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OBIIAA XAPAKTEPUCTHKA JIEK

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

®dedykcocrar JIEKAC, 80 Mr, TaGiIETKH, TOKPHITHIE TUICHOYHON 000JIOYKOA.
®debykcocrar JIEKAC, 120 Mr, TabieTku, MOKPBIThIC TUICHOYHONH 000JI0UKOH.

2. KAUECTBEHHBIN ¥ KOJIMYECTBEHHBII COCTAB

JleiicTBytoliee BemecTBo: heOyKcocTar.

®dedykcocrar JIEKAC, 80 Mr, TaOaETKH, MOKPHITHIE TIICHOYHON 000109KOH

Kaxxnas Tabnerka, moKpwITasi INICHOYHON 0007109KOH, comepxuT 80 Mr ¢pedykcocTara.

BemiectBa, Hainuuue KOTOPBIX HAJ0 YYHTHIBATH B COCTaBE JICKAPCTBEHHOTO Iperapara: JIaKTo3a,
HaTpuii (cM. pasaen 4.4.).

®Dedykcocrat JJEKAC, 120 Mr, TaOJETKH, NOKPHITHIE INIEHOYHOH 000I0YKON

Kaxxnas Tabnerka, moKpwITast INICHOYHON 0007109K0H, comepkuT 120 mr pedykcocrara.

BemectBa, HamMune KOTOPHIX HAJO YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO Tperapara: JaKTo3a,
HaTpuii (cM. pasaen 4.4.).

[TonHbIi TepeyeHb BCIIOMOTaTEIbHbBIX BEIIECTB MPUBEIEH B pasnene 6.1.

3. JEKAPCTBEHHASA ®OPMA

TaGnerku, MOKPHITHIE MIICHOYHOH 000JI0UKOIA.

®edykcocrar JIEKAC, 80 mr, TaOJAeTKH, MOKPHITHIE MICHOYHOU 000I04YKOM

TabneTku, MOKPBITHIE TUJICHOYHOW OOOJIOYKOH, OENOro WM TOYTH OENoro IBeTa, KPYIJIbIE,
JBOSIKOBBITTYKJIOHN (hopmbl. Ha momepeunom paspese sapo TabieTOK UMeeT OeIbIid T TTOYTH OeIbIi
IBET.

debykcocrar JIEKAC, 120 Mr, TabsIeTKH, HOKPHIThIE IIIEHOYHON 000JI0UYKON

TabneTku, MOKPBITHIE TJICHOYHOW OOOJIOYKOM, OENOro WM TOYTH O€JNOro IBeTa, KPYIJIbIE,
JBOSIKOBBITTYKJIOHN (hopmbl. Ha momepeunom paspese sapo TabieTOK UMeeT OeIbIid M TTOYTH OeJIbIi
IBET.

4. KIMHUYECKHUE JAHHBIE
4.1. IToxazaHusl K NPUMEHEHHUIO

[Tpenapar ®edykcoctat JIEKAC nokaszan K IpUMEHEHHIO y B3pOCIBIX B BO3pacTe OT 18 jeT mys:
® JICYCHHS XPOHHUYECKOM TUNEPYPUKEMUU TPU  COCTOSHHUAX, CONPOBOKAAIOIIUXCS
OTJIO)KEHUEM KPUCTAIOB YpaToB (MpU HAIUYUKM TOPYCOB W/WIKA MOJArpUUYECKOro apTpuUTa,
B TOM YHCJIC, B aHAMHE3¢€);
e MnpoQUIAKTUKK ¥ JICYCHHUS THUIEPYPUKEMUU TIPU TPOBEACHUH ITUTOTOKCHYECKON
XUMHOTEpANUd TeMOo0JIaCTO30B C PHUCKOM pa3BUTHSA CHHApPOMA pacraja OIMyXOldH OT
YMEPEHHOTO /10 BBICOKOTO (TOJBKO JIsl 103UPOBKH 120 mr).

4.2. Pe:kxum 103MpPOBaHUA U CIIOCOO MPUMEHEeHM I

PexxuM no3upoBaHusa

Ilooaepa
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

JIEKAC oauH pa3 B CyTKH.

Uepes 2—4 Henmenu pEeKOMEHIYETCS KOHTPOJb KOHLEHTPAILMM MOYEBOM KHCJIOTBHI B CHIBOPOTKE
KpOBH; €CITM TOKa3aTellb MpeBblmaer 6 mr/mi (357 MKMOJB/T), 03a Tpernapara MOXKET ObITh
yBenudeHa 10 120 mr (1 Tabnmerka) 1 pa3 B CyTKH.

CHIKeHNe KOHIICHTPAIlM MOYE€BOH KUCIIOTHI B CHIBOPOTKE KPOBU Ha (JOHE MPUMEHEHHUS Mpernapara
MIPOUCXOJUT JIOCTATOYHO OBICTPO, B CBSI3M C YE€M KOHTPOJIb KOHLEHTPALUU MOYEBOIl KHCIIOTHI
MOKHO TIPOBOJIUTH Yepe3 JBE HENelIW OT Haudana npuema npenapara. Llenbio nedeHus sBIseTcs
CHIDKEHHE U TOJIepyKaHNe KOHIIEHTPAIlMM MOYEBOW KHCIOTHI B CHIBOPOTKE KpOBU MeHee 6 MI/mji
(357 mxMonb/1).

[IpodunakTrka pa3BUTUS OCTPHIX MPUCTYNOB MOJArpbl peKOMEHAYETCs B TE€UeHHE He MeHee 6
MECSILIEB.

Cunopom pacnada onyxonu

PexomennoBannas no3a cocrasisier 120 mr (1 Tabnerka) mpenapara ®@ebykcoctar JIEKAC onun
pa3 B CyTKH.

IIpenapat ciexyer HauMHATh NPUHUMATH 32 JIBa JAHS A0 Hayajla HUTOTOKCUYECKONH XMMHUOTEpaIHH.
JIMuTenpHOCTh MPUMEHEHHUS TIpenapaTa JOJKHA COCTaBIsATh HE MEHEe 7 JTHEH.

B 3aBucMMOCTM OT JUIMTEIBHOCTH Kypca XUMHOTEpalMM U  KIMHUYECKON  OLEHKHU
MPOJOJKUTENFHOCTh IPUMEHEHHUS IIpernapaTa MOXKeT ObITh yBeJIUYeHa J10 9 THEH.

Oco0ble rpynIbl MalueHTOB

Jluya nodxxcunozo eospacma
Koppekmuu 10361 npenapara He TpeOyeTcsl.

Iayuenmoi ¢ noueunoii HeOoCmMamouHoCmuio

VY NanMeHToB C MOYEYHOM HENOCTATOYHOCTBIO JIETKOW M CPEOHEH CTENEHU TSKECTH KOPPEKLHMU
JI03bI HE TpeOyeTCs.

VY NanueHTOB ¢ MOYEYHOW HENOCTATOYHOCTBIO TSDKEIOW CTENEHU TSKECTH (KIMPEHC KpeaTHHHHA
(KK)<30 ma/mMun) a3¢hextuBHOCTD 1 Oe30MmacHOCTh (pedykcocTaTa n3ydeHbl HEIOCTAaTOYHO, B CBSI3U
C UeM IPUMEHEHUE Mpernapara y TakMX NalueHTOB IPOTUBONIOKAa3aHo (cM. paznen 4.3.).

Ilayuenmul ¢ neuenouHou HEOOCMAMOYHOCMbIO

HccnenoBanus 3ddexktuBHOCTH M Oe30macHOCTH NpUMEHEHHus (edykcocraTa y IMalHUEHTOB C
MEYEHOYHON HEIOCTaTOYHOCTHIO TsDKeNoH crenenn TspkecTu (kmace C mo mkane Yanna-IIsro (10—
15 OamnoB)) HE NMPOBOAMINCH, B CBSI3M C YE€M INPUMEHEHHUE Ipernapara y TaKHX IalUeHTOB
MIPOTHBOIMOKa3aHo (cM. paszaen 4.3.).

Ilooazpa

VY NanMeHToB C MEYCHOYHOM HEIOCTATOYHOCTHIO JIETKOW CTENEeHM TsDKECTH (Kjace A Mo IKaie
Yaiina-ITero0: 5—6 6amioB) pekoMeHI0BaHHAS 1032 npenapata cocrapisieT 80 mr (1 Tabnerka) 1 pa3
B cyTku. OnbIT npuMeHeHus: (edykcocraTa Mpy MEYEHOYHON HEJIOCTAaTOYHOCTH CPETHEH CTerneHu
TsoKecTH (kiacce B mo knaccudukanun Yaiinna-I1s10) orpannyeH.

Cunopom pacnada onyxonu

[Tanmentam, npuHuMaBmuM yuyactue B ucciegoBanun FLORENCE, koppekuuu 103l
(debykcocTaTa B 3aBUCHMOCTH OT (YHKIIMHA TI€YCHH, HE TpeOOBaIOCh (B HCCIEOBAaHUE HE
BKJIIOYAJIMCh MAIIUEHTHI C IEYEHOUYHON HEJOCTATOYHOCTHIO TSAKEIOU CTEIEHU TAXKECTH).

eTH
bezonacHocts u 3 dexTrBHOCTS Mpenapara Dedykcocrat JIEKAC y nereit B Bo3pacte ot 0 10 18
JIeT HE YCTaHOBJICHBI. JJaHHBIE OTCYTCTBYIOT.

Cnoco0 mpuMeHeHus
BHyTpb, HE3aBUCUMO OT IpUEMa MHUIIIH.

4.3. [IporuBonoOKa3aHust
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MepEUMCIICHHBIX B pazzene 6.1.
— IleyeHoYHAast HEIOCTATOYHOCTH TsKENOM creneHu TspkecT (kinace C mo mkane Yaiina-ITero (10—
15 6anoB)).
— Tloueynas HeHOCTATOYHOCTD TspKeNOM creneHu Tspkectn (KK<30 mu/mun).

4.4. OcoOble yka3aHHus ¥ MepPbl PeI0CTOPOKHOCTH NPH NPUMEHeHUH

Jleuenue XxpoHuueckou eunepypuxemuu y NAYUEHMO8 C CePbe3HbIMU CepOeyHO-COCYOUCTNbIMU
3a601€8aHUAMU 8 AHAMHE3E

VY manueHToB C YK€ CYIIECTBYIOUIMMH OCHOBHBIMH CEpJEHYHO-COCYIUCTHIMU 3a00JIeBaHUSIMU
(narmpumep, uHPapkT muokapaa (M), WHCYAbT wiM HecTaOMIbHAas CTEHOKapAus) BO BpeMs
pa3paboTtku ¢edykcoctata M B OJHOM moctpeructpannonHoM wuccienoBanun (CARES) mpu
npuMeHeHnn (¢edykcocrata HabIr0AaI0Cch Oojiee BBICOKOE KOJIMYECTBO CEPIEYHO-COCYAMCTBIX
SIBIIGHUH C JIETAIBHBIM UCXO0JIOM 110 CPABHEHHUIO C aJNIOIYPUHOJIOM.

Onnako B mocrnenyromeM mnocrperucrpaunoHHoM uccienoBanun (FAST) wacrota cepaedso-
COCYAMCTBIX SIBJICHUH C JETaJbHBIMU U HEJETAJbHBIMU MCXOJaMHU MpHU NMpuMeHeHuH (ebdykcocraTta
ObuIa HE BBIIIE, YeM MTPHU MPUMEHEHHH JJIONypPUHOIIA.

JleyeHre mManueHTOB 3TOM TPYMIBI JOJIKHO MPOBOIUTHCS C OCTOPOKHOCTHIO, MAIMEHTHI TOJIKHBI
HAXOJUTHCS MO/ PETYISIPHBIM MEIUITUHCKUM HAOIIOICHUEM.

bonee moapobnas wHpopmanus o OeszomacHocTH (edykcoctaTa B OTHOIICHHUH CEPACYHO-
COCYMCTOH cUCTEMBI CM. B pazzenax 4.8. u 5.1.

IIpounaxmuxa u neuenue cunepypuxkemuu y RAyueHmos ¢ pUcCKOM passumus CUHOpomMa pacnaoa
onyxoau

[larueHThl, MOdyYarolMe XUMHUOTEPANMI0O IO TOBOJY TIe€MOOJIaCTO30B C PUCKOM pPa3BUTHS
CHHJIpOMa pacrajia OMyXoJId OT YMEPEHHOTO 0 BBIPRXEHHOro M NMpHHMMAaronme (ebdykcocrar,
JOJKHBI HAXOAUTHCSA MOJT HAOJI0IEHUEM KapInoJiora MPpH HaJIMYMUU KIMHUYECKUX TTOKa3aHUM.
Annepauyeckue peakyuu u peakyuu 2unepuy8cmeumenbHoCmu

B nmepuon MOCTpEerMCTpallMOHHOTO TPUMEHEHUS HMeNId MECTO peIKhe COOOLIeHUs O
BO3HUKHOBEHUU TSKEIBIX aNIEPTUYSCKUX peakluid (peakiuii TunepuyyBCTBUTEIILHOCTH), BKIFOUAs
yrpokarouiye Xu3Hu: cuHIpoMm CtuBeHca-/[)KOHCOHA, TOKCMYECKUH 3MUAEPMaIbHBIA HEKPOJIU3,
OCTpbIe aHA(PUITAKTHYECKHE PEAKITUH (IIIOK).

