KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. MME HA JEKAPCTBEHMS IIPOAYKT oA ATEHUNS N0 NEKAPETE

Metdopmakc KomOu 50 mg/850 mg ¢punmupanu TabneTku | KoM Pee. Ne a.Z.._:)pzaz g //?/JD ]
Metformax Combi 50 mg/850 mg film-coated tablets | Pasveun S et 4

"""""""
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Metdopmake Komou 50 mg/1 000 mg ¢punmupanu tadnerTku AP < e, ¥l R | 15 -07- 202
Metformax Combi 50 mg/1 000 mg film-coated tablets h _—— ST

Z. KAYECTBEH U KOJIMYECTBEH CbCTAB

Metrdopmake Kombu 50 mg/850 mg duamupanu TabieTku
Besika TabsieTka ChabpiKa CUTArJIMIITHHOB XHAPOXJIOPH MOHOXH/pAT, EKBUBaJIeHTeH Ha 50 mg
curarMnTUH (sitagliptin) u 850 mg merdopmunoB xuapoxiaopua (metformin hydrochloride).

[ToMOLLIHO BELIECTBO ¢ H3BECTHO IEUCTBHE:
Bceska Tabnerka chabpaka 13,02 mg n1akro3a (KaTo MOHOXMApAT).

Metdopmakc Komou 50 mg/1 000 mg dpuamupanun tabieTku
Beska TabneTka Chabpika CHTArJIMINTHHOB XHAPOXJIOPHA MOHOXHApPAT, EKBUBaJIeHTEH Ha 50 mg
curarnunTuH (sitagliptin) u 1 000 mg merdopmunoB xuapoxiaopua (metformin hydrochloride).

" 3a N'bJIHUA CITUCHK HA MOMOIIHATE BELIEeCTBA BHXKTE TOUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

dunmupana tabsieTka

50 mg/850 mg ¢punmupaHu TabAETKHU ca €JIMNCOBUIHH, IBOMHOM3ITbKHAIU, QUIMHPAHH TaOJIETKH ¢
pasMmepu npudauzuTenHo 20,5 mm x 9.5 mm, po30BHu, ¢ BAABOHATO penedHo o3HaueHUue “S476" ot
e/HaTa cTpaHa.

50 mg/1 000 mg ¢puamupanu TabIETKH ca €JIMICOBU/IHH, IBOMHOU3ITbKHAIIH, (PUJIMHPAHHU TAOJIETKH C
pa3mepu npuonmsurento 21,5 mm x 10,0 mm, kadasu, ¢ B1bOHATO penedHOo o3HayeHue “S4777 ot
e/lHaTa cTpaHa.

4. KJIUHHUYHU JAHHH

4.1 TepaneBTHYHH NMOKA3ZAHHSA

[Tpy BB3pacTHHU NMALIMEHTH CHC 3aXapeH auader Tvn 2:

Metdopmakc KomOu e nokazaH KaTo A0MbJIHEHHE KbM IHETATa U YNPaKHEHUATA 3a NoA00psABaHe Ha
MTUKEMHYHHA KOHTPOJI MPH MaUMEHTH, TIPH KOUTO HE € MOCTUIHAT 3a/10BOJIMTEJIEH KOHTPOJI C

MaKCHMasiHaTa MOHOCUMa 3a TAX /1032 MET(POPMHUH CAMOCTOATETHO UJIU KOUTO BEYe Ce JIEKYBAT C
KOMOMHALIMA OT CUTAIrJIMNTUH U METOPMHUH.

Metdopmakc KomOu € nokazaH B KOMOMHaUMA CbC CYJI(aHUITYPEHHH MPOU3BO/IHH (T.€.
KOMOMHMPAHO JIEYEHHUE) KATO JOIMbJIHEHHE KbM IMeTaTa M YIPaKHEHHUTA MPH MALMEHTH
HE € MOCTUrHAT 3a/10BOJIMTEJIEH KOHTPOJI ¢ MAKCHMAaJIHaTa MOHOCKUMA 3a TAX J103a MeT(o
cyJihaHuypes.
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Metrdopmakc KoMOM € nokasaH KaTo TPOHHO KOMOMHHUPAHO IEUCHHE C NEPOKCHIOMEH
nponugepaTop-akTueHpaH peuenrop raMa (PPARY) aroHucT (Hanp. THA30ONHAHHAKWOHK) KaTo
AOITBIHCHHE KbM NHETATa U YIIPAKHEHUATA MPHU NMALHEHTH, NTPH KOUTO HE € NOCTUIHAT
33J0BOJIMTENECH KOHTPOJ ¢ MAKCHMATHATA NOHOCHMA 3a TaX A03a MeTdopMuH M PPARY arounucr.

Merdopmakc KoMOH cblio € mokasaH KaTo 100aBKa KEM MHCY/IHH (T.e. TPOHHO KOMOHHHPARO
JleyeHne) KaTo JOIMMbJIHEHHE KbM AMEeTaTa ¥ yrpaxXHEeHUATa 3a noaoOpaBaHe Ha NITHKEMHYHHA KOHTPOJT
NpH NalMeHTH, Koraro crabHiHaTa A03a Ha HHCYJIHH H METQOPMHH CAMOCTOATETHO HE OCUTYpABa
aNEKBATEH INTUKEMHUYECH KOHTPOII.

4.2 Jo3HpOBKA H HAYHH HA HNPHJIOKEHHE

HOBH POBKa

Ho3upoBkara Ha aHTHXMNEPrAMKEMHUHOTO NeueHHe ¢ Merdopmaxke KomOu Tpabea na 6nae
HHAMBHIYATU3UPaHA Bb3 OCHOBA HA HACTOALLHA PEKHM Ha NMALHEHTa, €(DEKTHBHOCTTA H
IMOHOCHMOCTTA, KATO HE CE NPEBHILIABAT MAKCHMAJIHATA TIPENOpbYHTE/IHa IHeBHA Ao3a ot 100 mg
- CUTArTMITTHH.

By3apacmnu c nopmanua 6v6peuna pynxyun (Glomerular Filtration Rate, GFR> 90 mi/mun)

HEH MAITHEHTH, NPH KOHUTO HE € IMTOCTHIHAT 3a/10BOJIMTEJIEH KOHTPOJ € MAKCHMAaNTHaTa NMNOoHOCHMa 1034
NpH MOHOTECPAIIHA C MQEQOEMHH -

[Tpy naupeHTH, NPH KOUTO HE € MOCTHTHAT 3a10BOJIMTENIEH KOHTPOA ¢caMo ¢ MeThOpMHH, oOHuaiiHaTa
HavasHa Ao3a TpsabBa Ja OCHrypaBa CHTarTMNTHH B Ao3HpoBKa no 50 mg asa mbTH AHeBHO (100 mg
oflia fHEeBHA 103a) IUTIOC J03aTa METQOPMHH, KOSTO BEUE CE NIPUEMA.

IIpy naiieHTH, KOUTO NPEMUHABAT OT IHOBPEMEHHO NMPUIIOKEHHE HA CHTATIMITTHH ¥ MeTQOPMUH
[Ipy nauueHTH, KOUTO MPEMHHABAT OT €NHOBPEMEHHO MTPHWIONKEHHE Ha CHTATJIMNTHH U METQPOPMHH,

nedeHneTo ¢ Merdpopmaxe Kombu Tpabra na ce 3anouHe ¢ 103aTa CHTArIHITTHH U METGOPMHH, KOSTO
BCYE CE MpHEMAa.

[Ipn NaUMEHTH, NPH KOHTO HE € MOCTHIHAT 3aJOBOJIMTENEH KOHTPON OT ABOWHOTO KOMOMHHpaHO
JIeYEHHEe ¢ MAKCHMAaJIHATAa MIOHOCHMa 1033 Ha MeTQOpMHH H cyhaHITypes.

Jlo3ara Tpa0Ba Aa ocHrypsaBa CHTarJIMnTHH, npieMaH no 50 mg aea mbTH AHeBHO (100 mg obia
JAHEBHA J03a) ¥ A03a MeTGOPMHH, Noa00HA Ha 03aTa, KOATO Beue ce npueMa. Korato Merdopmakc
KoMmbu ce n3nonasea B KOMOMHALMA CBC CyadaHwIypes, MOXe Aa Ce HaJI0XKH ynotpebara Ha Mo-HUCKa
no3a cyndaHwIypes, 3a Ja ¢¢ HAMATH PUCKBT OT XHNOMJIMKEMUA (BX. TOUKa 4.4).

IIpy nauMeHTH, NPH KOWTO HE € MOCTUIHAT 33JOBOJHTENICH KOHTPOJ OT ABOHHOTO KOMOGHHMpaHO
JICHEHHE C MAKCHMAIHATA NOHOCHMA 1033 M MHH M PPARY aronucr
Hozata Tpsabsa na oCUrypu CUTArMMUITTHH, NMpUeMaH no 50 mg asa neTH AHeBHO (100 mg obina aHeBHa

A03a) # A03a MeTOpMHH, NOACOHA Ha J03aTa, KOATO Beue C€ NpHEMA.

[ipy naluMeHTH, NpH KOWTO HE € NOCTHrHAT 3a10BOJIUTENEH KOHTPO ¢ ABOAHO KOMOMHHPAHO JeYEHUE
¢ MHCYJIHH H MAKCUMA/IHATA MOHOCHMA 1033 MeTHOPMHUH

Ho3aTta TpabBa Aa OCHUIypH CUTarIMITTHH, npdeMaH B ao3a no 50 mg asa metH aHeBHO (100 mg obina
OHEBHA 1032) U 1032 MeTGOpMHUH, noaodHa Ha Ho3aTa, KOATO Beue ce npueMa. Korato Merdopmaxc
Kombu ce n3nonipa B kKOMOMHALIMA ¢ HHCYHH, MOXe Ja € HeoDX0aHMa nNO-HUCKA 103a KHCYJIUH 32 Ja
C€ PCAYLUHUPA PHCKDT OT XUNOTTIHKEMHUS (BXK. TOUKa 4.4),

3a paznuuHUTe 103W Ha MeTdhopmuH, Merdopmake Kombu ce npepnara B koHueHTpauuu no 50 mg
cutarJdunTHH 1 850 mg merdopmnnuo xuapoxnopua uni | 000 mg MeTtdpopMHHOB XHAPOXIIO

BcHykH nauueHTH TPHGBH Aa [IpoAbJUKAT NpENnopbhriaHaTa HM JHCTA € alCKBATHO pAa3ripea
[IPHEMA Ha BRIVICXHAPATH ITpE3 ACHA.
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CroneunanHy nonyaaluuy
bvbpeuno yepescoane

He ce Hanara kopekuusa Ha 003aTa Mpy NALMEHTH ¢ leko OBOpeuno yBpexxaaHe (CKOpPOCT Ha
rnoMepyiHa ¢gunrpaima [Glomerular Filtration Rate, GFR] > 60 ml/mun). GFR 1pabea na ce oueHsBa
Mpeay 3aMo4BaHe Ha JieueHHe C MPOOYKTH, ChIbPXKALH METQPOPMHUH H NOHE BEAHBXK FOAULLIHO Cl1el
ToBa. [Tpu nalHeHTH ¢ MOBHIIIEH PHCK OT MO-HAaTATBLIHO Nporpecupane Ha ObOpedHo yBpexaaHe H
NpH NMALKREHTH B CTapuecka Bb3pacT 6n0pednaTa ¢yHkuns TpadBa na ce oueHsBa MO-UecTo, HarpUMep
Ha BCEeKH 3-6 Mecela.

3a npeAnoYMTaHE € MAKCUMAaTHATa AHCBHA 1038 MeTQOpPMHH Aa ObAe pasaeneHa Ha 2-3 AHEBHH O3H.
[pean na ce 3anouHe neverue ¢ MeTgopmuH npH nauneHTH ¢ GFR< 60 ml/mun Tpadea na ce
NPErJICAAT MPEeaABAPHTENHO PAKTOPUTE, KOUTO MOTAT Aa YBEIHYAT PHCKA OT JIAKTATHA aUUA03a (BX.
Touka 4.4).

Axo B KoMOuHaLmsTa Merdopmakc KoMOH HEMa noaxoaiiup KOHLIEHTpaUHH TpAOBa Aa ce U3NOM3BaT
OTAENHHTE MOHOKOMIIOHEHTH BMECTO KOMOMHALIMATA ¢ PHKCHpaHH J03H.

GFR ml/mMan Metdopman CATAIJINOTHA
60-89 Maxcumannama onesna 0oza e 3 000 mg. | Maxcumarnama Onesna 003a e
| Mooice 0a ce obmucau nonwicasane na 100 mg.

003ama NOPacu eA0WAsaHe Ha
| bvbpeunama Qyukyus

45-59 Maxcumannama Onesna do3a e 2 000 mg. | Maxcumannama oneena 0o3a e
Havanuama oo3a e ne no-eucoxa om 100 mg.
noao8uUHaMA oM MaKCuManiama 003a.

30-44 | Maxcumannama onesna ooza e 1 000 mg. | Maxcumannama Oneena 003a e
Havanrnama 0o3a e ne no-aucoxa om 50 mg.
ROJOGUHAMA OM MAKCUMANHamMa 0034a.

< 30 Memdpopmun e npomusonoxazan. Maxcumannama ouneena 0o3a e

25 mg.

Ueprnodpobno yapexcoane

Merdopmakc KoMOu He TpabBa aa ce v3non3pa MpH NALUMEHTH ¢ YEPHOAPOOHO YBpEKAAHE (BX. TOUKA

5.2).

Cmapuecka ev3pacm

Twit kKaTOo METGOPMHH H CHTATJIMITTHH C€ eKCKpeTHpar vpe3 6b0peute, Merdopmaxc KomOu Tpabea
12 C€ H3MOJI3Ba ¢ NOBHLUIEHO BHUMaHKE ¢ HanpeaBaHe Ha Bb3pactra. HeobxoaumMo € MOHHTOpHpaHe Ha
OLOpeynaTa ¢yHKLMA 3a fa Ce NPEAOTBPATH CRbp3aHaTa C MET(OPMHH JIAKTATHA ali03a, 0cODEHO B
cTapuecka BE3pacT (BX. Touku 4.3 u 4.4).

ITeouampuuna nonyaayun

Merdopmakc KomBu ue Tpabpa aa ce H3N03Ba NpH A€La ¥ IOHOWHK Ha BB3pacT ot 10 o 17 roaunu
nopaan HeAOCTaThyuHa eHKacHOCT. HanWyHWTE NOHACTOAINEM JaHHM €A ONMCAHU B TOYKH 4.8, 5.1 #
5.2. Merdopmaxke KomOu He € npoydBaH NpH NeXHaTpHYHHA NMALKMEHTH Ha Bb3pacT noa 10 roaunm.

HauuH Ha NpHaoKeHHe
Metdopmake Kom6u TpabBa na ce npueMa ABa ITbTH AHEBHO C XpaHa 3a [1a C€ HAMAIAT HEXKEAAHUTE

p€akLUHH OT CTpdHA Ha CTOMALIHO-YDCBHHA TPAaKT, CBBP3aHH C MeTII}OpMHH.

