COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 21.10.2025 N= 26372

OBLIASI XAPAKTEPUCTHUKA JEKAPCTBEHHOFO TIPEITAPATA 707

1. HAUMEHOBAHMUE JJEKAPCTBEHHOI'O IIPEIIAPATA
Acurnus Mert, 850 mr + 50 Mr, TaGIeTKH, MOKPHITHIE MIICHOYHOU 000JI0UKOMA

Acurnus Met, 1000 mr + 50 mr, TabIeTKH, TOKPHITHIE TNIEHOYHOH 0007I04YKO0it

2. KAYECTBEHHBINA U KOJUYECTBEHHBIN COCTAB
JleiicTByrolye BelecTBa: MeTGOpPMUH + CUTATJIUITHH.

Acuriiug Mert, 850 mr + 50 Mr TabaeTKU, DOKPBITHIE INIEHOYHON 000JI0YKOM

Kaxnas Tabnerka conepxut 850 mr Mmerdopmuna rugpoxiaopuaa 1 50 Mr CUTarJIunTHHA.

Acuriiug Met, 1000 mr + 50 Mr TabaeTKU, TOKPBITHIE INIEHOYHON 000JI0YKOM

Kaxnas Tabnerka cogepxur 1000 mr meropmuHa rugpoxiopuaa 1 S0 Mr CUTarIunTHHA.

IlonHpIit MEPCUCHb BCIIOMOTaTCIIbHBIX BCIICCTB NPCACTABJICH B PA3/1CJIC 6.1.

3. JIEKAPCTBEHHAS ®OPMA
Tabnerku, MOKPHITHIE MIICHOYHOIH 000I0YKOM.

Acuriiug Mert, 850 mr + 50 Mr TabaeTKU, DOKPBITHIE INIEHOYHON 000JI0YKOM

OBaJsibHBIE JBOSKOBBIMYKJIbIE TA0JIETKH, MOKPHITHIE MJICHOYHOM 000JO0YKONW PO30BOro ILBETA, C
MapkupoBkol «C4» Ha OHOI cTOpOHE TaOIETKH.

Acuriiug Met, 1000 mr + 50 mMr Ta0JIeTKH, TOKPBITHIE INIEHOYHON 000JI0OYKOM

OBajbHbIC ABOSAKOBBIITYKJIBIC Ta6HeTKI/I, IOKPBITHIC IJICHOYHOH 000704KO0M TEMHO-PO30BOT'O

1[BE€Ta, C MapKUPOBKOii «C3» Ha OJHOW CTOPOHE TAOIETKU.

4. KIMHUYECKUE JAHHBIE
4.1. ITokazaHusl K NPUMEHEHHUIO
Caxapnblii tuabet 2 THna y B3poCibIX MAIMEHTOB B Bo3pacTte oT 18 jer.
Momnotrepanus
IIpenapat Acurnus MeT mokasaH B KauecTBE CTapTOBOM TepanuM y NALMEHTOB C CaxapHbIM
auabeToM 2 TUma A8 YIy4YUIeHHs TIUKEMHUYECKOro KOHTpOJs TNpU  HEdIPPEKTUBHOCTH
JMETOTEpanuu 1 coOII0IeHUS pexXuMa (PU3NIECKUX HArpy30K.
[Ipenapatr Acurinus MeT mokazaH B KayecTBE JONOJIHEHUS K JUETe U PEeXUMY (PU3HMUECKUX
HArpy30K JIsi YJIyYIICHHUS TJIMKEMHYECKOTO KOHTpOJI y MHAlMEeHTOB C CaxapHbIM JIHa0eTOM
2 Tuna, He JOCTUTIIMX aJeKBAaTHOTO KOHTPOJIS Ha ()OHE MOHOTEpanuu MeT(HOPMUHOM HIIH
CUTarJIMOTHHOM, JINOO y MAI[MeHTOB, paHee MOJIYYaBIIMX KOMOMHMPOBAHHYIO TEpPANHI0 STHUMHU

JBYMS TpenapaTamu.
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(MOCNEOCBATENEHOCTE 0007)

KomOunupoBanHas TCpaluig

JUnst ynydIieHus: TNIMKEMHUYEeCKOro KOHTPOJISl B JOMOJIHEHHE K JUEeTOTepanuu U (pU3nyecKum
Harpy3Kam:
¢ B KOMOMHAIMM C MPOM3BOJHBIM CYIb()OHUIMOYEBHHBI (TpOHHAs KOMOMHHUPOBaHHAs
Tepanusi: MeTQOPMHMH + CHUTArJUMNTUH + MPOU3BOAHOE CYIb()OHUIMOUYEBUHBI) Y
NAIMEeHTOB, paHee IMOJIyYaBIIUX TEPANUI0 MPOU3BOJHBIM CYIb()OHMUIMOUEBUHBI U
METPOPMHUHOM 0€3 TOCTUKEHHUS aI€KBATHOTO INIMKEMHUYECKOTO KOHTPOJIS;
e B KOMOMHAIIUM C THA30JIUMHINOHAMH (TpOiHAst KOMOMHUPOBAHHAS Tepanus: MeT(HOPMHUH
+ curarmunTdH + THazonuauHAMOH (aroHuct PPARy-penentopoB, akTHMBHUpyEMbIX
nponrdepartopoM MEPOKCHCOM)) Yy MAIMEHTOB, paHee MOJIyYaBIIUX TEparuio
TUA30JUANHIMOHAMH U MeTGOPMUHOM Oe€3 JTOCTHXKEHUS aJleKBAaTHOI'O INIMKEMHUYECKOTO
KOHTPOJIS;
¢ B KOMOMHAaLMU C MHCYIMHOM (TpoiiHas KOMOHMHHpOBaHHas Tepanus: MeTGopMuH +
CUTArJIMOTHH + HMHCYJIMH) Yy NAIMeHTOB, paHee IMOJIy4aBIIUX TEepamnuio CTaOWIbHBIMU
J03aMU MHCYIMHAa M MeThopMuUHA O0€3 JOCTHKEHHS aJeKBATHOTO TJIMKEMHUYECKOTO
KOHTPOJISL.
4.2. Pesxum 103MpPOBaHus U CNIOCO0 MPUMEHEHUs!
Pexxum no3upoBanus npenapata Acurius MeT JoKeH NoA0UpaThesi MHAUMBHLYadIbHO, UCXOS U3
TeKylme Tepanuu, SPGEKTUBHOCTH M IMEPEHOCHUMOCTH IALMEHTOM, HO HE IpeBbIIIas
MaKCHUMaJIbHYIO PEKOMEHyeMYI0 CyTOUHYI0 103y cutariuntusa 100 mr u merdopmuna 2000 mr.
IIpenapat Acuraus Mert cnenyer npuHUMAaTh 2 pa3a B CyTKH.

CraproBas Tepanus

[TanmenTaM ¢ caxapHbIM 1ua0eTOM 2 THUIIA C HEaleKBaTHBIM ITUKEMHUYECKUM KOHTpOJIeM Ha (oHe
COONIIOJICHUS JUEeThl W peXUMa (PU3MUECKUX HArpy30K pEeKOMEHJyemas HayalbHas 032
KOMOMHAIMK  METPOpPMHUH + cuTarauntuH  cocrtasiuser 500 Mmr  merdopmuHa + 50 mr
CUTArJIMNTHHA 2 pa3a B CyTKW. llamueHtraMm, HE OOCTUTIIMM aAEKBAaTHOTO INIMKEMHUYECKOIO
KOHTpPOJISI IIPU TNPUEME YKA3aHHOM [03bl, TOKa3aHa IOCTENEHHas TUTpauus J03bl C LEJIbI0
MUHHMM3ALUN HexenaTeabHbIX peakuuit (HP) co cTOpoHBI emylTouyHO-KUIIEYHOIO TpakTa
(KKT), aCCOLIMUPOBAHHBIX C MeT(HOPMUHOM, bi o) JI03B1
1000 mr metrdopmuna + 50 Mr cuTariMnTHHA 2 pa3a B CyTKH.

s nayuenmog, He docmuuiux a0ek8amuo20 eIUKeMU4ecKoe0 KOHMpos Ha hone MoHomepanuu
MeMPOPMUHOM 8 MAKCUMATILHO NEPEHOCUMOTL 003€

PexoMmeHnnyemas HavanpHas Ao03a npenapara Acurius MeT a8 NalMeHTOB, HE JIOCTUILIMX

AICKBATHOTO KOHTPOJIA Ha (I)OHe MOHOTCpPAIInu MeT(I)OpMI/IHOM, JOJDKHa 00ecreunTh
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2 pa3a B CyTKHM IUTIOC TEKyIas J103a MeT(HOpMUHA.

s nayuenmog, He docmucuux a0ek8amHo20 eIUKeMU4ecKoe0 KOHMpos Ha hone MoHomepanuu
CUMaIuNmMuHOM

Pexomenryemast HayanpHasi 1032 KOMOMHAMN MET(OPMHUH + CUTAIJIMITHH Ul NAllUEHTOB, He
JOCTHUTIIMX aJEKBATHOTO IIMKEMHUYECKOrO KOHTPOJIS Ha (pOHE MOHOTEpanmuu CUTATJIUITHHOM,
coctasisger 500 mr methopmuna + 50 Mr cUTarIMOTHHA 2 pa3a B CyTKU. |1 MpUMeHEeHHsI JTaHHOU
JO3UPOBKH CJIEIYeT MPUMEHSITh COOTBETCTBYIOIIME KOMOMHUPOBAHHbIE IMPENapaThl, UMEIOIINE
103upoBKYy MeThopmuHa u cutaraunTiHa 500 Mr u 50 Mr COOTBETCTBEHHO.

B nanpreiimem go3a MoxkeT ObITh yBenmuueHa qo 1000 mr metdgopmuna + 50 M CUTaraTUNTHHA
2 paza B CyTKM U1 JOCTH)KEHHUS TNIMKEMHUYECKOTO KOHTpouisl. PekoMeHayeTcss mocreneHHas
TUTpalUs J03bl A MHUHMMHU3aLUUU CBsi3aHHBIX ¢ MeTrdhopmuHoM HP co croponst XKKT.
[TaneHTam, MPUHUMAIOIIMM CKOPPEKTUPOBAHHYIO BBUIY HApyIIeHHs (YHKLIHUU HOYEK 103y
CUTAarJIMNTHHA, JICYEHUE MpernapaToM Acurius MeT npoTuBonoka3aHo (cM. pazaen 4.3.).

Mna  nayuenmos, pamnee NONYUABUWUX KOMOUHUPOBAHHYIO MEPANUI0  CUMASTUNMUHOM U
Mem@pOpMUHOM 8 8UOe MOHONPENapamos

IIpu mepexone OT KOMOMHUPOBAHHOM Tepanuud METGOPMUHOM M CUTAIJIMIITUHOM B BUJE
MOHOIIPENApPAaTOB HayalbHasg Jo3a Ipenapata Acurimsg MeT [0JDKHA COOTBETCTBOBATh
IPUHUMAEMbIM J103aM MOHONpENnapaToB METGOPMUHA U CUTATIIUIITHHA.

Jna nayuenmos, He O0OCMuUSUIUX AOEKBAMHO20 2IUKEMUUECKO20 KOHMPOAA NPpU NpUMeHeHUl
KOMOUHAYUYU MEMPOPMUHA U NPOU3BOOHO20 CYIbPOHUIMOUEBUHBL

HauvanbHass pmo3a mnpemapata Acuriausg Mer  gomkHa  00eCHeUdTh  PEKOMEHAYEMYIO
TEpaneBTUUECKYIO CYTOUHYIO 103y cutarauntuHa 100 mMr B cyTku, T. €. o 50 Mr 2 pa3a B CyTKH.
HauvanbpHyto 103y MeThOpMHHA ONPEAEISAIOT, UCXOAS U3 YPOBHS TNTUKEMHUYECKOTr0 KOHTPOJS U
TeKyle 1o3bl MeTdopMuHa (€CiM MalMeHT MPUHUMAET 3TO Mpernapar). YBeIHMYeHHE H03bI
MEeTPOpPMHHA JOJDKHO OBITh MOCTENEHHBIM ¢ Ienabto MuHuMu3aiuun HP co croponsr JXKKT.
[TanenTam, NPUHUMAIONIIUM POU3BOIHOE CYJIb()OHUIMOYEBUHBI, OyJIET pallMOHAIBHO CHU3HUTh
TEKYIIYIO 103y Uil CHUKEHUS PUCKA CYIb()OHUI-UHIYIIUPOBAHHOMN IMIIOTIMKEMHHU (CM. pa3ien
4.4.).

Jna nayuenmos, He O0OCMUSUIUX AOEKEAMHO20 2IUKEMUUECKO20 KOHMPOAA NpU NpUMeHeHUl
Kombounayuu memgpopmuna u aconucma PPARy-peyenmopoé (muazonuounouona)

Havanpnas no3a npenapara A0JKHA COOTBETCTBOBATh CyTOUHOM fo3e cutarnunTtuHa 100 mr, T. €.
no 50 mr 2 pa3a B CyTKU M paHee NMpUHUMaeMoi 103e MeTdopmuHa. B ciydae HeoOX0aUMOCTH
YBEIUYEHUS /103l MET(HOpPMHUHA PEKOMEHJOBAaHA IIOCTENIEHHAs TUTpPALUs Jd03bl C LENbIO

muHumuzauuu HP co ctopons JXKKT.
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KOMOUHAYUY UHCYTUHA U MeMPOPMUHA 6 8Ude MOHOmMepanuu

Havanpnas no3a npenapara A0KHA COOTBETCTBOBATh CyTOUHOM fo3e cutarnunTtuHa 100 mr, T. €.
no 50 mMr 2 pa3a B CyTKH, U paHee IpUHUMaeMoil 1o3e MeTopmuHa. B ciydyae HeoOXxoauMocTH
yBEIUYEHUS /103l MET(HOpPMUHA PEKOMEHJOBaHA IIOCTENIEHHAs TUTpPALUs Jd03bl C LEINbIO
munuMuzauun HP co croponst JKKT. Ilamuentam MoxeT moTpeOOBaTbCS CHUKEHUU 03B
MHCYJMHA JJIs IPEJOTBPALLCHUS PUCKA PAa3BUTHUS TUIIOTIIMKEMUH (CM. paszzen 4.4.).
CrnenanbHBIX MCCIEIOBAaHUHN 10 OLleHKe 0e30macHOCTH U 3()()EKTUBHOCTH MEPEeXoa C JIeUSHUs
JAPYrUMH TUIOTTIMKEMHUYECKUMH TpenapaTaMy Ha JiedueHue KOMOMHHUPOBAHHBIM MpenapaToM He
POBOMIOCH. JIF0ObIe H3MEHEHHSI B JICUEHHH caxapHOro Juadera 2 THUMa JO0JKHBI IPOBOIUTHCS
C OCTOPOXHOCTBIO M IOJ KOHTPOJIEM COOTBETCTBYIOIIMX I[1aPAaMETPOB C YUETOM BO3MOKHBIX
U3MEHEHUH TTIMKEMUYECKOTO KOHTPOJIS.

Bce nanueHTsl JOKHBI IPOAOKATH IPUAECPKUBATHCS PEKOMEHIOBAaHHON AUETHI C aIEKBAaTHBIM
pacrpenielieHueM oTpedIeHHs YIIIeBOIOB B TEUCHUE JIHS.

