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OBILASI XAPAKTEPUCTUKA JEKAPCTBEHHOFO TIPEITAPATA "/04)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
BungarmunTus, 50 mMr, TabIeTKH.

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

JelicTBytoliee BENIECTBO: BUIAATJIMIITHH.

Kaxxnas Tabnerka cogeput 50 Mr BUIIAr U THHA.

BcnomoratenpHbie BemecTBa, HAJIMYHE KOTOPBHIX HAJAO0 YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npemnapara: Jakros3a (cM. paszaen 4.4).

[TonHbIM IepeyeHb BCIOMOTaTeIbHBIX BEUIECTB MPUBENIECH B pazene 6.1.

3. JEKAPCTBEHHASI ®OPMA

Tabnerku.

Kpyrible MmIoCKOIMIMHAPHIESCKHE Ta0JIETKH OT OeJI0ro JI0 CBETJIO-KEITOro IBeTa ¢ (ackoi ¢
JIBYX CTOPOH.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusi K IPUMEHEHUIO

JlekapcTBeHHBIN npenapaT BungarmunTiH NoKa3aH K MPUMEHEHUIO NPHU caxapHoM auadere 2
THUIIA Y B3POCIIbIX MAIUEHTOB (B COYETAHUH C AUETOTepanuel 1 GU3NIeCKUMH YIPaKHEHUSIMU):

e B KaueCTBE MOHOTEpanuu B ciiydac HEIPPEKTHBHOCTH IUETOTEPANUH U (PU3NUECKUX
VOPpOXHEHUH y TAIMeHTOB ¢ HAIWYHMeM NPOTHUBOMOKA3aHUH K MPUMEHEHHUIO/
HEMEePEHOCUMOCTH MET(GOPMHUHA WK B ciTydae HedhPeKkTHBHOCTH MeT(hOpMUHA;

e B KOMOMHaUMU C METGOPMUHOM B KaueCTBE HaYaJIbHON MEIMKaMEHTO3HOW Tepanuu mpu
HEJ0CTaTOYHOU 3(PHEKTUBHOCTH TUETOTEPANNHU M PU3HUECKUX YITPAKHCHHH;

® B COCTaBe JBYXKOMIIOHEHTHON KOMOMHHMpPOBAaHHOW Tepamuu: ¢ METPOPMUHOM WIH
TUA30IMIMHANOHOM, WM C WHCYJIMHOM B ciiydae Hed(()EKTHBHOCTH TUETOTEPAIHH,
bu3nYeCKUX yIpakHEHUI 1 MOHOTEpANK 3TUMU MpernapaTaMu;

® B COCTaBe JIByXKOMIIOHEHTHOM KOMOMHHpPOBaHHOW Tepamuu C MPOU3BOJHBIMU
CyNTb()OHMWIMOYEBUHBI Y TAIUEHTOB C HEIOCTATOYHBIM KOHTPOJIEM TIMKEMUU Ha (hoHe
MaKCHMaJbHO MEPEHOCUMOW J03bl MPOU3ZBOJHOTO CYyJIb()OHUIMOYEBUHBI WM TPHU
HAJIMYUY TPOTUBOIOKA3aHUN K IPUMEHEHUIO/ HETIEPEHOCUMOCTH MeT(hOpMHUHA;

® B COCTaBe TPOHHONW KOMOMHMPOBAHHOW Tepamuu: B KOMOHMHALMHU C TPOU3BOTHBIMHU
CyJTb()OHMIMOYEBHUHBl U MET(HOPMUHOM, Yy MalMEHTOB, paHEe MOJY4YaBUIMX TEparuio
MPOU3BOIHBIMUA CYJIb(OHIIMOUYEBUHEI W MeTQOpMHUHOM Ha (OHE ITUETOTEpanuud |
busznyeCKuX yrnpaKkHEHUI U He JOCTUTIIUX aJJIeKBaTHOTO KOHTPOJIS TTTIUKEMUU;

e B COCTaBe TPOWHOW KOMOWHUPOBAHHOW TEpanuH: B KOMOWHAIIMU C WHCYJIMHOM U
MeTHOPMHUHOM, y TAIMEHTOB, paHee NONy4YaBIIMX HHCYJIMH B CTAOMIBHOW 1103€ U
MerhopmMuH Ha ¢GoOHE AMETOTEepanuu W (U3HYECKUX YMPAKHEHUU, U HE JOCTUTIIUX
aJICKBaTHOTO KOHTPOJISI TTTUKEMUHU.

4.2. PexuM 103UPOBAaHUSA M CIIOCO0 NPUMEHEHHUS

Pexxum 103upoBanus

Jo3y mnpenapara BunpgarmuntuH cieayer NOAO0MpaTh HHIWBUIYAaTbHO B 3aBUCHMOCTH OT
3 PEKTUBHOCTH U IEPEHOCHMOCTH.

Pexomennyemas noza npenapara Bunparmuntun 50 mr 1 miam 2 pasa B aeHb. MakcumasibHas
CcyTO4Has 703a npemnapara cocranisier 100 mr.

Pexomennyemas f03a mpemnapata B MOHOTEpAUHU WM B COCTaBE KOMOMHUPOBAHHON TEpamuu ¢
MeT(HOPMUHOM, THA3OJIUINHINOHOM UJTM MHCYJIWHOM (B KOMOMHAIMHU ¢ MET(HOPMUHOM WK Oe3
meThopmuHa) coctaBiset S0 mr unu 100 Mr B CyTKH.

Pexomenayemass mo3a mpenapara BuimgarmuntuH B cOCTaBe JBOWHOW KOMOMHUPOBAHHOU
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MOMYJISINH MAMeHTOB 3PGEKTUBHOCTh BHIarunTuHa B o3¢ 100 Mr B CyTKH ObLIa CXOTHOM €
TakoBOM B J103€ 50 MI' B CYTKH.

PexomennoBaHHas 1o3a mpenapara BungarauntaH B cocTaBe TPOWHOW KOMOMHHPOBAHHOM
Tepanuu (BIJIJATJIUIITHH + MPOU3BOJIHBIE CYJIb(OHMIMOUYEBUHBI + MeThopmMuH) cocTaisieT 100
MT B CYTKH.

Ecnu nenu ramkeMuyeckoro KOHTPOJIS HE JOCTUTHYTHI Ha (JOHE MPUMEHEHHUs MaKCUMalbHON
cyrouHoit m03e1 100 wr, cieayer paccMOTPEeTh BO3MOXHOCTH JOOABICHHS K Teparuu
npenapaToM BUijarmuntuH APyrux THIOTIIMKEMUYECKUX MPEenapaToB, TAKUX, KaK MET(MOPMHUH,
MIPOU3BOIHBIC CYIH()OHUIMOYECBHHBI, THA30IUIUMHIUOH UIH UHCYJIHH.

Oco0ble rpynmnel NaMEeHTOB

Ilayuenmul ¢ Hapywenuem ynKyuu novex

Y manueHToB ¢ HapymieHueM (YHKIMK TMOYEeK JIETKOW CTeNmeHH (CKOPOCTh KIIyOOYKOBOMA
dunsrpanun (CK®) >60 ma/mun/1,73 M?) u cpeaneit crenenu ¢ CK® 50-60 mn/mun/1,73 m? He
TpeOyeTcsi KOPPEKLUU PeXUMa JO3UPOBAHUS IpenapaTa. Y NalueHTOB ¢ HapyleHHeM (QyHKITUH
noyex cpenHeit cremenn ¢ CK® 30-50 mm/mun/1,73 m?> u Taxenoit crenemn (CK® < 30
mi/mun/1,73 M?), BKIIOYAas TEPMUHANBHYIO CTAAMIO XpOHMUYecKoi OGomesnu mouek (XBII) y
NAlMEHTOB, HAXOMALIMXCA Ha TeMOJUAIM3e WIM NPOXOISIIUX MPOLEAYpy TIeMOAHaNu3a,
npemnapar ciaeayeT npuMeHsaTh B 1o3e 50 Mr 1 pa3 B cyTKu.

Tayuenmul nodccunoco 6o3pacma

VY manueHToB MOXHJIIOTO BO3pacTa He TpeOyeTcs KOPPEKIMU pekuMa J03UpOBaHUs IpenapaTa
Bunpgarnuntud.

eTn
O¢ddexkTuBHOCTS M Oe3omacHOCTh mpenapara Bunparnmuntun y gereir o 18 njer He
yCTaHOBJICHBI. JlaHHBIE OTCYTCTBYIOT.