4.3 IlpoTHBONOKA3AHHS
MetgopMakc Kombu € npoTuBonokasaH nNpu nalUMeHTH ChC:

CBPBXYYBCTBHTEIHOCT KbM 8KTHBHHTE BELICCTBA WIH KbM HAKOE OT MOMOLLH
30poeHH B ToYka 6.1 (BK. TOukH 4.4 u 4.8);
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- BCAKAKLB BUJ 0CTpa MeTaboMTHA al03a (KaTo JIAKTaTHa aliyao3a, AnabeTHa KeToalnaos3a),
- - nnabeTrHa npexoma;
- Texka 6b0peuna HegocTatbuHOCT (GFR < 30 ml/MuH) (BX. Touka 4.4},
- OCTpPH CHCTOAHHMA, KOUTO MOTAT J1a NPOMEHAT 61L6peuHaTa QyHKIHA KaTo:
- HEXHﬂpaTﬂl-lHH:
- TexKa MHpekuu,
- LLOK,
- MHTPABAaCKY/apHO NPUIOKEHHE Ha HOA-KOHTPAaCTHH BElLECTBa (BXK. Touka 4.4);
- OCTPO WIH XPOHHYHO 3a00MsBaHe, KOETO MOXKE Aa NIPHYHHH ThbKAHHA XHMOKCHA KaTo:
- ChpAeYHa HIH PECIHPATOpHa HEJAOCTATHYHOCT,
- HACKOpO NpeKapaH MHOKapAeH UHDapKT,
- LUOK;
- 4epHOAPOOHO YBpEKAaHE,
- OCTpa ATKOXOJHA HHTOKCHKALUA, AIKOXOJIH3bM,
- KbPMEHE.

4.4 Cpoeunannn npeaynpexieHAs H IPeANA3HH MEPKH NPH YROTpeda

O61m
Metdopmakec Kombu He TpabBa aa ce H3nomssa fpH nauMeHTH ¢ Adaber Tdn 1 K He TpAOBa na ce
M3MO0JI3BA 34 ICYCHHE Ha nuabeTHa KeToaluua03a.

OcTbp NaHKpeaTHT
Ynorpebarta Ha DPP-4 uHxubutopu e cBbp3aHa ¢ PHCK OT pa3BUTHE HA OCTHP NMaHKPEaTHT.

[MaupentuTe Tpabea na 6baar UHGOPMHPAHH 338 XapaKTePHHA CHMITTOM Ha OCThP NAaHKPCaTHT:
MepCUCTHPALlA, MHOTO CHJIHA KopeMHa Gonka. Cnen npexpaTsapaHe Ha CHTATJIMITTHH ¢eé Habnioaasa
OT3BYUYaBaHE Ha NaHKpeaTuTa (CbC UK 6€3 NoAIBPKAIL JIeUeHHE), HO B MHOIO PEKH ClTy4aH €
chOOIIABAHO 32 HEKPOTH3HPAILl WM XeMOparuyeH NaHKpearuT W Win CMbPT. AKO HMa CbMHEHHA 32
naHKpeaTHT, TpaOBa aa ce npexpatu npueMbsT Ha Metgopmake Kombu 1 Ha ApyrHTe NOTEHUHATHO
IONO3UPAHH JIEKAPCTBEHH MPOAYKTH; KO C€ MOTBBPAH OCThP MAHKPEATHT, NpHeMbT Ha MeTdopMakc
Kom6u He TpaOBa aa ce Bb30OHOBABA. HeoOxoanmo € nopHilleHO BHHMAHHE NPH AALHEHTH €
aHaMHE3a 3a [IaHKpeaTHT.

JlakTaTHa auuMno3a

JlakTaTHaTa auna03a (MHOro pAAKO, HO CEpPHO3HO MEeTADONUTHO YCIOKHEHHE) HAH-UY€CTO HACTHIIBA
NpH OCTPO BJOIIABaHE Ha 6bOpeuHaTa GyHKLMA HIH KapIHO-PECTTHPATOPHO 3a00NsABaHe WK CEMCUC.
KymyaupaHe Ha MerdopMuH ce Habnionasa npu ocTpo BIoLIaBaHE Ha OvOpeuHaTa PyHKUMA H
yBEJIHUYaBa PUCKa OT NIAKTaTHa alMao3a.

B ciyuaii Ha Aexyaparauma (TeKKO MOBPBILAHE, AHAPHUS, TPECKA HIH HAMANECH NPHEM Ha TEYHOCTH)
NMPUEMBT Ha MeTGOPMHMH BpeMeHHO TpabBa 1a ce NPEeyCTAHOBM H € NPENOPBUHTENIHO 12 Ce NTPOBe/E
KOHCYNITALMSA ¢ MEHLUHHCKH CNELIHAIHCT.

[TpHeMbT Ha JIEKapPCTBEHH NPOAYKTH, KOUTO MOraT OCTpo Aa yBpeasaT 6u0peuHaTa ¢pyHkims (xkaTo
aHTHXHNEPTeH3WBHU cpenctra, auypetuun u HCIIBC) tpabea na ce 3anoyHe ¢ MOBHLIEHO BHHMAHHE
NpH NalHEHTH, NEKYBaHH ¢ MeTGOpMHH. JIpyry pHCKOBH $aKkTOpH 3a NaKTaTHA alMao03a ca
NPEKOMEPEH TIPHEM Ha anKoXoJ, YePHOAPOOHA HEAOCTATHYHOCT, HEIOCTATLYHO KOHTPONHMPaH AHaler,
KeTO03a, MPOJBDKUTETHO IIafyBaHe H BCAKAKBH ChCTOAHHA, CBbP3aHH C XMIMOKCHSA, KAKTO H
eIHOBpeMEHHATa yroTpeba Ha leKapCTBEHH NPOAYKTH, KOWTO MOTAT /la MPHYHHAT JIAKTATHA alm103a
(BX. TOUKH 4.3 1 4.5).

[MaumenTuTe WKUIK GonHorneaaunTe TpAOBa ga ObAaT UHPOPMHPAHH 3a PHCKA OT Ja 7 0y
JlakTaTHaTa alKMa03a C€ XapaKTepH3Hupa ¢ aLMAO3Ha AMcnHed, abnoMuHanHa Ooka, MygKE
KpaMIi, ACTCHHA ¥ XUIIOTEPMHA, NIOCTICABAHH OT KoMa. B ciyyai Ha CbMHEHHE 38 CHM
NauMeHTHT TpAOBa 1a cnipe npHeMa Ha MeTQOPMHHE K He3abaBHO Ja MOThLPCH Jiekapeka Yot
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JlHarHocTuiHuTe 1abopaTtopHy HaXOAKH ca NoHWwkKeHO pH Ha kpBBTa (<7,35), NOBHIIEHH HHBA HA
nakrar B masMara (>5 mmol/l) n noBHiIeHa aHMOHHA pa3HKa U ChOTHOLIEHHE JIaKTaT/IUpYBaT.

br6peuna dyHkuUA
GFR TpsbBa fa ce oLieHsBa NPEAH 3aNI0YBAHE HA JICUSHHETO H PEOBHO cllell TOBa (BX. To4ka 4.2).

Metdopmake Kombu e nporuponokasan npu naundedTd ¢ GFR <30 ml/MHH ¥ Tpa6Ba BpeMEHHO Aa ce
pEeyCTaHOBH NPH HaJHMUHE HAa CHCTOAHMA, KOKTO MOraT Ja ApOMEHAT Ob0peynarta GyHKUHMA (BXK.
Touka 4.3).

XHIIOIJIHKEMHUSA

[MaiuenTn, npuemau Merdpopmake KomOu B koMOHMHALIMS Che CyNipaHITYpes HITH C HHCYJIHH, MOXE
N1a ¢a H3JIOXKEHH HA PHCK OT XHnoraukeMus. ClieA0BaTeTHO, MOXKE Ja C€ HAJIOXKH NMOHWKABAHE Ha
[103aTa Ha CYI(POHUITYpESTa HIIH Ha HHCYIHHA.

PeakliMi H& CBPBLXYYBCTBUTENHOCT

[Tpu NalKEeHTH JIEKYBaHH ChC CUTArUIITUH UMa NOCTMAPKETHHIOBH CHOOLIECHHA 38 CEPHO3HH
pEaKiiMy Ha CBPBXYYBCTBUTENIHOCT. Te3H peakllMH BKIIOYBAT aHa(HnaKcHa, aHTHOEEM H
eKCONHATHBHH KOXHH ChCTOAHHSA, BKJIFOUYHTENTHO CHHAPOM Ha Stevens-Johnson. [logsara Ha Te3m
peaKidld HaCTbNBA B PAMKHUTE Ha IMbPBUTE TPU MECELIA OT 3alIOYBAHE HA JIEYEHHETO ChC CHTAIIHITTHH,
KaTO HAKOH CJTYYaH HacTBHIIBAT C/IeA MbpBaTa A03a. AKO C€ NOAO3Hpa peaxiiia Ha
CBPBXUYYBCTBUTEIHOCT, NpHeMBT Ha Merdopmakc Kombn Tpsabsa na ce npekpary, Tpsabsa Aa ce
OLIEHAT APYTH BL3IMOXKHM NPHYKHH 38 HACTHNBAHE HA CHOUTHETO H J1a CE HA3HAYM ATTTCPHATHBHO
neyeHure Ha aAnadera (Bx. Touka 4.8).

bynosen neMpuronn

[Tpn naumeHty, kouto npuemar DPP-4 uuxuOUTOpK, BKIIOYHTEIHO CUTAT/IMITTHH, MMa
IOCTMAPKETHHIOBK choOlieHus 3a 6ynosen nempuroun. [Ipu nogospenns 3a 6ynoseH nempurous,
npuemMbT Ha MerpopMakc KomOH TpabBa na ce npeycraHOBH.

OnepaTHBRHH NpoLIEAYPH
Ynorpebata Ha Merdopmakec KoMOu Tpabaa fa ce npekpatu no BpeMe Ha onepauns noi oodiua,

CIHHAJIHA /1M enHAYpailHa aHecTe3ns. JleueHHeTo Moxe N1a ¢ BL30OHOBH He Nno-paHo ot 48 Yaca
clie/l oTiepaliMsaTa WK Bb300HOBABAHETO Ha XPaHEHETO Npe3 YCTa H TO NPH yCIoBHe Yye ObOpeyHaTa
(byHKLIHMS e NpeolieHEHa H € YCTAHOBEHO, Y€ € cTabuIIHA.

[Ipunoxenre Ha HOA-KOHTPACTHH BELIECTBA
HUHTpaBacKynapHOTO NPHIOKEHHE HA HOA-KOHTPACTHH BellieCTBA MOXE Ja J0BEAE A0 KOHTPAacCT-

HHAyLHpaHa HedponaTus, Boaelia 10 KyMYJIHPaHEeTO Ha METQOPMHH U MOBHILIEH PHUCK OT JIAKTATHA
aumao3a. Mergopmakc Komou TpsbBa aa ce cnipe npeau Wik no Bpeme Ha npoleaypara 3a obpasHa
IAMArHOCTHKA H He TpAOBA Aa ce BL30OHOBABA NoHe 48 uaca cnea ToBa, NpH yCAOBHE ye ObOpeyHaTa
(GYHKINS € NpeolieHeHa M € YCTAHOBEHO, Ye ¢ cTabunHa (Bxk. TOUkH 4.3 H 4.5).

[IpoMsHA B KTHHUYHHA CTATYC HAa NALIMECHTH C KOHTPOIHpaH AuabeTt Thn 2 npeay Tosa

[TaumenTn ¢ AMabeT THN 2, npeau ToBa A00Ope xoHTpoaupaH ¢ Mergopmake KomOu, KoMTO pa3BHBaT
OTKJIOHEHHA B 1abOpaTOpPHH MOKa3aTeny WK KIMHHYHO 3abonaeaHe (HaH-Beue HEACHO WIH JIOLIO
neduHupaHo 3abonapaHe) TpadBa He3abABHO A Ce OLICHAT 332 HATHYHE Ha KeTOAUWa03a WIH JIaKTaTHa
aupao3a. OleHkara TpaOBa Aa BKJIIOYBA CEPYMHH €MIEKTPOJIMTH U KETOHH, KPBHBHA 3aXap H ako ce
Hanara pH Ha KpbBTa, HUBa Ha JIAKTAT, NMUPYBAT U METPOPMHH. AKO Bb3HHKHE aLHA034, MO KAKBATO
U 11a e popMa, TedeHnero Tpabpa Aa ce cnpe He3abaBHO W TpaOBa fa ce NpeaANnpHEMAaT NOAXOAALIH
KOPHIrHpallH MEPKH.

Heduuyr Ha Buramuu B12

MeThopMHH MOXKE 1a HAMATU CEPYMHHUTE HHBA Ha BUTaAMHH B12. PUCKBT OT HUCKH
B12 ce yrenyduapa ¢ NOBHLIABAHE HA A03aTa HA METGOPMHH, ITPOABLIDKATEIHOCTTA HE
W/WIM NPH NALKEHTH C PUCKOBH PAKTOPH, 38 KOUTO € U3BECTHO, Y€ NPHYHHABAT -,I
suTaMHH B12. IIpu ceMHeHne 3a aeduumT Ha BuraMuH B12 (kaTo aHeMHs HIM HeBpy
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A4 ce MpocneasBaT cepyMHHTe HiBa Ha ButaMuH B12. [1pu naumenTy ¢ puckoBn GakTopu 3a
nedHIMT Ha BHTaMuH B12 MoXe na ce HATOXKM NEPHOAWYHO NpocieasBaHe Ha BUTaMHH B12.
Tepanusara ¢ meTopMuH TpAOBa a NPOABIKH AOKATO CE€ MOHACHA H HE € NMPOTHBOMOKAa3aHO H C¢
OCUrypsABa NOAXOAAIIO KOPHIHPALLO NieuerHe 3a NedpUUMT Ha BUTaMuH B12 B CLOTBETCTBHE C
HACTOAUIHTE KIIHHHYHH PBKOBO/ICTBA.

Merdopmake KomOu cbabpka HATPHi
To3u nexapcTBeH NPOAYKT ChABPHA M0-Manko oT 1 mmol Hatphii (23 mg) Ha TabneTka, T.e. MOXe na
ce Kaxke, ye MPaKTHUECKH HE ChABPXKE HATPHIA.

Camo 3a dunMupanute Tabnetku ot 50 mg/850 mg

Merdopmake KoMOH chabpka nakTo3a |
Ounmupannte Tabnerku ot S0 mg/850 mg crabpkaT nakrosa. [launenH ¢ peakH HacneACTEEHH
npoGieMH Ha HETTOHOCHMOCT KBbM rajlakTo3a, NbJICH JIaKTa3eH AePULMT WK MIIOKO30-raNakTo3Ha
manabcopOuua He TpaOBa ga mpUeMar TOBa JIEKAPCTBO.

4.5 BsasmoaeficTBHe ¢ APYTH JIeKAPCTBeHA NPOXYKTH H APYFrH POPMH Ha BIAHMOAeHCTBHE

EnHoBpeMEHHOTO MHOTOKPAaTHO APHIOKEHHE Ha CHTAarnunTUH (50 mg ABA MbTH ZHEBHO) M
meTdopMuH (1 000 mg asa mbTH AHEBHO) HE NPOMEHSA 3HAUYUMO (GapMaKOKHHETHKATA KAaKTO Ha
CHTATJIMITTHHE, TaKa U Ha MeTQOPMHH MpPH NauueHTH ¢ nuader Tun 2.

He ca u3BbpIIBaHM NpoOyYBaHKA 32 (papMAKOKHHETHYHH IEKAPCTBEHHU B3aUMOAECHCTBHA C
Merdopmakc Kombn; obaue TakuBa MpoyuBaHUs ca MPOBEKAAHH C OTACIAHUTE AKTHBHH BELLECTBA,
CHTarJIMATHH U METHOPMHH.

