COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 29.07.2024 Ne 15517

OBLIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOFO ITPERMAPATA 1001

1. HAMMEHOBAHMHME JIEKAPCTBEHHOI'O IIPEITAPATA

CUTAT'JIMKC MET, 1000 mr + 50 Mr, Ta0JIeTKH, TOKPBITHIC TIICHOYHONH 000JIOUKOH.

2.  KAYECTBEHHBIN U KOJTUYECTBEHHBI COCTAB

JeiicTByronue BeniecTsa: METPOPMHUH + CHUTATTUITHH.

Kaxnas tabnetka conepxkut 1000 mr merdopmuna ruapoxiopuaa u 50 Mr cutarnuntuHa (B
BHJIC cUTarMNTHHA GocdaTa MOHOTHApATA).

[TonHbI IepeyeHb BCIIOMOraTeIbHbIX BEIIECTB IPUBEIICH B pazjene 6.1.

3. JIEKAPCTBEHHAS ®OPMA

TabneTKu, MOKPHITHIE MIICHOYHOM 000T0YKOM.

TabneTku oBanmbHOM (HOPMBI, JBOSIKOBBITYKJIbIE, MOKPBITHIE 000JIOYKON KpPacHO-KOPUYHEBOIO
1[BETA, C PUCKOM Ha OJIHOM CTOPOHE U TUCHEHHEM CUMBOJIA «f» Ha JPYroM.

Jlunus paznoma (pucka) He IpeHa3HaYeHa JUIsl pa3jaMblBaHUs TaOJIETKU.

4.  KIMHHUYECKHUE JAHHBIE

4.1. Tloka3aHusI K NPUMEHEHHUIO

[Tpenapatr CUTAI'JIMKC MET mnoka3zaH /Ui NIpUMEHEHUs! y B3pOCIBIX C CaXapHbIM 1Ha0eTOM
2 tuma (C2).

Monorepanus

ITpenmapatr CUTAI'JIMKC MET mnoka3an B kadecTBe CTapTOBOW Tepanuu y nanueHTtos ¢ CJI2
JUISL  yAYYIIEHWs] TJIMKEMUYECKOTO KOHTPOJIs Mpu HEdIPPEKTUBHOCTH JAMETOTEpaluu U
coOroieHHsl pexxrMa (PU3NUYECKUX Harpy3oK.

[Tpemapatr CUTAIJIMKC MET mnoka3an B KadecTBE [ONOJHEHUS K JUETE U PEXKUMY
(Gu3nUecKuX Harpy3ok i yIydyIIeHUs T[NIMKEMHYeCKOro KOHTpois y mainueHtoB ¢ ClI2, He
JOCTUTIINX aJIeKBaTHOTO KOHTPOJIS HAa (POHE MOHOTEpAuu MET(HOPMUHOM WIN CUTATJIUITHHOM,
aubo y TAlMeHTOB, paHee TMOJy4YaBIIMX KOMOMHUPOBAHHYIO TEpalui0 JTUMU JIBYMS
npernapaTami.

KOM6I/IHI/IDOBaHHa${ TCpalinuia

Jns yny4mieHuss TIMKEMUYECKOro KOHTPOJISL B JOMOJIHEHHE K TUETOTepanuu U (PU3NUecKUM
Harpy3Kam:
— B KOMOMHAImUMM C MPOU3BOJHBIM CYJIb(QOHUIMOYEBUHBI (TpoWiHAas KOMOMHUpPOBaHHAs

Tepanusi: MeTGOPMUH + CUTATIMIITUH + MPOU3BOJHOE CYJIb(OHUIMOUYEBUHBI) Y MAIIUEHTOB,



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 29.07.2024 N2 15517
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JOCTHKCHUS aJIEKBATHOTO TIIMKEMHYECKOTO KOHTPOJIS;

— B KOMOMHAIMM C THA30JIMAWHANOHAMHU (TpOHHAass KOMOMHHMPOBAHHAS TEpaIus: METQOPMUH
+ curarmunTHH + THazonmuAMHAMOH (aroHucT PPARy-penentopoB, akTHBHPYEMBIX
nposndeparopoM  MEPOKCHCOM)) y  MALMEHTOB, paHee IMOJNy4YaBIIUX  TEPaIHio
TUA30JUJANHANOHAMA M METPOPMHUHOM O€3 JOCTHXKEHHUS aJeKBATHOTO TIIMKEMUYECKOTO
KOHTPOJISL;

— B KOMOMHAIMKM C UWHCYIMHOM (TpOiHas KOMOWMHUpPOBaHHas Tepamus: MeTPOpMHH +
CUTArJMITHH + WHCYIWH) y MAIMEHTOB, paHee IOJyYaBIIUX TEPANU0 CTAOMIBHBIMU
J03aMH  HMHCYIMHa # MeTdopmMuHa 0€3 MOCTIKEHHS aJeKBaTHOTO TJIMKEMHYECKOTO
KOHTPOJISI.

4.2. PeuM 103MPOBAHMSA H CIIOCOO MPUMEHEHUS

Pexxum 103upoBaHus

Pexum nosupoBanus npenapata CUTATJIMKC MET nomxen moadupaTbcsi MHIUBUIYATbHO,
UCXOIs W3 TeKymed tepanuu, SPGEKTUBHOCTH W IEPSHOCHMOCTH, HO HE IIPEBBIIIAs
MaKCUMaJIbHYI0 PEKOMEHAYEMYIO CYTOUHYIO a03y MeTdopmuHa 2000 Mr u CUTArJuNnTHHA
100 mr.

Cmapmoeas mepanus

[TaruenTam ¢ CJI2 ¢ HealeKBaTHBIM TIIMKEMUYECKUM KOHTPOJIEM Ha oHE COONMIOACHHSI TUEThI U
pexnMa (U3MYECKHX HArpy3oK pEeKOMEHIyeMmash HadajbHas J103a Iperapara, COJepKallero
MeThOpMUH + cUTaraunTuH, cocrasiser 500 mr merdopmuna + 50 Mr cuTaraunTHHA 2 pasa B
cytku. [laneHTam, He MOCTUTIIMM aJ€KBATHOI'O TIJIMKEMHUYECKOTO KOHTPOJIA MpU IpUEME
YKa3aHHOM [103bI, TOKa3aHa TIOCTENEHHAss TUTpaIUs TMpernapaTta ¢ 1EeIbl0 MHUHUMH3AIUN
HexxenaTenbHbIX peakuuil (HP) co croponbsl xenynouno-kumedHoro Tpakta (OKKT),
aCCOLIMMPOBAHHBIX ¢ MeThopMHHOM, 10 A03bl 1000 Mr merdopmuna + 50 Mr cuTarJunTHHA
2 pa3a B CyTKH.

Mna  nayuenmos, mne Oocmucwux a0eKBAMHO20 2NUKEMUYECKO20 KOHMpPOAs Ha (hoHe
MOHOmMEpanuu MaKCUMAanIbHO NEPEHOCUMOLL 00301 Mem@opMuna

Pexomennyemas HawanbHas po3a npemnapata CUTATJIMKC MET panga nanueHToB, He
JOCTUTIINX aJeKBATHOTO KOHTPOJS HAa MOHOTepanuu MeT(HOPMHUHOM, JOJDKHA OOECHeYUTh
PEKOMEHIYEMYIO TEPANEeBTUYECKYIO0 CYTOUYHYIO 103y cutarimntuHa 100 mr, T.e. mo 50 mr

CUTArJIMIITHHA 2 pa3a B CyTKH TUTIOC TEKYIIas 1032 METGOPMHHA.
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Jns nayuenmos, ne Oocmulwux —A0eK8AMHO20  JYREMYHEETRAZO, T KOMMBPON 1 °d)() thone

MoOHOmepanuu cumaiunmuHoM

Pexomennyemass HaganbHas J03a Tpernapara, coJepikamero MeTopMuH + CUTATIHMITHH, JUIS
MAlMEeHTOB, HE JIOCTUTIIMX aJ€KBAaTHOTO KOHTPOJS Ha MOHOTEpanuu CHUTATJIUIITUHOM,
coctaBisieT 500 mr merdopmuHa + 50 Mr cutarMnTHHA 2 paza B CyTKU. B manpHeimem go3a
MokeT ObITh yBenmdeHa A0 1000 mr merdpopmuHa + 50 Mr cUTarJuMnTHHA 2 paza B CYTKH IS
JOCTH>KCHHST TJIMKEMHUYECKOTO KOHTpOJIs. PekoMeHayeTcss MOCTEeNneHHass TUTpaius J03bl s
MUHUMU3ALWN CBSI3aHHBIX C MeThopMuHOM 1OO0O0YHBIX 3(dekToB co croponsr JKKT.
[TaruenTaMm, MPUHUMAIOIIMM CKOPPEKTUPOBAHHYIO BBHJlY HApyIIEHUS (YHKIHH IOYEK 103y
cutarmntuna, Jederue npernaparom CUTATJIMKC MET nportuBomnokaszaHo (cM. pazzaen 4.3).
Mna  nayuenmos, pamee NOAYYABUIUX KOMOUHUDOBAHHYIO MEPAnul0  CUMASTUNMUHOM U
Mem@opmMuHom 6 8ude MOHONPENnapamos

[Ipu mepexone OT KOMOWHUPOBAHHON Tepamuu METHOPMUHOM M CHUTATJIMITHHOM B BHIE
MOHOIIpPENapaToB HaudajbHas J03a IMpemapaTa, COAep)Kaliero MeTPOpMUH + CUTArJIUITHH,
JIOJDKHA ~ COOTBETCTBOBATh MPUHMMAEMbIM  JI03aM  MOHOIIpErapaToB  MeThopMuHA U
CUTArJIUITHHA.

na nayuenmos, He Oocmuewux a0eK8amHO20 2IUKEMUUECKO20 KOHMPOs Npu NpUMeHeHuu
KOMOUHAyUuy npou3800H020 CYbGOHUIMOYEBUHb] U MEMPOPMUHA

Hauanpnas no3a mnpemapatra CUTAIJIMKC MET gomkna oOecneduTbh pPeKOMEHIYEMYIO
TEepaneBTUYECKYIO0 CYTOUHYIO 103y cutarauntuHa 100 mr, T.e. mo 50 Mr curarnunTuHa 2 pasa B
cyTku. HavanbHyro 103y MeThOpMHHA ONPENENSIIOT HUCXOs W3 YPOBHS TIUKEMHUYECKOTO
KOHTPOJISI W TeKyledl (ecnu manueHT MNpUHUMAaeT JTOT Mpenapar) 03kl MeT(hOopMHHA.
YBenuueHue A03b1 METPOPMHUHA TOKHO OBITH MOCTENEHHBIM C IeNbio MuHuMHu3anuu HP co
ctoponbl JKKT. Ilanuentam, NpUHUMAOIUM TPOU3BOAHOE CYJIb(OHUIMOYEBUHBI, Oyner
palMoOHATBHBIM CHU3UTH TEKYIIYIO 103y HJisi CHUKEHHUS pUCKa CYJIb(OHWI-UHIYIIUPOBAHHOMN
TUTOTJIMKEMUH (CM. paznen 4.4).

na nayuenmos, He Oocmuwux a0eK8AMHO20 2IUKeMUYEeCK020 KOHMPOAs Npu NPUMeHeHUU
Komounayuu memgpopmuna u aconucma PPARy-peyenmopos (muazonuounouona)

Havanenas nosza mpenapara CUTATJIMKC MET pomkHa COOTBETCTBOBaTh CYTOUHOM J103€
cutarimntuda 100 mr, 1.e. o 50 Mr cutarnunTUHa 2 pa3a B CyTKH, U paHee IPUHUMAEMOH J103€
MeThopMuHa. B crnydyae HEOOXOAMMOCTH YBENWYEHHS 036l MeT(HOpMHHA PEKOMEHIO0BaHA

MOCTENEHHAs TUTPALMS Tpenapara ¢ ueiabto Muanmusanuu HP co ctoponst XKKT.
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KOMOUHAYUY UHCYIUHA U MeM@DOPMUHA & 8UOe MOHOMEPAnuu

Havanbnas nosza mpenapara CUTAIJIMKC MET pomkHa COOTBETCTBOBaTb CYTOUHOM J103€
cutariimntuda 100 mr, 1.e. o 50 Mr cutaraunTuHa 2 pa3a B CyTKH, U paHee IPUHUMAEMOH J103€
meTdopmuHa. B cimydyae HeoOXOAMMOCTH yBeNWYEeHHs J03bl MeT(OpPMHUHA PEKOMEHIO0BaHA
MOCTENEeHHas TUTpalus npenapara ¢ ueiabto Muaumuzanun HP co ctoponst XKKT. ITaruenram
MOJKET MOTPEOOBATHCS CHUKCHHE JT03bI MHCYJIWHA JJIs IPEIOTBPAICHUS] PUCKA TUIIOTIMKEMUN
(cm. paznen 4.4).

CriennanabHBIX UCCIIETOBAHUM O OlLIeHKE 0e30macHOCTU U 3P (HEKTUBHOCTH MEPexo/ia C JICUCHHS
IPYTMMH TUIIOTJIMKEMUYECKUMU IIpernapaTaMi Ha JiedeHHe KOMOWHUPOBAHHBIM IpernapaToM
CUTATJIMKC MET ne mnpoBomunock. JlroOble usmenenus B Jedennn CJ12 TOIKHBI
MPOBOJIUTHCS C OCTOPOKHOCTHIO M TOJ KOHTPOJIEM COOTBETCTBYIOLIMX MapaMeTpOB C y4E€TOM
BO3MOXXHBIX H3MEHEHHUH TJIMKEMHUYECKOTO KOHTpolisd. Bce mamueHThl JOKHBI MPOAOIIKATH
PEKOMEHIYEMYIO TUETY C a/IeKBAaTHBIM pacIipe/ieIeHUEeM YIIeBOIOB B TEUCHUE JTHS.

Oco0ble IPVIIILI TAIUEHTOB

THayuenmor ¢ Hapywenuem hyHKyuu novex

HeoOxonumMo mpoBOAWTH OIEHKY (YHKIIMM TIOYEK [0 Hadajga NpPUMEHEHHUs I[pernapara
CUTAI'JIMKC MET wu Ha ¢oHe npoBoaumMoii Tepanuu (He pexke 1 paza B rof). Y ManueHTOB ¢
BBICOKMM PUCKOM MPOTPECCHPOBAHUS HAPYIICHUS (PYHKIHMU MOYEK M Y MOKWJIBIX MAllMEHTOB
(GYHKIMIO IOYEK CIEeNyeT OLIEHUBATh Yallle — Kax/ple 3-6 mecaues. Koppekuuu 103bl npenapara
y MAIIMEHTOB C HapylIeHueM (QYHKIIUH MTOYEK JICTKOW cTeneHn (IoKa3aTesb PacueTHON CKOPOCTH
kiyooukoBoit dunbrparpu (pCK®D) 60-89 mi/mun/1,73 MZ) He Tpedyercs. Cumxenne pCKD
meree 45 m/mun/1,73 M° Ha done Tepanuu TpeOyeT MpeKpalieHus Mpuema IMpernapara.
[IpumeHeHue mpemapata y NAlMEHTOB C HapylleHHeM (YHKUUU MOYeK CpelHEH CTEeNeHH
TskecTH U Tspkenon creneHu (¢ pCK® menee 45 mu/mun/1,73 M2) IIPOTUBOIIOKA3aHO, TaK Kak

TaKHUM IIallMCHTaM Tpe6yeTc;1 OoJlee HU3Kas J03a CUTarjiviThHa — HE oomee 50 mr B CYTKH.

