COOTBETCTE ~_ ET SKCNEPTHOMY OTUYETY

ot 07.11.2023 N= 22589

(MOCNENOBATENEHOCTL 0005)

OBILIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHUE JJEKAPCTBEHHOI'O IIPEITAPATA
['munro3an mmtoc, 500 Mr + 50 Mr, TaGIeTKH, MOKPHITHIC TUICHOYHONH 000JI0UKOH.
I'munro3an mtoc, 850 Mr + 50 Mr, TaOJIETKH, TOKPHITHIC TIIICHOUYHON 000JI0YKOH.

I'muniro3an mwoc, 1000 mr + 50 mr, TaGIeTKH, TOKPBITHIE TUICHOYHOW 000JIOYKOM.

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB
JeiicTByromue BeniecTsa: METPOPMHUH + CUTATJTUITHH.

['munrosad wiroc, 500 Mr + 50 Mr, TabJIETKU, HOKPHITHIE ILIEHOYHOM 000JI0YKON

Kaxnmas Ttabmerka mnpemapara couxepxuT: 500 mr merdopmuHa rumpoxiopuaa, 64,25 wmr
curarimnTiHa pocdara MoHOTHIpaTa (SKBUBAJICHTHO 50 MI' CUTArJIMNITHHA).

['munoro3ad wiroc, 850 mr + 50 Mr, TablIeTKH, MOKPBITHIE IVIEHOYHOM 000JI0YKOMI

Kaxnmas TtaOmerka mpemapata couepxut: 850 mMr merdopmuHa rugpoxiopuaa, 64,25 wmr
cutarnunTuHa ocdarta MoHOrUapaTa (IKBUBAICHTHO 50 MI' CUTArJIUITHHA).

['munorosad wiroc, 1000 mr + 50 mr, TabIeTKHU, MOKPBITHIE INIEHOYHOU 000JI0UYKOM

Kaxnas tabnerka mpenapara coxepxkutr: 1000 mMr merdgopmuna ruapoxiopuna, 64,25 wmr
cutarnunTrHa hocdara MoHOTHUApaTa (IKBUBAJICHTHO 50 MI' CUTArJIUITHHA).

BcnomorarenbHble BEMIECTBA, HAIMYNWE KOTOPHIX HYKHO YUUTBIBATh B COCTaBE JIEKAPCTBEHHOTO
npenapara: Hatpuii (cM. pazzaen 4.4.)

[ToHBIN TTEpevYeHh BCTIOMOTATEIBHBIX BEIIECTB MPUBEJIEH B pazene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, NOKPHITHIE MIIEHOYHOU 000I0UYKOM.
TabneTku oBajbHBIE BOSKOBBINYKIIbIE, TOKPHITHIE MJIEHOUYHON 000J0YKOM Oenoro WM mnodtu

0esoro 1Bera.

4. KINMHUYECKUE JAHHBIE

4.1. Tloka3aHusl K IPUMEHEHHUIO

Caxapusrit tuadet 2 tuna (CZ12) y B3poCIbIX MAIMEHTOB B BO3pacTe OT 18 neT u crapie.
MoHoTepanus

[Ipenapar I'munTo3aH IIIOC MOKa3aH B Ka4€CTBE CTAPTOBOW Tepanuu y nanueHtoB ¢ CI2 s
VIYUIICHUS] TITUKEMHYECKOTO KOHTPOJISI TTPU HEdPHEKTHBHOCTH TUETOTEPANIUA U COOTIOCHUS
pexxnMa (PU3HUECKUX HArpy3o0K.

[Ipemapatr ['MUNTO3aH IJIIOC MOKa3aH B KA4€CTBE IOTOTHEHUS K TUETE W PeXUMY (PU3MUECKHX

HArpy30K Jjsl YJIy4lIeHHUs TJIMKEMHYECKOTo KOHTpoiis y manueHToB ¢ CJ/12, He mocturmmx
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aJICKBaTHOTO KOHTPOJII Ha (OHE MOHOTEparui M@Td)&%ﬁo-ll\g%f; 'HCLEQE%EII )\ l :J'Il:}/i%o y

ManuCHTOB, PAHEC MMOJIyUaBIINX KOM6I/IHI/IpOBaHHyIO TCPAIMIO 3TUMU ABYMSA IIpCriapaTaMu.

KoMOuHupoBaHHasg Tepanus

JUis yiydnieHus INIMKEMHUYEeCKOro KOHTPOJS B JIONOJIHEHHE K JMETOTEpalud U (PU3HYECKUM
Harpyskam:

- B KOMOMHAIIMH C TPOU3BOJHBIM CYJIb(OHMIMOYEBHHBI (TpOiiHasE KOMOMHUPOBAaHHAS TEPAITUS:
MeTGOPMHUH + CHUTarIMOTHH + IPOU3BOJHOE CyJIb()OHUIMOUYCBHHBI) y IAlMEHTOB, paHee
HOJIYYaroIUX TePanuio NPOU3BOIHBIM CYJIb(OOHUIMOYEBUHBI U MET(HOPMUHOM 0€3 TOCTUKEHUS
a/IEKBaTHOT'O INIMKEMUYECKOT0 KOHTPOJIS;

- B KOMOMHAIIMM C TUA30JMAWHIMOHAMH (TpOifHash KOMOMHHUpOBaHHAs Tepamus: MeThopMUH +
CHTArJIMNTHH + THA30JMAUHINOH (aroHnct PPARy-penentopoB, akTHBUpYEMBIX MPOIUQEpaTopom
HEPOKCHCOM)) Y HALIUEHTOB, paHee MOTyYaBIIMX TEPANHIO THA30IUIMHINOHAMH U METPOPMHUHOM 0€3
JOCTHDKEHHUS aZIeKBaTHOIO MIMKEMUYECKOTO KOHTPOJIS;

- B KOMOMHAIMY C HHCYJIMHOM (TpOiHasi KOMOMHUpPOBAaHHAs! Tepanys: MET(OPMUH + CUTAJIUITHH +
WHCYJIMH) y TAIMEeHTOB, paHee IMOJYyYaBIIMX TEPaNui0 CTa0MJIBHBIMH J03aMH HHCYJIWHA M
MeTdopmuHa 0e3 JOCTHKEHHSI aZieKBaTHOTO MNIMKEMUYECKOTO KOHTPOJIS.

4.2. PexxuM 103UPOBAHUS M CIIOCO0 NMPUMEHEHHU

PexxuM 103upoBanus

Obwas unghopmayus

PexxuMm no3upoBanus mpenapara [ Iunro3aH mitoc J0KeH NoAOUPaThCs MHIUBUAYAIBHO, HCXOS
U3 Tekyled Tepanuu, 3(p(GEeKTUBHOCTH M MEPEHOCUMOCTH, HO HE IpPEBBIIIas MAaKCHUMAJIbHYIO
peKOMEeHIyeMyto CyTouHyt0 103y cutarauntuHa 100 mr u mergopmuna 2000 mr.

[Tpenapat I'munTo3aH mitoc ciaeayeT IpUHUMATh 2 p/CyT BO BpeMsI €/1bl, LIETUKOM, HE Pa3)KeBbIBas,
C MOCTENEHHBIM YBEJIMUEHHEM J103bl MET(HOPMUHA TIPU HEOOXOAUMOCTH C LIEJIbI0 MUHUMM3ALUU
BO3MOXKHBIX HexenaTenbHbIX peakuuil (HP) co cropons! xemynouno-kumeunoro tpakra (OKKT),
XapaKTEepHBIX 1715 METPOpMHUHA.

Cmapmosas mepanusi

[Tarmentam ¢ C/I2 ¢ HeaieKBaTHBIM TIIMKEMHUYECKUM KOHTpPOJIEM Ha (poHe coOIr0AeHUs AUETHI U
pexxuMa (U3MYECKHX Harpy3oK peKOMeHJyeMas HayalbHas Jj03a mpenapata [nmunrosaH rmiroc
cocrapisier 500 mr mergopmuna + 50 mr curarnuntuHa 2 p/cyT. Ilanmentam, HE JOCTUTILIUM
aJIeKBaTHOTO TJIMKEMHUYECKOTO KOHTPOJIS MU MpUeMe YKa3aHHOW /103bl, TOKa3aHa MOCTeNeHHas
TUTpauus npenapara ¢ uenpto MuHuMuzanmu HP co croponer JKKT, acconumpoBaHHBIX ¢

metdopmunoM, 10 10361 1000 Mr meropmuna + 50 Mr cutarimunTHHA 2 p/CyT.
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s nayuenmos, e 00CIMUGUUX A0EKBAMHO20 2J uKeMuqé&;%%%ﬁggﬂg%%T ﬁol;lngvra'nuu

MAKCUMATIbHOU NEPEeHoCcUMOU 00301 memaopmuna

Pexomenayemasi HauanbHasi J103a mpenapara [unTo3an 1ioc s MalMeHTOB, HE JTOCTUTIINX
aJIeKBaTHOTO KOHTPOJISI HA MOHOTEpanuu MeT(HOPMUHOM, JOHKHA OOECIEUUTh PEKOMEHAYEMYIO
TEepaneBTUUYECKYIO CYTOUHYIO 103y cutarauntuaa 100 mr, T.e. mo 50 Mr cutarmmnTuHa 2 p/cyT
TUTEOC TEKYIIas 1032 METHOPMHUHA.

s nayuenmos, He 00CMU2WUX A0CKBAMH020 2IUKEMUUECKO20 KOHmMpoOJiAaA Ha (bOHe MOHOmepanuu

cumaziunnmuHom

Pexomennyemas HavanbHas J103a mpenapara [MnTo3aH MirOC JUid NAlMEHTOB, HE JOCTHIIIUX
AJIEKBaTHOTO KOHTPOJISI HA MOHOTEPAINTUH CUTArIMITUHOM, coctaBisier S00 Mr meropmuna + 50 Mr
cuTarmunTrHA 2 p/cyT. B manpHeiineM qo3a MoxeT ObITh yBenudeHa 10 1000 mr merdopmuna +
50 Mr curarnmuntaHa 2 p/CyT Ui JOCTUKEHHs TJIMKEMHUYECKOro KOHTpoIsi. Pexomenmyercs
MOCTENIEHHAsl TUTpalMs J03bl JJIi MHHUMH3AIHUHM CBS3aHHBIX C MET(GOPMHUHOM MOOOYHBIX
apdextoB co croponsl JKKT. IlanmeHtam, NpUHUMAIONIMM CKOPPEKTHPOBAHHYIO BBHIY
HapymeHus: (pyHKIUHM IOYEK 03y CHUTArJUITHHA, JICUYECHHE IpernaparoM [JWNTo3aH IuIoC
IPOTHBOIOKa3aHo (cM. paszzaen 4.3).

ﬂ]lﬂ navuenmos, parnee noJjayiasuiux KOM6MHMD06GHHVIO mepanuro  cumazjiunmuHom u

Mem(ﬁODMuHOM 6 suoe MOHOnpenapamoe

[Ipu nepexoge OT KOMOMHUPOBAHHOM Tepanmuu METPOPMUHOM M CHUTAIJIMIITUHOM B BHJE
MOHOIIPENapaTOB HayajlbHas [03a Ipenapara I[unro3aH IUIOC JOJDKHA COOTBETCTBOBATH
IPUHUMAEMbIM JI03aM MOHOINpENnapaToB MeT(GpOpMUHA U CUTATJIUIITHHA.

s nayuenmos, He 00CMU2WUX _AOCKEAMH020 2AUKEMUYECKO20 KOHmMpOoJA npu npumeHeHuu

KOMOUHAUUYU NPOU3B00HO20 CVIIb(DOHUIMOYEBUHBL U MembopMuta

HauanbHas 103a mpemapara [JmMnTo3aH IUTIOC JOJDKHA OOCCIEYUTh  PEKOMEHIYEMYIO
TEPaneBTHUECKYI0 CYTOUHYIO 103y cutarmuntiuaa 100 mr, T.e. mo 50 Mr cutarjauntuHa 2 p/CyT.
HavanpHyro no3y metdhopmMuHa ONMPEACNISIOT UCXOsS U3 YPOBHS TJIMKEMHUYECKOTO KOHTPOJIS U
TeKyIled (eciau MalueHT MPUHUMAEeT ATOT MpernapaT) J03bl MeThOpMHUHA. YBEIMYEHHUE I03blI
MeT(GOpPMUHA JIOJDKHO OBITh MOCTENEHHBIM C Meibio MuHUMHU3anuu HP co croponsr JKKT.
[TarimeHTam, TPUHUMAIONIUM MPOM3BOJHOE CYJIb(OOHWIMOYCBHHBI, OYyAET palMOHAIbLHBIM
CHU3UTH TEKYIIYI J03y [JIsl CHMXKEHUS pUCKA CYJb()OHWUI-UHIYIHPOBAHHONW TMIIOTJIUKEMUU
(cMm. pasaen 4.4).

s nayuenmos, He 00CmuUSUUX _A0eK8AMHO20 2IUKEMULUECKO20 KOHmMpOJA npu npumeHerHuu

KOMOUHAQUUU Memd)ODMUHa u azonucma PPARy-peyenmopos (mua30ﬂu0uH0u0Ha)

Hauvanpnas npo3a mnpenapata [nunTo3aH IUIIOC JIOJDKHA COOTBETCTBOBATh CYTOYHOM J103€

cutarmntuHa 100 mr, T.e. mo 50 Mr cUTaraunTUHAa 2 P/CYyT M paHee NMPUHUMAEMOW 03e
3
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MerdhopmuHa. B ciaydae HeoOxomumocTu yBSJ‘II/I‘IeHI/IfSﬂ IH&SEF%E'&FOE@IQE; ':%leon{MglgﬂgﬁaHa

MOCTEIIEHHAsA TUTPALMS IIpenapara ¢ ueipto Muaumusanuu HP co ctoponst XKKT.

s nayuenmos, He 00CmMUSWUX _A0EKEAMHO20 2IUKEMUYECKO20 KOHmMpPOJA npu npumeHerHuu

KoMOUHAuuU UHCYIUHA U MemquDMMHa 8 suoe MOHOmepanuu

Hauanphast no3a mnpemapata [nunrosan Ioioc [IOJKHA COOTBETCTBOBATh CYTOYHOM J103€
cutarmuntraa 100 mr, T.e. mo 50 Mr cuTarmunTHHA 2 p/CYyT W paHee MPUHUMAEMOW 03€
merdpopmuHa. B ciydae HE0OXOAMMOCTH YyBETUYEHHUS J03bI MeT(HOpMHUHA pPEKOMEHIOBaHA
MOCTENEeHHAas TUTpalus npenapara ¢ ueiabto Mmuaumuzauu HP co ctoponst XKKT. [Taruentam
MOJKET MOTPeOOBATHCSA CHUKEHHE T03bl MHCYJIMHA JJI MPEAOTBPALLEHUS! PUCKA TUIIOTIMKEMUU
(cMm. pasnen 4.4).

