IMPHUJIOKEHHE 1

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTo:;H JICKAPCTBEH MPOAYKT IMOJICKH Ha AOIBJIHUTEIHO HaOmoaeHue. ToBa 1i1e o3BoIH OBP30TO
yCTaHOBSIBaHE Ha HOBa MH(pOPMAITUI OTHOCHO O6e3omacHocTTa. OT METUITMHCKUTE CITCIIHATTUCTH CE
W3KCKBA JIa ChOOIIaBaT BCsSKa MMO03UPaHa HeKellaHa peakius. 3a HauMHa Ha ChOoOIaBaHe Ha
HEKEJIaHU PEaKIuH BIKTE Touka 4.8.

1. HUME HA JJEKAPCTBEHUS TPOAYKT
Invokana 100 mg ¢uiamupanu TabIeTKH

Invokana 300 mg ¢punmupanu TabneTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Invokana 100 mg ¢uamupanu TabIeTKu

Bceska Tabnerka cpabpika kaHarnudo3un xemuxuapar (canagliflozin hemihydrate), choTBeTcTBAaI
Ha 100 mg xanarnugnosud (canagliflozin).

Tomowno(u) sewecmso(a) c uzeecmmo Oeticmaue
Bceska Tabnerka cpabpika 39,2 mg nakTosa.

Invokana 300 mg dbuamupanu tabieTkn
Bceska Tabnerka cpabpika kaHarnudo3uH xemuxuapar (canagliflozin hemihydrate), choTBeTCcTBAI
Ha 300 mg xanarnudnosun (canagliflozin).

Tlomowro(u) sewgecmeo(a) ¢ uzgecmro deticmeue
Bceska tabnerka cpabpika 117,78 mg nakrosa.

3a IBJIHUA CHUCHK Ha IIOMOIIHUTE BEIIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
®unmupana Tabnerka (TabieTka)
Invokana 100 mg dunmupanu tabieTkn

TabneTkaTa € *bATa, ¢ POopMa Ha Karcysa, ¢ NpUOIM3UTENHA IbDkrHA 11 mm, ¢ He3abaBHO
OCBOOOXIaBaHe U (pUIMHUpPaHa, MapKupaHa c¢be ,,CFZ" ot eanara crpana u cbe ,,100“ oT apyrara.

Invokana 300 mg dunMmupanu TabueTku
Tabnerkata e Osina, ¢ opMa Ha Karcysa, ¢ IpuONIU3KuTeNHa IbJDKUHA 17 MM, ¢ He3a0aBHO
OCBOOOXIaBaHe U (pUIMUpaHa, MapkupaHa c¢be ,,CFZ“ ot eqHara ctpana u ¢ ,,300° ot apyraTa.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHM MOKA3AHMSA

Invokana e mokasaH npu Be3pacTHH Ha 18 ¥ ImoBede roOAMHU ChC 3aXapeH quaber Tvi 2 3a
moto0psiBaHE Ha TIMKEMUYHUS KOHTPOII KaTo:

MoHorepanus
Koraro camo ¢ queta n Gu3ndecKu ynpaxxHeHHS HE CE MTOCTUTA 3aI0BOJUTEIICH TIIMKEMIYEH KOHTPOI

IIpyu ManueHTH, 3a KOUTO CC CYUTA, UC yHOTpe6aTa Ha MCT(l)OpMI/IH € HCTIOAXOAd1Ia mopaan
HEIMMOHOCUMOCT HJIU IIPOTUBOIIOKAa3aHUs.



JlonbIHNUTENHA Tepanus

JlonbiHUTENHA Tepalius KbM JIPYIH JIEKAPCTBEHU MIPOLYKTH, [IOHWKABAIIY [TII0K03aTa, BKIIOUUTEIHO
MHCYJIMH, KOTaTO T€, B KOMOMHAIMA C TUeTa U YIIPaKHEHNUs, HE TIOCTUTAT 33I0BOJIUTENICH TIIMKEMUYEH
KOHTpPOJ (BX. Touku 4.4, 4.5 1 5.1 3a HANMYHNUTE JAHHU 32 PA3IMYHU JOIBIHUTEIHN TEPAIIHN).

4.2  Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

gO?»PI[}OBKa

[Npenoppunrennara HavyanHa go3a kanarnudaosnd e 100 mg Beansx qHeBHO. [Ipn manueHTH, KOUTO
noHacsT g06pe 100 Mg xaHarmudI03MH BeHBXK JHEBHO, uMaT eGFR > 60 ml/min/1,73 m® uu

CrCl > 60 ml/min u ce HyIasT OT CTPOT ITUKEMUYEH KOHTPOJI, 103aTa MOXKe 1a ObJie yBeIMYCHa Ha
300 mg BegHBXK THEBHO IEPOPAITHO (BXK. IO-I0Iy M To4Ka 4.4).

Tpsi0Ba ga ce BHUMaBa, KOTaTo ce yBelIudaBa J03aTa [PU MalUeHTH > 75-ToJuIIHa Bb3pacT, NalUeHTH
C YCTaHOBEHO ChPAECYHOCH0BO 3a00JsIBaHE, UM APYI'H NALMEHTH, IIPY KOUTO IbpPBOHAYAJIHATA,
npenn3BUKaHa OT KaHArTH(I03uH AUype3a MpeacTaBisiBa puck (Bx. Touka 4.4). Tlpu maiueHTn ¢
JTaHHM 32 XUIIOBOJIEMUS CE MTPENOPhYBAa KOPUTHPAHE HA CHCTOSHUETO MPEIU 3all0YBaHE HA JICUEHHE C
kaHarmudao3uH (BK. Touka 4.4).

Koraro xanarnu(ao3uH ce u31oi3Ba KaTo AOMBIHUTENHA Tepanus KbM WHCYJIHMH HIIH CEKpeTarora
(Hamp. cyadaHuITypeiiHH MIPOU3BOIAHH), MOXKE J1a C& OOMHCITY NPHIaraHe Ha MO-HUCKA /1032 HHCYIHH
WJIM CEKpeTarora 3a peAyliupaHe Ha pucKa OT XUIOTJIMKeMHUsI (BX. Touku 4.5 u 4.8).

Cmapuecka évb3pacm (> 65 coounu)
brOpeunara GyHKIUSA 1 PUCKBT OT XUIIOBOJIEMIS CIIEBA Ja CE B3EMAT 10 BHUMaHue (BXK. Touka 4.4).

Bvbpeuno yepeocoane
Ipu nanmentu ¢ eGFR ot 60 ml/min/1,73 m? 10 < 90 ml/min/1,73 m? wau CrCl ot 60 ml/min no
< 90 ml/min, He ce Haara KOpUrupaHe Ha 103aTa.

He Tpsa6Ba 1a ce 3amouBa jeueHne ¢ kaHartuduosus npu nanuent ¢ eGFR < 60 ml/min/1,73 m® wn
CrCl < 60 ml/min. ITpu manueHTH, KOUTO TOHACAT 100pe KaHarmudI03uH, 1 npu kouto EGFR e
noctosirHo o 60 ml/min/1,73 m? wiu CrCl mox 60 ml/min, xo3ara Ha kaarmudIO3HH TPsIOBA 1a Ce
KOpHTHpa 10 Wi Ja ce moaabpka Ha 100 mg Beaubx aueBHO. Kanariuduosun TpsioBa 1a ce
npeycranoBH, korato €GFR e mocrosiHHo oz 45 ml/min/1,73 m? wiu CrCl e HoCTOsHHO 0.

45 ml/min (Bx. Touku 4.4, 4.8, 5.1 u 5.2).

Kanarnudmnosun cpio Taka He TpsiOBa Ja ce mpujiara npy NalueHTH ¢ TepMUHaTHa Ob0peuna
HepoctaTbyHoCcT (TBH) win npu manueHTH Ha AMaIn3a, Thi KaTO HE ce 0YakBa Ja 0ble eeKTHBCH
NpY TaKWBa NOMyJIauuu (BXK. TOUkH 4.4 u 5.2).

Yeprnoopobro yepeoicoare
[Ipu manueHTH ¢ JIEKO WK YMEPEHO YePHOAPOOHO YBPEKIaHE HE CE Hajlara KOPEKIUs Ha J03aTa.

Kanarnudno3ux He e mpoydYBaH Mpy MAIMEHTH C TEKKO YepHOPOOHO YBPEKIaHE U HE ce
IpenopbyBa 3a yrnorpeba Impu Te3u manueHTH (BXK. Touka 5.2).

Teouampuuna nonyiayus
Bbe3omacHocTTa 1 eruKkacHOCTTa Ha KaHArIM()IO3KMH IPHU JCIa Ha Bb3PacT 1o 18 roguHu Bee ole He
ca ycTaHOBeHU. JIUmcBaT naHHU.

Hauun Ha npuiioxkeHue

3a mepopaHO MPHUIIOKEHUE

Invokana tpsi6Ba fa ce npremMa nepopaiHo BEAHBK JHEBHO, 3a MPEANOYUTAHE TIPS THPBOTO
XpaHeHe 3a JieHs. TabneTkuTe TpsOBa Ja ce I'bATAT IICeIIH.




Axo OBJe IpomycHaTa 7034, T TPsAOBa 1a ObIe MpUeTa BeHAra IIOM MAIMEeHTHT CH CIIOMHH, 00ade
He TpsiOBa Jla ce TpueMa JIBOMHA J103a Mpe3 ChIMUS JICH.

4.3 IIpoTruBOmOKa3aHUs

CBpPBX4IyBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT IIOMOIIHUTE BEIECTRA,
n30poeHu B Touka 6.1.

4.4  ChneumajHU MpeaynpeskaeHus U Npeana3Hu MepPKU MPH ynoTpeda

OO0wmu
Invokana He e nmpoy4BaH Ipu MalMeHTH ¢ AUabeT THII 1 ¥ 3aTOBa HE Ce NMPENophYBa 3a yrorpeda npu
Te3U MMALUEHTH.

Invokana He TpsOBa Ja ce M3MOJI3BA 32 JIeUeHUE Ha TuabeTHa KEeTOAIM/03a, Thil KaTo He € e)eKTUBEH
NPY TOBA MMOKA3aHHE.

bBOpeuHo yBpekaane

EdukacHocTTa Ha KaHarMU(I03MH € 3aBUCHMa OT ObOpevHaTa PYHKIIMS U € HaMaJIeHa IIPY HaIl[HeHTH
C YMEpEeHO OBOPEYHO YBPEKIaHE, U BEPOSTHO JIUTICBA MPU MAIUEHTH C TEKKO ObOPEUHO yBpexKIaHe
(Bx. TOuKa 4.2).

Ipu nanuentu ¢ eGFR < 60 ml/min/1,73 m? wiu CrCl < 60 ml/min ce cbo6IIaBa 3a TTO-BUCOKA
YEeCTOTa HAa HEXKEJIAHH PEAKIINH, CBhP3aHHU C XUIIOBOJIEMHUS (HAIp. MyCTypaHO 3aMaiiBaHe,
OpPTOCTAaTHYHA XUITOTOHUS, XUIIOTOHHUs), 0co0eHO npu go3ata 300 mg. OcBeH TOBa IPH TaKKUBa
HAIUCHTH ca ChOOIICHH TTOBEYE CIIydan Ha 3aBUIICHH KAJIMCBH HUBA U OIIIE TTO-BUCOKH HAa CEPYMEH
KpeaTHHUH U ypest B kpbBTa (BUN) (Bk. TOuKa 4.8).

3aroBa mo3aTta Ha KaHarau(I03uH TpAOBa na ce orpannydn Ha 100 My BeaHBK JHEBHO NP MAIMEHTH
¢ eGFR < 60 ml/min/1,73 m? u CrCl < 60 ml/min u kaHarTudIO3KH He TPAOBA 1A Ce M3IOI3BA MPH
namuentn ¢ éGFR < 45 ml/min/1,73 m? umu CrCl < 45 ml/min (8. Touka 4.2). Kanarnugnosus He e
IIPOYYBAH IPH TEXKO 0BOpedHo yBpexaane (EGFR < 30 ml/min/1,73 m? wu CrCl < 30 ml/min) win
TBH.

[IpenopbuBa ce HaOMOAcHHE HA OBOpeYHaTa (GYHKIINS, KaKTO CJIC/IBa:

- Ipeu 3aroYBaHe Ha JeUeHHEe C KaHAIN(IIO3MH 1 TIOHE BEJHBK TOJHIITHO CIIE/ TOBA (BXK.
Touku 4.2, 4.8,5.1u5.2)

- Npeay 3aroYBaHe Ha ChITbTCTBAILIM JIEKAPCTBEHH MPOIYKTH, KOUTO MOTAT J1a HAMAJIST
O0bOpevHaTa QYHKIUS B IEPUOJIMYHO CIIe]T TOBA

- npu 6b0peyHa QyHKUKS, KIOHAIIA KbM YMEPEHO ObOPEUHO yBpeXIaHe, IIOHE JBa 0 YeTHPH
ObTU roIUIIHO. AKo OBOpeyHaTa QyHKIHS ce BIOLIaBa OCTOSHHO IO/
eGFR < 45 ml/min/1,73 m* wu CrCl < 45 ml/min, nedeHnero ¢ kaHAarIHIO3UH TPOBA 1a ce
IPEYCTaHOBH.

Ynorpeba npu NayueHTH ¢ PUCK OT HEXKEIAHU PEAKIMU, CBbP3aHU C XUITOBOJIEMHUS

IMopamu Mexanu3Ma cH Ha eficTBIE KaHArTH(I03MH IpeTN3BIUKBA OCMOTHYHA JIIype3a dpe3
yBeJIMYaBaHe Ha eKCKpenusTa Ha rioko3a ¢ ypunata (UGE), koeto Moxxe 1a HaMaliu BbTPECHI0BUS
00eM U /1a TIOHKU KPBBHOTO HaJsiraHe (B. Touka 5.1). B KoHTponupanu KIMHUYHY MPOYYBAHUS C
KaHarau(Io3uH € HaOII0JaBaHO yBeIMYaBaHe Ha HEXKEIAHUTE PEaKIMHU, CBbP3aHHU C XHUITOBOJICMHUS
(namp. 3amaiiBaHe TIPH U3MPaBsSHE, OPTOCTATUYHA XUIIOTOHHS WIIM XUIIOTOHUS) IO-YECTO MPH 032
300 mg, Haii-dyecTo B MbpBUTE TP Mecena (BK. Touka 4.8 ).

Tps6Ba 1a ce MoaX0KIa C BHUMAHKE TIPH MaIllHeHTH, TIPH KOUTO CIIaJaHeTO Ha KPHBHOTO HaJISTaHe,
NpPEM3BUKAHO OT KaHATTIH(IO3KMH, MOXKeE JIa MPEACTABISIBA PUCK, KATO MAIMEHTH C YCTAHOBEHO
ChPACYHOCHI0BO 3a00JsiBane, nanpenti ¢ eGFR < 60 ml/min/1,73 mz, MAIMEeHTH Ha
AHTUXUIIEPTEH3MBHA TEPAIIUs ¢ aHaMHe3a 3a XUIIOTOHHMS, TAIIMEHTH Ha TUYPETHIIM, HJIU MAlIUEHTH B
crapyecka Bb3pacT (> 65 roaunn) (Bk. Touku 4.2 u 4.8).



[Mopann xunoBonemus, OOMKHOBEHO ca HaOJII0JaBaH! MaJIKH cpeqHu noHmwkeHns Ha eGFR B pamkute
Ha TEPBUTE 6 CEIMUIIM OT 3aI0YBAHE HA JICYCHUETO ¢ KaHArauQuio3uH. [Ipu manueHTH, npu KOUTO
CBINECTBYBA PUCK OT MO-3HAYUTEITHH HAMAJICHUS] HA BhTPECHI0BUS 00EM, KAKTO € OITUCAHO T0-TOpeE,
HOHsIKOTa ce HabromaBa no-roysima peaykius Ha eGFR (> 30%), KosiTo BIOCIIEACTBUE ce MO00psiBa,
a B PEJIKM CIIyJau ce Hajara npeKbCBaHe Ha JeYeHHETo ¢ KaHarmudao3un (BK. Touka 4.8).

ITanmmentute TpsiOBa 1a OBAAT MOCHBETBAHU JIa CHOOIABAT 32 CHMIITOMH Ha XUITOBOJICMHS.
Kanarnmudio3un He ce nmpenopbryBa 3a ynorpe0da npu naiueHTH, KOUTO MojiydaBaT OpMMKOBH
JTUypeTHI (BX. TouKa 4.5) MM KOUTO Ca C XUITOBOJIEMHSI, HAIIpUMED MOPaJH OCTPO 3a0oisiBaHe (KaTo
HaIpUMeEpP CTOMAITHO-YPEBHO 3a00JISBaHE).

3a manueHTH, MoJTyyaBally KaHArIU(II031H, B CIy4ail HA HHTEPKYPEHTHU ChCTOSHHS, KOUTO MOTaT Aa
JOBEAT /10 XUIIOBOJIEMHs (KaTO CTOMAITHO-UYPEBHO 3a00JIsIBaHeE), CE MPENOPbYBa BHUMATEIHO
HaOJroieHNe Ha craryca (HanpuMmep GU3UKaleH Mperiiel, i3MEepBaHus Ha KPBBHOTO HAJATAHE,
nabopaToOpHU TECTOBE, BKIFOUUTEITHO QYHKIIMOHAITHH U3CIICBAHNS Ha OLOPEINTE) U CEPYMHUTE
€JIEKTPOJINTH. BpeMeHHO npeKbcBaHe Ha JICUEHUETO C KaHATTU(IO3UH MOXKE Aa ce 0OMHUCIH IIPpU
MAIMEeHTH, KOUTO Pa3BUBAT XUIIOBOJIEMUS 110 BpeMe Ha JICUSHHETO KaHArIM(IIO3UH, 10 KOPUTHpaHe Ha
cbeTosiHMeTO. [Ipy mpexbeBaHe Ha JIe4eHHeTo TpsOBa Aa ce OOMHUCIH MO-YeCTO MPOCie/IBaHe Ha
IJII0KO03aTa B KPBBTA.

JuabeTHa KeToanuao3a

Penku ciydaun Ha nuabetHa keroanunosa (JKA), BKIFOYHTEITHO )KUBOTO3acTpallaBaniy 1 haTaiHu
Cllydyau, ca JOKJIaJBaHH [IPU MAallMeHTH, IeKyBaHU ¢ HHXHOuTOpY Ha SGLT2, BKIIOYUTETHO
kaHarnudIo3uH. B penuna ciryyan, CbCTOSIHUETO € OMIIO ¢ aTUIHMYHA U35Ba, CAMO C YMEPEHO
MOBHIIIEHN HUBA Ha TJIFOK03aTa B KphBTa, ox 14 mmol/l (250 mg/dl). He e usBectHo, naum € mo-
BeposaTHO /IKA na ce pa3Bue IpH Mo-BUCOKHU J103H KaHATTH()IO3UH.

PuckbT oT ArabeTHA KeToalu103a TPSOBa a ce MMa MPEABH/ B ClIydail Ha MOsiBa Ha HecTeu(DpUIHH
CUMITOMH KaToO TaJieHe, TOBPBhIIaHe, aHOPEKCHsI, KOpeMHa 00JIKa, TPEKOMEpHA Kaxk/a, 3aTPYIHEHO
JUIIane, 00bPKaHOCT, HeOOMUaitHa yMopa Wi ChHIUBOCT. [Ipu mosiBaTa Ha TE3U CUMIITOMU
MAIMEHTUTE TPSAOBA J1a Ce U3CJISABAT 3a KeToalu103a He3a0aBHO, HE3aBUCUMO OT HUBOTO Ha
TJIFOKO03aTa B KPBBTA.

[pu nanmentu, npu kouto JIKA ce momo3upa wi € IMarHoCTUIIMPAHA, ISYSHHETO C KaHATTTH(I031H
TpsI0Ba /1a ce MpeyCcTaHOBU He3a0aBHO.

JleuenneTo TpsAOBa Aa ce MPEKbCHE NPY MALUEHTH, KOUTO Ca XOCIUTAIM3UPAHHU 32 TOJIEMU
XUPYPTUYHU MPOLIETypH WU TIOpaIn OCTPU CEPUO3HU 3abosiBanus. M B 1BaTa ciryyasi IEYeHUETO C
KaHarM(II031H MOXKE /1a ce Bb30OHOBH, CJIe]] KATO ChbCTOSIHUETO HA MALMEHTa Ce CTa0MIU3UpA.

[Mpeau 3anouyBane Ha jieyeHne ¢ KaHArTH(I03KH TPsIOBa J1a ce B3eMar NpeABH] Te3U (aKkTH OT
aHaMHe3aTa Ha MAlHeHTa, KOUTO MOoraT Ja J0Be/aT J10 IPeAUCIO3ULIUS 3a KeToalu103a.

ITarmenTuTe, Mpu KOUTO UMa MO-BUCOK pHUCK OT JIKA, BKIIOUNTETHO NAIIEHTH C HUCHK
(hyHKIIMOHAJEH pe3epB Ha OeTa-KIIETKUTE (HalpuMep MalMeHTy ¢ quadeT THIl 2, ¢ HUCKHU HuBa Ha C-
HENTH] WIK JJATCHTEH aBTOMMYHEH auadeT nmpu Be3pacthu (Latent autoimmune diabetes in adults,
LADA), niv nanuenTy ¢ aHaMHe3a 3a TAaHKPEaTUT), allHeHTH ChC ChbCTOSIHHS, BOICIIH IO OTPaHUYEH
MIpUEM Ha XpaHa WIN TeXKa JeXuapaTalys, NalueHTd ¢ HaMaJeHa J103a Ha MHCYJIMHA U MTallueHTH ¢
MOBHUIIIEHA HYKJa OT HHCYJIUH [IOpasu OCTPO NPOTHYAIIa OOJIECT, ONepaLysl WM 310ynoTpeda ¢
ankoxod. [Ipu te3u nmarmentn SGLT2 naxubutopute TpsOBA @ ce MpHiIarar ¢ MOBUIIEHO BHUMaHUE.

