OBILIAA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOTI' O IIPEITAPATA

I'munBuio, 50 Mr, Ta0JIeTKH

2. KAYUECTBEHHBIN U KOJINYECTBEHHBIN COCTAB

JleticTByto111€€ BEIIECTBO: BHJIATJIUIITHH.

Kaxxnas Tabnerka copepxut 50 Mr BUIJAraIunTHHA.

BermectBa, HajMuue KOTOPBIX HAIO0 YYUTHIBATH B COCTAaBE JICKAPCTBEHHOTO Tpenapara: HaTpun
(cm. paznen 4.4.).

ITonHbI MEPCUCHb BCIIOMOI'aTCIIbHBIX BCHICCTB IIPCACTABJICH B pa3/ICiic 6.1.

3. JIEKAPCTBEHHAS ®OPMA

Ta0OeTku.

Kpyriibie, 1BOSKOBBITYKIIbIE TAOJIETKH OEIOT0 WM IOYTH OEJIoro IBETa, ¢ (packoii.

4. KNIMHUYECKHUE JAHHBIE

4.1. Iloka3zaHusl K IPUMEHEHHUIO

ITpenapat I'nmunBuiio nokas3aH K NPUMEHEHUIO y B3POCIBIX B BO3pacTe OT 18 Jer.

Caxapupiii guaber (CJ) 2-rotuma (B coueTraHuu cC AueTroTepanued U (U3HUYECKUMU
YOPaKHEHUSIMU )

B KayecTBE MOHOTEpanuM B ciiydae He3I(PPEKTUBHOCTU AMETOTEpAllUU U (PU3HUECKUX
yIOpa)KHEHUI y MAIMEHTOB C HaJIMYueM MIPOTUBONIOKAa3aHUI K
IPUMEHEHHUIO/HETIEPEHOCUMOCTH  MeT(GopMHUHA WM B ciaydae HedPPEKTUBHOCTH
MeT(HOpPMHUHA;

B KOMOMHAIMU ¢ MET(GPOPMHHOM B KaUeCTBE HA4YaJbHOM MEIMKaMEHTO3HOM Teparuu Mnpu
HE0CTaTOYHON 3P PEKTUBHOCTH AUETOTEPANUU U (PUZNUECKUX YIPAKHEHU,

B COCTaBE JIByXKOMIIOHEHTHOH KOMOWHHUpPOBaHHOH Tepamuu: ¢ METPOPMHHOM WU
TUA30JUINHINOHOM, WIH C HHCYJIMHOM B cilydae He3((EKTUBHOCTH IHUETOTEpanui,
($u3NYeCKUX yIpaXHEHUI 1 MOHOTEpANUU 3TUMH NIpernapaTaMu;

B COCTaBe€ JIByXKOMIIOHEHTHOH KOMOMHHpPOBAHHOM Tepamuu C TMPOU3BOJHBIMU
CyJb(OHIWIMOYEBHHBI Y MAI[IEHTOB C HEJOCTAaTOYHBIM KOHTPOJIEM TIJIMKEMHUHM Ha (hoHE
MaKCUMaJbHO TEPEHOCUMON JI03bl IPOU3BOAHOIO CyJIb(OHUIMOYEBUHBI WIH TIpU
HaJIMYUU TPOTUBOINOKA3aHUM K MPUMEHEHHIO/HEMEPEHOCUMOCTH MET(HOPMUHA;

B COCTaBe TPOMHOM KOMOMHUPOBAHHOM Tepamuu: B KOMOMHAIMU C MPOU3BOIAHBIMU
CyJIb(OHUIMOUYEBUHBl U MET(POPMUHOM, y MALUEHTOB, paHEee IOJIyYaBIIMX TEPaIHIo
MPOU3BOJHBIMU CYJb()OHWIMOYEBUHBI U METPOPMUHOM Ha (OHE AUeTOoTepanuu u
(bu3NYeCKUX yIpaXHEHUH, 1 He JOCTUTIMX aJeKBaTHOI'O KOHTPOJISI [NIMKEMUH;

B COCTaBE€ TPOHHONW KOMOWHUPOBAaHHOH Tepamuu: B KOMOMHALMU C WHCYJIMHOM H
METQOPMHUHOM, y MAIMEHTOB, PaHee MOJIy4aBIIMX HHCYJIMH B CTa0MJIBHOM J03€ U
MeTQOpMHUH Ha (OHE AMETOTEepanuu W (PU3MYECKHX YHPAKHEHUH M HE JOCTHUTIINX
aJIeKBaTHOTO KOHTPOJIS TTIMKEMUHU.



4.2. Pe:kuM 103MPOBAHUA U CTIOCO0 MPUMEHEHU S

PexxuM J103upoBaHus

Jo3y mnpenapara [numBuio ciexyer mnoadOMpaTh HWHIMBUAYaJbHO B 3aBHCHMOCTH  OT
3¢ (HEKTUBHOCTH M TEPSHOCUMOCTH.

Pexomennyemas nosa cocraisier S0 mr 1 wiam 2 paza B aeHb. MakcuMasnbHas CyTOYHas J103a
npenapara cocrasisieT 100 mr.

Pexomenyemas no3a mpenapara B MOHOTEpAMM WIKM B cOCTaBe KOMOMHUPOBAHHOM Tepanuu ¢
MET(GOPMUHOM, THA3OIUIMHIAOHOM WIJIM HHCYJIMHOM (B KOMOMHANUU ¢ MeT(HOpMUHOM MU Oe3
MeTdopmuna), cocrasiser 50 mr wiu 100 Mr B CyTKH.

Pexomenayemast no3a npenapara [MnBuio B coctaBe ABOMHOM KOMOMHUPOBAHHOW TEpanuu ¢
npenapaTamu cyiab(pOHUIMOUYEBUHBI cocTaBisieT 50 mr 1 pa3 B cyTku yTpoM. B aToil momynsauuu
nanueHToB P QexTHBHOCTh npenapara [nmunBmio B mo3ze 100 Mr B cyTkm Obula CXOJHOU C
TakoBOM B J103¢ 50 MI' B CyTKHU.

Pexomennyemas no3a npenapata ['munBuio B coctaBe TPOHHOM KOMOWHHUPOBAHHOHM Tepanuu
(BUJAArIMOTUH + MPOU3BOJAHBIE CylIb(QOHWIMOUEBUHBI + MeTdopmuH) cocraBisger 100 mr B
CYTKH.

Ecnu 1mienu riaMmKeMU4ecKoro KOHTPOJSl He JOCTUTHYTHI HAa ()OHE MPUMEHEHHS MaKCHUMAalbHOM
cyrouHoi 10361 100 Mr, ciemyer pacCMOTPETh BO3MOKHOCTD JIOOABJICHUS K TEPAITUH MPErapaToM
['MunBmIIO Ipyrux TUHNOTIMKEMUYECKUX MPernapaTroB, TaKMX KaK MeT()OPMHH, MPOU3BOIHBIC
Cyan)OHHJIMOquI/IHI)I, TUA30JIMAUHINOH WU UHCYJINH.

Oco0bIe T'pYIHIIBI NAIIMCHTOB

HauueHmbl C NOYEYHOU HeOOCMamo4HOCbIO

VY namueHTOB C HapymieHHueM (YHKIMH TOYEeK JIETKOW CTEeNeHH (CKOPOCTh KITyOOYKOBOM
dunsTparuu (CK®) > 60 mn/mun/1,73 m?) u cpenneit crenenu ¢ CK® 50-60 mn/mun/1,73 m? He
TpeOyeTcsi KOPPEKIUK PEeXMMa JJO3UPOBAHUS IpenapaTa. Y MalueHTOB ¢ HapylmeHHeM (yHKIHA
mouek cpemHeir crememm ¢ CK®  30-50 mn/mumn/1,73 M? u  TaKenmoll  CTeNeHH
(CK® < 30 m/mun/1,73 M?), BKIIOUas TepMHHAIBHYIO CTAAMIO XPOHUYECKOH OONE3HH MOYeK
(XBII) y manmeHToB, HAXOASIIUXCS HA TEMOIMANIN3€E WIIN MPOXO/AIIUX MPOLeypy T'eMOInan3a,
npemnapar cieayeT npuMeHsTh B go3e 50 Mr 1 pa3 B cyTKu.

ﬂuua NnoJHCUI020 8o3pacma

VY marueHToB MOXWIOTO BO3pacTa HE TPeOYeTCsl KOPPEKIIMU peXruMa JI03MPOBaHUsS Tpernapara
I'munsuio.

€T

HOCKOHLKy OIlbITa MPUMCHCHUA BUJIATJIMIITUHA Y ,Z[eTCI\/'I " MOAPOCTKOB MJIaAIIe 18 mer HCT, HC
PEKOMEHAYECTCA MPUMCEHATH OTOT IIpe€riapaTr y MaifuCHTOB )IaHHOfI KaTCropuu.

