COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 22.04.2025 N2 10713

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPETAPATA “0%)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA
Apxkokcua, 60 MT, TaOJIETKH, TOKPBITHIE TUICHOYHOW 000JI0YKO#
Apxkokcua, 90 M, TaOIETKH, TOKPBITHIE TUICHOYHOW 000JI0YKO#
Apxoxkcua, 120 mMr, TabIeTKH, TOKPHITHIE TNIEHOYHOH 000JI0YKOM
2. KAYMECTBEHHBIN U1 KOJTMYECTBEHHbBINA COCTAB
leticmeyrowee seujecmao: STOPUKOKCHO.

Apxkokcua, 60 Mr, Ta0JIETKH, ITOKPBITHIE INIEHOYHON 000JIOYKOH

Kaxnas Tabnerka conepx ut 60 Mr 3 TOpUKOKCHOa.

Apkokcua, 90 mr, TabJIETKHU, ITOKPLITHIE INIEHOYHOU 000JIOYKON

Kaxnas tabnerka comepxut 90 Mr 3TOpuKOKCcHOA.

Apxkokcua, 120 mr, Ta0JIETKH, IIOKPBITHIE INIEHOYHON 000JIOYKOH

Kaxxnas Tabnerka cogepxkut 120 Mr sTopukokcuoa.

BcmoMorartenbHple  BemIecTBa, HAIWYHE KOTOPBIX HEOOXOIMMO YYHTHIBAaTH B COCTaBe
JIEKapCTBEHHOTO Mperapara: Jjakto3a (cMm. pazaen 4.4.).

[TonHbIM IepeyeHb BCIOMOTaTeIbHBIX BEUIECTB MPUBENIEH B pazaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TalneTku, MOKPHITHIE INICHOYHOH 000JI0UKOI

Apkokcua, 60 mr, TabaeTKH, MOKPBITHIC IICHOYHOW OO0OJIOYKOH: 3€JCHBIC IBOSKOBBITYKIIBIC

Ta0IETKHU SI0JTOKOBUTHOM (hOPMBI, MOKPHITHIE INIEHOYHOM 00010uK0H, ¢ THCHeHHeM ARCOXIA 60
Ha OJIHOM cTOpoHE U ¢ TUcHeHueM 200 Ha ApyTroi CTOpOHE.

Apxokcua, 90 mr, TaONeTKH, MOKPHIThIC IJICHOYHOM 000JI0YKO#: Oelible JBOSKOBBITYKIIbIC

Ta0IEeTKHU SI0JTOKOBUTHOM (hOPMBI, MOKPHITHIE INIEHOYHOM 000510uK0H, ¢ THCHeHHEM ARCOXIA 90
Ha OJHOM CTOPOHE U ¢ TUCHEHHEM 202 Ha Ipyror CTOpPOHE.

Apkokcua, 120 wMr, TaOJeTKW, OOKPBITHIE IUIEHOYHOW OOOJIOYKOM: CBETJIO-3EJICHBIE

JIBOSIKOBBIITYKJIbIE TAOJIETKH SOJOKOBUIHOM (HDOPMBI, MOKPBITHIE IUIEHOYHOH O000JIOUKOH, C
tucHeHneM ARCOXIA 120 Ha ogHoM cTOopoHe U ¢ TucHeHueM 204 Ha Ipyroil CTOpOHE.

4. KIMHUYECKUE JAHHBIE

4.1. Iloka3aHus1 K NPUMEHEHHIO.

Jledenue XpoHUUYECKOM 00NN B HUKHEW YacTH CITUHBIL.

CuMnromaTnyeckass Tepanus OCTEOapTPUTA, PEBMATOMIHOIO AapTPUTA, AHKWIO3HPYIOIIErO
CHOHAMIINTA, OOJIN ¥ BOCIAJICHUS], CB3aHHBIX C OCTPBIM MTOIarPUUYECKUM apTPUTOM.
Kpatkocpounas Tepanusi yMEpeHHOM OCTpoii 60JIM Mocie CTOMATOJIOTMYECKUX OTepaluii.

Pemenune o HazHaueHuM cenekTuBHOTO HHruOuTOopa L{OI'-2 1omkHO ObITh 000CHOBAHO C Y4ETOM
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4.2. PexxuM 103MpOBaHNs U C1IOCO0 MPUMEHEHHs.

Pesicum 0o3uposanus

Tak Kak pHCK OCIOXHEHHH CO CTOPOHBI CEPIECUYHO-COCYAMCTONM CHUCTEMBI MPHU MPUMEHECHUH
cesIeKTUBHBIX HHTHONTOpOoB L{OI'-2 MO’KeT MOBBIIATHCS B 3aBUCUMOCTH OT J103bI U JUIUTEIHHOCTH
Tepanuu, JOJDKEH MPUMEHSThCS MAaKCUMAaJbHO BO3MOKHBIM KOPOTKHM KypCc U HaWMEHbIIas
s dekTuBHas cyToyHas n03a. HeoOXoauMo mpoBeAeHHE MEePHOIUIECKON OLIEHKH MOTPeOHOCTH
MalMeHTa B 00JIETYCHUH CUMIITOMOB M €0 PEAaKIIMU Ha MIPOBOJIUMYIO Tepamuio (cM. pasaen 4.4.).

Ocmeoapmpum

Pexomennyemas nosza cocrasisger 30 mr win 60 Mr onuH pa3 B I€Hb.

Peemamouounviii apmpum

Pexomennyemass nosza cocrtaBisger 60 Mr oavH pa3 B J€Hb. Y HEKOTOPHIX NAIUEHTOB C
HEJIOCTaTOYHBIM OOJIETYCHHEM CHMIITOMOB TPHEM YBEIMYEHHOW 103kl 90 MT OJMH pa3 B JIEHb
MOXET INOBBICUTH 3(1)(1)6KTI/IBHOCTB. HOCHG CTaGI/IHI/BaI_II/II/I KIMHHUYECCKOI'0O COCTOSIHUS ITallMCHTA
1esnecoo0pa3Ho MOHU3UTh TUTPOBaHHMEM 103y 10 60 Mr oauH pa3 B neHb. Ilpu oTcyTcTBHM
YCUJICHUS TEPAIEBTUYCCKOTO ACHCTBUSA CIEAYET PAaCCMOTPETh IPYTHUe BapUAHTHI JICUCHUSI.

AHKUIO3UPYIOWUL CHOHOUIUM

Pexomengyemast no3a cocraBisier 60 Mr oaMH pa3 B J€Hb. Y HEKOTOPBIX MAIlUEHTOB C
HEJOCTATOYHBIM OOJIETYCHHEM CHMIITOMOB MPHEM YBETUYEHHON 03kl 90 Mr oAuwH pa3 B JCHb
MO’KET MOBBICUTH 3 dexTuBHOCTb. [locne crabunuzanuu KIMHUYECKOTO COCTOSHUS MallleHTa
1[eJIECO00Pa3HO MOHU3UTH THUTPOBAHHWEM 1103y a0 60 Mr oawH pa3 B neHb. [Ipu orcyTcTBUM
YCUJICHUS TEPANEBTUYECKOTO ACHCTBUSA CIEAYET PACCMOTPETh JPYTrUe BapUAHTHI JICUCHUSI.

XpoHuueckas 00/1b 68 HUMICHEU YACMU CNUHDL

PexoMennyemas no3a coctaBiser 60 Mr oguH pa3 B AeHb. [IpoIOIKUTEIRHOCTD JICUEHUSI HE
JIOJKHA TIPEBBIIIATE 12 HeAenb.

Cocmosnus, COI’ZDO@OOdeCZIOWM@C}Z ocmpou 001610

[Ipu cocTosSHUSAX, COMTPOBOKAAIOIIUXCSI OCTPOIA OOJIBIO, STOPHKOKCUO CIIeyeT MPUMEHSTH TOJIEKO
B OCTPBIN CUMIITOMaTUYECKUHN TTEPUO/I.

Ocmpulil nodazpuyeckull apmpum

Pexomennyemas nosa cocrtasisier 120 Mr ouH pa3 B IE€Hb.
[IpomomkuTensHOCTH MPUMEHEHUS npenapara B 1o3¢ 120 Mr coctasisieT He 6onee 8 aHEH.

Ocmpas 00J1b noCie CHOMAMON0UYECKUX onepayuil

Pexomenayemas no3a cocrasisier 90 Mr onuH pa3 B AceHb. [Ipu jgedeHnn ocTpol OOJM Tocie
CTOMATOJIOTUUECKUX ONepaluil mnpenapar ApKOKCHa CJIeAyeT NPUMEHSTh TOJIbKO B OCTPBIA

CUMITOMAaTUYECKUI NEPUOJI, OTPAHUYEHHBI MaKCUMAIbHON IIPOJOIKUTENBHOCTBIO 3 JTHS.
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JIOTIOJTHUTENBHOH 3(pPeKTUBHOCTHIO, MO0 He n3ydanuch. Takum oOpazom:

CyTOYHasi 71032 IPU OCTE0APTPUTE HE JOJKHA MpeBbIIaTh 60 Mr;

—  CyTOYHas J103a MpU PEeBMATOUIHOM apTPUTE HE JOJDKHA MpeBbimaTh 90 Mmr;

—  CyTOYHas J103a MpU aHKUJIO3UPYIOUIEM CIIOHAUIUTE HE JODKHA MpeBbimaTh 90 Mmr;

— CyTOYHas 71032 IpPU XPOHUYECKOH OONMM B HM)KHEH YacTHU CHHMHBI HE JIOJDKHA MPEBBIIIATH
60 Mr; MakcHMasbHas MPOAOJIKUTEIBHOCTD JICUEHHS OTpaHUYeHa IepHoJoM 12 Henenb;

— CyTO4YHas J03a IpPU OCTPOM IMOJAarpuyeCKOM apTPUTE HE JOJDKHA mpeBbimaTh 120 mr;
MaKCcHUMaJsbHas MPOJI0JKUTENBHOCTD JICYEHHs] OTpaHUYEeHA IEPUOIOM 8§ JTHEH;

— CyTOYHas J03a s KyOHpOBaHHUs OOJIM MOCIE CTOMATOJOTMYECKUX OIEparuil He JOJKHA
npesblmath 90 Mr; ¢ OrpaHUYEHUEM MAaKCUMaJIbHO 3 JTHS.

Ocobvie epynnsi nayuenmos

Lloowcunvie

Koppekiun 103pl y NanueHTOB MOKWIOro Bo3pacTa He TpeOyercs. Kak W mpu npuMeHeHUH

JpYruX JIEKapCTBEHHBIX IpEnaparoB, NpU NPUMEHEHHUM Ipenapara y MalMEeHTOB IOKUIIOrO

BO3pacTa cienyeT coO01aTh OCTOPOKHOCTD (CM. pazzen 4.4.).

Hayuenmul ¢ neuenounou He00Cmamo4HoCbIO

He3zaBucumo oT nokasanus K MpUMEHEHHIO TAllMEHTaM C HapyIeHUSIMU (PYHKIUHU [TEYEHU JETKOM
cTeneHu TshkecTH (5-6 6amnoB no mkane Yaina-I1et0) He cnemyeT npeBblmaTh 103y 60 Mr oJuH
pa3 B neHb. [TanrerTam ¢ HapymeHusIMU (QYHKIIMH TICYCHH CPETHEH cTeneHH TshkecTH (7-9 6amoB
no mkane Yaina-I1pr0) He3aBUCUMO OT NMOKa3aHUs K IPUMEHEHUIO HE CIEAyeT MPEeBbIIaTh 103y
30 Mr ouH pa3 B JI€Hb.

Pexomennyercss coOmaroaaTh OCTOPOXKHOCTh y MAIIMEHTOB C HAPYILICHUSAMH (YHKIMU TEYCHH
CpeIHEeN CTENEeHHU TAXKECTH, TaK KaK KIIMHUYECKUH ONBIT y JaHHOW IPYyIIbI HAallUEHTOB OrpaHUYEH.
B cBs13u ¢ 0TCYTCTBHEM KIIMHUYECKOTO OMBITA Y MALUEHTOB C TSXKEJIBIMUA HapYLICHUAMU (PyHKINH
neuenu (>10 6amoB no mkane Yaitna-I1eo) npemapar mpoTUBONOKA3aH AJs JAHHOM TPYIIIBI
narueHToB (cM. pasaensl 4.3., 4.4. 1 5.2.).

Hayuenmul ¢ noueynou He00Cmamo4HoCbIO

Koppekniun 110361 y TAIlMEHTOB C KIMPEHCOM KpearmHuHa >30 mi/MHH He TpeOyercs
(cMm. pa3gen 5.2.). llpumeHeHHe »STOpPHKOKCHOA Yy TMALMEHTOB C KIMPEHCOM KpeaTHHHHA
<30 mu1/MUH IPOTUBOMOKA3aHO (CM. pazzensl 4.3. u 4.4.).

Hayuenmor 0emcKo2o eo3pacma

DTOPUKOKCHO MPOTHBOTIOKA3aH VISl ACTEH M MOJAPOCTKOB B Bo3pacTe 10 16 net (cM. pasnen 4.3.).
Cnocoo npumenenus

BHyTpB, HC3aBUCUMO OT IMpUCMa MMUIIH, 3alluBast HEOOJIBIITUM KOJINYECTBOM BOJBI.
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4.3. [IpoTuBONOKA3aHUS.

e [loBbleHHas YyBCTBUTEIBHOCTD K KAKOMY-JIN0O KOMIIOHEHTY Iperapara.

e SI3BeHHas Ooye3Hb KelMyAKa M 12-MepCTHON KMIIKM B CTaJuM OOOCTPEHHUs MM aKTUBHOE
KEITyJOYHO-KUIIIEYHOE KPOBOTEUEHUE.

e [lomHOoe wWAM HEMONHOE COYETaHME OpPOHXMATBHOM  acTMBl, OCTPOTO  pPUHUTA,
PELUAMBUPYIONIETO TIOJMIO3a HOCA W OKOJIOHOCOBBIX TMa3yX M HENEepeHOCHUMOCTH
alleTUJICAIUIMIIOBOM KUCIOTHI WM HemepeHocumoctu Apyrux HIIBII (B Tom umcie B
aHaMmHese).

e bepeMeHHOCTh U JaKTalus.

e  Tsxenple HapyIeHUs QYHKIIMHU MIEYSHH (CBIBOPOTOUYHBIN aibOyMuH <25 /1 uin >10 Gamios
o mkane Yaitna-I1sto).

e  Tsxemas moueynas HegoctatodHOCTh (KK <30 mur/mun).

e Jlerckuii Bo3pact 10 16 mer.

e BocnanutensHble 3a0051€BaHHS KMIICUHUKA.

e  Xponmuueckas cepaeuynas HepoctarouHocTs (II-IV ynkimonanshelii kaace o NYHA).

e HexoHTponupyemasi apTepuaibHasi TUIEPTEH3UsI, IPU KOTOPOM MOKa3aTelnu apTepHallbHOTO
JaBJIeHUs CTOMKO mpeBbimarT 140/90 MM pr. CT.

e [lonTBepxneHHas uiemMuyeckas O00JIe3Hb cepia, 3a001eBaHus nepudepuyecKux aprepun
u/unu 1epeOpoBacKyIsipHbIC 3a00IEBaHNUS.

e Jledunur maKkTa3pl, HENEPEHOCHUMOCTH JIAKTO3bI, TTFOKO30-TATAKTO3HAsI MaTbaObCcopOIIHs.

e [loaTBepkaeHHAs TUTIEPKAIUEMUS.

e [lIporpeccupyromue 3a00J1€BaHUS MTOYEK.