CrienanbHBIX MCCIIEIOBAHUN 10 OLIEHKE 0e30MacHOCTH U 3(P(PEKTUBHOCTH MEpeXoia ¢ JICUCHUs
OPYTMMH THUIOTTIUKEMUYECKUMHU TpenaparaMyd Ha JiedeHHe KomMOuHanued MeTQopMuH +
CUTArJUNTHH He NpoBoAuioch. JltoObie u3amenenus: B jeueHuu CJ12 MOMKHBI MPOBOAUTHCS C
OCTOPOXKHOCTBIO M TOJ] KOHTPOJEM COOTBETCTBYIOIIMX IapaMETpPOB C YYETOM BO3MOXKHBIX
M3MEHEHUHN TTIMKEMUYECKOro KOHTPOJs. Bece manueHTsl JOMMKHBI IPOAOIKATE PEKOMEHYEMYIO
JUETY C aJIeKBaTHBIM pacIipe/ieJICHHEeM YTIIEBOIOB B TEUCHUE JIHS.

Oco0bIe I'pYIHIIBI NAIIMCHTOB

Y nayuenmoe ¢ napywenuem ¢hynkyuu novex

HeobOxonuMo mnpoBoauTh OLEHKY (YHKIMM TOYEK J0 Havaja NpPHUMEHEHUs KOMOMHAIUH
MeTGOpMUH + CUTAINIMOTHH M Ha (QoHE MmpoBoaMMON Tepanuu (He pexxe 1 pasa B rox). Y
NaIMEeHTOB C BBICOKUM PUCKOM IPOrPECCUPOBAHUS HapylIeHUs (QYyHKIMH MOYEK M Y MOKHIIBIX
NAIUMEHTOB (DYHKIHMIO [TOYEK CIeAyeT OLEHUBATh Yalle — Kaxable 3-6 MecsleB.

Koppekuuu 10361 mpemnapara y MaludeHTOB C HapylIeHHEM (QYHKIMM MOYEK JETrKoW CTeneHU
(pacueTHas cKOpocTh KIy6oukoBoit punsrpamuu (pCKD) 60-89 mn/mun/1,73 M?) He Tpebyercs.
Cumxenne pCK® menee 45 mn/mun/1,73 M? Ha doHe Tepanuu TpeOyeT MpeKpalIeHus mpuemMa
npemnapara.

[IpumeHeHue npenapara y NallMeHTOB ¢ HapylIeHneM (PYHKIIMH OYeK CPEeAHEN CTENeH! TsHKECTH
u Txenoi crenenn (c pCK® menee 45 mn/Mun/1,73 M?) MPOTHBONOKA3aHO, TaK KAaK TaKHM

nalnucHTaMm Tpe6yeTc;1 OoJiee HU3KAs J03a CUTarjimiiTuiHa — HE ooitee 50 Mr B CYTKH.

CKo MeTtdopmun CurarmunTuH
MJI/MUH
60-89 MakcumanbHasi CyTOYHas 103a COCcTaBiAeT | MakcumanbHasi CyTOYHash J03a COCTaBIIET

3000 mr. Moxer ObITh paccmoTpeHo | 100 mr.
YMEHBIIEHUE 036l B COOTBETCTBHHM CO

CTCIICHBIO CHMIKCHUA (bYHKLII/II/I IIOYCK.
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OCAERCEATERFHOCTS 0005
CKo Metdopmun L Crratminma- == U
MJI/MHH
45-59 MakcruManbHas CyTogHas 103a cocTaBisieT | MakcumanipHasi CyTOYHAash /0332 COCTaBIISIET

2000 mr. HavanbHas mo3a cocrasisgeT He | 100 mr.

0oJIee MOJIOBUHBI MAKCUMAILHOM JTO3EL.

30-44 MakcumanbHasi CyTOYHasI 103a COCTaBNIAeT | MakcumanbHasi CyTOYHas J03a COCTaBIIsET
1000 mr. HayanbpHas mo3a cocrtaBisgeT He | 50 mr.

0oJiee OJOBUHBI MAKCUMATLHOM JO3BbI.

<30 MeThopMUH MPOTUBOIIOKA3aH. MakcumanbHasi CyTOYHas J03a COCTaBIISET

25 mr.

Y nayuenmos ¢ neuenouroii HeOOCMamMoyHOCMvIO
[Ipumenenne mpemnapara [MNTO3aH IUTIOC y TAIUEHTOB C MEYCHOYHOW HEIO0CTATOYHOCTHIO
MIPOTUBOIIOKA3aHO.
Y noowcunvix nayuenmos
Tak Kak OCHOBHBIM IYTEM BBIBEJICHUS CUTATJIUNTHHA U METQOPMHUHA SIBISIOTCS MOYKH, PHUCK
Pa3BHUTHSI CBSI3aHHOTO ¢ METPOPMHUHOM JIAKTOAIHI03a C BO3PACTOM yBEIIMUNBACTCSI.
Ilpexpawenue npuema npenapama npu npoyedypax 88e0enusi Uo0CO0ePHCaAujux KOHMpPACMHbIX
npenapamos
[Tarmentam ¢ pCK® 45 mn/mun/1,73 M° 1 < 60 mu/mun/1,73 M?> U HanMuMeM B aHAMHE3e
3200JIeBaHUI TICUCHH, AJTKOTOJIM3MA UJTH CEPICIHON HETOCTATOYHOCTH WJIH TTAITUSHTaM, KOTOPBIM
OyIeT TIPOBOJMTHCS WCCICIOBAaHUE C BHYTPHCOCYIUCTBIM BBEJCHHUEM HOACOICPKAIINX
KOHTPACTHBIX BEIECTB, HEOOXOIUMO MPEKPATUTh IpUEM Ipenapara [ IMnTo3aH miroc 10 Wik BO
Bpems uccinenoanus. Cneayer moBTopHO oreHUTh pCK®D uepes 48 yacoB mocie mporeayphl.
Bo3oOHoBiileHne mpuema mpernapara [JUNTO3aH TUTIOC BO3MOXHO TIPH  MTOATBEPXKICHUN
CTaOMIbHOM (DYHKIMH MOYeK (cM. paszen 4.2).

eTH
UccnenoBannii >ppeKkTUBHOCTH U 0€30MaCHOCTH MPUMEHEHUsS KOMOWHAIIMHM CHUTATJIUITHH +
MeThOPMUH Yy €T U MOJIPOCTKOB B Bo3pacTe 10 18 jeT He mPOBOAMIIOCH.

Crrocob nmpruMeHeHus

[TpuHUMAIOT BHYTPB.

4.3. IlpoTuBONOKAa3aHUS

- ['unep4yBCTBUTEIHHOCTH K CHTATJIMIITHHY, MET(HOPMUHY WK K JTFOOOMY M3 BCITIOMOTATEIbHBIX
BEILIECTB, IEPEUYHCICHHBIX B pa3jene 6.1.

- CaxapHuslii tuabder 1 tuma.

- Hapymenue gynkuuu nouek ¢ pCK® menee 45 min/mun/1,73 m? (cM. paszen 4.4).

- OcTpble cOCTOSHUS, TPOTEKAIOIIUE C PUCKOM PA3BUTHSI HAPYLICHUH PYHKIINU MOYEK:
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e jeruapartanus (MOBTOpHAas pBOTa, AU
3a00JIeBaHUs;
® COCTOSIHUS TUITOKCHUH (IIIOK, CETICUC, MH(EKITUH IMOYEK, OPOHXOJIETOYHbIC 3a00ICBaHMUS ).

- JluaGeTnueckuii KeToanua03; quabeTnyeckas mpekomMa, Koma.

- Kunmnuvecku BbIpaKEHHBIE MPOSBICHHUS OCTPHIX U XPOHUYECKHX 3a00JI€BaHUN, KOTOPBIE MOTYT
NPUBOINUTH K PA3BUTHIO TKAHEBOM TMIIOKCHH (B TOM YHMCIIE OCTpasi 1 XpPOHUYECKasi cepeuHast
HEJAOCTAaTOYHOCTh C HECTAOMJIBHBIMHM  IIOKa3aTelsIMU  TeMOJMHAMHKH, JAbIXaTeJIbHas
HEJ0CTAaTOYHOCTh, OCTPbIN MHPAPKT MUOKApa).

- OOmwmpHBIE XHUPYpPrUYECKHME OINEpalud ¢ TPaBMbl, KOTJIa I[IOKa3aHO IPOBEACHUE
WHCYJIHHOTEpanuu (cM. pazaen 4.4).

- IledeHnouHas HEAOCTATOYHOCTb, HApYIICHHUE (DYHKIIUU TIEUCHHU.

- XpOHHUYECKHIl alTKOTOJIM3M, OCTpask AIKOT0JIbHAS HHTOKCUKAIHSI.

- BepemMeHHOCTb, IEpHOJI TPYAHOTO BCKAPMIIMBAHUSI.

- Jlaktoanuao3 (B T.4. B aHAMHE3E).

- Ilpuem npemnapara B TeueHue 48 4 10 1 He MeHee 48 4 1Mocie BHYTPUCOCYAUCTOTO BBEACHUS
fozicoeprkallero KOHTPAcTHOTO BelecTBa (cM. pazzaen 4.5).

- CoOmonenue runokanopuitHon auetsl (menee 1000 kkan/cyr).

- Bospact 10 18 et (B cBA3M ¢ OTCYTCTBHEM JaHHBIX MO 3((HEKTUBHOCTH U 0€30MacHOCTH
MPUMEHEHHUS TpenapaTa y AeTed U moJpoCcTKOB 10 18 mer).

4.4. OcoOble yka3aHUs U MepPbI NPEeI0CTOPOKHOCTH NMPH NPUMEHEHUH

[Ipenapar ['munTo3aH mwitoc He TOJDKEH MPUMEHATHCS Y TTAIMEHTOB C caXxapHbIM nuaderom | Tuma

A IHA0EeTUYECKUM KETOAIHI030M.

HccrnenoBanuss Ha JKUBOTHBIX TOKAa3alM OTCYTCTBHE BIMSHHS TEpaluud MOHOIIpenapaTaMu

CUTArIuNTHHA U MeTQopMHUHa Ha GepTUIbHOCTh. MccnenoBanne KOMOMHALIMY CUTATJIUITUHA U

MeT(QOpMHHA Ha KUBOTHBIX HE TIPOBOIMIIOCE.

OcCTpblil TAHKPEATUT

Puck Pa3sBUTHA OCTpOro IMaHKpeaTuTa CBsI3aH C IMPUMEHCHUEM I/IHFI/I6I/ITOpOB
munentuawinentuaasei-4  (JAT101-4). TlanueHTbl  JODKHBI  OBITH  MPOUH(MOPMHPOBAHBI O
XapaKTepHBIX CHMIITOMAaxX OCTPOTO TMaHKpeaTUTa: CTOMKWE, CUJIbHBIE OOMH B KHUBOTE.
Knunnueckne IMMPOABJICHUA IMAHKPCATHUTA NCUC3AJIN TTOCTIC ITPEKPALICHUA IIpUeMa CUTArJIMiTuHa (C
WM 03 TTOI/IeP KU BAIOIIIETO JICUCHHUS ), HO OYEHB PEJIKO COOOIIATUCH CITydar HEKPOTU3UPYIOIIETO
WIH TEeMOPPAaruveckoro MaHKpeaTHTa W/WIM CMepTH. B ciyuyae momo3peHus Ha MaHKPEaTUT
HE00XO0IMMO MPEKPATUTH MPUEM TpenapaTa [ TMnTo3aH miroc U Jpyrux MOTEHIUAIbHO OMACHBIX
JICKApCTBEHHBIX TMPEIapaToB, €CIU OCTPhIH MaHKPEaTHT TMOATBEPAWIICS, IMPHEM Iperapara

['munro3an mumoc He ciieqyeT BO300HOBIATh. CenyeT MposBIATh OCTOPOKHOCTD y MAllMEHTOB C
6
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IMMaHKPEAaTUTOM B AaHAMHE3C.

