COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 11.09.2023 N2 17536

OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHGFOTIPERAPATA 1702

1. HAUMEHOBAHMUE JIJEKAPCTBEHHOI'O ITPEITAPATA

PUKOTUB® 30 Mr, TabeTKH, HOKPHITHIE TITIEHOYHOH 000I09KO#
PUKOTUB® 60 Mr, TabneTKH, HOKPHITHIE TIIIEHOYHOH 000I09KO#
PUKOTHUB® 90 Mr, TabneTKH, HOKPBITHIE TITIEHOYHOH 000I09KO#
PUKOTUB® 120 wmr, TabueTkH, MOKPBITHIE TUICHOYHOM 000JI04KO0#

2. KAYECTBEHHBIN U KOJIMYECTBEHHbBIA COCTAB

JleiicTBytolIee BEMIECTBO: ITOPHUKOKCHO.

Kaxxmgast Tabnerka, MOKphITas IUIGHOYHOH oOonoukol, comepxkut 30, 60, 90 wmmu 120 mr
STOPHUKOKCHOA.

[TonHBIN CTIMCOK BCIIOMOTaTENIbHBIX BEIIECTB CM. B ITyHKTE 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTKu, MOKPHITHIE MIIEHOYHOM 000TI0UYKOM.

Tabnerku 30 mr:
Tabnerku Kpyrioi (GopMbl, TBOSKOBBIIYKIIBIC, MTOKPHITEIE 000JI0YKOH 0T Oenoro A0 6ernoro ¢
KEJITOBATHIM OTTEHKOM I[BETA.

Tabmerku 60 Mmr:
Tabnerku Kpyrioi (HOpMbI, TBOSIKOBBITYKJIbIC, TOKPHITBIE 000JIOYKONH OT CEpPOBATO-3€JICHOTO JI0
CEPOBATO-3€JICHOTO C KEJITOBATHIM OTTCHKOM I[BETA.

Tabnerkn 90 mr:
TabneTku Kpyrioi (GOpMbI, JBOSIKOBBITYKJIbIE, MTOKPHITIE 000JI04KO0M 0T Gemoro Ao Oeroro ¢
JKEJITOBATHIM OTTEHKOM LIBETA.

Taomerku 120 mr:
TabneTku Kpyraoi GopMbl, TBOSKOBBITYKIIbIE, TOKPHITHIE 000JI0YKOI OT CEpOBaTO-3€JI€HOTO 10
CEpOBATO-3€JIEHOTO C KEJITOBATHIM OTTEHKOM I[BETa, C PUCKOM Ha OJTHOM CTOPOHE.

JInHaus pa3ioma (pI/ICKa) HC IpCIHA3HAYCHA JIA pa3IaMbIBaHUA TaOJIeTKU.

4, KIMHUYECKUE JAHHBIE

4.1 TloxazaHusi K NPMMEHEHUIO

Jleyenue XpoHUUYECKOM 00 B HMKHEW YacTH CITUHBI.

CumnromaTuyeckass Tepamnusi OCTe0apTpUTa, PEBMATOUIHOIO apPTPUTA, AHKHUIIO3UPYIOIIETO

CIIOHJWJINTA, 0o u BOCHAJICHUA, CBA3aHHBIX C OCTPBIM IMOJArpui4C€CKUM apTPHUTOM.
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Pemenune o HazHaueHUH ceneKTUBHOTO MHrHOuTOpa L{OI'-2 10mkHO OBITH 000CHOBAHO C YYETOM
OOIIMX PUCKOB IS KaXI0TO KOHKPETHOTO MarienTa (cM. paszenst 4.3. u 4.4.).

4.2. PexxuM 103MPOBAHUSA M CIIOCO0 MPUMEHEHHsI

Pesicum 0o3uposanusn

Tak Kak PHCK OCIIO)KHEHHH CO CTOPOHBI CEPIEYHO-COCYAMCTOW CUCTEMBI NMPH NPUMECHECHUH
CeNeKTUBHBIX MHTUOMTOpOB I[[OI'-2 MOKET TMOBBIIATBECS B 3aBHCUMOCTH OT O3Bl U
JUINTEIIbHOCTH TEPaliH, JOJDKEH MPHUMEHSATHCS MAaKCHMaJIbHO BO3MOXKHBIH KOPOTKHH Kypc H
HanMeHbIIas dG¢deKkTuBHas cyTouHas 103a. HeoOxonumo mpoBepeHne MepruoanYecKon OLeHKU
NOTPeOHOCTH TAIMeHTa B 00JErYeHUH CHUMITOMOB U €r0 PEaklMu Ha MPOBOJAUMYIO TEPAIUIO
(cMm. pasnen 4.4).

Ocmeoapmpum

Pexomennyemas nosa cocrasisger 30 mr niau 60 Mr oiuH pas B JI€Hb.

Pesmamouonuwiii apmpum

Pexomennyemas nosa cocraBinser 60 Mr oguH pa3 B J€Hb. Y HEKOTOPBIX IMALIMEHTOB C
HEIOCTaTOYHBIM OOJIETYeHHEM CHMIITOMOB IPUEM YBEIMUYEHHOH 10361 90 Mr OIUH pa3 B JIeHb
MOYKET MOBBICHTH 3PPeKTHBHOCTH. llocie crabmim3anuy KIMHHYECKOTO COCTOSHUS IMallMeHTa
1es1ecoo0pa3Ho MOHU3UTh TUTpPOBaHMEM 103y 10 60 mr oaumH pa3 B JeHb. llpu orcyrcTBumM
YCHJICHUS TEPANIEBTUYECKOr0 IEHCTBUSA CIELYET PACCMOTPETh APYTUe BapUAHTHI JICUCHHUS.

AHRKUn03upyIOwul CnOHOUAUM

Pexomennyemas noza cocraBinser 60 Mr oIuMH pa3 B JIeHb. Y HEKOTOPBIX NAI[MEHTOB C
HEJOCTAaTOYHBIM OOJIETYEHHEM CHMIITOMOB MPHUEM yBENIWYeHHOW 1036l 90 MI OuH pa3 B JIeHBb
MO>KeT MOBBICUTH 3 dexTuBHOCTh. [locae crabunn3zanuyu KIMHUYECKOTO COCTOSIHHS TMalleHTa
1[e1ecO000pa3HO MOHU3UTh THTPOBaHHEM 03y 10 60 Mr oauH pa3 B JeHb. [Ipu oTcyTcTBUM
YCWJICHHS TEPANEBTUYECKOTO JACHCTBUS CIEAYET PaCCMOTPETh IPYrUe BapUAHTHI JICUCHUSI.

Xponuueckas 00J1b 8 HUMICHEU YacmU CNUHbL

Pexomennyemas no3a cocrtaBisier 60 Mr oiMH pa3 B JA€Hb. [IpOAOIKUTENBHOCTD JICUEHUSI HE
JIOJI’KHA MIPEBBIIATH 12 Henenb.

Cocmosanus, conpogoorcoaruuecs ocmpou 60Jibio

[Ipu cocTOsSHUSAX, COMPOBOXKIAIOMIMXCSA OCTPOH OO0JbI0, ITOPUKOKCHUO cleayeT NPUMEHSTh
TOJIBKO B OCTPBIM CUMIITOMAaTUYECKUI TIEPUOI.

Ocmpulii nooazpuyeckuli apmpum

Pexomennyemas no3a coctapiseT 120 Mr oiMH pa3 B JI€Hb.

[TponomxuTensHOCT MPUMEHEHHUS MpenapaTa B 03¢ 120 Mr cocTaBiser He 6osee 8 nHEH.
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Pexomennyemas mo3a cocrapnserT 90 mMr onuH pa3 B AeHb. [Ipu neueHnn octpoir 0oiu mocie

cromarosiornueckux omnepauuil npenapar PUKOTUD cienyer npuMEHATh TOJIBKO B OCTPBIN

CUMITOMATUYECKUI NEPUOJI, OTPAHUYEHHBI MAaKCUMAIbHON IPOJOKUTEIBHOCTBIO 3 JTHS.

Jl03blI, TpeBBIIAIOLINE PEKOMEHAOBAHHBIE JUISI KaKJOro IOKa3aHMs, JUOO0 He 00saaaroT

JOTIOTHUTENBHOH 3(h(PEeKTUBHOCTHIO, JINOO HE N3ydanuck. Takum oOpazom:

- CyTOYHas J103a IPU OCTEOApTPUTE HE JOJKHA MpeBbIIaTh 60 Mr;

- CYTOYHas J03a [P PEBMATOMIHOM apTPUTE HE JNOJKHA MpeBbIath 90 mr;

- CYTOYHas J03a IIPU AaHKWIO3HPYIOLEM CIIOHJWINTE HE I0JKHA MpeBbIuatsh 90 mr;

- CYTOYHas 71032 MPH XPOHUUYECKOW OOJNM B HMIKHEH YacCTH CIIMHBI HE JIOJDKHA MpeBbIATh 60
MT'; MAaKCUMaJIbHasl IPOJOKUTEIBHOCTD JIEUEHUSI OTpaHUUYEeHa epuoioM 12 Henens;

- CyYTO4YHas J03a IPU OCTPOM IOJArpUYECKOM apTpuTe HE JOJDKHA MpeBblmiarh 120 wmr;
MaKCHUMasbHas POJOJIKUTENBHOCTD JICYEHHsI OTPaHUYEHA IEPUOAOM 8 THE;

- CYTOYHas J103a JJIsl KyNHPOBaHUS OOJH TOCIIE CTOMATOJIOIMYECKHX OIepanuid He IOJDKHA
npesbimiath 90 Mr; ¢ OrpaHU4eHUEM MAaKCUMaJIbHO 3 JIHS.

Oco0nIe I'pYIIIBI NAIIMCHTOB

Toocunvle

Koppekuuu 10361 y MalMeHTOB TOXKWIOTO Bo3pacTa He Tpedyercs. Kak u mpu nmpuMeHEeHUU
JIPYTHX JICKAPCTBCHHBIX IPENapaToB, MpU MPUMEHEHHWH Ipernapara y IMMAalMeHTOB TOXKUIOTO
BO3pacTa cieayeT co0IoaaTh OCTOPOKHOCTD (cM. paszen 4.4.).

HCZMMEHmbl C neyeHoYHoU HedoCmamo4yHoCmbio

He3aBucumo oT moxa3zaHusi K NPUMEHEHHUIO MMAlMEHTaM C HapyHMIeHUSMH (QYHKIMM TEYEeHU
JIETKOM cTeneHu TsokecTu (5-6 6amto no mkane Yaitna-I1et0) He cienyeT npeBsimaTh 103y 60
MTI' OJJMH pa3 B JieHb. [lannenTam ¢ HapymeHUsIMU (YHKLIUU NTEYEHU CPEeJIHEH CTEeTeHHU TAKECTH
(7-9 6amnoB mo mkane Yaiing-IIpr0) HE3aBUCHMO OT MOKa3aHHs K MPHUMEHEHHIO HE CIIEIyeT
npeBbimaTh 103y 30 MI OJJMH pa3 B JI€Hb.

Pexomennyercss co0moaTh OCTOPOKHOCTh y TAIlMEHTOB C HAapyHIEHUSMH (PYHKIMM IE€YEHU
CpelHel CTeNmeHH TSHKECTH, TaK KaK KIMHUYECKUH OMNBIT y JaHHOW TpyNNbl MalMeHTOB
orpaHvueH. B cBs3M ¢ OTCYTCTBHEM KIMHHUYECKOTO OIBITA y MALMEHTOB C TSKEIBIMU
HapymeHusMu QyHkuuu nedeHn (=10 OammoB mno mkane Yaina-Ileo) mnpenapar
NPOTUBOIIOKA3aH JIJIsl JAHHOMW TPYIINbI MAnueHToB (cM. pa3aensl 4.3., 4.4, u 5.2.).

Hayuenmui ¢ noweunou He00CmAamo4HOCnbO

Koppekuuu 10361 y MalMeHToB ¢ KIUPEHCOM KpeaTHHHHA >30 MII/MUH He TpeOyeTcs (cM. pa3aen
5.2.). TlpumeHeHue STOpUKOKCHOA Yy TAIMEHTOB C KIMPEHCOM KpeatmHWHAa <30 MI/MHH

POTHBOIOKa3aHo (cM. paszensl 4.3. u 4.4.).
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DTOopUKOKCHO MPOTUBOTIOKA3aH JIJIs IETeH U MOAPOCTKOB B Bo3pacte 10 16 jer (cMm. paszaen 4.3.).

Cnoco6 npumenenusn

BHYTpB, HE3aBUCHUMO OT IMpHCMa MU, 3alluBast HEOOJIBIINM KOJIMUYECTBOM BOJbI.

4.3. IIpoTuBONOKA3aAHUS

[ToBbIlIEHHAs! YYBCTBUTEIBHOCTh K KAKOMY-TM00 KOMIIOHEHTY IperapaTa.

SI3BeHHas 00Je3Hb JKenyaKka U 12-mepcTHON KUILIKU B CTaguu OOOCTPEHHS UM aKTHBHOE
KEIyJOUYHO-KUIIEYHOE KPOBOTEUCHUE.

[lorHOoe WAM HEMOJHOE COYETaHHWE OPOHXMAIBHOW aCTMbl, OCTPOTO PHHHUTA,
PELUANBHUPYIOIIETO TIOJMIIO3a HOCA W OKOJIOHOCOBBIX TMa3yX M HENEePeHOCUMOCTHU
AIEeTUJICAIUIIMIIOBON KUCIOTH win HenepeHocumoctu apyrux HIIBIT (B Tom ymcie B
aHaMHe3e).

bepemeHHOCTD M aKTaLMS.

Tsokenple HapyiieHus (YHKIMM TeYeHH (CBIBOPOTOUHBIM ambOymuH <25 r/nm wnmu >10
6ayutoB o mkaie Yaina-I1s10).

Tsokenas moueunas HegocratouHocTh (KK <30 mur/mMun).

Jerckuii Bo3pact 10 16 ner.

BocnanurensHbie 3a0071€BaHUs KUIIICYHUKA.

Xponuueckas cepaeunas HegocratouHoctsd (11-IV pynkumnonansusiit kinace mo NYHA).
HekonTtponupyemass — aprepuayibHass — THIIEPTCH3Us, TMNPU  KOTOPOH  IOKa3aTelu
apTepHalIbHOTO J1aBJeHUs CTOMKO npeBbimaoT 140/90 MM pr. cT.

[TonTBepkneHHas wuiIeMudeckas Oone3Hb cepAma, 3a0oneBaHus mepudepudecKux
apTepuil u/unu 1epedpoBacKyIIpHbIe 3a00I€BaHNUS.

[TonTBeprkIeHHAs TUIIEPKATHEMHUS.

[Tporpeccupyromrye 3a007I€BaHUS TOYEK.

