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OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOGFOTIPERAPATA 1002

1. HAUMEHOBAHME JIEKAPCTBEHHOTI' O IIPEITAPATA

Bungarnuntun-®II, 50 Mr, TabneTkn

2. KAYECTBEHHBIN Y KOJJMYECTBEHHBIA COCTAB

Kaxnas tabnetka copepkut 50 Mr BUIAArauITHHA.

BcniomorarenbHbie BCIIIECTBA, HaJIN4Ye KOTOPBIX Hago0 YUUTHIBATDH B COCTaBEC
JIEKapCTBEHHOTO IIpemnapara: jakrosa (cM. pasaen 4.4).

[TonHbIi epedeHs BCIIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnaene 6.1.

3. JJEKAPCTBEHHAS ®OPMA

TabneTku.

Kpyrible MIOCKOUMIMHIPUYECKHE TaOJMeTKH O€JIoro WM MouTH OeJoro IBera ¢
KpecTooOpa3HoOM prcKoi 1 (hackoii.

Jlunus pasnoma (pucka) mpeAHa3HaueHa JIMIIb JUIS pa3liaMbIBaHUS C IEIbI0 OOJIeTYeHUs

[IporjiaTblBaHuA, a HC IJIA Pa3ACJICHHA Ha paBHBIC J1O3bI.

4. KIMHUYECKUE JAHHBIE

4.1. IToxka3aHusi K NPUMEHEHUIO

JlexapcTBennsili mpenapar BunparmuntuH-PII mokazaH K NPUMEHEHUIO y B3pOCIBIX B
Bo3pacte oT 18 ner nns nedeHus caxapHoro auadera 2 Tuna (B COYETAHUU C TUETOTepanuei
U QU3NYECKUMU YIIPa)KHEHUSIMU):

* B KayecTBe MOHOTEpamuM B ciydae HEd(PPEKTUBHOCTH IUETOTEpanuH M (U3UUYECKUX
yIpaXHEHUH y TMalMeHTOB C HaJU4YMeM I[POTHBOINOKAa3aHUH K TNPUMEHEHHUIO/
HENEePEeHOCUMOCTH METGOpPMHUHA UITU B cilydae Hed(PPEKTUBHOCTH MET(HOPMHUHA;

* B KOMOMHAIMK ¢ METGOPMUHOM B KauecTBE HAaYaJIbHOM MEIMKAMEHTO3HOHN Tepanuu Mpu
HEI0CTaTOYHOH 3(PPEeKTUBHOCTU AUETOTEPANTUH U (PUZUUECKUX YIIPAKHEHUIA;

* B COCTaBE€ JBYXKOMIIOHEHTHOM KOMOMHHUPOBAaHHOM Tepamuu: € METGOPMHUHOM HIIH
TUA30JIMIUHANOHOM, WJIM C MHCYJIMHOM B ciy4dae HedI((EKTHBHOCTU [HETOTEpamnui,
bu3nYeCKUX YIpaKHEHUI 1 MOHOTEpauy STUMH NpenapaTamMu;

* B COCTaB€ JIBYXKOMIIOHEHTHOH KOMOMHUPOBAaHHOM Tepamuud C MPOU3BOJHBIMHU
CyIb(OHUIMOUEBUHBl Y TAIlMEHTOB C HEJIOCTAaTOYHBIM KOHTPOJEM TIJHKEMHM Ha (hoHe
MaKCHUMAaJIbHO MEPEHOCUMOM J103bl MPOU3BOAHOIO CYIb()POHWIMOUEBUHBI WIM NPU HAINYUU

MPOTUBOMNOKA3aHUI K MPUMEHEHUIO/ HEMEePEHOCUMOCTH MET(HOPMHHA;
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* B COCTaBe TPOWHOM KOMOMHHPOBAaHHO Tepal'lf/yll;l:;'WE&L&%QI%JL@EE@IZH;)EE?:%OHPH)IMH

CyIb(OHMUIMOUYEBUHBl U MET(HOPMHUHOM, Yy TIALMUEHTOB, paHee IMOJyYaBIIUX TEPAIHIO
OPOM3BOJHBIMU  CYNb()OHHIMOYEBHHBI M MeTGOopMHHOM Ha (oHEe JueTroTepanuud |
(Gu3HYECKUX YIPaKHEHUH U HE JOCTUTIINX aJ€KBaTHOTO KOHTPOJIS TJIMKEMUH;

* B COCTaBe TPOHHOM KOMOMHHMPOBAaHHOW TEpamuH: B KOMOWHAIMU C HHCYIMHOM H
METGOPMUHOM, Yy TMALMUEHTOB, paHee IOJYYaBIIMX HHCYIUH B CTaOWJIBHOM J03€ H
merpopmuH Ha (oHe aueroTepanuu U (PUIMUECKUX YINPAKHEHHH, M HE JOCTHUTIINX

AZICKBATHOI'O KOHTPOJIA INNIMKEMHHU.

4.2. Pe:kuM 103UPOBAaHUS U CIOCO0 MPUMeEHEeHHUSs

PexxuM 103upoBaHus

Jozy npenapata Bunnarnuntun-®I1 cnexyer moadupaTs HHAUBUIYATEHO B 3aBUCUMOCTH OT
3 PEKTUBHOCTH U TIEPEHOCHMOCTH.

Pexomennyemas nosza mnpenapara Bumpmarmuntun-®I1 50 mr 1 wam 2 paza B JeHb.
MakcumanbHasi CyTouHas 103a npenapara coctasisier 100 mr.

Pexomennyemas 1o03a npenapara B MOHOTEPAIIUU WM B COCTaBe KOMOMHUPOBAHHOM Tepanuu
¢ METQOPMUHOM, THAZOJIUIUHANOHOM UJIM UHCYJIUHOM (B KOMOMHAIIMHN ¢ MET(HOPMUHOM HIIN
6e3 mergopmuna), cocrtapiuser S0 mr wiu 100 Mr B CyTKH.

Pexomenayemast no3a npemnapata Bungarnuntun-®I1 B coctaBe 1BOHHON KOMOMHUPOBAaHHOM
Tepanuu ¢ mnpenaparamu cynbGoHWIMOUYeBHHBI cocTaBnseT 50 mr 1 pasz B cyTku yrpom. B
9TOM MOMYNALNU MAUEHTOB P GeKTUBHOCTH npenapata Bunnarnuntun-®IT B noze 100 mr
B CYTKH OblJIa CXOAHOM C TakoBOH B 7103€ 50 MI' B CyTKH.

PexomennoBanHass  nmo3a  npemapara  Bumparmuntue-®II B cocraBe  TpOWHOM
KOMOMHHMPOBAHHOW Tepanuu (BHIJATJIUNTHH + TMPOU3BOAHBIE CYIb()OHWIMOYEBHHBI +
meThopMuH) coctanisier 100 MT B CyTKH.

Ecnu nenu rivkeMuueckoro KOHTPOJIS He JOCTUTHYTHI Ha (pOHE TPUMEHEHHUsT MaKCUMAaJIbHOM
cyrouHo m03el 100 Mr, ciemyeT paccMOTpeTh BO3MOXKHOCTH JO0OABIEHUS K Tepanmuu
npenaparoM Bunpgarnmuntun-®II apyrux rUNOrivMKeMUYECKHX IIpenaparoB, TaKUX, Kak
MeT(HOPMUH, TPOU3BOIHBIE CYITH(OHUIMOUEBUHBI, THA30JIUIUHAUOHBI UM UHCYIUH.

Oco0ble TPVIIILI TAIUEHTOB

Ilayuenmoi ¢ napyuienue ynKyuu novex

VY manmmeHToB ¢ HapylleHHeM (YHKIMU TOYEK JIETKOW CTeneHH (CKOpPOCTh KIyOOUYKOBOM
¢msTpanun (CK®) >60 mu/mun/1,73 M) 1 cpeaneit crenenu ¢ CK® 50-60 mn/mun/1,73 M
He TpeOyeTcst KOPPEeKIUH peXnMa J03UPOBaHUS Ipernapara. Y MaldeHTOB C HapyHIeHHEM

dbyakuun nouek cpeanert crenenu ¢ CK® 30-50 mn/mun/1,73 M’ U TSDKEIIO CTeneHn (CKD
2
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(XbIl) y mnanveHToB, HAXOASIIMXCA HAa TEMOJUANIU3EC WM NPOXOA[IIUX MPOLEAYPY
reMo/inaiusa, mpernapar cielyeT npuMeHsTh B 1o3e 50 mr 1 pa3 B CyTKHU.
Ilayuenmul nodcunoco eospacma
Y manMeHToB MOXHIOrO BO3pacTa He Tpeldyercs KOPPEKLUUU peXuMa J103UPOBAHUA
npenapara Bungarmuntua-®I1.

eTu
DddexkTuBHOCT, M Oe3omacHoCTh npenapara BunmarmuntuH-OII y nereit mo 18 ner He
YCTaHOBJIEHBI. JlaHHBIE OTCYTCTBYIOT.