IIpruMeHeHue Y MallMEeHTOB B 0COOBIX KIIMHUYSCKUX rpynmnax

Y nayuenmos ¢ napywenuem gynxyuu novex

Heo6xoauMo mpoBOUTh OLIEHKY (PYHKLMH MOYEK JJO0 Hayala NpUMEHEeHHUs MpenapaTta AcCUrius
Mert 1 Ha QoHe npoBoAUMON Tepanuu (He pexe 1 pasza B rof). Y MalueHTOB ¢ BBICOKUM PUCKOM
IIPOTrPECCUPOBAHUS HApYIIEHUS (PYHKIMH MMOYEK M y MAIlMEHTOB MOXKUJIOro Bo3pacTa (yHKIIHIO
IIOYEK CJIEAyeT OLICHMBAaTh ualle — Kaxaele 3—6 mecaueB. Koppexkuumu n03bl mpemnapara y
NAIMEeHTOB C HapylIeHuEeM (YHKIIUH ITOYEK JIETKOM CTeNeHH (pacueTHast CKOPOCTh KIIyOOUKOBOM
gunsrpamun  (pCK®) 60-89 mu/mMun/1,73 M? IUIOIAaM TOBEPXHOCTH Teja) He TpeOyercs.
Cumxenne pCK® menee 45 mu/mMun/1,73 M? IUIOIaaM TIOBEPXHOCTH Tela Ha (JOHE TEparuu
TpeOyeT npekpalieHus npuema npemnapata. [IpumeHenne npenapara y naiyeHTOB ¢ HapyIIEHUEM
QyHKIMH TIOueK cpeaHedl W Tskenol crenmenn Tskectd (pCKD memee 45 mu/mun/1,73 m?
IUIOINAM TIOBEPXHOCTH Teja) MPOTHBOIOKA3aHO, TaK KaK TaKUM MalleHTaM TpebyeTcs Oosee

HHU3Kas 103a CUTarjiviTuHa — HC ooitee 50 mr B CYTKH.

CK®, ma/mun/1,73 m* Metpopmun CuraraunTuH
TUIOL AT
TIOBEPXHOCTH Tesa
60—-89 MaxkcuMmanbHas CyTOYHast no3a | MakcuMmanbHasg CyTOYHas J103a
cocrasiset 3000 mr. cocrasisier 100 mr.
Moxet OBITDH paccMOTpPEHO

YMEHBIIEHHE 103bl B COOTBETCTBHH CO
CTEIICHBIO CHIDKCHHUSI PYHKIIMH MTOYEK.
45-59 MaxkcuMmanbHas CyTOYHas no3a | MakcuMmanbHasg CyTOYHas J103a
cocrasiset 2000 mr. cocrasister 100 mr.

Hauanbnas no3a coctaBisier He Oornee
MTOJIOBUHBI MAKCUMAIIbHON JTO3BI.
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3044 MaxkcumanbHas CyTQUHas V' osa | MakchMaBhds | cyToahas - 1o3a
coctaBiszeT 1000 mr. coctaBysteT 50 Mr.

Hauanbnas no3a coctaBisier He Oornee
MTOJIOBUHBI MAKCUMAIIbHON JTO3BI.

<30 MetdopMUH TPOTHBOMOKA3aH. MaxkcuMmanbHasg CyTOYHas J103a
COCTaBJISIET 25 MT.

Ynauueﬂmoe C NeyeHoYHOoU HedOCMAmoO4YHOCMbIO

HpI/IMeHeHI/Ie npemnapara Acuraus Mert Yy IMalueHTOB C IICYCHOYHOM HEAOCTATOYHOCTBIO
IMPOTHUBOIIOKA3aHO.

ynauueﬁmoe noa#cusioco eo3pacma

Tak xKak OCHOBHBIM IMyTEM BBIBCACHHA CHUTAlJIMIITUHA U MCT(I)OpMI/IHa SABJIIFOTCA TOYKH, PUCK
Pa3BUTHA CBA3AHHOTI'O C MCT(I)OpMI/IHOM JIaKTOAIMa03a € BO3paCTOM YBCIIMYNBACTCA.

IIpekpaiieHye mpuemMa mpenapara Mpu Mporeaypax BBEICHHS MOACOAEPKAIIUX KOHTPACTHBIX

npenaparoB

[Maruentam ¢ pCK® 45 mu/mun/1,73 M’ TUIOIIAN noBepxHocTH Tena u < 60 mu/mun/1,73 M2
IUIONIAIA TTOBEPXHOCTH TEJIa U HATMYUEM B aHaAMHe3e 3a00JeBaHUI MEUeHU, alIkOoroJu3Ma WIn
CepJIeYHON HEIOCTATOYHOCTH WM MAlMEHTaM, KOTOPBIM OYyJeT MPOBOAMTHCS HCCIECIOBAHHE C
BHYTPUCOCYIUCTHIM BBEIACHHEM HOJCOMEPKAIMX KOHTPACTHBIX BEHIECTB, HEOOXOIUMO
MIPEKPaTUTh IpueM npueMa Acurius MeT 0 win Bo BpeMs ucciefoBanus. Cieayer TOBTOPHO
ouenuth pCK®D wuyepe3 48 wacoB mocie mnporenypbl. Bo3oOHOBIeHHME mprema Mpemnapara
BO3MOXHO TIPH MOATBEPKACHUN CTAOUIBHON (DYyHKIIMU MOYeK (cM. pazaen 4.4.).

JleTn ¥ MOAPOCTKHU

IIpenapar Acurnus Met He ciaenyeT IPUMEHATh AETSAM U IOAPOCTKaM B Bo3pacte ot 10 1o 17 ner
U3-32 HEJJOCTAaTOUYHOM (P ekTuBHOCTH NpenapaTta. KomOuHanus MeT(hOpMUH + CUTATIUIITHH HE
u3ydajuach y aerei B Bozpacte 10 10 jer.

Cnoco0 nnpuMeHeHus

BnyTps.

[Ipenapar Acurnus Mer cienyer npuHUMarTh 2 pa3a B CYTKM BO BpeMsl €[bl, LIGIUKOM, HE
pa3xeBbiBas (C Lenb0 MUHUMHU3AIUU BO3MOKHbIX HP co ctoponst JKKT, xapakTepHsx s
MeT(hOpMHUHA), P HEOOXOAUMOCTH — C TIOCTETICHHBIM YBEITMYCHHE 03Bl METHOPMUHA.
4.3. [IporuBONOKA3aHUA
e [unepuyBCTBUTENBHOCTh K CHUTArTUNTHHY, METGOPMHUHY H (MIH) K IOOOMY H3
BCIIOMOTaTeJIbHBIX BEUIECTB, IEPEUNUCIECHHBIX B paznaene 6.1.
e Caxapnblif quadet 1 Tuna.
e Hapymenue ¢pynkuuu nouek (pCK®D menee 45 min/mun/1,73 M? miomaau noBepXHOCTH
tena) (cm. pasaen 4.4.).

L4 OCTpLIe COCTOAHUS, ITPOTCKAOIINEC C PUCKOM PA3BUTHUA HapyI_HeHI/Iﬁ (I)yHKLII/II/I ITOYCK:
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- Jerumparanus (MMOBTOpHAs PBOTA, ,Z[I/IaDGSH_,l IJ;'II/I:XSE%EIII; ,'%Iﬁ@ﬁl‘é%%e&%ﬁhme

3a00JICBAHHS;
- COCTOSIHUS TUNOKCHM (IIOK, CENCUC, HH(EKIMH TOoYeK, OpPOHXOJIErOYHbIE
3a00JIeBaHUS).

e JlnabeTnyeckuii KeTOAUUA03, TMabeTHUecKas IpeKkoMa, Koma.

e KinHHYECKH BbIpAa)KEHHBIEC MPOSIBICHHUS OCTPHIX U XPOHMUYECKHX 3a00JIeBaHUi, KOTOpPbIE
MOTYT MPUBOAMTH K PA3BUTUIO TKAHEBOM I'MIIOKCUH (B TOM YHCIIE OCTpasi U XpOHUYECKas
cepAeyHas HEIOCTaTOYHOCTh C HECTaOWJIBHBIMU IIOKa3aTeNsIMH T'€MOJAWHAMHKH,
JbIXaTeNbHask HEOCTaTOYHOCTb, OCTPbIM HH(pAPKT MUOKApAA).

e OOwmupHBIE XUPYPTUYECKHE ONepaluy M TpaBMbl, KOTJa IOKa3aHO IPOBEJCHHE
MHCYyIUHOTepanuu (cM. pasznen 4.4.).

e [leueHouyHast HEAOCTATOUHOCTh, HAPYILIEHUE (PYHKIMH [1EYECHU.

e OcTpas ankorojibHasi MHTOKCUKAINs, XPOHUYECKUN aJIKOTOJIU3M.

e bepeMeHHOCTh, MEPUOJ TPYTHOTO BCKAPMIIMBAHMUS.

e Jlakroanuao3 (B TOM YUCIIE B aHAMHE3E).

e [Ipuem npenapara B TeueHue 48 4acoB 0 U HE MEHEE 48 4acoB IOCIIE BHYTPUCOCYAUCTOTO
BBEJICHUS HOJICOIEPKALLET0 KOHTPACTHOTIO BELIECTBA (CM. pa3zen 4.5.).

e CoOmronenue runokaiopuiinoi auetsl (Mmenee 1000 kxan/cyr).

e Bospacr o 18 net, mockoabKy 3pPeKTUBHOCTh U O€30MaCHOCTh MPUMEHEHUS Y JeTel U
MOIPOCTKOB 110 18 NeT He OBLIN MOATBEPKACHBI).

4.4. OcoOble yka3aHusl M1 Mepbl NPeJI0CTOPOKHOCTH NPH NPUMEHEeHUH

C 0CTOPOKHOCTBIO:

o y TIALMEHTOB ¢ HapymenueM (yHkuuyu mnouek ¢ pCK® 45-59 mn/mun/1,73 M? nomaau

MMOBCPXHOCTHU TECJIA,

. y NALMEHTOB MT0KUJIOT0 BO3PACTa;
. y HAllUEHTOB C HAJIMYMEM MaHKpeaTuTa B aHaMHE3E;
. [P OTHOBPEMEHHOM MPUMEHEHHUHU C TUTOKCUHOM (cM. pazzaen 4.5.).

HpenapaT Acurnus Mert He JOJIKCH NPUMCHATBHCA Y TAUCHTOB C CaXapHbBIM ,Z[I/Ia6eTOM 1 Tuma u
,[[I/Ia6eTI/I‘-IeCKI/IM KETOAlNnA030M.

HccrnegoBanuss Ha >KMBOTHBIX IIOKa3allu OTCYTCTBHUC BJIUSAHUA TCpallMU MOHOIpCIapaTaMu
CUTarJIMIThHa U MCT(I)OpMI/IHa Ha (I)CpTI/IJ'ILHOCTB. HccnenoBanue KOM6I/IH3.I_II/II/I CUTaArJIMIITHHA U
MeT(I)OpMI/IHa Ha JXUBOTHLBIX HC IIPOBOJAUIIOCH.

OcTphlil TAHKPEATUT

Puck pa3sBUTUA oCTporo IMaHKpeaTuTa CBsA3aH C INPUMCHCHUCM I/IHFI/I6I/ITOpOB

munentuawinentuaassi-4 (AI111-4). IlauueHtoB ciexyer npoMH(GOPMUPOBATE O XapaKTEPHBIX

6
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CUMITOMax OCTPOTO MaHKPEaTUTa: CTONKHE CUIILHBIC 60%"&%11%&5‘6&%&@91‘&&%&&%3&' (€HusL

IIAaHKpeaTUTa MCYE3add I0C/IE MpEKpallleHus MpHeMa CHUTArJIMINTUHA (C IOAAEP’KUBAIOIIUM
JeyeHueM WM 0e3 Hero), HoO O4YeHb PEIKO COOOLIATUCH Cilyyal HEKPOTH3UPYIOILEro WM
reMopparu4eckoro naHkpearuta u (uim) cMeptu. Ilpu nogo3peHnn Ha maHKpeaTuT HeoOX0IUMMO
IIPEKPATUTh ITpUEM Npenapara Acurinsg MeT U Ipyrux NOTEHIMAIBHO ONACHBIX JIEKAPCTBEHHBIX
IIPENapaToB; €CIM OCTPbI NAHKpPEaTHT MOATBEPAWICA, NMpUEM mpenapata Acuriaus Mer He
cienyeTr Bo300HOBIATE. Cienyer coOnrofaTh OCTOPOXKHOCTh Y NMAallMEHTOB C MAHKPEATUTOM B
aHaMHe3e.

JlakToanuuos

JlakToanmmo3 — peaKoe, HO CEepPbEe3HOE META0OJIMUYECKOE OCIOKHEHHE, pa3BUBAIOIIEECs dallle
BCEro NpHU OCTPOH IMOYEYHOW HEJOCTATOYHOCTH, CEIICHCE, MATOJIOTUU JETKUX u cepaua. llpu
OCTpOI1 MOYEUHOW HEJOCTATOYHOCTH IMPOUCXOIUT HAKOIUIEHHE MET(GPOPMHUHA, YTO MOBBIILIAET PUCK
pa3BUTHS JaKTOALNUI03A.

B cnywyae perunparanuu (cuiabHas pBOTa, aUapesi, JIMXOpaJKa WIM YMEHbLICHUE MOTPeOIeCHUS
KHUJIKOCTH) PHEM MeT(POPMHHA CIIEAYET BPEMEHHO MPEKPATUTh U OOPaTUTHCS K Bpavy.
[Ipenapatrel, KOTOpbIE MOTYT PE3KO YXyAUIaTh (YHKIHUIO MOYEK (Takhe KaK TMIIOTEH3UBHBIC
npenapaThl ¥ HECTepOUIHbIe TpoTHBOBOCHanuTeNbHbIe penapatsl (HIIBII)), cnexyer HazHauaTh
C OCTOPOKHOCTBIO MAalMEHTaM, MPUHUMAIOIUM MeThopMHH. [lpyrumu ¢dakropamu pucka
pasBUTHS JAKTOAIMJ03a SBJSIOTCA 4YpEe3MEpHOE YHOTpeOJIEHHWE aJKOrojisl, MeuyeHOYHas
HE/I0CTaTOYHOCTh, HEJJOCTATOYHO KOHTPOJIMPYEMBIH AMAOET, KeTO03, AJTUTEIbHOE TOJIOJAaHUE U
J00bIe COCTOSTHUS, CBA3aHHBIE C TMIIOKCHEH, a TaKKe OJHOBPEMEHHBIN MpUEM JIEKapCTBEHHBIX
CpPeZICTB, KOTOPbIE MOTYT BBI3bIBATh JJAKTOAIU103 (CM. pasnensl 4.3., 4.5.).

[TaneHTsl W/WUaKM JUIA, OCYLIECTBISIONINE YXOJ, TOJKHBI ObITh NMPOUH(OPMHUPOBAHBI O PHCKE
nakToanuao3a. Jlakroanuao3 XapakTepu3yeTcsl alUJIOTHYECKOW OBIIMIKOM, OOIbI0 B JKUBOTE,
MBIILIEYHBIMU CIIa3MaMH, aCTEHUEN U TUIIOTEPMHUEH C Mocienyromed komoil. [Tpu nonozpenun Ha
CHUMIITOMBI JIAKTOAIMJ103a MAllMEHT JO0JDKEH MPEKpPaTUTh NMpHeM MeT(OpMHHA M HEMEJIEHHO
00paTUTHCS 3a MEIUIIMHCKOM MOMOUIbIo. J[narHocTH4ecKUMH J1abOpaTOPHBIMU TOKA3aTENIIMU
JAKTOAIM103a ABJSIOTCA: cHIbKeHHe pH kpoBu (< 7,35), yBenuueHue coaep)kaHus JakTaTa B
1a3Me KpoBH (> 5 MMOJIB/) W yBEJIMYEHHE AaHMOHHOTO MHTEpBajla U COOTHOLICHHS
JaKTaT/IUpyBaT.