He ce npenopbuBa ChIIbTCTBaLLa YnOoTpeOa

AnKoxon
AJIKOXO0J/IHaTa HHTOKCHKALMA C€ CBbpP3Ba C NMOBHINEH PHCK OT JIAKTATHA allMA03a, 0COOEHO B CITy4aH Ha
rjiagyBaHe, HEROXpaHBaHE WK YEPHOAPOOHA HENOCTATLHHOCT.

i

Mon-KoHTpacTHH BelLecTa

Metdopmake KomOu Tpabpea 3aabMKHTENHO Ja CE Cpe NPEeau Wik No BpeMe Ha Npoueaypara 3a
oOpa3Ha ARarHOCTHKa H He TpabBa fa ce Bp30DHOBABA NMoHe 48 yaca cnej ToBa, NPH YCIOBHE Y€
6bOpeuHaTa QyHKIMS € NpeolieHeHa M € YCTAHOBEHO, 4e € cTabunHa (Bk. ToukH 4.3 1 4.4),

KoMOMHaLIBH, H3UCKBALIIM NPEeANasHH MEPKH NPH Y1l a

Hsaxou nekapcTBeHH NPOAYKTH MOTAaT Ja ce oTpas3aT HebnaronpusaTHo Ha 6n6peunara GyHkuumsda, KoeTo
MO>KE /1a YBEJIHYH PHCKa OT JIaKTaTHA aunao3a, Hanpumep HCTIBC, BKIIOYKTETHO CEICKTHBHH |
MHXHOMTOpH Ha uuknookcurenasa (Cyclooxigenase, COX) II, ACE uHxuOutopu, anrnoteHsuH 1l
PELENITOPHU AHTArOHKCTH U AMYPETHLH, ocobeHo OpuMKoBH AMYpeTHLM. [1pH 3anousaHeTo WK
ynorpebaTa H2 TAKHBa NPOAYKTH B KOMOMHALHA ¢ METPOPMHH € HEOOXOAHMO CTPHKTHO
npocrnenssaHe Ha 6b0peuHara yHKIMA.

CpneTCTBAILATA YIOTpeOa Ha IEKAPCTBEHU MPOJYKTH, KOUTO MOBIHABAT OOLIHTE TPAaHCNIOPTHH
cHCTeMH B OBOpeuHHTe TYOYNH, BKTIO4YEHH B Ob0peuHOTO eNMMHHKpaHe HA METQOPMHH (Harmp.
WHXHOWTOPH Ha OpraHMYHHA KaTHOHEH TpaHcnoptep-2 [Organic Cation Transporter-2,
OCT2]/mMynTunekapcTBeHHA H TOKCHH-eKCTpyaupau nporeuH [Multidrug and toxic compound
extrusion, MATE] kaTo paHonasuH, BaHAETaHKO, JONyTErpaBHp U LIMMETHANH ), MOTAT [a [TOBHLIAT
CHCTEMHAaTa eKCIo31LIMA Ha MeTQOPMHH H Aa YBEJIHYAT PUCKA OT NAKTaTHa aluno3a. Tpadng gad
OOMHCIIAT MOJI3HTE H PHCKOBETE OT ChITbTCTBALIATa ynioTpeba. KoraTo Takupa JIEKapCTBe} i
ce pHiaraT €JHOBPEMEHHO TpaOBa na ce OOMHCIAT CTPHKTHO NPOCICAABAHE Ha FITHKEMF
KOHTPOJI, aAanTHPaHe Ha J03aTa B paMKUTE Ha NMPENoOpbUNTENHATA AO3HPOBKA H MPOMOYILE
NeyeHHeTo Ha Auabera. | %
s
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[ nioKoKOpTHKOUANTE (NMpWIaraHH Mo CUCTEMEH H JIOKATECH NTbT) OeTa-2-arOHKHCTUTE M IHYPETHLIHTE
HMAaT NPUCHLIO XHNEPrIHKeMHuHO AelicTBue. TlauuenTnTe TpabBa na ce HHPOPMHPAT H NMO-UECTO 1A
U3MEPBAT KPBBHATA CH 3aXap, 0COOEHO B HAYAIOTO Ha JICYEHHETO ¢ TAKMBA JICKAPCTBEHH NMPOAYKTH.
AKO e HeoOX0MMO, A03aTa HA aHTHXHNEPIIHKEMHUYHHA TEKAPCTBEH MPOAYKT TpAOBa 1a ce aganrTHpa
Mo BpeMe Ha JICYEHUE ¢ APYTHA JEKAPCTBEH NMPOAYKT H MPH HENrOBOTO NMPEKpaTABAHE.

ACE-uHXHOHTOpHTE MOraT A2 MOHKWKAT HHBATa HA KPbBHATA 3aXap. AKo € Heo0X0AHMO, 103aTa Ha
AHTHXMUMNEPTINKEMHYHHA JICKAPCTBEH MPOAYKT TpAOBa xa ce afanTupa Nno BpeMe Ha JICUCHHETO ¢
OPYTrys JICKApCTBEH NPOAYKT U NPHU HErOBOTO MPEKpaTABaHe.

EdexTH Ha ApYry iekapcTBeHH NPOAYKTH BbPXY CHTATTIUIITHH
In vitro 1 KTHHHYHHTE JAHHH OTTACAHM NO-JO0JTy NPEANOIAraT, 4¢ PUCKBT OT KIHHUYHO 3HAYHMH

B3aMMOJEHCTBHA NpH €OHOBPEMEHHO NPHIOKEHHE C [IPYT'H JCKAPCTBCHH IPOAYKTH € HHCDK.

In vitro npoyuBaHMa NOKAa3BaT, Y€ OCHOBHHUAT €H3UM, OTTOBOPEH 3a OrpaHHYCHHUs1 MeTaboNu3bM Ha
curarnunTil € CYP3A4, ¢ yuactve Ha CYP2CS8. Ipu nauneHTH ¢ HopManHa 6b0peuHa pyHKUuA,
MeTaboAN3MBT, BKIIOUHTENHO H 4pe3 CYP3 A4, urpae caMo He3HAYNTENHA poid B KTHPBHC2 Ha
CHTAarAHNTHH. MeTabonusMbT MOXKE J1a Wrpae Nno-BakHa polsd NpH eNTUMHHAPAHETO Ha CHTArTMIITHH
NpH HANIKUKE HA OCTPO OBOpeuHO yBpexkaaHe WIH TEPMHHANIEH CTaAKi Ha OBOpeYHa HEAOCTATHYHOCT
(TCBH). ITopaan Ta3u npHuKHa e Bb3MOKHO MOLIHHWTE HHXHOUTOPH Ha CYP3A4 (Hanp. keTokoHa301,
MTPAKOHA30Jl, PHTOHABHP, KNaPHTPOMHULIHH) [a MPOMEHAT (apMAKOKMHETHKATA HA CHTAIMITTHH MPH
NauyeHTH ¢ Texko 0u0peuno yBpexaade unu TCBH. Edexture na momuure CYP3A4 unxuburopy
npy Hanu4ue Ha OBOpeUHO YBpeXKIaHe HE ca OLECHABAHH B KIIHHHYHO NPOYYBaHe.

In vitro Npoy4BaHuA 3a TPAHCNOPTA NMOKA3BAT, Y€ CUTATTTUIITHH € CYOCTpaT Ha p-rIHKONPOTERHA U
TpaHCTopTepa Ha opraHHyHH aHdonu-3 (Organic Anion Transporters, OAT3). OAT3 mMeaunpaHusT
TPaHCNOPT Ha CUTATJIHITTHH ce HHXUOMpa in vitro oT NMpobeHeUU, BBIIPEKH Y€ PUCKBT OT KIIHHHYHO
3HAYHMH B3aHMOJEHCTBHA Ce CMATa 3a HUCHK. EanoBpemenHoTo npuwioxeHne Ha OAT3 HHXHOHTODH
HE € OLEHEHO in Vivo.

L[uxrocnopun: TipoBeaeHo e Npoy4BaHe 3a OLEHABaHE Ha edeKTa Ha LMKIOCTIOPHH (MOLIEH
MHXHOHUTOP HA P-TIHKONPOTEHHA) BbPXY (PApMaKkOKMHETUKATA Ha CHTaIJIMITTHH. ENHOBpeMEHHOTO
MPWIOKCHHE HA eIMHHYHA nepopasHa no3a 100 mg cHTarnunTHH ¥ €AHHUYHA NepopanHa 1032

600 mg uuknocnopu nosuwasa AUC 1 Cmax Ha CHTaraMNTHH CbOTBETHO C NPHONH3HTENHO 29% U
68%. Te3n npoMeHH BLB (papMaKOKMHETHKATA Ha CHTArJIMIITHH HE C€ CMATAT 3a KITHHHYHO 3HAYUMM.
Bu6peUHHAT KIMPBHC HA CHTAMIMIITHH HE € 3Ha4YMTENHO npoMeneH. CneaoBaTenHo, HE ¢ O4aKBaT
3HAYHMH B3aUMOAECHCTBUA C APYTH HHXUOUTOPH Ha P-TIHKOMPOTEHHA.

@EK’I’H Ha CHTArMTHIITHH BEPXY JAPYIH JICKAPCTBCHH HNPOJAYKTH

Juzoxcun: CUTArNMUNTHH UMa HE3HAUYMTENEH eeKT BhpPXY MJIa3MEHATa KOHUEHTpaLuA Ha JHFOKCHH,
Cnen npunoxentdero Ha 0,25 mg QHrokcHH eaAHoBpeMeHHO ¢bC 100 mg cHTarIHIITHH AHEBHO B
npoasKeHue Ha 10 aHu, nmnasmenara AUC Ha nurokcuH Hapactsa cpeaHo ¢ 11%, a nnasmeHara
Cmax cpenHo ¢ 18%. He ce npenopbuBa kopurupaHe Ha A03aTa Ha JHIrOKCHH. B Ch1OTO BpeMe,
fAalHEHTHTE C PHCK OT AHTOKCHHOBA TOKCHYHOCT TpaOpa aa Ouaart npocienssaHH 3a Takapa, KOraTto
CHTArTHUITHH K JIHI'OKCHH CE MpUiaraT €AHOBpPEMEHHO.

In vitro naHHMTE NOKA3BAT, Y€ CHUTArIMITTHH HUTO NOTHCKA, HUTO uHayuupa CYP450 nzoeH3uMuTe.
[Ip¥ KNTHHAYHKA NPOYYBAHUS CHTATJIMITTHH HE MPOMEHA 3HaYUMO (apMaKOKHHETHKATa Ha METQOPMHH,
rnubypHa, CHMBACTATHH, PO3HITINTA30H, BapdapHH WK NEpOpPaIHH KOHTPaUENTHBH, KATO OCHIYpABa
in vivo JaHHH 3a MAJIKa BEPOATHOCT OT NpEIW3BUKBAHE Ha B3aHMOACHCTBHA CbC CyOCTpaTH Ha
CYP3A4, CYP2CS8, CYP2C9 u Tpancnoprepu Ha opraHiuHu katuorH (Organic Anion Trans
OCT). CutarnuntiH Moxe Aa 0bae cnab HHXUOHTOp Ha pP-TIMKONPOTEHHA in Vivo.
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4.6 DepTRIAHTET, OpeMEeBHOCT H KbPMeEHe

bpeMeHHOCT
Hsama n0cTaTbYHO JaHHK OT ynoTpebaTa Ha CHTarTMITTHR NpH OpemMeHHH XKeHH. [IpoyuBanns BLpXY
’)KMBOTHH IOKa3BaT penpoXyKTHBHA TOKCHYHOCT NPH BUCOKM 03H CHTArIMNTHH (BXK. TOYKa J.3).

OrpaHH4CHHTE JaHHH TIPETIONAraT, Ye ynorpe6ata Ha METGOPMUH NP GPEMEHHH JKEHH He €
CBBbpP3aHa C MOBHILIEH PUCK OT KOHreHHTanHu MandgopMauuu. IlpoyusaHusTa ¢ METHOPMHH BbPXY
>XMBOTHH HE TMOKA3BaT BpeAHH epekTH no oTHomeHHe Ha OpeMEeRHOCTTa, eMOPHOHAIHOTO H
$eTATHOTO pa3sBUTHE, PAKIAHETO HIH NMOCTHATATHOTO pa3BHTHE (BXK. TOUKa 5.3).

Metdopmaxc Kom6H He TpabBa na ce H3non3ea no BpeMe Ha OpeMeHHOCT. AKO NAaLUMEHTKATa HCKa Ja -
3abpeMeHee WK aKo HACThIH GpeMEHHOCT, TedeHHeTo TpAORa Aa e NPEKPaTH W NallHeHTKaTa Aa
[IPEMMHE HA JIEYEHHE ¢ UHCYJIMH BL3MOXKHO HAH-CKOPO.

KnpMeHe
He ca npoeexaaHH NPOy4YBaHUA NMPH KbPMELLH XKHBOTHH ¢ KOMOMHMpaHHTE aKTHBHH BELLECTBA Ha

TO3H JIEKapCTBEH NPoAyKT. [Ipy npoyuBaHHA MPOBEKIAHH C OTACTHHTE AKTHBHH BELUECTBA H
CUTArIMITTHH, H MET(GOPMHH C€ €KCKPETHPAT B MJIIKOTO Ha JakTupainu rursxose. I1pu xopa
MeTQOPMHH CE €KCKpeTHpa B KbpMaTa B Manku konu4ecTsa. He € H3B€CTHO na/TH CUTArIMNTHH ce
eKkckpeTHpa B KbpMata. CnegoBatenHo Merdopmake KoMOH He TpsOBa Aa ce H3MOJI3Ba NPH XKEeHH,
KOHUTO KEPMAT (BX. TOUKa 4.3).

QepTIINTET
JlaHHMTE OT NMPOYUBAHHA BBHPXY JKUBOTHH HE MIPEANOJAraT BIIHIHHE BbPXY QEPTHIMTETA HA MBXKH H
)KEHCKH TUTBXOBE NPH TPETHPaHe CbC CHTArNHNTHH. JIMNCBAT AaHHH TIPH Xopa.

4.7 Ed¢exkTH BBpXY cnoco6HOCTTA 32 modupane B paboTa ¢ MAIIHAA

Merdopmakc KoMGH He moBHsBa WIH NOBIHABA NpeHeOpeKUMO ciocoOHOCTTa 3a MogHpaHe 1
pabora ¢ MawMHK. B cbutoTo Bpeme npu wodHupaxe Wik paboTa ¢ MalIMHK, TpAOBa na ce UMa
npeaBya, te NPYU CUTArIMITTHH ¢a 0K BAHY CJIy4ad Ha 3aMasHOCT H CHHJIMBOCT.

OcBeH TOBa, NaliMeHTHTe TPAOBa Aa ce NpPeAYIIPEKIaBaT 38 PUCKA OT XHIOTJIHKEMKA, KOTaTo
Merdopmakc KomOu ce uznon3ea B KOMOGHHAUMA CBC CYT(POHITYPEHAHH MPOAYKTH HIH ¢ HHCYJTHH,

4.8 HexelaHH JeKAPCTESHH PeAKIKH

PesioMe Ha mpodrna Ha 6e30MacHoCT

HsMa npoBeAeHH TEPANEeBTHYHH KIHHWYHH NPOYYBaHHA C KOMOMHALMATA CHTATIHIITHH/ METGOPMHH
tabnerku, HO GHOEKBHBAIEHTHOCTTA Ha pedepeHTHHA JIEKApCTBEH MPOAYKT, ChABPIKAILL
CHUTATTMNITHH/MeTGOPMHH € JOKA3aHa TIPH €AHOBPEMEHHOTO NPHIOXKEHHE HA CHTANTHIITHH H
MeTdopMHH (Bk. Touka 5.2). Crobmasany ca CepHO3HHA HEXKENAHH PEAKLIHH, BKIIOYHTENHO
MAHKPEATHT H PeaklMH Ha CBpBXYyBCTBHTENHOCT. ChoOLIlaBaHa € XHIOTJIHKEMHA NPH KOMOHHALINA
cbe cyndannypeiiny npoxyktv (13,8%) u ¢ uncynun (10,9%).

