MNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Curarnuntun/Metdopmuno xuapoxiaopua Mylan 50 mg/850 mg punmupanu Tadbiaetku
Curarnuntiun/MetdopmunoB xuapoxiaopua Mylan 50 mg/1 000 mg ¢punmupanu TadbaeTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Curanmnrun/Merdopmunos xuapoxsuopun Mylan 50 mg/850 mg dunmupanu TabneTkn

Bcesika TabieTka ChIbpiKa CHTArJIMITHHOB XUIPOXJIOPH/ MOHOXH/IPAT, €EKBUBAICHTEH Ha 50 My
curarmuntud (Sitagliptin), u 850 mg merdopmunos xuapoxaopua (metformin hydrochloride).

Curarmuntua/Merdopmusaos xuapoxiaopua Mylan 50 mg/l 000 mg duimupasu Ta0ISTKU

Besika TabieTka ChaAbpKa CUTATTHIITHHOB XUAPOXJIOPUI MOHOXHIPAT, EKBUBAJICHTEH Ha 50 Mg
curarimunTu (sitagliptin), u 1 000 mg merpopmunor xuapoxnopua (metformin hydrochloride).

3a IIBJIHHSA CIIUCHK Ha IIOMOIIHUTE BEIECTBA BUKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
®dunmMupana Tabnerka (Tabnerka)

Cutarmuntua/Metrdopmuno xuapoxiaopua Mylan 50 mg/850 me dunmMupanu TabIeTKH

Po3oBa TabiieTka ¢ popma Ha KarcyJa, JBOMHOU3IIbKHAJIA, ChC CKOCEHU PhOOBE, C BIITHOHATO
penedno o3HaueHue “M” oT eqHaTa cTpaHa Ha TabsieTkara ¥ “SM5” ot apyrata ctpana. Pasmep:
npubmuzureaso 20 mm X 10 mm.

Cutarmuntua/Metdopmuno xuapoxiaopua Mylan 50 mg/1 000 me bunmupanu TaOJIETKH

Tabnetka ¢ opamxeB 10 KadsiB BT, ¢ (opMa Ha KarlCcyJia, ABOHHOU3IIBKHANA, ChbC CKOCEHH PHOOBE, C
BINIOHATO pesieHO o3HaueHue “M” oT enHara crpaHa Ha TabnerkaTta u “SM7” oT mpyrara cTpaHa.
Pazmep: nmpubmmzurenso 21 mm X 10 mm.

4. KJIMHNYHU JAHHU
4.1 TepaneBTUYHU MOKA3ZAHUS
[Ipu BB3pacTHY MaIUEHTH ChC 3aXapeH AuadeT Tum 2:

Curarnuntun/MetdopmuHoB xuapoxiopua Mylan e mokaszan kaTo 1ombiiHEHHE KbM JIUETa U
yIpaXHEHH 33 TI0A00psIBaHE HAa TIUKEMUYHHSI KOHTPOJI TIPH MAIIUEHTH, IPY KOUTO HE € IIOCTUTHAT
3a7I0BOJIUTEIICH KOHTPOJI C MaKCHUMAaJTHATa TOHOCHMA 32 TSIX 1032 MET(GOPMHIH CAMOCTOSITEITHO HIIH
KOUTO B€Ye ce JIEKyBaT C KOMOMHAINS OT CUTATJIMIITHH U MEeT(HOPMUH.

Curarnunria/Metdopmunos xuapoxiaopua Mylan e mokazan B KoOMOMHAIMS ChC CYI()OHMIYPEHHH
MPOU3BOIHH (T.€. TPOHHO KOMOWHHPAHO JICUCHIE) KaTo JIOMIbIIHEHUE KbM JIUETa U YIPAKHEHUS TPU
MaMEHTH, TPH KOUTO HE € MTOCTUTHAT 33J0BOJIMTEICH KOHTPOJI C MaKCMMaJIHaTa MOHOCHMA 3a TAX
n03a MeThOpMUH U CynOHUITYpes.



Curarnunria/Metdopmunos xuapoxaopua Mylan e mokasan kaTo TPOHHO KOMOMHHUPAHO JIEYEHHUE C
MEPOKCU30MEH MpoudepaTop-akTuBrpan perentop rama (PPARy) aroHucT (T.e. THa30IUAUH/IOH )
KaTo JONBIHEHUE KbM JIUETA M YIIPAKHEHUS TP MAIMESHTH, TP KOUTO HE € IIOCTUTHAT
33JI0BOJIMTEIICH KOHTPOJI C MAKCUMaJTHATa IMMOHOCUMA 3a TAX J103a MeThopmuH U PPARY aronucr.

Curarnuntiun/MetdopmuHoB xuapoxiaopua Mylan cbiio e mokasan karo 1o0aBka KbM UHCYJIHH (T.€.
TPOIHO KOMOMHHUPAHO JICYEHHUE) KaTo IOMbJIHEHHE KbM AUETaTa M yIpaKHEHUATA 32 TOA0OpsBaHe Ha
TJIMKEMHUYHUS KOHTPOJI [IPY IALMEeHTH, KOraTo MOCTOSHHATA 1034 HA MHCYJIMH U METQOPMUH
CaMOCTOSITETIHO HE OCUTYpsIBa a[JeKBaTE€H IIIMKEMUYEH KOHTPOII.

4.2 Jlo3upoBKAa M HAYUH HA MPUJIOKEHHE

2031/1[30131(3

Jlo3upoBKaTa Ha AaHTHXUIEPTITMKEMUYHOTO JICUCHHE ChC CHTATIMIITHH/METQPOPMUHOB XUAPOXJIOPHUIT
TpsOBa na ObJie MHAUBHIYATM3UpaHa Ha 0a3aTa Ha HACTOSIIMS PEKUM Ha MalUeHTa, ¢PESKTUBHOCTTA
TOJIEPAHTHOCTTA, KaTO HE CE MPEBUIIaBa MaKCHUMaJlHATa IIPEopbhUBaHa JHEBHA j03a oT 100 mg
CHTArIUIITHH.

Bwspacmuu ¢ nopmanna 6wopeuna gynxyus (GFR > 90 ml/ymun)
Ipu nayuenmu, npu Koumo ne e NOCMuU2HAM 3a00680IUMELEH KOHMPOJL ¢ MAKCUMATHANA NOHOCUMA
003a Mem@opmui Kamo MoHoOmepanus

[pu manueHTy, Ipu KOMTO HE € MOCTUTHAT 33/I0BOJIMTEIICH KOHTPOJI ¢ MET(OPMHUH CAMOCTOSITEITHO,
obuyaitHaTa HayasHa Jj03a TPsIOBA Ja JOCTABH /1032 CUTATNIUIITHH B 1032 50 mg 1Ba IbTH THEBHO
(100 mg obmura qHEBHA 1034) IUTFOC J103aTa MET(HOPMHUH, KOSTO BeUe € MpUeMaHa.

Tpu nayuenmu, koumo npemuHasam om _eoOH0EPEMEHHO NPUAA2AHEe HA CUMASTIURIMUN U Mem @ OpMuUH

[Tpu manueHTH, KOUTO MPEMUHABAT OT €THOBPEMEHHO MpHJIaraHe Ha CUTATJIITHH U METQOPMUH,
JICUCHUETO ChC CUTATIIMIITHH/MET(HOPMHUHOB XHPOXJIOPHUJI TPSIOBA Jla Ce 3aroyHe ¢ 103aTa
CUTArJIMNTHH U MET()OPMHUH, KOSITO BeUe € IpHeMaHa.

Ipu nayuenmu, npu Koumo He e noCmucHam 3a40080AUMeNeH KOHMPOI ¢ 080UHO KOMOUHUDAHO
JleYeHUue ¢ MaKCUMAIHama NOHOCUMA 0034 Mem@OOpMUun 1 cyiBOHULYDEUHO NPOU3800HO

Jo3zara TpsiOBa J1a 1ocTaBM CUTArTMNTHH B 032 50 mg aBa mbTu qHeBHO (100 mg oOmia AHeBHa /103a)
1 103a MeTGopMuUH, MoJ00Ha Ha J03aTa, KOSITO Beve e nprueMaHa. Koraro cutarmunTus/MeTQOpMUHOB
XUIPOXJIOPU] C€ M3II0JI3Ba B KOMOMHAIMS ChC CYIPOHMITYpesl, MOXKe Jla C€ HAIOXKHM yHnoTpedara Ha
NO-HHUCKA J103a CyJI(oHMITypes, 3a J1a Ce HaMaJld PUCKBT OT XUIOTITHKeMUst (BK. Touka 4.4).

Ipu nayuenmu, npu KOumMo He e NOCIMUSHAm 3400680 IUMeNleH KOHMPOJ C 08OUHO KOMOUHUPAHO
JleyeHue ¢ Makcumainama nonocuma 0osza memeopmun u PPARy azonucm

Jo3ara TpsiOBa aa JO0CTaBU CHUTArIMOTHH B J03a 50 mg aBa nbTH qHeBHO (100 mg 001a JHeBHA 703a)
1 1032 MeTQOPMHIH, TOJJOOHA Ha 703aTa, KOSATO Beue € MpHeMaHa.

Ilpu nayuenmu, npu Koumo ne e NOCmMucHam 300080JUMENEH KOHmMpOoa ¢ 060110 K‘OM6MHMDCZHO
Jled4eHue C UHCYIUH U MaKcumaiiama noHocuma 003a MemeODMuH

Jo3ara TpsiOBa 1a JOCTaBU CHTArTUOTHH B J03a 50 mg aBa mbTH qHeBHO (100 mg o01a JHeBHA 103a)

1 103a MeTGOpPMHUH, 110/100Ha Ha [03aTa, KOITO Beue ¢ mprueMana. KoraTo cuTariunTul/MeT(hOPMHUHOB
XUJAPOXJIOPHJ] CE U3II0JI3BA B KOMOWHAIIMS C HHCYJIMH, HACKATa J103a MHCYJIMH MOXe J1a € Heo0xouma
3a peaylupaHe Ha pUCcKa OT XUTOTTUKeMus (BK. Touka 4.4).



3a pasiuvHUTe 1034 METPOPMHH, CUTATTIHIITHH/METHOPMUHOB XUAPOXIOPHU]I CE TIpeIara B
KoHIeHTparws 1o 50 mg curarnuntud U 850 mg metdopmunoB xuapoxmopun wix 1 000 mg
MET(HOPMUHOB XUAPOXITOPH/I.

Bcewuky nanuenTH TpsiOBa Aa MpoAB/DKAT MpernophyaHaTa UM JUETa ¢ aleKBaTHO paslpeaeiicHne Ha
IpreMa Ha BBIIICXHIPATH MMPe3 ISHS.

CrernyaisHu oIy IAIHA

bvopeuno yepesicoane

He ce Hanara kopekIus Ha J1o3arta IpH MalUeHTH ¢ JIeKa CTereH Ha ObOpeyHo yBpekaaHe (CKOpoCcT Ha
rnomepysHa unrparms [GFR] > 60 ml/mun). [peau 3anousane Ha JieueHHE € JIEKAPCTBEHH
NPOAYKTH, ChABPrKaIIu MeTOpPMHUH, TpsiOBa J1a ce HampaBu oleHka Ha GFR croiiHocTHTE, a crien ToBa
— MOHE BEJHBK TOJMIIHO. [Ipy MaleHTH ¢ MOBHUILCH PUCK OT TO-HATATHIIHO POrpecupaHe Ha
OBOpEYHO yBpEXkKIaHEe U IIPH MAIIMEHTH B CTapyecka Bh3pacT TPsSOBa IM0-4eCTO Jja Ce MPaBH OLICHKA Ha
O0p0OpeunaTa GyHKIMS, HAITpAMEp Ha Beeku 3-6 mecera.

3a mpe/noYnTaHe € MaKCHMaTHATa THEBHA J103a MeTQOPMUH Jia ObJic pa3zeriicHa Ha 2-3 JTHEBHU JIO3H.
®dakTopHu, KOUTO MOTAT JIa YBEJIHYAT PUCKA OT JIaKTaTHA aruo3a (BK. Touka 4.4), Tps0Ba jga Obaat
npepasriieany, Ipeu J1a ¢ce 0OMHUCIIH 3alI0UYBAHETO HA JICYCHUE C MET(HOPMUH TPH MALUCHTH C

GFR < 60 ml/mus.

AKo He e JoCThITHA [1030Ba (hopMa HA CUTATIUNTHH/METGOPMHUHOB XUIPOXJIOPUA C aJeKBATHO
KOJINYECTBO Ha AKTUBHUTE BELIECTBA, BMECTO KOMOMHAIMA C (PUKCUPaHU 103, Te TpsAOBa Aa ce
M3II0JI3BAT KaTO OTAETHH JIEKaPCTBEHU MPOAYKTH.

GFR ml/mun Metdhopmun CurarnunTue
60-89 MaxkcuMaHaTa JHEBHA 1034 € MaxkcuMaliHaTa JHEBHA 1034 €
3000 mg. 100 mg.

Moke fga ce 0OMHCIIH ITOHIKaBaHe Ha
J03aTa BbB BPb3Ka C HAMAISIBAHETO Ha
O0bOpedHaTa QyHKIHSI.

45-59 MaxkcumanHaTta JJHEBHA 1034 € MaxkcuMaliHaTa JJHEBHA /1034 €
2 000 mg. 100 mg.

Hauannara go3a € Half-MHOTO
IMOJIOBHMHATA OT MaKCHMaJIHATA J1034.
30-44 MakcuMaHaTa JHEBHA J103a € MakcuMatHaTa JHEBHA 1034 €
1 000 mg. 50 mg.

Hagamnara qo3a € Half-MHOTO
ITOJIOBMHATA OT MaKCHMaJIHATA J1034.
<30 MeThopMHUH € TPOTHUBOITOKAa3aH. MaxkcuMaiHaTa JHEBHA 1034 €
25 mg.

Yeprnodpobuo yepesicoane
CurarmunTiH/MeTPOPMUHOB XUAPOXJIOPUL HE TPAOBA Ja Ce U3I0JI3Ba IPH MAEHTH C YePHOIPOOHO
yBpexaane (Bx. Touka 5.2).

Cmapuecka ev3pacm

Tbii KaTO METHOPMHH M CUTATTIUITHH CE eKCKPETHpaT upe3 ObOpenunTe, CHTarIuITHH/MET(HOPMHUHOB
XUIPOXJIOpU TpsiOBa [1a ce U3I10JI3Ba C IOBUILIEHO BHUMAaHUE IIPH HAIpe/IBaHEe Ha Bb3pacTTa.
Heo6xonnmo e MoHnTOpupane Ha ObOpeuHaTa GyHKLHS, 32 1a Ce MOANOMOTrHE PEANa3BaHETO OT
CBBbp3aHaTa C METQOPMHUH JIAKTaTHA alli/103a, Hali-Beue B cTapyecka Bb3pacT (BK. Touku 4.3 u 4.4).



Ieouampuuna nonynayus

CurtarmunTiua/MeThOPMIHOB XHAPOXIIOPH HE TPOBa Aa ce M3MOJI3Ba IMPH AcIa U FOHOITH Ha Bh3pacT
ot 10 1o 17 ronuuu mopau HeocTaThuHa ePUKAaCHOCT. HamMuyHUTE MOHACTOSIIEM TaHHU ca
onucanu B ToukH 4.8, 5.1 u 5.2. CurarnunTius/MeTOPMUHOB XUAPOXJIOPH] HE € TIPOYYBaH MPU
TeIMaTPUYHU MAIMEeHTH Ha Bb3pact 1oz 10 ronunw.

Hauwn Ha nipunoxeHue

TlepopanHo npunioxeHue.

Curarnuntiun/MetdopmuHoB xuapoxiaopua Mylan tpsOBa na ce mpuema Ba bTH THEBHO C XpaHa 3a
HaMaJIsIBaHE Ha HE)KEJIaHUTE PEaKIMH OT CTPaHa Ha CTOMAITHO-YPEBHHUS TPAKT, CBBP3aHU C
MeTGOpMHUH.

4.3 TIIporuBomoka3zaHusi
CuTarmunTiH/MeTGOPMUHOB XUAPOXIIOPHU]L € TPOTHBOIOKA3aH MPH MAIIUEHTH ChC:

- CBPBXUYBCTBUTEIHOCT KbM AKTUBHHUTE BELIECTBA MM KbM HIKOE OT IOMOLIHHUTE BEIIECTBA,
n30poenu B Touka 6.1 (Bx. Touku 4.4 u 4.8);
- BCEKH THII OCTpa MeTa0OINTHA alu103a (KaTo JIAKTaTHA alli03a, 1nadeTHa KeToalu103a);
- nuabeTHa IpeKoMa;
- Tekka 0b0peuna HenoctaTbyHOCT (GFR < 30 ml/mun) (Bk. Touka 4.4);
- OCTpPH CHCTOSIHUS C BB3MOXKHOCT J1a U3MEHAT ObOpeuHara GpyHKIHs KaTo:
- JeXuApaTays,
- TEXKU UHPEKIHH,
- HIOK,
- BBTPECHI0BO NPUIIOKEHHE HA HOMUpPAaHH KOHTPACTHH BellecTBa (BXkK. Touka 4.4);
- OCTPO MJIM XPOHUYHO 3200JIsIBaHe, KOETO MOJKE J1a IPUYMHH XUIIOKCHS Ha THKaHUTE KaTo:
- Chp/IeYHA WM peCMpaTOpHa HEJOCTATBYHOCT,
- CKOPOIICH MUOKapIeH HH(APKT,
- IIOK;
- YepHOAPOOHO YBPEKAAHE;
- 0CTpa ATKOXOJTHA WHTOKCHKAIINS, aTTKOXOJIH3bM;
- KbPMEHE.

4.4 Chenuananu mpeaynpexaeHus U NpeANa3Hu MepKH NPHU ynoTpeda

OO0mmu

CuraraunTiH/MeTHOPMUHOB XUAPOXJIOPH/] HE TPSOBA [a ce MU3I10J13Ba IIPH MAI[MeHTH ¢ quadeT Tum 1
1 He Tps0Ba Jja CH U3IOJI3BA 32 JICUSHUE Ha IHa0eTHA KeTOaIH 103a.

OcThp Ha"HKpeaTuT

VYnorpebara Ha DPP-4 unxubutopu e cBbp3aHa ¢ pUCK OT Pa3BUTUE HA OCTHP MAaHKPEATHT.
[NanenTture TpsiOBa 1a ObaAT UHPOPMUPAHU 32 XaPAKTEPHUS CHMIITOM Ha OCTHP MaHKPEaTUT:
HEepPCUCTHpAILA, MHOTO CHJIHA KopeMHa Oomka. Ciiest mpekparsiBaHe Ha CUTAIJIUIITHH ce HaOIroaaBa
OTIIyMsIBaHE Ha TTAHKpeaTHTa (ChC WK 0e3 MO IbPKAIIIO JICYCHHE), HO B MHOTO PEAKH CIIydaH €
chOOIIaBaHO 32 HEKPOTU3HMPAILL] MIIN XEMOPAarudeH MaHKPeaTHT W/ W CMBPT. AKO IMa CbMHEHHS 32
IaHKPEaTUT, TPsAOBa J1a ce MpeKpaTH IpreMa Ha CUTArTIHITHH/MET(HOPMUHOB XUAPOXIIOPUA U JPYTH
MOTEHLIUAIHO MOA03UPaHU JEKAPCTBEHH MPOLYKTH; aKO C€ MOTBbPAH OCTHP NaHKPEaTUT, IPUEMbT Ha
CUTarJIMNTHH/MET(HOPMUHOB XUIPOXIIOPH HE TPsIOBa 1a ce Bb30OHOBsBA. HeobxoanmMo e moBUIEeHO
BHUMAaHUE IIPU NALIUEHTH C aHAMHE3a 3a TaHKPEaTUT.



JlakTaTHa anuao3a

JlakTaTHaTa anmm03a, MHOTO PSAKO, HO CEPUO3HO METa0OJIMTHO YCIOKHEHHE, HAali-4eCTO HACThIIBA
P OCTPO BIIOIIaBaHe Ha ObOpeYHaTa (QYHKIIHS, KapAUO-PECIIUPATOPHO 3a00ISIBAHE UIIH CETICHC.,
HarpymBaneTo Ha MeT(hOpMUH HACTHIIBA PU OCTPO BIIOMIABaHE HA ObOpeyHaTa GYHKIUS U
yBENIMYaBa PUCKA OT JIAKTATHA allHJ034.

B cnyuait Ha gexuapaTanms (TeKKO MOBpBIAHe, JHAPHs, TPECKa HITH HaMaJIeH ITPUeM Ha T€YHOCTH)
TpsOBa BPEMEHHO JIa CE CIIPE MPUEMBT Ha MET(OPMUH U € TIPEIOPHUUTEITHO JIa C& YCTAaHOBH BPh3Ka C
MEJUIIUHCKH CIICIIUAITUCT.

[IpuemMbT Ha NTeKapCTBEHU MPOIYKTH, KOUTO MOTAT OCTPO JIa YBpeaar Ob0peuHara ¢yHKIws (KaTo
aHTUXUTIEpTEeH3UBHU cpercTBa, auyperui 1 HCIIBC), TpsiOBa fa 3amodne ¢ MOBUIIEHO BHUMAaHNE
NIPY TIAIMEHTH, JIEKYBaHHU ¢ MeThOpMHUH. J[pyru puckoBU (akTOpH 3a JTaKTaTHA alua03a ca
MPEKOMEPEH MPUEM Ha aJIKOXOJI, YePHOIPOOHA HEJJOCTATHYHOCT, HEIOCTATHYHO KOHTPOJIMPaH AHA0ET,
KE€TO03a, NPOABJIKUTCIIHO I'NIalyBaHC U BCAKAKBU CbCTOAHHA, CBbP3aHN C XHUIIOKCHA, KAKTO U
€IHOBpEMEHHAaTa yrnoTpeda Ha JIEKapCTBEHH MPOIYKTH, KOUTO MOTAT Jla MPHYMHSAT JIAKTaTHA allia03a
(Bx. Touku 4.3 u 4.5).

[armenTrTe w/vmm GoMHOTIENAYNTE TPAOBA 1a ObaaT MH(GOPMHUPAHU 3a PUCKA OT JaKTaTHA aliI03a.
JlakTaTHata anua03a ce XapakTepu3upa ¢ auuao3Ha JUCIIHEsl, KOpeMHa O0JIKa, MyCKYJIHH KPaMIIy,
ACTCHUA U XUIIOTEPMUS, ITOCIICABAHU OT KOMaA. B cnyqaﬁ Ha CbMHCHUE 3a CUMIITOMU ITIAalTUCHTBHT
TpsiOBa J1a cripe mpuemMa Ha MeTGOpMHUH U He3a0aBHO J1a MOTHPCH JIeKapcKa oMo, J[MarHocTHIHUTE
nmabopaTopHU HAXOJIKH ca MOHIKEeHO KpBhBHO pH (< 7,35), moBuIIeHN HUBA Ha TUTA3MEHUS JIAKTAT

(> 5 mmol/l) 1 noBuIcHA aHKMOHHA Pa3JMKa U ChOTHOIICHHE JIAKTAT/ TINPYBAT.

buopeuna dbyHKIMS

[Mpeau 3anouyBane Ha JIe4YeHHUETO TPSAOBA Jia Ce HAMpaBH OlleHKa Ha cToiHOcTUTe HAa GFR U penoBHO
cien ToBa (Bk. Touka 4.2). CUTarmunTuH/MeThOPMHHOB XHPOXJIOPH] € MPOTHBOIIOKA3aH TPH
nanuentr ¢ GFR < 30 ml/mMun u TpsiOBa 1a ObJic BPDEMEHHO CIIPSIH MPH HAJTMYKME HA ChCTOSIHUSL, KOUTO
npomMeHsT ObOpedHara Gynkius (Bx. Touka 4.3).

XHUIONIUKEMHUS

[NarenTy, nojgy4yaBaiiy CUTATIMITHH/MET(HOPMHUHOB XUAPOXJIOPH]] B KOMOUHAIIHS ChC
cynhOHMTYpEHHO TPON3BOIHO HITU C MHCYJIMH, MOKE JIa Ca M3JI0KEHU Ha PUCK OT XUTIOTITHKEMHSL.
CrnieioBaTeHO, MOXKE J1a € HE0OX0IMMO HaMaJIsIBaHe Ha J103aTa Ha CyJI(QOHMIYypesTa WK Ha

WHCYJIMHA.

Peakupu Ha CBPBXYYBCTBUTCJIHOCT

HNma IMOCTMApPKETUHI'OBU C'I)O6H_IGHI/I$[ 3a CEPHO3HU pC€aKIIMM Ha CBPBbXUYYBCTBUTCIIHOCT IIPH MAIIUCHTH,
JIEKYBaHU ChC CHTArIMITHH. Te3u peakiiny BKIII0YBAT aHA(DUITAKCHsI, aHTHOEAEM U eKC(HOTHATHBHU
CHCTOSIHHS Ha KOYKaTa, BKIFOUYMTEIHO CHHAPOM Ha Stevens-Johnson. Haganoro Ha Te3u peakiun
HaCThIIBa B PAMKHUTE Ha IIBPBUTE TPU MECCIA OT 3all0OUYBAHE HA JICUCHUETO CbC CUTATJIMIITUH, KaTO
HSKOH CJTydad HaCTBIIBAT CJIE]] TbpBaTa /103a. AKO Ce MOI03Mpa Peakis Ha CBPbXUyBCTBUTEIHOCT,
NPUEMBT HAa CHTATIMIITHH/MET(HOPMHUHOB XUIPOXJIOPH/] TPAOBA J1a ce MPeKpaTH, TpsiOBa Ja ce OLEHST
JPYTH MOTEHIMATHN MPUYMHHE Ha CHOUTHETO M TPsIOBA Jla Ce Ha3HAYM aJTEPHATHBHO JICYEHHE HA
mrabera (BK. Touka 4.8).

Bbynozen nemdburons

[Ipu nauuentu, npuemarnu DPP-4 nHxubutopu, BKIIOYUTETHO CUTAIIUIITHH, HMa TIOCTMapKETHHT OBH
cboOIIeHns 3a Oyo3eH neMpurons1. AKo UMa CbMHEHUs 3a 0yino3eH neMpurons, NpueMbT Ha
CUTarIMITHH/MET()OPMHHOB XUAPOXIOPHU TPsIOBA [1a Ce PEYCTAaHOBH.



Ornepartus

CuTarmunTiH/MeTPOPMUHOB XUAPOXJIOPU TPSAOBa Aa ce CIpe M0 BpeMe Ha omepanus nox oomia,
CIMHAJIHA WM eNuaypaiHa anectesus. JleueHneTo Moxe aa Ob/1e Bb30OHOBEHO HE IO-PAHO OT
48 gaca ciex onepanuATa WM Bb300HOBSBAHETO HAa XPAHEHETO IPE3 YCTa, U IIPH YCIOBUE Ye
0p0peuHaTa QyHKINS € OIIEHeHa OTHOBO U € YCTAaHOBEHO, Y€ € CTa0MITHA.

IIpunoxeHue Ha HoaupaHu KOHTPACTHHU BEIIESCTBA

BbTpechaoBoTo MpuIoKeHHE HA HOJUPAaHU KOHTPACTHU BEILIECTBA MOXKE Jla IOBEJIE 10
KOHTpacT-MHAyIHpaHa HedpomaTrs, Bojela 0 HATPYIIBAHETO Ha MET(HOPMHUH U MOBHUIIICH PUCK OT
JaKkTaTHA anuao3a. CUTaraunTuH/MeT(HOPMUHOB XUAPOXIIOPHIT TPSIOBA 11a Ce CIpe TIPEIN WU TI0
BpeMe Ha Ipolleaypara 3a 00pa3Ha IUarHOCTHKA U He TpsOBa Ja ce Bb30OHOBSIBA 10 Hal-MaJKO

48 vaca ciies] TOBa, IPH YCIIOBUE Ye OBOpeuHaTa (PYHKIIUS € OlleHEHa OTHOBO M € YCTAaHOBEHO, Ye €
crabunna (Bx. Touku 4.3 u 4.5).

HDOMﬂHa B KIMHUYHHWA CTATYC Ha NAITUCHTHU C KOHTPOJIUPAH I[I/Ia6eT MO 2

[armenTtu ¢ nuabet THN 2, Ipean TOBa J00pe KOHTPOIUPAHU ChC CUTATIAIITHH/METPOPMIHOB
XUAPOXIIOPHU/I, KOUTO PA3BUBAT OTKIOHEHHS B TA0OPATOPHH MOKA3aTeIH WM KIMHUYHO 3a00JIsIBaHe
(Haii-Beue HesCHO WM c1abo neduHUpaHo 3a00isBaHe), TPSIOBa HE3a0aBHO J1a Ce OICHAT 3a HaJIMYUe
Ha KeTOAIW103a WK JTaKTaTHa aiuno3a. OneHkaTa TpsAOBa Ja BKIFOYBA CEPYMHH CIEKTPOIUTH U
KETOHH, KPbBHA 3axap U ako ce Haymara pH Ha KpbBTa, HUBA Ha JIAKTAT, TUPYBAT U METHOPMHH. AKO
Ce TIOSIBY aIfK103a, B KOATO U Ja € hopMa, JICUSHUETO TPsAOBaA J1a Ce CIIpe He3a0aBHO U TPsOBa Jia ce
TpeANpHUEeMaT MOIXOSIIH MPOTUBOJICHCTBAIIN MEPKH.