Cnoco0 npuMeHeHus

Ho3zy 50 mr/cyT caenyer npuHUMaTh 1 pa3 B AeHb yTpoM, 103y 100 Mr/cyT criemyeT nenuthb Ha 2
npuema — 1o 50 Mr yTpom u BedepoM. B cityuae nmpomycka npuema npemnapara cieAayeT IpUHITh
NPOMYLICHHYIO 103y Kak MOKHO ckopee. IIpu 3Tom criemyer m3beraTb NMPUHSATUS YIBOCHHOM
JI03bI B OJIUH JI€Hb.

[Ipenapat BungarmuntuH NpUHUMAIOT BHYTPb HE3aBHCUMO OT IIPHEMa MTHUIIIH.

4.3. TlporuBomoxkaszaHus

e [ Unep4yBCTBUTENHHOCTH K BUIIATJIMIITUHY WU JTFO0OOMY M3 BCIIOMOTATEIbHBIX BEIIECTB,
MEepEUYUCIICHHBIX B pasjene 6.1.

e (Caxapnsiii muadet 1 Tuma.

e OcTpelii WIM XPOHUYECKHA META0OJWYECKUA amnuao3 (BKIOYAs JUA0CTHYCCKUN
KETOAllUI03 B COYCTAHMH C KOMOW WM 0e3 TakoBo#). JlmabeTWueckwii KeToanmi03
JOJKEH KOPPEKTUPOBAThCS WHCyIMHOTepamuen. JlakToanumo3 (B TOM dHCIe W B
aHaMHe3e).

e Hapymennss (yHKIMM medeHu, BKIIOYAs MAlMEHTOB C TOBBIIICHHOW aKTHBHOCTHIO
«IIEYEHOYHBIX» (bepMeHTOB (amaHMHAMHHOTpaHC(epasbl (AJIT) W
acnaptatamuHoTpancdepassl (ACT) B 3 u Oosee pa3 BbIlIe BEpXHEH TpaHUIIBI HOPMBI
(3xBI'H).

e Xponunyeckas cepaeuynas HegocratouHoctb (XCH) IV ¢ynkumonansHoro kiacca (PK)
1o (DYHKITMOHAIBHON KilacCUpUKAIUU Hbm-flopKCKoﬁ KapAMOJIOTMYECKOW acCOIUAINU
(NYHA) (BBuAy OTCYTCTBUSI NaHHBIX KJIMHUYECKUX HCCICOBAHUNA O MPUMEHEHUU
BWJIJATJIMTITUHA Y 3TOW TPYIIIIHI TTAI[IEHTOR).
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Oco0ble yKa3aHus

B noknmHWYecKuX WCCIeAOBaHUSIX MPU NMPUMEHEHUH B a03ax, B 200 pa3 mNpeBbIIAIONINX
pPEKOMEHIyeMbIE JUTsl YeJIOBEKa, MIpernapar He BbI3bIBAJ HApPYIICHUH (epTHILHOCTH.

[Ipy HEOOXOAMMOCTH WHCYJIWHOTEPANMH TpernapaT BuwimarmunTuH NPUMEHSIOT TOJNBKO B
KOMOMHAIMM ¢ uHCYyIuHOM. [Ipemapar mpoTHBOIOKa3aH y MalMEHTOB C caXapHbIM auabetoM 1
THUIIA WJIM )11 JICYEHMS Ta0eTHUECKOr0 KETOalMa03a.

Cepieynas HEAOCTaTOYHOCTh

[Tockonpky paHHblE O NpUMEHEHUM BuigarmntuHa y naumeHtoB ¢ XCH III K mo
kinaccuukanmmn NYHA orpaHwdeHbl W HE TO3BOJIIOT CJENaTh OKOHYATEIbHBINA BBIBOJ,
PEKOMEHIyeTCsl ¢ OCTOPOKHOCTBIO MPUMEHSTH Mpenapar BUigariunTuH y maiueHToB JaHHOMN
KaTErOpuyH.

He pexomennyercs mnpumeHeHue BuwigaraunTuHa y mnamueHtoB ¢ XCH IV ©K no
kinaccudukanun NYHA BBHIY OTCYTCTBHS JaHHBIX KIMHUYECKUX UCCIICTOBAHHUI O MPUMEHECHUN
BWJIJATJIMIITUHA Y TAI[UEHTOB 3TOU IPYIIIIHI.

Hapyiienust GyHKINMH TOYEK

[TockoJibKy OMBIT MPUMEHEHUS BWIAATIUITHHA Y MAIMEHTOB ¢ TepMUHaIbHOU cramueit XbII,
HaxXOJAIIMXCS Ha TeMOAUANIM3€ WIM MPOXOASAIIMX MPOLENypy TeMOJuann3a, OrpaHUYeH,
npenapaTr peKOMEHAyeTCsl IPUMEHSTh C OCTOPOKHOCTHIO Y JAHHON KaTEerOpUH MallieHTOB.

Hapymienus @yHkuuy neyenu

HOCKOHBKy B PCIAKUX ClIydadX MIpu HNPUMCHCHHU BWJIAAITIUIITAHA OTMCYAJIOCH IMOBBIINICHUC
aKTUBHOCTH aMHUHOTpaHcdepa3 (Kak MpaBwio, 0€3 KIMHUYCCKUX TMPOSBICHUN), Tepen
IIPUMEHEHUEM IIpenapata BwigarimnrtuH, a TakkKe W peryjiipHO B XOJ€ IIepBOro rojaa
npuMeHeHus npernapara (1 pa3 B 3 Mecsma), peKOMEHAYETCS OMNPEACTATh OMOXUMUUYECKUE
nokazarenu (QyHKIuH nedeHu. [Ipu BBISBIEHUM MOBBIIICHUS aKTHBHOCTH aMHHOTpaHCdepas
CleyeT MPOBECTH MOBTOPHOE MCCIENIOBAaHUE C LIENBI0 MOATBEPXKIACHHS pe3yJbTaTa, a 3aTeM
PETYISIPHO TPOBOJUTH OIpeAeTeHHEe OMOXMMUYECKUX MOKazareled (QPyHKIMH MEYSHH 0 UX
Hopmanuzaiuu. Ecnu npessimenue aktuBHOCTH ACT mimm AJIT B 3 wim 6onee pa3 Beime BI'H
MOATBCPXKACHO MOBTOPHBIM MCCICAOBAHUECM, ITpCHIapaT pPCKOMCHAYCTCA OTMCHUTD.

[Ipu pa3BUTHM >KENTyXW WM JAPYTUX TMPU3HAKOB HapyUIeHHs (QYHKIUHM IeYeHH Ha (QoHe
IPUMEHEHUs Ipenapara BwinarmnTuH Tepanui IpenapatoM  CIEAyeT HEMEIJIEHHO
npekpatuth. llocine HoOpmanmuzanuu mokasareneid (QyHKIMM TEYeHH JIeUeHUe IMpernaparom
BO300HOBJISTH HETB3SL.

I'unornukeMus

N3BecTHO, uYTO mpemapaThl  CyJb(OHWIMOYEBHHBI MOTYT IPOBOIMPOBATH  pPa3BUTHE
runornukeMuu. CymiecTByeT pUCK pa3BUTUS THIOTIMKEMHUH MPU OJTHOBPEMEHHOM MPUMEHEHUH
BWIJATJIMIITUHA C TpermapataMd  Cyiab()OHUIMOUYEBHUHBL. [Ipu HEOOXOIUMOCTH  CledyeT
paccMOTpeTh BO3MOXKHOCTh CHIDKEHHUS JI03BI IPENapaToB CYIb()OHHIMOUYEBUHBI C IICNBIO
MHUHUMHU3UPOBATH PUCK PA3BUTHUS TMIIOTJIUKEMUU.

OcCTphI TaHKPEATUT

IIpumeHnenue mpenapara BuinarmnTuH CBS3aHO C PUCKOM pas3BUTUSA OCTPOTO IAHKpPEaTHUTA.
Crnenyetr npouH(pOpMHUPOBATH MAIIMEHTAa O CUMIITOMAX, XapaKTEPHBIX JJIsI OCTPOTO MaHKPEaTHTAa.
IIpn momo3peHMM Ha OCTPBIM ITAHKPEATUT BWINAIVIMIITUH ClEyeT OTMEHMTb. He cienyer
BO30OHOBJIATH TEPAIHIO, €CIIM OCTPBIN MaHKPEATUT ObUT MOATBEPXKICH. Y MAIUEHTOB C OCTPHIM
HaHeraTI/ITOM B AHAMHE3¢C HpI/IMeH}ITB npenapaT BI/IJI,Z[aI‘JII/IHTI/IH cnez[yeT C OCTOpO)KHOCTBIO.
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IIpenapar coxepxur JakTo3el MoHoruiapar. [lamueHTam C peakod  HACIEACTBEHHOM
HEMEPEHOCUMOCTBIO  JIAKTO3bI,  JAe(QUIMTOM  JIaKTa3bl  WIM  [JIFOKO30-TaJaKTO3HOU
MasibabcopOIet He ciaeyeT MPUHIUMATh TOT Mpernapar.