JlakToammos

JlakToammmo3 — peaKoe, HO CEPbEe3HOE META0OIMYECKOe OCIOKHEHHE, Pa3BHBAIOIIEECS Yallle
BCEr0 IPU OCTPOM MOYEUHOW HEJOCTATOUHOCTH, CENICUCE WM NATOJIOTUH JIETKUX U cepaua. Ilpu
OCTPOI OYEUHOW HEJJOCTATOYHOCTHU ITPOUCXOIUT HAKOIIJIEHHE MET(POPMHHA, YTO MOBBIIIAET PUCK
Pa3BUTHS JAKTOAIM1034.

B cnywae nmermapatanmu (CuibHas pBOTa, AMApes, JMXOpaJKa WM CHIKEHHOE INOTpeOiIeHHE
AKHUJIKOCTH) NpUEM MET(GOPMUHA HY>KHO BPEMEHHO IIPEKPATUTh U CIIEAYyeT 0OpaTUTHCS K Bpauy.
[Tpenapathl, KOTOpbIE MOTYT PE3KO yXyALIaTh (YHKIHIO MOYEK (TaKhe KaK TMIOTEH3UBHBIC U
HECTEPOUIHbIE TPOTHBOBOCIIATHTEIBHBIEC MIPENapaThl), CIeIyeT Ha3HAuYaTh C OCTOPOKHOCTHIO Y
NAIMEHTOB, MOMyJYaromux MeThopMuH. Jpyrumu (akropamMu pucka pa3BUTHA JAKTOAIUI032
SBJISIIOTCSL YPE3MEPHOE YIOTPEOICHUE alIKOroJisl, IeYeHOYHas! HeI0CTaTOYHOCTb, HEAeKBaTHbIM
[JIMKEMUYECKUH KOHTPOJIb, KETO3, JUIMTEIBbHOE T'OJIOIaHUE U JII0OBbIE COCTOSIHUSI, CBSI3aHHBIE C
THIIOKCHUEH, a TAK)KE COMYTCTBYIOIIEe MPUMEHEHHE JIEKapCTBEHHBIX IPENnapaToB, KOTOPHIE MOTYT
BBI3BIBATh JIAKTOAIN103 (cM. pasaeinst 4.3 u 4.5).

[TauuenTsl WHIM yXaXHBalOIIME 3a HUMH JIMIA JOJDKHBI OBITh OCBEJOMJIEHBI O pHCKE
JaKkToanuao3a. Jlakroauuao3 XapakTepusyeTrcsl alMJI0TUYECKOH OJBIIIKOHW, OOJbI0 B JKHUBOTE,
MBIIIEYHBIMU CYJIOPOTaMH, AaCTEHUEHW M THUIIOTEPMHUEH C Mocieayrme komoil. B ciydae
IPEIoIaraéMbIX CUMITTOMOB MAIIMEHT JIOJDKEH IMPEKPaTUTh MpueM MeTGOopMUHA U HEMEUIEHHO
o0patuThCs K Bpady. JlMarHocTHYeCKMMHU J1TaOOPaTOPHBIMHU MOKA3aTEISIMH SIBIISETCS CHIDKEHHOE
pH kpoBu (< 7,35), yBelMYEeHHOE COJEpXaHUE JIaKTaTa B IUIa3Me KpOBU (> 5 MMOJB/NI) H
yBEIMYCHNE aHHOHHOTO WHTEPBaJIa U COOTHOIICHHUS JIAKTAT/TIPYBAT.

MOHI/ITODI/IHF CbVHKHI/II/I TI0OYCK

pCK®, knmupeHc KpeaTHMHWHA CJIEAyeT OICHHBATh JI0 Havaja TepalkH U PEryJIsiPHO, HE PEKe
1 pa3a B rox, Ha QoHe mpuema mnpenapara. [Ipu BO3HUKHOBEHUHM COCTOSHHMA, MOBBIIIAIOIINX
BEPOATHOCTh YXYJIIEeHUs (YyHKIIMU MOYEK, IPUEM Iperapara cielyeT BpEMEHHO MPEKPaTUTh.
[IpeumMyIiecTBEHHBIN MyTh BBIBEACHHUS MET(HOPMHUHA U CUTArJMOTHHA — MOYEYHAs SKCKPELMs.
Puck HakoruieHust MeT(hOpMUHA M pa3BUTHS JIAKTOAIIN 032 HAPACTACT MPOMOPIIHOHAILHO CTEIICHH
HapymeHuss QyHkimu nodek. [Ipemapar ['munros3aH IUIOC MPOTHBOIIOKA3aH IMPH HapyIICHUH
GYHKIUMM TOYeK CpeaHell CTemeHW TSKECTH M TSOKENNOM CTeleHH MalMeHTaM  C
pCK® < 45 mn/mun/1,73 M2 (cm. pasaenst 4.2, 4.3, 4.4 noapasaen «JlakToarumos»).

['unornukeMus

[TarueHTsl, mNONyYaOIIUMe MpenapaT [JUNTo3aH IUIFOC B KOMOWHAIIMM C TIPOU3BOIHBIM
CyJTb()OHMUIMOYEBUHBI WM UHCYJIHMHOM, MOTYT MOJABEPraThCsl PUCKY Pa3BUTHUS TMIIOTTIMKEMHUU.

[ToaTomMy MokeT ObITh HEOOXOJUMO YMEHBILIEHUE TO3bI TPOU3BOHBIX CYJIb(POHUIMOYEBUHBI MIIH
7
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UHCYJIMHA.

PeaKI_[I/II/I TUINICPUYYBCTBUTCIIbHOCTH

B mocTperucTpalMOHHBIX — HMCCIEAOBAHUAX  COOOMIATOCH O  CEPhE3HBIX  PEaKIMSIX
THIIEPYyBCTBUTEIIBHOCTH y MAIUEHTOB, IMOJIYYaBIIMX CHUTATJIUITHH. J[aHHBIC peaKuy BKIFOYaIN
aHa(HUIIAKCUIO, AaHTHOHEBPOTUYECKUN OTEK M AKC(OIHATUBHBIC KOXKHBIE 3a00JICBaHUS, BKIIFOYAs
cunapom CtuBeHca-/»xoHcoHa. J[aHHbBIC peaKkiny BOSHUKAIH B TEUCHUE MIEPBBIX 3 MECSIICB MOCTIE
Havaja JICUCHUS CUTATJIMIITUHOM, HEKOTOpPbIe HAOMIOJANIHMCh TOCIE TpHUeMa IEePBOU O3B
npenaparta. Eciau moao3peBaeTcs pa3BUTHE PEAKIMHM THUIIEPYYBCTBUTEIBLHOCTH, HEOOXOIUMO
NPEKPaTHTh IIPHEM Ipernapara [ JIMTo3aH IUoc, OIEHUTD IPYTHe BO3MOKHBIC TPUYHHBI PAa3BUTHS
HP u Ha3HAYHUTh APYTYIO THIIOTJIMKEMHUYECKYIO Tepamnuio (cM. paszaen 4.8).

Bynne3Hslil neMdurong

VYV mnanuenToB, npuHuMaBmux JIII1-4 wHrHOUTOPHI, BKJIHOYAs CHUTATJIUITHH, COOOIIAIOCH O
MOCTPETUCTPAIMOHHBIX ~CIIy4asX BO3HHKHOBEHHsI Oyiie3Horo mnemdurouna. B cmyuae
MOI03peHMsI Ha OyJIIE3HBIN MTeM(UTON]] HEOOXOAUMO MPEKPATHTh pHeM Tpemnapara [ unro3an
TITFOC.

XUpypruyecknue BMeNiaTeILCTBa

[Ipumenenue mnpenapata [ymnrozaH IUIIOC cleqyeT NPEKpPaTUTh HAa BpeMs IPOBEACHUs
XUPYPru4ecKoro BMEIIATENbCTBA IMOJ OO0IIEH, COMHAJIBHON WIM SNUAYPAJbHOM aHecTe3Uew.
Tepanuss Moxer ObITh BO30OHOBIEHA HE paHee, 4eM dYepe3 48 u mocie omnepanuu HIu
BO300HOBJICHHS MEPOPANBHOTO MpHEMa MUIMM U IPU YCIOBUH, YTO ModedHas (yHKIMs ObLia
MOBTOPHO OIIEHEHA U MPU3HaHa CTaOUIILHOM.

BBeneunue Moacoepkannx KOHTPACTHRIX IIPENapaToOB

BryTpucocyaucroe BBeeHHE HOICOAEPKANIMX KOHTPACTHBIX MPETapaToB MOKET MPUBOIUTH K
KOHTpacT-UHAYyIIMPOBAaHHONW He(dpomaTHH, KOTOpas B CBOIO OYepenb NMPUBOJUT K KyMYJISLHMU
MeT(GOpMHUHA U TMOBBIIIEHHOMY PHCKY pa3BUTHs JiakToanujo3a. CieayeTr MpeKkpaTuTh MpHUeM
npenapara [ HITO3aH IUIIOC 10 WM BO BPEMsI MCCIICOBAHUS M HE BO30OHOBIIATH JICUCHHE B
Te4YeHue, Mo KpaitHeil mepe, 48 4 mocie uccieoBaHUS MPHU YCIOBUU, YTO MoveyHast QyHKIUs
ObLTa MOBTOPHO OIICHEHA U NMPH3HaHa cTaOMIBbHOM (cM. pa3aen 4.3).

H3MeHeHne KIMHUYECKOrO cTaTyca NalMeHTOB C paHee KOHTPOJIUPYEMBIM CaXapHBIM I[I/Ia6CTOM

2 THma

[Ipu mosiBieHMn 1a060PATOPHBIX OTKJIOHEHWW WM KIMHUYECKHX CHUMIITOMOB 3a0ojeBaHus (B
O0COOCHHOCTH JIFOO0TO HE TOJJAIONIETOCS YETKON WACHTU(UKAIMHM COCTOSHUS) y TAIMEeHTa C
npexkae afaekBaTHO KoHTposmpyembiM CJI2 Ha ¢oHe JedeHus mpemapaToM [ JHMIITO3aH TUTIOC B
MIEPBYIO OYepelb CIEAYET HE3aMEUTUTEIBLHO UCKITIOUYNTh KETOAIUA03 UK JakToaua03. OneHka

COCTOSAAHUA TIalMEHTA OOJDKHA BKIIIOYATh aHallM3bl KPOBHU Ha JJICKTPOJIMTBI W KCETOHBI,
8
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KOHICHTPAIMIO TJIIOKO3bI B KPOBH, a TaK¥Xg (mo ﬁ%é&ﬁﬁ%aﬁﬁE%&!&;F Bﬁé%l\/ll:éilll{lﬂe

KOHIIGHTPALlMH JIaKTaTa, nupyBaTa U MerdopmuHa. [Ipu pa3Butum anmaosa 000K STHOIOTUU
ClIeyeT HEMEUIEHHO MpPEeKpaTUTh MpUeM Ipernapara [JMOTO3aH IUIIOC M NPUHATH ApyTue
COOTBETCTBYIOIIME KOPPEKTUPYIOIINE MEPBI.

Hatpuii

[Ipenapat [munTo3an mwioc conepKUT MeHee yeM 1| MMoinb HaTpus (23 Mr) B TabJeTKe, TO €CTh
IIPAKTUYECKU HE COJEPIKUT HATPUS.

4.5. B3auMopeiicTBHe ¢ JAPYIMMH JIeKAPCTBEHHBIMH MNpenapaTaMH H JApyrue BH/bI
B3aHNMOJAEeHCTBUSA

Curarmunotud 1 MeThOpMUH

OnHOBpEMEHHBIN NMPHEM MHOTOKPATHBIX /103 curarauntuHa (rmo 50 mr 2 p/cyt) u MeTdopMHuHa
(mo 1000 mMr 2 p/cyT) He CONMPOBOXKIAICS 3HAYMMBIMH H3MEHEHUSMU (apMaKOKMHETHUECKUX
napaMeTpoB CUTATTUNTHHA Uiu MeTGopmuHa y manuenTos ¢ CJ12.

HccnenoBanmii  MEXKIEKapCTBEHHOTO  BIMAHUS Ha  (PAapMaKOKMHETHYECKHE IapameTphl
KOMOMHAIMU MeTGOPMHUH + CHTAarJUOTHH HE MPOBOJWIM, OJHAKO IPOBEICHO JOCTaTOYHOE
KOJIMYECTBO TMOJOOHBIX HCCIICOBAHMMA MO KAXKIOMY M3 JIEHCTBYIOIIMX BEIIECTB IMpenapara:
CUTATrJUNTHHY U MET()OPMHUHY.

Anxozonw

[Tpu anKorogpHOW MHTOKCHUKALIMM YBEIMYMBAETCS PUCK PA3BUTHS JIAKTOAIM30/1a OCOOEHHO B
cilydae: HeJIOCTaTOYHOrO MUTAaHUs, COOJIIOJICHUS HU3KOKAJOPHUMHOM IMEeThl M NeueHOYHOH
HEJ0CTaTOYHOCTH.

Hoocodeporcawjue penmeenokonmpacmusle cpedcmsa

[Tpuem npenapata I'mnTo3aH IUIIOC JOJKEH OBITH MPEKpaIleH 10 WX BO BpeMs IpPOLEAYpbI
BU3YyaJH3allMd W HE JOJDKEH OBITh BO30OHOBIEH B TeueHHE Kak MUHUMYM 48 9 mocrne
WCCJICIOBAHMSI U IO TOTO, KaK (YHKITUS TTOYeK OblLjia MTOBTOPHO OlLlIEHEHA M MPU3HaHA CTaOUIHLHOU
(cm. paznenst 4.3 u 4.4).

