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ot 25.09.2025 N= 24107

KAPCHHEHHOPG AT A 1205

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA

OTOPUKOKCHB BEJI®APM, 30 mr, TaGIETKH, TOKPHITHIE TUICHOYHON 000JIOUKOA.
OTOPUKOKCHB BEJI®APM, 60 mr, TaOIETKH, TOKPBITHIE TUICHOYHON 000JIOYKOMA.
OTOPUKOKCHUB BEJI®APM, 90 mr, TabieTKH, TOKPHITHIE TUICHOYHON 000I0YKO.
OTOPUKOKCHUB BEJI®APM, 120 mr, Ta0NeTKH, MOKPBITHIC MJICHOYHONW 000JIOUKOH.

2. KAUECTBEHHBIN 1 KOJITMYECTBEHHBIN COCTAB

JleiicTByro1ee BemecTBO: 3TOPUKOKCHO.

DOTOPUKOKCHUB BEJI®APM, 30 mr, TaOJIETKH, ITOKPHITHIE INIEHOYHON 000JI0YKON

Kaxxnas Tabnerka, mOKpbITas INIEHOYHOM 0007109KO0#, cogepkUT 30 Mr 3TOpUKOKCHOA.

OTOPUKOKCUE BEJIDAPM, 60 mr, TabaeTKH, HOKPBITHIE INIEHOYHOW 000JI0UYKOMI

Kaxxnas Tabierka, mOKpbITasi INICHOYHOH 000JI0UKOH, cofep)UT 60 Mr 3TOpUKOKCHOA.

STOPUKOKCHUB BEJI®OAPM., 90 Mr, TabJIETKH, ITOKPHBITHIE TNIECHOYHON 000JI0YKON

Kaxxnas Tabnerka, moKpbITas INIEHOYHOM 0007109KOH, cofep uT 90 Mr aTopukokcuoa.

OTOPUKOKCUE BEJIDAPM, 120 mr, Ta0JIeTKH, ITOKPHITHIE INIEHOYHON 000JI0OYKOM

Kaxxnas tabnerka, mOKpbITas MIEHOYHONU 000JI0UKOM, coaepKUT 120 Mr sTOpUKOKCHOA.

[TonHbIN TIepevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBENICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabyeTku, MOKPHITHIEC TNIEHOYHOU 000TOUKOMA.

Kpyrible OBOSIKOBBINTYKJIbIE TAOJIETKH, MOKPBIThIE TUIEHOYHON 000JI04KOW O€n0ro Mid MOYTH

0esoro 1Bera.

Ha MOIMNCPCUHOM pa3pe3C — AP0 0eIoro MM OENIOro C JKEJITOBAaThIM OTTEHKOM OBCTA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHUIO

[Tpennapatr OTOPUKOKCHUB BEJI®APM mnoka3aH K IPUMEHEHHIO y B3pOCIBIX U MOAPOCTKOB B

BO3pacre oT 16 Jer.

- Jleuenne XpOHHUYECKOM 00JIM B HIDKHEW YaCTH CITUHBI.

- CumrroMmaTadeckas TCparunsia

OCTEOaPTPHTA,

PEBMATOMIHOTO apTpura,

AHKWJIO3UPYIOIICTO CIIOHAUJIUTA, oomu " BOCHTAJICHUS, CBA3AHHBIX C OCTPBIM MNOAArpU4YCCKUM

apTPHUTOM.

- Kpartkocpounas Teparnusi yMepeHHOW OCTpOi 00JIM MTOCIIE CTOMATOJIOTHYECKUX OTepaIui.
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000CHOBAHO C Y4eTOM OOIIUX PUCKOB ISl KAKIOTO0 KOHKPETHOTO MalueHTa. (cM. pa3aenst 4.3. u
4.4.)).
4.2. Pe:kuM 103UPOBAHUS M CITOCO0 NMPUMEHEHUs

PexxuM 1o3upoBaHus

Tak Kak pHUCK OCIIOKHEHUH CO CTOPOHBI CEPJACYHO-COCYAMCTOM CHUCTEMbI MPU MPUMEHEHUU
ceNIeKTUBHBIX MHTHONTOPOB L{OI'-2 MOKET MOBHIIATHCS B 3aBUCHMOCTH OT JIO3bI U [UTUTEITLHOCTH
Tepanuu, JOJDKEH MPUMEHSTHCS MaKCHUMalbHO BO3MOXKHBIM KOPOTKUM KypC M HaWMMEHbILAst
s dexTuBHas cyrouyHas ao3a. Heo6XoauMo nmpoBeieHre MepruondecKoil OIEHKH MOTPEOHOCTH
MaIUeHTa B 00JISTYeHUU CUMITTOMOB H €T0 PEAKIIMH Ha TPOBOAMMYIO Teparuio (CM. pasnen 4.4.).
Ocmeoapmpum

Pexomennyemas no3a cocrtasiser 30 mr win 60 Mr oiMH pa3 B JI€Hb.

Pesevamouonwiii apmpum

Pexomengyemast no3a coctaBiasier 60 Mr oauMH pa3 B JIeHb. Y HEKOTOPHIX MAIMEHTOB C
HEJOCTAaTOYHBIM OOJIETYeHHEM CHMIITOMOB MPUEM YBEIMYCHHOW 11036l 90 MTI OJUH pa3 B JICHBb
MOXXET MOBBICUTH A PekTUBHOCTD. Ilocne crabuan3anuu KIMHHYECKOTO COCTOSHUS TallueHTa
11e1ecO000pa3HO MOHU3UTh THTPOBaHHEM 03y 10 60 Mr oauH pa3 B JeHb. [Ipu oTcyTcTBUM
YCWJICHHS TEPANEBTUYECKOTO ACHCTBUS CIEAYET PACCMOTPETh APYTrUe BapHaHTHI JICUCHHS.
AHKURO3UpyrOWULL CNOHOUIUM

Pexomennyemas nosza cocraBisier 60 Mr OOuH pa3 B JIeHb. Y HEKOTOPBIX MaIl[MEHTOB C
HEJOCTAaTOYHBIM OOJIETYeHHEM CHMIITOMOB MPUEM yBENIWYeHHOW 1036l 90 MI OuH pa3 B JIeHBb
MOXET MOBBICUTH AP PekTuBHOCTD. [locie crabunm3anuu KIMHUYECKOTO COCTOSIHUSI TAIlMeHTa
11eJIECO00Pa3HO MOHU3UTh TUTpPOBaHUEM 103y 10 60 Mr oguH pa3 B AeHb. [Ipu orcyTcTBUUM
YCUJICHUS TEPANEBTUYECKOTO ACHCTBUS CIEAYET PACCMOTPETh APYrHe BapHUaHThI JICUCHHUS.
XpoHnuueckas 6016 8 HUJICHEN YACTMU CRUHDBL

Pexomennyemass no3a cocrasisier 60 Mr oluH pa3 B €Hb. [[pOAOIKUTEIBHOCTh JICUEHUSI HE
JIOJ>KHA TIPEBBIIATE 12 HEAeNb.

Cocmosinus, conpogodicoarowuecs ocmpotl 601610

[Tpu coCcTOSTHUSX, COMTPOBOXKIAIOLTUXCS OCTPOH 00ITBIO, ITOPUKOKCHO CIIEAYET MPUMEHSTh TOJIBKO
B OCTPBIN CUMIITOMaTUYECKUH TTEPUO.

Ocmpulii nooazpudecKuii apmpum

Pexomenayemast no3a cocrasusier 120 Mr oguH pa3 B ACHb.

[TpomomKUTETLHOCTD IPUMEHEHHS Ipernapara B 1o3e 120 Mr coctasisiet He Oonee 8 aHEH.
Ocmpas 6016 nocie CMmomamoi02udecKux onepayuil

Pexomenayemas mo3a cocraBiser 90 mr onuH pa3 B JeHb. [Ipu jeueHun octpoil 6omu mocie
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CHUMIITOMAaTUYE€CKUN TIEPUO/], OTPAHUYCHHBI MaKCUMaJIbHON MPOIOIHKUTEIBHOCTHIO 3 JHSL.
J103b1, TPEBBIMIAIONINE PEKOMEHJOBAHHBIE JUIS KaKJOro MOKa3aHWs, JUOO0 He 00JaaaroT
JIOTIOJTHUTEILHOU 3 (EeKTHBHOCTBIO, JTMO0 HE U3yYaInUCh. Takum oOpa3om:

— CyTOYHas J103a MPU OCTEOAPTPUTE HE J0JKHA IpeBbImath 60 mr;

- CYTOYHas J03a [P PEBMAaTOUIHOM apTPUTE HE JO0JKHA IpeBbIath 90 mr;

- CyTOYHas J03a NP aHKUJIO3UPYIOIIEM CIIOHIUINTE HE JIOJKHA MpeBbImatTh 90 Mmr;

— CyTO4YHas 103a IIpu XpOHH‘ICCKOﬁ 00/IM B HMDKHEHM YacTH CITMHBI HE AO0JIDKHA IIPEBbIIIATh

- MaKCHUMaJIbHasl MPOJOKUTENILHOCTD JICUEHUS! OrpaHHYeHA IEpruoIoM 12 Henelnb;

— CYTOYHAs 71032 MPU OCTPOM IOJArpUUYECKOM apTpUTe HE NOJKHA IpeBbimarh 120 mr;
MaKCHUMaJbHas MPOJI0JKUTENBHOCTD JICYSHHsI OTpaHUYEHA IEPUOAOM 8 THEI;

— CyTOYHas J103a JJi1 KYy[IMPOBaHUsI OOJIM MMOCIIE CTOMATOJIOTMYECKHUX OMepanuil He JOKHA
npesbimiath 90 Mr; ¢ OrpaHU4eHUEM MAaKCUMaJIbHO 3 JIHS.

Tak Kak PHUCK OCIIOKHEHHH CO CTOPOHBI CEPIACYHO-COCYAWUCTON CHCTEMBI MPH MPUMEHEHHU
cesIeKTUBHBIX MHTHONTOpOB L{OI'-2 MOKET MOBBIIATHCS B 3aBUCUMOCTH OT J103bI U JUTUTEILHOCTH
Tepanuy, JTOJHKEH MPUMEHSAThCS MaKCHMAaJbHO BO3MOXKHBIM KOPOTKHMN KypCc M HaMMEHbIlas
s dexTruBHas cyrouHas no3a. Heo6xoauMo npoBeneHre mepuoandeckoi OIeHKH MOTPEOHOCTH
HaryeHTa B 00JerYeHnH CUMITTOMOB H €0 PEaKIH Ha IPOBOANMYIO TEPAIIHIO.

Oco0bIe I'pynnbl DaMCHTOB

Tayuenmoi nodcunozo eospacma

Koppekuuu 103bl y ManueHTOB MOXKWIJIOrO Bo3pacTa He Tpedyercs. Kak u mpu npruMeHeHuu
JIpYTUX JIEKapCTBEHHBIX IpenaparoB, NpU MPUMEHEHHWU Ipernapara y MalMeHTOB MOXKUIIOrO
BO3pacTa cieayeT co0It0IaTh OCTOPOKHOCTE (cM. pazaen 4.4.).

Tayuenmoi ¢ Hapywenuem hyHKkyuu novex

Koppekiius 10361 y MaliMeHToB ¢ KIUPEHCOM KpeaTuHrHa >30 MJI/MUH HE TpedyeTcs (CM. pasaen
5.2.). [IpuMeHeHMEe 3TOPUKOKCHOA Y TTAIIMEHTOB C KIIMPEHCOM KpeaTuHuHa <30 MJI/MUH ITPOTHBO-
nokasaHo (cM. paszaenst 4.3. u 4.4.).

Iayuenmoi ¢ HapywieHuem QyHKyuu neveHu

HezaBucruMo oT nmoka3zaHus K IPUMEHEHHIO MAMEHTaM ¢ HapyHIIeHUs MU (YHKIUU ITeYSHH JIeTKON
cTeneHu TsokecTH (5—6 6amos no mkane Yaitna-I1sio0) He cneayet npeBbimath 103y 60 Mr ouH
pa3 B jAeHb. [lanmeHtam ¢ HapymeHMsAMH (QYHKLUMHU MEYEHU cpenHeill crenmeHu TspkecTH (7—
9 6amtoB mo mxkane Yaiina-ITpi0) He3aBUCMMO OT MOKa3aHUS K MPUMEHEHHIO HE CIeayeT
MpeBbIIATh 103y 30 MI OJIMH pa3 B JICHb.

Pexkomenayetcsi cobo1aTh OCTOPOKHOCTh Y TMALIMEHTOB C HApyHICHUAMHU (DYHKIUU TEYEHU
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B cBs13u ¢ OTCYTCTBHEM KIIMHUYECKOTO OTBITA Y MAMEHTOB C TSHKEJIBIMUA HAPYIICHUSIMH (DYHKIIMH
nedyeHu (=10 6amnoB no mkane Yaina-I1Ier0) npenapar npoTUBONOKa3aH Ul JaHHON IPYyIMIIbI
nanueHToB (cM. pazaeinsl 4.3.,4.4. 1 5.2.).

eTu
DTOpUKOKCHO TPOTUBOTIOKA3aH IS IETEH U MOAPOCTKOB B Bo3pacTe 110 16 met (cMm. pazaen 4.3.).

Cnoco0 npuMeHeHus

BHyTpb, HE3aBUCHMO OT MpUEMa MUILH, 3al1Bas HEOOJIBIIMM KOJIMYECTBOM BOJIBI.

4.3. IlpoTUBONOKA3AHHS

— ['unepuyBCTBUTENFHOCTD K STOPUKOKCHOY MITH K JIFOOOMY M3 BCIIOMOTATENIbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pazzaene 6.1.

— SI3BeHHass OoJe3Hb JKelMyaka WM 12-IepCTHOM KUIIKM B CTaAuU OOOCTPEHUs WU
AKTHUBHOE JKEIyJOUYHO-KUILIEYHOE KPOBOTECYCHHUE.

— [lomHOE WM HEMONHOE COYeTaHHWEe OpOHXHAIBHOW aCTMBI, OCTPOrO pPUHHTA,
pPeLUUAMBHUPYIOIIETO IOJMIO3a HOCA M  OKOJOHOCOBBIX Ma3yX U  HENEPEHOCHUMOCTH
AUETWICAIMIWIOBOM  KHCIOTBl  WIH HEIEPEHOCUMOCTH  JIPYTUX HECTEPOMIHBIX
IPOTHBOBOCTIAJIMTEIBHBIX IpEnapaToB (B TOM YHCIIE B aHAMHE3e).

— bepemeHHOCTB U IEpHO IPYIHOTO BCKapMIIMBAHMS.

— Tsoxenble HapymieHuss (QYHKIMU TE€4YeHU (CHIBOPOTOYHBIA ambOyMuH <25 /1 wim
>10 6amnos mo mkane Yanna-I1sro).

— Tspxenas noyeyHast HEAOCTATOYHOCTD (KIMPEeHC KpeaTuHUHA <30 MJI/MUH).

— Jetckuii Bo3pact 10 16 ner.

— BocnanurensHble 3a00/1€BaHus KUILIEYHUKA.

- Xpounueckas ceppednas HegoctaTouHocTh (I1-1V dyHkimonansHbli ki1ace mo NYHA).
— HekonTponupyemass  aprepuajibHas  TUIEPTEH3Us, NpPU  KOTOPOM  IOKa3aTesn
apTepHalIbHOTO JaBlieHus CTOMKO npeBbimaoT 140/90 MM pr.cT.

— [TonTBepkieHHass umeMuueckas OoJie3Hb cepana, 3a0ojieBaHUS MNepUPEPUUECKUX
apTepuil W/unu nepedpoBacKysipHbIe 3200I€BaHMUS.

— IlonTBepkeHHas TUIIEPKATUEMMUSL.

— IIporpeccupyromiee 3a001€BaHNE MOYEK.