4.5. B3aumopeiicTBHe ¢ APYIMMH JIEKADCTBEHHbIMH IIpenapataMyd M JApyrue BHABI
B3alMOeliCTBUSA
BunparnmunTus o01agaeT HU3KUM MOTEHIIMAIOM JIEKaPCTBEHHOT'O B3aUMOICHCTBUSI.
[TockonpKy BWJIAATIMNTHH HE sBISETCS cyOcTparom ¢epmeHToB nuroxpoma P450 (CYP), a
TaK)Ke HEe MHTUOMPYET M HE MHIYyLHPYET 3TH (PepMEHTHI, B3aUMOJEHCTBHE BUJIIATTUITHHA C
JIEKapCTBEHHBIMM IIpenapaTtaMH, KOTOpbIE SBISIOTCA CyOCTpaTaMu, HWHTUOUTOpaMM WM
unaykropamu P450 (CYP), manoBepositHo. [Ipy 0fHOBpeMEHHOM NMPUMEHEHUH BHJIIATIUIITHH
TaKXKe€ HE BIHUAET Ha CKOPOCTb MeTaboiM3Ma IpernapaTroB, SBJSIIOIIUXCA cyOcTpaTamMu
depmentoB: CYP1A2, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1l u CYP3A4/5.
KnuHuyeckn 3HaYMMOro B3aMMOJEHCTBHSA BWIJATIMITHHA C Ipernaparam, HauOosee 4acTo
ucnonb3yeMbiMu 1ipH Jgedennn CJ1 2 tumna (rmuOeHKIaMHuIOM, TUOTINTAa30HOM, MET(OPMHHOM)
WA 00JaJAIMMH  Y3KUM TEpaneBTHUYECKUM JAMANa30HOM (aMJIOJUIIMHOM, JUTOKCHHOM,
paMHIIPUIIOM, CUMBACTaTHHOM, BaJICapTaHOM, Bap(papruHOM) HE YCTAaHOBJICHO.
Tuasunapel, INIIOKOKOPTUKOCTEPOUABI,  Mpemnaparbl  FOPMOHOB  IIUTOBMJIHOW  IKEJeE3Bbl,
CUMIIATOMHUMETUKH MOTYT CHHM)KAaTh TUIOIIMKEMHYECKOE ACHCTBHE BWIJATJIUNTHHA, KaK U
JPyTUX MepopaibHbIX IPOTUBOANAOETUYECKHX MIPENAPATOB.
YacroTra pa3BUTHs aHTUOHEBPOTHUYECKOTO OTEKa ObUIa BBIIIE ITPH OJJHOBPEMEHHOM MPUMEHEHUHT
BIWJIJIATJIMIITHHA C MHIUOMTOpaMHU AaHTMOTEH3MHIIpEBpalnarouiero (GepMeHra, npu 3ToM Obuia
CXOJIHOM C TaKOBOW B KOHTPOJIbHOW rpymre. B OoJbIIMHCTBE CIy4aeB aHTMOHEBPOTHYECKHIMA
OTEK OBbUI CpelHEHl CTEeNEHU TSKECTH U pa3pelialicsl CaMOCTOSATENIIBHO B XOJE HMPOAOIIKEHMS
TEpanuy BUIAATTIUIITHHOM.

4.6. DepTUIBHOCTDH, 0€PEMEHHOCTH U JIAKTAIUSA

bepemeHHOCTD

JlocTaTOYHBIX JaHHBIX MO MPUMEHEHHWIO BUJIATJIMIITHHA y OCPEMEHHBIX HET, B CBSI3M C UeM
mpenapar IpOTHBOIIOKAa3aH BO BpeMs OEpeMEHHOCTH. B TOKIMHMYECKUX HMCCIICTOBAaHUAX ObLIa
BBISIBJICHA PEMPONYKTUBHAS TOKCUYHOCTH IMPU MPUMEHEHUHU B BBICOKUX J103aX, MOTCHIIUATHHBIN
PHCK JIJIs YeJIOBEKa HEU3BECTEH.

JlakTanms

[Ipenapar BunmarmunTuH TpOTHMBOIOKA3aH B TEPUO TPYIHOTO BCKapMIIMBAHUS, TOCKOJBKY
HEU3BECTHO, MPOHUKACT JIM BIJIJATIUNTHH B TPYJHOE MOJIOKO Y YeIOBEKa.

4.7. BuausiHMe HA CIIOCOOHOCTH YNPABJATH TPAHCIOPTHBIMM CPeACTBAMH U padoraTh ¢
MeXaHM3MaMH

I/ICCHGI[OBaHI/IH BJIWAHHWA BWJIAAIJIMIITHHA Ha CIIOCOOHOCTD YOpaBJIdATh TpPaHCIIOPTHBIMU

CpeAcTBaMu WM paboTaTh C MEXaHU3MaMU HE IMPOBOAMINCH. [IpH pa3BUTHU TOJIOBOKPYKEHHS

Ha (¢oHE NpUMEHEHHs IMIpernapara MalMeHTaM He CJeIyeT YIpaBIiATh TPAHCIOPTHBHIMU

CpeACTBaMU WM paboTaTh C MEXAHU3MaMHU.

4.8. HexenareabHble peakuuu

Pestome npoduist 6e3onacHOCTH

[Tpu npuMeHeHUN BUIIIATTIMIITHHA B MOHOTEPANIUY UM B KOMOMHALIMY C IPYTHUMHU MpernapaTaMu
OOJIBIIMHCTBO HEXKETATEeNbHBIX PEAKIHii ObUTH C1a00 BBIPAKEHBI, UMETH BPEMEHHBIN XapakTep
U He TpeboBanu OTMEHblI Tepanuu. Koppemsiuuu Mexay 4acTOTOW HeKelaTeIbHBIX peakuuit
(HP) wu BoO3pacToM, TMOJOM, O3THHYECKOW MPUHAIICKHOCTHIO, IMPOJOLKUTEIBHOCTHIO
MIPUMEHEHHUS WU PEKUMOM JO3UPOBAHUS HE BBISIBIICHO.
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>1/10000, <1/1000 (rpamarusi «penko») U Oblla CXOMHON C TaKOBOW B KOHTPOJBHOW TpyTIIE.
Haubonee yacto ciyyan aHTMOHEBPOTUYECKOTO OTE€Ka OTMEYaINCh IPU MPUMEHEHHUH Mpernapara
B KOMOMHAlmMM C MHCHOMTOpaMHM aHTHOTeH3HHIpeBpamatomero ¢epmenra (AllD). B
OOJIPIIMHCTBE CIIy4aeB aHTMOHEBPOTUYECKUH OTEK ObLI CpeAHEeW CTeNeHH TSKECTH U
pasperancs caMOCTOATENBHO B X0/1€ IPOAOKEHUS TEPANIUN BUIIATIUIITUHOM.

Ha ¢one Tepanuu BUIIArTUNTHHOM PEAKO OTMEYAINCh HapylleHus: QyHKUINU MeYeHH (BKIIIouYas
rematut) OECCUMITOMHOTO Te4YeHHs. B OOJNBIIMHCTBE Cly4acB JaHHBIC HAPYIICHUS W
OTKJIOHEHHS TOKa3areneil (QyHKIMM TEeYeHH OT HOPMBI Pa3peUIMIUCh CaMOCTOSITENbHO 0e3
OCJIOKHEHUM MOclie MPeKpallleHusl Tepanuu npenapatoM. [Ipu npuMeHeHHH BWIJATJIUIITUHA B
no3e 50 mr 1 unum 2 pa3a B CyTKH 4acTOTa YBEIUYCHHUSI aKTUBHOCTU «IIEUCHOYHBIX» (PEPMEHTOB
(AJIT umun ACT >3xBI'H) cocrasmsma 0,2% wimu 0,3% cootBercTBeHHO (110 cpaBHeHUIO ¢ 0,2%
B KOHTPOJIbHOM TpyMIie). YBeInYeHHEe aKTUBHOCTH «II€YEHOYHBIX» ()EPMEHTOB B OOJIBIINHCTBE
ciydaeB ObUIO OECCHMIITOMHBIM, HE TPOTPECCHPOBANIO U HE COMPOBOXKIAIOCH XOJIECTa30M WIIH
JKENTYXOM.

HP crpynnupoBaHbl B COOTBETCTBUHU C KiaccUpUKaIei opraHoB u cucreM opranoB MedDRA.
B nmnpenenax kaxmoll rpynmsl opraHoB U cucteM opraHoB HP mnepeduciensl B mnopsiake
YMEHBIIEHUS YacTOThI BCTpeyaeMOCTH. B mpenenax KaxKaoil rpymmbl 4acTOThl BCTPEYAEMOCTH
HP yxazaHnbl B mOpsiikKe YMEHBIIECHUS TAKECTH.

