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1.  MME HA JEKAPCTBEHHS ITPOAYKT £ss90% Lk .'59'.2?35

Ansutun Jdyo 50 mg/1000 mg ¢punmupanu tabiieTku
Jansitin Duo 50 mg/1000 mg film-coated tablets

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika Tabnerka ChAbpKa CUTArIMNTHH XHAPOXJIOPUI MOHOXHPAT, EKBUBAJIEHTEH Ha 50 mg
cutarnunTyH (sitagliptin) u 1000 mg merdopmunoB xuapoxsiopua (metformin hydrochloride).

3a MbJIHUSA CIIUCHK Ha NMOMOIIHUTE BEllleCTBA BUXKTE TO4YKa 6.1.

3. JJEKAPCTBEHA ®OPMA
dunmupana tabnerka (tabnerka).

UepBeHu 10 KadsBU NpoAbIroBaTd GUIMHpPAHU TaONETKH, C JAe/IMTENIHA YyepTa Mexay ‘S’ u ‘B’ or eanara
CTpaHa W C JieJIMTeJIHa YepTa OT JApyrara cTpaHa.

JluameTnp Ha Tabnerkara: 21,3 £ 0,5 mm

JlenuTenHara yepra He e NpeJHa3Ha4YeHa 3a pasjie/isHe Ha TabJerkara.

4. KIMHUYHU JAHHHA
4.1 TepaneBTHYHH NOKA3ZAHHSA

[Ipu BB3pacTHU MAUMEHTH CbC 3aXapeH AHaldeT TvM 2:

AnzutuH Jlyo e noka3aH KaTo JAOMbJIHEHHE KbM JUeTa U YIPaXKHEHHs 3a 1oAo0psBaHe Ha INTMKEMHYHUS
KOHTPOJI MPH NALMEHTH, MPU KOUTO HE € MOCTUIHAT 33/10BOJIMTEJIEH KOHTPO/ ¢ MAKCUMaJIHaTa [IOHOCUMA
3a TAX 1032 METHOPMHH CaMOCTOATE/IHO UJIM KOUTO BeYe CE JIEKYBAT ¢ KOMOMHALIUA OT CUTArJIMIITHH U

MET(OPMHUH.

SIzutuH Jlyo € nmoka3aH B KOMOMHALMA CbC CYJIPOHUTYPEHHH NMPOU3BOAHH (T.€. TPOMHO KOMOUHHUPAHO
JICYEHHUE) KaTO JOMbJIHEHHE KbM JIM€TA U YIIPAXKHEHHUS MPH MALMEHTH, IIPU KOUTO HE € MOCTHUIHAT
3a/I0BOJIMTEJICH KOHTPOJI ¢ MAKCUMATHATa MOHOCKUMA 3a TAX 1032 MET(OPMHUH U CYJI(QOHUITYpes.

An3utuH Jlyo e nokaszaH KaTo TPOHHO KOMOMHUPAHO JIEYEHHUE C TIEPOKCU3OMEH NPOJIM(EpaTOp-aKTUBHUPAH
peuenTop rama (PPARY) aroHucT (T.€. THa30JIMAUHIAMOH ) KaTO JOMBJIHEHHE KbM JHETa U YIIPAKHEHHUS MPH
MaLMEHTH, IIPU KOUTO HE € MOCTHUIHAT 3a10BOJIMTE/IEH KOHTPOJI ¢ MaKCMMasiHaTa MOHOCKUMaA 3a TAX J103a

meThopMuH U PPARY aroHucr.

Sn3utuH Jlyo ¢b110 € rnokasaH kaTo 100aBKka KbM UHCYJIHH (T.€. TPOMHO KOMOMHUPAHO ﬂel{w{l
JOITbJIHEHHE KBbM JM€TaTa M YIpaXKHeHHUATA 3a NMoJ00psBaHEe Ha NTUKEMHUYHHSA KOHWOW_\@HWHT”;”}.\

II".f

KOraTo MOCTOSHHATA /1033 HAa HHCYJIMH U METGOPMHUH CAMOCTOATEIHO HE OCUIYpsiBa a,aégﬁa&ep}j 1z
4 BF L ar e e N LTy

i_"-f‘

' ,_H:'-I- #
[IMKEMHYEH KOHTPOI. // S/ B\
[| &= [ =E2507F.
| == | 4t -3

7

] L]
a ol [l
i \ A

! i L L | ]
i . S " a ) &
L] LR ¥ '

| - [

=

(-

iy A i F o oI .
s\ s Py L oy il ¥
: | i g : ™~ .
C % 4
.-'.'d'_' 5 o= F
i y _f



4.2 o3upoBKA H HAYHH HA NPHJIOKECHHE

Jo3upoBka

JI03MpOBKATA HA AHTHXHIEPrIMKEMUYHOTO JieueHUe ¢ Ax3uTHH Jlyo TpsOBa Aa O6bae HHAUBHIAY AIM3MpaHa
Ha 0azaTa Ha HaCTOALMSA PEXKHUM HA MALMEHTA, €PEKTHBHOCTTA U TOJIEPAHTHOCTTA, KATO HE C€ MPEBHILIABAT
MaKCHMaJHaTa NpenopruBada JHeBHa A03a o1 100 mg cUTarlIHIITHH.

Bv3pacmnuu c nopmanna 6vbpeuna yuxyus (GFR2 90 mi/mun)

HEH NMalMeHTH, NPH KOXWTO HE € MOCTHIHAT 3a0BOJTMTC/ICH KOHTPOJI C MAKCHMAJIHATAa MOHOCHMA 103a

MeTGOPMHUH KaTO MOHOTEpAIHs

[Ipu nalMeHTH, NPY KOHTO HE € MOCTHIHAT 3aJ0BOJIMTENCH KOHTPON ¢ METQOPMHH CAMOCTOSTEJTHO,
oOMuYaiHaTa HauaIHa J03a TpAOBa Aa JOCTaBH J03a CUTArMMITHH B 103a 50 mg npa nmeTH AHEBHO (100 mg
ofla qHEeBHA A03a) ILUIC Jo03aTa MeThOpPMHH, KOITO Bede € MpHeMaHa.

[Tpy AUKMEHTH, KOUTO NMPEMUHABAT OT €THOBPEMEHHO [IpHJIaraHe Ha CHTATJIMIITHH H MET(QOpPMHH

[IpH nalHeHTH, KOWTO NPEMHHABaT OT €AHOBPEMEHHO NpWIaraHe Ha CHTarJunTHH U METQOPMHMH,
neyenueTo ¢ Auzurun Jlyo TpaOBa 1a ce 3ano4yHe ¢ 003aTa CHTAMTMITHH U METQOPMUH, KOATO BEYE €

HpHEMaHa.

[Ipy naieHTH, IPH KOHTO HE € NOCTUIHAT 33/IOBOJHTENEH KOHTPOJ ¢ ABOMHO KOMOWHHPAHO JIEYEHHE ¢
MAaKCHUMAJIHATA NIOHOCUMA 1033 MeTHOPMHH U cyadoHuTypes

Jlo3aTa TpaOBa 1a DOCTaBM CUTArJIMNTHH B A03a 50 mg nea meTH AHeBHO (100 mg ob1ua nHeBHa no3a) u
no3a MeTpopMHH, MOoAoOHA Ha 103aTa, KOATO Beue e npuemana. Korato AxsuruH Jlyo ce u3nomnsea B
KOMOHHALIMA ChC CYNPOHWTYpEs, MOXE /la Ce HaloXH ynoTpedaTa Ha NO-HUCKa A03a CyIPOHIITYpEs, 3a Ja
Ce HAMA/IM PUCKBT OT XHIIOIJTUKEMHA (BXK. TOUKa 4.4).

HpH [MalHEHTH, [MTPpH KOHTO HE € NNOCTHIHAT 3aJOBOJIHTC]ICH KOHTPOJI € QBOﬁHO KUMﬁHHHE&HD JICHCHHE C

MAaKCHMAJIHaTa MOHOCHMa Ao3a MeTdopmus U PPARY aroHuHcT
Ho3ata TpabBa Aa JOCTaBH CHTArJIMNTHH B 1032 50 mg nBa meTH gHeBHO (100 mg obwa aHeBHa n03a) U
no3a MeThopMHH, nogobHa Ha A03aTa, KOSTO BeYe € NMpUeMaHa.

[Ipy DanHeHTH, TIPH KOMTO HE € TIOCTUTHAT 3a/I0BOJIUTENIEH KOHTPOJ ¢ ABOWHO KOMOMHMPAHO JICYEHHE ¢

HMHCY/MH U MAKCUMAIHATA [IOHOCHMA 1033 M MHH
Ho3zara TpaOBa na AOCTABM CUTArTUMITTHH B A03a 50 mg nBa meTH aHeBHO (100 mg oblna nHeBHa f03a) H
no3a MeTopMHH, noaocOHa Ha A03aTa, KOATO Beye € npueMana. Koraro SAu3utux Jlyo ce nsnonssa B
KoMOHMHALIMA ¢ HHCYJIHH, HHCKaTa A03a MHCYJIMH MOXe Aa € HeoOXouMa 3a peyLMpaHe Ha PHCKa OT
xunornaukemMus (BxK. Touka 4.4).

3a paznuunuTe 1031 MeTdopMuH, Ar3umuH Jlyo ce npemnara 8 KoHUeHTpauusa no 50 mg CHTArJIMIITHH U
850 mg merpopmuHoB xuapoxnopua wid 1000 mg MeTQOpMHUHOB XHAPOXJIOPHA.

Bcuuky nandeHTH TpSOBa Aa MPOAB/DKAT NPEeNopbhbYaHaTa UM JHETA ¢ aI€KBAaTHO pasnpeaeIcHHue Ha
NpUeMa Ha BBIIEXHAPATH MPE3 ACHS.

CreliMalHH DOMYyJaLHuy
bvbpeuno yepeorcoane

He ce Hanara xopekups Ha 0o3aTa NpH NaLUeHTH ¢ J1eKo Ob0peyHo yBpexaaHe (CKOpOCT Ha INIOMEpPYJ/IHA
duntpaumsa [GFR] = 60 ml/Mun). [Ipean 3anoupane Ha 1eueHHE C MPOAYKTH, CbABPXAIIH METQOPMHH,
TpsAOBa Ja ce HanpaBH ouenka Ha GFR cToitHOoCcTHTE, a cnen ToBa - MOHE BeAHBX rofuiIHo. IIpH naupeHTH
¢ MOBHIIEH PHCK OT MO-HATATBIIHO MporpecupaHe Ha 0s0peyHO yBpeAIaHe ¥ NMPU NaLMEHTH B CTapyecka
BE3pacT TpaOBa ro-uecTo Ja ce mpaBu oLieHKa Ha ObOpeuHaTa QyHKLMS, HAIIpUMEpP HA BCEKH 3-6 Mecena.

npepasrieaaHy, Npeay 1a ce 0OMHUC/TH 3aM0YBaHETO HA JIeYEHHE ¢ MET(QOPMHUH I
GFR< 60 ml/MuH. '




GIR ml/Mun Mexdopmun CHIACAROTRE

60-89 Maxcumannama oneena ooza e Maxcumannama onesna doza e
3 000 mg. Moxce oa ce obmucau | 100 mg.
NOHUJICABAHE HA 003ama 8b6 EPb3KA C

HAMAIABAHEMO HQ b6vbpeunama
gyHKYuA.
45-59 Maxcumannama oxHesna 0034 e Maxcumannama oxesHa 003a e

2 000 mg. Havannama doza e nau-muozo | 100 mg.
ROMOCURAMA OM MaxcuManiama 003q.

30-44 Marxcumannama onesna 0o3a e Maxcumannama oneena 003a e
1 000 mg.Havannama oo3za e naii-muozo | 50 mg.
ROACBUHAMA O MAKCUMARHAMA 0034Q.

< 30 Mem@opmun e npomusonoxazan. Maxcumannama Oneena doza e
23 mg.

AKO He € JocThITHa 1030Ba dopmMa Ha SIH3uTHH yo ¢ agexkBaTHO KOJKYECTBO HAa aKTHBHOTO BELLECTBO,
BMECTO KOMOMHALHA ¢ (PHKCUPaHH 03H TpAOBA f1a ce H3MOA3BAT OTAEIHHTE MOHOKOMITIOHEHTH.

Heprnoopobro yapexcoane
SlnsutuH Jyo He TpaOBa na ce W3NOoN3Ba MPH NMALMESHTH ¢ YepHOAPOOHO yBpexIaHe (BX. To4ka 5.2).

Cmapuecka év3pacm

Toit kaTo METHOPMHH B CUTATJIMIITHH ce eKCKpeTHpaT upes 6u6peumre, AusuruH Jyo TpsadBa na ce
W3M10/13Ba ¢ MOBHIIEHO BHUMAHKE [IPY HANpEABaHe Ha Bp3pacTTa. HeoOXooHMoO € MOBHTOpHpaHe Ha
6b6peudara GyHKIHM, 32 1a ce MOATIOMOTHE MPEANa3BaHeTO OT CBBP3aHaTa ¢ METQOPMUH NaKTaTHA
aljMa03a, HaH-Beue B cTap4ecka BBH3pacT (BxK. ToukH 4.3 4 4.4).

Heouampuuna nonynrayus
Anzutun Jlyo He TpAORa [a ce W3MONM3Ba NPM A€LA U IOHOIIH Ha BB3pacT or 10 no 17 roquHu nopanu
HemocTarsuHa epukacHocT. HanuuHUTe MOHACcTOAINEM JaHHHM Ca onMcaHH B ToukH 4.8, 5.1 ¥ 5.2. Janumet

He € MPOYYBaH NpH NeIHaTPpUHHU NALUMEHTH Ha Br3pact nod 10 roaHHu.

Ha4yuH Ha [NPHJIIOKCHHC
JH3UTHH ,Il)’l) Tpﬂﬁﬂa Aa cE [IpHEMa IBa ITHTH JHCBHO C XPaHA 34 HAMAJIIBAHC Ha HOXKCJIAHHTC PCAaKLIMH OT

CTPaHa Ha CTOMALIHO-YPEBHHA TPAKT, CBBP3aHHA ¢ MET(POPMHH.

4.3 IlpormBonoxa3zaHus
Au3uTnd [yo e NpOTHRONOKA3aH MPpH MaLHEHTH ChC:

- CBPBXYYBCTBHUTC/IHOCT KbM QAKTHBHHUTC BCLUICCTBR HJIH KbM HAKOC OT I[NIOMOILNHHTC BCUICCTEA,

n36poeHH B Touka 6.1 (Bx. ToukH 4.4 1 4.8);
- BCEKH THIT 0¢Tpa MeTabouTHa aurgo3a (KaTo NaKraTda aluao3a, AMabeTHa Kkeroauydnosa);
- nuadeTHa peKoma,
- Texxka 6b6peyna HepoctaTbuHOCT (GFR < 30 ml/MuH) (Bx. Touka 4.4);
- OCTPH CHCTOAHHSA ¢ Bb3MOXKHOCT Ja H3MeHAT ObOpeuHata QyHKUMA KaTo:

- nexuaparaLms,
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- LIOK;
- 4epHOAPOOHO YEpexKIaHE,
- OCTPa AIKOXOIHA HHTOKCHKALMSA, aJIKOXOJHIBM;
- KEPMECHE.