4.4. Ocobble yka3aHusi 1 Mepbl MPeI0CTOPOKHOCTH N0 IPMMEHEHHUI0

Crnenyer coOmoaTh OCTOPOXKHOCTh MpU MPUMEHEHMM IIpernapara y CIeAYIOIIUX Tpynn

MMalfMCHTOB:

- MNMalUCHTbI C TMOBBINICHHBIM PHUCKOM PAa3BUTHUA OCIIOKHECHUM CO CTOPOHBI KECITYAO0YHO-

KHILIEYHOTO TpakTa BeaeacTsue npuema HIIBII; manueHTs! MoXmiIoro Bo3pacra, OJHOBPEMEHHO

npuauMaromue apyrue HIIBII, B ToMm 4yucne aneTniacaluuuiaoByr0 KUCIOTY WIM HMALMEHTHI C

3a00JIeBaHUSIMU JKCITYJOYHO-KHIICYHOI'O TPAKTa B dHAMHE3€C, TAKUMHU KaK SA3BCHHAA 00JIe3Hb U

KEITYAOUYHO-KHIICYHBIC KPOBOTCUYCHHA,

- IanMEHTbl, MUMCIOIIIMEC B AHAMHE3C (i)aKTOpI)I pUCKa CEPACYHO-COCYAUCTBIX OCJIOKHCHHUH

(TaKI/IC KakK I[I/ICJ'II/IHI/I)ICMI/I}I/ TUIICPJIUIIU ACMUS, CElXB.pHBIfI I[I/Ia6CT, THUIICPTCH3UA, KypeHHe);
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JIEBOTO JKENyJAOYKa WM TUIEPTEH3UI0, M TMalHUEeHThl C MPEAIIECTBYIOINIMMH OTEKaMu U
3aJEPKKOM KUJIKOCTH;

- TMalueHTaM C HapylIeHUsSMU (PYHKLIHU MEYEHH JIETKOM CTemneHHu TskecTH (5-6 6amioB mo
mkane Yanna-IIsro) He ciaemyer mpesbimath aA03y 60 mr oauH pa3 B JeHb. [lamueHTam ¢
HapymeHUAMHA (YHKIUM TIeYeHH cpeiHel creneHu Tsokectd (7-9 OammoB mo mkane Yaitna-
I[Tpt0) HEnb3s npeBbiatTh 103y 30 Mr OJIMH pa3 B JI€HB;

- TMalWEeHTHI ¢ AeTUuApaTanueii;

- TMalMeHThl ¢ HapyHIeHUsSMH (YHKIUH MOYEK, OJHOBPEMEHHO MPUMEHSIONINE WHTHOUTOPHI
AIl®, nnypeTuku, aHTarOHUCTHI aHTHOTeH3WHA 11, 0COOEHHO TTOKUITBIE;

- TAaIUEeHTHI ¢ KIMPEHCOM KpeaTHHHUHA <60 MJI/MHH;

- TAIMEHTHI C MPEANIECTBYIOIINM 3HAUUTEIbHBIM CHIKEHHEM (DYHKIIUHU MOYEK, C OCIa0JIEHHOM
byHKIMEH MoYek, TeKOMIEHCUPOBAHHOM CepIeYHON HEAOCTATOYHOCTHIO UM LIUPPO3OM TIEUEHH,
HaxXOJSIIMECS B TPYIIIE PUCKA NPpHU JiuTeabHoM npumenennn HITBII.

Cnenyer coOmioaTh  OCTOPOKHOCTh IPU  COINYTCTBYIOUIEH  TEpamuud  CIEIYIOIIUMHU
JIEKapCTBEHHBIMU MpenapaTaMu:

- aHTUKOATYJISIHTHI (Harpumep, BapQapuH);

- aHTHArperanThl (HampuMep, aleTUIICATUIINIOBAs KUCIO0Ta, KIIOMUAOTPEN);

- IpenapaThl, METAOOTH3UPYIONIHECS CYIbPoTpaHchepasamH.

Oco0ble yKazaHus

Biusinue Ha Ke1y104YHO-KUIIEYHBIN TPAKT

OTMedeHbl cayyau OCIOXKHEHHH CO CTOPOHBI BEPXHUX OTJIEIOB KENyI0YHO-KUILIEYHOTO TPaKTa
(nepdopanuu, S3BbI WIK KPOBOTEUEHUS ), UHOT/IA C JIETAIBHBIM UCXO0/I0M, Y MAIMEHTOB, KOTOphIE
HOJIyYaIi 3TOPUKOKCHO.

PexomenayeTcst coOnmogaTh OCTOPOXKHOCTb INPH JIEYEHHWU IMAIMEHTOB C BBICOKUM DPHUCKOM
Pa3BUTHSA OCIOKHEHHUM CO CTOPOHBI JKeNIyA0YHO-KHAIIEYHOro TpakTa npu npumenenuu HIIBII, B
YaCTHOCTH y NOKWJIBIX, TALUEHTOB, KOTOPbIE OJHOBpeMEHHO IpuMeHstoT Apyrue HIIBII, B T.4.
alleTUICAIUIMIIOBYIO KHCIIOTY, a TaKKe Yy MAallMEHTOB C TAaKUMHU 3a00JIEBAaHUSMH JKEITyJI0OYHO-
KHILIEYHOIO TPAaKTa B aHaMHe3e, Kak sA3Ba win kposoreueHue JKKT.

CymecTByeT IOIOJHUTENBHOE NOBBIIMICHHE PUCKA Pa3BUTHS HEXKENATEIbHBIX SBICHUH CO
CTOPOHBI  JKEIYJAOYHO-KMILIEYHOTO TpakTa (KeIyAOYHO-KMILIEYHbIE SI3BbI WM  Jpyrue
OCJIO)KHEHUSI CO CTOPOHBI JKEIYJOYHO-KHUIIEYHOIO0 TPaKTa) NP OJHOBPEMEHHOM IPUMEHEHUU
ATOPUKOKCHOA M alleTHICATUIMIOBOH KHCIOTHI (HaXke B HU3KHMX J03aX). B monrocpodnsix
KIMHUYECKUX MCCIEIOBAaHUAX HE HaON0/1aloch JIOCTOBEPHBIX pa3IMYuil B OTHOILEHUU

o6esomacroctr gt JKKT mpm  npuMeHeHWHM CeNeKTHBHBIX uHTHOMTOpoB L[OI-2  +
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kucioTa (cm. pazzaen 5.1.).

Binsinne Ha cepAeYHO-COCYIMCTYIO CHCTEMY

Pe3ynpTaThl KIMHUYECKUMX HCCIEHOBAaHUN CBUICTEIBCTBYOT O TOM, 4YTO IIPUMEHEHHUE
JIEKapCTBEHHBIX IPENapaToB Kjiacca ceIeKTUBHBIX MHTHOMTOpoB L1OI'-2 MokeT OBbITh CBS3aHO C
PHCKOM TpOMOOTHUYECKHX sBIIeHHH (ocobenHo wuHpapkra wmuokapaa (MM) u wuHCynbTa)
oTHOcUTeNbHO TManebo u Hekortopbix HIIBIL. TlockonbKy PpHCK pa3BUTHS CEpPACYHO-
COCYAMCTBHIX 3a00JI€BaHUI MpPU MpHEME STOPUKOKCHOA MOKET YBEIUYHUTHCS MPU YBEIUUYECHUU
JI03bI U MIPOJIOJIKUTENFHOCTH MIPUMEHEHUS, HE0OX0IMMO BBIOMPATh KaK MOXHO 0oJiee KOPOTKYIO
IPOJOIDKUTEIBPHOCTh TPUMEHEHUST M CaMyl0 HHU3KYI0 J((EKTUBHYIO CYTOYHYIO J103Y.
Heo6xoanMo nmepruouuecKy OleHNBaTh MOTPEOHOCTh MAIleHTa B CAMIITOMATUYECKOM JICUCHUN
Y OTBET HA TEPAITHIO, OCOOESHHO IS TIAIIMEHTOB C 0CTe0apTpuToM (cM. pasznensl 4.2., 4.3., 4.8. u
5.1.).

[TarmenTam ¢ 3HAUUMBIMU (PAKTOPAMHU PUCKA CEPIEYHO-COCYIMCTHIX OCIOKHEHUH (TaKMMH Kak
THIEPTEH3Us, TUIICPIIMITUACMUS, CaXxapHbIi 1nabeT, KypeHue) cleAyeT Ha3Ha4aTh 3TOPUKOKCHO
TOJILKO ITOCIIE TIIATEIbHOM OIleHKH (CM. paszen 5.1.).

CenextuBHble uHrHOUTOpHl L{OI'-2 HE ABNAIOTCS 3aMEHOH AaleTUIICATUIIUIOBON KUCIOTHI MpU
NpO(UIAKTUKE CEPAEYHO-COCYAUCTBIX TPOMOO3MOOINYECKUX 3a00eBaHUM BCIEACTBHE HX
HEJ0CTAaTOYHOrO0 BIUSHUS Ha TpoMmOoumuthl. [loaTOMy He cnenyer npekpamiaTte IpPUMEHEHUE
AQHTHArperaHTHBIX MpenapaToB (cM. pasmenst 4.5. u 5.1.).

Biausinue Ha PYHKIMIO IOYEK

[Toueunsle mpocTarJaHAMHBI MOTYT UIpaTh KOMIIEHCATOPHYIO POJb B MOAJIEPKaHUU MOUYECUHON
nepy3uu. IlosToMy, Npu HaTU4UMKM YCIOBHM, OTPULATENBHO BIUSIOUUMX HA IOYEYHYIO
nepdys3uio, NpPUMEHEHHE STOPUKOKCHMOAa MOXKET BbI3BaThb yMEHBIIEHHE O00pa3oBaHUs
IPOCTAarJIaHAXHOB U, BO BTOPYIO OUY€pEllb, CHIKEHUE IMOUYEYHOTO KPOBOTOKA, U TAKMM 00pa3oM
HapymuTh QyHKIHIO noyeK. CaMblif O0JIBIION PUCK Pa3BUTHS JaHHOW peakluu CYLIECTBYET JUIs
NAMEHTOB CO 3HAYUTEIbHBIM CHHKEHHEM (YHKIUHU IMOYEK, JIE€KOMIIEHCUPOBAHHOM cepJeuHOM
HEI0CTaTOYHOCTHIO WJIM LIUPPO30M B aHAMHe3€. Y TaKUX MallMeHTOB HE0OXOIMMO OCYIIECTBIATh
KOHTPOJIb (PYHKITUH MTOYEK.

3agepikKa KUAKOCTH, OTEKHU U THIePTeH3Us

Kak u B ciiyuae npuMeHeHHs APYruX MpernapaToB, UHTMOUPYIOIIMX CUHTE3 MPOCTarjaHANHOB, Y
NAlMEeHTOB, NPUMEHSIONUX ATOPUKOKCHO, HaOMIOManuch 3aJepiKKa KHIKOCTH, OTeK U
TUIEPTEH3NUS.

[Tpumenenue Bcex HIIBII, Bkitouasi 3TOPUKOKCUO, MOXKET OBITH CBA3aHO C BO3HUKHOBEHUEM

WM PEIUIUBOM XPOHHYECKOM CepaeuHoON HemocTtaTouyHocTH. MHpopmamms o0 3aBUCHUMOCTH
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y TMAalMeHTOB, MMEIONMX B aHAMHE3€ CEepACUHYI0 HEIOCTaTOYHOCTh, HapylleHne (OYHKIUU
JIEBOTO KEJIYJ0YKa WJIM TUIIEPTEH3UIO, a TAKXKE MAIl[MEHTaM C YK€ HMEIOIIMMUCS OTEKaMH,
BOZHUKIIUMHU 10 JI000W npyroi mnpuuuHe. [lpu mnosABIEHUU KIMHUYECKUX MPU3HAKOB
YXYIUIEHUS] COCTOSIHUSL Y TaKUX IMAlUMEHTOB CIEAYET MPEANPUHITh COOTBETCTBYIOIIME MEpHI,
BKJTII0Yast OTMEHY ATOPUKOKCHOA.

[TpumeHeHne 3TOpUKOKcH0a, 0COOCHHO B BBICOKUX 033X, MOXKET OBITh CBSI3aHO C 0OJIee 4acToi
U TSDKEJIOM TMIEpTEeH3UeH, 4yeM mpu npuMeHeHur HekoTopbix Apyrux HIIBIT u cenekTuBHBIX
uaruouTopoB [1OI'-2. Bo Bpemst jie4eHHs STOPUKOKCHOOM ciieayeT o0paTuTh 0coboe BHUMaHUE
Ha KOHTPOJb apTepUAbHOTO NaBieHus (cM. pasaen 4.3.). ApTepuaibHOE TABICHHE CIIAyeT
KOHTPOJIMPOBaTh B TEUYEHUE JBYX HEACNb IIOCJIE€ Hauyaja JICYEHUS U TEPUOJAMYECKH B
nanpHelmeM. [lpu 3HAUMTENHHOM TMOBBIMIEHUH apPTEPUANBHOTO JIABICHHUS HEO0O0XOIUMO
pPaccMOTPETh aJIbTEPHATUBHOE JICUCHUE.

Biausinue Ha PYHKIMIO IEYEHU

B xmuHUYECKHX HCCIeNOBAHUSX TIPOAOKUTEIHHOCTRIO JI0 OJHOTO rojia MPUOIU3UTENbHO Y 1%
MAIMEHTOB, MOJYYaBUINX JIEYeHHE STOPUKOKCHOOM B no3ax 30 mr, 60 mr u 90 mr B cyTkw,
HaONIOJAIOCh  TIOBBIIICHHWE  aKTUBHOCTH  ajaHWHaMmuHOTpaHchepassl  (AJIT)  w/mmm
acnapratamuHotpancdepazpl (ACT) (npuOnm3uTensHO B TpU W OoJiee pa3 OTHOCUTEIIBHO
BEpPXHEH TPaHULIBI HOPMBI).

Cnenyer HabmogaTh 3a COCTOSHMEM BCEX MAIMEHTOB C CHMIITOMAMHM W/MIU TpU3HAKAMU
TUChYHKIIMH TIEUEHH, a TAK)KE MAIMEHTOB C MAaTOJOTHYSCKUMU ToKa3aTenIMUu (QYHKIIUU TIEYECHU.
B cnyuae mnpu3HaKoB HENOCTATOUYHOCTH (DYHKIIMM T€UEHW WM BBISIBICHUS TMOCTOSHHBIX
OTKJIOHEHMI ToKa3areneil (yHKIHMM Me4YeHH (B TPU pa3za BbIIIE BEPXHEro Ipeneraa HOPMBbI)
npuMeHenue npenapata PUKOTUD nomkHO ObITH NPeKparieHo.

O0mme ykazanus

Ecnu Bo Bpems jiedueHus y nmanueHTa HaOmo1aeTcs yxyaieHue QyHKINN KaKoi-In00 U3 CUCTEM
OpraHOB, YKa3aHHBIX BBIIIE, CIEAYET MPEINPUHATH COOTBETCTBYIOIIHE MEPHI U PACCMOTPETH
BONPOC O TIPEKpalleHHH Tepamuu STOpUKOKcnOoM. I[lpu mnpumeHeHMM STOpUKOKcHOA Y
MAIMEHTOB TOXKUJIOTO BO3pacTa M y MAlMEHTOB C HapylieHHeM (PYHKIHMH TOYEK, MEeYEHH WIIH
cep/Ia HeoOX0IMMO COOTBETCTBYIOIIEE METUIIMHCKOE HAOI0/ICHNE.

C OCTOPOXKHOCTBIO CJIEIYET HAYMHATD JICUEHHNE STOPUKOKCHOOM Y MAalMEHTOB C JeTHIpaTaIien.
[lepen HavaIOM Tepanmuu YTOPUKOKCHOOM PEKOMEHIYeTCsl TPOBECTU PETHAPATAIIHIO.

