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
Forxiga 5 mg ¢unmupanu tabnetku

Forxiga 10 mg ¢hunmupanu TadbaeTKu

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
Forxiga 5 mg ¢dwiMupanu TabJIeTKH

Besika TabeTka ChabpIKa JanaringIIo3HH IPOaHan0] MOHOXHIAPAT, EKBUBAIICHTEH Ha
5 mg nanarnudiosus (dapagliflozin).

Tlomowno seugecmeo c uzeecmmuo oeticmeaue:
Bcesika Tabnerka ot 5 mg chabpika 25 mg 6e3B0/IHA JTaKTO3A.

Forxiga 10 mg dunMupanu TablIeTKH
Bcesika Tabnerka chabpika Aanariaudio3nH IPOraHIuo MOHOXUAPAT, CKBUBAJICHTCH Ha
10 mg nanarnauduosun (dapagliflozin).

Tomowno geugecmao ¢ uzgecmuo oeticmsue:
Bcesika Tabnerka ot 10 mg chabpixa 50 mg 0e3Bo1HA JIaKTO3a.

3a IIBJIHMS CIIMCHK Ha IIOMOIIMHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
dunmMupana TabdaeTka (TabieTKa)
Forxiga 5 mg dunMupanu tablIeTKH

Kby, 7BOMHO M3MbKHAIN, KPBIIIH, PUIMHPAHU TaOJIETKH ¢ auameThbp 0,7 cm, ¢ TpaBUpaH HaIUC
»>  OT e[HaTa CTpaHa u ,,1427” ot gpyrata cTpaHa.

Forxiga 10 mg dhuaMupann TabIETKH

JKbntH, IBOHHO U3IIBKHAIH, OCMOBI'BIIHU (PUIMHUPAHU TaOJIETKH ChC CKOCEHU PHOOBE, C JHMAarOHAJIH
npubmmurento 1,1 u 0,8 cm u ¢ rpaBupan Haamuc ,,10” OT eqHATA CTpaHa, 1 ,,1428” oT apyrara
cTpaHa.

4. KJIMHUYHHU JAHHU
4.1 TepaneBTHYHHN NOKA3ZAHUS

Forxiga e moka3aH npu Bb3pacTHHU Ha M HaJl 18 TOAMHU ChC 3axapeH quadeT THIl 2 3a mogo0psiBaHe Ha
TIMKeMUYHHS KOHTPOJI KaTo:

MoHotepanus
Koraro camo ¢ queta u ¢pusndecka akTUBHOCT HE MOYKeE JIa CE MMOCTUTHE JOCTAaThuUeH MIMKeMHYCH

KOHTPOJI IIpU MallUCHTH, IIPHU KOUTO yHOTpe6aTa Ha MeT(l)OpMI/IH CC CMsTA 3a HCYMCCTHA IOpaan
HCIIOHOCHUMOCT.



JloGaBKka IIpr KOMOMHHpPAHa TEPAIINs

B xoMOuHanms ¢ Apyru IeKapcTBeHH MPOAYKTH, KOUTO ITOHIDKABAT TJIFOK03aTa B KPBHBTA,
BKJIFOUUTEIIHO U MHCYJIMH, KOTaTO TE, 3a€HO C AueTa U (PU3MUYeCKa aKTUBHOCT, HE OCUTYPSIBAT
aJICKBATCH TIIMKEMUYCH KOHTPOJ (BXK. TOUKH 4.4, 4.5 1 5.1 3a HaTMYIHUTE JaHHU 32 PA3THIHU
KOMOHHAITHN ).

4.2 I[osnponlca N HAYUMH HA NPUJIOKECHUE

gOBH[)OBKa

Monomepanus u 0obaska npu KomouUHUparna mepanus

[Ipenoppuntennara no3upoeka ¢ 10 mg ganarin@ao3uH BeIHBK JHEBHO KaTO MOHOTEpAIHs U
noOaBKa Ipu KOMOMHMpPaHa Tepamnusi ¢ APYTH JEKapCTBEHU MPOAYKTH, KOUTO ITOHMKABAT [JII0OK03aTa B
KPBBTA, BKIFOYUTEIIHO U HHCYJIMH. Korato ganarnmugio3uH ce n3noi3sa B KOMOWHAINS C WHCYJINH
WM CTUMYJIaTOp Ha MHCYJIUHOBATA CEKpPEIHs, KaTo CyI(QOHMITYPEeHHO POU3BOIHO, MOXKE Ja Ce
0OMUCIIH U3IO3BAHETO HA MO-HUCKA 7033 MHCYJIUH WM CTUMYJIAaTOp Ha MHCYJIMHOBATa CEKPELUs, 3a
Jla ce HaMaJId PUCKBT 32 Pa3BUTHE Ha XUIIOTIMKEMUS (BX. TOUkH 4.5 1 4.8).

Cneyuannu nonyiayuu

bvbpeuno yspeocoane

EdukacHoctTta Ha ganarmu@iio3uH 3aBUCcH OT ObOpeuHaTa QYHKIUS — IPU HAIIMEHTH C YMEPEHO
O0BOpedHO yBpeKaHEe € HaMalleHa, a IPH MAIUeHTH C TEKKO ObOPEYHO YBpEXKIaHE HAl-BEPOIATHO
nurncsa. He ce npenopruBa ynorpebdara Ha Forxiga npu nauueHTH ¢ yMEpeHo 10 TeKKO ObOpedHO
yBpexkaane (mamuenTu ¢ kpeatnHuHoB KiupbHC [CrCl] < 60 ml/min uimu u34ucieHa CKopocT Ha
riomepyHa puirpanus [eGFR] < 60 ml/min/1,73 m’, Bx. Toukn 4.4, 4.8, 5.1 u 5.2).

He ce MIperopbYBa KOPCKIHA Ha 03aTa IIPU MAlIUCHTH C 6L6pequ YBPCKAAHC B JICKA CTCIICH.

Yeprnoopobno yspedcoane

He e HEoOxommMa KOpeKIus Ha 103aTa MPH MAIMEeHTH C JIEKO W YMEPEHO YepHOAPOOHO yBpEXKIaHe.
[Ipu nanyeHTH ¢ TEXKO YepHOIPOOHO YBpPEKIaHE ce MPENophUBa HAYaIHA J103a OT 5 mg. AKO ce
MoHacs 100pe, 103aTa MoXke Aa ce moBuiH 10 10 mg (Bx. Touku 4.4 u 5.2).

Cmapuecka 6v3pacm (= 65 co0unu)

Karo 1510, He ce npenopbyuBa KOPEKIMs Ha J103aTa Bb3 OCHOBA Ha Bbh3pacTTa. brOpeunarta GyHKnus u
PHUCKBT 32 00eMHO U3uepnBaHe TpsiOBa 1a ce B3eMar npeasun (Bx. Toukd 4.4 u 5.2). [lopaau
OrpaHUYECHHS TEPAIeBTUUEH OIHT, IPH MALMEHTH Ha 75 ¥ MoBeYe FOAMHH, HE C€ IPENOphUBa
3al04BaHe Ha JIeYeHHE C JanaringIIo3uH.

Tleouampuuna nonyrayus
bezomacHocTTa M ehukacHoCTTa Ha Hanariaudao3uH npu aena Ha Be3pacT ot 0 1o < 18 roaunu Bee
ollle HE ca ycTaHOBEHHU. JIurcBaT JaHHU.

Hauwun Ha npuioxxenue
Forxiga Mo>xe a ce mpuemMa Ipe3 ycTara BeAHBK JHEBHO 110 BCAKO BpeMe Ha JeHs ChC WM 0e3 XpaHa.
TaOnerkute TpsiOBa 1a ce MOTTBIIAT LEH.

4.3 IIpoTuBomoKa3zaHusA

CBpPBXUIyBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO WJIM KbM HAKOE OT TOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CroenuajaHu npeaynpesxaeHust U NpeANa3sHl MEPKH IIPH ynoTpeda
0061

Forxiga He Tpsi0Ba aa ce W3M0N3Ba MPH MAIMEHTH ChC 3aXapeH AuadeT THIl | WK 3a JIeYeHUE Ha
IrabeTHa KeToanuao3a.



Ynorpeba npu manueHTy ¢ 6bOpedHo yBpeXaaHe

Eduxacnocrra Ha nanarnn¢o3uH 3aBUCH OT ObOpeuHaTa (YyHKIUS — IPH MALUEHTH C YMEPEHO
O0BOpedHO yBpeKaHEe € HaMalleHa, a IPH MAIUeHTH C TEKKO ObOPEYHO YBpEXKIaHE HAl-BEPOIATHO
nurcBa (Bx. Touka 4.2). [Ipu maieHT ¢ yMmepeHo 0b0pedHo yBpexaane (MalueHTH ¢

CrCl < 60 ml/min mmu eGFR < 60 ml/min/1,73 m®) m0-BHCOK HPOLEHT OT MALUEHTHUTE, JIEKYBAHH C
JanaraugIio3uH, ca NOJTyYHId HeXKeJIaH! PeakLny KaTo MOBHUIICHUE Ha KpeaTHHUHA, (ocdopa,
napatupouaaus xopMoH (PTH) u xurotonus, B cpaBHEHHE C MAIUCHTUTE, TTOJTydaBaly miamne6o. He
ce mpernopbyBa ynotpedara Ha Forxiga npu maueHTy ¢ yMepeHo A0 TEeXKO ObOpeuHO yBpeKaaHe
(manmentn ¢ CrCl < 60 ml/min umm eGFR < 60 ml/min/1,73 m®). Forxiga He e npoyusan npu
TALKMEHTH ¢ TeXKOo 0B6peuno yepexaane (CrCl < 30 ml/min nmn eGFR < 30 ml/min/1,73 m®) umm
TepMuHaiIHa 660peuna HegocrtaTbuHoCT (THH).

[IpenopbuBa ce MOHUTOpUpaHe Ha ObOpeyHaTa PyHKIHS, KAaKTO Cle/IBa:

. [Ipenu 3amouBaHe Ha JeUSHHUE C JANariIuQIIO3MH U IOHE BEJAHBK TOTUIIHO CJIE TOBa (BXK.
touku 4.2, 4.8, 5.1 u 5.2).

o [Ipenu 3amouBane Ha CHBMECTHO MPHIIOKEHHE C APYTH JIEKAPCTBEHU MPOAYKTH, KOUTO MOTaT Ja
noATucHaT ObOpeuHara GyHKUUS, U IEPHOANTHO CIIE]] TOBA.

. [Ipu 6B0peuna QyHKIMA, KIOHALIA KbM YMEPEHO OBOpPEYHO YBpexaaHe — oHe 2 10 4 MbTH

rogumHo. Ako 0p0peunata pyunkuusa nagse nmoq CrCl < 60 ml/min nim e
GFR < 60 ml/min/1,73 m?, neuennero ¢ qanarandIo3HH Tps6Ba 1a Gbae CIpSHO.

Yrnorpeba npy MaMeHTH ¢ YepHOAPOOHO YBpEIKIaHE

MMa orpaHWYeH ONMMT OT KJIMHUYHYU MPOYYBAHMS MTPH MAIUCHTH C YSPHOAPOOHO YBPEIKIAHE.
Excrnio3unusita Ha manariauguio3rH € MOBHUIIICHA P MAIIMEHTH ¢ TSKKO YePHOAPOOHO YBpeKIaHe (BK.
To4kHd 4.2 1 5.2).

Yoorpeba py MallMeHTH ¢ PUCK OT 00EMHO M3YEPIIBAHE, XUIIOTOHUS W/HWIH €JIEKTPOJIUTEH AUCOaIaHC
IMopanu MexaHu3Ma cH Ha JeUCTBHE, nanarmu(I031uH MOBUINABA JUype3aTa, CBbp3aHa ¢ yMEpEHO
MOHW)KaBaHe Ha KPBBHOTO HaJsIraHe (BX. Touka 5.1), KOETO MOXKe J1a ObJIe MO-ICHO U3PAa3CHO MPU
IAIUCHTU C MHOT'O BUCOKH KOHHCHTpaHI/II/I Ha I'JIIDKO3a B Kp'bBTa.

He ce npenoppuBa ymorpedara Ha qanariu}io3uH MIpy MaUeHTH, TpUeMaIii OpUMKOBU TNy PETHIIH
(Bk. Touka 4.5), KaKTO M IIPH MAIUCHTH C 00EMHO M34epIIBaHe, HAIPUMED MOpaJH OCTPO 3200 IsIBaHE
(xaTo cToManrHO-4peBHO 3a00IIsBaHE).

TpsOBa 1a ce BHUMAaBa MPH MAIUSHTH, TIPYU KOUTO MMOHMKABAaHETO HA apTEPUATTHOTO HAIIATaHE,
CBBP3aHO C JanariugIio3nH, MOXe Ja € PUCKOBO, KaTo MalUeHTH C U3BECTHO ChPJIEYHO-CHIOBO
3a00JIBaHe, MAMEHTH Ha aHTUXUIICPTCH3UBHA TepaInus ¢ aHaMHEe3a 32 XUITOTOHUS WM HallMeHTH B
cTapuecka Bb3pacT.

B cnyuan Ha uHTEpKypeHTHH 3a00IIIBaHUs, KOUTO MOTAT Ja JOBEAAT 0 00EMHO U3UepIIBaHe, IpH
MAIMCHTUTE Ha Janarii(iIo3uH ce IpernopbuBa BHUMATESIHO MOHUTOPHUPAHE Ha BBTPECHI0BHS 00eM
(Hamp. pU3MKAITHO U3CIIe/IBaHE, U3MEPBaHe HA ApTEPHATHOTO HaISTaHe, TabOpaTOPHU H3CIIeIBAHMS,
BKITFOUUTEITHO U Ha XEMAaTOKPHUTA) U eJICKTPOIIMTUTE. BpeMeHHO npeKkhCBaHe Ha JICUSHUETO C
Janariau@IIo3uH ce IpernophbyBa MPH MAIUSHTH, KOUTO Pa3BUAT 00EMHO U34YepIIBaHE, JOKATO
H3UEPIBaHETO ce€ KOpUTHpa (BK. Touka 4.8).

JuabeTHa KeToannaosa

Penxu ciydan Ha muabetHa ketoarumao3a (JJKA), BKIFOUNTEIIHO )KUBOTO3aCTpallaBallly ClIydau, ca
JOKJIaIBaHH B KJIMHUYHHU M3MUTBAHUA U B IOCT-MAPKETUHIOBHS NIEPUO TIPH NALMEHTH, JIEKYBaHU C
uaxubutopu Ha SGLT2, BkmounTenHo panarnugio3ud. B peauna coydan, cbCTOSHHETO € OHITO ©
aTHITNYHA W351Ba, CAMO C YMEPEHO MOBUIIIEHU CTOWHOCTH Ha TIII0KO3aTa B KPBBTa, 1moj 14 mmol/l
(250 mg/dl). He e u3BectHO nanu e nmo-pepositHo JIKA na ce pa3Bue npu no-BUCOKH J03H
JanaraugIIo3uH.

PuckbT OT 1MabeTHA KeToanu103a TPSOBa Ja ce MMa MPEIBH/ B ClIydail Ha 1osiBa Ha HeCTeuDUIHH
CUMIITOMH KaTo T'aJicHe, MOBPBIIaHEe, aHOPEKCHs, KOpeMHa 00JIKa, TPEKOMEPHA XKaxK/a, 3aTPYTHEHO
JUIIane, 00bpKaHOCT, HeoOMUaitHa yMopa Wi ChHIUBOCT. [Ipu mosiBata Ha T€3u CHMITOMU



MalMCHTUTC TpH6Ba Ja C€ U3CJI€aBaT 3a KEToanua03a H6336aBHO, HC3aBUCHUMO OT HUBOTO HA KPpbBHATa
TJIFOKO3a.

[Ipu manmenTn, npu kouto JIKA ce nmomo3upa wiv ¢ TMarHOCTULIMPAHA, JICICHUETO ¢ Aanarinio3uH
Tps0Ba J1a ce IPeyCTaHOBH HEe3a0aBHO.

Jleuenunerto Tpr6Ba Ja C€ MPEKBbCHE MPU MAIMUCHTH, KOUTO Ca XOCIIUTAJIM3UPAHU 3a I'OJIEMU
XUPYPruviHu mnpoucaypu uin nopaau oCTtpu CECpruoO3Hn 3a0onsgBanus. B ABarta Ciiy4das, JICHCHUCTO C
;[anarnn(bnoan MOXKE Ja CC BB300OHOBU CJI€ KaTO CbCTOAHHUECTO HA IIallMCHTa CC CTa6I/IJ'II/I31/Ipa.

Hpezm 3ali04BaHC HaA JICUCHHUC C ;[anarnn(bnosnﬂ, TpH6Ba Ja C€ B3€Mar 110J] BHUMaHUC TC3U (I)aKTI/I oT
dHAMHE34aTa Ha MalluCHTa, KOUTO MOTaT Aa AOBCAAT A0 MPEAUCIIO3NIHNA 3a KETOAUA034a.