CuTarmunTuH

B uccnenoBanusix no B3auMOJEHCTBUIO C APYTUMU JIEKAPCTBEHHBIMHU CPEACTBAMU CUTATJIUIITUH
HE OKa3bIBaJl KIIMHUYECKU 3HAUMMOTO BIUSHUS HAa (apMaKOKHHETHKY CIEAYIOIIUX MPEnapaToB:
MeThOpMHUHA, POCUIIIMTA30HA, TINMOEHKIAMHUAa, CHMBAacTaTWHA, BapdapuHa, NEepOpabHBIX
KOHTpalenTuBoB. OCHOBBIBAsICH HA ATUX JIAHHBIX, CUTATJIMIITUH HE MHTHOUpPYET M30(epMEHTHI
cucremsl ruroxpoma P450 (CYP) CYP3A4, 2C8 unu 2C9. JlanHbie iN VItro CBUAETENBCTBYIOT,
YTO CHUTArJIMOTHH Takxke He mnofjasisieT uzodpepmeHtsl CYP2D6, 1A2, 2C19 u 2B6 u He
unnyuupyer CYP3A4.

[To pmanHBIM MOMYJAIMOHHOTO (apMaKOKHMHETHYECKOoro aHamm3a mnanueHtoB ¢ CJI2
9
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CONMyTCTBYIOIIAA TCpaInA HEC OKa3bliBajla KIMHUYCCKU SHéQII/ljll\/l:U;lg QJII;IEIIT HECFQB{VIJK_(I)II;'I/III;IG'{IJHKV
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CUTArJIMNTHHA. B McClie0BaHUM OLEHUBAIU PAJ IpEnapaToB, HauOoJIee YacTO HUCHOIb3yEeMbIX
narmentamu ¢ CJ12, B TOM 4uclie TUIOXOJIECTEPUHEMHYECKUE MIpenaparthl (CTaTUHbI, GudpaThl,
93eTUMUO), aHTHArperaHThl (KJIOMUAOTPEI), TUIOTEH3UBHBIC Tpenaparbl (MHruouTopbl AllD,
AQHTaroHUCTHI perenTopoB aHruotensuHa Il, 6era-agpeHoOI0KATOPHI, OIOKATOPHI «MEATICHHBIX)
KaJIbIIMEBbIX KaHaJIOB, THJIPOXJIOPOTHA3HU), aHaJIbI€TUKU u HECTEPOUIHbIC
MPOTUBOBOCTIAIUTENbHBIE npenaparsl (HampokceH, nukiIodenaxk, LIETIEKOKCHO),
aHTuaenpeccanTsl (OynmponuoH, (IIyOKCEeTHH, CepTpaliiH), aHTUTUCTaMUHHBIE (IIETUPHU3UH),
MHTHOUTOpPHl TMPOTOHHOW MOMIIBI (OMENpa3oJi, JIAHCONPA30j) M Mpenaparsl Ui JICYCHHS
APEKTUIIBHON qucyHKIMH (CHiaeHadu).

Otmeuanu yBenuuenue AUC (11 %), a taxxe cpennend Cmax (18 %) aurokcuHa npu COBMECTHOM
MPUMEHEHUHU C CUTArJIUITUHOM. DTO YBEIMUEHUE HE CUUTACTCS KIMHUYECKHA 3HAYUMBIM, OJTHAKO
IpU OJHOBPEMEHHOM IIpHEMe JUTOKCHHA PEeKOMEHIYyeTcsl HabIoIeHUE 3a MAllUeHTOM.
Otmeuvanu yBennueHne AUC U Cmax cutarimuntuHa Ha 29 % u 68 % COOTBETCTBEHHO NpHU
COBMECTHOM OJIHOKPATHOM II€POPATHLHOM IMpHEMe KOMOMHAIUK MET(GOPMHH + CHUTATIHMIITHH B
no3e 100 Mr m nmkiIocrmopuHa (MOIHOTO WHrHOMTOpa P-rinukomnporewHa) B mo3ze 600 wmr.
VYkazaHHble Hu3MEHEHHS (PapMaKOKMHETUYECKHX TMapaMeTpOB CHUTATJIMITHHA HE SBISIOTCA
KJIMHAYECKH 3HAYMMBIMH.

Metdopmun

I'nubenknamuod: B HCCIEIOBAHUU MEXKJIECKApPCTBEHHOIO B3aMMOJAEHCTBHUS OJHOKPATHBIX /103
MeTdopMuHa M raubeHkIamuaa y nauueHTtoB ¢ CJI2 He Habmoganm Kakux-ITu00 M3MEHEHHH
(apMaKOKMHETHUECKUX M (papMaKOAMHAMUYECKUX MapaMeTpoB MeTdopMuHa. I3meHeHHs
3HaueHUt AUC u Cpnax rmbeHkiIamuga ObutH  BhICOKOBapuaOenbHbl. Hemoctatounas
uHpopmanus (OJHOKpPATHBIM MpHEM) M HECOOTBETCTBHE IJIa3MEHHOM KOHIEHTpaluu
ruOeHkIamMuaa HabmogaemMpiM  papMakoIuHAMUYecKUM d(ddekTaMm CcTaBAT TOJ BOIPOC
KJIMHAYECKYIO0 3HAYMMOCTb 3TOTO B3aUMOJICHCTBUSI.

@Dypocemud: B WCCICIOBAHUU MEXKIEKAPCTBEHHOTO B3aUMOJICHCTBUS OJHOKPATHBIX 103
merpopmMuHa UM ¢ypocemMHIa Yy 3J0pOBBIX JOOPOBOJBIEB HAONIOJAIN  W3MEHEHHE
(apMaKOKMHETHYECKHX MapamMeTpoB o0oux mpenaparoB. dypoceMu yBeIWYHBal 3HAYECHUE
KOHUEHTpauuu Cmax METPOpMHUHA B IUIa3Me€ M LeNbHOM KpoBu Ha 22 %, 3HaueHue AUC
MeThOpMHUHA B IIEJIbHON KpoBU Ha 15 %, He U3MeHss pU 3TOM MOYEUHbIN KIMPEHC Mpernapara.
3nayeHuss Cmax u AUC ¢ypocemuna, B cBow ouepenb, cHu3winch Ha 31 % u 12 %
COOTBETCTBEHHO, a MEPHOJ] MOTyBbIBEACHUS CHU3MIICS Ha 32 % 0e3 CyIIeCTBEHHBIX N3MEHEHUI
MOYEYHOro KiupeHca pypocemuaa. MHpopmamu o MexIJIeKapCTBEHHOM B3aUMOJCHCTBUH ABYX

npemnaparoB IpH JJIUTEIIBHOM COBMCCTHOM IIPUMCHCHHNU HET.
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MeT(OopMUHA TIOCIIE OJHOKPAaTHOTO MpHeMa MPEenapaToB 30POBBIMU JOOPOBOJIBIIAMU BBISIBIIIN
yBenuueHue miasMeHHbIX Cmax 1 AUC merdopmuna Ha 20 % 1 9 % COOTBETCTBEHHO, a TaKXKe
YBEJIMYEHUE KOJIMUYECTBA BBIIEIAEMOro MoykaMu MeTGOpMHUHA. Tmax ¥ EPUOJ HOTYBbIBEICHUS
MeT(opMHHA HE U3MEHWINCh. B ocHOBe — yBenuuenue abcopOuuu MeThopMHHA B IPUCYTCTBUU
HuenunuHa. Biausaue merdopmuHa Ha papMaKOKHHETUKY HU(DEAUITHHA MUHUMAIIBHO.
Ipenapamul, cHudcarowue Kiupenc MemgpopmuHa: COBMECTHBIN PHEM JIEKaPCTBEHHBIX CPEJICTB,
BIMSIIOIIMX Ha IIOYEYHbIE KAaHAJIbLIEBbIE TPAHCIIOPTHBIE CHUCTEMBI, yYacTBYIOLIME B IMOYEYHOMH
SJMMUHAIMA MeTPOpMHHA (HAMpUMEp, TPaHCIOpPTEp oOpraHuyeckux katuoHoB-2 (OCT2) /
MHIHMOUTOPHI BBIBEJICHUS JIEKAPCTBEHHBIX NpenapatoB U TOkcuHOB (MATE) Takue kak paHoJia3uH,
BaHJETaHUO, JOJYTETPaBUP M LUMETHAMH), MOXXET YBEJIUYUTb CHUCTEMHYIO OSKCIO3UIIHIO
MeT(GOpMUHA U MOXET MOBBIIIATH PUCK Pa3BUTHS JakToanuao3a. CienyeT OLEHUTh MOJb3y U
PHCKHM COBMECTHOI'O IIpHUeMa yKa3aHHBIX [TPENapaToB.

OnHOBpEeMEHHOE MPUMEHEHHUE C IIMMETHINHOM CHIDKAET CKOPOCTh BBIBEJCHHUS MET(POPMHUHA, YTO
MO’KET IPUBOJUTH K Pa3BUTHIO JIAKTOAIN103a.

MetdopMuH MOXKET CHUXKATh JIeHCTBUE AaHTUKOATYJITHTOB HETIPSIMOT'O IEHCTBHSL.

Cybcmpamul mpancnopmepa opeanuueckux xamuornog 1 u 2 (OCTI u OCT2): merpopmun
aBnsercs cyoctpatoMm opranndeckux kaTuoHoB OCT1 u OCT2 u TpaHCOpTEpOB MHTHOUTOPOB
BbIBE/ICHUS JIEKaPCTBEHHBIX MTPEMAPATOB U TOKCHHOB.

Ilpu coemecmnom npumenenuu ¢ Mem@oOpMuHoOM:

- uaruoutopsl OCT1 (Takue kKak BepamaMuil) MOTYT CHHM3UTh TMIIOIJIMKEMHYECKOe AEHCTBHE
MeT(HOpPMUHA,

- uaaykropsl OCT1 (Takue kak pupaMOHUIMH) MOTYT YBEIMYHMTh BCAaChIBAHME MET(POpPMHUHA B
KEITyA0YHO-KAIIEYHOM TPAKTE U YCUJIUTh €r0 TMIIOININKEMUUYECKOE JIEHCTBUE,

- uHruobutopel OCT2 wnmu MATE (Takue Kak UUMETHIUH, JOJyTerpaBHp, pPaHOJIA3UH,
TPUMETONPUM, BaHJETaHUO, N3aBYKOHA30J1) MOTYT CHU3UTH BbIBEICHHE MET(OPMUHA TOYKAMU U
IIPUBECTU K YBEIMUEHHUIO €r0 KOHIIEHTPAIMH B IJIa3Me KPOBH;

- wuarubutopsl OCT1 um OCT2 (Takue Kak KpU30THHHO, ojamapu®) MOTYT CHHU3UTh
TUITOTTIMKEMHUYECKOE IeUCTBIE METHOPMHHA.

/Jlpyeue: HekoTOpble Mpemnaparbl 00JaJal0T TUMEPTIUKEMUYECKUM TOTEHIIMAJIOM U MOTYT
BMEIIATbCS B HAJIAKECHHBIM KOHTPOJIb HAJ TIUMKEMHEH. ['HIorimkeMudeckoe aercTBUE
MeTgopMHHA  MOTYT  CHWXXATh:  IJIIOKaroH, THA3WAHblE W JIpyrHMe  JIUYpPETHUKH,
[JIIOKOKOPTUKOCTEPOUAbI, (ECHOTHA3UHBI, MpenapaThl IMIUTOBUIHOM JKeNe3bl, ACTPOTCHBI,
NEepOpaJIbHble KOHTPALENTHBBI, (EHUTOMH, HUKOTHHOBAas KHUCJIOTa, CHMIATOMUMETHKH,

6J'IOKaTOpBI CMCIJICHHBIX» KaJbIHUCBBIX KAaHAJIOB, JICBOTUPOKCHH HATpHUA W HW30HHUA3HI. HpI/I
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pEeKOMEHIyeTCs TIaTelIbHOe HaOII0AeHUE 32 apaMeTpaMy IITMKEMUYECKOT0 KOHTPOJISL.

[Tpu ogHOBpEeMEHHOM MpUEMe 3I0POBBIMH JOOPOBOJIBIIAMUA MET(HOPMUHA U TPONIPAHOIIONIA HITU
MerdhopmuHa u uOynpodeHa He HaOIIoAAIN M3MEHEHHS (DapMaKOKWHETHYECKHUX ITapaMeTpPOB
ITHUX IpernapaToB.

Jluime  He3HauyMTENbHAs TPONOPIUS METPOpPMHHA CBS3BIBACTCS C O€lIKaMH  IUIa3MBI,
CJIEZIOBATENIbHO, MEXJICKApPCTBEHHBIE B3aUMOJCHCTBUS MET(POpPMUHA C TpernapaTaMu, aKTHBHO
CBSI3BIBAIOIIMMUCS C OeJIKaMHU T1a3MBbl (CaluIIaTaMu, cyibpaHuiaMuIaMu, XJopaM(peHuKOoI0oM
U IPOOCHELIU]IOM ), MAJIOBEPOSATHBI, B OTJIIMYKE OT MMPOU3BOJIHBIX CYJIb(OHUIMOUYEBHHBI, KOTOPHIE
TaK)e aKTUBHO CBS3BIBAIOTCS C OCIKaMHU I1Ia3MBbl.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTH U JIAKTALUSA

bepemeHHOCTD

Knunudeckux JaHHBIX O MPUMEHEHWHW KOMOMHAIUU MeT(OPMUHA W CUTATIHMITHHA B MEPHOJ
O6epemenHocTu Het. VcciieoBaHus Ha KUBOTHBIX MPU MPUMEHEHWU CUTATJIMIITHHA B BBICOKHX
J103ax TOKa3ajix ero sMOopuo- u peroroxcuueckoe aevictue. [Ipumenenne npenapata ['munrozan
IUTIOC B MEpHOJ OEpeMEHHOCTH MPOTHUBOIIOKA3aHO. B ciyyae muiaHupOBaHMs WIM HACTYIICHUS
OepeMeHHOCTH MPHUEM Ipernapara cieayeT MPeKpPaTUTh, MallueHTKa JOKHA OBbITh MepeBe/ieHa Ha
WHCYJIMHOTEPAIIHIO.

