR He mpopogmiock. B uccnegopanuun FLORENCE ¢ebykcocrar B
no3e 120 Mr mpuUMeHsSUICS NIPU CHHJPOME paclajia OIyXOJH Y HAaIlMeHTOB, MOJBEPTaBIIMXCS
IIUTOCTATUYECKON TepallMy Pa3IMYHOro BH/JA (B T. 4. Tepallud MOHOKJIOHAJIBHBIMH AHTHTEIAMH).
Tem He MeHee, Tak KaK HCCJISIOBAaHMM II0 HM3YYSHHIO JIGKAPCTBEHHOTO B3aMMOISHCTBHS
(ebykcocTaTa ¢ IMTOTOKCHUYSCKMMH TIIpelapaTaMd He MpPOBOAMIOCH, TOTEHIMAILHOTO
B3auMOJIeHCTBHST  (eOykcocTaTa ¢ OJHOBPEMEHHO IPUMEHSEMBIMH I[MTOTOKCHUSCKUMHU
XHUMHOTIpeTIapaTaMU HEJTb3s HCKITFOUUTh.

Pocuzcnumazon/cybempamui uzogpepmenma CYP2C8

ITo pmanubIM in vitro ¢ebykcocTat siBjsieTcsi ciabbiM HHTHOHTOpOM H3odepmenta CYP2CS. V
3/I0pPOBBIX JOOPOBOJIBIIEB NIPH OJHOBpeMeHHOM IpuMeHeHuH 120 mr ¢ebykcocrata 1 pa3 B
CYTKH ¥ Pa30BOH JO3bI 4 MI' POCHTJIUTA30HA U3MEHECHHH (papMaKOKHHETHUESCKHX IMOKa3aTeleH
POCHUTIIUTa30HA M ero MeTaboimuTa N-JIHCMETHJI POCHIJIMTA30HA OTMEUSHO He OBLJIO, 4TO
CBHJICTEJILCTBYET 00 OTCYTCTBHH Yy (pebyKkcocTaTa CBOMCTE uHrHOMTOpa H3odepmenta CYP2CS8
in vivo. Ilpu oaHOBpeMeHHOM IIpUMEHEeHHH (pebykcocTaTa UM POCUIJIUTAa30HA (WIH JIPYyTUX
cyberparoB uzogpepmenta CYP2CE) koppekiiuu 10361 He TpeOyeTesL.

Teogunnun

Ilpy mpuUMeHEeHHH [PYTUX HHTHOUTOPOB KCAHTHHOKCHIA3bl OJHOBPEMEHHO ¢ TeO(DHIUIMHOM
ObIJI0 OTMEYEHO YBeJIMUSHHME KOHIEHTpalMu TeopuwummHa B IUlazMe KkpoBH. llpm
OJTHOBPEMCHHOM TIPUMEHEHHUH Y 3/I0pOBHIX T0oOpoBoibieB pebykcocTata B goze 80 mr 1 pas B
CYTKH W pa3oBo# 03kl TeopmwinHa 400 Mr usMeHeHUH (papMaKOKMHETHUSCKUX TMOKa3aTeleH
WIM TIePEeHOCUMOCTH TeodWUIMHA He HaOII0aIoCh, TaKUM 0Opa3oM IpH OJHOBPEMEHHOM
npuMeHeHuH (QelykcocTata B jo3e 80 Mr u TeouuiMHA O0COOBIX Mep OCTOPOIKHOCTH He
TpeOyercsi. HzydeHue opHOBpeMeHHOro npuMeHeHUsi ¢ebykcoctata B jgoze 120 Mr
Teo(pHUTMHA HE TIPOBO/IUIIOCh.