Cnooco0 rnpuMeHeHus

o3y 50 Mr B CyTKH cienyeT IpUuHAMATH | pa3 B IeHb yTpoM, 103y 100 MT B CyTKH ClIeyeT 1eInTh
Ha 2 npueMa — 1o 50 Mr yTpom u BedepoM. B ciydae mporycka mpuema Inpemnapara ciaemayer
IPUHATH MPOMYUIEHHYIO 103y Kak MOXHO ckopee. IIpu stom cnemyer u30erarb NpUHATHUS
YABOCHHOMU J103bI B OJIUH JCHb.

IIpenapar ['MuMnBuIO NPUHUMAKOT BHYTPh HE3aBUCHUMO OT IPHUEMA MHIIN.

4.3. lIlpoTuBONOKA3aHNUS



e [unepuyyBCTBUTENHHOCTh K BWINATIUNTUHY WM K JIOOOMY H3 BCIOMOTAaTEeIbHBIX
BELIECTB, [IEPEUNCIIEHHBIX B pa3zeie 6.1.

e Caxapublit quadet 1-To Trma.

e OcTpplii WIM XPOHUYECKHA METa0OMUYEeCKU amuao3 (BKIOYas AUa0eTHYECKUN
KEToall103 B COYETaHMHM C KOMOW uiu 0e3 TakoBoil). /lmabernueckuil KeToarumos3
JOJDKEH KOPPEKTHPOBAThCS HMHCYIHHOTepanued. Jlakroanmumo3 (B TOM 4YuCIe U B
aHaMHe3e).

e Hapymenuss ¢GyHKIUM TEYEHH, BKIIOYas MALMEHTOB C MOBBIIICHHONW aKTHUBHOCTHIO
«TEUYEHOYHBIX» bepMeHTOB (amanmHaAMUHOTpaHC(Epasbl (AJIT) W
acnaptaramuHoTpancdepassl (ACT)) B 3 u Oonee pa3 Bblllle BEpXHEH TpaHUIIBI HOPMBI,
(3xBT'H).

e Xpouuyeckas cepaednas HenoctarogHocTs (XCH) IV dynkmmonansHoro kiacca (OK) o
dynKImonaneHON Knaccudukanun Hplo-Mopkckoll  KapauoNOrHdecKoil  acColMaiym
(NYHA) (BBumy OTCYTCTBUSI JaHHBIX KIMHUYECKUX HCCICAOBAHUN O MPUMEHEHUH
BUJIIATJIMIITAHA y STOW TPYMIbI HAIIIEHTOB).

4.4. OcoOble ykazaHusl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH
B noknuHMuYecKUX HUCCIENOBaHMSX NpU NpPUMEHEHUMH B jao03ax, B 200 pa3 mnpeBblIAOIUX

PEKOMEHOBaHHBIE JIUIs YeNIOBEKa, perapaT He BbI3bIBAJT HApYIICHUH (EepTHILHOCTH.

[Ipy HEoOXOAMMOCTH MNPOBENCHUS MALMEHTY WHCYJIMHOTEpANMM BWJIAAMIUNTHH NPUMEHSIOT
TOJIBKO B KOMOMHaIMU ¢ uHCYauHOM. [Ipenapat I'nunsuiio nporusomnokasan naueratam ¢ C/1 1-
r'o TUIA WIN 7S JIeYeHUs 1abeTHUecKOro KeToau03a.

Ceprieunast HEJOCTATOYHOCTD

[Tockonbky pgaHHBIE O MpUMeHeHuM BuiaarauntuHa y mnanueHtoB ¢ XCH [ @K no
knaccupukauun NYHA orpanuueHsl M He NO3BOJIAIOT CJieNaTh OKOHYATENbHBIA BBIBO/,
PEKOMEHYETCS C OCTOPOKHOCTBIO IPUMEHATH BIIJAIVIMIITUH Y NTALIUEHTOB JAHHOW KaTErOpUHU.

He pexomenayercs npumenenue pwiarmunTiHa y nanueHToB ¢ XCH IV @K no knaccudukammm
NYHA, BBUYy OTCYTCTBUS JAHHBIX KIMHUYECKUX UCCIICOBAHUIA O MPUMEHEHUH BUIIAArIUIITHHA
y MalMEHTOB 3TOM TPYIIIIHI.

Hapyuienue d)VHKHI/II/I NOYCK

ITockonbKy OIBIT MPUMEHEHMs BWIJAINIMIITHHA y MAIMEHTOB ¢ TepMUHAIbHOU ctaauei XbBII,
HaxXOIALIUXCSA Ha TEMOAUAIIA3€E WU ITPOXOASILHUX IIPOLIEAYPY N'eMOAUAIN3a, OTPaHUY€EH, ITpenapar
PEKOMEHIyEeTCSl IPUMEHSATH C OCTOPOKHOCTBIO Y JAHHOM KaTeroOpyy MalleHTOB.

Hapymienus d)VHKHI/II/I OCYCHU

ITockonbky B penkux ciy4asx IpUd NPUMEHEHWM BWIJAIVIMITHHA OTMEYAJIOCh MOBBILIECHUE
aKTUBHOCTH aMuHOTpaHc(hepa3 (Kak mpaBwiio, 0e3 KIMHUYECKHX NpOsBIEHUil), nepen
IIPUMEHEHNEM BUJIJATIIMIITHHA, 4 TAK)KE PETYJISIPHO B XOJ1€ IEPBOT0 ro/1a IPUMEHEHUs ITpenapara
(1 pa3 B 3 mecs11a), pEKOMEH/IYETCs ONPEACIITh OMOXUMHYECKHE TTOKAa3aTeH (QYHKIMN MIEUCHH.
[Ipu BBIABIIEHUU MOBBILIEHUS AaKTUBHOCTH aMHMHOTpaHcdepa3 cienyeT MPOBECTH MOBTOPHOE
HCCIIEIOBAHNE C LIEJBIO IIOATBEPKACHUS PE3YNIbTATA, 4 3aTEM PErYJIIPHO IIPOBOJUTE OIIPEIEIICHUE
OMOXMMHYECKHX IOKa3zareiaed (yHKIUM TMeYeHH A0 HUX HopMaiu3auuu. Eciu mpesbliieHue
aktuBHOCTH ACT mmu AJIT B 3 unm Gornee pa3 Beimie BI'H moarBep:k/ieHO MOBTOPHBIM
HCCIIEIOBAHNEM, NIPENAapaT PEKOMEHAYETCS OTMEHHTb.

[Ipr pa3BUTHH SKEATYXW WIM JAPYTHMX HNPU3HAKOB HapylIeHUs (QYHKUIMU TEeYeHH Ha (oHe
IIPUMEHEHNs BUWIJATVIMIITHHA TEPANHIO MIPENAapaTOM CIIELyeT HEMEIUICHHO npekpatutsh. Ilocie
HOpMaJTU3aIiH MoKa3aTeae QyHKINY NeYeHH JIeUeHUE MPETapaToM BO3OOHOBIIATH HEb34.

I'unornmukeMust




M3BecTHO, 4YTO mpenapaThl  CyJb(OHMIMOYEBMHBI MOTYT IPOBOLUMPOBAaTh  pPa3BUTHE
runornukemMun. CyIiecTByeT pUCK pa3BUTHSI TMIIOINIMKEMHUU IIPU OJJTHOBPEMEHHOM ITPUMEHEHUN
BWIJIATJMITHHA C [penapatamMu  Cyiab(GoHMIMOYeBUHBL. Ilpn HeoOxomumocTu cieayer
paccMOTpeTb BO3MOKHOCTh CHIDKEHHS J103bl IPEnapaToB CyJIb(OHUIMOYEBUHBI C IIEINBIO
MUHUMU3HAPOBATh PUCK Pa3BUTHUS TUIIOTTIMKEMUU.

OcCTpBIii TAaHKPEATUT

[IpuMeHeHre BWILATIMITHHA CBS3aHO C PUCKOM Da3sBUTUS OCTPOro naHkpearura. Ciemyer
nporH(GOPMUPOBATH MAIMEHTAa O CHUMITOMAax, XapaKTepHBIX Uil OCTporo maHkpeaturta. [lpu
MONO3PEHUM HA OCTPbI MAaHKPEAaTUT BHIJANNIMITHH CcleayeT OoTMeHuTb. He cuepyer
BO300HOBIISTh TEPANMUIO BWJIJATJIMITHHOM, €CIM OCTPBHIA MaHKpeaTHT ObUI MOATBEpXkKIEH. Y
MAalMEHTOB C OCTPBIM IIAHKPEATUTOM B aHAMHE3€ IPUMEHATh BUIAATTIUITUH CICAYET C
OCTOPOKHOCTBIO.

BcnomorarensHbIe BEIECTBA

JlauHblil penapat coaepkut MeHee 1 Mmonb Hatpus (23 mr) Ha 1 TabJeTKy, TO €CTh, IO CYTH,
«HE COJIEPKUT HATPHID».