Cnoco0 npuMeHeHus

[Ipenapar Bunparnmuntus-®I1 npyuHUMaOT BHYTPh HE3aBUCUMO OT IIPUEMA ITULIH.

Jo3y 50 mr/cyt cnenyetr npuHUMaTth 1 pa3 B JeHb yTpoMm, 103y 100 Mr/cyT cneayeT OeinuTh
Ha 2 npuema — 1o 50 Mr yrpom u BeuepoM. B citydae npomycka npuema npenapara cienyer
IOPUHATH MPOMYIICHHYIO 103y Kak MOXHO ckopee. IIpu 3Tom crexyer m3beraTb MpUHSATHS

yIlBOCHHOﬁ J03bI B OJUH JCHb.

4.3. IlpoTUBOMOKA3aAHMS

e [unepuyyBCTBUTENBHOCTh K BWJIJATTUNTHHY WIX K JIOOBIM BCIOMOTAaTE€IbHBIM
BEILIECTBAM, IIEPEYUCIICHHBIM B noapaszzene 6.1.

e bepemenHoCTh, TpyqHOE BCKapMIIMBaHHE (B CBSA3M C HEIOCTATKOM COOTBETCTBYIOIIMX
JTAHHBIX).

e Caxapusiii quabet 1 Tuna.

e OcTpplii WA XPOHUYECKUH MeTaOOIMYecKHid anuao3 (BKIOYas AUa0eTUYECKHid
KeToalnJ103 B COUYETAaHUM C KOMOH wmim Oe3 TakoBoii). [ImabeTrmyeckuil KeToarmmos3
JIOJDKEH KOPPEKTUPOBAaThCA HMHCYIMHOTepanued. JlakraTanmumo3 (B TOM 4YMciIe U B
aHaMHe3e).

e Hapymenus ¢GyHKIUM TI€YCHH, BKJIOYAs IMAIIMEHTOB C TIOBBIIIIEHHON aKTHBHOCTHIO
«IIEYECHOYHBIX» (bepmeHTOB (amaHmHaAMHHOTpaHChEPas3bl (AJIT) WJIN
acnapratamuHoTpancdepasbl (ACT) B 3 u Oonee pa3 BbIllle BEpXHEH T'PaHUIIBI HOPMBI,
(3xBT'H).

o Xponuueckas cepaeuHas HegocrtarouHocTh (XCH) IV dyakmmonansHoro kiacca (PK)
o QyHKIHOHATBHON Kiaccubukammy Hpro-MopKekoil kKapaHOnIorndecKkoil accoruarim
(NYHA) (BBHay OTCYTCTBHSI MaHHBIX KIMHHYCCKMX HCCIICAOBAHUN O NPUMECHEHUH

BUJIIATJIMIITUHA y 9TOW IPYyNIbl NAL[UEHTOB).



COOTBETCTEYET ZKCNEPTHOMY OTYETY
ot 07.11.2024 N= 24557
e Jlerckuii BozpacT a0 18 et (3pheKTUBHOCTH d-%%oﬂ&g' I f'-ﬁ%%ﬁ{'éﬂn}-ﬁ:‘ﬂ%ﬂﬁbam

HE YCTaHOBJICHBI).

4.4. OcoOble yka3aHMsl M1 Mepbl PeI0CTOPOKHOCTH NPH IPUMEHEHUH

[Tpr He0OXOAMMOCTH MHCYIMHOTEPANUU BUIAATUITHH IPUMEHSIOT TOJIBKO B KOMOMHALIUU C
uHCynnHOM. [Ipemapar nmpoTHBONOKA3aH y MalMEHTOB C caxapHbIM auadberoM 1 Tuma uiau
JUISL JICUEHUS AUa0eTHUECKOT0 KETOaIH103a.

Cepreunast HEIOCTATOYHOCTD

[TockoyibKy AaHHBIE O TpUMEHEHUM BuwaarauntuHa y nanueHtoB ¢ XCH III ®K mno
kinaccuukanmn NYHA orpaHuyeHbl ¥ HE MO3BOJIIIOT C/CNIAaTh OKOHYATEIbHBIM BBIBOI,
PEKOMEHIIYETCSI C OCTOPOXKHOCTBIO NPHUMEHSTh BIIJATVIMITUH Yy TAIUEHTOB JAaHHOMN
kareropun. He pekomenayercsi mpumMeHenre Buigariuntuaa y nanuentoB ¢ XCH IV ©K nmo
knaccupukanmu NYHA, BBuAYy OTCYTCTBHSI J@HHBIX KIMHMYECKHUX HCCIEAOBaHUNA O
MPUMEHEHUU BUWJIJATJIUIITUHA Y TAIUEHTOB 3TOU TPYIIIIHI.

Hapymenue d)VHKHI/II/I IIO4YCK

ITockonbKy ONBIT NPUMEHEHUS BUJIJAIVIMNTHHA y TAMEHTOB C TEPMUHAIBHOM CTaaHEH
XbII, HaxomsmMXCs HAa TEMOAMAIM3E WIM MPOXOMSIMIMX NPOLEAYPY TIe€MOAUaIus3a,
OTPaHUYEH, INPENnapar PEKOMEHAYETCS MPUMEHATh C OCTOPOKHOCTBIO y JAHHOW KaTEropuu
MaLlUEHTOB.

HaDVHIeHI/ISI d)VHKIII/II/I IICYCHHU

[Tockonbky B penkuXx ciydasix MpU NPUMEHEHHWH BUJIJArJIUNTHHA OTMEYaOCh MOBBIIICHHE
aKTUBHOCTH aMHUHOTpaHcdepa3 (Kak MpaBwio, 0e3 KIMHUYECKHX MPOSBICHHI), Mepen
INIPUMEHEHUEM BMIAIVIMIITHHA, a TAKXKE€ U PETYJSPHO B XOJA€ NEPBOro roja INPUMEHEHHUS
npenapata (1 pa3 B 3 mecsdia), peKOMEHIYETCS ONpPENesiaTh OMOXMMUYECKHE MOKa3aTesln
¢yHkuu neyeHu. [Ipu BBISBIEHUHM MOBBIINIEHHWS AKTUBHOCTH aMHUHOTpaHcdepas cieayer
IIPOBECTU IIOBTOPHOE HCCIEOBAHME C LENbI0 IOATBEPKACHUS pE3yibTara, a 3aTeM
PETYJISIPHO MPOBOJIUTH ONpeAeieHre OMOXUMHUECKUX MoKa3aTenae (yHKIHUN MEeYeHH A0 UX
HopManu3anuu. Ecnu npessimenne aktuBHOCTH ACT unmu AJIT B 3 unu Gonee pa3 BbllIe
BI'H noarBep:k1eHO MOBTOPHBIM HCCIENOBAaHUEM, IIPENApaT PpEKOMEHIyeTCsl OTMEHUTH. [Ipu
PasBUTHM KENTYXM WIM JPYruX TMPHU3HAKOB HapylIeHUs (QYHKIUU Ie4eHH Ha QoHe
NPUMEHEHNs BWIJAIJIMOTHHA TEPANUI0 IPENaparoM ClelyeT HEMEIJIEHHO INPEKpPaTUTh.
[Toce HOpManu3anuu mokazaresieil PyHKIIMU MeYeH! JICYEHUE MPernapaToM BO30OHOBISThH
HEJb35.

I'unornukemMus
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runornukemMu. CyniecTByeT pPHUCK PpPa3BUTHS TUIOIJIMKEMUU IPH  OJHOBPEMEHHOM
NPUMEHEHUH BWIJATIMITHHA C MperapatamMu CyiabQoHWIMOueBUHBL. [Ipu HEeoOXomumocTi
ClleflyeT pacCMOTPETh BO3MOKHOCTb CHMXKEHHUS J103bl IPENapaToB CYyIb(OHUIMOYEBUHBI C
L€JIb}0 MUHUMU3UPOBATh PUCK PA3BUTHS TUIIONIMKEMUMU.