JlJ1 OLIEHKM 4YacTOThI BCTPEYAEMOCTH HEXEJIATEIbHBIX pEaKLUi HCIOJIb30BAINCH CIEAYIOIINE
Kputepuu: odeHb 4acto (>1/10), wacto (>1/100, <1/10), mewacto (>1/1000, <1/100), penko
(>1/10000, <1/1000), ouensr penko (<1/10000), wacroTa Hem3BecTHa (MIOCKOIBKY COOOIIECHUS
MOJIy4eHbl B JOOPOBOJIBHOM MOPSAIKE OT MOMYJISIMH HEONMPEIEICHHOTO pa3Mepa, TIOCTOBEPHO
ONpENIETUTh YaCTOTY pa3BuTUA AaHHbIX HP He mpeacTaBisieTcsi BO3SMOXKHBIM, B CBA3U C YEM OHHU
KJIacCU(UITMPOBAHBI KaK «4aCTOTa HEU3BECTHAY).

[Tpyu npuMEeHeHUH BUJIAATIUITHHA B MOHOTEPANIUU

[Ipu mpumMenenun BuiigarnunTiHa B 03¢ 100 M B CYyTKM 4acTOTa OTMEHBI TEpaIllud B CBSI3H C
pa3BuTHeM HexenarenbHbIx peakiuil (0,3%) Oblia He BbIlIe TakoBoM B rpynmne rmianebo (0,6%)
i npenapata cpaBHenus (0,5%).

Ha ¢one ™MonoTepanmuu BuigaruntiHOM B g03¢ 100 Mr B CYTKHM dYacToTa pa3BUTHUS
TUTNOTJIMKEMUH 0e3 YBEIMYEHUS CTEIMEeHH TSKECTH CcocTosiHus cocrapistia  0,4%, 49to
COTIOCTaBUMO C IIpenapaToM cpaBHeHus U 1ianedo (0,2%).

Macca Tena He U3MEHsJIAch M0 CPABHEHUIO C MCXOTHOW B KIIMHUYECKUX MCCIEAOBAHUSIX, KOTAA
Buigarauntue 100 Mr B CyTKM mpuMeHsuTM B kKadectBe MoHoTepamau (-0,3 kr u -1,3 kr B
rpymIax BUJIAATIMOTHHA U I1J1a11€00 COOTBETCTBEHHO).

Hugpexyuu u unsazuu

OueHb pesIKo NHdexnnn BepXHUX ABIXaTebHBIX MyTEH, Ha30(hapuHTUT
Hapywenua memabonuzma u numanus

Heuacto ['munornukemust

Hapywenus co cmoponul HepsHoti cucmembi

Yacro ['osnoBOKpyKEHUE

Heuacro ["onoBHas 601k

Kenyoouno-kuuieynvie HapyuleHus

Heuacto 3amnop

Hapywenus co cmoponwvl cocyoos

Heuacto [Tepudepuyeckue oTekn

Hapywenus co cmopoHvl MbiuieyHot, CKenemHuol u coeOUHUmMenbHou mraHu
Heuacrto ApTtpanrus
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ﬂOJ’IFOCpOLIHI)Ie KIIMHUYCCKUE HCCICAOBAHUA DOHOH)&H{:GIJ;BMBHEE J_H:I_JIIQI!: IIEI I:B:LJ;IS%I/IJ'H/I

KaKuX-TH00 JOMOJHUTENBHBIX OTKJIOHEHUH Mpoduiss Oe30MacHOCTH WM HEMPEIBHICHHBIX
PUCKOB TIpU NPUMEHEHUHN BHJIAATJIMIITHHA B MOHOTEPAUH.

[Tpu npuMeHeHUH BUJIAArIUNTHHA B 03¢ 100 MI' B CYTKH B KOMOWHAIIUU ¢ METHOPMHUHOM

[Ipu npumenenuu BuimarauntuHa B jno3e 100 mr/cyt B komMOuMHamuM ¢ MeTHOPMUHOM HIIH
mianebo B COYeTaHUH C MET(OPMUHOM CIydyaeB OTMEHbI Tepanuu B CBA3M C DPa3BUTHUEM
HE)KEJIaTENIbHBIX PEAKIUI HE OTMEYANIOCh.

[Ipn nmpuMeHeHnn BuiagaraunTuHa B n03¢ 100 Mr B CyTKM B KOMOWHAIMHU C METHOPMHHOM
THITOTIIMKEMHSI OTMeuanachk B 1% cimyuaes (B rpynme miamebo + merdpopmut — Hedacto (0,4%)).
B rpynne npuMeHeHusi BUIJAriIUNTHHA HE HAOMIOJANOCh PA3BUTHUS TUIIOTJIUKEMHUU TSKEION
CTETIEHHU.

Macca Tena He M3MEHsIACh MO CPaBHEHUIO C MCXOJHOM B KIMHUYECKHX HCCIEAOBAHUAX MPHU
npuMeHeHnr koMOuHauuu Busnarauntuia 100 mr B cytku u metrgopmuna (+0,2 kr u -1,0 kr B
rpynnax BUJIAATIMITHHA U IJ1a1e00 COOTBETCTBEHHO).

Hapywenusa memabonuzma u numanus

YacTto I'unornukemust

Hapywenus co cmoponul HepéHoii cucmemvl

Yacto Tpemop, rosoBHast 60Jb, TOJTOBOKPYKEHHE
Heuacto [ToBbIIIeHHAs] YTOMJISIEMOCTD
Kenyoouno-kuuieunvie napyueHus

Yacro TomHoTa

Jonrocpounble KIMHUYECKUE MCCIEIOBAHUSA MPOAOKUTEIBHOCTBIO 10 2 JIET HE BBISIBUIU
KaKUX-1100 JOMOJHUTENbHBIX OTKJIOHEHUH Mpoduis Oe30MacHOCTH WM HEMpeIBHIEHHBIX
PHUCKOB IIpH IPUMEHEHUY BUJIATIIMIITHHA B KOMOMHAIIUY C METQOPMUHOM.

W3ydyenue npruMeHeHUss KOMOWMHAIMM BUJIATJIMIITHHA U METPOpPMUHA B KAaueCTBE CTApTOBOMU
Tepanuu MpHu caxapHoM auabere 2 TUMA HE BHISBUIO OTKIOHEHHN Mpoduias 0e30MacHOCTH WIN
HEIpPEABUICHHBIX PUCKOB.

[Ipy npuMeHeHHM BWIAArAUOTHHA B J03¢ 50 Mr/cyT B KOMOWHAlMK C TPOU3BOAHBIMU
CYJb()OHUIMOYCBUHBI

[Tpu npuMeHeHNH BUiIIaraunTHHa B 03¢ 50 Mr/cyT B KOMOWHAIUU C TITUMENUPUIOM YacTOTa
OTMEHBI TEpalmuu B CBS3M C pa3BUTHEM HEXKeNaTelIbHbIX peakiuii cocrasmsuia 0,6% (1o
cpaBHeHu1o ¢ 0% B TpymnIe riuMenupu + miamedo).

UYactoTa pa3BUTHS TUMOTIMKEMHUH Y TAIIMEHTOB, MOTYYaBIIMX BUJIIATIUNTHH B 03¢ 50 MI/cyT
BMECTE C MIMMenupuaoM, cocrasmwia 1,2% (mo cpaBuenuto c¢ 0,6% B rpynme uianebo +
rmMenupua). B rpymnme  nmpuMeHeHus  BWIJArIUNTHHA HE  HAOMIOJANIOCh  Pa3BUTHA
TUTNOTJIMKEMUH TSKEION CTETICHU.

Macca Tena He U3MEHSJIACh IO CPAaBHEHUIO C UCXOJHOW B KJIMHUYECKHUX UCCIIEIOBAHUSIX, KOT/Aa
BWJIJATJIMIITAH B 03¢ S0 MT oauWH pa3 B cyTku A00aBisuiy kK rimMenupuny (-0,1 xr u -0,4 kr B
rpymIax BUJIAATIMITHHA U 11J1a11€00 COOTBETCTBEHHO).