He ce npenoppuBa 3ano4yBaHe OTHOBO Ha JieueHne ¢ nHxuoutop Ha SGLT2 npu nanueHTH ¢ aHaMHe3a
3a JIKA 1o Bpeme Ha sieuerne ¢ maxudburop Ha SGLT2, ocBeH ako He ce HaeHTH(UIINPA U OTCTPaHU
JIpyT HEABYCMHCIICH OTKIIIOUBAI (haKTop.



be3omacHocTTa M epUKacCHOCTTA HAa KaHATIH(IO3MH IPH MAIUEHTH ¢ 1ruadeT TiH | He ca yCTaHOBEHH
U KaHarmnQIIO3MH He TPAOBa /1a ce M3I0JI3Ba 3a JICUCHNE Ha MAIMEHTH ¢ 1uabet Tun 1. OrpanndeHu
JaHHU OT KIMHUYHH W3MUTBaHU 1oKa3Bat, ue JJKA Bb3HMKBA Haif-4ecTo, KOraTto NanydeHTH ¢ TuadeT
tun 1 ce nexysar ¢ naxudburopu Ha SGLT2

TloBumieH XeMaTOKPUT
[Ipu nevenne ¢ kanarudIO3KWH ce HAOIFO1aBa MOBUILICHUE B CTOMHOCTHTE Ha XEMaTOKPUTA (BIK.
Touka 4.8), 3aT0Ba ce mpernopbyBa MOBHUIIIEHO BHUMAHHUE MPH MAIMEHTH C BEUe ITOBUIIIEH XEMATOKPHT.

Crapuecka Bb3pacT (> 65 roaunau)

[TanuenTHTe B CTapyecka Bb3pacT ca U3JI0KCHH Ha TO-TOJISIM PUCK OT XUIIOBOJIEMUS U € TTO-BEPOSTHO
Ja ObJIaT JIEKYBaHH C TUYPETHUIIH, KAaKTO U J]a UMaT HapylieHa Oh0peuna pyakuus. [Ipu

MIAI[UCHTH > 75-TOIUIIIHA BB3PacT ce ChOOIIaBa 3a IMO-BUCOKA YeCTOTa Ha HEXeIIaHU PEaKIuy,
CBBP3aHH C XUIIOBOJEMUsI (HAapUMeEp 3aMaiiBaHe TPU U3IPaBSHE, OPTOCTATHYHA XUTIOTOHHS,
xunotonus). OCBEH TOBa ITPH TaKKBa MAI[MEHTH ¢a PETUCTPUPAHU O-ToJIeMHu HoHmxkeHus Ha eGFR
(Bx. Touku 4.2 u 4.8).

TI'eHuTanHy reO0MYHN I/IHQ}CKQI/II/I

B choTBeTCTBHE ¢ MeXaHM3Ma Ha HHXHOupane Ha Na+-rirroko3en korpancmoprep tum 2 (SGLT2) ¢
nosumena UGE, B KIMHUYHM POYYBaHUsSI ca PETHCTPHPAHU CIydad Ha BYJIBOBarMHaIHA KaHAWI03a
NIPY JKCHUTE ¥ OaJaHUT WM 0aTaHOMOCTUT NPU MBKeTe (Bk. Touka 4.8). [Ipu MbxeTe U )KEeHHTE ¢
aHaMHe3a Ha TeHUTAJTHN I'bOMYHH MH(EKINN CBHIIECTBYBA MO-TOJISIMA BEPOSTHOCT J1a PA3BUAT
uH}ekua. banaHut uim 6anaHOMOCTHUT Ce MOABABAT MPEIUMHO MPH HEOOps3aHUTE MbXke. B penku
ciIydad ce cho0IaBa 3a (pruMo3a U MOHAKOra ce N3BbpiIBa o0ps3Bane. [lo-romsmara yact ot
TeHUTATHUTE ThOWYHN MH(EKIINH ca JIEKyBaHU C JIOKATHU MMPOTHBOI'LOMYHH JIEKAPCTBA, IPEITHCAHH
WJIN OT MEJUIIMHCKH CIIEIIHAINCT, WK KaTo caMoJIeUeHre, KaTo ChIEBPEMEHHO CE MPOAbIDKABA
neuyenueto ¢ Invokana.

AmnyTaiuu Ha JJOJIHU KpaWHUIII
HabmronaBa ce yBennyaBaHe Ha CIIy9anTe Ha aMIIyTallMH Ha JOJICH KpaiHUK (ITPEIUMHO Ha MPbBCT)

MIPH MAI[UCHTH JICKYBaHU C KaHATTH(IO3MH B MTPOBEK AL CE JBITOCPOUYHU KIMHUYHH MTPOYYBAHUS C
KaHarM(JI03KMH IIPH MAIMEHTH ¢ THa0eT THII 2 ChC ChPAeUHOCHA0BO 3a0o0isaBane (CC3) uim ¢ BUCOK
puck ot CC3.

JIOKOJIKOTO OCHOBHUST MEXaHU3bM HE € YCTAHOBEH, PUCKOBHUTE (DaKTOPH 3a aMITyTalus, OCBEH
oOmuTe prcKkoBH (haKTOpH , HE ca U3BECTHU. BBIpekn ToBa, KaTo Mpeana3Ha MsIpka, TpsoBa J1a ce
0OMUCII BHUMATEIHO HAOJIOICHUE Ha MAIIMEHTH C I0-BUCOK PHCK OT aMITyTalusl U KOHCYJATHpaHe Ha
NAIMEHTHUTE 38 3HAYEHUETO HA PyTUHHUTE NMPOQMIAKTHYHH IPHKU 32 CThIIaNaTa U NOAIbPKAHETO Ha
aziekBaTHa xujpartanus. ChlIo Taka MOXe Jja c€ 0OMUCIIH CIIUPAHE Ha JICUEHUETO C KaHarIu(Io3uH
MIPH MALMEHTH, Pa3BWIN ChCTOSHHUSA, IPEAXOK AN aMITyTallusTa, KaTo 3Ba HA KO)KaTa Ha JOJTHUTE
KpaHuIH, HH(PEKLNS, OCTEOMUENTUT WK TaHTPEHA.

CobpreyHa HeAOCTATHYHOCT

OmutsT nipu knac |1 cnopen Hroliopkekara kapauonornyna acouuanus (New York Heart
Association, NYHA) e orpanndeH U JHIICBA OIUT B KIMHUYHH IIPOYYBAHUSA C KAHATITU(IO3MH TIPH
kiac [V mo NYHA.

JlabopaTtopHu H3cieABaHUs HA YPUHATA
ITopanu MexaHu3Ma Ha ACHCTBHUE, MALMCHTHTE, IIPUEMAIX KaHATTU(IIO31H, III¢ TaaaT MOJOKUTEICH
TECT 3a III0K03a B YpUHATA.

JIakT03HA HEMMIOHOCHMOCT

TabmeTkuTe ChIBPIKAT JIaKTO3a. [[aMeHTH ¢ penKy HaCIeACTBEHU IPOOJIeMH Ha TaJIaKTO3HA
HENOHOCUMOCT, Lapp nakraszeH AeUIuT WK rIrK030-TalakTo3Ha ManabcopOIust He TpsOBa 1a
pueMaT TO3H JIEKAPCTBEH MPOIYKT.




4.5 B3aumopneiicTBHe ¢ IPYrH JIeKAPCTBEHH MPOAYKTH M APYrd (JopMHU HA B3auMo/elicTBHE

(DaDMaKO JUHAMWYHNU BSHHMOHCﬁCTBHH

ﬂl/l ypemuyu

EdexTbT Ha KaHArMTH(I03WH MOKE JIa c€ HACTIOXKH KbM e()eKTa Ha TUYPETUIIUTE K MOXKE J]a YBEITUIH
pucka oT 00e3BOTHIBAHE U XUMOTOHHUS (BXK. TOuKa 4.4).

Hncynun u cekpemazoea

WHCYNMMHBT U CTUMYNIaTOPHUTE Ha MHCYJTMHOBATa CEKPELHsl, KaTo CyI(paHUIypetHn TPOU3BOIHH,
MoraT Ja Mpeau3BUKaT Xunoriukemus. ClneoBaTeTHO MOXKE /1a Ce HAJIOKH yIoTpedaTa Ha Mo-HUCKa
71032 MHCYJIMH WM CEKPEeTarora, 3a Jia ¢ HaMaJly PUCKBT OT XUIIOTJIMKEMHS, KOTaTo C€ U3I0I3Ba B
KoMOMHAIMs ¢ KaHarnudao3uH (Bx. Touku 4.2 u 4.8).

DapMaKOKMHETHYHN B3aMMOJICHCTBUSA

Edexmu na opyeu nexapcmeenu npooykmu 6opxy Kana2audiosun

MeTabomu3MbT Ha KaHArTH(IO3MH CE OCHIIECTBABA OCHOBHO Ype3 KOHIOTHPAHE C TIIIOKYPOHU/IH,
Meauupano ot Y Jd-rimrokyponnn tpancdepasure 1A9 (UGT1A9) u 2B4 (UGT2B4).
Kanarmudiosun ce tpancnoptupa oT P-rimkonporensa (P-gp) u mpoTerHa Ha pe3UCTEHTHOCT Ha pak
Ha repaara (Breast Cancer Resistance Protein, BCRP).

EnxsuMun nHAYKTOpH (KaTo sKBIT KaHTaproH [Hypericum perforatum], pudammuiwn, 6apourypaT,
(enuronH, kapbama3enuH, pUTOHABUD, eaBUPEHIL]) MOraT Ja JOBEAAT 10 HaMallsiBaHe Ha
eKcro3uuusiATa Ha KaHarinudiao3uH. Cien eTHOBPEMEHHO NPHIIOKEHNE Ha KaHArMu(I031H ¢
pudaMIuIyH (MHAYKTOP HA Pa3IMYHHA aKTHBHU TPAHCIIOPTEPH U JICKAPCTBOMETA0OTH3UPAIIH
eH3uMHu) ca HabmonaBanu 51% u 28% noHmwkenue Ha cuctemHara excriosunus (AUC) u
MakcuManHata KOHUeHTpalus (Cray) Ha KaHarmudao3uH. Te3n MOHWKEHNS B SKCIIO3ULUSTA Ha
KaHarTM(II03WH MOTaT Ja HaMalsIT ehUKAaCHOCTTA.

Axo TpsiOBa 1a Obje NpHIaraH KOMOMHUPAH HHAYKTOp Ha Te3u Y JID-rimokyponun Tpancdepasnu
€H3MMH U TPAHCIIOPTHHU NMPOTEUHU CHBMECTHO C KaHArIU(IIO3HH, CIIE/IBA JIa Ce MPOCie/sBa
TJIMKEMUYHUST KOHTPOJL, 32 JIa C€ HAIIPAaBU OlLICHKA Ha TEPAIEBTHYHHS OTTOBOP KbM KaHArMHA(IO31H.
Axo TpsOBa ga OBbAe MpUIarad HHAYKTOP Ha Te3u Y J|D-TaoKypoHIIT TpaHchepasHu eH3UMU
CBhBMECTHO ¢ KaHariau(I031H, MOXKe Ja ce OOMHUCITY yBeIn4YaBaHe Ha jo3ara 10 300 Mg BeaHbK
JTHEBHO, aKO MAIMCHTHTE MOHACTOSAIIEM MoHacsT kKaHaruduio3ud 100 Mg Be1HBK JHEBHO, HMAT
eGFR > 60 ml/min/1,73 m? wmu CrCl > 60 ml/min u ce Haara TOMbIHATEICH [THKEMIYCH KOHTPOIL.
Ipu nanmentu ¢ eGFR 45 ml/min/1,73 m? 0 eGFR < 60 ml/min/1,73 m? unu CrCl 45 ml/min xo
CrCI < 60 ml/min, npuemanu xanaraudaozua 100 Mg, KOUTO MOTy4aBaT ChBMECTHO JICUCHHE C
uHIyKTOp Ha Y JID-TImoKypoHMIT TpaHCcepa3HH EH3UMH U IIPH KOUTO ce Hajlara JOIbJIHUTEICH
TJIUKEeMUYEH KOHTPOJI, TPSOBa 1a ce OOMHCIIAT JPYTH TePaIiy, IOHMKABAIIH TIFOK03aTa (BXK.

Touku 4.2 u 4.4).

XOHCCTI/IpaMI/IH MOXKE€ IMIOTCHIHWAJIHO Ja HaMaJIN €KCIIO3UIMsATA Ha KaHaFHI/Iq)HO?)I/IH. HpI/IeM'bT Ha
KaHaru(Io3uH TPsIOBa J1a CTaHE MOHE STUH Yac Tpean Wiu 4-6 yaca clie/l MPUIaraneTo Ha
CCKBCCTPAHT HaA XJIBbYHUTC KUCCJIIMHH, 3a Aa CC CBEAC 10 MUHUMYM BB3MOKHOTO IIOBJIMBAHE Ha
abcopOIusTa.

[IpoyuBanusTa 3a TeKapCTBEHH B3aUMOJICHCTBUS 1aBaT OCHOBAHHUE JIa CE MPEAIOI0KH, U
(hapMakoKMHETHKATa Ha KaHArTH(I03WH HE Ce TIOBJHSIBA OT MET(HOPMHUH, XHUAPOXIOPOTHAZH]I,
NepOpaIHU KOHTPALETITHBH (€THHUIIECTPAINOI U JIEBOHOPTECTPOI), HUKIOCIOPHUH H/UIH
npobeHenu.

Edexmu na kanaznugnosun evpxy opyeu aexkapcmeenu npooyKmu

Huzoxcun: Kombunanusara ot 300 mg kanarnugio3uH BeAHBK JHEBHO B IPOIBIDKEHIE HA 7 THH C
enquHuvHa no3a 0,5 Mg nurokcuH, nociaeasanu ot 0,25 My IHEBHO B MPOIBIKEHHUE HA 6 THU BOAU JIO
20% yBenmuenune Ha AUC u 36% yBenmmuenne Ha Cpgy Ha JUTOKCHH, JBJDKAIIO CE BEPOATHO HA
uHxuOupane Ha P-rmukonporenna. HabnronaBano e, ue kaHarnuguio3nH HHXuOupa P-rimmkonporena




in vitro. ITareHTHTE, PUEMAIIH TUTOKCUH WK IPYTH ChPACYHH TIMKO3UIH (HATIPHMED
TUTUTOKCHH), TPsAOBa 1a ObaT HAOII0JaBaH! aIeKBATHO.

Habueampan: EQEKTHT OT CbBMECTHOTO NpUJIaraHe Ha KaHariauguosuH (ciad P-gp nHxubuTop) BbpXy
nmaburarpan eTexcuiar (cyocrpar Ha P-gp) He e mpoyduBaH. Thil KaTO KOHIICHTPAITMUTE HA TaOUTraTpaH
MOJKE J1a ce YBEJIHYaT B IPUCHCTBHE HA KaHATIN(IIO3MH, € HEOOXOANMO MpOocieIBane (3a MpU3HaIN
Ha KbPBEHE WM aHEMHS), KOTaTo Jadurarpan ce KOMOMHMpA ¢ KaHATIH(IO3HUH.

Cumeacmamun: KomoOunarusata ot 300 mg kaHarudio3uH BeJHBK JHEBHO B MPOIBIDKEHHUE HA 6 JHH
¢ enuanyHa go3a cumBactaTiH (CYP3A4 cyberpat) 40 mg Bogu no 12% ysennuenue Ha AUC u 9%
yBenmmueHne Ha Cpy Ha cuMBacTaTH U 18% yBennuenue Ha AUC u 26% yBenmueHue Ha Cpyy Ha
CHMBACTaTHHOBATA KHCEIMHA. Y BEJINUCHUETO Ha EKCIIO3UIIMATa Ha CUMBACTATHH U CHMBAaCTaATHHOBA
KHCEIIMHA HE CC CUMTA 33 KIIMHUYHO 3HAYKMO.

He moxe na 6pae nzkimodeno naxubupane Ha BCRP ot kanarnmdmo3nH Ha HHTECTUHAITHO HUBO U
CJIEZIOBATEITHO MOJKE J1a Bh3HUKHE YBEJINYCHA CKCIIO3UIINS TIPH JICKAPCTBEHHU MPOJIYKTH,
tparcnoptupanu ot BCRP, HarpuMep HIKOM CTAaTHHU KAaTO PO3YBACTATHH U HIKOU MTPOTHBOPAKOBH
JIEKapCTBEHU IIPOJYKTH.

[Ipu npoyuBaHus 3a TeKapCTBEHU B3aUMOJICHCTBUS, KAHTTTU(O3KH B CTAIIMOHAPHO CHCTOSIHUE HAMA
KJIMHAYHO 3HaYUM €(eKT BbpXY (papMaKOKWHETHKaTa Ha MET(OPMHH, IEPOPATHU KOHTPALICTITUBH
(EeTHHMIIECTPANOI U JIEBOHOPTECTPOI), INTHOCHKIIAMU, NTapalieTaMol, XUAPOXIOPOTHAZH WIIN

BapdapuH.

BuaunsgHue Ha IeKapCTBOTO BHPXY PE3YITATUTE OT TA00PATOPHU M3CICABAHHUS

1,5-AG mecm

[MToBuIIaBaHeTO Ha EKCKPEIUTA Ha TIII0K03a B ypUHATA MPH IpreM Ha Invokana mosxke na maie
(hamuBo Mo-HUCKK HUBA Ha 1,5-anxuapornyuron (1,5-AG) u na HarpaBu u3MepBanusaTa Ha 1,5-AG
HEHAJICXKTHU TIPU OIICHKATa Ha MIMKeMUYHYsI KOHTpOIL. ETo 3a10, He TpssOBa 1a ObJaT N3MOJI3BaHH
1,5-AG TecToBe 3a OICHKA HA TIIMKEMUYHHS KOHTPOJI IPY MAIMEHTH Ha KaHari(I03uH. 3a oBeue
o JpOOHOCTH € MPEMOPBUUTEITHO JIa CE OCHIECTBH KOHTAKT ChC CHOTBETHHUS IPOU3BOIUTEN Ha 1,5-
AG Tecra.

4.6 @epTHauTeT, GPEMEHHOCT U KbPMEHe

Bbpemennoct
JlunicBar nanHM OT ynoTpedaTa Ha KaHArU(IIO3uH PU OpeMeHHU JkeHu. [IpoyuBaHusTa Ipu

JKMBOTHH MOKa3BaT PEMPOIYKTHBHA TOKCUYHOCT (BXK. TOUKa 5.3).

Kanarnmudno3un He TpsOBa 1a ce mpuiiara 1o BpeMe Ha OpeMeHHocT. Korato ce ycraHoBu
OpEMEHHOCT, JICUCHHETO C KaHATTH(IIO3HH TPSOBA Ja ce MPeyCTaHOBH.

Kopmene
He e u3BecTHO manu kaHarmu(I03UH W/ WK HETOBUTE META0OJUTH CE EKCKPETHPAT B KbpMara.

HanmnyanTe hapmakoanHAMUYHNA/TOKCUKOJIOTUYHY JJAHHU TIPH XKUBOTHH MOKA3BaT €KCKPEIHS Ha
KaHarM()I031MH/METa00IUTUTE B MIITKOTO, KAKTO U ()apMaKOJIOTHYHO MEAUUpaHu e(heKTH B
KBbPMEHOTO TTOKOJICHHE U TIPU MIIaJIH ILTBXOBE, N3JI0KEHH HA KaHATTUQIIO3WH (BXK. Touka 5.3). He
MOXKe J]a ce M3KIIIOYH PHCK 32 HOBOpOJeHUTe/KbpMaderaTa. Kanarnmmgo3us He TpsiOBa Jia ce mpuiiara
B [IEpUOJIa HA KbPMEHE.

DepTunuTer
EdexrsT Ha kaHarmnI03uH BbpXy GEPTHINTETA IIPU X0pa He € mpoyuBaH. He e HabiromaBano

BIIMSTHHE BBPXY (pepTUIIUTETa IPH MPOYYBaHMUS IIPH )KUBOTHHU (BXK. TOUKa 5.3).



4.7 EdexTu BbpXy CIOCOOHOCTTA 3a modupaHe U padoTa ¢ MAIIMHU

Kanarnudno3un He NOBNMsIBa WK MOBJIKSABA MPEHEOPEIKUMO CIIOCOOHOCTTA 3a odupaHe U padboTa ¢
MalluHYA. BbIpeku ToBa, manueHTuTe TpsOBa Ja ObJaT NpeaynpekIaBaHy 3a prUcKa OT
XHIOTJIMKEMUS, KOTaTO KaHATIH(IO3MHCE N30I3BA KaTO JOMBIHUTENHA Tepanus KbM HHCYJIHH HIIH
CEeKpeTarora, 1 3a IMOBHIICH PUCK OT HEXEJIAH! PEaKIiH, CBhP3aHU C XHITOBOJIEMUSI, KaTO 3aMaiiBaHe
npu u3npassiHe (Bx. Touku 4.2, 4.4 u 4.8).

4.8 Hexenanm JiekapcTBeHH peaKuu

O606uienre Ha npoduna Ha Ge30MacCHOCT

Bbe3omacHocTTa Ha KaHaraugo3uH ¢ oreHena npu 10 285 narwenTu ¢ quadet THIl 2, BKIIFOYUTEIHO

3 139 naumenTy, ekyBanu ¢ kanariaudaozud 100 mg u 3 506 nanuenTH, JeKyBaH! ¢ KaHATTU(IO03HH
300 mg, KouTO ca MpUeMaH JIEKapCTBEHHS MPOAYKT B A€BET IBOMHOCIENN, KOHTPOIUPAHH KIMHUIHU
npoyuBanus dasa 3.