OcCTpBIii TAaHKPEATUT

[Ipumenenne BUIIJATIUMOTHHA CBSI3aHO C PUCKOM Pa3BUTHUS OCTporo naHkpearurta. Ciemyer
nporuH(GOPMUPOBATH MAIMEHTa O CUMIITOMaX, XapaKTePHBIX JJIsl OCTPOro naHkpeatuta. [lpu
MOJO3PEHUH Ha OCTPBIM MMaHKpeaTUT IMpemapar cieayer OTMeHHTb. He crnemyer
BO300HOBIISITh TEPAIUIO, €CIU OCTPBIM MAHKPEATUT OBUI MOJATBEPXkACH. Y MAalUEHTOB C
OCTPBIM [TAHKPEATUTOM B aHAMHE3€ MPUMEHSATh BUJIATJIMIITHH CIEIYET C OCTOPOKHOCTBIO.

BcnomorarenbHbIe BEIECTBA

HpenapaT COACPKHUT JIAKTO3Y. ITaruentam ¢ PECAKO BCTpC‘IB.I-OH.[GﬁCH HaCHCﬂCTBCHHOﬁ
HCIICPCHOCUMOCTBIO rajakTo3bl, I[C(l)I/IIII/ITOM JIaKTa3bl Ui III0K030-TalIaKTO3HOM

MababCoOpOIMEH He ClIeyeT MPUHNUMATh JTaHHBINA Iperapar.

4.5. B3aumopeiicTBue ¢ JPYrMMH JIEKAPCTBEHHBIMHM NpenaparaMM M Jpyrue BH/IbI
B3aMMO/AEeHCTBUA
Bungarnuntus o61agaeT HU3KUM MOTEHIMAIOM JIEKAPCTBEHHOT'O B3aUMOICHCTBUS.
[TockonbKy BUIAATIUITHH HE sBIseTcs cyocTparoMm ¢epmeHToB nuroxpoma P450 (CYP), a
TaKXe He MHIMOUpPYeT U He UHAYLUPYET 3TH (PepMEHTHI, B3aUMOICHCTBHE BUIIIATIUIITHHA C
JIEKapCTBEHHBIMHU IIperapaTamMH, KOTOpbIE SIBISIOTCS CyOCTpaTaMu, WHTHOMTOpaMU WIH
unaykropamu P450 (CYP), wmanoepostHo. Ilpu oAHOBpEMEHHOM MpPUMEHEHUU
BIWIJIATJIMITUH TakXe HE BIMSAET Ha CKOPOCTh MeTaboju3Ma MpenapaToB, SBISIOLIMXCS
cyoctparamu ¢depmentoB: CYP1A2, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 u
CYP3AA4/5.
Knunnuecku 3Ha4MMOro B3aMOJEHCTBUS BUIJArJIUITHHA C NIpenapaTaMu, Haubojee 4acTo
ucrnonb3dyemMbiMu  1ipu siedeHnn  CJI 2 Tuma  (TIMOEHKIAMHJIOM, THOTJIMTA30HOM,
MEeT(GOPMUHOM) WM OONAJAIOIMMHU Y3KHM TEPareBTHUYECKUM JMaNa30HoOM (aMJIOJUITUHOM,
JTUTOKCUHOM, paMHUIPUIIOM, CAMBAaCTaTUHOM, BaJICapTaHOM, Bap(hapruHOM) HE YCTaHOBJIEHO.
Twazunapl, TNIFOKOKOPTUKOCTEPOUIBI, IMpemnaparbl TOPMOHOB  HIMTOBUIHOM  KEJE3bl,
CUMIIATOMUMETUKHA MOTYT CHWXXaTh I'MIIOIVIMKEMHUYECKOE NEHCTBUE BWJIJArJIUNTHHA, KaK U
JPYTUX MepopaibHBIX NPOTUBOANAOETUYECKHX MPETapaToB.
YacToTta pa3sBUTHS aAHTMOHEBPOTHYECKOTO OTE€Ka Obula BbIIIE NPU  OAHOBPEMEHHOM

NPUMEHEHUN BWIIATJUMOTHHA C MHTMOMTOpPaMM aHTHOTEH3WHIpEBpamiaromero ¢epMeHra
5
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(AIl®D), mpu 3TOoM ObUIA CXOMHOW C TaK(JBOW B RB}';{%ML%}%HEH]S':é_oﬁgﬁi'ﬁgllbme

CIIy4aeB aHIMOHEBPOTHYECKUN OTEK ObUI CpeIHEH CTENEHU TSHKECTH U paspeliaics

CaMOCTOATCIIBHO B XOJA€ NPOJOJLKCHUA TCPAIIUK BUJIAAT TUIITUHOM.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JIAKTALMS

bepemeHHOCTB

JlocTaTOYHBIX JTaHHBIX MO MPUMEHEHUIO BUJIATIIMIITHHA Y OEPEMEHHBIX HET, B CBSI3U C YEM
BWJIATJIMIITUH ~ TPOTHBOIIOKAa3aH BO BpeMsi OepeMeHHOCTH. B JokiIMHHUYecKuX
UCCJIEIOBaHMIX Obljia BBISBICHA PEIPOIYKTHUBHAS TOKCUYHOCTD MIPH MPUMEHEHHH B BHICOKHX
J103aX, TOTCHIIUATBHBIN PUCK ISl 4EIOBEKA HEU3BECTCH.

JlakTanus

BungarnunTuH nOpoTHBONOKa3aH B MEPUOJ TPYJHOTO BCKAPMIIMBAHMS, TOCKOJIBbKY
HEU3BECTHO, POHUKAET JIM BIJIJATIUNTHH B TPYJAHOE MOJIOKO Y YeJIOBEKa.

DdepTUabHOCTD

B nokiaMHMYECKHX HMCCIIEAOBAHUAX IPU MPUMEHEHHUU B J03aX, B 200 pa3 mpeBbIIIAIOLIUX

PCKOMCHAYCMBIC [UIS YCIIOBCKA, BUIIAATIMIITUH HE BbI3bIBAJI HapymeHI/Iﬁ Q)epTI/IHBHOCTI/I.

4.7. BiusiHue Ha cNOCOOHOCTH YNPABJIATH TPAHCIIOPTHBIMHU CPeACTBAMM U PadoTaTh ¢
MeXaHUu3MaMH

HccnenoBanusi BIUSHMS BMJIAIVIMOTHHA Ha CIOCOOHOCTH YIPABIATh TPAHCIIOPTHBIMU

cpeAcTBaMH WM paboTaTh C MEXaHM3MaMHM He NpoBoauiauchk. [lpu  pa3BuTHH

TOJIOBOKPY)KEHHs Ha (OHE NPHUMEHEHHUs Npernapara NalUeHTaM He CleAyeT YIpaBJiAThb

TPAHCIIOPTHBIMU CPEACTBAMU UJIU pa6OTaTI) C ME€XaHHU3MaMu.

4.8. Hexxenare/ibHbIE peaKUNU

Pesrome nmpoduns 0e30macHoOCTH

[lpy mpuMeHeHWH BWIAATIMITHHA B MOHOTEpAamUM WJIX B KOMOWHAIIMM C JPYTUMH
npenapataMu OOJBIIMHCTBO HEXENaTeNbHBIX peakiuii ObUIM c€1a00 BBIPaKEHBI, MMEIH
BpPEMEHHBIN XapakTep M He TpeboBalmu OTMEHbI Tepanuu. Koppensiuu Mexay 4acToTon
HexenarenbHbix peakuuii (HP) w Bo3pacToM, MmojoMm, 3THHYECKOW MPHHAIIECKHOCTHIO,
MIPOIOJDKUTEITFHOCTHIO IPUMEHEHHS HITH PEKUMOM JIO3UPOBAHMSI HE BBISIBIICHO.

Yactota pa3BUTHUS AHTMOHEBPOTHYECKOTO OTE€Ka Ha (OHE Tepanuy BHIJArJIUIITHHOM
cocraBisima >1/10000, <1/1000 (rpamaums «peako») ObUla CXOAHOM C TakoBOH B
KOHTpOJbHOM Tpynne. Hanbosee yacTo ciiyyau aHTMOHEBPOTHUYECKOIO OTE€KA OTMEYAIIUCh

IpYU IPUMEHEHHUH Npenapara B KOMOMHAIIMKM ¢ MHTMOUTOpaMy aHTMOTEH3UHIIPEBPAIIAIOIIEr0
6
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CTENEHM TSKECTHM U pa3peliaicsi CaMOCTOSTEIbHO B XOJE€ IPOJOJDKEHHUS Tepanuu
BUJIIATJIUIITHHOM.