4.4. OcoOble yka3aHusl U MepPbl NPEA0CTOPOKHOCTH NPU MPUMEHEHHH.

C 0CTOPOKHOCTBIO

Cnenyer coOmogaTh OCTOPOXKHOCTh MPH MNPUMEHEHUU Ipenapara y CileayoUUX TPy
NannucHTOB:

- [MTAIIUCHTBI C ITOBBINICHHBIM PUCKOM PA3BUTUA OCJIOKHEHUH CO CTOPOHBI KCITY JOUHO-KHUIICYHOT'O
Tpakta BciaeactBue npuema HIIBII; mnanweHThl MOXWIOrO BO3pacTa, OJHOBPEMEHHO
npunumatromue apyrue HIIBII, B ToM yuncie aueTWICATMIMIOBYIO KUCIOTY WJIA MAIIUEHTHI C
3a6OJIeBaHI/I}IMI/I KCIIYJOYHO-KUIICYHOI'O TpaKTa B aHAMHE3C, TAKUMHU KaK A3BCHHAA 60H€3Hb )41
JKCITYJOYHO-KHUIICYHBIC KPOBOTCUYCHHUA,

- TAIMEeHTHI, UMEIONINe B aHaMHe3€e (PaKTOPhI pUCKA CEPACUHO-COCYTUCTBIX OCIIOKHEHUH (Takue
KaK JIMCIUIHIEMUs/TUIIEPIUIHNIEMUs], CaXapHbIi 11a0eT, THNepTeH3Us, KypeHue);

- NaUCHTBI, UMCIOIHUEC B AaHAMHE3C CCPACUHYIO HEAOCTATOYHOCTh, HAPYIICHUC (bYHKI_II/II/I JIEBOI'O
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KUIKOCTH;
- MalMeHTaM C HapyIIeHUsIMHU QYHKITUH ITEYSHH JIETKOW CTENeHH TsHKECTH (5-6 6ayioB 1Mo mkane
Yaitna-ITet0) He cneayer npeBbimaTh 103y 60 Mr oIuH pa3 B JieHb. [lanenTam ¢ HapyIIeHUsIMHA
GyHKIMHM TICYeHH CcpeaHeil crerneHu TsokecTH (7-9 6amnoB mo mkane Yaiina-ITs0) Hemb3s
npeBbIath 103y 30 Mr OIMH pa3 B JICHb;

- MMAIUEHTHI C JAeTUpaTauei;

- MAI[MEeHTHI C HapyLIeHUAMH (QYHKIIUU TOYEK, OJHOBPEMEHHO NpUMeHSstole HHruouTopsl AIID,
TUYPETUKU, aHTATOHUCTHI aHTHOTeH3UHa 11, 0coOeHHO moXKuIIbIE;

- MAIUEHTHI ¢ KJIMPEHCOM KpeaTHHUHA <60 MJ/MUH;

- MAIKUEHTHI ¢ MPEIIIECTBYIONUM 3HAYUTEIBHBIM CHUKCHHEM (DYHKIIMU TOYEK, C OCIa0IeHHON
byHKIMEH MoYeK, 1eKOMIEHCUPOBAHHOM cepieYHON HEAOCTATOYHOCTHIO WU LIMPPO30M IIE€UEHH,
HaxoAs1IMECs B TPYIINE pUCKa NMpU IauTeabHoM npumenennn HITBIT.

Cnemyer coOnrogaTh OCTOPOKHOCTH TPU  COMYTCTBYIOIICH  Tepamuul  CICTYHOIIUMU
JICKapCTBEHHBIMU TpenapaTaMu:

—  aHTHKOAryJsSHTHI (HarpuMmep, BapdapuH);

—  aHTHarperaHtbl (HampuMmep, alleTUICATUIUIOBAs KUCIOTa, KJIOMUI0TPeN);

—  mpemapatsl, MeTaboIM3upyIoIrecs cyiabporpancdepazamu.

Oco0ble yKazaHus

Biausinue Ha Ke1y104YHO-KUIIEYHBIN TPAKT

OTMeueHBI Clyd4ad OCJIOKHEHUN CO CTOPOHBI BEPXHUX OTIENOB KEIyIOYHO-KUIIEYHOTO TPAKTa
(nepdoparum, S3BbI WIM KPOBOTEUEHHS ), UHOTIA C JIETaJIbHBIM UCXOJIOM, Y MAI[MEHTOB, KOTOPHIE
MOJTYYaJIi STOPUKOKCHO.

PexoMenyeTcs co0MI01aTh OCTOPOKHOCTH MTPH JICICHUH MTAIIMEHTOB C BLICOKUM PUCKOM Pa3BUTHS
OCJIO’)KHEHHI CO CTOPOHBI KETYI0YHO-KUIIEYHOro Tpakta npu npumenennn HIIBII, B yacTHOCTH
y TOXWIbIX, IAaIMEHTOB, KOTOpbIE OJHOBpeMEeHHO TmpuMenstor apyrue HIIBII, B T.u.
AICTHIICATMIIMIOBYIO KHUCJIOTY, a TaKKe y TMAIlMEHTOB C TaKUMH 3a00JIEBAaHUSIMU KEIyI0YHO-
kuieyHoro Tpakta (OKKT) B anamHese, kak si3Ba uian kpooreuenue KKT.

CymiecTByeT TOMOJHATEIBHOE MOBBIIIEHUE PUCKA PA3BUTHSI HEXKENIATEIbHBIX SBJIICHUN CO CTOPOHBI
KEITYTOYHO-KUIIIEYHOTO TpakTa (KeIyJAOYHO-KUIIEYHbIE $3Bbl WM JAPYTUE OCIOXKHEHHS CO
CTOPOHBI JKETYJA0YHO-KUIIEYHOTO TPAKTa) MPU OJHOBPEMEHHOM MPUMEHEHUH 3TOPUKOKCHOA U
ANCTUJICATMIIMIOBOM KHCIOTHI (JakKe B HU3KUX J03aX). B JOJATOCPOYHBIX KIMHUYECKHUX
MCCJIEIOBAaHUAX HE HAOJI01aJI0Ch IOCTOBEPHBIX pa3iuduii B oTHOIIeHHH Oe3oracHocTH aist JKKT
py TPUMEHEHUU CENeKTUBHBIX HMHruouTopoB I[[OI-2 + amerwicamuiuioBas KHCIOTa B

cpaBHeHuu ¢ npumenenneM HIIBII + aneruncanumioBast KucioTa (cM. pasaen 5.1.).
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Binsinne Ha cepAeYHO-COCYIMCTYIO CUCTEMY

Pe3ynbraThl KIMHHYECKUX MCCIIEOBAaHUN CBUAETENBLCTBYIOT O TOM, 4YTO IpPHUMEHEHHE
JIEKapCTBEHHBIX MPENapaToB Kjacca CeIeKTUBHBIX HHTHOUTOpoB L1OI'-2 MOKeT OBITH CBS3aHO C
pUCKOM TpoMOOTHYeCKUX sBiIeHUN (ocobeHHo wuH(papkra Muokapaa (MM) u wuHCynbTa)
oTHocuTenbHO Tutane6o u HekoTopbix HIIBIIL. TTockonbKy puck pa3BUTHS CEPACUHO-COCYIUCTHIX
3a00JIeBaHUN TIPH TpUEME 3TOPUKOKCHOA MOXKET YBEIUYMUTHCS MPH YBEIMYCHHM JI03bl H
MPOJOKUTEIFHOCTA TMPUMEHEHHS, HEOOXOIUMO BBIOMpPATh KaK MOXHO 0oyiee KOPOTKYIO
OPOJOKUTEIPHOCTh TPUMEHEHUSI M CcaMyl0 HU3KYI0 J3((EeKTUBHYIO CyTOYHYIO J03Y.
HeoOxoaumo nepuoinyecku OlleHUBaTh NOTPEOHOCTh MAllMeHTa B CUMIITOMAaTHYECKOM JICUEHUU
¥ OTBET Ha TEPaInio, OCOOECHHO JJIsl MAIUEHTOB C OCTEoapTpUToM (cMm. pazaenst 4.2., 4.3., 4.8. u
5.1.).

[TaruenTam co 3HAYUMBIMU (PAKTOpPaMH pUCKa CEPACYHO-COCYAUCTHIX OCIOXKHEHHH (TaKUMH Kak
TUIEPTEH3Us, TUIIEPJIUIIUJEMUS, caXxapHblii [uabeT, KypeHue) ciaenyeT Ha3HauaTh 3TOPUKOKCHO
TOJILKO TIOCTIE TIIATENBHOMN olleHkH (cM. pa3zaen 5.1.).

CenextuBnble uHruOouTOpHl L{OI'-2 HE ABIAIOTCA 3aMEHON AlETHIICAIUIMIOBONW KUCIIOTHI MPH
MPOPUITAKTUKE CEPJICYHO-COCYIUCTHIX TPOMOOIMOOTMYECKUX 3a00I€BaHUN BCIICICTBUE WX
HEJOCTAaTOYHOrO BIUSHUS Ha TpoMmOomuthl. [loaTOMy He ciemyeT mpekpamiaTh IpUMEHEHUE
aHTHarperaHTHBIX IpenaparoB (cM. pasaensl 4.5. u 5.1.).

Biausinve Ha PYHKIMIO TOYEK

[Toueunsble mpocTarJaHAMHBI MOTYT UTpaTh KOMIIEHCATOPHYIO POJIb B MOAJEP’KaHUU MOYECUHON
nepdys3un. IlosTomy, npu HaIWYMM YCIOBUM, OTPULATENHHO BIMSIOMIKUX HAa IOYEHHYIO
nepdys3uro, MPUMEHEHHE OTOPUKOKCMOA MOXKET BbI3BaTh YMEHBIIECHHE O0O0pa3oBaHUs
IPOCTarJIaHAXHOB U, BO BTOPYIO OY€pe/b, CHI)KEHUE TTOYEYHOTO KPOBOTOKA, U TAKUM 0Opa3zoM
HapymuTh QyHKIMIO ouek. CaMblil OOJBIIION PUCK Pa3BUTHS JaHHOW PEaKIUU CYIICCTBYET JJIs
MAI[MEHTOB CO 3HAYUTEIbHBIM CHIDKEHHEM (YHKIMHU MOYEK, JEKOMIIEHCUPOBAHHOM ceplIeyHOMN
HEI0CTaTOYHOCTHIO MJIM LIUPPO30M B aHAMHE3€. Y TaKUX MAIleHTOB HEOOX0AUMO OCYIIECTBIATh
KOHTPOJIb (PYHKIIUH ITOYEK.

3agepiKKa KUAKOCTH, OTEKH U THIePTeH3Us

Kak u B cirydae npuMeHeHHs APYTUX MPenapaToB, MHTHOUPYIOIIUX CUHTE3 MPOCTArJIaHIuHOB, Y
NAIMEeHTOB, MPUMEHSIOMUX Mpernapar ApKOKcHa, HAOMIONANINCh 3ajlepKKa JKUAKOCTH, OTEK H
THIIEPTEH3UA.

[Tpumenenue Bcex HIIBII, Bkimtouast STOpUKOKCHO, MOXKET OBITh CBSA3aHO C BOSHUKHOBEHHEM HIIH
pelUIMBOM XPOHUYECKOW cepaeuHoil HemoctatouHocTH. Mudopmarus o 3aBucumoctu 3¢ dexra
ATOPUKOKCHMOAa OT 103bl mpuBereHa B pasgene S5.1. Crmemyer coOmonaTh OCTOPOXKHOCTH Y

ManucHTOB, UMCIOIHUX B aHAMHC3C CCPACUHYIO HCAOCTATOYHOCTD, HAPYIICHUC (bYHKHHH JICBOI'O
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1o J11060i1 npyroit npuunHe. [Ipu MosiBIEHUN KIMHUYECKUX MPU3HAKOB YXYIIICHUSI COCTOSHUS Y
TaKUX [IallUEHTOB CJIEAYyEeT MPEANPUHATh COOTBETCTBYIOLIME MEpbl, BKJIKOYas OTMEHY
ATOPHUKOKCHOA.

[IpumeneHnne 3TOpUKOKCHOa, 0OCOOCHHO B BHICOKHX J1033aX, MOXKET OBITh CBS3aHO ¢ 00Jiee 4acTon
U TSOKEJION TUIIEPTEH3UEH, 4eM Ipu NpuMeHeHur HekoTopelx Apyrux HIIBII u cenexktuBHBIX
unruouropos LIOI'-2. Bo Bpems fieueHus: STOPUKOKCHOOM cielyeT o0paTuTh 0co00e BHUMaHHE
Ha KOHTPOJIb apTepUaIbLHOTO JaBieHHS (CM. paszen 4.3.). AprepuanbHOE NaBJICHHUE CIEAyeT
KOHTPOJIMPOBATh B TE€UEHHE IBYX HEJIENb MIOCTIE Havajia JJeUeHUs U MePUOINYECKH B TajbHEHIIIEM.
[Ipy 3HAUMTENbHOM TOBBILIEHUH aPTEPUATIBHOTO JIABJICHUS HEOOXOIMMO pacCMOTPEThH
aIbTEPHATUBHOE JIEUEHUE.

Bausinue Ha PyHKUMIO TeYeHU

B knmuHMuYeckux McciaeoBaHUsIX MPOJOJDKUTENIEHOCTBIO IO OJTHOTO roja Npuoau3uTensio y 1%
MAIMEHTOB, MOTYyYaBIIMX JIeYeHHUE ITOpUKOKcHOOoM B mo3ax 30 mr, 60 mr u 90 Mmr B CyTKH,
HaOMIOaNoCh  TOBBILICHHE  aKTMBHOCTH  ajlaHMHaMuHOTpaHcdepassl  (AJIT)  w/mnm
acnaptatamuHoTpancdepassl (ACT) (mpuOIM3UTENBHO B TPU B O0JIee pa3 OTHOCUTEIHHO BEPXHEH
TPAHMIIBI HOPMBI).

Crnenyer HaOmoAaTh 3a COCTOSHMEM BCEX IAlMEHTOB C CHUMITOMAaMH W/WJIM TMpH3HAKaMH
TUC(YHKIIUY TTEYCHHU, a TAKXKE MMAlMEHTOB C MaTOJOTHYECKUMU TTOKa3aTeNIIMU (PYHKIIUN TICUCHH.
B cnydae mpu3HakoB HEJOCTATOYHOCTH (DYHKIMHM TE€YEHU WIM BBISABICHUS IOCTOSHHBIX
OTKJIOHEHMI1 moka3zarenedl (yHKIUHU MeueHU (B TPU pas3a BbILIE BEPXHEro Mpefesia HOPMBI)
npUMEHEeHHe IpenapaTa ApKOKCHa JOJKHO OBITh MPEKPAICHO.

Oo0mmue ykazanus

Ecnu Bo Bpems jeueHus y nanuenTa Habmogaercs yxyameHue GyHKIMH KakoH-Tu00 U3 CUCTeM
OpraHoOB, YKa3aHHBIX BBIIIE, CIIEAYeT MPEANPUHSATH COOTBETCTBYIOIIME MEPbl M PAaCCMOTPETH
BOIIPOC O MPEKPALICHUH TEPATUH STOPUKOKCHOOM. [Ipu npruMeHeHnn 3TOpUKoKcHOa y MarieHToB
MOXHJIOTO BO3pacTa M y MAalMeHTOB C HapyLIEeHHEM (QYHKIUHM TOYEK, MEYCHH WM Ccepra
HEO0OXOIMMO COOTBETCTBYIOIIEE MEIUIIMHCKOE HAOIIOICHHE.

C 0CTOPOXKHOCTBIO CIIEAYET HAaYMHATH JICUEHHE ITOPUKOKCHUOOM y MAlMEHTOB C JeTHapaTaiiei.
[lepen HauaaoMm Tepamuu STOPUKOKCHOOM PEKOMEH Ty€eTCs IPOBECTH PErHpaTALIUIO.

Bo Bpems mnoctmapkeruHroBoro HaOmoaeHus npu npumenenuun HIIBII u  HekoTOpBIX
ceneKTUBHBIX UHTHOUTOPOB [[OI'-2 0ueHb peako cooOIaIOCh O Pa3BUTUH CEPhE3HBIX KOXKHBIX
peakIuii, HEKOTOpbIE U3 HUX (B T.4. SKC(POJIMATUBHBIN JepMaTUT, cuHApoM CTtuBeHca-/[>koHCOHa
¥ TOKCUYECKUH 3MUAepMaIbHBIA HEKPOJIU3) OBLIH C JIETATBHBIM HCX00M (cM. pasaen 4.8.). Puck

Pa3sBUTUA TAKUX pGaKI_[I/II\/'I Yy nagucHTOB HanOosee BLICOK B Hayaje TCpanunu, B OOJIBIINHCTBE
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TUIEPYYBCTBUTEIFHOCTH (TaKMX Kak aHA(UIAKCUS U aHTHOHEBPOTUYECKUH OTEK) y MAIIMEHTOB,
MOJTy4aBIIUX JTOPUKOKCUO (cm. pazgen 4.8.). [IpuMeHeHHE HEKOTOPBIX CEIEKTUBHBIX
uHruouTopoB 1[OI'-2 compoBOXam0oCh MOBBIIMICHHBIM PUCKOM PAa3BUTHUSI KOXKHBIX PEAKIHH Yy
MAaIMEeHTOB ¢ KaKOW-TMO0 JIEKApCTBEHHOW ajuleprueil B aHaMHe3e. DTOPUKOKCUO JTOHKEH OBITh
OTMEHEH IPH MEPBOM TOSIBIICHUN KOKHOU CBINH, TOPAKEHUN CIM3UCTON 000IOUKH HITH JIF0OO0TO
JIpYroro npu3HaKka rurnepuyBCTBUTEIBHOCTH.

