JIMCTOK-BKJIAABII - HHGOPMAUA U1 MAIIMEHTA

Arapra® Mer 50 mr + 500 mr, Ta6JIeTKH, MOKPBITHIE MJIEHOYHOI 000104K0i
Arapta® Mer 50 mr + 850 Mr, Ta6/1eTKH, NOKPLITHIE IJIEHOYHOH 000JI09K0i
Arapra® Mer 50 mr + 1000 mr, Ta0J1€TKH, IOKPBITHIE ILIEHOYHOH 000/109K0i

JlelicTByIOIIME BEIECTBA: BUIIATIUITAH U MET(OPMHUHA TUIPOXIOPU]

Ilepen npueMoM npenapara noJHOCThHIO MPOYNTANTE JTUCTOK-BKJIAAbIII, NOCKOJIbKY B HEM
coaep:xarcsl BaxkHble 1Js Bac cBeeHus.
- Coxpanure 1HCTOK-BKIaAbII. Bo3moxHOo, Bam nmoTpedyeTcs mpounTaTh €ro eiie pas.
- Ecnm y Bac BO3HUKIIN TOTIOTHUTENBHBIE BOIIPOCKHI, 00paTUTECH K JICHAIeMy Bpady.
- Ilpemapar naznauen umenHo Bam. He mnepenapaiite ero apyrum moasim. OH MOXKET
HaBPEIUTH UM, JaK€ €CIIU CUMIITOMBI X 3a00JIeBaHUs COBMAAAlOT ¢ Bammmu.
- Ecau y Bac Bo3HuKIIM Kakue-TnOO HeXenaTeabHble peakiuu, 0OpaTUTECh K Jeyaliemy
Bpauy. /laHHast pekoMeHAaIus paclpoCTpaHseTCs Ha JTI0ObIEe BO3MOKHBIE HEXKeaTeIbHbIE
peaKiuu, B TOM YHCJIe Ha HE TIepeUHCIIEHHBIE B pa3jelie 4 TUCTKa-BKIIaAbIIIA.

Conep:kaHue JUCTKA-BKJIAAbIIIA

Yro u3 cebs npeacTapiseT npenapat Arapra® MerT, U I 9ero ero npHMeHSOT.
O yeM clielyeT 3HaTh Iepej] IpueMoM Ipenapara Arapra® Mer.

I[Ipuem npenapara Arapra® Mer.

Bo3MoskHbIE HEXKellaTeIbHbIE PEaKIUU.

Xpanenue npenapata Arapra® Mer.

CoaepxuMoe ynakoBKH U IIPOYUE CBEJCHUS.

ook wndE

1. Yto u3 cebst npeacrasisier npenapar Arapra® Mer, ¥ UIsi 4ero ero NpMMeHsII0T
IIpenapar Arapra® MeT coiepKuT [Ba TUIIOTIMKEMUYECKHX CPEICTBA C PA3HBIMU MEXaHU3MAMH
NeMCTBUSA: BUWINATJUITHH, OTHOCAIIMHCS K KJaccy HWHTUOUTOPOB JUMENTHAMINENITHAA3bI-
4(AII1-4), u merdopmun (B QopMe THIPOXIOpUAA), MPEACTABUTENb Kjacca OHWTyaHH[OB.
KomOuHanus 3TuX KOMIOHEHTOB 03BOJIsET O0Jee 3P PEeKTUBHO KOHTPOIUPOBATH KOHIIEHTPALIUIO
[JIIOKO3bl KPOBHM y TAIMEHTOB ¢ caxapHbIM nuadberom 2 tuma (CI 2) B TeyeHue 24 yacos.
BemectBo BHIIArTUOTHH CHOCOOCTBYET YBEJIMYEHHIO BBIPAOOTKH IMOJKETYJOYHOM >Kene30i
MHCYJIMHA M YMEHBIICHMIO TJIOKaroHa. BemiecTBo MeT(OpMHH MOMOraeT opraHusmy Oosee
3 HEKTUBHO NCIIOIB30BATh MHCYNHH. [ToKka3aHo, 4TO TaHHBIN JeKapCTBEHHBIN penapaT CHUKaeT
KOHIIGHTPALlMI0 caxapa B KpPOBM, YTO MOXET CIIOCOOCTBOBAaTh IpeNoTBpalleHHi0 y Bac
OCJIOXKHEHHUH caxapHOro auadera.

Ioxka3zaHus K NPUMEHEHHIO

[penapatr Arapra® MeT npuMeHseTcs Jisl JJedeHUs B3POCIbIX NAMEHTOB OT 18 NeT u crapiue ¢
caxapHbIM J1a0eToM 2 THMa (B COUeTaHUU C TUETOTepanuei u GU3NUECKUMH YIPAKHEHUSIMHU).
[penapar Arapra® Mer Hoka3aH B KauecTBE CTapTOBOI Tepalvu y MAlUEHTOB C CaXapHBIM
nuabeToM 2 Tuma JUid  YIYYIIeHHS TJIMKEMHYECKOro KOHTPOJs NpU HEJOCTaTOYHOM
3¢ (HEKTUBHOCTH TUETOTEpay, (PU3NUECKUX YITPa)KHEHUH.

[Ipenapar Arapra® MeT mokazaH B KadecTBe JIOMOINHEHHS K JHETe M PEKUMY (DU3MUECKHX
Harpy30K I yJy4YIIEHHs] TJIMKEMUYECKOTO KOHTpois y nanueHtoB ¢ CJl 2, He pmocTurmmx
a/IeKBaTHOTO KOHTPOJIS Ha (OHE MOHOTEpanuu MET(HOPMUHOM WM BHIAATIUOTHHOM, JHUOO Y
MAIMEHTOB, paHee MOIY4YaBIINX KOMOMHUPOBAHHYIO TEPAIHIO STUMH JIByMs IIpenapaTaMu B BUJIE
MOHOIIPEIApaTOB.

Jns ynydmieHus TIUKEMUYECKOro KOHTPOJIS B JOMOJHEHHWE K JUETOTepanuud U (U3NYECKUM
Harpy3kKam:



— B KOMOWHAIIMH C POU3BOIHBIMH CYJIb()OHUIMOYECBUHBI (TPOMHAS KOMOMHUPOBAHHAS TEPATTHS )
y TAalMeHTOB, paHee TMOJYyYaBIIMX TEPaNuI0 MPOUZBOAHBIM CYJIb(OHUIMOYEBUHBI H
MeTHOPMUHOM 03 TOCTUKEHHS aJIeKBATHOIO KOHTPOJIS MIUKEMHUH;

— B TPOWHOW KOMOWHHUPOBAHHOH TEpanuu C WHCYJIMHOM Yy TAlMEHTOB, paHee MOJyYaBIIUX
WHCYJIMHOTEPANHIo B CTAOMIBHON 03¢ U METPOPMUH 0€3 TOCTHKEHUS aJIeKBaTHOTO KOHTPOJIS
[JIMKEMUH;

Ecnu ynyumenue He HacTynuiio wid Bel uyBcTByeTe yxyauieHue, HeoOX0AUMO oOpaTUThCs K

Bpauy.

2. O uyeM ciieqyer 3HATh Hepel npueMoM npenapara Arapra® Mer

IIporuBonokazanus

He npunumaiite npenapar Arapra® Mer:

- eciu y Bac amneprus Ha BWINArTUNTHH, METGOPMHH WM JIIOOBIE JPYrUe KOMIIOHEHTHI
JAHHOTO IpenapaTa (IepeurciIeHHbIe B pa3jiesne 6 JIMCTKa-BKIIa IbIIIa);

- ecnu y Bac umeercs nmodyeuHasi HEJOCTaTOUHOCTb WJIM HapyllleHHne (PYHKIHUU MOYEK TSKEION
CTETIEHH NIPH CKOPOCTH KIy00ukoBoii pumsrpamyu (CK®D) <30 mi/mun/1,73 M?;

- ecnu y Bac ocTpble cOCTOSIHMSI, TPOTEKAIOIIME C PUCKOM Pa3BUTHUS HapylIeHUH (YHKIIHH
MOYeK, Takue Kak oOe3BOKMBaHWE (Ierujaparanus) MpU TOBTOPHOM pBOTE, auapes,
JIUXOpajKa, TsKenble WH(GEKIMOHHBbIe 3a00JeBaHMs], IIOK, CENCUC, WH(GEKIHUU TOYeK,
OpoHXO0JIeTOYHBIE 3a00JIEBAHUS;

- ecnu y Bac umeroTcs BbIpakeHHBIE TMPOSIBICHUS OCTPHIX U XPOHHYECKHX 3a00JIeBaHUM,
KOTOpBhIE MOTYT MPHUBOAUTH K Pa3BUTHIO HEAOCTaTKa KHUCIOpOJa B TKaHAX (TKaHEBOMU
TUIOKCHH ), TAKUX KaK OCTpasi U XpOHHUYECKas cepieuHas HeJOCTATOYHOCTh C HECTaOMIIbHBIMU
MOKa3aTeIsIMU TeMOJUHAMUKH, JIbIXaTeIbHAasi HEJOCTATOYHOCTb, OCTPBIA MH(PAPKT MUOKAP/a;

- ecnu y Bac medeHo4Has HEIOCTaTOYHOCTh, HapylleHHe (YHKIMHM TE€YEHH, BKIIOYas
MOBBIIICHHYIO aKTUBHOCTH «IICYCHOYHBIX» (hepMeHTOB (asmaHuHamMuHOTpancdepassl (AJIT)
win acrapraramuaoTpancepassl (ACT) B 3 u Gosiee pa3 BbIIIIe BEPXHEH TPAHUIIBI HOPMBI
(3xBI'H). IlockonpKy y MalMEHTOB € HapylmleHWEM (YHKLIUU IE€YEHH B pAle CIydyacB
OTMEYaJICs JIAKTOAll1/103, BO3MOXKHO, SIBJISIFOIIMICS OJHON 13 HexkenaTtenbHbIX peakiuil (HP)
npu npueme MeTgopMuHa, npenapar Arapta® MeT He cielyeT NPUMEHSATDH Y TALUEHTOB C
3a00JIeBaHUSAMH [TEYEHH WM HapYLICHUSIMH OMOXMMUYECKUX MMOKazarened pyHKINY eUYeHH;

- ecnu y Bac HeKOHTpoMpyeMblii caxapHblid AMa0eT ¢ BHICOKMM YPOBHEM caxapa U KETOHOBBIX

TEJ B KPOBU (rabeTUUECKHI KeToaIua03, TnadeTHYecKas npekoMa, KoMma);
Keroanunoz — 310 cocTosiHME, MpU KOTOPOM B KPOBH HAaKaIUIMBAIOTCS TaK Ha3bIBacMble
KETOHOBBIE TEJIA; TaHHOE COCTOSTHUE MOKET IPUBECTH K TnabeTnyeckoil mpekome. CUMITOMBI
KeToalu103a — 00J1b B KHUBOTE, yYallleHHOE TTTyOOKO€E JIbIXaHNE, COHJIMBOCTb WM MOSIBJICHHE
HEOOBIYHOTO (PPYKTOBOIO 3araxa B BbIIBIXa€MOM BO3/YX€;

- eciu y Bac mmeercsa win paHee HaOMIOJanoch CTOMKOE MOBBIINIEHHE YPOBHS MOJOYHOM
KHUCJIOTHI B KPOBHU (JIAKTOAIM103);

- eciu Bam Oyayr mnpoBOAWTH PEHTIEHOJOTMUYECKOE HCCIEOBaHHE C  BBEACHUEM
HO/COJEpKAILEr0O KOHTPACTHOTO BELIECTBA, Bbl JOJKHBI MPEKpaTUTh MPUEM Ipernapara
ArapTa® Mer 3a 48 4acoB 10 HcclieJOBaHUs U B TeueHue 48 4acoB MOCIE €ro MPOBEICHHUS;

- ecnu y Bac TpaBma ninn Bam npeactouT oOmmpHas Xupyprudeckas ornepars;

- ecnu y Bac caxapusiii quaber 1 tuna;

- ecau y Bac XxpoHMUecKHii alnKorojinu3M, OCTPOE aIKOT0JIBHOE OTPABJIEHUE (MHTOKCUKALUA);

- ecnu Bl coOmtonaere runokanopuiinyio nuery (menee 1000 kkan/cyr).

Oco0ble yka3aHusi H Mepbl IPE10CTOPOKHOCTH
Iepen npuemoM npenaparta Arapra® MeT IPOKOHCYIBTHPYHTECH C JIEUalliM BPauoM.



Puck pasBuTus Jakroaumnao3a

[Ipenapar Arapra® MeT MOKeT BBI3BIBATH PAa3BUTHE OYEHb PEIKOH, HO OYEHb CEphE3HOI

HE)KENIaTeIbHOM peakiuy, Ha3blBaeMON JIAKTOALM030M, OCOOCHHO MPHU HAJIMYUU HAPYIIEHUH

¢yHkunu movek. PUCK pa3BUTHA JTaKTOAMI03a TAKXKE IMOBBIIIACTCS NMPU HEKOHTPOJIUPYEMOM

caxapHOM Jualere, TKENbIX HMH(EKLHMOHHBIX 3a00J€BaHMSX, UIMTEIBHOM TOJIOJAaHUM MU
yIOTPeOICHUH alTKOTOoJIsA, ACTHApaTaluy (HIXKe TpeAcTaBieHa oosee nmoapoOHas nHpopMarus),

HapyLEHUSX CO CTOPOHBI MEYEHU U JIFOOBIX APYrHMX COCTOSHUSX, IPU KOTOPBIX YMEHBLIAETCS

cHa0)KeHUe TKaHEHN KUCIOPOAOM (HalpuMep, IPU TAKEIOM OCTPOM 3a00JIEBAHUU CEPALIA).

Ecny uTo-m160 13 nepeyrcIeHHoro Bbllle OTHOCUTCS K BaM, IpOKOHCYIbTUPYHTECH € JeYalluM

BpauoM.

IIpn HagM4YuM COCTOSAHHMSA, KOTOpPOE€ MOKET NPHBECTH K Pa3BHTHIO JAerHApaTaluu

(3HAUMUTENBHON MOTEPE >KUIKOCTH), HAIpUMEp, NpPU TKEIONW pBOTE, AMApEE, JIUXOPAIKE,

TEIUIOBOM  BO3JCHCTBMM MM  yNOTPEOJEHUHM HEJOCTAaTOYHOIO KOJIMYECTBA KHUIKOCTH,

npekparure npuem npenapara Arapra® Mer Ha nekoropoe Bpemsi. OGpaTuTech K Bpauy 3a

KOHCYJIbTAI[UEH.

IIpu nosiBjIeHNH KaKUX-JIM00 CHMIITOMOB JIAKTOALM/1032a HEMeJICHHO NPeKpaTuTe NMpueM

npenapara Arapra® Mer u o0paTuTech K Bpady WJIH B OJHKAMIINIA CTAMOHAP, TOCKOIBKY

JTAHHOE€ COCTOSTHUE MOXKET MPUBECTH K PA3BUTHUIO KOMBI.

K cumnromam jgakToanug03a OTHOCATCS:

- pBOTa

- 00JIb B )KHBOTE

- MBIILIEYHbIE CYJOPOTHU

- OLLYLIIEHHE OOIIEro HEJOMOTaHUs C BEIPAXKEHHON yCTaJIOCThIO

- 3aTPyJIHEHHOE JIbIXaHUE (O/bIIIKA)

- CHIOKEHME TEMIIEPATYPhI TeJla U YaCTOThI CEPACUHBIX COKPALICHUH.

JlakToamumo3 — COCTOSHUE, TpeOyroliee OKa3aHUS HEOTIOXKHOW MEIUIIMHCKON TOMOINNA B

YCIIOBUSX CTallMOHApA.

I[Ipenapar Arapra® MeT He sABJsfeTCA 3aMeHOIl MHCYIHMHOTEpANHUH, MOITOMY BBI HE JOIKHEI

OPUHUMATH [Ipenapar Ajs JeueHus caxapHoro auabera 1 Tumna.

CoobuuTe neyameMy Bpady, Ipex e 4eM IPUHEMATh mpenapat Arapta® Mer:

- eciu y Bac umeercs uiam ©Menoch B MPOILIOM 3a00JI€BaHUE MOIKENTYI0UHOM Kemne3bl (Takoe
KaK [aHKPeaTuT);

- ecyu Bel npuHUMaeTe NpoTUBOANA0ETUYECKUI TpenapaT, KOTOPBIH OTHOCUTCS K
IIPOU3BOJIHBIM CYJIb()OHMIMOUYEBHHBI. Bpau MoKeT CHU3UTH /103y Mpenapara
cynb(OHUIMOYEBUHBI, ecli Bbl MpUHKMMAaeTe ero BMecTe ¢ penapatom Arapra® Mer,
4yTOOBI N30€XkKaTh PE3KOr0 CHUKEHUSI YPOBHS caxapa B KpOBHU (TUIIOTJIMKEMUN);

- eciu Bbl paHee mpUHUMAaNM BUJIIATTUOTHH U OBUIM BBIHYXJIEHBI MPEKPATUTh IMPUEM H3-32
3a0osieBaHus NedeHu, BaM He ciieiyeT puHUMAaTh JaHHbBIN Ipernapar;

- ecmu Bor crapme 60 ner W BBINONHSETE TsDKEIyro (usnueckyro paboty (B CBs3H C
HOBBIIIICHHBIM PHUCKOM pa3BUTHs Y Bac nakroanunosa);

- eClIU IJIaHUpYeTCs MpOoBe/IeHNe OOINPHOTO XUPYPrUYecKOro BMeIIaTeNIbCcTBa, Bam crienyer
peKpaTHTh IPMHAMATH TIpenapat Arapra® MeT Ha BpeMs OIepaluy M Ha HEKOTOPOE BpeMs
nocjie Hee. Bam Bpau pelmuT, Koraa cieayeT OoTMEHHTh mpemapar Arapta® Mer u koraa
BO300HOBHUTH €T0 MPHUEM;

- eciu Bam mumaHupyercss mpoBelleHHE pEeHTreHOrpaguu WIM CKaHUPOBaHMUS C BBEACHHUEM
HozconepKaluXx KOHTPACTHBIX CpPEICTB, Bam cieayer NpeKkpaTuTh NpUEeM Ipernapara
Arapta® Met 10 umu Bo BpeMs MccienoBanus. Jleuanuii Bpau pemuT, koraa Bel JOLKHBI
TIpeKpaTHTh JedeHue npenaparoM Arapta® MeT U Korjja MOKHO BO30OHOBUTE JIeUEHHUE.

Annepeuueckue peaxyuu

CooOmasioch 0 pa3BUTUU TSDKENBIX AJIEPTUYECKUX peakuuili Ha (oHe mpuema mpernapara.

Peakuuu runepuyBCTBUTENBHOCTH BKJIIOYAIM AHTMOHEBPOTUYECKHH OTEK W 3KC(OIMATHBHbBIC

nopaxkeHusi Koku. [Ipu MOsSBIEHUU TaKMX HEXeJIaTeNbHbIX PEaKIMi, KaK ChIlb, KPallMBHUIIA,
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My3bIpu (BOJIIBIPH) Ha KOXKE/TIETYIIIEHUE KOXKH, OTEYHOCTD JIUIA, TY0, S3bIKa U TOpJia, KOTopas
MO3KET COMPOBOXKIATHCS 3aTPYIHEHUEM JBIXaHUS WU TJIOTaHHSI, HEMEJICHHO MPEKPATUTE TIPUEM
npenapara Arapra® MeT u o6paTuTech K Bpauy WM B OTAeJIeHHE CKOPOil OMOILH.

bynnesnwiti nemgpucouo

Ecnu y Bac nosiBuiinch Bonbipu (Iy3bIpH) Ha KOXKE, 3TO MOXET ObITh MPU3HAKOM COCTOSIHUSA,
KOTOPOE Ha3bIBaeTCs «OyJUIe3HBIH neMpuroni», coodumre 00 3ToM nedamieMy Bpady. Jleuamuit
Bpau MOYKET HPeUI0KUTh BaM pekpaTuth npueM npenapata Arapra® Mer.

Koumponwv ¢hynkyuu nouex

Bo Bpems nedenus npenapatom Arapra® Mer Bam nevanuii Bpay 6yieT IpoBOANTE KOHTPOIb
¢ynkuuu nouek 1 pa3 B rox winu yamie (ecnu Bel moxxuinoil yenosek w/unu y Bac Habmogaercs
yXyIuIeHrue GyHKIUN MTOYEK).

Koumponws ¢hynkyuu nevenu

Bam Oyayr mpoBeneHbl aHanM3bl JJS OIEHKH COCTOSHUS TEUEHU Iepes HauyajioM IMpuemMa
npenapata Arapra® Mer, 3aTem ¢ uHTepBagoM | pa3 B Tpu Mecsla B Te€YeHHE MEPBOTO Toja
JICYEHUs, U TEPUOAMYECKH B JAajpHEiIIeM. DTO HEoOXOJUMO [UIsi TOro, YTOOBI BBISIBUTH
MOBBIIICHUE aKTUBHOCTU ()EPMEHTOB IEUEHU KaK MOKHO paHbIIIE.

Taxk xe Bam Bpau Oyner peryiaspHO IPOBOAMTH KOHTPOJIb aHAlIM3a KPOBU M MOYHM HA YPOBEHb
caxapa.

JleTH U MOAPOCTKHA
[Ipenapar Arapra® Met He npepHa3HAYEH I IPUMEHEHHs Y JeTel 1 HoAPOCTKOB 10 18 1er.

Jlpyrue npenaparbl 1 npenapar Arapra® Mer

CoobmuTe jeyamemMy Bpadyy O TOM, 4YTO Bbl mpuHHMaere, HEJAaBHO NMPUHUMAIH WM MOXKETE
HayaTh IPUHUMATh KaKkue-110o0 apyrue npenaparsl.

Coo0muTe 0 MPUMEHEHHUH CIEAYIOIINX MPENnapaToB JIeYaleMy Bpady, TaKk KaKk OHM MOTYT BIIUSITh
Ha jieiicTBue npenaparta Arapta® MeT, yCHIIMBATh WM YMEHBIIATD €O

e (QypoceMus (MOUYETOHHBIN Mpenapar — TNyPETHK);

e HudeaunuH, BepanaMuia (MPUMEHSIOT JUIS CHU)KEHUS MOBBIILIEHHOIO apTepHalbHOIoO
JIaBJICHUS );

paHoJ1a3uH (PUMEHSIOT JJIs JISYEHUS! CTEHOKapAMN);

JOJyTerpaBup (MpUMeHsIOT 1is JedeHus: BUYU-undexuun);

BaH/1eTaHUO, KPU30THHUO, oslanapud (IPOTUBOOITYXOJIEBBIE IIPENapaThl);

HUMETUMH (IPUMEHSIOT JJIs JIeUeHUs 3a00J1€BaHUH JKEeTy/IKa);

pU(aMITUIIIH, TPUMETONPUM (aHTHOAKTEepHUaIbHbIE MTPENapaThl);

U3aBYKOHA30J1 (IPOTUBOTPUOKOBBIH Mpenapar).