4.4. OcoOble ykazaHMsl U1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBLIO

Crnenyer coOmoaTh OCTOPOXKHOCTh NpU MPUMEHEHMM IIpernapara y CIEAYIOMIUX TPy
NalMEHTOB:

- ManuCHTBI C IMOBBIIICHHBIM PHUCKOM pPa3BUTHUA OCJIO)KHEHUM CO CTOPOHBI KEJIYAOYHO-
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npenaparos (HIIBII); manueHTsl MOXKUIOro BO3pacTa, OJHOBPEMEHHO NMPUHUMAIOIIME pYrue
HIIBII, B Tom 4mcne aneTHICATUIMIOBYIO KUCIOTY WIM MalueHThl ¢ 3a0oneBanusimu JKKT B
aHaMHe3€e, TAKMMHU KaK s3BEHHasi 00JIE3Hb U JKeJlyJ0YHO-KHUIIEUHbIe KPOBOTEUECHHUS;

- NalMEHThl, UMEIOLE B aHaMHe3€e (PaKTOpbl PUCKA CEePACUHO-COCYAUCTBIX OCIIOKHEHUH
(Takue KaK AUCIUIHICMUS/ TUNICPIIMIIHIEMHUSI, CAaXapHBIi Ua0eT, THIICPTeH3HS, KypeHHeE);

— NAIMEHTHI, UMEIOIEe B aHAMHE3€ CEpJICUHYI0 HEJOCTaTOYHOCTh, HapyIIeHHE (YHKIHH
JIEBOT'0 JKEJIY/I04KA WM TUIIEPTEH3UIO, U MALMEHTHI C IPEIUIECTBYIOIUMHI OTEKaMU U 3aJ1ePKKOH
KHUJIKOCTH;

— NalMeHTaM ¢ HapyImeHHsIMA (QYHKIMH [TEYEeHH JIETKOW CTETIeHU TsDKECTH (5—6 6ayioB 1o
mkane Yaina-Ileto) He crnenyer mpeBwlmiaTh 103y 60 mMr oauH pa3 B AeHb. [lanmeHTtam c
HapyleHUsIMU GYHKINU IEYeHU cpeAHel creneHu TsokecTH (7-9 6amioB no wmkane Yaina-I1sto)
HeJIb3sl IPEeBbILATh 103y 30 MI OZJMH pa3 B JICHb;

— HAUEHTHI C IeTHApaTalei;

— MAIMEHTHI ¢ HApYIIEHUSMH (GYHKIIUH [TOYEK, OTHOBPEMEHHO PUMEHSIOIINE HHTHOUTOPHI
aHrHOTeH3MHIpeBpamatoiero gepmenra (AIlID), nuypeTuku, aHTAarOHKUCTHI aHTHOTeH3uHA |,
0COOEHHO IOKUJIBIE;

— MAIUEHTHI C KIUPEHCOM KpeaTHHHHA <60 MJI/MUH;

— MNAlUEHThl C NPEIIIECTBYIONIMM 3HAUUTEIbHBIM CHUKEHHMEM (DYHKIMM IIOYEK, C
ocnalneHHOW (yHKIMEH MOoYeK, JAEKOMIEHCHPOBAHHON CEp/leYHON HEZOCTaTOUYHOCTBIO HIIU
LUPPO30M II€YEHH, HAXOAIIKECS B TPYIIE PUCKa IpH JuiTeabHoM npumenennn HITBILL
Cnenyer coOmioaTb  OCTOPOKHOCTh TMPU  COMYTCTBYIOIIEH  Teparuu  CIEAYIOUUMU
JIEeKapCTBEHHBIMU MpenapaTaMu:

- aHTUKOATyJSHTHI (HanpuMmep, BaphapuH);

— aHTHarperaHThl (HampuMep, aleTHIICAIUIIIOBast KUCIO0Ta, KIOMUA0rpen);

- mpenaparsl, MeTaboIU3upYyIomuecs CynbhoTpaHcepazaMu.

Oco0ble yka3anus

Bausnue na srcenyoouno-kuwieyHvll mpaxkm

OTMmeueHbl ciyyan OCJIOKHEHHH co ctopoHbl BepxHux otnenoB JXKT (nmepdoparuu, s3BbI HIN
KPOBOTEUECHHMSI), HHOT/Ia C JIETAIbHBIM UCXO0M, Y MallUEeHTOB, KOTOPBIE MOIyYalu 3TOPUKOKCHO.
Pekomenayercsi coOmogaTh OCTOPOXKHOCTh MPU JICYEHWU IAllUEHTOB C BBICOKUM PHCKOM
pazButus ocnoxkHeHur co ctopoHbl KKT npu npumenennu HIIBII, B yacTHOCTH y TOXKUIIBIX,
MAlACHTOB, KOTOpBIE OJHOBpeMeHHO npumenstor apyrue HIIBII, B TOoM uwmcie
alleTUJICATIUIIMIIOBYIO KUCIIOTY, a TAK)KE Y AllMEHTOB ¢ TakuMu 3a0oseBanusmu JKKT B anamuese,

Kak s3Ba Wi kpoBoTeueHue KKT.
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ctoponbl JKKT (kenyno4HO-KUIIEUHbIE 53Bbl WK Apyrue ocioxHeHus co croponsl XKKT) npu
OJTHOBPEMEHHOM IMPHUMEHEHHH dTOPUKOKCHOA U alleTUIICATMIMIOBOM KHCIOTHI (la)ke B HU3KHUX
J03ax). B 10ArocpouHbIX KIMHUYECKMX MHCCIEAOBAaHUAX HE HAOMI0Jal0Ch JOCTOBEPHBIX
pasnnuuii B otHomeHuu 6e3onacHoct 1t JKKT npu npumMeHeHnu celleKTUBHBIX HHTUOUTOPOB
[1OI'-2 B KOMOMHAITUH C allETHICATMIUIOBON KHCIOTON B cpaBHeHUU ¢ npumenenunem HIIBIT +
alleTUIICATMIIMIIOBas kucioTa (cMm. pasznen 5.1.).

Bnusanue na cepoeuno-cocyoucmyro cucmemy

Pe3ynbpTaThl KIMHMYECKMX HCCIIEAOBAaHMM CBHUJETENBCTBYIOT O TOM, YTO IPUMEHEHHE
JICKApCTBEHHBIX MPETapaToB Kiacca CeIeKTHBHBIX HHTHONTOpoB L{OI'-2 MOKeT OBITH CBSA3aHO C
PUCKOM TPOMOOTHYECKUX SIBJICHUN (0COOCHHO MH(APKTAa MHOKApAA M MHCYJIbTA) OTHOCUTEIILHO
wiane6o u Hekotopbix HIIBII. ITockosibKy pHCK pa3BUTHS CEPAECYHO-COCYTUCTHIX 3a00JIeBaHUM
IpU NpUEME STOPUKOKCHOA MOKET YBEIMUUTHCS IPU YBEJIMYEHUHU 03Bl U NMPOJOKUTEIILHOCTH
NpPUMEHEHHs, HEOOXOIUMO BBIOMpAaTh Kak MOXKHO 0oJjiee KOPOTKYIO TMPOJOJIKHTEIBHOCTD
NpPUMEHEHHS W caMylo HH3KYI 3((dekTuBHYIO CyTouHyI0 n03y. HeoOXxoammo mepuoamuecku
OLIEHUBATh IMOTPEOHOCTh NAllMEHTa B CUMITOMATUYECKOM JICYEHUHM M OTBET Ha TEpaIluIo,
0COOEHHO JJIs1 MAIIUEHTOB C OCTE0APTPUTOM (cM. pazaensl 4.2.,4.3.,4.8. u 5.1.).

[TarimeHTam ¢ 3HAUMMBIMU (PAKTOPAMHU PUCKA CEPIEYHO-COCYIAMCTHIX OCIOKHEHUH (TaKMMH Kak
THIIEPTEH3US, TUIICPIIMITUACMUS, CaXxapHbIi TuadeT, KypeHue) clieAyeT Ha3Ha4aTh 3TOPUKOKCHO
TOJIBKO IOCJIE THIATENbHOM OlleHKH (cM. pa3zen 5.1.).

CenextuBHble uHruOoMTOpHl 11OI'-2 HE ABIAIOTCA 3aMEHOM ALETHIICAIUIMIOBON KHCIOTHI MpU
Npo(UIAKTUKE CEPAEYHO-COCYAUCTBIX TPOMOOIMOOINYECKUX 3a00eBaHUM BCIEACTBHE HX
HEIOCTaTOYHOTO BIMSHUS Ha TpoMmOoumuThl. [loaTOMYy He cieayeT mpekpamarh NpUMEHEHHE
AHTHArPETraHTHBIX MpenapaToB (cM. pasuenst 4.5. u 5.1.).

Bnusinue na ¢hynkyuto novex

[Toyeunslie mpocTariaHAMHBI MOTYT WTPaTh KOMIIEHCATOPHYIO POJb B MOJACP)KaHUHU TIOYSUHON
nepdy3un. IlodToMy, NpW HAIWYAKA YCIOBHH, OTPHUIATENFHO BIHSAIONIMX HA IOYCYHYIO
nepdys3uio, NPUMEHEHHE STOPUKOKCHMOAa MOXKET BbI3BaTh YMEHBLICHHE 00pa3oBaHUs
IPOCTAarJIaHAXHOB U, BO BTOPYIO O4Yepeilb, CHIDKEHUE MMOUYEYHOTO0 KPOBOTOKA, M TAKUM 00pazoM
HapymUTh QYHKIUIO ToYeK. CaMblii OOJBIION PUCK Pa3BUTHS TAaHHON pEaKIuy CYIIEeCTBYET IS
MAIMEHTOB CO 3HAYMTEIBHBIM CHIDKCHHEM (DYHKIIMH TTOYEK, IEKOMIICHCHPOBAHHON CepAeYHOMN
HEI0CTaTOYHOCTHIO MJIM LIUPPO30OM B aHaMHe3€. Y TaKUX MallMeHTOB HEOOXOIMMO OCYIIECTBIISATh
KOHTPOJIb (PYHKITUH MTOYEK.

3aodepoicka sHcudkocmu, omeKu u 2unepmeHsusl

Kak u B ciiyuae npuMeHeHHs APYTUX MpernapaToB, UHTMOUPYIOIIUX CUHTE3 MPOCTarjaHANHOB, Y



.
L

AL

MY OTYETY

10 i ;'u:' HOC TR 0005
MalUeHTOB, TPUMEHSIONINX STOPUKOKCHO, 1a6nmné&cs“1§4ﬂep§xxyzg&lﬂmc¥m - OTEK  ©

TUIEPTEH3NUS.
[Tpumenenue Bcex HIIBII, BkiI0O4ast 3TOpUKOKCHO, MOXKET OBITh CBA3aHO C BOSHUKHOBEHHEM HIIN
pPEeLUIMBOM XPOHMUYECKOHN ceplieuHol HeaocTarouHocTu. MHbopmanus o 3aBucuMocTH 3¢ddexra
3TOpPUKOKCcHOa OT 103bl mpuBeneHa B paszzene 5.1. Crnexyer coOmolaTh OCTOPOKHOCTBH IPH
Ha3HAUYEHUHM JTOPUKOKCMOA TAalMeHTaM, Yy KOTOPbIX B aHaMHe3€ HWMEIOTCS cepaedHast
HEI0CTaTOYHOCTh, HApYIICHHUs (PYHKIUU JICBOTO JKEJIYI0UKa WM apTepHaibHasi TUIIEPTEH3us, a
TaKXe MaleHTaM ¢ yKe UMEIOIIUMUCS OTeKaMM, BOSHUKIIUMH 110 Jr000i qpyroi npuunne. [Ipu
HOSABJICHUM KIMHUYECKUX IPU3HAKOB YXY/IIIEHUS COCTOSHHUS Yy TakuX HAIlMEHTOB CleayeT
HOPEIIPUHITH COOTBETCTBYIOIIME MEPHI, BKIIIOUasi OTMEHY 3TOPUKOKCHOA.

[TpumeHenne 3TOpuKoKcHOa, OCOOCHHO B BHICOKHX J103aX, MOKET OBITh CBSI3aHO ¢ 0oJiee 4acToi
U TSDKEJIOW THIepTeH3uel, yeM mpu npuMeHeHun HekoTopbix Apyrux HIIBII u cenexTuBHBIX
uHru6uropos L1OI'-2. Bo BpeMs jieueHust STOPUKOKCUOOM ciielyeT oOpaTuTh 0co00e BHUMaHUE
Ha KOHTPOJb apTEepHAIbHOTO AaBieHUs (cM. pasznen 4.3.). ApTepuanbHOE JABJICHHUE CICAYeT
KOHTPOJIMPOBATh B TEUEHHE JABYX HEZEIb I10CIIE Hayasa JIEYEeHUS U EPUOINYECKH B TajbHEHIIIEM.
[Ipy 3HAUUTENPHOM TOBBIIEHUHM AapTEPUAIBHOTO JABJIEHHS HEOOXOAMMO pacCMOTPETh
aIbTEPHATUBHOE JICUCHUE.

Bausnue na gpynkyuro nevenu

B xnuHMUYECKUX MCCIeA0BaHUAX TPOAOIKUTEIBHOCTBIO 10 OJHOTO rojia NpuOau3uTesbHo y 1 %
NalMEeHTOB, MOJYYaBIIUX JEeYeHHe ITOpUKOKcnOoM B po3ax 30 mr, 60 mr u 90 mr B CyTKH,
HaOJII0aJ0OCh  MOBBIIIEHWE  AKTUBHOCTUM  ajaHMHaMHHOTpaHcdepassl  (AJIT)  w/mmm
acnaptatamuHoTpancdepassl (ACT) (mpubIM3UTENBHO B TPH 1 00JIee pa3 OTHOCUTEIIBHO BEpXHEH
TPaHULIbI HOPMBI).

Crnenyer HaOdroaTh 3a COCTOSHHUEM BCEX MAIMEHTOB C CHUMITOMAaMM W/WIM TpU3HAKaMU
TUC(YHKIMH MEYECHH, a TAaKXKe MMAIUEHTOB C MAaTOJOTMUYECKUMHU MTOKa3aTeIMH (PYHKIIUU TIEUSHH.
B ciydae BbIsSIBIIEHHS TOCTOSTHHBIX OTKJIOHEHUH MOKa3zaresei (QyHKIUY neyeHu (B TpU pa3a BhILIe
BEPXHETO0 Mpejiera HOPMbI) IPUMEHEHHE STOPUKOKCHOA T0OJKHO OBITh MPEKPALIEHO.

Obwue yrazanus

Ecnu Bo Bpems jieueHus y manueHTa Habmogaercs yxy/ameHue QyHKIuN Kakoi-m10o0 U3 cuctem
OpraHoOB, YKa3aHHBIX BBIIIE, CIEAYeT MPEANPHUHATh COOTBETCTBYIOIIME MEpPHI U PAacCCMOTPETh
BOIPOC O MPEKPALIEHUH TEPANTUU 3TOPUKOKcHOOM. [Ipy mpuMeHeHNH STOPUKOKCHOA y MallUeHTOB
MOXKWJIOTO BO3pacTa M Yy NAalMEHTOB C HapylleHHeM (YHKIMM IOYeK, MEeYeHH WM CepAala
HE00XO0IMMO COOTBETCTBYIOIIEE MEIUIIMHCKOE HAOIIOICHHUE.

C 0CTOpPOKHOCTBIO ClIEAYEeT HAUNHATh JIEUEHHE ITOPUKOKCUOOM Yy MALIUEHTOB C IerupaTaue.

[lepen HavaOM Tepamuu STOPUKOKCHOOM PEKOMEHIYETCS TPOBECTH PETHIPATAITHUIO.
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ceNeKTUBHBIX MHTHOUTOpoB LIOI'-2 o4yeHb penko coo0Ianoch O pa3BUTHU CEPHE3HBIX KOXKHBIX
peakiuii, HEKOTOpbIe U3 HHUX (B TOM 4YHCIe AKC(HOIMATUBHBINA AepMaTuT, cuHapoM CTuBeHca-
JI>KOHCOHA U TOKCHUYECKUHN 3MHIepMAaIbHbII HEKPOJIN3) ObLIH C JIETaJbHBIM UCXOJIOM (CM. pasjien
4.8.). Puck pa3BUTHS TaKuX peakiMii y MAIlMeHTOB HamOoJiee BHICOK B Hayalie TEparud, B
OOJIBIIMHCTBE CIy4YaeB B TEUCHUE MEPBOT0 Mecsa jJedeHust. CooO1Ianoch 0 pa3BUTHH CEPbE3HBIX
peakuii TUMEepIyBCTBUTEIBHOCTH (TaKUX KaK aHA(QWIAKCHS U aHTHOHEBPOTHUYECKUU OTEK) y
MAIMEHTOB, MOJTYYaBIIUX 3TOPUKOKCUO (cM. paznen 4.8.). [[puMeHneHne HeKOTOPBIX CENEKTUBHBIX
uHruouTopoB I{OI'-2 conmpoBOXX1aa0Ch MOBBIMICHHBIM PUCKOM Pa3BUTHSA KOXKHBIX PEAKIUHA Y
MAIUEHTOB ¢ KaKOW-TMOO0 JICKAPCTBEHHOW aJUIepTHel B aHAMHE3€. DTOPUKOKCUO JTOJDKEH OBITh
OTMEHEH TIPH TIEPBOM IOSIBIICHUH KOKHOW CBIIH, IIOPAKESHUN CITM3UCTONW 000JIOUKH HIIH JTF0O0TO
JIPYTroro npu3HaKa TUIepuYyBCTBUTEILHOCTH.