Hanpoxcen u opyaue unaubumopui eloKypoHu3ayun

MetaGosmzm (pebykcocTaTa 3aBUCHT oT AKTHBHOCTH dbepMeHTa
ypunaaanGochHaTIITIOKYpOHIITpaHC Pepasbl YOI'T). JlekapcTBeHHBIC IperapaThl,

YTHETAIIHUE TPOoHeCC TIIOKYPOHU3AIHHU, HAIIpUMCEP HECTCPOUIHBIC IIPOTHBOBOCIAIIUTCIILHBIC

10
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(debykcocraTa. Y 3/0pOBBIX T0OpOBOJIBIEB NIPU OTHOBPEMEHHOM IIpUMeHeHUH (eOyKcocTaTa U
HampokceHa B jJo3e 250 Mr 2 pasza B CyTKM HaOmogaioch yBelduueHHe mokazaTeied Cmax
(ebykcocrata Ha 28 %, AUC — Ha 41 % u Tip — Ha 26 %. B KIMHHYSCKHUX HCCIICTOBAHMSIX
OJ/IHOBpEeMeHHOE NpUMeHeHHe (ebykcocTtaTta M HanpokceHa wim apyrux HIIBII/maruturopos
I[MOI'-2 He cOmPOBOXKNAJIOCH KJIMHHUYECKH 3HAYUMBIM IIOBBIIICHHEM YacTOThI BO3HHUKHOBEHHMSI
1000uHbIX siBJIeHUH. Koppekiuu 03Bl NIpH OJHOBPEMEHHOM IIpUMEHeHHMH (ebykcocTaTa H
HaIpoKceHa He TpeOyeTcs.

HHoyxmopwt 2nioKypoHuzayul

IIpu ogHOBpeMeHHOM IpUMeHEeHUH (peOykcocTaTa ¢ CHIBHBIMU MUHIYKTOPAMH TIIOKYPOHUBALUU
BOBMOXKHO YCHJICHHE ero MeraboiuszMa U cHWwkeHHe >pdextuBHOcTH. [Ipu ogHOBpeMeHHOM
[IPUMEHSHUH HeOOX0/IUM KOHTPOJIh KOHIICHTPAIUH MOYEBOH KHCIIOTHI B CHIBOPOTKE KPOBH Uepes
1-2 Henmenu nocne Havajga Tepanud. IIpw oTMeHe MHAYKTOpa DIIOKYPOHH3ALMHM BO3MOIKHO
nosbimeHne Cmax pebykcocrara.

Konxuyun/unoomemayun/2uopoxnopomuazud/sapgpapun

DebykcocTaT MOMKHO TPUMEHSTH OJHOBPEMEHHO ¢ KOJXMIIMHOM WM HHJIOMETalluHOM 0e3
KOPPEKIUH JTO3BL.

Takke He TpeOyeTcsi KoppekKuMH 103bl (peOykcocTaTta IpH OAHOBPEMEHHOM IPUMEHEHHH C
THIPOXJIOPOTHABH/IOM.

OmnoBpeMeHHOe IpuMeHeHue pebykcocrarta (80 mMr wim 120 Mr pa3 B CyTKH) ¢ BappapuHOM He
BIUseT Ha (apMakokMHeTHKY Bapdapuna, MHO (MmexayHapogHOE HOPMAIU30BAHHOE
OTHOIICHHUE) M aKTHUBHOCTH (akropa VII y 310poBeiX gAoGpoBosbneB. Ilpu ogHOBpeMeHHOM
npuMeHeHnn pedykcocrarta ¢ BappapuHOM KOPPEKITUH 103bI Bappapuna He TpeOyeTCs.
Jesunpamun/cyocmpamel uzogepmenma CYP2D6

ITo naHHBIM, HOTYYeHHBIM 7 Vitro, peOyKcocTat sIBIseTCs c1abblM HHTHOUTOPOM H30(pepMeHTa
CYP2D6. B uccrieopanuu y 30poBbIX J0OpoBobileR Ha (oHe mpumenenus: gpebykcocrara B
moze 120 mr 1 pas B cytku otmevanock yeeimuenue AUC paesunpamuna (cydcerpar
uzodepmenta CYP2D6) na 22 %, 4TO CBHICTSILCTBYET O ciaaboM HHTHOHpyromeM >pdekTte
(dpebykcocrata Ha m3odepment CYP2D6 in vivo. Takum oOpazoM, TpH OTHOBPEMEHHOM
npuMeHeHun ¢pebykcoctata u cyderpatoB m3odepmenta CYP2D6 koppekimu o3bl He
TpebyeTcsL.

Anmayuowt

IIpy ogHOBpeMEeHHOM IIPHMMEHEHHMHM C AaHTAlUAAMM, COACPIKAIIMMH MAarHUS THUAPOKCH] WIH

ATIOMUHHAA THAPOKCH, OTMEYACTC CHUMKCHHUC BCAChIBAHUS (I)GGYKCOCTaTa (HpHGJ'IHSI/ITeJ'ILHO Ha
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1 gac) u ymenbmenne Cmax Ha 32 %, ognaxko AUC (be6yg<':o’CTlT&—k': & ETRAHG tre P MeHseTCS.

