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1. UME HA JIEKAPCTBEHHUA INTPOAYKT /Jf(;(" \_)92 7_ 7_

Cutaben Met 50 mg/1000 mg punmupanu tabieTku
Sitabel Met 50 mg/1000 mg film-coated tablets é‘ P 4 57 3 10 -0k

2. KAYECTBEH U KOJIHYECTBEH CBCTAB

Bcska TabiieTka Chabpka CUTArJIMNTHH XUAPOXJIOpPHA MOHOXUAPAT, €eKBUBaJIEHTEH Ha 50 mg
cutarnunTuH(sitagliptin), 1 1000 mg merdhopmunos xuapoxnopua (metformin hydrochloride).

3a MBJIHKA CITHCHK HA MOMOILIHHUTE BELLECTBA BHXKTE TO4Ka 6.1.

3. JJEKAPCTBEHA ®OPMA
dunmupana Tadnerka (Tabnerka).

YepBeHunkaBo-kaaBU nMpoabJroatu primupanu tabnetku ¢ pasmepu 21,0 mm x 10,0 mm c
JeNIUTE/THA YepTa OT €/IHaTa CTpaHa U IJIaJIKH OT Jpyrara.

4. KJIUHHUYHHU JAHHH
4.1 TepaneBTHYHH MNOKA3AHHA
[Ipyn BB3paCTHH MALMEHTH ChC 3aXapeH auader Tun 2:

Curtaben Mert e nokaszaH KaTo JOMbJIHEHHE KbM AUETA U YIIPAXKHEHHUA 32 NOA00psABaHe Ha
FITMKEMHWYHHUS KOHTPOJI ITPH MAILMEHTH, NPH KOUTO HE € NMOCTHUIHAT 3aJ0BOJIMTEJIEH KOHTPOJI C
MaKCHMaJTHaTa MOHOCHMa 3a TAX 40332 METPOPMHUH CaMOCTOATENTHO WK KOUTO BeYe Ce JIEKYBAT C
KOMOHMHALUA OT CUTAIJIMNTHH U METPOPMHUH.

Cutaben Mer e nokazaH B KOMOMHAUMA CbC CYN(POHUIYPEHHU NPOU3BOAHHU (T.€. TPOHHO
KOMOMHHMpaAHOJIECYEHHE) KAaTO AOINBJIHEHHE KbM IHETa U YINPAKHEHHUSA MPH NMaLMEHTH, IPH KOUTO
HE € MOCTUIHAT 3a[0BOJIUTEJIEH KOHTPOJI C MAKCUMAaJIHATA IMOHOCUMA 33 TAX 1033 MET(HOPMHH H
CYy1POHUTYPEIHO NMPOU3BOIHO.

Curaben MeTt e noka3aH KaTo TpoiHO KOMOMHHUPAHO JIEUEHHUE ¢ NEPOKCU30MEH nposiudeparop
akTHBHpaH peuenrtop rama (PPARY) aronuct (1.e. THa30JIMAWHAMOH) KaTO JOMbJIHEHHE KbM JHETa H
yHpaKHEHUATIPHA NMALMEHTH, MPH KOUTO HE € MOCTUIHAT 3a0BOJIMTENIEH KOHTPOJI ¢ MaKCHMaJllHaTa
MOHOCHMa 3a TAX 71032 MeTdhopMuH U PPARY aroHucr.

Curaben MeTt cb110 € MOKa3aH KaTo 100aBKa KbM HHCYJIHMH (T.€. TPOMHO KOMOMHUPAHO
JIeYEeHNE) KaTO AONBIHEHHE KbM JAHEeTaTa H YIIPpaXXKHEHUATA 32 N0A00psABaHE Ha IITHKEMHUYHHS
KOHTPOJI TIPH MALMEHTH, KOTraTo MOCTOAHHATA /1032 HAa HHCYJIMH U MeTGOPMHH CaMOCTOATEITHO
HE OCHTYpABA aICKBATCH INITHKEMHYCH KOHTPOJI.

4.2 Jlo3HpOBKAa H HAYHH HA NPHJIOKEHHE

Jo3upoBka

Jlo3upoBKaTa Ha JICYEHHUETO 3a NoAoOpsABaHE HA NIMKEMHUYHHA KOHTPOJ cbe Curaben Mer Tpabra na
Obe HHIUBUYATH3UpaHa Ha 6a3aTa Ha HACTOSALIMA PEXXKHUM Ha NMalHeHTa, e()eKTHBHOCTTA U
TOJIEPAHTHOCTTA, KaTO HE Ce NMpeBHIlIaBaT MaKCHMaJIHATa NpenopbuBaHa AHeBHA Ao03a oT 100 mg
CUTArJIUNTHH.




Bwipacmnu ¢ nopmanna 6vOpeuna @yuxyun (GFR= 90 mi/mun)

nEH MALKEHTH, ITPH KOHWTO HE € TIOCTHI'HAT 3370BOJITHTCIICEH KOHTPOJ C MaKCHMaJIHaTa IMOHOCHUMA 1032
MECT MHH KaTO MOHOTEDAIIHA

[Tpy naliHeHTH, IPH KOHTO HE € MOCTHIHAT 3aJ0BOJIMTENIEH KOHTPOJ ¢ MET(POPMUH CaMOCTOATENHO,
oOugaiiHaTa HauajnHa 403a TpAOBa Aa AOCTABH 03a CHTAINIMNTHH B 1033 50 mg ABa IILTH BHEBHO
(100 mg obma gHeBHa 103a) IUNOC £03aTa METQOPMHEH, KOATO BEYE € IPUEMAaHa.