4.4 ChoennajHH npeaynpexRIeHHN H NpeANA3HE MEPKH OPH yOoTpeda

O61u
Snsutun Jlyo He Tpabea na ce W3N0/3Ba NpH MAUUCHTH ¢ AuadeT TMN | U He TpsOBa aa ce H3MOI3Ba 3a

JedeHHE HA NHabeTHAa KeToallHao3a.

OCThp NaHKPEATHT
YnorpeGara Ha DPP-4 umxuburopH e cBbp3aHa ¢ PpUCK OT Pa3BUTHE HAa OCThp MaHKpeaTuT. [lalpeHTUTe

TpabBa Aa 6bAAT HHPOPMHPAHH 33 XapaKTCPHHUS CHUMIITOM HA OCTHpP MMAHKPEATUT: NEPCHCTHpAILA, MHOIO
cHiHa kopeMHa Oonka. Cnen npekpaTdBaHe Ha CUTAITIMOTHH ce HaGaioaaBa OTLIyMABaHE Ha MAaHKPEaTHTA
(cbe W 0e3 noTHPKAIO JIEYeHHE), HO B MHOTO peAKH CIIy4ad ¢ ChOOIaBaHO 32 HEKPOTH3HpAIll HIH
X€MOpAaru4eH MNaHKpeaTHT W/HIH CMBPT. AKO MMa CbMHEHHA 3a NAHKPEATHT, TpaOBa Oa ce npexpaTy NpHeMa
Ha SH3uTHH yo W Apyrd NOTEHUMAIHO MOJAO3UPaHH JIEKAPCTBCHHM NPOLYKTH, aKO ¢€ MNOTBBPAH OCTHP
NaHKpeaTuT, NpueMbT Ha AH3uTHH Jyo He Tpadea aa ce Bp300HOBABA. Heobxoaumo € noBUIIEHO BHUMaHHE

[IPH NMaLACHTH C dHAMHC34a 33 IIaHKPCaTHT.

JlakTaTtHa auunoz3a
JlakTaTHaTa auMa03a, MHOIO PAAKO, HO CEPHO3HO MeTaboAWTHO YCIOKHEHHE, Hall-4eCTO HAaCTHITBA NMPH

OCTpo BoIuaBaHe Ha ObOpeuHara GyHKUMA, KApAHO-PECTIMPATOPHO 3a00/1ABaHE WM CETICHC.
HaTtpyneaHeto Ha MeT()OpMHH HACTBIIBA [PH OCTPO BioWIaBaHe Ha OB0OpeyHaTa QyHKUMA U yBEIUMABA
PMCKa OT JIaKTaTHa alli1034.

B cimyyait Ha aexuapartaima (TeXKO NMOBPBIIAHE, AMapus, TPECKa UWIH HAMAJICH NPUEM Ha TECYHOCTH)
TpsAOBa BPEMEHHO Ja C€ CIIPE NPUEMBT Ha MET(POPMHH H € NPENOPHYUTEHO a C€ YCTAHOBH Bpb3Ka C
MECIMLMHCKH CTIICLHMAJINCT.

[IpueMBT Ha JIeKApCTBEHU MPOAYKTH, KOMTO MOTAT OCTPO 1a yBpeaaT Ob0peuHaTa QpyHKIUs (KaTo
aHTUXUIEPTEeH3UBHU cpeacTra, uypetuum U HCIIBC) tpadea aa ce 3anouHe ¢ MOBHILIEHO BHUMAHHE
[IpH NalUeHTH, JICKyBaHU ¢ METGOPMHH. Jpyrd pUCKOBH (pakTOpH 3a JIAKTATHA aluj03a ¢a NPSKOMEpEH
[IPUEM Ha ajIkoXoJl, YepHoApoOHa HEAOCTATEYHOCT, HEAOCTATHYHO KOHTPOIHPaH AnadeT, KeTo3a,
MPOABL/DKUTE/THO IMaqyBaHe U BCAKAKBH CHCTOAHHA, CBLP3aHM ¢ XHNOKCHA, KAKTO H  €JHOBpEMEHHATa
yIIoTpeba Ha JIeKapCTBeHU IMPOAYKTH, KOUTO MOraT Ja MPUYMKMHAT JIAKTaTHA aumao3a (BX. TOUKH 4.3 U
4.3).

[Namwenture w/wnm bonHorneaaynte TpaOBa aa ObaaT HHPOpPMUpPAHU 3a PUCKA OT JIAKTATHA aLMao3a.
JlakTaTHaTa alI03a ce XapakTepusHpa ¢ alMAO3HA AUCTHEs, KOpeMHa O0Ka, MYCKYTHM KpaMIIH,
acCTEeHUs M XMNOTEPMUA, NOC/IeABaHU OT KoMa. B ciyyait Ha CbMHEHHE 32 CHMIITOMH ITALMEHTHT TpAOBa
Ja cIipe npueMa Ha MeTOpMHH H He3abaBHO Aa NOTBPCH JieKapeKa noMoll. JluarHoctHuHuTe
Jab0OpaTOpHU HAXOJKHU ca MOHIDKeHO KpbBHO pH (<7,35), noBuilI¢HH HHBA HA IUIa3MEeHHA JIAKTaT

(> 5 mmol/L) u noeuena aHHOHHA pa3uKa U COTHOIUEHUE JIAKTaT/ IIMpYBaT.

[latMEeHTH ¢ YCTAHOBEHH MM NOAO3IUPAHH MUTOXOHAPUANIHH 3a00/sBaHUA;

[Ipy nauMeHTH ¢ YCTAHOBEHH MUTOXOHIAPHANHY 3aD0MABaHHA, KaTO CHHIPOM Ha MHTOXOHAPHAIHA
eHliedanonaTyus ¢ NaKTaTHa auMAo03a U HHcyaTononoduu emizoan (Mitochondrial Encephalopathy with
Lactic ACldDSIS and Stroke-lnke eplsodes MELAS) 1 HacneACTBEH AMabeT U [IyXOoTa 10 Mai4HHa JIHHUA

3a00J19BaHETO.
B ciyyail Ha npH3HALM M CHMIITOMM, nokasaTeHHd 3a MELAS cunapom wnuw MIDD,

OLICHKA.




brbpeuHa QyHKLMA
[Ipeny 3anouBaHe Ha JIeYEHHETO TPAOBa a ce HaNpaBH olleHKa Ha cToMroCTHTE HAa (GFR M penoeHo cien

To0Ba (BX. TouKa 4.2). SrzurH Jlyo e nporuBomnokasaH npy nauueHTd ¢ GFR <30 ml/mun v tpsabBa na
Obae BpeMEHHO CNpAH MPU HAJIMMUE Ha CBHCTOSHHS, KOWTO NPOMEHAT OLOpeuHaTa QyHKLMA (BXK. TOYKA
4.3).

XHUNOTTIMKEMHUA

[TarpenTn, momy4asaiiy SH3dTiH J{yo B KOMOMHAIIMA Cbe CYMPOHWTYpEA WM C MHCYJIMH, MOXKE J1a ¢a
M3JIOMEHH Ha PUCK OT xunorimukemus. ClieJoBaTe/HO, MOXeE J1a € HeoOXOMMMO HamMaliIBaHe Ha 103aTa Ha
CypOHITYpeATa WIM Ha HHCYJIMHA.

Peakimy Ha CBPBLXYYBCTBHTEAHOCT

MMa nocTMapKeTHHrOBH ChOOLLIEHHS 33 CEPHO3HH PeakiMi Ha CBPbXUYBCTBHTEIHOCT MPH MALMEHTH
JIEKYBAHW CHC CHTATJIHITHH. Te34 peakiy BKIOMBAT aHa(WIaKCHA, aHTHOSAEM U eKC(POTMATHBHU
CBHCTOAHMA HA KOXKATA, BKIFOUMTEIHO CHHAPOM Ha Stevens-Johnson. HauanoTo Ha Te3u peakilii HacTEIBa B
PaMKHTE Ha ITbPBHTE TPH Mecelia OT 3aloyBaHe Ha JICYEHHUETO ChC CUTArJIMITTHH, HAKOH CTyuad HaCTHIIBAT
cJiel IThPBATa 7103a. AKO Ce NMOJO3Hpa PeaKiius Ha CBPbXUYBCTBUTETHOCT, IPHEMBT Ha SIH3UTHH JTyo Tpabsa
I1a C€ MPEKpaTy, TPSOBa fia ce OLICHAT APYTH MOTSHLIMATHI PHYMHKA Ha CBOMTHETO U TpAbBa fa ¢¢ HA3HAUM
aJTTEPHATHBHO NleYeHne Ha quabera (BXK. Touka 4.8).

bynozeH neMburona .
[Tpn naiwenty, mpuemaiy DPP-4 vHXUOHUTOpH, BKTHOYMTENHO CHTAIIMITIHH, HMA MIOCTMAPKETHHTOBH

croOIeHns 3a OynozeH neMurona. AKo UMa cCbMHEeHHs 3a Oyno3eH nemM¢urons, NnpHeMbT Ha AH3UTUH
Hyo TpsbBa na ce mpeycTaHOBH.

Onepaus

SnsutiH JIyo TpaGBa Z1a ¢€ cripe 110 BpeMe Ha onepauus mog odiua, CIHHAIHA WM erMIypaiHa aHecTe3 .
JleueHreTo MOXe Ja ObJ1e BB30OHOBEHO He NO-paHo OT 48 yaca ciiea onepalMsaTa Wi Bh30OHOBABAHETO Ha
XpaHeHeTo Tpe3 YCTa, H MPH yCIoBKe ve Op0peyHaTa PpyHKImsA € OLICHEHA OTHOBO H € YCTAHOBEHO, Y€ €
cTabuiHa.

[TpunoxeHue Ha KOAUPAHH KOHTPACTHU BELISCTBA

B1TpechaoBOTO NpUWIOKEHHE Ha HOMMPaHU KOHTPAacTHH BEILIECTBA MOXKe 1a IoBeae A0
KOHTpacT-HHAYLIMpaHa Hedponarus, BOAeLd 10 HATPYIIBAHETO Ha METQOPMHH M IMOBHILEH PHCK OT JIAKTATHA
aipao3a. AusutuH Jlyo TpAGBa aa ce cnpe npeay WiM HenocpeACTBEHO IPEU MMpoLiexypara 3a oopa3Ha
IUArHOCTHKA U He TpAOBa Aa ce BB300OHOBABRA 10 HAaN-MaIKo 48 Yaca cjen ToBa, NpH yUIOBHE 4ye OpOpeuHara
(pYHKLIHA € OLIEHEHA OTHOBO U € YCTAHOBEHO, Ye € cTabwiHa (BK. TOUKH 4.3 H 4.5).

[IpoMsAHa B KIMHUMHKA CTATYC HA NAUMEHTH ¢ KOHTPONHpaH auader tun 2
[TaupenTt ¢ rpabet v 2, mpeau TOBa A0Ope KOHTPONUpaH ¢ AH3HTHH 1yo, KOMTO pa3sBHUBaT OTKIOHEHHA B

nabopaTOpHH NMOKAa3aTe/H HWIHM KIIMHWYHO 3ab0saBaHe (Haii-Beyue HesCHO WIH cnabo JeHHHpaHO
sabonaBane) Tpsdpa He3abaBHO Ja ce OLICHAT 3a HATMYHME Ha KETOalMI03a UITH JIaKTaTHa aLMaos3a.
OueHkara Tpg0Ba 1a BKIOYBA CEPYMHHM €JIEKTPOJIMTH U KETOHM, KPhBHA 3aXap M ako ¢¢ Hajara pH Ha
KPbBT4, HMBa Ha JIAKTAT, TUPYBAT U METQOPMHH. AKO CE MOABHY aLM03a, B KOATO M 14 € GopMa, JICYCHUETO
TpAOBa 13 ce cripe He3abaBHO U TPAOBA Aa C¢ MPEAITPHEMAT MOAXOAALIM MPOTUBOACHCTRALIIN MEPKH.

JeduuuT Ha BUTaMHH Bi2
MeTdopMiH MOXKE Ja HAMAJIM CEPYMHHTE HHBA Ha BUTaMHH B2. PUCKBT OT HUCKHM HABA HA BHTAMHMH

B2 ce yBenu4asa ¢ yBeiM4yaBaHe Ha J03aTa MeT(POPMHH, IPOABLKHTENHOCTT2 Ha JICYSHHETO H/HITH
[PH NMALMEHTH C PUCKOBH (PaKTOPH, 34 KOUTO € H3BECTHO, Y€ MPHYHHABAT AeHIMT Ha BUTaMUH B)2. B
clyyai Ha ChMHEHHE 3a Je(PULIMT Ha BUTaMHH B, (KaTo aHeMHSA WK HEBPONATHA), CEPYMHHTE HUBA
Ha BUTaMuH Bi; Tpabea na ce npocnepaear. [TeproanuHo mpocieasBaHe Ha BATAMHH B aace
HAJIOXKH [IPH MALMEHTH ¢ PUCKOBH (PaKTOPH 32 AePULMT HA BUTAMHKH B2, Tep [ SeniSRIoHyn.
TpabBa Aa MPOARIKH, IOKATO ¢ MoHacs A06pe U HE € NPOTHBONOKA3aHA, H J1a ‘ | _""**-:f?;.- \
NOAXOAAUIO KOPHIHPALLO JICYEHHE 32 AeHLMT HA BUTAMHH B2 B ChOTBETCTB wtre:
KJIMHHYHH HACOKH.




Hatpuii
To3H eKapcTBEH NMPORYKT ChAbPXKa NMO-Manko 0T 1 mmeol Harpuii (23 mg) Ha TabrieTka, T.e. MOXe J1a ce
KaKe, e MPaKTHYECKH He ChAbpXKa HaTpHH.

4.5 BsauMoaelicTBHE ¢ APYrH JIEKAPCTBEHH NPOAYKTH H APYrH GOPMHE Ha B3aHMOACHCTBHE

EnHoBpeMEHHOTO MHOT'OKPATHO NpuiaraHe Ha cutaraunTHH (50 mg aBa ITbTH AHEBHO) H METGOPMHH (1
000 mg nBa DBTH JHEBHO) HE € MPOMEHKIIO 3HAUUTENHO (PapMaKOKHHETHKATA KAKTO HAa CHTAITTHIITHH, TaKa

1 Ha MeTGOPMHH NPH NalMeHTH ¢ AuadeT Th 2.

He ca u3BBpluBaHH mpoyUYBaHHA 32 PaPMaKOKKWHETUYHH JIEKAPCTBEHHU B3aUMOACHCTBHA ¢ AH3HTHH [lyo;
obaue TakvBa NpOYYBAHHMS ¢4 MPOREKIAHH C OTAETHHTE AKTUBHH BEIIECTBA, CHTATJIMIITHH H METQPOPMHH.

He ce npenopbuBa chIrbTCTRALLIA YIIOTPEDa

AnKoxon
ANKOXOJIHATA HHTOKCHKALIMA C¢ CBBP3BA C NOBULLIEH PUCK OT JIAKTATHA aLMA034, ocobeHo B ClTyuaH Ha

r/1aJyBaHe, HeIOXpaHBaHe WIH YePHOAPOOHA HEAOCTAaTHEYHOCT.

HomupaHu KOHTPacTHH BeIECTBA

SAH3uruH Jlyo Tpa6Ba 3aXBKMTENIHO A Ce CIIpe NMPEaH WIK HENOCPEICTBEHO NMPEeH NMpolLieypara 3a oOpasHa
JHArHOCTHKA U He TpAOBa 1a ce Bp30OHOBABa 110 Hali-Maiiko 48 yaca ciell ToBa, mpH ycnosue 4¢ 0nOpednHara
G YHKLMS € OEHEeHa OTHOBO H € YCTAHOBEHO, d¢ € cTabWiHa (BXK. TOUKH 4.3 U 4.4).