Ha ¢one Tepanuu BUIAAMIUNTAHOM PEAKO OTMEUYAIMCh HapyUIeHUS (QYHKIHMHU IEYSHH
(BKJIIOYAsi TemaTtuT) OEcCUMITOMHOTO Te4eHUs. B  OoNbIIMHCTBE Clly4aeB JaHHbBIC
HapylmIeHUs M OTKJIOHEHHs TIOKa3arened (YHKIUM TEYEeHH OT HOPMBI Pa3pelIniInCh
CaMOCTOSITENIFHO 0e3 OCIOKHEHUH TOciIe NpeKpameHuss Tepanuu mnpenaparoMm. [lpu
NpPUMEHEHUN BuigaraunTuHa B jo3e 50 mMr 1 wim 2 pa3a B CYTKHM 4YacTOTa YBEIMYEHUs
akTUBHOCTH «reueHOuHbIX» (pepmenToB (AJIT mmu ACT >3xBI'H) cocraBnsna 0,2% wnu
0,3% coorBercTBeHHO (10 cpaBHeHUIO ¢ 0,2% B KOHTPOJIBHON TIpymie). YBeJIUYEHHE
AKTUBHOCTH «II€UYEHOYHBIX» ()EPMEHTOB B OOJBIIMHCTBE CITy4aeB ObUIO OECCHMIITOMHBIM, HE
MIPOrPECCUPOBAIIO U HE COMPOBOXK/IATIOCH XOJIECTa30M MIIH JKEITYXOH.

HP crpynnupoBanbl B COOTBETCTBUMU C KiaccU(UKalMed OPraHoB M CHUCTEM OPraHOB
MedDRA. B mnpenenax Kaxmoil rpynmel opraHoB U cucteM opraHoB HP mepeuncnenst B
NOPSAJIKE YMEHBIIEHHUsI 4acTOThl BCTPEUYAaeMOCTH. B mpenenax ka0l Ipynmbl 4acTOTHI
BcTpeuaemoct HP ykazaHbl B mOpsiike YMEHBIICHUS TSKECTH.

Jlis  OIlEHKM YacTOTHl BCTPEYAEMOCTH HEXKEIAaTeNbHBIX pPEaKIHMi HCHOJIb30BaINCh
clenyrolre Kputepuu: oueHb vacto (>1/10), gacto (>1/100, <1/10), mewacto (>1/1000,
<1/100), peaxo (=1/10000, <1/1000), ouenr peako (<1/10000), yacToTa HEM3BECTHA
(TOCKOJIBKY ~ COOOILIEHMsI TOJIyue€Hbl B JOOPOBOJBHOM MOpPSJAKE OT  HOMYJSLHUH
HEOIPEAEIEHHOIO0 pa3Mepa, IOCTOBEPHO OIPENEINTh 4YacTOTy pa3BuTHs AaHHbIX HP He
IPEJICTaBISIETCS BO3MOXKHBIM, B CBSI3M C 4YE€M OHHM KJIACCHU(PHUIMPOBAHBl KaK 4YacToTa
HEW3BECTHA).

IIpu npUMEHEHUH BUJIJIATIUITHHA B MOHOTEpAIIMU

[Tpu npuMenenuu BunAarmunTrHa B 03¢ 100 Mr B CyTKH 4acTOTa OTMEHBI TEPANUU B CBS3H
¢ pa3BuTHEM HexenaTelbHbIX peakuuit (0,3%) Obuta He BbILIE TAKOBOW B TpyIime Iianedo
(0,6%) nnm mpenapara cpaBaenus (0,5%).

Ha ¢one monorepanum BuigarmuntaHoM B 1o3e 100 Mr B CyTKHM dYacToTa pa3BHUTHS
TUTOTJIMKEMHUH 0€3 yBEIWYeHHS CTEMEHU TsHKeCTH cocTostHus cocTaBmsuia 0,4%, 4To
COTIOCTaBUMO C TIpernapaToM cpaBHeHHs U 1utaneto (0,2%).

Macca Tena He W3MEHSIACh MO CPABHEHHUIO C MCXOJHOW B KIMHUYECKHUX HCCIICIOBAHUSIX,
korna BuiaaruntuH 100 Mr B CyTKH TpUMEHSUTH B KadecTBe MoHoTepanu# (-0,3 kr u -1,3 kr

B I'pynIiax BUWIAArIHAIITUHA U rmaue6o COOTBCTCTBCHHO).

Hngpexyuu u unsazuu
OueHb pesiKo Nudexnnm BepxXHUX NBIXaTeIbHBIX MyTeH, Ha30(hapuHTUT
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Hapywenus memabonruzma u numanus IAJTEAUBATENERUL TE UUUZ)

Heuacto ['unornmukemus

Hapywenus co cmoponvl nepsroti cucmemwi
Yacto I'onoBokpyxeHue
Heuacto I'osoBHAs 0oJb

Kenyoouno-kuuieunvie HapyuleHus
Heuacrto 3amnop

Hapywenus co cmoponut cocyoos
Heuacrto ITepudepuyeckue oTexku

Hapywenus co cmopoHvl MbluieyHot, CKelemHOol U COeOUHUMENbHOU MKAHU
Heuacrto Aptpanrus

I[OJIFOCPO‘-IHI)IC KIIMHUYCCKHUEC MCCICIOBAHUA IMPOAOJIKUTCIBHOCTBIO 10 2 JIET HE BBISBHIIN
KaKHX-T100 JOITIOJITHUTCIIBHBIX OTKJIOHCHHI HpO(i)I/IJISI 0e30IaCHOCTH UJIN HCMIPCABUACHHDBIX
PHUCKOB IIPpH IIPUMCHCHUHN BUJIAATTIMIITUHA B MOHOTCpAIIUH.

[Ipu npuMeHeHny BUIaarJunTuHa B o3¢ 100 Mr B CYTKHU B KOMOMHAIIMH C Mer)ODMI/IHOM

[Ipu nmpumenennn BunparnunTuHa B o3¢ 100 mr/cyt B koMOMHAmMu ¢ MeTHOPMUHOM WIIH
ianebo B COYETaHWU C MET(POPMHUHOM CIy4aeB OTMEHBI TEpAllMHd B CBSI3U C Pa3BUTHEM
HEe)KeNaTeNIbHbIX PeaKkIiii He 0TMEYaIoCh.

[Tpu npumeHeHun BuigaraunTiHa B 103e¢ 100 Mr B cyTku B KOMOMHALIUU C METPOPMUHOM
TUTIOTIIMKeMUST oTMedanach B 1% ciywyaeB (B rpynne miane6o + MeTpOpMHH — HEYACTO
(0,4%)). B rpymme nmpuMeHEHHs BUWIJANIMITAHA HE HAOIIOIAIOCh Pa3BUTHUS THUITOTIIMKEMHUH
TSKEJION CTETIEHMU.

Macca Tena He U3MEHSUIACh 110 CPABHEHUIO C UCXOAHOM B KIMHUYECKUX MCCIEA0BAHUAX IIPH
npuMeHeHnn kKoMOuHanuu Buinarmntaaa 100 mr B cytku u merdopmuna (+0,2 kr u —1,0

KT B TpYIIax BUIJATJIUOTHHA U [1a11e00 COOTBETCTBEHHO).

Hapywenus memabonruzma u numanus

Yacto I'unornukemMus

Hapywenus co cmoponwl nepgnoti cucmemul

Yacto Tpemop, ronoBHas 601k, TOTIOBOKPYKEHHE
Heuacto [loBbI1IEHHAs YTOMIISIEMOCTD
JKenyoouno-kuuieunvie HapyueHus

Yacto TommoTa

Jloarocpoynble KIMHUYECKUE HCCIEA0BAHUS MPOJOJDKUTEILHOCTHIO JI0 2 JIET HE BBISBHIN
KaKUX-TMOO JOMOJHUTENbHBIX OTKIOHEHUH Mpoduiis 0€30MacHOCTH WM HEMpPeIBUACHHBIX
PHUCKOB ITpH MPUMEHEHUN BIJIJATIMIITHHA B KOMOWHAIMH ¢ MET(HOPMUHOM.

W3yueHne npuMeHeHUs] KOMOWHAIMH BIJIAATJIMIITHHA H MET(HOPMUHA B KaY€CTBE CTAPTOBOM
TEpanuy MpU caxapHoOM auadere 2 TUMA HE BBIIBHIIO OTKJIOHEHHH Mpoguiis 0e30macHOCTH

HJIN HCTIPCABUACHHBIX PHUCKOB.
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IIpu npuMeHeHHWM BWIIArIMOTHHA B 03¢ S0 MFVEISII;!:_IMT{;EIE/#%CTIIDBIRS%OHI%HMH

CYJIb()OHMIIMOUYEBUHBI

[Ipu nmpumenenun BuigarmuntTuHa B Ao03e 50 Mr/cyT B KOMOMHAIMHM C TIIMMENUPUIOM
4acTOTa OTMEHBI TEpalluy B CBA3M C Pa3BUTHEM HeXeNaTeNIbHbIX peakiuii coctapisiia 0,6%
(o cpaBHenuto ¢ 0% B rpymmne raumMenupu + mianeoo).

