NPUJIOKEHHUE 1

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUSA ITPOAYKT
Velmetia 50 mg/850 mg ¢punmupanu tadbiaeTku
Velmetia 50 mg/1 000 mg punMupanu TadbiaeTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Velmetia 50 mg/850 mg dunmupanu TabieTku

Bcesika Tabnerka cbappika cutarmunTuH Gochar MOHOXUAPAT, EKBUBAJICHTEH Ha 50 mg CUTarIMnTHH
(sitagliptin), 1 850 mg merdopmuno xunpoxnopua (metformin hydrochloride).

Velmetia 50 mg/1 000 mg dhuaMupaHu TadIeTKH
Bcesika Tabnerka chibpika CUTAarmUNTHH (pochaT MOHOXHIPAT, eKBUBaJICHTEH Ha 50 mg CUTATIUIITHH
(sitagliptin), m 1 000 mg meTdhopmuHOB XUApOoXIOpH (metformin hydrochloride).

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEI[ECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana TadbeTka (TabieTka)
Velmetia 50 mg/850 mg punmupanu Tabnerku

PozoBa punmupana Tabierka ¢ popma Ha Karcyna, ¢ BITbOHATO penedHo o3HaueHne “515” oT
eJIHaTa CTpaHa.

Velmetia 50 mg/1 000 mg ¢punmMupanu TabneTku
Uepsena ¢rmvupana TabieTka ¢ hopma Ha Karcyma, ¢ BITbOHATO penedHo o3HaueHue “577” ot
eJlHaTa CTpaHa.

4. K/IMHWUYHU JAHHU
4.1 TepaneBTUYHU MOKA3ZAHUS
[Ipu BB3pacTHM MALIMEHTH ChC 3axXapeH JuadeT THII 2:

Velmetia e moka3aH KaTo JONBIHEHNE KbM JHETa M YIPAXKHEHNS 32 TOJOOPSIBAHE HA TIIMKEMIIHUS
KOHTPOJI IIPH MAIMEHTH, IPU KOUTO HE € MOCTUTHAT 33JJOBOJIUTEICH KOHTPOII C MAaKCUMAaTHATA
MOHOCHMA 3a TAX J103a MET(HOPMHUH CAMOCTOSATEIIHO UM KOUTO BEYE Ce JIEKyBaT ¢ KOMOMHAITUS OT
CUTArJIUITAH U MET(HOPMHUH.

Velmetia e moka3aH B KOMOWHAINS ChC CYJI(OHIITYPEUHH TPOU3BOTHH (T.€. TPOHHO KOMOUHUPAHO
JIeYCHHUE) KaTo JOMBbJIHEHUE KbM JUETa U YIIPAKHEHUS NIPU MAIMEHTH, IPU KOUTO HE € MIOCTUTHAT
3aJJ0BOJINTEIIEH KOHTPOJI C MAKCHMAaTHaTa IOHOCHMA 32 TAX 71032 MeTHOpMHH U CyI(OHUITYpesl.

Velmetia moka3aH KaTo TpOHHO KOMOWHHPAHO JICUSHHE C IEPOKCH30MEH MPoJuQepaTop-aKTHBHPaH
pentenitop rama (PPARY) arorucT (T.€. THa30IUANHANOH) KATO JOMBIHEHUE KbM JIUETA U YIIPAXKHEHUS
IpY TIALMEHTH, IPU KOUTO HE € TIOCTUI'HAT 3a{0BOJIUTENICH KOHTPOJI ¢ MaKCHUMaIHaTa IOHOCHMa 3a
TsX 103a MmetdopmuH U PPARYy aronucr.

Velmetia cbI10 € TOKa3aH KaTo J00aBKa KbM HHCYJIVH (T.€. TPOMHO KOMOWHHUPAHO JieUeHHe) KaTo
JOMN'BJIHCHUC KbM AUCTAaTa U YIIPAXKHCHHATA 3a HOI[O6pHBaHeTO Ha TNIMKEMUWYHHWA KOHTPOJI IpU
NalUEeHTH, KOraTo MIOCTOSIHHATA /1032 HAa MHCYJIMH U MET(OPMUH CaMOCTOSTEITHO HE OCUTYpsIBa
a/IeKBaTeH INIMKEMHYEH KOHTPOJL.



4.2 I[osnpomca U HAYUH HA IIPUJIOKCHUE

ﬂosnpom(a

Jlo3upoBKaTa Ha aHTHXUTIEPTIUKEMUIHOTO JiedueHre ¢ Velmetia TpsiOBa ga Ob/ie HHIUBUIYyTH3HpaHA
Ha 0a3aTa Ha HACTOSIIMS PESKUM Ha MalueHTa, e)EeKTUBHOCTTA U TOJIEPAHTHOCTTA, KATO HE Ce
MPEBUIIABAT MaKCUMalTHaTa IPeropbhuBaHa JHEBHA 1032 oT 100 mg cuTarmunTHH.

Buv3pacmuu c nopmanna 6vopeuna gpynxkyusa (GFR> 90 ml/mun)

[pu manueHTy, Npyu KOUTO HE € TOCTHIHAT 33/JI0BOJIMTENICH KOHTPOJI ¢ MaKCHMAaITHATa MOHOCKHMA J1032
MeT(HOPMUH KaTO MOHOTEpAIHS

[Ipu manueHTH, MpU KOUTO HE € IIOCTUTHAT 33JIOBOJUTENIEH KOHTPOJ C MET(POPMHUH CaMOCTOSITEITHO,
oOnyaifHaTa HayaJiHa 1033 TPsIOBa Ja JOCTaBH J103a CUTATJIMITHH B J103a 50 mg 1Ba IbTH JHEBHO
(100 mg ob1ia JHEBHA 103a) ILTIOC J103aTa MET(QOPMHUH, KOSTO BeUe € MpHeMaHa.

Ilpy nanyeHTH, KOUTO NPEMHUHABAT OT €AHOBPEMEHHO MPUJIAraHe Ha CUTATIUITHH U MeT)OPMUH
[Tpu nanueHTH, KOUTO MPEMHUHABAT OT €AHOBPEMEHHO TIPHIIaraHe Ha CUTArJIUITHH U MET(HOPMHH,
nedenneTo ¢ Velmetia TpsiOBa J1a ce 3am04He € J03aTa CUTATIUITHH U METQPOPMHUH, KOSITO Beye €

npHeMaHa.

[Ipu manmeHTy, Py KOUTO HE € TIOCTUTHAT 33JIOBOJINTENICH KOHTPOJ C JBOWHO KOMOWHHUPAHO JeUeHHUE
C MaKcuMaJlHaTa MOHOCUMa J103a MeTOPMHUH U cyiidoHmIypes

Jlo3arta TpsiOBa ;a 1OCTaBU CUTATJUIITHH B 103a 50 mg aBa metH qHeBHO (100 mg obmia qHeBHA 1032)
u 103a MeTGOopMuH, T0JJOOHA Ha J103aTa, KOSTO Beue ¢ nmpruemana. Korato Velmetia ce u3non3sa B
KOMOWHAIUs ChC cyOHMITYpes, MOXKE Jla Ce HaJ0XKU yroTpedara Ha O-HICKa 1032 cyJih OHUITy e,
3a J1a ce HaMaJIM PUCKBT OT XUIOTJIMKEMUS (BXK. ToUka 4.4).

[Ipy manuMeHTH, IPU KOUTO HE € MOCTUTHAT 3a0BOJIMTENIEH KOHTPOJ ¢ ABOHHO KOMOMHHMPAHO JICUCHHE
¢ MaKCHMMaJIHATa MOHOcuMa j1o3a MeThopMud U PPARy aronuct

Jlo3ara TpsiOBa j1a JOCTaBU CUTATJUNTHH B 7032 50 mg nBa bt qHeBHO (100 mg o01a JHeBHa J103a)
1 103a MeTGopMUH, T0I00HA Ha 103aTa, KOATO BeUe € IpreMaHa.

[Ipu manuenTy, Ipyu KOUTO HE € IOCTHIHAT 33I0BOJUTENIEH KOHTPOJI C IBOWHO KOMOMHUPAHO JICYEHUE
C MHCYJMH U MaKCUMaJTHATa MOHOCKHMA J103a MeTGOpMUH

Jlo3arta TpsiOBa ;ma JOCTaBM CUTATJUIITHH B A03a 50 mg aBa metH qHeBHO (100 mg obma qHeBHA 1032)
U 103a MeTQOpMUH, T0JJ0OOHA Ha J03aTa, KOATO Beue e npuemana. Korato Velmetia ce u3nonsea B
KOMOWHAIIMS C MHCYJIMH, HUCKATa JI03a MHCYJIMH MOJKE JIa € He00X0[uMa 3a peyllupaHe Ha PpUcKa OT
XUTIOTTIUKeMHUs (BXK. Touka 4.4).

3a paznuuHuTe 103U MeThopMuH, Velmetia ce mpeanara B KOHIEHTparus o 50 mg CUTarTuNTHH U
850 mg meTpopmurOB Xuapoximopua win 1 000 mg MeTHopMUHOB XUAPOXITOPH].

Bceuuky narpieHTH TpsAOBa J1a IpOabJDKAT IMperopbuaHaTa UM JIMeTa ¢ aJeKBaTHO paslpeIeieHue Ha
npueMa Ha BBIJIEXUIPATH MIPE3 JICHS.

CrenmanHy nomyJaiuu

bvopeuno yepesicoane

He ce nanara kopekuus Ha go3aTa IIpH HaLKMEHTH C JeKo ObOpeuHo yBpexkaaHe (CKOpOoCT Ha
romepynHa ¢unrpanus [GFR] > 60 ml/mun). [lpeau 3amousane Ha Ie4eHUE C IPOIYKTH,
chIbpkanm MeTGopMuH, TpsOBa ia ce Hanpasu onleHKa Ha GFR croifHOCcTHUTE, a cile/] TOBa - TOHE
BEAHBK TOAUIIHO. [Ipy manuenTy ¢ mOBHUILEH PUCK OT MO-HATATHUIHO MPOrpecupaHe Ha OBOpeUHO
YBpEeXJaHE U NIPH NAllMEeHTH B CTapyecKa Bb3pacT TpsiOBa I10-4eCTO Ja Ce MPaBU OLIEHKA Ha
O0bOpeuHaTa (QyHKIUS, HAPUMED Ha Bceku 3-6 Mecena.

3a npeAnoYnTaHe € MaKCHMATHATA JJHEBHA /1032 MeT(QOpMUH Ja ObJie pasjielieHa Ha 2-3 JHEBHU JIO3H.
®daxTopH, KOWTO MOTAT J]a YBEITHMYAT PUCKa OT JIaKTaTHA anuo03a (BXK. Touka 4.4), TpsOBa ga Obp1aT
npepasriie/ianu, Ipeu a ce OOMHUCIIY 3alI0YBAHETO Ha JICUCHUE ¢ MET(HOPMHUH TP TAIIUECHTH C
GFR< 60 ml/Mum.



Axo He e JOCTBhIIHA JO30Ba (bopMa Ha Velmetia ¢ aJICKBATHO KOJIMYECCTBO HAa aKTHMBHOTO BCIICCTBO,
BMECTO KOM6I/IHaHI/I$I C (bHKCPIpaHI/I J03H1 Tpﬂ6Ba Ja C€ MU3I10JI3BaT OTACIHUTC MOHOKOMIIOHCHTH.

GFR ml/mun Metdopmun CuTarJaunTuH
60-89 Maxcumannama onesna 003a e Maxcumannama onesna 0o3a e
3 000 mg. 100 mg.

Mooice oa ce odmucau nonudxicasarne Ha
0o3ama 6v8 8pb3KA ¢ HAMATABAHEMO HA

Ovbpeunama pyuxyusi.
45-59 Maxcumannama OxesHa 003a e Maxcumannama onesHna 003a e
2 000 mg. 100 mg.

Hauannama oosza e naii-mnozo
NOJIOSUHAMA OM MAKCUMATHAMA 003d.

30-44 Maxcumannama ounesna 0o3a e Maxcumannama ouneena 003a e
1 000 mg. 50 mg.

Hauannama oosza e naii-mnoeo
NONOBUHAMA OM MAKCUMAIHAMA 003d.

<30 Memgopmur e npomusonokasan. Maxcumannama onesna 003a e
25 mg.

YeprodpobHo yepesicoare
Velmetia He TpsOBa 1a ce U3IMONI3BA IIPH MMAIMEHTH ¢ YepHOAPOOHO yBpexaaHe (BXK. ToUka 5.2).

Cmapuecka év3pacm

Tbii KaTO MET(HOPMHH M CUTATTIMITHH Ce eKCKpeTHpar upe3 0b0penure, Velmetia TpsaoBa na ce
W3M0JI3Ba ¢ TIOBUIIEHO BHUMAaHUE MPY HaIlpeBaHe Ha Bh3pactTa. HeoOXxoauMo e MOHUTOpUpaHe Ha
0b0OpeuHaTa (QyHKIHUS, 32 ]a ce MOJIIOMOTHE MPEANa3BaHeTO OT CBbp3aHaTa ¢ MET(OPMUH JIaKTaTHA
anuI03a, Hali-Beue B cTapyecka Bb3pacT (BK. Touku 4.3 u 4.4).

Ileduampuuna nonynayus

Velmetia He Tps0Ba Aa ce W3I03Ba PH Jelia ¥ FOHOIIM Ha Bb3pacT oT 10 10 17 rogunu nopaau
HEJ0CTaThYHa epUKACHOCT. HammaHuTe moHacTosIeM JaHH| ca ONMCaHy B Touku 4.8, 5.1 1 5.2.
Velmetia He e mpoy4BaH Mpu MeANATPUIHN MAIMEHTH Ha Bh3pacT nof 10 ronuHu.

Haunn Ha npuinoxenue
Velemtia TpsiOBa 1a ce mpueMa JiBa ITbTH JHEBHO ¢ XpaHa 32 HaMaJIsiBaHE Ha HEKEJIAaHUTE PEaKIHA OT
CTpaHa Ha CTOMAIITHO-YPEBHUS TPAKT, CBBP3aHU C MET(QOPMHUH.

4.3 IIporuBonoka3zaHus
Velmetia e mpoTUBOINIOKa3aH Mpy NAlMEHTH ChC:

- CBPBXYYBCTBUTEITHOCT KbM aKTHBHHTE BEIIECTBA WIIA KbM HIKOE OT MTOMOIIIHUTE BEIECTRA,
n30poeHu B Touka 6.1 (Bx. Touku 4.4 u 4.8);
- BCEKH THUII OCTpa METa0OJIUTHA aIfu103a (KaTo JIaKTaTHA alu03a, JHa0eTHa KeToalu103a);
- nrabeTHa MpeKoMa;
- Texka 6b0peuna HepocTaThIHOCT (GFR< 30 ml/mun) (BX. Touka 4.4);
- OCTpPH ChCTOSHUSI C BB3MOXKHOCT J1a HI3MEHAT ObOpeuHaTa (yHKIIHUS KaTo:
- JIeXAIpaTaIs,
- TEXKHU MH(PEKIHH,
- HIOK,
- BBTPECHA0BO NPHIIOKEHUE HAa HOMpPaHN KOHTPACTHHU BellecTBa (BXK. Touka 4.4);
- 0CTPO MJIM XPOHUYHO 3a00JIABaHe, KOETO MOJKE JIa MPUYMHU XUTIOKCHUSI Ha THhKaHWUTE KaTo:
- Chp/ICYHA WK peCIINPaTOPHA HEJIOCTATHYHOCT,
- CKOPOLICH MUOKapJeH UH(APKT,




- II0K;
- YEPHOAPOOHO YBPEKIAHE;

- 0CTpa ATKOXOJTHA WHTOKCHKAIUS, ATKOXOJIH3bM;
- KbpPMEHE.

4.4 CrnenuajHu NpexynpexIeHus U NpeanazHd MepKH NpH ynorpeda

O6mu
Velmetia He TpsiOBa Ja ce U3MO3BA MPH MAIMEHTH ¢ TUadeT TUI | 1 He TpsOBa Jja CH U3I0JI3Ba 32

JICYCHHUEC Ha ,Z[I/Ia6CTHa KE€Toanmuao3a.

OcCThp MaHKpPEATUT

VYnotpebara Ha DPP-4 unxuburopu e cBbp3aHa ¢ pUCK OT Pa3BUTHE HA OCTHP MaHKPEATHT.
[NanuenTure TpsiOBa A2 6bIAT UHPOPMUPAHH 3a XapaKTEPHUSI CHMIITOM Ha OCTBHD NAHKPEAaTHT:
nepcucThpalia, MHOTO CHITHA KopeMHa Oonka. Ciiesr mpekpaTsiBaHe Ha CHTANIMIITHH ce Habronasa
OTIIYMsIBAaHE HA MTAHKPeaTHTa (ChC WITH 0e3 MOIbPIKAIIO JICUCHHE), HO B MHOTO PEJIKH CITydYau €
CHOOIIaBaHO 32 HEKPOTU3UPAIL WIIM XeMOPAarnieH MaHKpeaTuT W/ WiIN CMBPT. AKO HMa CbMHEHUS 32
MaHKpeaTHuT, TPsAOBa Ja ce MpeKkpaTH nmprueMa Ha Velmetia v IpyTu MOTSHITMAIHO TIOA03UPAHH
JIEKapCTBEHU MPOAYKTH; aK0 Ce MOTBHPIM OCTHD MaHKpeaTuT, MprueMbT Ha Velmetia He TpsOBa 1a ce
Bb300HOBsBa. HeoOxoarMo e moBHIIEHO BHUMAaHHUE TP MAEHTH ¢ aHaMHe3a 33 TaHKPEeaTuT.

JlakTaTHa anuao3a
JlakTaTHaTa anm103a, MHOTO PSJIKO, HO CEPUO3HO META0OIUTHO YCIOKHEHUE, HAli-4eCTO HACThIIBA

NPY OCTPO BJIONIaBaHe Ha ObOpeyHaTa QyHKINs, KapAUO-PECIMPATOPHO 3a00JIsIBAHE HITH CETICHC.
HatpymBaneTo Ha MeT(hOpMUH HACTBIIBA PU OCTPO BIIOMIABaHE Ha ObOpeyHaTa GyHKITHS U
yBENMYaBa pUCKa OT JIAKTaTHA aluo3a.

B ciy4aii Ha nexuapaTanus (TEXKO MOBPBILAHE, IUApHs, TPECKa MIIM HaMaJleH [TPHeM Ha TEYHOCTH)
TpsiOBa BPEMEHHO Jia Ce CIpe MPHEeMbT Ha MET(OPMHH H € TIPETIOPHUNTEITHO JIa CE YCTAaHOBHU BPB3Ka C
MEJULUHCKH CIIELUAIIUCT.

IIpueMbT Ha JTIEKapCTBEHN TPOTYKTH, KOUTO MOTAT OCTPO J1a YBpemaT ObOpeunara GyHKIus (KaTo
aHTUXHUNepTeH3UBHU cpencTa, auypeTurtd 1 HCIIBC) tps6Ba fa ce 3amovyHe ¢ MOBUIIIEHO BHUMAaHNE
MIPH MAIUCHTH, JIEKYBaHU ¢ MeTPOpMUH. [Ipyru puckoBu (akTopH 3a JIAaKTaTHA al|103a ca
MPEKOMEPEH MPHUEM Ha aJIKOXOJI, YePHOAPOOHA HEIOCTATHYHOCT, HEJJOCTATHYHO KOHTPOJIUPAH TUalbeT,
KE€TO03a, NPOABJIKUTEIIHO IVIalyBaHC U BCAKAKBU CbCTOSAHUSA, CBbpP3aHU C XUIIOKCUA, KAKTO U
€JIHOBPEMEHHATA yroTpeba Ha JICKapCTBEHH MPOIYKTH, KOUTO MOTAT JIa MPUYHHAT JIAKTATHA alli103a
(Bx. Toukn 4.3 u 4.5).

[Manuentute w/umu OoHOTIIEAYUTE TPOBA J1a ObAAaT UH(OPMHUPAHU 33 PUCKA OT JIAKTaTHA aIk103a.
JlakTaTHaTa ay03a ce XapaKTepru3npa ¢ auI03Ha TUCITHes, KOpeMHa 00JIKa, MyCKYJTHU KpaMITH,
ACTEHUS M XUIIOTEPMHUSI, TIOCIEIBAHN OT KoMa. B cirydait Ha cbMHEHHUE 32 CUMIITOMH MAIMEHTHT
TpsiOBa Ja cIipe mpueMa Ha MeTQOpPMUH 1 He3a0aBHO J1a MOTHPCH JIeKapcKa oMo, J[HarHOCTHIHUTE
7a00paTOpHH HaXOJAKH ca TIOHKEHO KpbBHO pH (<7,35), moBUIIEHN HUBA Ha TUIA3MEHUS JIAKTAT

(>5 mmol/l) n moBuIIeHa aHMOHHA pa3INKa U ChOTHOIICHHE JaKTaT/IMPyBaT.

Bu0Opeuna dyHKIHS

IIpenu 3amouBaHe Ha JIEYCHUETO TPsIOBA 1a Ce HAampaBH OIleHKa Ha cToHOCcTUTE HAa GFR 1 pemoBHO
cien ToBa (Bk. Touka 4.2). Velmetia e nporuBonokasan npu naruentu ¢ GFR <30 ml/mun u TpsioBa
Ja ObJie BpEMEHHO CIIPSH MPH HATMYWE HA ChCTOSHHS, KOUTO IPOMEHSAT ObOpeuHaTa GyHKIHs (BXK.
Touka 4.3).

XHUIOTJIMKEMHS

[ManuenTn, nomyyaBamu Velmetia B KoMOMHAIUS ChC CYI(POHIITYpEs UM C HHCYJIMH, MOXKeE J1a ca
W3TI0KEHHU Ha PUCK OT XUroriukemus. ClieoBaTeIHo, MOXe J1a € HeoOXOAMMO HaMaslsiBaHe Ha J03aTa
Ha CyJIpOHMITypesiTa WK Ha WHCYJIMHA.