B OGonbumMHCTBE ciyyaeB JaHHbIE pPeaKIMKU Pa3BUBAIUCH B TEUEHUE MEPBOrO Mecsla MpUMEHEHUs
¢debykcocTaTa. Y YacTH MAIMEHTOB WMENAch TOYEYHAs HEAOCTATOYHOCTh W/WIM PEaKIuu
TUINEPYYBCTBUTEIBLHOCTHU K aJNIOMYPUHOJY B aHaMHE3E.

B oTnmenbHBIX ciydasx TsDKeNble PEAKIMU THIEPYYBCTBUTEIBHOCTH, B TOM YHCIE, CHHIPOM
JIEKApCTBEHHOM  peakmuu ¢ 203uHOpumiamedt u  cuctemMHbiMu  cumnromamu  (DRESS),
COIIPOBOKAAIUCH JIMXOPAAKOW, U3MEHEHHEM IOKa3aTeiel KpOBH, HapylleHHeM (PYHKLIUHU MOYEK
win nedeHu. [lanueHTsl OOMKHBI OBITH TPOMHGOPMUPOBAHBI O BO3MOMKHBIX IPU3HAKAX U
CUMITOMAaX aJUICPrHYeCKHX PEeaKIuil (peakiuii TUIMepIyBCTBUTEIHLHOCTH), U TOJDKHBI HAXOUTHCS
oA  THIATENbHBIM  HAOMIOAEHHMEM Ha TpEeAMET pa3BUTHUA CHUMIITOMOB  aJUIEPIHMUYECKUX
peaKIHii/peaKiii TuIepuyBCTBUTEIBHOCTH (CM. pa3zen 4.8.).

B cnyuae BO3HHMKHOBEHHS TSKENbBIX AJUIEPIMUECKUX DPEaKIMil/peakiuii THnepyyBCTBUTEIbHOCTH,
BKIovast cuHapoMm CruBeHca-/[)KOHCOHa, HEOOXOAMMO HEMEIJICHHO NPEKpaTUTh NpPHUMEHEHHE
(debykcocTaTta (Oojyee paHHsSI OTMEHA acCOLMMPOBAHA C JYUYIIUM MPOrHo3om). Eciu y marmumeHTa
BO3HHUKJIA aJJIepruyeckas peaxiys/peakiusi TUIepYyBCTBUTEIBHOCTH (BKIIOYAas CHHAPOM
CruBenca-J/[>xoHcoHa), ocTpas aHaQUIAKTHYECKasT PEAKIIH/IIIOK, OH OOJIbIIIe HUKOT/Ia HE JTOJDKCH
BO300HOBIIATH NpHeEM (edyKkcocTaTa.

Ocmpuiii npucmyn nooaecpul (0bocmpenue nooazpul)

[IpumeHeHune mnpemnapara cielyeT Ha4MHATh TOJBKO TIOCIE KYNUPOBAaHHUS OCTPOTO MPUCTYIA
nonarpel. Hauano mnpumenenust ¢edykcocTata MOXKET CIIPOBOLMPOBATH Pa3BUTHE OCTPOTO
NPUCTYIAa TMOJArphl 3a CYET BBICBOOOXKICHMS YPAaTOB U3 TKAHEBBIX JIETIO U MOCIEIYIOIIEro
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IIPUCTYIIOB NOJArphbl B Ha4yaJle JEUYEHUS NPENapaToM PEKOMEHIYETCS OJHOBPEMEHHOE PUMEHEHUE
HECTEePOMIHBIX TPOTHUBOBOCTIATUTENbHBIX mpemnapaToB (HIIBII) wnm konxunmaa B TeueHWE HE
MeHee 6 MecsIIEB.

[Ipu pa3BuTHM TIpUCTyMa mMoAarpbl BO BpeMms mpuMmeHeHus mpemnapara debykcoctatr JIEKAC
TEpanuio MpernapaToM cieayeT MPOJOKUTh U OJHOBPEMEHHO IPOBOAMTH COOTBETCTBYIOLIEE AJIS
JAHHOTO TMAaIlMeHTa JIeYeHHWE OCTPOro mpucTyna mnojarpbl. llpu IuUTENnbHOM NpPUMEHEHUU
¢debykcocraTa yacToTa BOSHUKHOBEHUS M TSKECTh MPUCTYIIOB MOJArpbl YMEHBIAIOTCSL.
Omanoorcenue KCaHMUHO8

VY NanmueHToB ¢ YCKOpPEHHBIM O0pa3oBaHMEM YparoB (Hampumep, Ha (POHE 3JI0KaueCTBEHHBIX
HOBOOOpa3zoBaHui Uiy npu curapome Jlema-Huxana) B pekux ciydasix BO3MOXHO 3HAUUTEIbHOE
MOBBIIIEHUE A0COMIOTHOM KOHIEHTpAllMM KCAaHTHMHOB B MOYE, YTO MOXXET CONPOBOXKAATHCS HX
OTJIO)KCHHEM B MOueBBIX TnyTsaxX. I[lpm mnpumenenun ¢dedykcoctata B paMkax 0a30BOTO
KJIMHUYECKOTO HCCIICIOBAaHUS TPU CHHAPOME pacraja ONyXOJdM JaHHOro (¢eHoOMeHa He
Habmoanock. B cBsI3M ¢ orpaHMuYeHHBIMH JAHHBIMHM TNPUMEHEHHE Ipenapara y MalUeHTOB C
cunapoMoM Jlema-HuxaHna He pekoMeHayeTcs.

Mepxanmonypun/azamuonpun

[Ipumenenune (¢ebykcocTaTa y TMALMEHTOB, TOJYYAIOUIMX MEPKalTONypUH/a3aTHONPUH, HE
pPEKOMEHIyeTCsl, TaKk KaK MHTHOMTOp KCAaHTHMHOKCHIA3bl (edykcocTaT MOXKET YBEITUYUTH
KOHIICHTPALIMIO MEPKANTOIYPHHA/a3aTHONIPHHA B TUIa3Me KPOBH, YTO MOXET MPUBECTU K TSAKEIIBIM
TokcnueckuM 3¢ dexkram. Ecnu m3zbexaTs mpuemMa KOMOMHAIIMHM HEBO3MOXKHO, PEKOMEHIYETCS
CHM3HTD J103y MEpKaNTonypHrHa/azatuonpuna 1o 20% paHee Ha3HAYCHHOM 03I MU HIDKE, YTOOBI
n30exaTh BO3MOYKHBIX T€MaTOJIOTHYECKUX PEaKIUil.

llayuenmul, nepenecuiue mpaHcnianmayuio Op2aHos

[Ipumenenue @QebOykcocTara y MAlUEHTOB, IEPEHECIINX TPAHCIUIAHTALIMIO OpPraHOB, HeE
PEKOMEHYETCSI B CBSI3U C OTCYTCTBUEM OIIBITA IPUMEHEHUS.

Teogunnun

[Tpu onHOBpEMEHHOM NPUMEHEHUH Yy 310pOBBIX 100poBoIbIEeB (hedykcocraTa B 103¢ 80 mr 1 pa3 B
CYTKH W pa3oBoi 103kl TeodpmwiuHa 400 M HE OTMEYaIOCh M3MEHEHHH (PapMaKOKMHETHUECKHX
nokasareneit (cMm. pazzaen 4.5.). Takum obpaszom, pedykcoctar B 103€¢ 80 MI' MOKET MPUMEHSTHCS
OJTHOBPEMEHHO € TEOPWIIIMHOM 0€3 pUCKa yBEJIWYEHHUS KOHILIEHTpalMM TeoPWIIMHA B IUIa3Me
KpoBH. JIaHHBIX MO OJHOBPEMEHHOMY NpUMeHeHuIo (ebdykcocrara B qo3e 120 mr u teoduiumHa
HeT.

Hapywenus co cmoponvl neuenu

CormacHO 00BEAMHEHHBIM JAHHBIM KIMHAYECKUX HCCIeNoBaHUN 3-i (a3pl, mpu NMpUMEHEHUN
¢debdykcocrata y 5% MAMEHTOB OTMEYAINCh HApYHICHUs (YHKLIWU TEYCHU JIETKOW CTETeHU
TSXKECTH.

[lepen nauanom npumenenus npenapara dedykcocrar JIEKAC pekoMeHtyeTcsi IPOBECTH OLICHKY
(GYHKIIMOHATIBHOTO COCTOSHUS MEYEHH, U B JAJIbHEUIIEM JIeNIaTh 3TO MEPUOIUYECKH, TPU HATUYUN
KIIMHUYECKUX TIPOSBICHUI.

Hapywenus co cmoponul wyumosuonoti srcenesvi

B pacmmpeHHBIX JTONTOCPOYHBIX OTKPBITHIX HCCICIOBAHUAX TPU JIUTEIBHOM HPUMEHEHUU
¢debykcocrata y 5,5% mMalMEeHTOB OTMEYAlOCh IOBBIIMIEHWE KOHLEHTPALUA THUPEOTPOITHOTO
ropmona (TTI) (>5,5MkME/min), B cBfi3u C uYeM y NalMEHTOB C HapyUIeHHEM (QYHKIUU
IUTOBUIHOM kene3bl mpemapat dedykcocratr JIEKAC crnenyer mpuMeHATb ¢ OCTOPOKHOCTHIO.
BcnomorarenbHbIe BelllecTBa

Jlakmo3sa

[TatmeHTaMm ¢ penKO BCTPEUYAOLIEHCS HACIEICTBEHHOW HEMEPEHOCHMOCTBIO  TaIAKTO3bI,
NeUIIUTOM JaKTa3bl JIOMAapeil UK TIII0K030-TalakTO3HOM ManpabcopOLuelt He clieyeT IpUHUMaTh
3TOT Ipemnapar.

Hampuu

JlaHHBII TIpenapar coaepKuT MeHee | MMoub (23 Mr) HaTpus B OJJHOM TabJeTKe, TO ecTh, IO CYTH,
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(MOCNEOOBATENEHOCTE 0002)

HE COJEP>KUT HATPUS.

4.5. BzaumogeiictBue ¢ JAPYIrMMH JICKAPCTBEHHBIMH MpenapataMM MW JApyrue BHIbI
B3aMMOJAEHCTBHUSA

MepkanTonypuH/a3aTuONpUH

C yueroMm MexaHu3Mma JeWcTBus  ¢dedykcocTaTa, OCHOBAaHHOTO Ha  HWHTHOMPOBAHUH
KCAaHTUHOKCHA3bl, OJHOBPEMEHHOEC TNpPHMEHEHHWE He peKkoMmeHayercs. HruOupoBaHue
KCAaHTHHOKcUAa3bl  (edyKcocTaTOM MOXKET NPUBOJUTH K  IOBBIIIEHUIO  KOHIEHTpaluu
MEpKaNTOIypHHA, a3aTUONPUHA B IJIa3Me KPOBH M YCHWJICHHIO MX TOKCHYECKOro neicTBus. B
cllydae OJHOBPEMEHHOro MpuMeHeHHus ¢ (ebdykcocTaToM 103y MEpKamnTONTypHUHA/a3aTHONpPUHA
pEeKOMeHTyeTcsl CHU3UTH 110 20% paHee Ha3HAUEHHOM J03bl UM HUXKE.

AJIeKBaTHOCTH IPEJIOKEHHON KOPPEKTUPOBKHU J103bI, KOTOpasi ObLIa OCHOBaHAa Ha MOJEITUPOBAHUU
M UMUTAIMOHHOM aHajuu3e JOKJIMHUYECKHMX JaHHBIX Ha KpbIcaX, ObUIa MOATBEPXKICHA
pe3ysbTaTaMu  KJIMHMYECKOTO MCCIEA0BaHUS JIEKApCTBEHHOTO B3aMMOJEHUCTBUSA Yy 3/10POBBIX
JTO0OPOBOJIBIIEB, MOJYYABIIUX a3aTHONPUH B A03¢ 100 M OTIOENbHO M a3aTHONPHH B CHUIKCHHON
no3e (25 mr) B komObunanmu ¢ ¢pedykcocraroM (40 mmm 120 mr).

Q HUTOCTAaTUKH

HccnenoBanmii JIeKapCTBEHHOTO B3aUMOJCHCTBUsL (pedyKkcocTata W IPYTHX ITUTOTOKCHYECKHX
XMMHOTEPANEeBTUYECKUX MPErapaToB He MPoBoIMIOChk. HeT nanHbIX 0 6e3omacHocTH pedykcocTara
B 03¢ 80 Mr mpH TPOBEACHUH XUMHOTEPAMH JAPYTUMH ITUTOTOKCHUYCCKHUMH JIEKAPCTBEHHBIMU
mpermapaTamu.

B onopHOM mccnenoBaHuu CHHApPOMA pacrianga omyxoiu ¢gedykcocrar B no3e 120 Mr exxemHEBHO
Ha3HAyaJICd  TAlHWEeHTaM, [POXOJSAIIMM  HECKOJBKO  CXeM  XUMHOTEpamuH,  BKIOYas
MOHOKJIOHAJIbHBIE aHTHTeNa. OaHAKO JIeKapcTBeHHBbIE B3ammoaencTBus (drug-drug interactions) u
ocobeHHOCTH nelicTBus (heOykcocrata Ha ¢oHe 3aboneBanus (drug-disease interactions) B 3TOM
WCCIIC/IOBAaHNH HE M3Y4allUCh. B CBS3M C 3TUM HEJb3sl UCKIIOUYUTH BO3MOKHOCTh B3aUMO/ICHCTBUS
¢bebdykcocTaTa ¢ IUTOTOKCUYECKUMHU TpenapaTaMu Ipu OJHOBPEMEHHOM IPUMEHEHHUU.