OTOPUKOKCHO MOKET MAaCKUPOBATh JIMXOPAIKY WU JIPYTHe MPU3HAKH BOCHAICHUS.

Cnenyer co0ioaTh OCTOPOKHOCTh IHPU  OJHOBPEMEHHOM HAa3HAUY€HUHU ATOPUKOKCHOa ¢
Bap(apruHOM WM IPYTUMH TIEPOPATLHBIMU aHTUKOATYJISTHTaMU (cM. paszaen 4.5.).

[IpumeHeHue STOPUKOKCHMOA, Kak U JPYrMX [pernapaToB, WHTHOUPYIOIIUX  CHHTE3
[UKIIOOKCUTEHA3bI/TIPOCTATTIAaHINHOB, HE PEKOMEHIYeTCS S>KEHIIMHAM, KOTOpPbIE IJIaHHPYIOT
O6epeMeHHOCTh (cM. pa3aensl 4.6. u 5.1.).

4.5. B3auMmojeilicTBMe C JAPYrHMH JIEKAPCTBEHHBIMM TNpenaparaMu W JApPyrue BH/bI
B3aMMO/JEHCTBHUA

dapmMakogHAMHUYECKOE B3aUMOAEHCTBUE

Ilepopanvuvie anmuxoacynsinmsl (8apghapun)

VY nmanueHToB, COCTOSIHHE KOTOPBIX CTaOWJIM3HPOBAHO IMPH UIUTEIBHON TEpanuu BappapruHOM,
npueM TopukokcnOa B 1o3e 120 Mr oJuH pa3 B J€Hb COIMPOBOXKAAJICS yBETUUYEHUEM MPUMEPHO
Ha 13 % MexayHapoaHOoro HopManu3oBaHHOro oTHomeHus (MHO) mpoTpoMOHMHOBOTO BPEMEHHU.
CnenoBarenbHO, Yy TMAalKMEHTOB, MOJYYAIOUIMX THepopajbHble AHTUKOATYJISHTBI, CIEAYET
THIATENIbHO KOHTpoJupoBaTh nokaszaren MHO nporpomMOnHOBOrO BpeMeHH, B OCOOEHHOCTH B
nepBble HECKOJIBKO JHEH B Hayaje JIEYeHUS STOPUKOKCHOOM WM MpPU HM3MEHEHHH JI03bl
TOPUKOKCHOA.

Juypemuxu, uneuoumopwvr AII® u anmazonucmol aneuomernsuna Il

HIIBII moryT cHmkath 3p¢GeKT TUYypeTHUKOB M JIPYIHMX aHTHUTUIIEPTEH3UBHBIX MpernaparoB. Y
HEKOTOPBHIX TMAIMEHTOB C HapylleHueM (YHKIMM To4YeK (Hampumep, y MAIUEeHTOB C
JeruapaTalyeil Wik y TOXKHUIBIX MallUeHTOB ¢ HAPYLIEHHOH (DyHKIMEW MOoYeK) OJHOBPEMEHHOE
npumeHenue wuHruOutopa AlIl® wnm antaronucra anruoreHsmHa Il w  mpenapartos,

MHTHOUPYIOUINX IIMKIOOKCUTE€HA3y, MOXXET MPUBOIAUTH K JOMOJHUTEIBHOMY YXYIIICHUIO
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0OBIYHO HOCUT 00paTUMBIH Xapakrep. ClleAyeT YUUTHIBaTh BO3MOKHOCTh BOSHUKHOBEHHS TAKUX
B3aUMOJICHICTBUI Yy TAIMEHTOB, KOTOpbIE MPUHUMAIOT O3TOPUKOKCHO OJHOBPEMEHHO C
unruouropamu All® wunu ¢ anraroHucramu anruoreHsuHa Il. B cBsa3u ¢ atum, Takyro
KOMOUMHAIMIO cJIelyeT Ha3HauaTh ¢ OCTOPOKHOCTBIO, 0COOEHHO NallMeHTaM M0KUIIOr0 BO3pacTa.
B Hayane KOMOMHHPOBAHHOTO JICUEHHUS, a TaKXKe C ONpPEICNICHHONH NEepHOJUYHOCTHIO B
JaNbHEHIIEM ClIeyeT IPOBECTH aJIeKBaTHOE BOCIIOJNIHEHHE Ae(UIInTa )KUIKOCTH U PACCMOTPETh
BOIPOC MOHUTOPHHIA (DYHKIUH [TOYEK.

Ayemuncanuyunosas kucioma

B uccrnenoBannu ¢ ygactueM 3710pPOBBIX JOOPOBOJIBIIEB ITOPUKOKCHO B 103¢ 120 Mr oamH pa3 B
J€Hb B PABHOBECHOM COCTOSHUM HE BIMSUI Ha AHTUTPOMOOLUTAPHYIO aKTHUBHOCTh
aleTUICAIUIUIOBOM KHUCAOTHl (81 Mr oIuH pa3 B JI€Hb). DTOPUKOKCHO MOXXHO INPUMEHSTh
OJIHOBPEMEHHO C alleTWIICAIULUIOBON KUCIOTOH B 033X, IPEIHA3HAYSHHBIX IS IPO(DUIAKTUKU
CEPICUYHO-COCYAUCTHIX 3a00JIeBaHUM (HU3KHE J103bI AlETUIICATUIIMIOBONM KHUCIOTHI). OaHAKO
OJIHOBPEMEHHOE Ha3HAYEHHE HU3KUX /103 aLETUIICATUIMIOBOM KUCIOThI U STOPUKOKCHOA MOKET
IIPUBECTH K YBEJIMYEHHUIO 4YacTOThI si3BeHHOro nopaxkeHus JKKT u Opyrux ociaoKHEHUH 1o
CPaBHEHHIO C MPHUEMOM OJHOTO ATOPUKOKCHOa. OTHOBpEMEHHOE MPUMEHEHUE 3TOPUKOKCHOa ¢
AlETUJICATMIIMIIOBON KMCIOTON B 103aX, MPEBBIIIAIOLINX PEKOMEH/I0BaHHBIE ISl TPOPUIAKTUKI
CepJIeYHO-COCYIUCTHIX 3a00s1eBaHnH, a Takxke ¢ qpyrumu HIIBII He pexomenayeTcs (cM. pa3znensl
44.u5.1.).

Luxnocnopun u makpoaumyc

XO0Tsl 3TO B3aMMOJIEWCTBHE C 3TOPUKOKCHOOM HE H3y4alloCh, OJHOBPEMEHHOE NpPUMEHEHHE
LUKJIOCTIOPUHA WM Takpoiumyca ¢ kKakuM-n1u6o HIIBII moxer ycunuBaTh HEQpPOTOKCHUYECKUN
3 PEeKT HUKIOCHOPHHA WK Takpoiumyca. Ilpu oJHOBpeMEHHOM NMPUMEHEHUHU STOPHKOKCHOa ¢
JT0OBIM U3 3THX MPEnapaToB CleAyeT KOHTPOJIUPOBaTh (DYHKIIHIO MTOYEK.

dapMaKkoOKMHETHYECKOE B3aUMOAEHCTBUE

Brusanue smopuxoxcuba na gpapmakokunemuxy opyeux j1eKapCmeeHHblX npenapamos

Jlumuy. HIIBII ymeHbIIAlOT BBIBEICHHE JIUTUS TMOYKAMH M, CIEJOBATENIbHO, MOBBIMIAIOT
KOHIIEHTPAIIMIO JUTHS B TUIazMe KpoBH. [Ipm HEOOXOOUMOCTH MPOBOAST YACThI KOHTPOJb
KOHIIEHTpPAllUH JIUTHS B KPOBU W KOPPEKTUPYIOT 103y JHUTUA B NEPUOJA OJHOBPEMEHHOIO
npumenenns ¢ HIIBII, a taxxe npu ormene HIIBII.

Memompexcam. B 1Byx nccnenoBaHusx u3ydanuch 3G QexTs! aTopukokcn6da B 1o3ax 60 mr, 90 mr

1 120 Mr npuMeHsIeMOro OJIMH pa3 B J€Hb B TEUEHUE CEMU JHEH Y MallMeHTOB, MOTY4YaBIINX OJUH
pa3 B HEIEII0 METOTpeKkcar B Ao3€ OoT 7,5 mo 20 Mr mo moBOJQy PEBMATOUIHOTO apTpUTA.

Oropukokcud B go3ax 60 mr u 90 Mr He OKa3bIBaJI BIMSHHUS Ha KOHIICHTPAIIMIO B TJIa3Me WIIN
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BIMSHUS Ha KOHIEHTpauuio B 1miasme (mo usmepennto AUC) WM TMOYEUHBIH KIMPEHC
METOTpEeKCcaTa, a B JPYrOM HCCIECIOBAaHUM STOPUKOKCHO 120 Mr MOBBIMIAN KOHIEHTpPAIUU
METOTpeKcaTa B IuiazMe Ha 28 % M CHMKal MOYEeUHbIH KIUpeHc MeToTpekcara Ha 13 %. Ilpu
OJIHOBPEMEHHOM Ha3HAYeHUM STOPUKOKCHOA M METOTpeKcaTa clieAyeT BEeCTH aJeKBaTHOE

HaOJr0IeHNe Ha IPEAMET BO3MOYKHOTO MOSIBICHUS! TOKCHYECKUX 3(h(HEKTOB MeTOTpeKcara.

IlepopanvHvle konmpayenmugbi. ITOPUKOKCUO 60 Mr, Ha3HAYABLIMICA OJHOBPEMEHHO C
nepopaIbHBIMU KOHTPAIEIITUBAMH, COACPKAIIMMU 35 MKT 3THHWIACTpaauoa (33) u ot 0,5 no
1 Mr HOpaTHHApPOHA, B TeueHue 21 mHs, yBenuuuBan paBHOBeCHYIO AUCo-244 utst 90 Ha 37 %
Oropukokcu® 120 Mr, Ha3HayaBImIMMCA C O3TUMU NEPOPAJIbHBIMU  KOHTpALENTHBAMU
OJTHOBPEMEHHO WJIM C MHTepBajioM B 12 vacoB, yBenmuuBan paBHOBecHYI0 AUCo.244 st O3 Ha
50-60 %. DTo yBenuueHue KOHIEHTpauu D3 cielyeT NPUHUMATh BO BHUMaHUE MpHU BbIOOpe
COOTBETCTBYIOILIETO TEPOPaIbHOTO KOHTpALENTHUBA [UIsI TMPUMEHEHUS C OSTOPUKOKCHOOM.
VYBenuyeHne SKCro3uuu D3 MOXKET MOBBIIIATH YACTOTY Pa3BUTHS HEKEINATEIbHBIX SIBICHHM,
CBS3aHHBIX C TIPUMCHEHHUEM TMEPOPAIBHBIX KOHTPAICITUBOB (HAIPUMEP, BEHO3HBIX
TPOMOO3IMOONUH Y )KEHIIUH U3 TPYIIIIBI PUCKA).

3amecmumenvuas copmonanvras _mepanusa (31'T). Ha3znauenue stopukokcuba 120 mr c

mperapaTamMu JiIsl 3aMECTUTEIIFHOW TOPMOHAIILHOW TepaIiu, COJIEPKAIIMMI KOHBIOTUPOBAHHBIE
acTporeHsl B 103¢€ 0,625 mr, B TeueHue 28 qHEH, yBEIUYNBAIO CpEHEE 3HAUCHUE PAaBHOBECHOM

AUC.244 HEKOHBIOTHPOBAHHOTO 3¢TpoHa (41 %), sxBriuna (76 %) u 17-B-sctpaanona (22 %).
Bnusinue 103 aTopukokcu0a, peKOMEHIOBAHHBIX [Tl AMUTeNbHOro npuMenenus (30 mr, 60 mr u
90 wmr), He m3ydanoch. Jtopukokcu® 120 mr wm3mensur dkcrmo3unuio (AUCo.244) MaHHBIX
ACTPOTEHHBIX KOMITOHCHTOB MEHEE YeM BJIBOC 0 CPAaBHCHHIO C MOHOTEpANHUeH mpernaparom,
COJIep>KallliM KOHBIOTUPOBAHHBIE ACTPOTEHBI, NMPHU YBEIMYEHUHU A03bI mocienHero ¢ 0,625 mo
1,25 mr. KninHuyeckoe 3Ha4eHHE TAaKMX IOBBIMIEHUN HeW3BecTHO. [IprMeHeHne KOMOWHAIMH
ATOPUKOKCHOA U Iperapara, CoJeprKaiiero 0oiee BEICOKHE 1036l KOHBIOTUPOBAHHBIX 3CTPOTEHOB,
HEe M3ydanoch. [1OBBITIICHHE KOHIIEHTPAIMN SCTPOTECHOB CIIEAYeT MPUHUMAThL BO BHUMAHHE IPU
BBIOOpPE TOPMOHAIBHOIO TIperapara MAjis TPUMEHEHHsS B TMEepUOJ TOCTMEHOMAy3bl MpHU
OIHOBPEMEHHOM HAa3HAYeHHH C OTOPUKOKCUOOM, TIOCKONBKY YBEIWYEHHE OSKCIIO3UIIUU

3CTPOr€HOB MOKET MOBBIIIATh PHUCK PA3BUTHS HEXKEJIATENbHBIX SBJICHUH, CBI3aHHBIX ¢ 3IT.

IIpednuson/npednuszonon. B rccnenoBaHuAX JIEKapCTBEHHBIX B3aUMOJICHCTBUN 3TOPUKOKCHO He
OKa3bIBaJl KIMHUYECKH 3HAUMMOTO BIUSHHS Ha (PapMaKOKUHETHKY IPEIHH30HA/IPEIHU30I0HA.
/{ueokcun. dtopukokcu® 120 Mr, Ha3HAYABIIMIACSA OJHMH pa3 B IeHb B TeueHue 10 n1Hei 310poBbIM
N0OpOBOJIBIIAM, HE OKa3bIBaJl BIMSHMA Ha paBHOBeCHYI0 AUCo244 B IUIa3M€ WIIM BBIBEICHUE

JUTI'OKCHHa IIOYKaMU. briio OTMCUYCHO YBCIUYCHUEC moxasareiisi Crnax JUI'OKCHUHAa
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OonpmMHCTBa TanueHToB. OJIHAKO MpH OJHOBPEMEHHOM MPHUMEHEHHHM JTOPUKOKCHOAa U
JUTOKCHHA ClleyeT HaOI0JaTh 3a COCTOSIHMEM IIAIMEHTOB C BBICOKMM DPHCKOM pa3BUTHS
TOKCHYECKOTO AEUCTBUS TUTOKCHHA.

Bnuanue smopukoxcuba Ha npenapamvl, Mmemadoausupyrowuecs cyivbgompancgepazamu
DTopuKokcHO SBISETCSI MHTHOUTOPOM cynbdoTrpancdepassl uenoseka, B vactnoctu SULTIEL, u
MOJKET MOBBIILIATh KOHIEHTPALUU STUHWIACTPAINOJIa B CBIBOPOTKE KpOBU. B cBs3U ¢ TeM, uTo B
HACTOsIILIee BpeMsI [IOJyYEHbl OTPaHMUYCHHBIE JAHHBIE O BIUSHUU Pa3IMYHbIX Cylb(oTpaHchepas,
a MX KIMHMYECKass 3HAUYUMOCTh JJIi IPUMEHEHHMs MHOTMX IIpernaparoB ele H3ydyaercs,
1e1ecCO00pa3HO C OCTOPOXKHOCTBIO Ha3HAdaTh 3TOPUKOKCHO OJHOBPEMEHHO C JAPYTUMHU
npenapaTtamM, MeTa0OJM3UPYIOIIUMUICS B OCHOBHOM Cyib(oTpaHchepazaMu  deloBeKa
(Hampumep, IepOopaTbHBINA CaNbOyTaMOI U MUHOKCUIMIT).