Ilpy naiMeHTH, KOUTO ApeMHHABAT OT €AHOBPEMEHHO NMPUIATaHe HA CUTATTHNTHH H MeT(QOPMHH

[Tpy nanumeHTH, KOHTO NPEMHHABAT OT ¢OHOBPEMEHHO NpPUIAraHe Ha CHTArNIMNTUH B MeTGOpPMHUH,
neyesuero cb¢ Curaben Mer TpabBa Aa ce 3an09He ¢ A03aTa CHTATIUITTHH ¥ METHOPMHH, KOATO

BeUe € MpueMaHa.

[Ipy nauMeHTH, P KOKTO HE € NOCTHIHAT 3aN0BOMTENCH KOHTPO ¢ ABOAHO KOMOHMHHDPAHO JedyeHue

¢ MaKCHMAITHaTa MOHOCHMA 1038 METHOPMHH U cYIDOH eHO MPOH3BOAHO

Jo3aTa TpaOBa Aa DOCTaBK CHTArNMNTHH B J03a S0 mg aea mbTH aHesHO (100 mg o6ma nreBHa no3a)
H go3a MeTgopMHUH, moaobHa Ha Ro3aTa, KoATO Beye € mpueMaHa. Korato Curaben Mer ce H3nonssa
B KOMOMHaIMA Cr¢ CyJIPoHUNypeliHO NPOM3BOAHO, MOXeE Aa Ce HANOXKH ynoTpebarta Ha MO-HUCKA
no3a cyndoHIWTYpeHHO NPOU3IBOAHO, 32 A C& HAMAJIY PHCKa OT XUMOIrMHKEMHA (BX. Touka 4.4).

IlpH nalyHeHTH, NPDH KOKTO He € NOCTHIHAT 3aJ0B0 EJICH KOHTDG ABONHO KOMOMHUDAHO JIeYEHHE

¢ MaKCHMaTHATA NOHOCHMA 1032 MeThopMul B PPARY aroHmct

Ho3ara Tpadbea xa AOCTABH CHTArNHNTHH B fo3a 50 mg aBa mpTH AHeBHO (100 mg obma aHeBHa no03a)
H 1032 MeThopMHH, MoRo0Ha Ha /103aTa, KOATO BeYe € MpHEMaHA.

HEH NAaNHCHTH, TIPH KOHTO HE € NOCTHIHAT 3aOBOJIHTCIICH KOHTPOJ € ggﬂﬁl-lﬂ KﬂHﬁHEEEEHﬂ JICYCHHE

C MHCYJIHH H MAKCHMANHATA TOHOCHMA 103a MeThOpMHH
Ho3arta rpa6pa 12 ZOCTABM CUTArMUITHH B Ao3a 50 mg ABa n»TU ZHEBHO (100 mg o61m1a fHeBHA no3a)

¥ no3a merdopMuH, moaobHa Ha 103aTa, KOATO Beve € npremana. Korato Curaben Mer ce H3mnosnaBa
B KOMOMHaUMA ¢ HHCYJIMH, HUCKaTa 1033 HHCYJIHH MOXe la € HeoOxoaHMa 3a peIyLiMpaHe Ha pUcKa
OT XunorjiukeMua (BK. Touka 4.4).

3a paznH4YHHTE 003H MeThopMHH, CuTaben Mer ce npeanara B kKOHUeHTpauus o S0 mg
cutarmunTHH U 850 mg MeTdopmuHoB xuapoxnopna wik 1000 mg meTtdhopMHHOB XHAPOXIIOpU.

Beuuky manueHTH TpAOGBA Aa NPOARIDKAT NIpENopbhYaHaTa UM JHETA € alcKBATHO paslpeaeecHHe Ha
npueMa Ha BBIJIEXHOPATH NIpe3 JIeHA.

N¢LHAIHY MOITYIALHA
bvbpeuno yepexcoare
He ce nanara xopekiuus Ha go3ara nmpM NauHeHTH ¢ Jeko Ou0pednHo yRpexaaHe (CKOpocCT Ha
rnomepynHa ¢puntpanus [GFR] = 60 ml/mMun). [Ipean 3anouBaHe Ha JiedeHHE ¢ MPOOYKTH,
chOBpxKally MeTdopMuH, TpabBa na ce Hanpapy oueHka Ha GFR cToiiHOCTUTE, a cliell TOBA - NIOHE
BeIHDLX MOAHINHO. [IpH MalHeHTH ¢ MOBUIIIEH PUCK OT NO-HATAThINHO NporpecHpade Ha 6nOpevHO
YBpPEeXIaHe | IPH MalMeHTH B CTap4ecka Bb3pacT TprOBa MO-4€CTo Ja Ce MpaBH OLCHKA Ha
6B0peunara QyHKIMA, HaNMpP. Ha BCekH 3-6 Mecerna.

3a npeano4nTaHe ¢ MaKCHMAllHAaTa JHEBHA 1032 MeThHOpPMHH Aa Obae pa3zjencHa Ha 2-3 AHEBHU J03H.
(QakTOopH, KOUTO MOTAT A2 YBEJIMYAT PHUCKa OT IAKTATHA auMao03a (BXK. Touka 4.4), tpabea aa 6naat

ApepasriicAalH, NPein 1a ¢ 0OMMCIIH 3aII0YBAHETO Ha JICIEHHE ¢ MET(OPMHH NPH NMALHEHTH ¢
GFR< 60 ml/muH.

AKo He € JocTeNHA 103082 Gopma Ha Cutaben MeT ¢ aAeKBaTHO KOJIMYECTBO HA AKTHBHOTO
BEIIECTBO,BMECTO KOMOHHAIIMA ¢ QPUKCHPAHH J03M TpsOBa 1a Ce H3NOoN3BaT OTACITHATE
MOHOKOMITOHCHTH.