JlakTanus

JlaHHBIE O MPOHUKHOBEHHWU B MOJIOKO JAKTHUPYIOIINX >KUBOTHBIX KOMOMHAIIMM METPOpPMUHA U
CUTArJUNTHHA OTCYTCTBYIOT. VccnemoBaHus Ha KUBOTHBIX IMPH BBEACHHUH MOHOIPENapaToB
MOKa3aJiv, YTO MeT(HOPMHUH M CUTATIHUITHH (B 3HAYUTEIHHOM KOJIMYECTBE) IIPOHUKAIOT B MOJIOKO
JAKTHPYIOMNX KpbIc. HeT TaHHBIX 0 IPOHUKHOBEHUH CUTATIIMIITHHA B TPYTHOE MOJIOKO YEJIOBEKa,
MeT(GOPMUH MPOHUKAET B HEOOJIBIINX KOJIMYECTBaX. B CBSI3M ¢ HEBO3MOXXHOCTBIO HCKIFOUEHUS
pucka Bo3HuUKHOBeHUss HP y peOenka, mpuMmeHeHue mpemapaTa [JMNTo3aH IUIIOC B MEPUOJ
TPyIHOTO BCKaPMITUBAHHSI TPOTHBOITOKA3aHO.

4.7. BausiHue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CpeJcTBaMH M padoTath ¢
MeXaHU3MaMu

He npoBoamiioch uccineqoBanuii Mo U3Y4YEHUIO BIMSHUS KOMOMHAIIUN MET(HOPMUH + CUTATJIUIITHH
Ha CITOCOOHOCTP YIPABIIATH TPAHCIIOPTHBIMU CPEICTBAMH M PadOTaTh ¢ MeXaHM3MaMH. TeMm He
MEHee, CJIelyeT YYUTHIBATh CIIydau TOJIOBOKPYKEHHUS i COHJIMBOCTH, OTMEUABIINECS TPH ITPHEMe
cutarnunTrHa. [[ToMUMO 3TOT0, MAIIMEHTHI T0JKHBI 3HATH O PUCKE BOSHUKHOBEHHSI TUIIOTTTUKEMUN
Opd  OJAHOBPEMEHHOM MpPHMEHEHMM TMpemapara [JMnro3aH IUIIOC € [MPOU3BOAHBIM

CyJIb(HOHMUIMOYEBUHBI WIIK HHCYJTUHOM.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 07.11.2023 N2 22589

(NMOCNEOOBATENBHOC T:u-. 000%5)

4.8. HexkeslaTesibHbIE peaKIIUU

Pesrome npoduiist 6e3onacHocT

B moctperucTpaliioHHOM MEPHOJIE COOOIIAIOCh O cephe3HbIX HP, BKIIFOUAIOMINX MaHKPEATUT U
peaKuu TUNEPUyBCTBUTEIBLHOCTH. [ MIOTIMKEMHUsT OTMeYalach MpU IpUeMe Ipernapara B
COUYETAHHUH C UHCYJIMHOM U MPOU3BOJHBIM CYJb()OHMIMOYEBHHBI.

Tabauunoe PE3IOME HEXKENATCIbHBIX PEaKIIUM

HexenarenpHble peakiuy pacipeIe]ICHbl B 3aBUCHMOCTH OT YaCTOTHI X BOZHUKHOBEHUS: OYCHb
gacto (= 1/10); wacto (ot > 1/100 mo < 1/10); mewacto (ot > 1/1000 mo < 1/100); penxo
(ot = 1/10000 mo < 1/1000); ouensb peakxo (< 1/10000); yactoTa HeM3BeCTHa (Ha OCHOBAaHUU
UMCIOIINXCS JAHHBIX OICHUTh HEBO3MOYKHO).

HP, 3apeructpupoBaHHble B KIMHUYECKUX HMCCIICIOBAHUSIX MOHOIPENApATOB CHUTATNIMITHHA U
MeT(OpPMHHA, a TAKXKE B IIOCTPETHCTPAIIMOHHOM TIEPHO/IC TPUMEHEHUS] KOMOMHAITUK METHOPMHUH +

CUTArJIUIITHUH.

HexenarenbHas peakuus Yacrora HP

Hapywenus co cmoponvl kposu u aumghamuueckoii cucmemol

TpomboruToneHus Penxo

Hapywenus co cmoponvl ummyHHOU cucmemsl

PeaKLII/II/I TUNICPIYBCTBUTCIBHOCTH, B TOM YHCIIC YacToTa HEU3BECTHA

anapuakcus’?

Hapywenus memabonusma u numanus

TunormkeMus? Yacto

Hapywenus co cmoponw nepenoti cucmemol

COHIUBOCTH Heuacto

Hapywenus co cmoponul ObixamenvHoll cucmembvl, 0peano8 epyoHOl KIemKl U cpedocmenus

WurepcrunmanbHoe 3a60seBanme JIerkux” Yacrora HeU3BECTHA

Kenyoouno-xuwieunvie HapyuieHus

Huapes Hewacrto
TomHoTa Yacro
Mereopusm Yacto
3amop Heuacto
bosnb B BepxHel 4acTH )KMBOTa Heuacto
PBora Yacto

3

OcTpalii mankpeatuT 2 YacToTa HEU3BECTHA

daranbHbBIi ¥ HedaTalbHBI TeMopparndeckuii u | YacToTa HeM3BecTHA

HEKPOTHYECKUH MaHKpeaTHT

13
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HexenarenbHas peakius

Hapymeﬂuﬂ CO CMOPOHbL KOJMCU U NOOKONCHBIX MKA

Hetul

1

3yn

Heuacto

AurnonespoTudeckuii orek’?

YacTtoTa HEU3BECTHA

Chimpt?

YacTtoTa HEU3BECTHA

Kpanusuumna®?

YacTtoTa HEU3BECTHA

KosKHbIi BacKymuT 2

YacTtoTa HEU3BECTHA

OKchOoNMUTHBHBIC 3a00JIEBaHMsI KOXKH, BKITFOUAs

cunapom Crusenca-Jxonconal?

YacToTa HEeU3BECTHA

Bymnesnbiii nempuront

YacToTa HEU3BECTHA

Hapywenus co cmoponst mbluieunou, ckenemuou u

COCOUHUMETILHOU MKAHU

Aprpanrus’

YacToTa HEU3BEeCTHA

Muanrust

YacToTa HEU3BECTHA

Boib B KOHEUHOCTSIX

YacToTa HEU3BECTHA

Boxb B crivnet

YacToTa HEU3BECTHA

Aprponarus®

YacToTa HEU3BECTHA

HapymeHu}z CO CIMOPOHbL NOYEK U MO'iegblGO()ﬂM/ﬂlx

nymetu

Hapymenne pynkunn nouex*

YacToTa HEU3BECTHA

OcTpast noye4Has HeJ0CTaTOYHOCTh

YacToTa HEU3BECTHA

1HC)KCJ'IE[TCJ'IBHBIC pCakuun ObLIH BBISBIICHEI B XO0A€ MOCTPETUCTPALITUOHHOI'O Ha6J'IIOI[CHI/I$I.

2Cwm. paszien 4.4.

MY OTUETY

(MOCEOGRA T RPHOC TE 0005)

3Cwm. nE(OPMAITHIO TIO HCCIIEIOBAHKIO CEPAEUHO-COCYIUCTOl GesomacHoctn TECOS Huxe.

Omnucanue OTACIBbHBIX HEXECIATCIbHBIX DC&KHI/H\/JI

Hekoroprie HP HaGmronamuck Gonee 4acTo B HMCCIIEIOBAaHMAX C KOMOMHMPOBAHHBIM IPUEMOM
MeTpOpMUHA W CHTalJIMOTUHA C JAPYTMMM THIIOITIMKEMHUYECKUMH IIperapatamMy, HEXeld B
MCCJIEJOBAaHUSIX MOHOTEPAIIUM CUTATIMIITUHOM M MeT(hopMUHOM. OHU BKIIIOYAIM TUIOTITIMKEMUIO
(yacToTa: O4eHb YacTO B KOMOMHALIUY C MIPOU3BOAHBIM CYIb(OHMIMOYEBUHBI U HHCYJIMHOM), 3a110p
(4acTo TpH NMPUMEHEHUH B COYETaHUH C MPOM3BOAHBIM CYJIL(OHHIMOUYEBHUHBI), IepHpepudecKuit
OTeK (J4acTo MpH NMPUMEHEHUH B COYETAHUH C MUOTJIMTA30HOM), TOJIOBHAsi OOJb U CYyXOCTb BO PTY
(HeJacTo rmpyu KOMOMHAIMY C UHCYJIMHOM).

Cumaznunmun

B uccnenoBanusx MoHOTepanuu cUTarMnTAHOM B 7jo3e 100 mMr 1 p/cyT B cpaBHeHUHM ¢ 1uianedo
coobmranoch o Takux HP, kak rojgoBHast 00516, TUIIOTTIMKEMHSL, 3a1I0P U TOJIOBOKPYKEHHE.
Coobmranocs 0 HP, 3apeructpupoBaHHBIX B ATOW TpyMIE MAlMEHTOB, HE3aBUCHUMO OT HAJIMYHS
IPUYMHHO-CJIEJICTBEHHON CBSI3M C JIEKAPCTBEHHBIM IIPENapaToM, TaKMX Kak MH(EKIHs BEpXHUX
JIBIXATENBHBIX ITyTeH 1 Ha30(apuHTUT, HAOIIOJABIINXCS B HE MeHee 5 % CiTyJaes.

14



COOTBETC TEn'ET -_'I'I' -"H-' OTYETY

Kpome Toro, coobrianock 06 ocreoapTpuTe U 00K B KOHGHQO%’EPI'@%%TJ%%@&; 6 5%

BBIIIIC CPE/I MPUHUMABIIUX CUTATJIMIITHH, Y€M B KOHTPOJILHOU TPyTITIE).

Memdepopmun

B xIMHUYECKUX U OCTPErUCTPALMOHHBIX UCCIIEIOBaHUSIX MET(GOPMUHA OUYEHb YaCcTO COOOIAIOCH O
cumntoMax co croponsl JKKT, Takux kak TOIIHOTa, pBOTa, auapes, 0Oib B KUBOTE U MOTEps
amreTwTa, Yalle BCEro BO3SHHUKAIONIMX B HAdaJle TEPAlUH W B OOJBIIMHCTBE CIIy4acB CHOHTAHHO
pa3peraromxcsl.

Hononuutensubie HP, cBsizanHbie ¢ MeT(OPMHHOM, BKIIIOYAIOT METAUIMYECKUN MPUBKYC BO PTY
(4acTo); JIaKTOAIM/103, HApYLIEeHNs (DYHKIIUU NIEUeHU, TeNaTuT, KparuBHUIIA, SpUTeMa U 3yl (OYeHb
penko). YMeHbleHue adcopOruu BuTamMuHa Bip, CBsI3aHHOE C JIMTENBHBIM TMPUMEHEHUEM
MeT(OopMIHA, B CBOIO OYEPE]Th B OYCHB PEAKHX CITydYasix MOKET PUBOJIUTE K KITMHUICSCKH 3HAUNMOMY
nedunuty ButamuHa Bio (Harpumep, k MeratobJacTHON aHEMUN ).

Hccneoosanue no oyenke cepoeuro-cocyoucmoti bezonacnocmu cumaziunmuna (TECOS)

B uccrnenoBanme no oueHke cepaeuHo-cocyauctoit 6e3onacHoctu cutaruntuHa (TECOS) Obuio
BKIIIOYEHO 7332 marpenTa, Kotopelie npuHuMany cutarmuntae 100 mr 1 p/cyt (wm 50 mr 1 p/cyr,
ecimu ucxomHbli mokazarens pCK® 6bm1 > 30 u < 50 mu/mun/1,73 M?), n 7339 marmeHTos,
NPUHUMABIIUX TUIae6o, B oOmIel MOMyJSIMU MAllMeHTOB, KOTOPHIM ObUIO HA3HAYEHO JICUEHHE
(«intention-to-treat»). Mccnemyemblit mpenapaT (CHTariMITHH WM Tuianebo) mo0aBisics K
CTaHJAPTHOW TEPAIHK COTJIACHO CYIIECTBYIOITNM HAIIMOHAIBHBIM CTaHIapTaM 10 BBIOOPY IIEJIEBOTO
ypoBHss HbAic ¥ KOHTpOmMO cepAeYHO-COCyIUCThIX (akTopoB pucka. OOmas dYactoTta
BO3HHUKHOBEHUS cepbe3HbIX HP y marueHToB, NpUHUMABIIUX CUTATJHUIITHH, OblIa TaKOH XkKe, KaK y
MalMeHTOB, MPUHUMABIINX IUIAIEe0o0.