CK® mn/mun Metdopmun CurarnunTuH

60-89 MakcumanbHas cyrounas no3a coctaBiser 3000 mr. | MakcumanbHast CyTo4yHast A03a
Moxer OBITh pPAacCMOTPEHO YMeHbIIeHHE I03bI B | coctaBisieT 100 mr.
COOTBETCTBHHM CO CTENEHBIO CHIDKEHUS (YHKIUH
IOYEK.

45-59 MakcumanbHasa cytodnas gosa cocrapiser 2000 mr. | MakcuManbHas CyTO4Has 103a
HauansHas no3a cocrasisier He Oosiee 1moOioBUHEI | cocTasisteT 100 mr.
MaKCUMAaJILHOM J103EL.

30-44 MakcumanbHasa cytodnas gosa cocrapiser 1000 mr. | MakcuManbHas CyTO4Has 103a
Hauvanbnas nosa coctaBnsier He OoJiee MOJOBUHBI | cocTaBiseT SO Mr.
MaKCUMAaJILHOM J103EL.

<30 MeThopMuH POTUBONIOKA3aH. MaxkcuMmanbHasg CyTO4Has 103a
COCTaBIISIET 25 MT.
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Ilayuenmul ¢ Hapywenuem ynKyuu neveHu (NOCNEOOBATENEHOCTL 0001)

ITpumenenue npenapata CUTAI'JIMKC MET y nauueHTOB ¢ MEYEHOYHOM HEIOCTATOYHOCTHIO
MIPOTUBOIIOKA3aHO.

Tlayuenmui nodxcunozo eospacma

Tak kak OCHOBHBIM MYTEM BBIBEJIEHUS MET(HOPMHUHA M CUTATJIMITHHA SIBISIOTCS MOYKH, PHUCK
Pa3BUTHUS CBA3AHHOTO C MET(GPOPMHUHOM JIAKTOALM03a C BO3PACTOM yBEIUYMBACTCS.

HperameHHe OopueMa npflrapara Ipyu mnmpouncaypax BBCACHHA ﬁoz[co;[epxcamnx KOHTPACTHBIX

npenaparoB

[Taimenram ¢ pCK® 45 mu/mun/1,73 M> 1 <60 mir/mun/1,73 M’ U HAJIMYMEM B aHAMHE3e
3a00JIeBaHUN TME€YEHH, AaJKOTOJM3MOM WM CEepACYHON HEAOCTATOYHOCTH, WJIM MalleHTaM,
KOTOPBIM OyJI€T MPOBOIUTHLCS UCCIICIOBAHUE C BHYTPUCOCYIUCTHIM BBEJICHUEM HOJICOEPIKAIIINX
KOHTPACTHBIX BemIeCTB, HeoOxomumo mpekpatuth npueM mnpernapara CUTATJIMKC MET no
uim Bo Bpemsi uccienoBaHusa. Cneayer moBTopHO oueHuTbh pCK® uepe3 48 uvacoB mocie
npoueaypsl. Bo3oOnoBnenune mpuema mpemapata CUTAIJIMKC MET Bo3MoxHO mpu
MOATBEPKJICHNUU CTA0MWIBHOU PYHKIIMU ToueK (cM. pazaen 4.4).
eTH

[Ipenapar CUTAI'JIMKC MET He cienyeT npuMeHsTh AETSIM U MOAPOCTKAM B Bo3pacte oT 10
1o 17 ner uz-3a HegocraTouHoi agdexruBHocTr npemnapara. [Ipenapar CUTATJIMKC MET ne
u3yyvaics y aeteil B Bozpacte a0 10 ner.

Cnoco0 nnpuMeHeHus

IIpuHUMAOT BHYTpS.

ITpenmapatr CUTATI'JIMKC MET cnenyer npuHuMaTh 2 pa3a B CyTKH BO BpeMs €7bl, LIEJIUKOM, HE
pa3KeBbIBasl, C MOCTENECHHBIM YBEIMUYEHHEM JI03bl MET(hOpMUHA MPU HEOOXOAUMOCTH C IIEIIbI0
MuHuUMU3anuu Bo3MoxkHbIX HP co croponst XKKT, xapakTepHbix st MeTdhopMuHa.

4.3. TlpoTuBomoOKa3aHHsA

THIEPYYBCTBUTEIILHOCTh K METQOpPMHHY, CHTArJIMOTHHY W/WIH K JI000My W3

BCIIOMOTaTeNbHBIX BEIECTB, IEPEUNCIIEHHBIX B pa3zene 6.1,

— caxapusiii guadet 1 tuna (C1);

— mapymenne dyrkipn nosek (pCK® menee 45 m/mun/1,73 M%) (em. paszen 4.4);

—  OCTpBIE COCTOSIHUS, MPOTEKAIOIINE C PUCKOM Pa3BUTHUS HAPYUIEHUH (HYHKIIUU TOYEK:

e jeruzaparanus (IOBTOpHAs pBOTA, JHapes), JUXOpPajKa, TsDKeIble HWH(EKIMOHHBIE
3a00J1eBaHUS,

® COCTOSIHHS THIOKCHMHM (IIOK, CENCUC, UWHQPEKUUH TI0YeK, OpOHXOJETrOYHbIe
3a0o0eBaHus);

— auabeTUYecKHil KeToanuao3, nuabeTnyeckas mpekoMa, Koma,
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MOTYT MPUBOANTH K PA3BUTHIO TKAHEBOW TMIIOKCUM (B TOM YHCJIE OCTpasi U XPOHHUECKAS
ceplieuHas HEJAOCTAaTOYHOCTh C HECTAaOMIBHBIMU TIOKAa3aTels MM  TeMOJMHAMHKH,
JpIXaTellbHas He0CTaTOYHOCTh, OCTPhIN HH(PAPKT MUOKap/Ia);
— oOmupHble XUPYprUyecKhe Omepalud ¢ TpaBMbl, KOTJa II0KAa3aHO IPOBEICHHE
WHCYIUHOTEpanuu (cM. pasnen 4.4);
— TICYEHOYHas HEeJAOCTAaTOYHOCTh, HapylleHue GyHKIUH ITeYCHH;
— XPOHHMYECKUU aJKOTOJIM3M, OCTpas aJIKOrOJIbHAsI MHTOKCHKAIIHS;
— 0epeMeHHOCTbh, IEPUO/I TPYAHOTO BCKAPMIIMBAHUS;
— JIaKTOauuzo3 (B T. 4. B aHAMHE3E);
— nmpueMm mpemnapara B TeueHue 48 4 10 u He MeHee 48 U mocie BHYTPHUCOCYIHCTOTO
BBEJICHUS M0JICOIEPIKAIIETO KOHTPACTHOTO BemiecTBa (cM. pasnen 4.5);
— cobmoaenue runokanopuitHoit muetsl (menee 1000 kkan/cyr);
— Bo3pact 10 18 net (mockonbky 3 PeKTUBHOCTH 1 6€30MaCHOCTh MPUMEHEHHS IIpernapara
y J€Tei U MOAPOCTKOB 110 18 jieT He ObUIN MOATBEPIK/ICHBI).
4.4. OcoOble yka3aHHSl M MepPbl NPEAO0CTOPOKHOCTH PH MPUMEHEHH U
Crnenyet cobt01aTh OCTOPOKHOCTD IIPU MIPHEME TpernapaTa:
— y nanueHToB ¢ HapymeHueM ¢pyHkuuu noyek ¢ pCK® 45-59 mn/mun/1,73 M2;
— Y NOKUJIBIX MAlMEHTOB (cM. pasnen 4.4);
— Y MalMeHTOB C HAJIMYMEM MTaHKpeaTuTa B aHamHese (cM. pasnaen 4.4);
— IIpU OJIHOBPEMEHHOM IPUMEHEHUU C TUTOKCUHOM (CM. paszen 4.5).
[Ipenapar, conepxamuii MeTGOpMHUH + CHUTATJIMNTHH, HE JOJDKEH NMPUMEHSTHCS Y MAIeHTOB C
CJI1 n nnabeTHYeCKHM KETOAIHI030M.
Ocmputii nankpeamum
Puck  pa3BuTHS ~ OCTpOro  TMaHKpeaTHUTa CBA3aH C  TPUMEHEHHEM  HHTHOHUTOPOB
munentuguinentutasei-4 - (JI1I1-4). TlamuenTsl AO0MKHBL OBITH  TPOUH(POPMUPOBAHBI O
XapaKTepHBIX CHMIITOMaxX OCTPOTO TMaHKpeaTUTa: CTOWKUE, CUJIbHBIE OONMM B KHUBOTE.
Knunudeckue nposiBieHUs MaHKpeaTHTa MCYe3alId MOCle MPEeKpaIeHus IpUeMa CUTArJIUITHHA
(c wunmm 06e3 TOANEPKHUBAIOLIETO JICYCHHs), HO OYEHb PEAKO COOOLIAIHNCh CIy4au
HEKPOTH3UPYIOMIETO MIIM TeMOPPArHUecKOro MaHKpeaTuTa |/ il cMepTH. B cirydae momo3peHust
Ha TAHKpPeaTUT HEOoOXOJUMO TMPEKpaTUTh IMpHEM TMpernapara, coaep)kamero MerhopMuH +
CUTArJUNTHH, W APYTUX TMOTEHIMATBHO OMACHBIX JIEKAPCTBEHHBIX IMPENapaToB, €CIU OCTPHI
MaHKPEaTUT TOATBEPAMIICS, TIPUEM Tperapara, cojaepkamero MeTpOpMHUH + CHUTArJIHMITHH, HE
ciieyeT BO30OHOBISITE. ClenyeT MpOsBISITE OCTOPOKHOCTh Y TAIMEHTOB C MAaHKPEaTUTOM B

aHaMHC3C.
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Jlakmoayuoos (MOCNEOCQBATENBHOCTL 0001)

JlakToanmumo3 — peaKoe, HO Cepbe3HOe MEeTabOJIMYeCKOe OCIOKHEHUE, Pa3BUBAIOIICECS dYallle
BCEro MPHU OCTPOM MOYEUHOI HEJOCTATOYHOCTH, CETNICHCE WU MAaTOJIOTUH Jerkux u cepaua. [Ipu
OCTpOl MOYEYHOW HEIOCTATOYHOCTH MPOMCXOIUT HAKOIJICHHME MET(OPMHHA, YTO MOBBIIIACT
PHUCK pPa3BUTHS JIAKTOAITN103a.

B cmydae nmerumparanuu (CWiibHAs pBOTa, AUApesi, JIMXOPAJKa WIH CHIDKEHHOE MOTpeOJIeHHe
KUAKOCTH) MpUeM MeT(GOpPMHUHA HY>KHO BPEMEHHO MPEKPATUTh U CIEAYET OOpaTUThCS K Bpauyy.
[IpenapaTsl, KOTOpble MOTYT PE3KO YXYAIIAaTh (PYHKIMIO MOYEK (TaKue Kak TMIIOTCH3UBHBIE U
HECTEPOUJIHBIC MMPOTHUBOBOCTIAIUTENBHBIE MPENapaThl), CIeAyeT Ha3HAYaTh ¢ OCTOPOKHOCTHIO Y
MAIUEHTOB, MONyYalImux MeThopMuH. pyrumu QakTopamMu pricka pa3BUTHS JAKTOAIMI03a
ABIIIOTCS YPE3MEPHOE yMOTPeOIeHHE alKOroisl, IeYeHOYHAs! HEJOCTaTOYHOCTh, HeaJeKBaTHBIN
[JIMKEMHYECKU KOHTPOJIb, KE€T03, IJIUTENbHOE TOJOJaHUEe U JIIOObIE COCTOSIHUSA, CBS3aHHBIE C
TUTIOKCHEH, a TAKXKE COMYTCTBYIOIICE MPUMEHEHHE JICKAPCTBEHHBIX MPENapaToB, KOTOPHIE MOTYT
BBI3BIBATH JIAKTOAIU03 (CM. pasnensl 4.3, 4.5).

[TarueHTsl W/WIM yXaXUBAIOUIUME 32 HUMH JHUIA JOJDKHBI OBITH OCBEIOMJICHBI O pPHUCKE
nakToanuao3a. JlakToanuao3 xapakTepusyercs aluA0THYeCKOW OJIBIIIKON, O0NbI0 B KHBOTE,
MBILIIEYHBIMU CYJIOPOTaMH, AaCTEHUEHW M THUIIOTEPMHUEH C MOCIeayrolme kKomoul. B ciydae
MIPEIITOJIaraeMbIX CHMITTOMOB TIAIIMCHT JTOJDKEH MPEKPATUTh pUeM MeT(hOpPMHHA U HEMEICHHO
oOpatutbes K Bpauy. JuarHoctuueckiumu 1a00paTOPHBIMH MTOKA3aTENSIMH SIBJSIETCSI CHUKEHHOE
pH xpoBu (<7,35), yBenmu4yeHHOE coOJepaHHe JaKTaTa B IUIa3Me KpPOBU (>5 MMOIb/1) U
YBEJIMUECHUE aHHOHHOTO WHTEPBAJIA U COOTHOIICHHS JITAKTAT/TTUPYBAaT.

Monumopune ¢ynuxyuu novex

pCK®, knupeHc kpeaTHHHHA CIeAyeT OIEHUBATh 10 Hauana Tepanuu U PeryispHo, He pexe 1
paza B rona, Ha (oHe mpueMa mpemnaparta. [Ipu BO3HHMKHOBEHHHM COCTOSIHHUM, TMOBBIIIAIOIINX
BEPOSTHOCTH YXYAIICHUs (YHKITUHU TIOYCK TIPUEM TIperapara cjaeayeT BpeMEHHO IMPEKPATHUTh.
[TpenMyIIeCTBEHHBIN MMyTh BBIBEICHUS MET(OPMUHA ¥ CHTATJIAIITHHA — ITOYCYHASI SKCKPEIIHS.
Puck Hakorienus MeThopMHHA W Pa3BUTHs JAKTOAIMI03a HApacTaeT MPOMOPIHOHAIBHO
cTernieHn HapymieHus GyHkuuu nodek. [Ipemapar, comepxamuii MeTGOpMHUH + CUTArIHUITHH,
MPOTUBONOKA3aH TPH HApYIICHWH (QYHKIIMH TOYEK CpPEJHEH CTENEHU THKECTH W TSDKEIOoU
crenenu nanuentam ¢ pCK® <45 mn/mun/1,73 M (cm. paznmenet 4.2, 4.3, 4.4).