OTOPUKOKCHO MOKET MaCKHUPOBATh JIUXOPAIKY WU APYTUe MPU3HAKH BOCIATICHHUS.

Cnenyer co0monaTh OCTOPOXKHOCTh TNpU OJHOBPEMEHHOM Ha3HAUYE€HUU ATOPHKOKcHOa ¢
BappapruHOM WM JPYTUMHU NIEPOPaTbHBIMU AaHTUKOATYJISIHTaMU (cM. paszaen 4.5.).

[IpumeneHrne OSTOPUKOKCHMOA, Kak © JPYTUX MPernaparoB, WHTHOUPYIONMX  CHHTE3
UKJIOOKCUTE€HA3bl/TIPOCTATIAHIMHOB, HE PEKOMEHAYETCSl S>KEHIIMHAM, KOTOpbIe IUIAHUPYIOT
O6epeMeHHOCTh (CM. pasnensl 4.6. 1 5.1.).

[Ipenapar Apkokcua coAepkHUT JakTo3y. [lallMeHThl ¢ TakuMU PEIKUMH BPOKIECHHBIMHU
3a00JIeBaHUSIMH, KaK HEIEePeHOCHMOCTh JIAKTO3bl, BPOXKJIEHHAs HEJOCTaTOYHOCTH JIAKTa3bl H
HapyIIEHNE BCAChIBAHUS IITIOKO3bI-TAJIAKTO3bI, HE TOJKHBI IPUMEHSTH TaHHBIN Ipenapar.

4.5. B3aumopaeiicTBMe ¢ [PYrHMH JIEKAPCTBEHHbIMH MNpenapaTtaMu W JApyrue BHAbI
B3aUMO/JAEHCTBHS.

dapMaKoAUHAMHYECKOE B3aUMO/IeiiCTBHE

Iepopanvuvie AHMuUKodazyJIAiHnbl (eapd)apun) J y IMalflMCHTOB, COCTOsIHHEC KOTOPBIX

CTAOWJIM3UPOBAHO TIPH JUTHUTEIILHON Tepanuu BaphapuHOM, ITPpUEM 3TOpUKoKkcuOa B mo3e 120 mr
OJMH pa3 B JEHb COMPOBOXKAAICA YyBEIMYEHHEM mpuMepHo Ha 13% MexayHapoIHOTO
HopManu3oBanHoro otHommenus (MHO) mnporpomOuHoBoro BpemeHu. CrenoBaTelbHO, Y
MAIMEHTOB, OMYYaIOLUX MepOpaIbHbIE AaHTUKOATYJISIHTBI, CJIEAYET TIIATEIbHO KOHTPOJINPOBATh
nokazatesin MHO mpoTpoMOMHOBOTO BpeMEHH, B OCOOCHHOCTH B IEpPBBIE HECKOJILKO THEH B
HayvaJe JICYCHHs STOPUKOKCHOOM WITU TIPY U3MEHEHUU J103bI 3TOPUKOKCHOA.

Huypemuxu, uneubumopwvr AIID u anmaeconucmul aneuomensuna [1: HIIBII moryt cHuxartb

3¢ (dexT AMypeTUKOB U IPYTUX aHTUTHUIEPTEH3UBHBIX MpenaparoB. Y HEKOTOPHIX MAIEHTOB C
HapylnieHneM (QYHKIUU MOYeK (HampuMmep, y MalHueHTOB ¢ JAETHApaTaliedl Wik y MOXHIbIX
MAIMEHTOB ¢ HapyIIeHHOW (pyHKIMEW MOoYeK) OAHOBPEMEHHOE MpuMeHeHne uaruouropa AIID
WIM aHTaroHuMcra aHruoteHsuHa Il u mpemaparoB, WHTHOMPYIOMIUX IHUKIOOKCUTEHA3Y, MOXKET
MPUBOJIUTH K JOMOJHUTEIBHOMY YXYIIICHUIO (PYHKIIMH MOYEK, BKIIOYasi BO3MOXKHOE pa3BUTHE
OCTpOH TOYEYHOW HEIOCTATOYHOCTH, KOTOpasi OOBIYHO HOCHT 0OpaTumblii Xxapaktep. Ciemyer
YUYUTHIBATh BO3MOXKHOCTh BO3HHUKHOBEHHMS TaKUX B3aMMOJEUCTBUI Yy MalMEHTOB, KOTOPHIE

NPUHUMAIOT ATOPUKOKCHO OJHOBpeMEeHHO ¢ uHruburopamu AIID wnm c aHTaroHUCTamu
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O0COOCHHO TMaIMeHTaM TOXWJIOTO Bo3pacTa. B Hadane KOMOMHMpPOBAHHOTO JICUYCHUS, & TAKKE C
ONpEIETICHHON MEePUOANYHOCTHIO B JaJbHEHIIIEM CJeAyeT MPOBECTU aJEKBATHOE BOCIOJIHEHHE
nedunuTa JKUJIKOCTH U PACCMOTPETH BOMPOC MOHUTOPUHTA (DYHKIUHU TTOYEK.

Ayemuncaruyunosas _xKucioma: B HUCCICAOBAHHMHN C YYacTUCM 3J0POBBIX ,I[O6p0BOJ'II)I_[eB

TOPUKOKCHO B 1o3e 120 Mr oawH pa3 B JCHb B PaBHOBECHOM COCTOSHUM HE BIUS Ha
AHTUTPOMOOIUTAPHYIO AKTUBHOCTH AlCTHUJICATUIIMIOBON KHUCIOTHI (81 Mr onuH pa3 B JICHB).
DTOPUKOKCHO MOXHO TMPUMEHATH OJHOBPEMEHHO C aIeTHJICAIMIIMIIOBON KHUCIOTOW B J03aX,
IpelHa3HAYeHHBIX Ui NPOQUIAKTUKU CEPACYHO-COCYIAUCTHIX 3a00jieBaHUN (HU3KUE 03Bl
AUETUWICAIUIIMIOBOM  KUCIOTHI). OJIHAKO  OJHOBPEMEHHOE HA3HAUYEHHWE HHU3KHX 103
AIETUJICATUIIMIIOBOM KHCIOTHI M 3TOPUKOKCHOAa MOXKET MPUBECTH K YBEIMUYEHUIO YacTOTHI
sa3BeHHOrOo nopaxkeHuss KKT u npyrux OCIOXKHEHMI IO CPaBHEHHIO C MPUEMOM OJIHOTO
3TopuKOKcHOa. OTHOBPEMEHHOE TPUMEHEHNE STOPUKOKCHOA ¢ alleTUIICATUITUIOBON KUCIOTOH B
J03aX, TMPEBBIMIAIONMX PEKOMEHIOBAHHBIE M TMPOPWIAKTHKU  CEPICYHO-COCYAUCTHIX
3aboneBanuid, a Takxe ¢ apyrumu HIIBIT He pekomenayercs (cM. pazaenst 4.4. u 5.1.).

Huxnocnopun u _maxpoaumyc: XOTS DTO BSaHMOHCﬁCTBHe C 3T0pI/IKOKCI/I6OM HEC H3y4alioChb,

OJIHOBPEMEHHOE NPUMEHEHUE ITUKIOCIIOpPUHA WM Takpoiaumyca ¢ kakuM-nmuoo HIIBIT moxer
yCUIIMBaTh HePPOTOKCHYECKUN AP PEKT HUKIOCTIOpUHA UM Takpoiaumyca. Ilpu oqHOBpeMeHHOM
MPUMEHEHHUU 3TOPUKOKCHOA ¢ IIOOBIM U3 3THX MPENapaToB CIEIyeT KOHTPOIUPOBATH (HYHKITUIO
MIOYCK.

dapMaKOKHHETHYECKOEe B3auMo/1elicTBHe

Bnuanue 3m0pu1<01<cu6a HAa qbapmaKOKuHemqu Opy2ux 1eKapCmeeHHbIX NPEenapamos

Jlumuu: HIIBII ymeHbIIAIOT BBIBECHHWE JUTUS TOYKAMU U, CJIEOBATEIbHO, IOBBIIIAIOT
KOHIEHTPALMIO JUTUS B IU1a3Me KpoBH. [Ipu HE0OXOoIMMOCTH MPOBOJAT YacThIii KOHTPOJIb
KOHILIGHTPAllUl JIMTHS B KPOBU M KOPPEKTUPYIOT 103y JHMTHS B NEPHOJ OJHOBPEMEHHOI'O
npumenenus ¢ HIIBII, a takxe npu ormene HIIBII.

Memompexcam: B IBYX HCCIEIOBAaHUSAX W3y4anuch 3((ekTsl mpemapata ApKOKCHA B 033X
60 mr, 90 Mr u 120 Mr nmpumMeHsIeMOro OJIMH pa3 B JICHb B TCUCHUE CEMU JHEW y MAIMEHTOB,
MOJIYYaBIINX OJIMH Pa3 B HEJIETI0 METOTPEKcaT B 103€ OT 7,5 10 20 Mr 1o moBoly peBMAaTOUIHOTO
apTpuTa. ITopuKokcuO B 103ax 60 Mr u 90 MT HEe OKa3bIBaJ BIUSHUS HA KOHIICHTPAIUIO B IIa3Me
WJIM TIOYEYHBIN KIUpPEHC MeToTpekcara. B ogHoM uccnenoBanuu npenapatr Apkokcua 120 mr He
OKa3bIBAJI BIUSHUS Ha KOHIIEHTpaIuio B miasMe (mo uzmepenuto AUC) wim mouedHbIid KIUPEHC
METOTpeKcara, a B JPYrOM HCCIEIOBAaHUU JTOPUKOKCHO 120 MT TOBBIMIAT KOHIICHTPAIUH

METOTpeKcaTa B Iuia3Me Ha 28% M CHMKaJ MOYEYHBIH KiIuMpeHc Merorpekcata Ha 13%. Ilpu
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OJHOBPEMEHHOM Ha3HAUEHMH Ipernapara ApKoKcHa MQOTDMECHJ)E@E B a/:[eKHéIT'Hoe

HaOJI0IeHNe Ha IPEMET BO3MOKHOTO MOSBJICHUS TOKCHYECKUX 3(h(HEeKTOB MeTOoTpeKcara.
IlepopanvHvle kommpayenmugvl: STOPUKOKCHO 60 Mr, Ha3HAYABIIMKCA OJHOBPEMEHHO C
nepopaIbHBIMU KOHTPAILICTITUBAMH, COACPKATUMU 35 MKT 3THHWICTpaauoaa (933) u ot 0,5 1o
1 Mr HOpATUHAPOHA, B TeueHUe 21 aHs, yBeaununBain paBHOBeCHYI0 AUCo24q 11 DD Ha 37%.
Oropukokcu® 120 Mr, Ha3HayaBHIMICA C OSTUMH TEPOPAIBHBIMH  KOHTpAlCNITUBAMH
OJIHOBPEMEHHO WJIM C MHTEpBaJIOM B 12 yacoB, yBenunuuBai paBHOBeCHYI0 AUCo.244 U1 OO Ha
50-60%. D10 yBenuueHHe KOHLEHTpaluu DO cienyeT MPUHUMATh BO BHHMaHUE MpU BbIOOpE
COOTBETCTBYIOILIETO TEPOPaIbHOTO0 KOHTpALENTHUBA [UIsl MPUMEHEHUS C OSTOPUKOKCHOOM.
VBenuueHue 3KCMO3ULIMKH DD MOXKET MOBBIIATh YaCTOTY PAa3BUTHUSA HEKEIATEINbHBIX SBJICHHM,
CBS3aHHBIX C TIPUMEHEHHWEM TMEepPOpPAbHBIX KOHTPAICNTUBOB (HAMpHMEp, BEHO3HBIX
TPOMOOIMOOJINIA Y )KSHIIUH U3 TPYTIIHI PUCKA).

3amecmumenvnas ecopmonanvHas mepanus (31'T): HazHaueHHE HITOpUKOKcHOa 120 Mr c
npenaparamu JJisi 3aMEeCTUTENIbHOW TOPMOHAIIBHON Tepanuu, CoAepKalluMi KOHbIOTUPOBAHHbBIE
acTporeHsl B 103e 0,625 mr, B TeueHue 28 qHEH, yBEIUUUBAIO CPEIHEE 3HAUEHUE PAaBHOBECHOM
AUC-244 HEKOHBIOTUPOBAHHOTO AcTpoHa (41%), skBuiMHA (76%) u 17-B-actpaaunona (22%).
Brustaue 103 3TOpuKoKcrOa, peKOMEHIOBAaHHBIX IS JTUTENbHOTO ipuMeHeHus (30 mr, 60 Mr u
90 Mr), He wu3y4anoch. JTOPUKOKCHO 120 mr wu3meHs1 3Kcno3uiuio (AUCo-244) TaHHBIX
ACTPOrE€HHBIX KOMIIOHEHTOB MEHEE YEM BJIBO€ MO CPAaBHEHHUIO C MOHOTEpamuei MpenapaTom,
COZEpKAIMM KOHBIOTHUPOBAHHBIE 3CTPOTrEHBI, MPU yBEIWYEHUH 03bI nociennero ¢ 0,625 no
1,25 mr. Knuanyeckoe 3Ha4Y€HHE TaKUX TMOBBIMICHUN HEW3BECTHO. [IprMeHeHHe KOMOWHAIUU
ATOPUKOKCHOA U TIperapaTta, coaepxaiiero 00yiee BBICOKHE J03bl KOHBIOTUPOBAHHBIX 3CTPOTCHOB,
He u3yyanoch. [[oBbIIIIEHNE KOHLEHTPALMK 3CTPOTE€HOB CJIEAYET MPUHUMATh BO BHUMAHUE MPU
BbIOOpPE TOPMOHAIBHOIO Tpernapara s NPUMEHEHHS B TEepuojJ MOCTMEHOMay3bl Mpu
OIHOBPEMEHHOM Ha3HAYeHUH C OTOPUKOKCUOOM, TIOCKOJBKY YBEJIWYEHHE OSKCIIO3ULIUU
ACTPOrE€HOB MOJKET MOBBIIIATH PUCK PA3BUTHUSI HEKETATENbHBIX SIBIICHUMN, cBA3aHHbIX ¢ 3 T.
Ilpeonuson/npednuszonon. B UCCIEAOBAHUSAX JICKAPCTBEHHBIX B3aMMOICHCTBHI STOPUKOKCHO HE
OKa3bIBaJI KIIMHUYECKH 3HAUUMOTI'0 BIMSHUS Ha (PapMaKOKMHETHKY MPeAHU30HA/TIPEAHU30JI0HA.
Jlueoxcun: >ropukokcu6 120 Mr, Ha3HAYABIIUICSA OJWH pa3 B JIeHb B TeueHue 10 gHel 310pOBbIM
no0poBoIbIIaM, He OKasbiBan BiusHHUS Ha paBHOBECHYIO AUCo.24¢ B TIA3ME WM BHIBEICHUE
JUTOKCHMHA TMoYkaMu. bbuio  orMmeueHo yBenuueHue mokazarenss Cmax  AUTOKCHHA
(mpubnusurensHo Ha 33%). Takoe moBbINIEHHE, KAaK MPABUIIO, HE SBISETCS CYIIECTBEHHBIM Y
OonpmMHCTBAa manueHToB. OJHAKO MpU OJHOBPEMEHHOM IMPUMEHEHUH JTOPUKOKCHOa U
JTUTOKCHHA CIIeIyeT HaO0JaTh 3a COCTOSIHHMEM IMAlMEHTOB C BBICOKHMM PHUCKOM Pa3BUTHS

TOKCHUYCCKOI'O I[GI‘/JICTBI/I}I JUTOKCHHA.
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OTOPUKOKCHO SIBISETCS HHTHOUTOPOM cylibhoTpanchepassl uenoseka, B yactHoctd SULT1EL, u
MOYET MOBBIIIATh KOHLIEHTPAIMK STHHUIACTPAIUOIa B CBIBOPOTKE KPOBU. B cBsA3M € TeM, 4TO B
HACTOsIIee BPEMsI ITOJTyYeHBI OTPAaHHYCHHBIC JAHHBIC O BIUSHUU Pa3IMuHbIX CYIbpoTpaHcdepas,
a WX KIMHWYECKAas 3HAYMMOCTh I TMPUMEHEHHsS MHOTHX TMpErapaTroB eIle H3ydaeTcs,
1esecoo0pa3Ho ¢ OCTOPOXKHOCTBIO Ha3HAa4YaTh dSTOPUKOKCHO OJHOBPEMEHHO C JAPYTHMH
mpernapaTaM, MeTa0OMU3MPYIOIIMMUCS B OCHOBHOM cylb(doTpaHchepazamu  demoBeka
(Hampumep, epopaTbHBIA caTbOyTaMOJ U MUHOKCHTA).