Bo Bpems mnoctmapkerunroBoro HaOmogenus npu mnpumenenun HIIBII u  HekoTophix
cenekTuBHBIX MHTHOUTOPOB [1OI'-2 0ueHb peako coOOIAIOCh O Pa3BUTHUU CEPHE3HBIX KOMKHBIX

peakIuii, HEKOTOpBIE M3 HUX (B T.4. 9KC(POTUATUBHBIN AepMaTUT, cuHapoM CtuBeHca-J/[>koHCcoHa
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Puck pa3BuTus TakuX peaknuii y TAIMEHTOB HauOoliee BBHICOK B Hayale Tepamuu, B

OOJBIIMHCTBE CIy4yaeB B TEUEHUE INiepBoro Mecsna JedeHus. CoolOmanock O pa3BUTUU

CEpPBhE3HBIX PEAKIMN THIIEPUYBCTBUTEIBHOCTH (TAaKUX KaK aHA(QHIAKCUS U aHTHOHEBPOTUYCCKUHN

OTEK) Yy NaIMEeHTOB, TOJYYaBIIMX ATOPUKOKCHO (cM. pazaen 4.8.). IlpumeHeHHME HEKOTOPHIX

cesleKTUBHBIX MHTHOUTOpOB L{OI'-2 cOnMpoBOK1a710CH MOBBIIICHHBIM PHUCKOM Pa3BUTHUS KOXKHBIX

peaknuil y ManueHTOB ¢ KaKOW-THOO JICKapCTBEHHOW ayuieprueid B aHaMmHe3e. JTOPUKOKCHO

JOJDKEH OBITh OTMEHEH INpU TIEPBOM TIOSBICHUM KOXXKHOW CBHINK, TOPKEHHWH CIM3HCTOU

000JIOYKH HITH JIFOOO0TO APYroro MPU3HAKA TUIIEPYYBCTBUTECILHOCTH.

DTOPUKOKCHO MOKET MAaCKUPOBATh JIMXOPAIKY WU IPYTHe MPU3HAKH BOCTAICHUS.

Crnenyer coOnoaTh OCTOPOKHOCTh TIPU OJHOBPEMEHHOM HAa3HAUYEHUW JTOPHUKOKCHOA C

Bap(hapruHOM WM APYTUMH MIEPOPATLHBIME aHTUKOArYJITHTaMu (M. pasaen 4.5.).

[lpumeHeHHEe ATOPUKOKCHOA, Kak MW JPYI'MX [pernaparoB, HWHTHOMPYIONIMX  CHHTE3

[IUKIIOOKCUTEHA3bl / MPOCTArJaHJAWHOB, HE PEKOMCHIYETCS JKCHIIMHAM, KOTOPHIC IIAaHUPYIOT

O6epeMeHHOCTh (cM. paszensl 4.6. u 5.1.).

4.5. B3aumoneiicTBue ¢ JPYIrMMH JIeKAPCTBEHHBIMHU TMpenapartaMd H Jpyrue BHIbI
B3aNMOJAEHCTBUSA

dapMakoIUHAMUYECKOE B3aUMO/IeliCTBHE

Ilepopanvhbie AHmMuKoaczyJIsIKnbl (GaDd)CZDMH): y IMalfMCHTOB, COCTOSIHHC KOTOPBIX

CTaOUITU3MPOBAHO MPH UIUTENBHON Tepanuu Bap(papuHOM, MpueM dTopukokcruba B no3e 120 mr
OJMH pa3 B JIEHb CONPOBOXAAJICS YBEJIWYEHHWEM HpuMepHO Ha 13 % MeXayHapoJIHOTO
HopMmaninzoBanHoro otHomeHus (MHO) mnporpomOunoBoro Bpemenu. ClienoBaTeiabHO, Y
MalMeHTOB,  TOJIYYAIONIMX  MEpPOpPaJbHbIE  AHTHKOATYJISIHTBI,  CJEAYeT  TIIATEIbHO
KOHTpoupoBath mnokazarenu MHO mpoTpoMOHMHOBOTO BpEMEHH, B OCOOCHHOCTH B TIEpPBBIE
HECKOJIBKO JTHEH B HavaJie JeUeHUs] ITOPUKOKCHOOM I TTPU U3MEHEHUH J03bI ATOPUKOKCHOA.

Huypemuxu, uneubumopvr AII® u anmaeconucmol aneuomenszuna 11: HIIBII moryr cHuxkath

3¢ (deKT TUYypeTUKOB U JPYTUX aHTUTMIIEPTEH3UBHBIX IMPENapaToB. Y HEKOTOPBIX MAlUEHTOB C
HapyleHueM (QYHKLUUHU IMOuYeK (HampuMmep, y MalueHTOB ¢ JAErHjparaiueid WM y MOXKHIIBIX
NalMEeHTOB C HapyIIeHHON (yHKIHEH MOoYeK) OJHOBpPEMEHHOE NMpUMeHeHue uHruoutopa AIlD
WIM aHTaroHucrta aHruoreHszuHa |l m mpenapatoB, MHTHOUPYIOIIMX HUKIOOKCUTEHA3y, MOKET
PUBOJIUTH K JOMOJIHUTEIBHOMY YXYAIIEHUIO (PYHKIIMU MOYEK, BKIKOYasi BO3MOXKHOE pa3BUTHE
OCTPOH MOYEYHOM HEITOCTaTOYHOCTH, KOTOpasi OOBIYHO HOCUT oOpaTuMblii Xxapakrep. Ciemyer
YUUTBHIBaTh BO3MOKHOCTb BO3HMKHOBEHHUS TaKHX B3aUMOJCHCTBHI y NallMEHTOB, KOTOpBIE
NPUHUMAIOT STOPUKOKCUO OJHOBpeMeHHO ¢ uHruOutopamu AIID wnm ¢ aHTaroHucramu

anruotren3uHa Il. B c¢Bs3u ¢ 3TuM, Takylo KOMOMHAIIMIO CJIETYeT Ha3HA4aTh C OCTOPOKHOCTHIO,
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OIIPEIEICHHON NEPUOAUYHOCTBIO B JAJIBHEUILIEM CIIEAYET IPOBECTU aJCKBATHOE BOCIIOJIHEHUE
neuInTa JXUAKOCTH U PACCMOTPETH BOIIPOC MOHUTOPHUHTA (DYHKIMH MTOYEK.

Ayemuncanuyunosas xucioma: B uccicagoBaHuu € y4aCTHEM 3J0POBBIX ,I[O6pOBOJ'IBLICB

3TOPUKOKCHO B 1103¢ 120 Mr oaMH pa3 B J€Hb B PABHOBECHOM COCTOSIHUM HE BIHUSUI HA
AHTUTPOMOOIUTAPHYIO AKTUBHOCTh AICTUJICATUIIMIOBON KUCIOTHI (81 Mr OomuH pa3 B JIEHB).
OTOPUKOKCHO MOXHO MPHUMEHSTh OJHOBPEMEHHO C alEeTHIICAIULMIOBONW KHUCIOTOH B /103aX,
NpEJHA3HAYCHHBIX JUId NPO(UIAKTUKH CEpAECYHO-COCYIUCThIX 3a00JieBaHMM (HU3KHE J103bl
aleTWICAIMIMIOBOM  KHUCHOTh). OAHAKO  OAHOBPEMEHHOE Ha3HAuYeHME HHU3KUX 103
aIeTUICAIUIIMIOBOM KHCIOTBl M JTOPHUKOKCHOA MOXKET TNPHUBECTH K YBEIMUYCHHIO YacTOTHI
a3BeHHOro mnopaxenus JKKT u npyrux OCIOKHEHHMH IIO CPaBHEHUIO C IIPUEMOM OJHOIO
3TOpUKOKCcHOa. OJHOBpEMEHHOE TPUMEHEHHE STOPUKOKCHOA C aleTHIICAIMIIMIIOBON KUCIOTON B
7103aX, TPEBBIIIAIONUX PEKOMEHJOBAaHHbIC I NPOPHIAKTUKH  CEpAEYHO-COCYIUCTHIX

3aboneBanuid, a Takke ¢ apyrumu HIIBII He pekomenayercs (cM. pa3nenst 4.4. u 5.1.).

Luxknocnopun u maxponumyc: XOTS 3TO B3aUMOJCIHCTBHE C 3TOPUKOKCHMOOM HE M3y4asocCh,
OJIHOBPEMEHHOE MPUMEHEHHE HUKIOCIOPUHA WK Takpoiumyca ¢ kakum-nmu6o HIIBIT moxer
yCUIIMBATh He(HPOTOKCHYECKHH 3(PPEeKT UKIOCTIOprHA WK Takpoiumyca. [Ipu ogHOBpeMeHHOM
MPUMEHEHHUN 3TOPUKOKCHOA ¢ JIIOOBIM M3 3TUX MPEMapaToB ClIeAyeT KOHTPOJIUPOBATH (PYHKIIHIO
MOYEK.

dapMaKkoKHHETHYECKOE B3aUMO/IelicTBHE

Brusnue 3m0pu1<01<cu6a HA @apMaKOKuHemuKV dpyeux JEeKaApCmeEeEeHHblX npenapanios

Jlumuii: HIIBII yMmeHbIIAIOT BBIBEICHUE JUTUA IMOYKAMU H, CIEI0BATEIbHO, IOBBIIIAIOT
KOHLEHTPALUIO JIUTHS B IulasMe KpoBH. [Ipm HEOOXOOMMOCTHM MPOBOAST YACThli KOHTPOJIb
KOHILIGHTpAllUl JIUTHS B KPOBU U KOPPEKTUPYIOT 103y JIUTHS B TEPHUOJ] OJIHOBPEMEHHOTO
npumenenus ¢ HIIBII, a taxxe npu ormene HIIBII.

Memompekxcam: B IByX WCCIEAOBAHUSAX M3ydauch 3¢ (HeKThl 3TOpuKokcrba B mo3ax 60, 90 u
120 Mr npuMeHseMOro oJIMH pa3 B JIEHb B TEUEHUE CEMU JHEH y MalMeHTOB, NOJy4aBUINX OJUH
pa3 B HENEN0 METOTpekcar B o3¢ oT 7,5 no 20 Mr mo moBoAy pPEBMAaTOMIHOIO apTpHTA.
Oropukokcud B no3ax 60 m 90 Mr He okas3pIBal BIUSHUS HA KOHIICHTPAIMIO B IJIa3Me WIU
MOYEYHBIN KIMPEHC MeTOoTpekcara. B onHOM nccnenoBanuu 3Topukokcud 120 Mr He oka3bIBall
BIUSHUS Ha KOHIEHTpamuio B MmiasMe (mo wusMepenuio AUC) wim modedyHslii KIUPEHC
METOTpeKcaTa, a B JAPYrOM HCCIEIOBAaHUH STOPUKOKCHO 120 Mr MOBBIMIAN KOHIEHTPALUU
METOTpeKcaTa B IjIa3Me Ha 28 % W CHMXaJl OYEUHBIH KIMpeHC MeToTpekcaTta Ha 13 %. Ilpu

omHOBpeMeHHOM HaszHaueHnn npemnapata PUKOTHUB wu wMeroTpekcara ciemyeT BeCcTH
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aJIcKBaTHOE HAOIOJICHHE Ha IPEAMET BO3 oxrord | HsBrenbnr

METOTpeKcara.

IlepopanvHvle komwmpayenmugvl: STOPUKOKCHO 60 Mr, Ha3HAYaBIIMICS OJHOBPEMEHHO C
nepopaIbHBIMU KOHTPAIICTITUBAMH, COJACPKAIIMMHU 35 MKT 3THHWIACTpaauona (39) u ot 0,5 no
1 Mr HOpATUHIpOHA, B TeueHue 21 nHs, yBenumunBan paBHOBecHYI0 AUCo.24q 1t O3 Ha 37 %.
Oropukokcu® 120 Mr, Ha3HAYaBIIMKCS C OSTUMH HEPOPAIBHBIMH  KOHTpALENTHBAMU
OJIHOBPEMEHHO WJIH ¢ UHTepBaJIoM B 12 yacoB, yBenuuuBai paBHOBeCHYIO AUCo.244 a1 O3 Ha
50-60 %. D10 yBenuyeHne KOHLEHTpanuu DD cielyeT MPUHUMAaTh BO BHUMaHUE IIPU BBIOOpE
COOTBETCTBYIOILIETO MEPOPATILHOTO KOHTPALEHTHBA JIJIsl IPUMEHEHUS C STOPUKOKCUOOM.
YBenuueHre 3KCHO3UIHA DD MOXKET MOBBINIATh YaCTOTY Pa3BUTHSI HEXKEIATCIBHBIX SBICHUM,
CBS3aHHBIX C TPUMEHEHHEM [MEPOPAIBHBIX KOHTPAICNITUBOB (HAIPUMEp, BEHO3HBIX
TPOMOO03IMOONUH Y )KEHIIIUH U3 TPYIIIbI PUCKA).

3amecmumenvnan 2copmonanvHas mepanusa (311): HazHaueHue -STopukokcuba 120 Mmr c
npenaparamu sl 3aMECTUTEIIbHOW TOPMOHAJIBHON Te€panuu, COACPKAIIUMU KOHBIOTHPOBAHHbBIE
scTporeHsl B A03e 0,625 mr, B TeueHue 28 nHEH, yBEIUYUBAIIO CPEAHEE 3HAUCHUE PAaBHOBECHOM
AUC.244 HEKOHBIOTHPOBAHHOTO 3¢TpoHa (41 %), sxBununa (76 %) u 17-B-sctpaaunona (22 %).
Bnusiaue 103 3TOpUKOKCHOa, PEKOMEHIOBAHHBIX I JumkTelbHOro npumeHeHus (30, 60 u 90
MT), He wu3y4danocb. OTOpUKOKcHO 120 wmr wm3mensn oskcno3uiuio (AUCo244) JaHHBIX
ACTPOTEHHBIX KOMIIOHEHTOB MEHEE YeM BJIBO€ MO CPABHEHHIO C MOHOTEpANHEl MmpemnapaTroM,
COJIepKallliM KOHBIOTUPOBAHHBIE CTPOTEHBI, NMPU YBETUYEHUU 103bl mocieanero ¢ 0,625 no
1,25 wmr. Knuauuyeckoe 3HaueHHWE TaKWX MOBBIINICHUN Heu3BecTHO. [IpumeHeHHe KOMOWHAIUN
STOPUKOKCHMOA W TIpemapara, cojep)kamero 0ojiee BBICOKHE JI03bl KOHBIOTHPOBAHHBIX
ACTPOTEHOB, HE U3Yy4asoch. [lOBBINIEHNE KOHIEHTPAIIMH SCTPOTEHOB CIIEIYyET NMPUHUMATH BO
BHHUMaHUE MPHU BHIOOPE TOPMOHATIBHOTO Tperapara Ajisi MPUMEHEHHUS B IEPUO TOCTMEHOMaY3bI
Opy OAHOBPEMEHHOM HA3HAYEHHH C STOPHUKOKCHOOM, TOCKOJBKY YBEIMYEHHE AKCIO3UINH
ACTPOTEHOB MOXET IMOBBINIATH PUCK PA3BUTHS HEXKEIIATSIBHBIX SBJICHUH, cBsi3aHHBIX ¢ 3['T.
IIpeonuson/npednuzonon: B UCCIAEAOBAHUAX JIEKAPCTBEHHBIX B3aUMOAECHCTBUI 3TOPUKOKCHUO HE
OKa3bIBAJ KIIMHUYECKH 3HAUUMOTO BIHSIHUS Ha (hapMaKOKUHETHKY MTPEIHU30Ha/IPETHU30I0HA.
Jueoxcun: stopuxkokcu® 120 Mr, Ha3HayaBIIMKCS OOWH pa3 B JeHb B TeueHue 10 mgHei
3I0POBBIM JOOPOBOJIbIIaM, HE OKa3biBan BiusHHUS Ha paBHOBeCHYI0O AUCo24¢ B TUIA3ME WIH
BBIBEJICHNE JTUTOKCHMHA TOYKaMHU. BbUlo oTMedeHO yBenudeHwe mokazareiss Cmax JUTOKCHHA
(mpubnusurensHo Ha 33 %). Takoe MOBBIIEHUE, KAK MPABUJIO, HE SBISETCS CYHIECTBEHHBIM Y
OonpmmMHCTBAa TAarUeHToB. OJHAKO MPU OJHOBPEMEHHOM MPUMEHEHUH JTOPUKOKCHOA U
JTUTOKCHHA CJIeNyeT HaOJIoAaTh 3a COCTOSHHEM MAIlMEeHTOB C BBICOKHMM PHUCKOM Pa3BUTHSA

TOKCHYECKOI'O JleﬁCTBHSI JUTOKCHHA.
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DTOPUKOKCHUO SIBJIIETCSI HHTHOUTOPOM cynbpoTpancdepassl yenoBeka, B yuactnoctu SULTI1EL,
¥ MOXKET MOBBIIIATh KOHIEHTPAIMU STHHUIACTPAINONA B CHIBOPOTKE KPOBH. B CBsI3u ¢ TeM, 4To
B HACToslllee BpeMsi IOJY4eHbl OrpaHUYEHHbIE JIaHHbIE O BIUSHUM  Pa3JIMYHBIX
cynspoTpancdepas, a uX KIMHUYECKas: 3HAUUMOCTb JUIsl IPUMEHEHHsI MHOTUX MPENapaToB eIie
u3ydaercs, Ieecoo0pa3HO € OCTOPOKHOCTHIO Ha3HAayaTh STOPHUKOKCUO OJHOBPEMEHHO C
JIPYTUMH TpenapaTaMmu, MeTaboIU3uPYIOIIUMHUCS B OCHOBHOM CYlb(oTpaHchepazaMul 4eIoBeKa
(HampuMep, epopaIbHbIA CaTb0yTaMOI 1 MUHOKCHTUI).