[TanmenTHTe, Mpu KOUTO MMa MO-BUCOK PUCK 3a pa3BuTHe Ha JIKA, BKIIOYBAT MalMeHTH ¢ HUCHK
(yHKIIMOHAJIEH pe3epB Ha OeTa-KJICTKUTE (Hamp. MallUeHTH ¢ AuadeT THIT 2 ¢ HUCHK C-TIenTH I Wi
JIATCHTEH aBTOMMYHEH auadeT rpu Bb3pacHu (Latent autoimmune diabetes in adults, LADA), uiu
NalKMeHTH C aHaMHEe3a 32 MTAaHKPEaTHT), MALUEHTH ChC ChbCTOSHUS, BOJEIIHN 10 OTPaHUYEH IIPUEM Ha
XpaHa WIK TeXKKa IeXuApaTalys, NalUeHTH ¢ HaMalleHa 1032 Ha HHCYJIMHA U MAIMECHTH C TIOBUIIIEHA
HYX/1a OT MHCYJIMH HOPagy OCTPO MpOoTHYAaIa 00JecT, onepanus Wi 310ynorpeda ¢ aaxoxoin. Ipu
Te3u manueHT naxuouropure Ha SGLT2 TpsiOBa na ce npuiarar ¢ MOBUIIEHO BHUMaHHE.

He ce npenoppuBa 3anmouBaHe OTHOBO Ha JedeHue ¢ nHXxuOuTop Ha SGLT2 npu manueHTH ¢ aHaMHE3a
3a IKA no Bpeme Ha sneuenue ¢ uaxuoutop Ha SGLT2, ocBeH ako He ce uACHTH(UIMPA U OTCTPaHH
JIPYT HEABYCMHUCIICH OTKIIIOYBAII (haKkTop.

BezonacHoctTa 1 edukacHOCTTa Ha AanarauQIo3uH NPy MALUEHTH ¢ AUabeT TuMl 1 He ca yCTaHOBEHH
1 nanariaudIo3uH He TPsOBa Ja ce U3I0JI3Ba 3a JICUCHUE Ha MalMeHTH ¢ quadet tuml 1. OrpaHuueHu
JIAHHU OT KIIMHAYHH U3MUTBaHUs npesnonarar, ye JIKA ce nmosiBsiBa yecto, KOraTo maiieHTy ¢ Auader
tun 1 ce nexysar ¢ uaxuburopu Ha SGLT2.

Undexnyy Ha MUKOYHHTE TBTHIA

B c6open ananus 10 24 cenMuny choOLICHUATA 32 MH(PEKINU HA MMKOYHUTE IBTUILA Ca TI0-YECTU IPH
nexkyBanute ¢ 10 mg ganaraugao3uH NalueHTH, OTKOJIKOTO U MoJTydaBauTe mianedo (Bx.

Touka 4.8). [TuenoHeppuTHT € HEUECT U YecToTaTa My € CXO/JHA C Ta3! MPH KOHTPOJHHUTE MAI[EHTH.
Exckpernusra Ha TIII0K03a B ypUHATa MOXKE JIa € CBbp3aHa C TIOBUIIIEH PUCK 32 MHEKIINU Ha
NUKOYHUTE ITBTHLIA; €TO 3aI0 NPH JIeYeHHE Ha MUEeIOHe(PUT HIIH ypOCEIICHC TPsiOBa 1a ce 0OMHCIH
BPEMEHHOTO CIIUPaHe Ha MpHeMa Ha Aanaringao3uH.

Crapuecka Be3pact (> 65 roaunu )

[Ipu nauyeHTH B cTapyecka Bb3pacT ChILECTBYBA MIO-TOJIIMAa BEPOSTHOCT 3a HApyLICHUE Ha
O0BOpevHaTa (YHKIWS W/WIH Ja ca Ha JICYeHNEe C aHTUXUIIEPTEH3UBHU JICKAPCTBEHH MPOJYKTH, KOUTO
MOrar Jia IPUYMHAT MPOMEHHU B ObOpedyHaTa QyHKIMS KaTO HHXHOUTOPH Ha
aHTnoTeH3MH-KoHBepTupamus ea3uM (ACE-I) u aarnorensun ll-penenropaure 6nokepu (APB). 3a
MAIMEHTH B CTapyecka Bh3PacT BaXKaT CHIIUTE MPETMOPHKY 10 OTHOIICHHE Ha ObOpeuHaTa QyHKIuS,
KaKTO ¥ 32 OCTaHAJHUTE MaueHTy (Bx. Touku 4.2, 4.4,4.8 u 5.1).

B rpynata Ha Bb3pact > 65 roIuHH MO-TOJISIM MPOLEHT OT JISKYBaHUTE C Janariugio3uH, OTKOJIKOTO
NOoJTyYaBajid Tuane0o manueHTH, ca MMaJli HeXKEeNaH! PeaKiliu, CBbp3aHu ¢ ObOPEUHO YBpEKIaHE HITH
HenocTaThyHOCT. Hali-uecto choOmaBaHaTa HexXelaHa peakiys, CBbp3ana ¢ Ob0peynara QyHKIHs, €
MOBHUIIIABAHETO HA KOHIICHTPALMATA HAa KPEaTHHIHA B CEpyMa, KaTo IIOBEUETO CIIyyaH ca MPEXOJHH U
oOparumu (BX. Touka 4.8).

[Ipu manueHTHTE B CTapUecka Bh3pacT MOKE Jia ChIECTBYBA MO-TOJISIM PUCK 32 00EMHO U3YepIIBaHe,
KaKTO M MO-T0JIsIMa BEPOSITHOCT JIa ¢a Ha JICYCHUE C TUYpPETHIIH. [10-ToMsIM MPOLIEHT OT JICKYBAaHUTE C
Janariu@IIo3uH MalueHTH Ha Bh3PacT > 65 rouHM ca UMald He)KEIaH! PEaKIIUU, CBbP3aHu C
00eMHO n3ueprBane (BXK. Touka 4.8).



TepaneBTUUHUAT ONMUT NPH MALMEHTH HA BB3pacT Ha M Haj 75 roauHu € orpanudeH. He ce
IpenopbyBa 3aloyBaHe Ha JCYCHHE C Aanariugao3uH IpH Ta3u momynanus (Bx. Touku 4.2 u 5.2).

CobprieyHa HeIOCTATHYHOCT
Onutst npu nanuenty ¢ [-11 @K mo NYHA e orpannden, a npu nanuentu ¢ [1I-IV @K no NYHA
JIMIICBA ONHT OT KIMHUYHY W3MUTBAHUS HA Aanarin@io3uH.

Ynorpeba npu MalMeHTy, IeKYBaHH C MHOTIHUTa30H

Makap HaTMYUeTO Ha IPUYMHHO-CIICACTBEHA BPb3Ka MEX Iy yrnorpedaTa Ha qanaraugao3uH 1
Pa3BUTHETO Ha paK Ha MUKOYHHUA MEXYp Jia € MaJKo BeposATHO (Bxk. Touku 4.8 u 5.3), kaTo mpennaszHa
MsIpKa He ce MpernopbyuBa ynorpedara Ha ganarinu@iIo3uH MpH MallMEeHTH, KOUTO ca Ha ChITHTCTBAIIO
JIeYCHHE C MUOTTUTa30H. HanmuuHuTe 3a MUOrmuTa30H eNuIeMUOJIOTHYHH JAHHU TOBOPSAT 38 MAJIKO
MOBHUIIIaBaHE HA PUCKA 33 Pa3BHTHE HA paK HAa MMKOYHHUS MEXYp MPU MALMEHTH C JHadeT, ICKYBaHU C
MUOTJTUTA30H.

IloBuIlIeH XeMaTOKPUT
[Ipu nedenue ¢ nanarnudio3uH ce HaOJIOAaBa MOBUINIABAHE HA XeMaTOKpHTa (BXK. Touka 4.8); mopaau
TOBa CE€ MPENOPHUBA MOBUIICHO BHUMAHUE MPU NALUEHTH C Beue MOBUIIEH XEMaTOKPUT.

AMOyTanuy Ha JOJHYU KpaMHUIU

HabnromaBa ce yBennyaBaHe Ha CIlydanTe Ha aMITyTallus Ha JIOJICH KpaiHUK (TIPeTMMHO Ha MPBCT)
IpY IPOBEXKIAIIN CE ABITOCPOUHHU KIMHUYHH Npoy4BaHus ¢ Apyr naxuourop Ha SGLT. He e
W3BECTHO JIAJTU TOBA MPEJICTaBIsABa ePEeKT Ha Kilaca JIeKapcTBa. BaskHO e marMeHTHTe, KaKTO BCHYKH
NaIKeHTH ¢ 1uabeT, 1a ObAaT ChBETBAHU JIa ITOJIaraT PyTUHHU NPO(UIAKTUIHN TPHXKH 33 XOAMUIaTa
CH.

KOM6I/IHaHI/II/I KOUTO HE Ca IMPOYYBAHU
VYnorpebara Ha nanarnmudio3uH B KOMOWHAIINS ¢ aHATIO3H Ha ritokaroHonoqoouus nentun 1 (GLP-1)
HE € MPOy4YBaHa.

JIaGopaTopHU U3ciIeABaHNs HA VPUHA
IMopanu mexann3Ma Ha aeicTBue Ha Forxiga, yprHaTa Ha MPUEMAIUTE TO MAIUCHTH IIIE ©
MOJIOKUTEIHA 34 TIIF0KO03a.

JlakTo3a

Tabnerkute chabpxKaT OE3BOAHA JTaKTO3a. [1alMeHTH ¢ peAKH HACIEACTBEHH 3a00JIIBaHUS KaTo
HETMIOHOCHMOCT KbM raliakTo3a, Lapp-iakraseH Ie(UIHT WK [IIIOKO30-TaTaKTo3Ha ManabcopOus, He
TpsIOBa Ja MpHUEMaT TO3H JICKAPCTBEH MPOIYKT.

4.5 Bs3amMmopeiicTBHE ¢ IPYTH JeKaAPCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojeiicTBHe

(DaDMaKOI[I/IHaMI/I‘IHI/I B3aHMO):[eﬁCTBPIH

Q uypemuyu

Janarnudno3nH MoXe A3 yBeTHYH JUYPETHUHMS e(EKT Ha THA3HUIANTE U Ha OPUMKOBUTE TUYPETHIIH,
Y MOJKE J1a TIOBUILIM PUCKA OT ACXHUIpaTalys U XUIOTOHHA (BX. Touka 4.4).

Hucynun u cmumynamopu Ha UHCYIUHO8ANA CEKPEYUS

WHCYNMHDBT U CTUMYJIATOPUTE HA UHCYJIMHOBATA CEKPEIHs, KAKBUTO ca CyJI(POHMWITYpEHHUTE
NPOU3BOJHH, IPEIU3BUKBAT XUIOTINKeMusl. ETo 3a1m10, korato ce u3noi3BaT B KOMOMHALUS C
JanarnuguIo3uH, MOXe Ja € Heo0X0IuMa I0-HUCKA /1033 MHCYJIMH WIN CTUMYJIATOp Ha HHCYJIMHOBATa
CEeKpelHs, 3a 1a C€ HaMaJll pUCKa OT XUIMOTIIHKeMHus (Bx. Touku 4.2 u 4.8).

dapMakOKUHETUYHU B3aUMOJIEUCTBUS
Janarmudno3us ce MeTaboIM3upa IIIaBHO Ype3 TIIOKYPOHUPAHE, MEIUHPAHO OT
UDP-rmokyponosuinrpancdepasa 1A9 (UGT1A9).




B in vitro npoyuBanus ganariaudao3us auto uaxuOupa nuroxpom P450 (CYP) 1A2, CYP2AG,
CYP2B6, CYP2CS, CYP2C9, CYP2C19, CYP2D6, CYP3A4, auro nanyuupa CYP1A2, CYP2B6
wm CYP3A4. Eto 3a1110, He ce 04akBa JanariauQIo3rH Jia TOBIHsIBa METa0OIMTHHS KIHUPHHC Ha
€/THOBPEMECHHO NPUJIATaHu JICKAPCTBEHU MPOYKTH, KOUTO C€ META00JIM3UPAT OT TE3U CH3UMHU.

Edextu Ha pyru gexapcTBEHU MPOIYKTH BEPXY ANArauQIIo3uH

[IpoBeneHuUTE IIpH 3IpaBy JOOPOBOJIIIM POYYBAHMS 32 B3aMMOCHCTBUS — INIABHO MPH TU3alH C
€IHOKpaTeH MpHUeM, TIpeAroiarar, 4ye (hapMaKOKHHETHKATa Ha JqanariudIIo3uH He Ce MOBIHIBA OT
MeT(HOPMUH, THOTIINTA30H, CUTATIUIITHH, TITHMETIMPH]T, BOTJIN003a, XHIPOXIOPOTHA3H]], OyMETaHUI,
BaJICAPTaH WJIM CUMBACTaTHH.

Cren eqHOBpEeMEHHO NPUIOKEHNE Ha Aanarin@iao3rH ¢ pudaMIuunH (MHIYKTOp Ha Pa3IudHU
AKTHUBHH TPAHCIIOPTEPH U JIEKAPCTBOMETAOOIM3UpAIll CH3UMH ), ce HaOIro1aBa moHmkenue ¢ 22 % Ha
cucremnara ekcrio3unus (AUC) Ha manarim¢uno3us, Ho 0e3 KIMHUYHO 3HAaYUM e(PeKT BbpXY
24-yacoBarta eKCKpeLHs Ha IMI0Ko3a ¢ ypuHata. He ce mpenoppuBa kopekius Ha no3ara. He ce ouaksa
Y IPHJIOKEHUETO C APYTH HHAYKTOpH (Hamp. kapbdamasenud, peHnTouH, peHodapburan) na numa
KJIMHUYHO 3HAYUM C(PEKT.

Cren eqHOBpEeMEHHO NPUIOKEHNE Ha Aanarin@iao3nH ¢ Me)eHaMHHOBA KHCENHHA (MHXUOUTOP Ha

UGT1A9) ce nabmoaapa nosumiaBade ¢ 55 % Ha cucTeMHara eKCro3unys Ha aanariauguo3uH, 6e3

obaue ToBa Jla UMa KIIMHAYHO 3HAYUM e(eKT BEpXY 24-4acoBara eKCKpEIHsl Ha III0K03a C ypUHarTa.
He ce npenoppuBa KopeKIus Ha 103ata.

Edexrn Ha nanarnudio3uH BbpXY IPYTH JIEKAPCTBEHU TPOYKTH

B npoBenenute npu 31paBu 100pOBOJIM NPOYYBAHUS 32 B3aUMOJICHCTBUS — IIIaBHO MIPU €IHOKpPATEeH
mpueM, JanariudIo3uH He MOBIHsIBa (papMaKoKMHETHKAaTa Ha MeT(hOPMUH, IMUOTIUTA30H,
CUTAaTJUITHH, TITUMETIUPU]I, XUJPOXJIOPOTHA3U/I, OyMeTaHH]], BajicapTaH, JMTOKCHH (CyOcTpar Ha
P-gp), Bapdapun (S-Bapdapun, cyocrpar Ha CYP2C9) unu Ha aHTHKOAryJIaHTHUTE e()EKTH Ha
Bapdapun, n3mepenu upe3 INR. KomOunanus ot eqnokpatHa go03a nanarnugiozud 20 mg u
cumBactatuH (cyocrpar Ha CYP3A4) Boau mo mosumasane ¢ 19 % na AUC Ha cuMBacTaTuH U
nosuiiaBane ¢ 31 % na AUC na cumBactaTiHOBaTa KucennHa. [IoOBUIIIEHUTE €KCITO3UIMH Ha
CUMBACTATHUH ¥ CHMBAaCTAaTHHOBA KHUCEJIMHA HE C€ CMATAT 3a KITMHIUYHO 3HAYNMUL.

Jlpyru B3auMoaeiicTBUA
EdextuTe Ha TIOTIOHOMYIICHE, TUETA, TPHEM Ha PACTUTETHH MTPOAYKTH U alIKOXOJ BEPXY
(hapMaKOKMHETHKATa Ha Janariu@IIo3uH He ca MPOYyYBaHU.

Bzaumooeiicmsue ¢ 1,5-anxuopoenyyumon (1,5-AG) mecm

He ce mpenopsuBa npocneasBane Ha TIUKeMUYHUs KOHTpou upe3 1,5-AG TecT, Thil KaTo
u3MepBaneto Ha 1,5-AG e HeHaneKTHO TIPH OIleHKaTa Ha TIMKEMUYHUS KOHTPOJI IIPH MMAIUCHTH,
npuemany SGLT2 naxuburopu. M3non3paiite anTepHaTUBHU METOAU 32 IIPOCIIEsIBaHE HA
TIUKEMUYHUST KOHTPOJ.

IlenuaTpuuna momyJaanus
IIpoyuBaHus 3a B3aUMOACUCTBUSATA ca MPOBEKAAHU CaMO IPU Bb3PaCTHHU.

