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OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
CenruMomno [TPO, 25 mr, TabneTKH, TOKPHITHIE INIEHOYHOW 000I0YKOMA.
CenruMono ITPO, 50 mr, TabGIeTKH, TOKPHITHIE TNIECHOYHOU 00O0JIOUKOM.

CenruMono ITPO, 100 mr, TabieTKH, MOKPHITHIC MJICHOYHONH 000JI0UKOM.

2. KAUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JelicTBytoliiee BENIECTBO: CUTATJIMITHH.

CenruMowno [1PO, 25 mr, Ta0IeTKN, DOKPBITHIE IIIEHOYHOW 000JI0UYKOM

Kaxnas Tabnerka cogep Ut 25 Mr cutarimunTiHa (B Buae pocdara MoHoruaparta).

CenruMono [TPO, 50 mr, TabneTKky, DOKPBITHIE IJIEHOYHOU 000JI0YKOM

Kaxxnas tabnerka comepxut S0 Mr cutarnuntuHa (B Buae ¢pocdara MOHOTHIPATA).

CenruMoso [TPO, 100 mr, TaOJIEeTKH, IIOKPBITHIE INIEHOYHON 000JI0YKOH

Kaxxnas Tabnerka cogepxut 100 mr cutarnuntuHa (B Buae ¢ocdara MoHOTHApATA).

BcnomorarenabHble BCIICCTBA, HAJIMUMUC KOTOPBLIX HAAO YUUTBIBATH B COCTABC JICKAPCTBCHHOI'O
npenapara: HaTpuid (cM. pazaen 4.4).

[TonHbIM IepeyeHb BCIOMOTaTeIbHbBIX BEIIECTB MPUBENIECH B pazaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabyeTku, MOKPHITHIC TNIEHOYHOU 000JTIOYKOM.

CenruMoso [TPO, 25 mr, TabIeTKN, DOKPBITHIE IIIEHOYHOW 000JI0UYKOMI

TabneTKu, MOKPHITHIE TICHOYHOW 000JIOYKOM OT CBETIIO-XKENITOTO JI0 JKEITOTrO I[BETa, KPYTIIbIE,
JBOSIKOBBINTYKJIbIe. Ha monepeunom pa3pese sapo 0enoro win mo4ty 0eoro mBera.

CenruMoso [TPO, 50 mr, TabIeTKN, DOKPBITEIE IIIEHOYHOW 000JI0UYKOM

TabyeTku, MOKPHITHIE TIIICHOYHON 000JIOYKOM OT CBETIIO-0€KEBOTO /10 O€KEBOTO 1IBETA, KPYTJIbIC,
JBOSIKOBBIMTYKJIbIe. Ha monepeunom pa3pese sapo 0enoro win mo4ty 0eoro mBera.

CenruMono ITPO, 100 mr, TabJIeTKH, IOKPLITHIE INIEHOYHON 000JI0YKON

TabneTku, MOKPHITHIE MIIEHOYHOW 000JI0YKOM OT CBETIIO-KENITOr0 10 JKEITOro I[BETa, KPYIJIbIe,

JBOSIKOBBINYKJIbIe. Ha monepeunom pazpese sapo 0enoro win no4ty 6enoro 1Bera.
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4. KIMHUYECKHUE JAHHBIE

4.1. [loxka3zanusi K NPUMEHEHUIO0

[Ipenapat CenruMono ITPO noka3aH Kk IpUMEHEHUIO y B3pOCIbIX MALIUEHTOB OT 18 JieT.
MoHoTepanus

[Tpenapar CearuMono ITPO moka3an kak JomojgHEHWE K IUeTe U (PU3NYSCKUM Harpy3Kam s
YIIy4IIEeHUS TTIMKEMUYECKOT0 KOHTPOJIS Y MAIMEHTOB C CaXapHbIM AMa0eToM 2 THIIA.

KoMOuHMpOBaHHas Tepanus

Kombunuposanue c memgopmurom

[Ipenapar CenruMono [TPO B xoMOuHanuu ¢ MeTOPMUHOM MOKa3aH MAIMEHTaM C CaXapHbBIM
nuabeToM 2 Tuma JUis yaydlieHHs TITHKEMUYECKOro KOHTPOJIS B Ka4eCTBE CTAPTOBOM Teparnuu Win
Korja auera u (pu3udeckas Harpy3ka B COYCTaHHHM C MOHOTEpAIHe OJHUM U3 TePEeUHCICHHBIX
MpenapaTroB HE MPUBOJAT K aJIEKBATHOMY INIMKEMUYECKOMY KOHTPOJIIO.

Kombunuposanue ¢ npouzeoousvimu cyib@oHUIMOUe8UHbL

[Ipenapar CenruMono [TPO B koMOWHaMK ¢ TPOU3BOAHBIMU CYJIB(OHMIMOYEBHUHBI MMOKa3aH
MaIMeHTaM C CaxapHbIM IUabeToM 2 TUma Ui YIy4IIeHUs TITHKEMHUYECKOr0 KOHTPOJIS, KOrjaa
nuera U (uU3MYecKas Harpy3ka B COYETaHMH C MOHOTEpamueil OJHUM M3 IEepPEUUCIICHHBIX
IIpenapaToB HE MPUBOJAT K aI€KBATHOMY INIMKEMUYECKOMY KOHTPOJIIO.

Kombunuposanue c aconucmamu PPAR-y

[Ipenapat CenruMono I[IPO B xombOunanuu ¢ aronuctamu PPAR-y (TmazomuauHInoHammu)
MOKA3aH MalMeHTaM C caXapHbIM Ua0eTOM 2 THIA [ yIyUIICHHS TTUKEMUYECKOTO0 KOHTPOJISA,
Korja avera u (u3nueckas Harpy3ka B COYETaHUM C MOHOTEpamnueil OJHUM U3 MepedrCIEHHBIX
IIpenapaToB He MPUBOJAT K aI€KBATHOMY INIMKEMUYECKOMY KOHTPOJIIO.

Komburmpoparne ¢ MeT §opMuHOM H IPOH3BOJHPIMH CYJIb Q) OHHIIMOYEBHHBI

[Ipenapar CenruMono IIPO B koMOMHamuM ¢ METQOPMHHOM H  TPOU3BOJHBIMU
CyJIb()OHMIMOYEBHHBI TMOKA3aH MallMEHTaM C caXapHbIM AuaberoM 2 Tuma Juisl yIy4llIeHUs
[JIMKEMHYECKOTr0 KOHTPOJIS, KOT/1a ineTa U pu3nyeckasi Harpy3ka B COUYETaHUH C Tepanuen IByMs
U3 MEPEYUCIICHHBIX IPENapaToB HE MPUBOAST K aJICKBATHOMY TJTMKEMUYECKOMY KOHTPOIIIO.
Kombunuposanue ¢ memgpopmunom u aconucmamu PPAR-y

[Ipenapar CearuMono IIPO B komOuHamuu ¢ wmetrdhopmMuHOM U aroHuctamu PPAR-y
(THa30MUAMHIMOHAMM) TOKa3aH MAallMeHTaM C caxapHbIM AuabeToM 2 Tuma s yIydIleHus
[JIMKEMHYECKOTr0 KOHTPOJIS, KOT/1a iveTa U pu3nyeckasl Harpy3ka B COUYETaHUH C Tepanuen 1ByMs

N3 MCPCUUCIICHHBIX MMPLCIapaToB HEC NPUBOJAT K aICKBATHOMY I'NTIMKCMUYCCKOMY KOHTPOJIIO.
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Kombunuposanue ¢ uncyrunom

[Ipenapar CenruMono [TPO moka3zan mamueHTam C caxapHbIM JUAa0ETOM 2 THIIA B Ka4yeCTBE
JIOTIOJTHEHHUS K MHCYJIMHY (¢ uiau 6e3 MeTopMuHa) B TeX CiIydasx, KOraa JIueTa, pusnueckue
Harpy3ku W cTaOWibHas /1032 WHCYJIMHA HE TNPUBOMAT K aJCKBATHOMY TJIMKEMUYECKOMY

KOHTPOJTIO.

4.2. PexxuMm 103MpOBaHNs U CNIOCO0 MPUMEHEHUs!

PexxuM 103upoBaHus

Pexomennyemas nosa npenaparta CenruMono ITPO cocrasnsier 100 mr 1 pa3 B cyTku BHYTpPh B
KayecTBE MOHOTEpanuu WIM B KOMOMHAIMM C MeT(GOPMHHOM, WIH MPOU3BOJHBIMU
CyNnb()OHMIMOYEBUHBI, WU aroHrucTaMu PPAR-y (THazonuanHImonaMu), WM HHCYJIMHOM (C WX
6e3 MeTpopmMuHa), 1160 B KOMOMHAIIUH ¢ MET(HOPMHUHOM U IIPOU3BOJHBIM CYJIb()OHUIMOYEBUHBL,
i MeThopMuHOM 1 aroHuctamu PPAR-y.

Pexxum nosupoBanus MeThopMHHA, TPOU3BOIHBIX CYIb()OHUIMOYEBUHBI M aroHncToB PPAR-y
JIOJKEH MOAOUPATHCS UCXOS U3 PEKOMEHAOBAHHBIX 703 JUIS ATUX JICKAPCTBEHHBIX CPEICTB.
[Ipu komOunupoBanuu npenapara CenruMono ITPO ¢ npou3BogHBIME CYJb()OHUIMOYEBHHBI
WM C MTHCYJIMHOM TPaJULMOHHO PEKOMEHIYEMYIO 103y TPOU3BOTHOTO CYIb(OHUIMOUEBHUHBI MIIH
UMHCYJIMHA 1IeJIecCOO0pa3sHO  YMEHBIIUTh JUIsl CHIDKEHUS pHCKa Ppa3BUTHS  CYJIb(pOH-
WHIYIIMPOBAHHOW MJIM MHCYJIMH-UHIYLIMPOBAHHON TMIIOTIIMKEMUH (CM. pa3zien 4.4).

Ilponyck 0o3bi

B cnyuae ecnu maruenT nponyctui mpuem npenapara CenruMono [1PO, npenapat nomkeH ObITh
OPUHAT KaK MOXHO ObICTpee Mociie TOro, Kak MalMeHT BCIOMHHUT O MPOIYIIEHHOM IpHUeMe
npernapara.

Henonyctum npuem nBoiinoit 1o3el npenapara CenruMono ITPO B ouH U TOT K€ AEHbD.

Oco0rIe I'pynIbl TanMEHTOB

Ilayuenmul nodxcunozo eozpacma

He tpebyercs koppekuuu 10361 ipenapata CenruMono [TPO y manueHToB moKUIoro Bo3pacTa.
Tayuenmoi ¢ HapyweHuem hyHKyuu novex

BBuny HeoOXOOUMOCTHM KOPpPEKIMH [103bl MallMeHTaM C HapyluleHHeM (YHKIMH [0YeK
peKOMEHyeTCsl IPOBOAUTD OLIEHKY (DYHKIIMU MTOYEK 10 Havasa jedeHus npenaparoM CenruMoHo
ITPO u neproauyecku B MPOLECCE JICUEHHUS.