Hekortopeie mpemnaparbl MOTYT OKa3bIBaThb HEOJAronpHsATHOE BIMSHUE Ha (PYHKIHIO IOYEK,
yBENMYMBas TakKUM O00pa3oM pHUCK Ppa3BUTUS JIAKTOAIM103a, HAlNpUMep, HECTEPOUIHbIE
npotuBoBocnanuTenbubie npenaparsl (HIIBII), B ToM uwncie cenekTUBHBIE HHTUOUTOPBI
UKJIOOKCUTeHa3bl-2  (uHrubutopsl 1{OI'-2), WHrHOMTOpPHl AHTMOTEH3MHIPEBPAIIAIOIIETO
depmenta (unruburopsl AIID), auypeTHku, B OCOOCHHOCTH «IIE€TJEBbIE». Y MAalMEHTOB,
TMONYYAIONIUX Tepanuio MeTGOpMHHCOAEpkKAMMHU NpenapaTamMu (Hanpumep, Arapra® Mert) B
Hayaje JEYEHUs, a TAKKE MPU OJHOBPEMEHHOM IIPUEME MEPEUHCIEHHBIX BbIIIE JIEKAPCTBEHHBIX
IIPenapaToB ClelyeT TUIATeNbHO KOHTPOJIUPOBATh QYHKIIUIO TIOYEK.

XJoprnpoMa3uH Npu NpUMEeHEeHUH B Oonpiux go3ax (100 Mr B J1eHb) MOBBIMIAET TIIMKEMHIO,
CHU>Kasl BBICBOOOXK/IEHNE UHCYJIMHA.

Hekoropele mpemapaTsl MOTYT yXyAllaTb KOHTPOJb HAJl YPOBHEM caxapa B KpOBH, CHMKas
TUIOTIMKEMHYEcKoe JeiicTBHe MeT(OpMHHA, HalmpuMep, IJIIOKaroH, THA3WJIHBIE U JApYyrue
JMYPETUKH, TIIOKOKOPTHKOCTEPOUIbl, (DEeHOTHA3MHBI, IpenapaThl IIUTOBUIHON Kele3bl, B TOM
YyHuclie JIEBOTUPOKCUH HATPHs, OCTPOTEHbI, INepopajibHble KOHTPAIENTUBBI, (PEHUTOUH,

HUKOTHHOBAasA KHUCJI0Ta, CUMIIATOMUMCTHKU, 6HOKaT0pBI MCOJICHHBIX» KaJIbIIMCBBIX KaHAJIOB U
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u3oHHa3uA. [Ipy NpUMEHEHMH TEPEYMCICHHBIX IPENapaToB COBMECTHO C IIpernapaToM
Arapta® Met neuamuii Bpad 6yJeT TIIATEJIbHO KOHTPOIMPOBATh TAPAMETPhl TITHKEMUYECKOTO
KOHTPOJISL.
He pexomeHnmyercsi OHOBPEMEHHBIN MPHEM JaHa3ojia BO H30€KaHHE THIEPTIMKEMHYECKOTO
nerctBust nocnenHero. [Ipy HeoOX0IMMOCTH JICUSHHUs JAHA30JI0OM H TIOCIIe TIPEKpaICHUs IIpreMa
HIOCJICHETO TPeOyeTCst KOPPEKIHS 10361 MET(HOPMHUHA 10T KOHTPOJIEM KOHIICHTPALIUY TIFOKO3bI
KPOBH.
IIpenapar Arapra® MeT MOKeT BIMATH Ha AeiCTBUE CIEIyIOMIUX MPENapaToB, YCHIUBATh HIIH
YMEHBIIATh €ro:
® JIMIrOKCHH (IPUHHUMAIOT [IPU XPOHHYECKOW CEpJCYHON HEIOCTATOYHOCTH M HAPYILICHHUSX
puTMa cep/ua). Moxer moTpe0oBaThCsi KOHTPOJIb COACPKAHMS AUTOKCHHA B KPOBH, €CITH
OH MPUHKMMAETCS OHOBPEMEHHO C TpenapaToM Arapra® Mer;
® AHTUKOATYIISTHTHI HENPSMOTO JeiicTBUs (BaphapuH).

Ipenapar Arapra® Met ¢ nuuieil, HAMATKAMHA U AJIKOr0J1eM

OTKaXuTeCh OT YNOTPEOJIEHUs AJIKOTOJIs U JIEKAPCTBEHHBIX CPEACTB, COAEPIKAIIUX 3TAHOJ, BO
BpeMss Tpuema mpemapata Arapra® Mer. Ilpu  ocTpoif  aqKOTONBHOW MHTOKCHKAIIUH
YBEJIMYMBACTCSI PUCK Pa3BUTHs JIAKTOALMJ03a, OCOOEHHO eciau y Bac mmerorcs mpoOiemsl
Ie4YeHbI0 uiu Bel Hepoenaere.

BepeMeHHOCTD, TPpy/IHOE BCKAPMJIMBaHUE U (PEPTHIBLHOCTH

Eciu Bbl GepeMeHHBI WM KOPMHTE TPYIbIO, AyMaeTe, 4TO MOXETe OBbITh OEpeMEHHBI, WU
IUIaHUpyeTe OEepeMEHHOCTh, MEepe]] HayaJoM IpUeMa IpernapaTa MPOKOHCYJIbTUPYHUTECh C
JIeYalIuM BPayOM.

bepemennocms

He npunumaiite mpemapar Bo Bpemsi OepemeHHOcTH. [Ipumem komOuHanuu meTdopMuHA U
BWJIJATJIMIITUHA BO BpeMsi 0€pEMEHHOCTH MPOTHUBOMNOKa3aH. KimHu4Yeckue TaHHbIe O TPUMEHEHUN
KOMOMHAaIMKU MeT(HOpMUHA U BUIIJIATTIUITHHA Y OEPEMEHHBIX JKEHIIIMH OTCYTCTBYIOT.

I'pyonoe ecxapmnusanue

He xopmute peGeHKka rpyibio BO BpeMsl mpreMa mpemnapara.

JIOKTMHUYECKHUE WCCIIEIOBAaHUS TIOKa3ald, YTO BUJIJATJUMITAH W MET(HOPMHUH MPOHUKAIOT B
rPyOJHOE MOJOKO. B CBA3M ¢ NOTEHUMAIbHBIM PHUCKOM Pa3BUTUSI THUIIOTJIMKEMUU Yy
HOBOPOXJCHHOTO, CBSI3aHHOM C TPOHUKHOBEHUEM MET(POPMUHA B TPYIHOE MOJIOKO, U OTCYTCTBUS
JAHHBIX /s BUIJIATJIMOTHHA, TOpueM npemapata Arapra® Mer Bo BpeMs TIPYIHOTO
BCKapMJIMBaHUS TPOTUBOIIOKA3aH.

YnpasieHue TPAHCIOPTHBIMHU CPEeACTBAMH M PpadoTa ¢ MEXaHU3MaMH

HccnenoBanus BIUSHUSA Npenapara Ha CIOCOOHOCTh YHPaBISATh TPAHCHOPTHBIMU CPEJCTBAMH U
WCIIOJIB30BaTh DPA3IMUHBIE MEXaHW3Mbl HE MpoBOAWIMCH. [lanmeHTam, MCHBITHIBAIOIIUM
TOJIOBOKPYKEHHE B KaueCTBE HEXKENAaTeIbHOM PEeaKIiK, CIeyeT N30eraTb BOKACHUS TpaHCIIOPTa
WIX pa0OTHI C MOTEHLUAIBHO OMACHBIMU MEXaHU3MaMHU.

3. Ilpuem npenapara Arapra® Mer
Bcerna mpuHmMMaiitTe mpemapat Arapta® MeT B MOTHOM COOTBETCTBMH C PEKOMEHAALMAMH
Bamero neuamero Bpava. [Ipu nosiBneHMM COMHEHMI IOCOBETYHITECH € JIEUAILIMM BPAdOM.

Pexomennyemas n03a

PesxuM fo3upoBaHus npenapata Arapra® MeT chemyeT NOAOUpaTh MHAMBHIYaIbHO B
3aBUCUMOCTH OT 3 (EKTUBHOCTH U MEPeHOCUMOCTH Tepanuu. Ilpum mnpueme mnpenapata
Arapra® Mer He cielyeT IpeBbINIAaTh PEKOMEHIOBAHHYI0 MAaKCHMAIbHYK CYTOUHYIO 03y
Bunpariuntuaa (100 mr).



Pexomenayemas no3a — mo 1 tabnerke, comepxarieit S0 mr + 500 mr wim 50 mr + 850 mr, wim
50 mr + 1000 wmr, 2 pa3a B CyTKH.

[Tpu cHKeHUU (QYHKIIUU MTOYEK BPay MOXKET Ha3HAYUTh MEHBIYIO J103y. Eciau Bel npuHuMaerte
MPOTUBOINAOETHYECKOE CPEIACTBO, OTHOCAIIEECS K MPOU3BOJHBIM CYIb()OHUIMOYEBUHBI, Bpa4y
TaK)Ke MOYKET Ha3HAYUTh MEHBIIIYIO J03Y.

Bpaud MoxeT Ha3HAUUTH TOJIBKO JIaHHBIA Tperapar WiIH COBMECTHO C JPYTMMH CpPEICTBAMH,
CHIDKAIOIIMMHU YPOBEHB caxapa B KPOBH.

IIyTh 1 (W1K) c1ocod BBeAeHUS

TabneTky cleayeT TIoTaTh IETHKOM, 3alHuBas CTaKaHOM BOABI. lIpuHMMaiiTe OMHY Ta0JIeTKY
YTpPOM, a BTOPYIO BEYEPOM BO BpeMs WJIM HEMOCPEICTBEHHO IMocie mpuema nuiu. [Ipuem
TaOJEeTKU cpa3y MOCJe €bl CHU3UT PUCK HEXKENATEIbHBIX SBJICHUM CO CTOPOHBI >KENyJA0YHO-
KHIIIEYHOTO TPAKTA.

IIpoaoKUTENIbHOCTDL TEPATTMHT

[TpunumaiiTe mnpemapar eXeqHEBHO, 0e3 mepepbiBa, Kak BaMm Ha3Haumn Jedamuil Bpau.
ITponomKUTEN HOCTD JI€UeHus IpenapaToM A Bac onpenenut seyamuii Bpay.

Ecnu ynmydmenne He HacTynmiio uin Bel uyBcTByeTe yxynmenue, Bam HeoOxoauMo oOpaTuthest
K Bpauy.

Eciau Bl npunsiin npenapara Arapra® Mer 0ob1e, 4eM ¢/1e10BaJI0

[Ipu mnepeno3upoBke BWIJArIUONTHHOM Yy Bac Moker HaOmonatbcs 00b B MBIIIIAX,
TPaH3UTOPHBIE MapecTe3Uu (MOIMIIbIBAHUE, TOKATIBIBAHUE), INXOPAIKa (BBICOKAs TEMIIEpaTypa),
OTEKH KOHEYHOCTEH, PU 3TOM HaJl0 HEMEJIEHHO MPOKOHCYJIBTUPOBATHCS ¢ BpauoM. Bam moxker
HOHAA00MUTCs MeuIMHCKoe HaOmroaeHue. Eciin ecTb BO3MOXKHOCTB, TOKaKUTE Bpady YHaKOBKY.
Bce cumnTombl nepeno3uMpoBKM M M3MEHEHHs J1a00paTOpHBIX MOKas3arenell oOpaTHMbl IOCIe
IpeKpalleHus npuemMa rnpemnapara.

[lepeno3upoBka METHOPMUHOM MOXKET MPHUBECTH K JIaKTOAnu03y. CHMOTOMBI JIAKTOALMA03a:
MBILIEYHBIE CYJOPOTH, 0OJIb B )KUBOTE, aCTEHUS (BBIPAXKEHHAs €1a00CTh), THIIOTEPMUS (CHUKEHHE
TEMIEpaTypbl Tena), OAbINIKa (3aTpyAHeHue abixaHus). [Ipekparutre mnpuem mnpenapara
Arapta® MeT U HeMeIeHHO 0OpaTHTeCh K Bpauy WM B ONMKAHIIMK MyHKT CKOPOM MOMOIIH,
eciy y Bac BO3HHMKIM CHMIITOMBI JIAKTOALM03a, TOCKOJIBKY 3TO MOYET MPUBECTU K Pa3BUTHIO
KOMBI (KpaifHe TSKEJI0ro COCTOSHUSA).

Ecian Bol 3266011 npunsaTh npenapat Arapra® Mer

Bl 1omKHBI IpUHUMATH IIpenapar ¢ 4aCcTOTOW, Ha3HA4YeHHOW Baw sedamuM BpadoMm, Tak Kak
peryJsipHOCTh IpueMa Jenaer jedeHue oonee 3ppexTuBHbIM. Tem He MeHee, eciiu Bbl 3a0bu1n
IPUHATH Mpenapar, NPpUMHUTE CIEAYIOUIYI0 103y B oObluHOE Bpems. He mpuHuMaiiTe ABONMHYIO
7103y, YTOOBI KOMIIEHCHUPOBATh MPOMYIIEHHYIO.

Ecnu y Bac ecTh BoIpocs! 10 IPUMEHEHHUIO IIpenapara, 00paTuTeCh K JIeUalleMy Bpady.

Ecau Bl npexkpatuiau npuem npenapara Arapra® Mer

He npekpamaiite mpuem npenapata Arapta® MeT 10 Tex NOp, TMOKa Bpad He OTMEHHUT €ro,
ITOCKOJIBKY JIaHHBIN ITpenapar MoMOTaeT OCYIIECTBIISITh KOHTPOJIb 32 YPOBHEM caxapa B KPOBH.
[Tpu Hamu4uUM BOMIPOCOB IO MPUMEHEHHIO Mperapara 00paTUTECh K JieyalieMy Bpauy.

4. Bo3MoOKHBIE HeKeJaTe/IbHbIe peaKIuu

[TonoOHO BceM JIEKapCTBEHHBIM TIpemaparaM JIaHHBIA Tpemapar MOXET BBI3bIBATh
HE)KEeJIaTeNIbHbIE PEaKLUH, OJJHAKO OHU BO3HUKAIOT HE Y BCEX.

Ilpexparure npueM npenapara Arapra® Mer U He3aMeIIUTEJLHO 00paTHTECh K Bpady,
ecnu y Bac mossBUIUCH J1t00bIe U3 HIDKENEPEUNCIICHHBIX CEPhEe3HBIX HEXKETATeTbHBIX PEaKIIHA:



- JlakToanumo3 (o4eHb PEeaKO: MOTYT BO3HHKATh He Oojiee yeM y 1 uemoBeka u3 10000):
IIpenapar Arapra® MeT MOKeT BBI3bIBATh Pa3BUTHE OYEHb PEIKOH, HO OYEHb Cephe3HOM
HEe)KeNaTeJIbHOM peakIiy, Ha3bIBaeMOH JaKToanu1030M (cM. paznen «Ocobble yKazaHus U
MEpPBbI IPEIOCTOPOKHOCTUY). IIpy MOSABIEHMH CHUMITOMOB JaKTOauUuJ03a Bbl JOIKHBI
HeMeIJIEHHO MPEKPAaTHTh pHeM npenapara Arapra® Mer u 00paTUTLCS K Bpady WM
B OJIMKai UMl CTAMOHAP, IOCKOJIBKY JIAKTOAIM/103 MOKET IIPUBECTU K KOME.

- AHTHOHEBPOTHYECKHI OTEK (PEAKO: MOTYT BO3HHKATh He Ooitee ueM y 1 yemoBeka u3 100):
Takue CHUMIITOMBI, KaK OTEK JHIA, fA3bIKAa WA TJOTKHU, TPYAHOCTH NPH TIJIOTAHUH,
3aTPYIHEHHOE JIbIXaHHE, BHE3AIMHOE MOSBJIICHUE CHIIIM WM KPAIMBHUIIBL, MOTYT YKa3bIBaTh
Ha pa3BUTHE pEaKLui, MIMEHYEMON «AHTMOHEBPOTHUUECKUN OTEK.

- 3aboseBanue neueHu (PeaKo: MOI'YT BO3HUKATh He 0ojiee yeM y 1 uenmoBeka u3 100): Takue
CHUMIITOMBI, KaK J>KEITYIIHOCTb KOXM M O€JKOB TJa3, TOUIHOTA, MOTEPs ammeTHTa HIu
MOTEeMHEHHUE I[BeTa MOYH, MOTYT YKa3bIBaTh Ha 3a00JI€BaHUE MT€UEHU (TEeNaTHT).

- Bocnanenue mnomkenyq04HOi kese3bl (maHkpeatuT) (dacrora HEW3BECTHA (MCXOIS W3
UMEIOUINXCS JAHHBIX YaCTOTY BO3HUKHOBEHHS ONPEICIUTh HEBO3MOKHO)): MPOSBISETCS
TaKUMHU CHUMIITOMaMH, KaK CHJIbHAsi U MOCTOSIHHASI O0JIb B KHUBOTE (B 00JaCTH KEIYyIKa),
KOTOpasi MOKET OT/IaBaTh B CIIMHY, a TAK)KE TOITHOTA U PBOTA.

JIpyrue HexeJaTe/IbHbIe peaKIuu

VY HEKOTOPBIX NAIMEHTOB HAONIONAIHCH CIEAYIOIINE HEXeNaTeJbHbIe PEaKIHH TpPU TMpPHEME

KOMOHMHAIIMY BUJAATIUIITHUHA C METQPOPMUHOM:

YacTto (Moryt Bo3HUKATh He Oojee yeMm y 1 yenoBeka u3 10): TOJOBOKpYXKEHHUE, TOTOBHAS
00J1b, HEKOHTPOJIUPYEMasi IPOXKb (TPEMOp), TOIHOTA, HU3KUI YPOBEHD TIIIOKO3bI B KPOBH.
Heuwacro (MoryT Bo3Hukarh He Oosee ueM y 1 uenoseka u3 100): ycranocts.

Y HEKOTOpPHIX MAIMEHTOB HAOIIOJANNCh CIEAYIOIINE HEeXeNlaTelbHble Peakiuu MpU IpueMe

KOMOWHAIMK BUIIJATIUIITHHA ¢ MET(HOPMUHOM U CyJIb(HOHHIMOYCBHHBI:

Yacro (Moryt BO3HHKaTh He Oosee yeM y | denoBeka u3 10): rogoBOKpYyKeHHE, TPEMODP,
cJ1a00CTh, HU3KUI YPOBEHB TIFOKO3BI B KPOBH, IMTOBBIIIEHHOE TOTOOT/ICTICHHUE.

Y HEKOTOpHIX MAIMEHTOB HAOIIOJANNCh CIENYIOIIME HEeXKeNaTeNlbHbIE PEaKluu MpU TpueMe

KOMOWHAIMK BUIIIATIIMIITHHA ¢ MET(GPOPMHUHOM U HHCYJIMHA:

Yacrto (MOryT BO3HHKATh He Oosiee yeM y 1 yenoBeka u3 10): rosoBHast 60116, 03HO0, TONITHOTA,
HU3KUI yPOBEHb TIIIOKO3bI B KPOBH, racTpod3odareaibHbli pediroke (U3xora).
Heuwacto (MoryT Bo3HHKaTh He Ooliee ueM y 1 uenoBeka u3 100): nuapes, METeOpH3M.

VY HEeKOTOpHIX MANWMEHTOB NpPH MOHOTEpANHMH BUJINATIUNTHHOM HAOIIOIAUCH CIIEIYIOIINe

HE)KeJaTeNIbHbIE PEaKIIUu:

- Yacto (MoryT Bo3HUKaTh He Oosiee ueM y 1 uenoBeka u3 10): roJoBOKpYKEHHUE.

- Heuacto (Moryt Bo3HuKaTh He Oonee yem y 1 yenoBeka u3 100): HU3KHI YPOBEHDb TITFOKO3bI
B KPOBH, IrojioBHasi 00Jib, 3a110p, 60J1b B cycTaBax, nepudepuieckie OTeKu.

- OueHb peako (MOryT Bo3HUKATh He Oosee yeM y 1 yenoseka u3 10000): nHpeknu BEpXHUX
JIBIXaTeNbHBIX TyTeH, BOCTIAJIEHNE HOCOBBIX XO/IOB M 33 JHEH CTCHKH TJIOTKH.

VY HEKOTOpBIX MAIMEHTOB IMpPU MOHOTEpanuu MeT(HOPMUHOM HAOMIONANNCH CIEAYIOIIne

HE)KEeJIaTeNbHbIC PEaKINN:

- OueHb yacTo (MOT'yT BO3HHMKaTh Oosee 1 yenoBeka u3 10): cHUKEHUE aNeTUTa, METEOPU3M,
TOIITHOTA, PBOTA, TUapesi, 00JIb B JKUBOTE.

- Yacto (MoryTr Bo3HHMKaTh He Oosiee ueM y 1 denoBeka u3 10): gucreB3us (MeTalIMUECKUi
BKYC B PTY).

- Ouenp penko (MOTYT BO3HUKaTh He Oosee ueM y 1 uemoBeka m3 10000): makroanumos,
BOCIHAJICHUE TICYCHH, KOXKHBIC peakiuu (0COOCHHO SpuTeMa [IMOKpacHEHHE KOXH], 3y,
KpanuBHUIIA), CHKEHHE BCAChIBaHUA BUTaMHUHA B12, OTKIIOHEHUS OT HOPMBI IEYEHOUYHBIX
npoo.



Taxoke ObLTH 3apETUCTPUPOBAHBI CIICAYIOIINE HEXKEIATEILHBIC PEAKITH B TOCTPETUCTPAIIMOHHOM

nepuoze:

- YacToTa Hen3BeCcTHA (MCXO/IS U3 UMEIOIIUXCSI TAHHBIX YaCTOTY BOZHUKHOBEHUS OTIPE/ICITUTh
HEBO3MOXKHO): 3yASIas CbIllb, BOCHAJICHUE MODKEITYAOYHON JKEJIe3bl, TelaTUT
(pa3pelMBIIUICS  CaMOCTOSITEIBHO IOCIE OTMEHBI JIGKAPCTBEHHOTO Ipernapara),
MOBBIIICHUE AKTUBHOCTH «IICYCHOYHBIX» (PEPMEHTOB (pa3pelIuBIIeecs CaMOCTOSITEIHLHO
1ocjae OTMEHBI JICKQpPCTBEHHOTO TIpernapara), JIOKAIBHOE IIeNylNICHHEe KOXH WIH
o0Opa3oBaHue BOJABIPE, 00JIb B MBIIIIIIAX.

Coo01eHue 0 HexKelaTeJIbHbIX PeaKuusix

Ecin y Bac BO3HHMKAIOT Kakue-1100 HeKeIaTeIbHbIC PEAKIH, TPOKOHCYIBTUPYHTECH C BPAYOM.
JlanHasi peKoMeHJaNus pacpoCTPaHIETCs Ha JTI00bIE BO3MOXKHBIE HEXKeNaTelbHBIC PEaKilud, B
TOM 4YHCJIC Ha HE IEPEYUCIICHHBIC B JIMCTKE-BKIAbINIEC. BBl Takke MOXKeTe COOONIUTH O
HEKENATeNIbHBIX PEAKIUsIX HANpSIMyI 4Yepe3 CHUCTEeMY COOOIIEHUH TroCyAapCTB — YICHOB
EBpasuiickoro skonomuueckoro coro3a. Coo0Ias 0 HexelnareabHbIX peakiusx, Bl momoraere
MOJTYYUTh OOJIBIIIE CBEACHHI 0 6€30MacHOCTH Iperapara.