4.6 @epTUaAUTET, OPEMEHHOCT U KbpMeHe

Bpemennoct
JluricBaT naHHU OT ynoTpebaTa Ha nanarmuio3uH npu OpemMeHHu xeHu. [IpoyuBanusTa mpu

TUTHXOBE MOKA3BaT TOKCUYHU e(DEKTH BHPXY pa3BHBAIIMSA ce ObOpEK Mpe3 meproia, ChOTBETCTBAII Ha
BTOPHS U TPETUSI TPUMECTHP OT OpEMEHHOCTTa Ipu Xopa (Bxk. Touka 5.3). Eto 3amo, ynorpebara Ha
JanaraugIIo3sH He ce MPernopbyuBa Npe3 BTOPUS U TPETHsI TPUMECTBP Ha OPEMEHHOCTTA.

[Ipu ycTaHoBsiBaHe Ha OPEMEHHOCT, JICYCHHETO ¢ Aanariu()I03HH CIIeBa J1a Ce MPEKPaTH.

Kopmene



He e u3BectHO nanu nanarnuguio3uH W/uim MeTabOTUTHUTE My C€ eKCKPETHpAaT B KbpMara IpH Xopa.
Hannunnte dhapmMakoanHAMUYIHNA/TOKCUKOIOTHYHH JaHHU MPH KUBOTHH MOKa3BaT €KCKPELHsI Ha
Janaraugo3nH/MeTabOUTUTE B MIIIKOTO, KAKTO U (hapMaKoJIOTHYHO-MEAUNPaHU e(EeKTH BHPXY
cykaigerara (Bx. Todka 5.3). He Mosxe 1a ce M3KJIF0UM PHCK 3a HOBOPOICHUTE/KbpMaveTaTa.
Janarnudno3un He TpsOBa Ja ce mpujara B epruoja Ha KbpMEHE.

DepTunuTer
EdexrsT Ha namarmudno3uH BEpXy (pepTuimTeTa mpu Xopa He € npoy4uBaH. [Ipu MBKKH 1 )KEHCKH

IIJIBXOBE, ,I[aHaFJ'II/I(bJ'IO3I/IH HC ITIOKa3Ba e(beKTI/I BBPXY (l)epTI/IJ'II/ITeTa IIpU HUTO €HA OT TCCTBAHUTC
J03H.

4.7 EdexTn BbpXy cnioco0HOCTTA 32 moupaHe u padoTa ¢ MAIINHA

Forxiga He NOBJHsBa MU MOBIIKSIBA IPEHEOPEIKUMO CIIOCOOHOCTTA 3a HMIo(HpaHe U paboTa ¢ MaIIWHH.
[ManmenTture TpsOBa Aa ObIAT TpeIyNIPEKIaBaHH 32 PHCKa 32 Pa3BUTHE HA XUITOTJIMKEMUS TIPH
€THOBPEMEHHO MPHJIOKEHHE Ha Manarin(Io3uH ChC CYI()OHMITYpEHHI IPOU3BOIHH HIIH UHCYJIHH.
4.8 HesxenaHu JeKAPCTBEHHN PeaKuH

PesroMe Ha poduia Ha Ge3omacHOCT

B npenBapurenHo yrouneHus cOopeH aHanu3 Ha 13 miane6o-KOHTPOIUpaHy KJIMHUYHN H3UTBAHHS
2 360 maumenTH ca aekyBanu ¢ 10 mg nanarnugno3ut u 2 295 nauuenTy ¢ mianedo.

Haii-gecto croOiaBanaTa He)kellaHa JICKAPCTBEHA PEAKITHS € XUMTOTIUKEMISITa, KOSATO 3aBHCH OT THIIA
OCHOBHO JICUE€HHE, U3MOI3BAHO BbB BCAKO €THO OT MpoyuBaHUsATa. UecToTaTa Ha HE3HAUUTEIHU
€MU30/I1 Ha XUTIOTIIMKEMHS € CXO/[HA B PA3IMYHUTE TEPANEBTUYHH IPYTIH, BKIFOYUTEITHO TUIaeoo, ¢
W3KIIIOYCHUE HA U3MUTBAHMUATA Ha T00aBsSHE Ha Janariu@Io3uH KbM JICUCHUE ChC CYI(POHUITYPEHHO
MIPOU3BOHO U Ha J00aBSIHE MPH JICUCHUE ¢ MHCY/IUH. [Ipr KOMOMHMpaHa TepaIus CbC
CynhOHIITYPEHHO MPOU3BOIHO U J00aBsSHE KbM WHCYJIMH UMa M0-BUCOKA YECTOTa Ha pa3BUTHE Ha
XUTIOTTIUKEeMHUSI (BXK. Xunoaauxemuss mo-mo0iy).

TabnuyeH CIUCHK HA HOXKEIAHUTE JICKAPCTBCHU PEaKIMU

B mane00-KOHTPOTHPaHUTE KITMHUYHN U3MUTBAHUS Ca UICHTU(PHUIIMPAHU H30POCHUTE MO-10JTY
peaknuu. Huto enHa He e mo303aBucuma. M30poeHnTe mo-101y HexellaHH Peakiuy ca
KknacuuUIMpaHu 1o YecToTa u cuctemo-opranex kinac (COK). Kateropuute mo yecrora ca
neduHIpaHU KaKTo ciensa: MHoro dectu (> 1/10), wectu (= 1/100 go < 1/10), meuectu (> 1/1 000 no
< 1/100), peaku (> 1/10 000 mo < 1/1 000), muoro penku (< 1/10 000), ¢ Hen3BecTHa yecToTa (OT
HaJMYHATE JaHHU HE MOXE /1a Ob/ie HAallpaBeHa OIICHKA).

Ta6auna 1. HexkejlaHH peakiuu B IJ1a1e00-KOHTPOJIHPAHH MPOYYBAHUS"

Cucremo-opraneH MHoro yect YecTu* HeuecTn** Peaxu
KJIac
Ungpexyuu u BynBosarunur,
ungecmayuu OaJlaHuT U MukoTuyHa
CBBP3aHH C TIX MHEKIHS
T€HUTAJIHU

.
nadexun
Undexnun Ha

MTUKOYHUTE
mbTHIIA O "

Hapywenus na XHMOTJIUKEMUS O6emHO Juabetna

Memabonusma u (mpu n3deprBane” " KeToanumo3a”

Xpauenemo €JIHOBPEMEHHA Kaxma

ynoTpeba cbe
CY nexapcTBeH
OPOLYKT WIH
uHCYyHH)’




Hapywenus na 3amaiiBaHe
HepeHama cucmemda
Cmomawino-upesHu KoncTunanus
HapyueHus CyxoTta B
ycrata
Hapywenus na bonka B rl,p6a*
MYCKYIHO-CKelemHama
cucmema u
CheOUuHUmMenHama
MBKAH
Hapywenus na Huzypus HI/IKTypI/ISI**
bvopeyume u HOHI/IypI/IH*e bropeano
NUKOYHUMeE Nbmuna yBpeKIaHe
Hapywenus na BynBo-Barunanen
6b3NPOU3BOOUMENHANA chpOex
cucmema u evpoama I'enuranen
CBPOEK
Hzcnedsanusa IIoBumaBane IloBumaBane Ha
HAaXEMaTOKpUTa" | KpEaTWHHHA B
HamanenGn0peuen | kppBTa
KJIIMPBHC HA IloBuiaBane Ha
KpeaTHHUHA® ypesiTa B KPbBTA
Jucounuaemus’ HamansaBane na
TErNoTO

B Tabnunara ca MOKa3aHu JaHHU 10 24 ceaqmuiu (KPaTKOCPOUHH), HE3aBUCUMO OT IIPUIIOKEHHUETO Ha
JKUBOTOCIIACSIBAILH JIEKAPCTBA.

%3 onbaHETEIHA HHBOPMALIHS BUKTE CHOTBETHATA TOATOYKA MO-T0IY.

? BYIIBOBaruHUT, GaNaHUT M CBBP3aHU C TSAX TEHUTAIHA HHOEKIHK BKIIOYBAT HAIIPUMED [IPEIBAPUTEIIHO
neduHMpaHNTE IPENOYNTaHN TEPMHUHH: BYJIBO-BarnHaj Ha I'bOMYHA HH(EKIHS, BarHHAIHA HHPEKIHS,
0ayaHuT, TeHUTAIHA THONYHA HHQEKLHS, BYJIBO-BarMHAIHA KaH/AN103a, BYJIBOBarHHNT, KAHIUI03CH OAJIaHMT,
TeHUTAJHA KaHIU/03a, TCHUTAIHA HH(EKINS, TeHUTAIHA HHPEKINS IPH MbXe, HHPEKINs Ha IIEHNCa, BYJIBUT,
OakTepualieH BarmHUT, abcIiec Ha BYJIBaTA.

"Mudexuus Ha MMKOYHUTE NBTUIIA BKIKOYBA CIIEIHUTE IPEANOUNTAHN TEPMUHHU, H30POEHH 10 pela Ha
YyecToTara Ha ChoOIaBaHe: HHPEKIUS Ha MMKOYHNUTE MBTHUILA, IIUCTHT, NHPEKIUS HA MHKOYHUTE MBTHUILA,
npuunHeHa oT Escherichia, nHekus Ha THKOY0-NIOJIOBUTE IIBTHIIA, THETIOHE(DPUT, TPUTOHUT, YPETPUT,
uHpeKus Ha ObOPENTE U IPOCTATHT.

% ,06eMHO M34YepnBaHe” BKIIOYBA HAPUMEDP NPEIBAPUTEIHO Je)HUHUPAHUTE PEANOUNTAHN TEPMUHM:
JeXuApaTanus, XUIIOBOJIEMHS, XUTIOTOHHS.

“Tlomuypus” BKIKOYBA IPEINOYHTAHUTE TEPMUHH: ONAKAYPHUSL, IOy PHsl, TOBULICHA TPOIYKIHS HA yPUHA.
*Cpeanara mpoMsiHa Ha XeMaTOKPUTa B CPaBHEHHE ¢ H3XoqHata cToiHocT € 2,30 % 3a 10 mg nanarmuguo3nH
cpsimo -0,33 % 3a mrane6o. CTofHOCTH Ha XeMaTOKpuTa > 55 % ce cpobmmasar npu 1,3 % ot numara,
nexyBanu ¢ 10 mg namarnudiaosun, B cpasuenue ¢ 0,4 % mpu nunata c miareoo.

*CpezHara npoMsiHa B TIPOLIEHTH B CPABHEHHE C M3XOHATA CTOMHOCT 3a 10 mg manarnudiuosud cnpsiMo
raneo ca cboTBeTHO: 00mI X0onectepon 2,5 % cupsmo 0,0 %; HDL-xomectepon 6,0 % crpsmo 2,7 %;
LDL-xonectepoin 2,9 % cupsmo -1,0 %; tpurmunepuan —2,7 % cupsimo -0,7 %.

"Bik. Touka 4.4.

*CpoOmmenu nipu > 2 % oT nunata u ¢ > 1 % mosede 1 Hal-Manko 3 AyIIH MMOBEYE MPU MAIMEHTUTE, JTIEKyBaHH C
10 mg namarnudiao3uH, B cpaBHEHHE € IUTane6o.

**CpoOILCHN OT U3CIIEA0BATEIISI KaTO Bb3MOKHO CBBP3aHH, BEPOSITHO CBBP3aHH W CBBP3aHH C JICUCHUETO U
cpobmmenn nipu > 0,2 % n ¢ > 0,1 % nosede npu 1oHe 3 OBEYE OT NALMEHTHUTE, JEKYBaHU C

10 mg mamarnudio3uH, B cpaBHEHHE C NOTydYaBaIMTe II1ale00 ManueHTH.

Onucanue Ha U30paHu HEXKENaHU PEaKLIMU

Xunoenuxemus

UYectoTaTa Ha pa3BUTHE HA XUIIOTJIUKEMHUS 3aBUCH OT BUJIa HA OCHOBHOTO JICUEHUE, U3MOI3BAHO BB
BCSIKO €JTHO MPOYYBaHe.




B npoyuBanus Ha ganariau@ao3nH KaTo MOHOTEpanus, KaKTO M KaTo AOIbJIHEHHE KbM MET(HOPMUH
WIN KbM CUTarJTUNTUH (CbC WK 0e3 MeT(OPMHH), YeCTOTaTa Ha HE3HAUYNTEIHH €MU304H Ha
XUIOTIIHKEMUS € cXonHa (< 5 %) B pa3nuuHHUTE TEPaNeBTHYHH TPYITH, BKIFOYHTEIHO U 11anedo, 10
102 ceqmuny Ha jiedeHue. BbB BCHUKH TPOYYBaHUS 3HAYUMHTE SITU30/I1 Ha XUTIOTJTUKEMHS Ca
HEYECTH U ChC CPAaBHUMHM YECTOTH B TPYNUTE Ha Janaraudiio3uH U mianedo. B npoyusanusiTa ¢
Jno0aBsiHE KBbM JICYEHHE ChC CyN(OHMITYPEHHO MPOU3BOIHO WK 100aBsSHE MIPH JICUEHUE C HHCYITNH
YECTOTHUTE HA PA3BUTHE HA XUIIOTJIMKEMHUS Ca IMO-BUCOKH (BK. TOUKaA 4.5).

B npoyuBane Ha no6aBsiHe Ha nanarmi(IO3UH KbM JICUEHHUE C TIMMENUpHUI, Ha ceamuna 24 u 48
CHOOIIEHHUATA 32 HE3HAYUTEITHHU €MHU301 Ha XUIIOTIIMKEMHS ca C IT0-BHCOKA YeCTOTa B TpyIara Ha
nedenue ¢ 10 mg nanaraudo3uH mwioc rauMenupu (CboTBeTHO 6,0 % u 7,9 %), OTKONKOTO B
rpymnara Ha miane6o mitoc rimumenupug (cborBetHo 2,1 % u 2,1 %).

B npoyuBane ¢ no6apsiHe Ha Aanariau(Io3uH KbM JICYCHUE ¢ MHCYJIMH ce ChOOIIaBaT eMU30/11 Ha
3HauynTesnHa xunoriaukemus npu 0,5 % u 1,0 % ot auuata, nekyBanu ¢ 10 mg ganarnugao3uH Ioc
MHCYJINH, CbOTBETHO Ha ceamuiu 24 u 104 u npu 0,5 % ot nunara, 1eKyBaHH ¢ Iane0o mioc
UHCYJIHMH, Ha ceamuiy 24 u 104. Ha ceqmurm 24 u 104 ce cho0111aBat enu30,14d Ha He3HAYUTETHA
xunorinukeMus ceotBeTHO 1pu 40,3 % u 53,1 % ot nmnara, nonyyasamy 10 mg ganarnuduo3ux
TuIroc uHCYIUH, u ipu 34,0 % u 41,6 % oT nuiara, moxydaBaiiy mianedo e HHCYIIHH.

B npoyuBane ¢ no6apsiHe Ha ganariaudIo3uH KbM JIedeHHE ¢ MET(HOPMUH U CyII(HOHMITYPEHHO
NPOU3BOJHO 10 24 ceqMHULIM, HE ca JOKIABaHU TOJIEMH €MU304H Ha XUIOrUKeMusl. JlokaaaBaHu ca
MAaJIKH €MHU30M Ha XUorimukemust pu 12,8 % ot jiuiara, kouto norydasar 10 mg nanarinudio3uH
Ioc MeT(hOPMHH U CylIHOHWITYPEHHO MPOU3BOHO, ¥ 1pH 3,7 % OT nuIara, KOUTO MoyvyaBar
wiane0o mioc MeTHOPMHUH U CyI(HOHUITYPEHHO TPONU3BOIHO.

Obemmno uzuepnsatie

Peakuuu, cBbp3aHu ¢ 00EMHO M3YepIBaHe (BKIIOYBAIIN CHOOIICHHUS 3a IEXUIPATAIUS, XUTIOBOJICMUS
WM XUIIOTOHUS), c€ ChoOmaBaT choTBeTHO 1pH 1,1 % 1 0,7 % oT nmarnuenTuTe, moyJaBamin

10 mg manarnudao3uH u wiane6o; Cepuo3HN peakyu ca HacThIH pu < 0,2 % OT malueHTHTe,
KaTo ca PaBHOMEPHO pasmpe/esieHn Mexay 10 mg nanariauduio3us u miamnebo (Bx. Touka 4.4).

Bynsosazunum, bananum u c8vbp3aHu ¢ MAX 2eHUMAAHU UHGdeKuuu

BysBoBaruHuT, 0ajlaHUT U CBBP3aHU C TAX MH(EKIMK ce choOmmarat npu 5,5 % u 0,6 % ot
MAIMEHTHUTE, [TOJTydaBaliy choTBeTHO 10 mg nanarmuduiosus u mianebo. [lopeuero nHbeknu ca
OMITH JIEKH JI0 YMEPEHO TS)KKH U TAIIMEHTUTE Ca CE MOBJIUSIN OT MbPBOHAYAIHUS KYypPC CTAaHAAPTHO
JICUCHUE, KaTo PAIKO ca BOJEIH J0 CIMpPaHE Ha JIeUeHUETOo ¢ nanariudio3ud. Te3u undekiun ca
M0-4eCTU NpH KeHU (choTBeTHO 8,4 % u 1,2 % 3a gamariuio3uH U mwianedo), a npy NaiueHTUTE C
aHaMHe3a 32 TaKWBa CHINECTBYBA MO-TOJAMa BEPOSITHOCT 3a Pa3BUTHE HA PEUINB Ha WHPEKIIUATA.