[MaruenTam ¢ HapylieHrneM (QYHKIIMH TOYEK JIETKOW CTEMEHU TSHKECTH (pacueTHas CKOPOCTh

ky60ukoBoii punsTparuu (pCK®) ot > 60 Mi/mun/1,73 M? 10 < 90 Mi/mun/1,73 M?) Koppekiuu



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.06.2024 N= 13045

(NOCNEQCBATENEHOCTE 0002)

no3bl npernapara CenruMono [TPO e Tpebyercs.
Jns manweHTOB ¢ HapymieHueM (yHKIuu mouek cpemHei crenenn Tsokectd (pCKD ot
> 45 mn/mun/1,73 M? 1o < 60 mn/mun/1,73 M?) koppekuuu 103561 npenapara CenruMono ITPO ne
Tpedyercs.
Jlis manmueHToB ¢ HapylieHueM (QYHKIMM Todek cpeaHed cremenu Ttskectd (pCK®D ot
> 30 m/mMun/1,73 M* 0 < 45 mn/mun/1,73 M%) nosa npenapara CenruMowno ITPO cocrapiser
50 mr 1 pa3 B cyTKku.
Jlns manweHToB ¢ HapylmieHMeM (YHKIUW Touek Tspkeno creneHu Tsbkectn (pCKD ot
> 15 ma/mur/1,73 M* 1o < 30 mu/mun/1,73 M%) WM ¢ TepMHHAIBLHON CTajMel XpOHMYECKOi
6onesun mouek (XBIT) (pCK® < 15 ma/mun/1,73 M?), HykK7aomuXcs B TeMOAHANM3E HIIH
MEPUTOHEAIBHOM JHaiin3e, no3a npenapara CenruMono ITPO cocrasnser 25 mr 1 pa3 B CyTKH.
[Ipenapar CenruMono ITPO MOXET NPUMEHSATHCS BHE 3aBUCUMOCTH OT PaclUCaHUs MPOLIEAYPhI
Jann3a.
IHayuenmoi ¢ HapywieHuem QYHKYuU neveHu
He tpeOyercs xoppekiuu no3sl npenapara CenruMono [IPO y manMeHTOB ¢ HapylleHHEeM
GYHKIIUM TIEYeHU JIeTKOW M cpefHei cremneHu TsokecTH. CHUTAaraunTHH HE HUCCIeNoBalics y
MAIMEHTOB C HapyIIeHHeM (QYHKIIUU TIEUCHU TSHKETIOW CTENIEHH TSKECTH.

eTu
[Ipenapar CenruMono ITPO He ciegyeT npuUMEHATh IETSIM M MOAPOCTKaM B Bo3pacte oT 10 mo
17 ner wu3-3a HemoctatouHoM 3¢ dexTuBHOCTH Tpemnapara. [Ipemapar CenruMono ITPO He
u3yyJaics y aetei B Bozpacte 10 10 jer.

Cnooco0 nnpuMeHeHus

[Ipenapar CenruMono [TPO npuHUMAarOT BHYTpbh HE3aBUCHUMO OT MpUEMa UK.

4.3. llpoTuBONOKA3aHUS

— I'unepyyBCTBUTENBHOCTh K CUTAMIMOTHHY WIM K JIOOOMY U3 BCIIOMOTATEIbHBIX BEIIECTB,
MEePEUYUCIICHHBIX B pazzaene 6.1;

— bepemenHnocTb, nepuos rpyAHOrO BCKapMIMBaHUS;

— Caxapsbiii quadet 1 Tuma;

— JInabeTHYeCKHi KeToaIuma03;

— JHerckuii Bo3pact n0 18 ner (mockoibKy 3(PQEeKTHMBHOCTh M 0€30MacCHOCTh MPHUMEHEHHS

npernapara y 1eTei U moJApOCTKOB 10 18 jeT He ObLIHM MOATBEPKACHBI).
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4.4. OcoOble yKa3aHUs U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHUN

ITanmeHTHl ¢ HapyIIeHHEM d)VHKHI/II/I IMOYCK

OcCHOBHOH IyThb BBIBEIEHUS CUTArJMNTHHA W3 OpraHM3Ma — IodeuyHas HKckpeuus. s
JOCTHKEHUS TaKUX XK€ TIA3MEHHBIX KOHLIEHTPAIH, KaK U y TallMeHTOB C HOPMAJIbHOM (QyHKIIMEH
TOYeK, MAIMEHTaM CO CKOPOCTHIO KIyOoukoBoil ¢umpTpammu (CK®) < 45 mn/mun/1,73 M2, a
TaKkKe TalueHTaM C TepMuHanbHOM craguedt XbBII, TpeOyromeir remoauanusa WIH
NEPUTOHEAIBHOTO JAMaIN3a, TpeOyeTcs MPOBOIUTH KOPPEKIMIO (CHMXKEHHE) O3Bl Iperapara
CenruMomno ITPO (cm. paznen 4.2).

[TankpeaTtut

bbun nostydeHs! cooOIIEHNs O Pa3BUTUU OCTPOro NaHKPEATHTA, BKIIOYAsi FeMOPpAaruyecKuil nim
HEKPOTHUYECKUI C JIeTAJIbHBIM M 0€3 JIeTaJbHOI0 MCXO0Ja, y MAI[MeHTOB, MPUHUMAIOIINX
cutarunTHH (cM. pasaen 4.8). ITanueHTs! 10MKHBI OBITh TPOUH()OPMHUPOBAHBI O XaPAKTEPHBIX
CHUMIITOMAaX OCTPOro NaHKpeaTUTa: CTONKUE, CUIIbHBIE 00IH B kHBOTE. KnMHN4eckue nposiBIeHus
[aHKpeaTUTa UCYE3aI MOCe MPEeKpallleHusl IpueMa CUTariaunTuHa. B ciyyae mopo3peHus Ha
NaHKPEaTUT HEOoOXOOUMO TMpekpaTuTh mnpueMm npenapata CenaruMono ITPO u apyrux
NOTEHLIMAJIBHO OMACHBIX JEKAPCTBEHHBIX MIPENApaTOB.

I'unormukeMust

I[To maHHBIM KIMHUYECKUX MCCIECAOBAaHUN CUTATTIUITHHA YaCTOTa BOSHUKHOBEHHS TUIIOTTIMKEMHUH
Opd MOHOTEpanmMM U KOMOWHUPOBAHHOM Tepamuu C TMpernapataMHd, HE BbI3BIBAIOLIMMU
TUIOTTIMKEMHIO  (MET(OPMHH, MHOTJINTA30H), ObUIa COMOCTaBUMa C YacCTOTOW pa3BUTHS
THITOTJINKEMUH B Tpynme mranebo. Kak m B cimydae mpuema JpyruX THITOTIIMKEMHYECKHX
IpenapaToB COBMECTHO C CyJb(OHHIMOYEBHHON WM WHCYJIMHOM, YacTOTa BO3HHKHOBEHUS
TUMOTJIMKEMUHM TIPU TNPUMEHEHWU CHTarJIMNTHHA B KOMOMHALIMM C WHCYJIMHOM WJIH
IPOM3BOIHBIMU CYJIb(OHIIMOYEBHHBI OblIa BBIIIE, UM MPH NpHeMe Iuianedo (cM. pazzaen 4.8).
C 1enpio CHWKEHUS PHCKA Pa3BUTHS MHCYJIHMH- WIN CyJIb(OH-NHAYINPOBAHHONW TUIOTIMKEMUH
7103y WHCYJIMHA WM TIPOU3BOTHOTO CYJIb(OHIIMOYEBUHBI CIEIyeT YMEHBIIUTH (CM. pa3zaen 4.2).

Peakinn TUINICPYYBCTBUTCIIbHOCTHU

B xome mocTperucTpalmOHHOTO MOHUTOPHHTA MPUMEHEHHUS CHUTATrJIMITHHA ObUIM BBISBICHBI
Cepbe3HbIE PEaKIMU THIEPUYBCTBUTEILHOCTU. JlaHHBIE peakuuH BKIOYAIW aHa(UIAKCHUIO,
AQHTMOHEBPOTUYECKUI OTEK, SKCOIMaTUBHBbIE KOXHBbIE 3a00JIeBaHUSA, BKIIOYas CHHIPOM
Crusenca-J[>)xoHcoHa. IlockoiabKy 3TH JaHHBIE OBUIM MOJYYEHBI JOOPOBOJIBHO OT MOIYJISALUN
HEONPEIETIEHHOTO pa3Mepa, 4YacTOTy U MNPUUYMHHO-CIIEICTBEHHYIO CBSA3b JAHHBIX pPEAKIUN C

Teparmeﬁ OIMPCACIIUTL HCBO3MOKHO. I[aHHBIe PC€aKu BO3HUKAJIU B TCUCHUC NICPBBIX 3 MCCAILICB



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.06.2024 N= 13045

(NOCNEQCBATENEHOCTE 0002)

nociie Havyajia MPUMEHEHUsI CUTArJIMIITHHA, HEKOTOpbIe HAOII0AATUCH [TOCIIE TpHUeMa IepBOi J03bI
npenapata. Ecnu momgo3peBaercs pa3BUTHE pEakUUU TUIMEPUYBCTBUTEIBHOCTH, HEOOXOIMMO
npekpatuth npueM mnpenapara CenruMono IIPO, oneHuTh apyrue BO3MOMKHBIE MPUYHHBI
Pa3BUTHUSL HEXENATEeIbHOTO SBJICHHUS M HA3HAYUTH JAPYTYI0 MEIUKAMEHTO3HYIO TEpamuio s
JICYeHHS caxapHoro auadera (cM. pasaensl 4.3 u 4.8).

ITanmeHTH MOKUIIOr0 BO3pacTa

B xnmHHYeckux uccnenoBaHusIX 3((EeKTUBHOCTh U 0€30MaCHOCTh CHUTATVIMITHHA Y MAIlEHTOB
HOXWJIOT0 Bo3pacta (= 65 ner, 409 mauueHTOB) ObUTH CPaBHUMBI C STHUMHU IOKA3aTeNsIMH Y
MalyeHToB Mojioke 65 jer. Koppekiuu 1o3bl B 3aBUCHMOCTH OT BO3pacTa HE TpeOyercs.
[TanMeHTsl MOXKMUIIOrO BO3pacTa 4Yalle CKJIOHHBI K Pa3BUTHIO HapylleHUs (YHKIMHU IOYEK.
COOTBETCTBEHHO, KaK M B JAPYTMX BO3PACTHBIX TpPYyIMIMax, HEO0OXoauMa KOPPEKIHs J03bI Y
NAIMEeHTOB C BBIPAKEHHBIM HapyIIeHUEeM (pyHKLIUH 1MoveK (cM. pasnen 4.2).

Byiuiesuslii neMmdurons

VY manueHToB, MPUHUMABIIUX UHTHOUTOPHI munentuauanentuaasbli-4 (I111-4), coobmanock o
NOCTPETHCTPALIMOHHBIX CIy4asX BO3HUKHOBEHHs OyJUIE3HOTO MeMPHUronsa, TpeOyIOIero
rocrnuTanu3anii. B cOOOMIEHHBIX Clydasx MAllMeHTHl BBI3IOPABIUBAIH JINOO OT MECTHOM, THOO
OT CHCTEMHOW HMMYyHOCyIpeccuBHOW Tepamuu W oTMmeHbl JII1I1-4 warmnoumropa. IlammeHTsHI
JIOJDKHBI OBITH TTPOUH(OPMUPOBAHBI 0 HEOOXOJIUMOCTH COOOIIATh O PA3BUTHH BOJIBIPEH WIIH
U3bA3BICHUNH B xoje JsedeHus mnpenaparom CenruMono IIPO. B cinyuae mopo3peHus Ha
Oymne3Hplid meMpUrons HeoOXOoAMMO TpeKpatuTh npueMm npenapata CenruMono [MIPO u

06paTI/ITI)CH K A€pMaroJiory Jjisd AMarHOCTUKU U Ha3HAYCHUA COOTBETCTBYIOICTO JICUCHMS.