KomM6HHalMK, H3MCKBAIIK DpPeANa3HH MEPKH NIPH ynoTpeda

Hakowu nekapcTBEHH NPOAYKTH MOTaT Ja C€ OTpa3AT HeQnaronpusTHO Ha OLOpevHaTa QyHKIHSA, KOETO
MOXKe 12 YBEJIMYH PHCKA OT JIakTaTHA aumaosa, HanpuMep HCIIBC, BKITIOUMTENHO CEEKTUBHH
uHXuOKUTOpH Ha 1dknookcurenasa (COX) I, ACE unxubutopu, aHruoTeH3uH 1l peuentopay aHTaroHUCTH
M HYPETHIIH, ocobeHo OpuMKoBH auypetHiM. [Ipu 3anoupaHero WiH ynotpebaTa Ha TakuBa IMPOAYKTH B
KOMOHHaLHA ¢ MeTQOPMHH € HeoOX0AMMO BHUMATEIHO NpocicasBaHe Ha ObOpeuHata pyHKUHA.

CerbTCcTBaIIaTa yroTpeda Ha JiekapcTBa, KOWTO NOBIHABAT OOLIMTE TPAHCNOPTHH CHCTEMH B OhOpeuHmTE
TyOyAH, BKIIIOYEHH B ObOpEYHOTO eNMMHUpaHe Ha MeThOpMHH (Hanp. HHXHOUTOPH HA OpraHu4HUA
kaTHoHeH TpaHcnoptrep-2 [OCT2])/MynTunekapcTBeHHa H TOKCHH-ekcTpyaupail npotenH [MATE] kato
paHOJNla3KiH, BAHIETAHHO, NOTyTEerpaBup U LMMETHAMH), MOr'aT Jla IOBHUIIAT CUCTEMHATA €KCIIO3HLINA Ha
MeT(OPMHH H 4 YBEIMYAT PUCKA OT JIaKTaTHa aluuMao3a. TpsaOea ga ce OOMMCIAT MOM3KTE U PUCKOBETE OT
crIIbTCTBALaTa yrioTpeba. Tpabea aa ce oOMUCIM BHMMATENHO NpoCiieasBaHe Ha NNTMKEeMHYHHUA KOHTPO!I,
ajanTHpaHe Ha 103aTa B paMKHTE Ha MPEMOPBbYHTEIHATA JO3HPOBKA H NPOMEHH B ICUECHUETO HA AHabera,
KOraTo TakMBa JIEKAPCTBEHM MPOAYKTHU Ce IpUiaraT eJHOBPEMEHHO.

[ nm:oKOKOPTHKOUAMTE (MIPHIATAHH 110 CHCTEMEH M JIOKAJIEH TbT) O€Ta-2-arOHUCTHTE W IUYPETHLHTE HMAT
MPUCHIIO XHUNEpTAHKEMHYHO acicTBUe. [lammenTuTe Tp4OBa Aa Ce HHPOPMHPAT H NO-YECTO Aa U3MEPBAT
KPBbBHATA CH 3aXap, OCOOEHO B HA4A/IOTO Ha JICYEHHUETO C TAKHBA JICKaPCTBEHH NMPOAYKTH. AKO €
HeoOX0JMMO, 103aTa Ha aHTHXHMIICPITIMKEMIYHHA JICKAPCTBEH NMPOAYKT Tp40Ba Aa ce afanTvpa no BpemMe
Ha JIeueHHE ¢ ApYTrHi JIEKapCTBEH NPOAYKT H IPH HErOBOTO MpeKpaTABaHe.

ACE-uHXMOMTOpHTE MOTaT 1a NOHKWXAT HUBATA HA KpbBHATa 3axap. AKO € HeobXoauMo, fo3aTa Ha
AHTHXHITCPTIHKEMHYHHMA JSKAPCTBEH NMPOXYKT TPAOBa N1a ce aganTHpa 10 BpeME Ha JISHEHHETO ¢ ApYTus
JIEKapCTREH MPOAYKT U MPH HErOBOTO MPEKpaTIBaHE,

Edekty Ha JpyrH JeKApCTBEHH NPOAYKTH BEPXY CHTATTTHIITHH
In vitro 1 KIMHWYHUTE JaHHH ONMCAHM MO-A0Y NMPEanoaaraT, Y€ puCKbT OT KIIHHAY

: "
B3aUMOJACHCTBUA IIPH €AHOBPEMEHHO TIPHIOKEHHE C APYTH JIEKAPCTBEHH MPOIYKTH %;E, \ c;; \
) F "";5,_.*" 1 .::_4 }; 1 -.:i :
In vitro ipoy4BaHMs [IOKA3BAT, Y€ OCHOBHHUS €H3UM OTTOBOPEH 3a OrPaHHYECHUA M 66;1 7 M;ﬁa i i“ .
cararmvnTuH € CYP3 A4, ¢ ywacrue Ha CYP2CS. [Ipu nalMeHTH ¢ HOpMalHa O610pe VHKY o &
MeTaboIHu3MbT, BKIIOUHTETHO M UYpe3 CYP3A4, urpae caMo Majika pois B KIHPBHCa H‘%UIHHTHH_ 1.,.
\f?;'-mw"{“*/‘/f’ 6



MeTabond3MbT MOXKE [ia HIpae No-BaKHA pois NPH €IMMUHHPAHETO Ha CHTATJIHITTHH B YCIIOBHSA Ha OCTPO
6B6peuHo yBpexnase WiH TepMuHanHa 6u6peuna HenoctatbyHoCT (ESRD). [lopaau Tasd npHyHHa e
BH3MOXHO MOIIHH HHXHOUTOpH HA CYP3 A4 (Hamp. keTOKOHA30J1, MTPaKOHAa30l1, pPHTOHABHP,
K/IAPUTPOMMLIMH) [a MPOMEHAT $HapMaKOKHMHETHKATA HAa CHTAITIHITTHH NPH NAlMEHTH ¢ TeXKo OBOpeuHo
yepesxaane win ESRD. Edekture Ha MownuTe CYP3 A4 uHXHOUTOPH B yC1oBUs Ha OB0peuHO yBpekaaHe
He Cca OLICHABAaHM IIPH KIIMHHYHO IPOYy4BaHe.

In vitro npoyuBaHKd 3a TPaHCTIOPTa MOKA3BAT, M€ CUTAIIMITHH € CyOCTpAT Ha P-IIMKONPOTEHHA H
TpaHcopTepa Ha opranudHy aHHOHH-3 (OAT3). OAT3 MeaUUpaHUAT TPAHCIIOPT HA CHTATJIMITTHH Ce
UHXHOMpA in vitro oT npobeHeLU, BEIPEKH Y€ PHCKBT OT KJIHHHYHO 3HAYHMH B3aHMOIECHCTBHA CE€ CMATA
3a HUCBK. EfHOBpeMeHHOTO npuinoxeHHue Ha OAT3 uHXHOUTOPH HE € OLIEHEHO in Vivo.

Lluxcnocnopun: TIpoBeAeHO € NPOY4YBaHe 3a OLICHABAHE HA €(eKTa Ha UMKJIOCIIOPHH, MOLIECH HHXHOHWTOp Ha
p-TJIHKONPOTEHHA, BbpXY (PapMaKkOKMHETHKATa HAa CHTAITIAIITUH. EAHOBPEMEHHOTO NPIJIOKEHHE Ha

e JHHHYHA NepopaiHa ao3a 100 mg cHTarMMNTHH ¥ €IMHH4YHA rnepopanHa qo3a 600 mg uMkIocnopuH
noeuiasa AUC u Cmax Ha CHTarlIMITHH CHOTBETHO ¢ Npubnn3uTenHo 29% u 68%. Te3n npoMeHH BB
¢dbapMaKOKHHETHKATA HA CUTATJIMIITAH HE ce CMATAT 34 KIMHUYHO 3HAYUMH.

brOpeyHHUAT KIMPBEHC HA CUTATJIMIITHH HE € 3HAYHMTENIHO nNpoMeHeH. ClieoBaTeNHO, He C€ OUaKBaT
3HAUYMMM B3aHMOAEHCTBHA ¢ ApYTrd HHXMOUTOPH HA P-TIIHKONPOTEHHA.

EdexTy Ha CHTArTMOTHH BLPXY APYIH JIEKADCTBEHH NPOAYKTH

Juzoxcun: CHTATTHIITHH UMa ¢n1ab edeKT BbpPXY IUIa3MEHATA KOHLIGHTpAIUg Ha JUIrokcHH. Cnef
npunaraHeTo Ha (0,25 mg IMrokCHH eJHOBpeMeHHO cbe 100 mg CHTArNMHNTHH AHEBHO B NPOAKDKEHHE Ha
10 ouu, nnasmenata AUC Ha AUrokcuH Hapactea cpeaHo ¢ 11 %, a rasMeHnara Coax cpeao ¢ 18%. He ce
npenopbyYBa KOpUrHpaHe Ha 103aTa JHrOKCHH. B cblIOTO Bpeme, MallHEHTHTE ¢ PHCK OT JHIOKCHHOBA
TOKCHMYHOCT TpAOBa Aa Obaar npocieAsBaHU 3a TaKapa, KOraTo CHTAIIHITHH H JHTOKCHH C€ Mpuarar
¢THOBPEMEHHO.

In vitro naHHWTE MOKA3BAT, Y€ CUTAMVITMITTHH He MOTHCKA M He HHAYLMpa CYP450 uzoensumure. [Ipu
KIHHUYHH IPOYYBAHUSA CUTAMVIMIITHH HE IPOMEHS 3HAaYUMO dapMaKOKHHETHKAaTa Ha METQOPMHH,

raubypHI, CUMBACTATHH, PO3MIIMTA30H, BapdapHH WIH NepopaliHi KOHTPaLECIITUBH, AaBaiiku in vivo
IAHHK 33 MaNKa BEpOSTHOCT OT NpeAU3BHUKBaHe Ha B3aumoaencTBus Cbe cydcTpatn Ha CYP3A4, CYP2CS,
CYP2C9 u rpancnoprepH Ha opraHidHu katioHd (OCT). CararnunmiH Moxe ga Obae cinad uHxuburop

'Ha p-TJIMKONPOTEHHA in vivo.

4.6 DepTHAHTET, OPEMEHHOCT H KbpMEHE

BpeMEeHHOCT
HsaMa focTaThYHO AaHHH OT ynoTtpebara Ha CHTAIJIMITHH NMpH OpeMeHHH xeHH. [Ipoyusanus npu

’KMBOTHH ITOKA3BaT PENPOAYKTHBHA TOKCUMHOCT MPY BUCOKH JO3M CHUTATJIMIITHH (BXK. TO4YKa 5.3).

OrpaHHYeHHTE JaHHHM NPEAINosarar, 4¢ ynorpebara Ha MeT(hOpMHH NpH OPEMEHHH HE € CBBP3aH ¢
[MOBHULIEH PHCK OT KOHreHHTaIHKH MandopMarmu. [Ipoyusanuara ¢ MeTOPMHH ITPH )KUBOTHH HE NOKA3BatT
BpeHH €eKTH BBB BPb3Ka ¢ OpeMEHHOCTTA, EeMOPHOHANHOTO U (PETATTHOTO PA3BHTHE, paXXKAAHETO WIH
NOCTHATAMHOTO pa3sBHTHE {BXK. CBIUO TOYKA J.3).

SIvautue [yo He Tpsabea aa ce H3noa3sa no BpeMe Ha OpeMeHHOCT. AKO MallMEHTKaTa HeKa 1a 3abpeMeHee
HJIH aKO HaCTBIIH OPEMEHHOCT, JICYCHHUETO TpAOBA Aa ce NPEKPaTH M MAIMEeHTKAaTa Aa IIPEMHHE Ha JICUCHHE
C UHCYJIMH BB3MOKHO HAH-CKOPO.

KbpmMmeHe
He ca npoBexxnanu Npoy4BaHHA IPH KEPMELIH XKHBOTHH C KOMOHHHPAHUTE

Cnegopatenno AmsutiH Jlyo He TpabBa 1a c& M3MOA3BA NPH KeHH, KOUTO KbPMATBe. aqxa 4 3).
P ‘%‘ 4, g v ,.,/
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PeprrnureT
JlaHHUTE OT NPOYUYBAHMA ITPH KHBOTHH HE MPEAIOaraT BIMIHHE BBPXY GEPTHIHTETA HA MBKKH H )KCHCKH
IUTBXOBE MPH TPETHPAHE ChC CHTAIJIUMITTHH. JIMNICBAT JaHHH NTPH XOpa.

4.7 EdexrH BLpXY cnocobHocTTa 32 IIodupane H padora ¢ MAIIHHA

Suzurut Jyo He TIOBIMABA WIH IOBJIHABA NPeHEOpeKUMO cTIocOOHOCTTA 32 modupaHe H paboTa ¢
MallixHH. B ¢BINOTO BpeMe npH wodupaHe Wik pabota ¢ MaltMHH, TpAOBa 1a ce HMa NPEABHA, 4 NpU
CHUTATJIUITTHH ¢a AOKJIaJIBaHH C/ly4YaHd Ha 3aMaWBaHe U CHHIIMBOCT.

OcBeH TOBAa, NALHEHTHTE TPAOBA 1A cE MpEAYNpPEKAABAT 38 PUCKa OT XHITOTTIMKEMHS, Korato Janumet ce
M3I03Ba B KOMOHHALMA CbC CYNPOHIWITYPEHHO NPOU3BOHO HIH C HHCYIIHH.

4.8 Hexenanu JekapcTBEHH PEAKIHH

PesioMe Ha npodwia Ha De30nacHOCT

Hsma npoBeieHH TepaneBTHYHU KIMHWIHHA M3nUTBaHuA ¢ SrsuTuH [lyo Tabnerku, HO
OHOEKBUBANEHTHOCTTA HA SIH3UTHH Jlyo e AoKa3aHa MpH € THOBPEMEHHOTO MPUIIOXKEHUE HA CHTAIJIMIITHH U
MeTGOPMHH (BXK. TOUKA 5.2).

Cpo011aBaHH ¢4 CCPUO3HH HEXENAHH PEAKLIMH, BKIIOYHTENHO MAHKPEATHT U PEaKkiiMH Ha
CBPBXYYBCTBUTENHOCT. ChoOIaBaHa € XUTIOTTTHKEMHUS TIPH KOMOMHALMA CBC CYTIHOHWTY pEHHO
npou3BogHO (13,8 %) u ¢ uacynus (10,9 %).

CHUTAarJIuMnTHH ¥ MeThOopMHH

Tabauuen cnucvk HQ HEJICENAHUME PEQKYUU

Hexenanure peakiiiy ca H30poeHH no-goiy ¢ npenopbuBanure 0T MedDRA TtepmuHM cniopen cucTeMo-
opraHHa knacudukanusa 1 abcomorHa yecrora (Tadnuua 1). [Io uecrora ce onpenensit KaTo: MHOro Y€CTH
(>1/10), yectu (=1/100 go <1/10), HewectH (=1/1 000 no <1/100), penku (=1/10 000 go

<1/1 000), muoro peaxu (<1/10 000) 1 c Heu3BecTHA YecTOTa (OT HATMYHHMTE JaHHH He MOJXKe Aa Obae
HaNpaseHa OLIEHKa).

