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

Bpa4yoM.

Hemensienno oOparurech k Bamemy Jjedamemy Bpady AJsl NOJYyYeHHUs] JaJbHeHIIHX

YKa3aHUuii, ecyIu:

« Bawm uszBectHO, uTO y Bac ecTh reHermueckoe HacleJCTBEHHOE 3a00J€BaHMeE, MOpaXKarolee
MUTOXOHJIPHH (SHEPreTUUECKNE KOMIIOHEHThI BHYTPHU KJIIETOK), Hanpumep, cunapom MELAS
(MUTOXOHIpUANbHAs SHUedaTonaTHs, MHUONATHUS, JAKTATAllMI03 U HHCYJIBTONOAO0OHbIE
smm30/61) Win cunapom MIDD (Hacnenyemble IO MaTepUHCKOM JIMHUAU CaXapHBIN JualdeT U
TIIyXO0Ta).

« Ilocne navana mpuema merdopmuHa y Bac BO3HMKIM Kakue-IMOO M3 3TUX CHUMIITOMOB:
CYIOpOTH, CHH)KEHHE KOTHUTHMBHBIX CHOCOOHOCTEH, TPYJHOCTH C JBHXKEHHUSMHU Tela,
CUMITOMBI, yKa3blBalOIIME Ha IOBPEXJIECHUWE HEPBOB (Hampumep, 00Jb WIM OHEMEHUE),
MUTIPEHB U IIIyXOTa.

IIpu HaauM4YuM COCTOSIHMS, KOTOpPOe MOKeT NPHUHBECTH K Pa3BUTHI0 JAernaApaTanuu

(3HAUUTEIBHOM MOTEpE JKUAKOCTH), HAmpuUMep, IMpH TDKENOM pBOTE, Iuapee, JIMXOPAJKe,

TEIUIOBOM  BO3JICHCTBMM WM  yMOTPEOJCHWHM HEJOCTATOYHOTO KOJIWYECTBA JKUAKOCTH,

npekparute npuem npenapara Arapra® Mer Ha HekoTopoe Bpemsi. OGpaTurech K Bpady 3a

KOHCYJIbTALIUEH.

IIpu nosiBjIeHNH KaKUX-JIM00 CHMIITOMOB JIAKTOALM/1032 HEMEJICHHO NPEKPAaTUTe NpHeM

npenapara Arapra® Met u 06paTuTech K Bpady WM B OJIMMKAMIINIA CTAHOHAP, TOCKOJIBKY

JTAHHOE€ COCTOSTHUE MOXKET IIPUBECTH K PA3BUTHIO KOMBI.

K cumnTomam J1akTOanu103a OTHOCSTCS:

- pBOTa

- 00JIb B XKUBOTE

- MBIILIEYHBIE CYyJOPOTU

- OIIyIIEHHE OOLIETr0 HEJIOMOTaHHsl C BHIPAKEHHOU yCTaJIOCThIO

- 3aTPYZAHEHHOE JbIXaHue (OJIbIIIKA)

- CHUKEHHE TEMIIEpaTypbl Tella U YaCTOThI CEPACUHBIX COKPALCHHH.

JlakToanuo3 — cocTosiHue, TpeOyrollee OKa3aHUs HEOTIOXKHOM METUIIMHCKOW IOMOIIU B

YCJIOBHSIX CTAallMOHApA.

I[Ipenapar Arapra® MeT He sBJseTCA 3aMEHOI MHCYJIMHOTEpANUH, MOITOMY BbI He JOIKHBI

NPUHUMATH IIpenapaT JiJIs JISYeHUsI caxapHoro auadera 1 tuma.

CooOmuTe NeyalieMy Bpady, Ipex ie 4eM IpUHUMATh npenapat Arapta® Mer:

- eciu y Bac umeercs nuinm uMenoch B poLUIOM 3a00JIeBaHUE MOHKETYIOUHOM JKeme3bl (Takoe
KaK ITaHKPEeaTuT);

- ecnu Bel mpuHMMaeTe NpOTUBOANA0ETHUECKUN MTpenapaTr, KOTOPbIil OTHOCUTCS K
MPOM3BOJIHBIM CYJIb(OHMIMOUYEBHHBI. Bpau MOKeT CHU3UTH /103y Mpernapara
Ccynb()OHUIMOYEBUHBI, el Bl mpuHUMaeTe ero BMecTe ¢ npenapatom Arapra® Mer,
4yT00BI N30€KaTh PE3KOr0 CHUKEHUS YPOBHS caxapa B KPOBHU (TUIOTTIUKEMHH);

- ecnau Bbl paHee mpuHUMaNKM BWINATJIMITUH U OBUIM BBIHYXKICHBI NMPEKPATUTh MpPUEM H3-3a
3a0oseBaHus neyeHu, Bam He cienyeT NpuHUMATh JaHHBIN Ipenapar;

- ecau Ber crapmie 60 yeT u BBINONHSACTE TsDKENylo (usmdeckyro paboty (B CBSI3U C
HOBBIIICHHBIM PHCKOM pa3BHUTHUs y Bac nakroanunosa);



- €CJIU IJIAaHUPYETCsl MPOBEIeHNE OOINPHOTrO XUPYPru4ecKoro BMeIaTesbCcTBa, Bam cienyer
TIpeKpaTUTh TIPUHUMATh HpenapaT Arapra® MeT Ha BpeMs OHepallii U Ha HEKOTOPOE BpeMs
nocsie Hee. Baml Bpau pemmuT, KOraa cieayeT OoTMEHHTh mpenapar Arapta® Mer u koraa
BO300HOBHTH €TI0 MPHEM,;

- eciun Bam mimaHupyercss mpoBeleHHE pEHTreHOrpaguu WM CKaHUPOBaHMUS C BBEACHUEM
HozconepKaluXx KOHTPACTHBIX CPEICTB, Bam cieayeT mnpekpaTuTh NpUEM Ipernapara
ArapTa® Mer no win Bo BpeMs uccienoBanus. Jlewammii Bpad pemur, koraa Bel qoJbKHBI
TIpeKpaTUTh Jedenue pernapaToM Arapra® MeT U KOTIa MOKHO BO30OHOBUTH JIEUEHHE.

Annepeuueckue peaxyuu

Coo0manoch 0 pa3BUTUM TSDKEIBIX aJUIEPTUYECKUX peakuuid Ha (oHe mpuema mpemapara.

Peakiuy runepyyBCTBUTENBHOCTH BKJIIOYAIU AHTMOHEBPOTHYECKUN OTEK U HKC(HOIUATHBHBIE

nopakeHust Koku. IIpu MosBIEHMU TaKMX HEXKENIATENIbHBIX PEAKIMM, KaK Chllb, KPAalMBHULA,

Iy3bIpU (BOJIABIPH) HA KOXKE/IIETYLIEHUE KOXKHU, OTEYHOCTb JIMLA, I'y0, sI3bIKa U Topja, KoTopas

MO’KET COIPOBOXKIATHCS 3aTPYIHEHUEM JbIXaHUS WU [VIOTaHUsI, HEMEJJIEHHO IPEKPATUTE IIPUEM

npenapara Arapra® Met 1 06paTHTeCh K Bpady MIIM B OT/EJIEHHE CKOPOI TIOMOIIIH.

bynnesnwiti nemgpucouo

Ecnu y Bac nosiBuianch Bosislpy (IIy3bIpu) Ha KOXKE, 3TO MOXKET ObITh MPU3HAKOM COCTOSIHMS,

KOTOpOE Ha3bIBaeTCs «OyJIe3HbIN neMduron1», coodmure 00 3ToM jevanieMy Bpauy. Jlewamuit

Bpay MOKET HpeUI0KHUTh BaM mpekpaTtuTh npueM npenapata Arapta® Mer.

Koumpons ¢pynxyuu nouex

Bo BpeMms Jiedenus npenaparom Arapra® Mer Bam sedaruii Bpau 6yaeT HpoBOAUTL KOHTPOIb

¢ynkumu mouek 1 pa3 B rox wim yamie (ecnu Bel moxuinoit yenosek w/wmm y Bac Habmogaercs

yXyALIeHUuE QYHKINH MOYEK).

Koumpons ¢pynxyuu nevenu

Bam Oynyr mpoBeaeHbl aHaIM3bl JUIsI OLEHKM COCTOSIHMS I€YEHM Iepe]] HadajioM IpHeMa

npenapata Arapra® Mer, 3aTem ¢ uHTepBagoM | pa3 B Tpu Mecsala B TE€YeHHE MEPBOTO Toja

J€YCHMsI, W NEPUOJUYECKH B JajbHeWleM. OTO HEOOXOAMMO MJsi TOro, 4TOObl BBIIBUTH

NOBBILICHHE aKTUBHOCTU (PEPMEHTOB IE€YEHU KAaK MOKHO paHbLIE.

Tak sxe Bam Bpau Oyzner peryispHO IpOBOJUTH KOHTPOJIb aHAIU3a KPOBU M MOYU Ha YPOBEHb

caxapa.

JleT¥ ¥ MOAPOCTKHU
[penapar Arapta® MeT He npeHA3HAYEH I IPUMEHEHHS Y AeTell U MOAPOCTKOB 10 18 Jer.

Jlpyrue npenaparbl u npenapar Arapra® Mer

CooOuuTe nedamieMy Bpady O TOM, 4YTOo Bbl mpuHHMMaere, HEJaBHO NMPUHUMAIIA WA MOKETE
HayaTh MPUHUMATh KaKue-11u0o0 apyrue npenaparsl.

CooOuuTe 0 MPUMEHEHNUH CIIEAYIONINX MTPENapaToB JeyalleMy Bpauy, Tak Kak OHH MOTYT BIIUSTh
Ha jieiicTBre npenapata Arapta® MeT, yCHIMBATh WM YMEHBIIATD €TO:

e (ypocemusa (MOYETOHHBIN MpenapaTr — AMYPETHK);

e HudeaunuH, BepanaMuia (MPUMEHSIOT JUIS CHIDKEHUS MOBBIIIEHHOTO apTepHalibHOIO
JTaBJICHUS);

paHoa3uH (IPUMEHSIOT ISl JICUEHUSI CTEHOKAP/IUH);

JOJyTerpaBup (MpuUMeHsIOT 1is nedeHus: BUYU-undexuun);

BaH/1eTaHUO, KPU3OTHHUO, oslanapud (MPOTUBOOITYXOJIEBbIE IPENaparhl);

MUMETUIMH (IPUMEHSIOT JJIS JIeUeHUs 3a00JIeBaHuUil JKellyIKa);

pU(aMITUIIIH, TPUMETONPUM (aHTUOAKTEPHATILHBIE ITPETIapaThl);

M3aBYKOHA30J1 (IPOTUBOTrPUOKOBBIN Mpenapar).

HCKOTOpLIC npenaparbl MOT'YT OKa3bIBATb HC6HaFOHpI/I${THOC BIIMAHHUE Ha (I)YHKI_II/IIO IIOYCK,
YBECIWYMBAsA TaKUM 06p330M PUCK PpPa3BUTHUA JIAKTOALIM034, HAIPUMEP, HCECTCPOUIHBIC

npoTtuBoBocnanuTenbubie npenaparsl (HIIBII), B ToMm uucie ceneKTUBHbE HHTHOUTOPHI
4



MUKJIOOKCUTeHasbl-2  (mHruOuTOphl  1[OI'-2), HWHrHOWUTOPHl AHTHOTEH3WHIIPEBPAIIAIOIETO
depmenta (unrubutopsr AIID), AuypeTHKH, B OCOOCHHOCTH «IIETIEBBIC». Y TAIMEHTOB,
TMOMYHAIONIUX TEPANuio MeTGOPMHHCOAEpKAIMMHU NpenapaTaMu (Hanpumep, Arapra® Mer) B
Hayajie JEeYeHus, a TAKKE NPU OJHOBPEMEHHOM IIPUEME NEPEUHCIEHHBIX BbIIIE JIEKAPCTBEHHBIX
IpenapaToB CleayeT THIAaTeIbHO KOHTPOIUPOBATh (PYHKIUIO MOYEK.
XnopnpoMasuH MpU NpuMeHeHUH B Oonbmux go3ax (100 Mr B J€Hb) MOBBIIAET IIMKEMHUIO,
CHMJKasi BBICBOOOJKICHNE MHCYJIMHA.
Hekoropele mpemapaTsl MOTYT yXyAllaTb KOHTPOJb HAJl YPOBHEM caxapa B KpOBH, CHMKas
TUIIOTTIMKEMUUYECKOe JieficTBUe MeT(OpPMHHA, HalpuMep, IVIIOKArOoH, THa3UAHbIE W JIpyrue
JTMYPETUKH, TIIOKOKOPTHKOCTEPOHIbI, (DEHOTHA3MHBI, IPEnapaThl IIUTOBUIHON KEe3bl, B TOM
yyciae JIEBOTUPOKCHH HATpus, OJCTPOrE€HbI, IEpOpajbHble KOHTPALECNTUBBL, (HEHUTOUH,
HUKOTHHOBAs KHCIIOTA, CHMIIATOMUMETHKH, OJIOKATOPHI «MEIJICHHBIX» KaJbIIHEBBIX KAHAJOB H
n3oHMazug. Ilpy npuMeHeHHMM MepeyrclIeHHbIX IpenapaToB COBMECTHO C IIpernapaToM
Arapta® Met neuamuii Bpad 6yAeT TIIATEJIbHO KOHTPOIMPOBATH TAPAMETPhI TITHKEMUYECKOTO
KOHTPOJIS.
He pexkomenayercss oqHOBpEMEHHBIM IpPHUEM JaHa30ja BO M30€KaHUE TUIEPTIIMKEMHYECKOIO
neiictBus nocieanero. [Ipn HeoOXOAMMOCTH JIeUEHHUS 1aHA30JI0M U I1OCIIE ITPEKpaIEeHus IprueMa
HocJIeTHero TpedyeTcs KOppeKuus 1036 MeT(GOpMUHA 1O KOHTPOJIEM KOHIEHTPAIMH TITFOKO3bI
KPOBH.
IIpenapar Arapra® MeT MOKeT BIMATH Ha JeiCTBUE CIEAyIONUX MPENapaToB, YCHIUBATh HIIH
YMEHBUIATh €ro:

® JIMIOKCHH (IPUHMMAIOT MPU XPOHUUYECKOW CepieyHON HEeIO0CTaTOYHOCTH M HapYIIEHUSX

putMa cepaua). MoxeTr noTpeboBaThCsl KOHTPOJIb COEPKAHNS TUTOKCUHA B KPOBH, €CIIU
OH NPUHMMAETCS OHOBPEMEHHO ¢ TpenapaTom Arapra® Mer;
® AHTHUKOAryJSHTBI HENPsIMOro jeiicTBus (BapdapuH).

Ipenapar Arapra® Met ¢ nuuieil, HAMATKAMM U AJIKOT0J1eM

OTKaXuTeCh OT YNOTPEOJIEHUs AJIKOTOJsl U JIEKAPCTBEHHBIX CPEACTB, COAEPIKAILIUX 3TAHOJ, BO
BpemMs mnpuema npemapata Arapta® Mer. Ilpu ocCTpoif  aJKOTONbHOH HHTOKCHKAIIHH
YBEJIMYMBAETCSI PUCK Pa3BUTHs JIAKTOALMJ03a, 0COOEHHO eciau y Bac mmerorcst mpoOiemsl ¢
Ie4eHbI0 Wi Bel Hepoenaere.

BepemenHocTh, rpyiHOe BcKapMJIMBaHKe U (pepTHIBHOCTH

Ecnun Bbl GepeMeHHBI WM KOPMHUTE TPYAbIO, JAyMaeTe, 4TO MOKeTe ObITh OepeMEHHBI, MU
IUIaHUpyeTe OEepeMEHHOCThb, Iepe]] HayajJoM IpueMa Ipernapara MPOKOHCYIbTHUPYHTECH C
JIeYalIuM BpPayoM.

bepemennocms

He npunumaiite npemapatr Bo BpeMmsi OepemeHHOcTH. [Ipuem koMOuHanuu MeThoOpMUHA U
BIJIJIATJIMIITHHA BO BpeMsi O0epeMEeHHOCTH NPOTUBOIOKa3aH. KimHndeckue JaHHbIe O TPUMEHEHUN
KOMOMHaIMU MeT(HOpMUHA U BUIJIATJIMNTHHA Y OEPEMEHHBIX KEHIIIMH OTCYTCTBYIOT.

I'pyonoe sckapmnusanue

He xopmute peGenka rpyapio Bo Bpems prueMa mnpemnapara.

JIOKITMHUYECKHE MCCIIEOBAHUS MMOKas3ald, YTO BWIAANIMOTHH U METGOPMHH NPOHUKAIOT B
ITpyAHOE MOJOKO. B cCBfi3M ¢ MNOTEHIHATbHBIM PHUCKOM pPa3BUTUS THUIIOTJIMKEMUHU Y
HOBOPOXXJICHHOT'0, CBSI3aHHOM C MPOHUKHOBEHHUEM MET()POPMHUHA B TPYAHOE MOJIOKO, U OTCYTCTBUS
JaHHBIX [/ BUIJIATJIMOTHHA, TpueM npenapara Arapra® Mer Bo BpeMs TPYIHOTO
BCKapMJIMBaHMsI IPOTUBOIIOKA3aH.

YnpasieHue TPAHCIOPTHBIMHU CPeACTBAMH M padoTa ¢ MeXaHU3MaMH
HccnenoBanus BIUSHUS Mpenapara Ha COCOOHOCTh YNPaBISATh TPAHCIOPTHBIMU CPEJCTBAMH U
UCIIOJIBb30BaTh pPA3IMUHBIE MEXaHW3Mbl HE MpoBOAWIMCH. [lanmeHTam, MCIBITHIBAIOIIUM



TOJIOBOKPYKEHHE B KaueCTBE HEXKENaTeIbHOM PEeakIiy, e yeT n30eraTh BOKAECHUS TpaHCIOpTa
wiIH paboThI C TOTEHITMAIBHO OMACHBIMH MEXaHU3MaMHU.

3. Ilpuem npenapara Arapra® Mer
Bceryia npunuMaiite npenapat Arapra® MeT B IOJHOM COOTBETCTBUHM C PEKOMEHIAIUAMH
Bamero sevaniero Bpaya. [Ipy nosiBiieHHuM COMHEHUN ITOCOBETYHUTECH € JIEYAIUM BPayoM.

Pexomenayemas 103a

Pexxum fo3upoBaHus npemapata Arapra® Mer crieayeT mNoja0MpaTh WHIAMBHAYalbHO B
3aBUCHUMOCTH OT J(P(GEKTUBHOCTH U TIEPEHOCUMOCTH Tepanuu. llpu mnpueme mpemapara
Arapra® Mer He ciemyeT NpeBHIIATh PEKOMEHAOBAHHYI0O MAKCUMAJIbHYIO CYTOUHYIO JI03Y
Buigarnuntunaa (100 mr).

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

[Tpu cHKeHUH QPYHKIIMHU MMOYEK Bpay MOXKET Ha3HAYUTh MEHBITYIO 103y. Eciu Bel npunnMaere
MIPOTUBOANAOETHYECKOE CPEIACTBO, OTHOCAIIEECS K MPOU3BOJHBIM CYIb()OHUIMOYEBUHBI, Bpa4y
TaK)Ke MOYKET Ha3HAUYUTh MEHBIIIYIO J03Y.

Bpau MoxeT Ha3HAYUTH TOJIBKO JaHHBIA Tperapar WiIH COBMECTHO C JIPYTHMMH CPEIACTBAMH,
CHIKAIOIIMMHU YPOBEHB caxapa B KPOBH.

IIyTs 1 (111) cocod BBeIeHUs

TabneTKy cleayeT TI0TaTh IEINKOM, 3aluBas CTaKaHOM BOABI. lIpuHMMaiTe OMHY Ta0JIeTKY
yTpOM, a BTOPYIO BEYEpOM BO BpeMsl WM HEMOCPEACTBEHHO Mocie mpuema mnuiu. [Ipuem
Ta0JETKU cpa3y MOCJe €Ibl CHU3UT PUCK HEXKENATEIbHBIX SBJICHUM CO CTOPOHBI >KEIyJI0YHO-
KHIIIEYHOTO TPAKTA.

IIpopoxUTENILHOCTD TEPATIMHT

[IpunumaiiTe mnpemapar exeqHEBHO, 0Oe3 mepepbiBa, kak BaMm Ha3Haumn Jedamuii Bpau.
ITponomKUTEN HOCTD JI€UeHUs IpenapaToM A Bac onpenenut sevamuii Bpay.

Ecnu ymydmenne He HacTynmiio uin Bel uyBcTByeTe yxynimenue, Bam HeoOxoauMo oOpaTuthest
K Bpauy.

Ecaun Bl npunsiiin npeniapara Arapra® Mer GoJiblie, 4eM CJIe0BaJIo

[Ipu mnepeno3upoBKke BHIAArIUONTHHOM Yy Bac Moker HaOmonatecs 00b B MBIIIIAX,
TPaH3UTOPHBIE MapecTe3nn (MOIUIIbIBAHUE, TOKATIBIBAHHUE), INXOPAJIKa (BBICOKAs TEMIIEpaTypa),
OTEKH KOHEYHOCTEH, MPU 3TOM HaJI0 HEMEJIEHHO POKOHCYIbTUPOBATHCS € BpauoM. Bam moxker
MOHAA00MUTCs MeMIMHCKoe HaOmroeHue. Eciin ecTb BO3MOXKHOCTB, OKaKUTE Bpady YHaKOBKY.
Bce cumnTombl mepeno3upoBKH M M3MEHEHHs J1a00paTOpHBIX IMOKas3aTenell oOpaTHMBbI IOCIe
IIPEKPALLEHUS IIpUeMa Ipernapara.