4.5. B3anMojeilicTBMe C JAPYrHMH JIEKAPCTBEHHBIMHM IpenapaTramMu W JApyrue BH/bI
B3aNMOJAeHCTBUSA

BI/IJI[IaFJII/IHTI/IH 06J1az[aeT HHU3KHUM IMOTCHIHAJIIOM JICKAPCTBCHHOI'O B3aI/IMOIleI\/JICTBI/I$I.

[TockonpKy BUIIIATIIMITHH HE sBIsETCs cydcTpatoM u3zodepmentoB nuroxpoma P450 (CYP), a
TaK)K€ HE MHTMOMPYET U HE HMHAYLUPYET 3TH (PepMEHTHI, B3aUMOACUCTBUE BWJIJATJIMIITUHA C
JICKapCTBEHHBIMU TIperapaTaMu, KOTOpbIE SIBISIIOTCS CyOCTpaTaMu, WHTHMOMTOpaMU WU
unaykropamu P450 (CYP), manosepositHO. [Ipy 0lHOBpeMEHHOM NPUMEHEHUU BUJAATIMIITUH

TaKXe He BIIUAET Ha CKOPOCTh MeTa0o IM3Ma IpenapaToB, ABISIOMIKUXCS cyOcTpaTaMu (hepMEHTOB:
CYP1A2, CYP2CS, CYP2C9, CYP2C19, CYP2D6, CYP2EIL, CYP3A4/5.

KnuHuyeckn 3HaYMMOro B3aWMOJCHCTBHS BWIJIATJMITHHA C IpernapatamMH, Haubosiee 4acTo
ucnonbp3yeMbiMu Tipu JedeHnn CJ 2-ro Tuma (rmubeHKIaMu, MHOTINTa30H, MET(HOPMIH) WIIH
o0ajaoIUMH  y3KUM TEpaneBTHUECKUM JHAara3oHOM (aMJIOJUINH, JUTOKCHH, pPaMUIPHII,
CHMBACTaTHH, BaJICapTaH, BaphaprH) HE YCTAaHOBJICHO.

Tuaszuapl, IIIOKOKOPTUKOCTEPOMJBI,  Ipernaparbl TOPMOHOB  IMUTOBUIHOM  JKEJE3bl,
CUMIATOMUMETUKM MOTYT CHI)KaTh THIOIVIMKEMMUYECKOE JAEWCTBHE BWJAAIIMITHHA, KaK M
JpYyTUX MepopaibHBIX IPOTUBOANAOETUYECKHX MPEMapaToB.

Yacrora pa3BUTHS aHTHOHEBPOTHYECKOTO OTEKa ObljIa BHIIIE MPU OJHOBPEMEHHOM MPUMEHEHUHN
BUJIATJIMIITHHA C MHTUOMTOpPAMH aHTHOTECH3MHIIPEBpAIAONIero (epMeHTa, IpU STOM Oblia
CXOJTHOM C TAaKOBOW B KOHTPOJBHOMH rpyrie. B 60JbIHHCTBE ClIydyaeB aHTHOHEBPOTUUECKHI OTEK
OBLT cpelHel CTETEeHH TSKECTU U pa3pelraics CaMOCTOSITENIFHO B XOJI€ MPOJIOJDKEHUS Tepanuu
BWJIJIArJTUTITUHOM.

4.6. ®epTHIBHOCTb, 0€PEMEHHOCTD W JIAKTALMS

bepemeHHOCTD

JlocTaTOYHBIX JaHHBIX MO MPUMEHEHHWIO BUJIIATIIMIITHHA y OEPEeMEHHBIX HET, B CBS3H C YeM
npenapar [ JUnBWIO HE CleAyeT MPUMEHITh TpPH OEpPeMEHHOCTH. B  MOKIMHWYECKHUX
WCCJICIOBAHMIX OblJa BBISBIEHA PEMPOTYKTUBHAS TOKCHYHOCTH MPU MPUMEHEHHUU B BBICOKHX
J103aX, MOTEHIMATbHBIN PUCK JIJIS1 YETOBEKA HEU3BECTEH.

JlakTanus

[Ipenapar ['nunBuiIo NPOTHBONOKAa3aH B NEPUOJA TPYAHOrO BCKAPMIIMBAHUS, MOCKOJIBKY
HEU3BECTHO, MPOHUKAET JIU BUJAATIUIITHH B IPYJHOE MOJIOKO Y YeJIOBEKa.
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4.7. BausiHue HAa CMOCOOHOCTH YNPABJATHL TPAHCIOPTHBIMH CPeACTBAMH M PadoTaTh €
MeXaHNu3MaMu

HccnenoBaHust BIUSHUS BUIIATIUIITAH HA CIIOCOOHOCTbD YITPABIISITh TPAHCTIOPTHBIMU CPEIICTBAMHU
Wi paboTaTh C MEXaHM3MaMH HE MPOBOMMWINCH. [Ipu pa3BUTHUU TOJOBOKpY)XEHHUS Ha (oHE
NpUMEHEHHs Tperiapara MalueHTaM He CIEAyeT YIPaBIsATh TPAHCHOPTHBIMH CPEICTBAMHU U
paboTarh ¢ MEXaHU3MaMHU.

4.8. HexkenaTesibHbIE peakunu

Pesrome npoduiist 6e3onacHoctu

[Tpu npuMeHeHUN BUIIIaTTUNITHHA B MOHOTEPAIIMU WIK B KOMOWHAIIMYU C APYTUMU IpernapaTamMmu
OOJIBIIMHCTBO HEXENATEeIbHBIX PEaKIMid ObUIN ClIa00 BHIPAKEHBI, UMEJIM BPEMEHHBIN XapakTep U
He TpeOoBaiM OTMEHBbI Tepanuu. Koppenmsuuum Mexay 4YacTOTOH HeXenaTeldbHBIX peakiuil u
BO3pacToM, MOJOM, dTHHUYECKON MPUHAIJIEKHOCTBIO, MPOJOKUTEIbHOCTBIO IPUMEHEHUS WU
PEKUMOM J1I03UPOBAHUSI HE BBISBIICHO.

YacroTa pa3BUTHS aHTHOHEBPOTHYECKOTO OTeKa Ha (POHE Teparuy BUIAATIMIITUHOM COCTaBJIsUIA
>1/10 000, <1/1 000 (rpamamms «peako»), OblIa CXOMHOW C TAKOBOW B KOHTPOJILHOW TPYIIIIE.
Haubonee wacrto ciydam aHTHOHEBPOTHYECKOIO OTEKa OTMEYAIUCh MPU MPUMCHCHHUU
BWIJATJIMIITUHA B KOMOMWHAIMM C HWHTHOMTOpPaAMHU aHTHOTEH3MHIIPEBpamaromero ¢epMeHTa
(AII®). B GonpmmHCTBE CllyyaeB aHTHOHEBPOTUYECKUN OTEK OBLI CpEeTHEH CTENEHH TSHKECTH U
paspeniajics caMOCTOSATEIBLHO B XOJI€ MPOJOJKEHHUS TEPATUU BUJIATTUITHHOM.

Ha ¢one Tepanuu BUIAATTUITHHOM PEIKO OTMEYAIHCH HAPYIIEHUS (PYHKIUHU TIEYSHH (BKITFOYast
renaruT) 6eCCUMITOMHOTO TeYeHUs. B O0JbIIMHCTBE CllyyaeB JJaHHbIE HAPYLIEHUS U OTKIOHEHHS
noKasaTesnel GyHKINY Ie4eHH OT HOPMBI Pa3pellIich CAMOCTOATENILHO 0€3 OCIIONKHEHHH 1ocie
IIPEKpALEHUs Tepanuu npenapatoM. [Ipu npumenennn suiigarnunTiaa B 1o3e 50 mr 1 win 2 pasza
B CYTKH YacTOTa YBEIUUCHHS aKTUBHOCTH «I1e4eHOUHBIX» (pepmenToB (AJIT mmu ACT > 3xBI'H)
cocraisna 0,2 % wmm 0,3 % cooTBeTcTBEHHO (110 cpaBHEHHUIO € 0,2 % B KOHTPOJIBHOH IpyIIIE).
VBenuueHne akTUBHOCTH «II€YEHOYHBIX» (EPMEHTOB B OOJBIIMHCTBE CIydyaeB ObLIO
0EeCCUMITOMHBIM, HE POTPECCUPOBAIIO U HE COMPOBOXKIAIOCH X0JIECTa30M MM KENTYXOH.

Pesrome HexenaTenbHbIX PeaKIui

HexxenaTtenbHble peaklUyd CrPyNIHPOBAaHBl B COOTBETCTBUHU C KiaccuUKaIMed CHCTEMHO-
oprannbix kiaccoB (COK). B npenenax kaxmoi rpynibl HexKelaTeIbHbIE PEAKIINH MePEeUNCICHBI
B TOPSAKE YMEHBIIEHUS YacTOThl BCTpEYaeMOCTH. B mpenenax KaKqoWl rpynmbl 4YacTOTHI
BCTPEYAEMOCTH HEXKENIaTeNbHBIX PEAKIUN yKa3aHbl B TOPSAKE YMEHBIIEHUS TSHKECTH.
HexenarenbHble peakliMy CrpyIIIUPOBaHbl B COOTBETCTBUH C MOPSAKOM Ha OCHOBAaHUU CUCTEMHO-
opransbix kiaccoB (COK).

