INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vTosn JIEKapCTBEH MPOAYKT TOJUICKH Ha JOIIBIHUTEIHO HaOmoieHne. ToBa 1ie 1mo3Boiu 0bp30To
YCTaHOBSIBaHE Ha HOBa MH(OpMaIMs OTHOCHO Oe30macHOCTTa. OT METUITMHCKHUTE CISIIHATTUCTH Ce
M3KCKBa Jla ChOOIIaBaT BCsIKaA MOA03MPaHa HeKelaHa peakius. 3a HauMHa Ha ChoOIIaBaHe Ha
HEXEJIaHHU PEaKLUU BUXKTE TOUKa 4.8.

1. HUME HA JIEKAPCTBEHUSA INTPOAYKT
Invokana 100 mg ¢unmupanu TabneTku

Invokana 300 mg dhunMupanu TabaeTKH

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
Invokana 100 mg dunMupanu TabieTkn

Bcesika Tabnerka chabpika kaHarnuduo3nH xemuxuapar (canagliflozin hemihydrate), croTBeTcTBaI
Ha 100 mg xanarnauduosus (canagliflozin).

Tlomowno(u) sewgecmeo(a) ¢ uzgecmno oeticmsue
Bcsika Tabnerka chabpika 39,2 mg nakTo3a.

Invokana 300 mg dbunMupanu TabJIeTKH
Bcesika Tabnerka chabpika kaHarnuduo3uH xemuxuapar (canagliflozin hemihydrate), croTBeTcTBAaI
Ha 300 mg xanarmdno3un (canagliflozin).

Tomowmno(u) sewyecmeo(a) c uzeecmuo doeticmaue
Bcesika Tabnerka cpabpka 117,78 mg nakrosa.

3a IIBJIHMS CIIMCHK Ha IIOMOIIMHUTEC BCIICCTBA BHXXTEC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
dunmMupana tabdaeTka (TabjeTKa)
Invokana 100 mg dunMupanu TabieTkn

TabnerkaTa e xbJTa, ¢ popMa Ha Karcyna, ¢ IpUOIM3UTENHA IhbkHHA 11 mm, ¢ He3abaBHO
ocBobOokaaBaHe U GUIMUpaHa, Mapkupana cwe ,,CFZ* ot exnata ctpana u csc ,,100 ot gpyrara.

Invokana 300 mg ¢unMupanu TabIeTKH
TabneTkarta e Osi1a, ¢ hopMa Ha Karcyia, ¢ NpuOIM3UTeNIHA IhDKUHA 17 mm, ¢ He3a0aBHO
ocBoOokaaBaHe U GUIMUpaHa, MapkupaHa cse ,,CFZ* ot egnata ctpana u ¢ ,,300° ot gpyrara.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHU MOKA3AHUS

Invokana e nokasan IIpu Bb3paCTHU Ha 18 u moBeue roavHu ChC 3aXapCH ,Z[I/Ia6€T THI 2 32
HOZ[O6p$IBaHe Ha TNIMKEMUWYHHA KOHTPOJ KaTo:

MomnoTtepanusg
Koraro camo ¢ quera u GU3n4YecKy yIpaXHEHUS HE CE TTOCTUTA 33 I0BOJIMTEIICH MIMKEMHYSH KOHTPOI

IIpy Mau€HTH, 3a KOUTO C€ CYHTA, YC yHOTpe6aTa Ha MGTd)OpMI/IH € HCTIoAXOAd11a mopaan
HCIMOHOCHUMOCT UJIKM NPOTHUBOIIOKA3aHUs.



JonbaHuTeNHA Tepanus

JombaHuTenHa Tepanusi KbM APYTH JEKapCTBEHU MPOAYKTH, MOHUKABAIIH ITI0K03aTa, BKIIOUUTEIHO
WHCYJIMH, KOTaTO T¢, B KOMOMHAIMS ¢ TUETA U YIIPAKHECHUS, HE TIOCTUTAT 33JJOBOJIUTEIICH TIIMKEMUYCH
KOHTPOJ (BX. ToukH 4.4, 4.5 u 5.1 3a HANMMYHWTE JAHHY 32 PA3INYHU JOMBIHATEITHN TCPAITUHN).

4.2 Jl0o3MpOBKa M HAYMH HA NPWJIOKEHHE

gOBH[)OBKa

[Ipenoppunrennata HauanHa 1o3a kaHaraudaosun e 100 mg Beaubx quHeBHO. [Ipn manuenTy, KOUTO
noHacsT 106pe 100 mg kanarmdIo3uH BeAHbX qHEBHO, nmat eGFR > 60 ml/min/1,73 m® wiu

CrCl > 60 ml/min u ce Hy’)KJadT OT CTPOT TIUKEMHYCH KOHTPOJI, J103aTa MOXKe Ja Objie yBeIHnUeHa Ha
300 mg BegHBXK THEBHO MEPOPATHO (BXK. O-JOTY U TouKa 4.4).

TpsiOBa 1a ce BHMMaBa, KOraTo C€ yBeJIUYaBa J03aTa Py HAIllMeHTH > 75-ToAMIIHA Bh3PACT, MAlUCHTH
C YCTaHOBEHO CHPJICYHOCHIOBO 3a00JISIBAHE, WM JPYTH MAIEHTH, IPU KOUTO IThPBOHAYATHATA,
MpeIM3BUKaHa OT KaHArMM(JI03HMH AUype3a MPeICcTaBiIsiBa pUcK (Bxk. Touka 4.4). [Ipu manuenTH ¢
JIAaHHM 32 XUIIOBOJIEMUS CE MTPEMOpbhUYBa KOPUTHPAHE HA ChCTOSHUETO MPEIU 3arl0YBaHe Ha JICUCHHUE C
KaHarmupIo3uH (BXK. Touka 4.4).

Koraro kanarnmuhno3uH ce u31o3Ba KaTo JOIBIHUTEHA Tepanus KbM WHCYIIMH HITH CEKpeTarora
(namp. cyndaHuTypeiiH POU3BOIHH), MOXKeE Ja ce OOMUCIH MTpHUJIaraHe Ha MO-HHUCKa /1032 UHCYJIHH
WIN CEKpeTarora 3a peAyLHupaHe Ha pUCcKa OT XUIOTIMKeMHUs (BXK. Touku 4.5 u 4.8).

Cmapuecka év3pacm (= 65 2oounu)
brOpeunara GyHKIUS ¥ PUCKBT OT XUIIOBOJIEMUS CIIEBA JIa CE B3eMart IoJ] BHUMaHue (BX. Touka 4.4).

bvopeuno yepedcoane
[Ipu manmentn ¢ e¢GFR ot 60 ml/min/1,73 m? 10 < 90 ml/min/1 ,73 m? wmu CrCl ot 60 ml/min 10
<90 ml/min, He ce Hajara KOPUTHpaHe Ha 103aTa.

He tpsi6Ba 1a ce 3amouBa Jedenne ¢ kanarmnduosus npu naupentn ¢ eGFR < 60 ml/min/1,73 m” mwm
CrCl < 60 ml/min. IIpu nanuenTH, KOUTO MOHACST A0Ope Kanaraudo3uH, u npu kouto eGFR e
nocrosHHO 104 60 ml/min/1,73 m* wiu CrCl mox 60 ml/min, no3ata Ha kKaHarTU(IO3MH TpsAGBa 1a ce
KOpUTHpA 10 WK Ja ce moanbpxka Ha 100 mg Benubx aHeBHO. Kanarnuduo3un tpsoBa na ce
npeycranoBH, korato eGFR e mocrosuuo nox 45 ml/min/1,73 m* wmm CrCl e mOCTOSHHO Mmoj

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

KanarnudmnosuH chio Taka He TpsOBa Ja ce Mpujiara Mpy NalueHTH ¢ TepMUHaATHA Ob0pevHa
HenocraTbuHocT (TEH) nnm npu manuenTy Ha nuanu3sa, Thil KaTo He ce 04akBa Aa Obae eheKTHBEH
MIpU TaKKBa MOITyJIAaluH (BXK. TOUkH 4.4 u 5.2).

YepnoopobHo vepesrcoane
[Ipu manueHTH C JIEKO WM YMEPEHO YePHOAPOOHO YBPEKIaHE HE Ce Haara KOpeKIus Ha 03aTa.

Kanarnudmno3un He e mpoyyBaH MpU MALKUEHTH C TEKKO YepPHOAPOOHO YBpEKAaHE U HE ce
IpenopbyBa 3a yrnorpeda mpu Te3u NalueHTH (BX. ToUka 5.2).

Ileduampuuna nonyrayus
BezomacHocTTa 1 ehrkacHOCTTa Ha KaHATA(IO3MH MIPH Jella Ha Bh3pacT 1o 18 roquHu Bee oIme He
ca yCTaHOBEHU. JIuIcBaT JaHHHU.

Hauwun Ha npuiioxxenue

3a mepopasHoO MPUIIOKEHHUE

Invokana TpsiOBa 1a ce mpuema rnepopaiHo BEAHBXK JHEBHO, 32 MPEIIOYUTAHE IPEAH ITEPBOTO
XpaHeHe 3a JieHs. TabneTkuTe TpsiOBa a ce ThITAT LEeH.




Axo 6’1:,[[6 nmpomycHara a103a, T Tpr6Ba Ja 6’1:,[[6 MNpucTa BCHara moM naiqueHTbT CU CIIOMHHU, obaue
HC TpH6Ba Ja c€ mprucma ,I[BOfIHa A03a IpE3 CbINA ICH.

4.3 IIpoTuBomokazaHus

CBpPBXYyBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MIIM KbM HAKOE OT IIOMOILITHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CroenuajaHu npeaynpesxaeHust U NpeANa3Hl MEPKH IIPH ynoTpeda

OO0wmwm
Invokana He e mpoy4BaH IpH MAIMEHTH ¢ AuabeT Tl | 1 3aToBa He ce MpernopbhyBa 3a yrnorpeba mpu
TE3U MMALMECHTH.

Invokana He TpHGBa Ja C€ U3II0JI3Ba 3a JICUCHUC Ha ,Z[I/Ia6eTHa KETOoanmumao3a, TBH KaTo HE € e(l)eKTI/IBeH
IIpyU TOBA INOKAa3aHUC.

BbrOpeuno yBpexaane

Eduxacnoctra Ha KaHarmugIIO3UH € 3aBUcUMa OT ObOpeuHaTa (yHKUUS U € HaMaJIeHa [IPY HalueHTH
¢ yMepeHo OBOpEeYHO yBpekaaHe, U BEPOSTHO JIUTICBA TIPH MAIUCHTH C TEKKO ObOpEUHO yBpeKIaHe
(Bk. Touka 4.2).

Ipu nauuenty ¢ eGFR < 60 ml/min/1,73 m* wmu CrCl < 60 ml/min ce cho6IaBa 3a mo-BUCOKa
YeCcTOTa Ha HeXKEJIaHW PEaKInH, CBbP3aHH C XUTIOBOJIEMHUs (HaIp. IyCTypaIHO 3aMaiiBaHe,
OpTOCTaTUYHA XUIOTOHHMS, XHIIOTOHUS), 0coOeHo mpu no3ata 300 mg. OcBeH TOBa NPH TaKHBa
NalUEeHTH ca ChOOIICHH TIOBEeYE CITyYan Ha 3aBHIICHH KAJIMEBH HUBA U OIIIE ITO-BHCOKH Ha CEPYMEH
KpeaTuHUH U ypes B KpbBTa (BUN) (Bx. Touka 4.8).

3aroBa mo3ata Ha KaHArTU(I03WH TpsAOBa 1a ce orpannyud Ha 100 mg BeTHBK JHEBHO TIPU MAIIUEHTH
¢ eGFR < 60 ml/min/1,73 m*> u CrCl < 60 ml/min u kaHarmudIo3uH He TPAOBA 1A Ce M3MOJI3BA PH
naruents ¢ eGFR < 45 ml/min/1,73 m® wiu CrCl < 45 ml/min (Bx. Touka 4.2). Kanarmdosus He e
POYUBAH MPH TeXKO 6BbOpeuno yBpexaane (eGFR < 30 ml/min/1,73 m* wu CrCl < 30 ml/min) nin
TBH.

[IpenopbuBa ce HabmoaeHNE Ha ObOpeyHaTa GyHKIU, KaKTO CIeIBa:

- Ipeay 3aroYBaHe Ha JIeYeHUE ¢ KaHArTM()I03WH U IOHE BEJHBX FOAHIIHO CJIe] TOBa (BXK.
touku 4.2, 4.8,5.1 1 5.2)

- Npe/n 3all0YBaHEe Ha CHITBTCTBAIIM JICKAPCTBEHU MPOYKTH, KOUTO MOTAT J]a HAMAJIST
O0bOpeunaTa GyHKUUS U IEPUOJUYHO CIIes TOBA

- npu OBOpeuHa (QyHKIHS, KIOHSIIA KbM YMEPEHO ObOPEUYHO YBpEXKIaHe, IIOHE JBa J0 YETHPH
'BTH TOJUITHO. AKO OBOpeuHaTa QyHKIHS ce BIIOIIaBa IOCTOSHHO TTO/T
eGFR < 45 ml/min/1,73 m” i CrCl < 45 ml/min, nedennero ¢ KaHarmudIO3MH TpsOBa 1a ce
peyCTaHOBH.

Ynorpeba npu MaMEeHTH ¢ PUCK OT HEXEJaHW PEAKLIUH, CBbP3aHH C XUIIOBOJIEMHUS

[lopanu MexaHu3Ma cu Ha AeHCTBHE KaHArMH()I03MH PEIU3BUKBA OCMOTHYHA AUYpe3a upes3
yBeIUYaBaHE Ha eKCKperuaTa Ha rioko3a ¢ ypuaara (UGE), koeTo Moke 1a Hamalnu BETPECHI0BUS
00eM U Jla TOHM)XH KPBBHOTO HajsraHe (BXK. Touka 5.1). B KoHTponvpanu KITUHIUYHU POYYBAHUS C
KaHarM(I031H € HaOMI01aBaHo yBEJIMYaBaHEe HA HEXXEJIAHUTE PEaKLUH, CBbP3aHHU C XUIIOBOJIEMHUS
(mamp. 3amaiiBaHe IpU U3IpaBsHE, OPTOCTATHUHA XUTTOTOHHS UM XUIOTOHUSA) TI0-4ECTO MIPH J03a
300 mg, Haif-yecTo B MbpPBUTE TPU Mecela (Bxk. Touka 4.8 ).

Tps0Ba na ce moAXokaa ¢ BHUMaHUE MIPY MAIUSHTH, TIPU KOUTO CIIaJJaHeTO Ha KPHBHOTO HAJSITAHE,
MMPEAN3BHUKAHO OT KaHaI‘.]'II/I(i)JIOSI/IH, MOXE a NpCACTaB/IsIBa PUCK, KaTO IMAIMUCHTHU C YCTAHOBCHO
CBPJICYHOCHI0BO 3abomsiBane, narments ¢ eGFR < 60 ml/min/1,73 m?, mauuenTtn Ha
AHTUXUTIEPTEH3WBHA Tepamus ¢ aHaMHe3a 32 XUIIOTOHHS, TTAIIMEHTH Ha JUYPETHIN, HITH TAIIUEHTH B
cTapyecka Bb3pacT (= 65 roaunn) (Bx. Touku 4.2 u 4.8).



[lopanu xunoBonemMus, OOMKHOBEHO ca HaOJII0JaBaH! MaJIKH cpeaHH noHmwkeHus Ha eGFR B pamkure
Ha IBPBUTE 6 CEJIMUIM OT 3all0YBaHE Ha JiedeHneTo ¢ Kanarinuduosud. [Ipu nanueHTH, Npu KOUTO
CBIIIECTBYBA PHUCK OT TI0-3HAYUTEITHA HAMAJICHHSI HA BETPECHIOBHS 00EM, KAKTO € OIIMCAHO TO-TOPE,
NOHsIKOTra ce HaOmoaaBa mo-roisma penykuus Ha eéGFR (> 30%), kosiTo BociencTBHe ce Moao0psiBa,
a B PelIKU CITy4yad ce Hajara nNpeKbCBaHe Ha JICYCHUETO ¢ KaHarmu(Io3uH (BX. Touka 4.8).

[TanuenTure TpssOBa 1a ObJAT MOCHBETBAHU J1a CHOOIIABAT 32 CHMIITTOMH HA XUTIOBOJIEMUSL.
Kanarmudnos3un He ce nmpemnopryBa 3a ynorpeda npy NanueHTH, KOUTO MoJydaBaT OpHMKOBH
IAypeTUlr (BX. TOUKa 4.5) WM KOUTO ca C XMIIOBOJIEMHUS, HAIPUMEP ITOPaJaH OCTPO 3a0oisBaHe (KaTo
HalpUMep CTOMAIIHO-YPEBHO 3a00JIsIBaHe).

3a nmanueHTy, MmoTyyaBaiy KaHarauQIIo3uH, B CIy4all Ha HHTEPKYPEHTHU ChCTOSHHSI, KOUTO MOTarT Jia
JIOBEJIAT 10 XMIIOBOJIEMUs (KaTo CTOMAIIHO-UPEBHO 3a00IIABaHe), Ce IPENOPbUBa BHUMATEIHO
HaOIIoIeHre Ha cTaryca (HanpuMmep GU3UKalIeH mperiies, H3MEepBaHus Ha KpbBHOTO HAJATAHE,
71a0opaToOpHH TECTOBE, BKIIOUUTEIHO (QYHKIMOHATHH U3CICABAHUS Ha OBOpEnTE) U CEPyMHHUTE
eNIEKTPOINTH. BpeMeHHO IpekbcBaHe Ha JICYEHUETO ¢ KaHATTIH(IO3MH MOXKe J1a c€ 0OMHCIHN MpH
NalKUeHTH, KOUTO Pa3BHUBAT XUIIOBOJIEMUS 110 BpEME Ha JICUCHUETO KaHArIM(IIO3UH, 10 KOPUTHpaHe Ha
cberognueto. [Ipu npexkbeBaHe Ha JISYEHUETO TPIOBa 1a ce OOMUCIIM TO-YEeCTO MPOCIeasBaHe Ha
TJIIOKO3aTa B KPBBTA.

JInabeTHa KeToanmmo3a

Penxu ciydan Ha quabetHa ketoarumao3a (JJKA), BKIFOUNTEIIHO )KUBOTO3aCTpallaBaily U GpaTaaiHu
CiIy4au, ca TOKJIaJBaHU MPHY MAIUEHTH, JIeKyBaHu ¢ naxuburopu Ha SGLT2, BKIroUnTEIHO
kaHarmmpao3uH. B pequiia ciydan, CbCTOSHHETO € OWIIO ¢ aTHITMYHA U3siBa, CAMO C YMEPEHO
NOBHUIIIEHU HUBA Ha TJII0K03aTa B KpbBTa, oA 14 mmol/l (250 mg/dl). He e u3BectHo, nanu e mno-
BepositHO JIKA na ce pa3Bue Ipu MO-BUCOKH JI03H KaHATTH(IIO3UH.

PuckbT o1 iuabeTHa KeToanumo3a TpsAOBa fa ce MMa NpeABU B CIIydail Ha MosiBa Ha HeceUn(pUIHU
CHUMITOMH KaToO TajieHe, MOBPBIIaHe, aHOPEKCHs, KOpeMHa O0JIKa, TPeKOMEepHa Kaxk/a, 3aTpyJHEHO
JInane, o0bpKaHOCT, HeoOMYaiiHa yMopa Wil ChbHIMBOCT. [Ipu mosiBaTa Ha TE3W CUMIITOMU
NanueHTHUTe TPsIOBa J1a ce U3CJIeABAT 3a KeTOalK103a He3a0aBHO, HE3aBUCUMO OT HUBOTO Ha
TJIIOKO3aTa B KPBBTA.

[Ipu nauuentu, npu kouro KA ce momo3upa uin € AMarHOCTUIHMPAHA, JICYCHUETO C KaHATIU(I03UH
TpsiOBa J1a ce MpeyCTaHOBH He3a0aBHO.

JleuenueTo Tps6Ba 1a ce MPeKbCHE MPU MAIMEHTH, KOUTO Ca XOCITUTAIN3UPAHH 32 TOJIEMHU
XUPYPTUYHU MPOLELYyPH WM HOPagd OCTPH CEpUO3HU 3abosBanus. U B ABarta ciydas JEUCHUETO C
KaHarau(I03uH MOXKe /1a ce Bb30OHOBH, CJIe] KaTO ChbCTOSIHUETO Ha MALlMeHTa ce CTa0MIM3upa.

Hpe,[[I/I 3ali0o4BaHC Ha JICUCHHC C KaHaFHH(bHO3HH TpSI6Ba Ja €€ B3cMaT NpcABUI TC3U q)aKTI/I oT
dHaMHE3aTa Ha IMMalkuCeHTa, KOUTO MOTaT Aa AOBCAAT A0 MPCANUCIIO3NIHNA 3a KETOAINA034a.

[lanuenTuTe, Mpu KOUTO UMa MO-BUCOK pUCK 0T JIKA, BKIIOUMTEIHO MAIMEHTH C HUCHK
(yHKUMOHAJEH pe3epB Ha OeTa-KIETKUTE (HanpuMep MalueHTy ¢ AuadeT THIl 2, ¢ HUCKHU HuBa Ha C-
MIETITH/T WK JIATCHTEH aBTOMMYHEH auadet npu Bh3pactHH (Latent autoimmune diabetes in adults,
LADA), wiu maiyenTy ¢ aHaMHe3a 32 MaHKPEaTHT), AUeHTH ChC ChCTOSHHUS, BOJCIH JIO OTPaHIYCH
IpUEM Ha XpaHa WM TeKKa JAeXUApaTalus, NalMeHTH ¢ HaMaJleHa 71033 Ha MHCYJIMHA U TTallUeHTH C
HOBHIIEHA HYX/1a OT MHCYJIMH ITOpaay OCTPO IMPpOTHYAIIa 60JIeCT, onepanus il 310ynoTpeda ¢
ankoxoi. [Tpu te3u nanuentn SGLT2 naxubutopure TpsiOBa Ja ce mpuiarar ¢ MOBUIICHO BHUMaHHE.