4.5. B3amMmopeiicTBMe ¢ JPYrHMH JICKAPCTBEHHBIMH IpenaparamMM M JApyrue BH/IbI
B3alMOJeliCTBUSA

B nccnenoBanusax no B3auMoJEHCTBUIO C APYTUMH JIEKAPCTBEHHBIMU CPEICTBAMM CUTAITIMITHH
HE OKa3bIBaJ KIMHUYECKH 3HAUUMOT0 3P dexTa Ha (apMaKOKMHETHUKY CIEIYIOIUX MpernapaTos:
MeT(QOpMUHA, POCHUIIIMTA30HA, TIMOCHKIAMHUAA, CHMBAcCTaTWHA, BapdapuHa, NEepOpaTIbHBIX
KOHTpanentuBoB. OCHOBBIBAsICh HAa ITHX JAHHBIX, CHTAIJIMITUH HE UHTHOUpPYET U30()epMEHTHI
CYP3A4, 2C8 nnmu 2C9. OcHOBBIBasICh Ha JAaHHBIX in Vitro, CATATJIMIITUH TaKXe HE HHTUOUPYET
uzopepmentsl CYP2D6, 1A2, 2C19 u 2B6 u e unnyuupyet uzopepment CYP3A4.
MHorokpaTHblii mpueM MeThopMHHAa B KOMOMHAIMM C CHUTArJIMIITHHOM HE OKa3bIBal
CYUIECTBEHHOI'O BIUSHHMS Ha (apMaKOKMHETHYECKHE IapaMeTpbl CUTAINIMITHHA Yy OOJIbHBIX

caxapHbIM AuabeToM 2 THuma.
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[To maHHBIM NMOMYJSIIMOHHOTO (hapMAKOKWHETHYECKOIO aHaJIn3a OOJIbHBIX CaXapHbBIM Ha0eTOM
2 Tuma COMyTCTBYIOIIas Tepamus HE OKa3blBaja KIMHUYECKH 3HAYUMOTO BIIMSHUA Ha
(apMaKOKMHETHKY CHTarfJuNTHHA. B HccienoBaHMM OLIGHWBANM Psifi MpenaparoB, Hambosee
4acTO HCIOJNIB3yeMbIX OONBHBIMH  CaxapHbIM auaberomM 2 TuUma, B TOM  YHUCIHE
TUTIOJIMITHIEMUYECKUE  Tpermaparbl  (cTatuHbl, (uOpaThl, HI3eTUMHO), aAHTHATPETAHTHI
(kmomuaorpen), aHTUTUIIEPTEH3UBHBIC TpenapaThl (HHTHOUTOPHI aHTHOTEH3UHITPEBPAIIIAOIETO
¢depmenta (AIID), aHTaroHWCTH penenTopoB aHruoreHsuHa II, Oera-agpeH0OIOKATOPHI,
0JIOKAaTOPBI KATBIIMEBBIX KAHAJIOB, THAPOXIOPOTHAZHT), HECTEPOHIHBIC TPOTHBOBOCTIAIUTEIHHBIC
npenaparbl  (HampoOKCeH, JUKIO(EHaK, IEeJIeKOKCHO), aHTUIenpeccaHTsl (OyNmpoOmuoH,
(bIyOKCEeTHH, CepTPaIMH), aHTUTUCTAMUHHBIE TIpenapatsl (IIETUPU3KH), HHTHOUTOPHI IPOTOHHON
noMITBl  (OMENpPas3oil, JAHCOMPA30Jl) W TMpenaparbl Ui JICYCHHUS SPEKTWIBHON auc)yHKIUU
(cunpenadmn).

Bbr110 0TMEUeHO HEOOJIBIIIOe YBEIMUCHHUE TUIOIAIH IO KPUBOH «KOoHIeHTpanus-Bpems» (AUC)
(11 %), a Taxxke cpenHedt MakcuMmanbHOM KOHIEHTpauuu (Cmax) (18 %) nurokcuna mpu
COBMECTHOM NPHUMEHEHHU C CHUTArJIUIITHHOM. OTO YBEIUYCHHE HE CUUTACTCS KIMHHYECKU
3HauuMbIM. He pexomeHayeTcst n3MEHEHHE 103bl HU IMTOKCUHA, HU npenapata CenruMono ITPO
IIPU COBMECTHOM UX MPUMEHEHHH.

beuto ormeueno yenmnueHne AUC n Cpax cutarmmntuHa Ha 29 % u 68 % COOTBETCTBEHHO Y
NAIMEeHTOB MPU COBMECTHOM MPHUMEHEHUH Pa3oBOU mepopaibHoi 10361 100 Mr cUTarmunTHHA U
pa3oBoil nepopanbHOi 10361 600 MI' IUKIOCTIOPHHA, MOIIHOTO MHTHOUTOPA P-TIIMKOMPOTEHHA.
Habmoaembie n3MeHeHus GpapMaKOKHHETHUYECKUX XapaKTEPUCTUK CUTATJIUNITHHA HE CUUTAIOTCS
KJIMHUYECKH 3HaUYMMbIMU. He pekoMenayercs nuameHenue 1o3bl npenapara CearuMono [TPO npu
COBMECTHOM MPUMEHEHHH C MHUKJIOCTIOPUHOM W JPYTMMH WHTUOUTOpPAMH P-TJIMKOMPOTEHUHA
(HampuMep, KETOKOHA30JI0M).

[TomynasiuoHHbIl  (hapMaKOKMHETHYECKUM aHallM3 MAlUeHTOB M 3JI0POBBIX J10OPOBOJIBIEB
(N=858) Ha mmMpoKuii CHEKTP COMYTCTBYOMMX MpenaparoB (N=83), mpuOIN3UTETHHO TTOJIOBUHA
U3 KOTOPBIX BBIBOJUTCS IOYKAMU, HE BBISIBUI KAKMX-JTHOO0 KIMHHYECKH 3HAYUMBIX 3P PEKTOB ITHX

BEIECTB Ha (hapMaKOKWHETUKY CHTATJIUIITHHA.

BcnoMorarebHEBIC BEISCTBA

[Tpenapar CenruMono [TPO conepxxutr menee 1 mmons (23 mr) Hatpus Ha 100 mr, TO €cTh, MO

CYTH, HE COAECPKUT HATPUSI.
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4.6. DepTUIBLHOCTH, 0€PEMEHHOCTb U JIAKTALMS

bepeMeHHOCTh

He MMPpOBOAUIIOCH KOHTPOJUPYCMBIX I/ICC.HGI[OBaHI/II\/'I CUTArJIMIITUHA Y 6€peM€HHbIX JKCHIIIMH,
CJIEIOBATENbHO, HET JaHHBIX O OE30MacHOCTH €ro mpuMeHeHus y OepeMeHHbIX. [Ipemapar
CenmruMono [IPO, kak u JApyrue NepopajibHbIE THUIONIMKEMHUYECKHE TMpernaparbl, HE

PEKOMEHI0BaH K MPUMEHEHUIO BO BpeMsi OEpeMEHHOCTH.

JlakTanus

OTCYTCTBYIOT JaHHBIC O MMPOHUKHOBCHHU CHUTArJIMIITUHA B I'PYAHOEC MOJIOKO. CJ'IGI[OBaTeJ'IBHO,

npenapat CearuMono [TPO He no/keH Ha3HAaYaThCs B MEPUO]T TPYTHOTO BCKapMIIMBAHHS.

4.7. BausiHue Ha CMOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHM CPeACTBAMH M PadoTaTth €
MeXaHNU3MaMu

He IMpOBOAUIIOCH I/ICC.HG,Z[OBaHI/Iﬁ M0 MU3YUCHUIO BJIUAHUA CHUTAIJIAIITUHA Ha CHOCO6HOCTB
YOPaBIsATh TPAHCHOPTHBIMU CpPEACTBAMH M paboTaTh ¢ MeXaHW3MaMH. TeM He MeHee, He
OKHMJIaeTCs OTpUIIaTeNbHOTO BiusHUA npernapara CenruMono [TPO Ha criocoOHOCTH yIIpaBiIsTh

TPAHCIIOPTHBIMU CPEACTBAMH U PabOTaTh ¢ MEXaHU3MaMH.

4.8. HexkennaTeibHbIE peakuuu

Pesrome npoduiist 0e3onacHocT

Coo0mIanoch 0 Cepbe3HBIX HEXKENATENbHBIX PEaKIMsIX, BKIIOYABIIUX MAaHKPEATUT U PEaAKIIHUU
TUIEPYYBCTBUTEILHOCTHU. | HITOTIIMKEMUIO PETUCTPUPOBAIIH MPHU MPpUEME Mpenapara B COUYeTaHUN

¢ cynbponunmoueBunoit (4,7 %—13,8 %) u uncynunom (9,6 %) (cMm. pazzaen 4.4).

TabauyHOE pe3roMe HEXKENATENbHBIX PEAKIINI

HexenarenpHable peakiuu nepedrcieHbl Hike (Tabmuma 1) w mpuBeneHs! B COOTBETCTBUU C
cUcTeMHO-opranHoi knaccudukanuerr BO3. YactoTa pa3BUTHS HEKENATEIbHBIX PEAKIIHA,
MIEPEUYUCICHHBIX HUXE, OINpEAeNslach COOTBETCTBEHHO CIEAYIOUIEH Ipajaluu: OY€Hb YacTo
(> 1/10); gacto (= 1/100, HO < 1/10); HEwacTo (> 1/1 000, Ho < 1/100); penxko (= 1/10 000, =HO
< 1/1 000); ouens peaxo (< 1/10 000), yacrora Hem3BecTHA (HE MOXKET OBITH OIICHEHA HAa OCHOBE
MMEIOIIUXCS TAaHHBIX ).

Tabmuma 1. YacTora HeXenaTeNbHBIX PEAKIUH, BBIIBICHHBIX B ILIAIE00-KOHTPOJIUPYEMBIX
KJIMHAYECKUX MCCIIEOBAHUAX CUTAIJIMIITUHA B MOHOTEPANMH M IPU NOCTPETUCTPALMOHHOM

HaOJIFOJEHUH.
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Yacro Heuacto Penxo YacTroTa Hen3BeCcTHA

Hapywenus co cmopoHul Kpogu u tumgamuueckou cucmembl

TPOMOOIIUTOTICHHS

Hapywenus co cmoponvl ummynHou cucmembl

peakuuu
THIIEPYyBCTBUTEILHOCTH, B
TOM uncie aHadumakcus * |

Hapywenusa memabonuzma u numanus

TUITOTJIMKEMU !