Bausnue smopukokcuba na npenapamol, memabonusupyrowuecs uzogpepmernmamu CYP

Ha ocHoBaHMHM pe3yJbTaTOB HCCIICAOBaHUI IN VItrO HE O0XUAAETCS, YTO ITOPHUKOKCHO Oyaer
uHrnOMpoBates m3odepmeHTsl Iuroxpoma P450 1A2, 2C9, 2Cl19, 2D6, 2E1 u 3A4. B
UCCJIEIOBAaHUM C YYaCTHUEM 3JI0POBBIX JOOPOBOJIBIEB €KEIHEBHOE MPUMEHEHUE STOPUKOKCHOa
120 Mr He oka3bIBajo BIUSHHUS Ha akTUBHOCTH m3odepmenta CYP 3A4 B medenu, coriacHo
pe3yabTaTaM 3pUTPOMHUILITHOBOTO JIBIXaTEIBHOTO TECTA.

Brusnue 6py2ux npenapanos Ha qbapmaKOKuHemqu 3MODMKOKCM6CZ

OcHoBHOM myTh MeTabonu3Ma 3Topukokcrba 3aBucut oT (epmentoB CYP. CYP3A4, no-
BUJIMIMOMY, CIIOCOOCTBYET MeTa0oJIM3My STOpuKokcuba in vivo. MccnenoBanus in Vitro parot
ocHoBanus mosaratb, 4ro CYP2D6, CYP2C9, CYP1lA2 wu CYP2C19 Takxe MOryr
KaTaJM3MpPOBaTh OCHOBHOM IyTh METa00JIM3Ma, HO UX KOJMYCCTBEHHBIC XapaKTEPUCTHKH IN VIVO
HE U3Yy4aJIKCh.

Kemoxkonaszon: keTokoHa301, SBIsIOMuUiics MOIHBIM HHruouTopom CYP3A4, npu Ha3HaueHUn
3710pOBBIM J10OpoBoJbIIaM B 03¢ 400 Mr oauH pa3 B JeHb B TeueHue 11 gHeit He okasbIBaji
KaKoro-gu0o KIMHUYECKH 3HAUYMMOTO BIMSHHMS Ha (PapMakKOKMHETUKY OJHOM  J103bI
stopukokcnbda 60 mr (yBenuuenne AUC Ha 43 %).

Bopuxonazon u mukonason: OIHOBPEMEHHOE Ha3HAu€HHE ATOPUKOKCHOA M BOPUKOHA30JIa
NEPOPANbHO WJIM MHUKOHA30JIa BUJE MEpOpPAILHOTO Tems, CHIIBbHBIX HHruOuTopoB CYP3A4
BBI3bIBAJIO HEOOJIBIIOE YBEIMYEHHE OHKCIO3UIUU OSTOPUKOKCHOA, KOTOpOE Ha OCHOBAaHUU
OIyOJIMKOBAHHBIX JJAHHBIX HE OBIJIO MPU3HAHO KIMHUYECKH 3HAYMMBbIM.

Pugpamnuyun: oJHOBpEMEHHOE Ha3HAYEHUE HTOPUKOKCHOA ¢ pHU(AMIUIMHOM, MOIIHBIM
uHAykTopoM depmenToB CYP, mpuBoMIO K CHUKEHHUIO KOHLIEHTPALIMK STOPUKOKCHOA B IIa3Me
KpoBH Ha 65 %. Takoe B3auMoneHCTBHE MOXKET MPUBOAUTH K PELMIMBY CHMITOMOB IpHU
OJTHOBPEMEHHOM NPHUMEHEHMH 3TOPUKOKCHOa ¢ pudaMnumuHoM. XOTS 3TH JaHHBIE MOTYT
yKa3bIBaTh HAa HEOOXOJMMOCTb MOBBILICHHUS J03bI, IPUMEHEHHE STOPUKOKCHOA B J103aX, KOTOpPHIE
MPEBBIIIAIOT PEKOMEHJOBAHHBIE IS Ka)X/J0ro IOKa3aHUs, HE M3y4yaJoch U IIOITOMY HeE

peKOMeHI0BaHoO (cM. pasaen 4.2.).
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TOPUKOKCHOA.

4.6. ®epTUWIBLHOCTDb, 0€PEMEHHOCTH U JIAKTALUS

bepemennocTn

Knunudeckux [aHHBIX O MNPUMEHEHUHM J3TOpPUKOKcHOa B Tmepuoj OepeMeHHOCTH HeT. B

WCCJICIOBAHMSIX HAa J>KMBOTHBIX HAOIIOJAIOCh TOKCHMYECKOE IEHCTBHE Ha PENPOTyKTHBHYIO

cuctemy. [loTeHIIMaNBHBIN PUCK Y KEHIIWH B IEPHO]] 0EPEMEHHOCTH HEU3BECTCH.

[IpumeHeHue STOpUKOKCHMOaA, Kak U JpPYrHMX [pernapaToB, WHTHOUPYIOIIUX  CHHTE3

MPOCTarjJaHAMHOB, MOXET NPUBOJUTH K MOJABICHUIO COKPAIICHWW MAaTKH U B IOCIECTHEM

TpuUMecTpe OEPEMEHHOCTH - K MPEXKIEBPEMECHHOMY 3aKPBITHIO apTEePHAILHOTO IMPOTOKA Yy

wioga. DTOPUKOKCUO MPOTHUBOMOKAa3aH B mepuoa OepemeHHocTH (cM. pasmen 4.3.). Ecmu y

JKEHIIUHBI B IEPUO/JT JICUCHHUS HACTYMIIIa OEpEMEHHOCTb, STOPUKOKCUO HEOOXOIUMO OTMEHUTD.

Cnyyan mouyeyHOM MAUCPYHKIMH IUI0/1a, KOTOpbIe MPHUBOIMIM K YMEHBIIEHUIO 00beMa

AMHUOTHYECKOW KHUJIKOCTH (MAJOBOAME), OBLIN 3apETHCTPUPOBAHBI y OCPEMEHHBIX KCHIIWH,

MOJIY4aBIIMX HECTEPOUIHBbIC TpoTUBOBOcHanuTenbHbie npenapatel (HIIBII) na 20-it Hemene

OepeMEHHOCTH WM MO03ke. B HEKOTOPHIX Cllydasx 3TO MOKET MPHUBECTH K HEOHATAIbHOMN

noueyHor auchyHkuuu. Takue 3¢p(eKTsl MOTyT BO3HHMKATh BCKOpPE IIOCIE Havajia JICYCHHS

HIIBII; manmoBoue 9acTo 0OpaTUMO IOCIIC TPEKPANICHUS JICUCHHUS.

I'pynHoe BckapMiauBaHHue

HeusBecTHO BBIAENSETCA U 3TOPUKOKCHO C MOJIOKOM Y 4YeNOBeKa. Y IaKTUPYIOUIUX KpPBIC

TOPUKOKCUO BBIJIEISIETCS C MOJIOKOM. JKEHIIMHBI, KOTOPbIE MPUHUMAIOT 3TOPUKOKCHO, TOIKHBI

peKpaTUTh TPYAHOE BCKapMmiinBanue (cm. paszjaen 4.3.).

DepTHIBLHOCTH

[TpumeHeHne >TOPUKOKCHOA, KaK M APYrUX JEKAPCTBEHHBIX MPENapaToB, O KOTOPBIX M3BECTHO,

yro oHu wuHruoupyt [lOI-2, He pekoMeHIyeTcs >JKEHIIMHAM, KOTOpble IUIAHUPYIOT

OEpEeMEHHOCTb.

4.7. BiusiHMe HA CHOCOOHOCTH YMPABJATH TPAHCIOPTHBIMH CPeACTBAMH M padoTaTth ¢
MeXaHU3MaMH

[TarueHTHl, y KOTOPBIX BO BpeMsl NPHUMEHEHHUs OSTOPUKOKCHOA OTMEYAIUCh CIy4au

MIPOCTPAHCTBEHHOM JIC30PUCHTAIINN, TOJIOBOKPY)KEHUS WM COHJIMBOCTH, JODKHBI BO3ICPIKATHCS

OT YIPaBJICHUS TPAHCIIOPTHBIMU CPEJICTBAMH M PAOOTHI C MEXaHU3MaMH.

4.8. HexkesaTe/IbHbIE peaKIIuH

Kparkoe onucanue npoguiisi 6e30nacHOCTH

be3omacHOCTh TpUMEHEHUs STOPUKOKCHOA OIEHWBAJIach B KIMHWYECKUX WCCIICIOBAHUSX,

BKJTFOYABIIUX 9295 ydacTHHKOB, B TOM umciie 6757 mammeHToB ¢ octeoaprpozom (OA),



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
~ oT11.09.2023 N2 17536
peBmarouguasiM  aptputoM (PA), XpoHmde¢koit cotbto- |5 ke | Bitetn “dinftmt  u

AHKUJIO3UPYIOMIMM CHOHAUIUTOM (mpubmmsurensHo 600 manmentoB ¢ OA unu PA momywanu
JIEYEHUE Ha MPOTSHKEHUU OJJHOTO I'0J1a WX J0JIbIIIE).

B xiuHMYeckux HCCIeAOBAHUAX MNPOPMIb HEXKeIaTeNbHbIX 3(PQGEKTOB ObUT CXOAHBIM Y
nanueHToB ¢ OA unu PA, KoTopble MpUHUMAIN STOPUKOKCUO HA MPOTSHKEHUU OHOTO IoJla WK
JIOJIBIIIE.

B kiIuHMYECKOM HCCIIEJOBAHUM OCTPOTrO MOJArpHUYeCKOro apTpuTa MAlMEHThl MOIyqald
STOPUKOKCHO B no3e 120 Mr ommH pa3 B JA€Hb B TeueHHe BocbMH pgHel. [Ipoduns
HEeKeNaTeNIbHbIX 2(PQEeKTOB B STOM HCCIEAOBaHWU OBbUT B IEJIOM TaKUM XK€, Kak U B
oObenuHeHHbIX uccnenoBanusax OA, PA u xponuuyeckodd OoiM B HMKHEH 4YacTH CHHMHBL. B
[IporpamMe 1O OIEHKE OE30MAaCHOCTH B OTHOIIEHUHM CEPJCYHO-COCYAMCTOW CHCTEMBI,
00o001IaroIIeil JaHHbIE TPeX aKTUBHO-KOHTPOIUPYEMBIX uccienoBanuii, 17412 nauuentos ¢ OA
win PA nmomydanu stopuxokcu6 (60 mr wmu 90 mr) B cpeaHem B TeueHue 18 mecsieB (cM.
pasaen 5.1.).

B xIMHUYECKHX MCCIIEAOBAHUAX OCTPOM MOCIICONEPAIMOHHON O0JH, CBA3aHHOW C TIPOBEIEHHEM
CTOMATOJIOTUYECKOM omepanuu, B KOTOpPbIX 614 manueHToB moiydaind STOpuKkokcud B go3e (90
Mr wii 120 mr), npoduis HexeIaTeNIbHBIX 3(H(PEKTOB B 3THX HCCICIOBAHUAX B IICJIOM OBLI
CXOMHBIM ¢ TpoduieM B oObeanHEHHBIX uccnenoBanusx OA, PA u xponmdeckoit Oomu B
HIKHEN 4acCTH CIIUHBI.

IlepedyeHb HexeJATEIbHBIX PEAKIUI B BUIE TA0IM LI

Crnenyronue HexelaTeNbHbIE pPEaKIMHU OBLUTH 3apeTMCTPUPOBAHBI C OOMBINEH YaCTOTOW mpu
MPUMEHEHUU Tperapara, 4eM MpU MPUMEHEHUHU IUIane0o0, B KIWHUYECKUX HCCIEIOBAHUAX Y
nanueHToB ¢ OA, PA, xpoHnyeckoil 00Jibl0 B HUYKHEH YacTH CHUHBI WIM C aHKUJIO3UPYIOIIUM
CHOHAMIIUTOM, KOTOpble NPUHUMAIM 3TOpUKOKCHO B goze 30 mr, 60 mr wim 90 mr c
MOBBIIIEHUEM JI0 PEKOMEHIYyEeMOW /103bl B TeueHue 12 Hexmenb, B ucciaeqoBaHusax lIporpamMmbl
MEDAL npoaomxuTenbHOCThIO 10 3,5 JIeT, B KPaTKOCPOUHBIX MCCIETOBAHUAX OCTpOM OOJU B

TE€UYEHUE A0 7 THEH, a TAKKE B XO/1€ IOCTMAPKETHHIOBOTO IPUMEHEHUS.