[lepeno3upoBka MeTHOPMHUHOM MOXKET MPUBECTU K JakToanua03y. CHMITOMBI JJaKTOAIN103a:
MBILIEYHBIE CYJOPOTH, 0OJIb B )KUBOTE, aCTEHUS (BBIpaXKEHHAs €1a00CTh), THIOTEPMUs (CHUKEHHE
TEMIEpaTypbl Tena), OAbINIKa (3aTpyAHeHue abixaHus). [Ipekpatutre mnpuem mpenapara
Arapta® MeT U HeMeIeHHO 0OpaTHTeCh K Bpauy WM B ONMKAWIIMNA MyHKT CKOPOM MOMOIIH,
eciu y Bac BO3BHHMKIM CHMIITOMBI JIAKTOALU03a, TOCKOJIBKY 3TO MOXET MPUBECTU K Pa3BUTHIO
KOMBI (KpaifHe TSKEJIOro COCTOSHUS).

Ecau Bol 3206011 npunsTh npenapat Arapra® Mer

BBl TOJDKHBI IPUHAMATH IIpenapar ¢ 4aCTOTOM, Ha3HAa4eHHOW Bam sedamuM BpadoMm, Tak Kak
peryJsIpHOCTh IpueMa Jenaer jeueHue oonee 3pdextuBHbIM. Tem He MeHee, eciu Bbl 3a0bu1n
NPUHATH Mpenapar, MPUMHUTE CIEAYIOUIYI0 103y B oObluHOE Bpems. He mpuHuMaiiTe ABOMHYIO
7103y, YTOOBI KOMIIEHCHPOBATh MPOMYIIEHHYIO.

Ecnn y Bac ecth BoIpocs! 10 IPUMEHEHHUIO IIpenapara, 00paTUTeCh K JieyalleMy Bpady.



Ecan Bl npexkpatuiau npuem npenapara Arapra® Mer

He npekpamaiite mpuem npenapata Arapta® MeT 10 Tex NOp, I0Ka Bpad HE OTMEHHUT €ro,
IIOCKOJIBKY JIAHHBIN IIpenapar oMOraeT OCyIEeCTBIIATh KOHTPOJIb 32 YPOBHEM caxapa B KPOBH.
[Tpu Hamu4uu BONIPOCOB 110 IPUMEHEHMIO ITperapara 00OpaTUTECh K JieyalleMy Bpauy.

4. Bo3MoOKHBIE HekKeJIaTeJIbHbIe peaKIuu

[TomoGHO BceM JIeKapCTBEHHBIM IpermaparaM JIaHHBIA  [pernapar MOXKET BBI3bIBATH

He)KellaTeJIbHbIe peaKlii, OJJHAKO OHU BO3HUKAIOT HE Y BCEX.

IIpekparute npuem npenapara Arapra® MeT M He3aMeUIMTENILHO 00paTuTeCh K Bpady,

ecnu y Bac nosBUIUCH J1t00bIe U3 HUXKENEPEUNCIIEHHBIX CEPbE3HBIX HEXKEIATeIbHBIX PEaKIIUA:

- JlakToanmmmo3 (oueHb PEIKO: MOTYT BO3HHUKATh He Oosiee yeM y 1 uenoBeka u3 10000):
[Ipenapar Arapra® MeT MOXeT BHI3BIBAaTh Pa3BUTHE OUEHb PENKOH, HO OYeHb CEPhE3HOM
HE)KEJIaTeJIbHON peaKIuK, Ha3bIBaeMOM JaKTOalu1030M (cM. pazzen «OcobOble yKazaHus U
Mepbl MPEeOCTOPOKHOCTUY). [Ipy MOABIEHUH CUMOTOMOB JAaKTOALUKJ03a BbI JOMKHBI
HeMeIJIEHHO PEKPATHThL preM npenapara Arapra® Mer 1 00paTUThCS K Bpady WM
B OJIMKaiilIMii cTAMOHAP, TOCKOJBKY JIAKTOAIN103 MOKET IPUBECTU K KOME.

- AHTHOHEBPOTUYECKHUI OTEK (PEIKO: MOTYT BO3HUKATh He Oosiee ueM y 1 yenmoBeka u3 100):
Takue CHUMITOMBI, KaKk OTEK JHUIA, S3bIKa WM TJIOTKU, TPYJHOCTU MPHU TJIOTaHUH,
3aTpyAHEHHOE JBIXaHUE, BHE3AIMHOE MOSBICHUE CHINH WM KPAITMBHUIIBI, MOTYT YKa3bIBaTh
Ha pa3BUTHE PEAKIUU, IMEHYEMOW «AaHTHOHEBPOTHUECKUN OTEK.

- 3aboseBanue neueHu (PeIKo: MOT'YT BO3HUKAThH He Oosiee yeM y 1 uenoBeka u3 100): Takue
CUMITOMBI, KaK >KEITYIIHOCTh KOXXM M OEJNKOB TIJia3, TOLIHOTA, MOTEps ammeTHTa WIH
NOTEMHEHHE I[BETa MOYH, MOTYT YKa3bIBaTh Ha 3a00JIeBaHUE MTEYCHHU (TENATHUT).

- Bocnanenue momKenya04HON Kene3bl (maHkpeatut) (dactota HEW3BeCTHA (MCXOIS W3
UMEIOIIMXCS JTAHHBIX YaCTOTY BO3HHUKHOBEHHUS OMPEACTUTh HEBO3MOXKHO)): TPOSBISETCS
TaKMMH CHUMIITOMAaMHM, KaK CHJIbHAs U MOCTOsSHHAs 0OJb B KHUBOTE (B 00JaCTH KEIyaKa),
KOTOpasi MOXKET OT/IaBaTh B CIUHY, a TAK)KE TOLUTHOTA U PBOTA.

Jlpyrue HexeJaTeJIbHbIe peaKIUH
VY HEKOTOpBIX NalMEHTOB HAOMIONANNCh CIEAYIOIINME HeXelaTelbHble PeaklMU NpU IMpHEME
KOMOWHAIIMM BIJIJIATJIMIITHHA C METQPOPMUHOM:
YacTo (MOryT BO3HHMKATh He Oosiee ueM y 1 yenoBeka u3 10): rojgoBOKpy>KeHHE, IOJIOBHAs
00116, HEKOHTPOJIUPYEMast IPOXKb (TPEMOp), TOIIHOTA, HU3KUI YPOBEHD IIIOKO3bI B KPOBH.
Heuacto (Moryt Bo3HukaTh He 6osee ueM y 1 uenoseka u3 100): ycTanocTs.
VY HEKOTOpHIX MAlMEHTOB HAOJIIOJANIMCh CIENYIOIINE HEeKeNaTelIbHbIEe pPeaklUu MpU IpHueMe
KOMOWHAIMY BUIIJATJIMIITHHA ¢ MET(GOPMUHOM U CyJIb(H)OHUIMOYEBHHBI:
Yacro (MoryT Bo3HHMKaTh He Ooyiee yeM y 1 uenoBeka u3 10): rooBOKpyKeHHE, TPEMOD,
cJ1a00CTh, HU3KUH YPOBEHB TJIFOKO3bI B KPOBH, NMOBBIIIEHHOE OTOOT/AETICHHUE.
VY HEKOTOpHIX MAlMEHTOB HAOIIONANIMCh CIEAYIOIIME HEeXeNaTeNbHbIE peakluu Mpu MpueMe
KOMOWHAIMY BUIIJIATJIMIITHHA ¢ MET(POPMUHOM U MHCYJIUHA:
Yacto (MoryT Bo3HHKATh He Oosiee yeM y 1 uenoBeka u3 10): rooBHast 0011k, 03HOO, TOIITHOTA,
HH3KHI YPOBEHB TITIOKO3bI B KPOBH, racTpod3odareanbHbiil pediroke (13xora).
Heuacto (MoryT Bo3uukaTh He Oosiee uem y 1 uenoBeka u3 100): nuapes, METEOPHU3M.
VY HEeKOTOpBIX NalMEHTOB MpPHU MOHOTEpANMM BUINATIUNTHHOM HAOIIOJAUCh CIEAyIOIue
He)KeJlaTelIbHbIe peaKuu:
- Yacro (MoryT Bo3HUKaTh He Oosee ueM y 1 yenoBeka u3 10): roJOBOKpYyKEHHE.
- Heuacto (Moryt Bo3HuKaTh He Oosiee yeMm y 1 yenoBeka u3 100): HU3KHI YPOBEHb IITFOKO3bI
B KPOBH, F'0OJIOBHAs 60J1b, 3a110p, 00JIb B CycTaBax, Nepupepuieckue OTeKu.
- Ouens penko (MoryT Bo3HUKaTh He Oosiee yem y 1 uenoseka u3 10000): nHpEKUN BEPXHUX
JIBIXaTeNbHBIX MyTeH, BOCIATIEHNE HOCOBBIX XO0/I0B U 33JJHEH CTEHKH INIOTKH.



Y HEKOTOpBIX MAalMeHTOB IMpPU MOHOTEpANUU METHOPMUHOM HAONIOAATUCH CIIEAYIONIUE
HEeKeNaTelIbHbIC PEaKInu:

Odenp yacTo (MOryT BO3HHUKaTh Oosiee ueM y | uyenmoBeka u3 10): CHIKEHUE alllleTUTA,
METEOpHU3M, TOIIHOTA, PBOTA, AUAPEs, OOJIb B )KHUBOTE.

Yacto (Moryt Bo3HUKATh He Oojee yem y 1 denmoBeka u3 10): gucreB3us (METATUMYCCKUAN
BKYC B PTY).

Ouenp peako (MOryT BO3HHMKaTh He Oojee yeMm y 1 gemoBeka m3 10000): makToarumos,
BOCIIAJICHUE TICYCHHU, KOXKHBIC peakiuu (0COOCHHO SpuTeMa [IMOKpacCHEHHE KOXH], 3y,
KpanuBHUIIA), CHIDKEHHUE BCAaChlBaHUs BUTaMuHA B12, OTKIIOHEHUSI OT HOPMBI NEYEHOYHBIX
poo.

Taxxe OBLITN 3apErUCTPUPOBAHBI CIICTYIOIINE HEXKENATSIbHBIC PEAKIIHH B IIOCTPETUCTPAITMOHHOM
nepuo/ie:

YacToTa HEM3BeCTHA (MCXO/IS U3 UMEIOIIUXCS IAHHBIX YaCTOTY BOZHUKHOBEHUS ONIPECIIUTD
HEBO3MOXKHO): 3yAsllas Cblllb, BOCHAJEHUE MOKEIYAOYHOU JKeJle3bl, TernaTuT
(pa3peluBIIMKACS  CaMOCTOSITEJIBHO TIOCJIE  OTMEHBI JICKAPCTBEHHOT'O Iperapara),
MOBBILICHHE AKTUBHOCTH «II€YCHOYHBIX» (PEpMEHTOB (pa3pelIuBIIeecs CaMOCTOSITEIHHO
MOCJIE OTMEHBI JIEKAPCTBEHHOTO TIperapara), JIOKaJbHOE IISNYIICHUE KOXH WU
o0Opa3oBaHue BOJAbIPEN, 00JIb B MBIIIIIIAX.

CooO1ienue 0 HexKeJNATEJIbHBIX PeaAKIUAX

Ecnu y Bac Bo3HMKaIOT Kakue-1100 HeKenaTeIbHble PEAKIH, IPOKOHCYIBTUPYHTECH C BPAUOM.
JlaHHas peKOMEHJAIMsl paclpoCTPaHsAeTCsl Ha Jr00ble BOZMOXKHBIE HEXeJaTelbHbIe Peakiiy, B
TOM 4YHCJIE€ Ha HE IEPEYUCICHHBIE B JIMCTKE-BKIAAbImie. BBl Takke MOXKETe COOOIIUTH O
HEXKENIATENbHBIX PpeaKUUsIX HalpsIMyl uepe3 CHCTeMYy COOOIIEHHH TrocylapcTB — UJICHOB
EBpasuiickoro sxonomuueckoro coro3a. Coob1ias o HexelarelnbHbIX peakuusx, Bel momoraere
HOJYYUTh OOJIbIIE CBEJCHUN 0 O€30MaCHOCTH IIpernapara.

Poccuiickas ®@eoepayus

®denepanbHas cinyx0a 1Mo Haa30py B chepe 31paBoOXpaHEHUS

Anpec: 109012 r. Mocksa, CnaBsiHcKast uiioniaip, 1. 4, ctp. 1

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

OnekrponHas modra: pharm@roszdravnadzor.gov.ru

Caiit B mHGOpPMaIIMOHHO-TEIEKOMMYyHUKAIIMOHHOM ceTu «HTepHEeT»:
https://www.roszdravnadzor.gov.ru

Pecnyonuxa Benapyco

PecriyOonukanckoe — yHutapHoe —mpeampusitue  «LleHTp  OKCmepTH3 W WCIBITAHUIMA
3PaBOOXPAHCHU»

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

Otaen papmakoHam3opa

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

DnektponHas mouta: rcpl@rceth.by

Caiit B mHQOpPMALIMOHHO-TEIEKOMMYHUKAIIMOHHOM cetn «MHTepueT»: https://www.rceth.by

Kuipavisckas Pecnyonuxa

I[CHapTaMeHT JICKApCTBCHHBIX CPEACTB W MCIHUIUHCKHUX 56631 (51105051 pu MI/IHI/ICTCpCTBC

3/[paBOOXpaHEHHS U COLMaIbHOTO pa3BuTHs Keipreizckoit Pecriyonuku

Anpec: 720044 r. buiikek, yiu. 3-s JIunaus, 25

Tenedon: 0800 800-26-26

OnektponHas noura: pharm@dlsmi.kg

Caiit B nH()OpPMAIIMOHHO-TEIIEKOMMYHUKAIIMOHHOM ceTn «HTepHeT»: http://www.dIsmi.kg


mailto:pharm@dlsmi.kg

5. Xpanenue npenapara Arapra® Mer

XpanHure mpenapaT B HEJJOCTYITHOM JJis peOe€HKa MECTE TaK, YTOObI peOCHOK HEe MOT YBUJIETH €TO0.
He npunumaiite npenapar mociie MICTE€UEHHUS CPOKA TOJHOCTH (CpOKA XpaHEHHU ), YKa3aHHOTO Ha
OcTepe U KapTOHHOM mavke nociie ¢oB («[oaeH 10:»).

JlaToi ncredeHus: Cpoka roAHOCTH SBJISIETCA IMOCIEAHUN I€Hb JAHHOTO MECSLA.

XpaHuTb npu Temmeparype Hwke 25 °C B OpurHHaIbHON YITaKoBKe (OJIMCTEP B TAYKe KAPTOHHOM )
JUTSL TOTO, YTOOBI 3aIUTUTH OT CBETA.

He BoiOpaceiBaiiTe mpenapar B KaHalU3alKio0. YTOYHHTE Y pabOTHUKA anTeKH, Kak CleayeT
YTHJIU3HPOBATH IpemnapaT, KOTOPhI OoJble HE MOTpeOyeTcs. DTH Mephbl MO3BOJIST 3alIUTHTh
OKPYKaIOILYIO Cpeny.

6. Conep:kuMoe yNaKOBKH U NPOYHe CBeJAeHHUS

IIpenapar Arapra® MeT coxepsKuT

JleiicTByIOIMME BEIIECTBAMU SIBIISIOTCA . BUJIIATJIMIITUH U METQOPMHUHA TUAPOXIOPHUIL.

Arapra® Mer, 50 mr + 500 Mr TaGIeTKH, HOKPBIThIE MIEHOYHOH 060I0UKOH

Kaxgas tabnerka coaepxut 50 MuyuurpamMm BuiigarnuntiuHa, 500 muanurpamMmm MeTdhopMuHa
TUIPOXJIOPHIA.

[Tpounmu UHTpENUEeHTaMU (BcmoMorarteabHbIMU BEIIIECTBAMU) SIBIISIIOTCSL:
THJIPOKCUTIPOTIHIIIIEIUTION03a, MAarHUs CTeapar.

[Tnenounast o6omouka (Onaapaii 03F240060 po30BbIii) comepxut: runpomerniosa 2910 (E464),
tanbk (E553b), turana auoxcua (E171), makporon 4000 (E1521), kpacurtesb xene3a OKCHI
kpacHbiii (E172), kpacutens xene3za okcua xentoiid (E172), kpacurens xene3a OKCHJ YSPHBIN
(E172).

Arapra® Mer, 50 mr + 850 Mr, TaGIeTKHU, IOKPHITIE ILIEHOYHOM 060109KO#H

Kaxnas Tabnerka comepkut 50 MUITUTpaMM BHJIAATIUANTHHA, 850 MumUrpaMm MeThopMHHA
TUAPOXJIOPHIA.

[Tpounmu WHTPEMCHTAMU (BCcIOMOTaTEIHLHBIMH BEIIICCTBAMH ) SIBIISTFOTCSL:
TUAPOKCUTIPONIIILIEIIIION03a, MAaTHUS CTeapar.

[Tnenounas obonouka (Omanpait 03F220075 xentoiit) cogepxuT: runpomerio3a 2910 (E464),
tansk (E553b), tutana mauoxcun (E171), makporoa 4000 (E1521), kpacurtensb *kejae3a OKCHI
xenteiil (E172).

Arapra® Mer, 50 mr + 1000 mr, Ta6JIeTKH, MOKPHIThIE TLIEHOYHON 06010UKOM

Kaxnas tabnerka cogepxut 50 mmwumrpamm Buinarmuntuaa, 1000 MuwmmurpaMm MeTdopMuHa
TUAPOXJIOpHIA

[Tpounmu WHTPEMCHTAMU (BCcIOMOTaTEITHLHBIMH BEIICCTBAMH ) SIBIISTFOTCSL:
TUAPOKCUTIPONIIILIEIIIION03a, MAaTHUS CTeapar.

[Tnenounas o6omouka (Omampait 03F265012 xopuuHEBBIN) COMEPXKHUT: rurnpomerioza 2910
(E464), tamsk (E553b), Tutana muoxcua (E171), makporon 4000 (E1521), kpacutens xesesa
okcua kpacHelii (E172), xkpacurens sxenesa okcun xentelid (E172), xpacurens xene3a OKCHUJ
yepHblil (E172).

Buemmnuii Bux npenapara Arapra® Mer u coaepKuMoe yHaKOBKH

Hozuposka 50 mr + 500 mr

OBaJsibHBIE JIBOSIKOBBIMYKJIbIE TaOJETKH, MOKPHITHIE MICHOUYHOW 00OJOYKOW PO30BOTO IIBETA, C
rpaBUPOBKOHN «AB2» Ha 0OHOM CTOPOHE U C PUCKOM HA IPYrOM.

Jo3uposka 50 mr + 850 mr

[TpononroBaTeie ABOSIKOBBITYKJIbIE TAOJIETKH, MOKPHITHIE MIJICHOYHONU 000JI0UKOMN KENTOTro 1BETA,
¢ rpaBupoBKOi «AB3» Ha 0HOI CTOPOHE U C PUCKOH Ha JPYToi.

Hozuposka 50 mr + 1000 mr

[TpomonroBaThie JBOSIKOBBIMYKJIbIE TAaOJIETKH, MOKPBITHIE MICHOYHOW OOOIOYKON KOPUYHEBOTO
1IBETA, C TPaBUPOBKON «AB4» Ha OJIHOI CTOPOHE U C PUCKOI HA APYTOil.



Pucka (JiuHMs paznomMa) mpemaHa3zHadeHa TOJBKO JUIsl OOJIErdYeHUs pa3iaMbIBaHHs TaOJCTKH s
YI[O6CTB3. IporjiaTelIBaHusd, a HC U1 JCIICHUA Ta6HCTKI/I Ha paBHBIC JO3bI.

[To 10 Tabnerox B O6muctep u3 [TA/An/IIBX u ¢donsru amromunueBoid. [lo 3 wim 6 Gamucrepon
BMECTE C JINCTKOM-BKJIQ/IBIIIIEM B ITa4YKy KapTOHHYIO.

JlepkaTesib PerucTPAIHOHHOTIO YA0CTOBEPEHUS
Benrpus

OAO «I'eneon Puxrtep»

1103 bynanemr, yn. Jémpén, 19-21,

Tenedon: +36-1-431-4000

DnexTponHsii aapec: drugsafety@richter.hu

IIpousBoauTen

TabJIeTKH, OKPBITHIC MNICHOYHOM 000J1049K0i, 50 Mr + 500 mMr

AO ('EJEOH PUXTEP — PYC»

Poccusi, MockoBckast 0011., ropojickoit okpyr Eropeesck, moc. Illysoe, yiu. Jlecunas, 1. 40

TabueTKH, IOKPBITHIE IIIEHOYHOM 0001049k, 50 Mr + 850 mr, 50 mr + 1000 mr
1. T'eneon Puxtep Pymbinusa A.O.,
540306, Teipry-Myper, yi. Ky3a Boas 99-105, Pymbinus

2. AO «'EJEOH PUXTEP — PYC»
Poccust, MockoBckast 00:1., ropoackoii okpyr Eropeesck, noc. Illysoe, yu. Jlecnas, 1. 40

Bce IIpECTCH3UHU HOTpe6I/IT€J'IeI‘/‘I cieayer HaIIpaBJIATb MpeaACTaBUTCIIIO ACPKATCIIA
PEruCTpAllMOHHOI'O YAOCTOBECPCHUS UM JACPKATCIIIO PETUCTPALIMOHHOTO YAOCTOBCPCHMU A .