Jledunmt Ha BUTamMud Bi,

Met¢dopMuH MOXKe J1a HAMAJIHM CEPYMHUTE HUBA HA BUTaMUH B12. PUCKBT OT HHCKYM HMBa Ha BUTAaMHUH
B2 ce yBenmuaBa ¢ yBennuaBaHe Ha J103aTa MET(OPMUH, IPOABIKUTETHOCTTA HA JICYEHUETO W/UITN
NIPY TIALIMEHTH C PUCKOBH (DAKTOPH, 332 KOUTO € U3BECTHO, Ye MIPUIMHSBAT IeQUINT HA BUTaMUH B1o. B
clly4yail Ha CbMHEHHE 3a Ae(UIUT Ha BUTaMHH B1z (KaTo aHEeMUsI WIIM HEBPOIIATHS ), CEPyMHHUTE HUBA
Ha BUTaMHH B, TpsiOBa na ce nmpocnensasar. [lepronndHo npocnensBane Ha BUTaMuH B12 Moke 1a ce
HAJIOKU TIPH MAIMEHTH C PUCKOBU (akTopu 3a neduuut Ha ButamuH Bio. Tepanusra ¢ merdopmun
TpsI0Ba J1a IPOIBIDKH, JOKATO Ce MOHAcs 100pe U He € MPOTHBOIIOKa3aHa, U JIa Ce OCUTYPH
HOAXOISAIIO KOPUTHPAIIO JICUSHHE 3a Ae(UIUT Ha BATAMHH B12 B ChOTBETCTBHE C HACTOSIIMTE
KIIMHAYHU HACOKH.

ITomorHo(n) BemecTBo(a)

To3u JekapCcTBEeH MPOAYKT ChAbpxka Mo-Manko ot 1 mmol warpuii (23 mg) Ha Tabiaerka, T.e. MOXKe Ja
ce Kaxke, 4e MPAKTHUUYECKU HE ChIbPKa HATPHIL.

4.5 B3aumoaeiicTBHe ¢ APYrd JeKapCTBEHN MPOAYKTH U APYru ¢popMu Ha B3auMoeiicTBHe

EnHOBpeMEHHOTO MHOTOKPATHO NpWiIarane Ha cutariaunTiH (50 My 1Ba IbTH JHEBHO) U METPOPMUH
(1 000 mg xBa IBTH THEBHO) HE € MPOMEHHUIIO 3HAYNTEHO (hapMaKOKMHETHKATA KAKTO Ha
CUTArIUITHH, Taka U Ha MET(GOPMUH IIPH NAIUEHTH C JUa0eT THII 2.

He ca m3BbpiBanu nmpoydBaHus 3a papMakKOKWHETHYHH JIEKAPCTBEHH B3aHMOJICHCTBUS ChC
CUTArITUITAH/MET(HOPMHUHOB XHJIPOXIIOPH]I; TAKWBA MPOYUYBAHHS 00aue ca TPOBEKIAHH C OT/ICITHUTE
aKTHUBHU BEIIECTBA, CUTATJIUITUH U MET()OPMUH.



He ce npenoppuBa chbTCTBAIIA YIIOTPEOA

Anxoxon
AJNKOXO0JIHATAa MHTOKCHKAIVSI CE€ CBBpP3Ba C MOBUILICH PUCK OT JIAKTaTHA aluj103a 0COOEHO B CIIy4au Ha
ri1agyBaHe, HeIOXpaHBaHE WM YePHOAPOOHA HEMOCTATHIHOCT.

Hooupanu xoumpacmuu éewjecmea

CutarmunTiuH/MeThOPMHHOB XHAPOXIIOPH TPSIOBA 3aBDKUTEITHO J1a CE CIpe TIPS WU 110 BpeMe Ha
nporieypara 3a oOpa3Ha JUarHoCTUKa M He TPIOBa Jia ce Bb30OHOBsIBA JI0 Hai-Maiko 48 yaca cien
TOBA, P yCIIOBUE 4Ye ObOpedHaTa pyHKIHUS € OI[CHEHa OTHOBO U € YCTAHOBEHO, Y€ € CTa0MIHA (BXK.
touku 4.3 u 4.4).

Kom0OuHanmm, M3ucKBaIu Opeanasiy MCPKH IIpH VHOTDe6a

Hsxow nexapcTBeHN MPOAYKTH MOTAT JIa CE OTPa3AT HeOIaronpusaTHO Ha OBOpedHaTa QyHKIHSA, KOETO
MO3KE J1a YBEJIMYHU PUCKA OT JIaKTaTHA anuao3a, HanpuMmep HCIIBC, BKIIOYUTENHO CEIEKTUBHU
naxubutopu Ha nukiookcurenasa (COX) Il, ACE unxuburopu, anrnotensut 1l penentopan
AQHTAarOHUCTHU U ANYPETHLH, 0coOeHo OpuMKoBHU nuyperun. Ilpu 3anmouBaneTo unm ynorpedaTta Ha
TaKWBa JICKAPCTBEHU NPOIYKTH B KOMOMHAIMA C MET(QOPMUH € HEOOXOJMMO BHUMATEIHO
mpocesBaHe Ha ObOpeuHaTa QyHKIUS.

CorpreTBaniaTa ynorpeda Ha JISKapCTBEHH POAYKTH, KOUTO MOBJIHSABAT OOLIUTE TPAHCIIOPTHH
cUCTEeMH B ObOpevHUTE TYOYNIH, BKIIOYCHU B ObOPEYHOTO ETUMHHUPAHE HA METQOPMUH (HATp.
MHXHOMTOPH HAa OPraHWYHUS KaTHOHEeH TpaHcnoprep-2 [OCT2]/mynTuiaekapcTBEeHUS U TOKCHH-
ekctpyaupail npotend [MATE] kato paHnosiasuH, BaHAETaHUO, TOIYTErPaBUp U MIUMETHINH), MOTaT
Jla IOBUIIIAT CUCTEMHATa eKCIIO3MIUS Ha MEeT()OPMHH H J1a yBEJIMYaT PUCKa OT JaKTaTHA aIu03a.
TpsiOBa 1a ce OOMUCIIAT MOJI3UTE U PUCKOBETE OT ChIIbTCTBRAIIATa ynoTpeda. TpsOBa 1a ce oOMuCTH
BHHMATEJIHO TIPOCIIE/IIBaHe HA TIIMKEMHUYHHUS KOHTPOJI, aIaliTUpaHe Ha J03aTa B paMKUTE Ha
HpernopbYMTeNIHATA JO3UPOBKA M IPOMEHH B JICYCHUETO Ha AnabeTa, KoraTo TaKMBa JIEKAPCTBEHH
HPOJYKTH CE MpHUJIaraT eIHOBPEMEHHO.

FJ'IIOKOKOpTI/IKOI/IILI/ITe (annaraHH 110 CUCTCEMCH M JIOKAJICH H’BT), 0eTa-2-aroHUCTUTE U ANYypETULIUTC
UMAaT NpUCHINO XUTICPTIIMKEMUYIHO HeﬁCTBHG. HaI_II/IeHTI/ITe Tp${6Ba Ja ce I/IH(i)OpMPIpaT H IMO-4€CTO Aa
HN3MEpPBAT KPpbBHATA CHU 3axXap 0C00€EHO B HAYAJIOTO HA JICYEHHUETO C TAKUBA JICKapCTBCHU NPOAYKTH.
Axo e HCO6XOL[I/IMO, A03aTa Ha aHTUXUIICPIIIUKEMHUYHUS JICKAPCTBCH IMPOAYKT TpH6Ba Ja c€ ajarnTupa
I10 BPEMC Ha JICUCHUC C ApYyTrUs JICKAPCTBCH NPOAYKT U IPHU HETOBOTO NPCKPATABAHEC.

ACE unxubutopuTte MoraT Jia IIOHH)KAaT HUBATa HA KPbBHATA 3axap. AKO € He00X0 MO, 103aTa Ha
AHTUXUTIEPTIIMKEMUYHYS JISKAPCTBEH MPOAYKT TPsOBa Jla Ce aanTupa 1o BpeMe Ha JCUSHUETO C

JIpYTHs JIEKAPCTBEH MPOJYKT U MIPU HEFOBOTO MpPEKpaTsiBaHE.

E(heKTI/I Ha APpYTH JCKAPCTBCHHU NMPOAYKTH BbPXY CUTAITIMIITHH

In vitro u KIMHEUYHUTE JaHHU OIMMCAaHM I10-10J1y Ipearojarar, 4€ puCKbT OT KIIMHUYHO 3HAYNMU
BBaHMOZLCﬁCTBHﬂ npu CAHOBPEMECHHO MPHUIIOKCHUEC C APYT'U JICKAPCTBCHU MMPOAYKTHU € HUCHK.

In vitro mpoy4BaHus MTOKa3BaT, Y€ OCHOBHHS €H3UM OTTOBOPEH 33 OrpaHUYCHHS METa0O0IM3bM Ha
cutarmuntud € CYP3A4, ¢ yaactue na CYP2CS. [Ipu nanmenTn ¢ HopMaiHa 0b0pedHa QyHKIHS,
MeTa00IM3MBT, BKIIounTetHO 1 upe3 CYP3 A4, urpae camo maiika podisi B KITUPBbHCA Ha CUTATJIUIITHH.
MeTab0oau3MbT MOKE Jla UTpae 110-BaXkKHa POJIs TP ENMMUHHUPAHETO Ha CUTAIJIUITHH B yCIIOBUSA Ha
TeKKa CTENeH Ha OBOPEYHO yBpEXIaHe Wi TepMHHANIHA ObOpeuna HepocTarbuHocT (ESRD).
[opanu Ta3u npudrHa € Bb3MOXKHO MouTHH nHXUOuTOpK Ha CYP3 A4 (Hamp. keToKoHAa301,
UTPAKOHA30JI, PUTOHABUD, KIAPUTPOMHIIKH) Ja MPOMEHSAT (papMakOKMHETUKATa Ha CUTATJIMITHH MPH
MAIICHTH C TeXKKa cTereH Ha 0p0peuno yBpexknane wi ESRD. Edextute na momante CYP3A4
MHXUOUTOPU B YCJIOBUS Ha OBOPEYHO YBpEXkKAaHE HE ca OLECHIBAHU NIPH KIMHUYHO NIPOyUYBaHE.



In vitro mpoy4BaHus 3a TpaHCIOPTA MMOKA3BaT, Y€ CUTATIIUIITHH € CYOCTpaT Ha P-TIMKONPOTEHHA U
TpaHcnoprepa Ha opranuunu annouu-3 (OAT3). OAT3 MeauupaHusAT TPAHCIOPT Ha CUTATIIHIITHH CE
HHXHOUPA iN Vitro oT npobeHenna, BBIPEKH Y€ PUCKBT OT KJIMHUIHO 3HAYMMH B3aMMOJICHCTBHUS CE
cMsTa 3a HUCHK. ExHoBpemMenHoTo nmpunokerue Ha OAT3 uHXHOUTOPH HE € OIIeHEeHO iN ViVo.

Huxnocnopun: TIpoBeneHO € MPOyYBaHe 3a OICHABaHE Ha e()eKTa Ha IMKIOCIIOPHH, MOIICH
HHXHOUTOP Ha P-TIIMKOMPOTEHHA, BbPXY (hapMaKOKHHETHKATA Ha CHTATTTUNTHH. EMHOBpEeMEHHOTO
OPUIOKEHUE Ha SIUHAYHA Mepopaina 103a 100 mg CUTATrIMITHH U eIUHAYHA [TepOpaHa 1032

600 mg nuknocnopud moumiaBa AUC u Cmax Ha CUTArTTUITHH CHOTBETHO ¢ TpUOIH3uTeHO 29% 1
68%. Te3u mpoMeHH BBB (hapMaKOKHHETHKATA HA CUTATTUIITHH HE Ce CMSTAT 34 KIMHUYHO 3HAYMMHU.
BuOpeuHHUT KIMPHHC HA CUTATJMIITHH HE € 3HAUNTEIHO nmpoMeHeH. ClleIoBaTeIHO, He C€ 0YaKBaT
3HAYUMHU B3aMMOJICUCTBHUS C APYTU HHXUOUTOPH HA P-TIIHKONPOTCHHA.

Edexru Ha cUuTammuOTUH BEPXY APYIU JEKAPCTBEHU OPOLYKTH

Luzoxcun: CurtarmunTrH uMa ciad eekT BbpXy Ila3MeHaTa KOHLEHTpaLus Ha AUrokcuH. Cuexn
npunaraseTo Ha 0,25 mg TUroKcHH eTHOBpeMeHHO c¢bC 100 mg CUTAIIUIITHH THEBHO B MPOABIKEHUE
Ha 10 nHu, mna3menara AUC Ha qurokcuH HapacTsa cpenHo ¢ 11%, a mnazmenara Cmax cpenHo ¢ 18%.
He ce npenoppuBa kopurupane Ha 103ata AUTOKCHH. [lalieHTuTe C pUCK OT AUTOKCHHOBA TOKCHYHOCT
obaue TpsiOBa fa ObJAT MPOCIEAIBAHM 32 TaKaBa, KOTaTo CHTAIIMITHH M JUTOKCHH CE MpHjIarar
€/THOBPEMEHHO.

In vitro naHHUTE MOKa3BaT, Y€ CUTANIUIITHH He oTucKa 1 He uHxynupa CYP450 nzoenzumure. [pu
KJIMHAYHY TIPOYYBAHUS CUTATJIMIITHH HE TIPOMEHS 3HaUMMO (papMaKOKHHETHKATa HA MET(OPMHUH,
mOypu, CUMBACTaTHH, PO3UININTA30H, Bap(hapyuH WK [IEPOPAIHU KOHTPALIENTHBYU, JaBAWKH in Vivo
JaHHU 32 MaJIKa BEPOSTHOCT OT IIPEIU3BUKBaHE Ha B3auMoAEHCTBHA cbe cyOcTparu Ha CYP3A4,
CYP2C8, CYP2C9 u tpancnoprepu Ha opranudnu katronu (OCT). CararunTiH Moxe Jia ObJie cnad
WHXUOUTOP Ha P-TIIMKONPOTEHHA i1 VIVO.

4.6 @epTHaANTET, 0)PEMEHHOCT U KbpPMeHe

BpemenHoct

Hsma noctarbuHo AaHHM OT yrnoTpebaTa Ha CUTATNIMITHH NMPU OpeMeHHU keHH. [IpoyuBanust mpu
JKHBOTHH IIOKA3BaT PEMPOAYKTUBHA TOKCHYHOCT IPH BHCOKH JI03M CUTATTHIITHH (BX. Touka 5.3).

OrpaHn4eHuTe JaHHU [IpeIIoarar, ye ynorpedara Ha METpOPMHUH MPH OPEMEHHU HE € CBbp3aHa C
TIOBHUIIIEH PUCK OT KOHT€HUTAIHN Majdopmarun. [IpoyuBanusta ¢ METOPMUH MPH )KUBOTHHU HE
MOKAa3BaT BPeJHH e)eKTH BbB BPb3Ka ¢ OPEeMEHHOCTTa, EMOPHOHATHOTO U (PETAITHOTO Pa3BUTHE,
PaXIaHETO WJIM MOCTHATAITHOTO pa3BuTHE (BXK. ToUka 5.3).

CurarmunTiH/MeTGOPMUHOB XUAPOXJIOPU HE TPAOBaA Ja ce U3I0JI3Ba 10 BpeMe Ha OpeMeHHOCT. AKO
nalyeHTKaTa ucKa Ja 3adpeMeHee Wi aKo HAaCThII OPEeMEHHOCT, JISYEHUETO TPsiOBa /1a ce peKpaTu
Y TIAIIMEHTKaTa J1a IpEMUHE Ha JICYeHHE ¢ MHCYJIMH B3MOKHO Hal-CKOPO.

Kopmene

He ca npoBexpanu mpoyyBaHus IPH KUBOTHH B TIEPHOJT HA JIAKTALIUS ¢ KOMOUHAIUATA OT aKTHBHU
BEIIECTBA Ha TO3M JIEKapCTBEH NMPOAYKT. [IpH mpoy4BaHusi, MpOBEKJaHN C OTACTHUTE aKTHBHU
BEILIECTBA, ¥ CUTATJIMIITHH, U MET(GOPMHH ce eKCKPETHPaT B MIIIKOTO B IEPHO]I HA JIAKTAIMS IPH
wrbpxose. [Ipu xopa MeTdopmuH ce eKcKkpeTHpa B KbpMaTa B MaJKH KoindecTa. He e u3BecTHO manu
CUTAarJIMITHH cE eKCKpeTHpa B KbpMaTa. ClieJoBaTeTHO CUTATIUITHH/METPOPMUHOB XUAPOXJIOPU HE
TpsI0Ba J1a ce M3I0JI3Ba NIPH KEHHU, KOUTO KbPMSAT (BXK. Touka 4.3).



DepTunurer

I[aHHI/ITe OT IIpOYyYBaHUs IIPH )KUBOTHU HE NMPEATIOJIaraT BIUAHNUC BbPXY (bepTI/IJ'II/ITeTa Ha MBXXKH U
JKCHCKH IIIBXOBE IPU TPETHUPAHE CHC CUTAIJIUIITHH. JIuncBat JaHHU IIpU XOopa.

4.7 Ed¢exTu BpXY c10coOHOCTTA 32 mopUpPaHe U padoTa ¢ MAIIUHU
CutarmunTiuH/MeThOPMHHOB XUAPOXIIOPH HE TIOBITHABA HIIH ITOBIUABA MTPEHEOPEKUMO
crmocobHOCTTa 32 Mmodupane U padora ¢ MamuHu. [Ipn modupane niam padbora ¢ MaIMHA 00ade
TpsAOBa Jla ce UMa MPEJBH/I, Ye MPU CUTATIIUITHH Ca JIOKJIaIBaHU CITydau Ha 3aMaliBaHE W ChHJIUBOCT.
OcBeH TOBa MAIMEHTUTE TPSAOBA Jla Ce MPEIYIPEkKIaBaT 32 PUCKA OT XUITOTIIHKEMHUSs, KOTaTo
CUTArJIUITUH/MET(HOPMHUH CE U3IMO0JI3Ba B KOMOMHAIUS ChC CYJI(DOHIITYPEHHO POU3BOIHO HUITH C
HHCYJIHH.

4.8 Hexenanu JieKapCTBEHU peaKIUM

Pesrome Ha mpodumiia Ha Oe30macHOCT

Hsma npoBeneHr TepaneBTUYHN KIMHUYHY MTPOYYBAHUS ChC CUTATIHIITHH/METQOPMUHOB
XUJIPOXJIOPHU]] TAOJIETKU, HO OMOCKBUBAJICHTHOCTTA HA CUTATJIUIITUH/MET(HOPMUHOB XHIPOXIOPHUJL €
JIOKa3aHa MPH ¢THOBPEMEHHOTO MPHUIOKEHHUE HA CHTATTMIITHH B METHOPMHUH (BXK. TOUKa 5.2).
Cro0ImaBanu ca cepuo3HH HEXKENIaHH PEaKLUH, BKIFOUUTEITHO MTAHKPEATUT U PEaKIiy Ha
CBPBXUYBCTBUTEIHOCT. CHOOIIaBaHA € XUITOTJIMKEMHSI TPU KOMOUHALIUS ChC CYIPOHMITYPEHHO
npou3sBo o (13,8%) u ¢ urcynus (10,9%).

TabauyeH CIMCHK HA HEXEITAHUTE PCaAKIINHN

Cumaznunmun u Mem@opmun

Hesxxenanute peakiuu ca u30pOeHH 10-I0JIy KaTo npeanounTany TepmMuau o MedDRA criopen
CUCTEMO-OpraHHa Kiacugukaius 1 adcoroTHa yectoTa (Ttabauia 1). [To yectoTa ce onpenesT Karo:
MHoro yectd (> 1/10), wectr (> 1/100 mo < 1/10), veuectu (= 1/1 000 no < 1/100), penxu

(>1/10 000 mo < 1/1 000), muOTO penku (< 1/10 000) u c Hen3BecTHA YecToTa (OT HATMIHUTE TAHHU
HE MOXKe Jja Objie HarpaBeHa OICHKa).

Ta6auna 1: YecToTa Ha He:KeJIaHUTE PeaKIUM YCTAHOBEHH MO BpeMe Ha Mianedo-
KOHTPOJIMPAHU KJIMHUYHYU NPOYYBAHMA ChC CUTATVIMIITHH U MeT(OPMIH CAMOCTOSITETHO M IPH
MOCTMAPKETUHTOBUS ONMT

Hexenana peakuus YecTOTAa HA HEMKEJIAHATA PeaAKIUs

Hapyuienns Ha KpbBTa M JUM@HATA cUcTeMa

TPOMOOIIUTOTICHUS Penku

Hapyumienusi Ha MMYHHATa cMCTeMa

peakiny Ha CBPBbXIYBCTBUTEIHOCT, C Hen3BecTHa YecToTa
BKJIFOYMTEJIHO aHA()UIAKTUIHHE OTTOBOpH '

Hapymennsi Ha MeTa00JIM3Ma U XPaHEHETO

XHUMoruKeMustt YecTH
HaMaJIeHHE Ha HUBAaTa HAa BUTAMUH Yectn
Bi2/neummr’

Hapyumienusi Ha HepBHATa cUCTEMA

CHHIIUBOCT Heuectn
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Hexenana peakuusi

YecToTa Ha HeKeJIaHATA peaknus

PecniupaTopHu, rpbIHM M MeIUACTHHAIHH
HapyLIEeHUsI

MHTEpCTULMANHA 6ea0apoOHa GomecT”

C HeM3BECTHA YECTOTA

CToMalHO-YpeBHH HAPYIIEHUS

Japus Heuectn
rajicHe Yectu
(dhaaryneHus Yectn
3aIeK Heuectn
00JIKa B rOpHATa 4acT Ha Kopema Heuectn
MOBPBIIIAHE Yectu

OCTBp MaHkpeaTut '

C HeHW3BeCTHA YeCTOTa

(batasieH u He(haTaIeH XeMOparkuueH U
HEKPOTH3UPAIIl IAHKPEaTHT '

C HeusBecTHA YeCcToTa

Hapyumienusi Ha KoKaTa M MOJKOKHATA
ThKaH

npypuTyc” Heuectu

anruoenem ' C HeM3BECTHA YeCTOTA
o6pus™* C HeW3BECTHA YECTOTA
yprukapus 'f C Hewn3BecTHa yecToTa

KOKeH BacKyauT f

C HeusBecTHA YeCTOTa

ekc(hoNMaTUBHU KOXKHU 3200I1BaHus,
BKJIFOUMTEJIHO CMHAPOM Ha Stevens-Johnson™f

C HeusBecTHA YeCcToTa

=
OyJ103eH neMpuUrons

C HeHn3BECTHA YECTOTa

Hapymienns Ha MyCKYJIHO-CKeJIeTHATA
CHCTEMA M CheAMHUTEIHATA ThKaH

apTpairus’

C HeHn3BECTHA YECTOTa

MUAITUS

C HeHW3BECTHA YECTOTa

0OJIKa B KpAHHUIIMTE

C HeusBecTHA YeCcTOoTa

OoJKka B rbpba”

C HeusBecTHA YeCcTOoTa

apTponarus’

C HeHn3BECTHA YECTOTa

Hapymienust Ha 0bOpenuTe U MMKOYHUTE
MbTHIA

HapyuieHa 6b0peuna QyHKuus

C Heu3BecTHA YECTOTA

ocTpa 6b0peYHa HETOCTATHYHOCT

C Heu3BecTHA YECTOTA

* Hexxenmanure peaknunu ca I/IIICHTI/I(I)I/IIII/IpaHI/I 110 BpEME Ha NOCTMAPKETUHI'OBOTO Ha6J'IIOI[CHI/Ie.

+ Bk Touka 4.4.

1 BkTe nmpoyuBaHeTo 3a 0€30MacHOCT MO OTHOILEHHE Ha chpJedHochroBara cucrema TECOS mo-noy.

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKlnn

Hsxou HexxeaHu peakiiy ca HaOIr01aBaHu 0-4eCTO MPH MPOyUBaHUs 32 KOMOMHUpPaHa yIoTpeda Ha

CUTarJIMITHH U MCT(l)OpMI/IH C Apyru aHTI/I):[I/Ia6GTHI/I JICKApCTBCHU MMPOAYKTU B CPAaBHCHHUC C

MPOYYBaHUS HA CUTATIUITAH U MET(OPMUH CAMOCTOSATETHO. Te BKIIOYBAT XUITOTTIUKEMUS (KaTeropus
Ha YeCTOTa ,,MHOI'O YeCTH”’ ChC CYI(POHMITYPEHHO MPOU3BOAHO HIIM HHCYIIMH), 3aIeK (,,9eCTH” ChC
cynoHWITypeHO MTPOU3BOIHO), IEpUPEPEH OTOK (,,4eCTH” C MHOTIUTA30H) U TJIaBOOOJIAE U CYXOTa B

ycrata (,,HedecTd” ¢ MHCYJINH).
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Cumaznunmun

[pu npoyuBaHus BbPXY MOHOTEpaIus ch¢ cutarmunTuH 100 mg BeMHBK THEBHO CAMOCTOSITEITHO B
CpaBHEHHE C 1are00, ChOOIECHUTE HEXEIaH! PEaKIUH Cca I1aBO00IHEe, XUTTOTITUKEMUS], 33K U
3aMaiiBaHe.

Cpen Te3u NaueHTH HeXETAaHUTE ChOUTHSI, ChOOIIaBaHU HE3aBUCHMO OT PUYUHHO-CIIC/ICTBEHA
BPB3Ka C JICKAPCTBEHUS MPOIYKT, C YSCTOTa Hail-MaJko 5%, BKIIOUBAT UH()EKIIMY HA TOPHUTE
MUXaTeTHU TBTHIA U HazopapuHruT. OCBEH TOBa ca CHOOIIIEHN OCTEOApPTPHUT U OOJIKA B KPAHUITUTE,
¢ gecToTa ,,Heuectu (> 0,5% mo-BUCOKa cpejl YIACTHHUIIUTE, MTOMYUYHIH CUTATIMITHH, OTKOJIKOTO Ta3u
B KOHTPOJIHATA TPYyTIa).

Memeopmun

CroManrHo-4YpeBHH CUMIITOMH ca ChOOIIaBaHN MHOTO YECTO NMPH KIMHWYHU POYYBAHUS U TIPH
MOCTMapKETHHTOBaTa yrnorpeda Ha meTopMuH. CTOMAITHO-UYPEBHUTE CUMIITOMH KaTo raJicHe,
HOBpBILAHE, THapus, O0JIKa B KopeMa H 3ary0a Ha aleTHT ce TOsBSBAT [T0-9eCTO NP 3aIl0YBaHe HA
JICYCHUETO U B TIOBEUYETO CIIydan IPEMUHABAT CIIOHTAHHO. [IOITBIIHUTEIHN HeKEeNTaH! PEaKIIUH,
CBBbp3aHU ¢ MeT(HOPMUH, BKIIOYBAT METAJICH BKYC (UECTH); TAKTaTHA al[i103a, HApYLICHUS Ha
yepHOApoOHaTa (DYHKITUS, XETIaTUT, YPTHKAPHS, epuTeMa 1 cbpoex (MHOTO penku). Kateropuure mo
YeCTOTa Ce OCHOBAaBAT HA HAMIMYHATa nHpopmanus B KpaTkara xapakTepucTHKa Ha IPOIYKTa
metdopmuH, onodpeHa B EC.

[leqmnaTpryHa MOMyJIaIus

B xJIMHWYHY TTPOYYBAHUS CHC CHTATITUNTHH/MET(HOPMUHOB XHUIPOXIOPU/ TIPH TTEANATPHIHI
MAIMCHTH ChC 3axapeH auadet Tui 2 Ha Bb3pacT oT 10 1o 17 romuuu npo@UIbT Ha HEKEIIAHUTE
PeaKIuy Karo LsJI0 € CPAaBHUM C TO3M, HAOJIFOIaBaH MMPY Bh3pacTHU. [Ipu neuarpuyHu MalueHTH,
KOWTO Ca WJIM HE ca HAa OCHOBHO JICUCHHE C HHCYJIMH, CUTATIIUITHH CE CBbP3Ba C TIOBUIIIEH PHUCK OT
XHUITOTNIUKEMHST.

IIpoyusane 3a 6ezonacnocm no omuouierue Ha cvpoeunocvoosama cucmema TECOS

[Ipoy4BaHeTO, OLEHIBAIIIO ChPACYHOCHIOBUTE PE3YITATH MPH JiedeHHe cbe cutarnuntus (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), Bxrousa 7 332 marueHTH, JeKyBaHH
cbe 100 mg curarmunTrH AHEBHO (M 50 mg AHEBHO, aKO U3XOJHUTE CTOWHOCTH Ha M3YUCIIEHATA
cKkopocT Ha riomepynHa punrpanus (EGFR) ca > 30 u < 50 ml/mun/1,73 m?), n 7 339 nanuentu Ha
riane6o B intent-to-treat monynanusTa. J[Bere neueHus ca J0OaBeHN KbM OOHMYAHHUTE TPHXKU
ChIITacHO MecTHHTE cTaHmapTd 3a HDALC u cepaeunochmoBu prckosr (aktopu. ObIiara yectoTa Ha
CEPUO3HUTE HEXEJIaHU ChOUTHSI IPU MAaLMEHTH, NTOJyYaBally CUTArJIMITHH, € CXOJHA C Ta3! IpU
NalMeHTHTE, oTyYaBally ianeoo.