Tabanua 1: YecToTa Ha HeXKeJAHHTE PEAKIHH YCTAHOBEHH 1O BpeMe HA MJ1anedo- KORTPOIHPAHH
KJOHHHYHH NPOYYBAHHSA ¢Ch¢ CHTAIVIHITHH H METQOPMHH CAMOCTOATEIHO H NIPH
NOCTMAPKETHHIOBHSA ONHT

Hexenana peakuus [UecTOTA HA HEXKEIAHATA PEAKIHS

HaEymeHun HA KPLBTA H Jmlmlma'ra CHCTEMA
Ipomﬁoumoneﬂm Penxu

HapywieHns HA HMYHHATR CHCTEMA ]
PEaKLMH HA CBPbXYyBCTBHTENHOCT, BIUTIOUHTEIHO [C HEH3BECTHA HECTOTA
aQWIaKTHYHH OTTOBOpH™,t

HapymeHns Ha MeTafoIH3IMa H XpaHEHETOo
XMUIIOTTIMKEMHUA ¥ HecTH
HaMaJICHHE HA HUBaTa Ha BHTaMMH Bi/nednumrt  [HectH

HapyuleHus H3 HEPBHATA CHCTEMA
CBHJIHBOCT HeuecTH

PecnupaTOpHH, FPbAHH H MEXHACTHHAJIHH
HApYIICHHS
HMHTEpPCTHLHANHA benonpobHa bonect * IC Hem3BecTHa uecTOTA




(CTomaiHo-YpeBHE HApYIIeHHH _
Hapus [HeuecTH

rajgcHe HecTu

‘pnaTyneHuns HectH

Banex }Heqecm

©o/1Ka B ropHaTa 4acT Ha KOpeMa ‘Eeqem

[OBPBUIAHE eCTH

OCTBp naHKkpeaTuT™, 1,1 |C HEU3BECTHA YECTOTA
ibaTanieH 4 HeaTaleH XeMOparHyeH H IC HEeM3BECTHA YECTOTA
HEKpPOTH3Hpall MaHkpeaTHT *,t

HapyiiieHHA Ha KOKATA H NOAKOXKHATA THKaH

npyputyc* lgeqem

laHruoenem™, 1 HEeH3BECTHA YeCTOoTa
obpuB*, ¥ C HeH3BeCTHA YECTOTA




Hexenana peaxknng YecToTa HA HEXKEJIAHATA PCAKIIHA

ypTHkapus*,t KC HeH3BEeCTHA 4ecToTa

KOXEH BACKYJHT*,} IC HeH3BeCTHA YecToTa

lexchONMATUBHH KOXKHHU 3a0019BaHMA, C HEM3BEeCTHa YecToTa

BKJTIOYMTENIHO CHHAPOM Ha Stevens-Johnson*,f

©ynosen nempurona* IC HEH3BeCTHA YeCTOTA |

HapylleHHSI HA MYCKYJIHO-CKEJICTHATA CHCTEMA
H CheIHHHTETHATA THKAH

apTpanrus* E HEeH3BECTHA YeCTOoTa
Muanrug* HEU3BECTHA YECTOTA
bonka B kpadHuIHTE* |C HEH3BEeCTHA YeCToTA
bonka B repba* E HEU3BECTHA YECTOTA
apTponarus* HEH3BECTHA YECTOTA

HapymeHnns Ha 6b0peniTe H NHKOYHHTE
HapyuieHa OLbpeuna pyukuug* HEHU3BECTHA YECTOTA
loctpa 6b0peuHa HeAOCTaTHYHOCT® E HEeHW3BEeCTHA 4eCcToTa

* Hexenannte peakuuy ca HaeHTHOHLMPAHH N0 BpeMe Ha MOCTMAPKETHHIOBOTO HabOIEHHE.

T Bux Touka 4.4.
1 Buxre npoyusanemo 3a bezonacnocm no omuowerue na cepoesHo-cvdosama cucmema TECOS no-pony.

OnucaHue Ha W3OpaHU HeXenaHU peakHuu
Haxou HexxenaHu peakiMi ca HabNIOAABaHH NMO-Y€CTO NPH MPOYYBaHUA 3a kOMOMHHpaHa ynoTpeba Ha

CHTarJIMNTHH H METHOPMHH C APYTH aHTHAHAOETHU NEKAPCTBEHU NIPOAYKTH B CPAaBHEHHE C MPOYHBAHMA Ha
CUTAT/IMNTHH H METQOPMHH CaMOCTOSATENHO. Te BKIOUYBAT XUIMOTTIMKEMHS {KATETOPHA HA YECTOTA ,,MHOTO

4EeCTH CbC CYAPOHUNYPEHHO MTPOUIBOAHO HIIM HHCYJIMH), 3aM€K (,,4eCTH” ChC CYNPOHUNYPEIHHO
NMPOH3BOAHO), NepUeEpeH OTOK (,,49eCTH” ¢ MUOTAUTA30H) U rTaBoOoINE M CyXOTa B ycTarTa {,,HeYECTH ¢

HHCYJTHH).

Cumazaunmun
[Ipu npoyuBaHus BbpXY MOHOTEpaNUs ChC cHTAarTWNTUH 100 mg BeAHBK THEBHO CAMOCTOATETHO B

cpaBHEHHE ¢ nnanedo, croOIEHUTE HEXKENAHH peakLy ¢a raaBobonue, XUnornmHKeMH, 3aneK u
3aMaunBaHe.

Cpen Te3W NauMeHTH HeXeNaHUTE ChOHTUS, ChOOLIIaBAHH HE3ABHCUMO OT NPUYHHHO-C/IEACTBEHA BPB3Ka
NeKapCTBEHHSA NMPOOYKT, C YECTOTa HaU-MaJIKo 5%, BKJIIOYBAT HHQEKUWH HA FOPHUTE AUXATEHH ITHTHILA H
Ha30¢apHHIHT. OCBEH TOBa, ca ChoOLIEHH OCcTeoapTPHT H 00JIKa B KpaHHHLIMTE, C Y€CTOTA HEYECTH

(> 0,5% no-sucoka cpen yMacCTHULIMTE, NOAYYHWIH CUTArJIMIITHH, OTKOJIKOTO Ta3H B KOHTPOJIHATA IMpyna).

Memdgopmurn

CTOMalIHO-4YPEBHH CHMIITOMH Ca CbOOLLaBAHH MHOI'O YECTO MPH KTHHHYHH NMPOYYBAHHA H NPH
MOCTMapKEeTUHroBaTa ynorpeda Ha MeTpopMuH. CTOMALLHO-YPEBHHTE CUMITTOMH KaTo rajieHe,
NOBpBLIaHE, AHapHs, O0oJika B kopeMa H 3aryba Ha aneTHT Ce NOABABAT [O-4YE€CTO INPH 3aro4yBaHe Ha
NEYEHHETO W B MTOBEYETO C/IyYaH NPEMHUHABAT CIOHTAHHO. J(OMBJIHMTENHNA HEXENTaHH PeaKUKH, CBBP3aHH C
MET(OPMHH, BIJIIOYBAT METAJIEH BKYC (YECTH); JIAKTAaTHA aliU103a, HAPYLIEHNs Ha YepHOoApoOHAaTa
$YHKLMSA, XENATUT, YPTUKAPHUA, EPUTEMA H CHPOEK (MHOTO peaKkH).

Kareropuure 110 4eCTOTa c€ OCHOBaBaT Ha Hanv4Harta UHQopMalna B KpaTkara xapakrepucTHKa Ha

NpoAaykTa Ha MeTdopmuH, oacbperHa B EC.

[leanaTpuyHa nonynauus
B kxnuHHYHK w3nuTBaHUA € AH3uTHH [lyo npy neaMaTpHMuHK NAaLHEHTH CBC 3axapeH AHad

8b3pacT oT 10 10 17 roauHy Npo@HILT Ha HEXENAHHUTE PEAKIHH KaTo LIAJIO € CPABHHM C




HabGmonasaH Npy Bp3pacTHH. [Ipy neaMaTpHYHH NAlHeHTH, KOMTO ¢a HIIH He Ca Ha OCHOBHO JIEUCHUE C
WHCYJIHH, CHTarJIMIITHH C€ CBBP3Ba ¢ NOBHILIEH PHCK OT XHITOTJIMKEMHUA.

Ipoyueane 3a bezonachocm no omHouwerue Ha copoeurno-cvoosama cucmema TECOS HanuteaHero,
OLIEHABAILO CHbPACYHO-CHAOBHTE PE3YNITATH NIPH feucHHe ¢h¢ cHTaraummTvH (Trial Evaluating
Cardiovascular Outcomes with Sitagliptin, TECOS), sxiniousa 7332 nauueHTH, nekysadu ¢cs¢ 100 mg
CHTAJIMITTHH AHeBHO (WK 50 mg JHEBHO, aKO M3XOJIHHTE CTOMHOCTH Ha M3YHCIIEHATa CKOPOCT Ha
rnoMepynHa dwrrpauus (€GFR) ca > 30 u < 50 mU/mun/1,73 m?), u 7339 nauuenTy Ha rwiaue6o B
intention-to-treat (ITT) nonynaumsara. [{Bete neyenns ca fobapeHH KbM OOHUAWHHTE IPHXKH CBIJIACHO
MecTHHTE cTanaaptu 3a HbAlc u chpaeuHo-cbaoBH puckoBH (pakTopu. O6HIaTa 4eCTOTa HA CEPHOZHHTE
He)KeJIaHH ChOMTHA MpH TAllUEHTH, MOMy4YaBallld CUTAT/IHITTHH, € CXOAHA ¢ Ta3H NPH MaLlMeHTUTE,
noJiyyapaus mnauedo.

B intention-to-treat noImyJanuaTa cpel NalHeHTATE, KOUTO U3NOJI3BAT MHCYJIHH M/ WM CYIPOHWTYpes Ha
M3XO0JHO HHBO, YECTOTATA HA TEXKa XUNorjiukeMus € 2,7% npu nauHeHTHTe, NeKyBaHH ChC
CUTATJIMITTHH H 2,5% IpH NALHEHTUTE Ha rnanedo; cpel NauMeHTHTE, KOUTO He H3MOI3BaT HHCYJIHH

W WK CyIpOHKITYpes Ha H3XOAHO HUBO, MECTOTATa Ha TeXKKa XUNorIHKeMus e 1,0% npu nauMenTure,
IEKyBaHH CbC CHTArnunTHH U 0,7% npu nauyeHTHTe Ha wiauebo. Yectorara Ha NoTBLpACHH CHOHTHS,
OTHAaBaHH HA NMAHKPEAaTHT, € 0,3% npu naiueHTHTE, JCKYBaHH CbC CHTArJIMNTHH U 0,2% NpH NALHEHTHTE

Ha ruanedo.

CrobliaBaHe Ha NOJAO3HPAHH HEXETaHH peaKLUH
CohobuiaBaHeTo Ha [MOJAO3HPAHH HEXEJIaHH PeaKlMH ClIe pa3pellaBaHe 3a yrnoTpeda Ha JIEKAPCTBEHHA

NPOAYKT € BaxHo. ToRa No3Bo/sABa Aa NPOIBIDKH HaONIOACHAETO Ha ChOTHOLUEHHETO T0JI3a/PHUCK 32
NiekapcTBeHMs NpoayKT. OT MEAUIMHCKHTE CIICLIMATUCTH Ce H3HCKBA J1a ChOOIABAT BCsAKA MOAO3HpaHa
HEXEeJIaHa peaKLMA Ypes:

HM3nbnHuTEeIHA areHUMA 1Mo JIEKapcTBaTa
yi. ,,JJamsaH I'pyes” Ne 8

1303 Codusa

buarapus

Ten.: +359 2 8903417
yebcalT: www.bda.bg

4.9 IlpeaosupaHe

[Ipy KOHTPONHpPaHK KJIMHUYHH M3MUTBAHHUA CBC 3PaBH YUACTHHIIH C€ MPHIIAraT €AHOKPATHH AO3H 10
800 mg cutarnunTuH. MuHuManHO yabmxasaHe Ha QTc, koeTo He ce CUHTA 33 KIIHHWYHO 3HAYHMO, Ce
Habnoaasa npH eqHo npoyusase ¢ Ao3a ot 800 mg curarnunTuH. HamMa onut ¢ 1034 Haa 800 mg npu
KNHHH4YHH npoyuBaHHus. [Ipu npoyusaHus ®a3a [ ¢ MHOrOKpaTHO NpHIIaraHe, HAMa CBbP3aHH ¢ 103aTa
KJIMHAYHH HEXeNaHH JIEKApCTBCHM PEeakLMH, HAOII04aBaHH NpH CHTAIIMIITHH ¢ 1034 10 600 mg aHeBHo
3a nepuoay Ao 10 auu 1 400 mg nHeBHO 3a nepyHonH A0 28 AHMU.

["onsamMo npenosupare ¢ METHOPMHUH (HIH €JHOBPEMEHHO ChIIECTBYRALI PUCK OT JIAKTATHA AllM034)
MOJX€e N2 JOBEE 0 TaKTaTHA allM03a, KOATO € CIICIIEH MSIULIMHCKY ClTydaii u TpabBa fa ce eKysa B
6onHuna. Hali-e(heKTHBHUAT METOI 3@ OTCTPAHABAHE Ha JJAKTATA H MET(OPMHHA € XEMOAHA/IM3aTa.

[Ipy KIHHUYHY Npoy4YBaHUA NPHONU3UTENHO 13,5% OT Ko3aTa ce OTCTpaHABa IIPH NPOAb/DKaBalla 3- 1o
4 yaca xemoaHanusHa cecud. [Ipu npeLeHka 3a KIMHHYHA HEOOXOAUMOCT MOXKE J1a Ce TIpEITpHEME I10-
MpoAbKUTENHA Auanu3a. He € u3BecTHO fany CHTArMMIITUH ce JHANU3Hpa NPU [NepHTOHeallHa JHAIK3A.
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5. ®APMAKOJIOT'HYHHU CBOUCTBA

5.1 DapmakoaHHAMHYIHH CBOHCTBA

dapMakoTepaneBTHYHA rpyna: AHTHANAOETHH JieKapCTBa, KOMOMHAIMY OT MEPOPAIHH JIEKapCTBa 3a
HaMansBaHe Ha KpbBHaTa 3axap, ATC xon: A10BD0O7

Anzutul Jlyo koMOHHNMpa ABa aHTHUXHUIEPT/IHKEMHYHH JICKAPCTBEHH MPOAYKTA C JOITBJIBALL CE
MEXAHW3BM Ha ACHCTBHE 3a NOA0OpABAHE HA MTHKEMHYHHMA KOHTPO IIPH NalMeHTH ¢ auabet THn 2:
curarnurud ¢ocdar, aunenTuaun nenruaasa 4 (DPP-4) unxuburop u MeThOpMHHOB XMAPOXJIOPHL,
MpEeACTAaBUTEN HA K1aca Ha OUrBaHHAWHMNTE.