He ce npenoppuBa 3anouBaHe OTHOBO Ha jiedeHHe ¢ MHXUOUTOp HA SGLT2 npu manueHTH ¢ aHaMHE3a
3a JIKA no Bpeme Ha sieuenue ¢ naxuOuTop Ha SGLT2, ocBeH ako He ce WaeHTH(UINpaA U OTCTPaHH
JIPYT HEABYCMHUCIICH OTKIIIOUBAIIl (DaKTop.



BezonacHoctTa 1 eukacHOCTTa Ha KaHArIM(IO3KMH NPH NAMEHTH ¢ 1uadeT Tul 1 He ca yCTaHOBEHU
¥ KaHarnugIIo3uH He TpAOBa Ja ce U3I0JI3Ba 32 JIeUeHHE Ha MaueHTH ¢ auadet tun 1. OrpannvyeHu
JAHHU OT KIIMHWYHH U3MUTBAaHUS 1oKa3Bart, ue JIKA Bb3HHKBA Hai-4uecTo, KOTaTo MalueHTH C JruadeT
tun 1 ce nexypar ¢ naxudburopu Ha SGLT2

IloBuIIeH XeMaTOKPUT
[pu neyenue ¢ kaHarMMQIIO3UH ce HAOII0aBa IOBUIIICHUE B CTOMHOCTUTE HA XeMaTOKPUTA (BXK.
Touka 4.8), 3aT0oBa ce MpenopbyBa MOBUIICHO BHUMAHUE MPH MALIMEHTH C Be4e MMOBHUIICH XEMaTOKPHUT.

Crapuecka Bb3pacT (> 65 roauHu)

[TanueHTHTE B CTapuecka Bb3pacT ca U3JI0KCHH Ha IMO-TOJIIM PUCK OT XUIIOBOJIEMHUS U € MTO-BEPOSTHO
na ObaT JIEKyBaHU C TUYPETHIIN, KAKTO U Ja UMAT HapylieHa 0p0peuHa Qynknus. [Ipu

MAI[MCHTH > 75-roIUIIIHA BB3PacT ce choOIIaBa 3a MO-BUCOKA YECTOTa Ha HEXKEJIaH! PEaKIuy,
CBBP3aHM C XUITOBOJIEMHUS (HAIIpUMEp 3aMaliBaHe IPU U3IPaBsHE, OPTOCTATHYHA XUIIOTOHHUS,
xunotonus). OCBEH TOBa MPH TaKWBa MAIMEHTH Ca PETUCTPUPAHH Mo-roieMu noHmkeHns Ha eGFR
(Bk. Touku 4.2 u 4.8).

T'enuranuu re0nuaN HHEKIIMT

B cpoTBeTcTBHE ¢ MEXaHW3Ma Ha MHXHOUpaHe Ha Na+-ritoko3eH korpancnoprep tum 2 (SGLT2) ¢
nosuiieHa UGE, B KIMHUYHY NPOyYBaHMS ca PETUCTPUPAHU CITyYad Ha BYJIBOBaruHaJIHA KaHAWI03a
NPY JKEHUTE ¥ OaJIaHUT WM 0aJIaHOTIOCTHT MPH MBkeTe (BK. Touka 4.8). [Ipr MBxKeTe 1 KEHUTE C
aHaMHe3a Ha TEeHUTAIHU I'bONYHN MH(EKLIUH CHILECTBYBA MO-TOJIIMA BEPOSTHOCT Jja Pa3BUST
uH(eknus. bananut uinm 6anaHOMOCTHT ce TIOSBSABAT MPEUMHO IIPH HeoOpsi3aHUTE Mbxke. B penku
cllydau ce choOIaBa 3a (prMo3a U MOHSIKOTa Ce U3BBpIIBa 00psa3Bane. [1o-roysiMara 4acT OT
TeHUTATHUTE THONYHN MH(EKLIUH ca JIEKYBaHH C JIOKAJIIHU IPOTHBOI'bOUYHH JIEKAPCTBA, MPEANUCAHH
WIN OT MEIULIMHCKH CHEIHANNCT, WIN KaTo CaMOJIeYeHNE, KaTO CHIIEBPEMEHHO €€ MPOABIIKABa
neuenneTo ¢ Invokana.

AMIyTanuy Ha JOJIHHA KpanHHUIIHA

HabnromaBa ce ypennuaBaHe Ha CIlydauTe Ha aMITyTalldK Ha JIOJICH KPalHUK (MIPEJMMHO Ha MPBHCT)
NP TALMEHTH JICKYBaHU ¢ KaHArTHA(IO3WH B IPOBEXKIAIIH CE€ IBITOCPOYHN KIIMHUYHU [TPOYUYBAHUS C
KaHarIM(I031H MPH NAIMEHTH ¢ TualdeT THI 2 ChC ChPACYHOCHA0BO 3a0osBane (CC3) nim ¢ BUCOK
puck ot CC3.

JIOKOJIKOTO OCHOBHHSIT MEXaHU3bM HE € YCTAaHOBEH, PUCKOBUTE (PaKTOPH 32 aMITyTalHsl, OCBEH
o0mmuTe pUCKOBH (pakToOpH , HE ca U3BECTHH. BBIpeku ToBa, KaTo mpeanasHa Mspka, TpsiOBa 1a ce
0OMUCIT BHUMATETHO HAOJIOICHNE Ha MAIIMEHTH C TI0-BUCOK PHCK OT aMITyTallus U KOHCYJITHpaHe Ha
MAIMEHTHUTE 32 3HAYCHUETO HA PyTUHHUTE MPOGUIAKTHYHY IPHKU 32 CThITajaTa H MO IbPKAHETO Ha
azekBaTHa xuapatanys. ChLIo Taka MOXe Ja ce 0OMHUCIH CITUpaHe Ha JICUCHUETO C KaHATTIH(IO3UH
IIpY NALMEHTH, Pa3BUIIN ChCTOSHUS, IIPEAXO0K AN AMITYyTallMsATa, KaTO s13Ba HAa KOXaTa Ha JIOJIHATE
KpalHUIH, THOEKIUS, OCTEOMUENTUT WM TaHTPEHA.

CeprieyHa HEAOCTATEYHOCT

Onwutst npu kiac 11 cnopen HrotiopkckaTa kapauonoruyna acornuanus (New York Heart
Association, NYHA) e orpanu4eH u JTUrcBa OnuT B KIIMHUYHH IPOYUYBAHUS C KaHATTH(IO3UH IPU
kiac IV mo NYHA.

JIabopaTopHU U3CIeABaHNs HA YPUHATA
IMopanu MexaHnW3Ma Ha JICHCTBUE, MAIUCHTHTE, MPUEMAIX KaHATTU(IIO3HH, II¢ TAJAT MOJIOKUTEICH
TECT 3a TJII0K03a B ypHHATA.

JlakTO3HA HEMOHOCUMOCT

TabneTkuTe ChaBPIKAT JIaKTO3a. [TalUEHTH ¢ PEAKH HACIEACTBCHH MPOOIEMH Ha ralakTo3HA
HEIIOHOCHMOCT, Lapp jlakTaseH Ae(UIUT WK TIF0K030-TajlakTo3Ha MajaadcopOIus He TpsOBa 1a
TIpUEMAT TO3M JIEKAPCTBEH MPOIYKT.




4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYrH (popMH Ha B3auMojelicTBHe

dapMakogMHAMUYHU B3aUMOAECHCTBUSA

Q uypemuyu

EdexTsT Ha KaHArTU(I03WH MOXKE J1a Ce HACIOXKH KbM e)eKTa Ha JTUYPETUIIUTE U MOXKE 1a YBEIINYH
pPHUCKa OT 00C3BOIHABAHE U XUIIOTOHMS (BXK. Touka 4.4).

Hucynun u cekpemazoza

WHCYIUHBT U CTUMYJIATOPUTE HAa HHCYJIMHOBATA CEKPEIys, KaTo CyJI(paHUITypPeHHN POU3BO/IHH,
MOTaT J1a IpeAU3BUKAT XUMoriaukemus. Clie0BaTEIHO MOXKE Jla C€ HAJIOKHU YIOTpedara Ha IMO-HUCKa
J103a MHCYJIMH WU CEKPETarora, 3a Jia ce€ HaMaju PUCKBT OT XHUITOTIUKEMUS, KOTaTo Ce U3I0JI3BA B
KOMOMHaIIUs ¢ KaHarudao3uH (Bx. Touku 4.2 u 4.8).

DapMaKOKHHETUYHN B3aUMOACHCTBHS

Edexmu nHa Opyau nekapcmeeru npoOyKmiu 8bpxXy KaAHASAUDI03UH

MeTaboau3MbT Ha KaHATTTU(IIO3UH CE OCHIIECTBIBA OCHOBHO Upe3 KOHIOTUPAHE C TIIFOKYPOHHIH,
menuupano ot Y Ad-rmokyponun tpancdepasute 1A9 (UGT1A9) u 2B4 (UGT2B4).
Kanarnmudnosun ce Tpancnoptupa ot P-rimukonporenna (P-gp) n nporenHa Ha pe3UCTEHTHOCT Ha PaK
Ha repaata (Breast Cancer Resistance Protein, BCRP).

EH3uMHN MHOYKTOPH (KaTO KBIT KaHTApUOH [Hypericum perforatum], pubamnuiyg, 6apOuTypaTH,
(ennTonH, kKapbaMazenH, pUTOHABHD, e(haBUPEHIT) MOTAT J]a JOBEAT JI0 HaMaJlsiBaHEe Ha
excrio3uiusTa Ha KaHarinudao3uH. Crenl eTHOBpEMEHHO TPUIIOKEHHE Ha KaHArTH(II031H ¢
pudaMnuuH (MHAYKTOP HA Pa3IMYHA aKTHBHU TPAHCIIOPTEPH U JIEKAPCTBOMETA0OIM3HPALLIT
SH3HMMH ) ca HaOmoaaBanu 51% u 28% moHmkeHne Ha cucTeMHaTa excro3uius (AUC) u
MakcuManHata KoHneHTpaus (C,,,) Ha kaHariaudno3uH. Te3u MOHMKEHUS B eKCIIO3HIIUATA Ha
KaHarTu(I03WH MOTAT Jla HaMallsT e(PUKacHOCTTA.

AKko TpsiOBa 1a ObJie MpUiIaraH KOMOMHHUPAH UHAYKTOP Ha Te3u Y JID-rmokypoHuT TpaHchepasHu
€H3UMH ¥ TPAHCIIOPTHU NMPOTEHHU CHBMECTHO C KaHATTU(IIO3HH, CIIe/IBa Jia Ce POCIe/saBa
TIMKEeMUYHUST KOHTPOJI, 32 JIa C€ HAIIPaBH OICHKA HA TEPalleBTUYHUS OTTOBOP KbM KaHATTU()IO3HH.
AKko TpsiOBa 1a O’b/Ie IpUIIaraH HHAYKTOp Ha Te3n Y J|D-rinrokypoHun TpaHcepasHu eH3UMHU
ChBMECTHO ¢ KaHarIU()I03KMH, MOXKE J1a Ce€ OOMHCIIM yBeIn4YaBaHe Ha jo3ata 10 300 mg BeIHBK
JTHEBHO, aKO MAaIMEHTUTE TIOHACTOAIIEM IMoHacAT kKaHarnudno3uH 100 mg BeAHBXK THEBHO, UMAT
eGFR > 60 ml/min/1,73 m* wiu CrCl > 60 ml/min u ce Hanara JOMbIHATECH [THKEMUYEH KOHTPOI.
[Tpu marmentu ¢ eGFR 45 ml/min/1,73 m? 10 eGFR < 60 ml/min/ 1,73 m? wiu CrCl 45 ml/min 10
CrCl < 60 ml/min, npuemamyn kanarnuguo3us 100 mg, KOUTO MOTyYaBaT ChBMECTHO JICUCHHUE C
uHAykTop Ha Y ID-rmokypoHm TpaHchepa3Hy eH3UMHU U TPU KOUTO C€ Hallara JOITbIHUTEICH
TIIMKEMHUYEH KOHTPOJ, TPSOBA Ja ce OOMUCIAT JPYTH TEpaIuy, TOHIKABAIIH TIII0K03aTa (BXK.

Touku 4.2 u 4.4).

XonecTupaMUuH MO>KE MMOTEHIMATIHO J1a HAMalli €KCIIO3ULUATa Ha KaHaraudao3uH. [IpueMsT Ha
kaHarudIo3uH TpsIOBa 1a cTaHe TOHE eIMH Yac TpeIn Wik 4-6 yaca clie/i IpuiiaraneTo Ha
CEKBECTPAHT Ha )KIIBYHHUTE KHCEINHH, 32 a CE CBE/IC 10 MUHIUMYM BB3MOXXHOTO TOBJIHSBAaHE HA
abcopOuusTa.

IIpoyuBaHusTA 32 JIEKAPCTBEHH B3aMMOJICHCTBHS TaBaT OCHOBAHMUE Ja C€ MPEIOI0KH, Ue
(hapMakOKHHETHKATa Ha KaHATTH(IO3UH HE Ce OBIHIBA OT MET(HOPMHH, XUAPOXIOPOTHAZH,
TIepOpaTHA KOHTPALENTHBH (€ THHUICCTPAIMOI U JICBOHOPTECTPOI), IUKIOCTIOPHH H/HIIH
pOoOCHEe NI,

Edexmu nHa kanaznu@io3un ebpxy Opy2u AeKapcmeeHu npooyKmu

Jlueoxcun

Kom6unanusra ot 300 mg kaHaraugIo3uH BEAHBXK THEBHO B IPOABDKCHUE HA 7 THU C SAMHUYHA
no3a 0,5 mg aurokcuH, nociaeasanu ot 0,25 mg nNHEBHO B NpoabIKeHUE Ha 6 mHU Boau 110 20%
yBenuuenne Ha AUC u 36% yBenmuuenue Ha C,x Ha JUTOKCHH, JBJIKAIIO CE BEPOSTHO HA




uHxubupane Ha P-rimukonporenna. Habmoaasano e, e kaHarnudao3nH nuaxuOupa P-raukonporena
in vitro. IlaupeHTrTe, MpUEMaly JUTOKCUH WM APYTH ChbPACYHU TIUKO3UAM (HarIpuMep
JTUTUTOKCHUH), TpsiOBa a ObaT HAOMIOaBaHU aJeKBATHO.

Habueampan

EdexTsT OT chBMECTHOTO NpuIIarane Ha KaHarnuguiosuH (cnad P-gp naxuOutop) BbpXy naduratpan

erekcuiar (cyoctpar Ha P-gp) He e mpoyuBaH. Thii KaTO KOHIEHTPALMUTE HA Ja0UraTpaH MOXKe Ja ce
yBeIUYaT B IPUCHCTBUE HA KaHATTU(IIO3HH, € HECOOXOIUMO MpOciesBaHe (3a MPU3HALM Ha KbPBEHE

WIN aHEMUSI), Korato JaburatpaH ce KOMOMHUPA C KaHATrTH(IO3HH.

Cumsacmamun

Kom6unanusara ot 300 mg kaHarnu¢Io3uH BEIHBXK THEBHO B IPOABIKEHUE HA 6 THU C SAMHUYHA
no3a cumBactatul (CYP3A4 cy6erpar) 40 mg Boau no 12% ysenmmuenue Ha AUC u 9% yBenuueHue
Ha C,,, Ha cuMBactatuH U 18% yBenudenue va AUC u 26% yBenmuenue Ha Cy,, Ha
CHMBACTATHHOBATA KHCEIIMHA. Y BEIUUCHUETO HA €KCIO3UIIMATA HA CHMBACTATUH U CHUMBACTATHHOBA
KHCEIMHA HE C€ CUUTA 32 KIMHUYHO 3HAYUMO.

He moxxe na 6bae m3kmoueHo naxudbupane Ha BCRP ot kaHarnugno3uH Ha MHTECTHHAIHO HUBO U
CJIEI0BATEIHO MOXKE /12 Bb3HUKHE YBEIINYEHA €KCIIO3ULUS IIPU JIEKAPCTBEHU IIPOLYKTH,
Tpancnoptupanu oT BCRP, Harpumep HSIKOM CTAaTMHU KaTO PO3YBAaCTaTHH U HAKOU IMPOTHBOPAKOBH
JIEKapCTBEHU IIPOLYKTH.

[Ipu npoy4BaHus 3a JeKapCTBEHH B3aMMOJICHCTBHUS, KAHTITU(O3KH B CTAIIMOHAPHO CHCTOSIHUAE HAMA
KJIMHAYHO 3HAYMM €(eKT BbpXY (papMaKOKWHETHKATa HA MET(OPMHUH, TEPOPATHU KOHTPAIICTITHBH
(eTMHHMIIECTPAANOI U IEBOHOPTECTPOI), ITHOCHKIAMH], ApaleTaMOJ, XUAPOXJIOPOTHA3U HITH

BapdapuH.

BinsHne Ha I€KapCcTBOTO BBPXY PE3YIATATUTE OT HaGODaTODHH HN3CIICABAHUA

1,5-AG mecm

[ToBumiaBaHeTo Ha EKCKpEIUTA Ha TIIIOKO3a B ypUHATA IPH NpreM Ha Invokana Moske nia najie
(anmmBo mo-HUCKKM HUBA Ha 1,5-anxuapornynuron (1,5-AG) u na Hampasu u3MepBanusara Ha 1,5-AG
HEHAJICKIHU NPH OLIEHKAaTa Ha TIMKEMHUYHHsI KOHTpouL. ETo 3amio, He TpsiOBa 1a ObAaT U3M0I3BaHU
1,5-AG TecToBe 3a OlleHKa Ha MTMKEMUYHUS KOHTPOJI MPH MAIMEHTH Ha KaHarau(IIo3uH. 3a mopeye
NoJpOOHOCTH € MPETOPBUNUTEITHO /1 C€ OCHILECTBH KOHTAKT ChC CHOTBETHUS MPOM3BOANTEN HA 1,5-
AG Tecra.

4.6 @DepTUaAUTET, O)PEMEHHOCT U KbpMeHe

BpemeHHOCT
JluricBaT JaHHU OT ynoTpedaTa Ha KaHArTU(IIO3MH Npu OpeMeHHH keHu. [IpoyuBaHusTa IpU

JKUBOTHH IMOKAa3BaT pCIPOAYKTHUBHA TOKCHUYHOCT (B)K. TOYKa 53)

Kanarnudmo3un He TpsOBa J1a ce mpuiiara mo BpemMe Ha OpemeHHocT. Korato ce ycraHoBH
OpeMEeHHOCT, JISYEHUETO C KaHarTH(I03uH TPSAOBA Ja ce MPeyCTaHOBH.

Kspmene
He e u3BecTHO anmy KaHArTUQIIO3MH W/IITH HETOBUTE META0OJIUTH C€ eKCKPETHPAT B KbpMara.

Hannunute papmaxomnHaMIYHN/TOKCHKOJIOTHYHH JaHHU TIPU )KUBOTHH TTOKA3BaT €KCKPEIHsl Ha
KaHarIu(I03MH/METa00IUTUTE B MIIIKOTO, KaKTO U (hapMaKOJIOTHYHO MEAHpaHu e(eKTH B
KbPMEHOTO MOKOJICHHE W TPH MJIaJH ILTbXOBE, U3JI0KCHH Ha KaHArauguio3uH (BK. Touka 5.3). He
MOJKe JIa C€ M3KJIFOUH PHCK 32 HOBOpOIeHUTe/KbpMadeTaTa. Kanarnmdao3un He TpsOBa f1a ce mpuiiara
B MIEpPHO/Ia HAa KbPMEHE.

DepTunuTer
EdexrsT Ha KaHarmud03uH BHpXY (hepTUINTETa IIPU X0Opa He € mpoyuBaH. He e HaOnromaBano

BJIMSIHUE BHPXY (EPTHIUTETA IPH IPOYUBAHUS [IPH KUBOTHHU (BXK. TOUKa 5.3).



4.7 EdexTn BbpXy cnioco0HOCTTA 32 oupaHe u padora ¢ MAIIUHA

Kanarnudio3us He TOBIUSBA WU MOBJIMSIBA MPESHEOPESIKUMO CITIOCOOHOCTTA 3a I1odupane u padoTa ¢
MaluHU. Beripekn ToBa, manueHTuTe TpsioBa aa ObIaT IpenynpekIaBaHy 3a pUCKa OT
XHUIOTIIMKEMUSI, KOTaTo KaHarau()I03MHCE N3M0I3BA KaTo JOMBIHUTEIHA Tepanus KbM WHCYIHH HITH
ceKperarora, ¥ 3a MOBHIICH PHCK OT HEKEJIaHU PEaKIny, CBbP3aHH C XMITOBOJICMHUS, KaTO 3aMaiiBaHe
npu u3npassiHe (Bx. Touku 4.2, 4.4 u 4.8).

4.8 Hexenanu JekapcTBeHH peaKINU

O606uienne Ha npoduna Ha Ge30MacHOCT

bezonacHocTTa Ha KaHariaudno3uH e oneHena npu 10 285 nmanueHTH ¢ quadeT THIT 2, BKIFOUYUTEITHO

3 139 naumenTw, ekyBanu ¢ kanariauduozud 100 mg u 3 506 nanuenTH, JJeKyBaH! ¢ KaHATTH(IO03HH
300 mg, KouTo ca mpreMali JEKapCTBEHUS MPOIYKT B I€BET ABOMHOCIICIH, KOHTPOINPAHH KIMHHYHU
npoyuBanus daza 3.