Poccuiickas ®@eoepayus

®OenepanibHas ci1yx0a 1Mo Ha30py B cdhepe 31paBOOXpaHEHUs

Anpec: 109012 r. Mocksa, CinaBsiHcKast riiomniaib, 1. 4, ctp. 1
Tenedon: +7 (800) 550-99-03, +7 (499) 578-02-20

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHeT»:
https://www.roszdravnadzor.gov.ru

Pecnybnuxa benapyco

PecnyOnmukanckoe  yHutapHoe mnpeanpustue «lleHTp dSkcnepTH3 M UCHBITAaHMHA B
3/IpaBOOXPAHEHHUI

Anpec: 220037 r. Munck, nep. ToBapunieckuii 2a

Otnen gpapmakoHaazopa

Tenedon: +375-17-242-00-29

DnexTponHas nmoura: rcpl@rceth.by

Caiit B nH()OpMaIMOHHO-TEIEKOMMYHUKAITHOHHOM cetn «HTepHeT»: https://www.rceth.by

Kuvipevizckasn Pecnybnuxa

JlemapTaMeHT JIEKQpPCTBEHHBIX CPEACTB W MEIUIMHCKAX W3ACNUi TpH  MHUHHCTEPCTBE
3PaBOOXPAHEHHUS U COLMATBHOTO pa3ButHs Keiprei3ckoit Pecriyonuku

Anpec: 720044 r. bumikex, yi. 3-s JIuaus, 25

Tenedon: + 996-312-21-92-88

OnekrponHas moura: Vigilance@pharm.kg

Caiit B MH()OPMAIIHOHHO-TEIEKOMMYHUKAIIMOHHO# cetn «HTepHeT»: http://www.pharm.kg

5. Xpaunenue npenapara Arapra® Mer

XpaHuTe nmpenapaT B HEJOCTYITHOM JJisl peOeHKa MECTE Tak, YTOObI peOEHOK HEe MOT YBUJIETH €TO0.
He npunumaiite npenapar mocie UCTEYEHUsI CPOKA TOAHOCTH (CPOKa XpaHEHHUs), YKa3aHHOTO Ha
OmcTepe U KapTOHHOM mavke nocie cioB («[oaeH 10:»).

JlaToii ucTeueHus Cpoka rogHOCTH SBJISETCS MOCIEIHUI IeHb JAHHOTO MECsIIa.

Xpanuthb npu Temreparype Huxke 25 °C B OpuruHaIbHOM yrakoBke (OucTep B auke KapTOHHOI)
JUISL TOTO, YTOOBI 3aIIUTUTH OT CBETA.

He BoiOpackiBaiiTe mpenapar B KaHaIU3alMio0. YTOYHHTE Y pabOTHUKA anTeKH, Kak CleqyeT
YTUIM3UPOBATh MpenapaT, KOTOpbIi 0ojblie He moTpedyercs. DTH Mephl MO3BOJST 3AIIUTUTD

OKPYKaIOMIYIO CPemy.



6. Conep:kuMoe YNaKOBKH U NMPoOYHe CBEIEHHUS

Ipenapar Arapra® Mer comep:KuT

JIeCTBYIONMMU BEIIECTBAMH SIBIISIIOTCS . BUJIATJIMIITAH U METQOPMHUHA TUAPOXITIOPHUIL.

Arapra® Mer, 50 mr + 500 Mr TaGIeTKH, HOKPBIThIE NJIEHOYHON 060I0UKO

Kaxnas Tabnerka comepxut 50 muuurpamm Buiagarmuntiaaa, 500 MuimurpamMm MeTdopMHHA
TUAPOXJIOPHIA.

[Tpounmu HUHTPEMCHTAMHU (BcmoMoTraTeabHbIMU BEI[ECTBAMH ) SIBJISIFOTCSL:
TUAPOKCUTIPONIIILIEIUIION03a, MAarHUS CTeapar.

[Tnenounast o6omouka (Onaapait 03F240060 po30BbIit) comepkut: runpomeniosa 2910 (E464),
tanbk (E553b), turana muokcua (E171), makporon 4000 (E1521), kpacuress kene3a OKCHI
kpacHbiii (E172), kpacurens >xene3a okcun xentoiid (E172), kpacurens xenne3a OKCUJ YEPHBIN
(E172).

Arapta® Mer, 50 mr + 850 Mr, Ta6JICTKH, MOKPBITHIE MIEHOYHON 060I0UKOM

Kaxxnas tabnetka comepxut S0 MAUITMrpaMM BHJIArIUNTHHA, 850 MUuMrpaMM MeTGOpMHUHA
TUAPOXJIOPHIA.

[Tpounmu UHTpEUEeHTaMU (BcmoMoOraTenbHbIMU BEIIECTBAMH ) SBIISIOTCS:
TUAPOKCUIIPONUIIIEIUIIONI03a, MarHus cTeapar.

[Tnenounast o6onouka (Omnagpait 03F220075 xentelil) cogepxut: rurnpomeriosa 2910 (E464),
tanbk (E553b), turana guoxcua (E171), makporon 4000 (E1521), kpacuresb jxene3a OKCHI
xenteiid (E172).

Arapra® Mer, 50 mr + 1000 Mr, Ta6JIETKH, MOKPHITIE TIIEHOYHON 000I0UKOM

Kaxxnas Tabmerka comepxut 50 mummurpamm Bungarauntuaa, 1000 mummurpamm MetdopmuHa
TUAPOXJIOpHUAA

[Tpounmu UHTpEUEeHTaMU (BcmoMoraTenbHbIMU BEIIECTBAMH ) SBIISIIOTCS:
TUAPOKCUIIPONUIIIEIUII0I03a, MarHus cTeapar.

[Inenounast obonouka (Omaapait 03F265012 kopuyHEBBIN) cOAEpKHUT: rumpomeroza 2910
(E464), Tansk (E553b), Turana auoxcua (E171), makporoa 4000 (E1521), kpacurens xenesa
okcug kpacHbiii (E172), xpacutens xene3a okcua >xkentwiid (E172), kpacuTenp xene3a OKCHII
yepHblil (E172).

Buewmnuii Bux npenapara Arapra® Mer u coaep:KuMoe yHaKOBKH

Jo3uposka 50 mr + 500 mr

OBasibHBIE JBOSKOBBINYKIJIbIE TaOJETKH, MOKPHITHIE MJIEHOUYHON 000J0YKOM pO30BOrO IBETa, C
rpaBUpPOBKOH «AB2» Ha 0JTHOI CTOPOHE U C PUCKOM Ha IPYrOM.

Ho3zuposka 50 mr + 850 mr

[TpomonroBaTeie 1BOSIKOBBINYKIIbIE TA0JIETKH, TOKPBITHIE INIEHOYHON 000JI0UKOH JKEJITOro I[BETa,
¢ rpaBupoBKoi «AB3» Ha ogHOI CTOPOHE U C PUCKOI HA JPYTOil.

Jo3uposka 50 mr + 1000 mr

[TpononroBatreie ABOSKOBBINYKIIbIE TAOJIETKU, MOKPHITHIE MIEHOYHONH O0O0JI0YKON KOPHUUHEBOTO
1IBETa, C IPaBUPOBKON «AB4» Ha 0JIHOM CTOPOHE U C PUCKOW Ha IPYrOH.

[To 10 Tabnerox B 6muctep u3 [TA/An/TIIBX u ¢onsru amomunueBoit. Ilo 3 win 6 Oamucrepon
BMECTE C JINCTKOM-BKJIAJIBIIIIEM B TTAYKY KapTOHHYIO.

Jlep:kaTeib PerucTPAHOHHOTO YI10CTOBEPEHHUS
Benrpus

OAO «I'eneon Puxrtep»

1103 Bynanemr, ya. JIémpén, 19-21,

Tenedon: +36-1-431-4000

OnektpoHHsIii anpec: drugsafety@richter.hu



IIpousBoauTenn
Ta0ieTKH, IOKPLITHIE INIEHOYHON 000J1049K0i, 50 Mr + 500 Mr
AO «I'EJEOH PUXTEP — PYC»

Poccust, MockoBckas 00:1., ropoackoit okpyr Eropeesck, noc. [llyBoe, yn. Jlecnas, 1. 40

Ta0ieTKH, IOKPLITHIE INIEHOYHON 0001049K0i, 50 Mr + 850 mr, 50 mr + 1000 mMr
1. T'eneon Puxrtep Pymbinuga A.O.,
540306, Teipry-Mypem, yi. Kyza Boas 99-105, Pymbinus

2. AO «'EJAEOH PUXTEP — PYC»
Poccus, MockoBckast 0071., ropojickoit okpyr Eropeesck, moc. Illysoe, yu. Jlecuas, 1. 40

Bce mperensum  norpeOuTeneidl  ciuemyeT  HAmpaBlATb — IPEACTABUTENIO  JepiKaTes
PETUCTPALIMOHHOIO YAOCTOBEPEHUS WIN AEPIKATEII0 PErMCTPALIMOHHOTO YA0CTOBEPEHUS:

Poccuiickas ®@eoepayus

[TpencraButenbctBo OAO «I'eneon Puxrtep» (Benrpus) r. Mocksa
Anpec: 119049 r. MockBa, 4-i JIoOpbIHUHCKHIA TIEp., 10M 8
Temedon: +7 495 987-15-55

OnexTpoHHbIid aapec: drugsafety@g-richter.ru

Pecnybnuxa Benapyco

[TpencraButenbetBo OAO «I'eneon PuxTtep» B Pecnyonuke bemapych
Anpec: 220004 r. Munck, np. [To6enureneit, nom 5, opuc 505
Tenedon, daxc: +375-17-272-64-87

Tenedon, dakc: +375-17-215-25-21

Onexrponnas noyra: drugsafety.by@gedeonrichter.eu

Keipevizckas Pecnyoauka

[TpencraButensctBo OAO «I'eneon Puxtep» B Keipreizckoit Pecniybnuke
Anpec: 720005 r. bumkek, yin. Urembepauesa, 1 "A",

6usHec 1eHTp «ABpopar, oduc 703

Tenedon: +996-312-98-81-16

Onexrponnas moura: drugsafety. ky@gedeonrichter.eu

JINCTOK-BKJIAABIII nepecCMOTpPEH

Oxkts0ps 2023

IIpoune ncTOYHMKH HH(POPMALMHU

[ToxpoOHBIe cBeieHUs O TipenapaTe coqepxkarcs Ha BeO-caiite Coro3a: hitps://eec.eaeunion.org.
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OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O ITPEITIAPATA
Arapta Mert, 50 mr + 500 Mr, TaGJIETKH, TOKPHITHIE TUICHOYHON 000JI0YKOM
Arapra Mert, 50 mr + 850 Mr, TaONIETKH, MOKPHITHIC MJICHOYHOU 000I0YKOMA

Arapra Mert, 50 mr + 1000 Mr, TaGIeTKH, MOKPBITHIC TUICHOYHON 000JI0UKON

2. KAUYECTBEHHBIN 1 KOJTMYECTBEHHBIN COCTAB
JleiicTByromue BeIecTBa: BUINATTUITHH U MET(HOPMHUHA THIPOXIIOPHI.

Arapra Mert, 50 mr + 500 mr, TabneTKky, DOKPBITHIE JICHOYHOU 000JI0UYKOMI

Kaxxnas tabnerka comepxut 50 mr BuaaraunTaHa U S00 Mr MetopMuHa THAPOXIIOPHIA.

Arapra Met, 50 mr + 850 Mr, TabGIeTKH, DOKPBITHIE [IIEHOYHOU 000JI0UYKOMI

Kaxxnas tabnerka comepxut S0 Mr BusaaraunTuHa 1 850 Mr MeTopMuHa THAPOXIIOPHIA.

Arapra Met, 50 mr + 1000 mr, TabJIeTKH, MOKPBITHIE INICHOYHON 000JI0YKOUI

Kaxnas tabnerka comepxut 50 mr Burgarmuntiaa u 1000 Mr methopMHuHA THAPOXIOPHUIA.

ITonnbI MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabyieTKu, MOKPBITHIC INIEHOYHOM 000JI0UKOM

Arapra Met, 50 mr + 500 Mr, Ta0JIeTKH, DOKPBITHIE IIEHOYHONU 000JI0YKON

OBaJIbHBIC JIBOSIKOBBITYKJIbIE TaOJIETKH, MOKPHITHIE IJICHOYHOH 000JI0YKOM PO30BOTO IIBETA, C

rpaBUpOBKOI «AB2)» Ha 0J1HOM CTOpPOHE U C PUCKOMN HA IPYrOM.

Arapra Met, 50 mr + 850 Mr, TaOJIETKH, ITOKPBITHIE TNIEHOYHON 000JI0YKON

[TpononroBateie ABOSIKOBBINTYKJIbIE TAOJIETKH, TOKPBITHIE MIJIEHOYHON 000JI0UKOM KENTOTrO LBETA,

¢ TpaBUpOBKOil «AB3» Ha 0JTHO# CTOPOHE U C PUCKOMN Ha JIPYTOH.

Arapra Met, 50 mr + 1000 Mr, TaOJIETKH, IOKPBITHIE TUIEHOYHON 000JI0YKON

HpOI[OJ'H‘OBaTBIG JABOSIKOBBIITYKJIBIC Ta6J'ICTKI/I, IMOKPBITBIC IUICHOYHOH 000JIOYKOI KOPHUYHEBOTI'O

1[BETA, C 'PaBUPOBKOM «AB4» Ha 0JTHOM CTOPOHE U ¢ PUCKOW Ha IPYTOM.

4. KJIMHUYECKUE JAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHUIO

ITpenapat Arapra MeT noka3aH K IPUMEHEHHIO Y B3POCIIBIX NTALIMEHTOB JIJIS JICUEHUS CAXapHOIO
nuabera 2 Tumna (B COYETaHUU C AUeTOoTepanueil 1 GU3nUYecKUMHU YIIPaKHEHHUSIMHU ):

— IIpU HeAOCTAaTOYHOU 3((HEKTUBHOCTH MOHOTEPAINIUU BIIIIATIMITUHOM MM MET(HOPMUHOM;

— y TMalWeHTOB, paHee TMOJy4YaBIIMX KOMOMHHMPOBAHHYIO TEpamnuio BWIJATJIUITHHOM U

MeT(bOpMI/IHOM B BUJI€C MOHOIIPCIIapaToOB;
11



— B KOMOWHAIIMH C POU3BOIHBIMH CYJIb()OHUIMOYECBUHBI (TPOMHAS KOMOMHUPOBAHHAS TEPATTHS )
y TMalMeHTOB, paHee TONy4YaBIIMX TEPANUI0 TPOU3BOAHBIM  CYIh()OHHUIMOUEBUHBI U
MeTHOPMUHOM 0€3 TOCTHKEHHUS aJIEKBATHOTO KOHTPOJIS TJINKEMHUH;

— B TPOWHOW KOMOWHHUPOBAHHOH TEpaluu C WHCYJIMHOM Yy IallMEHTOB, paHee MOJIyYaBIIUX
WHCYJIMHOTEPAIUIO B CTA0MIIbHOW J03¢ U METHOPMHUH 0€3 JOCTHKEHHSI aJeKBAaTHOTO KOHTPOJIS
TJIMKEMUH;

— B KQ4€CTBE HAYAIBHON TEPANHHU Y MAIIUEHTOB C CaXapHbIM TUa0eTOM 2 THITA IPU HEJJOCTATOYHOM
3¢ (GEKTUBHOCTH JUETOTEpANUH, (PU3HMUECKUX YIPAKHEHUH M MPH HEOOXOIMMOCTH YIIYUIICHUS
KOHTPOJIS TTIUKEMUH.

4.2. PesxxuMm 103MPOBaHNS U CTIOCO0 MPUMEHEHUsI

PexxuM J103upoBaHus

Pexxum no3upoBanus npenapata Arapra Mer ciieyeT oi0MpaTh UHAUBUAYAIBHO B 3aBUCUMOCTH
0T 3QPEeKTUBHOCTH U NEpeHOocUMOocTU Tepanuu. [Ipu mpuMeHeHuu npenapata Arapra Mer He
CJIEyeT TMpPEBBIIATh PEKOMEHJIOBAaHHYI0O MAaKCUMAJIbHYIO CYTOYHYIO J03Y BHJAAIIMITHHA
(100 mr).

PexomeHyeMylo HadalbHYK 03y Hpenapara Arapra Mer ciexyeT NoAOUparh, y4uThbIBas
mrenbHocTh  TedeHuss CJI M mokasaTenu IJIMKEMHUHM, COCTOSHUE IIallUEHTa W yKe
NPUMEHSBIIAECS Y TAIMEHTa CXEMbl JICYCHUs BUJINATIUNTHHOM W/Wid MeTGopMuHOM. Jlns
YMEHbILIEHUSI BIPAXKEHHOCTH HexenarenbHbIX peakiuil (HP) co ctopoHsl opranos »xenynouHo-
kumeyHoro tpakta (JKKT), xapakTepHbix 1 MeTgopMHUHa, Ipenapar Arapra Mer IpUHUMAIOT
BO BpEMs €Il

B cnydae nmpomnycka mprema npemnapara ciaeiyeT IpUHSTh MPOIYIIEHHYIO 03y KaK MO>KHO CKOpEe.
He pexomenayercs npuem IBOWHOM O3Bl IIpenapara B Te4eHue | CyTok.

Hauanvnas 0oza npenapama Aeapma Mem npu  Hedghekmuenocmu  MoHomepanuu
BUNOATUNIMUHOM

Tepanuto npemaparom Arapra Mer MOXXHO HaYWHATh C OJHOM TaOJIETKH MO03UpPOBKOW S50 mr +
500 mr 2 pa3a B CyTKH; TIOCJIE OLIEHKH TEPareBTUYECKOTO 3P ¢deKTa M03y MOXKHO MOCTENECHHO
YBEJIMYUBATD.

Hauanvnas 0Ooza npenapama Aeapma Mem npu  Hedghekmuenocmu  MoHomepanuu
MemeopmMuHom

B 3aBucuMocTH OT /103bl YK€ MPUHUMAEMOro MeT(opMHHA Tepamuio mnpenapatoM Arapra Mer
MOYKHO Ha4MHATh ¢ OJHOM TabneTku no3upoBkoi 50 mr + 500 mr, 50 mr + 850 mr wnu 50 mr +
1000 mr 2 paza B CyTKH.

Hauanvnas 0oza npenapama Azapma Mem y nayuenmos, paree noayyaguiux KOMOUHUPOBAHHYIO

mepanuro BUNOALTUNIMUHOM U MEMPOPMUHOM 8 Ude OMOETbHbIX MAOIEeMOK
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B 3aBucmMocTH OT 103 yX€ NPUHUMACMBIX BWIAATIMNTHHA WM METGOPMHHA TEPaIUIO
npemnapaToM Arapra Met clielyeT HAUMHAThH C TaOJIETKH, MAKCUMAIIbHO OJIM3KOMU MO JO3HPOBKE K
cymecTByromemMy Jsedenuto, 50 mr + 500 mr, 50 mr + 850 mr wmm 50 mr + 1000 mr u
KOPPEKTHPOBATH JI03y B 3aBUCUMOCTH OT 3()(HEKTUBHOCTH.

Cmapmosas 003a npenapama Azapma Mem 6 Kauecmee HAUAILHOU MEPAnUU y NAYUEHMOE C
CH 2 muna npu nedocmamouHrot 3¢hghekmusHocmu ouemomepanuu U QuU3U4ecKux ynparcHeHull
B kaudectBe crapTrOBOM Tepanuu npenapar Arapra Mer ciaeayeT NPUMEHITh B HA4aJIbHOW J103€
50 mr + 500 Mr OZHOKPAaTHO B CYTKH U IOCIIE OIICHKH TeparieBTUIecKoro 3ddekra mocTerneHHo
yBeJIU4uBaTh 103y 10 50 Mr + 1000 mr 2 pa3a B CyTKH.

Kombunuposannas mepanus npenapamom Azapma Mem u npouz800HbIM CYlbHOHUIMOYEBUHDL
UNU UHCYTUHOM

Jlo3a mpemnaparta Arapra MeT pacCYMTBIBACTCS UCXOJs U3 J03bl BUiaaraunTuHa 50 mr 2 pasza B
nenb (100 Mr B 1eHb) 1 MET(GOPMHHA B J103€, pAaBHON IPUHUMAEMO# paHee B BUJIe MOHOIIpEnapara.

Oco0ble IPVIIILI TAIUEHTOB

Ilayuenmol ¢ napywienuem @yHKYuU nouex

[lepen HavamoM Tepanuu MeT(OPMHUHCOAEP)KAIIMMHU IpenapaTtamMu (TakUMHM Kak Arapra Mer)
cienyet onpeaenutb CK®, nanee ciaenyer KOHTPOIMPOBATh JaHHBIN MTOKa3aTeab He pexe 1 paza
B roJl. Y NallMeHTOB C PUCKOM YXYALICHUS YK€ CYLIECTBYIOIIEro HapyleHus (PyHKIUU MTOYeK, a
TaK)Ke y MOXKWIbIX MalMEHTOB, (PYHKLHIO MOYEK CJIETYyEeT KOHTPOJIMPOBATh 4alle, HAIpUMED,
Kaxaple 3—6 MecCsIIEB.

VY mauueHTOB C TOYEYHOH HEJOCTaTOYHOCThIO cpenHei crtemeHu Tsokectw (¢ CKD 30 —
44 vn/mun/1,73 M?) mpenapat criefyeT mpuHUMATh 1o 1 TabneTke B go3e 50 Mr + 500 mr 1 pas B

cytku; ¢ CK® 45 — 59 mn/mun/1,73 M? HauansHas 103a mpenapata Arapra Mer — no 1 TabneTke B
no3e 50 mr + 500 mr uimu 50 mr + 850 mr, cyTouHast 03a npenapaTa He JoJDKHA peBsimarh S0 Mr
+ 1000 mMr — 1 pa3 B cyrku. Y mnamnuentoB ¢ CK® < 60 mu/MuH mepei HayajaoM Tepanuu
MeT(HOPMUHCOIEPKAINUMHE TIperapaTaMy (TaKUMHU Kak Arapra Met) ClIeyeT OLEHUTh (HaKTOPBI,
CIOCOOCTBYIOLIIME  YBEJIMYEHHUIO pUCKAa pPa3BUTUS  JIAKTOAUMAo03a. Y  TAlMEeHTOB C
CK® < 30 mn/MHH mpUMeHEHHUe mpenapaTa Arapra Mer HPOTHBOINOKA3aHO, YTO OOYCIIOBIIEHO
HaJIn4ueM MeT(hOpMHUHA B COCTaBe Mpenapara.

B 3aBucuMoOCTH OT TeKyllero cocTosiHus (YHKIUU TOYEK CieayeT coOoAaTh CIeAyIoLIIe

PEKOMEHOAIHUU 110 JO3UPOBKE )ICfICTByIOHIHX BCIICCTB IIperiapara.