YacToTy BCTpEYaeMOCTH OIPEACISUTH CIEAYIOIINM 00pa3oM:
oueHb yacto (> 1/10);

gacto (> 1/100, vo < 1/10);

HeuacTo (> 1/1 000, o < 1/100);

pexnko (> 1/10 000, o < 1/1 000);

oueHb penko (< 1/10 000);

4acTOTa HEU3BECTHA (HA OCHOBAHNHU MMEIOLIUXCS IaHHBIX OLICHUTh HEBO3MOKHO).
Ilpu npumenenuu 6unoaziunmuna 6 MOHOmMmepanuu

[Ipyn npumenennn BunaraunTUHa B 103€ 100 Mr B CyTKM 4acTOTa OTMEHBI T€PAIUM B CBSI3H C
pa3BuTHeM HexenarenbHbIX peakiuii (0,3%) Obuta He BhIlle TakoBO# B rpymme miaine6o (0,6%)
i nipenapata cpaBHeHus (0,5%).



Ha ¢one MonoTepanmuu BmigarmntuHOM B go3¢e 100 Mr B CYTKHM dYacToTa pa3BUTHS
TUTIOTJIMKEMUH 0e3 YBEIMYEHUS CTEIMEeHH TSKEeCTH cocTtosiHus cocrapistia  0,4%, 49to
COIOCTaBUMO C IIpenapaToM cpaBHeHus U 1uianedo (0,2%).

Macca Tena He U3MEHSJIACh IO CPABHEHUIO C UCXOJHOW B KIMHUYECKUX MCCIIEIOBAHUSIX, KOT/Ia
BuigaraunTuH 100 Mr B CyTKH IPUMEHSUTH B KauecTBe MoHoTepanuu (-0,3 kr u -1,3 kr B rpynmnax
BUJIJIATJIMIITAHA U TUIAIe00 COOTBETCTBEHHO).

Hngpexyuu u unsazuu.
OUYCHb PEIKO — MH(EKIIMHA BEPXHUX JIBIXaTeIbHBIX ITyTeH, Ha30(hapHHTHUT.

Hapywenus memabonuzma u numanusi:
HEYAaCTO — TUIOTJIMKEMUS.

Hapywenus co cmoponul HepeHoll cucmemvil:
4acTo — FOJIOBOKPYKEHHUE;
HEYacTO — TOJIOBHAs 0OJIb.

Hapywenus co cmoponwl cocyoos:
HEYacTo — nepudepuieckre OTeKu.

Hapywenus co cmoponbl dHceny00uHo-Kuuieuno2o mpaxkma:
HEYacTo — 3arop.

Hapywenus co cmoponwl mbiuieunotl, KOCMHOU U COeOUHUMENbHOU MKAHU
HEYacTo — apTpajrus.

,Z[OJIFOCpO‘-IHI)IG KIIMHUYCCKHUEC UCCIICAOBAaHUA ITPOAOJIKUTCIBHOCTBIO 10 2 JIeT He BBIIBHIN KaKUX-
§19%(e]0) JOINIOJIHUTCIIBbHBIX OTKJIOHCHHI HpO(l)I/IJ'ISI 0€30MacHOCTH WIIN HCIIPCABUACHHLIX PUCKOB IIPpH
MPUMCHCHUHW BUJIAAT TTUIITUHA B MOHOTCpAIINU.

Ilpu npumenenuu eunoaznunmuna ¢ 0oze 100 me ¢ cymku ¢ komounayuu ¢ memgpopmunom

[Tpu nmpumeHenun BuigaraunTuHa B no3e 100 mr/cyt B koMOuMHAmuu ¢ MEeTGOPMHHOM WIIU
wianebo B COYETaHMH € MET(HOPMUHOM CIyyaeB OTMEHBI TEepallu B CBSI3U C pPa3BUTHEM
He)KeJlaTeJIbHbIX PEAKINil HE 0TMEYaIoCh.

[lpu npuMeHeHHH BWIAArTUOTHHA B g03¢ 100 Mr B CyTKH B KOMOWHAIMM C METHOPMUHOM
THITOTJIMKEMHEsI OTMedaiach B 1 % ciyuaes (B rpymie miane6o + metdopmun — Hevacto (0,4 %)).
B rpymnme mpuMeHeHHs BUIIATIANTHHA HE HAOMI0MaI0Ch Pa3BUTHS TMITOTIIMKEMHH TSHKETOMH
CTETICHH.

Macca Tena He U3MEHANACh 0 CPAaBHEHUIO C MCXOJHOW B KIIMHUYECKUX UCCIENOBAHUAX IPHU
npUMeHeHUH KoMOuHanuu Bungarnuntuaa 100 mr B cytku u metrpopmuna (+0,2 xr u -1,0 xr B
rpymnax BUJAArIMITHHA U 111a11€00 COOTBETCTBEHHO).

Hapywenus memabonuzma u numanusi:
4acTO — TUIOTJIMKEMUS.

Hapywenus co cmoponul HepéHoti cucmemvil:
9acTO — TPEMOP, TOJIOBHAs OOJIb, TOJIOBOKPYKEHHE;
HEYACTO — TOBBINIEHHAS YTOMIISIEMOCTb.

HapymeHuﬂ CO CNMOPOHbL DfCEJZyOOIlHO'KuWQQHOZO mpaxkma.
q9aCTO — TOIIHOTA.

I[OJ'IF OCPOYHBIC KIIMHUYCCKUC NCCIICAO0BAHUS IPOJOKUTCIbHOCTBIO 10 2 JeT He BBISIBUIN KaKUX-
mmbo JOINIOJTHUTCIIbHBIX OTKJIOHCHHI HpO(l)I/IJ'ISI 0€30IacHOCTH HIIH HETIPCABUACHHBIX PUCKOB IIpU
IMPUMCHCHWH BUJIAArJIMIITUHA B KOM6I/IHaLII/II/I C MeT(i)OpMI/IHOM.



N3yueHne npuMeHeHUs] KOMOWHAIMY BIIAATIMIITHHA U MeT(GOpPMUHA B Ka4eCTBE CTAPTOBOI Tepaniu
Opyd  caxapHOM Juabere 2-TO TUMA HE BBUIBHIO OTKIOHCHHH mpoduist Oe30MacHOCTH WK
HETIPEe/IBUICHHBIX PUCKOB.

Ilpu npumenenuu eunoaziunmuna ¢ 003e 50 m2 6 cymku 6 KOMOUHAYUU C NPOU3BOOHBIMU
CYNbhOHUNTMOYECGUHDBL

[Ipn npuMeHeHnN BHIIATIMITHHA B 03¢ 50 MI/CyT B KOMOMHALMK C TIMMEIHUPHIOM YacTOTa
OTMEHBl TEpaluu B CBA3M C Pa3BUTHEM HEXKeNAaTEIbHBIX peakuuil coctaBmsuia 0,6 % (1o
cpaBHeHHto ¢ 0 % B rpymnmne rmuMenupua + mianeoo).

YactoTa pa3BUTHS THINONIMKEMHH Y MMAIMEHTOB, MOJYYaBIINX BIJIJATTUNTHH B 103¢ 50 Mr/cyt
BMECTE C IiIuMenupuioM, cocraBuia 1,2 % (mo cpaBuenuto ¢ 0,6 % B rpynme mianebo +
rmMenupua). B rpymnmne npuMeHeHus BIIIIArTUNTHHA He HAOF01aI0Ch PA3BUTHS THITOTIIUKEMUN
TSAYKEJION CTETICHH.

Macca Tena He U3MEHSIACh IO CPABHEHUIO C UCXOJHOW B KIMHUYECKUX MCCIIEIOBAHUSIX, KOT/Ia
BUJIIAMJIMITUH B 103¢ 50 Mr ofuH pa3 B cyTku ao6aBisnu K raumenupunay (-0,1 kr u -0,4 xr B
rpynnax BUJIAAMIMIITHHA U IJ1a1e00 COOTBETCTBEHHO).

Hngpexyuu u unsazuu.
OYCHb PENIKO — Ha30(papUHTUT.

HapymeHuﬂ Memabonusma u NUMaHus.
qaCTO — I'HIIOITIMKEMU.

Hapywenus co cmoponvl HepeHoll cucmemvi:
4acTo — TPEMOP, FOJIOBOKPYKEHUE, TOJIOBHAs 00JIb, aCTCHUSI.

Hapywenus co cmopoHbl #ceny00uHo-KUueuHo2o mpaKkma:.
HEYacTo — 3arop.

Ilpu npumenenuu eundaznunmuna 6 0o0ze 100mez ¢ cymku 6 Kombunayuu c
MuazonuOuHOUOHOM

[Tpu npumeHenuu BuwigarauntuHa B jgo3e 100 mr/cyt + TuazonuAMHIMOH M Mmianebo +
THUA30JIMJIMHANOH CIIy4aeB OTMEHBI TEPaliy B CBSI3U C Pa3BUTHEM HEXKEIATENIbHBIX PEaKIUil He
OTMEYaJIOCh.