Kamezopus
Knacc cucmema/opean Tepmun nesrcenamenbHo2o A61eHUs .
yacmomol
Hnghexyuonnvie u AJIbBEOJIAPHBIA OCTUT 4acTo
napasumapovie racTPOIHTEPUT, MH(PEKIIMHU BEPXHUX IbIXaTEIbHBIX | HEYACTO
3a601e8aHus myTel, HPEKIIUU MOYEBBIBOIAIIETO TPAKTA
Hapywenus co cmoponvl | anemus (B OCHOBHOM B pe3yJIbTaTe KeNyI04HO- HEYacTo
Kposu u aumgpamuieckoli | KUIIEYHOTO KPOBOTEUEHUS ), JIGHKOIECHNUS,
cucmembl TPOMOOIIUTONECHHUS
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Hapywenus co peakuuu mnepqy.BCTBHTeH.Ef;'o';:;L?"a UBATENEHOT EE‘I{%C'T'U !
CMOPOHBL UMMYHHOU AHTMOHEBPOTUYECKUH OTek/ aHauIaKTHIeCKue/ peaxo
cucmembl aHa(UIAKTOUIHBIE PEAKIIHH, BKITFOUAs MOK>
Hapywenus co cmoponsl | 0Te€Kn/ 3a1epHKKa KUIKOCTH 9acTo
obmena eewjecma u CHIIKCHUE WM YCUJICHUE aIlIIeTUTA, YBEIINUECHHE HEYacTo
nUMaHus Macchl Tena
Hapywenus ncuxuxu TpeBOra, JAENPEecCUs, HapyILICHNs KOHIEHTPAllUY, | HE4acTo
raJLTIOIMHALIMN?
CITyTaHHOCTH CO3HAHMSA%, GECTIOKOHCTBO penko
Hapywenus co TOJIOBOKPY’KEHHE, TOJIOBHAs 00JIb 9acTo
CMOPOHbL HePEHOU HapyIleHHe BKyca, 0ECCOHHUIIA, TapecTe3us/ HEYacTo
cucmemvl TUIIECTE3US], COHIIMBOCTD
Hapywenus co cmoponvl | HEYETKOCTb 3pCHNUS, KOHBIOHKTHBUT HEeYacTo

opeaHa 3peHus

Hapywenus co cmoponsl | 3BOH B yIlIax, BEPTUTO HEYacTo
opeaHa cuyxa u

JIaOUPUHMHbBLE HAPYUWEHUS]

Hapywenus co cmoponsl | olyieHue cepaneOneHus, apI/ITMI/I}IZ 4acTo

cepoya QUOPHIIAIMS TIpeIcCepaNii, TAXHKApIHs-, HEYacTo
XPOHUYECKAs cepJiedHasi HeJ0CTaTOYHOCTb,
Hecrienuduieckue n3meHeHus: Ha KT,

CTeHOKapusZ, HHYapKT MEOKap/a®

Hapywenus co cmoponsl | TUNIEPTEH3USA 4acTo

COC)/aOG (IIPUTIUBBD», HAPYIICHHUE MO3T'OBOT'O HEYaCcToO

KpOBOO6paH_IeHI/I$[5, TPAH3UTOPHAA UIIEMHUYCCKAA

aTaka, FI/Il'IepTOHI/ILICCKI/Iﬁ KpI/I32, BaCKYJ'II/IT2

Hapywenus co cmoponvl| 6poHXOCTIa3M? 4acTo

ObIXaMeNbHOU  CUCIMEMbl,| Kalllelb, OJbIIIKA, HOCOBOE KPOBOTEUCHHE HEYacTo
op2ano6 epyOHOU KIemKU

u cpedocmenus
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Hapywenus co cmoponvt | 60Jb B )KUBOTE SLTEAUBATENBERAUL hadiylle)

ofceﬂyc)ouHo-Kumeqnoeo qacCTo

mpaxkma 3a1op, METEOPH3M, TaCTPHT, U3KOTa/ 9acTo
racTpoa3odareanbHbIi peduItoKe, Tuapes,
JHCTIeNICHsT/ TUCKOM(OPT B SITUTACTPUH, TOIIHOTA,
pBOTa, 330(harut, 3BbI CIU3UCTON 00OIOUKH

IIOJIOCTH PTa

B3/1yTHE )KUBOTA, N3MEHEHNUE NIEPUCTATBTUKHI HEYacTo
KHUIIEYHUKA, CyXOCTh CIU3UCTON 000I0UKH
IIOJIOCTH PTa, raCTpOLyO€HAJIbHAS 53Ba, A3Ba
JKeJIyJIKa, BKJIFOYast KeJIyA0YHO-KHILECYHbIE
nepdopauu 1 KPOBOTEUCHHUSI, CHHIPOM

pasaApa)KCHHOro KUIICYHMKa, HaHeraTI/IT2

Hapywenus co cmoponwvt | nobiienne aktuBHocTH AJIT, noBeimenue 4acTo

neyexu u aktuBHOCTH ACT

JHCENUeBbLEOOAUUX Nymell | TeIIaTUT peaxo
TIeYeHOUHAs HEJI0CTATOUHOCTE?, JKENTyXa’ penko’

Hapywenus co cmoponvl | 5KXUMO3 4acTo

KOJHCU U NOOKONCHBIX OTEYHOCTS JINIA, 3y, ChIITb, DPUTEMAZ, HEYacTo

mKawetl KpAIMBHUIIA®

2 TOKCHYECKHit pemnko’

cunapom CrtuseHca-/[)xoHcoHa
SHUEpMATbHEIH HEKPOTH3Z, (PUKCHPOBAHHAS

JIeKapCTBEHHAs IpHTEMa’

Hapywenus co cmoponvl | cia3mbl/ CyIOpOTH MBIIIII, CKEJIETHO-MBbIIIICUHAs HEYacTo
CKeNeMmHO-MblUeYHOU U 00JIb/CKOBAaHHOCTH

COCOUHUMETbHOU MKAHU

Hapywenus co cmoponsl | IpOTEUHYPUS, IOBBILIIEHNE KPeaTUHUHA B HEYacTo

novek u Moueebleod}zu;ux CBIBOPOTKEC KPOBH, ACKOMIICHCUPOBAHHAA ITOYCHHAA

nymet HEJI0CTATOYHOCTh/MOYEYHAs HEJ0CTATOYHOCTh
Obwue paccmpoticmea u | acTeHust/ c1abOCTb, IPUNIIONOA0OHBIN CUHAPOM 4acTo
HAapyweHus 6 mecme 00J1b B TpyTHOM KJIETKE HEeYacTo

86e0eH sl
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Bnusnue na pesynemamsl | TMOBBIIIEHHE a30TQ MOUCBRHT é{b@ﬁ'ﬁ%ﬁﬂ@@ﬁ%- T Hedadis!
1aO6OpamopHbIX U KpeatuH(pochoKuHa3bl, THIIEPKATHEMUS,

UHCTPYMEHMATbHBIX HOBBIIIIEHUE MOYEBOI KHCIOTHI

uccneo08anuil CHU)KEHHE HAaTpUs B KPOBU penko

1 KaTerome YaCTOTbI: YCTAHOBJICHA [UIA KaXIOTro TEpMHHA HEXKCIIATCIbHOIO SABJICHUA IO YacCTOTEC

BO3HHMKHOBEHHS, 3apPETUCTPUPOBAHHON B 0a3e TaHHBIX KIIMHUYECKUX MCCIEN0BaHuil: oueHpb yacTo (>1/10), yacto
(ot >1/100 mo <1/10), meuacro (ot >1/1000 mo <1/100), peaxo (ot >1/10000 o <1/1000), oueHb peako
(<1/10000).

2 JlanHas HeKeJaTeNbHas PEaKIys ObLIa 3apETMCTPUPOBAHa B XOJI€ MOCTMAPKETHHIOBOTO HabmoieHus1. Yactora
cooOImIeHnH Ul Hee OIEHHBACTCS Ha OCHOBAHWHM HamOoiee BBICOKOH YacTOTHI, HAOIOAABIIEHCS MO TaHHBIM
KIIMHUYECKUX HCCIIEAOBAHUH, OOBEIUHEHHBIX B 3aBHCUMOCTH OT IOKa3aHHUS K NPHMEHEHUIO M YTBEP)KICHHOMN
JI03BI.

3 YacroTtHas kareropus «Penko» OblIa oIlpeleleHa Ha OCHOBAHHMM pacyeTHOH BepxXHel rpaHuusl 95%
JIOBEpUTENIbHOTO WHTepBasia st O COOBITHIL, y4YUThIBas KOJMYECTBO IMAIMEHTOB, IMOJYYaBIIMX Mpenapar

3TOpUKOKCUO B aHanu3e qaHHbIX |11 (ha3bl, 00beIMHEHHBIX B 3aBUCUMOCTH OT JTO3bI U TIOKa3aHUS K MPUMCHCHHUIO
(n=15470).

4 l'umepyyBCTBUTETBHOCTH BKITIOYAET TEPMHUHBI «aJeprisy, «JIeKapCTBEHHAS AITICPT U,
«THUIEPYYBCTBUTEIFHOCTE K JICKAPCTBCHHOMY CPEICTBYY, «THIIEPUYBCTBUTEIHEHOCTEY, «TUMEPIYBCTBUTEIHHOCTD
HEYTOYHCHHAS, «PEAKIHS THIICPUYYBCTBUTCIBLHOCTI H «HECTICH(DUICCKAs aIICPT .

5 Io pe3ynbTaTaM JaHHBIX aHAIM3a JOITOCPOYHBIX MIAIe00-KOHTPONUPYEMBIX H aKTHBHO- KOHTPOJUPYEMBIX
KIIMHUYECKUX MCCIIEIOBAHUHN MPU MPUMEHEHUHU CEJIeKTUBHBIX MHTHOUTOPOB L{OI'-2 moBkImaeTcst pucK pa3BUTHS
CEPbE3HBIX apTEPHAJIbHBIX TPOMOOTHUYCCKHX SIBICHHU, BKIFOYass HMH(APKT MHUOKapia ¥ WHCYNbT. Mcxonms w3

HMEIOLINXCS JaHHBIX, MAJOBEPOSITHO, YTO aOCONIOTHBIH PUCK Pa3BUTHS JaHHBIX SIBJICHUH mpesbimaet 1 % B rog

(meuacto).

Crenyromniue cepbe3Hble HeXenaTeIbHbIe SIBIEHUS ObUIM 3aperuCTPUPOBAHbI B CBS3H C IPUEMOM
HIIBII u He Moryr OBITh MCKJIIOUEHBI JJII 3TOPUKOKCHOA: HEYPOTOKCHYHOCTH, BKIIIOUAs
MHTEPCTULUAIBHBIN HEPPUT U HEPPOTHUUECKUN CUHAPOM.

CooluieHue 0 HexKeIaTEIbHBIX PeaKIUAX

BaxxHo coobmaTh 0 M0Jj03peBaeMbIX HEXeNaTeNbHbIX PEaKIUAX MOCIe PerucTpaluy Mpenapara
C 1enpl0 00ecredyeHHs HENpephIBHOIO MOHUTOPUHIA COOTHOILEHUS «II0JIb3a — PHUCK»
JEKapCTBEHHOTO Ipenapara. MeIunuHCKUM pa0OTHUKaM PEKOMEHAYETCs COOOIaTh O JHOBIX
MI0JI03PEBAEMBIX HEKENATEIbHBIX PEAKIMX JIEKAPCTBEHHOI'O Ipernapara 4yepe3 HallOHaJIbHbIE
CHCTEMBl COOOILIEHHMS O HEeXeNaTeIbHBIX PEeaKIMsIX TOoCylapcTB — 4WiIeHOB EBpa3zuiickoro
9KOHOMHYECKOT'O COH03a.

Poccuiickas Denepanusa

®denepanbHas cyx0a 1Mo Haa30py B chepe 31paBOOXpaHEHUS.

Anpec: 109012, r. MockBa, CnaBsiHCKast Tuiomianp, a. 4, crp. 1.
Temedon: +7 800 550 99 03
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Drtextponnas nouta: pharm@roszdravnadzor.gov.ry  TOCIEDUBATENEHOCTE 0002

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHUKALIMOHHON ceTn «MHTepHeTY:

https://roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBKa

B kIMHHMYECKMX HCCIIEIOBaHUSIX NPHEM STOPUKOKCHOa B pa3oBod nmoze a0 500 Mr wim
MHOTOKpaTHbI TipuieM a0 150 mr/aenp B Tedenwe 21 JHS HE BBI3BIBAT CYIIECTBEHHBIX
TokcHueckux d3¢pdexkroB. beum  momyudeHsl  cooOmeHuss 00 OCTpoil  mepeo3MpOBKE
STOPUKOKCHOOM, OHAKO B OOJIBIIMHCTBE CIYy4YaeB O HEXENATeNbHBIX peaklusax He CO00IaIoch.
Haubonee wuacro HaOmomaeMble HEXKeNaTeNbHBIE PEaKIUU COOTBETCTBOBAIM IPOGUIIO
0€30MacHOCTH 3TOPUKOKCHOA (HampuMep, HapyLIEHUS CO CTOPOHBI KEIYA0YHO-KHUILIEYHOI'O
TpaKTa, KapMOPECHAIIbHBIC SIBJICHUS).

B ciygae nepeno3upoBKy 11e51€c000pa3HO MPUMEHITh OOBIYHBIC TOJACPKUBAIOIIIE MEPhI, TAKHE
Kak ynaneHue HeBcocaBuierocs mnpemnapara u3 JKKT, kiauHuueckoe HaOmioAeHue U, IMNpU
HEO0OXOAMMOCTH, MOICPKUBAOIIAS TEPATTHS.

DOTOpUKOKCHO HE BBIBOJUTCS TMPU TIEeMOJIUAIM3E; BBIBOJAUTCA JIM JTOPUKOKCHO TIpH

MNEPUTOHCAJIBHOM OAUAIN3C HCU3BCCTHO.

5. ®APMAKOJIOTHYECKHUE CBOWCTBA

5.1. dapmakoanHaMHUYecKHe CBOlicTBa

dapmakoTepaneBTHUECKasi TIpyINa: HECTEPOUAHbIE IMPOTHBOBOCHAIUTENbHBIC IpenapaThl
(HIIBIT)

Koxg ATX: MO1AHO05

Mexaumnsm nericreust, hapmakoauHamuueckue 3G dhexTol

OTOPUKOKCHO TpH NEpOpaIbLHOM NpUEME B TEparneBTUYECKUX KOHIEHTPALUAX SBISAETCS
CEJIEKTUBHBIM UHTUOUTOPOM LUKIIOOKCUT€Ha3bI-2 (IOr-2). B KIIMHUYECKHUX
(bhapMaKOJIOTUYECKUX HCCIEIOBAHUAX JTOPUKOKCUO 110303aBUcUMO uHrHOMpoBan [[OI-2, He
oka3zbiBas BiusiHUS Ha [{OI'-1 npu npuMeHeHuu cyTouHoM 10361 10 150 mr.

OTOpUKOKCHO HE MHIMOMPYET CHUHTE3 MPOCTArIaHHMHOB B CIM3UCTON OOOJIOYKE JKeIyAKa U He
BJIMSIET Ha (DYHKIIMIO TPOMOOIUTOB.

[{uknookcureHaza oTBedaeT 3a oOpa3oBaHHE MpOCTarjJaHAMHOB. BoiieneHbl aBe H30()OpMbI
nukiookcurenassl - L[OI-1 u LOI-2. LOI'-2 npencrasnser coboii m3ohepMeHT, KOTOPHIN
UHAYLUpPYETCS  IOJA ~ JEHCTBHEM  pA3IMYHBIX  IPOBOCHAIUTENBHBIX  MEIUATOPOB U
paccMaTpuBaeTcs KaK OCHOBHOW ()epMEHT, OTBEYarolMid 3a CHHTE3 MPOCTAaHOMIHBIX
MeAMaTopoB 00iM, BocnaseHus U Juxopaaku. L{OI'-2 ygacTByeT B mpolieccax OBYIISALINH,

MMIUTAHTAlUU U 3aKPBITHS apTEPUAIbHOTIO MIPOTOKA, PEryISIUN (YHKIIMH MTOYEK U LIEHTPaIbHOMN
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HEPBHOM CHUCTEMbI (MHAYKLUS JIMXOPAJKHU, OLIYIIEHUS %’J;II/I:J@A%;{%WBEE %ﬁﬂﬁg)"l Q02 koxe

MOXET UTpaTh ONPEACICHHYIO poJib B Mpoliecce 3axuBiaeHuu si3B. LIOI'-2 Obuta oOHapyxkeHa B
TKaHSIX, OKPYXAIOUIUX $3Bbl JKEIYyJKa y YEJIOBEKAa, HO €€ 3HAUE€HUE /IS 3aKMUBJICHUS SI3BbI HE
YCTaHOBJIEHO.