CK®, ma/mun Metdopmun Bunparnuntun
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60—89 MaxkcuManbHas ~ cyTouHas | MakcuMmanbHass — CyTOYHast
no3a cocrasisger 3000 mr. | go3a cocrasiser 100 mr.

[Mpu cHwKeHUN GYHKIUH
MOYEK MOKET MOTPeOOBaTHCS

YMCHBIICHUC NO3bI.

45-59 MaxkcuMaibHas CyTouHas MaxkcuMmanbHasi ~ CyTOYHast
no3a coctasiget 2000 mr. no3a cocraBigeT 50 mr.
HauanbHast 103a He J1ODKHA

npesbiiath 1000 mr

3044 MaxkcuMasbHas CyTouHas
no3a cocrtasiyger 1000 mr.
HauanpHast 103a He JODKHA

npesbimath 500 mr

<30 Metdopmun

IIPOTHUBOIIOKA34aH.

Ecnn neoOxomumast mo3a isi OJHOTO M3 2-X JIEWCTBYIOIIMX BEIIECTB HE JOCTYIIHA MpHU
NpUMEHEHUU Tpernapata Arapra Mer, BMECTO KOMOWHHMPOBAHHOIO IIperapara CieayeT
MCIIOJIb30BATh JIBAa OT/ACIBHBIX MOHOIIPENapaTa BUJAArIUITHHA U MET(QOpPMHHA.
Tlayuenmsi ¢ Hapywenuem yuKyuu neveHu
[Ipumenenue mnpemnapata Arapra Mer HE PEKOMEHJOBAHO MAIMEHTAM C KIMHUYECKUMHU WIIU
7a00paTOPHBIMU  MPU3HAKAMHU HApYIIEHUsT (PYHKIUMW TEUYEeHHU, BKJIIOYas TAI[UEHTOB C
nossieHreM AJIT unu ACT > 3 x BI'H 1o nauana nedenus (cm. pasaenst 4.3, 4.4 u 4.8).
Tayuenmoi nodcunozo eospacma
MetdopMuH BBIBOIUTCS MOYKaMU. [I0CKONBKY y MAIlMEHTOB cTapiie 65 JIeT 4acTo OTMeuYaeTcs
HapymeHne (YHKIMH TOYeK, /03y mpernapara Arapra MeT y JaHHBIX TMAallMEHTOB CJEAyeT
KOPPEKTUPOBaTh, OCHOBBIBASICH Ha MOKa3aTesiX PyHkiuu nouek. [Ipu mpumenennu npenapara y
MAIMEHTOB cTapiie 65 J1eT He0OXOANUMO PETYISIPHO KOHTPOIUPOBATh (PYHKIIUIO MTOYEK.

eTH
[TpumeHeHre KOMOMHAMU BUJIIATJIMITUH + MEeT(GOPMUH Yy AeTel 10 18 jeT mpoTuBONOKa3aHo.
be3onacHocTh 11 3P PEeKTUBHOCTH KOMOMHAIIMY BIJIJATJIUNITUH + METHOPMHH y JETEH HA JaHHBINA
MOMEHT HE YCTAHOBJICHBI.

Crooco0 nmpuMeHeHus

BayTpb.
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[Ipenapat Arapta Mer ciieyer npuHUMAaTh BO BpeMsI HJIM HEMTOCPEACTBEHHO MOCIIe TpUeMa MUIIN
JUTSL YMEHBIIICHUSI BEIPAKECHHOCTH HEXKENATEIbHBIX SIBJICHUN CO CTOPOHBI JKETYA0YHO-KHIIIEYHOTO
TpaKTa, CBSI3aHHBIX C HAJTMYUEM MET(POpPMHUHA B COCTaBE Mpernapara (CM. Takxke pasaeln 5.2).

4.3. IlpoTHUBONOKA3aAHHS

['unepuyBCTBUTENBHOCT, K BWIJATVIMIOTUHY WIKM METGOPMHUHY W/HIM K JI0O00OMYy U3
BCIIOMOTaTeNbHBIX BEIIECTB B COCTABE Mpernapara.

[Touewynast HEAOCTATOYHOCTh WJIM HapyIIeHWE (QYHKITMH MOYEK TSAKEIION CTENEHH MPH CKOPOCTH
KIy6oukoBoii pumbrpann (CK®) < 30 mu/mun/1,73 M2,

OcTpble COCTOSIHHSI C PUCKOM Pa3BUTHS HapymIeHUs QYHKIIUU MOYEK: Jeruaparamnus (MIoOBTOpHAs
pBOTa, Auapes), TUXopajaKa, TsxKelble MHPEKIIMOHHbIE 3a001eBaHMsl, COCTOSHUS TUIOKCUH (IIIOK,
cencuc, HHQEKINH MOYeK, OPOHX0JIETOUHbIC 3a00JICBaAHNS).

Knuanuecku BeIpa)XeHHBIEC TTPOSIBIICHUS OCTPBIX MJIM XPOHUYECKUX 3a00I€BaHUN, KOTOPHIE MOTYT
MPUBOAUTH K PA3BUTHIO TKAHEBOM TMIIOKCHH (B TOM YHUCJIE, OCTpasi Cep/ieuHas HeI0CTaTOUYHOCTD,
XpOHUYECKasl cepJieuHas HEeIOCTaTOYHOCTh C HECTAOMJIBHBIMHM TOKa3aTeNIMU TeMOJWHAMUKH,
JpIXaTelIbHasg HEOCTaTOYHOCTh, OCTPBIA HH(MAPKT MHOKApAA).

Hapymienuss QyHkuuu medeHW, BKJIIOYas MAlMEHTOB C TOBBIIIEHHONH aKTUBHOCTHIO
«IEYEHOYHBIX) (dhepMeHTOB (amarmHAMUHOTpaHCEpas3bl (AJIT) WIN
acnapratamuHotpancdepassl (ACT) B 3 u Gonee pa3 BbIlie BepxHe rpanuiisl HOpMbI (3xBI'H).
[TockonpKy y MallMEHTOB C HapylieHHeM (YHKIMMA TI€YeHH B psAAe CIydaeB OTMedascs
JIAKTOAIMI03, BO3MOXKHO, SIBIAIOIIMNCA OJHOM U3 HexenarenbHbIX peakuuid (HP) npu
MpUMEHEHUH MeTPOpMHHA, MpernapaT Arapra MeT He cleayeT NPUMEHSTh y TaIUeHTOB C
3a00JI€BaHUSIMH TICUCHU UM HAPYIICHUSIMU OMOXMMHYECKUX TTOKa3aTesield (QyHKIINH MEYCHH.
Junabetnyeckuil keroamuao3; auabernyeckas NpekoMa, kKoma. JnabeTwueckuil KeToanuaos
ClelyeT KOPPEeKTUPOBATh UHCYIUHOTEPATTHEH.

JlakToanu03, B TOM 4HCIE, B aHAMHE3E.

[Tpuem npenapata B TeueHue 48 4acoB 710 U He MeHee 48 U mmociie MPOBeeHUS PaAUOU30TOMHBIX
WM PEHTTEHOJIOTHYECKUX HCCIIEIOBAHUM C BHYTPHUCOCYIMCTHIM BBEICHHUEM HOJICOAEPKAIIETO
KOHTPACTHOTO BEIIECTBA.

OOmupHBIE  XUPYprUYECKHe OmNepallMd U TpaBMbL, KOIJIa [OKa3aHO IPOBEIEHHUE
WHCYTUHOTEPAITHH.

Caxapubrit tuader 1 tuma.

XPpOHUYECKUH AIKOTOIU3M, OCTpasi aIKOrOJIbHasl HHTOKCHUKAIIHS.

Cobmoienne Hu3KokanopuitHon auetsl (MeHee 1000 kkan/cyr).

4.4. OcoOble ykazaHMsl 1 MepPbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH
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C 0CTOPOKHOCTBIO

VY nanueHToB, MoIyJaroluX JICYCHHE HHCYTUHOM, KOMOMHAIINS BUIAATIMIITAH + METPOPMUH HE
MOYKET 3aMEHHUTh MHCYIMHOTepanuio. KoMOMHanuoo BUIAATIUNTHH + METQOPMHH HE CIEIyeT
npuMeHsTh Juis siedenns CJ1 1 tTuna wim muabeTHuecKoro KeToanumao3a.
CoOmroieHne Mep TPEAOCTOPOKHOCTH TIPU TMPUMEHEHUH KOMOWHAIMKM BWJIJATJIWITAH +
meTdopMuH Tpedyercs:

e y MAIMEHTOB C HAIMYMEM aHKpeaTHTa B aHAMHE3E;

e y MAIMEHTOB B Bo3pacte crapuie 60 JeT, BRIMOTHIIOMUX TKETYI0 (U3NIECKYI0 paboTy,

B CBSI3U C MOBBIIICHHBIM PUCKOM Pa3BUTHS Y HUX JIAKTOAIU1032;
e y NAIMEHTOB C MOYeYHOH HegocTaTouHocThio ¢ CK® 30—59 Mu/mun/1,73 M2,

Buparnmunrug

Hapywenue ¢ynkyuu neuenu

[IpumeHeHre KOMOMHAIMK BWIAATIUMNOTHH + METGOPMHUH HE PEKOMEHJIOBAHO ITallMCHTaM C
KIMHUYECKUMH WM Ja0OpaTOPHBIMHM MpPH3HAKAMU HApYyIIEHUS (PYHKIUH TEYeHH, BKIIOYas
nanuenToB ¢ nosbimeHrneM akTuBHOCTH AJIT wmu ACT Gonee uem B 3 pasza BI'H no nauana
Tepanuu.

[Ipy mpyMeHEHWH BWIIATJIUINTHHA 3apErMCTPUPOBAHBI PEIKHUE CIIyd4ad HapylieHus (QyHKIUU
nevyeHu (BKJIIOYAsl TemaTut). OTH CiIy4yad, Kak MpaBWIoO, ObIM OECCUMMITOMHBIMH, O€3
KIIMHUYECKUX TIOCICACTBUN, a TIOCIE OTMEHBI TepalmuH IoKazareian (YHKIUU IeUSCHU
BO3BpaIiaguch Kk Hopme. Creayer mpoBecTH oOcienoBaHue (YHKIMH MEYCHH TEpe]] HadaaoM
Tepanuu KOMOWHAIMHN BUJIJIATTIUIITHH + MEeT(HOPMHUH, 3aTeM KOHTPOJIHpoBaTh 1 pa3 B 3 mecsna B
TE€YeHHE TEPBOrO ToJa MPUMEHEHUs MperapaTa, a Janee nepuoanyecku. [lpu BeIsIBICHUU
MOBBIIICHUS] aKTUBHOCTH aMUHOTpaHc(depas ClenyeT MPOBECTH IMOBTOPHOE OOCIEIOBAHHUE C
LEIbI0  TOATBEPXKICHUS pe3yibTaTa, a 3aTeM pEryJsSpHO TIPOBOJIUTH  ONpEIeTIeHUuE
OMOXMMHYECKHX IOKa3zareiae (yHKIUU TMEYeHH A0 HUX HopMaiu3anuu. Ecnu mpesbilieHue
aktuBHOCTH ACT wmmu AJIT B 3 unu Gonee pa3 Beime BI'H moaTBepkieHO mMpu MOBTOPHOM
o0cneoBaHuM, MPUMEHEHHE TIpenapara J0HKHO ObITh MpekpaiieHo. [Ipu pa3BUTHH KEATYXU WIH
JIpYTUX TPU3HAKOB HapylleHus (QYHKIUK Te4eHH Ha ¢GOHE MPUMEHEHUS KOMOWHAIUU
BUJIIATJIMIITHH + METQOPMHH TEpaNuIo CIeayeT HeMeAJIeHHO MpeKpaTuTh. [locie HopManu3anuu
nokasareneil pyHKIMU TIeUeHH JICYeHHE MPenapaToM BO30OHOBIISATH HENb3SI.

Metrdhopmun

Jlakmoauuoos

JlakToanumo3 npeacTaBisieT co00il OueHb peAKoe, HO TKEI0e METa0OIUYeCKOe OCIOKHEHHE,
HambOoJee YacTo BO3HUKAWOIEE MPU PE3KOM YXYAIICHUH (YHKIUU TMOYEK, a TakkKe MpH

KapAMOpECIUPAaTOPHBIX CUHApoMax, cercuce. [Ipu peskoMm yxyameHuu (QYHKIUHA TOYEK
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IPOMCXOIUT HAKOIUIEHHE MET()POpMHHA B OPraHU3ME, YTO CIIOCOOCTBYET YBEIMYEHUIO PHUCKA
pa3BUTHUS JAKTOALN03a.

B cnyuae nermaparanuu (Harnpumep, CBS3aHHOM C TSXKENON Juapeed Wiu pBOTOH, JIMXOPaIAKOM
WIA  TpUd  YMEHBIIEHUU  NOTPEeONEeHUs  KUAKOCTH)  MALUEHTy,  [PUHUMAOLIEMY
MeT(hOPMHUHCOAEpKALIKE Mpenaparsl (HanpuMep, KOMOMHAIUS BIIJATIUITHH + MET()OpPMHUH)
ClieflyeT HEMEJUICHHO NPEKpPaTUTh IPHEM BBIIICYKa3aHHBIX IIpenapaToB M OOPaTUTHCS 3a
MEIUIUHCKON TTOMOIIBI0. Y MalMeHTOB, MPHHUMAIOIINX MPETapaThl, CoAepKaiie MeTGpopMUuH
(HampuMep, KOMOMHAIMS BUIIAITIMOTHH + METPOPMHUH), CIEIYET C OCTOPOKHOCTbIO HAYMHATH
TEpaluio IpernaparaMy, CHOCOOHBIMH pPE3KO yXyIaTh (QYHKUIUIO IOYeK (Hampumep,
TUIOTeH3UBHbIE mpenapartel, auypetuku, HIIBIT). K apyrum ¢dakropam pucka OTHOCSTCS:
37I0yMOTpeOJIEHHE aJKOroJieM, HapylleHne (YHKIHMU TEeYCHH, HEeaJeKBAaTHO KOHTPOJIUPYEMBI
caxapHbIi 1uaber, KeToau103, IPoI0JKUTEIbHOE I0JI0JaHUEe, COCTOSIHUS, aCCOLMMPOBAHHBIE C
TUIIOKCUEH, a TaKKe OJHOBPEMEHHOE INPUMEHEHHUE JIEKAapCTBEHHBIX CPEACTB, CIIOCOOHBIX
BbI3bIBATh JIAKTOAIN103.

Huacnocmuxa nakmoayudosa

Crnenyer nmpouH(pOpPMHPOBATH MAILMEHTA W/WIN JIML, OCYLIECTBIAIOLUIMX YXOJ 3a MalUeHTOM, O
pHCKe pa3BUTHUs JIaKTOALUA03a. JIakTOoaIM/103 XapakTepu3yercs: alua03H0M ObIIIKON, 00JIbI0 B
JKUBOTE, MBINICYHBIMU CIIa3MaMM, aCTEHUEH M TUIOTepMHUEH C nocienyrouend komou. [lpm
Pa3BUTUH CUMIITOMOB, TIO3BOJISIOIIUX 3aM10/I03PUTh PA3BUTHE JAKTOALN103a, NAL[UEHTY CIEAYET
IOpeKpaTUTh IpueM Impenapara Arapta MeT M HEMEAJIEHHO OOpaTUTbCA 33 MEAMLIMHCKOM
NOMOIIBI0. J[aHHBIE TAOOPATOPHOIO U MHCTPYMEHTAIBHOTO 00ce10BaHus: cHIbKeHue pH kpoBu
(<7,35), yBenuueHre KOHIIEHTPAIUH JIaKTaTa B IJIa3Me KPOBU >5 MMOJIB/J, @ TAK)KE YBEJIMUCHHBIN
AQHUOHHBII MHTEPBAJ U YBEJIMYEHUE COOTHOILIEHUS JIAKTAT/TIMPYBAT.

Konumponwv ¢hynkyuu nouex

Ilepen Hawasnom Ttepanuu ciaeayer ompenenntse CK®, a Takke KOHTPOIMPOBATH NAHHBIN
MoKa3areb epPUOANYECKU Ha ¢done Tepanuu [IpernapaTom. [Ipumenenue
MeT(HOPMHHCOICPIKAIIUX TPENapaToB (TaKUX KaKk KOMOWHALUS BUWIJATIMOTHH + MET(HOPMHH)
npoTHBONoOKa3aHo y mauueHToB ¢ CK® <30 mu/MuH; OpHU HaJIMYUH COCTOSHUMN, CIOCOOHBIX
Hapymarh (YHKLIHIO TOYEK, NMPUMEHEHHUE BBIIICYKAa3aHHBIX MpPENapaToB CIEAyeT BPEMEHHO
MPUOCTAHOBUTb.

[Tockonbky METGOPMUH B 3HAUYUTEIILHOMN CTETIEHU BBIBOJUTCS IOYKAMHU, PUCK €r0 HAKOILJICHUS U
pasBUTHS JIAKTOAIM1032 BO3PACTAECT C YBEIMUYEHUEM CTENEHM TSKECTH HapylleHHUs (QyHKIHH
noyek. ITockobKy MOKMII0i BO3pacT MOXKET CONMPOBOXKAATHCS YXYIIICHHEM (QYHKIMU TOYEK, Y
MAlMEeHTOB  JIaHHOW  KaTeropuu cleqyeT  THIATEIbHO  KOPPEKTHUPOBaTh  J03Y
MeT(HOPMHUHCOICPIKAIUX TPENapaToB (TaKUX Kak KOMOWHALUS BUIJATIANOTHH + MET()OPMHH)
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JUIsl TIO00pa MUHUMAIBLHOM J103bI, 0OeCTIeYrBAIONMIEeH aJeKBAaTHBIA TIMKEMUYeCKU A (PexT, ¢
pEryJsIpHBIM KOHTPOJIEM (DYHKIIHH MOYEK.

B3aumoaencTeusa

OonospemenHoe npumeHneHue J1eKapcmeeHHvlx Npenapamos, SIUAIWUX Ha QYHKYUIO NoYeK uiu
pacnpedenerue memgpopmuna

Crnenyer coOnrofaTh OCTOPOKHOCTH IPH OJHOBPEMEHHOM IPHUMEHEHUH C MpenapaTami,
CIOCOOHBIMH BJIMATH Ha (YHKIHMIO TIOYEK, OKAa3bIBAIOIIMX BBIPAKEHHOE BJIHMSHHUE Ha
FeMOJUHAMHUKY WM WHTUOUPYIOUIME IOYEYHBIM TPAaHCHIOPT M IOBBIMIAIONINE CHCTEMHYIO
9KCIO3ULUI0 METHOPMHUHA.

Ilpumenenue 100coOepicawyux peHmeeHKOHMPACMHbIX CPEOCME OJisl  BHYMPUCOCYOUCTO20
66e0eHUsl.

BHyTpuBeHHOE  BBelIE€HHE  PEHTICHKOHTPACTHBIX  MOJCOJAEpKAIIMX  CPEACTB  MOKET
MIPOBOIIMPOBATh PA3BUTHE KOHTPACT-WHAYIUPOBAHHON HedpomaTtuu, MPUBOAS K aKKyMYJISIIUU
MeTpopMHHA B OpraHM3ME U YBEIMYCHHMIO pHUCKAa Pa3BHTUS JakToamumos3a. llpuem
MeT(HOPMHHCOJICPIKAIIMX TPENapaToB (TaKUX KaK KOMOWHALUS BUWIJATIANOTHH + MET(HOPMHH)
ClelyeT BPEMEHHO MPEKPaTHTh Iepe] MPOLEAypOol WM Ha BpeMs IMPOBEIEHUs MPOIEAYpHI;
BO300OHOBJIATH MPHEM clenyeT He paHee 48 4YacoB Mmocie MPOBENCHHS MPOLEAYphl, MOCHE
MOJTy4YEHUs JTa0OPATOPHOTO MOATBEPKACHUS CTA0MIN3aUK (DYHKIHH MTOYEK.

Ynompebnenue anxozons

Y CTaHOBIIEHO, UTO 3TAHOJI YCUIIUBAET BIMsIHIE MeT(hopMHUHA HAa MeTabonu3M nakrata. [lanuenrta
ciefyeT NpeAyNpeauTb O HEOMYCTUMOCTH 3JI0YNOTpeOIeHUs alKorojaeM Ha (poHe MpUMEHEHUs
MeT(HOPMHHCOICPIKAIIUX MPernapaToB (TaKuX Kak KOMOWHAIIMS BUIJATIUNTHH + MET()OPMHUH).
AJKOronbHasi MHTOKCUKALlMS AacCOIMMpPOBAaHA C YBEJIMYEHHEM pHUCKa JIAKTOAlM103a, B
0COOEHHOCTH MpPHU JUIMTEIBHOM TOJIOJIAHUH, HEJJOCTATOYHOM MHUTAHUM U HApyLIEHUH (YHKLIUU
NICYEHH.

Cooeporcanue sumamuna B1z

VYcranoBneHo, 4To MeTHOPMUH TPUMEPHO B 7% cilydaeB BBI3BIBa€T OECCUMIITOMHOE CHUKEHUE
KOHIIEHTpaluyu BUTaMuHa B12 B mina3zme kpoBu. [Togo0HOE CHUXKEHHME B OYEHb PENIKUX CIydasx
IOPUBOJAUT K pa3BUTHIO aHeMuH. [locie oTMEeHbI METGOpPMUHA W/WIIM 3aMECTUTENBHOM Tepanuu
BUTaMUHOM Bi12 CchIBOpOTOYHas KOHIEHTpalusi BuTamuHa Biz ObicTpo Hopmamusyercs. Y
MAlMEeHTOB, TOJIYYaloMUX MeT(HOPMUHCOAEpKAIINE Tpernaparbl (Takue Kak KOMOWHaIUs
BWIJIATJIMNTUH + MeT(GopMuH), HEe pexe 1 paza B roj cieayer KOHTPOJIUPOBATh MOKa3aTeNn
OOIIEKIMHUYECKOTO0 aHaju3a KpoBU. [IpW BBISIBIEHHMH OTKJIOHEHUH TIeMaTOJIOIHYECKUX
MoKa3arejed OT HOPMbI CJIEAyeT YTOYHUTh JTHOJOTHIO TaKMX HapylIeHHWH H MpOBeCTU

COOTBETCTBYIOILIEE JIEUEHUE. Y HEKOTOPBIX MMallMEHTOB (HApUMep, MAllMEHTOB C HEJOCTATOYHBIM
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noTpebieHneM WIM HapyUIeHMSIMH BCAachlBaHUs BHUTaMHMHA Bi2 WM Kanblus) CYHIECTBYET
MPEIPACIIONOKEHHOCTh K CHHKCHHIO KOHIIEHTpAIlMU BUTaMUHA Bi» B mma3me KpoBU. Y TaKux
MalMEeHTOB ONpe/eNieHne KOHIIEHTpaluuu BUTaMuHa Bi2 B mia3me kpoBu He pexe 1 pasza B 2—3
rojia MOXeT UMETh JUarHOCTHYECKYIO IEHHOCTb.