GFR mi/MRAER MeTtdopMBEH CatarapnrTun

60-89 Muaxkciumannama onegna 0o3a e Maxcumannama oneena 0o3a e

3000 mg. 100 mg.
Mooice 0a ce obMucnu noRuCQ8ane Ha
003ama 8b8 8Pb3KA C HAMAIABAHEMO HA

6vbpeunama GyHKyus.
45-59 Maxcumannama onesna 0o3a e Maxcuvannama onesna 0o3a €
2000 mg. 100 mg.

Havannama oo3za e Hat-MHo20
NORDBUHAMA OM MAKCUMARHAMA 0034.

30-44 Maxcumannama oneena 0o3a e Maxcumannama onesHa 0034 €
1000 mg. 50 mg.

Hauannama 003a e Hati-mMH020
RONOSUHAMA OM MAKCUMATIRama 0034,

< 30 Memdopmun e npomusonoxasan. Maxcumannama oxeera 6o3a e
25 mg.

Ueprnodpobro yepeacoane
Curaben Mer He Tpa0Ba 1a ce U3MON3Ba NPH HAUHEHTH ¢ 4epHOAPOOHO yBpexKaaHe (BX. Touka 5.2).

Cmapuecka ev3pacm

Toit xaTOo METQOPMHHE K CHTATTIHITTHH C€ eKCKpeTHpar 1pes 0ndpeuute, Cutaben Met 1pabra na ce
M3M0/I3Ba ¢ MOBHLIEHO BHUMAHKE NPH HanpeaBaHe Ha Bb3pactra. HeobxomuMo € MOHHTOpHpaHe Ha
6Bn0peaHaTa GYHKINA, 32 Ja c€ MOANIOMOrHE NPEANa3BaHeTo 0T CBhp3aHaTa ¢ MeThOPMHH JIaKTaTHA
aIHA03a, Hali-Bevue B CTapuecka Bb3pacT (BX. ToUkH 4.3 u 4.4).

[leduampuvna nonynrayus

Curaben Met He TpabBa Aa ce H3NOI3Ba NIPH Aella H IOHOLIA Ha Bh3pacT oT 10 no 17 roguuu
nopaay HeAOCTaTbhYHA ePHKacHOCT. HanMYHATE moHacTOAIEM NaHHH ca OMHMCAHH B TOYKH 4.8,
5.1 1 5.2. KoMOMHALMATA CHTarTMNTHH-METHOPMHR HE € NPOydBaHa NPH NEANaTPHYHH
MAallHeHTH Ha BB3pacT noa 10 roauun.

HauuH Ha pHAOKEHHE
Curaben Mer Tpabpa aa ce npueMa ABa I'bTH JHEBHO ¢ XpaHa 3a HAMANABRaHE Ha HEXKEJIAHATE

pPC€aKIHH OT CTpaHa Ha CTOMAILHO-YPEBHUA TPAKT, CBBP3dHHN C MCT (bﬂpMHH.

4.3 IIpoTEBOnOKAIAHHNA

Curaben MerT e npoTuBONOKa3aH OpH NALMEHTH CBC:
- CBPBXYYBCTBHTETHOCT KBM aKTHBHHTE BELECTBA WIH KM HAKOE OT NOMOLLHHUTE BEILIECTBA,
n30poeHH B Touka 6.1 (BXx. ToukH 4.4 u 4.8);
- BCEKH THII 0cTpa MeTaboIHTHA aliao3a (KaTo JIaKTaTHA aunac3a, JrabeTHa KeToaunaosa);
- nuadbeTHa MpeKoMa;
- Texka 0b0peuna HepoctaThuHOCT (GFR< 30 ml/Mun) (Bx. Touka 4.4);
- OCTPH CBCTOAHHA C BB3MOXKHOCT J1a U3MEHAT ObOpedunara GyHKIMA KaTo:
- JeXnaparaung,
- TEXKH MHPeKLnH,
- 0K,
- BBTPECHAOBO MPHIOKEHHE Ha HON-ChABPKALIH KOHTPACTHH BEILUECTBa (BX. To4Ka 4.4);
- OCTPO WIH XpOHUYMHO 3a00/19BaHe, KOETO MOXKE Ia NPHIHHHA XUITOKCHA Ha THKAHUTE KATO:
- ChpAeYHa WU PECNPaTOPHa HEAOCTATBYHOCT,
- CKOPOILLIeH MHOKApieH HHPAPKT,
- IOK;
- YyepHoapoOHO YBpEeXKaaHe,
- OCTpa AIKOXONMHA MHTOKCHKALIHA, ANTKOXOMH3IEBM,
- KbpMEHE.




44 CoenmajAn npeaAynpexacHHd H EpeINalAl MePKH NpH ynorpebda
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Cutaben Met He Tpa6Ba [a ce H3NMO/I3Ba NPH NALKMEHTH ¢ AHabeT THN | M He TpAOBa 11a cH
W3I0/13Ba 3a JleveHHne Ha AHabeTHa Keroauaosa.

O NaHKpEaTUT

Ynorpebata Ha DPP-4 umxuburopi e cBbp3aHa ¢ PUCK OT pa3BHTHE Ha OCTBHP NAaHKPCATHT.
IMauuenture TpabBa Aa 6BAaT HHPOPMUPAHH 33 XaPAKTEPHHUA CHMIITOM Ha OCTHP NAHKpPEaTHT.
MEPCHCTHpALRA, MHOIO CHMJTHa KopeMHa Gonka. Cnea npekparaBaHe Ha CHTAIJIMIITHH ce Habmongasa
OTIOYMABAHE Ha MAaHKpeaTHTA (ChC WIH 6€3 moaxppXallo NeYeHHe), HO B MHOTO PEKH CITydaH €
CHOOLIARAHO 33 HEKPOTH3HPALI WIH XeMOPAarHi¢H MaHKPeaTHT U/ WIH CMBPT. AKO HMa CbMHEHHA 32
NaHKpeaTHT, TpaObBa Aa ce nmpekpaTu npueMa Ha CHraben Mer M ApyrH NOTeHUHATHO NOA03HPaHH
NeKapCTBEHH NPOOYKTH; aKo ce MOTRbPAH OCThP NaHKpeaTuT, NpueMbT Ha Curtaben Met He TpsabBa
Aa ce BBL3oOHoBaABA. Heobxoammo e nopuineHo BHUMAaHHE NPH NMaLMEHTH ¢ aHaMHE3a 34
NMaHKPEATHT.