Peaknnu Ha CBPBXYYBCTBUTCIIHOCT

Hma IMOCTMApPKECTUHI'OBU CT)OGIIIGHI/IS[ 3a CCPHUO3HU PCAKIIUN HAa CBPBXYYBCTBUTCIIHOCT IIPU MallUCHTU
JICKYBaHU ChC CUTATTUNTHH. Te3u peakiuu BKIIOYBAT aHA(DUIAKCHS, aHTHOESIEM U eKCOITHATHBHU
CBhCTOSHUS HA KOXKaTa, BKIFOUUTEIIHO CHHAPOM Ha Stevens-Johnson. HauanoTo Ha Te3u peakiuu
HACThIBAT B PAMKHUTE Ha ITbPBUTE TPHU MECEIIA OT 3all0OUYBAHE HA JICUCHUETO CbC CUTArJIMIITUH, HAKOU
CJIydau HACTBIIBAT CJIC/ TbpBaTa J103a. AKO ce T003Upa PeakIys Ha CBPbXUyBCTBUTEITHOCT, IPHEMbBT
Ha Velmetia TpsiOBa a ce mpekpartu, TpsAOBa Jla Ce OICHAT APYTY NOTSHIIMATHY IPUYUHHA HA
CHOUTHETO U TPsIOBA J1a Ce Ha3HAYM aJITEPHATHBHO JicueHne Ha auabdera (BX. Touka 4.8).

Bynosen nemduronn

ITpu manmenty, npuemaiin DPP-4 uaxuOuTtopy, BKIIIOYNTETHO CUTAIMITHH, UMa IIOCTMAaPKETHHTOBH
choOIIeHNs 32 Oyno3eH meMpuron]i. AKo IMa CbMHEHUS 32 0yJI03eH MeMQUron1, IPUeMbT Ha
Velmetia Tpsi0Ba 1a ce mpeycTaHOBH.

Onepanms
Velmetia Tps6Ba 1a ce cripe 1o BpeMe Ha orieparnus Mo o0I1a, CIIHHAIHA WIN eMUAypaliHa aHeCTe3usl.

JleuenneTo Moxe Aa Obae Bb30OHOBEHO HE MO-paHo OT 48 yaca ciell onepauara i
BB300HOBSIBAHETO HA XPAaHEHETO MPe3 YCTa, U MPH YCIOBUE ue ObOpedHaTa GyHKINA € OlleHeHa
OTHOBO M € YCTaHOBEHO, 4e ¢ CTaOWITHA.

[punoxeHne Ha HOAWPaHU KOHTPACTHHU BEIIECTBA

BrTpechnoBoTo MpHiIoKeHHe Ha HOAMPaHU KOHTPACTHH BENIECTBA MOXKeE J1a IOBEJIE 10
KOHTpacT-uHAyLHpaHa HedponaTus, BoAena 10 HaTPyIBaHETO Ha MET(HOPMHUH U MOBHUILEH PHCK OT
JaKTaTHa anuao3a. Velmetia TpssOBa J1a ce cIipe Impeiu Wi 1o BpeMe Ha mpolieypara 3a oopa3Ha
JMATHOCTHKA U He TpsiOBa Ja ce BH300HOBsIBA /10 Hal-Malko 48 Jaca ciiesi TOBa, IPU yCIIOBHE Ye
0b0peyHaTa QyHKIUS € OIleHEeHa OTHOBO M € YCTaHOBEHO, ue € cTabmiHa (BXK. Touku 4.3 u 4.5)

[IpomsiHa B KIMHUYHUS CTATYC HA MAIMEHTH C KOHTPOJIUPAH IHa0eT THII 2

ITammenTn ¢ quabet Tum 2, Ipean ToBa 100pe KOHTpoIupaH ¢ Velmetia, KOUTo pa3BUBAT OTKIOHCHHS
B JTAOOPATOPHHM TIOKA3ATEU WM KJIMHUYHO 3200 sBane (Hail-Bedye HesICHO MK ¢ltabo aeGuHUpaHo
3a0oJisiBaHe) TPsiOBa He3a0ABHO J1a Ce OICHSAT 32 HAJIMYKME HA KETOAIM103a WIX JIaKTaTHA aln103a.
OrieHkara Tps0Ba J1a BKJIIOYBA CEPYMHH €IICKTPOJIUTH M KETOHH, KPbBHA 3aXap M ako ce Hajara pH Ha
KpHBTa, HUBA HA JIAKTAT, MUPYBaT U MeT(HOPMHH. AKO Ce TIOSIBU alnj03a, B KOATO U Ja € Gopma,
JIeUSHUETO TPSOBA Aa ce cIpe He3abaBHO U TPsOBa a ce mpeAnprUeMaT IOIXOASIIH
MIPOTHBOICHCTBAIIN MEPKH.

Jedunurt Ha BUTaMuH B,

MeThopMUH MOXE J]a HAMAJIM CEPYMHUTE HUBA Ha BUTAaMUH B1,. PUCKBT OT HUCKM HHMBA HAa BUTAMUH
B> ce yBennuaBa ¢ yBenmn4aBaHe Ha J03aTa MET(OPMUH, TPOABIKATEIIHOCTTA HA ISICHUETO W/ HITN
MIPH MAIUSHTU C PUCKOBH (PAKTOPH, 32 KOUTO € U3BECTHO, Y€ MPUUMHSIBAT Ne(UIUT HA BUTaMuH B>, B
ClTydYail Ha CbMHEHHE 32 ICPUIMT Ha BUTaMUH B1> (KaTo aHEeMUsI MM HEBPOIIATHS ), CEpyMHHUTE HUBA
Ha BUTaMuH B> TpsOBa na ce mpocnenasiBar. [lepnonnyno npocneasiBane Ha BUTaMuH B1> Moke 1a ce
HAJIOXKH TIPH TIAIUSHTU C PUCKOBHU (PAKTOPH 3a JeQUINT Ha BUTaMuH Bi,. Tepanwusra ¢ merdopmun
TpsIOBa Ja MPOIBIIKH, JOKATO Ce TIOHACS J00pE U HE € MPOTUBOINOKA3aHa, U J]a C& OCUTYPH
TIOIXOJISIIIIO KOPUTHPAIIO JieUeHHe 3a Ne(UIUT Ha BUTAMUH B2 B ChOTBETCTBHE C HACTOSIIINTE
KJIWHUYHA HaCOKH.

Hatpuit
To3u nexapcTBeH NPOAYKT ChIbpiKa MO-ManKko oT 1 mmol HaTpuii (23 mg) Ha TabneTka, T.€. MOXe Ja

ce Kaxke, 4e MPAKTUUYECKH He ChABbPKa HATPHI.
4.5 B3ammogeiicTBHe C APYTH JIEeKAPCTBEHH MPOAYKTH U APyru ¢popMu HA B3anMoaelicTBHE
EnHoBpeMEeHHOTO MHOTOKPATHO MpHiaraHe Ha cuTaraunTud (50 mg qBa MbTH AHEBHO) U METHOPMUH

(1 000 mg xBa IBTH THEBHO) HE € IPOMEHIJIO 3HAYUTEITHO (hapMaKOKHMHETHKATa KaKTO Ha
CUTATJIWIITYH, TaKa U Ha MeT(OPMUH MPH IMAUEHTH C AUa0eT TUT 2.



He ca u3BbpimBanu mpoy4Banus 3a papMakoOKMHETUYHH JIEKApPCTBEHHU B3anMOIeHcTBuS ¢ Velmetia;
obade TakMBa MPOYYBaHUsI ca MPOBEXKIAHU C OT/ICITHUTE aKTHBHU BEIECTBA CHUTATIUIITHH U
MeT(HOPMUH.

He ce npenopruBa chIIbTCTBAIIA VHOTDe6a

Ankoxon
AJKOX0JTHATa MHTOKCHKAITHS CE CBHP3Ba C TTOBUIIICH PUCK OT JIAKTATHA aIli03a, 0COOCHO B CIIydan Ha
rJ1aayBaHe, HeIOXpaHBaHE MIIM YePHOAPOOHA HEIOCTAThUHOCT.

VlompaHy KOHTPAaCTHH BEIECTBa

Velmetia Tps0Ba 3a1bDKATETHO Ja CE CIIPE TIPEIN WK 110 BpeMe Ha Mporierypara 3a 0opasHa
JIMarHOCTHKA U He TPpsiOBa Ja ce Bh300HOBSBA 10 Hali-MalIKo 48 yaca ciell ToBa, IPU YCJIOBHE 4e
O0bOpeuHaTa (yHKIHUS € OLIEHEHa OTHOBO U € YCTaHOBEHO, ue € cTabmiHa (Bxk. Touku 4.3 u 4.4).

KomOuHanyy, u3rucKkBany npeAna3Hyd MEpKY Ipu yrnorpeda
Hsikou nexapcTBeHU MPOAYKTH MOTAT J1a Ce OTPa3sT HeOJaronpuaTHo Ha ObOpevHaTa QyHKIUS, KOETO

MOJKE J]a yBEJIMYN PUCKa OT JIakTaTHa aunao3a, Hanpumep HCIIBC, BKIIOUMTENHO CEIEKTUBHU
naxubutopu Ha nukinookcurenasa (COX) II, ACE unaxuburopu, anrnotensut I penentopan
AQHTAarOHUCTH U AUYPETHLIHM, 0coOeHO OpUMKOBH nuypetunin. [Ipu 3amouBaneTo unu ynotpedata Ha
TaKWBa MPOAYKTH B KOMOMHAINS ¢ MET(HOPMHH € HE00X0IMMO BHUMATEITHO MPOCIEsIBaHE Ha
0bpOpeuHara GpyHKITHS.

CpopreTBaniaTa ynorpeba Ha JeKapCTBEHU MPOAYKTH, KOUTO MOBIUSABAT OOMINTE TPAHCIIOPTHH
cHCTeMH B ObOpedYHHTE TyOYIIH, BKIIOUCHH B OHOPEUYHOTO eTMMHUpaHe Ha MeThOpMHH (HaIIp.
WHXAOUTOPH HA OPTaHUYHHUS KaTHOHEH TpaHcropTep-2 [OCT2]/MmynTunexkapcTBeHNs M TOKCHH-
exctpyaupain nporeud [MATE], kato paHonia3uH, BaHIETaHUO, OJIyTErpaBUp ¥ HUMETHANH), MOTaT
Jia IOBHIIIAT CHCTEMHATA €KCIO3HULIMS Ha MET(OPMHH U J]a YBEIWYaT PUCKa OT JaKTaTHA allug03a.
TpsOBa ma ce OOMHCTAT TOM3UTE U PUCKOBETE OT CHITBTCTBAIIATA yrioTpeda. TpsoBa ma ce oOMucan
BHHUMATEITHO MPOCJeIIBaHe Ha MIMKEMHUYHIS KOHTPOJI, aIallTUPAHE Ha J103aTa B PAMKHUTE Ha
NpenopbYUTENHATA JO3UPOBKA U IPOMEHH B JICYCHUETO Ha AuadeTra, KOTaTo TaKMBa JIEKapCTBEHH
MPOAYKTH Ce MPUIJIAraT eTHOBPEMEHHO.

I'mroxokopTHKOHAUTE (MIPHIATaHU TI0 CUCTEMEH U JIOKaJleH ITbT) OeTa-2-arOHUCTUTE U TUYPETUIINTE
UMaT MPHUCHIIO0 XUIEePTINKEMUIHO neiicTue. [lamuentuTe TpsadBa na ce MHPOPMHPAT U MO-YECTO JIa
M3MepBaT KpbBHATA CH 3aXap, 0COOEHO B HAYAJIOTO Ha JIEYEHUETO C TAKMBA JIEKAPCTBEHU MPOTYKTH.
AKO € HeoO0X0TMMO, J103aTa Ha aHTUXUTIEPTIIMKEMUYHHS JICKApPCTBECH MPOAYKT TPSIOBa J1a Ce ajanThpa
10 BPEME Ha JICYEHHE C APYTHsl JIEKAPCTBEH MIPOJYKT U IIPUA HETOBOTO IIPEKPATSABAHE.

ACE-unxuburopute Morar jia IOHIKaT HUBaTa Ha KpbBHATa 3axap. AKo € Heo0X0IMMO, J1o3aTa Ha
AHTUXHIIEPTIIMKEMIYHHS JIEKapCTBEH MPOAYKT TPsiOBa Jla ce alanTHpa o BpeMe Ha JICYCHUETO C
JPYTHSA JISKapCTBEH MPOIYKT U IIPH HETOBOTO MPEKpaTsSIBaHE.

Edextu Ha npyry IeKapcTBEHH MPOIYKTH BbPXY CUTATIUITUH
In vitro v KIMHUYHUTE JaHHU OMUCAHU IO-[O0NTy MPENIoJarar, 4e pUcKbT OT KIIMHUYHO 3HAYUMU
B3aMMO/ICHCTBUS TIPY €THOBPEMEHHO MPHUIIOKEHHUE C JPYTH JIEKapCTBEHH MMPOIYKTH € HUCHK.

In vitro Ipoy4YBaHUs TIOKA3BaT, Ye OCHOBHUS €H3UM OTTOBOPEH 3a OrpaHHYCHUST MeTab0JIM3bM Ha
cutarmuntud € CYP3A4, ¢ yaactre Ha CYP2CS. Ilpu manmenTn ¢ HopMaiiHa 0b0pedHa GyHKIHA,
MeTa00IM3MBT, BKIIounTenHo 1 upe3 CYP3 A4, urpae camo Masika poiisi B KIIMpbHCa Ha CUTATJIUITHH.
MeTaboau3MbT MOKE JIa HTpae IM0-BaXkKHA POJIs P SINTMMUHAPAHETO Ha CUTATIIUNTHH B YCIIOBUS Ha
octpo ObOpeYHO yBpexkIaHe Win TepMuHAIHA Ob0pedna HepocTarbuHoCT (ESRD). Ilopaau Tasu
MIPUYHHA € BE3MOXXHO MOITHN HHXHOuTOpH Ha CYP3 A4 (Hamp. KeTOKOHA30JI, HTPAaKOHA30JI,
PUTOHABUD, KIAPUTPOMHUIIMH) Jia TPOMEHSAT (papMakOKMHETHKATa Ha CUTATJIMITHAH NPH MAIMEHTH C
Texkko 0b0peuHo yBpexnane win ESRD. Edexrure Ha mouaute CYP3 A4 nHXHOUTOPH B yCIIOBUS Ha
0BOpevHO yBpeXJaHE HE ca OLEHABAHH IIPU KJIMHUYHO MPOYYBAHE.



In vitro Ipoy4YBaHHMs 32 TPAHCIIOPTA TIOKA3BaT, Y€ CUTATIIUITHH € CyOCTpaT Ha P-TIUKOIIPOTEHHA H
TpaHcroprepa Ha opranndau annoHu-3 (OAT3). OAT3 MenuupaHusT TPAHCIIOPT HA CUTATJIUIITHH CE
MHXUOUPA in vitro oT NpoOSHEUNA, BBIIPEKH Y€ PUCKBT OT KIMHUYHO 3HAYNMU B3aUMOCHCTBHUS Ce
cmsTa 3a HUCBbK. ExnoBpemenHoTo npunokeHne Ha OAT3 nHXuOUTOPH HE € OLIEHEHO in Vivo.

Huxnocnopun: TIpoBesieHO € IPOyYBaHe 3a OICHsABaHE Ha e()eKTa Ha IUKIOCTIOPUH, MOIIICH
WHXUOUTOP Ha P-TIIMKONPOTEHHA, BbPXY (apMaKOKMHETHKATA HA CUTANNIUIITHH. EJTHOBpEMEHHOTO
NPUIOKEHUE Ha eJIMHUYHA repopaina jgo3a 100 mg CHTArIuITHH U eIUHHYHA TIepopaTHa 1032

600 mg muknocnopud nmoBuiaBa AUC u Cpax Ha CHTarTIUNTHH CHOTBETHO ¢ MPUOIM3UTENHO 29 % n
68 %. Te3n npoMeHn BHB (hapMaKOKMHETHKATA HA CUTATIIUIITHH HE C€ CMSITAaT 33 KIIMHUYHO 3HAYHMU.
BBOpeuHusT KIMPHHC Ha CUTATTUITHH HE € 3HAYUTETHO ipoMeHeH. ClieoBaTeIHo, HE CEe OYaKBaT
3HAYUMH B3aUMOJCHCTBHS C APYTrd MHXUOUTOPH HA P-TIIMKOMPOTEHHA.

EdekTy Ha CUTATUNTHH BbPXY JIPYTH JICKAPCTBCHH MPOJLYKTH

Jlueoxcun: CutarmunTuH nMa ciad epexT BppXy 1a3MeHaTa KOHIICHTpanus Ha JUrokcuH. Crien
npuiaradeTo Ha 0,25 mg NUroKCHH €JHOBpeMEHHO ¢bC 100 mg CUTamIMNTUH JHEBHO B MIPOABIDKEHUE
Ha 10 gau, mnazmenata AUC Ha qurokcuH HapacTBa cpeaHo ¢ 11 %, a mna3menata Cmax CPEIHO C

18 %. He ce npenopbuBa KOpUrupaHe Ha J03aTa JUIOKCHUH. B ChIIOTO BpeMe, NallUEHTUTE C PUCK OT
JUTOKCHHOBA TOKCUYHOCT TpH6Ba Ja 6’BZIaT MIpOoCICAdIBaHU 3a TaKaBa, KOraTO CUTAINIMIITUH U TUTOKCHUH
ce Ipuarat eJIHOBPEeMEHHO.

In vitro naHHWTE TIOKA3BaT, Y€ CUTATIUIITHH He TToTrCcKa M He nHIyIupa CYP450 uzoenszumure. [pu
KIIMHUYHU TPOYYBaHUS CUTATUIITAH HE MPOMEHS 3HAYMMO (hapMaKOKHMHETUKATa Ha MET(QOPMUH,
IOy pUA, CUMBACTaTHH, PO3UIIINTA30H, Bap(apHH WK EPOpATHU KOHTPALIENITUBY, JaBalKu in vivo
JTAHHY 32 MaJIKa BEPOSATHOCT OT NMPEIN3BUKBAaHE HA B3aUMOAEHCTBUSA Cche cyOcTpaTn HAa CYP3A4,
CYP2CS8, CYP2C9 u tpancnoprepu Ha oprannuau katnoHu (OCT). CurariunTiH Moxe J1a Oble ciiad
MHXUOUTOP Ha P-TIIMKONPOTEHHA in Vivo.

4.6 @epTUIUTET, )PEMEHHOCT U KbPMEHe

bpemenHoct
Hsama nocrateyan qaHHM OT ynoTpebaTa Ha CUTATJIAINITHH IIpH OpeMeHHU xeHu. [IpoyuBanns npu

JKMBOTHH IMOKAa3BaT PCIPOAYKTHBHA TOKCUYHOCT ITPHU BUCOKHU JO3U CUTATJIUIITUH (B)K. TOYKa 53)

OrpaHuYeHuTe JaHHH MPENoJarar, 4ye ynorpebara Ha MeTOpMUH IpHU OPEMEHHH HE € CBBP3aH ¢
TIOBHUIIIEH PUCK OT KOHTEHUTAIHU Majdopmarn. [IpoyuBanusta ¢ METQOPMUH MPH )KUBOTHHU HE
MOKa3BaT BPEIHU e(DEKTH BbB BPBh3Ka C OPEMEHHOCTTA, EMOPHOHAITHOTO U (DETATHOTO PAa3BUTHE,
paXJIaHETO WM TIOCTHATATHOTO pa3BUTHE (BXK. TOUKa 5.3).

Velmetia e TpsiOBa Aa ce W3Mo3Ba 1O BpeMe Ha OpeMeHHOCT. AKO MallMeHTKaTa ucKa Jia 3abpeMeHee
WM aKO HACTBIIM OPEMEHHOCT, JISYCHUETO TPsIOBa J1a ce IPEeKpaTH U NalnrueHTKaTa J1a MpeMrUHe Ha
JIeYEeHHE C MHCYJIMH Bh3MOXHO Hail-CKOPO.

Kbpmene
He ca nmpoBexxaanu mpoydBaHUs MPU KbPMEIIH KUBOTHH ¢ KOMOMHHUPAHUTE aKTUBHH BEIIECTBA Ha

TO3M JIEKapCTBEH NPOAYKT. [Ipy mpoydBaHus MPOBEKAAHH C OTJCTHUTE aKTUBHH BEIIECTBA U
CUTArJMNTHH, U MET(GOPMHH CE EKCKPETUPAT B MIISIKOTO Ha JIaKTUpalIy bxose. [Ipu xopa
MeT(HOPMUH ce EKCKPETHpa B KbpMaTa B MaJIKH KOJHUYeCTBa. He € M3BECTHO Jlaii CUTATJIMIITHH Ce
eKCcKpeTHpa B KbpMara. CienoBarenHo Velmetia He TpsOBa 1a ce M3IOI3BA IPH KEHH, KOUTO KbPMSAT
(Bx. Touka 4.3).

DepTUnTeT
JaHHWTE OT IPOYYBAHUS MPH )KUBOTHU HE MPEATIONIAraT BIHSHAC BBPXY (HepTUiInTeTa Ha MBXKKH U

JKCHCKHU ITIIBXOBE IPU TPETUPAHEC CHC CUTAIJIUIITHUH. JIuncBat JaHHU IIpU XOopa.



4.7 EdexTn BbpXy cioco0HOCTTA 3a moupane u padora ¢ MAIIMHA
Velmetia He moBIMsBa WM TOBIMABA IPEHEOPEKUMO CIOCOOHOCTTA 3a ModHpaHe 1 padoTa ¢
MamuHy. B cpIoTo Bpeme npu modupane i padoTa ¢ MalllMHU, TPAOBa Jja ce UMa MPEIBU, Ye MPH

CUTArJIMIITUH Ca NOKJIaJIBAHU ClIy4Yau Ha 3aMaiiBaHe W CHHJIMBOCT.

Ocsen TOBA, NAIUCHTUTEC TpH6Ba Jla C€ IpeaynpexKaaBar 3a puCkKa OT XHUIIOTJIMKEMUS, KOT'aTO Velmetia

Ce M3M0J3Ba B KOMOWHAINS ChC CYI(POHMITYPEHHO MPOU3BOIHO WIIH C HHCYJIVH.

4.8 HexesaHu JIeKAPCTBEHH PeaKIUU

Pesrome Ha npoduiia Ha 6€30I1aCHOCT

Hsma npoBenenn TepaneBTHYHN KIMHUYHE MTpoy4YBaHus ¢ Velmetia Tabnerku, HO
OMOCKBUBAJICHTHOCTTA HA Velmetia e Toka3zaHa MpU eTHOBPEMEHHOTO MIPUIOKEHUE HA CUTATIIUIITHH U
MeTdopmuH (BX. Touka 5.2). Cr0o0mMaBann ca CEpHO3HN HEXEITAHN PEaKIINN, BKITFOUUTEITHO
MaHKPEaTHT M PEaKIUH Ha CBPBXUYyBCTBUTENHOCT. ChOOIIAaBaHA € XUITOTJIMKEMUs IIPH KOMOWHAIIHS
che cyndormtyperino mpoussoano (13,8 %) u ¢ uncynus (10,9 %).