T'unokcus

CeplieuHO-COCYAUCTHIN KOJUTarc (II0K), OCTpasi ceplieuHasi HeJOCTaTOYHOCTb, OCTPbI HH(papPKT
MHUOKapJla U JApPyrue COCTOSHUSA, JJI1 KOTOPBIX XapaKTepHa TMIIOKCEMUS, aCCOLMUPOBAHBI C
JIAKTOAIIM]I030M, a TAKXKE€ MOTYT CIIOCOOCTBOBATH MpepeHatbHON a3oTeMun. [Ipu BOSHUKHOBEHUN
BBIIIICYKA3aHHBIX COCTOSIHMM NpHUMEHEeHHuEe MeT(HOPMHUHCOAEPKALIUX MpernaparoB (TakUX Kak
KOMOWHAIMS BUIIATTUNTHH + MET(HOPMUH) CIIeyeT HEMEAJICHHO PEKPATUTh.

Xupypeuueckue emewamenbcmea

Ha Bpemst Xxupyprudeckiux BMEIIATENbCTB ¢ O0IIeH, CIMHATBHON WK SIUAYpaIbHONU aHeCTe3uei
(32 MCKIIOYEHHEM MaJbIX OIepallfii, He CBA3aHHBIX C OTPAaHUYEHUEM MOTPEONCHUS MUIIH U
KUJKOCTH) TPUMCHEHHE MET()OPMHUHCOACPKAIIMX MPenaparoB (TakuX KaK KOMOWHAIHS
BUJJIATJIMIITAH + METHOPMUH) CIIEAYET OTMEHUTD.

BozobHoBneHNEe mprema mpenapara BO3MOXKHO HE paHee, deMm uepe3 48 wyacoB mocie
BMEIIATENHCTBA WJIM TOCJIE€ BOCCTAHOBIICHUS MEPOPAIbHOTO MpHEeMa IMUIIM TOCTEe MOTyYeHHS
1a00PaTOPHOTO TOATBEPKIACHUS CTa0MIH3au (PyHKIIUU TTOYEK.

THayuenmol ¢ HapywieHuem yHKyuU neveHu

[TockonpKy y MallMEHTOB C HapylleHHeM (YHKUUU TEeYeHU B psAe CIydaeB OTMedascs
JaKTOAMI03, sBjstommiics oaHod w3 HP mpu npumenenun merdopmuHa, KOMOMHAIIMU
BUJIIATJIMIITHH + MET(QOPMHUH HE CJe1yeT IPUMEHSTh y NAIlMEeHTOB C 3a00JIEBaHUAMHU TIEUEHU WU
HapyIIEHUAMH OMOXUMUYECKUX TTOKa3zaTeseld QyHKIMU MICUCHHU.

Yxyowenue cocmosanusa nayuenmos ¢ C/] 2 muna, panee omgeuasuiux Ha mepanuio

[Ipu BBISIBIEHWH OTKJIOHEHHUS TaOOPATOPHBIX IMOKa3aTeleil OT HOPMBbI WU TPHU TMOSBICHUU
KJIIMHUYECKUX CUMITOMOB YXYJIIEHUsI 00ILEro cocTossHUS (0COOEHHO NMPU HEUETKO BBIPAKEHHOMN
W CMa3aHHON CHMIITOMATHKE) y MAIlMEHTOB C MPEIIICCTBYIONIMM aJeKBaTHBIM OTBETOM Ha
TEepanui cienyeT He3aMeIJIMTENIbHO MPOBECTH JTA0OPATOPHYIO JUATHOCTHKY JJIsi BBISBICHUS
KETOoaIy103a |/iiu JIakToaluao3a. [Ipy BeIABIEHUH anua03a ClelyeT HEMEAIEHHO PEeKPaTUTh
IPUMEHEHUE Iperapara u IpOBECTH HEOOXOANMbIE MEPBl KOPPEKIIMH COCTOSHUS MAIlUEHTA.
T'unoenuxemus

Kak mpaBuio, TUIOTTUKEMHUsT HE OTMEYAETCS y MAalMEeHTOB, MOJYYAIOIIUX TEPANuio TOJIHKO
MpHEeMOM KOMOWHAIMH BWJIIATJIUITAH + METQOPMHUH, OJJHAKO OHA MOXET BO3HUKATh Ha (OHE
HU3KOKAJIIOPUHHOM JmeThl (KOorja HWHTEHCHUBHAas (u3Mueckas Harpy3ka HE KOMIIEHCUPYETCS
KJIOPUMHOCTBIO THINK), JHOO Ha (OoHE YyMOTpeOJICHHs] anKorois. Pa3BuTHe THUIOTIIMKEMUU
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HanboJiee BEPOATHO Y MOKUJIIBIX, OCIA0JEHHBIX WM UCTOIICHHBIX MAllMeHTOB, a Tak)kKe Ha (oHe
I I/IHOHI/ITyI/ITapI/BMa, H&HHOHGHHHKOBOﬁ HCIOCTATOYHOCTU HUIIN aHKOFOHBHOfI HNHTOKCHUKAIIUHN. y
MOXUJIBIX TAIMEHTOB W Yy JIMI[, TOJy4aronmx OeTa-aJpeHO0IOKaTOphl, JHAarHOCTUKA
TUTIOTJIMKEMHUH MOJKET OBITh 3aTpyAHEHA.

CruoiceHue 3¢hghexmusrnocmu cunociuKeMuyeckux cpeocmae

[Ipu ctpecce (IMxopaake, TpaBMe, WHQPEKIUH, XUPYPrHYECKOM BMEIIATENbCTBE U T.1.),
pa331/1Ba10meMcs1 y IannucHTOB, HO.HyLIaIOH_[I/IX THUITIOTJIMKEMHUYCCKUC HpenapaTLI 110 CTaHIIapTHOﬁ
CXeMe, BO3MOYKHO pe3Koe CHIKEeHUE 2 (HEKTUBHOCTH MOCIICAHUX HAa HEKOTOpoe BpeMsi. B manHoM
ClIy4ae MOXKET BOSHHUKHYTh HEOOXOAMMOCTh BPEMEHHOT'O MPEKpAaIEeHUs Tepanuu KOMOWHaIen
BIWIJIATJIUITUH + MET(HOPMHH U TIEpeBO/Ia MAIMeHTa Ha HHCYIMHOTEPAIHIO.

Bo3oOHoBNeHHEe JedeHHs KOMOWHANMEH BWJITATTUNTHH + METQOPMHUH BO3MOXKHO TOCHE
OKOHYaHMS OCTPOro MepHoa.

4.5. B3amMmopeiicTBHMe ¢ JPYrHMH JIEKAPCTBEHHBIMHM MpenapartaMu H JApyrue BH/bI
B3aUMOJIeHCTBHA

Buinarmuotug 1 MethopMUH

[lpu omHOoBpemMeHHOM mpuMeHeHuu BuwinariauntuHa (100 mr 1 pa3 B CyTKM) U MeTHOpMHHA
(1000 mr 1 pa3 B CyTKH) KIMHHYECKH 3HAYMMBIX ()apMaKOKHHETHIECKUX B3aUMOICHCTBHIA MEXKTY
HUMH OTMEYEHO HE ObUIO. JIeKapCTBEHHBIC B3aMMOJCUCTBHUS JUIS KAXKIOTO JEHCTBYIOMIETO
BEIICCTBA XOPOIIO M3YYeHbl. Hu B X0/€ KIMHUYECKUX HMCCIEAOBAaHUN, HU B XOJC IIUPOKOTO
KJIMHUYECKOTO TPUMEHEHUS KOMOMHALMU BWJIATJIMOTHH + METGOPMUH Yy TMAIHCHTOB,
OJIHOBPEMEHHO TMOJIyYaBIINX APYTUE MpemapaThl U BEIIECTBA, HETIPEABHUICHHBIX B3aUMOICHCTBUIN
BBISIBJIEHO HE OBLIO.

Hwmwxke mnpencraBieHa wumeromascs wWHQOpMAus 10 B3aWMOJCHCTBHIO I KaXIOTO
JENCTBYIOIIETO BEIIECTBA.

Bungarmunorua

Bungarnuntua o61agaeT HU3KUM MOTEHIMAJIOM JIEKapCTBEHHOTO B3auMopeicTBus. [lockonbky
BUJIIATJIMIITHH HE sBiseTcs cyocTparoM epmenToB cucteMbl nutoxpoma P450 (CYP), a takxke
HE MHTMOUpYeT ¥ HEe MHIYLHPYET 3TU M30()epMEHTHI, €ro B3aUMOJICHCTBHE C JIEKAPCTBEHHBIMU
npenapaTamu, KOTOpble SBISIOTCS cyOcTpaTaMu, MHrHOuTopamMu win uaaykropamu P450 (CYP),
ManoBepoATHO. [Ipu ogHOBpeMEHHOM NPUMEHEHWU BHIJATJIUNTHH HE BJIMSET Ha CKOPOCTh
MeTabonmM3Ma TpernapaToB, sBisionmxcs cyoctparamu depmentoB: CYP1A2, CYP2CS,
CYP2C9, CYP2C19, CYP2D6, CYP2E1 u CYP3AA4/5.

KnuHuyeckn 3HAYMMOro B3aUMOJEWCTBUS BWIJAIIMIITUHA C TEpOpalibHBIMU IpernapaTami,

HanOoJiee yacto mpuMeHsieMbIMU nipu jedeHnn CJ] 2 tumna (rmuOeHKIaMUI0M, THOTJINTa30HOM,
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MeT(HOPMUHOM) WM OOJIAJAIOMIMMH Y3KUM TEPAreBTUYECKUM JIHAMa30HOM (aMJIOIUTTMHOM,
JUTOKCHHOM, PAMUIIPUIIOM, CHMBAaCTaTHHOM, BaJICApTaHOM, Bap(hapuHOM) HE YCTAaHOBJICHO.
Merdbopmun

@ypocemuo yBennunBaeT Cmax 1 AUC MeTdhopmMuHa, HO HE BIUSET HA €r0 MOYSYHBIA KIUPEHC.
Metrdhopmun camkaeT Cmax 1 AUC ypocemuia v Takyke HE BIMSIET Ha €ro MOYSHYHBIA KIMPEHC.
Hugeounun ysennunsaet BcacbiBanue, Cmax 1 AUC MeTopMuHa; KpoMe TOro, OH YBEIUYUBAET
BBIBEJICHHE €ro MOoYkKaMu. MeT(hOpMHUH NPAKTHUECKH HE BIMACT Ha (PapMaKOKHMHETHYECKHE
napaMmeTpsl HUbeAUI1HA.

Tmubenknamuo He BiMsgeT Ha (papMakoknHeTHYECKHe/hapMaKOIUHAMUYECKHE TapaMeTphl
metrdopmuna. Merdopmun, B nenom, cHkaeT Cmax 1 AUC rimmbenkiiamuia, 01HaKO BEJINYHHA
addekra cunbHO BappupyeT. llo 3TOH mNpUYMHE KIMHUYECKOE 3HAYCHHE I0JI0OHOTO
B3aMMOJICHCTBHS OCTACTCSI HESICHBIM.

Hoocodeporcawue penmeenkonmpacmuvie cpedcmea

[TIpuem MeTopMHHCOIEPKAUX TpenapaToB (TaKMX Kak KOMOWHAIUS BWIIATJIUNTHH +
MEeT()OPMHH) CIEIyeT BPEMEHHO OTMEHHTh JI0 TPOLEAYPhl WM Ha BpEMs IMPOBEACHUS
poLEeAYypbl; BO30OOHOBIATH MPUEM CIIEAYyET HEe paHee 48 4acoB mociie MPOBEACHUS MPOLETYPHI,
nocie MoJy4YeHus 1abopaTOPHOro MOATBEPKACHUS cCTabuIn3auuu GyHKIUH MOYEK.
Ilpenapamul, chudcarowjue Kiupenc mem@opmuna

ComnyTcTByloliee NPUMEHEHHE TPENapaToB, BIUSIONIMX Ha OOIIWE CHCTEMBl KaHAJIbIIEBOTO
TpPaHCIOPTa, NPUHUMAIOIUE YYacTHEe B TOYEYHOW OSKCKpenuu MerdhopMmuHa (Hampumep,
UHTUOMTOPOB ~ OPraHUYECKOro KaTHMOHHOro TpaHcmopTepa-2 [OCT2]/6enka  skcTpy3un
JIEKapCTBEHHBIX TMpemnapaToB U TokcuHOB [MATE], Takux kak paHONa3WH, BaHIETaHUO,
JOJyTErpaBUp M IUMETHJIMH) MOXXET NPUBOAUTH K TOBBIIICHUIO CHUCTEMHOW 3KCHO3UIMU
MeT(opMHUHa.

Cybcmpamuvl mpancnopmepa opeanudeckux kamuonos 1 u 2 (OCT1 u OCT2)

MertdopmuHn siBnsieTcs cyoctpatoM opranndeckux katuonoB OCT1 u OCT2.

[Tpu coBMECTHOM NPUMEHEHUU C METPOPMHUHOM:

» nuaru6uropsl OCT1 (Takue Kak BeparnamMmui) MOTYT CHIKAaTh TMIOTVIMKEMHYECKOE JeicTBUE
MeT(opMHUHa.

» uaaykTopsl OCTI (Takue xak pu@ammnuiMH) MOTYT yBEJIWYHBATh BCAChIBaHUE MET(OpMHUHA B
JKKT u ycunuBath €ro ruroriimnkeMU4ecKoe IeUCTBHE.

* unruburopel OCT2 (TakMe Kak LUMETHIUH, JOJyTErpaBHp, PAHOJIA3UH, TPUMETOIPUM,
BaH/1eTaHUO, N3aBYKOHA30JI) MOTYT CHIKaTh BbIBeJIeHHE MET(HOpPMUHA MOYKAMH U MPUBOJHUTDH K

YBCIUUYCHUIO €T'0 KOHIICHTPAIlMH B I1JIa3M€ KPOBHU.
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* uarHOUTOpel OCTI m OCT2 (Takme Kak KpU3OTHHHO, oJjamapud) MOTYT CHIDKAThH
TUTOTJIMKEMHYECKOe IeHCTBHE MET(POPMUHA.

Lpyaue npenapamol

HekoTtopsie mpenaparbl MOTyT OKa3blBaThb HEOIArompuUsTHOE BIUSHUE Ha (YHKIUIO TMOYEK,
yYBEJIMYUBAsE TaKUM O0pa3oM pHUCK pPAa3BUTHS JIAKTOAIM103a, HalpUMep, HECTEPOUIHBIC
npotuBoBocanuTenbubie npenaparel (HIIBII), B ToOM uucne celeKTHBHBIE HHTHOUTOPHI
MUKIIOOKCcUTeHa3bl-2  (MHruouTopbl  1[OI-2), WHTHOMTOpPHI  AHTHOTEH3WHIIPEBPAINAOIIETO
dbepmenta (uHrHOUTOpHl AIID), AMypeTHKH, B OCOOCHHOCTH <IICTJEBBIE». Y TAI[UEHTOB,
MOJIYYAIOLIUX TEPanuio MeTHOPMUHCOAEPKALIUMU MpenaparaMu (Harpumep, npenapar Arapra
Mert) B Hauase JieueHHUs, a TAKKe MPU OJHOBPEMEHHOM MPUMEHEHUHU IMEPEUYHUCICHHBIX BBIIIE
JIEKapCTBEHHBIX IPENapaToB CIEAYeT TIIATEIbHO KOHTPOIUPOBATH (PYHKIUIO TTOYEK.

Y 3710pOBBIX I0OPOBOJIBIIEB MPU OJTHOBPEMEHHOM NPUMEHEHHH MET(HOPMHUHA U TIPOIPAHOIIONA, a
TakkKe MpH TNpUMEHEHUH MeTdopmMuHa U uOynmpodeHa He HAOMIOAANOCh HM3MEHEHHS HX
(hapMaKOKMHETHYECKUX TTOKa3aTeleH.

Hekoropeie mnpenapaTsl MOTYT BBI3BIBATH THICPIVIMKEMHIO M CIIOCOOCTBYIOT CHIDKEHUIO
3¢ (PeKTUBHOCTH TMMOTIIMKEMHYECKUX cpeacTB. K mogoOHbIM mpenapaTtaM OTHOCSTCS THA3UIbI U
IpYyTUe TUYypPEeTUKHU, TIIFOKOKOPTHUKOCTEPOUIbI, (EHOTHAZUHBI, TIIOKArOH, MpernapaTsl TOPMOHOB
IIUTOBUIHOW JKeJle3bl, B TOM 4HCIE JEBOTUPOKCHUH HATpuUs, JCTPOTEHBI, IE€pOpabHbIE
KOHTpPAILICTITUBEI, (DEHUTOWH, HUKOTHHOBAas KHCIOTA, CHMIIATOMUMETHKH, OJOKATOPHI
«MEJIJICHHBIX)» KaJIbIIMEBbIX KaHAIOB U H30HUA3u . [Ipr 0IHOBpEMEHHOM MPUMEHEHHUH OJO0OHBIX
NpenaparoB WM, HANpOTUB, B CIy4yae€ MX OTMEHbl PEKOMEHIYETCS TIIATEeIbHO OLIEHUBATh
3¢ (HEKTUBHOCTH KOHTPOJISI TIIMKEMUH, a TAK)XKE KOPPEKTUPOBATh 103y MET(HOpMHUHA.

He pexkomenayercsi oqHOBpeMEHHBIH NpHUEM JaHa30ja BO HM30€KaHUWE TUIEPTIMKEMHUYECKOIO
neiicTBus nmocienHero. [Ipu HeoOX0AMMOCTH JIEUSHHSI JaHA30JIOM U TIOCTIe MPEKpaIlleHus IprueMa
MOCIIEAHET0 TpeOyeTcss KOPPEKIUs 1036l MeT(HOPMHUHA MO KOHTPOJIEM KOHIIEHTPAIMH TIIOKO3bI
KpPOBH.

Xnopnpoma3zun Tipu mpuMeHeHUU B Oonbmux go3ax (100 mr B JeHB) MOBBIIMIAET TIUKEMHIO,
CHU)Xasl BBICBOOOXJeHHE WHCynuHa. [Ipu neueHun HeWpolenTHKaMu MU TOCie MpeKpaleHus
preMa MOCIeTHUX TpeOyeTCsl KOPPEKLUS 1036l KOMOWHAIIMN BUJIIATJIUIITHH + METQOPMUH O]
KOHTPOJIEM KOHIIEHTPALIMHU TJIFOKO3bI KPOBH.

HBEeKITMOHHBIE [3-2-CHMITATOMHUMETHKH: TIOBBIIIAIOT TIIMKEMHIO BCIICICTBUE CTUMYJISIUU -2 -
aZipeHopenenTopoB. B sToMm ciyuae HeoOXOoAMM KOHTpoJib riukemuu. [Ipu HeoOXxoammoctu
pPEKOMEHIyeTCcsl MpUMEHeHHe HWHCynuHa. [Ipu ogHOBpeMEHHOM MPUMEHEHHH MeT()OpMHHA C
MIPOU3BOJHBIMU CYJIb(OHUIMOUYEBUHBI, HHCYIMHOM, akapO030H, camuuuiaTaMH BO3MOXKHO
YCUJIEHUE TUITOTIIMKEMUYECKOTO EHCTBUSI.
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[TockonbpKy mpu MpUMEHEHUH MEeT(POPMHUHA y MAIIMEHTOB ¢ OCTPOH AJIKOTOJIbHOM MHTOKCHKAITUEH
MOBBIIIACTCS PUCK PA3BUTHS JIAKTOAIM103a (B OCOOCHHOCTH, TIPU TOJIOIaHWUHU, UCTOIICHUH WU
HapylIeHU! (QYHKITUU TICUYEHH ), IPU MprUeMe KOMOWHAIIMY BUJIIATIIAIITAH + METPOPMUH CIISAyeT
BO3/ICP’KUBATHCS OT YHOTPEOICHUS aJIKOTOJISI ¥ JIEKAPCTBEHHBIX CPEJICTB, COEPIKALINX ITUIIOBBIN
CITUPT.

MeT(opMHUH MOXKET CHIDKATh JICHCTBHE aHTUKOATYJISTHTOB HEMPSMOTO ACHCTBUSI.

4.6. DepTUIBLHOCTD, 0€PEMEHHOCTD U JTAKTALHSA

bepeMeHHOCTB

AJleKBaTHbIE JAaHHBIE MO NPUMEHEHUIO BWIJIATJIMITAHA B KOMOWMHANUU C MET(HOPMHHOM Yy
OEpeMEHHBIX JKEHIIMH OTCYTCTBYIOT. B JIOKIMHUYECKMX HCCIEIOBaHUIX BUJIATIMIITHHA
BBISIBJIEHA PENPOAYKTHBHAS TOKCUYHOCTH IIPU IPUMEHEHHUH B BBICOKHUX J103aX. B uccienoBanmsx
Ha JKUBOTHBIX HE OBLIO BBISBICHO MPHU3HAKOB PEMPOAYKTUBHOW TOKCHYHOCTH MET(OpPMHHA.
HccnenoBanus Ha )KMBOTHBIX HE BBISIBUIIM IPU3HAKOB TEPATOINEHHOTO JEHCTBUS BUJAATIUIITUHA
1 MeT(hopMHUHa, OHAKO MPH MPUMEHEHHUH B J03aX, TOKCUYHBIX IJIsi OEPEeMEHHBIX CaAMOK, OBLIO
MPOJIEMOHCTPUPOBAHO UX (PETOTOKCHYECKOe aecTBue (cMm. paszaen 5.3). [loTeHnuanbHbI PUCK
s 4denoBeka HeusBecTeH. lIpemapar Arapra Mer He crienyeT NOpUHMMaTbh BO BpeMs
OCpPEeMEHHOCTH.

Kopmiienue rpyasro

,Z[OKJII/IHI/I‘IGCKI/IC HUCCICIOBAaHUs IIOKasajly, 4YTO BWIAATIJIMIITUH H MeT(i)OpMI/IH ITPOHUKAIOT B
I'pyaAHOC MOJIOKO. HeI/IBBCCTHO, IMPOHUKACT JIM BUJIAATJIUIITUH B JKCHCKOC I'PYAHOC MOJIOKO, OJHAKO
JO0Ka3aHoO, 4TO MeT(I)OpMI/IH B HEOOJIBIINX KOJIMYECTBAX IIPOHUKACT B KCHCKOC I'PyAHOC MOJIOKO.
B cBsa3m ¢ MOTCHIHAJIBHBIM PUCKOM pPa3BHUTHUA THIIOTTIMKEMHHU Y HOBOPOXKJACHHOTO, CBSI3aHHOM C
MMPOHUKHOBCHUCM MeT(bOpMI/IHa B I'pyAHOC MOJIOKO, U OTCYTCTBHA JAHHBIX JJIS BUJIJArJIMIITUHA,
MMPUMCHCHUC IpeIiapaTa ArapTa Mert BO BpEeMs I'pyAHOT'O BCKAPMIIMBAHUS ITPOTHUBOIIOKA3AaHO.