MOHHUTOPUHT d)VHKHI/II/I IMOYCK

pCK®, kmupenc kpearununa (KK) cienyer oneHuBarh 10 Havasa JeUeHUs U PETYIISIPHO, HE Pexe
1 pa3a B rog, Ha ¢oHe npuema mnpenapata. [Ipy BOSHUKHOBEHHH COCTOSHHM, MOBBIIIAIONINX
BEPOSATHOCTh YXYALICHUS (DYHKLUH ITOYEK, IPUEM MpernapaTa cieyeT BpeMEHHO PEeKPaTUTh.

HpeI/IMyH_ICCTBeHHHﬁ IIyThb BBIBCACHUA MeT(popMI/IHa U CUTAIJIMIITUHA — ITOYCHHAA SKCKPCIUA.
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HapyueH ¢yHkuuu nouek. [Ipenapar Acurius MeT NpoTUBONOKA3aH NpU HapyIIeHUH (QyHKIIMH
TI0YEK CPEIHEN CTENEHHM TSKECTU M TSKENOi cTenenu namuentam ¢ pCK® < 45 m/mun/1,73 m?
TUIOIAIM TOBEpXHOCTH Tena (cMm. pasgen 4.2., 4.3.).

I 'unornukemus

HaLII/IeHTBI, nojiyqaromue mpernapar Acurnusgs Mer B KOMGI/IHaI_[I/II/I C IHPOU3BOJHBIMH
CyJ'IL(bOHI/IJ'IMOLIeBI/IHLI HJIX UHCYJIMHOM, IMOABCPIKCHBI PUCKY PA3BUTUSA TUIIOTIIMKCMHUU. HO3TOMy
MOXKET HOTp€6OBaTBCH CHUXCHUC NO3bI MTPOU3BOJAHBIX CyJ]L(I)OHI/IJ'IMO‘-IeBI/IHBI HJIK UHCYJIMHA.

Peakiyy runepyyBCTBUTEILHOCTH

B nocrpeructpainoHHOM HepHOJie COOOIIANOCh O CEPbE3HBIX PEAKIUAX THIIEPUYBCTBUTEILHOCTH
y TAaIMeHTOB, MOJY4YaBIIMX CHUTArJUOTUH. OTH peakluu BKIOYAIU aHa(uIakcHio,
AQHTMOHEBPOTHYECKUH OTEK M HKC(OJIMATUBHBIC KOXKHbIE 3a00JIeBaHUs, BKJIIOYAs CHUHAPOM
CruseHca-/[>)xoHCcOHa. J[aHHbBIE peaKIMM BO3HUKAIM B TEUEHUE NIEPBBIX 3 MECALEB [TOCIE Havaja
JICYEHUs CHUTAIJIMIITUHOM, HEKOTOpPbIE PEAaKIMM BO3HMKAIM IIOCJIE IpUeMa IEpPBOHU J103bI
npenapara. Ecin ecTh mojo3peHME Ha PEAKLUUI0 TUIIEPUYYBCTBUTEIBHOCTH, HEOO0XOAUMO
IPEeKpaTUTh NpueM Ipenapata Acurius MeT, OLIeHUTh JIpyrue BO3MOXKHbIE PUYMHBI Pa3BUTHS
nanHoit HP u Ha3HaYuTh anbTepHATUBHYIO THIOTVIMKEMUYECKYIO Tepanuio (cM. paszzen 4.8.).

ByiuiesHslil nemdurons

Y  namuentoB, mnpuHuMmaBmmx  JI1[1-4  uHrHOuTOpHI, BKJIIOYAs  CUTATJIMITHH, B
MOCTPETHCTPAIIMIOHHOM TIEpUOie CcOOOIIAloch O CIydasX BO3HUKHOBEHHUS OyIIE3HOTO
neMpuronna. B ciyuae mogo3penust Ha Oyiie3HbIi neMpurona mpuem npenapara Acuriaus Mer
HE00XOIMMO MPEKPATHUTb.

XHUPYPrudecKkoe BMEIIaTeIbCTBO

[Ipumenenune npenapata Acuriaus MeT IODKHO OBITh IMPEKpPAIeHO BO BpeMsl MPOBEICHHS
XUPYPrUYECKOr0 BMEIIATENbCTBA MOJA OOIIeH, CHMHAJIBHON WM 3MUIAYypalbHON aHecTe3uei.
Tepanust MoxeT ObITb BO30OHOBJIEHAa HE paHee, 4YeM uepe3 48 4acoB Mocie Omepanuy WM
BO300HOBJICHHs] TEPOPAIILHOIO MpHEMa MHUIIM U TPU YCIOBHM, YTO (DYHKIMS MOYEK ObLia
MOBTOPHO OIICHEHA U MPU3HaHa CTaOUIILHOM.

Beenenue Honcoaepkaiiyux KOHTPACTHBIX OpenapaToB

BHy’TpI/Icocy,[[I/ICTOC BBCACHUC fIOIICOI[Cp)K&H.IHX KOHTPACTHBIX IPCIapaToB MOXKCT IMPUBCCTHU K
KOHTpaCT-HHﬂyHHpOBaHHOﬁ He(prHaTI/II/I, 4TO B CBOIO 0OYCpPCAb IMPUBOAUT K HAKOIUJICHUIO
MeT(I)OpMI/IHa W MMOBBIICHUIO PUCKA PA3BUTUA JIAKTOALIUI03A. HpenapaT Acurausg Mert CJICOYCT
MNPEKpPAaTUThL OO0 WK BO BPEMA NPOUCAYPbI BU3yalln3allUd U HE BO300HOBIISITH A0, II0 KpaﬁHeﬁ
MCEpE, 48 gacoB nocJje, npu yCiioBuH, 4TO (bYHKI_[I/IH MOYCK ObLIa IMOBTOPHO OLICHCHA U ITpHU3HAaHA

cTabumnbHOM (cM. pasaen 4.3.).
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H3MeHeHne KIMHUYECKOI0 CTaTyca NAllMeHTOB [C paHee IQ;&EE&;EMJ&QEQ{)&I& EI;&E&TOM

2 THIa

[Ipu mosiBieHUH 1a0OPATOPHBIX OTKIOHEHWH WM KIMHUYECKUX CHMIITOMOB 3a0ojieBaHUS (B
OCOOCHHOCTH — JIF00OT0 HE MOAJAIOUIETOCS YeTKOW MACHTU(DUKAIIMKM COCTOSHUS) y MalMeHTa C
MIPEXKC aJleKBATHO KOHTPOIUPYEMBIM CaXapHbIM I1a0eToM 2 THIMa Ha OHE JICUeHUs MpenapaToM
Acurnust Mer B mepByIO Ouepelb CIEAYeT He3aMEUIMTENIbHO HUCKIIOUUTh KETOALMJI03 WU
naktoauu103. OUeHKa COCTOSIHUS MAlMEeHTa JI0J>KHA BKIII0YATh aHAJIU3 KPOBU Ha 3JIEKTPOJIUTHI U
KETOHBI, KOHIIEHTPALIMIO TJIIOKO3bl B KPOBHU, a Takxke (110 MokazaHusMm) onpenenenue pH kposu,
IIa3MEHHBbIe KOHIICHTPAIINHK JIaKTaTa, nupyBata u metrdopmuna. [lpu passutuu anmmosa ao00n
ATUOJIOTUH CIEAYET HEMEUICHHO MTPEKPaTUTh NpUeM npenapara Acuriaus MeT v puHsATh Apyrue
COOTBETCTBYIOIIUE KOPPEKTUPYIOLIUE MEPHI.

BcnomoraTenbHbI€ BEIIECTBA

JlaHHBII JeKapCTBEHHBIN MpenapaT coaepKuT Menee 1 Mmonb Hatpus (23 mr) Ha 1 TabieTky, To
€CTb, 10 CYTH, HE COIAEPIKUT HATPHUS.

4.5. BzamMmopeiicTBHe C JAPYIMMH JICKADCTBEHHBIMH IIpenapaTaMM H Jpyrue BHABI
B3aMMOAEHCTBHM

CUTaraunTHH U MeT(b OPMHUH

OnHOBpEeMEHHBIH IPUEM MHOTOKPATHBIX 703 cutarnuntuHa (50 mMr 2 pa3a B IeHb) U MeT(HOpMHUHA
(1000 mr 2 pa3a B JieHb) HE COIPOBOXKAAJICS 3HAYMMBIMM U3MEHEHUSAMHU (PapMaKOKMHETHYECKUX
napaMeTpoB CUTATJIMITHHA UM MET(OPMHHA y TALIMEHTOB C CaXapHbIM AMAa0EeTOM 2 THUIIA.
HccnenoBanuii MexII€KapcTBEHHOTO BIMSHUSA Ha (papMaKOKMHETHYECKHE TapaMeTphl Ipernapara
Acurnust MeT He MNpOBOAMIIM, OJHAKO IPOBENEHO JOCTATOYHOE KOJUYECTBO IMOJOOHBIX
UCCIIEIOBAaHUN 10 KaXAOMy U3 JEHCTBYIOIMX BEIIECTB IIpernapaTa: CUTAJIMITHHY U
MET(POPMHUHY.

Anxozons

[Ipu ankoroabHONW HMHTOKCHUKALMU MOBBIMIACTCS PUCK Pa3BUTHS JIAKTOALUA03a, OCOOEHHO B
CJIy4asix TOJIOIaHUs, COONIOICHHS] HU3KOKATOPUHHON AUEThl WK MEYCHOYHON HEe0CTaTOYHOCTH.
Hoocooepoicawyue penmeenkonmpacmmvle 6euecmsa

IIpuem mpenapara Acurnus Mer IoKeH OBITh NHpeKpalieH A0 WIK BO BPeMs IPOLEAYpHI
BU3YaJIM3allMM M HE JOJDKEH ObITh BO30OHOBJIEH, KaK MMUHHMMYM, B TeueHHE 48 4acoB mocie
HCCIIEIOBaHUSA U JI0 TOTO, KaK (PYHKIUS MOYeK OyAeT MOBTOPHO OLICHEHA U NIPU3HaHa CTaOMIbHOM
(cm. pasznmensi 4.3.,4.4.).

CurarnunTud

B uccnenoBanusix no B3aMMOAECUCTBUIO C IPYTMMHU JIEKAPCTBEHHBIMU CPEACTBAMM CUTAIIMIITUH

HC OKa3bIBaJl KIMHUYCCKHN 3HAYUMOI'O BJIMAHHUA Ha (bapMaKOKI/IHeTI/IKy CICAYIOIUX IMPEIapaToB:
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MeT(OpMHUHA, POCHUIJIINTA30HA, TIMOCHKIaMUA, CHMQQHQTM'“: %‘eTp-[i@aﬁ ",‘:"rireﬁc'r{j*:a'jllil'ﬂmx

KOHTpanenTuBoB. OCHOBBIBAACH HA 3TUX JNAHHBIX, CUTATJUNTHH HE MHTHOUPYET M30(hepMEHTHI
cuctemsl riuroxpoma P450 (CYP) CYP3A4, 2C8 unu 2C9. [lanHble in Vitro CBUAETENbCTBYIOT,
YTO CUTArJMNTUH Takxke He mnonamiser u3opepmentsl CYP2D6, 1A2, 2C19 u 2B6 u He
uHayuupyet uzopepment CYP3A4.

[Io maHHBIM TOMYNALKUOHHOTO (ApPMAKOKMHETUYECKOTO aHAIMW3a MAlUeHTOB C CaXapHbIM
nuabeToM 2 THIa COMYTCTBYIOIIAs Tepalvs HE OKa3blBalla KIMHUYECKU 3HAYMMOTO BIIMSHHS Ha
(hapMaKOKMHETUKY CHUTArJIUIITUHA. B HccrienoBaHUU OLIGHUMBANU DS MpernapaToB, Hawmbolee
4acTO HCMOJBb3yeMbIX MAalMEHTaMH C CaXxapHbIM JauabeToM 2 TUMa, B TOM  YHUCIE
TUIMOXOJIECTepUHEMUYECKHE TMpemnapaThl (cTaTuHbl, (UOpaThl, 33eTUMUO), aHTHATPETAHTHI
(kMomuaorpen), THUMNOTEH3WBHBIE Tpenaparbl (MHTHOUTOPHI  aHTHOTEH3MHIIPEBPAILAOIIETO
depmenta  (AIID), anrtaronuctel penentopoB  anruorensunHa Il  (APAII), OGera-
a/IpeHO0OI0KATOPHI, OOKaTOpbl ~ «MEIJICHHBIX»  KallbLIMEBBIX  KaHaJOB (BMKK),
ruapoxioporuazun), anamneretuku u  HIIBIT (mampokcen, aukinodeHak, IeneKkokcuo),
aHTHIeTNpeccanThl (OynmponuoH, (IyoKCeTWH, CepTpalvH), AHTUTUCTAMHHHBIE MpermapaTsl
(LeTupu3vH), UHTHOUTOPHI MPOTOHHOW MOMIIBI (OMETpPa30Ji, JAHCOMPa30Jl) U Mpenaparhl AJs
JIeYeHUs! SPEKTUILHON AUChYHKIMU (CuiaeHadu).

OtMeuanu yBelMyeHue MoKa3aTess MIomaau noj kpuout «konmeHTpauus-spems» (AUC) (11 %)
U CPeIHEro 3HaYeHUS] MaKCHUMAaJIbHON KOHIEHTpaluu B tiazmMe KpoBU (Cmax) (18 %) murokcuna
IIPY COBMECTHOM IPUMEHEHUU C CUTArJIUNTHHOM. JTO YBEIMYEHUE HE CUUTACTCA KIMHUYECKU
3HAYMMBbIM, OJJHAKO MPHU OJHOBPEMEHHOM IIpHUEME IUTIOKCHHA PEKOMEHIyeTcs HaOlro/eHHue 3a
MalUEHTOM.