T'unocnuxemus

[TarueHTHI, MOTyYarOMIKe MpemnapaT, coaepKamui MeThOpMUH + CUTATTUNTHH, B KOMOUHAITHH C
MIPOU3BOHBIM CYJIb(OHHIMOUEBUHBI WM WHCYJIMHOM, MOTYT ITOJBEPraThCS PUCKY Pa3BUTHUS
runoriukemMun. [lodToMy MOXeT OBITh HEOOXOAMMO YMEHBIICHHE JIO3BI IPOHU3BOJIHBIX

Cynb(bOHHHMOHCBHHBI WJIM UHCYJIMHA.
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Peaxyuu eunepuyecmeumenvrocmu (NOCNEOOBATENEHOCTL 0001)

B nmocTperucTpallMOHHBIX — HMCCIEIOBAHUAX  COOOINANIOCH O  CEPbE3HBIX  PEaKIMSIX
THIEPYYBCTBUTEIBHOCTH y MAIIMEHTOB, MOJTYYaBIINX CUTATTTUOTHH. J[aHHBIE peakuy BKIIOYAIN
aHa(UITAKCUIO, AaHTHOHEBPOTHUYECKUN OTEK, IKC(OIMATUBHBIE KOXKHBIC 3a00JIEBaHUs, BKIIOYAS
cuapom CruBeHa-J[koHCOHaA. JlaHHBIE peakUUM BO3HUKAIM B TEUEHHUE IEPBBIX 3 MECALEB
10CJIe HavyaJla JICYEHUsS] CUTAIrIMIITUHOM, HEKOTOPbIe HAOII01aIHCh 11OCIIe TpHeMa NepPBON J103bl
npenapata. Eciau mogo3peBaeTcs pa3BUTHE PEAKIMHM TUIEPYYBCTBHUTEIBHOCTH, HEOOXOIMMO
IOpEeKpaTUTh MPHUEM IMpernapara, CoAepkamero MerGopMuH + CHUTArNIMOTHH, OLEHUTH JIPyTue
BO3MOXHbIE IPUYMHBI pa3BuTus HP ¥ Ha3HauuTh Opyryro rUnOrIMKEMHUYECKYIO TEpaIuio (CM.
paznen 4.8.).

bynnesnwiti nemgpucouo

VY nammentoB, nmpunumaBmux JI111-4 wHrHOWTOpHI, BKIIIOYAs CUTATJIMIITHH, COOOIIAIOCH O
HOCTPErMCTPALIMOHHBIX ~ CIIyyasiX BO3HUKHOBEHMs Oysuie3Horo mnem¢urouna. B ciydae
NOJ03peHUsl Ha Oyisie3Hbli neMpuronJT HeoOXOAMMO MpPEKpaTUTh IpHEM Ipernapara,
coJiepkaniero MeT(opMuH + CHTATrJIUIITHH.

Xupypeuueckue emewamenscmea

[Tpumenenue mpenapata, cojepiKauiero MeTpOPMHUH + CUTAINIMOTHH, CIEAyeT NPEeKpPaTUTh Ha
BpeMsl IIPOBEJCHMS XUPYPrHUECKOro BMELIATEeIbCTBA IOJA OOMIel, CIHHAIBHOM HIu
snuAypaibHOM aHecte3uel. Tepamus MokeT ObITh BO30OHOBIIEHA HE paHee, ueM uepe3 48 u
[OCJI€ OIEpalry WM BO300HOBICHHS MEPOPATBHOTO MpHeMa MUIIM U TPH YCIOBUH, YTO
nouyeyHast (pyHK1Ms Obljia MOBTOPHO OLIEHEHA U MPU3HaHa CTa0MIIbHOM.

Bseoenue tio0codepaorcawyux Konmpacmmuvlx npenapamos

BayTtpucocyaucroe BBeieHHE HOACOAEPKAIINX KOHTPACTHBIX MpenapaToB MOXET MPUBOJIUTH K
KOHTpacT-UHAYIUPOBAaHHOW He(ppomaTud, KOTopas B CBOIO OYEpeIb MPHUBOAWT K KyMYISLIUU
MeT(GOpMUHA W TOBBIIIEHHOMY PHUCKY Pa3BUTHS JlakToanuaosa. Ciemyer MpeKpaTuTh NpueM
npemnapara, cojepkaiiero MeropMuH + CUTarJUOTHH, O MM BO BpPEeMs MCCIIEJOBAHUS U HE
BO300HOBJIATH JI€UCHHE B T€UEHHUE, 10 KpailHel mepe, 48 4 mocne uccie0BaHus Mpu YCIOBHH,
YTO MoYeyHass (QyHKIMs Oblja MOBTOPHO OLIEHEHA U MpU3HAHA CTaOWIBHOM (CcM. pa3zeinsl 4.3,
4.4).

Hszmenenue kiunuuecko2o0 cmamyca nayueHmos ¢ panee konmpoaupyemvim C/2

[Ipu mosiBneHuU 1a0OPATOPHBIX OTKJIOHEHUH WM KIMHHUYECKUX CHMIITOMOB 3a0oieBaHus (B
0COOEHHOCTH JII000r0 HE MOJAAIOIIETOoCs YeTKON WACHTU(UKAIMKM COCTOSHHUSA) y TMAllUeHTa C
npexae anekBaTHO KoHTpoiupyembiM CJI2 Ha ¢oHe seyeHHs TpernapaToM, COJEpKaluM
MeTGOpPMUH + CHUTarJUNTHH, B TEPBYIO OuYepedb CIeAyeT He3aMeUIMTENbHO MCKIIOYUTh

KETOAMA03 UJIK JJaKTOallua03. OI_IeHKa COCTOsIHU MallMCHTAa NOJIKHA BKIIIOYAaTh aHAJIU3bl KPOBU
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Ha DJIEKTPOJNMTHI M KETOHBI, KOHIEHTPAIMIO TJJIOKO3bI B KPOBH; [ TRIGKE (THO-ImoKa3amiaM) pH

_NNEPTHOMY OTYETY

KpOBH, TIa3MEHHbIC KOHIICHTPAIIUH JIaKTaTa, mupyBara u metdopmuHa. [Ipu pasButuu anmmosa
000K JTHONOTHH CJIEAyeT HEMEIJICHHO OTMEHUTh TMpPUEM IMpemnapara, COJCpIKaIIero
MEeT(GOPMHUH + CUTATTTUNTHH, U IPUHATH IPYTHUE COOTBETCTBYIOLINE KOPPEKTUPYIOIIUE MEPHI.
45. BzaumojeiicTBHEe ¢ JPYrMMH JIeKAPCTBEHHBIMH IpenapaTaMéd W JApyrue BHJbI
B3aHNMOJAEeHCTBUSA

Mer)ODMI/IH U CUTAIJIMIITUH

OnHOBpEMEHHBIN MpPHEM MHOTOKpaTHBIX 103 MerdopmuHa (mo 1000 mr 2 pasa B CyTKH) U
cutarmunTuHa (mo 50 mMr 2 pa3a B CYTKHM) HE CONPOBOXAAJCS 3HAYUMBIMH H3MEHEHUSIMU
(bapMaKOKMHETHUECKUX ITapaMeTPOB METGOPMUHA U CUTATNIMIITUHA Y nanueHToB ¢ C/12.
HccrnenoBanuii  MEXKJIEKapCTBEHHOTO  BIUSHUSA Ha  (DapMaKOKMHETHYECKHE  TapaMeTphl
mperapara, CojeprKamero MeTOpPMUH + CUTATIHMITHH, HE MPOBOJWIH, OJHAKO IPOBEIACHO
JIOCTaTOYHOE KOJIMYECTBO IMOAOOHBIX HCCIEAOBAHUN MO KaXJAOMY U3 JCHCTBYIONIMX BEIIECTB
npernapara: MeT(pOPMHUHY U CUTATIUIITUHY.

Anxozons

[Ipu ankorojibHONM MHTOKCHKAIMKA YBEJIWYUBACTCS PHUCK PA3BUTHUS JIAKTOAIM30/1a OCOOCHHO B
Clly4ae: HEIOCTaTOYHOrO MUTaHUs, COOMIOACHHUS HHU3KOKAJOPUHHOW IMEThl M TEUEHOYHOM
HEJO0CTAaTOYHOCTH.

Hoocodeporcawue penmeenoxonmpacmuvle cpedcmsa

[Tpuem mpenapara, coaepskamero MeTrGopMuH + CUTArJIUNTHH, JOJDKCH OBITH MPEKpaIeH 10
WM BO BpeMs MPOIEAYpPhl BU3yalM3allid M HE JOJDKEH OBITh BO3OOHOBJIEH B TEUEHUE KaK
MUHUMYM 48 4 MOCcIie UCCIeI0OBaHuUs U IO TOTO, Kak (yHKIIHS ToYeK Obliia MOBTOPHO OIEHEHA U
npU3HaHa cTaOUIBHOH (M. pa3zensl 4.3, 4.4).

Metdopmun

Tubenknamud: B WCCIENOBAHMHM MEXKJIEKAPCTBEHHOTO B3aWMOJCHCTBUS OJHOKPATHBIX J103
MeTdopMuHa U raubeHkIamuaa y naunueHToB ¢ CJI2 He HaOmomany Kakux-InOO M3MEHEHUH
dbapMakOKMHETHUECKUX H (PapMaKOAMHAMHUYECKUX TapaMeTpoB MeTdopmuHa. H3MmeHeHus
3HAYEHHI TUIONIAJM TOJ KpUBOW «KoHIeHTparwms-BpeMs» (AUC) u cpemneil MakcuManbHON
KoHLEHTpauuh  (Cpay  MIMOEHKIaMuaa Obuln  BbICOKOBapualenbHbel.  Hemocrarounas
uHpopMalisg (OJHOKPATHBI TpUeM) U HECOOTBETCTBHE TIUIA3MEHHOW KOHIICHTpAIUU
ruOeHkIamMuaa  HabmogaeMbiM  apMakoInHaMU4eckuM d(ddexTam cTaBAT TOJ BOIPOC
KIIMHUYECKYIO0 3HAYMMOCTh 3TOTO B3aUMOICHCTBUSI.

@ypocemud: B WCCICIOBAHWU MEKJIECKAPCTBEHHOTO B3aWMOJCHCTBUS OJHOKPATHBIX 103
MeTrhopMuHa U QypocemMuaa |y 3AO0POBBIX JOOPOBOIBIEB HAOMIOAATU W3MEHEHUE

(apMaKOKMHETUYECKHX MapamMeTpoB o0oux mpenaparoB. dypoceMu yBelIWYHBaJl 3HAYECHUE
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KoHIEHTpaul Crax METGOpPMHHA B IUIa3Me |M LETbHQH) (KNeBu Ha, 22 %, 3HadeHug) AUC

MeThOpMHUHA B IIEJIbHON KpoBU Ha 15 %, He U3MeHss IPH ATOM MOYEUHBIM KIMPEHC Mpenapara.
3rauenust Cpox u AUC dypocemuna, B cBow ouepenb, cHm3wimch Ha 31 % u 12 %,
COOTBETCTBEHHO, a MIEPUOJI TIOTYBBIBEJCHUS CHU3MICS Ha 32 %, 0€3 CYIIeCTBEHHBIX NU3MEHEHUI
IOYeyHOoro KiupeHca pypocemuaa. Mudopmanuu o MexkIekapcTBEHHOM B3aUMOJEHCTBUU IBYX
IpenapaToB MpH JIMTEILHOM COBMECTHOM IIPUMEHEHUH HET.

Hugeounun: mnpu WCCICNOBAHUU MEXKIJIEKAPCTBEHHOTO B3aWMOJICHCTBUA HHU(EIUNHHA |
MeT(opMUHA TIOCIIEe OJHOKPATHOTO IMpHeMa MPEenapaToB 30POBBIMU JOOPOBOJIBIIAMU BBISIBIIIN
yBenudeHue mia3MeHHbIX Chax 1 AUC metdhopmuna Ha 20 % 1 9 %, COOTBETCTBEHHO, a TaKKe
yBEJIMYEHUE KOJIMYECTBA, BbIJIEIAEMOro oukaMu MeT(HopMuHa. Tmax U MEPHOJ MOTYBBIBEICHHS
MeT(GOopMUHA HE U3MEHWINUCh. B ocHOBE — yBenuueHue abcopOuu MeT(hOopMHUHA B IPUCYTCTBUU
HUuGenunuHa. BinusHue merdpopmMuHa Ha papMaKOKMHETUKY HU(DEAUNTHHA MUHUMAIIBHO.
Ilpenapamul, cuudicarowue KiupeHc mem@opMuHa: COBMECTHBIA TPHEM JIEKAPCTBEHHBIX
CPEICTB, BJIMSIOIMIMX HA IOYEYHBIE KAHAIbLIEBbIE TPAHCIOPTHBIE CHUCTEMBl, YYacCTBYIOIIHME B
IOYEYHOW 3NIMMUHALMK MeT(GOpMUHA (HAapUMEp, TPAHCHOPTEpP OPraHUYECKUX KaTHOHOB-2
(OCT2)/unruburtopsl BbIBECHUS JIEKApCTBEHHBIX MpenapaToB U TokcuHOB (MATE) takue kak
paHOJIa3UH, BaHJETaHWO, [OJIyTErpaBUP M IMMETHUJIUH), MOXET YBEJIUYUTh CHUCTEMHYIO
HKCIO3UIUIO MET(GPOPMUHA U MOKET MOBBIIIATH PUCK Pa3BUTHsI JakToauao3a. Cieayer OleHnuTh
H0JIb3Y U PUCKU COBMECTHOT'O NIPHEMa YKa3aHHbIX IpenapaToB.

OnHOBpeMEHHOE NPHUMEHEHHE C LHUMETHIMHOM CHHXKAET CKOPOCTh BBIBEAECHHUS MET(POPMHHA,
YTO MOJKET NPUBOJUTH K Pa3BUTHIO JAKTOAalKa03a. MeT(OpMHUH MOXET CHMKATh JAEUCTBHE
AQHTUKOAryJsIHTOB HETIPSIMOTO JIEHCTBUSI.

