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1. HME HA JEKAPCTBEHHA ITPOAYKT

Metrdopmakce Kom6u 50 mg/850 mg dhunmupaxu TabneTky | -
Metformax Combi 50 mg/850 mg film-coated tablets

Merdopmaxc Kombu 50 mg/1 000 mg ¢punmupanm tabnerku
Metformax Combi 50 mg/1 000 mg film-coated tablets

2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Merdopmake Kombu 50 mg/850 mg dwimupann tabnerku

Bcesaxa Tabnerka Cbabpika CUTAMTMITTHHOB XMAPOXJIOPHA MOHOXMAPAT, €KBHBAJIEHTEH Ha 50 mg
curarnuiTrH (sitagliptin) 1 850 mg MerdopmuHoB xHapoxnopua (metformin hydrochloride).

Merdopmake Kombu 50 me/1 000 mg duamMupann Tabnerku

Besika TabneTka CbaAbpKAa CHTAMITMIITHHOB XUAPOXJIOPHA MOHOXH/PAT, €KBHBAJEHTEH Ha 50 mg
CHTarnunTHH (sitagliptin) 1 1 000 mg Merdopmunor xuapoxnopua (metformin hydrochloride).

3a MBJIHHS CIUCHK HA MTOMOIIHHUTE BELIECCTBA BHXTE TOuka 6.1.

3. JIEKAPCTBEHA ®0OPMA
OunMupaHa Tabnetka

50 mg/850 mg ¢punmMupany TabneTky ca eMICOBUAHH, ABOMHOHIITLKHANH, QHIMHPAHH TabneTkH ¢
pasmepu npubausurenno 20,5 mm x 9,5 mm, po3osH, ¢ BaIE6HATO penedHO o3Ha4YerUE “S476” oT
eaHaTa CTpaHa.

50 mg/1 000 mg punmupans TabneTkH ca eNUNCOBHAHM, ABOHHOM3ITLKHAIH, QHIMHpaHH TabneTku ¢

pasmepn npubausureano 21,5 mm x 10,0 mm, xadsaey, ¢ BurebHaTo penedHo o3HadeHue “S477” ot
€IHATa CTpaHa.

4. K/IMHAYHH JAHHH

4.1 TepaneBTHYHH DNOKA3AHAY

[Ipu BBL3pacTHH NALMEHTH CHC 3axapeH auaber TN 2:

Merdopmakc KoMOH e nokasax kaTo NOITKIHEHHE KbM JHETATa H YNPaXXHEHHUATA 3a MOoAoOpIBaHe Ha
FMTHKEMHYHHSA KOHTPOJI NPH MAUKEHTH, IPH KOWTO HE € MTOCTUTHAT 38J0BOJTHTENEH KOHTPOJI C
MaKCHMMATHATa MOHOCHMA 3a TAX 1034 MET(POPMHH CAMOCTOATEIHO HJIM KOHWTO Bede Ce JIEKYBAT C

KOMOHHALIMA OT CHTArJIHITTHH # MeT¢OPMHUH.

Merdopmakc KomGu ¢ nokasan B koMGHHaIMA CbC CyNpaHHTYpeliHK IPOU3BOAHH (T.€. TPOMHHO
KOMOMHHPAHO JIEYEHHE) KAaTO JOMBAHEHHE KbM JAHETATA M YIIPOKHEHHATA [P [MALKEHTH, NPH KOUTO

cynaHHTypes.
Mergpopmakc Kom6bu e nokazan kato TpoHHO KOMOGHHHPAHO IEUCHHE C NEPOKCHIOM
nponudepaTop-akTHBHpaH peuenrop ramMa (PPARY) aroHscT (Hanp. THa30JIHIHHIH
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Metgopmake KomGH chiilo € nokasan kato A06aBKa KbM HHCYJIHH (T.€. TPOKHO KOMOGHHHPaHO
JICYEHHE) KaTO NOMBJIHEHHE KbM JHETATA H YNPOKHEHUATA 32 oJ00psABaHe HA [FIHKEMHYHHA KOHTPO
MpH NaUHeHTH, KOraTo CTabWIHATA 033 Ha HHCYJIHH U MeT(OPMHH CAMOCTOSTENTHO HE OCHIYPABa
afleKBaTCH MHKEMHYEH KOHTPOII.

4.2 J[lo3HpoBKa B HAYHH HA NPHJIOKEHHE

Jo3npoBka

HO034UpOBKATA HA AHTHXHIIEPIIIHKEMHYHOTO JleueHne ¢ Metdopmake Kombu Tpabea na 6bae
HHIHBUIYaNnu3HMpana Bb3 OCHOBA HAa HACTOALUMSA PEKHM HA NaLHeHTa, epeKTHBHOCTTA H
NOHOCHMOCTTA, KATO HE CC MPEBHILABAT MAaKCHMAJIHATA MPENOpbYHTENHA AHeBHA 1034 oT 100 mg
CHTArTHITHH.

By3pacmuu c nopmanna 6vbpeuna ynxyus (Glomerular Filtration Rate, GFR> 90 ml/mun)

IIpy MAUKWEHTH, IPH KOHTO HE € MOCTHIHAT 3a0BOIUTEEH KOHTPOA ¢ MAKCHMAIHATA IOHOCHMA 1033
NPH MOHOTEPAMNHA ¢ M MHH

IIpy nauMeHTH, NPH KOHTO HE € MOCTHIHAT 3a0BOJIUTENEH KOHTPOA CaMo ¢ MeTdhOpMHH, oOHuaiiHaTa
Ha4ya/lHa 21032 TpadBa 1a OCHIypABa CHTAIIMITHH B JO3UpOoBKa 1o 50 mg asa metu guepHo (100 mg
o011a AMeBHA 103a) IUNOC A03aTa METHOPMUH, KOSTO BEYE CE€ PHEMA.

1lpy nauMeHTH. KOUTO NPEMHHABAT OT €HOBPEMEHHO IPWIOKEHHE HA CHTAIIMIITHH H MeT)ODPMHH

[lpy nauyeHTH, KOHTO MPEMHUHABAT OT €JHOBPEMEHHO NPIIOKEHHE HA CUTATTHITTHH H MET(GOPMHH,
nevyenueto ¢ Mergopmakc Kombu Tpabea na ce sanoune ¢ 103aTa CHTarNMNTHH M MET(HOPMHH, KOATO
BeYe Ce Npuema.

IIpn nauMeHTH, NPH KOMTO HE € MOCTHIHAT 3a/I0BOJIMTENEH KOHTPO OT ABOMHOTO KOMOKMHHpaHo
JieyeHHe ¢ MAKCHMAIHATA MIOHOCHUMA /1033 Ha MeTHOPMHH ¥ cyiidaHWITYpes.

Jlosata Tpabea na ocHrypaBa CHTArIMITTHH, NpHeMaH no 50 mg aBa msTH AHeBHO (100 mg obumia
AHEBHA 103a) H A03a MeTQOPMHH, noa00Ha Ha Ko3ara, KOATO Beve ce npueMa. Korato MerdopMake
Kombu ce n3nonspa B komGHHALMA Che cysipaHIITypes, MOXKE ia Ce HANIOXKH ynoTpebaTa Ha no-HUCKa
no3a cyagaHwIypes, 3a Aa ce HaMalH PUCKBT OT XHNOrMUKEeMHA (BX, TO4Ka 4.4).

[Ipy naukeHTH, NPH KOHTO HE € NOCTHUTHAT 38JOBOJIMTENEH KOHTPO/ OT ABOKWHOTO KOMOHHHpPaHO
JIeYeHNE ¢ MAKCHMATHATA MOHOCHMA 1038 MeTdhopmuH n PPARY aronuct

Hosata TpsaOBa Ja OCHIypH CHTATJIMITTHH, MpHeMaH o 50 mg asa nsTH aHesHo (100 mg ofina nHeBHa
ao3a) u n03a MeTQOpMHH, NoAOOHA Ha 03aTa, KOATO BEYe Ce MpHeMa.

Ilpy nauMeHTH, ApY KOUTO HE € NOCTUIHAT 3aA0BONUTENEH KOHTPON ¢ ABOHHO KOMOHHHPAHO IeYeHHe
C HHCYJIHH M MaKCHManHaTa NOHOCHMA 1038 METHOPMHH

Jlosara TpabBa na oCHUrypH CHTarIMNTHH, MPHEMaH B 2038 110 50 mg asa mbTH anesHo (100 mg obwa
AHEBHA 103a) ¥ 1038 MeTGOpMHH, noaoOHa Ha A03aTa, KOATO Beye ce npHema. Koraro Merdopmaxkc
Kom6u ce n3non3sa B koMOHHALMA ¢ HHCYJIHH, MOXe Jia € Heo0X0MMa NO-HUCKa 038 HHCYAHH 3a 1a
Ce peayuHpa pHCKBT OT XMIOTNIHKeMHA (BXK. Touka 4.4).

3a paznuuHHTe 1034 Ha MeTdopmuH, MeTdopmake Kombu ce npeanara B koHueHTpauuu mo 50 mg
CHTarnHATHH U 850 mg MeThopMuHOB Xxuapoxnopua vk | 000 mg MeThOpMHHOB XHAPOXJIOPHA.

Benuky nauueHTH Tpabpa na NpOALIDKAT NPENOophYaHATA MM JMETa ¢ aAEKBATHO PasnpeaeieHHe Ha
NMpHEMa Ha BBLIJICXUIPATH Mpe3 JeHA.

CrnensanHu nomynaLuHH
Bv6peuno yspesicoaue

He ce Hanara xopekimsa Ha 103aTa NNpH NaUMEHTH c Jieko 6u6peuto yspexiane (cko
rnoMepynHa ¢guntpauus [Glomerular Filtration Rate, GFR] > 60 ml/mun). GFR 1pa6
Npeay 3anoyBaHe Ha JICYCHHE C MMPOAYKTH, ChAbPXKALIM METGOPMHH H NOHE BEAHBK
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IPH NMALKEHTH B CTapyecka Bb3pacT ObOpeunaTa GyHkima TpsaGBa na ce oLeHABA NO-YECTO, HATIPUMED
Ha BcekH 3-6 Meceua.

3a npeanovxTaHe € MaKCHManHaTa JHEBHA l03a MeTGOpPMHH Aa Ob/e pasaeneHa Ha 2-3 JHEBHH JO3M.
[Ipean aa ce 3anoyHe neyeHHe ¢ MeThopmun npH naupeHTH ¢ GFR< 60 ml/Mun tpabra aa ce
NPETEAAT NPEABAPHTEIHO GaKkTOPHTE, KOWTO MOTAT JIa YBEIHYAT PHCKA OT JIAKTaTHA aLuao3a (BiK.
TOouKa 4.4).

Axo B koMOHHauHATa Merdopmake KoMbu Hama noaxoasum koHueHTpaumy TpabBa na ce H3noi3BaT
OTZICTHUTE MOHOKOMITOHEHTH BMECTO KOMOMHALIMATA ¢ PUKCHPAHH JO3H.

GFR ml/muan Metdopmnan CRTArIBROTHH

60-89 Maxcumannama oneerna 0o3a e 3 000 mg. | Maxcumannama oneena 0oza e
Mooice oa ce obmucnu nonuscasane na 100 mg.
do3ama nopadu GACWABANHE HA
bvbpeunama Qyuxyun

45-59 Maxcumannama oneena 0oza e 2 000 mg. | Maxcumannama oxesHa 0034 e
Havanmama 0o3a e ne no-eucoxa om 100 mg.
NOS0BUHAMA OM MAKCUMATHAMA 0034.

30-44 Maxcumannama oneena doza e 1 000 mg. | Maxcumannama onesna 0o3a e
Hauannama 0o3za e ne no-eucoxa om 30 mg.
NoAOBUHAMA OM MAKCUMARHAMA 0034.

<30 Memdghopmun e npomusonoxasan. Maxcumannama oneena ooza e

25 mg.
Yeproopobro yepesicoane

Merdopmake Kombu ne Tpabsa aa ce H3non3Ba npH NauMEHTH ¢ YEpHOAPOOHO yBpexkaaHe (BXkK. ToUKa
3.2).

Cmapuecka eb3pacm

Toit KaTO METQOPMHH H CHTArIMITTHH Cce eKCKpeTHpaT 4ype3 61u6peuure, Merdopmakc Kombu Tpabea
A4 ce K3IOJI3Ba C MOBHIEHO BHHMAHKE C HaMpejBaHe Ha Bh3pacTTa. Heo6x0auMo € MOHUTOpPHpaHe Ha
OnOpeuHaTa QpyHKkLHMs 3a Aa ce MPeaOTBPATH CBBP3AHATA ¢ METHOPMMH JIAKTATHA ALHAO33, OCODEHO B
cTapyecka BL3pacT (BK. TOUKH 4.3 U 4.4).

[leouampuuna nonynayus

Merdopmake Kombn ne TpabBa aa ce H3no0:13Ba NpH Aena H I0HOWH Ha BB3pacT ot 10 ao 17 ronvuu
nopaan HeAOCTaTbYHA epUKacHOCT. HanuuHuTe NOHacTOsAIMEM AaHHH ca ONMCaHu B ToukH 4.8, 5.1 u
5.2. Mergopmakc KomOu He € npoyuBaH mpu neJHaTpUdHH NAaHMEHTH Ha BR3pacT noAd 10 roauHu.

Ha4yHH Ha NPHIOKEHNE
Mer¢popmakc Kom6u Tpgbpa aa ce nmpuemMa ABa ITbTH AHEBHO C XpaHa 3a J1a C¢ HaMAaJIAT HeXKeaHUTe
peakLiHH OT CTpaHa Ha CTOMALLHO-YPEBHHA TPAKT, CBbP3aHH ¢ MET(GOPMHH,

4.3 IlpoTEBONOKA3AHHSN
Metgopmakc KoM6u ¢ nporuBonokasan npu NaMeHTH ChC:

- CBPBXYYBCTBHTEIIHOCT KbM AKTHBHHUTE BEILIECTBA HIIH KbM HAKOE OT NIOMOLLHHTE BELICCTBA,
n30poeHu B TouKa 6.1 (BX. TOUKH 4.4 1 4.8);
- BCAKAKBB BHJ OCTpa MeTabonMTHa aunao3a (KaTo JIakTaTHa aliao3a, AnabeTHa k
- auabeTHa npekoMa;
- TexkKa Op0peuHa HeaoctareuHoCcT (GFR < 30 ml/MuH) (BX. Touka 4.4);
- OCTPH CHCTOAHHA, KOUTO MOTaT Ja MpoMeHAT On0peyHaTa GyHKIMA KaTo:
- aexuapartalus,
- TexKa uHQpeKLps,
- LIOK,
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-  HHTPABacKyJapHO MPWIOKEHHE Ha HOA-KOHTPACTHH BelllecTBa {Bx. TouKa 4.4);
- OCTPO MJIH XPOHHYHO 3a00NgBaHe, KOETO MOXKE /1a MPUYHHHY ThKAHHA XHITOKCHA KATO:
- CbpPACYHA HWIH pECIIUPaTOPHA HEAOCTATHYHOCT,
- HacKOpO IpeKkapaH MUOKapaeH HH(AapKT,
- LIOK;
- 4epHOAPOOHO yBpexaaHe;
- OCTp& ANKOXOJHA WHTOKCHKALIMA, ANTKOXOJTHIbM,
- KbpMEHE.

4.4 CpensajnH npegynpexaeHns B NpeANa3HH MEPKH PR ynorpeda

Merdopmake Kombu He TpabBa n1a ce usnonssa npu nauyedTy ¢ avaber TN 1 M He TpabGpa aa ce
H3MOJI3Ba 38 JICHEHHE Ha AHabeTHA KeToaLMI03a.