[Tpu npuMeHenuu BuiarunTuHa B 1o3e 100 Mr B CyTKH + MHOMIMTAa30H OTMEYAJIOCh Pa3BUTHE
runornukemud B 0,6 % ciiydaes, a y allMeHTOB, MOJIYYaBIINX T1a1e00 + nuornutazod, — B 1,9 %
ciaydyaeB. B rpynme mpuMeHEeHHs BWIIATIMNTHHA HE HAOJIOAANIOCh Pa3BUTHS TUIOTIMKEMUN
TSKENOM CTEIICHH.

B wuccnenoBaHnM NpUMEHEHWS BWIJATJIMIITHHA B KA4eCTBE JOINOJHUTENIBHOW Tepaluu K
MHUOTJIMTa30Hy a0COJIIOTHOE YBEJIMUEHHE Macchl Tella B rpymne mianedo u npenapata ['ansyc 100
MT B CYTKHM COCTaBWIO 1,4 1 2,7 KT COOTBETCTBEHHO.

[Tpu noGaBnenun BuiaparaunThHa B 03¢ 100 Mr B CyTKM K NMHMOTJIHMTa30HY B J03€¢ 45 Mr/cyT
4yacToTa pa3BUTHS Nepudepruueckux oTekoB cocTaisuia 7 % (mo cpaBHeHHIO ¢ 2,5 % Ha ¢oHe
MOHOTEpAINUU MHOTITUTa30HOM).

Hapymeuu}z Memabonu3mMa U NUMAHUA
9aCTO — YBCIIMUCHUC MACCHI TCJIA,
HEYaCTO — TMITIOTJTIMKEMUSI.

Hapywenus co cmopoHul HepeHoll cucmemvi.:
HEYaCcTO — TOJIOBHAsI 0OJTb, ACTEHUSI.

Hapywenus co cmoponwl cocyoos:
4acTo — nepudepruuecKue OTeKH.



Ilpu npumenenuu sunoazrunmuna 6 0o3e 50 me 2 paza 6 cymku 6 KOMOUHAUUU C UHCYTTUHOM
(c memghopmunom unu 6e3 nezo)

[Ipy npuMeHeHuH npernapara B KOMOWHALUH C HHCYJIMHOM (B KOMOMHAIIMU ¢ MET(HOPMUHOM WU
0e3 MerdopMuHA) YacTOTa OTMEHBI TEPAllMU BCJICICTBUE PA3BUTHS HEKEIATEIbHBIX PEaKIU
obuta paBHa 0,3 %, B Tpymne Tepanuy BHIJATIUITHHOM, B TPYIIE IUIANE00 CIyd4acB OTMEHEI
TEpanuu He ObLIO.

[Tpu npuMeHeHnH npenapaTa B KOMOWHAIIMY C HHCYJIMHOM (B KOMOWHAIMH ¢ MET(HOPMUHOM HITH
0e3 MeThopMHHA) HE OTMEYAIIOCH YBEIIMYCHHS PUCKA PAa3BUTHS THIIOTJIMKEMHUH 110 CPABHEHUIO C
KoMOHHanuew mianedo + uncynut (14 % B rpynne Buigarnuntiuia u 16,4 % B rpymnne miane6o).
Y 2 manweHToB B TpYINE BIWIJATTUNTHHA W Y 6 MAMEHTOB B TPYyIIE IJanedo pa3BHIIACh
THITOTIIMKEMHS TSKETION CTETICHH.

Ha MoMeHT 3aBepIiiieHus UCCIeI0OBaHUS MPenapaT He OKa3bIBAIl BIMSHHS HA CPEIHIOKD MAcCy Tela
(Macca Tena yBenuumiach Ha +0,6 KT 0 CPaBHEHHUIO ¢ HCXOJHOM B IPYIINE BUIIATIUIITAHA, a B
rpyIe mianedo ocrasach HEM3MEHHOM )

HapymeHuﬂ Memabonusma u NUMaHus.
qaCTO — I'HIIOITIMKEMU.

HapymeHuﬂ CO CNMOPOHbI Hep@HOl:i cucmemsl.
4acTO — roJ0BHas 001k, 03HOO.

HapymeHuﬂ CO CNMOPOHbI afceﬂydquO-Kumelmoeo mpaKma:
4acTo — TOIIHOTA, TacTPo330(dareabHbIN pedIroKe;
HEYacTo — JAUapesi, METCOPU3M.

Ilpu npumenenuu sunoaziunmuna é 003e 50 mz 2 paza 6 0env 6 KOMOUHAYUU C npenapamamu
CYNbPHOHUIMOUEEUHBL U MEMPOPMUHOM

CnyyaeB OTMEHBI IIpenapara, CBSI3aHHBIX C HEXKeNaTelIbHbIMU pEaKUUIMHU B TpyIIe
KOMOMHHUPOBAHHOM Tepanuu BUIAATIUITHHOM, METOPMHUHOM U TTTUMENUPHIOM, OTMEUYEHO He
0b110. B rpynmne koMmOMHUpPOBaHHOM Tepanuu mianedo, MeTGOPMUHOM U ITUMENUPHUIOM YacTOTa
OTMEHBI IIpenapaTa, CBI3aHHON ¢ HeXelaTeIbHbIMU peakiusamMu, coctasuia 0,6 %.

['unornukeMus oTMevanach yacto B o0eux rpynmnax (5,1 % B rpynne koMOMHUPOBAHHOM Tepanuu
BIWIJIATJIMIITUHOM, METGOPMHUHOM M TiaumenupuaoM u 1,9 % B rpynne KOMOMHMPOBAHHOW
Tepanuu 1anedo, METGOPMUHOM U MIMMENUPUAOM). B rpynne BungarnunTuHa oTME4YeH OJIMH
AMU30/1 TUIOTJINKEMUH TSKEJION CTENEHHU.

Ha MoMeHT 3aBepIeHus NCClieIOBaHMs 3HAYMMOTO BIIMSIHUSI HA MacCy Teja BBISABICHO HE OBLIO
(+0,6 xr B rpynmne BuigarauntuHa u -0,1 Kr B rpynmne riane6o).

Hapywenus memabonuzma u numanusi:
4acTO — TUIOTJIMKEMUS.

Hapywenus co cmoponul HepéHoti cucmemvil:
4acTO — FOJIOBOKPYKEHUE, TPEMOP.

Hapymeuu}z CO CMOPOHBL KOIHCU U NOOKONCHBIX MKAHE:
49acCTO — IMIICpruapos.

Obwue HapywieHus U HapyUWeHUs 8 Mecme 66€0eHUsL:
4acToO — aCTeHUSI.

Hocmpezucmpauuouu ble UCc1e006anus

B xone mpoBeneHUs MOCTPErHCTPALMOHHBIX HCCIENOBAaHMNA OBLIM IOJyYeHBI COOOLICHHUS O
Pa3BUTHUM HUKENEPEUHUCICHHBIX HEXENATEeIbHbIX PEaKIUi, 4YacTOTy KOTOPBIX JOCTOBEPHO
OTIPENIeIUTh HE MPECTABISACTCS BOZMOXKHBIM (T. K. OHH TOJIYYEHBI B J0OPOBOJILHOM MOPSIKE OT



MOMYJISILIUY HEONPEEICHHOTO pa3Mepa, B CBA3H C YEM MX YacTOTa pa3BUTUA Kiaccu(UIIMPOBaHA
KaK «4acTOTa HEM3BECTHAY).

HapyweHuﬂ CO CMOpPOHbL ofceﬂy()oqno-Kuweqﬂoeo mpaxkma: 4aCToTa HEU3BECTHA — IIAHKPEATHUT.

Hapywenus co cmoponvl neuenu u scenyesvi8o0auux nymeu.

4yacTOTa HEW3BECTHa — TemaTuT (pa3pelIuBIIMICS CaMOCTOSITENIBHO TMOCIE OTMEHBI
JICKapCTBEHHOTO  Iperapara), HapylmieHHEe  aKTUBHOCTH  «IEYEHOYHBIX»  (DEepMEHTOB
(pa3pemuBILIeecs: CAaMOCTOSITENILHO MOCIE OTMEHBI JIEKAPCTBEHHOTO Mperapara) B Ijia3Me KpoBH,
XOJICIIUCTHT.

Hapywenus co cmopoHbl Kodtcu 1 n0OOKONCHBIX MKAHEIL:
4acTOTa HEM3BECTHA — KPAMBHUIIA, SKC(HOIMATUBHOE U OYJIIIC3HOE TOPAKECHUS KOXKH, BKITIOUYAs
OyJsuie3HbIN IeM(pUTON, KOKHBIA BaCKYJIHT.