Dpexmusnocmob

VY nanuentoB ¢ OA TOPUKOKCHO IpU MPUMEHEHUH B 103e 60 Mr OJUH pa3 B JIeHb 00eCTIeYHBAaI
JIOCTOBEPHOE YMEHbBIIIEHHE OOJM M YIy4IIEHHE OLEHKH CBOErO COCTOSHHS MalMEHTaMHU. DTH
OnaromnpusTHele 3(QQexTsl HAOMIOJANNUCh yXKE Ha BTOPOM JCHb JICUEHUS M COXPAHSUIUCh B
teueHue 52 Henmenb. MccnenoBaHust STOpUKOKCHOa TIpH MpUMEHEHUH B 03¢ 30 Mr oIuH pa3 B
JIeHb TPOJIEMOHCTPUPOBAIN OoJiee BBICOKYIO A(P(PEKTUBHOCTh MO CPAaBHEHHIO C IUIaledo B
TEUEHUE TEepPUOoJa JICUCHUS MPOJOJDKUTEIBHOCThIO 12 Hexenb (MpU MCHOJIB30BAHUHM CXOJIHBIX
METOJIOB OLIEHKH). B nccienoBanuu, mpoBOJAMMOM C IENbI0 OMpPEIeTIeHHs] ONTUMAIBHON J03bl,
STOPUKOKCHO TpH TpuUMEHEeHUUu B jgo03e 60 MI MpOAEMOHCTPUPOBAI JIOCTOBEPHO Ooiee
BBIPQXEHHOE YyJydlleHue, 4eM B J03€¢ 30 Mr, Juis BceX 3 MepBUYHBIX KOHEYHBIX TOUEK yepe3 6
Hezenb eyeHus. J{o3a 30 Mr He u3yyanach IpU OCTEOAPTPO3E CYCTABOB KUCTEN PYK.

VY nanuentoB ¢ PA sTopukokcu® mnpu nmpumMeHeHUd B jo3e 60 mr m 90 Mr oauH pa3 B JICHb
ofOecrieunBall KakK JOCTOBEpPHOE yMEHbIIEHHE OO0JIM W BOCHAICHHUSA, TaK U YIy4dllIeHUE
MOABMKHOCTU. B HccrnenoBaHusx, OLIGHUBAIOUIUMX J103bI 3TOpuKokcrOa 60 mr m 90 wmr, stu
OnmaronpusTHbIE YPHEKTH COXPAHIUCH B TEUCHUE MIEPHUO/IA JICUCHUS MTPOAOIDKUTEILHOCTHIO 12
HEZIelb.

VY NanueHToB ¢ HATMYMEM MPUCTYIOB OCTPOrO MOAArPUYECKOr0 apTpUTa ATOPUKOKCUO IpH
npuMeHeHun B no3e 120 Mr oaMH pa3 B J€Hb B TEUYEHHE BCEro Iepuoia JeueHUus
IPOJOKUTEILHOCTPIO BOCEMb JIHEH YMEHbBIIAl YMEPEHHYI0 U CHJIBbHYIO 0OJb B CycTaBax M
BocrasieHne. OQQPEKTUBHOCTh Oblla cpaBHMUMA C J(PQPEKTUBHOCTbIO HMHJOMETAallMHA TpU
npUMeHeHun ero B fo3e 50 Mr TpH pas3a B JieHb. YMeHbIIEHHE OO OTMEYaloch yXe depe3
YeThIpe yaca 1ocJie Hauyajia JICYEHHUs.

VY nanueHToB ¢ aHKWJIO3UPYIOIIUM CIIOHAUIUTOM 3TOPUKOKCUO MpH MPUMEHEHUHU B 103e 90 mr
OIMH pa3 B JEHb o0ecredrBal JOCTOBEPHOE YMEHbLIEHHE OOMM B CIHMHE, BOCHAJICHMS,
PUTUIHOCTH, a Takxke yiydimienue ¢(yHkiui. Knuauuyeckas 3¢Q¢deKTHBHOCTh 3TOPUKOKCHOA
Ha0JI0/1a1ach YK€ Ha BTOPOM JIEHb JICUEHUS M COXPaHsUIach B TE€UEHHE BCErO Mepruo/ia JICUEHUs
MPOAOJDKUATENIBHOCTBIO 52  Heaenu. Bo BTOpOM HUCCIENOBAaHMM, CPAaBHUBAIOIIEM 103y
sTopukokcuda 60 mr u 103y 90 mr, sTopukokcu6 B 03¢ 60 Mr oguH pa3 B aeHb 1 90 Mr onuH
pa3 B JIeHb JEMOHCTPHPOBAJ AaHAIOTUYHYIO 3((HEKTUBHOCTH B CPAaBHEHMHM C HAIPOKCEHOM

1000 mr ouH pa3 B JICHB.
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ATOPUKOKCUO B 03¢ 90 Mr Ha3HayanM OJWH pa3 B JeHb B TEUYCHUE TpeX AHEW. B moarpymme
MAIUEHTOB C YMEPEHHOW OO0JIBbIO MPU UCXOJAHOMN OIEHKE dTOPHUKOKCUO MPHU MPUMEHEHHUH B J103€
90 Mr oka3sIBaJI Tako# ke o0e300auBarommii 3¢ dekT, kak u noynpoden B go3e 600 mr (16,11 B
cpauenun ¢ 16,39; P=0,722), u mnpeBocxoamsn 10 AS(OPEKTUBHOCTH KOMOHWHAITHIO
napareramoii/kogaens B jgosze 600 mr/60 mr (11,00, P<0,001) u mnane6o (6,84, P<0,001)
COracHO oOmel olleHKe yMeHbIleHusi 6o B TeueHue mnepBeix 6 gacoB (TOPARG). [ons
MAIMEHTOB, KOTOPBIM NOTpeboBaiuch 00e300/MBarOIINe IpernapaThl OBICTPOrO NEWUCTBUSA B
TE€YEHUE NEepBBIX 24 4acoB IOCJE MpUEMa HUCCIEAyeMbIX mpenapatoB, cocrtaBwia 40,8 % mpu
MPUMEHEHUU dTOpUKOKcrOa B 1o3e 90 mr, 25,5 % npu npumeHernn udymnpodena B 1o3e 600 mr
Kaxaple 6 wacoB u 46,7 % mnpu npuUMEeHEHHMH KOMOWHAIMM TapamneTaMojl/KOJEUH B J03€
600 mr/60 Mr kaxaple 6 yacoB 1o cpaBHeHHIO ¢ 76,2 % B rpynme uiane6o. B srtom
WCCJIEIOBAaHUM MeJlMaHa Havaja ACHCTBHs (OIIyTUMOE YMEHbIIeHHE OO0JIM) MpH MpPUMEHEHUU
sTOpUKOKcuOa B 03¢ 90 Mr cocTaBuia 28 MUHYT MOCIIe TpUeMa Ipernapara.

bezonacnocmy

Mmnoeonayuonanvruas Ilpoepamma Oyenxu Joneocpounoeo Hasnauenus Omopuxokcuba u
Juxnogenarxa npu Apmpumax (MEDAL)

[Tporpamma MEDAL mnpencrasisiiza co0oii TPOCTIEKTUBHYIO MTPOrpaMMy OLIEHKH 0€30IacHOCTH
Ha oOcHOBaHWHU cepaedHo-cocyaucthix (CC) sBieHHM 10 OOBEIUHEHHBIM JaHHBIM TpPeEX
PaHIOMU3UPOBAHHBIX JBOWHBIX CIIENBIX aKTHBHO-KOHTPOJHpyeMbIX uccienoBanuit: MEDAL,
EDGE Il u EDGE.

Uccnenosanne MEDAL npeacraBnsno co0oil  uccieoBaHHE, UIMTEIBHOCTh KOTOPOIO
ompenensiiach AocTwkeHneM koHeuHbX Touek (CC sBienwmii), Bkimrovaniiee 17804 manuenra ¢
OA u 5700 namentoB ¢ PA, nonyuaBmmx 3topukokcu® B go3ze 60 (OA) miu 90 mr (OA u PA)
wi aukiodenak B goze 150 mr B geHp B cpeqHem B TeueHue 20,3 mecsma (Makcumym 42,3
Mmecsina, Meauana 21,3 mecsua). B aTom uccienoBaHMM pETUCTPUPOBATIN TOJIBKO CEPbE3HbIE
HEXeJaTelbHbIE SIBIICHUS W CIIy4ad BHIOBIBAaHUS W3 MCCIIEIOBAHUS BCJIEICTBHE JIFOOBIX
HEe)KeNaTeNIbHBIX SIBICHUH.

B uccnenosanusx EDGE u EDGE |l cpaBHMBanM >XenyZOYHO-KHUIIEYHYIO MEPEHOCHMOCTh
sTopukokcnba u gukiodenaka. Mccnemoanme EDGE Brimouano 7111 marmuentoB ¢ OA,
MOJTy4yaBLINX 3TOpUKOKCcHO B 103e 90 Mr B AeHb (B 1,5 pa3a Gosnblilie 10351, pEKOMEHIYEMOMN MPU
OA) unmu quxiogenak B no3e 150 Mr B eHb B cpeniHeM B Tedyenue 9,1 mecsua (makcumyMm 16,6
Mecsia, meanana 11,4 mecsna). Uccnenopanme EDGE |l Bxmrouano 4086 mamuenTtoB ¢ PA,
MOJTYYaBIINX ITOPUKOKCHO B g03e 90 mMr B neHp wim nukinodenak B moze 150 mr B aeHb B

cpenneM B Teuenne 19,2 mecseB (MakcumyMm 33,1 mecsia, Mmeanana 24 mecsa).
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cpenHeM B TeueHue 17,9 mecsma (makcumym 42,3 mecsna, mequana 16,3 mecsia), okosno 12800
MAIMEHTOB TOJIyYai JIeYCHHE B TedeHHe Ooiyiee 24 mecsieB. Y BKIIOYEHHBIX B [Iporpammy
MEDAL narueHToB npy KCXOAHOM OIICHKE ObLT 3apEeruCTPUPOBAH IMUPOKUN CIEKTP CEPACUHO-
COCYAMCTBIX U JKENyJOYHO-KUIIEUHBbIX (HaKTOpPOB pHCKAa. BbUIM HMCKIIOYEHBI IMAllUEeHTHI C
HEJIAaBHO TMEPEHECCHHBIM MH(DAPKTOM MUOKAP/IA, a TAKXKE C A0PTOKOPOHAPHBIM ITYHTHPOBAHUEM
WIH YPECKOKHBIM KOPOHAPHBIM BMEIIIATEIHCTBOM B TEUEHUE 6 MECAICB Mepe] BKIIOUYCHHEM B
uccienoBanue. B uccnenoBaHusax pa3pemanoch IPUMEHATh FacTPONPOTEKTOPbl M HU3KHUE JI03bI
acIupHUHa.

O0611ast 6e301aCHOCTD

JIOCTOBEPHBIX PA3IUYUN MEXKAY STOPUKOKCHUOOM M JTUKIO(PEHAKOM B OTHOIICHUH YacTOTHI
TPOMOOTUYECKUX CEPACYHO-COCYAUCTHIX SBIIEHUN OOHapyxkeHo He Obu10. KapauopeHasnabHbie
HEeXeNaTelbHbIC SBJICHUs 00Jiee YacTO HaOIIOJANKNCh MPU Ha3HAYCHUH 3TOPUKOKCHOA, YeM MpHU
Ha3HAYCHUM JUKIO(QEHAKA; NaHHBIM 3PQeKkT ObUT 10303aBUCUMBIM (OTACIBHBIC PE3yIbTAThI
MIPEJICTaBJICHBI HIDKE). HexkenaTenbHbIe SIBICHUS CO CTOPOHBI JKEITYJOYHO-KUIIIEYHOTO TPAKTa U
MIEYCHHU JOCTOBEPHO Yalle HaOJII0MaIuCch MPH Ha3HAYEHUU JUKIOodeHaKa, YeM IIPH Ha3HAYCHHUH
sTopukokcrba. YacroTa HexenarenbHbIX sABiaeHul B uccnenoBanusax EDGE u EDGE I, a taxxke
HEKEIIATEeIIbHBIX SIBJICHUH, TPU3HAHHBIX CEPhE3HBIMU WJIM MOTPEOOBABIIMX OTMCHBI JICUCHUS, B
uccnenoBannn MEDAL Oputa Bhllle Mpu Ha3HAUYEHUHM STOPUKOKCHMOA, YeM NpU Ha3HAYCHUU
IuKIo(heHaka.

Pe3ynbTaThl OLIEHKH 0C30IMaCHOCTH B OTHOIICHUH CEPACYHO-COCYAUCTON CUCTEMBI

YacroTa MOJITBEP K IEHHBIX CEepbE3HBIX TPOMOOTUYECKUX CepAEUYHO-COCYAUCTHIX
HE)KeJlaTeJIbHbIX SBJICHUH (BKIIIOUABLIMX CEpJI€UHbIE, IepeOpPOBACKYIISIPHBIE U NepU(epruyecKue
COCYAMCTHIE SIBJICHHMSI) ObLJIa COTIOCTAaBUMOM MEXKIy TPYIIaMH, OTy4aBITUMH dTOPUKOKCUO UITH
nukinodeHak (JaHHbIE MPUBEIACHBI B Ta0nuie Huxke). [lo gacTore TpoMOOTHYECKUX SIBIICHUI HE
OBLIO BBIABJIEHO CTATHCTUYECKU 3HAYUMBIX Pa3InYMi MEXy STOPUKOKCUOOM M AUKIO(EHAKOM
BO BCEX MPOAHATM3UPOBAHHBIX MNOJrPYIMIMAX, BKJIKOYas KaTeropuu TIAlMEHTOB B JHAla30HE
HCXOJHOIO CEPIEYHO-COCYANCTOrO pHcKa. [Ipn paccMOTpeHNH 110 OTAEIBHOCTH OTHOCUTEIbHBIN
pUCK  JUIS  TOJATBEPXKAEHHBIX  CEPbE3HBIX  TPOMOOTHMYECKHMX  CEpAECYHO-COCYIUCTBIX
HEXEJNAaTeNbHBIX SIBJICHUN ObUT CXOMHBIM /I dTOpUKOKCHOa (rpu mpueme B 03¢ 60 mr miu 90
Mr) U aukiogeHaka (mpu npueme B go3ze 150 mr).

Tabmuna «Yacrtora MOATBEPKACHHBIX TPOMOOTHYECKHX CEpPJEUYHO-COCYIUCTHIX SIBICHHUM

(ITporpamma MEDAL)»
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CpaBHEHHE MEXKIY
(N=16819) (N=16483)
BUJAMHU JIEYECHUS
25836 manuenTo-ier | 24766 nanueHTo-JIeT

OTHOCHUTENbHBIN

Yacrora! (95 % JIN) | Yacroral (95 % JIU
( AH) ( AH) puck (95 % JAN)

HOI[TBep}KI[eHHBIC TpOM6OTI/ILIeCKI/IC CEPACUYHO-COCYOAUCTBIC CEPBE3HBIC HEXKEIIATCIIbHBIC

SIBJICHUS

[Tpu BBITIOTHEHUT 1,24 (1,11, 1,38) 1,30 (1,17, 1,45) 0,95 (0,81, 1,11)

TpeOOBaHUil MPOTOKOIIA

B 3aBucumocTu ot 1,25 (1,14, 1,36) 1,19 (1,08, 1,30) 1,05 (0,93, 1,19)

Ha3sHaA4YCHHOI'O JICYCHUA

HOI[TBep)KIleHHI)IG CCPACUYHBIC ABJICHUA

IIpu BBIMOIHEHUH 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)

TpeOOBaHUI MPOTOKOIIA

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

Ha3HAa4YCHHOI'O JICUYCHUA

[ToaTBepkneHHBIC 1IEPeOPOBACKYIISIPHBIC SIBICHUS

[Tpu BhIMOTHEHUH 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)

TpeOoBaHUl MPOTOKOJIA

B 3aBucumocTu oT 0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)

Ha3HaA4YCHHOTI'O JICUCHUA

HO,Z[TBep)KI[eHHLIC HepI/I(bepI/I‘ICCKI/Ie COCYIUCTBIC SABJICHU

[Tpu BEIMOTHEHUM 0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)

TpeOoBaHUM POTOKOJIA

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

Ha3HaA4YCHHOI'O JICYCHUA

KomuuectBo sBnenuit na 100 mnamuento-ner; JIM=noBepuTenbHblii unHTepBan; N=o0Iiee KOJIUYECTBO
MAIUEHTOB, BKIIFOUEHHBIX B TIOMYJISALINIO MAIMEHTOB, BEIIOJHUBIINX TPEOOBAHHS MPOTOKOJIA.