Cybcmpamur mpancnopmepa opeanuueckux kamuonos 1 u 2 (OCTI u OCT2): merdhopMuH
aBisiercs cyoctparom opranndeckux katnoHoB OCT1 u OCT2 u TpaHcnopTepoB HHIMOUTOPOB
BBIBE/ICHUS JIEKapCTBEHHBIX MpenapaToB U TokcuHOB (MATE).

[Tpu coBMECTHOM NPUMEHEHUU C METQPOPMHUHOM:

— wunrubutopel OCT1 (Takue Kak BepamaMui) MOTYT CHHU3UTh TMIIOIJIMKEMUYECKOE
neiictBue MeTopMHHa;

— wuHaykropel OCT1 (takme kak pudaMnuiuuH) MOTYT YBEIUYMTh BCAChIBAHUE
meTdopmuHa B XKKT 1 yCHIUTh €ro runorinkeMuyeckoe JeiCTBHE;

— wunrubutopel OCT2 wim MATE (Takue Kak IMMETUIUH, TOJYTErpaBUp, PaHOIA3UH,
TPUMETOIPUM, BaHAETaHUO, M3aBYKOHA30JI) MOTYT CHM3HUTH BbIBeJI€HHE MET(HOpPMHHA
MIOYKAMH U IPUBECTHU K YBEJIIMUEHUIO €70 KOHIIEHTPALMK B IIJIa3Me KPOBH;

— unrubutopsl OCT1 u OCT2 (Takue Kak KpU3OTHHHO, onamapu®) MOTYT CHU3HUTh

TUIIOTTIUKEMHUYECKOE JIeHiCTBHUE MCT(I)OpMI/IHa.

10
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Jlpyeue: HeKOTOpBIE TIpenapaTbl OONANAlOT [HIEPTIMKEMUYECKIN [\ TOTEHIMATIOM, (M) (MQTYT

BMEIIATbCS B HAJIAKECHHBIA KOHTPOJIb HAJ TIMKEMHEH. [WIOrimKkemMudyeckoe aelcTBUE
MeTGOopMHHA  MOTYT  CHWXKATh:  IJIIOKaroH, THA3WJAHbIE H  Jpyr'He  JUYPETUKH,
[JIIOKOKOPTUKOCTEPOUAbI, (EHOTHA3UHBI, MpernapaTsl IIUTOBUIHON JKENE3bl, 3CTPOTEHBI,
nepopajbHble KOHTPALENTUBbI, (EHUTOUH, HUKOTHHOBAs KHCIOTAa, CHMIIATOMUMETHKH,
0JIOKaTOpBhl «MEJICHHBIX» KallbLIUEBbIX KaHAJIOB, JIEBOTUPOKCUH HaTpus W u3oHHasui. [lpu
Ha3HAYEHUM NEPEUYUCIICHHBIX IpPEnaparoB IMalUEHTy, MOJyYarolleMy Ipenapar, coiepikaiiui
METQOpPMUH + CHUTarJUOTHH, PEKOMEHIYeTCsl TIIAaTeIbHOe HaOMIoNeHHEe 3a MapaMeTpamMu
[JIMKEMHYECKOTO KOHTPOJIS.

[Tpu oAHOBpPEMEHHOM MpHEMe 37J0POBBIMU J0OPOBOJIbLIAMU MET(POPMUHA U MPOIIPAHOIIOIA UITU
merdopmuHa U uOynpodeHa He HaOIIOAATM M3MEHEHUS (DapMAKOKMHETHYECKUX IapamMeTpoB
ATHX MPETapaToB.

Jlump He3HauuTeNbHAs NPONOPIUS MEeTPOpMHHA CBS3bIBACTCA C OENKaMU IUIa3MBbl,
CJIEIOBATENbHO, MEKJICKAPCTBEHHbIE B3aUMOJAEHCTBUS MeT(QOpMHUHA C MpenaparaMu, aKTUBHO
CBSI3BIBAIOIIIUMHUCS c Oenkamu TUTa3MBbI (canuumnaramu, cyib(aHuIaMUAAMH,
XJIOpaM(pEHUKOJIOM ¥ TMPOOSHEUUIOM), MAJIOBEPOSITHBI, B OTJIMYHME OT MPOU3BOTHBIX
Cynb(OHIUIMOYEBHHBI, KOTOPBIE TAK)KE aKTUBHO CBSI3BIBAIOTCS C O€JIKaMU IIa3MBbl.
CuTaraunTuH

B uccnemoBaHusx 1O B3aUMOJEHCTBUIO C JIPYTMMH JIGKAPCTBEHHBIMHU Ipenaparamu,
CUTarJIMNITHH HE OKa3bIBaJl KIIMHUYECKH 3HAUUMOTO BIMSIHUA HA (PapMAaKOKWHETHUKY CIICAYIOIINX
npenapaToB: MeT(OpPMHHA, POCHUIVIMTA30HA, IIIMOEHKIaMuAa, CUMBAcTaTHHA, BapdapuHa,
NepOpabHBIX KOHTpaenTuBOB. OCHOBBIBASICh Ha ATHX JIAHHBIX, CUTATJUNTHH HE UHTUOUPYET
usodepmentsl cuctemsl nutoxpoma P450 (CYP) CYP3A4, 2C8 wmm 2C9. auubie in Vitro
CBUJIETENILCTBYIOT, YTO CUTATJIMITHH Takke He nojasisieT uzopepmentsl CYP2D6, 1A2, 2C19 u
2B6 u ve unaynupyer CYP3A4.

[Io pgaHHBIM TOMYNISIIMOHHOTO (apMakOKMHETHYECKOro aHamu3a manueHtoB ¢ CJI2
COIIYTCTBYIOIIIAsl TEPAIKS HE OKa3bIBaJla KIMHUYECKH 3HAUMMOT0 BIUSHUS Ha (PapMaKOKUHETUKY
CUTAarjaunTHHA. B MccneqoBaHuM OLEHUBANU psJ IPEnapaToB, HauOOJee YacTO MCHOIb3YEMbIX
naiueHTamu ¢ CJ12, B ToM 4uciie: runoxosieCTepuHeEMUYECKUE MpenapaThl (CTaTUHBL, prOpaTsl,
93eTUMUO), aHTHArperaHThl (KJIOMHIOTPEN), TUIOTEH3WBHBIE Tpenaparbl (MHTUOUTOPHI
aHTHoTeH3uHNpeBpararomero Gepmenta (AIID), aHTaroHUCTH perenTopoB aHruoTeH3uHa I,
OeTa-aipeH0OIOKATOPHI, OJIOKATOPHI «MEJICHHBIX)» KAJIBIIUEBBIX KAaHAIOB, THAPOXJIOPOTHAZHU),
AQHAJTBTETUKN M HECTEPOUIHBIC TIPOTHBOBOCIIAIUTENLHBIC TIpenapaTsl (HalpoOKCeH, AUKIO(EHAK,

LIEJIEKOKCUO), aHTUAenpeccanTbl (OynpomuoH, (hIyoOKCeTHWH, CepTpaJiiH), AHTHUTUCTAMUHHBIE
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npenaparbl (LE€THPU3UH), MHIUOMTOPBI HPOTOHHOH [TOMITE] - (OMENPABOIL, HITAHGOIIPAZP) |

_NNEPTHOMY OTYETY

npenaparsl 11 JISUCHUS DPEKTUIBLHON nucyHKImu (criaeHadwr).

Ormeuanu yBenuuenue AUC (11 %), a taxxke Cpax (18 %) aurokcuHa npu COBMECTHOM
MPUMEHEHUHU C CUTAIMITHHOM. DTO YBEJIUYCHUE HE CUMTACTCS KIMHUYECKU 3HAUMMBIM, OJHAKO
[IpU OJHOBPEMEHHOM IIpUEMe JUTOKCHHA PEeKOMEHIyeTcsl HaOI0JeHHE 3a MallueHTOM.
Otrmevann yBenmyeHue AUC u Cpax cutarmuntuHa Ha 29 % u 68 %, COOTBETCTBEHHO, MPHU
COBMECTHOM OJIHOKPAaTHOM NEpOpaJbHOM IpUEME Mpernapara curarauntuHa B go3e 100 mr u
LUKJIOCTIOpUHA (MOILIHOro uHruouropa P-riukxonporenHa) B go3e 600 Mmr. VYka3zaHHbIE
U3MEHEHUs (HapMAKOKMHETHUYECKUX IapaMeTPOB CHUTATJUNTHHA HE SBIAIOTCS KIMHUYECKU
3HAYUMBIMHU.

4.6. @epTUIBHOCTH, 0€PEMEHHOCTH U JIAKTAIUS

bepemeHHOCTD

Knunudeckux JaHHBIX O MPUMEHEHWHW KOMOMHAIUU MeT(OpPMUHA U CUTATJIMITHHA B MEPHOJ
OepemenHocTy HeT. MccrnenoBanusi Ha >KMBOTHBIX MPH MPUMEHEHUU CUTATIMITHHA B BBICOKUX
J03ax TOKa3zalau ero ASMOpuo- u (eroTokcudyeckoe neiictBue. I[IpuMmeHeHHe mpemapara,
cozepkaniero MeT(OpMHH + CHTArJIUIITHH, B TIEPUOJ OCPEMEHHOCTH MPOTHUBOINOKa3aHO. B
cllydae IJIaHHUPOBAHUS WM HACTYIUIEHUS OEpEMEHHOCTH MIPHEM Ipenapara clieyeT IpeKpaTuTh,
MaIMEHTKA J0JDKHA OBITh MepeBeieHa Ha HHCYJIMHOTEPAIHIo.

JlakTanuys

JlaHHBIC O MPOHUKHOBEHHWU B MOJIOKO JIAKTHUPYIONIMX >KHBOTHBIX KOMOWHAIIMK METHOPMHUHA U
CUTArJIMIITHHA OTCYTCTBYIOT. MccienoBaHusi Ha >KUBOTHBIX TPU BBEJIECHWHW MOHOIIPENapaToB
MOKa3aju, YTO MET(HOPMUH U CUTATIHUITHH (B 3HAYUTEITLHOM KOJIHMYECTBE) MPOHUKAIOT B MOJIOKO
JAKTUPYIOUIMX Kpbic. HeT naHHBIX O MPOHUKHOBEHUHM CHUTATTUNTHHA B TPYJHOE MOJOKO
YeJIoBeKa, MET(POPMUH MPOHUKAET B HEOONBIIMX KOJIWYECTBaX. B CBA3M ¢ HEBO3MOXKHOCTHIO
WCKIIIOUECHHSI pHCKa BO3HHKHOBeHUss HP y peOenka, mpuMmeHeHHE Tperapara, CoJepKaliero
MeT(HOPMUH + CUTATIUITHH, B IEPUO TPYAHOTO BCKAPMIIMBAHHS POTUBOIIOKA3aHO.

DepTUabHOCTH

I[aHHI)Ie I/ICCJIC)IOBaHI/Iﬁ Ha XMBOTHBIX HC MPEANOJIararoT BIUAHHA JICUCHUSA CUTArJIUIITUHOM Ha
MY>KCKYIO MJIH KEHCKYIO (DepTHUIILHOCTH. JlaHHbIE, MOTyUYeHHbIE Ha JIFO/ISIX, OTCYTCTBYIOT.

4.7. BuusiHHe Ha CIOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHM CPeICTBAMM U padoTaTrh ¢
MeXaHU3MaMH

He npoBonuiock uccienoBaHuii Mo U3y4eHHUIO BIMSHUS MIpernapaTa, CoAepKalero MeTpopMuH
+ CHUTarjMITUH, Ha CHOCOOHOCTh YHPAaBIATH TPAHCHOPTHBIMU CpEACTBAMH M pPadoTaTh C
MexaHu3MamMHu. TeM He MeHee, CIelyeT YYUTBIBATh CIydyau TI'OJOBOKPYKEHHUS U COHJIMBOCTH,

OTMCHABIINECCA IPpHU NPUEMC CUTATlJIUIITUHA.
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ot 23.07.2024 N2 15517
[ToMMMO 9TOrO, TAaNMEHTHI MOJDKHBI 3HATh [0 PUCKE[|BO3HMKHOBEHUL [T ONIHKEMEN] |TIPH

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

OJIHOBPEMEHHOM MPUMEHEHHH IIpernapara, cojepKamero MeThOpMUH + CHUTarJIMITUH, C
MIPOU3BOTHBIMU CYTb()OHIUIMOYECBHHBI I UHCYTHHOM.
4.8. HexenarejabHble peakuu

Pesrome mpoduisg 6esonacHOCTH

B IMOCTPETrUCTPAIUOHHOM IIEPHUOOEC coo6man0c5 0 CEPBE3HBIX HP, BKIIIOHAIOIUX ITaHKPCATUT U
pCakMu THUIICPYYBCTBUTCIBHOCTH. I'unorinukemus oTMedanach npu npueMe Ipcerapara B
COUCTaHNU C MHCYJIMHOM U IPOU3BOJHBIM Cy.]Ib(bOHI/IJIMO‘-ICBI/IHBI.

TabanuHoe pE3IOME HEXKENATEIbHBIX PeaKIMH

HP pacnpeneneHsl mo CHUCTEMHO-OpraHHBIM KJjlacCaM B COOTBETCTBUU CO CJOBapeM Ui
perynsitopHoit nesitenbHOcTH MedDRA ¢ yka3aHueM 4acTOThl MX BO3HHKHOBEHHS COTJIACHO
pexomennanusaM BO3: owenp wacto (>1/10); wacto (>1/100 — <1/10); neuacto (>1/1000 —
<1/100); peako (> 1/10000 — <1/1000); ouenp pemko (<1/10000) u yacrora HeusBecTHa (HeE
MOYET OBITh YCTAaHOBJIEHA HA OCHOBAHUH JIOCTYITHBIX JAHHBIX ).

HP, 3apeructpupoBaHHble B KIMHMYECKHX HCCICIOBAHUSAX MOHONpENapaToB MeTHOpMUHA H
CUTArJUNTHHA, a TaKXe B MOCTPETHCTPAIMOHHOM IEPHOJE MPUMEHEHHS KOMOMHHPOBAHHOTO

npenapaTta MeTOpMHUHA U CUTATJIUIITHHA.