Hapywenus co cmoponsl mvluieyHoul, KOCMHOU U COeOUHUMENbHOU MKAHU'
4acTOTa HEU3BECTHA — MUAIITHSL.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKITNAX

BaxHo coo0mare 0 M0J03pEBAEMBIX HEXKENIATeAbHbIX pPEAKLUUAX I0CIE pPEerucTpanuu
JICKApCTBEHHOTO Tperapara ¢ Helbl0 00eCTIeYeHrs] HEIPEPhIBHOTO MOHUTOPHHTA COOTHOIICHHS
«T0JIb3a — PHUCK» JIEKapCTBEHHOI'O Ipenapara. MenuIuHCKUM paOOTHUKAM pPEKOMEH]yeTcs
coo0ImaTh O JIIOOBIX IMOJO3PEBAEMBIX HEXKEIATENBHBIX PEaKIHAX JIEKapCTBEHHOIO IpernapaTa
yepe3 HALMOHAJIbHBIE CUCTEMbI COOOILEHUS O HEXKEJIaTeNIbHBIX peakUsIX IoCydapCcTB — YICHOB
EBpazuiickoro 3K0HOMUYECKOTr0 COI03a.

Poccuiickas ®@enepanus

OdenepasibHas Ciryx)0a 1Mo Ha3OPY B chepe 3ApaBOOXpaHCHUS

109012, r. MockBa, CrnaBstHCKast TUIOIIasb, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

Anpec 31eKTpoHHOM mouThl: pharm@roszdravnadzor.gov.ru wiu npr@roszdravnadzor.gov.ru
Caiit B MH(POPMAIIMOHHO-TEIEKOMMYHHUKAIIHOHHOM ceTu «nTepreT:
https://roszdravnadzor.gov.ru

Pecniy6nuka benapych

VII «LleHTp dKCnepTU3 U UCIIBITAHUI B 3PaBOOXPAHCHUN

220037, r. Munck, ToBapurieckuii niep., 1. 2a

Tenedon: +375 (17) 242 00 29

®daxkc: +375 (17) 242 00 29

Anpec 31eKTpoHHOM mouThl: repl@rceth.by

Caiit B nH)OpPMAIIMOHHO-TEIIEKOMMYHUKAIIMOHHOM ceTn « HTepHeT»: https://www.rceth.by

Pecny6ninka Kazaxcran

PI'TI na IIXB «HaunoHanpHBIA LEHTP 3KCHOEPTHU3bI JIEKAPCTBEHHBIX CPEACTB U MEAUIMHCKHUX
u3nenuity Komurera MeaMuumHCKOro u  ¢apMaleBTUYECKOro KOHTpoJis MuHHCTepcTBa
3npaBooxpanenus Pecnyonuku Kazaxcran

010000, r. Acrana, paiion baiikonslp, yi. A. manosa, a. 13, BLI «Hypcayzer 2»

Tenedon: +7 7172 235 135

Anpec anekTpoHHOM nouTsl: farm@dari.kz

Caiit B nH(pOpMAIIMOHHO-TEJICKOMMYHUKAMOHHOM ceTr «HTepHeT: hitps://www.ndda.kz

Pecnybnmka Apmenus

I'HKO «LleHTp 3KCIIepTU3bI JIEKAPCTB U MEAUIIMHCKUX TEXHOJIOTHUM»

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

Tenedon (+374 10) 20 05 05, (+374 96) 22 05 05

Anpec 31eKTpOoHHOM mouThl: vigilance@pharm.am

Caiit B nH(pOpMAIIMOHHO-TEJICKOMMYHHUKAIIMOHHOM ceT «HTepHEe™: https://pharm.am
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Ksiprezckas Pecry6nmka

JlemapTaMeHT JIEKapCTBEHHBIX CPEACTB U MEAUIIMHCKUX W3IEITHIA

720044, Yyiickas obnacts, T. bumkek, yiu. 3-s1 Jluaus, 1. 25

Tenedon: +996 (312) 21 92 86

Anpec anekTpoHHOM ouThl: pharm(@dlsmi.kg

Caiit B nH()OpMaLIMOHHO-TEIEKOMMYHUKAIIMOHHOM cetn « HTepreT»: https://www.dlsmi.kg

4.9. [lepeno3upoBka
CuMITOMBI
Bungarnuntul Xopolio nepeHocuTcs Mpu NpuMeHeHuu B 103e 10 200 Mr B CyTKH.

[Tpu npumenenun npenapata B 103¢ 400 Mr B CyTKH MOXKET HaOII0AaThCh 0OJIb B MBIIILAX, PEAKO
— JIeTKWE W TPaH3UTOPHBIE NAPECTEe3UM, JUXOpaaKa, OTEKHM M TPAaH3UTOPHOE IOBBIIICHUE
akTuBHOCTH Junassl (Beiie BI'H B 2 pa3a). [Ipu yBenuuenuu 10361 10 600 Mr B CyTKH BO3MOKHO
pa3sBUTHE OTEKOB KOHEYHOCTEH, COMPOBOMKAAIOLIMXCS NAPECTE3USIMU U OBBIIIEHUEM aKTUBHOCTH
kpeatuHpochokunazsl (KDOK), ACT, C-peaktuBHOro Oemka u MuorioduHa. Bce cuMmTOMBI
HEepeo3UPOBKM U JabOpaTOpHble OTKJIOHEHHs OOpaTHMBbl IOCle TNPEeKpalleHHus Mpuema
npemnapara.

Jleuenue

BriBenenue npenapara mocpeicTBOM AUaIN3a MaJIOBEpOsTHO. OJHAKO OCHOBHOW THIPOJIU3HBIN
meTtabomut Bunparnuntuia (LAY 151) MmoxeT ObITh yAalieH U3 OpraHu3Ma ImyTeM reMoInann3a.

5. ®APMAKOJIOTHYECKHE CBOMCTBA
5.1. ®apMakoIMHAMHYeCKHe CBOMCTBA

dapmakoTepaneBTHUecKass  Ipynma:  CpeAcTBa s JIEUYEHHMs] — caxapHOro  auadera;

THUIIOTTIMKCMHUYCCKUE CPCEACTBA, KPOME HWHCYJIHNHOB, I/IHFI/I6I/ITOpLI I[I/IHCHTI/II[I/IJ'IHCHTI/II[QSBI"‘-
(JIIII1-4).

Kon ATX: A10BHO02.

MexaHu3M OeicTBus

BunparmuntuH —  mpeacraBUTENb  Kilacca  CTUMYJIATOPOB — OCTPOBKOBOIO  ammapara
MO/DKENTyIOYHON  JKeNe3bl,  SBISETCS  MOIIHBIM U CEJIEKTHUBHBIM  HHTHOUTOPOM
munentuauinentuaasbi-4 (JII111-4), yny4mamomuM ruKeMHuecKuii KOHTposib. UHrubupoBanue
BuwigarmuntuaoM JI1I1-4 npuBomuT K yBEeMWYEHUIO O0a3albHOTO W IMOCTIPAHIHAIBHOTO
SH/IOTE€HHOTO YPOBHS MHKPETHMHOBBIX TOPMOHOB — IToKaronomnogooHoro nentuaa 1 (I'TII-1) u
[II0K0303aBUCUMOT0 UHCYJIMHOTponHoro nonunentuaa (I'NIT).

dapmakognHamudeckue 3O HEKThI

[Tpu mpumenennn BuwimariauntuHa B no3e 50-100 mr B cytkm y mamumentoB ¢ CJ[ 2-ro tuma
OTMEYaeTCsl ynyulleHue (QyHKIHMHM [-KIETOK MOKeTyI0ouyHOU >kene3bl. CTeneHb YIydIIeHHs
(GyHKIHU P-KIETOK 3aBHCUT OT CTENICHM MX HMCXOIHOTO MOBpEXIeHUs; Tak y ymi 6e3 ClI 2-
ro TMna (C HOPMAJIbHOW KOHIIEHTPALUEHl TIJIOKO3bl B IIa3ME€ KPOBH) BUJIIATTUNTHH He
CTUMYJIMPYET CEKPELUIO NHCYJIMHA U HE CHM)KAET KOHIIEHTPALIUIO TIFOKO3BI.

IloBbmmas KOHICHTPAIUIO SHAOI'CHHOTO FHH-I, BUJIJATJIAIITUH YBCIIMINBACT YyBCTBUTCIIbHOCTD
O-KJICTOK K TJIFOKO3€, YTO IMPUBOJUT K YIIYUIICHHUIO TITFOK0303aBUCHMOM peryjsinun CCKpeuru
ratokaroda. CHMKEHHE HOBEIIIICHHOM KOHICHTpPAIUHU I'JTFOKaroHa BO BpEMA €ibl, B CBOIO OUCPC/b,
BBI3BIBACT YMCHBIICHUEC NHCYJIMHOPE3NCTCHTHOCTH.
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VBenn4yeHne COOTHOIIEHUS HWHCYJIMH/TJIIOKAroH Ha (OHE TMIEPIIIMKeMUH, OOYCJIOBIEHHOE
nosbiieHueM KoHueHTpauuu [TIII-1 u I'MII, BeI3pIBaeT yMEHbLIEHHE HPOAYKIUH TIJIFOKO3BbI
IIEYECHBIO KaK BO BpeMs, TaK U MOCJIE IPHUEMA ITHIIH, YTO NMPUBOAUT K CHMIKEHUIO KOHLIEHTPALUN
IJIFOKO3BI B IIJIa3M€ KPOBH.