OcThbp naHKpeaTUT
Yrnorpebata Ha DPP-4 uHxuburopH e cBbp3aHa ¢ pHCK OT Pa3BHTHE Ha OCTbP MAHKPCATHT.

ITaunenTTe TpaOBa Aa 6vaaT HHPOPMHpaHH 3a XapaKTEPHHA CHMITTOM Ha OCTBD NTAHKPEATHT:
ePCHCTHpAllla, MHOTO CHITHA KopeMHa 6osika. Cnea npekpaTsBase Ha CHTATIMITTHH ce HaOmoaasa
OT3ByuaBaHe Ha MaHKpeaTHTa (CbC WIH 6e3 NoANbPKALLO JIeUeHHE ), HO B MHOTO PEAKH CIIY4YaH €
chOOLIABAHO 32 HEKPOTH3HpALLl WITH XEMOParu4eH NaHKpeaTHT W/ MM CMBPT. AKO HMa ChMHEHHS 34
naHKpeaTHT, TpAOBa Jia ce npekpaTH npHeMbT Ha Mergopmakc KoMOu 1 Ha ApyruTe NOTEHLMATHO
NOJO3MPAHH JICKAPCTBEHH MTPOAYKTH; aKO CE MMOTBBPAM OCTHD NAHKPEaTHT, MpHeMbT Ha MerdopMakc
Komb6wu He Tpa6Ba 1a ce sb306HOBABa. Heo6x0aMMO € NnoBUIeHO BHUMAHHE TIPH MALHEHTH C
aHaMHE34a 34 MaHKPeaTHT.

JlakTaTHa aunno3a

JlakraTHaTa auna03a (MHOTO paaKo, HO CEPHO3HO METAOOIMTHO YCA0XKHEHHE) HAl-UECTO HACTHITBA
NpH OCTPO BJIOLIaBaHe Ha ObOpeuHaTa QyHKLIMA WIH KapAHO-PECTHPATOPHO 3a00/19BaHE HITH CENCHC.
Kymynupaxe Ha MeTGopMHH ce Habimoaasa NpH ocTpo BAaoiaBaHe Ha 6nOpeunaTa GyHKLMS H
yBeJIMYaBa PHCKA OT JIAKTATHA ALMAO034.

B cnyuail Ha rexmaparaiis (TeXKO NOBpbLIaHe, AMapHs, TPECKa WIH HAMAJIEH MIPUEM Ha TEYHOCTH)
NpUEMBT Ha METGOPMHE BpeMEeHHO Tpa6Ba J1a ce MpeyCTAHOBH H € TIPENOPBUHTEIHO A4 C€ NPOBEAE
KOHCYJITALIMSA ¢ MEAMLIMHCKH CTICLIHAJIHCT.

IIpHemMBbT Ha JIEKAPCTBEHH MPOAYKTH, KOHTO MOTaT OCTPO Za YBpeaaT 6n0peuHata dpyukums (kaTo
aHTUXHNEPTCH3HUBHH cpeacTra, AXYpeTHUH H HCTIBC) TpabBa aa ce 3anouHe ¢ MOBHILIEHO BHHMAHHE
NpH NALHEHTH, JIEKYBaHH ¢ MeTpopMuH. Jpyrd puckoBH (pakTOpH 3a NaKTaTHA allMa03a ca
NpeKOMEPEH NMPHEM Ha aJTIKOXOJ1, HEPHOAPOOHA HEAOCTATHYHOCT, HEAOCTATHLYHO KOHTPOJIHPaH aqualer,
KETO032, MPOAWDKHTENIHO I71a/lyBaHe U BCAKAKBH ChCTOAHUSA, CBbP3AHH ¢ XHIIOKCHS, KAKTO H
¢AHOBpEMEHHaTa ynorpefa Ha 1eKaApCTBEHH NPOAYKTH, KOUTO MOTAT Ja MMPHYUKHAT JIAKTATHA ALIH034
(Bx. ToukH 4.3 1 4.5).

[laueHTHTe W/HUNH OoNHOrIEA@4HTE TpAOBa Aa ObaaT HHPOPMHUpAHH 38 PUCKE OT JAKTATHA aLMA03A.
JlakTaTHaTa alM03a Ce XapakTepH3Hpa ¢ allyae3Ha JucnHes, abxoMuHanna 601ka, MycKy/IHH
KpaMItH, aCTeHHS H XHNOTEPMHs, NOCIEABAHH OT KoMma. B ciryuait Ha ChbMHEHHE 38 CHMITTOMH
Nail[HEHTHLT TPOBA A& cripe MpHema Ha METHOPMHH H He3abaBHO Ja MOTHPCH JIEKAPCKA MOMOIIL.
JuarHoctTuuHnTe NabopaTopHH HaXOKH ca NMoHwkeHo pH Ha kpBBTa (<7,35), NOBHILIEHH HUBA HA
NaKTaT B niasmara (>5 mmol/l) u noBuileBa aHHOHHA PA3/IHKA W CHOTHOLIEHHE JIAKTAT/TI

[TanMeHTH ¢ YCTAHOBEHW WIHM NOAO3MPAHH MHTOXOHIPHANTHH 3a001BaHMS:
[IpH nauMeHTH ¢ YCTAHOBEHH MHTOXOHAPHAIHH 3a00JIABAHHA, KATO CHH/APOM Ha M

eHuedanonaTus ¢ JaKTaTHa alKMA03a H HHCyrronogoGHu enuzonu (Mitochondrial En
with Lactic Acidosis, and Stroke-like episodes, MELAS) 1 HacneacTsen auaber U r
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maiurHa auHua (Maternal inherited diabetes and deafness, MIDD), meTdopMuH He ce npenopbuBa
nopaay pucka oT 000CTpAHE Ha JIAKTATHA aLMA03a H HEBPOJIOTHYHH YCIOKHEHHA, KOUTO MOXKE Aa
JOBEAAT A0 BJIOLIaBaHe Ha 3a00JIEBaHeTO.

B ciyvai Ha npH3HALK M CHMITTOMH, nokasatenHu 3a MELAS cunapom umu MIDD, cnen npuema Ha
mMeTQOpPMHH, JIEUeHHETO ¢ MeT(hOPMHH TpAOBa J1a ce crpe BeHara u ja c€ HanpasH OBbp3a
JHArHOCTHYHA OLICHKA.

b16peuna ¢yHkLMA

GFR Tps0Ba aa ce OlLieHABA MTPEAH 3aN04YBAHE Ha JIEUEHHETO H PEAOBHO CJieA TOBa (BK. ToUKa 4.2).
Mergopmake Kombu e mporusonokasan npH nauueHTH ¢ GFR <30 ml/MuH H TpabBa BpeMEHHO Aa ce
NPEYCTAHOBK NPH HAJIWYHE HA CBCTOSHNAA, KOUTO MOraT Ja mpoMeRAT OnOpeuHaTa yHkLus (BXK.
TouKa 4.3).

XHUNOrMHKEMHS

ITaunenTn, npuemamu Merpopmake KomMOH B koMOHHaLMA cbe cyndpaHITYpes WIH ¢ HHCYJIMH, MOXe
Ja ca HITOKEHH Ha PHCK OT XHnoraukeMus. CneaoBareTHO, MOXeE [a ¢ HaNOXKH MOHIDKaBaHe Ha
J03aTa Ha CYJ(OHWTYpesTa WY Ha HHCYJIMHA.

Peakuyy Ha CBPHLXYYBCTEHTENHOCT

[Ipu malMeHTy NeXyBaHH CbC CUTArJIMIITHH MMA NOCTMAPKETHHIOBH CHOOILIEHUA 33 CEPHO3HH
peaKkUHH Ha CBPBEXYYBCTBUTENHOCT. T€3H peakUMH BKIOYBAT aHadIaKCHs, AHTHOEAEM H
eKCOJTHATHBHH KOXHH CBHCTOSHHA, BKIIOMHTEIHO CHHAPOM Ha Stevens-Johnson. [TossaTa Ha Te3u
peaKliMi HaCTLIIBE B PAMKHTE Ha ITbPBHTE TPY MEceELIa OT 3aro4BaHe Ha JIEYEHHUETO CbC CHTAIJIMITTHH,
KaTO HAKOH CNTyYaW HaCTHRIIBAT CJICH IThPBATa A03a. AKO C€ NOAO3Upa peaxiius Ha
CBPBXUYYBCTBHTEJIHOCT, MPHEMBT HA Metdopmake Kombu Tpsba na ce npekparu, Tpabea aa ce
OLIGHAT JIPpYTy Bb3MOXKHHU NMPHUUHH 33 HACTHNBaHE Ha CEOMTHETO M Aa ¢ Ha3HAYH ATTEPHATHBHO
JieueHHe HA AHabeTa (BxkK. ToUka 4.8).

bynozeH nemgurons

[1pu naumeHTH, KouTo ripueMat DPP-4 nHxubuTopH, BKIIOYHTEIHO CHTATTHITTHH, HMA
AOCTMAPKETHHIOBH ChoOIeHHa 3a 6ynoszen nempurona. [Ipu nogospenus 3a 6ynosen nemdurous,
npueMbsT Ha Merdopmaxc KoMOu TpabBa fna ce npeycTaHOBH.

OnepaTHBHU NpoLEYPH
Ynorpebara Ha Merdopmake KomOGu TpsaOBa na ce npekpatn no BpeMe Ha onepanus noja odbiua,

CAHHATHA WIH eNHAYpalHa aHecTe3nd. JleseHHeTOo MOXKe Aa ¢ce Bb300OHOBH He NMo-paHo ot 48 yaca
CIeJ ONepauHaTa Wik Bb30OHOBABAHETO Ha XPAHESHETO NPE3 YCTa H TO NMPH YCI0BHE ye 6b0peyHaTa
(dyHKLIHS e TIPeoLIeHeHa U € YCTAHOBEHO, ue € cTabuiHa.

[IpunoxeHHe Ha HONA-KOHTPACTHU BELIECTRA
HHTpaBacKynapHOTO NpHIOKEHUE HA HOA-KOHTPACTHH BELLIECTBA MOXKE Aa AOBEAE 10 KOHTPACT-

MHAYLUpaHa HeponaTus, BOACLIA A0 KYMYJIHPAHETO HA METGHOPMHH H MOBHLIEH PUCK OT JIAKTaTHa
auunosa. Mergopmaxe Kombu Tpsabpa na ce cnpe npeau win no BpeMe Ha npoueaypara 3a odpasHa
AHArHOCTHKA H He TpabBa na ce Bb306HOBABA NOHE 48 yaca cnea ToBa, NMpH ycnoBHe He 6bOpeyunara
$YHKUMS € APEOLICHEHA H € YCTAHOBEHO, Ye ¢ cTabmina (BXK. ToukH 4.3 u 4.5).

[IpoMaHa B KIWHHYHHUA CTATYC HA MALMEHTH C KOHTPOMHpPaH AuabeT THN 2 npeau ToBa
[TaumeHTH ¢ auaber Tvn 2, npeau ToBa K0Ope KOHTponupaH ¢ Merdopmake KoMbu, xoHuTO passuBar

OTKJIOHEHHA B JaDOpaTOpHH NOKa3aTeNH WIH KIHHHYHO 3a00/1ABaHe (Hali-Beue HEACHO WM JIOLIO
nepuHUpaHo 3abonasaHe) TpaOBa HezabaBHO Ja ce OLICHAT 3a HATIHYME HA KETOALKAO3a WIH JIAKTATHA
auuao3a. Ouenkara TpadBa Aa BKIIOYBA CEPYMHH €NEKTPONUTH H KETOHH, KPhBHA 3aXap M p
Hanara pH Ha KpBBTa, HHBA Ha JIAKTAT, MUPYBAT U METQPOPMHH. AKO Bb3HHKHE aluao3a, WM "?c
U 1a e ¢popma, JieueHHeTo TpsOBa 1a ce cnpe HezabaBHO M TpAOBa na ce npeanpHeMar
KOpUrMpaLly MEPKH.

T
Heduumt na puramun B12 \}, 2
Ny
DE/H/6677/001-002/IA/013 +1B 012 N




MeTdopMHH MOXKe Ja HaMalTi CePYMHUTE HHBa Ha BUTaMHH B12. PUCKBT OT HUCKH HHUBA HA BUTAMHH
B12 ce yBeniM4aBa ¢ NOBHIIABAHE HA J03aTa HA METQOPMHH, MPOIBDKHTEIHOCTTA Ha JICYEHUETO
HW/WIH NIPH NALMEHTH C PUCKOBH (PAaKTOPH, 33 KOUTO € U3BECTHO, Y€ PHUHHABAT ACHHIINT Ha
sutaMul B12. IIpu ceMHeHue 3a aepuumt Ha BUTaMuH B12 (kaTo aHeMus WiH HeBponatHs), Tpabea
1A ¢e MpoCeaAsBaT CepyMHUTE HHBa Ha BUTaMuH B12. [1pu naumeHTH ¢ puckoBy QakTopH 3a
neduumuT Ha BUTAMMH B12 MOoXe Aa ce HaNOXH NMePHOAUUHO NpOCaeAsBaHe Ha BUTAMHH B12.
Tepanuara ¢ MeTdopmuH TpsOBa Ja NPOABIKH SOKATO C€ NMOHACA H HE € MPOTHBOIOKA38HO U CE
OCHIypABa MOAXCAALIO KOPHIHPALLO IeYeHHE 3a aedULIMT Ha BUTaMHH B12 B choTBETCTBHE C©
HACTOALIIUTE KIHHHYHH PBKOBOJICTRA.

Merdopmaxc Kombu chabpixa HaTpHi
To3u nexapcTBEH NPOAYKT ChABPKA No-Manko ot 1 mmol narpuii (23 mg) Ha Tabnerka, T.e. MOXe Ja
ce KK, Y€ NPaKTUYECKH He ChAbPIKA HATPHIA.

4.5 DB3aumopaelicTBRRe ¢ APYI'H JJ€KAPCTBEHH NPOAYKTH K APYrH popMR Ha B3aHMOAEHCTBHE

EnHOBpeMEHHOTO MHOTOKPATHO NMPHIOKEHHME Ha CUTAITHITIHH (50 mg nBa ITbTH RHEBHO) H
meTdopmuH (1 000 mg nBa MbTH JHEBHO) HE MPOMEHSA 3HAYHMO HapMaKOKHHETHKATA KaKTO Ha
CHTArJIMIITHH, Taka ¥ Ha MeTPOpMHH NpPYU NaueHT! ¢ auaber Tan 2.

He ca u3BbpIIBaHH NpOYyuBaHHA 32 (apMAKOKHHETHYHH JIEKAPCTBEHHN B3aHMOACHCTBUA C
Merdopmakc Kombu; obaye TaxuBa npoy4yBaHHA Ca MPOBEKAAHH C OTAC/IHMTE AKTHBHH BELUECTBA,
CHTArTMIITHH U MeTQOPMHH.

He ce npenopu4Ba chIrbTeTBama ynorpeda

Ankoxon
AJIKOXOJIHaTa HHTOKCHKALIMA Ce CRBLP3Ba ¢ NMOBUUIEH PUCK OT JIAKTATHE aLM03a, OCO0EHO B CiTyvaH Ha
rAagyBaHe, HEAOXPaHBAHE HWIIH yepHOoapoOHA HENOCTATHYHOCT.

Hon-KkoHTpacTHH BellecTBa

Merdopmake KoMOH TpaOBa 3aAL/KHTENHO 13 C€ CIIpe MPEAX WIH fI0 BpeMe Ha Mpoueaypara 3a
obpa3sHa AHArHOCTHKa K He Tpabba Aa ce pb300HOBABA NOHe 48 Yaca ciel TOBA, NPH YCIIOBHE Y€
GbOpeunaTa QyHKLHA € NpeolieHeHa H € YCTAHOBEHO, 4Ye € cTabmwiHa (BXK. TOUKH 4.3 u 4.4).

