KPATKA XAPAKTEPUCTUKA HA NTPOAYKTA

1. WME HA JEKAPCTBEHUS MPOAYKT AR 100¥6/8}/88

Curneruk 25 mg punmupaHu TabNETKH
Curnetvk 50 mg GuaMupanyu TabneTKu ;‘93 Y

Curneruk100 mg duamMupaHu TabneTku

Sigletic 25 mg film-coated tablets
Sigletic 50 mg film-coated tablets
Sigletic 100 mg film-coated tablets

2. KAYECTBEH U KOJTHYECTBEH CbCTAB

Besika Tabnerka cbhabpika CUTArJIMIITUH XHUAPOXJIOPHI MOHOXUAPAT, EKBUBAJIEHTEH Ha 25 mg
cumaznunmur (sitagliptin).

Besika TabneTka ChabpKa CHTAMIMITHH XHAPOXJIOPHUI MOHOXHAPAT, EKBUBAJIEHTEH Ha 50 mg
cumaznunmun (sitagliptin).

Besika TabneTka chAbpkKa CUTArIMITHH XUAPOXJIOPHI MOHOXUAPAT, ekBHBaieHTeH Ha 100 mg
CUTArNIMNTHH (sitagliptin).

[ToMOILLIHO BELIECTBO C U3BECTHO ACHCTBUE: HATPHH.
Besika Tabnerka 25 mg, 50 mg, 100 mg cwabpika no-mManko ot | mmol Hatpwuii (23 mg) 3a 103a, T.€.
MPaKTHYECKH HE CbAbPIKA HATPHH.

3a MbJIHUA CIUCHK HA NMOMOILIHUTE BELIECTBA BHXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunMmupaHa TabyeTKa.
Tabnerku oT 25 mg: CBETJIOPO30BH, KPBIJIH, ABOWHOM3MbKHAIN (UIMUPAHHU TaONETKH.
IInameTsp Ha TabneTkara: 5,9-6,3 mm

Tabnerku ot 50 mg: CBETIOOPAHKEBH, KPBIJIH, JBOHHOW3MbKHAIN QHIMHPAHH TaOJIETKH C
NeJTUTENIHA YepTa OT e[lHaTa CTpaHa ¥ BIUIbOHaTo penedHo o3HavyeHue ,,50™ oT Apyrara cTpaHa.
Tabnerkara MOXKe a ce pa3le/id Ha IB€ paBHHU 103H.

Jluametsp Ha Tabnerkara: 7,9-8,3 mm

Ta6nerku ot 100 mg: cBeTiokadsABH, KPBIJIH, IBOHHON3NbKHATH QUIMHPAHH TAONETKH C AeNUTEeNIHA
yepTa OT eIHaTa CTpaHa M BUTEOHaTo penedHo o3Havenue ,,100™ ot Apyrara cTpaHa.

Tabnerkara MoXe 1a c€ pa3Aejii Ha IB€ paBHH JO3H.

InameTsp Ha Tabnerkara: 9,9-10,4 mm

4. KJIUHUYHU JAHHH
4.1 TepaneBTHYHH NOKa3aHHA

[Tpu BH3PACTHH MaLMEHTH ChC 3axapeH Anadet Tun 2 CUrneTHk e nokasaH 3a noao0psBaHe Ha
rJIMKeMUYHHUS KOHTPOJI:

KaTo MOHOTEepanus
- MpU NALMEHTH C He3aI0BOJHUTENeH KOHTPOJ CaMo 4pe3 IHeTa M yNpaKHEHUS W NTPH KOUT

MET(HOPMHH € HENOAXOASLL NMOpaax MPOTUBOMOKA3aHHs WIH HENOHOCHMOCT.




KaTO IBOMHA NepopanHa Tepanus B KOMOHHALNA ©

- MeT(HOPMHEH, KOraTo C IMETa U YNPAXHEHHS, IUTIOC MpUnaraH caMOCTOATENTHO MET(QOPMHH, He
ce MOCTHIa 3aJ0BOTATENCH IMTUKEMHUUYEH KOHTPOIL.

- cyndaHwIypeiHO MPOHU3BOAHO, KOTATO ¢ ANETA K YIPaKHEHHA, IUTIOC MAKCHMAIHA TOHOCHMA
103a cyndaHWTypeiiHO NPOH3BOAHO CAMOCTOATENIHO, HE C€ MOCTHIa 3aJ0BOJIMTENEH
FMUKeMHUSH KOHTPOJM M KOraTo MeTQOPMHH € HENOAXOAALN MOpaxy NPOTUBONOKa3aHHA HWIH
HETOJNICPAHTHOCT.

- [epoKCH3OMEH NponudepaTop—akTHBAPaH peuentop rama (PPARY) aronucr (Hanp.
THA3OJHIUHAMOH), KOraTo U3noa3BaHeTo Ha PPARY aroHucT e noaxoasilo H KoraTo ¢ A1era H
yrpakHeHUs, moc PPARy aroHucT, npunaral caMOCTOATEIHO, HE e IIOCTHra 3aJ0BOJIUTENEH

IF'THKEMRBYCH KOHTPOJL.

KaTo TpOHHA nepopaiHa Tepanud B KOMOHHAIKA C

- cyndaHunypeiHO MPOHU3BOAHO U METPOPMHH, KOraTo ¢ AHeTa U YIpaXKHEHH, IUIIC ABOAHA
TEepanus ¢ Te3M JSKapPCTBEHH MMPOLYKTH, HE Ce MOCTHra 33J0BOJIMTE/ICH INIMKEMHUUYEH KOHTPOJI.

- PPARy aroHucT n MeTOpPMHH, KOTAaTO U3M0A3BaHeTO Ha PPARY aroHHCT € noaxoaduio u
KOraTo ¢ JIMETA M YITPAXHEHHUS, IUOC ABOHHA Tepanui ¢ Te3y IeKapCTBEHU MPOAYKTH, He ce
NMOCTHIa 3aJ0BONIUTENEH MNHUKEMHYEH KOHTPOI.

CHUrneTHK CHLIO € NOKa3aH KaTo ACMBIHHUTENHA Tepanus KbM HHCYJIHH (cbe unu 6e3 MeTdopMuH),
KOTaTO ¢ QHETa H YNIPAKHEHH , TUIIOC TOCTOSHHA [03a HHCY/IHH, HE Ce [TOCTUTa 3a{0BOJIUTENCH

MTHKEMHYEH KOHTPOII.

4.2 Jo3dpoBKa U HAYHH HA MPHI0KEHHE

.03MpOBK;

osara e 100 mg CHTArTMITHH €OHH ITeT AHEBHO, KoraTo ce n3nonisa B kKoMOKRHALNA ¢ MeTHOPMHH
w/unu PPARY aroHucr, no3ara Ha MergopMirH W/HnH PPARY aronucra He TpabBa na ce npoMeHs,
kato CHIIIeTHK Ce npuiara €IHOBPEMEHHO.

Koraro CHraersk ce #3non3Ba B KOMOHHAIMA CBC CYIPaHUNYpeHHO NPOU3BOIHO WIK C HHCYJIHH,
MOX(e 114 ¢ OOMHCIH NO-HUCKA 033 CYI(aHUnypeiiHO NpoN3BOAHO UITH HHCYJTHH, 32 J1a CE HAMAITH
PHCKBT OT XMINOTMIHUKEMHKA (BXK. ToUuKa 4.4).

Axo ce npomycHe no3a CHrleTuk, Tpabsa aa ce B3eMe He3a0aBHO, KOTAaTO MALMEHTLT ¢e ceTH. B enuH
¥ CBLUHU JeH He TpxOBa Ia ce B3eMa JBoHHA 1034,

CreuHanHH MTOMyNalui

Evbpeuno yapesicoare
KoraTto ce o6MUCIA H3MON3BAHETO HA CUTAIIHITTHH B KOMOHHALINA ¢ APYT aHTHANAOETEH JIeKapCTREH

NPOLAYKT, TpAOBa 1a CE IPOBEPAT YCIOBHUATA 32 H3MOM3IBAHETO MY ITPH MaUueHTH ¢ 6s6pedHo
YBpPEXIAHE.

[Ipu nauneHTH ¢ Neka hopMa Ha 6B6peuHo yBpeKIaHe (CKOpOCT Ha IMOMEpyHa QUATpaLHs -
Glomerular Filtration Rate, GFR > 60 go < 90 ml/min) ne ce Hanara kopekiua Ha 103ara.

[Tpu nangenTy ¢ 6p6peuHo yBperkaaHe B ymepeHa creneH (GFR > 45 no < 60 ml/min) xe ce Hanara
KOpeKLKMA Ha JAo3ara.

[Ipu nanHeHTH CHC CpenHO Texkka PopMa Ha 6s6peuno yBpexaaHe (GFR = 30 no < 45 ml/min),
no3ara Curneruk € 50 mg BeIHDBK AHEBHO.

[pu nauueHTH ¢ TeXKa hopma Ha Op0peuno yspexxaane (GFR > 15 o <30 ml/min) uin ¢

TepMuHanHa 6s0peuna HenocrarpuHocT (TBH) (GFR < 15 mi/min), BKIFOYHTENHO TE€3H, H3HCKBALIH
XeMOAHaIH3a HIIH NEPUTOHeallHa JHANTN3a, 103aTa CUIVIETHK € 25 mg BeAHBX AHEBHO. JIeueHHeT
MOXe Ja OpJc MPUTOKEHO HE3aBUCUMO OT BpEMETO 3a IHATH3A.




[Ipeny 3anodYBaHe Ha JeueHHeTo ChC CHUrNIETHK ¥ NEPHOAHYHO Clel TOBA C€ NPENnoprYba OLUEHKA Ha
6n6peunaTa QYHKLMA, THil KaTO € HeoOX0AUMO KOpEKLMs Ha fo3aTa Ha Oa3ara Ha ObOpeunaTa

DYHKIHA.

Yeprnodpobro yepexcoaHe

He ce Haara KOpeKLHA HA TIPHAAraHaTa f03a Npy NALMEHTH ¢ JIEKO JI0 CPEAHO TEXKO YePHOOPOOHO
yBpexaane. CHITIETHK He € TIpoYYBaH NPH MaUUEHTH ¢ TEXKKO YEPHOAPODHO yBpeXKIaHe H ClieaBa Ja
ce MOAXOXKAAa BHUMATENHO (B, Touka 5.2).

O6aye, ThiI KaTO CHTATJIMIITHH Ce eIMMHHKpPa OCHOBHO Upe3 OB0penTe, He € 09aKBa TEXKKOTO
yepHOAPOOHO YBpeKaaHe Aa MOBMUAe BbpXy papMaKOKMHETHKAaTa Ha CUTArJIUIITHH.

Cmapuecka év3pacm
He ce Hanara KOpeKuus Ha J03aTa B ChOTBETCTBHE ¢ Bb3pacrTa.

ITeduampuuna nonvaayus

CurariunTHH He Tpabpa na ce H3no3Ba NpH ela ¥ FHOLIU Ha BE3pacT oT 10 a0 17 roasHu nopagn
HeNoCTaThuHa edHukacHocT. HanuyHKHTe MOHACTOALIEM JaHHU ¢4 ONTHCAHH B TOYKH 4.8, 5.1 n 5.2,
CHTArJMIITHH HE € IPOYYBAH NPH NeINaTPUYHM NAI[MEHTH HA BB3pacT noja 10 ronuan.

HayMH HA IPHAOXKEHHE
Curnernk MoXxe J1a ce npHeMa csC Wid 6e3 XpaHa,

4.3 JTIpoTHBONOKA3IAHHA

CBpBXYYBCTBHTEHOCT KbM AKTHBHOTO BELIECTBO WM KbM HAKOE OT MOMOILHUTE BEUIECTBA,
n30poeHH B Touka 6.1 (Bx. ToukH 4.4 1 4.8).

4.4 ChneuHaJHH NpeaynpexRaAeHAs H NPeaANa3HH MEPKH npH ynoTpeba

O61mm
Curnerdk He Tpa0Ba Ja ce U3NOJI3Ba NPH NALMEHTH ChC 3axapeH auaber THN | WIH 3a NTeYeHHE Ha
nuaberHa keroanuno3a.