Bnusanue smopuxoxcuba na npenapamul, memaboausupyrowuecs uzopepmenmamu CYP

Ha ocHoBaHMU pe3ysibTaTOB HCCIICAOBAaHUUN IN VItr0 HEe OXKIAETCS, YTO ITOPHKOKCHO Oymer
uHTuOMpoBath m3odepmentsl mmroxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B
UCCIICIOBAaHUM C y4acTHUEM 3JI0POBBIX JI0OPOBOJIBLIEB €XKEIHEBHOE NMPUMEHEHHE 3TOPUKOKCHOa
120 Mr He OKa3bIBAJIO BIMAHUSA Ha akTUBHOCTH M3odepmenta CYP3A4 B meyeHu, coriiacHO
pe3ysibTaTaM 3pUTPOMUILIMHOBOTO JBIXaTEIbHOTO TECTA.

Brnusanue opyeux npenapamoé Ha papmaKoKuHemuxy 3mopukoxcudba

OcHOBHOW myTh MeTabonu3Mma 3Topukokcuba 3aBucutr oT (epmentoB CYP. CYP3A4, mno-
BUJIUMOMY, CIIOCOOCTBYET MeTabOIM3My STOpUKOKchOa in Vivo. MccnemoBanus in Vitro parot
ocHoBaHusi mojaratb, uyto CYP2D6, CYP2C9, CYP1A2 u CYP2C19 Ttakxke w™oryr
KaTaJM3MpPOBaTh OCHOBHOM MyTh MeTa00JIM3Ma, HO UX KOJMYCCTBEHHBIC XapaKTEPUCTHKH IN VIVO
HE U3y4aJNCh.

Kemoxkonaszon. Keroxonazon, siBistonuiics MoutHsiM nuaruoutopom CYP3A4, npu Ha3HadeHUH
3I0POBBIM 100POBOJIBITAaM B 03¢ 400 M o71MH pa3 B IcHb B TeueHue 1 1 1Hel He 0OKa3hIBall KAKOTO-
100 KIIMHUYECKH 3HaYMMOT0 BIHUSHUS Ha (apMaKOKMHETUKY OJHOM 03Bl 3TOpUKOKcHOa 60 Mr
(yBenmuenue AUC Ha 43 %).

Bopukonazon u muxonazon. O,Z[HOBpeMeHHOC Ha3HA4YCHUC 3TOpI/IKOKCI/I6a U BOPHUKOHA30J1a

NepopaJbHO WJIM MHUKOHA30Jia B BHJIE MEpPOpPAIbHOro Tens, CuibHbIX MHruOutopoB CYP3A4
BBI3BIBAJIO HEOOJIBIIOE YBEJIWYEHHE OSKCIO3HWIUH 3TOPHUKOKCHOA, KOTOpPOE€ HAa OCHOBAHUH
OINyOJIMKOBAHHBIX TAHHBIX HE OBLIO MPU3HAHO KIMHUYECKH 3HAUUMBIM.

Pugamnuyun. OnHOBpEeMEHHOE Ha3HAUYEHUE STOPUKOKCHOA C pHPAMIULIUHOM, MOIIHBIM
uHAyKTOpoM (epmeHToB CYP, MpUBOIMIO K CHU)KEHUIO KOHLIEHTPALMK STOPUKOKCHOA B TUIa3Me

kpoBu Ha 65 %. Takoe B3auMOACHCTBHME MOXKET MPUBOJIUTH K PEIHUAMBY CHUMIITOMOB IpHU

11
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yKa3bIBaTh HAa HEOOXOJMMOCTb MOBBILIICHHUS J03bI, IPIMEHEHHE STOPUKOKCHOA B J103aX, KOTOPHIE
IIPEBBILIAIOT PEKOMEHJOBAHHBIE IS KaX/J0ro IIOKa3aHUs, HE M3y4aJoCh U II03TOMY HE
peKOMEeHI0BaHO (cM. pasnuen 4.2.).

Anmayuovl. AHTaIUIbl HE OKA3bIBAIOT KIMHUYECKH 3HAYMMOI'O BJIMSHUS Ha (apMaKOKUHETUKY
TOPUKOKCHOA.

4.6. ®epTUIBLHOCTDH, 0EPEMEHHOCTD H JIAKTALUSA

bepemeHHOCTD

KnuHuyeckux 1aHHBIX O IPUMEHEHUH STOPUKOKCHOA B eproJi 6€peMEHHOCTH HET.

B wuccnenoBaHusx Ha KMBOTHBIX HAOMIONANIOCH TOKCHYECKOE JCHCTBHE HAa PEHpPOIYKTHBHYIO
cuctemy. [loTeHIIMaNBHBIM PUCK y )KEHILIUH B NIepUoj OepeMeHHOCTH Heus3BecTeH. [IpuMenenue
STOPUKOKCHOA, KaK M APYruX NpenaparoB, HHIHOMPYIOIUX CHHTE3 MpPOCTarjaHIuHOB, MOXET
IPUBOANUTH K IO/IABJICHUIO COKPALICHUH MAaTKU U B IOCIEIHEM TpUMeEcCTpe OEepeMEHHOCTH K
IPEKIECBPEMEHHOMY  3aKPBITHIO  apTePUAIIbHOTO  MPOTOKA Yy  IUI0Ja.  DTOPUKOKCHUO
MIPOTUBOIIOKA3aH B Meprol OepeMeHHOCTH (cM. paznen 4.3.). Eciu y )KeHIUHBI B IEPHO/T JICUCHUS
HacTynuia 6epeMeHHOCTb, STOPUKOKCUO HEOOXO0AUMO OTMEHUTh.

Cnyyan mnoyeuyHoW IUCPYHKIUM TIJI0Ja, KOTOpble MPHUBOJMWIM K YMEHBIIEHUIO 0o0beMa
AMHUOTHYECKON KHJIKOCTH (MaloBO/AME), OBLIM 3aperucTpUpPOBaHbl y OEpEMEHHBIX KEHILUH,
nonyuyaBmmx HIIBII na 20-i Henene GepeMEHHOCTH WM MO3Ke. B HEKOTOPBIX cllydasix 3TO
MOJKET NMPUBECTH K HEOHATaJbHOM mouyeuHol nucyHkiuu. Takue 3¢ ¢pexTsl MOTyT BO3HUKATh
BCcKope mnocne Havaia JjedeHus HIIBII; mamoBonme wacto oOpaTUMO moOcie MNpeKpalieHus
JICUYEHUS.

Jlakranms

HewusBecTHO BbIAETAETCS JIM ITOPUKOKCUO C MOJIOKOM Y YeJIOBEKa.

VY NaKTUPYIOIIUX KPbIC ATOPUKOKCUO BBIIEISIETCS C MOJIOKOM.

KeHHbI, KOTOpblEe MPUHUMAIOT STOPUKOKCUO, TOJKHBI MPEKPAaTUTh IPYyAHOE BCKapMJIMBaHUE
(cm. paznmen 4.3.).

DdepTUabHOCTD

[TpuMeHeHHEe ITOPUKOKCUOA, KaK M IPYTUX JIEKAPCTBEHHBIX MPENapaToB, O KOTOPBIX M3BECTHO,
yto oHM wuHrubupyror LIOI'-2, He pexomMeHayeTcs IKEHUIMHAM, KOTOpbIE IUIaHHUPYIOT
OEpEeMEHHOCTb.
4.7. BausiHue Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHM CpPeACTBAMU U padoTaThb C
MeXaHHU3MaMH
[TanMeHTs, y KOTOpPBIX BO BpeMs IPUMEHEHHs JSTOPUKOKCHOAa OTMEYalIUCh Cilydau

HpOCTpaHCTBeHHOfI JAC30pUCHTAlUH, TOJIOBOKPYKCHHUA UJIN COHJIMBOCTU, JOJIPKHBI BO3ACPKATHCA
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OT YIPaBIICHHs TPAHCIIOPTHBIMU CPEICTBAMU U PAOOTHI A m AR R TETEHOCTE 0005)

4.8. Hexkenare/ibHbIE peaKINU

Pesrome npoduiist 6e3onacHocT

be3onacHocTh mpUMEHEHUS STOPUKOKCHMOA OLIEHHWBAdach B KIMHUYECKUX MCCIIEIOBAHUSX,
BKIIOYaBIIUX 9295 yd4acTHMKOB, B TOM uucie 6757 mnammeHTtoB ¢ octeoaptpo3om (OA),
peBmarougHbiM  aptputoM (PA), XpoHumyeckod O0Jibl0 B HIJKHEH YacTH CIHHHBI H
AHKUJIO3UPYIOMIMM CHOHIUIUTOM (mpubnusurenpbHo 600 mamuentoB ¢ OA wnu PA momydanu
JieueHUe Ha MPOTSHKEHUU OJTHOTO ToJ1a I JIOJIbIIIE)

B knnHMYeCcKUX UCClieJOBaHUSIX MPO(UITH HexKeNaTeNbHBIX 3(PPEKTOB ObLIT CXOAHBIM y MMAIIUEHTOB
¢ OA unu PA, xoTopble NpUHUMAIH STOPUKOKCUO Ha MPOTSKEHUH OJHOIO TOJa U JI0JIbLIE.

B kiumHMYEeCKOM UCCIEIOBAHUM OCTPOro MOJArpUYECKOro apTpUTa MNALUEHTHl I[OIY4alu
3TOpUKOKCUO B 103¢ 120 Mr oJiMH pa3 B IeHb B Te€YeHHE BOChMHU JIHEH. [Ipoduiib HexxenaTenbHbIX
3¢ ()eKTOB B 3TOM HCCiIeI0BAaHUH OBLI B IIEJIOM TaKHM XK€, KaK U B 00bEMHEHHBIX UCCIICIOBAHUSIX
OA, PA u xpoHunueckoii 00Ji1d B HIJKHEW YaCTH CITUHBI.

B Ilporpamme mo omeHke O€30HaCHOCTH B OTHOLICHHH CEPACYHO-COCYIUCTON CHUCTEMBI,
00001IaroIIeil JaHHbIE TPeX aKTUBHO-KOHTPOJIUPYEMBIX uccienoBanuii, 17412 nauuentos ¢ OA
win PA nonydanu stopukokcu6 (60 mr mam 90 mMr) B cpenHeMm B TedeHue 18 mecsieB
(cMm. pasgen 5.1.).

B xnuHMYeckux Mcciaea0BaHUsAX OCTPOM MoceonepalioHHON 60JIH, CBA3aHHON ¢ IPOBEICHUEM
CTOMATOJIOTUYECKOM OmepaIu, B KOTOphIX 614 manueHToB moxy4yanu STOpukokcuo B go3e (90 mr
win 120 mr), mpoduib HexenaTeNbHbIX 23P(GEKTOB B THX UCCIEAOBAHUAX B [1€70M ObLT CXOAHBIM
¢ mpodmiiem B 00beaHEHHBIX uccienoBanusx OA, PA u xpoHuueckoi 00jiM B HIKHEHW YacTu
CITUHBI.

Pe3roMe HeXeIaTeIbHbIX PEeaKIuid

Crnenyronue HexelaTeNbHbIE pEaklUd OBLIM 3apETUCTPUPOBAHBI C OOJbINEH YacTOTOW MpHU
MPUMEHEHUN Tperapara, 4eM MpHU MPUMEHEHUH IUIane0o0, B KIWHUYECKUX HCCICIOBAHUAX Y
naneHToB ¢ OA, PA, xporudeckoit 001p10 B HIDKHEW YacTH CIMHBI WU C aHKHJIO3UPYIOITUM
CIOHIMJIUTOM, KOTOpPbIE TPUHUMAIHN STOPUKOKCHO B 103€ 30 mr, 60 Mr unu 90 Mr ¢ MOBBIIIEHHEM
JI0 PEKOMEHJyeMOH 103bl B TeueHue 12 Henenb, B uccaenoBaHusix I[Iporpammer MEDAL
MIPOJIOJDKUTEIBHOCTRIO 110 3,5 JIeT, B KPaTKOCPOUHBIX MCCIICIOBAHUSX OCTPON OOJIM B TEUEHUE 10
7 THEW, a TaKkKe B X0J1e TOCTMapKETUHIOBOTO IPUMEHEHHS.

HexenaTtenbHble peakiuu MpeACTaBICHbl B COOTBETCTBUU C MOPAKEHUEM OPraHOB M CUCTEM
OpraHoB B IIOCJIEIOBATEILHOCTH MEAMIIMHCKOTO CJOBaps [ HOPMATHUBHO-TIPABOBOM
nesteapHocTH (MedDRA).  Yactora BO3HHKHOBEHHS OIpPEIE/ISIach B COOTBETCTBHH CO

CJICMYIOIIMMH KaTeropusMu: odeHb yacto (>1/10), gacto (>1/100, Ho <1/10), mHeuacto (>1/1000,

13



.
L

AL

MY OTYETY

w0 <1/100), pemxo (=1/10000, Ho <1/1000), oders peikd (<11 0000} diad5a Hensb ot (sa

OCHOBaHUHU HMMEIOUIUXCS JAaHHBIX OLIEHUTh HEBO3MOXKHO). YacToTa HeXenaTelIbHbIX PEeakKIIHi,
KOTOPBIE COOOIITAINCH BO BPEMsI TOCTMAPKETHHTOBOTO TPUMEHEHUSI, HE MOXKET OBITh OTIPE/IeIICHA,
MOCKOJIbKY PEaKIIMH PETUCTPUPOBAINCH HA OCHOBAaHUH CIIOHTAHHBIX COOOIICHUN.

Ungpexyuu u uneaszuu: 4acTo — aNbBEOJSPHBIA OCTUT; HEYACTO — TACTPOIHTEPUT, UH(DEKIHH
BEPXHHUX JIBIXaTEIbHBIX MMyTEH, HH(EKIIMH MOYEBBIBOISIIETO TPAKTA.

Hapywenus co cmoponwsl kKposu u aumgpamuieckoli cucmemyl. HE4aCTO — aHEMHUs (B OCHOBHOM B

pe3yNbTaTe JKETYJOUYHO-KUIIIEYHOTO KPOBOTEUEHHS ), IEUKONEHNU S, TPOMOOIIUTOIICHUSI.
13

Hapywenus co cmoporvl uMMYHHOU cucmeMbl: HEYaCTO — PEAKIIMUA TUIICPIYBCTBUTEIHLHOCTH

PEAKO — aHTMOHEBPOTUYCCKHI OTeK/aHa(rIakTHIecKue/aHAPUITAKTOUTHBIC PEaKIUH, BKIIIOYast
oK™,

Hapywenus memabonuzma u numanusi: 9aCTo — OTEKU/3aICPHKKa KHUJIKOCTH; HEYACTO — CHIIKCHHE
WIN YCUJICHUE alllIETHTa, YBEJIMYCHNUE MACChI TEIIa.

Icuxuueckue HapywieHus: HEYACTO — TPEBOTA, JCNPECCUsi, HAPYIICHHS KOHICHTPAIHH,

TaJUTIONMHAIIA L] PEJIKO — CITyTAHHOCTh CO3HAHMSA', GECIIOKOMCTBO .

Hapywenus co cmoponvl Hep8HOtl cucmembl: 4aCcTO — TOJIOBOKPYKEHHE, TOJIOBHASI 00JIb; HEUACTO

— HapyllleHue BKyca, OECCOHHUIIA, MAPECTE3Us/TUIIECTE3HsI, COHIMBOCTh; YaCTOTa HEU3BECTHA —
BHYTPHYEPEITHOE KPOBOM3IIHIHHIE .

Hapywenus co cmopoHbl opeana 3perus; He4acTo — HEYETKOCTh 3pEHUS], KOHBIOHKTHBHT.

Hapywenus co cmoponvl opeana ciyxa u 1adupunma: He4acTo — 3BOH B yIIIaX, BEPTUTO.

L.
;

Hapywenus co cmoponsl cepoya: 4acTo — OIIyLICHUE CeplIUeOneHus,, apuTMHUs ; HEYacTo —

Gubpunnsnus TpencepaMi, TaXMKapAMA®, XPOHMYECKAs CepAedYHas HeJ0CTAaTOYHOCTH,
necnenuduueckue m3menenus Ha DKI', crenokapaus’, mapapkT Muokapaa®.