KoMOuHALIMK, H3UCKBAIIIH NPEANA3HA MEPKH NIpH yriorpeba

Hskou 1ekapcTBeHH NMPOXYKTH MOTAT Aa ce oTpas3aT HebnaronpuaTHo Ha 0bOpeuHaTa QyHKLHMA, KOETO
MOJKe Jia YBeJIMUH PHCKA OT JIakTaTHa auuao3a, Hanpumep HCIIBC, BKIIOUHTENHO CEeNEKTHUBHH
WHXHOUTOPH Ha LHKIookcHreHasa (Cyclooxigenase, COX) I, ACE naxuburopu, aHrioreHsuH 11
peLeTOPHH aHTArOHUCTH H AHYPETHLH, 0COo0cHO OpHMKOBH nuypeTHLM. [Ipy 3ano4usaHeTo Wid
ynorpebarta Ha TAKHBa NMPOAYKTH B KOMOHHaLMA ¢ METQPOPMHH € HEOOXOAUMO CTPHKTHO
npocneasBaHe Ha Op6peyHaTa QyHKUMA.

CoempTeTBalIaTa YNoTpeOa Ha NeKapCTBEHH MPOAYKTH, KOHTO MOBNHABAT OOLIMTE TPAHCMIOPTHH

cucTeMU B ObOpeunnTe TyOynu, BKoOYeHH B 6E0peyHOTO enuMUHMpaHe Ha MeThOPMHUH (Hamp.
MHXUOHUTOPH Ha OpPraHH4HHA KaTHOHEH TpaHcnoprep-2 [Organic Cation Transporter-2,
OCT2)/MynTHneKkapCcTBEHHA B TOKCHH-KCTpyaHpaul nporerH [Multidrug and toxic compound

extrusion, MATE] karo paHOona3uH, BAHACTAHUO, JOyTErpaBup ¥ LIMMETHAHMH), MOTAT A4 [MOBHILAT
CHCTEMHATa EKCIO3HLMA HA MET(GOPMHH U Aa YBEJIMMAT PHCKA OT JlaKTaTHa aunuao3a. Tpabea ja ce
OOMHCAT NOJI3UTE U PUCKOBETE OT CHITBTCTRALAaTa ynoTpeda. KoraTto TakuBa J1eKapCTBEHH MPOAYKTH

ce MpWIaraT ¢AHOBpPeMeHHO TpAOBa A2 ce OOMHUCIIAT CTPUKTHO NpOoCAeasBaHe Ha INIHKeMHUYHHUA ~
KOHTpON, ARaNTHPaHe Ha 103aTa B PAMKHTE Ha NPENOPLYMTENHATA JO3HPOBKA M POMEHH B. il fig
neyeHHeTo Ha nuabera. BN

CMOKOKOPTUKOMANTE (MPUIAraHH 110 CHCTEMEH H JIOKAJIEH IThT) 6eTa-2-arOHHCTHTE H
MMaT MPHUCHIIO XUITEPIIIMKeMHUYHO AciicTBHe. [TauueHTHTE TpAbBa Na ce nHpopMUpar
M3MEPBAT KpbBHATA CH 3aXap, ocoOeHO B HAYAJIOTO HA JIEYEHHETO C TAKHBA JICKApPCTBE

doluectoma < £/ [ ).
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AKO € HeOOXOAMMO, 103aTA HA AHTHXHIEPIIHKEMHYHUA JIEKADCTBEH NPOAYKT TpA6Ba /1a ce anarTHpa
MO BpeME Ha JieYeHHe ¢ APYTHS JIEKAPCTBEH NPOAYKT H NMPH HETOBOTO NPEKPATIBAHE.

ACE-unxuburopuTe MOrat a NOHHXKAT HUBATa HA KPBBHATA 3aXap. AKO € Heo6XOAMMO, 103aTA HA
aHTHXHNEPTIMKEMHYHHA JIEKAPCTBEH NPOAYKT TP6Ba Aa ce afarTupa no BpeMe Ha JICYEHHETO C
APYTHA NIEKAPCTBEH NIPOAYKT U NPH HErOBOTO MPEKpaTIBaHe.

€KTH Ha NIEKAPCTBEHH I BbpPXY CHTArTHIITHH
In vitro ¥ KIHHUYHUTE JAHHH OMUCAHH M0-JOMY MPEANOJIAraT, Y€ PHCKBLT OT KIHHHYHO 3HAUHMH
B3aUMOIEHCTBHA NPH €AHOBPEMEHHO NPHIOKEHHNE C OPYTH JIEKAPCTBEHH MPOAYKTH € HHCBK,

In vitro NpoyuBaHHs NOKA3BAT, Y& OCHOBHHMAT €H3HUM, OTFOBOPEH 38 OrpaHHYEHKA MeTaBoNIH3BM Ha
curarnunTHH € CYP3A4, ¢ ysactve Ha CYP2C8. I1pn naumenTu ¢ Hopmanna 6u6peyna ¢pyHkums,
MeTabOoAM3IMBT, BKIOUMTENHO U upe3 CYP3A4, urpae caMo He3HAYMTENTHA POJis B KIMpbHCa Ha
CHTArNIUNTHH, MeTabonMH3MBT MOXKe 1a Hrpae NI0-BaXKHA PO NPH eIHMHHHPAHETO Ha CHTATTIMITTHH
MpH HalnH4He Ha ocTPO 6BOPEUHO yBpeknaHe KM TEPMHHANIEH CTaauMil Ha 6B6peyHa HeJOCTATbYHOCT
(TCBH). Iopanu Ta3u npuyKMHA € B3MOXHO MOLLHUTE HHXUGHTOPH Ha CYP3A4 (Hanp. KeToKOHa301,
MTPAaKOHA30J1, PHTOHABHP, KIIAPHTPOMHLMH) Na MPOMEHAT (papMaKOKHHETHKATA Ha CUTATTHIITHH NpH
MauHeHTH ¢ Texko 6b0peuHo yepexnane win TCBH. Edexrure Ha mownure CYP3A4 unxuburoph
NpH HanMuKe Ha 6BOpeuHo yBpexknaHe He ca OLEHABAHH B KIIMHUYHO NPOYYBaHe.

In vitro npoy4BaHNs 32 TPAHCTIOPTA NOKA3BAT, Y€ CUTAIVIMITTHH € CyGCTPAT Ha p-FIMKONPOTEHHa U
TPaHCNIOpTEpa Ha OpraHHu4YHH aHHOHH-3 (Organic Anion Transporters, OAT3). OAT3 MeauupaHusaT
TPAHCIIOPT Ha CUTATJIMIITHH C€ MHXHOMPA in vitro oT NpobeHEMA, BLIPEKH Ye PHCKBT OT INIHHHYHO
3HAYHMH B3aHMOAEACTBHA Ce CMATA 38 HHChK. EnHoBpeMeRHOTO npwiokeHue Ha OAT3 uuxuburopu
He € OLIEHEHO in vivo.

Huxnrocnopun: [1poBeneHo € npoyuBaHe 3a OLiEHABaHE Ha e(heKTa HA LHIKJIOCTIOPHH (MOLLEH
MHXHOMTOP Ha P-TMHKONPOTEHHA) BbPXY $apMakOKUHETHKATA Ha CHTArTHIITHR. EnHoBpeMeHHOTO
MPHJIOKECHHE HA €HHUYHA nepopaiHa no3a 100 mg cHTarnunTHH U eIMHHYHA NEPOpaIHA 1034

600 mg unknocnopux noeuuasa AUC u Cmax Ha CHTATIMITHH CHOTBETHO ¢ MPHOIH3HTENHO 29% 1
68%. Te3u npoMeHn BB PapMaKOKHHETHKATA Ha CHTAIIMITTMH HE C€ CMATAT 38 KIHHHYHO 3HAYHMH.
BBOpeUHHAT KIHPBLHC Ha CUTAMVIHITTHH HE € 3HAYHMTENHO NpoMeHeH. CieIOBaTeNHO, He Cé OYaKBaT
3HAYMMHM B3aHUMOJACHCTBUSA C APYTH HHXUOHTOPH Ha P-TJIHKOMPOTEHHA.

KTH HA CUTArJIWIITUH Bb I'd Jieka HH KTH
Huzoxcun: CUTarNHNTHH HMa He3HAUMTENeH eeKT BBPXY IUIa3sMeHaTa KOHLSHTPAUMs Ha JHIOKCHH,
Cnen npunoxeHuero Ha 0,25 mg AHMrOKCHH €AHOBPEMEHHO ¢b¢ 100 mg CHTArTUITTHH AHEBHO B
npoab/pkeHue Ha 10 Ay, nnasmenara AUC Ha gurokcus Hapactea cpeqHo ¢ 11%, a nnasmeHaTa
Cmax cpeaHo ¢ 18%. He ce npenopeusa kopHrupaHe Ha 103aTa HA ARTOKCHH. B ¢HIOTO BpeMme,
NALMEHTHTE C PUCK OT IHNOKCHHOBA TOKCHYHOCT TpsAOBa fa ObaaT NpocaeasBaHH 3a TaKaBa, KOraTo
CHTAITHNITHH H JUFOKCHH C€ NPHJIAraT eIHOBPEMEHHO.

In vitro naHHUTE NIOKA3BAT, Y€ CHTATIHIITHH HUTO NOTHCKA, HUTO HRAyuMpa CYP450 usoensumure.
[Tpn KIMHUYHK POYYBAHHA CHTATITHITTHH HE MPOMEHS 3HAYUMO (apMaKOKHHETHKATA Ha MeT(OPMHH,
rAHOYpH/I, CAMBACTATHH, PO3UIJIMTA30H, BapdapHH WIH NEPOPATHK KOHTPALIENTHBH, KATO OCHTYpABa
in vivo NaHHH 32 MaJIKa BEPOATHOCT OT NpPEAW3BHKBAHE HA B3AaMMOAEICTBHA ¢bC cyGcTpaTH Ha
CYP3A4, CYP2C8, CYP2C9 u TpaHcniopTepu Ha opraHn4HK kaTionu (Organic Anion Transporters,
OCT). Cuararimirmus Moxke Aa 6b1e cnab HHXHOHTOP Ha P-IIIMKOTIPOTEHHA in Vivo,
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4.6 DepruanTeT, GpeMEeHHOCT H KbPMEHE

bpeMeHHOCT
HsMa poctaTbhyHO daHHM OT ynoTpebaTa Ha CHTArTMITTHH NIPH GpeMeHHH eHH. [IpoyuBaHHd BEPXY

)KHBOTHH MNOKA3BaT PENpoyKTHBHA TOKCHYHOCT NPH BUCOKH JI03W CHTATTIMNTHH (BX. TOYKa 5.3).

OrpaHHyeHuTe JaHHH Npeanoarar, ye ynorpedara Ha MeThOpMHH Npu GpeMeHHH KeHH He €
CBbp3dHa C MOBULIEH PUCK OT KOHMCHHTATHH MasipopMaln. [Ipoyuannsara ¢ MeThopMHH BEPXY
)KHBOTHH HE MOKA3BAT BpPeJHH €(eKTH 110 OTHOLICHHE Ha GpeMeHHOCTTa, eMOPHOHATHOTO K
¢eTanHoTO paiBuTHE, pOKIAHETO MK MOCTHATAIHOTO Pa3BHTHE (BX. Touka 5.3).

Merdopmakc Kombn He TpabBa na ce usnonssa no speMe Ha GpeMEHHOCT. AKO NAl[MEHTKATA HCKa A3
3abpemMeHee W ako HacTBIIKM OPEeMEHHOCT, eueHreTo TPAORA N1a ¢e NPEKpaTH M MALMEHTKATa Ra
NPEMHHE HA JICUEHHE ¢ HHCYJIHH BB3MOXHO Hali-CKopo.

KspMeHe
He ca nposexiaHn npoy4BaHHus NMPH KbPMEIIH KHBOTHH € KOMOMHHpaHHTe aKTHBHH BELLIECTBA Ha

TO3H JIEKAPCTBEH NMpoAyKT. [Ipn npoyysannd npoBexaaHHU ¢ OTACNHHTE aKTHBHM BELIECTBA H
CHUTarJIMITHH, H METGOPMHH Ce eKCKPETHUPAT B MISKOTO HA JIaKTHpaluH rrsxose, [Ipu xopa
METHOPMHH CE EKCKpETHPa B KbpMAaTa B MaJIKH Kojn4ecTna. He € H3BECTHO AaH CHTAr IMITHH e
€KCKpeTHpa B KbpMaTa, CieaopatenHo Merdopmake Kombu He TpabBa Aa ce H3nonspa npH xKeHH,
KOMTO KbpMAT (BX. TouKa 4.3).

DepriuivreT
JaHHHUTE OT NPOYYBAHUA BHPXY )KHBOTHH HE MpPEeANOJaraT BIUAHHE BLPXY (epTHINTETa HA MBXKKH H

JKEHCKH TUTbXOBE NMPH TPETHPAHE CHC CHTATJIWITHH. JIHNCBAT AaHHH NpH XOpa.

4.7 EdexTn Bppxy cnocobnoctTa 32 modupane u pabora ¢ MAMHHNA

Metdopmakc Kombu He nosnHsBa WK NOBIHABA NpeHeOPEKMMO CocoGHOCTTA 32 ModHpaHe |
paboTa ¢ MaluMHK. B chiloTo BpeMe npH wodHpane Wik pabora ¢ MalIKWHH, TpA6Ba 1a ce MMa
NpeaBHI, Y€ NMPH CHTATTHITTHH Ca JOKIAABAHH CJTy4YaH HA 3aMasHOCT H CHIJIHBOCT.

OcbeH TOBa, nauMeHTHTE TpAOBa 21a ce NpeaynpeskIaBaT 3a PHCKA OT XHNOTJIHKEMHA, KOTaTo
Merdopmarc Kombu ce u3nonspa B koMGHHALMA ChC CY/IGOHITYpEHHHM MPOXYKTH WM C HHCYJIHH.

4.8 Hexelann JIeKAPCTBEHA PEAKIHH

Pestome Ha npoduna Ha 6e30macHOCT

Hsma npoBefteHH TepanesTHYHH KITHHHYHM NPOYyYBaHHA ¢ KOMOMHALMATA CHTANTHITHH/ MET(GOPMHH
TabneTkH, HO OHOEKBUBAIEHTHOCTTA Ha ped)epeHTHHSA EKAPCTBEH NMPOIYKT, ChABbPKALL
CHTarJIMITTHH/MET(QOPMHUH € A0Ka3aHa NPH €IHOBPEMEHHOTO NPWIOXKEHHE Ha CHTATTMIITHH U
MeTHOPMHH (BXK. Touka 5.2). CobaBaim ca CepHO3ZHH HEXKETAHH PeaKiHH, BKIIOYHTENHO
NMaHKPCATHT H pEaKLMH HA CBPBXYYBCTBHTEIHOCT. ChodlllaBaHa e XHNOrjiukeMHA NPH KOMOUHALMS
cbe cyadanumypeiiny npoayxrs (13,8%) u ¢ nucynun (10,9%).