OCTBp NAHKPEATUT

Vnorpebara Ha DPP-4 nHXHO6UTOPH € CBbP3aHa C PHCK OT pa3BHTHE HA OCTHP TAHKPEaTHT.
[MaupenTtrTe TpabBa 1a OpaaT HHOOPMHPAHH 3a XapaKTEPHUA CUMITTOM Ha OCThP NAHKPEaTHT:
MepCUCTHPAILA, MHOFO CHJIHA KopeMHa Oonka. Cre MpeKkpaTaBaHe HA CHTArJANTHH, ce HabmoaaBa
OTLIYMABAHE Ha NaHKpeaTuTa (ChC MK §e3 MoANBbPKaLIO IeYeHHE), HO B MHOTO PEIKH ClTyyaH €
cBHOOIMABAHO 32 HEKPOTHU3HPALL HITH XEMOparu4eH NMaHKpeaTUuT WWIH CMBPT. AKO HMa CBMHEHHA 34
MaHKpeaTHuT, TPAOBA Aa ce MPeKpaTH MPUEMET Ha CUTAlVIMITTUH U APYT'd MOTEHUHAIIHO NOAO3UPaHH
neKapcTBEHH MPOOYKTH; aKo Ce IIOTBbPAH OCTHP NAaHKpeaTHT, NpueMbT Ha CHrneTHk He TpabBa ga ce
Bb300HOBABA. HeobxoauMo ¢ noBHIIeHO BHHMAHHE TIPH NMAalHEeHTH ¢ aHaMHe3a 32 MaHKPCaTHT.

XHIIQLIHKEMHA, KOTaTo ce npuinara B KGMQHHM C APYIrH aHTHXHNCPIIHKEMHYHH JCKADCTBCHH

NMPpOAYKTH
an KIUHWUYHH H3IIATBAHHUA CUTANJIHIITHH KaTO MOHOTCpAIiNA H KATO YacCT OT KGMGHHHP&H& TEPAIIHA C

NeKapCTBEeHH MPOAYKTH, 3@ KOUTO € H3BECTHO, Y€ He MPUYMHABAT XHNOIMKEeMHs (Hanp. MeTGOpMHH
w/uwin PPARY aroHucr), cro0LUeHHTE HHBA Ha XHIIOTJINKEMHA MPH CHTArJTHITTHH ¢a CXOOHH C T€3H
MpY MalMeHTH NOTy4asany nanefo. XunornukeMus e Habmonasana, Koraro CHTarTHIITHH €
H3MON3BaH B KOMOHHAIMA ¢ HHCYNHH WIH cyipaHMTypeiino npouspogHo. CnegoBaTenHo, 3a aa ce
HAMAJTH PUCKBT OT XMIIOTIHKEMMUSA, TpsaOBa Aa ce OOMHCIIH N0-HHUCKA 1034 CyndaHHTypeiHo
MPOH3BOAHO WIM HHCYIHH (BXK. TOYKA 4.2).

bulpeuHo yBpexaaHe
CHTATTHITTHH Ce eKCKpeTHpa OBOpedHo.

3a ga ce JOCTMIHAT IUIA3MEHHTE KOHLIEHTPAalMH HA CUTArMMITHH, NOAOOHH Ha Te3H NpPH MTaUMEHTH C
HopManHa 6s0peuna ¢pyHkuma, npu nauueHT ¢ GFR < 45 ml/min ce npenopsyBaT n0-HAC




KaKTo ¥ NpH naumneHTH ¢ TEH, M3MCKBAIlH XEMOIHAIN3a HJIH TICPHTOHEATHA AHANTH3a (BX. TOUKH 4.2
u5.2).

KoraTto ce 00OMHCIIS M3IOM3BAHETO Ha CHTATJIMITHH B KOMOWHALIMA ¢ ApyT aHTHAHAOeTEeH IeKapCTBEH
NPOAYKT, TpAGBa a ce MPOBEPAT YCIIOBHATA 3a H3NOM3BAHETO MY NMpPH NMalMeHTH ¢ OE0peyHo

yBpexXHaHe.

PeakliMy HA CBPBEXIYBCTBUTEIHOCT
Cro0lIeHH ca MOCTMAPKETHHIOBH CNTy4aHd Ha CEpHO3HU PEaKUHH HA CBPBXYYBCTBUTEIIHOCT IIPH

NailueHTH, IEKYBaHHN ChC CHTATJIMITTHH. Te3H peakU{H BKIIOYBAT aHaQUIaKCHi, AHTHOEIEM U
ekc(hOMHaTHBHH CHCTOAHNA Ha KOXKATa, BKIOUYUTEIHO CHHAPOM Ha Stevens-Johnson. Hauanoro Ha
Te3H PEaKIMH € N0 BPEME Ha ITHPBUTE 3 Mecena CIEA 3ar04YBaHe Ha JIEYEHHETO, KaTO HAKOH CITydau ¢e
NpOABABAT CJIE] ITHPBATa A03a. AKO C€ NOA031pa peakliiA Ha CBPBXYYBCTBHTENHOCT, NPHEMBT Ha
Curietuk Tpadsa na 6bae npekpared. Tpiabsa aa 6paar oLieHeHH APYTH NMOTEHUHANHH NMPHYHHH 32
CHhCTOSHHETO U 1@ C€ 3aN0YHe ANTepPHATHBHO JieUueHHe Ha AuabeTa.

bynoseH nem¢purons
[Tpu nanuerTy, npueManiy DPP-4 UHXUOHTOPH, BKAIOYHTENHO CUTATTTHIITHH, HMA NIOCTMAPKETHHIOBY

choOImeH!A 3a O6yno3eH neMdurona. Ako Ma cbMHeHUA 3a Oyno3eH neMpuroun, NpUeEMBT Ha
Curneruk TpabBa aa ce IpeyCTaHOBH.

Hartpuid
Curnetdk cpappxa no-Manxo or 1 mmol Harpuif (23 mg) 3a 1032, T.6. MOXKE Ia C€ KaKe, ue

NpaKTHYECKH HE ChOBPKa HATPHH.

4.5 B3aHMojaelicTBHe ¢ APYTH JIEKAPCTBEeHH MPOAYKTH H APYrH popmMH Ha B3IaHMOAeHCTBHE

EQEKTH Ha ApyYTH JEKAPCTBCHH NPOAYKTH BBDXY CHTAIJIHITTHH

[IpeacTaBeHUTE 10-00JY KIMHHYHU JAHHHU MPEANONarar, Y¢ pucKsT OT KITHHHYHO 3HAYHMHU
B3aUMOEHCTBUA C €IHOBPEMEHHO NPHIAraHH IEKaApCTBEHH NPOAYKTH € HUCHK.

In vitro NIpoyvBaHUATA [TOKA3BAT, Y€ OCHOBHMAT EH3UM, OTTOBOPEH 33 OTPaHWYCHHA META00IM3EM Ha
curarnuntiH, € CYP3A4 npu yyactruero 1 Ha CYP2CS, Ilpu naumeHTH ¢ HopManHa 0n0pedHa
¢yHKUHA MeTabonn3MBbT, BRITIOUHTENHO Ype3 CYP3 A4, urpae Maika pofa B KIMPBHCA Ha
CHTArmUNTHH. MeTabonuaMsT MOXe Ja Urpae Mo-ChlUIECTBEHA PONA B SNTHMHHHPAHETO Ha
CHTArTUIITHH NPH TEeXKO OB0pedHo yBpexaaHe Win TepMuHanHa 6bp6peyHa HenocraTeuHOCT (ThH).
[Topaay Ta3u NpHYHHA € Bb3MOXKHO MOLIHU CYP3A4 unxuburopu (Karo KeTOKOHA30J1, HTPaKOHA301,
PHTOHABHD, KIAPHTPOMHIIHH) J1a MPpOMeHAT PapMaKOKHHETHKATA HAa CUTATIMITTHH NP MTAUMEHTH ¢
TexKa cTenel Ha 6s6pedHo yepexxaane win ThbH. Branpeficrsuero Ha MouiauTe CYP3A4
MHXUOUTOPH NIpH HAMH4YHE Ha 6BE0peYHO YBpEeXKIaHe HE € OLIEHABAHO B KIIHHHYHO NMpOYy4BaHe.

In vitro npoyuBaHHUATA Ha TPAHCIIOPTA ITOKA3BAT, Y€ CUTATJIMITTHH € CyfCcTparT Ha p-T/IHKONPOTEHHA H
Ha TPAHCMOpTepa Ha opraHuYHH aHHOHHU-3 (OAT3). OAT3-MexvHpaHUAT TPAHCNIOPT HA CUTAlNIHNITHH
ce NMOTUCKA in vitro oT mpobeHelm, Makap 4€ PHCKBT OT KIMHUYHO 3HAYMMH B3aUMOICHCTBHIA Ce
OLIEHABA KaTo HHCHK. EnHOBpeMeHHoTO npunoxkeHHe ¢ OAT3 uHXuOHTOPH He € OLICHABAHO in Vivo.

Mem@popmun: EAHOBPEeMEHHOTO, MHOTOKPATHO MpWIOKeHHe Ha 103u oT 1 000 mg MeThopMuH aBa
METH AHEBHO ¢ 50 Mg CHTArMMITHH Heé NPpOMeHA 3Ha4uMO (GapMakOKUHETHKATa Ha CHTArJIHUITHH NPH
nauBeHTH ¢ auaber Tun 2,

Huxrocnopun: TIpoBedeHO € NpoyYBaHe 3a OLCHKA eexTa Ha LMKIOCTIOPHH, MOLIEH HHXHOUTOP Ha p-
IIIYKONPOTEHH, BhPXY PapMaKOKHHETHKATA HA CUTAIIMITTHH, EAHOBPEMEHHOTO MPHJIOAKEHHE HA
eJHOKpaTHa MepopaiHa n03a oT 100 mg cHTarmMnTHH ¥ eAHOKpaTHa nepopanya no3a ot 600 mg
imknocrmopuH rosHinaea AUC u Cmax Ha CUTarnMITTHH ChOTRETHO ¢ MpUbnu3uTenHo 29% n 68%.
Te3u npoMeHH BEB (papMaKOKHHETHKATa HA CHTAIJIUIITHH HE CE NIPHEMAT 3d KIMHHYHO 3HAUYHMHU.
B1nOpevyHnAT KIHPBHC HAa CUTArJIMNTHH He ce NpOMeHs 3HauyuMo. [lopanu ToBa HE ce ovaKBaT
B3aUMOAEHCTBHA ¢ APYrH P-TIIHKOINPOTENH HHXHOUTOPH.




EdexTi Ha CHTArTHITHH BbPXY APYIH NIEKAPCTBEHH NPOAYKTH

JMuzoxcun: CHTarnunTiH UMa cnad epekT RbpXY IUIa3MEHATa KOHLEHTpalMs Ha ANTOKCHH. Cnex
npunarasero Ha 0,25 mg AMroKCHH €IHOBPEMEHHO ¢bC 100 mg CUTarmunTHH AHEBHO B MPOIBIDKEHHE
Ha 10 gun, rwasMeHara AUC Ha AMTrokcHH HapacTBa cpenHo ¢ 11%, a nnasMeHara Cuax CPEAHO C
18%. He ce nmpenopruBa KOPHTHPAHE HA H03aTa AUIOKCUH, B CBIIOTO BpeMe MALHEHTHTE C PHCK OT
THIOKCHHOBA TOKCHYHOCT TPAOBa Aa OnaaT noa HabmoaeHye 3a TaKaBa, KOraTo CHTArJHIITHH K
AMTNOKCHH Ce MPWIAraTr eqHOBPEMEHHO.

In vitro naHHKWTE NOKAa3BaT, 4¢ CUTAJIMIITHH He NOTHCKA B He nHAyuMpa CYP450 n3oeH3uMuTe.

B KIHHHYHH NPOYYBaHUA CUTAITTUIITHH He MPOMEHA 3HAaYMMO papMaKoKHHeTUKAaTa Ha MeTGOpPMHUH,
ruOypHI, CHMBACTAaTHH, PO3UTINTA30H, BapdapHH WM NepOpPaNHH KOHTPALICTTHBHY, faBalky in vivo
JaHHH 332 MaJika BepOSTHOCT OT Npean3BUKBaHE Ha B3auMoaeiicTeUA CBC cyOcTpaT Ha CYP3 A4,
CYP2C8, CYP2C9 u Tpancnoprep Ha opraHiyHy KaTUOHHU (OCT). CurarnunruH Moxe aa Obae ciab
HHXHOUTOp Ha P-TNHKOIIPOTEHHA in Vivo.

4.6 ©epTHAHTET, OPeMEeHHOCT H KbhpMeHe

bpeMeHHOCT
HsaMa nocTaThYHO AaHHM 3a yNoTpebaTa Ha CUTAITIANTHH NpH OpeMeHHH xeHU. IIpoy4dBannsaTa npu

*HBOTHH MMOKA3BAT PENIPOAYKTHBHA TOKCHYHOCT NPH BUCOKH AO3H (BXK. Touka 5.3). [ToTeHUnanHUAT
PHMCK IPH XOpa He e UaBecTeH. [Topanu nurcara Ha JavHH NpH Xopa CUINIETHK He TpAOBa 1a ce
W3M0J3Ba MPpU OPEMEHHOCT.