Hapywenus co cmopoHbl cocy0o8: 4acTO — TMIIEPTEH3US; HEYacTO — «IIPUJIMBB), HapYyIIEHUE
MO3TOBOTO KpOBOOOpaIleHUs®, TpaH3UTOpHAs HMIIEMHYecKas aTaka, I'MIEePTOHHYECKUH Kpusl,
BACKY/IUT'; 4aCTOTa HEM3BECTHA — TPOMOO3 TTTyOOKHX BEH.

Hapywenus co cmopoHbl ObiXamenbHOU CUCmeMbl, 0p2aH08 cpYOHOU KIemKU U CPeooCmeHUs:
4acTo — GPOHXOCNA3MY; HEYACTO — KalleNh, O/BIIIKA, HOCOBOE KPOBOTEUEHHE; YACTOTA HEU3BECTHA
— JIero4Hasi SMOOJIHsL.

Kenyoouno-kuuieunvie HapyuieHusi: O4€Hb 4acTO — 0OJIb B AKHUBOTE; YaCTO — 3ar0p, METEOPU3M,
TaCTPHUT, U3XKOra, TracTpod3odareanbHbIi pedIoKe, auapes, IUCIeNcus/aIuckoMpopT B
SMUTacTPHH, TOIIHOTA, PBOTA, 30(aruT, A3BbI CIU3UCTOW OOOJOYKH IMOJOCTH PTA; HEYacTo —
B3J[yTUE JKUBOTA, HM3MEHEHHUE TMEPUCTAIBTUKM KHUIIECYHUKA, CYXOCThb CIIM3UCTOW OOOJIOYKHU
IOJIOCTH PTa, TacTPOAYOJCHANbHAsl 53Ba, fA3Ba JKEIyAKa, BKIKOYas >KEIyJIO0YHO-KHUILIECYHBIE

nepopayy U KPOBOTEUEHHNS, CHHIPOM Pa3APAKEHHOTO KHIIEUYHHNKA, TTAHKPEaTHT .
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AJIT, noBeimienne aktuBHOCTH ACT; peako — renaTuT.; pemco2 — [IEYCHOYHASI HEIOCTATOYHOCTD .,
xentyxal.

Hapywenus co cmopomsl Kodtcu u ROOKONMCHBIX MKaHell: 4aCTO — IKXMMO3; HEYaCTO — OTEUYHOCTh
nMIa, 3y, chimb, dpuTemal, kpamuBHumnal; pemko’ — cumgpom CruBenca-JlxkoncoHal,
TOKCHUECKHH SIHIepMabHbIH HEKpou3!, QUKCHpOBaHHAs TeKapCTBEHHAs puTemMal,
Hapywenus co cmoponvl Mmvluieunol, CKelemHou U coeOUHUmMenbHol MKAHU. HEYacTo —
CIa3Mbl/CYJJOPOTH MBIIIL], CKeJIETHO-MbIIIeYHasi 00JIb/CKOBAHHOCTb.

Hapywenus co cmoponsi nouex u mMouesvi800awux nymeti: He4acTo — IPOTEHUHYPHUSI, TOBBIIIICHHUE
KpEaTHHWHA B CBIBOPOTKE KPOBH, JCKOMIICHCHPOBAHHAS IMOYCYHAsT HEJOCTATOYHOCTH/TIOYCUHAS
HEJJOCTATOUHOCTH .

Obwue HapyweHus u peakyuu 6 Mecme 68e0eHUs . 4aCTO — aCTeHUs/c1ab0CTh, TPUIIIONOI00HBIH
CUH/IPOM; HEYacTO — 0OJIb B TPYIHOM KIIETKE.

Jlabopamopuvie u uncmpymeHmanivHvle OaHHble: HEYACTO — MOBBIIIEHNE a30Ta MOUYEBUHBI KPOBH,
MOBBIINICHUE KpeaTHH(POCHOKUHA3HI, TUIICPKATHEMHUS, TTOBBIIIICHUE MOYEBON KHCIOTHI; PEIKO —
CHU)KEHHE HATPUS B KPOBH.

! lannas HexenaTenbHas peakius OblIa 3aperHMCTPHPOBAaHA B XOJ€ MOCTMApKETHHTOBOTO
HaOJIOICHUSI.

YacToTa COOOIICHMI I Hee OICHMBAECTCA HAa OCHOBAaHUM Hau0Oojee BBICOKOM YacCTOTHI,
HAOII0IaBIICICS IO JAHHBIM KIMHUYECKUX HCCIEAOBaHUN, OObETUHEHHBIX B 3aBUCUMOCTU OT
MOKa3aHUs K IPUMEHEHUIO U YTBEPKIACHHOM J103bI.

2 YacToTHas kaTeropus «Penko» OblTa ompejieieHa B COOTBETCTBHHU C PYKOBOICTBOM (BepcHs 2,
ceHTs10pp 2009 r.) st Kparkoit Xapakrepuctuku [Ipenapara (SmPC) Ha ocHOBaHMM pacdeTHOI
BepxHel rpaHuisl 95 % noBeputenbHOro MHTEepBana st 0 COOBITUN, YYUTHIBAasT KOJTHUYECTBO
MAI[MEHTOB, TMOJYYaBIIUX JTOPUKOKCHMO B aHanmuie naHHbix |l ¢a3el, oObenuHEHHBIX B
3aBHCUMOCTH OT JI03bI M TTIOKa3aHus K mMpuMeHeHuto (n=15470).

% I'MmepuyBCTBHTENHHOCTh BKTIOUAET TEPMHHBI «aJUIEPTHS», <JIeKAPCTBEHHAs aJUIePTHs»,
«TUNEPYYBCTBUTEIBHOCT K  JIGKAPDCTBEHHOMY  CPEICTBY»,  «TUIEPUYYBCTBUTEIBLHOCTHY,
«TUTMEPYYBCTBUTEIBHOCTh  HEYTOUYHEHHas», «peaklsi  TUIMEPUYBCTBUTEIBHOCTU» U
«HecTerupuIecKas aaeprus».

4 Tlo pesymbTaTaM MaHHBIX aHATW3a JOJITOCPOUYHBIX IUIAIE00-KOHTPONHPYEMBIX M AKTHBHO
KOHTPOJIMPYEMBIX KIMHUYECKUX HCCIEIOBAaHUIN MPU MPUMEHEHUU CEICKTHBHBIX HMHTUOHTOPOB
[IOI'-2 moBbIIIaeTCS PUCK Pa3BUTHS CEPbE3HBIX APTEPHATBHBIX TPOMOOTHYECKHX SIBJICHHIA,
BKJItOUasi HHGAPKT MUOKap/Aa U MHCYIbT. VIcX0asd U3 UMEIOIIUXCS TaHHBIX, MaJIOBEPOSITHO, YTO

a0COIOTHBIN PUCK Pa3BUTHS JaHHBIX sIBIEHUHN npeBbIiaeTr 1 % B roa (HeyacTo).
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® BHyTpHUepenHoe KpOBOU3INSIHIE HAOIONAT0E¢h Y nauﬁ%égg;;d;éﬁ}};ﬁgﬁlﬁglhg E)é:%hMH

pHUCKa, TAKUMH KaK THIIEPTCH3Us, TPOMOOIIUTOIICHUS ¥ PUMEHEHHE BaphapuHa.

Crenyromue cepbe3Hble HeXKeIaTeIbHbIC SIBICHUS ObUIH 3apErUCTPUPOBAHBI B CBS3H C IIPUEMOM
HIIBIT u He MoOryr ObITh MCKIIIOUEHBI AJIi STOPUKOKCHOAa: HE(POTOKCUUYHOCTH, BKIIOYAsS
MHTEPCTUIUANBHBIN HEPPUT U HEPPOTHUUECKUN CUHAPOM.

COOGH.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxxno cooOmare 0 TOJ03PEBACMBIX HEXKENATENBHBIX PEAKIUsAX IOCIIe PETUCTPalluu
JIEKapCTBEHHOT'O Tperapara ¢ 1elbio0 00ecrnedeHrs HeMPephIBHOIO MOHUTOPUHTA COOTHOIICHHUS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAM pPEeKOMEHAYeTCs
€o00IIaTh O JIFOOBIX TO03PEBACMBIX HEXKENIATEIBHBIX PEAKIUAX JICKApCTBEHHOTO Ipernapara
4yepe3 HallMOHAIBHBIC CHCTEMBI COOOIICHUN O HEXKENATSIIBbHBIX PEAKIUAX TOCYAapCTB — YICHOB
EBpa3uiickoro 3KOHOMHYECKOT0 CO03a.

Poccuiickas ®@eoepayus

109012, MockBa, CnaBsiHCKas I101mab, 1. 4, cTp. 1

®depnepanbHas cinyx0a mo Haa30py B cdepe 3apaBooxpanenus (Poczapasuanzop)

Ten.: +7 (800) 550-99-03

E-mail: pharm@roszdravnadzor.gov.ru

Wurepuer-caiit: https://roszdravnadzor.gov.ru

4.9. llepeno3npoBka

CuMOTOMBI

B kinmHMYecKHMX HCCIEOBAHUAX INPUEM D3TOPUKOKCHMOa B pa3oBod no3e 1o 500 mMr wim
MHOTOKpaTHbIA mpueMm A0 150 mr/menp B TeueHue 21 1HA HE BBI3BIBAI CYIIECTBEHHBIX
ToKcM4yecknux d¢¢ekrtoB. b momydeHsl cooOmeHuss 00 OCTpoll  mepeao3upoBKe
TOPUKOKCUOOM, OJTHAKO B OOJIBIIMHCTBE CIy4aeB O HEXeNaTeJIbHbIX pPeakIUsaX He COOOIIanoch.
Haubonee wacro HaOmronaemble HEXeNaTelIbHbIE pPEAKLUUH COOTBETCTBOBAIU MPOPHIIIO
0e30macHOCTH 3TOpuKOKcuOa (Hampumep, HapyuieHus co croponsl KKT, xapauopenanabHbie
SIBJICHUS )

Jleyenue

B cnydae nepeno3upoBku 11e51ecoo0pa3Ho IPUMEHITh OObIYHBIE MOIEPKUBAIOIINE MEPHI, TAKHE
KaKk ypameHue He Bcocammierocs mnpemnapata u3 JKKT, knmHMYeckoe HaOMOIEHHWE |, TpU
HEOOXOIMMOCTH, TTOIICP KUBAIOIIAs TEPATTHSI.

OTOPUKOKCHO HE BBIBOJUTCA TMPH TE€MOJUANIN3€; BBIBOJUTCS JIM OSTOPUKOKCHO IpH

MNEPUTOHCATIBHOM JUAJIN3C HCU3BCCTHO.
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5. DAPMAKOJIOTMYECKUE CBOIICTBA (MOCTIEQOBATENEHOCTS 0005)

5.1. ®apmakoaMHAMHYeCKHEe CBOCTBA

®apMakoTepaneBTUYECKas TIpyMa: I[POTUBOBOCHAIUTENbHBIE M  I[POTHBOPEBMATHUUYECKUE
npenapaTbl; HECTEPOUAHbIE MPOTUBOBOCHAIUTENbHBIE M NPOTUBOPEBMATUYECKHE IPENapaThl;
KOKCHOBI.

Kox ATX: MO1AHO05

Mexanusm aeiicteus, hapMakoauHaMmuyeckue 3G heKTol

OTOPUKOKCHO MpH NEpOPAIBHOM IIpUEME B TEpaleBTUYECKUX KOHIEHTPALUAX SBISETCA
ceneKTUBHbIM HHruoutopoM LIOI-2. B kinuHMueckux (apMakoJIOrH4ecKUX MCCIeIOBAHUAX
TOPUKOKCUO mo0303aBucuMo uHTHOMpoBan [[OI'-2, He okaspiBas BiausHUs Ha L[OI-1 mpm
IPUMEHEHUU CYTOUHOM 7103b1 10 150 Mr. DTOpUKOKCUO HE MHIMOUPYET CUHTE3 IPOCTAarjJaHANHOB
B CJIM3UCTON 00OJI0UKE JKeJIy/IKa U HE BIMsIET Ha (PYHKIMIO TPOMOOIUTOB.

[{uknookcureHasa orBedaeT 3a 00pa3oBaHUE MPOCTAINIAHAMHOB. BplneneHsl J1Be 1M30(OpMbI
mukiookenreHassl — [{OT-1 u 1OI-2. LIOI'-2 mpexacraBnsieT coOoi M30(EepPMEHT, KOTOPBIN
MHAYLIUPYETCS O] IEHCTBUEM PA3IMUHBIX IPOBOCHAIUTENBHBIX MEAUATOPOB U PACCMATPUBAETCS
KaK OCHOBHOM (hepMeHT, OTBEUAIOIIMIA 32 CUHTE3 POCTAHOUAHBIX MEMATOPOB OOJIN, BOCTIATICHUS
n muxopagku. [[OI'-2 ywacTByer B mpouneccax OBYJSILIMH, HMIUIAHTAlMA W 3aKPBITUA
apTepHalIbHOTO TPOTOKA, PEerysiiMM (YHKIUU IOYE€K W ILEHTPAJIbHONM HEPBHOM CHCTEMBbI
(MHIyKIUS JMXOPAJKH, OLIYIIEHUS OOJM, KOTHUTHBHAS (YHKLHS), a TakkKe MOXKET HUIpaTh
OTpeNIeIeHHYI0 poilb B Ipouecce 3axuBieHuH s3B. LOI'-2 Obuta oOHapykeHa B TKaHSX,
OKPY’KAIOIIMX A3BbI )KEITyJIKA Y UEJIOBEKA, HO €€ 3HAUEHUE IS 3a)KUBJICHUS SI3Bbl HE YCTAHOBJICHO.

Knuanueckas 3ddeKTUBHOCTD

V¥ nanuenToB ¢ OA 3TOpUKOKCHO Npy MpUMEHEHUH B f03€ 60 MI OJUH pa3 B JeHb oOecneunBal
JIOCTOBEPHOE YMEHbILIEHHE OOJM M YIy4IIEHHE OLEHKH CBOEr0 COCTOSHHS MalUMeHTaMHu. OTH
6naronpusTHbIE 3P (PEKTH HAOTIONANNCH YK€ Ha BTOPOM JIEHb JICUEHUS U COXPAHSITUCh B TEUCHHE
52 nenens. UccnenoBaHusi STOpUKOKCHOA MpU MPUMEHEHWH B j103¢ 30 Mr oaWH pa3 B JCHBb
MIPOJIEMOHCTPUPOBATIA OoJiee BHICOKYIO A((PEKTUBHOCTH MO CPABHEHHUIO C TIAnedo B TEUEHUE
nepuoJia JIeYeHUs! MPOJIOJKUTENBHOCTBIO 12 Henenb (IMpU MCIOJIb30BaHUM CXOIHBIX METO/I0B
olleHKH). B wuccrnemoBaHuM, NPOBOAMMOM C IEJIbIO OINpPENEICHUs ONTHUMAJIbHOM 03I,
STOPUKOKCHUO TMpW NPUMEHEHHH B J03¢ 60 Mr MpoJAeMOHCTPUPOBAI JOCTOBEPHO Ooiee
BBIpOKEHHOE YIydllIeHne, 4eM B 703e¢ 30 Mr, st BceX 3 MepBHYHBIX KOHEYHBIX TOYEK depe3
6 Henenpb neuenus. Jloza 30 Mr He U3yyanach PH OCTEOAPTPO3€E CYCTABOB KUCTEH PYK.

VY mauuentoB ¢ PA stopukokcud npu nmpumeHeHuu B po3e 60 mr u 90 Mr oguH pa3 B JeHb
of0ecrieunBall KakK JOCTOBEpPHOE YyMEHbLIEHHE OO0JIM W BOCHAICHHSA, TaK U YJIydlleHUE

MOABMKHOCTH. B HMCclenoBaHusAX, OLIEHUBAIOMIUX 03Bl 3TOpuUKOkcrOa 60 mMr m 90 wmr, 3Tn
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 25.09.2025 N= 24107

OmaronpusTHbIE d(Q(PEKTHI COXPAHSUTHCH B TEYEHHUE Hé&/}g}:}aj E%EﬁﬂTﬁgﬁéngﬁéﬂﬁ&?’rbm

12 nenenn.