Kpome Ttoro, Ha ¢oHe mpuMeHeHUs BUIAATIMITHHA OTMEUYAETCS CHI)KEHHE KOHLIEHTPAlUU
JUTHJIOB B TJIa3Me KPOBH IOCIIC TIpUeMa IHUIIHN, OJJHAKO 3TOT 3P (EKT He CBsI3aH C ero ACHCTBHEM
Ha ['TII1-1 nou TUII u ynyuymerrnemM GyHKIIMA OCTPOBKOBBIX KJIETOK IODKEITYA0YHOM JKEIe3bl.

N3BectHo, uro mnoBbimieHHe KoHueHTpauuu [TIII-1 Moxer npuBoAMTH K 3aMEICHUIO
OINOPOKHEHUS JKETyKa, OAHAKO Ha (POHE MPUMEHEHHs BUIJArIMIITUHA T0A00HOr0 3P dexTa He
HaOIr01aeTCs.

[Ipu nmpumenenunn BumarmnTHHa y 5795 manuentoB ¢ CJI 2-ro Tuna B TeueHue 52 HenIeIb B
MOHOTEPANUHA WK B KOMOWHAUU C METHOPMUHOM, MPOU3BOIHBIMH CYJIb()OHUIMOUYCBUHBI,
TUA30JIMIUHANOHOM, WM HWHCYJIMHOM OTMEYAJIOCh JOCTOBEPHOE JJIMTEIbHOE CHHUKCHHE
KOHLEHTpalluu TJIMKHpoBaHHOTO reMoriioornHa (HbA1c) u riaoko3sl KpOBH HATOIIAK.

[Ipu npuMeHeHNN KOMOWHAIIMY BIJIATTMITHHA U MeT(HOPMUHA B KaUeCTBE HauaIbHOU TEparnuu
y manuenToB ¢ CJI 2-ro Tuma B TeueHWe 24 HEJENb OTMEYAJIOCh JI0303aBHCHMOE CHUKCHHE
koHIeHTpanuu HbAlc B cpaBHeHUU ¢ MOHOTepanuei TaHHbIMU Tipenaparamu. Ciiydan pa3BUTHUS
TUIIOTJIMKEMHUHU OBLIIM MUHUMAJIBHBI B 00€UX Tpyniax Tepamuu.

[Tpu npumMeHeHnn BUIarTunTHHA B 103¢ 50 Mr 1 pa3 B CyTKH B Te4eHUE 6 MECSIICB Y MAI[ICHTOB
¢ CJ1 2-ro Tuma ¢ HapymenneM (yHkiun nodek cpeaueii (CK® > 30, < 50 mun/mun/1,73 M?) nnm
txenoit (CK® < 30 mi/mun/1,73 M%) cTenmenn oTMeuanoch KIMHHYECKH 3HAUMMOE CHIDKEHHE
koHneHTpauun HbAlc o cpaBHenuro ¢ miamne6o.

[Tpu nprMeHeHnH BUIIJarIunTiuHa B 1o3e 50 Mr 2 pas3a B CyTKM B KOMOMHAIMHU ¢/0e3 MeT(hOopMHUHA
U uHCynuHOM (cpenHsas no3a 41 EJl/cyT) Obuio mpoJeMOHCTPUPOBAHO CHUKEHHE MOKa3aTels
HbAlc na 0,77 % ot ucxonHoro cpeaHero 3HayeHus 8,8 % CO CTaTUCTHUYECKH JIOCTOBEPHOU
paszHuuei c¢ manebo 0,72 % Yactora rMNOMNIMKEMHUH B TPYIE BUJIAMVIMIITHHA CPaBHHMA C
TakoBOW B rpymime mianebo. [Ipu npuMeHeHny BuijaraunTuHa B go3e 50 Mr 2 pas3a B CyTKH B
koMOuHarmu ¢ merdpopmuHoM (> 1500 mr/cyT) u rnumenupuaoM (> 4 Mr/cyt) OBIIIO MMOKa3aHO
CTaTUCTHUYECKH 3HaUNMoe cHrxkeHue ypoBHs HbAlc Ha 0,76 % OT HCXOIHOTO CpeTHEro 3HaYeHUs
8,8 %.

5.2. dapmakoKknHeTHYECKHE CBOHCTBA

AOcopOuus

[Tocne mpueMa BHYTpPb HATONIAK BWJIAATIUOTUH OBICTPO BCACBIBACTCS, €ro0 MaKCHMaibHas
KOHIIeHTpalus B Tia3Me KpoBU (Cmax) mocturaercss depe3 1,75 waca mocnme mpuema. [lpum
OIHOBPEMEHHOM TpHUeMe C TMHUIIEH CKOpocTh abcopOuuMy BUIAATIHITHHA CHHXKAETCS
HE3HAYUTENIbHO: 0TMe4aeTcsl yMeHblIeHHE Cmax Ha 19 % 1 yBenn4eHne BpeMeHH €€ TOCTUKEHUS
1o 2,5 gacoB. OqHAKO MPHUEM IMHUIIM HE OKA3bIBACT BIHSHUS Ha CTENeHb aOCOpOIUU U TUIOMIA b
Mo/ KpUBOM «KoHIeHTparus-speMs» (AUC).

Bunparnuntus ObICTPO BcachlBaeTCs, a €ro abCONI0THAsE OMOI0CTYITHOCTD MOCe TpHeMa BHYTPb
coctraBisieT 85 %. Cmax 1 AUC B TepaneBTHYECKOM JHANa30He /103 YBEITMUUBAIOTCS MPHUMEPHO
IPONOPLHMOHAIBHO J03€.

Pacnopenenenune

Bunpgarnmuntua cnabo cBs3eiBaeTcs ¢ Oenkamu 1uiasmbl kKpoBu (9,3 %) u B paBHOW Mepe
pacmpenenseTcs MEXIy IUIa3Moil KpoBU W 3purponutamu. CpeaHuii o0beM pacmpenencHus
BUJIAArJIMIITUHA B PaBHOBECCHOM COCTOSSHUU IMOCJIC BHYTPUBCHHOI'O BBCACHUS (VSS) COCTaBJIACT
71 nuTp.

Buorpancdopmarus
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OCHOBHBIM TTyT€M BBIBEIICHHs BHJIIATIMIITHHA sIBIseTcs OuoTpaHchopmarms. B opranmsme
genoBeka 69 % no3bl moasepraercs ouorpanchopmarru. OcHoBHOM Metadonmut — LAY 151 (57 %
7103b1) (papMaKOJIOTHUECKH HEAKTHBEH U SIBISIETCS MPOAYKTOM THAPOJIH3a IIHAHOKOMITOHEHTA.
Oxkono 4 % 10361 npenapaTa MoABepracTcsi aMuIHOMY THAPOIU3Y.

B NOKIMHHYECKUX HCCIIEIOBAaHMUIX OTMedaeTcs mosoxkutenbHoe Biausaue JI1I1-4 Ha ruaponus
BWIIATIUNTHHA. Bunparmuntua metabonusupyercs 6e3 ydacTus M30()epMEHTOB IUTOXpOMa
P450. Bunngarmuntus He siBisieTcs cyoctpatom uzohepmentoB P450 (CYP), ne uarnOupyer u He
UHAyIHpyeT n3odepMeHTsl muToxpoma P450.

OIUMUHALKSA

[Tocne mpuema BHYTpb NpUOIU3UTENBHO 85 % H03bI BRIBOAUTCS MOYKaMu U 15 % 10361 — uepes
KuIeyHuK. [loyeunas skckpenus BUWIJArIuNTHHA B HEU3MEHEHHOM Bue coctaBuio 23 %. [Ipu
BHYTPUBEHHOM BBEACHHH cpenHuil nepuona nonyseiBeneHus (T2) nocturaer 2 wacos, oOmuid
IJIA3MEHHBIA KJIUPEHC W TOYEYHBIM KIWPEHC BHIAATNIMNTHHA cocTaBisul 41 m/a u 13 /4
COOTBETCTBEHHO. T2 mocine nmpruemMa BHyTPb COCTABIISIET OKOJIO 3 4acoOB, HE3aBUCUMO OT J03BI.

Oco0nIe I'pYIHIIBI NAIIMCHTOB

Jluya noxcunoz2o gozpacma (65 1em u cmapwe)

VY 310pOBBIX JIFO/ICH MOXUIOro Bo3pacta (> 70 neT) obmiee Bo3aciicTBrue Buiaarauntuaa (100 mr
OJMH pa3 B CyTKH) yBenuuuBaioch Ha 32 %, npu 3ToM Cmax yBenmumBaioch Ha 18 % mo
CpPaBHEHHUIO C MOJOJBIMU 310poBbIMH JTt0bMHU (18—40 stet). TemM He MeHee 3TH U3MECHECHHS HE
CUMTAIOTCA KIMHUYECKH 3HaYuMbIMU. MHrHONpoBanue JI111-4 BIIIarmunTHHOM HE 3aBHCHT OT
BO3pacTa MaiueHTa B pejienax UCCIeJOBaHHBIX BO3PACTHBIX TPYIIIL.