B intent-to-treat momynauusita cpen naueHTUTE, KOUTO U3IOJI3BAT MHCYJIHH H/WIN CyI(OHIIypes Ha
M3XO0JHO HUBO, YECTOTATA HA TEXKKA XUIIOTIUKEeMUs € 2,7% MpH NalueHTHUTe, JEKyBaHHU ChC
CUTArIMNTUH, U 2,5% Tpu NanyeHTuTe Ha rianedo; cpes] MareHTHTe, KOUTO He M3II0JI3BAT HHCYITUH
u/vnu cyndOHUITypest Ha U3XOTHO HUBO, YECTOTAaTa Ha TexKa xunorimukemus ¢ 1,0% npu manueHTure,
JIeKyBaHU CbC cUTarmunTuH, u 0,7% npu nanueHTuTe Ha mianedo. YectoTara Ha MOTBBPACHH
chOUTHSA, OTIaBaHK Ha MaHKpeaTut, € 0,3% mpu NanueHTUTe, JIEKYBaHH ChC CHTArUNTHH, 1 0,2% mnpu
HNalMeHTHTE Ha 11aneo.

C'BO6I]_IaBaHe Ha 1003 PaHy HEXCJIaHU PCAKIINH

Cro0mIaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEAKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaKHO. TOBa IMO3BOJISIBA Ja PO IBIKH HAOIIOICHUETO Ha ChOTHOIICHUETO IMOJI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICIIHAINCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
M0I03UPaHa HeXKEIaHa Peakiys Ype3 HAI[MOHAIHA CUCTeMa 3a ChOOIaBaHe, MOCOYCHA B

[punoxkenue V.
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4.9 Ilpemo3upane

[Ipu KOHTpONMpPaHH KIMHUYHU POYYBAHUS MPHU 3IPABU YUACTHHIM CE MPHUIAraT eIHOKPATHHU JI03HU JI0
800 mg cutarnmunTuH. MuHuManHo yabmkaBane Ha QTc, KoeTo He ce cuuTa 3a KIIMHUYHO 3HAYMMO, C€
Ha0JI0aBa Py eTHO Mpoy4BaHe ¢ j103a oT 800 mg curarmuntud. Hama onut ¢ no3u Hax 800 mg mpu
KIMHIYHY poyuBanus. [Tpu nmpoyuBanus daza I ¢ MHOTOKpaTHO npuiiarane, HIMa CBbP3aHHM C 103ara
KJIMHAYHU HEXeJIaH! JIEKAPCTBEHU PeaKuy, HaOMoIaBaHu IPU CUTAMTUITHH ¢ 1031 10 600 mg
nHeBHO 3a nepuoan A0 10 nuu u 400 mg gHeBHO 3a nmepuoau 10 28 JHU.

lonsimo nipeno3upane ¢ MeTGOpMUH (WK €THOBPEMEHHO ChINECTBYBAII PUCK OT JIAKTaTHA ally103a)
MOJKeE J1a JIOBEJIE JI0 JIaKTaTHA aI[u103a, KOATO € CICIICH MEIUITMHCKY Ccliydail u TpsOBa Ja ce JIeKyBa B
oomaua. Hali-eeKTUBHHSIT METO/ 3a OTCTpPaHsIBaHE Ha JIaKTaTa © MeT(OpPMHUHA € XEMOIHaIN3aTa.

[Tpu xMMHUYHY Tpoy4BaHus MpuOIU3UTENHO 13,5% OT mo3ara ce oTCTpaHsBa P MPOABIDKABAIIA
3 1o 4 gaca xemonuanu3Ha cecus. [Ipu npereHka 3a KITMHUYHA HEOOXOAUMOCT MOXKE J1a Ce
IpeAnpreMe Mo-Mpoab/DKUTENHA Juanu3a. He e U3BeCTHO Jaiu CUTarTUNTHH ce AWANU3Upa Ipu
NEpUTOHEAIHA JUaju3a.

B ciy4aii Ha mpeno3upane € MOIXOAAIIO Ja Ce peInprueMar OONKHOBEHUTE MOTBPKAIIN MEPKH KaTo
OTCTpaHsBaHe Ha HeaOCcopOMpaHKsi MaTepral OT CTOMAIIHO-YPEBHUS TPAKT, KITMHUYHO HAOTIONCHUE
(BKJIFOYMTEIHO W €JIEKTPOKapAHorpaMa) 1 IIpu HyXKa 3a1l04BaHe Ha MOJAbPKAIIO JICUCHHE.

5. ®APMAKOJIOTMYHU CBOMICTBA
5.1 ®apmakoguHAMHMYHM CBOHCTBA

®dapmakoTeparneBTH4HA rpyna: AHTHIHMA0ETHH JIEKAPCTBEHH MPOLyKTH, KOMOWHAIINHN OT MEPOPATHU
JIEKapCTBEHU NPOAYKTH 32 HaMaJsiBaHE Ha KpbBHaTa 3axap, ATC kox: A10BDO7

Curarmuntia/MetdopmuroB xuapoxiaopua Mylan komOuHupa 1Ba aHTHXUTIEPTIMKEMUIHN
JIEKapCTBEHU MPOIYKTA C JOITHJIBAI CE MEXaHU3bM Ha JISHCTBHE 3a MOI0OPSBaHE HA TITUKEMUTHUS
KOHTPOJI [P MAIMEHTH ¢ AUa0eT THIT 2: CUTATTHIITHH, TUIENTHIWT enTuaasa 4 (DPP-4)
WHXUOUTOP, U METHOPMHHOB XHPOXJIOPUJ, TIPEJICTABUTEN Ha KJlaca Ha OMTBaHHMHUTE.

CHuTarmunTug

Mexanuzvm Ha Oeticmsue

CHUTarmunTyH € NepopaHo aKTUBEH, MOILIEH U BUCOKOCEIEKTUBEH HHXUOUTOP Ha €H3UMa
nunentuamt nentuaasa 4 (DPP-4) 3a neuenne Ha nuabet Tun 2. Maxuburopure Ha DPP-4 ca kirac
BEIIECTBA, KOMTO JICWCTBAT KATO eHXaHCepy Ha MHKpeTHH. Upe3 nHxubupane Ha enzuma DPP-4,
CUTArJIMITHH MOBUILIABA HUBAaTa Ha JiBa U3BECTHHU aKTHBHU MHKPETHH XOPMOHA, TTIFOKAaroH-MoJ00HHS
nentui-1 (GLP-1) u nroko3o0-3aBucumust nacyauHoTponeH nonunentus (GIP). Makperunure ca yact
OT EH/IOT€HHA CHCTEMa, Y4acTBalla BbB (PH3MOIOrMYHATa PETyIalus Ha IIIFI0KO3HATa XOME0CTasa.
Korato xoHueHTpanuuTe Ha KpbBHATa 3axap ca HopManHu win nosumesd, GLP-1 u GIP 3acunsar
CHHTE3a 1 OCBOOOXKJaBaHETO HA MHCYIIMH OT MaHKpeaTnyHuTe Oera-kinerku. Ocsen ToBa GLP-1
HaMaJsBa CEKpelusITa Ha IIFOKATOH OT MaHKpeaTHIHUTE anda-KIeTKH, BOJCHKH JI0 HAMaJICHO
MPOM3BOJICTBO Ha YepHOpoOHa IItoKo3a. KoraTto HUBaTa Ha TJII0K03a B KPHBTA Ca HHUCKH,
0CBOOOKIaBaHETO Ha MHCYJIMH HE CE€ CTUMYJIMpPA U CEKpELMATa Ha TIIFOKaroH He ce MOTHCKA.
CHUTaraunTHH € MOITICH M BICOKO CEJIEKTUBEH MHXNOUTOP Ha eH3nMa DPP-4 u He naxubupa cxogHure
o crpykrypa en3umu DPP-8 niaun DPP-9 B repaneBTiyau KoHIICHTpanuy. CUTATJIANITHH Ce
pa3nuyaBa Mo XUMHUYHA CTPYKTYpa U (hapMakoIOoTHYHO AeicTBHE OT aHano3ute Ha GLP-1, uncynuw,
CyApOHUITYpesl WIH METIIUTHHUAN, OUTBAHUANHY, aTOHUCTH HA aKTUBUPAHUS OT MEPOKCH30M
nponugepaTtopa rama-peuentop (PPARY), anda-rimoko3naasan HHXHOUTOPU U aHAJIO3HU Ha aMUJTUH.

IIpu nByAHEBHO MpOyYBaHE Ha 3APABU YYACTHUIN, CUTATIUITHH, IIPHUIIOKEH CAMOCTOSTETHO,
noBuasa aktuBHaTa GLP-1 xoHIEHTpanus, 10KkaTo MEeT(HOPMUH, MIPIIIOKEH CAMOCTOSTEITHO,
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MOBHINIaBa akTUBHATA M obmara GLP-1 koHIeHTpamus B cxoqHa crened. EAHOBpeMeHHOTO mpuiarane
Ha CHTarJINIITHH U METQPOPMHH NMa anuTuBeH epekT Brpxy aktuBHaTta GLP-1 xoHIIeHTpaIus.
CHUTaraunTyH, 3a pa3jiuka oT MeT(hOpMUH, moBumaBa akTueHara GIP koHneHTparus.

Knunuuna edhuxacnocm u b6ezonacnocm
Karo 1510, cutarmunTiH nogo0psiBa TIMKEMUYHHAS KOHTPOJI, KOTaTo Ce M3IT0JI3Ba KaTO CaMOCTOSTETHO
WM KOMOMHHMPAHO JICYCHHUE TIPU Bh3PACTHHU MALUCHTH C AWMa0ET ThI 2.

[Ipu KIMHUYHU POYYBAHUS, CHTATJIMIITHH KATO MOHOTEPAITHSI MOI00PABA MITHKEMUYHUSI KOHTPOJ ChC
3HAYMTEITHO HamaseHue Ha xemornooun Alc (HbALC) u rmroko3ara Ha TIaiHO U e XpaHEeHe.
Hamanennero Ha masmeHara riroko3a Ha rnaano (FPG) e nabmronaBaHo Ha 3-Ta ceaMuIa, IbpBara
BpeMeBa TOUKa, B KosTo ¢ n3MepeHa FPG. HabmogaBanara yecTota Ha XUIMOTIIMKEMUS TIPH MAIIMCHTH,
JIeKyBaHU ChC CUTATTUITHH, € TOA00Ha ¢ Ta3M mpu wane6o. TenecHOTo TEerIo He ce € YBETHIUIIO
CHPSIMO U3XOJHUTE CTOHHOCTH TIPH JIeUeHHEe ChC CUTArUNTHH. HabmonaBano e momoOpeHue Ha
CypOTaTHHTE MapKepy Ha QyHKIIMOHUPaHEe Ha OeTa-KieTkuTe, B ToBa yricio HOMA-[ (xomeocTazeH
MOJIeT 3a OIIeHKa-[3), ChOTHOIIICHUETO HA MPOUHCYINH KbM HHCYJIHH U MOKA3aTEIUTE 32 PEAKTUBHOCT
Ha OeTa-KJIeTKUTE NPU TecTa 3a TOJIEPAHTHOCT MPH YECTO AaBaHE HA XpaHa.

IIpoyuBaHus CbC CUTATTIUOTHH B KOMOMHALMSA ¢ MET(DOPMHUH

[MTpu 24-cenMuyHO TUTaNE00-KOHTPOIUPAHO KIMHAYHO [TPOYUYBaHE 32 OL[EHKA Ha e()UKACHOCTTA H
Oe3omacHocTTa IpH 100aBsiHE Ha cutarmunTrH 100 mg BeJHBK JHEBHO KbM CHIIECTBYBAIIO JICYEHUE
¢ MeT(OPMHH, CUTATJIUIITHH OCUTYPSIBA 3HAYUTETHO MTOJOOPEHNE Ha MIMKEMUYHHUTE TapaMeTpy B
cpaBHeHue ¢ miane6o. [TpoMsHaTa cpsMo N3XOAHUTE CTOMHOCTH Ha TEIECHOTO TErJIO € MoI00Ha MpH
MAINEeHTH, JIEKYBaHU ChC CHTATJIAIITHH, cripsiMo Tutare6o. [Ipu ToBa mpoyuBane nma mogo0OHa dyecToTa
HAa CITy4ad Ha XUIIOTJIMKEMUS TIPH TAIUeHTH, JIEKYBaHU ChC CUTATIUIITHH WK TIaeoo.

[Tpu 24-cenMuyHO TTa1Ie00-KOHTPOIUPAHO (PaKTOPAITHO MPOyYBaHE HA HAYAITHO JICYEHUE,
cutanmnTiH 50 mg ABa bTH JHEBHO B KomOuHaius ¢ MetdopmuH (500 mg nim 1 000 mg nBa mbTH
JTHEBHO) TIOCTUTA 3HAYUTEITHO TIO00OPEHNE HA IIIMKEMUYHUTE IapaMeTPH B CPAaBHEHHUE C BCSKA
MoHoTepanusi. HamaneHueTo Ha TelIeCHOTO TerIo PU KOMOMHAIMSTA CHTAIMITHH U MET(GOPMUH €
nogoOHO Ha TOBA, HAOIIOAABaHO NMPU MET(OPMHH CAMOCTOATEIIHO WM IJ1anedo0; HAMa MPOMSIHA
CHPSIMO U3XOAHUTE CTOMHOCTH MPY HMALMEHTH HAa CUTAIIMIITHH CaMOCTOATENHO. YecToTara Ha
XUTOIIMKEMHUS € TIO00Ha Cpel JIEKyBaHUTE TPYIIH.

[IpoyuBaHe CbC CUTANIMIITHH B KOMOMHAIM ¢ METHOPMHUH U CYJIDOHUIYPES

24-cenMUYHO UIA1Ie00-KOHTPOINPAHO MPOYyYBaHE € IUIAHUPAHO JIa OLIeHH e(UKACHOCTTa U
6e3onacHoctTa Ha cutarunThH (100 mg BeIHBXK THEBHO), NPUOABEH KbM [IIUMETUPU
(camocrosTenHO WK B KoMOWHAIMs ¢ MeTdopmuH). JJo0aBIHETO HA CUTATVIMITAH KbM INIUMETTHPHUI U
MeT(hOPMHUH OCUTYpPSIBa 3HAUNTEITHO MOI00peHNEe Ha IITUKeMIYHUTE napamerpu. [lanuenture,
JIeKyBaHH ChC CUTAIMITHH, UMaT cJ1abo moBHUILeHHe Ha TenecHoTo Tero (+1,1 Kg) B cpaBHeHHe ¢
Te3H, MOy4aBajy mianedo.

IIpoyuBaHe cbC cUTArIUITHH B KoMOuHaImg ¢ MmerdopMuH U PPARY aronnct

26-ceIMUYHO TIANe00-KOHTPOIUPAHO MPOYYBAHE € MPEIHA3HAYCHO J1a OIICHU €(hUKACHOCTTA H
Oe3omacHocTTa Ha cutaruiTyH (100 mg BeTHBK JHEBHO), 100aBeH KbM KOMOHMHAIUS HA
MUOTIUTAa30H U MeT(GopMuH. J[00aBIHETO HA CUTADIUIITHH KbM MTHOTIUTa30H U MET(HOPMHUH
OCHUTypsIBa 3HAUUTEITHO MONOOPCHHE Ha TIIMKEMUYHUTE rapaMmeTpu. [IpoMsiHaTra B TEIIECHOTO TEIIIO
CIIPSIMO M3XOJHOTO HUBO € MO00HA HA Ta3M MPH MAIUCHTH, JICKYBAaHU ChC CHUTATJIMIITHH, B CPABHCHHE
¢ marne6o. Yecrorara Ha XHUIOTIIMKEMUS CBINO € TIOI00HA MTPH MAIMEHTHUTE, JICKYBaHU ChC
CUTAIVIMIITHH W T1a1e0o.
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IIpoydyBaHe Ha CUTATIIMIITHH B KOMOHWHAIIUS C Mer)ODMI/IH " MHCYJINH

24-cegMHUYHO T1a1e00-KOHTPOIIMPAaHO MPOyYBaHe € MpeJHa3HaueHo 1a OLCHH e(PeKTUBHOCTTA U
6e3onacHoctTa Ha cutarmunThH (100 mg BemHBXK THEBHO), 100aBEH KbM HMHCYIUH (IpU cTaOMIHA
no3a 3a Hari-manko 10 cenmuim) cve mimu 6e3 metdopmuH (Hait-manko 1 500 mg). [Ipu manuenTH,
TpUeMaIy MpeABapUTEITHO CMECEH UHCYIIHH, cpeHaTta qHeBHa jo3a ¢ 70,9 U/nHeBHo. [pu manuenTy,
NpreMali HEeCMeCeH MpeaBapUTETHO (CPEAHO/IPOABIKUTENHO JSHCTBAIL) WHCYIWH, CpeHaTa
nHeBHa 103a € 44,3 U/nuesno. Jlanuure ot 73% OT MalMeHTUTE, KOUTO Ca IIPpHEMaIi MEeT(OPMHUH, ca
npejcTaBeHu B Tabumna 2. Jlo00aBsHETO Ha CHTArJIMIITHH KbM HHCYJIMH OCUTYPSIBA 3HAYUTEITHO
nogoOpeHue Ha TTUKEMUYHHTE TapaMeTpu. Hsima 3HaunTenHa npomsiHa B TEJIECHOTO TETII0 CIIPSIMO
M3XOJHOTO HUBO B JIBETE TPYIIH.

Ta6auna 2: Pesyararu 3a HbAlC npu miiane6o-KOHTPOJIMPAHH MPOYYBAHUS ¢ KOMOMHUPAHO
JieyeHHe ChC CHTArJIMNTHH U MeThopMuH™

Cpennn Kopurupasna cnpsimo
CTOI{HOCTH HA Cpenna npowsina ianedo cperHa NpoMsiHA HA
IIpoyuBane CIIPSIMO U3XOJHO o
U3XOIIHO HHBO | ") (%) HbAlc (%)
HbAlc (%) (95% CI)

Curarnmuntus 100 mg
BEIHBK JHEBHO, 100aBeH 0.7hi
KBM (POHOBA TEpaInus ¢ 8,0 -0,7f 08 -05
meThopmun'" (-0.8;-0.5)
(N =453)
Curarmuntuna 100 mg
BEJIHBK JHEBHO, 00aBEeH
KbM (DOHOBA Tepanus ¢ 8,3 06 —0,.9“ '
rIMMenupu + (-1,1; -0,7)
meThopmun'"
(N =115)
Curarmunraa 100 mg
BEIHDBX JHEBHO, 100aBeH
KbM (hOHOBA Teparus ¢ 8.8 120 —0,.7“ *
MMHOTJINTA30H + (-1,0; -0,5)
meThopMun'
(N =152)
Curarnuntun 100 mg
BEeJIHBXK JTHEBHO, J00aBEH -0,5% %
KBbM (DOHOBA TEPaIHs C 8,7 -0,78 (-0,7; -0,4)
uHCyJuH + Metdopmun'
(N=223)
Hauanno nedenue (1Ba
bTH 1HEBHO)': 16ht
cuTaraMnTud 50 mg + 8,8 -1,47 -1 8' 1.3)
MeTtdopmua 500 mg T
(N =183)
Havamuo neuenue (1Ba
nbTH JHEBHO)': ot
cuTarmnTEd 50 mg + 8,8 -1,9f (-2 3’ 1,8)
metdopmun 1 000 mg B
(N=178)

* [Nomynanusita OT BCHUKH JIeKyBaHH ITaeHTH (intent-t0-treat ananus).

T CpeZ[HI/ITC CTOMHOCTH MO METOAa Ha HaW-MaJIKUTE KBaJIpaTu ca KOpUrupaHu CIpaMoO CTaTyca npu

MNpeAXOAHOTO aHTUXUIICPTIIMKEMHUYHO JICUCHUC U CTOMHOCTTA Ha HU3XO0JHO HUBO.
iy p < 0,001 B cpaBHeHHe ¢ TIAe00 WM IUTane00 + KOMOMHUPAHO JICYCHHUE.
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" HbAlc (%) Ha 24-Ta cenmuua

] HbAlc (%) Ha 26-Ta cenqmuna

) CpenHuTe CTOHHOCTH MO METO/a Ha Hali-MaJIKUTE KBaJPaTH ca KOPUTUPAHU 3a YIOTpedaTa Ha UHCYJINH
npu Bu3uTa 1 (MpeaBapuTesiHO CMECEH CPENLy HECMECEH MPEIBAPUTEIHO [CPEIHO HITH MPOIBIKUTEITHO
JIeHCcTBalll]) U U3XOAHA CTOUHOCT.

[Tpu 52-cenMu4HO MpOyYBaHe, CPaBHABAIIO e(YUKACHOCTTA M OE30MIaCHOCTTA MPH A00aBSHE Ha
cutarmuntH 100 mg BeAHBXK THEBHO WM THTH3U (CyNI(hOHIITYPEIHO IPOU3BOIHO) TIPH MAITUEHTH
¢ HetoOBp TIIMKEeMUYeH KOHTPOII IPU MOHOTepamusi ¢ MeT(OPMHUH, CUTATIUIITHH € TOJ00EH Ha
TIUNU3UA TpH noHmkaBaHeto Ha HbALc (-0,7% cpenHa mpoMsiHa CIpsiMO U3XOHUTE CTOMHOCTH TIpe3
ceamuia 52, ¢ u3xoaHa croiHocT Ha HbA1C ot mpubnusutento 7,5% B apere rpynu). CpeaHara 103a
TJIATTM3H]] U3M0I3BaHa B TpymaTa 3a cpaBHenue € 10 mg queBHO, KaTo mpudiam3utenHo 40% ot
HAaMCHTHTE Ce HYXIAST OT 032 Mnnu3ua < 5 Mg/aHeBHO Mo BpeMe Ha npoyuBaneTo. Obade, moseue
MAIMEeHTH OT TPyTIaTa Ha CUTArJHUIITHH ca MPEKbCHAJH ITOPaH JTUTca Ha ePUKACHOCT, OTKOIKOTO B
rpymnara Ha rjiunmu3u. HaHI/ICHTI/ITC, JICKYBaHU CbC CUTAIJIMIITHH, ITIOKa3BaT 3HAYUTCIIHO CPECAHO
MOHKEHHUE CIIPSIMO U3XOJAHUTE CTOMHOCTHU Ha TesiecHoTOo Terio (-1,5 kg) B cpaBHeHUE ChC
3HAYUTEITHO MTOKAaYBaHEe Ha TETJIOTO MU MAalUeHTH, momydaBany rimnusng (+1,1 kg). B Toa
IMPpOy4YBaHC, OTHOUMICHUETO NPOUHCYJIMH KbM MHCYJIWH, MapKEpP 3a C(i)CKTI/IBHOCTTa Ha MHCYJIMHOBUSA
CHHTE3 ¥ OCBOOOXKIaBaHe, ce TIOA0OPsIBa ChC CUTATIIUIITHH U CE BIIOIIABA IPH JICUCHHUE C TIIUTH3H/I.
YecroTara Ha XUMOTIIMKEMHS B TpyIaTa Ha cCUTarmunTuH (4,9%) € 3HaYuTeTHO MO-HUCKA OT Ta3u B
rpynara Ha rimnmasua (32,0%).

24-cenMUYHO TIAIe00-KOHTPOIUPAHO MPOyYBaHe, BKIItOUBAIo 660 marueHTH, € mpeIHa3HavYeHo 1a
oLeHH e(h)MKaCHOCTTa, BOZEILA 10 HaMaJIsiBaHEe Ha MHCYJIMHOBHTE J103H, M O€30IIaCHOCTTA Ha
cutarunTiH (100 mg BeAHBK THEBHO), KOTAaToO € MPUOaBeH KbM WHCYJIMH TIIAPKUH ChC UK 0e3
meTdhopmuH (rore 1 500 mg) no BpemMe Ha HHTEH3U(UITMPAHETO HA UHCYIMHOBaTa Tepamnus. [Ipu
HalUeHTH, TIPHEMaNiu MeTOpMHH, u3xoaHara croiHocT Ha HDALC ¢ 8,70% u HavamHarta 103a
uncyauH € 37 1U/nueBHo. [anneHTiTe ca MHCTPYKTUPAHH Ja TUTPUPAT TAXHATA 1033 HHCYJIHH
IJIapKMH Bh3 OCHOBA HAa CTOWHOCTHTE HAa KpbhBHATA 3aXap Ha IVIaJIHO, U3MEPEHHU Ype3 KPHBEH TECT C
yOoxnaHe Ha npbeTa. [Ipy manuentute, npuemariy MeThOpMHH, Ha 24-Ta ceAMHULIA YBETUIABAHETO
Ha JHeBHaTa 1032 MHCYNUH e 19 IU/nHeBHO npyu manueHTH, JIeKyBaH! ChC CUTAIIUITHH, U

24 TU/nHeBHO TipHW TalieHTH Ha Tuiane6o. [TormkasaneTo Ha HOALC npu marmenTH, TeKyBaH# ChC
CUTArIMNTHH, MeTPOpMUH 1 MHCYIHUH € -1,35% B cpaBrenue ¢ -0,90% npu manueHTH, JTeKyBaHH C
aie6o, MeThOpMUH U UHCYIIHH, pasiuka ot -0,45% [95% ClI: -0,62; -0,29]. YUectoraTa Ha
xunoriimkeMus € 24,9% npu NaiueHTH, JeKyBaHH ChC CUTArJIUIITUH, MeTQOPMUH U UHCYJIUH, 1 37,8%
NIpY TIALMEHTH, JIEKYBaHH ¢ 1ane0o, MeThOpMUH 1 HHCYJIMH. Pasiukara ce JbJKH OCHOBHO Ha
MO-BUCOKUS MPOLICHT NALMEHTH B TPpyNara Ha I1ane0o, U3NuTand 3 Wil oBede enu304a Ha
xunoriukemus (9,1 cnpamo 19,8%). Hsama pasnuka B yecToTaTa Ha TEKKa XUMOTITUKEMHUSL.

Merdhopmun

Mexanuszvm na Oeticmeue

MeTdopMuH € OUTBaHWINMH C AHTUXHIIEPTIIUKEMIUYECH e(eKT, TOHMKABAII KaKTo Oa3aiHaTa, Taka u
TUIa3MeHaTa TIII0K03a clie]] XpaHeHe. Toil He CTUMYJIHpa NHCYJIMHOBATA CEKPELUs U CIEI0BAaTETHO HE
MPEeIN3BUKA XUTIOTTHKEMHUSI.

MeTtdopMuH MOXe Ja ISHCTBA [0 TPU MEXaHH3Ma:

- uype3 HaMaJsiBaHe MPOAYKIMATA Ha YEPHOAPOOHA TITFOK03a Ype3 HHXUOUpaHe Ha
TIIIOKOHEOTeHe3aTa M NIMKOTEHOJIN3aTa B MyCKYITUTE,

- 4ype3 YMEPEHO MOBUINIABaHE HA WHCYJIUHOBATA YyBCTBUTEIHOCT, MOA00psABaliky niepruepHOTO
MOEMaHe U YCBOSIBAHE Ha TIIIOKO03a,

- upe3 3a0aBsiHEe Ha aOCOpOITMATa Ha TIIIOKO3a B THHKUTE YepBa.

MCT(I)OpMI/IH CTUMYJIMpPA BbTPCKICTHYHUSA CUHTC3 Ha INIMKOI'CH YPE3 B”bBZ[efICTBHC BBpPXY INIMKOT'CH

cuHTa3aTa. MeT(hopMUH NOBUINIABA TPAHCIIOPTHUS KAMAUTET Ha CIICUQUIHH THIIOBE MEMOpPaHHU
Tpaucnoprepu Ha rimokos3ara (GLUT-1 u GLUT-4).
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Knunuuna edhuxacrnocm u b6ezonacrnocm

IIpu xopaTa, HE3aBUCUMO OT JEHCTBHETO CH BBPXY TITUKEMUATA, MET(HOPMUH MMa OIIarONPUATHU
e(eKTH BhpXY JHUIUIHMUS MeTabomn3bM. ToBa ce Joka3Ba Mpu TepareBTHYHN KOHIIEHTPAIUH B
KOHTPOJUPaHU KIMHUYHU IPOYYBAHUS ChC CPEAHA MPOIBIKUTETHOCT WU ABIATOCPOYHHU KIMHUYHU
Mpoy4YBaHus: MeTGOpPMIH HamalsiBa oOmwst xonectepoi, LDLc n HuBaTa Ha TPUTTUIIEPUINTE.