Yacrora pa3BUTHS TUIOTIMKEMHHM y TAlMEHTOB, MOJIYYaBIIMX BHJIAATIMOTHH B j103e 50
MT/CYT BMECTE C TIUMenupuom, cocrapmia 1,2% (mo cpasuenuto ¢ 0,6% B rpynme mianedo
+10 roumenupun). B rpymnne mpuMeHeHus BWINATVIMITHHA HE HAOIIOJAIOCh Pa3BUTUA
TUIOTJIMKEMUH TSXKEION CTETICHU.

Macca Tena HE W3MEHSUIACh IO CPAaBHEHHIO C MCXOAHON B KIIMHUYECKUX HMCCIEIOBAHUSX,
KOTJ]a BWJIJATJIUITHH B 103¢ 50 MT OJMH pa3 B CyTKU N00aBisum K rimMmenupuay (—0,1 kr u

—0,4 KI' B I'pylIiax BUJIJArJIMIITUHA U nnaue6o COOTBGTCTBGHHO).

Hngpexyuu u uneasuu

OueHb peaxo Hazodapunrut

Hapywenusa memabonuzma u numanus

Yacro ['unornukemust

Kenyoouno-kuweunvle napyuienus

Heuacto 3amnop

Hapywenus co cmoponul nepgnoti cucmemvi

Yacto Tpemop, ronoBoKpykeHue, rojloBHasi 00J1b, ACTEHUS

[Ipy nOpuUMEHEHMM BWIZArIUMNTHHA B go3¢ 100 Mr B CYTKH B KOMOMHAIIMK ¢

THA30JIMANHANOHOM

[Ipu npumeHenun BunparaunTuHa B jgo3e 100 mr/cyT + THA30IMAMHAMOH U TUianedo +
THUA30JIUIUHINOH CIIy4aeB OTMEHBI TEPANMH B CBSI3U C PA3BUTHEM HEXKENATEIbHBIX PEAKIUN
HE OTMEYaJIOCh.

[Ipn npumeHeHun BunAaraunTuHa B Ao3e 100 Mr B CyTKM + MHUOINIMUTAa30H OTMEYAIOCh
pazButue runorinukemun B 0,6% ciydaeB, a y TalUMEHTOB, MOJyYaBIIMX IManebo +
mUoTNIMTa30H, — B 1,9% cnyuaes. B rpynmne nmpuMeHeHus BUIAATIUNTHHA HE HaOII0AI0Ch
Pa3BUTHS TUOTIUKEMHH TSDKEIION CTETICHH.

B wuccnenoBanun npuMeHEHHUs BWIJATJIMIITHHA B KAueCTBE JOIMOJHUTENIBHOW Tepanmuu K
MUOTJIMTA30Hy a0CONIOTHOE YBEIHUYEHHE MACChl Tella B TpYyIe Iianedo U BIIJArTUNTHHA
100 mr B cyTku coctaBuiio 1,4 u 2,7 KT COOTBETCTBEHHO.

[Ipu no6asnennu BumarmnTiHa B 03¢ 100 MT B CyTKHM K NMUOTJIUTA30HY B /103€ 45 Mr/cyT
94acToTa pa3BUTHs MeprudepruuecKux 0TeKOB cocTaBisiia 7% (1o cpaBHeHUIO ¢ 2,5% Ha doHe

MOHOTCpPAIINU HI/IOFJII/ITa3OHOM).

Hapywenus co cmoponul cocyoog
YacTto [Tepudepuueckue oTekn
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Hapywenus memabonuzma u numanus

Yacto VBenuueHue Macchl Tena
Heuacto I'nnornukemus
Hapywenus co cmopoHwvl HepeHoti cucmembl

Heuacto I'onosHas 60/b, acTEHUS

IIpu npuMEHEHNH BHJIIATIMIITHHA B J1o3e S0 Mr 2 pa3a B CYTKH B KOMOMHAIIMY C HWHCYJIIMHOM

(c merhopMUHOM WK O€3 HEro)

[Ipu npuMeHeHny mpemnapaTa B KOMOMHAIIMK ¢ HHCYJIMHOM (B KOMOMHAIMH ¢ MET(HOPMUHOM
nin 6e3 MeTdopMUHA) YacCTOTa OTMEHBI Tepanuu BciencTtBue passutus HP Obuia paBHa
0,3%, B rpyrmime Tepanuy BIIJATIUITAHOM, B TPYIIe Mmianedo ciiyyaeB OTMEHBI Teparuu He
OBLIO.

[Ipu npuMeHeHny TpernapaTa B KOMOMHAIIMK ¢ HHCYJIMHOM (B KOMOMHAIMH ¢ MET(HOPMHHOM
win 0e3 merpopMHHA) HE OTMEYAIOCh YBEIWYEHHS pPUCKA PA3BUTHS TUIOTIUKEMHUHU IO
CpaBHEHMIO ¢ KOMOMHanuel mianedo + uncyinud (14% B rpymnne Bungarnuntauaa u 16,4% B
rpynne miane6o). ¥ 2 mauueHToB B IpyIe BWIAArJIUNTHHA U y 6 NAllMEHTOB B IpYIIe
manedo pa3BUiIach TUIMIOTJIMKEMUS TSKEIOM CTETICHHU.

Ha MomMeHT 3aBepiiieHus UccleOBaHUs Mpenapar He OKa3bIBaJ BIUSHUS Ha CPEIHIOID Maccy
Tena (Macca Tenma yBenuymiuack Ha +0,6 Kr MO CpaBHEHHIO C HUCXOJHOW B TpyMIe

BUJIIATJIMIITHHA, a B TPYIIE anedo ocTagach HEU3MEHHOM).

Hapywenus co cmoponvl HepeHoll cucmembl

Yacto I'osmoBHast 00716, 03HOO
Kenyoouno-kuweunvle napyuienus

Yacrto TomHoTa, racTpo33odareanbHbIi peduitokce
Heuacto Junapest, MmeTreopusm

Hapywenusa memabonuzma u numanus

Yacto ['unornukemust

I[Ipy npuMeHeHnH BWimaruOoTuHa B go3e 50 mMr gsa pa3a B JieHb B KOMOHMHAIMH C

nopenaparamMu CVJ'ILd)OHI/IJIMOLICBI/IHBI )41 MCTd)ODMI/IHOM

Cny4yaeB oTMeHBI mpemnapara, cBs3aHHbIX ¢ HP B rpynme koMOMHMpOBaHHOW Tepanuu
BIWJIIATTIMIITHHOM, MET(GOPMHHOM U TIUMENHPHIOM, OTMEYeHO He Obuio. B rpymme
KOMOWHUPOBAHHON Tepamuu 1iane6o, MeTPOPMUHOM M TIMMEIUPUIOM YacTOTa OTMEHBI
npemnapara, cea3anHoi ¢ HP, cocrasuina 0,6%.

l'unornukemus oTmeuanach 4acto B obeux rpymmax (5,1% B rpymmne KOMOMHHUPOBAHHOMN
TEepanuu BWIJATJIUNTHHOM, METQOpMUHOM U muMenupuaom u 1,9% B rpynme
KOMOWHHUPOBAHHOW Tepanmuu Iutanebo, MeTGOpMHHOM U TIIMMENHpUIOM). B rpymrme

BUJIJArJIUIITUHA OTMCUYCH OJUH 3IIM304 T'MIIOTTIMKEMHNU TSDKEJION CTETICHU.
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Ha momeHT 3aBepiieHHUs] HccaeloBaHUs 3 qHMOFd%%'I/EHﬂEQ%@ME@}%%ﬁ BEABAEHO He

os110 (+0,6 kT B rpynmne BuigarauntaHa u —0,1 Kr B rpymme miare6o).

Hapywenusa memabonuzma u numanus

Yacto ['unornukemust

Hapywenus co cmoponvl HepeHoil cucmembl

Yacto ["osioBOKpYKEHUE, TPEMOD
Hapywenus co cmoponul Kodtcu 1 noOKOICHOU KIemyamKu
Yacto IMunepruapos

Obwue napyweHus u peakyuu 8 Mmecme 68e0eHUs.

Yacto AcTteHus

HOCTD@FI/ICTD&HI/IOHHBI@ HCCICAOBaHNUIA

Bo Bpemst mpoBeneHMs MOCTPETUCTPAIIMOHHBIX UCCIIEIOBAHNUN OBLITN BBISIBJICHBI CJIEIYIONINE
HP (mockonbKy coOOIIeHHS TOJy4eHbl B JTOOPOBOJIBHOM TMOPSAAKE OT MOIYJISIIHU
HEOTPEACNIEHHOTO pa3Mepa, JOCTOBEPHO OMPENEINTh YacTOTy pa3BUTHS AaHHbIX HP He
MPEJICTABISICTCS BO3MOXKHBIM, B CBSI3M C Ye€M OHHU KJIACCH(DHUIMPOBAHBI KAaK «4acTOTa
HEHU3BECTHAY).