TabnuyeH CIUCHK Ha HEXKEITAHUTE PEaKIIAU
Cumaznunmun u Mem@opmun

Hexenanute peakiuu ca u30poeHH MO-70y ¢ npenopbuBanutTe oT MedDRA tepmunu criopen
CHCTEeMO-OpranHa Kiacudukarus 1 abcomotHa yectoTa (Tabmuma 1). [To gectoTa ce ompenemsaT KaTo:
MHoro yectu (>1/10), yectu (>1/100 no <1/10), mHeuectu (>1/1 000 go <1/100), penxu (>1/10 000 mo
<1/1 000), mHorO peaku (<1/10 000) u ¢ Hen3BeCTHA YeCTOTa (OT HAIMYHUTE JAHHU HE MOXKE J1a ObJIe

HallpaBeHa OIICHKA).

Ta6auna 1: YecTtoTa Ha HesKeTaHNTEe PeaKUMHM YCTAHOBEHH 110 BpeMe Ha miianedo-
KOHTPOJIMPAHU KJIMHUYHYU NPOYYBAHMSA ChC CUTATVINNITAH U MeT(OPMHUH CAMOCTOSITEJTHO M IIPH

MOCTMAPKETUHIOBUSA OIIUT

Hexenana peakuus

YecToTa HA HEXKEJIaHATA peakuus

Hapymenusi Ha KpbBTa M IUM(pHaATa cUcTeMAa

TpOM6OL[I/ITOH€HI/I$I

Penxu

Hapymelmsl Ha UMYHHATa CUCTEMA

PeaKIMu Ha CBPbXYYBCTBUTEHOCT, BKIFOUHTETHO
aHa(MIAKTHIHA OTTOBOPH *

C Hen3BeCcTHA YeCTOTa

Hapymelmﬂ Ha MeTadoJm3Ma u XPaHEHETO

Xunornukemus’ YectH
HaMaJIeHHe Ha HUBATa HAa BUTaMUH B o/nedumut! YectH
Hapymenns Ha HepBHATA cHCTeMa

CBHHJIMBOCT Heuectn

PecniupaTopHu, rpbIHN M MeAHACTUHATHU
HapyUIeHHsI

MHTEPCTHIIMAIHA 6enoipobHa Gonect *

C Heu3BeCTHA YECTOTA

CroManiHo-YpeBHH HAPYLIEHUs

Jrapus Heuectu
rajicHe Yectn
(dhratyneHnms Yectn
3ameK Heuectu
0oJKa B TOpHATA YacT Ha KOpeMa Heuectn




Hexenana peakuus

YecToTa HA HEXKeJaHATA pearuusd

TMOBPBHIIAHC

Yectn

ocTbp nankpeatut - i*

C Heu3BeCTHA YECTOTA

(aranen u HedaTaleH XeMOparndeH U HEKPOTU3UPAII]
nankpeatut

C Heu3BeCTHA YECTOTA

Hapyme}mﬂ Ha KO’KaTa U NMOAKOKHATA ThKaH

prpI/ITyc*

Heuectn

anruoenem’

C Hen3BeCTHA YECTOTa

o6pus”'

C Heu3BeCcTHA YECTOTA

yprukapus f

C Heu3BeCTHA YECTOTA

KOKeH BacKyJut

C Hen3BecTHA YECTOTa

CKC(i)OJ'[I/IaTI/IBHI/I KOXHH 33.6OH$IB8.HI/IH, BKJIKOUYHUTCIITHO

.t C Hen3BECTHA YECTOTA
cunzipoM Ha Stevens-Johnson™

6ys103eH neMpurons C HensBeCcTHa 4eCTOTa

Hapymenusi Ha MyCKyJ/JIHO-CKeJIeTHATA CHCTeMa U
CheTNHHTEHATA ThKaH

apTpanrus’ C Heu3BeCTHA YeCTOTa
MUATTHS C Heu3BeCTHA YeCcTOTa
607Ka B KpaHULUTE C Heu3BeCTHA YECTOTA
OoJka B Ibp6a” C Heu3BeCTHA YecTOTa
apTpONaTHs C Hen3BeCTHA YeCTOTa

Hapymenusi Ha 6bOpennTe H NMKOYHUTE MBTHINA

HapynieHa 6b0peuna GpyHkmus C Hew3BecTHa YeCTOTa

ocTpa 6E0peYHa HeJOCTATBYHOCT C Hewm3BecTHa 4eCTOTa

Hesxenanurte peakiuu ca HAeHTH(GUIMPAaHH [0 BpeMe Ha MOCTMAPKETHHIOBOTO HAOIIIO/ICHHE.
T BrkTe Touka 4.4.
t Buskre npoyusanemo 3a 6e30nacHocm no omHouienue Ha chpoedno-cvooeama cucmema TECOS no-nomy.

Onvcanvie Ha U30paHK HEXKENAHU PEAKIIUU

Hsixon HexxennaHM peaklnu ca HaOJII0aBaHu MM0-4eCcTO MPY MPOyYBaHUS 32 KOMOMHHpaHa yroTpeba Ha
CUTArJUITUH U MET(HOPMUH C IPYTH aHTUINAOCTHY JIEKAPCTBCHH MPOJYKTH B CPABHEHUE C
NPOYYBaHUS HA CUTATIHUIITUH U MET(HOPMIH CAMOCTOSITEITHO. Te BKIIFOUBAT XUITOTITUKEMUS (KaTEeropust
Ha 9eCcToTa ,,MHOTO YeCTH ChC CYI(POHMITYPEHHO MTPON3BOIHO MIIM MHCYJIHH), 3aIeK (,,9eCTH ChC
cynoHmIypEeHHO MPOU3BOIHO), IEpUPEPEH OTOK (,,4eCTH’ C MHOTIUTA30H) U INIaBOOOJIME U CYyXOTa B
ycTara (,,HedecTn” ¢ MHCYJIMH).

Cumacaunmun

[Ipu npoyuBaHus BbPXY MOHOTEpanus ¢hc cuTanmunTud 100 mg BeIHBK JHEBHO CAMOCTOSTEIIHO B
CpaBHEHHE C MIaIedo0, ChOOIICHUTE HEXENIAHH PEAKIINHU ca TIIaBOOOIHE, XUMOTITHKEMUS, 3aIeK 1
3aMaiBaHe.

Cpen Te3u malueHTH HeXKeNlaHuTe ChOUTHS, ChOOIaBaHN HE3aBUCUMO OT ITPHYUHHO-CIIEICTBEHA
BPB3Ka C JIEKAPCTBEHUS MPOAYKT, C Y€CTOTa Hali-MaNKo 5 %, BKIIFOYBAT WHPEKIINN HA TOPHUTE
JIUXaTeJIHU MBTHUINA U Ha30(hapuHruT. OCBEH TOBa, ca ChOOIEHU OCTECOAPTPUT U OOJIKA B KpaiHUIIUTE,
¢ gecrora HeuecTH (> 0,5 % mo-BUCOKa Cpell YIaCTHUIINTE, TIONYYHIIN CHTATIIUITHH, OTKOJIKOTO Ta3u B
KOHTPOJIHATA TPyIIa).

Memgopmurn

CTOMaNIHO-YpEeBHU CUMIITOMH Ca ChOOIIaBAHH MHOTO YE€CTO MPH KIMHUIHHU MTPOYIBAHHS U IPU
MOCTMapKETHHTOBaTa yrnorpeba Ha MethopmuH. CTOMAINTHO-YPEBHUTE CHMITTOMH KaTo rajicHe,
MOBpbIIaHe, THapus, 60JIKa B KOpeMa U 3ary0a Ha aleTUT ce TOsSBSIBAT M0-4eCTO MPH 3amouBaHe Ha
JIEYEHUETO U B TIOBEUYETO CIIyIan MPEMHHABAT CIIOHTAHHO. JIOMBIHUTEIHU HEKEIIAaH! PEaKIIUH,
CBBP3aHU ¢ METQOPMHH, BKIFOYBAT METAICH BKYC (YECTH); JJAKTATHA al[k103a, HapyIICHHS Ha
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YepHOApoOHaTa PYHKIHS, XENaTUT, YPTHKApHs, epuTeMa U chpOex (MHoro peakn). Kareropunre mo
YecToTa Ce OCHOBaBaT Ha HalM4YHaTa nHpopmanus B KpaTkara xapakTepucTHKa Ha MPOAYKTa Ha
metdopmul, oqodpena B EC.

IleamarpuyHa monynanus

B ximHWYHA TPOYYBaHHSA CHC CUTATTANITUH+METPOPMHUH TIPY TIEAUATPUIHH TAIIMEHTH ChC 3aXapeH
nuabet Tum 2 Ha Bb3pacT oT 10 no 17 ronuHu npoduIbT Ha HEXKENIAHUTE PEAKLUH KaTo LIsJI0 €
CpPaBHHM C TO3H, HaOII0MaBaH NpH Bb3pacTHH. [Ipy meanaTpraH manueHTH, KOUTO ca MK He ca Ha
OCHOBHO JIEUEHHUE C WHCYJINH, CUTAIIUIITHH CE€ CBBP3Ba C MOBHILEH PUCK OT XUITOTIIUKEMHSL.

IIpoyusane 3a bezonacnocm no omuoueHue Ha copoeuno-cvoosama cucmema TECOS
M3nuTBaHeTO, OIIEHIBAIIO CHPACUYHO-CHIOBUTE PE3yTaTH MPH JedeHne chC cutaraunTud (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), BxmtouBa 7 332 nauueHTH, JIeKyBaHU
cbe 100 mg cutarmunTuH nHEBHO (iu 50 mg THEBHO, aKO U3XOAHUTE CTOMHOCTH Ha U3YUCIeHATa
ckopocT Ha riiomepyiHa puintpanus (eGFR) ca > 30 u < 50 ml/mun/1,73 m?), u 7 339 nauuentu Ha
tane6o B intention-to-treat (ITT) monmynanmsita. J[Bere nedenns ca 1o0aBeHN KbM OOMYaHUTE
TPUXKU ChINIACHO MECTHHUTE CTaHapTH 32 HbA . v ChpJIeUHO-ChI0BU pUcKoBHU (akTopu. OO1iara
YECTOTa Ha CEPUO3HUTE HEXellaH! CHOUTHS IIPH MAIEeHTH, ITOTyYaBallly CHTATJIUITHH, € CXOHA C
Ta3¥ MpHY NAIUEHTUTE, ITOTyYIaBaIly Iamneoo.

B intention-to-treat momynamusTa cpel NalMeHTUTE, KOUTO U3IMO0JI3BAaT UHCYJIMH W/WIH CYI(OHIITYpes
Ha U3XO0JIHO HUBO, YECTOTATa Ha TEKKA XUITOTIIMKeMHUS € 2,7 % MpH MaIrueHTUTE, JIEKYBaHU ChC
CUTArJUNTUH U 2,5 % Npu NalMEeHTUTE Ha TUIanebo0; cpe] MalueHTHTE, KOUTO HE U3MO0I3BaT NHCYJIUH
u/vnu cyndoHMITypest Ha U3XO0ITHO HUBO, YECTOTAaTa Ha TexkKa xunormkemus € 1,0 % mpu
MAIMEeHTHTE, JIEKyBaHH ChC cuTarauntuH u 0,7 % mpu nanuerTyuTe Ha roianebo. Yecrorara Ha
MMOTBBPICHN CHOUTHSI, OTIaBaHM HA MaHKpeaTuT, ¢ 0,3 % mpu manueHTuTe, JIEKyBaH! ChC
cutarnuntvd U 0,2 % Npy manueHTUTe Ha Tianeoo.

Cpo011aBane Ha MOA03UPAHN HEXKETAHHN PEAKITHH
Cpo0mIaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEaKIIUU CIIe] pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHUS

MPOAYKT € BakKHO. TOBa MM03BOJISABA Ja MPOIBIDKHA HAOIIOICHHETO Ha ChOTHOIICHUETO M0JI3a/PHUCK 32
neKapcTBeHus MpoayKT. OT MEAUIIMHCKUTE CIISUAIMCTH C€ M3MCKBA J]a ChOOIIaBaT BCSIKa
MOI03MPaHa HeXKeaHa peakiys Upe3 HaIMOHAIHA CUCTEMa 33 ChOOIaBaHe, IIOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

[Tpu KoHTpOTUPaHU KIMHUYHU IIPOYYBAHUS ChC 3APABH YYACTHHIIM CE MPUIaraT €IHOKPATHH 03U J0
800 mg curarnunTyuH. MuHUMaIHO yAbikaBaHeHa QTc, KoeTo He ce cuuTa 3a KIMHUYHO 3HA4YKMMO, C€
HaOJI0/IaBa MPU €THO Mpoy4BaHe ¢ J1o3a oT 800 mg curaryiunTud. Hama onut ¢ 103u Hax 800 mg npu
KJIMHWYHY npoyuBaHus. 1Ipu npoyusanus dasa I ¢ MHOTOKpaTHO NpUiIaraHe, HIMa CBbP3aHU C 103aTa
KITMHIYHU HEeXKEJaH! JIEKAPCTBEHU PeaKIliy, HaOMroIaBaHy IPU CUTATIUIITHH ¢ 103U 10 600 mg
IHEeBHO 3a nepuoau A0 10 qau u 400 mg qHEBHO 3a NepHOau A0 28 JHHU.

TlNonsmo mpemo3upane ¢ MeThOpMUH (MM €AHOBPEMEHHO CHIIIECTBYBAIIl PUCK OT JIAKTATHA alli103a)
MOJKe J1a JIOBEJIE JI0 JTaKTaTHA alli103a, KOSITO € CIIeIeH MeIUIIMHCKHY CiTydail i TpsiOBa Ja ce JIeKyBa B
O0onnuia. Haii-ehekTUBHUAT METOJT 32 OTCTPAHSBAHE Ha JIAKTAaTa U MET(OPMHUHA € XEMOIUAIH3aTa.

[Tpu xMHUYHY Ipoy4BaHus npubausutenHo 13,5 % ot no3ara ce oTCTpaHsBa P MPOXbIDKABAIIA 3-
70 4 yaca xemoauanu3Ha cecus. [Ipu npeneHka 3a KIMHIYHA HEOOXOAMMOCT MOXeE J1a ce MpeArpruemMe
HO-IPOABKUTENHA Auanu3a. He e n3BecTHO Aany CUTaIMIITHH C€ JUalu3upa Py NepUTOHEeaIHa
JUanu3a.

B cnyuaii Ha ipeio3upaHe € OAXOJSIIO Ja Ce MpeanprueMar 0OMKHOBESHUTE TOIbPIKAIIIA MEPKH,
KaTo OTCTPaHsBaHE Ha HeaOCcopOMpaHHs MaTeprall OT CTOMAITHO-YPEBHUS TPAKT, KIIMHUYHO
HaOmIoeHNe (BKITIOUYMTETHO U eJIeKTPOKapArorpamMa) U Ipy HyXkK/1a 3alloYBaHe Ha IMOIIbPKAII0
JIEUEHHE.
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5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoguHAMHMYHH CBOMCTBA

®dapMakoTepaneBTHYHA TPyIa: AHTHIUA0CTHY JIEKAPCTBEHU MPOAYKTH, KOMOWHAIIMH OT MIEPOPATHH
JIeKapCTBEHU TIPOIYKTH 3a HaMaJIsiBaHe Ha KpbBHaTa 3axap, ATC xox: A10BD0O7

Velmetia koMOMHUpA 1Ba aHTUXUNIEPTIUKEMUYHHN JIEKAPCTBEHH MIPOAYKTA C IOMBJIBALL CE MEXaHHU3bM
Ha JieficTBUE 3a MOA0OpsABaHE HAa TTMKEMUYHHS KOHTPOJ MPU HalMEHTH C JUa0eT THIT 2: CUTAarJIUITHH
tbocdar, nunentuaun nentunaza 4 (DPP-4) naxuburop u MeTHOPMUHOB XUIPOXIIOPH]I,
NpeACcTaBUTEN Ha Kjlaca Ha OUrBaHUINHUTE.

CutarmunTiH

Mexanuzvm Ha Oeticmaue

CutarnmunTaH docdat e mepopagHo aKTUBEH, MOIIEH U BUCOKOCEIEKTUBEH HHXHOUTOP Ha eH3uMa
nunentuaamt rmentunasa 4 (DPP-4) 3a meuenne Ha nuabet tum 2. Maxuburopute Ha DPP-4 ca kimac
BEIIEeCTBA, KOMTO JEHCTBAT KaTO €HXaHCEepH Ha MHKpeTHH. Upe3 nuxubupane Ha eHznuma DPP-4,
CUTArJIMIITHH TIOBUIIIaBa HUBATA HA J{BA N3BECTHHU aKTUBHU MHKPETUH XOPMOHA, TIIFOKArOH-TI0IOOHUS
nentun-1 (GLP-1) u rimoko3a-3aBucumus nacynunorporieH nomunentuna (GIP). Makperunure ca yact
OT eH/IOTeHHA CHCTEMa, Y9acTBallla BbB (PH3MOIOTMIHATA PETYIIallis Ha TIIFOKO3HATa XOMEOCTasa.
Korato xoHIeHTpaIuuTe Ha KpbBHATA 3axap ca HopMmanau wiu nosuienu, GLP-1 u GIP 3acunsar
CUHTE3a M 0CBOOOXIaBaHETO HA MHCYJIMH OT NMaHKpeaTtnuHuTe Oera-kietku. Oceen ToBa, GLP-1
HaMaJIsiBa CEKpEIHsITa Ha TIIFOKAaroH OT MMTaHKpeaTHIHUTE anda KIIETKH, BOJEHKHU 10 HAMaJIeHO
MIPOM3BOICTBO HA YepHOIpOoOHa rioko3a. Koraro HrBaTa Ha IIIIOKO3a B KPhBTa ca HUCKH,
0CBOOOKaBaHETO Ha UHCYJUH HE CE€ CTUMYJIMPA U CEKPELHsATa Ha TIIIOKArOH He Ce MOTUCKA.
CHTarIunTHH € MOIICH U BUCOKO CEJICKTUBEH MHXUOUTOp Ha eH3uma DPP-4 u He naxubupa cxogHute
o crpykrypa easumu DPP-8 niau DPP-9 B TepaneBTnynmu KoHIIeHTpanud. CHUTarIAIITHH Ce
pasnuyaBa o XMMHYHA CTPYKTypa U (papMaKoIoru4HO JeicTBre OT aHano3ute Ha GLP-1, uncynuH,
cyn(oHMWITYpes: WM METJIMTUHUIA, OUTBAHUIVHHU, AaTOHUCTH HAa aKTUBUPAHUS OT TIEPOKCU30M
nponudepaTtopa rama-penentop (PPARY), anda-riroko3nnazan HHXHOUTOPH U aHATIO3H HA aMUITUH.

[Ipu 1By AHEBHO MpOYYBaHE HA 3PABH YYACTHUIN, CUTATIIUITHH, IPHIIOKEH CAMOCTOSITEITHO,
noBuiaBa aktuBHaTa GLP-1 xoHIEHTpanus, 10KaTo MeTHOPMUH,IPUIIOKEH CAMOCTOSTEIH,
MOBHINIAaBa akTUBHaTa U obmara GLP-1 koHIeHTpaius B cxoHa creneH. EJHOBPEeMEHHOTO TpuiaraHe
Ha CUTArJIMIITHH ¥ MeTQOPMHH UMa aTuTHBeH e(deKT Bbpxy akTuBHaTa GLP-1 KOHIIEHTpaIms.
CuTarnunTyH, 3a pa3irka oT MeThopMHH, moBuasa aktuBHata GIP koHueHTpaus.

Knunuuna egpuxacnocm u 6e3onacnocm
Kato usmno, cutarmuntus nogo0psiBa IMIUKEMUYHUS KOHTPOJI, KOTaTo C€ M3II0JI3Ba KaTO CaMOCTOSITETTHO
WM KOMOMHHUPAHO JICYCHUE MPH Bb3PACTHHU MALMEHTH ¢ AUadeT TvH 2.

[Ipn KIMHUYHA TPOYYBAHUS, CUTATIUITHH KaTO MOHOTEPAITHs T0J00pABa TIMKEMUYHHUS KOHTPOIT
4pe3 3HAYUTETHO HaMalleHHe Ha XeMorio0uH A (HbA ) u riiroko3aTa Ha IJ1aJHO U CJIe]] XPaHEHE.
Hamanenuero Ha mrazmeHnata rifoko3a Ha riiagHo (FPG) e nabmonaBano Ha 3-Ta ceqMulia, rbpBarta
BpeMeBa TOUKa, B K0oATO € m3MmepeHa FPG. HabmonaBanaTa yectoTa Ha XHAITOTIIMKEMHS TIPH MTAITUEHTH,
JIEKyBaHU ChC CUTATIHUITHH € MOA00HA ¢ Ta3u NpH 1anedo. TelecHOTO TEerio He Ce € YBEIHYHIIO
CIPSIMO M3XOIAHHUTE CTOMHOCTH MPH JICUSHUE ChC CUTArIunTHH. HabmonaBaHo e mogoopeHue Ha
CypOTaTHUTE MapKepy Ha (pyHKIIMOHUpaHe Ha OeTa-KieTkuTe, B ToBa yrcio HOMA-f (XomeocTazen
MOJIEIT 32 OIIeHKa-f3), ChOTHOIIIEHNETO Ha MMPOUHCYIIMH KbM MHCYJIMH U TIOKa3aTEeNINTE 32 PEaKTUBHOCT
Ha OeTa-KJIETKUTE MPU TECTa 32 TOJICPAHTHOCT IPU YECTO JaBaHEe Ha XpaHa.

[IpoyuBaHus ChC CUTAINIMOTHH B KOMOMHAIMSA ¢ METQPOPMUH

[Tpu 24-cenMUYHO TUIAIIE00-KOHTPOIMPAHO KIMHIUYHO MTPOYUYBaHE 3a OlleHKa Ha e(h)UKACHOCTTA U
Oe3omacHoCTTa MpH J100aBsiHe Ha cutaraunTiH 100 mg BeIHBK JHEBHO KbM ChILECTBYBAIIO JICUCHHUE
¢ MeTQOPMHH, CUTATIIUTITHH OCUTYPSIBa 3HAYUTEITHO TIOJJOOPEHNE HA TIMKEMUYHHUTE TTapaMeTpH B
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cpaBHeHHe ¢ mane6o. [IpoMsHaTa cpsMO U3XOJAHUTE CTOMHOCTH Ha TEJIECHOTO TETJIO € MoI00Ha Mpr
MAIUCHTH, JIKYBAaHU ChC CHUTAIMITHH CIIpsMO Tuiarie0o. [Ipu ToBa npoyyBaHe UMa M0J00Ha YeCTOTa
HA CITyYau Ha XHUITOTJIUKEMUS TP TAlUeHTH, JIeKYBaH! ChC CUTATIUIITHH WIH TUIAIe0o0.