Hnpexyuu na nukounume nomuuya

CroOmiennsaTa 3a MHPEKIUN Ha TUKOYHUTE ITHTHINA Ca MTO-YECTH IPU NAIlMeHTH Ha

10 mg manarmuguio3rH, OTKOJIKOTO Ha manedo (crorBeTHO 4,7 % crpsimo 3,5 %; Bk. Touka 4.4).
IToeuero nHMEKIMU ca OUIIH JICKH 10 YMEPEHO TEKKH M MAI[UCHTUTE Ca CE MOBJIMSIIN OT
II'bPBOHAYATIHUS KypC CTAHAAPTHO JICYEHUE, KATO PSAIKO ca BOJEIH 10 CIMPAHE HA JICUEHUETO C
nmanarnudro3uH. Te3n HHPEKIUN ca o-9eCTH MPH JKEHH, a TIPH MAIUCHTUTE C aHaMHe3a 3a TaKHBa
CBILECTBYBA MO-T'OJIsIMa BEPOSITHOCT 32 Pa3BUTUE HA PELUIUB Ha HHPEKIIUATA.

Tosuwen kpeamunun

Hexenanute gexapcTBEHU peakliy, CBbP3aHH C MOBHUILEHUS KPEaTHHHUH ca TPYIUPaHU (Harp.
HamaJieH ObOpeueH KIMPBhHC Ha KpeaTHHUHA, ObOPEYHO YBpEXKIaHEe, TIOBUIIICH KPEATUHUH B KPBBTA U
HaMmaJeHa CKOPOCT Ha riioMepynHa guirpanus). Tasu rpyna peakuuu e cbobmena npu 3,2 % u 1,8 %
OT MaLMEHTUTE, OoTydaBany cboTBeTHO 10 mg nanarnudnosus u mnanedo. [Ipu naruenTture ¢
HOpMaiHa ObOpeuHa QyHKIMs Wi OBOPEeYHO YBpekIaHe B JieKa cTereH (M3X0IHU CTOWHOCTH Ha
eGFR > 60 ml/min/1,73 m?), Tasu rpyma peakuuu ce cbodiasa mpu 1,3 % u 0,8 % oT maumeHTure,
nojiy4aBaiu cboTBeTHO 10 mg nanarnugnosud u mianebo. Te3n peakum ca mo-4ecTa npu
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narueHTuTe ¢ u3xoguu crorHoctu Ha eGFR > 30 u < 60 ml/min/1,73 m’ (18,5 %
10 mg ganarnudio3un cupsamo 9,3 % mnaune6o).

JlomrbIHUTEIHATA OlICHKA TP MAIIMEHTH ¢ HeXKeJIaH! ChOMTHS, CBbpP3aHu ¢ ObOpeIuTe MoKa3Ba, ue
MOBEUYETO Ca MMAaJM MPOMEHHU B CepyMHUs KpeaTuHuH oT < 0,5 mg/dL cnpsMo H3XOMHUTE CTONHOCTH.
[ToBunieHneTo Ha KpeaTHHHHA OOMKHOBEHO € MPEXOIHO MPH MPOIBIKUTEITHO JIeUeHIE WIH 00paTHMO
- CJIe]] IPEyCTaHOBSIBAHE HA JICUCHUETO.

Tapamupeouoden xopmon (PTH)

HabnromaBanu ca ciydan Ha JIeKO IMOBHUILIABaHE Ha cepyMHaTa koHueHTpanus Ha PTH, kato
MOBUIIIABAHETO € MO-TOJISIMO MPU MAIMEHTH C MO-BUCOKA U3X0AHA KOHLeHTpalus Ha PTH.
M3mepBanusiTa HAa MUHEpaTHATa KOCTHA IUTBTHOCT IIPU MALIMEHTH ¢ HOpMaJHa WK YMEPEHO yBpeIeHa
0bOpeuHa PyHKIIMS HE CBHJICTEIICTBAT 3a 3ary0a Ha KOCTHA Maca 3a IepUO/] Ha JICUCHHUE OT JIBS
TOJIMHH.

3nokauecmeenu 0bpasyeanus

[To BpeMe Ha KIMHUYHUTE U3MUTBAHUS, OOLIMAT MPOIEHT MAlMEHTH ChC 3JI0KAYECTBEHU HITH
HEYTOYHEHHU TYMOPH € CXOJIeH IpH JieKyBanuTe ¢ aanariaudnosun (1,50 %) u ¢ mianebo/cpaBHUTENCH
nponykT (1,50 %) manuenty, a OT MPOyYBaHUATA IIPH KUBOTHU HIMa JaHHH 332 KAPLUUHOTCHEH WIIN
MyTareHeH noteHuuain (Bx. Touka 5.3). [lo oTHomeHNe Ha ciyyanTe Ha TYMOPH Ha Pa3lTUdHUTE
OpraHHH CHCTEMH, 33 HSIKOU TyMOpH (IMKOYEH MEXYp, MPOCTATa, I'bPa) OTHOCUTETHHIT PUCK,
CBBp3aH ¢ Aanariauduosux, e Haj 1, a 3a Ipyru (Hamnp. KpbB U IuM@HA CUCTEMa, SHIHUK, THKOYHH
BTUINA) € TIOA 1, KaTo TOBa HE BOJM JI0 TIOBUINIABAHE Ha ISUIOCTHUS PUCK OT Pa3BUTHE HA HEOIIa3MH,
CBBbp3aHM ¢ preMa Ha ganariaudnaosud. [Ipu HUTO eHa OT OPraHHUTE CUCTEMH MTOBUIIIABAHETO HITH
HaMaJsIBAHETO Ha PUCKa HE € CTAaTHCTHYECKH 3Ha4nMo. KaTo ce uma npeaBu[ Tumncata Ha TYMOPHHU
HAaXOJKU B HEKJIMHUYHUTE U3MUTBAHUS, KAKTO U KPATKUS JATEHTEH EPUO MEX Iy IbpBarta
€KCIO3UIMS Ha JIEKApPCTBOTO M JUATHOCTULUPAHETO HA TYMOp, CE€ CMATA, Ye MPUIMHHO-CIICICTBCHA
BpB3Ka € MaJIKO BeposiTHA. Tl KaTO KbM YHCIICHUS JUcOallaHC IPY TYMOPH Ha I'bpJaTa, THKOYHHUS
MeXyp | IpocTaTara, TpsaOBa Jia ce MOoAX0XK/Ia ¢ TOBUIICHO BHUMAaHUE, TO3U BBIIPOC IIie ObJe
JOTBITHUTEITHO MTPOYYBAH B M3MUTBAHUS CJIE [TOJTyYaBaHe Ha pa3pelleHne 3a yrnoTpeoa.

CruenupuHy MOmyJIauH

Cmapuecka év3pacm (= 65 2oounu)

Hesxenanu peaknuu, cBbp3aHu ¢ ObOpedHO yBpekIaHe Wi ObOpeYHa HeJIOCTATHYHOCT, ca ChOOIICHH
rpu 7,7 % OT JiekyBaHUTE ¢ Aanariu()I03uH NAllMeHTH Ha Bb3pacT > 65 roaunu u npu 3,8 % ot
MoJIyJaBaJIuTe TUIale0o0 manueHTH (BxK. Touka 4.4). Hali-uecTo choOlaBaHaTa HexellaHa peakilus,
CBBbp3aHa ¢ ObOpeuHaTa QyHKIHsI, ¢ MOBUIIABAHETO HA CEpPyMHATA KOHIICHTPAIIUS Ha KPEaTHHHUHA.
IToBeueTo OT Te3u HEXKETAHU PEaKI|K ca MPEXOAHU 1 oOpatumu. [Ipu MaeHTH Ha Bb3pacT

> 65 roguHA 00EMHO U3YepIIBaHE, ChOOIABAHO HAH-YECTO KATO XUIIOTOHUS, € ChOOIIEHO ChOTBETHO
mpu 1,7 % u 0,8 % oT nanueHTUTe Ha AanaraudIio3rH U miamnebdo (Bxk. Touka 4.4).

Cno0l11aBaHe Ha MOJ03MPAHN HEXKEJIAHU PEaKIInu

Cp0o0I11aBaHeTO Ha IOI03UPAHU HEXKEIIAHU PEaKIIMH Clie pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. ToBa MM03BOJIsABA Ja MPOABIKHA HAOIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 3a
JICKapCTBEHUS MPOaAyKT. OT MEIUIIMHCKUTE CIICIUAINCTH CE€ U3KUCKBA Jla ChOOIIaBaT BCsKa
MOJT03UpaHa HeXKETaHa peakius Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, moco4yeHa B [lpunoxenmne
V.

4.9 Ilpeno3upane

[Ipu 3apaBu noGpoBoIuM Aanarnu(iIo3uH, IPUET MEPOPATHO B eHOKpaTHU 103 10 500 mg (50 mbpTr
MO-BUCOKH OT MaKCHUMaJTHaTa MpernopbYuTeIHa JHEBHA 1032 NP X0pa), He MOKa3Ba TOKCUYHOCT. Te3u
J0OpOBOIIIM ca UMaJIM OTKpUBaeMa IJII0KO3a B YpHHATa 3a TIEPHOA OT BpeMe, ChOTBETCTBAILl Ha
npuetara 1o3a (mode 5 gau 3a 500 mg), kKato HAMa CHOOILICHNUS 32 JeXUAPATALMS, XUTOTOHUS WIIH
EJIEKTPOJINTEH AUCOAIaHC, KAKTO U KIMHUYHO 3HaYnMU eektd Brpxy QTc-unTepBana. Yectorara Ha
pa3BUTHE HAa XUIIOTIMKEMUS € CXOHA C Ta3u MpH MpHEeM Ha Iutane6o. B knmmHuYHYM poyyBanus, B
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KOHMTO €AHOKpaTHH AHEeBHU 1031 10 100 mg (10 mbTH Mo-BUCOKM OT MaKCHMaJIHATa MPEHOpbUUTEIHA
JHEBHA /1032 [IPU X0pa) ca MpHUJIaraHyu B IPOIBIDKEHHE Ha 2 CeAMULM MIPU 31paBU JOOPOBOILHU U
MAIMEHTH ChC 3aXapeH AuadeT TN 2, YecToTaTa Ha Pa3BUTHE HA XUTIOTIIMKEMHUSI € MaJIKO MIO-BHCOKa,
OTKOJIKOTO IIPH IPHEM Ha II1are0o 1 He € 10303aBUCHMa. YecTOTUTE Ha HeXKEeNaHU ChbOUTHS,
BKJIIOUMTENTHO ACXUAPATALNS WM XUIIOTOHMS, Ca CXOHH C T€3M IPH MPHEM Ha Iuiane0o 1 JTUIcBaT
KJIMHAYHO 3HAaYMMH J10303aBUCHUMHU IPOMEHH B J1a00OPATOPHUTE IMapaMeTPH, BKIIOUUTEIHO CEPYMHUTE
CJIEKTPOJINTH U OMoMapkepuTe 3a ObOpedHa (QYHKITHUSL.

B cnyuait Ha ipeno3upane TpsOBa 1a ce 3arovHe MOAIBPIKAIIO JISYCHHUE B 3aBUCUMOCT OT
KJIMHAYHOTO ChCTOSIHHUE HA nanueHTa. OTCTpaHsBaHETO Ha AanariaudIIo3uH Ype3 quanu3a He €
MPOYYBAHO.

5. ®APMAKOJIOT'MYHU CBOMCTBA

5.1 dapmakoguHAMHYHH CBOJCTBA

dapmakoTepaneBTuuHa rpyna: JlekapcTsa, U3M0A3BaHH TP AUA0ET, IPYTH JICKApCTBa 3a MOHM)KABaHEe
Ha IJII0K03aTa B KpbBTa, ¢ u3kiIodeHne Ha naeynnnau, ATC kog: A10BX09

MexaHu3bM Ha AeicTBUE
Hanarmudnosun e mome (K;: 0,55 nM), cenekTuBeH u 00paTUM HHXMOWTOP HA HATPUEBO-TIIIOKO3HHUS
koTpancrnoptep 2 (SGLT2).

SGLT2 ce excnpecupa cenekTuBHO B ObOpeka, 6e3 excnpecus B Hag 70 APYTH JOKATU3ALUH B
pa3IUYHU OpPTaHU U ThKaHU, BKIIFOUUTEITHO YePEH APO00, CKeIETHU MYCKYJIH, MacTHa ThKaH, I'bp/a,
MUKOYEH MeXyp U Mo3bK. SGLT2 € 0OCHOBHUAT TpaHCIIOPTEP, OTTOBOPEH 3a peabcopOiusaTa Ha
IJIF0KO03a OT IIIOMEPYIIHUSA (GUITpaT 0OpaTHO B IUPKYJIAlUaTa. BhIIpekd HaIMUUETO Ha
XUTEPTIUKEMUs TIpU 3aXapeH nuaber Tur 2, peadbcopOumara Ha punTprupaHaTa riroKo3a MpoIbinKaBa.
Janarnudio3ud mogo0psaBa CTORHOCTUTE Ha TJII0K03aTa B KPbBTA KAKTO MMOCTIIPAHIMAIHO, TaKa U Ha
IJIaHO, Ype3 HaMallsiBaHe Ha ObOpeuHaTa peadcopOlrs Ha IIIF0K03a, KOSTO BOAHM JI0 IIOBHIIICHA
EKCKpeIs Ha TIII0K03a ¢ ypuHaTa. Ta3u ekcKpelus ¢ ypuHaTa (TII0KO3YpeTHIeH e(ekT) ce
Ha0ITI01aBa CcIie/T TbpBaTa /1034, 3ama3Ba ce rpe3 24-4acoBus J030B MHTEPBAN U Tpe3 ISII0TO JeUeHHE.
KonngecTBOTO TITI0K03a, KOETO C€ OTCTpaHsIBa Upe3 OBOpEHTe M0 TO3H MEXaHU3bM, 3aBUCH OT
KOHIICHTpAIIUSITa Ha TIIFOK03aTa B KPhBTa U CKOPOCTTa Ha riiomepynHa ¢unrpamnus (GFR).
Janarnudno3uH He TOBIUsBa HOPMaJTHATA SHAOTCHHA IPOAYKIIMS Ha TIIFOK03a B OTTOBOP Ha
XUIOrIMKeMus. Jlanaraugo3rH aedcTBa HE3aBUCHUMO OT HHCYJIMHOBATa CEKpeIs U e()eKTUTE Ha
WHCYJIMHA. B KIuHuYHUTE MpoyuBaHus Ha Forxiga ce ycTaHOBsIBa IMO00pEHHE 11O OTHOIICHHUE Ha
XOMEOCTaTUYHHS MOJIEH 32 OIleHKa Ha OeTa-kieThyHata ¢pyHkius (6era-kinerbueH HOMA).

Exckpenusta Ha TI0K03a ¢ yprHaTa (TIIOKO3YpHs), MHIYIIUPaHa OT JanariudIio3rH, ce CBbP3Ba ¢
KaJIOpHUifHA 3ary0a 1 HaMalsiBaHe Ha TEJIECHOTO Terio. IHXubupaHeTo Ha TIIIOKO3HUS U HATPUECBHS
KOTPaHCIIOPT OT JanariuQIIo3uH € CBhP3aH C JIeKa Juype3a u TPAaH3UTOPHA HaTpuypesa.