Otmevamu yBennmueHue AUC u Chax cutarmuntuHa Ha 29 % u 68 % COOTBETCTBEHHO IpU
COBMECTHOM OJJHOKPAaTHOM II€POPAJILHOM IIPUEME CUTAraunTHHA B 103€¢ 100 Mr u nukinocrnopuHa
(MomrHoro umHruOWTopa P-rmukomporemna) B go3e 600 Mr.  YkasaHHblE M3MEHEHUS
(hapMaKOKUHETHUECKHUX MapaMeTPOB CUTATTUNTHHA HE SBISIOTCS KIMHUYECKH 3HAYUMBIMH.
Metdopmun

Inubenknamud: B WCCIENOBAaHUM MEXICKApPCTBEHHOIO B3aMMOACHUCTBUS OJHOKPATHBIX 103
MeT(hOopMHUHA W TIMOCHKIAMUAA Yy TMAlMEHTOB C CaXxapHbIM auabeToM 2 Tuma He Habmromanu
Kakux-Tu00o W3MeHeHH (apMaKOKMHETHYECKHX U  (apMaKOJUHAMHUYECKUX TapaMeTpoB
metdopmuHa. M3menenus 3naueHit AUC U Chmax TIHOCHKIIaMUa ObUTH BBICOKOBapUAOETBHBL.
Henocrarounas wuHdopmanuus (OIHOKpAaTHBIM TpueM) M HECOOTBETCTBHE IUIa3MEHHOM
KOHIIEHTpAllUU TTMOeHKIaMua HabmogaeMbiM (papmakoarHaMuueckuM 3¢ deKkTaM CTaBAT Moj

BOIIPOC KIIMHUYCCKYIO 3HAYUMOCTD 3TOI'O B3aHUMOJICHCTBUS.
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MeTpopMHHa U ¢ypoceMHIa |y 3I0pOBBIX JOOpPOBOJIBLIEB  HAOMIONANM  HM3MEHEHHE
(apMaKOKMHETUYECKHX MapaMeTpoB 000uX npenapatoB. DypoceMu yBearnuuBas 3HaueHUE Cmax
MeT(GOpPMHHA B IJIa3Me KPOBHU U LIeNbHOM KpoBU Ha 22 %, 3HaueHne AUC MeTdopMuHa B LIETbHOM
KpoBH Ha 15 %, He U3MEHsIs IPU ATOM NOYEUHBIN KIUpPEHC npenapaTa. 3HaueHUus Cmax 1 AUC
dbypocemuia, B CBOIO ouepeib, CHU3WIUCH Ha 31 % u 12 % COOTBETCTBEHHO, a CPEAHHI MEPUOT
nonyBbiBenenus (T/2) causuincs Ha 32 % 6e3 CyleCTBEHHBIX H3MEHEHHH MOYEYHOT0 KIIMpEeHca
bypocemuna. Mupopmanmu 0 MeXJIEKapCTBEHHOM B3aUMOJICHCTBUU JIBYX IMpeNaparoB Mpu
JUINTEIbHOM COBMECTHOM IIPUMEHEHUU HET.
Hugpeounun: mpu HCCIEOBAHUM MEXIJIEKaPCTBEHHOI'O B3aUMOJCHCTBUS HHU(EIUNNHA U
MET(GOpPMHHA IOCJIE€ OJHOKPATHOIO IpHEMa IMpPEernapaTroB 370POBBIMH J00OPOBOJIBLIAMH OBLIO
BBISIBJICHO YBeJIMYEHUE M1a3MEeHHBIX Cmax 1 AUC merdopmuna Ha 20 % u 9 % COOTBETCTBEHHO,
a TaKKe YBEJIMYECHUE KOJIMYECTBA BBIACISAEMOro MOYKaMu MeTdopMmHuHA. Bpems noctumxeHus
MakcUMalbHOU KOHUEHTpauu B mia3mMe KpoBH (TCmax) u T2 Merdopmuna He usmensuucs. B
OCHOBE — YyBelauueHue abcopOuuu MeThopMUHA B MNPUCYTCTBUM HUbenunuHa. BrusHue
MeTpopMHHA Ha (PapMaKOKUHETHKY HU(eTUNMHA MUHUMAJIBHO.
IIpenapamol, cnudcarowue Kiupenc Mem@opmuHa: COBMECTHBIN ITPUEM JIEKaPCTBEHHBIX CPE/ICTB,
BIUSIOLIMX Ha [OYEYHBIE KAHAJIBLIMEBHIE TPAHCIIOPTHBIE CUCTEMBI, YYaCTBYIOLIUE B MOYEYHOU
NIMMUHAIMKM ~ MeThopMHHA  (Hampumep,  TPAaHCHOPTEP  OPraHUMYECKUX  KaTHOHOB-2
(OCT2)/uHruOuTOps! BBIBEACHHS JIEKAPCTBEHHBIX MpenapatoB U TOKCMHOB (MATE) Takue kak
paHoNa3uH, BaHAETaHWO, NOJYTETPaBUP M LUMETHIMH), MOXXET YBEJINYMBATH CUCTEMHYIO
HKCHO3ULUIO MET(HOpPMUHA U TIOBBIILIATh PUCK Pa3BUTHA JaKkToanuo3a. Ciaenyer OUeHUTh HO0Ib3Y
Y PUCKH COBMECTHOIO NIPUEMA YKA3aHHBIX [IPENApaToOB.
OnHOBpeMEHHOE NMPUMEHEHHE C IIMMETHINHOM CHIPKAET CKOPOCTh BhIBEICHHUS MET(POPMHHA, YTO
MO>KET IPUBOJUTH K Pa3BUTHIO JIAKTOALM103a.
MeTtdopMUH MOXKET CHIXKATh JCHCTBUE aHTUKOAryJITHTOB HEMPSIMOTO ACHCTBUS.
Cybcmpamur mpancnopmepog opeanudeckux xkamuonog 1 u 2 (OCTI u OCT2): merdpopmun
aBisieTcs cyocTpaTtoM oprannyeckux kaTmoHoB OCT1 u OCT2 u TpaHCHOpPTEpOB MHTUOUTOPOB
BBIBE/ICHUS JIEKAPCTBEHHBIX MpenapatoB 1 TokcuHoB (MATE).
ITpu coBMECTHOM NPUMEHEHUHU C METHOPMHHOM:

e yunruburopsl OCTI (Takme Kak BepamamMui) MOTYT CHMXKaThb THIOTTTUKEMHYECKOEe

neiictBue MeT(hopMuUHa;
e yuHayktopsl OCT1 (takue Kkak pu]aMOUIMH) MOTYT YBEJIWYMBATH BCACBHIBAaHHE

meTdopmuHa B XKKT 1 ycunure ero rurnoriaimkeMUYecKoe AeHCTBHE;
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e yuuruburopsl OCT2 umu MATE (takde xak &H&%fnﬁ"ﬁéﬁg%a "I/:Ilb.T Bai‘llfgﬁh!;nn

TPUMETOIIPUM, BaHIETaHWO, M3aBYKOHA30JI) MOTYT CHMXKaTh BbIBEJIEHHE MET(POpPMHHA
MIOYKAMH U IPUBOJUTH K YBEJIMUYEHUIO €r0 KOHLEHTPALIUHU B IJIa3Me KPOBH;
e yuHruburopsl OCT1 u OCT2 (Takue Kak KpHU30THHUO, ojamapu®) MOTYT CHHXKATb

TUITOTJIMKEMHUYECKOE IeUCTBIE MET(HOPMHHA.
/pyaue: HexoTOpble Mpenaparsl 00JaJal0T TUMEPIIIMKEMHUYECKUM MOTEHIMAJIOM U MOTYT
BMEIIATbCS B HAJAXKCHHBIA KOHTPOJb HAX TIUMKEMUEH. [unornukeMuyeckoe AeUCTBHE
MeTGOpMHMHAa  MOTYT  CHWXKATb:  IJIIOKaroH, THA3WAHbIE W  JApYyrHe  JUYPETHUKH,
TJIIOKOKOPTUKOCTEPOUIbI, (EHOTHA3UHbI, Mpenaparbl IMIUTOBUIHOM JKele3bl, ACTPOTEHBI,
nepopanbHble KOHTPALENTHUBbI, (PEHUTOMH, HUKOTHHOBAs KUCJI0Ta, cumnaroMmumeTnk, BMKK,
JEBOTUPOKCUH HATpUs U M30HMA3UA. [Ipyn Ha3HaueHUM NEpPEUNCIICHHBIX NPENapaToB MALUEHTY,
nojyJamomemMy mnpemapar Acuriaus Mert, peKoMeHIyeTcs TIIaTelbHOe HaOdIoeHue 3a
rapaMeTpamMu IIIMKEMUYECKOTO0 KOHTPOJIS.
[Ipu oTHOBpEMEHHOM IpHEME 3A0POBBIMU JT00POBOJIbLIAMH MET(HOPMHUHA U MPOIPAHOJIONA UIH
MeTpopMHHA U HOynpodeHa He HaONoJalu U3MEHEHHs (apMaKOKMHETHYECKUX MapamMeTpoB
9THX IIPENapaToB.
Jlume He3HauMTeNbHAs MNpoHopHMs MeT(OpPMHUHA CBS3bIBaETCS C OelkamMM IUIa3Mbl, a,
CJIEZIOBATENIbHO, MEXJICKApCTBEHHbIE B3aUMOJICHCTBUS METPOpPMHUHA C MpenapaTaMy, aKTUBHO
CBSI3BIBAIOIIMMHUCS C O€JIKaMU IUIa3Mbl (CalMLMIATHI, Cylb(paHUIaMUIBI, XJIOpaM(pEHUKONI U
poOeHeIy 1), MaTIOBEPOATHBI B OTJIMYHE OT IMPOU3BOHBIX CYIb(OHUIMOYEBHHBI, KOTOPBIE TAKXKE
aKTHBHO CBSI3bIBAIOTCS C O€JIKaMHU IUIa3Mbl KPOBH.
4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JAKTALMS
bepeMeHHOCTD
KnuHu4yeckux JaHHBIX O NPUMEHEHUHM KOMOMHAIMKM MeT(POpPMHMHA W CHUTAIJIMITHHA IIPH
O6epeMeHHOCTH HeT. MccenoBaHus Ha JKMBOTHBIX IMPU MPUMEHEHUM CUTATJIMIITHHA B BBICOKUX
703aX TOKazaau ero »MOpuo- u (QeroTokcuueckoe neiictBue. Ilpumenenue mnpemnapara
Acurnust Met npu 6epeMEeHHOCTH POTUBOIIOKA3aHO. B ciydae miiaHMpOBaHUS UM HACTYIUICHHS
OepeMEeHHOCTH IpUeM MpenapaTa cielyeT NPeKpaTuTh, MalueHTKa JOoJDKHA ObITh IepeBeieHa Ha
UHCYJIUHOTEPAIHUIO.
JlakTanus
JlaHHBIE O NPOHUKHOBEHUU B MOJIOKO JIAKTUPYIOIIMX XKMBOTHBIX KOMOMHALMU MET(HOPMHHA U
CUTAIJMNTHHA OTCYTCTBYIOT. McciemoBaHus Ha XKUBOTHBIX IIPM BBEJEHUM MOHOIPENApaToB
MoKa3aJi, YTO METGPOPMHH U CUTATIHUNTUH (B 3HAYMTEIHHOM KOJIMUYECTBE) MPOHUKAIOT B MOJIOKO
JAKTUPYIIMUX KpbIc. HET NaHHBIX 0 NPOHMKHOBEHUH CUTAIVIMIITHHA B IPYIHOE MOJIOKO YEJIOBEKA;

MCT(I)OpMI/IH IMPOHUKACT B HEOOIBIINX KOJUYECTBAaX. B CBSI3M ¢ HEBO3MOXKHOCTBIO MCKIIFOUCHUS
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pucka Bo3HukHOBeHus1 HP y peGenka, mpumeHexue npengm Acitoims mlﬁﬁi‘emoﬁ rwaﬁoro

BCKapMJIMBaHHW IMTPOTHUBOIIOKA3aHO.

DepTabHOCTE

JlaHHbIE MCCIIEOBAHUM HA >KMBOTHBIX HE MPEANOJAararT BIUSHUS JICUYECHHs] CUTAIJIMIITUHOM Ha
MYXKCKYIO U JKEHCKYI0 (DepTUIbHOCTh. JlaHHBIC, MOJYYEHHBIE B MCCIEJOBAHUAX C Yy4aCTHEM
JIOJEHN, OTCYTCTBYIOT.

4.7. Biausinue Ha CHOCOOHOCTH YNPABJATH TPAHCMOPTHBIMHU CPEACTBAMH M padoTaTh ¢
MeXaHU3MaMH

He mnpoBoaunock wuccienoBaHUN O BIMSHUM KOMOMHAIMM MET(QOPMHUH + CUTArJUNTUH Ha
CIOCOOHOCTh YIPABJIATH TPAHCIIOPTHBIMU CPEICTBAMM M paboTaTh ¢ MexaHuzMamu. Tem He
MEHee, CJIEAYeT YYMTHIBaTh BO3MOKHOCTb BO3HHMKHOBEHHS T'OJOBOKDYXEHHUS U COHJIUBOCTH,
OTMEUaBLIMECS NIPU MIPUEME CUTATJIMIITHHA.

Taxxke manMeHToB ciieqyeT NPeayNpEAUTh O PUCKE Pa3BUTHsI THIIOTJIMKEMUU IPU IPUMEHEHNUU
npenapara Acuriaus MeT OJHOBPEMEHHO C MPOU3BOAHBIMU  CYJIb(OHUIMOUYEBUHBI WIIH
UHCYJIUHOM.

4.8. He:xennaTesibHbIEe peakuu

Pesrome mpoduist 6€301acHOCTH

B NOCTPECTUCTPAIUOHHOM NIEPpUOAC COO6I_I_I8..HOCI:> 0 CCPBE3HBIX HP, BKIIIOUAOMUX MMAaHKPEATUT U
pcakuun  THUICPYYBCTBHUTCIBHOCTH. I'unorinukemus oTMedanach npu OJHOBPECMCHHOM
MNPUMCHCHUU C UHCYJIMHOM U IIPOU3BOJHBIM CyJIL(I)OHI/IHMO‘{CBI/IHLI.

Tabnuunoe pE3rOMe HeXKENaTeIbHBIX PEAKIINN

Memdgpopmun u cumaznunmun

HP mnpuBenensl Huxke coriacHo cucreMHo-opranHoi kmaccupukamuu (COK) um dacrtore
BCTpedaeMoCTH. YacToTa BCTPEYaeMOCTH OMpejAeNieHa CIEAYIOIUM 00pa3oM: OYeHb YacTo
(> 1/10), gacro (= 1/100, no < 1/10), Heuacto (= 1/1 000, =HO < 1/100), peaxo (= 1/10 000,
HO < 1/1 000), ouenp peako (< 1/10000), yacTora HeW3BECTHA (HEBO3MOXHO OIEHUTH Ha
OCHOBAHMH UMEIOLIUXCS JaHHBIX).

HP, 3apeructpupoBaHHble B KJIMHUYECKUX HCCIEAOBAHUSX MOHOIIPENAPATOB CUTATJIMIITUHA U
MeThOpMUHA, a TakkKe B TOCTPETUCTPALMOHHOM TIEpUOJe NPHUMEHEHUS KOMOWHAIUU

MeT(HOPMHUH + CUTATTUIITHH

HP Yacrora passutusa HP

HapyumeHnust co CTOpOHBbI KPOBH M JTUM(PATHYECKOH CHCTEMBbI

TpomOGouuToneHus Penko

HapyumeHnust co CTopoHbI HMMYHHOM CHCTEMBbI
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Peakmun THICPYyBCTBUTCIIBHOCTH, BKIIHOYaA

Yacrora HemsgeeTHa- |~ B

aHa(I)I/IJ'IaKTI/ILIeCKI/IC peElKI_II/II/I*’Jr

Hapyumienust MeTa6o1u3Ma 1 NUTAHUSA

T'unornukemus’ Yacro
HapyumeHnust co CTOPOHBI HEPBHOM CHCTEMBbI
ConnuBocTh Heuacro

Hapyumienuss co CTOPOHBI BIXaTEJIbHOH

cpeocTeHust

CHCTeMbl, OPraHOB TPYJHOH KJICTKH H

I/IHTep CTUaJibHasa 00JIe3Hb J'ICI"KI/IX*

YacToTa HEM3BECTHA

Kesry104YHO-KHIIICYHBbIC HAPYIICHUSA

Huapes Heuacro
TomiHOTa Yacto
Mereopusm Yacto
3anop Heuacro
bosib B BepxHel yacTu )KUBOTa Heuacto
PBota Yacto

OcTpblit maHKpeaTut **+

YacToTa HEU3BECTHA

I'emopparuueckuii maHkpeatut (QaraabHbINA

u He(daTanbHbIN), HEKPOTUYECKUI

*
MMaHKPEaTUT u

YacToTa HEM3BECTHA

HapyumeHust co CTOPOHBI KOKHM M IMOAKOKHBIX TKaAHEH

Koxubii 3yz[*

Heuacto

AHFI/IOHeBpOTI/I‘-IeCKI/Iﬁ OTeK*’Jr

YacToTa HEM3BECTHA

*
KosxHast cImb '

YacToTa HEM3BECTHA

KpaHI/IBHI/ma*’Jr

YacToTa HEM3BECTHA

(V) *
KoxHpIi BaCKYJIUT o+

YacToTa HEM3BECTHA

BKC(I)OJII/IS.TI/IBHLIC KOXHBIC pCaKknuu,

BKJIFOYasA CUHAPOM CTI/IBeHCEI-ZL)KOHCOHEl*’Jr

YacToTa HEM3BECTHA

() *
bynnesnsiit nempurons

YacToTa HEM3BECTHA

HapyumeHnust co CTOPOHbI MBIIIEYHOM, CKEJIETHON U COeAUHUTEILHON TKAHU

Aprpanrus’

YacToTa HEM3BECTHA

*
Muanrus

YacToTa HEM3BECTHA

Boib B kKOHEUHOCTSIX*

YacToTa HEM3BECTHA

Boub B crimHe”

YacToTa HEM3BECTHA
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e

¥ (e EATENEROCTE 0007
ApTtponaTus YacroTa HEM3BEUTHA i

Hapymenust co cTOpoHbI MOYeK U MOYEBBIBOASIIIUX My Tel

Hapymenue GpyHKIMH MOYeK YacroTa HEU3BECTHA

OCTpa}I moycyHas HC,Z[OCTaTO‘-IHOCTL* YacToTa HEM3BECTHA

* HP OblM 3aperucTpupoBaHbl B IEPHOJ TOCTPETUCTPALIMOHHOTO HAOIIOICHHSL.
T Cwm. pasgen 4.4.
1 Cm. undopmarmro no Hccreoosanuto cepoeuno-cocyoucmoti 6esonacnocmu TECOS Huxke.