Tabauuen cnucvk Ha Hedceaanume peakyuu
CuyTaraunTuH U MeThopMUH

HexxenanuTe peakunu ca M36poeHH mo-gony ¢ npenopbusaHuTe 0T MedDRA TepMHHE cnopes
CHCTeMO-OpraHHa xnacuduxatus u abcontotHa yectora (Tabanua 1). Hecrorara ce onpg e
MHoro dectd (>1/10), yectu (>1/100 no <1/10), neuectu (=1/1 000 no <1/100), peaku ,:-/‘ 3
<1/1 000), MHoro peaxy (<1/10 000) u c Hen3secTHA YecTOTa (OT HATHHHHUTE JAHHH H ¥
HanmpaBeHa OLIeHKa).
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Tabnana 1: YecroTa HA HeKeNAHHTE peAKIHE YCTAHOBEHH MO BpeMe Ha miaanebo-
KOHTPOJHPAHHE KJIHAHTHA NPOYIBAHHS CHC CETATIHNITHH H MEeTPOPMHEH CAMOCTOSTE/IHO H NPER
NOCTMAPKETHHIOBHA ONHAT

Hexenana peaknns | YecTOTA HA HEKEJAHATR PeAKIHA

Hapymenns B3 KPLBTA B JUHMPHATA CHCTEMA ,
TPOMOOLIHTONEHHS PEAKH

HapylieHHSA HA HMYHRHATA CHCTEMA
Eeal-:mm Ha CBPBXUYYBCTBHTENHOCT, BKITIOUHUTENHO C HEH3BECTHA YECTOTA
HAQHNAKTHYHM peakuuH®,} |

mmEHllﬂ Ha MeTa00.JIA3MA R APaHEHCTO

xunornukemus' _ YecTH
HamansBsane/aedHIMT Ha BUTamun B12' YECTH
HapyuieHus HA HEPBHATA CHCTEMA

CHLHIHBOCT _ HEYECTH

PecnBEpATOpPHH, 'PLARH H MeAHACTHHA/IHE
mapymenug
METepcTHUHMATHA Genoapobua 6onect *| C HEM3BECTHA YECTOTA

ICToMamno-9peBAN HAPYIICHHA

HapHs HEYECTH
aJICHE YECTH
JIATYJICHLIUA 4ECTH
E;nex | HEYECTH
bonka B ropHaTa 4acT Ha KopeMma HEYECTH
InoBphLULaHe YECTH
OCTLp naHkpeaTHT*, 1,1 C HEH3BECTHA YECTOTa
kbaTaneH U HedaraneH XxeMOparHieH C HEHM3BECTHA YECTOTa
[HEKPOTH3HpALLL

naHKpeaTuT *,t

Hapymenna Ha KOXKATA H NOAKOKHATA ThKAH

mpypuTyc” HEYECTH
lanrnoeaem* 1 ¢ HEM3BECTHA YECTOTA

6pus*,t C HEM3BECTHA YEeCTOoTAa
Kapusa®*,t . C HEUM3BECTHA YECTOTAa
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lkOMEH BacKyJIuT*,} C HEH3BECTHA YECTOTA

©eKC(HONHATHUBHH KOXKHH 3a00onaBaHud, BRIIOYHTEIHO) ¢ HEW3BECTHA YECTOTA
CHHApOM Ha Stevens-Johnson*,t
Gyno3en nempuronn® | C HEH3BECTHA 4ECTOTa

Hapymednd HA MYCKYJIHO-CKEICTHATA CHCTEMA
H ChbeJHEATEAHATA THKAH

lapTpanrusa* C HEH3BECTHA 4E€CTOTa
Muanrng* C HEH3BECTHA YE€CTOTA
6onka B kpaiHULHUTE* C HEH3BECTHA YECTOTA
boska B repba* C HEH3IBECTHA YECTOTA
apTponaTHa C HEM3BECTHA H4ECTOTA

Hapymenas na 6n0peunre H NHKOYAATE

mhTHIA
HapylleHa 6’56peqna (EYHI(I.[HH* C HEM3BECTHa YeCcToTa
octpa 6b0peuHa HeNOCTATHUHOCT* C HEM3BECTHA YECTOTa

* Hexxenanure peakliy ¢ca HAEHTHOHLUMPAHH 1O BpeMe Ha NMOCTMAPKETHHIOBOTO HAOMIOCHHE.

1 Bax Touka 4.4. .
t BukTe npoyuearemo 3a 6e30nacHocm no OmHouteRue Ha copoeuro-cvoosama cucmemq TECOS no-

aony.

Onucanve Ha U3OpaHH HEXKETTAHH pEaKLIHH
Haxou HexenasH peaklik ca HabmoaaBaHy NMo-4€CTO Npy NPOYYBAHHUA 338 KOMOHHHpaHa ynorpeba’'Ha

CHTArJHITHH U METQOPMHH ¢ ApYTH aHTHANA0ETHH NEKapCTBEHH NMPOAYKTH B CpaBHEHHE ¢
NPOYYBAHHA HA CUTACNTHNTHH H METGOPMHH CAMOCTOSTENIHO. Te BKNOUBAT XHNOMIHKEMHUA (KaTeropus
HA YeCTOTa ,,MHOI0 4eCTH” ¢bC CYIPOHWIYPEHHH NMPOAYKTH WIH HHCY/IHH), 3aneK (,,4€CTH ChC
cy1pOHUNYPEHHH NPOAYKTH), NeprdepeH OTOK (,,4ECTH” C MHONIHNTA30H) H r1aBobonHe U CyXoTa B
ycTaTa (,,HEYECTH C HHCYJIMH). -

Cumaznunmun

[1py npoyuBaHus BbpXY MOHOTepanus cb¢ CHTArMUITHH 100 mg BeAHBXK AHEBHO CAMOCTOATE/NHO B
CpaBHEHHE C W1aueto, CbOOLIECHHTE HEXENAHH PEeaKLIMH ca IMaBodoIKe, XUMOTJINKeMH, 3aMeK H
3aMaHBaHe.

Cpen Te3u naUMeHTH HeXeNnaHUTe ChbOHTHA, ChOOLIABAHH HE3ABHCHMO OT MPHYHHHO-CNEACTBEHATA
BPB3Ka C JIEKAPCTBEHMS NPOXYKT, C YECTOTa Hal-Manko 5%, BKIoYBaT HHPEKLMH Ha TOpHHTE
AMXATETHH TETHINA ¥ Ha3odapuHruT, OcBeH TOBA, ca ChoOLIeHH OCTEOApTPHT U Oonka B KpaHHHULIKTE,
¢ yectora HeuecTH (> 0,5% no-BUCOKa cpell YHACTHHULIUTE, MOTYYHIH CUTArMHNTHH, OTKOJKOTO Ta3H B

KOHTPOJIHATA rpyna).

Memdgopmun

CToMalIHO-YPEBHH CHMITTOMH ca cboBL1aBaHH MHOIO YECTO NPH KIMHHYHH NMPOYYBAaHHA H NPH
MOCTMAapKETHHrOBaTa ynorpeba Ha MeTGopMHH. CTOMALIHO-YPEBHHTE CHMITTOMH KaTO raJieHe,
nospbllaHe, quapua, 6oJika B kopema M 3aryba Ha aneTUT ce NOABABAT NMO-Y€CTO B HAYANOTO Ha
JIEYEHHUETO M B NMOBEUYETO CIy4aHd OT3IBYUaBaT CIOHTAHHO. JJONBIHUTENHH HEXKENAHH PEaKLIMH,
CBBbP3aHH ¢ MeTHOPMHH, BKITIOUBAT METANIEH BKYC (YECTH), NAKTATHA allHA034, HAPYLUEHHA Ha
yepHoapobHaTa GYHKLHA, XEaTHT, YPTUKapHA, €PHTEMA H ChpOeXX (MHOTO PEIKH).

KaTeropunre no uectrora ce OCHOBaBaT Ha HANMYHATa HHopmalma B KpaTkaTa XapakTepH
NpoayKTa Ha MeThopMKH, onobpena B EC.

IleauaTpuyHa nmomynauus
B KIMHHYHH NPOYyYBaHUA ¢ pedepeHTHHS NPOAYKT, ChAbPHKAL CHTAMTUIITHH/METPOPp

MeqHaTPHUHH MalHEHTH CBbC 3axapeH auaber TN 2 Ha Bu3pacT oT 10 10 17 roauHy n
HEXXENAHUTE PeakLMi KaTo LAJI0 € CPaBHUM € TO3M, HabniogaBaH MnpH Be3pacTHH. I1pu
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MALMEHTH, KOHTO €4 HIH He ¢a HA OCHOBHO JleYeHHe ¢ HHCYJIMH, CHTarIMITHH CE€ CBBP3Ba C NOBHLUEH
PUCK OT XHINOTJIHKEMHA.,

IIpoyueane 3a 6ezonacrHocm no omuouiexue Ha cvpoevro-cvooseama cucmema TECOS

U3nuTBaHETO, OLICHABALIO CHPACYHO-CHAOBHTE PE3Y/ITATH MPH iedeHHe ¢b¢ cHTarnunTHH (Tral
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), BxmouBa 7 332 naunesTy, NeKyBaHH
c¢be 100 mg curarnuTuH AHeBHO (MM 50 mg AHEBHO, aKO H3XOAHHTE CTOHHOCTH HA H3YHC/ICHATA
CKOPOCT Ha riioMepyJiHa wrrpaius (Estimated Glomerular Filtration Rate, eGFR) ca2 30 n <

50 mi/mun/1,73 m?, u 7 339 naumenTH Ha naunebo B intention-to-treat (ITT) nomynauusara. JIpere
nevyeHHs ca AobaBeHH KbM OOHYalHHTE IPHXH ChINIACHO MecTHHUTe cTaHzapTu 3a HbAlc u cxpaeuno-
ChIOBH PHCKOBH (aktopd. O0iilaTa YeCTOTa HA CEPUOIHHUTE HEXKeNaHU CLOMTHA MPH NALMEHTH,
NOoNyYaBallld CHTATTIUTITHH, € CXOJIHA C Ta3H IPH NAUKEHTHTE, NOoTyyaBally rauecdo.

B intention-to-treat momynaumusATa cpea NaLMEHTUTE, KOHTO H3MOJA3BAT HHCYJIUH WHIH
cyndanunypeiiHi NpoAYKTH Ha U3XOHO HHBO, YECTOTATA HA TEXKKA XMUIOrjiHKemMus e 2,7% npH
NMalHEeHTHTE, JIEKYBaHHA ChC CHTArTMOTHH M 2,5% npy manyeHTyure Ha miauedo; cpel NaLMeHTHTE,
KOMTO HE M3MOJI3BAT MHCYJIMH WK cyapoHnTypeiiHH MPOAYKTH HA H3XOHO HHBO, YECTOTATa Ha
TexXKa xunornukemHs ¢ 1,0% npu nauueHTHUTe, NEKYBaHU ¢hC cHTAraAunTHH H 0,7% npu nauueHTHTE
Ha nnauebo. UecTtoraTa Ha MOTBLPASHHA CHOUTHA, OTIABAHH HA MAHKpeaTHr, ¢ 0, 3% [PH MALHECHTHTE,
NEeKyBaHH CbC cHTarmHiTHH 1 0,2% npy naluseHTHTE Ha 1u1auebo.

CrobLuaBaHe HA MOAO3IMPAHH HEXETAHH PEaKLIHH
CrolasaHeTo Ha MOJO3HPAHH HEXEJIAHH PeaKLMH Clie]l paspeliasaHe 3a ynotpeda Ha 1ekapCTBEHHA

NPOAYKT € BaKHO. ToBa MO3BONABA Aa MPOAB/DKH HabTIOACHHETO Ha CHOTHOLLEHHUETO NOA3a/PHCK 32
nekapcTBeHHA npoAyKT. OT MEJHLIMHCKHTE CIELUMATUCTH CE U3KUCKBA /1a ChoOILIABaT BCAKa

NoAC3KpaHa HeXenaHa peaxiua upe3 UanwiHurenHa areHuMa no nekapersara yi. ,,Jiamau I'pyes”
Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebeaiir: www.bda.bg.

4.9 Ilpeno3upane

[IpuM KOHTPOJHPAHU KIWHHYHHM MPOYHBAHUA CbC 3IpaBH YYACTHHLIHM €A fpHIaraHn €JHOKPaTHH JO3H
no 800 mg curarnmunmiud. MunumanHo yaspkapane Ha QTc, Koero He ce CUMTa 3a KIIMHUYHO 3HAUUMO
e HaGoAaBaHO NMPH eHO npoy4saHe ¢ 103a oT 800 mg curarnumruy. Hama onut ¢ no3u Hax 800 mg
npyu KIMHKUYHY NpoyuBaHud. [Ipyn npoyusanus @aza [ ¢ MHOroxpaTHO NpHIOKEHHE, HAMA
N0303aBUCHMH KJIHHHYHY HEXEJIaHH JIEKAPCTBEHH peakLH, HaOmoaaBaHH! MpH CHTArJHIITHH C J03H
ao 600 mg gHeBHO 3a nepuoaun ao 10 auy u 400 mg nHeBHO 3a nepHoan Ao 28 AHH.

Texko npeao3upaHe ¢ MeTGOpMHH (WIH €JHOBPEMEHHO CHLIECTBYBAUl PHCK OT JIAKTaTHA alM03a)
MOXKE 113 A0Bejie J10 JIaKTaTHA aLuMa033a, KOATO € CliellleH MeAHLUWHCKH CTy4ail ¥ TpabBa 1a ce IeKyBa B
6onHuua. Hali-epeKTHBHHAT MeTOA 3a OTCTpaHABaHE Ha JIaKTaTa M METGOPMHHA € XEMOAHAIHU3AaTa.

IMpu xMMHUUHK NpoyyuBaHuA npubausurento 13,5% ot fo3aTa ce oTcTpaHABa MpH MpoAb/LKaBaa 3-
no 4 yaca xeMoaHalH3Ha cecuA. [Ipy KAMHHYHM MOKA3aHHA MOXKE Aa CE€ MPCANPUEME NO-
Npoab/DKUTENHA AHanH3a. He € u3BecTHO fanu CUTArNIMITHH ce JHaTU3Hpa NPH NMEepHTOHeaIHa
nvanusa.