Hanarnudno3us He ”HXUOKpA APYTH TIIOKO3HH TPAHCIIOPTEPH, KOUTO A BayKHH 3a TPAHCIIOpTa Ha
IIII0KO3aTa B iepudepHuTe ThKaHu U € ¢ > 1 400 nbtr mo-rossim apuanuteT KbM SGLT2, 0TKONKOTO
kbM SGLT1 — OCHOBHUST TPaHCIIOPTEP B UepBaTa, OTTOBOPEH 33 Pe30pOLMATa Ha TIIFOKO3a.

dapmakoauHaMHUYHU €HEKTU

Crnen mpuiokeHUe Ha AanarinI0o3uH IPH 3IpaBu JOOPOBOJIIU U NMAIUEHTH ChC 3aXapeH

nuabet T 2 € HaOJII0JaBaHO TOBHIIABaHEe HA KOJIMYECTBOTO EKCKPETHpaHa B ypruHaTa Itoko3a. [Ipu
MAIMEHTH ChC 3aXapeH AUadeT TUN 2, MpueMaly aanarauduio3rH B go3a 10 mg THEBHO B
MpoAbIDKeHrE Ha 12 ceIMHUIN, € yCTaHOBEHA YpUHHA eKCKpenus Ha 70 g rIroKo3a THEBHO
(cvotBercTBamm Ha 280 kcal mHeBHO). JlaHHM 32 3aabpKaHe Ha TIIIOKO3HATA eKCKPEIHS ca
HaOJII0JaBaHY IPH MAIUEHTH ChC 3aXapeH AuadeT tun 2, npuemMaid 10 mg nanariaudIio3uH THEBHO B
MPOABIDKEHUE Ha JI0 2 TOIUHH.
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ExckpenusTa Ha TJIF0KO3a ¢ ypUHATA [IPU MPHUEM Ha Janarin@IIo3HH BOAU CBIO Taka 10 OCMOTHYHA
JMype3a U yBeJInmdaBaHe Ha o0eMa Ha ypUHATa PH MAMeHTH ChC 3aXapeH AuadeT Tvil 2.
[ToBumaBaneTo Ha 00eMa Ha ypUHATA MPH MAIMEHTH ChC 3aXapeH AUA0eT THII 2, IEKYBaHH C

10 mg manarnudiao3uH, ce 3aabpxa Ha 12-a ceMuIa, KaTo Bb3IM3a MpHOIM3nUTeTHO Ha 375 ml
naeBHO. [ToBuimaBaneTo Ha oOeMa Ha ypuHATa € CBbP3aHO C JISKO M PEXOJHO MTOBUIIABAHE HA
SKCKpeIMsATa Ha HaTPUi C ypUHATA, KOETO HE € CBhP3aHO C IPOMEHHU B KOHIICHTPAIMATA Ha HATPUIl B
cepyma.

ExckpenusaTa Ha MUKOYHA KUCEIMHA C YPUHATA ChIIO CE TOBHUIIABA MPEXOIHO (32 3-7 AHHU) U ce
CBIIPOBO’KIA OT TPAMHO MMOHMKABaHE HA CEpPyMHATa KOHIICHTPAIM Ha IIMKOYHA KuceanHa. Ha
24-ata ceMuIla MOHMKABAHETO HA CEpyMHATa KOHIICHTPALMS Ha TIMKOYHATA KHCEIMHA Bapupa OT
-48,3 no -18,3 mukpomomna/l (-0,87 mo -0,33 mg/dl).

Knnanyna eukacHocT ¥ 6€30MacHOCT

Tpunagecer ABOWHOCTENH, PAHJOMU3HPAHH, KOHTPOJIUPAHN KIMHHYHN U3IUTBAHUS Ca MPOBEJICHU
npu 6 362 mauMeHTH chC 3axapeH AualeT THI 2, 3a OL[eHKa Ha e()MKAaCHOCTTa M Oe30MacHOCTTa Ha
Forxiga; 4 273 oT naljyieHTUTE B T€3M U3IMTBAHUS Ca JICKYBaHU C Janariauduio3us. /[sanageceT oT
M3MUTBAHUATA ca C TIEPHOA Ha JieueHHE OT 24 ceMUIIM, 8 C IBIATOCPOYHO pasliupeHue ot 24 no

80 ceamury (10 001Ia MPOABIKUTEIHOCT Ha U3NUTBAaHETO OT 104 ceMUIM) U €AHO OT U3NUTBAHUITA
€ C IPOABIIKUTEIHOCT 52 CEIMHUIIM C ABJITOCPOUHHU pasimupenus oT 52 u 104 ceamuru (o61ma
MPOABKUTEITHOCT Ha u3nuTBaHeTo oT 208 cenmuiin). CpeHaTa 1aBHOCT Ha auadera e ot 1,4 1o
16,9 ronunu. C 660peyHO yBpeKaaHe B JeKa CTEIeH ca MeTAeceT U ABa npoueHTa (52 %) ot
narueHTure, a 11 % ca ¢ ymepeno 060peuno ypexxaane. Iletnecer u eaun mporeHta (51 %) ot
MAIMeHTUTE ca Mbxke, 84 % ca Oemu, 9 % ca asuaTim, 3 % ca uepHOKokH U 4 % ca ¢ JApyra pacoBa
npuHaiexHocT. OcemaeceT mporenta (80 %) OT manueHTUTe ca ¢ MHACKC Ha TelecHa Maca
(BMI) > 27. OcBen ToBa, 1Be 12-ceqMuyHM M1anie00-KOHTPOIUPAHU KIMHUYHH MTPOYYBAHUS Ca
NPOBEJICHH NPH IMALUEHTH ¢ HEIOCTAThYHO KOHTPOJIUPAH AUA0ET THIl 2 U XUIIEPTOHUS.

T huxkemuuen konmpon

Monomepanus

[IpoBeneHO € NBOHHOCIANO, TIANe00-KOHTPOIUPAHO MPOYUIBAHE C IPOABIKATEIHOCT 24 ceIMUITH (C
JOTIBITHUTEIICH TIEPHO/I Ha yIbIKaBaHe) 3a OlleHKa Ha 0€30MacHOCTTa 1 e(hUKACHOCTTA Ha
MOHOTepanusTa ¢ Forxiga nmpu mayieHTy cbe 3axapeH AuadeT TUM 2 C HeaJeKBaTeH KOHTPOIL.
JledenueTo ¢ manariauQIo3uH BeIHBXK JTHEBHO BOJHU JI0 cTaTUcTHYecku 3HaunMo (p < 0,0001)
noHmwkaBaHe Ha HbA 1c B cpaBHeHue ¢ muianedo (tadiuia 2).

B nepuona Ha yaemkaBane, nonmxasaneTo Ha HbAlc ce 3agppika o 102-a ceamuna (kopurupasa
cpezHa MpoMsHA B CPaBHEHHE € U3XOAHATa CTOWHOCT 3a 10 mg namarnudao3us u mianeoo,
crotBeTHO -0,61 % 1 -0,17 %).
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Ta6auna 2. Pesysararu na 24-a cenmuna (LOCF?) ot mi1ane60-KoHTPOJIMPAHO H3NUTBAHE HA
JanarJau§uio3uH KaTo MOHOTEPANUS

MoHnoTepanust
HJanarandaosnn 10 mg Ilnane6o

N’ 70 75
HbAlc (%)
WsxoneH (cpenen) 8,01 7,79

[IpoMsiHa B cCpaBHEHHE -0,89 -0,23

C U3XOJIHATA CTOMHOCT"

Pa3nuka B cpaBHEHUE € -0,66"

mane6o”
(95 % CI) (-0,96; -0,36)

MMauuentn (%), npu
KOHUTO Cce MOCTHUra:

HbAlc <7 %
KOpHUTUpPaH 0 50,8° 31,6
M3X0JIHA CTOMHOCT

Tenecno Terao (kg)

NzxomHo (cpemHo) 94,13 88,77
[IpomsHa B cpaBHEHUE -3,16 -2,19
C U3XOJIHATA CTOMHOCT"

Pa3nuka B cpaBHEHUE C -0,97

marne6o”

(95 % CI) (-2,20; -0,25)

*LOCF: Excrpanonanys Bb3 OCHOBA Ha IOCIEAHOTO HabmoaeHue (IPean MPUIOKEHHUE Ha
JKUBOTOCIIaCABAIIN JICKAPCTBA MPH MaAaIUCHTUTE, IIPHU KOUTO Ca IIpUIaraHu TaKI/IBa).

Beruky paHIOMI3HPAHH NALMEHTH, IPUEITH TIOHE €/HA 103 OT JEKApPCTBEHHS POIYKT B JIBONHOCISIIO
U3IUTBAHE TPe3 KPAaTKOCPOUHUS TBOMHOCIISAI MTEPUO/I.

"CpenHa cToHOCT, Kopurupana (1o MeTo/ia Ha Hal-MaJIKUTE KBaJAPaTH) CIPSAMO U3XOJHATA CTOMHOCT
*p-CTOﬁHOCT <0,0001 B cpaBHEHHE C TUTALE00.

§H6 € IIpaBC€HA OLICHKA 3a CTATUCTUYCCKA 3HAYUMOCT Opaau MOCICABAIIO U3CIICABAHC 3a BTOPUYHHN KpaﬁHH
TOYKH.

Kombunupano neuenue

B 52-ceamu4HO, aKTUBHO-KOHTPOJIUpPaHO HenHpepruopHo npoyuBaHe (¢ 52- u 104-ceaMuunu nepuoan
Ha yIbIDKaBaHe), 1o0aBsHeTo Ha Forxiga kbM JeueHne ¢ MeTQOpPMHUH € CPaBHEHO ¢ TI00aBSHETO Ha
CYAQOHUITYPEHHO MPOU3BOHO (TITUIHU3H) KbM JIeUeHHE ¢ MET(OPMHUH MPH MAIIMEHTH C HeaIeKBaTeH
rimkemuded koHTpos (HbAlc > 6,5 % u < 10 %). PesynrartuTe mokasBat CXOQHO CPEIHO
MOHWKaBaHe Ha cToHocTuTe Ha HbA 1 Ha 52-a ceaMuIia B CpaBHEHHUE C U3XOIHUTE, B CPABHCHHUE C
[JIMITK3K, KOETO J0Ka3Ba He mo-Manka edukacHocT (Tadnuia 3). Ha ceqmuna 104 kopurupanara
cpemHa mpoMsiHa oT u3xoHoTo HUBO Ha HbAlc e -0,32 % 3a manmarmudnosus u -0,14 % 3a riunusu.
Ha cenqmuna 208 xopurupanara cpegHa npoMsiHa oT u3xoqHoTo HuBo Ha HbAlc e -0,10 % 3a
nmanariauduosud u 0,20 % 3a rmunusua. Ha cemvuru 52, 104 n 208 3HaAYUTETHO MO-HUCHK MIPOLICHT OT
NanueHTUTe B rpynaTa Ha nedenue ¢ Forxiga (cvotBetHO 3,5 %; 4,3 % 1 5,0 %) ca nonxyunnu noHe
€/IMH cIy4al Ha pa3BUTUE HA XUIIOTJMKEMHS B CPAaBHEHHUE C TALIMECHTUTE Ha TIUIU3U (CHOTBETHO
40,8 %; 47,0 % u 50,0 %). IIporienTuTe Ha MUIIATA, OCTABAITN B KIMHUIHOTO M3MTUTBAHE HA

ceamuna 104 u cenmuria 208 ca 56,2 % u 39,7 % B rpymnara, jekyBaHa ¢ nanariauduiosus, u 50,0 % u
34,6 % B rpymnara, JIeKyBaHa C TJIMIU3U,.
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Tab6auua 3. Pesyaratu na 52-a cenmuna (LOCF") B ak THBHO-KOHTPOJIMPAHO NPOyYBaHe,
CPABHSIBAINO AANATTHGI03HH M IVIMIM3K KATO NONbJHEHHEe KbM JedyeHne ¢ MeT(hopMuH

Janaranduao3zun T'innusng

IlapameTnp + MmeT(opMHUH + MmeT(opMHUH
N° 400 401
HbA1lc (%)

WzxoneH (cpenen) 7,69 7,74

[IpomsiHa B cpaBHEHHE C U3XOIHATA -0,52 -0,52

croiHOCT”

Pa3nuka B cpaBHEHUE C 0,00

DIMIA3AA+METOPMHUH"

(95 % CD (-0,11; 0,11)
Tenecno Terao (kg)

NzxomHo (cpeaHo) 88,44 87,60

[IpomsiHa B cpaBHEHHE C U3XOAHATA -3,22 1,44

croiHOCT”

Pa3nuka B cpaBHEHUE C -4,65"

CIMIA3HA+METOPMHUH"

(95 % CI) (-5,14; -4,17)

"LOCF: Excrpamnonaius Bb3 OCHOBA Ha MOCJIEAHOTO HABIIOIEHHE.

®PamOMHU3MPAHHT 1 JIEKYBAHHU TALUEHTH C H3XOIHO U TOHE SIHO MOCIE/BAIIO ONPE/IENIHE Ha
e(pUKACHOCT.

"CpenHa cToiHOCT, KOpurupana (110 METo/Ia Ha Hali-MaJKUTe KBaPaTH) CIIPSAMO M3XOIHATA
CTOMHOCT.

"C He mo-maika eUKaCHOCT OT TIIUMU3KA + METQOPMHH.

*p-CTOﬁHOCT <0,0001

B cpaBHenue ¢ mnane6o, 100aBsHETO Ha ManarauguIo3nH KbM JieueHHue ¢ MeT(hOPMUH, TIIUMEITUPHUI,
MeTHOPMUH U CYI(HOHUITYPEHHO MPOU3BOIHO, CUTATIIMIITHH (CHC HITH 0e3 MEeT(HOPMHUH) WIIH WHCYIIHH
BOJIM JI0 CTATUCTUYECKH 3HAYMMO ToHmkapaHe Ha HbA1¢ Ha 24-a cenmuna (p < 0,0001; Tabnunu 4, 5
u 6).

HaGmonaBanoro Ha 24-a ceamuiia nonmxkasane Ha HbA 1c¢ B kKoMOMHHMpaHH TPOyYBaHUs C 100aBsSIHE
(TTUMenMpU U MHCYJIHH) 32 NaHHUTe OoT 48 cenMuny (riuMenupun) u A0 104 ceamuny (MHCYIIMH) ce
3aabpka. [Ipe3 48-ma cenmuiia, koraro € 100aBeH KbM CUTArJIHIITHH (ChC WK 6€3 METQPOPMHUH),
KOpUTHpaHaTa CpeiHa IMPOMSIHA OT U3XOAHOTO HUBO 3a 10 mg nanarnmudio3uH u mianebo € ChOTBETHO
-0,30 % u 0,38 %. B mpoyuBaneTo ¢ 1obaBsiHe Ha JanarauQIo3uH KbM JeUeHUE C METQOPMUH,
nonmxkaBaHeto Ha HbAlc ce 3agppxa no 102-a cenmuna (Kopurupana cpeaHa NIpoMsHa B CpaBHEHHE
¢ U3XojHara cToiHocT 3a 10 mg nanarnudio3ud u mwianedo cboTBeTHO -0,78 % 1 0,02 %). Ha
cenmuna 104 B rpynara ¢ HHCYIUH (CbC WK 0€3 TOMBIHUTEITHH NEPOPATHH TTTIOKO30-TIOHIKaBAILU
JIeKapCTBEHHU NMPOAYKTH), HoHmwkeHnero Ha HbAlc e -0,71 % u -0,06 % xopurupana cpeaHa mpoMsiHa
OT U3XOJIHOTO HUBO CHOTBETHO 3a 10 mg namarnuduio3un u miamne6o. Ha ceqmunu 48 u 104 no3ara Ha
MHCYJIMHA OCTaBa CTaOWJIHA B CPAaBHEHHE C U3XOIHOTO HUBO MU JIMLIATA, JEKYBaHU C

10 mg nanarnudmo3uH, npu cpeana ao3a ot 76 IU/xen. B rpynara ¢ nnane6o ce ycTaHOBSIBA CpeTHO
yBenuuenue ot 10,5 IU/xen u 18,3 1U/nen ot u3xoqHOTO HUBO (cpeana go3a oT 84 u 92 IU/nen),
choTBeTHO Ha ceamuIty 48 u 104. IIporeHThT Ha TUIaTa, OCTABAIY B KIMHUYHOTO M3MTUTBAHE HA
cenmuna 104 e 72,4 % 3a rpynara, nekyBana ¢ 10 mg nanarnudnosus, u 54,8 % 3a rpynara ¢
ianeoo.
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Tab6auua 4. Pesyararu ot 24-ceqmuunu (LOCF") miiane60-KOHTPOITHPAHH POYYBAHHUS 32
n00aBsiHe HA AanarJu¢JIoO3uH KbM JiedeHue ¢ MeT(OPMHH, INIMMeNNPU WM CHTATJINNTHH (ChC
uin 6e3 MmeThopMIH)

Komonnamus
Metdopmun' DPP-4 Unxudurop
(cuTaraunTun’)
+ Merdopmun'
Janaraudguaos Iliaued Hamarimgn  Ilnanedo
HH 0 03UH
10 mg 10 mg
N° 135 137 223 224
HbAlc (%)
N3xonen 7,92 8,11 7,90 7,97
(cpenen)
IIpomsHa B
CpaBHEHHE C
U3XO/HATA
cToiHOCT® -0,84 -0,30 -0,45 0,04
Paznuxa B
CpPaBHEHHE C 0,54" -0,48"
nane6o” (-0,74; -0,34) (-0,62; -0,34)
(95 % CD
MMauuentu (%),
NpH KOUTO ce
MOCTHUra:
HbAlc <7 %
Kopurupan
CTIPSIMO
W3XOJHATA
CTOMHOCT 40,6 25,9
TesecHo TerJio
(kg)
N3xonHo
(cpenno) 86,28 87,74 91,02 89,23
IIpomsna B
CpaBHEHHE C
U3XOAHATA
cToifHoCT® 2,86 -0,89 2,14 -0,26
Paznuxka B
CpaBHEHHE C
mane6o” -1,97° -1,89°
(93 % CI) (-2,63; -1,31) (-2,37; -1,40)

"Merdopmun > 1500 mg/nen; “cutarauntis 100 mg/men.