Pocurnurazon/cybcrpatsl nzodpepmenta CYP2C8

[To pmawHBIM in vitro ¢ebykcocTtar sBisercs ciadbiM uHTHOMTOpOoM m30depmenta CYP2CS. B
UCCIIEIOBAaHUH, MPOBEJCHHOM Y 3JIOPOBBIX 10OpPOBOJIBIEB, MPH OAHOBPEMEHHOM MPUMEHEHUU
BHYTph 120 Mr ¢eOykcoctara 1 pa3 B CyTKH U pa30BOil 1036l 4 MI' pOCUTIIUTa30HA BO3JCHCTBUS Ha
(dbapMakOKMHETHYECKHE  TIOKa3aTeld  pPOCUTIMTa3oHa W ero  Merabonurta  N-IuCMETHI
POCHUTIINTA30Ha HE BBISBJICHO, UTO YKa3bIBa€T HA OTCYTCTBUE Y (pedyKcocTaTa CBOWCTB MHTHOUTOPA
modepmenra CYP2C8 in vivo. Ilpm omHOBpeMeHHOM mpuMEeHeHHUH ¢edykcocTata H
pocurauTazoHa (wim apyrux cyocrparos nzopepmenta CYP2C8) koppekuuu 1036l HE TpedyeTcs.
Takum o0pa3om, MpU OJHOBPEMEHHOM Tipueme (edyKcocTara W POCHUTIIMTA30HA WM JIPYTUX
cyoctparoB CYP2C8 He oxumaeTcs, 4T0 BO3HUKHET HEOOXOAMMOCTh KOPPEKTUPOBAThH 03y IS
3THUX IpenapaToB.

Teodummun

VY 3710poBBIX OOPOBOJIBIEB OBUIO MPOBEIECHO HCCIEIOBAaHUE JIEKAPCTBEHHOTO B3aUMOJICHCTBUS
¢debykcocrata, 4TOOBI OIICHHTH, MOXKET JIM HMHTUOMPOBAHHE KCAHTUHOKCHIA3bl MPUBOJUTH K
YBEJIMUEHUIO KOHIEHTpAluu Teo(UUIMHA B IJIa3Me KPOBH, KaK ObLIO OTMEUEHO MPH NMPUMEHEHUH
JIPYTUX WHTHOUTOPOB KCAaHTHHOKCHIA3BI. Pe3ylbTaThl MCCIENOBAHUS MPOIASMOHCTPUPOBAIIU, YTO
Py OJTHOBPEMEHHOM TpuMeHeHun (edykcoctata B go03e 80 mr 1 pa3 B CyTKM U Pa3oBOH 03B
teopuuinaa 400 M U3MeHEeHHUH (apMaKOKMHETHYECKUX TOKa3arenel mim npoduist 6e30nacHoCTH
TeodwMHA He HaOmoganock. TakuM 006pa3omM, Ipu OAHOBPEMEHHOM NpUMeHeHnn (edykcocTaTa
B no3e 80Mr m TeopmiIMHA OCOOBIX Mep NPEAOCTOPOKHOCTH He Tpedyercsa. W3ydenus
OJTHOBPEMEHHOTO NpuMeHeHust pedykcocrara B 103¢ 120 Mr u TeorimmHa HE TTPOBOUIOCH.

HaHDOKCQH U APpYIrue I/IHFI/I6I/ITODI:I TJIIOKYPOHU3AIIUN
Merabomu3m ¢edykcocTara 3aBUCUT OT aKTUBHOCTH (PEPMEHTOB ypUIMHTITIOKYpPOHMITpaHchepas
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(YT'T). JlekapcTBeHHBIE TIpENapaThl, yTHETAIOIINE MPPLIECC rﬁr&@ﬁ&%ﬁr Ez}l}l[lb%e%-rﬁﬁ%%h

npoOeHeI I, TCOPETUIECKH MOTYT OKa3bIBaTh BIMSHUE Ha BhIBeJeHHE (pedykcocTara. Y 370pOBBIX
JTOOpPOBOJIBIIEB MPU OJTHOBPEMEHHOM TNMpUMEHEeHHH (edykcocTaTta M HampokceHa B o3¢ 250 mr 2
paza B CyTKM HaOJIIO/ajoCh YBEIUYCHHE IMOKa3aTellel MaKCHMalbHOW KoHIeHTpanuu (Cmax)
¢bebykcocrata Ha 28%, Tuiomaau noja kpuBo «koHeHTpaus—speMs» (AUC) — na 41% u nepuop
nonyBbiBesieHus (T1/2) — Ha 26%. B kmuHMYECKHX HCCIeIOBAaHUAX NMPUMEHEHHE HAIPOKCeHA WU
npyrux HIIBIT/uaru6utopo L[OI'-2 HE cOmMpoBOXIanoCch KIMHUYECKH 3HAYMMBIM TOBBIIIEHUEM
9acTOThl BO3HUKHOBEHHS HEXKENATeNbHBIX peakiui. dDedykcocTaT MOXKET MNPUMEHSITHCS
OJTHOBPEMEHHO C HaIIPOKCEHOM 0e3 KoppeKIuH 103 (pedykcocTaTa uiM HampoOKCeHa.

WHAYKTOpPBI INIIOKYPOHU3ALNUN

Cunbable uHAYKTOpBl YI'T (hepMEHTOB MOTYT NMPUBOAUTH K YCWJICHHIO OmoTpaHcopmanuu u
cHIKeHHI0 3¢ ¢exktuBHOCTH (pedykcocrara. I[Ipu OIHOBpEMEHHOM NpPUMEHEHHMH HEOOXO0IUuM
KOHTPOJIb KOHILICHTPAlMM MOYEBOM KHCIIOTBHI B IUIa3ME€ KPOBM uepe3 1-2 Hemenu mocie Hadana
Tepanuu uHAykropamu YI'T. Ilpu oTMeHe MHIyKTOpa IIIOKYPOHM3AaLMH BO3MOKHO ITOBBIIICHHE
KOHIIeHTpanuu pedykcocrara B maa3Me KPOBH.

KoaxuimH/mHA0OMEeTaIuH/THIPOXJIOPOTHA3K I/ BaphapuH

®elOykcocTaT MOXHO MPUMEHSITh OJHOBPEMEHHO C KOJXHMIIMHOM WJIM HHJIOMETAallMHOM 0e3
KOppeKuu 036l (hedyKcocTaTa UK TaHHBIX JIEKApPCTBEHHBIX CPEJICTB.

Koppekunn nmo3er  ¢debykcoctata He TpeOyeTcs TpH  OJHOBPEMEHHOM TPUMEHEHHH C
THAPOXJIOPOTHUAZH]IOM.

Koppekuuu 10361 BapdaprHa He TpeOyeTcs Mpyu OJJHOBPEMEHHOM MPUMEHEHUHU ¢ (HeOyKCOCTaTOM.
OnnoBpemenHoe npumenenue pedykcocrara (80 mr win 120 mr 1 pa3 B cyTku) ¢ BaphapuHOM He
BIUSUIO Ha (papMakOKMHETUKY BapdapHHa Yy 3J0pOBBIX T0OpPOBOJBIEB, a TakKe Ha 3HAUCHUE
MeXIyHapOoaHOTO HopManu3oBaHHoro otHomenus (MHO) u aktuBHOCTH akTopa VII.

Jesunpamus/cyocrpatsl nzopepmertra CYP2D6

[To maHHBIM, MONYyYEHHBIM in Vitro, GpedyKcocTar sBIsSETCs Cl1adbIM MHTHOUTOPOM H30(epMeHTa
CYP2D6. B uccnenoBanuu y 310pOBBIX JOOPOBOJIBIIEB Ha (hoHE TpUMEHEHUs edyKcocTara B 103€
120 mr 1 pa3 B cyTtku ormeuanoch ysenumueHue AUC paesunpammua (cyOctpar uzodepmeHTa
CYP2D6) na 22%, uTo CBUIETENHCTBYET O ciraboM uHrudupyouem shdexre pedykcocrara Ha
uzopepment CYP2D6 in vivo. Takum obpa3om, pu OAHOBPEMEHHOM NpUMeHEeHUH (ebdykcocTara
u cyocrparoB uzopepmenta CYP2D6 xoppekmnuu 103 He TpedyeTcs.

AHTanuael
[Ipy OmHOBpEMEHHOM TPHUMEHEHHH C aHTAIMJIaMH, COJCP)KAIIMMHU MAarHUsl THUIPOKCHUI WA

AIIOMUHUS TUAPOKCHI, OTMEUAJIOCh 3aMeJIeHHe BcachiBaHUs dedykcocTara (MpUOIU3UTENBFHO Ha
1 yac) u ymensienne Cmax Ha 32%, ognako AUC ¢ebykcocTara CylmecTBEHHO HE U3MEHSIACh.
Taxum oOpaszoM, GpedykcocTaT MOKHO IPUHUMATh HE3aBUCHMO OT IpHUEMa aHTAIIU/IOB.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTb U JIAKTALUS

bepemeHHOCTD
Nmeercst orpaHWyYeHHBIN OMBIT MPUMEHEHHS (edykcocTara BO BpeMs OCpEMEHHOCTH, B XOJI€

KOTOPOTO  HEOJAarompuATHOTO  BO3JCHCTBUS Ha TeYeHHE OEpPeMEHHOCTH U COCTOSIHUE
IJ10/1a/HOBOPOKACHHOIO OTMEUYEeHO He Obuto. B HccienoBaHusx Ha KUBOTHBIX HE ObUIO OTMEYEHO
NPSIMOTO U KOCBEHHOTO HEOJIArompusATHOIO BO3JEHCTBHA Iperapara Ha TeueHHe OEpeMEHHOCTH,
pa3BUTHE YMOPHUOHA/TIIIONA U TTPOIIECC POIOB.

[TockonbKy NOTEHHMANBbHBIM pHCK (edykcocTaTta Juis 4enoBeka He u3BecTeH, debykcocrar
JIEKAC He cinenyeT mpuMeHSTh BO BpeMsi OEpeMEHHOCTH.

JlakTaius
Her panHpIX 0 TOM, mpoHUWKaer ju (edyKcocTaT B TpyJaHOE MOJOKO. B mccimenoBaHusx Ha

KHUBOTHBIX OTMCYCHO, 4YTO (b€6yKCOCTaT MNpOHUKACT B TIPYAHOC MOJIOKO U OKa3bIBACT
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HeOJaronpusaTHOE BO3ZCHCTBHE Ha pPa3BUTHE BCKa )MHHBaeMJ&:ﬂ%ﬁ&%WFﬁQ& T&a&%

HEJIb3s1 UCKIIIOYUTh pHcka Uit rpyaHbix aereil. dedykcocrat JIEKAC He criemyeT mpuMEHSTH BO
BpEMS IPYJHOTO BCKapMJIMBAHUS.

PepTUIBLHOCTD

B uccnenoBaHusx penpoayKTUBHOM (DYHKLIMH Yy >KMBOTHBIX NpU HpuMeHeHuu (elOykcocrara B
no3ax A0 48 MI/kr/cyT He OBLIO IOJyYeHO [0303aBHCHUMBIX HEKENATeNbHBIX 3(P(PEKTOB B
oTHoIEeHNU hepTuabHOCTH. Biusiaue dpebdykcocTata Ha PepTUIILHOCTD y YeJIOBEKa HEU3BECTHO.

4.7. BiusiHue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMH H pPadoTraTh ¢
MeXaHM3MaMH

®ebykcocrar JIEKAC okaszpiBaeT cinaboe BIMSHHE Ha CIIOCOOHOCTH YNPaBIATh TPAHCIIOPTHBIMHU
cpeAcTBaMU U pabOTaTh C MEXaHU3MaMH.

IIpu mpueme npenapara BO3MOKHO IIOSIBJIEHHE COHJIMBOCTH, TOJIOBOKPYKEHUS, MapecTe3uu u
HEYETKOCTU 3PEHHUs U, KaK CJIEJICTBHE, CHMKEHHE PEAKIMM M CIIOCOOHOCTH K KOHLEHTpaluu
BHUMaHHMs, MTO3TOMY BO BpeMs MpPHUMEHEHHs Ipernapara HeoOXOAUMO COOII0AATh OCTOPOKHOCTh
IIPU YIPABICHUU TPAHCIOPTHBIMHU CPEACTBAMHU U 3aHATUSAMHU JPYTUMHU NOTEHIMAIBHO OMACHBIMU
BUJAMU JICSITEIBHOCTH, TPEOYIOUIMMU KOHIICHTPALMU BHUMAaHUS M OBICTPOTHI NMCHXOMOTOPHBIX
peaKkuuid.