B cnyuaii Ha nipeiozMpaHe € MOAXOAALLO Ja ce npeanpueMat obuuyaiuuTe NOAILPIKALIH MEPKH, KaTo
OTCTpaHABaHe Ha HeabcopOHpaHKUa MaTepual OT CTOMALIIHO-UYPEBHKA TPaKT, KIHHHYHO HabmoneHre
(BKMIOUMTENHO M €IEKTPOKAPAHOrpaMa) H NPy HYKAa 3aM04YBaHE HA NOLIBPXKALLO NEUECHHE.,

5. ®APMAKOJIOTHYHU CBONCTBA

5.1 <dDapmaxoanHAMHYHH CBOHCTBR

(dapmakoTepanesTH4Ha rpyna: JlekapcTsa, 3a JieueHHe Ha AuabeT, KOMOUHALMK OT nepg
NIeKapCTBa 3a HAaMaJisBaHE HA KpbBHaTa 3axap, ATC koa: A10BD07

DE/H/6677/001-002AB8/005

11



Metdopmakc Kombu xoMOMHHpa B8 aHTHXMIIEPIIIMKEMHYHH JIEKAPCTBEHH NPOAYKTA ¢ JOMBJBALL CE
MEXaHH3bM Ha JeiicTBHe 3a nogo0pABaHe HA IMKEMHYHHA KOHTPOJ NPH NALUMCHTH ¢ AMadeT THN 2:
curaraunTHH docdar - gunenruann nemruaasa 4 (Dipeptidyl Peptidase, DPP-4) unxuburop v
MeTHOPMHHOB XHIAPOXJIOPUA - ITPEACTABUTEN Ha Kaca Ha OMrBaHUIHHHTE,

Curarnporus

Mexanuzbm na oeticmeue

CwrrarnunTdH ¢ocdaTt € NepopaiHo aKTHBEH, MOLIEH H BUCOKOCENCKTHBECH HHXHOMTOP Ha €H3UMa
annentiana nenruaasza 4 (DPP-4) 3a neueHue Ha anabet tun 2. Uexuburopure Ha DPP-4 ca knac
BELIECTBA, KOKTO JCHCTBAT KATO €HXaHCEPH HA HHKpeTHH. Upes nuxubupane Ha ensnma DPP-4,
CHTarJIANTHH NOBHINABA HHBATA HA ABa W3BECTHH AKTHBHH UHKPETHHOBH XOPMOHA - MNIOKaroH-
noaobuuga nentHa-1 (Glucagon-Like Peptide-1, GLP-1) 1 rimoko3a-3aBUCHMHS HHCYJIHHOTPOTEH
nonunenTua (Ghicose-Dependent Insulinotropic Polypeptide, GIP). UHkpeTHHHTE ca 4acT OT
€HQOreHHa CUCTEMa, YYACTBALLA BbB PH3MOIOrHYHATA peryjaLua Ha rIMoKo3HaTa XoMeocTtasa. Koraro
KOHLUEHTpaUMHTE Ha KPbBHATA 3aXap ¢ca HOpMalHH WIH NOBHILIEHH, GLP-1 n GIP 3acuiBaT CHHTE3a H
0cBOO0XKAABAHETO HA HHCYJIMH OT NMaHKpeaTH4HHUTE Oeta-knerku. OcseH Toa, GLP-1 Hamanasa
CEKPELMATA Ha TTIOKATOH OT NMaHKpeaTH4YHHTE ada KIeTKH, KOETO BOJH 10 HamaleHo oOpa3yBaHe Ha
yepHoApoOHa rimoko3a. Koraro HMBaTa Ha NMOK03a B KPbBTa €& HHCKH, OCBODOK1aBaHETO Ha
MHCYJIHH HE C& CTUMYJIMpA H CEKPELIMATA Ha [VIFOKATOH HE C€ NMOTHCKA.

CHMTarnHITHH € MOIIEH H BHCOKO ceNeKTHBEH HHXHOMTOp Ha eH3uMa DPP-4 u He uHxubupa cxoanure
no ¢crpykrypa eH3snMH DPP-8 unu DPP-9 B TepaneBTHHHM KOHUEHTpaUHH. CHTArJIHIITHH Ce
paziH4aBa Mo XHMHYHA CTPYKTYpa U $papMakoloruyHo Aefictsue ot aHano3ure Ha GLP-1, HHCynuH,
cyndOHWTYpes WIH METTHTHHUAN, GHrBAHHAWHM, ATOHUCTH HA AKTHBHPAHHA OT NEPOKCH3OM
nponudeparopa rama-peuenrop (PPARY), anda-rmoko3uaa3zHH HHXHOHTOPH H aHAJIO3H Ha aMHJIHH.

[Ipy nByAHEBHO NPOY4BAHE HA 3APABH YYACTHHLIH, CHTAIJIHITTHH, [IPHJIOKEH CAMOCTOATENTHO,
NOBHLIABA KOHLIeHTpauuaTa Ha aktuBHuA GLP-1, 10kaTo MeTGOpMHH NMPHITIOKEH CAMOCTOATESTHO,
MOBHMIIABA KOHLIEHTpalMATa Ha akTUBHHUA W oOmma GLP-1 B cxonna crenex. EnnospemeHnoro
MPWIaraHe Ha CUTArJIMITHH H MeT(OPMHH HMa aIHTUBEH €(PEKT BbpPXY KOHLEHTPAUHATA HA AKTHBHUA
GLP-1.

CHTarJIMITHH, 32 pa3iuKa OT MeT(OPMHUH, NMOBHIIIABAa KOHLCHTpauuaTa Ha akTusHusa GIP.

Knunuuna egpuxacnocm u b6esonacrocm
Kato usano, cMTarIMnTHH NoAoOpABa MMKEMHYHHUSA KOHTPOJ, KOraTo ce U3I0J13Ba KaTOo MOHOTEpanus
HWIH KOMOHHHPAHO JeYeHHKe NPH Bb3pacTHH NAlHEHTH ¢ Avaber Tun 2.

[Ipu KIHHWYHY NPOYUBAHHUA, CHTAMIMITTHH KATO MOHOTEpAIus noaodpapa MNMKEMHYHKA KOHTPON ChC
3HAYUTEJIHO HamasBaHe Ha xeMorn1o0uH A lc (HbA I¢) u rmroko3aTa Ha M1aHO H clle XpaHEHe.
HamanssaHe Ha nna3sMeHaTa rimoko3a Ha rnaaho (I1I'T) e nabnopasano Ha 3-Ta cenMHLla - TbpBaTa

. BpeMeBa Touka, B kosato e usmepeHa III'T. HabmonaBanaTta yecToTa Ha XMITOTNHKEMHS NPH NALMEHTH,
JIEKYBaHHU ChC CUTAIJIMITHH € nogo0Ha Ha Ta3u, yCTaHOBEHA NpH 1uauedo. TenecHOTO TErio He ce €
NOBHIIKAO COPAMO H3XOAHHTE CTORHOCTH NPH JIEYCHHE Cbe cHTarnunTHH. HabmoaasaHo €
noaoOpeHHe Ha CypOraTHHTE MapKepH Ha QyHKIIMOHMpaHe Ha OeTa-knerkure, B ToBa 4ucino HOMA-p
(XomeocTaseH Moze) 3a oleHKa-0eTa), ChOTHOLIERHETO HA MPOMHCYJIHH KbM HHCYJIMH U |
NOKa3aTe/NTE 3a PEaKTHBHOCT Ha OeTa-KIeTKHTE NPH TeCTa 3a MOHOCHMOCT TIPH YECTO 1aBaHe Ha
XpaHa.

[IpoyuBaHMs CbC CUTATIIMNTHH B KOMOMUH CM MUH
[Tpu 24-ceAMHUHO TL1ALE00-KOHTPONMMPAHO KIMHUYHO MPOYYBaHE 3a OLEHKa Ha €(PUKACHOCTTA H
Oe3onacHocTTa OT AoBaBaHeTo HA CHTArMNTHH 100 mg BeAHBXK HEBHO KbM TEKYLIOTO JICUCHM
MeT(HOPMHH, CHTATTMIITHH OCUTYPABA 3HAUHTETHO NOAOOpEHHE Ha MMUKEMHYHHUTE Napay --{ A Mo
cpaBHeHHe ¢ w1auedo. [IpoManaTa CpAMO H3IXOAHHUTE CTOMHOCTH Ha TEJIECHOTO TErJ n/ A TID

NalHeHTH, JEKYBAHH CbC CHTAMIMITTUH cripaMo 1wiauebo. Ipu rosa npoyusaHe UuMa
Ha CTy4aH Ha XHMOrJIKKeMus, ¢boOlilaBaHa 3a NailMeHTH, IEKYBAHHU CbC CHTAMTHITHI HE
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Ilpy 24-ceamMmHO MNauedo-KOHTPONMPaHO PAKTOPATHO NMPOYYBAHE Ha MbPBOHAYAJIHO JICYEHHE, OT
catarnunTiH 50 mg aBa iTbTH JHEBHO B KOMOKHAaNHUA ¢ MeThopMuH (500 mg unu 1 000 mg aABa nbTH
JHEBHO) CE€ NMOCTHUTra 3HAYUTENIHO NOAOOPEHHE Ha INTHKEMHYHHTE NapaMeTpH B CPaBHEHUE C ABETE
MoHoTepanui. HamanaBaHeTo Ha TENECHOTO TErno npu KOMOHRALMATA CHTArTWIITHH U METQOPMHH €
CXOAHO ¢ TOBa HabogaBaHo rpH MeTMOPMHH CaMOCTOATENIHO WM nnauedo; HAMa NMPoMAHa CIPAMO
M3XOAHHTE CTOHHOCTH NPH MALKEHTH HA CUTArJIMNTHH CAMOCTOATENHO. HecToTara Ha XHNOTTHKEMHUA
€ CXOJHa Cpell JIEKYBaHHTE IPYIIH.

IlpovypaHe CbC CHTAIIMIITHH B KOMOWHaUKWA ¢ MeThOpMHH H cyndoHuTypes

24-ceaMHYHO TU1aUE00-KOHTPOJIAPAHO KIHHHYHO NMPOYYBaHe € IUIRHUPAHO C L€/l OLIEHKA Ha
edukacHOCTTa M Oe30MacHOCTTa Ha cHTariuMnTHH (100 mg BeAHBXK AHEBHO) NpHOaBeH KbM
FIHMENUPU] (CAMOCTORTENHO UM B KOMOMHaLua ¢ MetdopmiH). JlobaBiHEeTO Ha CHTATIMITTHH KbM
FCNHMENUPHA U METGOPMHH, OCHTYPSBA 3HAYUTENHO NMOAOOpEeHHE Ha MMTUKEeMHYHHUTE NTapaMeTpH.
[TaneHTuTe, NEKYBaHU CbC CUTATIMIITUH UMAT cnabo noBulueHue Ha TenecHoTo Terno (+1,1 kg) B
CpPaBHEHME C Te3H, noJiyyasanu nnauebo.

[IpoyuBaHe ¢BbC cHTarNMOTHH B KOMOHHauua ¢ MetdhopMuH U PPARy arounct

26-ceaMUYHO T1aLeO0-KOHTPOJIMPAHO NMPOYYBAHE € NpeaHa3HA4Y€Ho Ja OLEeHH €HKACHOCTTa H
OesonacHocTTa Ha cHrarmunTHH (100 mg BeaHbK AHEBHO), J0DaBeH KbM KOMOHHALIMATA Ha
MHUOTJINTa30H ¥ MeTdopMuH. JobaBaHeTO Ha CHTATTIHITTUH KBbM NHOTJIMTAa30H H MET(QOPMHH,
OCUTYpSBa 3HAYHTENHH NMoAoOPEeHH Ha rITIHKeMHUYHHUTE napaMeTpu. [IpoMaHaTa B TeeCHOTO TEJIO OT
H3XOAHO HUBO € NOoJACOHA Ha Ta3H NP NMALKEHTH, IEKYBAHH CHC CHTArMIMNTHH, B CPABHEHHE C
wauebo. Yecrorata Ha XHNOTTHKEMHA CHIO € CXOAHA ¢ Ta3K Ha NALMEHTHTE, IEKYBAHH CbC
CHUTAr/TMNITHH WIH Mnatedo.

[IpoyuBaHe Ha CHTArJWNTHH B KOMOMHALUE ¢ METHOPMHH X HHCYIIHH
24-cenAMHUYHO I1aLe00-KOHTPONHPAHO KIMHUMHO NpOYYBaHe € NpeaHa3HaueHo Aa OLeHH

edexkTHBHOCTTA U He30onacHocTTa Ha cutaravnTHH (100 mg BeaHbxK AHeBHO) 106aBEH KbM MHCYJUH
(npu crabunnHa po3a 3a Hait-Manko 10 ceamuum) cue nan 6e3 MerpopmuH (Haik-manko I 500 mg). [lpn
NauMEeHTH, MPHEMALLK NPEABAPHTENHO CMECEH HHCYIIHH, cpeHaTa AHeBHa Ao03a € 70,9 U/aneBHo.
[1py nanHeHTH, NpUEMaIllH HECMECEH NPEABapPUTEIHO (MEXANHEH/C NPOIB/DKHTENIHO ACHCTBHE)
HHCYJIHH, cpeaHaTa JHeBHa go3a € 44,3 U/gnesHo. JannuTte ot 73% OT naueHTHTE, KOUTO ca
npHeManu MeTpopMHH ca npeacTtaBeHu B Tabnuua 2. JlobapaHeTO Ha CUTArAMNTHH KbM HHCYJIHH
OCHIypsABa 3HAYMTENHO nNoAoOpeHUE Ha rMUKeMHUHKTE napamMeTpu. HaMa sHauuTenHa NpoMaHa B
TeNeCHOTO TErNO CIIPAMO H3XOQHOTO HUBO B ABETE IPYIIN.

Tabnana 2: Pesyatath 3a HbAlc npu naane6o-konTpoanpann npoydYBanns ¢ KOMOHHHPARO
Jie4eHHe CbC CHTATIHNTHH H MeTgopmMHR*

IIpoyuBane ETI::;I:';T'“ o peAHA NPOMAHA Koparapana cunpamo naaue6o
NpAMO H3XOAHO HHBO | cpeana npomsana aa HbA1c¢ (%)

H3X0QHO HHBO HbA o o,
HbAlc (%) 1c (%%) (95 % CI)

Cutarnuntid 100 mg
BCIAHDBX JHCBHO, 8,0 _0,71' _0,71',.1:
nobaBeH KbM TeKylla
Tepanus ¢
METHOPMHH "
(N=453)

(-0,8, -0,5)

CuTtarnuntux 100 mg‘
BEAHBLXK AHEBHO, 06t

8,3 s
nobaBeH KbM TEKyLUA ’
Tepanus ¢ rMMMENUpUa
+ MeT(POpPMUH"

(N=115)
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Cutarnuntun 100 mg
BEOHEXK AHEBHO N0OaBeH 8.8 0.7T.%
KbM TEKyLIa Tepanus ¢ 12T ’
MUOTIUTA30H + 7 (1,0, - 0,5)
MeTHOpPMHH

(N=152)

CurarnuntuH 100 mg
BeIHBXK AHEBHO, 100aBeH 8,7 -0,78 _0.55%
KbM TEKYllla TepankHi ¢ ?

MHCYJTHH + METhOPMHH - (-0,7, -0,4)

(N=223)

Havanno neueHue

(n8a TbTH JHEBHO): 8,8 _1,41' '1=6T’1
CHTArTMMTHH (-1,8, -1,3)
50 mg +
met@opmuH 500 mg

(N=183)

Hauanno neueHue (1sa

NMbTH NHEBHO): 8.8 _1.9F ERE
- cUTAraMITHH 50 mg + ’ ’

metdopmuu 1 000 mg | (-2,3, -1,8)
(N=178) |

* [TomynauMsTa OT BCHYKH JICKYBaHK nauueHTH (intention-to-freat aHanus).

+ Haii-mankuTe cpelHU KBaApPAaTH ¢4 KOPHFHPAHH CIPAMO CTaTyca NpU NPeXoAHOTO
AHTHXUMEPIrIIHKEMHYHO JICYEHHE K CTOMHOCTTA HA U3XOAHO HUBO.

1 p<0.001 B cpaBHeHHe ¢ nnauebdo WiH rwauebo + KOMOMHHPAHO JIEUCHME.

THbAlc (%) Ha 24-Ta ceaMuULIa

'HbA 1c (%) Ha 26-Ta ceaMmua .

§ Hali-mankuTe cpelHH KBaJpaTH ca KOPHTHpaHH 3a ynorpedara Ha MHCYNHH MpH BHU3HTa |
(npeaABapUTE/THO CMECEH CPELIy HECMECEH NMPEABAPUTEIHO [ ME)KAMHEH WIH ¢ MPOABILKHTENIHO
HNehcTBHE]) H HU3X0AHAaTa CTOHHOCT.