VY MmanueHToB ¢ HAJUYMEM IPHUCTYIOB OCTPOrO MOJArpUYEcKOro apTpuTa STOPUKOKCUO MpU
npuMeHeHMn B go3e 120 Mr oaMH pa3 B J€Hb B TEUYEHHE BCEro MEpHOAA JIEYCHUs
IPOJOJDKUTEIBHOCTBIO BOCEMb JHEHW YMEHbIIAl YMEPEHHYI0 U CHIIbHYIO OO/b B CyCTaBax MU
BocriasieHne. OPQPEKTUBHOCTh Oblla cpaBHHUMA C JPPEKTUBHOCTHIO HMHIOMETAllMHA TIpU
npuMeHeHuu ero B go3e 50 Mr Tpu pasza B JIeHb. YMEHbLICHHE OOJM OTMEYAJOCh yXKe depe3
YeThIpe yaca [ocje Hayajia JeUeHHs..

VY NanyeHToB ¢ aHKWJIO3UPYIOLUM CHOHMIIMTOM 3TOPUKOKCHO MpH NMpUMEHEHUH B J103e 90 mr
OIIMH pa3 B JCcHb OOeCleYMBaJI JOCTOBEPHOEC YMCHBIICHHWE OONMM B CHHHE, BOCHAJICHUS,
PUTHIHOCTH, a Takxke yinydmeHue ¢(yHknmid. Knmaudeckas 3QQeKTHBHOCTH ATOPUKOKCHOA
HaOJro1amack ye Ha BTOPOM JIEHb JICUEHHS U COXpaHsIach B TE€UEHUE BCEro MEpPHOAA JICUCHUs
HOPOJOJDKUTENBHOCTBIO 52 Henmenu. Bo BTOpoOM HcclelOBaHHMHU, CPaBHMBAIOLIEM 03y
sTopukokcu6a 60 Mr u 103y 90 Mr, 3TopukokcuO B 103¢ 60 Mr oJIMH pa3 B JeHb 1 90 MT OMH pa3
B JICHb JIEMOHCTPHPOBAJ aHAJIOTHYHYIO 3()()EeKTUBHOCTh B CpaBHEHUHU ¢ HarpokceHoM 1000 mr
OJIUH pa3 B JIEHb.

B kiIMHHMYECKOM HCCIEOBAaHUHU IO H3YYEHHIO OONM IOCie CTOMATOJOTHMUYECKUX Olepanuit
TOPUKOKCUO B 03¢ 90 Mr Ha3Hayald OJUH pa3 B JIeHb B TeueHue Tpex aHed. B moarpymme
MAIMEHTOB C YMEPEHHON OO0JIbI0 TIPY MCXOTHON OIEHKE STOPUKOKCHO TMpU MPUMEHEHUH B J03€
90 Mr okasbIBal Takoil sxe o0e30omuBaromuit 3pdexr, kak 1 uoynpogen B g1oze 600 mr (16,11 B
cpaBHenuun ¢ 16,39; P=0,722) wu npeBocxoaun 1m0 SPPEKTUBHOCTH KOMOHHAIHIO
napareramoli/koenH B 103e 600 mr/60 mr (11,00, P <0,001) u mmane6o (6,84, P <0,001 cornacuo
oOrmiell oleHKe yMeHbIIeHus O0omu B TedeHue nepBbix 6 gacoB (TOPARG). [lons mamueHTos,
KOTOPBIM NOTpeOOoBaIMCh 00€300IMBalOLIKE MpenapaTbl ObICTPOro JeHCTBHS B TeUEHHE MEPBBIX
24 yacoB moclie TNpHeMa HCCIeqyeMBIX IpenaparoB, coctaBuwia 40,8 % npu nmpuUMeHEeHUH
sTopukokcuba B no3e 90 mr, 25,5 % npu npumeHeHun ulynpodena B go3e 600 mr kaxibie
6 gacoB u 46,7 % npu NMpUMEHESHUH KOMOHWHAIMK TapareraMmoir/kojienH B go3e 600 mMr/60 mr
Kaxple 6 yacoB Mo cpaBHeHMIO ¢ 76,2 % B rpymnme muiane6o. B atom nccrienoBanum meauana
Hauasa JelcTBus (OIIyTUMOE YMEHbIIEHHE 00JIM) PU MPUMEHEHUH STOPUKOKcHOa B 103e 90 Mr
cocTaBwia 28 MUHYT IIOCJIE IIpUEMa Mpernapara.

Knuanueckas 6e3011acHOCTD

Mnoconayuonanvnasn Ilpoepamma Oyenku [loneocpounoeo Hazunauenus Omopuxokcuba u
Huxnopenaxa npu Apmpumax (MEDAL)
[Tporpamma MEDAL mpeacrasisiia co00il MPOCIEKTUBHYIO MPOrPaMMy OIEHKH 0€301acHOCTH

Ha ocHoBaHHM cepaeyHo-cocyaucTbix (CC) sBIeHHl MO OObEIUHEHHBIM JaHHBIM Tpex
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 25.09.2025 N= 24107

PaHIOMU3UPOBAHHBIX JBOWHBIX CJICTIBIX AKTHH Ho-KOHf&Q@M;?'ﬁEQgH&;}'MEF MEIFD'AL

EDGE Il u EDGE.

HccnenoBanne MEDAL mpencraBnsuio co0OW  HCClieOBaHWE, UIMTEIBHOCTH KOTOPOTO
ompenensiiack AocTwkeHneM KoHeuHbIX Touek (CC sBienwmii), Bkirovasiiee 17804 manuenra ¢
OA u 5700 nmartuenToB ¢ PA, monydaBmux 3tropukokcu6 B 103e 60 mr (OA) mim 90 mr (OA u PA)
wi guknopeHak B go3e 150 mr B nmeHs B cpenHem B Tedenue 20,3 mecsma (MakCUMyM
42,3 mecsia, menuana 21,3 mecsia). B 3ToMm nccne1oBaHuU PETUCTPUPOBATIU TOJIBKO CEPhE3HBIC
HE)KeNaTeNIbHbIC SIBJICHUS U Cly4dau BBIOBIBAHMS W3 MCCIEAOBAaHUS BCJEACTBHE JIIOOBIX
HE)KeJaTeJIbHbBIX SBJICHUH.

B wuccnenosanusix EDGE u EDGE Il cpaBHHMBaJIM >K€TyJOUYHO-KHUIIEYHYIO NEPEHOCUMOCTH
stopukokcuba u mukinodenaka. MccnenoBanne EDGE Bxitouano 7111 mamuentoB ¢ OA,
MOJTy4aBIINX 3TOpUKokcuO B 103e 90 mr B AeHb (B 1,5 pasza 6osbile 103bl, pEKOMEHAYEMOM Mpu
OA) umu guxnodenak B no3e 150 mr B geHp B cpeanem B TeueHue 9,1 mecsna (Makcumym
16,6 mecsma, menuana 11,4 mecsma). McenenoBanne EDGE 11 Bkimtouano 4086 manuenTos ¢ PA,
MOJTy9YaBIIUX 3TOPUKOKCHO B 03¢ 90 Mr B ICHb Wi AuKIO(eHak B 1o3e 150 Mr B 1eHb B CpeiHEM
B TeueHue 19,2 mecsues (Mmakcumym 33,1 mecsia, Mmeauana 24 mecsa).

B o6wenunennoit [Iporpamme MEDAL 34701 mamuent ¢ OA unu PA monydanu neueHue B
cpenHeM B TeueHue 17,9 mecsma (makcumym 42,3 Mmecsima, meauana 16,3 mecsa), okono 12800
NAMEHTOB MOJIyYalH JiedeHHe B TeueHue Ooisiee 24 mecsieB. Y BKIIOUYEHHBIX B [Iporpammy
MEDAL nanueHToB Npu UCXOAHOM OLEHKE ObUT 3aperMCTPUPOBAH LIMPOKHUM CIIEKTP CepeyHO-
COCYAMCTBIX U JKEeTyTOUYHO-KUIIEYHBIX (PaKTOPOB PUCKA. BBITH UCKIIOYEHBI MAIIUEHTHI C HETaBHO
NEPEHECEHHbIM HMH(APKTOM MHOKapJa, a TaKKe C AOPTOKOPOHAPHBIM IIYHTUPOBAHHEM WIIU
YPECKOXKHBIM KOPOHApHBIM BMEIIATEILCTBOM B TeUYeHHE 6 MeCsILeB Iepesl BKIOYEHHEM B
uccienoBanre. B uccnenoBaHusax pazpemianoch NPUMEHATh TaCTPONPOTEKTOPHI U HU3KHUE 103l
acrupuHa.

O0mag 6e300acHOCTh

JIOCTOBEpHBIX Pa3IUYUil MEXIYy STOPUKOKCHOOM W AWKIOPEHAKOM B OTHOIICHHUH YaCTOTHI
tpoMOoTuueckux CC sBieHudd oOHapyxkeHo He Obuio. KapamopeHanbHbIE HEXenaTeabHbIS
sBIeHUs1 Oojee 4yacTo HAOMIOJANMCh MPHU HA3HAYCHWHM STOPUKOKCHOA, YeM MpU Ha3HAYCHUU
nukiIodeHaka; TaHHbI 3QGeKT ObLI 10303aBUCUMBIM (OTIENbHBIE PE3YNbTaThl MPEACTABICHBI
Hmwke). Hexxenatenpasie siBnenus co croponsl XKKT u medenn moctoBepHO yarie HaOII01aTuCh
MpY Ha3HAYEHUH TuKIo(eHaka, 4eM MpH Ha3HAueHUU 3TOpUKokcrba. YacToTa HexenareabHbIX
apiennit B uccneaopanusix EDGE u EDGE 11, a Takke HexelnaTenbHbIX SBJICHUM, TPU3HAHHBIX
CEPHhE3HBIMU HJIM MIOTPEOOBABIIMX OTMEHBI JiedeHUs, B uccienoBann MEDAL Obuia Beie npu

Ha3HaYeHUH STOPUKOKCHOA, YeM Mpu Ha3HAYeHUU JUKIo(deHaka.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 25.09.2025 N= 24107

0C OB HOCTE 0005
PesyapTaThl OIIEHKH 0€30IIaCHOCTH B OTHOLIEH CeDHeI'IETCUEgXH}II‘C%HTMBI _Tb 0003)

YacToTa MOATBEPkKACHHBIX CEPhE3HBIX TPOMOOTHUECKUX CEPACUHO-COCYTUCTHIX HEKEINATEITHHBIX
SIBIICHUH (BKJIIOYABIIUX CEpACYHBIC, IepeOpOBACKYISIpHBIE U TEepU(PEPUISCKUE COCYIUCTHIC
sBJICHUS1) ObLIa COMIOCTAaBUMOM MEXIY IPYNIIaMHU, MOJYYaBIIUMHU 3TOPUKOKCHO WIIH TUKIOPEHaK
(maHHBIC IpUBEICHBI B Ta0auIIe HIDKE). [10 yacToTe TpOMOOTHYECKHX SIBJICHUH HE OBLIIO BBISBIICHO
CTATHCTUYECKH 3HAYUMBIX Pa3IMUUi MEXAY AITOPUKOKCHOOM M JUKIOPEHAKOM BO BCEX
MPOAHATM3UPOBAHHBIX TOJATPYIAX, BKIIOYAsl KATETOPUH MAlMEHTOB B JIMANA30HE MCXOIHOTO
CepJIeYHO-COCYAUCTOro pucka. [Ipu paccMOTpeHUHU MO OTAEIbHOCTH OTHOCUTEIbHBIA PUCK IS
MOJITBEPK/ICHHBIX CEPhE3HBIX TPOMOOTHUECKUX CEPIEYHO-COCYAUCTHIX HEXKEIATeIbHbIX SIBICHUN
OBLI CXOJHBIM TSl 3TOpUKOKcHOa (rpu mpueme B 1o3e 60 mr wim 90 mr) n auknodenaka (mpu
npueme B f1o3e 150 mr).

Tabmuna «Yactota MNOATBEPXKIEHHBIX TPOMOOTUYECKUX CEPIACUYHO-COCYAUCTHIX SIBICHUMN

(ITporpamma MEDAL)»

DTOpUKOKCHO Juknodenak

CpaBHEHHE MEXTY
(N=16819) (N=16483)

BUJIAMH JIEYEHUS
25836 manmeHTo-JeT 24766 manueuTo-JIeT

OTHOCUTENbHBIH

Yacrora® (95 % U Yacrora® (95% JI1
( : ( : puck (95 % AN)

HO}ITBCp)KI[CHHI)IC TpOM6OTI/I‘~I€CKI/IC CEPACUYHO-COCYAUCTBIC CCPbE3HBIC HEKCIIATCIILHBIC

ABJICHUS
[Tpu BBINOTHEHUHT

1,24 (1,11, 1,38) 1,30 (1,17, 1,45) 0,95 (0,81, 1,11)
TpeOoBaHUI MPOTOKOIA
B 3aBucumoctu ot

1,25 (1,14, 1,36) 1,19 (1,08, 1,30) 1,05 (0,93, 1,19)
HA3HAYEHHOI'O JICUEHUs

HO}ITBCp)K)ICHHBIe CEPACUYHEBIC ABJICHHUA

HpI/I BBITTIOJIHCHUUN
0,71 (0,61, 0,82) 0,78 (0,68, 0,90) | 0,90 (0,74, 1,10)
TpeOoBaHUI MPOTOKOIA

B 3aBucumocTtH oT
0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84, 1,17)

Ha3HAa4YCHHOT'O JICUCHUA

HOIITBCp)K,Z[CHHBIC I.ICpC6pOBaCKYJ'ISIpHBIC SABJICHUA

IIpu BBIIOJIHEHUH
0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)
TpeGOBaHUH MPOTOKOIA
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
o1 25.03.2025 N2 24107

(MOCHEQOEBATERBHOC TE 0005

B 3aBucumMocTH ot

0,33 (0,28, 0,39) 0,29 (0,24,0,35) | 1,12 (0,87, 1,44)

Ha3HAa4YCHHOT'O JICUCHUA

[TonTBepkIeHHBIC TEPUPEPUIECKUE COCYIUCTHIC SIBICHUS

IIpu BEIIOJIHEHUH
0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)
TpeOOBaHUI MPOTOKOIA

B 3aBucuMocT# OT
0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)

Ha3HAa4YCHHOT'O JICUCHUA

! Komuuectso sBnenuit va 100 manuento-ner; JU=noBeputensuslii naTepsar; N=obmee
KOJIMYECTBO MallMEHTOB, BKJIIFOUEHHBIX B MOIMYJIALMIO MAIIMEHTOB, BHITOIHUBIINX TPEOOBAHUS
MPOTOKOIA.

[Tpu BBITIOTHEHUY TPEOOBAHUI IPOTOKOJIA — BCE SBJICHMSI, pa3BUBIINECS Ha (DOHE MCCIeayeMOi
Tepanuu Wik B TeueHue 14 nHei ¢ MOMEHTa €€ MpeKpalieHus (MCKIIOYEHBI MallMeHThl, KOTOPbIE
noyyriia <75 % uccneayeMoro npemnapara, v MalueHTbl, IPUHUMABIINE HE BKIIFOUEHHbBIE B
uccienosanuu HIIBIT >10 % Bpemenn).

B 3aBucuMOCTH OT HA3HAYEHHOTO JICUECHUSI — BCE MOATBEPKICHHBIC SIBJICHUS, PA3BUBIIHECS 10
OKOHYaHUS UCCJICIOBaHUSI (BKIIOUYEHBI MAIIMEHTHI, KOTOPHIE MOTJIU TIOIBEPraThCs HE
BKJIFOYEHHBIM B MCCIIEJOBAHNE BMEIIATEIbCTBAM I1OCJE MPEKPALIEHUS IPUEMA UCCIEyEMOTO
npemnapara). O01ee KOMMYECTBO PaHIOMU3UPOBAHHBIX NMAIMeHToB: n=17412 myist sTopukokcuda

u n=17289 nys nuxnodenaka

Kak CC cmepTHOCTB, Tak U 00111asi CMEPTHOCTh ObUIM COIOCTABUMBI MEXKY TPYINIaMHU JICUEHUS
TOPUKOKCUOOM U JUKJIOPEHAKOM.