[MpocnexktuBHOTO panaomuzupano (UKPDS) npoyuBaHe € yCTaHOBHIIO ABJITOCPOYHATA TIOJI3a OT
WHTEH3WBHUSI KOHTPOJI HA KPhBHATA 3aXap NpH 1uabeT TUM 2. AHATU3bT Ha PE3YJITATHTE MPH
MAIMEHTHTE ¢ HATHOPMEHO TETJIO0, JIEKYBaHH ¢ MET(OPMHUH CIIe]l HEYCIeX ¢ INeTa CAaMOCTOSITEITHO,
MOKAa3BaT:
- 3HAYMTETHO HaMaJeHHe Ha aOCONIOTHUS PUCK HA CBBP3aHUTE ¢ TualbeTa yCI0KHEHHS B TpymaTa
Ha metdopmus (29,8 cpouTrs/1 000 narueHTOroAuHN) CIPSIMO AUETa CAMOCTOSATEIIHO
(43,3 croutns/1 000 manuenroroauuu), p = 0,0023, u cipsiMO TpynUTE Ha KOMOHHAIHS ChC
cyndonunypest 1 MoHoTepanus ¢ uHcyuH (40,1 ceoutns/1 000 namenToronunm), p = 0,0034;
- 3HAYMTEIHO HAMAaJICHUE Ha aOCOJFOTHHUS PUCK OT CBbhp3aHaTa ¢ TUabeT CMBPTHOCT: METHOPMUH
7,5 cpouTns/1 000 manueHTOroAMHHU, JUETa CAMOCTOITEIHO
12,7 c6utust/1 000 naruentoroaunu, p = 0,017;
- 3HAYUTEITHO HaMaJIeHHe Ha a0COTIOTHHS PHCK OT 00IIaTa CMBPTHOCT: METHOPMUH
13,5 ce6uTns/1 000 marueHToroANHN CIPSMO TUETa CAMOCTOSITEITHO
20,6 cvouTus/1 000 marmentoroauau (p = 0,011) u cnpsiMmo TpynuTe KOMOMHHpaHA
cyadouunypes 1 MoHoTepanus ¢ uucyiauH 18,9 croutus/1 000 marmentoroaunu (p = 0,021);
- 3HAYUTEITHO HaMaJIeHHe Ha a0COMIOTHHS PUCK OT MHOKapeH HHPAPKT: METPOPMUH
11 c¢x6utusa/1 000 maruenTorogunu, auera camocroarenano 18 cxoutns/1 000 maruenToroanum

(p = 0,01).

TECOS e pannomusupano npoy4sane mnpu 14 671 nammentu B intent-to-treat momynamusra ¢

HbAlc > 6,5 10 8,0%, ¢ ycTaHOBEHO CHPAEYHOCHI0BO 3a00IIIBaHE, KOMTO T0JTy4aBaT CUTATTIHIITHH
(7 332) 100 mg gueBno (mmu 50 My THEBHO, aKO M3XOMHKUTE cToMHOCTH Ha €GFR ca>30u

< 50 ml/mun/1,73 m?) unu mane6o (7 339), no6aBeHn KbM 00MYAMHHUTE IPHKU CHIJIACHO MECTHHTE
crangaptu 3a HDALC u copaeunocsnosu puckosu paxropu. Iamuentu ¢ eGFR < 30 ml/mun/1,73 m?
HE ca BKJIIOUEHH B Npoy4uBaHeTo. M3cnensanaTa nomnysamnus Bkitousa 2 004 maiueHT! Ha Bb3pacT

> 75 rogunu u 3 324 nanuenty ¢ 660peuno yBpexaane (EGFR < 60 ml/mun/1,73 m?).

ITo Bpeme Ha MPOyYBaHETO, OOIIaTa H3YHCIICHA cpeaHa pasiuka (SD) B croitHoctuTe Ha HDALC
MEXXIy TPYITUTE Ha CHTArIuNnTHH U mwiamne6o e 0,29% (0,01), 95% CI (-0,32; -0,27); p < 0,001.

[IspBUYHATA KpaiiHa TOYKA IO OTHOIIIEHUE HAa ChPACYHOCHI0BATA CUCTEMA € ChCTaBHA OT ITbpBaTa
MOsIBa Ha ChPACYHOCHI0BA CMBPT, He(haTalleH MUOKap/IeH UH(APKT, HedaTaaeH HHCYIT WU
XOCIIUTAIA3AINS TTOPAIA HECTA0MITHA CTEHOKapIusl. BTOpUYHUTE KpalfHU TOYKH 110 OTHOIIIEHHE Ha
CBhPJICYHOCHIOBATA CHCTEMa BKIIIOYBAT ITbPBATa MOsBa HA ChPICYHOCHIOBA CMBPT, HedarTaicH
MHUOKapJieH MH(APKT WK HedaTajaeH HHCYT; IbpBaTa 0sIBa HA MHIWBUIYATHUTE KOMIIOHEHTH Ha
IEPBUYHATA CHCTaBHA; 00I1a CMBPTHOCT; ¥ XOCITUTAIM3AIINY ITOPAJIH 3aCTOWHA ChpIeUHa
HEIO0CTAaThYHOCT.

Crnen mpociensiBaHe ¢ MEIMaHa Ha IPOABIIKUTEIHOCT OT 3 TOAMHU, CUTATJIUIITUH HE TOBUILIABA PUCKA
OT T'OJIEMH HEXEJIaHU ChPJICYHOCHIOBH CHOUTHUS WM PUCKA OT XOCITUTAIM3AINS TIOPaIU ChpAcYHA
HEJ0CTAaThYHOCT, KOraTo ce A00aBs KbM 00MUYAHUTE I'PHXKU IIPH MAIUSHTH C 1Ua0eT THIl 2, B
cpaBHEHHE ¢ OOMUaiiHuTe rprku 0e3 cuTarmunTuH (Tadauna 3).
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Ta6auna 3: YecToTH HA KOMOMHUPAHY CHPAEYHOCHI0BH PE3YJITATH U HA KJIIOY0BU BTOPUYHH
pe3yaraTu

CurarnunTu- Ilnane6o Koeduuuenr | p-croii
100 mg Ha pHCKa Hoer'
N (%) | Yecro | N (%) | Yecro (95% CI)
Ta HA Ta Ha
100 ma 100 ma
LHHEHTO LHHEHTO
TOIMHHU TO/IMHH
* *

Amnains B intent-to-treat monyaanusara

Bpoii nanmenTu 7332 7339
IIbpBUYHA ChCTaBHA 839 4,1 851 4,2 0,98 (0,89- | <0,00
KpaiiHa ToYKa (11,4) (11,6) 1,08) 1

(CwppmevHOCHIOBA CMBPT,
HedaTalleH MUOKapIeH
uH)apKT, HedarajIcH
HWHCYJT WJIN
Xocnuranusanus, 1opaiu
HecTaOWITHA CTeHOKapIns)

Bropuyna cheraBna 745 3,6 746 3,6 0,99 (0,89- | <0,00
KpaiiHa TouKa (10,2) (10,2) 1,10) 1
(CopaeyHoch1oBa CMBPT,
HedaraieH MHOKap/IcH
UH(ApKT Wik HedaTaneH
UHCYJIT)

Bropuuen pesyjarar

ChbpaedHOChI0Ba CMBPT 380 1,7 366 1,7 1,03 (0,89- 0,711
(5,2) (5,0) 1,19)

BesikakbB B MHOKapIeH 300 1,4 316 1,5 0,95 (0,81- | 0,487

uHdapkr (haraneH u 4,1) (4,3) 1,11)

HedaraieH)

BesikakbB BHJ HHCYIIT 178 0,8 183 0,9 0,97 (0,79- | 0,760

(dbaTtanen u HedaTaneH) (2,4) (2,5) 1,19)

Xocnuranusanus nopajiu 116 0,5 129 0,6 0,90 (0,70- 0,419

HecTaOWITHA CTCHOKApIUs (1,6) (1,8) 1,16)

CMBpT mopaiu BesAKakBa 547 2,5 537 2,5 1,01 (0,90- 0,875

pUYHMHA (7,5) (7,3) 1,14)

Xocnuranusanus, mopaan 228 1,1 229 1,1 1,00 (0,83~ | 0,983

ChpAEYHa (3,1) (3,1) 1,20)

HEIOCTATBYHOCT*

* YecroraTa Ha 100 mauuenToroqunu e u3uncieHa karo 100 X (o6uus Opoii mauuenTu ¢ > 1 chbuTHE M0 Bpeme
Ha JIOMYCTUMHS NIEPHOJ] HA EKCIIO3UIIMS CIIPSMO 00LIHs Opoii MALMEHTOTOIMHH Ha MPOCIICAsIBaHe).

"Bb3 ocHoBa Ha Mojien Ha COX, CTpaTU(UIKMPaH MO PETMOH. 3a ChCTABHUTE KPAiHU TOUYKH P-CTOWHOCTUTE
CHOTBETCTBAT Ha TECT 32 HEMH()EPHOPHOCT, THPCEL 1a IMIOKaxe, 4e KOeQUIIMeHTHT Ha PUCKa € ITo-MalbK oT 1,3.
3a BCHUKY APYTH KpailHU TOUYKH P-CTOIHOCTHTE CHOTBETCTBAT Ha TECT 32 PA3JIMKUTE B KOS(HIMEHTa HA PHCKA.

{ AHanM3BT HA XOCTIMTATIM3ALMATA TIOPAJIH ChPIEYHA HENOCTATHYHOCT € KOPMTHPAH 32 aHAMHE3a 3a ChpIeYHa

HEJIOCTaThYHOCT Ha U3XOJHO HUBO.
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Ilequarpyuyna momyJamus

EBpormeiickara areHIus 1o JeKapcTBaTa 0CBOOOXKAaBa OT 3aIbJDKEHHETO 3a MPEeOCTaBsHE Ha
pe3ynTaTuTe OT MPOYUYBAHUATA ¢ pehepEHTHHUS JICKAPCTBCH NMPOIYKT, ChAbPIKAI KOMOHHAITUSITA
CUTArTTUITUH/MET(HOPMHUHOB XUIPOXIIOPH]I, BB BCHYKH MOATPYNHY HA TIEUATPUIHATA TIOMYNIAIUS ChC
3axapeH Anadet Tun 2 (BXK. Touka 4.2 3a nHpopMaKsa OTHOCHO yIoTpeda B IeANATPUATA).

Be3zonacHocTTa M ehuKacHOCTTa PH J00aBSIHE HA CUTATJUITHH NP NEAWATPUYHH MAIMEHTH Ha
BB3pacT oT 10 10 17 ronunm ¢ nuadeT TN 2 U HeaJeKBaTeH IIMKEMUYeH KOHTPOJI Ha METGOPMHH ChC
nm 0e3 MHCYIHH, ca OIICHEHH B JIBE IPOYUYBaHUS 3a epuos oT 54 ceamuiin. Jlo6aBsHeTO Ha
CUTarIMNTHH (IPUI0KEH KaTO CUTATJIUITHH + MEeT(GOPMHH MIM CUTATJIMITHH + METGOPMHUH C
yabkeHo ocBoboxkaaBane (XR)) e cpaBHeHO ¢ 100aBsIHETO Ha TUTae00 KbM MEeT(hOpMUH MK
metdopmud XR.

Makap u J1a ce IEMOHCTPHpPA MPEBH3XOICTBO 1O OTHOIIICHKE MOHWKaBaHeTo Ha HDALC 3a
CUTarJMNTUH + MEeTQOpPMUH/cUTArIuNTHH + MeTdhopmuH XR crpsimo metdopmuH Ha cenmuna 20 npu
cOOpHUS aHAIN3 OT TE3H JBE MPOYYBAHUS, PE3YITATHTE OT OTICIHUTE MPOYYBAaHUS HE CH
cpoTBeTcTBaT. OCBEH TOBA HE ce Ha0III0JaBa MO-BUCOKA e(pUKACHOCT Ha

cuTarnunTuH + Metdopmus/cutarauntuH + MetgopmuH XR B cpaBHeHHE ¢ MeTHOPMUH Ha

cenMuna 54. CnenoBaTenHo, CUTATTUIITHH/METGOPMHUHOB XUAPOXJIOPUA HE TPsIOBa J1a ce U3M0I3Ba
TIpH MIeANATPUYHH MMAMeHTH Ha Bh3pacT oT 10 1o 17 romuHu mopaau HegocTaThuHa €PUKACHOCT (BXK.
Touka 4.2 3a MH(POPMALIKsI OTHOCHO YIIOTpeOa B NICAUATPHUATA).

5.2 ®apmMakoKUHETHMYHH CBOICTBA

Curarnuntud/MeTdopMuH

[MpoyuBaHusATa 32 OMOCKBUBAJICHTHOCT MPH 3/JPABU YYACTHHIIU MOKA3BaT, e
CUTArTUITHH/MET(HOPMHUHOB XHIPOXIOPH] KOMOWMHUPAHH TaOJIETKN ca OMOCKBUBAJICHTHH Ha
€IHOBPEMEHHO MPUIOKEHN MET(POPMHUHOB XUAPOXJIOPHU U CUTATTIMITHHOB (hoc]ar KaTo OTACITHH
TaOJIETKH.

CrnennuTte 1aHHHA OKa3BaT GapMaKOKMHETHYHUTE CBOWCTBA HA OT/ICITHUTE aKTUBHH BEIIECTBA HA
CUTArIUITHH/METHOPMUHOB XUIPOXIOPH].

CurarmuoTug

Abcopbyus

Cren nepopaiHo npuioxeHue Ha 1o3a 100 mg Ha 31paBy y4aCTHHUIIN, CUTArIUITHH ObP30 ce
abcopOupa, ¢ TOCTUraHe Ha ITMKOBH IUIa3MEHHU KOHIICHTpaluu (MenuaHa Tmax) 1 10 4 yaca cies
npunoxenneto, cpeana mwrasMena AUC Ha cutarmmuntud 8,52 uMehr, Crax 950 nM. AbcomtoTHara
OMOHAIMYHOCT HA CUTAIJIMITHH € MpuOmm3uTenHo 87%. Trit kaTo mpueMaHeTo Ha CUTArTTUITHH
€/IHOBPEMEHHO ¢ Oorara Ha Ma3HUHH XpaHa He MOBIHUIBa (apMaKOKWHETHKATa, CUTATIUIITHH MOXeE J1a
ce mpuiara ¢ uim 0e3 XpaHa.

[Ina3menara AUC Ha cHTamMNTHH ce MOBHUILABA 10 MPONOPLUUOHAJIEH Ha 103aTa HauuH. Jlo3a-
IPONOPLUHOHATHOCT HE € YCTaHOBEHA 33 Ciax U Cas hr (Crnax C€ MOBHIIABA ITOBEYE OT J03a-
NPOTIOPIUOHANHO, a Cos hr C€ YBEIHYABA TI0-MAJIKO OT J03a-TIPOMIOPIIHOHAITHO).

Pasnpedenenue

Cpenausart o6eM Ha pasnpe/esicHHe B CTAIIOHAPHO ChCTOSIHUE CIie] €JHOKPATHA HHTPABEHO3HO
npwiIokeHa 1o3a ot 100 mg CUTarIANTHH Ha 37paBH YIaCTHHUITM € IPUOIu3uTeHO 198 muTpa.
®paknuaTa CUTarTMITHH 00paTUMO CBbp3aHa ¢ TIa3MEHUTE MpoTerHH ¢ HucKa (38%).
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buompancgopmayus
CHTarunTrH ce eTMMIHAPA OCHOBHO HETIPOMEHEH C ypUHaTa, a MeTabOoIM3MbT € BTOPOCTETIEHEH
bT. [Ipubnuzurento 79% OT CUTAITUITHH CE €KCKPETHpPa HEMPOMEHEH B YPHHATA.

Cnen nepopanna no3a [“ClcurammnTus, npubnusutento 16% oT paMoaKTHBHOCTTA CE EKCKPETHPA
Karo MeTabONUTH Ha CUTAIUNTHH. Ha HHBO clieiu ca yCTaHOBEHH MIECT METabOoJIMTa, KOUTO HE ce
OYaKBa Jia JONpUHACAT 3a 1mia3MeHara DPP-4 naxubutopHa akTHBHOCT Ha CUTAIIMIITHH. 1 Vitro
MPOYYBAHMATA ITOKA3BAT, Y€ OCHOBHUSAT €H3UM, OTTOBOPEH 32 OTPaHUYCHUS METa0OIM3bM Ha
cutarunTiH € CYP3A4, ¢ yaactueto n Ha CYP2CS.

In vitro nanHWTE MOKA3BaT, Yye cutarunTuH He ¢ nHxuouTop Ha CYP m3oenzumure CYP3A4, 2CS8,
2C9, 2D6, 1A2, 2C19 wnu 2B6, u e e nnaykrop Ha CYP3A4 u CYP1A2.

Enumunupane

Cnen npwiokeHue Ha nepopaina no3a [“CleurarunTid Ha 31paBy yYACTHUIM, TIPUOIH3UTETHO
100% ot mputoxeHara paguoaKTUBHOCT ce enuMuuupa ¢ gpexanuure (13%) wiu ypunara (87%) no
eIlHa CeIMHUIIA CJIe MIPIIOKEHNETo Ha qo3ara. [IpuBuaHusT KpaeH ti, cien 100 mg nepopainHa go3a
CUTATNIMIITHH € puOIu3nTenHo 12,4 yaca. CUTaIUITHH Ce HATPyTIBa CaMO MUHUMAITHO TTPU
MHOTOKpATHO npuiarade. brOpedHusT KupbHC € npudausutenHo 350 ml/MuH.

EnumuHNpaHeTo Ha CUTATIMITHAH CTaBa OCHOBHO 4pe3 ObOpevHa eKCKpElns ¥ BKIIOYBa aKTHBHA
TyOymHa cexperns. CHTarTUITHH € CyOCTpar Ha YOBEIIKA OPraHWYeH aHUOHEH TpaHCTIopTep-3
(hOAT-3), koiiTo MOXke OU y4acTBa B ObOPEUYHOTO SIMMHHUPAHE HA CUTANIMITHH. KITMHUYHOTO
3HadeHue Ha hOAT-3 B TpaHCHIOpPTa HA CUTAIIUIITHH HE € ycTaHOBeHO. CUTAIIUITHH € CyOCTpar U Ha
P-TIMKOIIPOTEHH, KOWTO MOXKe OM y4acTBa M B MEAMHUPAHETO Ha ObOPEYHOTO EIMMHUHUPAHE Ha
CUTANIMITHH. B CHIIOTO BpeMe IUKIOCIIOPUH, SHH P-IITUKONPOTEHH WHXUOUTOP, HE HaMaJIsiBa
O0BOpeuHHs KIMpPBHC Ha cutannTiH. CutammnTuH He e cyoctpar Ha OCT2 unu OAT 1, wim PEPT1/2
Tpaucnoprepute. In vitro cutarmuntul He motucka OAT3 (IC50 = 160 uM) wnu p-mIuKonpoTenH (10
250 uM) MenuupaHus TPAHCIIOPT B TEPAIIEBTUYHO MPUIIOKUMHU IIa3MeHH KOHIIeHTpanuu. [Ipu
KIIMHAYHO MTPOYYBaHE CUTATUIITHH UMa MaTbK €(eKT BbpXY IUIA3MEHHUTE KOHIIEHTPAIIUN Ha JIUTOKCHH,
KOETO TI0Ka3Ba, Y€ CUTAIIHIITHH MOXKE JIa € CJ1a0 MHXUOUTOP Ha P-TIIUKOIPOTEHH.

Xapaxmepucmuka npu nayuenmume
dapMaKkOKMHETUKATa HA CUTAIVIMIITAH € KaTo IJI0 CXOIHA NPHU 3[PaBU YYACTHHIIM U IMALUEHTH C
nuader T 2.

bvopeuno yepeancoane

[IpoBeneHo € 0TBOPEHO MPOYyUBaHE MPH SAHOKPATHO MPUIOKEHHE 32 OIICHKA Ha (hapMaKOKUHETUKATa
Ha HamaJleHa J103a cuTarunTuH (50 mg) NpH NaUeHTH ¢ pa3IuYHa CTENEH Ha XPOHUYHO ObOpedHo
YBpEXKJIaHEe B CPAaBHEHHUE ChC 3/[PaBU KOHTPOIH. [IpoydBaHeTO BKIIIOUBA MAIMEHTH ¢ OBOPEYHO
YBpEeXKJIaHE B JIEKa, yMEpEHa UJIM TEKKa CTEIEH, KakTo U maruentd ¢ ESRD Ha xemonuanu3za. OcBeH
ToBa epekTHTe HAa OBOPEUHO YBpEXKIaHe BbPXY (papMaKOKMHETHKATa HA CUTATIAITHH NPH MALUEHTH C
nuabet Tun 2 u ObOpeyHO yBpeXkaaHe B JIeKa, yMepeHa WU TeXKa crerneH (BkiountesHo ESRD), ca
OIIEHEHH Ype3 MOMyJIalOHHN (papMakOKWHETUIHN aHAJIH3H.

B cpaBHeHue cbe 3apaBu KOHTpoH, iazMeHata AUC Ha CUTaIIMIITHH C€ TTOBUIIABa IPUOIU3UTETHO
1,2 mbTH TIpH NAMeHTH ¢ ObOpedHo yBpexaane B sieka crened (GFR > 60 o < 90 ml/mun) u
CHOTBETHO 1,6 MBTH TIpH MaIMEeHTH ¢ OBO0peuHo yBpexkaane B ymepena crenen (GFR > 45 mo

< 60 ml/mumn).

Tbif KaTo pa3MepbT Ha MOBUIIEHUETO HE € KIMHUYHO 3HAYUM, HE Ce Hajara KOpUTHpaHe Ha /103aTa MpU
TE3U MALUCHTH.
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IInasmenara AUC Ha CHTarTUNITHH CE TIOBHINIABA MPUOIU3UTEIHO 2 ITBTH MTPH MAIIMEHTH ¢ OBOPETHO
yBpexkaane B ymepena crernet (GFR > 30 no < 45 ml/mun) u npuOIu3uTeiHo 4 MbTH MPH TMAUEHTH C
6n0peuno yBpexaane B Texkka crene (GFR < 30 ml/mun), Brimountento maiuentd ¢ ESRD Ha
xemonuanu3a. CUTAIIUIITHH Ce OTCTpaHsBa ymMepeHo mpu xemonuanusa (13,5% 3a 3- no 4-yacosa
XEMOIUAIM3HA CECHs, 3aIouBaiia 4 gaca clie]l IpHIoKEHUETO).

YeproopobHo yepescoare

He e HeoOxo/iiMa KOpeKITusl Ha J103aTa CUTATIHIITHH NP MAIUSHTH C JIeKa MM YMepPEeHa CTEICH Ha
yepHOAPOoOHO yBpexkaaHe (ckop mo Child-Pugh < 9). Hsama knmuHIYeH OMUT MpH MalueHTH ¢ TeXKa
CTENeH Ha YepHOIpoOHO yBpexaane (ckop 1o Child-Pugh > 9). Thii kKaTo CUTAITUNTHH CE STUMUHHAPA
OCHOBHO upe3 Ob0penuTe 0b6aue He ce ouaKBa TEKKaTa CTeleH Ha YepHOApOoOHO YBpeKIaHe 1a
MOBJIHSIC BEPXY (PapMaKOKMHETHKATA HA CUTATIIUIITHH.

Hayuenmu 6 cmapuecka év3pacm

He ce nasara xopekuus Ha 103ara B 3aBHCUMOCT OT Bb3pacTTa. B3 0CHOBa Ha MOMyJIallMOHEH
(hapMaKkOKMHETHYEH aHAIN3 Ha JaHHU OT ¢a3a | u ¢aza I, Bp3pacTTa HE OKa3Ba KIMHUYHO 3HAYHM
e(eKT BppXy (hapMaKOKMHETHUKATa Ha CUTATIUIITHH. Y YaCTHUIIUTE B CTapuecka Bb3pacT (65 1o

80 roguaM) MMaT TpUOIN3UTENHO 19% MO-BHCOKY TITa3MEHU KOHIICHTPAIINH HA CUTATJINIITHH B
CpaBHEHHE C ITO-MJIAJH yYACTHHUIIH.

Ileouampuyna nonyrayus

®dapMakOKHHETHKATa HA CUTArMNTHH (eanHnYHA 1032 50 mg, 100 mg wm 200 mg) e nzcnenBana
NpY TIeJUaTpUYHK NanreHTy (Ha Bb3pact ot 10 no 17 rogunn) ¢ nuabdet tun 2. [Ipu Ta3u nonmynanus,
AUC Ha cuTarmunTvH B Iia3MaTa, KOpUrupaHa crpsMo 703ata, € npuonusutento 18% mo-Hucka
OTKOJIKOTO TIPY BB3PACTHU MalMeHTH ¢ AnadeT tun 2 npu go3a 100 mg. He ca mpoBexmanu
NPOYYBAaHUS ChC CUTAMIMITHH NPH NEAUAaTPUYHU MalMeHTH Ha Bb3pacT < 10 rogunu.

Hpyau xapaxmepucmuku na nayuenmume

He ce Hanara xopeknus Ha j03aTa B 3aBUCHMOCT OT II0JI, paca WM HHAEKC Ha TenecHa maca (BMI).
Te3u xapaKTEpUCTHKH HAMAT KIMHUYHO 3HaYUM €(eKT BbPXY (papMaKOKHHETHKATa HA CUTATIIMIITHH
criope]] KOMOMHUpPaHUsI aHaN3 Ha (apMaKOKMHETUYHUTE JJaHHU OT (a3a | 1 momynaiuoHeH
(hapMaKkOKMHETHYEH aHAIN3 Ha JaHHU oT ¢a3a [ u daza IL.

Metdhopmun

Abcopbyus

Crnen nepopaiiia J103a MeTQOpMUH, Tmax C€ TocTHra JI0 2,5 yaca. AOCo0THATa OMOHATIMYHOCT Ha
tabnerka metdopmun 500 mg e npubnuzurenno 50-60% npu 3apaBu yaactauiy. Cien mepopaiHa
no3a, HeabcopOupanata (paxuus, oTKpuTa BbB pexanuure, e 20-30%.

Crnen nmepopalieH npuem, abcopOriusaTa Ha METQOPMHH € HacHIIaia ce U HembiaHa. CMsTa ce, 4ye
(bapmakoknHeTHKaTa Ha abcopOuusTa Ha MeTopMuH e HenuHelHa. [Ipu oOnvaitHu 1031 U 1030BU
CXeMH Ha MeT(OPMHUH, IJIa3MEHUTE KOHLIEHTPAIMU IPH CTAIIMOHAPHO CHCTOSIHUE CE IOCTUTAT B
pamkute Ha 24-48 yaca u Kato ms10 ca no-mainko ot 1 pg/ml. [pu KOHTpOIMpPaHU KITMHUYHA
NPOYYBaHUS, MAKCUMAJIHUTE IJ1a3MeHU HHUBA Ha MeT(HOpMUH (Crmax) HE TTpeBHIIABaT 5 ug/ml nopu npu
MaKCHUMaJIHU JI03H.

XpaHara HamaJIsBa CTEIEHTa U ¢j1a00 3a0aBs abcopOiusaTa Ha MeTopmuH. Cren NpUIoKeHHe Ha
no3a ot 850 mg, ce HabmromaBa 40% Mmo-HUCKA TUKOBA IJIa3MeHa KOHIEHTpaIus, 25% HamalieHue Ha
AUC u yapmkaBase ¢ 35 min Ha BpeMeTO 10 IOCTUTaHe Ha MMMKOBA IJIa3MEeHa KOHIICHTPAITHS.
KnnandHaTa 3HaYMMOCT HE € N3BECTHA.
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Pasnpeoenenue

CBBp3BaHETO C MIa3MEHUTE IPOTEHHH € He3HAYUTEITHO. MeT)OpMHUH ce pasmpesiens B SpUTPOIUTHUTE.
KpBbBHUAT MUK € MO-HUCHK OT IJIA3MEHUS MUK U CE TIOABABA MPUOIU3UTEITHO IO CHIIIOTO BPEME.
YepBeHUTE KPHBHU KIICTKH HAal-BEPOSATHO MPEACTABIABAT BTOPHUCH KOMITAPTUMEHT Ha
pasnpenenenue. Cpenausat Vd Bapupa mexay 63 — 276 1.

Buompancgopmayus
MeTtdopMuH ce eKCKpeTHpa HEMPOMEHEeH B ypuHaTa. [Ipu xopara He ca yCcTaHOBEHH METa0OJIHTH.

Enumunupane

bbOpeunusT knupbHe Ha MeThopmuH ¢ > 400 ml/mMun, koeTo mokaspa, ye METHOPMHUH CE SITUMMHHIPA
ype3 raoMepyiHa punrpanus 1 TyOoynHa cekpenunsi. Cien nepopaiHa 103a, IPUBUIHUAT TEPMUHAIECH
SIIMMUHAITMOHEH TIOTYXHUBOT € nmpubau3utenHo 6,5 h. Korato 6b0peuHara ¢yHKIMS € yBpeIcHa,
OBOpeUHuUs KIMPBHC Ce HaMallsiBa B ChOTBETCTBHUE C TO3U HA KPEaTHHWHA U CIIEIOBATEIHO
CIMMUHALUOHHUSAT HOIYKUBOT CE yIbJDKaBa, KOETO BOAM A0 MOBUILECHU HUBA HA METQOPMUH B
IUIa3Mara.

