COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 14.11.2024 N= 25167
(NOCNEOCBATENEHOCTE 0003)

OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHHUE JIEKAPCTBEHHOI'O ITPEITAPATA
DTOpUKOKCHO-AKpUXHH, 60 Mr, TaOJIETKH, TOKPHITHIE TNIEHOYHON 000JI0UKON
DTOpUKOKCHO-AKpUXHH, 90 Mr, TaOJIETKH, TOKPHITHIE TNICHOYHON 000JI0UKON

Oropuxkokcud-Akpuxut, 120 Mr, TabJI€TKH, MTOKPHITHIE INIEHOYHONH 000JI0UKOH

2. KAYECTBEHHBIU U KOJIUYECTBEHHBIN COCTAB
JencTBytoliee BENIECTBO: 3T0pI/IKOKCI/I6.

Dropukokcn0-Axpuxut, 60 Mr, TaOJIETKN, MOKPBITHIE INIEHOYHONH 000JI0UYKON

Kaxxnast TabneTka, mMOKpbITas MICHOYHON 000JI09KOM, coaepxuT 60 Mr S TOpUKOKCcuOAa.
BcnomMorarenpHble BelIECTBa, HAJIMYMWE KOTOPHIX HAA0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JaKTo3bl MOHOTUIpaT (cM. pasaen 4.3., 4.4.).

Dropukokcn0-Axpuxut, 90 mMr, TaOJIETKN, TOKPHITHIE INIEHOYHONH 000JI0UYKON

Kaxxnas tabneTka, mOKpbITas MIEHOYHON 000JI09KOM, conepkuT 90 Mr 3TOpUKOKCcHOa.
BcnomorarenpHble BeleCTBa, HAJIMYME KOTOPBIX HAJAO YUYUTHIBATH B COCTABE JIEKAPCTBEHHOIO
npenapara: JaKTo3bl MOHOTUIpaT (cM. pasnen 4.3., 4.4.).

Dropukokcn0-Axpuxut, 120 mr, TabJIeTKN, TOKPHBITHIE INIEHOYHON 000JI0YKON

Kaxxnas TabneTka, mOKpbITas MICHOYHON 0007109KO0M, coaepkuT 120 Mr 3TOpuKokcuoa.
BcnoMorarenpHble BelleCTBa, HAIMYME KOTOPHIX HAAO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npernaparta: JakTo3bl MOHOTHAPAT (cM. paznen 4.3., 4.4.).

[ToHBIH TIEpeYeHb BCIIOMOTATEIHHBIX BEIIECTB MPUBEIEH B pasaene 6.1.

3.  JIEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIE MJIEHOUYHON 000JI0YKOH.

Dropukokcn0-Axpuxut, 60 Mr, TaOJIETKN, TOKPHITHIE INIEHOYHONH 000JI0UYKON

JIBOSIKOBBIITYKJIbIE TAOJETKHU SOJOKOBUAHOM (OPMBI, MOKPHITHIE IUIEHOYHOH 000JI0YKOH cepo-
roxy0oro 1peTa, ¢ rpaBUPOBKOM «97» Ha OJTHOM CTOPOHE U «J» Ha JPYTrou.

Ha momepeunom paspes3e BUIHBI JIBa CIIOS: SAPO OT MOYTH OEJIOro 10 CBETJIO-XKEJITOr0 IBETa U
000I104Ka cepo-royry0oro 1seTa.

DTOpUKOKCHO-AKpuXuH, 90 Mr, TaOJIEeTKH, MOKPHITHIE INIEHOYHOU 000JI049KO0M

JIBOSIKOBBINYKJIbIE TaOJETKH S0JIOKOBHIHON (DOPMBI, TOKpPBIThIE IUIEHOYHOH 000JI0uKOoi Oenoro

1[BETA, C TPaBUPOBKOM «98» Ha OAHOM CTOPOHE U «J» Ha IPYTrOH.
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Ha momepedHoM paspese BUAHBI ABA CIOS: AP0 o1 moutn Genord To -CHETTo Koo HECH i

000J104Ka O€I0ro IBETA.

Dtopukokcn0-Axkpuxud, 120 Mr, TabJIETKH, IIOKPHITHIE INIEHOYHON 000JI0YKOHI

JIBOSIKOBBINYKJIble TaOJIeTKH s0JOKOBUIHON (DOPMBI, MOKPBITHIE IIEHOYHOM 000JI0YKOM cepo-
rojiyooro 1BeTa, ¢ rpaBUpOBKOM «99» Ha 0J1HOM CTOpOHE U «J» Ha APYroi.
Ha nonepeuHoM paspes3e BUAHBI J1Ba CJIOS: AAPO OT MOYTH OEJIOro 0 CBETIO-XKEJITOIO IBETA U

000J109Ka cepo-ToTy0o0TO IBETA.

4.  KIIMHUYECKUE JAHHBIE

4.1. Tloxa3aHusl K IPUMEHEHHIO

[Ipenapatr DTOpUKOKCHO-AKPUXHH MOKa3aH K MIPUMEHEHHUIO Y B3pPOCIbIX U MOJPOCTKOB cTapiue 16
JET:

e JleueHHE XPOHUYECKOH 00JIM B HUYKHEH 4acTH CIIUHBI,

e cumnTomatuyeckas Tepamnusi octeoapTputa (OA), peBmaroumHoro aptputa (PA),
aHkuiosupytoumero crnonauiauta (AC), Oonmu W BOCHAJEHMs, CBS3aHHBIX C OCTPBIM
[I0/1arpUYECKUM apTPUTOM;

® KpaTKOCpOYHas Tepanusi yMEpeHHOW OcTpoi 60U MOCIe CTOMATOIOIMUECKUX ONepalti.

Pemienne o Ha3HAYEHUH CENICKTUBHOTO MHIHOUTOpa 1HKI00KcureHassi-2 (L{OI-2) momkHO ObITh

00OCHOBAHO C YUeTOM 06H_[I/IX PHUCKOB I KaAKI0TO KOHKPETHOI'O IMalMCHTA (CM. pa3acibl 43,

4.4.).

4.2. Pe:xuM 103UPOBAHMSA M CIOCOO MPUMEHEHUS

Pexxum 103upoBaHUS

Jlns oOecrieyeHus] yKa3aHHBIX HH)KE PEKMMOB JO3UPOBAHUS IPU HEOOXOAMMOCTH NPUMEHEHHUs
sTopukokcuba B no3e 30 Mr ciueayeT HasHayaTb 3TOPUKOKCHO JpYyrux IPOM3BOJIUTENCH B
JIeKapCTBEHHOU (hOopMe «TabJIETKU, TOKPBITHIE ITIEHOYHOM 0005104K0ID B 103upoBKe 30 Mr.
ITpenapat OTOpPUKOKCHO-AKPUXHMH cJelyeT NIPUMEHATh B MHHMMAaIbHON 3(QeKTuBHONH 103€
MHUHHUMAJIBHO BO3MO>KHBIM KOPOTKHM KYPCOM.

Ocmeoapmpum

Pexomennyemast no3a cocrasisier 30 Mr minu 60 Mr ouH pa3 B I€Hb.

Pesmamouonwiii apmpum

Pexomenyemas 103a coctapiusieT 60 M OJJMH pa3 B IeHb. Y HEKOTOPBIX MALIUEHTOB C HEI0CTATOYHBIM
00JIeryeHeM CHMITOMOB IIPUEM YBEJIWYEHHOH 103bl 90 MI OAMH pa3 B J€Hb MOXKET IOBBICUTH

sbdextuBHOCTh. [locime cTaOunm3anuu KIMHUYECKOTO COCTOSHUS TMMAallMeHTa I1e51eco00pa3Ho
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INOHU3UTh THUTPOBaHMEM 103y A0 60 Mr oauH |[pa3 B [EQ&AJ@QE&%%E%C -I;/EI/IHTé'I!ﬁ/I-ISI

TEPaneBTUUECKOI0 AEHCTBUS CIEAYET PACCMOTPETH JPYIUe BapUAHTHI JICUEHUS.

AHKuO3UpYIOWULL CHOHOUTUM

PexomeHnyemas no3a cocrasisier 60 Mr OAMH pa3 B IeHb. Y HEKOTOPBIX MALIMEHTOB C HEAOCTATOYHBIM
oOJneryeHreM CHMITOMOB IpHUEM YBEIWYeHHOH a03bI 90 MI OAMH pa3 B J€Hb MOXET MOBBICHTH
s¢dextuBHOCTh. [locne crabunuzanuu KIMHUYECKOTO COCTOSHUSI MAalMeHTa IenecooOpasHo
HNOHU3UTh THUTPOBaHHMEM J03y g0 60 Mr oauH pa3 B JAeHb. llpu OTCYTCTBUM YyCHIIEHHS
TEPaneBTUUECKOI0 AEUCTBUS CIEAYyET PpACCMOTPETh APYTUe BapUAHThI JI€UEHUS.

XpoHuueckasn 601b 8 HUJICHEN Yacmu CRUHbL

Pexomennyemas no3a cocrasiuser 60 Mr ouH pa3 B 1eHb. [IpoA0IKUTEIBHOCTD JI€UEHHS HE TOJKHA
peBbIATh 12 Henens.

Cocmosinus, conpogocoarowuecs: 0Cmpotl 60.1bio

[Tpu cOCTOSHUSAX, COMPOBOKAAIOIIUXCS OCTPOI O0JIBIO, STOPUKOKCUO ClieTyeT MPUMEHSTh TOJIBKO B
OCTPBIN CUMIITOMAaTHYECKUN MTEPUOJ.

Ocmpuiii nooagpuyeckutl apmpum

Pexomennyemas nosa cocrasisier 120 Mr onuH pa3 B J€Hb.

[IponomxuTenbHOCT NpUMEHEHUs Mpenapara B Jo3e 120 Mr cocrtaBisier He Oosee
8 mHew.

Ocmpas 601b nociie CMmomMamoaoSUdecKux onepayuti

Pexomenyemast no3a cocraiseT 90 Mr oiuH pa3 B I€Hb.

[Tpu nedyeHuu ocTpoii 601K MOCIE CTOMATONIOTHUECKUX ONepaIiii mpemnapat ITOPUKOKCHO-AKPUXHUH
cieayeT MPUMEHSTh TOJIbKO B OCTPbI CUMIITOMAaTUYECKUM MEPHOJI, OTPAHUYEHHBI MaKCUMaJIbHON
IPOJOKUTEIBbHOCTBIO 3 JIHS.

Jl03bl, TpEBbIIAIONINE PEKOMEHJOBaHHbIE JUIS KaXJIOro IOKa3aHus, JMO0 He 001aaaroT
JOTIOTHUTEIBHOU 3 (EKTUBHOCTHIO, TNOO HE U3yYaTUCh.

Takum o6pazom:

- CyTO4YHas Jj03a IIpH OCTE0apTPUTE HE TOJIXKHA MpeBbIIaTh 60 Mr;

- CyTO4YHas /103a IIPU PEBMATOUIHOM apTPUTE HE OJKHA MpeBbiIaTh 90 Mr;

- CyTO4YHas J103a IPU aHKUJIO3UPYIOIIEM CIOHAUIUTE HE AOJKHA IpeBblaTh 90 Mr;

- CyTO4YHas /1032 NP XPOHUUYECKOM O0JIM B HI)KHEN 4acTH CIIMHBI HE JOJIXKHA IpeBbImaTh 60 mr;
MaKCUMaJbHas MPOJOJIKUTEIbHOCTD JIECUEHUS OTPAHUYEHA NTEpuoaoM 12 Hezenb;

- CyToyHass [J03a IpU OCTPOM I[OJArpUYECKOM apTPUTE HE JIOJDKHA IPEBBIIATH
120 Mr; MmakcuManbHast IPOJIOJKUTEIBHOCTD JICUEHHUSI OTpaHUYEHA TIEPHOJIOM § THEH;

- CyTO4YHas J103a AJIs KyIUpOBaHUs O0JIM 110CJI€ CTOMATOJIOTMYECKUX ONepaliuii He JOJIKHA

IMPCBLIIATH 90 MTI'; C OTPAHUYCHUCM MAaKCHUMAJIbHO 3 JHA.
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Tak Kak PUCK OCJIOXHEHMH CO CTOPOHBI Cepiaed {o-cocvﬂgé"riﬁFEe;f;’I%ﬁllEHBﬁl'%ﬁﬁéfe'ﬁ%:h

CEeJIEKTUBHBIX HHIMOUTOPOB LIOI'-2 MOXET MOBBILIATECS B 3aBUCUMOCTHU OT O3Bl U JIUTEIBHOCTH
Tepanuy, JOJKEH INPUMEHAThCS MaKCUMalbHO BO3MOJKHBIH KOPOTKMH Kypc W HauMeEHbIas
spdexTuBHAs cyTo4yHass Ao03a. HeoOXoauMo IpoBeleHHE MEePUOJUYECKON OLEHKH MOTpeOHOCTH
HalueHTa B 00Jer41eHNH CHMITOMOB M €r0 PeaKlMU Ha MIPOBOIUMYIO Tepanuio (cM. paznen 4.4.).

Oco0ble rpyInIbl HAMEHTOB

Tayuenmul nodxcunoz2o eospacma
Koppekiuu 10361 y IaliueHTOB MOKWIOr0 Bo3pacTa He Tpedyetcs. Kak u npu npumMeHeHun Ipyrux
JIEKapCTBEHHBIX TMpenapaTtoB, MPU MPUMEHEHUH Ipenapara y MNAIMeHTOB IMOXKUJIOro BoO3pacTa
CJIeZlyeT COOIII0IaTh OCTOPOXKHOCTH (CM. pasnen 4.4.).
Ilayuenmvi ¢ napywenuem ¢hynkyuu novex
Koppekiuu 1036l y NAaMEHTOB ¢ KIUPEHCOM KpeaTHHHHA > 30 Mi/MuH He TpeOyercs (cM. paszaen
5.2)). IlpumeHeHue »>TOopHKOKCHOAa y TMAIMEHTOB C KIUPEHCOM KpeatnHuHa <30 wmi1/MuUH
MPOTUBOIOKa3aHo (cM. pasaensl 4.3., 4.4.).
Ilayuenmvi ¢ napywenuem hynkyuu nevenu
He3aBucumo ot moka3aHus K IPUMEHEHHUIO TAIlMeHTaM C HapyIIeHUSIMH (PYHKIIMHA TIEUYCHU JIETKON
cTeneHu TsukecT (5—6 6amnos no mkane Yaina-I1si0) He cnenyeT npeBsiath 103y 60 Mr oAuH pa3
B JeHb. [lanienTam ¢ HapyumieHUsIMU (QYHKLIMU TEYEHU cpelHel cTeneHu TshkecTu (7-9 6amioB 1o
mkane Yanna-I1s10) He3aBUCHMO OT MOKa3aHUs K TPUMEHEHHUIO HE CJIeIyeT MPEeBbIaTh 103y 30 mr
OJIMH pa3 B JICHb.
Pexomenayetcs cobI101aTh OCTOPOKHOCTD y MAIIIEHTOB C HAPYIIEHUSAMHU (DyHKINUU TEYEHU CpeiHei
CTETEeHH TSHKECTH, TaK KaK KIMHUYECKUH OTBIT y JaHHOW TPyl MAIMEHTOB OTpaHuYeH. B cBsi3u ¢
OTCYTCTBHEM KJIMHUYECKOTO OIBITA Y MAIMEHTOB C TSHKEIBIMH HapyIICHUSIMH (YHKIUH TeYeHH (>
10 6amioB no mkane Yaina-I1e0) npenapaT npoTUBONIOKa3aH Ul JaHHOM I'PYMIbl HAIIMEHTOB (CM.
pasnensl 4.3.,4.4.,5.2.).

eTH
DTOPUKOKCHO TMPOTHUBOMOKAa3aH y JeTed ©W TNOAPOCTKOB B  Bo3pacte n0 16 jer
(cm. pasnen 4.3.).

Croco0 IIPUMCHCHU A

BHy’I’pB, HCE3aBHUCHUMO OT IIpHUEMa IMUIIU, 3alluBas HEOOJIBIITNM KOJINYECTBOM BO/JBI.