*LOCF: Excrpamnonanys Bb3 OCHOBA Ha MOCIEAHOTO HabmoaeHue (IIPean MPUIOKEHHE Ha KUBOTOCTIACBAIH
JIEKapCcTBa MPH MAIMEeHTUTE, IIPH KOUTO ca MIpHUjIaraHu TaKuBa).

6BCI/IFIKI/I paHOIOMU3UPAHU MALTUCHTH, IIPUEIIU ITOHE €/THA 103a OT JICKAPCTBCHUA IPOAYKT B }IBOﬁHOCJ’Iﬂl’IO U3IIUTBAHE
npe3 KpaTKOCPOYHUS TBOWHOCIIST EPHOI.

"Kopurupana 3a U3X0JHaTa CTOWHOCT 110 METOa HA Hall-MaJIKUTE KBaIPaTH.

“p-croitoct < 0,0001 B cpaBHEHHeE ¢ MUIaeG0+HIEPOPAICH JICKAPCTBEH MPOAYKT 33 OHMKABAHE HA TTTIOKO3aTa.
“p-croitroct < 0,05 B cpaBHEHHE ¢ MUIae6o-+IepopaleH JeKapcTBeH POIYKT 3a MOHMKABAHE HA TIFOKO3aTa.
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Tadauua S. PesyaraTu ot 24-ceIMHUYHM IJIALE00-KOHTPOJIMPAHN IPOYYBAHHUSA C
JanarJu@o3uH 1060aBeH KbM JiedeHHne ChC CyJI(POHNIYPeiiHO NPOU3BOAHO (FJIMMEeNUPHI) WU
MeT(OPMHH M CYJI(POHUTYPEHHO IPOU3BOIHO

KomOunanus
CyadonuypeiiHo Npou3BOIHO CyadonunypeiiHo npou3BoIHO
(raumenupua’) + Metdopmun’
Janaraunduosun I[naunedo Hanarandgnozu Inanedo
H H
10 mg 10 mg
N* 151 145 108 108
HbAlc (%)°
WzxoneH (cpenen) 8,07 8,15 8,08 8,24
IIpomsna cpssmMo
M3XOJIHATA CTOWHOCT” -0,82 -0,13 -0,86 -0,17
Pasnuka cnpsimo .
miane6o” -0,68" -0,69
(95 % CI) (-0,86; -0,51) (=0,89; —0,49)
Hanuentn (%), npu
KOUTO ce MOCTUra:
HbAlc <7 % (LOCF)"
Kopurupan crpsimo .
W3XOJHATA CTOMHOCT 31,7 13,0 31,8 11,1
Tenecno Teryo (kg)
(LOCF)"
N3xomHo (cpemHo) 80,56 80,94 88,57 90,07
IIpomsiHa cipsiMo
W3XO0IHATA CTOWHOCT® -2.26 -0,72 -2,65 -0,58
Pa3nuka cnpsamo .
n1ane6o’ -1,54" =2,07
(95 % CI) (-2,17; -0.92) (—2,79; —1,35)

"Tnnmernmpun 4 mg/nen; “Merhopmus (GOpMyTHPOBKH ¢ HE3a0aBHO WIH yIBIDKEHO 0cBOOOKAaBane) > 1 500 mg/nen
TUTIOC MAaKCHMaJTHa IIOHOCHMA /103a, KOATO TpsiOBa /1a Ob/Jie MOHe MMOJOBHHATA HAa MaKCHMalTHaTa J103a Ha
cynoHMITypeHO IPONU3BOIHO 3a ITOHE § CEAMUIIN TIPEN BKIIIOUBAHE.

*PaHIOMHU3UPaHH 1 JIEKYBAHU [ALMEHTH C M3MEPBAHE Ha €(DMKACHOCT HA U3XOHO HUBO U [OHE €HO U3MEPBAHE CIIE]
BKJIFOUBaHE.

®Komouu 1-Ba 1 2-pa, HbA 1 ¢ ananmsupan upes usnonssane Ha LOCF (Bx. Genesxka ,,r”); Komowu 3-ta u 4-ta, HbA lc
aHanmM3upaH upe3 m3nomBane Ha LRM (Bx. Oenexka ,,17).

*CpenHa CTOWHOCT, KOpUrupaHa (10 MeTO/a Ha Haii-MaJIKHUTe KBaJpaTH) CIOPSIMO U3XOJHATA CTOMHOCT.

"LOCF: Excrpanonaius Bb3 OCHOBA Ha II0CIEIHOTO HabIoqeHne (IpeIu IPUIOKEHHE Ha KUBOTOCIIACSBALIN
JIeKapcTBa NP MaHEeHTHTE, TIPH KOUTO ca MPUJIaraHu TaKHUBa).

"LRM: AHaju3 Ha MHOTOKPATHH JIOHTHTYANHAIHA U3MEPBAHHUSL.

“p-croitHoc < 0,0001 crpsiMo mare6o + mepopanHo(i) TeKkapeTBo(a) 3a MOHMKABAHE HA [ITFOKO3aTa.
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Tab6auua 6. Pesyararu na 24-a cenmuna (LOCF") B mi1ane60-KOHTPOIMPAHO NPOyYBaHe HA
JanarJu@uio3ud B KOMOMHAIUS ¢ HHCYJIUH (CAMOCTOSITE/IHO HJIM B KOMOMHALMS € IepOpaJieH
JIEKAPCTBEH MPOAYKT 32 MOHUKABAHE HA TJII0K03aTAa)

Janaraudgao3un 10 mg Inauedo
+ HHCYJIUH + HHCYJIUH
+ NepopaJIHU JIEKAPCTBEHH + NepopaJIHU JIEKAPCTBEHH
MPOIYKTH 32 MOHU:KABAHE MPOIYKTH 32 MOHUKABAHE HA

ITapameTsp HA IJI0K03aTa’ rJ1I0K03aTa’
N° 194 193
HbAlc (%)

W3xonen (cpenen) 8,58 8,46

[Ipomsina B cpaBHEHuE ¢

U3X0IHATa CTOMHOCT® -0,90 -0,30

Pasnuka B cpaBHEHHE C .

wiane6o” -0,60

(95 % CI) (-0,74; -0,45)
Tenecno Terao (kg)

UzxonmHo (cpemHo) 94,63 94,21

IIpomsiHa B CpaBHEHUE C

W3XO0JIHATA CTOMHOCT® -1,67 0,02

Paznuka B cpaBHEHHE C

mnane6o” -1,68°

(95 % CI) (-2,19; -1,18)
Cpeana fHeBHa 1032

UHCYJIMH any

Uzxonna (cpenna) 77,96 73,96

IIpomMsHa B cpaBHEHHE € 5,08

W3XOJIHATAa CTOMHOCT® -1,16

Paznuka B cpaBHEHHE C .

mrane6o” -6,23

(95 % CI) (-8,84; -3,63)

[TarmenTtu cbe cpenHa
pEoyKLMs Ha THEBHATA

no3a uacynuH noue 10 % .
(%) 19,6 11,0

*LOCF: Excrpanonanys Bb3 OCHOBA Ha IOCIEAHOTO HabmoaeHue (IPean MPUIOKEHHE Ha
JKUBOTOCIIACSIBAIIY JICKAPCTBA MPH MAI[EHTUTE, IIPH KOUTO ca MpUjIaraHu TaKuBa).

°Benuki paHIOMHE3HPAHH TALMEHTH, IPHENTH IOHE eIHA 034 OT JICKAPCTBEHHS IPOAYKT B ABOMHOCIIANO
MpOy4YBaHe Mpe3 KPaTKOCPOUHUS TBOHHOCIISI MEPHO.

"CpenHa cTOMHOCT, KOpUrupana (110 METo/Ia Ha Hal-MalKUTe KBaIpaTH) CIIPsAMO H3XO[HATA CTOWHOCT U
yrnorpebara Ha IIepopaliHy JIEKAPCTBEHH ITPOILYKTH 3a IOHIKaBaHE Ha IIIIOKO3aTa.

*p-CTOﬁHOCT <0,0001 B cpaBHEeHHE € TTaNe00 + HHCYIMH + TIepopalicH JICKapCTBEH MPOAYKT 3a
TIOHIDKaBaHe Ha TIIIOK03aTa.

“p-croitHoct < 0,05 B cpaBHEHNeE ¢ MTAe60 + HHCYINH + IEPOPANCH ICKAPCTBEH MPOLYKT 3a
MOHM)KaBaHE Ha TIII0K03aTa.

'BB3X0/AII0 THTPHPAHE Ha 103aTa HAa HHCYJIMHA B TEPATICBTHUHHTE CXeMH (BKITIOUBALIH
Obp30aeiicTBaM, HHTEPMEINEPHH U 0a3alHN HHCYJINHH) Ce OITyCcKa CaMO IPH MMallUeHTH, ITOKPUBAIITH
JneduHIpaHnTe peIBApUTETHO KPUTEPUH 3a TIII0K03aTa B KPBBTA HA TIIA/IHO.

Ha m3xoxH0 HHBO 50 % OT MALMEHTHTE ca OHIIM HA MOHOTEPAIHS ¢ HHCYIHH; 50 % ca GHIIM HA JeUeHHE
¢ 1 nm 2 mepopaliHu JIeKapCTBEHHU MPOAYKTA 32 MOHIKABaHE Ha TIII0K03aTa B JIOIIBIIHEHHE KbM
MHCYJIMHA; OT nocieanara rpymna 80 % ca mpuemanu camo MetdopmuH, 12 % - MeTpopMuH 1UTIOC
CynoHMITypeiHO TPON3BOIHO, & OCTAHAIIMTE — JPYTH NMEPOPATHHU JICKAPCTBEHH NPOIYKTH 32
TIOHIDKaBaHe Ha TIIIOK03aTa.

I'moxosa 6 kpvema Ha enaono

Jleuenneto ¢ 10 mg qanarnudo3uH KaTo MOHOTEPAIHS WM KaTo JIOMbIHUTEIHA TePAIUs KbM
MeT(OPMUH, TTIUMENUPUA, METHOPMHH U CyI(POHIITYPEHHO MPOU3BOIHO, CUTATIUNTHH (ChC WK 0€3
MeT(GOPMUH) UITH HHCYJIMH, BOAH 10 CTATHCTHUECKH 3HAYMMO MTOHMWKaBaHEe HA KOHIICHTPAIUATA Ha
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TIIF0KO03aTa B KpbBTa Ha TaaHO (-1,90 mo -1,20 mmol/l [-34,2 no -21,7 mg/dl]) B cpaBHEeHuE C marebo
(-0,33 mo 0,21 mmol/1 [-6,0 mo 3,8 mg/dl]). To3u edekT ce HaOmMoOIaBa Tpe3 IbpBaTa CEIMUIIA OT
JICYCHHUETO U B IPOyUBAHUATA, MPOoabIbKeHH 0 104-a cenmuira, ce 3amassa.

Tlocmnpanouanua enokosa

Jleaenueto ¢ 10 mg pamarnudao3uH KaTo JOMBIHATEIHA TEPAIUs KbM TIIUMETIUPHT BOIU 10
CTATUCTUYECKH 3HAYMMO MMOHIKaBaHE Ha KOHIICHTPAIMATA Ha TIF0KO3aTa B KPBBTA 2 Haca cliej
XpaHeHe Ha 24-a ceqMuIIa, KaTo To3M epeKT ce 3ama3pa 1o 48-a ceamuIia.

Jledenueto ¢ 10 mg gamarina03uH KaTo JOMBIHUTEIHA TEPAIUsA KbM CUTATJIUOTHH (ChC WK 0€3
MeT(hOPMHUH) BOAHM J0 IOHMKAaBaHE Ha KOHIICHTPALIMATA Ha IIF0KO3aTa B KPBBTA 2 Yaca Cjiell XpaHeHE
Ha 24-a cenMuIia, KaTo To3u eeKT ce 3ama3Ba ;10 48-a ceqmuria.

Tenecno meano

Jleaenueto ¢ 10 mg mamarnuhiao3uH KaTo JOMBIHATETHA TEPAus KbM MET(HOPMUH, TITHMETIAPH]I,
MeT(GOopMUH U CynHOHUITYPEHHO TPOU3BOAHO, CUTATIUITHH (ChC HIIH 6e3 MeT(OPMHUH) WK HHCYJIUH,
BOJIM 10 CTATUCTUYECKH 3HAYNMO TTOHIKABaHE Ha TEIECHOTO Terio Ha 24-a ceamunia (p < 0,0001,
Tabmumm 4 u 5). B pparocpounuTe W3nUTBaHUsS Te3u eexTn ce 3ana3par. Cien 48 ceqMuim
pasnuKaTa MpH JanariaugIio3nH KaTo AOMBbIIHEHHE KbM CUTATIHITHH (ChC WITH 0e3 MEeThOpPMUH) B
cpaBHEHHe ¢ marebo e -2,22 kg. Cnen 102 ceamunm pa3iukara npu ganarindIo3uH KaTo
JIOTTBIHEHUE KbM MET(HOPMHUH B CpaBHEHHE ¢ TUTaNe00 WM KbM HHCYJIMH B CpaBHEHHE C IIaedo ¢
CchOTBETHO -2,14 u -2,88 kg.

Karo nombiaHuTenHa Tepanus KbM MET(GOPMHH B €IHO aKTUBHO KOHTPOJUPAHO, HEUH(PEPHUOPHO
KIIMHUYHO U3MHUTBAaHE, ANariuQIIO3WH BOIU 10 CTATUCTHYECKH 3HAYMMO ITOHIDKEHUE Ha TEIECHOTO
TETJIO B CpaBHEHHUE C rmnu3uf ot -4,65 kg cnen 52 ceqmuru (p < 0,0001, Tabnuma 3), koero ce
noaabpxka cinen cenmuiy 104 u 208 (cwrorBetHO -5,06 kg u 4,38 kg) .

[Ipoy4uBaHe ¢ MPOIBIKUTETHOCT 24 CEIMUITH, BKIItFoUBaIio 182 manuenTu ¢ quadeT, u ¢ U3M0JI3BaHe
Ha JIBOWHOEHepruiiHa peHTrenosa adbcopouuomerpus (DXA) 3a orieHKa Ha TEJECHUS ChCTaB, TIOKa3Ba
noHmwkeHue 3a 10 mg nanaraugIios3rH mitoc MeTHOPMHUH, B CPaBHEHHUE C I1Iae00 MIrC MeT(HOPMUH,
CHOTBETHO TI0 OTHOIIIEHHUE ITO-CKOPO Ha TEIECHOTO TeTJIo U onpeneneHaTa ¢ DXA macTHa ThKaH,
OTKOJIKOTO TI0 OTHOIIIEHHE Ha MYCKYJIHATa ThKaH U 3ary0ara Ha TeuyHocTH. [loampoyuBane ¢
nznon3sane Ha SIMP nokasBa, ue B cpaBHEHHE C IU1aebo miroc MeTGopMuH, jedenuero ¢ Forxiga
TUTFOC MeT(HOPMUH BOJU 10 HAMaJsIBAaHE HA YMCJICHATa CTOMHOCT Ha BUCIEpaHaTa MaCTHA ThKaH.

Apmepuanno Hanszane

Criopent ipeIBapUTEIIHO YTOUHEH 00001IeH aHau3 Ha 13 miamne00-KOHTpOIHpaHH POYyYBaHUs,
nedenueTo ¢ 10 mg gamarnmmdao3uH BoAM 0 TpOoMsiHA Ha 24-a CeIMHIIa Ha CHCTOIHOTO apTePUATTHO
HaJiTaHe B CpaBHEHHE C U3XOAHOTO ¢ -3,7 mmHg, a Ha auacTomHOTO — € -1,8 mmHg, nokaTo npu
MpHEM Ha IIanedo ChOTBETHUTE cTOMHOCTH ca -0,5 mmHg 3a CHCTOTHOTO apTepUaTHO HASITAHE U
-0,5 mmHg 3a nuactonroTO. [lo00HO MTOHMKEHME ¢ HabmoaaBano 1o 104 ceqmuriy.