Brusanue smopuxoxcuba na npenapamul, memaboausupyrowuecs uzogpepmernmamu CYP

Ha ocHoBaHMM pe3ynbTaTOB HMCCIECIOBAaHUN in Vifro HE OXUAAETCS, YTO STOPHUKOKCHO Oyner
UHTUOMpoBaTh u30pepMeHThl ImToXpoMa P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B
UCCIICIOBAaHUH C Y4acTHEM 3JIOPOBBIX JTOOPOBOJIBIEB €XKEITHEBHOE MPHUMEHEHHE ITOPUKOKCHOA
120 Mmr He OKa3bIBaJIO BIMSHHUSA Ha akTUBHOCTH m3odepmeHta CYP 3A4 B meueHu, coriiacHO
pe3yabTaTaM 3pUTPOMULITHOBOTO JBIXaTEIbHOTO TECTA.

Bnuanue ODVZI/DC npenapamoe Ha GbaDMaKOKuHemMKV 3m0pu1<0kcu6a

OcHoBHOM TyTh MeTabonm3ma 3Topukokcuba 3aBucuT oT ¢epmentoB CYP. CYP3A4, no-
BHUJIUMOMY, CIIOCOOCTBYET METa0OJM3My ATOPUKOKCcHOa in vivo. UccnenoBaHus in vitro narot
ocHoBaHusi monaratb, uyto CYP2D6, CYP2C9, CYP1A2 u CYP2C19 Ttakxke w™oryr
KaTaJu3upoBaTh OCHOBHOMW MyTh MeTabO0JIM3Ma, HO UX KOJTHMYECTBEHHBIC XapaKTEPUCTUKHU N VIVO
HE U3yYalNCh.

Kemoxonazon: xerokonasod, sBistomuiicss MouHbiM uHrHOUTOpoM CYP3A4, npu HazHAaYCHUHN
3JI0POBBIM 100pOBOIIbIIaM B 103¢ 400 MTr oMH pa3 B ICHb B TeueHue 11 qHel He oka3bIBall KAKOTO-
1100 KIMHUYECKHU 3HAYUMOT'O BIMSHUA Ha (PAPMAKOKHMHETUKY OJHOM J03bI 3TOpUKOKcHOa 60 mr
(yBennuenue AUC Ha 43%).

Bopukonaszon u mukonazon: OIHOBPEMEHHOE Ha3HAY€HHE STOPUKOKCHOA M BOPHUKOHA30Ja
NEepOpAIIbHO WM MHUKOHA30J1a BUJAE NEPOPAIBLHOrO rensi, CuibHbIX HHruoutopos CYP3A4
BBI3BIBAJIO HEOOJBIIOE YBEIWYCHHE OHKCIO3UIUU OSTOPUKOKCHOA, KOTOpPOE HAa OCHOBaHUU
OITyOJINKOBAHHBIX JAHHBIX HE OBbLIO MPU3HAHO KIMHUYECKH 3HAUUMBIM.

Pugpamnuyun: onHOBpeMEHHOE Ha3HAYEHUE HTOPUKOKCHMOA C pHPAMIUIMHOM, MOIIHBIM
uHAYKTOpoM (hepMeHToB CYP, MprBOIMIO K CHUKCHHUIO KOHIIEHTPAIIMK STOPUKOKCHOA B IIa3Me
KpoBu Ha 65%. Takoe B3aUMOJEUCTBHE MOXET MPUBOJUTH K PELUHUAUBY CHUMITOMOB IpHU
OJIHOBPEMEHHOM TPUMEHEHUH S3TOPUKOKcHOA ¢ pupamMmuIUHOM. XOTS 3TH JaHHbIE MOTYT
yKa3bIBaTh Ha HEOOXOAMMOCTh MOBBILIEHUS J103b], IPUMEHEHHE 3TOPUKOKCHOA B 103aX, KOTOPHIE
MPEBBIIAIOT PEKOMEHJOBAHHBIE Il KaXXJIOro IOKa3aHWs, HE H3ydaloch U IO3TOMY HeE

peKoMeH10BaHo (cM. pazzen 4.2.).
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TOPUKOKCHOA.
4.6. ®epTUIBHOCTb, 0EPEMEHHOCTD U JIAKTALMS.

BbepeMeHHOCTL

Knunuyecknx MaHHBIX O NPUMEHEHHUH STOpPUKOKcHOa B mepuojJ OepeMeHHOCTH Her. B
UCCIICIOBaHUAX Ha >KUBOTHBIX HAOJIOJANOCh TOKCHYECKOE ACWCTBHE HAa PENpPOAYKTUBHYIO
cucremy. IloTeHIManbHBIH PUCK y OJKEHIIMH B TEpUOJ OCpPEeMEHHOCTH HEH3BECTEH.
[IpumeHeHne HTOpUKOKCHMOA, KaKk W JPYTrUX MpernaparoB, HHTUOMPYIOUIMX CHHTE3
POCTArjaHAMHOB, MOXKET MPUBOAUTH K TOJABJICHUIO COKpPAIIEHHH MAaTKH M B IMOCIEAHEM
TpUMecTpe OEpeMEHHOCTH — K TPEXKIECBPEMEHHOMY 3aKpBITHIO apTEPUATbHOTO MPOTOKA y
wioga. DTOPUKOKCHO MPOTUBOIOKA3aH B mepuon OepeMmeHHocTH (cM. pasmen 4.3.). Ecom y
JKEHIIUHBI B IEPHO/J JICUCHUSI HACTyNHIa OepeMEHHOCTh, STOPUKOKCUO HEOOXOJUMO OTMEHHUTb.
Cnyyan mnoueyHOMW JUCPYHKIMM TIUI0/a, KOTOphIe MPHUBOAMIM K YMEHbIIEHHIO 00beMa
AMHMOTHYECKON JKUAKOCTH (MajoBOjaKE), ObUTM 3aperUCTPUPOBAHBI y OCPEMEHHBIX KECHIIHH,
NOJYYaBIIMX HECTEPOUIHbIE NpOoTHBOBocHanuTenbHble npenapatsl (HIIBII) na 20-i Henene
OepeMEHHOCTH WJIM TO03*e. B HEeKOTOphIX CllydasX 3TO MOXKET MPUBECTH K HEOHATalbHON
noueyHor AuchyHkiuu. Takue 3(dekTsl MOTyT BO3HHMKATh BCKOpE IOCIE€ Hayajla JeueHUs
HIIBII; manoBoaue 9acTo 0OpaTUMO MOCIIe TPEKPALICHUS JICUCHHSI.

I'pynHoe BckapMiuBaHue

HeusBecTHO BbIAENSETCS JIU 3TOPUKOKCHO C MOJIOKOM Yy 4YeNlOBeKa. Y JIAKTHPYIOIIMX KPBIC
STOPUKOKCUO BbIAETSETCS ¢ MOJIOKOM. JKEeHIIMHBI, KOTOPBIE MPUHUMAIOT 3TOPUKOKCHO, TOTKHBI
IIPEKPATUTh IPyJHOE BCKapMiMBaHue (cM. paszzuen 4.3.).

DepTHIBHOCTH

[TpumeHeHne >TOpUKOKCHOA, KaK M JAPYTUX JIEKAPCTBEHHBIX MPENapaToB, O KOTOPBIX HU3BECTHO,
yto oHm wuHrHOMpytor I[[OI'-2, He pexoMmMeHIyeTcs >KCHIIMHAM, KOTOpbIE IIIAaHUPYIOT
OepeMEHHOCTb.

4.7. Bausinne Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPeACTBAMH M padoTath ¢
MeXaHU3MaMM.

[TarueHTsl, y KOTOPBIX BO BpeMs NPHUMEHEHHS OSTOPUKOKCHOAa OTMEYalHuCh Cllydyau
IIPOCTPAHCTBEHHOM J€30PUEHTALIMN, FOJOBOKPY>KEHUS WJIM COHJIMBOCTH, TOJIKHBI BO3JIEPIKATHCS
OT YTIpaBJICHUS TPAHCIIOPTHBIMH CPEJICTBAMU U pabOThI C MEXaHU3MaMHU.

4.8. HexkenaTesibHbIE peaKkium.

Kparkoe onucanue npoduiist 6e30nacHOCTH

be3onacHOCTh NpPUMEHEHUS ATOPUKOKCHMOA OICHMBAjach B KIMHUYECKUX HCCIEIOBAHUSAX,

BKITIOYAaBIIMX 9295 yyaCTHHKOB, B TOM uucie 6757 mauumeHTOoB ¢ octeoapTpozoMm (OA),
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peBmarouHbiM  aptputoM (PA), XpoHHYedkoit 6(3911_“:'-'5"]"1?[%1'%}1@%_' I:‘I{_gérln]—:'crllnlrl{ﬂl' u

AHKUJIO3UPYIOMMM crioHAIUTOM (npubmu3utenbHo 600 manuentoB ¢ OA wnn PA momywanu
JIeYeHHE Ha MPOTSHKEHUHU OHOTO I'0J1a HITH JIOJIBIIIE).

B xnmuHnyeckux uccneaoBaHusX mpod b HexeNnaTeabHbIX 3P (GEeKTOB OB CXOIHBIM y TTAIIUEHTOB
¢ OA uim PA, xoTOpble TPUHUMAIH 3TOPUKOKCUO Ha TPOTSHKEHUH OHOTO TO/ia WIIN JIOJIbIIIE.

B KiIMHUYECKOM UCCIEOBAHMM OCTPOr0 IOJArpUYECKOro apTpuTa MALUEHThl IOJIydald
3TOPUKOKCUO B 03¢ 120 Mr ouH pa3 B I€Hb B TeUeHUE BOChMH JHEH. [Ipoduis HexenaTeabHbIX
3(PEeKTOB B 3TOM UCCIICIOBAHUH OBLI B IIEJIOM TAKWUM K€, KaK ¥ B 00bETMHEHHBIX UCCIEIOBAHUIX
OA, PA u xpoHHnueckoi 00JM B HIPKHEH YaCTH CITHHBI.

B Ilporpamme mno omeHke O€30MaCHOCTM B OTHOLICHHH CEpACYHO-COCYIUCTON CHUCTEMBI,
o0o0maromeil 1aHHbIe TPeX aKTHBHO-KOHTPOJIUPYEMBIX HccienoBanui, 17412 nanuentos ¢ OA
i PA momydanu stopukokcu® (60 mr umu 90 mr) B cpeHeM B TeueHue 18 mecsies (cM. pazaen
5.1.).

B kIMHHUYECKHUX MCCIIEIOBAaHUAX OCTPOM MOCIEONEPALMOHHON O0IH, CBA3aHHON C POBEIEHUEM
CTOMATOJIOTUYECKOH OMepalryu, B KOTOPHIX 614 manueHToB Noayvail STOpUKOKcuo B 1o3e (90 mr
uiu 120 mr), mpod b HexenaTeabHBIX YOPEKTOB B 3THX UCCIICIOBAHUSX B IIEJIOM OBLIT CXOTHBIM
¢ mpodmirem B 00beauHEeHHBIX uccienoBanusax OA, PA u xpoHudeckoil 001 B HIDKHEW 4acTh
CIIUHBIL.

IlepeyeHnb HexkeATEILHBIX PeaAKIU B BUAE TAOJIHIbI

Crnenyrolue HeXenaTelbHblEe peaklUUd OBbUTHM 3aperMCTPUPOBAHbI C OOJbIIEH YacTOTOM mpu
NPUMEHEHUU Tpernapara, 4yeM IpH INPUMEHEHUHU Iare0o, B KIMHUYECKUX HCCIETOBAHUIX Y
narenToB ¢ OA, PA, xponudeckoil 00JbI0 B HIDKHEH YacTH CHMHBI MU C aHKUJIO3UPYIOLIHM
CIOHIMJIUTOM, KOTOPbIE TPUHUMAIH STOPUKOKCHO B 103€ 30 mr, 60 Mr unu 90 Mr ¢ MOBBIIIIEHHEM
JI0 pPEKOMEHAyeMOl 103bl B TeueHue 12 Hexenb, B ucciepaoBaHusx IIporpammer MEDAL
MPOJOKUTEIBLHOCTBIO J10 3,5 JIeT, B KPaTKOCPOUHBIX UCCIIEIOBAaHUSAX OCTPOil 00JIM B TeUEHUE 10

7 IHEH, a TaK’Ke B X0J1¢ TOCTMapPKETUHIOBOI'O IIPUMEHECHMUS.

Knacc cucmema/opean Tepmun nHedxcenamenbHoU peakyuu Kamezopus
vacmomol!