[Ipu 24-ceamuyHO TaIe00-KOHTPOJIMPAHO (GAKTOPATHO MPOYUBAHE HA HAYATHO JICUCHHE,
cutarmunTiH 50 mg aBa MbTH AHEBHO B KomOmHamws ¢ MetdopmuH (500 mg nau 1 000 mg nBa meTH
JTHEBHO) C€ IMOCTHUra 3HAYUTEITHO MOJ00PEHNE Ha IIMKEMUYHHUTE TapaMeTPH B CPABHEHHUE C BCIKA
MOHOTepanusi. HamaneHneTo Ha TEIECHOTO TEemIo NP KOMOMHAIUATA CUTATTTUITHH U METQOPMHH €
MoJI00HO Ha TOBA HAOIONABAHO MTPH MET(QOPMIH CAMOCTOSITEITHO WIIH TUIAIe00; HsiMa IPOMSHA
CIIPSIMO M3XOHUTE CTOHHOCTH NIPY MAIMEHTH Ha CUTATNIMIITHH CaMOCTOsATENHO. YecToTaTa Ha
XUTOTINKEMHS € TIO00HA CpeJl JIEKyBaHHUTE TPYIIH.

[IpoyuBaHe ChC CUTATIMITHH B KOMOWHAIHS ¢ MET()OPMHH U CynoHMITYypes

24-cenMUYHO TIAIe00-KOHTPOIUPAHO KIIMHUYHO MMPOYYBaHE € TUTAHUPAHO J1a OLICHU e(PUKACHOCTTA U
6e3omacHocTTa Ha cutarmunTHH (100 mg BeqTHE K THEBHO) MPpUOaBeH KbM TTTUMETTUPH]T
(caMOCTOATETHO WIH B KOMOMHAITHSA ¢ MeT(GopMuH). [[00aBIHETO HA CHTADIMIITHH KbM IITUMETAPHUT U
MeT(QOPMUH, OCUTYPSABA 3HAYUTEITHO TIOI00OpPEeHNE HA ITIMKEMUYHUTE NapameTpu. [lanuenture,
JIEKyBaHU ChC CUTATNIMIITHH UMAT c1a00 MMOBHUIIIeHNE Ha TenecHoTo Terio (+1,1 kg) B cpaBHeHue ¢
Te3H, TOITyvaBay maneoo.

IIpoyuBaHe chc cUTarnTUNTHH B KoMOWHaIwms ¢ Metdopmud u PPARy aronucr

26-CeIMUYHO TUIAIe00-KOHTPOIUPAHO MPOYYBAHE € MPEIHAZHAYCHO J1a OIICHU e(hUKACHOCTTa U
Oe3omacHocTTa Ha cutarnTyH (100 mg BeAHBK THEBHO), 100aBEH KbM KOMOWHAIUS HA
MUOTIUTAa30H U MeT(HopMuH. J[00aBAHETO HA CUTATIMOTHH KbM ITHOMIUTA30H U MET(HOPMUH,
OCHUTYpsIBa 3HAUMTEIHU OAOOpEHUS HA TIIMKeMUYHHUTE TapameTpu. [IpomsiHaTa B TEJIECHOTO TETIO OT
W3XOJIHO HUBO € MOJI00HA HA Ta3W NPU NMAIMECHTH, JIEKYBaHU ChC CUTATIIUIITHH, B CPABHEHUE C
iane0o. YecToTaTa Ha XUMOTITUKEMHS ChIIIO € OJ00HA MPH MAIMEHTHTE, JIEKYBaHH ChC CUTATTIUIITHH
WiH 11aneoo.

IIpoyJyBaHe Ha CHTaIIMOTHH B KOMOWHAINS ¢ MeTHOPMUH W WHCYITUH

24-cenMUYHO TTAIe00-KOHTPOIUPAHO KIIMHUYHO MMPOyYBaHEe € MpeIHa3HaueHO /1a OIIeH!
edexTHBHOCTTa 1 Oe30macHOCTTa Ha cuTamuiTHH (100 mg BenHBXK THEBHO) JOOABEH KbM WHCYIHH
(pu cTabmHa 1032 3a Hak-manko 10 cemmutin) cbe wim 6e3 metdopmuH (Haki-manko 1 500 mg). [pu
MAIMEeHTH, TIPUEMAIy IpeABapUTEeITHO CMECEH HHCYINH, cpeaHara JaeBHa ao3a € 70,9 U/nresno. [Ipu
MAIUCHTH, TIPUEMAIld HECMECEH NPEABAPUTEITHO (MEXIUHEH/TIPOIBIIKUTSTHOACHCTRAIIT) UHCYIUH,
cpenHara aHeBHa 1032 ¢ 44,3 U/nneBHo. [lannute ot 73 % OT MalMeHTUTE, KOUTO Ca TpUeMalind
MeThopMuH, ca ipeacTtaBeHu B Tabmuma 2. J[06aBsHETO Ha CUTATIMIITHH KbM WHCYITUH OCUTYpSIBa
3HAYUTEITHO N0IOOPEHHE Ha MIIMKEMUYHUTE NTapaMeTpy. Hsima 3HaunTelIHA IPOMSIHA B TEJIIECHOTO
TETJIO OT U3XOJHOTO HHUBO B JIBETE TPYIIH.

Tadoauua 2: Pesyaratu 3a HbA . npu niiane60-KoHTPOJIMPaHU MPOYYBAHUSI ¢ KOMOMHHPAHO
JieyeHHe ChC CUTATJIMITHH U MeT(HhOpMUH*

CT(g/'II:{e(flcl;];/ll Cpenna Kopurupana, cnipsimo
Tpoyusane 1A H3XOMHO NMpPOMSIHA CIIPAMO | TUIaled0, CPpeTHA MPOMsIHA Ha
B0 HbA,. HU3XO0HO HUBO HbA . (%)
; HbA.. (%) (95 % CI)
(%)
Curtarnuntud 100 mg
BEJIHBX JHEBHO, 100aBeH ' _0.7h
KbM (pOHOBA Teparus ¢ 8,0 -0,7 (-0 8, -0,5)
merhopmun! T
(N=453)
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Cpeann

CTONHOCTH Cpenna Kopurupana, cnpsimo
Tpoyusane 1A W3XOTHO NMpOMsIHA CIPSIMO | TUIaNe(0, CpeTHA MPOMsIHA Ha
o HbA . HU3XO0JHO HUBO HbA. (%)

(%) HbA . (%) 95 % CI)
Curarnuntud 100 mg
BEJIHBK JHEBHO, 00aBEH
KBbM (pOHOBA Teparus ¢ 3.3 0.6" 0,9
ruMenupun + ’ ’ (-1,1,-0,7)
merdopmun!
(N=115)
Curarmuntud 100 mg
BEJIHBXK JHEBHO, T00aBEH
KbM (DOHOBA Teparnus ¢
IMOTJIUTa30H + 2.8 1ot -0,7%
merdopmun! ’ ’ (-1,0,-0,5)
(N=152)
Curarmuntud 100 mg
BEIHBK IHEBHO, 100aBEH -0,5%*
KbM (DOHOBA Teparnusi ¢ 8,7 -0,7% (-0,7,-0,4)
UHCYIHMH + MeThopMuH!
(N=223)
Havamuo neuenue (1Ba
IbTH JTHEBHO) I: L6t
cutarmnTad 50 mg + 8,8 -1,4" -1 8’ 13)
metdopmuH 500 mg 7
(N=183)
Hauanno neuenwue (nBa
ObTH JHEBHO) I: ' PRI
cutarnmuntud 50 mg + 8,8 -1,97 (2.3, -1.8)

metdopmun 1 000 mg
(N=178)

* [TomynarnusTa OT BCHUKY JIEKYBaHH MAIMeHTH (intention-to-treat aHam3).
T Hali-MaskuTe CpeiHM KBaIPaTH ca KOPUTHPAHH CIPSMO CTaTyca IIPH MPEXOHOTO AHTUXUIIEPIIIMKEMHUYHO JICYEHHUE U

CTOWHOCTTA Ha HU3XO/IHO HUBO.

£p<0.001 B cpaBHEHHE C MIANE00 UK TLTAE00 + KOMOUHUPAHO JICUCHHE.

I'HbA1c (%) Ha 24-Ta ceqmuIia.
YHbA1c (%) Ha 26-Ta ceaMuIia.

$ Haif-MaJkuTe cpeiHu KBapaTH ca KOPHTHPAHH 3a YIIOTpeGaTa Ha MHCYIIMH [P BU3UTA | (IIPEIBAPUTENHO CMECEH CPENTY
HECMECEH MPEIBAPUTEITHO [MEXIUHEH MM MPOIBIDKUTETHOACHCTBAII]) M U3X0IHA CTOHHOCT.

[Tpu 52-cenMu4HO MpOyYBaHe, CPaBHABAIIO e(PUKACHOCTTA M OE30MIACHOCTTA MPH J0OaBSIHE Ha
cutarnuntd 100 mg BeAHBK THEBHO WM MMNHU3HL (CYI(POHMITYpEHHO TPOU3BOJHO) MIPH NALEHTH
C HeZJOOBp INIMKEMHUYEH KOHTPOJI IPU MOHOTEpanus ¢ MeT(POPMHUH, CUTAIJIMITHH € I0A00eH Ha
TIIMOA3K] IpH ToHMkaBaHeTo Ha HbA . (-0,7 % cpeana mpoMsiHa CIIpSIMO W3XOAHUTE CTOWHOCTH Mpe3
cenmuIa 52, cbe cpeana croiHocT Ha HbA . oT npubnusurenno 7,5 % B aere rpynu). CpenHata
J103a TJIMIH3K] U3TI0JI3BaHa B Ipymata 3a cpaBHeHue € 10 mg aaeBHO kato npubmmsurenHo 40 % ot
NalMeHTHUTE ce HYKIasT OT J103a MIMNU3UA < 5 mg/IHeBHO 1o BpeMe Ha npoyuBaHeTo. Obaye, moseue
NAalMEHTH OT TpyHaTa Ha CUTArJIMITUH ca IPEKbCHAIN [TOPaJu JIMIca Ha e(pUKACHOCT, OTKOJIKOTO B
rpynata Ha raunusu. [lanyuenTure JeKyBaHH CbC CUTArJIUITHH MOKa3BaT 3HAYUTEITHO CPETHO
MOHM)KEHHUE CIPSAMO U3XOJHUTE CTOMHOCTH Ha TesecHOTo Terio (-1,5 kg) B cpaBHeHME che
3HAYUTEIIHO MTOKAYBaHE Ha TETJIOTO NPH NMalMeHTH noiyvasanu raunusug (+1,1 kg). B ToBa
NpOyYBaHe, OTHOIICHUETO POUHCYIIMH KbM UHCYIINH, MapKep 3a e(eKTUBHOCTTA Ha UHCYJIMHOBUS
CHHTE3 U 0CBOOOXK/IaBaHe, ce MoJ00psiBa ChC CUTATIIMITHH U CE BJIOIIABA IIPH JICYCHHUE C TIIMITH3H/.
YecToTaTa Ha XMIIOTTIMKEMHS B Ipynara Ha cUTaraunTuH (4,9 %) e 3HaunTeTHO NO-HUCKa OT Ta3u B
rpynata Ha raunusug (32,0 %).
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24-ceMUYHO TUIAIe00-KOHTPOJIUPAHO KIIMHUYHO MPOyYBaHe, BKIIOYBAINI0 660 MalueHTy e
NpeHa3HAYeHO J1a OIICHU e(PUKacHOCTTa BoJIela IO HaMalsiBaHe Ha MHCYJIIMHOBUTE J03U U
Oe3omacHoctTa Ha cutarmnTyH (100 mg BeqHBK THEBHO), KOTaTo € MPUOaBeH KbM WHCYIUH TIIapKUH
cbe win 0e3 metdopmun (more 1 500 mg) o BpeMe Ha MHTEH3U(UIIMPAHETO Ha WHCYIMHOBATA
tepanus. [Ipu manuenTy, mpueMantu MeTpOopMHUH, U3XoaHaTa cToWHOCT Ha HbA . € 8,70 % u
HavgayiHaTa fgo03a wHCyauH € 37 IU/maeBHO. [larmenTuTe ca HHCTPYKTUPAHU Ja TUTPUPAT TAXHATA 71032
WHCYJIMH TNIap>KUH Bb3 OCHOBA Ha CTOMHOCTHUTE Ha KpbBHATA 3axap Ha IJ1aJHO, U3MEPEHH Upe3 KPbBEH
TecT ¢ yookmane Ha npheTa. [lpu manueHTrTe, IpreMary MeThOpMHUH, Ha 24-Ta ceIMUIIa,
yBEJIMYABAHETO Ha THEBHATA J03a HHCYIHH ¢ 19 IU/qHeBHO npu maIrueHTH, JIEKYBaHU ChC
cutanmnTiH 1 24 [U/mHeBHO nipu narpienTy Ha miane6o. [TormkaBanero Ha HbA . ipu narnuenTw,
JIeKyBaHHU CbC CUTATTUITUH, METQOPMUH U UHCYIHUH € -1,35 % B cpaBHeHue ¢ -0,90 % npu nauueHTwy,
JIEKyBaHHM ¢ IU1a1e00, MeThOpMUH U MHCYIINH, pasiuka oT -0,45 % [95 % CI: -0,62; -0,29]. YectoraTa
Ha xunoriukemus € 24,9 % npu NalueHTy, JeKyBaH! ChC CUTATITUNTHH, METQOPMHUH U HHCYJIUH U
37,8 % mpu nmanueHTy, JISKyBaHHU ¢ 1uianedo, MeThopMuH 1 WHCYJIUH. Pasnukara ce 1K OCHOBHO
Ha TI0-BUCOKHS MPOIEHT MaIllMeHTH B TPyTaTa Ha riane6o, U3MUTaly 3 WIK IOBede enn3oa Ha
xunormukemus (9,1 cupsimo 19,8 %). Hsima paziuka B yecToTaTa Ha TeKKa XUITOTIUKEMHUSI.

Mertdopmun

Mexanuszvm Ha Oeticmeue

MetdhopMuH € OUrBaHUAMH C AaHTUXHUIIEPTINKEMUYEH eeKT, MOHKABAI KaKTo Oa3aliHaTa, Taka U
TTa3MeHara TIII0K03a clie]] XpaHeHe. Toi He CTUMYJIMpa WHCYJIMHOBATA CEKPEIUs U CISI0OBATEIIHO HE
MPEIN3BUKA XUITOTJTUKEMHUSI.

MeTtdopMuH MOKe J1a IeiicTBa IO TPH MEXaHU3Ma:

- 4upe3 HaMaJsiBaHe MPOAYKIMATA Ha YePHOAPOOHA TIIF0KO03a UYpe3 HHXHOWpaHe Ha
TIIFOKOHEOTeHe3aTa U TJINKOT€HOIN3aTa

- B MYCKYJIUTE, Upe3 yMEPEHO MOBUIIaBaHEe HA MHCYJIMHOBATA YyBCTBUTEIHOCT, TOA0OPSIBANKH
nepudepHOTO MOEMaHe U YCBOSIBAaHE Ha TIII0K03a

- upe3 3a0aBsHEe Ha aOCOpOITMATA Ha TIIOKO3a B THHKUTE YepBa.

MeTdopMuH CTUMYIIMpPa BETPEKIETHYHUS CUHTE3 Ha TJIMKOTEH Ype3 Bh3/CHCTBUE BbPXY IIIMKOTEH
cuHTeTa3ara. MeT(hOpMHUH MOBHIIABA TPAHCIIOPTHUS KANALUTET HAa CHE(DUIHN THITOBE MEMOpaHHU
Tparcnoprepu Ha riroko3ara (GLUT-1 u GLUT-4).

Knunuuna edhuxacrnocm u bezonacnocm

IIpu xopaTa, HE3aBUCUMO OT ACHCTBHUETO CH BBPXY TITUKEMUATA, METHOPMUH UMa OIaronprUsTHU
e(eKTH BhpXY JIUMUIHMS MeTabomn3bM. ToBa ce JoKa3Ba MpU TePArieBTHYHU KOHIICHTPAIUH B
KOHTPOJUPaHHU KIMHUYHU IPOYUBAHUS ChC CPEAHA MPOIBIDKUTETHOCT WU ABATOCPOYHN KIMHUYHU
MpOy4YBaHUs: METPOPMHH HamassiBa oOmms xojectepoi, LDLc n HuBaTa Ha TpUTTIUIIEpUIHUTE.

IIpocnextuBHOTO pannomusupano (UKPDS) npoy4Bane € ycTaHOBUIIO JBJATOCPOYHATA 10132 OT
MHTEH3UBHUS KOHTPOJ HA KPbBHATA 3aXap NpH AualdeT TUI 2. AHAIU3bT Ha PE3YJITATUTE MIPH
NalMEHTHUTE ¢ HATHOPMEHO TEerJIO0, JIEKYBaHH ¢ MET(OPMUH CJiel HEYCIEX C AUeTa CaMOCTOSTEITHO
MOKAa3Bar:
- 3HAYMTENTHO HaMalleHHe Ha a0COMIOTHHSI PUCK Ha CBBbP3aHUTE C JUa0eTa YCIOKHEHHUS B rpynaTa
Ha MeTdhopmuH (29,8 crouTHa/1 000 MaMEeHTOrOqNHH) CIIPSMO JHETa CAMOCTOSTEITHO
(43,3 cebutns/1 000 nauuenroronuuu), p=0,0023 u cpsiMo rpynuTe Ha KOMOMHAIHSI ChC
cyndonunypest 1 MoHoTepanusi ¢ nHCyHH (40,1 cebutns/1 000 nammenToronuum), p=0,0034
- 3HAYMTETHO HaMaJeHue Ha aOCOMIOTHUS PUCK OT CBbp3aHaTa ¢ 1uadeT CMBPTHOCT: MET(HOPMHUH
7,5 ceoutnsg/1 000 marpeHTOroAuHN, JHeTa CAMOCTOSTEIHO
12,7 cvoutusa/1 000 nauuentoroauuu, p=0,017
- 3HAYMTENTHO HaMaJeHUe Ha a0COMIOTHHUS PUCK OT 00IaTa CMBPTHOCT: MET(HOPMHH
13,5 cebutns/1 000 manueHTOrOaUHH CIPSIMO AUETa CAMOCTOSTEITHO
20,6 cxoutus/1 000 naunentoroguuu, (p=0,011) u cnpsimo rpynure KOMOMHUpaHa
cyndoHmypess 1 MoHoTepamnus ¢ uacyiuH 18,9 ceoutns/1 000 narmentoronuuu (p=0,021)

15



- 3HAYMTEITHO HaMaleHUe Ha a0COMIOTHUSI PUCK OT MHOKapieH HHPAPKT: METHOPMHUH
11 cebmtrs/1 000 mareHTOroAMHH, IUETa CAMOCTOSTETHO
18 crouTs/1 000 maruenroroawau, (p=0,01).

TECOS e pangomu3upano npoy4uBane npu 14 671 namuedTn B intention-to-treat momynanusra ¢
HbA . > 6,5 no 8,0 %, ¢ ycTaHOBEHO CHPICYHO-CHIOBO 3200/ IsIBaHE, KOUTO MOJIyYaBaT CUTATJIUIITHH
(7 332) 100 mg nueBHO (1u 50 mg qHEBHO, ako u3xoauute croitHoctu HAa eGFR ca > 30 u

< 50 ml/mMun/1,73 m?) unu mwiaue6o (7 339), no6aBeHn KbM 0OMYAMHKUTE IPHKU CHITIACHO MECTHHTE
crangaptu 3a HbA . u copieuno-cb10Bu puckosr dakropu. [Manuentu ¢ eGFR < 30 ml/mun/1,73 m?
HE ca BKJIFOUYEHM B ITpoyuBaHeTo. M3cieaBanara nomynanus Bkiatousa 2 004 manueHTy Ha Bb3pacT

> 75 rogunu 1 3 324 naumentu ¢ 656peuno yspexaane (eGFR < 60 ml/mun/1,73 m?).

Ilo Bpeme Ha mpoyd4BaHeTO, 00IIaTa H3UUCICHA cpeana pasiuka (SD) B croiiHocTuTe Ha HDA | Mexy
TPYIUTE HA CUTArTUNTHH U Tianebo e 0,29 % (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

II'spBHYHaTa KpaiiHa TOYKA IO OTHOLLIEHUE HAa ChbPAEYHO-ChI0BATAa CUCTEMA € ChbCTaBHA OT IIbpBaTa
N0sIBa Ha ChPJICYHO-CHJIOBA CMBPT, HepaTasieH MuokapieH nHbapKT, HedaTaleH HHCYIIT WITH
XOCIIMTANIN3ANNS TTOPaAX HECTaOMIIHA CTEHOKapIusl. BTopuuHuTe KpailHU TOYKH 110 OTHOIIIEHHE Ha
CBhpACYHO-CHA0BATA CHCTEMa BKIIIOUBAT IbpBaTa M0ABa Ha ChPACYHO-CHI0BA CMBPT, HedaTanieH
MHUOKapJieH HHPapKT Wik HedaTaleH HHCYNT; IbpBaTa M0sBa Ha MHIUBHIyaTHUTE KOMIOHEHTH Ha
'bPBUYHATA ChCTaBHA; 00Ia CMBPTHOCT M XOCIIUTAIM3aLUH TOPaAX 3aCTOMHA ChpAeYHa
HEJOCTaTbYHOCT.

Cren npocieqsBaHe ¢ MeJMaHa Ha MPOALIDKUTEIHOCT OT 3 TOJWHY, CUTATJIMIITHH HE TOBUIIABA PHCKA
OT TOJIEMH HEXeJIaHU ChPJICYHO-CHJIOBH CHOUTHS WITH PUCKA OT XOCITUTAIIU3AIUS TIOPaIy ChpAeuHa
HEJOCTAaThYHOCT, KOTaTO ce J00aBs KbM OOMUYAHUTE TPYKU TIPU MAIMEeHTHU C TuadeT Tl 2 B
CpaBHEHHE ¢ oOmuaitHuTe rprku 0e3 cutarnuntil (Tabnuma 3).