Poccuiickas ®@eoepayus

[TpencraButenbctBo OAO «I'eneon Puxrtep» (Benrpus) r. Mocksa
Anpec: 119049 r. Mocksa, 4-it JIo0pbIHUHCKHH TIEep., oM 8
Temedon: +7 495 987-15-55

OnexTpoHHbI aapec: drugsafety@g-richter.ru

Pecnyonuxa Benapyco

[IpeacraButensctBO OAO «I'eneon Puxtep» B Pecniybnuke benapych
Anpec: 220004 r. Munck, mip. [Tobenuteneit, nom 5, oduc 505
Temedon, daxc: +375-17-272-64-87

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

Dnexrponnas noyra: drugsafety.by@gedeonrichter.eu

Keipevizckas Pecnyoauka

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

OousHec eHTp «ABpopay, oduc 703

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

Onextponnas noura: drugsafety.ky@gedeonrichter.eu

JIncrok-BKIaAbIII IepecMOTPEeH
Hos6ps 2025
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IIpouune McTOYHUKH HHPOPMAITHU

[ToapoOHbIe cBeieHus O TpenapaTe cojaepxkarcs Ha BeO-caiite Coro3a: hitps://eec.eaeunion.org.
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OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA
Arapta Mer, 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 1 500 mr MmetdopMuHa 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

Kaxxnas tabnerka cogepxut 50 mr Burgarmuntiuaa u 1000 Mr methopMHuHA THAPOXITIOPHIA.

ITonnbI MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JIEKAPCTBEHHASA ®OPMA
TabyieTKu, MOKPBITHIC INIEHOYHOM 000JI0UKOM

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

OBasibHbIE JIBOSKOBBINYKIIbIE TaOJNETKH, MOKPHITHIE IIEHOUYHON 000J0YKOM pO30BOIO I[BETa, C

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

Arapra Mert, 50 mr + 850 mr, TabneTku, DOKPHITHIE IJICHOYHOU 000JI0UKOMN

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

¢ TpaBUpOBKOil «AB3» Ha 0JTHO# CTOPOHE U C PUCKON Ha JAPYTOH.

Arapra Met, 50 mr + 1000 mr, TabJIETKH, IOKPBITHIE TNIEHOYHO 000JI0YKOMI

HpOI[OJ'IFOBaTBIG JABOSKOBBIITYKJIBIC Ta6J'ICTKI/I, IMOKPBITBIC IUICHOYHOH 000JIOYKOI KOPHUYHEBOTI'O

1IBETa, C IPaBUPOBKON «AB4» Ha 0JTHOM CTOPOHE U C PUCKOW Ha IPYrOH.

Pucka (nunHMs paznoma) npeaHa3HadeHa TOJIBKO i 00JerdyeHus pa3iaMblBaHUsI TaOIETKU JUIs

y2106CTBa IMporjiaTelIBaHus, a HC IJIA JCJICHUA TaOJIETKU HA PaBHBIC JO3BbI.

4. KIMHUYECKHUE JAHHBIE

4.1. Tloka3aHusl K IPUMEHEHHUIO
ITpenapat Arapra MeT noka3aH K IPUMEHEHHIO Y B3POCIIbIX NTALIMEHTOB JIJIS JICUEHUS CaXapHOIO

I[I/Ia6CTa 2 Thna (B COUYCTaHHuHU C HHGTOTCpaHHCﬁ n (bI/ISI/IquKI/IMI/I pra)I(HCHI/IHMI/I)Z
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— MPU HEJOCTATOYHOU AP PHEKTUBHOCTH MOHOTEPAIMM BUJIIATTIUIITHHOM WIIM MET(HOPMUHOM;

— Yy TAalUMeHTOB, paHee IMOJIyYaBIIUX KOMOMHHMPOBAHHYIO TEPANUI0 BWJIJATTIUIITHHOM H
MeT(GOPMUHOM B BUE MOHOIPENApaTOB;

— B KOMOMHALIMYU C IPOU3BOIHBIMU CY/Ib(OHMIMOUEBUHBI (TPOHHAsE KOMOMHUPOBAaHHAs TEPAIIns)
y TalMeHTOB, paHee MOJyY4aBUIMX TEPANUI0 IPOU3BOAHBIM  CYJIb(OHWIMOUEBUHBI U
MeTHOPMUHOM 0€3 TOCTHKEHHUS aJIEKBATHOTO KOHTPOJIS TJINKEMHUH;

— B TPOWHOW KOMOWHUPOBAHHOHM TEparuy C WHCYIMHOM Y TAlMEHTOB, paHee MOJIyYaBIINX
MHCYJIMHOTEPAIINIO B CTAa0MIIBHON 103€ U MEeTHOPMHH 0e3 TOCTUKEHHUS aleKBaTHOTO KOHTPOJIS
IJINKEMUM;

— B KQU€CTBE HaYaJIbHON TEpaNiy y MAIIMEHTOB C CaXapHbIM TUa0eTOM 2 THIIa TPH HEJOCTATOUHOM
3P PEKTUBHOCTH TUETOTEpANHH, (HU3NYECKUX YIMPaKHEHUH M MPH HEOOXOIMMOCTH YIIyUIICHUS
KOHTPOJIS TTIMKEMUH.

4.2. Pe:xuM 103UPOBAHMSI H CIIOCO0 MPUMeEHEeHHUsI

PexxuM J103upoBaHus

Pexxum no3upoBanus npenapara Arapra Mert ciiefyeT 1oA0MpaTh UHAUBUIYaIbHO B 3aBUCUMOCTHU
0T 3QPEeKTUBHOCTH U NEepeHOocuMocTu Tepanuu. [Ipu mpuMeHeHuM npenapata Arapra Mer He
ClIelyeT MpPEBBIIATh PEKOMEHIOBAaHHYI0 MAKCUMAJIBbHYI0 CYTOYHYIO 103y BWJIJAIVIMIITHHA
(100 mr).

PexoMeHnnyeMyro HauvanpHylO [103y Ipenapara Arapra Mer clieyeT HOAOMpaTh, YUUTHIBas
mrenbHocTh  TeueHuss CJI M mokasaTenu IJIMKEMHUHM, COCTOSHHME IIallUEHTa M yKe
IOPUMEHSBIINECS Y TalMEeHTa CXEMbl JIEYEHUS BWIJATIUNTHHOM W/unn MmetrdopmuHoM. Jlms
YMEHbILIEHUSI BBIPAXKEHHOCTH HexenaTenbHbIX peakiuil (HP) co ctopoHbl opraHoB »xeny1o4Ho-
kumeyHoro tpakra (JKKT), xapakTepHbIx ajis MeTgpopMuHa, npenapat Arapra Mer IpUHUMAIOT
BO BpEMs €Il

B ciyuyae npomnycka npuemMa rnpenapara cieyeT IPUHATH MPOIYIIEHHYIO 103y KaK MOYKHO CKOpE€.
He pexomenayercs npuem IBOWHOM O3Bl IIpenapara B Te4eHue | CyTok.

Hauanvnasa 0Oo3a npenapama Aeapma Mem npu  Hed(ppexmuenocmu  MoHOmepanuu
BUNOATUNIMUHOM

Tepanuio npenapatoM Arapra Mer MOXKHO HauMHaTh C OJHOM TabMeTKH A03upoBKoil 50 mr +
500 mr 2 pa3a B CyTKH; TIOCJIE OLIEHKH TEPareBTUYECKOTO AP ¢deKTa M03y MOXKHO MOCTENECHHO
YBEJIUYUBATh.

Hauanvnas 0Ooza npenapama Aeapma Mem npu Hedpghexmusnocmu MoHomepanuu

Mem@opmurom
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B 3aBucuMocTH OT 103l YK€ MPUHUMAEMOTro MeT(OpMHHA TEepamuio mpenapatoM Arapra Mer
MOYKHO Ha4MHATh ¢ OJHOM TabneTku no3uposkoi 50 mr + 500 mr, 50 mr + 850 mr wnum 50 mr +
1000 mr 2 paza B CyTKH.

Hauanvnas 0osa npenapama Azapma Mem y nayuenmos, panee noayuasuiux KOMOUHUPOBAHHYIO
mepanuro BUIOALTUNIMUHOM U MEeMPOPMUHOM 8 Ude OMOETbHbIX MAOIemMOK

B 3aBucumocTH OT 1103 YK€ NPHUHHMAEMbIX BWJIJATIHMITHHA WJIM MET(HOPMHHA TEPaIuio
npenapaTtoM Arapra Mer cieyeT HauMHATh C TA0JIETKH, MAaKCUMAJIbHO OJIM3KOM MO TO3HUPOBKE K
cymiectByromnemMy jedenuto, 50 mr + 500 mr, 50 mr + 850 mr wim 50 mr + 1000 mr u
KOPPEKTUPOBATh 103y B 3aBUCUMOCTH OT 3(P(EKTUBHOCTH.

Cmapmosas 003a npenapama Azapma Mem 6 Kauecmee HAUANLHOU Mepanuu y NAYueHmos c
CH 2 muna npu hedocmamouHrot 3¢hghekmusHocmu ouemomepanuu U QuU3U4ecKux ynparcHeHull
B kauectBe crapToBOM Tepamuu mpernapar Arapra Mer cienyeT MPUMEHSATh B HA4aJbHOU /103€
50 mr + 500 Mr OIHOKpaTHO B CYTKH M IOCTIE OIIEHKU TepaneBTu4Yeckoro 3¢ ¢dekra mocTerneHHo
yBenuuuBath 103y 10 50 mr + 1000 Mr 2 pa3a B CyTKH.

Kombunuposannas mepanus npenapamom Azapma Mem u npou3600HbIM CYIbHOHUIMOYEBUHDL
UNU UHCYTIUHOM

Jlo3a mpenapara Arapra Mer pacCUMTBIBAETCS MCXOAs U3 103bl BIiigarnunTuHa 50 mr 2 pasa B
nenb (100 mr B 1eHb) 1 MeT(hOpMUHA B 103€, paBHOM MPUHUMAEMOM paHee B BHI€ MOHOIIpENapara.

Oco0ble IPVIIILI TAIUEHTOB

Tayuenmoi ¢ napywenuem ¢hyHkyuu novex

[lepen HavamoM Tepanuu MeT(OPMHUHCOAEP)KAIIMMHU IpenapaTtaMu (TaKUMH Kak Arapra Mer)
cienyet onpenenuts CK®, nanee cieayer KOHTPOJIUPOBATH JAHHBIN MOKa3aTenb He pexe 1 paza
B roJl. Y MalMeHTOB C PUCKOM YXYAILLIEHUS YK€ CYIIECTBYIOIIEro HapyleHus: QyHKIUU TOYeK, a
TaKXe y MOXWJIBIX MalUeHTOB, (PYHKIUIO MOYEK CIeayeT KOHTPOJIUPOBATh yalle, Hampumep,
Kaxzaple 3—6 MecsIeB.

VY mnanveHToB C MOYEYHOM HEIOCTATOUYHOCThIO cpenHen creneHu Tsokectn (¢ 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? HauanbHas 703a mpenapaTa Arapra Mer — 110 1 TabeTke B
no3e 50 mr + 500 mr uimm 50 mr + 850 mr, cyTodHast 03a npenapaTa He JoJDKHA peBbimarh S0 Mr
+ 1000 mr — 1 pa3 B cytku. Y nanueHtoB ¢ CK® < 60 mi/MuH mepesn HayajloM Teparnuu
MeT(HOPMUHCOICPKANUMHE TIperapaTaMy (TaKMMH Kak Arapra Met) ClIeAyeT OLEHUTh (HaKTOPHI,
CHOCOOCTBYIOIIME  YBEIMUYEHHIO pHCKa pa3BUTHA  JIAKTOalMao3a. Y  MAIlMEeHTOB C
CK® < 30 M/MHH TpUMEHEHHUe mpenapaTta Arapra Mer HNPOTHBOINOKA3aHO, YTO OOYCIIOBIIECHO

HaJMyueM MeTGopMHIHa B COCTaBe Mpernapara.
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B 3aBucHMMOCTH OT TEKyIIETO COCTOSHHS (YHKIMHM TOYEK CIEAyeT COOJII0AaTh CIIEAYIONIne

PEKOMEHJIALMHU 110 TO3UPOBKE NEHCTBYIOIIUX BELIECTB IIpenapara;

CK®, ma/mun Metdopmun Bunparnuntun

60—89 MakcumanbHast ~ cyTouyHas | MakcuManbHasi — CyTOYHas
no3a cocrasiager 3000 mr. | gosa cocrasisger 100 mr.

IIpn cHuxkeHMH (YHKIUU
MOYEK MOXKET OTPeOOBATHCS

YMCHBIICHUC NO3bI.

45-59 MakcumanbHasi CyTouHast MakcumanbpHasi ~ CyTOYHas
no3a cocrasisieT 2000 mr. no3a cocrasisieT 50 mr.
Haganpuas no3a He TOKHA

npessimiath 1000 mr

3044 MaxkcumanbHas CyTouHas
no3a cocrasisieT 1000 mr.
Haganpuas no3a He TOKHA

npesbimath 500 mr

<30 Merdopmun

IIPOTUBOIIOKA3aH.

Ecnn neoOxomumas mo3a isi OJHOTO M3 2-X JIWCTBYIOIIMX BEIIECTB HE JOCTYIHA IMpHU
NPUMEHEHUU TIpemapata Arapra Mer, BMECTO KOMOMHHMpPOBAHHOTO TIpemapaTra cleayeT
MCIIOJIb30BAaTh JIBA OTAETBHBIX MOHOMPENapaTa BUJIATIUIITHHA U MeT(QOpMHHA.
llayuenmul ¢ napywenuem ynkyuu nevenu
[Ipumenenue mpemnapata Arapra Mer HE PEKOMEHJOBAHO MAaIMEHTAM C KIMHUYECKUMHU WU
7ab0paTOpHBIMU  TPU3HAKAMHU HapylIleHWs (YHKIMM TEe4YeHHW, BKIOYas NAIMeHTOB C
noseiienneM AJIT nimu ACT > 3 x BI'H 10 navana nedenust (cm. paszensi 4.3, 4.4 u 4.8).
Tlayuenmul nodxxcunoco 6o3pacma
MetdopmuH BRIBOAUTCS TTOUYKamMu. [10CKOJIBKY y MAllMEHTOB cTapiie 65 JIeT 4acTO OTMEYaeTCs
HapylieHne (GYHKIMU TOYeK, J03y Mpemapara Arapra Mer y JaHHBIX TAIlMEHTOB CIIEAyeT
KOPPEKTUPOBATh, OCHOBBIBASCH HA MOKa3zaresax GpyHKuu nouyek. [Ilpu npumeHeHnn mpemapara y
MaIMEeHTOB cTapiie 65 JeT HeOOXOAMMO PETYIISIPHO KOHTPOJIUPOBATH (DYHKITHIO TTOYEK.

eTH
[TpumeHeHre KOMOMHAIIMY BUJIIATIIMIITAH + MEeTHOPMUH y AeTed 10 18 jeT mpoTUBOMOKa3aHo.

BbezonacHocTh 1 3P PeKTUBHOCTh KOMOMHAIIMM BUJIATIMOTHH + METQOPMHUH Yy JieTel Ha JTaHHBIHA

MOMCHT HC YCTAHOBJICHBI.
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Croco0 IIpuMeHeHus

BnyTps.

[Tpemapat Arapra Mert ciieyeT IpuHAMATh BO BPEMS FITM HEITOCPEACTBEHHO MTOCIIE TPUeMa MTUIIN
JUTSL yMEHbILIEHUS BEIPAXKECHHOCTH HEXKENATeIbHBIX SIBJICHUN CO CTOPOHBI JKEITYA0YHO-KUILIEYHOTO
TpaKTa, CBSI3aHHBIX C HaJMYKUeM MeT(GOpMHUHA B COCTaBe Mpemnapara (CM. Takke paszaen 5.2).

4.3. IlpoTuBONOKA3AHUS

[UnepayBCTBUTENBPHOCT, K BWIJATVIMITAHY WIH METQOPMHHY W/WIM K TOOOMYy H3
BCIIOMOTATENbHBIX BEUIECTB B COCTABE Iperapara.

[Toueynast HeAOCTATOYHOCTh WJIM HapylleHHue (QYHKIMH MOYEK TSAXKEJIOM CTENeHH MPU CKOPOCTH
ky6oukoBoit pumbrpanmu (CK®) < 30 mn/mun/1,73 M2,

OcTpble COCTOSIHMSI C PUCKOM Pa3BUTHS HapylleHus (pyHKINU MoYeK: AeruapaTaius (IoBTOpHas
pBOTa, TUapes), JINXopaaKa, TshKeIble MHPEKIMOHHBIC 3a00JICBaHUS, COCTOSIHHSI TUTIOKCHH (IIIOK,
cerncuc, nHMEKIMU oYeK, OpOHXO0JIETOYHbIC 3a001CBaHNs).

Knunudecku BbIpaK€HHbBIE MPOSIBICHUS OCTPBIX UM XPOHUYECKHX 3a00JI€BaHHi, KOTOPbIE MOT'YT
MPUBOJUTH K Pa3BUTHUIO TKAHEBOM TUIIOKCUU (B TOM YHCIIE, OCTpas cepeyHasi HeI0CTaTOYHOCTb,
XpOHHUYECKasl CepJieuHas HEeIOCTAaTOYHOCTh C HECTAOMJIBbHBIMHM TOKa3aTeNIMU TeMOJIWHAMUKH,
JBIXaTeJIbHAS HEOCTATOYHOCTh, OCTPBIA HHPAPKT MHOKAPAA).

Hapymenuss ¢yHKIMM TeYeHW, BKIOYAs TAIMCHTOB C IOBBIMICHHOW aKTHBHOCTBIO
IICYCHOYHBIX (hepMeHTOB (ayrannHAMUHOTpaHC(EpasbI (AJIT) W
acnapratamuHoTpancdepassl (ACT) B 3 u 6omnee pas Bbilie BepxHei rpanuiisl HopMbl (3xBI'H).
[TockonbKy y TAMEHTOB ¢ HapylieHHeM (QYHKIWW TICUEHU B PsAC CIIy9acB OTMeEdascs
JAKTOALMJI03, BO3MOXKHO, SIBJIAIOIIMKCA OAHOM U3 HexenatenbHbIX peakuuid (HP) npu
npuMeHeHun MeTdopMmuHa, mpemapaT Arapta Mer He cleayeT NPHUMEHATh Yy TaIeHTOB C
3200JIeBaHUSMHU TI€YSHH WJIM HAPYHIICHUSIMH OMOXUMHUYECKUX MOKa3aTeneil QyHKIINY MeYeHH.
JuabeTndeckuil KeToamumo3; AuabeTnyueckas MpekoMma, Koma. [[nabeTudeckuii KeToaruao3
ClIeZlyeT KOPPEKTUPOBATh HHCYITMHOTEPAITHEH.

JlakToOAaImmo3, B TOM 4HCje, B aHAMHE3E.

[Tpuem npenapara B TeueHue 48 4acoB /10 U HE MeHee 48 U 1MOocye MPOBEACHUS PaIMON30TOTHBIX
WIH PEHTTEHOJIOTUYECKUX HCCIEIOBAHUN C BHYTPHCOCYIUCTHIM BBEACHHEM HOMCOAEPIKAIIETO
KOHTPACTHOTO BEUIECTBA.

OOmmpHBIE  XUPYPrUYECKHE OIepallMid HW  TPaBMbI, KOIJIa IOKa3aHO IPOBEJICHUE
WHCYJTUHOTEPAITHH.

Caxapnsriit quader 1 tuma.

XpOHI/ILIeCKI/II\/'I AJIKOT'OJIM3M, OCTpas aJIKOroJibHass MHTOKCHUKaIH.
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Cobmronenue HuzkokagopuiiHoi auetsl (Mmenee 1000 kkan/cyT).
4.4. OcoOble yka3aHHus 1 MePbI NPeI0CTOPOKHOCTH MPH MPUMEHEeHUH

C 0CTOPOKHOCTBLIO

VY manueHToB, MoJyyaroluX JeUyeHre HHCYIMHOM, KOMOUHAINS BUIIJATJMITHH + METQOPMHUH HE
MOYET 3aMEHHUTh MHCYJIHMHOTepanuio. KoMOMHAINIO BIIIAATIMNTHH + METPOPMHH HE CIEIyeT
npuMeHsTh Juis siedenns CJI 1 Tumna wim muabeTHuecKoro KeToanumao3a.
Cobmronenne Mep NPEAOCTOPOKHOCTH TPU TNPUMEHEHUH KOMOWHAIMM BWJIJATJIWNTHH +
meTdopmuH Tpedyercs:

e y MAIMCHTOB C HAIMYMEM ITaHKpEaTHTa B aHAMHE3E;

e y MAIMEHTOB B Bo3pacte crapuie 60 J1eT, BRINOTHIIOMUX TSKETYI0 (U3NIECKYI0 paboTy,

B CBSI3U C MOBBIIICHHBIM PUCKOM Pa3BUTHS Y HAX JIAKTOAIU/1032;
e y NAIMEHTOB C TIOYEYHOH HemocTaTouHoCcTho ¢ CK® 30—59 Mn/mun/1,73 M2,

Bunarnmunrug

Hapywenue ¢ynkyuu neuenu

[IpumeneHre KOMOWHAIMU BUIAATJMNTUH + MET(GOPMHH HE PEKOMEHJOBAHO MAallMeHTaM C
KIIMHUYECKUMH WM Ja0OpaTOPHBIMHM MpPH3HAKAMU HApYyIIEHUS (PYHKIUH TEYeHH, BKIIOYas
nanrenToB ¢ nosbimeHrneM akTuBHOCTH AJIT wmu ACT Gonee uem B 3 pasza BI'H no nauana
Tepanuu.