[pu BeITOTHEHUN TPeOOBAHUI MIPOTOKOJIA - BCE SBIICHHS, PAa3BUBIIHECS HAa (POHE HCCICAYSMON TEpaluyl WIH B
TeueHne 14 nHEH ¢ MOMEHTa €€ MpeKpamieHWs (MCKIIOYEHBI MAIMEeHTHl, KOTOopble momydmmd <75 %
HCCIICAYyeMOT0 TperapaTta, W IalUueHTHI, NMPUHUMABIINE HE BKIOYCHHBIe B ucciemoBanme HIIBIT >10 %
BPEMEHH).

B 3aBucuMocTH OT Ha3HAYEHHOTO JICUEHUS - BCE IMOATBEPIKICHHBIC SIBICHUS, Pa3BUBIIMECS O OKOHYAHUS
HCcCIeoBaHus (BKIIOUEHBI TAIMEHTHI, KOTOPbIE MOTJIM TIOJBEPraThCs HE BKIIOYEHHBIM B HCCIEIOBAaHUE

BMEIIATENIbCTBAM  IIOCJIE  MpPEKpalleHus TpueMa Huccienyemoro mpemaparta). OOmiee  KOJTUYECTBO

PaHIOMHU3MPOBAHHBIX NalMeHToB: N=17412 mis sropukokcuba n N=17289 s nukinodeHaxa.
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TOPUKOKCUOOM M JUKJIOPEHAKOM.

KaDZ[I/IODeHaJIBHLIe SABJICHUA

[Tpubmm3utensHo y 50 % manueHToB, BKIOYEHHBIX B ucciaeaoBanne MEDAL, npu ucxomHoi
olleHKe ObLIa 3aperucTpupoBaHa TUIIEPTEH3US B aHaMmHe3e. B 3ToM uccieoBaHMM 4acToTa
BHIOBIBAHUSI BCJICJICTBUE HEXKEIATENbHBIX SBJICHHM, CBS3aHHBIX C THUIEPTCH3UCH, ObLIa
CTATHCTUYECKH 3HAYUMO BBIIE I OSTOPUKOKCHMOa, dYeM Juisi jaukiodeHaka. Yacrtora
HE)KeNaTeJIbHBIX SIBJICHUMN, CBSI3aHHBIX C XPOHUYECKOW CEepACYHOM HEIOCTATOYHOCTHIO (CIydau
BBIOBIBAHUS U3 HCCIIEIOBAHUS U CEphE3HbIE SBJICHUS), ObUIa CXOAHOM ISl STOPUKOKCHOA B J103€
60 mr u nukiogpenaka B no3e 150 mr, HO Obula BhIIIE IS STOpUKOKcHOa B 103e 90 mr mo
CpPaBHEHHIO C AUKIO(eHakoM B 03¢ 150 Mr (CTaTUCTUYECKH 3HAYMMO BBIIIE /ISl STOPUKOKCHOA
B 103¢ 90 Mr mo cpaBHEHHIO C¢ nuKkiIopeHakoMm B no3ze 150 mr B rpymme OA uccienoBaHHs
MEDAL). YacToTra mOATBEPKICHHBIX HEKEIATCIbHBIX SBJICHUHN, CBA3aHHBIX C XPOHHYECKOM
CepJIYHOM HEJOCTaTOYHOCTbIO (SIBJIEHMS, KOTOpbIE OBUIM CEPbE3HBIMU W IPHUBEIH K
TOCIIATAIM3AIMH WU TIOCEHICHUIO OTACIICHUS HEOTJIOKHOW ITOMOINM), Oblla HE3HAYUTEIHHO
BBIIIIE ISl STOPUKOKCHOA MO CpaBHEHHUIO C AMKIO(peHakoM B go3e 150 mr, u nanubiif 3QdekT
OblT  110303aBUCHMBIM. YacToTa cioyyaeB BBIOBIBAHUSI U3 HCCIEIOBAaHUS  BCIEJICTBUE
HEKEJIaTEeIIbHBIX SBIICHUH, CBSI3aHHBIX C OTEKaMHU, ObLIA BBIIIC JISI 3TOPUKOKCHOA TI0 CPAaBHEHUIO
¢ mukinopeHakoM B go3e 150 mr, m nmaHHBIH 3¢ ¢deKT ObLT J0303aBUCUMBIM (CTATUCTHUECKH
3HAYUMBIN JUTs 3TOPUKOKCHOa B 03¢ 90 Mr, HO HE /I STOpUKOKcHOa B 03¢ 60 Mr).

PesyipTaThl OILIEHKH KapauopeHadbHOU OesomacHoctu B uccaenoBanusx EDGE u EDGE 11

COIJIACYIOTCH € pe3yiabTaTaMu B uccaenosannu MEDAL

B ormenpubix uccnenoanusix Ilporpammel MEDAL abGcomtoTHass uyacTtoTra BHIOBIBAaHUS U3
UCCIIeIOBaHMs B JII00OM TpyIne jJeueHus i 3Topukokcuoa (60 mr wim 90 Mr) coctasisiia a0
2,6 % B cBs13u ¢ runepreH3uel, 10 1,9 % B cBs3u ¢ otekamu u 10 1,1 % B CBsI3U ¢ XpOHUYECKOMH
CepJIeYHON HEJOCTAaTOYHOCTHIO. Y NAIMEHTOB, MPUHUMABIIHUX ATOPUKOKCUO B 10o3e 90 wr,
4yacToTa BbHIOBIBAHUS M3 HCCIENOBaHUS Obljla BbIIIE, Y€M Y MAIUMEHTOB, NPUHUMABLINX
TOPUKOKCUO B 103€ 60 MT.

Pe3ynbTaThl OLIEHKH JKEIYI0YHO-KUIIIEYHON NepeHOCuMOCTH B [IporpaMmme MEDAL

B kaxxnom u3 tpex uccienoBanuil, sxoasmux B [Iporpammy MEDAL, yactora BbIObIBaHUS U3
WCCJICIOBAHUS IS JIFOOOTO KJIMHUYECKOTO HEeXenaTelbHOro siBjaeHust co ctopoHbsl JKKT
(HampuMep, aucnencus, 00Jb B KHUBOTE, S3BbI) OblIa TOCTOBEPHO HIIKE JUII ATOPUKOKCHOA B
cpaBHeHMM ¢ JukiopeHakoM. Yactora BBIOBIBAaHMS U3  MCCIEIOBAHUS  BCIEACTBUE
HEXENATeNbHbIX KIMHUYECKUX siBJIeHnH co cTopoHsbl JKKT Ha 100 namuenTo-JIeT 3a BECh NEPUOT

uccienoBanus Obia ciemyromen: 3,23 s sTopukokcmba u 4,96 mna nukiodeHaka B
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EDGE; u 3,71 ans stopukokcu6a u 4,81 mis nukinodenaka B uccnenoBanuu EDGE 1.

Pesyubrare! ontenku 6e3onacHoctd B otHouuennu JKKT B [Iporpamme MEDAL

B nenom HexenaTenbHbIE SIBICHUS cO cTOPpOHBI BepXHuX oTAenoB JKKT Obutn onpeaeneHsl Kak
nepdopanuu, si3Bbl U KpoBoTedeHUs. OCIOKHEHHBIE HEXKelaTeJIbHbIe SBIECHUS CO CTOPOHBI
BepxHux otaenoB JKKT Bxmowann mnepdopaiuio, HEMpPOXOAUMOCTh U OCJI0XKHEHHOE
KPOBOTEUECHHE; HEOCTIO0)KHEHHBIEC HEKEIATEIbHBIEC ABIEHUA CO CTOPOHBI BepXHUX OTAENOB JKKT
BKJIIOUAIM HEOCJIOKHEHHBbIE KPOBOTEUEHHUSI M HEOCIOXKHEHHbIe s3Bbl. OOmas wactora
HE)KeNaTeNIbHbIX SIBJIeHUN co cTopoHbl BepxHHX oTAenoB JXKT Oblia JOCTOBEpHO HUXKE AJs
ATOPUKOKCHOA B CPAaBHEHUU C NUKIOPEHAKOM. JJOCTOBEPHBIX pa3Iuuuil MEKIY 3TOPUKOKCHOOM
U TUKIO(EHAKOM IO 9acTOTE OCIOXKHEHHBIX SBICHUI OOHApyXeHO He Obuio. [Ijist moarpymbt
FEMOpPpPAaruuecKux HEXKeJaTeIbHbIX SBICHUHM €O CTOpoHBl BepxHuUX oTaenoB JKKT
(OCJIOKHEHHBIX M HEOCIOKHEHHBIX B COBOKYIMHOCTH) HE OBUIO OOHAPY>KEHO JOCTOBEPHBIX
pasIuuMii MEXIYy OSTOPUKOKCHOOM U aukiopeHakoMm. [IpermmyInecTBo 3TOPHKOKCHOA B
orHomieHun BepxHuX otaenoB JKKT mno cpaBHeHHIO ¢ JUKIOPEHAKOM Yy MAalMeHTOB,
OJIHOBPEMEHHO MPUHUMAIONINX ACIUPUH B HU3KHUX 103ax (okono 33 % manueHToB), HE OBLIO
CTaTUCTUYECKU 3HAUUMBIM.

YacToTa MOATBEPKIEHHBIX OCJIOXHEHHBIX U HEOCIIOKHEHHBIX KIMHUYECKHX HEXKEIAaTeIbHbBIX
sBneHnid co croponbl BepxHHX oTaenoB JKKT ma 100 manumenro-ner (mepdopamuu, si3BBI U
kpoBoteuenust (PUB)) cocraBuna 0,67 (95 % AU 0,57, 0,77) nns aropuxokcuda u 0,97 (95 %
1N 0,85, 1,10) ana nukinodeHaka, Ha OCHOBAHUU Y€ro OTHOCUTENbHBIN pHuck coctaBui 0,69 (95
% JI1 0,57, 0,83).

brima w3ydeHa yacTtoTa TOITBEPKIACHHBIX HEXKEJIATEIbHBIX SIBICHUH CO CTOPOHBI BEPXHUX
ornenoB JXKT y moXumblX ManuMeHTOB; MaKCHMMaJlbHOE CHI)KEHHE YacTOThl HAOIIOAloCh Y
nanueHToB B Bo3pacte >75 net (1,35 [95 % AU 0,94, 1,87] B cpaBHenuu ¢ 2,78 [95 % AU 2,14,
3,56]) sinennii Ha 100 marmeHTo-JIEeT JUIsl STOPUKOKCHOA 1 AUKI0(pEeHaKa COOTBETCTBEHHO.
YacroTa MOATBEPKICHHBIX HEKEJATENIbHBIX SIBICHUA CO CTOPOHBI HWXHUX OTAenoB JKKT
(mepdoparivsi TOHKOTO WM TOJCTOTO KUIIEUYHHKA, HEPOXOAUMOCTh Ui KpoBoteueHue (POB))
JIOCTOBEPHO HE pa3nuyanach JiIs dTOPUKOKCHOa U NUKIodeHaKa.

Pe3yabTaThl OlIeHKH 0e30I1acHOCTH B OTHOIIeHnH nedenu B [Iporpamme MEDAL

DTOPUKOKCHO XapaKTEPU30BAJICS CTATUCTHYECKH 3HAYUMO 00JIe€ HU3KON Y4acTOTOW BBHIOBIBAHUS
U3 HCCIICZIOBAaHUS BCIIEACTBUE HEXEATEIbHBIX SIBICHHH CO CTOPOHBI MEUYEHU MO CPaBHEHMIO C
muknopeHakoM. B oO0benunennoit IIporpamme MEDAL 0,3 % mnanueHToB, MOJy4aBIINX
TOPUKOKCUO, U 2,7 % ManueHTOB, MOJYYaBIIMX TUKIO(EHAK, BBIOBUIM W3 HCCIEIOBAHUS

BCJIICACTBHUE HECXKCIIATCIbHBIX SIBIICHUM CO CTOPOHBI IICUCHU. YacToTa HEKeIIaTEIbHBIX SBICHUN
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JUIs  JTOpUKOKcHOAa B CpaBHEHMH C JukiopeHakoMm). Tem He MeHee, OOJIBIIMHCTBO
HE)KEeJIaTeNbHBIX SBJIEHUI co croponbl neyenu B [Iporpamme MEDAL 6bu11 HeCcepbe3HBIMMU.
Hononnumenvuvie  Oannvle  no  0e30MACHOCMU, — C8A3AHHBIE € MPOMOOMUYECKUMU
CepOeyHO-CcoCYOUCbIMU ABTEHUAMU

B xinHnyeckux wuccienoBaHUAX, 3a HUCKIOYeHHeM uccienoBanuit IIporpammer MEDAL,
npubimsutensHo 3100 manueHToB MOTyYaad STOPUKOKCHO B 03¢ >60 Mr B JeHb B TedeHue 12
Hezenb UK jobiie. He Oblio 00HapyKE€HO 3aMETHBIX pa3iMyuil B 4aCTOTE MOATBEPKIACHHBIX
CEpbE3HBIX TPOMOOTHYECKHX CEpJEUYHO-COCYIAUCTBIX SBJIEHUH Yy MalUeHTOB, MOJIY4aBIIMX
ATOPUKOKCUO B 103 >60 mr, tutane6o ninu HIIBII, He coneprkaniue HanpokceH. TeM He MeHee, B
CPaBHEHMHU C NAIL[MEHTAMM, IIOJy4yaBLUIMMH HarpokceH B o3¢ 500 Mr n1Ba pa3a B J€Hb, 4YacTOTa
9THX SBJICHMH ObUIa BbILIE Yy MALMEHTOB, IMOJIYYaBIIMX JSTOpPUKOKcHO. Pasnuma B
aQHTHArperaHTHOM akTHUBHOCTU Mexay Hekoropbimu HIIBII, wunrubupyrommmu IOI-1, u
cesieKTUBHbIMU MHruouropamu 1{OI'-2 MokeT MMeTh KIMHMYECKOE 3HAUEHUE y MAlUEHTOB U3
TPYINIIBI PUCKA Pa3BUTUSI TPoMOOIMOonmnyeckux siBieHuid. CenektuBHble MHruOuTOopsr 1[OI-2
HOJABJIAIOT O00pa30BaHME CHUCTEMHOTO (M, Kak CIEICTBUE BO3MOXKHO, 3SHAOTEIHAIBLHOIO)
IPOCTALUKIIMHA, HE BIMAA Ha TpoMOOLUTapHbIN TpoMOokcaH. KinHuueckas 3HaYMMOCTb 3THX
HaOJIIOZICHUI HE YCTaHOBJICHA.