Hapywenus co cmoponul HepeHoil cucmemul

rojoBHast 00JIb TOJIOBOKPY>KEHHE

Hapywenus co cmoponul OvixamenvHoti cucmemsl, Op2aHo8 2pyOHOU KIemKU U CPeOOCMeHUs

I/IHTepCTI/ILII/IaJIBHOG
3a60JIeBaHKE JICTKUX

Kenyoouno-kuuieutvle Hapyulenus

3arop pBoTa*

(V) *
OCTpBIii MaHKpeaTur - 12

¢datanpHBli ¥ HedaTaTbHBINA
reMOpPparuvyecKuii u

o *
HerOTquCKI/IH HaHeraTI/IT 1

Hapymeﬂuﬂ CO CMOPOHbBL KOJHCU U NOOKONCHBIX MKAHel

*

3ya aHFI/IOHeBpOTI/I‘IeCKI/Iﬁ OTCK

%, 1

%, 1

CBbIITb

*
KpallMBHHUIIA ° !

- *
KOXXHbIN BaCKyJII/IT 1

aKC(oIMaTUBHBIC 3a00IEBAHUS
KOXH, BKJTFOYAst CHHAPOM

*
CrtuBenca-JI»KoHCOHA * !

- *
OyJIe3HbIN TeM(pUTOuT

HapyweHu}l CO CMOpPOHbL Mblu/lellHOIZ, CKeIemHOU U COCOUHUMENIbHOU MKAHU

*
apTpairus

*
MHUaJrus

k
00JIb B CLIUHE

*
apTponarus

Hapywenus co cmoponvl nouex u Mo4esblgo0AuuUx nymei

HapyIeHne (yHKIUU T0YeK
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ocCTpasd nmodycyHasd
*
HEAO0CTATOYHOCTD

*HesxenarenbHble peaki[ii ObUTH BBISBICHBI B XOJI€ MOCTPETUCTPAIIMOHHOTO HAOIIOICHHUSL.
' Cwm. pasnen 4.4.

2 Cm. nadopmanuio no Mccredosanuio cepdeuno-cocyoucmoii 6ezonacnocmu TECOS Huxe.

Onucanue OTACILHBIX HEXKEIATEIbHEIX PEaKIITHI

[TomuMO CBSI3aHHBIX C TMpENapaToM HEXeNaTelIbHBIX peaklui, ONMUCAHHBIX BBIIIE,
He)KelaTeJIbHbIE PeaKllu PEerucTpUPOBAIN HE3aBUCHUMO OT HAJIMYMS CBSI3U C MpernapaToM, eciiu
OHH Pa3BHBAIMCh KaK MHHUMYM Yy 5 % U OoJyiee MalMeHTOB, MOMyYaBIIUX CUTATIUITHH, B TOM
yuclie THPEKIIUU BEPXHHUX JbIXaTeNbHBIX MyTel 1 Ha30(papuHTHUT. HexxenarenbHbIMU peaKIHsIMH,
MOJJICKABIIUMHU  PETUCTPALlMU JOMOJHUTEIBHO, BHE 3aBUCUMOCTH OT HAJIM4YUs CBS3H C
npemnapaToM, ObUIM peaklMH, KOTOphIE 4Yallle pa3BUBAJIUCh Yy MAlMEHTOB, IOJIYYaBIINX
CUTArJUNTHH (4acTOTa HE JOCTUrana ypoBHs 5 %, HO Obuia Oosiee uem Ha 0,5 % BbIIIE B Tpymmax
CUTArJUNTHHA IO CPABHEHHUIO C KOHTPOJIBHOU TPYIION); OHU BKJIIOYAIU OCTEOApPTPO3 U OO0JIb B
KOHEYHOCTSIX.

HekoTtoprle HexenaTenbHble pPEaKIUH PETUCTPUPOBAIMCH Yalle B HCCIEAOBAHUAX C
KOMOMHHPOBAaHHBIM TPUMEHEHUEM CHUTATIUNTHHA U JIPYTUX TUIOTTUKEMUYECKUX MPErapaTos,
HEXXENTM B HCCICNOBAHUSAX MOHOTEpPANUU CUTArTUNTHHOM. OHU BKIIOYAIH TUMOTIMKEMUIO
(9acToTa: 0OueHb 4acTO B KOMOWHAIIMH C TPOU3BOIHBIMH CYJIH()OHUIMOUYEBUHBI 1 MET(HOPMUHOM),
rpurnmn (4acto Ha hoHe MprueMa HHCYIUHA (C METOPMHUHOM B O€3 HET0)), TOITHOTY B PBOTY (4acTo
B KOMOMHaImMu ¢ METGOPMHUHOM), B3AyTHE JKHMBOTa (YacTO TpPH NPUMEHEHHH BMECTE C
METHOPMHUHOM WM MHUOTJIMTA30HOM), 3amop (4acTo NpH NPUMEHEHHUH B COYETAHHH C
MPOU3BOHBIMH CYIb()OHUIMOUYECBUHBI U MET(POPMUHOM), mepudepudeckre OTeKH (4acTo Mpu
INPUMEHEHUU B COYETAHUHU C MUOTTIMTA30HOM MM KOMOMHALMEN MUOTIUTa30Ha U METQOpMHUHA),
COHJIUBOCTH M AMAPEI0 (HEYaCTO MpU KOMOWHAIIMH C METPOPMUHOM) U CYXOCTh BO PTYy (HEUACTO
npy KOMOMHAIIMK C MHCYJTUHOM (¢ MeT(GOpMUHOM U O€3 Hero)).

Hccneoosanue no oyenke cepoeuno-cocyoucmou bezonacnocmu cumaeaunmuua (TECOS)

B uccnenoBanue no orneHke cepaedaHo-cocyauctoi 6e3onacHoctu cutarnunTtuHa (TECOS) 6p110
BKJIIOYeHO 7332 marueHTa, Kotopslie npuHuManu cutarauntud 100 mr B 1eHsb (uau 50 Mr B JI€Hb,
ecyIM MCXOMHBIH mokasatens pacuetHoit CK® (pCK®) 6611 > 30 u < 50 mn/mun/1,73 M?), u 7339
MAIMEHTOB, IPUHUMABIINX I1J1a11e00, B 0011IeH MOMyJISIUY NallHeHTOB, KOTOPHIM ObLIO HA3HAYEHO

nedeHue («intention-to-treaty). Miccriemyemsiii mpenapat (CUTarTMITHH WIH T1a11e00) 100aBIIsICs
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K CTaHJapTHOM Tepamuu COTJIACHO CYIIECTBYIOUIMM HallMOHAJIBHBIM CTaHAapTaMm MO BbIOOpPY
1eaeBoro ypoBHs: HbAic u KOHTpOIIO cepiedHO-cocyIucThIX (pakTopoB prcka. Obmas yactora
BO3HUKHOBEHUS CEPhE3HBIX HEKENATEIBHBIX PEAKIIUN Y TAIIUCHTOB, IPHHUMABIINX CUTATIUIITHH,
ObuIa TaKoM ke, KaK y MaIllMeHTOB, IPUHUMABILIUX 1a1e0o.

B nonmynsinyu manueHToB, KOTOPHIM ObUTIO Ha3HAYCHO JieueHue («intention-to-treaty), cpeau Tex,
KTO MCXOJHO TOJydyaa MHCYJIUHOTEPANUIO /WM MPOU3BOAHbBIE CYIh(OHUIMOUYEBUHBI, YaCTOTA
BO3HUKHOBEHHUS OJMH30/I0B TSDKEIOW THUIOTIUKEMUU cocraBuina 2,7% y TaIUeHTOB,
MPUHUMABIIUX CUTATIIUITHH, U 2,5 % y MalnueHToB, MPUHUMABIINX T1ane0o. Cpeny nanueHToB,
UCXOAHO HE TOJY4YaBUIMX HHCYJIMH W/WIM TPOU3BOAHBIE CYyJIb()OHUIMOYEBUHBI, YacTOTa
BO3HUKHOBEHHMSI 3IH30/10B TsDKENOW runorimkemun cocraBuina 1,0% y mManueHTos,
OpUHUMABIIUX cuTarmunTuH, W 0,7 % y mNanWeHToB, NpuUHUMABIMX Iuianebo. Yacrora
BO3HUKHOBEHHUSI IOATBEPXKAECHHBIX SKCIIEPTH30M ciyyaeB maHkpeaTuTa coctaBuwia 0,3 % y

MalMeHTOB, TPUHUMABIINX CUTAraunThH, U 0,2 % y manueHToB, MPUHUMABIIHX II1aIe00.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOM03PEBAEMBIX HEXKENATENbHBIX PEAKIHUAX TIOCIEe PETUCTPALUU
JIEKapCTBEHHOT'0 Tperapara ¢ 1efbio 00ecredeHnsl HeMPepbIBHOIO MOHUTOPUHTA COOTHOIICHUS
«TMOJb3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeTuIuHCKUM pa0OTHUKAM PEKOMEHIYeTCs
coo01aTe 0 JIIOOBIX MOJ03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX JEKapCTBEHHOTO Ipernapara
4yepe3 HAIMOHAIBHBIE CHCTEMbI COOOIICHHS O HEXKENATEIbHBIX PEaKIUIX rOCYJapCTB — YJICHOB

EBpa3zuiickoro 5KOHOMUYECKOTO COI03a.

Poccniickas @enepanys

®denepanbHas ciryk0a 1o Haa30py B cdepe 3ApaBOOXPaHECHUS
Anpec: 109012, r. MockBa, CnaBstHcKast miomanis, a. 4, ctp. 1
Tenedon: +7 800 550 99 03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caift B MH(OPMAIIIOHHO-TEIEKOMMYHHKAIIMOHHOH ceTh «HTepHeT:

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

Pecny6nuka Kazaxcran
PecrybnukaHckoe TocyIapcTBEHHOE MPEANPUATHE Ha MPaBE XO3IMCTBEHHOTO BEACHHUS
«HaunonanbHbli LIeHTp SKCIEPTU3BI TIEKAPCTBEHHBIX CPEACTB U MEAULMHCKUX U3ICIIHI

Komurera MemuunHCcKOTO M hapmarieBTudeckoro koutposst M3 PK
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Anpec: 010000, r. Acrana, yi. Mmanosa, 13, BI[ «Hypcayner»
Tenedon: +7 7172 78 98 28
OnexTponHas noyra: farm@dari.kz

CaiiT B nH(pOpMAIIMOHHO-TEJIEKOMMYHUKAIMOHHOM ceT «HTepHeT»: www.ndda.kz

Pecniybnuka benapych

PVII «lleHTp sKCIEpTU3 U UCIIBITAHUN B 3[PAaBOOXPAHEHUI
Anpec: 220037, r. Munck, nep. Toapumieckuii, 2a
Tenedon: +375 17231 85 14

@axc: + 375 17 252 53 58

DnekTpoHHas nmoyrta: repl@rceth.by

Caiit B mHGOPMAIIMOHHO-TEJICKOMMYHHUKAIIMOHHOM ceTH «MHTepHeT»: www.rceth.by

PecnyOnnka Apmenust

Hayunsiit Llentp Oxcneptussl Jlekapcts u Meaunuuckux TexHomorum
uM. akanemuka O. TABPUEJISIHA

Anpec: 0051, r. EpeBan, ip. Komuraca, 49/5

Tenedon: +374 60 83 00 73

Caiit B mHGOPMAIIMOHHO-TEIICKOMMYHHUKAIIMOHHON ceTH «MHTepHeT»: Www.pharm.am

Ksipreizckas PecryGnmka

JlenapTamMeHT JIEKapCTBEHHBIX CPEACTB U MEAULIMHCKUX U3JEIUN IpY MUHHUCTEPCTBE
3npaBooxpaneHust Kelpreizckoit PecriyOmmiku

Anpec: 720044, r. bumikek, yi. 3-a JIuaus, 25

Tenedon: 0800 800 26 26

OnextponHas noyra: dlomt@pharm.kg

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHUKALMOHHOM ceTH «HTepHeT»: www.pharm.kg

4.9. [lepeno3upoBka

CuMnOTOMBI

Bo Bpems KIMHUYECKHX HWCCIICIOBAaHHWI Ha 3J0POBBIX JOOpOBOJbIIax paszoBas no3a 800 mr
CUTArJUNTHHA B IIEJIOM XOPOIIO NepeHocmiack. MuHuManbHble n3MeHeHus uatepsana QT, He
CUMTAIOIINECS KIMHUYECKU 3HAYMMBIMH, OTMEYAIIUCh B OJTHOM U3 UCCJIEJOBAaHUM CUTArIUITHHA

B 103¢ 800 mr B cyTkH. Jlo3a cBbiie 800 Mr B CyTKH y JIFOJIEH HE U3y4alIach.
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B | ¢daze xiaMHMYECKHX HCCIEAOBAaHWNW MHOTOKPATHOTO MpUEMa KaKHUX-THOO CBS3aHHBIX C
JICYECHUEM CUTATTTMITUHOM HEXKEIATEeNIbHBIX PEAKIHI IIpU pUeMe IIpenapara B CyTOYHOU J03€ 10
400 Mr Ha NpOTSKEHUU 28 THEN HE OTMEYalu.