HexenareabHble Pe€aKkuumn | YacToTa HexxeJlaTeJbHbIX pealﬂllflﬁ

Hapymenusi co CTOPOHBI KPOBH U JIUM(PATHUYECKOH CHCTEMBI

TPOMOOLIUTOTICHHUS | Penxo

Hapymenvm CO CTOPOHBI HMMYHHOﬁ CHUCTEMBbI

PEaKnyy TUNepuyBCTBUTEILHOCTH, B TOM YHCIIE
anadunaxcus *! YacToTa HEM3BECTHA

Hapymenuss meTado1u3Ma U NUTAHUS

TUNOTJIUKEMUS | | Yacto
Hapyuienusi co cTOpOHBLI HEPBHOH CHCTEMBI
COHJIMBOCTH | Heuacro

Hapymeﬂnﬂ CO CTOPOHBI I[BIXZITCJILHOﬁ CUCTEMBI, OprafnoB pr}IHOﬁ KJIETKH U CPEAOCTCHUSA

WHTEPCTUINATIbHOE 3a00JIeBaHUE JIETKUX * | YacroTa HEM3BECTHA
7Key104HO-KHIIeYHbIE HAPYIICHHSA

TOLIHOTA Yacto
METEOpU3M Yacto

pBOTa Yacto
niapest Heuacto
3a1op Heuacto

00J1b B BEpXHEH YacTH KMBOTA Hewacrto
OCTpBIM NaHKpeaTUuT i YacroTa HEM3BECTHA
(daTanbHbI 1 I:I'e(l)aTaHBHBIﬁ ieyopparnqecxnﬁ u Yacrora HemsBeCTH
HEKPOTUYECKHUH MaHKpPeaTuT *

Hapyuleﬂml CO CTOPOHBI KOKM U MMOJAKOKHBIX TKaHeil

13
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

3yn > (NOCNEQOBRSRSIOHOCTE 0001)
AHTHOHEBPOTHYECKUH OTEK .t YacToTa HEU3BECTHA
chimp * YacroTa HEU3BECTHA
kparmBHuIa *' YacToTa HEU3BECTHA
KOXHBIN BaCKYJIUT *f YacToTa HEU3BECTHA

9KC(OJIMaTUBHEIE 3a00JIeBaHNS KOXKH, BKITIOUAsT

YacToTa HeU3BECTHA
cunpom CtuBeHca-/[)xoHcoHa %t

Oyiute3nsril mempurons * YacroTa HEM3BECTHA

Hapymenusi co cTOpOHbI MBIIIEYHOM, CKeJIeTHONH H COeJUHUTEIbHOH TKAH!

apTpairus * YacToTa HEU3BECTHA
MHAITHS * YacToTa HEU3BECTHA
00JIb B KOHEYHOCTAX * YacroTa HEU3BECTHA
00JIb B CITUHE * YacToTa HEeU3BECTHA
apTpormarus * YacToTa HEU3BECTHA

HapyuieHnusi co cTOPOHBI N0YeK M MOYEBBIBOASIIUX My Teil

HapymeHne QyHKIUHA MOYeK * YacroTa HEM3BECTHA

OCTpasd nmo4yeyHasd HEAOCTATOYHOCTDH * YacToTa HEU3BECTHA

* HexxenarenbHbIe peakiiy ObUTH BBISIBIICHBI B XOJI€ TIOCTPETUCTPAITMOHHOTO HAOIIOICHUSI.

T Cwm. pa3gen 4.4.

I Cwm. mabopmammio mo Hccredosanuro no oyenke cepOeyHO-cocyOUcmol 0e30nacHocmu
cumaenunmuna (TECOS) nuxe.

Onucanue OTACIBHBIX HCXKCIATCIbHBIX peaxunﬁ

Hekotopeie HP Habmiomanmuch damie B HCCIIEJOBAHUSAX C KOMOWHUPOBAaHHBIM IPHUEMOM
MeThOpMUHA M CHUTArJIMITUHA C JIPYTMMU THIOTIIMKEMHYECKUMHU IIpernapaTamMH, HEXeld B
UCCIICIOBAHMSIX  MOHOTepanuu  MeThopMHHOM ©  cUTaraunTHHOM. OHU  BKIIIOYAId
TUIOTIMKEMHIO (4acTOTa: OY€Hb YaCTO B KOMOMHAIIMY C MPOU3BOJIHBIM CYJIb()OHUIMOYEBUHBI U
UHCYJIMHOM), 3amop (4acTo mNpu NOPUMEHEHHH B  COYETAaHUUM C  MPOU3BOAHBIM
CyIb(OHUIMOUEBUHBI), NepuepruuecKuil OTeK (YacTo NpU NPUMEHEHUH B COYETAaHUHU C
MUOTJIUTa30HOM), TOJIOBHAsl O0JIb U CYXOCTb BO PTY (HEYAaCTO MPU KOMOWHAIIMU C UHCYIHHOM).
Memdepopmun

B kiIMHMYECKMX W IMOCTPErMCTPAllMOHHBIX HCCIENIOBAaHUSAX METPOpPMUHA OYEHb YacTo
coobmanock o cumnTomax co ctoponbl JKKT, Takux kak TOLIHOTa, pBOTa, auapesi, 60ib B
KUBOTE M IMOTEpPsI alleTUTa, yalle BCEro BO3HUKAIOIIMX B Hayaje Tepanuu U B OOJBIIMHCTBE
CIy4aeB CIOHTaHHO paspematonuxcs. Jlonomuurensubie HP, cBsizanHble ¢ MeTQOPMUHOM,
BKJIIOYAIOT METAJNIMYECKUIl MPUBKYC BO PTy (YacTo); JAKTOAlM]03, HapylleHus (QyHKIUU
NIEYEHH, TeMaTuT, KpamuBHHIA, 3puUTeMa U 3yA (OYeHb peaKo). YMeHblleHHue abcopOuuu
BUTaMMHA By, CBsI3aHHOE C ATUTEIBHBIM IPUMEHEHHEM MET(POPMHUHA, B CBOIO OYEpeb B OUEHb
peAKUX Cclydyasx MOXKET MPHUBOJIUTh K KIMHUYECKH 3HAYUMOMY JepUUUTy BUTaMHHA Biy

(Hampumep, K Merajgo0IacTHON aHEMHH).
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COOTEBETCTEYET 3KI(
ot 29.07.2024 N2 15517

Cumaznunmur (NOCNEOOBATENEHOCTE 0001)

_NNEPTHOMY OTYETY

B nccnenoBanusax MoHOTEpanuu cUTaraunTuHOM B 03¢ 100 mr 1 p/cyT B cpaBHEHHH C 11a11e00
coobmranock o Takux HP, kak ronoBHas 6011b, THIIOTIIMKEMHS, 3aTI0P U TOJIOBOKPYKEHHE.
Coobmanocs o HP, 3aperucTpupoBaHHBIX B 3TOM IpyIIie MAIMEHTOB, HE3aBUCHMO OT HAJIUYHUS
MPUYUHHO-CJIEICTBEHHOM CBSI3U C JICKAPCTBEHHBIM MPENapaTroM, TaKUX Kak MH(MEKIHsS BEPXHUX
JBIXaTeNIbHBIX IMyTe U Ha30(hapuHTUT, HAaOIto1aBIINXCA B He MeHee 5 % cinyyaeB. Kpome Toro,
coo0manock 00 ocTeoapTpuTe U OOJIKU B KOHEUHOCTH C 4acTOTOM «HewacTo» (Ha >0,5 % BbIle
CpeIy MPUHUMABIINX CUTATTUNTHH, YeM B KOHTPOJIBHOU TPYIIIE).

Hccneoosanue no oyenke cepoeuno-cocyoucmoui bezonacnocmu cumaeaunmuua (TECOS)

B wuccnepoBanme mo oreHkKe cepaedHo-cocyaucTor OezomacHoctu cutarauntuHa (TECOS)
ObuT0 BKIIOUYEHO 7332 manuenTa, KoTopble npuHuManu cutarimuntud 100 mr 1 p/cyt (wnu 50 mr
1 pleyr, ecnm mexommsii mokasarens pCK® Goumm >30 u <50 mm/mun/1,73 M%), n 7339
NAlMEHTOB, MNPUHUMABIIMX IUIanebo0, B OOWIEH MOMyISIUH MAalUEHTOB, KOTOPBIM OBLIO
Ha3Ha4YeHo JeueHue («intention-to-treaty). Mccnemyemslit mpenapat (CUTaraunTHH WK TU1a1ie00)
N00aBIISIICS K CTAHJAPTHOW TEPAIruy COTJIACHO CYNIECTBYIOIIMM HAIIMOHAJIBHBIM CTaHIAPTaM IO
BEIOOPY 1eneBoro ypoBHs HbAjc ¥ KOHTPOIIO cepIedHO-COCYANCTRIX (hakTOpoB pucka. Obmas
YacTOTa BO3HUKHOBEHUS cepbe3HbiX HP y manueHToB, MpUHUMABIINX CUTATIMIITHH, OblIa TaKOH
ke, KaK y MalueHTOB, MPUHUMABIIUX I1a1e0o.

B momynsiiuu nanueHToB, KOTOPBIM OBLJIO Ha3HAUEHO JiedyeHue («intention-to-treaty), cpeau Tex,
KTO WCXOJHO TOJy4all MHCYJIMHOTEPAIHIO W/WINA TpenapaTsl Cylb(OHUIMOUYEBUHBI, YacTOTa
BO3HUKHOBEHHUS OIH30JI0B TSKEJIOH THUNOMIMKEMHH cocTtaBmwia 2,7 % y TalHeHTOB,
MPUHUMABIIUX CUTATIIUITHH, U 2,5 % y manueHToB, MPUHUMABIIKX 1iane6o. Cpeau NaueHTos,
UCXOJHO HE TIOJyYaBIIMX WHCYIMH W/HIKW TpemapaTsl Cylb()OHUIMOYEBUHBI, YacTOTa
BO3HUKHOBEHHUS JIMH30JI0B TSHKEJIONH runormmkemMun coctaBmwia 1,0 % y ManueHTos,
OpUHUMABIIKX cuTtaruntud, U 0,7 % y mnauMeHToB, npuHMMaBmMX Mianedo. Yacrora
BO3HUKHOBEHHUS TOJTBEPKICHHBIX HKCIIEPTH30M cliydyaeB TNaHKpeatuta coctaBuia 0,3 % y
MAIMEHTOB, IPUHUMABIIUX CUTArTUNTUH, U 0,2 % y manueHToB, MPUHUMABIINX I11a11e00.

Coo011eHne 0 mMoI03pEBAEMBIX HEXKEIATEIBHBIX PEAKIIHIX

BaxHo coo0mare O MOAO3PEBAEMBIX HEXKEIATENbHBIX PEAKIUAX [OCIE PErucTpaluu
JIEKapCTBEHHOTO Iperapara ¢ Lelibl0 00ecTedeHns: HePephIBHOIO MOHUTOPUHTA COOTHOILICHUS
«I0JIb3a — PHUCK» JIEKapCTBEHHOIO Mpemnapara. MenuIuMHCKUM pabOTHUKAM pPEKOMEHyeTCs
coo0maTe O JIIOOBIX MOJO3PEBACMbIX HEKENIATENIbHBIX PEAKIMSIX JICKapCTBEHHOTO IIpernapara
4€pe3 HAIMOHAJIIBHBIC CHUCTCMbI COO6H.[6HI/I$I 0 HEXKCIATCIbHBIX PCAKIUAX TOCYyAapCTB-UYJICHOB
EBpa3uiickoro 5KOHOMHUYECKOT0 COH03a.

Poccniickas @enepanvs
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 29.07.2024 N2 15517

®enepanbhast ciyx0a 1o Haazopy B chepe 3npdsooxpaneHnst (RoosnpasHamgop) ) TL 0001

Anpec: 109012, r. MockBa, CnaBsiHcKast 1iomaib, a. 4, ctp. 1

Tenedon: +7 (800) 550-99-03; +7 (499) 578-06-70; +7 (499) 578-02-20

DnekTponHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMAIIMOHHO-TEJICKOMMYHHKAIIMOHHOM ceTn «MHTepHeT»:
http://www.roszdravnadzor.gov.ru

4.9. Ilepeno3dupoBka

CuMITOMBI

Memdepopmun

bonbuias nepeno3upoBka MeTGOpMUHA MOXKET MPUBECTH K JIAKTOAIMI03Y, KOTOPBIA SBISETCS
HEOTJIOKHOM CHUTyalMe u TpeOyeT SKCTPEHHOM ToCHHUTAlIU3alMd B cranuoHap. Pa3Butue
JAKTOAIH103a HAOII0IAIOCh MPUMEPHO B 32 % Bcex CilydaeB epeao3upOBKH METHOpPMHIHA (CM.
pasnen 4.4).

Cumaenunmun

Bo Bpemsi KIMHHUYECKHMX HCCIEAOBAHMN Y 3I0POBBIX JOOPOBOJIBIIEB OJHOKPATHBIA IMpPUEM
cutaraunTuHa B Jo3e 10 800 Mr B 1LelOM XOpOIIO HepeHOCHIICS. MHUHUMaIbHble U3MEHEHUS
untepBana QT, He cuMTamuecs KIUHUYECKH 3HAYMMBIMH, OTMEYalNCh B OJHOM U3
MCCJIE0BAHUM CUTaraunTuHa B cyrouHoit 1o3e 800 mr. Jlo3a cBeimie 800 Mr B CyTKH y JOJIeH HE
U3y4anach.

B kIuMHWYECKMX WCCIICOBAaHMIX MHOTOKpaTtHoro mpuema mpemapata (I das3er) kakux-mmbo
CBSI3aHHBIX C JieueHneM cutarnmuntTuHoMm HP npu mpueme npenapara B cyrouHoit go3e g0 400 mr
Ha NPOTSHKEHNHU 28 NHEW, HE OTMEYau.

Jleuenue

Memdepopmun

Camprit 5 QeKTUBHBIN METO yIaldeHHs TJaKkTaTa U MeT(HOpPMHHA — FeMOTUANIN3.

Cumaenunmun

B cnydae mnepemo3upoBKH 11€€COOOpa3HO MPOBEAEHUE CTaHAAPTHBIX BCIIOMOTATENbHBIX
MeponpusTHii (yganeHue eme HeBcocaBlierocss mnpemnapara u3 JKKT, MoHuTOpHpoBaHue
noKazaTesie Ku3HenesaTeabHoCTH, Bkitodas OKI'), a Takke Ha3HaueHHE CHMIITOMATUYECKON
Tepanuu Mpu HEOOXOTMMOCTH.

CUTarnmunTUH YMEPEHHO NUATU3UPYETCs: MO AAaHHBIM KIMHMYECKUX HCCIEIOBAHHMI B TEUCHUE
3-4-yacoBOro ceaHca auanM3a BBIBOAWIOCH TONbko 13,5 % no3el. B ciydae kiamHHYECKON
HEOOXOIMMOCTH Ha3HAYAIOT NPOJOHTUPOBAHHBIN reMmomuanu3. J[aHHBIX 00 3¢ dexTuBHOCTH

MNEPUTOHCATIBHOI'O JUaJIN3a CUTArJIMIITUHA HET.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 29.07.2024 N2 15517

5. ®APMAKOJIOTMYECKHME CBOUCTBA  ([OCTENOBATENLHOCTS 0001]

5.1. dapmakoauHAMH4YeCKHE CBOMCTBA

dapMakoTepaneBTUYECKass  TPYIMIa:  CpeAcTBa  JUis  JICUEHUs  caxapHoro  jawabera;
TUIOTJIMKEMUYECKHE CpelcTBa, KpoMe HHCYJIMHOB; KOMOMHAaIUH HEPOPAaIIbHBIX
TUIIOTIMKEMUYECKHUX CPEJICTR.