[Ipy mpuMeHEeHWH BWINATIMIITHHA 3aperHCTPUPOBAHBI PElKHE CIIy4au HapylleHdus (YHKIUU
nevyeHu (BKJIIOYAsl TemaTut). OTH CiIy4ad, Kak [paBWiIo, ObIM OECCUMMITOMHBIMH, O€3
KIIMHUYECKUX TIOCJIEICTBUM, a TOClie OTMEHBI Tepamuu Tokazarenu GQYHKIUA TeYeHHU
BO3BpaIaiuck kK HopMme. Cienyer mpoBecTd oOcnenoBaHue QYHKIUM MEYEHU TEpe] HadyalioM
Tepanuu KOMOWHAIIMHN BUJIJIATTUIITHH + MEeT(HOPMHUH, 3aTeM KOHTPOJIHpOBaTh 1 pa3 B 3 mecsna B
TE€YeHHE TEPBOrO ToJa MPUMEHEHUs MperapaTa, a Janee nepuoanyecku. [lpu BeIsIBICHUU
MOBBINICHUS] aKTUBHOCTH aMUHOTpaHcdepas cClielyeT MPOBECTH IMOBTOPHOE OOCIe0BaHUE C
LEIbI0  TOATBEPXKICHUS pe3yibTaTa, a 3aTeM PEryJsSpHO TPOBOJIUTH  OMNpEIeTeHUuE
OMOXMMHYECKHX IOKa3zareiae (yHKIUU TMEYeHH A0 HUX HopManu3anuu. Ecnu mpeBbllieHue
aktuBHOCTH ACT wmmu AJIT B 3 unu Gonee pa3 Beime BI'H moaTBepkaeHO MpU MOBTOPHOM
o0creioBaHuM, MPUMEHEHHE TIpenaparta J0HKHO ObITh MpekpaiiieHo. [Ipu pa3BUTHH KEATYXHU WIH
JIpYTUX TIPU3HAKOB HapymieHus (QYHKIUK Te4eHH Ha ¢GOHE MPUMEHEHUS KOMOWHAIUU
BUJIIATJIMIITHH + METQOPMUH TEpaNHIo cIeayeT HeMEeIJIEHHO MpeKpaTuTh. [lociae HopMmanuzanuu
nokasareneil pyHKIUY NIeUYeHH JIeUeHUE MpenapaToM BO30OHOBIIATh HENb3SI.

Metrdhopmun

Jlakmoauuoos
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JlakToanu103 MpeacTaBiIsieT cOO0H OYeHb PEIKOE, HO TSKEN0e METa0O0IMYECKOe OCIIOKHEHHE,
HanOojiee YacTO BO3HUKAIOUIEE IMPH PE3KOM YXYIIMIEHWH (YHKIMMA MOYEK, a TaKXkKe IpH
KapIMOpPECTIUPATOPHBIX CUHJApOMax, cemncuce. I[Ipu peskom yxymameHud (GYHKIUHA IOYEK
IPOMCXOIUT HAKOIUIEHWE MET(OpMHHA B OpraHU3Me, YTO CIIOCOOCTBYET YBEIMYEHUIO PUCKA
pa3BUTHSA JAKTOALNUI03a

B cnyuae neruaparanuu (HarpuMmep, CBS3aHHOM C TSDKEIOM Tuapeed Wik pBOTOH, JIMXOPaIKOH
WIA TP  yMEHBIICHWH  MOTPEeOJCHUS  JKUAKOCTH)  TMALMEHTY, HIPUHUMAIOIIEMY
MeT(hOPMHUHCOAEpKALIME Mpenaparsl (HanpuMep, KOMOMHANUS BIIJATIUITHH + MET()OpPMHUH)
clleflyeT HEMEJUIEHHO IPeKpaTUTh IPUEM BbIIICYKa3aHHbIX IIpenapaToB M OOpaTUThCS 3a
MEIUIUHCKON TOMOIIBI0. Y MalMeHTOB, MIPUHUMAIOIINX MPETaparhl, coaepKamue MeThOopMHIH
(HampuMep, KOMOWHAIM BUJIATTIMOTHH + MET(GOPMHH), CIEIyeT C OCTOPOKHOCTHIO HAYMHATH
TEpanuio IpernaparaMmd, CHOCOOHBIMH pPE3KO yXyIaTh (QYHKUIUIO [O4YeK (Hampumep,
rUNnoTeH3uBHble mpenapatel, auypetuku, HIIBIT). K apyrum ¢dakropam pucka oTHOCSTCS:
3JI0yIIOTpeOJIEHNE AJIKOr0JIeM, HapylleHHe (PYHKIMM IEYEHHU, HEaJeKBATHO KOHTPOJIUPYEMbIN
caxapHblii 1uabeT, KeToaua03, IPOIOJKUTENIbHOE TOI0JaHUe, COCTOSHUS, aCCOLIMMPOBAHHbBIE C
TUIIOKCUEH, a TaKKe OJHOBPEMEHHOE IPUMEHEHHUE JIEKApCTBEHHBIX CPEJICTB, CIIOCOOHBIX
BBI3bIBATh JIAKTOALM103.

Huaenocmuxa nakmoayuoosa

Crnenyer mpouH(pOPMHPOBATH MAIMEHTA W/WIIN JIMII, OCYIIECTBIISIONINX yXOJ 32 MalUeHTOM, O
pHCKe pa3BUTHUs JIaKTOAlUA03a. JIakTOoaIM/103 XapakTepu3yercs: alua03H0M OJbIIIKON, 00JIbI0 B
JKUBOTE, MBIIICYHBIMU CIIa3MaMM, aCTCHUEH M TUIIOTEpMUEH C Mocienyrouen komou. IIpu
Pa3BUTHUH CUMIITOMOB, MO3BOJISIFOLIUX 3aII0JO3PUTh PAa3BUTHE JIAKTOALN03a, ITALIMEHTY CIECIYET
NpEeKpaTuTh MpHeM Ipenapata Arapta MeT M HeEMEIJIEHHO OoOpaTUTbCA 3a MEIULHUHCKON
NOMOIII0. J[aHHBIE TAOOPATOPHOTO U MHCTPYMEHTAIBHOTO 00cie1oBaHus: CHIbKeHUe pH kpoBu
(<7,35), yBenuueHue KOHIIEHTPALIMH JIAKTaTa B IJIa3Me KPOBU >5 MMOJIB/JI, @ TAKXKe yBEITHMUEHHBIN
AQHUOHHBII UHTEPBAJ U YBEJIMYEHHE COOTHOILIEHUS JIAKTAT/TIMPYBAT

Tayuenmol ¢ uzeecmubiMu Ul NPEONOaaA2aeMblMU MUMOXOHOPUATILHLIMU 3A00E6AHUAMU

He pexoMenayercs nNpuMeHATb METPOPMHH y MALUEHTOB C M3BECTHBIMH MUTOXOHPUAIbHBIMU
3a00J€BaHUAMH, TAKUMH KaK CHHJPOM MHTOXOHJpHUAIbHOHN 3HIe(danonaTuy, JakraTauuao3a u
MHCYJIBTONOA00HBIX 31H3010B (cuHapoM MELAS) u cunapom HaciieyeMbIX 10 MaTepUHCKON
JMHUM caxapHoro nuadera v riayxotsl (cuaapom MIDD), n3-3a pucka o60cTpeHus lakTaTaluao3a
U HEBPOJIOTMYECKUX OCJIOKHEHUW, KOTOpPbIE MOIYT IIPUBECTH K YXYIUICHUIO TEYCHUS

3200J1€BaHUS.
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B ciydae BOZBHMKHOBEHHS MPU3HAKOB M CUMITOMOB, yKa3bIiBaromux Ha cuHiapom MELAS wunu
cuaapom MIDD, nocne mpuema merdopMUHA JiedeHHE METPOPMHHOM CIEAYyeT HEMEIJICHHO
IPEKPATUTD U MPOBECTH CKOPEMILYIO TUArHOCTUYECKYIO OLIEHKY.

Koumpone ¢pynxkyuu nouex

Ilepen nawanom tepanuu cienyer onpeneauts CK®, a Takke KOHTPOJUPOBATH JTaHHBIN
[I0Ka3aTelb NEPUOANYECKU Ha ¢done Tepanuu IIpernapaToM. IIpumenenue
MeT(HOPMUHCOEPKANUX TpenapaToB (TaKUX Kak KOMOWHAIUS BHIATIMOTHH + MeT()OpPMUH)
npotuBonoka3zano y nanueHtoB ¢ CK® <30 mur/mMuH; npu HaJIMYAU COCTOSHHUH, CIOCOOHBIX
Hapymath (QYHKIUIO MOYEK, MPUMEHEHHE BBINICYKa3aHHBIX IPENapaToB CIEIyeT BPEMEHHO
IIPUOCTAaHOBUTb.

[TockonbKy METGOPMUH B 3HAUYUTEIILHON CTETICHN BBIBOJIUTCS TIOYKAMHU, PUCK €T0 HAKOIUICHUS U
pa3BUTHS JIAKTOAIMI03a BO3PACTAET C YBEIMYEHUEM CTEIEHH THKECTH HapylleHus (QyHKIUU
nouek. [IocKkoIbKy MOKUION BO3PACT MOXKET COMPOBOXKAATHCSA YXYAIICHUEM (PYHKIIMH MOYEK, Y
NAIMEHTOB JTaHHOMU KaTeropuu clenyer TIIATEIBHO KOPPEKTUPOBATh 03y
MeT(HOPMUHCOICPKANUX TPEnapaToB (TaKUX KaK KOMOWHAIIUS BWIIAIMOTHH + MET(HOPMUH)
JUIsE T0100pa MUHMMAJIBHON J03bI, 0OecreynBaroieil afeKBaTHbIM TTTUKeMUYecKuil 3pdexT, ¢
PEryJIApHBIM KOHTPOJIEM (PYHKIIMH MTOYEK.

B3aumoaenictBusa

OO0HoB8pemeHHOe npuMeHeHUe J1eKapCMEeHHbIX NPEenapamos, eIUsoWUx Ha QYHKYUu nodex uiu
pacnpeoeneHue memg@opmuna

Crnenyer coOiroaTh OCTOPOKHOCTH IPH OJHOBPEMEHHOM IPUMEHEHUHM C MpenapaTami,
CHOCOOHBIMH BJIHMATH Ha (YHKIMIO TI0YEK, OKa3bIBAIOIIMX BBIPAKEHHOE BIUSHHE Ha
TeMOJIMHAMHUKY WJIM HWHTUOHMPYIOUINE MOYEYHBIH TPAaHCIOPT W TIOBBIIIAIOIINE CHUCTEMHYIO
HKCIO3ULIUIO MeT(HhOpMUHAa.

Ilpumenenue 1io0codepicawjux peHmeeHKOHMPACMHBIX CPeOCm8 O  6HYMPUCOCYOUCTO20
66e0eHusl.

BHyTpuBeHHOE  BBEJGHHWE  PEHTICHKOHTPACTHBIX  HOJCOAEPIKANIMX  CPEIACTB  MOXKET
IPOBOLIMPOBATh pa3BUTHE KOHTPACT-UHAYLMPOBAHHOW He(pomaTHH, MPUBOJA K aKKyMYJISLUU
MeTpopMHHA B OpraHu3Me U YBEIMYCHMIO pHUCKAa pa3BUTUS JakToanunaosza. llpuem
MeT(GOPMUHCOEPKANUX TPEnapaToB (TaKWX Kak KOMOWHAIIUS BWIIATIAOTHH + MEeT(HOPMHUH)
CJIelyeT BPEMEHHO TPEKPAaTUTh Mepel] MpOIenypold MM Ha BPEeMs IMPOBEICHHS TPOIETYpHI;
BO300HOBIIATh NpPUEM CleAyeT He paHee 48 4YacoB MOcCjie MPOBEIEHHs MpPOLeNyphl, IMOCe

MMOJIYYCHHUA na6opaT0pH0ro MOATBCPIKACHUS CTa6I/IJ'II/I3aL[I/II/I (I)yHKI_II/II/I ITOYCK.
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Ynompebnenue anxoeona

Y CTaHOBIJIEHO, UTO STAHOJ YCUJIMBAET BIUAHUE MeT(HOpMUHA HAa MeTaboIM3M JakTara. [laruenra
clleflyeT NpeAyNpeauTh O HEJAOMYCTUMOCTH 3JI0YNOTPEOICHUs alKOrojeM Ha (poHe MpUMEHEHUs
MeT(HOPMHUHCOICPIKAIIUX MTPErnapaToB (TaKUX Kak KOMOWHAIMS BUJIJATIUNTHH + MET(HOPMHUH).
AJKOroNbHAasE MHTOKCUKALIUS AacCOIMMpPOBaHA C YBEIMYCHHEM pHUCKa JIAKTOAlMa103a, B
0COOEHHOCTH TPU JUTMTEIBHOM TOJIOJIAHUH, HEJJOCTATOYHOM MHUTAHUM U HApyIICHUH (PYHKUIUU
NIEYEHH.

Cooeporcanue sumamuna B1z

YcTaHoBIEHO, 4TO MeTGHOPMHUH HMPUMEPHO B 7% cilydaeB BBI3bIBAET OECCUMIITOMHOE CHIDKEHUE
KOHIIEHTpauuu BUTaMuHa B12 B mina3zme kpoBu. [Togo0HOE CHIKEHHE B OYEHb PEIKUX CIydasx
IOPUBOAUT K pa3BUTHIO aHeMuH. [locie oTMeHBl METGOpPMUHA W/WIIM 3aMECTUTENIBHOM Tepanuu
BUTaMUHOM Bi12 CBIBOpOTOYHAs KOHIIEHTpalusi BUTaMuHa Biz ObicTpo HOpManuzyercsa. Y
MAIMEHTOB, MOJYy4YalluX MeThopMHUHCOAEpKAlMe TNpenaparbl (Takue Kak KOMOWHaIus
BWIJIATTUNTAH + MeTdopMmuH), HE pexe 1 paza B roj cieayer KOHTPOJIUPOBATh IMOKa3aTENN
OOLIEKIMHUYECKOTO aHaiau3a KpoBU. llpu BBISIBIEHWH OTKJIOHEHMH TI€MaTOJIOIMYECKHUX
MoKa3areieil OT HOPMBI CJEAyeT YTOYHUTh JTHOJOTUIO TaKHX HapyIIeHHWH H MpPOBECTH
COOTBETCTBYIOIIIEE JICUCHUE. Y HEKOTOPBIX MallMEHTOB (HAIpUMep, MAMEHTOB C HEJOCTATOYHBIM
NoTpeOJieHuEM WIM HapyLIEeHMsMM BCachblBaHUs BHUTaMHMHa Bi12 WM Kainblus) CYUIECTBYET
IIPEJIPACIIONOKEHHOCTh K CHMIKEHHMIO KOHIEHTpalluu BUTaMuUHA Bi2 B miazme kpoBu. Y Takux
MAIMEHTOB ONpe/elieHne KOHIIEHTpauu BuTaMuHa B12 B miazme kpoBu He pexe 1 paza B 2—3
roJla MOXET UMETh JUarHOCTHYECKYIO IEHHOCTb.

T'unokcus

CepaedHo-cOCyIMCThIN Koutarnc (II0K), OCTpasi cepAedHasi HeIOCTaTOYHOCTh, OCTPBIM MH(PAPKT
MHOKap/ia U JApPYrHe COCTOSIHMS, Ui KOTOPBIX XapaKTepHa THUIOKCEMHs, acCOLMHPOBAHBI C
JAKTOAIMI030M, a TAK)Ke€ MOTYT CIIOCOOCTBOBATh NpepeHanbHON a3oTeMut. [1pyu BO3HUKHOBEHUH
BBIIIIEYKA3aHHBIX COCTOSIHMM NpHMEHEHHE MeT(OPMHUHCOAEPKALIUX IpernaparoB (TakKUX Kak
KOMOMHAIMS BUJIJArJIUNTUH + MET(GOPMUH) ClleyeT HEMEIJIEHHO TPEKPATUTb.

Xupypeuueckue emewiamenbcmea

Ha Bpems Xxupypruueckiux BMEIIaTeNIbCTB ¢ 001IeH, CIMHAIBHOMN UM SIUypalibHON aHecTe3nel
(32 MCKIIIOYEHHEM MaJbIX OIepalHii, HE CBSI3aHHBIX C OrpaHUYEHHEM MOTPEOJICHUS MUIIH U
KHUJIKOCTH) TpHUMEHEHHEe MeT(HOPMHUHCOAEpKAIMX IMpernapaToB (TakMX Kak KOMOWHanus
BUJIIATJIMIITAH + METHOPMUH) CIIEAYET OTMEHUTD.

Bo3oOHoBiieHHe mpuema mpemnapata BO3MOXKHO HE paHee, ueM dyepe3 48 yacoB Iocle
BMENIATeIbCTBA WM TOCJIE€ BOCCTAHOBJIEHUS MEPOPAIbHOTO MpHEMa MHUIIM TOCe MOJy4yeHUs
1a00pPaTOPHOTO MOATBEPKICHUS CTAOUIU3AINH (PYHKITUN TTOYECK.
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Iayuenmol ¢ napywenuem yHkyuu nevenu

[TockonbKy y MaIMEHTOB C HapylleHWeM (YHKIMH TI€UYeHH B psAAE CIydyaeB OTMEYaJcs
JAKTOAIMI03, sABIstommiics ogHod w3 HP mpu npumenenun wmerdopmuHa, KOMOMHAIMH
BIJIJIATJIMITUH + MET(HOPMUH HE cielyeT IPUMEHATh Y MAIMEHTOB ¢ 3a00J1€BaHUSIMU IIEYSHH WU
HapyLEHUsIMA OMOXUMHUYECKUX MTOoKa3aTeneil pyHKIUM eyeHu.

Yxyowenue cocmosnus nayuenmos ¢ C/[ 2 muna, panee omeeuaguiux Ha mepanuio

[Ipy BBISBIEHUM OTKJIOHEHHs JIAOOPATOPHBIX IIOKA3aTeliel OT HOPMBI WMJIM TIPU TOSBICHUU
KJIMHUYECKMX CUMIITOMOB YXYALIEHHUs 00LIEro cocTosiHUA (0OCOOCHHO MPU HEYETKO BhIPaKEHHOM
U CMa3aHHOM CHMIITOMAaTHKE) y MAalMEHTOB C IPEIIECTBYIOLUIMM aJeKBAaTHbIM OTBETOM Ha
TEpanuIo CIeIyeT HEe3aMeIJIUTEIbHO MPOBECTH JIAOOPATOPHYIO NUATHOCTUKY ISl BBISABICHHS
KETOAalM103a U/WIH JIaKToanu103a. [Ipy BBISBICHUH aly103a ClIeAyeT HEMEUIEHHO PEeKPaTUTh
IpUMEHEHHE IpenapaTa U IpOBECTH HEOOXOIMMbIE MEPbl KOPPEKLIMU COCTOSHUS MallUEeHTa.
T'unoanuxemus

Kak npaBuio, TMNoraukeMuss He OTMEYAETCs y IMalMEHTOB, IMOJIYYAIOIIUX TEPAnHUI0 TOJBKO
pUEeMOM KOMOWHAIIMHM BWJIJATJHMITHH + MET(POPMHH, OJTHAKO OHA MOXET BO3HUKATh Ha (OHE
HU3KOKAJIOPUHHON JaueThl (KOorja HMHTEHCHBHAs (u3nuyecKkas Harpy3ka He KOMIIEHCUPYETCS
KaJOpUHHOCTBIO MUINK), J1U00 Ha (oHe ynorpebieHus ankorons. Pa3BuTue THIONIMKEMUU
HanOoJiee BEPOSTHO Y TOKHIIBIX, OCITA0JIEHHBIX WM NCTOIICHHBIX MAIlMEHTOB, a TakXKe Ha (oHe
TUIONUTYUTApU3Ma, HAJANOYEYHUKOBOM HEIOCTATOUHOCTH WJIM AJKOTOJIbHOM MHTOKCHUKAIMH. Y
HOXWIBIX TAalMEeHTOB W y JMI, [OJy4yaroliux OeTa-aJpeHoOJIOKaTOpbl, JWAarHOCTHUKA
TUITOTTIMKEMHUH MOKET OBITh 3aTpyIHEHA.

Cruoicenue 3¢hghexmusrnocmu cunociuKeMuyeckux cpeocmas

[Ipu ctpecce (Juxopaake, TpaBMe, WH(MEKIMH, XUPYPrUYECKOM BMEIIATEIbCTBE U T.1.),
pa3BHUBAIOIIEMCS y NAIIUEHTOB, MOJIYYarOIIUX THIOTIMKEMUYECKUE MTPENapaThl 0 CTAaHAAPTHON
cxeMe, BO3MOXKHO pe3Koe CHIKeHHE 3()(PEeKTUBHOCTHU MOCIEAHUX Ha HEKOTOpoe BpeMsi. B nanHOM
ClIy4ae MOKET BO3HUKHYTh HEOOXOJMMOCTh BPEMEHHOTO MPEKpallleHusl Tepanuu KoMOUHaluen
BUJIIATJIMIITHH + MET(GOPMUH U NEPEeBO/ia NAlMEHTa Ha HHCYJIMHOTEPAIIUIO.

