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OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “0%)

1. HAUMEHOBAHUE JTJEKAPCTBEHHOI'O IIPEITAPATA
['munro3an, 25 mr, TabJIETKH, MOKPHITHIC IIJICHOYHON 000JI0YKOM.
['munro3an, 50 Mr, TaOGJIETKH, TOKPHITHIE TUIEHOYHON 000I0YKOM.

['munrosan, 100 mr, TaOIETKH, MOKPBITHIC INICHOYHOU 000T0YKOM.

2. KAUECTBEHHBII M1 KOJIMYECTBEHHBIN COCTAB
JelcTBytoliee BEUIECTBO: CUTATJIMIITHH.

['nmunrosad, 25 mr, Ta0JETKU, HOKPBITHIE INIEHOYHOU 000JI0YKOM

Kaxnas Tabnerka mperapata comepkut: 32,13 mr cutarmuntaHa ¢docdara MOHOTHApATA
(PKBUBAJICHTHO 25 MI' CUTATJIUIITHHA).

['nmunro3ad, 50 mr, TabJIeTKU, DOKPBITHIE INIEHOYHOU 000JI0UKOM

Kaxnas tabnmerka npemaparta coiepxutr: 64,25 Mr cutarmuntaHa Qocdara MOHOTHApATa
(3xBHUBaJICHTHO 50 MI' CUTArJIUIITHHA).

['munrosan, 100 mr, TaOJIETKH, TOKPBITHIE INIEHOYHOU 000JI0UYKOM

Kaxnas tabnmerka npenapata cogepxut: 128,5 Mr cutarmuntaHa Qocdata MOHOTHApATa
(oxBuBanieHTHO 100 MI cUTarJIUNTHHA).

BcnomoratenbHble BelecTBa, HAJMYME KOTOPBIX HA/J0 YUYHUTHIBATh B COCTaBE JICKAPCTBEHHOI'O
npenapara: HaTpuit (cM. pasaen 4.4.).

[TonHbBIN TEpevYeHbh BCIOMOTATEIBHBIX BEIECTB MPUBEJIEH B pazeie 6.1.

3. JEKAPCTBEHHAS ®OPMA
Ta0neTku, NOKPBITHIE MIICHOYHOH 000I0UKOM.

[mmnoro3ad, 25 Mr, TaOJIETKH, ITOKPHITHIE TUIEHOYHON 000JIOYKON

TabneTku KpyTiible JBOSKOBBIMYKIIBIC, MTOKPBITHIE TUICHOYHON O00O0JIOYKOHM, OEI0r0 WM MOYTH
0esoro 1Bera.

['munrosad, 50 mr, Ta0JIETKH, DOKPBITHIE INIEHOYHOU 000JI0YKOM

TabneTku KpyTible NTBOSKOBBIMYKIIBIC, TTOKPBITHIE TUICHOYHOW 000JIOUKOM, O€0T0 MM MOYTH
OeJoro 1BeTa.

['munro3an, 100 mr, Ta6J'ICTKI/I, IMOKPBITHIC TIJIEHOYHOM 000J109KOM

TabneTku KpYTJIbIC JBOSAKOBBIITYKIIBIC, IMOKPLITHIC IUICHOYHOM OGOJIO‘-IKOI\/'L 0eJIoro Miau IMOYTH

OeJoro 1BeTa.

4. KIMHUYECKUE JAHHBIE
4.1. Iloka3aHusl K IPUMEHEHHUIO

IIpenapar ['munto3an nmoka3aH K IPUMEHEHUIO Y B3POCIIbIX.
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MoHnoTtepanus

[Ipemapar I'nunTo3aH MOKa3aH Kak JOMOJHEHHWE K JueTe W (U3HUYECKUM Harpy3kam Ui
YIIYUIICHUS TJIIMKEMUYECKOTO KOHTPOJISl y MAIlUEHTOB C CaxapHbIM JUa0ETOM 2 THIIA.

KOMGI/IHI/IDOBaHHaH TCpanuia

Kombunuposanue ¢ memgpopmurom

[Ipenapar I'munro3an B KOMOMHAIMKM € MET(GOPMUHOM IOKa3aH NalHMEHTaM C CaXapHBIM
nrabeToM 2 TUma AJisl yITydIeHUs TTHKEMHUYECKOT0 KOHTPOJISI B KAUeCTBE CTAPTOBOM Tepanuu Win
Korja auvera u (u3nyueckas Harpys3ka B COYETaHHUU C MOHOTEpanuei OJHUM M3 MepeUUCICHHBIX
IIpenapaToB HE MPUBOIAT K aIEKBATHOMY INIMKEMUYECKOMY KOHTPOJIIO.

Kombunuposanue ¢ npouzso0HbiMU CYIbHOHUIMOUEBUHb]

[Ipemapar I'nunTo3aH B KOMOWHAIMM C TPOM3BOJHBIMH CYJIb()OHHIMOUYEBUHBI TIOKAa3aH
MalUeHTaM C caxapHbIM [uabeToM 2 TuMa AJs YJIyYIIeHUS TNIMKEeMHYECKOTO KOHTpPOJIs, KOoraa
oueTa W (pu3nMyeckas Harpy3ka B COUYETaHHMHM C MOHOTEpAmueil OJAHMM U3 TEePEeYHCIICHHBIX
IIPEnapaToB HE IPUBOJAT K a/IEKBATHOMY IITMKEMUYECKOMY KOHTPOJIIO.

Kombunuposanue c aconucmamu PPAR-y

[Ipenapar I'munrTo3an B komOuHanuu ¢ aroHucramMmu PPAR-y (ThazomuauHaumoHamu) moka3aH
MalUeHTaM C caxapHbIM [uabeToM 2 TuMa AJs YJIyYIIeHUS TNIMKEeMHYECKOTO KOHTpPOJIs, KOoraa
queTa W (u3nMyeckas Harpy3ka B COYETaHMM C MOHOTEpamueil OJHMM U3 NEepEeYMCIIEHHBIX
[penapaToB HEe IPUBOJAT K a/IEKBATHOMY IITMKEMUYECKOMY KOHTPOJTIO.

Kombunuposanue c memgopmunom u npouzsooHsIMuU CylbGOHUIMOYEBUHBL

[Ipemapat ['munro3an B KOMOMHAIMH ¢ METQPOPMUHOM U MPOU3BOJHBIMH CYJTb(HOHUIMOYESBIUHBI
MOKa3aH IMalMeHTaM C caXapHbIM JuabeToM 2 TUma JUisl YIy4YIeHUs TITMKEMUYECKOro KOHTPOJIS,
Korja auera u (u3nueckas Harpy3ka B COYETAaHMM C Tepanued ABYMsI U3 MEepedHCIIEHHBIX
MpenapaTroB HE MPUBOIAT K aJIEKBATHOMY INIMKEMUYECKOMY KOHTPOJIIO.

Kombunuposanue ¢ memgpopmunom u aconucmamu PPAR-y

[Ipemapar I'munto3an B komOuHanuu ¢ MerpopmuHoM u  aroHucrtamu PPAR-y
(TMa30JIMAMHINOHAMHU) TMOKa3aH MalMeHTaM C caxapHbIM auabeToM 2 Tuma Ais YIy4lIeHUS
TJIMKEMHYECKOT0 KOHTPOJIS, KOT/1a IneTa U pu3ndeckas Harpy3ka B COYETaHUH C Teparuen TByMs
U3 MEPEYUCIICHHBIX IPENapaToOB HE NPUBOAST K aJI€KBATHOMY TJIMKEMUYECKOMY KOHTPOIIO.
Kombunuposanue ¢ uncynurnom

[Ipenapat ['munTo3aH mokaszaH MalMeHTaM ¢ CaxapHbIM TUa0eTOM 2 TUIa B KaY€CTBE JOMOJIHEHUS
K MHCYNuHY (c mnm 6e3 merdopMuHA) B T€X Claydyasx, KOrjaa auera, (pu3uveckue Harpy3kd U

craduIbHas A03a UHCYJIMHA HC ITPUBOIAT K aICKBATHOMY INIMKEMHUYCCKOMY KOHTPOJIIO.
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4.2. Pe:xuM 103UPOBAHUS M CIIOCO0 NMPUMEHeHHs

PexxuM J103upoBaHus

Pexomennyemas noza npenapara I munrto3an cocrasinseT 100 mr 1 pa3 B CyTku BHYTpPb B KauecTBE
MOHOTEPAIUHU, WIA B KOMOUHAIIMH ¢ MET(HOPMUHOM, UM TPOU3BOJHBIMU CYIb(HOHUIMOYEBHHBI,
ninn aronucraMu PPAR-y (TmazonuauHIMOHAMU), WIIM WUHCYJIUMHOM (C i 0e3 MeT(pOopMHHA),
1100 B KOMOMHAIMY ¢ MET(POPMHUHOM H IIPOU3BOHBIM CYJIb()OHMIMOUEBUHBI, HIIK METPOPMHUHOM
u aronuctamu PPAR-y.
Pexxum nozupoBanust MeTOpMHUHA, MPOU3BOIHBIX CYIb()OHUIMOYECBUHBI U aroHucToB PPAR-y
JOJIKEH MOAOUPAThCS UCXO/IS U3 PEKOMEHIOBaHHBIX /103 AJIsl ATHX JIEKAPCTBEHHBIX CPEJICTB.
[Ipu xomOuMHMpoBaHMK TpenapaTta [MOTO3aH C MPOWU3BOAHBIMH CYJTh(OHUIMOYEBUHBI WIH C
UHCYJIMHOM TPAJAWIMOHHO PEKOMEHIYEMYI0 103y INPOU3BOIHOTO CYyJIb(OHUIMOYEBUHBI WU
MHCYJIMHA  1IeIeCOO0pa3HO  YMEHBIIUTh JUIS CHIDKEHHS pUCKA Pa3BUTHUS  CYJIb(OH-
UHYIIUPOBAHHON MM UHCYJIHH-UHIYIUPOBAHHOMN TUIOTIMKeMun (cM. paszen 4.4.).
B cnywae ecnin mauMeHT mpomycTWs IpuUeM mpenapara [nmnrosaH, mpenapaTr JOJIKEH ObITh
NPUHAT KaKk MOXKHO OBICTpee IMOcie TOro, Kak MalWeHT BCIIOMHHUT O MPOIYIIEHHOM IpHeMe
npenapara. Hemonyctum npuem 1BOMHOM 10361 Tpenapara [Mnro3ad B OJIMH U TOT K€ JECHb.
eTH
[Tpenapat ['munTo3aH He cienyeT NPUMEHSTh AETAM M MOJpocTKaM B Bo3pacte oT 10 no 17 net
U3-3a HeOCTaTO4HOH 3¢ dekTuBHOCTH npenaparta. [Ipenapar ['nunro3an He usyvancs y neteil B
Bozpacte 10 10 ner.