KaparnopeHanbHBIC SIBICHUS

[TpubmuzutensHo y 50 % manueHToB, BKIOYEHHBIX B uccieaoBanue MEDAL, npu ucxomnou
OIleHKE ObLTa 3aperucTpUpOBaHA TUIEPTEH3HWS B aHaMHe3e. B 3TOM HCClIeNOBaHHMHM 4YacTOTa
BHIOBIBAHUSI BCIICJCTBUE HEKEIATENbHBIX SBJICHWM, CBA3aHHBIX C TUIEPTCH3UEH, OblIa
CTATHCTUYECKHM 3HAYUMO BBIIIE I OSTOPUKOKCHMOa, ueM g JaukiodeHaka. Yactora
HEXEJAaTeIbHBIX SBJICHUM, CBA3AHHBIX C XPOHUYECKON CEpPACYHON HEIOCTATOYHOCTHIO (CIydan
BBIOBIBAHUS M3 MCCIICIOBAHUS U CEPbE3HBIC SIBJICHNUS), ObLTa CXOIHOM IJIST STOPUKOKCHOA B J103€
60 mr u guknodenaka B goze 150 mr, HO ObuTa BBIIIE IS dTOpHKOKCcHOa B m03¢ 90 Mr mo
CpPaBHEHHIO ¢ AUKIO(eHakoM B 03¢ 150 Mr (CTaTUCTUYECKH 3HAYMMO BBIIIE /ISl STOPUKOKCHOa
B no3e 90 mMr mo cpaBHeHHIO ¢ nukiodeHakom B go3e 150 mr B rpymme OA wuccineqoBaHUs
MEDAL). YactoTra mOATBEPKICHHBIX HEKEIATCIbHBIX SBICHUN, CBSA3aHHBIX C XPOHUUYECKOU
CEepICYHON HEIOCTATOYHOCTHIO (SBJICHUS, KOTOpPhIE OBLIM CEPhE3HBIMU M TPUBEIH K

TroClMTaJIn3alvu HWJIKM IOCCIICHUIO OTACIICHHUA HEOTJI0KHOM HOMOH_II/I), ObUIa HE3HAYUTEIHHO
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COOTEBETCTEYET 3KI(

oT 25.09.

MY OTUETY

BBIIIIE JIJIS1 S TOPUKOKCHOA 110 CPAaBHEHUIO C JUKJT Dd)eHaKOI:l\E] Qz}olg‘; ¢ '“rﬂl:aJ;I[léllil'—biﬁTaﬂadgeIKI; ]6},1J1

J10303aBUCUMBIM. YacToTa ciydyaeB BBHIOBIBAHUS U3 MCCIEAOBAHUS BCICACTBHE HEXKEIATEIbHBIX
SIBIICHUH, CBSI3aHHBIX C OTEKaMHU, ObLIA BBIIIE JIJISI STOPUKOKCHOA 110 CPAaBHEHUIO C TUKI0()EeHaKOM
B no03e 150 mr, m nmaHHbIi 3¢dekT ObUT A0303aBUCUMBIM (CTATHCTHYECKU 3HAYUMBIN IS
3TOpHUKOKCcHOa B 03¢ 90 MT, HO HE JJI1 STOPUKOKcHOa B 03¢ 60 Mr)

Pesyibrarel olieHKM KapauopeHalibHOM Oe3omacHoctr B uccaenoBanusx EDGE u EDGE 11

COTJIACYIOTCS C pe3yibTataMu B uccaenoaunu MEDAL

B ornenpHbIX unccnenoBanusx Ilporpammel MEDAL aGcomroTHas yacTtoTa BBIOBIBaHHS U3
WCCJICIOBaHMS B JIFOOOW TpyIIe JIeueHUs I 3Topukokcrba (60 mr uimu 90 Mr) cocrasisiia 10
2,6 % B cBs3u ¢ TuneptTeHsuei, 1o 1,9 % B csa3u ¢ otekamu u 10 1,1 % B CBSI3U ¢ XpOHUYECKOH
CepJICYHON HEJOCTaTOYHOCTHIO. Y NAIMEHTOB, MPUHUMABIIUX ATOPUKOKCUO B 1o3e 90 wr,
yacToTa BBIOBIBAHUS W3 HCCIENOBaHMS Oblda BBIIE, YeM Yy TMAIlMEHTOB, NPUHUMABIIMX
ATOPHUKOKCHO B 7103¢ 60 MT.

Pes3vapTarTsl OLIEHKH XKETYI0UYHO-KUIIeYHOU riepenocuMoctd B [Iporpamme MEDAL

B kxaxnom u3 Tpex uccnenoBanuil, Bxogsamux B Ilporpammy MEDAL, yactora BbIObIBaHUS U3
UCCIIIOBaHMs Ul JII000r0 KIMHMYECKOTO HEXeNaTeNnbHOro spieHuss co ctopoHbl JKKT
(HampuMep, aucnencus, 00Jb B KHUBOTE, S3BbI) OblIAa TOCTOBEPHO HIKE JUI ATOPUKOKCHOA B
cpaBHeHMH ¢ jaukiopeHakoM. Yacrorta BbIObIBaHMS M3  MCCIEAOBAaHUS  BCJEICTBUE
He)KelaTeNIbHbIX KIMHNYecKuX AByieHui co ctoponsl JKKT Ha 100 manueHTO-J1€T 3a BeCh MepUol
uccienoBaHus Obuta cienyromei: 3,23 ans sTopukokcuba u 4,96 g aukinodeHaka B
uccnenoBauuu MEDAL; 9,12 nnst stopukokcn6a u 12,28 g nukinodeHaka B UCCIeT0BaHUU
EDGE; u 3,71 nns stopuxkokcu6a u 4,81 nns qukinodenaka B uccnegopanuu EDGE 1.

Pesvabprarse! onenkn 0e3onacuocty B otHomeHnu JKKT B [Tporpamme MEDAL

B nenom HexenaTenbHbIe SBIEHHUS cO CTOpOoHBI BepXHUX otaenoB JXXKT Obutn onmpeneneHsl kak
nepdopanuu, A3Bbl U KpoBOoTeueHHs. OCIOKHEHHBIE HEXENaTeNbHbIE SBICHHUS CO CTOPOHBI
BepxHux otaenoB JKKT Bxmouann mnepdopainio, HENPOXOIUMOCTb U OCIOXHEHHOE
KPOBOTEUEHHE; HEOCTIO)KHEHHBIEC HEXKENATEIbHbIE ABIEHUSA CO CTOPOHBI BepXHUX OTAEN0B JKKT
BKJIIOYAJIM HEOCJIO)KHEHHbIE KPOBOTEUEHMS M HEOCIOKHEHHble s3Bbl. OOImas wyacrora
HE)KEeNNaTeNbHBIX SBJICHUH cO cTOpoHbl BepxHHX oTaenoB JKKT Obuta JOCTOBEpHO HIDKE IS
STOPUKOKCHOA B CpaBHEHUU € AUKIO(EeHaKOM. J[OCTOBEPHBIX pazIuduil MEXIY 3TOPUKOKCHOOM
U JUKIO(EHaKOM IO 4acTOTe OCIOXKHEHHBIX SBJICHHUM OoOHapy:XeHo He Obu1o. J[is moarpymmsl
reMopparu4eckux HexenaTeIbHbIX SBICHUH co cTOpOoHBI BepxHUX 0TAen0B KKT (ocnoxHeHHBIX
U HEOCJOXHEHHBIX B COBOKYITHOCTH) HE OBIJIO OOHApYXEHO JOCTOBEPHBIX Pa3IMUMi MEXIY
ATOPUKOKCHOOM W nukiopenakoMm. [IpemmyiecTBo 3TOPHUKOKCHMOA B OTHOIICHHUH BEPXHUX

otaenoB JXKKT mo cpaBHeHUIO ¢ TUKIO(DEHAKOM y TAIMEHTOB, OJJHOBPEMEHHO MPUHUMAIOIINX
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COOTBETCTBYET 3K( MY OTUETY

acMMpUH B HU3KHUX J03ax (000 33 % manueHTpB), He GB%%Q‘TJ&Q lgll-fg:l{/ll\JI_ﬁMl 005)

YacToTa MOATBEPKJIECHHBIX OCJIOKHEHHBIX U HEOCJIOKHEHHBIX KIMHUYECKHX HEXKEIAaTeNbHbIX
sBneHuid co croponbl BepxHHX oTaenoB JKKT na 100 manumenro-ner (mepdopauuu, s3BB H
kpoBoreuenust (PUB)) cocraBuna 0,67 (95 % AW 0,57, 0,77) nns 3TOpUKOKCHOa U
0,97 (95% M1 0,85, 1,10) mis aukinodeHaka, Ha OCHOBAHMH YEro OTHOCHUTEIIBHBIA PHCK
cocrasui 0,69 (95 % JIU 0,57, 0,83).

brina um3ydeHa ydacTtoTa MOATBEPKICHHBIX HEXKEIATENIbHBIX SIBICHUNW CO CTOPOHBI BEPXHUX
ornenoB JXKT y moXuiblX MalMeHTOB; MaKCHUMAaJbHOE CHUKEHHE YacTOThl HAOII0Naioch y
nanueHToB B Bozpacte >75 net (1,35 [95 % AU 0,94, 1,87] B cpaBuenuu ¢ 2,78 [95 % AU 2,14,
3,56]) seienuii Ha 100 marMeHTo-JIeT AT STOPUKOKCUOA U AUKIT0(eHaKka COOTBETCTBEHHO.
YacroTa MOATBEPKICHHBIX HEKEJATEIIbHBIX SBICHUUA CO CTOPOHBI HWXHUX OTAENoB JKKT
(mepdopanys TOHKOTO WK TOJCTOrO KUIIEYHUKA, HEIPOXOAUMOCTh Wi KpoBoteueHue (POB))
JIOCTOBEPHO HE pa3iuyainach JIs 3TOPUKOKCHOa U nukiodeHaka.

Pesvaprars! onieHKH 0€30IMaCHOCTH B OTHOIIEHWH TteueHu B [Iporpamme MEDAL

DTOPUKOKCHO XapaKTEPHU30BAJICS CTATUCTUYCCKH 3HAUMMO 0oJiee HU3KOW 4acTOTOW BHIOBIBAHUS
U3 MCCIIEOBaHUs BCIEACTBHE HEKETIATENbHBIX SBICHUN CO CTOPOHBI NIEYEHU MO CPaBHEHHIO C
mukinopeHakoM. B o0benunennoi IIporpamme MEDAL 0,3 % mnanueHTOB, MOJy4aBIIUX
ATOPUKOKCUO, u 2,7 % mMmanueHToB, MOJIy4YaBIIUX AUKIO(PEHAK, BBHIOBUIM U3 HCCIEIOBAHUS
BCJIEJICTBHE HEXKEJIATEeIbHBIX SBJICHUI CO CTOPOHBI MeueHu. YacToTa HexXenaTebHbIX SBICHUHN Ha
100 mamuento-ner coctaBuna 0,22 nns stopukokcuba u 1,84 s nuknodeHaka s
ATOPUKOKCHOA B CpaBHEHHMH ¢ JIUKIOpeHakoMm). Tem He MeHee, OONBIIMHCTBO HEXKENaTeIbHBIX
ABJIeHUH co cTopoHbl nneueHu B [Iporpamme MEDAL Obutn Hecepbe3HBIMHU.

Z[OHOJ'IHI/ITCJ'IBHBIG JAaHHBIC TI0 6C3OHaCHOCTI/I, CBA3AHHBIC C TDOM6OTI/I‘~I€CKI/IMI/I CEPACYHO-

COCYJIMCTBIMHU ABJICHUAMU

B knuHMYecKkMX WuCCleNOBaHMIX, 3a HCKIOYeHueM wuccieaoBanuii Ilporpammer MEDAL,
npuom3uTenbHo 3100 marMeHToB MOoJydaau TOPUKOKCHO B 03¢ >60 MI B JIEHb B TCUCHHUE
12 menenb nm goneine. He ObUT0 0OHApY)KEHO 3aMETHBIX Pa3IMuUi B 4aCTOTE TIOTBEPIKICHHBIX
CEPbE3HBIX TPOMOOTHYECKUX CEpPICUHO-COCYIUCTHIX SIBICHUH Yy TAIUEHTOB, MOTy4YaBIIMX
ATOPUKOKCUO B 103e >60 mr, tutane6o winu HIIBII, He conepikarue HarpokceH. Tem He MeHee, B
CpPaBHEHUU C MAIMEHTAMHM, MOJYYaBIIMMHU HampokceH B go3e 500 mr aBa pas3a B JI€Hb, 4aCTOTA
ATHUX SIBJICHU ObLJIa BHIIIE y TAIMEHTOB, MOTYYaBITUX ITOPUKOKCHO. Pa3HHIIa B aHTHArperaHTHOU
akTuBHOCTH Mexay HekotopsiMu HIIBII, wunrubupyronmmu LIOI'-1, U celekTHUBHBIMU
uaruOuTopamu [[OI'-2 MoXkeT UMeTh KIMHUYECKOE 3HAUYCHWE Yy MAIMEHTOB M3 TPYIIBI PUCKA
pazBuTHsl TpoMOodMOomueckux siBiaeHuil. CenektuBHble WHTHOMTOPHI [[OI'-2 momaBisitoT

00pa3oBaHNE CUCTEMHOTO (M, KaK CJIEJICTBHE BO3MOXKHO, SHIOTEINAIBLHOTO) MPOCTAIIMKINHA, HE
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yCTaHOBJICHA.

I[OHOJIHI/ITCJIBHLIG JaHHBIC T10 0€30IMacHOCTU B OTHOLICHHUH KCIYAOYHO-KHIICYHOI'O TpaKTa

B nByX IBOWHBIX CIENbIX HJOCKOIMMYECKUX MCCIEI0BAaHUSX MPOJOJDKUTENBHOCTRIO 12 Henenb
KyMYJISITUBHAsi 4YacTOTa Pa3BUTUS TacTPOAYOACHANbHBIX 3B OblIa 3HAYMTEIBHO HUXKE Y
NAIMEeHTOB, MOJYYaBIIUX 3TOPHUKOKCHO B m03e¢ 120 Mr oguH pa3 B J€Hb, YEM Yy IMALUEHTOB,
MOJTy4aBIINX HaMpokceH B o3¢ S00 Mr aBa pasa B JeHb Wi uOymnpoden B 1o3e 800 Mr Tpu pasza
B JieHb. YacToTa pa3BUTHUSA 3B AJIs STOPUKOKCHOA OblIa BBIIIE IO CPABHEHUIO C IL1aLEe00.

HccregoBanmne d)VHKHI/II/I ITOYCK VYV ITOXKHJIBIX

B paHnoMu3sumpoBaHHOM JBOMHOM CIIENIOM IUIAL€00-KOHTPOJIMPYEMOM HCCIIEIOBAaHUU B
napaJuleJIbHBIX TPYINax OLIEHUBAIN Bo3AecTBUE 15-1HEBHON Tepanuu 3Topukokcuoom (90 mr),
nenexkokcuobom (200 Mr 1Ba pasa B JieHb), HarpokceHoM (500 Mr jBa pasa B JieHb) U IuIaredo Ha
BBIBE/ICHUE HATPUS MOYKAMU, apTepUAIbHOE JIaBJICHUE U JIpYrHe MokKa3zaTeiau (YHKIUU MMOYEK Y
MalKMeHToB B Bo3pacte OoT 60 mo 85 jeT, mojaydyaBIIMX paIMOH C COJEpPKaHUEM HaTpHs
200 MPKB/CYT. DTOPUKOKCHO, IEIEKOKCHO M HAIMPOKCEH 4Yepe3 2 HENeNH JICUCHUS OKa3bIBAIH
CXOJHO€ BIMSHHE Ha BBIBEJCHHE HATpus MOYKaMU. Bce akTHBHBIE Mpenaparbl CpaBHEHUS
NPUBONIM K YBEITHMUEHUIO CUCTOJIMUYECKOTO apTEepUaIbHOTO JaBJIEHUS] OTHOCUTEIBHO IJanedo,
OJIHAKO Teparus I TOPUKOKCMOOM MPUBOMIIA K CTATUCTUYECKH 3HAYMMOMY YBEIMYEHUIO Ha 14-i
JI€Hb TI0 CPaBHEHUIO C ILIEJIEKOKCMOOM M HAIpOKCEHOM (CpellHee M3MEHEHUE CHCTOIMYECKOTO
apTepHalIbHOTO JIaBJICHHSI IO CPABHEHUIO C HCXOIHBIM 3HAYEHUEM: STOPUKOKCUO — 7,7 MM PT. CT.,
LEJIEKOKCUO — 2,4 MM PT. CT., HAIIPOKCEH — 3,6 MM pT. CT.).