4.3. IlpoTuBONOKA3aAHUS
e [UNepuyBCTBUTENHHOCTh K 3TOPUKOKCHOY WM K JIFOOOMY M3 BCIIOMOTaTEIIbHBIX BEIIECTB,
MepEYUCICHHBIX B pazzeine 6.1.

e ‘I3BeHHas Ooyie3Hb Kenylaka U 12-mepcTHOM KHUIIKM B CTaAuM OOOCTPEHUS WIM aKTHUBHOE
4
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JKCITy JOUHO-KHIICYHOC KPOBOTCUCHUC.

e [losHOe WM HEMONMHOE coYeTaHHe OPOHXUATBLHONW aCTMBI, OCTPOTO PUHUTA, PELIUIUBUPYIOIIETO
IIOJIMII03a HOCA M OKOJIOHOCOBBIX Ma3yX M HENEPEHOCUMOCTH alleTUJICAIUIMIOBON KHCIOTHI WU
HETIEPEHOCUMOCTH JPYTHX HECTEPOHIHBIX MPOTUBOBOCHAIHUTENBHBIX TpenapaToB (HIIBII) (B Tom
YHCJIe B aHaMHE3e).

e bepeMeHHOCThH U JTaKTaIHUA.

e  Tspkenbie HapylIeHHUs] PYHKITUY MEYSHH (CHIBOPOTOYHBINA asibOyMUH <25 /71 niu >10 6aioB 1o
mkane Yaitna-I1sto).

e  Tskenas modedHas HeJI0CTaTouHOCTh (KiupeHe kpeatrnHuHa (KK) <30 mu/muH).

e Jlerckuit Bo3pact a0 16 Jer.

e BocnanurenbHble 3a00J1€BaHUS KUIIEYHHKA.

e  Xponuueckas cepaednas HenoctatouHoCTh (I1-1V dyHkunonanshseiii kiace no NYHA).

e HekoHnTposupyemasi apTepuajibHasi TMIEPTEH3Us, IPU KOTOPOM IOKa3aTelld apTepUalbHOIo
naBiieHus cTOHKO npeBbimaroT 140/90 mm pr. CT.

e [loaTBepxaeHHas uiIeMHYecKas 00J€3Hb cepiua, 3aboseBaHMsl NEepUPEpUUYECKUX apTepuid
U/WK LepeOpoBacKyJIIpHbIe 3a001€BaHUS.

e  Jleduut nakTasbl, HEMEPEHOCUMOCTb JaKTO3bI, IITI0K030-TallaKTO3Has ManbadcopOLus.

e [loaTBepkIeHHas TUNIEpPKATUEMUSI.

e [Iporpeccupytoiye 3a00J1€BaHHS TOYEK.

4.4, OcoOble yka3aHusi H Mepbl MPEeI0CTOPOKHOCTH MPH MPUMEHEeHNH

C 0CTOPOKHOCTBIO

Crnenyet co010/1aTh OCTOPOKHOCTH IIPH MPUMEHEHUH Mpenaparta y cleayoMuX TPy NallUeHTOB:
- MAILMEHTBl C TOBBILIEHHBIM PHCKOM PpPa3BUTUA OCJIOKHEHUH CO CTOPOHBI JKEIIyJI0YHO-
kumeydoro Tpakta (OKKT) BcneactBue npuema HIIBII; nanmeHTsl NOXKHUIOTO BO3pacTa,
oaHOBpeMeHHO npuHumatoue apyrue HIIBIL, B Tom uncne aneTtusiacaiuiuioByl0 KUCIOTY WU
MALKUEHTHl C 3a00JIeBaHUSMHU KETYJIOYHO-KHIIEYHOTO TPAaKTa B aHAMHE3€, TAKUMHU KaK S3BEHHas
00JIe3HB U JKENyJOYHO-KUIIIEUHbIE KPOBOTCUCHHS;

- MAMEeHThI, UMEIOIIe B aHaMHe3€e (DaKTOPHI pUCKa CEPIICYHO-COCY TUCTHIX OCTIOKHEHUH (TaKue
KaK TUCIUTNIC MU/ TUIEPIUITHIEMUS, CaXxapHbIid AMA0ET, TUIIEPTEH3UsI, KypeHue);

- MAIUEeHTHI, UMEIOIIIE B aHAMHE3€ CepICUHYI0 HEeJOCTAaTOUHOCTb, HapyllleHue (PyHKIIUU JIEBOTO
KeNy/louKa WIM TUINEPTEH3HI0, M MalMeHThl € MPEeIIIECTBYIOIIMMH OTE€KaMu M 3aJeprKKOMN
KUJIKOCTH;

- NalMeHTaM ¢  HapylleHUusMH  (yHKUMM  TI€UYEHH  JIETKOM  CTENEHU  TKECTH



COQOTBETCTBYET 3KCNEPTHOMY OTYETY
~or 14.11.2024 N2 25167
(5-6 GamnoB mo mkane Yaing-Ileo) He ciemyer peBbItATs HOsy—60- Mot -pas 5" AEH.

[Tanmentam ¢ HapyweHMsMM  (QYHKUMM  TI€YEHH  CpeIHEH  CTEeNEeHH  TSKECTU
(7-9 6annoB no mkane Yaina-I1p10) Henb3s npeBbmaTh 103y 30 Mr OIMH pa3 B JEHB;

- MTaLIMEHTHI C JeruapaTanuei;

- NAlMeHThl ¢ HApyWEeHUAMU (PyHKIMM MOYEeK, OJHOBPEMEHHO MPUMEHSIONME HHTUOUTOPHI
aHTMOTeH3WHNpeBpamatomero ¢gepmenta (AIlD), auypeTnkn, aHTaroHUCTH aHruoTeH3wHa I,
0COOEHHO MOKUIIBIE;

- MAIMEHTHI ¢ KIMPEHCOM KpeaTnHuHa <60 Mi1/MuH;

- MALUEHTHI ¢ IPEAIECTBYIOIMM 3HAUYUTENIbHBIM CHH)KEHUEM (DyHKLUHU MOYEK, C 0CIa0IeHHON
¢GyHKIMEN NOoYeK, AEKOMIICHCUPOBAaHHOW CEpAEYHON HENOCTATOYHOCTHIO WM IMPPO30M IEUEHH,
HaxoJsIIMecs B TpyMIe pucka npu anurenbHoM npumenenun HITBII.

Cnenyet cob01aTh OCTOPOAKHOCTD IIPU CONYTCTBYIOLIEH Tepanuu cleAyOUMMHU JIEKapCTBEHHbIMU
IpernapaTamu:

- aHTHUKOAryJsSHTHI (HallpuMep, BaphapuH);

- aHTHAarperaHThl (HalpUMep, aleTUIICAIMIWIOBAs KUCIOTA, KIIOTIUIOTPEN);

- Ipemnapatsl, MeTaboJIn3upyoIuecs cyibhoTpaHchepazaMi.

Brnusanue na sceny0ouno-kuueunvli mpakm

OTMeueHbl cilyyal OCJIO)KHEHUH CO CTOPOHBI BEPXHHUX OT/IEJIOB JKEITYJOYHO-KUIIEYHOIO TPAKTa
(nepdoparnyy, A3BbI WIK KPOBOTEUEHMS), MHOTJA C JIETAJIBHBIM MCXOJOM, Y MAallME€HTOB, KOTOpbIE
HOJTyYaJli 3TOPUKOKCHO.

Pexomennyercs co6roaaTh OCTOPOKHOCTD IIPH JIEUEHUH MALUEHTOB C BBICOKUM PUCKOM Pa3BUTHS
OCJIO’KHEHHMH CO CTOPOHBI JKEIyIOYHO-KHUIIEYHOro Tpakra npu npumenenuu HIIBII, B wactHOCTH, ¥
NOXWIBIX IAIMEHTOB, KOTOpBIE ONHOBpeMEeHHO mnpumenstor apyrue HIIBIL, B 1. wu.
aleTWICATULIWIOBYIO KHUCIOTY, a TaKKe Y MalMeHTOB C TaKUMH 3a00JI€BAHUSMM KEITyHAOUHO-
KHILIIEYHOTO TPAKTa B aHAMHE3€, Kak s13Ba WM kpoBoteueHue JKKT.

Cy1ecTByeT AONOIHUTEIBLHOE NOBBIIIEHUE PUCKA PA3BUTHUS HEXKENATEIbHBIX SBJIEHUN CO CTOPOHBI
eIy JOYHO-KUIIEYHOTO TPaKTa (MKeTyJ04YHO-KUIIEUHbIE SI3Bbl WM JIPYyTUE OCJIOKHEHUS CO CTOPOHBI
KENyJOYHO-KUIIEYHOTO  TpaKTa) TMpPU  OJHOBPEMEHHOM IPUMEHEHMU  3TOPUKOKCHMOAa U
AlEeTWICATUIWIOBOM KHCIOTHI (JaXe B HU3KUX J103aXx). B 0JrOCpOYHBIX KIMHUYECKHX
UCCIIEIOBAaHUAX HE HAOJI01aJI0Ch JOCTOBEPHBIX pasznuuuii B oTHomeHnu 6e3onacHocty st XKKT npu
IPUMEHEHHN CeJIeKTUBHbIX MHrHOuTopoB LIOI'-2 + amerwicanuuuioBas KUCJIOTa B CPaBHEHUU C
npumenenrem HIIBII + anetuicanuimioBas kuciora (cM. pazaen 5.1.).

Bnusnue na cepoeuno-cocyoucmyio cucmemy

Pe3ynbratel KIMHMYECKUX MCCIECIOBAaHUM CBHUIETEIBCTBYIOT O TOM, YTO IPUMEHEHUE

JICKAPCTBCHHBIX HPCIIapaTOB KJIaCCa CCIICKTHBHBIX I/IHFI/I6I/ITOp0B HOF'Z MOJKET OBITH CBS3aHO C
6
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PHCKOM TPOMOOTHYECKUX SBICHUH (OCOOEHHO Hdaaprdj'ﬂ'\mgﬁa%ﬁﬁﬁ-ﬁﬂl?"'b?c EI?C';LTI'B'H)

oTHOcuTeNbHO Mianedo u Hekotopbix HIIBII. ITockosbky pucK pa3sBUTHS CEPAEUYHO-COCYAMCTHIX
3a00J€BaHUH NpU IpHUEME STOPUKOKCHOA MOXKET YBEIMUYUTbCS IPU YBEJIWYEHHUU 03Bl H
IPOJIOJDKUTEIBHOCTH  NIPUMEHEHHUs, HEOOXOAMMO BBIOMpAaTh Kak MOXHO Ooiee KOPOTKYIO
IPOJOKUTEIBHOCTD IPUMEHEHHUS U CaMyl0 HU3KYIO 3P(QEKTUBHYIO CyTOUHY0 103y. Heobxomumo
HNEPUOJUYECKH OLEHUBATh MOTPEOHOCTh NAIMEHTa B CHMIITOMATUYECKOM JICYEHMHM U OTBET Ha
Teparnui, 0COOEHHO ISl MAIIMEHTOB ¢ OCTeoapTpUuTOM (cM. pasaensi 4.2.,4.3.,4.8.,5.1.).
[TanpeHnTamM co 3HaAYMMBIMU (PAKTOPAMU PHUCKA CEPJIEYHO-COCYIUCTBIX OCJIOKHEHUH (TaKUMH Kak
TUIEPTEH3Us, TUIEPIUIUIAEMUs, caXxapHblii n1uabeT, KypeHue) cieayeT HazHayaTb ITOPUKOKCUO
TOJILKO ITOCJIE TIIATEIBHOM OIIeHKH (CM. pa3aen 5.1.).

CenextuBHble nHruOutTopsl LIOI'-2 He sABISAIOTCA 3aMEHOM alETHICAIMLUIOBOM KHCIOTHI IMpPH
IpOo(pUIAKTUKE CEpAEeYHO-COCYAMCTBIX TPOMOO3IMOOIMUECKUX 3a00JIeBaHUI BCIIEJICTBUE MX
HEJO0CTaTOYHOTO BIUSHUSA Ha TpomOouuThl. IlosTOMYy He cieqyeTr mnpekpaiiath NPUMEHEHUE
aHTUArpPEeraHTHBIX Mpenapatos (cM. pasnenst 4.5.,5.1.).

Bnusanue na ¢pynxyuio novex

ITouyeunble mpocTarjJaHAMHBI MOTYT UIPaTh KOMIIEHCATOPHYIO pOJIb B IOJAEPKAHUM IOYEYHOU
nepdysuu. [loaromy npu HaIuuMM yCIIOBHM, OTPULATENIBHO BIUSAIOIMX HA IOUYEUHYIO Nepgy3ulo,
IIPUMEHEHUE ITOPUKOKCHOA MOXET BbI3BATh yMEHbIIEHHE 00pa30BaHUs IPOCTarjJaHAMHOB U, BO
BTOPYIO O4Yepe/ib, CHIIKEHUE MI0YEYHOr0 KPOBOTOKA, M TAKMM 00pa3oM HapyumaTh (pyHKIUIO IOYEK.
Camblit 00JIBIION PUCK pa3BUTHUS JaHHOH peaklMU CYLIECTBYET JJS MalUeHTOB CO 3HAYUTEIbHBIM
CHI)KEHHMEM (PYHKLIMHU MOYEK, IEKOMIIEHCUPOBAHHOM CepAeuHO HET0CTaTOYHOCTBIO WIM LIUPPO30M
B aHaMHe3e. Y TaKuX MAllMeHTOB HEOOXOAUMO OCYILIECTBIATh KOHTPOJIb (PYHKINUU TIOYEK.

3aodeporcka srcuokocmu, omexu u cunepmeHr3us

Kak u B ciyyae mpuUMEHEHHs APYTuX NpenapaToB, HHIMOMPYIOIUX CUHTE3 MPOCTAarjaHIuHOB, y
MALUEHTOB, IPUMEHSIOIUX 3TOPUKOKCUO, HaOII0AAINCh 3a€PKKA KUIAKOCTH, OTEK U TUIIEPTEH3HSL.
ITpumenenue Bcex HIIBII, Bxitouast 3TopukokcuO, MOKET ObITh CBSI3aHO C BOZHUKHOBEHUEM HIIM
pEeLMIMBOM XPOHMUYECKOW ceplieuHoi HemocTatouHocTu. MHbopMaus o 3aBucumoctd 3¢ddexra
3TOPUKOKCHOA OT 103bI IpUBeeHa B pa3zene 5.1. Cnexyer cobaoaaTh OCTOPOKHOCTD Y MALUEHTOB,
HMMEIOILINX B aHAMHE3€ CEPJICYHYI0 HEJJOCTaTOYHOCTh, HapyIllIeHNne (QYHKIUH JIEBOTO JKEIyJOUKa WIH
TUIEPTEH3HI0, a TAK)KE MALMEHTaM C YK€ UMEIOIMMUCS OTeKaMH, BO3HUKIIMMH 110 J000H 1pyroi
npuunHe. [Ipy NosBIEHNM KIMHUYECKUX IPHU3HAKOB YXYJIIIEHUS COCTOSIHMS y TaKHUX INallUEHTOB
clielyeT NPEeANPUHATh COOTBETCTBYIOIINE MEPBI, BKIIIOUas OTMEHY 3TOPUKOKCHOA.

[IpumeHeHne TOpuKoKcHuOa, 0COOEHHO B BHICOKHX /033X, MOXKET ObITh CBSI3aHO ¢ OoJiee yacTo u
TSDKEJIOM TUIEPTEH3UEH, 4eM IpH NpuMeHeHuu HekoTopelx apyrux HIIBII m cenekTuBHBIX

unruduropon L{OI'-2. Bo Bpems nedeHust STOPUKOKCUOOM cliefyeT 00paTHUTh 0co00e BHUMAaHUE Ha
7
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KOHTPONb apTepuaibHoro nasienus (oM. pasmen] 4.3.). Apfepimansiroe| Hasnentiel Thehyer

KOHTPOJIMPOBATh B TEUEHUE ABYX HEJENb MOCJE Havana JeYeHUsI U IePUOJAUYECKH B JaTbHEHIIIEM.
[Ipn 3HAUMUTENHLHOM TMOBBIIEHUH ApPTEPUATBHOTO JABJIEHUS HEOOXOJAMMO PacCMOTPETh
anbTepHATHBHOE JICUCHUE.

Brusanue na gpynxyuro nevenu

B kiuHHYECKHMX HCCIENOBAHUSAX MPOJOKHUTEIBHOCTHIO 10 OJAHOTO rojaa NpuOau3uTesbHo vy 1%
MaIUEHTOB, MOJTy4aBILIUX JieueHue 3TOPUKOKCHOOM B n03ax
30 mr, 60 Mr 1 90 Mr B cyTkH, HAOJIFOAAIOCH TIOBBIIIICHUE aKTUBHOCTH aJlaHMHAMHHOTpaHCchepassl
(AJIT) w/munm acmapratamuHOoTpancdepassl (ACT) (mpubnusurensHOo B Tpu U Oojee pas
OTHOCHUTENIbHO BEpXHEH IpaHULIbI HOPMBI).