Oco0bIe I'pynnbl DaMCHTOB

Ilayuenmvi ¢ napyuwienuem GynKyuu novex

BBumy HeE0OXOAMMOCTH KOPPEKIMH 03l TalWeHTaM ¢ HapymeHHeM (YHKIHH [OYeK
pEKOMeH1yeTcs IPOBOIUTH OLIEHKY (PYHKILIMH ITOYEK J0 Hayalla JiedeHus npenapaTom I unrosan
U TIEPHOMYECKH B MTPOLECCE JICUCHUSI.

[TatmenTam ¢ HapymieHHeM (YHKIMH TTOYEK JIETKOM CTENeHH TSHKECTH (pacdeTHash CKOPOCTh
ky6oukoBoii pumbTpanun (eGFR) ot > 60 min/mur/1,73 M? 1o < 90 Mu/mun/1,73 M%) Koppekun
710361 Ipenapata [ munro3an He TpedyeTcs.

Jis  mauumeHToB ¢ HapylmleHMeM — (QYHKUMH  [OYeK  CpelHeH  CTeMeHH  TSKECTH
(eGFR ot > 45 ma/Mun/1,73 m? 1o < 60 Mn/mun/1,73 M?) KoppeKuuu 10361 npenapaTa [ munrosan
He Tpedyercsl.

Jis  mauumeHToB ¢ HapylmleHMeM — (QYHKUMH  [OYeK  CpelHeH  CTeMeHH  TSKECTH
(eGFR ot > 30 mn/mun/1,73 M? 110 < 45 mn/mun/1,73 M?) no3a npenapata IIHITO3aH COCTAaBIAET
50 mr 1 pa3 B cyTKu.

Jns nmamueHTOB ¢ HapymieHMeM — (QYHKUMM  TOYEeK  TSDKEJIOW  CTeNEeHH  TSHKECTH
3
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

xponndeckoii Oomesnn mouek (XBIT) (eGFR < 15 wn/mun/1,73 M%), Hykpaoommxcs B
reMO/IMAIM3¢ WK MIEPUTOHCATbHOM JHau3e, 103a npenapara [ unro3an coctasiseT 25 mr 1 pas
B cyTkH. [Ipemapar [ TUOTO3aH MOYKET MPUMEHSTHCS BHE 3aBUCHMOCTH OT PACIIHCAHUS IIPOLIEIYPhI
JIHaTN3a.

Tayuenmoi ¢ Hapywenuem QynKyuu nevenu

He tpebyetcst koppekuuu 1036l mpenapara [JIMnTo3aH y MaludeHToB ¢ HapylmieHHeM (QyHKIUH
[ICUEHHU JIETKOH W CpEIHEH CTelmeHH TshKecTd. lIpemapaT He HCCIIEAOBalCS y IAlHUEHTOB C
HapymeHrHeM (QYHKIMH TICUYCHH TAXKEIOU CTEIEHH TKECTH.

Tayuenmor noxcunoeo eospacma

He tpeOyercst koppekiuu 10361 pernapara [ JIMnTo3an y MoKMIbIX HallieHTOB.

Cnoco6 IIPUMCHCHUA

[TpyHUMAIOT BHYTpb.

[Tpenapat ['nunro3an MokeT NPUHUMATHCS HE3ABUCUMO OT IpUEMa MUY,

4.3. IIpoTuBONOKA3aHUSA

- T'unep4yBCTBUTENBHOCTh K JCHCTBYIOIIEMY BEIIECTBY MM K JIFOOOMY M3 BCIIOMOTATEJIbHBIX
BEIIIECTB, IEPEUNCIICHHBIX B pa3zaene 6.1.;

- 0epeMEeHHOCTh, IEPUO/I IPYAHOTO BCKapMIIMBAHMUS;

- caxapsblii aualer 1 Tuna;

- nnabeTH4ecKuil KeToaru103;

- nerckuil Bo3pacT 0 18 ner (mockonbky 3¢@deKTHBHOCTH M 0€30HacHOCTb NMPUMEHEHUS
npenapara y AeTei u moJapocTKOB /10 18 jieT He ObUTH MTOATBEPKICHBI).

4.4. OcoOble ykazaHMsl M1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEeHUH

C 0CTOPO’KHOCTBIO

Hapywenue ¢pynkyuu novex

OCHOBHOM TyTh BBIBEICHMSI CHUTATJIMIITUHA W3 OpraHW3Ma — I0YedHass JKckpeuws. Jlis
JIOCTMHKCHHS TAKHMX )K€ TUTa3MEHHBIX KOHIIEHTPAITNH, KaK U Y MaleHTOB C HOPMaJIbHOU (DyHKITUEH
nouek, manuentam ¢ eGFR < 45 miu/mun/1,73 M2, a Takke MarueHTaM ¢ TEPMHUHAIIBHOM CTaINEN
XBII, TpeOyromel reMoAuanu3a WIM TEPUTOHEATLHOTO JUaNHM3a, TpeOyeTcs MPOBOAUTH
KOPPEKIHIO (CHIKEHUE) A03bI npenapata [ munTo3an (cM. paznen 4.2.).

Ilanxkpeamum

Brutn mosry4eHb! cOOOIIeHHs O pa3BUTHH OCTPOTO MAaHKPEATHTA, BKIFOUAsi TeMOpPparudecKuii uim
HEKPOTUYECKUH C JETAIbHBIM H 0€3 JIeTaJhbHOrO0 HWCXOJa, y TMAIMeHTOB, MPUHUMAIOIINX
cutarinTiH (cM. pasnen 4.8.). [larueHTsr JOMKHBI OBITh TPOMH(POPMHUPOBAHBI O XapPAKTEPHBIX

CUMIITOMAx OCTpOTIO ITaHKpCaTUTAa: CTOﬁKHe, CUJIBHBIC 6OJ'II/I B )xuBote. Kimmanueckue IIPOABJICHUA
4
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COOTBETCTBYET 3KCTMEPTHOMY OTYETY

NaHKPEaTHUT HEOOXOIMMO NPEKpaTUTh MpHeM mpemnapara [MnTo3aH u APYyrux MOTEHIMAIHHO
OTIACHBIX JICKAPCTBEHHBIX MPENapaToB.

T'unoanuxemus

[To naHHBIM KIIMHUYECKUX UCCIIEI0OBaHUN CUTATJIUIITHHA YaCTOTa BOSHUKHOBEHUS THIIOTIMKEMUHU
Opd MOHOTEpanMM W KOMOWHUPOBAHHOM Tepamuu C TpenapaTamMy, HE BBI3BIBAIOIIUMU
TUIOTIIMKEMHIO  (MET(GOPMHH, MHOTINTA30H), OblIa COMOCTaBUMa C YacCTOTOW pa3BUTHA
TUIOTTIMKEeMUH B rpynmne miane6o. Kak v B ciaydae mnpuema JApyrMX THIIOITIMKEMHYECKUX
IpenapaToB COBMECTHO C CyJIb()OHMIMOUYEBHMHON WJIM HHCYJIMHOM, 4YacTOTa BO3HUKHOBEHUS
TUMOTJIMKEMUH TIPU TPUMEHEHWW CHTArJUNTHHA B KOMOWHAIMM C WHCYJIMHOM WA
HPOM3BOHBIMU CYJIb()OHUIMOYCBHUHBI ObLIA BBIIIE, YEM MPH IpueMe mianedo (cM. paszaen 4.8.).
C 1enplo CHUKEHUS PUCKA PAa3BUTHUS MHCYJIUH- WIN CYlIb(QOH-UHIYLIUPOBAHHON MIIOIIMKEMHUU
7103y MHCYJIMHA WJIH POM3BOIHOTO CYJIb(OHHIMOYCBUHBI CIIyeT YMEHBIIUTD (CM. pasznen 4.2.).