KnpMeHe
He € H3BeCTHO JANH CHTArJIMITHH C€ EKCKPETHpA B KbpMara. [IpoyuBaHHaTA NPH JXUBOTHH NI0KA3BAT,
4¢ CUTACNUNTHH C€ EKCKPEeTUpa B MIIKOTO. CHrneTux He TpabBa Aa ¢e M3noi3Ba Mpy KbPMEHE.

QepTUIUTET
JlaHHHTE OT NMPOY4YBaHKA NPH KHUBOTHH HE NPEATONAraT BIHIHHE BbPXY GEPTHINTETa HA MBXKHU H

*KEHCKH IUTbXOBE NPH JIEYCHHE ChC CUTArTHNTHH. JIMTICBAT JaHHH ITPH XOpa.
47 EdexkTH BLPXY cCNOCOOHOCTTA 38 WIoPpUpaHe H paloTa ¢ MALIHHH

CHrneTHk He NOBJIIMABA WIM MMOBIHABA NMPEHEOPEKRMMO CrI0cOOHOCTTA 3a mogupaHe U paboTa ¢
MalluHM, B ¢BIoTO BpeMe npu modupade wid paboTa ¢ MAaLIHHH TpAOBa Aa ce HMa IpeaBHA, Ye ca
JOKJIaZiBaHU Cy4au Ha 3aMaliBaHeé U CLHAHBOCT.

B nonwaHenue, nauveHTUuTe TpAOBa Oa ce npeaynpeXIasar 3a PUCKA OT XUIMTOrTHKEMHA, KOraTo
CHrferTHk e Wano3sa B KOMOHHALUA CBC CyNPaHUTYpeHiHO MPOH3BOAHO HIIH C HHCY/IMH.

4.8 HexeJaHH JeKaPCTBEHH peaKLIHH

PesioMe Ha npodimna Ha He30IacHOCT

Cpo0maBaHy ca CCPHO3HU HEeXEeJIAHH PeakilMH, BKIIIOUHTETHO NAHKPEaTHT U PEakLHHA Ha
CBpBX4yBCcTBHTENHOCT, CHob11aBaHa € XHNOrTUKeMHUs B KOMOUHALMA ChC CyadaHunypeiHo
npou3BoaAHO (4,7%-13,8%) u uncynuH (9,6%) (BX. TOUKa 4.4).

TabauyeH cIUCHK Ha HeXENaHUTE JIEKAPCTBEHH peakLHK

HexxenaHuTe I€KapCTBEHH peakny ca nocodeHH no-aoiy (Tabnuua 1) criopen cUCTeMO-OpraHHa
knacudukauua u yecrota. I[lo yecrora ce onpeaenar xaro: MHOro 4yectH (= 1/10); yeetn (> 1/100 mo
< 1/10); nHeuectu (= 1/1 000 po < 1/100); penxu (= 1/10 000 no < 1/1 000); muoro peaxH (< 1/10 000)
H C HEU3BECTHA Y4eCTOTa (0T HATHYHUTE NAHHHU He MOke na Obae HanpaBeHa OLEHKa).

Tabauua 1. YecTtoTa HA HEXeJAHKTE peaKUMH YCTAHOBEHH NO BpeMe Ha nianebo-
KOKTPOJAHPAHH KIHHHYHH NPOYUYBAHUA NMPH MOHOTEPANKSA CbC CHTATJIHNTHH H NPH

NOCTMAPKETHHI'OBHH OINNT




Hexensna peakuus HecT0Ta HA HEXKEIAHATA PeaKILHA
HapymesHHS HA KPBLBTA H AUMOHATA

CHCTEMA
TpOMOOLIMTONEHHUS Penky

HapyuieHHS HA HMYHHRATa CHCTEMa

PEeaKLHH HAa CBPBXYYBCTBHUTENTHOCT, C HeH3BeCTHA YECTOTA

BKJIOYMTENTHO aHADHIAKTHYHH oTroBopu™!
Hapywenns Ha MeTal0/1H3Ma H XPAHEHETO

XHIOrMUKeMun? Yectn

Hapymienns Ha HepBHATA CHCTEMA

rasobonue YectH

3aMalBaHe Heyectn
PecnHpaTOpHH, IPLAHHY H MEAHACTHHAJIHHA HAPYIIEHHS
HHTepCcTHIHANHA GenoapobHa bonect™ C Heu3BecTHa 4ecToTa
CTOMALIHO-4PEeBHH HapYlIeHRA

3aleK HeuecTH

nospbLIaHe* ( HEH3BECTHA YECTOTA
OCTBp MaHkpeaTHt™*, 1,1 C HEeH3BECTHA 4ecTOTa
¢daraneH n HedaTaneH XeMoparuieH u C HEU3BECTHA YECTOTA
HEKPOTH3HpAILl

nmaHKpeaTur *,t _

HapymeHHA HA KOAKATA H NOAKOKHATA THKAH

npypHTYyC* HeuecTH
auruoencm*, 1 C HeH3BECTHE YeCTOTa
obpus*,t C HeH3BeCTHa YecToTa
_ypTukapus*,t C HEH3BECTHA YECTOTA
KOXeH BacKynur*,t C HEeHM3BECTHA YeCTOTa
exCchONUaTHBHH KOXXHH 3aboNnsaBaHuy, C HeH3BeCTHa YeCcToTa
BKJTIOUHTENHO CHHAPOM Ha Stevens-Johnson™*,¥
OynoseH nemopuroun™ C Heu3BECTHA YeCTOTa
HapynieHHSl HA MYCKYJIHO-CKEJIeTHATA CHCTEMA H CHeAHHHTEIHATA ThKAH
| aprpanrus™® C HeH3BeCTHa 4eCTOTa
MUaIrUA* C HeH3BECTHA YECTOTa
bonka B repba* C HEeH3BECTHa YeCcToTa
_aprponarus®* C HeW3BEeCTHA 4eCToTa
HapyweHus Ha 0p0penyTe H MHKOYHHTE NHTHINA
HapyiueHa 6p6peuna dyuxims* C HeW3BecTHa yecToTa
ocTpa 6B0peyHa HexoCcTaTEYHOCT® C HeH3BECTHA YECTOTa

*HexenaHure peakliuy ca HACHTHOHUIMPAHH 10 BpeMe Ha NOCTMAPKETUHIOBOTO HAONIOAEHHUE.,

tBmxTe TouKa 4.4.
I Buxre npoyvwsanemo 3a bezonacrocm no omuouterue Ha copoeuro-cvooeama cucmema TECOS mo-

Homy.

Onucanue Ha H30paHN HEXENaHU PeAKLIHH
B porreiiHeHHe KM CBBP3AHHUTE C JICKapCTBCHUA NPOAYKT HEXeIaHU peakLMH, ONHCAHU NO-rope,
HeXeNaHUTe peaklMH, CHo01aBaHK HE3ABUCHMO OT NPUIHHHO-CIEACTBEHATA BPbh3Ka C ICHYEHHETO U
BBL3HMKBAUIY NTPH NOHE 5% M nmoBeue OT NAUUECHTHTE, IEKYBAHN ChC CUTAIJIMITTUH, BKJIIOYBAT
HHPEKLMA HAa FOPHUTE AUXATEIHA MBTHLLA B Ha30QapuHIUT. J[OMBAHNTEIIHN HEXENAaHU PEeaklivH,
cb001aBaHM HE3aBHCUMO OT NIPHUXHHO-CENCTBeHATa BPh3Ka C JIeYeHHEeTO, KOMTO ¢a Bb3HHKBAJIM I10-
YEeCTO NPH NALMEHTH, JIEKYBAHU CBC cHTarnunTHH (0e3 aa AoCTUrHaT HuBa 5%, HO BB3HHKBAHIH C
yectoTa > (,5% no-BHCOKA B Ipynara CbC CUTArJIMIITHH B CPABHEHUE ¢ KOHTPOJIHATA rpyna),
BKJIKOYBAT OCTEOapTPUT U OonKa B KpalHULUTE.

Hsakou HexenaHy peakiui ca HaONIOaaBaHy Mo-4€CTO NMPH NPOYy4BaHUA 33 KOMOuUHHpaHa ynorpeba Ha
CHTArJIMITTHH C APYTH aHTUANAOETHH NEKApCTBEHH NPOAYKTH B CPABHEHHE € NPOYYBAHUA
MOHOTEpPANHUA ChC CUTATJIMITHH. T¢ BKIIOUBAT XHIIOTTHKEMHSA (KaTEropHs Ha 4YeCToTa ,,M
¢ koMOHHAaIUs Ha cynpaHWIypeiHO NPOU3BOAHO H METHOPMHH), I'pHI {,,9ECTH ¢ HHCY




Ge3 MeThOpMHH)), raZicHe W NoBpbiuase (,,4eCTH ¢ MeTGOPMHUH), NOTYBAHE Ha KOpeMa (,,9eCTH™ ¢
MeT(QOPMHH WIH MHAOTINTA30H), 3anek (,,4ecTH" ¢ KOMOMHALKUA Ha CyNaHWTYpeHHO TPOH3BOIHO H
MeThOpMHH), epuepeH oToK (,,4eCTH' C MHOTITIMTA30H WM ¢ KOMOHHALIMA HaA ITHOTTATA30H H
MeThOpPMUE), CBHIIMBOCT ¥ AUapus (,,HedecTH" ¢ MeThOpMHH) H CYXOTa B ycTara (,He4eCTH ¢
HUHCYIHH (CbC UK 6e3 MeTQOpMHUH)).

IleAHaTpHIHA DONY AL
B KIMHAYHH H3MUTBAHHUSA CHC CHTATAHITHH NPH NEANATPHYHH MAUMEHTH ChC 3aXapeH auaber v 2

Ha BB3pacT 10 mo 17 roausy, NpoQHIBT Ha HEXEJIAHHTE PeakKLHy € CPABHHM ¢ TO3H, Ha0MioAaBaH NpH
BB3PACTHH.

IIpoyueane 3a 6esonacrocm no omHowenue Ha copdewrno-cvooeama cucmema TECOS
W3ndTBaHETO, OLIEHABALO ChPAEYHO-ChIOBUTE PE3yJATaTH NpH NeueHue ¢ue curarnunTHi (Trial
Evaluating Cardiovascular Qutcomes with Sitagliptin, TECOS), sxntousa 7 332 nalyeHTH, €Ky BaHH
cec 100 mg curarnunTiH AHeBHO (MK 50 mg AHEBHO, KO H3XONHUTE CTOHNHOCTH Ha M3YUC/ICHATa
CKOpOCT Ha raoMepynHa durrpauua (eGFR) ca> 30 u < 50 mVmin/1,73 m*), u 7 339 nauueHTH Ha
mnauebo B intention-to-treat (ITT) nomynaumsra.

IlBete nedyeHus ca JoOaBeHU KBM OOHYAHHTE IPHKH, CHINIACHO MECTHUTE cTaHiapTH 3a HbAlc u
CBPAEYHO-CBhI0BH PUCKOBH (akTopu. OblaTa YecTOTa Ha CEPUO3HHTE HEXeNaHH ChOUTHA MPH
MALMEHTH, TIONY4ABALlM CHTArTHITTHH, € CXOHA C Ta3u NIPH NaLMEeHTHTe, OoTy4aBallly miauedo.

B intention-to-treat momynauusTa Cpea NALMEHTHTE, KOUTO H3MO3BaT UHCYJIHH WHIH CyIhaHUTy ped
Ha KIXOAHO HMBO, YECTOTATa HA TEXKKA XUMNOTIHKEMHUA € 2,7% npH NAUUEHTHTE, JIEKYBAHH ChC
CHTArJUITHH, # 2,5% MpH nanueHTHTe Ha 11anedo; cpen nauMeHTHTE, KONTO He U3NO3BAT HHCYNHH
n/uny cyndasuIypes Ha U3XONHO HHBO, YECTOTATa Ha TeXKa XHNornukeMud € 1,0% npu nauxeHTHTe,
NEKYBaHH ChC CUTAMMUITHH, U 0,7% npy naudeHTHTE Ha rauebo.

UecToTaTa Ha MOTBEPACHH CHOHTHA, OTOABAHH HA NAHKPEaTHT, € (,3% InpH NauUeHTHTE, JIEKYBaHH
CHC CHTArNUNTHH, U 0,2% npu nauueHTUTe Ha nuauedo.