JlaKTaTHa aunno3a

JlakTaTHaTa auKA03a, MHOIO PALKO, HO CEpHO3HO METalOoNIHTHO yCnoXHeHUe, Hal-4ecTo HACTBIBA
APM OCTPO BoiNaBaHe Ha 6s0peunaTa GyHKUMA, KApAHO-PECITHPATOPHO 3a00NABaHe HITH CENCHC.
HatpyneaHero Ha MeTGOPMHH HACTBITBA MPH OCTPO BloLIaBaHe Ha 6B0pedaHaTa (pyHKUHA U
YBETH4aBa PUCKA OT JIAKTaTHa aLnaos3a.

B cayvaii Ha afexuaparanns (MpoaAb/DKHTENHO NOBPLIIaHe, AHAPDHA, TPECKA WIH HAMAJICH NPHEM Ha
TEYHOCTH) TPAOBa BpeMEHHO a ce Cpe MpHeMa Ha MeT(hOPMHH K € NPENIOPEIHTE/IHO Ja C¢
YCTAHOBH BPb3Ka CMEAUMLIMHCKH CNICHHATHUCT.

[MpueMbT Ha JleKapCcTBEHM NPOIYKTH, KOUTO MOTAT OCTPO Ja yBpeaaT Onbpeunara ¢pyuxuma (kato
aHTHXHNepTeH3uBHM cpeacTsa, Auypetuin 4 HCIIBC) tpabra na ce 3amouHe ¢ MOBHINEHO BHUMAaHHE
NPH DAIMEHTH, TeKyBaHH ¢ MeTgopMHEH. Jpyru pHcKoBH QakTOPH 3a IaKTaTHA aLiMa03a ca
MPeKOMEPEH IPHEM Ha ANKOXOJI, YepHOAPoOHAa HEAOCTATHYHOCT, HEAOCTATBIHO KOHTPOTHpaH nHader,
KeTOalKa03a, MPOABDKUTENHO [NIalyBaHe U BCAKAKBH CbCTOAHHA, CRbP3aHH C XHTIOKCHA, KAKTO H
¢AHOBpEMEHHAaTa ynoTpeda Ha JIEeKapCTBECHU NMPOAYKTH, KOUTO MOTAT 8 NPHYUHAT NaKTaTHA alluao3a
(BX. To9kH 4.3 n 4.5).

INanuenture Wiwiu OonHorneaauute Tpabna na 66paaT MHGOPMUPAHH 33 PHCKA OT IAKTAaTHA alN034.
JlakTaTHAaTa alMJ03a C& XapaKTepH3Hpa ¢ aliuAo3Ha JUCITHEs, KopeMHa 00NKa, MYCKYJIHH KpaMIIH,
aCTE€HHA M XHNOTEPMHA, IOCNEABAHN OT KOMa. B ciydait Ha CbMHEHHE 3a CHMIITOMM MAaLHEHTHT

TpabRa Aa cnpe mpHeMa Ha MeTdopMHH M He3abaBHO Aa NMOTHLPCH IEKapeka nmoMoll. JHarHoCTHYHHTE
naGopaTopHH HAXOOKHU ca MOHWKEHO KpbBHO pH (<7,35), noBHineH! HHBA HAa IUTa3MEHHA JIAKTAT

(>5 mmol/]) n nosuIIeHa AHHOHHA Pa3iHKa H CbOTHOLICHHE JIAKTAT/IUPYBAT.

brbpeuna pyHkuMa

Ipeny 3ancusaHe Ha JieueHHETO TPAOBRa na ce HanpasH oleHKa Ha ctofiHocTuTe Ha GFR 1 pepoBHo
cnen Topa (Bxk. Touka 4.2). Curaben Mer ¢ nporusonokasaH npu naipeHTH ¢ GFR <30 ml/MuH u
Tpabea na OBbe BpeMEHHO CIPAH NPH HAIMYME HA ChCTOAHUA, KOUTO NMPOMEHAT Ob0peyHaTa
dyuxuus (Bx. Touka 4.3).

XHNOTITHKEMHUA

[Taimenty, nonydaraiu Curaben Mer B koMOMHaumsA ¢bC Cy/1GoOHWTYPEHHO ITPOU3BOLHO HIH C
HHCYJIMH, MOXe /1a Ca H3JIOKEHHN Ha PUCK OT xuriornukeMus. CneaoBaresiHio, MOXe Ja € Heo0X0oauMo
HaMaABRaHe Ha J03aTa Ha Cy1GOHITYpefiIHOTO APOUSBOAHO HIH Ha HHCYJIHHA,