Cnenyer HaOdIOIaTh 32 COCTOSHUEM BCEX MAIMEHTOB C CHUMIITOMAaMH W/WIH TpPU3HAKAMHU
TUC(YHKIMY TIEYSHH, a TaKKe MAlMEeHTOB C MATOJOTHYECKUMH MOKa3aTesMu QyHKIUU TiedeHu. B
clly4yae MPU3HAKOB HEJAOCTATOYHOCTH (DYHKIIMH MEYEHU WU BBIABICHUS MOCTOSHHBIX OTKJIOHEHUI
nokasaresneil ¢yHKIUM TeueHu (B TPU pas3a BbILIE BEPXHEro Ipejaesa HOPMBI) MpPUMEHEHHE
TOPUKOKCHOA JOTKHO OBITh MPEKPAILIEHO.

O061me yka3aHus

Ecnu Bo Bpems jiedeHus y nalyeHTa HaOmrogaercst yXyuleHne (QyHKIUM KakoW-Inbo U3 cucTeM
OpraHOB, yKa3aHHBIX BBIIIE, CIIEAYET NPEANPUHATh COOTBETCTBYIOIIME MEPBI U PACCMOTPETH BOIIPOC
0 IIPEKpaLICHUH TepaNiy 3TOpUKOKCcHOoM. [Ipu mpuMeHeHUH 3TOPUKOKCHOA y ALMEHTOB MOKUIOT0
BO3pacTa M y IALMEHTOB C HapyLIeHHMEM (QYHKUMM IOYEK, NEYEHH WU cepAalla HeoOXOoIuMo
COOTBETCTBYIOILEE MEUIIMHCKOE HAOIIIOICHHE.

C OCTOPOKHOCTBIO CIIEAyeT HAauMHATh JICUEHHE STOPUKOKCHOOM y MALMEHTOB C JleruipaTanuei.
[Iepen Hauamom Tepanuu 3TOPUKOKCHOOM PEKOMEHAYETCS IPOBECTH PErUApaTaIUIoO.

Bo Bpems noctmapkeTuHroBoro Haomroaenus npu npuMenennn HIIBII u HeKoTOphIX ceeKTUBHBIX
uHruouropos I[OI-2 oveHp peako cooOIANIOCh O Pa3BUTUM CEPbE3HBIX KOXHBIX PpeakLuil,
HEKOTOpble M3 HHUX (B T. 4. 3KC(OIMATUBHBIA nepMatut, cuHapoM CTuBeHca-J[KOHCOHa Hu
TOKCHYECKUH 3MUACpMaIbHBI HEKPOJIM3) ObUIM C JIeTalbHBIM HcxonoM (cM. paszmen 4.8.). Puck
pa3BUTHUS TaKUX peaKLUuil y NalMeHTOB HanboJee BHICOK B HaUajle Tepanuy, B OOJIBIINHCTBE CIIy4aeB
B TEUECHUE NIEPBOIO MECALA JICUEHUS.

Co001m11a10ch 0 Pa3sBUTUU CEPbE3HBIX PEAKLUI THIIEPUYBCTBUTEILHOCTH (TaKUX KaK aHA(pUIAKCUS U
AQHTHOHEBPOTHYECKUI OTEK) y MALMEHTOB, MOJYYaBIINX TOPUKOKCHUO (cM. pa3zaen 4.8.).
[IpumeHeHne HEKOTOpPBIX CeNeKTUBHBIX MHruOutopo I[OI'-2 compoBokganoch NOBBILIEHHBIM
PUCKOM Da3BUTUS KOXKHBIX PEAKIMH Yy MAIlMEHTOB C KaKOW-IMOO JIeKapCTBEHHOM ajuieprueil B
aHaMHe3e. DTOPUKOKCUO J0JIKEeH ObITh OTMEHEH ITPH IEPBOM MOSBICHUN KOXKHOM CBINHU, TOPAXKEHHUH

CIIM3UCTON 000JIOUKH WJIH JII0O0T0 IPyroro Npu3Haka rMnepuyBCTBUTEIbHOCTH.
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DTOPUKOKCUO MOXKET MACKMPOBATH JINXOPAIKY WIIH JAPYTHE Hﬂ@ﬁﬁ(ﬁ%ﬁ&gﬁbHcc Tk 0003)

Cnenyet co01104aTh OCTOPOKHOCTh IIPU OJTHOBPEMEHHOM Ha3HAYEHHUHU TOPUKOKCHOa ¢ BaphapuHOM
WM IPYTUMH TIEPOPAIbHBIMH aHTHKOAryJIsIHTaMu (cM. paszaen 4.5.).

[Ipumenenue atopukokcuda, Kak U pyrux MpernapaTon, UHIUOUPYIOLIMX CUHTE3 [IUKIOOKCUT€Ha3bI
/ TMpOCTarJIaHIUHOB, HE PEKOMEHAYeTCs >XCHIIMHAM, KOTOpbIe IMJIaHUPYIOT OEepeMEHHOCTh (CM.
pasnens 4.6.,5.1.).

BcrmiomorarenpHbIe BCIIICCTBA

[Tpenapat DTOpUKOKCHO-AKPUXHH COICPKUT JiakTo3y. llamumeHTamMm ¢ peako BcTpedaromiencs
HACJICJICTBEHHON HEMEPEeHOCHUMOCTBIO TallaKTO3bl, JACPHUIIMTOM JIaKTa3bl JIOMAped WU TIIIOKO30-

rajlakTo3HOU MajbaOCcopOLMei He cileayeT IPUHUMATh 3TOT npenapar (cM. pasnen 4.3.).

4.5. BzaumojeiicTBHe ¢ JAPYrMMHM JIeKaAPCTBEHHBIMH MNpenapaTamMM W Jpyrue BH/bI
B3aMMO/AeHCTBHA

dapmMmakogHAMHYECKOE B3aUMOJICHCTBHE

Ilepopanvuvie anmuxoayisinmol (8apghaputn):

y MalHUEHTOB, COCTOSTHUE KOTOPBIX CTAOMIN3UPOBAHO MIPH AITUTEIBbHOM Tepanuu BappapuHOM, IpUEM
TopuKOoKcHOa B 103¢ 120 Mr oauH pa3 B A€Hb COIPOBOXKJIAJICS yBEIWYEHHEM MpuUMepHO Ha 13%
MEXIYHAPOAHOTO Hopmanu3zoBaHHoro ortHomeHuss (MHO) mporpomOuHOBOTO  BpeMEHH.
CrnenoBaTenpHO, Y MAIMEHTOB, MOJYYaIONX NepOpaIbHble aHTHKOATYIISHTHI, CIEAYeT TIIATEIbHO
KoHTpoJiupoBaTh mokazatesm MHO mnpoTpoMOMHOBOrO BpeMeHHM, B OCOOCHHOCTH B IIE€PBBIE
HECKOJIbKO JHEH B HayaJle JIeYeHUs 3STOPUKOKCUOOM WIIM IPU U3MEHEHHUH JI03bl STOPUKOKCHOA.
Juypemuku, uneudbumopwi AII® u anmaconucmeol aneuomensuna ll:

HIIBIT moryTt cHukaTh 3(QQeKT AMypEeTUKOB W APYTHX aHTHUTUIIEPTEH3UBHBIX IpenapaToB. Y
HEKOTOPBIX MAIMEHTOB C HapylleHueM (QYHKIUU MOoYeK (HalpuMep, y NalUeHTOB ¢ JeruapaTaiuei
WIN y TOXWJIBIX IMAlMEeHTOB C HApyMICHHOW (YHKIUEH MMOYEK) OJHOBPEMEHHOE IPHUMEHECHHE
unruouropa AII® wunum anraronucra asnruoteHsuHa Il u mnpenaparoB, HMHrUOMpyOLIMX
UKJIOOKCUT€HA3y, MOKET MPUBOJUTH K JOMOJHUTEILHOMY YXYAIIECHHIO (PYHKIIUU MTOYEK, BKIIOYAs
BO3MOXXHOE Pa3BUTHE OCTPOM MOYEUHON HEIOCTATOUYHOCTH, KOTOpas OOBIYHO HOCUT OOpaTUMBIN
xapaktep. CielyeT y4uThIBaTh BO3MOXXHOCTh BOSHUKHOBEHHS TAKUX B3aMMOJICHCTBUH Y MAIIUEHTOB,
KOTOpBIC TPUHUMAIOT STOPUKOKCUO OTHOBpeMEeHHO ¢ mHruomropamu AIID wnm ¢ aHTaroHuctamu
anruoteHsuHa ll. B cBsi3u ¢ 3TuM Takylo KOMOMHALMIO ClIeyeT Ha3HadaThb C OCTOPOKHOCTHIO,
0COOEHHO MalMeHTaM IOXHIJIOr0 Bo3pacTa. B Hayane KOMOMHHPOBAaHHOTO JIEYEHUS, a TaKKe C
ONpEeAEICHHOW NEePUOJUYHOCTHIO B JalbHEHIEM cIeayeT IMPOBECTU a/IeKBAaTHOE BOCIOJHEHHE
neduunTa KUJKOCTH U PACCMOTPETH BOMPOC MOHUTOPHUHTA (DYHKIIMU MTOYEK.

Auemuﬂcaﬂuuuﬂoeaﬂ Kucjioma.
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B UCCIIEIOBAHMH C YYaCTHEM 3J0POBBIX JOOPOBOIBLER STOPUK eh0 BArdse 207t SOt pas B

B PaBHOBECHOM COCTOSIHUM HE€ BJIMSUI Ha aHTUTPOMOOLIMTapHYI0 aKTHBHOCTbH alleTUJICAIUIMIOBOM
kucinotel (81 Mr oaumH pa3 B JIeHb). OTOPUKOKCHMO MOKHO NPUMEHATh OJHOBPEMEHHO C
aleTWICAIUIMIOBON KHCIOTOW B J103aX, MNPEAHA3HAUYEHHBIX I NPOQWIAKTUKU CEplEeUHO-
COCYJIMCTBIX 3a00JIeBaHM (HU3KUE 03Bl alleTUICAIIUIIIOBON KUCIOTHI). OTHAaKO OJHOBPEMEHHOE
Ha3HAYEHUE HU3KUX 03 aleTUICAIMLIMIOBONH KHUCIOTHI U ITOPUKOKCHOA MOXKET IHMPUBECTH K
YBEIUUYEHUIO 4acTOThl si3BeHHOro mnopaxkeHus JKKT m Opyrux OCIoXKHEHUH IO CPaBHEHHIO C
IpUEMOM  OJHOro  3TopukokcuOa.  OJHOBpeMEHHOE  NPUMEHEHHE  ITOpPUKOKcHba ¢
AlEeTHICAIUIIMIOBOM KHCIOTONW B J03aX, MPEBBIIIAIOMUX PEKOMEHIOBAHHbIE ISl MPO(UIAKTHKU
CEepJIeYHO-COCYAUCThIX 3a0oneBanuil, a Taxke ¢ apyrumu HIIBII He pexomenayetcs (cM. pa3aesnsl
44.,51).

Lukxnocnopun u makpoaumyc:

XOTd 3TO B3aMMOJEIHCTBHE C 3TOPUKOKCMOOM HE M3yyajoch, OJHOBPEMEHHOE IIPUMEHEHUE
LUKJIOCIIOpYHA WJIKM Takponumyca ¢ kakuM-nn6o HIIBII moxer ycunuBath He(ppOTOKCHYECKHM
3G QeKT IUKIOCIOpUHA WM Takpoiaumyca. IIpm oZHOBpEeMEHHOM NPUMEHEHMM S3TOPHKOKcHOa ¢
JTH0OBIM U3 ATUX NPENapaToB ClIeyeT KOHTPOJIUPOBaTh (PYHKIIMIO MTOYEK.

dapMaKOKHHETHIECKOE B3aUMOJIEUCTBHE

Brusnue smopukoxcuba na ghapmaxkokuHemuxy opy2ux 1eKapCmeeHHblX npenapamos

Jlumuii:

HIIBII ymeHblIalOT BBIBEJEHUE JIUTUS MOYKAMH U, CJIEJ0BATEJIbHO, MOBBILAIOT KOHUEHTPALUIO
TUTHUSA B 1U1a3Me KpoBH. [Ipyn HEOOXOIUMOCTH MPOBOAAT YACTHIA KOHTPOJIb KOHIIEHTPAIUU JTUTHUS B
KPOBH U KOPPEKTUPYIOT A03Y JIUTHS B Ieproa ogHoBpeMeHHoro npuMenenus ¢ HIIBII, a taxxe npu
ormene HIIBII.

Memompexcam:

B JIBYX MCCIIEIOBaHHX M3ydaianch 3(pdekTsl sTopukokcnda B go3ax 60, 90 u 120 Mr, npuMeHseMoro
OJIVH pa3 B JICHb B TCUCHHE CEMH JIHEU y MAIlMEHTOB, MMOJIYYaBIIMX OJIUH pa3 B HEJEII0 METOTPEKCAT
B 03¢ OT 7,5 10 20 MT 10 MOBOJy PEBMATOUIHOTO apTpUTa. DTOPUKOKCHO B 103ax 60 u 90 Mr He
OKa3blBaJI BJIMSHUS HAa KOHLIEHTPALMIO B IJIa3M€ WJIM NOYEUYHBIN KIUPEHC MeToTpekcaTa. B ogHoM
MCCIIeIOBAHUM STOPUKOKCUO B 03¢ 120 Mr He okasbIBasl BIUSHHUS Ha KOHLEHTPALMIO B IUIa3Me (1o
usMepenuto twioniamqu o kpusoit (AUC)) miu MOoYeuyHBId KIMPEHC METOTpPEeKcaTa, a B JAPYToM
HCCIIEIOBAaHUN ATOPUKOKCUO 120 Mr mOBBIIMIAT KOHIIEHTPAIIMIO METOTpeKcaTa B miasme Ha 28% u
CHMKaJ TMOYeuYHbId KiMpeHc wMeTtoTpekcara Ha 13%. Ilpu onHOBpeMEHHOM Ha3HaYeHUU
TOPUKOKCUOA U METOTPEKCaTa CJIEIyeT BECTH aJeKBATHOE HAOJIIONCHHE HA MPEIMET BO3MOMKHOTO
HOSIBJIEHUS TOKCUUECKUX 3(p(eKToB MeToTpeKcara.

Ilepopanvuvie kKonmpayenmuebi:
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STOPUKOKCUO 60 Mr, HAa3HAYABIIMICS OIHOBPEMEHHO C E%USE&M&M‘J Eﬂ)’i{'%ﬁ'ﬁé—rﬁﬂyﬁ}ﬁ,

cojepkamumu 35 MKr sTHHUWIACTpaauona (39) u ot 0,5 no 1 Mr HOpITUHAPOHA, B TeueHue 21 mus,
yBenuurai paBHoBecHYI0 AUCo.24q 17151 30 Ha 37%. DTopukokcu6d 120 Mr, Ha3HAYaBIIUKCS C STUMU
MepOpaIbHBIMH KOHTPALIEITUBAMU OIHOBPEMEHHO WM C HHTEpBAIOM B 12 4acoB, yBeIUUUBAI
paBHOBecHyI0 AUCo.24q 1151 O3 Ha 50-60%. JTO yBeNnnueHne KoHIEeHTpamu I clieayeT IPUHIMATh
BO BHHMAaHHE MPU BHIOOPE COOTBETCTBYIOMIETO MEPOPATBLHOTO KOHTPALICTITUBA JJII IPUMEHEHHS C
ATOPUKOKCUOOM. YBeIHMUEHUE FIKCIO3UIMU D MOKET MOBBIIIATh YACTOTY Pa3BUTHS HEXKeEIAaTEIbHBIX
SBJICHUHM, CBSI3aHHBIX C IMPUMEHEHUEM IepOpPaJbHBIX KOHTPALIEITUBOB (HAMpUMeEp, BEHO3HBIX
TpOMO03MOOJINH y KEHIIMH U3 TPYIIBI PUCKa).