Onucanne oTnensHeix HP

Hekoropeie HP wame HaOmomanuch B HCCIEIOBAaHHSIX KOMOWHUPOBAHHOTO MPUMEHEHUS
MeTHOpMHUHA W CHUTArJMNTHHA C JPYTMMU THUIOTJIMKEMHYECKUMHU I[IpermapaTaM, 4YeM B
HCCIIEIOBAaHUSIX MOHOTEPANTUU METPOPMHUHOM M CUTArTUNTHHOM. OHU BKIIIOUYAIH THIIOTTUKEMHUIO
(yacToTa: OYeHb YAaCTO B KOMOWHAIIUU C MPOU3BOJHBIM CYJIb()OHUIMOYEBHHBI U WHCYTHHOM),
3amop (YacTo MpH TPUMEHEHWHW B COYETAHUU C TMPOU3BOJIHBIM CYIb(OHUIMOUYEBUHBI),
nepudeprudeckuil oTek (4acTo Mpu MPUMEHEHUH B COYETaHUU C MUOTITUTA30HOM ), TOJIOBHASI 0OITb
U CYyXOCTb BO PTYy (HEYACTO MPU KOMOMHAIIMY C UHCYIIMHOM ).

Cumaenunmun

B uccnenoBanusix MoHOTepanuu cutarmunTHHOM B 103¢ 100 mr 1 pa3 B CyTKH 1O CpaBHEHHIO C
mwiane6o coobmanocsk o HP, Bkmouas ronoBHYIO 00Jib, THUIOIVIMKEMHIO, 3allop H
TOJIOBOKPYKEHHUE.

Coo6manocs o HP, 3apeructpupoBaHHBIX B ATOM TpyIe MAUEHTOB, HE3aBUCHUMO OT HAJIHYUS
MPUYUHHO-CIIEACTBEHHOHN CBSI3U C JIEKAPCTBEHHBIM MPENapaToM, TaKHX KaK WH(PEKIHUS BEPXHHUX
JBIXaTEeNbHBIX MyTe U Ha3o(apuHTUT, HAOMIOAABIINXCS B HE MeHee 5 % cmydaeB. Kpome Toro,
coob1manock 00 octeoapTpute U 00U B KOHEUHOCTH C YacTOTON «HewacTto» (Ha > 0,5 % Bbie
Cpeay MPUHUMABIINX CUTATTUNTHH, YeM B KOHTPOJIBHOU TPYIIIe).

Memeopmun

B KIMHUYECKMX H TOCTPETUCTPAIMOHHBIX HCCIENOBAaHUSX MeT(GOopMHHA COOOIIAIoCh O
cumnToMax co ctoponbl JKKT, Takux Kak TOIIHOTA, pBOTa, Auapes, OOIb B KUBOTE U MOTEps
anmeTHTa, Yalie BCero BO3HUKAIOIIUX B Hayayie Tepanuu U B OOJIBITUHCTBE CIy4aeB CIIOHTAHHO
paspematonmuxcs. J{OMOTHUTENbHBIE HEXKENaTeNbHbIE PEaKIUH, CBA3aHHBIE C TMPUEMOM
MeT(hOpMHHA, BKIIFOYATH METAITMYECKU MPUBKYC (4acTO), JAKTOALUI03, HapylIeHue QYHKIIUU
MEYCHH, TemaTUT, KPaluBHHIA, SPUTEMa M KOXHBIM 3yn (odeHb penako). C UIUTenbHBIM
MpUMEHEHHEeM MeT(OpMHHA CBSI3aHO CHIDKEHHE a0copOIuu BuUTaMHHA B2, 4TO OuY€Hb peako
MOJKET MPUBOAUTH K KIIMHUYECKH 3HAUMMOMY nedunuty ButamuHa B, (Hampumep, K pa3BUTHIO
Merajao071acTHOM aHEMHUH ).

HccnenoBanue cepaeuno-cocyaucron oesonacuoctu TECOS
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B nccnenoBanue 1o oneHke cepAeyHO-CoCy IUCTON 6630%&6%%&%5%5@%E€8%?%]BIJ'IO

BKJIIOUEHO 7332 manueHTa, noiay4aBiinx cutarauntul B no3e 100 mr 1 pa3 B cytku (wim 50 mr
1 pa3 B cyTku, ec nokasaresnb pCK® 6bu1 > 30 1 < 50 mur/mun/1,73 M? nomaam NoBepXHOCTH
tena), 1 7 339 mauueHToB, NOIyYaBIIMX I1anebo, B OOLIeH MOMyIsIuuy MalUeHTOB, KOTOPhIM
ObUIO Ha3zHAueHO JiedeHue («intention-to-treat»). Mccnenyemplit mpemapar (CUTAriIMITHH WA
iane6o) Obl1 100aBJI€H K CTAHAAPTHOM TEparuy COTJIACHO CYIIECTBYIOIIUM HAllMOHAIbHBIM
CTaHJapTaM 110 BeIOOpY LeneBoro ypoBHs HbAlc u KOHTpoITIO cepieuH0-COCYAUCTHIX (PAaKTOPOB
pucka. OOmass yacrora BO3HUKHOBEHMs cepbe3Hbix HP 'y mamueHToB, NpUHUMAaBIINX
CUTarJIMNTHH, OblIa TAKOH K€, KaK y MallMeHTOB, IPUHUMABIINX IJ1a1e00.

B monynsauuu manueHToB, KOTOPsIM OBIJIO Ha3HAUEHO JieueHue («intention-to-treaty), cpeau Tex,
KTO MCXOJHO TOJydal MHCYJIMHOTEPAINUIo U (M) MpenapaTsl Cyab(OHUIMOUYEBUHBI, YaCTOTA
BO3HMKHOBEHHS DSIU300B TSDKEIOW THIOINIMKEMMHM cocTtaBuina 2,7 % y DNalUeHTOB,
NPUHUMABIINX CUTArJMITUH, U 2,5 % y NalueHToB, IpUHUMAaBIINX Iuiane6o. Cpean naiueHToB,
UCXO/JHO HE TMOJYyYaBIIMX HMHCYIMH U (WIM) HpenapaTshl Cylb()OHUIMOYEBHHBI, YacTOTa
BO3HMKHOBEHHS DSIU300B TSDKEIOW rumoraukemuu cocrasuna 1,0% y  nanueHTos,
OpUHUMABIIKX cuTarmunTiuH, ¥ 0,7 % y mnauuveHToB, NpUHMMaBLIMX IUane6o. Yacrora
BO3HHUKHOBEHHS IOATBEPXKACHHBIX SKCIIEPTU30M cilydyaeB mNaHkpeatura coctaBuna 0,3 % y
NAIMEeHTOB, IPUHUMABIIUX CUTArTUNTHH, U 0,2 % y HalueHTOB, NPUHUMABIINX I1ae0o0.

COO6IJ_ICHI/IC 0 TOA03PCBACMBIX HCXKCIATCIbHBIX PCAKIINAX

BaxHo coo0mare O MOA03peBaCMbIX HEXKEJIATENbHBIX PEAKIUAX IOCIEe PErucTpaIiu
JIEKapCTBEHHOI'O Tpenapara C LeNblo 00ecreyeHns HeMPEPhIBHOIO MOHUTOPUHIa COOTHOILICHHS
«I0JIb3a — PHUCK» JIEKaPCTBEHHOTO Mpenapara. MeIuIUHCKUM pPaOOTHUKAM PEKOMEHAYeTCs
coo0maTe O JIIOOBIX MOJ03PEBACMBIX HEXKEIATENbHBIX PEaKIHsIX JIEKApCTBEHHOI'O IMpernapara
yepe3 HallMOHAJIbHBIE CHCTEMBI COOOIICHUS O HEXKEIATENbHBIX PEAKLHUSIX IOCyJapCTB — YICHOB
EBpa3uiickoro 5KOHOMUYECKOIO COI03a.

Poccuiickas ®@edepayus

109012, r. Mocksa, CnaBsincKast 1., 4. 4, cTp. 1

denepanbHas ciyx06a 1o Haa30py B cepe 3ApaBOOXpaHEeHUs

Ten.: +7 (800) 550 99 03

Anpec 31. moutsl: pharm@roszdravnadzor.gov.ru

Be6-caiit: https://roszdravnadzor.gov.ru

Pecnybauxa Benapyco

220037, r. Munck, ToBapuieckuii nep., a. 2a

Pecnybnukanckoe yHutapHoe —npennpusthe «LlenTp SkcmepTM3 M MCHBITaHUl B

3ApPaBOOXPaHCHUN
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by 00 29 [TOCNEOOBATENBHOCTE 0007)

Tenedon ornena gpapmakonanzopa: +375 (17) 2

daxc: +375 (17) 242 00 29

Anpec 31. mouthl: repl@rceth.by, rceth@rceth.by

Be6-caiit: www.rceth.by

Pecnybauxa Kazaxcman

010000, r. Acrana, paiion baiikonslp, yin. A. Imanosa, a. 13, Bl «Hypcayner 2»

PI'TI na IIXB «HaummoHanpHbI LEHTP 3KCIEPTU3BI JIEKAPCTBEHHBIX CPEICTB U MEIUIIMHCKUX
m3nenuit» Komurera MemMuuMHCKOTO U (hapMaleBTHUECKOTO KOHTpoJii MuUHHUCTEpCTBa
3npaBooxpanenus Pecriyonuku Kazaxcran

Ten.: +7 7172 235 135

Anpec 31. noutsl: farm@dari.kz

Be6-caiit: www.ndda.kz

Pecnybonuxa Apmenus

0051, r. Epesan, nip. Komuraca, 1. 49/5

«Hay4HbIil LIEHTp AKCHEPTU3bl JIEKAPCTB W MEIUIMHCKUX TEXHOJIOTUH HMEHHM aKaJeMHKa
3. N'abpuensiHa»

Ten.: +374 60 83 00 73

Anpec 311. noutsl: admin@pharm.am, vigilance@pharm.am, letters@pharm.am

Be6-caiit: https://www.pharm.am

Kuipevizckas Pecnybnuka

720044, Yyiickast obnacts, r. bumkek, ya. 3-s Jlunusg, 1. 25

JlenapTamMeHT JIeKapCTBEHHBIX CPEACTB U MEAULIMHCKUX U3ETUI

Ten.: +996 (312) 21 92 86

Anpec 311. noutsl: dlsmi@pharm.kg

Be6-caiit: www.pharm.kg

4.9. Ilepeno3upoBka

Cumaznunmun

CuMOTOMBI

Bo BpeMs KIMHMYECKHX HCCIEJOBAHUN Yy 3I0POBBIX JTOOPOBOJBIEB OJHOKPATHBIM NpHeM
cutarnmuntuHa B jo3e 800 mMr, B II€JI0M, XOpPOIIO MNEePEeHOCUIICS. MUHHUMANbHBIE W3MEHEHUS
unTepBana QT, He cunTarouecs KIMHUYECKH 3HAYUMBIMU, ObLTH 3apETUCTPUPOBAHBI B OJTHOM U3
UCcCIeA0BaHUM CUTAraunTuHA B cyTouHol g03e 800 mr. Jlo3a cBbiiie 800 Mr B CyTKH y JIIOJIeH HE

HU3ydaiacChb.
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10 CIBA HIOS O007n
B KIMHMYECKMX HCCIIENOBAHUSAX MHOTOKPATHOIO Hpﬁ&m“ﬂg&a&hg E@ lEbIZlISLﬁ TR_"aklnx-JI'I/I60

CBsI3aHHBIX ¢ JeyeHueM curarauntuiom HP npu npueme npenapara B cyrounoi nose 1o 400 mr
Ha NPOTSHKEHUM 28 THEW HE OTMEYalIH.

Jleuenue

B caydae mnepeno3upoBKH 11e1ecOO0pa3sHO MPOBEIEHHE CTaHIAPTHBIX IOAJIEPKUBAIOIINX
MEpONpUATHIA: yraneHne HeabcopbupoBanHoro npenapata u3 JXKKT, npoBeneHrne MOHUTOPUHTA
rokaszaTesieil KHU3HeIeATeNbHOCTH (BKIIIOYAsh 3JIEKTpOKapAuorpaduio), a Takke Ha3HAueHHUE
NOJICP>KUBAIOLIEH Tepanuy Mpu HEOOXOAUMOCTH.

CHTarIMnTiH YMEPEHHO IUATU3UPYETCS: M0 AAHHBIM KIMHUUYECKHUX MCCIEI0BAHUN B TEUEHHUE 3—
4-yacoBOro ceaHca Juajln3a BbIBOAWIOCH TONbKO 13,5 % no3pl. B ciydae kiamHMYecKOn
HEOOXO/MMOCTH HAa3HAYalOT MPOJIOHTUPOBAHHBIM remoauanus. JlaHHbIX 00 3(PHEKTUBHOCTH
[IEPUTOHEAILHOTO IUAIN3a CUTATJIUIITHHA HET.

Memgpopmun

CumMnromsl

Bonbmas nepeno3upoBka MeTGOpMUHA MOXKET MPUBECTH K JIAKTOAIM03Y, KOTOPBIH SBISETCS
HEOTJIOXKHOM cutryaneil u TpeOyeT SKCTPEHHOH rocnuTanu3aluu B cranuoHap. Pa3Butue
JIAKTOAIU103a Ha0II01a710Ch TPUMEPHO B 32 % Bcex cilydaeB Mepeo3upOBKU MeT(HOpMuUHa (CM.
paznen 4.4.).