PeaKHI/II/I TUINICPUYYBCTBUTCIIbHOCTH

B xoxe mocTperucTparimOHHOTO MOHUTOPHUHTA MPUMEHEHHsI CHUTATJHMITHHA OBLUTH BBISBICHBI
Cepbe3HbIe PEAKIMU T'MIIEPUyBCTBUTEIBHOCTU. JlaHHBIE peaKkUuu BKJIHOYAIM aHa(pUIAKCHUIO,
AQHTMOHEBPOTUYECKUN OTEK, SKC(OIMATUBHBIE KOXXKHbIE 3a00J€BaHMsA, BKJIOYas CHHAPOM
Crusenca-Jl>xoHcoHa. [lockoiabKy 3TH JaHHbIE ObUIM IMOJIy4YEHBI 1OOPOBOJBHO OT MOMYJISLUU
HEOIpeIeIEHHOr0 pa3Mepa, 4acTOTy M MPUUYMHHO-CJIEICTBEHHYIO CBSA3b JAHHBIX pEaKLUUi ¢
Tepanuei onpeaeauTh HEBO3MOXKHO. JJaHHBIE peaKklMi BO3HUKAIU B TEUCHHE MEPBHIX 3 MECALEB
1ocje Havyalsla JICUeHUs] CUTArJIMIITHHOM, HEKOTOpble HaOII0IaIuCh 1OCIe TpHeMa MepBoi 103bl
npenapata. Ecnum mogo3peBaercs pa3BUTHE peaklMU TUIEPYYBCTBUTENBHOCTH, HEOOXOAMMO
NpeKpaTHTh MpHeM Mpenapara [TUNTo3aH, OLEHUTH IPYrHe BO3MOXKHBIC MPUYMHBI PAa3BUTHS
HE)KEJIaTeIbHOTO SIBIEHUS M HAa3HAYUTH JIPYTyI0 MEIMKAMEHTO3HYIO TEpamuio JUIsl JICYeHUs
caxapHoro nuabeta (cM. pazaensl 4.3. u 4.8.).

[IpuMeHeHre v JUI HOKUIOT0 BO3pacTa

B xnuHuueckux uccnenoBaHusax 3Q(EeKTUBHOCT, U 0€30MacHOCTh IMpernapaTa CUTArJIMITHHA Y
HOXWIBIX MalUeHTOB (= 65 ner, 409 manueHToB) ObUIM CPAaBHUMBI C 3THUMHU MOKA3aTENsIMU Y
NalMveHToB Mosioke 65 ser. Koppekunu 10361 B 3aBUCUMOCTH OT BO3pacTa He TpeOyercs.
[Toxusble MalMeHThI Yallle CKJIOHHBI K Pa3BUTHIO HapylieHus GyHKIUU noyek. COOTBETCTBEHHO,
KaK U B IPyTUX BO3PACTHBIX IPyIIax, HE00X0A1uMa KOPPEKIHS J03bl Y MAallMEHTOB C BEIPAKEHHBIM
HapyluieHueM (YHKIMH o4eK (cM. paszzen 4.2.).

Byiuie3ssiii nemduronsa

VY manueHToB, MPUHUMABIIMX HHrHOWTOpHI aumnentuauinentuaassi-4 (JI11-4), cooOriamuch

MOCTPETUCTPALIMOHHBIE CIIy4ad BO3HUKHOBEHHUS Oyiuie3Horo mneMmduronaa, TpedyroLlero
5
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OT CHUCTEeMHOH HMMyHoOcynpeccuBHOM Tepanuu u otmeHsl [III1-4 wunrnburopa. IlammenTsi
JOJKHBI OBITH MPOMH(DOPMHUPOBAHBI O HEOOXOJUMOCTH COOOIIATh O PAa3BUTHH BOJIBIPEH HIIH
U3BSA3BICHUN B XO/€ JeueHus mpemnaparoMm [nmnrosan. B cinyudae mojo3penus Ha OyIsie3HbIN
neMuron; He0OOX0MMO MPEKPATUTh MpUeM rpenapaTa [ munTo3an u 00paTUTHCS K IEPMATOJIOTY
JUIS AMarHOCTHKH U HA3HAYCHHUS COOTBETCTBYIOILETO JICUCHUSI.

BcrnioMmorarensHble BEeCcTBA

JlanHBIi penapaT coAepKUT MeHee 1 MMoutb (23 Mr) HaTpHs B pa30BOM J03€ Mpernapara, TO €CTh,
10 CyTH, HE COJEPKUT HATPUSI.

4.5. B3amMmopeiicTBHMe ¢ [PYTMMH JIEKAPCTBEHHBIMH MpenapataMM H JApyrue BHIbI
B3aMMO/ el CTBHA

B uccrnenoBanusx mo B3auMoJIeHCTBUIO C JPYTHMMHU JIEKAPCTBEHHBIMH CPEJICTBAMU CUTATIIUIITUH
HE OKa3bIBaJl KIIMHUYECKH 3HAYUMOro 3¢ dekra Ha (hapMaKOKMHETHKY CIEIYIOIIMX MpernapaToB:
MeTQOpMHHA, POCHITIMTA30HA, TIIMOCHKIAMHUAA, CHUMBAcTaTHHA, BapdapuHa, MNEpPOPATBHBIX
KOHTpanenTuBoB. OCHOBBIBAsICh HAa 3THX JAHHBIX, CUTATJHUITHH HE MHTHOUPYET M30(EpMEHTHI
CYP3A4, 2C8 wiu 2C9. OCHOBBIBAsCh HA JaHHBIX IN VItr0, CUTATTIMITHH TaK)Ke HE HHTHOHPYET
uzopepmentsl CYP2D6, 1A2, 2C19 u 2B6 u ne unayupyet uzodpepment CYP3A4.
MHorokpatHslii npueM MeT@opMHUHAa B KOMOMHAIMM C CUTArJMOTHHOM HE OKa3bIBall
CYLLIECTBEHHOTO BJIMSHHUS Ha (PapMakKOKMHETHYECKHE MapaMeTpbl CHUTAIJIUITHHA Y OOJBHBIX
caxapHbIM AuabeToMm 2 THMa.

[To maHHBIM MOMYNSAIIMOHHOTO (HapMAKOKMHETHUECKOTO aHalin3a OOJBHBIX CaxapHbIM JHabeToM
2 Tuma COMyTCTBYIOIAs Tepanus HE OKa3blBala KIWHUYECKHM 3HAYMMOIO BIUSHUS Ha
(apMaKOKMHETHKY CHUTAarJMNTHHA. B uccienoBaHuM OLEHUBAIM psAJ IpernaparoB, Haumbosee
YacTO HUCMOJNb3yeMBIX OOJIBHBIMU  CaxapHbIM jAuabeToM 2 TUma, B TOM  YHCIE:
TUNONUMUIEMUYECKUe  mpenaparsl  (cTatuHbl, (GuOparbl, 933eTUMUO), aHTHATPETAHTHI
(konuaorpen), aHTUTUIIEPTEH3UBHbIE Mpenaparbl (MHTHOUTOPBl aHTMOTEH3UHIIPEBPAILIAIOIETO
depmenra (AIID), aHTArOHUCTHI pPEIENTOPOB aHrHOTeH3WHA II, OeTa-aapPeHOOI0KATOPHI,
6JI0KaTOPbI KAIBLIMEBBIX KAaHAJIOB, THAPOXJIOPOTHA3U]T), HECTEPOUIHbIE TIPOTUBOBOCHAIUTENILHBIE
npenapatsl  (HampoKCeH, JUKIO(peHaK, IeNeKokcuO), aHTuaenpeccaHTsl (OympornuoH,
(bi1yoKCceTHH, cepTpajlH), aHTUTHCTaAMUHHBIE TIpenapaThl (LIETUPU3HH ), HHTUOUTOPBI TPOTOHHON
noMIbl (OMENpas3oj, JAHCOIpa3oyl) M Mpenaparhl Uisl JICYEHUS SPEKTHIBHON IuchYyHKIUU
(cunpenadumn).

Bbu1o oTMeueHo HeOOIbIIIOE YBEINYCHHUE TIOIIAAN O] KPUBOW «KOHIIeHTpanusi-Bpems» (AUC)
(11 %), a raxxe cpeaned Cmax (18 %) AMroKkcHMHAa TPH COBMECTHOM MPHMEHEHUH C

CHTArJIMIITHHOM. JTO YBCIIUYUCHUEC HC CUHUTACTCA KIMHHUYCCKHU 3HAYHMBIM. He PEKOMCHAOYCETCA
6
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COOTBETCTBYET 3KCTMEPTHOMY OTYETY

boiio ormeueno ysenmnuenne AUC U Cmax cutarnuntuia Ha 29 % u 68 %, COOTBETCTBEHHO, y
MAIUEHTOB P COBMECTHOM MPUMEHEHUH Pa30BOM mepopayibHO# 1036 100 MI cUTarmnTuHa U
pa30Boii nepopaibHOi 1036l 600 MI' HUKIOCTIOPUHA, MOIIIHOTO MHTHOUTOpaA P-TIUKOIPOTEHHA.
Habmonaembie n3mMenenus GpapMakOKHHETHUECKUX XapaKTEePUCTUK CUTATTIUITHHA HE CUUTAIOTCS
KIIMHUYECKH 3HaYMMbIMU. He pekoMeHIyeTcsi n3MEeHEHUE JJO3bl CUTATJIMIITHHA PU COBMECTHOM
NPUMEHEHUN C IUKIOCIIOPUHOM W JPYTUMU HWHTHOUTOpPAMH P-TJIMKOIPOTEHHA (HAmpumep,
KETOKOHA30JIOM).

[TonmynsiuoHHbld  (hapMaKOKMHETHUECKUN aHalu3 MalMeHTOB M 3J0POBBIX JOOPOBOJIBIIEB
(N=858) Ha mupoKuii CIEKTP COMyTCTBYIOUUX MpenaparoB (N=83, npuOIu3uTeNbHO MOJIOBHUHA
13 KOTOPBIX BBIBOAMTCS TIOYKAMU ) HE BBISIBIII KAKUX-TTHO0 KIIMHUYICCKU 3HAYMMBIX 3PPEKTOB ITHX
BelIeCTB Ha (hapMaKOKWHETUKY CUTArJIUIITHHA.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb M JIAKTALMS

bepemeHHOCTD

He mpoBOauiIOCh KOHTPOJIMPYEMBIX HCCIICOBAHHA CUTATIMITHHA Y OEPEMEHHBIX >KCHIIWH,
CJIeIOBATEeNbHO, HET JaHHBIX O OE30MacCHOCTH €ro MnpuMeHeHus y OepemeHHBIX. [Ipemapar
['munTo3aH, Kak U Jpyrue mnepopaibHble THUIIOTTTMKEMUYECKUE MpenapaTsl, He PEKOMEH0BaH K
MIPUMEHEHUIO BO BpeMsi OEPEMEHHOCTH.