Hugpexyuu u unsazuu

Ou4eHb peIKo Hazodapunarur

Hapywenusa memabonuzma u numanus

Yacto ['munornukemust

Hapywenus co cmoponul HepéHoii cucmemvl

Yacto Tpemop, TOJT0BOKPYKEHHE, TOJIOBHAS 00JIb, ACTEHUS
Kenyoouno-kuuieynvie HapyuleHus

Yacto 3anop
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[Ipu np¥iMeHEHMHU BUIAArTMOTHHA B 03¢ 100 MI B CYTKH B KOMOUHALIMY C THA30JIUIUHINOHOM
[Ipn mpumeneHun BuimarmunTHHA B 1o3e 100 mr/cyr + THA30IMAWMHAWOH M Tutanebo +
THUA30JIMIUHUOH CITy4aeB OTMEHBI TEPANHUH B CBSI3U C PA3BUTHEM HEXKEJIATENbHBIX PEaKIil He
OTMEYaJIOCh.

[Ipu npumenenun BunaarauntuHa B 03¢ 100 Mr B CyTKH + NMHOMIMTa30H OTMEUYAJIOCh Pa3BUTHE
runornukemuu B 0,6% cinydaeB, a y malfueHTOB, MOJYyYaBIINX IIane00 + muorimuTa3oH, — B 1,9%
ciy4aeB. B rTpymnme mpuMeHeHUs BWIJArTUNTHHA HE HAOMI0NAN0Ch Pa3BUTHS THIIOTIMKEMUU
TSKEJION CTCIICHH.

B wuccnenmoBaHuu npUMEHEHUs BWIJAIUNTHHA B KA4yeCTBE JOMOJHUTEIBHON Tepanmuu K
MAOTJINTa30Hy a0COJIFOTHOE YBEJIIMYEHHWE MacChl Tejla B TPyNIe IUianedo ¥ BHIJATJIMIITHHA
100 mr B cyTku coctaBuiio 1,4 u 2,7 KT COOTBETCTBEHHO.

[Ipu noGamneHuu BuimarmunTuHA B 103¢ 100 MT B CYyTKHM K MHOTJIMTAa30HY B J03¢ 45 Mr/cyT
4acToTa pa3BUTHUS NepudepruecKux OTEKOB cocTaBisuia 7% (mo cpaBHeHuto ¢ 2,5% Ha QoHe
MOHOTEPAITUH MMUOTJIUTa30HOM).

Hapywenus memabonuzma u numanus

Yacto VBenuueHue Macchl Tena
Heuacto I'unormukemust
Hapywenus co cmoponwl nepsHoti cucmembvi

Heuacto I"onoBHast 60JIb, aCTCHUS
Hapywenus co cmoponwt cocyoos

Yacro [lepudepryeckue oTeku

[Ipu npuMeHEeHUN BUIIATAUNTHHA B 103e S0 Mr 2 pa3a B CYTKM B KOMOWHAIIMK C UHCYJIUHOM (C
MeTGOPMUHOM MM 6€3 HEro)

[Ipu npuMeHeHnn npenapaTa B KOMOMHAIIUYI ¢ HHCYJIMHOM (B KOMOMHALIUU C MET(POPMHUHOM UIIH
6e3 MerdopMHHA) YacTOTa OTMEHBI TEpaluU BCICACTBHUE PA3BUTHS HEXKENATEIbHBIX PEaKIni
obuta paBHa 0,3%, B rpymnme Tepanuu BHIAANIMOTHHOM, B TPYIIE IU1anedo ciaydaeB OTMEHBI
Tepanuu He OBLIO.

[Ipu npuMeHeHnH npenapaTa B KOMOMHAIIUY ¢ HHCYJIMHOM (B KOMOMHALIUU C MET(POPMHUHOM HIIH
6e3 MeTgopMHUHa) HE OTMEYAIOCh YBEIMUCHHS PHCKA Pa3BUTHUS THIOTJIMKEMUH 110 CPAaBHEHUIO C
KoMOuHarmel miane6o + uncynut (14% B rpynme Buigarnuntusa u 16,4% B rpyne miane6o).
VY 2 manmeHToB B Tpynne BWIAATIUNTHHA M y 6 MAlMeHTOB B TpyHIe Ianedo pa3BHUIACh
THITOTIIMKEMHUS TSKETION CTETICHH.

Ha MOMeHT 3aBeplueHHs MCCIEAOBAHUS INpernapaT HE OKa3bIBAI BIUSHHSA HA CPEIHIOID Maccy
Tesa (Macca Tena yBenuuuiaach Ha +0,6 KT 0 CpaBHEHUIO C UCXOAHOM B rpyMIie BUIATIUITHHA,
a B TpyIIe mianedo ocTaiach HEM3MEHHOM ).

Hapywenus memabonuzma u numarnus

Yacro I'unornukemust

Hapywenus co cmopoHbl HepsHOU cucmembl

YacTto I'onoBHast 6016, 03HOO
JKenyoouno-kuuieynvle Hapyuienus

Yacto TomHoTa, racTpold3odareanbHbI pedIIOKC
Heuacrto Hunapes, mereopusm

[Tpu nprMeHeHUU BUAAMIUITHHA B 03¢ 50 Mr /1Ba pa3a B ICHb B KOMOMHAIIMY C TpenaparaMu
CYJIb()OHMIMOYEBHUHBI U METHOPMHHOM

Crny4yaeB OTMEHBI Tpemapara, cBs3aHHbIX ¢ HP B rpymnme koMOWHHMpOBaHHOW Tepanuu
BUJIATJIMIITUHOM, METGOPMHUHOM U TIUMENUPUIOM, OTMEYeHO He Opuio. B rpymme
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KOMOWHUPOBAHHOM Tepanuu I1ianedo, Merd DMI/IHOl\’.In QI:FE&%BJEAM:W;C'TE%' :;)I:r'i{’f'mm

npemnapara, cBa3anHoi ¢ HP, cocrasuna 0,6%.

['unornukemMus orMmedanach 4acto B obOeux rpymnmax (5,1% B rpynme KOMOMHMpPOBaHHOMN
TEpanuy BWIAAMIMOTHHOM, MeETGOPMHHOM M rmMmenupuaom u  1,9% B rpynme
KOMOWHHUPOBAHHOW Tepanmuu T1uianebo, MeTGopMHHOM © TIMMenupuaom). B rpymrme
BIJIJIATJIMIITHHA OTMEUYEH OJIMH 3IU30/1 THIIOTIMKEMHUHU TSHKEIOH CTENEeHH.

Ha MomeHT 3aBepiiieHus nccie0BaHus 3HAUMMOr0 BIUSHUSL HA Maccy Tejia BBISIBJICHO He ObLIO
(+0,6 xr B rpymnmne BuigarauntuHa u -0,1 kr B rpynmne mianeo).

Hapywenus memabonruzma u numanus
Yacrto T'unornmukemus

Hapywenus co cmoponul HepsHoti cucmembi
Yacro ['0JI0BOKpYKEHUE , TPEMOD

Kenyoouno-kuuieunvie HapyuieHus
Heuacto 3anop

Hapywenus co cmoponvl Kodtcu u noOOKONCHbIX MKAHeLl
Yacro [Munepruapos

Obwue Hapywenus u peakyuu 8 mecme 68e0eHUs.
Yacrto Acrtenus

IocTperucTpaioHHbIE UCCIIEIOBAHUS

Bo BpeMmsi mpoBeneHHs MOCTPErHCTPAMOHHBIX HCCIECJOBAHWN OBUTH BBISBICHBI CIEAYIOIINE
no0OYHbIE peakUuu (TOCKOJIBKY COOOLICHHUS TOJIy4eHbl B JIOOPOBOJILHOM TOPSJIKE OT
HOMYJISIAY HEOTIPEETICHHOTO Pa3Mepa, IOCTOBEPHO ONPENEINTh YacTOTy pa3BUTHUS JaHHBIX HP
HE TIPEACTABISICTCS BO3MOXHBIM, B CBSI3U C YeM OHM KJIACCH(HUIMPOBAHBI KaK «4acToTa
HEH3BECTHAY).

Kenyoouno-xkuweunvie napyuienus: 4acToTa HEU3BECTHA — TAHKPEATUT.

Hapywenus co cmoponvl neueHu u iHcenuesvbl8o0Awux nymelii: 4acToTa HEM3BECTHA — I'eMIAaTHT
(pa3pelMBIIUIICS CaMOCTOATENBHO IMOCIEe OTMEHBI JIEKAPCTBEHHOTO MpernapaTa), MOBBIIICHUE
aKTHBHOCTH «IICUYCHOYHBIX» (DEPMEHTOB (pa3peluBIIeecs CaMOCTOSTEIbHO IOCIE OTMEHBI
JIEKapCTBEHHOTO Mpernapara), XOJIeUCTHT.

Hapywenua co cmopouvl MblueyHOU, CKelemHOU U COeOUHUMENbHOU MKAHU: YacToTa
HEM3BECTHA — MUAJITHSL.