Jleuenue

Camblii 5 QeKTUBHBII METO]] yAaJIeHH JaKTaTa 1 MET(HOPMHHA — FEMOIUAIIN3.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA
5.1. ®apmakoanHaMHYeCKHe CBOHCTBA
dapmakoTepaneBTHUECKasi ~ IpyNma: CpeAcTBa  JUld  JIEYEHHs  caxapHoro  jauabera;
TUIIOTJIMKEMUYECKHE  CPEJCTBAa,  KPOME  HMHCYJMHOB;  KOMOMHAIMM  NEPOPaJbHBIX
TUITOTIMKEMUYECKHUX CPEJICTB
Kon ATX: A10BDO07
[Ipemapar Acwurnus Mer mnpenacrtaBinseT co00il KOMOMHAIMIO JABYX T'MIIOTJIMKEMHUYECKUX
IpernaparoB  Cco  B3aUMOIONOJHSIOMUM  (KOMIJIEMEHTAapHbIM) MEXaHU3MOM  JICHCTBHUS,
NpeJHa3HAUYCHHYIO Ul YIYYIIEHHUs KOHTPOJS INIMKEMHM Yy MalMeHTOB C CaxapHbIM JHA0ETOM
2 Tuna: MeTGOpMHMHA — TMPEACTaBUTENs Kjacca OUTyaHHJIOB M CHUTarJIMOTHMHA — MHIHOUTOpA
¢depmenTta JAI111-4.
Memeopmun
MetdopMUH SBISETCS TUNOTTUKEMHUYECKUM IpErnapaToM, MOBBIIAIONIMM TOJEPAHTHOCTh K

TIFOKO3€C y MMAIMMCHTOB € CaXapHbIM ,[[I/Ia6eTOM 2 THIIa, CHHUXKas 6a3aJ'IBHy10 U NOCTHpPAHAUAIIBHYTO
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T0C B4 HiC aan
KOHIIEHTPAIIMIO TJI0KO03bI B KpoBU. Ero dapmak Dﬂoque&mMEMMﬁ%ﬁmTﬁm&TCﬂ

OT MEXaHU3MOB JCHCTBUS MEPOPATBHBIX TUIIOTIMKEMUYECKUX MPEMAPATOB APYTUX KIIACCOB.
MeThopMUH CHIDKAeT CHHTE3 TIIOKO3bl B MEYEHH W BCACBHIBAHWE TJIIOKO3bI B KHILIEYHHUKE WU
MOBBIIIAET YYBCTBUTEIBHOCTh K HWHCYIMHY NyTeM YCHIIEHUS Mepudepuyeckoro 3axpara u
YTHIW3AlUK TIIOKO3bl. B oTiHunMe OT MpOU3BOAHBIX CYIb(QOHUIMOUYEBUHBI METHOPMUH HE
BBI3bIBACT FMITOTTIMKEMHUIO HU Y TIAIIMEHTOB C CaXxapHbIM [uabeToM 2 THIa, HU Y 3A0POBBIX JIIOIeH
(32 UCKIIOYEHHEM HEKOTOpPhIX OOCTOSTEeNbCTB, CM. pasznen 4.4.) W He BbI3BIBACT
TUNepUHCyInHeMHI0. Bo Bpems mpuema MeThopMUHA CEKpelrs MHCYJIMHA HE U3MEHSIEeTC s, TPy
STOM KOHUEHTpPALMs MHCYJMHA HATOIIAK M CYTOYHOE 3HAUYECHHE IIa3MEHHOM KOHIIEHTpPalUU
MHCYJIMHA MOTYT CHU)KaTbhCSl.

Cumaenunmun

MexaHu3M neicTBUS

IIpu nepopaJlbHOM IIpUEME€ CHUTArJUITUH  SBISAETCA AKTUBHBIM  BBICOKOCEICKTUBHBIM
unruouropom JIII1-4, mnpenHazHaueHHBIM [UIsi JIEYEHHMs caxapHoro Juabera 2 Tuma.
dapmakosoruueckoe JeicTBue kiacca npenapato-uHruouropos [III1-4 oOycnosieHo
akTuBanuend MHKpeTuHoB. Murubupys III1-4, cuTarmunTUH MOBBINAET KOHLEHTPAIMIO JIBYX
U3BECTHBIX AKTUBHBIX TOPMOHOB CEMEWCTBAa HMHKPETHHOB: IJIIOKaroHONOJ00HOro menrtuzaa l
(I'TIII-1) wm rmroko303aBucuMoro  uHcynuHotpormHoro nonunentuna (I'HIT). WukpeTunsl
SBJISIIOTCSL YacThIO BHYTPEHHEH (DU3MONIOTHYECKON CUCTEMBl PEeryisiii rOMeocTa3a IIIIOKO3bI.
IIpy HOpManpHOM WM MOBBIILIEHHOW KOHUEHTpauuu rnoko3bl B kposu ITIII-1 m T'UII
CIOCOOCTBYIOT YBEIMUYEHHIO CHHTE3a M CEKPELUH HHCYIMHA OeTa-KJIeTKaMM IOKEITyJOYHON
xene3pl. ['TIII-1 Takxke MomaBiseT CEKPELMIO TIIOKAroHa alib(a-KIeTKaMHU IOKEIyA0YHOM
JKeJne3bl, CHUXKas, TaKUM 00pa3oM, CHHTE3 TIJIIOKO3bl B IEYEHH. DTOT MEXAaHU3M JIECHCTBHS
OTIMYaeTcs OT MEXaHW3Ma JIeMCTBUS MNPOM3BOJIHBIX  CYJIb()OHUIMOYEBHHBI, KOTOpHIE
CTUMYJHUPYIOT BHICBOOOKICHNE MHCYIUHA U TIPU HU3KUX KOHIIEHTPALUAX [JIIOKO3bI B KPOBH, YTO
MOJKET BBI3bIBATh PA3BUTHUE CYIb(POHMI-UHIYIIUPOBAHHON TMITOTJIMKEMHUH HE TOJIBKO Y HAIllUEHTOB
C caxapHbIM aua0eToM 2 THMA, HO U Yy 3J0pPOBBIX JIOAEH. Byayun BBICOKOCENEKTUBHBIM H
s¢pdexTuBHbIM  uHruouropom  ¢pepmenra JII1-4, curarmunTuH B TepaneBTHYECKUX
KOHIIGHTPALUsAX HE IMOAABISAET aKTMBHOCTU poACTBEHHBIX (epmentoB JIIIII-8 wim JIIII-9.
CuTarimunTuH OTJIMYAeTCs MO XMMHUYECKOM CTPYKType M (papMaKoJIOTHYeCKOMY JAECHCTBUIO OT
ananmoroB [TIII-1, wHCynuHA, NPOU3BOAHBIX CYJIb()OHUIMOYEBHHBI WM METJIMTHHUIOB,
OUryaHHJI0OB, aroOHHMCTOB T'aMMa-peleNnTOpOB, AKTUBHUPYEMBIX HPOIHU(EpPaTOpOM IMEPOKCUCOM
(PPARY), uHru6uTOpoB anbha-rivuko3uaa3bl ¥ aHaJIOrOB aMUIIMHA.

[lepopanbHblil pueM OJHOM J03bl CUTAIVIMITHHA MALMEHTaMHU C CaxapHbIM JuabeToM 2 THMa

NPUBOAMT K MMOAaBIeHHUIO akTUBHOCTH (epmenTa [AI1I1-4 Ha 24 yaca, yTo conmpoBoX)aaerTcs 2—3-
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COOTBETCTBYET 3KCI EF'TH 'M- OTUETY
ot 21.10.2025 N= 26372

KpaTHBIM YBEJIIMYCHHEM KOHIIGHTpAIlMH 11 KVJ'II/IDVI. -lEajllc’rllj/I_'h E(r”:ﬂ"‘fﬁ}-f:’ {0 Fhl’[

YBEJIIMYEHUEM IIJIa3MEHHOM KOHLEHTpauuu MHCYIMHA U C-nenTtuia, CHUKEHUEM KOHLIEHTPALUU
[JIIOKaroHa ¥ IUIa3MEHHOM KOHIIEHTpPAlMM TJIIOKO3bl HAaTOLIAK, a TAaKXE YMEHbBIICHUEM
aMIUTUTYAbI KOJIeOaHUH INIMKEMUU 1OCIIe TII0KO3HON MM MUIIEBON HArpy3KH.

IIpuem curarnuntuHa B cyTo4HOU n03€ 100 Mr B TeueHune 4—6 MECAIEB 3HAUUTEIBHO YTydllall
¢byHKIMIO OeTa-KIETOK MOJPKETYA04HOM jKeJe3bl y NallMeHTOB ¢ CaXapHbIM JuabeToM 2 Tuma, o
YeM CBUETEIbCTBOBAJIM COOTBETCTBYIOIINE U3MEHEHUS TaKUX MapkepoB, kak HOMA-f (ouenka
roMeocra3a B MOJEIH-f§), COOTHOLIEHUE NPOMHCYJIUH/MHCYIUH, OLIEHKAa PeakUuu OeTa-KIETOK
MIOJIKETYA0YHOM KeJIe3bl IO JaHHBIM ITaHEIU MOBTOPHBIX TECTOB Ha TOJIEPAHTHOCTH K nuue. 1o
TaHHBIM KiIuHUYeckux uccnenoBanuii 11 u 111 ¢a3br 3¢ peKTHBHOCTh IITUKEMHUUECKOT0 KOHTPOJIS
cUTaraIunTHHA B pexume 50 Mr 2 pas3a B CyTKH ObliIa CONOCTaBUMOM € 3()()EeKTUBHOCTBIO peXKUMa
100 mr 1 pa3 B cyTkn.

Kimmanueckas 3¢ dhekTUBHOCTE U 0€30I1aCHOCTD

B pannomusnpoBaHHOM IU1a11e00-KOHTPOJIMPYEMOM JABOHHOM CJIETIOM C JBOWHOW MMHUTAIMen 4-
NEPUOJTHOM TIEPEKPECTHOM HCCIEIOBAaHUM Yy 3J0POBBIX J0OPOBOJIBLIEB H3y4Yalld BIHMSHHE
CUTarJIMOTHHA B KOMOMHAIMM C METPOPMHUHOM, JHOO TOJBKO CHTArJUNTHHA, JIMOO TOJIBKO
MeTpOopMHHA, THO0 TUIanedo Ha U3MEHEHHE IIa3MEHHBIX KOHLIEHTpPAlUil aKkTUBHOTO U OOIIEro
I'TII-1 u rmroko3bl nocie npuema numy. CpeaHEB3BELICHHBbIE 3HAYEHMsI KOHLIEHTPALUU
axktuBHoro I'TIII-1 yepe3 4 yaca nocne nmpruema NUILK YBEIMUYMBAIUCh IPUMEPHO B 2 pasa Iociie
preMa TOJIbKO CUTArJIMIITUHA WM TOJIBKO MET(POPMHHA B CpaBHEHHH C Iuiane6o. CoueTaHHbIH
IPUEM CHUTArJMNTHHA W MeTPOpMHHA obOecreunBaj CyMMHUpOBaHHE 3(dekTa ¢ 4-KpaTHbIM
yBenuueHnueM KoHueHTpauuu aktuHoro I'TIII-1 o cpaBHeHHUIO ¢ TUHAMUKOM B TpyIie mianeoo.
[Ipyiem TOJIBKO CUTArJIMNTHHA CONPOBOXKAAJCS YBEIMUEHUEM KOHLIEHTPALMK TOJBKO aKTUBHOIO
I'TIII-1 BcneactBue wunrubupoBanus ¢epmentra JIII1-4, B To Bpemss Kak NpUEM TOJIBKO
MET(GOPMHHA CONPOBOXAAICS CUMMETPUYHBIM YBEJIWYEHHEM KOHIEHTpalMU OOIIero u
aktuBHoro ['TIII-1. ITomyueHHble JaHHBIE OTPaXKarOT pa3INYHbIE MEXaHU3MBI, JIEIKAIINE B OCHOBE
yBeJMueHUs KoHLeHTpauuu axktuBHoro I[TIII-1 nocime npuemMa »THX [ABYX Hpenaparos.
Pesynbratel uccienoBaHMsA TakKe NPOAEMOHCTPUPOBAIM, YTO MMEHHO CHUTAIVIMIITUH, a HE
MeTPOpPMHUH, 0OecTIeYnBaeT NPUPOCT KOHIEHTpauuu akTuBHoro ['TITI-1.

B wuccrnenoBaHusX y 370pOBBIX J0OpPOBOJIBLIEB NPUEM CUTAIJIMITHHA HE COMPOBOXKAAJICH
CHM)KEHHEM KOHLIEHTPALMH IVIFOKO3bl B KPOBU U HE BBI3BIBAJI TUIIOTJIMKEMHH, YTO IOTBEPIKIAET
IIIOKO303aBUCUMBIN XapaKTep MHCYJINHOTPOIHOTO ACHCTBYSI U ITOIABJICHUS CUHTE3a TII0KArOHAa.
Hccneoosanue no oyenke cepoeuno-cocyoucmotl b6ezonacnocmu cumaeaunmuna (TECOS)

B wuccienoBanun mo oueHke cepiaedHo-cocyauctoi OeszomacHoctu cutarnmuntuHa (TECOS)

MaUeHThl TpUHUMaH npenapat cutarauntul 100 mr B neHs (wim 50 Mr B IeHb, €CITU UCXOTHBIN
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COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 21.10.2025 N= 26372
nokazareab pCK® 6b11 > 30 u < 50 mu/mun/1,73 M2 Hﬂdﬂlaillﬂ'-lll%'gé%%ﬁ(y’_;gl kéﬂiﬁiﬁlﬁ "1'1%1'2'1171}360,

KOTOpBIE JO00aBSUIMCh K CTaHJAPTHOW TEpamuy COTJIACHO CYIIECTBYIOIIMM HAIMOHATIHHBIM
CTaHJapTaM [0 OINpPEAENCHUIO LeneBbIX ypoBHe HbAlc M KOHTPONIO CepaeHHO-COCYAUCTHIX
daktopoB pucka. [lo 3aBepiieHUN CpeqHETo Mepuoja HaONIOACHHUS, COCTaBIsBIIEro 3 ronaa, y
MAIMEHTOB C CaxapHbIM OuUabeToM 2 THWMa MpUeM Mpenapara CUTATIMITAH B JIOTIOJHEHHE K
CTaHJapTHOMY JICUECHHUIO HE YBEJIMYUI PUCK cepbe3Hblx HP co cTopoHbl cepreuHo-cocyaucTon
cuctemsl (cooTHomeHue puckon 0,98; 95 % nosepurenbHbiii nHTEpBa ,089—1,08; p < 0,001 s
JI0Ka3aTelIbCTBa OTCYTCTBUS TPEBOCXOJICTBA) WM PUCK TOCIUTAIN3ALNU 110 TPUUUHE CEPACUHON
HenocTaToyHOCTH (cooTHoweHue puckoB 1,00; 95 % nosepurenbubii uHTepBan 0,83—1,20;
p=0,98 nmns paznuuMs 4acTOThl PUCKOB), N0 CPAaBHEHUIO CO CTaHAAPTHBIM JieueHHeM 0e3
JOTIOJHUTEIBHOTO IPUEMa CUTArJIUNTHHA.

5.2. apmakoKkMHeTHYECKHE CBOHCTBA

Memeopmun

AbcopOrus

[Tocne mpuema BHYTpbh MeThopmuH adbcopbupyercs uz XKKT mocrarouno momHo. AOGcomtoTHas
OMO0CTYMHOCTh MEeT(HOpPMHHA Y 310pOBBIX H00poBoibleB cocTaBisieT S0—60 %. TChax mocne
IepopajJlbHOTO  npuema  cocrasisger 2,5 yaca. Ilocne mpuema  BHytpp  20-30 %
HeabcopOupoBaHHOM (pakiyu MeTHOpMHUHA BEIBOIUTCS Yepe3 KuieuHuk. [Iporecc BcachiBaHus
MeT(hOpMHHA XapaKTepH3yeTcsl HachllaeMocThio. [Ipeamnomnaraercs, 4ro GpapMakOKMHETHKA €ro
BCACHIBAHMS HeluHeHHa. [Ipy npuMeHeHMM B PEKOMEHIYEMBIX [103aX paBHOBECHas
KOHIEHTpaluss MeTGopMHHA B IJIa3Me KPOBU JOCTUTAeTCs B TedeHHe 2448 yacoB M, Kak
mpaBwiio, He npeBbimaet 1 Mxr/mi. [Ipu omHOBpeMeHHOM MpreMe muIu abcopOius MeThopMuHa
CHUKAETCS U 33JIePKUBACTCA.