Ileyenounas nedocmamouHocms

VY nanueHToB ¢ HapylleHneM (QyHKIMU TEYeHH JIETKOM 1 cpeiHel cTenenel TsokecTH (6—9 6amos
no mkane Yaitna-IIbi0) mocie oHOKpaTHOro MPUMEHEHUs IpernapaTa OTMEUYaeTcsl CHUXKEHUE
6uonoctynHocTH BuaAaraunTiHa Ha 20 % u 8 % cOOTBETCTBEHHO. Y MAllMEHTOB C HapyLICHHEM
¢yHkuun nedenn Tsokenon crereHu (10-12 6ammoB mo mkane Yainna-ITsr0) 6M0q0CTYITHOCTH
BIWIJIATJIMIITUHA ToOBbIIAeTcs Ha 22 %. VYBenuueHHe WM YMEHBIIEHHE MaKCHUMaJIbHON
OMOIOCTYTHOCTH BUJAATIIUNITHHA, He npeBbiatoiiee 30 %, He SBISETCS KITMHUYECKH 3HAYMMBIM.
Koppensuuu Mexay CTeNeHbI0 TSXKECTU HapylleHUH (YHKIHMU MeYeHU U OMOAOCTYIMHOCTHIO
npernapara He BBISBIICHO.

Toueunas nedocmamounocms

VY nanueHtoB ¢ HapylleHHeM (DYHKIMM NOYeK JIeTKOM, cpeaHed mnu Tsxkenoil crenenu AUC
BIWJIJIATJIMIITHHA YBEIHMYUBAJIACH IO CPABHEHUIO CO 30POBBIMU JJ0OpoBojbiaMu B 1,4, 1,7 1 2 pasa
cootBercTBeHHO. AUC Mmetabonuta LAY 151 yBennuuBanace B 1,6, 3,2, u 7,3 pa3za, a Metadonuta
BQS867 -8 1,4, 2,7, u 7,3 paza y naliMeHTOB C HapyIIeHUEM (YHKIIUH ITOYEK JIETKOW, CpeiHel 1
TSKEJION CTENEHU COOTBETCTBEHHO. OTpaHWYEHHBIE JAHHBIE Yy MMAlMEHTOB C TEPMHUHAIBHOU
craguert XbII ykaspiBaloT Ha TO, 4TO IIOKA3aTeNW JAHHOW TIPYIIBI CXOXHU C TAKOBBIMHU Y
MAlMEHTOB C HapylleHHeM (QYHKIUM TMOoYeK Tspkenoi creneHu. KonmeHnTpamus merabonnTa
LAY 151 y nanuentoB ¢ TepmuHansHoi craguei XbI1 yBennunBanacs B 2—3 pa3a 1o CpaBHEHHUIO
C KOHIIEHTpaIMel y NalMeHToB C HapyllleHneM (PYHKIMH [TOYEK TXKEION CTETEeHH.

[Tpu mpuMeHeHnH rpemnapara y MalueHTOB ¢ HapylleHneM (pyHKIUHU OYeK MOXKET oTpedoBaThCs
KOPPEKILHUS TO3BI.

BriBenenne BUNAArIUNTHHA TIPU TEeMOAMATN3E OrpaHUYeHo (uepe3 4 "aca mociae OJHOKPATHOTO
npuema coctapisieT 3 % Mpu ATUTENbHOCTH MpoLeaypsl 6osee 3—4 yacoB).

CTHu
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dapMaKOKHHETHYECKHUE OCOOEHHOCTH BUJIATIUIITHHA Y ACTEH M MOIPOCTKOB Miaamie 18 et He
YCTaHOBJICHBI.

6. ®APMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHp BCioMOraTeJIbHbIX BellleCTB

ManHuToONn

[emrono3a MUKpOKpUCTaIIMUecKast, Tum 112
I'mniposnoza, Tun EF

['unposno3a HU3KO3aMenIeHHas
Kapbokcumerunakpaxmai HaTpus, TUIT A
Kpemuus 1MoKCuI KOJITOUAHBIN

Hatpus creapundymapat

6.2. HecoBMecTUMOCTH

Henpumenumo.

6.3. Cpok rognocTu (CpoOK XpaHeHus1)

3 rona.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuTh pH TemnepaType He Bbiie 25 °C, B OpuruHaIbHOM OJIHCTEpE.
6.5. XapakTep u cofep:kaHue YNIaKOBKHU

I[To 14 wm 15 Tabnetok B 6iuctepe u3 komouHUpoBaHHoro marepuaia OITA/An/IIBX u ¢onsru
AITFOMUHHUEBOM.

[To 2,4, 6 unu 7 6nuctepos o 14 Tabnetok wiu 1o 2, 4 unu 6 61rctepos 1o 15 TabneTok BMecTe
C JINCTKOM-BKJIJIBIIIIEM ITOMEIAIOT B MAYKy KapTOHHYIO.

He Bce pa3MEphI YIITAKOBOK MOT'YT OBITh AOCTYIIHBI JJI1 peain3allvu.

6.6. QOcoOble Mepbl NPEIOCTOPOKHOCTH MNPH  YTWIKM3ANUM  HUCHOJIb30BAHHOIO
JIEKAPCTBEHHOT0 Mpenapara WJH OTXO0JA0B, TMOJYYeHHBIX TOcCjJde MNpPUMEHEeHUs:
JIEKAPCTBEHHOT0 Mpenapara, u Jpyrue MaHUMYJIsIHHE ¢ TIpenapaTomM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

CrnoBenus

AO «KPKA, n.1., HoBo MecTo»
[IImapsemka necra 6, 8501 HoBo mecto
Temedon: +386 7 33121 11

dakc: +386 7 332 15 37

Anpec snektponHo# moutsl: info@krka.biz

7.1. IlpeacTaBuTeNb AEPKATE/S] PETHCTPALMOHHOIO YI0CTOBEPEeHHUs

[Iperen3un noTpeOUTENIEN HAIPABIATE 10 aAPECY:
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Poccuiickas @enepanus

000 «KPKA-PYC»

143500, MockoBckas o0u1., T. Mctpa, yin. MockoBckas, 1. 50
Tenedon: +7 (495) 994 70 70

®daxkc: +7 (495) 994 70 78

Anpec snekrponHo# nmoutsl: Krka-rus@krka.biz

Pecniyonuka benapych

[MpencraButenbcTBO Akuuonepuoro obmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecnybnuka Cnoenust) B Pecriyonuke benapyce

220114, r. Munck, yn. @unumoHnoBa, 1. 2507, oduc 315

Tenedon: 8 740 740 92 30

®axkc: 8§ 740 740 92 30

Anpec anekTpoHHOM nouThl: info.by@krka.biz

Pecniy6nuka Kazaxcran

TOO «KPKA Ka3zaxcrtan»

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

Anpec snexkrponnoii moutsl: info.kz@krka.biz

Pecniy6nuka Apmenust
[TpencraButenscrBo «Kpka, 1.1., HoBo mecto» B PecniyOiinke ApmeHus
0001, r. Epesan, yn. Han6annsn, a. 106/1 («CAAT-HOBA» BUSHEC-UEHTP), oduc 103

Temedon: + 374 11 56 00 11
Anpec anekrponnoii moutsl: info.am@krka.biz

Keipreisckas PecniyOnnika

ITpencraButensctBo AO «KPKA, ToBapHa 3apasui, 1.4., HoBo mecto» B Keipreiscrane
720040, Yyiickas obnacts, r. bunikek, 0yiabBap DpKUHAUK, 1. 71, 6510k A

Tenedon: + 996 (312) 66 22 50

Anpec anexktponHoi noutsl: info.kg@krka.biz

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHMUSA

JITT-Ne(000662)-(PT-RU)

9. KATET'OPUSA OTIIYCKA JIEKAPCTBEHHOTI'O IIPEITAPATA

JlexapcTBEeHHBIN TIpenapaT OTHOCUTCS K KATETOPHH OTITYCKa IO PELETTY».

OO1mmasi XxapakTepUCTHKA JIGKAPCTBEHHOTO Ipernapara [ JIMIBUIO JOCTYIHA B €IMHOM pPEecTpe
3apErUCTPUPOBAHHBIX  JICKAPCTBEHHBIX CPEACTB  EBPasMiCKOro 3KOHOMHYECKOTO — COM03a
https://eec.eaeunion.org. U Ha OQUIMATHPHOM CalTe YMOIHOMOYEHHOTO OpraHa (SKCIEepTHON
opranmuzarun) https://lk.regmed.ru/Register/EAEU_SmPC.
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