Ta6auna 3: YecToTn HAa KOMOMHUPAHY CHPAEYHO-CHA0BH PE3YJITATH U HA KJIIOYOBH BTOPUYHH
pe3yaTaru

Curarmunrua 100 mg IInanedo
YecroTa YecToTa
Ha Ha
100 nauu 100 naun | Koepuumenr na p-
e€HTOroIu eHTOr o1 pucCKa cTOMHOC
N (%) Hi* N (%) HH * (95% CI) ol

Anaian3 B Intention-to-Treat monyjanusta

Bpoii nanuenTn 7332 7339

II'bpBu4Ha cheTaBHA KpaiiHa
ToYKa
(CppaedHo-CHIOBA CMBPT,
HedaralleH MUOKapeH HH(DapKT,
HedaTaneH HHCYNT WiIn
XOCTINTANN3ANNs, TOPaIT
HecTaOWITHA CTCHOKAPIHs ) 839 (11,4) 4,1 851 (11,6) 4.2 0,98 (0,89-1,08) <0,001

BropuuHa cbcTaBHa KpaiiHa
TOYKA
(CbpedHo-cpa0Ba CMBPT,
HedaTtalleH MHOKapJIeH HHPApPKT
Wi He(haTaleH HHCYIIT) 745 (10,2) 3,6 746 (10,2) 3,6 0,99 (0,89-1,10) <0,001
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Cutarauntun 100 mg Inanedo
YectoTa YecToTa
HA Ha
100 manu 100 napu | Koeduument na p-
€HTOr 01 €HTOr o1 pucka CTOHHOC
N (%) Hu* N (%) Hu * (95% CT) Tf
Bropuuen pesyarar
CBpIEYHO-CHI0BA CMBPT
380 (5.,2) 1,7 366 (5,0) 1,7 1,03 (0,89-1,19) | 0,711
BcesikakbB BUJI MUOKapIEH
nndapkr (Garanen u neparanen) | 300 (4,1) 1,4 316 (4,3) 1,5 0,95 (0,81-1,11) | 0,487
BcesikakbB BU HHCYAT ((aTaneH
1 He(arancy) 178 (2,4) 0,8 183 (2,5) 0,9 0,97 (0,79-1,19) | 0,760
Xocnuraausanys mopaan
HecTaOHITHA CTEHOKAp/Hs 116 (1,6) 0,5 129 (1,8) 0.6 0,90 (0,70-1,16) | 0,419
CMBPT Mopaau BCIKAaKBa
NpUYHHA 547 (7,5) 2,5 537 (7,3) 2,5 1,01 (0,90-1,14) 0,875
Xocnuranuzauus, nopaau
CBbpJEYHA HEAOCTATHYHOCT
228 (3,1) 1,1 229 (3,1) 1,1 1,00 (0,83-1,20) 0,983

* YecroraTta Ha 100 mauneHTOroquHy € n3uuciena karo 100 x (o6must 6poii mauueHT ¢ > 1 crOuTHE 1O BpeMe Ha
JIOITyCTUMHS HEPUOJ Ha eKCHO3HIMSA CIPAMO oOIMs OpOii MAllMeHTOrOIMHY Ha POCIIEABaHE).

TBb3 ocHoBa Ha Mozien Ha Cox, CcTpaTu(UIMpPaH 110 PETHOH. 3a ChCTABHUTE KPAHU TOUKHU, P-CTOMHOCTUTE CHOTBETCTBAT HA
TeCT 3a HeMH(EPHOPHOCT, THPCEIL J1a MOKaXKe, 4e KOe(hUIIMEHTHT Ha PUCKA € MO-MaJbK oT 1,3. 3a BCHUKH APYTH KpalHH

TOYKHU P-CTOWHOCTHTE ChOTBETCTBAT HA TECT 33 PA3JIMKHUTE B KOCPUIIMCHT Ha PUCKA.
¥ AHanM3BT Ha XOCHIMTAIU3ALMATA IOPAIU ChPAEYHA HEJOCTATLYHOCT € KOPUIHPAaH 3a aHAMHE3a 3 ChpJedHa
HEJIOCTATHhYHOCT Ha M3XOJTHO HHUBO.

[MennarpuyHa nomymnamus

EBpomneiickara areHuus Io JekapcTsara 0CBOOOXKAaBa OT 3abKEHUETO 3a IIPE0CTaBsIHE Ha
pe3ynTaTuTe OT MpOy4YBaHUsTa ¢ Velmetia BbB BCHUKHM MOATPYIH Ha MEAWATPHYHATA MOIYIalUs ChC
3axapeH auabeT Tun 2 (BK. Touka 4.2 3a nHpOpMAIKst OTHOCHO YIOTpeda B MeAUaTpUsITA).

Be3omacHocTTa M eprKacHOCTTA NP JOOABSHE HA CHUTATJIUITHH NP MEANaTPUIHH AIUSHTH Ha
BB3pact oT 10 10 17 ronuHn ¢ Auadet THI 2 1 HeaJaeKBaTeH INIMKeMUYeH KOHTPOJI Ha MeT()OpMHH, ChC
wu 6e3 MHCYJINH, ca OlLICHEHH B JIBe IPOY4BaHUs 3a nepuoj ot 54 ceqmunu. /lo6aBsaHeTo Ha
CUTArTUNTHH (MIPUIOKEH KaTO CUTATIMITUH+MET(HOPMUH WIIH CHTATIUITHH+MET(HOPMHH C
yabmKeHo ocBoOokaBane (XR)) e cpaBHeHO ¢ nobaBsiHETO Ha Mmanedo KbM MeT(HOPMIH W
Merdopmua XR.

Makap u 1a ce IeMOHCTpHpa MPEBB3X0ACTBO M0 OTHOIICHUE MOHKaBaHeTo Ha HbA | 3a
cUTarmuNTUH+MeThopMuH/ cutarmunTuH-+Merdhopmua XR Hajg MeTdopmuH Ha ceamuna 20 mpu
COOpHMSI aHAIK3 OT TE3H JBE MPOYYBAHUSA, PE3YITATUTE OT OTACITHHUTE IPOYUYBAHUS Ca HECHBMECTUMHU.
OcBeH TOBa, He ce HaOII0aBa Mo-BHCOKA €PUKACHOCT Ha CUTATJIHIITHH+MET(HOPMUH/
cutarmuntuH+MeThopmuH XR B cpaBHeHHe ¢ MeTdopMuH Ha cenmuna 54. CnenosarenHo, Velmetia
He TpsiOBa J1a ce M3IT0JI3Ba IIPH MeIUaTPUIHA MAIieHTH Ha Bb3pacT oT 10 go 17 roguau mopaau
HejocTaThYHa e(huKacHOCT (BK. Touka 4.2 3a mH(QOpMAIHs OTHOCHO yroTpeOa B IeIUaTPUATA).

17




5.2 ®dapMakoKMHETHYHH CBOIICTBA

Velmetia

IIpoyuBanusTa 3a OMOEKBUBAICHTHOCT MIPHY 3paBH YUACTHHIM [TOKa3Bat, ue Velmetia
(cHTarnunTHH/METQOPMUHOB XHPOXIIOPHT) KOMOMHUPAHH TaOJIETKN ca OMOCKBUBAJICHTHH Ha
€IHOBPEMEHHOTO MPUJIOKEHUE Ha cuTarIunTHH ¢ochaT u MeTHOPMHUHOB XUAPOXIOPU] KAaTO OTICIHI
TabJEeTKH.

Cremuure TaHHM MOKa3BaT PapMaKOKHHETHIHHUTE CBOMCTBA HA OTAEIHUTE aKTHBHY BEIIECTBA HA
Velmetia.

CuTarnunTuH

Abcopbyus

Crnen nepopaiHo npuiokeHue Ha 103a 100 mg Ha 37paBu YYaCTHHIIU, CUTATIMIITHH ObP30 ce
abcopOupa, ¢ JoCTHTaHE Ha MMKOBHU TIa3MEHN KOHIIEHTpaIuH (Mearuana Tmax) 1 10 4 daca
cnennpuiokeHueTo, cpeana iasmMeHa AUC Ha cutaruntud 8,52 pMehr, Chax 950 nM.
AOGcoroTHaTa OMOHATMYHOCT HA CUTANTUITHH € Tpubim3uTenHo 87 %. Thi Karo npuemMaHeTo Ha
CUTArJIMIITAH eTHOBPEMEHHO ¢ OoraTa Ha Ma3HUHM XpaHa HE MOBIUABA PapMaKOKHHETHKATA,
CUTArJIMIITHH MOXE Jla Ce Tpujiara ¢ uiu 0e3 XpaHa.

IImasmenara AUC Ha CUTanIMIITHH C€ TTOBHIIIABA I10 J103a MIPOITOPITHOHaeH HauuH. J{o3a-
IPOIOPLUUOHAIHOCT He € YCTaHOBEHA 38 Ciax U Coguaca (Cmax C€ TIOBUILIABA [TOBEYE OT 103a-
MIPOTIOPITUOHATHO, & Co4uaca C€ YBETHUABA TI0-MAIIKO OT J03a-ITPOMOPIIHOHAIHO).

Pasnpeoenenue

Cpennusar o0eM Ha pas3npenesiceHHe B CTAllHOHAPHO CHCTOSIHUE CIie]] €HOKPaTHAa HHTPaBEHO3HO
npwiIokena qo3a ot 100 mg CUTarIMNTHH Ha 37paBH YIACTHHIM € IpUOIu3uTeHo 198 murpa.
OpakuusiTa CATAINIUITHH 00paTUMO CBhP3aHa C MIa3MEHUTE MPOTEHHHU € HUCKa (38 %).

buompancgopmayus
CHTarunTH ce eTMMIHAPA OCHOBHO HETIPOMEHEH ¢ ypUHATA, a METabOIIM3MBT € BTOPOCTETIEHEH
nbT. [Ipubnmu3utento 79 % OT CUTAIIUIITHH C€ EKCKPETHPa HEITPOMEHEH B ypUHATA.

Cnen nepopanna 103a ['*CleutarmunTis, npubnusuTento 16 % oT paJuoaKTUBHOCTTA CE EKCKPETUPA
KaTo MeTabOJUTH Ha CUTATTUNTHH. Ha HUBO ciieu ca yCTaHOBEHH MIECT METa00INTa, KOUTO HE ce
OuaKBa Ja JOMpPHHACAT 3a Ta3MeHara DPP-4 naxuOuTopHa akTHBHOCT HA CUTALIUIITUH. [ Vitro
MPOYYBAHMATA TIOKA3BAT, Y€ OCHOBHUSAT €H3UM, OTTOBOPEH 32 OI'PaHUYCHUS MeTabOIN3bM Ha
cutaunTiH € CYP3A4, ¢ yaactuero u nHa CYP2CS.

In vitro nanaUTE TTOKa3Bart, 4e cuTarmunTiH He e naxuoutop Ha CYP nzoensumure CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 umu 2B6, u He ¢ naaykrop Ha CYP3A4 u CYP1A2.

Enumunupane

Crnen npuiiokeHue Ha nepopaina 103a [“ClecuraniunTii Ha 31paBy y4aCTHHIM, TPUOITU3UTENTHO

100 % oT mpuIIoXKeHaTa paJHMOaKTUBHOCT ce enumunupa ¢ pekammute (13 %) unu ypunara (87 %) 1o
eIlHa ceIMMUIIA CJell IPIIOKEeHneTo Ha no3ara. [IpuBuaHusT kpaeH ti, cien 100 mg mepopanHa 1032
CUTANIANITHH € puOIu3nuTenHo 12,4 yaca. CUTarMUNTHH Ce HaTPyIBa CaMO MUHUMAITHO TTPU
MHOTOKPATHO Tpuiiarane. brOpeuHusT KimpbHC € npudausuTenHo 350 ml/MuH.

EnuMuHnpaHeTo Ha CUTAIMITHH CTaBa OCHOBHO 4pe3 ObOpevHa eKCKpelus U BKII0UBA aKTUBHA
TyOysnHa cexpenuss. CHTaIrMITHH € CyOCTpaT Ha YOBEIIKHM OPraHUYeH aHMOHEH TpaHCIopTep -3
(hOAT-3), koiiTo MOXe Ou y4acTBa B ObOPEUHOTO SIMMUHUPAHE HA CUTATTUITHH. KITMHUYHOTO
3HadueHue Ha hOAT-3 B TpaHCHOpTa HAa CUTAIIUITHH HE € yCTaHOBeHO. CUTAIIUITHH € CyOCTpar U Ha
P-IIMKOTIPOTEHH, KOWTO MOXKE OM y4acTBa U B MEAUUPAHETO HA ObOPEUHOTO ETMMUHIPAHE Ha
CUTANIMNTHH. B CBIIOTO BpeMe UKIIOCTIOPHH, €IUH P-IJIMKOIPOTEUH HHXUOUTOP, HE HaMaJIsiBa
O0BOpeuHHs KIMPBHC Ha cutannTiH. CutarmunTaH He € cyoctpar Ha OCT2 wnu OAT1 uimu PEPT1/2
TpaHcnoprepurte. [n vitro cutarmuntud He notucka OAT3 (IC50=160 uM) unu p-muKorpoTernHa (10
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250 uM) MeauupaHus TPAHCTIOPT B TEPANIEBTUUHO PEJIEBAaHTHU IIa3MeHU KOHIIeHTparuu. [Ipu
KJIMHUYHO MMPOYYBaHE CUTAIIUIITUH UMa MATBK €(DEKT BbPXY IJIa3MCHHUTE KOHIICHTPAI[UM HA JUTOKCHH,
KOETO ITOKa3Ba, Y€ CUTATIIUIITAH MOXeE JIa € CJ1a0 MHXUOUTOP Ha P-TIUKOMPOTEHH.

Xapaxmepucmuxa npu nayuenmume
dapMaKOKMHETHKATa HA CUTAIIMIITHH € KaTo LSJI0 CXOAHA IIPH 3APaBH YYACTHHIIM U IAIIMEHTH C
nuabet v 2.

bvopeuno yepecoane

[IpoBeneHo ¢ 0TBOPEHO MPOYUBAHE MPH SAHOKPATHO MPUIIOKEHHE 32 OIICHKA Ha (hapMaKOKUHETHKATa
Ha HaMaJeHa J03a cuTanmnTrH (50 mg) MpH MaUeHTy ¢ pa3IudHa CTEIIeH Ha XpOHHYHO ObOpEeYHO
YBpEXXIaHe B CPaBHEHNE ChC 3ApaBU KOHTponHd. [IpoydBaHeTo BKITIOYBA MAIMEHTH ¢ ObOPETHO
YBpEkKJIaHEe B JIeKa, yMEPEeHA WM TeXKKa CTeneH, kakro 1 nanueHTd ¢ ESRD Ha xemonnanu3za. OcBen
TOBa, e()eKTUTEe HAa OLOPEUYHO YBpEKIaHE BHPXY (DapMaKOKMHETUKATA HA CUTATJIUITHH [IPH MAIUCHTH C
nradeT Trm 2 1 0LO0peYHOo YBpEXKIaHe B Jieka, yMEepeHa WA TexKa cTerneH (BkmountenHo ESRD), ca
OIIEHEHH Ype3 MOMYIaluOHHU (PapMaKOKUHETHIHN aHATH3H.

B cpaBHeHue cbe 3apaBu KOHTpoH, u1azMeHata AUC Ha CUTamIMITHH C€ IOBHUILABA IPUOIU3UTEIHO
1,2 mbTH TpY NalMEHTH ¢ 0bOpeuHo yBpexaane B yieka crerneH (GFR > 60 1o < 90 ml/mMun) u
CBHOTBETHO 1,6 MbTH Npy manueHTH ¢ 0b0peuHo yBpexaane B ymepena crenet (GFR > 45 no

< 60 ml/mun). Tpii KaTo pa3MepbT Ha MOBULICHUETO HE € KIMHUYHO 3HAYMM, HE Ce HaJlara KOpUrupaHe
Ha [103aTa MpH Te3H MaLEeHTH.

[Tnasmenara AUC Ha CUTamTUNTHH Cc€ TIOBUIIABA MPUOIU3UTEIHO 2 THTH MIPH NAalMEHTH ¢ OBOPEYHO
yBpexxaane B ymepena crenies (GFR > 30 o <45 ml/muH) 1 npubau3uTenHo 4 MbTH MIPH MAITUEHTH C
060peuno yBpexmane B Texkka crerneH (GFR < 30 ml/mun), BrorrounTenao naruedTd ¢ ESRD Ha
xemoauanu3a. CUTarTUITHH ce OTCTpaHsBa yMepeHo npu xemoauanusa (13,5 % 3a 3- no 4-yacosa
XEeMOJIMaJI3Ha CecHsl 3arouBaia 4 yaca cie]| MpriIoKEHHETO).

YepHodpobro yspexcoane

He e HeoOxoanmMa KopeKIust Ha J103aTa CUTArIMIITHH IPU MAalUeHTH C JIeKa WM YMEPEHO
yepHOIPOoOHO yBpekaane (ckop mo Child-Pugh < 9). Hama kiuHMYEH OMUT MPH MAIUSHTH C TEKKO
yepHOIPOoOHO yBpexnane (ckop mo Child-Pugh > 9). B cpmioro Bpeme, Thil KaTO CHTATTIUIITHH CE
SIMMUHUPA OCHOBHO Upe3 Ob0penuTe, He Ce 09aKkBa TEKKOTO YSPHOAPOOHO YBPEKIaHE /1a TTOBITHIC
BBPXY (papMaKOKMHETHKATA HA CUTATJIMIITHH.

Iayuenmu 6 cmapuecka 8v3pacm

He ce nanara xopekius Ha fj03ata B 3aBUCUMOCT OT Bb3pacTTa. B3 ocHOBa Ha momynalmoHeH
(hapMakOKMHETHYCH aHaM3 Ha JaHHu oT ®aza [ u Daza Il, Bb3pacTTa He OKa3Ba KIMHUYHO 3HAYHM
edext BbpXy papMaKOKWHETHKATA HA CUTATIMIITHH. YYaCTHUITNTE B CTapdecKa Bh3pact (65 mo

80 rogmaM) MMaT TpUOTU3NTENHO 19 % MO-BUCOKY ITa3MEeHH KOHIIEHTPAINY Ha CUTATNIAIITHH B
CpaBHEHHUE C TIO-MJIaIM YIACTHHIIN.

Ileouampuuna nonynayus

®dapMaKOKMHETHKATA HAa CUTArMUNTUH (enuHnyHa 103a 50 mg, 100 mg umu 200 mg) e uzcneaBaHa
NpY IeJUaTpUYHK NanreHTy (Ha Bb3pact ot 10 no 17 rogunn) ¢ nuabet tun 2. [Ipu Ta3u nonmynanus,
AUC Ha cUTarmunTyH B IUIa3MaTa, KOpUTHpaHa CIpsMo 03ata, € mpuoam3utesHo 18 % mo-Hucka
OTKOJIKOTO TPY BH3PACTHU MAaIlMEHTH ¢ anadeT Tun 2 npu go3a 100 mg. He ca mpoBexaanu
MIPOYYBaHUS ChC CUTATNIUIITHH MPH NMEeTUATPUYHU NAIMEHTH Ha Bb3pacT < 10 roauHu.

Lpyeu xapaxmepucmuxu Ha nayuenmume

He ce nanara xopekius Ha jj03ara B 3aBUCMMOCT OT II0J1, paca WIM UHJAEKC Ha TenecHa Maca (BMI).
Te3u xapakTEpUCTHKH HAMAT KIMHUYHO 3HAYUM e(DeKT BbpXy (papMaKkoKMHETHKaTa Ha CUTATIHIITHH
criope]; KOMOMHUPaHUs aHaU3 Ha (apMakOKMHETHYHUTE AaHHH oT Da3a | n nonmynannoneH
(hapMakOKHWHETHYECH aHau3 Ha AaHHu oT ®aza [ u daza 1.
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Metdopmun

Abcopoyus

Cren nepopaina 103a MeTQOPMHH, Tmax €€ HOCTUTA 10 2,5 yaca. AOCoIIOTHATa OMOHATMYHOCT Ha
tabnetka merdopmun 500 mg e npudbnusurenno 50-60 % npu 3apasu yuactHuim. Cres nepopaiHa
no3a, Heabcopbupanata ¢pakius, oTkpurta BsB (pekamuute ¢ 20-30 %.

Cren nepopaieH npuem, abcopOrusita Ha MeT(GOPMHUH € HacuIuala ce ¥ HembiaHa. Cmsra ce, ue
(hapMakOKMHETHKaTa Ha abcopOIusaTa Ha MeThOpMHUH ¢ HenuHeiHa. [Ipu o0ndaitan 1031 MeThopMIH
Y JI030BU CXEMH, TIA3MEHUTE KOHIICHTPAIMH TIPH CTAIIMOHAPHO CHCTOSIHUE CE JOCTUTAT B pAaMKHTE Ha
24-48 yaca u KaTo ms10 ca mo-manko ot 1 pg/ml. [lpu koHTpOMTMpPaHN KIMHUYHY TPOYYBAHUS,
MaKCHUMAaJIHUTE I1a3MeHN HUBa HAa MeTHOPMHUH (Cmax) HE IpEBUIIABAT 5 pg/ml, nopu npu
MaKCHMAJHU J03H.

Xpanara HamalIsiBa CTEIEeHTA U c1a00 3a0aBs abcopOiuaTa Ha MeTgopmuH. Cren NpuIoKeHUe Ha
no3a ot 850 mg, ce Habmromasa 40 % mo-HUCKA MUKOBA TUTa3MeHa KOHIIEHTpanus, 25 % HaMajeHne Ha
AUC u yopimkaBase ¢ 35 min Ha BpeMeTo JI0 TOCTHUTaHe Ha ITHKOBa IJIa3MeHa KOHIICHTPAIIHSL.
KnuanynaTa 3HaYMMOCT HE € U3BECTHA.

Pasnpeoenenue

CBBp3BaHETO C MIa3MEHUTE NPOTEUHH € He3HAUNTENTHO. MeTPOpMHUH ce pasnpeaess B epuTPOLUTHTE.
KpBbBHHUSAT MUK € MO-HUCHK OT TIa3MEHHUS MK U CE MOSBSABA MPUOIU3UTENHO MO CHIOTO BpEMe.
YepBeHnuTe KPHBHH KIETKH Hali-BEPOSTHO MPEACTABISIBAT BTOPHIEH KOMITAPTHMEHT Ha
pasnpezaenenue. Cpennusat Vd Bapupa mexay 63 — 276 1.

Buompancgopmayus
MeTtdopMuH ce eKCKpeTHpa HeTIpoMeHeH B ypuHaTa. [Ipu xopara He ca ycTaHOBEHH METa0OIHTH.