Cro0ImaBaHe Ha NON03UPAHM HEXENaHW peakIiu
C1r0o0waBaHeTo Ha NoAO3HPaHHU HeXeaHH PeakllMy Cle]] pa3pelliaBaHe 3a ynotpeba Ha JieKapCTBEHHUA

MPORYKT € BaxkHO. ToBa NO3BONABA Aa NPOABIDKH HabMIOAEHHETO HA CHOTHOILIEHHETO MOI3a/PHCK 34
NexapcTBEHUS NpoaykT. OT MEAMHMHCKUTE CMIELHAIMCTH Ce H3UCKBA Na ChoOIWaBaT BCAKa
MoAO3HpaHa HeXellaHa peakUuus upes

HU3nmbpnHHTENHA areHUHA Mo JieKapcTBaTa

yiL. ,,JJaMaH ['pyes” Ne 8

1303, Codus

Ten.: +35 928903417

yebGcaiiT: www.bda.bg

4.9 IIpexpo3upane

[IpH KOHTPOJIHPAHH KIMHWSHH H3ITHTBAHAA CBC 3PaBH HHAMBHAH C€ MMPUJIarat ¢AHOKPaTHH A03H 10
800 mg curarmunTHH. MURMManHo noimeHle Ha QTc¢, KoeTo He ce CuMTa 3a KIMHHYHO 3Ha4uMo, ce
Habmoaasa rpy efHo npoyusake ¢ Ao3a oT 800 mg curarnuntdl. Hama onur ¢ no3H Haxa 800 mg npu
KIHHHYHH Dpoy4uBaHus. [Ipu npoyusanud da3a [ ¢ MHOroKpaTHO NpHiIaraHe HAMa CBbpP3aHU C 103aTa
KITHHHYHHM HEKENaHH NeKapCTBEHH peakLMH, HaOMoJaBaHH NIPH CHTArNHMITHH € 034 Ao 600 mg
JTHEBHO 3a nepuonu 1010 guu 1 400 mg nHEBHO 3a EpHOAH 10 28 JHU.

B cnyuaii Ha npeno3upaHe € NOAXOAALIO fia ce NMpeArpueMaT OOHKHOBEHHTE MOATBPIKALLY MEPKH,
KaTo OTCTpaHsABaHe Ha HeabcopOupaHus MaTepHall OT CTOMAIHO-YPEBHUA TPAKT, KIIHHHYHO
HabmoaeHHe (BKTIOYNTENHO M eIeKTpOKApAKOTrpaMa) ¥ IpH HyKAa 3alo4BaHe Ha MOJAbPXKALLO0
NeYSHHUE.

CHTAMTUNTHH € cabo auanusupyeM. [Tpu KNTHHHYHH npoy4Banus npuGausurenHo 13,5% ot nosara

JHAJIH3HpA NTPH NMEPHTOHCATTHA AHAJIHM3A.




5. @OAPMAKOJOI'NMYHH CBONCTBA

5.1 dapmMaKoAHHAMH4YHH CBOlcTRA

dapMakoTepaneBTHYHaA Ipyna: AHTUAHA0ETHH TekapcTBa, HHXUOHTOPH Ha AMIENTUANN nenTtuaasa 4
(DPP-4), ATC xox: A10BHO1.

MexaHu3sM Ha JeiicTehe

CHITIETHK € OT KJ1aca Ha MepPOPATHHTE aHTHXKIIEPITIMKEMHUYHY [IPOAYKTH, HApeYeHH TUITeITTHAMI
nerrriaasa 4 (DPP-4) nuxuburopy. [TonoOpeHHAT IITHKEMHYEH KOHTPOJI, Habio1aBaH NpH TO3H
NeKapcTBEH NPOAYKT, Hall-BEpOATHO ¢e Ab/DKH Ha MTOBUIIABAHE HHBATA HA AKTHUBHUTE HHKPETUH
XOpMOHH. MHKpEeTHH XOpMOHHKTE, BKIIOMKTENHO MloKaroH-noaobHua nentux-1 (GLP-1) u
TIIOKO303aBHCHMHA HHCYNHHOTpOteH noaunentia (GIP), ce ocBoOoxKAaBAT OT THHKUTE HepBa Npes
OeHA, KATO HNBATa UM C€ NOBHAMIABAT KAaTO OTTOBOP NPH XpaHeHe. MHKPeTHHUTE ca 4acT OT €HJ0reHHa
CHCTEMa4, YYacTBalla BbB (PU3HONOrHYHATA pery/alus Ha [JIIoKo3HaTa XoMeocrasa. Korato
KOHLICHTpALIMUTE HAa KPLBHATA 3aXap ca HopManHu Wik nopuinedd, GLP-1 u GIP noBumasat cuHTe3a
H 0cBo0OKAABaHETO HAa MHCYJIHH OT NaHKpeaTH4YHHUTE OeTa-KNeTKH upe3 BhTPEKASTHYHM CHIHATHH
BEPHTH, BKIIOYBAIIH UMKNHYeH AM®. Tpetupandero ¢ GLP-1 wiu ¢ DPP-4 uuxuburopu Ha
YKHBOTHHCKH MOAeNH ¢ aAuabeT THI 2 1eMOHCTpHpa moaoOpABaHe Ha peaKTHBHOCTTA Ha f¢Ta-
KJIETKHTE [0 OTHOLICHHE Ha IJIIK03a H CTUMYNHpa OHOCHHTE3a H 0CBO0OXKAaBAHETO HA HHCYJIHH.
[Tpu mO-BHCOKH HMBA Ha HHCYJIMH Ce 11ozo0paBa MoeMaHeTo Ha INHK03a OT ThbKaHHTe. OCBEH TOBa
GLP-1 HaMangBa CeKpeLMATa Ha [NIIOKAroH OT NaHKpeaTHyHuTe anda-kneTkd. HaManenure
KOHLIEHTPALIHY Ha INIIOKAroH, 3a€HO ¢ MO-BUCOKUTE HMBA Ha HHCYJIMH, BOAH A0 HAMA/IABaHE Ha
nNpoayuMpaHaTa OT YepHUs apod rioKo3a, a OTTaM M 10 HAMAIBAHE HMBATA HA KPBBHATa 3axap.
Edexrure Ha GLP-1 ¥ GIP ca rnoko303aBHCHMH, Taxa 4€ KOraTo KOHLEHTpalUUTe Ha KPbBHATa
3axap ca HHCKH, He ce HaOmroaaBsa CTHMY/IHpaHe Ha HHCYJIMHOBO OCBOOOXKAABaHE M NTIOTUCKAHE HA
rmokarosoBara cexpeuus oT GLP-1. Ilpu GLP-1 u npu GIP ctumynupanero Ha ocBoOOKaaBaHe Ha
HHCYJIHH Ce 110Ka4Ba, KOraTO INI0K03aTa ¢¢ NOBYINH Haj HOPMANHUTE KOHUEHTpauuu. OCBEH TOBa
GLP-1 He yBpexaa HOpMaJHHUA OTTOBOP Ha INIOKAroHa MpHy XUnornukeMus. AKTHBHOCTTa Ha GLP-]
H GIP ce orpannuasa ot DPP-4 en3uma, koHTO OBp30 XUIPONH3IUpPA HHKPETHH XOPMOHHTE 10
HEAKTHBHH NMpoAYKTH. CUTATJTMNITHH NPEeAOTBPaTABA XWAPOAH3aTa HA HHKPETHH XOpMOHHUTE OT DPP-
4, ¢ KOeTO MOBHILABA IUIA3MEHUTE KOHLCHTpaury Ha akTHBHUTE popMu Ha GLP-1 u GIP. Karto
NMOBHIIaBa HUBATA HA aKTUBHHUA HHKPETHH, CUTAIIMIITHH MOBHIIABA 0CBOO0KAABAHETO HA HHCYHH H
MOHMIKABA HUBATA HA ITFOKATrOH [0 III0K0303aBHCHM Ha4MH. [Ipy naudeHTn ¢ auaber Tunm 2 ¢
XHUIMEPIIAKEMHA TE3U MPOMEHH B HUBATA HA MHCYJIUH U IIOKATOH BOAAT N0 HAMAIABAHE HA
xeMornoOuH A (HbA ) M mo-HHMCKH KOHUEHTPaLMH Ha [TI0K03a Ha INTAOHO Y CNEH HAXPAaHBAHE,

[ Mok0303aBUCHMUAT MEXAHW3BM Ha CHTArJHITHH CE pa3findana 0T MEXaHH3Ma Ha CYIPOHHTYpEUTeE,
KOHTO MOBHILIABAT CeKpelHATa Ha HHCYJIMH, IOPH KOTaTO HUBATA HA ITI0KO3a Ca HUCKY H TOBa MOXe
1a JoBeAe B0 XUIOTJIMKEMHA MPH NalMeHTH ¢ AMadeT Tyl 2 ¥ IPH HOPMaJIHH HHIHBHIH.
CHTarTHNTHH € MOLLEH H BUCOKO CceliekTUBeH MHXUOUTOD Ha en3uma DPP-4 1 He nortucka dnuskure
eH3uMu DPP-8 wnu DPP-9 B TepaneBTHYHM KOHLEHTPALIMH.

[1pu pBYAHEBHO [1POY4BAHE HA 3APABHU JIMLIA CHTAITHITTHH, MPUJIOXKEH CAMOCTOATENTHO, IOBHIIABA
axTuBHara GLP-1 xoHUeHTpauus, A0KaTo MeTGOPMHUH, NIPHIOKEH CAMOCTOATENHO, NIOBHIIABA
akTHBHaTa M o61ara GLP-1 koHUeHTpaluA B ¢XoJHa cTeneH. ENHOBpEMEHHOTO NpHiiarade Ha
CHUTArJIHITTHH ¥ MeThOPMHH UMa aAWTHBEH edekT BbpXy akTuBHaTa GLP-1 KoHUeHTpamus.
CHTarnunTHH, 3a pa3nnka ot MeThopMHH, nopuillaBa akTHBHATa GIP xoHLEeHTpauA.

KnuHu4Ha epHKacHOCT U 6e300acHOCT

KaTo Lis10 CHTarnunTHH noaodpasa rIMKEMHYHHA KOHTPOJ, KOTaT0 ¢ H3MOJ3Ba KaTO MOHOTEpaIuA
Wi B KOMOHHHpaAHO JIeYeHHe NMPH Bh3PACTHH NalueHTH ¢ Axaber Tvn 2 (Bx. Tabnuua 2).

[1poBenen ca B MPOy4BAaHUA 32 OUEHKA HA e(PHKACHOCTTA H O€30MACHOCTTA Ha CHTATTHIITHH KaTo
MOHOTEpanus. JICHSHHETO ChC CHTArNUNTUH B 1032 OT 100 mg BeAHEK AHEBHO KATO MOH TP ﬂﬂ\
JaBa 3HAYHTENHO NogoOpeHue no oTHoleHHe Ha HbA ., mna3MeHa rimoko3a Ha ritanHo ¥Ry pimnne
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Ha IMI0Ko3aTa 2 Jaca cnen xpaneke (2 yaca PPG), B cpaBHeHue ¢ mnanedo B ABe MpOyYBaHHA, €AHOTO
¢ 18- u apyroTo ¢ 24-ceqMudHa nNpoxbkUTeNHOCT. Habmonasano € monodpenne Ha CypoTaTHHTE
Mapkepy Ha QyHKUMOHHpaHe Ha OeTa-Kierkara, B ToBa uucino HOMA-B (XoMmeocraseH Mozaen 3a
OlIEHKA-f), CHOTHOIICHHETO HA MTPOMHCYJIHH KbM MHCYJIMH M MOKAa3aTe/IHTE 34 peaKTHBHOCTTA Ha
GeTta-KIeTKHTE MPU TeCcTa 33 TOJIEPAHTHOCT NPH YeCTO AaBaHe Ha xpaHa. Habmogasanara yecrora Ha
XHUTIOTJIKKEMHSA NMPH MALHEHTH, TPETHPAHH ChC CHTArJMITTHH, € CXOAHA ¢ Ta3H NpH mianedo.
TenecHOTO TErNoO B CPAaBHEHUE ¢ M3XOOHUTE CTOMHOCTH HE CE MOBHIIABA ITPH JIEUEHME ChC
CHTarJIMNTHH B HUTO €AHO OT ABETEe NPOY4YBAHHA, B CPaBHEHHE CBC ¢1ado peaylMpaHe npH
NAUHEHTHTE, TPETHPAHHU ¢ IUtaLedo.

Curaraunrud 100 mg BerHbx AHEBHO OCUTYpABA 3HAYMMO NOAOOPEHUE HA ITTHKEMHYHHTE
napaMeTpH B CpaBHEHHE ¢ nnauedo npu ase 24-ceAMHYHHE NMPOYyUBAHHUA 38 CHTATIHIITHH KaTo
NOITLJIHHUTEJIHO JIeYeHHe, eHOTO B KOMOHHALIMA ¢ MeTGOPMHH M APYroTO B KOMOMHALMA ©
HOrNHTa30H. [IpoMaHAaTA B TEIECHO TEJIO CAPAMO H3XOJHOTO HHUBO € noaodHa npy NauueHTH,
JIEKYBaHH CbC CHTArTUNTHH M rnauebo. [Tpu Te3n npoyusaHud MMa MoaoOHa YeCToTa Ha
XHMIOTITHKeMHUA, ChOOIIEHA NMPH MALIMEHTH, NeKYBaHH CbC CUTArNIMITTHH Wiy rwanebo.