JlakTanus

OTCYTCTBYIOT JaHHBIE O MPOHHUKHOBEHWM CUTATTUNTHHA B TpyAHOE MoJjoko. CremnoBaTenbHO,
npenapat [ munro3aH He TOJKEH Ha3HAYAThCS B IEPUO TPYAHOTO BCKApMITMBAHUS.

4.7. Bausinde HAa CHOCOOHOCTH YNPABJATHL TPAHCHOPTHBIMHU CPeICTBAMU W padoTaTh ¢
MeXaHU3MaMHu

He mnpoBoaunochk wucciaenoBaHUl MO W3YYEHUIO BIMSHUSA CUTArTUNTHHA Ha CHOCOOHOCTh
VOpPaBIsATh TPAHCHOPTHBIMU CpPEACTBAMH M paboTaTh ¢ MexXxaHW3MaMH. TeM He MeHee, He
OXHJACTCSI  OTPUIIATSIIBHOTO  BIIMSIHMS —~ CHUTArJMNTHHA HA  CIIOCOOHOCTH  yIPAaBJIATH
TPAHCIIOPTHBIMU CPEACTBAMH U PabOTaTh ¢ MEXaHU3MaMH.

4.8. Hexkenare/ibHbIE peaKUNU

Pesrome npoduiist OesonacHoCTH

Coo0mmajioch 0 Cepbe3HBIX HEXKENATCIIbHBIX SBICHUSX, BKIIFOUABIINX TMAHKPEATUT W PEaKIuu
TUIIEPYYBCTBUTEILHOCTHA. [ UTIOTJIMKEMHUIO PETHCTPUPOBAIA TIPU TNPUEME CHUTArJUNTHHA B
coYeTaHuu ¢ cyabpoHunmoueBuHou (4,7-13,8 %) u uncyauaom (9,6 %) (cMm. pasaen 4.4.).

TabauyHoe pe3rOMeE HEXKENATEIbHBIX PEAKIIUMT

HexxenarensHbIe p€akinu pacCrnpeaciaCHbl B 3aBUCUMOCTHU OT YaCTOTHI UX BOSHUKHOBCHHUA: OUYCHDb

gacto (= 1/10); wacto (ot > 1/100 mo < 1/10); mewacto (ot > 1/1000 mo < 1/100); penxo
7
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HUMCIOIIMXCA AaHHBIX OOCHHUTDH HCBOBMO}KHO).

YacToTa HEXeIaTeIbHBIX SIBJICHHfl, BBISIBJICHHBIX B HJIaI_[e60-KOHTpOJII/IpyeMBIX KIIMHUYCCKUX

HCCIICAOBAHUAX CUTAITIUIITHHA B MOHOTCpAIU U ITPHU NOCTPETUCTPALIMOHHOM Ha6HIOI[€HI/II/I.

HexenarensHoe sBieHNE

YacroTa HeXKenaTenbHOIO SIBICHUS

Hapymienus co cTopoHbI KpOBU ¥ THM(ATHYECKON CUCTEMBI

TpomOoumronenus

Penxo

Hapymenus co ctopoHbl HIMMYHHOM CHCTEMBI

PeaKHI/II/I TUNIEPYYBCTBUTCIILHOCTHU, B TOM YHCJIC

aHaduIaKcHs

YacroTa HEM3BECTHA

HapymeHI/I;I MeTa0oNMHM3Ma U ITUTaH!S

2

I'unornmukemust Yacto
Hapyienust co cTopoHbl HEPBHOM CUCTEMBI

I'osmoBHas 60JIb Yacto
I'onoBokpy:xeHue Heuwacro

Hapy1enus co cTOpoHbI IbIXaTeNbHON CUCTEMBI, OPraHOB I'PYIHOM KJIIETKH U CPEOCTEHUS

I/IHTepCTI/ILII/IEU'ILHOC 3a00J1eBaHKe nermxl

YacToTa HEM3BECTHA

)Ke.]'[y,[[OqHO'KI/IH_ICLIHLIe HapyHICHUA

3arop

Heuacto

Peoral

YacToTa HEM3BECTHA

Octpsiit mankpearutl>?

YacToTa HEM3BECTHA

®aranpHbIN 1 He(aTaTbHBIN reMopparnuecKuii

¥ HEKPOTUYECKHH MTAaHKPeaTHT

YacToTa HEU3BECTHA

HapymeHI/m CO CTOPOHBI KOXU U IMOAKOKHBIX TKaHeHn

3yt

Heuacto

AHTHOHEBPOTHYECKHI OTeK

YacToTa HEU3BECTHA

Crinpt?

YacroTa HEM3BECTHA

Kpamusanal?

YacToTa HEU3BECTHA

KosxHBIi# BacKymmT!?

YacToTa HEU3BECTHA

3KC(I)OJ'II/IaTI/IBHBIC 3a00JIeBaHUS KOXXH, BKJIrFOYast

CUHIPOM Crusenca-Jlxoncona’?

YacroTa HEM3BECTHA

BynnesHsiii nemguron:

YacToTa HEU3BECTHA

Hapy1eHust co CTOpOHBI MBIIIEYHOM, CKEJIETHOU

U COEIMHUTEIBHON TKAaH!

Aprpanrus’

YacToTa HEU3BECTHA
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Boms B crimne! YacToTa HEU3BECTHA
Aptponatust Yacrora Hen3BeCTHA

Hapyiienust co cTopoHbI IOYEK M MOYEBBIBOIALIMUX Ty TEH

Hapymenue GyHkimu nodex’ Yacrora Hens3BecTHA

1

OCTpaSI IIo4Yce4yHass HEJOCTAaTOYHOCTDh YacroTa HEM3BECTHA

! HexenaresbHble siBIICHYS ObLIH BBISIBICHBI B XO/IE MOCTPETUCTPAIIMOHHOTO HAOIIOCHUSI.
2 Cwm. pazzien 4.4.
SCm. nHpopMmarmio 1o MccnenoBanuto cepaeuno-cocyaucroi 6ezonacaoct TECOS Hmke.

OnucaHue OTJICNIBHBIX HEXKENATSIbHbIX IBJICHUI

[ToMrMO CBSI3aHHBIX C TIpENapaToM HEKENaTeIbHBIX SBICHUH, OMMCAHHBIX BBIIIC, HEXKENATEIILHbIC
SIBJICHUSI PETUCTPUPOBAIN HE3aBHCHMO OT HAIMYMS CBSI3H C IIPENApaToM, €CII OHU Pa3BUBAIIHCH KaK
MUHHMYM y 5 % u 0oJiee MarueHTOB, MOJyYaBIINX CUTATIUIITHH, B TOM YHCIIC HH()EKIMH BEPXHUX
JIbIXaTeNbHBIX MyTel 1 Ha3o(apuHruT. HexenarensHbIMU SIBICHUSAMHU, ITOJIIEKABIITMMU PETHCTPAIIIH
JOTIOJTHUTENTLHO, BHE 3aBUCUMOCTH OT HAJIMYHUS CBSI3H C MPENapaToM, ObUIM peaKiiy, KOTOpPhIE Yallie
Pa3BUBATUCH Y MAIMEHTOB, MOTYYaBIINX CUTATIMIITHH (4aCTOTa HE JOCTHraia ypoBHs 5 %, HO Obu1a
6onee yem Ha 0,5 % BbIIIE B IPyMNIaxX CUTATJMIITHHA IO CPABHEHUIO C KOHTPOJILHOW TPYIIION); OHU
BKJIIOYAJIM OCTE€0APTPO3 U O0JIb B KOHEUHOCTSIX.

Hekoroprle HexenaTenbHble SIBICHUS  PETHCTPUPOBAIMCH 4Yalle B HCCIEIOBaHMAX C
KOMOWHHMPOBAaHHBIM TPUMEHEHHEM CHTArIMITHHA W JPYTHX CaXxapOCHIDKAMOIIMX TIPErapaTos,
HEXEJM B UCCIIECHOBAHUIX MOHOTEpANHU CHTArTUNTHHOM. OHM BKIIIOYAIN TUTIOTIMKEMHIO (OYEHb
9acTO B KOMOMHAIIMH C MMPOU3BOIHBIME CYIb(OHUIMOUYEBUHBI U MET(HOPMHHOM), TPHIII (4aCTO HA
¢done npuema uHCyMuHA (¢ MeTHOPMUHOM U O€3 HEro)), TOITHOTAa U PBOTA (YAacTO B KOMOWHAIIUU C
MET(OpMUHOM), B3AYTHE JKMBOTa (YacTo NpU MPUMEHEHUH BMECTE€ C MET(GOPMUHOM WU
NWOTJIMTa30HOM), 3amop (Yacto Tpd TNPUMEHEHHM B COYETaHHH C  TPOM3BOJIHBIMU
Cynb(hOHUIMOUEBHUHBI U MET(HOPMHUHOM), TepudepuvecKue OTEeKH (4acTo MPH MPUMEHEHUH B
COYETaHUW C THOTIMTAa30HOM WJIM KOMOWHAIIMEW MUOTIIMTa30Ha U METPOpMHHA), COHJIMBOCTb U
nuapes (HeyacTo Impy KOMOMHALMKM ¢ METPOPMUHOM), CyXOCTh BO PTY (HEYACTO MpY KOMOMHAIINH C
MHCYJIMHOM (C MeT(GOpMUHOM U O€3 HET0)).