OcHoBHarTa OlleHKa Ha 0€30TMaCHOCTTa ¥ IIOHOCUMOCTTA € MpoBejieHa B cOopeH aHanmm3 (n = 2 313) Ha
YeTHPH 26-CeAMUYHU TUIANe00-KOHTPOIHUPAHH KIMHUYHU MPOyYBaHMs (MOHOTEpAITUS U
JIONBJIHATEIHA TepaIus KbM MeT(HOpMHUH, MET(HOPMHUH U CYJI()aHUITYPEHHO MPOU3BOIHO U
MeT(hOPMHUH U THOIIUTa30H). Hali-uecTo choOlaBaHuTe HEIKEIAHN PEAKIMU 110 BPEME Ha JICUCHHETO
ca XUTIOTJINKeMHS B KOMOHMHAITUS C HHCYJIUH WU CYJI(paHUITypeHO MPOU3BOTHO, BYJIBOBAarnHAIHA
KaH1103a, MH()EKIMs Ha TUKOYHHUTE IIBTHIA U ITOJIMYPHUS MK TOJaKUypHs (T.€. Ye€CTO YPUHUPAHE).
Hexenanute peakiiuu, BOACIIH JI0 IPEKPATABaHE Ha JeueHUueTo npu > 0,5% OT BCHUYKH JICKYBaHH C
KaHarmu(hI03HWH NAIEeHTH B Te3H NMPOYYBaHUs, ca ByJBOBarnHamHa kauaunosa (0,7% oT xeHute) u
Oananut win 6amanonoctut (0,5% ot Mmbxere). JlombIHATEIHE aHAINM3H HA 0€30MTaCHOCTTA
(BKJIFOYMTEIHO ABITOCPOYHH TAaHHHU) OT JaHHHU B IsJIaTa Iporpama ¢ KaHarauduio3us (riamnebo- u
AKTHBHO-KOHTPOJIMPAHU MIPOYYBAHUs) ca IPOBESACHHU 3a ONPEC/ISHE Ha PerUCTPUPAHUTE HEXKEIIaHU
cHOUTHS, C 1eN ACHTU(UIUPaHEe Ha HeXellaH! peakiuu (BxkK. Tadmuna 1) (Bxk. Touku 4.2 u 4.4).

TabauueH ciuchbK Ha HEXKETAHUTE PEAKIINH

Hesxenanute peakunu B Tabnnua 1 ce ocHoBaBaT Ha cCOOpPEH aHATN3 HAa YETHPUTE 26-CeIMUIHU
1ane00-KOHTpoNnrMpanu npoyyBanus (n = 2 313), onucanu no-rope. Hexxenanure peaknuy,
CbOOIIEHN NPH NOCTMapKETHHIOBaTa yroTpeda Ha KaHArIH(IIO3HH B CBETOBEH MaIad, ChIIo ca
BKJIIOUEHH B Ta3M Tabnuua. Hexenanute peakunu, n30poeHH MO-A0Iy, ca KIacCH(PpUIUpaHH [0 YeCTOTa
u cuctemo-opranet kiac (COK). Kateropunte 3a 4ectoTta ce onpeAessT CbIilacHO cleiHaTa
KOHBEHIUS: MHOTO uecTH (> 1/10), wectn (> 1/100 go < 1/10), mewectu (> 1/1 000 o < 1/100), peaxu
(= 1/10 000 mo < 1/1 000), muOTO peaku (< 1/10 000), c Hen3BecTHa YecToTa (HE MOKe Jia ObJie
OLICHEHA OT HAJMYHHUTE JJAaHHU).

Taouuna 1: TabauveH cnuchbk HA Hekenanute peakuun (MedDRA) ot miaune6o-
KOHTPOJMPAHU MPOYYBAHUSA" M OT NOCTMAPKETHHIOBHS OIIUT

CucreMo-opraHeH KJjac Hexenana peakuust

YecToTa

Hapywenua na umynnama cucmema

penxu | AHaduIakTHYHA peaKus

Hapywienusa na memabonuzma u xpanenemo

MHOT'O YECTHU XUIOTrJIUKEMUS B KOM6I/IHaHI/I$[ C MHCYJIMH WA

cylhaHUITypEeHHO TPOU3BOIHO

HEYECTH Hexunparamus™

peaKH JlnabGeTHa keroarumo3a**

Hapywenus na nepgnama cucmema

HEYECTH | Oprocratuuno 3amaiiBane*, cunkon*
Cv006u HapyuieHUus

HEUeCTU | Xunotouus*, opTocTaTHYHA XHIOTOHHMs
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Cmomawino-upesHu HapyuleHus

YEeCTH | Koncumanus, xax/a’, rageHe
Hapywienus na Koycama u HOOKOICHAMA MBKAH

HEYECTH OGpwuB”, ypTUKapHst

penKu Anruoenem

Hapywienusa na MycKyino-cKeJemHama Cucmema U CbeOuHUmeanama movKan

HEYECTH | KoctHa ¢ppaxtypa”

Hapywenua na 6vopeyume u NUKOUHUmME NoMUA

4eCTU [MomuypHst WK TIOJaKUYpHst , HHPEKIHs Ha

MMUKOYHUTE ITTUIA (THETOHES()PUT U YPOCETICUC
ca ChOOIICHH ITPH MTOCTMAPKETHHIOBA yIIOTpeda)

HCYCCTH B’B6p€‘lHa HCAOCTATBbYHOCT (Haﬁ—‘leCTO B

YCJIOBHUSATA Ha XI/IHOBOJ'IeMI/Iﬂ)

Hapywienua na 6b3npou3e00umennama cucmema u 2opoama

MHOI'O YECTHU BynBoBarunanna kanaumgoza** ™

YECTH Bananut win Gananonoctur***

H3cnedsanusn

4eCTH JIMCIUIHIEMHES ", TIOBUIIICH XeMaTOKpHT**™"
HEYeCTH [MoBwuIIIEH KPEATHHUH B KPBBTa**"", MoBHUIIICHA

ypest B KpbBTa**”, MOBHUIIICH Kanii B KpbBTa**™,
noBuiieH Gpocdat B KppBTA"

Xupypzuuecxu u Meduuuncmt UHmepeerHyuu

HEYECTU AwmrmyTanus Ha J0JeH KpaHuK (IpeIuMHO Ha

NPBCT), 0COOCHO MPH MAIUEHTH ¢ BUCOK PUCK OT
ChpJIeYHO 3a00IIIBaHe

Hk

=

CBBP3aHO C XUIIOBOJIEMHS, BIDKTE TOuKa 4.4.

Buxre Touka 4.4.

[Tpo¢unure 3a 6€30MaCHOCT CHIVIACHO IAHHUTE OT OTICIHUTE OCHOBHU MPOYYBAHUs (BKIIOYHTEIHO [IPOYYBAHUS IPH
MAIMEeHTH C yMepeHo ObOpEeYHO yBpexkJaHe, 0-Bb3paCcTHU MalKeHTH [> 55 roaunu 10 < 80 roguHu], MalUeHTH ¢
MOBHILICH CHPJCYHO-CHOB PUCK) KaTO ISUI0 CHBMAAAT C HEXKEJAHUTE JIEKapPCTBEHH PEaKILUH, TIOCOYCHH B Ta3H
Tabuua.

Kaxka BKIIIOYBA TEPMHHUTE XKaX/1a, CyXOTa B yCTaTa U IOJIHIHUIICHSI.

OOpuB BKIIIOYBAa TEPMUHUTE EPUTEMATO3EH 0OpUB, TeHEpaNN3UpaH 0OpPHB, MaKyJI03eH 00pUB, MAKyJIONAITYI03ECH
00puUB, Manyno3eH 00pUB, ChPOSI OOPHB, IMYCTYJIO3CH OOPUB U BE3UKYJI03CH OOPHB.

B®3 ocHOBa Ha MOCTMapKETUHTOBHS OMUT C KaHATIN(IIO3UH.

KoctHa ¢pakrypa ce crobimasa npu 0,7% u 0,6% cborBeTHO 3a Kanariuduosus 100 mg u 300 mg, B cpaBHEHHUE C
0,3% 3a mmane6o. Bmxre paznen kocTHa (pakTypa M0-10Ty 3a JOMBIHUTENHA HHOPMaNHs.

[Monuypust Wiy NMoJaKUypusi BKIIOYBA TEPMUHUTE MTOJIUYPHs, IOJTAKUYPUsl, TIO3UBHU 38 YPUHHUPAHE, HOKTYPHS U
yBEJIMYaBaHE OTACISHETO Ha YPUHA.

BysBoBaruHaaHa KaHAK103a BKIIIOUBA TEPMUHHUTE BYJIBOBAarMHAJIHA KaHIU/103a, ByJIBOBarMHAIHA IbOMYHA HH(EKIHs,
BYJIBOBarMHUT, BarMHAIHA MH(EKLHs, BYJIBUT U T€HUTAIHA I’bONYHA HHOEKIS.

BamanuT nim 6amaHONOCTUT BKJIIOYBA TEPMUHHTE OanaHHUT, OaIaHOIOCTHT, KAaHAU03¢H OAIaHNT U TeHUTaTHA
reOnYHa HHQEKIHUS.

CpenHuTe MPOICHTHH YBEIWYCHHUS OT n3XxoaHoTo HIBO 1pu 100 mg u 300 mg kaHarmugIIo3uH crpsiMo miarnedo,
CBHOTBETHO, ca 3a 00m1 xonectepou 3,4% u 5,2% copsmo 0,9%; 3a HDL-xonectepoin 9,4% u 10,3% crpsimo 4,0%; 3a
LDL-xonecrepon 5,7% u 9,3% cupsimo 1,3%; 3a nHe-HDL-xonecrepon 2,2% u 4,4% cupsimo 0,7%; 3a TpUrIULepuIn
2,4% u 0,0% copsmo 7,6%.

CpenHuTe IPOMEHN OT U3XOAHOTO HUBO Ha XeMaTokpura ca 2,4% u 2,5% npu 100 mg u 300 mg xaHarnuguosus,
CBOTBETHO, B cpaBHeHHe ¢ 0,0% npu mianebo rpymara.

CpenHuTe MPOLECHTHH IPOMEHH OT W3XOJHOTO HUBO Ha KpeatuHuHa ca 2,8% u 4,0% npu 100 mg 1 300 mg
KaHarau(Io3uH, ChOTBETHO, B cpaBHEeHUE ¢ 1,5% mpu miarnebo rpymara.

CpenHuTe NPOLIEHTHU IPOMEHH OT U3XOJHOTO HUBO Ha KpbBHaTa ypes ca 17,1% u 18,0% npu 100 mg u 300 mg
KaHarau(I03HuH, ChOTBETHO, B CpaBHEHHE C 2,7% mpu mianebo rpymara.

CpenHuTe NPOLIEHTHU IPOMEHH OT U3XOJHOTO HUBO Ha Kaius B KpbBTa ca 0,5% u 1,0% npu 100 mg u 300 mg
KaHarauQII03KH, ChOTBETHO, B cpaBHeHHE ¢ 0,6% mpu mianebo rpymnara.
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CpeaHuTe MPOLIEHTHH IPOMEHH OT U3XOHOTO HMBO Ha cepyMHus pocdar ca 3,6% u 5,1% npu 100 mg u 300 mg
KaHarnugo3uH, B cpaBHeHue ¢ 1,5% mpu miaiedo rpymnara.

Onucanue Ha W30paHU HEXKEIAHU PEAKIIU

Heorcenanu peaxyuu, cevpsanu ¢ xunosoiemus

B cOopHus aHaIM3 HA YETUPH 26-CEIMUYHH, TTALe00-KOHTPOIUPAHH MPOYYBAHUS, YECTOTATA HA
BCHUYKH HEKEJIAHU PeaKIUd, CBbP3aHu C XUIIOBOJIEMUS (HAIIpUMep 3aMaiiBaHe MPH U3IIPaBsHE,
OpPTOCTaTHUYHA XUITOTOHUS, XUIIOTOHUS, IeXuaparanus u cuakon) e 1,2% 3a kanarnmudmo3ud 100 mg,
1,3% 3a kanarimudosud 300 mg u 1,1% 3a miane6o. YectoTara npu JieueHUe ¢ KaHATTU(IIO3UH B
JIBETE€ aKTUBHO-KOHTPOJIUPAHU MIPOYUBAHUS € CXOHA C Ta3U MPU CPABHUTEIHUSA IPOIYKT.

B crienmannoTo npoy4BaHe Mo OTHOIIEHHE Ha ChPJIEYHOCHI0BATa CUCTEMA, KBAETO MalMEHTUTE KaTo
ISUI0 ca TTO-BB3PACTHH U C TIO-BUCOK MPOLICHT HA YCIOXKHEHUS Ha uabera, 4ecToTara Ha HeXKeJIaH!
peaxnuu, cBbp3aHu ¢ xumososuemus ¢ 2,8% npu xkanarnuduosus 100 mg, 4,6% npu kaHarnuiao3uH
300 mg u 1,9% npu mnane6o.

3a oLieHKa HA PUCKOBUTE (PAaKTOPH 3a Te3W HEXKETAHU PEaKlyH, € IPOBEICH MO-IUPOK COOPEH aHaI13
(N =9 439) Ha nauueHTH OT OCeM KOHTPOJIMPAaHU Npoy4yBaHus ¢asza 3 ¢ ABeTe 103H KaHArIu(Io3uH.
B T031 cOopeH aHanM3 ManueHTUTe Ha OPUMKOBH JUYPETHIIN, AaeHTH ¢ m3xonHa eGFR ot

30 ml/min/1,73 m* o < 60 ml/min/1,73 m* 1 naupeHTH > 75-roMIIHA BB3pacT OOMKHOBEHO Ca C TI0-
BHCOKa YECTOTa Ha Te3U HeXeNaH! peakuuu. I1pu marnuenT Ha OpUMKOBH JUYPETHIM CITyYauTe ca
3,2% npu kaHarauduosud 100 mg u 8,8% npu kanarnudosun 300 mg B cpaBHeHue ¢ 4,7% B
KOHTpOIHATa rpymna. [Ipy marmentu ¢ u3xoaxa eGFR ot 30 ml/min/1,73 m* no < 60 ml/min/1,73 m’
ciyugaure ca 4,8% npu kanarnugiaozud 100 mg u 8,1% npu kanarnmudaozud 300 mg B cpaBHEHHE C
2,6% B KoHTpONHATA Tpyna. [Ipu maruenT > 75-roauirHa Bs3pacT cirydante ca 4,9% mpu
kaHarnugo3un 100 mg u 8,7% npu kanarmudio3un 300 mg B cpaBHeHuUE ¢ 2,6% B KOHTpOJIHATA
rpymna (Bx. Touku 4.2 u 4.4).

B CIICIIUMATTHOTO MMPOYYBAHEC IO OTHOHMICHUE Ha ChbPACUYHO-ChbA0BATa CUCTEMA U MO-T'OJICMUSA c60peH
aHaJIn3 HE CC Ha6J'IIO,I[aBa YBCIN4YaBaHC Ha CJIYyYaUTC C IIPCYCTAHOBABAHC Ha TCpanurdaTa C
KaHaFJ’II/I(l)J'IOBI/IH nopaaun HEXKCJIIaHU pCaKIuH, CBbP3aHU C XUIIOBOJICMU, U CCPHUO3HU HCIKCIIAaHU
pC€aKkuumn, CBbp3aHu C XUIIOBOJICMHH.

Xunoznukemus npu OONbAHUMETHA MePANUs KoM UHCYIUH U ceKpemazo2a

Yecrorara Ha XUIOTIIMKEMUs € HUCKA (0K0JI0 4%) B TpynuTe HA JIeUeHUE, BKIIFOUUTEITHO TU1aneo,
KOIaTo C€ U3I0JI3Ba KaTO MOHOTEPAIHS WIIH KaTo MOMbIHeHHE KbM MeThopMuH. Korato
KaHarmm(hI03uH ce 100aBs KbM JICUSHHE C MHCYJIMH, XUTIOTJIMKeMHust ce Habmroaasa mpu 49,3%, 48,2%
1 36,8% OT mauueHTuTe, JeKyBaHU CbOTBETHO ¢ KaHariaudaozun 100 mg, kanarnuduosun 300 mg u
miarne6o, a TeKKa XUMOTIuKeMus ce Haomoaasa npu 1,8%, 2,7%, u 2,5% ot nanueHTuTe, IeKyBaHH
ChOTBETHO ¢ KaHarauduosud 100 mg, kanarnmudao3ud 300 mg u miane6o. KoraTo xaHarmugo3uH e
Jo0aBeH KbM JICUCHUE ChC CYI(PaHTypEHO IPOU3BOIHO, XUIIOTIIMKEMUs ce HaOmonasa npu 4,1%,
12,5% u 5,8% OT manueHTHTe, JICKYBaHU CHOTBETHO ¢ KaHarnuduiosuH 100 mg, kaHaraudIio3uH

300 mg u ane6o (Bx. Touku 4.2 u 4.5).

[enumannu 2v6uynu undexuuu

BynBoBarnHanHa kaHan03a (BKIFOYUTEIHO BYJIBOBAIMHUT U BYJIBOBarHHAIHA I'bOUYHA HHPEKIHIS)
ce cpobmana mpu 10,4% u 11,4% oT KeHuTe, TeKyBaHH CbOTBETHO ¢ KaHariaudao3un 100 mgu ¢
kaHarimudaozud 300 mg, B cpaBHeHHE ¢ 3,2% npu nanueHTKH Ha mianedo. [loseuero ciayvan Ha
BYJIBOBarMHAIHA KaH]IU/1032 HACTHIIBAT MPE3 MBPBUTE YETHPH Mecella Ha JICUCHUE ¢ KaHArmu(I031H.
Cpen maiueHTKUTe, IprueMalny kanariauduosut, 2,3% ca ¢ moede ot eana undpekiusa. O61o 0,7% ot
BCHYKHU MALMEHTKH ca MPEeyCTaHOBWIM IIpUeMa Ha KaHarmu(I031H MOpaar ByJIBOBAarMHAIHA
KaHaumo3a (Bx. Touka 4.4).

Kanaunosen 6ananut nnu 6ananonoctut ce peructpupa npu 4,2% u 3,7% ot MbxeTe, JeKyBaHH
cboTBeTHO ¢ KaHarnudnosun 100 mg u ¢ kanarnuduozun 300 mg, B cpasaenue ¢ 0,6% npu maueHTH
Ha miane6o. Cpea MbxeTe, IpueMaly KaHariauduosut, 0,9% ca uMmainu nmosede oT eaHa HH(EKIIUS.
06110 0,5% ca mpeycTaHOBWIM TIpHeMa Ha KaHArMu(I03UH MOopaay KaHIUI03eH OaaHuT HITH
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OanaHomnocTuT. B peaku cnydau ce choOIaBa 3a prMo3a U MOHSIKOTa Ce U3BBPIIBa 00ps3BaHe. (BK.
Touka 4.4).

Hnghexyuu na nuxounume nvmuwa

Wndexnun Ha TUKOYHHUTE MBTHIIA c€ ChOOIIaBaT no-uecto npu kKanariaugaozun 100 mg u 300 mg
(5,9% cupsimo 4,3%) B cpaBHenue ¢ 4,0% npu riane6o. [loBeuero nHdekunu ca Ieku 10 yMEpeHH,
0e3 yBenMueHHE Ha MosiBaTa Ha CEPHO3HU HEXKeTIaH! peakiuu. [larpenTute ce moBIUsABaT OT
CTaHIAPTHUTE JICUCHHUS, KATO CHILEBPEMEHHO MIPOABIDKABAT JICUCHUETO C KaHATTHA(IO31H.

Kocmua ¢paxmypa

[Ipu npoyuBaHe 1O OTHOIIIEHUE HA CHPJECUHO-CHA0BaTa cucTema rpu 4 327 manueHTH, ¢ yCTaHOBEH
WJIN BIUCOK ChPJICYHO-CHJIOB PUCK, YECTOTaTa Ha KocTHUTE PpakTypu ¢ 1,6; 1,6 u 1,1 Ha

100 mannMeHTOroIMHA EKCIO3UIHSI ChOTBETHO 3a KaHarmudinozuH 100 mg, kanarmuduozun 300 mg u
iane6o, ¢ qucbananc Ha GpakTypuTe, MHPBOHAYAIHO MOSBUI C€ B PAMKHTE Ha ITbPBHUTE 26 CEIMUIIH
ot sieuenuero. [Ipu apyru npoy4BaHus Mo OTHOLICHHUE HA AUA0ET THIT 2 C KaHATIU(IO3HH, B KOUTO €
BKJIIOUEHa 0011a nomyanus oT npubnusurento 5 800 mauueHTu ¢ auader, He ce HaOIr01aBa pa3irukKa
B pucka oT (ppaktypu B cpaBHeHue ¢ KoHTponute. Ciex 104 cenMuiny Ha jJedeHre, KaHarau(Io3uH He
NOBJHsIBAa HEOIArONpPUATHO KOCTHATA MUHEPAIHA IITBTHOCT.