Hnghexyuonnvie u aJIbBEOJIAPHBINA OCTUT 4acTo
napasumapmovie TacTPOIHTEPUT, MH(MEKIINH BEPXHUX JBIXaTCIbHBIX | HEYACTO
3a6o0n1e6anus nyTel, HGEKINH MOYEBBIBOISAIETO TPAKTa
Hapywenus co cmoponvl | anemusi (B OCHOBHOM B pe3yJIbTaTe XKeIyJOUHO- HEYacTo
Kposu u aumgpamuyeckoli | KAIIEYHOTO KPOBOTEUCHUS ), TCUKOTICHHS,
cucmemul TPOMOOLIUTONICHUS
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Hapywenus co cmoponst | peakiyu runepy VBCTBHT@EEﬁt’)‘gTEnyLE BATEMBHOC TR R
UMMYHHOU CUCTEMbL AQHTMOHEBPOTUYECKUMN OTEK / penKo
aHa(uIaKTHYECKHEe/aHa(PHITaKTONTHBIE PEAKITHH,
BKJIIOYAS IOK”
Hapywenus co cmoponvt | oreku / 3aiepKKa KUAKOCTU 4acTo
0bMeHa ewjecma u CHW)KCHHE WJIM YCUJICHUE alleTHTA, YBEINICHHE HEYacTo
numanusl Macchl Tena
Hapywenus ncuxuxu TPEBOTa, IENPECCHs], HAPYIICHUS KOHIICHTPAIIUH, HEYacTo
raJuTIoLHALIN>
CITyTaHHOCTh CO3HAHMS’, GECTIOKOICTBO? peKo
Hapywenus co cmoponsl | TONOBOKpYKEHUE, TOJIOBHAsS O0JIb 4acTo
HEPBHOIL CUCmeMbl HapylICHHE BKyca, 0ECCOHHMIIA, HEYacTo
NapecTe3wsl/TUNECTE3Hs, COHINBOCTD
BHYTPHYEPEITHOE KPOBOU3IUSIHNE 4acToTa
HEH3BECTHA
Hapywenus co cmoponsl | HEYETKOCTh 3pEHUS], KOHBIOHKTHBUT HEYacTo
opeana 3peHus
Hapywenus co cmoponsl | 3BOH B yllIax, BEPTHTO HEYacTo
opeama ciyxa u
JIaOUPUHMHbBLE HADYUWEHUS]
Hapywienus co cmoponsl | ONIyIIeHUE CepALeOneH s, apUTMUs 4acTo
cepoya GuOpHILTALINS IPECEPANH, TaXI/IKapI[I/ISI2, HEYacTo
XpOHHYECKasl cepieuHasi HeJOCTaTOYHOCTb,
Hecnenuduueckrne n3menenus Ha JKT,
cTeHOKapausa®, MH(APKT MHOKapaa®
Hapywenus co cmoponst | TUTIEPTEH3US 4acTo
cocyoos «IPHUIIUBBD», HAPYIIICHUE MO3TOBOTO HEYacTo
KPOBOOOpAILEHHUS, TPAH3UTOPHAS ULIEMUYECKast
aTaka, THTIEPTOHNYECKUH KpH3®, BACKYINT
TpoMO03 TITyOOKHX BEH yacToTa
HEH3BECTHA
Hapywenus co cmoponsl | GpoHX0CTasM> 9acTo
O0bIXAMENbHOU CUCmeMbl, KallleJIb, OJIbIIIKA, HOCOBOE KPOBOTCUCHHUE HEYacTo
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0p2aHo8 2pyOHOU KlemKy | JTerOYHast YMOOIHSL (MOCAERUBATEMBHOL T:ﬁgéil:b%la
u cpedocmenus HEH3BECTHA
Hapywenus co cmoponvt | 6076 B )KUBOTE OYCHb
AHCENYOOUHO-KUULEUHO2O 9acTo
mpaxkma 3arop, METEOPH3M, FaCTPHT, U3KOTa / 4acTo
ractpoa3odareanbHbIil pedurroke, quapes,
JUCTIeTICHsI / TUCKOMQOPT B SMTUTACTPHH, TOIITHOTA,
pBOTa, 330(arut, s3BbI CIIU3UCTON 00OIOUKH
MIOJIOCTH pTa
B3JIyTHE )KUBOTA, N3MCHEHHUE TTEPUCTATBTUKA HEYacTo
KHAIICYHUKA, CYXOCTh CITU3UCTON 000IOUKH
MOJIOCTH PTa, TaCTPOAYO ICHATIbHAS 53Ba, A3Ba
eIy IKa, BKITFOUAs JKEITyI0YHO-KHIIIECUHbIC
nephoparyu 1 KpOBOTCUCHHUSI, CHHIPOM
pa3sapaskeHHOro KMIIEeUHHKA, HaHKPEaTHT
Hapywenus co cmoponvt | moBbitienne akTuBHOCTH AJIT, moBeimeHne 4acTo
nevyeHu u aktuBHOCTH ACT
JHCENUCEbIBOOAWUX NYMell | TeTIaTUT? penko
TIeYeHOYHas HEJ0CTATOYHOCTh, KENTyXa’ penxo’
Hapywenus co cmoponsl | SKXUMO3 9acTo
KOJICU U NOOKONCHBIX OTEUHOCTb JIUIA, 3y, ChIITb, )PUTEMA’, HEYacTo
mKaHet KpaIuBHULA
cunnpom CTuBeHca-/[)KOHCOHA®, TOKCHUeCKHui penKo’
SHuepManbHbI HeKpomus?, PUKCHPOBaHHAS
JNeKapCTBEHHAs PUTEMA’
Hapywenus co cmoponsl | cia3Mbl/CyJOPOTH MBI, CKEIETHO-MBIIIICYHAS HEYacTo
CKeNlemHO-MbILUEeUHOU U 00J1b/CKOBAaHHOCTh
COeOUHUMENLHOU MKAHU
Hapywenus co cmoponst | IpOTEHHYPHSI, MOBBIILICHUE KPEATHHUHA B HEYacTo
NOYeK U MOYEeBbl800AWUX | CHIBOPOTKE KPOBH, JEKOMIICHCUPOBAaHHAS ITOYCHHAS
nymetl HEJOCTATOYHOCTD / I0YeYHas HeJOCTATOUHOCTh
Obwue paccmpoticméa u | aCTeHHsI/CIa00CTh, TPUITIONOA00HBINA CHHAPOM 4acTo
Hapyulenus 6 mecme 00J1b B TPYIHOM KJICTKE HEYacTo

86e0eHUs
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Bausnue na pezyniomamsl | IOBBILIEHHUE a30[a Moqeéh'ﬂr_f,i::i;‘b%%g Eﬁ’é‘llb%_li I HrII/Ié C T:hgf;g -Tllo
1abOpamopHuIX u KpeatuH(pochoKnHA3bl, THIEPKATHEMUS,

UHCMPYMEHMATIbHBIX MOBBIIICHHE MOYEBON KUCIIOThI

uccne0osanuii CHI)KEHHE HATpUs B KPOBU peaxo

! Kateropus 4acToThl: yCTaHOBIIEHA ISl KAXKIOTO TEPMHUHA HEKENATEIHHON PEAKIMH 10 YaCTOTE BO3HUKHOBEHHUS,
3aperUCTPUPOBAHHON B 0a3ze MaHHBIX KIMHUYECKUX HCCIeNoBaHWi: odeHb dacto (>1/10), gacto (ot >1/100 mo
<1/10), megacro (ot >1/1000 mo <1/100), peaxo (ot >1/10000 mo <1/1000), ouens pemko (<1/10000). Yactora
HEHM3BCECTHA (HE MOXET OBITh YCTAHOBIICHA HA OCHOBAaHUH JTOCTYIHBIX TAHHBIX). YacToTa HeXKeIaTeIbHBIX PEAKIIHH,
KOTOPBIE COOOLIANCH BO BpPEMsl MOCTMAPKETHHIOBOTO IMPHMEHCHHS, HE MOXET OBITh OIpPENeNieHa, MOCKOJIbKY
PEaKIMK PEruCTPUPOBAIMCH HA OCHOBAHHU CIIOHTAHHBIX COOOIIICHHIA.

2 JlanHas HexKelaTeNbHas peakiys ObLIa 3aperHCTPUPOBAaHa B XOJ€ MOCTMAPKETHHIOBOro HaGmogeHus. YacTora
CcOOOIeHNH TSI Hee OICHMBACTCSI Ha OCHOBAHWM HanWOoJee BBICOKOH YacTOTHI, HAOIIOMABIICHCS MO MaHHBIM
KITMHAYECKHIX HCCIIC0BAHUH, 00bEJIHEHHBIX B 3aBUCHMOCTH OT MTOKAa3aHUS K IPUMEHEHHUIO U YTBEPKIESHHOH O3HI.
3 Yacrornasa kareropus «Peako» OblIa onpeneneHa B COOTBETCTBHHU ¢ PyKOBOACTBOM (Bepcus 2, ceHTsops 2009 r.)
s O6me#t Xapakrepuctuku Ilpemapata (SmPC) Ha ocHoBaHWMM pacdeTHOH BepxHed rTpaHuIBl 95%
JIOBEPUTEIBHOTO MHTEpBaa st O COOBITHIA, yYUTHIBAs KOJUYCCTBO MAIMEHTOB, MOJYYaBIINX Mpernapar ApKokcua
B aHanu3e naHHbIX 111 ¢a3el, 00beAMHECHHBIX B 3aBUCIMOCTH OT J03bI U TIOKa3aHUs K npuMeHeHuo (n=15470).

4 'MnepYyBCTBUTENLHOCTD BKIIOYAET TEPMHUHBI «AILIEPIHsy, «ICKAPCTBEHHAS AIIEPT U, «THIIEPYYBCTBUTEILHOCTD
K JICKAPCTBEHHOMY CPEIICTBY», «THIICPYYBCTBUTECIHHOCTDY, «THUIEPUYBCTBUTEIEHOCTh HEYTOUHCHHANY, «PEAKIUSI
THIIEPIYBCTBUTEIFHOCTI U «HECTICII(pIIecKast ajsIeprHsD».

STlo pesynmbTaTaM NaHHBIX aHAIHM3a OJITOCPOYHBIX IUIANE00-KOHTPONMPYEMBIX M AKTHBHO-KOHTPOJHPYEMBIX
KIMHAYECKUX WCCIICAOBAHUNA MPH MPUMEHEHUH CENEeKTUBHBIX MHIHONTOpoB L{OI'-2 moBBIIaeTcss pucK pa3BUTHS
CEPBE3HBIX apPTEePHAJBHBIX TPOMOOTHYECKHX SIBICHWMA, BKIIIOYas WH(PAPKT MUOKapAa ¥ WHCYNbT. Mcxonms w3
UMCIOIIUXCS TAHHBIX, MAJIOBEPOSITHO, YTO a0COJIOTHBIA PHCK Pa3BUTHUS JAaHHBIX SBJICHUN mpesbimaet 1% B rof
(Hedacro).

¢ BHyTpuuepenHoe KpOBOM3IUAHNE HAOIIOAAI0Ch Y HAlMEHTOB C HOHOIHUTEILHBIMA (aKTOPAMH PHCKA, TAKAMU

KaK THUIEPTEH3Us, TPOMOOIIMTONICHUS ¥ IPIMEHEHHe BapdapuHa.

Crnenytoiue cepbe3HbIe HeXeNaTeNbHBIE PEAKIINN ObUTH 3aPETUCTPUPOBAHEI B CBS3U C IPHEMOM
HIIBII u He Moryt OBITh HWCKIIOYEHBI JIi ATOPHKOKCHOA: HEPPOTOKCHYHOCTH, BKJIIOUAs
WHTEPCTUITUATBHBIA HEPPUT U HEPPOTUISCKUN CHHIIPOM.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HEXKCIATCIbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOM03PEBAEMBIX HEXKENIATENbHBIX PEAKIUAX TIOCIEe PETUCTPAIUU
JIEKapCTBEHHOI'0 Tperapara ¢ 1efbio 00ecredeHns] HePepbIBHOTO MOHUTOPUHTA COOTHOIICHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOI'O Mpernapara. MeaunuHCKUM paOOTHUKAM DPEKOMEHIYeTcCs
coolmiare O JOOBIX MOJ03PEBAEMBIX HEXKENATENbHBIX PEaKIHsIX JIEKaPCTBEHHOIO Iperapara
YCpe3 HAIMOHAJIBHBIC CUCTCMBbI COOGH_IGHI/I}I 0 HCXKCJIATCIIbHBIX PCAKIUAX IOCYAAPCTB — YJICHOB
EBpa3zuiickoro 3KOHOMUYECKOT0 COH03a.

Poccuiickas @enepanus
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YnonHomoueHHas opranuzanus: DeaepanbHas ¢ayx0a h@‘ﬁéﬁ%%%%ﬁ@%géogiﬁéﬁ%&m

(PocanpaBHamzop)

Anpec: 109012, Mocksa, CnaBsHcKas miomap, 1.4, crp. 1
Tenedon: +7 (800) 550 99 03

DnekTpoHHas rnovra: pharm@roszdravnadzor.gov.ru

Caiit B nH()OpMALIMOHHO-TEIEKOMMYHHUKAITMOHHOM cetn « IHTepHeT»:
https://www.roszdravnadzor.gov.ru/

PecnyOnnka Apmenust

I'HKO «lleHTp sKCIepTU3bl JEKAPCTB U MEIUIIUHCKUX TEXHOJIOTHUI»
Anpec: 0051, EpeBan, np. Komuraca 49/5

Tenedon: (+374-60) 830073-1012,1013

D11, moura: vigilance@pharm.am

Caiit B mHGOPMAIIMOHHO-TEIICKOMMYHHUKAIIMOHHON ceTH «MHTepHeT»: http://www.pharm.am
Pecny6nmnka benapychb

VII «llenTp 3KcnepTU3 U UCHBITAHUHN B 3PaBOOXPAHEHU)

Anpec: 220037, r. Munck, ToBapuieckuit ep., 2a

Tenedon: +375 (17) 242-00-29

1. mouTa: rceth@rceth.by

Caiit B mHGOPMAIIMOHHO-TEIICKOMMYHHUKAIIMOHHON ceTu «MHTepHeT»: https://www.rceth.by

4.9. Ilepeno3upoBKa.

B kimuHWYeCKUX HMCCIEAOBAaHUAX MPHUEM Mpernapata ApKOKcHa B pa3oBoii go3ze a0 500 mr wim
MHOTOKpaTHbI TipueM a0 150 mr/mens B TedeHue 21 qHS HE BBI3BIBAT CYIIECTBEHHBIX
Tokcuuecknux dpdekroB. bpumm  momydeHsl  cooOmieHHs 00 OCTpOM  TEepeno3upOBKE
STOPUKOKCHOOM, OHAKO B OOJIBIIIMHCTBE CIYyYaeB O HEXENATENbHBIX PEeaKIHIX He COOOIIaOCh.
Haubonee wacto HaOmrogaeMble HEXeNaTeNbHBIE pEAKIHUU COOTBETCTBOBAIM MPOQHITIO
0€30MacHOCTH 3TOPHUKOKCHOA (HampuMep, HAPYMIEHUS CO CTOPOHBI >KEITYJOYHO-KHIIEYHOTO
TpaKTa, KapJUOpPEHAIbHbIC SIBICHHUS).

B ciyuae nepeno3upoBku 11e1ecoo0pa3Ho NPUMEHATh OOBIYHBIE TOIIEPIKUBAIOIIUE MEPHI, TAaKHE
Kak ynaneHue HeBcocaBmierocs mnpemnapara u3 JKKT, knuHudeckoe HaOMIOACHWE U, MpHU
HEOOXOIUMOCTH, TIOIICPKUBAIOIIAs TepaITHsl.

OTOpUKOKCHO HE BBIBOJUTCS TMPU TEMOJUANN3€; BBIBOAUTCA JIK O3TOPUKOKCHO Mpu

MNEPUTOHCATIBHOM JUAJIN3€ HEU3BCCTHO.
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5. PAPMAKOJIOTMYECKUE CBOCTBA (MOCHELOBATENBHOCTEL 0003)

5.1. ®apmakoauHaMHYecKHe CBOIiCTBA.

®dapmakoTepaneBTU4YecKas rpynmna: [[poTMBOBOCHANIUTENBHBIE W IPOTUBOPEBMATHUYECKUE
Ipenaparsl; HECTEPOUJHbIE MPOTHBOBOCHAINUTENIBHBIE M MPOTHBOPEBMATHYECKUE IpPENaparsl;
KOKCHOBI.

Kox ATX: MO1AHO5

Mexanusm deticmeus, hapmaxodunamuyeckue 3¢hdexmoi

OTOpUKOKCHO TpU NEpOopajIbHOM MpUEME B TEPANEeBTUYECKUX KOHIEHTpPALUAX SBISETCS
CEJICKTUBHBIM WHTUOUTOPOM IIUKJIOOKCUTEHA3bI-2 (Ior-2). B KIIMHAYECKUX
(apMaKoIOTHYECKUX MCCIEIOBAaHUAX IpenapaT ApKokcua 0303aBucuMo naruouposan L{OI-2,
He okasbiBas BiaustHUA Ha L1OI'-1 mpu npuMeHneHnu cyTo4Hoi# 10361 10 150 Mr. DTOpUKOKCHO He
MHTHOUPYET CUHTE3 MPOCTArIaHINHOB B CIIM3UCTOM 000JI0UKE KeTyAKa U HE BIUSIET Ha QYHKIUIO
TPOMOOITHUTOB.

[uknookcureHasza oTBe4YaeT 3a OOpa3oBaHME IPOCTArjJaHIUHOB. BplieneHbl aBe H30(OpMEI
mukiookeurenassl — LHOI-1 n LOI'-2. LOI'-2 mpencrasnser coboil m30(epMeHT, KOTOPHIi
UHAYLUUPYETCS MO/ IeHCTBUEM Pa3IMUHbIX IPOBOCHAIUTEIBHBIX MEAHUATOPOB U pacCMaTpUBAETCS
KaK OCHOBHOM (hepMEHT, OTBEYAIOIINI 32 CUHTE3 MPOCTAHOUAHBIX MEIUATOPOB 0OJIH, BOCTIAJIEHUS
u sumxopagkd. LIOI'-2 ywacTByer B mpoleccax OBYJALMH, HMIUIAHTAUU M 3aKPBITHA
apTepUaNIbHOTO MPOTOKA, PETyJSAUH (YHKIMU IOYEK M IICHTPAJbHOW HEPBHOH CHCTEMBI
(MHAYKIUS JTUXOPAIKW, OIIYIIEHUsS OO, KOTHUTHBHAs (PYHKIMA), a TaKKe MOXKET HIpaTh
OTIpENICTICHHYI0 POJIb B Tponecce 3axuBieHuH s3B. [[OI'-2 Obuia oOHapykeHa B TKaHSX,
OKPY’KaIOIIHX SI3BBI Key/IKa y 4eJI0BEKa, HO €€ 3HauUeHHe JIUIsl 32)KUBIICHUSI SI3BbI HE YCTAaHOBJICHO.