Tabauuen cnucvx na nexcenanume peaxyuu

CHrarnunTiH U MeThOopMHH

Hexenaxnute peakumu ca u3bpoeHH no-nomy ¢ npenopbvusaHute oT MedDRA Tepmunm cniopesn
CHCTeMO-OpraHHa Knacupukaums U abcomoTHa yecrora (Tabnuua 1). Yectorara ce onpenens kato:

HamnpaBeHAa OLECHKA).
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Tabauua 1: YecToTa Ha HexKeNAHHTE PEAKIHR YCTRHOBEHH N0 BpeMe HA nuianeo-

KORTPOJ/IHPpAHH KAHHHYHH NPOYYBAHHSA ChC CHTATI/IAIITHAH H MET(I)OPMIIH CAaMOCTOSTEC/IHO H TIPH

HOCTMAPDKECTHHIOBHA OIIAT

Hexce 1202 peaxnus

YecToTa HA HEXKEIAHATA peaKuns

HapymeHnns HA KPbBTa H JHMQHATA CHCTEMA

TpoMOOLHTONEHHA

peakH

HapyimeHHR HA HMYHHATA CHCTEMA

aKLMH Ha CBPbXYYBCTBHTENTHOCT, BKIIOUHTEIHO
aQUIAKTHYHH peakumu™,}

C HCH3BECTHA 4YECTOTAa

Hapymenns aa MeTaboan3Ma B XPaHEHETO

XHnorIukemus' YECTH
HaMa/1ABaHe/aepULMT Ha BUTaMiH B12' YEeCTH
Hapymenng Ha HCPBHATA CHCTEMA

CHHIIHBOCT HEYECTH

PecnEpaTOpHE, IPLAHA H MEAHACTHAAIHA
HAPYWeHHA

mMHTepcTHUHANHA 6eaoapobHa Gonect *

€ HCH3BCCTHA 4Y€CTOTa

ICTOMAIHO-2PEBHE HAPYHICHHS

THApHS HEYECTH
rajicHe YECTH
KpnaTynennus YeCcTH
BaneK HEYECTH
DoJika B ropHaTa 4acT Ha KopeMa HEYECTH
MOBpbLIaHE YeCTH
oCTLp naskpeaTuT*,+,1 C HEU3BECTHA Y€CTOTa
araneH U HedaraneH XeMOparyeH H C HEM3BECTHA YECTOTa
€KPOTH3Hpalll
aHkpearur *,t
Hapymienng HE KOXKATa H HOAKOKHATA ThKAH
*
HTYC HEYeCTH
ruoeaemM™, ¢ HEH3BECTHA YECTOTA
obpus*, B ___C HEH3BECTHA YECTOTA

yprikapus®,

C HCH3BECTHA 4YCCTOTa
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lkodkeH BacKyauT* C HEH3BECTHA 4eCTOTa

KC(PONHATHBHH KOXHH 3a00onsaBanma, BKIKOYHTEIHO] C HEH3BECTHA YECTOTa
MHApOM Ha Stevens-Johnson*,}
Fy.noaen nemMpurona™* C HEH3BECTHA YECToTa

apyUleHHA HA MYCKYJIHO-CKE/JIETHATA CHCTEMA
CHEAHHHTE/HATA THKAH

anrua* ¢ HEM3BECTHA YE€CTOTA
Manrus* ¢ HCH3BECTHA YECTOTA
Bonka B KpaitHuumuTe* C HEM3BECTHA YECTOTa
Gonka B repHa* C HEM3BECTHA HECTOTA
apTponarus’ C HEH3BECTHA YECTOTA

Hapymenns Ba 6b0pennTe B NHKOYHHATE

NbTHINA
HapylieHa 6s6peyna ¢yHkumus* C HEH3BECTHA YECTOTa
pa OpOpeuna HenocTaTruHOCT* C HEW3BECTHA YE€CTOTA

* Hexxenanure peakiiuy ca HAEHTHGHLMPAHH 1O BPEME HA [TOCTMAPKETHHTOBOTO HaGIIIOAEHHE.
1 Bax Touka 4.4,
1 BuxTe npoyveanemo 3a bezonacrnocm no ommouuenue xa copoeuno-cvooeama cucmema TECOS no-

AOIy.

Onucanue Ha U30paHW HeXEIaAHU peaKLIuH
Hsxon Hexenanu peakuu ca HabmoAaBaHH MO-YECTO MPH NPOYYBAHUA 33 KOMOHHKpaHa yroTpeba Ha

CHTAIJIUNITHH ¥ METQOPMHH C APYTH aHTHAWAOETHH NNEKAPCTBEHH MPOTYKTH B CPaBHEHHE C
MPOyYBAHHS HA CHTATNIHNTHH W METHOPMHH CAMOCTOATENHO. Te BKIIOYBAT XMITOIJIHKEMHR (KATEropHs
Ha 4Y€CTOTa ,,MHOIO YeCTH ChC CYNPOHWTYPEHHN NPOAYKTH MK HHCYJIMH), 3anekK (,,4ecTH” che
cynpoHWTypeiiHy NpoayKTH), neprdepeH OTOK (,,UeCTH” ¢ MHOTTIMTA30H) H r1aBoboJIHe U CyXoTa B
ycTata (,,HEYeCTH’ ¢ HHCYJTHH).

Cumazaunmun

[Ipr npoyuBanus BpXy MOHOTEpANHA ChC CHTArMITTHH 100 mg BensbxK AHEBHO CAMOCTOSTENHO B
CpaBHEHHE ¢ IU1anedo, CHOOIIEHHTE HEXKETaHH PeakLIMH ca rnaBobone, XHNOrIHKEMHs, 3aeK 1
3aMalBaHe.

Cpea Te3u NaUMEHTH HexKelaHUTe chOHTHA, Cbo0LUAaBAHH HE3aBHCHMO OT MPHYMHHO-CIICACTBEHATA
BPB3Ka C JICKAPCTBEHHA NPOAYKT, € HECTOTa HaH-Manko 5%, BINHOYBAT HHGEKLIMK HA TOPHHTE
AWXaTelHH MbTHINA X HazohapuHIUT. OCBEH TOBa, ca ChOOIIEHH OCTEOapTPHUT K GONKa B KpaliHMLIMTE,
C yecToTa HeuecTH (> 00,5% 1o-BHCOKA Cpell yHACTHHLIMTE, MOMYYHIH CHTAMTTHITTHH, OTKOJIKOTO Ta3H B

KOHTpOJIHATA I'pyna).

Memgopmun

CToMalHO-YpeBHH CHMITTOMH Ca C001aBaHH MHOIO Y€CTO NPH KIHHUMHH MPOYYBAHHA U TIPH
NOCTMapKeTHHToBaTa ynotpeba Ha MetgopMuH. CTOMAIIHO-YPEBHUTE CHMITTOMH KATO rafieHe,
NOBphINAHE, THApHg, Oonka B kopeMa M 3ary0a Ha aneTUT ce NMOYBABAT M0-YECTO B HAYAIOTO HA
JICYEHHETO H B MOBEUETO CITyYaH OT3BYYABAT CMOHTAHHO. JIOMBJIHHTEIHH HEXENAHH PEaKLMH,
CBBbP3aHH C METQOPMHH, BKIIOYBAT METAIEH BKYC (Y€CTH); IAKTAaTHA AlM/1034, HApYIIEHHA Ha
4epHOAPOOHaTa (QyHKLIMS, XENATHT, YPTHKAPHA, EPUTEMA ¥ ChpOex (MHOTO pPeiKH).

Kareropuure no yectora ce OCHOBaBaT Ha HANH4YHaTa HHQopMalua B KpaTkara xapaxrepuwa_ua\
NpoAyKTa Ha MeTOpMHH, ogobpeHa B EC. NG

Tt -
"

/ *L’/ *
fikth rapus -

[leguaTpyuna nonynauys
B KIHHHYHH NPOYYBAHHA C peEPEHTHHA MPOAYKT, ChABPIKALL CHTANIHITTHH/ MeTGO

NeAHATPUYHH NMALMEHTH Che 3axapeH aAHaber tun 2 Ha pu3pacTt oT 10 no 17 roguuu

e
r
- . .
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FAALIHEHTH, KOHTO Ca WJIH HC Ca Ha OCHOBHO JICY€HHE C HHCYJIHH, CHTArJIMNTHH CE CBLP3Ba C NOBHIICH
PHCK OT XHITOTTTHKCMHA.

IIpoyusane 3a besonacnocm no omuowenue na cobpoeyro-cvoosama cucmema TECOS

H3nuTBaHeTO, OLICHABALRO CHPACYHO-CHAOBHTE Pe3yATaTH NPU eueHHe CHC cHTaraunTHH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), Bxmouna 7 332 naieHTH, 1eKyBaHH
¢sc 100 mg cHrarnunTiE AHEBHO (HaH 50 mg JHEBHO, aKO H3XOAHHUTE CTOMHOCTH Ha H3YHCIeHAaTa
CKOpPOCT Ha rnoMepyiHa ¢uarpatms (Estimated Glomerular Filtration Rate, e€GFR) ca> 30 u <

50 mV/mur/1,73 m?, u 7 339 naumentu Ha mnaue6o B intention-to-treat (ITT) nonmynaumsTa. /{sere
ne4yeHus ca Ao6aBeHH KbM obuMaiiHHUTE rpinkH CBITIACHO MeCTHHTE cTaHaapTH 32 HbA l¢ u chpaeuno-
CBAOBH PHCKOBH (hakTopu. Ob11aTa 4ecTOTa HA CEPHO3HHTE HeXKeNaHH ChOUTHA MPH NalMEeHTH,
MOJy4aBall{ CHTArTHITTHH, € CXOAHA C TA3M NPH NALMEHTHTE, NONy4aBaluy ruiaueto.

B intention-to-treat nomysnauMaTa cpea NaluHEHTHTe, KOUTO M3MON3BAT MHCY/IHH H/ WK
cyNpaHITYpeHHH NMPOIYKTH HA H3XOHO HUBO, Y€CTOTATA HA TEXKKA XMIMOTIHKeMHs € 2,7% npu
NalMEHTHTE, JIEKYBAHH CHC CHTArJIHIITHH H 2,5% MpH NaUMeHTHTE Ha rUlauedo; cpea NauyMeHTHTe,
KOMTO HE W3MOJI3BAT HHCYJIHH W/HITH cyIPOHWTYPEHHH MPOAYKTH Ha M3XOAHO HHBO, YECTOTATA Ha
TeXKKa Xunoravukemus e 1,0% npu nauueHTHTE, IEKYBaHH CBC CHTArIMNTHH M 0,7% npu naLHeHTHTE
Ha niaue6o. Yecrorata Ha NOTBBPAEHKH CHOKTHA, OTAABAHH Ha MAHKPEATHT, ¢ 0,3% NpH NaLHeHTHTE,
JIeKyBaHM CbC CHTarnuMnTHH ¥ 0,2% npu nauyeHTHTE Ha N1aue6o.

CrofLuaBaHe Ha MOAO3IUPAHH HEXKENAHH PEaKLIHH

CrobimaBaneTo Ha NOJO3MPAHH HEXKEIIAHH PCAKLIMU Clie] paspeliaBaHe 3a ynorpeda Ha 1eKapcTBeHNs
IMMPOAYKT € BakHO. ToBa 103B0O/I4BA Ja NPOIL/bKHM HAOMIOAEHHETO Ha CHOTHOLIEHNETO TOJI3a/PHCK 34
JeKapcTBEHUA NMPOAYKT. OT MEAHLMHCKHTE CNELMATHCTH C€ U3UCKBA 14 CHOOIIABAT BCAKA
NoAO3HPAHA HEXKENIaHA peakuus Ype3 U3mbnHuTrenHa areHIMA No JekapeTBata yi. ,,Jlaman ['pyes”

Ne 8, 1303 Codwun, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 Ilpeno3mpane

[IpH KOHTPONHpPAHH KNTHHHYHU NPOYYBAHUS ChC 3APABH YUACTHHLIM Ca NIPUNAraHy € AHOKPATHH ZI03H
a0 800 mg curarnunTiH. MUHHMATHO yaBDkapaHe Ha QTc, KoeTo He ce cuMTa 3a KIHHHYHO 3HAYHMMO
€ HabmoaaBaHo NpH eiHO npoy4BaHe ¢ Ao3a ot 800 mg curarnurrrus. HaMa onut ¢ ao3u Hay 800 mg
NpH KIHHHUYHE npoyusaHus. [Ipn npoyusanusa @a3a | ¢ MHOTOKPaTHO MPHIOKEHHE, HAMA
NO303aBHCHMH KIMHHYHH HEXKENaHH JICKapCTBEHH peakumy, RabmozaBaHH NPH CHTATIHITTHH C JIO3M
a0 600 mg aHeBHO 3a neproau A0 10 auu u 400 mg AHeBHO 3a NepuoaM 10 28 AHH.

Texxo npenosupaHe ¢ MeTPOPMHH (WIH €AHOBPEMEHHO ChILIECTBYBALLl PHCK OT JIAKTATHA aLMA03a)
MOXKE Aa A0Bee N0 NAKTAaTHA AllH03a, KOATO € CnelieH MeAULIMHCKH cimyvaii ¥ TpabBa /a ce JieKyBa B
6onHuua. Hali-epeKTHBHMAT METO/1 3a OTCTpaHABAHE HA JIAKTATa M MET(OPMHHA € XeMOAHATH3aTA.

ITpu KIHHHYHHY npoy4BaHHd NpubansuTenHo 13,5% or nosara ce oTcTpaniaBa npH NpoAL/DKaBaina 3-
1o 4 yaca xeMoauanu3Ha cecus. [Ipy KIMHHYHE NOKA3aHHAA MOXE Aa ce MpeaAnpueMe 1o-
NPOAB/DKHTETHA auanu3a. He e H3pecTHO Janu CHTarJIMITHH Ce AHaNM3Hpa IpH NepHTOHEalHa
OURNH3A.

B cayyai Ha npeno3HpaHe € MOAXOAAINO Aa ¢¢ npeAnpHeMaT oOHYaiHHUTe MOAABPXKALIH MEPKH, KaTo
OTCTpaHdaBaHe Ha HeabcopOHpaHHa MaTepHal OT CTOMALTHO-YPEBHHUA TPAKT, KIHHHYHO HabnoaeHue
(BKTIOMHTENHO H €NEKTPOKAPAHOrpaMa) H NpH HY>KAA 3alo4BaHe Ha NOAAbLPKALIO JIeUSHHE.

5. ®APMAKOJIOTHYHH CBONCTBA / ,ffm-
Pt U o

5.1 DapMaxkoARHAMHYHH CBONcTBA ,;/“‘/ah e
- / % - 1-","'.. . .._..-' _-.. ]

®apmaxoTrepanesTHyHa rpyna: Jlekapcrsa, 3a neueHue Ha quabet, koMOHHalIK OT "l@Q a.mm
JIeKapCcTBa 3a HamaslsaBaHe Ha KpbBHata 3axap, ATC kox: A10BDO07 Vo
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Merdopmakc KomOH kom6uHHpa 1Ba AHTHXHNIEPIIIHKEMHYHH NEKAPCTBEHH NMPOAYKTa ¢ JOKJIBALI Ce
MEXaHH3bM Ha ACHCTBHE 3a MoAoOpABaHE Ha IHKEMHYHHA KOHTPOI IPH MAlMEHTH ¢ aHaber Tvn 2;
CHTarMITHH (pocdar - nunenTHaun nentraasa 4 (Dipeptidyl Peptidase, DPP-4) unxu6urop n
MET(OPMHHOB XHAPOXIOPH]I - MPEICTABHTE) HA KJ1aca Ha OUrBaHHIHHUTE.