CrenyaiHy nomnyJaiun

Cmapuecka 8v3pacm (> 65 200unu)

B cOopen aHanm3 Ha JaHHUTE OT OCEM ILIAIE00-KOHTPOIMPAHH U KOHTPOIUPAHU C aKTHBHO BEIIECTBO
MPOYYBaHUs MPOPUIHT Ha OE30MIACHOCT IPH MAIIMEHTH B CTapuecKa Bh3pacT KaTo IsJI0 ChBIAJA C
TO3U HpU NO-MJIaauTe nauueHT. [lanuenT > 75-ro/idiiiHa Bb3pacT UMAT MO-BUCOKa YECTOTa Ha
HEeXeTIaHW PEaKIiy, CBbP3aHH C XUTOBOJIeMHUs (KaTo 3aMaliBaHe TPH U3IPaBsiHE, OPTOCTATHYHA
XUTOTOHUS, XUTTOTOHUS) ¢ yecToTa 4,9%, 8,7% u 2,6% croTBeTHO 3a KaHarmuduiozuH 100 mg,
kaHarnugao3un 300 mg u B koHTpoaHata rpyna. CrobiueHo e nonmwkeHue Ha eGFR (-3,6% u -5,2%)
npu ka"arnuguosud 100 mg u 300 mg, B cpaBHeHUE ¢ KOHTposHATA rpyna (-3,0%) (Bxk. Touku 4.2 1
4.4).

Buopeuno vepexcdane (eGFR < 60 ml/min/1,73 m’ unu CrCl < 60 ml/min)

TTanmentu ¢ uzxoaua eGFR < 60 ml/min/1,73 m? wmm CrCl < 60 ml/min uMar Mo-BHCOKa 4eCTOTa Ha
HEeKeTIaHW PEaKIiy, CBbP3aHH C XUIIOBOJIeMHs (HampuMep 3aMaliBaHe NP U3MPaBsHE, OPTOCTaTUIHA
XUIIOTOHUS, XUITOTOHMS) ¢ uecToTa 4,7%, 8,1% u 1,5% chorBeTHO 3a KaHarmuduosux 100 mg,
kaHarudao3uH 300 mg u mnanedo (Bx. Touku 4.2 u 4.4).

O01aTa 4ecToTa Ha MOBHILIABAHE HA CEPYMHHMSI KaJIUi € M0-BUCOKa MPH MALUEHTH ¢ yMepeHa
0b0peuna HegocraTbuHOCT — 7,5%), 12,3% 1 8,1% choTBeTHO 3a KaHaraudo3uH 100 mg,
kaHarmugiao3uH 300 mg u mnane6o. Kato 115110, moBUIIeHUsATa ca MPEXOIHA U HE U3UCKBAT
CITEIIUAJIHO JICUECHHE.

[loBumenue Ha cepymuus kpeaturus ¢ 10-11% u na BUN ¢ okono 12% ce HaOmionaBa v pu JBeTe
no3u kaHarmudo3uH. [IporeHThT Ha manuedTuTe ¢ mo-roiasmo nonmkenne Ha eGFR (> 30%) BsB
BCEKH MOMEHT 110 BpeMe Ha JiedeHueto ¢ 9,3%, 12,2% u 4,9% cboTBeTHO 3a KaHaraudosus 100 mg,
kaHarimudao3uH 300 mg u wiane6o. B kpaiinaTta Touka Ha npoyuyBaneto 3,0% OT mauueHTuTe,
nexkyBaHH ¢ kanarnugnosus 100 mg, 4,0% nexyBanu ¢ kanarnmugaoszud 300 mg, u 3,3% c nnauedo ca
MMaJii TaKOBa TIOHIDKEHUE (BXK. TOUKa 4.4).

Cno0II1aBaHe Ha MOO3UPAHU HOWKEITIAHHW PEAKITUH

CpoOI11aBaHeTO Ha MOI03UPAHH HEKEIAHU PEAKIMK CIIe]] pa3peliaBaHe 3a yrnoTpeda Ha JeKapCTBEHUSI
HPOJYKT € BaxkHO. ToBa M03BOJISIBA J1a IPOABIKU HAOIOICHUETO HA ChOTHOIICHHETO MOJI3a/PUCK 32
JIEKapCTBEHUS MPOAYKT. OT MEUIIMHCKUTE CICIUATTUCTH CEe U3UCKBA J]a ChOOIIABAT BCSIKA
MOJI03UPaHa HEeXeNIaHa Peakiys Ype3 HAMOHATHA CHCTEMa 3a ChOOIaBaHe, MOCOYCHA B

[Tpunoxxenue V.
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4.9 TIlpeno3mpane

Enuanynam no3u 10 1 600 mg kaHarudiio3uH npu 3apaBu 100poBoiy U kaHariudaosud 300 mg nBa
II'BTH THEBHO B MPOIBDKCHNUE HA 12 CeAMUITN TIPU MAITUEHTH C TUa0eT THI 2 OOMKHOBEHO CE TIOHACAT
nmo0Ope.

Tepanus
B cnyuaii Ha ipeo3upaHe € MOIXOAINO JIa Ce MpeprueMaT OOMIaiHUTE MO IbPKAIINA MEPKH, KaTO

OTCTpaHsBaHE HA HeaOCOPOUpaHHs MaTepral OT CTOMAITHO-YPEBHUS TPAKT, KIMHUYHO HAOIIOICHNE,
CUMITOMATHYHA Tepalus, ako € Heo0XoauMo. EnuMuHupaneTo Ha KaHAraIugII0O31H 10 BpeMe Ha 4-
yacoBa xeMoinanu3a e npenedpexumo. Kanarnudno3un He ce ouaksa Jia ce IUaInM3upa upe3
MEpUTOHEATHA IUATN3A.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOWCTBA

dapmakoTepaneBTUUHA rpyna: aHTUAMA0CTHH JIEKapCTBa, IPYTH JIEKapCTBa 3a MOHMW)KaBaHE Ha
TJII0OKO03aTa B KPBBTa, ¢ u3kirouenne Ha nacynuan. ATC xox: A10BKO02.

MexaHu3bM Ha AecTBUE

Tpancnoprepbr SGLT2, ekcripecupaH B MPOKCUMaHUTE ObOpEeYHU TYOYIIH, OTTOBApS 3a TO-
rojsiMaTa 4act OT peabcopOuusara Ha puaTpupaHara riroKo3a OT TyOyaHHs JyMeH. [Ipu manueHTH ¢
nmuabeT ce HaOIto/[aBa MOBUIIIEHa peadcopOnys Ha TITF0K03a B OBOpEIuTe, KOSITO MOXe J1a TOBEAE 10
MOCTOSTHHO TIOBHIIIEHH KOHIIEHTPAIIMH Ha TIF0K03a B KpbBTa. KaHarnudguio3us e nepopaieH
uaxubutop Ha SGLT2. Karo naxubupa SGLT2, kanarnudno3uH HamassBa peadcopOiusaTa Ha
(unTprupaHaTa TIIIOK03a U TIOHIKaBa ObOpedyHust mpar 3a riroko3ara (renal threshold for glucose,
RTg), xato o To3u HaunH nopumasa UGE u Taka moHMkaBa BUCOKUTE KOHIICHTPAIIMH Ha TITF0K03a B
TUIa3MaTa Mocpe/ICTBOM HE3aBUCHM OT MHCYJIMHA MEXaHU3bM MPH MAIMEHTH ¢ 1uadeT TUM 2.
[penu3Bukanara upe3 naxudupane Ha SGLT2 rimroko3ypust ChIIO Taka MPUYUHIBA OCMOTHYHA
JMype3a, KaTo TUyPEeTUIHUAT €PEKT BOIH JI0 TIOHIKABaHE Ha CUCTOIHOTO KPHBHO HAIIATAHE; OT
TJIFOKO3YPHSTA ClIe[Ba 3ary0a Ha KaJOpHH, a OT TaM PEIyKIHI Ha TEIIECHOTO TETJI0, KAKTO JI0Ka3BaT
NPOYYBaHUs, IPOBEJICHH C MAIUCHTH ¢ AUadeT TuI 2.

MexaHu3MBT, IO KOHTO KaHArM(I031H yBeJIHMYaBa OTICSITHETO Ha TIII0K03a C ypUHATA, KaTo
JUPEKTHO TMMOHMKABA MIa3MEHAaTa IITF0K03a, € HE3aBHCHUM OT MHCYJIMHA. B KITMHUYHY POYYBaHUS C
KaHarau(I03uH € HabII0JaBaHo MOI00PEHNUE IT0 OTHOIICHNE HAa XOMEOCTAaTUYHHS MOZIEI 3 OIIEHKa
Ha Oera-knerbuHara yHkous (homeostasis model assessment for beta-cell function, HOMA
beta-cell) u momoOpeH oTroBop Ha OeTa-KiIeThYHATa HHCYJIMHOBA CEKPEIHsI ITPH OIIpeielisTHEe Ha
TJIFOKO3€H MPOdHIL.

B npoyuBanus daza 3 npuemsbT Ha kKaHarimudiao3uH 300 mg npean XxpaHeHe BOAU 10 MO-TOJsIMa
peayKIus Ha OTKIOHEHHETO Ha MOCTIpaHraiHaTa IMII0K03a B KphBTa B cpaBHeHHe ¢ f1o3aTta 100 mg.
Otuactu T03u edekt Ha go3aTta oT 300 mg KaHarIM(IO3UH MOXKE /12 Ce ABJKU Ha JIOKAITHOTO
naxuOupane Ha naTecTHHATHAA SGLT1 (BaskeH MHTECTHHAJICH TITFOKO3€H TPAHCIIOPTEP), CBBP3aHO C
MPEXOHO BUCOKH KOHIICHTPAIIMY Ha KaHAr(I03WH B MHTECTHHAIHUS JTyMEH Mpeiu abcopOnusTa
Ha JIEKapCTBEHUS MPOAYKT (KaHariaudIo3uH e ciad naxudburop Ha Tpancrnoprepa SGLT1).
[IpoyuBanusiTa He ca MoKazanyu ManadbcopOLus Ha TIII0KO03a IPU yHnoTpeda Ha KaHariaudIo3uH.

dapmakoguHaMU4HU eDEKTH

Cren eTHOKPaTHO M MHOTOKPATHO MEPOPATHO MPUIOKEHUE Ha 103U KaHArTH()I03UH MIPH NAlUEHTH C
nuabet Tam 2 ca HabmogaBaHu moHmkeHue Ha RT 1 mosiBa Ha IIIIOKO3ypHsi, KOUTO ca 10303aBUCHMU.
[pu Hauanna croiiHocT Ha RTg nmpubnusurenno 13 mmol/l, ¢ 300 mg nHeBHa 103a 3a 24-4acoB
MepHuoI € HabJr01aBaHO MaKCUMAJTHO MIOTUCKAHE Ha cpeHaTa cToHOCT Ha RTg 10 mpubnusurenHo

4 mmol/l no 5 mmol/l npu nanuenT ¢ Auadet Tun 2 B mpoyuBaHus ¢asa 1, KoeTo mpeamnonara HUIChK
PHICK OT XHUITOTJIMKEMHUSI, TIPEIN3BHKaHa OT JeueHueTo. [TonmkasaneTo Ha RTg npu nanuenTu ¢
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nuabet T 2, nekyBanu cbe 100 mg mnu 300 mg kanarimgnosus, e noseno xo nosuuieHa UGE,
Bapupauia ot 77 g Ha aeH 1o 119 g Ha nen no BpeMme Ha ¢asa 1 npoyusanus; Hadmogasanata UGE e
noeena 1o 3aryoa ot 308 kcal Ha aen 10 476 kcal Ha nen. [lonmxkaBanero Ha RTg u nopuiaBane Ha
UGE ca 3ama3sBar 1o BpemMe Ha 26-ceZIMHYHHS TICPHOJ Ha JICUeHHE TIPH MaIlUeHTH ¢ AuadeT Tvm 2.
HabmnromaBanu ca ymMmepeHH yBeIMYEeHUS HA JHEBHOTO KOJIMYECTBO YPHUHA (B IOBEYETO

ciydan < 400 ml mo 500 ml), kouto oTcmadBar cie HIKOIKO THU OT JiedeHneTo. Kanarmudnosux
BPEMEHHO yBeJIM4YaBa OTAENSIHETO Ha MMKOYHA KUCEINHA B ypuHaTa (Ha IbPBUSI IEH € yBEeJINYeHa C
19% B cpaBHEHHE C U3XOIHATA CTOMHOCT, CJIe]] KOeTo craza 1o 6% Ha nen 2 u 10 1% Ha geH 13).
ChIBTCTBAHO € OT TPalHO NOHM)KAaBaHE Ha KOHIICHTPALMSITA Ha CepyMHAaTa MUKOYHA KUCEIIMHA C
npudmmsurenHo 20%.

[Ipu npoyuBaHe ¢ efMHUYHA 032 IPU MAUEHTH ¢ AnadeT Tun 2, neyerneto ¢ 300 mg npenu
omnpeeisaHE Ha TIII0KO3eH podu 3a0aBs HHTECTHHAJIHATA a0COPOLIMS Ha IITF0K03aTa U peaynupa
MOCTIpaHIUATHATA TIIFOK03a KaKTo upe3 ObOpeyHH, Taka 1 Upe3 HeObOPEUHN MEXaHU3MHU.

Knnnnuna edukacHocT B 6€300acHOCT

0610 10 285 manueHTH ¢ AMa0ET TUI 2 ca y4acTBaIM B JCBET JBOMHOCIICIIN, KOHTPOJIUPAHH
MPOYYBaHUS 32 KIIMHUYHA e(hUKaCHOCT U 0€30MaCHOCT, IIPOBE/ICHH C IIEJT Ja Ce OlleHH e(PeKThT Ha
Invokana BbpXy rimkemMuuHus KOHTpoA. PacoBoTto pasnpenenenue e 72% ot Osmara paca,

16% azmatim, 4% yepHokoxu u 8% apyru rpynu. 16% OT marueHTuTe ca OT JaTHHOAMEPUKAHCKU
npousxof. [Ipubnusutento 58% ot manuenTuTe ca Mbxke. CpenHaTa Bb3pacT Ha MALUEHTHUTE €

59,6 rogunu (rparuny ot 21 ronuau 1o 96 roguan), kato 3 082 oT manueHTHTE ca > 65 TOANHH U
510 ot mamuenTuTe ca > 75 roaunan. 58% OT MallMeHTUTE UMAT WHCKC Ha TeJecHaTa Maca

(BMI) > 30 kg/m’. B nporpamara 3a KIMHA4HO pa3paboTBaHe ca oleHeHn 1 085 maiueHT!H ¢ H3X01Ha
croitHoct Ha eGFR ot 30 ml/min/1,73 m” mo < 60 ml/min/1,73 m’.

LInayebo-konmponupauu npoyyearus

[IpoBesenn ca npoyyuBaHHs C KAaHATTU(IIO3MH KaTO MOHOTEPAIIHSI, B KOMOHHAIWS ¢ MET)OPMHUH, B
KOMOHHAIUS ChC CyIhaHmTypeitHO IPON3BOIHO, B TPOHfHA KOMOMHANINS ¢ MET(HOPMHH U
cyihaHuITypeiHO MTPOU3BOIHO, B TPOWHA KOMOUHAIIMS ¢ MET(OPMHH U ITHOTJIMTA30H U KAaTO
JIOTTBIHUTEIIHA TEPaIus KbM MHCYJIUH (BXK. Tabnuua 2). Karo 11510, kaHarmugI03uH AaBa KIMHUYHO U
craructuiecku 3HauuMH (p < 0,001) pesynraTu 3a TIMKeMUYeH KOHTPOJI, B CpaBHEHUE ¢ TUIa1eo,
BKItounTennHo HbA |, mporieHTa Ha manuenTy, npu Kouto ce goctura HbA . < 7%, npomsiHa oT
M3XOJHATa CTOMHOCT Ha TuTa3MeHaTa rioko3a Ha mianuo (FPG) u moctnpannuaiHara riiroko3a 2 gaca
cien xparene (PPG). Oceen ToBa ce HaOMIOaBaT U PEAYKIIMH HA TEIIECHOTO TETIIO U CHCTOIHOTO
KPBHBHO HaJIaraHe CIPSIMO TUIareoo.

Ta6anuna 2: Pe3yaTaTu oT niiane060-KOHTPOJMPAHN KIUHUYHA MPOYYBAHHUSA 32
epukacuoct”
MonoTtepanus (26 cexMuum)
KanaraudJio3un
100 mg 300 mg Inauedo
(N=195) N=197) (N=192)
HbA,. (%)
W3xomHa cTolHOCT (CpenHa) 8,06 8,01 7,97
Hp(lM}IHa B CpaBHEHHE C U3XO0JIHATA 0,77 1,03 0.14
CTOHHOCT (KOpUTHpaHa CpeHa)
Pa3znuka B cpaBHeHUeE ¢ mane6o -0,916 -1,166 N/A®
(xopurupana cpeana) (95% CI) (-1,09; -0,73) (-1,34; -0,98)
IMManuentu (%), NPU KOUTO ce MOCTUTA 6 6
HbA,, < 7% 44,5 62,4 20,6
TeJsiecHO Ter10
W3xomno (cpenno) B kg 85,9 86,9 87,5
% MpOMSIHA B CPABHEHUE € H3XOMIHATA 2.8 3.9 0.6
CTOHHOCT (KOpUTHpaHa CpeaHa)
Paznuka B cpaBHeHHE ¢ m1ane6o -2,26 -3,36 N/A®
(xopurupana cpensa) (95% CI) (-2,9; -1,6) (-4,0; -2,6)
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Kom0OuHNpaHo JeyeHue ¢ MeT(opMuH (26 ceaMuIIn)

Kanaraudio3un + merdopmuH Inane6o +
100 mg 300 mg MeT(OPMHUH
(N =368) (N =367) (N =183)
HbA,. (%)
W3xoaHa cToHHOCT (CpeaHa) 7,94 7,95 7,96
HpouMaHa B CpaBHCHHE C M3XOJHATA 0,79 0,94 0,17
CTOWHOCT (KOpHUTHpaHa CpeHa)
Pasmmka B cpaBHeHUE ¢ mane0o -0,626 —0,776 N/AP
(xopurupana cpenHa) (95% CI) (-0,76; -0,48) (-0,91; -0,64)
anuentu (%), NpU KOUTO Ce MOCTUTa 6 6
HbA, < 7% 45,5 57,8 29.8
TeJsiecHO Ter10
Wzxoano (cpenHo) B kg 88,7 85,4 86,7
% TmpoMsiHa B CpaBHCHHUE C U3XOJHATA
. -3,7 -42 -1,2
CTOWHOCT (KOpUTHpaHa CpeaHa)
Pasmmka B cpaBHeHUE ¢ mane0o —2,56 -2,96 N/AP
(xopurupana cpensa) (95% CI) (-3,1;-1,9) (-3,5;-2,3)

Tpoiina Tepanusi ¢ MeTopMuH H cydaHuIypeiiHH NPOU3BOIHU (26 cenMuLN)

Kanarauduio3un + mergopmun Inauedo +
U cyJadaHnaypeiHo IPOU3BOIHO MeT(GOpMHH U
100 mg 300 mg cyiq;z’::sﬁ’::““
(N=157) (N =156) (N = 156)
HbA,. (%)
W3xomHa cTolHOCT (CpenHa) 8,13 8,13 8,12
Hp(lM}IHa B CpaBHCHHE C M3X0HATA 0,85 1,06 0.13
CTOWHOCT (KOpUTHpaHa CpeIHa)
Paznuka B cpaBHeHUeE ¢ mae60 -0,71° -0,92° N/A®
(xopurupana cpenHa) (95% CI) (-0,90; -0,52) (-1,11;-0,73)
anuentu (%), NpU KOUTO Ce MOCTUTA 6 6
HbA, < 7% 43,2 56,6 18,0
TeJsiecHO Ter10
Wzxonno (cpenHo) B kg 93,5 93,5 90,8
% TmpoMsiHa B CpaBHCHHUE C U3XOJHATA
. 2,1 -2,6 -0,7
CTOWHOCT (KOpUTHpaHa CpeaHA)
Pasmmka B cpaBHeHUE ¢ mane6o —1,46 -2,06 N/AP
(xopurupana cpensa) (95% CI) (-2,1;-0,7) (-2,7;-1,3)
JonmbJHUTeIHA Tepanus KbM HHceyauH (18 ceqmunm)
KanariaugJio3us + MHCYJIUH Il1ane6o +
100 mg 300 mg HHCYJIMH
(N =566) (N =587) (N =565)
HbA,. (%)
W3xoaHa cTOHHOCT (CpeHa) 8,33 8,27 8,20
HpovMaHa B CpaBHCHHE C M3XOHATA 0,63 072 0.01
CTOMHOCT (KOpUTHUpaHa CPEeIHA)
Paznuka B cpaBHeHUeE ¢ mane6o -0,656 -0,736 N/AP
(xopurupana cpeana) (97,5% CI) (-0,73; -0,56) (-0,82; -0,65)
IMManuentu (%), NP KOUTO ce MOCTUTA 6 6
HbA,, < 7% 19,8 24,7 7,7
TesecHo TerJio
W3xoano (cpenHo) B kg 96,9 96,7 97,7
% mpoMsiHA B CpaBHEHHUE C U3XOHATA
. -1,8 2,3 0,1
CTOWHOCT (KOpUTHpaHa CpeIHa)
Paznuka B cpaBHeHUE ¢ mane6o -1,96 -2,46 N/A®
(xopurupana cpeana) (97,5% CI) (-2,2; -1,5) (-2,8; -2,0)

15




ITT momynanwst Bb3 OCHOBA Ha MTOCIETHOTO HAOIIOACHNUE B IPOYIBAHETO MPEH MPUIOKECHHUE Ha
JKUBOTOCIIACSBAINA aHTHANAOCTHA TePAITHsl.

p < 0,001 B cpaBHEeHUE ¢ TUTaIE00.

Henpunoxumo

Kanarmigmo3us kaTo JOMBIHUTEIHA Tepanus KbM HHCYIUH (ChC U 0€3 APYTH JICKAPCTBCHU MPOTYKTH,
MOHMKABAIIH TIIFOK03aTa).