B monyssiiiny mareHToB, KOTOphIM OBUTO Ha3HaueHo JieueHue («intention-to-treat»), cpemu Tex, KTo
UCXOJHO TIONyYad WHCYIMHOTEPANMI0 W/WIM Tpenaparbl  Cylb()OHUIMOYEBUHBI, YaCTOTa
BO3HUKHOBEHUS AMH30/I0B TSHKEIOHM TUIIOTJIMKEMHIH cocTaBuia 2,7 % y MalueHToB, MPUHUMABIIIX
CUTArMNTHH, U 2,5 % Yy TaWeHToB, MPUHUMABIIMX Tutanebo. Cpeny MarueHToB, UCXOIHO HE
TIOJTYYAaBIIMX MHCYJIMH W/WITH TPETapaThl CYIb(OHMIMOYEBHHBI, 9aCTOTa BOSHUKHOBEHUS ITU30/10B
TsDKENIoW runoriaukeMun coctaswia 1,0 % y manmeHToB, NpuHUMABIIMX cuTarauntud, u 0,7 % y
MAlMEeHTOB, TMPUHUMABIIMX Tuiane6o. YacTora BO3HUKHOBEHHS TOATBEP)KACHHBIX JKCIIEPTHU30M
cimydaeB naHkpeatuta coctaBwia 0,3 % y ManueHToB, MPUHUMABIINX cuTariauntuH, u 0,2 % y
MAIMEHTOB, TIPUHUMABIIINX TUTAIIe00.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HEXKCIATCIbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOM03PEBAEMBIX HEXKENATENBHBIX PEAKIUAX IOCIIe PETUCTpPAIlluU
JIEKapCTBEHHOT'0 Tperapara ¢ 1efbio 00ecrnedeHnss HempepbIBHOIO MOHUTOPUHTA COOTHOILIECHUS

«10Jb3a — PHUCK» JIEKAPCTBEHHOI'O Mpernapara. MeaunuHCKUM pabOTHUKAM pPEKOMEHIYeTcs
15



COOTBETLC TEM'ET SKCNEPTHOMY OTUYETY
ot 07.11.2023 J-T-_":--.:.

L 00051
coo0Imare 0 JHOBIX MoaO3p€BaCMbIX HEXKCEIATCIbHbBIX" %%RMHJEKJ% 'npenapaTa

Yyepe3 HalMOHABHBIE CHUCTEMBI COOOIICHHS O HEXKENIATeNbHBIX PEAKIUAX TOCYAapCTB — YICHOB
EBpa3uiickoro 3K0HOMHYECKOIr0 COI03a.

Poccuiickas @enepanus

109012, r. Mockga, CnaBsHCKas IJI0Mab, 1. 4, cTp. 1

®denepanibHas ciryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBaanzop)

Temn.: +7 499 578 06 70

®axc: +7 495 698 15 73

pharm@roszdravnadzor.gov.ru

www.roszdravnadzor.gov.ru

4.9. llepeno3npoBka

CuMITOMBI

Cumaenunmun

Bo Bpemsi KIMHHUYECKHMX HCCICAOBAHUI Y 3J0POBBIX JIOOPOBOJIBIIEB OJHOKPATHBIM TpHEM
cuTaraunTUHa B fo03e 10 800 Mr B I€JIOM XOpOIIO MepeHOCUJICs. MUHUMAaIbHbIE U3MEHEHUS
untepBana QT, He cuMTamuecs KIUHUYECKH 3HAYUMBIMH, OTMEYalNCh B OJHOM U3
MCCJIEI0BAHUM cUTAraunTuHa B cyTounol ao3e 800 mr. Jlo3a cBeiiie 800 MI B CyTKH y JIIOJI€H HE
n3yvanach.

B knuMHWYECKHX HCCIIeIOBAaHUAX MHOTOKpaTHOro mpuema mnpemnapata (I ¢assl) kakux-imdo
CBSI3aHHBIX C JieueHueM cutarnuntuHoMm HP nipu mpueme npenapara B cytouHoit no3e 10 400 mr
Ha NPOTSDKEHNNU 28 THEW HE OTMEYalIu.

Memdepopmun

Bonwmas nepeno3upoBka MeTHOpMUHA MOKET MPUBECTH K JIAKTOAIMA03Y, KOTOPBIN SIBISETCS
HEOTJIOKHOM cuTyarell u TpedyeT JKCTPEHHOM TroChHUTamu3alliu B CTalMoHap. Pa3Butue
JIAKTOAIM 1032 HAOII0JaI0Ch TpUMEpHO B 32 % BceX ciaydyaeB NMepeao3upoBKH MeTGopMuHa (CM.
pasnen 4.4 «Jlakroanumosy).

Jleuenue

Cumaznunmumn

B crnywae mnepeno3wpoBKH IIeeCOO0pa3HO MPOBEIEHUE CTAaHAAPTHBIX BCIIOMOTATENbHBIX
MeponpusThii (ynaneHue emie HeBcocaBmierocs npenapara u3 JKKT, monuTopupoBanue
MoKazaTesie Ku3HeneaTeabHOCTH, BKimodas DKI'), a Taxke Ha3HaAYeHHE CHUMIITOMATHYECKOU
Tepanuu Mpu HEOOXOIUMOCTH.

CUTarnmunTUH YMEPEHHO NUATM3UPYETCS: MO JAHHBIM KIMHUYECKUX HCCIEAOBAaHUN B TEUEHUE
3-4-qacoBoro ceaHca Juaiau3a BBIBOAWIOCH TONbKO 13,5 % no3el. B ciydae kimmHUYecKOU

HEOOXOAMMOCTH Ha3HAYAIOT NPOJOHTUPOBAaHHBIN remomuanu3. JlaHHbIX 00 3ddexTuBHOCTH
16



COOTBETCTEYET 3K(
oT 07.11.2023 N

(NOCMNENOBATENLHOCTL 0005)

MNEPUTOHCATIBHOI'O JUaJIn3a CUTArJIMIITUHA HCT.

Memopmun

Camplii 23 QeKTHBHBII METO] YAaJICHHS JaKTaTa 1 MET(POPMHHA — FeMOAUAIIH3.

5. PAPMAKOJIOTMYECKHUE CBOHMCTBA

5.1. ®apmakoaMHAMHYeCKHe CBOCTBA

dapmakorepaneBTHUECKas Tpylna; npenapaTsl A JIEYEHHMs  caxapHOro  jauabera;
TUIIOITIMKEMUUYECKUE — IpenapaTbl, KpOME€ HHCYJIMHOB; KOMOMHUPOBaHHbIE IIpenapaThl
[EPOPATILHBIX TUIIOTTIMKEMUYECKUX CPEJICTB.

Kox ATX: A10BDO7.

MexaHu3M ASHCTBUS U d)aDMaKOHI/IHaMI/I‘leCKI/Ie Bd)d)eKTBI

[Tpenapar Inunro3aH mIOC MPEACTAaBISET COOOH KOMOMHALMIO JIBYX T'MIIOITIMKEMHUYECKUX
IpPEenapaToB CO  B3aMMOJOIOJHSAIOMNM  (KOMIJIEMEHTAPHBIM) MEXAaHU3MOM  JICHCTBUS,
[peIHA3HAYCHHYIO JUIsl YJIy4IlIEHUs] KOHTPOJIA INIMKeMUH y mauueHToB ¢ CJI2: curarnuntuHa —
unruouropa ¢pepmenta JI11-4 u meropmuHa — npencTaBuTeNs Kiiacca OUTryaHUIOB.
Cumaznunmumn

CHTarnTUH ~ SABJISETCS  aKTHBHBIM IIPU  NIEPOPAIIBHOM  IIPUEME, BBICOKOCEJIEKTUBHBIM
unruoutopom /I1I1-4, npennaznadennsim ams seueHuss CZ2.

®dapmakosorudeckoe JecTBue kiacca npenapatoB-uHruoutropos JIII1-4 oOycioBieno
akTuBanued MHKpetuHoB. Murubupys AIIII-4, cuTarmunTHH MOBBIIIAET KOHLEHTPALMIO JBYX
U3BECTHBIX AKTUBHBIX T'OPMOHOB CeMeMCTBAa MHKPETMHOB: TIJIIOKAroHONoJo0HOro mentuja 1
(TTIII-1) u rmoko303aBucUMOro uHcyiauHoTrponHoro noiunentuga (I'MIT). Wuxpernnbl
ABJIIOTCS YacTblO BHYTPEHHEW (M3MOJIOIMUECKON CHCTEMbI PETyJISIIMM FOMEOCTas3a TIIFOKO3bI.
[Ipy HOpMaJBHOM WM TOBBIIIEHHOW KOHLEHTpauuu rimoko3bl kposu [TIII-1 u T'HII
CHOCOOCTBYIOT YBEITMYEHHUIO CHHTE3a U CEKPELUH HHCYJIMHA OeTa-KJIeTKaMH MOKEeNTyA04YHOM
skene3bl. [TITI-1 Takke MOMaBiIseT CEKPEIHIO TIIOKaroHa aidb(a-KIeTKaMu MOKETyd0UHON
JKele3bl, CHUXas, TaKUM O0pa30oM, CHHTE3 TJIIOKO3bl B MEYEHHU. DTOT MEXaHHU3M JIeHCTBUS
OTIMYaeTcs OT MEXaHM3Ma JeMCTBUS NPOU3BOJIHBIX  CYJIb()OHUIMOYEBHHBI, KOTOpBIE
CTUMYJIUPYIOT BBICBOOO’KICHHE MHCYJIMHA U ITPU HU3KUX KOHIIEHTPALMSAX TJIIOKO3bl B KPOBH, UTO
YpeBaTO Pa3BUTUEM CYJIb()OHMI-UHIYLIUPOBAHHOMN I'MIOTJIMKEMHUHU HE TOJIBKO Yy manueHToB ¢ CJ12,
HO U Y 3JI0POBBIX JIFOJIEH.

Bynyuu BeIcOKOCENEKTUBHBIM U 3P PeKkTUBHBIM HHrHOUTOpOoM (hepmenta JAI1I1-4, cutarnuntux B
TEpaneBTHUECKUX KOHLEHTPAIMIX HE MOJaBisieT aKTUBHOCTH poJICTBEHHbIX (pepmenton /I111-8
na J{IT1-9.

CUTarMnTUH OTIMYAETCS MO XUMHUYECKOM CTPYKType M (papMaKoJOTHYECKOMY JIEHUCTBUIO OT
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COOTBETCTEYET 3K(
oT 07.11.2023 N

(1OC B4 HOC TR 0005
aHaioroB [TIII-1, wuHCynuHa, NTPOU3BOIHBIX CVJ'IBd')EII-H/ImJg'ﬁ%' BI EW “M¢ JTI/I'll“PIHPIhOB,

MY OTUETY

OWryaHuJ0B, aroHMCTOB T'aMMa-perenToOpOB, AaKTUBUPYEMBIX MPOIH(EepaTopoM MEepOKCUCOM
(PPARY), HHrHOMTOPOB ab(a-rIMKo31ua3bl 1 aHAJOTOB aMUIIUHA.

Memdepopmun

MetdopMuH sBiIS€TCS TMIOITMKEMHUYECKUM IPENapaTroM, MOBBIMIAKOIIUM TOJIEPAHTHOCTh K
rimoko3e y nanueHToB ¢ CJI2, cHmkas Oa3albHYI0 M TOCTIPAHIMAIBHYIO KOHIICHTPALHUIO
TJIIOKO3BI B KpoBU. Ero hapmakonornyeckre MeXaHu3Mbl IEHCTBHS OTIUYAIOTCS OT MEXaHHU3MOB
JeMCTBUS NIEpOPANIbHBIX TUIOTTIMKEMUYECKUX MIPENapaToB JPyTUX KJIACCOB.

MetdopMuH CHUXXAaeT CUHTE3 IJIIOKO3bl B IEYEHU U BCACBIBAHWE IJIIOKO3bl B KHUIIEYHHUKE U
MOBBIINIAET YYBCTBUTEIHFHOCTh K HMHCYJIMHY IyTE€M YCHJICHHS TNEepU(PEepUIecKOro 3axBaTa W
YTUJIN3ALUHU TJIFOKO3BI.

B otnnuune ot npou3BOaHBIX CYJIb(QOHUIMOYEBUHBI METPOPMHH HE BBI3bIBAET I'MIIOTJIMKEMUH HU
y nanuenToB ¢ CJI2, HM y 310pOBBIX JIIOJEH (3a UCKIIOUEHHEM HEKOTOPHIX OOCTOSITENbCTB,
cM. paszen 4.4) v He BBI3BIBACT TUIIEPUHCYIMHEMUH. Bo Bpems npuema MeTgopMHHa CeKpenus
MHCYJIMHA HE U3MEHSETCs, IIPU 3TOM KOHIIEHTpAIMs MHCYJIMHA HAaTOIAK U CyTOYHOE 3HAYCHHE
IUIa3MEHHOW KOHLIEHTPALMN HHCYJIMHA MOTYT CHU3HUTBCS.

[TepopasibHblii TpueM OJHOM J03bI cUTAarIunTHHA nanueHtamu ¢ C/12 mpuBOAUT K MOJABIICHUIO
aktuBHOCcTH (epmenta [IIII1-4 wa 24 49, yTOo compoBOXmaeTcst 2-3-KpaTHBIM YBEITHYCHHEM
KOHIIeHTpauun mupkyaupyromux aktuBHbiXx [TIII-1 w T'HUIl, yBenuyeHueM ImIa3MEeHHOMN
KOHLEHTpaluuu UHCyauHa U C-enTuja, CHUKEHUEM KOHIIEHTpAlMK IJIF0KaroHa M IUIa3MEHHON
KOHIIEHTPALlMH TJIIOKO3bl HATOILAK, a TAK)KE€ YMEHBLUIEHHEM aMIUINTY/bl KoJeOaHUH TIMKeMHUU
1ocJie TI0KO3HOM WM MUILEBON HArpy3KH.