Kemyoouno-kuuieunvie HapyuleHus: 9acTOTa HEU3BECTHA — MTAHKPEATHUT.

Hapywenus co cmopoHul newenu u scenuesvig00aux nymeli: 4aCTOTa HEM3BECTHA — TeMaTUT
(pa3peuMBIINIACS CAaMOCTOSATEIHLHO MOCTIe OTMEHBI JIEKAPCTBEHHOTO MperapaTa), MOBBIIIEHNE
AKTUBHOCTH «II€YEHOYHBIX» (DEPMEHTOB (pa3pelInBIICECs] CAMOCTOSATEIBLHO MOCIE OTMEHBI
JIEKApCTBEHHOIO Mpernapara), X0JICHCTHT.

Hapywenus co cmoponvt mvluleunou, ckeiemHou U COeOUHUMENbHOU MKAHU: YacToTa
HEW3BECTHA — MUAJITHS.

Hapywenus co cmoponsl Kodcu u nOOKONCHbIX MKaHell: 4aCTOTa HEN3BECTHA — KPATMBHUIIA,
skconmatuBHoe U OyJUIe3HOE TOPaKEHUs KOXKH, BKIOYas OyJUIe3HbId mneMpuUrous,
KOYKHBII BaCKYJIHT.

COO6H_ICHI/IC 0 HOXCIATCIbHBIX PCAKIINAX

BaxHo coo0marh O TMMOJ03peBaEMbIX HEXKETATeIbHBIX PEaKIUsIX I0Cle PEeTHCTPaIud
JIEKapCTBEHHOTO TIperapata C IeJbl0  O00CCIIeUYeHUs] HENpPephIBHOTO MOHHTOPHHTA
COOTHOIIIEHUS «I0JIb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeIulUHCKUM padOTHUKAM
pEKOMeHayeTCsl CcooO0maTy O JIOOBIX  MOJ03PEBAEMBIX  HEXKETATeNbHBIX  PEaKIUsiX
JIEKApCTBEHHOTO Tperapara 4epe3 HaIlMOHAIBHBIE CHCTEMBI COOOIICHHS O HeKeIaTelTbHBIX
peaKuusIX rOCy1apCTB — YWICHOB EBpa3uilcKOro 3KOHOMHYECKOTO COI03a.

Poccuiickas ®@edepayus

denepanbHas ciryx0a o Hag30py B cdepe 3npaBooxpanenus (Poc3apaBuanazop)

Anpec: 109012, r. MockBa, CnaBstHCKasi TUI01Iab, 1. 4, cTp. 1
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Tenedon: +7 (800) 550-99-03 (NOCNEAOBATENEHOCTE 0002)

DnektponHas nmoura: pharm@roszdravnadzor.gov.ru
Caiit B UH(POPMALMOHHO-TEIEKOMMYHUKAITMOHHON CeTH «HTEpHETY!

https://www.roszdravnadzor.gov.ru

4.9. llepeno3npoBka

CuMOTOMBI

BuwimarmuntiH X0poI1o nmepeHoCUTCs TpH MPUMEHEHUH B 03¢ 110 200 Mr/cyT.

[Ipun npumenenun npenapata B no3ze 400 mr/cyr mMoxkeT HaOmonaThcs 0OJIb B MBIIIAX,
peaKo — Jerkue W TPaH3UTOPHBIE NAPECTE3UH, JIMXOpaaKa, OTEKHM U TPaH3UTOPHOE
MOBBIIICHUE aKTUBHOCTH Jjunasbl (Beimie BI'H B 2 paza). Ilpu yBenuwyeHuu m03bI
BungarmuntuHa 1o 600  Mr/cyr  BO3MOXKHO  pa3BUTHE OTEKOB  KOHEYHOCTEH,
COIPOBOMKAAIOIIUXCS MMapeCTe3UsIMHU U MOBBIIIEHUEM aKTUBHOCTU KpeaTuHpocpokuHassl, C-
peakTuBHOTO Oenka u MuoriobuHa, aktuBHocTH ACT. Bce cuMOTOMBI NEpeO3UPOBKH U
U3MEHEHUs JabOpaTOpHBIX IIOKa3aTeiael oOpaTuMbl IOCIE MPEKpalleHUs MPUMEHEHUS
npernapara.

Jleuenue

BroiBenenne mnpenapara M3 opraHusmMa C IOMOIIbIO JAHaln3a MajoBeposiTHO. OaHako
OCHOBHOI ruaponu3Hbli MetabonuT BuwiparauntuHa (LAY151) moxer ObITh ynaneH wu3

OopraHui3ma nyTem remoiuainia.

5. ®APMAKOJOTHMYECKHUE CBOMCTBA

5.1. ®apmakoaMHaAMHYecKHe CBOlicTBA

dapmakoTepaneBTHUECKass TIpynma: cpeiacTBa JUIsl  JIGUEHHs caxapHOro jauabera;
TUIIOTJIMKEMUYECKUE CPEJICTBA, KPOME MHCYJIMHOB; MHIMOUTOPHI AWNENTUAWIIENTUAA3HI-4
(AI1I1-4).

Kon ATX: A10BHO02

MexaHusM aeicTBUs

BunpgarnunTtuH, mpencraBuUTENb — Kjlacca  CTUMYJISATOPOB — OCTPOBKOBOIO  ammapara
MO/KETYAOYHOM  JKeNle3bl,  SABJSETCS  MOIIHBIM ¥ CEJIEKTUBHBIM  HMHTHOUTOPOM
aunentuaminentuaase-4  (AI111-4), YIYYIIAIOMUM  TJIMKEMHUYECKUH  KOHTPOJIb.
Wurubuposanue BuwinarmuntuaoMm /JI1I1-4 npuBomuT K yBenuYeHUIO Oa3ajlbHOTO U
MOCTIPAaHAMAIBHOIO  DHJIOTEHHOTO  YPOBHA  MHKPETHMHOBBIX  ropmonoB  ITIII-1
(rmrokaronononoOHeii  mentux 1) w THUIT  (Tar0K0303aBHCHMBIA  MHCYJTHMHOTPOITHBINA

TTOJTUTICTITHI).
12



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 07.11.2024 N= 24557
(NMOCNEOOBATENEHOCTE 0002)

dapmarkogmHamMuyeckue 3O HEKTHI

IIpn npumenenun BuigarnunTuHa B 03¢ 50—100 Mr B CyTKM y HAIMEHTOB C CaXapHbIM
munaberom 2 tumna (CZl 2 Tuna) orMevaercs yaydiieHrue GyHKIUU B-KIETOK IMOIKEITyI0YHON
xene3bl. CTeneHb ynydmieHus (QyHKUMM [-KJIETOK 3aBUCUT OT CTENEHH HX HCXOTHOTO
noBpexaeHus; Tak y auil 6e3 CJl 2 tuma (¢ HOpMaabHOW KOHIIEHTPAIMEH TIIFOKO3bI B IIJIa3Me
KpOBH) BUJIIATTUNITHH HE CTUMYJIUPYET CEKPEIUIO MHCYJIMHA U HE CHMXKAET KOHIEHTPAIUIO
[JIIOKO3BI.

[ToBbimiasi ~ koHueHtpauutro  sHAorenHoro  ['TIII-1, BuagarIMOTHH  yBEJIMYUBAET
YYBCTBUTEIBHOCTh O-KJETOK K TJIFOKO3€, YTO NPHUBOJUT K YJIYUIICHHUIO ITHOKO303aBUCUMOMN
perymsiiuu CeKpeuuu Tiokarona. CHUKEHUE TOBBIIIEHHONW KOHIIEHTPAIMU TJIFOKaroHa BO
BpEMs €]Ibl, B CBOIO OU€PElb, BBI3IBAET YMEHBIIICHUE MHCYTNHOPE3UCTEHTHOCTH.
YBenuueHue COOTHOUICHHS] MHCYJIMH/TIIIOKAroH Ha (OHE THMepriMKeMHUU, 00yCIOBIEHHOE
noBbiieHreM KoHnueHtpauuu ['TIII-1u ['UII, BbI3bIBa€T yMEHbIIEHHE TPOIYKIUU TITHOKO3BI
MEYEHBI0 KaK BO BpeMs, Tak W TOCJe MpUeMa MHUIIH, YTO MPUBOAUT K CHIKCHHUIO
KOHIICHTPAIIUU TJIFOKO3bI B TJIa3M€ KPOBH.