DepTUabHOCTD

HccnenoBanuii BAusSHUS KOMOWHAIMM BWIAArIUOTHUH + METPOPMUH Ha (GEpPTUIBHOCTh Yy
YyeJioBeKa He IPOBOINIIOCH. B nccnenoBaHusaX y )KMBOTHBIX IPUMEHEHHE BUJIJIATTIMIITHHA B 1032X,
B 200 pa3 mpeBbIIAIOLINX PEKOMEHTyeMble, HEe BbI3bIBAIO HAPYIIEHUN (EpTHIIBHOCTH.

He Obulo OTMEYEHO OTPHIATENBHOTO BIMAHUSA Ha (DEPTUIBHOCTH y CAaMIOB M CaMOK IpHU
pUMEeHEeHUU MeTgopMuHa B A03ax 600 MI/KT B CyTKH, UTO MPUOIU3ZUTENBHO B 3 pa3a MpeBbIIIAET
PEKOMEH/I0BaHHYIO 103y Ul 4eJI0BeKa (TpH IepecyeTe Ha MJIO0IA (b [IOBEPXHOCTH TENa).

4.7. BausiHue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMM CPeACTBAMM M PadoTaTh ¢
MeXaHU3MaMH

HccnenoBanus BIUSHUSA Mpenapara Ha CIOCOOHOCTh YIPAaBIsATh TPAHCHIOPTHBIMU CPEACTBAMH U

pa6OTaTI) C MCXaHU3MaMH HE MPOBOANIIHCE. HaHI/IeHTaM, Y KOTOPBIX MOXCET BO3HUKATH
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TOJIOBOKPY)KEHHE KaK HeXellaTelbHasi peakius, clieayeT n30erarb yrnpaBieHHUs TPAHCIOPTHBIMU
CpeICTBAMU M paObOTHI C MEXaHU3MAMH.
4.8. Hexxenare/ibHbIE peaKIHU

Pesrome mpoduisg 6esonacHOCTH

[IpencraBiaeHHble HUXKE JaHHbIE OTHOCATCS K NMPUMEHEHMIO BUWIIJATJIMIITUHA U METHOpPMHHA B
MOHOTEpANUU 1 B KOMOMHAIUH.

OTMeueHbl pellkue caydan Pa3BUTHS aHTHOHEBPOTHYECKOTO OTeKa Ha (DOHE Tepanuy IpenapaToM
CO CXO/IHOM 4acToTOi B KOHTpoJbHOU rpymnne. Haubosee yacTo ciiyyan aHrMOHEBPOTUYECKOIO
OT€Ka OTMEYAJINCh TIpUM MPUMEHEHMM Ipernapara B KOMOMHAaUMM C HHIHOMTOpaMu
QHIMOTEH3UHIIPEBPAILIAIOIIETO bepmenTa (u-AllD). B OOJIBIINHCTBE CIIy4acs
AQHTMOHEBPOTUYECKUH OTEK OBLI JIETKOW CTENEeHHM M pa3pemaycs CaMOCTOATENBHO B XOe
IPOIOJDKEHUS TePAIMK BUJIIATTUITHHOM.

Ha ¢one Tepanuu BUIIArIUNTHHOM PEIKO OTMEUYAINCh HapylIeHUs (QyHKIMY Ne4eHu (BKIIoYas
rernaTuT) 0ECCUMIITOMHOTO TeUeHUs. B O0NBIIMHCTBE CiTydaeB JaHHBIE HAPYIICHUS U OTKIOHEHHS
nokasaresei (yHKIIUU MIEYSHN OT HOPMBI Pa3pelIaIinch CAMOCTOSATENEHO 0€3 OCIIOKHEHHIA TIOCIIe
IpeKpalleHus Tepanuu npenaparom. [Ipu npumenennu BuiaraunTuHa B 1o3e 50 mr 1 win 2 pasa
B CYTKHU qacTora MOBBIIIEHUS aKTUBHOCTHU «II€YEHOYHBIX)» (bepMeHTOB
(amanmHamuHOTpancdepasbl (AJIT) wimm acnapraramunoTpancepassl (ACT) B 3 pasza BeIme
BepxHel rpanuiisl Hopmsl (BI'H)) coctasnsiia 0,2% win 0,3% cOOTBETCTBEHHO (110 CPAaBHEHUIO €
0,2% B KOHTpOdbHOH rpymme). IloBbllIeHME AKTUBHOCTH «IIEYEHOYHBIX» (EPMEHTOB B
OOJBIIMHCTBE CIy4yaeB ObUIO OECCUMITOMHBIM, HE MPOrPECCHPOBAIO U HE CONPOBOXKAAIOCH
X0JIECTA30M WJIN KENTYXOM.

BunparmunTiH He OKa3bIBall BIMSHUS Ha Maccy Tejla Ipu J00aBICHUH K MET(GOpPMHUHY.
Hexenatenpubie peakiuu (HP) co croponst XKKT mnpu npumeneHun MetrdopmuHa
PETUCTPUPYIOTCS OYEHb YaCTO.

Yacrora HP co croponsl JKXKT, Ha ¢oHe KOMOMHUPOBAHHON Tepanuu BWIJAINIUITHUHOM U
MeThOopMHUHA THIPOXJIopUIoM cocTasisiia 13,2% (npu npumenenuu 50 Mr oJuH pa3 B A€Hb WU
JiBa pa3a B JieHb). [Ipu npumenenun moHotepanuu Metdopmuna — 18,1%.

Hwxe npusenenst HP, Bo3MOXHBIE Kak Npud NPUMEHEHMH KOMOMHHMPOBAHHOW Tepanuu
BIWJIJIATJIUIITHHOM U METGOPMHUHOM, TaK 1 MOHOIIPETIApaToOB BUIIIATIUNTAHA 1 MeTdhopmuHa. HP
pacripeielIeHbI M0 CHCTEMHO-0PTaHHBIM KJIacCaM B COOTBETCTBHH CO CIIOBAPEM JIJISI PETYIISITOPHOM
nesrenbHocTH MedDRA, ¢ yka3aHueM 4acTOThl UX BO3HMKHOBEHHsI COTJIACHO PEKOMEHIALUSIM
BO3: ouensb vacto (>1/10), vacto (>1/100, <1/10), neuacto (>1/1000, <1/100), peaxo (>1/10000,
<1/1000), ouenp penko (<1/10000), yacTora HeM3BeCTHA (HA OCHOBAHWU MMEIONIUXCS JTAHHBIX

OLICHUTH HGBOSMO)KHO), BKJIKOYas OTACIBHBIC ClIyUau.
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HP, BO3MOXHEIC TPU TPUMEHEHHUH KOM6I/IHaHI/II/I BUWJIJArJIUIITUHA U MCTd)ODMI/IHa

Hapywenusa memaboauzma u numanus: 9acTo — TUIOTTTUKEMUSL.

Hapywenus co cmopoHul nepnoll cucmemsl: 9aCTO — TPEMOP, TOJIOBHAs 00JIb, FTOJIOBOKPY>KEHHE;
HEYacTO — NOBBIIICHHAS] yTOMIISIEMOCTb.

JKenyoouno-kuweunvle napyuienus  9acTo — TOUTHOTA.

JloAarocpoyHble KITMHUYECKUE UCCIIETOBAHMS IPOIOJKUTEIBHOCTHIO J0 2 JIET HE BBISIBUIN KaKHX-
100 W3MeHeHuil mpoduis OE30MaCHOCTH WM HEMPEIBUACHHBIX PUCKOB NpPU MPUMEHEHHU
BIWJIZIATJIMITHHA B KOMOMHAIIMN C MET(HOPMHHOM.

N3ydyenne npuMeHeHHs KOMOMHALMM BHJINATIMIITHHA U MeT(HOPMHHA B KadeCTBE CTapTOBOM
TEpanuy MpH CaxapHOM AuadeTe 2 THIAa He BBIIBIIO OTKJIIOHEHUH mpoduis 6€30MacHOCTH WK
HETpeIBUICHHBIX PUCKOB.

B xomMOuHAaIINK C HWHCYJIIMHOM

B KOHTpoOnupyeMBbIX KIMHUYECKHUX HMCCIEAOBAHUSAX MPU MPUMEHEHUH BWIIATIUITHHA B J103€
50 Mr 2 pa3a B ieHb B KOMOWHAIIMK C WHCYJIMHOM B COYETaHHH C METQPOPMHUHOM WK Oe3 Hero,
4yacTOTa OTMEHBI TEpallMU B CBSI3U C Pa3BUTHEM HEXesaTelbHbIX peakuui cocraBuia 0,3% B
rpynne BUIJArJIuNTHHA, IPU 3TOM B IpyMIie mianedo ciydyaeB OTMEHbI Tepanuu He ObLIO.
YacroTa runoriimkeMun Oblja conoctaBuMoil B ooeux rpymnmnax (14,0% B rpymne BUIAArIUITHHA
u 16,4% B rpynne mianebo). B rpynne BumgarivnTuHa OTMEUYEHBI CIIy4aW THUIOTJIMKEMUU
TSDKEJION CTETICHH Y ABYX IMAlMEHTOB, B TPYIIIE Manedo — y 6 maiueHToB.

Ha MomeHT 3aBepIieHus UcclieJOBaHUsI BUJIIATJIUIITHH HE OKa3bIBaJl BIUSHUS HAa CPEIHIOI0 Maccy
Tesa (Macca Tena ypenuueHa Ha + 0,6 Kr o CpaBHEHUIO C UCXOAHOI B IpyIine BUIIJArJIUNTHHA, B
rpynmne mianedo n3MeHEeHU He OTMEUEHO).

HP y mamenToB, momyyaBmmx BuigarmunTHH S0 Mr 2 pa3a B IeHb B KOMOWHAITUH C WHCYJIMHOM
(c MeThopMUHOM UK €3 HETO), TPECTABICHBI HIDKE.

Hapywenus co cmoponvl HepeHotl cucmembl: 4acTO — TOJIOBHAs OOJIb.

JKenyoouno-kuweynvle HapyuieHus: 9acTo — TOIIHOTA, racTpod30QareanbHbIN pedIIFOKC; HEYaCTO
— uapesi, METEOpHU3M.

Jlabopamophvie u uncmpymenmanvHsvle OanHble: 9aCTO — CHIDKEHUE KOHIIGHTPAIMU TIIOKO3bI B
KPOBH.

Obwue napyuenus u peakyuu 8 mecme 68e0eHUs . 9aCTo — 03HOO.

B xoMOuWHaMu ¢ ipenaparamMu Cvib(QOHUIMOUYEBHUHBI

Crny4aeB OTMEHBI IIpemnapara, CBA3aHHbIX ¢ pazBuTeM HP B rpynmne koMOMHUpPOBAaHHOM Tepanuu
BIWIJIATJIMIITUHOM, MET(GOPMMHOM U TJIMMENMPHUIOM, OTMeueHo He Obuio. B rpymme
KOMOMHHMpPOBaHHOW Tepanuu 1ianedo, MeTpopMUHOM U rmuMenupuom yactrotra HP cocraBuna
0,6%.
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['unornukemus orMevanach 4acto B o0eux rpynnax (5,1% B rpynne KOMOMHUPOBAHHOM Teparuu
BWIJIATJIUIITUHOM, MeT(opMuHOM © TiaumenupuaoM u 1,9% B rpynne KOMOMHMPOBAHHOU
Tepanuy 1ianedo, MeThOPMUHOM U TIIMMENHUPUAOM). B rpymme BUagarmunTaHa OTMEYEH OJUH
SMU30/ TUIIOTJIMKEMHH TSXKEJION CTETICHU.

Ha mMomeHT 3aBepiiieHHs CCIIeIOBaHMs 3HAUMMOTO BIUSHUS Ha Maccy Teja BBISBICHO He ObLIO
(+ 0,6 xr B rpynme BuarauntuHa U — 0,1 kr B rpymmne miane6o).

HP y nanuenToB, momywaBmmx BuiagarauntuH 50 mr 2 pa3a B JI€Hb B KOMOMHaLUU C
MeT(HOPMUHOM U IpernapaTamMu CyJIb(POHUIMOYEBUHBL, TPEICTABICHbBI HIKE.

Hapywenus co cmoponvl Hep6Hoti cucmembl: 4aCTO — FOJIOBOKPYKEHUE, TPEMOP.

Hapywenusa memabonuzma u numanus. 4acTo — TUIOTJIMKEMHUSI.

Hapywenus co cmopoHvl Kodtcu 1 NOOKOICHBIX MKAHel: 4aCTO — TUIIEPTUIpO3.

Obwue HapyweHus: u peakyuu 8 Mecme 68e0eHuUs . 4acT0 — aCTCHHUS.

BungarnunTyuH B MOHOTEpAIIUK

HUngpexyuu u unasuu. 09eHb peKo — MHPEKIIUN BEPXHUX JBIXaTEIbHBIX ITyTeH, HA30()apUHTHT.
Hapywenus memabonuzma u numaHus. He4acTo — TUIOTIINKEMUSL.

Hapywenus co cmopoHnbl nepsHOll cucmempl: 4aCTO — FOJIOBOKPYKEHHE; HEYacTO — TOJIOBHAs
0071b.

Kenyoouno-kuweunvle napyuienus: He4acTo — 3a1op.

Hapywenus co cmopoHbl MbIUWEUYHOU, CKEeIemHOU U COeOUHUMENbHOU MKAHU: HEe4acTo —
apTpaTus.

Hapywenus co cmoponsl cocy0os.: He4acTo — nepudepruueckue oTeKH.

[lpy TnpuMEeHEHWM KOMOWHHMPOBAHHOW TEpamuy BWIJATIHITAHOM ¥ METQOPMHHOM HeE
O0TMEYaJIOCh KIIMHUYECKH 3HAYMMOTO MTOBBIIICHHUS YaCTOTHI BhIIIIeyKa3aHHBIX HP, oTMewaBmmxcs
IpY IpueMe BUJIIarTUITHHA.

Ha ¢one monorepanuu BunpariauntiHoM 50 Mr 1 pa3 B JIeHb yacTOTa OTMEHBI TEparuu 10
npuurHe HP cocraBuna 0,2%, 50 mr 2 pasa B nenb 0,1%, a B rpymnmne muiame6o — 0,6%, B rpymre
npemapara cpaHeHus — 0,5%.

B nccrnenoBanuy MOHOTEpanuu BUJIATTTUITHHOM YacTOTa PAa3BUTHUS TMITOTIIMKEMHUH COCTaBIIsIa
0,5% cpenu mauueHToB, nosydasmnx BuagaraunTiH S0 mr 1 pa3 B neswb u 0,3% — 50 Mr 2 paza B
JIeHb, 1o cpaBHeHUIO ¢ 0,2% B rpynnax mianedo u npemnapata cpaBHeHHs. Cepbe3HbIX U TAKEIbIX
HP ne Obu10 BBISBIIEHO.

MoHoTepanus BUWIJIATIUIITHHOM He OKa3bIBajia BIUSHUS Ha MacCy Tela.

JloAarocpoyHble KITMHUYECKUE UCCIET0BAaHUS IPOIOJKUTEIBHOCTBIO J0 2 JIET He BBISIBUIN KaKHX-
100 AOMOJHUTENBHBIX OTKIOHEHUH MpouiIst 6€30MacCHOCTH WM HETIPEABUACHHBIX PUCKOB MpU

MMPUMCHCHUHN BUJIAATJTUIITHUHA B MOHOTCpAIIH.
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IlocTperucrpallmOHHBIC UCCICIOBAHMUS

Kenyoouno-kuweynuvle napyuienus. 9acToTa HEM3BECTHA — TAHKPEATHT.

Hapywenusa co cmoponvl neuenu u sHcenuebl@o0Awux nymeti: 49acToTa HEU3BECTHA — TEHATUT
(pa3peluBIIMACS CAMOCTOSITENILHO TOCIE OTMEHBI JIEKapCTBEHHOTO Ipernapara), MOBBILICHHE
AKTUBHOCTH «II€YEHOUYHBIX» (EPMEHTOB (pa3pelluBIICeCs] CaMOCTOSATEIbHO TOCIE OTMEHBI
JIEKapCTBEHHOTO Mperapara).

Hapywenus co cmopoHvl Mbluieunoul, CKeiemuou u cOeOUHUmeNbHOU MKAHU. 9acCTOTa HEU3BECTHA
— MHUAJITHS, apTPajrus, B PEIKUX CIIydasX BhIPRKCHHAS.

Hapywenus co cmopoHvl Kodicu U NOOKOMCHBIX MKAHel: 4acToTa HEM3BECTHa — KpANUBHUIIA,
9Kc(ONMATUBHOE U OyJUIE3HOE TTOPAKCHHS KOXKH, BKITFOYAst OyJIIe3HBINA MeM(UTOU/T.

MerdopMuH B MOHOTEpAIIUHA

Hapywenus memabonuzma u numanus: OYeHb 4acTO — CHIDKEHHUE alllleTHTa; OYeHb PEAKO —
JAKTOAIM103.

JKenyoouno-kuweyHnvle HapyuieHus. O9€Hb 9aCTO — METEOPU3M, TOLTHOTA, PBOTA, Tuapesi, 00k B
JKUBOTE; YaCTO — JUCTEB3USI.

Hapywenus co cmopoHbl neyenu u sceniesvigo0auux nymeti. 04eHb PeAKO — relaTuT.
Hapywenus co cmoponbl Kodicu U NOOKOJMCHBIX MKAaHel. OYE€Hb PEIKO — KOXKHbIE peakiuu (B
YaCTHOCTH, SPUTEMA, 3y/1, KPAalIUBHULIA).

Jlabopamopnvle u uncmpymenmanbHble OaHHble: OYEHb PEIKO — YMEHBIICHHE BCAChIBAHUS
BuTamMuHa B12, n3mMeHenue nokasaresnei (yHKIUN EUSHHU.

YMeHblIeHNE BCachlBaHUs BUTaMuHa B12 u cHMkeHMe ero KOHLEHTPALlUY B CBIBOPOTKE KPOBY Ha
¢doHe npuMeHeHHsI MET(GOPMHHA OTMEUYATIOCh OUYEHb PEJIKO Y MALMEHTOB, MOIYYaBIIUX IpernapaT
B TE€UEHUE JJIUTEIBHOIO BPEMEHH, U, KaK IPABUIIO, HE IPEACTABIISIIO KIMHUYECKOTO 3HAUEHUS.
Crnenyer yuuThIBaTh BO3MOYKHOCTHb YMEHBIIECHHs BCAachblBaHUS BUTaMuHa B12 y manueHTOB C
MeranobJacTHON aHeMHEeH.

OtaenpHbIE cydan OTKJIOHEHHUS Ja00paTOPHBIX MoKa3aTened (PyHKIUU MEUYeHU OT HOPMbI WK
Clly4ad remaTHTa, KOTOpble HaOM0Jainuch Ha (oHE MpPUMEHEHHUs MET()OpPMHHA, pa3pellaiuch
IIOCJIE €70 OTMEHBI.

Ecnun oTmeueHO yxy/uieHHe KIMHUYECKOTO TEYEHHUs JII0OOro U3 YKa3aHHbIX B MHCTPYKLUHU
HEe)KeNaTeNIbHbIX peakuuid uiu Bbel 3amerunu ro0ble Jpyrue HeKelaTelbHble peakldd, He
yKa3aHHbIE B UHCTPYKIIMH, COOOIINUTE 00 3TOM Bpayy.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxno COO6IJ_IaTB 0 IOAO3PCBACMBIX HECKCIATCIBHBIX PCAKIUAX IIOCJIC PCrucTpanmuun
JICKApCTBCHHOT'O IMpEriapaTta ¢ LCJIbIO o0OecreyeHus HEMIPEPBIBHOT'O MOHUTOPHUHIa COOTHOIICHUA

«I10J1b3a — PHUCK» JIEKAPCTBEHHOIo Mpemnapara. MeIuIMHCKUM pabOTHUKAM PpPEKOMEHAYETCs
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coo01aTe O JIOOBIX MOJ03PEBAEMbIX HEXKENATENbHBIX PEaKIUsAX JEKapCTBEHHOTO Ipemnapara
Yyepe3 HallMOHALHBIE CUCTEMBI COOOIICHUS O HEXKEIATeNbHBIX PEAKIMIX TOCYIapCTB — YICHOB
EBpa3uiickoro 3K0HOMHUYECKOTr0 COI03a.

Poccuiickas ®@eoepayus:

OenepanibHas ci1yx0a 1o Ha3opy B chepe 31paBOOXPaHEHUS

Anpec: 109012 r. Mocksa, CinaBsiHcKasi miiomiaib, 1. 4, ctp. 1

Tenedon: +7 (800) 550-99-03

DnexTponHas moyra: pharm@roszdravnadzor.gov.ru

Cair B HH()OPMAITMOHHO-TEJIEKOMMYHUKAITAOHHON ceTu «HTepHeT:

https://www.roszdravnadzor.gov.ru

Pecnyonuxa benapycy:

PecnyOnukanckoe yHuTapHoe mnpeanpuatue «LleHTp 9SKcmepTH3 W UCHBITAaHUN B
3/IpaBOOXPAHEHHUI

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

Otaen dpapmakoHaa3zopa

Tenedon: +375-17-242-00-29

OnekrponHas noura: rcpl@rceth.by

Caiit B nHQOpMALIMOHHO-TEICKOMMYHUKAIIMOHHOH cetn «MHTepueT»: https://www.rceth.by

Kuipewvizckasn Pecnybnuka:

JlemapTaMeHT JEKApCTBEHHBIX CPEACTB M MEAUUMHCKUX WU3Jenuil Ipu MuHHCTEpCTBE
3/1paBOOXPAaHEHUs U coluanbHOro pa3Butus Keipreizckoii PecriyOmnnku

Anpec: 720044 r. buwukexk, yi. 3-s Jlunus, 25

Tenedon: + 996-312-21-92-88

OnekrponHas moura: Vigilance@pharm.kg

Caiit B mH()OpPMALIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTn «MHTepueT»: http://www.pharm.kg

4.9. Ilepeno3npoBka

BunmnarmunoTug

B ximmHMYecKuX nccneaoBaHusgX Ipu puemMe npenapara B go3e 400 mr/cyt Habmoganmucy 6011 B
MBIIIIAX, PEAKO — JIETKHE TPAH3UTOPHBIE MApEeCTEe3UH, JUXOpPaaKa, OTEKH U TpPaH3UTOPHOE
NOBBIIIIEHNE akTUBHOCTH Junassl (Boiie BI'H B 2 pasa). [Ipu npumeHeHn# 10361 BUIIATTUIITHHA
10 600 Mr/cyT BO3MOXHO pa3BUTHE OTEKOB KOHEYHOCTEH, COIPOBOXKIAIOLINXCS MapecTe3neil u

MOBBILICHHEM KOHIEHTpaluu KpeaTuHUH(pocPokuHas3bl, C-peakTUBHOrO OelKa U MHOIJIOOMHA,
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aktuBHOCTH ACT. Bce cuMITOMBI Mepeo3MPOBKA M U3MEHEHHS JIA0OPATOPHBIX TOKa3aTesen
MCYE3aI0T MOCTe MPeKpalleHus IPUMEHEHUS IIperapara.