[Tpn 52-ceaMuuHO NpoyuBaHe, CPaBHABALIO epHKACHOCTTa B Oe30macHOCTTa NpH AoDaBsHE Ha
cHTaraHnTHH 100 mg BEAHBXK AHEBHO WIH IMHNH3KA (CYIAPOHWTYPEHHO NMPOU3BOAHO) NMPH NAMEHTH
¢ HenOOBD FMKEMHUYEH KOHTPOJI MPH MOHOTEPANus ¢ METQOPMHH, CHTAIIMITTHH € NoJo0eH Ha
rMUNH3KA npH noHwkasaHero Ha HbA 1c (-0,7 % cpeaHa npoMsaHa CpAMO HU3XOAHUTE CTOMHOCTH
npe3 ceaAMHLA 52, cbe cpeaHa cTtolHoCT Ha HbA 1¢ ot npubausurento 7,5% B aBeTe rpyimu).
Cpennara g03a IMTMNU3KA U3N0/13BaHA B rpynaTa 3a cpaBHeHue e 10 mg AHeBHO KaTo NpHOIH3HTETHO
40% OT NaLBEHTHTE Ce& HYXKIAAT OT 1034 MIHIH3IKA <5 mg/AHeBHO No BpeMe Ha npoy4BaHeTo. Odaue,
noBeve NALMEHTH OT rpynaTa Ha CHTarJIiNITHH, OTKOIKOTO B rpynaTa Ha FTMIMU3HA Ca NPEeKbCHANH
nopaaH Junca Ha epukacHocT. [lauMeHTHTE IeKyBaHK CHC CHTAITTHITTHH MOKa3BaT 3HAYUTEIHO
CpeaHO MOHIDKEHHE CNPAMO H3XOJHHUTE CTOMHOCTH Ha TenecHoTo Terno (-1,5 kg) B cpaBHeHHE CbC
3HAYMTEIHO MOKAYBaHe HA TETJIOTO MPH NALMEHTH nory4yaeany raunu3ya (+1,1 kg). B Tosa
Npoy4BaHe, OTHOLIEHHETO MPOMHCYJIHH KbM HHCYJIMH - Mapkep 3a €peKTHBHOCTTa Ha HHCYJIHHOBHA
CHHTE3 H 0CBOOOXKAaBaHE, ce MoAOOPABA CBC CHTAIJIMITTHH H CE BJIOILABA NPH NICUCHHE C TMUNH3H/I.
YecToTaTa Ha XMIIOrTHKEMHMA B rpynaTa Ha CHTArJMNTHH (4,9%) € 3HaYUTEIHO TO-HUCKA OT TasH B
rpynara Ha rimunu3ug (32,0%).

24-ceJMHYHO 1aLebo-KOHTPONKPAHO KITHHHYHO [IPOYUYBAHE, BKIIOYBALLO 660 rnauum S P ﬂog%
NpeAHa3Ha4Y€HO Aa OLeHY ePHUKACHOCTTA BOJCIIA O HAMAIABaHE HA HHCYJIHHOB

Oe3zonacHocTTa Ha cutarnunTuH (100 mg BeaAHBK AHEBHO), KOraro e npubased _m;

rnap;xvH cb¢ WiK 6e3 MetgopmuH (noxe 1 500 mg) no BpeMe Ha HHTEH3U(PHLIHPE ‘ 3
MHCYJNIHHOBaTa Tepanui. [Ipy nauneHTH, npueMaliy MeTQOPMHUH, HIXOAHATA CTOH \- =
8,70% u HavanHaTa no3a HHCyauH ¢ 37 IU/anesHo. IlauneHTHTE ca HHCTPYKTHPAHR\
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103aTa CH Ha HHCYJIHH IMapKHH Bb3 OCHOBA HA CTOMHOCTUTE Ha KpbBHATAa 3axap Ha rnaaHo. Ilpu
naieHTHTEe, NpHeMallli MeTGOpMHH, Ha 24-Ta cenMHUlla, YBETHYABAHETO HA AHCBHATA 1032 HHCYJIHH
e 19 [U/nHeBHO NpH NALHEHTH, JIEKYBaHH CBC CHTArMMNTHH U 24 [U/qHeBHO NpH NAaLHEHTH Ha
rmauedo. Monnxasanero Ha HbA ¢ npi naumeHTH, NEKYyBaHH CbC CUTANTUIITHH, METQOPMHH H
HHCYAHH € -1,35 % B cpasHenue ¢ -0,90 % npyH nauneHTH, NEKyBaHH ¢ IUIaLebo, METQPOPMHH H
MHCY/IHH - pa3nuka oT -0,45 % [95 % CL: -0,62; -0,29]. YectoraTta Ha xunorauxemHs e 24,9% npu
NALHEHTH, TEKYBAHH ChC CHTArIAITTHH, MeTGOPMHH 1 HHCYNHMH U 37,8% npH nauueHTH, JIEKYBaHH C
nnaue6o, MmeTpopMHH U HHCYAHH. Paiznukara ce Ab/KH OCHOBHO Ha NO-BHCOKHA MPOLICHT NallHEHTH B
rpynara Ha mnauefo, u3nurany 3 WiH noBeye enu3ona Ha xunornukemus (9,1 cnpamo 19,8 %). Hama
Pa3IHKa B 4ECTOTATa HA TEXKKA XHITOTTTHKEMHS.

Merdopmun

Mexanuzom na oeiicmeue

MetdopMHH € GUTBAHUAWH ¢ aHTHXMITEPTIIMKEMHAYEH edeKT, MOHIDKaBalll KakTo DasaiHaTa, Taka M
NOCTNpasHaNHATa FJII0K03a B [U1a3Marta. ToH He CTHMYIHPa HHCYJIHHOBATa CEKPELIHA H
CIIE0BATENHO He MPeJH3BHKA XHMOTTTHKEMHA.

MerdopMHH MOXKe Oa aeicTRa N0 TPH MEXAHH3MA:

- ype3 HaMalABaHe MPOAYKLMATA Ha YepHOoApoOHa oko3a Hpe3 HHXuOHpaHe Ha
rMOKOHEOreHe3aTa U NIMKOTCHOIU3AaTa

- B MYCKYJIMTE, Upe3 YMEpEeHO MOBHILABAHE HA MHCYJIMHOBATA YyBCTBHTEIIHOCT, NOACOPABaiKH
nepH¢epHOTO NoeMaHe H YCBOABAHE Ha MIIOKO3a

- ype3 3abassre Ha abcopOumATa HA IIIOKO3a B THHKHUTE YepBa.

MeThopMEH CTUMYAHPA BHTPEKICTHYHUA CHHTE3 Ha IITHKOIEH 4pe3 Bb3ACHCTBHE BEPXY ITHKOTCH
cuHTeTazaTa. MeThOpMHH NOBUILIABA TPAHCNOPTHUS KAMALMTET Ha cneuucbuqﬂu BHAOBE MeMOpaHHU
TpaHcnoprepu Ha raokosara (GLUT-1 u GLUT-4).

Knunuuna egpuxacnocm u bezonacrnocm

[pu xoparta, He3aBUCHUMO OT AeHCTBHETO CH BbPXY IITHKEMHATA, METQOPMHUH HMa O1aronpHITHH
edexTH BLpXY RHNUAHKA MeTabonusbM. Tosa ce noka3sa NpH TepaneBTHYHH KOHLUEHTPALIHMH B
KOHTPONHPAHH KIIHHHYHH NPOYUBAHHMA CHC CPEeAHA MPOABDKHTETHOCT WIH ABJTOCPOYHH KIIHHUYHH
npoy4BaHus; MeTHOPMHH HamangBa o6wHa xonectepon, LDLc 1 HMBaTa Ha TpUrMUEPHUOMTE.

IIpocnekrrBAoTo paHaoMu3upado (UKPDS) npoyysase € ycTaHOBHIO ABJTOCPOYHATA MOJI3A OT
WHTEH3HBHHA KOHTPOJI HA KPBBHATA 3axap npH avader Tvn 2. AHAIK3ILT HA PEe3YJITATHTE NPH
NALMEHTHTE ¢ HANHOPMEHO TEr0, IEKYBaHK ¢ METQOPMHH CNE/ HEYCTIEX CaMO C JIMETa NMOKA3BarT:
- 3HAYUTE/IHO HaMalleHHe Ha a0COMOTHHA PHCK HA CBBLP3aHHTE ¢ AuadeTa YCI0KHEHUS B rpynara
Ha MeTdopmHH (29,8 crburua/1 000 nauueHTOroAWHH) CrIpAMO AHETA CAMOCTOATENTHO
(43,3 cuburna/1 000 nanmenToroaunn), p=0,0023 u cnpamo rpynure Ha KOMOHHALHA CBC
cyndanwtypes u MoHoreparnia ¢ HHCYAHH (40,1 crbutna/1 000 nauneHrorogunn), p=0,0034
- 3HAYUTESTHO HAMAJIEHHUE Ha a0COMOTHHA PHCK OT CRBP3aHaTa ¢ AuabeT cMBPTHOCT: METPOPMHH
7,5 cuburua/l 000 nauueHTOroAMHHU, AHeTa caMoctodTento 12,7 cxbutua/1 000
nalreHToroauuy, p=0,017
- 3HAUKMTETHO HAMAJIEHHE Ha aOCOMOTHHA pHCK OT o0lara CMBPTHOCT: METHOPMHH
13,5 cu6uTHa/1 000 nauHeHTOroAUHH CIPAMO AXETa caMocTOoATeNHO 20,6 crouTHs/1 000
natieHToroguuy, {p=0,011) u cnpamMo rpynute KomOuHHUpaHa cyngoHUnypes 1 MOHOTEPAITHA
¢ HHcyarH 18,9 cu6uTia/l 000 naumenroroaunu (p=0,021)
- 3HAYKUTEIHO HaMalleHHe Ha aOCOMIOTHHE PHCK OT MHOK2PACH HHPApPKT: METGOPMHH
11 ¢cuburua/1 000 nauueHTOrOAMHM, AUeTa caMocToATeNnHo 18 crbuTus/l 000
nalMeHToroauHH, (p=0,01).

TECOS e pangomMu3udpaHo npoy4eaHe npu 14 671 nayveHTH B intention-to-treat nonyz#
HbAlc > 6,5 no 8,0%, ¢ ycraHOBEHO CBpAIC4HO-CHAOBO 3a00149BaHe, KOUTO npuemar ,._.-
(7 332) 100 mg auepHo (w1H S0 mg JHEBHO, aKO M3XOAHHTE cToMHOCTH Ha eGFR ca
< 50 ml/mMun/1,73 m? unu nnauebo (7 339), noGaBeHn kM 00HUANiHHTE MPHOKH CHITE
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ctanaapTH 3a HbA I¢ ¥ cbpaeuno-cbaoBH puckosr dakroph. Iaunentd ¢ eGFR < 30 mi/mun/1,73 m?
HE ca BKIIIOYEHH B NMpoyuBaHeTo. Uscneasanara nonynaumsa skmousa 2 004 nmauydeHTH Ha Bb3pacT
> 75 ronuHH ¥ 3 324 naunenTH ¢ 6u6peuno yepexaade (¢GFR < 60 ml/mun/1,73 m?),

[lo Bpeme Ha nNpoyuBaHeTO, 00LATa H3YKCIEHA cpeaHa pa3nuKa (SD) B crorHocTHTE Ha HbAlC
MEXAY FPYNUTE Ha CHTArIMIITHH K tauebo e (,29% (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

[TbpBHUHATA KpaitHa TOUKA MO OTHOLIEHHE Ha ChPAE4YHO-ChOBATAa CHCTEMA € ChCTaBHA OT MbpBaTa
MoABa Ha ChPAEYHO-CHAOBA CMBPT, HedaTaleH MUOKapAEH UH(APKT, HedaTaneH UHCYAT UM
XOCMHUTAIM3ALMA NMOpany HecTabHiHa cTeHOKapaAna. BTopHYHHTE KpaiiHH TOYKH MO OTHOIIEHHE HA
CbpAEYHO-ChA0OBATA CHCTEMA BKJIKOUYBAT IThPBAaTA M0ABA HA ChPACYHO-CHAOBA CMBPT, HedaTaneH
MHOKapZeH WHPApKT Wik HedaTaaeH HHCYIT; IThPBaTa NOABa HA MHAMBHIYATTHUTE KOMIIOHEHTH Ha
MbPBHYHATA ChCTaBHA; 00LIa CMBPTHOCT H XOCTIATATU3ALIMM NOPAAH 3aCTOiHA ChpAeYHa
HeJIOCTATBYHOCT.

Cnen npocneasBaHe ¢ MEAMaHa HA NPOABIDKUTEIHOCT OT 3 FTOAMHU, CHTATTHUITTHH HE MOBHILIABA PHCKA
OT FOJIEMH HEXEJIaHH ChpPACYHO-ChAOBH CHOMTHSA MIIH PHCKA OT XOCTIMTANIHIALIMA MOpaaH ChpAeYHa
HEeA0CTaTBLYHOCT, KOraTo ce 100apd KbM OOMUaHHHUTE PHXKH MPH NaUHEHTH ¢ A4abet THN 2 B
cpaBHeHME ¢ oOHuaiinuTe rpiku 6¢3 curarnunTuH (Tabnwnua 3).

Tab6auua 3: YecToTn Ha KOMOHHHMPAKH ChLPAEMHO-CHAOBH PE3YJITATH H HA KJIIOYOBH BTOPHYHH
pe3yJaTaTH

lCnTarunn'mn Il'lJlaneﬁo

100mg

IN (%) YecToTa [N (%) Yectota [Koepnument [p-cToii-
HA HA H& PHCKA HocT?
100 na- 100 na- |(95% CI)
NHEHTO-~ IEHEeHTO-
rogaan* rogaHn *

HaaH3 B Intention-to-Treat nonymnﬂﬂﬁ

po_ﬁ- NanAenTH 7332 |7 339

LPBHYHA CHCTABHA KPARAHHA |
O4YKa :
ChpAEYHO-CBAOBA CMBPT,
edaTaicH MHOKapaeH HH(apKT,
edaTtaneH HHCYNT WIH
OCIIMTATIH3ALMSA, NOpaau

ecTaGHIIHA CTEHOKAPAHNA) 839 (11,4) 4,1 851 (11,6)}4,2 hgg (0,89-1,08)(<0,001

OpHYHA CHLCTABHA Kpaiina |

01KA
KCopaeyHO-Cb0Ba CMBPT, {
HedaTaneH MROKaApACH UHPAPKT
WIH HedaTaeH HHCYJIT) 1745 (10,2) 3,6 l746 (10,2) 3,6 0,99 (0,89--1,10)}<0,001

BropH4YeH pe3yarar

L)bp,ueqﬂo-cmoaa CMBPT 380 (5,2) |1,7 366 (5,0) 11,7
IBcakakeB BMA MHOKapAEH

uHpapkT {(daraneH u HedataneH) 300 (4,1) |1.4 316 (4,3) (1,5
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cnxﬁmn BHJ HHCYNT (daTaneH |

HedaTaneH) - 178 (2,4) 183 (2,5) 0,9 97 (0,79-1,19)0,760
anmﬁa&uua nopaau |
HecTaOWIHA CTEHOKApAUS 116 (1,6) 129 (1,8) 0,6 90 (0,70-1,16)0,419

MBPT NOpaay BCAKAKBA
pHYHHA 47 {(7,5)

OCNHTAIM3ALMA, TOPanH
bpJeYHA HEAOCTATHYHOCT? 28 (3,1) |1,1

37 (7,3) F,s 1,01 (0,90-1,14)

1,1 1,00 (0,83-1,20)

* Yecrotara 3a 100 naneHToroannu € waunciena karo 100 x (o6umns 6poii nauuentu ¢ > 1 cpbuTHE
f10 BpeMe Ha JOIyCTHMHSA NEePHO/ Ha €KCMO3HLMA cnpsamo obiums Opoit naliHeHTOroAHHH Ha
NPOCNEIABAHE).