CUTaraMnTHH

Mexanuzvm Ha Oeucmesue

CurarmunTuH docdar e IepopanHe aKTHBEH, MOLWIEH H BUCOKOCEJIEKTHBEH HHXHOHTOp Ha €H3HMa
aunentHa nentuiasa 4 (DPP-4) 3a neuenne Ha anabet tun 2. Haxuburopure Ha DPP-4 ca xiac
BELIECTBA, KOHTO AeHCTBAT KaTO €HXaHCEpH Ha HHKpeTHH. Ype3 uHxubupaHe Ha eHsuMa DPP-4,
CHUTArIMIITHH NTOBUHIABA HUBATa HA BAa U3BCCTHH AKTUBHH HHKPETHUH XOPMOHA, INIOKaroH-noaooHus
nerrua-1 (GLP-1) ¥ rmoko3a-3aBHCUMEA HHCYyauHOTponeH nonunentiy (GIP). MukpeTuHuTe ca yact
OT €HIONeHHA CHCTEMA, YYacTBAlla BbB (PU3HOIOTMYHATA perynalii Ha MIOKO3HaTa XOMEOCTa3sa.
Korato koHueHTpaLuMHTe Ha KPbBHATA 3aXap ca HopMaiHH Wwid nosuiieHy, GLP-1 u GIP 3acunpar
CHHTE3a ¥ OCBODOKJaBaHETO HAa MHCYJIHH OT NMaHKpeaTHYHUTe OeTa-knerku. Oceed Tora, GLP-1
HaMallsBa CEKpELIHATa Ha ITIOKAroH OT MaHKpeaTUYHHUTE allda KIECTKH, BOACHKH 0 HAMAJICHO
NMPOH3BOACTBO Ha YepHOAPOoOHa rmoko3a. Korato HHMBaTa Ha IIHOKO3a B KPBBTa Ca HHCKH,
OCBOOOXKAABAHETO HA HHCYJIHH HE ¢€ CTUMYJIMPA H CEKPELIMATA Ha IIIOKAroH He Ce MMOTHCKA.
CHTarIMOTHH € MOIIEH M BUCOKO CENIEKTHBEH HHXHONTOP Ha eH3uMa DPP-4 u He unxubupa cxonnure
o cTpykrypa eH3umMu DPP-8 unu DPP-9 B TepaneBTHYHH KOHLUEHTpauyH. CHTAIJIMITTHH C€ pa3iin4aBa
o XMMHYHA CTPYKTYpa ¥ (hapMakoJIOrMuHo aelicteue oT aHanosure Ha GLP-1, MHCYIIHH,
CYIPOHUITYpes WIH METJIHTHHHAH, OUrBAaHUAHHU, ATOHUCTH HA aKTHBHPAHHA OT MEPOKCH3IOM

nponudeparopa rama-peuentop (PPARY), anda-rmoko3nnasHy HHXHOWTOPH W aHANO03W Ha aMHJIHH.

[Ipy AByOHEBHO NPOYYBAHE HA 3[paBU YYACTHULIHA, CHTATJTUIITHH, IIPHIOKEH CAMOCTOATENHO, MTOBHLLIABA
akTuBHATa GLP-1 KOHUEHTpaLMA, JOKATO MeT(OPMHH MPHIIOKEH CAMOCTOATENHO, MMOBYLLIABA aKTUBHATA
H o0wata GLP-1 xoHIIeHTpaya B CXOQHa cTeneH. ENHOBPEMEHHOTO IPWIaraHe Ha CHTAarJIMITTHH H
MeT(HOPMHH HMa aIUTHUBCH ¢deKT BhpXy akTuBHaTa GLP-1 xoHueHTpauus.

CMTarnunTyH, 3a pa3inydka oT MeTthopMHH, noBuaBa aktuBHata GIP koHLeHTpaLma.

Knunuuna egpuxacnocm u bezonacrocm
Kato 110, CHTArMMOTHH No00pABa INIHKEMHYHUA KOHTPOJI, KOTaTO C& U3MOM3Ba KaTO CAMOCTOATE/IHO

WiK# KOMOMHHPAHO JICUCHUE NPHY Bb3PACTHH MAaLMEeHTH ¢ AHabet TvI 2.

[Ipy KIMHHYHHA H3MATBAHKUA, CHTArJIMIITHH KATO MOHOTEPanys NoA0OpsBa rNIMKEeMUYHHS KOHTPOJ 4pe3
3HAYHTEIHO HamasnenHe Ha XxeMornooul Alc (HbAlc) u rimroko3ara Ha rnagHo M clied XpaHeHe.
HamanenueTo Ha riasMeHara Mokosa Ha ritagHo (FPG) e nabnoaasano na 3-ta cenMuLa, ITbpBaTa
BpEMEBA TOYKA, B KoATO € u3mepeHa FPG. HabnroaapaHaTta 4ecToTa Ha XMITONTTUKEMHA TTPH NALIMEHTH,
JIeKyBaHH ChC CHTAIJIMNTHH € MoAoOHa ¢ Tazu npu mauebo. TeAECHOTO TEINIO HE € € YBREJTHYMIIO
CIIPAMO H3XOAHHUTE CTOHHOCTH IIPH JIeUeHHe CbC cuTarnuiTuH. Habmonasano e nonobpeHue Ha
CYpOTaTHUTE MapKepu Ha (PYHKUMOHHpaHe Ha Oeta-wieTkuTe, B ToBa yucino HOMA-B ( XoMeocTaseH
MOJeJ1 3a OLIEHKAa-[), CbOTHOLIEHHETO Ha MPOMHCYIHUH KbM HHCYJIMH M MOKA3aTe/UTE 32 PeAKTUBHOCT Ha
OeTa-KJIETKHTE MPH TECTA 33 TOJEPAHTHOCT MPH Y€CTO AABAHE Ha XpaHa.

[IpoyuBaH#a ChC CHTATJIMIITHH B KOMOMHAIINA ¢ METHOPMHUH
[Tpu 24-ceaMuyHO r1ane60-KOHTPONMPAHO KIIMHWYHO MPOYYRAHE 32 OLCHKA Ha euKac

6eszonacHocTTa 11pu aobaesgHe Ha CHTArMUITHH 100 mg BeAHBX IHEBHO KM CBHLIECTB
MET(HOPMHH, CHTAITIMITTHH OCUT'YPABA 3HAYHUTEIHO MOJOOpEeHUE Ha ITIHKEMWYHHUTE Tag,
cpaBHeHHe ¢ auedo. [lpoMaHaTa cnipsaMo U3XOAHUTE CTOMHOCTH HA TENECHOTO Ter



MALMEHTH, JIEKYBaHH ChC CHTATIMNTHH cnpamo rutauebo. [1pu ToBa mpoy4saHe MMa noao6Ha 4ecToTa Ha
CJTy4yaM Ha XMITOTJTHKeMHS IPH NaUMEHTH, JIEKyBaHU CbC CHTATITMITTHH HWIH IL1auedo.

[Ipu 24-cemMUAYHO U1aLIE60-KOHTPONIHpaHO (PaKTOPATHO NPOyYBAHE Ha HAYATHO JIYEHHE, CHTArTHITHH 50
mg JBa ITTH AHEBHO B KoMOMHauua ¢ MmetdpopmuH (500 mg unu 1000 mg nsa meTH AHEBHO) C€ NOCTHIA
3HAYKUTEHO NOACOpeHHe Ha INIMKEMHUHHATE MapaMeTpy B CpaBHEHHE ¢ BCgka MOHoTepanis. Hamanenneto
Ha TEJIECHOTO TerI0 NpH KOMOMHALIAATA CHTArTMITHH U MeTGOPMHH € NoA0OHO Ha TOBa HaOIIOAABAHO NMpH
METPOPMMH CaMOCTOATETHO WIH IU1anebo; HAMa NpOMAHA CPAMO U3XOAHMTE CTOHHOCTH NMPH MaUHECHTH
HA CHTArJIMIITHH CaMOCTOATENTHO. UecToTaTa Ha XHITOTTTHKEMHUS € NMoJo0Ha cpell IEKyBaHWTE IPyTIH.

[IpoyuBaHe ChC CHTArTMOTHH B KOMOWHaIHA ¢ MeTdOpMUH H CyNIdOHHTYpes
24-ceIMUUHO TUTale00-KOHTPOIHPAHO KIIHHHYHO MTPOYYBaHe € IVIaHUPAHO a OLIEHH €(PHKACHOCTTA U

6eszonacHocTra Ha curarmuaTyH (100 mg Beausx AHEBHO) rpUbaBeH KbM INTUMENUPUT (CAMOCTOATEIHO
IWIH B KoMOuHauusa ¢ metopMuH). J{oGaBsHETO HA CHTATJIMITTHH KbM IVTHMEITMPHA B METQOPMHH,
OCUIypSIBa 3HAYKUTENHO NOJOOPEHHE Ha ITTUKEMUYHUTE NapaMeTpH. 11allHeHTHTE, JIEKYBAHH ChC
CHTATJIMIITHH HMaT c1abo NoBHINEHHE Ha TenecHOoTo Terio (+1,1 kg) B cpaBHeHME ¢ TE3K, NONy4aBaiu

rutanedo.

[IpoyuBaHe ChC¢ CHTALIMOTHH B KoMOHHauUMs ¢ MerhopmuH 4 PPARY aroHuct

26-ceIMHUYHO IU1alIe00-KOHTPOIMPAaHO NMPOYyUYBaHe € MpeAHa3HAuYCHO Aa OLCHHU e(PHKACHOCTTa U
6e3onacuoctra Ha cutarsMnTHH (100 mg Benusxk AHEBHO), AobOapeH KbM KOMOHWHALIMA HA ITHOITIMTA30H U
MeTdopmuH. JJobaBIHETO HA CHUTATJTMITTHH KbM MHOIJIMTAa30H H METQOPMHH, OCHIypsBa 3HAYWTEIHH
NoaoOpeHHs Ha NIHMKEMHWYHUTE NnapaMeTpH. [IpoMaHaTa B TENECHOTO TErJIO OT U3XOHO HUBO € noAo0HAa Ha
Ta3d MPH NALKMEHTH, JIKYBaHU ChC CUTAIJIMITTHH, B CpaBHEHHE ¢ Uanebo. YecToraTa Ha XHIOTTHKEMHA
CBHINO € NOAOOHA MPH NMALUEHTHTE, JIEKYBAaHH ChC CUTAINTMITHH WIH Tnauebo.

[IpoyupaHe Ha CHTAIIMITHH B KOMOHHALMA ¢ METGOPMHH U HHCYIIHH
24-ceAMHYMHO TU1aLie00-KOHTPOIUPAHO KIMHUYHO NPOYYBaHe € MPEOHA3HAYEHO 18 OUECHH €EKTHBHOCTTA U

be3onmacHocTTa Ha cutarinTHH (100 mg BeaHbK qHEBHO) NoOaBeH KbM MHCYNUH (TIpu cTabWHa 1032 3a
Hai-Manko 10 ceaMuLn) cre win 6e3 Merdopmun (Haii-Manko 1500 mg). [1pH naumeHTH, MpueMaluy
npeaABAPHTENHO CMECEH MHCYJIHH, cpeaHara queBHa no3a ¢ 70,9 U/nnesHo. [lpu naumenTy, npuemainm
HECMECEH MPpeABAPUTEIHO (MEXKIHHEH/ TIPOAB/DKHTE/THOACHCTBALL) HHCYJIHH, CpeAHAaTa AHEBHA f03a € 44,3
U/muesHo. Januure ot 73% OT NalMeHTHTE, KOMTO ca MpHEMaIi MeTPOPMHH ca npeacTaBeHH B Tabnvua
2. JloGaBsAiHETO HA CHTATJIMIITHH KbM MHCYJIHH OCUTYPABa 3HAYHUTE/THO NMOAOCOPEHHE HA NIMKEMHYHHATE
napamerpy. Haima 3HauMTEeIHa NPOMIHA B TEJIECHOTO TErA0 OT U3XOAHOTO HHBO B ABETE I'PYIIH.

Ta6auna 2: PeayaraT 3a HbA,. nps naane60-kOHTpONHpPaAHH NPOY4BAHHE ¢ KOMOHHHPAHO
JleyeHHe ¢bC CHTATJIHIITHH H MeTQOpMHN*

Cpeann
eroiinoctn na | CPEAHa mpomsHa  [Koparupana, cnpamo maanedo,
IIpoyuBane H3XOAHO cOpAMoO cpeaHa NpoMsHA HA
Poy H3X0AHO HHBO HbA: (%) (95 % CID
HHBO HbA,
HbA,. (%)
(%) |

(ICvrarmanmid 100 mg
BEOHBX OHEBHO, NobaBeH o7t
KbM (POHOBA TEpaIMA C 8.0 071 "
Me'I’(bOpMHH% ('058! '0!5)
(N=453)




\Curarmurrris 100 mg
BeAHBX JHEBHO, A00ABEH
KbM (pOHOBaTEpAITUSC ] .3 0, 6T _0!91‘,:[:
(AMMEITHPIT ’ (-1,1, -0,7)
M DMHH" T
(N=115)
ICutarmammid 100 mg
BENHDBX JHEBHO A00aBEH
KbM (POHOBA TeparuA ¢
MHOTTIMTA30H + 8.8 -1 ’21'
METQOPMHH 0,71 1,0, - 0,5)
(N=152)

ICurarnurrmud 100 mg
BeJHBbK JHEBHO, N0OABCH -0,58:1
KbM (POHOBA TEpAITHs C 8,7 0,78 ) _
MHCYJTMH + MeThOpMUH™ (-0,7, -0,4)
(N=223)

HauyanHo aeyeHue (aBa
%,

ITETU JHEBHO) ™: 2.8 _1,41-

lcurarmunTiH 50 mg + ? (-1,8, -1,3)

MeTdopmun 500 mg T

(IN=183)

HauamHo neueHue (apa

THTH IHEBHO) % 2,171

icurarrTHH 50 mg + 8,8 1,97 (-2.3, -1,8)
2 2 ]

metdopmuH 1000

me (N=178)

* Tlomynauusara OT BCHYKY JICKYBaHHU NMALMEHTH (intention-to-treat aHaIu3).

' Hall-mankuTe cpeHM KBAOPATH ¢4 KOPUIHPAHH CMIPAMO CTATYCa [IPH IMPEXOAHOTO aHTHXUINEPIIIMKEMHYHO NCUEHHE H

CTOHHOCTTA HA H3XOAHO HHBO.

} p< 0.001 B cpaBsense ¢ mwianeto WM Iwaueto + KOMOHHHMPAHO JICUeHHe.

% HbA: (%) Ha 24-ta ceaMHiia

YHbA . (%) Ha 26-Ta ceaMMLIA

' Hafi-manxyTe CpeIHH KBaApaTH ca KOPUIHpaHH 3a ynotpedara Ha HHCYJIHH NPH BH3HTAa | (TpeaBapUTeHO CMECEH CpeLty
HECMECEH NPEABAPHTENHO [MEXIUHEH WK NMPOTBIDKUTS/THOACHCTBALI ] ) M H3X0HA CTOHHOCT.