CHUTarjiunTeH

Mexanuzom na oelicmaue

CHraraamriH GocdaT € nepopanHo aKTUBEH, MOIEH H BUCOKOCEIEKTHBEH HHXHOHTOP Ha eH3MMa
aAunentuaun nenruaasa 4 (DPP-4) 3a neyenue Ha nuaber Tin 2. Huxuburopure va DPP-4 ca kiac
BELLECTBA, KOUTO AEHCTBAT KATO €HXAHCEPH Ha MHKpeTHH. Upes nHxubupane Ha enzuma DPP-4,
CHTarTHITTHH TIOBHLIIABA HHBATA HA J[BA HABECTHH aKTMBHM HHKPETHHOBH XOPMOHA - IIIIOKArOH-
noaoGHus nenrya-1 (Glucagon-Like Peptide-1, GLP-1) u rimoko3a-3aBHCHMHS HHCYJTHHOTPOTIEH
nonunenti (Glucose-Dependent Insulinotropic Polypeptide, GIP). HukpeTsHuTe ca yacT ot
CHAOTeHHA CHCTEMa, YYacTBallla BEB (PH3HONIOTHYHATA peryJailig Ha rIIoKO3HaTa xoMeoctasa. Koraro
KOHLICHTPALUMTE HA KPBEBHATA 3aXap ca HOpMajHy WK nopHineHH, GLP-1 u GIP 3acunBaT cuHTe38 H
0cBO0OXKaBAHETO HAa HHCYJIMH OT MAHKpeaTHYHHTE Gera-kieTku. OceeH Tora, GLP-1 Hamansea
CEKpeLMATA HA IVIFOKAroH OT MaHKPEeaTHYHHTE ida KIETKH, KOETO BOJH A0 HamManeHo obpasysaHe Ha
yepHoapoOHa rimoko3a. Korato HuBara Ha r/moKo03a B KPbBTa €8 HUCKH, OCBOGOXKAaBaAHETO Ha
HHCYJIHH HE C€ CTHMYJIHPA H CEKPELIMATA Ha IMIOKAroH He ¢e MOTUCKA.

CHTarIMITHH € MOILEH N BHCOKO CEJIEKTHBEH HHXHOUTOP Ha ensuma DPP-4 1 ne mixubupa cxonuure
no cTpykrypa eHsumMi DPP-8 unu DPP-9 8 TepanesTisiny koHueHTpaumy. CHTAIHITHH ce
pa3TH4aBa [0 XUMHYHA CTPYKTYpa U papMaKkoJOorH4yHo AekcTBHe OT aHanosute Ha GLP-1, nucynun,
CyA(OHHITYpes HIH MEMTHTHHHIH, OHTBAHMIMHH, ATOHUCTH HA AKTUBUPAHHS OT NMEPOKCH3IOM
nponudeparopa raMa-peuenrop (PPARY), anda-rmokosnaasin MHHXHOHTOPH H aHANO3H HA AMHITHH.

[Ip# nBy AHEBHO NPOYYBAHE Ha 3ApAaBH YYACTHHLM, CHTATIMITTHH, NTPHIOXKEH CAMOCTOSTENTHO,
NOBHIIABA KOHLICHTpALUsATa HA aKTHBHHA GLP-1, nokato MeTdopMHH NpHUIOKEH CaAMOCTOSTENHO,
NOBMLIABA KOHLEHTPALMATA Ha aKTHBHHA K obmusa GLP-1 B cxonHa crenen. EqnoBpeMeHHOTO
[pHJiaraHe Ha CHTarJMITHH H METQOPMHH UMa aAHTHBEH e(eKT BbPXY KOHLIEHTPALMATaE HAa AKTHBHHS
GLP-1.

CHTarnuimHy, 3a pa3idka oT MeT(OpPMHH, NOBHILABA KOHLCHTPALMATA Ha akTHBHHA GIP.

Knunuuna egpuxacnocm u bezonacnocm
Kato wano, cutarmintiH noaoSpsaea riiiKeMUYHIA KOHTPOJI, KOTATO CE H3MOMN3BA KATO MOHOTEpaNHsA
WIH KOMOMHHPAHO JleueHHe NPH BB3PACTHH NauHeHTH ¢ Auaber Tin 2.

[Ipy KNHHHYHH MPOYYBAHHA, CHTATTIHITTHH KATO MOHOTEPANMS MOACOPABE MNTHKEMHYHHMS KOHTPOJ ChC
3HAYUTENTHO HaManapaHe Ha XemornobuH A lc (HbAlc) m nmoko3ara Ha rafHO M Cliel XpaHeHe.
Hamansasasxe 1a asMeHata rmoko3a Ha riagHo (ITTT) e saGmoaaBano Ha 3-Ta ceMuLa - MepBaTa
BpeMeBa TouKa, B koATo ¢ wamMepeHa I1I'T. HabmonasaHara yecToTa Ha XHIIOMIMKEMHs NIPH NALMEHTH,
JIEKYBAHH ChC CHTArJTHITTHH € NMoA00OHA Ha Ta3H, YCTaHOBEHA NpH nnaueto. TestlecHOTO TErNo He ce e
MOBHULIKIIO CIIPAMO M3XOAHHTE CTOHHOCTH IIpH NIEYEHHE CbC cCHTarnunTiH. HabmoaaeaHo e
nogobpenye Ha CyporaTHHTe MapkepH Ha QYHKLHOHMpaHe Ha GeTa-KieTkuTe, B ToBa uncio HOMA-B
(XomeocTazeH Moae 3a OLEHKa-6eTa), CbOTHOLIEHHETO HA MPOHHCYJIMH KbM HHCYJTHH H
NOKa3aTe/IMTe 33 PEaKTHBHOCT Ha feTa-K/IETKHTE NPH TeCTa 3a MOHOCHMOCT MPH YECTO JaBaHe Ha
XpaHa.

Ipoy4BaHWA CHC CHTATTHUIITHH B KOMOHHAIMS C MeTOOPMHH

[Tpu 24-ceaAMU4HO MNaLE60-KOHTPOIMPAHO KIKHHYHO MPOYUBAHE 3a OLEHKA Ha eUKACHOCTTA U
OesonacuocTTa oT N06aBAHETO Ha cHTAarUITHH 100 mg BeAHBX AHEBHO KbM TEKYILOTO Je4eH
METQOPMHH, CHTAITTUITTHH OCHTYPABA 3HAYUTEITHO NOAOOPEHHE Ha IMKEMHYHHTE Napa 3 RL O
cpaBHeHHe ¢ naanedo. [tpoMaHaTa CrIPAMO M3XOAHMTE CTOMHOCTH Ha TEJIECHOTO TErfo a;fom{g pﬁ\ i\ 0,
NALHEHTH, IEKYBAHH CbC CHTATNIMITTHH cnpsamo miaue6o. [1pu ToBa npoyusane uma ﬁa HeoYoTa "\ )

Ha ClTy4ad Ha XHNOTJIHKEMHsI, ChoOIaBaHa 3a NALHEHTH, IEKYBAKH CHC CHTAIJIMITTH
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I1pn 24-ceamMu4HO MIauebo-KOHTPOITHPaHO GAKTOPAIHO NPOYYBAHE HA ITbPBOHAYAIHO JIEYEHHE, OT
CHTArJMNTHH 50 mg ABa MTH AHEBHO B koMOuHaumA ¢ MeTdopmus (500 mg win 1 000 mg aea MbTH
AHEBHO) C€ NOCTHIa 3HAYUTENHO NOAOGPEHHE Ha ITIHKEMUYHHTE NAPAMETPH B CPABHEHHE C JBETE
MOHOTepanyy. HamaniBaHeTo Ha TENECHOTO TErJo NMPH KOMGHHALMATA CHTANTHITTHH H METQOPMHH €
CXOAHO € TOBa HaO/IOAABAHO NMPH METGOPMHH CAMOCTOSTENTHO WIH 1U1aueGo; HAMa NPoMsHa CnpaMo
M3XOJHHUTE CTOHHOCTH NPH NALIMEHTH Ha CHTAIIHIITHH CAMOCTOATEIHO. YecToTaTa HA XMMOrTHKEMHS
€ CXOAHA Cpell IEKYBaHHTE [PYTIH.

IIpoyupane c¢b¢ CHTAMUNTHH B KoMOHHALMA ¢ MeTHOPMHUH H cyndoHUTYDes
24-ceqMIUHO TU1aLE60-KOHTPONMPAHO KIHHHYHO NPOYYBAHE € IUIAHHPAHO C LieJT OLICHKA Ha

edukacHOCTTa M Ge30macHocTTa Ha cHTarnunTHH (100 mg BeANbK AHEBHO) NMPHGABEH KbM
MIMMENUpU (CAMOCTOATEHO WITH B KoMOHHAaLMSA ¢ MeTdopMuH). JI0GABIHETO HA CHTAIIMITTHH KbM
FTHMENUPHI H METQOPMHH, OCHIYpABa 3HAUHTE/THO NOAOOPEHHE HA IIHKEMHYHUTE napamMeTpu.
[TanueHTHTE, IEKYBAHH Ch¢ CHTAMMITTHH MMAT ¢Nabo MOBHLIEHHE HA TENECHOTO TErIO (+1,1kg) s
CPaBHEHHE C T€3H, NOMyYaBaH nnatedo.

IIpoyusaHe che cuTarnumTHH B koMGuHaums ¢ metdopmun 1 PPARY aronuer
26-ceqMH4HO IWIaue(0-KOHTPOIHPAHO NPOyYBAHE € NPEAHA3HAUEHO 1a OLEHH epUKACHOCTTa H

GezonacHocTTa Ha cuTarnunTH (100 mg BeaHLX AHEBHO), HoGaBek KM KOMGHHALMATA Ha
MHOTJIHTA30H H METQOpMuH. JI06aBRHETO HA CHTAMTMITHH KbM NMHOTIIHTA30H U MET(OPMHH,
OCHrypABa 3HaYHTENHU NONOOPEHHS Ha IIMkeMHYHHTe napaMerpH. [TpoMAHaTa B TENECHOTO TErJIo oT
H3XONHO HHBO € NMOJOOHA HA Ta3H MPH NALMEHTH, JIEKYBAHH ChC CHTATNIMIITHH, B CPABHEHHE C
nnane6o. JecToTaTa Ha XMMOTTMKEMHSA CHIIO © CXO/IHA C TA3H HA MALMEHTHTE, TEKYBAHH ChC
CHTAIJIHITTHH WIH rUanebo.

[IpoyupaHe Ha CHTArNMIITHH B KOMOHHAaMA C MeTHOPMHH U HHCYJIMH

24-CeAMHYHO IU1aLe00-KOHTPONHPAHO KIMHHYMHO NPOYUBAHE € MPe/IHA3HAYEHO /14 OLIEHH
eekTHBHOCTTA M Oe30nmacHOCTTa Ha cuTaraumTHH (100 mg BeaHbXK AHEBHO) AOGABEH KbM MHCYJIHH
(mpu crabuina no3a 3a Hal-manko 10 ceamuum) cbe unn 6e3 merdopmun (Hali-Manko 1 500 mg). I1Ipu
NalMeHTH, NPHEeMALlH MPEABAPUTENHO CMECEH HHCYJIMH, CpelHaTa AHeBHa no3a € 70,9 U/nHeBHo.
INpu nauMeHTH, NpHeMalmy HeCMECEH MPEABAPHTENHO (MEXAWHEH/C MPOXBIDKMTENHO AeHCTBHE)
HHCYJIHH, CpeAHaTa AHeBHA n03a € 44,3 U/nneBHo. [lanuute ot 73% OT nauMeHTHTE, KOUTO Ca
npHemMani MeTdopMuH ca npeacTaseHd B Tabnuna 2. loGaBsaHeTo Ha CUTAMTHATHH KbM MHCYJIHH
OCHrypABa 3HaYHTEIIHO MOAOOpEHHe Ha rMHKeMUYHHTe NapaMeTpy. HaMa 3HaYHTeHA MPOMAHA B
TEJIECHOTO TEIJIO CMPAMO H3XOAHOTO HHBO B JIBETE IPYTH.

Ta6anua 2: PesynaraTn 3a HbAlc npa naane6o-xonTponpanu npoyysanus c xomMOGrHEHEpaNO
JIEIEHHE CHC CHTATJIHOTHHE H MeThopMun*

lpoyuBane E::}?;';m aa \Cpeana npoMaHa Koparnpasa cnpamo niaane6o
COpSMO H3XOAHO HHBO | cpeana npomsna na HbA1¢ (%)

HIX0AHO HHBO
HbA % o
HbAlc (%) 1c (%) (95 % CI)

Curarmuntun 100 mg
Beo,gmm JHEBHO, 8,0 0,77 0,771
ao0aBeH KbM TeKyLla

Tepanus ¢ (-0.8,-0,5)
MeTHOPMHH"
(N=453)
Curarnuntun 100 mg
BE€AHBX KHEBHO, 0.6t
n00aBeH KbM TeKylla 8,3 >
TEpanHa ¢ rIHMEeHpUI
+ MeTHOPMHH "
(N=115)
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Curarnuntus 100 mg
BEAHBXK AHEBHO N00aBeH 8,8 o.7ht
KBM TEKYILIA Tepanus ¢ _1 ,21‘ ’
NMHOIJIMTA30H + (1,0, - 0,5)
MeTHOPMHH
(N=152)

Curtarnuntil 100 mg
BeIHBEXK THEBHO, 100aBeH 8,7 -0,7¢ _0.58%
KbM TEKYLlA T€pAanui © ’

KHCYJHH + MeT(hOpMHH® (-0,7, -0,4)

(N=223)

Hauanuo neuenue

(1Ba METH JHEBHO): 8,8 -1 =4T -1,6T-1
CHTaruImTHH (-1,8, -1,3)
S0mg +
Metrdopmul 500 mg

(N=183)

Havanno neuenue (aBa

ITbTH AHEBHO): 8.8 1.0t o1l
curarnuntud 50 mg + ? ?
meTdopMuH 1 000 mg (-2,3, -1,8)

(N=178)

* TonmynauuaTa OT BCHYKH JIEKyBaHH naupMeHTH (intention-to-treat aHanu3).

T Hali-mankuTe cpeans KBaapaTy ca KOPUTHPaHH CIIPAMO CTATYCA NPH NPEXOAHOTO
AHTHXHNIEPrIMKEMHYHO JIEYEHHE H CTOHHOCTTA HAa H3XOXHO HHBO.

I p<0.001 B cpaBHenne ¢ rraueto wnu rwiaue6o + KOMEHHHPAHO NeYeHHE.

"HbAlc (%) Ha 24-Ta cenmuLa

'HbA 1c (%) Ha 26-Ta cenMuuia

§ Hall-mankure cpeiHH KBaapaTH ca KOPHTHpaHH 3a yrioTpe6ara Ha HHCYJIMH IIPH BH3KT2 |
(NpeaBapHTETHO CMECEH CPeLly HECMECEH MMPEABAPHTETHO [MEKAHHEH HIH ¢ NPOABDKUTENHO
neicTeue]) M H3XOAHATA CTOHHOCT.