Dpdexmusnocmo

VY narenToB ¢ OA TOPUKOKCUO TIpH TpUMEHEHUH B 03¢ 60 Mr oJuH pa3 B JIeHb o0ecreunBal
JIOCTOBEPHOE YMEHbILIEHHE OOJM M YJIy4IIEHUE OLEHKU CBOEr0 COCTOSHUS MAallMEeHTaMU. DTH
OnaronpusTHbIC 3P (HEeKTh HAOTIONATHUCH YKE Ha BTOPO JICHB JICUSHUS U COXPAHSIIUCH B TEUCHHE
52 negens. MccnenoBaHust 3TOpUKOKCHOa NpU NMpUMEHEHUH B o3¢ 30 M OJuH pa3 B JIeHb
MPOJIEMOHCTPUPOBAIIA 00Jiee BHICOKYIO A((PEKTUBHOCTH MO CPABHEHHUIO C IIAe0d0 B TEUEHUE
HepuoJia JIEYeHNs NMPOJOKUTENBHOCTRIO 12 Henenb (IIpU UCHOJIb30BAHUU CXOAHBIX METOJIOB
OLICHKM). B wuccinenoBaHuu, IPOBOAMMOM C ILEJIBbIO ONPEAEIICHUS ONTUMAJIBHOM O3B,
ATOPUKOKCUO TpH TpHUMEHEHHMH B J03¢ 60 MI TpPOAEMOHCTPUPOBAT JOCTOBEPHO Oolee
BBIPQ)KEHHOE YiIydlleHHe, yeM B J1o3e 30 Mr, 1 BceX 3 MEepBHUYHBIX KOHEYHBIX TOYEK yepes
6 "Heaenb JiedeHus. Jlo3a 30 Mr He U3yyanack pU OCTE0APTPO3E CYCTABOB KUCTEH PYK.

VY nauuentoB ¢ PA sropukokcu® npu npumeHeHuu B go3e 60 mr u 90 Mr onuH pas B JCHb

oOecrieunBajl Kak JOCTOBEPHOE YMEHbIIEHHE OONM M BOCHAJCHHs, TaK M YIy4YIlICHHE
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MOJBWIKHOCTH. B HcclaemoBaHuAaX, OLICHHBAIONINX ﬂoéﬂl%;m&éﬁgg%bm;lg@elh&.{IBTI/I

OnaronpusTHble 3(PPEKTh COXPAHSIIUCh, B TEUCHHE MEpPHOJa JCUYCHUS MPOAOIKUTEIHHOCTHIO
12 nenens.

VY nanuMeHToB C HaJMYMeM MPHUCTYNOB OCTPOTO MOJArPUYECKOr0 apTpUTa 3TOPUKOKCHO mpu
NpUMEHEeHHH B o3¢ 120 Mr oauH pa3 B JIeHb B TEUEHHE BCEro INepuoAa JICUEHUs
MPOJOKUTETFHOCTEIO BOCEMb JHEW YMEHBIIAI YMEPEHHYIO M CHIIBHYIO OOJIb B CyCTaBax W
BocriasieHne. O¢GEeKTUBHOCTh Obuia cpaBHUMa € 3(G(GEKTUBHOCTHIO HHAOMETAIMHA IIPH
MpUMEHEHUU ero B o3¢ 50 Mr Tpu pasza B JICHb. Y MEHBIIICHHE OO OTMEYAIOCh YKE uepes
YeThIpe yaca MocJie Havyasa JICYeHHUs].

VY nanueHToB ¢ aHKWJIO3UPYIOIUM CHOHIUIMTOM 3TOPUKOKCHO TIpHU MPUMEHEHUU B 103e 90 Mr
OIMH pa3 B JeHb OOecleYrBal JOCTOBEPHOE YMEHBIICHHE OOMM B CIHWHE, BOCIHAICHUS,
PUTHIHOCTH, a Takxke ymydmeHue ¢yHkumid. Kimmandeckas 3¢(EKTUBHOCTH STOPUKOKCHOA
HabIo1anach y>ke Ha BTOPOIl JIeHb JICUEHUS U COXpaHsIach B TEUEHUE BCETO MEpHOa JeUeHUs
MPOJOKUTEIFHOCTEI0 52 Hemenmn. Bo  BTOpOM  WCClieOBaHWU, CPAaBHHUBAIOIIEM 103y
sTopuKkokcuda 60 Mr u 103y 90 mr, 3ToprKokcud B 103¢ 60 Mr oMH pa3 B 1eHb U 90 Mr ouH pa3
B JICHb JICMOHCTPUPOBAJI aHAJTIOTHYHYIO 3P (HEKTUBHOCTh B CpaBHEHHH ¢ HarmpokceHoMm 1000 mr
OJIMH Pa3 B JICHb.

B KJIMHUYECKOM HCCIENOBAHUU IO HM3YYEHHIO OONM IOCIEe CTOMATOJOTHMYECKHUX OIeparyii
ATOPUKOKCHO B A03¢ 90 MTr Ha3Ha4Yald OJWH pa3 B JICHb B TEUEHHWE TpeX AHEW. B moarpymme
MAIMEHTOB C YMEPEHHON OO0JbI0 MPU UCXOAHON OLIEHKE STOPUKOKCUO MpU MPUMEHEHUU B J103€
90 Mr oka3sIBaJI TaKOM ke 06e30omuBaronuii 3 dext, kak u udymnpoden B noze 600 mr (16,11 B
cpapaennn ¢ 16,39; P=0,722), u mnpeBocxommn 10 3PGEKTUBHOCTH KOMOWHAIUIO
napareramoli/koaenH B 1o3e 600 mr/60 mr (11,00, P<0,001) u murane6o (6,84, P<0,001) cornacuo
oOmieli orneHKe yMeHbIeHusi 0o B TeueHune nepBbix 6 yacoB (TOPARG6). ons manueHTOB,
KOTOPBIM MOTPEOOBAIMCH 00€300JIMBAOITME MTpenapaTsl OBICTPOTO ACHCTBUS B TCUCHUE TIEPBBIX
24 yacoB mocie Ipuema HccIeAyeMbIX mnpenaparoB, cocraBuwia 40,8% mnpu npuUMeHEHUHU
3TOpUKOKCcHOa B 103¢ 90 mr, 25,5% npu npumenennu ubymnpodena B go3e 600 Mr kaxxasie 6 4acoB
u 46,7% npu TpUMEHEHWHW KOMOWHAIMHU TaparerTamoi/kogaenH B 1o3e 600 mr/60 Mr kaxabie
6 yacoB Mo cpaBHeHHIO C 76,2% B rpynne miane6o. B 3ToM mcciaenoBaHuM MeauaHa Hadvasia
NeiCcTBUS (OIIyTUMOE YMEHBIICHHE OONM) MpPU TNPUMEHEHUH JTOPHKOKCHMOa B mo03e 90 mr
cocTaBuja 28 MUHYT MOCJ€E NIpUEMa Ipenapara.

beszonacrnocmo

Mmnoeonayuonanvnas Ilpoepamma QOyenku Jloneocpounoeo Hasznauenuss Omopuxoxcuba u

Hurnopenarxa npu Apmpumax (MEDAL)

19



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 22.04.2025 N2 10713

[Iporpamma MEDAL mpeacrasisuia co6oit mpa CHGKTHﬁ@%::HmﬁﬁQ’_ %ﬂgiﬂéﬁ%gibﬁégﬁ%cm

Ha ocHOBaHMH cepaedHo-cocyaucThix (CC) sBIeHHWA MO OOBEOTUHEHHBIM JaHHBIM TpeX
PaHAOMU3HPOBAHHBIX JBOMHBIX CIJIENBIX aKTUBHO-KOHTPOJUpPyeMbIX uccienoBanuii: MEDAL,
EDGE II u EDGE.

UccnenoBanne MEDAL mpeacraBmsuio co0oil  uccineqoBaHUE, UIMTEIBHOCTh KOTOPOTO
ompenensnach gocTukeHneM KoHeuHbIx Touek (CC siBnenuit), Bkimovasmiee 17804 nmanuenTa c
OA u 5700 manmentoB ¢ PA, momydaBummx 3topukokcu6d B no3e 60 (OA) umm 90 mr (OA u PA)
nin aukiaodpeHak B go3e 150 mr B nmeHp B cpemHem B TedeHwe 20,3 mecsma (MakCUMyM
42,3 mecsia, Menuana 21,3 mecsia). B aToMm ncciienoBaHun perucTpupOBaIN TOJBKO CEPbE3HBIC
HE)KENaTeNIbHbIC SIBJICHHUS W CIy4Yal BBIOBIBAHWS W3 WCCIEAOBAHUS BCIEACTBHE JFOOBIX
HEXEJaTeNbHbIX SIBJICHUH.

B wuccnenoanusix EDGE u EDGE Il cpaBHuUBaIM KeTyI0YHO-KHUIIEYHYIO MEPEHOCHMOCTh
stopukokcnba u aukiaodenaka. MccmemoBanne EDGE Bxmtouano 7111 mammentoB ¢ OA,
MOJYYaBIIUX 3TOPUKOKCHO B 103¢ 90 mr B neHs (B 1,5 pa3a Oosblie 10361, pEKOMEHAYEMOH MpH
OA) umn nuknodenak B no3e 150 Mr B geHp B cpenHeM B TeueHue 9,1 mecsmna (MakcuMym
16,6 mecsma, mequana 11,4 mecsma). Mccnenosanue EDGE 11 Britouano 4086 manuenToB ¢ PA,
MOJTyYaBIIUX ATOPUKOKCHO B 103¢ 90 Mr B ieHb Wuth AMKIo(eHak B 103¢ 150 Mr B 1eHb B cpeiHEM
B TeueHue 19,2 mecsies (Mmakcumym 33,1 mecsia, Meauana 24 Mecsa).

B o0benunennoii [Iporpamme MEDAL 34701 nanment ¢ OA wiu PA momydanu jedeHue B
cpenneM B TedeHue 17,9 mecsma (makcumym 42,3 mecsna, menuana 16,3 mecsiia), OKOJIO
12800 maneHTOB TOJydYaaud JiedeHHWE B TedeHue Oosiee 24 mecsneB. Y BKIIOUYEHHBIX B
[Iporpammy MEDAL nanueHTOB Ipy HCXOHOM OIIEHKe ObUT 3apEerUCTPUPOBAH IIUPOKUHN CIIEKTP
CEPJICYHO-COCYIUCTHIX U KEITyT0YHO-KUIIEUHBIX ()aKTOPOB PUCKA. BBUIN UCKITIOYEHBI MTAITUEHTHI
C HEJJTaBHO NEPEHECEHHBIM HH(APKTOM MUOKap/Ia, a TAK)KE C AOPTOKOPOHAPHBIM HIYHTHPOBAHHUEM
WM YPECKOKHBIM KOPOHApPHBIM BMEIIATEIBCTBOM B TE€YEHHE 6 MECSLEB NEpel BKIOUYECHHEM B
uccienoBanue. B uccnenoBanusx paspemianoch NPUMEHATh TaCTPONPOTEKTOPbI U HU3KUE JO3bI
acnupuHa.

O0mas 6e300acHOCTh

JIOCTOBEPHBIX Pa3MUUUil MEXIy 3TOPHKOKCHOOM M TUKJIO(PEHAKOM B OTHOIICHHH YaCTOTHI
TPOMOOTHUYECKUX CEepACYHO-COCYIUCTHIX SBICHUN OOHapyxeHo He Obuto. KapamopeHnaibHble
HE)KeJaTeNbHbIC SBJICHUs 00Jiee YacTo HaOJIIOJAINCh MPU HAa3HAYEHUU 3TOPUKOKCHOA, YeM Ipu
Ha3HAUYCHUM JuKIodeHaka; MaHHbIA 3()QekT ObLT 10303aBUCUMBIM (OTAETBHBIE PE3YIbTAThI
Hpe/CTaBIeHbI HIDKE). HexxenaTenbHble SBICHHUS CO CTOPOHBI JKEITyIOYHO-KHIIIEYHOTO TPaKTa U
[ICUYEHH JTOCTOBEPHO yalle HaOIIOaINCh MPU Ha3HAUYEHUH TUKIO(pEeHaKa, YeM Ipu HazHaueHUH

sTopuKoKcuOa. YacroTa HexxkenarenbHbIX siBneHu B uccienopanusx EDGE u EDGE 11, a takxe
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HCXKCJIaTCIIbHbBIX HBHCHHﬁ, IMPU3HAHHBIX CECPLE3HBIMU Hhﬂl%éﬁ)%ééggﬁd[;glb%ﬁbg ;IIIQLIeIII-ﬁI/IIH, B

uccnenoBannn MEDAL Obuta Bbllle MpU Ha3HAYEHUM STOPUKOKCHOA, YeM MpH Ha3HAuYCHHH
nukiIodenaka.

Pe3yapTaThl OIICHKH 0€30IaCHOCTH B OTHOIIICHHUH CEPACYHO-COCYIUCTOM CHCTEMBI

YacroTa moATBEPKIEHHBIX CEPhE3HBIX TPOMOOTUYECKUX CEPJIEUHO-COCYAUCTHIX HEKeNaTEIbHbBIX
SIBJICHUW (BKIIOYABIIMX CEpACUYHBIC, IEpPeOpPOBACKYISPHBIE W TMEepUPEPUUECKUE COCYAUCTHIC
SIBJICHUST) OBLTA COMIOCTAaBUMOM MEXIy TPyIIaMu, MOTYYaBIIMMH STOPUKOKCUO MM JUKIO(EeHaK
(manHBIC MpUBECHBI B TabuIIe HIDKE). [To yacToTe TpOMOOTHYECKHUX SIBJICHUH HE OBLIO BBISIBICHO
CTAaTHUCTUYECKM 3HAYUMBIX pPa3IMuuid MeXAy HSTOPUKOKCHOOM M JUKIOPEHAaKOM BO BCEX
NPOAHAIM3UPOBAHHBIX MOATPYIIAX, BKJIIOYAs KAaTErOPUH MALMEHTOB B JMANa30HE MCXOIHOTO
CepACYHO-COCYTUCTOTrO pucka. Ilpu paccMOTpeHHnH MO OTJAEIBHOCTH OTHOCUTEIBHBIA PUCK JUIS
MOJITBEPKJIEHHBIX CEPhE3HBIX TPOMOOTHUECKUX CEP/IEYHO-COCYAUCTHIX HEKEIATEIbHBIX SIBJICHUN
OBLT CXOTHBIM IS dTOpUKOKcHuOa (mpu mpueme B 1o3e 60 mr winm 90 mr) u nukinodenaka (mpu
npueme B 1o3e 150 mr).

Tabmuua «Yacrora MOATBEPKACHHBIX TPOMOOTHYECKHX CEpACYHO-COCYIUCTHIX SBICHHM

(ITporpamma MEDAL)»

OTOPUKOKCHO Jluxsogenax CpaBHeHue Mexnay
(N=16819) (N=16483) BHUJIAMU JICUCHUS
25836 mauuento-ier (24766 nauueHTo-JeT
Yacrora! (95% W)  |Yactota' (95% JIN) |OTHOCHTETLHBIH
puck (95% JAN)

HOI[TBGp)K,Z[GHHBIe TpOM6OTI/I‘IeCKI/I€ CCPACUHO-COCYAUCTBIC  CCPBLC3HLIC  HCKCIATCIBbHLIC
SIBJICHUS

[Ipu BeinmosHenunu | 1,24 (1,11, 1,38) 1,30 (1,17, 1,45) 0,95 (0,81, 1,11)

TpeOOBaHUH MPOTOKOIA

B sasucumoctn  or|1,25 (1,14, 1,36) 1,19 (1,08, 1,30) 1,05 (0,93, 1,19)

Ha3HA4YCHHOI'O JICUCHHUA

HOI[TBGp)K,Z[GHHBIe CCPACUYHBIC ABJICHUA

Tlpu soimonnennn|0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)

TpeOOBaHUIT TPOTOKOIA

B sasucnmoctn  or1|0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84, 1,17)

Ha3HA4YCHHOI'O JICUCHUA

[TonTBepk1eHHBIE IEPEOPOBACKYIISIPHBIE SIBICHUS

21



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 22.04.2025 N2 10713

Ipu Beinonuennu|0,34 (0,28, 0,42) 0.3:9 l(%'-ZgEﬂ_iEO%'HTEﬂ“'_I'—(')% IIZOTS_OI:IiI;'l%I)
TpeOOBaHUI MPOTOKOIA
B sasucumoctn  o1]0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)
Ha3HAYEHHOTO JICYEHHS

[MoaTBepkneHHbIC TepUPEPUUECKUE COCYAUCTHIC SBICHUS

Tlpu Boimonnennn|0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)

TpeOOBaHMI TPOTOKOIA

B sasucumoctn  ot|0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)

Ha3HA4YCHHOI'O JICUCHHUA

'Konuuectso siBnennii na 100 nanuento-ier; JM=noBeputensHblii naTepBan; N=o6liee KOIMYECTBO MALMEHTOB,
BKITIOYCHHBIX B MOIYJISLUIO TAIIMCHTOB, BEITIOHUBIINX TPEOOBAHUS IIPOTOKOJIA.