[Ipu 52-ceaMUYHO MPOYYBAaHE, CPaBHABALLO ePUKACHOCTTa H He30MacHOCTTa NpH AodaBaHe Ha
curarnunTiH 100 mg BeIHBX IHEBHO WM rIMIKA3KA (CYIPOHKUIYPEeHHO MPOU3BOAHO) MPH MAIMEHTH

¢ HeOOOBP MTHKEMHYEH KOHTPOJI NPH MOHOTEpaItia ¢ METPOPMHH, CUTAIJIMIITHH € NOA00EH Ha
FIHMH3KA TPy noHwKasaHeto Ha HbA . (-0,7% cpeana npoMsaHa CripaMoO U3XOIHMTE CTOMHOCTH Ipe3
cenMMua 52, ¢ec cpeaHa cToiHoCT Ha HbA,, oT npubnusurenso 7,5% B neere rpymm). Cpeasara  aosa
MJIMITM3KA H3MOA3BaHa B Ipymnara 3a cpaBHeHue ¢ 10 mg aHeBHO KaTo mpubimusurenHo 40% ot
NalUEHTHTE C& HYXIAAT OT 03a MIMITM3KJ < 5 mg/AHEBHO MO BpeMe Ha Nnpoy4dBaHeTo. Obaye, noBeue
NAaLKEHTH OT rPyNAaTa HA CUTArJIMITTHH Ca NPeKbCHAIK NMOpaaH JIMICa Ha ePHKACHOCT, OTKOJKOTO B
rpynara Ha rimanusig. [lauperTire TeKyBaHH CbC CHTAIVIMITTHH NOKa3BaT 3HAYMTEIHO CPeIHO
[MOHKEHHE CIIPAMO H3XOIHHMTE CTOHHOCTH Ha TeNecHOTO Tero (-1,5 kg) B cpaBHeHHe CBHC 3HAYUTENHO
[IOKa4BaHe Ha TErJIOTO IIPH MauMeHTH noy4yasaiu rimmn3ua (+1,1 kg). B ropa npoyusane,
OTHOLLIEHHETO MMPOHHCY/IMH KbM UHCYHMH, Mapkep 3a e(peKTHBHOCTTA HA MHCYJIMHOBHUS CHHTE3 U
OCBOOOXKJaBaHe, ce noAoOpABa ChC CUTAMIMITTHE U C€ BJIOLLABA MPH JIEYeHHUE C MTHITU3HI.
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YecToTaTa Ha XMIIOTJIMKEMHA B IPyNaTa Ha CHTarjiunTuH (4,9%) e 3Ha4UMTeIHO NO-HHUCKA OT TasH B
rpyrniata Ha ravraun (32,0 %).

24-ce IMMYHO IUTANE00-KOHTPOINPAHO KIHHWYHO MPOYYBaHe, BIUIOYBALIO 660 naleHTH, € NpeaAHa3HaueHo
1a OLICHM ePUKACHOCTTA BOJIEIA A0 HAMAIABaHE HA MHCYJIMHOBHTE 103H H 6€30NacHOCTTa Ha CHTAaITMITTHH
(100 mg BeaHBK JHEBHO), KOraTo € NpHGaBeH KbM WHCYJIMH IIapsKHH CBC MK 6e3 MeThopmun (rtoxe 1 500
mg) No BpeMe Ha HHTeH3W(HIIAPAHETO HAa HHCYTMHOBATa Teparys. [Ipy nalyeHTH, mpreMally MeTpOpMHH,
u3xogHaTa croiuocT Ha HbA lc e 8,70% u Hauanmuara no3a uHeyiuH € 37 [U/aHeBno. IlalmenTre ca
HHCTPYKTHPAHH J1a THTPHPAT TAXHATA 033 UHCYJIUH IJIAPXKHH Bb3 OCHOBA Ha CTOMHOCTHTE Ha KpbBHATa
3axXap Ha [NIaJIHO, I3MEPEHH Hpe3 KPBBEH TeCT ¢ YooK aaHe Ha npbeTa. [1pH naumeHTHTe, npreMalliu
MET(HOPMHH, Ha 24-Ta ceaMULIA, YBEIHHaBaHETO Ha JHEBHATA A03a HHCYNIHH € 19 IU/anesHO npy nauyeHTH,
NIEKYBaHH cbC cuTaraunTuH B 24 TU/IBeBHO npy naiMeHTH Ha ranebo. Ionnkasaneto Ha HbAlc npu
MAUMEHTH, IEKYBaHH CbC CHTArJIMITTHH, MeT()OpMHUH U HHCYJIHH € -1,35% B cpaBHeHHe ¢ -0,90% npu
MALMEHTH, JIEKYBaHH ¢ rnanebo, MerhopMHH U MHCYIHH, pamKa ot -0,45% [95 % CI: -0,62; -0,29].
YecToTaTa Ha XMIOTIIMKEMHUA € 24,9% NpH MalueHTH, TIEKYBaHH ChC CUTAMTTMITUH, METPOPMHH X UHCYITHH
n 37,8 % nipu naugeHTH, JIEKYBaHH ¢ IU1a1e00, MeTOpMHH ¥ MHCYITHH. PasnHkara ce DKM OCHOBHO Ha
[O-BUCOKHS MPOLICHT NAaLMEHTH B FPYNaTa Ha 1u1auedo, H3NUTaM 3 WIH IOBEYE EMH308a Ha XHUITOTTHKEMHS
(9,1 cnipamo 19,8%). Hama pasimiKa B 4ECTOTATa HA TEXKKA XMNOTJTHKEMHS.

MetdopMuUH

Mexanuzem na oeucmeue

MerdopMHH € OUrBaHWAMH C AaHTHXHTICPrIMKEMUYEH eeKT, MOHIKABALIl KaKTO DaszaiHara, Taka H
[1asMeHaTa [JII0Ko3a ¢jiel XpaHeHe. Toi He CTUMYJIMpa HHCYJIMHOBATa CeKpeliMa U CIIeOBaTeIHO He

NpeAU3BUKA XHITOTTTHRCMHAA.

MeTtdopMHH MOXKe 1a ASHCTRA IO TPU MEXaHM3MA!
- ype3 HaMaJsiBaHe NMPOAYKLMATA Ha YepHOApoOHa rmoKo3a Ype3 HHXUOHpaHe Ha
rMMOKOHEOTeHe3aTa ¥ [JIMKOIeHO/IM3AaTA
- B MYCKY/IHTE, Ype3 YMEpeHO NOBHUIlABAHE HA HHCYJIMHOBATa YyYBCTBUTEIHOCT, MoaodpsBaiku
NMepUPepHOTO NIOEMaHe U YCBOABAHE Ha IIOK03a
- ype3 3abaBsgHe Ha abcopOLusTa Ha IMOKO3a B THBHKUTE Y€pBa.

MeTdopMUH CTHMYIIHPA BLTPEKICTHUHEAA CHHTE3 Ha MIMKOreH Ype3 BB3ICHCTBUE BHPXY IVIMKOICH
cHHTeTazaTta. MeTdOopMHH NOBHUIIABA TPAHCIIOPTHHSA KANIALMTET Ha CHeLU(PHYHH THIIOBE MEMOpaHHH
TpaHcnoptepH Ha rmoko3ara (GLUT-1 u GLUT-4).

Knunuuna edpuxacrnocm u bezonacvocm
[Ipu xopaTa, HE3AaBUCHMO OT ASHCTBHETO CU BbPXY INTMKEMMATa, METQOPMHH HMa OnaronpuiaT epexTH
BBPXY JIMNUAHKS MeTaboMu3bM. T0OBa e NOKa3Ba [PH TEpaneBTHYHH KOHLICHTPALMY B KOHTPOJIHpPaHH

KIHHAYHH [TPOYYBAHHA CBC CPedHAa NMPOIB/DKHTEIHOCT KK TBIMOCPOYHH KIMBHYHH [POYy4BaHHA:
MeThopMHUH HaMaisaBa 00K xonectepoa, LDLc U HUBaTa Ha TPUTITULEPUIUTE.

[IpocnexTuBHOTO paHaoMu3upaHo (UKPDS) npoyuBase € yCTaHOBIWIC ABITOCPOYHATA 110133 OT
MHTEH3HUBHHA KOHTPOJI HA KPEBHATA 3axap npu quabder THN 2. AHANM3ET Ha pe3yJITaTHTe MPU MaLMeHTHTE

¢ HAJHOPMEHO TerJIo, JEKYBaHH ¢ MeTHOPMMH ClIeA HEYCIEX ¢ AUETa CAMOCTOATE/HO IOKa3BaT:
- 3HAYMTEIHO HaMaJleHHe Ha aOCOMOTHHA PHCK Ha CBBP3aHHTE ¢ Juadera yCnoXKHEHNA B rpynara
Ha MeThopMHH (29,8 csOuTua/ 1000 MauMeHTOroaAHHN) CPAMO AMETA CAMOCTOATETHO
(43,3 ¢cpOuTHA/ 1000 nauneHToroaMHu), p=0,0023 u cnpssMo rpynyre Ha KOMOMHALUSA CBC
cyJipoHHTypes ¥ MoHoTepanus ¢ HHCYIHH (40,1 cubuta/ 1000 naunenToroaunn), p=0,0034
- 3Ha4YMTETHO HaMaleHHe Ha abCOMOTHUA PHCK OT CBbp3aHaTa ¢ ZHadbeT CMbPTHOCT: METQOPMHH
7.5 cuoumnsa/ 1000 nauueHTOrOAMHH, AHeTa caMocToATesIHO 12,7 crbumna/1 000 naunenToro
p=0,017
- 3HAYHTEJIHO HaMaJICHKHEe Ha abCOMOTHUA PUCK OT obluaTa CMBPTHOCT: MeThOopMU
crouTHA/ 1000 NauenTOroIMHH CrPAMO IMETa CaMoCToATeNHO 20,6 cubuTia/10
naupeHToroMHH, (p=0,011) 1 cnipsmo rpynure komOuHMpaHa cyngoHUmypes
uHCyIHH 18,9 cubutna/1000 naimentoromunu (p=0,021)
- 3HA4YHTETHO HAMAJICHHE Ha a0COMOTHUA PHCK OT MHOKApAEH HH(papKT: MeTdopM
11 cs6uTHa/1000 NaUMEHTOrOAHHH, AHeTa caMocToATeNHO 18 choHTHa/ 1000 namye




(p=0,01).

TECOS e paHaoMH3HpaHo npoy4BaHe Nnpy 14 671 nauueHTH B intention-to-treat mommysiawmsaTa ¢ HbAlc
> 6,5 1o 8,0 %, ¢ ycTaHOBEHO CEPASHHO-CHAOBO 3a00IABAHE, KOHTO NMOTy4aBaT CHTarJHITrHH (7 332)
100 mg axesno (W 50 mg aHeBHO, ako U3XoAHUTE CTORHOCTH Ha eGFR ca> 30 u

< 50 ml/mun/1,73 m?) unu rwiauedo (7 339), nobaseHn KbM 0OMUafHMTE MPIDKH CBITIACHO MECTHHTE
cranzapTy 3a HbA lc u chpaeuno-cua0BH puckosH daxtop. [laumentu ¢ eGFR < 30 ml/mur/1,73 m?
He ca BKJIIOYEHH B MpoyusaHeTo. MscnensaHara nomynaipma Bnoysa 2 004 naimeHTH Ha BL3pacT

> 75 roguHu ¥ 3 324 naupeHTH ¢ 6B6peuHo yBpexaaHe (eGFR < 60 mi/mMun/1,73 m?).

[To BpeMe Ha MpOydYBaHETO, 00LATa H34YMCIeHa cpeaHa padka (SD) B crofinocTHTe Ha HbA l¢ Mexkay
MPYITMTE HAa CHTArMITHH M rwiauebo e 0,29 % (0,01), 95 % CI (-0,32, -0,27), p < 0,001.

[TepBUuHATA KpaiiHa TOYKA MO OTHOLUIEHHE Ha CHPACYHO-ChA0BATA CHCTEMA € ChCTaBHa OT BPBATA
M0SIBa HA ChPAEYHO-Ch/IOBA CMEPT, HedaTaleH MUOKapZieH HH(apKT, HedaTaleH HHCYJIT WIH
XOCIIHTAIM3alMA MOpad HecTabnuiHa cTeHOKapaua. BropuynuTe kpaliHH TOYKH MO OTHOLICHHE HA
CHLPAECYHO-CHAOBATA CUCTEMA BKITIOYBAT MbPBATA [10SBa HA CHPACYHO-CHI0BA CMBPT, HedaTaneH
MHOKapeH WHOapKT Wid HedaTaneH UHCYJIT; [TspBaTa 0483 Ha WHAWBHAYAIHHTE KOMIIOHEHTH Ha
TEPBHYHATA ChCTaBHA; 00Ia CMBPTHOCT K XOCTIMTANIM3ALMH NTOpaAM 3aCTOiHA CLpAeYHa
HEeJAOCTATBLYHOCT.

Cren npocieaseaHe ¢ MealaHa Ha MPOAB/DKMTEIHOCT OT 3 MOAWHH, CHTATIMITTHH HE TIOBHILABA PHCKA
OT FOJIEMH HEXKENaHH ChPASUHO-ChIOBH ChOUTHA WIH PHCKa OT XOCIUTAIH3aUMA NOpaaH ChbpacdIHa
HEeOCTATHYHOCT, KOraTo ¢ce A00aBs KbM OOWYaliHuTe MPpHXM NpH MalMeHTH ¢ Auader Tin 2 B
cpaBHeHHe ¢ oOMyaiiHuTe rpwxu 6e3 curarmantuH (Tabnnua 3).

Tabanna 3: YecToTH HA KOMOHHHPAHH CHPACYHO-CHJAOBH PE3YATATH H HA KJIHY0BH BTOPHYHH

PE3Y.J/JITATH
‘ Curaraunruu 100 mg ‘ [Lianebo
YecroTa YecToTa
HA HA
100 nauu 100 nauu | KoeduumnenT na
PHCKA p-
eHTOroaH €HTOroaH
N (%) — — {(95% CI) crofivocer?t

AHanui B Intention-to-Treat nonyaaunsTa

——

. bpoit nauueHTH

IIbpBHYHA cheTaBHA KpaliHA TOYKA
(CrpaeyHo-CbhA0BE CMBPT, HedaTaleH
MHOKapAeH HHgapkT, HedaraieH

HHCYJIT WAH XOCHHTANH3ALIMA, TIOpPaIH
HECTAOUTHA CTCHOKAPIHA )
839(11,4) | 4,1 851(11,6) | 4,2
w — T
BTopHYHA CLCTABHA KpaAHA TOUKA
(CopaedHO-CHAOBA CMBPT,
HedaTaleH MROKApACH HHpapKT win
HedaTaleH HHCYIT)
745(10,2) | 3,6 746 (10,2) | 3,6 B R




Curarauntix 100 mg ‘ Ilaanebo ‘ ]

YectoTa YecToTA
Ha HA
100 nauu 100 pauu | Koeduumenr Ha
€HTOroaN eHToroau | PHCKa p-
l HH® HH ¥ (95% CI) crofinocrt

BropuueHn peayarar

CopaedHo-cbA0Ba CMBPT I 380 (5,2) 1,7 366 (5,0) 1,7 1,03 (0,89-1,19) 0,711

Bcakakss BUO MuoxapaeH HHapkT
(baranen u HedarTaleH)

300 (4,1) 1,4 316(4,3) | 1,5 0,95 (0,81-1,11) | 0,487
e ——————————————— _I———— —

BeskakbB B HHCY T {(paTaicH M

HedaTalcH)

178 (2,4) | 0,8 183 (2,5) 0,97 (0,79-1,19)
XOCTIHTaNH3ailMa Nopany HecTabunHa
CTECHOKap AU

116 (1,6) | 0,5 129 (1,8) 0,90 (0,70-1,16)
CMBpPT nopaiy BCAKAKBa TPUIHHA

547(7,5) |25 337(7.3) | 2,5 1,01 {0,90-1, 14) 0,875

Xocnuramd3aus, nopagy ceplicdHa
HEJOCTATHYHOCT]

* Yectorara Ha 100 naumenroroauHy ¢ uzuncieda karo 100 x {obuiusn Gpoﬁ nauHcH'rH ¢ > 1 cnbuTHE NO BpeMe Ha JOMYCTHMHS

MEPHOL Ha CKCIIO3HIKA cnpamo ofmusa 6poil NalHeHTOroAHHA Ha NPOCICIABAHE ).

t B®3 ockoBa Ha Moaen Ha Cox, crpaTidMumpaH 10 peruoH. 3a ChCTABHUTE KpaHHH TOYKH, P-CTOHHOCTHTE CHOTBETCTBAT Ha
TECT 33 HEHHPEPHOPHOCT, ThPCeIl] Ja NoKaKe, 4¢ KOSPHUMEHTHT Ha pHCKa € Io-MATeK OT 1,3. 3a BCHukiA ApyrH KpaliHH TOYKH
p-CTOMHOCTHTE CHOTBETCTBAT HA TECT 3a PA3IMKHTE B KOSPULIMEHT Ha PHCKA.