3amecmumenvrasn copmonanvras mepanus (31°T):

HazHayeHue 3Topukokcrba 120 Mr ¢ mpemapaTamu ISl 3aMECTHTEIHHON TOPMOHAIBHOM Tepamnuu,
COJIepKalllMMH KOHBIOTHPOBaHHbIE 3cTporeHsl B no3e 0,625 mr, B TeueHue 28 qHEll yBennuuBaio
cpennee 3HaueHue paBHOBeCHOW AUC.244 HEKOHBIOTHPOBAHHOTO dcTpoHa (41%), sxBunuHa (76%) u
17-B-sctpammona (22%). BnusHHEe 103 3TOPHUKOKCHMOA, PEKOMEHIOBAHHBIX JJISI UIUTEIBHOTO
npumenenus (30, 60 u 90 mr), He u3ydanock. DTopukokcu6 120 mr uzmensn sxcrnosuimio (AUCo.
24y) JAHHBIX 3CTPOTE€HHBIX KOMIIOHEHTOB MEHEE€ YeM BJBOE IO CPAaBHEHHIO C MOHOTeparueit
npenapaToM, COAEP>KAUMM KOHBIOTUPOBAHHBIE 3CTPOTEHBI, MIPU YBEJIUYEHUU J103bI MOCIEIHETO C
0,625 mo 1,25 wmr. Kiuaudeckoe 3HauU€HHME TAaKWX TMOBBIIICHUN Heu3BecTHO. [IpuMenenue
KOMOHMHAIIMK 3TOPUKOKCHOA U MpenapaTa, CoAepKallero 0oyiee BHICOKUE T03bl KOHBIOTHPOBAHHBIX
JCTPOTEHOB, HE H3ydasoch. [lOBbIIEHHWE KOHIEHTPALMKU SCTPOTEHOB CIEIyeT NPUHUMATh BO
BHHMAaHHE MPH BIOOPE TOPMOHAIBHOTO Mpernapara Jijisi IPUMEHEHHS B IEPUOJI IIOCTMEHOTAY3bl IPU
OJIHOBPEMEHHOM HAa3HAYEHUU C ITOPUKOKCHOOM, TOCKOIBKY YBEIUUYECHHE SKCIO3ULIMHA 3CTPOTEHOB
MO3KET MOBBIIIATh PUCK PA3BUTHI HEXKeENATENbHbIX SBICHUN, cBsi3aHHBIX ¢ 31 T.
IIpeonuszonlnpeonuszonon:

B HCCIEIOBAaHUSAX JIEKAPCTBEHHBIX B3aUMOJCUCTBUM JTOPUKOKCUO HE OKAa3blBAl KIMHUYECKU
3HAQYMMOTO BIIMSHUS Ha (PApMAKOKUHETUKY TTPEIHU30HA/PETHU30JIOHA.

Hueoxcun:

stopukokcu6 120 wMr, Ha3Ha4aBImIMICA OJMH pa3 B JAeHb B TedeHue 10 gHEH 3I0pOBBIM
noOpoBoJbIlaM, He OKasbiBan BimsiHUS Ha paBHOBecHY0 AUC(.o4q B IDIa3Me WU BBIBEJICHUC
JTUTOKCHHA Moukamu. beuio otMeueHo yBennuenue nokas3arens Cmax IUTOKCHHA (MPUOIU3UTEIHHO Ha
33%). Takoe MoOBbIIEHUE, KaK MPABUIIO, HE SBISETCS CYIIECTBEHHBIM y OOJBIIMHCTBA MAI[HUEHTOB.
OpHako Mpu OJHOBPEMEHHOM NPHUMEHEHUH 3TOPUKOKCHOa M TUTOKCHHA cliefyeT HabmoIaTh 3a
COCTOSIHEM MAIlMEHTOB C BEICOKUM PUCKOM Pa3BUTUS TOKCUYECKOTO JIEUCTBUS IUTOKCHHA.
Bruanue smopuxokcuba na npenapamoi, memaboausupyowuecs cyrogpompancpepazamu

DTOPUKOKCHUO SBIISICTCS HHTHOUTOPOM cyibdoTpaHcdepasbl yenoBeka, B yactHocT, SULTI1E]L, u
11
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MOKET IOBBINIATH KOHIIEHTPAILMU STHHHJIDCTPAIUONA B CBIB&BB‘[I‘i(ejEI%IEIEE;ﬂ-%‘ELEHI%Cl:gﬁ,ﬂq'}bj:53

HaCTosIee BpeMsl TOJTY4YEeHbl OTpaHUUEHHBIE JAHHbBIE O BIMSHUN Pa3IM4YHBIX cylbdoTpanchepas, a
UX KIIMHUYeCKasi 3HAYUMOCTh JIJIsl IPUMEHEHHsI MHOTHX IIPEeTapaToB elle n3ydaeTcs, 1esiecoo0pa3Ho
C OCTOPOXKHOCTBIO Ha3HA4aTb JSTOPUKOKCUO OJHOBPEMEHHO C JPYTHMH IpenapaTamu,
MeTa0O0IM3UPYIOIIMMHUCS B OCHOBHOM Cylb(poTpaHchepazaMu yenoBeka (HapuMmep, NepopaabHbIi
canbOyTamMoJ U MUHOKCHAMIT).

Brusnue smopuxoxcuba na npenapamst, memabouzupyrowuecs uzogepmenmamu CYP

Ha ocHOBaHWM pe3y/ibTaTOB HCCIEAOBAaHHMI IN VItr0 He OXWAAaeTcs, YTO AITOPUKOKCUO Oyer
uHruoOuponats uzopepmenTtsl nuroxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B uccnenoBanuu
C y4YacTHEM 3JI0POBBIX TOOPOBOJBLIEB €XKEIHEBHOE MPUMEHEHHE 3TOpUKOokcuOa B mo3e 120 mr He
OKa3bIBaJIO BIMSHUA Ha akTUBHOCTH u3odepmeHta CYP 3A4 B meueHH, cOMIacHO pe3yJbTaTaMm
SPUTPOMHIIMHOBOTO JABIXaTEIBLHOT'O TECTA.

Brusanue opyaux npenapamos na papmakoxunemuxy s3mopuxkokcuda

OcHoBHO¥H Iy Th MeTabo0M3Ma 3ToprKokcuOa 3aBucHt ot pepmentoB CYP. CYP3A4, mo-Buaumomy,
CIOCOOCTBYeT MeTaboau3My 3TOpUKOKCHOa In Vivo. HccnemoBanus in VItr0 marlT OCHOBaHUS
nonarath, uto CYP2D6, CYP2C9, CYP1A2 u CYP2C19 takxke MOTYT KaTaau3upoBaTh OCHOBHOU
MyTh META0O0JIN3Ma, HO UX KOJIMYECTBECHHBIC XapaKTEPUCTHKH IN VIVO HE H3Y4aUCh.

Kemokonaszon:

KETOKOHA30J, sBjsromuiics MomHbiM uHruouropom CYP3A4, npu Ha3HaYeHHUH 310POBBIM
nobpososbiiaM B go3¢ 400 mr oguH pa3 B JeHb B TeueHue 11 qHelt He OKa3bIBajl Kakoro-iudo
KJIMHUYECKHd 3HAUMMOTO BIHAHUA Ha (ApMaKOKUHETHKY OJHON J03bl 3TOpHKOKCHMOa 60 wmr
(yBenuuenne AUC Ha 43%).

Bopukonason u muxonason:

OJTHOBPEMEHHOE Ha3HaueHHE 3TOPUKOKCHOA ¥ BOPHUKOHA30JIA TIEPOPATHHO WIIM MHUKOHA30JIa B BUC
NepopaJbHOrO refs, CuiabHbIX HHrHOMTOpoB CYP3A4 BBI3BIBAIO HEOOJBIIOE YBEIUYCHUE
9KCIIO3UIIUU 3TOPUKOKCHOA, KOTOPOE HAa OCHOBAaHUU OIyOJIMKOBAHHBIX JAHHBIX HE OBLIO MPHU3HAHO
KJIMHUYECKU 3HAYUMBIM.

Pugpamnuyun:

OJIHOBPEMEHHOE Ha3HAUYeHHE ITOPUKOKCHOA ¢ pru(aMIUIUHOM, MOIIHBIM HHAYKTOPOM (pepMEHTOB
CYP, mpuBoAMIO K CHUXEHHUIO KOHIIGHTpALlUU STOPUKOKCHMOa B mmia3Me KpoBu Ha 65%. Takoe
B3aMMOJICHCTBHE MOJKET HMPUBOAMTH K PEIHANBY CHUMIITOMOB IpPH OJHOBPEMEHHOM IPUMEHEHHU
ITOPUKOKCHOa ¢ pupamMmuuuHOM. XOTS OSTH JaHHBIE MOTYT yKa3blBaTh Ha HEO0OXOIMMOCTb
MOBBIIICHUS J103bl, IPUMEHEHNE 3TOPUKOKCHOA B /103aX, KOTOPHIE MPEBBIIIAIOT PEKOMEH/I0BaHHBIE
JUTSL KQXKJIOTO MOKa3aHusl, He H3y4alloCch U MIOATOMY HE PEKOMEHI0BaHO (cM. pazzen 4.2.).

Anmayuowl:
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COOTBETCTBYET ZKCNEPTHOMY OTYETY
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AHTALMIB He OKA3BIBAIOT KIMHMYECKY 3HAYMMOTO BINSAHHS Ha @%&%%EEQ%%EEG%¥ )

4.6. @epTHIBHOCTH, 0€PEMEHHOCTh U JAKTALUS

bepeMeHHOCTD

KnuHndeckux qaHHBIX O IPUMEHEHUH 3TOPUKOKCHOA B epruoj OEPEeMEHHOCTH HET.

B wuccnenoBaHusx Ha XHMBOTHBIX HaOJIOJAJIOCh TOKCHYECKOE JEHCTBHE Ha PENpOLyKTHUBHYIO
cuctemy. IloTeHUManpHBIA PUCK y KEHIIUH B Mepuo] OepeMeHHOCTH He u3BecTeH. [IpumeHeHue
ATOPUKOKCHOa, KaK M JPYTUX MpenapaTtoB, UHTHOMPYIOUMX CHUHTE3 MPOCTArjIaHAMHOB, MOXET
IPUBOANUTH K IOJABIEHUIO COKPAILIEHUH MAaTKM U B IOCIEIHEM TpUMECTpe OEepeMEHHOCTH - K
IIPEXKIEBPEMEHHOMY 3aKpPBITHIO apTEPUAIBHOIO MPOTOKA Y IUI0AA. DTOPUKOKCUO MPOTUBONOKA3aH
B mnepuoj OepemeHHocTH (cM. paszen 4.3.). Eciu y >KeHIMHBI B MEPHOJ J€YSHHs] HACTyIWJa
0epeMeHHOCTb, 3TOPUKOKCUO HEOOXOIUMO OTMEHUTD.

JlakTranus

HeusBecTHO, BBIAENAETCS JIM STOPUKOKCHO C MOJOKOM Yy UeloBeKa. Y JaKTUPYIOIIUX KpPBIC
ATOPUKOKCUO BBIAENAETCS C MOJOKOM. JKEHIIMHBI, KOTOpPblE NPUHUMAIOT 3TOPUKOKCHUO, TOJIKHBI
HPEKpaTUTh 'PyAHOE BCKapMiIMBaHue (cM. pasnen 4.3.).

DepTHIbHOCTD

[IpumeHeHne 3TOpUKOKCHOa, KaK U IPYTUX JIEKAPCTBEHHBIX NIPENapaToB, O KOTOPBIX U3BECTHO, UYTO

onu uaru6upyrot L{OI'-2, He pekoMeHIyeTCsl KEHIIMHAM, KOTOPbIE INIaHUPYIOT O€pEMEHHOCTb.

4.7. Bausinme Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMH CpeACTBAMHM M padoraTh C
MeXaHu3MaMH

[TanMeHTsl, y KOTOpPBIX BO BpeMs NPHUMEHEHHUs JTOPUKOKCHOA OTMEYAIUCh Cilydau
IPOCTPAHCTBEHHON €30pUEHTAIIH, FOJOBOKPYKEHHUS WM COHIMBOCTH, JOJIKHBI BO3AEPKATHCS OT

YIpaBJIEHUs TPAHCIIOPTHBIMU CPEICTBAMHU U pabOThI ¢ MEXaHU3MaMHU.

4.8. HexesaTejbHbIE peaKINU

Pesrome npoduiisg 6e30macHoCTH

be3omacHOCTh TNpHUMEHEHHsS HSTOPUKOKCHOAa OIEeHUBANIach B KIMHUYECKHX HCCIIEIOBaHUSX,
BKIIOYaBmUX 9295 yyactHUKOB, B TOM 4ucie 6757 nmamuentoB ¢ OA, PA, XxpoHuueckoil 00Jbi0 B
HVDKHEH 4acTu CIUHBI U aHKWIO3UPYIOIIUM CIOHAMINTOM (npubausurtensHo 600 nanuentos ¢ OA
wiu PA nonydanu jieyeHre Ha IPOTSHKEHUH OJHOIO TOa U J10JIbLIE).

B knmuHuYecKkux ucciae0BaHusgX Npoduih HexxenaTenbHbIX 2QPEeKTOB ObLT CXOIHBIM Y MAIUEHTOB C
OA unu PA, KoTOpble MPUHUMAIH 3TOPUKOKCHO Ha MPOTSHKEHUHN OJHOTO T'oJja MU J0JbIIIE.

B KIMHMYECKOM HCCIEIOBAaHUM OCTPOrO0 IOJArpUYECKOr0 apTpUTa MALUEHThl IOIyYalH
13
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STOpUKOKCHO B 03¢ 120 Mr oaMH pa3 B I€Hb B T€UECHHUE BoChMb it HpOHYoTE HeemaTen BHEX

3pPEKTOB B ITOM HCCIETOBAHUH ObLT B IIEJIOM TaKUM K€, KaK U B 00bEIMHEHHBIX UCCIIET0BAHUAX
OA, PA u XpoHHnueckoi 0011 B HIJKHEH YaCTH CITUHBI.

B IlporpamMMe 1o oneHke O€30MIaCHOCTH B OTHOLIEHHUU CEPAEYHO-COCYAMCTONH CHUCTEMBI,
000011aro11el 1aHHbIE TPEX aKTUBHO-KOHTPOJINPYEMBIX HccaenoBanuid, 17412 nanuentos ¢ OA unun
PA nonyuanu stopukokcu®6 (60 mr mwin 90 Mr) B cpeaHeM B TeueHue 18 mecsues (cM. pasaen 5.1.).
B kIMHHYECKUX MCCIIEOBAaHUIX OCTPOIl MOCieonepalluoHHONW O0JM, CBA3AHHOM C INPOBEACHUEM
CTOMATOJIOT'MUYECKOHN Olepaluy, B KOTOPbIX 614 nanueHToB noiydanu stopukokcu6 (90 mr mnm 120
M), IpO(UIIb HeXKeNTaTeIbHBIX 3PPEKTOB B ITUX UCCIIEA0BAHUIX B 11€JI0M ObUI CXOAHBIM € IPOpHIIEM
B 00beqMHEHHBIX HccnenoBaHusax OA, PA u xpoHundeckoil 6011 B HU)KHEH 4aCcTH CIIMHBI.

Tabauunoe pe3IOME HEXKEIaTSIbHBIX PeaKIMU

Crnenyromue HeXelaTeJIbHble pPEaKIUH OBLIM 3aperuCTPUPOBAHBI C OONbIIEH YacTOTON mpu
NPUMEHEHUHU I[Ipenapara, 4eM Ipu NPUMEHEHUHU IUIanedo0, B KIMHUYECKUX HCCIENIOBAHUAX Y
nanueHToB ¢ OA, PA, xpoHuueckoil 0OJbpI0 B HMIKHEH YacTW CIUHBI WM C AHKWJIO3HPYIOIIUM
CHOHJIUIIUTOM, KOTOpBIE MPUHUMAJHU STOPUKOKCUO B 103€e 30 mr, 60 Mr minu 90 MT ¢ OBBILIEHUEM JI0
peKoMeHIyeMoi 703kl B TeueHue 12 Hemenb, B wuccienoBanusx [Iporpammer MEDAL
MPOJIOJDKUTEIBHOCTBIO 10 3,5 JIeT, B KPaTKOCPOUHBIX UCCIIEIOBAHUSAX OCTPOM 00Jiu B TeUEeHHE 10 7

I[H€I>'I, a TaK¥K€ B XO0JI€ TOCTMAPKETUHI'OBOI'0 MPUMCHCHUS.