Jleuenue

B ciydae nmepeno3upoBkM HEOOXOAMMO HAaYaTh CTaHAAPTHBIE MOAIEP>KUBAIOIINE MEPOTIPUSATHUS:
yaaneHue HeabcopOMPOBAHHOTO Mpenapara U3 KelyJOoYHO-KUIIEYHOTO TPaKTa, OCYUIECTBIICHHE
MOHUTOPHPOBAHHUS TIOKa3aTeNIeH JKU3HEACATEIbHOCTH, BKIIIOYas anekTpokapaunorpammy (OKI), a
TaKXe Ha3HAUYEeHHUE MOJICPKUBAIOILEH Teparnuu, eciau TpeOyeTcsl.

CutarnmunTuH c1abo auanu3upyercs. B KIMHMUYECKHX HCCIeIOoBaHUSAX TOJNbKO 13,5 % mo3bl
YIAIs10Ch U3 OpraHu3Ma B TeueHue 3—4-4acoBOro ceanca auanusa. [[poloHrupoBaHHbINA TUATINA3
MOXET Ha3HauyaTbCcs B Ciydae KIMHHUYECKoW HeoOxomumocTd. [laHHbIX 00 3ddexTuBHOCTH
MEPUTOHEAIBHOTO TUaInu3a CUTArTUITHHA HET.

5. DPAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoaMHaMH4YeCKHe CBOMCTBA

dapMakoTepaneBTUYECKass  Tpymma: CpeAcTBa  JUis  JICUeHUs — caxapHoro  jauabera;
TUTOTJIMKEMUYECKHE CPEACTBA, KPOME HWHCYJIWHOB; WHTHOWUTOPHI JUMEHTHAMINICHTH/Ia3bI-4
(AIII1-4).

Kox ATX: A10BHO1

Mexannsm neiicTBus

CUTaryiunTUH ~ SABJSETCS  aKTHMBHBIM IIPU  NEPOPAJIBHOM  NPUEME, BBICOKOCEIEKTHBHBIM
uaruouTopom depmenta JI1I1-4, mpenqnasHaueHHBIM IS JICUCHUsI CaxapHOTO auadeTa 2 THIIA.
CUTarIMNTUH OTIUYAETCS MO XMMHUYECKOM CTPYKType M (apMaKoJOTHYECKOMY JAEUCTBUIO OT
aHaJioroB  rimokaroHonogo6Horo  mentuaa-1  (I'TIII-1),  wHCynMHA,  NPOU3BOIHBIX
CyJIb(OHMUIMOYEBUHBI,  OWTyaHHIOB,  arOHHUCTOB  TaMMa-pelenTopoB,  aKTUBUPYEMbIX
nponudeparopom nepokcucom (PPAR-y), uHruOmTopoB anbda-TaroKo3uaa3bl, aHaJIOTOB
amunuHa. Muarubupys [I1[1-4, cuTarmunTUH TMOBBIIIACT KOHIICHTPAIUIO JIBYX TOPMOHOB
cemeiictBa uHKpetuHOoB: [TIII-1 M rIIOK0303aBUCMMOr0 HMHCYJIMHOTPOIHOIO MOJUIENTHIA
(I'UII). F'opMoOHBI ceMelCTBa MHKPETUHOB CEKPETUPYIOTCS B KHMILIEUYHUKE B TEUEHUE CYTOK, MX
KOHIIEHTpAlKs [TOBBIIAETCS B OTBET HA IPUEM IMHILN.

WHKpeTHHBI SBIISIOTCS YaCThI0 BHYTPEHHEHW (PM3NOIOTUYECKOM CUCTEMBI PETyJIALNNA TOMEeocTa3a
MII0KO3bL. [IpM HOpManbHOM WIJIM TMOBBIIIEHHOW KOHILIEHTPALUH TJIFOKO3bI B KPOBU T'OPMOHBI

CeMeNCTBa MHKPETUHOB CIIOCOOCTBYIOT YBEJIIMYCHUIO CUHTE3a MHCYJIMHA, a TAKXKE €r0 CeKpeluu
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OeTa-KJIeTKaMU MOKEITyIOYHON JKeJIe3bl 32 CUET CUTHAIbHBIX BHYTPHUKIETOYHBIX MEXaHU3MOB,
ACCOIIMMPOBAHHBIX C IIUKINYECKUM aJieHO3nHMOHO(pochaTom (AMD).

I'TITI-1 Takke cnocoOCTBYET MOJABICHHUIO MOBBIIIEHHOW CEKPEIMH TITIOKAaroHa ajab(a-KIeTKaMH
NO/UKETYJOYHOM kene3bl. CHIKEHHME KOHIGHTpAallMW TJIIOKaroHa Ha ()OHE TMOBBIIICHUS
KOHIIEHTPALlMN MHCYJUHA CHOCOOCTBYET YMEHBIIEHHIO NMPOIYKIMU TIIFOKO3bl MEYEHBIO, UYTO B
UTOTE IPUBOJIUT K YMEHBIICHHUIO ININKEMUH. DTOT MEXaHU3M JEHCTBUS OTJINYACTCA OT MEXaHU3Ma
NeHCTBUSL TIPOU3BOAHBIX CYJIb()OHHUIMOUYEBHHBI, KOTOPbIE CTUMYJHUPYIOT BBICBOOOXKIECHHUE
MHCYJIMHA M TIPU HU3KOW KOHILIEHTPAIMH TIIIOKO3bI B KPOBH, YTO YPEBATO PA3BUTUEM CYJIb(OH-
MHYLIMPOBAHHONW THMIOIVIMKEMHUHU HE TOJBKO y OOJIBHBIX CaXxapHbIM AMA0ETOM 2 THUMA, HO U Y
3IOPOBBIX JIALI.

[Tpu HU3KOM KOHLIEHTPALMH TIIOKO3bI B KPOBH IepeuncieHHbIe () (heKThl HHKPETHHOB Ha BBIOPOC
MHCYJIMHA U YMEHbBILICHHE CeKpelnu rimokarona He Haomogatores. ['TII-1 u TUIT e BnusitoT Ha
BBIOPOC TJIIOKaroHa B OTBET HAa TMIOMNIMKEMHUIO. B (HU3MOIOrMuUecKuX yCIOBUSIX aKTHBHOCTb
WHKpEeTUHOB orpanuumuBactcs GpepmentoM [I111-4, koTopblii OBICTPO THAPOTU3IYET HHKPETHHBI C
00pa30BaHUEM HEAKTHUBHBIX TPOAYKTOB.

CuTarnunTuH NpeAoTBpaIlaeT TUAPOJIN3 HHKpeTHHOB ¢epmentom [III1-4, Tem cambim
yBeIUYMBas TUIa3MEHHbIC KOHIEHTpanuu akTuBHBIX Gopm [TIII-1 w THUIL. TloBeimas
KOHIIEHTPALMI0 HHKPETUHOB, CUTArJIUITHH YBEJIMUUBACT [NIFOKO303aBUCUMBII BBIOPOC HHCYJIMHA
¥ CIOCOOCTBYET YMEHBIICHUIO CEKPEIMH TII0KAaroHa. Y ManueHToB ¢ CaXapHbIM AHa0eToM 2 THIIa
C TUNEPIVINKEMHEN 3T U3MEHEHMsI CEKPELIMM MHCYJIMHA M TJIIOKaroHa NPUBOISAT K CHHIKEHUIO
KOHIIGHTpAIlUd TJIMKO3WIMPOBAaHHOTO reMorioonHa HbAlc w  ymeHbIIeHHIO TIIa3MEHHOU
KOHIIEHTPALUH [JIIOKO3bl, ONPEAEIIeMON HATOLAK U 110CIIe Harpy304HON IPOOHI.

VY manueHToB C caxapHbIM Jua0eToM 2 THIa MpUEM OJHOM J03bl CUTArJUNTHHA MPUBOIUT K
UHTUOMpoBaHuio akTHUBHOCTH ¢epmenta JIII1-4 B Teyenuwe 24 dYacoB, YTO MNPHUBOJUT K
YBEJIIMUYCHUIO KOHIEHTpauuu UupKyaupyrommx wuHkpetuHoB [TIII-1 u T'MIT B 2-3 pa3sa,
HApacTaHUIO IJIa3MEHHOW KOHLEHTpAUMH MHCyJMHA U C-nenTuaa, CHWKEHUIO KOHLEHTPALUN
[JIIOKaroHa B IJ1a3Me KPOBH, YMEHBIIIEHUIO TJIMKEMUH HATOIAK, @ TAK)KE YMEHBIIECHUIO INIMKEMUN
II0CJIE HArPY3KH IVIFOKO30 MJIM IUIIEBOM HATPY3KH.

Bnuanue na apmepuanvroe oagnenue

B pannomMusupoBaHHOM IUIale00-KOHTPOINPYEMOM MEPEKPECTHOM HCCIIEOBAHUM C y4acTHEM
NAIUEHTOB C apTCpUalIbHON THUIIEPTEH3UECH COYETAaHHBIM IPHUEM THUIIOTCH3UBHBIX INPENapaToB
(omHOTro WK Oonee U3 crucka: HHruOUTOpbl AIID, aHTaroHUCTH perenTopoB anruoreH3uHa II,

OJI0KaTOpbl KaJbIMEBHIX KaHAJIOB, OeTa-aJpeHOOIOKATOPHI, AUYPETHKH) C CUTArJIHITHHOM B
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[EJIOM XOpOLIO TMEPeHOCUJICS MalMeHTaMu. Y JTOM KaTeropuu MalUeHTOB CHUTArJIUNTHH
MPOAEMOHCTPUPOBAT HE3HAUYUTEIBHOE TUIMOTEH3UBHOE JEWCTBHE: B CyTOYHOM a03e 100 mr
CUTArJUNTHH  CHIDKAI  CPEJHECYTOYHOE  aMOylnaToOpHOE  3HAUeHHUE  CUCTOJIMYECKOTO
apTrepualibHOTO AaBneHus (AJl) Ha 2 MM pTyTHOTO CTONI0A 1O CPaBHEHUIO ¢ TPYyNION ianebo. Y
MaIMEeHTOB ¢ HOpMaJIbHBIM Al He HaOJI01amu TUIIOTEH3UBHOTO Y deKTa.