Hapywenusa co cmopoHvl Kodcu U NOOKONMCHBIX MKAHell: 9acTOTa HEW3BECTHA — KPAIMBHUIIA,
9KC(POIMATUBHOE U OyIIe3HOE MOPAXKEHHUS KOXKHU, BKIIOYas OyJUIe3HbIH meM(urons, KOXKHBIHN
BAaCKYJIUT.

CooOu1eHne 0 MoJ103peBAEMbIX HEXKEIATEIbHbBIX PEaKIUIX

BaxxHo cooOmarh 0 TOM03PEBAEMBIX HEXKENIATEIbHBIX PEAKIUAX TIOCIEe PETUCTPAIUH
JIEKapCTBEHHOI'0 Tperapara ¢ 1efbio 00ecredeHns] HeMPEephIBHOTO MOHUTOPUHTA COOTHOIICHUS
«TOJbh3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeTuIuHCKUM pa0OTHUKAM PEKOMEHIYeTCs
coo01aTe O JIIOOBIX MOJ03pPEBAEMbIX HEXKeNaTeIbHBIX PEeaKIUsAX JIEKapCTBEHHOIO Ipernapara
4yepe3 HAlMOHAIBHBIE CHCTEMbI COOOIIEHHS O HEXENATEIbHBIX PEaKIUIX rOCYJapCTB — YJICHOB
EBpa3zuiickoro 5KOHOMUYECKOTO COK03a.

Poccniickas @enepanvs

®denepanbHas cinyx0a 1Mo Haa30py B chepe 31paBoOXpaHEHUS

Anpec: 109012, r. Mocksa, CriaBstHCKast miiomaip, 1. 4, ctp. 1

Tenedon: +7 800 550-99-03

E-mail: pharm@roszdravnadzor.gov.ru

Caiit: https://www.roszdravnadzor.gov.ru/

PecniyOnnka Apmenust
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«lIeHTp AKCHEPTU3BI JTEKAPCTB U METUIIMHCKUX eXHono'rJI]Il?r;;" }% BATEINBHOCTS 0004)

Anpec: 0051, r. EpeBan, np. Komuraca 49/5
Tenedonsr: (+374 10) 20-05-05, (+374 96) 22-05-05
e-mail: vigilance@pharm.am

Caiit: http://pharm.am/

Pecny6onmka benapychb

VII «LIeHTp 3KCIIEpTU3 U UCIIBITAHUH B 3(PaBOOXPAHEHUN»
Anpec: 220037, r. Munck, ToBapumieckuii niep., 2a
Tenedon: +375 (17) 242-00-29

®axc: +375 (17) 242-00-29

e-mail: rcpl@rceth.by

Caiit: https//www.rceth.by/

Pecny6onuka Kazaxcran

PI'TI na [IXB «HaunoHanbHBIA LEHTP 3KCIEPTU3bI JIEKAPCTBEHHBIX CPEACTB U MEAULMHCKUX
m3nenuit» Komurera wmemumuHCKOro #  ¢apMarieBTUYECKOro KOHTPOJs MuUHHCTEpCTBa
3npaBooxpaneHust Pecnyomuku Kazaxcran

Anpec: 010000, r. Actana, paiion baitkonslp, yi. A. UmanoBa, 13

Tenedon: +7 (7172) 235 135

e-mail: farm@dari.kz

Caiit: https://www.ndda.kz/

Keiprezckas Pecniy6inka

JlemapraMeHT  JIGKapCTBEHHBIX CPEACTB M MEAMIMHCKUX  M31eaud  MuHucTepcTBa
3npaBooxpaneHust Kelpreizckoit PecriyOmmiku

Anpec: 720044, r. bumikek, yi. 3-a JIuaus, 25

Tenedon: 0800 800 26 26

e-mail: dlomt@pharm.kg

Caiit: http://www.pharm.kg/

4.9. Ilepeno3upoBka

CumMnOTOMBI

BunparnunTiH X0poIIo MepeHoCUTCs pU MPUMEHEHUH B J103¢€ 10 200 Mr/cyT.

[Tpu npumenennn nipenapara B g03¢ 400 Mr/cyT MokeT HaOJIIOAaThCSl 00JIb B MBIIIIAX, PEIKO —
JeTKHEe ¥ TPaH3UTOPHBIE NApPECTe3MM, JMXOPAaKa, OTEKM M TPAH3UTOPHOE IOBBIIICHHE
aktTuBHOCTH Jmma3bl (Beimie BI'H B 2 pasa). [lpu yBenmdyeHuM 10361 BWIIIATIMOTHHA [0
600 Mr/cyT BO3MOKHO pa3BUTHE OTEKOB KOHEUHOCTEH, CONMPOBOMIAIOLIMXCS MApecTe3usIMU U
MOBBIIICHHEM AaKTUBHOCTH KpeaTuH(ocdokuHaspl, C-peakTHBHOro Oeiaka W MHOTJIOOWHA,
aktuBHOCTH ACT. Bce cuMnTombl nmepefo3UpOBKH U M3MEHEHHUs JIAOOPaTOPHBIX IMOKa3aTese
oOpaTtuMbl TIocje peKpalleHrs MPUMEHEHUS [TpernapaTa.

Jleuenue

BriBenenune npemnapara u3 opraHu3Ma ¢ IMOMOIIBIO JHAN3a MaloBepOsITHO. OJHAKO OCHOBHOM
ruapoau3Hbii Metabonut Bugarauntuaa (LAY 151) MoxkeT ObITh yiajieH U3 opraHu3Ma myTeM
reMOIualn3a.

5. DPAPMAKOJIOTMTYECKHUE CBOVCTBA

5.1. ®apmakoauHaAMHYeCKHe CBOHCTBA

dapMakoTepanieBTUYeCKass ~ TPyIMa: CPeAcTBAa s JIGYCHHsS]  caxapHOro  Jauadera;
TUTIOTJIMKEMUYECKUE CPEACTBA, KPOME WHCYJIMHOB; HHTUOWUTOPHI JTUTICHTHIMINCITHAA3bI-4

(ALI-4).
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MexaHu3M J1eHCTBUS

BunparnuntuH, — npeacTaBuTENh  Kjacca  CTHUMYJSITOPOB — OCTPOBKOBOTO  ammapara
MOJDKEIYAOYHOM ~ JKelle3bl,  SIBISETCS  MOIIHBIM M CEJEKTUBHBIM  HMHTHOUTOPOM
munentuauinentuaasbi-4 (JAI111-4), ynydmatomnum rimKeMrudeckuii KOHTpoiib. UHrnbupoBanme
BungarmuntuaoM JIII1-4 mpuBoauT K yBenudeHUIo 0a3albHOTO W TMOCTHPAHIUAIBLHOTO
OH/IOTEHHOTO YPOBHS HMHKPETHHOBBIX ropMoHOB [TIII-1 (rmroxaroHomonoOHbNA menTua 1) u
[UIT (rar0K0303aBUCUMBIA HWHCYJTUHOTPOITHBIN IMTOTUTIECTITHL).

PapmakoanHamuyeckue 3G HeKThl

[Ipn npumenenun BuiparauntuHa B Ao03e 50-100 Mr B cyTKHM Yy HalMEHTOB C CaXxapHbIM
nuaberom 2 tuma (CJ] 2 tuma) oTMewaeTcsi yinydiieHHe (YHKIUUA B-KIETOK MOKETyI0YHOM
xkene3pl. CTemeHp ynydineHus (QYHKIUU [(-KIETOK 3aBUCUT OT CTENEHU HUX HCXOIHOTO
noBpexxaeHus; Tak y aui 6e3 CJ] 2 tuma (¢ HOpMaabHON KOHIICHTPAIMEH TIIOKO3bI B TLIa3Me
KpOBHU) BWIJAMIUOTUH HE CTUMYJHPYET CEKPELUUI0 MHCYJIMHA U HE CHMXKAET KOHIEHTPAIUIO
TJTFOKO3BI.

IloBrmmas KOHLIEHTPALIUIO SHIOTSHHOTO T'TII-1, BUJIJATIMITUH YBEIUYNBACT
YYBCTBUTEJIBHOCTb O-KJIETOK K TJIIOKO3€, YTO MPUBOAMUT K YIYUIICHHIO TJIIOKO303aBUCUMOM
peryJisiliuK CEeKpelru Tiokarona. CHUKeHUE OBBIIIEHHON KOHIEHTPAIUU TJIFOKaroHa BO BpeMst
€/lbl, B CBOIO OY€pe/ib, BHI3HIBAET YMEHBIICHHE NHCYINHOPE3UCTEHTHOCTH.