Bo3oOHoBNeHHE JleueHusT KOMOMHAIMed BWIJATIUNTHH + METGOPMHH BO3MOXKHO IOCHe
OKOHYAHUS OCTPOro MepHoja.

4.5. B3amMmopeiicTBMe ¢ [PYrHMH JIeKAPCTBEHHbIMHM MpenapaTtaMH W [pyrue BH/bI
B3aUMO/1eiCTBUA

Bungarmuntud u MeT(bODMI/IH

[Tpu onHoBpemMeHHOM mpuMeHeHuu BuigarauntuHa (100 mr 1 pa3 B cyTku) u MeTpopMHHA
(1000 mr 1 pa3 B CyTKHM) KIMHHYECKH 3HAYMMBIX (PapMaKOKUHETUIECKUX B3AUMOICHCTBHI MEXKTY

HAMH OTMEYEHO He ObUI0. JlekapCTBEHHBIE B3aMMOJICUCTBHS I KaXKIOTO JCHCTBYIOIIETO
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BEILECTBA XOPOLIO M3y4eHbl. HW B X0J€ KIMHUYECKHX HCCIEAOBaHUM, HU B XOJE IIUPOKOIO
KIIMHUYCCKOI'0 NPUMCHCHUSA KOM6I/IHaL[I/II/I BUJIATJIUIITUH + MCT(I)OpMI/IH Y MNOanuceHTOB,
OJHOBPEMEHHO MOJIYYaBIIUX APYrye NpenapaThl U BEWECTBA, HENPEIBUIECHHBIX B3aUMOICCTBHI
BBISIBJICHO HE OBLIO.

Huxe mnpeacraBneHa wumeromascs uHpopMmanus 10 B3aUMOACUCTBUIO JUISL  KaXJOTO
JICUCTBYIOILETO BEIIECTBA.

Buparnmunrun

Bunnarnuntun oGiagaer HU3KUM MOTEHLIUAIOM JIEKapCTBEHHOI0 B3auMoaencTBHs. [lockoabKy
BWIJIATJIMIITUH HE SBIIACTCA cyOcTpaTtoM depmMeHTOB cucteMbl nutoxpoma P450 (CYP), a Takxke
HE MHTHOUpPYET U HEe MHAYLHPYET 3TH M30()EepPMEHTHI, €r0 B3aUMOJICHCTBHE C JIEKAPCTBEHHBIMU
npenapaTamu, KOTOpbIe SBISIOTCS cyOcTpaTaMu, HHruouTopamu wim uaaykropamu P450 (CYP),
MaJIoBeposATHO. [IpM OJHOBpEMEHHOM NPUMEHEHUH BWIJATIUITUH HE BIMAET HA CKOPOCTb
MeTabonu3ma IMpemapaToB, sBistommxca cyoctpatamu (depmentor: CYP1A2, CYP2CS,
CYP2C9, CYP2C19, CYP2D6, CYP2E1 u CYP3AA4/5.

Knuanyeckn 3HAYMMOTO B3aUMOCHWCTBUS BWIJATIHMIITUHA C TEPOpPAIbHBIMU IIperapaTamH,
HaunOosiee yacTto npuMeHseMbIMU Tpu JedeHu CJ1 2 tuna (ruGeHKIaMuI0M, THOTTIUTa30HOM,
METGOPMHUHOM) WM OO0JaJAIOUIMMU Y3KMM TEPaneBTHUUECKUM TUAla30HOM (aMJIOAMIIMHOM,
JUTOKCHHOM, PAMUIIPHIIOM, CHMBAaCTaTHHOM, BaJICApTaHOM, Bap(hapuHOM) HE YCTAaHOBIICHO.
Metdopmun

@ypocemuo ysennuuBaeT Cmax 1 AUC MeTdopMHHa, HO HE BIMSET HA €ro NOYeUHbIH KIMPEHC.
Metdopmun carkaer Cmax 1 AUC ¢ypoceMusia U Takxke He BIUSET HA €ro MOYEYHBIN KIMPEHC.
Hugeounun ysennuusaet BcacbiBaHue, Cmax 1 AUC MeTdopMHHA; KpOME TOrO, OH YBEIHMYUBACT
BBIBEJICHHE €r0 MOoYKaMu. MeT(hOpMUH TpPAaKTHYECKH HE BIHMAET Ha (apMaKOKWHETHUYECKHE
napameTpsl HU(eIunIHa.

I'nubenknamuo He BIHAET Ha (papMaKOKMHETHUYECKHe/(papMaKoJIMHAMUUYECKHE IapaMeTphbl
MeTpopmuHa. MetdopMuH, B 11es10M, cHUKAET Cmax 1 AUC rianbeHkiaMuaa, 0JJHAKO BEIMYKHA
apdexra cuapHO BappupyeT. [lo 9Toif mpHuUMHE KIMHWYECKOE 3HA4YE€HHE I0J00HOTO
B3aUMO/JICHCTBHS OCTAETCSI HESCHBIM.

Hoocoodepaicawyue penmeenkonmpacmuuie cpeocmaa

[Tpuem MeTpopMHHCOIEpKAMUX TpenapaToB (TaKMX KaKk KOMOWHAIUS BWINATJIUNTHH +
MeT)OpPMHH) CIEeIyeT BPEMEHHO OTMEHHTh 10 NPOLEAYphl WIM Ha BpeMsl MPOBEIACHUS
IpoIeTyphl; BO30OHOBIIATH MPUEM clielyeT He paHee 48 4acoB Mociie MpOBeISHHs MPOLEAYPHI,

MOCJIC MOJIYUYCHUA na60paT0pH0ro MOATBCPKIACHUA CTa6I/IJ'II/IBaI_[I/II/I (I)yHKI_II/II/I ITOYCK.
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IIpenapamyl, chudcaroujue Kiupenc mem@opmuna

ConyTcTBylOIIee MPUMEHEHHUE IpENapaToB, BIUSIONIMX Ha OOIIME CHUCTEMbl KaHAJIBIEBOIO
TPaHCHOPTA, NPUHUMAIOUINE Yy4YacTHE B MOYEUHOW OHKCKpeUuu MeThOopMHHA (HAIpUMep,
WHTUOMTOPOB  OPraHWYECKOTO KaTHOHHOro TpaHcmopTepa-2 [OCT2]/6enka sKkcTpy3uu
JIEKAapCTBEHHBIX TMpernapaToB U TokcuHOB [MATE], Takux Kkak paHONa3WH, BaHICTaHHUO,
JOJyTErpaBUp M LUMETHJIMH) MOXXET MPUBOAUTH K IIOBBIIIEHHIO CUCTEMHOM 3KCIIO3MLIUU
MeT(opMuHa.

Cyocmpamuvl mpancnopmepa opeanuveckux kamuonos 1 u 2 (OCTI u OCT2)

Metdhopmun sBisercs cyoctparom opranndeckux katnoHoB OCT1 u OCT?2.

[Tpu COBMECTHOM NPUMEHEHUH ¢ MET(POPMUHOM:

» uaruburopsl OCT1 (Takue Kak BeparnaMuil) MOTYT CHIDKATh THIOTJIMKEMHYECKOE JelcTBUE
MeThopMHUHa.

» uaaykTopsl OCTI (Takue xak pudamMnuimrH) MOTYT yBeIWYHBATh BCAChIBaHUE MEeT(POpMHUHA B
JKKT u ycunusath €ro rurorjimnkeMU4ecKoe IeUCTBHE.

* pHrubutopel OCT2 (Takue Kak LHMMETUAMH, AOJIYTErpaBUp, PaHOJIA3UH, TPUMETOIPUM,
BaHJIeTaHUO, U3aBYKOHA30J1) MOTYT CHI)KAaTh BhIBEICHHWE MET(hOPMHHA TOYKAMU M MIPUBOJIUTH K
YBEJIMYECHUIO €0 KOHLIEHTPALUHU B ILJIa3ME KPOBH.

* uaruoutoper OCTI m OCT2 (Takme Kak KpU3OTHHHO, ojamapu0) MOTYT CHIDKATh
THITOTIIMKEMHYECKOE ICUCTBUE MET(HOPMHHA.

/pyeue npenapameol

Hexortopele npemaparbl MOT'YT OKa3blBaTh HEOJAromnpusATHOE BIMSHUE Ha (YHKLHIO TOYEK,
yYBEJIMYMBAs TakUM O00pa3oM pHUCK pPa3BUTHUS JIAKTOAIM/103a, HAlpUMep, HECTEPOUIHBIE
npotuBoBocnanuTenbubie npenaparsl (HIIBII), B ToM uuncne cenekTUBHbIE HHTUOUTOPHI
UKJIOOKCUTeHa3bl-2  (uHrubutopsl 1{OI'-2), WHrHOMTOpPHl AHTMOTEH3MHIPEBPAIIAIOIIETO
depmenta (unrubutopsl AllD), auypeTuku, B OCOOEHHOCTH «IIETIEBbIE». Y MAalMEHTOB,
MOJIyYaIOLUX TEPANui0 MeT(HOPMUHCOAEPKALMMU MpenaparaMu (Harpumep, npenapar Arapra
Mert) B Hauajie J€4eHHUs, a TaKXKe MPU OJHOBPEMEHHOM NPUMEHEHHUU IMEPEYUCIIEHHBIX BBIIIE
JIeKapCTBEHHBIX IPEnapaToB CleAyeT THIATEIbHO KOHTPOJINPOBATh (PYHKIUIO MTOYEK.

VY 310pOBBIX 100pPOBOJIBIEB IPU OAHOBPEMEHHOM NMPUMEHEHUN MET(OPMHIHA U NPOIIPAHOIIONA, A
TaKkke TpH TpUMEHEeHWH MeTPopMuHa U uOynpodeHa HE HAOMIOAAIOCh HW3MEHEHUS UX
(hapMaKOKMHETHIECKUX TTOKa3aTeleH.

Hekotopble mpemnapaTtel MOTYT BBI3BIBAaTh THIEPIIMKEMHIO W CIIOCOOCTBYIOT CHHIKEHUIO
3P PEKTUBHOCTH TUIOTTIMKEMUYECKUX cpelcTB. K mogo6HbIM mpenapaTaM OTHOCSATCS THA3U/BI U
JIpyrue TUypeTUKHU, TIIIOKOKOPTUKOCTEPOHIbl, (EHOTHA3HUHBI, TIIIOKAroH, MpernapaTsl TOPMOHOB
IIUTOBUIHOW >Kele3bl, B TOM 4HCIE JEBOTUPOKCHUH HATpus, JCTPOTEHBI, IepOpalbHbIE
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KOHTpALleNTUBbl, (EHUTOUH, HUKOTUHOBAs KUCJIOTA, CHMIATOMUMETUKH, OJIOKATOPBI
«MEIJICHHBIX» KaJbIIMEBbIX KaHAJIOB U M30HUa3uA. [Ip1 oqHOBpeMEHHOM MPUMEHEHUH OJJOOHBIX
[IpenapaToB HiM, HAIpPOTUB, B CIy4ae MX OTMEHbl PEKOMEHIYETCS TIIATEJIBHO OLICHUBATh
3¢ (EeKTUBHOCTh KOHTPOJIS ITIMKEMHH, a TAK)KE KOPPEKTUPOBATh 103y MET(hOPMUHA.

He pexkomeHnnyercs OZHOBpPEMEHHBIH INpPHEM JaHa3ojla BO M30€XKaHUE THIEPrIMKEMHYECKOro
neiictBus nocieanero. [Ipn HeoOXOAMMOCTH JISYSHHUS 1aHA30JIOM U MTOCIIE MTPEKPAIIeHUs IpreMa
HOCJEeTHEero TpedyeTcss KOppeKLus 1036l MeT(GOpMUHA 1O KOHTPOJIEM KOHLEHTPAIMH TITIOKO3bI
KPOBH.

Xnopnpomazun npu npuMeHeHHH B OonbmMx po3ax (100 Mr B JeHb) HOBBILACT IIMKEMHIO,
CHIDKasi BBICBOOOXK/IeHHE MHCYNWHA. llpu JedyeHun HEHpoNenTHKaMu U IOCie MPEeKpaIieHus
npremMa MOCIEIHUX TpeOyeTcs KOPPEeKUHs 10361 KOMOMHALMY BUIIIATIUITHH + MET(OPMUH 11O
KOHTPOJIEM KOHLEHTPALUU TIIIOKO3bI KPOBH.

HHbeKkuroHHbIe -2-CUMIIATOMUMETHUKHU: MOBBIIIAIOT TJIMKEMHIO BCIEICTBUE CTUMYISIIMU B-2 -
aapeHopenenTopoB. B aTom ciyyae HeoOXoAMM KOHTPOJib riaukemMuu. [lpm HeoOXxoaumocTu
pEeKOMEHAYETCsl NMpUMEHEeHUEe HMHCYNMHA. [Ipy oJHOBpeMEHHOM NPUMEHEHHMM MET()OpMHHA C
IPOU3BOJIHBIMU  CYJIb(OHUIMOYEBUHBI, WHCYIMHOM, akapOO30H, caauuuiIaTaMd BO3MOKHO
YCHJICHUE TUIIOTJIMKEMUYECKOTO JEHCTBUS.

[TockonbKy Mpy MPUMEHEHUH MET(GOPMHUHA Y IMAIIMEHTOB ¢ OCTPOU AJKOTOJILHON MHTOKCUKAITUEH
MOBBIINIAETCS PUCK PA3BHUTHUS JAKTOAIH103a (B OCOOCHHOCTH, TPU TOJOAAHUH, UCTOICHUN WA
HapyleHUH (PYHKIUU NIeUeHH ), IpU IpueMe KOMOMHAIMY BUJIATIMOTHH + MET(hOPMUH clieayeT
BO3/IEP)KHUBATHCS OT YHOTPEOIEHUS aJIKOTOJIS U JISKAPCTBEHHBIX CPEJICTB, COAEPKALUX STUIOBBIN
CIIHPT.

MeThopMUH MOKET CHHKATh IWCTBUE aHTHUKOAryJIsSIHTOB HETIPSIMOTO JIEHCTBUS.

4.6. ®epTHIBHOCTDH, 0€PEMEHHOCTD H JIAKTALMSA

bepeMeHHOCTD

AJleKBaTHbIE JAaHHBIE MO NPUMEHEHUIO BWIJATJIMITHHA B KOMOWMHANUU € MET(HOPMHHOM Yy
OepeMEeHHBIX JKEHIIMH OTCYTCTBYIOT. B JOKIMHUYECKMX HCCIEIOBaHUIX BUJIATIMIITHHA
BBISIBJICHA PENPOAYKTHBHAS TOKCUYHOCTD IIPU IPUMEHEHHUH B BBICOKUX J103aX. B uccienoBanmsx
Ha JKMBOTHBIX HE OBUIO BBISBIEHO MPU3HAKOB PEMPOJYKTHBHON TOKCHYHOCTH MeT(hopMuHa.
HccenenoBanus Ha )KMBOTHBIX HE BBISIBWIIM IPU3HAKOB TEPATOIEHHOTO JEHCTBUS BUJAATIUIITUHA
U MeTPOpMUHA, OJHAKO MPH MPUMEHEHHH B J103aX, TOKCUYHBIX JUIsi OEPEMEHHBIX CaMOK, ObLIO
IPOIEMOHCTPUPOBAHO UX (heToToKcHueckoe AercTBUe (cM. pa3zaen 5.3). [loTeHuuanbHblid pUCK
uist 4enoBeka HeusBecTeH. IIpemapat Arapra Mer He cieayeT NpuUHUMaTh BO BpeEMs

OEpEeMEHHOCTH.
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KopMmuenue rpyanio

JIOKITMHUYECKHE MCCIEIOBAHUS IMOKa3aJld, YTO BWIAATIMITHH M MET()OPMUH NPOHMKAIOT B
IPYAHOE MOJIOKO. Hen3BecTHO, IPOHUKAET JIY BUILAATIIUIITHH B )KEHCKOE I'PYAHOE MOJIOKO, OJTHAKO
JI0Ka3aHo, 4TO MET(OPMHUH B HEOOJIBLINX KOJIUYECTBAX MPOHUKAET B KEHCKOE I'PYIHOE MOJIOKO.
B cBsA3M ¢ NOTEHIMAIBHBIM PUCKOM Pa3BUTHUS TUIIOTJIMKEMUN Y HOBOPOXKIECHHOIO, CBSI3aHHOM ¢
NPOHUKHOBEHHEM MET(HOPMHUHA B TPYAHOE MOJIOKO, M OTCYTCTBUS JaHHBIX JUIS BHJIAATIAIITHHA,
IpUMEHEeHUe npenapara Arapra Met Bo Bpemsi IpyJHOTO BCKapMJIMBaHUS IIPOTHUBOIOKA3aHO.

DepTUILHOCTE

HccnenoBanuii BIMAHUS KOMOMHAIMM BWIJAIIMNOTUH + MeT(GOpMUH Ha (DEepTUIBHOCTH Yy
4eJI0BEKa He MMPOBOAMIOCH. B ucciie[oBaHUsIX Y dKUBOTHBIX IPUMEHEHUE BUIAATIMIITHHA B J103aX,
B 200 pa3 mpeBbIIAIONINX PEKOMEHIyeMbIe, HE BBI3BIBATIO HAPYIICHUN (PEPTHIILHOCTH.

He Obulo OTMEYEHO OTPHULATENBHOTO BIMAHUSA Ha (DEPTUIBHOCTb y CAMIOB M CaMOK IpHU
npuMeHeHun MeT(hopMuHa B 103ax 600 MI/KT B CyTKH, 4TO IPUOIU3UTENBHO B 3 pa3a NpeBbIIIAET
PEKOMEHI0BaHHYIO /103y JJIs UeIoBeKa (IIpH Iepecyere Ha IUIOIAlb IOBEPXHOCTH TENA).

4.7. Bausinue Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMHU CPeJICTBAMHU H pPadoTarh ¢
MeXaHMu3MaMH

HccnenoBanust BIMSHUSA Mpenapara Ha ClIOCOOHOCTb YIPABIATh TPAHCIOPTHBIMM CPEACTBAMH U
paboTaTh C MeXaHM3MaMu HE MNpoBOAWIMCH. IlanmueHTaMm, y KOTOpPBIX MOXKET BO3HHMKAaTh
TOJIOBOKPY)KEHUE KaK HeXelaTeIbHas peakius, cleayeT n30erats yrnpaBieHus! TPaHCIOPTHBIMA
cpeAcTBaMu M pabOThI ¢ MEXaHU3MaMH.

4.8. Hexkenare/jibHbIE peakKUHU

Pesrome nnpoduiast 0e30macHoCTH

[IpencraBieHHblE HUXKE JAHHBIE OTHOCSTCS K NMPUMEHEHUIO BUJIATJIMIITHHA U METGOpMHUHA B
MOHOTEpANuu 1 B KOMOMHAIUH.

OTMeueHbl pellkue caydyau pa3BUTHS aHTHOHEBPOTUYECKOTIO OTeKa Ha (hOHE Teparuu MpenapaTom
CO CXOIHOM YacTOTOW B KOHTPOJBHOU rpymie. Hanbonee yacto ciiydan aHTMOHEBPOTHYECKOTO
OoTeKa OTMedYaluch IpUd MPUMEHEHUH T[perapata B KOMOMHANUM C UHIHOMTOpaMu
AQHTMOTEH3UHIIPEBPALIAIOIIETO bepmeHTa (u-AllD). B OOJIBIIIMHCTBE CIIy4acB
AQHTMOHEBPOTUYECKUN OTEK OB JIErKOW CTENEeHHM M pas3pelancs CaMOCTOATENbHO B XOj€
MPOJOKEHUSI TEPAUU BUIIATIIUIITUHOM.

Ha ¢one Tepanuu BUIIArTUOTAHOM PEAKO OTMEUAINCh HApyIIEeHUs! (QYHKIIMU NIeYeHU (BKIIOYast
rernaTuT) 0ECCUMITOMHOTO TeYeHHUs. B OONBIIMHCTBE CllyuaeB JaHHbIE HAPYIICHUS U OTKIOHEHHS
nokasaresuel (yHKIHUU MEYeHN OT HOPMBI pa3peliaiich CaMOCTOSTENbHO 06€3 OCTI0XKHEHUH 1ociie
IIpeKpalieHus Tepanuu npenapatom. [Ilpu npumenennn BuiigarmnTiaa B 103€ 50 Mr 1 nnm 2 paza

B CYTKHA qacToTa IIOBBIIIICHU A AKTHUBHOCTHU (IICYCHOYHBIX» (bepMeHTOB
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(amannnamuHOTpanchepassl (AJIT) unu acnapratamunoTrpancdepassl (ACT) B 3 pasa Beime
BepxHel rpanuibl HopMmel (BI'H)) cocrasinsna 0,2% unu 0,3% cooTBETCTBEHHO (110 CPABHEHUIO €
0,2% B KOHTpPOJBbHOH rpymme). IloBbImIEHHME AKTUBHOCTH «IIEYCHOUHBIX» (EPMEHTOB B
OOJIBIIMHCTBE CllydyaeB ObLIO OECCHUMIITOMHBIM, HE IPOrPECCHPOBAIO M HE COMPOBOXKIAIOCH
XOJIECTa30M UJIIU JKEITYXOH.

BunparnmunTuH He OKa3bIBaJl BIMSHUS Ha Maccy Tejla Ipu J00aBICHUH K MET(GOPMUHY.
Hexenatenpubie peakiuu  (HP) co croponst JXKKT mnpu npumeHeHun MeTdopMHHA
PETUCTPUPYIOTCSI OYEHDb YaCTO.