Enumunupane

bropeunusT kimpbHC Ha MeThopmuH € > 400 ml/mMuH, KoeTo moka3Ba, 4e MeT(pOPMUH ce eTMMHUHAPA
4pe3 riioMepyiHa Guiutpanus ¥ TyOyinHa cexkpenus. Cien nepopaiHa 1033, NPUBUIHUIT TEPMUHAICH
SJIMMHUHAIMOHEH TOJTYXHUBOT € npuban3uTenHo 6,5 h. Korato 0b0peunara GyHKIHUS € yBpeacHa,
0B0peyHNs KIIMPHHC Ce HaMalsiBa B ChOTBETCTBUE C TO3W HAa KPEATHHWHA U CJIEIOBATEITHO
EJMMHUHAITMOHHUSAT IOy KUBOT C€ yIBJDKABa, KOETO BOIM 10 TIOBUIIIEHN HUBA HAa MeT(HOPMUH B
TuTa3MaTa.

5.3 IlpenxkIMHUYHM JAHHHU 32 0€30MaCHOCT
He ca npoBexaanu npoyyBaHus ¢ )KUBOTHH ¢ Velmetia.

[Tpu 16-cenMUYHM TPOYYBAHUS, B KOUTO Ky4eTa ca TPETUPAHH WU ¢ METPOPMHUH CaMOCTOSITSITHO WITH
¢ KOMOMHAITUS OT MET(OPMHUH M CUTATJUITHH, HE € HaOJIr0aBaHa JOIIbJIHUTEIHA TOKCUYHOCT OT
komOmHanuATa. NOEL B Te3n npoyuBaHus ce HaOII0JaBa MPH €KCIIO3UIINS Ha CUTATITUIITHH
MPHOIU3UTETHO 6 ITBTH MO-BUCOKA OT Ta3u IPHU XOpa U IIPH eKCIIO3UIUS Ha MeTHOPMUH
MPUOIU3UTEITHO 2,5 MBTH ITO-BUCOKA OT Ta3u MPH XOpa.

CJ'IC,Z[HI/ITC JaHHHM Ca HAaXOOKH! IIPpU NMPOYUBAHUA MIPOBEACHU CHC CUTAITIMIITUH WA MET(bOpMI/IH
CaMOCTOATCIIHO.

CurarmunTig

brOpeuna u uepHOAPOOHA TOKCHYHOCT ce HaOJItoaBa Mpy TpU3adu MPY CTOMHOCTH HA CHCTEMHA
EKCTIO3UIMsI 58 THTH MO-BUCOKU OT HUBOTO Ha €KCIIO3UIIMATA TP X0pa, a HUBOTO 0e3 epekT e
ompeneneHo Ha 19 mbTH MO-BUCOKO OT TOBA MPH X0pa. AHOMAaJIHMK Ha pe3LuTe ce Haldmonasar npu
IUTbXOBE TIPY HUBA HA €KCIIO3HULUS 67 IBTU MO-BUCOKH OT HUBOTO HA KJIIMHUYHA €KCIIO3ULIHST; HUBOTO,
0e3 edekT npu Ta3zu HaxoKa € 58 MbTH MO-BUCOKO, CHITIACHO PE3YATATUTE OT 14-ceIMUYHO
MIpOyYBaHe MpH IUTbXOBE. 3HAYEHNETO Ha T€3H HAaXOJKH MPHU XOpa He € U3BEeCTHO. TpaH3uTOpHH,
CBBP3aHHU C JICUCHUETO (PU3UUECKH MPOSIBH, HAKOU OT KOUTO MPEAIonaraT HaIudlueTo Ha
HEBPOJIOTHYHA TOKCHYHOCT, KaTO JWIIaHE C OTBOPEHA YCTa, CATUBAIINs, eMe3nC Ha Osuia TIsiHa,
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arakcusi, TperepeHe, HaMaueHa akTHBHOCT W/WIIM M3TbpOeHa 1mo3a ce HalmogaBar Ipu KydeTa IpH
HHBa Ha EKCITO3UIIUS TPUOIU3UTEITHO 23 MBTH MTO-BUCOKH OT HUBOTO HA KIIMHWYHA eKCTo3uIst. OcBeH
TOBA, MHOTO JIeKa JI0 Jieka KOCTHO-MYCKYJTHA JIeTeHepallusi ce HaOIroaBa U XHUCTOJIOTHYHO MIPH JI03H,
JlaBallld HUBA HA CUCTEMHA €KCIIO3UIUS MPUOIU3UTENHO 23 MhTH MO-BUCOKU OT HUBOTO Ha
EKCIIO3UIIMs ITpH Xopa. [Ipu Te3u pe3yaTatu, HUBOTO 0e3 e(eKT e IpH eKCIO3UIIUsA 6-KpaTHO I10-
BHCOKA OT HUBOTO Ha KJIMHUYHA €KCIIO3HIIHS.

CuTamunTuH He I0Ka3Ba FTeHOTOKCUYHOCT B X0/1a HAa NPEAKIMHUYHY NpoyyBaHusi. CUTAIIMITHH HE €
KaHIIepOTreHeH NMpU MUIIKHU. [Ipy mirbXoBe nMa MOBUIIIEHA Y€CTOTa Ha YEPHOAPOOHH aZleHOMH U
KapIIMHOMM IIPH HHBA HAa CUCTEMHA €KCIO3UIMS 58 IBTH MO-BUCOKH OT T€3H IpH Xopa. Twi Kato e
YCTaHOBEHO, Y€ XETMaTOTOKCHYHOCTTA KOPEeNrpa ¢ MHAYLMPAHETO Ha YepHOAPOOHA HEOILTa3Hs IIPH
TUTHXOBE, Ta3M MOBHIIIEHA YECTOTa Ha YePHOAPOOHN TYMOPH TIPH ILTHXOBETE € BEPOSTHO BTOPUYHA,
BCJIEJICTBUE Ha XPOHUYHA XEMTaTOTOKCUYHOCT MPH Ta3u BUCOKa 103a. [lopaau BHUCOKaTa rpaHyIa Ha
6e3onacHocT (19-bTH MO-BHCOKA NPU TOBa HUBO O€3 e(eKT), Te3U HEOMJIaCTUUHH TPOMEHHU HE ce
CUHTAT PEJIEBAHTHH 3a X0OPa.

He ca nabmiopaBanu cBbp3aHu C JeUeHHETO ePeKTH BBPXY pepTunnuTeTa Npyu MBKKH U )KEHCKH
IUTXOBE TIOJIyYMJIM CUTATJIMIITUH IIPEIH U 110 BpeMe Ha YU TOCBaHE.

HpI/I IMMPOYUYBAaHEC BBPXY r[pe-/ MOCTHATAaJIHOTO PA3BUTUC HA MIIBXOBC CUTAITIUIITUH HC MMOKa3Ba HEKCIIaHU
peaKkiuu.

IIpoyuBaHusTa BEPXY pENPOLyKTUBHATA TOKCHYHOCT ITOKa3BaT HAJIMYHUETO Ha CBbp3aHa C JEYEHHETO,
JIeKO yBeJIMUeHa YecToTa Ha MajipopMaliu Ha pedpa Ha ¢eTyca (JIMNICBALIH, XUTIOTUIACTHYHH U
IUIaBaIly pedpa) MpH MOKOJISHNETO Ha IUTHXOBE IIPU HUBA HA CUCTEMHA €KCIIO3ULIMS [T0BEYE OT

29 mbTH MO-BUCOKH OT TE3H MPH X0opa. TOKCHYHOCT Ha Maiikara ce Habonasa npu 3ailii Ipy HUBa
noBeye OT 29 MbTH MO-BUCOKHM OT HUBATA HA €KCIO3UIMA MpH xopa. [lopanu BucokaTta rpaHuia Ha
0e30macHOCT, Te31 HaXOKH HE MPEAToarar ChLIeCTByBaHETO Ha ChOTBETECH PUCK 32
PENpORYyKTUBHOCTTA NPH X0pa. CUTAINIUITUH CEe CEKPEeTHpa B 3HAUMMHU KOIMYECTBA B MIIIKOTO Ha
JAKTHPALIX TUIXOBE (OTHOLICHUE KbpMa/Tiazma: 4:1).

Metdopmun

[IpeaxnMHIYHUTE TaHHU 32 METOPMHH HE Pa3KpUBaT 0cOOEH PHCK 3a XopaTa Ha Oa3aTa Ha
KOHBEHIIMOHAITHYU (DapMaKOJIIOTHYHH MTPOYYBaHMUs 32 0€30MAaCHOCT, TOKCHYHOCT MPH MHTOKPATHO
IpuiIarase, TeHOTOKCUYHOCT, KApIIMHOTEHEH IMOTEHINAN, PEIIPOAYKTUBHA TOKCHYHOCT.

6. DAPMAIIEBTUYHU JAHHU
6.1 CunucbK Ha NIOMOLIHUTE BelecTBA

Anpo na TabneTkara
MUKpOKpHUCcTaHa 1emyno3a (E460)
noBuoH K29/32(E1201)

HaTpHEB Jaypuicyidar

HaTpueB cTeapuidymapar

DUIMOBO TTIOKPUTHE
TTONTU(BUHHUJIOB aJIKOXOJ)
Mmakporoi 3350

tank (E553b)

tuTaHoB auokcun (E171)
gepBeH xeneseH okcuy (E172)
yepeH xene3eH okcu (E172)
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6.2 HecbBMecTUMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogHocT

2 TOAUHU

6.4 Crhenuananm ycJI0BUSl HA CbXpaHeHHe
Ha ue ce cexpansBa Hax 25 °C.

6.5 Buau chabppkaHue Ha OMAKOBKATA

Hemnpospaunu 6muctepu (PVC/PE/PVDC n anymunuii).

OmakoBku 110 14, 28, 56, 60, 112, 168, 180, 196 dmmMupanu TabIETKH, TPYIIOBH OITAaKOBKH,
chabpkanu 196 (2 onakosku no 98) u 168 (2 omakoBku 1o 84) ¢punmupanu tadbneTku. OnakoBKa Mo
50 x 1 duamupanu TabeTku B iepGopupaHn eTHOI030BU OJIMCTEPH.

He Bcuuku BHI0BE OMTAKOBKH MOTAT Jia ObJaT MyCHATH Ha Ma3apa.
6.6 CrnenuajHu Npeana3Hu MepKH MPH U3XBBLPJIsSTHE

Hewusnon3panusar JICKaPCTBCH IMMPOAYKT WIM OTHAABYHUTEC MAaTCpHaInd OT HECTO TpSI6Ba Ja C€ UBXBBPJIAT
B CBOTBETCTBHUEC C MCCTHUTC U3UCKBAHUA.

7. HPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Velmetia 50 mg/850 mg dhuaMupanu TabIeTKH
EU/1/08/456/001
EU/1/08/456/002
EU/1/08/456/003
EU/1/08/456/004
EU/1/08/456/005
EU/1/08/456/006
EU/1/08/456/007
EU/1/08/456/015
EU/1/08/456/017
EU/1/08/456/019
EU/1/08/456/020

Velmetia 50 mg/1 000 mg dbunMupanu Ta0IETKH
EU/1/08/456/008
EU/1/08/456/009
EU/1/08/456/010
EU/1/08/456/011
EU/1/08/456/012
EU/1/08/456/013
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EU/1/08/456/014
EU/1/08/456/016
EU/1/08/456/018
EU/1/08/456/021
EU/1/08/456/022

9. JATA HA ITBbPBO PASPEIIABAHE/IIOJHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO paspemasane: 16 romu 2008 r.

Hara Ha nocnenno nonHoBsABaHe: 13 mapt 2013 r.

10. [JTATA HA AKTYAJIU3UPAHE HA TEKCTA

[MonpoOna nHpopmarlus 3a TO3U JCKapCTBEH MPOYKT € MpeocTaBeHa Ha yeOcaiita Ha EBporielickara
areHITHs TI0 JIeKapcTBara: http://www.ema.europa.eu.
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HPUJIOKEHUE 11

MNPOU3BOJAUTEJI(N), OTTOBOPEH(HH) 3A
OCBOBOXKJIABAHE HA ITAPTUIN

YCJI0OBUSA NJIK OTPAHUYEHMUA 3A TOCTABKA U
YINOTPEBA

APYT'U YCJIOBUA U UBUCKBAHUSA HA
PASPEHIEHMETO 3A YIIOTPEBA

YCJOBUA NJIN OT'PAHNYEHMUSA 3A BE3OITACHA U

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHMSI
MPOJAYKT
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A. TPOM3BOJUTEJ(M), OTTOBOPEH(HU) 3A OCBOBOKIABAHE HA APTUIU

HWwme u aapec Ha nnpousBoaures(ure), OTTOBOPeH(HU) 32 0CcBOOOKIaBaHE HA MAPTUIN

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

b. YCJIOBHUSA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUST MIPOAYKT C€ OTITyCKa I10 JIEKAPCKO IPEAIIUCAHUE.

B. JPYI'U YCJIOBUSI U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3upaHu 1okjaaau 3a 6esonacuoct (ITA/IB)

WzuckBanusta 3a nonasane Ha [TAJ[B 3a T03u1 JiekapCTBEH MPOYKT Ca TIOCOYEHH B CITUCHKA C
pedepenTauTe natu Ha EBponetickus cpro3 (EURD crucwk), npensuaex B wi. 1078, an. 7 oT
Hupextrusa 2001/83/EO, 1 BbB BCHUKH CJIEIBAIIN aKTyaTH3aIliH, YO TUKyBaHH Ha €BPOITCHCKIS
yeOIopTai 3a JeKapcTBa.

. YCJI0BUs WJIN OTPAHUYEHUS 3A BE3OITACHA U E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TPOAYKT

. ILnan 3a ynpaBiaenune Ha pucka (ITYP)

[MputexkaTenst Ha pa3pemeHneTo 3a yrnorpeda ([IPY) TpsabdBa na u3BbpIIBa H3UCKBAHUTE JCHHOCTH U
JIEeHCTBUS, CBBP3aHU C IPOCIIEsIBaHE Ha JeKapcTBeHaTa 0€30IacHOCT, mocoueHu B ogoopenus I[1YP,
npencraBeH B Moy 1.8.2 Ha pa3penieHneTo 3a yrnorpeda, KakTo ¥ BbB BCHUKH CIISABAIIH OM00pEeHN
akTyanusanuu Ha [IYP.

Axryammsupas [IYP TpsiOBa na ce mogasa:

o o nckane Ha EBporrefickaTta areHIws 1Mo JIeKapcTBara;

o BMHATH, KOTAaTO Ce M3MEHS CHCTeMaTa 3a yIpaBJieHne Ha PICKa, 0COOEHO B Pe3yiTaT Ha
MoJTyYyaBaHe Ha HOBAa MH(GOPMAITH, KOATO MOXE JIa JIOBE/IE JI0 3HAYMMU IIPOMEHU B
CBOTHOIIICHUECTO non3a/p1/1c1<, Wiy cJIed AO0CTHUI'aHE Ha BAXKCH €TaIll (BT)B BPB3Ka C MpocCiICaAsABaHC
Ha JIeKapcTBeHaTa 0€30MacHOCT WITH CBEXKIaHe Ha PHUCKA 0 MUHUMYM).
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MNPUJIOKEHHUE 11T

JAHHU BbPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

BbHIIHA KAPTOHEHA KYTHUA

1. NME HA JIEKAPCTBEHUSA INTPOAYKT

Velmetia 50 mg/850 mg ¢pmnmupanu TabIeTKH
CUTATJIUIITAH/MET(OPMUHOB XHIPOXIOPHU]L

2. OBABABAHE HA AKTUBHOTOMTE) BELLIECTBO(A)

Bceska TabneTka cbIbpika CUTarMUNTHH GocdaT MOHOXUAPAT, EKBUBAJIIEHTEH Ha 50 mg CUTArTUNTHH,
u 850 mg MeTGOPMUHOB XUAPOXIOPHIL.

‘ 3. CIIMCBK HA IIOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

14 pumvupanm TabreTKH

28 hunmMupaHu TaOIETKH

56 duiMupanu TaONeTKH

60 dhunvupanu TAOIETKH

112 ¢ummupanu TaOneTKm

168 punmmMupanu Ta0NeTKH

180 dunmupanu TabieTku

196 dunmupanu TaOIeTKH

50 x 1 punmupanu TabneTKH

I'pymoBa omakoBka, ceabpxkama 196 (2 omakoBku 1o 98) punmupanu TabIeTKH
I'pymoBa omakoBka, chabpxkaria 168 (2 omakoBku 1o 84) huaMupaHu TaOIETKH

5. HAYUH HA TPUJIATAHE U ITbT(MIIIA) HA BBBEXK/IAHE

[Ipenu ynorpeba npoueTeTe JIMCTOBKATA.
IlepopanHo npunoxeHue

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CbXPAHSABA HA MSACTO JAJIEYE OT IIOIJIEJA U JOCETA HA IELA

Ja ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 32 JeIa.

| 7. JAPYI'U CIIEIMAJIHU IPEAYHPEXKJIEHUSA, AKO E HEOBXOIUMO

| 8. JATA HA U3STUYAHE HA CPOKA HA T'OJJHOCT

T'omen no:
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‘ 9. CIIENMAJIHH YCJIIOBUS HA CbXPAHEHUE

Ja ue ce cexpansiBa Hax 25 °C.

10. CHELOUAJIHU IPEANNA3ZHU MEPKHU NPU U3XBBPISHE HA HEM3ITIOJ3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU WJIN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJJPEC HA TIPUTEXATEJISI HA PASPEIHEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hupnepnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/456/001 14 dunvupanu TabiaeTku
EU/1/08/456/002 28 dhummupaHu TabIeTKH
EU/1/08/456/003 56 dbuamupaHu TabIeTKH
EU/1/08/456/019 60 ¢unmupanu TabneTku
EU/1/08/456/004 112 dunmupanu TabIeTKH
EU/1/08/456/005 168 duimupanu TadiIeTKu
EU/1/08/456/020 180 dpunmupanu TabneTKu
EU/1/08/456/006 196 dunmupanu TabneTku
EU/1/08/456/007 50 x 1 ¢punmupanu TabneTkn
EU/1/08/456/015 196 (2 x 98) dbunmupanu TabIeTKH
EU/1/08/456/017 168 (2 x 84) punmupanu TaOJIETKH

13. TTAPTUJAEH HOMEP

IMaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. VYKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

Velmetia
50 mg/850 mg
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‘ 17. YHUKAJIEH HAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/

JIByn3mepeH 0apKoJI ¢ BKIIFOUEH YHUKAJICH UIACHTU(DHUKATOD

’ 18. YHUKAJIEH WIEHTU®OUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CbJABPKA BTOPUYHATA OITAKOBKA

MEXK/INHHA OITAKOBKA 3a rpynoBu onakoBku oT 2 onakoBku — 6e3 blue box 50 mg/850 mg
dunmupanu TadaeTku

’ 1. HNME HA JIEKAPCTBEHUS TPOAYKT

Velmetia 50 mg/850 mg dunmupanu tabneTku
CHUTarJIMITHH/MET(GOPMHHOB XUAPOXIOPHUI

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TabneTka cbhIbpika CUTarTUNTHH GocdaT MOHOXUIPAT, EKBUBAIIEHTEH Ha 50 mg CUTATTTUNTHH,
1 850 mg METPOPMHUHOB XUIPOXIIOPHI.

|3. CHUCBHK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

98 punmupanu TabneTku. YacT OT rpyrnoBa OMakoBKa, HE MOXKE J1a ¢e TPojiaBa OTICITHO.
84 ¢punmupanu tabnerku. YacT oT rpymnoBa omakoBKa, HE MOXeE Jia Ce IMPoiaBa OTACIHO.

‘ S. HAYUH HA ITPUJIATAHE U ITBbT(MIIIA) HA BBBEXK/IAHE

[Ipenu ynorpeda mpoueTeTe TUCTOBKATA.
TlepopanHo npuiioxeHue

6. CIIEHUAJIHO NPEAYHNPEXIEHUE, UE JTEKAPCTBEHUAT INIPOAYKT TPSIBBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT INOIVIEJA U TOCET'A HA TEIIA

I[a CC€ ChbXpPaHsABA Ha MACTO, HEAOCTBIIHO 3a ACHA.

‘ 7. APYT'U CIIEHUAJIHU ITPEAYIIPEXXKJAEHN S, AKO E HEOBXOJAUMO

| 8. JATA HA UT3STHNYAHE HA CPOKA HA T'OJJHOCT

T'oxgen no:

| 9. CIIEIIMAJIHHN YCJIIOBUSA HA CbXPAHEHUE

[a =e ce cpxpansBa Hax 25 °C.
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TAX, AKO CE UBUCKBAT TAKUBA

10. CHELNUAJIHU IIPEANIASHU MEPKHU ITPU NU3XBBHPISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NNPOAYKTH WJIN OTHAABYHU MATEPUAJIN OT

11. HUME U AJAPEC HA ITPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/456/015
EU/1/08/456/017

13. TIAPTHJIEH HOMEP

IMaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Velmetia
50 mg/850 mg

‘ 17. YHUKAJIEH HAEHTHO®UKATOP — JIBYU3MEPEH BAPKO/

Henpunoxunmo

‘ 18. VYHUKAJIEH WAEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

Hemnpunoxxumo
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIIMCTEPUTE

BJIUCTEP

| 1. MME HA JIEKAPCTBEHUA ITPOAYKT

Velmetia 50 mg/850 mg tabnetku
curarnuntus/merdopmunos HCI

| 2. NME HA ITPUTEXKATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

MSD

| 3. JATA HA UT3TUNYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot

5. JIPYIO
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JAHHU, KOUTO TPABBA JA CbABP/KA BTOPUYHATA OITAKOBKA

BbHIIHA KAPTOHEHA KYTHUS

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Velmetia 50 mg/1 000 mg dbummupanu TaOIeTKH
CUTATJIUIITAH/METPOPMHUHOB XHIPOXIOPHU/L

2. OBABABAHE HA AKTUBHOTOMTE) BELLIECTBO(A)

Bceska TabneTka cbbpka CUTArMTUNTHH (pocdaT MOHOXUAPAT, EKBUBAIIEHTEH Ha 50 mg CUTATTTUNTHH,
1 1 000 mg MeTOpMUHOB XUAPOXIOPHI.

‘ 3. CIIMCBK HA IIOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

14 pumvupanm TabreTKH

28 hunmMupaHu TaOIETKA

56 duiMupanu TaONeTKH

60 dhunvupann TabIeTKH

112 ¢unmmupanu TaOneTKm

168 puimMupanu Ta0NeTKH

180 dunMupanu TabneTKu

196 punmupanu Ta0IeTKH

50 x 1 punmupanu TaOIeTKH

['pymoBa omakoBka, chabpkamia 196 (2 onakoBku 1o 98) punmupanu TabieTKu
I'pynoBa omakoBka, chabpkama 168 (2 omakoBku o 84) duimupaHu TaOIETKH

5. HAYMH HA IIPUJIATAHE U MbT(MILA) HA BbBEXK/JIAHE

[Ipenu ynorpeba npodeTeTe JIMCTOBKATA.
IlepopanHo npunoxenue

6. CIIEHUAJIHO NPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT IOIVIEJA U TOCET'A HA TELIA

Ja ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 32 JeIa.

| 7. JAPYI'N CIIEIMAJIHU TPEAYIPEXKJAEHUA, AKO E HEOBXOIUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'omgen no:
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‘ 9. CIIENUAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ue ce cexpansiBa Haxg 25 °C.