HUccnedosarnue no oyernxe cepoeuno-cocyoucmoti 6ezonactocmu cumaznunmuna (TECOS)

B uccnenosanue mo orneHke cepaedHo-cocymuctoi 6ezomacHoctu cutarmuntuHa (TECOS) 6buio
BKJTIOUEHO 7332 manuenTa, KoTopble mpuHUManu cutarauntyd 100 mr B nieHs (uu S0 Mr B IeHb, eCin
WCXOMHBIA TOKa3aTellb pPacdYeTHOW CKOPOCTH KIyOO4YKOBOM QuibTpaiuu Obut > 30 w
<50 Mi/mun/1,73 M%), n 7339 nauuenToB, NPHHUMABIINX MIAe60, B 0OLIEH MOMyIAIMY ALHEHTOB,

KOTOpbIM OBLIO HazHaueHO JieueHue («intention-to-treaty). Vccnemnyemsiii npenapar (CHTarIMITHH
9
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CTaHJapTaM IO BBIOOPY IIe7eBOTO ypoBHS HbAc ¥ KOHTPOIIIO CepIeYHO-COCYHCTBIX (HaKTOpPOB
pucka. OOmiasi yacrora BO3HMKHOBEHHSI CEPbE3HBIX HEXKENATENIbHBIX SIBICHUN Yy TMAIMEeHTOB,
MIPUHUMABIIHUX CUTATJIMITTHAH, OblJIa TAKOH e, KaK y MaIllMeHTOB, MPUHUMABIINX I11a1e0o.

B nomysiimu mariueHToB, KOTOphIM ObLIO Ha3HauYeHO jieueHue («intention-to-treaty), cpemu tex, KTo
UCXOJHO TIONyYald WHCYJMHOTEPANIUI0 W/WIM Mpenaparbl  Cylb()OHMIMOYEBUHBI, YacTOTa
BO3HUKHOBEHUSI 3IM30/I0B TSHKENION TMIIOTTIMKEMUH cocTaBmwia 2,7 % y maliueHToB, IPUHUMABIINX
CUTANIMNTHH, U 2,5 % Yy TalMeHTOB, MPUHUMABIIMX Tuiane6o. Cpeny MarueHToB, UCXOTHO HE
MOJTyYaBIIMX WHCYJIMH W/WIN TIPENapaThl CyJIb(HOHUIMOUYEBHUHBI, YaCTOTA BO3SHUKHOBEHUS ITHU30/10B
TSDKENION runoriukemMun coctasmwia 1,0 % y manueHToB, NpuHUMABIIMX cutarauntud, u 0,7 % y
MAIMEeHTOB, NMPUHUMABIIKUX IU1ane6o. Yacrora BO3ZHHUKHOBEHUS TMOATBEPXKICHHBIX AKCIEPTHU3OM
ciydaeB nankpearuta coctaBuia 0,3 % y nmanueHToOB, NpUHUMABIIMX cUTarauntud, U 0,2 % y
MAIMEHTOB, IPUHUMABIINX I11a11e0o0.

COO6HI€HI/I€ 0 TOA03PEBACMBIX HEXKCIATCIBbHBIX PCAKIINAX

BaxxHo coo0mare O TMOA03pEBAEMBIX HEXKENATeNbHBIX PEAKIHUAX II0CIEe PETUCTPAINH
JIEKapCTBEHHOT'O Tpernapara ¢ 1elibio 00ecrneYeHrss HempPepbIBHOIO MOHUTOPUHTA COOTHOIICHUS
«T0Jb3a — PHUCK» JIEKAPCTBEHHOI'O Mpernapara. MeaunuHCKUM pa0OTHUKAM pPEKOMEHIYeTCs
coo01aTh O JIIOOBIX MOJ03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX JIEKapCTBEHHOI'O IMpernapara
yepe3 HallMOHAJIbHBIE CUCTEMbI COOOIIEHUS O HEXENATeNbHBIX PEAKIUAX roCydapCTB — YICHOB
EBpa3uiickoro 53K0HOMHUYECKOTr0 COI03a.

Poccuiickas ®enepanus

109012, r. Mocksa, CnaBsiHCKasI IOk, 1. 4, cTp. 1

®denepanbHas cinyx0a mo Haa30py B chepe 3npaBooxpanenus (PocsnpaBuanzop)

Ten.: +7 499 578 06 70

dakc: +7 495 698 15 73

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOPMAIIMOHHO-TEIICKOMMYHHKAIIMOHHOW ceTh «HTepHeT»: WwWw.roszdravnadzor.gov.ru
4.9. Ilepeno3npoBka

CuMOTOMBI

Bo BpeMsi KIMHWYECKMX HCCIEIOBAaHWI Ha 3I0OPOBBIX JOOPOBOJBIIAX pa3oBas mgo3a 800 mr
CUTArJUNTHHA B IIEJIOM XOpOILO MepeHocuiack. MUHUManbHbIe U3MeHeHus unrepBaia QT, He
CUMTAIOIINECS KIIMHUYECKU 3HAYMMBIMH, OTMEYAJIUChH B OJTHOM U3 MCCIEA0BaHNUN CUTAIJIUIITUHA
B 03¢ 800 mr B cyTku. [Jo3a ceitie 800 MI B CyTKH y JIOJEH HE N3y4asach.

B | ¢daze xnuHHuYECKHX HCCIEIOBaHUNH MHOTOKPATHOTO IpHUEMa KaKUX-IMOO CBSA3aHHBIX C

JICYEHUEM CUTATJIUIITUHOM HEeXXeIaTeNIbHbIX peakluii Mpu MpueMe MpernapaTa B CyTOUHOI 103€ 10
10
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400 mMr Ha OPOTSHKEHUU 28 THEN HE OTMEYaIu.

Jleuenue

B ciydae nepeno3upoBKd HEOOXOAMMO HAa4aTh CTAHAAPTHBIC MOJICPIKUBAIOIINE MEPOIIPHUSITHUS:
yJaneHue HeabcopOMPOBAHHOIO IpenapaTa U3 JKelyA04HO-KHILIEYHOT0 TPAKTa, OCYILECTBICHUE
MOHUTOPHPOBAHHUS IIOKA3aTeNIeH JKU3HEAEATEIbHOCTH, BKIIIOUas 3JIEKTPOKapIUOrpaMMy, a TaKxKe
Ha3HauEHUE MMOIICPKUBAIOIICH TEpauy, eciii TpedyeTcs.

CurtarnuntuH c1abo Auanu3upyercs. B KIMHUYECKHUX HCClenoBaHHUSX TOJIbKO 13,5 % mo3sl
yAQISUI0Ch U3 OpraHu3Ma B TedeHue 3—4 4yacoBoro ceaHca Jquannsa. [IpoJoHrMpoBaHHbINA AHaNIN3
MOJXKET Ha3HauyaTbCcsid B Cllydyae KIMHMYECKOW HeoOxoaumocTu. JlaHHbIX 00 3¢ dexkruBHOCTH

MNEPUTOHCATIBHOI'O JUaJIM3a CUTAIrJIMIITHHA HCT.

5. PAPMAKOJIOTUYECKHUE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHEe CBOCTBA

dapmakoTepaneBTHUecKass ~ IpyIma.  CpeacTBa  JuId  JIGUYCHHs — caxapHOro  jauabera;
TUIOTJIMKEMUYECKUE CpEACTBA, KPOME HWHCYJIMHOB; WHIMOMTOpBHI JAWUMENTUAWINENTHAA3bI-4
(ATIII1-4).

Kon ATX: A10BHO1.

Mexauusm nerctus U hapMakogruHaMudeckue YOO EKThI

CUTarunTuH ~ SBJSIETCS  aKTUBHBIM IIPU  MEPOPATILHOM  IpPUEME, BBICOKOCEIEKTHBHBIM
unruouropom epmenta JI1I1-4, npeaHasHadeHHBIM Ul JI€YSHHs caxapHOro auadera 2 Tuma.
CUTarmunTuH OTJIMYAETCs MO XMMUYECKOH CTPYKType U (apMaKoJOTHUYECKOMY AECHCTBHIO OT
aHaJIoroB  rmokaroHonogoOnoro  mentupa-1  (I'TII-1), wuHCynMHa,  MPOU3BOJIHBIX
CyJlb()OHMIMOYEBUHBI,  OWIyaHMJIOB,  aroHHUCTOB  TraMMa-peLenTopoB,  aKTUBUPYEMBIX
nposnpeparopom mnepokcucoM (PPAR-y), wuHruOuTOopoB anbda-ritoko3uiasbl, aHaJIOTOB
amunuHa. MuruOupys AIIII-4, cuTaraunTuH NOBBINAET KOHIEHTPALMIO JBYX TOPMOHOB
cemeiictBa uHKpeTnHOB: [TIII-1 W TIIOKO0303aBUCUMOr0 WHCYJIMHOTPOMHOTO TMOJUIENTHAA
(T'UII). TopMoHBI ceMelicTBa UHKPETUHOB CEKPETUPYIOTCS B KHUILIIEYHUKE B T€UEHHE CYTOK, UX
KOHIIEHTPALUs TOBBIILIAETCS B OTBET HA IPUEM NUIIH. IHKPETHHBI SIBJISAIOTCS YacThIO BHYTPEHHEN
(U3UOJIOTHUECKOW CHUCTEMBbI pETyJISIMM TOMEOocTa3a IUIOKOo3bl. [Ipm HOpManbHON HiIH
MOBBIIICHHON KOHIIEHTPAIIMH TJIF0OKO3bI B KPOBU TOPMOHBI CEMENCTBA MHKPETUHOB CIIOCOOCTBYIOT
YBEJIMUYEHUIO CHHTE3a HHCYJIMHA, @ TAKXKE €0 CEKPeIH OeTa-KJIeTKaMU TOKeTy TI0UHOH JKeJe3bl
3a CYET CHUTHAJIbHBIX BHYTPHUKJIETOUHBIX MEXAHU3MOB, ACCOLMHMPOBAHHBIX C LHUKIMYECKUM
ajieH03MHMOHO(dochaTom.