Peakivu Ha CBpbXYYBCTBUTEITHOCT

MMa rocTMapKeTHHIOBH ChOOLIEHHUA 32 CEPHO3HH PEAKLIHK Ha CBPBXYYBCTBUTEHOCT [TPH HAlLHEHTH ...
NEKYBAaHH ChC CHTANIMIITHH. Te3M peaklMH BKIOYBAT aHAQWIAKCHSA, AHTHOEAEM H eKChoHa
CBHCTOAHHA Ha KOXATa, BIIIOYHTENHO CHHAPOM Ha Stevens-Johnson. Hauanoto Ha Tesy
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peakIMHHACTHIIBA B PAMKHTE Ha ITHPBHUTE TPH MeceLla OT 3alI09BaHE Ha NEYCHHETO ChC CHTATIHITHH,
HAKOH CJTy4aH HACTBIIBAT CNCH MBPBATA J03a. AKO ce ITO03Hpa peakLUsa Ha CBPBXYYBCTBHTEHOCT,
npueMbTHa Cutaben Met TpabBa aa ce mpekpaTH, TpadBa Aa ce OUEeHAT APYTH NOTEHUHATHH NMPHIHHA
Ha ChOHTHETO M TpAbBa Ja ce Ha3HAYH AITEPHATHBHO NiedeHHe Ha nHabera (Bxk. Touka 4.8).

byno3eH neMdHrona

ITpn naunenT!, mpueMaii DPP-4 uHXHOUTOPH, BKIOYHTENHO CHTAITTHIITHH, HMa NMOCTMAPKETHHIOBH
cro01enns 3a OynoseH neMpurona. Ako HMa CbMHEHHA 32 Oynio3eH neMPHrona, NpHeMa Ha
Curaben Mert Tpabpa aa ce nmpeycTaHOBH.

Onepanusa
Curaben Mer Tpabsa aa ce cnpe no speMe Ha onepauus noj oduia, CMHANHA HNH CMHAYPaiHa

aHecTesud. JleaeHnero Moxe aa Obae BB30OHOBEHO HE MO-paHO OT 48 "aca ciej onepauMaTa Hin
BB300HOBABAHETO HA XpaHEHETO Hpe3 YCTa, U IPH yoiIoBHe 4e OpOpedHaTa QyHKLHA € OLSHEHA
OTHOBO M € YCTaAHOBEHO, 4e & ¢CTabHUnHa.

IIpanoxenue Ha HOA-CRABPXKAUM KOHTPACTHH BElLIleCTBa
BBTpechaoBoTo NpUNOXEHUE Ha HOAUPAHH KOHTPAaCTHH BEUIECTBA MOXKE /18 [OBee Mo

KOHTpacT-HHAYLHMpaHa HedpomaTHA, BoAELIa 10 HATPYNBaHETO HA METHOPMHUH H NOBULIEH PUCK OT
JIAKTAaTHA auupo3a. . [IpuemMbT Ha Curabesn Met Tpabpa 1a ce IpeyCTaHOBH B NIEpHONA NIPEAH WITH
N0 BpemMe Ha NpolieAypaTta 3a oOpa3Ha IMarHoCTHKa U He TpadBa aa ce Bbp306HOBABA 10 Half-Manko
48 gaca crnen ToBa, NMpH ycnoBHe Ye 6p6pedHaTa PyHKUHA € OLlCHEHa OTHOBO U € YCTAHOBCHO, Y€ €
crabnnHa (BXk. ToukH 4.3 1 4.5).

[IpoMsHa B KIMHWYHHA CTATYC HA NMAi[HEHTH ¢ KOHTpoaupaH fuaber THn 2
[MaumenTH ¢ Anaber THN 2, npenn ToBa AoOpe koHTpoMpaH cee Curaden MeT, KOHTO pa3BHBAT

OTK/TOHEHHA B JTA0OPATOPHH MOKA3aTeNH WIN KNTHHUYHO 3a0o/naBaHe (Hal-Be4e HEACHO WK c1abo
nedyvnanpaHo 3abonapane) Tpadra He3aGaBHO Aa e OHEHAT 3a HANNMYHE Ha KeToalK103a UK NaKkTaTHa
aumnosa.

Ouenkara TpabBa f1a BKITIOUBA CEPYMHH €JIEKTPOJIHTH H KETOHH, KPBBHA 3aXap M aKo ce Hajiara pH Ha
KpbBTa, HHBA HA NTAKTAT, IHPYBAT H METQOPMHH. AKO C€ MOABH ALMJI032 B KOATO H 1a e Gopma,
nedyeHneTo TpaAdBa Ja ce cnpe HezabaBHO M TpAOBaA Ja ce npeanpueMaT NOAXOAAIIN TePaneBTHUHH
MEPKH.

Harpuii
To3u nexapcTBEH NPOAYKT CBABPXKA NMo-Manko o1 | mmol satpuit (23 mg) Ha Tabnetka, T.€6. MOXe Ja
ce Kaxe, 4e MPAKTHYCCKH HE CHOBPKA HATPHH.

4.5 B3aamoaeiicTBHe ¢ ApYrH JeKAPCTBEHH NPOAYKTH H APYrH $OPMH HA B3aEMoaelicTRHE

EnHoBpeMeHHOTO MHOTOKPATHO MpHiarase Ha cuTarunTHH (30 mg aBa IbTH JHEBHO) M MeTHOPMHUH
(1000 mg nBa NBFTH JHEBHO) HE € TPOMEHHNO 3HAYUTENHO papMakOKUHETHKATA KAKTO Ha
CHTAIJIMITHH, TaKa 4 Ha METQOPMUH ITPH NauMeHTH ¢ auabet THn 2.

He ca y3BpBpLIBaHH NPOYYBaHHA 33 PapMaKOKHHETHYHHU JIEKAPCTBEHU B3aHMO/IeCTBHS ChC
Curaben Met, obave TakuBa MpOy9YBaHUA Ca MPOBEXKIAHK C OTACTHHTE AKTHBHM BELIECTBA,
CHTAIIMNTHH A MeTHOPMHH.

He ce npenopnysa CLIBTCTRALIA YIOTPeDa

AJIKOX0N
AJIKOXOJIHATA HHTOKCHKAILHA Ce CERbP3Ba ¢ NOBHINEH PHCK OT JIAKTATHA auMAa03a, 0codeHo B CTyvyay Ha
rmagyBaHe, HeAOXpaHBaHe WM yepHoaApoOHA HeJOCTATBYHOCT.