OcHoBHara olleHKa Ha 0€30MaCHOCTTa U TIOHOCHMOCTTA € MpoBeJieHa B cOopeH aHanm3 (N = 2 313) Ha
YeTHPH 26-CeAMUYHU TIae00-KOHTPOIHPAHH KIMHUYHU POYyYBaHHs (MOHOTEpAHs 1
JIOTIBJIHUTEITHA TepaIus KbM MeTHOPMHUH, METHOPMHUH | CyJI(HaHUITYPEHHO TPOU3BOIHO U
MeThOPMUH U MTUOTIINTA30H). Hail-uecTo choOlaBaHuTe HeXKEIaHU PEaKIMH 10 BpeMe Ha JICUCHHETO
Ca XUTOTJIMKEMUsI B KOMOHMHAITUS C HHCYJIUH WU CYJI(paHUITypPEHHO MPOU3BO/THO, BYJIBOBArMHAIHA
KaH1 1033, HHEKIMs Ha MTMKOYHUTE IIBTHILA U ITOJIMYPHUS K TOJaKuypHs (T.€. YeCTO YPUHUPAHE).
Hexenanute peakiium, BOACIIH 10 MPEKpaTsBaHe Ha JedeHueTo npu > 0,5% OT BCHYKH JICKYBaHHU C
KaHarmM(hI03WH NAIeHTH B Te3H MIPOyYBaHUs, ca ByJIBOBarnHamHa kauauaosa (0,7% oT xxeHuTe) u
6amanut unu 6amanonoctut (0,5% oT MBxkeTe). OB IHUTETHN aHaIN31 Ha 6€30MMacHOCTTa
(BKJTIOYMTEIHO ABITOCPOYHH NaHHH) OT JaHHHM B IsJ1aTa Iporpama ¢ KaHariauduios3uH (riamneo- u
aKTUBHO-KOHTPOJINPAHH MTPOYYBAHUS) ca MPOBEACHHM 3a ONpeeITHE Ha PETUCTPUPAHUTE HEXEIIaH!
ChOUTHSL, C e HACHTU(UIMpPaHe Ha HeXeTaHu peakiyu (Bxk. Tadbmuna 1) (Bx. Touku 4.2 u 4.4).

TabnudeH CUMCHK HA HEXKEIAHUTE PEaKIIuu

Hexenanute peakiuu B Tabmuma 1 ce 0CHOBaBaT Ha COOpPEH aHAIN3 Ha YeTUpUTE 26-CeAMUIHU
m1ane0o0-KoHTpoaupanu npoydsanus (N = 2 313), onucanu no-rope. Hexxenanure peakiuu,
CHOOIIEHN TIPH ITOCTMApKETHHTOBaTa yrmoTpeda Ha KaHarIu¢IIO3WH B CBETOBEH MaIad, ChIIo ca
BKIIFOUCHH B Ta3u Tabnuia. Hexxenanure peakiuu, n30pOCHU T0-/10ITy, ca KIaCU(PHUIIMPAHH IO YECTOTa
u cucremo-opraren kiac (COK). Kareropuure 3a 4ectora ce ONpeaessT ChIIIaCHO CleIHaTa
KOHBEHIHS: MHOTO YecTd (> 1/10), wectn (> 1/100 mo < 1/10), mewectu (> 1/1 000 mo < 1/100), peaxu
(> 1/10 000 mo < 1/1 000), muoro pemku (< 1/10 000), ¢ Hen3BecTHA YecTOTa (HE MOXKE Ja ObJe
OIICHEHA OT HATMYHUTE JIAHHH ).

Ta6auma 1: Tadamyen cnuchbk Ha Hexkenanute peakuun (MedDRA) ot miiane6o-
KOHTPOJIHPAHHU MPOYYIBAHUS" H OT MOCTMAPKETHHIOBHUSI OITAT

CucreMo-oprasen kJjac Hexesana peakuus

UYecroTa

Hapywenus na umynnama cucmema

penKu | AnapunaktiuHa peakius

Hapywenus na memabonuzma u XxpaneHemo

MHOTO 4eCTH XUIMOTrIMKeMus: B KOMOMHANUS ¢ MHCYJINH WIN

cyndaHnITypeitHO TPONU3BOIHO

HEYECTH Jexunpararus™

penku JnabeTHa KeToaImg03a™**
Hapywenus na Hepsnama cucmema

HEUYEeCTH | OprocratiuHO 3aMaiiBaHe®, CHHKOIT™

Cv0o6u nHapyuwienus
HEYECTH | XMNOTOHUS™, OPTOCTATHYHA XHIIOTOHUS™




Cmomawtno-upesnu napyuieHus

4ECTH | Konctunanus, xax/ia’, rageHe
Hapywenus na Koxcama u n0OKOICHAMA MbKaAH

HEYeCTH OGpuB”, ypTUKapust

pEIKU Anrunoenem”

Hapywenus na MycKynHo-CKellemHama cucmema u CbeOUHUmeHama mvKan

HEUYEeCTH | Koctra ¢paxTypa”

Hapywenua na 6vopeyume u nukounume nomuua

4ecTH [Monuypust WK MOTAKUYPUSL , HHPEKIHs Ha

MUKOYHHUTE ITBTUIIA (MHETOHE(PPUT U yPOCETICUC
ca ChOOILEHU TTPH TOCTMapKETUHIOBa YyIOTpeOa)

HEYECTH brbpeuna HemoCTaTHYHOCT (HAN-4eCTO B

YCIIOBHUSITA Ha XUITOBOJIEMHUSI)

Hapymenuﬂ Ha ewnpouseodumeﬂnama cucmema u z%pdama

MHOI'0O YECTHU BysBoBaruHaiHa Kananmo3a** ™

4ECTH Bananut nim 6anaHonoctur* >

H3zcneosanusn

4eCTH JlucnunuaeMust”, MOBUILCH XeMaTOKPHT**"
HEYECTH [MoBuIlICH KpeaTHHHUH B KPBbBTa™* ™, MoBHIIEHA

ypest B KppBTa**”, MOBUIIICH KaJHii B KpbBTA**™,
nosuieH Gpocdar B KppBTa"

Xupypzuuecku u meOUyUHCKU UHmMepP8eHyUU

HEYECTH AmnyTanus Ha JOJNEH KpalHUK (IPEeAUMHO Ha

NPBCT), 0COOCHO MPHU MAUEHTH ¢ BUCOK PHCK OT
ChpCYHO 3200IIBaHE

Fk

=

CBBP3aHO ¢ XUIOBOJIEMHUS], BIDKTE TouKa 4.4,

Bmxre Touka 4.4.

IIpodumure 3a 6€30MaCHOCT CHITACHO AAaHHUTE OT OTACIHUTE OCHOBHU IIPOYYBAHUS (BKJIIOUUTEIIHO IPOYIBAHUS IIPU
TIAIUEHTH C yMepeHo OBOPEedHo yBpekaaHe, 0-Bb3pACTHHU ManueHTH [> 55 rogunn no < 80 rognHu], manueHTy ¢
TIOBUIIIECH ChPACYHO-CHIOB PUCK) KAaTO IS0 CHBHAJAT C HEXEJIAHNTE JICKAPCTBEHH PEaKIUH, TIOCOUCHH B Ta3H
Tabnuna.

JKaxxia BKITIOYBA TEPMHUHHTE XKaX /[, CyX0Ta B ycTaTa U MOJIUIANIICHS.

OOpuB BKJIIOYBAa TEPMHUHUTE €PUTEMaTO3eH 00pUB, reHepaIn3upan 00pHB, MaKyJI03eH 00pUB, MaKyJIONAITyJI03¢H
00puB, MaIy1o3eH 00pUB, CHPOSI 0OPUB, IyCTYI03¢H OOPUB U BE3UKYIIO3EH 0OPHUB.

Bb3 0cHOBa Ha TOCTMapKETHHIOBHS OIUT C KaHATTIH(IIO3MH.

Kocrna ¢paxrypa ce crobmana npu 0,7% u 0,6% cpoTBeTHO 32 KaHarmugro3uH 100 mg u 300 mg, B cpaBHEeHHE C
0,3% 3a mane6o. Bruxre pazaen koctHa GpakTypa M0-I0J1y 33 JOIBJIHUTEIHA HHOPMALIHS.

Tommypust win nmonaknypus BKIIOYBAa TEPMUHUTE ITOJIMYPHS, TOJAKUYPUS, TIO3UBH 32 yPUHHUPAHE, HOKTYPHS U
yBEJIMYaBaHE OTAEISTHETO HA YpHUHA.

BynBoBarunanHa kaHAMI03a BKIIOYBA TEPMHUHHUTE BYJIBOBarMHAIHA KaHANI03a, BYJIBOBarHHAIHA I'bOMYHA HH(EKINS,
BYJIBOBarHHUT, BarMHAIHA MH(EKIMS, ByJIBUT U TeHUTAIHA I'bONYHA HHPEKIV.

bananut uny 6anaHONOCTHUT BKIIIOUBA TEPMUHUTE OalaHUT, 0aJaHOMOCTUT, KAHAWAO3CH OalaHUT ¥ TeHUTaTHA
re0ndHa nH}EKIHs.

CpeanuTe MPOLEHTHH YBEIMYCHHS OT n3XxoaHoTo HIBO npH 100 mg n 300 mg xanarnudio3uH cnpsiMo 1iareo,
CBHOTBETHO, ca 3a 0011 xosectepoi 3,4% u 5,2% copsamo 0,9%; 3a HDL-xonecrepoin 9,4% u 10,3% crpsamo 4,0%; 3a
LDL-xonecrepon 5,7% u 9,3% cnpsamo 1,3%; 3a ne-HDL-xonectepon 2,2% u 4,4% crpsamo 0,7%; 3a Tpurnunepuan
2,4% un 0,0% crpsimo 7,6%.

CpenHuTte IPOMEHH OT U3XOJIHOTO HMBO Ha XxeMaTokpuTa ca 2,4% u 2,5% npu 100 mg u 300 mg xanarnugIosus,
CBOTBETHO, B cpaBHeHue ¢ 0,0% npu marne6o rpymnara.

CpennuTe MPOLEHTHH IPOMEHH OT U3XOJHOTO HUBO Ha KpeatuHuHa ca 2,8% u 4,0% npu 100 mg 1 300 mg
KaHarM(IIO31H, ChOTBETHO, B cpaBHEHHeE ¢ 1,5% npu mianebo rpynara.

Cpennure NpOLEHTHU IPOMEHH OT U3XOJHOTO HUBO Ha KpbBHaTa ypes ca 17,1% u 18,0% npu 100 mg u 300 mg
KaHaran¢Io3uH, ChOTBETHO, B CpaBHEeHHE ¢ 2,7% mpu miaebo rpymnara.

Cpennure NPOLEHTHU IPOMEHH OT U3XOJHOTO HUBO Ha Kanus B KpbBTa ca 0,5% u 1,0% npu 100 mg u 300 mg
KaHarau(I03uH, ChOTBETHO, B cpaBHeHue ¢ 0,6% mpu mianebo rpymara.
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CpenHuTe MIPOLIEHTHH IIPOMEHH OT W3XO0JIHOTO HUBO Ha cepyMHHA docdar ca 3,6% u 5,1% mpu 100 mg u 300 mg
KaHaraudI03uH, B cpaBHeHue ¢ 1,5% npu mnanebo rpymara.

Onrcanre Ha N30paHU HEXKETIAHU PEAKITUU
Heoicenanu peakyuu, c6vp3any ¢ Xunogoaiemusl

B cOopHus ananus Ha yeTupu 26-ceIMUYHH, TUIale00-KOHTPOIMPAHU IPOYyYBaHHSA, YECTOTAaTa Ha
BCHYKH HEKEJIaHN PEaKLUH, CBbP3aHH C XMIIOBOJIEMUs (HallpuMep 3aMaliBaHe TPH U3MpaBsHE,
OpPTOCTATUYHA XUTIOTOHHUSI, XUTIOTOHUS, JIeXUaparaiys u cuakon) e 1,2% 3a kanarnmdnozud 100 mg,
1,3% 3a xanarmudaoszun 300 mg u 1,1% 3a miane6o. YectoTara npu jedeHre ¢ KaHarmu(iIo3uH B
JIBETE aKTUBHO-KOHTPOJIMPAHH POYYBAHUS € CXOIHA C Ta3U IIPU CPABHUTEITHUS MPOTYKT.

B cnennanHoTo nmpoy4BaHe o OTHOLIEHHE Ha ChbPACYHOCHA0BATA CUCTEMA, KbAETO NAlMEHTUTE KaTo
ISUI0 €A MO-BB3PACTHH U C IO-BUCOK MPOLIEHT Ha YCIOKHEHUS Ha AuadeTa, 4ecToTara Ha HeXXelaH!
peakiuu, CBbp3aHu ¢ xumnososiemus e 2,8% npu kanarnuduo3un 100 mg, 4,6% npu kaHarmugo3nH
300 mg u 1,9% npu nnauebo.

3a olleHKa Ha pUCKOBHTE (DAKTOPH 3a TE3U HEXKETaHU PEaKIfH, € IPOBEJICH MO-IUPOK COOpEeH aHaN3
(N =9 439) Ha marMeHTH OT 0CEM KOHTPOJIUPAHH MPoyuBaHus (asza 3 ¢ aBeTe J031 KaHATTH(IO3MH.
B T03u cOopeH aHamu3 NalMeHTUTe Ha OPUMKOBY TWYPETHIIH, TAallneHTH ¢ n3xonHa eGFR ot

30 ml/min/1,73 m? xo < 60 ml/min/1,73 m? 1 marmenTr > 75-TOMIIHA BE3PACT OOUKHOBEHO Ca C IO~
BHCOKa YeCTOTA Ha TE3W HEeXelaH! peakiuu. [Ipu manyeHTH Ha OpPUMKOBH JUYPETHIIN CITyYauTe ca
3,2% npu kanarnugnoszud 100 mg u 8,8% npu kanarmugnozud 300 mg B cpaBHeHue ¢ 4,7% B
KOHTposHaTa rpymna. [Ipu nanuentu ¢ uzxoana eGFR ot 30 ml/min/1,73 m? o < 60 ml/min/1,73 m?
ciyuante ca 4,8% npu kanarimudnozud 100 mg u 8,1% npu kanarmmdiaoznd 300 mg B cpaBHEHHE €
2,6% B xonTponHata rpyna. [Ipu manuentu > 75-rogumHa Be3pact ciaydante ca 4,9% npu
kanariudnaozus 100 mg u 8,7% npu kanaraudnozun 300 mg B cpaBHenue ¢ 2,6% B KOHTPOJIHATA
rpymna (Bx. Touku 4.2 u 4.4).

B CIICIIUAJIHOTO IMPOYYBAHC IO OTHOLMICHUC HA CHhPACUYHO-CBAOBATA CUCTEMA U MO-TOJICMUS C60pCH
aHaJIn3 HE CC Ha6n}ozxaBa YBEJIMYaBaHE HA CJIIy4auTe C IPCYCTAaHOBABAHC Ha TCpanuATa C
KaHaFJII/I(i)HO3I/IH nmopaau HEXEJIIaHU pE€aKlIun, CBbpP3aHU C XUIIOBOJIEMUA, U CEPUO3HU HEXKCIIAaHU
peaKkiun, CBbpP3aHU C XUIIOBOJICMUL.

Xunoenukemus npu OONbAHUMENHA MePAnUs KbM UHCYIUH U ceKpemazo2a

UecToTara Ha XUTIOTJIMKEMUS € HUCKa (0KoJ0 4%) B TPYIIUTE HA JeUeHUE, BKIIFOUYUTEITHO T1ane6o,
KOTaTo C€ M3I0JI3Ba KATO MOHOTEPAITHS WM KaTO JIOTBIHeHUE KbM MeT(hopMuH. Korato
KaHarIM(JI03MH ce 100aBs KbM JICUCHHE C MHCYJIMH, XUIIOTJIMKeMUs ce HaOronasa mpu 49,3%, 48,2%
u 36,8% OT manueHTuTe, JeKyBaHu cboTBeTHO ¢ kKaHariuduo3un 100 mg, kanarmdnosun 300 mg u
rrane0o, a TeXXKa XUNorinukemus ce Habmroaasa mpu 1,8%, 2,7%, u 2,5% oT nanueHTure, JIeKyBaHH
cboTBeTHO ¢ Kanarnuduosun 100 mg, kanarmudiaozus 300 mg u iane6o. Korato kanarnugosux e
J100aBEH KbM JICUCHHUE ChC CYI(PaHIITypeHHO IPOU3BOIHO, XUIIOTTIMKEMUs ce Habmonasa pu 4,1%,
12,5% u 5,8% oT nanueHTHTE, JEKYBaHH CHOTBETHO ¢ KaHarnuduosua 100 mg, kanarmuduo3ux

300 mg u nmane6o (Bx. Touku 4.2 u 4.5).

Tenumannu evbuunu ungexyuu

BynBoBaruHanHa KaHaKu03a (BKIIOYUTEIHO BYJTBOBATMHUT U BYJIBOBAarvHaIHA IOUYHA UHPEKIHS)

ce crobmana mpu 10,4% u 11,4% oT eHute, JeKyBaHH ChOTBeTHO ¢ Kanarnmuduo3un 100 mg u ¢
kanariudnozun 300 mg, B cpaBHeHUeE ¢ 3,2% npu narueHTK Ha mane6o. [ToBeueto ciayvan Ha
BYJIBOBAarMHAIHA KaHIM103a HACTHIIBAT MPE3 MBPBUTE YSTHPH MECela Ha JICUCHHE ¢ KaHATTH(I03KH.
Cpen manueHTKUTe, IpreMaIiu kanarnuduiosuH, 2,3% ca ¢ moBede ot eaHa nHdeknus. O6mo 0,7% ot
BCHUYKH MAIMECHTKHU ca MPEYCTAaHOBU/IM IIPHUEMa Ha KaHArIu(IIO3UH MOpaIy BYJIBOBarnHaIHA
KaHau03a (BXK. Touka 4.4).

Kangunosen 6ananut unn 6aaHONIOCTUT ce peructpupa mpu 4,2% u 3,7% oT MbxeTe, TIeKyBaHU
cboTBeTHO ¢ Kanarnuduosnn 100 mg u ¢ kanarnudnozun 300 mg, B cpaBaenue ¢ 0,6% npu maueHTn
Ha riane6o. Cpen Mpxere, mprueManty kKanaraudiaosus, 0,9% ca nmany noBeye oT eqHa HHPEKIHS.
0610 0,5% ca npeycTaHOBHIIY MpUeMa Ha KaHATrTU(IIO31H MTOPaan KaHAUI03¢H OaTaHUuT WU
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bamanomocTuT. B peaku ciydan ce cro01aBa 3a Gprumo3a 1 MoHSAKOTa ce H3BLPINBa 00ps3BaHe. (BXK.
Touka 4.4).

Ungexyuu na nukounume nvmuwa

WHpekiun Ha MMKOYHKUTE IBTHIIA CE ChOOMIABAT Mo-yecTo npu KaHaraudsiosua 100 mg u 300 mg
(5,9% cnpsimo 4,3%) B cpaBuenue ¢ 4,0% npu miane6o. I[Toeueto nHMEKIHMK ca JICKH 0 YMEPEHH,
0e3 yBeTMUCHHE Ha MOSIBATA HA CEPHO3HHU HEXKETaH! peakiuu. [TallueHTUTe ce MOBIHIBAT OT
CTaH/IAPTHUTE JICICHHS, KATO CHIIEBPEMEHHO MPOIbIDKABAT JICUCHUETO ¢ KaHATTH()IIO3HH.

Kocmna ¢ppaxmypa

[Ipu npoy4BaHe 10 OTHOLICHHUE HA CHPACYHO-CHI0BATA cUCTeMa pH 4 327 MalueHTH, C yCTaHOBEH
WJIH BUCOK ChPACYHO-CHIOB PUCK, UeCTOTaTa Ha KOCTHUTE (pakrypu ¢ 1,6; 1,6 u 1,1 Ha

100 manueHTOroAMHN eKCIO3UIKs ChOTBETHO 32 KaHarnudguiosus 100 mg, kanarmudiaozud 300 mg u
iane6o, ¢ qucbanalc Ha GppakTypuTe, TbPBOHAYAIHO MOSBWI C€ B PAMKHTE Ha ITbPBHUTE 26 CEAMULIH
ot jedeHueTo. [Ipu npyru nmpoydBaHus O OTHOIIEHUE HA AMA0ET TUIl 2 ¢ KaHArau(IIO3uH, B KOUTO €
BKJIFOUCHA 00111 momyJamus oT npuoausutento 5 800 manuenTH ¢ AuabeT, He ce HaOJr0qaBa pa3anKa
B pUcKa OT (ppakTypu B cpaBHeHHE ¢ KoHTponute. Ciex 104 cenmuny Ha JeyeHre, KaHarau(Io31uH He
MIOBJIHSIBA HEOIArOMPUATHO KOCTHATA MUHEPAIIHA ITHTHOCT.

CrenyaiHy monyJaauu

Cmapuecka 6vb3pacm (> 65 coounu)

B cOopen aHaaM3 Ha JaHHUTE OT OCEM IUIAIc00-KOHTPOIMPAHU U KOHTPOJUPAHU C aKTHBHO BEIIECTBO
pOy4BaHUs MPOGUITHT HA OE30MACHOCT MPU MANUEHTH B CTAPUYECKA BB3PACT KATO IS0 ChBMAA C
TO3M MIPU TO-MJIaUTe NanueHTH. [TaiuenTy > 75-rouiHa Bh3pacT UMaT Mo-BHCOKA YECTOTa Ha
HEXEJIAaHU PeaKIii, CBbP3aHH ¢ XMITOBOJEMHUS (KaTo 3aMaiiBaHe IIPU U3IIPaBsIHE, OPTOCTATHYHA
XHUIIOTOHUS, XUITOTOHUS) ¢ yecToTta 4,9%, 8,7% u 2,6% chorBeTHO 3a KaHarauduo3un 100 mg,
kaHarmudosud 300 mg u B koHTpoaHaTa Tpyna. CrobuieHo e nonmwkenue Ha EGFR (-3,6% u -5,2%)

npu kaHarnmudrozud 100 mg u 300 mg, B cpaBHeHue ¢ KOHTponHaTa rpymna (-3,0%) (Bx. Touku 4.2 u
4.4).