I'TITI-1 Takxe crmocoOCTBYET MOIaBICHUIO TTOBBIIICHHOW CEKPEIMH TIIIOKaroHa aibda-KieTKkaMu

HO,I[}KGJ'Iy,I[O‘IHOI\/'I kene3nl. CHMKEHUE KOHICHTpAIMK TJIIOKaroHa Ha (l)OHe IOBBIIICHU A
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UTOTE IPUBOJUT K YMEHBUIECHUIO INIMKEMUU. DTOT MEXaHU3M JEHCTBUS OTINYAETCS OT MEXaHU3Ma
JeHCTBUSL TIPOU3BOAHBIX CYJIb()OHUIMOYEBHHBI, KOTOpPHIE CTUMYJIUPYIOT BBICBOOOXKICHHE
WHCYJIMHA U MPU HU3KOW KOHIEHTPAIMU TIIOKO3bI B KPOBH, YTO YPEBATO Pa3BUTHEM CYJb(OH-
WHAYUHUPOBAHHON TMIOIIIMKEMHH HE TOJBKO Yy OOJIbHBIX CaxapHbIM OuabeToM 2 Tura, HO U Y
310POBBIX JIULI.

[Tpy HU3KOW KOHIIEHTPAIIMH TITIOKO3bI B KPOBU NEpEeYHCICHHbIE Y3 PEKTH HHKPETUHOB Ha BEIOPOC
WHCYJIMHA ¥ YMEHBIICHHE CEKpeluu rirokarona He HaOmoaarotces. ['TII-1 u T'UII ve BausitoT Ha
BBIOpOC TJIIOKaroHa B OTBET Ha TUINOIIHMKEMHUIO. B (u3HOIOrHYecKkux ycloBUSX aKTUBHOCTh
UHKpEeTHHOB orpannumnBaercs pepmentoM III1-4, KoTOpsIii OBICTPO TUAPOINIYET HHKPETUHBI C
00pa30BaHMEM HEAKTHBHBIX POYKTOB.

CUTarunTuH [penoTBpamiaer ruaponn3 UHKpeTHHOB ¢epmentom JIII1-4, Tem cambiM
yBENMYUBAsl IUIa3MEHHbIE KOHLEeHTpauuu akTuBHbIX ¢opm [TIII-1 wu TUIL TloBbimas
KOHLEHTPALUIO HHKPETUHOB, CUTATJIUITHH YBEIMYUBAET TJII0OKO303aBUCUMbIN BRIOPOC MHCYJIMHA
¥ CIOCOOCTBYET YMEHBIICHUIO CEKPEINH TIIOKAaroHa. ¥ MarnueHToB ¢ CaXapHbIM AHa0eToM 2 THIIa
C TUIEPIIIMKEMUEH 3TU U3MEHEHHUs CEKPELUUU MHCYJIMHA U TIIOKAaroHa MPUBOJAT K CHMXKEHHIO
KOHIEHTPAllUU TJIUKO3WINpPOBaHHOrO remorioomHa HbA|c ¥ yMeHbIIEHUIO IUIa3MEHHOU
KOHLEHTPALUU TIIOKO3bI, ONPEEIIEMON HATOIIAK U IOCJe Harpy304HOM MpOOBbI.

VY nanueHToB ¢ caxapHbIM AMa0eTOM 2 TUIAa IpPUEM OJHOM J103bl CHUTArJUNTHHA MPUBOJIUT K
UHruOMpoBaHuio axkTHUBHOCTH ¢epmenta JIII1-4 B Teuenue 24 dyacoB, 4TO MNPHUBOJUT K
YBEJIMUEHUIO KOHIEHTpauuu LupKynupyromux wuHkpetuHoB [TIII-1 w T'MII B 2-3 pa3sa,
HapacTaHUIO IJIa3MEHHOW KOHLEHTpaluu MHCyIuHA M C-menTuaa, CHIKEHUIO KOHLIEHTpaluu
IJIFOKAaroHa B IJIa3Me KPOBH, YMEHBIIICHHIO ITTMKEMHUH HATOIIAK, & TAKYKE YMEHBIICHHUIO ITTMKEMHUH
II0CJIE HArPYy3KH IVIFOKO30M UM MUIIEBOW HATPY3KH.

Knuanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

Bausnue na apmepuanvnoe oasnenue

B panpomusupoBaHHOM 11a11€00-KOHTPOJIUPYEMOM TEPEKPECTHOM HCCIIEOBAHUM C Y4aCTHEM
NAaIMEeHTOB C apTepHaJbHON T'HIEPTEH3UEH COUYETaHHBIM MpPUEM THIIOTEH3MBHBIX IpErnapaToB
(omHOTrO MK GoJnee u3 crucka: HHruouTopsl AIId, aHTaroHUCTH perenTopoB anruoreHsuHa Il,
0JI0KaTOphl KaJIbLIUEBBIX KAaHAJIOB, Oe€Ta-aJpeHOOJIOKATOPHI, JUYPETHKH) C CUTArJIUNTHHOM B
[IEJIOM XOPOIIO TEePEHOCWJICS TalHMeHTaMH. Y OTOW KaTeropuu IalWeHTOB CHUTATTHIITHH
IPOIEMOHCTPUPOBAT HE3HAYUTENIbHOE TMIIOTEH3MBHOE JEHCTBHE: B CyTouHOW n03e 100 mr
CHUTAIJIMOTHH  CHIDKAT  CpeJHeCyTO4Hoe  amOynaTOpHOE  3HAu€HHE  CHUCTOJIMYECKOTO
aptepuanbHoro nasieHus (AJl) Ha 2 MM PTYTHOTO €T010a 110 CPaBHEHUIO C TPYIION Tane6o. Y

MalMEeHTOB ¢ HOpMalbHBIM Al He HabJr01amu THIIOTEH3UBHOTO A dekTa.
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(MOCNENOBATENBHOCTE

Bausinue na anexkmpogusuonozuio cepoya

B pannomMu3supoBaHHOM IUIALE00-KOHTPOIMPYEMOM IEPEKPECTHOM HCCIIEJOBAHUU Y 3/10POBBIX
JTOOPOBOJBIICB CUTATTUITHH MPUHUMANCS OMHOKpaTHO B 1M03¢ 100 mr wim 800 mr (8-kpatHoe
MPEBBIIICHUE PEKOMEHAyeMOoW 103bl), nubo 1utanebo. I[locme mnpuema pekoMeHIyeMoit
TepaneBTHuyeckoil 03pl 100 Mr kakoro-nu0o BIMSHUS Mpenapara Ha MPOJOKUTEIbHOCTH
uHTepBana QT kak B MOMEHT €ro MakCMMaJlbHOM IUIa3MEHHOW KOHLEHTpAlLUH, TaK U B JPYTHUX
TOYKaxX MPOBEPKH Ha MPOTSHKEHUU BCETO UcclienoBaHus He Habmonanu. [Tocne mpuema 800 mr
MaKCHMaJbHOE YBEJIMYEHUE CKOPPEKTUPOBAHHOTO MO IUIANeb0 CpeaHero U3MEHEHUs
mutenbHocTy uHTepBaia QT mo cpaBHEHHIO ¢ MCXOJHBIM 3HaUEHUEM 4epe3 3 4 Iociie npruemMa
npemapara coctaBmwio 8,0 mcek. [logoOHOe HE3HAUUTENHHOE YBEIMYCHHE OBLIO OIEHEHO KaK
KIuHU4ecku HezHauumoe. [Tocne mpuema no3b1 800 Mr 3HaueHHE MaKCUMAJIbHOM IJIa3MEHHOU
KOHIIEHTPAIlUU CUTAIJIUIITUHA MPUMEPHO B 11 pa3 MpeBbIIANO COOTBETCTBYIOIIEE 3HAUEHUE
rocJje nmpueMa tepaneBTudeckoi 10361 100 mr.

Hccneoosanue no oyenke cepoeuno-cocyoucmou 6ezonacnocmu cumaziunmuna (TECOS)

B wuccrnemoBanum 1o OILIGHKE CepaedHO-cocyaucTor Oe3omacHocTr cutariuntuaa (TECOS)
ManyueHTl npuHUManu cutarauntuH 100 mr B geHb (wnmm 50 Mr B JIeHb, €CIIM HCXOJHBIN
TI0Ka3aTelb PacueTHON CKOPOCTH KIyO0oukoBoil ¢unsTparmu 6611 > 30 n < 50 mMiu/mun/1,73 M?)
WM 11anedo, KOTopble J00aBISUIMCh K CTaHAAPTHOM TEpanuu COIJIaCHO CYIIECTBYIOLIUM
HallMOHAIBHBIM CTaHIApPTaM IO OMPEEICHUIO 1IeNIeBbIX ypoBHEH HbA1c M KOHTpOIIIO cepieuHo-
COCYIUCTBIX (pakTOpoB pucka. Ilo 3aBepiieHnn cpegHero nepuoja HabIHOAEHUS, COCTABUBILETO
3 roja, y MalMeHTOB C CaxapHbIM JuUabeToM 2 THIa MPHEM CHUTArJIHWITHHA B JIOTIOJHEHHE K
CTaH/JIapTHOMY JICUEHUIO HE YBEIMYMII PUCK CEPbE3HBIX HEXKENATENIbHbIX SIBICHUH CO CTOPOHBI
CeP/IEUYHO-COCYAUCTOM cucTeMbl (cooTHoreHue puckos 0,98; 95 % moBepuTeNbHBIM UHTEPBAI
0,89-1,08; p< 0,001 nyst mOKa3aTeNbCTBA OTCYTCTBUS MPEBOCXO/ICTBA) WIIH PUCK TOCTUTAIN3AIINN
[0 MPUYMHE CEPACYHON HeloCcTaTOYHOCTH (cooTHoueHue puckoB 1,00; 95 % noBepurenbHbIM
untepsan 0,83—1,20; p=0,98 mist pa3nuuus 4acTOThl PUCKOB) MO CPABHEHUIO CO CTaHAAPTHBIM
JedeHreM 0e3 TOMOJTHUTENBHOTO MpueMa CUTArIUITHHA.