Hon-chabpxal KOHTPaCTHH BEiLlECTBa
[MpuemMsT Ha CuTaben Mer TpabBa 3a1b/HKMTENHO a C€ NIPEYCTAHORH B fIEpHOAA NpEay
BpeMe Ha IpoleqypaTa3a oOpa3Ha IHarHOCTHKA U He TPAORA Ja ce Bp30OHOBSBA JI0 H
48 gaca cnen TOBa, MPH yCIoBHe Ye 656peunara PYHKIHA € OLIEHEHa OTHOBO H € Y
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ye ¢ cTabumHa (Bx. Touku 4.3 u 4.4),

KoM M. M3HC HH MEDKH IPH YN

Hsaxou nekapcTBeHH NMPOLYKTH MOTaT Aa CE 0Tpa3AT HebnaronpuaTHO Ha OL0peuHaTa QyHKIHA, KOETO
MOX€E A3 YBEJIMYH PHCKa OT NakTaTHa alnao3a, Hanp, HCIIBC, skmoyduTenHo cenekruBHM
AHXHOUTOPH Ha 1uknookcurenasa (COX) 11, ACE uuxuburopy, anruoreHsut Il peuentopuu
AHTATOHHCTH H JAKYPETHLH, 0co0eHo SpuMKkoBM auypetun. [Ipu 3anousaHeTo Wik ynorpebara Ha
TAKHABA MPOAYKTH B KOMOHHALINA ¢ MeTHOPMUH ¢ He0OX0qUMO BHUIMATENHO MpOCnendBaHe Ha
6n6peuHaTa GyHKIUHA.

CeIrpTeTBALIATA YNIOTPeba Ha NekapCTBa, KOMTO NOBNMABAT OOLIMTE TPAHCTIOPTHHY CHCTEMH B
6B0peynuTe TYOYNH, BKIIOYEHH B 650peuyHoTO eTMMUpaHe Ha MeTQOPMHH (HAIp. MHXHOUTOPH HA
OpraHMYHHA KaTHOHEH TpaHcnoprep-2 [OCT2 [/ MynTiiekapcTBEHHA H TOKCHH-EKCTPYAMPall NPOTENH
[MATE], xaTo paHona3uH, BaHAEeTaHHO, AOyTErpaBup H LWMMETHAMH), MOTAT Ja IOBHLIAT
CHCTEMHATA SKCIMO3KIIMA Ha METQOPMHH H [1a YBEJIMYAT PHCKa OT JIaKTaTHA aiHao03a. Tpaona fa ce
OOMHCITAT MOJIBUTE U PUCKOBETE OT CBITBTCTRALLATA YroTpeba. Tpabra na ce oHMUCIN BHUMATETHO
MPOCNICAARAHE HA NMHAKEMHIHHS KOHTPOJ, alalTHPaHe Ha J03aTa B PAMKHTE Ha IPENOPBYHTENHATA
OO3UPOBKa M MPOMEHH B JIC4EHHETO Ha AHabeTa, KOraTo TaKHBa NEKapCTBEHHK MPOAYKTH Ce NMpuiiarar
eAHOBPEMEHHO.

I'moxoxopTHKOHAATE (PWIAraHK N0 CHCTEMEH H JIOKaNEH BT) 0eTa-2-arOHHCTHTE U AUYPETHIIMTE
MMAaT XHUNepriukeMudHo aeficreue. Ilanuerture TpaGea aa ce HHGOPMHPAT B MO-4ECTO Aa H3MEPBAT
KpbBHaTa CH 3axap, cCo0€HO B HAYaJlOTO HA JICYCHHUETO C TAKHBA JICKAPCTBEHH NPOAYKTH. AKO €
HeoOXO0MMO, A03aTa Ha JIEKAPCTBEHUA NMPOAYKT 32 I'THKeMHYEH KOHTpon TpadBa a ce afanTHparo
BpEME Ha JIeYCHHE C APYTHs IEKAPCTBEH NMPOAYKT H MPH HEroBOTO NPeKpaTABaHe,

ACE-nHxubutopHuTe MOraT a NOHMXAT HUBATA HA KPBBHATA 3axap. Ako € HeoOXonHMo, J03aTa Ha
JIeKapCTBEHHA NMPOAYKT 3a MJIHKEMUYEH KOHTPON TpAOBa Aa ce aganTHpa o BpeMe Ha JIe4eHHeTo C

APYTHA NEKApPCTBCH NIPOAYKT H IIPH HCTOBOTO NNPpEKPaTABaHE.

E¢exTy Ha Apyry JeKapcTBEHH NPOAYKTH BEPXY CUTATNHITHH
In vitro v KTMHUYMHATE JaHHH OMMUCAHM T10-NOJNY MIPEANoaraT, Y€ pUCKDBT OT KIMHHYHO 3HAYUMM

B3aMMOeiCTBHA NPH ¢IHOBPEMEHHO MPWIOXKEHHE C APYTH JIEKAPCTBEHH NPOAYKTH € HHCBK.