Kon ATX: A10BDO07

Mexanusm neiicTBus

[Mpemapar CUTAI'JIMKC MET mnpencrasiser co00ii KOMOMHAIUIO JABYX TUMOTITHKEMHUYECKHIX
IpenapaToB €  B3aUMOJONOJHAIOUMM  (KOMIUIEMEHTAPHBIM)  MEXaHU3MOM  JIEHCTBUS,
IIPEIHA3HAYCHHYIO JJI YIYYIIEHHs KOHTPOJIA INIMKeMUH Yy manueHtoB ¢ CJ/I2: curarmunTusa,
unruouropa gpepmenra JI1I1-4, u meTdopmuHa, npecTaBUTENS Kilacca OUTyaHUIOB.
Memopmun

MetdopMuH sBIISE€TCS THIOITUKEMHUYECKUM IPENapaTroM, MOBBIMIAKOIIUM TOJIEPAHTHOCTh K
rmoko3e 'y mauumeHToB CJ/12, cHmkas 0a3ajpHY0 M IOCTIPAHIHAIBHYIO KOHLEHTPALHIO
[II0KO3bI B KpoBU. Ero (hapmakonornyeckue MEXaHU3Mbl JEHCTBUS OTIMYAIOTCA OT MEXaHU3MOB
JEHCTBUSL TIEPOPATBHBIX THUIIOTIIMKEMUYECKHX IPErapaToB Ipyrux KiaccoB. Metdopmun
CHW)KAET CHHTE3 IUIIOKO3bl B II€YEHHM M BCACBIBAHME TIJIIOKO3bl B KHIIEYHUKE U IOBBILIACT
YyBCTBUTEIBHOCTh K HMHCYJIMHY IyTeM YCHJICHMs Nepu]epHuecKoro 3axBaTa W YTHIM3ALUU
[JIIOKO3bl. B oTiMume oT Npou3BOIHBIX CYIb(OHUIMOYEBUHBI MET(HOPMUH HE BBI3BIBAET
TUIOIIMKEMUH HU y nanueHToB ¢ C/I2, HU y 310pOBBIX JIOAEH (3a UCKIIOUEHHEM HEKOTOPBIX
00CTOSITENBCTB, CM. pasfen 4.4) W He BbI3bIBAa€T TUIEpUHCYIMHEMUU. Bo Bpems mnpuema
MeT(GOpMHUHA CEKPELUsl HHCYIMHA HE U3MEHSETCs, IPU 3TOM KOHIIEHTpAalUsl WHCYIMHA HAaTOIIAK
Y CyTOYHOE€ 3HaUY€HUE TIa3MEHHON KOHIIEHTPAIlMM UHCYJINHA MOTYT CHU3UTBCS.

Cumaenunmun

CuTariunTuH SABISETCS AKTUBHBIM TPU TEPOpPaIbHOM IPHEME, BBICOKO CEJEKTUBHBIM
unruouropom [III1-4, npennasHaueHHsM Juist jeueHust CL2. dapmakosornyeckoe JeiicTBue
Kjacca npenaparoB-uHruoutopos JII1-4 obycrnoBieHo akTHBanuel MHKpeTHHOB. MHrubupys
JIIII-4, cuTarmunTUH MOBBILAET KOHLEHTPALHMIO JABYX M3BECTHBIX AKTHBHBIX TOPMOHOB
ceMelcTBa WMHKPETUHOB: TitokaroHomnogobHoro mentuaa 1 (I'TII-1) u riroko303aBUCHMOTO
uHcynuHotponHoro mnonunentuga (I'MII). WHKpeTuHBI SBISIOTCA 4YacThblO BHYTpPEHHEH
(U3UOJIOTMUECKOW CHUCTEMbI pEryisiiud TOMeocTa3a TIoKo3bl. llpm HOpMmanmbHOM WM
NOBBIIIEHHONW KOHIEeHTpauuu Tioko3sl kpoBu [TIII-1 u T'MII crmocoGCTBYIOT yBENIWYEHHIO
CHHTE3a W CEKpeIuu WHCyJWHa OeTa-KieTkamMu Tmokenynounon xkenesbl. [TIIT-1 Taxoke
MOJABIIAET CEKPELMIO TJIOKaroHa anb(a-KiIeTKaMy IMOKENYIOUYHON JKele3bl, CHIKas TaKUM

06pa30M CHHTE3 TJIIOKO3bI B IICUCHU. DTOT MEXaHU3M JEUCTBHS OTJIIMYAeTCS OT MeXaHHu3Ma
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COOTBETCTBYET 3KCINEPTHOMY OTYETY
oT .-_E' ':|7_:_ .-_-1- "'J-' 1 '.:"51 7
,I[GﬁCTBI/I?I IMPONU3BOAHBIX Cy.]'IB(bOHI/IJ'IMOLIeBI/II- bI, KOTQ'H)E[G_jE[EIY_IEﬂH[EﬂEH QBIC]BQQ'{D@Z‘QHI/IC

MHCYJIMHA U IIPU HU3KUX KOHLIEHTPALUAX IVIIOKO3bI KPOBHU, YTO YPEBATO PAa3BUTHUEM CYIb(MOHUII-
MHAYLUUMPOBAHHON TMIOMIMKEMUU HE TOJIbKO y manueHToB ¢ CJI2, HO M y 30pOBBIX JIIOACH.
Bynyun BeICOKOCENEKTHBHBIM U 3P GeKTUBHBIM HHrHOUTOpOM (epmenta HAIII-4, cutarmuntun
B TEPANIeBTUUYECKMX KOHIIEHTPALUAX HE NOJaBJIAeT aKTUBHOCTH POJCTBEHHBIX GepmenToB JIII1-
8 wim JIIII-9. CuTaraunTuH OTIMYAETCS MO0 XMMHYECKOH CTPYKType U (apMaKOIOTHIECKOMY
neiictButo ot anamoroB [TIIN-1, wHCynmMHA, TPOM3BOIHBIX CYIb(OHUIMOUYEBUHBI HIIH
METJIMTUHU/IOB, OUT'YaHH]IOB, arOHUCTOB TaMMa-PELENTOPOB, aKTHBHUPYEMBIX MPOJM(pEepaTopoM
nepokcucoMm (PPARY), uHrn6uTopoB anbga-rimKo3uaa3bl 1 aHAJIOTOB aMHJIMHA.

dapmakogngamuyeckue P PeKTnl

Cumacnunmun

[TepopanbHblif pUeM OJHOM J103bl CUTArIMNTHHA NManueHTamu ¢ CJ12 npuBOIUT K MOJABICHUIO
aktuBHOCTH (epmenta JIII1-4 nHa 24 4, yTo compoBoXkaaercss 2-3-KpaTHbIM YBEIHYEHHUEM
KOHLIEHTpauuu uupkynupytoumx aktuBHbix [TIII-1 w T'UII, yBenuueHueM nna3MeHHOU
KOHIIEHTpaluu UHCynuHa U C-mentuia, CHUKEHUEM KOHIICHTPALUM TIIIOKaroHa M IJIa3MEHHOU
KOHIIGHTPAIlMU TJIFOKO3bl HATOIIAK, a TAK)K€ YMEHBIICHHUEM aMIUIUTYAbl KOJICOaHUM TIIMKEMUU
MIOCJIE IMIFOKO3HOM MJIM MUIIEBOM Harpy3KH.

Kinnanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

Cumaznunmumn

[Tpuiem cutarnunTiHa B cyTouHoi 03¢ 100 Mr B TeueHue 4-6 Mecs1eB 3HAUUTEIbHO YIy4IlIal
¢GyHKIMIO OeTa-KJIeTOK TOUKEeNyJouHOM kene3pl 'y mamueHToB ¢ CJ2, o dem
CBU/IETEJILCTBOBAJIM COOTBETCTBYIOIIME M3MEHEHUs Takux MapkepoB, kak HOMA-B (oueHka
roMeocra3a B MOJelM-f), COOTHOLICHHE MPOMHCYJINH/MHCYIUH, OLIEHKAa peaklUuu OeTa-KJIeTOK
MO/IKEITy IOYHOM KeJIe3bl 110 JaHHBIM MaHENH IOBTOPHBIX TECTOB HA TOJIEPAHTHOCTH K nuiue. [1o
naHHbIM KiMHUYeckux uccnenoanuit 11 u 111 ¢a3sl 3 pexTHBHOCTD MMHUKEMUYECKOT0 KOHTPOJIS
CUTarJIMNTHHA B pexumMe 50 Mr 2 paza B CyTKH ObUIa COOCTaBUMOM C 3()(h)eKTUBHOCTBIO PEXUMA
100 Mr oguH pa3 B CyTKH.

B panpomu3supoBaHHOM 1U1a11€00-KOHTPOIUPYEMOM JIBOMHOM CIIETIOM C JBOMHOM MMHUTAIuei 4-
NEPUOAHOM IEPEKPECTHOM HCCIEOBAHUM Yy 3/0POBBIX JI0OPOBOJIBIEB H3Y4ald BIUSHUE
CUTarJIMNTHHA B KOMOWHAIMM C¢ MET(GOPMUHOM, JHOO TOJIBKO CHUTATJHUITHHA, JHOO TOJIBKO
metdopmuHa, Tud0 mianedo Ha U3MEHEHHE TUIa3MEHHBIX KOHIEHTpalUi aKTUBHOTO M OOILero
ITIIT-1 m rroko3sl mocie mnpuema mnumu. CpeaHeB3BENICHHBIE 3HAYEHUS KOHIICHTPAIUU
aktuBHOro I'TITI-1 depe3 4 4 mociie mpueMa NMUIIK YBEIUYUBAIUCH MPUMEPHO B 2 pa3a Mocie
npremMa TOJIbKO CUTArJIMITHHA UM TOJIbKO MeT(hopMUHA B cpaBHEHUH ¢ Ianebo. CoueTaHHBIN

npueM MeTGOpMHMHAa M CHUTArjJUNTHHA obecnednBan cyMMHUpoBaHHe 3(ddexra ¢ 4-KpaTHbIM
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yBeNM4YeHHEeM KoHUeHTpauuu aktuBHoro I'TI[I-1 1o [¢paBHEHHUIOR ¢ TAMHAMAKOL, B Npyme

iane6o. IlpueM TONBKO CUTArJIMNTHHA COMPOBOXKAAJCS YBEIMUYEHHWEM KOHILIEHTPAIMH TOJBKO
aktuBHoro I'TIII-1 BcnenctBue murmbupoBanusi gepmenta JIII1-4, B TO Bpems Kak mpueMm
TOJIbKO MET(HOPMHUHA COMPOBOXKIAICA CUMMETPHYHBIM YBETMUYEHUEM KOHIEHTpAIMKA OOLIero U
aktuBHoro ITIII-1. [lomyueHHble AaHHBIE OTpaXarOT pPa3IUYHbIE MEXAHU3MBI, JIeKalIUEe B
OCHOBe yBenuueHus: koHueHtpauuu aktuBHoro ['TIII-1 mocne mpuema 3THX IBYX Mpernaparos.
PesynbraTel HMccieqoBaHUS TAaKKe MPOJEMOHCTPUPOBAIM, YTO MMEHHO CHUTATJIMITHH, a HE
MeTGopMUH oOecTiednBaeT NPUPOCT KOHIeHTpauuu aktuBHoro ['TII-1.

B wuccnenoBaHusix y 370pOBBIX JOOPOBOJIBIEB NPUEM CHUTAIIMITHHA HE COMPOBOXKIAJICS
CHI)KCHMEM KOHIEHTpPAllMU TJIOKO3bl M HE BbBI3BIBAN THUIOIIMKEMHH, YTO MOATBEPXKIAET
TJIF0KO303aBUCHMBII XapaKTep WHCYIMHOTPOITHOTO ACUCTBUS U MOJIABICHUS CHHTE3a TIII0KAaroHa.
Hccneoosanue no oyenke cepoeuno-cocyoucmou 6ezonacnocmu cumaziunmuna (TECOS)

B uccnenoBanum mo oueHke cepaeuHo-cocyaucToit GesomacHoctd cutaraunTtuHa (TECOS)
NalUeHTsl NpuHUManu npenapat cutarnuntudH 100 mr B geHs (wmm 50 Mr B JieHb, eCiH
ucxonueli mokazarens pCK® o6pur >30 u <50 mur/mumu/1,73 MZ), Wik 1manedo, KOTopbie
NO0ABISIMCH K CTAHIAPTHOW TEpanuy COTJIACHO CYIIECTBYIOIIUM HAIIMOHAJIBHBIM CTaHIApTaM
[0 OMNpeAeNeHUI0 MeneBbiXx ypoBHeH HbAjc M KOHTpOIIO cepAaeyHO-COCYIUCTBIX (HDaKTOPOB
pucka. [1o 3aBepieHnn cperHero nepruoaa HabIOIeHUs, COCTABIAIONIETO 3 TO/a, y MAIlleHTOB
¢ C2 mpueMm cUTarmunTHHA B JOMOJHEHHE K CTaHAAPTHOMY JICUCHHUIO HE YBEIIUYMI PHUCK
cepbe3Hbix HP co cTOpoHBI cepliedHO-CcOCyAncTOl crucTeMbl (cooTHomeHue puckon 0,98; 95 %
noBeputenbHbd nHTEpBai, 0,89-1,08; p<0,001 ans moka3aTebCTBA OTCYTCTBHUS MPEBOCXOJICTBA)
WIA PUCK TOCHHUTAIM3ALMU MO NPUYMHE CepACYHON HEJOCTAaTOYHOCTH (COOTHOLIEHHE PUCKOB
1,00; 95 % noBepurensHblii uHTEpBan 0,83-1,20; p=0,98 nns pasnuyust 4acTOTHl PUCKOB), 11O
CpaBHEHHIO CO CTAaH/JIAPTHBIM JICUCHHEM 0e3 JJOTOIHUTENFHOTO TIpHeMa Mpernapara CUTarJIuITHH.
5.2. dapmaxkokHHeTHYeCKHe CBOICTBa

Abcopbrus

Memeopmun

[Tocne npuema BHYTpb MeTdopmuH abcopbupyetcst u3 XKT nocrarouno monHo. AGconroTHas
OMOJIOCTYIMHOCTh MET(GOPMHUHA Y 3JI0POBBIX J00poBOJbIIEB cocTaBiser 50-60 %. Bpewms
JOCTIDKEHUSI MaKCHUMaJbHOM KOHIEHTparuu B 1uiazMe KpoBH (TCpax) MOCIE HepopaibHOTO
npuema cocramiger 2,5 yaca. Ilocne npuema BHyTph 20-30 % HeabcopOupoBaHHOH (pakiyu
MeTGOopMHHA  BBIBOIUTCS  4Yepe3  KHIIEYHWK. [Ipomecc  BcachlBaHUS ~ MET(HOpPMHHA
XapakTepu3yeTcs HachlmaeMocThio. [Ipeamonaraercs, 94To papMaKOKHHETHKA €0 BCACHIBAHHS
HenuHelHa. Ilpu npuMeHeHHH B PEKOMEHAYEMbIX [03aX pPaBHOBECHAs KOHIIEHTPALUS

MCT(I)OpMI/IHa B IUIa3MC KPOBU NOCTHUTACTCA B TCUCHUC 24-48 4 ", KaK IIpaBHJI0, HC MPCBLIIIACT
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1 mxr/mi. Ilpu onHOBpeMEeHHOM mpueMe RUIIM  afQEPOMET] METHOPVMHE) (CAMRACTCA |

3a1ep’KUBACTCSL.