4.8. He:xxennaTesibHbIE peaKIIuu

Pestome npoduist 6e3onacHOCTH

Haubonee wacteiMu HexenatenbHbIMH peakuusmu (HP) y maunmentoB ¢ momarpoit mpu
npuMeHeHnn ¢GedykcocTata MO pe3yibTaTaM KIMHUYECKHX wHccienoBanuii (4072 mamnueHToB,
npuHuMaBIux ¢edykcoctar B 03¢ oT 10 mr mo 300 Mr), mOCTpErucTpaMoHHBIX HCCIeTOBaHUN
6e3onacHoctH (uccnenoBanne FAST: 3001 yuacTHuk mosrydan mpemapat B go3ax ot 80 mo 120 mr)
U IO JAHHBIM IOCTPErMCTPALMOHHOTO IPHUMEHEHUsS SIBISUIMCH: MPUCTYI IOAArPHI, HApPYLIEHUE
GyHKIMU TE€YeHM, Juapes, TOIIHOTAa, TOJIOBHAas O0Jib, TOJOBOKPY)KEHHE, TUCIHOJ, CHINb, 3YII,
apTpajirusi, MUAITHs, O0JM B KOHEUHOCTSAX, OTEKM M YCTAJIOCTh. B OONBIIMHCTBE Cly4yacs
yka3zanHble HP xapakTepn3oBaiuch JErkon WilM CPEeHEN CTETIEHBIO TSKECTH.

B nmepuox mnocrperucrpaniMoHHOTO HaOMIOneHHs OBUTM 3aperuCTPUPOBAaHBl PEIKHUE CIIydau
pazButus cepre3Hbix HP rumepuyBcTBUTENBbHOCTH Ha (edyKcocTaT, CONpPOBOXKIAIOLIUECS B
OTJENbHBIX CIy4YasX CUCTEMHBIMU CUMITOMaMU, U PEAKUE CITydyan BHE3AIHON CEpAEUHON CMEPTH.

TabnruHOoe pe3toMe HeXKeTaTEIbHBIX PEaKIIUn

Bo3moxusie HP pacnpeneneHbl M0 CHCTEMHO-OPraHHBIM KJlacCaM € YKa3aHUEM YacTOThl HX
BO3HUKHOBEHHS COTJIACHO Kiaccudukanuu BcemupHo#l opranusanum 3apaBooxpanenust (BO3):
oueHb yacto (>1/10), gacto (>1/100, vHo <1/10), Heuacto (>1/1000, Ho <1/100), penko (>1/10000,
Ho <1/1000), ouens peaxo (<1/10000), yacToTa HEM3BeCTHA (HA OCHOBAHMHM MMEIOIINUXCS JTAHHBIX
OIIEHUTh HEBO3MOXKHO).

Yacrora HP ocHOBaHa Ha MaHHBIX KJIMHUYECKHUX HCCIIECIOBAHUN M MOCTPETHCTPAIMOHHOIO OIMbITA
npuMeHeHus ¢edykcocraTa y ManueHToB ¢ nogarpoil. HP, nabmonaBmmecs B KOMOMHUPOBaHHBIX
pacIIMpEeHHBIX JIOJITOCPOYHBIX HCCIENOBaHUSIX 3 (a3bl, MOCTPErHCTPALMOHHBIX HCCIIETOBAHMIIX
0€30MMacCHOCTH U B TIEPUO/ MMOCTPETHUCTPAIIMOHHOTO MPUMEHEHUS TIPEICTaBICHBI HIKE.

CHcTeMHO-OpPraHHbIi KJIace Yacrora HeskenaTenbHas peakums
Hapy1enus co cTopoHbI Penko [TaHumTONEHNUS, TPOMOOITUTOIICHHUS,
KpOBU U TUM(paTHIECKON arpaHyJoINTO3*, aHEMUS"

CUCTEMBI
Hapymenus co cTopoHsl Penxo AnadpuiakThyeckue — peakuuu®,  peaxkuuu
MMMYHHOH CUCTEMBI TUIEePYYBCTBUTEIBHOCTH K IIpenapaTy™
OHJIOKpUHHbIE HAPYILIEHUS Heuacro IloBpllIEHME KOHLEHTPALMU THUPEOTPOIIHOTO
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Hapymenust merabonusma u Yacto [Tpuctynsl mogarper***
MUTaHUSA Heuacto Caxapnbiii nuaber, TUTNIEPJIATINAIEMUS,
CHIDKEHHE alleTUTa, YBEJIMYSHHE MAcChl Tea
Penko CHIDKCHHE MacChl Tejla, IMOBBIIICHHC alllleTUTa,
aHOpeKCHus
[cuxuyeckue HapyIICHUS Heuacto CHumxenue mubu0, 6ecCOHHUIA
Penxo HepBo3Hocth, moAaBiIe€HHOE HaCTpOCHI/Ie#,
paccTpoiicTso cHa”
Hapy1enus co cTopoHbI Yacro ["onoBHast 60J1b, FOJIOBOKPYKEHUE
HEPBHOM CUCTEMBI Heuacro [Tapecrtesus, reMumnapes, COHJIMBOCTB,

J'IeTapFI/I}I#, N3MCHCHHEC BKYCOBOI'O BOCHPUATHA,
TUIIOCTE3HUs, THNOCMHUS (0cIabsieHne 0OOHSIHUS)

Hapymenus co ctopoHbl Heuacto HeuerkocTh 3peHus

opraHa 3peHus Penxo OKKJII03MSl apTEPHH CETYATKHU

Hapymenus co ctopoHbl Heuacto [IIym B ymax

oprasa ciyxa u JaOupuHTa Penko Bepruro”

Hapy1enus co cTopoHbI Heuacto OubpuIIAIUS MIpeACEepann, OLIYILEHUE
cepama cepaueduenusi, n3menennss Ha OKI', Gnokama

JIeBOM HOXKM Iyuka I'mca, cuHycoBas
Taxukapaua (cM. pazzgen «CHHIpOM pacnajaa

OMYXOJIN)
Penko BHe3amnHas cepiedyHas cMepTh™*
Hapymenust co cTopoHbl Heuacto [ToBbiIeHNE apTepUaIbLHOIO JTaBJICHUS,
COCYJIOB «TIPUJIUBBD» KPOBU K JIMIly, OUIYIICHHE Xapa,
remopparuu (cMm. paszznen «CunApoMm pacmaja
OIYXOJIN)
Penxo CocymucTslii Kommanc”
Hapy1enus co cTopoHbI Yacro JucnHod
JBIXaTeNIbHON CUCTEMBI, Heudacto Bbpouxut, uHQEKIUN BEPXHUX AbIXaTEIbHBIX
OpraHOB IPYAHOM KIIETKU U myTe, WHPEKIUH HIDKHUX  JIbIXaTeNbHBIX
CpeloCTEeHNS nyTeit”, kKamens, puHOpes;
Penxo ITueBMoHMs"
Hapymenus co cTopoHsl Yacro Huapes™*, TomHoTa
KeIyT0OYHO-KUIIEYHOTO Heudacto bonp B JxuBOTE, 0OJMH B BEPXHUX OTAENAX
TpakTa KUBOTA", B3/IyTHE KHUBOTA,

racTpod3odareanpHas pedurokcHas 00Je3Hb,
pPBOTa, CYXOCTh CIIM3UCTON OOOJOYKH TOJIOCTU
pTa, JWUCHENTHYECCKHE  SBJICHUS,  3arop,
YYaIIeHHBIA CTYJ, METEOpH3M, TUCKOM(}OpPT B
’KMBOTE 00pa3oBaHHE 53B BO PTY, OTeK Iy6’,

MaHKPEeaTuT
Penxo [Tepdopanus keTyT0YHO-KHIIEYHOTO TpaKTa®,

CTOMATHUT

Hapymienust co cTopoHsI Yacto Hapymenne @yHnkimm neueHu™*

TEYEHU U KETUYCBBIBOASAIINX Heuwacto Xonenuruas

nyTen Penko Iematut, xentyxa*, mopaxxeHUWE TICUCHH™,
XONeNUCTUT"

Hapymenust co croponsl koxu | Hacto Ceimip  (BKJTIOYAS Pa3jIUYHBIC BHJBI  CHIIH,

U IIOJAKOKHBIX TKaHEH YIOMSIHYThIE HUXKE ¢ 00Jiee HU3KOM 4acTOTOM),

KOXKHBIN 3y
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KOXKH, KOXKHBIE  TIOPOKEHHsS,  IETeXHH,
MaKyJIsIpHas ChIllb, MaKyJIO-TIayJIe3Has ChIIlb,
mamyae3Has Chillb, THIEPIUAPO3, AaNOMels,
BKBGMa#, SpuUTCMa, HOYHas1 HOTHI/IBOCTB#,
nicopuas’, 3ysmas chIme’

Penxo

Tokcuueckuid  SnUAEPMATIBHBIA  HEKpOIH3™,
CUHIPOM CruBeHca-/>koHCOHA™,
AQHTMOHEBPOTHUYECKUN OTEeK™®, JIeKapCTBEHHas
peakuus ¢ D203MHOMUINEH U CUCTEMHBIMU
CUMIITOMaMU *, TSKEINbIE bopmbl
TreHEPATM30BaHHOW ChIMHU*, AKCQOoIUaTUBHASL
ChIllb, (DOJUTMKYJISIpHAsI CBINb, BE3UKYJISIPHAS
CBIllb, IYCTYJISIpHAsl CBIllb, OSPUTEMATO3HAS
CBIIb, KOPETIOA00HAs ChITh

Hapymenust co cTopoHbl
MBIIIIEUYHOM, KOCTHOM B
COCIMHUTEILHON TKAaHU

Yacto

ApTpanrusi, Muairus, 601b B KOHEYHOCTH"

Heuacto

Aprtpwur, CKEJICTHO-MbIIIICYHAsI 001,
MBIIIEYHAs cIa00CTh, CHa3M MBI, MBIIICYHOE
HanpsKeHue, OypCHUT, OTeK CyCTaBoB", GOIb B
criiHe”, CKOBAaHHOCTH MBI, CKOBAaHHOCTB
CYCTaBOB

Penxo

Pabgomuonus*®, cuHAPOM CHaBJICHHsS] poTaTopa
Hneqa#, peBMaTI/I‘IeCKa}I HOJ'II/IMI/IaJIFI/I}I#.

Hapymenust co cTopoHbl
MOYEK U MOUYEBBIBOISAIINX
nyTeu

Heuacto

[loueynass HeIOCTaTOYHOCTb, He(POIUTHA3,
reMarypusi,  IOJUIAKWUYpUs,  IPOTEUHYPHS,
HMMIIEPAaTUBHBIE MO3bIBBI K MOYEHCITYCKAHMIO,
MH(EKIINHM MOYEBLIBOAAIIMX MyTeit”

Penxo

TyOynounTepcTUIMATbHBIN HeQpUT™*

Hapymenust co cTopoHbl
PENPOAYKTUBHON CUCTEMBI U
MOJIOYHBIX XKeJle3

Heuacto

OpekTuibHast TuchHyHKIUS

OO0ue HapyIIEHUS U PeaKkuu
B MECTE BBEICHHS

Yacto

Oteku, ycTanocTb

Heuacto

Bonw B rpynHO#t KIIeTKe, 4yBCTBO AUCKOMDOpTa

B obmacTd  TIpydaHOHl  KIeTKH,  0Oib’,

HemoMoranue”

Penxo

JKaxna, omynienue xapa’

JlaGopaTopHbie 1
HHCTPYMCHTAJIbHBIC JTaHHBIC

Heuacto

[ToBbimieHMe B TUTa3M€ KpPOBU aKTHBHOCTH
aMHUJIa3bI, JMaKTaTACTUAPOTCHA3HI,
KOHIICHTpAallUM  KpeaTWHAa W  KpEeaTHHHWHA,
MOYEBHHBI, TPUTJIMIIEPUIOB,  XOJECTEPUHA,
kamusg, MHO?,  cHwxkenme  KommuecTBa
TPOMOOIIMTOB,  JICHKOIMTOB,  JTUM(OIUTOB,
reMorjao0nHa, TeMaTOKPHUTa

Penxo

[ToBbIlIeHNEe KOHLEHTPAIMH TJIFOKO3bI B TIJIa3Me
KpOBH, VAJTMHEHUE aAKTUBHUPOBAHHOTO
YaCTUYHOTO TPOMOOIUIACTHHOBOTO BPEMEHH,
CHIDKCHHE KOJINYECTBA SPUTPOIUTOB,
MIOBBIIIICHUE aKTUBHOCTH IETIOYHOMN
docdarazel B 1Ia3Me€ KPOBH, ITOBBLIIICHUE
KOHLEHTpaLUN KpeatuHpochHOKUHAZHI B
TJ1a3Me KPOBH™*

TpaBMbl, FHTOKCUKALUHU 1

Heuacto

V6"
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*[To6ounbIe 3 dHeKThI, HAOITIOAABIITHECS B TIEPHO]T TOCTPETUCTPAITMOHHOTO HAOIIIOICHHMS.
**Bo3HuKaomue BO BpeMs JICUCHHs HEHMH(EKIMOHHOM IUaper W HM3MEHEHHUs IOoKazaTesei
(GYHKIMOHATBHBIX MPOO TEYeHH B KOMOWHUPOBAHHBIX HCCIEAOBaHUAX 3  (¢aspl, 4daie
BCTPEUYAIHCH IIPH OJHOBPEMEHHOM MTPUMEHEHHUH C KOJIXUITTHOM.

*** JlomostHUTENbHAS WH(GOPMAIUS OTHOCUTEIHHO CIIy4acB BO3HUKHOBEHHUS OCTPBIX MPUCTYIIOB
nojarpsl B pasaene S.1.

# HP, BbIsIBIEHHBIE B XOJI€ TOCTPETUCTPAIIMOHHBIX HCCIICIOBAHNN 0€301TaCHOCTH

Onucanuie OTAETbHBIX HEKEIATSTbHBIX PeaKIIHA

B nmepuon MOCTpEerMCTpallMOHHOTO TPUMEHEHUS HMeNId MECTO peIKhe COOOLIeHUs o
BO3HUKHOBEHHUU Cepbe3HbIX HP rumepuyBCTBUTENBHOCTH Ha (edykcocTar, BKIIOYas CHHIPOM
CruBenca-J[>koHCOHA, TOKCHYECKUH SMUACPMAIbHBIA HEKpOIHN3, aHaQUIAKTHUYECKUE DPEAKIUU W
IIOK.