Taxum o6pazom, GpeOykcocTaT MOKHO IPHHUMATH O/THOBPEMEHHO ¢ aHTALUAAMH.

Oco0ble yKazaHusa

Ocmpuwlii npucmyn nooazpvl

IIpumenenue mpemapaTa ciieyeT HAuYMHATh TOJIBKO IIOCJIE KYIHPOBAHMSI OCTPOTO IIPUCTYIIA
nojarpel. Hauano npuMeHeHHs peniapaTa MOKET CIIPOBOLIMPOBATH PA3BUTHE OCTPOTO IIPHCTYIIA
[OJarpbl 3a ¢4eT BBICBOOOXKICHHS YpaTOB M3 TKAHEBBIX JICNIO M IOCIIEAYIONETO IOBBINICHHS
KOHIICHTPAIIMH MOYEBOH KHUCJIOTHI B CBIBOPOTKE KpOoBH. [ poMIaKTHKH IPUCTYIIOB TIO/Iarphl
IIpH OTCYTCTBUU IPOTHBONOKA3aHUM peKoMeHayeTcs oJiHoBpeMeHHoe npuMeHenue HIIBII wm
KOJIXUI[MHA B TeYCHHUE HE MEeHee 6 MeCsIIeB.

Ilpu pazputHu npucTyna Ha ¢oHe NPUMEHEHHs Ipenapara, MpHeM cjelyeT IPOJOJDKUTh H
OJIHOBPEMEHHO IIPOBOJUTL COOTBETCTBYIOIIEE JIGUEHHE OCTpOoro mpucrtyna nojarpsl. Ilpu
JUIMTEJIbHOM TIPUMEHEHHH IIpenapara 4acToTa BO3HUKHOBEHHUS U TSDKECTh IPUCTYIIOB I10JArphl
YMEHBIIAKOTCS.

Omnooicenue KCanmunos

B peaxux ciyyasx y MalMeHTOB ¢ YCKOPEHHBIM oOpazoBaHHMeM yparToB (Hampumep, Ha (oHe
3JIOKAYeCTBEHHBIX ~ HOBOOOpazoBaHuM wiM 1npu  cupapome Jlem-Huxana) Bo3MOXKHO
3HAUUTEIBHOE MOBBINICHUE aOCOIOTHOM KOHIICHTpALlMM KCAHTHHOB B MOUYE, YTO MOJXKET
COIIPOBOMKAATHCS UX OTJIOKEHHEM B MOUeBBIX NYTIX. [Ipu npumenennn gpebykcocTata B paMKax
uccnenopanusi FLORENCE y naiueHTOB ¢ CHHJIPOMOM pacliajia OMmyXoJd JaHHOTO (eHoMeHa
He Habuo1aI0ch. B CBSI3U ¢ OTpaHUYEeHHBIMU JJAHHBIMH IIPUMEHEHHE IIperaparta y HalUueHTOB ¢
cunipomoM Jlem-Huxana He pekoMeH TyeTes.

Meprxanmonypun/azamuonpun

OpHoBpeMeHHOE IpUMEHEHHE € MEpKallTOIlypHHOM, a3aTHOIPHHOM HE peKoMeHayeTcsa. B
cilydae HeoOX0AMMOCTH O/THOBPEMEHHOTO NPUMEHEHUS, JIUISl CHUKSHHSI TOKCHYISCKOTO JIeHCTBHS
HAa CHUCTEMY KpOBETBOPEHHUsI PEKOMEH/YeTCsl YMEHBIIEHUE J103bI MEPKAITOIypHHA/a3aTHOIIPHHA
U TIIaTeJIbHOE MEJIMIIMHCKOS HAOIII0ICHHUE.