In vitro MpoOyYBaHHUA MOKAa3BaT, Y€ OCHOBHHA EH3UM OTTOBOPEH 32 OrpaHHUCHHA METab0IHIbLM Ha
cutarmanTHH e CYP3 A4, ¢ yaactue Ha CYP2CS. [Ipu nauuenth ¢ HopManHa 6p0peuna GpyHKuUMA,
MeTaboH3M BT, BKMOUHTENHO H upe3 CYP3A4, urpae camo Manka pons B KJIMPbHCA Ha CHTArJIKNTHH.
Merabomu3MbT MOXE I HIPae NOo-BAXKHA PONA PH SIMMHHHPAHETO HA CHTATJIMIITHH B YCJIOBHA Ha
ocTpo 0BpOpedHo yBpeXKaaHe Wi TepMHHaATHA 060peuna HegocraTeaHOCT (ESRD). Ilopanu Tasu
MpUYKHA € Bh3MOXHO MOIDHU mExubrTOopu Ha CYP3 A4 (Hanp. KeTOKOHA307, HTPAKOHA30J1,
PMTOHABHD, KJIAPUTPOMHIUMH) A2 MPOMEHAT (GapMaKOKHHETHKATA HAa CHTArTUITHH NPH MAaLHEHTH C
TeXKO Op0pedHo yepexaane Wi ESRD. EdexTure Ha MmottanaTe CYP3 A4 HHXNOHUTOPH B YCIIOBHA Ha
6Bp0OpeuHO yBpeXXaaHe He Ca OLICHABAHH NpPH KIMHHYHO NPOYYBaHE.

In vitro nipoydBaHUA 32 TPAHCIIOPTa NOKA3BAT, Y€ CHTAMIMIITHH € CyOCTpaT Ha p-rNHKONPOTEHHA H
TpaHcnopTepa Ha opraHHYHH aHHOHH-3 (OAT3). OAT3 MeAUMPaHHAT TPAHCMIOPT HA CHTATJIMITTHH Ce
UHXUOUpa in vitro ot MpodeHeUn, BHITPEKH Y€ PHCKBT OT KIHHHYHO 3HAYHMH B3aUMOAeliCTBHA ce
CMATA 3a HUCBK. ETHOBpeMeHHOTO nMpwiokeHue Ha OAT3 uuxHbUTOPH HE e OLICHeHO in Vivo.

Lluxnocnopur: [1poBeneHo € npoy4BaHe 3a OLICHABAHE HA €(eKTa Ha LHKJIOCMOPHH, MOLIIeH
HHXUOHTOpP Ha P-IIIHKONPOTEHHA, BbPXY $papMaKOKHHETHKATA Ha CUTArJIMNTHH. EnHOBpeMEHHOTO
NPIIOXKEHNE Ha ¢AHHHYHA nepopanHa go3a 100 mg cHTariINnTHH 4 eIHHHYHA [epopanHa ao3a

600 mg muxnocnopux nosuimasa AUC # Crax H8 CHTAITIMIITHH CHOTBETHO ¢ MpHOIM3INTENRHO 29 % 1
68 %. Te3u npoMeHH BB PapMaKOKHHETHKATA Ha CHTATJIMNITHH HE C€ CMATAT 33 KIMHHHYHO 3HATHMH.
BeOpeuHnaAT KIMPBHC Ha CUTArTIMIITHH HE € 3HAYHTENTHO npoMeHeH. CllieoBaTeNHo, He Ce OYaKBaT
IHAYMMH B3IaHMONEHCTBHA ¢ APYTH HHXHOHTOPH Ha p-TIIHKONMPOTCHHA.

EdekTH Ha CUTAITHNITHH Bb I'H JIEKAPCTBEHH KTH
Huzoxcun: CATAarnUNTHH ¥MMa cnab edexr BrpXy ITa3MEHATa KOHLUCHTPANA Ha Ou




npunaradeto Ha 0,25 mg ANroKCHH eQHOBpeMEeHHO ¢b¢ 100 mg cUTarmunTUH JHEBHO B NPOABIDKEHHE
Ha 10 auu, riasmMeHata AUC Ha nurokcuH HapacTBa cpeaHo ¢ 11 %, a mnasmenara Cp,x CpegHoO C

18 %. He ce npenopbdBa KOpUrupaHe Ha 103aTa AUrokCHH. B ¢pInoTo BpeMe, NauueHTHTE ¢ PHCK OT
AHTMOKCHHOBA TOKCHYHOCT TpA0OBa na ObaaT nNpociieAaBaHH 3a TAKaBa, KOraTO CUTArMUIITHH M TUTOKCHH
Ce MpHaraT eaHOBPEMEHHO.

In vitro naHHHTE NOKa3BaT, 4€ CHTArIMIITHH HE MOTHCKA U He HHTY1Mpa CYP450 usoensumure. [Ipu
KIMHMYHH NPOYYBaHHA CHTAINTAIITHH Aeé MPOMEHA 3HaYHMO ¢papMakOKMHETHKATa Ha METHOPMHH,
rubypHa, CHMBAaCTATHH, POSHITINTa30H, BapdaprH WA NEepoPaTHN KOHTPALICNTUBH, JaBalKH in vivo
HaHHH 3a MANTKa BEPOATHOCT OT NMpeAHW3BAKBAaHE Ha B3anMoeicTBus cbe cybetpaTtu Ha CYP3 A4,
CYP2C8, CYP2(C9 u Tpadcnoprepu Ha opranrdHy katHoHM (OCT). CurarnuntiuH Moxe aa Opae cnab
HHXUOHMTOD HA P-TIMKONPOTEHHA in Vivo.

4.6 QeprranTeT, OpeMERROCT B KbpMEBE

bpeMEHHOCT
Hsama nocraTedHO JaHHH OT yoTpedara Ha CHTArJIMIITHH NpH OpeMeHHH xeHH. IIpoydBanus npu

YXHBOTHH TTOKA3BaT PENPOAYKTHBHA TOKCHUHOCT MPH BHCOKH J03H CHTATTIMIITHH (BXK. ToUKa 5.3).

OrpanudeHHTE JaHHU NPEANonarar, ye ynorpeéara Ha MerpopMHH NpH 6peMeHHY He e CBBP3aH ¢
MOBHINEH PUCK OT KOHIeHUTANHH MalpopMarmy. [IpoyaBanuaTa ¢ METPOPMHH NTPH KUBOTHH He
NOKa3BaT BpeAHH ¢EKTH BBB BPh3Ka C OpeMEHHOCTTa, eMOPHOHANMHOTO H (PETATHOTO Pa3BUTHE,
PaXKAAHETO WIM NMOCTHATAIHOTO Ppa3BHTHE (BX. CBHINO TOYKa 5.3).