Kpome Toro, Ha ¢oHe nmpuMeHeHHs] BUJIIATIUIITHHA OTMEUACTCsl CHUKCHHE KOHIICHTPAIUH
JUNUAOB B IUJIa3Me€ KPOBM IOCIE MpHEMa MUIIH, OJHAKO 3TOT 3¢ (eKT He CBA3aH C ero
neiicreuem Ha [TIII-1 wumu TUIl w  ynydmeHuemM (QyHKIHMH OCTPOBKOBBIX —KJIETOK
MOJIKETYTOYHOM KETE3bI.

N3BecTtHO, uTO mnoBbimieHWe koHUeHTpamuu [TIII-1 moxxker mpuBOAMTH K 3aMeNJIEHUIO
OTIOPOXKHEHHUS JKEeNyIKa, OHAKO Ha JOHE MPUMEHEHHs BUIIIATTIMIITHHA T000HOT0 Y dekTa
He HaOJIroaeTcs.

[Ipu npumenenun BungaraunTuHa y 5795 manuentoB ¢ C/[ 2 tuna B TeueHue 52 Heenb B
MOHOTEpANUU WIH B KOMOWHAIIUU C MET(HOPMHHOM, MPOU3BOJAHBIMU CYITb(HOHUIMOYEBHUHBI,
TUA30JIUIUHIMOHOM, WM HWHCYJIMHOM OTMEYAJIOCh JOCTOBEPHOE MJIUTEIbHOE CHHM)KEHHE
KOHIEHTPALUU TIUKUpoBaHHOTO remMoriodrHa (HbA1c) u riaoko3sl KpOBH HATOIIAK.

[Ipn mpuMeHeHMM KOMOWHAIIMW BIJIJATJIMIITHHA M MET(GOpPMHUHA B KauyeCTBE HAYAJbHON
Tepanuu y naumeHtoB ¢ CJ/[ 2 tuma B TedyeHue 24 Henenb OTMEYAIOCh J0303aBHCHUMOE
CHIDKeHHE KoHIeHTpaiuu HbAlc B cpaBHEHWU C MOHOTEpamueil NaHHBIMU TperapaTaMi.
Crydan pa3BUTHS TUIOTIMKEMHH ObUTH MHHUMAJIBHBI B 00EUX TPYIINAx TEPAITHH.

[Ipu npumeHenuun BwimaraunThHa B a03€ 50 Mr 1 pa3 B CyTKM B Te€4eHHE 6 MECSIEB Yy
narueHToB ¢ CJ/[ 2 tuna ¢ HapyuieHHeM (QYHKIMH MOYEK CpeAHel (CKOPOCTh KIIYOOUKOBOMA
¢unpTpanuu (CK®) >30, <50 mu/mun/1,73 m2) wmu tsoxenoit (CK® <30 mn/mun/1,73 M2)
CTENIEHH OTMEYaloCh KIMHUYECKH 3HAuuMoe CHHXeHHe KoHueHTpauun HbAlc mo

CpPaBHEHUIO C ILIaIe0o.
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[Ipy NpHMEHEHMH BUIJAIUNTHHA B 103¢ 50 mr ':EI'-_IBQSEEB-L'G%'%(EEQ oMEra <0/6e3

MetrdpopmrHa u wuHCynMHHOM (cpemusis nmo3a 41 EJl/cyT) Obuto MpOIEMOHCTPUPOBAHO
cHmwkenne mokasarenss HbAlc wa 0,77% ot ucxomHoro cpemnero 3HaueHus 8,8% co
CTaTUCTUYECKHU JOCTOBEPHOI pasHuie ¢ mianedo 0,72%. YacToTa runoriivkeMuy B IpyIie
BUJIIATJIMIITHHA CPAaBHUMA C TaKOBOW B rpymime miamnedo. [Ipu npuMmenenny BUgaraunTHHA
B no3e 50 mMr 2 paza B Cyrku B KoMmOmHammu ¢ merdpopmuHoM (>1500 wmr/cyt) u
TIIMMENUPUIOM (>4 MT/cyT) OBUTO TOKAa3aHO CTATUCTHYECKH 3HAUYMMOE CHIDKEHUE YPOBHS

HbAlc na 0,76% oT ucxomHoro cpeanero 3nauenus 8,8%.

5.2. ®apmaKkoKHHEeTHYeCKHUe CBOHCTBA

AOGcopouust

[Ipu mpueme BHYTpb HATOINAK BHJIATJIUITHH OBICTPO BCACBhIBAETCSA, a €r0 MaKCHMallbHas
KOHIIeHTpanus B muasme kpoBu (Cmax) mocturaercs depes 1,75 vaca mocine npuema. [Ipu
OJTHOBPEMEHHOM TIpMEME C THIIEH CKOpPOCTh a0COpOIMM BHIATIIMOITHHA CHUXKACTCS
HE3HAUMUTENbHO: OTMevaeTcsi ymeHblieHne Cmax Ha 19% u yBenuueHue BpEMEHH €€
IocTrkeHus: 10 2,5 vacoB. OgHaKo MpHeM MHIIM HE OKa3blBae€T BIMAHUS HA CTENCHBb
abcopOuunu U MIoImaab Mo KpUBOH «koHLeHTpauus-spems» (AUC).

BunparmunTuH OBICTPO BCACHIBAETCS, a €r0 a0CONIOTHAs OMOJOCTYIMHOCThH TOCIE MpHEeMa
BHYTph cocTaBisgeT 85%. Cmax u AUC B TepaneBTUYECKOM JAMANa30HE 103 YBEIUYUBAIOTCS
HIPUMEPHO MPOMOPIMOHAIBHO J03€.

Pacnpenenenue

CreneHb CBS3bIBAHUS BWIJAMIMOTHHA C OelkaMu Ia3Mbl  kpoBu Huskas (9,3%).
BunparnunTuH pacnpenenseTcss paBHOMEPHO MEXIY IIa3MOW KPOBU W IPUTPOITUTAMH.
Pacripenenennie BWINATNIMNTHHA TPOUCXOIUT, MPEANOIOKHUTENHFHO, 3KCTPABACKYISPHO,
00BeM pacrmpeielieHdsl B paBHOBECHOM COCTOSIHMM TIOCJI€ BHYTPUBEHHOTO BBeAeHHs (Vss)
cocrasisier 71 .

buorpancdopmarms

OCHOBHBIM MyTEeM BbIBEICHUS BUJIATJIMITHHA sIBIIsETCs OMoTpanchopmanus. B opranusme
yenoBeka 69% 1036l nMpenapaTa noasepraercs ouotpancpopmanuu. OCHOBHONW MeTaboIUT -
LAY 151 (57% no3el) ¢papMakoJOTHYECKH HEAKTUBEH M SBJISETCS MPOIAYKTOM THApPOJIH3A
nnanokoMrionenTa. Oxono 4% 1036l MpernapaTa MOABEPraloTcs aMUIHOMY THUIpoiu3y. B
JOKJIMHUYECKUX MCCIIEIOBAHUAX OTMeuaeTcs noyoxxkutensHoe BnusHue [AI111-4 Ha ruaponus
BWIJIATTIMITHHA. Bungarnuntun mMetaboiusupyercs 6e3 ydacTust n30)epMEeHTOB IIUTOXPOMaA
P450. Bunparmuntun He sBisietcs: cyoctparoM uzopepmentoB P450 (CYP), ne unrubupyer

U HE MHAYIHUpYeT u30hepMeHThl muToxpoma P450.
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OIMMUHALKS

[Tocne mpuema mpenapara BHYTPh OKOJIO 85% 11036l BBIBOAUTCS moukamMu U 15% — uepes
KuiieyHuK. [loueyHast SKCKpenus HEM3MEHEHHOro BuiaaraunTtuHa coctasisieT 23%. [lpu
BHYTPUBEHHOM BBEICHHMM CPEIHUN MEPUOJ IONTYBBIBEACHUS TOCTUTAeT 2 4YacoB, OOIIUMN
MJIa3MEHHBIA KJIMPEHC W MOYCYHBIA KIMPEHC BUIAATIUINTHHA COCTaBIAOT 41 /4 u 13 /4
cootBeTcTBeHHO. [lepnoa nmonyseiBenenus (TY2) mocne npuema BHYTpPh COCTaBISET OKOJIO 3
4acoB, HE3aBUCUMO OT JI03bl.

dapMakOKMHETHYECKas — (baDMaKOHI/IHaMI/I‘leCKaH 3aBUCUMOCTDb

JInIia moKMI0r0 BO3pacTa

VY 310p0BBIX TOXKUIBIX JitojAeH (=70 ner) obmiee Bo3aercTeue Bungarauntuna (100 mr onux
pa3 B CyTKH) yBeIn4yuBanoch Ha 32 %, npu 3TOM MHUKOBasi KOHIEHTpALMs B IUIa3ME KPOBU
yBenuuuBaiach Ha 18 % 1Mo cpaBHEHHIO ¢ MOJOIBIMH 310poBbiMH JroAbMH (18—40 rer).
Tem He MeHee 3TU M3MEHEHHs] HE CUMTAIOTCS KIMHWYECKH 3HAa4YMMbIMU. MHrHOWpoBaHue
HIII1-4 BunmarmMOTHHOM HE 3aBUCHUT OT BO3pacTa MalMeHTa B IpelesiaX HCCIIeTOBaHHBIX
BO3PACTHBIX TPYIIIL.