24-ceaMuyHO M1aLeb0-KOHTPONHPAHO KIMHHYHO NIPOYYBaHE € IpeJHa3HaueHo Aa OLeHH
edukacHocTTa H 6e30nacHocTTa Ha cHTarnunTHH (100 mg BeqHLXK AHEBHO), NpUOaBEH KbM
rAUMENHPHI CaMOCTOATEIHO WiIH INIHMENHpHI B komOnHauua ¢ MetgopMHH. Jlo6GaBsHeTo Ha
CUTATIHIITHH KbM FMTUMEITHPH CAMOCTOATENHO WIH IMUMENMPUI U METGOPMUH OCHIYpABa
3HAUMTENTHO NoaoOpeHne Ha rMuKeMHYHKTE napaMeTpu. [lauueHTyTe, NeKyBaHH ChC CUTArIMITHH,
UMar ¢nabo NOBHINEHHME HA TEJECHOTO TEMNIO B CPaBHEHHE C Te3H, nonyyasand mwiauedo.

26-ceaMHYHO MIALEO0-KOHTPONHPAHO KIMHHYHO NPOYUBaHE € MpeAHa3HaYCHO Na OLICHH
eeKTHBHOCTTA U 6e30macHoCcTTa Ha curarunTiH (100 mg BegHexK AHEBHO), 100aBEH KBM
KOMOHMHALIMA OT MUOIJIKTa30H U MeTQopMHH. J100aBAHETO HA CUTASIMITTHH KBM NMHOTJIHTa30H H
meThOopMeH OCHUIypABa 3HAYMTENHH NOJOOPEHHA HA IMMKEMHYHHTE napaMeTpu. [IpoMsHaTa B
TEAECHOTO TEMIO OT M3XOAHO HUBO € NoA0o0Ha HA Ta3H NPU NALMEHTH, JIEKyBaHH CbC CUTAIIMITTHH, B
cpaBHeHHe ¢ Iwiane6o, Yecrorara Ha XUNOMIMKEMHS CHILO € NOAOOHA NPH MNALIMEHTHTE, JIEKYBAHH CBC
CUTAIJIHITTHH WK rnanefo.

24-cepMuuHO MNanebo-KOHTPOJIHPAHO KIHHHYHO NMPOYYBAHE € NIPEAHA3HAYCHO Ja OLICHH
edexTHBHOCTTA M Oe3onmacHoCTTa Ha cutarnumTiH (100 mg BeAHEXK AHEBHO) KAaTO JOTBIHHTEIHA
Tepanui KbM MHCYJIHH (MpH NOCTOAHHA A03a 3a Hali-Manko 10 ceaMuun) cbe uiH 6€3 METHOPMHH
(uati-manko 1 500 mg). [Tpx mauHeHTH, NpHeMally NpeABAPHTENHO CMECEH HHCYNTHH, CpenHaTa
nHeBHA no3a € 70,9 U/nnesHo. Ilpy nanueHTH, npieMaliy HHCYTHH, KORTO HE € CMECEH
TNIpeABAPUTENIHO (MHTEpMEAHEpeH/ IBAroaeHicTpall), CpeAHaTa AHEBHA no3a e 44,3 U/nHeBHo.
HobaBAHeTO Ha CHTArJIMIITHH KbM HHCYJIHH OCHIYpABA 3HAYHTENTHO NOJ00PEHHE HA TTTUKEMUHHUTE
napaMeTpy. HsaMa 3HaYMTENHA [IPOMAHA B TEAECHOTO TEIVIO CIIPAMO H3XOTHOTO HUBO MPH ABETE

rpyns.

[1pu 24-ceamuuto 1anebo-KOHTPONUPAHO PAKTOPAIHO NMPOYYBAHE HA HAYAIHO NeUeHHUe,
cutaraunTiH 50 mg apa mbTH AHEBHO B KoMOMHaLumA ¢ MergopmuH (500 mg wiu 1 000 mg asa TeETH
JIHEBHO) C€ MOCTUIa 3HAYMTENHO NoxobpeHNe Ha IMHKEMHYHNITE [TApaMeTPH B CpaBHEHHE ¢ BCAKA
MOHoTepanuia. HamaneHueTo Ha TeNeCHOTO Terjio npU KOMOHHALUMATA CHTArJIMITTHH ¥ METQOPMHH €
noao6Ho Ha ToBa, HabMOAaBaHO NPH METHOPMHH CAMOCTOATENHO WM IUTauebo; HAMa MpOMAHa
CIIPAMO H3XOAHHUTE CTOMHOCTH IIPH NALMEHTH Ha CHTAarJIMIITHH CaMoCTOATENHO. HecToTaTa Ha
XHITOTTHKEMHA € OA00HA Cpell NEKYBAHUTE IPYIIH.




Tabauua 2. Pesyarars 38 HbA . npH npoyuBanus ¢ m1anedfo-KOHTPOJHPAHA MOHOTEPANHA H
KOMOHHMpAHA Tepanua™*

Hpoy4yBaHe CpeaHn cTOHHOCTH CpenHa npoMaHAa Kopurupana,
Ha H3XOQHO HHBO CTIPAMO H3X0AHO cnpsMo nasuebo,
HbA,. HuBo HbA,, (%)} CPeHA NPOMAHA
(%) CIIPAMO H3XOAHO
nuso HbA, (%)}
(95% CI)
 IIpoy4BaHHSA ¢ MOHOTEPANHSA
Curarnurnmud 100 mg | 8,0 -0,5 -0,6*
BEAHBXK AHEBHO? (-0,8; -0,4)
(N=193) |
Curarnuntas 100 mg | 8,0 -0.6 0,8}
BEIHLX AHEBHO' (-1,0; -0,6)
(N=229)
[IpoyusaHust ¢ KOMOHHNHDAHO NeUeHHE
Curarnunmud 100 mg | 8,0 -0,7 -0,7¢
BEIHBX THEBHO, (-0,8; -0,5)
fo06aBeH KM (POHOBA
TEpanus ¢
metrdopMun’
(N=453)
Curarmnrus 100 mg | 8,1 -0,9 -0,7%
BeIHBX AHEBHO, (-0,9; -0,5)
1o6aBeH ksM POHOBA
TepAauA C
MHOTJIHTA30H
(N=163)
Curarmunrud 100 mg | 8,4 -0,3 -0,6%
BeIHBX NHEBHO, (-0,8; -0,3)
aobaseH KbpM (POHOBA
TEpaIHs ¢
FHMEIHPHA’
(N=102)
Curarnunmus 100 mg | 8,3 -0,6 0,9
BeJHBX JTHEBHO, (-1,1; -0,7)
nobaseH KM (OHOBA
TEpaIug ¢
TITHMETTHPpRI +
mMeThOpMHUH'
(N=115) _ | . _
Curarnmuanmai 100 mg | 8,8 -1,2 0,74
BeIHBX JHEBHO, (-1,0; -0,5)
pobaseH KbM POHORA
Tepanua ¢
NMUOIIATA30H +
metdopMun®’ (N=152)
Havanxo neyenue (apa | 8,8 -1,4 -1,6%
T AHEBHO)": (-1,8; -1,3)
curarnunTiH 50 mg +
mMerdopmul 500 mg
 (N=183)
Havanso neuenue (q8a | 8,8 -1,9 2,13
T AHEBHO) (-2,3; -
cuTaraunTiH 50 mg +
mMeTrdpopMuH 1 000 mg
| (N=178)
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Curarnuntad 100 mg | 8,7 -0,6 -0,641
BEJHBX JHEBHO, (-0,7: -0,4)
no6aBeH KM POHOBA
Tepanui ¢ HHCYJIHH
(+/-merdopmun)’

(N=305)

* [TorrynampsaTa OT BCHYKH JIEKYBaHH naumeHTH (intention-to-treat aHanus).

t Hali-mankuTe CpeAHM KBAAPATH Ca KOPUTHpaHH CIIPAMO CTaTyca NMpH NMPEXOLHOTO
AHTUXUNICPIIIMKEMHYHO JICYEHHUE U CTOMHOCTTA HA H3XOOHO HUBO.

1 p<0.001 B cpaBHeHue ¢ mranedo win wnauebo + KOMOHHHPAHO JIEUEHHE.

§ HbA ¢ (%) Ha 18-Ta cenmMuLa.

' HbA ¢ (%) Ha 24-Ta ceaMMLA.

# HbA . (%) Ha 26-Ta ceamua.

9 Hali-MankuTe cpeIHH KBAOpaTH ¢a KOPpUrHpaHU cnpamo ynorpebara Ha MeT(hOPMHH NPH BU3NTa |
(na/ne), ynorpedara Ha HHCYJIMH NpH BU3KTa | (MPEABapHTEIHO CMECEH Cpemy TakbB, KOATO He e
CMECEH MpelBapUTENHO [HHTEPMEIUEPEH WK ABIroAecTRall]) ¥ H3X0AHa CTOHHOCT.
B3auMoAeHCTBHATA NpH JEUSHUETO 110 NOATPYNH (ynorpebaTa Ha METPOPMHH H HHCYJIUH) HeE Ca
3HaYuMH (p > 0,10).

24-ceIMHYHO, KOHTPOJHPAHO C aKTUBHO BewiecTBO (MeTOPMHUH) IpOyYBaHe, MPpeAHa3HAYEHO Ja
oteHH edrkacHocTTa M 6e3onacHocTTa Ha 100 mg cHTarMNTHH BeAHEXK AHeBHO (N=528) B
cpaBHeHHE ¢ MeTopMuH (N=322) npH NalMeHTH ¢ HE3a10BOJUTENEH IMIMKEMHYEH KOHTPO OT Auera
H YIIPaXKHEHHUs, KOHTO He €a Ha aHTHXHMIIEPIIIMKEMHYHA Tepaliis (NPEeKbCHATH TeparnusaTa B
nocneauure 4 mecena). CpenHara ao3a MerdopMuH € npubnusurenHo 1 900 mg Ha aeH.
Hamanasaneto Ha HbA . ot cpenHoTo n3xoaHo HuBO 7,2% ¢ -0,43% 3a curarnunTuH U -0,57% 3a
MeT(POPMHH (aHAJTH3 CBIVIACHO NMPOoTOKoNa). Of1IaTa yecToTa Ha CTOMAHO-YPEBHH HEXETaHH
peakLIMH, CHUTAHH 332 CBBP3aHH C JIEKAPCTBOTO NPU MAUMHEHTH, IEKYBaHH CbC CUTArNIMNTHH, € 2,7% B
cpaBHeHHe C 12,6% npH nauHeHTH, NeKyBaHU ¢ METQOPMUH. YecToTaTa Ha XHIIOTITHKEMHA HE ce
pa3TH4aBa 3HaYMMO MexXay JeKyBaHute rpynu (curarnuntuH 1,3%; merdopmun 1,9%). TenecHoro
TErJIO B JIBETE I'PYITH € HAMATSIO CIPAMO H3XOAHOTO HUBO (CHTarnunTHH -0,6 kg; merdopMuH - 1,9

kg).

[Tpy mpoy4BaHe 3a cpaBHABaHe edukacHocTTa U Ge3onmacHoCTTa OT AobaBdaHe Ha CHTAraunTHH 100 mg
BEAHBX AHEBHO WITH MHNH3HA (CyndaHunypefHO MPONU3BOAHO) MpH MALMEHTH C HEAIEKBATEH
rIIMKEMUYEH KOHTPOJ Ha MOHOTEpANus ¢ MeT(OpMHH, CUTATJIUITTHH € NoAao0eH Ha TIHNH3UA 110
OTHOIlleHHe HaMaaBaHe Ha HbA .. CpenHara J03a Ha MIUMA3KAI, H3TION3BAHA B CPABHHUTENHATA rpyIia
e 10 mg Ha meH, KaTo Mo BpeMe Ha npoyypsaHeTo npubnmaurenHo 40% oT maUHeNTHTE ca ce HyXAaeH
oT no3a < 5 mg Ha aeH. O6ave, B rpynaTa Ha CHTArJIMITHH NOPaaH Jikrica Ha €pUKacHOCT TIOBEYE
NalKeHTH ca NPEKbCHAIH, OTKOJIKOTO B rpynata Ha rinunu3uj. [laudeHTy, JeKypast cbe
CHTArJTHITTHH, [TOKA3BaT 3HAYHUTENIHO CPpEIHO MTOHIKEHHE Ha TENECHOTO TEIJIo CpAMO H3XOXHOTO
HHMBO B CpaBHEHHE CbC 3HAYMHTENHO NOBHIIEHHE HA TETNIOTO MMPH NAlWEHTH, TOMyJYaBally ITTUIH3HL (-
1,5 cpeury + 1,1 kg). B ToBa npoyuBaHe OTHOLICHHETO MPOHHCYJIMH KbM HHCYJIMH, KOETO € Mapkep Ha
edeKTHBHOCT Ha CHHTE3a H 0CBo0OXIaBaHe Ha HHCYJIHH, ce nonobpsasa rpy JieueHHe ChC
CHTAIJIMIITHH U CE BIOLIABA NPH JICYEHUE C rNNAU3KA. YecToTaTa Ha XUIOTVIKKEMHUATA B Ipyrnara Ha
cutarnunTvH (4,9%) e 3HaUHTEJIHO MO-HHCKA, OTKOJIKOTO B rpynara Ha rMHnu3ug (32,0%).