5.2. apmakoKuHEeTHYeCKHUE CBOHCTBA

AOcopOuus

OTOPUKOKCHO XOpOIIO BCAChIBA€TCs NpU MpUeMe BHYTpb. AOCONOTHAs OMOIOCTYIMHOCTh MpHU
npueme BHYTph coctapisieT okono 100 %. [Ipu mpuMmeHeHuu npemnapaTta y B3pOCIBIX HATOIIAK B
noze 120 Mr oguH pa3 B CYTKM 10 JIOCTHKEHHS PAaBHOBECHOTO COCTOSIHHSI MaKCUMaJIbHas
koHIeHTpanus (Cmax) cocTaBisieT 3,6 MKr/mMi1. Bpemst ToCTHKEHUST MaKCUMaTbHON KOHIICHTPAITUH
(Tcmax) B 1a3me kpoBu — 1 4 mocne npuema npenapara. CpenHsis reoMeTpudecKas IIoaab Mo
kpuBoi (AUCo-244) cocTaBisiia 37,8 MKIreu/miL.

[Tpu npueme sTopuxokcuda B 1o3e 120 Mr Bo Bpemst eibl (€71a C BBICOKUM COJIEP)KaHUEM KUPOB)
He Ha0JI10/1a710Ch KIIMHUYECKH 3HAaYMMOT0 BIIMSHUA Ha cTeneHb abcopOuuu. CkopocTh abcopOuuu
M3MEHSIAach, YTO MPUBOAWIO K CHUKEHUIO Cmax Ha 36 % u yBenuueHut0 Tmax Ha 2 4. JlaHHBIE
pe3ynbTaThl HE CUUTAIOTCS KIWHUYECKH 3HAYUMBIMH. B KIMHUYECKUX HCCIEIOBAHMIX

STOPUKOKCUO MPUMEHSIICS HE3aBUCUMO OT MpHeMa MULITH.
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Pacnopenenenue

Oropukokcud npudbau3uTensHo Ha 92 % cBs3bIBaeTcs ¢ OenKaMu I1a3Mbl KPOBH Y YeIOBEKa Ipu
koHIeHTpanusax 0,05-5 mxr/mi. O0beM pacmpeneicHusl B paBHOBECHOM COCTOSHUHU (Vdss) Y
YeJI0BeKa cocTaBisieT okoio 120 .

DTOpUKOKCHO MPOHUKAET Yepe3 TUTalleHTapHBIN Oapbep U reMaTodHIedanueckuii 6apbep.

Buorpancdopmarus

OTopuKokcuO HHTEHCUBHO MeTabonu3upyercs, <1 % 10361 BRIBOAUTCS TOYKAMH B HEH3MEHEHHOM
Buge. OcCHOBHOW myTh MeTabonu3Ma — oOpa3oBaHue O6'-THUAPOKCUMETHI IPOU3BOAHOTO,
karanmusupyemoe depmentamu CYP. CYP3A4, mo-BuaumMomMy, CHOCOOCTBYET METa0OJIU3MY
sTOpHUKOKcHOa iN Vivo. Mccitenosanus in Vitro ykaseisarot, uro CYP2D6, CYP2C9, CYP1A2 u
CYP2C19 Takke MOTYT KaTaJu3UpoBaTb OCHOBHOM IyTh MeTab0IM3Ma, HO UX KOJIMUYECTBEHHOE
BO3JIeiicTBHE IN VIVO HE U3y4aaoch.

VY yenoBeka UAEHTU(GHUIMPOBAHO MATh MeTa00IMTOB. OCHOBHBIM METabOJIMTOM siBiseTCs 6'-
KapOOKCHALIETHIIdTOPUKOKCHO,  0Opa3ylomuiics TNpu  JONOJHUTEIBHOM  OKHUCICHWH  6'-
TUAPOKCUMETHIIITOPUKOKCUOA. OTH  OCHOBHbIE MeETaOOJUTHI HE o00JajalT 3aMETHOMU
aKTUBHOCTBIO, JTMOO SBISAIOTCS TOJBKO cinaObiMu uHruouropamu L[OI'-2. Hu oaumH u3 3THX
MeTaboauToB He nHruoupyer LOI'-1

OJIUMUHAIMS

[Tocne OmHOKPAaTHOTO BHYTPHUBEHHOTO BBEACHHUS 3JIOPOBBIM JIOOPOBOJIBIIAM MEUYEHOTO
PaMOaKTUBHOTO ATOPUKOKCHOa B 103¢€ 25 Mr 70 % paauoakTHBHOCTH OOHAPYKUBAJIOCh B MOYE U
20 % — B Kaje, MPEeUMYIIECTBEHHO B BHJE MeTabonutoB. MeHnee 2 % 0OHapyXHBajJOCh B
HEM3MEHEHHOM BUJIC.

BriBeienne 3TOpuKOKCHOA TPOMCXOAWT B OCHOBHOM IyTeM MeTabolM3Ma C IOCIEAYIOIINM
BBIBEJICHHEM Yepe3 MOYKH.

PaBHOBecHbIE KOHIIEHTpAIlMU 3TOPHUKOKCHOA NpU exeTHeBHOM mpueme 120 Mr mocTurarorcs
yepe3 CeMb CYTOK C KOX(POUIMEHTOM KYMYJSIHUHA OKOJO 2, YTO COOTBETCTBYET IEPHOMIY
MOJIYBBIBEJIEHNsL OKOJIO 22 4. [lnma3MeHHBI KIMPEHC MOocie BHYTPUBEHHOI'O BBEIEHUA 25 Mr
COCTaBJIET NMPUOIU3UTENHHO S50 MII/MUH.

JIu"elHoCTh (HEIUMHENHOCTB)

dapMaKOKMHETHKAa S3TOPUKOKCHMOa B TMpejenax Juarna3oHa TeparneBTHYECKUX 03 HOCUT
JIMHENHBIN XapaKTep.

IToyeyHas HEJOCTATOYHOCTh

dapMakOKHMHETUKA OAHOKPATHOTO MPUMEHEHHUs 3TOPUKOKCHOa B 1o3e 120 Mr y mammeHToB ¢
HapylEeHUsAMUA (YHKIMU MOYEK CpeAHEH M TSDKEJIOM CTEeNeHM M NAalMEeHTOB ¢ TEPMHUHAIBHON

CTa,I[PIeﬁ 3a00/eBaHUs IMMOYCK, HAXOAAIIUXCA Ha rEéMOaMuain3€, CYIIECTBEHHO HE OTJIMYallaCh OT
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rokKasareyiel y 370pOBbIX JHIL. ['eMoauanus e3HaqH1£«l:-JI1'1_;'}:1:6—| EJ'H'/{;I "'ﬁEEﬂlféé&e'HEE' (IKIIIII/'I-ﬁeHC

muanusa — okojio 50 mi/muH) (cM. pasaenst 4.3. u 4.4.).

IIeueHouHas HEAOCTATOYHOCTD

VY mauueHTOoB ¢ HapyUIeHUSIMH (DYHKIMHU TeYEHH JIETKON CTENEeHU TsHKeCTH (5—6 6aioB o IIKae
Yaitna-ITer0) mpuem sTopukokcuda B 103¢ 60 MI OJIMH pa3 B CYTKH COMPOBOXKIAJICS YBEIIMUESHUEM
cpeanero 3HadeHuss AUC npubnusutensHo Ha 16 % mo cpaBHEHHMIO CO 3/10pOBBIMHU JIMIIAMH,
IPUHUMABILIMMU IIpEnapar B TOM e 103€.

VY manueHToB ¢ HapyIIeHUsAMH (DYHKIIUU TEYCHH CpeaHed cTeneHu TsokecTH (7-9 OaiioB 1o
mkane Yaina-I1p10), MpUHUMABIINX 3TOPUKOKCHO B 03¢ 60 Mr uepe3 JeHb, Cpe/lHee 3HaUCHUE
AUC 05110 TaKuM %K€, KaK y 3J0POBBIX JIUI, TPUHUMABIINX dTOPUKOKCHO 60 MI' O/IMH pa3 B ICHb.
Oropuxokcu0 B 103e 30 MI oAMH pa3 B J€Hb HE U3ydasCsl B IaHHOM MOMYJISLUY.

JlanHple KIMHUYECKUX WIH (apMAKOKUHETHUECKUX HCCIEIOBAaHUI y MAIUEHTOB C TSKEIIBIM
HapylieHueM (yHkiuu nedenu (>10 6amioB no mkane Yaiina-I1b10) oOTCyTCTBYIOT.

JInna moyKuJioro Bo3pacra

®apMaKOKMHETHKA Y TOKUIIBIX (B Bo3pacTe 65 JIeT U cTapliiie) conocTaBuMa ¢ (papMakOKMHETUKON
Y MOJIOJIBIX.

eTu
dapMaKOKMHETHKA STOPUKOKCHOA y MAIIMEHTOB JETCKOTO Bo3pacta (B Bo3pacte <12 jer) He
M3y4asach.
B ¢apmakokuHeTnueckoM mcciaenoBanuu (n=16), mpoBoUBIIEMCS Y TIOAPOCTKOB (B BO3pacTe OT
12 no 17 ner), hapmMakoKUHETHKA y MOAPOCTKOB ¢ Maccoi Tena oT 40 go 60 kr mpu mpueme
ATOPUKOKCHOA B 103¢ 60 MT OJIMH pa3 B JIeHb M Y TIOJIPOCTKOB ¢ Maccoi Tea >60 Kkr nmpu mpueme
TOpUKOKcHOa B 103¢ 90 Mr oJlMH pa3 B JieHb ObljIa aHAIOrMYHA (PapMaKOKMHETUKE Y B3POCIBIX
Ipu mpueMe 3Topukokcuda B 03¢ 90 Mr oauH pa3 B jAeHb. be3omacHOCTh U 3((HEKTUBHOCTH
TOPUKOKCHOA y MAIIMEHTOB JETCKOI0 BO3pacTa He YCTaHOBIIEHA (CM. pa3zaen 4.2.).
Hoxn

q)apMaKOKI/IHeTI/IKa 3T0p1/11<01<c1/16a CXO0JHA Y MYKYHWH 1 KCHIIIWH.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOTraTeIbHbIX BElIECTB

Snpo TabIeTKn

Kanpius rugpodocdara anruapu
[enmrono3a MuUKpokpucTaiandeckas 102
Kpockapmemnnosa Hatpus (mpuMesnio3a)

Maruus creapat
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0O0os109Ka Ta0JIETKH

Cyxas cMmech JUisl TJIEHOYHOTO TOKPBITHSA, COJEpKallas THIPOMEUIO3y, TUTaHA JAUOKCHI,
MakKporoJ

WIH

['unpomeniosa (OKCUIPONMIIMETHIILIEIUTION032)

Turana TMOKCH]T

Makporosn 6000 (nmonustunienrukons 6000, nonustunenokcua 6000)

6.2. HecoBMecTUMOCTDH

He npumenumo.

6.3. Cpok roaHocTH (CpOK XpaHeHHs )

3 roga.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH MPU XPAHEHUH

Xpanutb 1pu Temmneparype Huxe 25 °C, B OpuruHajIbHON yIIakoBKe (B MMavyke).
6.5. XapakTep u cofep:kaHue NEPBUYHONH YIAKOBKH

TabneTku, MOKPHITHIE TNICHOYHOH 000IOYKOM.

IIpu mpou3BOJACTBE JeKapCTBEHHOTO IIpenapara Ha 000 ((Be.]'[d)aDM», Poccus

[To 7, 10, 14 TabneTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY W3 TUICHKH MOJUBUHUWIXJIOPHIHON U
(boJIbru aMIOMHUHNEBOM MEYaTHON JTAKUPOBAHHOM.

ITo 10, 20, 30, 40 TabmeTok B OaHKY MOTUMEPHYIO U3 TTOJIUIIPOTTHIICHA UITH TIOJTUATHUIICHA HU3KOTO
JABJICHUSA, YKYNOPEHHYIO HATSATMBA€MOM WM HABUHYMBAEMOW KPBIIIKOW IMOJIUMEPHOU ISt
JIEKaPCTBEHHBIX CPEJICTB W3 TOJUMPONWICHA WM TONUATHIEHA (HU3KOTO W/WUIHM BBICOKOTO
JIABJICHUS) C KOHTPOJIEM MEPBOTO BCKPBITHSI WJIM O€3 KOHTPOJIS, C YIUIOTHSIOIIUM 3JIEMEHTOM WJIH
0e3 Hero.

[Tpu OTCYTCTBUU YILUTOTHHUTENS TMPOOKU CBOOOJHOE MPOCTPAHCTBO B OaHKE 3aIlOJHSIOT BATON
MEIUIIMHCKOW TUTPOCKOMUYECKON UITU aMOPTHU3aTOPOM.

Ha Ganky HakJI€MBaIOT YTHKETKY CaMOKJIESTITYIOCS.

Kaxnyro Oanky wmm 1, 2, 3, 4 KOHTYpHBIX SYEHKOBBIX YITAKOBKH C JIMCTKOM-BKJIAJBIIIEM
MOMEIIAIOT B MAYKy U3 KapTOHA.

[Ipu 1pou3BOACTBE JEKAPCTBEHHOTO npenapara Ha OO0 ((BeJ'Id)aDM-M», Poccus

ITo 7, 10, 14 TaGneTok B KOHTYPHYIO STYEMKOBYIO YIAKOBKY W3 TUIEHKH MOJUBUHUWIXJIOPUIHON U
(boJIbru aMOMHUHNEBOM MeYaTHON JTaKUPOBAHHOM.

1, 2, 3, 4 KOHTYpHBIX AYEHKOBBIX YIAKOBKU C JMCTKOM-BKJIQJBIIIEM IOMELIAIOT B MA4YKy W3
KapTOHa.

6.6. Oco0ble Mepbl MNPeJOCTOPOKHOCTH TNPH  YHUYTOKEHHH  MCIOJb30BAHHOIO

JIEKAPCTBCHHOI'0 nmpemapara HJINn 0TX010B, MOJIYY€HHBIX mocJjie INPUMECHCHUSA
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JIEKAPCTBEHHOI0 Npenapara, u Apyrue MaHuILYJIsiiuu npe%a M

He npumennmo.

7. AEPXKATEJIb PETUCTPAIHUOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus

OO0m1ecTBO ¢ orpaHnueHHON OTBETCTBEHHOCTHIO «DJIBADAPM» (OO0 «2JI3BADAPM»)
124460, r. Mocksa, r. 3enenorpaj, np-kT ['enepana Anekceesa, 1. 42, ctp. 1, stax 3, nom. 1,
KOMHara 19

Ten.: +7 (495) 228-06-96

E-mail: info@elsapharm.ru

7.1. IlpencraBuTeJib AepKaTesisi perucTPAllHOHHOIO YAOCTOBEPEeHH s

IIpereH3un HOTDC6HT€JI€I>1 HAaIrpaBJIATH I10 aApECy.

Poccuiickas ®@enepanus

OO011ecTBO ¢ OTPaHUYCHHON OTBETCTBEHHOCTHIO «Benpapm» (OO0 «Bendapm»)
640008, Kypranckas o6u1., T. Kypran, npocriekt Koncturymuu, a. 11

Ten.: +7 (3522) 48-60-00, 55-51-80

E-mail: fsk@velpharm.ru

8. HOMEP PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA

9. TATA NMEPBUYHOM PETMCTPAIIMM (IIOATBEPXKJIEHHS PETHUCTPAIIVH,
INEPEPETUCTPALIMN)

JlaTa nepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

O6mas xapakrepuctuka nekapcrseHHoro npenapara 9TOPUKOKCHUB BEJI®APM nocrynHa Ha

uH(pOpMallMOHHOM TmopTaje EBpasuiickoro SKOHOMHMYECKOTO COr03a B HH(OPMAalMOHHO-

KOMMYHUKAIMOHHOM ceTn «HTepHeT» hitps://eec.eaeunion.org/.
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