Cungpom CtuBeHca-J[DKOHCOHA M TOKCHYECKHMU JMUIACPMAJIbHBIA HEKPOJIU3 XapaKTePHU3YIOTCS
BO3HUKHOBEHHUEM MPOTPECCUPYIONIEH KOXKHOMN CBIIMHA B COYETAHUU C OYJUIC3HBIM MOPAKEHUEM KOKHU
WM CIM3UCTBIX, a TaKXkKe pa3fpaxxeHueM rina3. Peakiuu runepyyBCcTBUTEIBLHOCTH Ha (pedykcocTar
MOTYT TaK)Xe MPOSBIATHCS CICIYIOINIMMH CHUMIITOMAMH: KOXKHBIE PEaKIUH, XapaKTepHU3YIOIIHUecs
MHOUIBTPATUBHBIMH ~ MAaKyJIO-TAMyJIE3HBIMU  BBICHITIAHUSIMU; reHepaan30BaHHAs WIH
skc(onMaTUBHAS CHIMb, & TAKXKE KOXKHBIE TMOPAKEHUsS, OTEK IUIA, JUXOpaJaKa, HApYIICHHs CO
CTOPOHBI OpPraHOB KPOBETBOPEHMs, TaKWe KaK TPOMOOIMTONEHUS U 303MHOGMIMS, a TaKKe
BOBJICUGHHE  OJIHOTO  WJIM  HECKOJNbKHX  OpraHoB  (IEYeHH W  TMOYeK,  BKIOYas
TyOYJIOMHTEPCTUIIMAIbHBINA HEQPHUT).

[Tpuctynsl mogarpsl OOBIYHO HAOJIONAIOTCS BCKOpE IMOCIEe Hadalla MPUMEHEHHs Tperapara u B
TEYeHHE TEepBBIX MecsleB Tepanuu. B mocienyiomieM dYactoTa MPUCTYIIOB CHHYKAETCH.
PexoMenyercs mpoBOAUTH MPOPUIAKTUKY PA3BUTHS OCTPHIX MPUCTYIIOB MOArPHI.

Cunopom pacnada onyxonu

B uccnenoBanuu FLORENCE, cpaBuuBaBmiem sddextsr pedykcocrata u amronypunona (346
MAIMEHTOB, MOJIyYaBIIUX XUMHUOTEPAIHIO IO MOBOY reMOOJacTO30B U MMEIOIIUX PUCK Pa3BUTHUS
CHUH/IpOMA pacrajia OMyXoJu OT YMEPEHHOTO J0 BBICOKOT0), HP ObLIM OTMEYEHHI B I[EJIOM TOJIBKO y
22 mnanueHtoB (6,4%), a umenHo, y 11 mnauuentroB (6,4%) B kaxnoW rpymnmne yedeHus. B
OOJBIIMHCTBE CIy4yaeB HEXKEJIATeNbHBIE PEAKINH XapaKTePU30BAIUCH JIETKOM WM CpeaHei
CTETEHbIO TSKECTH. B 11e710M, 32 HCKIIIOUEHUEM TPEX HEXKeNaTeIbHbIX Peaklui, yKa3aHHbIX HHXKE,
uccnenoBanrie FLORENCE He BbIsBHIO Kakux-TuOo ocoOeHHOcTel mnpoduiis 0e30macHOCTH
(dhebykcocTaTa B JIOMIOTHEHUE K TAKOBOMY TIPH MOJIarpe.

Hapywenus co cmoponul cepoya

Heuacro: 6mokana eBoit HOXXKH my4ka ['muca, cHHycoBas TaxukapIusi.

Hapywenus co cmopoHul cocy0og

Heuacro: remopparumu.

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

BaxHo coo0marb O TOJO3PEBAaEMbIX HEKENATENIBbHBIX PEAKUMAX I[OCIe pPerucTpanuu
JICKApCTBEHHOTO Iperapara ¢ LEelbl0 00ecreueHHs] HeNpPEepbIBHOIO MOHUTOPUHIA COOTHOIICHUS
«I10JIb3a - PHUCK» JIEKAPCTBEHHOro Ipenapata. MeOMIMHCKUM pabOTHUKAM pPEKOMEHIYeTCs
coo0mIaTh 0 JIOOBIX MMOI03PEBAEMBIX HEXKEJIATEIbHBIX PEAKIUAX JIEKAPCTBEHHOTO TpenapaTa uepes
HallMOHAJIbHBIE CHCTEMBl COOOLICHMSI O HEKENATeIbHbIX PpEeakUusAX ToCylapcTB — UIEHOB
EBpa3uiickoro 5KOHOMUYECKOTO COHO3A.

Poccuiickas @enepanust

denepanbHas Ciryxk0a 1Mo Haa30py B chepe 3ApaBOOXpaHEHUs

109012, MockBa, CnaBstHcKast miomans, .4, ctp.l

Tenedon: +7 (800) 550-99-03

DnekTpoHHas movra: pharm@roszdravnadzor.gov.ru uiu npr@roszdravnadzor.gov.ru
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(MOCNEOOBATENEHOCTE 0002)

WNuTtepuer-caitT: https://roszdravnadzor.gov.ru.

4.9. Ilepeno3npoBka

[Tpu nepeno3upoBKe mpernapara mokazaHa CHMITOMATHYECKAs U TTOICP KUBAIOIIAsT TEPaITHsl.

5. PAPMAKOJIOTHYECKUE CBOHCTBA

5.1. ®apmakoguHAMHYECKHE CBOICTBA

dapmakoTepaneBTHUECKasi ~ Ipynma:  OPOTHBONOJArpHyYecKue  Mpemaparthl;  IpenapaTsl,
MHTHOUPYIOIIME CUHTE3 MOYEBOU KHCIIOTHI.

Kon ATX: M04AAO3.

Mexanusm nieiicTBus U GpapMakoanHamuyeckue 3 heKTh

MoueBasi KUCIIOTa SIBIIIETCSI KOHEYHBIM MPOAYKTOM ITyPHMHOBOI'O OOMEHA B OpraHM3Me 4elIOoBeKa,
oOpa3yromuMes B pe3ysibTaTe KacKaja peakliuy TMIOKCAaHTUH - KCAHTHH - MOYeBasi KUCJIOTA.
debykcocTar SBISAETCS TNPOU3BOJAHBIM 2-apHiTHA30ja W TPEACTABIIET COOOM  CHUIIBHBIN
CEJICKTUBHBI HENMYpPUHOBBIH MHTHOUTOP KCAHTHMHOKCHIA3bl (KOHCTAHTa MHTUOMPOBAHUS in Vitro
coctaBnsier MeHee | HM). DepMEHT KCAaHTHHOKCHA3a KaTaJH3UPYyeT JABE CTAJUH ITypUHOBOTO
oOMeHa: OKHCJICHHE THMIIOKCAaHTMHA O KCAaHTHMHA, a 3aTeM OKHCJIEHUE KCAHTHHA JI0 MOYEBOI
KHUCJIOTBI.

B pesynbrare cenekTHUBHOrO MHTHOMpOBaHUS (HeOYKCOCTATOM KCAaHTHHOKCHIA3bl (OKHUCICHHOW U
BOCCTAHOBJICHHOH (hOPMBI) MPOUCXOUT CHUKECHNE KOHIIEHTPALUU MOYEBOM KHCIOTHI B CHIBOPOTKE
KpPOBH.

B rtepameBTMUeckMx KOHLEHTpanusx (ebdykcocrar He UHTUOMpyeT apyrue (hepMeHTH,
ydacTBylol[e B MeTabonu3Me IMypUHOB WM NHPUMUIMHOB, TaKHe KaK TyaHHHJI€3aMHMHa3a,
rUIOKCaHTUHTYaHHH(pochopubosunTpanchepasa, oporaT-hocopudosmnTpanchepasa,
opotuguHMOHO(OCchaTaeKapOOKCHIIa3a WK IMypuH-HyKiIeo3uadochopuasa.

Knunundeckast 3 QeKTUBHOCTE U G€30MaCHOCTh

Ilooaepa

DddexTuBHOCTE MpUMeHeHUs (hedykcocTaTa OblIa MOATBEPKIEHA B TpeX 0a30BBIX KIMHHUYECKUX
uccaenoBanusax 3 ¢aswl ¢ yuactuem 4101 manuenTa ¢ THIEPYPUKEMHEH U OJarpoi (McciieIoBaHus
APEX, FACT u CONFIRMS).

B kaxmom u3 atux wuccinenaoBaHuit 3 ¢da3el mpumeHeHue (edykcocTaTa MPUBOIUIO K Oosee
3¢ (HEeKTHBHOMY CHUXCHHIO KOHIIEHTPAIMd MOYEBON KHUCIOTHI M TOJJACPKAHHUIO €€ Ha IIeJIEBOM
YPOBHE B IUIa3Me KPOBHU MO CPAaBHEHUIO C aJIIOMYPHUHOJIOM.

[lepBuunoit koHeuHoil Toukoi B uccienoBanusix APEX u FACT sBnsinace foisi MalyeHTOB, Y
KOTOPBIX HAa MPOTSKEHUH MOCIEAHUX TPEX MECSIeB KOHLIEHTPAlHsS MOYEBOM KHCIOTHI B IUIa3Me
kpoBu Obuta meree 6,0 mr/mn (357 mxmons/n). B nomomaurensHoM uccnenoBannun CONFIRMS
MEPBUYHON KOHEYHOW TOYKOW SABISIACH JOJISI MAlMEHTOB, Y KOTOPBIX KOHIEHTPALMS MOYEBOMH
KHCIIOTHI B TIJIa3Me KpoBH Obu1a MeHee 6,0 MT/1i1 Ha 3aKITI0YUTEILHOM BH3UTE.

llooepynna nayuenmog ¢ HapywieHuem QyHKYuu nodex (nepeuuHdas KOHEUHds MmMOuKd
uccneoosanuii)

B wuccnenoBanmn APEX »sddexktuBHOCT, (edykcocrata wuccimenoBaisach y TMaAlUEHTOB C
HapyleHueM (yHKIUM To4YeK (KOHIIEHTpAlus KpeaTHHWHAa B IUIa3Me KpoBu >1,5 mr/mn u
<2,0 mr/mm). B rpynme ¢ebykcocTaTa mepBUYHas KOHEYHas Touyka Obuta gocturuyta y 44%
NaIMeHToB, monydaBmnx (ebdykcocrar B mo3ze 80 Mr oauH pa3 B CyTKH, y 45%, MOITy4aBIIMX
120 mr oauH pa3 B cyTku U 'y 60% marueHToB, nony4asimux ¢pedykcocraT B 10o3e 240 Mr ouH pa3
B CyTKH B cpaBHeHuu ¢ 0% B rpymne autonypunosna (100 Mr oquH pa3 B CyTKH) U rpymie mniamneo.
[Ipu 5TOM KIMHUYECKU 3HAYMMBIX PA3JIMUUil B CHH)KEHUU CHIBOPOTOYHOM KOHIICHTPAIllMh MOYEBOM
KHCIIOTHI B MPOLIEHTaX Y 3J0POBBIX TOOPOBOJIBIIEB OTMEUEHO HE OBLIO, BHE 3aBUCHMOCTH OT
(GyHKIIMOHATBHOTO cocTosiHUA Touek (58% B rpymme ¢ HOpMaibHON (QyHKuMel mouek U 55% B
TpynIne ¢ HapylieHneM (pyHKIIMK TOYeK TSHKEION CTETICHU TSKECTH).
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B uccnengopanun CONFIRMS 6bu1 mpoBeneH mpd CHeKTHﬁ@%:M%%{l&EWIﬁgll-ll:lg}'%y:lc

noJarpoi M HapyuieHneM (YHKIHMU MOYeK, KOTOPBIA MOKa3al, YTO y MAlMeHTOB C IMOAAarpoi u
MMOYEYHON HEJOCTAaTOYHOCTBhIO JIETKOM W cpemHed crenmeHd Tspkectd (y 65% TmanueHToB B
uccnenoBannn) ¢pedykcocrar ObUT 3HAYUTEIBHO Ooiiee 3((EeKTUBEH B CHMXKEHUH KOHIEHTpAIUU
MOYEBOM KHUCIIOTHI B TUIa3Me KPOBU MEHEe 6 MI/JIJT IO CPaBHEHUIO C aJITIOMYPHUHOJIOM B 03¢ 300 mr
unu 200 mr.