Bwbpeuno yepexcdane (€GFR < 60 ml/min/1,73 m? wiu CrCl < 60 ml/min)

[Manpentn ¢ u3xoxsa €GFR < 60 ml/min/1,73 m? wm CrCl < 60 ml/min umar no-Bucoka yectora Ha
HEKEJIaHU PEaKIiH, CBbP3aHU C XUIIOBOJIeMHs (HarpuMep 3aMaiiBaHe MPH M3IPaBsHEe, OPTOCTaTHYHA
XUTOTOHUS, XUTTOTOHUS) ¢ yectoTta 4,7%, 8,1% u 1,5% crorBeTHO 32 Kanarmudio3ua 100 mg,
kaHarudaosua 300 mg u miane6o (Bx. Touku 4.2 u 4.4).

OO1miara 4ecToTa Ha MOBUIIIABAHE HA CEPYMHHUSI KA ¢ MO-BUCOKA TPH MAI[CHTH ¢ yMepeHa
0b0peuna HegocraTpuHoCT — 7,5%, 12,3% u 8,1% choTBeTHO 32 KaHarmuduiozun 100 mg,
kanarndaozua 300 mg u miane6o. Karo 115010, moBUIlIeHUsITa ca IPEXOAHU U HE U3UCKBAT
CIIELIUAIIHO JICUECHHUE.

[MoBumienue Ha cepymuus kpeatunuH ¢ 10-11% u va BUN ¢ okono 12% ce HaOmoaBa v pu 1BeTe
n031 KaHarh03uH. ITpoleHThT Ha MAlMEHTHTE ¢ TIO-rojIsiMo moHmkeHne Ha eGFR (> 30%) BbB
BCEKH MOMEHT 110 Bpeme Ha nedenneto € 9,3%, 12,2% u 4,9% cvoTtBeTHO 32 kaHarmudmo3ud 100 mg,
kanarmudaosua 300 mg u mane6o. B kpailiHaTa Touka Ha npoy4BaHeTo 3,0% OT MalMeHTHTE,
nexkyBanu ¢ kaHarnugnozun 100 mg, 4,0% nexysanu ¢ kanarnmudnozud 300 mg, u 3,3% c mnamebo ca
UMalld TaKoBa MmoHmkKenue (Bx. Touka 4.4).

Cpo0111aBaHe Ha MOA03UPAHA HEXKETAHHN PEAKITHH
Cro0maBaHeTo Ha MOIO3UPAHU HEXKEITAHU PEaKIIMU CIIC]] pa3peliaBaHe 3a yrnorpeda Ha JISKapCTBEHUS

MPOAYKT € BakHO. ToBa 1M03BOJIsBA Ja MIPOIBIKH HAOIOICHUETO Ha ChOTHOIIICHUETO I0JI3a/PUCK 32
JICKapCTBEHUS MPOAyKT. OT MEIUIIMHCKUTE CIICHUAINCTH CE€ U3UCKBA Ja ChOOIIaBaT BCsKa
MOI03MpaHa HeXKEIIaHa Peakilys Ipe3 HallOHaTHA CUCTEMa 3a ChOOIIaBaHe, ITOCOYCHA B

[punoxenue V.
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4.9 Ilpeno3upane

Enunnuann no3u go 1 600 mg kanarnmudao3ud npu 3apaBu 1oopoBoiny 1 kanaraugaosun 300 mg aBa
I'BTU THEBHO B MPOABIDKEHNE HA 12 ceAMULIU IPH NAlMEHTH C JUaleT THI 2 00MKHOBEHO CE MOHACST
nmoope.

Tepanus
B ciryaif Ha ipero3upane € MOIXO A0 a Ce MpeaIprueMaT OOMIaiHATE TTOAIBPKAIITA MEPKH, KaTO

OTCTpaHsIBaHE HAa HeaOCOpOUpaHHs MaTepra OT CTOMANTHO-UPEBHUS TPAKT, KIMHUYHO HAOIIOICHNE,
CUMITOMATHYHA Tepamus, ako € HeoOXoanuMo. EnuMuHMpaneTo Ha KaHArTudUIO3WH 110 BpeMe Ha 4-
yacoBa XeMoHanu3a ¢ nmpeneopexumo. Kanarnudgiio3un He ce 04akBa Jia ce Tuaiu3upa upe3
MIEpUTOHEATTHA TUAITH3A.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 dapmakoaMHAMMYHU CBOiiCcTBa

dapmakoTeparneBTHYHA IpyIa; aHTUAMA0CTHY JIEKapCTBa, IPYTH JIEKapCTBa 32 MOHW)KaBaHEe Ha
TJII0KO3aTa B KPbBTa, ¢ m3kioyenre Ha nacynuad. ATC kox: A10BX11.

MexaHu3bM Ha JICHCTBHE

TpancnoptepbptT SGLT2, excripecupan B IpOKCUMaIHUTE OBOpEeYHH TYOYIIH, OTTOBapS 3a MO-
rojsiMata yacT oT peabcopOuusTa Ha GuiITpUpaHaTa Ii0Ko3a oT TyOynHus mymeH. [Ipu naunenTu c
nradeT ce HaOIroaBa MOBUIIICHA peabcopOIHsl Ha TIIFOK03a B OBOpEInTe, KOSTO MOXKE 11a JJOBENE 10
IIOCTOSIHHO TIOBUILIEHH KOHLIEHTPALMK Ha IVII0K03a B KpbBTa. Kanarnudiosus e nepopaiex
naxubutop Ha SGLT2. Karo unxubupa SGLT2, kanarnudio3nn HamaisiBa peabcopOuusiTa Ha
¢dunTprpaHaTa IIIOK03a U MOHMWKaBa ObO0peuyHus mpar 3a rioko3ara (renal threshold for glucose,
RTg), xkaro mo To3u Haune moBuiraBa UGE u Taka moHmkaBa BUCOKHTE KOHIIEHTPAIMK Ha TIIIOK03a B
TUIa3MaTa MoCpPeACTBOM HE3aBUCHM OT MHCYJMHA MEXaHU3bM MPH MAUEeHTH ¢ 1uadeT TUM 2.
[IpenusBukanara upe3 naxubupane Ha SGLT?2 riaroko3ypus chIIo Taka IPUUUHIBA OCMOTHYHA
IMypesa, KaTo IUyPETUIHHUAT e(heKT BOIH 10 IOHMKABaHE HA CUCTOJIHOTO KPBBHO HAIATAHE; OT
[UIIOKO3YpHsITa clle/iBa 3ary0a Ha Kajlopuu, a OT TaM PelyKIHs Ha TeJIIECHOTO TErJIo, KAaKTO JOKa3BaT
MIPOYYBaHUS, IPOBEACHU C MALMEHTHU C JUa0eT THII 2.

MexaHu3MBbT, 110 KOWUTO KaHarTH(I03MH yBeINYaBa OTAEISHETO Ha III0KO03a ¢ ypHUHATa, KaTo
JAUPCKTHO IMOHUKAaBa IUIa3MCEHATa INIF0KO034a, € HE3aBUCHUM OT MHCYJIMHA. B kinuHMYHN npoy4BaHus C
KaHaFJ’II/I(l)J'IOSI/IH [ Ha6J'IIO,Z[aBaHO HO,Z[06peHI/Ie 10 OTHOIICHMEC HA XOMCOCTAaTUYHHUA MOACII 3a OLICHKA
Ha Oera-kierbyHaTa ¢pyHkims (homeostasis model assessment for beta-cell function, HOMA
beta-cell) u mono6pen otroBop Ha OGeTa-KiIeThYHATA HHCYIMHOBA CEKPELMS [P OMpPE/ICIITHE Ha
TJIFOKO3€H PO,

B npoyuBanus daza 3 npuemsbt Ha kanarmudaozuH 300 mg npenu XxpaHeHe BOJIH JI0 MO-TOJsIMa
peoyKIHs Ha OTKIIOHEHHETO Ha IMOCTIPaHAHAIHATA TIII0K03a B KPBBTA B cpaBHeHHe ¢ go3ara 100 mg.
Otuactu T03u edekT Ha qo3ara ot 300 Mg kaHarM(I03UH MOXKE J1a CE IBJKU Ha JIOKATHOTO
uaxubupane Ha natectTuHanHuss SGLT1 (BakeH MHTECTUHAJICH TJIFOKO3€H TPAHCIIOPTEP), CBBP3aHO C
MPEXOHO BUCOKH KOHIICHTPAIIMK Ha KaHArTH(II03WH B MHTECTHHAIHUS JIyMEH MpeIu abcopOIusTa
Ha JIEKapCTBEHUsI IPOAYKT (KaHarau(I03uH e ci1ab uHxubuTop Ha TpaHcmoprepa SGLTL).
[IpoyuBaHusiTa HE ca MOKa3aau MajaabCoOpPOIKs Ha TJII0K03a IIPU yIoTpeda Ha KaHATrIU(IIO31H.

dapmakoHAMUYHY ehEKTH

Cren eTHOKPaTHO W MHOTOKPATHO MEPOPATHO MPHUIOKEHUE HA JI03H KaHArTH(IO3WH MTPH NAIUEHTH C
nrabeT Tum 2 ca HabroaBaHy MoHKeHne Ha RT g 1 mosiBa Ha TIIIOKO3YpHs, KOUTO Ca J0303aBUCHMU.
[Mpu Havanna croitHocT Ha RT g mpubmmsurenso 13 mmol/l, ¢ 300 mg nueBHa no3a 3a 24-yacoB
neproJl € HaOJII01aBaHO MAaKCHMMAITHO IMIOTUCKAHE Ha CpeiHaTa CTOWHOCT Ha RTg 10 npuOiImM3nTe Ho

4 mmol/l mo 5 mmol/l ipu marenTy ¢ auadet Tum 2 B mpoy4BaHus ¢asa 1, KoeTo mpemoara HUChK
PHCK OT XUIIOTJIMKEMUs], IPeIn3BUKaHa OT jieueHneto. [lonmkaBanero Ha RTg npy manueHTy ¢
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nuaber Tun 2, jekyBanu ¢be 100 mg unu 300 mg kanarudio3uH, ¢ noseino a0 nosuireHa UGE,
Bapupaiia ot 77 g Ha aeH a0 119 g Ha neH no Bpeme Ha ¢asza 1 npoyuBanus; HaOmonaBanata UGE e
noena o 3aryoa ot 308 kcal na nen 10 476 kcal Ha nen. [lonmxkaBanero Ha RTg u mopumaBane Ha
UGE ca 3amna3Bar o BpeMe Ha 26-CeIMUYHUS MTEPUO]T HA JICUCHUE MPH MAIMEHTH ¢ THa0beT THIT 2.
HabnromaBanu ca yMepeHH yBEIMUYCHHUS HA JHEBHOTO KOJIMYECTBO YpPHHA (B IOBEYETO

ciyuan < 400 ml go 500 ml), kouro orcmabBar ciie HAKOIKO AHU OT JieueHreTo. Kanarimngnosun
BPEMCHHO YBEJINYaBa OTACSHETO HA MUKOYHA KUCEIMHA B ypuHaTa (Ha IbPBUS JICH € YBEIUYCHA C
19% B cpaBHEHHME ¢ U3XOAHATA CTOMHOCT, ClIe KoeTo craza mo 6% wHa men 2 u 1o 1% Ha men 13).
C'bH’bTCTBaHO € 0T Tpaleo IMOHM)XaBaHC Ha KOHIICHTpaluATa Ha CEpyMHaTa IMMKOYHA KUCCJIINHA C
npubnuzutento 20%.

[Ipu npoyuBaHe ¢ eIMHUYHA 1032 TIPHU MAUEHTH ¢ auadet tun 2, neuenneto ¢ 300 mg nmpenu
OIIpeIeIIsIHE Ha TIIFOKO3eH MpodmT 3a0aBsi HHTECTHHATHATAa a0COpOIMS Ha TIIIOK03aTa U peaynupa
HOCTIIpaHIMaTHATA TIIFOK03a KaKTO 4pe3 ObOpeyHH, Taka U 4ype3 HeObOPEUHN MEXaHH3MHU.

Kinunuyna edukacHOCT U 0€301aCHOCT

O6m1o 10 285 manuenTu ¢ quabeT TN 2 ca y4acTBalH B ACBET ABOHHOCIENH, KOHTPOJIUPAHH
HPOYYBAHUS 33 KIMHUYHA e(hUKAaCHOCT U O€30M1aCHOCT, IPOBE/ICHH C LIETI Jla Ce OLCHN e(heKThT Ha
Invokana Bepxy rimkeMudHus KOHTPoJI. PacoBoTo pasmnpenesenue e 72% ot Osuiara paca,

16% azuatuu, 4% uepHokoxu 1 8% apyru rpynu. 16% ot nauueHTUTE ca OT JaTHHOAMEPUKAHCKH
npousxol. [Ipubnusnurenso 58% ot naunentute ca mbxe. CpeHaTa Bb3pacT Ha NALUEHTUTE €

59,6 romunu (rpanuim ot 21 rogunu 10 96 roaunmn), karo 3 082 ot manuenTuTe ca > 65 roguHM U
510 or mauuenTture ca > 75 roguau. 58% ot manmeHTUTE UMAT MHAEKC Ha TEJIECHATA Maca

(BMI) > 30 kg/m?. B mporpamara 3a KITMHAYHO pa3paboTBaHe ca oneHenn 1 085 mareHTH ¢ U3XoaHa
croitroct Ha €GFR ot 30 ml/min/1,73 m? no < 60 ml/min/1,73 .

Lnayebo-konmponupanu npoyvueanus

[IpoBenenu ca mpoyuyBaHus ¢ KaHArTU(IO3MH KATO MOHOTEPAITUs, B KOMOUHAIIHS ¢ MET(QOPMHH, B
KOMOMHAIIUSA ChC CyahaHUTypeHHO IPOU3BOIHO, B TPOHHA KOMOUHAIMS ¢ MET(HOPMHH U
cyndaHmITypeiiHO TPOU3BOIHO, B TPOWHA KOMOWHAIMS ¢ MET(OPMHH U THOTJIUTA30H U KaTO
JIOTIBJTHUTEITHA TePaNus KbM HHCYJIHH (BK. Tabmuia 2). Karo msno, kaHaraudao3uH [aBa KIMHAYHO |
cratuctryecku 3Haunmu (p < 0,001) pesynrartu 3a riIMKeMUYECH KOHTPOJI, B CPaBHEHHE C TU1aieoo,
BkrounTenno HbA ., mporienTa Ha manuenTH, mpu Kouto ce goctura HbA;. < 7%, mpomsiHa ot
W3XO/IHATA CTOWHOCT Ha Mjia3MeHaTa riiroko3a Ha rinaaao (FPG) u mocTnpaHauaiHaTa riioKko3a 2 yaca
cien xpanene (PPG). Oceen ToBa ce HabMIOaBaT U PEIYKIIMK Ha TEIECHOTO TETJIO M CHCTOIHOTO
KPBBHO HAJIaraHe CIPSIMO I1areoo.

Tabanna 2: Pe3yaraTi o1 ni1ane00-KOHTPOJIMPAHN KIUHAYHA MPOYYBAHHUS 32
euxacnocr”
Monorepanus (26 ceamuuu)
Kanaraudaosun
100 mg 300 mg Ilname6o
(N =195) (N =197) (N =192)
HbA (%0)
W3xonHa cToitHOCT (CpeiHa) 8,06 8,01 7,97
HpClMS[Ha B CPAaBHEHHE C M3XOJHATA 077 103 0,14
CTOMHOCT (KOpHUTHpaHa CPEAHA)
Pasnuka B cpaBHeHUE ¢ miane0o -0,91° -1,16° N/A®
(kopurupana cpeana) (95% Cl) (-1,09; -0,73) (-1,34; -0,98)
Mauunentn (%), NpH KOUTO ce MOCTUTA 6 6
HbA,, < 7% 44,5 62,4 20,6
TesecHo Terno
W3zxonHo (cpenno) B Kg 85,9 86,9 87,5
% MPOMSIHA B CPABHEHHE € U3XO/IHATA 28 39 06
CTOMHOCT (KOpHUTHpaHa CPEAHA)
Pasnuka B cpaBHEHUE ¢ miane0o -2,2° -3,36 N/A®
(xopurupana cpenna) (95% ClI) (-2,9; -1,6) (-4,0; -2,6)
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Komounupano jieyenue ¢ MergopmuH (26 cexmuim)

Kanaraunduio3un + mergopmus Inauedo +
100 mg 300 mg MeT(hOopMHUH
(N =368) (N =367) (N =183)
HbA. (%)
W3x0aHa CTORHOCT (CpeaHa) 7,94 7,95 7,96
HpoUM;{Ha B CPaBHEHME C M3XOHATA 0,79 0,94 0,17
CTOWHOCT (KOPUTHpPAHa CPEIHA)
Pasnuka B cpaBHEHHE C IUTAIe00 -0,62° -0,77° N/AP
(xopurupana cpenna) (95% ClI) (-0,76; -0,48) (-0,91; -0,64)
Hauuentu (%), MpH KOUTO ce MOCTHIa 6 6
HbA,, < 7% 45,5 57,8 29,8
TesnecHo TerJio
W3zxonHo (cpeano) B kg 88,7 85,4 86,7
% MPOMSHA B CPABHEHHE € HIXO/HATA 37 42 12
CTOWHOCT (KOPHTHPAHa CPEIHA)
Paznuka B cpaBHEHHE C IUIAie00 -2,5° -2,9° N/AP
(xopurupana cpenna) (95% ClI) (-3,1;-1,9) (-3,5; -2,3)

Tpoiina Tepanusi ¢ MeTGOPMHH U CyJadaHuIypeiiHu npou3Boanu (26 ceamMuiu)

Kanaraudao3un + merdopmun Iaanedo +
U cyJIpaHNTypeiiHo NPOU3BOIHO MeT(OPMHH H
100 mg 300 mg °yﬁl‘i’)z':;:z§::“°
(N =157) (N =156) (N = 156)
HbA (%0)
W3xoaHa cToHHOCT (CpeaHa) 8,13 8,13 8,12
Hp(,lMS[Ha B CpaBHEHHE C U3XO0/IHATA 0,85 1.06 013
CTOMHOCT (KOpUTHpAHA CpeJIHA)
Pasnuka B cpaBHeHUE ¢ miane0o -0,716 -0,92° N/A®
(xopurupana cpeana) (95% CI) (-0,90; -0,52) (-1,11; -0,73)
Hauuentu (%), MpH KOUTO ce MOCTHIa 6 6
HbAy < 7% 43,2 56,6 18,0
TeJiecHO Ter10
W3zxonHo (cpeano) B kg 93,5 93,5 90,8
% MPOMSIHA B CPABHEHHE € H3XONIHATA 21 26 07
CTOWHOCT (KOPHTHpPAHa CPEIHA)
Paznuka B cpaBHEHHE C IUIAie0o 1,40 -2,0° N/AP
(xopurupana cpenna) (95% ClI) (-2,1;-0,7) (-2,7;-1,3)
JombjaHuTe/IHA Tepanust KbM uHcysmH' (18 cenvuun)
Kanarnudio3ud + MHCYJMH Inanedo +
100 mg 300 mg HHCYJIUH
(N =566) (N =587) (N = 565)
HbA. (%)
W3x0aHa CTORHOCT (CpeaHa) 8,33 8,27 8,20
Hpo“M;{Ha B CpaBHEHHE C U3X0/IHATA 0,63 072 0,01
CTOMHOCT (KOpUTHpAHa CpeJIHA)
Pasnuka B cpaBHeHUE ¢ miane6o -0,65° -0,73° N/A®
(kopurupana cpeana) (97,5% Cl) (-0,73; -0,56) (-0,82; -0,65)
Manuentu (%), NpU KOUTO ce MOCTHUIA 6 6
HbA,, < 7% 19,8 24,7 7,7
TeJsiecHO Ter10
Uzxonno (cpenHo) B kg 96,9 96,7 97,7
% MPOMSIHA B CPABHEHHE € U3XO/IHATA 18 23 01
CTOMHOCT (KOpUTHpAHa CpeJIHA)
Pasnuka B cpaBHEHUE ¢ miane0o -1,9° 2,40 N/A®
(kopurupana cpeana) (97,5% CI) (-2,2; -1,5) (-2,8; -2,0)
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ITT momynaiust Bb3 OCHOBA Ha MOCJIEAHOTO HAOJIIOCHHE B POYYBAHETO MPEIH MPHUIIOKEHUE HA
JKUBOTOCTIACSBAIIA AaHTHIHMAOETHA TePAITHS.

p < 0,001 B cpaBHEeHwME ¢ MmIaneoo.

Henpunoxxumo

Kanarnn¢mo3nH KaTto JOMBIHATENHA TEPANHs KbM HHCYJIHH (ChC U 6€3 IpyTrH JICKAPCTBEHHU POIYKTH,
MOHMKABAIIN TJII0K03aTa).

B mombnHeHME Ha MPEICTaBEHUTE MO-TOPE MTPOYYBaHUS, PE3YJITATUTE OT MIIMKEMHYHATA S()UKACHOCT
HaOmogaBanu B 18-cemMUIHO MOAIPOYIBaHE ¢ KOMOWHUpAaHA TePaIis ChC CyIPaHUITypEeiHO
MIPOU3BOIHO U B 26-CEIMHYHO MPOYYBAHE C TPOHHA Tepanus ¢ MeT(HOPMHUH U MMHOTIIUTA30H ca
M0I00HM HA Te3W, HAOJI0JaBaH! B JPYTU POYUYBAHUSL.