[Tpu 52-ceaMHUHO Npoy4BaHe, CpaBHABAINO ePHKACHOCTTA M 6€30MacHOCTTa NpH AoGaBsIHe Ha
cuTarnunTiH 100 mg BeaHsK THEBHO WIH MHNM3NA (CYNPOHWIYPEHHO MPOUIBOAHO) NPH NALHEHTH
¢ HeAOOBP NNHKEMHUYEH KOHTPOJ NPH MOHOTEpAaNHA ¢ MeT(HOPMHH, CHTAITUNTHH € NoAo6eH Ha
IMNH3A Npu noHmwkasaHeTo Ha HbAlc (-0,7 % cpeaHa nmpoMsHa cripaMo U3XOAHWTE CTOMHOCTH
npe3 ceAMHLA 52, CbC cpetHa cToAHoCcT Ha HbA lc ot npubnmsurenso 7,5% B asere rpymnu).
CpeanaTa 1033 MNKNKM3KA H3NO/3BaHA B IPyNara 3a cpaBHeHHe € 10 mg AHEBHO KATO MPHOIHAHTENHO
40% OT NaUMEHTHTE CE HYXXAAAT OT A03a IIMNK3HI, <5 mg/NHEBHO MO BpeMe Ha npoyuanero. Obaue,
NOoBE4EC MALHCHTH OT IPyMNAaTa Ha CHTATTHIITHR, CTKOJIKOTO B TPYTIaTa Ha TIMITH3KA ¢4 NPEKBCHAIH
nopajy Jnnca Ha epukacHocT. [laumeHTHTe NTeKyBaHH ChC CHTATMITTHH NOKA3BAT 3HAYHTEIHO
CpEAHO NOHIKEHHE CIPAMO M3XOJHHTE CTOMHOCTH Ha TenecHoTo Terno (-1,5 kg) B cpaBHeHHe ¢he
3HAYHTEJIHO NIOKAYBAHE HA TETJIOTO MPH NALUHEHTH nogydyasany raumu3ua (+1,1 kg). B Tora
NpOYYBAHE, OTHOLIEHHETO NPOHHCYJIHH KbM HHCYJIHH - MapKep 3a ¢(peKTHBHOCTTA HA HHCY/THHOBUS
CHHTE3 H 0cBOOOXKIaBaHe, ce noaobpABa ChC CHTATIMITTHH M C€ BIOLIABA NPH JIEYEHHE C MITUMNH3M,
YecToTaTta Ha XHNOrAHMKEMHA B IPyNaTa Ha CHTArTHOTHH (4,9%) e 3HAYUTENTHO NO-HHCKA OT Ta3H B
rpynara Ha raMnusua (32,0%).

24-ceqMUYHO MAAUEO0-KOHTPOIMPAHO KIHHHYHO NMPOYYBaHe, BKAIOYBALLO 660 mauHeHT
MnpeJHa3HaueHO 1a OLCHH €HKACHOCTTa BOAEILA A0 HAMAIABAHE HA HHCY/THHOBHTE [0 g 't%

OesonacHocTTa Ha cHTarnHnTHH (100 mg BeAHbK AHEBHO), KOraTo € npubaBeH KbM H j y;nw :'"'; A7 NG
rIapKHH Ch¢ HiH 6e3 MeTdopmunr (node 1 500 mg) no BpemMe Ha nHTEH3UDULMpaHeTH Ba . " ; p |
HHCYJIHHOBATa Tepanus. [1py nauMeHTH, npueMainy MeThOpMHH, H3XOHATa CTOMH ﬁ Alc e Ly b
8,70% v HavyanHarta f103a HrCyiH e 37 IU/aneBHo. [launeHTHTE Ca HHCTPYKTHpaHH na 'm’rpnpa'r-w T : A

Lf. i‘{,‘_Lﬁﬂ ﬂ() J?{_C
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A03aTa CH Ha HHCYJIHH TNIAapXKHH Bb3 OCHOBA HA CTOMHOCTHTE Ha KpPbBHATAa 3axap Ha raaaHo. I1pu
MALMEHTHTE, NpHEMAaIl METQOPMHUH, Ha 24-Ta CEAMHMLIA, YBETHYABAHETO HA AHEBHATA 038 HHCY/IMH
¢ 19 IU/aHeBHO npH nauMeHTH, JeKyBaHH CbC CHTArMMITTHH H 24 TU/1HeBHO NpH naiMeHTH Ha
iaue6o. [loHwkasanero Ha HbA 1¢ npu naumeHTH, IEKyBaHH Ch¢ CHTATTHIITHH, METGOPMHH H
HHCYIHH € -1,35 % B cpaBHeHue ¢ -0,90 % npu naumeHTH, nexyBanu ¢ mwiauebo, MeTHOPMHH H
HHCYNHH - panuka oT -0,45 % [95 % CI: -0,62; -0,29]. YecToraTa Ha xunornukemus e 24,9% npu
NALHEHTH, IEKYBaHH CbC CHTATTIMITTHH, METQOPMHH M HHCYJIHH 1 37,8% NpH MauMeHTH, NEKYBaHH ¢
Iiaue0o, MeTGOpMHH ¥ MHCYNTHH. Pasznnkata ce IB/DKH OCHOBHO Ha MO-BHCOKHS MPOLEHT NalMEHTH B
rpynara Ha miaue6o, M3nMTany 3 MK NoBeue enu3oAa Ha Xxunornukemus (9,1 cnpsmo 19,8 %). Hama
PalIHKa B YECTOTATA HA TEXKKA XHITOTITHKEMHS.

M MHH

Mexarnuzvm na oeticmsue

MeTtdopMuH € 6UrBaHUANH ¢ AaHTUXUIEPTIIHKEMHYEH eeKT, NOHMKABALI KAKTO 6a3anHaTa, Taka U
NOCTNpaHHATHATA [JII0KO3a B IUIa3MaTa. ToH He CTHMYNMpa HHCYTHHOBATA CEKpEllusg U
CJIEROBATENHO He NPEAH3BHKA XMITOTTHKEMHA.

MetdopMHH MOXe Aa AeiicTBa NO TPH MEXAHH3MA:

- Yype3 HaMaIsBaHe NPOAYKIMATA HA YePHOAPOOHA IIIOKO38 Ype3 HHXHOHpaHe Ha
[HOKOHEOTE€HE3aTa H IITHKOreHOTH3aTa

- B MYCKYJIMTE, Ype3 YMEPEHO NOBUIIABARE Ha MHCY/IHHOBATA MyBCTBHTEAHOCT, NOAOGpsBaliky
nepuGepHOTO NOEMaHe B YCBOABAHE Ha IIIOKO3a

- upe3 3abaBiAHe Ha abcopOLMATA HA TMOKO3a B TBHKHMTE YepBa.

MeTt¢opMUH CTHMY/IHPa BETPEKICTBHHHA CHHTE3 HA [NIMKOTEH Ype3 Bb3AeHCTBUE BEPXY IIMKOreH
cHHTeTa3aTa. MeThopMHH NOBHINABa TPAHCTIOPTHHA KaNaLMTET Ha CrieUH(HIHY BUIOBE MEMOpaHHH
TpaHcniopTepd Ha rmokozarta (GLUT-1 u GLUT-4).

Knunuuna egpuxacnocm u bezonacrocm

Ilpu xopara, HE3aBHCHMO OT ACHCTBHETO CH BBPXY INIMKEMHATA, METPOPMHH HMa GJIaronpHATHH
e(peKTH BEPXY JIMNUAHUA MeTabonn3eM. ToBa ce nokassa NpH TepaneBTHYHH KOHLIEHTPALIMH B
KOHTPOIHPaHH KIHHHYHK MPOYYBaHHA ChC CPeIHA NPOIBDKHUTENTHOCT HWIHA ObITOCPOUHH KIHHHYHU
MpOyYBaHHA: METHOPMHH HaMmasiBa obuiMa xonectepon, LDLC 1 HMBaTa Ha TPUIITHLIEPHUIHTE,

IIpocnexTuBHOTO panaoMusupaHo (UKPDS) npoyupaHe € yCTaHOBWIO ABJINOCPOYMHATA M03a OT

HHTCH3HBHHA KOHTPOJ HA KPbBHATA 3aXap npH AvadeT THN 2. AHANUZBT HA Pe3yITATHTE NpPH

NALMEHTHTE ¢ HAJHOPMEHO TEINO, JeKyBaHH ¢ METOPMHMH CjIel HEYCTIEX CAMO C AMeTa MOKa3BarT;

- 3HAYHTEJIHO HAMANEeHHe Ha a0COMIOTHHA PHCK HAa CBBP3aHHTE ¢ AMabeTa YCIOKHEHHA B rpynara
Ha MeTdopMuH (29,8 cubuTns/1 000 nauUeHTOroAHHH) CIPAMO AHETa CAMOCTOSTEIHO
(43,3 cubuua/l1 000 naumeHToroauun), p=0,0023 4 crpaMo rpymHTe Ha KOMGHHALMSA CBbC
cysipaHuTypes ¥ MOHOTepanHs ¢ HHCYTHH (40,1 cs6umua/1 000 naumentoronvnn), p=0,0034

- 3HAYMTENIHO HAMAJIeHHe Ha a0COMOTHHA PHCK OT CBBpP3aHaTa C AUAGET CMBPTHOCT: METPOPMUH
7,5 crbutna/l 000 nauMeHTrOrOoAMHH, AueTa camoctodarenHo 12,7 cuburua/1 000
naumeHToroguim, p=0,017

- 3HAYMTE/IHO HaMalleHHe Ha abCOMOTHHA PHCK OT 06111aTa CMBPTHOCT: METQOPMHH
13,5 cub6uTHa/1 000 mauueHTOrOAWHH crpaMo Anera camocTosTenHo 20,6 cubuTiga/1 000
nauxeHroroanny, (p=0,011) n cnpamo rpynure koMOHHHpaHa CyipOHWITYpEs H MOHOTEPATTHS
¢ UHCYJIUH 18,9 c1buTHa/1 000 naimenroroaunn (p=0,021)

- 3HAYMTEITHO HAMATICHHE Ha aDCOJIIOTHHSA PHCK OT MHOKapaeH HH(papKT: MeTdOpMHH
11 cubumus/1 000 natmeHTOrOAHHH, AMeTa caMocToaTeNHO 18 chburia/l 000

napMeHToroauHu, (p=0,01).

'\\ y n‘ no 4
TECOS e pannomuskpano npoyusane npu 14 671 naumeHTH B intention-to-treat nonynaﬂum e - 75‘1:1; 7

HbAlc > 6,5 no 8,0%, c ycTaHOBEHO CbPAECUHO-CHAOBO 3a60MABAHE, KOHTO MPUEMAT cm‘ar.l}ﬂmﬁl ::‘?\\

.A
Lt _ SN ed
(7 332) 100 mg auesno (wn 50 mg AHEBHO, ako u3xoaHUTe cTolHOoCcTH Ha eGFR ca >.30 H® ".I "J:; I
< 50 mI/mun/1,73 m? unu nnauebo (7 339), nobaseHn KbM 0GHYANHKTE TPYOKH CBIJIZCHO Mecmme O
3 ' E; I'f'r
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craHzapTi 3a HbA ¢ n chpaeuHo-cbpaoBH puckoeu dakropu. MNaumentu ¢ eGFR < 30 ml/mMun/1,73 m?
HE Ca BKIIIOYEHH B Npoy4yBaHeTo. Macneneanara nonysauna Bnousa 2 004 nauMeHTH Ha BB3pacT
> 75 ronunH 1 3 324 nauueHTH ¢ 6p6peuHo yspexaane (éGFR < 60 ml/mun/1,73 m?).

[lo BpemMe Ha mpoy4BaHeTo, 00LIaTa H3UMCEHa cpeaHa pa3aHka (SD) B croitHocTHTe Ha HbAlc
MEXIy IPYNUTE HA CUTArTMIITHH M 1anedo e 0,29% (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

ITepBHtHaTa KpaliHa TOYKA N0 OTHONMICHHE Ha ChPACYHO-ChAOBATA CHCTEMA € ChCTaBHA OT ITHPBATA

NoABa HAa ChPACYHO-CHI0BA CMBPT, HeaTaieH MUOKapaeH HHapKT, HedaTaneH HHCYJIT HIH

XOCTIMTANH3ALMs NOpaaH HecTabHiHa cTeHOKapAHa. BTopuuHHTE KpaliHM TOYKHM ITO OTHOIIEHHE Ha
CBPACYHO-CHAOBATAE CHCTEMA BKJIIOUBAT ITHPBATa NOABA Ha ChpAEYHO-ChAOBA CMBPT, HedaTaNeH

MHOKapaeH MHPAPKT WK HedaTaneH HHCYT; ITbPBATA [0SBA Ha HHIMBHIYATHUTE KOMIIOHEHTH Ha
MbPBUYHATA CHCTABHA; O0LLA CMBPTHOCT M XOCITHTAIM3ALMHY NOPaJy 3aCTONHA ChPAEYHA

HCAOCTATBbYHOCT,

Cnen MpoCnCaaBane ¢ MEAHAHA Ha NMPOAB/DKHUTEITHOCT OT 3 FOOHHH, CHTarJIMITTHH HC MOBHIABA PHCKA
OT I'oJiIeMH HCXKCIIAaHH CRPACYHO-CBIOBH CHOHTHS WITH PHCKA OT XOCITHTATHU3ALHNS MMOpann CepiacyHa

HEZIOCTAThYHOCT, KOFaTo c¢ A00aBd KbM 0OHuaiiHMTE IPbky NPH NauMeHTH ¢ auaber Tun 2 B

cpasHeHHe ¢ oOHYaliiHuTe rpwku 6e3 curarmunTuH (Tabnuua 3).

Tabanua 3: YecToTH Ha KOMOBERMPAAE CHP/IEYHO-CHIOBH PE3YITATH H HA K/II090BH BTOPHYNH

pe3Y/ITATH
ICHTarIBOTHA Maane6o
100 mg
N (%) Yectora [N (%) [Yectora |Koedpmnmenr E—croﬁ-
HA A HA PHCKA octt
100 na- 100 na- |(95% CI)
HeHTO- HeHTo-
Fonnml* Fo,unﬂn *
Anaau3 B Intention-to-Treat nonynanaara
Bpoii nannenTH 7 332 7 339
[ILpERYHA CHCTABHA KpaliHa
TOYKA
CrpaeuHo-cba0Ba CMBPT,
edaraseH MHOKapaeH HHapKT,
HedaTaNeH HHCYNIT WiH
XOCTIHTAIH3AliMA, NOpaIy
lHecTabWIHA CTEHOKapAUA) 839 (11,4) 4,1 1851 (11,6)4,2 0,98 (0,89-1,08)<0,001
BropHYyHa CLCTABRA KpalHA
TOYKA
CoppAacuyHO-CBAOBA CMBPT,
edaTaneH MHOKapaeH HHPAPKT
H He(haTaNeH HHCYJTT) 745 (10,2) 3,6 746 (10,2) 3,6 0,99 (0,89-1,10)}0,001
BropHveH pe3yaTar
RS Ly 7
[Cbpae4HO-ChAOBE CMBDT 380 (5,2) |1,7 366 (5,0) (1,7 1,03 (O,EJI,IKQ) __'_Z'l‘_l'"“sf
CAKAKBB BHI MHOKapEH { R TR
Hbapkr (atanen u Hedaranen)300 (4,1) |1,4 316 (4,3) [1,5 |0,95 (0[81-1,11)
L ' -.
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CAKAKBEB BU HHCYAT (daTaneH
HedaTaieH) 178 (2,4) 0,8 183 (2,5) 0,9 0,97 (0,79-1,19)10,760

OCTIMTAN3ALHMA IOPaaH
ecTabiIHa CTEHOKAPANS 116 (1,6) 0,5 129 (1,8) 10,6 0,90 (0,70-1,16)/0,419

ICMEpT nopanu Bcakakea

NpHYMHA 547 (7,5) 12,5 537 (7,3) 2,5 1,01 (0,90-1,14)0,875
Xocnuranu3auys, nopaaH
Hctpnet{}la He0CTaTbYHOCT? 228 (3,1) (1,1 229 (3,1) [1,1 1,00 (0,83-1,20)0,983

* Yecrorara 3a 100 naumeHToronHHH e n3uncneHa karo 100 x (o6uimua 6poii naunenTy ¢ > | cubuTne
MO BPEME Ha JOIyCTHUMHA NMEPHOJ HA €KCTIO3ULMA CIIpAMO o0LIua 6poii NaLMeHTOroHHM Ha
NpociaeaqBaHe).