24-cenMHUUHO TUIae60-KOHTPOJIHPAHO KNHHHYHO Npoy4BaHe, BKIK4BaWo 660 nauueHTy, e
npeaHa3HauYeHo Aa OLEHH epHKaCHOCTTa, BOACLIA N0 HaMaNABaHe Ha HHCYTHHOBHTE JIO3H H
GesomacHocTTa Ha cHTAraunTHH (100 mg BeXHbK THEBHO), KOTAro € npubaBeH KbM UHCYIIHH
rnapXHH, cb¢ WIH 6e3 MeTdopmuH (more 1 500 mg) no BpeMe HA HHTEH3HHLIMPAHETO HA
HHCYIIHMHOBaTa Tepamnna. Hixoanara croifHoct Ha HbA | e 8,74% M HauanHaTa 1032 HHCYJIHH €

37 IU/oHeBHO.

[TauueHTUTE Ca HHCTPYKTHPAHH A THTPHPAT TAXHATA 1034 HHCYJIHH IJI2PXHH Bb3 OCHOBA Ha

CTOMHOCTHTE Ha KPbBHATA 3aXap Ha INIafiHO, H3IMEPEHH Ype3 KPHBEH TeCT ¢ yOoxaane Ha npLere
24-Ta CeMULIA YBENHYABAHETO HA AHEBHATA 1032 UHCYNIHH € 19 IU/IHeBHO NpH NauMeHTH XY B
CbC CHTArMITHH, ¥ 24 [U/nHEeBHO NpH nalMeHTH Ha iane6o. [Toxmkapanero Ha HbA(/ npb
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TIALHEHTH, JIEKYBaHH CBC CHTAITHITTMH B HHCYJIHH (Cbe WK 6e3 methopMmuR), € -1,31% B cpaBHenue
¢ -0,87% npH NMaLUeHTH, TeKyBaHH ¢ riauebo u HHCYIMH (ChC WU €3 MeTPOPMHIH), Pa3IHKa OT -
0,45% [95% CI: -0,60; -0,29]. UecroraTa Ha XunornukeMns € 25,2% npy MaudeHTH, TEKYBaHH ChC
CHTAMNIMITHH H MHCYIHH (Cbe WiH 6e3 MerdopMuH), U 36,8% npu naleHTH, JeKyBaHH ¢ wiauebo u
HMHCYJIMH (ChC HIIH Oe3 MeTgopMuH). PaznukaTta ce ABDKH OCHOBHO HA MO-BHCOKHA NMPOLIEHT
MaUMeHTH B Ipynara Ha rnauebo, H3nuTain 3 WK [ToBeUe eMnu30aa Ha Xunornukemus (9,4 cnpamo
19,1%). HaMa pa3znuxa B 4eCTOTATA Ha TEXKKA XHIIOTJIMKEMHA,

[IpH NalHEeHTH ChC CPEAHO TEXKKa J0 TeXKa PopMa Ha OBOpeUHO YBpEXKIaHe € MPOBSACHO NPOoYYBaHE,
CpaBHABALOO CUTArTUMTUH B 1032 OT 25 mg Wik 50 mg BeAHEXK AHEBHO CIPAMO MIHITH3HA B 103a OT
2,5 mg mo 20 mg/aHeBHO. B ToBa npoyuBaHe ca BIIO4YEHH 423 nauMeHTH ¢ XpOHHUHO HB0peyHo
yBpexaaHe (H34HcieHa cTerneH Ha roMepynHa gunrpauus < 50 ml/min). Cnen 54 ceaMuuu
cpenHOTO HamaneHue Ha HbA; cnipaMo u3xonHoTo HUBO € -0,76% ¢be cHrarmunTHH ¥ -0,64% ¢
MIMNH3KE (3HATK3 110 MPOTOKOJ). B ToBa npoyuBaHe npodunsT Ha ePHKACHOCT H 6€30MacHOCT Ha
CHUTATJIMITTHH B 703a oT 25 uwiu 50 mg BemHbK JHEBHO € KAaTO LAJIO CXOAEeH ¢ TO3M, HabmoaasaH IpH
OpYTH NIPOYYBaHUA C MOHOTEPAIMA NPH NALUMEHTH ¢ HopManHa 6u6peuHa PyHkima. Yecrorara Ha
XHITIOTJINKEMHS B IpyIata Ha CHTAMNTHIITHH (6,2%) € 3HAUUTEHO [10-HUCKA OT TA3HM B [PyaTa Ha
rnunu3ng (17,0%). MiMa CBLIO Taka 3HAYUTENIHA Pa3iHKa MEX(Iy IpyNUTE N0 OTHOLICHHE Ha IIPOMAHA
Ha TEJIECHOTO TEI10 CHPAMO M3X0ZHOTO HHBO (cHrarnumruH -0,6 kg; raunusun +1,2 kg).

Jpyro npoy4BaHe, CpaBHABALLO CUTArJIHNTHH B 4034 OT 25 mg BEAHbX JHEBHO M [VIMIIM3KUA B 1033 OT
2,5 mg no 20 mg/nHeBHO, € npoBeacHO npy 129 naunentd ¢ ThH, xouro ca Ha nuanu3a. Cnen 54
CEAMHLIM CpenHoTO HaMansBaHe Ha HbA (¢ cipaMO H3X0AHOTO HUBO € -0,72% CHC CUTArTUNATHH H -
0,87% c runu3na. B Tosa mpoyuBaHe npodunsT Ha epuKkacHocT U HE30NaCHOCT HA CHTATJIMIITHH C
103a OT 25 mg BEAHDXK AHEBHO € KATO LIWIO CXOAEH ¢ TO3H, HabnrogaBaH NpH Apyrd NpOYYBaHHA ¢
MOHOTEpAaINMA IIPH MalKMeHTH ¢ HopManHa 6b6peqHa pyHkuMg. Hama 3HayuMa pa3iHka B 4eCToTaTa Ha
XHMMOTJIMKEMHA MEXy NeKyBaHHTe rpyny (CHTarnuiTyH 6,3%,; roumusun 10,8%).

B npyro npoyuyBaHe, Bno4usawlo 91 nauueHTH ¢ AMadeT THI 2 U XPOHHYHO OBOPEUHO YBPEKAaHE
(KpeaTHHUHOB IVIHPBHC < 50 ml/min), 6e30nMacHOCTTA U MOHOCUMOCTTA Ha JICYEHHETO CBC
CHTAIIMITTHH B 1033 0T 25 mg wnx 50 mg BeAHBXK AHEBHO KaTO L0 ¢a CXOOHH C TE3X NpH mwiauedo.
B gomrenuenue, cnen 12 ceaMmiy cpeiHoTo HaMmaneHHe Ha HbA ¢ (curarnuntuH -0,59%; maauebo —
0,18%) u FPG (curarnuntus -25,5 mg/dl; nnanedo -3,0 mg/dl) kato uano ca nogoOHHU Ha Te3u Npu
APYTH NPOYYBAHHA ¢ MOHOTEpAITHA NPH NALHEHRTH ¢ HopManHa 6b0peuHa pyHKLMA (BXK. TOYKa 3.2).

TECOS e pangoMu3upaHo npoydsate npu 14 671 naimeHTH B intention-to-treat nomynamusTa ¢
HbA . > 6,5 no 8,0%, ¢ ycTaHOBeHO ChPIAEUYHO-CBAOBO 3a00NABAHE, KOMTO NOJIy4aBaT CHTATTMITHH (7
332) 100 mg nuesHO (MnH 50 mg QHeBHO, ako U3XoaHuTe crotHocTy Ha éGFR ca> 30 m

< 50 ml/min/1,73 m?) wnu wauebo (7 339), no6aseHu KbM 0GMYAMHHTE IPHKH CHITIACHO MECTHHTE
ctaHzaprty 32 HbA . H cepaeuno-chnoBH puckosH gaxropu. INaumentu ¢ eGFR < 30 mi/min/1,73 m?
HE ¢a BKIIOYEHH B npoyusaHeTo. Uacneasanarta romynauMs srirousa 2 004 nmauueHTH Ha BB3pacT

> 75 roauny n 3 324 nauyenty ¢ 6u6peuno yepexaane (eGFR < 60 mi/min/1,73 m?),

[To BpeMe Ha npoyuBaHeTO ofilaTa H3YKCHCHA cpetHa pasnnka (SD) B croitHocTHTe Ha HbA | Mexny
rpynuTe Ha crrarmunTiH | rtanebo e 0,29% (0,01), 95% (1 (-0,32, -0,27); p < 0,001.

[TeppHuHaTa KpaHa TOYKA 10 OTHOLUEHHKE Ha CHPAEUYHO-Ch0BATA CHCTEMA € ChCTABHA OT NbpBATa
MOABA Ha ChPAECYHO-CHAOBA CMBPT, HeQaTalieH MHOKapACH HH(APKT, HedaTaneH HHCYNT HIH
XOCIHTAIH3ALMA nopany HecrabuiHa cTeHOKapaus. Bropuyuure kpaliHi TOYKH 110 OTHOLIEHHE Ha
ChpACYHO-CHIOBATA CHCTEMA BKIOMBAT IThpBaTa NMOABA HA CBPASYHO-CBAOBA CMBPT, HedaTaneH
MHUOKapleH HH(APKT WiH HedaTancH HHCYJIT; TbpBATa M0s1Ba HA HHAWBHUAYANTHHUTE KOMIIOHEHTH Ha
IbPBUYHATa CHCTABHA; 001a CMBPTHOCT H XOCMHUTANM3ALMHY NOpaay 3aCTORHA ChpAEYHA
HENOCTATBYHOCT.

Cnen npocneassaHe ¢ MEAMAaHA HA MTPOXBIDKUTENHOCT OT 3 NOOUHY, CUTAIVIUNITHH HE TNIOBULIABA PUCKa
OT roJIEMH HEXEJIaHH ChbpAEYHO-CBAOBH CHOMTHA WM PHCKA OT XOCHHTANH3ALIMA [TOPaRH ChpAeYHA

HeOCTAaTBYHOCT, KOraTo ¢& A00aBA KbM OOHuafHUTE rPHKK NpH MauueHT! ¢ adaber THN 2 B
cpaBHeHHe ¢ obuvalinuTe rpuxd Oe3 curarmunTud (Tabnuua 3).
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TaGanua 3. YecToTH HAa KOMOHHHPAHH CHPACYHO-CHAOBH Pe3yJTATH H HA KJIIOY0BH BTOPHYHH

pe3y/TaT

ILaauebo

‘ Curarauntun 100 mg

N (%)

YecToTa HA
100 maun-
eHTOroJHHH*

(%)

YecTOoTa HA
100 naun-
eHTOrOAHHH

KoedHuHeHT
HA pHCKA
(95% CI)

p—
CTOHHOC

Tt

AHAQJIN3 B Intentin_.p-tu-Treat MONMYJJALHATA

bpoii nanHenTH

7332

7339

HbpBUYHAa
CbCTABHA
KpaHHA TOUYKA
(Copoeuno-
ChI0Ba CMBPT,
HedaraneH
MHOKapAeH
MH]APKT,
HedarancH
HHCYJIT WIH
XOCIUTANIN3ALUA,
nopagu
HecTaOWnHa
CTEHOKapOus)

839

(11,4)

4,1

851

(11,6)

4,2

0,98 (0,89-
1,08)

< 0,001

BropHuRna
CLCTABHA
KpaiiHa ToO4KA
(CwvpaeyHo-
CbAOBA CMBPT,
HedaraneH
MHOKapaeH
HH}apKT HIH
HedarancH
HUHCYJIT)

745

(10,2)

3,6

746

BropH4eH pe3yarar

(10,2)

3,6

0,99 (0,89-
1,10)

< 0,001

Coppae4Ho-cp00Ba

CMBPT

380
(5,2)

1,7

366
(5,0)

1,7

1,03 (0,89—
1,19)

0,711

BcakakeBs BHA
MUOKapIcH
WHQAapKT
(bataneH u
HedaraieH)

m—

300
(4,1)

i—

1,4

316
(4,3)

1,5

0,95 (0,81—
1,11)

0,487

BcskaksB BUA
HHCYNT (daraneH
U HedarTaneH)

178
(2,4)

0,8

183
(2,5)

0,9

0,97 (0,79-
1,19)

0,760

XocnuranH3alua
rnopany
HecrabunHa
CTEHOKapIHA

116
(1,6)

0,5

129
(1,8)

0,6

0,90 (0,70—
1,16)

0,419

CMBPT nopanu
BCAKAKBa
NpHYHHA

547
(7,3)

2,5

537
(7,3)

2,3

1,01 (0,90-
1,14)

XocIdTanu3aiims,
mopaay ChpaeyHa
HENOCTAaThYHOCTY

228
(,1)

1,1

229
(3,1)

1,1

1,00 (0,83
1,20)
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* YacroTaTa Ha 100 manuenToronnuy e uauuciena karo 100 x (o6mua Opoit naumeHTH ¢ 2> 1 crburue
110 BpeME Ha JONMYCTUMHA MEPHUOJ HA eKCNO3HLIMSA CIIpAMO 00Uk Opoil MALMEeRTOrOANHH Ha
[pocneasBaHe).