AKMUBHO-KOHMPOIUPAHYU NPOYYEANUSA

KanarnudmosuH ce cpaBHsBa ¢ TIMMENHUPHI B KOMOMHHUPaHa Tepanus ¢ MeTQOPMHH H ChC
CHTarIMNTHH B TPOHHA KOMOWHAIMS ¢ METHOPMHH H CyJI(aHWITypeHHO IPOU3BOAHO (BK. Tabnuia 3).
Kanarmudmosun 100 mg xato aBoitHa Tepanus ¢ MeTOPMHUH IaBa moaoouu pexykunu Ha HbA
CIIPSAMO M3XOJHATa CTOMHOCT, a go3arta oT 300 mg maBa mo-Bucoku peaykiwu (p < 0,05) ma HbA,. B
CpaBHEHHE C TTIMMEIHPH, CJISIOBATEIHO MIOKa3Ba He Mo-Manka edektuBHOCT. [lo-Manka gact oT
ManueHTuTe, JekyBanu ¢ kanariauguosun 100 mg (5,6%) u ¢ kanarmudnosun 300 mg (4,9%), ca
HOJTYYHJIM IOHE €IMH eIHU30.I/IPUCTHIT Ha XUIIOTJINKEMHS 110 BpeMe Ha 52-CeIMHYHOTO JIeUEeHHE B
CpaBHEHHeE C rpynara, JiekyBaHa ¢ rimmenupun (34,2%). B npoy4Bane, cpaBHsBAIO KaHATTH()IO3UH
300 mg u curarnuntud 100 mg B TpoitHa KoMOMHALUS ¢ METHOPMUH U cyl(aHIITypeHHO
MTPOM3BOIHO, KaHATTU(IIO3MH ToKa3Ba He mo-Hucku (P < 0,05) u mo-Bucoku (p < 0,05) pexykunn Ha
HDA. B cpaBHeHue cbe curarmunTuH. CliydanTte Ha e300/ TIPUCTHITN Ha XUITOTIIMKEMHUS TIPU
kanariugaozus 300 mg u cutarmuntur 100 mg ca crotBeTHO 40,7% 1 43,2%. Habmonasar ce
3HAYUMO ITOJOOPEHUE Ha TEJIECHOTO TErJI0 U IIOHMKAaBaHE Ha CHCTOJIHOTO KPHBHO HAJISITaHE KaKTO B
CpaBHEHHE C TTIMMEIHUPH, TaKa U ChC CUTATIHUIITHH.

Ta6aumna 3: Pe3yaTaT 0T AKTHBHO-KOHTPOJMPAHH NIPOYYBAHHS 32 e(PMKACHOCT
B cpaBHeHHe ¢ rIMMenupua B KOMOUHUPaHa Tepanusi ¢ MerdopmuH (52 ceqmuin)
Kanarnudao3un + merdpopmun I'numenupug
(ruTpupane) +
100 mg 300 mg MeT(hOPMUH
(N =483) (N =485) (N =482)
HbA,. (%)
W3x0aHa CTORHOCT (CpeaHa) 7,78 7,79 7,83
IIpomsiHa B cpaBHEHHE C U3XO/IHATA CTOMHOCT -0.82 093 081
(xopurupaHa cpejHa)
Pasnuka B cpaBHEHUE C MIIUMETIUPU]L -0,01° -0,12° N/A®
(kopurupana cpeana) (95% CI) (-0,11; 0,09) (-0,22; —0,02)
Manuentu (%), NpU KOUTO ce MOCTHUra
HbA,, < 7% 53,6 60,1 55,8
TesecHo Terno
Uzxoano (cpenHo) B kg 86,8 86,6 86,6
% mpoMsiHa B CPAaBHCHHE C M3XOJIHATA
CTOMHOCT (KOpUTHpAHa CpeIHA) -4,2 -4,7 1,0
Pasnuka B cpaBHEHUE C MIIMMETIUPU]L -5,2° -5,7° N/A®
(kopurupana cpeana) (95% Cl) (=5,7; -4,7) (-6,2; —5,1)

B cpaBHeHHe CbC CUTATJIMITHH B TPOHiHA KOMOMHANMA ¢ MeTGOPMHH U cyJdaHNITypeliHO NTPOU3BOIHO
(52 ceamun)

CuTaraunTuH
100 mg +
KanarmudgJosun 300 mg + MeT(hOPMHUH H
MeT(hopMUH U cyJIpaHUITypeiiHO cyapanunaypeiHo
NMPOU3BOIHO NMPOU3BOIHO
(N =377) (N =378)
HbA,. (%)
W3x0Ha CTORHOCT (CpeaHa) 8,12 8,13
IIpomsiHa B cpaBHEHHE C U3XO/AHATA CTOMHOCT 103 -0.66

(KopurupaHa cpeHa)
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Pasnuka B cpaBHEHUE ChC CUTATIMIITUH -0,376 N/A®
(xopurupana cpeana) (95% CI) (-0,50; -0,25)

MMauuentu (%), NpU KOUTO ce MOCTUTA

HbAy < 7% 47,6 35,3

TeJjiecHO Teryio
W3zxonHo (cpeano) B kg 87,6 89,6
% TpOMsIHA B CPAaBHEHHE C M3XO0HATA
CTOMHOCT (KOpUTUpaHa CpeiHa) -2,5 0,3
Pasnika B CpaBHEHUE ChC CHTATIIUIITHH -2,8" N/AP
(xopurupana cpenna) (95% ClI) (-3,3; -2,2)

a

ITT nonmynanus B3 OCHOBA Ha MOCIETHOTO HAOIIOACHUE B IIPOYUBAHETO MIPEIH MPHIIOKECHHIE Ha
JKIBOTOCIIACSIBAIlA AaHTHANAOETHA Teparusl.

® p<0,05
*  Henpuioxumo
" p<0,001

Cneyuannu nonyiayuu

Kanarmudio3un e 106aBeH KbM TEKYIIIOTO YCTAHOBEHO JIeUeHNE Ha AradeT (quera, MOHOTEPAITHS HIIH
KOMOWHHPAHO JICUEHKE) B TPU MPOYUBAHHS, TIPOBECHU TIPH CIICIIUATHN MOMYIanuy (MalueHTy B
cTapuecka Bb3pact, maiuentd ¢ eGFR ot 30 ml/min/1,73 m? o < 50 ml/min/1,73 m? u nanuenTy,
CTpaJallly OT WU C BUCOK PUCK OT ChPIAEYHOCHIOBH 3a00IIBaHIS).

Hayuenmu 6 cmapuecka ev3pacm

0610 714 marmenty ot > 55 rogunun 10 < 80 rogunu (227 manmenTH ot 65 roguuu 10 < 75 rOAWHA U
46 mareHty ot 75 roauau 10 < 80 roaUHM) C HealeKBaTeH TJIMKEMHUYCH KOHTPOJI Ha TEKYIIIOTO
JicueHHe Ha AUabeT (JICKapCTBEHHU MPOIYKTH, MOHMWKABAIIN TIFOKO3aTa W/UIN JUETA U YIPAKHCHIS)
ca y4acTBaJIM B JBOHHOCIIAIO, TIANe00-KOHTPOIUPAHO MPOYUBAHE 33 TIEPUO]] OT 26 CEIMHUIIN.
Hab6mromaBanu ca cratrctuuecku 3Haunmu (P < 0,001) mpomenu ot uzxomanoto HuBo Ha HbA . B
cpaBHeHHe ¢ miane6o, ¢ -0,57% u -0,70% crotBetHO 32 100 mg u 300 mg (Bx. Touku 4.2 u 4.8).

Hayuenmu ¢ eGFR om 45 ml/min/1,73 m? 0o < 60 ml/min/1,73 m?

IIpu cOopen ananu3 Ha ganauTe oT marentd (N = 721) ¢ uzxoxna croinoct Ha eGFR ot

45 ml/min/1,73 m? no < 60 ml/min/1,73 m?, KaHarmM()I03KH JaBa KIMHUYHO 3HAYUMU PEIyKIIMH Ha
HbA. B cpaBHenue ¢ miarebo, ¢ -0,47% 3a kanarnudnosua 100 mg u ¢ -0,52% 3a xaHaraugIo3uH OT
300 mg. ITamuenTH ¢ u3xoaHa croiroct Ha éGFR ot 45 ml/min/1,73 m? xo < 60 ml/min/1,73 m?,
KOMTO ca JiekyBaHu ¢ kaHarnmugdiaozud 100 mg u 300 mg, nokas3Bat nogoOpeHus B MPOLICHTHATA
MIPOMSTHA Ha TEJIECHO TETJI0 ChC CPEelHA CTOHHOCT ChOTBETHO -1,8% 1 -2,0% B cpaBHEHUE ¢ TUTane0o0.

[MoBeueTo manuenTy ¢ u3xoaua croinoct Ha eGFR ot 45 ml/min/1,73 m*mo < 60 ml/min/1,73 m? ca
Ha JICYCHHE C MHCYJIMH H/WIH cyadaHutypeitHo mpousBoaHo (85% [614/721]). B croTBeTCTBHE C
OYaKBaHOTO 3aCHJIBaHE HA XUITOTJIMKEMHUATA ITPU JOOABSIHE Ha JISKAPCTBEH MPOIYKT, KOMTO HE ce
CBBP3Ba C Hesl, KbM HHCYJIUH W/WIH CyI(aHUITypeifHO IPOM3BOJHO, Ce HAOI01aBa yBeIMYaBaHe Ha
SMU30IUTE/TIPUCTHITUTE HA XUITOTJIMKEMUS M KOTaTO KaHATIH(IO3HMH € J00aBeH KbM HHCYJIMH W/UITN
cyiadanmtypeitHo nponsBoaHo (Bx. Touka 4.8).

Tnioko3a 6 naasmama Ha 21a0HO

[pu yeTHpu maane60-KOHTPOJUPAHH TPOYUBAHUS, JICUCHUETO C KaHATTH(IO3UH KATO MOHOTEpanus
WIIH KaTO JOITBJIHATEIHA TEPAIKs KbM €IHMH WIH JBa IEPOPAITHH JEKapCTBEHH IIPOIAYKTa,
MOHW)KABAIIIN TJFOK03aTa, € IOBEJIO 0 CPSIHHU MPOMEHH OT U3XOJHHUTE CTOWHOCTH HAa FPG B
CpaBHEHHME C MmIanedo, Bh3Mu3alm cboTBeTHO Ha -1,2 mmol/l 1o -1,9 mmol/l 3a kanarnudosun

100 mg u -1,9 mmol/l go -2,4 mmol/l 3a xanarmudaozua 300 My. Te3u MOHWKEHMS CE 3aMa3BaT Ipe3
IeNTAS TIEPHOJT Ha JIEYEHHE U ca OJIN30 0 MaKCHMAJIHUTE CIIEM ITBPBUS JICH Ha JICUCHHE.

Tocmnpanduanna 2nokosa

I[Tpu onpenensiHe Ha TITIOKO3EH PO, KaHATTU(IO3HH KATO MOHOTEPAIHS MIIN KaTO JOIBJIHUTEITHA
Tepartus KbM €IMH WK J1Ba IEPOPATHHU JICKAPCTBEHHU MPOAYKTH, TIOHMKABAIIK T'FOK03aTa, HaMallsiBa
U3XOHHUTE CTOIMHOCTH Ha NocThpanauainaTa riroko3a (PPG) crorBerHo ¢ -1,5 mmol/l oo -2,7 mmol/I
3a kanariudaozua 100 mg u -2,1 mmol/l zo -3,5 mmol/l 3a 300 mg B cpaBHeHME ¢ mTaIEed0, KOETO ce
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ABJDKU Ha IMIOHM)KaBaAHETO Ha KOHICHTpalyiATa Ha ITFOKO03a IMPEAN XpaHCHE 1 Ha HAMAJICHOTO
OTKJIOHCHUEC Ha IMOCTIpaHAuaIHa T'JIFOKO34a.

Tenecno meano

Kanarmudio3ua 100 mg u 300 mg xato MOHOTEpAIIKs ¥ KaTo ABOMHA MM TPOHHA TOMbIHUTEIHA
Tepamnus BOAU 0 CTATUCTUYECKH 3HAYMMO ITOHIKaBaHE Ha MIPOLIEHTA HA TEJICCHOTO TETJIO Ha

26-a ceqmuia B cpaBHeHUe ¢ mane6o. [Ipu ase 52-ceaMUYHN aKTHBHO-KOHTPOJIMPAHU MPOYYBAHHUS,
CpaBHSABAIIM KaHATTHU(IIO3MH C TIIMMETIUPU U CUTATJIMITHH, TPAWHUTE U CTATUCTUYECKH 3HAYUMU
CpeHY MOHIDKECHUS Ha MIPOLICHTA HA TEJIECHOTO TETJIO 3a KAaHArIN(IIO3WH KAaTO TOMBIHUTEIHA
Tepanus KbM MeThopmuH ca -4,2% u -4,7% cporBeTHO 3a kanarnuduosua 100 mg u 300 mg, B
CpaBHEHHE ¢ KOMOHMHaNus oT ruMenupu u Metdopmu (1,0%) u -2,5% 3a kanarmudaozun 300 mg B
KOMOUWHAIMs OT MeTOPMHH H CYI(QaHWITYpEHHO MPOU3BOTHO B CPABHEHUE ChC CUTATIIUIITHH B
KOMOMHaIMs ¢ MeTOpMUH U cyidanmmypeitro nmpoussoaHo (0,3%).

[Moarpymna narmertd (N = 208) 0T akTHBHO-KOHTPOJIMPAHOTO MPOYYIBAHE HA BOMHHA TEPAIHS C
MeT(hOPMHUH, KOUTO ca MMOJUI0KSHU Ha TBOHHOCHEPTHitHa peHTreHoBa abcopoimometpust (DXA) u
koMmmoThpHa Tomorpadus (CT) Ha Kopem 3a OlLiCHKa Ha TeJIeCHATa CTPYKTYpa, MOKa3Bar, 4e
NPUOJU3UTEITHO JIBE TPETH OT 3ary0ara Ha TerJio npu KaHartu(I03WH ce IBJDKAT Ha 3aryda Ha MacTHa
THKaH, KaTo ce TYOAT CXOJJHH KOJIMYECTBa BUCIIEpaTHA U KOPEMHA MOIKO)KHA MacTHA ThKaH. /IBecta u
enuHaneceT (211) maiueHTH OT KIMHHYHOTO MPOYYBAHE MPH MALMEHTH B CTApUECKa BH3PACT Ca B3eIH
ydacTHe B MOJIPOyYBaHe 3a TeJIecHaTa CTPYKTypa ¢ u3nomsBaHe Ha DXA aHanu3 Ha TesecHaTa
cTpykTypa. To mokassa, ue mpuOIM3UTETHO JBE TPETHU OT 3arydara Ha Terjo, CBbP3aHO C
KaHarmu(IOo3uH, ce IBJDKU Ha 3ary0a Ha MacTHA ThKaH B CpaBHEeHHE ¢ ruianebo. He ce HaOmoqaBat
3HAYUTEIIHU ITPOMEHH Ha KOCTHATA IUIBTHOCT B TpaOeKyJapHaTa U KOPTHKAJIHATA KOCT.

besonacnocm no omnowenue na copdeunocvoosama cucmema

[IpoBeneH e mpenBapuTenHo AeUHUPAH MEKINHEH METa-aHAIN3 Ha YCTAHOBECHUTE TOJICMH
CBhpPACYHO-CHI0BH WHIIMJCHTH B KITMHUYHM TpoyuBaHus ¢asza 2 u 3 npu 9 632 nanmenTn ¢ nuadet
T 2, BKIounTenHo 4 327 mamuentu (44,9%) ¢bC ChbpAEYHO-CHIOBO 3a00IIABAHE UITH C BUCOK PHCK
OT TaKOBa, KOUTO yYacCTBaT B TEKYIIO KapUOJIOTHYHO MpoyuBaHe. KoedumeHThT Ha pUCK 3a
IbpBUYHATA KpaifHa TOYKa (BPEMETO JI0 ChOUTHE HA ChPACUYHO-CHI0BA CMBPT, HedaTalleH HHCYIIT,
HedaraneH nHQAPKT HA MUOKap/ia ¥ HECTAOMITHA CTEHOKAP NS, M3UCKBAIla XOCTIUTATU3AIIHS) 32
kaHarmudo3ut (00001IeHN ca IBETe T03UPOBKH) CIIPIMO KOMOMHHPAHU aKTHBHH U T1J1a1ie00
cpaBuutenau npoaykru ¢ 0,91 (95% Cl: 0,68; 1,22); cnenoBaTeHo HAMA JaHHU 3a MOBHIIICH
ChPACYHO-CHJIOB PUCK IIPH JICYCHUE C KaHAMTU(IIO3UH CIPSIMO CPABHUTEITHHUTE MTPOITYKTH.
KoeduiuentsT Ha puck npu 1034 ot 100 mg u ot 300 mg e cxoeH.

Kpveno nanaeane

Jleuenueto ¢ kanarnmudaosua 100 mg u 300 mg npu 1mrane60-KOHTPOJUPAHU POYUYBAHUS € JTOBEIIO
JI0 CPEHU MOHIKEHHSI Ha CUCTOTHOTO KPBBHO HaJlsiraHe, ChOTBETHO ¢ -3,9 mmHg u -5,3 mmHg, B
cpaBHenue ¢ nanie6o (-0,1 mmHg), kakro u 10 mo-cnad epekT BbpXy IUACTOIHOTO KPBBHO HAJISITAHEe
chbC cpennu uaMeHenus 3a kanarnugaosun 100 mg u 300 mg ot croTBeTHO -2,1 mmHg u -2,5 mmHg,
B cpaBHeHue ¢ mwiane6o (-0,3 mmHg). Hsama 3Haunmu npoMeHn B ChpJedyHaTa 4ecToTa.

Hayuenmu ¢ uzxoonu cmounocmu na HoA;. > 10% 0o < 12%

IMoanpoy4uBaHe MMpH MalMEHTH ¢ n3Xoaau cToitHocT Ha HbA . > 10% mo < 12% mokasBa, ue JieueHue
C KaHarMMQIIO3WH KaTO MOHOTEPAIHs BOIH JI0 MOHIKCHUE CIPSIMO U3XOIHHUTE cToitHOCTH Ha HDA
(6e3 xopekuust 3a wanebo) ¢ -2,13% u -2,56% cvorBeTHO 3a Kanarnuduozua 100 mg u 300 mg.

IHleouampuuna nonynayus

EBporietickara areHust 1o JeKapcTBara oTiara 3aJbDKSHUETO 3a TIPEJOCTaBsIHE Ha Pe3YITaTUTE OT
NPOYYBaHUATA C KAHATIIU(IIO3MH B €JIHA WM NTOBEYe NOATPYIH Ha MeIUaTPUIHATA TIOMYJIAIUs PH
nradeT Tum 2 (BX. Touka 4.2 3a mHGOpMaIds OTHOCHO YITOTpeOa B IeUATPHSITA).
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5.2 dapMaKkoKWHETHYHH CBOCTBA

Mo chiecTBO (hapMakOKMHETHKATA HA KAHATITU(IO3MH € CXOHA TPH 3IPaBU JOOPOBOIIIM U MPH
nanueHTu ¢ quadet tun 2. Cien nepopaiHo MpuiokeHue Ha equaryHa 1o3a or 100 mg u 300 mg npu
3/paBu TOOPOBOIIIHM, KaHATIU(IIO3UH ce abcopOrpa ObP30, KATO MaKCHMaJIHATA IIa3MEHA
KOHIIEHTpaIms ce moctura 1 1o 2 gaca cien npritokerne (Meauana T p,y). Ilmasmenarta Cha 1 AUC
Ha KaHarauQIo3MH ce yBeIrnyaBaT IpornopuuoHanHo Ha go3ata ot 50 mg xo 300 mg. [IpuBuanust
TepMUHAJIEH MOIyKHUBOT (t1,) (M3pa3eH KaTo cpefeH + cTaHgapTHO oTKIOHeHHUe) € 10,6 £ 2,13 yaca
13,1 £ 3,28 yaca crotBeTHO 3a qo3ute oT 100 mg u 300 mg. CrannoHapHO ChCTOSHUE CE MOCTUTA
cien 4 no 5 qau npwiarane Ha kararmudao3ua ot 100 mg no 300 mg BeaHEBK JTHEBHO.
Kanarnudao3un He nposiBsiBa 3aBUCHMA OT BpeMeTO (papMaKOKHHETHKA M KyMYJIMpa B Mjia3Mara Jio
36% cnen muorokpatau A03u ot 100 mg u 300 mg.

AOcopouus
Cpennara a0CoJIIOTHA TepopaiHa OMOHATIMYHOCT Ha KaHArTUu(II03KH ¢ npuoau3uTesiHo 65%.

[punoxenneTo Ha OoraTa Ha Ma3HUHU XpaHa B KOMOMHAIIMS C KaHATTTU(IO3WH HE TIOBJIHSBA
(apMakoKMHETHKaTa, ceqoBaTeHo INnvokana mosxe na ce mpuema che Wim 0e3 XxpaHa. Bwrpeku ToBa,
Bb3 OCHOBA Ha MOTEHIIMAJIA JIa IIOHMKaBa OTKIIOHEHHETO Ha MOCTIpaHIUuallHA TIIF0K03a, B PEe3yNTaT Ha
3abaBeHaTa MHTECTHHAIHA abCOPOIMS Ha TIIIOK03a, Ce MPeNophuBa IprueManeTo Ha Invokana mpemu
I'BPBOTO XpaHeHe 3a JeHs (Bxk. Touku 4.2 u 5.1).

PaznpeneneHue
Cpennusar o0eM Ha pa3npesieliecHue Ha KaHarTu(I03WH B CTAIIMOHAPHO ChCTOSHUE CIIEN SAMHUYHA

WHTpaBeHO3Ha HH(DY3Us TpH 37paBu J00poBoIM € 83,5 nuTpa, KOeTo Impenoara IupoKo
pasnpenenenue B Tbkannte. KaHarnmngo3uH ce cBbp3Ba BbB BHcOKa crerneH (99%) ¢ miazMeHnTe
NPOTEUHH, TIPEAUMHO ¢ atOyMuH. CBBP3BaHETO C MIPOTEUHUTE HE 3aBUCH OT TUIA3MEHHUTE
KOHIICHTpAIMK Ha KaHAraugio3uH. CBbP3BaHETO C TUIA3MEHUTE IPOTEUHU HE CE MOBJIHIBA
3HAYUTEITHO MPY MAIUEHTH ¢ OBOPEYHO WM YEPHOAPOOHO YBPEKTAHE.