Knuanueckas 3¢ddekTuBHOCTE 1 0€30ITaCHOCTH

Cumaznunmumn

[Tpuem cutarnunTuHa B cyTo4uHOM 03¢ 100 Mr B TedeHue 4-6 MecCsLEB 3HAUUTENBHO YITydlialn
GbyHKIMIO 6€eTa-KJIETOK MOIKEeTyJ0YHOM kKee3bl y nanueHToB ¢ C/12, o 4eMm cBUIeTeIbCTBOBAIH
COOTBETCTBYIOIIINE U3MEHEHUS TakuX MapkepoB, kak HOMA- (ouienka romeocrasa B Mojenu-3),
COOTHOIIIEHUE ITPOUHCYJIMH/UHCYJIMH, OL[EHKa peakIy OeTa-KIeTOK MOKETyT0UHON Kee3bl Mo
JAaHHBIM TIAHEJIM TIOBTOPHBIX TECTOB HAa TOJEPAHTHOCTh K nuiue. 1lo HaHHBIM KIMHUYECKUX
uccaenoBanuii I u I1I ¢pa3el 3P heKTHBHOCTH TIIMKEMUYIECKOTO KOHTPOJISI CUTATJIMIITHHA B PEKUME
50 mr 2 p/cyT ObuIa conocTaBuMOi ¢ 3P dekTuBHOCTHIO peskuma 100 Mr onuH p/cyT.

B pannomusupoBaHHOM M1a11€60-KOHTPOJIMPYEMOM JIBOMHOM CIIENIOM C JBOMHOW HMMHTaLUEH
4-nepruoTHOM TEPEKPECTHOM HCCIIEAOBAaHUM y 3I0POBBIX JOOPOBOJBIEB H3YyYaldHd BIHMSIHHE
CUTAIVIMNTHHA B KOMOMHAIMU € MET()OPMUHOM, JIMOO TOJIBKO CUTArJIMITHHA, JUOO TOJBKO

MeTdopmuHa, 100 MIanedo Ha U3MEHEHHE TUIa3MEHHBIX KOHIICHTPAIMM aKTUBHOTO W OOIIEro
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['TIII-1 m raoKo3bl TOCE TpUEeMa MUIIY. Cpeszel'sgBeliﬂ'e E'3}£EM KOH'HGHTD"&IHI/II/I

aktuBHoro ['TIII-1 yepe3 4 4 mocliie mpuemMa MUK YBEIUYUBAIUCH MPUMEPHO B 2 pa3a mocie
npreMa TOJIbKO CHTArJIMITHHA WM TOJIbKO MeT(hOopMUHA B cpaBHEHUH ¢ rane6o. CoueTaHHBIN
IpUEeM CUTArJIMINTUHA M MeT(opMmMHHa obecrnieuynBaeT cyMmupoBaHue 3ddexrta ¢ 4-KpaTHbIM
yBeIu4YeHUEM KoHIleHTparuu aktuBHOro ['TIII-1 o cpaBHEHHIO ¢ TUHAMUKOMN B TpyIIIe miamneoo.
[TprieM TOJIBKO CUTAIrJIUIITUHA COIPOBOXKJAJICS YBEIIMYEHUEM KOHLEHTPALMU TOJIBKO aKTUBHOTO
['TIII-1 BcnenctBue wuHruOmpoBanus ¢epmenta /[III1-4, B To BpemMs Kak NpUEM TOJIBKO
MeThOpMUHA COMPOBOXKIAICA CHMMETPUYHBIM YBEIHMYEHHEM KOHLEHTpAallUU OOlIero u
aktuBHOTO ['TIII-1. ITony4yeHHbIE TaHHBIE OTPAXKAIOT PA3IUYHBIC MEXAHU3MBI, JICXKAIINE B OCHOBE
yBenu4yeHus: KoHueHtpanuu aktuBHoro [TIII-1 mnocnme mpuema 3TUX [ABYX IMpenaparos.
PesynbpTaTel ucclieOBaHMS TaK)K€ NPOAEMOHCTPUPOBAIIM, YTO MMEHHO CHUTAIJIUIITUH, a HE
MeThOopMUH, oOecrieunBaeT NpUpocT KoHeHTpauu aktusHoro ['TITT-1.

B wuccnenoBaHusx y 370pOBBIX JOOPOBOJBIEB MPUEM CHUTATMITHHA HE COMPOBOXKAAJICS
CHIIKEHHWEM KOHIICHTPAlIMM TJIOKO3bl M HE BBI3BIBAI THUIIOTJIMKEMHUHU, YTO MOATBEPKIACT
[JIF0K0303aBUCUMBIN XapaKTep HHCYJIMHOTPOIIHOTO AEMCTBHSI, ¥ [T0/1aBJIEHUS CUHTE3a III0KAaroHa.
Hccnedosanue no oyenke cepoeyno-cocyoucmou besonachocmu cumaziunmuna (TECOS)

B wuccrenoBaHny 1O OIEHKE CEpACYHO-COCYIUCTONM O€30MacHOCTH CUTATIMITHHA TAIlUEHTHI
npuHuManu npenapat cutarmuntid 100 Mr B geHb (uau 50 Mr B JIeHb, €CJIM UCXOJHBIN 1T0Ka3aTellb
pCK® 6511 > 30 1 < 50 Mn/mun/1,73 M%) unu nnane6o, KOTopble JOOABMISINCH K CTAHAAPTHOI
TE€panuy COTJIACHO CYLIECTBYIOIIMM HAallMOHAJBHBIM CTaHAAPTaM IO OINPEICICHUIO LEJIEBbIX
ypoBHel HbAc 1 KOHTpOITIO cepAeYHO-COCYTUCTBIX (hakTopoB pucka. [1o 3aBepIeHuu cpeHero
nepuoga HaONIOAEHUs, cocTaBisBiiero 3 roxa, y mnauumeHtoB ¢ CJ/I2 mpuem mnpenapara
CUTArJUNTUH B JIOTIOJIHEHME K CTaHAAPTHOMY JIEUYEHUIO HE YBEIMYMI PHUCK CEpPbE3HBIX
HE)KENIaTeNbHBIX PEaKIMid CO CTOPOHBI CEPAEYHO-COCYJUCTOM CHCTEMBI (COOTHOIIEHHE PHCKOB
0,98; 95 % nomepurensHbIli UHTEpBad, 0,89-1,08; p < 0,001 ans mokasarenbCTBa OTCYTCTBUS
MIPEBOCXOJICTBA) WJIM PUCK TOCHUTAIM3ALMM 1O TMPUYMHE CEepJEYHON HEJO0CTaTOYHOCTU
(cootHomenue puckoB 1,00; 95 % noseputenbubiii uaTepBan 0,83-1,20; p = 0,98 mis paznuuus
YacTOTHl PHCKOB), TIO CPaBHEHHUIO CO CTaHAAPTHBIM JieueHHEM 0Oe3 JOMOJHUTEIHLHOTO MpHeMa
npernapaTa CUTarJIuITHH.

5.2. ®apmakoKUHEeTHYeCKHE CBOHCTBA

CuTarmunTuH

Abcopbyus

AGcomoTHast OMOIOCTYITHOCTh CUTATJIMIITUHA COCTaBsieT mpuMepHo 87 %. [Ipuem cutarnuntuna

OJIHOBPEMEHHO C KUPHOM MUILEH He OKa3bIBAeT BIMSHUS Ha (papMaKOKHHETHKY Mpernapara.
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Pacnpeoenenue

Cpennuii  0o0beM pacrpenelieHusi B PaBHOBECHOM COCTOSIHUM IOCJIE€  OJHOKPATHOTO
BHYTPUBEHHOTO BBeAcHUs 100 Mr CUTaraunTHHA Yy 3J0POBBIX JOOPOBOJBIICB COCTABISET
npumepHo 198 5. @pakuus oOpaTUMO CBS3BIBAIOLIETOCS C Oe€NKaMH IIa3Mbl CUTArJIMIITHHA
OTHOCUTENIbHO HeBenuKa (38 %).

buompancgopmayusn

[TpubnusurensHo 79 % cuTaryMnTUHA BBIBOJUTCS B HEHW3MEHEHHOM BHUJE IOYKaMH,
MeTabonuueckas Tpanchopmanus npenapata MUHUMAaIbHA.

IMocne BBemeHmst ‘*C-MeYeHHOTO CHMTAarTMNTHHA BHYTPh IIpHMEpHO 16 % BBeIeHHOI
PaAMOAKTUBHOCTH 3KCKPETUPOBAJIOCh B BHUJAE META0OJIMTOB CUTArJUMNTHHA. BbUlM BBISBIEHBI
CJIEZIOBbIE KOHIEHTpAIMA 6 METaOOJHMTOB CHTATJUITHHA, HE BHOCSIINE KAaKOTO-THOO BKJIaaa B
wiasmeHny JIT1-4-uHruOupyIoIyr0 aKTUBHOCTh CUTArTUITHHA. B wcciemoBanusax in Vitro
uzopepmentsl cucteMbl nuroxpoma CYP3A4 u CYP2CS8 onpeneneHsl B KaueCTBE OCHOBHBIX
(epMEHTOB, Y4acTBYIOLUX B OFPAaHUYEHHOM METAa00JIM3ME CUTATJIUIITHHA.

Onumunayus

Iocne npuema *C-MeueHHOro CUTArIUNTHHA BHYTPh 30POBBIMU J0OPOBOIbIAMH ITPAKTUYECKH
BCs BBEJIEHHAs PaIMOAKTUBHOCTH ObLlIa BhIBEICHA U3 OpraHU3Ma B T€UEHUE HE/IETH, B TOM YHCIIe
13 % — gepe3 xumieyHuk u 87 % — moykamu.

Cpennuii nepuon mnonyBbiBeneHus (Ti12) curarnuntuHa npu nepopanbHoM mpueme 100 mr
cocTaBJsieT npuMepHo 12,4 4, moYeyHbld KIUpEeHe — mpuMepHo 350 Mi1/MUH.

BrIBesicHME CUTAIIMIITHHA OCYIIECTBISAETCS IPEUMYILIECTBEHHO ITyTEM ITIOYEYHON dKCKPELUHU 10
MEXaHU3MY aKTUBHOM KaHAJIbLEBON CEKPELIUN.

CUTarunTuH SBJIsETCs cyOCcTpaTOM TPaHCIOpPTEpPA OPraHMYECKUX aHHMOHOB YEJIOBEKAa TPETHETO
tuna (hOAT-3), ydacTByoIIero B porecce SIMMUHALINY CUTArIMITHHA Noukamu. KnnHndeckas
3HaYMMOCTh yuacTus hOAT-3 B TpaHCHOpTE CUTArNIMNITHHA HE yCTaHOBJIEHA. BO3MOXKHO ydacTue
P-rmukonporenHa B MOYEYHON 3JIMMHUHALMM CUTArJIUNTHHA (B KauecTBe cyOcTpaTa), OJHAKO
UHTHOUTOp P-riMKonpoTenHa MUKIOCIIOPUH HE YMEHBIIAET MOYEYHBIN KIUPEHC CUTArJIUITHHA.
JlanHble wWccienoBaHMA 1N VItr0 TOKa3anu, 4YTO CHUTArJUNTHH HE SBISETCS HHTHOMTOPOM
u3zodepmMeHToB cuctemsl iuroxpoma P450 (CYP3A4, CYP2C8, CYP2C9 u CYP2D6).
Metrdhopmun

Abcopoyus

[Tocne mpuema BHYTph MeThopmun abcopobupyetcs uz XKKT nocrarouno momno. AGcomoTHas
OMOIOCTYTHOCTh MET(POPMHUHA Y 3OPOBBIX 100poBOIbIEeB cocTanisieT 50-60 %.

Bpemst noctrkeHnst MakCUMalIbHOW KOHIIEHTpauH B 1iia3zmMe KpoBHU (TCmax) TIOCIIE TEpOPATEHOTO

MpremMa CocTaBisieT 2,5 Jaca.
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[Tocne npuema BHYTph 20-30 % HeabcopOupoBaHHON &@Q@lﬁ@é&'&]—%I_l!a';I'BszﬁTlc:ﬂU;épes

kumeyHuk. Ilpomecc BcackiBanus MeT(HOpMUHA XapaKTEpU3yeTCs HachIIaeMocTbio. llpu
IPUMEHEHHUHU B PEKOMEHIYEMBIX J103aX PABHOBECHAsI KOHIICHTpAIHs MET(OPMHHA B IJIa3Me KPOBU
JIOCTUTaeTcs B TeueHue 24-48 4 u, Kak mpaBuiio, He mpeBbimaer 1 Mxr/mit. [Ipu ogHOBpeMEeHHOM
npueMe nuuy abcopouus MeThopMUHa CHUXKAETCS U 3aJePKUBACTCSL.

Pacnpeoenenue

MetdopMuH OBICTPO pacmpesenseTcss B TKaHH, CBA3bIBaHHE MeTQopMHUHA ¢ OeTKaMu TUIa3Mbl
HE3HaYuTeNnbHO. MeThopMUH pachpenenseTcss B JPUTPOLUTAX. BeposTHO, 3PUTPOLUTHI
MPEJICTaBISIIOT COOOW BTOPUYHBIA KOMIAPTMEHT pacipeieleHus MeThOopMUHa.

Cpennee 3HaueHne Cimax MET(HOPMHUHA B LENBHONW KPOBU HIDKE, YeM Cax B TUIA3ME M JOCTUTACTCS
yepe3 Takoe ke Bpems. Cpennuit o0bem pactpenenenus (Vd) konebnercs B auana3one 63-276 1.
buompancgopmayus

Metabonutel MeTpopMHHA y YeTOBEeKa HE UACHTU(PUIIMPOBAHBI.