B nBe 12-ceqmuynn miane00-KOHTPOIUPaHN KITMHUYHA TPoy4YBaHus ipu o610 1 062 nanueHTH ¢
HEJOCTAaTHhYHO KOHTPOJIUPAH AUA0ET TUT 2 M XUTIEPTOHUS (BBIIPEKU TPEIIIESCTBANIOTO CTAOMITHO
snedyenne ¢ ACE-I mmun ARB B enno ot m3nutBanuara, 1 ¢ ACE-I mmn ARB mirroc eqHO TOTBIHATEIHO
AHTUXHUICPTEH3UBHO JICYCHHUE B IPYTOTO KIMHUIHO IIPOyUIBaHe), ca JIeKyBaHu ¢ 10 mg
nmanarinudio3ud win miamneto. Ha cenmuna 12 B qBeTe KIMHUYHU Hpoy4BaHus ¢ 10 mg
JanarnugIIo3uH ILTI0C 00MYafHOTO aHTUANAOETHO JICYCHHE, Ce OCHUTYpsiBa ojoopenne Ha HbAlc u
HaMaJIsBa M1ane00-KOPUTHPAHOTO CUCTOHO apTEPHATHO HAJIATaHEe ChOTBETHO cpeaHo ¢ 3,1 u

4,3 mmHg.

besonachocm no omnowenue Ha cvpoeyHo-cv008ama cucmema

Hampagen e Meta-aHanu3 Ha ChpAEYHO-CHOBUTE HHIIMCHTH B KIIMHINYHATA nporpama. 34,4 % ot
NalMeHTHTE B KIIMHUYHATA IporpaMa ca ¢ aHaMHe3a 3a Chp/IeYHO-ChI0BO 3a00JIsBaHE (C U3KIIOUCHHE
Ha apTepuaTHa XUIEPTOHHS) Ha U3XOAHO HUBO, a 67,9 % ca ¢ apTepuaiHa XUIIEPTOHHUS.
C’pr[CLIHO-CT)IIOBI/ITe WHIUACHTHU Ca NPCUCHABAHU KAaTO TaKMBA OT HE3aBUCUMa KOMUCHUA. H’prI/I‘IHaTa
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KpaifHa TOYKa € BpeMeTO JI0 IbPBO CHOUTHE OT CIIETHUTE U3XOU: ChPACYHO-CHJI0BA CMBPT, HHCYIIT,
uH(papkT Ha Muokapaa (M) wnm xocnuranu3amnus 3a HectabunHa creHokapaus. [IppBudaHuTe
eIMU30/I1 HACTHIBAT ¢ yecToTa 1,62 % Ha ManMEeHTOroInHA TIPH MAIUCHTH, JICKYBaHH C
narmarnuguosud, u 2,06 % Ha MalueHToro/JHa TP MAIEeHTHTE, IEKYBaHU ChC CPaBHUTEIICH
npoaykt. KoedumueHThT Ha puCK 3a AanariviIo3uH B CPaBHEHUE ChC CPaBHUTEIHUS TPoaAyKT e 0,79
(95 % mosepurenen uatepsai [CI]: 0,58, 1,07), koeTo moka3Ba, 4e B TO3H aHAIIN3 MIPH MAITUEHTH ChC
3axapeH auabeT Tum 2 mpueMbT Ha Forxiga He € CBbp3aH ¢ MOBHIIEH ChPICYHO-ChIOB PHCK.
CopaeuHo-cbaoBa cMbpTHOCT, UM 1 nHCYNT ca HabmronaBanu ¢ koepunueHT Ha puck 0,77 (95 % CI:
0,54, 1,10).

Hayuenmu c 6vb6peuno yspescoare

Vmepeno 6v6peuno yepexcoane (eGEFR > 30 0o < 60 ml/min/1,73 m’)

EdukacHocTTa Ha namarmugIio3yH € OlleHeHa OT/IENTHO B CIICIHATTHO MPOYYBaHE MPH IMAIUEHTH ChC
3axapeH AuabeT U yMepeHo ObOpeyHO yBpexkaaHe (252 maiueHTa ¢hC cpeiHa

eGFR 44 ml/min/1,73 m®). CpennaTa npomsiHa B CpaBHEHHE ¢ U3X0HaTa cToitHocT Ha HbAlc Ha
24-ta ceqmuua e -0,44 % u -0,33 %, cpoTBeTHO NpH npueM Ha 10 mg nanarnudao3uH U Ha rianedo.

THayuenmu c uzxoona kouyenmpayusi na HbAlc > 9 %

[IpenBapuTenHo yTOYHEH aHAIN3 IPH MALUEHTH ¢ U3X0aHa KoHIeHTpanus Ha HbAlc > 9,0 %
MoKa3Ba, ue JiedeHneTo ¢ 10 mg nanariaudIio3nH BOIU 10 CTATUCTUYCCKU 3HAUMMO MMOHMKABaHE Ha
KoHIeHTpanmsaTa Ha HbAlc Ha 24-a cenqmuiia 1 KaTo MOHOTEpanus (KOpUrupaHa cpeHa IpoMsiHa B
CpaBHEHHE C U3XOAHATa CTOWHOCT: ChOTBETHO -2,04 % u 0,19 % 3a 10 mg nanarnuduiosus u
wiane0o), 1 KaTo J00aBKa MpH JieueHHe ¢ METPOPMUH (KOPUTHUPaHA cpellHa MPOMSIHA B CPaBHEHHE C
W3X0JHATa CTOWHOCT: ChOTBETHO -1,32 % u -0,53 % 3a manarnudio3uH U mwianeoo).

IHleouampuuna nonynayus

EBpomneiickaTa areHuus mo jJexapcTBaTta oTiiara 3aIbKEHHETO 3a MPEOCTaBsiHEe Ha Pe3yITaTUTe OT
NPOYYBAHUSATA C IANArIM(IIO3UH B €/IHA WM MIOBEYE NOATPYIH Ha MeAUaTpUIHATA OMyJIanus 3a
JIeYeHHE Ha 3axapeH auadet Tun 2 (BXk. Touka 4.2 3a nHGOpMaLUsI OTHOCHO YIOTpeOa B meauaTpusiTa).

5.2 ®apmakokMHETHYHHU CBOWCTBA

AOGcopbuus
Cren mepopaiHo npujioxkeHue ganarmudiio3us ce abcopoupa 0bp30 1 g00pe. MakcuManHara

rurazMena KoHreHTpanus (Co,.yx) Ha gamarmu@io3uH 0ONKHOBEHO Ce TIOCTUTa B paMKHTE Ha 2 Jaca
clie] IPUIIOKEHHE Ha TiagHo. [ 'eomeTpuaHuTe cpenHu ctoitHOCTH Ha C 1 AUC, Ha mamarnmdno3uH
B CTAIlMOHAPHO CHCTOSHUE CJICH MPHIOKEHUE BEIHBK JHEBHO B 103a 10 mg ca choTBeTHO 158 ng/ml
u 628 ng h/ml. AGcosoTHaTa nepopaiHa OHOHATMYHOCT Ha JanariugIIo3uH cea MPUIOKEHUE Ha
no3a ot 10 mg e 78 %. [Ipunoxkenuero ¢ Gorata Ha Ma3HUHM XpaHa BOJU 10 HaMaisBaHe Ha Cp,x Ha
nmanariauduosus ¢ 10 50 % u yabmkaBaHne Ha T,y ¢ IPUOIUM3UTENIHO 1 Yac, HO HE U JI0 MPOMSIHA Ha
AUC B cpaBHEHHE C IPUIOKEHUETO HA TIIATHO. Te3u MPOMEHH HE C€ CMATAT 33 KIMHUYHO 3HAYUMH.
CrnenoBatenno, Forxiga Moske 1a ce mpuema chC Wi 0e3 XpaHa.

PasnpeneneHue
[Ipubnuzurenno 91 % ot gamarnmudao3uH € CBbP3aH C MIa3MEeHUuTe MpoTeuHH. CBBP3BaHETO C

TUTa3MEHHUTE MPOTEHHU HE Ce MPOMEHS IPU Pa3iNuvyHu O0JIECTHU ChCTOSHUA (Hamp. ObOpeuHa mim
YepHOAPOOHa HeAOCTAaThYHOCT). CpeHUAT 00eM Ha pa3npeeicHHe Ha Aanariugio3uH B
CTalMoHapHO cheTosHuE € 118 muTpa.

buoTpanchopmarus

Janarnudio3ud ce mojyiara Ha UHTCH3UBEH METa0O0IM3bM, TIPU KOETO ¢ce 00pa3yBa OCHOBHO
nanarimigo3uH-3-O-TIIOKYPOHHI, KOWTO € HEaKTHBEH METa0O0IIHT.
Hanarmmgio3us-3-O-TIroKypOHUI WM JPYT META0OIUT He AOTPHHACAT 3a TIFOKO30MOHIKABAIIUTE
edexru. JJanarnudosun-3-O-rimokyponus ce oopasysa nmon aericteueto Ha UGT1A9 — ensum,
OTKpHBAII] ce B uepHus 1pod 1 0b0peka, a mpu xopa CYP-menunpanust MeTaboIu3bM € BTOPUICH
CIIMMUHAIUOHEH ITHT.
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Enumunupane
Crnen egaokpater mpueM Ha 10 mg manarnuio3uH OT 3/IpaBy JOOPOBOIIIN CPEAHHUIT TEPMUHAICH

TUTa3MEH MOJTYKUBOT (t1,,) Ha Aamarudiao3uH e 12,9 yaca. CpeqHusT 001 CHCTEMEH KIUPBHC Ha
JmanariaudIIo3uH ciiea HHTPaBeHO3HO npuioxeHue ¢ 207 ml/min. Janarnudiio3ud u CBbp3aHUTE C
HEro METa0OJINTH C€ eTUMHHUPAT OCHOBHO C YpUHATA, KATO HEPOMEHEHUSAT Janariugio3yH € Moz
2 %. Cnen npunoxenue Ha 50 mg ['*C]-nanarmupnosun ce otkpusa 96 % ot no3ata — 75 % B
ypunata u 21 % BBB derneca. [Ipudnusurento 15 % oT qo3ara ce eKCKpeTHpa KaTo HEPOMEHEH
JIeKapCTBEH NPOIYKT BBB (hereca.

JInHerHOCT

Excrnio3unusta Ha manariauguio3nH HapacTBa MPOITOPIIMOHATHO Ha ITOBUIIIABAHETO HA J103aTa Ha
nmanarnudo3us, B quama3ona 0,1 mo 500 mg, u papMakoKMHETHKATa My HE C€ IIPOMEHS C BpEMETO
MIPH MHOTOKPATHO MPIJIOKEHUE BEIHBXK JTHEBHO B MPOIBIDKCHNUE HA 24 CEAMUITH.

CrenuaiHy nonyJIanuu

Bvbpeuno yepexcoane

B cranmonapno cherostane (20 mg ganarnugIio3uH, Npuiarad BEAHBXK JHEBHO B TIPOIBIDKEHUE Ha

7 IHM) MAMEHTUTE ChC 3aXapeH AuadeT TUM 2 U JIeKO, YMEPEHO WM TeKKO ObOpedHo yBpeXJaHe
(ompezneneHo KaTo TakoBa Bb3 OCHOBA HA IJIA3MEHUS KIIMPBHC HA HOXEKCO) ca ChC CUCTEMHA
eKCTIO3HLMS Ha Aanariuguio3uH cboTBeTHO ¢ 32 %, 60 % u 87 % mo-BuCOKa OT Ta3u NMPH MALUEHTH
ChC 3aXapeH AuabeT TUMl 2 U HopMaliHa ObOpeuHa ¢pyHkus. B cTanmoHapHo chcTOsiHUE 24-1acoBaTa
eKCKpeLus Ha TII0KO03a C ypUHAaTa II0Ka3Ba BUCOKA 3aBUCUMOCT OT ObOpedHaTa QyHKUUS U IpU
MAIUEHTH C HopMaliHa ObOpevHa QYHKIHS, JIEKO, yMEPEHO WIIH TEKKO ObOpEevHO yBpeKJaHEe JHEBHO
C ypuHaTa ce eKCKpeTupar choTBeTHO 85, 52, 18 u 11 g rimroko3a. BiusHreTo Ha XeMoauann3ara
BBPXY CKCIIO3ULMATA HA Janarin(Io3uH He € U3BECTHO.

Yeproopobno yspecdane

[Ipu nanueHTUTE C JIEKO WIH yMEpeHo 4epHoApoOHO yBpexnaHe (kmac A u B mo Child-Pugh)
cpenauTe Cox 1 AUC Ha manariugIio3us ca mo-BUCOKH ChOTBETHO ¢ 12 % 1 36 %, OTKONKOTO mpH
3/IpaBy KOHTPOJIH. Te3HU pas3avKu HEe Ce CMATAT 33 KJIMHUYHO 3HAYMMH. [1pY MAIllMeHTH ¢ TEXKKO
yepHOApoOHO yBpexkaane (kiaac C no Child-Pugh) cpennure C,, 1 AUC Ha nanarnmugnosus ca
MO-BUCOKHU ChOTBETHO C 40 % u 67 %, OTKOIKOTO MPH 3APaBU KOHTPOJIU.

Cmapuecka sv3pacm (> 65 200unu)

Jluncea KIMHUYHO 3HAYMMO YBEJIMYaBaHe HA €KCIO3UIUATA B 3aBUCUMOCT CaMo OT Bb3pacTTa IMpu
MaIMeHTH Ha Bb3pacT 1o 70 roauan. Bee mak, Moxke Ja ce oyakBa NOBHINIAaBaHE HA €KCIIO3UIIHSTA B
pe3yJTaT Ha CBbP3aHO C Bb3pacTTa BiOIIaBaHe Ha ObOpeuHaTa QpyHKus. JIMICBAT 10CTaThUHO
JIaHHHM, 32 J]a Ce HalpaBy 3aKI0YCHUE OTHOCHO €KCIIO3MIIMATA IPH MAIIMEHTH Ha Bh3pacT

> 70 roguHU.

He()uampuuua nonyaayus
(DapMaKOKI/IHeTI/IKaTa HC € IpOYy4YBaHa B ICUAaTpUYHATA ITOIyJIallnsl.

Hon
Ouaksa ce mipu xeHu cpennata AUC, Ha manarnudIio3uH Ja € mo-Bucoka ¢ 22 %, OTKOJIKOTO MpHu
MBIXKE.

Pacosa l’lDMHadfle.QfCHOCWl
JInmcBa KIMHUYHO 3HAYMMa PpasjivKa B CUCTCMHATA CKCIIO3UIUA MCXKAY HHAWUBUAN OT CBPOIICHUHATA,
HErpouaHaTa 1 MOHIoJioniHara paca.

Tenecro meano

YcTaHOBEHO €, 4e ¢ YBeInuaBaHe Ha TEIECHOTO TETII0, EKCITO3UIIMTA Ha Tanaraiugio3nH HaMamsaBa.
Karo nmocnencTsue oT ToBa MallMeHTUTE C HUCKO TEJISCHO TETJIO MOJKE JIa Ca C M3BECTHO ITOBHUIIIABaHE
Ha €KCIO3MIUATA, a IAlMEHTUTE ¢ BUCOKO TEJIECHO TErJI0 — C M3BECTHO HaMaJIsIBaHE HA €KCIO3UIIUATA.
Te3u paznuuus obade He ce CMATAT 32 KIMHUYHO 3HAYHUMU.
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5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT

HexknuanuHuTe TaHHU HE TIOKa3BaT OCOOEH PUCK 3a XOpa Ha 0a3aTa Ha KOHBEHIIMOHATHUTE
(hapMaKoJIOTHYHY MPOYYBAHUS 32 O€30MACHOCT, TOKCHYHOCT ITPH MHOTOKPATHO TIPUIIaraHe,
T€HOTOKCHYHOCT, KapIIMHOTEHEeH MOTeHIUaN U ¢eprunuteT. Janarnudno3ud He uHIAyIEpa
Pa3BUTHETO HA TYMOPH TP MULIKU U IUIBXOBE B HUTO €/IHA OT JO3UTE, U3CIIEIBaHU B JIBYTOJIHIIHU
IIPOYYBaHUs 32 KAPLUUHOTCHEH ITOTEHIUAI.

PenpoayKkTHBHA TOKCMYHOCT U TOKCHYHOCT 3a Pa3BUTHETO

JMPEKTHOTO MPIIIOKEHNE Ha Janariu@Io3uH MpH HACKOPO OTOUTH IUThXOBE U MHIUPEKTHATA
EKCTIO3UITHSI IT0 BpeMe Ha KbCHa OpeMeHHOCT (Tpe3 epHoH, ChOTBETCTBAIIN 10 OTHOIICHHE Ha
CH3psABaHETO HA OBOpELUTE Ha BTOPHUS U TPETHS TPUMECTBP OT OPEMEHHOCTTA IIPH X0pa) U KbPMEHETO
ca CBBbpP3aHU ¢ TIOBUIIICHA YECTOTa HAa Pa3BUTHUE W/UIIM TEXKECT Ha JAMIaTalus Ha ObOPEYHOTO JIeTeHue
u 0bOpeynuTe TyOyIH MPU TOTOMCTBOTO.