1 B13 ocHoBa Ha Moaeda Ha Cox, cTpaTU(ULIMPAH NO PErHoH. 3a CbCTABHUTE KPaHHH TOYKH, p-
CTOMHOCTHTE CLOTBETCTBAT HA TECT 332 HEHH(PEPHOPHOCT, ThHPCelll Aa NOKaXe, Y€ KOCPHULUMEHTHT Ha
PHCKA € no-ManbK OT 1,3. 3a BCHYKH Apyru KpaiHH TOUKH P-CTOHHOCTUTE CHOTBETCTBAT HA TECT 3a
pa3INKHTE B KOGPHUMEHT Ha PHCKa.

1 AHanu3LT HA XOCMIHUTANU3ALMATA [TIOPAZH CEPACYHA HEAOCTATHBYHOCT € KOPHIHpAaH 3a aHaMHe3a 3a
ChpAEYHA HEAOCTATBYHOCT Ha H3XOAHO HMBO.

[leapaTpuuHa nonysjanus
EBponelickara areHLMs NO JeKapcTBaTa OCBOOOKAABA OT 3a{L/DKCHHETO 32 MPEAOCTaBAHE Ha

pe3yNTaTHTE OT NPOYUBAHUATA C peepeHTHHA NIEKApPCTBEH NPOAYKT, ChAbPIKAaLIl
CHTarlIHNITHH/MET(GPOPMHH BLB BCHUKH MTOArPYNH Ha NEAHATPHYHATA TOIMYJIAaLHUA ChC 3axapeH quabder
THn 2 (8. Touka 4.2 3a hHPopMaLMa OTHOCHO ynoTpeba B NeaAHATPHATR).

BesonacHocTTa M epukacHOCTTa Npu Ao0aBiHe Ha CUTACTHIITHH NPH NEIHATPHYHH NMALHEHTH Ha
Bb3pact oT 10 1o 17 roauau ¢ auaber THN 2 ¥ HealeKBaTeH FIMKEMHYEH KOHTPOR Ha METPOPMHH, ChC
WIH 0e3 HHCYJIHH, Ca OLICHEHM B JIBE MPOYUYBaHUA 3a neproa ot 54 ceaMuuu. JlobassaHero Ha
CHTANTHITTHH (TIPUNOXKEH KATO CUTATTUNTHHMETQOPMHH WIH CHTAMTMNTUHHMET(OPMHH C
yasmkeHo oceoboxaaBaHe (XR)) e cpaBHeHO ¢ aobaBaHeTo Ha 1auebo KbM METPOPMHH WIH
meTtdopMuH XR.

Maxkap M 1a ce IeMOHCTpHpa NPeBb3XOACTBO N0 OTHOLICHHE NOHWKaBaHeTo Ha HbA ¢ 3a
CHTArIHIITHH+MeTQOpMHH/ cuTarnunriH+mMerdopmuH XR Haa meTdopMHH Ha ceamuua 20 npu
cOOpHHA aHANK3 OT Te3H JABE NMPOYYBAHHA, PEIYJITATHTE OT OTAENHHTE NPOYUBAHHMA Ca HCCbBMECTHMH.
OcBeH TOBa, He ce Habn1aBa MO-BUCOKA e()UKACHOCT Ha
CHTarIMIITHH+MeThopMuH/cuTarnunTiH+MeTdopMud XR B cpaBHeHHe ¢ MeTQOPMHH Ha ceAMHLIA 34.
Cnenorarenso, Mergopmaxec Kombu He Tpabsa na ce u3nonsea npu neaAdaTpuyHH NMALMEHTH Ha
Bb3pact oT 10 1o 17 rogMHu nopaay HeaocTaTbyHa €PUKACHOCT (BXK. TouKa 4.2 38 HHOpMaLKs

OTHOCHO ynioTpeba B neauaTpHsTa).
5.2 QOapMAKOKHHETHUYHH CBOHCTBA

KombOuHauus curarnuntud/MeTdhopMHuH TabaeTku |
IlpoyuBanusTa 32 OHOEKBUBIEHTHOCT PH 3ApaBu A0OPOBOJILH MOKA3BAT, Y€ KOMOHHHPAHUTE

TabneTku or pedepeHTHHs NeKapCTBEH NPOAYKT, ChIbPIXKALl CUTArTHATHH/METQOPMHH ca
OHOEKBHBAJIEHTHHU Ha €ITHOBPEMEHHO NMPWIOKECHHUTE CUTArIMITITHH dochaT U MeTPOPMHHOE

XMAPOXJIOPHA KATO OTACITHH TabNeTKHu.

CneaHdTe AaHHU MoKa3BaT (apMaKOKMHETHYHUTE CBOWCTBA HA OTACIHUTE AKTUBHU Bellle
Merdopmakc Kombu.
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CHyrarnMmnruH

Abcopbyus

Cnen nepopanHo npwiokeHre Ha ao3a ot 100 mg Ha 3apaBu A06pOBOILM, CHTArTTHITHH OBp30 ce
abcopOupa, ¢ AOCTHraHe Ha MaKCHMAaJTHH IJ1a3MEHH KOHLeHTpaLuH (Meanana Tmax) 1 ao 4 yaca cnen
IpHIOKEHHETO, cpeaHarta iazMena AUC Ha curaraunThy € 8,52 uMehr, Cmax 950 nM.
AbcomoTHaTa GHORANMUYHOCT HA CHTArJMITTHH € npubnusurenHo 87%. TvH kaTo NpHeMaHETO Ha
CHTaIJIMIITHH €HOBPEMEHHO ¢ OoraTa Ha Ma3HHHH XpaHa He NOBJIUABA (PApMAKOKHHETHKATA,
CHTArIMITTHH MOXE Ja C¢ Mpuiara ke Wik 06e3 xpaHa.

[Lnazmenara AUC Ha CHTarMIITHH C€ NTOBHILABA M0 038 NPONOpLHUOHaiIeH HaYuH. Jlo3a-
NPONOPUHOHANHOCT HE € YCTAHOBEHA 38 Chax U Caguaca (CMax ce NoBHILIABA MOBEYE OT J034-
NPONOPLMOHATIHO, 8 C)4uaca C€ YBEIHYABA MO-MAIKO OT A03a-MPOTNOPLHOHAIHO).

Paznpedenenue

CpeanuaT obeM Ha pasnpefesieHHe B CTAUHOHAPHO CLCTOAHUE ClIEe] €HOKPATHA MHTPaBEHO3HO
npwioxeHa xo3a ot 100 mg cHTarnuITTHH Ha 34paBH YHaCTHHIM € pHOnH3KuTenHo 198 nuTpa.
pakumara CHTarIMNTHH o0paTHMO CBBp3aHa ¢ I1a3MEeHUTE NMPOTEHHH € HHCKA (38 %),

buompanchopmayua
CHUTarJIHITTHH ce eJIHMHHHPa OCHOBHO HETPOMEHEH € YPHHATA, & METAOOIM3MBT € BTOPOCTEINCHEH
mbT. [Ipubnuaurento 79 % o1 CHTArHITTHH e €KCKPEeTHPa HENPOMEHEH B YPHUHATA.

Cnen nepopanua a03a [ 14Clcararnunriy, npubnusurento 16 % oT paaHoOaKTHBHOCTTA C€
eKCcKpeTHpa KaTo MeTabonuTH Ha CHTAarMITHH. Ha HUBO cleaM ca YCTAHOBEHH 1IeCT MeTabomnuTa,
KOHTO HE CE€ O4aKBa J1a AonpHHacAT 3a rua3MeHaTa DPP-4 uHxubuTopHa aKTHBHOCT Ha CHTarTMNTHH.
In vitro Nnpoy4BaHHATA [TOKA3BAT, Y€ OCHOBHHAT €H3HM, OTTOBOPEH 38 OrpaHHUYEHHA METAOOH3BM Ha
cutarnunTid ¢ CYP3 A4, ¢ yuactuero M Ha CYP2CS.

In vitro JaHHHTE MOKA3BAT, Y€ CHTArIMITHH He € nHXHOHTOp Ha CYP uzoensumute CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 wiu 2B6, v ve ¢ unayxrop Ha CYP3A4 u CYPLIA2, |

Erumunupane

Cnen npunoxeHue Ha nepopanna 103a [ 14C]cutarnunrTiH Ha 30paBH Y4acTHHLM, NPUONH3HTENHO
100 % oT nprioXxeHaTa paaHOaKTUBHOCT e enMMuHHpa ¢ ¢pekanuute (13 %) win ypusara (87 %) no
eHa CeAMHIIA cliell MPHIOKEHHETO Ha Ao3aTta. [IpuenaHusaT KpaeH ti2 cnea 100 mg nepopanina noza
CHTArMnTHH € npubnansureano 12,4 yaca. CHrarnunTyH ce HATpYNBa CaMO B MHHHMAJTHA CTEMNEH MpH
MHOTOKpaTHO npuioxeuue, buopeunnsat knupbHe € npubansurenyo 350 ml/MuH.

EnMMHHBpaHeTO Ha CHTArJIHITTHH CE€ H3BbpLLIBa OCHOBHO 4pe3 ObOpevHa ekckpeuns U BKAKOYBA
aKTHBHa TyOynHa cexpetna. CUTarfmMNTHH € cyOCcTpaT Ha YOBELIKH OpraHM4eH aHMOHEH TPAHCTIOPTEP
-3 (human Organic Anion Transporter-3, hOAT-3), koifto Moxe 61 yyacTsa B 656pe4yHoTO
eNTHMHHRBpaHe Ha cHTarmuaTuH. KnuauaHoro 3Hauenue Ha hOAT-3 8 TpaHcnopra Ha CHTarHNTHH HE
e ycTaHoBeHO. CHUTarIMnTHH € cyOCcTpaT M Ha p-TIMKONPOTEHH, KOHTO MOXe OH yuacTBa U B
MeauHpaHeTo Ha ObOPEeYHOTO ETMMHHHAPAHE HA CHTAlJIMITTHH. B CHIOTO BpemMe LMKIOCNOPHH, €AHH
p-TJIHKONIPOTEUH HHXUOKTOP, He HamansBa 6BOpeuHHs KIHPBHC Ha CHTATTHNTHH. CHTArNIMNTHH HE €
cyberpat Ha OCT2 unu OAT1 unu PEPT1/2 tpancnioprepure. In vitro CHTarJIMNTHH He NMOTHCKA
OAT3 (IC50=160 uM) unu p-rnukonporerHa (o 250 uM) meauupaHua TPAHCTIOPT B TEPANEBTHYHO
peNleBAaHTHH IUIa3MeHH KOHLUEHTpaurH. TIpH KIMHUYHO NpoyYBaHe CUTATJIMITTHH KMa MalThK eekT
BLPXY [UIa3MEHHTE KOHIEHTPALMH Ha JHUIrOKCHH, KOETO NMOKa3Ba, Ye CHTarJTMIITHH MOXe Ja € cab
HHXHOUTOP HA P-TIIHKONPOTEHH.

Xapaxmepucmuxa npu nayuenmume
(dPapMaKOKMHETHKATA HAa CUTAITIMIITHH € KATO L0 CXOAHA NPH 3ApABH YUYaCTHHLIH H T1
nxader THD 2.
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bvbpeuno yepeancoaue

[IpoBeaeHO € OTKPHTO NpOYYBaHE MPH €AHOKPATHO NPUIOKEHHE 32 OLICHKA HAa (hapMaKOKUHETHKATa
Ha HamajieHa no3a cuTarnunTil (50 mg) npH nauMeHTH ¢ pa3nHYHa crefieH Ha XpoHHUHO 6B0OpeuHo
YBpEXXJaHE B CPaBHEHHE CHC 3ApaBy KOHTponH. [IpoyusaHeTo BKIOYBA NauHEHTH ¢ OBOpeuHo
YBpeXJaHe B JIEKa, yMEpPEHa WIIH TEXKa cTeneH, KakTo M naudeHTH ¢ TCBhH Ha xemoamanusa. Ocsen
TOBa, epeKTHTE Ha OBOPEYHO YBpeKaaHe BHPXY GapMakOKHHETUKATA HA CUTArIUITTHH MPH NAaLMEHTH
¢ auaber Tun 2 U 6L0peyHO yBpeXKAaHE B JIEKa, YMEPEHA WK TexKa cTeneH (BknwwuurenHo TChH), ca
OLCHEHH Ype3 NOMyJaUHOHHH (apMaKOKHHETHYHH aHAJIH3H.

B cpaBHEHME CbC 3ApaBH KOHTPONM, nnasMeHata AUC Ha CHTarnUiTHH ce NMoBULlaBa MpuOIU3UTENHO
1,2 mbTH nipy naumMeHTH ¢ OL0peuHo yepexnane 8 neka creneH (GFR > 60 1o <90 ml/MuH) u
cLOTBETHO 1,6 MbTH npy nauueHTH ¢ 6B6peuHO yBpexkaaHe B ymepeHa creneH (GFR > 45 no

< 60 ml/MuH). T KaTo pa3sMepBT Ha NOBHLIEHHETO HE € KJIHHHYHO 3HAYUM, HE C€ Hanara
KOpUrdpaHe Ha A03aTa fIpH Te3H NaLMeHTH.

[Inasmenara AUC Ha cHTariMnTyH ¢€ NOBHLIABA NMPUONU3KUTENIHO 2 NBHTH NPH NALMEeHTH ¢ OB0peyHo
yBpexaHe B ymepeHa crernieH (GFR > 30 go < 45 mi/MuH) 1 npubaunzurento 4 nbTH NpH NALMEHTH ¢
61uOpeuno yspexaaHe B Texxka creneH (GFR < 30 ml/mug), Bxmiounrenso naunentu ¢ ESRD
HaxeMoauanu3a. CHUTarJIMNTHH Ce OTCTPaHABAa YMepeHo npu xeMoauanusa (13,5 % 3a 3- no 4-yacoBa
XEMOHATM3HA CeCH 3anoypalla 4 yaca ciiell NpWIOKEHHETO).

Yeprnoopobro yepesicoane
He e HeoOxoanuMa KOpEKLMA HA A03aTa CHTArJIMITTHH NPU MALUEHTH ¢ JIEKO WIH YMEpPEeHO
- yepHoApoOHo yepexaaHe (ckop no Child-Pugh <9). Hama xauHuuer onuT npu nauMeHTH ¢ TEXKO
yepHOoApoOHO yBpexkaaHe (ckop no Child-Pugh > 9). B ¢bluoTo BpeMe, Thit KATO CUTATTIHITTHH CE
SITUHMHHHUpPA OCHOBHO upe3 O10pelinTe, He ce OUaKBa TEXKKOTO YepHOAPOOHO yBpexaaHe fa NMOBIHAC
BLPXY hapMakOKHHETHKAaTa HA CHUTArJIMITTHH.

Cmapuecka ev3pacm

He ce ranara kopekuus Ha 103aTa B 3aBHCHMOCT OT Bb3pacTTa. B3 OCHOBA Ha NOMynaLMOHEH
¢dapMakOKHHEeTHHEH aHaM3 Ha AaHHU oT PDaza | u Pa3a 1, pp3pacTra He OKa3Ba KITHHUYHO 3HAYHUM
eeKkT BbpXy PapMakOKHHETHKATA HA CHTACJIMIITHH. YYaCTHUUMTE B cTapyecka Bb3pacTt (65 no 80
roguHN) uMart npudansutenHo 19 % no-sMcokn Mha3sMeHU KOHLIEHTPALUUH Ha CUTATJIMITTHH B
CPaBHEHHE C I10-MJIaAH YUYACTHHLIH.