Buorpanchopmarms

O-IOKYpOHHUPAHETO € OCHOBHHAT METAOOJIUTEH BT 3a SIMMUHHUPAHE 33 KaHArTH(IIO3UH, KOWTO ce
rmokyponupa rimaBHo upe3 UGT1A9 u UGT2B4 no aea HeaktuBHU O-IIIIOKYPOHH METa0OJIUTA.
CYP3A4-memunpanusar (OKCHIATHBEH) METa0OIM3bM Ha KaHATIM(IO3KMH IIPH XOpa € MUHUMAJIeH
(npubmusuTesnHo 7%).

IIpwm in vitro mpoyusanus, kaHaraugIo3uH He nHXHOKpa ruroxpom P450 CYP1A2,CYP2AS6,
CYP2C19, CYP2D6, unmu CYP2E1, CYP2B6, CYP2C8, CYP2C9, nuto nunnyuupa CYP1A2,
CYP2C19, CYP2B6, CYP3A4 npu no-BHCOKH OT Te€paneBTUYHNUTE KOHIEHTpauun. He e HabmogaBan
KInHIYHO 3Ha4uM edekT Bbpxy CYP3A4 in vivo (Bx. Touka 4.5).

Enumunupane
Crieyt IepoparieH mpreM Ha exuargHa 103a [“C] kanarindaosuH ot 3apasu goGposoiin 41,5%,

7,0%, u 3,2% ot npueTaTa paIioaKTHBHA 1033 C€ OTKPUBAT B U3NPAKHEHUATA ChOTBETHO KaTO
KaHarmuhI03uH, XUApoKcunpan Meradbout U O-TimokypoHua Metabonut. EHTepoxenarannaTa
UPKYJIAIKS Ha KaHATTU(IO3HH € He3HAUYUTeIHA.

[Ipubnuzutenso 33% ot npuerara painoakTUBHA 71034 CE EKCKPETUPA B YpUHATA, IPEIUMHO KaTo
O-rmroxyponna metadonutu (30,5%). [To-manko ot 1% oT mo3ara ce eKCKpeTHpa B ypuHaTta Kato
HenpoMeHeH KaHarmo3uH. bropeunusr kiupbsHC Ha 1o3u ot 100 mg n 300 mg kanarnudio3nH
Bapupa ot 1,30 ml/min o 1,55 ml/min.

Kanarnudio3uH e BeIecTBo ¢ HUChK KIUPBHC, ChC CPEICH CHCTEMEH KIIMPBHHC TPHOITU3UTEITHO
192 ml/min mpu 3apaBu 1OOPOBOIIIHM CIIET HHTPABEHO3HO TPHIIOKEHHE.
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CrenyaiHy monysanuu

bvopeuno yepescoane

OTKpHTO IPOYYBaHE C MpHIaraHe Ha eMHIUYHA /1032 OLCHsABA (papMaKOKWHETUKATa Ha
kaHariudaozuH 200 Mg npu naueHTH ¢ pa3IruyHa cTereH Ha ObOpeyHO yBpexKaaHe
(xmacudumupanu mo CrCl mo popmynara na Cockroft-Gault) B cpaBrenme cbhe 3apaBu 1o6poBomim. B
MPOYYBAHETO Ca BKIIOUEHH 8 marMenTy ¢ HopManHa 666peuna ¢pyukius (CrCl > 80 ml/min),

8 manmenTu ¢ neko 660peuno yBpexxaane (CrCl 50 ml/min go < 80 mi/min), 8 marmenTu ¢ ymepeno
6n0peuno yepexaane (CrCl 30 ml/min mo < 50 ml/min), 8 maruenTH ¢ TEXKO OBOPEUHO yBpEKIaHE
(CrCl < 30 ml/min), kaxto u 8 marentu ¢ TBH Ha xemonuanusa.

Habmonasa ce ymepeno nosumieHue Ha Cpy Ha KaHATTUQIIO3HH CbC ChOTBETHO 13%, 29% n

29% npy NaIMeHTH C JICKO, YMEPEHO M TE€XKKO ObOPEUHO yBpeXKaaHe, HO HE U IPY HAallMeHTH Ha
xemoauanusa. B cpaBHenue cbe 3apaBu nooposonuy miazmenata AUC Ha kanarnudiaosuH ce
noBHIaBa ¢ mpudausutTesHo 17%, 63% u 50% npu marueHTH ¢ JIEKO, YMEPEHO U TEXKKO ObOpeYHO
yBpeKJlaHe, HO ocTaBa cxojHa npu nanuentu ¢ TbH u 31paBu xopa.

Kanarnmbnomn CC OTCTPAaHsABA HE3HAUYUTCIIHO YPE3 XCMOJUaJIn3a.

YeproopobHo yspescdane

B cpaBHeHMe ¢ X0pa ¢ HopMaliHa YepHOAPOoOHa QYHKIINS CPETHUTE TEOMETPUYHN CHOTHOIICHUS Ha
Crax 1 AUC,, Ha kanarmmgiao3us ca cboTBeTHO 107% 1 110% mipu maryieHTy ¢ JISKO YepHOAPOOHO
yBpexaane (kimac A mo Child-Pugh) u ceorBetHO 96% 1 111% mnpu nameHTr ¢ yMepeHo
yepHoIpoOHo yBpexxaane (kinac B mo Child-Pugh) cien npuem Ha enmuanyna noza or 300 mg
KaHarauQIo3uH.

Te3u pa3iuKu He ce CMSTAT 33 KIMHUYHO 3HAYUMU. HsiMa KIIMHUYEH OIMUT MPHU MAIMEHTH C TeXKKa
yepHOApoOHa HepoctaThyHOCT (Kimac C mo Child-Pugh).

Cmapuecka sv3pacm (> 65 eoounu)
B®3 ocHOBa Ha momynanuoHeH GpapMaKOKHMHETHYCH aHaJIM3 Bb3pacTTa He OKa3Ba KIIMHUYHO 3HAYUM
e(eKT BbpXY (papMaKOKMHETUKATa Ha KaHArM(IIo3uH (BX. Touku 4.2, 4.4 u 4.8).

Ileduampuuna nonynayus

[leanatpuuno mpoyusane ¢asa 1 nzcnensa GpapMakoKMHETHKATa U papMaKOAMHAMHUKATA Ha
KaHarIM(JI03MH IIPH Jella U FOHOIIH Ha Bh3pacT > 10 mo < 18 rogunu c¢he 3axapeH auadeT Tul 2.
HaGmonaBanure (hapMakOKMHETHIHU U (hapMaKOJIUHAMUYHN OTTOBOPH CHOTBETCTBAT HA TE3H,
YCTaHOBEHH IPU BB3PACTHU YUACTHHLIH.

HApyeu cneyuannu nonynayuu

®apMakoTreHeTHKA

U neere Y A®-rmoxyponun tpancdepazu UGT1A9 u UGT2B4 ca o6ekT Ha reHeTHYeH
nonmmophuzbM. B cOopeH ananu3 Ha KITMHUYHY JanHd pu Hocutenu Ha UGT1A9%1/*3 ca
HaOronaBanu nosuieHu croHoctr Ha AUC Ha kanarnudnosus ¢ 26% u py HOCHTENN Ha
UGT2B4*2/*2 ¢ 18%. He ce ouakBa Te3u yBeJIMYCHHs Ha SKCIIO3UIIMATA HA KaHATTA(IIO3KH J1a ObJaT
KIMHIYHO 3HaunMH. EpextsT npu xomosurotaute (UGT1A9*3/*3, yectora < 0,1%) e BeposiTHO 1O-
U3pa3eH, HO He € MPOYYBaH.

[lonbT, pacoBaTa/eTHHYECKAaTa MPHUHAIICKHOCT WIIM HHACKCHT Ha TEJIECHATA Maca He OKa3BaT
KJIMHAYHO 3HaYMM e(eKT BbpXY (papMaKOKHHETHKATa Ha KaHArTU(JIO3UH Bb3 OCHOBA Ha
MOy IAIIMOHEH (PapMaKOKUHETHICH aHAIIH3.

5.3 IlpeakJIMHMYHHU JaHHU 32 0€30MACHOCT
HexnuHUYHUTE JaHHU HE MIOKa3BaT 0COOCH PUCK 3a XOpa Ha 0a3ara Ha KOHBEHI[MOHATHUTE

(l)apMaKOJ'IOFI/ILIHI/I MMpOoy4BaHUA 3a 6C3OHaCHOCT, TOKCUYHOCT IIPYU MHOTOKPAaTHO MNPHUJIAraHC U
TCHOTOKCHUYHOCT.
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Kanarnudio3us He 1oka3Ba epeKTH BbPXY (PepTHUINTETa U PAHHOTO €eMOPHOHAIIHO Pa3BUTHE Ha
IUTHXOBE MPU €KCIO3UIHMHU 10 19 MBTH EKCIO3UIUATA IPH MaKCUMaJIHA MPETOPhYUTETHA 1032 TPH
xopa (maximum recommended human dose, MRHD).

IIpu npoy4uBane 3a eMOpHOGETATHOTO pa3BUTHE MPHU IUTEXOBE ¢ HAOII01aBaHO 3a0aBsHE B
ocuuKayaTa Ha MeTaTap3THUTE KOCTU TIPH CUCTEMHA €KCIO3HIUS 73 ThTH U 19 IbTH NO-BHCOKA
OT KJIMHWYHATa ekcno3uust mpu go3u oT 100 mg u 300 mg. He e uzBectHo nanu 3a0aBsHETO Ha
ocu(uKanuaTa MOXe Jia ce oTAajie Ha epekTuTe Ha KaHATTH(IO3WH BbPXY KaJll[HeBaTa XOMe0oCTasa,
HaOJIF0JaBaHU TPH BB3PACTHHU TUTEXOBE. 3a0aBsHe HAa OCH(PUKAIIMATA CHINO € HAOII0IaBaHO TIPH
KOMOMHauusATa OT KaHArmu(Io3uH ¥ MeTHOPMHH, KOETO € IT0-3HAaYMMO, OTKOJIKOTO MPHU MOHOTEPAIIHSI
¢ MeT(OPMHH NP €KCIIO3ULMH HA KaHArIu(uI03uH 43 mbTH U 12 IbTH MO-BUCOKU OT KIIMHUYHATA
excnoutys pu go3u ot 100 mg u 300 mg.

B npoyuBane 3a npeHATATHOTO M MOCTHATAIHOTO Pa3BUTHE NPH ILTbXOBE KaHATTU(IIO3HUH, IPUIaraH
Ha KCHCKUTE IJIbX0BE OT 6-U recTalluoHeH JeH A0 20-U [IeH Ha JIaKTalus, € J0Bel 10 HaMaJIeHO TEerjIo
Ha MBKKHTE M )KEHCKUTE MAJIKW TIPU TOKCHYHHM 103U 3a MaiikaTa > 30 mg/kg THEeBHO (€KCTIO3UIINH

> 5,9 mbTH NO-BUCOKH OT eKCIo3uIuATa Ha kKaHarnuduoznd npu MRHD). TokcnaHocTTa 32 Maiikara
€ OrpaHMYEHa /10 HaMaJIeHO HaJJlaBaHe Ha TeJIECHOTO TErIO.

[IpoyuBaHe nipy MITa ¥ IUTHXOBE, TPETUPAHH C KaHATTU(IIO3WH OT JieH 1 10 aeH 90 cren paxxaaHeTo
HE TIOKa3Ba MOBUIIIEHA YYBCTBUTEIHOCT B CPaBHEHNE ¢ e(DeKTHUTE, HAOII0IaBaHU TIPU BH3PAaCTHU
IUTbXO0BE. BhIpeku ToBa, € 3a0emsa3aHa auiaranys Ha 0bOPeUHOTO JISTCHYE ¢ HUBO, IPU KOUTO HE Ce
HabmoaaBat nexkenanu edextu (No Observed Effect Level, NOEL), npu excriosunuu 2,4 IbTH U
0,6 mpTH KTMHUYHATA €KCTIO3UINSA, CHOTBETHO Tpr 1031 oT 100 mg 1 300 Mg, 1 He HAITBITHO
oOpaTrMa B paMKHTE Ha MPUOIM3UTEIHO SANH MECEI] Bb3CTAHOBUTEIICH MEePHOI. Thil KaTo
(YHKIIMOHATHOTO Ch3psABaHe Ha OBOpennTe MpH IIHXOBE MPOIBIKaBa 10 6-CeIMUYHA Bb3pacT,
TpafHUTE PEHATHN HaXOJAKH MPH MJIaIM TUThXOBE HAll-BEPOSATHO CE€ IBJDKAT Ha HamMalleHaTa
CIOCOOHOCT Ha pa3BHBAIIUTE ce ObOpPEIN Ha ITHXOBETE /Ia CE CIPABSAT C yBEIWICHHS 00eM Ha
ypYHaTa, CBbP3aH ¢ KaHATJTU(IIO3UH.

Kanarnudnos3uH He yBeiryaBa 4ecToTaTa Ha TyMOPH NP MUIIKHY OT JIBaTa MoJjia B JABYTOJIUIITHO
npoyusane npu g03u 10, 30 u 100 mg/kg. Haii-Bucokara no3a or 100 mg/kg npencrasisisa 10

14 ompTr xmmanaHaTa Ao3a oT 300 Mg, B3 ocHoBa Ha AUC ekcnosnnusta. Kanarnugiaozna
yBEJIMYaBa 4eCTOTaTa Ha TECTUKYJIAPHHU KICThUHH TyMOPpH Ha Leydig mpu MBKKH IUIHXOBE MPH
Bcuuky npoyuBanu no3u (10, 30 u 100 mg/kg); Hait-uuckata no3a ot 10 mg/kg e mpubiu3uTenHo
1,5 mpTH kimHu4HaTa 103a ot 300 mg Bb3 ocHoBa Ha AUC ekcnozunusra. [lo-Bucokure no3u
kanaraudmosua (100 mg/Kg) mpu MBXKH 1 5KEHCKH INTHXOBE IMOBHIIABAT Y€CTOTATA Ha
(deoxpoMonuToMu 1 OEOpedHu TyOyTHE TyMopH. Bb3 ocHoBa Ha AUC ekcniozumusita, NOEL ot
30 mg/kg/neH 3a peoxpoMoUTOMH U OBOpPEYHH TYOYJIHU TYMOPH € IPUOTU3UTETHO 4,5 MBTH
EKCTIO3UIUATA TIPU JTHeBHA KIMHUYHA J103a oT 300 mg. Bb3 ocHOBa Ha NPEAKITMHUYHN ¥ KITHHUIHA
MEXaHUCTUYHH [IPOYYBaHUs, KJIEThUHUTE TyMOpH Ha Leydig, 6b0peunuTe TyOyIHH TyMOPH H
(heoXpOMOLIMTOMUTE Ce CUHTAT 3a creln(pUIHH 3a TuIbXxoBere. brOpeunure TyOyIHI TyMOpH U
(heoXpOMOLIUTOMUTE MPHU TUTHXOBE, IPUUUHEHU OT KaHATIH(II03HMH, HAalH-BEPOSITHO Ce ABJDKAT Ha
Majza0copOIMs Ha BbIJICXUAPATH BeaeacTBre Ha nHTecTHHAIHA SGLT1 HHXHOMTOpHA aKTUBHOCT B
4yepBaTa Ha MTbXOBETE; MPOBECHUTE MEXaHUCTUYHN KIMHHYHY IPOYYBAHHUS HE TTOKA3BaT
MaabcopOIHs Ha BBIJICXHIPATH MPH X0OpaTa MPU MPUEM Ha JT03M KaHArTH(IIO3WH JI0 Ba ITBTH IO0-
BHCOKH OT MaKCHMaJIHaTa MPEnopbYuTeIHa KIMHUYHA 103a. Kinerbunute Tymopu Ha Leydig ce
ACOIMHPAT C TIOBHUIIIABAHETO HA JIyTemHU3upamusa xopmoH (LH), koeTo e n3BecTeH MexaHU3bM 3a
oOpasyBaHe Ha KJeTh4HU TyMopH Ha Leydig npu mrpxose. 1o Bpeme Ha 12-ceqMuyHO poyyuBaHe
HECTUMYJIMPAHUAT LH He ce e moBummin IIpU MaouCHTU OT MBIKKU I10J1, JICKYBAHU C KaHaFHI/I(i)HOSI/IH.
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6. OAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk Ha IOMOIIHHUTE BELIECTBA

Slnpo Ha TabneTkara

JlakTo3a, 6e3BoHA
MukpokpucTaiHa 1eiyno3a
XuUApOKCUTTPONMIILICTYI03a
Kpockapmenosa Harpuit
Marue3sues creapaT

DumMoBo INOKPHUTHUC

Invokana 100 mg ¢uamupanu TabIeTKu
TToAMBUHUIOB aIKOXOJ

TuranoB quokcua (E171)

Makporoi 3350

Tank

XKeneszen okcun, xbit (E172)

Invokana 300 mg duiMupadu TabIETKH
TToIMBUHUIOB AIKOXOII

Turanos auokcuy (E171)

Maxkporon 3350

Tank

6.2 HecbBmMecTUMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

2 TOOVUHU

6.4 ChnenuajJHM ycJI0BUS HA CbXpaHeHHUe

To3u nexkapcTBEH MPOAYKT HE U3UCKBA CIEHUAIHH YCIOBUS Ha ChbXPaHEHHE.
6.5 Buau chabpKaHue HA ONAKOBKAaTAa

Tomusuaunxnopun/aaymunnes (PVC/Al) mephopupan eqHom0308 Giuctep
Omnaxkoskr ot 10 x 1,30 x 1,90 X 1 1 100 X 1 ¢punmupanu TabIeTKu

He Bcuuku BHIOBE ONAKOBKK MOTraT Ja ObJaT IMyCHATH B MPOJaKoa.
6.6 CneuuajHu Npeana3Hu MePKH NPH U3XBBPJIsIHE

Hsama cricnyaJiIHi N3MCKBaHUA.

1. NHNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Invokana 100 mg ¢uamupanu TabIeTKu
EU/1/13/884/001 (10 tabmerkmn)
EU/1/13/884/002 (30 TabneTkn)
EU/1/13/884/003 (90 tabmeTkm)
EU/1/13/884/004 (100 TabmeTkm)

Invokana 300 mg dhunmupanu TaGaeTKU
EU/1/13/884/005 (10 tabnerkn)
EU/1/13/884/006 (30 Tabierkn)
EU/1/13/884/007 (90 TabieTkn)
EU/1/13/884/008 (100 TabmeTKH)

9. JATA HA TbPBO PA3PEINABAHE/TIOJHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ata Ha ppBO paspemasane: 15 HoemBpu 2013 .

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

IMompoOHa nHbopMalKs 3a TO3H JEKApCTBEH MPOIYKT ¢ MPEI0CTaBeHa Ha yebcaiiTa Ha EBpornelickaTta
areHIys o JekapcTeata http://www.ema.europa.eu.
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IMPHUJIOKEHHUE I1

MHNPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE HA
IHAPTU N

YCJIOBUA NJIN OTPAHUYEHMUS 3A TOCTABKA U YIIOTPEBA

APYI'N YCJIOBUA N UBNCKBAHUSA HA PASPEINIEHUETO 3A
YIIOTPEBA

YCJI0OBUSA NI OTPAHUYEHUS 3A BE3OITACHA 1 EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT
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A.  NIPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOXXJIABAHE HA ITAPTUIN

Hme n aapeC HAa MPOU3BOAMTECIIA, OTTOBOPEH 3a 0CB060)KI[3B3HC Ha NapTuauTe

Janssen-Cilag S.p.A.
Via C. Janssen
Borgo San Michele
04100 Latina

Uranns

b. YCJIOBUSA NWIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

.HeKapCTBCHI/IﬂT MNPOAYKT C€ OTITYCKa IO JICKAPCKO NpCANNCaHUC.

B. JAPYI'U YCJOBUSA U U3BNCKBAHUS HA PASPELHIEHUETO 3A YIIOTPEBA
o IleproauyHu aKTYaJIU3HPAHU JOKJIAIH 32 6€30NMaCHOCT

[IpurexxaTensT Ha pa3pelIeHUeTo 3a ynorpeda TpsOBa 1a MoAane MbPBUS MEPHOANYCH aKTyaTU3UpaH
JOKJaz 3a 0€30MacHOCT 3a TO3U MPOAYKT B CPOK OT 6 Mecela ciell pa3peliaBaHeTo 3a ynorpeoa.
BriocneicTBre mpuTekKaTeNsIT Ha pa3pelieHue 3a ynorpeda TpsoBa Ja rmojaBa nepuoIuaHI
aKTyaJIM3UpaHu JOKJIAAH 3a 0€30MacHOCT 32 TO3U NPOAYKT ChIVIACHO M3UCKBAHUSATA, [IOCOUYCHH B
cnuchKa ¢ pedepentaute natu Ha EBponetickus cpio3 (EURD cnucek), npeasunex B wi. 1078, an. 7
ot dupextusa 2001/83/EO u nmyOnukyBaH Ha €BpOINEHCKUs yeOmopTall 3a JIeKapCcTRa.

. YCJI0OBUs NWJiNn Or'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITIPOAYKT

Ilnan 3a ynpasienue Ha pucka (ITYP)

[1IPY TpsibBa 1a U3BBHPILBA U3UCKBAHUTE ICHHOCTH M JCHCTBHS, CBbP3aHHU C IPOCIICAIBaHE Ha
JeKapcTBeHaTa 0e30MacHOCT, nocoueHu B onoopenus [IYP, npeacrasen B Moy 1.8.2 Ha
pa3pelieHrueTo 3a yrnorpeda, KakTo U MPY BCUYKH CJISIBAIN ChITIACYBAaHU aKTyanmn3anuu Ha [TYP.