Knacc cucmema/opean Tepmun nedrcenamenbHo20 A61EHUS Kamezopus
uacmomoi*
Hnghexyuu u unsasuu aITbBEOJIAPHBIN OCTUT 4acTo

raCTPOSHTCPHUT, I/IH(beKI_[I/II/I BCPXHHUX AbIXATCIIbHBIX|HEYACTO

nmyTel, HPEKINH MOYEBBIBOISAIIETO TPAKTa

Hapywenus co cmoponuvl aHeMusi (B OCHOBHOM B pe3yJbTaTe >XeNlyJI0YHO-|HEYaCTO
KpOosU u tuMamuieckor KUIIEYHOT O KPOBOTCYCHUS), JCHKOTICHN S,
cucmemol TPOMOOIMTOTICHUS

Hapywenus co cmopoHul PEaKLy TMIEPYyBCTBUTENLHOCTH HEYacTo
UMMYHHOU Cucmembl AHTUOHEBPOTUYECKHI OTeK/ aHapUIaKTUYECKHe/ |pelKo

aHa(i)I/IJ'IaKTOI/II[HBIC PE€aKnu, BKIO4Yasd IHOK2

Hapywenusa memabonusma u | 0TeKH/ 3a1epKKa KUIKOCTH 4acTo

numanrus CHUXXCHUC HIW YCHUJIICHUC AalIlCTHUTA, YBCJIUWYCHUC| HECHACTO

MacCChI TCJ1a
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Hcuxuueckue napyuenus TpeBoOra, ACMpeccus, Hanvméﬁﬁ;{'"KHﬁﬂéﬁﬁéLﬁlﬂtﬂéﬁ'adﬁ vy
raJUIIONUHALIN?
CITyTaHHOCTh CO3HAHMSZ, GECTIOKOHCTBO? penKo
Hapywenus co cmoponuvl TOJIOBOKPYIKEHHUE, TOJIOBHAs 00JIb 4acTo
HepBHOIL CUCHeMbl HapylIeHHe BKyca, OECCOHHHMIA, IapecTe3us/|HeyacTo
THIIECTE3MS1, COHIMBOCTh
Hapywenus co cmoponul HEYETKOCTh 3PCHUS, KOHBIOHKTUBUT HEYacTo
opeaHa 3peHus
Hapywenus co cmoponwi 3BOH B YIIIaX, BEPTUTO HEYacTo
opeawa cyxa u
JAOUPUHMHbBLE HADYULEHUSL
Hapywenus co cmoponuvl OILYILEHHE CEPALEOHEHNS, ADUTMUSI 4acTo
cepoya buOpUILISIIHS npeICepIHid, TaXMKapusZ, | He4acTo
XPOHUYECKAs ceplevHas HEJI0CTATOYHOCTb,
Hecrenupuyeckue W3MEHEHUS Ha OKT,
CTeHOKapaMs, MHPapKT MUOKapa®
Hapywenus co cmoponuvl THIIEPTEH3HSI 4acTo
cocy0os «TPUITUBBDY, HapyllIeHHEe MO3TOBOT'O|HEYACTO
KPOBOOOPAIEHHUS?, TPAaH3UTOPHAS HMIIEMUYECKAs
aTaka, TUIIEPTOHMYECKUH KPH3?, BACKYJIUT
Hapywenus co cmoponuvl OpoHxocmnasm? 9acTo
ObIXQMeNbHOU CUCEMbL, KallleJIb, OJIBIIIKA, HOCOBOE KPOBOTCUCHHE HEYacTo
0p2aHo8 2pyOHOI KIemKU U
cpedocmeHus
JKenyoouno-kuweunvle 00JIb B )KUBOTE OYCHb
HapyuleHus 94acTo
3amnop, METEOPH3M, racTpur, U3KOra/|4acTo
racTpo33odareanbHbli peduokc, nuapes,
Juctierncus/ TUCKOM(MOPT B SMUTACTPUHU, TOUIHOTA,
pBoTa, 9730()aruT, S3BHI CIU3KCTOW  OOOJIOUKH
HOJIOCTH pTa

15



COOTBETCTEBYET 2KCNEPTHOMY OTYETY
ot 14.11.2024 N= 25167
B3QyTHE OKMBOTA, M3MCHCHUE" ~TICPHCTALb TAKM] HEaacTo == -~

KHIICYHUKA, CYXOCTb CIM3HUCTOH 000JI0YKH ITOJIOCTH
pTa, racrtpoayoacHalbHasA A3Ba, A3Ba KCJIyJKa,
BKJIIOYasA IKCJIIYJOYHO-KHUIICUYHLIC nep(bopauml n
KpOBOTCUCHMA, CUHIAPOM pasapakKCHHOIr o

KHILIEYHHKA, TAHKPEATUT?

Hapywenus co cmoponul noBbiieHne  aktuBHocTH  AJIT, moBwieHHe|9acTo

newenu u scenyesvleooswux |axktuBHoctd ACT

2

nymeii remnaTuT penKo
TIEYEHOYHAs HEJOCTATOYHOCTR, JKEJITyXa? penko®
Hapywenus co cmoponvi IKXUMO3 4acTo

KOXCU U NOOKOICHBIX MKAHElU | OTEYHOCTh JaMna, 3y, Chlllb, 3pHTeMa2, KpaHI/IBHI/IL[aZ HEYacTo

2

cunapom CtuBeHca-/[PKOHCOHA®, TOKCHYECKUI penko®

SMHUAEPMAIBHBIA HEKPOJIN3?, PUKCUPOBAHHAS

JIEKapPCTBEHHAS SpUTEMA’

Hapywenus co cmoponul CrHa3Mbl/ CyIOPOTH MBIIIII, CKEJIETHO-MBIIIICYHAS HEYacTo
MbIUEYHOU, CKelemHOU U 00JIb/ CKOBAHHOCTDH

COCOUHUMENbHOU MKAHU

Hapywenus co cmoponuvl NPOTEMHYpHUsS,  TIOBBIIICHHE  KpEaTHHWHA  B|HEYACTO
noYeK U MOYEeBbI80OAUIUX CBIBOPOTKE KPOBH, TEKOMIICHCHPOBaHHASI TOYSHHAS

nymeii HEJI0CTATOYHOCTB/TIOYEYHAS HEJAOCTATOYHOCTE?

Obwue napywenus u acTeHus/ c1a00CTh, TPUIIIONOI00HBIN CHHIAPOM 4acTo
peakyuu 6 mecme 66edenus | 6ob B IPYIHOM KIETKE HEYacTo
Jlabopamopmnuvle u MOBBIIICHUE a30Ta MOYECBUHBI KPOBH, MOBBIIICHUE|HEYACTO
UHCMPpYMeHmaibHule OanHble | KpeaTHHPOCHOKUHA3HI, TUTIEPKATTACMHSI,

MMOBEITIICHNE MOYEBOM KHCIIOTEI

CHHUIKCHHUC HATPHA B KPOBU PECIAKO
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COOTBETCTBYET JKCNEPTHOMY OTYETY
. aT 14 'I'I:E':IE-i Mz 25167 .
1 Kateropus 4acToThl yCTaHOBJIEHA I/ Ka’I0T0 TEPMHUHA HéxeTatembHOr0 sBIcins M0 dacToTe

BO3HHKHOBEHHSI, 3apETUCTPUPOBAHHON B 0a3e JaHHBIX KIMHUYECKUX MUCCIICIOBAHMI: OUYEHb 9aCcTO
(>1/10), gacto (ot >1/100 no <1/10), newacto (ot > 1/1000 no <1/100), peaxo (ot > 1/10000 mo
<1/1000),04ens peako (< 1/10000).

2 JlaHHas HeXeNaTelbHas peakuus ObLIa 3apETMCTPUPOBAHA B XOJE IOCTMAPKETUHIOBOTO
HaOmoneHus. Yactora cooOmieHud JJIsi Hee OIEHMBAETCA HA OCHOBAHMU HaMOOJEe BBICOKOM
9acTOThl, HAONIOMABIICIHCS IO JaHHBIM KIMHHYECKUX HCCICOBAHUAX, OOBEIMHECHHBIX B
3aBHCHUMOCTH OT MTOKA3aHUS K IPUMEHEHHIO U YTBEPKICHHON JH03bI.

3 Yacrornas xateropus «Peko» Oblia OnpeneneHa B COOTBETCTBHU C PYKOBOJCTBOM (Bepcus 2,
certsOpb 2009 r.) nnsa Kpartkoit Xapakrepuctuku [Ipermapara (SmPC) Ha ocHOBaHUHM pacueTHOM
BepxHel rpanunbl 95% noseputenbHOro uHrepBaia A 0 cOOBITHM, y4YUTHIBas KOJIMYECTBO
MalMeHTOB, IMOJYYaBIIUX JTOPUKOKCHMO B aHamm3e paHHbIX |l a3, oObequHEHHBIX B
3aBUCHUMOCTH OT JIO3bI M TTOKa3aHus K npuMeHeHuto (N = 15470).

4 I'umepuyBCTBUTENBHOCTh BKJIIOYAET TEPMHHBI «AIUIEPTHUsS», «JIEKAPCTBEHHAS —AaJUIEPIHsD»,
«TUNEPYYBCTBUTEIBHOCTh K  JICKAPCTBEHHOMY  CPEICTBY»,  «THIEPYYBCTBUTEIHHOCTHY,
«TUTEPUYBCTBUTENBHOCTh ~ HE  yTOYHEHHAs»,  «PEaKUHUs  TUMEPUYYBCTBUTEIBHOCTH»  H
«Hecnenuduyeckas amieprusy.

> Tlo pesynbTaTaM [aHHBIX aHAIM3a JOJTOCPOYHBIX IUIALE0O-KOHTPOJIHMPYEMBIX M aKTUBHO-
KOHTPOJIMPYEMBIX KIMHMYECKUX HCCIIEJIOBAaHUN TpPH MPHUMEHEHHH CEelIeKTUBHBIX HHTHOMTOpoB 1[OI-2
TIOBBIIIIACTCS] PUCK Pa3BUTHSI CEPHE3HBIX apTEPUATBHBIX TPOMOOTHYECKUX SIBICHMI, BKIIOYas MHMApKT
MHOKapJa U HHCYJIBT. VICXOAs M3 WMEIONIMXCS JAHHBIX, MAJIOBEPOSTHO, YTO AOCOJMIOTHBIA PHUCK

pa3BUTHA JaHHBIX ABJIEHUHN npeBblmaeT 1% B rox (HeyacTo).

Onuncanue OTASIbHBIX HEXKEIATSIbHBIX PEaKIIH

Crenytomue cepbe3Hble HeXelaTelbHbIE SIBICHHS ObUIM 3apEerMCTPUPOBAHBI B CBSI3U C IPUEMOM
HIIBII m He MoOrytr OBITh MCKIIOYEHB! Il 3TOPUKOKCHOA: HEPPOTOKCUYHOCTb, BKIIOYAS
MHTEPCTULMATBHBIA HEPPUT U HEPPOTUUECKUN CUHAPOM.

COO6IH€HI/IC 0 IMOA03PEBACMBIX HCXKCJIATCIIbHBIX PCAKIINAX

BaxHo coo0marh O MOJ03pEBAaEMbIX HEXKEJIATEJIbHBIX peaklUsX I0clieé PEerucTpaluu
JIEKapCTBEHHOI'O IIperapaTa C LEeIbl0 00ECIeueHUs HENPEPHIBHOIO MOHUTOPUHIA COOTHOLICHMS
«TOJb3a — PHUCK» JIEKapCTBEHHOIo Ipenapara. MeauIMHCKUM paOOTHUKaM pPEKOMEHAYETCS
coo01aTk 0 JHObIX M0J03pEBAEMbIX HEXKEJATeIbHbIX PeaKUaX JIEKapCTBEHHOIO Mpernapara yepes
HallMOHAJIbHBIE CHCTEMBl COOOIICHHMSI O HEKENaTeNbHbIX pEaKIHUAX TOoCyJapcTB — UJICHOB

EBpa3suiickoro 5KOHOMHUYECKOI0 COI03a.
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
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Poccmiickas dexepams (NOCNENOBATENBHOCTE 0005)

®denepanbHas ciaysx0a 1o Haa30py B cepe 31paBOOXpaHEHUs
Anpec: 109012, r. MockBa, CnaBstHCKas I1omiaib, a. 4, cTp. 1
Tenedon: +7 800 550 99 03

DnexTponnas moyta: pharm@roszdravnadzor.gov.ru

CaiitT B M”HpOpMaALIMOHHO-TEIEKOMMYHUKAIMOHHOM ceTh «VIHTepHeT»:

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CuMOTOMBI

B KIMHMYECKHX HCCIIE[JOBaHUSAX IIpHEM J3TOpUKOKcHOa B pas3oBoil mo3e a0 500 mr wiu
MHOT'OKpaTHbIH puem 10 150 Mr/neHs B TeueHue 21 qHS He BbI3bIBAJ CYIECTBEHHBIX TOKCHYECKUX
apdexToB. bt nosydeHsl cooOuieHHs 00 OCTpOM INepeno3upOBKE 3TOPUKOKCHOOM, OJHAKO B
OOJIBIIMHCTBE CIIY4aeB O HEXKENATENbHBIX peakluax He coodmanock. Haubonee uacto HabmogaeMble
He)XeJaTeIbHbIe PEaKLUU COOTBETCTBOBAIM NPOQMI0 0€30IaCHOCTH ITOPHUKOKcHOa (Hampumep,
HapyIIEHUs CO CTOPOHBI KeJlyJ0UHO-KUIIEYHOI'0 TPAKTa, KapAUOPEHAJIbHBIE SIBIICHUS).

Jleuenue

B ciyuae nepeno3upoBku 11e1ecoodpazHo NPUMEHSTh 0OBIYHBIE TIOIICPKUBAIOIINE MEPHI, TAKUE KaK
ynajeHue He Bcocasierocs npenapata u3 JXKKT, knuHnueckoe HaOmoAeH1e U, IPU HEOOXOJUMOCTH,
H0JIIeP KUBAIOLIAs] TEPATIHSL.

OTOPUKOKCUO HE BBIBOAUTCS IIPU '€MOANAIIN3E; BHIBOJUTCS JIM 3TOPUKOKCHO IIPU MEPUTOHEATLHOM

JUajin3¢ HCU3BCCTHO.

5.  ®APMAKOJIOTMYECKHE CBOMCTBA

5.1. dapmakoaMHamMHYecKHe CBOWCTBa

dapMakoTepaneBTHUECKas IpyMna: NIPOTUBOBOCIIAIIMTENbHbIE U IPOTUBOPEBMATUYECKHUE MIPENAPATHI;
HECTEpOUHbIE IPOTUBOBOCIIAINTEIbHbIE M IPOTUBOPEBMATHYECKHE MTPENapaThl; KOKCUOBI.

Kon ATX: MO1AHO5

Mexanusm aefictsust, hapmakoguaamMuueckre dhHeKTrI

DTOPUKOKCHO TpH MEepopalbHOM TMpHEME B TEPaNeBTUYECKUX KOHIEHTPALMSIX —SBISETCS
CENIEKTUBHBIM MHTHOMTOpOM IuKiIooKcurenaspl-2 (LIOI-2). B knmuHuyeckux (apMakoIorudecKux
UCCIIEIOBAHUAX ITOPUKOKCHO 10303aBucuMo unruduposan L{OI'-2, ne okassiBas BnusiHus Ha [[OI'-
1 mpu npuMeHEHUU CyTOYHOM 103bI 10 150 mr.

OTOpUKOKCHO HE MHTHOMPYET CHHTE3 MPOCTArJIaHIMHOB B CIM3UCTOM O00OJOUYKE >KEeNMyJIKa U He

BIIMSIET Ha (PyHKIUIO TPOMOOLIUTOB.
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HI/IKHOOKCI/IFGHEBa OTBCYACT 3a 06p330BaHI/IC HpCCTaFJ'IaHHDIHO‘B-lE]%ﬁéﬁJ}EﬂI:Z{iIE"CIISBd;IU]IJII;IﬂI

nukinookcurenassl - LOI-1 uw IOI'-2. LOI'-2 mpeacraBiaser coboit n30(epMEHT, KOTOPBII
MHAYLUPYETCs MO JeHCTBUEM PA3IUUHBIX IPOBOCTIAIUTEIBHBIX MEAUATOPOB M PACCMATPUBACTCS KaK
OCHOBHOH (pepMEHT, OTBEUalOIMi 3a CHUHTE3 MPOCTAHOUAHBIX MEIUATOPOB OOJM, BOCHAICHUS U
nuxopanaku. [{OI'-2 yyacTtByer B mporueccax OBYJISLMHU, UMIUIAHTALUU U 3aKPBITUS apTEPHATIBLHOIO
IIPOTOKA, PETYJIAlUH (PYHKIMHU MOYEK U LEHTPAJIbHOW HEPBHOM CHCTEMbI (MHAYKLHUS JIUXOPAJKH,
olrymieHus 00JIM, KOTHUTUBHAS (PyHKIUS), @ TAK)KE MOXKET UTpaTh ONPEAEICHHYIO POJib B IIpoliecce
3axxuBiieHnH A3B. [{OI'-2 Obu1a 0OHapyskeHa B TKAHAX, OKPYIKAIOLIMX SI3BBI XKeJTy/IKa y 4eJIoBeKa, HO
€€ 3Ha4CHME JUIsl 3a3KMUBJICHUS SI3BbI HE YCTAHOBIIEHO.