T B3 ocHoBa Ha moaen Ha Cox, CTpaTHOHLMPaH 10 PErHoH. 3a CHCTABHHTE KPaitHU TOYKH, p-
CTOMHOCTHTE CbOTBETCTBAT Ha TECT 38 HEHH(DEPHOPHOCT, THPCELN 4 NOKaXe, Y¢ KOePHULIMEHTHT Ha
PHCKA € Mo-MansK oT 1,3, 3a BCHUKH ApyrH KpaifHU TOUKM p-CTOWHOCTHTE ChOTBETCTBAT HA TECT 34
Pa3THKHTE B KOS(HULIMEHT HA PHCKA.

1 AHANH3BT HA XOCTIMTATH3ALMATA OPAIH ChPACYHA HEJOCTATEYHOCT € KOPMIHpaH 3a aHaMHesa 33
ChpACYHA HEAOCTATHYHOCT HA H3XOAHO HHUBO.

HenuaTpuyHa gomynalus

EBponeiickara areH1Hs no jieKkapcTBaTa 0cBoG0KAABA OT 38IL/DKEHHETO 3a NPEAOCTABAHE HA
pe3yATAaTHTE OT NPOYYBAHMUATA ¢ pepepeHTHHA SIEKAPCTBEH NPOAYKT, ChAbPiKALI
CHTar/HITHH/METHOPMHH BbB BCHYKH MOArPYIH Ha NEAHATPHUYHATA NOTYAlNs CbC 3aXapeH auaber
TN 2 (BX. To4ka 4.2 3a HH(popMaLMa OTHOCHO ynoTpeba B reMaTpusTa).

be3onmacHOCTTa K €(pHKACHOCTTA NpH [00aBAHE HA CHTAT/IMITTHH MNPH NEAHATPHYHH NALMEHTH Ha
BB3pacT ot 10 ao 17 roaunm ¢ anaber TN 2 W HealleKBaTEH MMKEMHYEH KOHTPONI Ha METOOPMHH, Che
Wi €3 HHCYJTHH, ca OLICHCHH B ABE NMPOYUYBaHHSA 3a MEPHOR oT 54 ceamuim. JloGaBsaHeTo Ha
CHTAr/THITHH (MPHIOKEH KATO CUTATTTHIITHHHMET)OPMHH WIIH CHTANIMNTHH+METQOPMHH C
yawwkeHo ocBoboxaasaHe (XR)) e cpasHeHo ¢ n06aBsiHeTO Ha Miaue6o KeM METHOPMHUH HITH
metrdopMuH XR.

Makap H Ja ce IEeMOHCTpHpa NMPeBL3XOACTBO NO OTHOUIEHHE NOHIDKaBaHeTo Ha HbA I¢ 3a
CHTarNUITHHMeThopMuH/ cutarnurTHH+MeTdopmun XR Han meTrdopMun Ha cenmuiia 20 npu
COOpHRA aHANM3 OT TE€3H ABE MPOYUBAHHSA, PE3YJITATHTE OT OTAEIHHTE MPOYYBAHHUA CA HECHBMECTHMH.
Ocpen ToBa, He ce Habmoaaea No-eHcoKa eHKACHOCT Ha
CHUTArIMOTHH+METQOPMHUH/CHTArTMITHHMeTGopMiH XR B cpaBHeHMe ¢ MeT(OPMHH Ha ceaMuLa 54.
Crnenoparensio, Mergopmaxc Kombu He Tpsa6Ba fa ce H3MoI3Ba MpH NMeAHAaTPHYHH NalHEHTH Ha
Bb3pacT oT 10 go 17 roauuu nopanu HeaocTaTbuHA eUKAcHOCT (BX. Touka 4.2 38 HHGOpMaLMA
OTHOCHO ynotpefa B neAHaTpHATS).

5.2 (DapMaKOKMHETHYHH CBOHCTBA

KombuHaima curarnuntii/mMeTdopMuH TabaeTku

IIpoyuBaHusTa 32 GHOEKBMBANIEHTHOCT NPH 3APABH JOOPOBOLIM NOKA3BAT, Ue KOMOHHHpaHHTE
TabJIETKH OT peepeHTHHA JIEKAPCTBEH MPOLYKT, ChABPHKALL CHTATTMITTHH/METOPMHH Ca
OHOCKBHBAICHTHH Ha €AHOBPEMEHHO MPHIOKEHHTE CHTArTMNTHH (ocdaT H MeTGOPMHHOB
XHAPOXJIOPHA KATO OTREIHH TaONETKH.

ClieaHHTe JaHHH NoKa3BaT HapMaKOKHHETHYIHHTE CBOHCTBA HA OT/IE/IHHTE aKTHBHI Be
Merdopmake KomGu.
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CHTATIHITTHH

Abcopbyun

Crnen nepopanHo npunosieHue Ha 103a ot 100 mg Ha 3apasu AOOpPOBONLM, CHTAITHITHH GBp30 ce
abcopbupa, ¢ nocTHraHe HA MAKCHMATHH TUIa3MEHH KOHIICHTpaunH (MeanaHa Tmax) 1 no 4 yaca cien
NpHoKEeHHeTo, cpeaHaTa miuasmMena AUC Ha curarnuntiH e 8,52 uMshr, Cmax 950 nM.
AbcomoTHaTa GMOHATHYHOCT Ha CHTATNTMITTHH € NpuGnauTenHo 87%. Thif KaTo NMPHEMAHETO Ha
CHTarTMNTHH €NHOBPEMEHHO ¢ HoraTa Ha Ma3HHHH XpaHa He MOBRNHABA PAPMAKOKHHETHKATA,
CHTArJTHNTHH MOXKE /a Ce MpUiara cx¢ Wix Ge3 xpaHa.

[lnasmenara AUC Ha CHTAarTUIITHH ce MOBHILABA MO 034 NMPONOpLHOHAJIEH HaunH. [Jo3a-
MPOMOPLUHOHATHOCT HE € YCTAHOBEHA 38 Cmax M Co4usca (Cmax ce noeMinara noseue ot no3a-
NPOTNOPUMOHATHO, 8 Chauaca C€ YBENUYARA NTO-MAIKO OT J03a-MPONOPLHMOHATHO).

Paznpedenenue

Cpensuat o6eM Ha pasnpeneneHye B CTAIIMOHAPHO CHCTOAHHE Clie €AHOKpaTHa HHTPABEHO3HO
MpriIoxkeHa 103a oT 100 mg CHTarNUITHH Ha 3ApaBH YYaCTHHIM € NpuGM3uTeaHO 198 JIATpA.
OpakupATa CHTATTTHITHH 00PATHMO CBBP3aHa ¢ IUIA3MEHHTE NpoTeHHH € HucKa (38 %).

buompancghopmayun
CHTarnHIITHH C¢ eIHMHHHPA OCHOBHO HEMPOMEHEH ¢ YPHHATA, 4 METAG0TH3MBT € BTOPOCTENEHEH
meT. Ilpubnnsurento 79 % ot cHTarnunTHH ce exckpeTHpa HENPOMEHEH B YPHHATA.

Cnen nepopanna nosa [14C]curarnummin, npubmusurenso 16 % ot pPaoHOAKTHBHOCTTA Ce
CKCKPETHpa KaTo MeTabOIMTH Ha CHTAITMITTHH. Ha HHBO Cley ca yCTaHOBEHH LecT MeTabonura,
KOHTO HE CE€ OJaKBa Aa NOTIPHHACHAT 3a 1asMeHaTa DPP-4 uHxuGuTOpHa aKTHBHOCT Ha CMTArIHITTHH.
In vitro npoy4BanysATa NOKA3BAT, Ye OCHOBHUAT €HIHM, OTTOBOPEH 3a OrpaHUYEHHA MeTabONIH3BM Ha
curarnunTiH e CYP3 A4, ¢ yyactuero u Ha CYP2CS.

In vitro JaHHWTE NOKA3BAT, Y€ CHTArJIMITTHH HE € HHXHOHTOp Ha CYP M3oensumure CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 unu 2B6, n He e HHAykTop Ha CYP3A4 u CYPIA2.

Enumunupane

Cnen npunoxenne Ha nepopansa no3a [14C)curarnumms Ha 3APABH YYaCTHHLH, MPHOTH3INTENHO
100 % ot mpunoxeHaTa palHOaKTHBHOCT Ce eJIMMHHHDa ¢ pexamnnTe (13 %) nmm ypunara (87 %) ao
©/iHa CeAMHMLA CIIC MPHIIOKEHHETO Ha o3aTa. [IpHBHAHKAT KkpaeH ti2 cien 100 mg nepopanna no3a
CUTarTMATHH € Npubiu3nTenHo 12,4 yaca. CHTArTIMITTHH ce HaTPYTIBa CAMO B MHHHMAJIHA CTENeH npH
MHOT'OKPaTHO NMpHaoxkeHue. bbOpeuHHAT knpsHC e npubausurento 350 ml/Mun.

EnMMHHHPaHETO Ha CHTATIHITHH Ce M3BbPIIBA OCHOBHO 4pes 610peyHa ekckpelms H BKIIIOYBa
aKTHBHA TyOy/iHa cekperma. CHTArIMNTHH € CyGCTpaT Ha HOBEINKH OPraHHYeH AHHOHEH TPaHCIIOpTEP
-3 (human Organic Anion Transporter-3, hOAT-3), koiiTo Moxe 61 y4acTBa B OB6peuHOTO
CTHMHHHPAHE HE CHTANTMIITHH. KiNHHUYHOTO 3HaveHne Ha hOAT-3 B TpaHcnOpTa Ha CUTATTMITTHH He
€ YCTaHOBeHO. CHTar/IMITTHH € CYOCTPAT M Ha p-TIHKONPOTEHH, KOHTO MOXe OH YUYacCTBa U B
MeIHHpaHeTO Ha OLOPEYHOTO eNHMHHHPAHE Ha CHTAMIMITTHH. B chINoTO BpeMe LIMKJIOCMIOPHH, €1HH
P-ITHKOTIPOTEHH HHXHOUTOD, HE HAMaNABa 6BOPeUHHs KIHPBHC HA CHTATTMITHH. CHTANTHITTHH He e
cyocrpar Ha OCT2 unn OAT1 wiu PEPTI1/2 TPAHCNOPTEPHTE. [n Vitro CHTArMTMNTHH HE NOTHCKA
OATS3 (IC50=160 uM) unu p-raukonporeuna (ao 250 M) MEAHUPAHHA TPAHCTIOPT B TEPANEBTHYHO
PENCBAHTHY IUIA3MEHH KOHUEHTpauuH. [Ipn KNIHHHYHO NpoyyBaHe CHTANTMITTHH HMa MTBK edexT
BbPXY IUTA3MCHHTE KOHIIEHTPALMH HA IMFOKCHH, KOETO NMOKA3BAa, Y€ CUTATTHIITHH MOXeE 4 € ¢J1ab
HHXHOHTOP Ha p-TIMKOMPOTEHH.

Xapaxmepucmuxa npu nayuenmume 2ol
DapMaKOKHHETHKATA Ha CHTATJIHITTHH € KATO LAJIO CXORHA NPH 3ADABH YYACTHHLH M NazienTu¢
auaber THI 2. / R
fj o
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bvbpevuno yspexcoane

[IpoBeneno e OTKpHTO NpOyUBAHE NPH EAHOKPATHO MPHIOKEHHE 3a OLIEHKA Ha (PapMaKOKMHETHKATA
Ha HaMaJleHa 103a CHTarMITTHH (50 mg) npu NaLKMEHTH ¢ palIHYHA CTENEH Ha XpOHHYHO 6B6peuno
yBpexJaHe B CpaBHEHHE CBC 34paBH KOHTpoaH. [IpoyusaneTo BiUIIOYBA NAaLMEHTH ¢ 6BGpeyHo
YBpCIKAAHE B /ICKa, yMEpeHa WIH TeXKa cTeneH, KakTo H nauneHTH ¢ TCBH Ha xemonuanu3a. OceeH
TOBa, edekTHTE Ha OBOPEYHO yBpEKaaHe BEPXY HapMaKOKHHETHKATA HA CHTANTMITTHH TTPH NALMEHTH
¢ auabet TN 2 ¥ 6B6pedHo yBpeaaHe B ieka, yMepeHa WIH Texka creneH (Bimountento TCEH), ca
OLICHEHM 4Ype3 MOoNy/lauHOHHU PapMakOKHHETUYHH aHATH3H.

B cpaBHeHHe Che 3apaBu KOHTPOIH, TUTasMeHaTa AUC Ha CHTArTTHITHH ce NOBHINARA NIPHOIH3HTENHO
1,2 meTH npyu naupenTH ¢ 656peuHo yBpexkaaue B ieka creneH (GFR > 60 g0 < 90 mL/mMuH) u
CLOTBETHO 1,6 ITHTH NpH NauKeHTH ¢ 6p6peuHo yBpexaaHe B ymepena crenel (GFR > 45 no

< 60 ml/mMun). Tbi kaTO pa3mMepsbT HA MOBHILEHHETO HE € KITMHMYHO 3HAYHM, HE C€ HAJIara
KOpUrHpaHe Ha n03aTa [PpU TE€3H NalHEeHTH.

[nasmenata AUC Ha CHTArNUNTHH ce NOBHIIABA NPUOIHIMTENHO 2 ITTH NPH NAIHEHTH ¢ 6BOPEUHO
yBpexxnane B yMepeHa cteneH (GFR 2> 30 o < 45 ml/MuH) v npubnusnTenso 4 mbTH NpY MaLHEHTH ¢
6B0peuHo yBpexcaane B Texka creneH (GFR < 30 ml/mun), BritourTenso naunent ¢ ESRD
Haxemoauanu3sa. CHTArIMITTHH C€ OTCTPaHABA yMepeHo npu xemoananusa (13,5 % 3a 3- no 4-yacosa
XEMOAHANIW3HA CECHA 3anoyBailia 4 vaca clie]l NPHIOKEHHETO).

Yepnoopobno yapexcoane

He e neobxonuMa KOpeKLHs Ha 103aTa CUTArTHITTHH TPH MALMEHTH C JIEKO HIIH yMEPeHO
4epHoApoOHO yBpexaaHe (ckop no Child-Pugh < 9). Hama KknHHHYeH ONHT NPH NALMEHTH ¢ TEXKO
4epHOApoOHO yBpexnaHe (cxop no Child-Pugh > 9). B cwinoro BpeMe, Thii KaTO CHTAIIMITTHH Ce
€JIHMHHHMpPa OCHOBHO Hpe3 Ob0pelnTe, He Ce OYaKBa TEXKOTO HEpHOAPOOHO yBpeXaaHe na NOBIHIE
BbPXY (papMaKOKHHETHKATA HA CHTArJIUITTHH.

Cmapuecka ev3pacm

He ce Hanara kopekums Ha 103aTa B 3aBHCHMOCT OT Bb3pacTTa. Bn3 ocHOBa Ha nonynanmoHes
thapMakOKMHETHYEH aHANTH3 Ha JaHHH OT Maza | u Paza 1, Bp3pacTTa He OKa3Ba KIIHHIMYHO 3HAYHM
ehekT BBEPXy PapMakOKHHETHKATA HA CHTATTMITHH. YYaCTHHLIMTE B CTapyecKa BB3pacT (65 1o 80
rOAMHH) HMAT NPUONHIKUTENHO 19 % NMO-BHCOKH UTa3MEHH KOHLIEHTPALIMH HAa CHTATIIMITTHH B
CpPaBHEHHE C NMO-MNIaaH YYACTHHLIH.