Yacrora HP co cropons XKT, Ha ¢doHE KOMOMHHMpPOBAHHON TEpamuu BHIJATJIUIITUHOM H
MeTdopMuHa TUAPOXITOpUIOM cocTaBisiia 13,2% (npu npumenennu 50 Mr oAuH pa3 B I€Hb WK
IBa pasa B JieHb). [Ipn mpumenennn monorepanuu merhopmunaa — 18,1%.

Huxe mnpuBenenst HP, Bo3MoOXHblE Kak MNpu NPUMEHEHHMH KOMOMHHPOBAHHOW Tepanuu
BUJIIATJIMIITUHOM M METQOPMUHOM, TaK U MOHOIIPENapaToOB BUJIIATNIUIITUHA U MeTdopmuHa. HP
pacnpeesieHbl 10 CHCTEMHO-OPTraHHBIM KJ1acCaM B COOTBETCTBHHU CO CJIOBAPEM ISl PETYJISATOPHOM
nesitenibHocTH MedDRA, ¢ ykazaHueM 4acTOThl MX BO3HHUKHOBEHHS COTJIACHO PEKOMEHJIALUSAM
BO3: ouens yacro (>1/10), gyacto (>1/100, <1/10), neuacro (>1/1000, <1/100), peaxo (>1/10000,
<1/1000), ouenb penko (<1/10000), yacrora Hen3BecTHA (HA OCHOBAaHUU HMMEIOIIUXCS JAaHHBIX
OLICHUTh HEBO3MOXKHO), BKITIOYAsi OT/ICJIbHBIC CITy4au.

HP, BO3MOXHBIC ITpU IIPUMCHCHUHN KOM6I/IHaIII/II/I BUJIOAIJIMIITHUHA 1 MCTd)ODMI/IHa

Hapywenus memabonuzma u numanus: 4acTo — TUTIOTIIMKEMHUSL.

Hapywenus co cmoponsl Hep6Hotl cucmemsl: 4aCTO — TPEMOP, TOJIOBHAS 00Jb, TOJIOBOKPYKECHHE;
HEYaCTO — MOBBIIIEHHAS YTOMIIIEMOCTb.

Kenyoouno-kuuieunvie napyuieHus  4acTo — TOUIHOTA.

Jonrocpounble KITMHUYECKUE UCCIIET0BAHMS MPOJAOHKUTENIBHOCTHIO JI0 2 JIET HE BBISIBUIIA KaKHX-
anb0 u3MeHeHUd mnpoduiis 0e30MacHOCTH WM HEMpPeIBUACHHBIX PUCKOB MPU MPUMEHEHUU
BWIJIATJIUIITHHA B KOMOMHAIIMHM C METQPOPMUHOM.

N3yuenne nmpuMeHeHUss KOMOWHAIIMU BWJIJATJIMIITHHA U METHOpPMHHA B KayeCTBE CTapTOBOM
Tepanuu MpHu caxapHoM auadere 2 TUMA HE BBISIBIIIO OTKJIOHEHUN TpOouiist 0€30MacHOCTH WU
HEMpPEeABUIECHHBIX PUCKOB.

B KOM6I/IHaHI/II/I C MHCYJIMHOM

B KOHTpOIMpPYEMBIX KIMHUYCCKUX HCCICIOBAHUSAX TPH MPUMEHCHUM BWIJIATIIMNITAHA B JI03€
50 mr 2 pasa B icHb B KOMOMHAIIUY C UHCYJUHOM B COYETaHUU C MET(HOPMHHOM WK Oe3 Hero,
4acToTa OTMEHBI TEpaluu B CBSI3U C Pa3BUTHEM HEXeNaTeNbHbIX peakiuii coctaBmia 0,3% B

rpynne BIIJArJunTHHA, IPU 3TOM B IpYIIIe Maedo ciiydaeB OTMEHbI Tepauu He ObLI0.
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YacroTa runorivkeMun Obljaa conoctaBuMoil B ooeux rpymnmnax (14,0% B rpymrne BUIAarIunTHHA
u 16,4% B rpynne muane6o). B rpynmne BHUIAArIMNTHHA OTMEYEHBI CIIydad TUIOTJIIMKEMUU
TSDKEJION CTETIeHH Y IBYX MalMEeHTOB, B TPYIIE IU1anedo — y 6 MarieHToB.

Ha MomeHT 3aBepIieHHs UcclieIOBaHUS BUIIIATJIMIITHH HE OKa3bIBaJl BIUSHUS HAa CPEAHIOI0 MacCy
Tena (Macca Tena yBenuueHna Ha + 0,6 KT 110 CpaBHEHUIO ¢ UCXOJHOW B IPyIIe BIIIJATTUNTHHA, B
rpymme riane6o U3MEHEHHI He OTMEUCHO).

HP y nanenToB, nmomy4yaBmux BuiaaarannTiH 50 Mr 2 pasa B IeHb B KOMOMHALIUU C HHCYJIHHOM
(c meropMHUHOM MU O€3 HETO), IPEICTABIICHBI HUXKE.

Hapywenus co cmoponbl HepeHoll cucmembl: 4acTO — TOJIOBHAs 00JIb.

Kenyoouno-kuweyHnvle HapyuieHus: 9acTo — TOIIHOTA, racTpod30dareanbHbId peIIIOKC; HEYaCTO
— uapesi, METEOpHU3M.

Jlabopamophvie u uncmpymenmanvusvlie OaHHble: 9aCTO — CHIKEHUE KOHILIEHTPAIMU TIIOKO3bI B
KPOBH.

Obwue HapyuweHus u peakyuu 8 mecme 66e0eHUsl. 4aCTo — 03HOO.

B KOM6I/IHaIII/II/I C nIpfraparaMu CVJII)d)OHI/IJIMO'-IeBI/IHI)I

CnydaeB oTMeHBI IIpernapara, CBA3aHHbIX ¢ pa3BuTeM HP B rpynmne koMOMHUpPOBaHHOM Tepanuu
BWIJIATJIMITUHOM, MET(GOPMMHOM U [NIMMENMPHUIOM, OTMeueHOo He Obuio. B rpymme
KOMOMHMPOBaHHOW Tepanuu 1ianedo, MeropMUHOM U riuMenupuiom yacrora HP cocraBuna
0,6%.

['nnornukeMust oTMeyanach 4yacto B o0eux rpynnax (5,1% B rpyrmne KOMOMHUPOBAHHON Tepanuu
BIWIJIATJIMITUHOM, MeT(opMuHOM W riaumenupuaoM u 1,9% B rpynme KOMOMHHPOBAaHHOM
Tepanuu 1ianedo, METGOPMUHOM U MIMMENUPUAOM). B rpynne BungarnuntuHa oTME4YeH OJIMH
AMU30/1 TUMOTJIMKEMUH TSKEJIOH CTEeNeHu.

Ha MoMeHT 3aBepiieHHs UCCIeI0BaHHs 3HAUMMOTO BJIMSHUS HA Maccy Teja BBIBICHO HE OBLIO
(+ 0,6 kr B rpynme Buigarnuntiaa u — 0,1 kr B rpymme mianedo).

HP y nanuenTtoB, momywaBmmx BuiagarauntuH 50 mr 2 pa3a B J€Hb B KOMOMHaLUU C
MeT(HOPMHUHOM U IpenapaTamMy CylIb(OHUIMOUYEBUHBI, IPE/ICTABICHBI HIDKE.

Hapywenus co cmoponsl HepeHotl cucmembl: 4aCTO — FOJIOBOKPYKEHUE, TPEMOP.

Hapywenus memabonuzma u numaHnus. 4acT0 — TUIOTJINKEMHUS.

Hapywenus co cmopoHbl Kodcu t NOOKONCHBIX MKAHel: 4aCTO — TUIIEPTUAPO3.

Obwue napywenus u peakyuu 8 mecme 66e0eHUs . 4acTo — aCTCHUS.

BungarnunTuH B MOHOTEpaAIuU

Hngpexyuu u unéasuu: o4eHb peKo — MHPEKIUN BEPXHUX JbIXaTENbHBIX MMyTel, Ha30()apUHTHT.

Hapymeuu}z memabonuzmMa U NUMAHUA. HE9acTO — TUITOTTIUKEMMUS.
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Hapywenus co cmopoHnvl HepeHOU cucmeMmbl: 4acTO — TOJOBOKPYKEHHE; HEYacTO — TOJIOBHAs
00J1b.

Kenyoouno-kuweynvle napyuienus: HEIaCTO — 3a1op.

Hapywenus co cmopoHbl MblueuHOU, CKeNemHol U COeOUHUMENbHOU MKAHU: HEe4acTo —
apTpaTus.

Hapywenus co cmopoHul cocydog: HEYacTo — epupepruvecKue OTEKH.

[lpy npuUMEHEHWHM KOMOMHHMPOBAHHOW Tepanmuy BWIJATJIUITAHOM M METQOPMHHOM HeE
O0TMEYaJI0Ch KIMHUYECKH 3HAYUMOTO MTOBBIIIEHUS YaCTOThI BellIeyKa3aHHbIX HP, oTMeuaBmmxcs
IpY IpUeMe BUJIIarIUITHHA.

Ha ¢one monorepanuu BuigarmuntaHoM 50 mr 1 pa3 B J€Hb YacTOTa OTMEHBI TEparuu 110
npuunHe HP cocrasuna 0,2%, 50 mr 2 pasa B nens 0,1%, a B rpynme miane6o — 0,6%, B rpyrre
npenapara cpaBaenus — 0,5%.

B nccrnenoBanun MOHOTEpanuu BUIIATIUITHHOM YacTOTa PAa3BUTHUS MMITOTIIMKEMHUH COCTaBIsIIa
0,5% cpenu nauueHToB, nosydasmux BuagaraunTu 50 mr 1 pas B aenb u 0,3% — 50 mr 2 paza B
JIeHb, 110 cpaBHEHUIO ¢ 0,2% B rpynmnax miamnebo u npenaparta cpaBHeHUs. Cepbe3HBIX U TSHKEIBIX
HP ne Obu10 BBISBIICHO.

MoHoTepanus BUIJAriIuITHHOM HE OKa3blBajla BIMSIHMS Ha Maccy Teja.

JlonarocpoyHble KIMHHYECKUE UCCIIETOBAHHS IPOIOIDKUTEIHLHOCTHIO JI0 2 JIET HEe BBISBHIIN KAKHX-
1100 TOTIOIHUTENBHBIX OTKIOHEHUH MpOoQuiIsi 6€301MacHOCTH WIIM HETPEIBUICHHBIX PUCKOB IPH
IPUMEHEHUN BUIIJArJIUIITHHA B MOHOTEPAIHH.

IlocTperucTpallmOHHBIE UCCASIOBAHUS

JKenyoouno-kuweynvle Hapyulenus: 9aCTOTa HEU3BECTHA — TTAHKPEATHT.

Hapywenus co cmopoHvl neyeHu u sHcenuegbleo0auwux nymetl: 9acToTa HEU3BECTHA — TEHATUT
(pa3pemuBIIMACS CAMOCTOSITENIFHO TOCIE OTMEHBI JIEKapCTBEHHOTO Mpemnapara), MOBBIIICHHE
AKTUBHOCTH «II€YEHOUYHBIX» (EPMEHTOB (pa3peliuBIIEeCcs] CaMOCTOSATEIbHO TOCIE OTMEHBI
JIEKapCTBEHHOTO IIPEeTapara).

Hapywenus co cmopoHbl MblueyHOU, CKeIeMHOU U COeOUHUMENbHOL MKAHU: 9aCTOTa HEM3BECTHA
— MHUAITHS, apTpajrus, B PEIKUX CIIydasx BhIPRXKCHHAS.

Hapywenus co cmopoHbl Kodcu U NOOKOJMCHLIX MKAHel: 4acTOTa HEM3BECTHAa — KpalMBHHUIIA,
9KC(OIMATUBHOE U OYJUIE3HOE TTOPAKEHHUS KOXKHU, BKIIFOYAst OyIIe3HBINA MeM(PUTOU/T.

MetdhopMHUH B MOHOTEDAITUHA

Hapywenua memabonuszma u numanus: OY€Hb YaCTO — CHU)KCHHUE alleTHTa; OYE€Hb PEIKO —
JAKTOALUI03.

Kenyoouno-kuuieunvie HapyuieHus. O4€Hb 4aCTO — METEOPU3M, TOILIHOTA, PBOTA, AUapesi, 00J1b B
JKUBOTE; 9YaCTO — JIUCTEB3USI.
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Hapywenus co cmoponvl neuenu u sxcenuedoleo0aujux nymeti: 04€Hb PEIKO — FenaTHT.
Hapywenusa co cmoponbl KodxcU U NOOKONCHLIX MKAHeU: OYeHb PEIKO — KOXKHbIE peakuuu (B
YaCTHOCTHU, IPUTEMA, 31, KPAIUBHUIIA).

Jlabopamophnvie u uHcmpymeHmanbHvle OaHHble: OYEHb PEIKO — YMEHbILIEHUE BCACHIBAaHUS
BuTamuHa B12, n3ameHenue nokasareneid QyHKIIMH ICUCHH.

YMeHbllleHne BcacbiBanus BUTaMuHa B12 1 cHUKeHUe ero KOHIIEHTPALMK B CBIBOPOTKE KPOBHU HA
¢done nmpuMeHeHusI MeT(GOPMHIHA 0TMEYATIOCh OY€Hb PEIKO Y MAIIMEHTOB, MOyYaBIIUX MMpenapar
B TEUEHHUE JJIUTEIBHOTO BPEMEHHU, U, KaK MPABUIIO, HE IPEICTABIISIIO KIMHUYECKOTO 3HAUCHUSI.
CnenyeT yyuThIBaTh BO3MOXKHOCTH YMEHBIICHHS BcachiBaHUS BUTaMuHa B12 y manueHTOB C
Merano01acTHON aHEMUEH.

OtaenbHBIC CIydaW OTKIOHEHHUS Ja00paTOPHBIX MOKa3zarenei (pyHKIUU MEYeHU OT HOPMBI HITU
ClIly4ad remaTuTa, KOTopble Habmoganuch Ha (oHe MpUMEeHEeHHs MeT()OpMHHA, pa3peliainch
MOCIIE €r0 OTMEHBI.

Ecnu orMeueHo yxyalieHHE KIMHUYECKOTO TEUYEHHUs JIOO0OTO M3 YKa3aHHBIX B WHCTPYKIUU
HEXeJNaTeNbHBIX peakunii i Bel 3amerunu mo0Oble Opyrue HEXeIaTelbHBIE PEAKIUU, HE
yYKa3aHHbIE B MHCTPYKIIMH, COOOIIUTE 00 3TOM Bpauy.

COO6H_I€HI/Ie O IMOA03PEBACMBIX HCKCIATCIbHBIX PCAKIIUAX

BaxHo coo0mare O TMOA03pEeBACMBIX HEXKENATeNbHBIX PEAKIHAX IIOCIEe PETUCTPAINU
JICKApCTBEHHOTO Tperapara ¢ Helbl0 00eCTIeYeHNs] HEPEPIBHOIO MOHUTOPUHTA COOTHOIICHHS
«I0Jb3a — PHUCK» JICKAPCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAM pPEeKOMEHAYEeTCs
cooluaTe O JIOOBIX MOJO3PEBAEMbBIX HEXKENATENbHBIX PEaKIMIX JICKapCTBEHHOIO Ipernapara
YCpe3 HAIMOHAJIBHBIC CUCTEMBI COO6HIGHI/I$I 0 HCXKCJIATCIBHBIX PCAKIUAX TOCYAApCTB — YJICHOB
EBpazuiickoro 3KOHOMHYECKOTr0 COI03a.

Poccuiickas ®edepayus:

®denepanbHas cityx0a 1o HaJ30py B cdepe 3ApaBOOXpaHEHHUs

Anpec: 109012 r. Mocksa, CnaBsitHcKast TIIomiaip, 1. 4, ctp. 1

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

OnektpoHHas modra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMALMOHHO-TEIEKOMMYHUKAITUOHHON ceTu «MHTEpHETY!

https://www.roszdravnadzor.gov.ru

Pecnybnuxa bBenapycy:

Pecniybnukanckoe yHuTapHoe npennpustue «lleHTp JKcmepTM3 M UCOBITAHUNH B
3/paBOOXPAaHEHUI

Anpec: 220037 r. Munck, niep. ToBapuieckwnii 2a
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Otnen papmakoHama3opa
Tenedon: +375-17-242-00-29
OnekrponHas moura: rcpl@rceth.by

Caiit B nH(pOpMAIIMOHHO-TEJIEKOMMYyHUKAIMOHHOM ceTn «HTepHeT»: https://www.rceth.by

Kuipevizckas Pecnyonuka:

JlemapraMeHT JI€KapCTBEHHBIX CPEACTB M MEOUUMHCKUX M3Jenuil I1pu  MuHHCTEpCTBE
3[paBOOXPaHEHMs U colranbHoro pa3sutus Keiprezckoit Pecriyonuku

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

Tenedon: 0800 800-26-26

Onekrponnas moura: pharm@dlsmi.kg

Caiit B nH()OPMALIMOHHO-TEIIEKOMMYHUKAIIMOHHOM cetn «MuTepuet»: http://www. dlsmi.kg

4.9. llepeno3npoBka

Buparnunrug

B knMHHYecKHX Mccie0BaHusAX MIpU Ipueme npenapara B 1o3e 400 mr/cyT Habmojanuch 001 B
MBIIIIAX, PEOKO — JIETKME TPAaH3UTOPHBIE INApECTE3UH, JUXOPAJIKa, OTEKH U TPaH3UTOPHOE
NOBBILIEHHE aKTUBHOCTH Jinnasbl (Bbiie BI'H B 2 pasa). [Ipu npumeHeHnn 10351 BUIAATIUIITHHA
10 600 MI/cyT BO3MOYKHO Pa3BUTHE OTEKOB KOHEYHOCTEH, COMPOBOXKIAIONIMXCS MMApECTe3neH H
HOBBIIIEHUEM KOHLIEHTpalUu KpeaTHHUH(}ocPoknHazpl, C-peakTUBHOrO Oelika U MHOIJIOOMHA,
aktuBHOCTH ACT. Bce cuMnToMbl Mepeo3upoBKH M M3MEHEHHs Ja00paTOPHBIX MOKazaTesei
MCYE3al0T M0CJe MpeKpalleHuss IpPUMEHEHHUs IIpernapara.

BriBenenue npemnapara U3 opraHu3ma ¢ IMOMOIIBIO AMAN3a MajJoBeposITHO. OAHAKO OCHOBHOM
rUIpou3HbIi MeTabonut BungarmunTiHa (LAY 151) Moxer ObITh yaaneH U3 opraHu3Ma ImyTeM
reMoJualIn3a.

Merdbopmun

HaubGonee r>pdexTuBHBIN METO y1aeHus JaKkTaTa U MeTHOpMUHA — TeMOTUAITH3.

B cnyuyae mnepeno3upoBKM HEOOXOJMMO IPOBOJUTH COOTBETCTBYIOIIEE CHUMITOMATHYECKOE

JICYCHUEC, OCHOBBIBASACh HA COCTOSAHUU MMAMCHTA U KIIMHUYCCKUX ITPOABIICHUSAX.

5. ®APMAKOJIOTHMYECKHUE CBOMCTBA

5.1. ®apmakoauHAMHYECKHE CBOICTBA

®apmakoTtepaneBTuueckass rpynna:  CpenctBa  Juisl  JIeYEHHS  caxapHOro  jauabera;
TUIIOTTINKEMUYECKHE CpenAcCTBa, KpoMe WHCYJINHOB, KOMOMHAaINH [peopaIbHbIX

THUIIOTJTIMKCMHUYCCKUX CPCACTB.
30


mailto:pharm@dlsmi.kg

Koxg ATX: A10BDOS.

Mexanusm neiicTBus

B cocraB mnpenapata Arapra MeT BXOAST JBa TUIOTIMKEMUYECKHX CpPEICTBA C Pa3HbIMU
MEXaHU3MaMH  JIeHCTBUS:  BWJIATJIMITHH, OTHOCSIIMHCA K  KJAacCy  MHTHOUTOpPOB
munentuauinentuaasei-4 (IAI11-4), u merdhopmun (B hopme ruapoxiiopua), MpeacTaBUTEIb
Kigacca OwuryanunoB. KoMmOuHammss STHX KOMIIOHEHTOB TIO3BOJIsIET Oosee 3¢ (EeKTUBHO
KOHTPOJIMPOBATh KOHIICHTPALIMIO TJIFOKO3bI KPOBU y MAIMEHTOB C CaxapHbIM quabeToM 2 Tuma
(CH 2 Turma) B TeueHue 24 4acos.

Bungarnuntus, npeactaBuTeNb Kjlacca CTUMYJIATOPOB OCTPOBKOBOTIO alllapaTa MoKeIyI0YHON
JKene3bl, ceNleKTUBHO nHrnoupyet pepment AIII1-4, ynydmas riamkeMUdecKuii KOHTPOIIb.
WNurubuposanue axtuBHocTH JI1I1-4 BBI3BIBacT yBenuyeHue Kak Oa3zanbHOTO, Tak U
MOCTIIPaHAUAIBLHOTO JHIOTEHHOTO YPOBHS HMHKPETHHOBBIX TOPMOHOB: TJIFOKarOHOMOJIOOHOTO
nentuaa 1 tuna (I'TII-1) u raroko3zo3zaBucuMoro wHCynmuHOTpornHoro nonunentuaa (I'UIT).
MetdopMHUH CHMXKAET MPOIYKIHIO TIIOKO3bI MEYEHBIO, YMEHBIIAET BCACHIBAHHE TIIOKO3BI B
KHUIIEYHUKE U CHUKAET MHCYJIMHOPE3UCTEHTHOCTb 33 CUET YCWJIEHUS 3aXBaTa M YTHIM3ALUU
[IIOKO3bI TepUPEPUUECKUMU TKAHSIMHU.