YBenuueHrne COOTHOIICHHS] WHCYJIWH/TIIIOKAaroH Ha (OHE THIEPTIUKEMUU, OO0YCIOBIECHHOE
noBbilieHneM KoHneHTpanuu ['TIII-1 u ['MII, BeI3pIBaeT yMEHBbIIEHHE MPOIYKIMU TJIFOKO3bI
MEYEHBIO KaK BO BpeMs, TaK U MOCIE MpueMa MUILH, YTO TPUBOJAUT K CHIXKEHHUIO KOHIICHTPALUU
[JIIOKO3bI B IJIa3Me KPOBH.

Kpome Toro, Ha ¢oHE TpUMEHEHHs BWIJATIUNTHHA OTMEUYACTCS CHIDKCHHE KOHIICHTPAIMH
JUNUIOB B IUIa3ME€ KPOBU TMOCHE TMpHUeMa MUK, OJHAKO 3TOT 3(QeKT He CBs3aH C €ro
neiicteuem Ha [THI-1 wmm TUIl wu  ynydmeHuweMm (QyHKIMH OCTPOBKOBBIX — KIIETOK
MOJIKETY IOYHOM KEJE3bl.

M3BectHo, uTo moBbineHHe KoHueHTpauuu [TII-1 wMoxker npuBOAUTH K 3aMeNJICHUIO
OTIOPOXKHEHUS JKEITy/IKa, OJHAKO Ha (DOHE MPUMEHEHHS BUJIIATIUNTHHA MoJ00H0TO 3 (deKTa He
HalOIro1aeTCsl.

[Ipn npumenennun BwigarauntuHa y 5795 nmamuwentoB ¢ CJl 2 thuna B TeyeHue 52 Henenb B
MOHOTEpANUA WU B KOMOWHAIMU C MET(HOPMHHOM, MPOU3BOJHBIMU CYJIb(OHUIMOUYEBUHBI,
TUA30JIMIUHANOHOM, WJIM HWHCYJIMHOM OTMEYAJIOCh JOCTOBEPHOE IJIUTENbHOE CHUXEHHE
KOHIIEHTPAIIUU TTUKUPOBaHHOTO TeMornobnHa (HbA 1¢) u rmoko3sl KpOBH HATOIIAK.

[Tpu npuMeHeHUN KOMOMHALIMY BUJIAATIMIITHHA U MEeT(HOPMUHA B KaUeCTBE HayaJIbHOM Tepanuu
y nauueHtoB ¢ CJI 2 Tuma B TeueHue 24 Henenb OTMEYAIOCh J10303aBUCUMOE CHUKEHHE
koHIeHTpaniui HbAlc B cpaBHeHMM ¢ MOHOTepanmued MaHHBIMU mpemapatamu. Ciydau
Pa3BHUTHS TUTIOTJIMKEMHH ObLTH MUHHUMAIILHBI B 00CUX TPYIINAX TePaIUH.

[Ipn npumeHenuun BuigaraunTuHa B 103e 50 mMr 1 pa3 B CyTKM B TedeHUE 6 MECSIEB Yy
narmenToB ¢ CJ[ 2 tunma c¢ HapymenueM ¢ynkumunm mouek cpenneit (CK®  >30,
<50 ma/mun/1,73 M?) nmu Tsokenoit (CK® <30 ma/mmu/1,73 M%) cremeHM OTMeYanoch
KIIMHUYECKH 3HAUMMOE CHIDKeHUE KoHIeHTparuu HbAlc mo cpaBHeHUIO ¢ mianeoo.

[Ipn mpuMeHeHun BuimarmunTHHA B jgo3e 50 Mr 2 paza B CyTkM B KoMOWHamuu c/0e3
metdopmuHa U uHCyauHA (cpennss no3a 41 EJl/cyT) ObUIO MpOIEMOHCTPUPOBAHO CHIKEHHE
nokazatenst HbAlc nHa 0,77% oT umcxomHoro cpemaHero 3HaudeHus 8,8% CO CTaTUCTHYECKH
JOCTOBEPHOM pazHuiel ¢ rranedo 0,72%. YacToTa TMNOTIMKEeMHUH B TPYMIE BUIJArIUITHHA
CpaBHMMA C TaKOBOM B rpymiie miane6o. [Ipu npumenennn BuarmunTiHa B 103e¢ S0 mMr 2 pasa
B CyTKM B KoMOuHaImu ¢ merdpopmuHoM (>1500 mr/cyt) u rimumenupuaom (=4 mr/cyT) ObLIO
MOKa3aHO CTAaTUCTHYECKH 3HaunMMmoe cHikeHue ypoBHa HbAlc na 0,76% ot ucxomHoro
cpenHero 3HauyeHus 8,8%.
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5.2. ®apmakokuHeTHYeCKHe CBOIICTBA

AbGcopbuus

[Ipn mpueme BHYTph HATOIIAK BWJIATJIMITAH OBICTPO BCACHIBACTCS, & €r0 MaKCHUMallbHasi
KOHIIeHTpanus B 1ia3Me KpoBU (Cmax) mocTturaercs udepe3 1,75 waca mocne mpuema. [lpu
OIHOBPEMEHHOM TpUeMe C TMHIIEH CKOpOCTh a0copOnMM BHIAATIHMIITHHA CHIXKAETCS
HE3HAUYUTENbHO: OTMeYaeTcsl yMeHbIIeHUE Cmax HA 19% 1 yBennueHne BpeMEHU €€ TOCTUKEHUS
1o 2,5 gacoB. OHaKO MpUeM MHINK HE OKA3bIBACT BIUSHUS HA CTENEHb aOCOPOIMU | TUIOIIAlb
o1 KpuBOM «koHIeHTparus-speMs» (AUC).

BungarnmuntiH ObICTPO BCAChIBAETCA,  €ro a0COMIOTHASI OMOIOCTYITHOCTD MOCIIE TIpUeMa BHYTPb
coctaBisieT 85%. Cmax 1 AUC B TepaneBTHUECKOM JAMana3oHe 03 YBEIWYUBAIOTCS IMPUMEPHO
MPONOPIUOHAIBHO J03€.

Pacnipenenenue

CremneHb CBSI3bIBaHMS BIIIATIIUIITHHA C O€ITKaMu I1a3Mbl KpoBu Hu3Kas (9,3%). Bunmparmuntux
pacmpenensercs paBHOMEPHO MEXIy IUIa3MOM KpoBUM M spurpouutamu. Pacmpenenenue
BUJIIATJIMIITAHA POUCXOIUT, IPEIMOIOKUTEIHHO, SKCTPABACKYIIPHO, 00BEM pacIipeieiIcHIs B
PaBHOBECHOM COCTOSTHUH TIOCJIE BHYTPUBEHHOTO BBeAeHU (Vss) cocTaBmsier 71 1.
Buotpancdopmarys

OCHOBHBIM ITyTEM BBIBEICHUS BUWJIJATJMITHHA sBIsETCS OuoTpaHcopmaius. B opranuzme
yenoBeka 69% 103wl mpemnapara noxasepraerca Ouorpanchopmar. OCHOBHOM MeTabONUT —
LAY151 (57% no3bl) papMakoaoruuecky HEaKTUBEH U SBISETCS MPOAYKTOM T'HAPOJIN3a IHaHO-
koMroHeHTa. Okoso 4% 103kl npenapaTa NoABEPraloTCs AMUIHOMY THAPOIIU3Y.

B noxnmHHUYECKHX HCCIIEIOBAHUAX OTMeuaeTcs nonoxutenbHoe BiusHue [I111-4 va rugponus
BUJIATNIMIITAHA. Bunmarmuntun metabonmsupyercss 0e3 ydactus HM30(epMEHTOB ILUTOXpPOMaA
P450. Bunparmuntun He sBisercs cyoctpatom uzopepmentoB P450 (CYP), ne unrubupyer u
HE UHAYLUpYyeT u3opepMeHTsl nutoxpoma P450.

DJIMMUHALMS

[locne nmpuema mnpenapara BHYTpb OK0JIO 85% 103bl BBIBOAMTCS NoukamMu U 15% — uepes
kumeyHuk. [lodeuHass sKCKpenus HEM3MEHEHHOIro BWiAarjiunTuHa coctaBisgeT 23%. Ilpu
BHYTPUBEHHOM BBEJCHHHM CPEIHUN TEpPHOJ] TOTYBBIBEJCHHUS JOCTHUTaeT 2 4YacoB, OOIIUi
MJIa3MEHHBIA KIIMPEHC W TIOYEUYHBIN KIWPEHC BWIAATIMNTHHA COCTaBisitoT 41 /4 u 13 /4
cootBercTBeHHO. [lepmon momyssiBenenust (Ti2) mocie mnpueMa BHYTPh COCTaBISET OKOJIO
3 4acoB HE3aBUCHUMO OT JO3bI.