+ B3 ocHOBa Ha Mopeln Ha Cox, cTrpaTudHUMpaH No peruoH. 3a ChCTABHHUTE KpaiHH TOYKH, p-
CTOMHOCTHTE CHOTBETCTBAT HA TECT 32 HEMH(EPHOPHOCT, ThPCEll AA MOKAKE, He KOSHHIIHEHTHT Ha
pHCKa € mo-MambK oT 1,3. 3a BCHUKH ApyTH KpalHH TOYKH p-CTOHHOCTHTE CBOTBETCTBAT HA TECT 32
Pa3fIKKUTE B KOCPULIMEHT HA PHCKA.

1 AHANTH3BT Ha XOCMHTANH3AUMATA NOPagH CBPACYHA HEAOCTATHYHOCT € KOPHTHPaH 33 aHAMHE3a 34
ChpIAEYHAa HEAOCTAaTEYHOCT HAa U3XOAHO HHUBO.

[TenvaTpudHa NOMyAaIHA

[leguaTpuyHa NOMyNay

[Tposeneno e S4-ceAMHUYHO, ABOHHOCIANO NPOY4BAHE 32 OLICHKA Ha eHKacCHOCTTA H H€30MacHOCTTa
Ha curarnunTdd 100 mg BegHbXK NHEBHO NPH NEAUATPHYHH NauyeHT (Ha Bu3pacT 10 o 17 ronunw)
¢ nuafer TMN 2, KOMTO HE ca HA AaHTHXHNEePrIMKeMHYHa Tepanus fnoHe ot 12 ceamuum (¢ HbA ) 6,5%
no 10%) Hau ca Ha NOCTOSHHA 1033 HHCYJIMH B NPOIBJKeHHE Ha Hali-Manko 12 ceamuum (¢ HbA
7% no 10%). [TauxeHTUTE ca paHaOMM3KpaHK Ha cHrariunTHH 100 mg BenHbXk AHEBHO WIHK rU1aiebo
33 iepuon oT 20 ceAMHULIH.

CpenHata croitHocT Ha HbA | Ha n3xomHo HUBO € 7,5%. Jledennero cre curarnunTid 100 mg xe
napa 3HauuTeNHo nogoGpenue B HbA . cnea 20 ceamuu. ITonmxasanero Ha HbAc IpH MalMeHTH,
nexysanu cue curarnunTie (N=95) e 0,0% B cpaBHeHue ¢ 0,2% npy naltHeHTH, TPETHPaHH ¢ ruauebo
(N=95), pasnuka ot -0,2% (95% CI: -0,7; 0,3). Bixre Touka 4.2.

5.2 (@OapMaKOKHHETHYHH CBOHCTBA

AbcopOia
Cren nepopaiHo TIpHiaokenue Ha 100 mg no3a Ha 3ApaBU MHAMBUAW, CUTArTUNTHH OBP30 ce

abcopOupa, ¢ JOCTHraHe Ha BbPXOBH TJIa3MEHM KOHUEHTpaluH (MeauaHa Tmax) 1 A0 4 Haca cnen
I03UpaHeTo, cpenHa miasMeHa AUC Ha curarnumraH 8,52 pMehr, Cua 950 nM. AGcomoTHara
OHOHANTHYHOCT HA CHTArTHIITHH € IpubausutenHo 8§7%. TuH KaTo NpHeMaHeTo Ha CHTATVIHITTHH
eIHOBpeMEHHO ¢ foraTa Ha Ma3HHHH XpaHa HE NMORTUABA PapMaKOKMHETHKATA, CHTATTTUIITHH MOXKE A
ce mpunara ¢ uny 6e3 xpaHa.

[TnasmMenaTa AUC Ha CHTarnMITTHH ¢e [OBUINABa [0 A03a-MPpOTIOPIHOHANEH MOIE.
J030NpONOPLHOHATHOCT HE € YCTAHOBEHA 33 Crmax B Caduaca (Cmax C€ MOBHILIABA TIOBEYE, OTKONKOTO
MpH 103a-NPOMOPLHUOHANIEH MOJEN, a Coausca C€ YBEIHYABA NO-MAITKO, OTKOJIKOTO NPH 1032~
NPONIOPLIMOHAIEH MOJEH ).

Pasnipeaenenne

CpenHuaT 00eM Ha pasnpeiesICcHNE B CTALHOHAPHO ChCTOSHHE Clie/l €AHOKpPaTHA HHTPABEHO3HO
NpHIoKeHA 1032 oT 100 mg cHTarnMUNTUH Ha 34paBH HHAMBHAHM € NpHONIH3INTENHO 198 uTpa.
dpakuuATa CHTAMIMIITHH, 0OpaTHMO CBHp3aHa C IU1a3MeHHTe IIPOTEHHH, € HUCKa (38%).

BuorpaHcdopmManus

CUTArJIHIITHH CE ETHMHHHAPA OCHOBHO HEMPOMEHEH ¢ YPHHATA, a METaDONMH3MBT € BTOPOCTENEHEH
noT. [Tpubansurento 79% OT CHTArIUIITHH C€ EKCKpETHPA HENMPOMEHEH B YPHHATA.

Cnen nepopanHsa xo3a [M*Cleurarmunrun nmpubausurento 16% ot paiHoakTHBHOCTTA Ce eKCKpeTHpa
KaTO MeTabOJIMTH Ha CHTATIMNTHH. Ha HHBO cey ¢a YCTAaHOBEHH IIECT MEeTabonuTa, KOMUTO He Ce
OYaKBa [ia AOMPHHACAT 3a rnasMeHaTa DPP-4 nHxuburopHa akTUBHOCT Ha CHTAIIMITHH. [n vitro
[MPOYYBAHMUATA TIOKA3BAT, Y€ OCHOBHHAT €H3HM, OTTOBODEH 32 OTpaHHuYEHHA MeTaboNMN3BM Ha
cutaraunTHH, € CYP3A4 ¢ yyactuero 1 Ha CYP2CS.

In vitro JaHHWTE NOKa3BarT, Y& cHrarHnTHH He e nuxuburop Ha CYP n3oenzumure CYP3A4, 2C8,

2C9, 2D6, 1A2, 2C19 wiu 2B6 n He e uaaykrop Ha CYP3A4 1 CYPLAZ2.

14




EnvMHHNpaHe
Cnen npwioxeHHe Ha nepopanHa no3a ['“Cleurarauimys Ha 30paBH MHAMBUAYM npubmusuTento 100%

OT NpPIUIOXKEHATA PANHOAKTHBHOCT Cce enuMuHHpa ¢ (exanuute (13%) unu ypunara (87%) no enxa
CeIMHLA CJIEM IPHIOKEHHETO Ha Ao3ara. [IpUBHIHUAT TepMHHANEH ty2 caen 100 mg nepopanHa 1o3a
CHTAMTHITHH € npubausuTenHo 12,4 gaca. CUTArnuImHH ¢ HaTpynBa caMO MHHHMAIHO NpH
MHOTOKpaTHO npuiarane. be6pedHuaT iupsHC € npubausurenno 350 ml/min.

ENMMHHUPAHETO HA CHTAT/IMITTHH CTaBa OCHOBHO 4pe3 Ob0peyHa eKckpenya H BKIIIOYBA aKTHBHA
TyGynHa cexpeius. CHTArNUOTHH € CyGCTpaT Ha HOBEWKH TPAHCTIOPTEP HA OpraHMYHYN aHHOHH -3
(hOAT-3), koitro MoXke GH ydacTBa B GEOpeHHOTO ETHMUHHPAHE HA CUTArNMITHH. KITHHHIHOTO
sHayeHHe Ha hOAT-3 B TpaHCNOPTA HA CUTAMMHIITHH He € ycraHOBeHO. CUTAIIHITHH € CybCcTpaT U Ha
pP-TTMKONPOTEHH, KOKTO MOXKe G y4acTsa ¥ B MEAHHPAHETO HA OBOpeYHOTO eNIMMIHUPAHE Ha
CUTariunTHH. B ChIIOTO BpeMe LMKIOCIOPHH, EHH P-TIHKONPOTENH HHXUOKUTOP, HE HaMangBa
6bOpedHHA KIHPBHC Ha cUTarnunTeH. Cutarnunrus He e cyberpar Ha OCT2 win OAT] win
PEPT 1/2 Tpancnoprepute. In vitro curarnuntiH He notiucka OAT3 (IC50=160 pM) unu p-
rinuxonpoTerH (Ao 250 uM) MeauHpaHus TPAHCIIOPT B TEPANEBTUYHO peNeBaHTHH TUIa3MCHH
xoHuUeHTpaluy. [IpH KITHHUYHO NPOYYBAHE CHTAIJIUITHH HMa MabK €eKT BBpXY IUIa3MEHHTE
KOHLIEHTPaLlM{ Ha AMIOKCHH, KOETO IOKa3Ba, Ue CUTAMIMNTHH MOXe Aa € cnab uaxuburop Ha p-
TJIMKONPOTEHH.

XapaKTepHCTHKA NPH MANUEHTHTE
PdapMakOKHHETHKATA HA CUTArNIMITUH € KaTO [0 CXOAHA NMPH 3ApaBH HHIMBU/H M MALIKCHTH C

nuadeTr THI 2.

bv6peuno yapeoscoane

[TpoBeaeHO € OTBOPEHO MMPOY4BaHE MPH €AHOKPATHO MPHIOKEHUE 3a OLEHKA HA papMaKOKHHETHKaTa
HA HaMaJIeHa A03a cHTantunTvH (50 mg) npu NalMeHTH ¢ pa3nuyHa CTENEH Ha XPOHUYHO 6BOpedHO
yBpeXKAaHe B CpaBHEHHE C HOPMAJIHH KOHTPOJIHHY HHAWBHIK. [IpoyyBaHeTo BIIIIOYBA MALUEHTH C
6BOpEYHO YBPEKAAHE B JIEKA, YMEPEHA WIH TeXKKa CTENeH, KakTo H nauueHTy ¢ ThH Ha xemoauanusa.
OcseH ToBa edekTHTE Ha 6GBOpeuHO yBpexaaHe BpXy GapMakOKHHETHKATa HA CHTArHIITHH NPy
nauMeHTH ¢ AuadeT TN 2 U 656peuHo YBpeKAAHE B JIeKa, yMepeHa WM TEeXKKa CTeNeH (BKIOYHTEHO
TEH) ca oLigHEHH upe3 MOMyNaUHOHHH (GapMaKOKMHETHIHH aHaIH3H.

B cpaBHEHHE CBC 3/IpaBU KOHTPOJH, IiasMeHaTa AUC Ha CHTarfIMNTHH C MOBHIIABA C
npubnusuTenHo 1,2 meTH npu nauueHTH ¢ 6r0peuHo yBpexaaHe B neka crenex (GFR 2 60 no

< 90 ml/min) u ceoTBeTHO 1,6 IETH NpH nauueHTH ¢ 6s6pevHo yBpexkaaHe B yMepeHa creneH (GFR
> 45 go < 60 ml/min). Tsi KaTO pasMEPHT Ha MOBHILEHHETO HE € KIIMHUYHO 3HAYHM, HE Ce Hajara
KOPUTrHpaHe Ha J03aTa NpH Te3d MalUeHTH.