Ieduampuuna nonyiayusn
DapMaKOKHHETHKATA Ha CUTArndnTux (eauHuyHa go3a 50 mg, 100 mg unu 200 mg) € nuscnegpaHa

MpH NeAUaTPHYHHK NauWeHTH (Ha Bb3pacT oT 10 xo 17 roauns) ¢ auaber Tun 2. IpH Ta3u nomyaauus,
AUC Ba CHTarJIMmnTHH B 1a3MaTa, KOpMrapaHa cnpsamo aosara, € npubnusurentHo 18 % no-Hucka
OTKOJIKOTO NpPM BB3PacTHU NaueHTH ¢ nuader tun 2 nipu go3a 100 mg. He ca nposexxaanu
NPOY4YBaHHWA CbC CHTATJIMITTUH NPH NMEAWATPUYHH TALMEHTH Ha BBL3pacT < 10 ronunu.

Llpyeu xapaxmepucmuku Ha nayuenmume

He ce nanara kopekuus Ha 103aTta B 3aBHCUMOCT OT NOJ, paca Wik HHAEKC Ha TejiecHa Maca (BMI).
Te3mn xapaKrepMCTHKK HAMAT KNTMHUYHO 3HAUMM edekT BbpXy (apMaKOKHHETUKATa Ha CHTAIJIHITHH
criopel KOMOMHHpPAHKA aHAIM3 Ha (papMaKOKHHETHYHHUTE JaHHH oT Pa3a | U nonynauMoHeH
(bapMaKOKMHETHUEH aHaNu3 Ha JaHHH oT Paza | v Paaa ll.

Merdopmun f
Abcopbyus

Cnen nepopanHa ao3a metdopMuH, Tmax ce poctura no 2,5 uaca. AGconaroraara OuoHanu
Tabnetka Mergopmun 500 mg e npubnusurenHo 50-60 % npu 3apaBu yuacTHHUM. Cne
no3a, HeabcopbupaHnara ¢pakuns, orkpura BeB Ppekanuute € 20-30 %.

Cnea nepopaiien npueM, abcopdbunsaTa Ha METGOPMHH € HaCHLLaLla C€ U HEMbJIHA. C
dbapmMakoknHeTHKaTa Ha abcopbunsara Ha MeTPOpMUH € HeHHEHHA. [IpH obuuaiHK
U JO30BH CXEMH, TNTABMEHHTE KOHUEHTPALIHK NPH CTALIHOHAPHO ChCTOAHHE C€ JOCTHT
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24-48 yaca H KaTO LUIO ¢a MO-HHCKH oT | pg/ml. [lpn xOHTponupaHu KNHHHYHH [TPOYYBAHHSA,
MaKCUMAJTHHUTE TUIa3MEHH KOHLEHTpalMY Ha MeTopMuH (Cmax) He npesMiuasat 5 pg/ml, ropu npu
MAKCHUMATHH 034,

XpanaTa HaMansaBa creneHTa H cnado 3adapa abcopbumnsaTa Ha MeTpopMHH. Criea NpHIIOKEHHUE Ha
no3a ot 850 mg, ce Habmoaapa 40 % no-HMCKa MAKCHMAJTHA ILTa3MEHa KOHLEHTpaums, 25 %
HamaneHne Ha AUC ¥ yabmxaBaHe ¢ 35 min Ha BpeMeTo 10 JOCTHraHe Ha MAKCHMaltHa Nna3iMeHa
KOHLIeHTpalHA. KinHHHYHATa 3HAMHMMOCT Ha TOBa NMOHIDKABAHE HE € H3BECTHA.

Pasnpeoenenue |
CBBP3BAHETO C NNA3MEHUTE NIPOTEUHK € He3HAUYHTENHO. MeTdopMuH ce pasnpencns B epHTPOLIMTHTE.
KpbBHUAT MUK € NO-HHCHK OT IU1a3MEHUA NTHK U ce MOABABA MPHOIH3IHTENHO MO ChilOTO BPEME.
YeppeHHTE KPpbBHH KIETKH HAH-BEPOATHO NMPEACTABIABAT BTOPHUEH KOMMAPTHMEHT Ha

pasnpenesieRue. Cpeauust Vd sapupa mexnay 63 — 276 1.

Euompaucqbopjuaum
MerdopmiH ce ekckpeTupa HempoMeHeH B ypHHaTa. [Ipu xopara He ca yCTaHOBEHH METabOMHTH.

Enumunupane

bropeusinaT xinpbHC Ha MeTopmHH e > 400 ml/MuH, KoeTo noka3ea, 4ye MEeTQOPMHH Ce eJIMMHHHPA
upe3 riaoMepynHa hunrpaums M TyOyana cekpenns. Cnen nepopaina 103a, NPUBHAHHAAT TEPMHHANEH
eJIMMHUHALIMOHEH MOJTYXXHUBOT € npubnausurenno 6,5 h. Korato 6u6peunara ¢pyHkuus e yBpeaeHa,
6p6peuHHa KITHPBHC Ce HAMaABa B ChOTBETCTBHE ¢ TO3H Ha KpeaTHHHHA H CI€A0BATENHO
ETHMHHALIMOHHUAT MOJYXHBOT Ce YAB/DKABA, KOETO BOAM AO NOBHIICHH HUBA Ha MET(QPOPMHH B
nia3mara.

5.3 Ilpeaxaunu4HE AAHHH 33 fe30macHOCT

He ca npoBexaaHu NpoyuBaHHA BLPXY JKHBOTHH ¢ KOMOUHMpaHUTe TabneTku
CHTarJIMITTHH/ METQOPMHH.

[Tpu 16-ceIMHUYBEH MPOYUBAHHSA, B KOUTO KYyUeTa ca TPEeTHpaHH HIIB ¢ METQOPMHH CaMOCTOATENIHO WIH
C KOMOHHALIHA OT METGOPMHH B CHTArIMITHH, He € HA0/II0AaBaHa JOITLIHHTEIHA TOKCHYHOCT OT
xoMOuHanuara. NOEL B Te3u npoyusanus ce HabmoaaBa Npv €KCNO3ULINA HAa CHTATJIHITTHH
nNpuGIU3UTENTHO 6 ITBTH MO-BHCOK& OT Ta3H NPH XOPa H NMPH €KCNO3ULHUA HA METQOPMHH
RPHOIM3HTENHO 2,5 ITbTH MO-BACOKA OT Ta3W MpPH XOpa.

CnenHuTe NaHHH Ca HAXOJKH NMPH NMPOYYBAHHA NMPOBEIEHHU ChC CHTATTTMNITHH WIN METGOPMHUH
CaAMOCTOSATEITHO. -

CUTaraMITUH .

brOpetuna u yepHoAPOOHA TOKCHYHOCT ce HaboAaBa NPy rpU3ayYx NpH CTOHHOCTH Ha CHCTEMHA
eKCNo3HLUHA 58 IMLTH NO-BHCOKN OT HUBOTO Ha EKCMO3ULIMATA NPYU X0pa, a HUBOTO 0e3 edexr €
onpenaeneHo Ha 19 mbTH NO-BHCOKO OT TOBA MPH XOpa. AHOMAJIMM Ha pe3LuTe ce Haboaasar npw
[UTBXOBE [IPH HMBA Ha eKCNO3HLUA 67 ITbTH NO-BHCOKH OT HHBOTO H2 KNHHHYHA €KCNO3HLHA, HUBOTO,
Ge3 edexT npr Ta3zu Haxoaka € 58 NbTH MO-BHCOKO, CHINTACHO PE3YJITATHTE OT 14-CeIMHYHO
NPOy4BaHe NPH TUIbXOBe. 3HAUEHHETO HA TE3H HAXOAKHU NMPHU XOpa HE € H3IBECTHO. TpaH3HTOPHH,
CBBP3aHH € JeYECHHETO PHUIHUYECKH NPOABH, HAKOH OT KOMTO NPEANONaraT HIMYHETO Ha
HEBPOJIOTHYHA TOKCHYHOCT, KaTO AWILAHE C OTBOPEHA YCTA, CAIHBALIMA, €Me3MC Ha Osa nsHa,

HMBA HA €KCTIO3HLHUA NpUBAM3NTENHO 23 NBTH NO-BUCOKH OT HHBOTO HA KITHHUYHA €KCINO3
OcBeH TOBa, MHOTO JIEKa 10 JieKa KOCTHO-MYCKYJIHA AereHepauus ce Habmoaasa 1 KHCT

NO3M, BOJEUIH N0 HHBa HAa CHCTEMHA €KCMO3MLMA NPUOIHIUTENHO 23 MbTH MO-BHCOKH O
eKkcrno3uuus npu xopa. I1pu Te3n pesynraru, HUBOTO 0e3 edeKT e npH eKcrno3HuHs 6-Kpjree
BHCOKA OT HUBOTO Ha KJIMHHYHA €KCIMO3HLIMA.
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CHUTarIBnTHH He NOKA3BAa NeHOTOKCHYHOCT B X014 Ha NPEeAKIHHUYHH NpoyuBaHKA. CHTarnMnTHH He €
KaHLeporeHeH npu MuukH. [IpH nnibxoBe UMa NOBHILIEHA YECTOTA HA YEPHOAPOOHH a1eHOMH H
KapLMHOMH [PH HHBA HA CHCTEMHA EKCMO3HLIMA 58 IMbTH NO-BHCOKHM OT Te3u npH xopa. Tl kaTo ¢
YCTaAHOBEHO, Y€ XEMATOTOKCHYHOCTTA KOPEeNHpa ¢ HHIAYLHPAHETO Ha YEpHOAPOOHa HeorUIa3n NpH
MIBXOBE, Ta3H MOBMUILEHA YECTOTAa HAa YePHOAPOOHH TYMOpPH NpH TUTbXOBETE € BEPOATHO BTOPHUHA,
BCJICACTBHME HAa XPOHHYHA XSMAaTOTOKCHYHOCT TIPH TasH BHCOKa fo3a. [lopaau BHcoKaTa rpaHHLa Ha
6esonacHocT (19-mbTH NIO-BHCOKA MPH TOBa HUBO €3 eeKT), T34 HEOTUTaCTHYHH NPOMEHH HE Ce
CYMTAT PENEBAHTHH 34 XOpa.

He ca HabionaBaHy CBBP3aHH C JISYEHHETO e()eKTH BbPXY GepPTUINTETA NPH MBIKKH H HKEHCKH
IUTEXOBE MOJYYMIH CHTArHITTHH NPEAM M Mo BpeMe Ha YU(PTOCBAHE.

[Tpyn npoyuBaHe BLPXY Mpe-/NMOCTHATAIHOTO Pa3BUTHE Ha IUTHXOBE CHTArJIMIITHH HE MNOKa3Ba
HeXXeJIAHH PECaKLIMH.

[IpoyuyBaHusaTa BbPXY PENPOAYKTHBHATA TOKCHUUYHOCT MIOKA3BAT HAJIMYHETO HA CBBP3aHAa C JIEYEHHETO,
JIEKO yBeJIMUeHa 4ecToTa Ha MandopMalmi Ha pedparta Ha ¢eTyca (NMNCBAllH, XMIIOTUTACTHYHH H
nnasaiuM pebpa) NpH NOKOJIEHHETO HA [UTHXOBE NPH HHBA Ha CUCTEMHA EKCIIO3ULIMS NoBeye oT 29
MbTH N0-BHCOKH OT Te3M NpH Xopa. TOKCHYHOCT Ha MaiikaTta ce HabJioJaBa Npy 3ailM NpH HUBA
noseye oT 29 mbTH NO-BHCOKH OT HHBATA HA €KCNO3UlMA TpH xopa. [lopagy BUCOKara rpaHHLIa Ha
0€30MacHOCT, T€3W HAXOAKH HE MPEAronaraT CbLUCCTBYBaAHETO Ha CHOTBETEH PHCK 3a
PEeHpOAYKTUBHOCTTA NMpH Xopa. CHTArIMIITHH CE CEKPETHPA B 3HAYHMH KOJIHYECTBA B MJISKOTO Ha
NaKTHpaLM MUTEXOBE (OTHOLIEHHE KbpMa/Tutazma: 4:1).

MetdopMHH
[peaxnMHUYHMUTE JaHHH 38 MET(QOPMHH HE pasKpHBaT OCOOEH PHMCK 3a XopaTa Ha Da3aTa Ha
KOHBEHLIMOHAJIHH (PapMaKoNIOrHYHH NPOYy4YBaHHA 33 O€30NaCHOCT, TOKCHYHOCT NPH MHIOKPAaTHO

NpHJIAraHe, FreHOTOKCHYHOCT, KAPUWHONCHEH NOTEHLHAN, PENPOAYKTHBHA TOKCHYHOCT.

6. PAPMAIIEBTHYHH JAHHH

6.1 Cnuc'u: HA MOMOIMHHATE BEIIECTBA

Anpo Ha TabnerkaTa

MuUkpoKpHCTanHa Lenynosa
[ToruaoH K29/32

Harpues naypuncyngar
Harpues creapun ¢pymapar

®uimoBo MNokpuTHe Ha Tabnerkara or S0 mg/850 mg

Turanos anoxcun E171
Yepren xenesed okena E172
JlakTo3a MOHOXHAPAT
XunpoMmenosa 2910
Tpuauetux

PunmMoBo nokpurTHe Ha Tabnerkara ot 50 mg/1000 mg

Turanos aumokcua E171
YepseH keneseH okeua E172
[loanu(BMHUNIOB ANKOXO0)
Makporon 3350

Tank

HepeH xeneseH okcun E172
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6.2 HecnhLBMEeCTHMOCTH

Henpunoxumo

6.3 Cpox na rogHoct

2 rOA¥HH

6.4 Choensajnu ycjoBHS HA CLXpaHeHHe
Jla ce cuxpansaBa noa 30°C.

6.5 Baa B chaAbpkanHe HA ONNAKOBKATA

PVC-PVDC /Anymunuesn dnucrepm
Onakoeku no 14, 28, 30, 56, 60, 98, 112, 196 dunmupanu tabneTkm.

HDPE 6ymunky, ChbabpKaLly KOHTeHHEpP CbC CYLINTEN CHIHKares B KanayerTo.
Onakoekyu no 196 ¢punMupanu tabneTkm.

He BcHUKM BHIOBE ONAKOBKY MOTraT Aa 6BbaaT mycHaTH Ha nasapa.
6.6 CnennaiHH NpeaANa3HnH MePKH NPH H3XBLpJ/isHE H paboTa

HeuznoniBaHusaT JACKApPCTBEH IPOAYKT WIAH OTIIAADPYHHUTC MaTCcpHalid OT HCTO mﬂﬁﬂﬂ Aa CC H3XBBPIAT
B CHOTBCTCTBHUC C MCCTHHTE H3HNCKBAHHA.

7. TPATEXATEJ HA PA3PELIEHUETO 3A YIIOTPEBA

Tepa ®apma EA/J]
yn. ,.Jlioba Benuukosa® Ne 9, rp. Codpusa 1407
brarapus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Metdopmakc KoMbu 50 mg/850 mg punmupanu Tabnerku — per. Ne 20220119
Merdopmakc KomOu 50 mg/1 000 mg dunmupann tabaerku — per. Ne 20220120

9. JATA HA IThPBO PA3SPEIIABAHE/TIOAHOBABAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA |

Hara Ha mbpBO pa3pewarpane: 12.04.2022

10. JATA HA AKTYAJINBUPAHE HA TEKCTA
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