Ilooepynna nayuenmos ¢ KoHyeHmpayuel MOue8ou KUCIOMbl 8 niasme Kposu 0Oonee 10 me/on
(nepsuunas KOHeuUHas MO4Ka UCCe008aHUlL)

Hcxonnast KOHIIEHTpamMsi MOYEBOW KHCJIOTHI B TuIa3Me KpoBu Oojee 10 Mr/mn oTmedanach
npubmusurensio 'y 40% mnanuenTos, BkimoueHHbIX B uccnenoBanus APEX u FACT, B oOmeit
cinoxkHoctd. Cpenu A3THX MAUUEHTOB IEpPBUYHAsl KOHEYHAash Touyka (KOHIEHTpalus MOUYEBOil
KHCIIOTBI MEHee O Mr/mnm B mocienHue 3 Bu3uTa) Obuia gocturHyta 'y 41% mamueHTtos,
npuHUMaBIIKX (ebdykcocraT B 03¢ 80 Mr oauH pa3 B CyTKH, Y 48% MalMEeHTOB, MPUHUMABIINX
¢dedykcocrat B 103¢ 120 Mr oauH pa3 B CyTKU U 'y 66% MaIMeHToB, MPUHUMAIOINX (eOyKcocTaT B
no3ze 240 Mr oguH pa3 B CyTKM B CpaBHeHMM ¢ 9% B TIpynne MNanMeHTOB, NPUHUMAaBLINX
IOy PHHON B 103aX, coctaBmstonux 300 wiu 100 mMr oguH pas B cytku u 0% B rpymmne mianebo.
[To manubM uccnenoBanuss CONFIRMS, nonst maneHTOB ¢ MCXOJHOW KOHIIEHTpalUue MOYEBOM
KUCHOTHl  Oosee 10 Mr/mi, [AOCTUrIIMX TEPBUYHOM KOHEYHOM Touku 3(pdexTuBHOCTH
(KOHIIEHTpAaI|sl MOYEBON KHCIOTHI MeHee 6,0 MI/mn Ha mociaeaHeM BU3UTE) cocTaBuia 27%, mis
NaIMeHTOoB, monyyaBiux pedykcocrar 40 Mr ofuH pa3 B cyTKH, 49% 11 MallieHTOB, MOTYYaBIINX
¢debykcoctar 80 mr omuH pa3 B cyTku U 31% mnauuenrtoB, nmonydaBmux 300 mr wim 200 mr
QJUIONYpPUHOJIA OJIUH Pa3 B CYyTKHU.

Tayuenmul, Hyscoaguiuecs 6 1eyeHuu 0cmpo20 NPUCMyna nooazpel (KIuHu4eckKue ucxoobvl)
UccnenoBanne APEX: B TeueHue 8-HelenbHOTO NPOQPHUIAKTHUECKOTO TMEpuoja B TPYyIIe
ManueHToB, NpuHUMaBIIuX (pedykcoctar B A03e 120 Mr B CyTKH, B JICYEHUU OCTPOrO INPHUCTYIIA
moJarpel HyXfaamnach Oousbmasi fonss manueHToB (36%), beM B Trpynmax, NPUHUMABIIHX
¢bebykcoctat B 1o3e 80 mr (28%), amnomypunoin B 1o3e 300 mr (23%) u B rpymie miamedo (20%).
B TedeHne NpOPUIAKTUYECKOTO TIEPUOAAa YacTOTa PAa3BUTHS OCTPBIX MPHUCTYIOB MOAATPHI
BO3pacTajiga, B MOCIEIYIONIEM CHUXaiACh C TeueHueM BpeMeHu. OT 46% no 55% mnauueHToB
IOJIy4ajau JIEYEHHE IO MOBOAY OCTPOro IMpHUCTyna mojarpel ¢ 8-ii mo 28-t0 Hexemto. OcTpble
MPUCTYTBI TOJArPhl B TEUCHHE TNOCICTHUX YEThIpeX HeAeNb HuccienoBanus (Heaenu 24-28)
HaOmonamich y 15% mnanuentoB B rpynme debdykcocrata (80 mr, 120 mr), y 14% mnamueHToB B
rpynne amuonypunoina (300 mr) u y 20% nanueHToB B rpymnie mianeoo.

UccnenoBanne FACT: B TeueHue 8-HemenbHOro MNpO(UIAKTHYECKOTO TMEpuoja B TpyIIe
MalueHToB, MpUHUMAaBIIKX (Qedykcoctar B go3e 120 Mr ofuH pa3 B CyTKH, B JICYEHHH OCTPOTO
MPUCTYTIAa TOJArpbl HyXaanack Oonblias a0 nanueHToB (36%), yeM B rpymnmnax, IpUHUMABIINX
¢bebykcoctat B 03¢ 80 Mr B cyTkH (22%) u amuonypunon B no3e 300 mr B cytku (21%). Tlocne 8-
HEACNBHOTO NPOPUIAKTHYECKOTO TMEpPHoJa YacToTa pPa3BUTHS OCTPOTO TIPUCTYMA MOAArPHI
BO3pacTajia W 3aTeM IMOCTENEHHO yMEHbIIajlach ¢ TedeHueM BpemeHu (64% u 70% mnanueHToB
MOJTyYaJly JICYEHUE 110 TOBOy 00OCTpeHHsI mojaarpsl ¢ 8-if mo 52-10 Hexpeno). OcTpble MPUCTYIIBI
MoJarpsl B TEUCHUE MOCIICIHUX YEThIPEX HeNleb uccienoBanus (Heaenu 49—52) Habmrogaimch y 6—
8% manuentoB B rpymme (ebykcocrata (80 mr, 120mr) u y 11% mnanweHToB B TpymIe
ayutonypunoia (300 mr).

Pacwuupennvie 0oneocpounsvie omxpwimoie uccie008aHus

B tpexnernee uccnenoBanne EXCEL ObuTH BKIIIOUEHBI MAIIUEHTHI, 3aBEPINUBIINE UCCIICIOBAHHE
APEX nmu FACT, xoropsie npuauManu ¢edykcoctar B 1o3e 80 Mr mim 120 Mr oauH pa3 B CyTKU
i asmmonypunot 100 wim 300 Mr oiMH pa3 B CYTKU. Y POBEHb KOHIIEHTPAIMA MOYEBOUM KUCIIOTHI B
IU1a3Me KpOBH MeHee 6 MI/an mojaep)kuBajics 0e3 M3MEHEHUH Ha MPOTSHKEHUU UccieoBaHus (y
91% u 93% mnamnueHTOB, M3HA4YaIbHO NpUHMMaBIIUX (edykcoctaT B go3ax 80 mr u 120 wmr,
COOTBETCTBEHHO). MeHee 4% MalueHTOB HYXIaIKMCh B JICHEHUHM OCTPOro IpUCTyNa nojarpsl (T.e.,
6osee yeM y 96% manueHToB HEOOXOIMMOCTh B JICUEHUH MPHUCTYIOB MOAArPHl OTCYTCTBOBalA) Ha
16-24 mecsue u 30-36 mecsue. Y 46% u 38% manmeHToB, MOCTOSHHO IPUHUMABIIUX (hedykcocTaT

12



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 08.04 2026 N= 7217

B no3ax 80 wim 120 Mr ouH pa3 B CYTKH, COOTBeICTBeHHo'ﬂp%MéFLW'QI/[I_JI?VG %EI;I’IO

OTMEYEHO MOJTHOE UCYE3HOBEHUE TO(PYCOB.

[TarueHTHl, 3aBEpIIMBIINE y4acTUE B JBOMHOM CIENOM 4-HeIeIbHOM HCCIEOBAHUM PEXHUMa
J03UpOBaHUs, ObLIM BKIIOYEHBI B nsTHiIeTHEE HccnenoBanne FOCUS u nonyvanu ¢ebykcocrar B
HavanbHOU 03¢ 80 MI OuH pa3 B CyTKH. 62% MalMEeHTOB IS MOAJEPAKAHUS LIEJIEBOTO YPOBHS
KOHIIGHTPALIMU MOYEBON KHUCIOTHI B IUIa3Me€ KpoBH MeHee 6,0 MI/A KOPPEKIMH J03bI He
TpeboBanock, a 38% malMEeHTOB HYXXIAJINWCh B KOPPEKIUH M03bl IJI JOCTHXKEHUS IEJIEBOr0O
ypoBHs. Jloisl MAnMeHTOB Ha 3aKIIOYUTEIBHOM BH3HUTE, Yy KOTOPBIX KOHIEHTpalMs MOYEBOU
KHCIIOTHI B IIa3Me KpoBU cocraBuia meHnee 6,0 mr/mn (357 mxmonw/n) Obuia Gonee 80% mpu
MPUMEHEHUH KaKJ0W U3 UCCIIEIOBAaHHBIX /103 (hedyKcocTaTa.

Ilocmpezucmpayuonnvle 00120CpoOUHbBLE UCCIEO08AHUS

B wuccnenoBannn CARES cpaBHUBanmM UCXOIBl CEPICYHO-COCYIUCTHIX 3a00JEBaHUNA TpU
npuMeHeHuu (pedykcocraTa M aJUIONMypPUHOJNA y MAIMEHTOB C MOJArpoil U Cepbe3HBIMU CEPlIEYHO-
COCYIUCTBIMH 3a00JICBaHUSMU B aHaMHeE3e, BKIIOYas MH(PAPKT MUOKAapAa, TOCHUTAIU3ALMIO 10
MOBOAY  HECTAOMJILHOW  CTEHOKApJAWHW, TMPOLENypy  KOPOHapHOM wWiIM  IepeOpaibHOU
peBacCKyJSIpU3allul, MHCYJIBT, TNpPEXoAsdllee HapyUIeHHEe MO3rOBOr0 KPOBOOOpAIIEHUS IO
UIIEMHYECKOMY THIy C TOCHUTANM3alKel, 3a001eBaHe nepuepudeckux coCcy10B WM caxapHbIi
nuaber ¢ MpU3HAKAMH MHUKPOAHTHOINATHU WM MaKpOAaHTHOMATUHU. JlJs JOCTHXKEHUS YpOBHS
MOYEBOW KHCIOTBI B CHIBOPOTKE HUXE 6 Mr/mn mo3y ¢ebykcoctata TuTpoBaiu oT 40 mo 80 mr
(He3aBUCHUMO OT (DYHKIMHU IIOYEK), a 103y ajutonmypuHosna tuTpoBanu ¢ maroM 100 mr ot 300 mo
600 MT y TIallUEHTOB C HOPMAJIbHOW (YHKIIMEH MOYEK M IMOYECYHON HEIOCTATOYHOCTBIO JIETKOU
creneHu Tspkectd U oT 200 o 400 Mr y manMeHToOB € MOYEYHOM HEAOCTATOYHOCTBIO CpeaHEN
CTETIEHU TSAKECTH.

[lepBuunoit koHeuHoit Toukot B wuccinegoBanuu CARES sBmssiocs BpeMss [0 1mepBOro
BO3HUKHOBEHHS CEPbE3HBIX HEOJIArOMpUSITHBIX cepaedHO-cocyaucThix coObiTrii (MACE — major
adverse cardiovascular events), BKkiItoYaBIIMX HedaTanbHbI MHPAPKT MHOKapaa, HedaTaabHbIHA
UHCYJIBT, CEPJIEYHO-COCYJAUCTYI0 CMEpPTh U HECTaOWUJIBbHYI0 CTEHOKApAUI0 C HEOTJIOKHON
KOpPOHApHOU PEBACKYJISIPU3ALIUCH.

AHanmM3 KOHEUYHBIX TOYEK (MEPBUYHBIX W BTOPUYHBIX) OCYIIECTBISUICS C Hcmoib3oBanuem [TT-
aHanmu3a  (intention-to-treat analysis), BKIIOYaBIIErO BCE€X CYOBEKTOB, KOTOpbIE OBLIH
pPaHJIOMU3HUPOBAaHbl U MONYYHJIM, KaK MUHHMYM, | 103y mpemnapaTa, MUCCIEAYeMOro C JBOMHBIM
3aCIIETUIEHUEM.

Bceero 56,6% nanneHTOB 3aBEpIIWIA UCCIEAOBAHUE JOCPOUYHO U 45% MalMEeHTOB HE BBIMOIHUIIN
BCE HEOOXOIMMBIEC B paMKaX MCCIIeIOBaHNS BUBUTHI.

B obmeli cnoxkHoctr 6190 manueHTOB HAXOAWIMCH TOJ HAOMIOJCHHEM B cpeaHeM 32 MecsIla,
CpeAHss NPOAOIDKUTEIBHOCTh JICUEHHUS COCTaBWiIa 728 pAHEW [ MalueHTOB W3 TPYIIIBI
(dhebykcoctata u 719 mHel 1y1s MAIMEHTOB U3 TPYIIIBI AJJIOTYPHUHOIIA.

[lepuynas xkoHeuHass Touka MACE HaOxronanach ¢ OAMHAKOBOW YacTOTOW B TpyINax JICYCHUs
¢bebdykcocratoMm (10,8% nmanuenTton) u amnomnypunonoM (10,4% nanueHToB).

IIpu ananuse otnenbHbIXx KOMIIOHEHTOB MACE (BTOprnYHBIE KOHEUHBIE TOYKH) YacTOTa CEPAEYHO-
COCYMCTOM cMepTH ObUIa 3HAUMTENBHO BhIIIE B rpymme ¢pedykcoctaTa (4,3% manueHToB), YeM B
rpynne autonypunoia (3,2% nainueHToB).