Onumunayus

MetdhopMUH BBIBOJMTCS IMOYKAMH B HEM3MEHEHHOM BHUieE. [lodedHbIi KiupeHc MeTdhopMHHA
cocrapmusieT > 400 mi/MHH, 4TO yKa3bIBaeT Ha BbIBeJCHHE MET(POpMHHA 3a cueT KIyOO4YKOBOM
buIbTpaUKM U KaHAIBIEBOW CEKpEeIUu.

[Tocne nepopanbHOro Mprema nepuoj noiaysbiBeaeHus (T12) cocraBnser 6,5 u.

[lpn ©HapymeHnn QyHKOUE TOYEK KIMPEHC MeT(hopMHHA CHIDKAETCS MPOIOPIHUOHAIBHO
KIIUPEHCY KpeaTWHWHA, YBennuuBas T1/2, 4TO MOXKET MPUBOJAUTH K YBETUYCHHUIO KOHIIEHTPALIUU
MeThOpMHUHA B TJIa3Me KPOBH.

Jlunetinocms (Henunelinocmy)

[Ipeanonaraercs, 4To papMaKOKMHETHKA €r0 BCACHIBAHMS HEJIMHEWHA.

DapMaKOKMHETHKA Y OTASAbHBIX IPYIIN MAIlUEHTOB

Iayuenmel ¢ caxaprvim ouabemom 2 muna

Cumaznunmun

dapMaKOKMHETHKA CUTArIMNTHHA y nanueHToB ¢ C/I2 B 11e51oM cxoaHa ¢ papMaKOKHMHETUKON Y
3JI0POBBIX JJOOPOBOJIBIIEB.

Memdgpopmun

[Tpu coxpaneHHON (YHKIHMH MOYeK (hapMaKOKMHETHYECKHE MapaMeTphl MOCIe OJHOKPATHOTO U
MOBTOPHBIX IIpUeMOB MeTdhopMuHa y nanueHToB ¢ C/12 u 310poBbIX 1OOPOBOJIBIIEB OJJUHAKOBBI,
KyMYJISIIMK MeT(hOopMUHa MTPH ITpUeMe TepareBTUUYECKUX 103 He POUCXOIUT.

Iayuenmel ¢ Hapywienuem @YHKYUU NOYeK

Cumaznunmun

VY nanueHToB ¢ HapyueHueM (PyHKIIUH MOYeK CpeiHEell CTENEeHH TSKECTU C pacueTHON CKOPOCTHIO
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yBenuuenue minazMeHHod AUC cuTarnmunrtuHa, a y MalKueHTOB € TSDKEIOW M TEepMUHAIbHOU
craauei (Ha remonuanuse) yBenuueHue 3HaueHUuss AUC Obuio 4-KpaTHBIM [0 CPaBHEHMIO C
KOHTPOJIbHBIMU 3HAYEHUSAMHU y TOOPOBOJIBIEB C HOPMaJIbHOM (PyHKIIMEH TOYEK.

Mempopmun

Y mMmanuMeHToB CO CHIKEHHOM ToueyHOW (yHKIMEH MepuoJ| MONyBBIBEICHUS Tpenapara
YIJTMHSIETCS, a TOYCUHBIN KIUPEHC CHIbKaeTcs (cM. pasnaensl 4.3 u 4.4).

Tlayuenmsi ¢ Hapywenuem ynKyuu neveHu

Cumaznunmun

VY manueHToB ¢ MEYEHOYHOW HEIOCTATOYHOCTBHIO CpenHed crerneHu TsxecTH (7-9 0amioB 1o
mikane Yaina-I1s1o0) cpennne 3naueHnst AUC U Cax CUTArIUNTHHA TIOCTIE OJTHOKPATHOIO MpHUeMa
100 mr yBennuuBatorcs npuMmepHo Ha 21 % u 13 % cOOTBETCTBEHHO 110 CPAaBHEHUIO CO 3J0POBBIMU
noOpoBonbiiamu. [lomo6Has pa3Huia He ABISETCS KIMHUYECKH 3HAUUMOM.

Her xnuHMYecKMX MaHHBIX O MPUMEHEHHHM CUTAlJIMITHHA Yy TMAIUEHTOB C IEYCHOYHOM
HEJI0OCTAaTOYHOCTHIO TSHKEION cTeneHu Tsokectu (0osee 9 6amios no mkaie Yanna-I1st0). Onnako,
YUUTHIBAs MPEUMYIIECTBEHHO IMOYEYHBIA IyTh BBIBEACHHs Iperapara, 3HAUMMbIE U3MEHEHUs
(bapMaKOKMHETHKN CHUTArJIMIITHHA Yy TMAIUEHTOB C INEYEHOYHON HEIOCTaTOYHOCTHIO TSKENOH
CTENEHU TSYKECTH HE MIPOrHO3UPYIOTCS.

Mempopmun

HccnenoBanus hpapMaKOKMHETHYECKHX MapaMeTpOB MET(HOPMHHA y TAIEHTOB C MEYEHOYHOM
HEJ0CTaTOYHOCTBHIO HE IPOBOIUIIUCE.

Llon

Cumaenunmun

[To nanHBIM aHanmM3a (hapMaKOKMHETHYECKHUX JaHHBIX KIMHHUYecKux uccienoBanuit [ u I ¢assr
MOJIOBAasl ~ MPUHAMJEKHOCTb HE  OKa3blBaja KIMHUYECKH 3HAYMMOIO  BIMSHUS  Ha
(bapMakOKMHETHYECKHE TapaMeTpbl CUTATIUIITHHA.

Mempopmun

DapMaKOKHHETUYECKUE MapaMeTpbl MeT(HOpMHUHA HE OTIWYAIUCh CYHIECTBEHHO Yy 30POBBIX
nobpoBosblieB W nanueHToB ¢ CJZI2, ucxoas M3 MoyoBOM mpuHauIexHOCTH. [lo maHHBIM
KOHTPOJIMPYEMbIX KIMHUYECKUX HCCIEeIOBAaHUMN TUnoriukeMudeckue 3p¢pextsl MeThopMuHa y
MY>KYHH U KEHITUH OBLITN aHAIOTUYHBIMH.

Tloowcunvie nayuenmoi

Cumaenunmun

[Io npaHHBIM TOMYNALMOHHOTO (PApPMAaKOKMHETUYECKOTO aHalu3a JaHHBIX KIMHUYECKHX

uccaenoBanuii [ u Il ha3er Bo3pacT manueHTOB HE OKAa3bIBAI KIMHUYECKH 3HAYUMOTO BIIUSHUS Ha
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nanuenToB (65-80 ser) Obua npuMepHo Ha 19 % BhilIe, 4eM y 60siee MOJTOBIX MAI[EHTOB.
Memppopmun

OrpanuyeHHble JaHHbIE U3 KOHTPOJIUPYEMBIX (PAapMaKOKMHETUYECKHX  HCCIIEI0BaHUMN
MeThOpPMUHA Yy 3J0POBBIX MOXKUIBIX JA0OPOBOJIBLEB IO3BOJISIIOT 3aKIIOYUTh, YTO OOLIUI
MJIa3MEHHBIA KJIMPEHC MperapaTa y HUX CHUXKAETCS, MEPUOJ MOJNYBBIBEIACHUS YUIMHSICTCS, a
3Ha4eHUE Ciax YBEJIIMUMBAETCS MO CPABHEHHUIO C MOJIOABIMH 3/I0POBBIMU JIOOPOBOJIbIIAMU. DTH
JaHHbIE O3HAYalOT, YTO BO3pACTHBIC M3MEHEHHUs (pPapMaKOKMHETUKU Ipernapara O0OYCIOBJICHBI
CHU)KCHHMEM BBIICTTUTENIbHON (QYHKIIMH MTOYEK.

Jlemu u noopocmxu 0o 18 nem

HccnenoBannii hapMaKOKMHETHKHN (PUKCHPOBAHHONH KOMOWHAIMHM METQOPMHUH + CHUTATJIHIITHH Y
JleTed U IOJIPOCTKOB B BO3pacTe A0 18 neT He mpoBOAMIOCE.

Pacosas npunaonescnocmo

Cumaenunmun

[To nanHBIM aHaANM3a (PAPMAKOKWHETUIECKHX JAHHBIX KIMHHYECKUX uccienoBanuii [ u I ¢assr
pacoBasi NPUHAJUIEKHOCTh HE  OKa3blBajla  KIMHUYECKM  3HAYUMOIO  BIIMSHUA  HaA
dbapMakOKMHETHYECKHUE TMapaMeTphl CHUTArJUNTHHA, B TOM 4YHCIE Yy MpeAcTaBUTeNeH
€BPOTICOUIHOM M MOHTOJIOMJIHOW pac, MpeACTaBUTENEH JTATHHOAMEPUKAHCKUX CTPaH U JIPYTUX
ASTHUYECKUX M PACOBBIX I'PYIIIL.

Memdppopmun

HccnenoBanuii. 1Mo MOTEHUMAIBHOMY  BIMSHUIO  pPacoBOM  MPUHAJICKHOCTH  Ha
(dhapMaKOKHMHETHYECKHE MTapaMeTpbl MeThopMHUHA HE TTPOoBOAUIH. [10 JaHHBIM KOHTPOJIUPYEMBIX
uccienoBaHuii MetrgopmuHa y nanueHToB ¢ C/12 runornukeMuyeckoe AecTBHE npenapara OblIo
CpPaBHUMBIM Y NPEJCTaBUTENIEH €BPOIEOUTHOM, HETPOUIHOM pac U JATUHOAMEPUKAHCKUX CTPaH.
Unoexc maccort mena (MMT)

Cumaznunmun

[To maHHBIM CIOKHOTO W TIOMYJISIIIMOHHOTO aHain3a (papMaKOKMHETHYECKHX IMapaMeTpPoOB W3
knuHu4eckux uccneaopanuii [ u I ¢pazet UMT He okaspiBan KIMHUYECKU 3HAUMMOTO BIUSHUS HA

(I)apMaKOKI/IHCTI/I‘-IGCKI/IC napaMeTpbl CUTAlJIMIITUHA.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeueHb BCIOMOraTeIbHbIX BellleCTB
[lemtro103a MUKPOKpUCTAIUINYECKAS
IToBunon

Hatpus creapmindymapar
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Hatpus naypuncynsdar

[1nenouyHas 000JI0UKA:

I1oNMMBUHUIOBBINA CIIUPT

Turtana auokcun (E171)

[TonmuA TUIIEHTTMKOJTb (MAKpPOTOJI)

Tanpk

6.2. HecoBMeCTUMOCTH

He npumenumo.

6.3. Cpok roaHocTH (CpOK XpaHeHHsl)

2 roga (mas mo3upoBok 850 mr + 50 mr, 1000 mr + 50 mr).

3 roga (st mo3upoBku 500 mr + 50 mr).

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH MPU XPAHEHUH

XpaHuTh pu Temneparype He Boiie 25 °C.

6.5. XapakTep u cofep:kaHie NEPBUYHON YAKOBKH

[To 7 umu 10 TabieTOK B KOHTYPHYIO SYCHKOBYIO YIIAKOBKY M3 TUICHKH KOMOWHHUPOBAHHOTO
matepuana [IBX/TIBAX wmu mnenku TIBX/IIS/TIBAX u donbru amoMUHHEBON Me4aTHON
JTAKUPOBAHHOM.

Ilo1,2,3,4,5,6,7,8,9 unu 10 KOHTYPHBIX STYEHKOBBIX YIIAKOBOK BMECTE C MHCTPYKIUEH MO
MPUMEHEHUIO (JIMCTKOM-BKJIABIIIIEM ) TTIOMEIIAIOT B TIAYKY M3 KapTOHA.

6.6. Oco0ble Mepbl NPeIOCTOPOKHOCTH NPH YHUYTOKEHHH HMCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 Mpenapara WJIH OTX0A0B, TMOJYYEHHbIX TOcjde NPHUMEHEHUs
JIEKAPCTBEHHOT0 MpenapaTa ujiM padoThl ¢ HUM

OcoOble TpeOOBaHUsI OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALIUOHHOI'O YIOCTOBEPEHUS

Poccus

000 «I'poTekcy

195279, r. Canxr-IlerepOypr, MHayCTpUanbHbIi IPOCHEKT, A. 71, Kopi. 2, muT. A
Ten.: +7 812 385 47 87

dakc: +7 812 385 47 88

grtx@grotexmed.com

7.1. IlpeacraBuTe/b AepaKaTessi PErHCTPALMOHHOIO Y10CTOBEPEHHUS

[Iperen3un HOTD66I/ITCJICI71 HalnpasJATH 110 aApECy:

Poccusa

000 «I'potekcy
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195279, r. Cankr-IletepOypr, UnaycTpranbHb npocné@:&fal%qéggﬁ”EEW g': T5 0003

Ten.: +7 812 385 47 87
®akc: +7 812 385 47 88

ccc@grotexmed.com

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. TATA NMEPBUYHON PETUCTPAIIMHA (IIOATBEPXJIEHUA PETMCTPAIINMN,
INEPEPETUCTPALINN)

Jlata nepBoii perucTpanuu:

10. JIATA IEPECMOTPA TEKCTA
OO0miass xapakTepUCTHKA JIEKQpCTBEHHOTO Ipernapara [nMnro3aH IUIIOC JOCTYNIHAa Ha
uH(pOPMallMOHHOM TmopTaje EBpasuiickoro SKOHOMHYECKOTO CO03a B HWH(MOPMAIMOHHO-

KOMMYHHUKaIMOHHOM cetn «uTepuer» https://eec.eaeunion.org.
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