MetdopMuH  UHAYIUPYET  BHYTPHUKJICTOUYHBIH  CHUHTE3  TJUKOreHa,  JCHCTBYS  Ha
[JIMKOTEHCUHTETa3y, U YCWJIMBAET TPAHCHOPT TJIFOKO3bl HEKOTOPHIMH MEMOpaHHBIMU OelKaMu
nepeHocuyrkamu roko3sl (GLUT-1 u GLUT-4).

dapmakogngamuyeckue 3P HeKTol

Bunoaznunmun + memeopmun

be3zonacHocTh 1 3¢ (HEKTUBHOCTD OT/IENBHBIX KOMIIOHEHTOB Ipenapara, a Tak)ke 0JHOBPEMEHHOE
UX TpUMEHEHUEe OBbUIM H3Y4YEeHbl paHee B KIMHUYECKUX HCCIEAOBAHUAX, TJI€ YCTaHOBJIEH
JIOTIOJTHUTEbHBIN  TMOJOXKUTENbHBIA 3¢ ¢dekT ao0aBieHUs BWIJAMIUWINTHHA K  Tepanuu
MeT(GOPMUHOM Yy MAIMEHTOB ¢ HeaJleKBaTHO KOHTpoaupyeMbiM CJ1 2 Tuma.

B knmHMYeCKHX HCCIEAOBAHUAX BUWIIATIUITHH HE OKa3blBAJ BIMSAHMS Ha MacCy Tella IpHU
00aBIEHUH K MET(POPMUHY.

Bunoaznunmun

[Tpumenenue BuwigarmunTUHa y nanueHToB ¢ CJl 2 Tuma mpuBOAMUT K OBICTPOMY M IOJIHOMY
uHruOupoBanuto aktuBHoctu JIII1-4, xoTopoe HabmomaeTcss Ha NPOTSKEHUH 24 Yacos.
[ToBbimas  koHmentpauutro [TII-1 w T'UII, BungaraunTuH BBI3BIBAET  YBEIWYECHHUE
qyBCTBUTEIBHOCTH [-KJIETOK MOJPKETY0UYHOM JKese3bl K INII0K03€, YTO MPUBOJUT K YIyUIIEHUIO
[JIIOK0303aBUCUMOMN cekpelnn nHeynauHa. [IpuMenenune Bunparnuntusa B 1o3ax 50 mr u 100 mr
B CyTKHU y nanueHToB ¢ CJ[ 2 Tumna BbI3bIBAJIO 3HAYUTENIbHOE YIy4llIeHHe Moka3areneil QyHKIuu
B-kieToxk.
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Crenenbp ynyumeHus: QyHKIMH B-KJIETOK 3aBUCHUT OT CTENEHU WX UCXOAHOTO MOBPEXKICHUS, TaK
y moaeit 6e3 CJI (c HopMaabHOM KOHIICHTPAIMEH TIFOKO3bI B MJIa3Me KPOBH) BUIJIIATIIUIITHH HE
CTUMYJHMPYET CEKpPELUI0 MHCYJIMHA M HE CHUKACT KOHLEHTPALUIO IJI0KO3bl. [loBblmas
KoHIeHTpanuio 3ugorenHoro ['TIII-1, BuiiariunTuH yBeIMYUBaeT YyBCTBUTEIBHOCTD (L-KJIETOK
K TJIIOKO3€, YTO IPUBOIUT K YIYUIICHUIO TJIOKO303aBUCUMOM PETyISALNUN CEKPELUHU TITI0KaroHa.
CHM)KeHUE TOBBIIIEHHON KOHIIEHTpPAlUH TJIOKAroHa IOCJE €1bl, B CBOIO OYEpElb, BBI3bIBAET
CHIDKEHHE WHCYIMHOPE3UCTEHTHOCTH. Y BEJIMUEHHE COOTHOIICHUS! HHCYJIUH/TIIOKAaroH Ha (oHe
TUINEPIIIMKEMHUH, OOYCIOBJIIEHHOE IOBBIIICHUEM KOHLIEHTPALUA HWHKPETUHOBBIX TOPMOHOB,
BBI3bIBACT YMEHbIICHUE TPOAYKIIMH TIIFOKO3bI IEYEHBIO KaK BO BPeMs, TaK U [OCJIe pUeMa MU,
YTO MPUBOJUT K CHUKEHUIO KOHIICHTPALIMU TJTFOKO3bI B IJIa3ME KPOBH.

Kpome TOro, Ha (oHe NPUMEHEHHs BUJINATIUNTHHA OTMEYAIOCh CHIKEHHE KOHIICHTPAlUU
JUNHUAOB B IJIa3M€ KPOBHU MOCIE MpHUeMa MWLM, JaHHBI 3(QQeKT He CBSA3aH ¢ yIydllIeHUEM
(GYHKIIMM OCTPOBKOBBIX KJIETOK TOJDKETYJOUYHOM JKele3bl M OINOCPEJOBAHHBIM BIIHSHHEM
BWIJATJIMIITUHA Ha aKTUBHOCTh HHKPETUHOBBIX TOPMOHOB.

W3BectHo, uto mnoBbimieHue KoHueHTpauuu [TIII-1 Moxer npuBOIUTH K 3aMEAJICHUIO
OTIOPOYKHEHUS KeNy/Ka, OIHAKO Ha ()OHE MPUMEHEHUs BIIIJArTUNTHHA 0J00HOTO 3 deKTa He
HaOJIFOJaeTCs.

Memopmun

MetdopMuH yIIydmaeT TOJEPAaHTHOCTh K TUIOKO3e y mamueHToB ¢ CJ] 2 Tuma, cHmkas
KOHIIEHTPAIUIO TIIFOKO3BI B TIa3Me KPOBHU KakK 10, TAK U MOCTIE €JIbI.

B otnuyne oT mpou3BOIHBIX CYIb(OHUIMOUYEBHUHBI, MET(OPMUH HE BHI3BIBACT TUIOTIMKEMHUH HU
y naruenToB ¢ CJ] 2 Tuma, HU y 3/I0POBBIX JIFOJIEH (32 UCKITFOUEHUEM OCOOBIX CITYYaeB).

Tepanusi mpemaparoM HE NPUBOAUT K Pa3BUTHIO TUNepUHCynuHemuu. [Ilpu mpumeHeHuun
MeThOpMHUHA CEKpelHsl MHCYJIMHA HE MEHSETCS, B TO BpeMsl KaK KOHIICHTpaIus MHCYJIMHA B
MJIa3Me KPOBH HATOLIAK U B TE€YEHUE JHS MOYKET CHUKATHCA.

[Ipu mpumenenun meThoOpMHHA B TEPANEBTHUECKUX J03aX B KIMHUYECKUX HCCIIEIOBAHUSIX
CpeaHel MPOJOJIKUTEILHOCTH, a TAKXKe B JIJIUTENbHBIX KIMHUYECKUX UCCIIEJOBAHUSIX OTMEUYEHO
ONaronpusATHOE BIHUSHUE Ha METa0O0IM3M JUMONPOTEUIOB BHE 3aBUCUMOCTH OT €r0 BIUSHUS Ha
IJIMKEMUIO: CHIKEHHE KOHIIEHTPALMU OOILEero XOJIECTEpHHA, XOJIECTepUHA JUIONPOTEUIOB
HU3KOW TJIOTHOCTU M TPUTIIULEPUJIOB.

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

Bungarnuntus + MCTd)ODMI/IH

Abcopbyus
B wuccrnenoBaHMsx mokaszaHa OMOSKBHUBAJIEHTHOCTh IO  MOKa3zaTelsiM  IJIOMAAM  TOJ
bapmakokuHernueckor kKpuBoit (AUC) n MakcuMabHON KOHICHTpaIiK B Tia3Me KpoBH (Cmax)
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npenapara Arapra Met B Tpex pa3Hbix no3upoBkax (50 mr + 500 mr, 50 mr + 850 mr u 50 mr +
1000 mr) um BUAAArIMOTHHA M METPOPMHHA, MPUHATHIX B COOTBETCTBYIOIIMX /033X B BHJE
OTJENIbHBIX Ta0JIETOK.

[IpuemM nuImM HE BIUSET HA CTENEHb M CKOPOCTh BCAChIBAaHUS BWJIJATJIUNTHHA B COCTaBE
npenapara Arapta Mert. 3HadeHust Cmax 1 AUC MeTrdopmuHa B coctaBe nmpenapara Arapta Mer
IIPY OJJTHOBPEMEHHOM IIpUEME C IUIIEH CHUXaIUCh Ha 26% u 7% cooTBeTcTBEHHO. Kpome Toro,
Ha (oHE MmpHeMa MUIIK 3aMeJISUIOCh BCaChIBaHHE MET(HOPMHUHA, YTO MPUBOJIIO K YBEITUUYCHUIO
BpPEMEHU JOCTH)KCHHS MaKCHUMalbHOW KOHIEHTpauu (Tmax, oT 2,0 mo 4,0 4). IlomoGHoe
n3meHeHne Cmax 1 AUC Ha (oHe mpuemMa NHUIIM OTMEUYAIoCh M B Clly4ae NPUMEHEHUS
MeTgopMHHA B OTIENBHOCTH, OJHAKO B TOCIETHEM Clydyae HM3MEHEHUs OBbLIM MEHee
3HAUUTENBHBIMU. BrusHue mumu Ha (HapMAKOKUHETHKY BWJIATJIMIITHHA W METHOpMHUHA B
cocraBe mpemnapara Arapta Mer He OTIMYaAIOCh OT TAKOBOTO IMPH MpHeMe 000UX MpenapaToB B
OTJICIbHOCTH.

Bunnarnuntua

Abcopbyus

[Tpu mpuemMe BHYTpb HATOIIAK BUIAATTIUITUH OBICTPO BCachiBaeTcs, a €ro Cmax TOCTUTAETCS Uepe3
1,75 yaca mocne mpuema. [Ipu OAHOBpEMEHHOM IMpUEME C MHUIIEH CKOPOCTh abcopOruu
BUJJIATJIMIITAHA CHW)KACTCS HE3HAYUTENbHO: OTMedaercs yMmeHblleHne Cmax Ha 19% wu
YBEJIMUEHUE BPEMEHH €€ IOCTIKEHUS J10 2,5 yacoB. OHAKO IPHEM ITUIIHA HE OKA3BIBACT BIUSHUS
Ha creneHb BcachiBaHusg U AUC. BuiparnuntuH OBICTPO BCachIBaeTCs, a €ro a0CONIOTHAs
OMOJOCTYIMTHOCTh MOCHe TMpueMa BHYTPb cocTaBisieT 85%. Cmax 1 AUC B TepameBTHYECKOM
JMaria3oHe 103 YBEIMYHUBAIOTCS IPUMEPHO MTPONOPIIMOHAIBEHO JI03€.

Pacnpeoenenue

CremneHb CBSI3bIBaHUS BWINATIIMITHHA ¢ Oenkamu ma3Mbel kpoBu Hu3Kas (9,3%). [Ipemapar
pacmpezensercss paBHOMEPHO MeX1y IIa3Moil U spuTponuTamMu. Pactipeenenue BUIAArIUunTHHA
MPOUCXOTUT TPEINOTIOKHUTEIBHO IKCTPABACKYISIPHO, 00BEM paclpezefieHHs B PAaBHOBECHOM
COCTOSIHMH TIOCTIe BHYTPUBEHHOTO BBeneHus (Vss) coctaBisiet 71 1.

buompancgopmayus

buotpanchopmaiius SBISETCS OCHOBHBIM TyTEM BBIBEJCHUS BHIJArIUNTHHA. B opranmsme
YeJIoBeKa MoJBepraercs npespamieHnto 69% no3sl npenapara. OcHoBHOM MeTtadommt, LAY 151
(57%  nmo3b1), (QapMakONIOTHYECKH HEAKTUBEH W  SABJSIETCS  MPOAYKTOM  THIPOJIH3A
rmaHokomiioHeHTa. Okono 4% 10361 MpenapaTa MoABEPraloTcs aMUIHOMY THAPOIIU3Y.

B wuccnepgoBaHusax in vivo y kuBOTHBIX c aedunmrom JIIII1-4 oTmeuaeTcss dYacTU4YHOE
MOJIOKUTEIHPHOE BIUSHUE JTAHHOTO (pepMEeHTa Ha THUAPOJIA3 BIIIATIUNTHHA. BUmgarmunTuH He

MeTaboIM3upyeTcss MpHU ydacTuu Hu30(epMeHTOB cuctembl mutoxpoma P450. [lo nmaHHBIM

33



WCCJIEIOBAHMH 1N Vitro BUJIAATJIUIITHH HE MHTUOMPYET U HE MHIYIUPYET N30(DepPMEHTHI CHCTEMBI
nuroxpoma CYP450.

Inumunayus

[locne mpuema BHYTph MEUEHHOTO PaJUOAKTUBHOW METKOW BUJAATIUITHHA OKOJIO 85% 1103bI
BBIBOJIUTCS TMOYKaMu Hu 15% uyepe3 KHUIIEYHHUK, T[OYEYHAs DSKCKPEelHs HEU3MEHEHHOTO
BUIarMnTAHA coctaBisieT 23%. [Ipu BHYTPUBEHHOM BBEICHHH Y 3I0POBBIX JTOOPOBOJIBICB
CpeIHUH MepUO.T TIOTYBBIBEIACHHS JOCTUTACT 2 YacOB, OOIIHIA TITa3MEHHBIN KIHUPEHC W MTOYCYHBIN
KIIMPEHC BUJIATJIMIITHHA COCTaBISIOT 41 11/4 1 13 11/49 coorBeTcTBeHHO. [lepuon momyBbIBeICHUS
(T'2) nmocne nprueMa BHYTPb COCTABISIET OKOJIO 3 YAaCOB HE3aBUCHMO OT JI03BI.

Jlunetinocms (Henuneinocmn)

Bungarnmuntiua OBICTPO BCAaChIBAETCS, aOCOMIOTHAs OWMOJOCTYIMHOCTH TOCTE MpHEeMa BHYTPh
cocrapnsieT 85%. Cmax u AUC BuIJarmunTHHA  YBEJIUYUBAIOTCA MPUOIU3UTEIBHO
MPOMOPLUOHAILHO J103€ MPU IPUMEHEHUH B IMANa30HE TEPANIEBTUUECKHUX J03.
dapmakokrHEeTHYECKas-(hapMaKOIMHAMUYECKasi 3aBUCUMOCTb

Ilon

Y 310pOBBIX JOOPOBOJIBLIEB MY>KCKOTO M KEHCKOTO I0JIa Pa3IMYHOr0 BO3pacTa U C Pa3iIuYHbIM
ungekcom maccel Tena (MMT) He oTmMedeHO m3MeHeHUU (papMaKOKMHETHUKU BHIATIUNTHHA.
Crenens nnrnbupoBanus aktuBHocTd JI1I1-4 BUngarmunTiHOM HE MEHSIETCS B 3aBUCUMOCTH OT
noJa.

Oorcupenue

He ormeueno Bnusaus UMT Ha ¢dapMakoKHHETHUYECKHE TapaMeTpbl BUAarmuntiHa. CTeneHb
uHruouposanus aktusHoCcTH J{I111-4 BUIIarmunTHHOM HE MEHSIETCS B 3aBUCUMOCTH OT BETTUYMHBI
NMT.

IloyeuyHas HEIOCTATOYHOCTh

VY nmanueHToB ¢ HapylmeHHeM (YHKLIUHU MOYeK JIETKOM, cpenHed uiau Tsokenoi crenenn AUC
BWIJIATJIMIITUHA YBEJIMYUBAJIACh 10 CPABHEHHIO CO 3/I0POBBIMH J0oOpoBoJbliamu B 1,4, 1,7 u 2 pa3a
cootBercTBeHHO. AUC metabonuta LAY 151 yBenuuuBanace B 1,6, 3,2 u 7,3 pa3s, a metabonuta
BQS867 —B 1,4, 2,7 u 7,3 pa3 y naiueHToB ¢ HapylueHHeM (QyHKIMH TOYEK JIETKOU, CpeaHen u
TSDKEJION CTENEHH COOTBETCTBEHHO. OrpaHMUYEHHBIE JaHHBIE y MAlMEHTOB C TEPMUHAIbHOU
craaueit xponnueckon Oone3nu mouek (XBII) yka3siBaroT Ha TO, YTO TMOKAa3aTeNM y JaHHOU
IPYNIBl CX0XKU C TAaKOBBIMM y MAI[MEHTOB C HapylleHWeM (QYHKIMH MOYEeK TSHKEJIOW CTENEHH.
Konuenrtpanuss metabomuta LAY151 y mnauuentoB ¢ TepmMuHaimbHOM craaumeit XbBII
yBeIMUMBaiach B 2—3 pa3a IO CPaBHEHHIO C KOHIIEHTpPALMEl y MAalUEeHTOB C HapyLICHUEM

(1)yHKHI/II/I MOYEK TSDKEJIOW CTEIEHH. BI)IBe)IeHI/Ie BUJIJATJIUIITUHA TIPpU TEMOAHUAIN3E OIrPaHUYUCHO
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(3% mpu mpoBeneHHH TPOLEAYPHI UIMTEIBHOCTHIO Oosee 3—4 yacoB uepe3 4 yaca mocie
OJIHOKPATHOTO MpUEMa penapara).

IIeueHouHas HEAOCTATOYHOCTD

VY nmanueHToB ¢ HapylieHneM (PyHKITUY ITeUeHH JISTKOHM U cpeHel crenenu Tsokectu (6—10 6amton
no mkaye Yaina-I1sr0) mociie 0THOKpaTHOTO MpHeMa BWIIANIMITHHA BHYTPh B Ao03e 100 mr
OTMEYaeTCsl CHIDKEHHE OMOAOCTYMHOCTH BuigariuntuHa Ha 8% u 20% coOTBETCTBEHHO. Y
NAIMEeHTOB C HapylIeHueM (YHKLIUU NMEeUeHH Tspkenoil creneHu (12 GamnoB mo mkane Yaiina-
[Tpr0) OMODOCTYITHOCTh BWJIJATVIMNTHHA TOBBIMAETCA Ha 22%. MakcuManbHOE H3MEHEHUE
OMOJOCTYMHOCTH BWJArIUNTUHA (YBETMYEHHE WM yMeHblIeHue), B cpeaneMm 10 30%, He
SIBIISICTCS] KIIMHUYECKU 3HAUMMBIM. KOoppensiuu MeX 1y CTeTICHBIO TSHKECTH HapyleHu GpyHKIuu
MEYCHU U OMOAOCTYITHOCTHIO TIperiapara He BISIBICHO.

JIna mo)Xujaoro Bo3pacra

MakcumanbHoe yBenuueHue ouonoctynuoctu Ha 32% (yBennueHue Cmax Ha 18%), oTMeueHHOe

y nmanueHToB crapiie 70 jer 6e3 coMaTH4ecKoil MaToJIOTUU MPH MPUEeMe BIJIIATIUIITHHA B 103€

100 Mr B CYTKH, HE SBJISICTCS] KIIMHUYECKU 3HAYUMbBIM U HE BiuseT Ha nHruouposanue [I111-4.
eTu

dapmakoknHeTuka MeTdopMUHa y JAeTedl B Bo3pacte He MeHee 10 jer He uH3ydanace.

®apMaKOKMHETUYECKHE OCOOCHHOCTH BIJIJATJIMITHHA Y €Tl U OJPOCTKOB Miajuie 18 et He

YCTaHOBJIEHBI.

OTHUYECKas NPUHAICKHOCTD

OTHUYECKas MPUHAIEKHOCTh HE BIMSET Ha (PapMaKOKWHETHKY BIIIJArIMIITHHA.

Metdopmun

Abcopoyus

AbcomoTHas OMOAOCTYHNHOCTh MeT(OpMHUHA TNpH NpueMe BHYTph B jgo3ze 500 Mr Haromak
cocraBisna 50—60%. Cmax Aocturaerca depes 2,5 waca mnocie npuema. [lpu ysennueHun
OJIHOKpaTHOM 10361 nipemnapata oT 500 mr 10 1500 mr u ot 850 Mr 10 2250 Mr BHYTph, OTMEYAJIOCH
OTCYTCTBHE 3aBUCUMOCTH (apMAKOKMHETHYECKHUX IapaMeTpoB OT J03bl. ITOT 3(deKT
00yCJIOBJIEH HE CTOJIbKO W3MEHEHHMEM BBIBEACHHUS IIpernapara, CKOJIBKO 3aMEeIJICHHEM €ro
BcachiBaHus. Ha ¢oHe mpuema mumy creneHb M CKOPOCTh BCAachblBaHMS MET(OpPMHHA TaKKe
HECKOJIBKO CHMJKanuCh. Tak, NMpU OJHOKPATHOM IIpueMme mnpemnapara B no3e 850 mr BmecTe ¢
nuIel, oTMedanoch CHUKEHUE Cmax ipuMepHo Ha 40%, AUC Ha 25% u yBenuueHue Tmax Ha 35
MUHYT. KnmnHnueckoe 3HaueHue JaHHBIX (DAaKTOB HE YCTAHOBJICHO.