Knnanueckast 2bdheKTHBHOCTE U 0€30I1aCHOCTD

VY nanueHToB ¢ OA 3TOpUKOKCHO MpHU NpUMEHEHUH B 03¢ 60 M OAMH pa3 B JieHb oOecrnednBall
JIOCTOBEPHOE yMEHbILIEHHE OO0JM M YIy4llIeHHE OLEHKH CBOErO COCTOSHUS MalueHTaMu. OTH
OnaronpusTHbIE 3¢ (HEeKTh HAOIIOAAINUCH YXKE Ha BTOPOU A€Hb JIEUEHUS U COXPAHSUIUCH B TEUEHHE 52
Heznenb. MccnenoBaHusi 3TOpUKOKCMOAa NHpU NpUMEHEHMH B Jo3e 30 Mr oauH pa3 B JAEHb
IPOJEMOHCTPUPOBAIN Oosiee BBICOKYIO 3()(PEKTUBHOCTH IO CpPaBHEHUIO ¢ IIanedo B TeYeHHE
epuoJia JIeUeHUs] MPOAOJIKHUTEIBHOCThIO 12 Hexenb (MpU HCHOJIb30BAHUM CXOJHBIX METOIOB
olLleHKH). B nccnenoBanuu, mpoBOIMMOM C LIEJBIO ONPEAEICHUS ONTUMAIBHON J103bl, STOPUKOKCUO
IIpY IPUMEHEHUHU B J103€ 60 MI IPOJAEMOHCTPUPOBAJ JOCTOBEPHO 00JIee BBHIPAKEHHOE YyUIlIEHHE,
4yeM B 103¢ 30 Mr, 15 Bcex 3 MEpBUYHBIX KOHEUHBIX TOYEK uyepe3 6 Henenb nedenusd. Jloza 30 mr He
U3y4dayiach IIPH OCTE0APTPO3€ CYCTABOB KMUCTEH PYK.

VY nanuentoB ¢ PA stopukokcu0 npu npumeHeHuu B go3e 60 mr m 90 mMr oaumH pa3 B J€Hb
oOecrnieuynBaj Kak JI0CTOBEPHOE YMEHbIIEHHE 00JIM U BOCIAJIEHUS, TaK U YJIy4IIEHUE OABUKHOCTH.
B uccienoBanusx, oeHUBAIOIMUX 103bl 3TOpUKOKcHOa 60 Mr 1 90 Mr, 3TH O6aaronpusTHbIe 3PdeKThl
COXPaHsUINCh B TEUEHUE NIEPUOAA JICUECHUS IPOJOJKUTEIBLHOCTBIO 12 Henels.

VY nanueHToB € HAJIMYUEM IPUCTYIOB OCTPOrO IOJArpHUUYECcKOro apTpuTa STOPUKOKCHO IpHU
npuMeHeHMn B go3e 120 Mr oauH pa3 B JIeHb B TEUYEHUE BCErOo IepHoja JICYECHUs
IPOJOJDKUTEIBHOCTBI0 BOCEMb JHEM yMEHbIA]l YMEPEHHYI0 M CUJIBHYIO 00Jb B CycTaBax H
BOocHajieHne. DPPEeKTUBHOCTD OblLIa CpaBHUMA C 3PPEKTUBHOCTHIO MHOMETALIMHA IPU IPUMEHEHUH
ero B 03¢ 50 Mr Tpu pasa B JeHb. YMEHbIIEHHE 00JIM OTMEUAIOCh YXKe Yepe3 YeThIpe yaca mocie
HayaJla JIeYeHUsl.

VY NanueHToB ¢ aHKWIO3UPYIOIIUM CIOHIWINTOM STOPUKOKCUO IpU pUMEHEHHUH B J103€ 90 MI 0 uH
pa3 B JieHb 0OecleunBal JOCTOBEPHOE YMEHbLIEHHE OOJM B CIUHE, BOCHAJIECHUS, PUTHIHOCTH, a
Takoke ynydmenue QyHkuuid. Knuauueckas >3 pekTuBHOCT 3TOpuKOKCHOa HabI0AaMach yKe Ha
BTOPOM I€Hb JICUECHUS U COXPAHSIACh B TEYEHUE BCErO MEPHOJA JIEUEHUS TPOIOJIKATENBHOCTBIO 52

Henenu. Bo BTopoMm uccienoBaHuu, CpaBHMBAIOIIEM 103y 3Topukokcub6a 60 mr m nosy 90 wr,
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3¢ (deKTUBHOCTD B cpaBHEHHUH ¢ HanpokceHoM 1000 Mr ouH pa3 B I€Hb.

B KIMHMYECKOM HCCIEAOBAaHUU IO H3YYEHHIO OOJM IIOClie CTOMATOJIOTHYECKHX Onepanui
3TOpUKOKCcHO B g03e 90 Mr HazHayalu OJUH pa3 B JIeHb B TeUYeHHWE TpexX AHel. B moarpymme
MALUEHTOB C YMEPEHHOM OO0JIBIO MPU UCXOTHOM OI[EHKE STOPUKOKCUO MPU MPUMEHEHHUH B J103€ 90 Mr
OKa3bIBaJI TaKOM ke 00e30onuBaronmii 3 ek, kak u noynpodex B 1oze 600 mr (16,11 B cpaBHeHUH
¢ 16,39; P=0,722), u npeBocxoaui 1o 3PpPeKTUBHOCTH KOMOMHAIIMIO MapaleTaMosl/KOJIEHH B J103€
600 mr/60 mr (11,00, P<0,001) u mnane6o (6,84, P<0,001) cormacHo 0o01Iei OIEHKE YMEHbBIIECHUS
O6omu B TeueHue mepBbix 6 wacoB (TOPARG). [loyis mammeHTOB, KOTOPBIM MOTPEOOBAIHCH
o0Oe300nMBaroIMe mnpenaparbl OBICTPOro AEWCTBUA B TEUYEHHE MEPBbIX 24 4acoB IOCIE Mpuema
HCCIIeTyeMbIX MpenapaToB, coctaBuia 40,8% npu npuMeHeHHH 3Topukokcuba B 1o3e 90 mr, 25,5%
npu mnpuMeHeHuu uoOynpodena B goze 600 mr kaxasie 6 yacoB u 46,7% mnpu nmpUMeHEHHH
KOMOMHAIMK NapaneraMmost/koerH B 1o3e 600 mr/60 mr kaxabpie 6 yacoB o cpaBHEHHIO ¢ 76,2% B
rpymnmne miaane6o. B 3Tom ncciienoBanun Meauana Hayana JeHCcTBUs (OLyTHMOE YMEHbIIeHUe 00in)
py IPUMEHEHUH STOpUKOKcHOa B 103e 90 Mr coctaBuiia 28 MUHYT MOCJE MpUeMa Mpernapara.
bezonacnocmy

Mmnozonayuonanvras Ilpoepamma Oyenku Jloneocpounoco Hasnauenuss Omopuxokcudba u
Jluxnogpenarxa npu Apmpumax (MEDAL)

[Tporpamma MEDAL npexacTasisiia co00il MPOCIEKTUBHYO TPOrpaMMy OIICHKH 0€30TacHOCTH Ha
ocHOBaHUU cepraeyHo-cocyaucThix (CC) sBneHuit 1o OOBEAMHEHHBIM JaHHBIM  TpeX
PaHIOMU3MPOBAHHBIX [BOMHBIX CJIENBIX AaKTUBHO-KOHTpOIHMpYeMbIX HuccienoBanuii: MEDAL,
EDGE Il u EDGE.

UccnenoBanue MEDAL npencraBiszio  co0oit  mccienoBaHue, JUIMTEIBHOCTh KOTOPOTO
ompenensiack qocTmkeHneM KoHeuHbIX Touek (CC sBnenuii), Bkmtovasiee 17804 mamuenta ¢ OA
u 5700 manuenToB ¢ PA, momyyaBmmx 3topukokcu6 B 103e 60 (OA) umu 90 mr (OA u PA) unu
mukiodenak B noze 150 mr B neHp B cpeaHeM B Teuenue 20,3 mecsma (MakcumyM 42,3 mecsiia,
Menuana 21,3 mecsia). B aToM rcciaeoBaHuM pErucTpUPOBAIH TOJIBKO CEPhE3HBIE HEXKENaTeIbHbIC
SIBIICHUS U CITy9ad BEIOBIBAHUS M3 MCCIICIOBAHIS BCIICICTBUE TIOOBIX HEXKEIATCIIBHBIX SIBIICHHM.

B wuccnenoanusx EDGE wm EDGE |l cpaBHHMBanm XenyI0YHO-KHUIIEYHYI) TEPEHOCHMOCTD
stopukokcuba u nuknodenaka. MccnemoBanne EDGE Bximrouanmo 7111 mamumentoB ¢ OA,
MOJIy4YaBIIUX STOPUKOKCHO B 03¢ 90 Mr B ieHb (B 1,5 pasa 6ombiie 10361, pekomMeHryemoit mpu OA)
uiu qukiogenak B 1o3e 150 mr B neHb B cpeaHeM B Teuenue 9,1 mecsana (makcumym 16,6 mecsia,
menuana 11,4 mecsma). Uccnenoanne EDGE 11 Bkimrouano 4086 naruenToB ¢ PA, momy4yaBmmx
3TOpUKOKCcHO B 103e 90 Mr B neHb uiau aukinodenak B qo3e 150 Mr B 1eHb B CpelHEM B TeUEHUE

19,2 mecsaue (makcumyM 33,1 mecsia, meauana 24 mecsua).
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B TeueHue 17,9 wmecsma (makcumym 42,3 wMecsma, wenuana 16,3 wmecsna), OKOJIO
12800 mareHTOB TOTydalu JIeYeHHe B TeueHue Oonee 24 mecsieB. Y BKIOUYCHHBIX B [Iporpammy
MEDAL mnanueHToB IMpU UCXOJHOHN OIICHKE ObLI 3apErMCTPUPOBAH IIMPOKHIH CHEKTP CEPACYHO-
COCYIUCTBIX U KEITYJOYHO-KHIIECYHBIX (PAKTOPOB PHCKA. BBUTM MCKITIOYECHBI MAIMEHTHI C HEJIaBHO
NEPEHECEHHBIM HWH(MApPKTOM MHOKapJa, a TakkKe C AOPTOKOPOHAPHBIM IMyHTHPOBAHUEM WIIU
YPECKOKHBIM KOPOHAapHBIM BMEUIATEILCTBOM B TEUYEHHE 6 MecsleB Iepe]] BKIOYCHHEM B
uccienoBaHue. B nccnenoBaHUSX pa3pemanoch MPUMEHSATh TacTPONPOTEKTOPHI U HU3KUE O3Bl
aCIUpHHA.

QoOmast 0e300aCHOCTE

JIOCTOBEpHBIX pa3Iuuuil MEXAY OSTOPUKOKCHOOM M AUKIO(GEHAKOM B OTHOLIEHHHM YaCTOTHI
TPOMOOTHYECKUX CEPJEYHO-COCYIUCTHIX SIBICHHM O0OHapykeHO He Obuio. KapauopeHanbHbIe
HEeXKelaTeJIbHbIC SBJICHUS 0oJiee YacTo HAOMIONAIMCH MPU HA3HAYCHUH ITOPHKOKCHOA, 4eM IpH
Ha3HaueHuM JAuKiIo(peHaka; OaHHBIH 3(@eKkT ObUT 10303aBUCUMBIM (OTHEIIbHBIE PpPE3YJIbTaThl
npejacTaBieHbl HUXKe). HexkenarenbHble SBIEHUS CO CTOPOHBI JKENyAOYHO-KHMILIEYHOT'O TpakTa U
MEYeHU JOCTOBEPHO Halle HaOMIoJaluCh MpPU Ha3HAYEHHH OUKIO(eHaka, yeM MpU Ha3HAYCHHUH
sropukokcrba. Yacrora HexenarenbHbIX sBIcHUNA B nccnenoBanmsx EDGE u EDGE Il, a taxxe
HEKETIATeIIbHBIX SIBIICHUN, MPU3HAHHBIX CEPHE3HBIMU WM IMOTPEOOBABIINX OTMCHBI JICUCHUS, B
uccnenoBanun MEDAL Obuta Beillie NMpU HA3HAYCHWH STOPUKOKCHOA, YeM MPH HAa3HAYCHUH
nukiodeHaxa.

PGSVJIBTaTBI OIICHKH 0€3011aCHOCTH B OTHOIICHHH CGDI[C‘-IHO-COCVI[HCTOﬁ CHUCTCMBI

YacTtoTa MOATBEP)KIEHHBIX CEPHE3HBIX TPOMOOTHMYECKUX CEpPJEUHO-COCYIUCTBIX HEXKEIaTeJbHbIX
SBJIEHUH (BKJIIOUABIINX CepJCUHbIe, IepeOpOBaCKyIsIpHbIE U epupepUIECKIe COCYIUCThIC SIBICHUS)
ObLTa COMOCTaBHUMOM MEXJIy TpyIMIaMH, MOJYyYaBUIIMMH ITOPUKOKCHO WM NUKIO(QEHaK (IaHHbIe
npuBeneHbl B Tabnuue Huke). Ilo gactote TpoMOOTHMUECKHMX SBJIEHMH HE OBUIO BBISBIEHO
CTATUCTUYECKM 3HAYMMBIX pa3IM4YMil MEXIy 3TOPUKOKCMOOM M JUKIO(PEHaKOM BO BCeX
POaHATU3UPOBAHHBIX MOArPYNNAax, BKJIOYAs KAaTErOPHHM MAlHMEHTOB B JUANa30HE HCXOJHOTO
CepIeUYHO-COCYAUCTOro pucka. Ilpu paccMOTpeHuH MO OTAETBHOCTH OTHOCHUTENBHBIM PHUCK IS
HOJATBEPIKIECHHBIX CEPBbE3HBIX TPOMOOTHYECKHX CEPAEUYHO-COCYAMCTHIX HEXKENaTelIbHbIX SBICHUN
OBLIT CXOIHBIM 151 STOPUKOKCHOa (pu mpueme B 103€ 60 Mr unu 90 mr) u qukinodenaxa (mpu npueme
B 03¢ 150 mr).

Ta6nuna «YactoTa NOATBEPKIEHHBIX TPOMOOTHYECKHUX CEPAEYHO-COCYIMCTHIX SIBJEHUN

(IIporpamma MEDAL)»
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DTOPUKOKCHO

(N=16819)

25836 mamueHTo-IeT

,ZIHKno@'é}II'a'K" IELIUE:

Cabi e | MeAuy]

COOTBETCTBYET 2KCNEPTHOMY OTYETY

(N=16483)

24766 nammeHTo-IeT

BHUAaMU JICUCHUA

Yacrora! (95% JIN)

Yacrora! (95% JIN)

OTHOCUTENBHBIA

puck (95% JAN)

HOI[TBGp)KI[GHHBIe TpOM6OTI/Iq€CKI/I€ CEPACTHO-COCY AUCTHIC CEPHE3HBIC HEKECIIATCIIbHBIC ABJICHUA

HpI/I BBIITOJTHCHHNHA

TpeOOBaHUN IPOTOKOJIA

1,24 (1,11,1,38)

1,30 (1,17, 1,45)

0,95 (0,81, 1,11)

B 3aBucumocTu ot

Ha3HA4YCHHOI'O JICUCHU A

1,25 (1,14,1,36)

1,19 (1,08,1,30)

1,05 (0,93, 1,19)

[TonTBEp K ICHHBIC CEPACUH

bIC ABJICHUS

[Ipu BEIIOIIHEHUH

TpeOOBaHUN IPOTOKOJIA

0,71 (0,61,0,82)

0,78 (0,68, 0,90)

0,90 (0,74, 1,10)

B 3aBucumocTu ot

HAa3HAa4YCHHOI'O JICUCHUA

0,69 (0,61,0,78)

0,70 (0,62, 0,79)

0,99 (0,84,1,17)

[TonTBepxneHHbIE LIEpEeOPOBACKYIISIPHBIE SIBJICHUS

[Ipu BEINOIIHEHUH

TpeOoBaHUI MPOTOKOIIA

0,34 (0,28, 0,42)

0,32 (0,25, 0,40)

1,08 (0,80, 1,46)

B 3aBucumocTu ot

Ha3HAa4YCHHOTI'O JICUCHUA

0,33 (0,28, 0,39)

0,29 (0,24,0,35)

1,12 (0,87, 1,44)

ITonTBepxneHHbIE IepUpEepUIECKUe COCYAUCThIE BICHUS

[Ipu BEINOIHEHUH

TpeOoBaHUI MPOTOKOIIA

0,20 (0,15,0,27)

0,22 (0,17,0,29)

0,92 (0,63, 1,35)

B 3aBucumoctu ot

HAa3HAa4YCHHOI'O JICUCHU A

0,24 (0,20, 0,30)

0,23 (0,18,0,28)

1,08 (0,81, 1,44)

22




COOTBETCTEYET ZKCNEPTHOMY OTYETY
. aT 14 'I'I:ECIE# Nz 25167 .
! KonuyectBo sBnenuii Ha 100 mamueHTO-JET; V=110BEDHTEERBLH bﬁ‘H‘I’éﬁHﬁH"“‘Nl—‘aé{ﬁég-

KOJIMYECTBO MAIlMEHTOB, BKIIOYEHHBIX B IMOIYJISLHIO MAallMEHTOB, BBINOJHUBIIMX TpeOOBaHUS
IIPOTOKOJIA.