Cumaznunmun

AGcomoTHas OMOJOCTYIMHOCTh CHUTAINIMOTHHA COCTaBisieT mnpuOnmsurensHo 87 %. Ilpuem
CHUTArJMIITHHA OJHOBPEMEHHO C XHMPHOH NMUINE He OKa3bIBaeT BIHMSIHUSA Ha (PapMaKOKUHETHKY
npenapara.

Pacnopenenenne

Memopmun

Metdopmun ObICTpo pacnpenensieTcss B TKaHU, CBSI3bIBAaHUE MET(HOpPMHMHA C OelKaMH IJ1a3Mbl
HE3HauuTeNnbHO. MeThopMUH pacrpenensieTcss B JIpUTPOLUTaX. BeposTHO, 3PUTPOLUTHI
MPEICTABISIIOT COOOM BTOPUYHBIN KOMIApTMEHT pacrpeaencHus wmergopmuHa. CpenHee
3HaueHue Cmax MeTGOpPMHUHA B IETBHOW KPOBU HIKE, 4eM Cpax B TUIA3ME U JOCTUTACTCS depes
takoe ke Bpems. Cpennuit 00beM pacnpenencuus (Vg) konebsercs B auana3one 63-276 .
Cumaenunmun

Cpennuii  o0BeM pacmpeneneHusi B  PAaBHOBECHOM COCTOSHMM IIOCJI€  OJHOKPATHOTO
BHYTpUBEHHOTO BBeneHus 100 Mr CUTaraunTHHA Yy 37J0POBBIX JOOPOBOJBIICB COCTABIISET
npumepHo 198 5. @pakuusa oOpaTUMO CBS3BIBAIOLIETOCS C OelKaMH IIa3Mbl CUTArJIMIITHHA
OTHOCUTENIbHO HeBenuKa (38 %).

BI/IOTDaHCd)ODMaHI/IH

Memopmun

MeTtabonuTtsl MeTGOpMHUHA Y UYelI0BEKa HE UACHTU(PHUIIMPOBAHBI.

Cumaznunmumn

[TpubnuzurensHo 79 % cUTarmMNTHHA BHIBOOUTCS B HEU3MEHEHHOM BHJE IOYKaMH,
MeTabonnueckas Tpanchopmanus npenapata MUHIMAaJIbHa.

Ilocte mnpuema “'C-MEYEHHOTO CHTATIMNTHHA BHYTPh TpUMEpHO 16 % BBeICHHOI
PaTMOAaKTUBHOCTH 3KCKPETHUPOBAJIOCH B BUAE METAOOIMTOB CHUTArJUNTHHA. BBIIM BBISBIEHBI
CJIeZIOBbIe KOHIEHTpalMu 6 MeTabOoJIMTOB CUTArJUNTHHA, HE BHOCSIIME KAaKOro-Iubo BKJIazia B
wiazmennyo JIII1-4-uHruOupyIoIy0 akTUBHOCTh CHTArJWNTHHA. B mccrnenoBanusx in Vitro
nzodepmentsl cuctemsl ruToxpoma CYP3A4 u CYP2CS8 onpeneneHbl B KauecTBE OCHOBHBIX,
Y4YacCTBYIOUIMX B OTPaHUUEHHOM METa00IM3Me CUTATJIUIITHHA.

OIUMUHAIMA

Memdghopmun

MeTdpopMuH BBIBOAUTCS MOYKaMH B HeM3MeHEHHOM Buje. [loueuHblil KiMpeHC MeTPopMuHA
cocraByisier >400 MJI/MUH, YTO YKa3bIBaeT Ha BbIBeJeHHE MET(POPMHMHA 3a CUET KIyOOUKOBOM

GuIbTpauu U KaHanbIEeBoU cekperuu. Ilocie nepopaibHOro mpuemMa rnepuoja MoayBbIBEICHUS
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(T12) cocraBnser 6,5 4. Ilpu Hapymenun QyHKnum HWEK:ZM@.MBWW:W@WWC”

MPOMOPLUMOHAIBHO KJIMPEHCY KpeaTWHWHA, yBenuuuBass Tip, YTO MOXKET MPUBOAMUTH K
YBEIMYCHUIO KOHIIEHTPAIIMH MET(HOPMHHA B TUIa3Me KPOBH.

Cumaenunmun

Ilocie BBeeHust “*C-MEYEHHOTO CHTAIVIMITHHA BHYTPh 3IOPOBBIMH  10OPOBONBLAMH
MPAKTUYECKH BCA BBEJEHHAS PaJUOAKTHBHOCTh ObLIa BBIBEJACHA W3 OpraHu3Ma B TEUCHUE
Henenu, B ToM uucie 13 % - gepe3 kumeynuk u 87 % - moukamu. Cpegnuii Ty, cuTarnunTuHa
npu nepopainbHoM npueme 100 Mr cocraBiser npumMepHo 12,4 9, MOYEUHBIH KIMpPEHC —
npumMepHo 350 MJ1/MUH.

BriBefienre cutariiunTuHa OCyIIECTBISETCS IPEUMYILIECTBEHHO ITyTEM MOYEYHON SKCKPELUH 10
MEXaHU3MYy AaKTUBHOM KaHanbpleBOM cekpeuuu. CHUTArIMITUH SBISETCS  CyOCTpaToM
TpaHCIIOpPTEpa OpPraHMYECKUX aHHOHOB yenmoBeka Tperbero Tuma (NOAT-3), yuacTByromiero B
IpoIiecce MTUMHUHAIIMKA CHTATJIMITHHA MoYkaMu. Kiuaudecku 3Haunmocts yuactusi hOAT-3 B
TPaHCIIOPTE CUTAIVIUIITUHA HE YCTaHOBIeHa. Bo3MoXkHO ydacTue P-rimkonporenHa B MOYEYHON
NIIMMUHALMM CUTArJIMNTHHA (B KadecTBe cyOcTpaTa), OJHaKo MHruoOurtop P-riamkonporenHa
LUKJIOCIIOPUH HE YMEHBIIAET NOYEYHbIN KIUPEHC CUTATIMIITHHA.

DapMaKOKMHETHKA Y OTAEIBHBIX TPYIIN NAIUEHTOB

Tayuenmwvr ¢ C/{2

Memppopmun

[Ipu coxpanHOW (YHKIMK TOYEK (apMaKOKMHETHYECKHE IapaMeTphl MOCIE OJHOKPATHOTO U

MOBTOPHBIX TTpreMOB MeT(opmuHa y nanueHToB ¢ C/12 u 310poBBIX 1OOPOBOJIBIIEB OJMHAKOBHI,
KyMYJISILIMU TIperapara Mpy NpueMe TepaneBTUUECKHUX 103 HE IPOUCXOAMUT.

Cumaznunmun

®apMaKOKMHETHKA CUTArIMNTHHA y nanueHToB ¢ C/12 nogo0OHa papMakOKUHETHKE Y 3I0POBBIX
JI0OPOBOJIBIIEB.

Ioueunas nedocmamounocms

ITpemapatr CHUTAI'JIMKC MET He cnegyeT Ha3zHa4yaTh IallMEHTaM C  [IOYEYHOU
HEJI0OCTaTOYHOCTHIO (CM. paszen 4.3).

Mempopmun

VY mnanueHToB CO CHW)KEHHOW Mo4yeuHOW (yHKUMEH (M0 KIUPEHCY KpeaTHHHHA) IepHOA
NIOJIyBBIBEJICHUS TNpenapara yJUIMHIETCS, a MOYEUYHBIH KIMPEHC CHMIYKAETCS MPONOPLHOHAIBHO
CHI)KEHMIO KJIIMpEHCa KpeaTHHUHA.

Cumaznunmun

VY mnanmueHToB ¢ HapylleHueM (QYHKIHMM T0YeK CpeAHEH CTEMeHHM TSKECTH C pacuyeTHOU

ckopocThio kiyooukoBor ¢unsTpanuu (pCK®P) or 30 mo < 45 mu/mun/1,73 M? OTMETHIH

21



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 29.07.2024 N2 15517

IPUMEPHO 2-KpaTHoe yBenuieHue miasmMeHHon AUC cumanIniiTAras a, YHTaHEEHITOB-C Ty eII0MN

U TePMUHAIBHOU cTamuei (Ha remoauanu3se) yBenudenue 3HaueHus: AUC Obuto 4-KpaTHBIM 110
CPAaBHEHHIO C KOHTPOJIHHBIMU 3HAYCHHUSIMH Y JIOOPOBOJIBIIEB C HOPMAIBHON (PYHKIIHEH MOYCK.
Ileuenounas nedocmamouHocms

Mempopmun

Hccnenoanus ¢papMakOKHHETHUECKUX TapaMeTPOB MET(HOPMHUHA Y TAIIUEHTOB ¢ HAPYLICHUSIMU
(yHKINYU TIEYSHHU HE TPOBOINIHCE.

Cumaenunmun

VY marnueHToB ¢ HapymieHueM (YHKIMHM IeYeHU CpeaHed creneHu TsokecTH (7-9 OaioB mo
mkane Yaina-I1er0) cpenusis AUC u Cpax CUTArJIMIITHHA TTOCIIE OAHOKpaTHOTO mpuema 100 mr
yBenuuuBarotcst mpumepHo Ha 21 % u 13 %, coOoTBETCTBEHHO, MO CPABHEHUIO CO 3/I0POBBIMU
nobpoBonbiiamu. [TogoOHas pa3HUIa HE SIBIISIETCS KIMHAYSCKHA 3HAYUMOM.

Her kIMHWUYECKMX [NaHHBIX O MPUMEHEHMHM CHUTArJIUIITUHA Y TAIMEHTOB C IICYEHOYHOM
HEJOCTAaTOYHOCTHIO TSDKENOW creneHH TsokecTH (Oonee 9 OamnmoB mo mkane Yaitng-Ilsro).
Onnako, MCX0As M3 MPEUMYIIECTBEHHO IMOYEYHOI'O ITYTH BBIBEJICHUS MperapaTta, 3HaYUMBbIE
W3MCHEHHUs (apMaKOKHHETUKHM CUTATIMIITHHA Yy MAlMEHTOB C MEYCHOYHOW HEI0CTATOYHOCTHIO
TSDKEJION CTETEeHU TSKECTU HEe TMPOTHO3UPYIOTCA.

Ilon

Memdepopmun

DapMaKOKHHETUYECKUE MapaMeTpbl MET(HOPMHUHA HE OTIWYAIUCH CYIICCTBEHHO Y 370POBBIX
nobpoBosiblieB U marueHToB ¢ CJ[2 ucxonms w3 mojoBo mpuHAMIEKHOCTH. [lo maHHBIM
KOHTPOJMPYEMbIX KIMHHUUECKUX HCCIEIOBAaHUMN TUNoriukeMudeckue 3PphexTsl MeThopMuHa Y
MY>KYUH U KEHIIUH ObUTH aHATOTHYHBIMH.

Cumaenunmun

[To nanupIM aHanM3a (HapMaKOKUHETUUYECKUX JAHHBIX KIMHUYEeCKUX uccienoBanuid [ u Il daszbr
MOJIOBAasi ~ MPUHAIJEKHOCTh HE  OKa3blBaja KIMHUYECKM 3HAYMMOTO  BJIMSHUSA  Ha
dbapMakOKMHETHUECKHE TTapaMeTPbl CUTATIUIITHHA.

Jluya noowcunozo eospacma

Memdepopmun

OrpaHudeHHblE JaHHBIE U3 KOHTPOIUPYEMBIX (PapMaKOKMHETUYECKMX  HCCIEIOBaHUMN
MeTHOPMUHA Yy 3JI0POBBIX MOXKHUIBIX JOOPOBOJBIEB MMO3BOJSIIOT 3aKIIOYUTh, YTO OOIIUit
MJIa3MEHHBIA KJIMPEHC TIperapaTa y HUX CHIDKAETCs, MEePHUOJ TOJYBBIBEACHUS YJIMHICTCS, a
3Ha4€HUE Cpax YBETUUMBACTCS 1O CPABHEHHIO C MOJIOJBIMHU 370POBBIMH JOOPOBOJIBIIAMH. ITH
JTaHHBIE O3HAYAIOT, YTO BO3pACTHbIE M3MEHEHHUs (papMaKOKWHETHUKU Tpernapata O0OYCIOBICHBI

CHIDKCHHEM BBIJICTUTEILHOM (bYHI(LII/II/I ITOYCK.
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Cumaznunmun (NOCNEOCBATENEHOCTE 00071)

[Io npaHHBIM TOMYIAUMOHHOTO (PApPMAKOKMHETUYECKOTO aHajdu3a JaHHBIX KIMHUYECKHX
uccienoannii | u Il a3el Bo3pacT manueHToOB HE OKAa3bIBAJI KIIMHUYECKH 3HAYMMOTO BIUSHUS
Ha (apMaKOKMHETHYECKHE MapaMeTphl CHUTAMIMNTHHA. KOHIEHTpanus CUTArJuNnThHA Y
MOKUJIBIX MannueHToB (65-80 ser) O6buta mpuMepHO Ha 19 % BbIllIe, 4YeM y MOJIOBIX.

Jlemu u noopocmiu 0o 18 nem

HccnenoBanuii papMaKkOKHHETUKN (PUKCUPOBAHHON KOMOMHAIIMK MET(HOPMHH + CUTATJIUNTHH Y
JIeTel U OIPOCTKOB B BO3pacTe A0 18 jeT He MPOBOIUIOCH.