Yactora mist npyrux coosituii MACE Obla cxomHo# B rpynmnax ¢gedykcocrara U auIonypHHOIIa,
Hanpumep, Ui HedaTanbHoro HH(papkTa Muokapaa (3,6% mo cpaBaenuto ¢ 3,8% nauuentos; OP
0,93; 95% 1N 0,72—1,21), nearanpHoro mHCYIbTa 0€3 snertambHOro ucxona (2,3% mpotus 2,3%
MAIMEHTOB) U IS HEOTJIOKHON PEeBACKYJIIpU3aIMU BCIEACTBHE HECTa0MIbHON cTeHoKapauH (1,6%
npotuB 1,8% manuentoB). YacTora cMepT OT BCeX MPHUYMH ObUIa TaK)KE 3HAUUTEIHHO BBIIIE B
rpynne ¢ebdykcocrata, yeM B Tpymnmne amionypunona (7,8% mnporuB 6,4% manueHTOB,
COOTBETCTBEHHO), UYTO OOBSCHSETCS, TJIABHBIM O0Opa3oM, IIOBBIIIEHHON YacTOTOH CepAeHYHO-
COCYIUCTOM cMepTH B 3TOM rpynie (cm. pazaen 4.4.).

YacroTa rocnuTanu3alii Mo MOBOLY CEpJeYHON HEIOCTaTOYHOCTH, TOCHUTAIM3ALMUA 0 TIOBOIY
apUTMHI, HE CBS3aHHBIX C WIIEMUEH, BEHO3HBIX TPOMOOIMOOINYECKHX OCJIOXKHEHUH U
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UIIEMHUYECKOMY THITY, OBUIH COTIOCTaBUMBI JUisl (hedyKcocTaTa U aJuIONypPHHOIIA.

UccnenoBanue FAST Obu10 POCTIEKTUBHBIM, PaHIOMH3UPOBAHHBIM, OTKPBHITHIM, HCCIICIOBAHUEM
CO CIJIENOW KOHEYHOW TOYKOM, B KOTOPOM CpaBHHUBAiCsA Ipodmib OGe3omnacHocTH (edycocrata u
IJIONYPUHOJNA B OTHOLIEHUH CEPEYHO-COCYAMCTON CHUCTEMBl Yy TMAllMeHTOB C XPOHHYECKOI
runepypuxkeMueii (B yCiaoBusX, KOTIa OTI0KEHNE yPaTOB YK€ MPOU30ILI0) U (PaKTOpaMu pHCKa CO
CTOPOHBI CEPACYHO-COCYTUCTON CUCTEMBI (T.€. Y manueHToB 60 JieT U crapiie U, Kak MUHUMYM, C
OTHUM JIPYyTuM (aKTOPOM pHCKAa CO CTOPOHBI CEPIACUYHO-COCYIUCTOM CHUCTeMbl). [larueHTsl,
COOTBETCTBYIOIIME KPUTEPHUSAM ISl yUaCTUsl B UCCIIEIOBAaHUY, MOJIyYaIl JICUeHUE aJUIOMypPUHOJIOM
70 PaHIAOMHU3AIMH U, TIPU HEOOXOIUMOCTH, IPOBOIMIACH KOPPEKTUPOBKA J03bI B COOTBETCTBUHU C
KJIMHUYECKUM 3aKiitoueHueM, pekomenganusiMu EULAR u yTBepkaeHHON cxeMoi 1o3upoBaHus. B
KOHIIE BBOJHON (ha3pl ¢ MPHUEMOM aJUIONMyPHUHOJNA TAlMEHTHl C YPOBHEM MOYEBOH KHCIOTHI
<0,36 MMonb/1 (<6 MT/T) WM TOJyYalolmue MaKCHMAJIbHO TEPEHOCHMYIO JI03y WA
MaKCUMAaJIbHYIO Pa3pelIeHHYIO /103y aJUIOMypHUHOJA ObLIM PaHIOMU3UPOBAaHBI B COOTHOMEHHH 1:1
JUTsL TIOJydeHus JiedeHus: (heOyKCcoCTaTOM WM aJuTonmypuHOJIoM. [lepBUYHON KOHEYHOW TOYKOM
uccnenoBanust FAST Obuto Bpemsi 10 MEpBOro HACTYIUICHUS JIOOOTO COOBITHS, BKIIOYEHHOTO B
COCTaBHYI0 KOHEYHYI0 Touky PaOoueill rpynmsl wuccieqoBareneii  aHTUTPOMOOIIMTAPHBIX
npenaparoB (Antiplatelet Trialists' Collaboration, APTC), koTopast BKJIto4asna: 1) TOCIUTAIN3ALUIO
nmo moBoay HedarampHoro MM/octporo koponapunoro cuaapoma (OKC) ¢ monoxuTenpbHOU
peakiuelt Ha GMoMapkepsl; ii) HeaTalbHBIA UHCYIBT; 111) CMEPTh BCIIEJCTBHE SBJICHUS CO CTOPOHBI
CepleUHO-coCyIuCTOM cuctembl. [lepBUuHbIi aHamu3 ObLI OCHOBaH Ha MOJXOJE, YUUTHIBAIOLIEM
NAIMEHTOB, OTYYaBIINX JICYCHHUE.

B nienom, 6128 nmanuentoB ObputH pangoMu3upoBaHbl, 3063 3 HuX nonydann dpedykcoctaT u 3065
— aJUIOITYPUHOIL.

B nepBuuHOM aHaiM3e MOMy4YaBIIUX JIeYEHUE MAUEHTOB (eOyKCcOoCTaT He yCTynall ajliIoNypUHOILY
B OTHOIICHUHU YaCTOTHI BOSHUKHOBEHUS MEPBUYHON KOHEUHOM TOYKH, KOTOpasi Obula JOCTUTHYTA Y
172 manmentoB (1,72/100 mamumeHTO-7€T), MPUHUMABMIMX (GeOdyKcocTar, Mo cpaBHEHHIO ¢ 241
narerToM (2,05/100 manmeHTo-1eT), MPUHUMABIINM aJUIOIMYPHHOJN, COCKOPPEKTHpOoBaHHBIM OP
0,85 (95% AU: 0,70, 1,03), p < 0,001. Ananu3 moaydaBIIUX JICYCHUE MAIIUEHTOB B OTHOIICHUU
IIEPBUYHON KOHEYHOH TOYKM B moArpymnmne nanueHtoB ¢ MM, uncynsroM ninu OKC B aHamHe3e He
MOKa3ajl CYIIECTBEHHON pa3HMIIBI MEXIy Ipylnamu JiedeHus: B rpymnmne ¢elOykcocrara Obu10 65
(9,5%) mnamueHToB, y KOTOPBIX HAOJIOAAIMCh COOTBETCTBYIOLIME SIBJICHUSA, a B TpYyIIe
amonypunona — 83 (11,8%); ckoppexkrupoBannoe OP cocrasuio 1,02 (95% AU: 0,74-1,42); p =
0,202.

Jleuenue ¢pedykcocTaToM He OBLIO CBS3aHO C MOBBIIIEHUEM CMEPTHOCTU OT IPUYHH, CBA3AHHBIX C
CEpACYHO-COCYIUCTOM CUCTEMOW, WJIM CMEPTHOCTU OT BCEX IPHUUYMH, KaK B LEJIOM, TaK U B
noarpymnne nanueHToB ¢ UM, uncynsrom nnu OKC B anamuese. B nienom, B rpynmne mamueHTOB,
nonyyaBmux (gedykcocTar, ObUIO MeHble cMepTel (62 ciyyas cMEPTH OT NMPHUYUH, CBSI3aHHBIX C
CepJIeYHO-COCyAUCTOM cuctemMoit, u 108 cimydaeB cMepTH OT BCeX NPUYHMH), YeM B TPYIIIE
MAIMEeHTOB, MOJIYYaBUINX aJUIOMypUHON (82 cilydas CMEpPTH OT MPHYUH, CBSI3aHHBIX C CEpACYHO-
COCYIUCTOM cuCTeMOM, U 174 ciaydasi CMEPTH OT BCEX MPUYHH).

[Tpu neuyenun QebGykcocrarom HaOIIOAATOCH OOJiee 3HAUYUTENBHOE CHIDKEHHE YPOBHS MOYEBOM
KHCIIOTHI TI0 CPABHEHHUIO C JICUEHUEM AJJIOMYPUHOJIOM.

Cunopom pacnada onyxonu

DddexkTuBHOCTE U Oe30macHOCTh NMpUMeHEeHHs (Pedykcocrara B 103¢ 120 Mr 11t MpodUIaKTUKH U
JIeYeHHs CHHIIpoMa pacrnaza omyxonu Obuty u3ydeHs! B uccienosannu FLORENCE. ®ebykcocrar
MIPOJIEMOHCTPHUPOBaANI 00Jjiee MOIIHOE U OBICTPOE CHHKEHHE KOHIIEHTpAallMM MOYEBOW KHCIOTHI B
IU1a3Me KPOBU B CPABHEHHH C aJUIOITYPHHOJIOM.

B wuccnenoBanme ObUIM BKIIIOYEHBI MAIMEHTHl C TreMo0JacTo3aMu, KOTOPBIM IMPOBOAMIIACH
XMUMHUOTEpanus U KOTOPbIE UMENIH PUCK PA3BUTHUSA CHHIpPOMA pacraja OIyXOJHd OT YMEPEHHOTO 10
BbIcOKOTO. [TanmenTsl nmpuHuManu ¢gedykcoctar B go3e 120 mr 1 pa3 B CyTKH WM aJUIONyPUHO OT
200 o 600 Mr B CyTKH.
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

(AUC) mMoueBOM KHUCIOTBHI B IJIa3M€ KPOBH M M3MEHEHHE KOHIIEHTpAallMM KPEaTHHUHA B IUIa3Me
KpOBH Ha 8-# IeHb HCCIeA0BaHNUs [0 CPABHEHHUIO C HCXO/IHBIM YPOBHEM.

Cpennee 3nauenne AUC MO4eBOM KHCIOTHI (MKIX4//1) OBUIO CTAaTUCTUYECKH 3HAYUMO MEHBIIE B
rpymme ¢edykcoctata. Kpome storo, B rpynmne ¢gedykcocrara cpenHee 3HAYCHHE KOHIICHTPAIUU
MOYEBOW KHCJIOTHI B IJIa3Me KPOBU OBUIO JIOCTOBEPHO HMXKE C MEPBBIX 24 U JIeYEHUS U MpPHU BCeX
MOCITIEAYIOINX U3MEPEHUSX.

CraTHCcTHYECKH 3HAYUMBIX Pa3IMuMil CpPeHUX 3HAYCHWH KOHICHTpAalMW KpeaTHMHUWHA B IIa3Me
KpOBH B rpymnmax (hedykcocTaTa ¥ aJl7IONypPHHOIA OTMEYSHO HE OBLIO.

[Ipu oreHke BTOPUYHBIX KOHEYHBIX TOYEK YacTOTa Pa3BUTHs CUHIPOMA pacraja OMyXOJH IpU
npuMeHeHnn ¢edykcocTaTa U aJJIONyPUHONIA CTATUCTUYECKU HE pa3jinyanach HU MO KPUTEPUSM
71a00paTOPHON TMArHOCTUKU, HU IO KIIMHUYECKUM KPUTEPHUSIM.

YacroTa pa3BUTHS BCEX CUMIITOMOB, BO3HHUKABIIUX B MEPHOJ JICUECHHUS, U YaCTOTa HEXKeJIaTebHbIX
peakumii coctaBisiu 67,6% npotus 64,7% u 6,4% npotus 6,4% B rpymnmne ¢pedykcocraTa U rpymre
AJJIONYPUHOJIA, COOTBETCTBEHHO.

B wuccnenoanuun FLORENCE y mnanueHToB, Yy KOTOpBIX IUIAHUPOBAJIOCh IPUMEHEHUE
aJyonypuHoia, GgedykcocTaTr MpoJIEeMOHCTPUPOBaAi 00jiee BBIPAKEHHBINH KOHTPOJIb KOHIIEHTPAIMU
MOYEBOW KHCJIOTHI IIa3Mbl KPOBH B CpPaBHEHHUU C aJUIONMypPUHOJOM. JIaHHBIX, MO3BOJISIONIMX
cpaBHUTH (hedyKkcocTaT ¢ pacOypuKa3ou, B HACTOSIIEE BpeMsl HE HMEETCS.

D¢ dextuBHOCTE U Oe3omacHOCTh (hedykcocTaTa y MHAlMEHTOB C OCTPHIM CHHIPOMOM pacraja
OITyXOJH TSDKEJION CTENEHU TSHKECTH (HalpuMmep, Y MalMeHTOB, Y KOTOPBIX OCTaJbHBIE CXEMBbI
JIeYeHHs, HalpaBJCHHbIC Ha CHIDKEHHE KOHLIEHTPAIMM MOYEBOM KHCJIOTHI  OKa3ajHCh
Hed(DPEKTUBHBI) HE U3YUAIHUCH.

5.2. apmakoKknHeTHYECKHE CBOIICTBA

Kaxymuiics cpeaauit mepuos monyBbiBeneHus ¢pedykcocrara (T1/2) cocraBnsier okono 5—8 4. [Ipu
MHOTOKpaTHOM IpueMe ¢eldykcoctara BHYTpb B jg03ax 10-240 mr kaxaple 24 4 KyMyJsaLUU HE
OTMEYaJIOCh.

B monynsuuoHHBI aHanu3 (papMaKOKMHETUKUA U (apMaKOJUHAMHUKU OBLIM BKIIIOUEHBI JaHHBIC,
MOJYYEHHBbIE B MCCJIEAOBAaHMM C ydacTueM 211 manueHTOB ¢ TUINEpypUKEMUEH W TOAArpod u
nonmyyaBmux ¢edykcoctar B go3e 40-240 wmr oguH pa3 B CyTkd. [lomydeHHBIE
(hapMakOKMHETHYECKHUE TTapamMeTpbl GedykcocTaTa ObBUTH COMOCTAaBUMBI C TaKOBBIMH Y 370POBBIX
IOOpOBOJIBIIEB, YTO IMO3BOJSIET CUMTATh JIAHHBIE HCCIENOBaHMNA  (PAapMaKOKMHETUKH U
(dbapMakoIMHAMUKHA C YYacTHEM 3J0pPOBBIX OOPOBOJIBIEB PENPE3CHTATUBHHIMU B OTHOILIECHUHU
MOTYJIALIUY MAIUEHTOB C MOJIarpou.