Teopunnun

IIpu opHOBpEeMeHHOM IIPUMEHEHHH Y 3/I0POBBIX JO0OpoBoJIbIEE (pebykcocTaTa B jo3e 80 Mr 1
paz3 B CYTKH H pa3oBod [Jo3bl TeopwumHa 400 Mr He OTMeuaJioch HU3MEHEHUH
(papMaKOKMHETHUSCKUX  MokazaTened. Takum oOpa3zoM, OJHOBpEMEHHOS TIPHMEHEHHUE
¢debykcocrata B jgoze 80 Mr M TeopwUIMHA He HECeT PUCKA YBEJIMYEHMsI KOHIIEHTpAIlUH
TeopUUIMHA B IJIa3Me KpoBHU. M3ydeHMe 0/IHOBpeMEHHOIo IpUMeHeHMs pebykcocTaTta B 03¢
120 Mr u TeoUIUTHHA HE IPOBOTUIOCE.

Haz;ueﬁmbz, neperHecuine mpancrnilanmayuro Opeanos
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PEKOMEH/IYETCSI B CBSI3H € OTCYTCTBHEM OIIBITA IPUMEHEHUS.
Annepauueckue peakyuu u peakyuu cunepuyscmeumen HoCmu

B mepuox MOCTMAapKeTHHTOBOTO IPHUMEHEHMsS HMEJIM MeCTO peJIKue COOOIMEeHHUs o
BO3HUKHOBEHHH TsDKEeJbIX QJUISPTHUYECKUX peaklud (peakiud TI'MIepuYyBCTBUTEIBHOCTH),
BKJItOYast cMHApoM CTuBeHca — J[3JKOHCOHA, TOKCHKOAePMAJIbHBIH HEKPOJIU3, aHA(UIAKTHUESCKHE
PEaKLMHY U IIOK.

B OoJbIIMHCTBE CIy4yaeB JaHHBbIC pEaKIHMH pa3BUBAJINUCH B TEUSHHE TIEPBOTO MecsIa
IIpUMEHEHHUs IIpenapaTa. Y 4acTH [TallUeHTOB B aHAMHe3e MMeJIach II0YeYHAasi He0CTaTOYHOCTh
W/WJIM peaklMy TUIePUIYyBCTBUTEIBHOCTH Ha (hOHE NPHUMEHEHUS aJUIOIypHHOJIA.

B oTAenbHBIX CiIy4asX TsDKeJble peaKlIMM THIEpYYBCTBHTEJIBHOCTH, B TOM YHCJIE CHHJPOM
JCKApCTBEHHOW peakiu ¢ »osuHomined U cucteMHbiMH cumnTomamu  (DRESS),
COTIPOBOXKIAJIUCH JIMXOpAJKOH, H3MEHEHHEM IoKasaTelie KpoBH, HapylleHHeM (QyHKIUH
IIEYSHHU WJIM TOYEK.

[TarueHTHl AOMKHBI ObITH TPOMH(GOPMUPOBAHBI O BO3MOJKHBIX IPH3HAKAX U CHMIITOMAax
AJUIePTUYECKUX pPeaKIMi (peaKiui TI'MIepYyBCTBUTEIBHOCTH) M JIOJDKHBI HAXOAHUTBCS IIOJ
TIIATeJIbHBIM  HAOJIOAGHHEM  Ha  IpeJAMeT  pa3BUTHUA  CHMIITOMOB  aJUIePrHUECKHX
peakLui/peakIuii TUIIEPUYBCTBUTEILHOCTH.

B ciyuae BO3ZHUKHOBEHUS TSIKEIIBIX aJUISPTUUYSCKUX peaKIUN/peakIiuil THIIepUyBCTBUTEILHOCTH,
BKJIIOYast cuHipoM CTuBeHCa — J[PKOHCOHA, HEOOX0AMMO HEME/JIEHHO IPEKpaTUTh NPUMEHSHHE
npenapata (Gosiee paHHsSI OTMEHA AacCOIlMMpOBaHa ¢ JIYYIIUM MporHozom). IloBTopHoe
IIpUMEHEHHE IIperapaTa He peKOMEH TyeTCs.

Cepoeuno-cocyoucmeie 3a0601e6aHUA

IIpumeneHue mpemnapaTa He PeKOMEHIYETCSl Y MAllMEHTOB ¢ MIIeMHUYeCKoH OOJIe3HBIO cepAlia
WJIY 3aCTOMHOM CepIeYHOU HETOCTATOUYHOCTHIO.