¥ AHATM3BT Ha XOCIMTAAH3AIIAATA IIOPANH ChPREYHA HEAOCTATHUHOCT € KOPHTHPaH 33 aHaMHE3a 33 ChpACYHA HEAOCTAaTBYHOCT

Ha U3X0IHO HHUBO,

| leawaTpyyHa OOMyJIalyg

EBponeiickara areH1{us I10 JEKApCTBaTa OCBOO0K1aBa OT 3aAb/DKEHHETO 33 IPEJOCTaBIHE Ha
peayaTaTUTe OT NpoydBaHWATA ¢ AH3UTHH J{yO BbB BCHUKU NOAIPYIH Ha NMeaHaTpUHATA MOy IaL|s
ChC 3axapeH avadet Tumn 2 (Bxk. Touka 4.2 3a nH(GOpPMALIMA OTHOCHO ynotpeba B equaTpusaTa).

bezonacnocrTa H epMKACHOCTTA ITPH JO0aBAHE HA CUTATJIMITTHH ITPH NEIUATPHYHH MALUEHTH Ha
Be3pact ot 10 g0 17 romunu ¢ nuaber THN 2 H HeaneKBaTeH MTHKEMHWUEeH KOHTPOJI Ha METGOpPMHUH,
ChC WM 0€3 UHCY/THH, ca OLCHCHH B ABE MPOYUBaHWA 3a NepHoA oT 34 ceamuiui. JobapsaHeTo Ha
CUTarTMITTUH (TTPUIOAKEH KaTO CUTArMNTHHHMETHOPMHUH HWIH CHTAITIUIITHHHMETPOPMUH C
yIabDkeHO ocBoboxaasaHe (XR)) e cpaBHeHO ¢ 106aBAHEeTO Ha ruiaueto KeM MeThOopMHH HIH
MeThopMHH XR.

Makap ¥ 1a ce JeMOHCTpHpa NPEeBb3XOACTBO MO OTHOILCHKE IToHKaBaHeTo Ha HbA lc 3a
CHTar/MITHHTMeTQOopMHUH/ cHTarmMnTHH+MeTgopMuH XR Haa MeThopMuUH Ha ceaMuLa 20 npu
cOOpPHMA aHANM3 OT Te3H JBe NMPOYUYBaHUs, PE3YJITATHTE OT OTACIHHATE MPOYYBaHMA Ca HECHBMECTHMH.
(OceeH ToBa, He ce Ha0mOJaBa NO-BUCOKA €PHKACHOCT HA CUTArIMITTHH+MeTGOpPMHH/
curarmunTHH+MeTgopMuH XR B cpaBHeHUe ¢ MmeThopMHH Ha ceamuua 54. CnenoBatesHo, AH3MTHH
Hyo He TpsaOBa ga ce u3mnos3Ba [Mpy NeAUaTPUYHH NALHEeHTH Ha Be3pacT oT 10 no 17 roauuu no

HEIOCTAaThYHA SPUKACHOCT (BXK. ToUKa 4.2 33 HHGOpMAaLIKMA OTHOCHO yNoTpeba B NEAMATPHIERY,, AS /1) ﬂ\
B x'&:ﬂ,t \
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(CHTarTHITTHR/ MET(GPOPMHHOB XHIPOXJIOpHA) KOMOHHHpPaHH TabJieTKH ca OHOeKBMBANICHTHH Ha
eTHOBPEMEHHOTO MPIIO)KEHHE Ha CUTArMIOTUH ¢ocdaT U MeTQOpMHHOB XHPOXJIOPHA KaTo OTAETHM
TabNeTKH.

CneoHHTE JaHHM NMOKa3BaT (papMaKOKHHETHYHHUTE CBOACTBA HA OTJEC/THUTE aKTHBHHU BEILECTBA Ha
AnzutuH Hyo.

CurarnunTus

Abcopbyun

Crnen nepopanHo npunoxeHue Ha 103a 100 mg Ha 3apaBH y4aCTHHIM, CHTAIIMITTHH OBP30 ce
abcopOupa, ¢ NOCTHraHe Ha NMHKOBY IUIA3MEHH KOHLEHTpalUMH (MeauaHa Tmax) 1 1o 4 yaca cien
NpUIoKeHHeTo, cpeaHa rwiasMeHa AUC Ha curarmunuH 8,52 [1Mehr, Cmax 950 nM. A6comoTtHara
OHOHAMMYHOCT HA CHTArJIMIITHH € MpHOM3UTenHo 87%. Tbi KaTo MPHEMaHEeTO Ha CHTArJIMITTHH
€IHOBPEMEHHO ¢ Horata Ha Ma3HUHU XpaHa He MOBIHABA (papMaAKOKHHETUKATA, CHTATJIMITTHH MOYXKE 1A C¢

npuiara ¢be¢ WM 6€3 Xxpasa.

IInazmeHara AUC Ha CUTAlJIMIITHH C€ NOBHLLABA I10 1038 NMponopLuonaneH HauuH. J{o3a-
NPOMNOPLIMOHATHOCT He € ycTaHOBeHa 3a Cmax 1 C244yaca (Cmax ce nmopHilaBa [oBeve OT A03a-

MponopLHoHamo, a C24yaca ¢ce yBeM4yasa no-Majako OT A03a-ITPONOPLIMOHAIIHO).

Pasnpedenenue

Cpeaauat obeM Ha pasnpeAeieHHE B CTAlIHOHAPHO ChCTOSHHE CJIEA €THOKPATHA HHTPaBEHO3HO
NpWIOKEHA 103a OT 100 mg CUTAINUITTHH Ha 3ApaBH YYaCTHULM € npHdimsurenHo 198 aurpa.
QpakLMATa CUTAIJIMIITHH 0OpaTUMO CBBp3aHa C IUTa3MEHHTe NPOTEHHH € HUCKa (38%).

Buompancgopmayun
CHTarjavnTuH ¢e €JIHMHUHUPA OCHOBHO HEITPOMEHEH ¢ YPHHATA, a METaDONMHU3IMBT € BTOPOCTENEHEH ITHT.
IpubnusurenHo 79% OT CHTArMMIITHH C€ €KCKPETHPa HEMMPOMEHEH B YPHHATA.

Cnen nepopanta aosza [ *ClcurarndnTs, npubnusurento 16% oT paiHOaKTHBHOCTTA C€ EKCKPETHpA
KaTO META00MTH Ha CUTArIUNTHH. Ha HUBO cieaM ¢a yCTAHOBEHH IIECT MeTabONMUTa, KOUTO HE CE
O4YakBa Aa AOMPHHACHT 3a runa3MeHaTa DPP-4 upxubuTopHa aKTUBHOCT Ha CUTAMNMITTUH. In vitro
NPOYYBAHHATA [IOKA3RAT, Y& OCHOBHHUAT €H3MM, OTTOBOPEH 33 OrpaHHUYCHHUA METabOIN3bBM Ha
curarnunmud € CYP3 A4, ¢ yuactero u Ha CYP2CS.

In vitro naHHWTE NIOKa3BaT, Y€ CHTANTMNTHH He € nHxudbuTop Ha CYP n3oensumure CYP3 A4, 2C8,
209, 2D6, 1A2, 2C19 unu 2B6, U He € uHgyxTop Ha CYP3A4 u CYP1A2.

Enumunupane

Cren npwioxeHHe Ha nepopaiana go3a [ “ClcHrarfMnTiH Ha 3ApaBH yY4acTHHLM, npubausuTenno 100%
OT APWIOXKECHATA PaAHOAKTHBHOCT ¢€ eNMMHHMpA ¢ dekanunte (13%) wiu ypuHara (87%) no eana
ceOMHLA ClIel NPHWICKEHHETO Ha no3aTa. [IpuBuaHuaAT KpaeH ty caen 100 mg nepopanHa go3a
CHUTarMITHH € npubmusurendo 12,4 gaca. CHTarnMnTHH ce HaTpyNnBa CaMO MHHHMMAITHO IPH
MHOTOKpaTHO Mpunarade. brOpeuHuar knupeHe ¢ npubnuzurendo 350 ml/Mun.

EnUMHHUApaHETO Ha CUTArIMATHH CTaBa OCHOBHO 4Ype3 Op0peuHa ekckpellus ¥ BK/IOYBA aKTUBHA
TyOyinHa cekpetust. CHATarmMnTHH € CyOCTpaT Ha YOBELIKH OpraHHyYeH aHuoHeH TpaHcnoptep -3 (hOAT-
3), KOHTO MOXKe OH ydacTBa B 60peYHOTO eNMMHHHPAHE HA CHTANTHOTHH. KIITHHHYHOTO 3HaUEHHE Ha
hOAT-3 B TpaHcnopTa Ha CHTarJIMITTHH HE € ycTaHOBeHO. CUTArfIMnTUH € cyOCcTpaT u Ha p-
IMTIHKONPOTEHH, KOWTO MOX€E OH y4acTBa U B MEIMMPaHETO Ha OBOPEUYHOTO ENMMUHHPaHE HA
CHTarNMMNTHH. B CBLIOTO BpeMe LIMKJIOCTIOPUH, €AHH P-IITHKONPOTEHH HHXHOUTOp, HE HAMAIABA

_.—-l..-l-ql-

ObOpeuHmA KIIMPBHC Ha CUTArIMNTHH. CHTarHITHH He e cy6etpat Ha OCT2 wmm OAT), T



250 uM) menuupaHna TPAHCIIOPT B TEPANEBTHYHO pelIeBAHTHH IUIA3MEHHU KOHUEHTpauMH. 11pu
KJIHHHYHO MPOYYBAHE CHTANIMIITHH UMa MANbK e(deKT BbpXY IUTa3MEHHTE KOHLICHTPALIMM Ha JHUTOKCHH,
KOETO NOKA3Ba, Ye CHTArJIMITTHH MOXE 1a € ¢1ab HHXHOHTOP Ha P-IJIMKONPOTEHKH.

Xapaxkmepucmuxa npu nayuenmume
dapMaKOKHHETHKATa Ha CHTArJIMITHH € KaTo LUI0 CXOAHA NPH 3/IpaBH YHAaCTHHIIH H MMAallHEHTH ¢ AHadeT
THII 2.

Bvbpeuno yspeowoane

[TpoBeneHo e OTBOpEHO MPOYYBAHE MPH €AHOKPATHO NPUNOKEHUE 32 OLICHKA HA (PapMaKOKHMHETUKATA Ha
HaMasleHa f03a cHTaraunTiH (50 mg) nMpy nauMeHTH ¢ pa3jiivHaA CTETICH HA XPOHWYHO OB0pedHo
YBpPEAKJAHE B CPABHCHHE CBC 3paBH KOHTPOJIH. IIpoyuBaHeTO BKIIOUBA NALUeHTH ¢ ObOpeyHo
yBpeXKIaHe B JIeK8, YMEPEHA HJIU TEXKKa CTeNneH, KakTo U nauneHTd ¢ ESRD na xemoaunanusa. OcseH
TOBA&, epeKkTUTE Ha OBLOpedHO YBpeKAaHe BbpXY (PapMaKOKHHETHKATA Ha CUTATJIMIITHH ITPU NTALIHEHTH C
ayaber tun 2 1 6B0pEeUHO yBpeXKIaHe B JIeKa, YMEPEHa WM TexKKa creneH (BxmounTenHo ESRD), ca
OLEHEHHM Ype3 NONYJIALMOHHH (apMAKOKHHETUYHH aHAJTH3H.

B cpaBHeHHE ChC 3ApaBH KOHTPOIH, INazMeHata AUC Ha CUTarJiIMNTHH ce MOBUINABA NPHOIU3UTEITHO
1,2 rpTH npu naumeHTH ¢ Ou0peuHo yepexaane B 1eka creneH (GFR > 60 no < 90 ml/MuH) # ¢BOTBETHO
1,6 nbTH npu naureHTH ¢ 6p0pedno yBpexkaaHe B ymepeHa creneH (GFR > 45 po < 60 ml/mun). Toit
KaTO pasMEpbT Ha MOBHIICHHETO HE € KIIMHUYHO 3HAUMM, HE C€ Hajllara KOpHMrupaHe Ha A03arTa [pH Te3H
MalUKEHTH.

[Inazmenata AUC Ha CHTarJIMITTHH C€ MMOBHILABRA ITPUOIH3HTENHO 2 ITETH NPH NAUHEHTH ¢ OB0peuHo
yBpexxaaHe B ymMepeHa creneH (GFR 2 30 no <45 ml/MuH) ¥ npubau3nTeHO 4 METH MPH NALMEHTH ¢
O1OpeuHo yBpexkaaHe B Texkka ctencH (GFR < 30 ml/MuH), skmounrento nauueHTd ¢ ESRD Ha
xeMoauanuza. CHTarjMnTHH ¢e OTCTpaHABa YMEPEHO npH xeMoauanusa (13,5% 3a 3- ao 4-yacoBa
XEMOJHAIM3HA Cecus 3anousalia 4 Jaca ciesl NpUaOKeHHETO).

Heproopobro yepeoicdane
He e neobxoauMa kopekuys Ha A03aTa CHTArJUITTHH NPU NALHEHTH ¢ JIeKQ HJIH YMEPEHO Y€PHOAPOGHO

yBpexaaHe (ckop no Child-Pugh < 9). HaMa knHHHYEH ONKUT NpH NAaLMEHTH C TEXKO Y€pHOAPOOHO
yBpexaane (ckop no Child-Pugh > 9). B cemoro BpeMe, Thit kKaTo CUTArTHITUH C€ ETUMHHHAPA OCHOBHO
ype3 HpOpeLuTe, He ce O4aKBa TEXKKOTO YEPHOAPOOHO YBpeXKAaHe [a MTOBNUAE BbPXY
(papMaKOKHHETHKATA Ha CUTATJTHITTHH.

Tlayuenmu 6 cmapuecka svapacm
He ce Hanara KopekiiMa Ha 103aTa B 3aBUCUMOCT OT Bb3pacTTa. B3 OCHOBa Ha NoImynalHOHEH

dapMaKokuHeTHYEeH aHanu3 Ha JaHHM oT Daza | n Maza 11, Bp3pacTTa He OKa3Ba KIMHHYHO 3HAYHM
e(exT BrpXy PapMaKOKHHETHKATA HA CHTATVIMITTHH. YUYACTHUIIMTE B cTap4Yecka Be3pacT (65 fo

80 roauHH) MMaT NpHOIU3UTENHO 19% MO-BUCOKH NMNa3MeHH KOHLEHTPALMKM HA CHTATIHITTHH B
CpaBHEHME ¢ NO-MJIaAH YYACTHHIIH.