Heouampuuna nonynayus

({apMaKkOKHHETHKATa Ha CHTATTIMIITHH (eAMHHYHA A03a 50 mg, 100 mg win 200 mg) e uscneqsana
NpH NeJUaTPHYHK NaUMeHTH (Ha Bb3pacT oT 10 no 17 roaunu) ¢ auaber Tun 2. Mpy Tasu nomynauus,
AUC Ha CHTarIMOITHH B UIa3MAaTa, KOPHrHPaHa CIPAMO A03aTa, € NpubaHanTenHo 18 % no-Hucka
OTKOJIKOTO NPH BB3PACTHH NaUMEHTH ¢ AWabeT Tun 2 npu xo3a 100 mg. He ca nposexxaanu
NPOY4BAHHA CBC CHTANIMIITHH NPH NEAHATPHYHH NALMEHTH Ha Bb3pacT < 10 roaMHu.

Hpyeu xapaxmepucmuxu na nayuenmume

He ce Hanara KopekLHs Ha /103aTa B 3aBUCHMOCT OT TOJI, PACa WIH HHAEKC Ha TeJIeCHa Maca (BM1).
Te3n xapakTepUCTHKH HAMAT KIIMHHYHO 3HAYHMM eeKT BbpXY (JapMaKOKHHETHKATA HA CHTArNHITTHH
cnopea KOMOHHHpaHUS aHATK3 Ha (papMaKOKHHETHYHUTe AaHnK oT Pasa | H nonynaumoHeH
¢papMakOKHHETHYEH aHaNu3 Ha JaHHM oT ®aza | u Daza Il.

MetdopmMnn
Abcopbyua

Cnea nepopansa n103a MerpopmuH, Tmax ce noctura ao 2,5 uaca. AGComoTHaTa GHOHAUTHYHOCT Ha
Tabnerka Merdgopmun 500 mg e npubausnrento 50-60 % npu 3apaBu yuactHuuu. Cne

Ao3a, HeabcopbupanaTa (ppakums, OTKpHTa BBB Pekanuure e 20-30 %.

Cnen nepopaneH npuem, abcopOumsta Ha MeTOPMHH € HACHINAILA CE H HEITbJIHA.
(hapmMaxoknHeTHKaTa Ha aGcopOumaTa Ha MeTQOPMHH ¢ HestnHelHa. [Ipu o6uuaiin
H JO30BH CXEMH, TLTA3MEHHTE KOHLICHTPaLWH NPH CTAIIHOHAPHO CHCTOSHHUE Ce 1
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24-48 yaca ¥ KaTo 110 ca No-HUCKH 0T 1 pg/ml. [Ipu KOHTPOIHUpPAHHM KNTMHHYHH MpOYYBaHuA,
MaKCHMAHUTE M1a3MEHH KOHLUEHTpaluiy Ha MergopMuH (Cmax) He npeBHILaBar 5 pug/ml, gopH npu
MaKCHMAJTHH A03H.

XpaHaTa HaManABa crenenTa M c1abo 3a6apa aGeopOumsTa Ha MeTdhopmuH. Clie NPHAOKEHHE Ha
nosa ot 850 mg, ce Habmoznana 40 % nmo-HKCKka MAKCHMANTHA M1a3MEHA KOHLIEHTpaim4, 25 %
HamaneHue Ha AUC u yapimkaeaHe ¢ 35 min Ha BpeMeTo 0 JOCTHIAHE Ha MAKCHMAITHA fU1a3MeHa
KOHUEHTpaluA., KIHHHYHATA 3HAYHMOCT Ha TOBA MOHIDKABAHE HE € W3BECTHA.

Paznpedenenue

CBBP3BAHETO C IIA3MEHHUTE NIPOTEHHH € HE3HAUMTENHO. MeTdopMHH ce pasnpenens B EPHTPOLIUTHTE.
KpbBHUMAT NMK € MO-HHCHK OT IU1A3MEHHS MUK M Ce NOABABA MPHOIH3UTENHO MO CHLIOTO BpeME.
YUepBeHUTe KPBBHH KIIETKH Haii-BEPOATHO NMPEACTABIABAT BTOPHYEH KOMIIAapTHMEHT Ha
paanpenencHue. Cpeaunar Vd sapupa mexay 63 - 276 1.

buompanchopmayun
MeTdopMHH ce ekcKkpeTHpa HempoMeHeH B ypunara. [Ipu xopara He ca ycTaHOBEHH MeTaGoIHUTH.

Enumunupane

b1OpeuHHAT KnHpLHC Ha MeThopMHH € > 400 ml/MuH, KoeTo noka3Ba, Ye METhOPMHH ce eJIUMMHUHHpA
4pe3 riaoMepyHa gpuntpaums u TyGyaHa cekpeund. Clien nepopanta 103a, NPUBHAHHAT TEPMHHAIEH
CIIMMHHALHOHEH MOTYXKHBOT € NpHOm3nTenHo 6,5 h. Koraro 656peunara ¢ynkis e yBpencHa,
6BOpeunns KTHPBHC ce HaMaNABa B CHOTBETCTBHE C TO3M HA KPEATHHHHA M C/1E0BATEHO
C/TMMHHALHOHHHAT NOJTY’KHBOT C€ yIb/DKaBa, KOETO BOAH A0 MOBHLICHN HMBA HA MET(GOPMHUH B
[lasMara.

5.3 Ilpeaxnnura4HH AaHEH 33 GezomacHocT

He ca npoBexaany npoy4BaHHsA BLPXY )KHBOTHH ¢ KOMOHHHpaHHTe TabneTkH
CHTarJIMNTHH/MET(hOPMHH.

Ipn 16-cenmuunu Mpoy4YBaHUs, B KOHTO Ky“€Ta Ca TPETHPAHH HITH ¢ METGOPMHH CAMOCTOSTENIHO WITH
¢ KOMOHHaIms oT MeThOPMHH U CHTAMIMITTHH, He € HAbMI0AaBaHa NOITLTHUTEIHA TOKCHYHOCT OT
koMOuHatmsita. NOEL B Te3n npoy4saHHs ce HaGi0aBa NPH €KCIIO3HLMA HA CHTATTHITTHH
NPHOJIH3UTEINHO 6 ITHTH NO-BHCOKA OT TA3H NPH XOPa ¥ NMPH EKCNO3ULHSA HA METGOPMHH
MPHONH3UTENTHO 2,5 ITHTH NO-BKCOKA OT TA3H NPH XOpa.

CnenHHTE AaHHH Ca HAXO/KH [IPU MPOYUBAHHA MPOBEIEHH ChC CHTArTWITHH WIH MeTGOPMHH
CaAMOCTOATEJTHO.

CHMTArIMITTHH
bbOpeuna H yepHOIpoOHa TOKCHYHOCT ce HabMoxaBa MpH rPpU3auH NMPH CTOHHOCTH HA CHCTEMHA
€KCTIO3HLHA 58 ITBTH NO-BUCOKH OT HMBOTO HA KCMO3HLIMATA [IPH XOpa, 8 HUBOTO 6¢3 edexT e
ONpeAeNeHo Ha 19 MbTH NMO-BHCOKO OT TOBA MPH XOpa. AHOMAJIUM Ha Pe3LMTe ce HaGMOoAaBaT npH
ILTEXOBE MPH HHBA HA €KCNO3HUMUA 67 MBTH M0-BHCOKH OT HUBOTO Ha K/IHHHYHA EKCIIO3HLMA, HUBOTO,
6e3 edexT NpH Ta3H Haxoaxa € 58 MbTH NMO-BUCOKO, CHINIACHO Pe3yATATHTE OT |4-CeaMHYHO
MpOYYBaHE MPH ILTHXOBE. 3HAYEHHETO HA TEIH HAXOJKH MPH XOpa He ¢ H3BeCTHO, TpaHsHTOpHY,
CBBP3AHH C JIEYEHHETO PU3HYECKH NPOABH, HAKOH OT KOUTO MPEANIONIAraT HAIHYHETO Ha
HEBPOJIOIMYHA TOKCHYHOCT, KaTO NHIIIAHE C OTBOPEHA YCTA, CATMBALIMA, eME3HC Ha Osia naHa,
aTaKCHfl, TPETiepeHe, HaMaJIeHa aKTHBHOCT WHH M3rbpOena nosa ce HabnmoaaBaT npy Kydera npH
HHMBA Ha €KCNO3HLKMA NPHONH3ATENHO 23 MbTH NO-BHCOKH OT HUBOTO Ha KJIMHUMHA €KCIO3H

BHCOKA OT HHBOTO H& KJIHHHYHAa CKCITO3HIIUA.
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CHTarJHnNTHH HE NOKA3Ba FT€EHOTOKCHYHOCT B X014 Ha NMPEeaISIMHHYHH Npoy4YBaHus. CUTarMITHH He e
KaHIIEPOreHEeH NpU MUIIKHU. [Ipr nabXxoBe HMa NOBHIIEHA Y€CTOTA HA YePHOAPOOHH aNEHOMH H
KapUHHOMH [TPH HHBA HA CHCTEMHA €KCIO3HLMA 58 IILTH MO-BHCOKH OT TE3H NpH Xopa. Thii Kato e
YCTAHOBEHO, Y€ XEMATOTOKCHYHOCTTA KOPEIHpa ¢ HHAYUHPAHETO HAa YepHOAPOOHA HEOIasua npu
IUTLXOBE, Ta3sH NOBHILIEHA YECTOTA Ha YEPHOAPOOHH TYMOPH NPH ILTBXOBETE € BEpOSTHO BTOPHYHA,
BCIICACTBHE HA XPOHHYHA XENaTOTOKCHYHOCT MNpH Ta3u Brcoka A03a. [lopaau BrcoKaTa rpaHMLa Ha
6ezonacnoct (19-meTH No-BHUCoOKa NMpH TOBa HUBO 6e3 edeKT), TE3N HEOIIACTHYHH NPOMEHH HE Ce
CUMTAT PEJICBAHTHH 3a XOpa.

He ca HabmonaBaHH CBLP3aHH C JIEYEHHETO e(PeKTH BbPXY (PEPTHIIHTETA TIPH MBXKKH H HKEHCKH
UTbXOBE NOJYYHITH CHTArTUITTHH NPEeIH M NO BpeMe Ha YHPTOCBAHE.

[1pu npoyuBane BbLpXy npe-/MOCTHATAIHOTO Pa3BUTHE HA TUTBXOBE CHTATTHIITHH He MOKa3Ba
HeXXE/IaHH peakiiny.

[IpoyuBaHHsTa BEPXY peNnpOAyKTHBHATA TOKCHMHOCT NMOKA3BAT HAJIMMHETO HA CBBP3aHA C JIEUEHHETO,
JIEKO YBEJIHYEHA YeCTOTa Ha MandopMaurH Ha peOpaTa Ha deTyca (JIANCBALLM, XHIOTUTACTHYHH H
IUIaBally pedpa) NpH NOKOJCHUETO HA IUTBXOBE MMPH HHBA HA CHCTEMHA €KCIIO3HLMA MoBeye OT 29
ITHTH MO-BHCOKH OT T€3H MPH Xopa. TOKCHYHOCT Ha MalikaTa ce HabmoaaBa npu 3aiily Npu HKUBa
rnopeye OT 29 MbTH NO-BHCOKM OT HHBATA HA €KCMO3HLMA NpK xopa. [Tlopaau BHCOKaTa rpaHiLia Ha
Ge30MacHOCT, Te3H HAXOAKH He MPEANOoNaraT ChlICCTBYBAHETO HAa CHOTBETEH PHUCK 34
penpOAYKTHBHOCTTA MTPH Xopa. CHTArTTUITHH CE CEKPETHPA B 3HAYHUMH KOJIHYECTBA B MIAKOTO Ha
JIAKTHpALUH ILTBXOBE (OTHOILIEHHE KbpMa/uiasma: 4:1).

MerdopMHH

[IpeaxnuHUYHHTE JaHHH 38 MeTPOPMHUH HE pa3KpHBAT 0COOEH PHCK 3a XopaTa Ha 6a3aTa Ha
KOHBEHL{HOHAJIHH (apMaKOJIOTHYHH NPOYYBAHHSA 3a 0€30MacHOCT, TOKCHYHOCT ITPH MHIOKPATHO
MPpHIAraHe, reHOTOKCHYHOCT, KApUHHOINCHEH NOTEHLMAN, peNpOAYKTUBHA TOKCHYHOCT.

6. GOAPMAILEBTHYHM JAHHH

6.1 Cnucbk HA MOMOIMHBHTE BELIECTBAR

Anpo Ha Tabnerkara

MHUKpOKpHCTAIHA LIETY03a

[Tosuaon K29/32

Harpues naypuncyndar

Marneanes cteapat (Ph.Eur.) [Ha pacturenna ocHoBa] (E470b)

OunMoBo nokpurue Ha Tabnerkara o1 S0 mg/850 mg

Maxporon (PEG) noaneurunos ankoxon, npucaaeH cenonumep (E1209)

Tanx (E553b)

Twranos anokcua (E171)

['Muepun MOHO- H NIHKaNpPHIOKAIIPAT, FAMLIEPOIOB MOHoKanpwiokanpart tun 1 (E471)
YacTHYHO XHIOPONU3HpaH NMOMUBHHUNOB ankoxon (E1203)

YepaeH xkeneszeH okcna (E172)

dunMopo nokpHTHe Ha tabnerkara or 50 mg/1000 mg
Maxporon (PEG) nonusuHKnOB ankoxon, npHcaaeH cenonumep (E1209)

Tank (E553b)

TuranoB auoxcua (E171)

YepseH xeneszeH oxkeun (E172)

[ nMuiepyun MOHO- H AMKANPHIOKAIIPAT, MTHUEPONOB MOHOKAIIpHIoKanpaT THN 1 (
YacTHYHO XHUAPONH3UpaH noau{suHunos) ankoxon (E1203)

Yepen xenesed okcua (E172)
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6.2 HecnBMeCTEMOCTH

Henpuwnoxumo

6.3 Cpox aa rognocr

2 rOAUHH

6.4 CpoeunaJHH YCJIOBHS HA ChXpPaHeHHe
Jla ce cpxpanasa noa 30°C.

6.5 Buau cbabpkanHe HA ONAKOBKATA

PVC-PVDC /AnymuHuesu Snuctepu
Onaxoexku no 14, 28, 30, 56, 60, 98, 112, 196 dunmupanu TabaeTku.

HDPE 6yTinkH, chabpxallyd KOHTEHHEP ChC CYIIMTEN CHIMKATEN B KAMayeTo.
OnaxkoskH no 196 ¢puaMupany TabneTku.

He BcHukM BHACBE ONMAKOBKKM Morar jJa 6bJat mycHaTH Ha nasapa.
6.6 CoensaJHH NpeaNa3HH MEPKH NPH HIXBLP/ASHE H paboTa

Hen3non3paHHAT NEKAPCTBEH NPOAYKT WIH OTNIAABYHHTE MATEPHAIIH OT Hero TpAGBa Aa ce H3XBLPAST
B CbOTBETCTBHE C MECTHHTE H3HCKBaHHA.

7. IIPHTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Tera ®apma EAJ]

ya. . Jliob6a Benuukosa“ Ne 9, rp. Codma 1407

bounrapus

8. HOMEP(A) HA PAZPEINEHHETO 3A YIIOTPEBA

Mer¢dopmake Kombn 50 mg/850 mg punmupanu tabnerxu — per. Ne 20220119

Metdopmaxc Kom6u 50 mg/1 000 mg ¢punmupanu taGnetku — per. Ne 20220120

9. JATA HA ITBbPBO PASPEIIABAHE/TIOJAHOBSABAHE HA PABPEIIEHHUETO 3A
YIIOTPEBA

Hata Ha mepBO paspewapane: 12.04.2022

10. JXATA HA AKTYAJIH3HPAHE HA TEKCTA

20.03.2025 T 0
oo s N
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