Axrtyanmsupas [1YP Tps6Ba na ce moxasa:

o 1o uckane Ha EBporneiickaTa areHIus 1o JiekapcTBaTa;

. BUHArd, KOraTo ce M3MEHsI CUCTEMAaTa 3a yIpaBJIeHUE Ha PHCKa, 0OCOOCHO B pe3yiTaT Ha
NOJTy4aBaHe HAa HOBA MH(pOPMAaLKs, KOSTO MOXKE /1a JOBeJE 10 3HAYMMHU IPOMEHH B
CHOTHOILIEHHETO T0JI3a/PUCK, WK CIIE/T JOCTUTaHE Ha BayKeH eTal (BB BPb3Ka ¢
npociensBaHe Ha JIeKapCTBeHAaTa 0e30MIaCHOCT WIIM CBEXKAAaHE HA PUCKA JO MUHAMYM).

Axo nogaBaneto Ha [TAJlb u aktyanusupanero Ha [1YP cbBnanar, Te Moxe 1a ce mogaaatr
€IHOBPEMEHHO.
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HNPUJIOXKEHHUE IlI

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Invokana 100 mg ¢uaMupanu TabmeTKu
Invokana 300 mg ¢punmupanu TabIeTKH
KaHaru(I03uH

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska ¢puimupana tabnetka chabpika KaHarTUQIO3HH XeMUXuApar, chorBeTcTBam Ha 100 mg
KaHarau(Io3uH.
Besika ¢pmiiMupaHna tabieTka ChIbpika KaHArTMGIIO3MH XeMUXUaApar, chorBercTBai Ha 300 mg
KaHarauQI031H.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Chappika JaKTO3a.
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

Ounmupana TadneTka

10 x 1 ¢punmupanu TabICTKH
30 X 1 punmupanu TaOIETKH
90 X 1 punmupanu TabIETKH
100 x 1 punmupanu TabaeTKH

‘ 5. HAYYH HA TIPUJIOKEHUE U ITbT(UILA) HA BbBEKJIAHE

[Ipenun ynotpeba npoyereTe IMCTOBKATA.
[IepopanHo mpunoxxeHue

6. CIHEHUAJIHO NPEAYHNPEXJIEHUE, YE JEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TEIIA

I[a CC€ ChbXpaHsBa Ha MACTO, HECAOCTBITIHO 3a JICa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOANUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:
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9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHELHUAJIHU IIPEANTASHU MEPKHU INPU U3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/13/884/001 (100 mg - 10 tabneTku)
EU/1/13/884/002 (100 mg - 30 TabieTkn)
EU/1/13/884/003 (100 mg - 90 tabieTku)
EU/1/13/884/004 (100 mg - 100 TabneTkm)
EU/1/13/884/005 (300 mg - 10 TabmeTkmn)
EU/1/13/884/006 (300 mg - 30 TabieTkn)
EU/1/13/884/007 (300 mg - 90 tabieTku)
EU/1/13/884/008 (300 mg - 100 TabneTkw)

13. TAPTHUJAEH HOMEP

ITapTuna:

14, HAYMH HA OTIIYCKAHE

.HeKapCTBeHI/I}IT MOPOAYKT CC OTITYCKa IO JICKAPCKO MpCANNCaHUC.

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

invokana 100 mg
invokana 300 mg
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MUHUMYM JAHHU, KOUTO TPABBA JA CbABbPXKXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Invokana 100 mg tabmeTku
Invokana 300 mg tabmeTku
KaHaru(I03uH

‘ 2. HUME HA IIPUTEXXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

‘ 3. JATA HA N3TUNYAHE HA CPOKA HA T'OJHOCT

EXP

4, NAPTUJAEH HOMEP

Lot

|5.  JPYIO
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Bb. IHUCTOBKA
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JlucroBKa: l/IH(l)OpMaIlPlﬂ 3a manMeHTa

Invokana 100 mg ¢puamvupanu TadjaeTKu
Invokana 300 mg ¢puamupann TadjaeTKu
kaHarnuosuH (canagliflozin)

vTo31/1 JICKapCTBEH MPOYKT MOAJICIKH Ha JOMBIHUTEIHO HaOoAcH e, ToBa 1iie mo3Bou 6bp30TO
YCTaHOBsIBaHE HA HOBA HH(POPMAIIUs OTHOCHO Oe30macHoCTTa. MoXKeTe J1a JajieTe CBOs PUHOC KaTo
CHOOIINTE BCSIKA HEXKENaHa PeaKIlys, KOSTO CTe MOMYYMIN. 32 HaurHA Ha ChoOIIaBaHe Ha HeXKeJTaH!
peaxIu BHXKTE Kpasi Ha Touka 4.

IIpoyeTeTe BHUMATEIHO LS1IATA JIUCTOBKA, PEIH 1A 3aM0YHETE 1A MpUeMaTe TOBA JIEKaAPCTBO,

ThH KaTo TS ChbAbPika BaxkHa 3a Bac nndopmanus.

- 3anazere Ta3u JUCTOBKA. MOXe 1a ce HAJIOXU J1a A IPOYETETE OTHOBO.

- AKO UMaTe HAKAaKBH JOMBJIHUTEIIHA BBIPOCH, onuTaiiTe Bamus jiekap, GapmareBT uiu
MEJIUIMHCKA CEecTpa.

- ToBa nexapcTBo € mpeanucano 1uyHo Ha Bac. He ro nmpeotcrriBaiite Ha Apyru xopa. To Moxe
Jla UM HaBpEIIY, HE3aBUCHMO Ue MPU3HAILIMTE Ha TAXHOTO 3a00/IsBaHe ca ChIIUTE KaTo Baiure.

- AKO TIOJTy9IHTE HIKAaKBU HEXKEJIAHU JICKAPCTBCHH peakinu, yBeaoMere Bamus nekap,
(hapmarieBT WM MeAWIIMHCKA cecTpa. ToBa BKJIFOUBA U BCHYKH Bh3MOXKHU HEXKETaHU PEaAKIIHH,
HEOINHMCAaHHU B Ta3H JINCTOBKA. Buxre Touka 4.

KakBo cbabp:ka Ta3u JHCTOBKA

Kakso npenacrasnsBa Invokana u 3a kakBO ce U3M0I3Ba
Kakgo Tpsi0Ba na 3Haere, npeau qa npuemere Invokana

Kak ma npuemare Invokana

BB3MOXHU HEXeTaH! peakuu

Kak na cpxpansiBate Invokana

ChbabpkaHye Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

ogahcwhE

1. Kaxkso npeacrasiassa Invokana u 3a kakBo ce U3M0J13Ba

Invokana CbAbpiKa aKTUBHOTO BEMIECTBO KaHal"J'IPI(l)J'IOBI/IH, KOE€TO MPUHAIJICI)KU KbM I'pyIlia JICKapCTBa,
KOMTO IMOHMW)XaBaT KPpbBHATAa 3axap.

JlexapcTBaTta, KOWTO MOHM)KABAT KPhBHATA 3aXap ce M3IION3BAT 32 JICUCHNE Ha 3aXapeH auadeT TuI 2
IPH BH3PACTHH.

ToBa JiekapcTBO AeiicTBa, KaTO MOBUIIABA OTIEISHETO Ha 3axap OT opraHu3zMa Bu upes ypunara. Ilo
TO3M Ha4YMH € HaMaJIsBa KOJMYECTBOTO 3axap B KpbBTa Bu.

Invokana Moske J1a ce M3IM0I3Ba CAaMOCTOSATETHO WIIM B KOMOWHANUS € IPYTH JEKapCTBa 3a JICYCHNE Ha
muabet Tum 2 (kaTo HampuMep MeT(hOpMUH, HHCYITWH, HHXHOUTOP HAa TUIENTHANI enTHaa3a-4
(DPP-4) [kaTo HanpuMep CHTArIMNTHH, CAKCATIIMITHH WIN JTMHATIHUIITHH], CyJI(paHuIypeHO
MIPOM3BOJHO [KaTO HAPUMEP TIUMENUPH TN TIMIH3K] | WK HOTJINTa30H). Bue Moxke Beue na
IpueMaTe eIHO WM IIoBeUe OT Te3H JIeKapcTBa 3a JieueHne Ha Bamms nuaber tum 2.

Baxho ¢ Ja OpOABJDKUTE Aa CJICABATC CbBETUTC HA Bamms JICKap Wi MCIUIUHCKA CECTPpa OTHOCHO
Jqucrara u (I)I/I3I/I‘-IECKaTa CH aKTHUBHOCT.

KaxkBo npeacrasiisiBa 3axapeHn auader tun 27

3axapeH auabet Tat 2 ¢ 3a00sIBaHe, MPY KOETO Bammst opraHn3bM HE TPOU3BEXKAA TOCTATHYHO
WHCYJIVH WM WHCYJIMHBT, KOWTO BammsT oprann3sM Mpou3Bexaa, He QYHKIIMOHUPA JOCTATHYHO
no0pe. ChIllo Taka € Bh3MOXKHO OpraHu3MbT Bu ja mpon3Bek/ia npekajieHo MHOTO 3axap. B pesynrar
Ha TOBa B KPBBTa Ce HATpyIBa 3axap (rroko3a). ToBa Moxe J1a J0BEE 10 CEpUO3HU 3a00JIIBaHNS,
KaTo ChPJCYHU 3a00JIsABaHMsI, 0BOpedHa HEMOCTATHUYHOCT, CICTIOTA U aMITy TaIlHsl.
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2. Kakso Tpsi6Ba na 3Haete, npeau Aa npuemere Invokana

He npuemaiite Invokana
. aKo CTe aJlepruYHU KbM KaHArTU(IO3MH WM KbM HIKOSI OT OCTaHAJIHMTE ChCTAaBKH HA TOBA
nekapcTBO (M36pOoeHH B TOUKA 6).

[pexynpe:xaeHns u npeanasHu MepKu
T'oBopete ¢ Bamus nekap, hapManeBT WM MEJUIIMHCKA CECTPa, MPEH Ja PUeMeTe TOBa JIEKapCTBO
U 10 BpeMe Ha JICUCHHUETO:

o 3a TOBa KaKBO J]a HalpaBHTe, 3a Ja Ce Mpeana3suTe OT 00e3BOIHABAHE

o ako nMmare 3axapeH auader tun 1 (opraHu3mMbT B He npon3Bex1a HUKaKbB UHCYJIMH).
Invokana He Tpa0Ba 1a ce U3M0JI3BA 32 JICUEHUE HA TOBA 3a00JsIBaHE.

o npu Obp3a 3ary0a Ha TerJo, rajieHe WM MOBpBINaHe, OOJIKM B CTOMAaxa, IIPeKOMEepHa XKax/a,

YUYECTEHO U JIBJIIOOKO JHIIaHe, POSBU Ha 00BbPKAHOCT, HeOOWYaliHa CHHIMBOCT WM YMOPA, IbX
ChC cIaJKa MUPHU3Ma, CIIaIbK HIM METaJICH BKYC B ycTaTa MM IPOMEHEHAa MUPH3Ma Ha ypHUHATA
WIN TIOTTa, CBBPKETE ce He3a0aBHO C JieKap WM Hail-Onmu3kaTta 6oiHMIa. Te3u CUMIITOMU MOXKe
Jla ca MPU3HAK Ha ,,AuadeTHa KeToanna03a’ — psAaKo, HO CEpUO3HO, TOHAKOTa
HMBOTO3aCTPAIIABAIIO YCIOKHEHUE, KOETO MOJKE Ja Ce pa3BUe IMPH Xopa ¢ Anaber nopaau
HOBUIIICHA KOHIIEHTPALWS Ha ,,KETOHHH Tella” B YpHHATA WM KPBBTA, KOETO C€ YCTAHOBSIBA IIPH
n1abopaTopHU n3cienBaHusA. PUCKBT 3a pa3BUTHE Ha JHaOeTHA KETOAIN103a MOXKE A ce
MOBHUIIIH TP MPOIBIKUTEIHO TI1ayBaHe, IPEKOMEpPHa KOHCYMaIHsl Ha aJlKoXOJ,
JeXHUpaTalys, BHE3aITHO HAMAJIIBaHEe Ha J103aTa Ha MHCYJIMHA WM TTOBHIIIEHA HYX/a OT
MHCYJIMH BCJIEJCTBUE Ha TOJISIMA OIIepalus WA CEPUO3HO 3a00IIsBaHe.

o aKo nMate auabeTHa KeToanuao3a (yCIoXKHEeHHe Ha 1nadeTa, XapakTepU3Upalo ce ¢ BUCOKa

KpbBHA 3axap, Obp3a 3aryba Ha Tero, rajieHe Wiv noBpbinane). Invokana e TpsiOa na ce

M3II0JI3BA 32 JICYCHHE Ha TOBA 3a00JIsBaHE.

aKo MMaTe CEPHO3HHU MPOOIeMH ¢ ObOpEIMTE WK CTE HA AnalIN3a

aKo MMaTe CEPHO3HH MPOOIIEMH C YSPHHS APOO

aKo HKOTa CTe UMAJIM CEPHO3HO CHhP/ICYHO 3200 sIBaHE MITH aKO CTE MMAJId HHCYIIT

aKo IpHeMare JIeKapcTBa 3a TOHIKaBaHe Ha KPbBHOTO HAJISTaHE (aHTHXHUIIEPTEH3NBHU

JIeKapcTBa) WM HAKOTA CTE MMAJIM HUCKO KPBBHO HaJsTaHe (XUIMOTOoHuUs ). JlombiHuTEIHA

WHOpMAaIUs € peiocTaBeHa mo-1oiy B ,,Jpyru nekapcrsa u Invokana“

o Ba)XKHO € JIa TIPEeTJIe’KAaTe XOuiaTa CH PeJJOBHO U J1a c€ IPUABbPKATE KbM BCUUKU IPYTH CHBETH
110 OTHOILIEHUE Ha TPUKATa 3a XOJIUJIaTa U aJIeKBaTHATA XUIpaTalus, JaJeHd OT Bamus
MEINIMHCKH crieranucT. TpsoBa He3abaBHO f1a yBenoMuTe Bamms nekap, ako 3a0emnexure
IosgBaTa Ha paHUu WM MPOMsAHA B IBETA, WM aKO U3IMMUTBATC MOBUIICHA YYBCTBUTCIHOCT UJIU
Oonka B xonunata. Hsaxou npoyuBaHus coyar, 4e MpUeMbT HA KaHATTU(IO3MH MOXKE Aa
JOTIPHHECE 32 PHCKA OT aMITyTallks Ha JIOJIeH KPailHUK (IIPEANMHO aMIyTalluH Ha TPBCT).

AKo HAKOE OT U30pOCHUTE MO-TOpE ce oTHacs 3a Bac (1 He cTe curypHu), roBopete ¢ Bamms nekap,
(dbapMarieBT I MEJMIIMHCKA CecTpa, PE/IN Jia TIPUEMETE TOBA JICKAPCTBO.

bropeuna pynkuus
BbrOpeunara Bu QpyHkus me Obae U3ciieABaHa upe3 KPbBEH TECT, MPEAH Aa 3all0YHETE U JOKATO
IpremMare ToBa JIEKapcTBO.

I'1roko3a B ypuHaTa
Ilopanyu HauMHa Ha IEHCTBHE HA TOBA JIEKAPCTBO, ypUHATA BH 1116 MOKa3Ba MOJIOKUTEIIEH PE3YITaT 3a

3axap (TJII0K03a), IOKaTO I'o MpUeMare.

Jleua v roHOIIHN
Invokana He ce mpemoppuBa 3a Aena u FoHoI| o 18 roguHy.
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JApyru aexapcrBa u Invokana

HNudopmupaiite Bamms nmekap nim GpapmaieBT, ako preMaTe, HaCKOpO CTe MIPUEMAaTH WITH €
BB3MOKHO J1a IpUEMETe IPYTH JiekapcTBa. ToBa ce Hajara, Thid KaTo TOBa JIEKapCTBOMOXKE Aa
MOBJIMSIE HAa IEUCTBUETO HA IPYTH JiekapcTBa. ChILO Taka HIKOU JIEKapCcTBa MOTaT Jla MOBIHSIAT HA
JICCTBUETO Ha TOBA JIEKAPCTBO.

CrienmanHo yBeJOMETE JIeKapsl CH, aKo NIPUEMATE HAKOE OT CIEIHUTE JIEKapCTBA:

. JpYTH aHTUINA0ETHH CPENICTBA - MHCYJINH WU CyI(aHWTypeitHO IPOM3BOAHO (KaTo
TIAMENTUPH WK TIUMH3KUN) — Bammst gexap Moxe 1a Hamaiu no3aTta By, 3a 1a He ce MoHmKU
TBBpPJI€ MHOTO KpbBHaTa By 3axap (xumornukemus)

o JIeKapcTBa 3a TIOHIKaBaHe Ha KPbBHOTO HaIATaHe (aHTUXUIIEPTEH3UBHH CPEICTBA),
BKJIIOUMTEITHO AUYPETULH (JIEKapCTBA, KOUTO CE U3MOJI3BAT 32 OTCTPaHABAaHE HA M3IUIIHATA
BOJIa B OpPraHU3Ma, MO3HATH OIIe KaTo 00e3BOIHABAIIM TA0OJIETKN), Thil KATO TOBA JIEKAPCTBO
MOJK€ CBIIO J]a TIOHIKK BareTo KpbBHO HaJIsITaHe Ype3 OTCTpaHsSBaHEe Ha W3IMIIHATA BOJA B
opranusma. Bp3MoxXHHTE IpU3HALM HA IPEKOMEPHA 3ary0ba Ha TEYHOCT OT OpraHu3Ma ca
OIMCaHU MO-J0JTy B TOuKa 4 ,,BB3MOKHN HEKeNlaHH PeakLuu’ .

. JKBIT KaHTapHUOH (OMIIKOBO JIGKAPCTBO 32 JICYCHHUE Ha JCTIPECHS)

. KapOamasenuH, heHUTONH win hernobapOuTan (JiekapcTBa 3a KOHTPOJ HA SIS THYHA
MPUCTBHIIH)

. e(haBUPEHII WJIM PUTOHABHD (JiekapcTBa 3a jieueHue Ha X B-undekiyn)
pudamMnuimH (aHTUOMOTHUK 3a JICUCHHE Ha TYOCPKYJI03a)

. XOJIECTHPAMHUH (JIEKapCTBO 3a HaMaJlsiBaHe HUBATA Ha XOJECTEPOIIa B KpBhBTA). BrkTe Touka 3
,»Kak ma mpuemare Invokana .

. JIMTOKCHH WIIK JIUTUTOKCHH (JIEKapCTBa 3a JICUSHNE Ha OIPEIeIeHN ChbpACYHH 3a00IIIBaHNs).

Moske n1a ce HaJloKH M3MEepBaHe Ha HUBATa Ha JUTOKCHH WM TUTUTOKCHH B KPBBTA, B CITydai
4e ce npuemat ¢ Invokana.

o JaburaTpaH (JISKapcTBO, Pa3perkaalio KPbBTa, KOETO HAaMAJIsiBa PUCKa OT 00pa3yBaHe Ha
ChCHUPEIIH.

BpemMeHHOCT 1 KbpMeHe

AKko cre OpeMeHHa MU KbPMHUTE, CMSTATE, Y€ MOXKeE Jla CTe OpEeMEHHA MM TUIaHUpaTe OpeMEeHHOCT,
nochBeTBalTe ce ¢ Bammms nexap win gpapmaneBT npeau ynorpedaTta win o BpeMe Ha ynoTpedara Ha
TOBa JIekapcTBO. Invokana He TpsaOBa a ce mpuiara o Bpeme Ha OpemeHHocT. [locsBeTBaiiTe ce ¢
Bamms nekap 3a Haif-100pHs HauuH 3a IpeycTaHoOBsIBaHe pueMa Ha Invokana u KOHTpoI Ha
KpbBHaTa Bu 3axap, BenHara ciex kaTo pasbepere, ye cre OpeMeHHa.

He u3non3aiite ToBa 1ekapcTBo, ako Kbpmute. [lochBeTBaiiTe ce ¢ Bamus nexap ganu na ce
MIPEeyCTaHOBH JIEYEHHETO C TOBA JIEKapCTBO WUJIH JIa CE MPEYCTAaHOBU KbPMEHETO.

Modupane u padora ¢ MAIIUHU

Invokana He MOBNIHSBA WK MOBJIMSABA MTPEHEOPEKUMO CIIOCOOHOCTTA 3a IO HUpaHe, KapaHe Ha KOJIEI0
1 paboTa ¢ MHCTPYMEHTH WU MarivHu. ViMa JaHHu o0ade 3a CBETOBBPTEXK WIIH 3aMaiBaHe, KOUTO
MOTaT Jia IOBJIMSAT Ha criocoOHOCTTa B 3a modupane, kapaHe Ha KOJIENO Wi paboTa ¢
HWHCTPYMCHTHU WJIN MalllMHU.

[TpuemsT Ha Invokana ¢ nmpyru jnexapcTBa 3a JiedeHre Ha nuabeT, HapedeHu CyIpaHmTypeiH
MPOU3BOJHHU (KaTO MIMMENUPH]] M TIUIHU3K), WM ¢ MHCYJIMH MOXeE J]a yBEJIMYH pHCKa OT
MIPEeKOMEpHO TIOHMKaBaHe Ha KPbBHATA 3axap (Xunoriaukemusi). CHMITOMUTE BKJIIOYBAT 3aMbIJISIBAaHE
Ha 3pEHUETO, M3TPBIIBAHE HA YCTHUTE, TPEIIEpeHe, N3NOTsIBaHe, OJIEIHOCT, MPOMSIHA B HACTPOCHHUETO,
YyBCTBO Ha 0E€3MOKOWCTBO WM 00bpKaHOCT. ToBa MOXKe J1a MTOBJHsie HA cliocoOHOCTTa Bu 11a
mrogupate, 1a KapaTe KOJICNO U 1a U3N0I3BaTe MHCTPYMEHTH WK MalnHd. MHpopmupaiite
He3abaBHO Bamms iekap, ako UMaTe HAKaKBH MIPU3HAIM HA HUCKA KPbBHA 3aXap.