B nombiHeHMe Ha TIPEICTABEHUTE TIO-TOPE MPOYUYBAHHS, PE3yITATUTE OT TIMKEMUYHATA e(hUKACHOCT
HaOronaBaHy B 18-ceIMUYHO MOANPOYYBaHE ¢ KOMOMHUPAHA TEPAIUs ChC CyIpaHmITypeHHO
MPOU3BOJHO U B 26-CEIMUYHO MPOYYBAHE C TPOWHA Tepamnusi ¢ MeTHOPMHH U MHOTJINTA30H ca
NOJJOOHU Ha Te3H, HAOIIOIaBaH! B IPYTH IPOYYBaHUSL.

AKmuHO-KOHMPOIUPAHU NPOYVYBAHUSL

Kanarnudnosun ce cpaBHsBa ¢ TIAMMENHPUI B KOMOMHUpPaHA Teparusi ¢ MeT(OPMHH U ChC
CUTArJIMIITHH B TPOWHA KOMOMHAIUS ¢ MET(HOPMHUH U CyJIhaHUTypeiHO TPOU3BOAHO (BXK. Tabnuua 3).
Kanarmudnoszun 100 mg kaTo ABoiHA Tepanus ¢ MeTPOPMUH JaBa MoJ00HH penyKuuu Ha HbA .
CHpsIMO M3XOJHATa CTOMHOCT, a fo3ata oT 300 mg naBa mo-Bucoku peaykuuu (p < 0,05) ma HbA . B
CpaBHEHHE C TITUMETIMPHU]I, CIICOBATEIHO IMOKa3Ba HEe MO-Mayka e(eKTHBHOCT. [lo-Maika 4acT oT
MAIMCHTUTE, JIeKyBaHH ¢ KaHarauduosun 100 mg (5,6%) u ¢ kanarnudiosun 300 mg (4,9%), ca
NOJTYYMIIM TIOHE €JUH €MU304/TIPUCTHII Ha XUIIOTIIMKEMHUS 110 BpeMe Ha 52-CeAMUYHOTO JICUCHHE B
CpaBHEHUE C rpynara, JiekyBaHa ¢ rimuMenupun (34,2%). B npoyuBaHe, cpaBHsIBAIO KaHATTH(I03UH
300 mg u curarnuntud 100 mg B TpoitHa KOMOMHAIUS ¢ METHOPMUH U cyJIhaHIITyperHO
NPOU3BOJHO, KaHATIM(II03KH MoKa3Ba He mo-Hucku (p < 0,05) u mo-sucokwu (p < 0,05) penykuun Ha
HbA,. B cpaBHeHHe cbe cuTaraunTyH. CydanTe Ha eMU301/ TIPUCTHIIN Ha XUITOTJIIMKEMUS IIPH
kanarimudnozud 300 mg u cutarmunTul 100 mg ca crotBeTHO 40,7% 1 43,2%. Habmonasar ce
3HaYMMO MOJO0OPEHHE Ha TEJIECHOTO TETJIO U MOHMKaBaHE Ha CUCTOHOTO KPBBHO HASITaHE KAKTO B
CpaBHEHHE C INIMMETIUPU], TaKa U CbC CUTATJIMIITHH.

Tabauua 3: Pe3yITaTi 0T AKTHBHO-KOHTPOJIMPAHHU MPOYYBaHus 32 epukacHocT”
B cpaBHeHue ¢ riiuMenupua B KOMOMHHPaHa Tepanus ¢ MeTdopmuH (52 cenmMuum)
Kanarauduio3un + mergopmus immenupun
(tTutpupane) +
100 mg 300 mg MeTgopMuH
(N =483) (N =485) (N =482)
HbA,. (%)
W3xoaHa cTOHHOCT (CcpeHa) 7,78 7,79 7,83
[IpomsiHa B cpaBHEHHE C U3XOJHATa CTOWHOCT 0,82 0,93 0.81
(xopurupaHa cpegHa)
Paznuka B cpaBHEHHE C TIIUMENUPU] -0,01° -0,12° N/AP
(xopurupana cpensa) (95% CI) (—0,11; 0,09) (-0,22; -0,02)
IManuentu (%), NP KOUTO ce MOCTHUTA
HbA,, < 7% 53,6 60,1 55,8
TeJsiecHO Ter10
W3xoano (cpenuHo) B kg 86,8 86,6 86,6
% mpoMsiHa B CpaBHEHHE C M3XOJHATA
CTOHHOCT (KOpUTHpaHa CpeaHa) -4,2 -4,7 1,0
Paznuka B cpaBHEHHE C TIIUMENUPU] -5.2° -5,7° N/AP
(xopurupana cpeana) (95% CI) (5,7, —4,7) (—6,2; —5,1)

B cpaBHeHHe CbC CUTATJIMNITHH B TPOiiHA KOMOUHALMS ¢ MeT(OPMUH U CyJI(aHuIypeliHo MPOU3BOIHO
(52 ceqmuin)

CurariaunTud
100 mg +
Kanaraudguozun 300 mg + MeT¢OpMHH U
MeT(opMUH U cyJIpaHUTypPeiiHO cyapaHuaypeinHo
NMPOHU3BO/IHO NMPOHU3BO/IHO
N=377) (N=378)
HbA,. (%)
W3xoaHa cTOHHOCT (CpeHa) 8,12 8,13
[Tpomsina B cpaBHEHHE C N3XOAHATA CTOMHOCT 1.03 0.66

(xopurupaHa cpegHa)
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Paznuka B cpaBHEHHE ChC CUTATIMIITAH -0,376 N/A®
(xopurupana cpenHa) (95% CI) (-0,50; -0,25)
Mauuentu (%), NpU KOUTO Ce MOCTUTA
HbA, < 7% 47,6 35,3
TeJsiecHO Ter10
Wzxonno (cpenHo) B kg 87,6 89,6
% TmpoMsiHa B CpaBHCHHUE C U3XOJHATA
CTOWHOCT (KOpUTHpaHa CpeaHA) -2,5 0,3
Pasnuka B cpaBHEHHE ChC CUTATIMIITUH -2.8" N/AP
(xopurupana cpensa) (95% CI) (-3,3;-2,2)

ITT nomnyJjanyda Bb3 OCHOBA Ha IMOCJICAHOTO Ha6J’IIO,Z[GHI/Ie B IPOYYBAHETO NPCAU MPUIIOKCHUC HA
JKHUBOTOCIIaCsABaIa aHTI/I,I[I/Ia6CTHa TCpanus.

® p<0,05
" HenpuioxumMo
" p<0,001

Cneyuannu nonyrauuu

Kanarmudnos3un e 106aBeH KbM TEKYIIOTO YCTAHOBEHO JIeUeHUE Ha Ana0eT (aueTa, MOHOTEPAITHs WK
KOMOWHHpPAHO JIeUueHKe) B TPY MPOYYBAHHUS, TIPOBEJCHU TIPH CIICIIMATHN TTOMyIaluy (alueHTy B
crapuecka Bb3pacT, nanuentr ¢ eGFR ot 30 ml/min/1,73 m* go < 50 ml/min/1,73 m” u mamuenTH,
CTpajally OT WIX C BUCOK PHCK OT ChPACYHOCHIOBY 3a00ISIBAHHS).

Hayuenmu 6 cmapuecka v3pacm

O6mmo 714 marueHTy oT > 55 roguau 10 < 80 roauHu (227 MaIUEHTH OT 65 TOAUHH 10 < 75 TOOUHU U
46 narenTty ot 75 roaunu 1o < 80 TOAMHM) C HeaJeKBaTeH MIMKEMHYEH KOHTPOJI Ha TEKYIIOTO
JieueHue Ha AuabeT (JIeKapCTBEHH MPOIYKTH, TOHMKABAIIY TJIF0KO3aTa W/WJIU TUeTa U YIPaKHEHHU )
ca y4acTBaJIM B JIBOMHOCIIAIIO, I11a1le00-KOHTPOJUPAHO MPOYUBAHE 3a IEPUOJ OT 26 CEIMHUIIH.
HabmionaBanu ca cratuctiuuecku 3HauumMu (p < 0,001) mpomenu ot uzxoaHoto HuBo Ha HbA . B
cpaBHeHue ¢ miarebo, ¢ -0,57% u -0,70% crorBetHO 32 100 mg u 300 mg (Bx. Touku 4.2 u 4.8).

Hayuenmu ¢ eGFR om 45 ml/min/1,73 m” do < 60 mi/min/1,73 m’

[Ipu cbopen ananu3 Ha ganHuTe ot manuentd (N = 721) ¢ uzxoana croitnoct Ha eGFR ot

45 ml/min/1,73 m* 1o < 60 ml/min/1,73 m’, kaHarmUQIO3MH JaBa KIMHHYHO 3HAYMMH PELYKIHH HA
HbA . B cpaBHeHue ¢ mnanebo, ¢ -0,47% 3a kararmudno3ua 100 mg u ¢ -0,52% 3a kanarmudao3uH oT
300 mg. ITanentu ¢ u3xonxHa croitHocT Ha eGFR oT 45 ml/min/1,73 m? 10 < 60 ml/min/1,73 m?,
KOMTO ca JiekyBaHu ¢ kaHarmudiaozud 100 mg u 300 mg, moka3Bar mogoOpeHus B MPOLICHTHATA
NPOMSIHA Ha TEJIECHO TETJI0 ChC CpellHa CTOWHOCT ChOTBETHO -1,8% 1 -2,0% B cpaBHeHue ¢ tuianedo.

IToBeueTo MmalMeHTy ¢ u3xoaua croifroct Ha eGFR ot 45 ml/min/1,73 m*mo < 60 ml/min/1,73 m* ca
Ha JICYCHUE C MHCYJIMH W/WIHU CylI(aHuIypeitHo npousBoaHo (85% [614/721]). B ckoTBeTCTBHE C
OYaKBAHOTO 3aCHJIBAHE HA XUITOTJIMKEMUSTA TIPH TOOABSHE HA JICKAPCTBEH MPOJYKT, KOWTO HE Ce
CBBP3Ba C HEesA, KbM MHCYJIVH W/WIH CyhaHUIypeiiHO POU3BOIHO, Ce HAOII01aBa YBEINYaBaHE Ha
eMU30IUTE/TIPUCTHITUTE HA XUITOTJIUKEMHUS U KOraTo KaHArTH()IIO3MH € 100aBeH KbM HHCYIIMH W/UITH
cyadaHnITypeiiHO MPON3BOIHO (BX. TOUKa 4.8).

Inioko3a 6 nnasmama na 2naoHo

[pu yeTnpu mnamne6o-KOHTPOIUPAHH MTPOYIBAHUS, ICUCHHETO C KaHATTM(IO3MH KaTO MOHOTEpAITHs
WIN KaTO IOIBJIHUTEIHA Tepanus KbM €AUH WU [Ba IEPOPATHHU JICKAPCTBEHU IPOIYKTA,
MOHIKABAIIIY TIIIOK03aTa, € IOBEJIO 0 CPETHH MPOMEHH OT u3XoAHuTe croitHocty Ha FPG B
CpaBHEHUE C I11are00, Bb3IU3allK ChOTBETHO Ha -1,2 mmol/l 10 -1,9 mmol/l 3a kaHaraudI03uH

100 mg u -1,9 mmol/l no -2,4 mmol/l 3a kanarnudnosun 300 mg. Te3u NOHWKEHUS ce 3ama3Bar npe3
LeUs] IEPUOJT Ha JIEUCHUE U ca OJIM30 0 MaKCUMAJIHUTE CJICA IIbPBUS JICH Ha JICUCHHE.

Iocmnpanouanna enokosa

[Ipu onpenensiHe Ha TIIOKO3eH NPOGUII, KaHATTU(IO3HH KaTO MOHOTEPAIHS WIIHM KaTO JOMBJIHUTEIHA
Tepanusi KbM €IUH WU JIBa TIEPOPATTHH JICKAPCTBEHH MTPOIYKTH, TIOHIKABAIIY THOK03aTa, HaMallsiBa
W3XOIHUTE CTOWHOCTH Ha moctnpanauansara riarokosa (PPG) ceorBetHO € -1,5 mmol/l o -2,7 mmol/l
3a kaHariudaozuH 100 mg u -2,1 mmol/l zo -3,5 mmol/l 3a 300 mg B cpaBHeHHUE C MIanedo0, KOETO ce
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ABJDKU Ha MIOHWXKABAHCTO Ha KOHLCHTPALUATA Ha ITJIFOKO3a MPEAU XpaHCHC U HA HAMAJICHOTO
OTKJIOHCHUC Ha MOCTIPaHAWaJIHA INTFOKO34.

Tenecrno meano

Kanarmudnoszun 100 mg 1 300 mg kaTo MOHOTEpanus U KaTo JBOWHA WM TPOWHA TOITBIHUTEIHA
Tepanusi BOAU 0 CTATUCTHYECKH 3HAYMMO MOHIKAaBaHE Ha MPOLICHTA Ha TEIECHOTO TErJo Ha

26-a ceqmuna B cpaBHeHue ¢ miareto. [Ipu e 52-ceAMUYHN aKTMBHO-KOHTPOJIMPAHU MPOYUBAHHUSA,
CpaBHSBAILY KaHATTU(IIO3UH C TNIMMENIPU U CUTATIIUITHH, TPAHHUTE U CTATUCTUYECKU 3HAYUMH
CpeIHY TOHIKEHHS Ha MPOLCHTA Ha TEJIECHOTO TETJI0 3a KaHATIU(IO3UH KaTo TOMbJIHUTEIHA
Tepanusi KbM MeThopmuH ca -4,2% u -4,7% cborBeTHO 3a kanarmuduo3na 100 mg u 300 mg, B
cpaBHEHHE ¢ KoMOWHanus oT rmmenupuy u Mmetdopmut (1,0%) u -2,5% 3a kanarmudno3un 300 mg B
KOMOMHALUS OT MET(POPMHUH H CyI(PaHUITypeiiHO MPOU3BOTHO B CPABHEHUE CHC CUTATTIUITHH B
KOMOMHaIIUA ¢ MeT(HhOPMHUH | cyJihaHuTyperHo npousBoaHo (0,3%).

[onrpyna namuent (N = 208) OT aKTUBHO-KOHTPOJIMPAHOTO MPOYYBaHE HA JABOIHA Tepamnus C
MeT(OpPMUH, KOUTO ca MOII0KEHH Ha IBOMHOCHEprHiiHa peHTrenoBa abcopounometpusi (DXA) u
kommoThpHa ToMorpadus (CT) Ha KopeM 3a OlleHKa Ha TelecHaTa CTPYKTypa, TIOKa3Bar, 4e
NpUOTU3UTETHO BE TPETH OT 3arydara Ha Teryio npu KaHarmu(iIo3uH ce IbJDKAT Ha 3aryda Ha MacTHa
THKaH, KaTO ce TyOAT CXOJHM KOJMYECTBa BUCIIEpaIHA U KOPEMHA MOIKO)KHA MacTHA ThKaH. /[Becta u
eaunaaecet (211) manueHTH OT KIMHUYHOTO MPOYyYBaHe MPH MallMEHTH B CTapyecka Bb3pacT ca B3eIU
ydacTHe B NIOAIIPOYUBAHE 3a TeJIeCHATa CTPYKTypa ¢ u3noi3Bane Ha DXA aHanu3 Ha TenecHaTa
cTpykTypa. To moka3Ba, ue mpuOIM3UTEIIHO ABE TPETH OT 3arydara Ha TErJio, CBbP3aHo C
KaHarauQIo3uH, ce IbJDKU Ha 3ary0a Ha MacTHA ThKaH B cpaBHeHHe ¢ manebo. He ce HabmoqaBaT
3HAYUTENHU POMEHHU Ha KOCTHATa IUThTHOCT B TpabeKyJapHaTa U KOPTUKaJIHAaTa KOCT.

Beszonacnocm no omuowenue Ha cvpOeyHOCHLO08aAMA CUCHEMA

[IpoBeneH e npeaBapUTENHO JeGUHUPAH MEKINHEH METa-aHAIN3 HA YCTAHOBEHUTE TOJIEMH
ChP/ICYHO-CHJIOBH UHIIUCHTH B KIIMHUYHY TipoyuBanus (asza 2 u 3 npu 9 632 nanmenTn ¢ quabdet
Tun 2, BKIrounTenHo 4 327 namuentu (44,9%) cbe ChpAEYHO-CHI0BO 3200 IsIBaHE UITH C BUCOK PUCK
OT TaKOBa, KOUTO Y4acTBAT B TEKYIIIO KapAHOJIOTHYHO NpoyuyBaHe. Koe(uIMeHThT Ha prCK 32
IbpBUYHATA KpaliHa TOYKa (BPEMETO JI0 CHOUTHE Ha ChPACYHO-CHIOBA CMBPT, HedaTaleH HHCYIT,
HedaraneH HH(ApKT Ha MUOKapa U HecTaOMUIHA CTEHOKAPAUs, N3MCKBAIa XOCTIMTAIN3alNs) 3a
KaHarM}a03uH (0000IIEeHH ca IBeTe JO3UPOBKHM) CPSMO KOMOMHUPAHU aKTUBHU U I1Ae00
cpasuuTeHH npoayktu € 0,91 (95% CI: 0,68; 1,22); cmenoBaTeHO HIMA JTAHHH 32 TIOBUIIICH
CBPACYHO-CHIOB PUCK IIPH JICUCHUE € KaHATTU(IO3UH CIPSIMO CPAaBHUTETHUTE MPOAYKTH.
KoeduuunentsT Ha puck npu go3u ot 100 mg u ot 300 mg e cxoneH.

Kpveno nanscane

Jleuenueto ¢ kanaraudaozux 100 mg u 300 mg npu maanedo-KOHTPOIUPAHH MPOYUBAHUS € TOBEIIO
JIO CpeITHY TIOHIKEHHUS Ha CUCTOTHOTO KPBHBHO HAJIsTaHe, ChOTBETHO ¢ -3,9 mmHg u -5,3 mmHg, B
cpaBHenue ¢ nanebo (-0,1 mmHg), kakTo u 10 Mo-c1ab edekT BbpXy TUACTOTHOTO KPBBHO HaJsITaHE
ChC cpeaHn u3MeHeHus 3a kanarnuguosus 100 mg u 300 mg ot cpoTBeTHO -2,1 mmHg u -2,5 mmHg,
B cpaBHeHue c mianedo (-0,3 mmHg). Hsama 3HaunMu npoMeHn B ChplieuHaTa 4YeCTOoTa.

Hayuenmu c usxoonu cmounocmu na HbA,. > 10% 0o < 12%

[Toampoy4yBaHe npy NaMEeHTH ¢ U3XoIHU cToitHocTH Ha HbA . > 10% 1o < 12% moxasBa, ve jeueHue
C KaHarmuQIIO3NH KaTO MOHOTEPAIHSI BOJIU JI0 TOHM)KEHUE CIPSIMO U3XOJHUTE cTOHHOCTH Ha HbA |,
(6e3 xopexkyst 3a anebo) ¢ -2,13% u -2,56% crotBeTHO 32 KaHarnuduo3uH 100 mg u 300 mg.

Ileduampuuna nonynayus

EBpomneiickara areHIys 1o jJekapcTBara oTiara 3abJDKEHHETO 3a IPEI0CTaBsIHe Ha PEe3yJITaTUTE OT
NPOYYBaHUATA C KAaHATTU(IIO3HH B €IHA WIK NOBEYE NOATPYIH Ha NeAUaTpUYHATA TOMYJIaLus IPH
nuabet i 2 (Bk. Touka 4.2 3a nH(opManys OTHOCHO ynoTpeda B IeIUaTpusTa).
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5.2 ®apmMakoKWHETHYHH CBOJCTBa

ITo chiecTBO (hapMakOKMHETHKATA Ha KaHATJIU(IIO3MH € CXOHA MPH 3ApaBU TOOPOBOIIIHN U IPH
HaueHTy ¢ nuadet tun 2. Ciies mepopaiHo MPHIoKEHHE Ha enuHu4Ha 1032 oT 100 mg u 300 mg npu
3/1paBu TOOPOBOIIIHN, KAaHATIU(IIO3UH ce abcopOupa ObP30, KATO MAKCHMAaTHATA TUIa3MEeHa
KOHIIeHTpaIus ce moctura 1 jo 2 yaca cien npwioxenne (meauana T ,,y). [Inazmenara C,.x 1 AUC
Ha KaHArIM(IIO3UH Ce YBEIMYaBaT MIPONOPIMOHAIHO Ha J03aTa oT 50 mg no 300 mg. [TpuBUIHUAT
TEPMHHAJICH MTOITYKUBOT (t;,) (M3pa3eH KaTo CpeieH + cTaHnapTHO oTkiIoHeHue) e 10,6 +£ 2,13 yaca
13,1 £ 3,28 yaca cpoTBeTHO 3a Ao3ute oT 100 mg u 300 mg. CTanmoHapHO ChCTOSTHUE CE IOCTUTA
cien 4 1o 5 nHu npuiarane Ha kaHarmudio3ud or 100 mg no 300 mg BeIHBK JHEBHO.
Kanarnudio3un He posiBsiBa 3aBUCUMa OT BpeMeTo (hapMaKOKMHETHKA U KyMyJIMpa B Ijla3Mara J0
36% cnen maorokpatau Ao3u ot 100 mg u 300 mg.

AOGcopOuus
CpenHara abCOIIOTHA MepOpaTHa OMOHATMYHOCT Ha KaHATTU(I03KUH € MpUOIU3uTeIHo 65%.

[Ipunoxenuero Ha OoraTa Ha Ma3HMHM XpaHa B KOMOMHAIMA C KaHATTH(IO3UH HE TOBIHABA
(apMaKkoKHHETHKaTa, ciaeqoBaTenHo Invokana Moske a ce mpueMa cbC Wi 0e3 xpaHa. Berpeku ToBa,
BB3 OCHOBA Ha MTOTEHIMAJIA Ja TOHMKaBa OTKJIIOHEHUETO Ha NMOCTIPaHAHaIHa TIII0K03a, B PE3yNTaT Ha
3a0aBeHaTa MHTECTUHATIHA a0COpOLUs Ha IIII0K03a, ce IpenophuBa NpuemManeTo Ha Invokana npenun
I'BPBOTO XpaHeHe 3a JAeHs (Bx. Touku 4.2 u 5.1).