Bausnue na anexkmpogusuonozuto cepoya

B panmomMu3upoBaHHOM TUIANE00-KOHTPOIMPYEMOM MEPEKPECTHOM HCCIICOBAHUH Y 3I0POBBIX
JTOOPOBOJBIICB CUTATIUITHH MPUHUMANCS OMHOKpaTHO B no3e 100 mr wimm 800 mr (8-kpaTHoe
MPEBBIINICHHE PEKOMEHAyeMON m03bl), aubo rmanebo. [locine mnpuwema pekomMeHAyeMOn
TepaneBTUYeckord 10361 100 Mr Kakoro-muOO BIMSHHS Tpernapara Ha MNPOAOJIKUTEIHLHOCTD
uHTepBana QT kak B MOMEHT €ro MakCUMaJIbHON IUIa3MEHHON KOHIIEHTpAlUH, TaKk U B JPYTHUX
TOYKaxX MPOBEPKH Ha MPOTSHKEHUU BCETo MccienoBaHus He Habmonanu. [Tocne mpuema 800 mr
MaKCHMaJbHOE YBEIMYEHHE CKOPPEKTUPOBAHHOTO MO IUIANeb0 CpeaHero U3MEHEHUs
nnutenbHocTH uHTepBaia QT Mo cpaBHEHUIO ¢ UCXOIHBIM 3HAUYEHUEM Yepe3 3 4 Mociie npuema
npemnapata coctaBmio 8,0 mcek. [logo0HOE HE3HAYUTENBHOE YBETWYCHHE OBLIO OIEHEHO Kak
KJIMHU4ecku HezHauumoe. [Tocne mpuema no3bl 800 Mr 3HaueHHE MAKCUMAaJIbHOM IUIa3MEHHON
KOHIEHTPAllMU CHUTArJIUIITUHA MpUMEpHO B 11 pa3 mpeBbllIano COOTBETCTBYIOIIEE 3HAUECHUE
MocJje mpueMa TepaneBTudeckoi 10361 100 mr.

Hccnedosanue no oyenke cepoeuno-cocyoucmotl b6ezonachocmu cumaerunmuna (TECOS)

B wuccnenoBanuu mo oueHke cepreuHo-cocyauctoi OezomacHoctu cutarmuntuHa (TECOS)
MalyUeHThl TpUHUMaAIK cutaraunTuH 1o 100 mr B aeHs (wm 50 Mr B JeHb, €CIM MCXOAHBIN
nokaszatens pCK® 61 > 30 u <50 mn/mun/1,73 M%) uan mane6o, KOTopble H00aBIANNCh K
CTaHJApPTHOU TE€paANUU COTJIACHO CYIIECTBYIOIIUM HAI[MOHAIBHBIM CTaHIapTaM IO ONPEEICHHUIO
1eneBsIx ypoBHe HbA ¢ 1 KOHTPOIIIO cepeduHO-coCy IUCTHIX (hakTopoB prcka. I1o 3aBepiennn
CpeIHero neproja HaOJIo/IeHus, COCTAaBUBLIETO 3 Tofa, y MalMeHTOB C CaXapHbIM JuadeTom 2
TUMA TpPUEM CHUTAIJIMITHHA B JIONOJHEHHE K CTAaHAAPTHOMY JICYCHHIO HE YBEIMYMI PHUCK
CEPbE3HBIX HEXKENATENbHBIX PEAKIIUN CO CTOPOHBI CEPJIEYHO-COCYAUCTON CUCTEMBI (COOTHOILIEHUE
puckoB 0,98; 95 % nosepurenvubiii uHTepBan 0,89-1,08; p <0,001 ana ngokaszarenbcTBa
OTCYTCTBUSl MPEBOCXOJICTBA) WJIM PHUCK TOCHUTANIM3AIMK 1O TPUYUHE CEepIIeYHOMN
HenocTatouyHOCTH (cooTHomeHue puckoB 1,00; 95 % nosepurtensubiii mHTepBan 0,83—-1,20;
p=0,98 nna paznuyusi 4acTOTHI PUCKOB) IO CPABHEHHIO CO CTaHAAPTHBIM JICUCHHEM 0e€3

JOMOJIHUTCIIBHOT'O IMpUeMa CUTArJIMITUHA.
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5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

dapMaKOKMHETHKA CUTArJUNTHHA BCECTOPOHHE OIKCaHA y 3J0POBBIX JIMII M MAalUEHTOB C
caxapHblM JuabeTtoM 2 Tuma. Y 370pOBBIX JIMI[ TOcie nepopanbHoro mpuema 100 wmr
CUTArJIMIITHHA OTMEYaeTcsi ObIcTpast abcopOIHs penapara ¢ ToCTUKEHUEM Cmax B UHTEpBae OT
1 1o 4 yacoB ¢ MmomenTa npuema. AUC yBeTnuuBaeTcs NpONOPIMOHATBHO J03€ U COCTABIISET Y
3I0pPOBBIX CyOBEKTOB 8,52 Mkmousb/nxyac npu mpueme 100 mr BHYTpb, Cmax COCTaBIISLIIA
950 amons/n. [Tnazmennas AUC cutariaunTriHa yBeJlInduBaiach npuonmu3uTensHo Ha 14 % nocie
cienytouiero npuema A03el 100 Mr npenapara 1mo JOCTHXEHUIO paBHOBECHOT'O COCTOSIHUSI TIOCIIE
nmpuemMa TIepBod 03bl. BHyTpu- U MexcyObekTHble Kod(durnuentsl Bapuanuu AUC
CUTArJUNTHHA ObLIN HE3HAUUTEIbHBIMHU.

AOGcopbuus

AbcomoTHas OMOOCTYITHOCTh CUTATJIMIITHHA COCTaBiIsAeT NMpUOIu3uTensHo 87 %. ITockonbky
COBMECTHBII MpUEM CHUTAlJIMIITHHA M OJKUPHOM MHIMM He oOka3piBaeT J¢pdexkra Ha
dapmakokuHeTuky, npernapat CenrmuMono IIPO moker Ha3Ha4aThCsi BHE 3aBHCHUMOCTH OT
npreMa MUIIIH.

Pacnpenenenue

Cpenuuii 00beM pacrpesie/iCHHs] B PABHOBECHOM COCTOSIHMH TI0CTIe OJHOKpAaTHOW 710361 100 mr
CUTArJIMNITHHA y 3J0POBBIX JOOPOBOJIBIIEB COCTaBIsACT NPHOMM3UTENBbHO 198 1. Dpakius
CUTAarJIMIITHUHA, CBA3BIBAOIasiACA C IIJIa3MCHHBIMH 6GJIKaMI/I, OTHOCUTECIJIbHO HU3Ka U COCTAaBJIACT
38 %.

Buorpancdhopmarims

[Tpubmm3utensHo 79 % cUTaraunTHHA BBIBOAUTCS B HEU3MEHCHHOM BHUJE IMOYKAMH.
MeTtabonu3upyeTcs UMb He3HAYUTEbHAS YaCTh MOCTYIHBIIETO B OPraHU3M Tpernapara.

Iocne BBeseHus *C-MeueHOro CUTArUITHHA BHYTPh IPHOIM3UTENLHO 16 % paanoakTHBHOTO
CUTArJUNTHHA BHIBOJAUIIOCH B BHJI€ €ro MeTabonuToB. beutn oOHapyx eHb! cielibl 6 MeTaboIUTOB
CUTArJIMNTHHA, BeposiTHO, He obmanatomue JIII1-4-uHrubupyromei akTUBHOCTHIO. B
WCCJICIOBAHMSIX iM Vitro OBIIO BBISIBICHO, YTO MEPBUYHBIMU H30()ePMEHTAMU, YIACTBYIOIINMH B
OrpaHUYEeHHOM MeTaboau3Me cutariauntuHa, saeisrores CYP3A4 u CYP2CS.

DJIMMUHALMS

[ocne BBemeHus '*C-MeYEHOro  CHTAarJUNTHHA  BHYTPh  3J0POBBIM  JOOPOBONBIAM
npuom3uTenbHo 100 % BBEACHHOTO CUTArIMNTHHA BBIBOAUIOCH: 13 % uepe3 kumedHuk, 87 %
MOYKaMU — B TEUEHUE OJTHOM HEJIeH Ioclie mprueMa npernapata. CpeJHui nepruo noTyBbIBEACHUS

CUTarJIMNTHHA TpH mepopainbHoM mpueme 100 mr cocraBmser npubamsurensHo 12,4 wyaca;
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MOYEYHBIN KJIUPEHC COCTABIIAET NMPUOIM3UTEIHHO 350 MIT/MUH.

BriBenenre cuTarmunTHHA OCYHIECTBIIAETCS MEPBUYHO IYyTeM OKCKpEUUH TMOYKaMu IO
MEXaHU3MYy AaKTHUBHOW KaHANbIeBON cekpenuu. CHUTArIUWnTUH SBISETCS CyOCTpaTOM st
TpaHCIIOpPTEepa OPraHUYECKUX aHMOHOB 4enoBeka Tperbero Tuma (hOAT-3), koTopbiit U MOXKET
OBITH BOBJICUEH B IPOLECC BBIBEICHUS CUTArJIUNTHHA Moukamu. KinHUYecKH BOBIIEYEHHOCTH
hOAT-3 B TpaHCIIOPT CUTArTMNTHHA HE N3y4aiach. CUTarTUNTHH TaK)Ke SBISETCS CyOCTpaTOM p-
JIMKONPOTENHA, KOTOPBIM TaK)Ke€ MOKET y4acTBOBATh B IPOIIECCE BBIBEJICHUSI CUTATJIUIITUHA
noukamu. OIHAKO IUKIIOCTIOPHH, SIBISIOUIUICS HHTUOUTOPOM P-TIMKOMPOTENHA, HE YMEHBIIAI
MOYEYHBIN KJIMPEHC CUTATIUIITHHA.

q)aDMaKOKI/IHeTI/I‘IeCKaﬂ-d)aDMaKOHI/IHaMI/ILIeCKaH 3aBHUCUMOCTH

Tloueunas nedocmamounocmo

OTKpBITOE HCCIIEJOBAHUE CUTArJMNTHHA B 703¢ 50 Mr B CyTKM OBUIO NPOBEICHO C IEINBIO
U3Yy4YeHHUsI ero (papMaKOKHMHETUKH y MallMEHTOB C Pa3IMYHON CTENEHBIO TSHKECTH XPOHHUECKOTO
HapyLIeHUs (PYHKIMH MOYEK B CPAaBHEHUU C KOHTPOJIBHON IPyNIoON 310pOBbIX JOOPOBOIIbIIEB. B
UCCIIeIOBaHMEe ObLIM BKJIFOYCHBI AIIUEHTHI ¢ HAPYIICHUSIMHU (YHKITUU TTOYEK JIETKOM, CpeTHel U
TSKEJION CTEIICHU TSKECTH, a TAKXKE IMALMEHThI ¢ TepMUHANIBHOU cTtaaueit XbII, Hyxxnaromuecs B
nmuanuse. Kpome Toro, BiusHue HapyieHUs GyHKIIUU TOYeK Ha papMaKOKMHETHUKY CUTArJTUITHHA
y MAIMEHTOB C CaXapHbIM 1Ma0eTOM 2 THUIIAa ¥ HapyIlIeHHeM QYHKIIMH OYEK JIETKOU, cpeaHel uim
TSDKEJIONW CTENEeHM TSDKECTH (BKIIIOYAsi MAIlMeHTOB ¢ TepMuHanbHOU craaueit XbII) onenuBamm c
MCIIOJIb30BaHUEM TIOMYJISIIIMOHHBIX (PapMaKOKHHETUYSCKUX aHATH30B.