[Tnasmenata AUC Ha CHTarNUNTHH C€ MOBHIIABA MPHOAM3HTENHO 2 MTH NPH NaLMeHTH ¢ 60peyno
yBpexaane B ymepeHa crered (GFR > 30 10 < 45 ml/min) u mpuOinsuTeIHO 4 WHTH NPH NALHMEHTH C
6B6peuno yspexnane B Texka crened (GFR < 30 ml/min), Bxmodrrento npu nauxeHT! ¢ ThH Ha
xeMoauanmsa. CHTarJIMITHH ce oTcTpaHsaBa cnabo nmpu xemomuanmsa (13,5% 3a 3- no 4-9acoBa
XeMOAHaJIH3HA CeCHA, 3anoypalla 4 Jaca ciej MpHIoKeHHETo). 3a Aa ce JOCTHIHAT IUTa3MEHH
KOHLEHTPALMH Ha CHTArJIMITTHH, MoA0GHH Ha Te3H NMpH MTaUMeHTH ¢ HopManHa 6s0peuna ¢yHkIus,
npu natHeHTH ¢ GFR < 45 ml/min ce npenopb4Bat no-HHCKH n03M (BxK. Touka 4.2).

Heprodpobro yepeacoare

He e HeoOGxooMMa KOpeKLHS Ha A03aTa CHTAIJIMIITHH NTPH MAUHEHTH C IEKO HIH CPEAHO TEXKKO
yeproapo6Ho yepexaaHe (ckop no Child-Pugh <9). Hima KIMHHYEH ONUT € NAHEHTH C TSXKKO
yepHoapoGHO yBpexaane (ckop no Child-Pugh > 9). B cbmoro BpeMe, T KaTO CHTArJIHITHH C&
eTUMHHHpPA OCHOBHO 6B0peyHO, HE Ce O4aKBa TEXKOTO YepHOAPOOHO yBpe)XKAaHe Aa MOBIHUAC BBPXY
(papMaKOKHHETHKATA Ha CHTAITHIITHH.

ITayuenmu 6 cmapuecxa sv3pacm
He ce Hajnara KOpeKL¥A Ha A03aTa B 3aBUCHMOCT OT Bh3pacTra. Br3pacrra He OKa3Ba KIHHHIHO
3Ha4YHM edeKT BEpXY papMaKOKHHETHKATa HA CHTArNIHITTHH, KaKTO € BUAHO OT JaHHHUTE OT
¢bapmaxoKHHeTHYEH MonyandoHeH aHanus Qasa [ u Qasza Il. HagusnanTe B cTapyecka
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no 80 romuun) uMat npubanzurento 19% no-suCoKH MIaMEHN KOHLCHTPALAK Ha CHTArIUNTHH B
CpaBHEHHUE C MO-MJIAXH HHAHBUAM.

I[Teduampuuna nonynayus

dapMaKOKMHETHKATa HAa CHTATIHIITHH (enuru4dHa no3a 50 mg, 100 mg uiu 200 mg) € uscneapaHa
pH NeAMaTPHYHH AUKEHTH (Ha Bh3pacT 10 mo 17 romuny) ¢ anaber Tun 2. I1py Ta3y nomynauums,
AUC Ha CHTArTIMITTHH B [U1a3Mara, KOpUrHpaHa cnpaMo 034314, € npubnuauTenHo 18% mo-HUCKa
OTKOJKOTO MPH Bb3PACTHH NaLHeHTH ¢ AuabeT THN 2 TpH 1033 100 mg. Tora He ce cYMTa 32
KTHHITHO 3HAYMMA pazivKa B CPABHEHHE C Bh3PACTHH MMALMEHTH B3 OCHOBA Ha HEPOMEHAIIO ¢C
croTHomeHue MK/ mescry mosute or S0 mg ¥ 100 mg. He ca nposexaiy npoyiBaHHA ChC
CHTATJIAIITHH [PY NEAUATPHYHM NALUCHTH Ha BB3pacT <10 roanHHy.

Ipyzu xapakxmepucmuxu Ha nayuexmume

He ce Hanara KOpeKUMs Ha JO3aTa B 3aBHCHMOCT OT MOJI, paca WK MHAEKC Ha TE1eCHa Maca (BMI).
Te3u XapakTEPHCTHKH HAMAT KIIMHKHYHO 3HaUUM eeKT BBPXY (papMaKOKHHETHKATA HA CHTAIJIMIITHH
criope] KOMOUHUPaHUA aHAK3 Ha (apMaKOKHHETHUHHTE fAHHH OT MpOy'1BaHMA Qazalu
nomynauxoseH papMakoKMHETHYEH aHAIH3 HA JaHHUTE OT NIPOYBaHHA daza [ u Paza 1l

5.3 IIpeaxauHHYHH JAHHH 33 0€30MaCHOCT

B16peuHa K uepHOAPOGHA TOKCHYHOCT ce HabNioasa NPy rpy3atiH IpH CTOMHOCTH Ha CUCTEMHa
EKCIO3KLMA 58 MLTH MO-BHCOKA OT HUBOTO HA €KCMO3HUMATA IPH X0pa, a8 HHBOTO Be3 edexr e
onpeneneHo Ha 19 TBTH No-BHCOKO OT TOBA NPH XOpa. AHOMANHH Ha PE3LHTE CC HaOnioJasatr npu
IUTBXOBE [PH HHBA HA €KCNO3UIMA 67 ITETH NO-BHCOKH OT HUBOTO Ha KITMHHIHA SKCTIO3HLIAA, HHBOTO,
npU KoeTo HAMa noaobeH edekr, € onpeaeaeHo Ha 58 WbTH [I0-BUCOKO, CBITIACHO pe3ynraruTe oT 14-
ceIMHUYHO MPOYUYBaHe IpH IUTbX0BE. JHaUCHUETO Ha Ta3y HAXOZKa MpH XOpa HE € HIBCCTHO,
TpaH3UTOPHH, CBBP3aHH C JIEUEHHETO PHU3NIECKH MPOABH, HAKOH OT KOMTO Npearonarar HANUYHETO
Ha HEBPOJIOTHYHA TOKCHYHOCT, KaTO AHIUAHE C OTBOPEHA yCTa, CANHBAIMA, EMCIUC Ha Osna naxa,
ATAKCH, TPETIEpeHe, HAMAIEHA aKTHBHOCT WM U3rbpbeHa no3a, ce HabIoAaBaT IIPH Ky4eTa MpH
HUBA HA EKCIIO3WIMSA NTPHONU3NTENHO 23 MbTH M0-BUCOKH OT HHBOTO HAa KAHHHYIHA CKCIIO3HLIMA.
OcBeH TOBa MHOTO JIEKa Ji0 JIeKa KOCTHO-MYCKYJIHA JereHepalnis ce Habnoasa ¥ XHCTONOrHYHO NpH
JI03H, JABAlIY HHBA HA CHCTEMHA EKCIIO3HLMA NPHONH3INTETHO 23 TRTH MO-BHCOKH OT HHBOTO Ha
eKCrIosMIMA Py Xopa. Tlpy Te3u pesynraTi HUBOTO §e3 mofo0eH edeKT € MpH eKCro3uIMs 6-KpaTHO
Mo-BHCOKA OT HUBOTO HA KTMHUYHA €KCMNO3HLUA.

CHTANIMOTHH He € NOKa3aJ1 reHOTOKCHYHOCT B X042 Ha MPeAKNHHHYIHH NPOYy1BaAHHA. Curarnurnrys
Hee O KaHUeporeseH 3a Muluxy. [Ipy nALXoBE MMa MOBHILIEHA MECTOTA HA 4yepHOAPOOHH ateHOMH U
KApLHHOMH TIPH HUBA Ha CHCTEMHA €KCMO3KLMA, 58 ITHTH MO-BUCOKH OT TEIU NPH XOpa. Toi xaTo €
YCTAHOBEHO, 1€ XENaTOTOKCHYHOCTTa KOPENHpa ¢ HHAYLIMPaHeTO Ha YepHOAPOOHA HEOTUTa3HuA MpH
[UTHXOBE, Ta3H MOBHILIEHA YECTOTA Ha YepHOAPOOHH TYMOPH NpH IUIBXOBETE € BCPOATHO BTOPH'HA,
clleICTBHE OT XPOHUYHA XEITAaTOTOKCHYHOCT MpH TasH BUCOKa Ao3a. [lopanyu BrucoxaTa rpaHuLa Ha
6ezomacHocT {1 9-ITBTH NpH TOBa HUBO 6e3 eeKT) Te3H HEeOTACTUIHN NPOMCHH HE CE CHUTAT
peJIeBaHTHH 3a XOpa.

Hsma Hexenann eheKTH BbpXY DEepTUIHNTETA MPH MBKKH U KEHCKH NTHXO0BE MONYHHIA CHTArTHITTHH
npeay K [0 BpeMe Ha YU TOCBAHE.

[pu npoy4BaHe BbPXY NMpe-/TIOCTHATANIHOTO Pa3BHTHE Ha IUIBXOBE CHTATTIHITTHH HE MOKa3Ba
He)XeJlaHH peaKIMH.

Mpoy4YBaHHMATa BBPXY PENpOLYKTHBHATA TOKCHYHOCT II0Ka3BaT HANMIKETO Ha CBBp3aHa C JICYEHHETO,
JIeKO yBENHMUEHa YeCTOTa Ha MangopMauuu Ha pebpa Ha ¢eryca (TMICBAIIH, XHNOMIACTHIHH H
ruiasauly pebpa) NpH NOKONEeHHETO Ha MUIbXOBE NPU HHBA HA CHCTEMHA eKCMO3HIUA NoBete o1 29
BT [TO-BUCOKH OT TE3H NpH Xopa. TOKCHIHOCT HA MaHKaTa ce HabmooaBa MpH 3akllyd NpH HKUBA
nopeye oT 29 ITHTH NO-BHCOKH OT HUBATa Ha €XCMO3HUMA IpH Xopa. [lopany BUCOKATa rpaHHIa Ha
6e30MacHOCT, TE3W HAXOIKH He MpeanoaraT ChbUleCTBYBaHETO Ha CHOTBCTECH PHCK 33
penpONYKTHBHOCTTa NpH xopa. CHTarIHITTHH C€ CEKPETHPA B 3HAYMMHU KOJMIHYECTBA B MJIZKOTO
KbpMeLlH IUTbX0Be (OTHOLICHHE KbpMa/TUIa3Ma: 4:1).
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6. GAPMAIEBTHYHMU NAHHHU

6.1 Chnuchk HA TOMOMHHTE BelIeCTBA

HAapo Ha Tabnerkara:
MHKPOKPHCTAIHA LIeTYJ1034

KalUHeB xuaporenpocdar

HAaTPHEB HHILECTEH INTMKOaT (TUIT A)
Oe3BOAeH KONOHACH CHIHLIHEB AMOKCHIL
HaTpHeB creapwidymapar

DHUIMOBO MOKPHTHE:
NnoNH({BUHIUIOB AAKOXO0JT)
Makporon 3350

TaJIK

THTaHOB AHoKcHA (E171)
XBIT XKeneszeH okcun (E172)
yepBeH xeneszeH okcHa (E172)

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha roagHocT

2 rOOUHH

6.4 CheuHaNHH YCJIOBHA HA ChbXPAHEHHE
To3u nexapcTBEH NPOAYKT HE H3HCKBA CIIEIIHATTHH YC/IOBUA 3a CbXPAaHEHHE.,
6.5 BuancpabpikaHHe HA ONNAKOBKATA

baucrepu Anymunnit/ PVC/PVDC B kapToHeHa KyTHS.

Onaxosku 1o 14, 28, 30, 56, 84, 90, 98 ¢pwiMupasu rabnerx.
He BcHYKH BUIOBE ONaKOBKM MOraT a ObJaT mycHaTH B npojaxoda.

6.6 CrneunaaHH NpeaNa3HH MEPKH NPH HIXBBLpaAHe # paboTa

Hsama cneupaiHu H3MCKBaHMA.

7. INPHATEXATEJI HA PAJPEILIEHHETO 3A YIIOTPEBA

Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdaniski
[lonma

8. HOMEP(A) HA PAJPEHIEHHETO 3A YIIOTPEBA

CHrnervk 25 mg puiMupasd TabneTku
Per. Ne 20210086

Curneruk 50 mg duaMupann TabneTku
Per. No 20210087
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Curneruk 100 mg dunmupany TabneTku
Per. Ne 20210088

9. JATA HA IBPBO PASPEHIABAHE/MNIOJHOBABAHE HA PA3ZPEIHEHHETO 3A
YIIOTPEBA

IlaTa Ha MLPBO paspemanaHe: 12.04.2021
IaTa Ha mocaeaHo noaHoeasaHe: 24.09.2025

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA
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