Pasnpenenenue
Cpennusar o0eM Ha pa3npe/e/ieHue Ha KaHarTu(I03UH B CTALIMOHAPHO ChCTOSTHUE CJIC SAMHUYIHA

WHTPaBEHO3HA HH(Y3US TIPH 31IpaBu JOOPOBOIIIH € 83,5 TUTpa, KOSTO MpeAIoiara IupoKo
pasnpezerneHue B Thkanute. Kanarnuio3us ce cBbp3Ba BbB BUCOKa cTeneH (99%) ¢ miazmMeHure
NPOTEUHH, IPEAUMHO ¢ aOyMUH. CBBP3BaHETO C IPOTEUHHUTE HE 3aBUCH OT IUIA3MEHHUTE
KOHIOCHTpAalluKu Ha KaHaFJII/I(i)JIO?)I/IH. CB’bpSBaHeTO C IUNIa3MCHUTE MMPOTCUHU HE CC IMOBJIMABA
3HAYUTEIIHO MPH MAIUEHTH ¢ ObOPEYHO WM YEPHOAPOOHO YBPEIKIAHE.

buorpanchopmanus

O-TIMOKYPOHUPAHETO € OCHOBHUST METAaOOJUTEH ITHT 32 SIIMMUHHUPAHE 32 KaHATTU(IIO3NH, KOUTO ce
rmokyponupa rinaBHo upe3 UGT1A9 u UGT2B4 no nBa HeaktuBHH O-TIIIOKYPOHH] METa0OIHUTA.
CYP3A4-menuupanust (OKCHAATHBEH) MeTaOOIU3bM Ha KaHATIU(IO3UH PH XOpa € MUHUMAJICH
(mpubnmsurento 7%).

[Ipu in vitro npoyuBanusi, kanarnuguo3un He naxuOupa nuroxpom P450 CYP1A2,CYP2A6,
CYP2C19, CYP2D6, mmu CYP2E1, CYP2B6, CYP2CS8, CYP2C9, nuro nanyrupa CYP1A2,
CYP2C19, CYP2B6, CYP3 A4 nipu mo-BUCOKH OT TEpaNleBTUIHHUTE KOHIICHTpaIuu. He ¢ HabmrogaBan
KIMHUYHO 3Ha4uM eekT BbpXxy CYP3A4 in vivo (Bx. Touka 4.5).

Envumunupane
Crien mepopaieH npyueM Ha exuanyHa 103a [ *C] kanarmuduosus ot 3apasu godposommy 41,5%,

7,0%, u 3,2% oT npueraTa paJuoaKTUBHA 1032 CE OTKPUBAT B U3MPAXKHEHUATA CHOTBETHO KATO
KaHarTH(I031H, XUIPOKCHITUpaH MeTabonuT U O-ToKypoHu] MeTabonuT. EHTepoxenarannaTa
MUPKYJIaus Ha KaHATTIU(IIO3WH € He3HAYNTETHA.

[pubmuzurtenno 33% ot npueTara panoakTUBHA JI03a CE EKCKPETUPa B YpUHATA, IPETUMHO KaTo
O-rmokyponn Metabonutu (30,5%). I[To-manko ot 1% ot mo3aTa ce eKCKpeTupa B ypHHaTa KaTo
HenpoMeHeH KaHarmugno3ud. bropeunuar knupbsHC Ha 1031 oT 100 mg u 300 mg kanarnmudao3uH
Bapupa ot 1,30 ml/min go 1,55 ml/min.

Kanarnudmnosus e BemecTBo ¢ HUCHK KIMPBHC, ChC CPEICH CUCTEMEH KIMPBHC MPHOIN3UTETHO
192 ml/min npu 3apaBu JOOPOBOIIIH €€ HHTPABEHO3HO MPUIIOKEHHE.
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CrenuaiHy nonyJIanuu

Bvbpeuno yepexcoane

OTKpUTO NpOyYBaHEe C TPUJIaTaHe Ha eIUHUYHA /1032 OICHABA (JapMaKOKWHETHKATa Ha
kaHarimudiao3uH 200 mg Mpu MaUeHTH ¢ pa3nyHa CTereH Ha ObOpeYHO yBpekaaHe
(xmacuduuupanu no CrCl no ¢popmynata Ha Cockroft-Gault) B cpaBHeHme cbe 3apaBu Jooposonuu. B
NPOYYBaHETO Ca BKIIOUEHH § MalueHTH ¢ HopMasiHa 060peuna ¢pynkuus (CrCl > 80 ml/min),

8 manmentu ¢ nexo 660peuHo yBpexkaane (CrCl 50 ml/min go < 80 ml/min), 8 marueHTH ¢ yMepeHO
060peuno yBpexaane (CrCl 30 ml/min go < 50 ml/min), 8 manueHTH ¢ TEXKO OBLOPEYHO YBpEKIaHE
(CrCl < 30 ml/min), xakro u 8 manuentu ¢ THH Ha xemonnanmza.

HaGmronaBa ce ymepeHo noeuineHue Ha Co,, Ha KaHarmu(II03uH ¢be CboTBETHO 13%, 29% u

29% mipu MAIMEeHTH C JIEKO, YMEPEHO U TeKKO OBOPEUHO YBpEKIaHe, HO HE U MPH MAIUeHTH Ha
xeMmouanu3a. B cpaBHeHue ¢be 37paBu 100poroiy miazmeHara AUC Ha kaHarmudiio3ux ce
MOBHINABa ¢ MpUOIU3uTeNHO 17%, 63% 1 50% npu ManueHTH ¢ JIGKO, YMEPEHO U TEKKO ObOpEeYHO
yYBpeXkIaHe, HO ocTaBa cxojaHa npu nanuenty ¢ ThH u 3apaBu xopa.

Kanaringuosus ce oTcTpaHsiBa HE3HAYUTEITHO YPe3 XeMOANAIIH3A.

YepnoopobHo vepesrcoane

B cpaBHeHue ¢ xopa ¢ HopMaliHa YepHOjpoOHa (DYHKIIMS CPETHUTE TEOMETPUYHU CHOTHOIIICHHUS Ha
Ciax 1 AUC,, Ha xaHarmm¢no3ud ca chotBeTHO 107% 1 110% 1npu manueHTH ¢ Jieko Y4epHOAPOOHO
yBpexaane (ki1ac A o Child-Pugh) u crotBeTHO 96% 1 111% Npu manueHTH ¢ yMepeHo
yepHOAPoOHO yBpexaane (knac B mo Child-Pugh) cnen npuem Ha equanyHa 103a ot 300 mg
KaHarIM(I031H.

Te3u pa3nuKu He ce CMSATAT 3a KITWHUYHO 3HAYUMH. HsiMa KITMHUYEH OTHT MPH MAIUSHTH C TeXKa
yepHoaApoOHa HenoctaThuHOCT (kiac C mo Child-Pugh).

Cmapuecka év3pacm (= 65 2oounu)
B®3 ocHOBa Ha momynanoHeH papMaKOKHHETHYCH aHATIM3 Bh3pacTTa He OKa3Ba KIIMHUYHO 3HAYUM
edeKT BppXy (apMaKOKHHETHKATa Ha KaHarmu(no3uH (Bxk. Touku 4.2, 4.4 u 4.8).

Heouampuuna nonynayus

[epnaTpuano npoyusane daza 1 uzciensa GpapMakokuHeTHKATa U papMaKOIHMHAMUKATA HA
KaHarIM(II03MH MPH Jena 1 IOHOIIH Ha Bb3pacT > 10 go < 18 ronuHu cbe 3axapeH AuadeT Ty 2.
HabmonaBanure papMakOKHHETHYHU U (papMaKOAWHAMUYHNA OTTOBOPH CHOTBETCTBAT HA TE3H,
YCTaHOBEHH IPU BH3PACTHU YUACTHHIIH.

Hpyeu cneyuannu nonynayuu

dapmakoreHeTHKa

U neere Y Id-rmokyponrnn tpancdepazn UGT1A9 u UGT2B4 ca o6ekT Ha TeHeTHYCH
noauMopdu3bM. B cOopen aHanu3 Ha KMMHUYHY JaHHU ipu HocuTend Ha UGT1A9%1/*3 ca
HaOmronaBanu nosuiieHu croiHocTH Ha AUC Ha kanarimudiao3us ¢ 26% 1 npu HOCUTENU Ha
UGT2B4*2/*2 c 18%. He ce ouakBa Te3u yBeNUUYCHHUS HAa EKCIIO3UIMATA HA KaHATIM(IO3UH Ja Obaar
KIMHAYHO 3HaYuMH. EdexTsT npu xomozuroraure (UGT1A9*3/*3, yectora < 0,1%) € BeposTHO 110-
U3pa3eH, HO HE € POy4BaH.

IMonwT, pacoBata/eTHHYECKATa IPHUHAATIECHKHOCT WINM HHAECKCHT HA TEJIECHATa Maca HE OKa3BaT
KIIMHAYHO 3HAYUM €(eKT BbpXY (apMaKOKWHETHKATa HA KaHATTU(IIO3MH Bb3 OCHOBA Ha
NOITyJIAIIMOHEH (papMaKOKUHETHYICH aHAJIH3.

5.3 IlpeakJuHUYHU AAHHM 32 0€30MACHOCT
HeknmuHandHWTE MTaHHW HE TIOKa3BaT OCOOEH PUCK 3a XOpa Ha 0a3zaTa Ha KOHBEHIIMOHATHUATE

(i)apMaKOJIOI‘I/I‘-IHI/I IIpOy4YBaHUs 3a 663OHaCHOCT, TOKCUYHOCT IIpYU MHOT'OKPATHO IIpHUJIaraHe u
TCHOTOKCHUYHOCT.
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Kanarnudno3un He noka3pa epekTH BbpXy QepTHINTETA U PAHHOTO eMOPHUOHATHO Pa3BUTHE HA
TUTHXOBE MPH SKCIO3UIMH 10 19 MBTH EKCIO3UIUATA TPU MAKCHMAITHA MPEMOPHhUNTEIHA 1032 MPH
xopa (maximum recommended human dose, MRHD).

[Ipu npoyuBane 3a eMOpHOGETaTHOTO pa3BUTHE NPH ITHXOBE € HaOIr01aBaHo 3a0aBsHE B
ocu(uKayATa Ha METaTaAP3IHUTE KOCTH MPH CUCTEMHA €KCIO3ULHs 73 IbTH U 19 MbTH NO-BUCOKA
OT KJIMHUYHATa ekcrio3uus npu go3u ot 100 mg u 300 mg. He e u3BecTHO Aanu 3a6aBsiHETO Ha
ocu¢uKauaTa MOXKE J1a ce OTAaAe Ha epeKTuTe Ha KaHArIu(IO3UH BbPXY KajlKeBaTa XOMEOCTasa,
HaOJII01aBaHH NPU BB3PACTHU ILTbXOBE. 3a0aBsiHe HAa OCH(UKALMTA CHIIO € HAaOMI0JaBaHo MIPH
KOMOMHAIUATA OT KaHArM(IIO3UH U MET(HOPMHUH, KOETO € MO0-3HAYUMO, OTKOJIKOTO MPU MOHOTEPATIHS
¢ MeT(OPMHH IIPU SKCIIO3UIMH HA KaHATIU(IIO3UH 43 bTH U 12 IBTH MO-BUCOKU OT KJIMHUYHATA
excrio3uiys npu 1o3u ot 100 mg u 300 mg.

B npoyuBaHe 3a MpeHATATHOTO ¥ MOCTHATAITHOTO Pa3BUTHE MPH ILTHXOBE KAHATTU(IIO3MH, TPUIIaraH
HAa JKEHCKHTE IIBXOBE OT 6-U recTallioOHEH AeH A0 20-H JeH Ha JIaKTalus, € JOBEN 10 HaMaJIeHO TETJI0
Ha MBXKHUTE U )KEHCKUTE MaJIKU IPH TOKCUYHM J03M 3a Maiikara > 30 mg/kg THeBHO (€KCHO3ULINH

> 5,9 IbTH MO-BUCOKH OT eKCo3uIysTa Ha kKaHardiao3ud npu MRHD). TokcuuHocTTa 32 MaiikaTa
€ OrpaHU4YeHa 0 HAMAJICHO HAJaBaHEe Ha TEJIIECHOTO TErJIO.

[IpoyuBane npu My MITBX0BE, TPETUPAHU ¢ KaHATTU(IIO3WH OT JieH 1 1o nen 90 cien paxaaHeTo
HE MMO0Ka3Ba MMOBUIIICHA YyBCTBUTEITHOCT B CpaBHEHHE C e(heKTUTE, HAOIIOAaBaHU IIPH BH3PACTHH
IUTbXOBeE. Bbhrpeku ToBa, e 3abens3ana quaaTtanus Ha ObOPEeYHOTO JIereH4e C HUBO, IIPH KOUTO HE Ce
HaOmonaBaT Hexenanu edext (No Observed Effect Level, NOEL), npu ekcrniozuniuu 2,4 mbTH U
0,6 mbTH KIMHUYHATA €KCIIO3UINA, ChOTBETHO Ipu A03u oT 100 mg u 300 mg, 1 He HAITBIHO
o0paTMa B paMKUTE Ha MPUOIM3UTEIHO €IUH MECELl Bb3CTaHOBUTENEH Mepuo. Thi KaTo
(yHKIHMOHATHOTO Ch3psABaHEe HAa OBOpennTe MpY IIBX0BE NPOIBIDKaBa 10 6-CEIMUYHA Bb3PacT,
TpalfHUTE pEHATHN HAXOJIKU TPH MJIaJ1 IUThXOBE HAH-BEPOSTHO C€ IBJDKAT Ha HaMaJieHaTa
CIOCOOHOCT Ha pa3BUBAIIUTE ce OBOpPEIM Ha ITHXOBETE Ja CE CIPABAT C YBEIMUCHHS 00eM Ha
ypuHaTa, CBbp3aH ¢ KaHarau(Io3uH.

Kanarnudnosux He yBenryaBa 4yecToTaTa Ha TyMOPH TP MUIIKY OT JIBaTa Moja B ABYTOJUIIHO
npoyusane npu go3u 10, 30 u 100 mg/kg. Haii-Bucokara no3a ot 100 mg/kg npeacrasmusisa 1o

14 meTH kmuHMYHATA 1032 oT 300 mg, Bb3 ocHoBa Ha AUC excniozunusra. Kanarnudno3un
yBeIMYaBa 4eCTOTaTa Ha TECTUKYJIAPHH KIEThUHH TyMOpH Ha Leydig mpu MBXKKH TUTEXOBE MIPH
Bcuuky npoyusanu no3u (10, 30 u 100 mg/kg); naii-nuckara no3a ot 10 mg/kg e npubnuzurenHo
1,5 obT knuauyHata go3a oT 300 mg Bb3 ocHoBa Ha AUC ekcniosunusta. [lo-Bucokure 1o3u
kanarimudiaosud (100 mg/kg) npu MBXKH U )KEHCKH TUTbXOBE MTOBUIIIABAT YECTOTATA Ha
(heoxpomMonuToMu U Ob0peuHH TyOyIHU TyMOpH. B3 ocHoBa Ha AUC ekcniosunusata, NOEL ot
30 mg/kg/nen 3a peoxpomMouuTOoMH U OBOPEUHH TYOYIHU TYMOPH € MPUOTU3UTETHO 4,5 MBTH
eKCITO3UIMATA MTPH JHEeBHA KIMHUYHA 1032 oT 300 mg. B3 ocHOBa Ha MPEIKIMHUYHY U KITMHUYHU
MEXaHUCTHUYHU NPOYUYBaHHUs, KIETHYHHTE TyMOpH Ha Leydig, O0peunuTe TyOyITHH TYyMOPH H
(heoXpOMOLIMTOMUTE CE CYUTAT 3a CHeUU(PUIHH 3a IUIbXoBeTe. brOpeunuTe TyOyIHU TyMOpH H
(heoXpoOMOIIMTOMUTE NP IIHXOBE, IPUUMHEHU OT KaHATTU(IO3HMH, Hal-BEPOSATHO CE ABJDKAT Ha
MarabcopOLKs Ha BBIVICXUAPATH BeieacTBue Ha nHTecTrHANHA SGLT 1 nHXuOUTOpHA aKTUBHOCT B
yepBaTa Ha IUTbXOBETE; NPOBEACHUTE MEXaHUCTUYHU KIMHUYHH [IPOYUBAHUS HE IOKA3BaT
MasiabcopOuus Ha BBITIEXUAPATH MIPU XOpaTa IpU NPHEM Ha 031 KaHarJIM(IIO3UH J0 Ba IIbTH I10-
BHCOKH OT MaKCHMallHaTa PENophUnTENIHA KITMHUYHA 103a. KneTsunute Tymopu Ha Leydig ce
acoLMUpAT C MOBUIIIABAHETO Ha JiyTenHu3upamus xopmoH (LH), koeTo e u3BecTeH MeXaHU3bM 3a
oOpasyBaHe Ha KJeTb4HU TymMopHu Ha Leydig nmpu ursxose. 1o Bpeme Ha 12-ceqMuyHO poy4uBaHe
HecTuMyHpanusaT LH He ce e MOBUIIIIT PH MAIMEHTH OT MBXKKH TI0J1, IEKYBaHH C KaHATIU(IIO3UH.
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6. DOAPMAIIEBTUNYHHU JAHHU
6.1 Choucbk Ha NIOMOIIHHUTE BElIECTBA

H)_IDO Ha TabJeTKaTa

JlakTo3a, 6e3BomHA
MukpokpurcTallHa IeTy103a
XUIpOKCHTIPOTHIIIIENTYII03a
Kpockapmenosa Harpuit
Maruesues creapat

DriIMoBO DOKPUTHE

Invokana 100 mg dunMupanu TabieTkn
TToMMBUHUIOB aNKOXOJI

TuranoB nuokcun (E171)

Makxkporon 3350

Tank

Keneszen oxcun, xbat (E172)

Invokana 300 mg dunMupanu TabieTkn
IToauBUHUIIOB aJTKOXOJI

TuranoB nuokcuz (E171)

Makxkporon 3350

Tank

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

2 TOIUHU

6.4 Crhenuananm yca10BHs HAa CbXpaHeHHe

To3u IeKkapCTBEH MPOAYKT HE U3UCKBA CIENUAIIHU YCIOBUS Ha ChbXpPaHEHHUE.
6.5 Bwuau chabp:kaHue HA ONAKOBKATA

Homueuannxnopun/anymunues (PVC/Al) nepdopupan enHo1030B OnrcTep
OmnaxoBku ot 10x 1,30x 1,90 x 1 1 100 x 1 punmupanu TabieTku

He Bcuuku BuIOBE ONaKOBKH MOrat Aa ObAaT IMyCHATH B Mpoaaxoa.
6.6 CrnenuajaHu nNpeana3Hu MepKHU NP U3XBbPJIsiHE

Hsama cricnyaiHi U3MCKBAaHMAA.

7. NNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

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

Invokana 100 mg dunMupanu TabieTku
EU/1/13/884/001 (10 Tabnetkm)
EU/1/13/884/002 (30 TabaeTKH)
EU/1/13/884/003 (90 TabneTkm)
EU/1/13/884/004 (100 TabneTkm)

Invokana 300 mg dbunMupanu TabIeTKH
EU/1/13/884/005 (10 Tabnetkwu)
EU/1/13/884/006 (30 TabmeTkn)
EU/1/13/884/007 (90 TabmeTkn)
EU/1/13/884/008 (100 TabneTkmn)

9. JATA HA T'BbPBO PA3PEINIABAHE/IIOJJHOBSABAHE HA PA3PEIIEHUETO 3A
YIIOTPEBA

Jata Ha mepBO paszpemaBane: 15 noemspu 2013 1.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

ITonpoOHa uHOpMaLKs 3a TO3M JICKApCTBEH MPOAYKT € NMPEI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHIus 10 JieKapcTBaTa http://www.ema.europa.eu.
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HNPUJIOKEHHUE I1

MPOU3BOJUTE.], OTTOBOPEH 3A OCBOBOKJABAHE HA
MAPTUIN

YCJIOBUA NJIK OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIOBUSA N UBNCKBAHUSA HA PASPEHIEHUETO 3A
YIHOTPEBA

YCJIIOBUA NJIN OTPAHUYEHNS 3A BE3OITACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHMUSA ITPOAYKT
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A. TIPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTU/U

HMe u aapec Ha IPOM3BOAMTENSA, OTTOBOPEH 3a 0CBOOOIK/IaBaHe Ha MAPTHIUTE

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

b. YCJI0OBHMA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUST MIPOAYKT C€ OTIIyCKa I10 JIEKAPCKO IpeANUCaHuUE.