5.3 IlpenxkIuHUYHM JAHHU 32 0€30IACHOCT
He ca npoBexaanu Npoy4YBaHUsI ¢ )KUBOTHU ChC CUTATIUIITHH/MET(HOPMHUH.

ITpu 16-cenMuuHu NPOyYBaHUS, B KOUTO KyUeTa ca TPETUPAHU HIIH ¢ MET(OPMHUH CAMOCTOSITENIHO,
WM ¢ KOMOWHANKMS OT MeT(OPMHH U CUTATIIUITHH, HE € HaOtojaBana JOMbIHATEIHA TOKCHYHOCT OT
komOuHanusaTa. NOEL B Te3u mpoy4BaHus ce HaOIr01aBa P €KCIO3UIUS HA CUTATIUIITHH
NpUOIU3UTETHO 6 TBTH MO-BUCOKA OT Ta3U IPHU XOPa U MPH €KCHO3ULHUS Ha METHOPMUH
NPUOTU3UTETHO 2,5 TBTH MO-BUCOKA OT Ta3U IPH XOpa.

CrnenHuTe IaHHM ca HAXOJKU TPU MPOYYBaHHS MPOBEJCHN ChC CHUTATIMIITHH WX METHOPMHH
CaMOCTOSTEIHO.

CurarmuoTug

brOpeuna n yepHOAPOOHA TOKCHYHOCT c€ HaOJIIo1aBa Py TPU3ady IPU CTOMHOCTH Ha CHCTEMHA
EKCIO3UIMS 58 IBTH MO-BUCOKHU OT HUBOTO Ha €KCIIO3MIIUATA IIPU XOpa, a HUBOTO 0e3 eeKT €
omnpeneneHo Ha 19 mbTH MO-BHCOKO OT TOBA MPH X0pa. AHOMAJIMK Ha pe3LuTe ce Halonasar nIpu
IUTBXOBE TIPY HMBA HA €KCIIO3HULMUS 67 IBTU MO-BUCOKH OT HUBOTO HA KIIMHUYHA €KCIIO3ULHS; HUBOTO
0e3 edexT mpu Tazu HaxoKa € 58 MbTH MO-BUCOKO, CHIVIACHO PE3YATATHTE OT 14-CeMUYHO
IIPOYyYBAaHE IIPH IIIBXOBE. 3HaYEeHHUETO HA TE3U HaXOAKH ITpU XOpa HE € U3BECTHO. TpaH3I/ITOpHI/I,
CBBP3aHH C JICUeHHETO (PU3NUECKH MPOSBH, HAKOU OT KOUTO MpENIonaraT HaTuulueTo Ha
HEBPOJIOTMYHA TOKCUYHOCT, KaTo JUIIaHE ¢ OTBOPEHA YCTa, CajluBallysl, €eMe3UC Ha Osula IIsIHa,
aTakcus, TperepeHe, HaMaJleHa aKTUBHOCT M/WJIM M3rbpOeHa 103a ce HaOIIoaBar py Kydera Ipu
HUBA HAa €KCHO3ULUS MIPUOIU3UTEIHO 23 BT MO-BUCOKH OT HUBOTO Ha KIMHUYHA ekcrio3unus. OcBeH
TOBa MHOTO JIeKa JI0 JIeKa KOCTHO-MYCKYJIHA JlereHepalusi ce HaOllionaBa u XUCTOJIOTHYHO TIPH JI03H,
JaBallly HUBA Ha CUCTCMHA CKCIIO3HIIHA HpHGHI/ISI/ITeHHO 23 OBTH O-BUCOKH OT HUBOTO HA
ekcro3uys npu xopa. [Ipu te3u pesynraru, HUBOTO 0€3 e(heKT € Ipu eKCIO3ULUS 6-KPaTHO T10-
BHCOKa OT HUBOTO Ha KJIIMHUYHA €KCITO3ULIMSL.

CHUTamIMITTUH HE TTI0Ka3Ba TEHOTOKCUYHOCT B X0Ja Ha NPCAKIMHUYHU IPOYy4YBaHUA. CUTammMnTvH HE €
KaHI[EpPOTeHEeH MPU MUIIKY. [[pyu mrbXoBe nMa MOBUIIIEHA Y€CTOTa Ha YEPHOAPOOHU aJICHOMH U
KaplIWHOMY MIPY HUBA HA CHCTEMHA EKCITO3UIHS 58 IMBTH TO-BUCOKH OT Te3H MpH Xopa. Thi Kato e
YCTaHOBEHO, Y€ XEeIMaTOTOKCHYHOCTTa KOPEIHpa ¢ HHAYIIMPAHETO Ha YePHOAPOOHA HEOTIa3 sl IPH
TUTHXOBE, Ta3W MOBHUINIEHA YECTOTA HA YSPHOAPOOHU TYMOPH IPH ILTHXOBETE € BEPOSTHO BTOPHYHA,
BCJIC/ICTBUE HA XPOHUYHA XETTAaTOTOKCUYHOCT IPH Ta3W BUCOKaA J103a. [lopaau BUCOKara rpaHuIa Ha
6e3omacHOCT (19 TBTH TIO-BHCOKA TP TOBA HUBO 03 e(PeKT), Te3W HEOTIaCTHIHH ITPOMEHH HE Ce
CUHUTAT 32 OTHOCHMH KBbM XOpa.
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He ca nabmonaBanu cBbp3aHu C JIeUCHUETO e(heKTH BhpXy QepTUInTeTa P MBXKH U JKCHCKH
TUTHXOBE, TOTYYMIIM CUTATIMIITHH MIPEIN U 110 BpeMe Ha YNPTOCBaHE.

[Tpu mpoy4BaHe BbPXy Mpe-/TIOCTHATAITHOTO Pa3BUTHE HA TUIHXOBE CUTATNIMIITHH HE TIOKAa3Ba HEXEJIaHH
pEeaKIum.

[IpoyuBanusaTa BEPXY pEIPOAYKTHBHATA TOKCHYHOCT IMOKa3BaT HAJIMYUETO HA CBbpP3aHa C JICYEHHETO,
JIEKO yBeTMYeHa YecToTa Ha Majdopmanny Ha pedpa Ha ¢eTyca (JUICBAIH, XUITOIUTACTUYHN U
TUTaBaIy pedpa) Mpu MOKOJICHUETO Ha TUTHXOBE MPH HUBA HA CUCTEMHA EKCTIO3UIIHS TOBEYE OT

29 mBTH MO-BUCOKHU OT T€3W MPH X0pa. TOKCHYHOCT Ha Maiikara ce HaOJonaBa Mpu 3aiilii Ipy HUBa
noBeye OT 29 IbTH MMO-BUCOKH OT HUBATa Ha €KCIO3UIMA pu Xopa. [lopaau Bucokara rpanuia Ha
0e30MacHOCT, Te3M HAXOAKH He MPEIoiarar ChIlieCTBYBaHETO HA ChOTBETCH PUCK 3a
PENpOAYKTHBHOCTTA MPH X0pa. CUTArIMITHH ce CeKpeTHpa B 3HAYMMHU KOJIMYeCTBa B MIIIKOTO Ha
JAKTHPALIH TUTbXOBE (OTHOLICHUE KbpMa/Tuiazma: 4:1).

Metdhopmun

[IpenxkmuaMYHNTE TaHHY 32 METHOPMUH HE Pa3KpHBAaT OCOOCH PHCK 3a XopaTa Ha O6a3ara Ha
KOHBEHIIMOHAITHN (hapMaKOJIOTHIHH MTPOYUBAHHMS 32 O€30IIaCHOCT, TOKCHYHOCT IPH MHOTOKPAaTHO
nmpuwiarane, rCHOTOKCUYHOCT, KAPIIUHOTCHECH IMOTCHI A, PETIPOAYKTHMBHA TOKCHUYHOCT.

6. DODAPMAIIEBTUYHU JAHHHA
6.1 Chouchbk Ha IOMOLIHHTE BellleCTBA

Sapo Ha Tabnerkara

[enyno3a, MUKPOKPHCTATHA

Cunuies TUOKCHI, KOJIOUEH Oe3BOIEH
Kpockapmenosa marpuit

Harpues naypuncyndar

IHoBunou

Harpues creapundymapar

DdumMoBo TTOKPUTHE

Cumaznunmun/memgpopmurnos xuopoxiopuo 50 mg/850 mg guimupanu madiemku
[onu(BUHIIOB AIKOXO)

Makporoi

Tanx

TuranoB nuokcun (E171)

UYepseH xene3er okcun (E172)

XKent xxenesen oxkcup (E172)

Cumaznunmun/mem@opmurog xuopoxaopuo 50 mg/1 000 mg purmupanu mabremxu
[Tonm(BUHUIIOB aJIKOXO)

Makporo

Tank

Tutanos muokcun (E171)

Uepeen xenesen okcua (E172)

Yepen xenesen okcun (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo
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6.3 Cpoxk Ha romHOCT

2 TOOVHU

6.4 CroenuanaHu yCJOBHS HA ChbXpaHeHHe

To3u nekapcTBEH MPOIYKT HE M3UCKBA CIICIIMATIHN YCIOBHS Ha ChXpaHEHHE.
6.5 Bwuawu chabp:kaHue HA OMMAKOBKATA

Baucrepu or PVC/PE/PVdAC-AI

baucrepu, chabpxantu 14, 56, 98 unu 196 punmupanu TabneTky, ¥ rpynoBa OMaKoBKa, ChAbpKAaIa
196 (2 onakoBku 1o 98) punmupanu TabIETKH.

bructepu ¢ equamgHEN 1031, chabpkanm 14 X 1, 56 X 1 wmum 60 X 1 dunMupann TabneTKu.

Bytmiku ot nmosmerwieH ¢ Bucoka mreTHocT (HDPE)

Bytunxu ot HDPE c Gsia Herpo3payHa MOJUMPONIICHOBA Karnavyka Ha BUHT C UHTYKIIHOHHO
3arieyaTBaHe ¢ aAlyMHUHUEBO (oino.

Bytunxu, ceappxkamy 90 win 196 punmupanu TabieTky.
He Bcuuku BUIOBE ONaKOBKM MOTAT Jja ObAaT IMyCHATH Ha mas3apa.
6.6 CrnenuajaHu mpeana3Hu MepKHU NP U3XBbPJIAHE

Hewnsnonspaunusr JICKAPCTBCH IMMPOAYKT WX OTHAABYHUTC MAaTCpHUaIN OT HETO TpH6Ba Ja €€ U3XBbPJIAT
B CbOTBETCTBHUEC C MCCTHUTC U3UCKBAHUA.

7. INPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Mylan Ireland Limited
Unit 35/36 Grange Parade,
Baldoyle Industrial Estate
Dublin 13,

Upnanpus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Curanmnmua/MerdhopMuHOB xuapoxiiopua Mylan 50 mg/850 mg hWiIMOBO ITIOKPUTHE

EU/1/21/1619/001
EU/1/21/1619/002
EU/1/21/1619/003
EU/1/21/1619/004
EU/1/21/1619/005
EU/1/21/1619/006
EU/1/21/1619/007
EU/1/21/1619/008
EU/1/21/1619/017
EU/1/21/1619/018
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Curanmnminga/MetdbopmuaoB xuapoxiopua Mylan 50 mg/1 000 mg ¢huIMoBO HOKPUTHE

EU/1/21/1619/009
EU/1/21/1619/010
EU/1/21/1619/011
EU/1/21/1619/012
EU/1/21/1619/013
EU/1/21/1619/014
EU/1/21/1619/015
EU/1/21/1619/016
EU/1/21/1619/019
EU/1/21/1619/020

9. JATA HA ITbPBO PABPEIIABAHE/TIOJHOBABAHE HA PASPELHLIEHUETO 3A
YIIOTPEBA

[Jata Ha rEpBO pazpemanane: 16 derpyapu 2022 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

[NonpoOna nHpopMarlms 3a TO3M JCKapCTBEH MPOIYKT € MpeJocTaBeHa Ha yeOcaiita Ha EBporetickata
areHuusl 1o Jiekapcraara: http://www.ema.europa.eu.
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MNPUJIOXKEHHUE |1

MPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOXKIABAHE HA ITAPTUAN

YCJIOBUA NJIN OTPAHUYEHUA 3A TOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUA N UBUCKBAHUA HA
PASPEHIEHHMETO 3A YIIOTPEBA

YCJOBUA NJIN OT'PAHNYEHUS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MPOJIYKT
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A. TPOU3BOAMTEJI(M), OTTOBOPEH(HH) 3A OCBOBOK/IABAHE HA TTAPTU /U

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I}I(I/ITC), OTFOBODCH(HI/I) 3a OCBO60)KILaBaHe Ha MapTuauTe

McDermott Laboratories Limited t/a Gerard Laboratories t/a Mylan Dublin
35/36 Baldoyle Industrial Estate, Grange Road, Dublin 13
Wpnannus

Medis International as
Prumyslova 961/16, Bolatice,
747 23, Yemika peny0inka

Mylan Hungary Kft
Mylan utca 1, 2900 Komérom
YHrapus

Mylan Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstrasse 1
Bad Homburg v. d. Hoehe

Hessen, 61352,

I'epmannus

IlewaTHaTa TUCTOBKA Ha JIEKAPCTBEHHS MPOAYKT TPIOBa Ja ChAbPKa UMETO U ajpeca Ha
MIPOU3BOANTENS], OTTOBOPEH 32 OCBOOOXTaBAHETO HA ChOTBETHATA TAPTHIA.

b. YCJIOBUS WJIHN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

.HeKapCTBeHI/IHT MNPOAYKT C€ OTITYCKA I10 JICKAPCKO NPCAIINCAaHUC.

B. JAPYI'M YCJIOBUSA N UBNUCKBAHUA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3npanm aokiaanu 3a oesonacuoct (ITAIB)

W3uckBanusdra 3a nogasane Ha [TAJIb 3a To3u nexapcTBeH NPOLYKT ca MOCOUYEHH B CIIMCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucsk), npensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BEB BCUUKHU CIIE/IBAIH aKTyIN3aI[UH, TTyOJIUKYBaHU HA €BPOIICHCKHUS
yeOropTai 3a J1eKapcTaa.

. YyciaoBus WJIK1 OT'PAHUYEHNS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TPOAYKT

. IInan 3a ynpasJyienne Ha pucka (ITYP)

[putexarenst Ha pasperieHueTo 3a ynorpeda (IIPY) tpsadBa na u3BbpIIBa H3UCKBAaHUTE ACHHOCTH H
JeHCTBUS, CBBP3aHU C IPOCiIesIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogo0penus [1YP,
npenctased B Monyn 1.8.2 Ha pa3pemenneTo 3a ynorpeba, KakTo ¥ BbB BCHUKH CIIEBAIIN OI00pEeHU
akTyanu3anuu Ha [TYP.

Axtyanmusupat [TYP TpsOBa na ce monana:

o 1o uckane Ha EBporiefickaTta areHIus 1Mo JeKapcTBara,

o BUHATH, KOTAaTO CE M3MEHS CHCTEMAaTa 3a yIpaBJICHUE Ha PUCKA, OCOOCHO B Pe3yiTaT Ha
MoJTy9YaBaHe Ha HOBA HH(POPMAIIUs, KOSTO MOXKE Jia JIOBEJIE IO 3HAYMMHU TIPOMEHH B
CHOTHOIIICHUETO ITOJI3a/PUCK, WITH CIIE/] TOCTUTAHE Ha Ba)KEH eTall (BbB BPh3Ka C MPOCIICIIBaHE
Ha JICKapCTBeHATa OE30MACHOCT WJIH CBEXKIaHE HAa PUCKA 10 MUHUMYM).
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MNPUJIOKEHHUE 111

JAHHU BbPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CbAbP/KA BTOPUYHATA OITAKOBKA

BbHIIHA KAPTOHEHA ONAKOBKA 3a 0JIMCTEepH M OyTHIIKA

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Curarnunria/Metdopmunos xuapoxmopua Mylan 50 mg/850 mg dbunMupanu TabaeTkn
CUTATJIHIITUH/MET(POPMUHOB XUIPOXIOPHT

2. OBsJIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska TabneTka chbpika CUTAIJIMIITHHOB XUAPOXJIOPHI MOHOXHMIPAT, EKBUBAJIIEHTEH Ha 50 Mg
cutarnuntud, u 850 mg MeTOpMUHOB XUAPOXIOPHI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

Ounmupany TabIETKH

Bnucrep:

14 punmupanu TabneTku

56 ¢unmupanu TabNETKH

196 punmupanu TabneTKH

14 x 1 punmupanu TabneTKN

56 X 1 punmupanu TabIeTKH

60 X 1 punmupanu TabIeTKH

98 dhunmupanu TabICTKH

I'pymoBa omakoBka, chabpxamnia 196 (2 onakoBku 1o 98) ¢huimMupanu TabiaeTku

Byrunka:
90 puimMupanu TabICTKH
196 puimMupanu Ta0IeTKH

‘ 5. HAYUH HA TPUJIOKEHUE U TBbT(MIIA) HA BBBE/KJAHE

IIpenu ynorpeba mpodereTe TUCTOBKATA.
TlepopanHo npuiioxeHue

6. CIHHEHUAJIHO NPEAYHNPEXIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CbXPAHSABA HA MSICTO JAJIEYE OT IIOIVIEJA N TOCETI'A HA JIEIIA

ﬂa CC ChbXpaHABa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CIIEHUAJIHU IPEAYHPEXKIEHU S, AKO E HEOBXOJAUMO
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‘ 8. JATA HA U3STUYAHE HA CPOKA HA T'OJHOCT

Tonen no:

9. CIIEIIMAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHELHUAJIHU IPEANNA3ZHU MEPKHU TPU U3XBBPIASIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Mylan Ireland Limited
Unit 35/36 Grange Parade,
Baldoyle Industrial Estate
Dublin 13,

Upnanaus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/21/1619/001
EU/1/21/1619/002
EU/1/21/1619/003
EU/1/21/1619/004
EU/1/21/1619/005
EU/1/21/1619/006
EU/1/21/1619/017
EU/1/21/1619/018
EU/1/21/1619/007
EU/1/21/1619/008

13. TAPTUAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAMJIOBA ASBYKA

Curarnuntiun/MetdopmunoB xuapoxiopua Mylan 50 mg/850 mg
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‘ 17. YHUKAJIEH HAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/

JiBym3MepeH 0apKo ¢ BKIFOUCH YHUKAJICH UICHTH(GHUKATOP

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

PC
SN
NN
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JAHHU, KOUTO TPABBA JIA CbAbP/KA BTOPUYHATA OITAKOBKA

MekInHHA KapTOHEHA ONMAKOBKA HA IPYNoBa ONMAKOBKA 32 0JIMCTEPH ¢ 2 OMaKoBKH - 0e3 blue
box

1. HNME HA JIEKAPCTBEHUA INTPOAYKT

Curarnunria/Metdopmunos xuapoxmopua Mylan 50 mg/850 mg dbunMupanu TabaeTkn

CUTarTMNTUH/MET(HOPMHUHOB XUIPOXIOPUL

2. OBSABSABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TabneTka cbabpika CUTArJIUITHHOB XUAPOXIOPH] MOHOXHIPAT, EKBUBaJIEHTEH Ha 50 Mg
cutarnunTuH, u 8§50 mg MeThOPMUHOB XUIAPOXIIOPHUI.

| 3. CNHMCBK HA IOMOUIHUTE BEUIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

OuiMupanu Ta0JICTKH

98 q)HHMHpaHI/I TabnmeTku. KoMIoHeHT Ha T'pynoBa OIIaKOBKa, HE MOXKE [1a C€ IpoAaBa OTACIIHO.

‘ 5. HAYUH HA ITPNJIO’KEHUE U ITbT(MIIA) HA BBBEXKIAHE

ITpeau ynorpeba rnpoueTere JUCTOBKATA.
IlepopasiHo npuiIOXKeHNE

6. CIHHEHUAJIHO NPEAYHNPEXIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CbXPAHSABA HA MSICTO JAJIEYE OT IIOIVIEJA U TOCETI'A HA JIEIIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYT'U CIIEHUUAJIHU ITPEAYHPEXJIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OJJHOCT

Tonen no:

9. CIHEHUAJIHHA YCJIOBUSA HA CbXPAHEHHUE
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TAX, AKO CE UBUCKBAT TAKUBA

10. CHELHUAJIHU IPEANIA3ZHU MEPKHU TPU U3XBBHPISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NJIN OTIIAABYHUN MATEPUAJIA OT

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Ireland Limited
Unit 35/36 Grange Parade,
Baldoyle Industrial Estate
Dublin 13,

Upnangus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/21/1619/018

13. TAPTHUIAEH HOMEP

[TapTupa:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Curarnmuntia/Metdopmunos xuapoxaopua Mylan 50 mg/850 mg

‘ 17. YHUKAJIEH UAEHTUO®UKATOP — IBYU3MEPEH BAPKO/

Henpunoxxumo.

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

Henpuiioxxumo.
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JAHHU, KOUTO TPABBA JA CBABbP/KA IBPBUYHATA OITAKOBKA

Etuxer Ha Oyrniakara

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Curarnunria/Metdopmunos xuapoxmopua Mylan 50 mg/850 mg dbunMupanu TabaeTkn

CUTarTUNTUH/MET(HOPMHUHOB XUIPOXIOPUA

2. OBSABSABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TabneTka cbbpika CUTArJIUITHHOB XUAPOXIJIOPH] MOHOXHIPAT, EKBUBaJIEHTEH Ha 50 Mg
cUTarmunTuH, u 850 mg MeTOpMUHOB XUAPOXIOPHI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

Ounmupany TabIETKH

90 pmimMupanu Ta0ICTKH
196 punmupanu TabIEeTKH

| 5.  HAUMH HA IPUJIOKEHUE U MMbT(MILA) HA BbBEXJIAHE

IIpean ynorpeba mpoueTere JUCTOBKATA.
IlepopasiHo npuIIOXKEHNE

6. CHELOUAJIHO HPEAYIIPEXIEHUE, YE JIEKAPCTBEHUAT INTPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IOIJIEJA U TOCET'A HA JIELTA

Jla ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 32 JCTA.

‘ 7. APYTU CIIENUAJIHU ITIPEAYITPEXJIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA U3STUYAHE HA CPOKA HA I'OJJHOCT

Tonen no:

9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE
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10. CHELHUAJIHU IPEANIA3ZHU MEPKHU TPU U3XBBHPISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHAABYHU MATEPHUAJIN OT
TAX, AKO CE UBUCKBAT TAKUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Ireland Limited
Unit 35/36 Grange Parade,
Baldoyle Industrial Estate
Dublin 13,

Hpnanaus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/21/1619/007
EU/1/21/1619/008

13. TAPTHUAEH HOMEP

[TapTupa:

| 14. HAUYMH HA OTIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

‘ 17.  YHUKAJIEH UAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JA CbABPKAT BJIIMCTEPUTE

Bbauncrep u nepdopupanu 6JIMCTEPH ¢ eTMHUYHH 103U

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Curarnunria/Metdopmuros xuapoxmopun Mylan 50 mg/850 mg tabierku
CUTATJIHIITUH/MET(POPMUHOB XUIPOXIOPHT

2. NME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Mylan Ireland Limited

‘ 3. JATA HA U3STUYAHE HA CPOKA HA T'OJJHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5.  JPYIO
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JAHHU, KOUTO TPABBA JIA CbJAbP/KA BTOPUYHATA OITAKOBKA

BbHIIHA KapTOHeHA KyTHA 3a OJIMcTepH M OyTHIIKaTa

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Curarnunria/Metdopmunos xuapoxaopun Mylan 50 mg/1 000 mg ¢unMupanu TabiaeTku

CUTarIMITHH/MET(HOPMHUHOB XUIPOXIOPH

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TabneTka cbabpika CUTArJIUITHHOB XUAPOXIJIOPH] MOHOXHPAT, EKBUBAJIEHTEH Ha 50 Mg
cutarnuntud, 1 1 000 mg MeTpopMHUHOB XUAPOXIOPHI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

Ounmupany TabIETKH

baucrepu:

14 punmmupanu TabneTku

56 ¢unmupanu TabNeTKH

196 dhunmupanu TaOICTKU

14 x 1 punmupanu TabaeTKU

56 X 1 punmupanu TabIeTKH

60 X 1 punmupanu TaOIETKH

98 hunmupanu TabICTKH

I'pynoBa omakoBka, chabpxamia 196 (2 onakosku 1o 98) huiMupanu tadbiaeTku

Byrunka:
90 punmupanu TabIETKH
196 ¢punmupanu TabneTku

‘ 5. HAYMH HA TPUJIOKEHUE U TBT(MIIA) HA BBbBE/KJIAHE

[Ipenu ynorpeba mpodereTe TUCTOBKATA.
TlepopanHo npuiioxeHue

6. CIHHEHUAJIHO NPEAYHPEXIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IOIVIEJA U TOCET'A HA TEIIA

ﬂa CC ChbXpaHsABa Ha MACTO, HCAOCTBITHO 3a ACHA.

‘ 7. JAPYTU CIIENUAJIHU ITPEAYITPEXJIEHU S, AKO E HEOBXOANMO
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‘ 8. JATA HA U3STUYAHE HA CPOKA HA T'OJHOCT

Tonen no:

9. CIIEIIMAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHELHUAJIHU IPEANNA3ZHU MEPKHU TPU U3XBBPIASIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Mylan Ireland Limited
Unit 35/36 Grange Parade,
Baldoyle Industrial Estate
Dublin 13,

Upnanaus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/21/1619/009
EU/1/21/1619/010
EU/1/21/1619/011
EU/1/21/1619/012
EU/1/21/1619/013
EU/1/21/1619/014
EU/1/21/1619/019
EU/1/21/1619/020
EU/1/21/1619/015
EU/1/21/1619/016

13. TAPTUAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAMJIOBA ASBYKA

Curarnuntaun/MetdopmunoB xuapoxiopua Mylan 50 mg/1 000 mg
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‘ 17. YHUKAJIEH HAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/

JiBym3MepeH 0apKo ¢ BKIFOUCH YHUKAJICH UICHTH(GHUKATOP

‘ 18. YHUKAJIEH HAEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABbP/KA IBPBUYHATA OITAKOBKA

MeXInHHA KAPTOHEHA ONMAKOBKA HA IPYNoOBa ONAaKOBKA 3a 0JIMCTepH ¢ 2 ONaKoBKH - 6e3 blue
box

1. HNME HA JIEKAPCTBEHUA INTPOAYKT

Curarnunria/Metdopmunos xuapoxaopun Mylan 50 mg/1 000 mg ¢unMupanu TabiaeTkn

CUTarTMNTUH/MET(HOPMHUHOB XUIPOXIOPUL

2. OBSABSABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TabneTka cbabpika CUTArJIUITHHOB XUAPOXIOPH] MOHOXHIPAT, EKBUBaJIEHTEH Ha 50 Mg
cutarimuntyd, u 1 000 mg MeThopMHUHOB XUAPOXIOPHU.

| 3. CNHMCBK HA IOMOUIHUTE BEUIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

OuiMupanu Ta0JICTKH

98 q)HHMHpaHI/I TabnmeTku. KoMIoHeHT Ha T'pynoBa OIIaKOBKa, HE MOXKE [1a C€ NIpoaaBa OTACIIHO.

| 5. HAUMH HA IPUJIO)KEHUE U ITbT(MILA) HA BbBEXKIAHE

IIpean ynorpeba mpoueTere JUCTOBKATA.
IlepopasiHo npuIIOXKEHNE

6. CHELOUAJIHO HPEAYIIPEXIEHUE, YE JIEKAPCTBEHUAT INTPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOIVIEAA U JIOCEI'A HA TELNA

Jla ce cpxpaHsBa Ha MACTO, HEAOCTHITHO 32 JCIA.

‘ 7. APYTU CIIENUAJIHU ITIPEAYITPEXJIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA U3STUYAHE HA CPOKA HA I'OJJHOCT

Tonen no:

9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE
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10. CHELHUAJIHU IIPEANIASHU MEPKHU TPU U3XBBPISAHE HA HEU3IIOJ3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Ireland Limited
Unit 35/36 Grange Parade,
Baldoyle Industrial Estate
Dublin 13,

Hpnanaus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/21/1619/020

13. TAPTUAEH HOMEP

[MapTuna

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA ASBYKA

‘ 17. YHUKAJIEH U AEHTUO®UKATOP — IBYU3MEPEH BAPKO/|

Henpunoxxumo.

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

Henpunoxxumo.
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JAHHU, KOUTO TPABBA JA CBABbP/KA IBPBUYHATA OITAKOBKA

Etuxer Ha Oyrniakara

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Curarnunria/Metdopmunos xuapoxaopun Mylan 50 mg/1 000 mg ¢unMupanu TabiaeTku

CUTarTUNTUH/MET(HOPMHUHOB XUIPOXIOPUA

2. OBSABSABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TabneTka cbbpika CUTArJIUITHHOB XUAPOXIJIOPH] MOHOXHIPAT, EKBUBaJIEHTEH Ha 50 Mg
cutarnuntud, 1 1 000 mg MeTpopMHUHOB XUAPOXIOPHI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

Ounmupany TabIETKH

90 pmimMupanu Ta0ICTKH
196 punmupanu TabIEeTKH

| 5.  HAUMH HA IPUJIOKEHUE U MMbT(MILA) HA BbBEXJIAHE

IIpean ynorpeba mpoueTere JUCTOBKATA.
IlepopasiHo npuIIOXKEHNE

6. CHELOUAJIHO HPEAYIIPEXIEHUE, YE JIEKAPCTBEHUAT INTPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IOIJIEJA U TOCET'A HA JIELTA

Jla ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 32 JCTA.