Invokana cbabpika J1aKkTO32

Axo Bammsar JICKap Bue Ka3Ball, 4€ UMAaT¢ HCTIOHOCUMOCT KbM HAKOHU 3aXapH, CBBPIKETC CC C JICKapA
CH, IIPEAM aa 3all0OYHETE Jia IIpUEMATE TOBA JICKAPCTBO.
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3. Kak 1a npuemarte Invokana

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e xa3an Bammst nekap uin ¢papmaneBT. AKo He
CTE CUTYpPHHU B HELO, onuraiire Bamus nexap wiu gapmaiesT.

Koaxo na npuemare

. IIpenmoprunTennaTa HadayrHa g03a Invokana e eqna Tabnetka ot 100 mg gaeBHO. Bammsr
JIeKap Ie MpeLeHN Aaiu aa yBeianuu Barrara go3a va 300 mg.

. Bamusat nexap Mmoke 1a orpanuuu go3ara Bu mo 100 mg, ako umare npobiem ¢ Ob0penure.

. Bamusar nekap e npeanuiie noaxojsuiara 3a Bac no3a.

IIpueM Ha TOBa JIeKapCcTBO

. I'bnTaiiTe Tabnerkara 1514, C MOJIOBUH Yallia BOJA.

. Moske na mpuemMare TadneTkara cbe win 6e3 xpana. Haii-no0pe e na npuemare tabieTkaTa
Mpeau MbPBOTO XpPaHEHE 3a JCHSI.

. OrnnraiiTe ce 1a s MpueMarte 1o €IHO U CBIINo BpeMme Ha JieHs. Toa me Bu mojacema aa s
npuemMare.

. Axo Bammsr nexap Bu e npeanucan kaHarnmuao3uH 3a¢JHO ChC CEKBECTPAHT Ha KITHYHUTE

KHCEJIMHY KaTO XOJIECTUPaMUH (JIeKapcTBa 3a MOHMKAaBaHE Ha XOJIECTEPOIa), TpOBa 1a
npuemMare KaHarmuguo3uH Hail-Manko 1 yac npeau wim 4 1o 6 yaca ciie npuemMa Ha
CEKBECTPAHTa Ha JKJIbYHUTE KUCEJINHHU.

Bammusr snexap moxe na Bu npeanume Invokana 3aegHo ¢ apyr JiekapcTBEH MPOAYKT, TOHMKABAIL
KpbBHaTa 3axap. He 3a0passiite qa npremare BCHYKH JeKapcTBa TOYHO KakTo Bu e kazan Bammsrt
JeKap, 3a Jja HOCTUTHETe Hail-1o0puTe 3a 37paBeToO CU PE3yJITaTH.

Juera n pusudeckn ycmuns

3a ma koHTpOdHpaTe Bamus nuaber, Bue cbiio Taka TpsOBa /1a cria3BaTe ChBETHTE Ha Bamms nekap,
(apManeBT UM MEAULIMHCKA CECTpa OTHOCHO AueTara 1 huznveckute ynpaxkHenus. [lo-cneunanto,
aKo criasBare AMeTa 3a AMa0eTUIM 332 KOHTPOJI Ha TETJIOTO, POABbIDKABalTe Ja 5 Cla3Bare, JOKAaTo
IpreMaTe TOBa JIEKapCTBO.

AKO cTe pHeJId oBeYe 0T HeodXxoAuMaTa 103a
AKo cre npueny nosede 0T He0OXoaUMaTa J103a OT TOBa JIEKapCTBO, He3a0aBHO yBenoMeTe Bamms

neKap.

AKo cTe nponycHaau a1a npuemere Invokana

. AKo cTe 3a0paBHIIK J1a IPUEMETE J103a, HAIIPaBETEe IO BeJHAra IIIOM CH CIIOMHHTE. AKO 00aue
HaOJIMKaBa BPEMETO 3a IPUEMaHe Ha ClieBallaTa J103a, He IpueMaiTe mpoIycHaTaTa.

° He B3emaliTe nBoiiHa /103a (1BE 103U B €IMH U CHINH JCH), 32 J1a KOMIICHCUPATE MPOIycHATaTa
J1o3a.

AKko cTe cripesu npuema Ha Invokana

AKo crpeTe mpuemMa Ha TOBa JIEKapcTBO, KpbBHaTa Bu 3axap moxe na ce nmosumu. He crimpaiite
npreMa Ha JISKapCTBOTO, 0€3 ITbPBO /1a TOBOPHTE C JIEKaps CH.

AKO UMaTe HSKAKBU JIOITBJIHUTEIHHA BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKAPCTBO, MOMHUTANTE
Bammus nexap, papManeBT WM MEJULIMHCKA CECTpa.

4, Bb3MOKHHU HeKeJTaHU pe€aKkuumn

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPEAMU3BHUKA HEKECIIAHNU PCAKIUH, BBIIPEKU Y€ HE
BCCKM I' TOJTy4aBa.
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CnpeTe nmpuemMa Ha Invokana u Bb3MOKHO Haﬁ-ﬁ'bp30 OTHAECTE HA JICKAp, aKO UMATE¢ HAKOA OT
CJICAHUTEC CCPUO3HHU HEKECJIAHU PCAKIUU:

O6e3BoHsIBaHe (HeuecTH, MOKe Ja 3acerHar a0 1 Ha 100 xyuin)

. peKoMepHa 3aryoa Ha TeuHocta (06e3BomHsaBaHe). Cpelna ce mo-4ecTo IpH B3PacTHU Xopa
(na BB3pacT 75 ¥ MOBeYe TOAUHHK), X0pa ¢ OBOPEUHH MPOOIEMH U X0Pa, KOUTO TIPHEMAT
00€3BOHSBAIIM TA0JICTKH (INYPETHLIN).

BBb3MoxkHM npu3HAIM Ha 00€3BOIHSBAHE Ca!

- ycelaHe 3a CBEeTOBBPTEX U 3aMasHOCT

- 3ary0a Ha ch3HaHUE (MPHUIAIBK), YyBCTBO HA 3aMasHOCT MIIM CJIa00CT HPHU HU3IPABSIHE
- CHJIHA CyXOTa WJIY JICTTHEHE Ha yCcTaTa, CUITHA KaK/a

- CWJIHA OTIIAJHAJIOCT WIIK yMOpa

- OTACIIIHE Ha TBHPAC MAJIKO WJIM HUKAaKBa yprUHA

- ydecTeHa ChpJieYHa ACHHOCT.

He3a0aBHo ce cBbpakeTe € JieKap MU Haii-0JM3KaTa 00THHIA, AKO MOJTYy4YHTe HAKOS OT
cJIeHUTE HEeKeJTAHN PeaKun:
JuadeTHa KeToanu103a (peaKu, Mozxe 1a 3acerHar Ao 1 Ha 1 000 xymu)
ToBa ca npu3HaIUTe HA AMa0CTHA KeToaua03a (BUXKTE ChIO Touka 2 ,,[IpenynpexaeHus u
Mpena3Hu MepKu”):
- MOBHUIIIEHU HUBA Ha ,,KETOHHU Teja” B ypUHATa WK KpbBTa Bu
- Obp3a 3aryda Ha Tersio
- raJieHe WX TOBPBIIaHe
- 0OJKM B cTOMaxa
- MIpEeKOMepHa XKaxkaa
- Y4ECTEeHO U IBJIOOKO JAHIIaHe
- 00BPKAHOCT
- HeoOHnuaiiHa CbHIMBOCT HIIK YMOPa
- I'bX CBC CJaJKa MAPH3Ma, CTIaIbK MM METaJIeH BKYC B yCTaTa MM HeoOndaiiHa MUpU3Ma
Ha ypuHAaTa WM MOTTa.

ToBa Moxe 11a ce CJIy4YHd, HE3aBUCUMO OT HUBOTO Ha KPpbBHATa 3axap. Bammsr JIEKap MOXE a peuin
BPEMCHHO MUJIXM OKOHYATCJIHO Aa CC CIIPEC JICYHCHUCTO C Invokana.

HNupopmupaiite Bammus jgexkap Bb3M0:KHO Haii-0bp30, B ci1y4aii ye 3a0esekure HIKOSL OT
cJIe[THUTE HesKeJIAHHU Peakuuu:
Xunorjankemusi (MHOT0 4eCTH, MO:Ke J1a 3acerHaT noseue ot 1 Ha 10 qymm)
o MIOHMW)KEHA KPbBHA 3aXap (XUIOTJIMKEMUs) — IPU MPHEM Ha TOBA JIEKAPCTBO C MHCYJIMH WU
cyndaHWITypeHHO MTPOU3BOAHO (KaTO TIUMETTHPHT WITH TIIUTTU3N).
BB3MosxHH ITpHU3HALM HA IOHMKEHA KpbBHA 3axap ca:
- 3aMBbIJIABaHE Ha 3PEHUETO
- U3TPBIBAHE HA YCTHUTE
- TpernepeHe, U3NoTsBaHe, 0JIeTHOCT
- NPOMSIHA B HACTPOCHUETO WIIM YyBCTBO HA OE3MOKONHCTBO MM 00BPKAaHOCT.

Bammsar JICKap II€ BH KaXX€ KaK Aa CE CIIPAaBUTE C IIOHMKAaBAHETO HAa KPbBHATA 3aXap U KakKBO a
IMpaBUTEC, aKO UMATC HAKOHU OT I/136p06HI/ITC IOo-rope nmpusHanu.

JApyru HexxeJIaHU peaKLMuU:

MHoro yectu (Mo:xke 1a 3acerHat nosede ot 1 na 10 qymm)
- repOMYHa HHOEKITHS Ha BIIarajniieTo.

Yectu (Mo:ke 1a 3acerHat a0 1 Ha 10 qymm)

o 0o0pHB WK 3auepBABaHE Ha MIEHUCA WK NpenynuyMa (rb0nyHa HHGEKIus)
o MHQEKIHA Ha MMKOYHHUTE TbTHILA
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o NPOMSIHA B YPUHHPAHETO (BKIFOUUTETHO IMO-YECTO YPUHUPAHE WITH OTJIENISTHE Ha TTO-TOJISIMO
KOJIMYECTBO YPHHA OT OOWYAlHO, CIIEIIHA HYX/]a OT yPHHUPAHE, KAKTO U HYXKJa OT ypPUHUPAHE
TIpe3 HOIITa)

3arek

KaKIA

rajicHe

KPBBHUTE U3CIICIBAHUS MOTaT Jia TIOKaXaT IPOMEHHU B HUBaTa HA MAa3HUHUTE (XOJIECTEPOIT) U
yBEeJNHMYECH OOl Ha YSPBEHUTE KPBBHU KIETKH (XEMAaTOKPUT).

HeuecTtu (Mo:xe 1a 3acernat 10 1 na 100 qymm)

o 0OpUB MK 3aYepBsIBaHE HA KOXKaTa — MOXKE J1a CbPOU U J1a BKITFOYBA MOy THHH, ChJI3CHE WU
MexXypHu

o ypTUKApHs

o KPBBHHTE U3CIIC/IBAHHS MOXKE JIa TOKAXaT IPOMEHH, CBbP3aHu ¢ ObOpeYHaTa (QyHKIUS
(KpeaTUHUH WK ypesi) WM HUBaTa Ha KaJus

o KPBBHHTE U3CIICIBAHMS MOTAT JIa TIOKaKaT yBeJIMUEHHEe Ha HUBOTO Ha Gocdat B KpbBTA
KOocTHa (ppakTypa

o OBOpeuHa HEeIOCTaTHYHOCT (OCHOBHO B PE3yJITaT OT 3arybara Ha TBbP/E MHOTO TEYHOCTH OT
Baiust opranusbsm)

o aMITyTalus Ha JOJIeH KpaHKK (TPeIMMHO Ha TIPBCT), 0cOOEHO ako mpu Bac MMa BUCOK PHCK OT

ChpICYHO 3a00IsIBAHE.

Penxu (Mo:ke na 3acernar ao 1 Ha 1 000 xymum)
o TEXKKa aJlepruuHa peakius (MoXe J1a BKII0UBa MMOJyBaHe Ha JIUIIETO, YCTHUTE, YCTATa, C3UKa
WU T'BPJIOTO, KOGTO MOXKE 11 JI0BEJIE IO 3aTPYAHECHO JUIIAHE WK IPETIIbIIAHE).

Chol0maBaHe Ha He/KeJIAHH PeaKINU

AKO TIOJTy4YHTe HAKAKBH HEXEJIaHU JIEKAPCTBCHH PEaKIMU, yBeaoMere Barms jgekap ¢papmaieBT win
MEeJUIUHCKA cecTpa. ToBa BKIIOUBA BCUUKU BH3MOKHU HEOMMCAHU B Ta3U JUCTOBKA HEXKEJIaHU
peaknuu. MokeTe ChIIo A3 ChOOIINUTE HEXKENaHN PeaKIuy JUPEKTHO Ype3 HAI[OHATHATA CHCTEMA 32
croOmaBane, mocodeHa B Ilpunoskenue V. KaTo cr001maBate HexXeIaHH PEAKIIMH, MOJKETE Jla TaIeTe
CBOsI MPUHOC 32 TIOJy4YaBaHe Ha MoBeye HH(OpPMaIis OTHOCHO 0€30IacHOCTTa Ha TOBA JIEKAPCTRO.

5. Kak na cbxpansaBare Invokana

[Ha ce cbxpaHsaBa Ha MSICTO, HEAOCTBITHO 32 JICLIA.

He usnon3Baiite TOBa JI€KapCTBO Ciell CPOKa Ha TOHOCT, OTOETA3aH BhpXY OJUCTepa U KapTOHEHaTa
OITaKOBKa CHOTBETHO cieln ,,EXP” u , I'onen 10:”. CpOKbT HA TOAHOCT OTTOBAps Ha IMOCICAHUS JICH OT
MTOCOYEHHS MECEII.

ToBa JICKApCTBO HC M3HUCKBA CICHUAIIHU YCIIOBUA Ha ChbXPAaHCHUC.

He usnon3paiite Invokana, ako 3abeiiexxure, 4e ONakOBKaTa € MOBPEIeHa HJIH ITOKa3Ba MPU3HALIM Ha
¢bammmpunmpane.

He H3XBLpHHﬁTe JICKapCTBaTa B KaHA/IM3alusATa Uiu B KOHTeﬁHepa 3a JOMAalIHH OTIIaAbIIN.
[MommTaiite Bamms papmaneBT kak ga H3XBBPIATE JEKapCTBaTa, KOUTO Bedye He n3noin3Bate. Te3u
MEpPKH LI CIIOMOTHAT 3a OIla3BaHE HA OKOJHATA Cpeaa.

6. Chabp:kaHue Ha OIAKOBKATA M JOINbJIHUTEIHA HHpopManus

Kaxkso cpabp:xa Invokana
o AKTUBHOTO BEILIECTBO € KaHArIu(pI031H.
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- Besika Tabnerka chabspika 100 mg win 300 Mg kaHaraudI031H.

) JIpyrute ChbCTaBKH Ca:
- SITPO Ha TabJIETKATa: KPOCKapMeio3a HaTpUi, XUAPOKCUTIPOTIHIIICTYI03a, 0¢3RO/ IHA
JIaKTO3a, MATHE3MEB CTeapaT ¥ MUKPOKPHCTAIHA [IEJTyJ103a;
- ¢unmoBo mokputre: Makporon (3350), HOMMBUHUIOB ANKOXOJI, TAJIK M THTAHOB JTUOKCHI
(E171). Tabnerkute ot 100 mg ChIBpPIKAT CHINO M JKeIe3eH OKCH, *KbIT (EL72).

Kak m3raexnaa Invokana n kakBo CbABbpPiKa OIaKOBKaTa

. dunmupanute Tabnetku (Tadnerkure) Invokana ot 100 mg ca sxbaTH, ¢ PopMa Ha Kamcysia, ¢
neipkuHa 11 mm, mapkupanu cee ,,CFZ ot ennaTa cTpana u ¢se ,,100“ ot mpyrara.
. Ounmupanute Tabnetku (tadbnerkure) Invokana ot 300 mg ca 6enu, ¢ popma Ha Kamncyna, ¢

IbJDKUHA 17 mm, Mapkupasu cse ,,CFZ* ot eqnara ctpana u ¢ ,,300% ot apyrara.

Invokana ce npemara 8 PVC/anymunueBu neppopupanu e1Ho1030B1 onuctepu. [Ipeanarar ce
kapTonenu onakoBku oT 10 X 1, 30 X 1, 90 X 1 mm 100 X 1 TabneTku.

He Bcuuku BHIOBE ONTAKOBKU MOTaT fa ObJIAT MyCHATH B IPOAAKOA.

IIpurtexaTes Ha pa3pelIeHHETO 3a ynoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

bearns

IIponsBoauTen
Janssen-Cilag SpA
Via C. Janssen
Borgo San Michele
04100 Latina
Uramus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaLII/IH OTHOCHO TOBa JICKAPCTBO, MOJI, CBbPIKCTE CC C JIOKAJTHUA
MNPpEACTABUTECII HA IPUTECIKATECIIS Ha pa3pClICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Antwerpseweg 15-17 Gelezinio Vilko g. 18A
B-2340 Beerse LT-08104 Vilnius

Tel/Tél: +32 14 64 94 11 Tel: +370 5278 68 88
Bouarapus Luxembourg/Luxemburg
»KOHCBH & JxoHCchH bearapus” EOO/] Janssen-Cilag NV

XK.K. Mnanoct 4 Antwerpseweg 15-17
buznec Iapk Codus, crpana 4 B-2340 Beerse

Codus 1766 Belgique/Belgien

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11
Ceska republika Magyarorszag
Janssen-Cilag s.r.o. Janssen-Cilag Kft.

Karla Englie 3201/06 Nagyenyed u. 8-14
CZ-150 00 Praha 5 - Smichov H-Budapest, 1123

Tel: +420 227 012 227 Tel.: +36 1 884 2858
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Danmark
Janssen-Cilag A/S
Bregnergdvej 133
DK-3460 Birkergd
TIf: +45 45 94 82 82

Deutschland
Janssen-Cilag GmbH
Johnson & Johnson Platz 1
D-41470 Neuss

Tel: +49 2137 955-955

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
L6dtsa 2

EE-11415 Tallinn

Tel: +372 617 7410

EArada

Janssen-Cilag ®appoxevtikn A.E.B.E.
Aewpopoc Eiprjvng 56

GR-151 21 ITebvkm, ABnva

TnA: +30 210 80 90 000

Espafia

Janssen-Cilag, S.A.

Paseo de las Doce Estrellas, 5-7
E-28042 Madrid

Tel: +34 91 722 81 00

France

Janssen-Cilag

1, rue Camille Desmoulins, TSA 91003
F-92787 Issy Les Moulineaux, Cedex 9
Tél: 08002550 75/ +33 15500 40 03

Hrvatska

Johnson & Johnson S.E. d.o.o.
Oreskoviceva 6h

10010 Zagreb

Tel: +385 1 6610 700

Ireland

Janssen-Cilag Ltd.

50-100 Holmers Farm Way
High Wycombe
Buckinghamshire HP12 4EG
United Kingdom

Tel: +44 1 494 567 444

Malta

AM MANGION LTD.

Mangion Building, Triq Gdida fi Triq Valletta
MT-Hal-Luga LQA 6000

Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.

Dr. Paul Janssenweg 150
NL-5026 RH Tilburg
Tel: +31 13583 73 73

Norge
Janssen-Cilag AS
Postboks 144
NO-1325-Lysaker
TIf: +47 24 12 65 00

Osterreich

Janssen-Cilag Pharma GmbH
Vorgartenstralle 206B
A-1020 Wien

Tel: +43 1 610 300

Polska

Janssen-Cilag Polska Sp. z o.0.
ul. tzecka 24

PL-02-135 Warszawa

Tel.: +48 22 237 60 00

Portugal

Janssen-Cilag Farmacéutica, Lda.
Estrada Consiglieri Pedroso, 69 A
Queluz de Baixo

PT-2734-503 Barcarena

Tel: +351 21 43 68 835

Romania

Johnson & Johnson Romaénia SRL
Str. Tipografilor nr. 11-15

Cladirea S-Park, Corp B3-B4, Etaj 3
013714 Bucuresti, ROMANIA

Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Smartinska cesta 53
SI1-1000 Ljubljana

Tel: +386 1 401 18 30



Island Slovenska republika

Janssen-Cilag AB Johnson & Johnson s.r.o.
c/o Vistor hf. CBC III, Karadzi¢ova 12
Hdorgatani 2 SK-821 08 Bratislava
IS-210 Gardabeer Tel: +421 232 408 400
Simi: +354 535 7000

Italia Suomi/Finland
Janssen-Cilag SpA Janssen-Cilag Oy

Via M.Buonarroti, 23 Vaisalantie/Vaisalavigen 2
1-20093 Cologno Monzese Ml F1-02130 Espoo/Esbo

Tel: +39 02 2510 1 Puh/Tel: +358 207 531 300
Kvnpog Sverige

Bopvapag Xattnmovaynig Atd Janssen-Cilag AB
Aew@opog I'avvov Kpavididt 226 Box 4042

Aatoud SE-16904 Solna

CY-2234 Agvkoocia Tel: +46 8 626 50 00

TnA: +357 22 207 700

Latvija United Kingdom

UAB "JOHNSON & JOHNSON" filiale Latvija  Janssen-Cilag Ltd.
Mikusalas iela 101 50-100 Holmers Farm Way
Riga, LV-1004 High Wycombe

Tel: +371 678 93561 Buckinghamshire HP12 4EG - UK

Tel: +44 1 494 567 444

JlaTa Ha mocJieaHo NpepasriexkaaHe Ha JuctoBkaTa {mecen I'I'TT}.

JApyru u3ro4HMIM HA HHPOpPMaLUs
IToxpoOHa mH(pOpManHs 3a TOBA JIEKapCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporelickaTa areHIus
1o JiekapcTBata: http://www.ema.europa.eu/.
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