B. JAPYI'M YCJIOBUSA U U3BNCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IleproanyHu AKTYAJIN3MPAHH JOKJIAIH 32 0€30I1aCHOCT

[IpurexaTensT Ha pa3pelIeHUETo 3a yroTpeda TpsOBa 1a moAae MbPBUS MEPHOANYCH aKTyaTU3UpaH
JIOKJIaj 3a 0€30MacHOCT 3a TO3HM MPOIYKT B CPOK OT 6 Mecela Clie/l pa3peliaBaHeTo 3a yrnorpeoa.
BrnocnencTre npuTekatessT Ha pa3pelieHne 3a ynorpeda TpsoBa a nojgasa NepuoJuuHI
aKTyaJIM3UPaHH JOKIAAN 32 O€30IIacCHOCT 3a TO3U NMPOAYKT ChITIACHO M3UCKBAHUATA, IOCOYCHU B
cnmcbka ¢ pedepentaute natu Ha EBpomnetickus cpio3 (EURD cniuckk), mpensunaex B wi. 1078, an. 7
ot dupekrusa 2001/83/EO u myOnukyBaH Ha eBpOIEHCKUs yeOmopTal 3a JIeKapCTBa.

r. YCJI0BUA NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTHBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITPOAYKT

ILnan 3a ynpagJjienue Ha pucka (IIYP)

[IPY tpsiOBa 1a M3BBPILIBA U3UCKBAHUTE ACHHOCTH U IEHCTBUS, CBBP3aHHU C MPOCIeIsBaHe Ha
JieKapcTBeHaTa 0e30MacHOCT, mocoueHu B ogoopenust [IYP, npencrasen B Moy 1.8.2 Ha
paspelieHueTo 3a ynorpeda, KakTo ¥ Py BCUYKH CIIEBAIIM ChIIacyBaHU akTyanu3anuu Ha [TYP.

Axryanusupas [IYP Tps0Ba na ce mogaga:

. II0 MCKaHe Ha EBpornelickara areHIus 1o JeKapcTBaTa;

. BUHAry, KOraTo ce U3MEHs cUcTeMara 3a yIpaBJIeHHE Ha pUCKa, OCOOEHO B pe3yiTaT Ha
MoJjiyyaBaHe Ha HOBa MH(GOPMAIIHS, KOSTO MOXKE Ja JOBE/IE 10 3HAYUMH MPOMEHHU B
CHOTHOILIEHUETO OJI3a/PUCK, WK CIIE/ JOCTUTAaHE Ha Ba)KeH eTall (BbB BPb3Ka ¢
HpocieisBaHe Ha JIEKapCTBEHaTa 0€30IMacHOCT WM CBEX/IaHE Ha PUCKA 10 MUHUMYM).
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HNPUJIOKEHHE I11

JAHHU BBbPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA A CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

‘ 1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Invokana 100 mg dunmupanu TabaeTku
Invokana 300 mg ¢unmupanu TabneTKu
KaHarTu(I03uH

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika ¢pumupana tabieTka ChIbpika KaHarTU(IIO3UH XeMUXUApaT, chotBercTan] Ha 100 mg
KaHarM(JI031H.
Besika ¢punmupana tabaeTka chabpika KaHarTu(IIO3HH XeMUXuapar, cborBercTan] Ha 300 mg
KaHarmu(II031H.

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

Cpabppixa JaKTo3a.
ITpenn ynotpeba mpoyereTe JIMCTOBKATA.

‘ 4. JIJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

dunmMupana TadaeTKa

10 x 1 punmupanu TabneTKu
30 x 1 punmupanu TabIeTKH
90 x 1 puamMupanu TabNeTKH
100 x 1 dhunMupanu TabJICTKH

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJ/IAHE

ITpenn ynotpeba mpoyereTe JIMCTOBKATA.
Ilepopanno mpunoxxeHue

6. CIHIEHUAJIHO TPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHABA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA TELIA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEHUAJIHUA HPEAYIIPEXKXIEHUS, AKO E HEOBXOJINUMO

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

T'onen no:
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9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITAZHA MEPKWU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISA 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 TabmeTkn)
EU/1/13/884/002 (100 mg - 30 TabieTKm)
EU/1/13/884/003 (100 mg - 90 TabmeTkm)
EU/1/13/884/004 (100 mg - 100 TabneTkw)
EU/1/13/884/005 (300 mg - 10 TabneTkm)
EU/1/13/884/006 (300 mg - 30 TabneTKm)
EU/1/13/884/007 (300 mg - 90 TabneTKm)
EU/1/13/884/008 (300 mg - 100 TabneTkn)

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAMJIOBA A3BBYKA

invokana 100 mg
invokana 300 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJ ¢ BKJIIOYEH YHUKAIECH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH WIEHTUOPUKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
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SN:
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

‘ 1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Invokana 100 mg Tabnerku
Invokana 300 mg Tabnetku
KaHarTu(I03uH

‘ 2. NME HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

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

EXP

4. IHAPTUJAEH HOMEP

Lot

|5.  JIPYIO
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b. IUCTOBKA
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JIncroBka: nH(popMaLUs 32 MAHEHTA

Invokana 100 mg ¢puamupanu TadjaeTKu
Invokana 300 mg ¢puamupanu TadjaeTKu
kaHariudaosuH (canagliflozin)

vTo31/1 JIEKapCTBEH MPOAYKT MOJIEKH Ha JOMBJIHUTEIHO HabroieHne. Tosa e no3sonu 6bp30To
yCTaHOBSIBaHE HA HOBa MH(OPMAaLUs OTHOCHO Oe30macHocTTa. MosKeTe 1a AafieTe CBOsS IPHUHOC KaTo
CHOOLINTE BCSIKA HEXXENaHa Peakiys, KOATO CTe NOIy4WiIn. 3a HAYMHA Ha ChOOIIaBaHe HA HEXEJaH!
pEaxIiy BIDKTE Kpas Ha TouKa 4.

IIpouyeTeTe BHUMATEIHO LSLVIATA JIUCTOBKA, IPeIM 1A 3aM0YHeTe /1a IPUeMaTe TOBA JIeKaAPCTBO,

Thil KaTo T4 ChABbPKa BaxHa 3a Bac undgopmanus.

- 3amazere Ta3u TUCTOBKa. MoJKe /1a ce HaJO0XH JIa sl MPOYETEeTe OTHOBO.

- AKO UMaTe HIKaKBH JIOTBIHUTEIHH BBIIPOCH, TTornuTaiTe Bamus siekap, papmaneBt wim
MEIMIIMHCKA CECTpa.

- Toga nekapcTBO € npeanucaHo Ju4Ho Ha Bac. He ro npeorcThnBaiiTe Ha Apyru xopa. To Moxe
Jla IM HaBpeIlv, He3aBUCHMO Y€ TIPU3HAIIMTE HA TAXHOTO 3a00JsBaHe ca ChIUTE Kato Bammre.

- AKO MOJTy4yuTe HIKaKBU HEXXEJAHU JICKapCTBEHU peaKiuy, yBegomere Bamus nekap,
(hapmalleBT WM MEAMIIMHCKA cecTpa. ToBa BKIIIOUBA U BCHUKH Bh3MOXKHU HEXKEJIaHHU PEAKIIHH,
HEOMNMUCaHU B Ta3U JIUCTOBKA. Bikre Touka 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kako npencrapnsiBa Invokana u 3a KakBO ce U3I03Ba
Kakso Tps6Ba na 3naere, npeau na npuemere Invokana

Kak na nmpuemare Invokana

Bb3MOoXHHN HEXelTaH! peakiuu

Kak na cexpansBare Invokana

ChbabppaHye Ha ONIAKOBKATa M JOIBIIHUTENIHA HH(POPMALIUS

AU S e

1. Kakso npeacrabisia Invokana u 3a kKakBo ce u310J13Ba

Invokana cbbprka aKTHBHOTO BEIIECTBO KaHAIM(IIO3UH, KOSTO IPUHAJICKH KbM IpyIIa JEKapCTBa,
KOWTO MMOHMW)KaBaT KpbBHATA 3axap.

JlexapcTBaTta, KOUTO MIOHM)KABAT KPbBHATA 3aXap ce M3II0JI3BaT 3a JICUCHNE Ha 3aXapeH auader Tul 2
IpU BB3PACTHHU.

ToBa nekapcTBO I€CTBA, KaTO MOBUINIABA OTACIIIHETO HA 3axap OT opranu3Ma Bu upe3 ypunara. [1o
TO31 HAYMH CC HaMaJIsiIBa KOJIMUCCTBOTO 3axap B KPbBTaA Bu.

Invokana Moxxe J1a ce M3M0I3Ba CAMOCTOSTETHO MIIM B KOMOMHALIUS € IpyTH JEKapcTBa 3a JICUCHUE Ha
nuabet i 2 (KaTo HarpuMep MeTHOPMUH, HHCYJIHH, HHXHOUTOD Ha JUIENTHIIII IenTria3a-4
(DPP-4) [kaTo HampuMep CUTATJIMITHH, CAKCATIMIITHH WIN JIMHATIIMOTHH |, CyA(QaHnIypeiiHo
NPOU3BOJHO [KAaTO HANpUMEp IMTUMETIMPU WK TIUNU3KI] UK MMOTJINTa30H). Bue Moske Beue na
npueMare eJTHO WU [ToBeUe OT Te3H JICKapCcTBa 3a JieueHue Ha Bamwmst quader Tar 2.

Baxno e Ja IPpOABJDKUTE Aa CJIICABATC CbBETUTC Ha Bamms JICKAp Wjinu MCAUIMUHCKA CECTpAa OTHOCHO
JUeTaTra u q)HSI/I‘IeCKaTa CH aKTHBHOCT.

Kakso npencraBisiBa 3axapen auader Tam 2?

3axapen quadet Tal 2 ¢ 3a0o0msBaHe, MPH KOeTo BamusT opraHu3bM He IPOU3BEkKAA JOCTATHYHO
WHCYJIMH WU UHCYJINHBT, kouTo Bammsar OpraHuv3bM NPOU3BEKIA, HE (1)YHKHI/IOHI/Ipa JOCTAaThbYHO
no6Ope. ChI11o Taka € Bb3MOXKHO OpraHu3MbT By 1a mpousBesxkaa npekaieHo MHOTO 3axap. B pesynrat
Ha TOBA B KPBbBTa c€ HAaTPyIBa 3axap (Taroko3a). ToBa MoXe Ja JOBEAE A0 CEPUO3HH 3a00IBaHus,
KaTo ChbpJIeYHH 3a00isBaHus, ObOpeUHa HEMOCTATHYHOCT, CIICTIOTa U aMITy TAIlHsI.
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2. KaxBo TpsiOBa na 3naete, npeau aa npuemere Invokana

He npuemaiite Invokana
o aKo CTe aJepPruuHu KbM KaHArJIM(IIO3UH WIK KbM HSIKOSI OT OCTaHAJINTE ChCTaBKH Ha TOBA
JeKapcTBO (M30pOEHU B TOUKA 6).

Ipenynpe:xnenust 1 npeana3Hu MepKu
I'oBopete ¢ Bamms nekap, papMarieBT M MEJUIMHCKA CECTPa, MPEIH J1a IPHEMETE TOBA JICKapCTBO
¥l 110 BpeMe Ha JICYCHHETO:

o 3a TOBa KaKBO Jla HAIpaBHTe, 3a Jia Ce Mpe/a3uTe OT 00e3BOIHIBAHE

. aKo uMmare 3axapeH auaber tun 1 (opraHu3MbT By He npon3Bexkia HUKAaKbB HHCYJIVH).
Invokana He TpsOBa 1a ce U3I0JI3Ba 3a JICUCHUE Ha TOBA 3a00JIIBaHE.

o npu Obp3a 3aryda Ha Terno, raJeHe Wid NoBpbIlaHe, O0JKU B CTOMaxa, IPEeKOMEpPHa Kaxa,

YUYECTEHO U IBJIOOKO JHIIAaHE, IPOSBU Ha 00BPKAHOCT, HeOONYaliHa CHHIMBOCT WIM YMOpPa, IbX
ChC ClIaJIKa MUPU3Ma, CIIaJbK WIIM METAJICH BKYC B yCTaTa WM POMEHEHa MUpU3Ma Ha ypHUHATa
WY TIOTTa, CBBPXKETE ce He3abaBHO C JieKap WM Haii-Onmu3kaTa OonHMIa. Te3n cCUMIITOMH MOXKe
Jia ca MPU3HAK Ha ,,Jua0eTHa KeToaua03a” — pAAaKo, HO CEPHO3HO, TOHAKOIa
JKHBOTO3aCTPAILABAILO YCIOXKHEHUE, KOETO MOXKE J]a C€ pa3BUe MPU Xopa ¢ AUadeT mopaau
TIOBHUIIIEHA KOHIICHTPAIUs Ha ,,KETOHHH Tea” B ypHUHATa UM KPBBTA, KOETO CE YCTAaHOBSBA MPH
nabopaTtopHH U3cieaBaHus. PUCKBT 3a pa3BuTHe Ha nnabeTHa KeToalu03a MOXKeE Ja ce
MOBHUIIIN IPHU NPOIABIDKUTEIHO II1agyBaHe, IPEKOMEpPHa KOHCYMAIHsI Ha aJIKOXOJI,
JeXUIpaTays, BHE3amHo HaMaJsiBaHe Ha J03aTa Ha MHCYJIMHA WJIH MOBUIIEHA HYX/a OT
WHCYJIMH BCIICJICTBHE Ha TOJISIMA OTIepallys WM CEPHO3HO 3a00IIsIBaHe.

o aKo uMmare auabeTHa Keroanuno3a (yCIoKHEeHHE Ha uadeTa, XapaKTepU3Upallo ce ¢ BUCOKa

KpbBHa 3axap, Obp3a 3aryba Ha Terno, rajeHe wiu nospabinade). Invokana e tpsiOBa na ce

U3II0JI3BA 3a JICYEHHE Ha TOBA 3a00JIsIBaHe.

aKO MMaTe CEpUO3HM MPOOJIEMHU ¢ OBOPEIMTE WK CTE Ha AUaIM3a

aKO MMaTe CEpHUO3HU MPOOIIEMH C YEPHUS TPOO

aKo HSKOTa CTE MMAJIA CEPHO3HO CHP/ICYHO 3a00JIsIBAHE MITH aKO CTE MM HHCYIT

aKo MmpueMare JIeKapcTBa 3a MOHWKaBaHe Ha KPBBHOTO HaJsraHe (aHTUXUIIEPTCH3UBHU

JIeKapCTBa) MIIM HAKOTA CTE MMM HUCKO KPBHBHO HaJsiTaHe (XUIMOTOHMsT). JlombIiHUTEIHA

MH(pOpMaIH € IpeiocTaBeHa no-107y B ,,Jlpyru nekapctsa u Invokana“

o Ba)KHO € J1a TIpETJIekKAaTe X0AuaTa CH PEJOBHO U JIa c€ MPUAbPKATE KbM BCHUKU IPYTU ChbBETH
110 OTHOLICHUE HA TPIKaTa 3a XOuiaTa U aJeKBaTHaTa XUApaTaluus, JajeHu oT Bamms
MEIUIMHCKY crienuanuct. TpsOBa He3a0aBHO Ja yBeoMuTe Barmms siekap, ako 3a0enekure
NosIBaTa Ha PaHM WM MPOMSHA B I[BETA, MJIM aKO W3MUTBATE MOBUILICHA YYBCTBUTEIHOCT UM
Oonka B xonunata. Hskou npoydBanus coyat, 4e IpUEeMBbT HA KaHArTTU(IIO3UH MOXKE Ja
JIOTIPUHECE 33 PUCKA OT aMITyTalys Ha J0JIeH KpalHHK (PeIMMHO aMITyTal[iH Ha MPBCT).

AKo HsIKOE OT H30pOeHUTE MO-rope ce OTHacs 3a Bac (wiu He cTe curypHu), roBopeTe ¢ Bammst nexap,
(hapMarieBT WM MEJUIIMHCKA CEeCTpa, IPE/IH Ja IpUeMeTe TOBa JIEKapCTBO.

bnopeuyna pynknus
brOpeunara Bu Qynkius me 0b1e n3cneaBana upe3 KPbBEH TECT, IPEIH a 3all0YHETE U JOKATO
npuemare ToBa JeKapcTBo.

I'inroxo3a B ypunara
[Topanu HaunHa Ha AEHCTBUE HA TOBA JIEKAPCTBO, ypUHaTa Bu 111e moka3Ba M0JI0KUTENIEH pe3yTar 3a

3axap (TII0K03a), JOKATO TO IprueMare.

Jlena u roHOIIM
Invokana He ce npenopbuBa 3a Jiena ¥ FOHOIIH 1Mo 18 roauHu.
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Jpyru nexapcrBa u Invokana

Undopmupaiite Bamms gexkap nin ¢papManeBT, ako IpueMaTe, HAaCKOpO CTe MPHUEMaIi Wi €
BBH3MOXKHO J1a IpUeMeTe JpyTry JekapcTBa. ToBa ce Hajara, Tl KaTO TOBa JIEKAPCTBOMOXKE
ITOBJIMAC HA )leﬁCTBI/IeTO Ha Ipyru J€KapcCTBa. CT)IIIO TaKa HAKOM JICKapCTBa MOrar Jia IOBJIUAAT Ha
JICHCTBUETO HA TOBA JEKAPCTBO.

CrenuanHo yBeIoMeTe JIeKaps CH, aKO IPUEeMaTe HAKOE OT CIEAHUTE JIEKapCTBa:

. JPYTH aHTUINAOETHU CPEACTBA - HHCYJINH WU CYJI(QaHUITyPEHHO MPOU3BOIHO (KaTO
TIAMETTUPH]T WK TIUIMH3KUT) — Bammsr nexap Moxe a Hamaiu no3ata Bu, 3a 1a He ce moHmKU
TBBpPJIC MHOTO KpbBHaTa B 3axap (XUNOTIIMKEMUS)

. JIEeKapCTBa 3a MOHKaBaHE Ha KPHBHOTO HAJIATaHE (AHTUXUIICPTCH3UBHU CPEJICTBA),
BKJTFOUHTEITHO TUYPETUILIN (JICKAPCTBA, KOMTO CE M3IOJI3BAT 3a OTCTPAHSABAHE HA W3IUIITHATA
BOJIa B OpraHMU3Ma, TIO3HATH OIIIe KaTo 00e3BOIHSBAIIN Ta0JIETKH), Thil KATO TOBA JICKAPCTBO
MO>K€E ChLIO J]a MOHWKU Balleto KpbBHO HaJsITaHE Ype3 OTCTpaHsIBaHE HA U3JIUIIHATA BOJA B
opranu3Ma. Bp3MOKHHUTE TPU3HALN HA IPEKOMEPHA 3aryba Ha TEIHOCT OT OpraHu3Ma ca
OTHMCaHM MO-J0Y B ToUKa 4 ,,Bb3MOKHM HEXKEITaHU PEaKIINK .

o KBIT KaHTapHOH (OMIIKOBO JICKAPCTBO 32 JICUEHHE Ha JeTIpecusl)

o kapOamasenuH, GeHUTONH MU peHodapOuTa (JlekapcTBa 3a KOHTPOJI Ha ENHUJICTITUIHI
MIPUCTHITH )

o edaBUpeHII WM PUTOHABUD (JIeKapcTBa 3a JeueHne Ha XM B-undexumn)

o pudamnuyH (aHTHOHOTHK 3a JICYCHHE Ha TYOEepKyJ103a)

o XOJIECTHPaMHMH (JIEKapCTBO 3a HaMaJlsiBaHEe HUBATa Ha XOJIECTEPOIIa B KpbBTa). BmxTe Touka 3
,»Kak nma mpuemare Invokana .

o JUTOKCHH WJTH TUTUTOKCHH (JIEKapCTBa 3a JICUCHUE Ha ONPECIICHN ChPJICUHU 3a00IISIBaHNs).

Moske fa ce HaJIOKM U3MEpPBaHEe Ha HUBATa HA JUTOKCUH UM TUTUTOKCHH B KPBBTA, B CITy4al
ye ce npuemat ¢ Invokana.

. nmaburaTpas (JeKapCcTBO, Pa3pexkaalio KPhBTa, KOSTO HaMalsiBa pUcka oT 00Opa3yBaHe Ha
CBHCHpPELH.

BpeMenHocT U KbpMeHe

AKo cTe OpeMeHHa MM KbPMHUTE, CMSTATE, Y€ MOXKE Jja CTe OpeMeHHa WM TUTaHupaTe OpEMEHHOCT,
nochBeTBaiTe ce ¢ Bamms nexap i papmanieBT mpeau ynorpedaTta Wid 1o BpeMe Ha ynoTpedara Ha
ToBa JiekapcTBO. Invokana He TpsiOBa Ja ce mpuiara 1o Bpeme Ha OpemenHocT. [lockBeTBaliTe ce ¢
Bamms nekap 3a Hail-go0pHst HauMH 3a IpeycTaHOBsIBaHe pueMa Ha Invokana u KOHTpoJ Ha
KpbBHaTa Bu 3axap, BemgHara cien kaTo paszoepere, ye cte OpeMeHHa.

He u3non3Baiite ToBa JICKapCTBO, aKO KbPMUTC. ITocwBeTBaiiTe ce ¢ Bamms JICKAp Aajin aa ce
MPpCyCTAaHOBU JICUCHUCTO C TOBA JICKAPCTBO WJIU Aa CC IIPCYCTAHOBU KbPMCHCTO.

Ilodupane u padoTa ¢ MAIIUHU

Invokana He MOBMHsIBA WK TIOBJIHSABA MPEHEOPEIKUMO CIIOCOOHOCTTA 3a Mo UpaHe, KapaHe Ha KOJIEIo
1 paboTa ¢ MHCTPYMEHTH WX MalllvHu. MiMa naHHu o0ade 3a CBETOBBPTEK MM 3aMaliBaHe, KOUTO
MOTaT J1a TIOBJIUSAT Ha criocoOHocTTa BH 3a modupane, kapaHe Ha KoJeao Win padbora ¢
UHCTPYMEHTH WJIH MAITUHH.