BriBenenne npenapara u3 opraHdsma ¢ IMOMOIIbIO JTMaIN3a MaloBeposiTHO. OHAKO OCHOBHOM
ruApoan3Hbii Metabonut Bungarauntruaa (LAY 151) Mmoxer ObITh yaaneH U3 OpraHu3ma ImyTeM
reMouaimsa.

Merdbopmun

Hau6onee 3¢ pexTuBHBIN METOT yIaleHHs TaKTaTa ¥ MeT(HOPMHHA — TeMO/THATIU3.

B cinydae nepeno3mpoBkH HEOOXOJUMO MPOBOAUTH COOTBETCTBYIOLIEE CHUMIITOMATHYECKOE

JICYCHUE, OCHOBBIBAsACh HA COCTOAHUU IMalMCHTA U KIIMHUYCCKUX IIPOABIICHUAX.

5. ®APMAKOJIOT'MYECKHE CBOMCTBA

5.1. ®apmakoauHaMuyecKne CBOiCTBA

®apmakorepaneTuueckass rpynna:  CpenctBa  Juis  JIEYEHHMSl  caxapHoro  jaualerta;
TUINOTIMKEMUYECKHE  CPEICTBA,  KpOME  HMHCYJIMHOB;  KOMOHMHAIIMM  MPEOPAIbHBIX
TUIOTJIMKEMHUYECKHUX CPEJICTB.

Kon ATX: A10BDOS.

Mexanusm aeiicTBus

B cocraB mnpenapata Arapra MeT BXOAST JBa TUIOTIMKEMHUYECKHX CpEICTBA C Pa3HBbIMU
MeXaHU3MaMHM  JCWCTBUS:  BWJAIVIMOTHH, OTHOCSINMMCS K  KJaccy  HMHIUOMTOPOB
munentuauinentuaasei-4 (JAI11-4), u merdhopmun (B hopme ruapoxiopua), MpeacTaBUTEIb
kjacca OuryanujgoB. KomOuHanus O3TUX KOMIIOHEHTOB TO3BOJisieT Oosee 3PQPEeKTUBHO
KOHTPOJIMPOBATh KOHIIEHTPAIMIO TJIFOKO3bl KPOBU y MAIIMEHTOB C CaxapHbIM AuadeToM 2 Tumna
(CH 2 tuma) B TeueHue 24 4acos.

BunparnuntuH, npeacTaBUTENb Kilacca CTUMYJIATOPOB OCTPOBKOBOIO anmapara Mo KeIy104HON
JKele3bl, celleKTUBHO UHruoupyet pepment JAI1I1-4, ynydias raukeMuyecKuii KOHTPOJIb.
Wurubuposanue axtuBHoctu [JIIII1-4 BbI3bIBaeT yBenWuyeHHE Kak 0Oa3ajlbHOTO, TaKk U
HNOCTHPAaHANATBHOTO SHJIOTEHHOTO YPOBHS HMHKPETHHOBBIX T'OPMOHOB: TJIIOKaroHONOJO0OHOTO
nentuga 1 tuma (I'TIII-1) u rmroko303aBUCHMMOro MHCyAHMHOTpornHoro nonunentuga (I'MIT).
MethopMUH CHMXKAET MPOAYKLHUIO TIJIFOKO3bl MEYEHbIO, YMEHbBIAET BCACBIBAHWE TJIIOKO3bI B
KHUIIEYHUKE U CHUKAeT MHCYJIMHOPE3UCTEHTHOCTh 3a CUET YCWJICHHs 3axBaTa M yTUIU3alUU
TJIFOKO3bI NTepU(peprUueCKUMH TKaHAMH.

MetpopMHUH  MHIyUMpYeT  BHYTPHKJIETOYHBIH  CHHTE3  TJMKOI€Ha,  JIeHCTBysS  Ha
[JIMKOTEHCUHTETa3y, U YCHJIMBAET TPAHCHOPT TIIFOKO3bl HEKOTOPHIMH MEMOpaHHBIMU OelKaMu
neperocurkamu rroko3bl (GLUT-1 u GLUT-4).

dapmakoanaamuyeckue d3PHeKToI
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Bunoaznunmun + memeopmun

BbezonacHOCTh U 3P PEKTUBHOCTH OTAEIBHBIX KOMIIOHEHTOB Tpernapara, a Tak’ke OJJHOBPEMEHHOE
UX TpUMEHEHHEe ObUTM HW3y4eHBbl paHee B KIMHUYECKUX HCCIECIOBAHUAK, TJI€ YCTaHOBIICH
JOTIOTHUTEIbHBIA  MONOXKHUTENbHBI  3QdekT no0aBieHUs BUIAAMIMITAHA K TEpanuu
MeT(hOPMUHOM Y MAIIMEHTOB C HEaJeKBaTHO KOHTpoaupyembiM C/I 2 Tuna.

B knMHMuecKuX HCCIeIOBaHUSAX BWIJATVIMITUH HE OKa3blBaj BIMSHMS Ha Maccy Tela IMpu
n00aBJIeHUH K MET(OPMHUHY.

Bunoaznunmun

[Ipumenenue BuiaarnmuntuHa y nanueHtoB ¢ CJ 2 tuma mpuBOIUT K OBICTPOMY M MOJIHOMY
uHrnouposanuio axktuBHoctu JIII1-4, koropoe HaOmomaercs Ha NPOTSDKEHUH 24 4YacoB.
[ToBbrmass kouuentpanuto [TII-1 wu TUIl, BuagarmunTUH  BBI3BIBAET  yBEIIUYEHUE
YYBCTBUTEIHHOCTHU B-KJIETOK MOKETYIOYHOMN KeIe3bl K TIIF0OKO03€, YTO MPUBOAUT K YIYUIICHHIO
[JIFOKO303aBUCUMOM cekpelnu uHceyauHa. [IpuMmenenne Bungarnuntuia B go3ax 50 mr u 100 mr
B CyTKHU y nanueHToB ¢ CJ[ 2 Tuna BbI3bIBAJIO 3HAYUTEIBHOE YIYUIlIEHHE [T0OKa3aTeael GyHKIUU
B-kieToxk.

Crenenp ynyumeHus: pyHKIUU -KIETOK 3aBUCHUT OT CTENEHH UX MCXOJHOTO MOBPEXKICHUS, TaK
y moaeit 6e3 CJI (c HopMaIbHOM KOHIIEHTpAIMEH TIIOKO3bI B MJIa3Me KPOBH) BUJIIATJIUIITUH HE
CTUMYJIMPYET CEKpPEIUI0 MHCYJIMHA M HE CHUXAET KOHIEHTpauuio IIoKo3bl. [loBbimas
KoHUeHTpauuto 3u0oreHHoro I'TIII-1, BuniariunTuH yBeIMUMBAaET YyBCTBUTEIBHOCTD O-KJIETOK
K TJIFOKO3€, UTO MPUBOAUT K YJIYUIICHUIO IIFOKO303aBUCUMOM PEryJIsiUU CEKPELUHU TIII0KaroHa.
CHM>XeHMe TOBBIIIEHHONM KOHILIEHTPALMU TJIIOKaroHa IMOCJ€ €l1bl, B CBOK OuY€pe/b, BBI3bIBAET
CHU)KEHHE MHCYJIMHOPE3UCTEHTHOCTU. YBEINYEHNE COOTHOIICHUS MHCYJIMH/TIIIOKAaroH Ha oHe
TUIEPIIIMKEMUH, OOYCJIOBJIIEHHOE IIOBBIIIEHUEM KOHLEHTPALUM HWHKPETUHOBBIX TOPMOHOB,
BBI3bIBAET YMEHBIIICHHUE TPOTYKLIUH TIIFOKO3bI IEYEHBIO KaK BO BPEMs, TAK U MOCIIE MpUeMa MUIIH,
YTO MPUBOIUT K CHUKEHUIO KOHIIEHTPALIUU TJTFOKO3bI B IJIa3ME KPOBH.

Kpome Ttoro, Ha ¢oHe nmpUMEHEHHs BWIJATJIUNTHHA OTMEYaJOCh CHUYKEHUE KOHLEHTpPALUuU
JUNHUI0OB B IJIa3M€ KPOBU IOCE NMpHUEMa MWLM, JaHHBIM 3(QQeKT He CBS3aH C YIydllIEeHUEM
(GYHKIIMM OCTPOBKOBBIX KJIETOK TOKETYJOYHOM JKeJe3bl M OMOCPEIOBAHHBIM BIHSHHEM
BUJIJJATJIMIITUHA Ha aKTUBHOCTh MHKPETUHOBBIX TOPMOHOB.

N3BectHO, uTO mnoBhIMIeHHE KOHUEHTparuu [TIII-1 MoxeT npuBOAUTHE K 3aMEIJICHUIO
OTIOPOXKHEHUS JKeITy/IKa, OAHAKO Ha (DOHE MPUMEHEHHS BIJIIATIUITHHA MOA00HOTO ¢ deKTa He
HaOro1aeTcs.

Memdgopmun

MetdpopMuH ynyduiaer TOJEpAaHTHOCTh K TJIOKo3e y maunumeHtoB ¢ CJl 2 Tuma, cHukas

KOHICHTPAIUIO I'TFOKO36I B IJIa3M€ KPOBH KaK 10, TaK U IMOCJIC CbI.
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B otnnune ot npou3BoHBIX CYIb(OHUIMOYEBUHBI, MET()OPMHUH HE BBI3bIBAET TMIIOTNIMKEMUHU HU
y narenToB ¢ C/I 2 tuma, HU y 37J0pOBBIX JIIOJIEH (32 UCKITIOUEHHEM 0COOBIX CITy4YaeB).

Tepanust mpemapaToM HE NPUBOAUT K Pa3BUTHIO THIEpUHCYIMHEeMuu. [Ipu npumeHeHun
MeT(GOpPMUHA CEKpelUsl MHCYJIMHA HE MEHSETCs, B TO BpeMs KaK KOHLEHTpalus HMHCYJIHMHA B
IUIa3M€e KPOBU HATOILAK U B TEYEHUE JIHS MOXKET CHUKAThCH.

[Ipu nmpumeHeHHMH MeTPOPMHHA B TEPANEBTHUECKUX J103aX B KIMHUYECKUX HMCCIECIOBAHUAX
CpeaHel MPOJODKUTEIEHOCTH, a TAKXKE B JUIMTEIbHBIX KIMHUYECKUX MCCIEIOBAHUIX OTMEYCHO
OJaronpusATHOE BIMSHUE Ha METAO0JIM3M JIMIONPOTEHI0B BHE 3aBUCUMOCTH OT €r0 BIMSIHUSA Ha
[VIMKEMUIO: CHM)KEHHE KOHIIEHTPAaLMU OOILEro XOJIECTEPHHA, XOJIECTEpUHA JIMIIONPOTEHI0B
HU3KOH IJIOTHOCTH U TPUTIUIICPUIOB.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

Bungarnuntus + Mer)ODMI/IH

Abcopoyus

B wuccrnemoBaHusx TOKa3zaHa OWOJKBUBAJICHTHOCTH IO IMOKA3aTesIM  IUIOMAJAH  TOJ
dapmakokuHeTnyeckoi kpuBoi (AUC) u MakcuMalibHOW KOHIICHTpauu B 11a3Me KPOBU (Cmax)
npenapara Arapra Met B Tpex pa3HbIX go3upoBkax (50 mr + 500 mr, 50 mr + 850 mr u 50 mr +
1000 Mr) u BuIJAraIunTAHA U METHOPMHUHA, MPHUHATHIX B COOTBETCTBYIOIIMX [103aX B BHUJE
OTJICITBHBIX TAOJIETOK.

[IpueM numM HE BIUSET HA CTENEHb W CKOPOCTh BCACHIBAHUS BWJIJIANIMITHHA B COCTaBe
npenapata Arapta Met. 3Hauenusi Cmax 1 AUC MeTdopMuHa B cocTaBe mpemnapara Arapra Mer
IIPY OJJHOBPEMEHHOM IIpUEME C NUIIEH CHUKAINUCh Ha 26% U 7% cooTBeTcTBEHHO. Kpome Toro,
Ha (oHE mpHeMa MUY 3aMeJISIIOCh BCachlBaHUE MET(HOPMUHA, YTO MPUBOIWIO K YBEITUICHHUIO
BPEMEHU JOCTIXKCHHS MaKCUMalbHOW KOHLEHTpAuu (Tmax, oT 2,0 mo 4,0 u). IlomoGHoe
u3MeHeHne Cpax 1 AUC Ha QoHe mpHema MUIMM OTMEYAIOCh M B Cilydae NPUMEHEHUS
MeThOpMHUHA B OTICNBHOCTH, OJHAaKO B TIOCIEJAHEM Ccllyyae HM3MEHEHHs ObLIH MeHee
3HAUYUTENIbHBIMU. BrnusHue mnunm Ha (GapMaKOKMHETHKY BWJIJATJIMITHHA U MeT(GOpMHUHA B
cocTaBe mpernapata Arapta MeT He OTJIMYaIoCh OT TAKOBOTO MpU MpHEeMe 000X IpernapaTroB B
OT/IEJIbHOCTH.

Bunmarmunrua

Abcopoyus

[Tpu npreMe BHYTpb HaTOIIAK BUJIAATTIUITHH ObICTPO BcachiBaeTcs, a €ro Cmax IOCTUTAETCS Uepes
1,75 waca mocne mpuema. IIpu omHOBpeMEHHOM NpueMe C MHUIIEH CKOPOCTh abcopOuuu
BUJIIATVIMIITHHA CHW)KAETCS HE3HAYUTENbHO: OTMedaercs yMmeHbllleHne Cmax Ha 19% wn
YBEJIMYEHUE BPEMEHU €€ TOCTHKEHUS /10 2,5 yacoB. OJHAKO MPUEM MUIIU HE OKA3bIBAET BIUSHUS

Ha creneHb BcackiBaHusa u AUC. BungarmuntuH OBICTPO BCAachIBA€TCs, a €ro a0COFOTHas
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OMOJOCTYMHOCTh MOcie mpueMa BHYTpb cocTaBisieT 85%. Cmax 1 AUC B TepaneBTHUYECKOM
JUana3oHe 103 YBEIMYHUBAIOTCS IPUMEPHO IPONOPLUOHATIBHO JO3€.

Pacnpeoenenue

Cremnenb CBSI3bIBaHUS BWJIAMNIMITHHA C Oenkamu 1ia3Mbl kpoBu Hu3Kkasg (9,3%). [lpemapar
pacrpezensercss paBHOMEPHO MeX1y IJ1a3Moil 1 apuTponuTamu. Pactipeaenenue BUnAariunTiHa
IPOUCXOTUT MPEANOJI0KHUTEIBHO 3KCTPABACKYIAPHO, 00bEM pacHpeieiieHUs B PABHOBECHOM
COCTOSIHMH TOCJIe BHYTpUBEHHOTO BBeneHus (Vss) coctasisiet 71 1.

buompancgopmayus

buotpanchopmanius sSBIsSETCS OCHOBHBIM IIyTEM BBIBEJICHUS BHIIJArIuNTHHA. B opranusme
YeJioBeKa MoJiBepraeTcst nmpespaiienuto 69% no3er npenapara. OcuoBHoit metabonut, LAY 151
(57%  nmo3el), (apMaKoJOTHMUECKH HEAKTUBEH U  SABISETCS  MPOAYKTOM  THAPOIH3A
uaHokoMioHeHTa. Okono 4% 1036l MpenapaTa MoABEPraoTcs aMUAHOMY THAPOIIN3Y.

B wuccnenoBanusx in vivo y xuBOTHbIX ¢ nedunurom JIII1-4 ormeuaercss dYacTudHOE
MOJIOKHUTEIFHOE BIMSHUE JAHHOTO (pepMEeHTa Ha THAPOJIH3 BHIAATIMOTHHA. Bungarmuntia He
METaOONM3UPYETCSl TPH ydacTHUH H30(EpMEHTOB cHcTeMbl ItuTtoxpoma P450. Ilo maHHBIM
MCCJIEIOBAHMM in Vitro BUJIIATIUIITUH HE MHTUOUPYET U HEe UHAYIUPYET N30(EPMEHTHI CUCTEMBI
nuroxpoma CYP450.

Onumunayus

[Tocne nmpuema BHYTpb MEUYEHHOI'O paJMOAKTHBHOM METKOM BWJIJArJIUOTHHA OKoJo 85% 103bl
BBIBOJIUTCS TOYKaMu U 15% uyepe3 KHUIIEYHHUK, T[MOYEYHAs DSKCKPElHs HEU3MEHEHHOTO
BUJAarMNTAHA cocTaBiseT 23%. [Ipu BHYTpUBEHHOM BBEICHHH Y 3JI0POBBIX T0OPOBOJIBIIEB
CPEIHHMI MeprOo/ MOTYBBIBEICHUS TJOCTUTAET 2 YaCOB, OOIIH IJIA3MEHHBIM KIIMPEHC U MOYSYHBIN
KJIMPEHC BUJAATIMIITHHA COCTaBIAIOT 41 11/4 u 13 11/4 cootBeTcTBeHHO. [lepuon monyBbIBeIeHUS
(T'2) mocne nmpuemMa BHYTpb COCTABIISIET OKOJIO 3 YacOB HE3aBHCHUMO OT JI03bI.

Juneiinocms (Heauneinocms)

Bunparnuntua ObICTpO BcachIBaeTCsl, aOCOMIOTHAs OMOJOCTYHMHOCTh IOCIE MpHEMa BHYTPb
cocraBnsier 85%. Cmax u AUC BuijaraunTHHA YBEJIWYUBAIOTCA MPHUOIU3UTENBHO
IIPONOPLUUOHAIIBHO J103€ MPU NPUMEHEHUH B IHANIa30HE TEPANIEBTUYECKUX J03.
DapMakokrHeTHYECKas-(hapMaKoIMHAMUYECKas 3aBUCUMOCTD

Ion

vy 3J0POBBIX lIO6pOBOJ'H)HeB MYXCKOT'O U )KCHCKOI'O I10JIa pas3IM4YHOro BO3pacTa U C pa3IndHbIM
HMHIACKCOM MaAcCChl TCJla (I/IMT) HE OTMEYEHO H3MEHEHUI q)apMaKOKI/IHCTI/IKI/I BUJIJarIAuIITUHA.
CrencHb I/IHFI/IGI/IpOBaHI/IH AKTUBHOCTHU I[HH-4 BUIAATTTMIITUHOM HE MCHACTCA B 3aBUCUMOCTH OT
I1oJia.

Ooicupenue
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He ormeueno Bmusaus UMT Ha dapmakokmHETHYECKHE TTapamMeTpbl BWigarauntuHa. CTeneHb
I/IHI‘I/I6I/IpOBaHI/IH AKTUBHOCTHU I[HH-4 BUJIOJATJIMIITUHOM HE MEHSIECTCSA B 3aBUCUMOCTH OT BECJIIMYMNHBI

NMT.

IloyeyHas HEIOCTATOYHOCTh

VY nmanueHToB ¢ HapylieHHeM (GYHKIHMH MOYEK JIETKOW, cpeaHe min Tspkenoi crenenn AUC
BUJIJIATJIMIITHHA YBEIIMYMBAIACH TI0 CPAaBHEHUIO CO 3/I0POBBIMHU 100poBobIiamu B 1,4, 1,7 u 2 pa3a
cootBercTBeHHO. AUC metabommra LAY 151 yBennuuBanace B 1,6, 3,2 u 7,3 pa3, a merabonuta
BQS867 — B 1,4, 2,7 u 7,3 pa3 y naliueHTOB ¢ HapylieHueM (PYHKIIUU IMOYEK JIETKOM, CpeTHeH U
TSDKEJION CTENEeHM COOTBETCTBEHHO. OrpaHMuYeHHBbIE JaHHbIE y MAllMEHTOB C TePMHUHAIbHOU
cragueil xpoHuueckoir 6one3Hu movek (XbBII) ykasplBaloT Ha TO, YTO MOKAa3aTeld y TAaHHON
TPYNIBI CXOKH C TAKOBBIMH y TAIIMCHTOB C HapyIICHHEM (YHKIMH MOYEK TSDKETOW CTENeHH.
Konnentpanus wmerabonmura LAY151 y mnanwentoB ¢ TepmuHanbHOW ctaaueid XbII
yBenMuuBaiach B 2—3 pa3a MO CPaBHEHHUIO C KOHIICHTpAIMEil y MalMeHTOB C HapylleHHEM
(GYHKIHUM TTOYEK TSKEJIOW CTeneHu. BriBeeHNe BUIIATIUNITHHA TIPU TEMOIUAIIN3E OTPAHUYEHO
(3% mnpu MpoBEACHUH MPOIEAYPHI UTMTEIBHOCTEIO Oosiee 3—4 yacoB uepe3 4 yaca mocie
OJIHOKPATHOT'O IIpHeMa Ipernapara).

IleyeHOUHAs HEIOCTATOYHOCTD

VY nmanueHToB ¢ HapylIeHneM (GYHKIUY [TEYEHH JISTKOW U cpetHel creneHu Tskectd (6—10 6amos
no mkane Yaina-Ileto) nociae ogHOKpaTHOro ImprUeMa BWIIJATVIMIITUHA BHYTpb B Ao03e 100 mr
OTMEUAeTCsl CHUXEHHE OMOJOCTYmHOCTH BuigarnunTuHa Ha 8% u 20% cOOTBETCTBEHHO. Y
NAalMEeHTOB C HapylleHueM (YHKLIMU NedeHH Tspkenoil crenenu (12 GamnoB mo mkane Yaitna-
[Tpt0) OMOOOCTYMHOCTh BUJIATJIMIITHHA MOBBIMIaeTcs Ha 22%. MakcumallbHOE H3MEHEHUE
OMOJIOCTYIMTHOCTH BWIJATIUNTHHA (YyBEJIMUEHUE WIIM YMEHbIIeHHE), B cpenHeMm no 30%, He
SBJISICTCS KIIMHUYECKU 3HAYMMbIM. Koppemsiiuy Mex 1y CTeNeHbI0 TSXKECTH HapyIIeHu (QyHKIUU
NeYeHN U OMOIOCTYITHOCTbIO Mpenapara He BhISIBICHO.

JInia moyKuJIoro Bo3pacra

MakcumanbsHOe yBennueHne 6moaocTynHocty Ha 32% (yBenudueHue Cmax Ha 18%), oTMeueHHOE

y nanueHToB crapuie 70 jget 6e3 coMaTu4eckoi MaToJOruu MpH MpUeMe BIIIJArIUITHHA B J03€

100 Mr B CyTKH, HE ABJSETCSA KIMHUYECKH 3HAYMMBIM U He BIuseT Ha uurubuposanue JI111-4.
eTn

®apMakokMHEeTHKa MeThopMHHA y JeTeil B Bo3pacTe He MeHee 10 jeTr He wH3ydanack.

dapMakOKHMHETHYECKHE 0COOCHHOCTH BUJIATTIMITHHA y JieTeill ¥ MOAPOCTKOB Miajamie 18 jger He

YCTAQHOBJICHBI.