Pacnpenenenue

MetdopmuH ObICTPO pacmpenensercss B TKaHHU, CBA3bIBaHHE MET(GOpMUHA ¢ OelIKaMM IUIa3MBbI
He3HauuTenbHO. MetdopMuH pacnpenensercs B AIpUTpoLUTaX. BeposiTHO, 3PUTPOLMTHI
NPEJCTABIAIOT COOOM BTOPHYHBIA KOMIAPTMEHT pacnpeaeneHus MerdopmuHa. CpenHee
3Ha4eHUEe Cmax METGOPMHHA B IETBHON KPOBU HUXKE, YeM Cmax B IUIa3ME€ U JIOCTUTAETCS 4yepes
takoe xe Bpems. Cpennuit 00beM pacnpezneneHus (Vd) konebraercs B ruana3one 63-276 .

BI/IOTDaHCd)ODMaL[I/IH

MeTabonuTel MeTGOpMUHA Y YeTOBeKa HEe UACHTHU(PUIIMPOBAHBI.

BriBegenune

MetdopMUH BBIBOJUTCS TMOYKaMH B Hew3MeHHOM Buje. [loueunslit knmpeHc MeTdopmuHA
cocraBnsier > 400 Ma/MUH, YTO YyKa3blBaeT Ha TO, YTO MET(QOPMHUH BBIBOAUTCS 3a CUET

KIyOouKkoBOM (uiabTpanuu M KaHanblieBo cekpeuun. llocne mepopansHOro mnpuema TV
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COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 21.10.2025 N= 26372
cocTaBisieT npuMepHo 6,5 yacoB. Ilpu HapyweHuu 'B%ﬂcﬂgﬂp%%ﬁ&g%ldgff;{&ﬁ I:lnglIII:i'ﬂ)eHC

CHIDKAETCSl MPOMOPIHOHANIBHO KIMPEHCY KpeaTHHHHA, U, TaKhuM oOpa3oM, TY: yBenuuuBaercs,
YTO MOKET MPUBOANUTH K YBEIMUEHUIO KOHIICHTPAIIUU METPOPMHUHA B IJIa3Me KPOBH.
Cumaenunmun

AOGcopbius

AOcomoTHass OMOJOCTYMHOCTh cuTarnunTuHa pocturana 87 %. Ilpuem curarmunThHA
OJTHOBPEMEHHO C KUPHOU MHIEeH He OKa3bIBaeT BIUSHUS Ha (papMaKOKUHETHUKY IIpernapara.

Pacrpenenenue

Cpennuii 00beM pacmpeiencHUs B  PAaBHOBECHOM COCTOSHHMHM —TIOCTE  OJHOKPATHOTO
BHYTPUBEHHOTO BBEJICHHUs cUTArIunTuHa B 03¢ 100 Mr 310poBEIM JOOPOBOJIBIIAM COCTABIISIET
npuMmepHo 198 mutpoB. Dpakiusi CUTArJIUNTHHA, KOTOpas oOpaTUMO CBS3BIBAETCS C OemkaMu
J1a3Mbl KPOBU, OTHOCUTENBHO HeBenuKa (38 %).

BI/IOTDaHCd)ODMaL[I/IH

[TpubnusurensHo 79 % cUTArTUNTHHA BBIBOAWUTCS B HEU3MEHEHHOM BHJIE IOYKaMH,
MeTabonuueckas TpaHcopmarus npenapara MUHUMajlbHa.

[locne mpuema BHYTph '*C-MeYeHHOro CHUTAIIMNTHHA HpPUMEPHO 16 %  BBeIEHHOI
PallMOAKTUBHOCTH HKCKPETUPOBAIOCH B BHUJE METaOOJUTOB CUTATNIMNTHHA. BBIIM BBISBICHBI
CJIeZIOBbIe KOHLIEHTpPAIMM 6 METa0OJIMTOB CUTAIVIMITHHA, HE BHOCAIIME KAaKOro-au0o BKJIaga B
wia3MeHnyto JIIT1-4-uHrubupyromnyo akTUBHOCTh CUTArJuNTHHA. B HccienoBaHusx in vitro
nzodpepmentsl cucteMbl nuroxpoma CYP3A4 u CYP2CS8 ompeneneHsl B KaueCcTBE OCHOBHBIX
(bepMeHTOB, Y4aCTBYIOIUX B OTPAaHUYEHHOM METa00IM3ME CUTATIUIITHHA.

OnuMUHAIK

[ocne npuema BHyTph ['*C]-cuTarnunTuHa 3710poBBIMU TULAaMU HpumepHo 100 % BBeaeHHOI
PaZMOAaKTUBHOCTH BBIBOJIMIIOCH Uepe3 KuineuyHuk (13 %) mnm noukamu (87 %) B TeueHHE OHOM
HeZIeNu [ocJIe pueMa npenapata. T2 CUTarMnTiHa Ipu npueMe BHyTpb B o3e 100 Mr cocTaBui
npuMepHo 12,4 yaca, noyeuHblid KIMpeHe — mpuMepHo 350 Mi1/MUH.

BeiBeneHre cuUTarIunTUHA IMPOMCXOIUT TMPEUMYILIECTBEHHO IIOYKaMHM 3a CUYET AaKTHUBHOMU
KaHanbleBOM cekperuy. CUTArIMOTHH SIBIISETCS CyOCTPaToOM ISl MEPEHOCYMKA OPraHUYeCKuX
annoHoB yenoBeka 3 tuna (hOAT-3), ydacTByromero B BbIBEJICHHMHM CHUTArJIUITHHA MOYKAMH.
Knuanyeckast 3naunMocts hOAT-3 B TpaHCHoOpTe CUTariJuNTHHA HE YCTaHOBIEHO. Bo3MokHO
yuyacTue P-raukonpoTerHa B MOYEYHOM SIUMHMHAIMM CUTArJHUNTHHA (B KadecTBe cyOcTpara),
OJHAKO HMHruOUTOp P-TIHMKONMpOTeMHAa UMKIOCHOPHUH HE YMEHBINAET MOYEUHBIH KIUPEHC
CUTArJIMNTHHA.

JlaHHBIE HCCIEOBAHUI in Vitro MOKa3aldM, YTO CUTAIJIMITHH HE SBISETCS WHTUOMTOPOM

nzopepmeHToB cuctemsl uToxpoma P450 (CYP3A4, CYP2CS, CYP2C9 u CYP2D6).
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COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 21.10.2025 N= 26372

(MOCNEOCBATENEHOCTE 0007)

®dapMaKOKMHETUKA Y OTJIEIbHBIX I'PYII HAIIMESHIOB

Hayuenmut ¢ caxapuvim ouadbemom 2 muna

Memeopmun

IIpu coxpanHoi (hyHKIMH MOYeK (hapMaKOKMHETHYECKHE MapaMeTpbl MOCie OJHOKPATHOTO U
MOBTOPHBIX NPHUEMOB MeT(OpPMHHA y MAIMEHTOB C caxapHbIM JuabeToM 2 TUma M 310pOBBIX
TOOpPOBOJIBIIEB OJUHAKOBBI, KyMYJISALIMH MET(GOpPMHUHA HpPU MPHEME TEparneBTUUYECKUX /03 He
IIPOUCXOUT.

Cumaznunmun

dapMakOKMHETHKA CUTATJUITHHA Y MAIUEHTOB C CaXapHbIM 11abeToM 2 TUMa B LIEJIOM CXOJHA C
(apMaKOKHHETHKOH Y 3710POBBIX 100POBOJIBLIEB.

Ilayuenmut c Hapywienuem QyHKyuu nouex

Memeopmun

VY nanueHToB CO CHM)KEHHOW MnodeyHol ¢yHkuueit T'% cutarnuntuHa yJUIMHSAETCS, @ TOYEUHbIH
KJIUpEHC cHUXkaeTcs (cM. pazzaensl 4.3., 4.4.).

Cumaznunmun

VY mamueHToB ¢ HapyuleHue (QYHKIUM Mouyek cpenHeil cremenu Tshkectd ¢ pCK® ot 30 1o
<45 mn/mun/1,73 M IIOMAM TOBEPXHOCTH TEIa OTMEYAIU TIPHUMEPHO 2-KPaTHOE yBEIHUIEHHE
mwiasmMeHHoW AUC cuTarnunTvHa, a y NAlMEHTOB C TSDKEJIOW M TEpMUHAIBHOM cTaiguei (Ha
remoauauanuze) ysenuueHne AUC Obulo 4-KpaTHBIM IO CpPaBHEHHUIO C KOHTPOJBHBIMH
3HA4YEHUSIMH Y TOOPOBOJIBIIEB C HOPMAIBbHOM (pyHKIIMEH TOYeK.

Ilayuenmul c Hapywienuem YynKyuu nevyenu

Memeopmun

HccnenoBanus (hapMakOKHHETHUYECKUX MapamMeTpoB MET(OpPMHHA Yy MAlUEHTOB C IMEYCHOUYHOM
HEJ0CTaTOYHOCTBIO HE IPOBOAMIIUCE.

Cumaznunmun

VY nanMeHToB C MEYEHOYHOM HEJOCTaTOYHOCTBIO CpelHel creneHHu TskecTd (7-9 GamioB mo
mkane Yaitna-ITst0) cpennee 3nauennst AUC 1 Ciax CUTArIMITHHA [IOCTIE OJHOKPATHOTO MpHeMa
100 mr yBenuuuBarorca npuMepHo Ha 21 % u 13 % COOTBETCTBEHHO IO CPAaBHEHUIO CO
31I0pOBBIMH OOpoBoJbIaMu. [logo6Has pa3HULa HE ABISETCS KIMHUYECKH 3HAYMMOIA.

Her KIMHMYECKMX JaHHBIX O IPUMEHEHUM CUTArJUNTHHA Yy MAlIUEHTOB C IE€YECHOYHOMU
HE/I0CTaTOYHOCTHIO TSKEJION cTerneHu TshkecTH (Oonee 9 6anos no mkane Yaitng-I1st0). Onnako,
YUUTBIBasl MIPEMMYILECTBEHHO IIOYEUYHBIM MyTh BBIBEICHMs IpernapaTa, 3HaUMMbIE W3MEHEHUs
(apMaKOKMHETUKHM CUTAIJIMITHHA y MAIMEHTOB C IMEYEHOYHON HEIO0CTATOYHOCTHIO TSKEIOon
CTETIEHU TSKECTH HE IPOrHOZUPYIOTCA.

Ilon
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iy iy

ot 21.10.2025 N= 26372

(MOCNEOCBATENEHOCTE 0007)

Memeopmun

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

dapMakOKMHETHYECKUE IapaMeTpbl MET(OPMHHA HE OTIMYAIUCh CYLIECTBEHHO Yy 370POBBIX
JI0OPOBOJIBLIEB U MALUEHTOB C CaXapHbIM JHMA0ETOM 2 THUIIA C YYETOM IOJIOBOW MPUHAICKHOCTH.
[Io naHHBIM KOHTPOJUPYEMBIX KIMHMYECKHX HCCIIEJOBAHUHN, TUIOTIHKeMUdeckne 3(dexTs
MET(GOPMHHA y MYXXUUH U KESHIIHUH ObUIM aHAJIOTUYHBIMU.

Cumaznunmun

ITo nanHpIM aHanM3a (papMaKOKMHETUYECKUX JaHHBIX KIMHUYecKuX uccienoBanuii I u Il dasel,
II0JIOBAsl  IPUHAUIEKHOCTb HE  OKasblBaja KJIMHUYECKM  3HAYMMOIO  BIMSIHMS — Ha
(bapMaKkOKMHETUYECKHE TapaMeTPhl CUTATIUIITHHA.

Ilayuenmut noxcunozo éospacma

Memeopmun

OrpaHuyeHHble JaHHBIE M3 KOHTPOJHPYEMBIX (PapMaKOKHMHETHUYECKUX  MCCIETOBaHUN
METGOPMHHA Yy 3J0POBBIX MOXKHWIBIX J0OPOBOJIBLIEB MO3BOJSIIOT 3aKJIIOYUTh, 4YTO OOLIMIA
IUIa3MEHHBIA KJIMpPEeHC MeT(hOpMHHA Yy HHUX CHUXKaercs, 172 ymiuusercs, a 3HaueHHE Cmax
YBEJIUYMBACTCSI 10 CPAaBHEHUIO C MOJIOABIMH 3/0POBBIMH J0OpOBOJIBLIAMHU. OTH JaHHbIE
O3HAYaloT, 4YTO BO3PACTHbIE HW3MEHEHHUs (PapMaKOKHMHETUKU MeT(HOpMUHA OOYCIOBICHBI
CHIDKEHHEM BBIJICIUTEIbHON (DYHKLIUU TTOYEK.

Cumaznunmun

[Io naHHBIM MONYIALMOHHOTO (ApMAaKOKMHETUYECKOTO aHajiu3a JaHHBIX KIMHUYECKUX
uccnenoBanuii I u Il $asbl, Bo3pacT marieHToB He OKa3bIBajl KIMHUYECKH 3HAYMMOTO BIMSHUS HA
(bapMaKkOKMHETHYECKHE apaMeTphl CUTArIMNTHHA. KOHIEHTpalys CUTAarIuNTHHA Y MAUeHTOB
noxxuwioro Bo3pacta (65-80 ner) Obula mpumepHo Ha 19 % Bblmie, yeM y OoJjiee MOJOABIX
MALMEHTOB.

Pacosas npunaonesxcnocmo

Memeopmun

HccnenoBanuii. 10 NOTEHUMAJBHOMY  BIMSHHIO  PAacoBOM  INPUHAMJIEKHOCTH  Ha
(apMakOKHHETHYECKHE MapaMeTpsl MeT(GpopMuHa He MPoBOAUIH. 110 JaHHBIM KOHTPOJIUPYEMBIX
UCClIeIOBaHNM MeT(OpMHUHA, y MAIUEHTOB C CaxapHbIM JUa0eTOM 2 THMA TUMOTTUKEMHYECKOe
JelicTBUE mpenapaTa ObUIO COMTOCTABUMO Y IPEACTaBUTENEH eBPONICOUAHOM, HEMPOUTHOM pac

Y JIATUHOAMEPUKAHCKHUX CTPaH.

Cumaznunmun

ITo nanHpIM aHanM3a (papMaKOKMHETUYECKUX JaHHBIX KIMHUYecKuX uccienoBanuii I u II dassl,
pacoBas  NPUHAMJIEKHOCTh HE  OKasplBaJla  KIMHUYECKM  3HAYMMOIO  BJIMSHMS  Ha

(I)apMaKOKI/IHCTI/I‘lCCKI/Ie napamMeTpbl CHUTArJvdIITUHAa, B TOM YHUCIC Y HpeHCTaBHTeHeﬁ
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COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 21.10.2025 N= 26372

€BpONEOUIHOM U MOHTOJIOMIHOM pac, npencraBHTeneﬁ': Hgﬁrﬂgﬁ%igﬂhb 'E:Il:pgﬁ’ iral::)':-('gxz'/rnx

A3THUYECKUX U PACOBBIX TPYIIL.
Huoexc maccot mena (UMT)

Cumaenunmun

[Io maHHBIM CIOXHOTO W TMOMYJSIMOHHOTO aHalW3a (HapMaKOKMHETHUYECKUX IMMapaMeTpoOB U3
knuHndecknx uccneaoanuii [ u Il ¢assr, UMT He oka3pIiBai KIMHAYECKH 3HAUMMOTO BIIMSHUS Ha
(hapMaKOKMHETHYECKHE TTapaMeTPhl CUTATIUITHHA.