[Ipu BBIMOTHEHUH TPeOOBaHUI MPOTOKOJA — BCE SIBICHHS, Pa3BUBIIKCCS HA (JOHE HCCIICAYEMOW TEpallud WU B
TeyeHue 14 qHeil ¢ MOMEHTa ee mpeKpalleHus (MCKIIUEHbI MalueHThl, KOTOphIe modyurmin <75% uccieayeMoro
npernapara, ¥ MalueHThl, IPUHIMAaBIINE He BKIoYeHHbIe B nccnepoBarne HIIBII >10% Bpemenn).

B 3aBucMMOCTH OT Ha3HAYEHHOTO JICUCHHS — BCE MOATBEPKJCHHBIC SBJICHHS, Pa3BUBIIMECS JO OKOHUYAHUS
WCCIIeIOBaHMU (BKJIIOUEHBI TMAI[MCHTHI, KOTOpPhIE MOTJHM IIOJABEPTaThCsS HE BKIIOYCHHBIM B HCCIICIOBAHHE

BMEIIATENILCTBAM  TIOCJIE  TPEKpalleHWss TpuemMa  Huccieayemoro  mpemapara). OOmee  KOJUYECTBO

PaHIOMHM3MPOBAaHHBIX NMalMeHToB: n=17412 mis stopukokcn6a u n=17289 st aukiodeHaka.

Kak CC cmepTHOCTB, Tak M 00IIasi CMEPTHOCTh OBUTH COMOCTAaBUMBI MEXKJy TPYIIIaMH JICYCHHS
TOPUKOKCUOOM M JUKIOPEHAKOM.

Kap;mopeHaanbIe SABJICHHUA

[Tpubmm3utensHo y 50% mnanueHToB, BKIIOYEHHBIX B uccienoBanue MEDAL, mpu ucxomHoi
OlleHKe ObUIa 3aperucTpupoBaHa TUIIEPTEH3US B aHamHe3e. B 3TOM wuccieqoBaHMM 4YacToTa
BHIOBIBAHUSI BCJICJICTBUE HEXKENIATENbHBIX SBJICHHUM, CBS3aHHBIX C THIEpPTEH3UEH, ObuIa
CTATHCTUYECKH 3HAYUMO BBIIIE I OSTOPUKOKCHOa, dYeM Juis naukiodeHaka. Yacrtora
HE)KeNaTeNIbHBIX SIBJICHUM, CBSI3aHHBIX C XPOHUYECKOM CepJIeYHON HEI0CTaTOYHOCTHIO (Cllydau
BBIOBIBAHUS M3 MCCIICIOBAHUS U CEPbE3HBIC SIBIICHHUS), ObLIa CXOIHOM MIJIsl STOPUKOKCHOA B 103€
60 Mr u muknogenaka B go3e 150 mr, HO ObuTa BbINIE IS 3TOpUKOKCHOa B mo3e 90 mMr mo
CpaBHEHHIO ¢ AuKiIodeHakoM B go3e 150 Mr (cTaTUCTUYECKU 3HAYUMO BBIIIE JJI STOPUKOKCHOA
B n03¢ 90 Mr mo cpaBHeHHIO ¢ aukiodeHakoMm B jgo3ze 150 mr B rpynme OA wuccinenoBaHus
MEDAL). YacTora mOATBEPKICHHBIX HEKEIATEIbHBIX SBICHWN, CBS3aHHBIX C XPOHHYECKOU
CEpJICYHON HEJOCTATOYHOCTBIO (SBJICHHS, KOTOPHIE OBUIM CEPbEe3HBIMH W TMPUBEIH K
TOCMIUTANH3AIMA WM TIOCEHICHUIO OTACNIEHUs HEOTJOKHOW IMOMOIIH), Oblla HE3HAYUTEIHHO
BBIIIIE JIJIS1 STOPUKOKCHOA 10 CpaBHEHUIO ¢ AuKIo(peHakoM B go3e 150 mr, u nanubii 3¢ exT Obut
J10303aBUCUMBIM. YacToTa ciyyaeB BbHIOBIBAHUS M3 UCCIIEJOBAHMS BCIIECICTBUE HEXKETATeNbHbIX

HBHGHHﬁ, CBA3aHHBIX C OTCKaMU, OblIa BBIIIE 1A BTOpHKOKCI/IGa IO CPABHCHUIO C I[I/IKJIO(bGHaKOM

22



COOTBETCTBYET 3KCNEPTHOMY OTYETY
orT 22 04 2025 M= 10713

B nmo3e 150 Mr, m maHHBIA 3P deKT ObLI I[03033BI/ICI/IDH;II\;I %&%&Tg@kﬁl '—31;121_111/IMLM UL

3TOpUKOKcHOa B 103¢ 90 Mr, HO He A7 3TOpUKOKcHOa B 103¢ 60 Mr).

Pesynbrarel onenku kapavopeHanbHol Oe3zomacHoctd B ucciaenoBanusax EDGE u EDGE 11

COIJIACYIOTCA ¢ pe3yibTaTtaMu B ccaenosauu MEDAL

B otrnenpubix unccnepoBanusx Ilporpammer MEDAL abGcomtoTHas yacTtoTa BBIOBIBaHHS U3
UCCIIEIOBaHMS B JI000H rpymme jeueHus i 3Topukokcn6a (60 mr uimu 90 mr) coctasisiia 70
2,6% B cBs3u ¢ runeprensuel, 10 1,9% B cBs3u ¢ orekamu u 10 1,1% B CBSA3M C XpOHUUYECKOU
CEepICYHON HEAOCTATOYHOCThIO. Y MAIMEeHTOB, NMPUHUMABIIMX ASTOPUKOKCHO B g03e 90 mr,
4acTOTa BHIOBIBAaHUS W3 WCCIENOBAaHUS ObLIa BBIINIC, YeM Yy TMAIMEHTOB, NPUHUMABIINX
TOPUKOKCUO B 103¢ 60 Mmr.

PesvipTaTsl OLIEHKH JKETYI0YHO-KUIIIeYHOH rtepenocuMocTd B [Iporpamme MEDAL

B kaxnom u3 Tpex ucciemnoBanuil, Bxoasaumx B [Iporpammy MEDAL, wacTtoTa BeIOBIBaHUS W3
UCCJIEIOBaHMS NIl JII0OOr0 KIMHUYECKOrO HeXelaTeNbHOro sieieHuss co cropoHsl KKT
(HampuMmep, AMCIIETiCHs, 00JIb B )KMBOTE, SI3BbI) ObLIA JOCTOBEPHO HIDKE JJISi TOPUKOKCHOA B
cpaBHeHMH ¢ aukiodeHakoM. Yacrota BBIOBIBaHHWS W3 HCCIEAOBAaHUS  BCJICICTBUE
HEKeNaTeNbHBIX KIMHUYeCKUX siBJieHui co cToponbl JKKT Ha 100 nmauueHTo-JIeT 3a BECh IEPUOJ]
uccienoBanus Oblna criexyromein: 3,23 mus sTtopukokcmba u 4,96 mna nukinodeHaka B
uccnenoBaunu MEDAL; 9,12 nnst stopukoken6a u 12,28 mis aukinodeHnaka B MCCIETOBAaHHH
EDGE; u 3,71 mns aropukokcuba u 4,81 ans auknodenaka B uccnenosannu EDGE 1.

Pesyiurprars! orteaku 6e3onacHocty B oTHoIreHnu JKKT B [Iporpamme MEDAL

B nenom HexenaTenbHBIC SIBICHUS €O CTOPOHBI BepXHUX oTneoB KKT Obutn ompeneneHbl Kak
nepdopanuu, si3BbI U KpoBoTedeHHs. OCIOKHEHHBIE HEXKEIATENbHBIC SIBICHUS CO CTOPOHBI
BepxHux otaenoB JKKT Brmowanun mnepdopanuio, HEMPOXOAUMOCTh H  OCIOXHEHHOE
KPOBOTEUYCHHE; HEOCITO)KHCHHBIC HEXEIaTelIbHbIC SBJICHUS CO CTOPOHBI BepXHHX 0TaenoB XXKT
BKJIFOYQJIM HEOCJIOKHEHHBIE KPOBOTEYEHHUS] M HEOCJIOKHEHHbIE s3Bbl. (OOmas dvactora
HEKENaTeNIbHBIX SIBICHUU co CcTOpoHBI BepxHHX OTAenoB JXKT Oblia JOCTOBEpHO HUXKE s
TOPUKOKCHOA B CPABHEHUH C TUKIO(PEHAKOM. JIOCTOBEPHBIX pa3iHyuuil MEXIY 3TOPUKOKCHOOM
U TUKIO()EHAKOM IO YacTOTE OCJIOKHEHHBIX SIBIICHUM OOHapy>KeHO He Obut0. [[s moarpymms
reMOpparuv4ecKux HeXKeIaTeIbHbIX SIBJIEHUN cO CTOPOHBI BepXHUX 0Taein0B JKKT (ocinoKHEHHBIX
U HEOCIIO)KHCHHBIX B COBOKYITHOCTH) HE OBLJIO OOHApYKEHO ITOCTOBEPHBIX PA3NHUUN MEXKTY
TOPUKOKCHOOM H JukiogeHakoMm. [IpeumMyIecTBo 3TOPUKOKCHOAa B OTHOIICHHWH BEPXHHX
otaenoB JXKKT mo cpaBHeHUIO ¢ IUKIO(DEHAKOM y TMAIMEHTOB, OJTHOBPEMEHHO MPUHUMAIOIINX
aCIMpPHUH B HU3KUX J103aX (0010 33% MmanueHToB), He OBLJIO CTATUCTUYECKH 3HAYUMBIM.

YacToTa MOATBEPKIECHHBIX OCJIOXHEHHBIX U HEOCIIONKHEHHBIX KIMHUYECKUX HEXeIaTeIbHbIX

aBieHui co ctopoHbl BepxHHX oraenoB JKKT na 100 mammento-ner (mepdopauuu, s3BbI U
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xposoteuenns (PUB)) cocrasina 0,67 (95% JIH 0,57, 0.77) ﬁ%&o&x@ﬁ%@ W 657 (5%

0,85, 1,10) mns nuknodenaka, Ha OCHOBAaHHH Y€TO OTHOCUTENBHBIN puck cocTaBmi 0,69 (95% AU
0,57, 0,83).

boula m3ydyeHa dYactoTa MOATBEPKIACHHBIX HEXKENATENbHBIX SIBJIEHUH CO CTOPOHBI BEPXHHUX
ornenoB JXKT y moxuiblX MaldeHTOB; MAaKCHUMalbHOE CHUXXEHHE YacTOThl HaOI0anoch Y
nanueHToB B Bozpacte >75 ner (1,35 [95% AU 0,94, 1,87] B cpaBHenuu ¢ 2,78 [95% AU 2,14,
3,56]) sBnenuit Ha 100 marMeHTo-JIeT AJ 3TOPUKOKCHOA U TUKIO(PEHaKa COOTBETCTBEHHO.
YacToTa MOATBEPKICHHBIX HEKEIATEIbHBIX SBJICHUW CO CTOPOHBI HMXHUX OTAenoB JKKT
(mepdoparyss TOHKOTO WJIH TOJICTOTO KHIIIEYHUKA, HEMTPOXOAMMOCTh uin KpoBoteueHue (POB))
JIOCTOBEPHO HE pa3yinyajach /i STOPUKOKCHOA U TUKIO(deHaKa.

Pesynbrars! onieHkH 0e300acHOCTH B oTHOLIEHUHU nedeHu B [Iporpamme MEDAL

OTOPUKOKCHO XapaKTEepHU30BaJICS CTATUCTUYECKH 3HAUUMO 0oJiee HU3KOI 4acTOTOM BHIOBIBAaHUS
U3 HMCCIIEI0OBAaHUS BCIIEACTBUE HEKENATENbHBIX SIBICHUN CO CTOPOHBI MEYEHH IO CPABHEHUIO C
muknopeHakoM. B oO0benunennoit Ilporpamme MEDAL 0,3% mnanueHToB, MOTy4aBIIUX
TOPUKOKCHO, W 2,7% TAaIMeHTOB, MONYyYaBIIUX TUKIO(PEHAK, BHIOBUIM W3 HCCIEIOBaHUS
BCJIE/ICTBHE HEXKENATEIbHBIX SIBICHUN CO CTOPOHBI eueHU. YacToTa HexenaTreabHbIX ABJICHUIN Ha
100 marmenTo-ner coctaBuia 0,22 mnsa sropukokcuba u 1,84 must aukinodenaka (p <0,001 mns
TOPUKOKCHOA B CpaBHEHHH C JUKIOpeHaKoM). Tem He MeHee, OONBIINHCTBO HEXKEIaTeIbHBIX
sABIICHUH co cTopoHsl nedeHu B [Iporpamme MEDAL 6butn Hecepbe3HBIMHU.

Jlononnumenvhvie OanHble NO 0E30NACHOCMU, CBA3AHHbIE C MPOMOOMUYUECKUMU CEePOeYHO-
COCYOUCbIMU S8NeHUAMU

B xiuHMYecKkHX uCCIENOBaHMAX, 3a HCKIoueHueM uccienoBanuit I[lporpammer MEDAL,
npubimsutensHo 3100 manveHToB MoNydand 3TOPUKOKCHO B go3e >60 Mr B JeHb B TCUCHHE
12 nenens wim goabine. He Obu10 00HAPYKEHO 3aMETHBIX Pa3IMUUil B 4aCTOTE MOATBEPKIECHHBIX
CEPbE3HBIX TPOMOOTHYECKUX CEpPJCUYHO-COCY/UCTHIX SBJICHUN Yy TMalUMEHTOB, MOJYYaBIIMX
3TOpUKOKCHO B 7103€ >60 mr, mnane6o win HIIBII, ne coneprkamue HanpokceH. Tem He MeHee, B
CpPaBHEHHUHU C MAlMEHTaMH, MOJyYaBIIMMH HampokceH B go3e 500 mr 1Ba pas3a B J€Hb, 4acTOTa
9THUX SIBJICHUI ObliIa BBIIIE Y MALIMEHTOB, OJyUYaBIINX 3TOPUKOKCHO. Pa3HuIla B aHTHArperaHTHOM
akTUBHOCTH Mexay HekoTopeiMu HIIBII, warnoupyrommmu I[MOI'-1, u cenexkTUBHBIMU
uaruOuTopamu [[OI'-2 MoOXkeT UMeTh KIMHUYECKOE 3HAUYCHHE Y TAI[MEeHTOB M3 TPYIIBI PUCKA
paszButust TpoMOosIMOonmueckux sBiaeHuil. CenextuBHble uHTHOUTOpPHI L[OI'-2 momaBmsroT
00pa3zoBaHNE CUCTEMHOTO (M, KaK CJIEJACTBHE BO3MOXKHO, SHIOTEIIMAILHOTO) MPOCTAIIUKIINHA, HE
BIMSAS Ha TpoMOouMTapHBIA TpomOokcaH. KinHMueckas 3HAUMMOCTh ITHX HaONIOJEHUN He
yCTaHOBJICHA.