[leouampuuna nonynrayus

(dapMaKOKWHETHKATa Ha CHTAITIMNTHH (euHW4YHa Jo3a S0 mg, 100 mg wiu 200 mg) € uscnensaHa npH
neguaTpH4YHH MauueHTH (Ha BB3pacT ot 10 Ao 17 roaunn) ¢ quaber tun 2. I1pu Tasu nonynauus, AUC
Ha CHTarJIMIITHH B IUIa3MaTa, KOpHTUpaHa CrpaMo Jo3aTta, € npubnusurento 18 % no-HUCka OTKOIKOTO
NpH BB3PAaCTHH NauMeHTH ¢ Auaber Tvn 2 npu ao3a 100 mg. He ca mpoBexxaaHu npoyuBaHus CbC
CHTArJIMIITHH TIPH NeJHATPUUHH NAIMEHTH Ha BB3pacT < 10 roauHH.

Lpyzu xapaxmepucmuxu Ha nayuenmume
He ce Hanara kopeKuMs Ha 103aTa B 3aBUCHMOCT OT I10JI, paca WM HRIEKC Ha TeIeCHA Maca
XapaKTepPHCTHKH HAMAT KIMHHYHO 3HA4YMM €(eKT BbpXy PapMaKOKMHETHKATA HA CHTArII
KOMOWHHpaHHA aHaIH3 Ha QapMaKOKMHETHYHUTE AaHHH oT Paza | 1 nomynaimoneH ¢a
aHa/IM3 Ka JaHHM o1 Pa3a | u Paza Il




MerhopmuH

Abcopbyus

Cnen nepopanHa 1033 MeTQopMHH, Tnax ce qocTHra ao 2,5 vyaca. AGconoTHaTa OHOHATTUMHOCT Ha
Tabnetka MeTdopmMuH 500 mg e mpubausnrenno 50-60% npu 3apaeu yuactHuun. Cnen nepopaliHa

no3a, HeabcopbupaHara ¢pakuus, oTkpura BeB Pekanmmre ¢ 20-30%.

Cnen nepopaneH nmpueM, abcopbuudara Ha MeTOpPMHH € HacHilallia ce M HelTbjIHa. CMATa ce, de
¢hapMaKOKMHETHKATa Ha abcopObuuaTa Ha MeT(hOpMHUH € HenuHelHa. I1pu obuvyalind no3u MeThopMHH
U JO30BH CXEMH, TUIA3MECHHTE KOHLIEHTPALMK NPH CTALHOHAPHO ChCTOSHHE C& JOCTHIAT B paMKHUTE Ha
24-48 gaca ¥ KaTo L0 ca no-Manko ot 1 pg/ml. Ilpy KkOHTpONHPaHH KIHHHYHH H3ITHTBAHHU,
MaKCUMATHUTE IU1a3MeHH HMBa Ha METQOPMHH (Cmax) HE NpeBMIIABAT 5 g/ml, 1opu npu
MAKCHUMAJTHHU JIO3H.

XpaHaTa HaMalsABa creneHTa u ¢1abo 3abaea abcopbumara Ha MeTtdhopmuB. Clien NpHIOKEHHE Ha
no3a ot 850 mg, ce Habmoaasa 40% no-HKUCcka MUKOBA MJ1a3MEHA KOHLIEHTpaluA, 25% HaManeHHe Ha
AUC u yaspkaBaHe ¢ 35 min Ha BpEMETO 1O ZJOCTHIaHE Ha ITHKOBA IUIa3MEHA KOHLIEHTPALHA.
KnyiHAYHaTa 3HAYUMOCT HE € H3BECTHA.

Paznpedenenue

CBBbpP3BaHETO C TUIA3MEHHUTE MPOTEHHH € He3HA4YMTENIHO. MeTdOopMHEH Ce pa3snpenens B epUTPOLUTHTE,
KpBBHHAT KK € NO-HUCHK OT IUIA3MEHHA UK H ce MOABABA NPHOIU3HTENHO MO CHINOTO BPEME.
YepBeHHTE KPBBHU KIIETKH HAl-BEPOATHO NMPEACTARIABAT BTOPHYEH KOMIIAPTHMEHT Ha
paznpeaencHue. CpeaHuat Vd Bapupa Mexay 63 — 276 1.

Bbuompancpopmayus
MerdopMuH ce exckpeTupa HellpoMeHeH B ypHHaTa. [IpH xopara He ca yCTaHOBEHH METAaOOJINTH.

Enumunupane

bbOpeuHHaT KIMpbHC Ha MeTQopMHH € > 400 ml/MuH, KoeTo noka3ea, tye MeTGOPMHH ce ENHMHHKPA
ypes riaoMepyiiHa ¢unTpawms ¥ TyOynHa cekpeuus. Cnea nepopaiHa 1034, MPUBHAHHAT TEPMHHASICH
€JIMMHHALMOHEH NOTYKHBOT € npubnusurento 6,5 h. Koraro 6u6peunara ¢pyHkims ¢ yBpeneHa,
OLOpeUHUA KIHPBHC C€ HaMAJIIBa B ChbOTBETCTBHE C TO3H Ha KpeaTHHHHA U CNIEJOBATEIHO
€JIMMHHALIMOHHMAT TIOJTY»KHBOT C€ YABIDKABA, KOSTO BOAM A0 NOBHIICHH HHBA Ha MET(QOPMHUH B
IUTa3MaTa.

5.3 IlpeaxkIHBEHYHH JAHHR 3a 0e30macHOCT
He ca nposexaaHu nNpoy4BaHUs ¢ JKMBOTHH ¢ SH3uTHH [lyO.

[Ipu 16-cenMuuHM NpOyYBaHUA, B KOUTO Ky4Y€Ta ¢a TPETHPAHH WIH C MET(QOPMHH CaMOCTOSITENHO,
HJIH ¢ KOMOHHAIMA OT MeTOOPMHUH U CUTArJIMIITHH, He € Habmo1apaHa JOBJIHHTENHA TOKCHYHOCT OT
xombuHaumaTa. NOEL B Te3u npoyuBaHus ce HaOMiOJaBa MPH €KCIIO3HLMA HA CHTArTHITTHH
NPUGIU3HTENHO 6 IThTH NMO-BUCOKA OT Ta3M MPH XOPa M NPH €KCIMO3HLMA HA METHOPMHH
NpUOIM3UTENHO 2,5 TBTH NO-BUCOKA OT Ta3H NPH XOpa.

CnenHuTe JaHHH Ca HAXOAKH IPH NPOYyYBaHUS MPOBELCHH ChC CHTATIHIITHH WM METGOPMHH
CaMOCTOSTETHO.,

CUTariunTuH o

brOpeyna u yepHOAPOOHA TOKCHYHOCT ce HabMIOAaBa NPH rpy3aYK MPH CTOMHOCTH Ha C " ﬁ;:}\
CKCIIO3HIMA 38 ITBTH [TO-BUCOKH OT HUBOTO Ha €KCMO3MLMATA NIPH X0pa, a HUBOTO Oe éoﬁ‘rer B |
onpeneneHo Ha 19 TETH MO-BHCOKO OT TOBA NPHU XOpa. AHOMAJINH Ha PE3LIUTE ce Ha mﬁaﬂ’m AT f
[UIBXOBE MPH HHBA Ha eKCIMO3uLMA 67 TbTH MO-BUCOKH OT HHBOTO HA KJIMHHYHA eKC cui: 33 ,m&m L
6e3 edeKT NpH Ta3M HAXOMNKA € 58 MLTH MO-BHCOKO, CHIVIACHO Pe3YITaTHTE OT 14-¢ 1\% Ho » 4 ROA
c‘;;,*\ru SRR
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NPOy4YBaHe MPH IUTbXOBE. 3HAYSCHHETO HA TE3H HAXOMKH IIPH XOpa HE € M3BECTHO. TpaH3HTOPHH,
CBBpP3aHH ¢ JISUEHHETO PHINYECKH MPOABH, HAKOH OT KOHTO NPEANOIAraT HaJIHYHETO Ha
HEBPOJIOTHYHA TOKCHYHOCT, KaTO JMlIaHe ¢ OTBOPEHA YCTa, CalTMBalLlui, €ME3HC Ha O41a nsHa,
aTaKCH4, TpenepeHe, HaManeHa aKkTHBHOCT W/IWIH HarkpOeHa rnosa ce HabmoaaBat nmpH Kyuera npu
HUBA Ha eKCTIO3ULUA TPUOINIUTENHO 23 ITBTH MO-BUCOKH OT HUBOTO HA KIIMHHYHA €KCITO3HLIHMAL
OcBeH TOBA, MHOTO JIEKA 0 JIeKa KOCTHO-MYCKYJIHA JereHepauys ce HabmoaaBa ¥ XMCTOOTHYHO IIPH
NO3W, JABAllA HUBAa HA CHCTEMHA €KCNO3HLMA NMpHOIM3HTENHO 23 IMbTH NMO-BHCOKH OT HMBOTO Ha
€KCno3HUMA NpH Xopa. [1pu Te3u pesyarati, HUBOTO 0€3 epeKT € NpH €KCNO3HLKA 6-KpaTHO MO-
BUCOKA OT HUBOTO Ha KTMHUYHA €KCITO3MLIHA.

CHTarIMITHH HE MOKa3Ba N’eHOTOKCHYHOCT B X04a Ha NpeIKITHHHYHH ITpoyuBaHHA. CHUTarIMNTHH HE €
KAHUEPOT€HEH NMpH MULIKH. IIpM MTbX0BE HMa MTOBHILEHA Y€CTOTA HAa YEpHOAPOOHHU aIeHOMH U
KapUWHOMH IPH HHBA HA CHCTEMHA EKCIIO3MIMA 58 [TBTH [10-BUCOKH OT TE3H IIPH xopa. Tbil kaTo e
YCTaHOBEHO, Y€ XENAaTOTOKCHYHOCTTA KOpeiMpa ¢ HHIYLHpaHeTO Ha YepHOApoOHa HEOIa3us npu
[UTEXOBE, TA3H MOBHIICHA Y€CTOTA HA YEPHOAPOOHH TYMOPH IIPH ILTBXOBETE € BEPOATHO BTOPHYHA,
BCJIEACTBHE Ha XPOHUYHA XEMATOTOKCHYHOCT NPH Ta3U BUCOKa H03a. [lopanw Bucokara rpaHuLa Ha
bezonacHocT (19 meTH NO-BUCOKA NPH TOBA HUBO 0¢3 e(EKT), TE3H HEOIUTACTHYHH [IPOMEHH HE ce

CHHTAT pCJICBAHTHH 3a Xopa.

He ca Hab/monaBaHu CBbp3aHH C JICUEHHUETO €(PEKTH BHPXY PECPTUIHTETA NMPH MBXKKH B )KEHCKH
[UTEXOBE MOMYYHJIM CHTATIMOTHH MPEAH H IO BpeMe Ha YHPTOCBAHE.

flpu npoy4BaHe BbpXY Ipe-/MOCTHATAIHOTO PA3BHTHE HA IUTHXOBE CUTAIJIMIITHH HE MOKa3Ba
HEXEJIAaHH PEaKLMU.

IIpoy4yBaHusiTa BHPXY PENPOAYKTHBHATA TOKCHYHOCT [I0KA3BAT HANMYHETO HA CBLP3aHA C JICUEHHETO,
JIEKO YBeJIHYEeHA YecTOTa Ha MaipopMauuy Ha pebpa Ha deTyca (JIMIICBAIlM, XHNIOTUIACTHYHH H
[UaBally pedpa) NpH MOKOJICHHETO HA TUTBXOBE IPH HUBA HA CHCTEMHA €KCIIO3HLIMSA MOBeYe OT

29 MBTH NO-BHCOKHM OT TE3H NpH Xopa. TOKCHIHOCT Ha MaiikaTa ce HabmoaaBa NpH 3ailiv MPH HHUBA
rnoseve OT 29 MbTH MO-BHCOKH OT HHBAaTa Ha eKCHO3HLMs npH xopa. [Topanu Bricokara rpaHMIIa Ha
0e30nacHOCT, Te3H HaXOAKH HE APEANOaraT ChblIeCTBYBAHETO HA ChOTBETEH PHCK 34
PENPOAYKTHUBHOCTTA NIPH xopa. CUTArMHITTHH Ce CEKPETUPA B 3HAYMMH KOJIHYECTBa B M/IAKOTO Ha
JaKTUpallM IUTEXOBE (OTHOLIEHHE KbpMa/tuiazMma: 4:1).

MerdopMuH
[IpenxnuHUYHMTE JaHHH 32 MeT¢HOPMHUH He pa3KpUBaT ocobeH pHCK 3a xopaTa Ha Oa3aTa Ha
KOHBEHLIMOHATHM (papMaKOJIOrH4YHH NPOyYBaHKUA 3a H€30NacCHOCT, TOKCHYHOCT NPH MHIOKPAaTHO

MnpujaraHe, rcHOTOKCHYHOCT, KapillHHOICHCH NOTEHIIHAN, PCITPOAYKTABHE TOKCHYHOCT.

6. ®APMAIIEBTHYHH JAHHH

6.1 ChnaceK BEA NOMOIIHHATE BeHleCTBA

CobplieBHHa Ha Tabj1eTKaTa:

[ToBHaoHn (K29/32)
Mukpokpucranna ueayaosa PH 102
Kpocnopuaon
Hatpues creapungymapat
e
ITokpwrue Ha TabneTkara: Vs g;ﬁ‘-@f n}’ Zc;,\
[lonusuaunor ankoxon E1203 / Xy éf A -a..;:'f“'\fﬁ; ‘-:
TutanoB auoxcun E171 /, 5/ ,.y‘f-“{* N
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Tank E553b

UeppeH xene3eH okcun E172
YepeH xkene3eH okcun E172
6.2 HecurBMeCTEMOCTH
Henpunoxumo.

6.3 Cpok Ha rogHocTt

24 Meceua

6.4 ChnenHajJHH ycJ0BHSA HA ChbXpPaHeHHe

Ja He ce cpxpaHsara Han 30°C,

6.5 BHAH cBABLPKAHEE HA ONAKOBKATA

Anymunnit/ PVC-PVDC 6ucrepu.

OnakoBku 1o 28, 30, 56, 60, 196 u 200 ¢dwimupanu TabneTkH.

He BcH4kH BHAOBE OMAaKOBKH Morar Aa OB1aT mycHaTi B npojaxda.
6.6 ChoemHaHH NpeARA3ZHH MEPKH IIPH H3XBbLP/IgHe H padoTa

Heusznon3saHUAT JIEKAPCTBCH NPOAYKT HJIKM OTN4AbYHHTC MATEPHAIIA OT HEI'O Tpﬂﬁﬂa Aad CC H3XBLBPIIAT
B CHOTBETCTBHE C MECTHHUTE H3IHCKBAHHI.

7. NPHUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

G. L. Pharma GmbH
Schlossplatz 1
8502 Lannach

ABCTpHA

8. HOMEPHA PASPEHLIEHHETO 3A YIIOTPEBA

SAn3utvH dyo 50 mg/1000 mg dunmupans TabreTku PerncrpamuoHeH Ne 20220246

9. JATA HA IIBPBO PASPEINIABAHE/TIOJHOBSBAHE HA PAZPEHIEHHETO 3A
YIIOTPEBA

Hara Ha mepBO paspewasane: 16. 08. 2022
Jarta Ha rocineqHo NOAHOBABAHE:
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