5.2. apmMaKoKHNHeTHYeCKHUe CBOHCTBA

dapMaKOKMHETHKA CHUTArJMITHHA BCECTOPOHHE OMMCAaHA Yy 3/I0POBBIX JIMI[ M MAlMEHTOB C
caxapHblM JuaberoM 2 Tuma. Y 3J0pOBBIX JHUI[ Tocje mepopaibHoro mnpuema 100 mr
CUTArJUNTHHA OTMedaeTcs ObIcTpasi aOcopOuus mpemapaTa ¢ JOCTHKEHHEM MaKCHMalbHOM
KoHUEeHTpauuu (Cmax) B MHTEpBase oT 1 10 4 yacoB ¢ MomeHTa npuemMa. Ilnomane nox kpusoi
«KOHIEHTpAIUsA-BPEMS» YBEIMUYMBACTCS MPOMOPLUUOHAIBHO J03€ M COCTAaBISET y 3J0POBBIX
cyobekToB 8,52 Mkmosb/nxvac mnpu  mpueme 100 wMr  BHyTph, Cmax COCTaBIsUIIA

950 umonp/n. [Tnazmennas AUC cutarnunTuHa yBeauduBaiach npuoiau3uTensHo Ha 14 % nocne
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caenyromero npuema a03el 100 mr npenapara 1o zxocm%;['f;r:)l %‘;é%%ﬁegﬁ%w;)&gﬂ_hﬁﬁﬁécne

npuema TepBod J03bl. BHyTpu- u MexcyObekTHble Kod(duumentsr Bapumammu AUC
CUTarJIMNTHHA ObUIN HE3HAYUTEIHHBIMH.

Abcopbrus

AbcomoTHas OMOJOCTYNHOCTh CUTArJMITHHA COCTaBisieT Npuoau3utensHo 87 %. Ilockomabky
COBMECTHBI TMpHEM CHUTArJMNTHHA W OJKUPHOW TNHIMM HE OKa3biBaeT »d¢¢ekra Ha
(apMaKOKUHETHKY, TO CUTATJIMIITHH MOKET Ha3HAYaThCsl BHE 3aBUCUMOCTH OT IMPUEMa MHILH.

Pacopenenenue

Cpennuii 00beM pacrpeesieHdss B PaBHOBECHOM COCTOSIHUM TIOCIIE OJHOKpaTHOM 1036l 100 Mr
CUTAIrJIMIITUHA y 3JI0POBBIX JOOPOBOJIBIIEB COCTAaBIsieT NpubmmBurenbHo 198 1. Dpakims
CHUTATJIHIITHHA, CBA3BIBAIOIIASCS C IDIa3MEHHBIME O€IKaMI, OTHOCHTEILHO HI3Ka U cocTaBirieT 38 %.

BI/IOTDaHCd)ODMaHI/IH

[TpubnusurensHo 79 % cUTarIMNTHHA BBIBOJUTCS B HEM3MEHEHHOM BHJIE IOYKaMH.
Metabonu3upyeTcs JIMIIb He3HAYUTENIbHAS YacTh MOCTYIHBIIETO B OPraHU3M Ipernapara.

Iocne BBeneHns *C-MeUeHHOT0 CHTATIMIITHHA BHYTPh TIPHOIH3HTENLHO 16 % pagioakTHBHOTO
CUTarJIMITHHA BBIBOAWIIOCH B BUJIE€ €ro MeTaboinuToB. bbutn oGHapy keHs! ciiefibl 6 MeTaboIuTOB
CUTaIJIMNTHHA, BeposTHO He obnagaroume JIIII-4-unrubupyromeit akTMBHOCTHIO. B
UCCIeI0BaHMsX IN VItro ObUIO BBISBJICHO, YTO MEPBUUHBIME M30()EPMEHTAMH, YIACTBYIOIIUMH B
OTrpaHMYEHHOM MeTaboau3Me cuTariunTuHa, sisitoress CYP3A4 u CYP2CS.

OIMMUHAIMA

[Mocne BBedeHust *C-MEUEHHOrO0 CHUTATNIMITHHA BHYTPh  30POBBIM  J0OPOBONBIAM
npubm3uTenbHo 100 % BBEIEHHOTO CUTATTUMIITHHA BRIBOAWIOCK: 13 % depe3 kumieunuk, 87 %
MOYKaMHU — B TEYEHHUE OJTHOM Hesleu rocie npuemMa npenapata. CpeTHui nepuo noayBbIBEACHUS
CUTaIJIMNTHHA Tpu mnepopaibHoM mnpueme 100 mr coctaBiaser npuOmusurensHo 12,4 yaca;
MOYEYHBIH KJIMPEHC COCTaBIgeT MpuoIu3uTensHo 350 Mir/MuH.

BoiBenenre cuTarauMnTHHA OCYUIECTBIISETCS MEPBUYHO MyTEM OHKCKPEIUH IOYKaMH 110
MEXaHU3MY AaKTUBHOM KaHaibleBOM cekpenuu. CHUTaraIunTHH SBISETCS cyOcTpaToM s
TpaHCHIOpPTEpa OpPraHUYECKUX aHUOHOB uyenoBeka Tperhero tumna (hOAT-3), KoTopblit U MOXeT
OBITH BOBJIEYEH B IPOIIECC BBIBEIEHHS CUTATJIMNTHHA MOYKaMu. KIIMHUYECKH BOBIECUYEHHOCTh
hOAT-3 B TpaHCTIOPT CUTATTIMNTHHA He W3ydanach. CUTArIMITHH TAK)Ke SBISIETCS CyOCTPaTOM p-
[JIMKONIPOTENHA, KOTOPBIA TaK)Ke MOXET Y4acTBOBAaTh B IMPOLIECCE BHIBEACHMS CUTArIMITHHA
noykamu. OIHaKO LUKIJIOCHOPHH, SBJSIOIIMNACS UHTMOUTOPOM P-TIIMKOMPOTEHHA, HE YMEHbIIAI

MOYCUHBIN KIIMPCHC CUTArJIMIITUHA.
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(NOCNEQCBATENEHOCTE 0005)

DapMaKOKMHETHKA YV OTACIBLHEIX TPYIIN ITAIUCHIOB

Ilayuenmul ¢ napywienuem @yHKyuu novex

OTKpBITOE HCCIIEOBAHUE CUTArJMNTHHA B J03¢ 50 Mr B CyTKH OBUIO NPOBEJICHO C IEINBIO
U3y4eHus ero (papMakOKMHETHKH y MAIMEHTOB C Pa3IMYHON CTEHEHbIO TSHKECTH XPOHUYECKOTO
HapyleHus] YHKLIUHU 04K B CPAaBHEHUH C KOHTPOJIBbHON I'PYMNIION 310pOBBIX 100pOBOJIBIEB. B
UCCIIeIOBaHNE OBLIM BKJIIOUEHBI MAIIMEHTHI ¢ HApYIIEHUSAMHU (QYHKINUU MOYEK JIETKOW, CpEeHEN U
TSKEJION CTEIICHM TSKECTH, a TAKXKE IMALMEHTHI ¢ TepMUHANIBHOM cTaauei XblI, Hyxnatomuecs B
nuanu3ze. Kpome Toro, BiusiHue HapylieHus QyHKIMY T0YeK Ha (PapMaKOKMHETUKY CUTATJIMITHHA
y HAllMEHTOB C CaXapHbIM 11a0eTOM 2 TUIIA U HapylleHueM (YHKINH [TOYeK JIETKOH, CpeAHel niu
TSKEJION CTENEeHU TSHKECTH (BKJIIOYasi MalMeHTOB ¢ TepMuHaIbHOU cTanuedt XbII) ouenuBanu ¢
UCTIOJIB30BaHUEM ITOIYJIAIUOHHBIX ()apMaKOKMHETHIECKUX aHAIIN30B.