ﬂOl’lOJZHumeﬂbele OaHHble no 6e30nacHoCmu 6 OMHOULEHUU afcefzydowo-xumewozo mpaxkma
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B nByX ABOMHBIX CIEMBIX YHAOCKOIMMYECKUX H ‘cne/:[OBaEme %%ﬁbﬁ;@ﬂk}%én&r 1‘&1:—1 enelnn

KyMYJISITUBHAsE 4acTOTa Pa3BUTHUS TacTPOAYOJCHANBHBIX $3B ObUIA 3HAUUTENHHO HUXKE Y
NAIMEHTOB, IMOJIyYaBIIUX 3TOPUKOKCUO B mo3e 120 Mr oauH pa3 B J€Hb, YeM y NAIUEHTOB,
MOJTy4aBIINX HampoKceH B go3e S00 mr nBa pasa B AeHb WK uoynpodeH B 1o3e 800 mr Tpu paza
B JIeHb. YacToTa pa3BUTHUSA 3B ISl STOPUKOKCHOA ObLiIa BEIIIE 10 CPABHEHUIO C TIa1e0o0.
Hccneoosanue hynkyuu novex y noscunvix

B paHmoMu3upoBaHHOM JBOWHOM CJIETIOM IUTAle00-KOHTPOJIMPYEMOM HCCICIOBAaHUU B
napauieIbHbIX TPYIIaX OICHUBAIU BO3ICUCTBHE 15-THEBHOU Tepanuu 3TOpuKoKkcrOoMm (90 mr),
nenexkokcrbom (200 Mr 1Ba pasa B JieHb), HanpokceHoM (500 Mr 71Ba pasa B JIeHb) U I1arie0b0 Ha
BBIBE/ICHHUE HATPUS MOYKAMU, apTEPUATBHOE JIaBJICHUE U JIPYTUe MOoKazaTrean (PYHKIUU MOYEK Y
NanueHToB B Bo3pacTe oT 60 go 85 yer, mosydaBIIMX palMOH C COAEpKAHMEM HaTpus
200 MPKB/CYT. DTOPUKOKCHO, IETEKOKCHO M HAIPOKCEH uepe3 2 HeNeNH JICUCHHS OKa3bIBaIH
CXOJHOE BJIMSHHME Ha BBIBEJCHHE HATpUs MOYKaMU. Bce aKTHBHBIE Npenaparbl CpaBHEHUS
MPUBOMIIA K YBEIIMUEHUIO CUCTOIMYECKOTO apTEePHATLHOTO JIABJICHHS OTHOCUTEIBHO TUIaebo,
OJIHAKO Teparus YTOPUKOKCUOOM IPUBOIUIIA K CTATUCTUYECKH 3HAUMMOMY yBEIIMYCHHIO Ha 14-i
JIeHb TI0 CPaBHEHHIO C ILIEJIEKOKCHOOM M HAmpOKCEHOM (CpelHee M3MEHEHHE CUCTOJIMYECKOIo
apTepHalIbHOTO JIaBJICHUS [0 CPABHEHUIO C UCXOIHBIM 3HAYEHUEM: STOPUKOKCUO — 7,7 MM PT. CT.,
HEIEeKOKCHO — 2,4 MM PT. CT., HAPOKCEH — 3,6 MM PT. CT.).

5.2. dapmakoknHeTHYECKHE CBOICTBA.

Abcopoyus

DTOPUKOKCHO XOPOIIO BCACHIBACTCS MPHU MpUEME BHYTPh. AOCOIIOTHasE OMOAOCTYIMHOCTh MPH
npueMe BHYTpb cocTaBiseT okosio 100%. Ilpu npuMeHnenun npenaparta y B3pOCibIX HAaTOILAK B
no3e 120 Mr oauH pa3 B CyTKH JO JOCTHIXKEHHMS PAaBHOBECHOI'O COCTOSIHUSI MaKCHUMallbHast
KoHIEeHTpanus (Cmax) cocTaBiseT 3,6 MKr/Mi1. BpeMs 1oCTH)eHN MaKCHUMalTbHON KOHIICHTPAIUN
(Tcmax) B 1a3Me kpoBu — 1 9 mocie npuema npenapara. CpeHssi reoMeTprdecKast TUIonaab moT
kpuBoil (AUCo244) cocTaBmsia 37,8 Mkred/mii. @apMakOKHHETHKA 3TOPUKOKCHOA B Tpenenax
JIMana3oHa TeParneBTUYECKUX 103 HOCUT JIMHEUHBIN XapakTep.

[Tpu mpueme sToprukokcuda B 103¢ 120 MT BO BpeMst €151 (€712 ¢ BRICOKUM COJIEP)KaHUEM KHUPOB)
He Ha0JT10/1a710Ch KIIMHMYECKH 3HAYMMOT0 BIIUSHUSI Ha cTeneHb adbcopOuuu. CKopocTh abcopOruu
M3MEHSJIACh, YTO MPUBOIMIO K CHMKEHHIO Cmax Ha 36% U yBenuueHUIo Tmax Ha 2 4. /laHHBIE
pe3yNbTaThl HE CYHTAIOTCS KIWHUYECKH 3HAYMMBIMU. B KIMHMYECKHUX HCCIEIOBAHUSIX
STOPUKOKCHUO MPUMEHSIICS HE3aBUCUMO OT MpHeMa MHIIH.

Pacnpedenenue
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OropukokcuO mpubIM3nUTENbHO Ha 92% cBSA3BIBACTCA C 6‘9&&@%%@1@&%@%@? HoBerd :'npn

koHreHTpanusax 0,05-5 mxr/mi. O0beM pacripeieieHus B PaBHOBECHOM COCTOSIHUH (Viss) Y
YyeJIoBeKa cocTaBisieT okoiio 120 1.

DTOPUKOKCHO MPOHUKAET Yepe3 TUIAIICHTAPHBIN Oapbep U reMatodHIedanrnueckuii 6apsep.
Memabonusm

DTOpUKOKCHO HHTEHCUBHO MeTabomu3upyercs, <1% m03bI BBIBOJUTCS TOYKAMH B HEU3MEHEHHOM
Buge. OcHOBHOM myTh Merabosm3Ma— o00Opa3oBaHHE O'-TUAPOKCUMETUI MPOU3BOAHOIO,
karamusupyemoe ¢depmentamu CYP. CYP3A4, mo-Buammomy, crocoOCTByeT MeTabom3mMy
3TOpUKOKCHOa in vivo. UccnenoBanus in vitro ykaseiBatoT, uto CYP2D6, CYP2C9, CYP1A2 u
CYP2C19 Ttakxe MOTYT KaTaJH3HpPOBATh OCHOBHOW IMyTh MeTabO0IU3Ma, HO UX KOJIMYECTBEHHOE
BO3JICMCTBHUE N VIVO HE U3Y4aJlOCh.

Y dgenoBeka WIACHTHU(PHUIMPOBAHO MATH META0OMUTOB. (OCHOBHBIM META0OJUTOM SIBJISIETCS
6'-KapOOKCHAIIETHIIITOPUKOKCHO,  0Opa3ylomuiicss  TPH  JIONMOJHUTEIBHOM  OKHCIICHUH
6'-TUIPOKCUMETHIIPTOPUKOKCHOA. DT OCHOBHBIE METa0ONUTBI HE OO0NaJaloT 3aMEeTHOMH
AKTUBHOCTBIO, OO SIBISIOTCS TONBKO crnabbiMu uHTHOMTOpamu [[OI'-2. Hu omuH u3 3THX
MeTabonuToB He nHrnoupyet L{OI-1.

Buigedenue

[Tocne omHOKpPATHOTO BHYTPUBEHHOTO BBEICHUS 3I0POBBIM JOOPOBOJBIIAM MEYEHOTO
PaznoaKTUBHOTO 3TOPUKOKCcHOa B 103e 25 Mr 70% paanoakTHBHOCTH OOHApPYKMUBAIOCh B MOUE U
20% — B Kkane, NMpPEeMMYIIECTBEHHO B Buae MeTabonmutoB. Menee 2% oOHapyXHUBaJloCh B
HEU3MEHEHHOM BHJIE.

BriBenenmne 3Topukokcrba MPOUCXOTUT B OCHOBHOM ITyTE€M MeETaboJM3Ma C IMOCIETYOIIHM
BBIBE/ICHUEM Yepe3 MOYKH.

PaBHOBECHBIE KOHIICHTPAIIMK 3TOPUKOKCHOA TPH €XKeIHEBHOM mpueMe 120 Mr JTOCTHUTAOTCA
yepe3 CeMb CYTOK C KO3((UIMEHTOM KyMYJSIUU OKOJIO 2, YTO COOTBETCTBYET IEPHOIY
MONTyBBIBeIeHUST OKoJo 22 4. [lma3sMeHHBIH KIUPEHC TOCIe BHYTPHUBEHHOTO BBEICHHUS 25 MT
COCTaBISIET MPUOIU3UTENHHO 50 MIT/MUH.

Xapaxmepucmuxu 6 0cobblx cpynnax naduyuermoe

Hoowcunvie

dapMaKOKHHETHKA Y MOKUIIBIX (B BO3pacTe 65 JIET U cTaplie) conocraBuMa ¢ papMakOKMHETUKON
Yy MOJIOJBIX.

Ion

dapMaKOKMHETHKA YTOPUKOKCHOA CXOAHA Y MYKYHH H JKCHIIUH.

Ileyenounas neoocmamounocms
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VY nanuueHToB ¢ HapyHIeHUAMH QYHKIUU TTeYeHH JETKON (!jlle_'n-eglg‘g&écrmgl %EIUIO'B né 1 -Rane

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Yaiina-I1er0) mpuém 3Topukokcuda B 1o3e 60 Mr 0JIMH pa3 B CyTKU COMPOBOXKIAJICS YBEIMUYECHUEM
cpeanero 3HaueHns AUC npubnusutensHo Ha 16% MO0 CpaBHEHMIO CO 3JI0POBBIMH JIMLAMH,
MIPUHUMABILIMMU IIpEnapar B TOM e 103e.

VYV manweHToB ¢ HapymieHUsSMH (YHKIMH TIEYCHH CPeIHe cTeneHu Tspkectd (7-9 6aiioB 1o
mkane Yainn-I1p10), mpuHUMABIIMX 3TOPUKOKCHO B 03¢ 60 Mr uepe3 JieHb, CpeIHEe 3HAUCHHE
AUC 0b110 TaKUM XK€, KaK Y 3A0POBBIX JIHII, IPUHUMABIIMX 3TOPUKOKCHO 60 MI OJIMH pa3 B JEHb.
Otopukokcu6 B 103¢ 30 Mr oMH pa3 B J€Hb HE U3Yy4asCs B JAHHOU TOIYJISIIH.

JlanHble KIMHUYECKUX WM (HapMaKOKMHETHYECKHX MCCIEIOBAaHUN Y MAlMEHTOB C TSDKEIBIM
HapyumeHneM ¢yHkiuu nedeHu (>10 6amnos no mkane Yaitna-I1s10) OTCyTCTBYIOT.

Tloueunas nedocmamounocmo

dapMaKOKMHETHKA OJHOKPATHOTO NMPUMEHEHHS 3TOPUKOKCHOa B j03¢ 120 Mr y mamueHToB ¢
HapyHICHUSIMH (YHKIMH TOYEK CpeJHEH M TsDKEIOW CTeNneHW M MalMeHTOB ¢ TepMHUHAIbHON
cTagueil 3a00eBaHus MOYEK, HAXOMALIMXCS Ha TeMOAMAIN3E, CYIIECTBEHHO HE OTINYanach OT
nokasaresieil y 370pOBBIX JIMI. ['eMonuann3 HEe3HAYMTEIbHO BIMUI Ha BBIBEIEHHUE (KIMPEHC
nuann3a — okosio S0 mu/mun) (cM. pasaenst 4.3. u 4.4.).

Iayuenmur 0emckoeo 6o3pacma

dapMakOKMHETHKAa ATOPUKOKCHOA y MAIMEeHTOB JETCKOro Bo3pacta (B Bo3pacte <12 jer)
HE U3y4alach.

B papmakokuneTnueckom uccieaoBanuu (n=16), mpoBOAUBIIIEMCS y MIOJPOCTKOB (B BO3pAcTe OT
12 no 17 ner), hapMakOKMHETHKA Yy TOJIPOCTKOB ¢ Maccor Tema oT 40 mo 60 kxr mpu npueme
3TOpUKOKCHOa B 103e¢ 60 MI OJIMH pa3 B JICHb U y MOJIPOCTKOB ¢ Maccoil Tena >60 Kr npu npueme
3TOpUKOKCHOa B 03¢ 90 M oJIMH pa3 B JIeHb Obla aHaJOrMYHA (DapMaKOKMHETHKE y B3pPOCIBIX
pu TpueMe 3TopuKokcuba B o3¢ 90 Mr oauH pa3 B JeHb. be3omacHocTh U 3 (PEeKTUBHOCTH
ATOPUKOKCHOA y MAIMEHTOB JIETCKOT0 BO3pacTa He yCcTaHOBJICHA (CM. pasnen 4.2.).

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. IlepeyeHb BCIOMOTraTeIbHBIX BeLIECTB.

AHopo mabremku.

Kanbius ruapodocdar,

IEJUTI0JI03a MUKPOKPUCTAJUINYECKas,

KPOCKapMeJu103a HaTpHs,

MarHusi creapar.

Obonouxa madbnemxu:

BOCK KapHayOCKuii,

JIAKTO3bI MOHOTUAPAT,
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THIPOMEIIIIO3a,

TUTaHa INOKCUJ,
TpUALICTHH,

AITFOMUHHEBBIN JIAK Ha OCHOBE Kpacutens naaurokapmuna (E132),
KpacuTenb xkee3a okcu sxentoii (E172).

6.2. HecoBMeCcTUMOCTb.

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEHHUSs ).

3 roxa.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHHUH.

Xpanuts npu remrneparype He Boie 30 °C.

6.5. XapakTep u coaep:kaHue NePBUYHONH YIIAKOBKH.

ITo 7 unm 14 Tabnerok B OnmcTep M3 KOMOMHUPOBAHHOTO MaTepuala U aTlOMUHHEBOH (posbru.
ITo 1, 2 nnu 4 6ucTepa BMECTE ¢ MHCTPYKITMEH TI0 MPUMEHEHHIO B KAPTOHHYIO TTAUKY.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHUYTOKEHHHM HMCIHOJIb30BAHHOIO
JICKApCTBEHHOI0 MNpenapara WJIM OTX0A0B, TMOJYYEHHBIX IOCjde TNPHMEHEeHHus:
JICKapCTBEHHOI'0 Npenapara, ¥ Ipyrue MaHuIyJ/JsIMUH C penapaToMm.

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIHIMUOHHOI'O YIOCTOBEPEHUSA

Poccniickas @enepanvs

00O «Opranon»

yia. Tumypa @pynse, a. 11, ctp. 13

r. Mocksa, 119021

Ten.: +7 (495) 411-58-85

7.1. IlpeacTaBuTeNb AEPsKATE/S] PETHCTPANMOHHOIO Y10CTOBEPEeHHUSI.

IIpemen3zuu nompebumeneti HanpasiAmMs No aopecy:

Poccuiickas @enepanus

00O «Opranon»

yi1. Tumypa ®@pynse, 1. 11, crp. 13

r. Mocksa, 119021

Ten.: +7 (495) 411-58-85

aJipec dNEKTPOHHOM mouThl: dpoc.russia@organon.com

Pecniyonmka Apmenus, Pecriyonuka benapych

00O «Opranon YkpauHa
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np. bepecreiickuii, 1.53

r. Kues, Ykpauna, 03067
tein.: +38 (044) 392-21-44
daxc: 011 38 044 390 38 48

8. HOMEP PETUCTPAIHMOHHOI'O YAOCTOBEPEHUSA

JITI-Ne(000508)-(PT-RU)

9. TATA NEPBUYHOM PETUCTPAIIMU (IIOATBEPXJIEHUS PEIMCTPAIIMU,
MNEPEPETUCTPALIUN)

Hata nepBuunoii peructpauun: 18.01.2022

10. JATA HEPECMOTPA TEKCTA

OO01mas xapaKTepuCcTHKa JEKapCTBEHHOTO MpenapaTa ApKOKCHa IOCTyIHA HAa HH(GOPMalMOHHOM
noptaie EBpazuiickoro 3KOHOMHYECKOTO COI03a B MH(OPMAITMOHHO-KOMMYHHUKAIIHOHHON CETH

«MuTepueT» https://eec.eacunion.org/
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