VYeenuuenue miazmMenHord AUC cutarnuntuHa npuoam3uTenbHo B 1,2 u 1,6 pas mo cpaBHEHUIO C
KOHTPOJIbHOM I'PYIION 0TMEUanoch y NallMeHTOB ¢ HapylIeHueM GyHKIUHU TOYEK JIETKOM CTeTeHn
txects (pCK® ot > 60 mun/mun/1,73 M? 10 < 90 Min/mun/1,73 M?) ¥ y MalMEHTOB ¢ HAPYIIEHUEM
dyHkuu nouek cpeaneit crenenu Tsxectu (pCK®D ot > 45 mu/mun/1,73 M? 10 < 60 mt/mun/
1,73 M%) coorBercTBeHHO. I10CKONBKY YBENMYEHHE STO BENTMUYMHBI HE SBISETCS KIMHUYECKH
3HAYUMBIM, KOPPEKTHUPOBKA J103bl Y 3TUX MAIlUEHTOB HE TpeOyeTcsl.

[IpubnusurenbHO ABYKpaTHOE yBenudeHue rmiazMeHHO AUC cuTarmunTHHA OTMEYaaoch Y
MAIMEHTOB C HapylieHHueM (QYHKIUH Touek cpeaHet cremenu Tspkectn (pCKD ot
> 30 mu/mun/1,73 M? 10 < 60 Ma/mus/1,73 M%) 1 IPUOTM3UTENBHO YETHIPEXKPATHOE y MAIMEHTOB
¢ HapymeHHeM (YHKIMH TOYeK Tskenoi cremenn Tsxectd (pCK® <30 mn/mun/1,73 m?),
BKJIIOYAs MAIIUEHTOB ¢ TepMUHANIbHOU cTaauen XbII, Hyxnaronmxcs B quann3e. CUTarIMnTUH B
HE3HAUYUTEJbHOM KOJMYECTBE YJAIsUICS BO BpeMsl IMpOLEaypbl TeMoauanu3a: Toibko 13,5 % ot

BBGI[GHHOﬁ J03bI OBLIO BBIBCJCHO M3 OpraHui3Ma B TCUCHUC 3—4-gacoBoro ceasca Juajinia,
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HA4YaToro uepe3 4 wyaca Mocie BBEJACHHUS IMpemnapara. TakuM oOpa3oM, A JOCTHXKEHHUS
TEpaneBTUYECKON KOHIEHTpPAllMM CUTArJUMNTHHA B IJIa3Me€ KPOBU (CXOJHOM C TakoBOM Yy
NalEHTOB C  HOpPMalbHOM  (QyHKUMEH  moYek) y  MalueHTOB c pCK®
< 45 mn/mun/1,73 M? pexoMeHI0BaHEl 60JIee HU3KKE 10351 (CM. pasaen 4.2).
Ileuenounasa nedoocmamoynocmo
VY nanueHToB ¢ HapymeHneM QyHKIIMH TTEYEHU CpeHEN CTeTneH  TsoKecTr (7—9 6alioB 1Mo mkae
Yaitnn-Ilet0) cpennsii AUC u Cipax CHUTArJMOTHHA NOpU OJHOKpaTHOM mpueme 100 wmr
yBeNU4MBatOTCs MpuoIu3uTensHo Ha 21 % u 13 % cOOTBETCTBEHHO B CPaBHEHUH C KOHTPOJIBHOM
Tpynnoi 3J0pOBbIX JOOpOBOJIbLIEB. TakuM 00pa3oM, KOpPPEKIHH J103bl Ipenapara Ipu
HapyHIeHUsX QyHKIUU TEeYSHH JIETKOM U CpelHEel CTENeHH TSHKeCTU He TpedyeTcs.
Hert xnMHMYECKHUX TaHHBIX O MPUMEHEHUHU CUTArJUNTHHA Y MAIMEHTOB C HapyIIeHueM (pyHKIIUH
MIEYCHHU TSHKETION CTerneHu TshkecTu (6ornee 9 6amos mo mkane Yainn-I1s10). OqHako BeaenacTue
TOT0, YTO CHUTAIJIMNTUH NEPBUYHO BBIBOJAUTCA MOYKAMU, HE CJIEAyeT OXHAaTh 3HAYMMOIO
U3MEHEHUs (papMaKOKMHETUKU CUTArJUNTHHA Yy TMAIleHTOB ¢ HapylleHHeM (yHKUHUU ME4YeHU
TSKEJIOW CTENIEHU TAKECTH.
Jluya noowcunozo eéospacma
BospacT  manuMeHTOB  HE  OKa3blBal  KIMHMYECKH  3HAYUMOTO  BO3JCWCTBHUA  Ha
(dapMakOKMHETHUYECKHE MTapaMeTphl CUTArNIUNTUHA. [1o cpaBHEHUIO ¢ MOJIOABIMU MALlUEHTAMHU, Y
NaIMEeHTOB MOXMIIOro Bo3pacTa (65—80 jeT) KOHUEHTpalus CUTArJIMITHHA NPUOIU3UTEIBHO Ha
19 % Bore. Koppekuuu 10351 penapaTa B 3aBUCUMOCTH OT Bo3pacTa He TpeOyeTcs.

eTu
dapMaKkOKMHETHKA CUTaraIunTuHa (omaHokpatHas mo3a 50 mr, 100 mr wmm 200 mr) Obuta
uccienoBana y nereit (B Bospacte oT 10 mo 17 met) ¢ caxapHsiM amaberom 2 Tuma. B sToi
MO IS cKoppekTHpoBaHHas 1o 1o03e AUC cutarnuntuHa B mia3Me Oblia mpuMepHo Ha 18 %
HUKE TI0 CPAaBHEHUIO CO B3POCIIBIMU MAIMEHTAMHU C CaXapHbIM JUabeToM 2 THUIIA IPU MpUeMe J03bl
100 Mr. DTo He cuMTaeTcs KIMHUYECKH 3HAYMMBIM pa3jIMYUMeM, OCHOBAaHHBIM Ha ITIOCKOM
cooTHomeHuH papmakokuHeTuka/papmakoguHamuka (OK/D /) mexay mozamu 50 mr u 100 mMry
B3POCJIBIX.

Uccnenoanuii ¢ NpUMEHEHUEM CUTANIMNTUHA y AeTed miaame 10 et He mpoBOAMIIOCH.

5.3. lanHbIe TOKJIUHUYECKOH 0€30MACHOCTH
[Toyeunass U me4eHOUYHAss TOKCUYHOCTh HAOJI0/Iaach Y TPHI3YHOB MPHU 3HAYCHHSIX CHCTEMHOU
SKCTO3UIMHU, S58-KpaTHO TMPEBBIMIAOIIMX YPOBEHb OKCIO3HWIIMH Y YEJIOBEKa, NPHU HTOM

MaKCUMaJibHasA 3KCIIO3UlUA, HC MPHUBOJAIIAA K PA3BUTUIO HCKCIIATCIIbHBIX 3(1)(1)6KTOB, Oblla B
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19 pa3 BbllIe ypOBHS 3KCNO3UIMU Yy 4yenoBeka. [Ipu skcnosuiuu, B 67 pa3 MpeBbINIAIOLICH
YpOBEHb KIMHUYECKOW HKCIO3UIUHU, Y KpbIC HAOIIOAATUCh AHOMAJUHU PE3LOBBIX 3yO0OB; MO
JTaHHBIM 14-HeJeNbHOTO UCCIIeIOBAaHMS HA KPhICaX MaKCHUMAallbHAsl SKCIIO3UIINS, HE TIPUBOISINAS
K Pa3BUTHUIO HEXeNaTeNbHBIX dPPeKTOB, ObljIa B 58 pa3 BhIIE YPOBHS SKCIO3ULUHU Y YETIOBEKA.
3HAYMMOCTh ATUX HAOJIOEHUN ISl YeJoBeKa HeW3BecTHA. [Ipm SKCMO3MIMU, MpeBHIIIAOMEH
YPOBEHb KJIMHUYECKON OJKCIIO3UIMKM TMPUOIM3UTEILHO B 23 pasza, y cobak HaOII0OAaINCh
CBSI3aHHBIE C JICUCHUEM MPEXOSIINe PU3NUECKUE MPU3HAKH, HEKOTOPBIE M3 KOTOPHIX YKA3bIBAIOT
HA TOKCHYECKOE JIEHCTBHE HA HEPBHYIO CHCTEMY, HANPUMED, ABIXaHHE 4Yepe3 OTKPBITHIA POT,
CIIIOHOTE€YEHHE, pBOTa NEHUCTHIMH MaccaMu Oelloro IBeTa, aTakCus, IpOXKb, CHIDKEHHE
aKTUBHOCTH W (M) cropOieHHas mo3a. Kpome Toro, mpu go03ax, IPUBOASIINX K CHCTEMHOU
AKCIIO3UINH, KOTOPAsl MPEBBINIAET YPOBEHD IKCIO3UINH Y YEIOBEKa MPUOIU3UTEIHHO B 23 pasa,
TUCTOJIOTHYECKH Tak)ke Haboqanack oueHb ciiabdasi wiin cinabast MbIIIeYHas JeTeHepaIlHsl.
MakcumanbHOM SKCIO3UITMEH, HE TMPUBOAAIICH K Pa3BUTHIO TOTO HEXKeNIaTeabHOTO 3¢ deKTa,
ObLy1a SKCIO3UIINA, B 6 pa3 MPEeBbIIIAIOIIas YPOBEHb KIMHUUYECKON IKCIIO3UIIIH.