10. CHELOUAJIHU NPEAITASHU MEPKH ITPU U3XBBPISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE HPOAYKTHU WJIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HWME U AJJPEC HA TIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannns

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/456/008 14 dunvupanu TabiaeTku
EU/1/08/456/009 28 dbunmupaHu TaOIeTKH
EU/1/08/456/010 56 dhunmupaHu TabIeTKH
EU/1/08/456/021 60 ¢unmupanu TabIeTKA
EU/1/08/456/011 112 punmupanu TadneTku
EU/1/08/456/012 168 dunmupanu TadneTKu
EU/1/08/456/022 180 dpunmupanu TabIeTKu
EU/1/08/456/013 196 dpunmupanu TabneTKu
EU/1/08/456/014 50 x 1 ¢unmupanu TaOeTkn
EU/1/08/456/016 196 (2 x 98) punmupanu TabeTkn
EU/1/08/456/018 168 (2 x 84) dunmupanu TaOIETKH

13. TIAPTHUJIEH HOMEP

IMaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAIINS HA BPAIJIOBA A3BYKA

Velmetia
50 mg/1 000 mg
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‘ 17. YHUKAJIEH WIAEHTU®UKATOP — IBYU3MEPEH BAPKO/

JIByn3MepeH 0apKoJi ¢ BKIIIOUEH YHUKAJICH UACHTU()UKATOD

’ 18. YHUKAJIEH HAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

MEXJ/INHHA OITAKOBKA 3a rpynoBu onakoBKHu 0T 2 onakoBKH -0e3 blue box —
50 mg/1 000 mg puamupanu TadaeTKH

’ 1. HNME HA JIEKAPCTBEHUS TPOAYKT

Velmetia 50 mg/1 000 mg punmupanu TabiaeTku
CUTarIMNTHH/MET(GOPMHHOB XUAPOXIOPHUIT

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TabneTka chbpika cUTarmunTyuH Gocdat MOHOXHIPAT, EKBUBAIIEHTEH Ha 50 mg CUTATTTUNTHH,
u 1 000 mg MeThOpMUHOB XHIPOXITOPHUL.

|3. CHUCBHK HA HOMOIIHUTE BELIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

98 dummupanu TabeTKH. YacT OT rpymnoBa onakoBKa, HE MOXKe Jia ce TpojiaBa OTACITHO.
84 ¢punmupanu tabnetku. YacT oT rpymnoBa OnakoBKa, He MOXKE J]a Ce Po/iaBa OT/ISITHO.

‘ S. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBEXK/IAHE

[Ipenu ynorpeba mpoueTeTe TUCTOBKATA.
TlepopanHo npuioxeHue

6. CIIEHHUAJIHO NPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT ITIPOAYKT TPSBBA
JA CE CBbXPAHSABA HA MSACTO JAJIEYE OT IIOIJIEJA U TOCET'A HA TEITA

I[a CC€ ChbXpPaHsABA HAa MACTO, HEAOCTBHIIHO 3a JCHA.

‘ 7. APYT'U CIIEHUAJIHU NTPEAYIPEXJIEHUS, AKO E HEOBXOAUMO

| 8. JATA HA UT3THYAHE HA CPOKA HA T'OJJHOCT

T'ogen no:

| 9. CIIEIIMAJIHHN YCJIOBUS HA CbXPAHEHUE

[a =e ce cpxpansBa Hax 25 °C.
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TAX, AKO CE UBUCKBAT TAKUBA

10. CHELNUAJIHU ITPEAIIASHU MEPKH [TPU N3XBBPISSHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTU WJIN OTHAABYHU MATEPUAJIN OT

11. HME U AAPEC HA ITIPUTEKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/456/016
EU/1/08/456/018

13. TIAPTUJIEH HOMEP

[Maptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHHSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Velmetia
50 mg/1 000 mg

‘ 17. YHHUKAJIEH HIAEHTU®UKATOP — JIBYU3IMEPEH BAPKO/

Henpunoxxnumo

‘ 18. VYHUKAJIEH WAEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

Hemnpunoxumo
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE

BJIUCTEP

| 1. MME HA JIEKAPCTBEHUA ITPOAYKT

Velmetia 50 mg/1 000 mg Tabnetku
curarnuntud/merdopmunos HCI

| 2. NME HA INTPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

MSD

| 3. JATA HA U3THYAHE HA CPOKA HA TOJHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot

5. JIPYIO
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b. IUCTOBKA

40



JlucroBka: HH(l)OpMaIII(Iﬂ 3a ManMeHTa

Velmetia 50 mg/850 mg puamupanu TadaeTku
Velmetia 50 mg/1 000 mg puamupanu TadaeTkn
CUTarJTUITHH/MEeT(HOPMHHOB XHJIPOXIOPU/T
(sitagliptin/metformin hydrochloride)

IIpoyereTe BHUMATEIHO LAJIATA JIMCTOBKA, IIPEAH /1a 3all0YHeTe a IpUeMarte TOBa JeKaApCTBO,

Thi KaTo THA ChAbpP:Ka BakHa 3a Bac undopmaumus.

- 3ana3zeTe Ta3u JUCTOBKA. MoXe 1a ce HaJIO0XH J1a s IPOYETETe OTHOBO.

- AKo MMaTe HSKaKBH JIOBIHUTEHN BBIIPOCH, TTonuTaiiTe Bamus iekap, papmanesT wiu
MEJIUIIMHCKA CEeCTpa.

- ToBa nekapcTBo € npeanucaHo 1uyHo Ha Bac. He ro npeotcrenBaiite Ha Apyru xopa. To Moxe
Jla UM HaBpeIlv, He3aBUCHMO Y€ TIPU3HAIIUTE Ha TIXHOTO 3a00JIsBaHe ca ChINUTE Karo BamuTe.

- AKO TIONTyYuTe HAKaKBH HEXEJIAaHU JIEKaPCTBEHU peaklny, yBeaomeTe Bamus nekap, hapmarieBT
WJIM MEIMLMHCKA cecTpa. ToBa BKIIIOYBA U BCUUKHU Bb3MOXHU HEKEJIaHU PEaKIMU, HEONIMCAaHU B
Ta3u JIMCTOBKA. Bikre Touka 4.

Kakso CbABbpPiKa Ta3u JUCTOBKA

Kakso npencrasisgBa Velmetia u 3a kKakBO ce U3M0JI3Ba
KaxkBo TpsiOBa ma 3Haere, mpenu Aa npueMere Velmetia

Kak na npuemare Velmetia

Bb3MOKHM HEXKETaHU peaKInn

Kak na cexpansBate Velmetia

ChappikaHue Ha ONIAKOBKATa U AOMBJIHUTEIHA HHpOpMaLys

Sk L=

1. KakBo npencraBasiBa Velmetia u 3a kakBo ce U3moJi3Ba

Velmetia cpappxka JBe pa3iniHy JIEKAPCTBA, HAPEUEHH CUTATTTUITAH U MET(HOPMUH.

) CUTArJIMIITHUH TPUHAIICKA KbM KJac JekapcTBa, HapeueHn DPP-4 uaxuOuTopu (Iunentuaun
nenTuaaza-4 MHXUOUTOPH)
) MeT(HOPMUH MPUHAIJICIKN KbM KJIAC JICKAPCTBA, HAPCUCHH OUTBAHUIMHH.

Te neficTBaT €JHOBPEMEHHO, 3a J]a KOHTPOJIHMPAT HUBOTO HAa KPhBHATA 3aXap MPH Bb3PACTHU MAIUCHTH
¢ (hopma Ha muaber, HapedeH ,,3axapeH nuadeT tum 2°“. ToBa JeKkapcTBO MOBHINIABa HUBATa Ha
WHCYJIMH, TPOU3BEJICH CJIe]] XpaHeHe U HaMallsBa KOJIMYECTBOTO 3axap, MPOU3BEACHO OT Bamus
Opra’Hu3bM.

3ae/HO C AMETA M yIIPa)KHEHHUs, TOBA JIEKapCTBO IOAIIOMara HaMalieHHeTo Ha Bamrara kppBHa 3axap.
ToBa sekapcTBO MOYXKeE Ja ce M3I10JI13Ba CAMOCTOSTEIIHO MM C ONIPEAEIICHH APYTHU JIeKapcTBa 3a Anader
(MHCYNTUH, CYN(QOHUITYpEsl WK TIUTa30H).

Kakso mpencrasnsBa quabet tum 27

Juabet Tum 2 e CbCTOSIHUE, IPU KOETO Balmsar opraHu3bM He MPOU3BEkKAa JOCTAThUHO UHCYIIMH, a
TIPOM3BEXTAHUAT MHCYIUH HE JIeWCTBa Taka JoO0pe KakTo Ou TpsoBao. OCBeH ToBa OpraHu3MbT Bu
MOXKE J1a IPOU3BEXK A TBHPJIe MHOTO 3axap. [Ipu ToBa monoxenwne, 3axapra (IIIIOK03aTa) Ce HATPYTIBA B
KpbBTa. TOBa MOXE J1a MPUYMHU CEPUO3HU METUIIMHCKH MTPOOJIEMH KaTo ChPACYHO 3a00IsIBaHE,
0B0peuHo 3a00MsBaHe, CIenoTa U aMITy Talusl.

2. Kaxkgo TpsioBa 1a 3HaeTe, npeau na npuemere Velmetia
He npuemaiite Velmetia
- aKO CTC AJICPTUYHU KbM CUTATJIMIITUH UIIN MeT(i)OpMI/IH WJIN KbM HAKOA OT OCTAaHAJIUTEC CbCTaBKHU

Ha TOBa JIEKAPCTBO (M30pOCHH B TOUKA 6).
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- aKo UMare CHIIHO HamalleHa ObOpeuHa (QyHKITHSL.

- aKo UMaTe HEKOHTPOJMPaH AuabeT, HampuMep C TeKKa XUIEePIIIMKeMus (BICOKa KpbBHA 3axap),
raJicHe, MOBpBIIaHe, Tuapus, Obp3a 3ary0a Ha TerJo, JaKTaTHa aruno3a (BIxre ,,Puck ot
JIAKTaTHA alua03a’ mo-A0y) WiTH KeToanuao3a. Ketoanumosara e chCTOsSHUE, TPH KOETO
BEIleCTBATa, HAPEUCHH ,,KETOHHU Tella“, ce HAaTPyNIBaT B KPHBTA U TOBA MOXKE J1a JOBEJE 110
nuabeTHa nmpekoMa. CHMITTOMUTE BKITFOUBAT OOJKH B CTOMaxa, y9eCTeHO M IBJIO0KO JHIIaHe,
CHHJIMBOCT WJIM HEOOUYAaeH IUIOIOB apoMar Ha Jibxa Bu.

- aKo MMaTe TeKKa WHPEKIUS WITH CTe AeXUAPATHPAHU

- ako Bu npeacTou n3cjaeaBaHe C pPECHTICHOBU JIbYU, KBJACTO LIS Bu HWHXCKTHUPAT KOHTPAaCTHO
BemecTBO. TpsiOBa fa cripere Ja npuemare Velmetia mo Bpeme Ha M3CIIe/IBaHE C PEHTTCHOBU
J'bYY U 2 WIIM TIOBEYE JTHU CIIe] TOBa, KakTo Bu e npenmucan Bamusrt jgekap, B 3aBUCIMOCT OT
TOBa Kak pabotsaT Bammre 6b0penn

- aKO HACKOPO CTE MOMYYWIIH ChpcueH HH(PAPKT WIM UMATE TEXKKH [UPKYJIATOPHH MTPOOIIEMH,
Karo ,,IIIOK" HJTK MPOOJIEMH C JTUTIIAHETO

- aKo UMaTe YepHOIPOOHN MTPOOIEMH

- aKo THeTe aTKOXOJI B TOJIEMH KOJIMYECTBA (BCEKH JIH WIIM CaMO OT BpeMe Ha BpeMe)

- aKO KbPMUTE

He npuemaiite Velmetia, ako Helo oT mo-rope u30poeHuTe ce oTHacs 3a Bac u roBopete ¢ Bamus
JIeKap 3a JpyTyu HAYWHU Ha JiedeHue Ha Bamms nuaber. AKo He CT€ CUTYPHHU, KOHCYJITUPAWTe Cce ¢
Bamus nekap, papmarieBT niu MEIUIIMHCKA CecTpa Ipeu Ja npuemere Velmetia.

Ipexynpesxnenusi ¥ NpeanasHu MepKU
[Tpu manmenty, nonyyasaniy Velmetia ca cho0I1aBaHK CiTydad Ha Bb3MIaJCHUE Ha TTaHKpeaca
(mankpeaTuT) (BIKTE TOUKA 4).

AKO TOJTyYuTe MEXYPH IO KOKaTa, TOBAa MOXKE J1a € IPU3HAK Ha ChCTOSIHUE, HapeueHo Oyo3eH
nemdurona. Bamust gekap Mmoxke na Bu mocsBeTBa na cripete npuema Ha Velmetia.

Puck oT JakTaTHA anma03a

Velmetia MOke J]a IPUYMHU MHOTO PsIJIKa, HO MHOTO CEPHO3HA HEXellaHa Peakius, HapeueHa
JaKTaTHA aIu103a, ocodeHo ako OsOpernuTe Bu He pyHKIIMOHMpAT MpaBUIIHO. PUCKBT OT pa3BuTre Ha
JaKTaTHA alu/I03a Ce yBeNNYaBa U IPH HEKOHTPOIUPAH AUa0eT, TEXKKH HH(EKINH, IPOIBIDKUTEITHO
INIaJyBaHe WIK IpUEeM Ha aJIKOXOJI, ieXuapatanus (BIKTe omie HHGopMaIys 1o-101y), Y4epHOAPOOHH
MPOOJIEMH M BCIKAKBU CHCTOSIHHSA, TIPA KOUTO YaCT OT TSAJIOTO MMa HaMaJIeHO CHa0IIBaHe C KHCIOPOT
(xaTo ocTpo MpoTHYAIIa TeXKKa OOJIECT Ha CHPIIETO).

AKko HsIKOE OT M30pPOCHUTE MO-rope ce OTHAacs 3a Bac, ropopere ¢ Bamus siekap 3a TObIHUTEITHU
YKa3aHUs.

Cnpere npuemMa Ha Velmetia 3a kpaTbk nepuoa ot BpemMe, ako uMare 3a00J1siBaHe, KOETO MOKe
Aa 0bae CBBP3aHo ¢ JeXuaApaTanus (3HaUYUTeIHa 3aryda Ha TeJIeCHH TEYHOCTH) KaTo TEKKO
MOBPBIIIAHE, TUAPHS, TPECKa, H3JaraHe Ha TOTUIMHA MK aKo MHETe IT0-MaJIKO TEYHOCTH OT
HOpMaHOTO. ['oBOpeTe ¢ Bamms nekap 3a JOMBITHUTETHH YKa3aHUS.

Cupere npuema Ha Velmetia u He3a0aBHO ce CBbp:KeTe € JIeKAp HJIM Hal-0/IM3KaTa H0IHMIA,
aKO0 MMaTe HAKOU 0T CHMIITOMHUTE Ha JIAKTATHA all1/103a, Thi KaTO TOBAa CHCTOSIHUE MOJXKE J1a
JIOBEJIE 0 KOMa.

CuMmnToMuTe Ha JIAKTaTHA alliA03a BKIIOYBAT:

- MOBpBIIaHE

- OoJsiku B ctomMaxa (KOpeMHH OOJIKH)

- MYCKYJIHH CIIa3MHU

- 001110 yceluane 3a Hepa3MnoloKeHNe, IPUAPYKEHO C TEKKa yMopa

- 3aTpyIHEHO UILaHEe

- IIOHWIKEHA TEJIECHA TEMIIEpATypa U I1yJC

JlakTaTHaTa amm03a € ChCTOSHHUE, U3UCKBAIIO CIICIIHA MEIUIIMHCKA TIOMOIII, ¥ TpsIOBa Ja ce JIEKyBa B
OoJTHHUIIA.
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I'oBopete ¢ Bammms siekap wim ¢apmaneBT npenu na nprueMere Velmetia:

- aKo MMaTe WM CTe MMain 3a00IisBaHe Ha MaHKpeaca (Karo MaHKpeaTuT)

- aKo MMaTe WM CTE€ MMAJIM KaMBHH B JKITBYHHS MEXYP, AIIKOXOJIHA 3aBUCUMOCT WJIM MHOTO
BHCOKH HHBa Ha TPUIIMLEPUAN (BHI MAa3HUHH) B KpbBTa. Te3u 3a001s1BaHUS MOTaT Aa OBUIIAT
BEPOSTHOCTTA J1a TIOJYUNTE TAHKPEATUT (BIKTE TOUKA 4).

- ako nMate auabet tun 1. I[ToHsikora ce HapU4a HHCYJINHO-3aBUCHM THAa0eT

- aKo MMaTe WU CTe HMaJIM aJlepruyHa peakius KbM CHUTarJaunTHH, MeThopMuH win Velmetia
(BmXTE TOUKA 4)

- aKo mpuemare cyJihOHIITYPEHHO POU3BOIHO WM MHCYJUH, aHTUANA0ETHO JIEKAPCTBO, 3aeIHO
¢ Velmetia, Thii KaTO MOXe JIa HACTBIIM CHCTOSIHUE Ha HUCKA KPBBHA 3aXap (XUIIOTINKEMHS).
Bammsat nekap Moxe Aa HaMaIu A03aTa Ha cyl(OHMWITYPEeHHOTO IPOU3BOAHO WK HHCYIHH

Axko Bu ce Hanara 1a nmpeThpIuTe CEpHO3HA Olepalys, TPsOBa 3abDKATEITHO JIa CIIpeTe MpreMa Ha
Velmetia mo BpeMe Ha 1 U3BECTHO BpeMe Cie]l polieaypaTta. BamusT nekap mie pemy kora TpsoBa Jia
CIIpeTe W KoTa J1a Bh30OHOBHUTE JieueHHEeTo ¢ Velmetia.

AKO HE CTe CUTypHH, JTAJIA HEIllO OT U30POCHUTE MO-rope ce oTHacs 3a Bac, monuTaiite Bamst nekap
Win papMareBT Ipeau aa mpuemMete Velmetia.

ITo Bpeme Ha neuenuero ¢ Velmetia Bammst nekap e nposepsiBa 0b0peunara Bu GpyHKims mone
BEJHBK TOAUIIHO WM NI0-4€CTO, aKO CTE B CTapyuecKa Bb3pacT W/WIM ako UMaTte BiolleHa ObOpedHa
(byHKIHS.

Jena u roHoOmM

Jema u roromm mox 18 ronrHU He TpsOBa J1a U3ITON3BAT TOBA JIekKapcTBO. To He € €(heKTUBHO TIPH
Jlela ¥ IOHOIIH Ha Bh3pacT Mexmy 10 u 17 roquau. He e n3BecTHO /1amu ToBa JIEKapCTBO € 6€301macHo
1 e(eKTUBHO, KOT'aTo Ce U3M0J3Ba MpH Jiena Ha Bh3pact oy 10 roguHu.

Jpyru jexkapcrBa u Velmetia

Ako Tpsa6Ba 1a Bu ObJ1e mocTaBeHa WHKEKIHSI ¢ KOHTPACTHO CPEACTBO, ChIBPIKAIIO HO, B
KPBHBOOOPBILCHUETO, HATIPHUMEP B KOHTEKCTA HA PESHTTSH UM CKeHEp, TPSAOBa Ja cripeTe mpueMa Ha
Velmetia mpeau uim 1o BpeMe Ha HHKEKIMATA. Balust jiekap 1e pery Kora TpsoBa aa crupere u
Kora 1a Bp300HOBUTE JIeueHHeTo ¢ Velmetia.

TpsiOBa na kaxkere Ha Bamms nexap min gapmaneBt, ako mpremMare, HaCKOpO CTe IPUEMAH WU €
BB3MOXKHO J1a IIpUeMate Apyrd jekapcTBa. Moxe Ja ce HaJIOXKH I0-4eCTO Jia Ce U3CiIeBa IJII0K03aTa B
KpBBTa 1 (YHKIMOHUpPaHETO Ha ObOpennTe nim BammsaT nexap Moxke 1a Kopurupa gosara Velmetia.
N3xitounTenHO BaXKHO € J1a CIOMEHETE CIeTHOTO:

o JekapcTBa (IIPUETH Mpe3 ycTaTa, NPUIOKEHH Ype3 HHXaIAH WIN KaTO MHXEKINs),
M3II0JI3BaHM 3a JIeUeHUe Ha Bh3MAIUTETHH 3a00JIIBaHUSIKATO acTMa U apTPUT
(KOPTHUKOCTEPOUIN)

o JIeKapCcTBa, KOUTO yBeJIMYaBaT OTACISHETO Ha ypuHA (INypPETUIH)

. JIeKapCTBa, M3MOJI3BaHN 3a JeueHne Ha 6onka u p3nanenue (HCIIBC u COX-2 naxuburopw,
KaTo HOympodeH U MeNeKOKCHO)

. HSIKOM JIEKapCTBa 3a JIeUeHNEe Ha BUCOKO KpbBHO Haisirane (ACE-MHXHOUTOpH 1 aHTMOTEH3NH

II pertenTopHN aHTArOHUCTH )

CrIeIM(UYHH JIEKApCTBA 3a JIeueHNe Ha OpOHXHATHA acTMa (3-CHUMIIATUKOMUMETHITH )
HoIMpaHu KOHTPACTHH BEIECTBA WM JICKAPCTBA, ChIBPIKAIIU alTKOXOJ

OTpeIeICHH JIEKapCTBa, U3IIOI3BaHU 32 JICUCHHE Ha CTOMAIITHH ITPOOIEeMH KaTO IIMMETHINH
paHoJa3uH, JeKapCTBO, U3IIOI3BAHO 32 JICUSHHE Ha CTEHOKAP U

JTONTyTeTpaBUp, JEKapCTBO, U3IIOJI3BAHO 3a JiedeHne Ha XUB nnpeknus

BaHIIETaHNO, JIEKapCTBO, M3MOJI3BAHO 3a JISUCHHE Ha crienn(rdeH BU paKk Ha IMATOBUIHATA
JKie3a (MeynapeH KapluHOM Ha IUTOBHIHATA JKJI€3a)
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o JMTOKCHH (3 JIeYeHHe Ha HeTPaBWICH Chp/ICUYEH PUTHM H JAPYTU ChpACYHH mpobiemu). Moxe
Jla ce HaJIOXKH Jia ce MIPOBEpH HUBOTO HA JMTOKCHH B KpbBTa BH, ako ro npuemare
€IHOBpEeMEHHO ¢ Velmetia.