Abcopbuus
[Tocne npuema BHYTph (pebdykcocrar ObicTpo (Tmax — 1,0-1,5 4u) u xopomo (He meHee 84% OT

NPUHATONM J03bl) BcackiBaeTcsa. [lociie OAHOKpAaTHOrO WM MHOTOKPATHOTO IpHeMa BHYTPh
¢debdykcocrata B no3ze 80 wmr wim 120 Mr onuH pa3 B CyTKM MaKCHUMalibHas KOHILIEHTPAIUS
¢debykcoctata B Tazme kpoBu (Cmax) cocraBiseT mpuMmepHo 2,8-3,2 Mkr/mit u 5,0—5,3 MKr/muI,
COOTBETCTBEHHO. AOCOIIOTHAsE OMOAOCTYIHOCTH (hedykcocTaTta B (hopMe TabIeTOK HEe U3ydanach.
[Ipu mHOTOKpaTHOM mpueMe BHYTPh (edykcoctara B go3e 80 Mr oaWH pa3 B CYTKH WIH
OJTHOKpPaTHOM TIpuemMe B J03€ 120 Mr OJHOBpPEMEHHO C MpUeMOM XUpHOM muuy, Cmax
(dhebykcocTaTa CHUXKAJIaCh, COOTBETCTBEHHO, Ha 49% u 38%, a AUC — nHa 18% u 16%. Oxgnako 310
HE OKa3aJo BIUSHHUS Ha KIMHUYECKYI0 3(P(PEKTUBHOCTb CHIKCHHS KOHLIEHTPAIMM MOYEBOM
KHCJIOTHI B IJIa3Me KpOBH (ITPU MHOTOKpaTHOM mpueme (edykcocrata B 03¢ 80 MT), B CBS3H C
TUM (hedyKcocTaT MOKHO IPUHUMATh HE3aBUCUMO OT ITpHEMa ITHIIH.

Pacnpenencuue

Kaxymmiics o0beM pacnpesienieHusi B paBHOBECHOM COCTOSTHMM BapbHUpyeT oT 29 1 10 75 1 mocine
npuema BHYTpb 10-300 mr debykcoctata. CTeneHb CBSI3bIBaHUS C O€IKaMU TuTa3Mbl (TJIAaBHBIM
obpasom, ¢ anmbOyMHUHOM) nocturaer 99,2% u He W3MEHseTCs MpU yBeTUUeHUH 1036l ¢ 80 Mr 110
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120 mr. JIJ1ss aKTUBHBIX METa0OJUTOB CTETICHb CBSI3BIBAHUS C '&%E%@éﬁlﬂb%g&:&@%

10 91%.

buotpanchopmanus

debykcocTar MeTaboH3upyeTCs myTeM KOHBIOTAIINH c ydacTueM
ypuauaaudocharrmoryponunTpanchepassl (YAPIT) um oxuciaeHus ¢ ydactueM (epMEHTOB
cucrembl 1uTOXpoMoB P450 (CYP). Bbputo BeigeneHo dYeTbipe (apMaKOJIOTHYECKH AaKTUBHBIX
TUIPOKCHIBHBIX METa0O0JuTa, U3 KOTOPBIX TPU OOHApYKMBAIOTCS B IIa3ME KPOBH uejoBeka. B
UCCIICIOBAHMSAX in Vilro Ha MHKPOCOMax II€YEHH YEJOBEKAa II0Ka3aHO, YTO OKHCIICHHBIC
METa0OoJIUTHl 00pa3yloTCs NPEHMYIIECTBEHHO Toa BosnelctBueM uzodepmerntoB CYPIAI,
CYP1A2, CYP2C8 nmu CYP2C9, torma xak ¢ebykcocrara TIIOKYpOHHUI 0Opa3yeTcsl IIaBHBIM
obpazom nox BozzaeiictBueM nzodepmerntoB YI'T 1A1, YVI'T 1A8 u YI'T 1A9.

ONUMMUHALMSA
®debykcocTar U ero MeTabOIUTHI BRIBOASATCS U3 OPTaHU3Ma Yepe3 KUIMIEYHUK U TTOYKH.

Ilocne mnpuema BHyTph (ebykcocTata, MeueHoro paamoumsomorom *C B moze 80 mr,
npuomm3uTenbHo 49% BBIIENAETCA MOYKAMH: B HEM3MEHEHHOM BHIE — OKoio 3%, B BHjE
amurrokyponuaa — 30%, B BUIE OKHUCICHHBIX METAa0OIMTOB M UX KOHBIOratoB — 13%, B BUIE
Ipyrux mMetadonutoB — 3%.

[Tpubnusurensuo 45% ¢ebykcocTaTa BBIBOIUTCS uepe3 KHUIICYHUK: B BUAEC HEU3MEHEHHOTO
¢debykcocrata — 12%, anunrmokyponuna — 1%, OKHCIEHHBIX METAaOOIUTOB M UX KOHBIOIaTOB —
25%, npyrux merabosnutoB — 7%.

JIMHEMHOCTE (HEIMHENHOCTD)

VY 310pOBBIX JOOPOBOJIBIIEB MPU OAHOKPATHOM WJIM MHOTOKPATHOM TpueMe BHYTph (pedykcocrara
Cmax u AUC Bo3pacTaroT JUHEWHO C yBEIWYEHHEM J103bl B nuana3zone ot 10 mr mo 120 mr, a B
nuanazone 103 or 120 mr go 300 mr ormeuaercs yenumuenue AUC B Oomblueil CTeneHu, 4eM
MPOTOPITMOHATBHOE J103€.

Oco0ble rpynIbl MalueHTOB

Iloueunas nedocmamounocms

[Ipu MHOrOKpaTHOM mpuemMe BHYTpb (eOykcocrtata B 10o3¢ 80 M y MalMEHTOB C MOYEYHOU
HEJIOCTAaTOYHOCTBIO JIETKOM, CpeaHEN WM TsDKENIOW creneHu TshkecTh Cmax mo CpaBHEHHUIO CO
3I0pPOBBIMH JIOOPOBOJIBIIAMU C HOPMAalbHOW (yHKIMEH mouek He m3MeHsach. CpenHee oOiiee
3HaueHne AUC ¢deOykcocraTta MOBBIMIAIOCH NPUOIM3UTENBHO B 1,8 pas — ot 7,5 MKrxu/miu y
MAIMEeHTOB ¢ HOpMAJIbHOU (PyHKIMEH moyek 10 13,2 MKr>x4/mMil y MarueHToB ¢ TSKEION MOYeYHOH
HenmocTatouyHOCThIo. 3HaueHnss Cmax uw AUC ¢apmakonorudeckd akTUBHBIX MeETaO0IMTOB
¢debykcocraTa Bo3pacTand B 2 U 4 pa3a, COOTBETCTBEHHO. TakuMm oOpa3oM, y MalMEHTOB C
MOYEYHON HEIOCTATOUYHOCTHIO JIETKOW MJIUM CpPeIHEN CTENEeHH TSKECTH KOPPEKIUHU 03bI penapara
He TpeOyercsl.

Ileuenounas neoocmamounocmo

[Tpn MHOTOKpaTHOM MpHeMe BHYTPh (Pebdykcocrara B g03e 80 MI' HE OTMEYANIOCHh CYIIECTBEHHBIX
m3meHenni mokazareneii Cmax m AUC ¢ebykcocrata U ero MeTaOOJUTOB Y IMAIMEHTOB C
MEYCHOYHON HEJ0CTaTOYHOCTHIO JIeTKo (kiacc A mo mkane Yanna-ITeto (5-6 6amnoB)) u cpenueit
(xmacc B mo mikane Yaitna-I1ero (7—9 6anaoB)) cTeneH TSKECTH 1O CPABHEHUIO C TOOPOBOJIBIIAMA
¢ HopMalbHOU (pyHKIMEH neyenu. MccnenoBanuil y malueHToB ¢ MEYEHOUYHOM HEJ0OCTaTOYHOCTHIO
TspKeNol creneHu TshkecTH (kimace C mo mkane Yaitna-ITsto (10—15 6amioB)) He MPpOBOAMIOCH.

Jluya nosrcunozo éo3pacma

[Tpn MHOTOKpaTHOM mpHeme ¢ebdykcocTaTa BHYTPh HE OBUIO OTMEUCHO 3HAYMMBIX H3MEHEHHH
AUC ¢eOykcocrata 1 ero MeTaOOJUTOB Yy MOXWIIBIX MAIlMEHTOB MO CPaBHEHUIO C MOJOIBIMU
3JI0POBBIMH JOOPOBOJIBIIAMH.

[Ton
[Ipu mHOTOKpaTHOM TIpHeMe (pedykcocrara BHyTph Cmax u AUC ¢ebykcocrara y KeHIIUH ObLIH,
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COOTBETCTBEHHO, Ha 24% u 12% BbIIE, 4eM y MY)KYHH. &R&EEQ&%&@EFH%Q%%%

CKOPPEKTHPOBAaHHBIE IO MAcce Teja MalueHTa, ObUIM CXOKUMU Ui 00eux rpynim. Takum o0paszom,
KOPPEKLMH JJ03bI IIpenapara B 3aBUCUMOCTH OT I10J1a MTAIIMEeHTa He TpeOyeTcsl.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Anpo Tabierku

[enmrono3a Mukpokpucramnyeckas tum 101

JIakTO3BI MOHOTHAPAT

[Munpoxcunponuienitoao3a HU3Ko3aMelleHHas (TUIpoIio3a HU3Ko3aMelleHHas )
Hatpus xpaxmanriaukosaT (KapOOKCHMETHIIKpaxMal HaTpus)
KpemHuust nmokcu1 KOJTOUIHbBIN

Maruus creapar

CocTaB mIeHOYHOM 000JI0YKH

I'mnpomeriosa

Makporoa 6000 (mommaTrsieHrukobs 6000)

Tanpk

Twutana nuokcup [E171]

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CPpOK XpaHeHus1)

3 roxa.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH IPH XPAHECHUHU
XpaHUTh IpU TeMIieparype He Boiie 25 °C.

6.5. Xapakrep u cofep:kaHue YIaKOBKHU

[To 10 TabneTOK B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY M3 TUIEHKU TIOJUBUHIIIXJIOPUIHON U (HOIBTH
QIFOMUHHUEBOW I1€YaTHOM JIAKUPOBAHHOM.

[To 1, 2 unu 3 KOHTYpPHBIX SAYEUKOBBIX YMAKOBOK BMECTE C JIMCTKOM-BKJIAQJBIIIEM MOMENIAIOT B
MavyKy U3 KapToHA JIJIS MOTPEOUTENBCKOM Taphl.

He Bce pa3mepsl ynakoBOK MOTYT OBITh JOCTYIHBI JISl pealn3aluu.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH NMPH YTHIN3ALUH MCIOJIb30BAHHOIO JIEKAPCTBEHHOI 0
npenapara WM OTXOJ0B, MOJYYEHHBIX IOcJe NMPUMEeHEeHHs JIEKAPCTBEHHOIo IMpenapara, u
Apyrue MAHUMYJISAIIUHU € TPenapaTomM

Oco0plie TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIMOHHOI'O YIOCTOBEPEHMUSA

Poccuiickas @enepanus

3akpbiTOoe aKIMOHEpHOE 001IecTBO «bepezoBckuii hapmarneBTrdecknii 3aBoa» (3AO «bD3y»)
Anpec: 623704, CepanioBckas 0011., . bepezoBckuid, yi. Konsresas, 31.13A

ten./dakc: +7(343) 215-89-01
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(MOCNEOOBATENEHOCTE 0002)

e-mail: info@uralbfz.ru

7.1. IIpeacTaBUTENb AepPKATE/IsI PETHCTPALMOHHOIO Y0CTOBEPEHUS

[IpereH3un norpeduTenel HanpaBATh TO APECY:

Poccuiickas @enepanus

3akpeiTOe aKIMoHEepHOE 001IecTBO «bepe3oBckuii papmareBTryeckuii 3aBoa» (3A0 «bD3y»)
Anpec: 623704, CepuioBckast 0011, . bepe3oBckuid, yi. Konbresas, 31.13A

ten./gakc: +7(343) 215-89-01

e-mail: info@uralbfz.ru

8§ HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUS

9 KATEI'OPHUA OTIIYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBEeHHBIN IpenapaT OTHOCUTCS K KaTErOpUH OTIyCKa 110 PEeLEenTy.

OOmrast xapakTepucTHka JekapcTBeHHOro npemnapara ®@ebykcocrar JIEKAC noctynHa B eIMHOM
peecTpe 3aperucTpUpOBAaHHBIX JICKAPCTBEHHBIX CPEICTB EBpa3zniickoro 3KOHOMHUYECKOIO CO03a
(https://eec.eacunion.org) u  Ha  oduUUIMATBHOM  caliTe  YIOJHOMOUYEHHOTO  OpraHa
(https://lk.regmed.ru/Register/EAEU _SmPC).
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