B MOKIMHHYECKHUX MCCIEAOBAHUSAX CUTATJIUIITHH HE MPOIEMOHCTPUPOBAT IT€HOTOKCUYHOCTH.
CUTarunTiH HE MPOJEMOHCTPUPOBAT KAHIIEPOTEHHOTO TOTEHIMANa y MBIIeH. Y KpbIC
MOBBIIIAJIACH YAaCTOTa CJIy4aeB aJeHOM M KapUWHOM I[€YeHH IMpPH YPOBHSAX CUCTEMHOMU
AKCIO3MIMHU, S58-KpaTHO MPEBBINIAIOIMIMX YPOBEHb JKCIO3UMIMU Yy 4enoBeka. [lockosbky
remaTOTOKCUYHOCTh KOPpPEIHpOBaia C BO3HUKHOBEHHEM HEOIUIa3MHM MEYEHH Yy KpBIC, 3TO
YBEJIMUEHUE YaCTOTHI OMYXOJIEH MEYeHU Yy KPBIC, BEPOSITHO, OBLJIO BTOPHYHBIM K XPOHUYECKOU
TreNaTOTOKCUYHOCTH TIPH 3TOM BBICOKOW J03€. B CBSI3M C BBICOKMM pe3epBOM O€30MacCHOCTH
(19- kpaTHO TpH PTOM ypOBHE, HE MPHUBOJAIIEM K Pa3BUTHIO HEXeNaTelbHBIX d(DPEeKTOB) 3TN
HEOIUIACTUYECKUE U3MEHEHHS HE PACLIEHUBAIOTCSA KaK MMEIOIINE OTHOIICHHUE K YEJIOBEKY.
HexenarenpHoe BO3/IeHCTBIE HA PETIPOTYKTUBHYIO (DYHKIIHMIO HE HAOIIOJAIOCh Y CAMIIOB U CAMOK
KpBIC, KOTOPBIM JJaBAJIM CUTATJIUITHH JI0 U B T€YCHHE MTEPHOJIa CTIapUBAHUSI.

B nccnenoBanuu 1o u3y4eHuIo MpeHaTalIbHOrO/IOCTHATATBLHOTO PA3BUTHS Y KPbIC CUTATJIMIITUH
HE OKa3bIBAJl HEXKEIATEIBHOTO BO3ACHCTBUSI.

B nccnenoBaHusX Mo M3YYEHHUIO BO3ACHCTBUS Ha PEMPONYKTUBHYIO (DYHKIIUIO OBLIO BBISBICHO
HE3HAYUTENIbHOE CBSI3aHHOE C JICUEHHWEM YBEJIIMYEHHE YacCTOThI MOPOKOB YTPOOHOIO pa3BUTHS
pebep (OTCyTCTBHE, THIOIUIA3Us W BOJHHCTOCTH pebep) y MOTOMCTBA KPBIC TPH YPOBHIX
CHUCTEMHOM DKCIIO3HIINH, MPEBHIIAIONINX YPOBHHU IKCIIO3UIINH Y YeJIoBeKa Oojee ueM B 29 pas.
Tokcudeckoe BO3IeHCTBHE Ha MATEPUHCKUN OPTaHU3M OBLIO BBISIBIIEHO Y KPOJIUKOB IPH YPOBHSIX

CHCTEMHOM 3KCIIO3UIIUH, IPEBBIIIAIOIINX YPOBHH SKCIO3HIINH Y YeloBeKka bosee uyeM B 29 pas. B
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CBS3M C BBICOKMM pE3epBOM O€30MaCHOCTH OTU pe3yjbTaTbl HE pPAClEHHUBAIOTCS Kak
MPEJICTaBIISIIOIINE PUCK AJIs yesoBeka. CUTArJIuNTHH B 3HAUUTEIBHOM KOJMYECTBE MPOHUKAET B

MOJIOKO KOPMSIIUX KPbIC (COOTHOILIEHHE MOJIOKO/Tuazma: 4:1).

6. PAPMAIEBTHYECKHE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Jlo3upoBKa 25 Mr

Lemntono3a MUKpOKpUCTaIIINYECKast

Kanbuwms rugpodocdar

Kpockapmenno3a Hatpust

Marnus creapat

Hatpus creapundymapar

Inenounas obonouxa

[ToMMBUHUIIOBBIN CIIUPT, YACTUYHO THUAPOIU30BAHHBIN
Turtana quokcun (E171)

Makxkporoin 4000 (nonustunenriaukos 4000)

Tanbk

Kpacurens xene3a oxcup sxentoiit (E172)

Wnm rotoBoe mieHOYHOE MOKPBITHE UAEHTUYHOIO COCTaBa

JlozupoBka 50 mMr

[enmron03a MUKPOKpUCTAILITNYECKAS
Kanbuwms rugpodocdar

Kpockapmennosa HaTpus

Marnus creapat

Hatpwus creapmindymapar

Inenounas obonouxa

[TonMBUHUIIOBBIN CIUPT, YACTUYHO THUAPOJIA30BAHHBIN
Turtana quokcun (E171)

Makporoa 4000 (mosmatunenrimkob 4000)
Tanbk

Kpacurens xene3a oxcup sxentoiit (E172)
Kpacurens xene3a okeup kpacHsiit (E172)

Wnm roToBoOE TIICHOYHOE MOKPBITUC UACHTUYIHOTO COCTaBa

20



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.06.2024 N= 13045

(NOCNEQCBATENEHOCTE 0002)

JlosupoBka 100 mr

[enmron03a MUKPOKpUCTAILITMYECKAS
Kanbius runpodocdar

Kpockapmennosa HaTpus

Maruus creapat

Hatpus creapmidymapar

IInenounas obonouxa

[TonMBUHUIIOBBIN CIUPT, YACTUYHO TUAPOJIA30BAHHBIN
Turtana guokcuz (E171)

Makporoa 4000 (mosmatunenrimkob 4000)
Tanpk

Kpacurens xenesza okeup sxentsiit (E172)

Wnu roroBoe mieHOYHOE IOKPBITHE UACHTUYHOI'O COCTaBa

6.2. HecoBMecTHMOCTD

Henpumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs )

3 roxa.

6.4. OcoOble Mepbl MPE0CTOPOKHOCTH NMPH XPAHEHU U

Xpanutsb npu temrnepatype Huxke 25 °C. XpaHUTb B OpPUTMHAJIBHOMN YIIAaKOBKE (IIAUKe).

6.5. XapakTep u coaep:kaHue NEPBUYHOH YIIAKOBKH

I[lo 7, 10 wm 14 TabneTok B  KOHTYPHYK  SYCHKOBYIO  YIAKOBKYy W3
TIJICHKH TTOJTMBUHUJIXITOPH T/ TIOJTUBUHUITA ICHXJTOPH T (IMBX/TIBJX) WIn TIJICHKH
MOJIMBUHUJIXJIOPU/TIOTUBUHIIIHAIEHXIOPU/ TIOTUBUHUIX IO PHT (IBX/TIBJAX/TIBX) 1501051
IUICHKH OPUEHTHPOBAHHBIN monuamua/amomMunuii/monmvBuaunxiopun  (OIMA/AJI/TIBX) wu
(b oJIbTH aTIOMHUHUEBOM MEYaTHOMN JIAKUPOBAHHOM.

ITo 14, 28, 56, 84, 90 unm 98 Tabyserok B OaHKy W3 TOJMATUJICHA BBICOKOW IUIOTHOCTH,
YKYHOPEHHYIO KPBIIIKON HABUHYMBAEMOM U3 TTOJUIIPOITUAICHA C KOHTPOJIEM IIEPBOTO BCKPHITHSI CO
BCTAaBKOW W3 CHJIMKArens, Wid B 0aHKy MOJMMEPHYIO W3 TOJMATUJIICHA HHU3KOTO JaBJICHUS,
YKYTIOPEHHYIO KPBIIIKOW HABUHYMBAEMOW W3 TIOJHMATHIIEHA HU3KOTO JABJICHUS C KOHTPOJIEM
TIEPBOTO BCKPBITHUS /IS JIEKAPCTBEHHBIX CPEIICTB.

JlomyckaeTcsi BKJIabpIBaTh B 0aHKY MaKeT-OCYIIUTENb (CHIIMKArellb) W/WIA BaTy MEAUIIUHCKYIO
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TUTPOCKOITUYECKYIO.
Onny Oanky wnu 2, 4, 8 KOHTYPHBIX SYCHKOBBIX YIIAKOBOK 1Mo 7 Tabmerok, wmm 1, 3, 4, 6,
9 KOHTYpPHBIX SUEHKOBBIX ymakoBok mo 10 Tabnetok, winu 1, 2, 4, 6, 7 KOHTYPHBIX SYEHKOBBIX

YIaKOBOK I10 14 TabeToK BMeECTE C JIMCTKOM-BKJIAABIICM MOMCHIAIOT B MMAYKY M3 KapTOHA.

6.6. OcoOble Mepbl NPEeIOCTOPOKHOCTH TPH YHUYTOKEHHHM HMCIHOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemapara WIM OTX0A0B, TMOJYYEHHBIX [MOCJe MpPUMeHEHUs:
JIEKAPCTBEHHOI'0 NMpenapara,  Apyrue MAaHUILYJISIIHHU € PenapaToM

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanvs

000 «ITPOMOMEJ PYC»

129090, r. MockBa, mpocriekT Mupa, om 13, ctpoenue 1, opuc 13
Tenedon: +7 (495) 640-25-28

DneKTpoHHas mouTa: reception@promomed.pro

7.1. [IpencraBuTeib AepKaTessi periCTPAIMOHHOIO Y0CTOBEPEHUs

[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccuiickas ®enepanus u Pecybnuka Apmenus

000 «ITPOMOME/] PYC»

Anpec: Poccuiickas @enepanusa, 129090, r. Mocksa, npocnekt Mupa, nom 13, ctpoenue 1,
odwuc 13

Tenedon: +7 (495) 640-25-28

Kpyrnocyrounstit Tenedon ropsueit tuaun papmaxkonaazopa: 8-800-777-86-04 (6ecruatHo)
DeKTpoHHas 1moyvTa: reception@promomed.pro, armenia@drugsafety.ru, document@drugsafety.ru,

adversereaction@drugsafety.ru

Keiprezckas Pecniy6nnka

0OcO0O «IACME 1»

Anpec: Keipreizckast Pecry6nuka, 720040, r. bumkek, yi. Tokroryma, 1. 108

Tenedon: + (996) 703-699-466

OnektponHas novra: pv@dasmed kg, kyrgyzstan@drugsafety.ru, adversereaction@drugsafety.ru
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Pecny6onmka benapychb

000 «MEATEXITPOM»

Anpec: Pecniy6nuka benapycs, 220118, r. MuHnck, yia. MammHocTpouTenei, a. 29, mom. 1
Tenedon: + (375) 17-336-04-51, + (375) 17-336-04-20

OnektponHas nmovra: medtehprom@tuf.by, belarus@drugsafety.ru, document@drugsafety.ru,

adversereaction(@drugsafety.ru

Pecny6onuka Kazaxcran

TOO «Decalog» (AEKAJIOT)

Anpec: Pecniy6nuka Kazaxcran, 050050, r. Anmartsl, yi. 'masynosa, 41A-4
Tenedon: +7 (701) 731-52-18

OnektponHas nodta: decalog@nur.kz, kazakhstan@drugsafety.ru, adversereaction@drugsafety.ru

8. HOMEP PETHCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

9. IATA TIEPBUYHOWM PETMCTPAIIUMW (IIOJATBEPXJIEHHUSI PETMCTPAILIMU,
HEPEPEI'MCTPALIUN)

JlaTa niepBo perucTpanuu:

10. IATA IEPECMOTPA TEKCTA
OO6mas xapaktepucTtuka JiekapctBeHHoro mnpemapata CenruMono IIPO nmoctymHa Ha
uH(GOPMAIIMOHHOM TmopTane EBpa3suiickoro SKOHOMHYECKOTO CO03a B HMH(OPMAIOHHO-

KOMMYHHUKaIIMOHHOHU cetn «IHTepHeT» http://eec.eaeunion.org/.
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