IleyeHOYHAs HEIOCTATOYHOCTD

VY nanMeHToB ¢ HapylleHHMeM (YHKIMM MEeYeHU JETKOM U cpelHell creneHed Tsokect (6-9
6amnoB no mkaine Yaina-I1si0) mocie oJHOKpAaTHOrO MPUMEHEHHUs Mpernapara OTMEYaeTCs
CHI)KEeHHE OnonocTynHocTH BuigarnunTiuHa Ha 20% u 8% cooTBETCTBEHHO. Y NAIEHTOB C
HapyleHueM (QYyHKLIUU nedeHu Tspkenoil crenenu (10-12 6amnoB mo mkane Yaitna-I1sro)
OMOMOCTYMHOCTh BWJIJATJIMITHHA TOBbILAeTcd Ha 22%. YBenMueHHE WU yMEHBIIEHUE
MaKCUMaJIbHOM OMOJOCTYITHOCTH BWIJATJIUNTUHA, HE TpeBbimatomee 30%, He sBiseTcs
KJIMHAYECKH 3HAauYUMBbIM. Koppemsiimum MexXIy CTeNeHbIO TSDHKECTH HapyIIeHHH (QYHKIIUH
HeYeHN U OMOJOCTYITHOCTbIO Mpenapara He BBISBIEHO.

IloyeuyHas HEAOCTATOYHOCTh

VY manueHToB ¢ HapymieHrneM (QYHKIIMH TTOYeK JIeTKOM, cpenHel wim Tsoxenon crenenn AUC
BUJIIATJIMIITHHA YBEIMUMBAJach M0 CPAaBHEHHIO CO 3/10pOBbIMH JoOpoBosbliamu B 1,4, 1,7 u
2 paza cootBetcTBeHHO. AUC Mmetabonmura LAY 151 yBennuuBanace B 1,6, 3,2, u 7,3 pasa, a
meTtabomuta BQS867 — B 1,4, 2,7, u 7,3 pa3a y manMeHTOB ¢ HapylieHHeM (PYHKIIUU TOYEK
JETKOM, CpeJHEHd W TSKEJIOW CTENeHeld COOTBETCTBEHHO. OTpaHWYEHHBbIE [aHHBIE Y
MAalMeHTOB ¢ TEPMUHAIBHON CTaauell XpOHUYECKOW OO0JIE3HU MOYEK YKa3bIBAIOT HA TO, YTO
MOKAa3aTeNH JaHHON TPYMMBl CXOXKK C TAKOBBIMH Y TMAIMEHTOB C HApyIICHHEM (PYHKIIMH
noyek Tskeno cremenu. Kounentpaums wMertabomura LAY151 y manmeHTOB C
tepmuHanbHOM craaueit XbII yBennunBanace B 2—3 pas3a 1o CpaBHEHUIO ¢ KOHIEHTpALMER y

MAIMEHTOB ¢ HapyleHneM (QyHKIUU MoYeK Tsokeaon creneHu. [Ipu npuMeHneHun npenapara
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y TAlMEHTOB ¢ HapylIeHHeM (DYHKIMHU IOYEK Méﬂ&:ﬂ%%ﬁaﬁé@#w pERITA- Ab3HL.

BriBenenune BUIAAraUNTHHA TMPU TFEeMOJAMANIM3E OrpaHudYeHo (uepe3 4 4dyaca 1ocie

OJIHOKPATHOTO MpueMa cocTaBisieT 3% Mpu JUIMTEIbHOCTH TpoLieiyphl 6osee 3—4 JacoB).
eTH

dapMakOKHHETHYECKAE OCOOCHHOCTH BHJIATIIUITHHA Y JIETEH W MOAPOCTKOB Miasiie 18

JICT HC YCTAHOBJICHHBI.

6. ®PAPMAIIEBTHUECKHWE CBOWCTBA
6.1. Ilepeyenb BcnoMoraTeibHbIX BelllECTB
MuKpOKpHCTaIITNYECKast [eJUTI0NI03a

JlakT0O3BI MOHOTHIPAT

Hatpus kpaxmana raukonsrt

Marnus creapar

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok roaHocTH (CpOK XpaHeHHs)

2 rona.

6.4. OcoOble Mepbl NPEIOCTOPOKHOCTH NNPH XPAHEHUH
Xpanuth npu Temreparype He Bbimie 25 °C B OpUTMHAJIBHON yNakoBKe (KOHTYpHas

sTYeKOBas YIIaKOBKa B natnce) JJIA 3alIUTHI OT CBETA.

6.5. XapakTep u coaep:kaHHe MEPBUYHOI YIAKOBKH

[To 10 TaGneTok B KOHTYPHYIO SYEHKOBYIO YHNAKOBKY W3 IUJICHKH MOJUBHUHUIXJIOPUIHON U
(boJIbru aMOMHUHNEBOM EeYaTHON JTAKUPOBAHHOM.

ITo 3, 5 nnu 6 KOHTYPHBIX STYEHKOBBIX YIIAKOBOK C JIUCTKOM-BKJIA/IbIIIEM [TOMEIIAIOT B TAYKy
U3 KapTOHa.

[To 14 TabneTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3 IUIEHKH MOJMBHUHUIXJIOPUAHON U
¢boJsIbru aMOMHUHNEBOM MEYaTHON JTaKUPOBAHHOM.

ITo 2, 4 nnn 8 KOHTYPHBIX STYEHKOBBIX YIIAKOBOK C JIMCTKOM-BKJIA/IBIIIEM [TOMEIIAIOT B MTAYKy

N3 KapTOHaA.
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6.6. OcoOble Mepbl NPETOCTOPOKHOGTH npiﬂ '-ﬁﬁ%ﬁﬁﬁﬂ Hienbnk3obattHoro

JIEKAPCTBCHHOI'0 Ipernapara WJIH O0TX0A0B, IOJYYCHHLIX II0CJI€ MNMPUMECHCHUSA
JIEKAPCTBCHHOI'0 IIpenmapara, 1 Ipyrue MaHUIyJJAIUHU C npernaparomM

Oco0bie TpeOOBaHMS OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPAIIUOHHOI'O YAOCTOBEPEHUS
Poccniickas @enepanvs

000 «®APMAKOP ITPOJIAKIIIH»

197375, r. Cankr-IletepOypr, yu. Penumesa, 1. 14, . 5, od. 247.

Ten.: +7 (812) 677-89-82

Qakc: +7 (812) 325-23-15

OnektpoHHas nouta: pharmprod@pharmprod.ru

7.1. [IpeacTraBuTe/Ib AepKATeIsI PErHCTPANMOHHOIO YA0CTOBEpPeHHs

IIperen3un norpedbuTeaeil HAIPaBIATh 10 AAPECY:

Poccuiickas ®@enepanus

000 «®APMAKOP ITPOJIAKIIIH»

197375, r. Canxt-IletepOypr, yi. Penuimesa, 1. 14, xopr. 5, od. 247
Ten.: +7 (812) 677-89-82

®akc: +7 (812) 325-23-15

OnekTpoHHas nouta: safety@pharmprod.ru

8. HOMEP PETHCTPALHIMOHHOI'O YAOCTOBEPEHUSA

9. JATA MIEPBUYHOM PETUCTPALIIMN (ITOATBEPKIEHUSI PETUCTPAIIAM,
HEPEPEINCTPALINN)

JlaTa nepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OOmast xapakTepucCTHKa JEeKapCTBEeHHOro mpemnapara Bungarmuntun-®Il noctynmHa Ha
UHPOPMALIMOHHOM TopTaie EBpa3uiickoro sKOHOMHYECKOTO CO03a B HMH(OPMAIMOHHO-

KOMMYHHKAIIMOHHOM ceTu «HTepHeT»: http://eec.eaeunion.org.
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