B uccnenopanusix APEX u FACT (B otmmuue ot uccnegopanus CONFIRMS) B oOmet rpyme
(pebOykcocTaTa 10 CPaBHEHMIO ¢ IPYIION aJUIONMYPHUHOJIA OTMEUYAIOCh YBEJIMUYeHHE KOJIUYEeCTBA
HapyIIEHHH €O CTOPOHBI CEPACHHO-COCYJUCTOM CHCTEMBI, OIPEJSJICHHBIX B COOTBETCTBHUHU C
CHUCTEMOH, pa3paboTaHHOHN IPYINIOH IO COBMECTHOMY aHAJIM3y aHTUTPOMOOIUTAPHOU Tepanuu
('CAAT) u prirouaromux B cels CMEpTh OT CepASYHO-COCYIUCTHIX MPUUYUH (HEJICTATbHBIN
uH(pAPKT MHOKAp/Ia, HHCYIbT Ge3 JieTadbHOro ucxoda), — 1,3, mo cpapaenuto ¢ 0,3 ciaydyaep Ha
100 maruenTo-eT. CorjlacHO OOBESIMHCHHBIM JIAHHBIM KIMHHYeCKUX HcciaenoBanuid 111 ¢aser
(uccneqopanusi APEX, FACT u CONFIRMS) wacTtoTa HapylmieHUW CO CTOPOHBI CEpJIeUHO-
cocyaucTol cucteMnl coctapmwia 0,7, B cpaBHeHUH ¢ dactoTod 0,6 cioydaeB Ha 100 maruenTto-

JICT.
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B pamMkax JoJITOCpPOUYHBIX MIHPOKOMACIITAOHBIK Hccne,zigﬁaHH}F';éeTbTé %‘eﬁ e'q-HOTcoc!yﬁthmx

Hapymenuii [CAAT coctasuia 1,2 u 0,6 ciayuaes Ha 100 manuenTto-yier i gpebykcocrara
AJUIOMYPHUHOJIA, COOTBETCTBeHHO. Pazmuuus He ObUIM CTATUCTUUECKH JOCTOBEPHBI, NMIPUUMHHO-
CJICJICTBEHHAS CBSI3b MEXJIY VKa3aHHBIMH HApYIICHUSMH W mpueMmoM (pelbykcocTaTa He ObLia
ycTaHOBJIeHA. B kauecTBe (paKTOpPOB pUCKA PA3BUTUS YKA3aHHBIX COOBITUH Y MAIIMEHTOB OBIIIO
VCTAaHOBJICHO HAJMUUE B aHAMHE3e CISIYIONMX COCTOSHHUM: aTepoCKiIepo3 W/MWIH HHPapKT
MHOKap/la, WIH 3aCTOMHAs cep/ledHasi HeJ0OCTaTOYHOCTh.

Ilpogunaxmuka u neuexue eunepypuxemuy y HAYUEHMOE ¢ PUCKOM Pa36UMUL CUHOPOMA
pacnaoa onyxonu

VY manueHTOB, MOJIYYAIONIUX LIUTOCTATUYECKYIO TEPAlUI0 TeMOOJACTO30B ¢ PUCKOM pa3BUTHSI
CHH/IpOMA paclia/la OMYXOJH OT YMEPEHHOIO /IO BBIPAXKCHHOrO, IPUMEHEHHUE Ipenapara IIpH
HAJTUYHHN TIOKa3aHUH JIOJBKHO TPOBOAUTHCS 10 HaOJII0/IeHHEM Kap/IHOJIOTA.

Sabonesanus neueHu

CornacHo 0Obe/IMHEHHBIM JIAaHHBIM KIMHHUYeCKuX uccienopanuii Il ¢aszel mpu npuMeHeHUH
(pebykcocraTa y 5 % MallMeHTOB OTMEYAJIUCh HApyIIeHUs (PYHKIUU IIEUEHHU JIETKOH CTEIeHHU
TSDKECTH.