DapMaKOKHHETHKA B OCOOBIX CITyJasix

Tayuenmul noscunoeo eospacma (65 rem u cmapuie)

VY 310pOBBIX MOKHUIBIX TrOeH (>70 ner) obmiee Bo3aeiicTeue BunarauntiuHa (100 Mr ogun pas
B CyTKHM) YyBenuuuBasiocb Ha 32 %, mpu 3TOM MHUKOBasg KOHLEHTpalUs B IUIa3Me€ KpPOBU
yBenu4uBaiach Ha 18 % mo cpaBHEHHMIO C MOJIOJBIMU 310poBbIMH TI01bMU (18-40 net). Tem He
MEHEe JTH H3MEHEHUsS HE CUMTAIOTCS KIWHWUYECKH 3HauuMbiMU. WuruOupomanue JII111-4
BWJIJJATJIMIITUHOM HE 3aBHCHUT OT BO3pacTa IMalMeHTa B Mpejenax HCCIETOBAHHBIX BO3PACTHBIX
rpymim.

Ileuenounas neoocmamounocmo

VY nanueHToB ¢ HapynieHHeM (YHKIMH TEUEHHW JIETKOW W CpelHeW cremeHed TsokecTu (6-9
6amioB mo mkane Yainna-IIpio) mocie OAHOKPAaTHOTO NPUMEHEHHUs Ipernapara OTMedaeTcs
CHIDKeHHEe OmomoctynmHocTH BuimarmunTuHa Ha 20% u 8% cOOTBETCTBEHHO. Y TAIMEHTOB C
HapylmeHneM (QYHKIMU TedeHdu Tspkenoil cremenu (10-12 GamnoB mo mkane Yaitng-I1sro)
OMOIOCTYMTHOCTh BWJIIATJIMNTHHA TOBBIMAETCS Ha 22%. YBeIWYCHHE WIM YMCHBIICHHUE
MaKCHMaJbHOW OHOJOCTYIMTHOCTH BWJAATIHITHAHA, He mnpesBbimatomee 30%, He sBisercs
KJIMHUYECKH 3HaYMMbIM. Koppemsiuu Mex1y CTeneHblo TSXKECTH HapyIIeHUH (QYHKIMY TeUYeHU
¥ OMOJOCTYIMHOCTBIO TIperapara He BhISIBICHO.

lloueunas nedocmamounocms
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VYV manueHToB ¢ HapymieHueM (DYHKIIUU TIOYeK| nerKoﬁ,': QE%&EE&P%&“BE&E@% Ic eﬁérlli:pllj'%UC

BIWJIJIATJIMIITHHA YBEJIMYMBAIACh IO CPABHEHUIO CO 370POBBIMU JoOpoBoibiiamu B 1,4, 1,7 u 2
paza coorBerctBeHHO. AUC merabonmuta LAY 151 yBenmumBamace B 1,6, 3,2, u 7,3 pasa, a
merabonuta BQS867 — B 1,4, 2,7, u 7,3 pa3a y MauueHTOB C HapylIleHUEM (DyHKIUH MOYEK
JIETKOW, CPEIHEN U TSKEIOM CTeneHEel COOTBETCTBEHHO. OrpaHUYEHHbIE JAHHBIE Y MAIIMEHTOB C
TEPMUHAILHON cTanueil xponuueckoi 6ose3nu moyek (XbII) yka3piBaioT Ha TO, YTO NOKA3aTEIH
JAHHOM TpyNIBbl CXOKU C TAaKOBBIMU Yy IMAIMEHTOB C HapylIeHUEM (DYHKLUHU MOYEK TSKEIOH
crenienu. Konnentpauus merabonuta LAY 151 y mamuentoB ¢ tepmuHanbHoOW ctanueil XBII
yBeJIMUMBaIach B 2-3 pasza MO CPaBHEHUIO C KOHIEHTpALMEl y MalMeHTOB C HapyLICHHEM
(YHKLINHU TOYEK TSHKETION CTETeHH.

[lpy npumeHeHMum mpenapaTa y MAUEHTOB C HapylleHMEM (QYHKIUM IOYEK MOXKET
noTpeOOBATHCS KOPPEKLHUS JO3bI.

BeiBenieHne BuigariaMnTuHa Ipyu reMouann3e orpaHudyeHo (depes 4 yaca rnocie 0JHOKPaTHOrO
npreMa coctapisieT 3% Mpu ATUTENBHOCTH MPOLEAYPhI Oomnee 3-4 gacoB).

Hemu

dapMakOKHHETHYECKHE 0COOEHHOCTH BIJIAATIIMIITHHA y IeTel U OJPOCTKOB Mutajie 18 et He
YCTaHOBJICHBI.

6. ®PAPMALEBTUYECKUE CBOMCTBA
6.1. IlepeyeHb BcoMOraTeJbHBIX BellleCTB
JlakT03BI MOHOTHApPAT

[emmtono3a MUKPOKpUCTAILTHYECKAs

Hatpus kpaxmanraukomsT (tum A)

Marnus creapat

6.2. HecoBMecTHMOCTD
He npumenumo.

6.3. Cpoxk rogHocru (CpoK XpaHeHHU)
2,5 rona.

6.4. OcoOble Mepbl NPeIOCTOPOKHOCTH NPH XPAHEHUH
ITpu Temnepatype He Boite 25 °C.

6.5. Xapaxrep M coaepkaHue NEPBUYHON YIIAKOBKH

[To 7 unu 14 TabneTok B KOHTYPHYIO SYEHKOBYIO YIIaKOBKY U3 (DOJIBI'M aTFOMHUHHUEBOM IeYaTHOM
JAaKUPOBAaHHOW W  (QOJBIU  ATIOMHHHEBOH, JIAMUHHPOBAHHOW TMOJMBUHWIXJIOPUIHON |
MOJIMaMUTHOW TVIEHKOM.

[To 4 wnm 8 KOHTYpPHBIX SYCHKOBBIX YIMAKOBOK MO 7 TaOJETOK WM 1O 2 WiM 4 KOHTYPHBIX
STYEHKOBBIX YITAKOBOK 1O 14 Ta0iIeToOK BMECTE C TUCTKOM-BKJIQIBIINIEM B TIAYKy U3 KapTOHA.

6.6. OcoOble Mepbl MNPEJOCTOPOKHOCTH TNPH YHUYTOKEHHH HCHOJIb30BAHHOTO
JIeKAapCTBEHHOr0 Tpenapara WJIH OTX0A0B, MOJYYEHHBIX TMOCJe TPUMeHEeHHs
JIEKAPCTBEHHOT0 MpenapaTa u Jpyrue MAaHUMyJISIIIUN C PenapaTomM

Het 0co0bIx TpeOOBaHM K yTHIIM3AIUH.

7. JEPXATEJIb PETUCTPAIHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanvs

AO «Hwmxdapm»

603105, r. Huwxnauit Hosropon, yn. Canranckas, 1. 7

Ten.: (831) 278-80-88

E-mail: med@nizhpharm.ru
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7.1. IlpencraBurte/ib [epxaTesii PErucTPaAlMOHHOIO YJIOCTOBEPEHUS] HA TEPPUTOPHUU
Corsa

[Iperens3uu noTpeOuTeNel HAIPABIATE MO ATPECY:

Poccuiickaa ®@eoepayus, Pecnyoiuxa Apmenus, Pecnyonuxa benapyco

AO «Hwmxdapm», Poccus

603105, r. Huwxuuit Hosropogn, yin. Canranckas, a. 7

Temn.: (831) 278-80-88

e-mail: med@nizhpharm.ru

Pecnyonuxa Kazaxcman

TOO «STADA Kazakhstany», Pecrry0nnka Kazaxcran
050011, r. Anmatsr, pocniekt Cyron6asi, 1om 258 B
tein.: (727) 2222-100

e-mail: almaty@stada.kz

Keoipevizckas Pecnybauka
OcOO «IlItana Keipreizcrany, Keipreizckas Pecryonmka
720005, r. bumkek, yin. Urembepauesa 1a, BI] "ABpopa", odpuc 604

8. HOMEP PET'HCTPAIMOHHOI'O YTOCTOBEPEHUAA

9. JTATA TEPBUYHOM PETUCTPAIIMU (ITOJATBEPKJIEHUSA PETUCTPAIINH,
MNEPEPETUCTPALIUN)
JlaTa nepBoii peructpanumu:

10. JATA IEPECMOTPA TEKCTA

OOmast  xapakTepUCTHKa JICKQpPCTBEHHOTO Iperapara BuwigariaunTdH — JOCTyIHA  Ha
uH(OPMAIIMOHHOM TMopTane EBpa3suiickoro SKOHOMHYECKOTO CO03a B HH(DOPMAIMOHHO-
KOMMYHUKaImoHHou cetu «uTepHeT» https://eec.eaeunion.org
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