‘ 7. APYTU CIIENUAJIHU ITIPEAYITPEXJIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA U3STUYAHE HA CPOKA HA I'OJJHOCT

Tonen no:

9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE
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10. CHELHUAJIHU IPEANIA3ZHU MEPKHU TPU U3XBBHPISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHAABYHU MATEPHUAJIN OT
TAX, AKO CE UBUCKBAT TAKUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Ireland Limited
Unit 35/36 Grange Parade,
Baldoyle Industrial Estate
Dublin 13,

Hpnanaus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/21/1619/015
EU/1/21/1619/016

13. TAPTHUAEH HOMEP

[TapTupa:

| 14. HAUYMH HA OTIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

‘ 17.  YHUKAJIEH UAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JA CbABPKAT BJIIMCTEPUTE

Bbauncrep u nepdopupanu 6JIMCTEPH ¢ eTMHUYHH 103U

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Curarnunria/Metdopmuros xuapoxmopun Mylan 50 mg/1 000 mg tabnerkn

CUTarIMITHH/MET(HOPMHUHOB XUIPOXIOPH

2. NME HA ITPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

Mylan Ireland Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4. ITAPTUJEH HOMEP

Lot

|5.  JPYTO
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b. IUCTOBKA
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JIucToBKA: m{(l)opMamm 3a ManMeHTa

Curarauntun/Metdopmunos xuapoxiopua Mylan 50 mg/850 mg puimupanu TadieTkn
CUTarTUITHH/MET(HOPMHHOB XHIPOXIOPUL
(sitagliptin/metformin hydrochloride)

IIpoyeTeTe BHUMATEIHO IAJIATA JUCTOBKA, IPEIU /12 3alI0YHETE /1a PUEMAaTe TOBA JIeKaApPCTBO,

Thil KaTo THA ChbAbp:Ka BaxkHa 3a Bac undgopmaumus.

- 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJIOXKH [1a S POYETETE OTHOBO.

- AKO MMare HIKaKBH JIOITBJIHUTEIIHU BBIIPOCH, TIonuTaiiTe Bamus nekap, hapmaneBT uiu
MEAMIHMHCKA CECTPA.

- ToBa nekapcTBO € npeanucaHo Ju4Ho Ha Bac. He ro npeorcrenBaiite Ha Apyru xopa. To Moxe
Jla UM HaBPE/U, HE3aBUCHMO Ue TIPU3HAIUTE Ha TSXHOTO 3a00JIsIBaHE ca ChIMUTE Karto BammuTe.

- AKO MOJTyunTe HIKAKBU HEXKEJIaHU JICKAPCTBEHU PeaKIluu, yBeaoMete Baius nekap, GpapmaieBrt
WJIM MEAWIIMHCKA cecTpa. ToBa BKITIOUYBA M BCHYKH BH3MO)KHH HEXKETAHW PEAKIINH, HEOTUCAHH B
Ta3W JIUCTOBKA. BrokTe Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

1. Kaxkso npencrasnssa Curarnmuntua/MerdopMunoB xuapoxiaopua Mylan u 3a kakso ce
U3I0JI13Ba

2. Kakso TpsiOBa ma 3naere, mpeau Aa npuemere Cutarmuntud/MeTQOpMIHOB XHIPOXIOPHUT

Mylan

Kak na npuemate Cutarnuntun/MetdopmuHoB xuapoxiopua Mylan

BB3M0OKHN HEXEITaHN PEaKIUuH

Kak 1a cexpansiBare Cutarnuntian/Metdopmunos xuapoxiopun Mylan

ChabpkaHue Ha ONIAKOBKATa M JOMBIIHATEIHA HHPOPMALIUS

SIS S

1. Kakso npeacraBasiBa Cutarauntun/MerdopmunoB xuapoxjopua Mylan u 3a kakso ce
H3M0J13Ba

Curarnuntian/MethopmuHoB xuapoxiopu Mylan ceabpika ABe pa3andHU JIeKapcTBa, HAPEUCHH
CUTAarIUITAH U MET(HOPMUH.

° CUTArJIMIITHH NPUHAIJICKA KbM KJIac JieKapcTBa, HapeueHn DPP-4 unxuburopu (Iunentuun
nenTuaza-4 HHXuOUTOPH);
° MeT(hOPMUH MPUHAIJICIKH KbM KJIAC JIEKAPCTBA, HAPSUYCHH OUTBaHUIMHU.

Te meficTBaT €JHOBPEMEHHO, 3a Jla KOHTPOJIMPAT HUBOTO Ha KpbBHATA 3aXap P Bb3PACTHH MAIUCHTH
¢ ¢hopma Ha qrabeT, HapeUeH ,,3axapeH AuadeT Tum 2. ToBa JiekapCTBO MOBHILIABA HUBATA Ha
WHCYJIMH, TPOU3BEJICH CIIe/l XpaHEeHe, M HaMaJlsiBa KOJMYECTBOTO 3aXap, MPOU3BeIeHO oT Bamms
Opra’Hu3bM.

3aeIHO ¢ AMETa U YIPaXXKHEHNUs, TOBA JIEKAPCTBO MOJIIOMara HaMaJeHHeTo Ha Baimara kpbBHa 3axap.
ToBa JiekapcTBO MOXeE Jja C€ U3I0JI3Ba CAMOCTOSITEIIHO WIIM C OTIPENIENIEHH IPYTH JIeKapcTBa 3a AnadeT
(uHCYNHH, CyA()OHMITYpEHHH IPOU3BOIHN WM TIIUTA30HH).

KaxBo npeacrasisiBa 1uader Tunm 2?

Juaber THIl 2 € ChCTOSIHUE, TIPU KOETO BalusT opraHu3bM He POU3BEXK/IA TOCTATHYHO WHCYINH U
MIPOM3BEXKTAHMAT OT OpraHu3Ma By MHCYNHMH He JeiicTBa Taka 100pe, KakTo 6u TpsioBano. OcBeH ToBa
opranm3MbT Bu Moke Ja Mpon3Bexaa TBbpe MHOTO 3axap. [Ipu ToBa mooxeHue, 3axapra
(Tmoko3ata) ce HAaTpyIBa B KpbBTa. ToBa MOXKeE Jla MPUYMHN CEPUO3HU MEAMIIMHCKH TIPOOIEMU KaTo
ChPACYHO 3a001s1BaHe, ObOpEUHO 3a00/ABaHe, CICMOTa U aMITyTallusl.
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2. Kakpo TpsnoBa n1a 3Haete, npeau Aa npueMere Curarauntud/MeTdhopMIHOB XHIPOXJI0PHI
Mylan

He npuemaiite Curarmunrun/MetdopmunoB xuapoxiaopun Mylan

- aKo CT€ aJEePruuHU KbM CUTAIJIMIITHH WM METG)OPMHH, UM KbM HAKOS OT OCTAaHAJIUTE
CHCTaBKH Ha TOBA JIEKapCTBO (M30poeHH B TOUKa 6).

- aKo MMaTte CHJIHO HamalleHa ObOpedHa QpyHKIHS.

- aKo MMaTe HEKOHTPOJIMpaH AUadeT, HAIpUMep C TeKKa XUIEePIINKeMus (BUCOKa KpbBHA 3axap),
rajieHe, MoBpbhIIaHe, Anapus, Obp3a 3ary0a Ha Terjo, JaKTaTHa anuao3a (BIxKTe ,,Puck ot
JaKTaTHA aluI03a’ mo-A0Jy) Wik Keroauuaos3a. Keroanunosara e chCTosIHNE, TPH KOETO
BEIIECTBA, HApEUEHH ,,KETOHHHM Tella“, ce HaTPYINBaT B KPBbBTA M TOBa MOXKE Ja JOBEJIE 110
nuaberHa mpekoma. CHMIITOMHTE BKJITFOYBAT OOJIKH B CTOMaxa, YI€CTEHO U IBJIOOKO JHIIaHe,
CBHHJIMBOCT WJIM HEOOWYaeH IUI0I0B apoMar Ha abxa Bu.

- aKo UMaTe TeXKa MHPEKIHSI WK CTE AeXUIPATHPAHH.

- ako Bu npexncroun uscnenBaHe ¢ peHTTEHOBH JTb4H, KbJETO 1€ Bu HH)XEeKTHpaT KOHTPACTHO
BemecTBO. TpsiOBa na crpere aa npuemare Cutarmuntiaa/MethopMuHoB Xuapoxiopua Mylan
110 BpEMC Ha U3CIICABAHCTO C pCHTTCHOBHU JIBYU U 2 WM TTOBEYE JHHU CJIC] TOBA, KaKTO €
yKa3aHo oT Bamms nekap, B 3aBUCHMOCT OT TOBa Kak (hyHKImoHupat Bammre 0p0peny.

- aKO HaCKOPO CTe MOJIyYHIIU ChpAeueH HHPAPKT MM UMATe TEXKH LUPKYIaTOPHU IpoOIeMu
KaTo ,,lIIOK" WJIH MPOOJIEMH C TUIIIAHETO.

- aKo UMaTe YePHOIPOOHHU MPOOIEMH.

- aKo MHUETE aJIKOXOJ B TOJIEMH KOJIMYECTBa (BCEKH JICH WIIM CaMO OT BpeMe Ha BpeMe).

- aKo KbPMHUTE.

He npuemaiite Curarmunrua/MerhopmunoB xuapoxiaopua Mylan, ako Hemio ot mo-rope u30poeHuTe
ce oTHacs 3a Bac u roBopere ¢ Bamms niexap 3a Apyru HauMHM Ha JieueHne Ha Barmms nuaber. Ako He
CTe CUTYpHH, KOHCYNTHpaiiTe ce ¢ Bamms nekap, ¢papmaneBT Wiv MEAUIIMHCKA CecTpa Mpean Aa
NprUeMeTe TOBa JIEKApCTRBO.

IpenynpesxkaeHust ¥ Mpeana3sHu MEPKH
IMTpu manuenty, moay4asarnu Cutarmunrua/Merdopmutos xuapoxitopua Mylan, ca crobmiaBann
ClTy4ad Ha Bb3MaJieHHE Ha MTaHKpeaca (MTaHKpeaTuT) (BIKTe Touka 4).

AKO TIOITyYuTe MEXYPH T10 KOKaTa, TOBA MOXKE JIa € MPU3HAK Ha CbCTOSHUE, HApEUeHO OyII03eH
nem¢urons. Bammsar nekap Moxe n1a Bu moceBeTBa 1a crnipere npuema Ha
Curarmuntiun/MethopmuHoB xuapoxiopug Mylan.

Puck oT JakTaTHA aiua03a

Curarnmuntia/Metdopmunor xuapoxiaopua Mylan Moxxe a npHuuHE MHOTO Psijika, HO MHOTO
CcepHo3Ha HEe)KeJTaHa peakilvs, HapeueHa JIakTaTHa alu03a, 0co0eHo ako ObopenuTe Bu He
(GYHKIIMOHUPAT HPAaBUIHO. PUCKBT OT pa3BUTHE Ha JIAKTAaTHA allk03a CE YBEJIHYaBa U MPU
HEKOHTPOJIUPAH TUa0eT, TeXKH HHPEKITUH, TPOIBIDKATEITHO TJalyBaHEe UM TPUEM Ha aJTKOXOJ,
Jexuapartaiys (BIKTe ole nHGOPMALUs MO-101y), YePHOAPOOHU MPOOIEMH U BCIKAKBH ChCTOSIHUS,
TIPY KOWTO YacT OT TSIIOTO MMa HaMaJleHO CHaOIABaHe ¢ KUCIOPOA (KaTo OCTPO IMPOTHYAIIA TEKKA
0oJecT Ha CHPIIETO).

AKo HKOE OT U30POCHHUTE TO-TOpe ce OTHAcs 3a Bac, roBopete ¢ Baius iekap 3a TOMBIHUTCITHH
YKa3aHusl.

Cnperte npuema Ha Curarnmuntun/Metdopmunos xuapoxiaopua Mylan 3a kpaTrsk nepuon ot
BpeMe, aKo HMaTe 3a00JisIBaHe, KOETO MOsKe 1a 0bJle CBbP3aHO C IeXuapaTanus (3HaYuTeIHa
3ary0a Ha TeJIEeCHH TeUHOCTH) KaTO TEXKO IOBPBIIAHE, IUapUsl, TPECcKa, U3J1araHe Ha TOIUIMHA WIN
aKo IUeTe MO-MaJIKO TEYHOCTH OT HOpMaJIHOTO. I'oBopeTe ¢ Bamus jexap 3a JONbJIHUTEIHN
yKa3aHUA.
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Cupere npuema Ha Cutarauntun/Merdopmunos xuapoxaopug Mylan u nezaéasHo ce
CBBpIKeTe ¢ JeKap WM Haii-0/M3KkaTa 60JIHMIA, AKO MMATe HAKOU 0T CHMITOMUTE HA JIAKTATHA
anmMa03a, Thi KaTo TOBAa ChbCTOSIHUE MOKE J1a TOBEJE 0 KOMa.

CuMITTOMHTE Ha JTAaKTaTHA alli103a BKJIFOYBAT:

- MOBpPBIIAHE,

- Oosku B cToMaxa (KOpeMHH O0JIKHN);

- MYCKYJTHH CIIa3MU;

- 001110 ycelane 3a Hepas3moIoKEHHE, MPUIPYKEHO C TEXKKA yMOpa,

- 3aTpyAHEHO JIUIIAHE,

- MIOHIKEHA TEJIECHA TeMIIepaTypa U MmyJic.

JlakTaTHaTa anm03a € ChCTOSHUE, U3UCKBAIIO CIICIIHA MEJIUIIMHCKA TIOMOIII, M TpsiOBa Ja ce JIEKyBa B
OoJHHIIA.

I'oBopere ¢ Bamms nekap win gapmaneBt npenu na npuemere Cutarnmuntaua/MeThopMHUHOB

xuapoxiopua Mylan:

- aKo MMare WIN CTe UMaJH 3a00JsIBaHe Ha TTaHKpeaca (KaTo MaHKPeaTuT).

- AKO UMAare Wjin CTC UMaJIi KaMbHHU B XKXIIBbYHUA MCXYP, AJIKOXOJIHA 3aBUCUMOCT UJIM MHOT'O
BUCOKH HHBAa Ha TPUIIMLIEPUAY (BH] Ma3HWHH) B KpbBTa. Te3u 3a00J1sIBaHUS MOTaT Ja TIOBUIIIAT
BEPOSTHOCTTA JIa TIOJyYUTE MAHKPEATHT (BIDKTE TOUKa 4).

- ako umare auadet tun 1. [loHskora ce HaprYa MHCYJIMHO-3aBUCHM JHa0eT.

- AKO MMaTe WJIn CTC UMAJIN aJICpruida peakuusa KbM CUTArJIMITHH, MeT(I)OpMI/IH nIn
CUTArJIUITAH/METHOPMUHOB XUIPOXIIOPHU/ (BHKTE TOUKA 4).

- aKo TmpremMare CyJa(pOHIWTYPEHHO IPOU3BOJHO WM HHCYJINH, aHTHINA0CTHH JIEKapCTBa, 3a€IHO
ChbC CI/ITaFJ'II/IHTI/IH/MeT(bOpMI/IHOB XUOPOXJIOpHUI, TBU KaTO MOXKe Ja HaCThIIU ChCTOAHNEC HA
HUCKa KpbBHA 3aXap (XUIOTIUKeMHs). Bammusar nexkap Moxke jJ1a HamaiH 103aTa Ha
Cyn(hOHUITYPEHHOTO MPOU3BOTHO HIIH UHCYJIIHH.

Axo Bu ce Hanara a npeThpIiTe CeprUO3Ha Onepalys, TpsaOBa 3aIb/DKUTENHO Ja CIIpeTe IprueMa Ha
Curarnuntis/MethopmuHoB xuapoxiopu Mylan o Bpeme Ha 1 H3BECTHO BpeMe Clie
npouenypara. Bamusr nexap mie pemu kora TpsOBa Ja cripeTe u Kora Jja Bb30OHOBUTE JICYEHHETO ChC
Curarnuntun/MetdopmuHoB xuapoxiopun Mylan.

AKO He CTe CUTYpHH, JTaJId HEeIo OT N30POSHHTE MO-Tope ce oTHacs 3a Bac, monmTaiite Bamms iexap
i hapmareBT npeau aa npuemere Curariuntusa/Merdopmunos xuapoxiopun Mylan.

ITo Bpeme Ha nedeHuneTo cbe Cutarmunrua/Metrdopmunos xuapoxiaopun Mylan Bammmst nekap e
npoBepsiBa ObOpeuHara Bu ¢yHKuMs MOHE BEAHBXK TOAUIIHO WIH MI0-YECTO, aKO CTE B CTapUecKa
BB3PACT W/WIIM aKO UMate BIioleHa Ob0peuHa QyHKIusI.

Jlena u roHOIIHN

Jena u ronomu oz 18 roguam He TpsAOBa /1a M3MOI3BAT TOBA JIEKAPCTBO.

To He e e)eKTUBHO TPH Jiella U FOHOIIN Ha Bb3pacT Mexxay 10 u 17 roquan. He e nzBecTHo nanu ToBa
JIEKapCcTBO € 6e301acHO U e(heKTUBHO, KOTaTo ce M3I0J3Ba MPH Jeua Ha Bb3pact nox 10 roauHu.

Jpyru gekapcerBa u Curarsuntun/Merdopmuno xuapoxsopun Mylan

Axo TpsiOBa 1a Bu 0b1e moctaBeHa MHKEKIHSI C KOHTPACTHO CPEACTBO, ChIBPIKAIIO WO, B
KPbBOOOpAILlEeHNETO, HAIIPUMED B KOHTEKCTa Ha PEHTIeH WK CKEeHEp, TpAOBa Jja cipeTe MmpremMa Ha
Curarnuntiua/MeTtdopmMuHOB Xuapoxiaopua Mylan npenn win o BpeMe Ha HHKEKIMATA. Bammst
JieKap I pely Kora TpsioBa Aa CrpeTe U Kora 1a Bb300HOBHTE JIEYEHUETO ChC
Curarnuntan/MetdopmuHoB Xuapoxiopun Mylan.

Tps0Ba na kaxxere Ha Barmms nekap wim apMarieBt, ako premMare, HACKOpPO CTe MPUEMaTH HITH €
BB3MOXHO Jla [IpUeMaTe Ipyru JieKapcTBa. Moxe J1a ce HAI0XKU MO-4eCTO JIa CEe U3CIEe/IBA TIII0K03aTa B
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KpBBTa U (HYHKITMOHUPAHETO HA OBOpeInTe Wik BammsaT mekap Moke J1a KOpuUrupa ao3ara
Curarmunia/MethopMuHOB xuapoxiaopua Mylan. 3kirounTeIHo BayKHO € Ja CIIOMEHETE CIIEAHOTO:

o JekapcTBa (MPHUETH TPe3 ycTaTa, MPUIOKESHH Ype3 MHXAIAIMS WM KaTO WHKCKIIHS),
W3II0JI3BAHHM 32 JICUCHUC HA Bh3MAIUTEITHH 3200 IIBaHUSI KATO aCTMa U apTPUT
(KOPTHKOCTEPOHIN ).

o JICKapCTBa, KOUTO YBEIMUYABAT OTACISHETO Ha YPUHA (TUYPETHIIN).

. JICKapCTBa, U3I0JI3BaHN 3a JiedeHue Ha Ooiika u Bh3naienue (HCIIBC u COX-2 uaxuburopu
KaTo HOympodeH 1 meIeKoKcHo).

. HSKOHM JICKapCTBa 3a JICUCHNE Ha BUCOKO KpbBHO HajsTrane (ACE uHXuOuTOpH M aHTnoTeH3uH ||

peLenTOPHN aHTarOHUCTH).

cnennUYHY JISKapCcTBa 3a JIeYeHne Ha OpoHxuanHa actMa ([3-cHMIaTHKOMHMETHLIN).

HoaupaHu KOHTPACTHH BEIIECTBA WIIU JIEKAPCTBA, ChBPIKAIIN aJTKOXOJI.

oTIpeJiesIeHH JIeKapCcTBa, M3MOJI3BaHU 32 JICUCHHE Ha CTOMAIIHH MPOOIeMH KaTo IMMETHAHH.

paHoJIa3nH, JeKapCcTBO, U3MOI3BAHO 32 JICUEHHE Ha CTCHOKAP/IHSL.

JIOJTyTeTpaBUp, JCKapCTBO, U3IOJI3BAHO 3a JiedeHne Ha XVB nnexmus.

BaH/ICTaHUO, JIEKapCTBO, U3IOI3BAHO 3a JICUCHHE Ha crielu(pHYUeH BU]] paK Ha IIUTOBUIHATA

JkKe3a (MeaynapeH KapluHOM Ha IIUTOBHIHATA XKI1e3a).

o JIMTOKCHH (3 JIeUeHHE Ha HeMPaBUICH ChP/ICUCH PUTHM U IPYTH Chp/ICUHU Ipoliiemu). Moxe
Jla ce HAJIOXKH J1a e MMPOBEPH HUBOTO HA TUTOKCHH B KPBBTa BH, ako ro nmpuemare
enHOBpeMeHHO cbc Cutarmuntun/MetdopmuHoB Xuapoxiopua Mylan.

Cutarauntun/Merdopmunos xuapoxiaopua Mylan ¢ aaxoxoa

N36srBaiiTe npekoMepHaTa ynoTpeda Ha anKkoxXoJl 110 BpeMe Ha preMa Ha
Curarnuntia/MetdhopmuHOB Xuapoxiaopua Mylan, Twit kaTto ToBa MOXKe J1a yBEIMYH PUCKA OT
JaKTaTHa alu/03a (BUKTe TOUKa ,, [ IpeynpeKaeHUs U peIna3Hi MepKu‘).

BpemeHHOCT 1 KbpMeHe

Axo cTe OpeMeHHa WM KbPMUTE, CMATATe, Y€ MOXKE Jla CTe OpeMeHHa WX ITaHupare OpeMEHHOCT,
nochBeTBaiiTe ce ¢ Bamms nexap wim apmaneBt npeau ynorpedara Ha ToBa JiekapcTBo. He TpsoBa
Jla mpueMaTe TOBa JIEKapCTBO MO BpeMe Ha OpemeHHocT. He mpuemaiite ToBa 1€KapcTBO, aKo KbPMHUTE.
Buxre Touka 2 ,,He npuemaiite Cutarnuntius/MetdopmunoB xuapoxiopua Mylan®.

Ilodupane u padoTa ¢ MAIIUHU

ToBa jiekapcTBO HE MOBJIMABA WK MOBJIUABA IPEHEOPEIKUMO CIIOCOOHOCTTA 3a modUpaHe U padora ¢
MallluHU. Bbpeku ToBa ca chOOIIaBaHU CIyYan Ha 3aMaiBaHe M CHHIMBOCT ChC CUTATIIUIITHH, KOSTO
MOe Jia MOBIHUsie crocoOHOCTTa BH 32 miodupane wiu padboTa ¢ MaIiuHU.

[IpuembT Ha TOBa JIEKapCTBO B KOMOMHALIMS € JIEKapCTBA, HAPEUEHU CyI(HOHMITYPEHHN IPOU3BOAHH,
WIN C UHCYJIMH, MOKE JIa MPUYMHU XUTIOTJIMKEMHUSI, KOATO MOXe Ja rmosnusie Bamrata ciocoOHOCT na
nropupare Win paboTHTE ¢ MALIMHK, WIH Ja paboTuTte 6e3 o0e30maceHa onopa 3a Kpakara.

Curarauntun/Metdopmunos xuapoxjopua Mylan ceabp:ka naTpuii
ToBa JIeKapCcTBO ChIbprKa MO-Manko ot 1 mmol matpuii (23 mg) Ha TabiieTka, T.€. MOXKE J1a Ce Kaxe,
Yye IPAKTUYECKU HE ChIIbPKa HATPUil.

3. Kak na npuemare Curarimmntun/Merdopmunos xuapoxiaopux Mylan

Bunaru npuemaiite ToBa IeKapcTBO TOYHO KakTo Bu e ka3zan Bamust nekap. Ako He CT€ CUTYPHH B
HEIIIo, MmonuTaire Barms jgekap win GhapMarieBT.

. IIpuematite eqHa TabieTKa:
o JIBa ITbTH JHEBHO TIPE3 yCTAaTa,
o C XpaHa, 3a Jia HAMaJIUTEe PICKA OT CTOMAITHO HEPA3IOJIOKEHHE.

50



L Bammsar JICKap MOKC [a MOBUIIX J03aTa BI/I, 3a J1a KOHTpOJIMpa KpbBHATa Bu 3axap.

o Axko nmate HamasieHa ObOpeuHa (yHkuus, Bammust nekap moxe na Bu npeanuiie mo-aucka
J03a.

TpsiOBa 1a MPOABIDKKUTE AUETATA, IPEIOphYaHa OT Barius jgekap 1Mo BpeMe Ha JICUCHHE C TOBa
JIEKapCcTBO, U Ja CIAeIUTe MpHeMa Ha BBIIIEXUAPATH J]a € PABHOMEPHO pasIpe/ieiieH mpe3 IeHs.

ToBa JeKapCcTBO CAaMOCTOSATEIIHO € MAJIKO BEPOSTHO J1a MPUYMHHU HEOOWYaiiHO HUCKY HUBA Ha
KpbBHaTa 3axap (xumormukemus). KoraTo ToBa j1ekapcTBO ce M3IMOI3Ba ChC CYI()OHMITYpEeHHI
MIPOV3BOJIHH WITH ¢ MHCYJIMH, MOKE J]a HACTBIIST HUCKH HUBA Ha KpbhBHATA 3axap v Bamms sekap
MOJK€E JIa HaMaJlu JIo3aTta Ha CyJI(OHWITYPEHHOTO MPOU3BOIHO HITU HHCYJIVH.

AKO cTe mpueJu MoBeye oT HeodxoauMaTa n103a Cutarauntun/MeTgopMHUHOB XHAPOXJIOPHT
Mylan

Axo cTe mpueny noBeue oT MpeANucaHara 03a OT TOBa JEKapcTBO, He3a0aBHO yBeroMmeTe Bamus
nekap. Otuzere B O0JHHUIA, aKO ITOJIyYUTE CUMIITOMH HA JIAKTaTHA alliA03a KaTo yCeLIaHe 3a CTy
W JTUCKOM(OPT, TEIKKO TaJieHe WIH MOBpBIIaHe, 00JIka B CTOMaxa, HeoO0siCHIMA 3ary0a Ha TerJo,
MYCKYJIHU KpaMITH WJIM YYECTEHO JUIIaHe (BHXKTE TOUKa ,,[IpeaynpexxaeHus 1 mpeamna3sHa MEpKu‘).

AKko cTe npomycHaiu 1a npuemere Cutaraunrun/Merdopmunos xuapoxiaopua Mylan

AKoO cTe IIpOIlyCHAJIM 1033, B3EMETE 51 BElHAra IOM ce CETUTE. AKO HE Ce CETHTE IIpeu Jia Joiae
BpeMe 3a cle/Baliara 103a, IpoIycHeTe 3a0paBeHaTa 103a U ce BbpHETe KbM PEIOBHATA CXeMa Ha
npueM. He B3eMalitTe ABOMHA 1032 OT TOBA JIEKAPCTBO.

Axo cte cipesin npuemMa Ha Cutarauntud/MerdopmunoB xuapoxiopua Mylan
[IponwirkaBaiiTe Ja pueMarTe TOBa JIEKaApCTBO TOJIKOBA IBJT0, KOJIKOTO Bu e mpennucan Bammsar
JieKap, 3a ja MOXe Jja IPOABJDKHUTE 12 KOHTPOJIUpaTe CBOsATa KpbBHA 3axap. He Tpsa6Ba na criupate
IpHeMa Ha TOBa JISKapcTBO, 0€3 J1a ce KOHCYATHpaTe IbpBO ¢ Bamms nekap. Ako cripere mpueMa Ha
Curarnuntin/MetdopmiHoB xuapoxiopun Mylan, Bamara kppBHa 3axap MOKe J1a ¢€ MOBHIIH
OTHOBO.

AKO UMaTe HSKaKBH JIOITBJIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKApCTBO, TIOMHUTANTE
Bammus nekap nim ¢papmanesT.

4. Bb3MOXKHHE HeKeJIaHU peakuun

KaxkTo Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a MPEAMN3BHUKA HEXKCIaHNU p€aKIIUH, BBIIPEKU Y€ HE
BCCKM T'l IIOJTy4aBa.

IMPEKPATETE npuema na Cutarnuntua/MerdopmutaoB xuapoxiaopua Mylan u nezabasHo ce

CBBprKeTe ¢ Bammist iekap, ako 3a0esie)kuTe HAKOU OT CIIEHUTE CEPUO3HH HEXEIIAaHH PEeaKIIuu:

. CHUJIHA U TIOCTOsIHHA 00JIKa B KopeMa (00J1acTTa Ha CTOMaxa), KOsITO MOXKE Jia CTHra Jio rbpoa,
cbc Wi 0e3 TafieHe W MOBPBIIAHe, Thil KaTO TOBAa MOJXKE []a ca MPU3HALIM Ha Bb3IMaJeH MaHKpeac
(mankpearur).