[lepen HasHaueHHeM TIperapaTa peKOMEHAYSTCSl MPOBECTH OLCHKY (DYHKIUM TMEYeHH, a TpU
HAJIMYUU MIOKA3aHUHN — TAK3KE BO BPeMsI IPUMEHEHUSL

Jabonesanua WUmosUOHOI Jicenesvl

B pacmupeHHBIX JOJTOCPOYHBIX OTKPBITHIX HMCCISJOBAHUAX TPU JUIUTEILHOM IPUMEHEHUH
¢debykcoctata y 5,5 % MalUeHTOB OTMEYAJOCHh MOBBINICHHE KOHIEHTPALUH THPEOTPOITHOTO
ropmona (> 5,5 MxME/Mi1), B CBSI3M ¢ 4eM MallMeHTaM ¢ HapylmleHHeM (YHKIUU IMIUTOBUIHOU
JKEJIe3bI TipeTapart cieyeT Ha3HAYaTh ¢ OCTOPOIKHOCTHIO.

Ocobble IpeavIpek/JIcHUA B OTHONISHUH IIpernapara

BenomoraTeibHbIE BEIleCTBA

DTOT JeKapCTBEHHBIN MpenapaT CoASPKUT MAaHHUTOIT, HaTpui. B kaxmoi TabieTke (J03UpoBKa
120 mr) copepxurcs 1,4 monb (33,3 Mr) HaTpHusi, 4TO HY)XHO YYHUTHIBATh IALIUSHTaM,
HAXO/AMMUMCS Ha JJUETe ¢ OTPaHUYCHHUEM [TOCTYIUICHHS HATPHSL.

BmisiHue Ha croco0HOCTH YIIPABJIATH TPAHCIIOPTHBIMH CpeAcTBAMU M MeXaHH3MaMH

IIpu mpueMe mpemapaTa BO3MOXKHO IOSBJICHHE COHJIHBOCTH, TOJIOBOKPY)KCHHS, NAPECTC3HH H
HCUCTKOCTH 3pCHHA H, KaK CJCJACTBHC, CHHXKCHHC PCAaKIHH H CIIOCOOHOCTH K KOHIICHTpAaIllHH
BHHMAaHHA, IOSTOMY BO BpeMs IIPUMCHEHHS MpeTapaTa HeoOX0AUMO COOIIFOJaTh OCTOPOXKHOCTH TIPH
VIpaBJICHHH TPAHCIIOPTHBIMH CPCACTBAMH H 3aHATHAMH JIPYTHMH ITOTCHIIHAJIBHO OIIAaCHBIMH BHJAaMH
JCATENbHOCTH, TPEOYIOIHMHE KOHIICHTPAIIMH BHUMAHHUS H OBICTPOTHI IICHXOMOTOPHBIX PEaKIMH.

dopma BbIIyCKA
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 26.06.2023 N= 11870

& 5 OCTNEOOBATENEHOCTL 0005
TabneTku, MOKPBITHIE TUICHOYHOM 06omoukoit, 80 Mr U l%'MT“j EAOBATENBHOCTL 0005)

ITo 10, 14, 15, 30 TaGieToK B KOHTYPHYIO STUSHKOBYIO ymakopky u3 mieHkd [IBX/IIXTOO® u
(boJIbIH ATFOMHUHUEBOM TIeYaTHOH JIAKUPOBAHHOM.

IIo 1, 2, 3, 4, 5 KOHTYPHBIX STYSHKOBBIX YIIAKOBOK BMECTEe ¢ HHCTPYKIMEH II0 NPUMEHEHUIO
MOMEMIAIOT B MUKy U3 KapTOHA.

Y ciioBuA XpaHeHUus

IIpu temnepatype He Bbimie 25 °C.

XpaHHUTh B HEJTOCTYITHOM JUJIS1 IeTeH MecTe.

Cpoxk rogHocTH

3 roga. He npuMeHsITh IO HCTEYSHUHU CPOKA TOJHOCTH.

Y coBus oTirycka

OTIycKaroT 1o pelenTy.

IIpomzBoguTeIH

AO «AJTUYMpy, Poccus.

Mockosckas 0611, 1.0. Cepnyxos, 1. ObosieHck, Tep. Kpaptan A, 1. 2.

Buinycxarowuii konmpons kaiecmea

Mockorckas 06:1., 1.0. Cepryxos, 1. O6oseHck, Tep. Keaptan A, 1. 2, c1p. 1.

OpraHmaius, NTPUHUMAOIIAS NI PeTeH3HI

AO «AJIUYMp», Poccus.

142279, Mockosckast 001, T. CepmyxoB, . O6oseHck, Tep. Ksaptan A, 1. 2.

Ten.: +7 (495) 646-28-68.

e-mail: info@binnopharmgroup.ru
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