Pacnpeoenenue

[Ipu onmHOKpaTHOM TIpHeMe BHYTpb B J03¢ 850 Mr Kaxymuics 00BeM pacrpenencHus
MeTdopmuHa coctaBisier 654 + 358 1. MetdopMHuH MPaKTUYECKH HE CBSI3BIBACTCS C OeKaMu
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J1a3Mbl KPOBH, B TO BpeMsi Kak IMPOU3BOJIHBIE CYJIb(OHUIMOYEBHHBI CBSA3BIBAIOTCS C HUMH OoJiee
yeM Ha 90%. MeThopMUH NMPOHUKAET B APUTPOLUTHI (BEPOSTHO YCHUIIEHHE ATOTO MpoIiecca co
BpemeHeM). [Ipu nmpumenenun merdopMuHa MO CTaHAAPTHOW cxeme (CTaHgapTHBIE 1033 U
4yacToTa MpHeMa) paBHOBECHAs] KOHIEHTpalus B IUIa3Me KPOBH JOCTUTaeTcsi B TeueHue 2448
4acoB M, KaK NIPaBWJIO, HE MpeBbIaeT 1 MKI/Mi. B Xoje KOHTpOIUPYEMBIX KIMHUYECKHX
uccienoBauii Cmax MeT(OpPMHHA B TJIa3Me KPOBH HE MIPEBBIIIANIa S MKT/MJI (JIaxe Py IpueMe B
MaKCUMAaJIbHBIX J03aX).

buompancgopmayus

[Ipy oOgHOKpaTHOM BHYTPUBEHHOM BBEIEHUU MET(HOpPMHUHA 3I0POBBIM JOOPOBOJIBIIAM OH
BBIBOJIMTCS TIOYKaMH B HEU3MEHEHHOM BHJIe. [Ipu 3TOM mpemapat He MeTaboIM3uPyeTCs B IIEUCHU
(y yesoBeKa HE BBISIBICHO HUKAKMX META0O0JIUTOB) U HE BBIBOJUTCS C JKETUbIO.

Inumunayus

[TockonpKy MOYEYHBIN KIMPEHC METPOpMUHA MPUMEpPHO B 3,5 pa3a MpEBBIIACT KIHPEHC
kpeatuanHa (KK), ocHOBHBIM IyTeM BBIBEIICHHUS Tpenapara sBISETCS KaHAJIbIIEBas CEKPEIHs.
[Tpu npueme BHYTpb puMepHO 90% BcocaBIielcst 1035l BBIBOJAUTCS IOYKaMU B TEUEHHUE NEPBBIX
24 u; ipu 3ToM T2 U3 KPOBHU cOCTaBisieT 0KoJo 6,2 yacoB. T's merdopMuHa U3 LETbHONH KPOBU
cocTaBisieT okojio 17,6 4acoB, UTO yKa3bIBaeT Ha HAKOIUICHUE 3HAUMTEIBHON YacTH MpernapaTa B
SPUTPOLIUTAX.

PapmakoknHeTHYeCKas-(hapMaKoIMHaMUYecKasi 3aBUCUMOCTb

Llon

VY nanueHToB My)KCKOro M eHckoro mnoja ¢ CJl 2 Thuma He OTMEUEHO 3HAUYMMBIX pa3Iuduil
(apMaKOKMHETHUUECKUX IapamMeTpoB MeT(opMHUHA. AHAJOTUYHBIM O0pa3oM B KIMHUYECKUX
MCCJIEIOBAHMSIX HE OTMEUYEHO U3MEHEHHUS THIIOTIIMKEMUYEeCcKoro 3 exra MeThopMrHa y MyKUUH
u xeHuH ¢ C/I 2 Tuna.

[loyeuyHas HEAOCTATOYHOCTh

VY nanueHToB ¢ HapyleHneM QyHkuuu noyek (ouennaemoit o KK) T2 merdopmuna u3 mia3msl
U LIEJbHOM KPOBHM YBEJIMYMBAETCS, & €r0 MOYEYHBIH KIMPEHC CHUYKAETCS MPONOPLHUOHAIBHO
camxennro KK.

[IeuyeHOYHAs HEAOCTATOYHOCTh

VY nanueHToB ¢ HapyleHneM QyHKIUYU MeUeHU U3yuyeHne papMakOKMHETUYECKUX 0COOEHHOCTEN
MeThOpMHUHA HE TPOBOUIOCH.

JIniia moKMI0r0 BO3pacTa

[To orpannYeHHBIM TaHHBIM (hapMaKOKHHETHUECKUX HCCIIEI0OBAaHUHN Y 310pPOBBIX JOOPOBOJIBLIEB B
BO3pacTe > 65 JIeT 0OTMEYaJIOCh CHUKEHHE CYMMAapHOTO IMJIa3MEHHOT0 KJIMpeHca MeTQopMuHa 1

yBenudeHue T%2 u Cmax 0 CpaBHEHHUIO ¢ 00JI€€ MOJIOJBIMH JIOOPOBOJIBIIAMHU. DTH OCOOCHHOCTH
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(apMaKkOKMHETUKH MeT(opMUHA y JUI| cTapuie 65 JIeT, BEpOsATHO, MPEKIE BCEro, CBA3AHBI C
U3MEHEeHHEM (DYHKIIMH TIOYEK, B CBSA3U C UeM y HarreHToB crapiue 80 JeT npuMeHeHue rpernapara
Arapra MeTt BO3MOXHO ToJIbKO IIpu HopMasibHOM KK.

eTu
dapmakokuHEeTHKa MeThopMuHA y Jnereld B Bo3pacte He MeHee 10 yier He wu3ydanack.
dapMakOKHHETHYECKHE 0COOEHHOCTH MeT(hopMUHa Yy AeTel UM MOAPOCTKOB Miamme 18 ier He
YCTaHOBJIEHBI.

OTHHUYECKas IPUHAIICKHOCTD

Her  nmokasarenbcTB — BIMSIHMS —~ OTHHYECKOH — NPHUHAIIEKHOCTH  TAMEHTOB  Ha
(bapMakoKuHETHYECKHE 0COOEHHOCTH MET(HOPMHHA.

B KOHTpoIIMpyeMBbIX KIMHUYECKUX HCCIEIOBAHUSAX MET(POPMHHA y TMAlUEHTOB C CaxXapHBIM
nuaberoM 2 TUNA pasiMdHONW ATHUYECKOH NPUHAICKHOCTH THIIOTIIMKEMHYECKOE JICHCTBHUE
npenapara nposiBIsIIOCh B OJUHAKOBON CTEIICHHU.

5.3  JlaHHbIe TOKJIMHUYECKOH 0€30MacHOCTH

HccnenoBanusi Ha XKUBOTHBIX JUIMTENFHOCTBIO 110 13 Henens MPOBOAMIHMCH C MPUMEHEHHEM
KOMOHMHAIIMM KOMIIOHEHTOB, BXOJMINMX B cOCTaB mpemnapara Arapra Mer. [lpu npuMeHeHuu
KOMOMHHPOBAHHOTO TIperapaTta He BBISIBICHO HOBBIX JAHHBIX B OTHOIIEHHU TOKCHYHOCTH.

Hwxe npuBeneHsl pe3yabTaThl UCCIEIOBAHMA, MTPOBEACHHBIX OTICIBHO JUIS BIIIAATTIUIITHHA H
MeT(opMHUHa.

Bunparmunorua

3anepkKa MPOBEACHUS CEPIEYHOT0 MMIyJbca y cobak Habmofanach Ha (OHE MPUMEHEHHS
BUJIIATJIMIITHHA B J103€ 15 MI/KT, 4TO B 7 pa3 IpeBbIIaeT MAKCUMAJIbHYIO PEKOMEHIOBaHHYIO /103y
11t uenoBeka (MP/IY).

VY KpbIC U MbIIIEH OTMEUYAIOCh HAKOIJICHHWE B JIETKUX MEHUCTHIX aJIbBEOJISIPHBIX Makpodaros.
Jlo3a BUIIJAriMITUHA, IPU KOTOPOM ObUT BBISABIEH JAHHBIM HEXeNaTeNbHbIH 3QQeEeKT, y KpbIC
cocraBuia 25 mr/kr (B 5 pa3 Beiie MP/IY), a y mbimeit — 750 mr/kr (B 142 paza Beiiie MPIH).
V¥ cobak ObLIM BBISBIIEHBI HAPYLIEHHS CO CTOPOHBI JKETYA0YHO-KUILIEYHOT'O TPAKTA, B YACTHOCTH,
pasMsrdeHue cTyia, CIM3UCThIN CTYI, AUapes U, IpU IpUMEHEeHUH 0oJiee BBICOKHX J103 — KPOBb B
kane. CoOOTBETCTBYIOIAs MAaKCUMallbHas J03a, HE TMPUBOASAIIAs K PAa3sBUTUIO SBHBIX
HexenatenbHbIX 3¢ dexkToB (NOAEL) co croponsl )KKT, He Obla ycTaHOBIIEHA.

BuiigarimnTvH He OKa3all MyTareHHbBIX CBOKCTB B TECTaX Ha TEHOTOKCHYHOCTB in Vitro u in vivo.
HccnenoBanne (GepTHIBHOCTH M PAaHHET0 AMOPHOHAIBHOTO Pa3BUTHS Y KpPbIC HE BBIIBUIIO
NPU3HAKOB  HapylleHUs (HEepTUIBHOCTH, PENPOAYKTUBHBIX CIIOCOOHOCTEH W paHHEro
AMOPHOHATILHOTO Pa3BUTHS MPU BO3ACHCTBUN BWIIIAMIHNTHHA. DMOprodeTanbHas TOKCHYHOCTh

N3ydajlaCb Ha KpbICaX M KpOJIHKax. v KPBIC OTMCYAJIOCH YBCIHMYCHHUE YAaCTOTHI BBIABJIICHHA
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BOJIHUCTBIX pedep B COYETaHWU C yYMEHBIIECHHEM IOKa3aTesiell Macchl Tella CaMOK, MPU 3TOM
NOAEL cocrasuna 75 mr/kr (B 10 pa3 6onsie MP/IH). ¥ KpoiaMKoOB yMEHBIIEHHE MACChI TUI0AA
U OTKJIOHEHMsI B PA3BUTUHU CKEJIETA, CBUJIETEIBCTBYIOLIUE O 33JCPHKKE Pa3BUTHUS, OTMEUAINChH
TOJIBKO TPH HAJIWYMM TKEIOro TOKCHYECKOro Bo3jaelcTBus Ha camky, npu 3tom NOAEL
coctaBmia 50 mr/kr (B 9 pa3 6osnbime MP/IH). UccnenoBanue mpe- U MOCTHATAILHOTO Pa3BUTHUS
OBLIIO MPOBEAEHO Ha Kpbicax. OTKIOHEHHS OTMEYAIUCh TOJIBKO NPU HAJTUMYUU TOKCUYECKOTO
JIeMCTBUS HA CAMKY ITPH IPUMEHEHHUH 10351 > 150 MI/KT 1 BKITIOYAIN KPATKOBPEMEHHOE CHIDKEHHE
MAacchl T€JIa U YMEHbIIIEHUE JIBUTaTeNIbHOM aKTUBHOCTHU B TokoJieHuu F1.

JIByxjieTHee ucClieJOBaHHE KaHIIEPOT€HHOCTH MPOBOAMIIOCH Ha KpbICaX, KOTOPBIE MOIY4aau
npenapat BHYTph B 1o3ax a0 900 mr/kr (mpumepno B 200 pa3 Beime MP/IU). He ormeueHo
YBEJIMUYEHHUS YaCTOTHI Pa3BUTHUS OIYXOJIEH, CBSI3aHHBIX C BO3JEICTBUEM BUiIaraunTuHa. pyroe
2-X JIeTHEE HCCIIEeIOBaHUE KaHLEPOTeHHOCTH MPOBOAMIOCH HAa MBIIIAX, KOTOpPHIE MOTydYald
npernapatr B go3e 1000 mr/kr. OTMEYeHO YyBENWYEHHE YacTOThl Pa3BUTHS aJIEHOKAPLUHOM
MOJIOYHOH >kene3bl u remanrnocapkomsl, pu 3ToM NOAEL cocraBuna 500 mr/xr (B 59 pa3
o6ompmie MPIYU) u 100 mr/xr (B 16 pa3 Gomemme MPY) coorBercTBeHHO. CUnTaeTCs, 4TO
YBEJIMYEHUE YACTOTHI Pa3BUTHS IaHHBIX OIYXOJIeH y MBIIIEH HE MPEeICTaBIseT 3HAYMMOT0 PUCKa
JUISL 4YEJIOBEKa, YUYUThIBasi OTCYTCTBHE T€HOTOKCHYHOCTH BWJIAATJIMNTHHA U €r0 OCHOBHOIO
MeTa0oINTa, BOHUKHOBEHHE OIyXOJEW TOJBKO Yy OIHOTO BHJA W BBICOKHE COOTHOIICHUS
CUCTEMHOM IKCHO3UIMH, IPU KOTOPHIX OTMEUYAIHUCH 3TH OIYyXOJIH.

B 13-HegenbHOM HMCCNEOBaHMM TOKCUYHOCTH BWJIIATJIMIITUHA MPHU MPUMEHEHUH Yy SBaHCKHX
Makak B J103€ > 5 MI/KI/CYT PEerHCTpHpPOBAIUCH MOPAKEHUS KOXKHU C JIOKAIM3aLuel TOIbKO Ha
KOHEYHOCTSX (IepelHue U 3aJHKE JIalbl, XBOCT) U Ha ymax. [Ipu npuMeHeHuu n03bl 5 MI/Kr/cyT
(mpumepHo 3xBuBaneHTHO AUC y yenoBeka npu npumMeHeHnH 10361 100 Mr) oTMedanuch TOIbKO
Oynne3Hble nopaxeHus. HecMoTpst Ha MpoJOJKEHUE Tepanuu, OHU pa3pellninch U He ObUIn
CBS3aHbl C TUCTOIATOJIOTMYECKUMHU OTKIOHEHMsAMH. lllenyiieHne KoXku, OTCIauBaHUE KOXKH,
oOpa3zoBaHME KOPOK M paH Ha XBOCT€ C COOTBETCTBYIOUIMMH T'HMCTOINATOJOTHYECKUMU
W3MEHEHUSIMUA OTMEYAIIUCh TPU MPUMEHEHHH 7103 > 20 Mr/Kr/cyT (mpumepHo B 3 pa3a Beie AUC
y desoBeka rnpu npumeHenuu 10361 100 Mr). HekpoTrueckue nopakeHust XBOCTa OTMEYAIUCh IPU
npUMeHeHun 1103 > 80 Mr/Kr/cyT. B TedeHne BOCCTaHOBHUTENBHOIO MEPUOJA MOPAKEHUS KOXKH
ObLIM HEOOpaTUMBIMU y 00€3bsiH, MOJYYaBIIMX IIpernapar B TedeHue 4 Henenb B J03€
160 mr/kr/cyT.

Metdbopmun

B pamkax AOKIMHMYECKHX HCCIEIOBaHUNA MET(POPMHHA, KOTOpPBIE BKIOYAIOT OOIIECTIPUHATHIC
HCCIIeIOBaHMs 0€30MaCHOCTH, TOKCUYHOCTH NPU MHOTOKPATHOM BBEJIEHHH, F€HOTOKCUYHOCTH,

KaHICPOTCHHOCTHU U perOJIyKTHBHOﬁ TOKCHUYHOCTH, BpC€Ja AJId 3J0POBbA YCJIOBEKA HE BBISIBIICHO.
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6. ®APMAIEBTUYECKHUE CBOHCTBA
6.1. IlepeyeHb BCIOMoOraTeIbHbIX BellIeCTB

[Ipenapar Arapra Met TabJIETKH, MOKPBITHIE ILIEHOYHON 000104K0oU, 50 Mr + 500 Mr conepKUT

' apOKCUITPONIMITIIEIITION03a

Maruus creapat

Inenoynas obonouxa (Onaopaii 03F240060 po3oguvlil) codepaicum:
I'nnpomennoza 2910 (E464)

Tanbk (ES53b)

Turtana auokcun (E171)

Makporoin 4000 (E1521)

Kpacurens xene3a oxcup kpacHsiil (E172)

Kpacurens xenesa okcu xentsiii (E172)

Kpacurens xene3a okcuy uepHsbiii (E172)

[Ipenapar Arapra Mert TabJIETKH, ITIOKPBITHIE INIEHOYHON 0005104Kk0oi, 50 Mr + 850 Mr comepkut

I'MapoKCHITpONMIILIEIITIOI03a

Marnus cteapar

Inenounas obonouxa (Onadpaii 03F220075 sicenmsiii) cooepocum:
['unpomennoza 2910 (E464)

Tansk (E553b)

Turtana auokcun (E171)

Maxporon 4000 (E1521)

Kpacurens xene3a okcun xentoiil (E172)

[Ipenapar Arapra Met Ta0JI€TKH, HOKPBITHIE TUIEHOYHOM 000s1049K0ii, 50 Mr + 1000 Mr conepKuT

['npokcunponuIenIoao3a

Marnus creapar

IInenounas obonouxa (Onaopau 03F265012 xopuuneswiii) cooepocum.
I'unpomennoza 2910 (E464)

Tanbk (E5S53b)

Tutana quoxcun (E171)

Maxporon 4000 (E1521)

Kpacurens xene3a okcua xentoiil (E172)
Kpacutens xene3za okcup kpacHblil (E172)
Kpacurens xene3a okcup uepHsiii (E172)
6.2. HecoBMecTHMOCTDH

He npumenumo.
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6.3. Cpok roaHocTH (CpOK XpaHeHMusl)
TabueTkn, NOKPLITEIE IUIEHOYHOH 00010ukoi, 50 mMr + 500 mr nmpomssonctea AO «'EJEOH

PUXTEP — PYC»

2 roma
Ta0eTKH, TOKPBITEIE IIEHOYHOM 000104YKkoi, 50 Mr + 850 mr, 50 mr + 1000 Mr mpou3BoICTBA

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

1,5 rona

6.4. OcoObie Mepbl MPEIOCTOPOKHOCTH NMPU XPAHEHUH

XpaHuTb npu Temmeparype Hwke 25 °C B OpurHHaIbHON YITaKoBKe (OJIMCTEP B AYKe KAPTOHHOM )
JUTSL TOTO, YTOOBI 3aIIUTUTH OT CBETA.

6.5. XapakTep u coep:kaHie NEPBUYHON YIAKOBKHU

ITo 10 Tabnerok B Omuctep u3 [TA/An/TIBX u doasru anromuuueBoit. [lo 3 unu 6 Gmucrepon
BMECTE C TUCTKOM-BKJIA/IbIIIEM B TAUYKy KAPTOHHYIO.

6.6. Oco0ble Mepbl NPeIOCTOPOKHOCTH NPH YHUYTOKEHHH HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0  Mpemapara WM OTX0J0B, TOJYYEHHBIX TOCJe TPUMeHEeHUs
JIEKApPCTBEHHOI0 Mpenapara, u pyrue MaHuMyJIsiliHU ¢ NpenapaTom

Het ocobbix TpeboBanuii k yrunu3anuu. Bech ocTaBimiics 1eKapCTBEHHBIN MpemnapaT U OTXOAbI

CJICAYCT YHUYTOKHUTDH B YCTAHOBJICHHOM IIOPAOKE.

7. JAEPXKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA
Benrpus

OAO «I'eneon Puxrtep»

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

Tenedon: +36-1-431-4000

OnexTpoHHbI aapec: drugsafety@richter.hu

7.1. IlpencraBuTeJib AepaKaTesisi perHCTPAIMOHHOIO YA0CTOBEPEHUs!
[Iperen3un noTpeduTenel cieayer HanpaBisaTh MO aApPeECy:

Poccuiickas ®enepanus

[TpencraButensctBo OAO «I'eneon Puxrtep» (Benrpus) r. Mocksa
Anpec: 119049 r. MockBsa, 4-i1 JIoOpbIHUHCKHI TIEp., 10M 8

Tenedon: +7 495 987-15-55

OnektponHsIi anpec: drugsafety@g-richter.ru

Pecnybnuxa Benapyco

[IpencraButensctBo OAO «I'eneon Puxtep» B Pecriybnuke benapyce

Anpec: 220004 r. Munck, np. [Tobenureneit, nom 5, opuc 505
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Tenedon, daxc: +375-17-272-64-87

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

Onexrponnas noyra: drugsafety.by@gedeonrichter.eu

Koipevizckas Pecnybauka

[TpeacraButensctBO OAO «I'eneon Puxtep» B Kbipreizckoit Pecriybnuke
Anpec: 720005 r. bumkek, yi. Urembepauena, 1 "A",

OousHec meHTp «ABpopay, oduc 703

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

Dnexrponnas noura: drugsafety.ky@gedeonrichter.eu

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA
Poccutickas ®eneparust: JIT-Ne(002219)-(PI'-RU)

Pecriyonmuka benapycs: JITI-Ne002219-T'TI-BY

Keipresckas Pecniyonuka: JIIT-Ne002219-T'TI-KG

9. JIATA MEPBUYHOWM PETUCTPAIIAU (ITOATBEPKIEHUSA
PETACTPAIIAU, TEPEPETVCTPALIAN)

[laTa nepBoi perucTpanuu:
Poccutiickas ®enepanust: 20 anpenst 2023
Pecniybnuka benapycs: 24 utons 2024

Keipreizckas PecniyOnuka: 8 okra6ps 2024

10. JATA NIEPECMOTPA TEKCTA
Hos6pp 2025

OOmiast  xapakTepuCTHKa JIEKapCcTBEHHOro mpemapara Arapra Mer JocTynmHa Ha
UHPOPMALIMOHHOM TmopTaie EBpasuilckoro 5KOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

KOMMYHUKAIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org.
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