Curarnmuntia/Metdopmunos xuapoxiaopun Mylan moxe na moBese 10 MHOTO psijika (Moxe 1a
3acerHe 10 1 Ha 10 000 mymim), HO MHOTO CeprO3HA HEXelaHa PeaKIus, HapeueHa JaKTaTHa aluma03a
(BmxTe TOUKA ,,[[peaynpekaeHus 1 Ipeana3Hu MEpKH ‘). AKO TOBa C€ CIIy4H, TPSAOBa 3aIbIKHTEITHO
na cnpere npuema Ha Cutarauntun/Metdopmunos xuapoxaopua Mylan u HezadaBHo 1a ce
CBBPIKeTe ¢ JIeKap WIN Hal-01M3KaTa 00JHIIA, ThI KaTo JIAKTaTHATA ali03a MOXKeE J1a JIOBEC 110
KoMa.

Axo MOJIYYUTC CCPUO3HA aJICPruiHa pCakiua (C HCHU3BCCTHaA I-ICCTOTS,), BKIIIOYUTCIIHO O6pI/IB,
YpTUuKapusa, MEXypHu 1o KO)KaTa/6eJ'IeH_Ia CC KOXa U MoAYyBaHC Ha JIULICTO, YCTHUTC, €3UKa U I'bpPJIOTO,

KOC€TO MOXE Jia IPCAU3BUKA 3aTPYAHCHUEC B JUINAHETO WX I'BJITAHETO, IIPEKPATETE IIPpUEMA HAa TOBA
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JIEKapCTBO M BeJlHAra ce cebpxere ¢ Bamus nexap. Bamust nekap moxe na Bu npeanuiiie iekapcTBo
3a JIeYeHNe Ha alepruyHaTa peakius 1 APYyro JeKapcTBo 3a Bammms nuaber.

Hsxou marueHTH, KOUTO IpUeMar MEeT(OPMUH, MOTYYaBaT CICIHUTE HEXKEITAHN PEaKIIUU TIPU
100aBsHE Ha CUTATNIUIITHH:

YecTn (Moxke ma 3acersat a0 1 Ha 10 gymmm): HUCKa KpBBHA 3aXap, TaJieHe, Ta30Be, MOBPHIIAHEe
Heuectu (Moxe na 3acernat no 1 Ha 100 qymm): Gosika B cTOMaxa, JUapus, 3arek, CbHIUBOCT

Hsxou mamuenTun IojrydaBaT auapusi, ra€He, ra3oBe, 3aIickK, 0oJIKa B cTOMaxa WjId IOBPBLIAHE,
KOraTo 3arno4HaTt Aa rnpuemar KOM6I/IH3HI/I$1T3 CUTAIJIMIITUH U MeT(pOpMI/IH (‘leCTOTaTa € ,,‘leCTI/I”).

Hsaxown nanmenTy moxydaBar cieTHUTe HeXXellaH! PEakIiy, JOKaTo IprueMaT TOBa JIEKapCTBO ChC
cyn(OHIWTYPEHHO IPOU3BOIHO KATO TIMMETTHPHI

Mmuoro uectu (Moe Ja 3acerrar noseye ot 1 Ha 10 qymin): HUCKU HHMBA HA KPhBHATA 3aXap
UYecTu: 3amek

Hsikou manyeHTH nosy4aBar ClIeJHUTE HeKEJIaHW Peaklyy, JOKAaTO MpHeMaT TOBa JIEKapCTBO B
KOMOMHANUS C MUOIIUTA30H:
Yectu: nmogyBaHe Ha pbLETE WIN KpaKaTa

Hsxou nmanueHTH nosry4aBatT CJICJHUTE HEKEIIAHU PEaKLUU, JOKATO PUEMAT TOBA JIEKApCTBO B
KOMOWMHAIINS C HHCYJIHH:

MHoro yecTr: HUCKM HMBA Ha KpbBHATA 3aXap

Heuectu: cyxoTa B ycTara, riiaBo0oJme

Hsikon manmeHTH nojyvaBat cleIHUTE HeXeJlaHW PEAKLUH 110 BpeMe Ha KJIMHUYHU NIPOYYBaHMS,
JIOKATO MPUEMAT CUTATJIHMIITHH CAMOCTOSITENIHO (€1HO OT JekapcTBara B Cutarnuntud/MeTtdopMuHOB
xuapoxsopua Mylan) iy npu u3mnos3BaHe B IepHo/Ia Ciiell pa3peliaBate 3a ynorpeda Ha
Curarnuntisa/MethopMuHOB xuapoxIopua Mylan wim cuTariaunTuH caMOCTOSTENHO, UITH C IPYTH
aHTUINA0CTHH JIEKapCTBA!

YecTr: HUCKM HUBA Ha KpPbBHATA 3axap, IN1aBoOoJHe, HHQEKIUI Ha TOPHHUTE TUXATSITHH MBTUINA,
3aIlyllIeH WIX TeYall] HOC U Bb3MAJIEHO I'bPJI0, OCTEOapTPHT, OOJIKA B PBLETE WIM KpaKara

Heuectu: 3amaiiBane, 3arek, cbpoex

Penxu: nHamanen 6poit TpoMOOIITH

C HeusBecTHa yecToTa: MpodiemMu ¢ ObOpennTe (MOHIKOra HaJlaraliy AMain3a), MOBPbLIaHe, CTaBHA
Oonka, MycKyItHa O0Jka, OoJKa B Tbp0a, HHTEpCcTUIaHA OenoapoOHa Ooect, Oyno3eH meMburon
(BuA MeXypH IO KOXata)

Hsikon manueHTH noyvaBaT clIeIHUTE HeXeJIaHH PEaKLH, JOKaTO NprueMaT METQOpPMUH
CaMOCTOSITEITHO:

MHoro gecTu: TajieHe, MOBpbhIane, Tuapus, 00JKa B cToMaxa 1 3ary0a Ha arnetut. Te3u CUMIITOMU
MOJKE J]a ce MOSBST NIPU 3all04YBaHe Ha pueMa Ha MeTGPOPMUH U OOMKHOBEHO OTIIYMSBAT

YecTu: MeTaJIeH BKyC, HAMAJIGHU WM HUCKH HUBA HA BUTaMUH B12 B KpbBTa (CUMITOMUTE MOTaT Ja
BKJTFOYBAT MpeKaJieHa yMopa (OTIagHAIHOCT), Bh3MAICH U 3a4epBeH €3UK (TJIOCHUT), OOIKaHe
(mapecte3usi) win O1ea WK XKBJITA KOXka). Bamuar iekap Moxe Jja Ha3HAUU HAKOHM W3CIIEIBAHMUS, 3a
Jla ce OTKpHe MpUYUHaTa 3a Bammre cuMOToMH, THI KaTo HAKOM OT TSIX MOXKE CHLIO J1a ca IPUYUHEHN
OT AMadeT WM JPYTd HECBbP3aHH 3/[PaBOCIOBHU MPOOIEMH.

MHoro peaku: Xxenatut (mpoosieM ¢ YepHHs Jpod), KOTPUBHA TPECKa, 3auepBsiBaHe Ha Koxkarta (0OpuB)
WA ChPOEK

Cpo0maBaHe HA HesKeJIAHU PeaKIIun

AKO TIOITyYnTe HSIKaKBU HEXKEJIaHU JICKAPCTBCHU PEAKIINH, yBeoMeTe Bamms iekap, papmaiieBT win
MEIMIIMHCKA cecTpa. ToBa BKIIFOUBA BCHUKH Bh3MOXHH HEOTMCAHU B Ta3U JIMCTOBKA HEXKCIaHH
peakiui. MosxeTe ChIIO Aa ChOOIIUTE HEXKEIaH! PeaKIUU JUPSKTHO Ype3 HAI[HOHAIHATA CHCTEMA 3a
choOImaBane, mocoucHa B [punokenue V. Kato cho0IaBare He)KEIaHU PEaKIMU, MOXKETE Ja JaIeTe
CBOS MPUHOC 3a TIOJy4YaBaHe Ha MoBeYe MH(OPMAIUs OTHOCHO 0€30TaCHOCTTa Ha TOBA JICKAPCTBO.
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5. Kak na cexpansBare Cutariuntun/Merdopmunos xuapoxaopua Mylan
[a ce cpxpansaBa Ha MSICTO, HEJOCTBITHO 32 JIela.

He uznon3BaiiTe TOBa IE€KapCcTBO CieNl CpOKa Ha TOMHOCT, OTOEISI3aH BhPXY ONHCTepa M KapTOHEHaTa
omakoBka cien ,,EXP“ u ,,[onen 10:“. CpokbT Ha TOAHOCT OTIOBaps Ha MOCICIHUS JIEH OT IIOCOYCHHUS
Mecell.

To3u JICKaApPCTBCH MPOAYKT HC M3MCKBA CIICTIUAIHN YCIIOBUA HAa ChbXPaHCHUC.

He u3xBbpiisiiiTe nekapcTBaTa B KAHAIM3ALUATA WIN B KOHTEHHEPA 3a IOMAIIHU OTIAAbIIH.
[Momuraiite Bammst hapManeBT Kak Ja U3XBBPISTE JIEKapCTBaTa, KOUTO Beue He u3monspare. Te3n
MEpKH 1€ CIIOMOTHAT 32 OIla3BaHe Ha OKOJIHATa cpera.

6. Cbm)pmalme Ha OIMMAaKOBKAaTa U JOIIbJHUTEIHA I/IH(l)OpMaIIHH

Kakso cbabp:xka Curarsmuntus/Merdopmunos xuapoxsopua Mylan

- AKTUBHHTE BEI[ECTBA Ca CUTATIIUNTHH U MET(HOPMHUH.

- Bceska 50 mg/850 mg punmupana tabmeTka (TabieTka) ChIbpika CHTATITHUIITHHOB
XUAPOXJIOPHU] MOHOXHUAPAT, ekBuBaJieHTeH Ha 50 mg curtariuntud, u §50 mg
MET(HOPMUHOB XHIAPOXJIOPHUI.

- Jpyrure chCTaBKH ca: MUKPOKPUCTAIHA IeTyJI03a, KOJIOHUICH OE3BOICH CUIIMIIMEB TUOKCH],
KpOCKapMernno3a HaTpHil, HaTpueB Jaypuicyinat, HOBUAOH, HATPUEB cTeapuiidymapar,
MOJIMBUHUIIOB AJIKOXOJI, MAKPOTOJI, TAJIK, TUTaHOB Anokcua (E171), uepBeH xene3eH okcup
(E172) n xbar xene3en okcua (E172). Bmxre Touka 2 ,,Curarnuntud/MeTdopMrUHOB
xuapoxyopua Mylan cbabprka HaTpHiA™,

Kak m3miexna Curarinntun/MerdopmunoB xuapoxiaopua Mylan u kakBo cbabpxka
OIaKOBKAaTAa

50 mg/850 mg tabietkara e po3oBa TabieTka ¢ hopma Ha KarcyJia, IBOHHOM3IIbKHAA, ChC CKOCCHH
pBpOOBe, ¢ BAIbOHATO penedHo o3HaueHue “M” oT eqHara cTpaHa Ha TabneTkara u “SMS5” ot npyrata
CTpaHa.

Curarnmuntua/MetdopmuHoB xuapoxiopua Mylan ce npeniara B:

- OIIaKOBKH ¢ OyincTepu, chabpxainiy 14, 56, 98 unu 196 puiMupanu tadaeTk,

- TpyInoBa OMaKoBKa, chabprkamia 196 (2 onakoBku no 98) dunmupanu Tabnerku,

- OIaKOBKU C OJIUCTEPU C SAMHUYHH J103H, chabprkamu 14 X 1, 56 X 1 unu 60 X 1 punmupanu
TaOJIETKH,

- OITaKOBKH ¢ OyTHIIKa, Chabpxkany 90 unu 196 punMupanu TabIeTKH.

He Bcuukn BHIOBC OINIAKOBKK MOrI'aT Ja 6T>,I[aT ITyCHATH Ha I1a3apa.

IIpuTexkaTesn Ha pa3penieHHeTO 32 ynorpeda
Mylan Ireland Limited

Unit 35/36 Grange Parade,

Baldoyle Industrial Estate

Dublin 13,

Hpnanaus

IIpousBoauTen
McDermott Laboratories Limited t/a Gerard Laboratories t/a Mylan Dublin, 35/36 Baldoyle Industrial
Estate, Grange Road, Dublin 13, Upnanaus

Medis International as, Prumyslova 961/16, Bolatice, 747 23, Uemka perry0nuka
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Mylan Hungary Kft, Mylan utca 1, 2900 Komarom, Yurapus

Mylan Germany GmbH Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstrasse 1
Bad Homburg v. d. Hoehe Hessen, 61352, I'epmanus

3a momreTHATETHA WHGOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
NpeACTaBUTEN HA IPUTEKATENS Ha pa3pelIeHUETO 3a ynorpeoda:

Belgié/Belgique/Belgien Lietuva*

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288
Boarapust Luxembourg/Luxemburg
Maiinan EOO/] Viatris

Ten.: +359 2 44 55 400 Tél/Tel: + 32 (0)2 658 61 00

(Belgique/Belgien)

Ceska republika Magyarorszag

Viatris CZ s.r.o. Viatris Healthcare Kft
Tel: + 420 222 004 400 Tel.: + 36 1 465 2100
Danmark* Malta

Viatris ApS V.J. Salomone Pharma Ltd
TIf: +45 28 11 69 32 Tel: + 35621 22 01 74
Deutschland Nederland

Viatris Healthcare GmbH Mylan BV

Tel: +49 800 0700 800 Tel: +31 (0)20 426 3300
Eesti* Norge*

Viatris OU Viatris AS

Tel: + 372 6363 052 TIf: + 47 66 75 33 00
EAAGda Osterreich

Viatris Hellas Ltd Viatris Austria GmbH
TnA: +30 2100 100 002 Tel: +43 1 86390
Espaiia Polska

Viatris Pharmaceuticals, S.L. Viatris Healthcare Sp. z o.0.
Tel: + 34900 102 712 Tel.: + 48 22 546 64 00
France* Portugal

Viatris Santé Mylan, Lda.

Tél: +334 37 257500 Tel: + 35121 412 72 56
Hrvatska Roménia

Mylan Hrvatska d.o.o. BGP Products SRL

Tel: +385 1 23 50 599 Tel: +40 372 579 000
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Ireland Slovenija

Viatris Limited Mylan Healthcare d.o.o.

Tel: +353 1 8711600 Tel: + 386 1 23 63 180
island* Slovenska republika
Icepharma hf. Viatris Slovakia s.r.o.

Simi: +354 540 8000 Tel: +421 2 32 199 100

Italia Suomi/Finland*

Viatris Italia S.r.l. Viatris OY

Tel: + 39 (0)2 612 46921 Puh/Tel: +358 20 720 9555
Kvbzpog Sverige*

GPA Pharmaceuticals Ltd Viatris AB

TnA: +357 22863100 Tel: +46 (0)8 630 19 00
Latvija* United Kingdom (Northern Ireland)
Viatris SIA Mylan IRE Healthcare Limited
Tel: +371 676 055 80 Tel: +353 18711600

IlaTa Ha MOCJICIHO Mpepasrjic;kaaHe Ha JJUCTOBKaTa

IMToxpo6Ha nHdOpMaIKs 3a TOBa JEKApCTBO € MPe0CTaBeHa Ha yeOcaiita Ha EBporieiickara areHIms
o Jiekapctsara: http://www.ema.europa.eu.
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JIucToBKA: m{(l)opMamm 3a manueHTa

Curarauntun/Merdopmunos xuapoxiaopua Mylan 50 mg/1 000 mg ¢pumMupanmn TadieTKu
CUTarTUITHH/MET(HOPMHHOB XUIPOXIOPUL
(sitagliptin/metformin hydrochloride)

IIpoyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, IPEAU /12 3all0YHETeE /12 IPUeMaTe TOBA JIEKaApPCTBO,

Thil KaTo THA chbAbp:Ka BaxkHa 3a Bac undgopmaums.

- 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJIOXKH [1a S POYETETE OTHOBO.

- AKO MMare HIKaKBH JIOITBJIHUTEIIHU BBIIPOCH, TIonuTaiiTe Bamus nekap, GapmaneBT wiu
MEAMLMHCKA CECTPa.

- ToBa nekapcTBO € npeanucaHo Ju4Ho Ha Bac. He ro npeorcrenBaiite Ha Apyru xopa. To Moxe
Jla UM HaBPEY, HE3aBUCHMO Ue MPU3HAIUTE Ha TSIXHOTO 3a00JsBaHE ca ChIUTE KaTo Barmure.

- AKO MOJTyunTe HIKAKBU HEXKEJIAaHU JICKAPCTBCHU peaKiluu, yBeaoMete Baius ekap, hapmarest
WM MEIUIIMHCKA cecTpa. ToBa BKITIOYBA M BCHUKH BH3MOKHH HEXXEJTAHH PEaKI[NH, HEOITNCAHH B
Ta3W JIUCTOBKA. BrokTe Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

1. Kaxkso npencrasnssa Curarnmuntua/MerdopMunoB xuapoxiaopua Mylan u 3a kakso ce
U3I0JI13Ba

2. Kakso TpsiOBa ma 3naere, mpenu Aa npuemere Cutarmuntua/MeTQOpMIHOB XHIPOXIOPHUT

Mylan

Kak na npuemate Cutarnuntun/MetdopmuHoB xuapoxiopua Mylan

BB3M0OKHN HEXEITaHN PEaKIUuH

Kak 1a cexpansiBare Cutarnuntian/Metdopmunos xuapoxiopun Mylan

ChabpkaHue Ha ONIAKOBKATa W JOMBIIHUTEIHA HHPOPMALIUS

SIS S

1. Kakso npeacraBasiBa Cutarauntun/MerdopmunoB xuapoxjopua Mylan u 3a kakso ce
H3M0J13Ba

Curarnuntias/MethopmuHoB xuapoxiopu Mylan ceabpika ABe pa3invHu JIeKapcTBa, HApEUCHH
CUTAarIUITAH U MET(HOPMUH.

° CUTArJIMIITUH PUHAIJICKNA KbM KJIac JieKapcTBa, HapeueHn DPP-4 unxuburopu (Iunentuun
nenTuaza-4 HHXuOUTOPH);
° MeT(hOPMUH MPUHAIJICIKH KbM KJIAC JIGKAPCTBA, HAPSUYCHH OUTBaHUIMHU.

Te meficTBaT €JHOBPEMEHHO, 3a JIa KOHTPOJIMPAT HUBOTO Ha KphBHATA 3aXap MPH Bb3PaCTHU MAI[UCHTH
¢ ¢hopma Ha auabeT, HapeUeH ,,3axapeH auabeT tun 2. ToBa JiekapCTBO MOBHIIIABA HUBATA HA
WHCYJIMH, TPOU3BEJICH CIIe]l XpaHEeHe, U HaMaJlsiBa KOJMYEeCTBOTO 3aXap, MPOU3BeIeHO oT Bamms
Opra’Hu3bM.

3aeIHO ¢ AMETa U YIPaXXKHEHNUs, TOBA JIEKAPCTBO MOJIIOMara HaMaJeHHeTo Ha Baimara kpbBHa 3axap.
ToBa JiekapcTBO MOXeE Ja C€ U3I0JI3Ba CAMOCTOSITEIIHO MIIM C OTIPENENIEHH JPYTH JIeKapcTBa 3a AnadeT
(uHCYNHH, CyA()OHMITYpEHHH IPOU3BOIHN WM TIIUTA30HH).

KaxBo npeacrasasia 1uader Tun 2?

Juaber THIl 2 € ChCTOSIHUE, TIPU KOETO BalusT opraHu3bM He POU3BEXK/IA TOCTATHYHO WHCYINH U
MIPOM3BEXKTAHMAT OT OpraHu3Ma By MHCYNHMH He JeiicTBa Taka 100pe, KakTo 6u TpsioBano. OcBeH ToBa
opranm3MbT Bu Moke Ja Mpon3Bexaa TBbpe MHOTO 3axap. [Ipu ToBa mooxeHue, 3axapra
(Tmoko3ata) ce HAaTpyIBa B KpbBTa. ToBa MOXKeE Jla MPUYMHN CEPUO3HU MEAMIIMHCKH TIPOOIEMU KaTo
ChPACYHO 3a001s1BaHe, ObOpEUHO 3a00/ABaHe, CICMOTa U aMITyTallusl.
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2. Kakpo TpsnoBa n1a 3Haete, npeau Aa npueMere Curarauntud/MeTdhopMIHOB XHIPOXJI0PHI
Mylan

He npuemaiite Curarmunrun/MetdopmunoB xuapoxiaopun Mylan

- aKo CT€ aJEePruuHU KbM CUTAIJIMIITHH WM METG)OPMHH, UM KbM HAKOS OT OCTAaHAJIUTE
CHCTaBKH Ha TOBA JIEKapCTBO (M30poeHH B TOUKa 6).

- aKo MMaTe CHJIHO HamalleHa ObOpedHa QpyHKIHS.

- aKo MMaTe HEKOHTPOJIMpaH AUadeT, HAIpUMeEp C TeKKa XUIIEPIIMKeMHUs (BUCOKa KpbBHA 3axap),
rajieHe, MoBpbhIIaHe, Anapus, Obp3a 3ary0a Ha Terjo, JaKTaTHa anuao3a (BIxKTe ,,Puck ot
JaKTaTHA aluI03a’ mo-A0Jy) Wik Keroauuaosa. Keroanunosara e chCTosIHUE, TPH KOETO
BEIIECTBA, HApEUEHH ,,KETOHHHM Tella“, ce HaTPYINBaT B KPBbBTA M TOBa MOXKE Ja JOBEJIE 110
nuaberHa mpekoma. CHMIITOMHTE BKJITFOYBAT OOJIKH B CTOMaxa, YI€CTEHO U IBJIOOKO JHIIaHe,
CBHHJIMBOCT WJIM HEOOWYaeH IUI0I0B apoMar Ha abxa Bu.

- aKo UMaTe TeXKa MHPEKIHSI WK CTE AeXUIPATHPAHH.

- ako Bu npexncroun uscnenBaHe ¢ peHTTEHOBH JTb4H, KbJETO 1€ Bu HH)XEeKTHpaT KOHTPACTHO
BemecTBO. TpsiOBa na crpere aa npuemare Cutarmuntiaa/MethopMuHoB Xuapoxiopua Mylan
110 BpEMC Ha U3CIICABAHCTO C pCHTTCHOBHU JIBYU U 2 WM TTOBEYE JHH CJICT TOBA, KaKTO €
yKa3aHo oT Bamms nekap, B 3aBUCHMOCT OT TOBa Kak (hyHKImoHupat Bammre 0p0peny.

- aKO HaCKOPO CTe MOJIyYHIIU ChpAeueH HHPAPKT MM UMATe TEXKH LUPKYIaTOPHU IpoOIeMu
KaTo ,,lII0K" WJIM MPOOJIEMH C TUIIIAHETO.

- aKo UMaTe YePHOIPOOHHU MPOOIEMH.

- aKo MHUETE aJIKOXOJ B TOJIEMH KOJIMYECTBa (BCEKH JICH WIIM CaMO OT BpeMe Ha BpeMe).

- aKo KbPMHUTE.

He npuemaiite Curarmunrua/MerhopmunoB xuapoxiaopua Mylan, ako Hemio ot mo-rope u30poeHuTe
ce oTHacs 3a Bac u roBopere ¢ Bamms siekap 3a Apyru HaUMHM Ha JieueHHe Ha Bamms muaber. Ako He
CTe CUTYpHH, KOHCYNTHpaiiTe ce ¢ Bamms nekap, ¢papmaieBT uix MeJIUIIUHCKA cecTpa peIn J1a
IpHEMeTe TOBA JIEKapCTBO.

IpenynpesxkaeHust ¥ Mpeana3sHu MEPKH
IMTpu manuenty, moay4asarnu Cutarmunrua/Merdopmutos xuapoxitopua Mylan, ca crobmiaBann
Cly4ad Ha Bb3MaJIeHHE Ha MaHKpeaca (TTaHKpeaTwT) (BIXKTe TouKa 4).

AKO TIOITyYuTe MEXYPH T10 KOKaTa, TOBA MOXKE JIa € MPU3HAK Ha CbCTOSHUE, HApEUeHO OyII03eH
nem¢urons. Bammsar nekap Moxe n1a Bu moceBeTBa 1a crnipere npuema Ha
Curarmuntiana/MethopmuHoB xuapoxiaopug Mylan.

Puck oT JakTaTHA aliua03a

Curarnmuntia/MeTdopMUHOB XUAPOXJIOopH] Mylan Moke 1a MPHYUHA MHOTO PsiIKa, HO MHOTO
CcepHo3Ha HEe)KeJTaHa peakilvs, HapeueHa JIakTaTHa alu03a, 0co0eHo ako ObopenuTe Bu He
(GYHKIIMOHUPAT HPAaBUIHO. PUCKBT OT pa3BUTHE Ha JIAKTAaTHA allk03a CE YBEJIHYaBa U MPU
HEKOHTPOJIUPAH TUa0eT, TEXKH HHPEKITUH, PO IBIDKATEITHO TIalyBaHEe WM MTPUEM Ha alTKOXOJ,
Jexuapartaiys (BIKTe ole nHGOPMALUs MO-101y), YePHOAPOOHU MPOOIEMH U BCIKAKBH ChCTOSIHUS,
TIPY KOWTO YacT OT TSIIOTO MMa HaMaJleHO CHaOIABaHe ¢ KUCIOPOA (KaTo OCTPO IMPOTHYAIIA TEKKA
0oJecT Ha CHPIIETO).

AKo HKOE OT U30POCHHUTE TO-TOpe ce OTHAcs 3a Bac, roBopete ¢ Baius iekap 3a TOMBIHUTCITHH
YKa3aHusl.

Cnperte npuema Ha Curarnmuntun/Metdopmunos xuapoxiaopua Mylan 3a kpaTrsk nepuon ot
BpeMe, aKo HMaTe 3a00JisIBaHe, KOETO MOsKe 1a 0bJle CBbP3aHO C IeXuapaTanus (3HaYuTeIHa
3ary0a Ha TeJIEeCHH TeUHOCTH) KaTO TEXKO IOBPBIIAHE, IUapUsl, TPECcKa, U3J1araHe Ha TOIUIMHA WIN
aKo IUeTe MO-MaJIKO TEYHOCTH OT HOpMaJIHOTO. I'oBopeTe ¢ Bamus jexap 3a JONbJIHUTEIHN
yKa3aHUA.
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Cupere npuema Ha Cutarauntun/Merdopmunos xuapoxaopug Mylan u nezaéasHo ce
CBBpIKeTe ¢ JeKap WM Haii-0/M3KkaTa 60JIHMIA, AKO MMATe HAKOU 0T CHMITOMUTE HA JIAKTATHA
anmMa03a, Thi KaTo TOBAa ChbCTOSIHUE MOKE J1a TOBEJE 0 KOMa.

CuMITTOMHTE Ha JTAaKTaTHA alli103a BKJIFOYBAT:

- MOBpPBIIAHE,

- Oosku B cToMaxa (KOpeMHH O0JIKHN);

- MYCKYJTHH CIIa3MU;

- 001110 ycelane 3a Hepas3moIoKEHHE, MPUIPYKEHO C TEXKKA yMOpa,

- 3aTpyAHEHO JIUIIAHE,

- MIOHIKEHA TEJIECHA TeMIIepaTypa U MmyJic.

JlakTaTHaTa anm03a € ChCTOSHUE, U3UCKBAIIO CIICIIHA MEJIUIIMHCKA TIOMOIII, M TpsiOBa Ja ce JIEKyBa B
OoJHHIIA.

I'oBopere ¢ Bamms nekap wim gapmaneBt npenu na npuemere Cutarnmuntaa/MeThopMHUHOB

xuapoxiopua Mylan:

- aKo MMare WIN CTe UMaJH 3a00JsIBaHe Ha TTaHKpeaca (KaTo MaHKPeaTuT).

- aKo MMaTe WJIM CTE MMAJIM KaMbHH B KITBUHHS MEXYP, ATIKOXOJIHA 3aBUCHMOCT MIJIX MHOTO
BUCOKH HHBa Ha TPUIIMLEPUAN (BHJ MA3HUHH) B KpPbBTa. Te3u 3a00IIBaHMs MOTAT /1a TIOBUILIAT
BEPOSATHOCTTA JIa TIOJyYHUTE MAHKPEATHT (BIIKTE ToUuKa 4).

- ako nmate auaber tum 1. [ToHsKora ce Hapu9ya HHCYJIMHO-3aBUCHM IUa0eT.

- aKo MMaTe WM CTe MMANIM aJlepruyHa Peakiys KbM CUTArJIMIITHH, MET()OPMUH U
CUTArJIUITAH/METHOPMUHOB XUIPOXIIOPHU/ (BHKTE TOUKA 4).