Velmetia ¢ ankoxou

M36srBaiiTe mpekoMepHaTa yroTpeda Ha aJIkoXoJI 10 BpeMe Ha IipreMa Ha Velmetia, Thi KaTo TOBa
MOJKE /1a YBEJIMYH PUCKa OT JJaKTaTHa allua03a (BIKTE ToUKa ,,[[peaynpexaeHus u npeamnasHu
MEpPKH‘).

bpeMeHHOCT M KbpMeHe

Axo cTe OpeMeHHa WIH KbPMHTE, CMSTaTe, Ye MOXKe /1a cTe OpeMeHHa WK IJIaHupaTe OpeMEHHOCT,
nochBeTBaiTe ce ¢ Bamms nekap win gapmanesT npean ynorpedara Ha ToBa JekapcTBo. He TpsaOBa
Jia IpreMaTe TOBa JIEKapCTBO 110 BpeMe Ha OpeMeHHOCT. He npuemaiite ToBa 1eKapcTBO ako KbPMUTE.
Bmxre Touka 2 He mpuemaiite Velmetia.

Ilodupane u padoTa ¢ MAIIHHA

ToBa JekapcTBO HE MOBIHUIBA WX TIOBJIHSBA MPEHEOPEIKUMO CIIOCOOHOCTTA 32 odHupaHe U padoTa ¢
MalluHY. Bbrnpeku ToBa ca choOLIaBaHu cayvyan Ha 3aMaiiBaHe M ChbHIMBOCT ChC CHUTATJIUITHH, KOETO
MOXKe Jia oBIUsie criocoOHocTTa By 3a modupane wim padbota ¢ MalvHy.

[IpuembT Ha TOBa JIEKAPCTBO B KOMOWHAIMS C JICKAPCTBA, HAPEUSHH CYJI(DOHWITYPEHHU POU3BOTHU
WJIN UHCYJIMH, MOKE€ [a IIPUYNHHA XUIIOTJIMKEMUS, KOATO MOXKE Jia ITOBJIMAC Bamiara CHOCO6HOCT Ja
modupare WM pabOTUTE C MAIIMHM, WIH 1a paboTuTe 6e3 oOe3omaceHa ormopa 3a Kpakara.

Velmetia coabpika HaTpuid
ToBa yiekapcTBO ChABPKA MO-MaNKO OT 1 mmol HaTpwii (23 mg) Ha TableTka, T.€. MOXKE J1a ce KaxKe,
Ye MPaKTUYECKU He ChIbpiKa HATPHH.

3. Kak 1a npuemare Velmetia

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e ka3an Bammmsrt nekap. Ako He cTe CUTYpHH B
Hello, nonuraiTe Bamus nexap win gapMarnesT.

. [Ipuemaiite exna TadieTka:
. JIBa TBTH JTHEBHO MpE3 ycTara
. C XpaHa, 3a J1a HAMAJIUTE PUCKA OT CTOMAIITHO HEPA3IOJIOKEHHE.

o BamusT nexap Moxxe J1a MoBHIIM J1o3ata By, 3a na koHTposiupa kphBHaTa Bu 3axap.

o Ako umare HamasieHa ObOpeuHa GyHkiws, Bamusat nekap moxe na Bu npeanwuiie mo-HUcKa
J1034.

Tps0Ba ga mpoxBIDKHUTE TUeTaTa, Ipenopbyana oT Bamms nekap mo BpeMe Ha JIedeHHe ¢ TOBa
JIEKapCTBO | JIa CIeANTE TIpueMa Ha BBIIIEXUIAPATH 1a € paBHOMEPHO pasIpeielieH MMpe3 JICHS.

ToBa JlekapCTBO CAMOCTOSITETHO € MaJIKO BEPOSITHO J]a MPUYMHU HEOONYAtHO HUCKH HUBA HA
KpbBHaTa 3axap (xuroriukemus). Korato ToBa jiekapcTBO ce H3I1013Ba ChC CyNI(OHUITYpEHHH
JIeKapCcTBa WIN C WHCYJIMH, MOKE J]a HACTBILSIT HUCKM HUBA Ha KpbBHATA 3axap U Bamms nekap Moxe
Jla HaMaJTi J103aTa Ha CyI()OHHITYpEeHHOTO IPOU3BOAHO WJIH UHCYIIUH.

AKO cTe pHueJiH MoBeYe oT HeoOxoaumaTa ao03a Velmetia

AKO CTe Ipuelu ToBeYe OT Mpelcanara 103a OT TOBa JIEKapcTBO, He3abaBHO yBegoMeTe Bamus
nekap. Otunere B O0JIHHIA, aKO ITOyYUTE CUMIITOMH Ha JIAKTaTHA alya03a KaTo yCceulaHe 3a CTy
WIN TUCKOM(OPT, TEKKO rajieHe Wiv NOBphIIaHe, OoKa B cTOMaxa, HeoOsicHuMa 3ary0a Ha TerJo,
MYCKYJIHH KpaMITH WK Y4eCTEeHO TUIlaHe (BUXKTe TouKa ,,IIpenynpexxaeHus u npeanasHu Mepku™).
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AKo cTe mpomycHaJau n1a npueMete Velmetia

AKO CTe pOoIyCHAIHN 1032, B3eMETE s BeIHAra IIOM CE CETHTe. AKO HE Ce CeTUTE TIPeIH 1a JoijIe
BpeMe 3a cieBallara J103a, MpoIryCHeTe 3adpaBeHara 7103a U Ce BbPHETE KbM peZoBHATA CXeMa Ha
npueM. He B3emaliTe ABOIHA 032 OT TOBA JIEKAPCTBO.

AKo cTe cripesu npueMa Ha Velmetia

[IponbikaBaiiTe Aa MpreMaTe TOBa JIEKAPCTBO TOJIKOBA JIBIITO, KOJIKOTO By e npeanucan Bammst
JieKap, 3a Jia MoXe Jia MPOJIBJDKHTE J1a KOHTPOIUpaTe CBOsATa KpbhBHA 3axap. He TpsOBa na criupate
npreMa Ha TOBa JIEKapcTBO, O€3 Jla ce KOHCYJITHpATe MbpBO ¢ Bamms nekap. AKo cripere npueMa Ha
Velmetia, Bamara kppBHa 3axap MOXe J1a Ce IIOBUIIIA OTHORO.

AKO UMate HIKaKBH JIOMBIHUTEIHH BBIIPOCH MPH yroTrpedaTa Ha TOBa JEKapCTBO, MonuTaiiTe Bamus
Jiexap uiH apMareBT.

4, B13MoKHU HeKeTaHU peakiiun

Kakro Bcuuku JIEKapCTBaA, TOBA JICKAPCTBO MOXKE J1a IIPCAU3BHUKA HECXKCIIaHU pCAKINU, BBIIPEKU Y€ HE
BCCKM ' IIOJTy4aBa.

[NPEKPATETE npuema na Velmetia u He3a0aBHO ce cBbpkeTe ¢ Bammms nekap, ako 3abenexure

HSIKOHU OT CJICIHHUTE CEPUO3HH HEXEIIaHU PEaKInu:

. CHJTHA W TTOCTOSTHHA 00JIKa B Kopema (001acTTa Ha cToMaxa), KOSTO MOXKe J1a CTUTa 110 Thpoa,
cbe win Oe3 TajieHe W MOBPBLIaHe, Thil KATO TOBAa MOXKE Jla ca TIPU3HAIM Ha Bb3MaJIeH MaHKpeac
(maHKpeaTwr).

Velmetia Moxe 1a 1oBeae 10 MHOTO psiaka (Moxe ma 3acerHe no 1 morpeburen Ha 10 000), HO MHOTO
CepUO3Ha HEeXKeNlaHa peaKIvs, HapeveHa JIAKTaTHA anujo3a (BUXKTe Touka ,,[I[peaynpexaeHus u
MpeaIma3Hu MEPKHU‘‘). AKO TOBa Ce CIIyJH, TPSAOBa 3abJDKUTEITHO Ja cnpeTe mpueMa Ha Velmetia n
He3a0aBHO /1a ce CBBbPJKeTe ¢ JeKap WiId Hai-0Ju3KaTa 00JHMIA, THI KaTo JJaKTaTHATA alyI03a
MOJKeE J]a TOBeJIe 0 KOMa.

AKO TIONTyYUTe CepHO3Ha allepTUYHa peaknus (C HeM3BECTHA YeCTOTa), BKIFOYNTEITHO OOPHB,
ypTUKapHsi, MEXYpH I10 KoXaTa/0eneria ce Koka 1 ToAyBaHe Ha JINIETO, YCTHUTE, €3UKa U I'bPIIOTO,
KOETO MOXe J1a MPEAU3BUKA 3aTPYJHEHUE B AUIIAHETO WU T'BATAHETO, IPEKpaTeTe MprueMa Ha TOBa
JIEKapCTBO M BeJlHAra ce cebpxeTe ¢ Bamus nekap. Bamuar nekap moxe 1a Bu npennuiiie gexkapcTBo
3a JIeYeHHe Ha alepruyHaTa peakius 1 APYyro JeKapcTBo 3a Bamms nuader.

Hsixou marpieHTH, KOUTO nmpreMar MeT(QOopMIH, TOTyYaBaT clIeTHUTE HeXXeJIaH! PeaKiy Mpu
J00aBsHE Ha CUTATIHIITHH:

Yectu (Moxe na 3acerHat 1o 1 Ha 10 gymm): HUCKa KpbBHA 3aXap, raJieHe, ra30Be, OBPbhILlaHe
Heuectu (Moxe na 3acersar g0 1 Ha 100 qymm): 6ojika B cTOMaxa, Iuapus, 3anek, ChbHIMBOCT.

Hsaxown nanmeHnTH nonyvaBar quapusi, raieHe, ra3oBe, 3arekK, 00Jka B CTOMaxXa W MTOBPBIIIaHe,
KOraTo 3aloYyHar Jia mpueMaT KOMOUHAIMATa CUTAlIMITHH U MeT(GOpMUH (YecToTara € ,,4ecT’).

Hsxon manueHTyH moxyvaBar CIeTHUTE HeXKeTIaH! PEaKIuH TOKATO IpreMaT TOBa JIEKapCTBO ChC
Ccyn(HOHMITYPEHHO TPOU3BOIHO KATO TITUMETTUPHI:

MpHoro dectu (MOXKe J1a 3acerHaT nmosede ot 1 Ha 10 mymm): HUCKM HUBA HA KphBHATA 3aXap
UecTu: 3amek

Hsaxon MAalUEHTH IMO0JIy4daBaT CJICAHUTEC HCKCIIAHN PCAKIIUU JOKATO IMMpUeMaT TOBa JICKapCTBO B
KOM6I/IHaLII/I$I C IMNOINIMTA30H:

YecTu: NOAYBaHC HA PbUCTC UJIN KpaKaTa

Hsaxon ManMUeHTH I10JIydaBaT CJICIHUTC HCXKCIIaAaHU PCAKINU, JOKATO IMpHUEMAT TOBA JICKApPCTBO B
KOM6I/IHaL[I/I$I C UHCYJINH:
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MHoro yecTu: HUCKU HMBA Ha KpbBHATA 3aXap
Heuectu: cyxota B ycrata, rmaBodosue

Hsikon manmeHTH noyvaBaT cIeIHUTE HEXKelaHW PEaKLUH [0 BpeMe Ha KJIMHUYHU MPOYYBaHHMS,
JIOKATO TIpUeMaT CUTATIUITHH CAaMOCTOSTETHO (€JHO OT JIeKapcTBaTa BbB Velmetia), wiu mpu
W3IMOI3BaHE B IEPHO/IA CIe pas3periaBaHe 3a ynmorpeda Ha Velmetia uiw cHTarMITiH
CaMOCTOSITEIHO, WX C JPYTH aHTHINA0ETHHU JIEKapCTBa:

YecTH: HUCKM HUBA Ha KpPbBHATA 3axap, I11aBo0oime, HHGEKIsI Ha TOPHUTE JUXATEIHH IIbTHUILA,
3aIyIIeH WIK Teyalll HOC U Bb3MaJIeHO I'bPJI0, OCTE0apTPUT, OOJIKA B PBIIETE WK KpakaTa

Heuectu: 3amaiiBane, 3arek, Cbpoex

Penxu: namanen 6poii TpoMOoIIUTH

C Hem3BeCTHA YeCcTOoTa: IpodsieMu ¢ OBOpernTe (MOHSKOoTa HaJIarallly Juajin3a), IOBPhIIaHe, CTaBHA
Oonka, MycKysiHa Oonka, 605ika B rbpOa, HHTEpCTHLMATHA OenogpoOHa OonecT, Oyno3eH nempuronsy
(BUA MexypH IO KoXkarta)

Hsikou marueHTH noJyvaBaT CleTHUTE HexXellaHH e()eKTH JIOKaTO MpHeMaT MeTPOpMUH
CaMOCTOSITETTHO:

MHoro decT: TajieHe, MOBpbIaHe, Tuapus, 00Jka B cToMaxa 1 3ary0a Ha armetut. Te3u cCUMIITOMU
MOJKE JIa C€ MOSABAT MPH 3aII0YBaHE Ha MprieMa Ha MeT(HOPMUH U OOMKHOBEHO OTITyMSIBAT

Yectu: MeTaneH BKyC, HAMaJIeHH WM HUCKW HUBA Ha BUTAaMUH B, B KpbBTa (CUMIITOMUTE MOTAT Jia
BKIIIOYBAT MpeKaieHa ymopa (0TIaaHAIOCT), Bh3MAJICH U 3a4ePBEH €3UK (TJI0CHUT), OOIIKaHe
(mapecrte3us) win OJiesia WK XKBJITa KOXka). Bammsr nexkap Moxke 1a Ha3HA4YH HAKOW U3CJICIBAHMS, 32
Jla ce OTKpUe IpUYHHATA 32 BainuTe CHMITTOMHU, Thif KATO HAKOU OT TSAX MOXE CBIIO Ja ca MIPUIMHECHU
OT AnabeT WK JPYTrd HECBbP3aHH 3PaBOCIOBHU MPOOIEMH.

MHoro peaku: Xematut (TipodiieM ¢ YepHus Ipo0), KOPUBHA TPECKa, 3aUepBsaBaHe Ha Koxkara (0OpHB)
WU ChPOEK

Cpo01aBaHe HA HesKeJIAHU pPeaKIuu

AKo TIoNTyunTe HIKAaKBU HEXEJIaH! JICKApCTBCHH pEaKIuy, yBeaoMeTe Bamus gekap, hapmarieBT win
MEJUIIMHCKA cecTpa. ToBa BKIII0UBA BCHUKY BH3MOKHU HEOMTUCAHU B Ta3U JTUCTOBKA HEXKETaHU
peakimu. MoxeTe ChIIo Ja ChOOIIUTE HEXKEIAHN PEaKIUU JJUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a
chro0mmaBane, mocodeHa B [lpumoskenue V. Kato cro0ImmaBare He)KeNaH! peakIny, MOXKETE Ja JajieTe
CBOS MPUHOC 32 TIOJy4YaBaHe Ha MoBede WHGOPMAaIis OTHOCHO 0€30IaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak n1a cbxpansiBate Velmetia
Jla ce chxpaHsiBa Ha MSCTO, HEJIOCTBITHO 3a JICla.
He u3snon3BaiiTe TOBa JIEKapCTBO CJIE] CPOKA HA TOIHOCT, OTOCIIA3aH BbpXy OJNMCTEpa U KapTOHEHATa
omnakoBka cief ,,EXP* u ,,I'onen 1o:“. CpokbT Ha TOAHOCT OTTOBApS Ha MOCEIHUS JEH OT TOCOYCHUS
Mecell.
Jla He ce cbxpaHsBa Haj 25 °C.
He u3xBbpiidiitTe jiekapcTBara B KaHAIM3alMATa UM B KOHTEHHEpa 32 JOMAIIHU OTHadbIH.
[HommmratiTe Bamms dhapMareBT Kak 1a U3XBHPIATE JIEKapCTBATa, KOUTO Bede He H3moi3Bare. Te3n
MEpKH IIe CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA Cpela.
6. ChabpikaHue HA OMMAKOBKATA M J0MbJIHUTETHA HH(OPMAIHUsI
KaxBo cbabpika Velmetia
- AKTHBHHTE BEIIECTBA Ca CUTATIUNTHH U MET(HOPMHUH.

o Beska Velmetia 50 mg/850 mg punmmupana Tabnerka (TabieTka) ChIbpiKa CUTATIUIITHH

dochar MoHOXHIpAT, eKBHBaJIeHTEH Ha 50 mg cutarmunTuH, u 850 mg MeTpOpMHUHOB
XUAPOXJIOPHS.
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o Besika Velmetia 50 mg/1 000 mg ¢punmupana tadiaeTka (TabjieTka) Chabpika
cutarmunTuH Gocdar MOHOXUIPAT, ekBUBaieHTeH Ha 50 mg cutarnuntud, u 1 000 mg
MET(GOPMUHOB XUAPOXJIOPH.

- Hpyrute cpcraBku ca:
o SAnpo Ha Tabnerkara: MEKpoKprcTaaHa meiryno3a (E460), mosumon K 29/32(E1201),
HATPUEB JIAypuicyindar u HaTPUEB cTeapuipymapar.
o DUIMOBO TOKPUTHE: TOMU(BUHUIIOB aTKoX01), Makporoi 3350, tank (E553b), Turanos
nuokcun (E171), gwepsen xenesen okcun (E172) u uepen xenesen okcug (E172).

Kax u3riexna Velmetia u kKakBo cbIbp:ka ONAKOBKATa

- Velmetia 50 mg/850 mg dunmMupanu TabneTku ca po3oBH QUIMHUPaHU TabIeTKH ¢ popma Ha
KarcyJia, ¢ BIyrbOHaTo penedHo o3HaueHue “515” oT eqHarta cTpaHa.

- Velmetia 50 mg/1 000 mg punmupanu TabiaeTku ca yepBeHH GuiIMupaHu TabiaeTku ¢ popma Ha
Karcyma, ¢ BImpOHaTO penedHO o3HadeHue “577” oT eqHaTa cTpaHa.

Hempospaunu onuctepu (PVC/PE/PVDC u anymunuii). Onakosku 1o 14, 28, 56, 60, 112, 168, 180,
196 ¢unmmupanu TaOIeTKY, TPYIIOBH OITAKOBKH, ChIbpxammu 196 (2 omakoBku 1mo 98) u 168

(2 omakoBku 10 84) GpuimMupanu TadaeTku. Onakopku mo 50 x 1 ¢puamMupanu TabIeTKH B
nepoprpaHu eIHOI030BH OIUCTEPH.

He Bcuukm BUIOBE OMTAKOBKM MOTaT J1a ObJaT ITyCHATH Ha Tasapa.

IIpurexkaTen HAa pa3pelIeHHETO 32 YIOTPeOda U MPOU3BOANTET
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

Hunepnannus

3a morreTHATETHA WHGOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE Ce C JIOKATHHS
MIPECTaBUTEN Ha MIPUTEXKATENS HA pa3pelIeHneTo 3a yrnorpeoda:

Belgié/Belgique/Belgien Lietuva

MSD Belgium UAB “Merck Sharp & Dohme”
Tél/Tel: +32 (0)27766211 Tel. +370 5 278 02 47
dpoc_belux@msd.com msd_lietuva@merck.com

Bbnarapus Luxembourg/Luxemburg

Mepk lapm u oym bearapus EOO/] MSD Belgium

Ten.: +359 2 819 3737 Tél: +32 (0)27766211
info-msdbg@merck.com dpoc_belux@msd.com

Ceska republika Magyarorszag

Merck Sharp & Dohme s.r.o. MSD Pharma Hungary Kft.

Tel.: +420 233 010 111 Tel.: +36 1 8885300
dpoc_czechslovak@merck.com hungary msd@merck.com
Danmark Malta

MSD Danmark ApS Merck Sharp & Dohme Cyprus Limited
TIf: +45 4482 4000 Tel: 8007 4433 (+356 99917558)
dkmail@merck.com malta_info@merck.com
Deutschland Nederland

BERLIN-CHEMIE AG Merck Sharp & Dohme B.V.

Tel: +49 (0) 30 67070 Tel.: 0800 9999000 (+31 23 5153153)

medicalinfo.nl@merck.com
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Eesti

Merck Sharp & Dohme OU
Tel: +372 6144 200
msdeesti@merck.com

EA\Lada

MSD A.®.B.E.E

TnA: +30-210 98 97 300
dpoc_greece(@merck.com

Espaiia

Merck Sharp & Dohme de Espaiia, S.A.
Tel: +34 91 321 06 00
msd_info@merck.com

France
MSD France
Tel: +33 (0) 1 80 46 40 40

Hrvatska

Merck Sharp & Dohme d.o.0.
Tel: + 3851 6611 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@msd.com

Island
Vistor hf.
Simi: +354 535 7000

Italia

Neopharmed Gentili S.p.A.
Tel: +39 02891321
regulatory@neogen.it

Kvmpog

Merck Sharp & Dohme Cyprus Limited
TnA: 80000 673 (+357 22866700)
cyprus_info@merck.com

Latvija

SIA “Merck Sharp & Dohme Latvija”
Tel: +371 67364 224
msd_Iv@merck.com

Norge

MSD (Norge) AS
TIf: +47 3220 73 00
msdnorge@msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.
Tel: +43 (0) 1 26 044
dpoc_austria@merck.com

Polska

MSD Polska Sp. z o.0.
Tel.+48 22 549 51 00
msdpolska@merck.com

Portugal

Merck Sharp & Dohme, Lda
Tel: +351 21 4465700
inform_pt@merck.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: + 4021 529 29 00
msdromania@merck.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila d.o.o.
Tel: + 386 1 5204201

msd_slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. r. 0.
Tel.: +421 2 58282010
dpoc_czechslovak@merck.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0)9 804 650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 (0)77 5700488
medicinskinfo@merck.com

United Kingdom (Northern Ireland)

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700

medinfoNI@msd.com

JlaTa Ha nocjieAHO nMpepasriexaane Ha gucropkara {MM/I'TTT}.

IMonpoOna uHopMarlrs 3a TOBa JIEKapCTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBpornelickaTa areHIus

o JieKapceTBara: http:/ www.ema.europa.eu.
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