OTHHYecKas NPHUHAJIC)KHOCTD

OTHHYeCcKas IPHUHAJJIC)KHOCTDb HE BJIIMACT HA (bapMaKOKI/IHeTI/IKy BUJIAATrJIUIITHUHA.
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Merdopmun

Abcopbyus

AbcomoTHas OMOAOCTYIHOCTh MeT(OpMUHA TNpH TpHeMe BHYTph B ao3e 500 Mr Haromak
cocraBisuia 50—60%. Cmax zocturaercs uepes 2,5 uvaca nocne npuema. llpu yBenmuenuum
oaHokpatHou 03I nipernapara ot 500 mr 10 1500 mr 1 ot 850 mr 10 2250 MT BHYTPB, OTMEYAJIOCH
OTCYTCTBHE 3aBHCUMOCTH (DapMaKOKMHETHUECKMX TapaMeTpoB OT J03bl. ITOT 3ddekt
OOyCJIOBJIEH HE CTOJBKO M3MEHEHMEM BBIBEICHHUS Ipenapara, CKOJIbKO 3aMEIJIEHHUEM €ro
BcachiBaHus. Ha ¢(oHe mpuema muimy creneHb M CKOPOCTh BCAchIBaHHMsSI MET(HOPMHUHA TaKXKe
HECKOJIBKO CHMKaJIMCh. Tak, IpHU OJHOKpAaTHOM IpueMme mpemnapara B o3¢ 850 mr Bmecre ¢
nuiie, orMedanoch CHUKEHUE Cmax mpumepHo Ha 40%, AUC nHa 25% u yBenuuenue Tmax Ha 35
MUHYT. KnmnHnueckoe 3HaueHue TaHHBIX (DaKTOB HE YCTAHOBJICHO.

Pacnpeoenenue

IIpu ongHOKpaTHOM mpHeMe BHYTpb B jgo3e 850 Mr kaxymuiicss oObeM pacnpeneneHus
metrdopmuHa coctaBisieT 654 + 358 1. MeThopMuH NpaKTUYECKH HE CBSA3BIBACTCS C OeKaMu
IUTa3MbI KPOBH, B TO BPEMSI KaK MPOU3BOJHBIE CYJIb()OHUIMOYEBHHBI CBSA3BIBAIOTCS C HUMU OoJiee
yeM Ha 90%. MeThopMUH NPOHUKAET B SPUTPOLUTHI (BEPOSATHO YCUIIEHHE ATOTO Ipolecca co
BpemeHeM). [Ipu nmpumeHeHun MerdopMuHA MO CTaHJApTHOW cxeMe (CTaHAapTHBIE /1032 U
4acToTa MpHeMa) PaBHOBECHAs KOHIEHTpAIMs B IUIa3Me KPOBH JIOCTUTAETCs B TeueHue 24-48
YacoB M, KaK IMpaBWIO, HE TpeBbimaer | MKr/miu. B Xome KOHTPOIHMPYEMBIX KIMHUYECKUX
uccneoBaHui Cmax MET(OpPMUHA B IJIa3Me KPOBU HE MpeEBbIIIaia 5 MKI/MI (axe MpH IpreMe B
MaKCHUMaJIbHBIX J103aX).

buompancpopmayus

[Ipy OgHOKpaTHOM BHYTPUBEHHOM BBEJIEHUU MeET(HOpPMHUHA 3JI0POBBIM J0OpOBOJIBIAM OH
BBIBOJMTCS TIOYKaMU B HEM3MeHEHHOM Bujie. [Ipu 3ToMm npenapaT He MeTaboIM3UPYETCsl B IEYEHU
(y uesioBeKa HE BBISIBIIEHO HUKAKUX METa0OJIUTOB) U HE BHIBOJUTCS C JKETUBIO.

Onumunayus

[TockonpKy MOYEYHBIN KIMPEHC METPOpMUHA NPUMEPHO B 3,5 pas3a MNpeBbIIAET KIMPEHC
kpeatuHuHa (KK), oCHOBHBIM MyTeM BBIBEJCHMS MpernapaTa sBISETCS KaHalblieBas CEKpelus.
ITpu npueme BHyTph IpuMepHO 90% BcocaBIielcs 1035l BBIBOJUTCS MIOYKAMHU B TEUEHHE MTEPBBIX
24 q; ipu 3ToM T U3 KpoBU cocTaBisAeT okoJio 6,2 yacoB. T2 MeThopMuHa U3 ETLHON KPOBU
COCTaBJISIET OKOJIO 17,6 4acoB, 4TO yKa3blBAE€T HA HAKOIUICHHE 3HAYUTEIBHOW YacTH Ipernapara B
APUTPOLIUTAX.

dapMakokrHEeTHYECKas-(hapMaKoIMHAMUYECKast 3aBUCUMOCTD

Ion
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VYV nanueHToB MYKCKOro M KeHckoro mojia ¢ CJ[ 2 Thuma He OTMEUEHO 3HAYMMBbIX Pa3IMYMil
(apMaKOKMHETUYECKUX MapaMeTpoB METPOPMHHA. AHAIOTUYHBIM O0pa3oM B KIMHUYECKHX
UCCIICIOBAaHHUSX HE OTMEUYEHO M3MEHEHUS THIIOTITMKEMHYECKOT0 3 (hekTa MeThOpMHUHA Y MYKUNUH
u xxeHnuH ¢ CJI 2 tuna.

IloyeyHas HETOCTATOYHOCTh

Y manueHToB ¢ HapylieHneM QyHkiun nodek (oneruBaemoi mo KK) T2 meTdopmuna u3 mura3msl
U 1EIbHOM KPOBU YBEJIMYMBACTCS, a €ro MOYEUHBIH KIMPEHC CHUKAETCS MPOMOPIUOHAIBHO
cHmxenunto KK.

IleyeHOYHAS HEAOCTATOYHOCTD

VY manueHToB ¢ HapylIeHueM (PyHKIIUH MeYeHU U3ydeHrne papMaKOKUHETUIECKUX OCOOCHHOCTEN
MeT(opMUHa HE TPOBOHMIIOCE.

JInia mo)KMjaoro Bo3pacra

I[To orpannYeHHBIM JaHHBIM (hapMAaKOKHHETHUYECKUX HCCIIEI0OBAaHUHN Y 310pPOBBIX JOOPOBOJIBLIEB B
BO3pacTe > 65 JIeT 0OTMEYaJIOCh CHUKEHHE CYMMApHOTro IJIa3MEHHOr0 KIUpeHca MeTHOpMHUHA U
yBenuueHue T, 1 Cmax 110 CpaBHEHHIO ¢ 00Jiee MOJIOABIMU JOOPOBOIBIIAMUA. DTH OCOOECHHOCTH
(bapMaKOKUHETUKH MeT(pOpMHUHA Y JIUI] cTapuie 65 JieT, BEpOsATHO, NMPEXKAE BCEro, CBA3aHBI C
U3MEHEeHHEM (DYHKIIMH MIOYEK, B CBA3U C UeM y nalueHToB crapiue 80 JeT npuMeHeHue rpenapara
Arapra MeTt BO3MOXHO ToJIbKO IIpu HopMaibHOM KK.
eTu

dapmakoknHeTuKa MeT(dopMUHA y JAeTedl B Bo3pacte He MeHee 10 JjeTr He wH3ydaiacs.
dapmMakOKMHETHYECKHE 0COOEHHOCTH MeT(hOopMUHA Yy AeTel U MOJPOCTKOB Mutajie 18 et He
YCTaQHOBJICHBI.

DTHHYECKAs OPpUHATJICKHOCTD

Her JI0KA3aTEJIbCTB BIIHSHUA STHUYECKOM MPUHA]JICKHOCTH MaIueHTOB Ha
bapMakoKMHETHUECKHE 0COOCHHOCTH MEeT(HOpPMHHA.

B KkoHTpoIMpyeMBbIX KIMHUYECKUX HCCICIOBAHUSAX MET(GOpMHHA Yy TAIMEHTOB C CaXapHBIM
muaberoM 2 THMA Pa3IMIHONW STHUYECKOW MPUHAIIC)KHOCTH THIOTIIMKEMUYECKOE JIeHCTBUE
mpernapara MposiBJISIIOCh B OJIMHAKOBOW CTETICHHU.

5.3  JlaHHbIe JOKJIUHUYECKOI 0e30MaCHOCTH

HccnenoBanus Ha KMUBOTHBIX JTUTEIBHOCTBIO JIO 13 HeJelb NMPOBOJMINCH C NMPHUMEHEHHUEM
KOMOWHAIIMA KOMITOHEHTOB, BXOJSIIMX B cocTaB mpemnapara Arapra Mer. [Ipu nmpumeHeHUH
KOMOMHHPOBAHHOTO TMperapaTa He BBISBICHO HOBBIX IaHHBIX B OTHOIIEHWH TOKCHYHOCTH.

Hwxe mpuBeneHbl pe3yabTaThl UCCIEIOBAHUM, MTPOBEACHHBIX OTIEIBHO ISl BUJIATJIMIITUHA U
MeThOpMHUHA.

BunmnarnmunoTug
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3amepKKa MPOBEACHUS CEPJICYHOTr0 MMIMYJbca y cobak HaOmoganach Ha (oHE MPUMEHEHUS
BUJIJIATJIMIITHHA B J103€ 15 MI/KT, 4TO B 7 pa3 mMpeBHIIacT MAKCUMAIbHYIO PEKOMEHIOBAHHYIO 103y
nst yenoBeka (MPIY).

VY KpbIC U MBbIIIEH OTMEYAJIOCh HAKOIUJICHHE B JIETKUX MEHUCTBIX albBEOJSPHBIX MaKpoQaros.
Jlo3a BUIArauNTHHA, IPU KOTOPOUW OBLI BBISBICH JAaHHBIM HeXelaTelbHbIH dPQPEKT, y KpbIC
cocraBuia 25 mr/kr (B 5 pa3 Beimie MP/IU), a y mbimmieit — 750 mr/kr (B 142 paza Beime MPIH).
Y cobak ObLIN BBISBICHBI HAPYIICHHS CO CTOPOHBI JKETYA0YHO-KHIIIEYHOTO TPAKTA, B YACTHOCTH,
pa3MsrdeHue CTyna, CIM3UCTBIN CTYII, AUapes U, IPpU MPUMEHEHUH 0oJiee BHICOKUX 7103 — KPOBb B
kane. CoOOTBETCTBYIOIAsS MaKCUMallbHas J03a, HE TMPUBOASAIIA K PAa3BUTUIO SBHBIX
HexenatelnbHbIX dhdexToB (NOAEL) co ctoponsl XKKT, He Oblia ycTaHOBIICHA.

BunparimunTuH He mokas3an MyTareHHbIX CBOMCTB B TECTAX HA TEHOTOKCUYHOCTH i Vitro u in vivo.
Hccnenoanue ¢GepTUILHOCTH M PAHHETO SMOPHOHAIBHOTO PA3BUTHUSL Yy KPBIC HE BBISIBHIIO
NPU3HAKOB HApyHIeHUS (QEepTUIBHOCTH, PEMPOAYKTUBHBIX CIHOCOOHOCTEH W  paHHEro
AMOPHOHAIILHOTO PA3BUTHS MIPH BO3ACUCTBUH BIIIIATIUNTHHA. DMOpHOQeTanbHas TOKCHIHOCTh
u3ydyajach Ha KpbICaX M KpPOJHMKax. Y KPbIC OTMEUAJOCh YBEJIMYEHHE YaCTOThI BBISBICHUS
BOJIHUCTBIX pedep B COUYETaHWU C YMEHBIICHHEM IOKa3aTeleil Macchl Tela CaMoOK, MPU 3TOM
NOAEL cocraBuna 75 mr/kr (B 10 pa3 6omnbmie MPJIH). ¥V KpoaukoB yMEHbIIIEHHUE MAcChI IJI0/1a
Y OTKJIOHEHMSI B Pa3BUTUU CKEJIETa, CBUICTEIBCTBYIOIIUE O 33JIEPKKE Pa3BUTHS, OTMEUAIUCh
TOJIBKO TIPH HAJMYUHM TKEIOTO0 TOKCHYECKOTo BO3JeicTBHsA Ha camKy, mpu 3tom NOAEL
coctaBuia 50 mr/kr (B 9 pa3 6osnbiie MP/IH). MccnenoBanue mpe- U NOCTHATAILHOTO Pa3BUTHS
OBLJIO MPOBEACHO Ha Kpbicax. OTKIOHEHHS OTMEYAIUCh TOJIBKO MPU HAJTUYUU TOKCHUYECKOTO
JIEWCTBUSI HA CAMKY MPU MPUMEHEHHH 0361 > 150 MI/KT 1 BKITIOYAIN KPaTKOBPEMEHHOE CHIKEHUE
MacChl T€JIa U YMEHBIIEHUE IBUTATEIIbHON aKTUBHOCTH B MOKoeHuu F1.

JIByxijileTHee uccaeqoBaHUE KAHIIEPOI€HHOCTHU IMPOBOJMIIOCH HA KpbICAX, KOTOpPHIE MOIy4asd
npenapat BHYTph B J103ax a0 900 mr/kr (mpumepno B 200 pa3 seime MP/IH). He otmeueno
YBEJTUYCHUS YaCTOTHI Pa3BUTHSI OMYXOJIeH, CBSI3aHHBIX C BO3JIEHCTBUEM BUJAAraunTuHa. Jpyroe
2-X JIETHEE WCCIIeIOBaHUE KAHIIEPOTCHHOCTH IMPOBOIMIOCH HAa MBIIMIAX, KOTOPBIE MOJTydaliu
npernapatr B go3e 1000 mr/kr. OTMeYeHO yBENWYEHHE YacTOThl PAa3BUTHUS aJCHOKAPIIMHOM
MOJIOYHOH Jkene3bl U remanrnocapkomsl, mpu 3toM NOAEL cocraBuna 500 mr/kr (B 59 pa3
o6ompme MPIU) u 100 mr/kr (B 16 pa3 6ompme MPJIH) coorBercTBeHHO. CumTaercs, 4TO
YBEJTUYCHHUE YaCTOTHI PA3BUTHUS IAHHBIX OMYyXOJEH y MBIIIEH HE TIPEICTABIISIET 3HAYMMOTO PHCKA
JUIS 4eNIOBEKa, YYUThIBasi OTCYTCTBUE€ T€HOTOKCHYHOCTHU BWJIJIATIMNTHHA M €r0 OCHOBHOTO
MeTabonnTa, BO3HUKHOBEHHE OIMYXOJEH TONBKO y OJHOTO BHUAA W BBICOKHE COOTHOIIEHUS

CHCTEMHOM OKCIIO3HUIHWH, ITPU KOTOPBIX OTMCUAINCH 3THU OITYXOJIH.
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B 13-nHegenbHOM MCCIEOBAHUM TOKCHYHOCTH BWJIJATJIMIITUHA TPU MPUMEHEHUU Y SIBAHCKUX
MaKak B JI03€ > 5 MI/KI/CYT pEerucTPUpPOBATHCH MOPAKECHUS KOXKU C JIOKATH3AIUEeH TOJIBKO Ha
KOHEYHOCTSX (IIepeIHre U 3a/IHUE JIalbl, XBOCT) U Ha ymiax. [Ipu mpuMeHeHuH 1035l 5 MI/KI/CyT
(mpumepHo 3kBHBaNIeHTHO AUC y 4yenoBeka npu npuMeHeHUH 10361 100 MT) 0OTMeqauch TOJIBKO
Oysie3Hble mopaxkeHus. HecMoTps Ha MpoJo/KeHHE Tepanuu, OHU Pa3pelIiiuch U He ObLIU
CBSA3aHbl C TUCTOIATOJIOTMYECKUMHU OTKIOHEHUsAMHU. lllenyiieHne KoXH, OTCIauBaHUE KOXKH,
oOpa3oBaHME KOPOK M pPaH Ha XBOCTE C COOTBETCTBYIOLUIMMH T'MCTOIIATOJIOTMYECKUMU
W3MEHEHUSMU OTMEYAIIMCh TIPH MPUMEHEHHH 1103 > 20 mMr/Kkr/cyT (mpumepHo B 3 pasa Boie AUC
y uenoBeKa rnpu npuMmenenuu 103e1 100 mr). Hekpotudeckue nopakxeHusi XBOCTa OTMEUYAIHUCh IPU
npuMeHeHur 1103 > 80 Mr/Kr/cyT. B TedeHne BOCCTaHOBHMTEIBHOTO MEPHOJa TMOPAKEHHS KOXKHU
Obun HeoOpaTMMbIMH y 00€3bsiH, IOJIyYaBIIMX Ipenapar B TeueHHe 4 Heaenb B 03¢
160 mr/kr/cyT.

Metdopmun

B pamkax AOKJIMHUYECKMX HCCIEIOBAaHUI METPOpPMHUHA, KOTOPHIE BKIIOYAIOT OOIIEPUHSATHIE
UCCIIEIOBaHHUsI 0E30MaCHOCTH, TOKCUYHOCTH TPH MHOTOKPAaTHOM BBEJCHHH, T€HOTOKCHYHOCTH,

KaHOCPOICHHOCTHU U perO,HYKTHBHOﬁ TOKCHUYHOCTH, BPpCla IJIA 3J0POBbA YCIIOBCKA HEC BLIAABJICHO.

6. ®APMAIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BelIECTB

[Ipenapar Arapra MeT TabJIETKH, IOKPLITHIE ILIEHOYHOH 000104K0H, 50 Mr + 500 Mr cogepKUT

['uapokcunponuiInesroao3a

Marnus creapar

IInenounas obonouxa (Onaopau 03F240060 po3zoswiii) cooeporcum:
['unpomenoza 2910 (E464)

Tanbk (ES53b)

Turana auoxcun (E171)

Makporoin 4000 (E1521)

Kpacurens xene3a okcua kpacHslil (E172)

Kpacutens xenesa okcup xentoiil (E172)

Kpacutens xenesa okcun yepnsiii (E172)

[Tpemapar Arapra Mert TabJIETKH, ITOKPBITHIE INIEHOYHOM 0005104K0oi, 50 Mr + 850 Mr comepkut

['uapoKkcUnponuiILesoa03a
Marnus creapat
Inenounas obonouxa (Onadpau 03F220075 scenmsiit) cooepocum:

IMunpomennoza 2910 (E464)
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Tanbk (ES53b)

Turtana nquokcun (E171)

Makporon 4000 (E1521)

Kpacurens xene3a oxcup sxentoiil (E172)

[Ipenapar Arapta Met Ta0JIeTKN, HOKPBITHIE IIEHOYHONU 000104K0i, 50 Mr + 1000 MI COIEPKUT

I'uapoKCcHIIpONMIILIEIITIOI03a

Marnus creapat

Inenounas obonouka (Onaopati 03F265012 xopuuneswiii) cooepacum:
I'unpomennoza 2910 (E464)

Tansk (E553b)

Turana auokcun (E171)

Makporoa 4000 (E1521)

Kpacurens xene3a okcup sxentoiil (E172)

Kpacutens xene3za okcup kpacHblil (E172)

Kpacurens xene3a okcun yepnsiii (E172)

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok roaHocTu (CpOK XpaHeHHs)

TabneTKu, MOKPBIThIC TUICHOYHOU 000104Kkoi, 50 mMr + 500 mr mpowmsBonctBa AO «'EJIEOH

PUXTEP — PYC»

2 roxma
TabJeTKn, NOKPBITHIE MIEHOYHOM 00010ukoi, 50 mr + 850 mr, 50 mr + 1000 Mr npou3BoOACTBA

AO «'EJEOH PUXTEP — PYC» u I'eneon Puxtep Pymbaust A.O.

1,5 rona

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NIPH XPAHEHUHU

Xpanuthb npu remreparype Huxke 25 °C B opuruHaIbHOM yrakoBke (OucTep B auke KapTOHHOM)
JUTSL TOTO, YTOOBI 3aIIUTUTH OT CBETA.

6.5. XapakTep U coaep:kaHHe NEPBUYHOI YIAKOBKH

[To 10 Tabnerox B 6muctep u3 [TA/An/TIIBX u ¢onsru amomunueBoit. Ilo 3 win 6 Oamucrepon
BMECTE C JINCTKOM-BKJIJIBIIIIEM B TTAYKY KapTOHHYIO.

6.6. OcoOble Mepbl NPEIOCTOPONKHOCTH TNPH YHUUYTOKEHHH MCIOJb30BAHHOIO
JIEKAPCTBEHHOr0  Ipenapara WJIH  OTX0A0B, MOJYYEHHBIX IOCJie TPHMeHEHMUs
JIEKAPCTBEHHOI0 Npenapara, i Ipyrue MaHUNYyJISIUH ¢ IPenapaToM

Het ocobbix TpeboBanuii k yrunu3zanuu. Bech octaBimmiics JeKapCTBEHHBIN MpenapaT U OTXOAbI

CIICAYCT YHUYTOXKHUTH B YCTAHOBJICHHOM IIOPAAKE.
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7. JAEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Benrpus

OAO «I'eneon Puxtep»

1103 bynanemr, yiu. démpéu, 19-21, Benrpus

Tenedon: +36-1-431-4000

DnexTponHsIii aapec: drugsafety@richter.hu

7.1. llpencraBuTeib AepKaTesisi PerucTPAIIMOHHOTO YA0CTOBEPEHUSA
[Iperen3uu noTpeduTenel cieayeT HanpaBisaTh MO aApecy:

Poccniickas @enepanys

[IpeacraButensctBO OAO «I'eneon Puxtep» (Benrpusi) r. Mocksa
Anpec: 119049 r. MockBa, 4-i JIoOpbIHUHCKHII TIEp., TOM 8

Tenedon: +7 495 987-15-55

OnekrponHslii anpec: drugsafety@g-richter.ru

Pecnybnuxa benapyco

[TpencraButensctBo OAO «I'eneon Puxrtep» B PecnyOnuke benapychb
Anpec: 220004 r. Mumnck, rp. [To6enureneit, nom 5, opuc 505
Tenedon, daxc: +375-17-272-64-87

Tenedon, daxc: +375-17-215-25-21

Onekrponnas nmoura: drugsafety.by@gedeonrichter.eu

Keipevizckasn Pecnybnuka

[TpencraButenbctBo OAO «I'eneon Puxrtep» B Kbipreizckoii PecriyOnmke
Anpec: 720005 r. bumkek, yin. Urembepauesa, 1 "A",

6usHec 1eHTp «ABpopar, oduc 703

Tenedon: +996-312-98-81-16

DnexTponnas noyra: drugsafety.ky@gedeonrichter.eu

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA
JITI-Ne(002219)-(PT-RU)

9. JATA HEPBUYHOI PETUCTPALIMU (ITOJATBEPKIEHUS
PETMCTPALIMM, TEPEPETUCTPALIAN)

JlaTa niepBoii perucTpanuu:

20 ampens 2023


mailto:drugsafety.ky@gedeonrichter.eu

10. JATA NEPECMOTPA TEKCTA
OxkTs6pp 2023

OOmass  xapakTepuCTHKa JIEKapCTBEHHOro Impemapata Arapra Mer pgoctynmHa Ha

uH(pOpMallMOHHOM TMopTaje EBpasuiickoro SKOHOMHYECKOTO COr03a B HH(OPMALMOHHO-

KOMMYHHKaIMOHHOM cetu «MHTepHeT» https://eec.eaeunion.org.
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