ITpu BeIMomHEHUH TpeOOBAHMI MPOTOKOJIA - BCE SIBJICHUS, Pa3BUBIIMECS Ha (OHE HccielyeMoi
Tepaluy WK B TedeHue 14 qHell ¢ MOMEHTa ee IpeKpalleHus (MCKIIOYEeHbI MallueHThl, KOTOpbIE
nostyunnu <75% wuccinegyeMoro Inpemnaparta, M HNAlUEHThl, IPUHUMABIINE HE BKIIIOUYEHHBIE B
uccinenosanue HIIBII >10% Bpemenn).

B 3aBucuMOCTH OT Ha3HAYEHHOTO JIEUEHMsI - BCE MOATBEPIKIACHHBIC SBJIECHUS, pa3BUBLIMECS [0
OKOHYAaHMSA MCCIENOBaHUSA (BKJIIOYEHBl MAIMEHTbl, KOTOpblEé MOIJIM IOABEPraThCsi He
BKJIIOUEHHBIM B HCCJIE€JIOBAHME BMENIATEIbCTBAM I10CJIE MPEKpallleHusl MpHUeMa HCCIIEeTyeMOro
npenapara). O01ee KOJMYECTBO PAHIOMU3HPOBAHHBIX MAlMEeHTOB: N =17412 nns sTropuKOKCcHOa

u N = 17289 nis nuknodenaka.

Kak CC cMepTHOCTB, Tak M 00Iasi CMEPTHOCTh OBLIM COIOCTABHMBI MEXIY TPYIIaMH JICUCHHSI
ATOPUKOKCHUOOM M TUKIO(PEHAKOM.

KapanopeHallbHbIE SIBICHUS

[Tpubnu3uTensHo y 50% nanueHToB, BKIIOYeHHBIX B MccineaoBanre MEDAL, nmpu ncxoaHoi orieHke
ObLTa 3aperHCTPUpPOBAHA THUIIEPTCH3WS B aHAMHe3e. B 3TOM HcclneqoBaHWM 4acTOTa BHIOBIBAHUS
BCJICJCTBHE HEXKEIATEIbHBIX SBICHUMN, CBSI3aHHBIX C THIIEPTCH3MEH, ObUIa CTATUCTHYECKHA 3HAYMMO
BBIIIIE JJISI STOPUKOKCHOA, 4eM JuIsl nukiodenaka. YacToTa HexxeNnaTebHBIX SBJICHUHN, CBI3aHHBIX C
XPOHUYECKOH CEepJACUYHON HENOCTATOUYHOCTHIO (CIy4yau BBHIOBIBAHHUS W3 MCCIICIOBAHHS U CEPhE3HBIC
SIBJICHUsS), ObUIAa CXOOHOW [JIsi JTOPUKOKCHMOa B mg03e 60 Mr u jpukinodeHaka B J103€
150 mr, HO ObLTa BBILIE AJIT STOPUKOKCHOA B 103¢ 90 MI 10 CpaBHEHHUIO ¢ JuKIopeHakoM B 03¢ 150
MT (CTATUCTHYECKH 3HAYMMO BBIIIIE JIJIs1 STOPUKOKCHOa B 103¢ 90 MT 10 CpaBHEHUIO C TUKIIO(HEHAKOM
B 03¢ 150 mr B rpynme OA uccienoBanusit MEDAL). HactoTa moATBEP)KICHHBIX HEKEIaTSIBHBIX
SIBJICHUH, CBSI3aHHBIX C XPOHHYECKOW CEpIeYHON HEIOCTATOYHOCTBHIO (SIBJICHHS, KOTOPBIE OBUIH
CEPHhE3HBIMUA M TPHUBEHM K TOCHUTAIM3AINN WIN TOCEHICHUIO OTACJICHHSI HEOTI0KHON MMOMOIIIH),
OblJIa HE3HAYUTEIBHO BBIIIE JUIS 3TOPUKOKCHOA TI0 CpaBHEHUIO ¢ IuKiIodeHakoMm B 103e 150 mr, u
JaHHBIN 3P deKT ObUT 10303aBUCUMBIM. HacToTa CilyyaeB BHIOBIBAHUS U3 UCCIICIOBAHUS BCICIACTBUE
HEKETIATeIIBHBIX SBIICHUH, CBSI3aHHBIX C OTEKAaMH, ObLIa BBIIIE JUISI STOPUKOKCHOA TI0 CPABHEHUIO C
nukiodenakom B 1o3e 150 mr, u nanabiid 3G Qe ObUT 70303aBUCUMBIM (CTATUCTUYECKH 3HAYNMBII
JUTS1 9TOPUKOKCHOa B 103¢ 90 Mr, HO HE ISl STOPUKOKCHOA B 103¢ 60 Mr).

PesyipTaTel OLIEHKM KapAuopeHanbHOW Oe3zomacHoctd B uccaenoBannsax EDGE u EDGE ||

COMJIACYIOTCH ¢ pe3yabraraMu B ucciaenosannn MEDAL

B otnensubix wuccnenoBanusx Ilporpammsr MEDAL abcontoTHass vacToTa BbIOBIBAaHUS U3

WCCIIeIOBaHUS B JTI000H rpyIine jJedeHus s dTopukokcuoda (60 mr umu 90 mr) coctasisiia 1o 2,6%
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HEAOCTATOYHOCTBIO. vy ManucHTOB, IPUHUMABIIUX 3T0pI/IKOKCI/I6 B 103€ 90 MI', HaCcTOTa BBLIOBIBAHUS
U3 NCCICA0BAaHUA Obu1a BbIIIC, YEM Y MMTAIUCHTOB, IPUHUMABIIUX 3T0pI/IKOKCI/16 B 103€ 60 mr.

Pe3yapTaTel OIIEHKH KEyI0UYHO-KHIIEeYHOo nepenocumoctH B [Iporpamme MEDAL

B kaxnoMm u3 tpex uccnenoanuid, Bxoxaumx B I[Iporpammy MEDAL, yactora BpIOBIBaHUS U3
MCCIeI0BaHus AJIsl TI000TO KITMHUYECKOTO HexenaTenbHoro siBiienus co ctoponsl XKKT (manmpumep,
nucnencusi, 0oib B JKMBOTE, S3BbI) ObUIa JIOCTOBEPHO HIDKE IIJISI ATOPUKOKCHMOA B CpPaBHEHHH C
nukiaodenakoM. YactoTa BbIObIBAaHUS U3 UCCIEIOBAaHUS BCIEICTBUE HEXKETATEIbHBIX KIMHUYECKUX
siieHuit co croponbl JKKT na 100 manueHTo-1eT 32 BeCh MepUo/ UCClIeI0BaHUs ObUla CJIeAYIOIIEH:
3,23 nns atopukokcuba u 4,96 nns nuknogenaka B uccienosanun MEDAL; 9,12 nns stopukokcuba
u 12,28 nna auknodpenaka B ucciemnoBanumn EDGE; m 3,71 ana stopuxokcuba m 4,81 s
nukinodenaka B uccinenopanuu EDGE I,

PesyubraTel ouenku 6e3onacHocty B otHomeHnu JKKT B [Tporpamme MEDAL

B nenom HexenartenbHble SBIEHUSA cO CTOpPOHBI BepxHuX otaenoB JKKT Obuin onpeneneHsl Kak
nepdoparuu, 1386l U KpoBoTeUeHUsI. OCII0KHEHHBIE HEXXENaTeNIbHbIE SBJIEHUS CO CTOPOHBI BEPXHUX
oraenoB JKKT Bxmrouanu nepdopaiuio, HENpOXOJUMOCTh U OCJIOXKHEHHOE KpPOBOTECUCHHE;
HEOCJIO’)KHEHHbIE HEeXKelaTelbHble SBJIEHUS €O CTOpoHbl BepxHux otaenoB JKKT Bxiroganu
HEOCJIO’)KHEHHbIE KPOBOTEUEHMS U HEOCI0KHEHHBIE A13Bbl. O0I11as yacToTa HEeXKeNaTeIbHbIX SBICHUN
co ctopoHbl BepxHUX oTaenoB JKKT Oblia OCTOBEpHO HMKE Ul 3TOPUKOKCHOA B CPaBHEHUU C
IuKIo(peHakoM. JIOCTOBEPHBIX pa3IMUMi MeXy 3TOPUKOKCMOOM M TUKIO(PEHAKOM IO 4acToTe
OCJIOKHEHHBIX SIBJIEHUH 0OHapykeHo He Obl10. [l OArpyIIIbl FeMOpparudecKiX HexkeslaTeIbHbIX
SIBJICHUH cO cTOpOoHBI BepXHUX 0T1en0B JKKT (0CI0KHEHHBIX U HEOCIOKHEHHBIX B COBOKYITHOCTH)
He ObUIO OOHApyXEHO JOCTOBEPHBIX pa3IMYMi MeXAy 3STOPUKOKCHOOM U JUKIO(EHAKOM.
[IpenmymecTBo 3TOpUKOKCHOa B oTHomeHMH BepxHux otaenoB JKKT mno cpaBHeHuio c
JTUKI0(QEHAKOM y MALUEHTOB, OJHOBPEMEHHO IPUHUMAIOIIMX aCIIMPUH B HU3KHUX J03ax (okoio 33%
NAIMEHTOB), HE OBIJIO CTATUCTUYECKU 3HAYNMBIM.

YacTtoTa NOATBEP)KICHHBIX OCIOXHEHHBIX M HEOCJIO)KHEHHBIX KIMHUYECKUX HEeXeIaTelbHbIX
sBiieHUH co cropoHbl BepxHux otaenoB JKKT na 100 maumenrto-ner (mepdopauumu, s3BbI U
kpoBoteuenus (PUB)) cocrasuna 0,67 (95% 1M1 0,57, 0,77) nnst aropuxokcuda u 0,97 (95% AU 0,85,
1,10) nnsa nuxnodeHaka, HA OCHOBaHHWHU Y€ro OTHOCUTENbHBIN puck coctasmi 0,69 (95% AU 0,57,
0,83).

bbuta n3ydeHna yactora MoATBEPKICHHBIX HEXKEIATEJIbHBIX SIBICHUN CO CTOPOHBI BEPXHUX OTJIEJIOB
XKKT y moxuiablx ManyeHTOB; MAaKCUMaJbHOE CHUXKEHHME YacTOThl HAOIIOJAJIOCh y MAIMEHTOB B
Bo3pacte >75 net (1,35 [95% AU 0,94, 1,87] B cpaBHenuu ¢ 2,78 [95% AU 2,14, 3,56]) saBneHuit Ha

100 manueHTo-1eT A STOpUKOKCHOa U TuKIo(eHaKa COOTBETCTBEHHO. HYacToTa mOATBEPKIEHHBIX
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HEXEJIATEeNIbHBIX SIBJICHUH CO CTOPOHBI HUKHUX OTIEIDB XKT@&MW%EE%H bl ToAEtbHo

KUIIEYHUKA, HENpoXoauMocTh uiau kpoBoreueHue (POB)) nocroBepHo He pazinuuanach Jis
ATOPUKOKCHOA U TUKIO(EHAKA.

PesyipTaThl onleHKH 0€300acHOCTH B oTHOIIeHHH neueHu B [Iporpamme MEDAL

DTOPUKOKCHO XapaKTEPU30BAJICSA CTATUCTUYECKU 3HAUMMO 00Jiee HU3KOM 4acTOTON BHIOBIBAHUS U3
WCCIICIOBAHUsl BCJICJICTBHE HEXKENATEIbHBIX SBJICHUM CO CTOPOHBI TMEYEHU 110 CPABHEHUIO C
mukiaodpenakoM. B o6bemunennoit Ilporpamme MEDAL 0,3% mnanueHTOB, MOIy4aBIIUX
3TOPUKOKCHUO, 1 2,7% MalueHTOB, MOJIy4YaBIINX TUKI0(GEeHaK, BEIOBLUTN U3 UCCIIEI0BAaHUS BCIEACTBHE
HEeXeJIaTEeNbHBIX SIBJICHHUI CO CTOPOHHI IeueHu. YacToTa HexenaTenbHbIX siBneHuii Ha 100 manuenTo-
aet coctaBmwia 0,22 st atopuxkokcuda u 1,84 mns auxinodenaka (p <0,001 ans stopukokcuba B
CpaBHEHHH C JuKiIopeHakoM). Tem He MeHee, OOIBIINHCTBO HEXKEIATEeNbHBIX SBJIEHUN CO CTOPOHBI
neyenu B [Iporpamme MEDAL 0bu1H HECEPBE3HBIMU.

Honornumenvrvle Oannvle no 0e30nACHOCMU, CEA3AHHbIE C MPOMOOMUUECKUMU CEePOEeYHO-
coCcyouCmvIMu s681eHUAMU

B KJIMHWUYECKHMX UCCIIEOBAaHUAX, 3a HCKIOYeHHeM wuccienoBanuii I[Iporpammer MEDAL,
npuOu3uTenbHo 3100 manueHToB MoTydYaad dTOPUKOKCHO B J103e >60 Mr B JeHb B TeueHHE 12
Henenb unu aonbine. He Obuto oOHapyXeHO 3aMETHBIX paszliMyuil B 4acCTOTE MOJATBEP>KICHHBIX
CEPBE3HBIX TPOMOOTHYECKHUX CEPACYHO-COCYIUCTHIX SBJICHUM Yy MAalMEHTOB, IOJYYaBIINX
3TOpUKOKCUO B 103¢e >60 Mmr, manebo wim HIIBII, He conepskalime HampoKCeH.

Tem He MeHee, B CpaBHEHUH C MallMEHTaMH, MOy 4aBIIMMH HaIpoKkceH B 103e 500 mr 1Ba pasa B JI€Hb,
4acTOTa HJTUX SBJICHUM ObLIa BBIIIE Yy MAIMEHTOB, NOJYyYaBIIUX STOPUKOKCHMO. Pasznuma B
aHTHAarperaHTHou axkTuBHOCTM Mexay HekotopbiMu HIIBII, wunrubupyromummu 1OI'-1, u
cesleKTUBHBIMU HHruouTopamu L{OI'-2 MokeT UMeTh KIIMHUYECKOE 3HaYEHHE Y TAIUEHTOB U3 TPYIIIIBI
pucka pa3BuTHs TpomboaMmOonuyeckux spiaeHui. CenexktuBHble nHrHOUTOpHl L[OI'-2 monammisior
o0pa3oBaHuEe CHUCTEMHOTO (M, KaK CJIEACTBUE, BO3MOXKHO, HIOTEINAIBHOT0) MPOCTAIIMKINHA, HE
BIUAS Ha TpoMOouMTapHBIH TpomMOOokcaH. KnumHuueckas 3HaAUMMOCTb 3TUX HaONIOACHUM He
yCTaHOBJICHA.

JlononnumensvHovle OaHHbie N0 OE30NACHOCMU 8 OMHOULEHUU JHCETYOOUHO-KULUEUHO20 MPaKma

B 1Byx ABOMHBIX CIIEMBIX SHIOCKOMHMYECKHX HCCJIEIOBAHUAX MPOJOJDKUTENIBHOCTIO 12 Hexenb
KyMYJISITABHASI YaCTOTA Pa3BUTHUS TaCTPOIYOICHATBHBIX 513B OblIa 3HAYUTEIBHO HUXKE Y MAIIMEHTOB,
MOJIYYaBIIUX STOPUKOKCHO B o3¢ 120 Mr onuH pa3 B JA€Hb, YeM Yy MAI[MEHTOB, IOJYYaBIINX
HanpokceH B g03e 500 mr nBa pa3a B 1eHb win udynpoden B no3e 800 mr Tpu pasa B 1eHb. YacToTa
Pa3BUTHS 3B ISl STOPUKOKCHOA ObLiIa BBIIIE 110 CPABHEHHIO C I11aeto.