Hononnumenvrvie Oannvie no 6€30NACHOCMU 8 OMHOWEHUU JHCEYOOUHO-KULUEYHO20 MPAKMA

B nByX IBOMHBIX CIENbIX HJIOCKOIMUYECKUX MCCIEI0BAaHUSIX MPOJODKUTEIBHOCTRIO 12 Henenb
KyMYJISATHBHAs 4YacTOTa Pa3BUTUSl TaCTPOAYOACHAJbHBIX $3B Oblla 3HAYUTEIBHO HIDKE Y
NAIMEHTOB, MOJIy4aBIIUX 3TOPUKOKCHO B no3e 120 mMr oguH pa3 B J€Hb, Y€M Yy MAlUEHTOB,
MOJTy4aBIINX HAMpOKceH B 103e 500 mr nBa pa3a B neHb win uOynpoden B noze 800 mMr Tpu pasa
B IeHb. YacToTa pa3BUTHSA 3B JJIs STOPUKOKCHOA ObLIa BBILIE [0 CPABHEHUIO C IJ1a1eoo.
Hccneoosanue ghynkyuu nouex y noHCUNIbIX

B pannoMu3sumpoBaHHOM JBOMHOM CIIETIOM IUIAal€00-KOHTPOJIMPYEMOM HCCIEIOBAaHUU B
napajuleJIbHBIX TPYIINax OLIEHUBAIN Bo3AelcTBUE 15-1HeBHON Tepanuu 3Topukokcnoom (90 mr),
nenexkokcuoom (200 mMr 1Ba pasa B JieHb), HanpokceHoM (500 mr 1Ba pasa B JieHb) U Manedo Ha
BBIBEJICHHE HATPUsI MOYKAMH, apTepHalIbHOE JIaBJICHUE U JIpYTHe MoKazaTeau (yHKIUN MOYeK y
MalEeHTOB B Bo3pacte oT 60 no 85 jer, mojaydaBIIMX pPAalUMOH C COJEPKAHUEM HaTpHs
200 MPKB/CYT. DTOPUKOKCHO, IEJIEKOKCHO W HAIMPOKCEH Yepe3 2 HEeNeNH JICUYCHUS OKa3bIBAIU
CXOJHO€ BJIMSIHME Ha BBIBEJCHHME HATpUsd INOYKaMU. Bce akTHBHBIE Npenaparbl CpaBHEHUS
NPUBOAMIIM K YBEJTMUEHHUIO CUCTOJIMYECKOTO apTEepUAIbHOTO JaBJIEHUS] OTHOCUTEIBHO IJanedo,
OJIHAKO Teparus I TOPUKOKCUOOM MPUBOMIIA K CTATUCTHUECKU 3HAYUMOMY YBEITMUYECHUIO Ha 14-i

JC€Hb 110 CPaBHCHHUIO C LIEJIEKOKCHOOM H HAITPOKCECHOM (cpenHee U3MCHCHUEC CUCTOJIMYCCKOI'O
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apTepUaNbHOTO JABICHUS MO CPABHEHMIO C MCKOIHBIM (S Hdber mert: %TJ}EQ&@I&G Te7 070 pT.

CT., [ETEKOKCUO — 2,4 MM PT. CT., HAIPOKCEH — 3,6 MM PT. CT.).

5.2. ®apMakOKHHeTHYECKHE CBOHCTBA

AOGcopbuus

OTOPUKOKCHO XOPOILIO BCACBIBAECTCSA MpPH MpHEME BHYTPb. AOCOIIOTHAs OUOAOCTYIHOCTH MPHU
npueme BHYTphb cocTasiisieT okojio 100 %. ITpu nmpumenenuu npemnapaTa y B3pOCIbIX HATOILIAK B
no3e 120 mMr omuH pa3 B CYTKM 1O JOCTHXKEHUS PABHOBECHOTO COCTOSIHUSI MaKCHMallbHas
koHneHtpanus (Cmax) coctaBmser 3,6 MKr/mia. Bpems gocTWkeHHs MaKCHUMaJIbHOW
KoHIeHTpauuu (Tcmax) B Mmia3mMe KpoBu — | 4 mocine mnpuema mnpenapata. CpemHsis
reomerpuueckas tiomank 1nox  kpuBor  (AUCoo44) cocTaBmsma 37,8 MKreu/muL.
dapMaKOKHMHETHKA JTOPUKOKCHMOAa B IMpefesiax JAuana3oHa TepaneBTUYECKHX J03 HOCHUT
JIMHEWHBIN XapakTep.

[Tpu npueme s3Topuxokcuda B 1o3e 120 Mr Bo BpeMs e/ibl (€72 ¢ BBICOKUM COJIEP>KaHUEM KHPOB)
He HaOII0JaJIoCh KIMHUYECKM 3HAUYMMOrO BIIMSHMS Ha cTeneHb abcopbuuu. CkopocTh
abcopOIny N3MEHSIIACh, YTO MPUBOAMIO K CHIDKCHUIO Cmax Ha 36 % 1 yBenn4eHUIO Tmax HA 2 4.
JlanHble pe3yabTaThl HE CUUTAIOTCSA KIMHUYECKU 3HAUMMBIMU. B KIMHHUYECKHX HCCIIEOBAHMSIX
STOPUKOKCUO MPUMEHSIICS HE3aBUCHUMO OT MpHeMa MUILITH.

Pacnpenenenne

Oropukokcu® mpubaM3uTeabHO Ha 92 % cBs3pIBaeTCS ¢ OeNKaMM TUIa3Mbl KPOBU Y UYEJIOBEKA
npu koHHeHTpanusax 0,05-5 mxr/min. O0weM pacnpeseneHus B paBHOBECHOM cocTOSHUU (Vss) Y
YeJI0BEeKa COCTaBisgeT okojo 120 .

DTOPUKOKCHO MPOHUKAET Yepe3 IIIAllEHTAPHBIN 0apbep U reMaTtodHIedanTnyecKkuii 6apsep.

buorpancdopmarms

OTopukokcHO WHTEHCHMBHO MeTabomm3upyercs, <l 9% 103bl BBIBOAMTCA IOYKAMH B
Heu3MeHeHHOM Buje. OCHOBHOM myTh MeTabonu3ma - o00pazoBaHUE 6'-THAPOKCUMETHII
npou3BoaHOro, kKatanmmsupyemoe depmentamu CYP. CYP3A4, mo-Buammomy, crocoOCTBYET
MeTabonn3mMy JTOopuKokcuOa in vivo. McciemoBanusi in vitro ykaseiBaotT, uro CYP2D6,
CYP2C9, CYP1A2 u CYP2C19 Taxxe MOT'YT KaTaJu3upoBaTh OCHOBHON MyTh MeTab0JIM3Ma, HO
UX KOJTMYECTBEHHOE BO3JICHCTBUE In VIiVO HE U3Y4allOCh.

VY uyenoBeka uUAESHTU(DHUIMPOBAHO TATH METa00IUTOB. OCHOBHBIM META0OJUTOM SIBIISACTCS
6'-kapOOKCHAIIETUIIITOPUKOKCHO,  OOpa3yIoONUiics  MpPU  JIONOJHUTECIBHOM  OKHCJICHHUH
6'-TUIPOKCUMETUIITOPUKOKCHOA. DT OCHOBHBIE METa0OJUTHI HE O00NaZaroT 3aMETHOM
AKTUBHOCTBIO, MO0 SIBISIOTCA TONBKO ciiadbiMu mHTHOUTOpamu LIOI'-2. Hu omun u3 aTHX

MeTabonutoB He uHruoupyer L{OI'-1.

DaUMUHALUSA



COOTBETCTEYET 2KCNEPTHOMY OTUYETY
0T 11.09.2023 N2 17536
[Tocne OOHOKPATHOTO BHYTPHBEHHOTO BBEIICHHS ':wo'f}oggn;l"-: %bgl%yéhkﬂ'al\l_ o Medéroro

pPaInoaKTUBHOTO 3TOpUKOKCcHOa B 103¢ 25 Mr 70 % paanoakTUBHOCTH OOHAPYKHUBAJIOCh B MOYE
u 20 % - B Kaje, mpeuMyIIECTBEHHO B Buje MeTabonuToB. Menee 2 % 0OOHapyXHUBaJoOCh B
HEM3MEHEHHOM BUJIE.

BeiBenienne sTopuKOKcHOa NMPOUCXOAUT B OCHOBHOM IIyT€M MeETa0oJIM3Ma C IMOCIEeAYHOIUM
BBIBEICHUEM Yepe3 MOUKH.

PaBHOBecHBIE KOHIIEHTpAIIMM 3TOPHKOKCHOA NpU eXeTHeBHOM mpueme 120 Mr mocTurarorcs
yepe3 CeMb CYTOK C KOI(PGUIMEHTOM KyMYJSIMM OKOJO 2, YTO COOTBETCTBYET IEPUOILY
MOJYBBIBEICHUS OKOJIO 22 4. [lma3sMeHHbI KIMPEHC MOCJi€ BHYTPUBEHHOI'O BBEACHUSA 25 MTI

COCTaBIISIET MPUOIU3UTENHHO 50 MII/MUH.

Xapakmepucmuku 6 0coObILX zcpynnax nayuernmaos

JInia moKmjioro Bo3pacra

@dapMakOKMHETHKa Yy HOXWIBIX (B Bo3pacte 65 JieT M CTapuie) COIMNOCTaBUMa C
(apMaKOKMHETUKON Y MOJIOJIBIX.

on

CDapMaKOKI/IHeTI/IKa 3TOpI/IKOKCI/I6a CXOJHA Y MYKYHWH U KCHIIWH.

IIeueHoUHAs HEAOCTATOYHOCTDH

VY nanueHToB ¢ HapylleHUsMH (YHKLIHU I[E€YEHU JIETKOM CTemneHu TsokecTH (5-6 6amioB 1o
mkane Yaitna-ITero) npuém stopukokcuba B g03e 60 M oAMH pa3 B CYTKH COIPOBOMKIAJCS
yBenuueHueM cpennero 3HaueHuss AUC npubmusurensHo Ha 16 % 10 CpaBHEHHIO CO
3I0pOBBIMH JIUIIAMH, IPUHUMABIINMH TIPENapaT B TOH ke J103€.

VY nauueHTOB ¢ HAapyHIEHHUSMHU (YHKLUUHU MEYEHU CpelHel cTerneHu TshkecTd (7-9 GamoB 1o
mkane Yaitna-I1p10), NpUHUMABIIMX 3TOPUKOKCHUO B 03¢ 60 Mr uepe3 AeHb, cpellHee 3HaUeHue
AUC 0bu10 TakuM ke, Kak y 30pPOBBIX JIMI, TPUHUMABIINX ITOPUKOKCHO 60 Mr omuH pa3 B
JeHb. DTOPUKOKCUO B J103€ 30 Mr 0JIMH pa3 B IeHb HE U3y4aliCs B JAHHOW MOMYJISIUH.

JlaHHbIe KIMHUYECKUX WM (apMaKOKMHETUYECKHUX HCCIEIOBaHMHA Yy MAIMEHTOB C TSAXKEJbIM
HapymeHueM ¢pyHkuuu neueHu (=10 6amnos no mkane Yaitna-I1si0) oTCyTCTBYIOT.

[ToyeyHast HETOCTATOYHOCTD

dapMaKOKMHETHKAa OJHOKPAaTHOI'O MPUMEHEHHUs 3TOPUKOKCHOa B j03e 120 Mr y maiueHToB ¢
HapyleHUAMHA (YHKIMU MOYEK CpeAHEH M TSDKENOM CTEeNeHM M MalMeHTOB C TepMHUHAIbHON
cTajgueil 3a00neBaHMsl MOYEK, HAXOMALIMXCS HAa FeMOJAMaIN3e, CyIIECTBEHHO HE OTIMYalach OT
MoKa3zaTeJIe y 3M0pPOBBIX JUIl. ['eMoanann3 HE3HAYUTEIHbHO BJIUS Ha BBIBEACHHE (KIMPEHC

nuanu3a - okojio 50 miu/muH) (cM. pasaenst 4.3. u 4.4.).
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dapMaKOKHHETHKA dTOPUKOKCHOA y TAIMEHTOB JETCKOro Bo3pacra (B Bo3pacte < 12 ner) He

U3y4anachb.

B dapmakokuHEeTHYECKOM UCCIen0BaHuH (n=16), MPOBOIMUBIIEMCS y TIOJPOCTKOB (B BO3pacTe OT

12 no 17 ner), dhapMakoKMHETHKA y TMOAPOCTKOB ¢ Maccoi Tena oT 40 mo 60 kr mpu mpueme

ITOPUKOKCHOa B 03¢ 60 Mr oguH pa3 B JIeHb M Y MOJPOCTKOB C Maccoil tema > 60 kr mpu

npreMe 3Topukokcuba B o3¢ 90 Mr oauMH pa3 B JIeHb Oblla aHATOTHYHA (DApMAKOKUHETUKE Y

B3pOCIIBIX TpHU MpHEeMe STOpuKokcuOa B jo3e 90 Mr oauH pa3 B JeHb. be3omacHOCTh U

3¢ (peKTUBHOCTh 3TOPUKOKCHOA Y MAIlMEHTOB JIETCKOrO BO3pacTa HE yCTaHOBJIEHA (CM. pa3jien

42).

6. ®PAPMAIIEBTHUYECKHWE CBOWCTBA
6.1. [lepeyensb BcmomMoraTeJbHbIX BeleCTB
Aopo mabremku.

Kanplus ruapodocdar,

LEIUTF0JI03a MUKpOKpucTaunyeckas (turn PH-102),
koroBu10H K-28,

KPOCKapMeJu103a HaTpHs,

MarHusi creapar.

Obonouxa mabremku:

Hozuposxa 30 me u 90 me

Onaopaii® Il 6enviii 85F18422:
MOJIMBUHUJIOBBIN CIHPT,

TUTaHA TUOKCHUI,

makporou-3350,

TaJIbK.

Lozuposxa 60 me u 120 me

Onaopaii® 11 senénvui 85F21867:
MTOJIMBUHUJIOBBIN CITHIPT,

TUTaHa JHOKCUI,

Makporoin-3350,

TaJbK,

WHIUTOKAPMUH,

KPACHUTENb KENE3a OKCUJI KEITHIH.
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6.2. HecoBMeCcTUMOCTD

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHs1)
3 rona.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NMPH XPAHEHUH

XpaHuTh 1ipu Temneparype He Baiie 25 °C.

6.5. XapakTep u cojep:kaHHe MEPBUYHON YIAKOBKHU

[To 7, 10 mnmu 14 TabneTok B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY M3 (DOJIBIH aTIOMHHUEBOW U

IUIGHKA TpexcioWHoW s xomoaHoro (opmoBanus u3z [IBX/An/OITA. Kaxnas mnauka

KapTOHHasi MOXKeT cojepxathb 1, 2, 3,4, 5, 6, 8, 9 KOHTYpHBIX SUEHMKOBBIX YIAKOBOK BMECTE C

JUCTKOM-BKJIJIBIIIEM (MHCTPYKLIUEH MO METUIIMHCKOMY IPUMEHEHHUIO).

6.6. OcoOble  Mepbl  NPEIOCTOPOKHOCTH  TNPH  YHUYTOKEHUHM  HMCHOJH30BAHHOIO
JIEKAPCTBEHHOI0 TMpenapara WM OTX0A0B, IOJYYeHHBIX I0OcJe NPHMEHEeHUus!
JIEKAPCTBEHHOI'0 MpenapaTa uji padoTbl ¢ HUM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas Penepanusa

000 «M3Bapuno dapmar

108817, r. Mockaa, 1. BHykoBckoe, BHykoBckoe mocce, 5-it kM, asia. 1, ctp. 1.
Tenedon: +7 (495) 232-56-55;

dakc: +7 (495) 232-56-54.

DnexTponHas nmoyra: info@izvarino-pharma.ru

8. HOMEP PETUCTPAHMUOHHOI'O YAOCTOBEPEHUS

9. TATA NEPBUYHOI PETUCTPAIIMA/IOATBEPKIEHUS PETUCTPALINN
(MEPEPETACTPALIAN)

Jlata nmepBoii peructpanuu:

10. JATA NEPECMOTPA TEKCTA
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