B ToKCHKOIIOTHYHO TIpOyYBaHEe MPY MJIAX XKUBOTHH, TUPEKTHOTO MPUIIOKECHHE Ha JTanarianQIIo3uH Ha
MJIA¥ TIBX0BE — OT 21-1u 10 90-u mocTHaTaJIeH JeH, ce Cho0IaBa 3a quiatamnusi Ha 00pedHOTO
nereH4e U ObOpeYHHTE TYOYIH MIPU BCHYKHU J03U; SKCIO3UIINITA HAa MAJIKUTE TPU Hal-HUCKATa
MpOoyYBaHa /103a € > 15 mo-BrucoKa OT eKCIIO3UIUsATA PH MaKCHMAaTHATa MPETIOPHYUTEIHA 032 MTPH
xopa. Te3n HaxXOJKU ca CBbP3aHU C JJO303aBUCHMO MTOBHIIIABAHE HA TETJIOTO HA OBOpenuTe u
MaKpOCKOIICKO yrojeMsBaHe Ha ObOpennTe, HaOMoJaBaly pH BCHUKH 1034. HabmonaBanara npu
MJTaJTv )KUBOTHH JIUIIATAIVs HA ObOPEYHOTO JIeTeHYe U Ha ObOpeuHuTe TyOy M HE MOKa3Ba IIbIIHA
O6paTI/IMOCT B paMKHUTC Ha HpI/I6HI/ISI/ITeJ'IHO CAHOMECCYHMA BBb3CTAHOBUTECIJICH IICPUO.

B otnenHo npoyuBaHe 3a mpe- U MOCTHATAIHO pa3BUTHE, HA MAMKHUTE € MpUiIaral Aanariu@io3nH OT
6-1 recTaliOHEH AEH 10 21-mocTHATAJeH AEH, KaTo 32 MAJKUTE EKCIO3ULUATA € OMila MHANPEKTHA —
in utero u 4pe3 MISIKOTO (IIPOBEJEHO € CaTeIMTHO MIPOYYBaHE 3a OLIEHKA Ha KOHILIEHTpalusITa Ha
JanaraugIIo3uH B MIITKOTO U €KCIIO3UIMATA Ha MankuTe). HabmiomaBaHa e moBUIlIeHa 4YeCTOTa HITH
TEXECT Ha JulaTanus Ha ObOPEUHOTO JIeTeHY€e NIPU 3PAJI0TO HOTOMCTBO HA TPETHUPAHU MalKu, MaKap
¥ caMo TIpH Haif-BHCOKaTa Mpoy4YBaHa /103a (ChOTBETCTBAIIIA HA €KCTIO3UIIMK Ha MaifKaTa 1 Ha
MankuTe, KouTo ca 1415 u 137 mbTH O-BUCOKH OT €KCTIO3UIUATA IPH MaKCUMaIHaTa
NpenopbUYUTENHA J103a IPY Xopa). JombIHUTEeTHaTa TOKCHYHOCT 332 Pa3BUTHETO € OrpPaHUYCHA JI0
J10303aBUCHMAa PEAYKIHS Ha TEJIECHOTO TETJIO Ha MAJIKHUTE, KaTO ce HAabII0AaBa caMo MpH A03U

> 15 mg/kg/nHeBHO (CHOTBETCTBAIIM HA €KCIIO3UIIMK Ha MAJIKUTE, KOUTO ca > 29 IbTH MO-BUCOKH OT
EKCIO3MIMATA IPY MaKCUMaTHaTa NpernopbunTeNHa 03a IpH Xopa). TOKCHYHOCT 3a MalKaTa ce
MIPOSIBABA CaMO MPH Hal-BUCOKUTE MPOYYBAHH JO3H U € OrpaHMYEHA 10 MPEXOAHO HaMassIBaHe Ha
TEJIECHOTO TETJI0 U KOHCYMAaIMATa Ha XpaHa. HuBoTo, ipu kKoeTo He ce Habro1aBaT HeXKelaH!
peakun (NOAEL) no oTHoIIEHHE Ha TOKCUYHOCTTA 3a Pa3BUTHETO — Hall-HUCKaTa Mpoy4BaHa 7034,
CHOTBETCTBA HA CHCTEMHA €KCIIO3ULIMS IPH MaiiKaTa, KOATO € MPUOIN3UTeNHO 19 MbTH MO-BUCOKA OT
eKCITO3UIIMATA MIPHU XOpa MPH MaKCUMaJHaTa IpernopbhuruTeIHa 103a.

B nonmbaHuTeNHE IPOYYBaHUS 32 BIUSHUE BBPXY eMOPHO(DETaTHOTO pa3BUTHE, AanariiiIo3ul e
MIpUJIaraH B IEPUOH, ChOTBETCTBAIIM HA OCHOBHHUTE IIEPHOIM OT OpraHoreHe3aTa 3a Bceku BUI. [Ipu
3aliI¥ TIPH HUTO €JJHA OT MPOYYBAHUTE JI03U HE € HaOJIr01aBaHa HUTO TOKCHYHOCT 3a MaiKara, HUTO
TOKCHUYHOCT 32 Pa3BUTHETO; HAW-BUCOKATa MPOYUYBaHa J103a ChOTBETCTBA HA CUCTEMHA €KCITO3ULIHS,
KOSITO € IpuOIu3uTenHo 1 191 mbTH MO-BUCOKA OT EKCHO3UIUATA TIPH XOpa PU MaKCHMaJIHATa
npenopbruYnuTeNHa 1o03a. [pu mrexoBe npu eKCro3uuu, KOuTo ca 10 1 441 mbTH M0-BHCOKU OT
EKCTIO3UIUATA TIPU XOpa MPU MaKCHMaJTHATA TIPETIOPBUYMUTENHA J103a, Nanarii(Io3uH He MOKa3Ba HATO
eMOpHoIIeTaNeH, HUTO TepaTOreHEeH e(eKT.

6. DOAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha NOMOIIHHUTE BElIECTBA

Slnpo Ha TabnerkaTa:
MuxkpokpuctaiHa 1enyio3a (E460i)
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JlakTo3a, 6e3BoIHA
Kpocmosugon (E1202)
CuuniueB muokenn (E551)
Maruesues creapar (E470b)

DUIMOBO TOKPUTHE:
Iomusuammankoxoin (E1203)
TurtanoB muokcun (E171)
Makxkporon 3350

Tank (E553b)

XKbnt xeneszen oxeun (E172)

6.2 HecnbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

3 ronuHU

6.4 CrnenuajHu ycJ0BHUSI HA ChbXPaHEHUe

To3u nexapcTBeH MPOAYKT HE U3UCKBA CIICHUAIHN YCIOBHA 32 ChXpaHEHHUE.

6.5 Buau cbabpikaHue HA ONAKOBKATA

ANyMUHUN/amyMUHIEB OITUCTED

OmnakoBku ot 14, 28 u 98 dunmupanu Tabnetku B HenepopupaHu KaJeHJapHH OJINCTEpPH
OmnaxoBku o1 30 x 1 1 90 x 1 ¢punmupanu TabneTku B nepoprpaHu €AHOI030BU OIHCTEPH
He Bcuuku BHOBE OMAaKOBKH MOTaT Ja ObAAT IyCHATH B Mpojaaxoa.

6.6 CrnenuajaHu nNpeana3Hu MepKHU NMPH U3XBbPJIsIHE

Hsama cricnyuaiHi U3MCKBAaHMAA.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertélje
IBemnns

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Forxiga 5 mg dhuimMupanu tabnetku

EU/1/12/795/001 14 ¢unmupanu tabiaeTku

EU/1/12/795/002 28 ¢unmupanu TabneTKu

EU/1/12/795/003 98 dunmupanu tabiaeTku

EU/1/12/795/004 30 x 1 (emHOMO30B OmvicTep) pUIMHUpaHU TaOIETKH
EU/1/12/795/005 90 x 1 (eqHomo30B 6auctep) GUIMHUpaHU TaOIETKH

Forxiga 10 mg ¢unmupanu TabieTku

EU/1/12/795/006 14 dunmupanu tabiaeTku
EU/1/12/795/007 28 ¢unmupanu TabneTKu
EU/1/12/795/008 98 dbunmupanu tabiaetku
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EU/1/12/795/009 30 x 1 (eqHomo30B O6auctep) GUIMHUpaHU TaOIETKU
EU/1/12/795/010 90 x 1 (eqHOomo30B O6aucTep) pUAMHpAHU TaOIECTKH

9. JATA HA TbPBO PA3ZPEIIABAHE/TIOJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

12 HoemBpu 2012 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

ITonpoOHa uHOpMaLKs 3a TO3M JICKApCTBEH MPOAYKT € NMPEI0CTaBeHa Ha yeOcalita Ha EBponeiickaTta
areHmus 1o JekapcTeaTa http:// www.ema.europa.eu.
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HNPUJIOKEHHUE I1

MNPON3BOAUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOXKJIABAHE HA ITAPTUIHN

YCJIOBUA NJIN OTPAHUYEHUA 3A TOCTABKA U
YIHOTPEBA

APYI'U YCJIOBUA N UBUCKBAHUSA HA
PASPEHIEHUMETO 3A YIHOTPEBA

YCJIOBUA NJIN OTPAHUYEHMUA 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MPOJIYKT
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A.  TIPOU3BOJIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA
MAPTU AN

HMe u aapec Ha npousBoauTeIA(UTE), OTTOBOPEH(HH) 32 OCBOOOKAaBAHE HA NAPTUAUTE

AstraZeneca GmbH
Tinsdaler Weg 183
22880 Wedel
T'epmanus

AstraZeneca UK Limited
Silk Road Business Park
Macclesfield

SK10 2NA
BenukoOpuTanus

Bristol-Mayers Squibb S.r.1.

Contrada Fontana del Ceraso

IT-03012 Anagni (FR)

Uranusa

ITeuaTHaTa TUCTOBKA Ha JIEKAPCTBEHMS IIPOIYKT TPAOBA J1a ChIbPKa UMETO U ajgpeca Ha
TIPOU3BOIUTENS, OTTOBOPEH 3a OCBOOOXKIABAHETO HA ChOTBETHATA MAPTH/IA.

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

JlexapCTBEHUST MIPOAYKT C€ OTIIyCKa I10 JIEKAPCKO IpeANUCaHuUE.

B. JAPYI'M YCJIOBUS U UBUCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA

. IleproanyHu aKTYaJIN3MPAHH JOKJIAIH 32 0€30I1aCHOCT

W3uckBanusTa 3a NoaBaHe HA MEPUOJUYHN aKTyalIn3UpPaHU JTOKJIaIH 32 0€30MacHOCT 32 TO3H
JIEKapCTBEH MPOJYKT ca MOCOUSHH B CIIUCHKA ¢ pedepeHTHUTE Aath Ha Eporneiickus cpro3 (EURD

CIUCHK), ipeaBuaeH B wi. 1078, an. 7 ot upextusa 2001/83/EO, 1 BEB BCHYKH CIIABAIIN
aKTyaln3alluy, MyOJIUKyBaHA HA €BPOTICHCKHS yeOImopTa 3a JeKapCTBa.

r. YCI0BUA NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTHBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITPOAYKT

° Il1an 3a yipaBjenue Ha pucka (ITYP)

ITPY tpsbBa na W3BHPIIBA H3UCKBAHUTE JICHHOCTH U JCHCTBUS, CBBP3aHU C MPOCIICIIBAHE HA
JieKapcTBeHaTa 0e30MacHOCT, mocodeHu B ooopenust [TYP, npexcrasen B Moy 1.8.2 Ha
Pazpemennero 3a ynorpeba, KakTo U IMPU BCUYKH CJISBAIIN aKTyanu3anun Ha [TYP.

Axryanmupan [IYP Tpsa6Ba na ce monasa:

e 110 uckaHe Ha EBporneiickaTa areHIus 1o JiekapcTBara;

e BHHArW, KOraTo Ce M3MEHs CUCTeMAaTa 3a yIpaBJIeHHE Ha PUCKa, 0COOCHO B pe3yNTaT Ha
IMoJry4aBaHC Ha HOBa I/IH(bOpMaHI/ISI, KOATO MOKE€ a IMOBJIMAC JOBEAC A0 3HAYMMHU IIPOMCHU B
CHOTHOLICHHUETO MOJI3a/PHCK, WM ClIe]] JOCTUTaHe Ha Ba)KCH eTal (BbB BPB3Ka C IIPOCIIE/IsBaHEe
Ha JIeKapcTBeHaTa 0e30MacHOCT WM CBEKAAaHE Ha PUCKA IO MUHHMYM).
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HNPUJIOKEHHE I11

O3HAYEHUSA BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA A CBABPKA BTOPUYHATA OITAKOBKA

BTOPHUYHA OITAKOBKA 5 mg

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Forxiga 5 mg ¢unmupanu tTabnetku
JanariugIo3uH

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

Besika TabneTka ChAbpIKa JanaringI03uH MPOIAHANO MOHOXHIPAT, EKBUBAIICHTEH Ha
5 mg nanarinao3uH.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Coabppika JaKTo3a. 3a JOMBbJIHUTEIIHA HH(POPMALIKS BUXKTE JIMCTOBKATA 3a MMalCHTA.

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJTHA OITAKOBKA

14 punmupanu TabIeTKH
28 ¢punmupanu Ta0IeTKU
30 x 1 punmupanu TabIeTKH
90 x 1 punmMupanu TaOIETKH
98 punmupanu TabIEeTKH

‘ 5. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJAHE

[Ipenun ynotpeba npoyerere IMCTOBKATA.
Ilepopanno mpunoxxeHue

6. CIHEHUAJIHO ITPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CbXPAHSABA HA MSCTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELTA

Ja ce cpxpansBa Ha MSICTO, HEJOCTHITHO 32 JCIa.

‘ 7. APYI'U CHEIUAJIHA HNPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'oneHn no:

9. CIIEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKUBA

10. CIENUWAJHHU NPEAITASHA MEPKU ITPU NU3XBBHPJIISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertilje
IBenns

12. HOMEP(A) HA PASPEHHIEHUETO 3A YIIOTPEBA

EU/1/12/795/001 14 dunmupaHu TadJIeTKA
EU/1/12/795/002 28 dbunmupanu TadJIeTKA
EU/1/12/795/003 98 ¢punmupanu TabneTku
EU/1/12/795/004 30 x 1 (emHOm030B OiricTep) hHUIMUPaHHA TaOJSTKH
EU/1/12/795/005 90 x 1 (emHO1030B OiricTep) (hHUIMUPaHHA TaOJICTKH

13. NAPTHUIEH HOMEP

ITapTunen Ne

14. HAYUH HA OTITYCKAHE

JlexapCTBEHUAT IPOAYKT C€ OTIIyCKa I10 JIEKAPCKO IpeANIUCaHuUE.

‘ 15. YKA3AHUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

forxiga 5 mg

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

JByn3mepeH 0apKo ¢ BKJIIOYEH YHUKAIECH HACHTU(HUKATOP.

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

PC:
SN:
NN:
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JAHHU, KOUTO TPABBA A CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA 10 mg

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Forxiga 10 mg ¢unmupanu TadbneTku
JanariugIo3uH

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

Bcsika TabieTka chbpiKa AanaringIo3uH MpOMaHInol MOHOXUIPAT, CKBUBAJICHTECH Ha
10 mg manarnudao3uH.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Coabppika JaKTo3a. 3a JOIBJIHUTEIIHA HHPOPMAIIUS BUXKTE JIMCTOBKATA 3a MalCHTA.

4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJTHA OITAKOBKA

14 punmupanu TabIeTKH
28 ¢unmupanu TabiIeTKN
30 x 1 punmupanu TabIeTKH
90 x 1 punmMupanu TaOIETKH
98 punmupanu TabIEeTKH

‘ 5. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJAHE

[Ipenn ynotpeba npoyereTe IMCTOBKATA.
Ilepopanno mpunoxxeHue

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

Ja ce cpxpansBa Ha MSICTO, HEJOCTHITHO 32 JCIa.

‘ 7. APYI'U CHEHNUAJIHU TPEAYIPEXIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'oneHn no:

9. CIIEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKUBA

10. CHENUWAJHH NPEAITA3SHU MEPKU ITPU NU3XBBPJIIAAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertilje
IBenns

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/12/795/006 14 dhunmupanu Ta0IeTKA
EU/1/12/795/007 28 dunmupanu TadbJIeTKA
EU/1/12/795/008 98 ¢unmupanu TabneTku
EU/1/12/795/009 30 x 1 (emHOm030B OnrcTep) hHUIMUPaHHA TaOJSTKH
EU/1/12/795/010 90 x 1 (emHOm030B OnrcTep) hHUIMUPaHHA TaOJCTKH

13. NAPTHUIEH HOMEP

ITapTunen Ne

14. HAYUH HA OTITYCKAHE

JlexapCTBEHUAT IPOAYKT C€ OTIIyCKa I10 JIEKAPCKO IpeANIUCaHuUE.

‘ 15. YKA3AHUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

forxiga 10 mg

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

JByn3mepeH 0apKo ¢ BKJIIOYEH YHUKAIECH HACHTU(HUKATOP.

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

PC:
SN:
NN:
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE NJIN
JIEHTUTE

BJIUCTEPHU NIEPO®OPUPAHU EJHOJO30BH S mg

| 1. HNME HA JIEKAPCTBEHUSA ITPOJAYKT

Forxiga 5 mg tabnerku
JanariugIo3nH

| 2. NME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

| 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

| 4. IHAPTUJIAEH HOMEP

Lot

5.  JPYro
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE NJIN
JIEHTUTE

BJIUCTEPU NEP®OPUPAHU EJHOJO30BH 10 m