[MpuemsbT Ha Invokana ¢ npyru nexapcTBa 3a JiedeHue Ha nuadeT, HapedeHH CyapanmTypeiHun
MIPOU3BOAHHU (KaTO TIIUMENUPHU U TIUMU3U), I C UHCYJUH MOXeE J]a YBEIHYU PUCKA OT
MIPEKOMEPHO OHMKaBaHe Ha KpbBHATA 3aXap (XUImoraukemMusi). CHMITOMHTE BKITIOYBAT 3aMBIIIIBaHE
Ha 3PEHUETO, U3TPHIIBAHE HA YCTHUTE, TPEIIEPCHE, U3IOTIBaHEe, OJICIHOCT, IPOMSIHA B HACTPOCHHUETO,
YYBCTBO Ha OE3MOKOWCTBO WK 00BbpKaHOCT. TOBa MOXKeE J1a MOBJIMsIC Ha criocoOHocTTa Bu na
modupare, 1a Kapare KoJeJo U J1a U3M0JI3BaTe HHCTPYMEHTH Wi Mamnan. MHpopmupaiite
He3abaBHO Bammwist nexap, ako nMate HIKaKBU MPHU3HAIA HA HUCKA KPhBHA 3aXap.

Invokana cbabpaka JiakTo3a

Axo Bammsr JICKap Bue Ka3BaJl, Y€ UMATC HCIIOHOCUMOCT KbM HAKOMU 3aXapH, CBBPIKETC CC C JICKaps
CH, IpE€aun Aa 3all0OYHECTC 1a MpUeMaTe ToBa JICKApPCTBO.
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3. Kak na npuemare Invokana

Bunaru npuemaiite ToBa JIEKapCTBO TOUHO KakTo Bu ¢ kazan BamusT nexap wiu papmareBt. Ao He
CTe CUTYPHH B HEIIO, MonuTaite Bamms nexap win dhapmanesT.

Kouako na npuemarte

. [Ipenopbunrennara HauanHa 1o3a Invokana e eqna tabnerka ot 100 mg nueBHo. Bammmst
JIeKap 1€ MpeLeHu Aanu Aa yBeanun Bamara noza Ha 300 mg.

. Bammusr nexap moxe na orpannuu no3ara Bu 1o 100 mg, ako umare npoGiem ¢ Ob0penure.

o BammsT nexap me npeanuiie noaxomara 3a Bac nosa.

IIpuem Ha TOBa JIeKaApPCTBO

° I'vnTaiiTe TabneTKaTa 151714, ¢ IMOJOBUH Yallla BoJa.

o Moske n1a mpueMarte TabyeTkara chbe win 0e3 xpaHna. Haii-no0pe e na npuemare tabieTkaTa
MIpeIu TbPBOTO XpaHEHE 3a JICHSI.

. Omnwuraiite ce 1a s npueMare o €AHO U ChINo BpeMe Ha JeHs. Tosa nie Bu noacema na 4
npuemMare.

. Axo Bamwsit nekap Bu e npennucan kaHarmuhio3uH 3a€JHO ChC CEKBECTPAHT HA KI'bUHUTE

KUCEJIMHH KaTO XOJIEeCTHPaMHH (JIeKapcTBa 3a MOHIKaBaHEe Ha X0JIecTepoia), TpsaoBa aa
npremMare KaHarmugIIo3uH Hai-Manko 1 yac npeau wim 4 10 6 yaca cliiesi npuemMa Ha
CEKBECTPAHTA Ha KJITbYHUTE KHCEIUHHU.

Bamusat nexap moxke 1a Bu npenmnuiire Invokana 3aeHo ¢ IpyT JeKapCTBEH MPOIYKT, MOHMKABAIIL
KpbBHara 3axap. He 3a0passiiTe qa npremare BCHUKH JIeKapCcTBa TOYHO KakTo Bu e kazan Bammsr
JIeKap, 3a a MOCTUTHETE Ha-I00puTe 3a 3APABETO CH PE3YJITATH.

JAuera n pusuvecku ycuaus

3a na koHTpONHpaTe Bamus nuader, Bue chio Taka TpsOBa J1a cria3BaTe ChBeTHTE Ha Bamms nekap,
(hapmalleBT WM MEIMIIMHCKA CECTpa OTHOCHO queTara v Gpusnueckute ynpaxHenus. [lo-crenuanHo,
aKo CIia3BaTe JUeTa 3a AMa0eTHIIM 32 KOHTPOJI Ha TETJIOTO, MPOIbJKABATe Aa s Cria3BaTe, JOKaTo
IIpUEMATE TOBA JIEKAPCTBO.

AKo cTe MmpueJiv moBevue oT HeOﬁXOI[HMaTa ao3a
Axo cte pueir nmoBeyYe OT HeO6XO,I[I/IMaTa A03a OT TOBa JICKAPCTBO, He3a0aBHO YBCAOMCTC Bamms

neKap.

AKo cTe mponycHaJ M 1a npueMeTte Invokana

. AKo cTe 3a0paBwiIu 1a IpUeMeTe /1032, HalpaBeTe T BelHATa [IIOM CH CITIOMHHTE. AKO o0ade
HaOIMkaBa BPEMETO 3a MMpUEMaHe Ha CIlieBallaTa /103a, He IprueMaiiTe mpomycHaTaTa.

. He B3emaiiTe nBoifHa 032 (IBE 103U B €IMH U CHIITH JICH), 32 J]a KOMIICHCUpATE MpoITycHaTaTa
J03a.

AKo cTe ciipesu npueMa Ha Invokana

AKo cripeTe prueMa Ha TOBa JIEKapCTBO, KpbBHATa By 3axap moxe na ce mosumu. He cnimpaiite
IpHeMa Ha JIEKapcTBOTO, Oe3 IIbPBO Jla TOBOPUTE C JIEKaps CH.

AKO UMaTe HSIKaKBHU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBA JIEKApCTBO, IONUTAlTe
Bamms nekap, ¢hapMarieBT WM MEUIIMHCKA CECTpa.

4. Bb3MOKHHU HexkeJIaHU peaknuu

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOKE 1a IPCAU3BUKA HCIKCIIAHU PCAKIINN, BBIIPCKH YC HEC
BCCKMU I'M I1IOJTy4aBa.
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Cupere npuema Ha Invokana n Bb3M0:KHO Hali-0bP30 OTHAETE HA JIEKap, aKO HMaTe HAKOSA OT
CJIC/THUTE CEPHO3HHU HEKeJAHU peaKIuu:

O0e3BoIHsABaHE (HeyecTH, MoOsKe 1a 3acerHat A0 1 Ha 100 gymm)

o npeKoMepHa 3aryda Ha TeuHocTH (00e3BoausaBane). Cpela ce Mo-4ecTo NpH Bb3pacTHH X0pa
(1a BB3pacT 75 U moBeye roAMHMU), Xopa ¢ ObOPEUHHU MPOOIEMH U XOpa, KOUTO IpUeMar
00e3BOTHSBAIIY TAOJIETKU (JUYPETHULIN).

BBb3MoxHY pHU3HAIM HA 00E3BOIHSBAHE Ca!

- yCelIaHe 3a CBETOBBPTEX U 3aMasHOCT

- 3ary0a Ha ch3HaHue (IPUMALBK), YyBCTBO Ha 3aMassHOCT HJIU C1a00CT MPH U3NPaBsSHE
- CHJIHA CyXOTa WJIU JICTIHEHE Ha yCTaTa, CHIIHA XKaxaa

- CHJIHA OTIAIHAJIOCT WIN yMOpa

- OTJeNsIHE Ha TBBPAC MAJIKO WJIM HUKaKBa ypuHa

- y4ecTeHa ChpJieyHa ACHHOCT.

He3abaBHo ce cBbpaKeTe C JIeKap WM HAH-0/1M3KaTa 00JHULA, AKO MOJYYUTE HIAKOS OT
CJIeTHUTE HEeKeJIAaHH PeaKInu:

JnadeTHa KeToanua03a (peaKku, Moske aa 3acertHar 10 1 na 1 000 xymu)

ToBa ca mpu3HaIuTe Ha AUabeTHA KeToanu03a (BHXKTe ChIo Touka 2 , [IpemynpexneHus u
npeAna3Hu MEpKu”):

MOBHILIEHU HHUBA Ha ,,KETOHHH TeJa” B ypuHATa WIH KpbBTa Bu

Obp3a 3ary0a Ha Terio

TaJicHC WK MMOBPHIIAHE

00JKH B cTOMaxa

NPEKOMEpHa Kax/1a

YYECTEHO U IBJIOOKO JHIIAHe

00BpKaHOCT

HeobWUaiiHa CHhHIIMBOCT WIIH yMOpa

ABX CbC ClIalka MUPU3MaA, CIIaIbK WM METAJICH BKYC B yCTaTa UJIN HeoOMuaiina MHpU3Ma Ha
YpHHAaTa Ui IO0TTAa.

ToBa moxe Ja Cc¢ CIIy4u, HE3aBUCUMO OT HUBOTO Ha KPbBHATA 3axap. Bammsar JICKap MOKE Ja peiin
BPEMCHHO MJIM OKOHYATCJIHO Ja CC CIIPE JICYHCHUCTO C Invokana.

HNndopmupaiite Bammus Jekap Bb3MOXKHO HAil-0bp30, B cirydail ye 3a0eiesKuTe HAKOA OT
CJIC/THATE HeKeJIAHM PeaKuuu:
XunorjJukemMusi (MHOr0 4eCTH, MO3Ke 1a 3acerHaT noseue ot 1 Ha 10 qymm)
. MOHM)KEHA KPbBHA 3aXap (XUIOTTUKEMHUS) — IPH [IPUEM Ha TOBA JICKAPCTBO C MHCYJIUH WM
CyA(aHUITypeiHO TPOU3BOAHO (KaTO IIIMMENUPHU MU TINIH3HUL).
Bb3MoxHM npU3HALY HA IOHMWKEHA KPbBHA 3aXap ca:
- 3aMbIUIABaHE HA 3PEHUETO
- W3TPBHIIBaHE HA YCTHUTE
- TpernepeHe, U3NoTsABaHe, 0JIeTHOCT
- NPOMSIHA B HACTPOCHHETO WIJIM YyBCTBO Ha OE3MOKOHCTBO MM 0OBPKAHOCT.

Bammsar JICKAp HIC BU KAXKE KaK Aa CC CIIPABUTC C IOHMKABAHCTO HAa KPbBHATA 3aXap U KaKBO 14
IMpaBUTC, aKO UMATC HAKOU OT I/136p06HI/IT€ IOo-rope Mnmpu3Hanu.

Jlpyru Hexke1aHU peaKIHuM:

MHoro 4yectu (Mo:ke 1a 3acerHat noseue ot 1 Ha 10 gymm)
- rbOMYHA UHGEKIIMSA Ha BIAraIHIIEeTo.

Yectn (Mo:ke 1a 3acernat a0 1 na 10 qymm)

o 00pUB WK 3auepBsBaHe HA MIEHUCA WK NpenyuyMa (rb0ndHa HHOEKIHS)
o WHQEKIHS Ha MUKOYHHUTE ITHTHINA
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o NPOMSIHA B YPUHUPAHETO (BKIIOUUTEIHO MO-YECTO YPUHUPAHE UK OTACISHE Ha MO-TOJISIMO
KOJIMYECTBO YpHHA OT 0OWYaliHO, CIIEIIHA HYXKJa OT YPUHUPAHE, KAKTO U HyXJa OT ypUHHUPAHE
npe3 HOIITA)

3arex

Kakaa

rajieHe

KPBBHHUTE U3CIIEIBAHUS MOTaT Ja MMOKaXxaT MPOMEHHU B HUBAaTa Ha Ma3HUHUTE (X0JECTEpOd) U
yBenu4YeH Opoii Ha YepBEHUTE KPBBHU KIETKH (XEMaTOKPUT).

HeuecTn (Moxe na 3acernar 10 1 Ha 100 qymm)

o 0o0OpHB WK 3aUepBsSBaHE Ha KOXKaTa — MOXe Jia ChbpOU U Jia BKIIOUBA TIOJYTHHH, ChJI3CHE HITH
MeXypH

o YpTHKApUs

o KPBBHUTE U3CIICBAHUS MOXKE JIa TIOKaXKaT MPOMEHH, CBbP3aHu ¢ ObOpeyHaTa QyHKIHs
(KpeaTHHUH WU ypes) WM HUBaTa Ha Kalus

o KPBBHUTE W3CIEIBAHUS MOTAT JIa MOKaKaT yBeJMUYEHHE Ha HUBOTO Ha (pocdar B KpbBTa

o KOCTHa (paxTypa

o 0BOpedHa HeAOCTaTHYHOCT (OCHOBHO B PE3YJITAT OT 3arybaTta Ha TBBPJE MHOI'O TEYHOCTH OT
Bamms opranussm)

o aMITyTalus Ha JoJIeH KpailHUK (IpeInMHO Ha IpBCT), 0co0eHo ako pu Bac uma BUCOK puck oT

CBpACYHO 3a00JI5IBaHE.

Penxu (Mo:xe na 3acernar A0 1 Ha 1 000 qymmn)
. TEXKa allepTUYHa peaknus (MOoXe J1a BKII0YBa [TOyBaHe Ha JINIIETO, YCTHUTE, yCcTaTa, e3UKa
WJIH TBPJIOTO, KOETO MOXeE J]a IOBEIe A0 3aTPYAHCHO TUIIaHEe WIIN TPETIbIaHe).

Chol0maBaHe Ha HesKeJIAHU pPeakuuu

AKO MONTyyHnTe HIKaKBU HEXXEJIaH!U JIEKApCTBEHN PEaKLuy, yBeaomere Bammus nekap ¢papmaneBT uiu
MCIOUIIMHCKA CECTpa. ToBa BK/II0UBa BCUYKH BH3MOKHH HEOIMMCAHHU B Ta3H JIMCTOBKA HEKEIaHU
peakiy. MoxkeTe ChIIOo a ChOOIIUTE HEXKENaHU PEeaKIMy JUPEKTHO Ype3 HAllMOHATHATA CUCTEMa 32
cpobuIaBane, mocoueHa B [lpunoskenue V. Kato cpol1aBate HexXeIaHU peakiuy, MOXKETe Ja JaJieTe
CBOS IPUHOC 3a [0JyYaBaHEe Ha IoBe4e HH(POpMaIsa OTHOCHO 0€30IacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate Invokana

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 3a JeTa.

He u3smnon3Baiite TOBa JIEKapCTBO CIIE]l CPOKa HA TOJHOCT, OTOEA3aH BhpXY ONUCTEepa U KapTOHEHATa
omakoBKka ch0oTBeTHO cien ,,EXP” u ,,['omen 10:”. CpokbsT Ha TOMHOCT OTrOBaps Ha MOCICTHUS JCH OT
IIOCOYCHUS MECEII.

Tora JICKApCTBO HC M3MCKBa CICIHUAIHN YCJIOBUA Ha ChbXPaHCHUC.

He usnom3paiite Invokana, ako 3a0enexure, 4e OMaKOBKATa € MOBPEIeHa HITH ITOKa3Ba MPU3HAIM Ha
danmuduupane.

He HSXB’BpJ'ISIfITe JICKapCTBATa B KaHAJIM3aluATa WU B KOHTeﬁHepa 3a JOMAalIHH OTIIadbIIN.
Ilonuraiite Bamms q)apMaL[CBT KakK 1a U3XBBPJIATE JICKAPCTBATa, KOUTO BEYC HC U3IIOJI3BATC. Te3n
MCPKH 1II€ CIIOMOIrHAaT 3a OIla3BaHC Ha OKOJIHATa cpcaa.

6. Cun)pma}me Ha OMAaKOBKAaTa U J0IIbJHUTEC/IHA I/IH(l)OpMaIlHH

Kakso cbabp:xa Invokana
o AKTUBHOTO BEIIIECTBO € KaHArTH(IO31H.
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- Bcska Tabnerka cpabpka 100 mg mnu 300 mg xaHarmngio3ut.

. Hpyrure cbcTaBku ca:
- AP0 Ha TabJeTKaTa: KPOCKapMeJi03a HaTPUil, XUIPOKCUIIPOITMIIIIETyI03a, O€3B0JHA
JIaKTO3a, MarHe3HeB cTeapaT ¥ MUKPOKPHUCTAIHA LIeJTyJI03a;
- ¢umoBo mokputue: Makporoi (3350), HOMMBUHUIOB ANKOXOJI, TAIK U THTAHOB AUOKCH]
(E171). Tabnetkure ot 100 mg chabpsKaT CHIIO U xKene3eH okcun, XbaT (E172).

Kak u3raexna Invokana u KakBo cbIbp:Ka 0IAKOBKATA

o Ounmupanute Tabnetku (tTadbnerkure) Invokana ot 100 mg ca xbaTH, ¢ popma Ha Karcyna, ¢
aeipkuHa 11 mm, mapkupanu cse ,,CFZ ot eqnara ctpana u ¢sc ,,100“ oT gpyrara.
o dunmupanute Tabnerku (Tabnerkure) Invokana or 300 mg ca 6enu, ¢ hopma Ha Karcya, ¢

IeokuHa 17 mm, Mapkupanu cbe ,,CFZ“ ot eqnata crpana u ¢ ,,300 ot mpyrara.

Invokana ce mpemnara 8 PVC/anymunuesu nepdopupanu egHo030BH onmctepu. [Ipeamarar ce
kapToHeHu onakoBky oT 10x 1,30 x 1,90 x 1 unu 100 x 1 Tabnerkw.

He Bcuukn BHUOOBC OITAKOBKHU MOraT aa 6T>,Z[aT IIyCHATH B npo;[a>K6a.

IpuTexaTes HA pa3pelleHUETO 32 yHOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpoussoaureJ
Janssen-Cilag SpA
Via C. Janssen
Borgo San Michele
04100 Latina
Uranus

3a nombJIHUTETHA HHPOPMAIIHS OTHOCHO TOBA JIEKaPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
NPENCTaBUTEN Ha TIPUTEKATENSI Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Mundipharma Comm VA UAB "JOHNSON & JOHNSON"
Blarenberglaan 3C Konstitucijos pr. 21C

B-2800 Mechelen LT-08130 Vilnius

Tél/Tel: +32 154511 80 Lithuania

Tel: +370 5 278 68 88

Bbbarapus Luxembourg/Luxemburg
TIL,,Mynaudapma meauxsa OO Mundipharma Comm VA
yi. ,,Kopab mnanuna“ Ne 8 Blarenberglaan 3C

oduc 1 B-2800 Mechelen

Codus 1407 Belgique/Belgien

Ten.: +359 2 962 13 56 Tél/Tel: +32 154511 80
Ceska republika Magyarorszag
Mundipharma GesmbH. Austria - organiza¢ni Janssen-Cilag Kft.

slozka CR Nagyenyed u. §-14
Karolinska 650/1 H-Budapest, 1123
CZ-186 00 Praha 8 — Karlin Tel.: +36 1 884 2858

Tel: +420 222 318 221
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Danmark
Mundipharma A/S
Frydenlundsvej 30
DK-2950 Vedbezk
TIf: +45 4517 48 00

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

Tel: +49 2137 955-955

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Lootsa 2

EE-11415 Tallinn

Tel: +372 617 7410

EALGdo

Janssen-Cilag ®oppokevtikr A.E.B.E.
Aewpopog Eiprvng 56

GR-151 21 ITevkn, ABnva

TnA: +30 210 80 90 000

Espaiia

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: 0 800 25 50 75 /433 1 5500 40 03

Hrvatska

Johnson & Johnson S.E. d.o.o.
Oreskovi¢eva 6h

10010 Zagreb

Tel: +385 1 6610 700

Ireland

Mundipharma Pharmaceuticals Limited
Millbank House, Arkle Road
Sandyford

IRL-Dublin 18

Tel: +353 1 2063800

Malta

AM MANGION LTD.

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

Tel: +356 2397 6000

Nederland

Mundipharma Pharmaceuticals B.V.
Leusderend 24

NL-3832 RC Leusden

Tel: +31 33 450 82 70

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

Osterreich

Mundipharma Gesellschaft m.b.H.
Apollogasse 16-18

A-1070 Wien

Tel: +43 1 523 2505 -0

Polska

Mundipharma Polska Sp. z o.0.
ul. Kochanowskiego 45a

PL —01-864 Warszawa

Tel.: +48 22 866 87 12

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 Roménia SRL
Str. Tipografilor nr. 11-15

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

Tel: +40 21 207 1800

Slovenija

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

Tel: +386 1 401 18 30



island Slovenska republika

Janssen-Cilag AB Mundipharma Ges.m.b.H.-o0.z.
c/o Vistor hf. Svitoplukova 28

Horgatini 2 SK-821 08 Bratislava

IS-210 Gardaber Tel: +421 2 6381 1611

Simi: +354 535 7000

Italia Suomi/Finland
Mundipharma Pharmaceuticals Srl Janssen-Cilag Oy

Via G. Serbelloni 4 Vaisalantie/Vaisalavigen 2
1-20122 Milano FI1-02130 Espoo/Esbo

Tel: +39 02 3182881 Puh/Tel: +358 207 531 300
Kvzpog Sverige

Mundipharma Pharmaceuticals Ltd Mundipharma AB

006£rhov 13, Bropnyovikn Teproyn Idaiiov MoIndalsvéigen 30B
CY-2540, Asvkoocia S-412 63 Goteborg

TnA: +357 22 815656 Tel: +46 31 773 75 30
Latvija United Kingdom

UAB "JOHNSON & JOHNSON" filiale Latvija  Napp Pharmaceuticals Limited,
Mikusalas iela 101 Cambridge Science Park,
Riga, LV-1004 Milton Road,

Tel: +371 678 93561 Cambridge, CB4 0AB

Tel: +44 1223 424444

JlaTa Ha nocjeaHo npepasrJe;xkaade Ha guctoBkara {Mecen I'TTT}.

JApyru u3rouHuinu Ha uHpopmanus
[TonpoGHa uHOpMaIKs 3a TOBA JICKAPCTBO € IpeJocTaBeHa Ha yeOcaiita Ha EBpornetickara areHIus
o JekapcrTeara: http://www.ema.europa.eu/.
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