Yennuenue miazmenHo AUC cutarnmuntuHa npubau3utenbHo B 1,2 u 1,6 pa3 no cpaBHEHUIO ¢
KOHTPOJIbHOM I'PYIIONH OTMEYAJIOCh Y MALIMEHTOB € HapylleHHueM (yHKIUH I0YEK JIETKON CTeTeHU
txectr (€GFR ot > 60 min/mur/1,73 M? 1o < 90 Mn/mun/1,73 M%) ¥ y HAaIEHTOB C HApyLIEHHEM
Gyskmuu mowek cpenHeit cremenum Tskectw (eGFR ot > 45 wmu/mun/1,73 M2 no
< 60 mn/mun/1,73 M?), cooTBeTCTBEHHO. I10CKOIBKY YBEIHMUYEHHE JTOI BEIMYMHBI HE SBISETCS
KJIMHUYECKH 3HAYUMbIM, KOPPEKTUPOBKAa JI03bl Yy OTHX IallUEHTOB He Tpedyercs.
[TpubGnu3uTenbHO AByKpaTHOE yBenudeHue miuazMeHHo AUC cuTarmunThHa OTMEYajoch y
NAalUEeHTOB  C  HapyumeHueM  (QYHKIMM  TOYEeK  CpelHeM  CTENEHU  TSKECTH
(eGFR ot > 30 m/mun/1,73 m? 10 < 60 Mn/mus/1,73 M?) 1 IPUOIM3UTENLHO YETHIPEXKPATHOE
NallMeHTOB ¢ HapymeHueM  (YHKIMM  TOYeK  TSDKEIOM  CTEeNeHM  TSKECTH
(eGFR < 30 wut/mun/1,73 MZ), BKJIIOYAs TAIMEHTOB C TepMuHaNbHOW cranuenn XBII,
Hy)KJaroumxcs B auanu3e. CUTaraunTHH B HE3HAYUTENIbHOM KOJMYECTBE YJAJSUICS BO BpeMs
npoleypsl reMouanu3a: Toabko 13,5 % oT BBeieHHOM /1035l ObLIIO BBIBEJICHO U3 OpraHu3Ma B
TedeHue 3—4 4JacoBOro ceaHca JMajn3a, HA4aTOro uepes3 4 yaca Mocie BBEACHHS Ipernapara.
Takum oOpa3om, ISl JOCTHXKEHHS TEparneBTHUECKON KOHIIEHTpAIMH CUTArJIUIITHHA B IJIa3Me
KpOBH (CXOAHOM C TakOBOW Yy MAllMEHTOB C HOPMaJIbHOM (pyHKIMEH MOoYeK) y MaIMeHTOB C
eGFR < 45 m/mun/1,73 M? PEKOMEHI0BaHbI OoJiee HU3KHUE J103bI (cM. paszen 4.2.).

Iayuenmel ¢ napywienuem @yHKyuy nevenu

VY nmanueHToB ¢ HapyleHueM (pyHKINY MIeUeHU cpeiHel cTeneHu TshkecTH (7—9 6aiioB mo mikanie
Yaiina-I1et0) cpeansisi AUC u Chax CHUTarmunTHHa 0Opu oAHOKpaTHOM mnpueme 100 wmr
yBeNU4MBatOTCs Mpubnmu3utenbHo Ha 21 % u 13 %, cOOTBETCTBEHHO, B CPABHEHUH C KOHTPOJIBHOM
IPyNIoil 310pOBBIX JOOpOBOJBIEB. Takum 00pa3oM, KOPpEeKLUMH 103kl Ipenapara IpH
HapylEeHUsIX QYHKLINY II€YEHNU JIETKON U Cpe/iHel CTENEeHN TSHKECTH He TpeOyercs.

Her xnmmangecknx JAaHHBIX O IPUMCHCHUHU CUTAITIMIITHHA Y TAIUCHTOB C HAPYIICHUEM Q)YHKHI/II/I
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MIEYCHU TSDKEIIOHN CTereHn TskecTH (6otee 9 6aIoB 1Mo mlga;né %%I%EITBEEFBHI;HK&_ Bc:':flI;:z-[cF:fBHe

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

TOTO, YTO CHUTATJIUIITUH [EPBUYHO BBIBOJUTCA IMOYKAMU, HE CJIEIYET OXKUJATh 3HAYUMOIO
U3MEHEHUs (HDapMaKOKWHETHKH CUTATJHMITHHA y MAIMEHTOB C HAPYNICHUEM (YHKIIUH TCUCHU
TSOKEJION CTENEHH TSKECTH.
Tloowcunvie nayuenmol
Bozpact  manmueHTOB  HE  OKa3blBal  KIMHUYECKU  3HAYUMOTO  BO3JCUCTBUSL  Ha
(dhapMaKOKMHETHUECKUE MTapaMeTphl CUTArIunTUHA. [10 CpaBHEHHIO ¢ MOJIOBIMH TAIIUCHTAMU, Y
MOKUJIBIX MAIMEHTOB (65—80 J1eT) KOHLIEHTPALHUs CUTATJIUIITHHA TPUOIN3UTENbHO Ha 19 % BhIlIe.
Koppekiuu 10361 mpemnapaTa B 3aBUCUMOCTH OT BO3pacTa He TpeOyeTcs.

CTH
®apMakOKMHETHKa cuTaraunTuHa (ogHokpatHas no3za 50 mr, 100 mr wim 200 mr) Obina
uccienoBana y nereit (B Bospacte oT 10 mo 17 ner) ¢ caxapubiM auabetoMm 2 Tuma. B atoi
MOMYJISILUK CKOppeKkTHpoBaHHas 1o Ao3e AUC cutarnunTuHa B Iu1a3me Oblia mpumepHo Ha 18 %
HUKE TI0 CPAaBHEHUIO CO B3POCIIBIMH NAITUCHTAMH C CaXapHBIM JUa0eTOM 2 THIIA TIPU PUEME 03B
100 Mr. D10 He cuMTaeTcs KIMHUYECKH 3HAYUMBIM pPa3jIudyveM, OCHOBAHHBIM Ha IIJIOCKOM
cootHoueHuu OK/D]J] mexny nozamu 50 mr u 100 Mr y B3poCIbIX.

I/ICCJ'IG,I[OBaHI/Iﬁ C IIPUMCHCHUECM CHUTAIJIUIITUHA Y ):[eTeﬁ Mjagmic 10 ner He IMpOBOANIIOCH.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeuyeHb BCIOMOraTe/IbHbIX BellleCTB
Kanprus rugpodocdar nuruapat
[{enmron03a MUKpOKpUCTAIIMYECKAS

Harpus creapundymapar

Kpockapmenosa HaTpus

Marnus creapar

[Inenounas o6on04Ka:

[TonMBUHUIOBBINA CIIUPT

Turana TMOKCHUT

[TonuayTHieHrmkob (Makporoin) 3350
Tanpk

6.2. HecoBMecTUMOCTDH

He npumennmo.

6.3. CpoK roaHocTH (CPOK XpaHeHUs )

3 rona.
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6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPH X

Xpauuth npu Temnepatype He Boime 30 °C.

6.5. XapakTep u coep:kaHie NEPBUYHON YNIAKOBKHU

TabyeTku, MOKPHITHIC INIEHOYHOU 000J1049K0i 25 mr, 50 mr, 100 mr.

ITo 7 wm 10 TabyIeTOK B KOHTYPHYIO SUYEHKOBYIO yIakOBKY U3 miieHkH [IBX (moauBHHUIXIOPH)
WIH u3 IJICHKU KOMOWHHUPOBAHHOTO Martepuaia MBX/TIBAX
(TTOJTMBUHWIIXJIOPHI/TIOJTUBUHIITUACHXJIOPHT) W MBX/TIS/MIBAX
(MOMMBUHUIXJIOPUI/TIOTUATHIICH/TTOTMBUHMIIMICHXJIOPU) U (OJIbIM aJTIOMUHUEBOM IMeYaTHON
JTAKUPOBAHHOM.

ITo 10, 20, 30, 40, 50, 60, 70, 80 wim 90 TabneTok BO (hJIaKOH U3 MOJUIIPOITAIICHA, CHA0KCHHBIN
KPBILIKOM U3 IOJIMITUIIEHA HU3KOU INIOTHOCTH, COLEPIKAIIECH CUIINKArellb.

IMo 1,2,3,4,5,6,7,8,9 mwin 10 KOHTYpHBIX SYEHKOBBIX YHNaKOBOK WK 1 (iakoHy BMecCTe ¢
JUCTKOM-BKJIAJIBIIIIEM TIOMEIIAIOT B MAYKy U3 KapTOHA.

6.6. Oco0ble Mepbl NPeIOCTOPOKHOCTH NPH YHUYTOKEHHH MCIOJIb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpenaparta WM OTX0A0B, TOJYYEHHBIX TOCJe NPUMEHEeHus
JIEKApPCTBEHHOT0 MpenapaTa ujiM padoTbl ¢ HUM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJIOCTOBEPEHMUSA
Poccuiickas @enepanus

00O «I'poreke»

195279, r. Cankr-IletepOypr, MaaycTpranbHblii pocekT, A. 71, kopir. 2, ut. A
Ten.: +7 812 385 47 87

®Paxkc: +7 812 385 47 88

DnekTpoHHas modta: grix@grotexmed.com

7.1. IllpeacraBure/ib AepKaTesss peruHCTPALMOHHOIO YA0CTOBEPEHUS

[Mperen3un norpedUTENEH HAOPABIATH 110 aIPECY:

Poccniickas @enepanvs

00O «I'porekc»

195279, r. Cankr-IleTepOypr, UuaycTpransHblil mpocnekT, . 71, kopr. 2, muT. A
Ten.: +7 800 700 04 73

DJekTpoHHas novrta: ccc@grotexmed.com

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHU A
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9. IATA MEPBUYHON PETMCTPALIMU (IOMTBEPACHHMNSA PEFHCTPALIMM,

INEPEPETUCTPALINN)

JlaTa nepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA
OO0mast xapakTepuCTHKA JIEKapCTBEHHOTO Ipernapara [ mnnTo3an goctynHa Ha ”HPOPMALMOHHOM
noptane EBpazuiickoro 3KOHOMHYECKOI'0 COr03a B MH(OPMAILIMOHHO-KOMMYHHUKAI[MOHHON CeTH

«Hurepuer» https://eec.eaeunion.org.
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