Jlet 1 moapocTku 10 18 jet

Cumaenunmun

dapMakokMHETUKAa cHTarmunTuHa (ogHokpatHas no3a S0 wmr, 100 mr wmm 200 mMr) Oblia
uccienoBana y naereit (B Bospacte or 10 mo 17 met) ¢ caxapHeiM nuaberom 2 Tuma. B sToi
MOMYJISIIIMK CKOppekTupoBaHHas no go3e AUC cutarnuntuHa B 1uia3me Obiia mpumepHo Ha 18 %
HUKE M0 CPaBHEHUIO CO B3POCIIBIMU MAIMEHTAMHU C CaXapHbIM TUA0EeTOM 2 TUIA TIPU PUEME 03Bl
100 Mr. DTO He cuMTaeTcss KIMHUYECKHM 3HAYUMBIM pa3JIMYUEM, OCHOBAHHBIM Ha IUIOCKOM
cootHomeHnn OK/D/] mexay nozamu 50 mr u 100 Mr y B3poCbIX.

UccnenoBanuii ¢ npyMeHEHUEM CUTATIUIITUHA Y eTeid miaaue 10 et He MpOoBOAUIIOCH.
5.3./lanHble TOKJIUHUYECKOH 0€30MACHOCTH

HccnenoBanus koMmOMHAIMK METHOPMUH + CUTATJIUIITHH Ha )KUBOTHBIX HE MMPOBOMIIUCE.

B uccnenoBanusx, mpoBOIMMBIX B TedeHHE 16 HENENb, B KOTOPHIX COOAKH MOTy4aau TUO0 TOIBKO
MeThopMuH, MO0 KOMOMHALINIO METHOPMUHA U CUTATJIMIITUHA, 100aBOYHOW TOKCUYHOCTU TpU
MPUMEHEHUH KOMOWHAIMU BBISBICHO HE ObUIO. YPOBEHb, HE BBI3BIBAIOIINNA BHIUMBIX
orpunatenbHbix 3pdexto (YHBOD), B 3THX wHcchnenoBaHUSX HAOMIOJANCS TpPU CTETECHU
BO3JICUCTBUSl CHUTArJIMNTUHA, MPUMEPHO O-KpAaTHO MPEBBINIAIONICH CTENEeHb BO3JACHCTBUA Y
4eloBeKa, 1 MeTopMUHa, MPUOTUUTENBHO B 2,5 pa3a MpPEeBHIIAIONICH CTENIEHb BO3JACUCTBUS Y
YeJI0BeKa.

Pesynbpraramu uccnenoBaHuil, MPOBEACHHBIX ¢ MPUMEHEHHEM CHUTATJIMNITHHA WK MET(OpMUHA
10 OTJEIBHOCTH, SIBJISIIOTCS CIAEAYIOIINE TaHHbIE.

Memeopmun

Ha ocHoBaHMM 00IIENTPUHSTHIX (hapMaKOJIOTHUYECKUX UCCIIeI0BAaHUN O0€30MacHOCTH, TOKCUYHOCTH
IIPU MHOTOKPAaTHOM BBEJIEHWU, TEHOTOKCUYHOCTH, KAaHIEPOT€HHOTO MOTEHIMaIa, TOKCUYECKOTO
BO3JICHCTBUSL HA PEMPOAYKTUBHYIO (YHKIUIO, JOKIMHUYECKHE JaHHbIE HCCIEI0BaHUS
MeT(HOpPMUHA HE BBISBIISIOT OCOOBIX PUCKOB JUIS JTOCH.

Cumaenunmun

Tokcuueckoe BO3ICHCTBHE HAa TOYKU W TEUEHb HAOMIOJANIOCh Y TPBI3YHOB MPHU CHUCTEMHOM

BO3II€IZCTBHPI, B 58 pa3 NpeBLIAOIIEM YPOBCHD BO3JCHUCTBHUS Ha YCJIOBCKA, B TO K€ BpEMs ObLIO
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TOKCHUecKui 3pdekt orcyrcTBoBail. [lo maHHBIM HCCle0BaHMs, IPOBOJAUMOrO B TeueHue 14-
HeJlesb Ha KpbIcaX, aHOMaJIMH PEe3L0B HAOII0JAUCh Y KPBIC IIPH YPOBHAX BO3JIEHCTBHUS, B 67 pa3
MPEBBIAIONINX YPOBEHb KJIMHUYECKOTO BO3CHCTBUS; YPOBEHb OTCYTCTBUS 3 deKTa s 3TOro
nokasaressi ObUT 58-KpaTHBIM. 3Hau€HHe STHX JAaHHBIX JUIS Jofeid HewsBecTHO. [Ipu ypoBHe
BO3/€HCTBUS, MPUOIU3UTENBHO B 23 pa3a MpeBbIILAOLIIEM YPOBEHb KIMHUYECKOTO BO3IEHCTBHS,
y cobak HaOII0JaluCh TPAH3UTOPHBIE (HU3MUECKUE MPU3HAKH, CBS3aHHbIE C MPUMEHEHHEM
IPEenapaToB, HEKOTOPHIE U3 KOTOPBIX CBUAETEIBCTBYIOT O TOKCHYECKOM BO3/ICHCTBUY HA HEPBHYIO
CHCTEMY, Takhe KaK JIbIXaHWE OTKPBITBIM PTOM, CIIOHOTEYCHHE, Oejble NEHUCThIE PBOTHBIE
MAacchl, aTakcusi, JIPOXb, CHIKEHHas aKTUBHOCTh M (win) cropOienHas mosa. Kpome Toro,
TMCTOJIOTHYECKH HaOJI01aIach OUeHb JIerKas WM JIeTKas JereHepalys CKeJICTHOM MyCKyIaTyphbl
IpU /103aX, MPHUBOJAIIMX K YPOBHSIM CHUCTEMHOIO BO3JEHCTBHA, MpUONM3UTENBHO B 23 pasa
NPEBBILAIONINM YPOBHHM BO3ACUCTBUS Y Jofei. YpoBeHb oTcyrcTBUS 3(ddekra ams sTux
nokasaresei HabIoaancs Npu 6-KpaTHOM YBEIMYEHUH YPOBHS KIMHUYECKOTO BO3/IEHCTBHSL.

B nokaMHHYECKHX HCCIEeIOBAaHUAX HE ObLIO MPOJEMOHCTPHUPOBAHO F€HOTOKCHYECKOE JEHCTBHE
cutarmunTiHa. CUTArJIMOTHH HE OKa3blBaJl KaHIIEPOT'€HHOE JeMCTBUE y MBbIIIEH. YBenuyeHue
YacTOThl BO3HUKHOBEHHs a/ICHOMbI M KapLMHOMBI MEYEHHU Y KPBIC HAOIIOAANOCh MPH YPOBHSX
CHCTEMHOT0 BO3/IeHCTBHUS, B 58 pa3 MpeBbILIAIONINX YPOBEHb BO3/eiicTBUA y roei. [lockonbky
ObUIO TOKa3aHO, YTO TEMaTOTOKCHMYHOCTh KOPpEeNHUpYeT C MHIYKLIUEH HEeOoIIaCTUYeCKUX
MIPOIIECCOB B MEYEHU Y KPBIC, MOBBIIICHHAS YacTOTa OMyXOJIel MEeYeHU Y KPbIC, BEPOSATHO, ObLiIa
BTOPUYHOM 10 OTHOIIEHHUIO K XPOHUYECKOMY TOKCHUYECKOMY BO3/ICHCTBHIO HA MEYEHb MTPHU TAKOH
BBICOKOH J03€e. M3-3a BbICOKOT0 pe3epBa 0e3omacHOCTH (YpOBEHb OTCYTCTBHA dddekTa mpu 19-
KpPaTHOM YBEJIMYEHHMU CTENEHU BO3ICHCTBHUS) 3TH HEOIUIACTHUECKUE U3MEHEHUS HE CUUTAIOTCS
aKTYyaJbHBIMH JUIS CUTYallUU Yy JIIOJIEH.

VY caMI110B U CaMOK KpBbIC, ITOJTy4aBIIUX CUTATJIUITHH 10 U BO BpeMs CIIapUBaHuUs, He HAOII01aJ10Ch
CBSI3aHHOTI'O C JICUEHUEM BO3CUCTBUS HAa (DEPTUIBHOCTb.

B uccrenoBaHuu mpe- W MOCTHATAJBHOTO Pa3BUTHSL, NMPOBEACHHOM Yy KpBIC, HEXEIaTeIbHBIX
3¢ (HEeKTOB CUTATTTUNTHHA BHISIBJICHO HE OBLIO.

HccnenoBaHus TOKCHYECKOTO BO3ICHCTBUS HA PENPOIYKTUBHYIO (DYHKIIMIO IOKA3aJIH HEOOIIBILIOE
CBSI3aHHOE C JICUECHHEM IOBBIIICHWE YaCTOThl BOSHUKHOBEHMS MOPOKOB Pa3BUTHUs pedep Iuiozaa
(oTCyTCTBHE, HEOPA3BUTHIE U M30THYTHIE pedpa) y MOTOMCTBA KpPbIC IPU YPOBHIX CHCTEMHOIO
BO3/CHCTBUS, Oojiee yeM B 29 pa3 NpeBbILIAIOIIMX YPOBHM BO3JCHCTBUS Ha dYeloOBEKa.
Tokcuyeckoe BO3JIEHCTBHE Ha MATEpUHCKHM OpraHu3M HaOMI0NaloCh Yy KPOJIUKOB IPH
NPEBBILIEHUN BO3JeHCTBUA Oojiee ueM 29 pa3 MO CpPaBHEHUIO C YPOBHEM BO3/ACHCTBHUS Ha

YyelloBeKa. I13-3a BRICOKOTO pe3cpBa 0E30IMaCHOCTH 3TH PE3YyIbTAThI HC NPCAIIOJIAratoT 3Ha4YNMOro

26



COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 21.10.2025 N= 26372

pUucCKa 4 pCupOAYKIHUUN YCIIOBCKA. CuTaraunTuH B 3641&&;54%%&(6;%%@:3{&5%;&5 B

MOJIOKO JIAKTUPYIOIIMUX KPbIC (COOTHOILIEHHE MOJIOKO/TuIa3Ma: 4:1).

6. ®APMAIIEBTUYECKHUE CBOMCTBA
6.1. Ilepeyenb BcmoMoOraTe/ibHbIX BelIECTB
[ToBunon K30

[ennron03a MUKPOKpUCTAIIIMYECKAS
MannuTon

Hatpus naypuncynbdar

Marnus creapat

O06010YKa IIICHOYHAS:

[lnenkooOpasyromas cMech'

Kpacurens xene3a okeup kpacHsiit (E172)

Tnenkoo6pasyromas cmecs: runpomennosa tan 2910 (6 mIla-c), Turana auokeun (E171), Tansk,
MPONMJICHTJIMKOJb.

6.2. HecoBmecTumMocTh

Henpumenumo.

6.3. Cpok romHoCTH (CPOK XpaHeHMs)

2 roga quig 10 Tabnerok B Gnucrepe u3 komOuHUpoBanHoro Matepuana OITA/An/IIBX u ¢onsru
AJIFOMUHHUEBOM.

3 roga s 14 Tabnerok B Oimcrepe n3 komOMHUpoBanHOoro Matepuana [IBX/ITO/IIBAX/TID/TIBX
1 GOJIBIY ATFOMUHHEBOMH.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHECHHH

XpaHuTh npu Temreparype He Bbiiie 25 °C, B OpuruHagbHON ynakoBKe (OmcTepe) A 3aIiUThl
OT BJIary.

6.5. Xapakrep 1 coaepkaHue NEPBUYHOH YIIAKOBKH

ITo 10 Tabnerok B Ouuctepe u3 komOuHupoBaHHOro Mmatepuana OIIA/An/TIIBX u donbru
aloMuHUeBOH WM 1o 14 Ttabimetok B Onucrepe U3 KOMOMHUPOBAaHHOTO —MaTrepuana
IMBX/TIS/MBAX/AIS/TIBX 1 (hosbru antoMUHUEBOM.

ITo 1, 3, 6 wnu 9 6muctepoB no 10 Tabnerok wm no 1, 2, 4 unu 6 GauctepoB mo 14 TabneTok
BMECTE C JINCTKOM-BKJIQ/IBIIIIEM ITOMEIAIOT B IAUYKy KapTOHHYIO.

He Bce pa3mepsl yriakoBOK MOT'YT OBITh IOCTYIIHBI JUIS PeaIH3aliH.

6.6. OcoOble Mepbl MPEAOCTOPOKHOCTH MNPH  YHUYTOKEHHH  HCIOJb30BAHHOIO
JIeKAPCTBEHHOr0  Mpenapata WM OTX0A0B, TMOJYYEHHBIX TIOcjde TNPHMEHEeHHs

JIEKAPCTBEHHOI0 NMpenapara, i Ipyrue MaHUIYJISILUH C IpenapaTomM
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(MOCNEOCBATENEHOCTE 0007)

Het oco0bIx TpeOOBaHUM K YTUIU3ALUH.

7. JEPKATEJb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA
CnoBenus

AO «KPKA, n.1., HoBo mectoy, [lImapbemnika necra 6, 8501 HoBo mecto
Ten.: +386 7331 21 11

®axkc: +386 7 332 15 37

Anpec 31. noutsl: info@krka.biz

7.1. IIpeacTaBuTeNb AEPKATESI PETHCTPANMOHHOIO YI0CTOBEPEHHSA

IIpereH3un HOTDeGI/ITeHeﬁ HalmpaBJIATH 110 agpeCy:

Poccuiickas ®edepayus

000 «KPKA-PYC»

143500, MockoBckas o6u., . McTpa, yn. MockoBckas, a. 50

Ten.: +7 (495) 994 70 70

daxc: +7 (495) 994 70 78

Anpec 311. noutsl: krka-rus@krka.biz

Pecnybauxa Benapyco

[IpencraButenpctBo AkmuoHepHoro obmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecnyonuka Cnosenusi) B Pecniy6niuke benapyce

220114, r. MuHnck, yn. @unumoHnosa, 1. 2507, oduc 315

Ten.: 8 740 740 9230

®axc: 8 740 740 9230

Anpec 31. moutsl: info.by@krka.biz

Pecnybauxa Kazaxcman

TOO «KPKA Ka3zaxcrtan»

050040, r. Anmatsl, Mukpopaiion KOKTEM-1, nom 15A, oduc 601
Ten.: +7(727) 311 08 09

Anpec 31. noutsl: info.kz@krka.biz

Pecnybonuxa Apmenus

ITpencraBurensctBo «Kpka, 1.1., HoBo mecto» B PecnyOnuke ApmeHus
0001, r. EpeBan, yn. Hanbaunsu, n. 106/1 («CAAT-HOBA» BUBHEC-HEHTP), oduc 103
Ten.: +374 11 56 00 11

Anpec 311. noutsl: info.am@krka.biz

Kuoipevizckasn Pecnybnuka

IIpencraBurensctBo AO «KPKA, ToBapHa 3apasui, 1.4., HoBo mecto» B Keipreiscrane
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720040, Yyiickast o6nacts, r. bumikek, OynbBap 3DKI/IHI[HE1:£ ; E‘%‘J}&&IEH bHOCTL 0007)

Ten.: + 996 (312) 66 22 50
Anpec 311. noutsl: info.kg@krka.biz

8. HOMEP PETMCTPAIIMOHHOTI'O YJOCTOBEPEHMSI
JITI-Ne(000695)-(PT-RU)

9. JIATA NIEPBUYHOMN PETUCTPALIMU (IIOJATBEPXKJIEHHS PETUCTPAIIUH,
IHEPEPETUCTPAIIN)

Jarta nepsoii peructpauuu: 14 anpens 2022 r.

10. JATA IEPECMOTPA TEKCTA
OOmast  XxapakTepuUCTHKa  JIGKAPCTBEHHOro  mpemapata  Acurius MeTr  jgocTynmHa  Ha

I/IH(I)OpMaI_II/IOHHOM nopraje EBpEBPIIZCKOFO O9KOHOMHUYECCKOro c¢Corw3a B I/IH(I)OpMaI_II/IOHHO-

KOMMYHHKaIMOHHOM cetu «HTepHeT» https://eec.eacunion.org.
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