Pacosas npunaonescrnocmo

Mempopmun

HcenenoBanuii. 10 NOTEHUMAIBHOMY  BIMSHHUIO  PacoOBOM  INPUHAJUICKHOCTH — Ha
(bapMaKOKHHETHYECKHE TTapaMeTphl MeT(HOPMHUHA HE TPOBOAWIH. [10 TaHHBIM KOHTPOIHPYEMBIX
uccienoBanuii MerdopmuHa y mnamnueHtoB ¢ CJI2 rumormmkeMuyeckoe NEiCTBHE Ipernapara
OBLJIO CPaBHHMBIM Yy MPEICTABUTENEH €BPOMEOUIHON, HETPOUMTHOW pac U MpecTaBUTENEH
JaTUHOAMEPUKAHCKUX CTPaH.

Cumaenunmun

[To nanHbpIM aHanM3a (HapMaKOKMHETHYECKHUX JAaHHBIX KIMHHUecKux uccienoBanuit I u I ¢assl
pacoBasi NPUHAUIEKHOCTh HE  OKa3blBajla  KJIMHMYECKM 3HAUYMMOIO  BIMSHUS  HA
dbapMakOKMHETHYECKHUE TMapaMeTpbl CUTArJUNTHHA, B TOM 4YHCIE Y MpeAcTaBUTENeH
€BPOIEONIHON U MOHIOJIOMJHON pac, MpeJCTaBUTENIEH JJATUHOAMEPUKAHCKUX CTPAaH U APYTUX
THUYECKUX U PACOBBIX IPYIII.

Hnoexc maccot mena (MMT)

Cumaznunmun

[To naHHBIM CIOYKHOTO M MONYJISIUOHHOIO AaHAIN30B (PAPMAKOKMHETUUYECKUX IapaMEeTpOB M3
knuHu4eckux uccinenoBanuit I u Il ¢pazer UMT He oka3piBasl KIMHUYECKU 3HAUMMOI'O BIUSHUS

Ha (I)apMaKOKI/IHeTI/I‘-IeCKI/Ie napaMeTpbl CUTArJIMIITUHA.

5.3. JlaHHBIe JOKJIHHUYECKOH 0e30IacHOCTH

Uccnenosanus npenapara CUTAI'JIMKC MET Ha XMBOTHBIX HE IPOBOJMINCE.

B wuccrnenoBanusx, mpoBOIMMBIX B Te€4eHHE 16 Helenb, B KOTOPHIX COOAKH MOTy4alud JTHUOO
TONIBKO MeTPOopMHUH, OO0 KOMOMHANWMIO MeT(HOpMHHA ¥ CHUTArJUNTHHA, J100aBOYHOU
TOKCHYHOCTH TIPH MPUMEHEHUH KOMOWHAITMH BBISBICHO HE OBUTIO. YPOBEHb, HE BBI3BIBAIOIINI
BUIUMBIX oTpunareiabHbix 3ddexto (YHBOD), B 3Tux wuccnenoBaHusx HaOmogancs MOpu

CTEIIEHU BO3ACUCTBUS  CHTAarl JIMIITHHA, TPUMCEPHO 6-KpaTHO HpeBBII_HaIOH_ICﬁ CTCIICHb
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BO3/ICHCTBUs y YENOBEKa, M METGOpPMUHA NPH MPUOIARATETBHO B 213 Pa3a JIPEBHIIApIICi

CTETNEeHb BO3JICHCTBUS y YEIOBEKA.

PesynpTaramu uccienoBaHui, IPOBEICHHBIX C MPUMEHEHUEM CHTAMNIMIITHHA WIH MEeT()OpMHHA
M0 OTJEIBHOCTH SIBJISIIOTCS CIAEAYIOIINE JTAHHBIE.

Merdhopmun

Ha ocHoBanmum  oOmEnpuHATHIX  (apMaKOJOTUYECKHX  HCCIEAOBaHUN  0€30MacHOCTH,
TOKCHUYHOCTHU MPU MHOTOKPATHOM BBEICHHH, T€HOTOKCHUYHOCTH, KaHIIEPOT€HHOI'0 MOTEHIIMAa,
TOKCHYECKOTO BO3JCHCTBHS HAa PENPOAYKTHBHYIO (YHKIUIO, TOKIMHUYECKUE JaHHBIC
HCCIIeI0BaHMS METHOPMHUHA HE BBISIBIISIOT OCOOBIX PUCKOB JIJIS JIFOJCH.

CuTarnunTuH

Tokcudeckoe BO3ACHCTBHE HA TIOYKKM M IEYCHb HAONIOAANIOCH Y TPBI3YHOB IMPU CHCTEMHOM
BO3JICUCTBUH, B 58 pa3 MPEBBIIIAIOIIEM YPOBEHb BO3JICHCTBUS Ha YEJIOBEKA, B TO K€ BpeMsi ObLIO
oOHapy»XeHO, 4TO MpH YpoBHE B 19 pa3 mpeBbIIIaoIeM ypOBEHb BO3JCHCTBUS Ha 4YeIOBEKa
Tokcuueckuii 3gdext orcyrcrBoBai. [lo maHHBIM HCCleAOBaHMUS Ha KpbICax, MPOBOJKMMOTO B
TedeHHue 14-Hemenb, aHOMaJINH PE3I0B 3yOOB HAOIIONAIKCH Y KPBIC TIPU YPOBHSIX BO3JICHCTBHUS,
B 67 pa3 NPEBHIIAIIINX YPOBEHb KIMHUYECKOTO BO3JICHCTBUS; YPOBEHb OTCYTCTBUS dDdekTa
JUISL TOTO TTOKa3aTensi ObuT 58-KpaTHBIM. 3HAUYCHHUE dTUX JTaHHBIX JUIS JIFOJECH Heu3BecTHO. [Ipu
YpOBHE BO3JCUCTBHUSA, MPUOIMZUTENHLHO B 23 pa3a MPEBHINIAIONIEM YPOBEHb KIMHUYECKOTO
BO3JICICTBUS, Yy co0ak HAOMIOAANUCh TPAH3UTOPHbIE (U3MYECKHUE MPHU3HAKU, CBSA3AHHBIE C
MPUMEHEHUEM TIPEenapaToB, HEKOTOPHIE W3 KOTOPBIX CBUACTEIBCTBYIOT O TOKCHYECKOM
BO3JICUCTBUM HA HEPBHYIO CHCTEMY, TaKHM€ KaK JIbIXaHHUE OTKPBITHIM PTOM, CIIOHOTCUYEHHE,
Oenble TICHUCTBIE PBOTHBIE MACChl, AaTaKCHs, MAPOXKb, CHIDKEHHAs AaKTHUBHOCTb, W/HUIU
cropbnenHas mo3a. Kpome TOro, rucroioruyeckd HaOmroaaizach OY€Hb JIeTKas WM JIerKas
JIeTeHepalnusi CKEJIETHOW MYCKYJIATyphl TpPH [103aX, MPUBOAIIMX K YPOBHAM CHCTEMHOTO
BO3JICUCTBUS, MPUONM3UTENIHHO B 23 pasza MPEBBIIAIOIIUM YPOBHHU BO3JIEUCTBHS Y JIIOJEH.
YpoBeHb oTcyTcTBUA 3P eKTa I ITUX TToKa3zaTesneld HaOIIoAaNCs MPU 6-KpaTHOM yBETUYCHUH
YPOBHSI KJIMHUYECKOTO BO3/IEHCTBHS.

B noxnvHMYecKHX McCIeAOBaHUSAX HE ObUIO MTPOJEMOHCTPUPOBAHO TEHOTOKCHUECKOE JEHCTBHE
cutarnTruHa. CUTArJIMIITUH HE OKa3bIBAJI KAHIIEPOTCHHOE JIEWCTBHE Y MBIIICH. YBelIUueHue
YacTOTHl BOSHUKHOBEHHSI aJICHOMBI U KapIIMHOMBI MEYEHU y KPBIC HAOIIOAATIOCh MPU YPOBHSIX
CHUCTEMHOT'0 BO3ACICTBUsA, B 58 pa3 MpeBbIIIAIOIINX YPOBEHb BO3AeHCTBUA Y Jtojeil. [lockonbky
OBLTO TIOKA3aHO, YTO TE€MaTOTOKCHYHOCTh KOPPEIUPYEeT ¢ WHAYKIHEH HEOITaCTUYECKUX
MIPOIIECCOB B TMEUYECHH y KPBIC, TTOBBIIMICHHAS] YaCTOTa OMYyXOJIel TIEYeHH Y KPBIC, BEPOSTHO, ObLIa
BTOPUYHOM 10 OTHOUIEHUIO K XPOHUYECKOMY TOKCHUYECKOMY BO3/IECTBHUIO HA MEYEHb MPU TaKOH

BBICOKOH n03e. M3-3a BBICOKOTO pe3epBa Oe3omacHocTU (ypoBeHb oTcyTcTBHs dhdexTa mpu 19-
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KPATHOM YBEJIMYEHHH CTETICHH BO3IEHCTBUS) JTH HEOTPIACTIAEORME M3MEH CHIIS (HE LCHATARPTCS

aKTyaJIbHBIMM JUI CUTYalUH y JTIOAEH.

Y camIl0B M CaMOK KpbIC, IOJIyYaBIIMX CHUTAIJIMITHH J0 W BO BpeMsl CIApUBaHUs, He
Ha0JII01aJ7I0Ch CBSI3aHHOTO C JICYCHUEM BO3JICHCTBHSI HA (PePTHIILHOCTb.

B wuccnenoBaHuM mpe/NOCTHATANbHOIO pa3BUTHS, IPOBEIEHHOM Y KpbIC, HEKEJIATEeIbHBIX
3(PEeKTOB CUTATIMIITHHA BBISIBJICHO HE OBLIO.

HccnenoBaHust TOKCHYECKOTO BO3JIEHCTBHS Ha PENPOAYKTUBHYIO (YHKIMIO IIOKa3aiH
HEOOJIBIIIOE CBSI3aHHOE C JICUCHHEM IOBBIIICEHUE YAaCTOTHl BO3HMKHOBEHHUS MOPOKOB Pa3BUTHUS
pebep nmioaa (OTCYTCTBHE, HEIOPA3BUThIE U U30THYTHIE pedpa) y MOTOMCTBA KPbIC IIPU YPOBHAX
CHUCTEMHOI'0 BO3/EUCTBUs, Oojee 4yeM B 29 pa3 MpEBHILAIOUIMX YPOBHU BO3AEHCTBHS Ha
yesoBeKa. Tokcnyeckoe BO3/1elCTBUE HA MATEPUHCKUI OPraHNu3M HaOII0AaJI0Ch Y KPOJIMKOB IIPU
IPEBBILIEHUH BO3AEHCTBUA Oosiee yeM 29 pa3 MO CpPaBHEHMIO C YPOBHEM BO3JCHCTBHUS Ha
yenoBeka. M3-3a BBICOKOro pe3epBa 0€30MAaCHOCTH 3TH Pe3yJbTaTbl HE IPeanojararT
3HAYMMOI0 pHUCKa s PenpoayKUMH dYenoBeka. CHUTArJaMNTUH B 3HAUYUTEIBHOM KOJIMYECTBE

BBIJICJISIETCS] B MOJIOKO JIAKTHPYIOIIMX KPBIC (COOTHOIIEHHE MOJIOKO/Tu1a3ma: 4:1).

6. ®APMAILEBTUYECKHUE CBOVCTBA

6.1. IlepeyeH» BcmoMoOraTebHBIX BelIECTB

MukpokpHcTaIMuecKas 1euIto103a

IToBunon

Harpus naypuncynsdar

Hartpus creapundymapar

IInenounas obonouxa:

Kommoszurust st 000709KH (KpaCHOTO I[BETA) [ITOJMBUHMIIOBBINA CIUPT, Makporon 3350, Tutana
muokcun (E171), Tanbk, kpacutesb xese3a okcu kpacHsiid (E172)].

6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpoxk rognoctu (Cpox XxpaHeHHs)

2 roza.

6.4. OcoOble Mepbl PeI0CTOPOKHOCTH NIPU XPaHEHUH

XpaHuTb IIpu TeMIiepatype He Boie 25 °C.

6.5. XapakTtep u coep:kaHue NePBUYHON YIIAKOBKH

[To 10 TabGneTok B KOHTYPHYIO SYEHKOBYIO YNAKOBKY, cocTosulyo u3 rmieHku [IBX/IIB/IX
(TTOJTMBUHWIXJIOPUI/TIONMUBUHUIUACHXIIOPHT) | donbru  aTIOMUHUEBOM  IEYaTHOM

JIAKUPOBAHHOM.
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o 2, 3, 6, 9 mm 10 KOHTYPHBIX AYEHKOBBIX | yHaKOBOK (TIO IO rabyreTox| BMETTey ¢ fIQTKOM-

BKJIJIBILIIEM TTOMEIIAIOT B MaYKy KapTOHHYIO.

6.6. Oco0ble Mepbl NPEIOCTOPOKHOCTH MNPH YHUYTOKEHHHM HCHOJIb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara ujiM 0TX0/A0B, MOJYUYEeHHBIX M0CJe MPUMEHeHHs Mpenapara, u
Apyrue MAHUMYJISLHMY € TPenapaTom

Oco0bie TpeOOBaHMS OTCYTCTBYIOT.

7.  JEPXATEJIb PETUCTPAIIMOHHOI'O YJOCTOBEPEHUSA

Poccuiickas @enepanus

000 «M3Bapuno Papmar

Anpec: 108817, r. MockBa, km BHykoBckoe mocce 5-ii (1. BuykoBckoe), a8ia. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

®dakc: +7 (495) 232-56-54

Dnekrponnas moura: info@izvarino-pharma.ru

7.1. TlpencraBuTeJb JAepKaTejsi PerHCTPANMOHHOIO YI0CTOBEPEHU S

[Iperen3un norpedbuTeed HAIPABIATE 110 aIPECY:

Poccuiickas ®@enepanus

00O «M3Bapuno dapmar

108817, r. MockBa, kM BHykoBckoe mocce 5-i (. Buykosckoe), nsia. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

dakc: +7 (495) 232-56-54

OnekrponHas moura: info@izvarino-pharma.ru

8.  HOMEP PETHCTPAIHMOHHOI'O YAOCTOBEPEHUSA

9. JIATA NEPBUYHOM PETMCTPAIIMM (IIOATBEPXKJIEHUSA PETUCTPALIMH,
INEPEPETUCTPAIIN)

Jlata nepBoii perucTpanuu:

10. JATA NIEPECMOTPA TEKCTA

O6mas xapakrepuctuka JjekapcrBeHHoro mnpemnapara CUTAIJIMKC MET nocrynna Ha

uH(pOpMallMOHHOM TmopTaje EBpasuiickoro SKOHOMHYECKOTO COr03a B HH(OPMAalMOHHO-

KOMMYHUKaIIMOHHOM cetn «HTepHeT» http://eec.eaeunion.org/
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