Hccneoosanue gpynkyuu nouex y nodcunbix
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B paHIOMU3MPOBAaHHOM JBOWHOM CIEHOM I 11eG0-KkbH rPolmyerMonM. = HECHE k0B AN 3

napayieIbHBIX TPYMNNaxX OLEHUBAIU BO3JEHCTBUE 15-mHEBHOUW Tepamuu 3TOpUKokcruooM (90 mr),
nenexokcnoom (200 mr aBa pasza B JeHb), HanpokceHoM (500 mr nBa pasza B JIeHb) W IUIanebo Ha
BbIBEJICHUE HATpUA MOYKAMH, apTepUalbHOE NaBJCHHE WM JIpyrHe Mokazareidd (YHKIMH TOYeK Y
MAalKUEeHTOB B Bo3pacte oT 60 10 85 5et, mosiyyaBIIMX paldoH ¢ coaep:kanueM HaTpus 200 MIKB/CYT.
DTOPUKOKCHO, 1IEIEKOKCUO M HAIIPOKCEH Yepe3 2 HeAeNU JICUSHUsI OKa3bIBAJI CXOJHOE BIMSHUE HA
BBIBEJICHHE HATpHs NOYKamMHu. Bce akTUBHBIE IpenapaThl CPABHEHMS NPUBOAWIM K YBEIUYECHHIO
CHUCTOJIMYECKOTO  apTEepUajJbHOTO  JaBJIEHUS OTHOCUTENbHO IUTanebo, OJHaKo  Tepamws
TOPUKOKCUOOM MPUBOANIIA K CTATUCTUUECKH 3HAUMMOMY YBEJIUYCHHIO Ha 14-i1 I6Hb IO CPaBHEHHIO
C IIETTIEKOKCHOOM M HAIIPOKCEHOM (CpeTHEee U3MEHEHHUE CUCTOINUECKOTO apTepHUaIbHOTO 1aBJICHHS 10
CPaBHEHHIO C MCXOJHBIM 3HaYEHUEM: 3TOPUKOKCHO - 7,7 MM pT. CT., IeIEKOKCHO - 2,4 MM PT. CT.,

HaMpoKCeH - 3,6 MM PT. CT.).

5.2. dapMakoKHHeTHYeCKHEe CBOICTBa

AbcopOuus

OTOPUKOKCHO XOpOIIO BcachlBaeTCs MpH NpHeMe BHYyTpb. AOcostoTHas OMOJOCTYIHOCTh IpU
npueme BHYTpb coctaBisieT okosio 100%. Ilpu npuMmeHeHun npenapara y B3pOCibIX HATOLIAK B 103€
120 Mr oiuH pa3 B CyTKHU JI0 JOCTH>KEHHSI PABHOBECHOT'O COCTOSIHUSI MAaKCHMaJlbHasi KOHLEHTpallUs
(Cmax) coctaBiseT 3,6 MKr/mi1. Bpemst focTikeHHss MaKCUMaIbHOM KOHIEHTpaH (Tcmax) B tazme
KpoBH - | 4 mocie npuema npenapara.

Cpennsist reomerpudeckas miomans moa kpuBoi (AUCo.244) coctaBisiia 37,8 MK 4/MiL.
dapMaKOKMHETHKA 3TOPUKOKCHOA B Mpejenax Auana3oHa TepaneBTUUYECKUX /103 HOCUT JIMHEHHBIN
XapakTep.

ITpu npueme sTopukokcuda B 1o3e 120 Mr Bo BpeMmst e/ibl (€]1a C BBICOKMM COJIEPXKAHUEM JKUPOB) HE
Ha0JII01aI0Ch KIMHUYECKH 3HAUYMMOrO BIMAHHA Ha creneHb abcopOuuu. CkopocTh abcopOuuu
U3MEHAJACh, YTO NMPUBOAMIO K CHUXKEHHIO Cmax Ha 36% u yBenuueHuto Tmax Ha 2 4. [/laHHBIE
pe3yJIbTaThl HE CUUTAIOTCS KIIMHUYECKU 3HAYUMBIMU. B KIIMHUYECKUX UCCIeI0OBaHUSIX 3TOPUKOKCUO
IPUMEHSJICS HE3aBUCUMO OT IIpUEMa MULIH.

Pacnpenenenue

Oropukokcub npuOIM3UTENbHO Ha 92% CBA3bIBacTCS ¢ OenKaMu IUIa3Mbl KPOBU Yy U€JIOBEKa IPU
koHneHtpanusx 0,05-5 mkr/mu. O0Bem pacnpeneneHuss B paBHOBeCHOM cOCTOSIHUU (Vdss) Y
yeJIoBeKa cocTasiseT okoso 120 .

OTopuKoKcHO MPOHUKAET Uuepes IUIalleHTapHbIN Oaphep U remMaTtol’HIepanTndeckuii 0aprep.

BI/IOTDaHC(bODMaHI/IH

OTOpUKOKCUO MHTEHCUBHO MeTabosmsupyercs, <1% 103bl BHIBOAUTCS NMOYKAMU B HEM3MEHEHHOM
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Buge. OCHOBHOM myTh MeTabonumsmMa — 0OpajoBaHuE '3Fé'ﬂfn1%eﬁﬁﬂltﬁ§&£§o%ﬂ%%,

katanuzupyemoe ¢epmentamu CYP. CYP3A4, mno-BuamMomy, CHOCOOCTBYET MeETaboInu3My
sTopukokcuba in vivo. MccnenoBanus in Vitro ykaseBatot, utro CYP2D6, CYP2C9, CYP1A2 u
CYP2C19 Ttaxxe MOTYT KaTtaJu3UpOBaTh OCHOBHOW MyTh MeTabOJIM3Ma, HO UX KOJMYECTBEHHOE
BO3/eWCTBHE IN VIVO HE U3y4aiocCh.

VY denoBeka HICHTUPUIIMPOBAHO NATh MeTa00IHUTOB. OCHOBHBIM METaOOIHTOM sIBIsETCS 6'-
KapOOKCHAIETUIITOPUKOKCUO,  OOpa3ymoIIMiCsT  MpU  JOMOJTHHUTEIBHOM  OKUCJICHHH  6'-
TUAPOKCUMETUIIITOPUKOKCHOA. DT OCHOBHBIE META0OIUTHI HE 00J1a/1al0T 3aMETHON aKTUBHOCTHIO,
anb0 SABIAIOTCS TOJbKO cinadbiMu mHruOutopamu LOI'-2. Hu oauH u3 3THX METabOJUTOB HE
uHrubupyet L{OI'-1.

DJIuMHUHAIUS

[Tocne OIHOKpAaTHOrO BHYTPUBEHHOT'O  BBEIEHHUS  3J0POBBIM  JOOPOBOJIBLAM  MEYEHOTO
PaaroaKTUBHOIO ATOpUKOKcHOa B 1o3e 25 mMr 70% paauoakTHBHOCTH OOHApYKMBAJIOCh B MOYE U
20% - B Kase, NMPEMMYIIECTBEHHO B BHJE MeTabonuToB. MeHee 2% o0OHapy>XUBaJloCh B
HEU3MEHEHHOM BHU/IE.

BriBesieHne STOpUKOKCHMOA MPOUCXOIUT B OCHOBHOM IyTeM MeTa0oJM3Ma C MOCJIENyIONNM
BBIBEJICHHEM Yepe3 MOYKH.

PaBHOBeCHBIE KOHIIEHTPAIIMH YTOPUKOKCHOA MpH ekeAHEBHOM Tpreme 120 Mr JoCTHTAIOTCS Yepes
CEMb CyTOK C KOA(QPUIMEHTOM KyMyJSLHU OKOJO 2, YTO COOTBETCTBYET MEPHOIY IMOJTYBBIBEACHUS
okosio 22 4. [Ima3MeHHBI KIMPEHC IOCI€ BHYTPUBEHHOTO BBEACHUS 25 MI COCTaBIISIET
npuoan3uTeNnbHO 50 MII/MUH.

CDaDMaKOKI/IHGTI/I‘-IeCKaH-d)aDMaKOI[I/IHaMI/I‘-IGCKaH 3aBUCHUMOCTb

IloueyHast HEJOCTATOYHOCTh

dapMaKOKMHETHKA OJHOKPATHOIO NMPUMEHEHUs 3TOpHKOokcuOa B no03e 120 Mr y manuMeHToB ¢
HapyLIEHUSIMH QYHKIMH I0YEK CPEAHEN U TSXKEJION CTENIEHH U NAl[UEHTOB C TEPMUHAIIbHOM cTafuen
3a001eBaHMsI MOYEK, HAXOASIIMXCSI HA TEMOAMANIN3E, CYILIECTBEHHO HE OTIIMYAlIach OT IIoKa3aTesen
y 300pOBBIX JIML. ['eMonanu3 He3HAUUTEIbHO BIIUSUI HAa BbIBEJECHUE (KIMPEHC JHaiu3a - OKOJO
50 mur/muH) (cM. pazaenst 4.3., 4.4.).

Ileuenounas HCAOCTATOYHOCTDH

Y  nmauMeHToB € HapylIEHUsAMU ~ (QYHKIUM  TI€YEHU  JIETKOM  CTENEeHH  TSKECTH
(5-6 6amtoB mo mkane Yainn-Ilpro) npuém stopukokcuba B qo3e 60 Mr oauH pa3 B CYTKH
compoBoKaaNcs yBenuueHuem cpeanero 3HaueHus AUC npubnusutensHo Ha 16% 1o cpaBHEHUIO
CO 3/10pOBBIMU JIMLIAMH, IPUHUMABILIMMH IIpenapar B TOH ke A03€.

Y  panueHToB ¢ HapylleHUsMH — (QYyHKUMM  I€YEHW  CpEelHEH  CTENEeHH  TIKECTH

(7-9 6amnoB no mkane Yaina-I1pro0), MpUHUMABIINX TOPUKOKCUO B 103e 60 MT 4epe3 IeHb, CpeiHee
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3HayeHre AUC ObIIO TaKUM XKe, KaK y 3J0OPOBBIX JIHII HDHHHMQHMM?J}&HE%@&J Sﬁ%ﬁ-'ﬁ:is.

B JIEHb. DTOPUKOKCHO B 103€ 30 MI OJJUH pa3 B I€Hb HE U3Yy4aJICS B JAHHOU MOMYJISILIUN.
JlaHHble KIMHUYECKUX WIM (PapMAKOKMHETHYECKUX HCCIEIOBAHUNA Yy MAaIlMEHTOB C TSHKEIbIM
HapyeHueM pyHkuuu nedenu (>10 6amos no mkane Yaina-I1e0) oTCyTCTBYIOT.

JINIa IMOKUIIOro BO3pacTta

dapMaKOKMHETHKA Y MOXKWIBIX (B Bo3pacTe 65 JeT U cTaplilie) conocTaBuMa ¢ (papMaKOKMHETUKON
Y MOJIOJIBIX.
Ilon
dapMaKOKMHETHKA STOPUKOKCHOA CXOAHA Y MY>KUMH U JKEHIIHH.

eTH
dapMaKOKHHETHKa  AITOPUKOKCMOA y  MHAlUMEHTOB  JETCKOro Bo3pacTa (B Bo3pacte
<12 ner) HE U3ydanack.
B dapmakokuHeTHYECKOM UcciieoBaHuu (N = 16), MPOBOAMBIIIEMCS Y TIOAPOCTKOB (B Bo3pacte oT 12
no 17 ner), dbapMakoKMHETHKA Yy TOJAPOCTKOB ¢ maccoi Tena oT 40 no 60 xr mpu mnpueme
3TOpUKOKcHOa B 103e 60 Mr OAMH pa3 B JIeHb U Y MOJPOCTKOB € Maccoil Tena > 60 Kr mpu mpueme
TOpuKOKcHOa B 103e 90 Mr ojuH pa3 B JIeHb ObUla aHAIOTHYHA (PapMAKOKHHETHUKE Y B3POCIHBIX MPHU
npueMe J3TOpukokcuba B go3e 90 Mr omuH pa3 B JeHb. be3omacHocTh U 3((HEKTUBHOCTH

TOPUKOKCHOA y MAIMEHTOB JIETCKOTO BO3pACcTa HE YCTaHOBJICHA (cM. paszen 4.2.).

6. ®APMAIEBTUYECKUE CBOMCTBA
6.1. IlepeueHb BCIOMOraTeIbHbIX BelleCTB

Dropukokcn0-Axpuxut, 60 Mr, TaOJIETKN, MOKPHITHIE NIEHOYHOM 000JI0UKON

Kanpuus rugpodocdat 6e3B0AHBIN

[enmrono3a Mukpokpucramummueckas (tum 102)
Kpockapmennosa Hatpus

Marnus creapar

IInenounas obonouka:

I'unpomennosza

JlakTO3B1 MOHOTHApPAT

TutaHa THOKCU

Tpuanernn

Kpacutens «FD&C cunumit Ne 2, antoMUHHUEBBIN JaK»

Kpacurens xene3a okcua KeJTblid
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Dropurokcub-Akpuxus, 90 MT, TAGIETKH, MOKPBITHIC nrenoulol beomoukeit | =1 1EHOCTE 0005)

Kanbius runpodocdat 6e3B01HbIIM
[enmrono3a Mukpokpucrtamummueckas (tum 102)
Kpockapmeinosa HaTpust

Marnus creapat

IInenounas obonouxa:

I'unpomennosa

JlakTo3b1 MOHOTHIPAT

Tutana THOKCU]

Tpuauetnn

D1opukokcn0-AxkpuxuH, 120 Mr, TabJIeTKH, IIOKPHITHIE INIEHOYHON 000JI0YKOH

Kanbius runpodocdat 6e3B01HbIIM

Henmrono3a mukpokpuctauinueckas (tum 102)
Kpockapmeinosa HaTpust

Marnus creapar

IInenounas obonouxa:

I'mnpomeinnosa

JlakTo3b1 MOHOTHIpPAT

Turana quokcun

Tpuauetnn

Kpacurens «FD&C cununii Ne 2, antoMUHHUEBBIN J1aK»

KpaCI/ITCJ'IB J)Kelle3a OKCUJ, AKEIThIN

6.2. HecoBMecTHUMOCTH

He npumenumo.

6.3. Cpok roaHocTH (CPOK XpaHeHHs )

3 roxa.

6.4. OcoOble Mepbl MPeIOCTOPOKHOCTH MPH XPAHEHUH

XpaHuTh TP TemnepaType He Boimie 25 °C.
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6.5. XapakTep M cojep:kaHue NePBUYHON ynako

Ilo 7, 10 wmm 14 Tabnmerok B OmucTep W3 IUICHKH TMOJMBHHUIXJIOPHIHOW  /
noymmBuHUIUAeHXIopuaHON (IIBX/TIB/IX) u (oasru anroMuHHEBOW MU W3 (OJIBTU XOJIOJHOTO
dhopmosanus (ITBX-Anromunnii-OITA) u ¢hosibru amtoMIUHUEBOM.

ITo 1, 2, 3 unu 4 6ncTepa BMECTE ¢ TUCTKOM-BKIQIBIIIEM B MAYKy KAPTOHHYIO.

6.6. OcoOble Mepbl  NpPeJIOCTOPOKHOCTH  NPH  YHHYTOKEHMH  MCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 NMpenapaTa WiH 0TXO0A0B, MOJY4YEeHHBIX M0cJe NPUMEHEeHHUs J1eKaPCTBEHHOI 0
npenapara, u Apyrue MaHUMYJISIIUU ¢ MPenapaTomM

OcoOble TpeOoBaHUs OTCYTCTBYIOT.

7.  JAEPXATEJb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccus

AxunoHepHoe oOmecTBo  «XuMuko-gpapmauestuueckuii  komObunat «AKPUXUH» (AO
«AKPUXWH»)

142450, MockoBckas 00acTh, r.0. boropoackwuii, r. Ctapas Kymasna, yin. Kuposa, 1. 29.
Tenedon/dakc: +7 (495) 702-95-03

Anpec snextponHoi moutsr: info@akrikhin.ru

7.1. TlpencraBuTe b Aep:KaTesisi perucTPAIMOHHOIO YA0CTOBEPEHUs

[IpeTeH3un HOTDGGHTGJIeﬁ HarpasJIATH 11O aAPCCV.

Poccus

AxkunoHepHoe  oOmecTBO  «XuMuko-gpapmauestuueckuii  komobunat «AKPUXUH» (AO
«AKPUXIHy)

142450, MockoBckass o6macth, T1.0. boropoackmii, r. Crapas KymaBna, yn. Kuposna,
o.29

Tenedon/dakc: +7 (495) 702-95-03

Anpec anextponHoi moutsl: info@akrikhin.ru

8. HOMEP PETHCTPALIMOHHOI'O YIOCTOBEPEHMSI
JITT-Ne(000888)-(PT-RU)

9. JIATA TEPBHYHOI PETMCTPALMM (IIOJATBEPKIEHUSI PETMCTPALINY,
MEPEPETUCTPALIMN)

[Hata nepsout peructpanuu: 09 nrons 2022
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10. JATA HEPECMOTPA TEKCTA

OO0mass xapakTepUCTUKa JIEKAPCTBEHHOIO IpernapaTa JTOPUKOKCHO-AKPUXHMH JOCTyIlHA Ha
UHPOPMALMOHHOM THopTane EBpa3uiickoro »KOHOMHMYECKOTO C€OX03a B  HMH(OPMAIMOHHO-

KOMMYHHUKAIMOHHOMU cetn «MHTepHeT» http://eec.eaeunion.org/
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