- aKo TmpremMare Cya(pOHIWITYPEHHO IPON3BOIHO WIIM HHCYJINH, aHTHIHA0CTHH JIEKapCTBa, 3a€/IHO
ChC CHUTArJUITHH/METHOPMHUHOB XUPOXJIOPU/, Thi KAaTO MOKE J1a HACTHITU ChCTOSTHUE Ha
HUCKa KpbBHA 3aXap (XUIOTIUKeMHs). Bammusar nexkap Moxke jJ1a HamaiH 103aTa Ha
CyN(OHUITYpEHHOTO MPOU3BOTHO HIIH UHCYJIHH.

Axo Bu ce Hanara a npeThpIiTe CeprUO3Ha Onepalys, TpsaOBa 3aIb/DKUTENHO Ja CIIpeTe IprueMa Ha
Curarnuntis/MethopmuHoB xuapoxiopu Mylan o Bpeme Ha 1 H3BECTHO BpeMe Clie
npouenypara. Bamusr nexap mie pemu kora TpsOBa Ja cripeTe u Kora Jja Bb30OHOBUTE JICYEHHETO ChC
Curarnuntun/MetdopmuHoB xuapoxiopun Mylan.

AKO He CTe CUTYpHH, JTaJId HEeIo OT N30POSHHTE MO-Tope ce oTHacs 3a Bac, monmTaiite Bamms iexap
i hapmareBT npeau aa npuemere Curariuntusa/Merdopmunos xuapoxiopun Mylan.

ITo Bpeme Ha nedyeHuneTo cbe Cutarmunrua/Merdopmunos xuapoxiaopun Mylan Bammst nekap e
npoBepsiBa ObOpeuHara Bu ¢pyHKuMs moHe BEAHBXK TOAUIIHO WIH MO-YECTO, aKO CTE B CTapuecKa
BB3PACT W/WIIM aKO UMate BIioleHa Ob0peuHa QyHKIusI.

Jlena u roHOIIHN

Jena u ronomu oz 18 roguam He TpsAOBa /1a M3MOI3BAT TOBA JIEKAPCTBO.

To He e e)eKTUBHO TPH Jiella U FOHOIIN Ha Bb3pacT Mexxay 10 u 17 roquan. He e nzBectHo nanu ToBa
JIEKapCcTBO € 6e301acHO U e()eKTUBHO, KOTaTo ce M3I0JI3Ba MPH Jena Ha Bb3pacT noa 10 roguHu.

Jpyru gekapcerBa u Curarsuntun/Merdopmunos xuapoxiopun Mylan

Axo TpsiOBa 1a Bu 0b1e moctaBeHa MHKEKIHSI C KOHTPACTHO CPEACTBO, ChIBPIKAIIO WO, B
KPbBOOOpAILlEeHNETO, HAIIPUMED B KOHTEKCTa Ha PEHTIEH WK CKEHEp, TpA0Ba Jja crpeTe IpremMa Ha
Curarnuntiua/MeTtdopmMuHOB Xuapoxiaopua Mylan npenn win o BpeMe Ha HHKEKIMATA. Bammst
JieKap I pely Kora TpsioBa Aa CrpeTe U Kora 1a Bb300HOBHTE JIEYEHUETO ChC
Curarnuntan/MetdopmuHoB Xuapoxiopun Mylan.

TpsiOBa na kaxcete Ha Barus ekap vnu apmarneBr, ako pueMare, Hackopo CTe TIPUEMaITH WU €
BB3MOXKHO JIa TIpUeMarte JpyrH JekapcTBa. Moxe Ja ce HAJIOXKH I0-4ECTO J1a Ce U3CIIe/Ba [IF0K03aTa B
KpBbBTa U (HYHKITMOHUPAHETO HA OBOpeInTe Wik BammsaT nekap Moke J1a KOpurupa ao3ara
Curarmuntia/MethopMuHoB Xuapoxaopun Mylan. 3KIFOUUTETHO BaXKHO € J1a CIOMEHETEe CIIeIHOTO:
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L JICKapCTBa (HpI/ICTI/I npe3 ycrara, NpruI0XXKCHHU YpC3 MHXAIallud I KaTO I/IH)KCKL[I/I}I),
M3M0JI3BAHM 34 JICUCHUE HA BH3MAIUTEIHN 3200 IIBaHUI KaTO acTMa U apTpuT

(KOPTHUKOCTEPOHIH ).

o JIEKapCTBa, KOUTO yBEIMUYaBaT OTACISHETO HA ypUHA (INYPETHUIH).

. JIeKapCTBa, U3I0I3BaHH 3a jJeueHne Ha 6onka u Be3nasenne (HCIIBC n COX-2 naxuburopu
KaTo uOynpodeH U IeIeKOKCHo).

. HSKOHM JICKapCTBa 3a JICUeHNE Ha BUCOKO KpbBHO HajsTane (ACE uHXuOuTOpH M aHTHoTeH3uH ||

peLenTOPHU aHTarOHUCTH).

cnenn(UIHY JISKapCTBa 3a JIeYeHne Ha OpoHxuanHa actTMa ([3-cHMIaTHKOMHMETHLIN).

HoarpaHu KOHTPACTHH BEIIECTBA WIIU JIEKAPCTBA, ChBPIKAIIN aJTKOXOJI.

oTpeJiesIeHH JIeKapCcTBa, M3MOJI3BaHU 32 JICUCHHE Ha CTOMAIIHH MPOOIeMH KaTo HIMMETHANH.

paHoJa3uH, JeKapCcTBO, U3MOI3BAHO 32 JICUeHHE Ha CTCHOKApAHSL.

JIOJTyTeTpaBUp, JCKapCTBO, U3ITOJI3BAHO 3a JiedeHne Ha XV B nnekmnus.

BaH/IETaHUO, JIEKapCTBO, U3IOI3BAHO 3a JICUCHHE Ha crielu(prYUeH BUJ] paK Ha IIUTOBUIHATA

JkKe3a (MeayIapeH KaplnHOM Ha IIUTOBHIHATA XKIIe3a).

o JUTOKCHH (3a JIeYeHUE HA HENIPAaBUIICH ChPJIeUueH PUTHM U APYTH ChpAEYHHU npodnemu). Moxe
Jla ce HaJIOXKU J1a ce MIPOBEpH HUBOTO Ha JUTOKCHH B KpbBTa BH, ako ro npuemare
enHOBpeMeHHO cbec Cutarmuntun/MetdopmuHoB xuapoxiopua Mylan.

Cutarauntun/Merdopmunos xuapoxiaopua Mylan ¢ aaxoxoa

N36srBaiiTe npekoMepHaTa ynoTpeda Ha alKkoxoJl 10 BpeMe Ha IpreMa Ha
Curarmuntiun/MetdopmuHoB xuapoxiaopug Mylan, Thii kaTo ToBa MOXe J1a YBEIIHYH PUCKA OT
JaKTaTHA anuao3a (BIKTe Touka ,,[IpemymnpeskneHus u mpeamna3Hu MepKu ).

BpeMeHHOCT M KbpMeHe

Axo cTe OpeMeHHa MM KbPMUTE, CMATATe, Y€ MOXKeE Jla CTe OpeMeHHa WM IUTaHupare OpEeMEHHOCT,
MoChBETBalTE ce ¢ Barms jekap wim dapManert npeau ynorpedara Ha ToBa JiekapcTBo. He TpsiOBa
Jla IprEeMaTe TOBa JISKapCTBO 10 BpeMe Ha OpeMeHHOCT. He mpuemaiite ToBa iekapcTBO, aKO KbPMUTE.
Buxre Touka 2 ,,He nmpuemaiite Curarnuntus/MerdopmuHoB xuapoxiaopua Mylan®.

Ilodupane u padoTa ¢ MAIIUHU

ToBa jieKkapcTBO HE MOBJIMABA HIIM TIOBJIUSBA MPEHEOPESIKUMO CIIOCOOHOCTTA 3a MmodUpaHe U padora ¢
MallluHY. BbIpeku ToBa ca chOOIaBaHU CyYan Ha 3aMaiiBaHe M ChHIMBOCT ChC CUTATIIUIITHH, KOSTO
MOXKe Jja MoBIHsie criocoOHOCcTTa BU 3a modupane mim pabota ¢ MalvHU.

[IpreMbT Ha TOBA JIEKAPCTBO B KOMOMHAINS C JISKAPCTBA, HAPEUCHU CYI(POHMITYPEHHH IPOU3BOIHH,
WIN C UHCYJIMH, MOJKE JIa MPUYMHU XUTIOTJIUKEMHSI, KOATO MOXe Jia mosnusie Bamrata cnocoOHOCT na
nropupare Win paboTHTE ¢ MAIIMHM, WIH Ja paboTuTe 6e3 o0e30maceHa onopa 3a Kpakara.

Curarauntun/Metdopmunos xuapoxjopua Mylan ceabp:ka naTpuii
ToBa JIeKapCTBO ChIbPiKa MO-Manko ot 1 mmol matpuii (23 mg) Ha TabiieTka, T.€. MOXKE J1a Ce Kaxe,
Yye IPAKTUYECKU HE ChIbPKa HATPUil.

3. Kak na npuemare Curarimmntun/Merdopmunos xuapoxiaopux Mylan

Bunaru npuemaiite ToBa J€KapcTBO TOYHO KakTo B e kazan BamusaT nekap. Ako He cTe CUTYpHU B
Helo, nonuraiTe Bamms iekap i Gapmariesr.

. IIpuematite egHa TabneTKA:
o JIBa ITbTH JHEBHO TIPE3 yCTAaTa,
o C XpaHa, 3a Jia HAMaJIUTE PHCKA OT CTOMAITHO HEPA3IOJIOKEHHE.
o BamusT nexkap Mmoxke Ja moBuiny go03ara Bu, 3a 1a KoHTpoaupa KpbBHaTa Bu 3axap.
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o Axo nmate HamasieHa ObOpeuHa ¢ynkuus, Bammust nexkap moxe na Bu npeanuiie mo-aucka
J03a.

Tpﬂ6Ba Ja IpoABbJIKUTE JUCTAaTa, IPpCIOpbiaHa OT Bammus JICKap 1o BpEME Ha JICHCHUC C TOBA
JICKApCTBO, U Ja CICAUTE NpUCMa Ha BBITICXUAPATH Aa € PABHOMCPHO pa3npCAC/ICH IPE3 ACH.

ToBa JIekapCTBO CaMOCTOSITEIHO € MaJIKO BEPOSITHO Ja IPUYMHN HEOONYaliHO HUCKH HUBA Ha
KpbBHaTa 3axap (xumorimkemust). Korato ToBa nekapcTBO ce U3I0M3Ba ChC CyI(HOHMITYPEHHH
IIPO3BOJHU WIIM C MHCYJIMH, MOJKE J1a HACTBILIT HUCKU HUBA HA KpbBHATa 3axap u Bamus nexap moxe
Jla HaMaJIi 103aTa Ha CyI()OHUITYPEHHOTO IPOU3BOAHO UM HHCYJIUH.

AKO cTe MpHeJH moBeye 0T HeodOxoauMAaTa 103a CurtaraunTtui/MeTdoOpMHUHOB XHAPOXJIOPHT
Mylan

Axo cTe mpueny noBeye oT MpeANucaHara 03a OT TOBa JEKapcTBO, He3a0aBHO yBeroMmeTe Barus
nekap. Otunere B 60JIHHLA, aKO TOJIyYUTe CUMITOMU Ha JIAKTaTHA alli103a KaTo yCellaHe 3a CTyA
WA JTUCKOM(OPT, TEIKKO TafieHe WK MOBpBIaHe, 00JIKa B CTOMaxa, HeoOsICHIMAa 3ary0a Ha TerJo,
MYCKYJIHU KpaMIIH WJIM YYECTEHO JUIIaHe (BUXKTE TOUKa ,,[[peaynpexxqeHns u npearnasHu MEpKH ).

AKko cte npomycHaiu 1a npuemere Cutaraunrun/Merdopmunos xuapoxiaopua Mylan

AKO CTe nponycHalu A03a, B3EMETE 51 BEHAra I0M C€ CETUTE. AKO HE CE€ CETUTE MPeau Ja N0Hae
BpeMe 3a cie/Baliara 103a, IpoIycHeTe 3a0paBeHaTa 103a U ce BbpHETe KbM PEJIOBHATA CXeMa Ha
npueM. He B3eMaliTe nBOMHA 1032 OT TOBA JIEKAPCTBO.

Axo cte cnpesin npueMa Ha Cutarauntud/MerdopmunoB xuapoxiopua Mylan
IIpogbpmxkaBaiite 1a mpueMaTe TOBa JIEKapCTBO TOJIKOBA JBJT0, KOJKOTO Bu e npennucan Bamwusr
JieKap, 3a a MOXe Jja MPOABJDKHUTE J1a KOHTPOJIMpaTe CBosATa KpbBHA 3axap. He TpsOBa na crimpare
npreMa Ha TOBa JIEKapcTBO, O€3 [1a ce KOHCYJITHpaTe MbpBO ¢ Bamus nekap. AKo cripere npueMa Ha
Curarnuntiun/MetdopmuHoB xuapoxiaopua Mylan, Bamara kpbpBHa 3axap MOXe J1a ¢e TOBUIIN
OTHOBO.

AKO UMaTe HSKaKBU JIOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBa JIEKApPCTBO, MOMHUTANTEe
Bamus nexap uinu papmarieBr.

4, Bb3MOXKHH HeKeJIaHU peakuuuun

Kakro Bcuukn JICKApCTBA, TOBA JICKAPCTBO MOXKE 1a MPEAN3BUKA HCIKCIIAaHU PCAKIIUH, BBIIPEKHU Y€ HC
BCCKM I'l ITOJTy4aBa.

I[MPEKPATETE npuema na Curtarmuntus/MerdopmuroB xuapoxiaopua Mylan n nezabasHo ce

cBBpxKeTe ¢ Bamms nexap, ako 3a0es1eKuTe HIKOU OT CIICTHUTE CEPHO3HH HEXKETaHH PEaKIHH:

o CHJIHA U TIOCTOsTHHA O0JIKa B KopeMa (00macTTa Ha cToMaxa), KOSITO MOXKE Jla CTUra JIo Iepoa,
che WM Oe3 TajieHe W OBPBIIAHe, Thil KATO TOBA MOXKE J]a ca TIPU3HAIIM Ha Bb3IaJeH MaHKpeac
(mankpearur).

Curarnuntia/MetdopmuHoB Xxuapoxiaopua Mylan moxe na moBese 10 MHOTO psijika (MoXe j1a
3acerse 10 1 Ha 10 000 gymm), HO MHOTO cepruO3Ha HeKellaHa peaklusl, HapevyeHa JJaKTaTHa alu103a
(BwxTe TOuKa ,,IIpenynpexneHus U npeanasHu Mepku‘‘). AKO TOBa ce CIIy4H, TpsiOBa 3abKUTEITHO
na cnpere npuema Ha Cutarauntun/Metdopmunos xuapoxiaopua Mylan u HezadaBHo 1a ce
CBbpIKeTe ¢ JIeKap MM Haii-0JiM3KaTa 00THHIA, THI KaTO JAKTATHATA alli/103a MOXKE J1a JIOBEJIE 710
KoMa.

AKO TTOTyYuTe CEeprO3HA aepTrUIHa peakins (C HEM3BECTHA YECTOTa), BKIIOUUTEIIHO OOPHB,
YPTUKapHsl, MEXYPH IO Koxata/0erelia ce Koka U MoAyBaHe Ha JUIETO, yCTHUTE, €3UKa U I'bPIIOTO,
KOETO MOXKE J1a IPEU3BUKA 3aTPYJHCHNE B IUIIAHETO WM T'BITAHETO, MPEKPATETe MpUeMa Ha TOBa
JIEKapCTBO M BeJlHAra ce cebpxeTe ¢ Bamus nexap. Bamusr nekap moxe 1a Bu npeanuiiie iekapcTBo
3a JICYCHUE Ha aiepruyHaTa peakius 1 JAPYyro JeKapcTBo 3a Bamms nuaber.
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Hsikon maruenTH, KOUTO TpUeMaT METGOPMUH, TIOTyYaBaT CICTHUTE HeXKETAaHH PEaKIUH IPU
no0aBsHE HA CUTATJIAIITHH:

Yectu (Moxe na 3acerHar Ao 1 Ha 10 qymm): HEUCKa KpbBHA 3aXap, TaJieHe, ra30Be, MOBPbIIAHEe
Heuectu (Mmoxe na 3acernar mo 1 Ha 100 mymm): Goika B cToMaxa, AUapusl, 3amek, CbHINBOCT

Hsxou nanuenTy nonyvaear guapusi, raJicHe, ra3oBe, 3arek, 00JKka B CTOMaxa Wid NOBPbINAHE,
KOTaTO 3aIl0vHaT J1a IprueMaT KOMOMHAIMSITA CUTATJIHIITAH U METGOPMHH (decToTaTa € ,,9eCTH).

Hsxown nanueHTy noiaydaBar ClIeIHUTE HEXEIIaH! PEakIuy, JOKaTo prueMaT TOBa JISKaPCTBO ChC
cy(OHIWITYPEITHO IPOU3BOIHO KATO TIMMETIUPHI;

Mmoro gectn (MoXxe /1a 3acerHaT moBeve ot 1 Ha 10 gymn): HICKYM HMBA Ha KpBhBHATA 3aXap
UYecru: 3amnek

Hsxown nanmeHTH oay4yaBar cieIHUTe HeXXellaH! PeakIiy, JOKaTo IprueMaT TOBa JIEKapcTBO B
KOMOWMHAINS C MHOTIINTA30H:
UecTu: moayBaHe Ha pHIETE WU Kpakara

Hsikou marnueHTy moayvyaBaT clIeIHUTE HeXKellaHH PeaKIUuK, JOKAaTO PHEMAT TOBA JICKapCTBO B
KOMOWHAIIUS C HHCYJIUH:

MHoro 4ecTH: HUCKU HHBA Ha KpbBHATA 3aXap

Hedectu: cyxota B ycrara, rimaBodonue

Hskou manueHTH momy4aBaT CeHUTE HeXXETaH! PEakiiy 10 BpeMe Ha KIIMHHYHH [TPOYYBAHU,
JIOKATO MPUEMAT CUTATJIUIITHH CAaMOCTOATEIHO (€HO OT JiekapcTBata B CurarnunTiue/MeThopMUHOB
xuapoxsaopua Mylan) v npu u3mos3Bane B IepHo/ia Ciiell pa3peliaBaHe 3a ynorpeda Ha
Curarmuntia/MetdopMuaoB xuapoxiaopua Mylan vy cuTarmunTiH caMOCTOSATETHO, HITH C IPYTH
aHTUANA0CTHH JIEKapCTRa:

YecTH: HUCKM HUBA HA KPbBHATA 3aXap, T1aB00OIHME, HHPEKIHSI HA TOPHUTE TUXATEIIHU TBTHUILA,
3aIlyIleH WX Teyalll HOC U Bb3MAJICHO I'bPJIO, OCTEOAPTPUT, OOJIKA B PHIIETE UIIM KpaKaTa

Heuecru: 3amaiiBane, 3amnek, cbpOex

Penxu: nHamanen Opoit TpomOonMTH

C Heu3BecTHaA yecToTa: nmpodiieMu ¢ ObOpenuTe (MOHIKOTa HAlarally JUain3a), MOBPhIIaHe, CTABHA
0oJska, MycKyJiHa 00Jika, 00JIKa B I'bpOa, MHTEPCTHUIMATHA OeoapoOHa 00JiecT, Oy103eH meMpUTrous
(BUA MEXypH IO KOXKAaTa)

Hsxow nanyeHTH nony4aBaT ClIeJHUTE HeXXETaH!U PeakIiy, J0KaTo MprueMaT MeTQOpMUH
CaMOCTOSITEITHO:

MHoro uectu: rajieHe, MoBpbIIaHe, Tuapus, 00JKa B cToMaxa u 3ary0a Ha aneTut. Te3n cuMOToMH
MOJKE J]a ce MOSBST MPHU 3all04YBaHe Ha IpueMa Ha MEeTGPOPMUH U OOMKHOBEHO OTIIYMSIBAT

YecTy: MeTaJIeH BKYC, HAMAJICHH WJIM HUCKH HUBA HA BUTAaMHH B1s B KpBbBTa (CHMIITOMHTE MOTAT Jia
BKJIIOYBAT NpeKajieHa yMopa (OTIIaJAHAIHOCT), Bb3MaJeH U 3a4epBeH €3HK (TI0CHT), OOIKaHe
(mapecte3usi) win O1ea WK XKBJITa KOXka). Bamuar iekap Moxe Jja Ha3HAuM HAKOH U3CIIEIBAHNUS, 3a
Jla ce OTKpHe MpUYUHATa 32 Bammure ciMITOMH, THI KaTo HAKOM OT TSX MOXKE CBIIO JIa ca IPUYNHEHH
0T AnadeT WM JPYrd HECBbP3aHH 3PaBOCIOBHU MPOOIEMH.

MHoro peaku: xenaTturt (1podiem ¢ yepHust Jpo0), KOIPUBHA TPECKa, 3a4epBsIBaHe Ha KoxkaTa (0OpuB)
WA ChPOEK

Cho01aBaHe HA HeXKeJIAHH PeaKINA

AKO TIOJTy4nTE HAKAKBU HEXKEJIaHU JICKApCTBCHU peakIiy, yBegoMere Bamms ekap, papmaneBsT win
MEIMIMHCKA cecTpa. ToBa BKIIIOYBAa BCHUKH BH3MOKHH HEOTIHCAHH B Ta3H JUCTOBKA HEXKEIAHU
peakmuu. Moxkere ChIo Ja ChOOIINTE HEXKETAHN PEaKIUU JUPEKTHO Ype3 HAITMOHAIHATA CHCTEMA 3a
choOIIaBane, mocoueHa B [Ipmnoskenue V. Kato cho0IaBare HeXKeNaHN PeaKIuy, MOXKETE Ja JaieTe
CBOSI IPUHOC 32 MOJTyYaBaHe Ha ToBeYe WH(POpMAIHsi OTHOCHO 0E30I1aCHOCTTA Ha TOBA JIGKAPCTBO.
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5. Kak na cexpansBare Cutarauntun/Merdopmunos xuapoxaopua Mylan
[a ce cpxpansBa Ha MSCTO, HEAOCTBHITHO 32 Jela.

He uznon3BaiiTe TOBa IEKapCTBO CieNl CPOKa Ha TOMHOCT, OTOEISI3aH BhPXY ONHCTepa M KapTOHEHaTa
omakoBka ciren ,,EXP* u ,,I'onen m0:“. CpoKbT Ha TOTHOCT OTTOBAPS Ha MOCICIHUS JCH OT TOCOYCHUS
Mecell.

Tosu JICKapCTBCH NMPOAYKT HEC U3HMCKBA CIICIIMAIIHA YCJIOBHS Ha CbXPAaHCHUC.

He u3xBoprsiite JekapcTBaTa B KaHAIM3AIUATA WIK B KOHTEIHEpa 32 TOMAIIHU OTIA BN,
ITormuratiTe Bammus hapMarieBT Kak Ja H3XBBPIIITE JIEKapcTBaTa, KOMTO Beve HE U3IOn3Bare. Te3n
MEpKH 1€ CIIOMOTHAT 32 Olla3BaHe Ha OKOJIHATa cperia.

6. CpabpikaHue HA ONIAKOBKATA U AO0NbJIHUTEIHA HHpopManus

Kakso cbabp:xka Curarsmuntu/Merdopmunos xuapoxsopua Mylan

- AKTHBHHTE BEIIECTBA Ca CUTATIUITHH U MET(HOPMHH.

- Bceska 50 mg/1 000 mg ¢puamupana Tabietka (TabneTka) ChIbpyka CUTATITHIITHHOB
XUIPOXJIOPUI MOHOXUIPAT, ekBUBajeHTeH Ha 50 mg cutarmuntud, u 1 000 mg meTdpopMuHOB
XUAPOXITOPH].

- Jpyrure chCTaBKH ca: MUKPOKPUCTAIHA IIETYNI03a, KOJIOHUICH OE3BOICH CUIIMIIMEB TUOKCH],
KpOCKapMenno3a HaTpHii, HaTpueB Jaypuiicyndar, MOBUIOH, HATPUEB cTeapuiiymapar,
MTOTUBUHIIIOB aJTKOXOJI, MAKPOTOJI, TalK, TUTaHOB quokcuz (E171), uepBen xene3eH OKch
(E172) u yepen xenezen okcun (E172). Bmxre Touka 2 ,,Cutarimuntua/MeTdopMHHOB
xuapoxyopua Mylan cbabprka HaTpHiA™,

Kaxk m3rnexaa Curarauntun/Merdopmunos xuapoxiopua Mylan u kakBo cbabpxa
ONaKoBKaTa

50 mg/1 000 mg TabneTkaTa ¢ TabaeTKa ¢ OpamkeB 10 KadsB 1BAT, ¢ PopMa Ha Karcyna,
JIBOMHOM3ITHKHANA, CbC CKOCEHH PBOOBE, ¢ BIITBOHATO penedHOo o3HadueHue “M” oT enHaTa cTpaHa Ha
tabnerkara 1 “SM7” ot apyrara cTpaHa.

Curarmunta/MerdhopMuHOB xuapoxiopu Mylan ce nmpexanara B:

- OTIaKOBKH ¢ OymcTepH, chabpkanu 14, 56, 98 u 196 dunmupanu tadbieTky,

- IpyIOBa OMAKOBKa, Chbpkamia 196 (2 onakosku mo 98) puimMupanu TabiaeTku

- OIAKOBKH € OJINCTEPH C €AUHUYHU 103U, Chabpkany 14 X 1, 56 X 1 wiun 60 X 1 punmupanu
TaOJIETKH,

- OIaKOBKH ¢ OyTHIIKa, Chabpkaiiu 90 win 196 duimupanu TabIeTKH.

He Bcuukn BHIOBC OIIAKOBKHK MOrI'aT Ja 6T>,I[aT ITyCHATH Ha I1a3apa.

IIpuTexkaTes Ha pa3pelieHHETO 3a ynoTpeda
Mylan Ireland Limited

Unit 35/36 Grange Parade,

Baldoyle Industrial Estate

Dublin 13,

Hpnangus

IIpousBoaureJt
McDermott Laboratories Limited t/a Gerard Laboratories t/a Mylan Dublin, 35/36 Baldoyle Industrial
Estate, Grange Road, Dublin 13, Upnanaus

Medis International as, Prumyslova 961/16, Bolatice, 747 23, Uemika pery0anka
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Mylan Hungary Kft, Mylan utca 1, 2900 Komarom, Yurapus

Mylan Germany GmbH Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstrasse 1
Bad Homburg v. d. Hoehe Hessen, 61352, I'epmanus

3a momreTHATETHA WHGOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBEPIKETE CE C JIOKATHHS
NpeACTaBUTEN HA IPUTEKATENS Ha pa3pelIeHUETO 3a ynorpeoda:

Belgié/Belgique/Belgien Lietuva*

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

Boarapust Luxembourg/Luxemburg

Maiinan EOO/] Viatris

Ten.: +359 2 44 55 400 Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Ceska republika Magyarorszag

Viatris CZ s.r.o. Viatris Healthcare Kft.

Tel: + 420 222 004 400 Tel.: + 36 1 465 2100

Danmark* Malta

Viatris ApS V.J. Salomone Pharma Ltd

TIf: +45 28 11 69 32 Tel: + 356 21 22 01 74

Deutschland Nederland

Viatris Healthcare GmbH Mylan BV

Tel: +49 800 0700 800 Tel: +31 (0)20 426 3300

Eesti* Norge*

Viatris OU Viatris AS

Tel: + 372 6363 052 TIf: + 47 66 75 33 00

EAAGda Osterreich

Viatris Hellas Ltd Viatris Austria GmbH

TnA: +30 2100 100 002 Tel: +43 1 86390

Espaiia Polska

Viatris Pharmaceuticals, S.L. Viatris Healthcare Sp. z o.0.

Tel: + 34900 102 712 Tel.: + 48 22 546 64 00

France* Portugal

Viatris Santé Mylan, Lda.

Tél: +334 37 257500 Tel: + 351 21 412 72 00

Hrvatska Romania

Viatris Hrvatska d.o.o. BGP Products SRL

Tel: +385 1 23 50 599 Tel: +40 372 579 000
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Ireland

Viatris Limited
Tel: +353 1 8711600

Island*
Icepharma hf.
Simi: +354 540 8000

Italia
Viatris Italia S.r.l.
Tel: + 39 (0)2 612 46921

Kvbmpog
GPA Pharmaceuticals Ltd
TnA: +357 22863100

Latvija*
Viatris SIA
Tel: +371 676 055 80

Slovenija

Viatris d.o.0.
Tel: + 3861 23 63 180

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100

Suomi/Finland*

Viatris Oy
Puh/Tel: +358 20 720 9555

Sverige*
Viatris AB
Tel: +46 (0)8 630 19 00

United Kingdom (Northern Ireland)
Mylan IRE Healthcare Limited
Tel: +353 18711600

IlaTa Ha MOCJICIHO Mpepasrjic;kaaHe Ha JIMCTOBKaTa

ITonpo6Ha nH(poOpMaIKA 3a TOBA JIEKapCTBO € MpeJocTaBeHa Ha yeOcaiita Ha EBponeiickara areHIus

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