Curaben Met He TpsaOBa fa ce U3Nom3Ba o BpeMe Ha HpeMeHHOCT. AKO NalfHeHTKaTa UCKa Aa
3abpeMeHee WIK aKo HaCTHIH OpeMEeHHOCT, JieueHUueTo TpAdBa fa ce NpexkpaTH M MallMeHTKATa 1a
NMpeMUHE Ha ICYEHHE ¢ HHCYJIMH Bb3MOXHO Hal-CKOpO.

KbpMene
He ca npoBexAaHH MPOYIBAHAA MTPH KBPMELIH )KHBOTHH ¢ KOMOHHHPAHUTE aKTHBHY BELIECTBA Ha

TO3H JleKapcTBeH npoaykT. [Ipu npoyyuBaHus NMpoBeXAaHH € OTAC/THUTE AKTHBHHY BELIECTBA M
CHTarIHNTHH, H MeTHOPMHH C€ EKCKpPEeTHpAaT B MIIAKOTO Ha JlakTHupawm nnexose. IIpn xopa
MeThOpPMHH ce €KCKPETHPa B KBPMAaTa B MaJIKH KonH4YecTBa. He ¢ U3BeCTHO Jany CHTarJMnTHH ce
exckpeTHpa B kppmata. Cnenosatenuno Curaben Met He TpabBa oa ce H3MOII3Ba IIPH XKEHH, KOUTO

KepMAT(BXK. TOZKa 4.3).

PepTHINTET
JlaHHMTE OT MPOYYBaHHA NMPH KNBOTHH HE NMPEANOJIAraT RIAAHUE BBPXY QEpTWINTETA HA MBXKH H

AKEHCKH TUThXORE NPH TPETHPAHE ChC CHTArNIMITHH. JIMIICBAT JaHHH MIPH Xopa.
4.7 Eéexkrn BLpXY cnocobHOCTTA 32 modupane u paboTa ¢ MAINHAH

Curaben MeT He IOBIHABA WIH NMOBIHABA NPEHEOpEeXUMO CITOCOOHOCTTa 3a WodHpaHe K padoTa ¢
MaluigHu. B ceuioTo BpeMe npH wodupaHe Wi paboTa ¢ MaLIHHM, TpAOBa 1a ce UMa NpeaBUA, Y€ NpH
CHTArJIUIITHH ca JOKIA/IBAHM CTYYAH HA 3aMaNBaHE H CHH/IHBOCT.

OcBeH TOBa, NALHEHTHUTE TPAOBa a ce NpEayNpeKaaBar 33 PHCKa OT XHNOIMINKEMHA, KOraTo
Curaben Mer ce n3nonssa B KOMOHHALMA CbC CYNDOHWIYPEHHO NPOU3IBOHO WIH C HHCYJIHH.

4.8 HexelaHH JeKapCcTBERE peaKknnd

Pesrome Ha Kuaa Ha be3zonacH
Hsama npoBeeHH TepaneBTUYHH KITMHIYHM M3NUTBAHNA ¢ KOMOMHALMATA CHTATTTHIITHH-MeTGOpPMHUH
TabNeTKA, HO GHOEKBUBANEHTHOCTTa HA KOMOHHALIMATA € I0KAa3aHa [TPH SAHOBPEMEHHOTO MPIIOKEHHE
Ha CHTAaTTHATHH U MeTdopMuH (BX. Touka 5.2). CrobinapaHu ca CepHO3HU HeXeNaHH peakluH,
BIJHOMHTENIHO
MAHKPEATHT H PEaKIWH Ha CBPBXYYBCTBUTENHOCT. Cro01IaBaHa € XNIOTTIHKEMHUA [TPH
cynponwnypeitno npoussonHo (13,8 %) u ¢ uucynuu (10,9 %).
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CHTariunTHH ¥ MeTHOpMHH
Tabauven CRUCYK Ha HEXNCENAHUME PEAKYUU

Hexenanure peakimy ca H3bpoexn no-gony ¢ npenoppusasute oT MedDRA TepMuHHE cniopen
CHCTeMO-OpraHHa Kinacudukanms 4 abcomoTHa gecrora (Tabmua 1). [1o yectoTa ce onpenenar karto:
MHoTO YecTH (>1/10), wectu (>1/100 no <1/10), Heuectu (>1/1000 po <1/100), peaxu (=1/10 000 ao
<1/1000), MHOro peaxu (<1/10 000} n c Heu3BecTHA YecTOTa (OT HANMHYHUTE JaHHU HEe MOXe a 0bAe

HaNpaBEHa OLCHKa).

Tabnana 1: YecTora HA HEXKENAHATE PEAKIHE YCTAHOBREHR O BpeMe HA mwiaanedo-
KOHTPOHPAHH KIHHHYHE NPOYYBAHAS ChC CHTAT/IHITHH B METPOPMHEH CAMOCTORTEIHO H NIPH

NOCTMAPKETHHI'OBRN ONNHY

_ Hexenana peaKuns

YecToTa HA HEXEIAHATE PLAKIIAN

L — — —

HapymeHns Ha KpLBTA H .mluqm;wa CHCTEMA

TPOMOOLIMTONIEHNA

Peaxu

Hapymenus Ha BMYHHATA CHCTEMA
PEaKIiMH Ha CBPBXYYBCTBHTEIIHOCT, BKIIOYHTETHO
aHadunakTwunm chOuTHA !

i

C HeH3BeCcTHaA YeCcToTa

Hapywenns ua MeTabo1a3mMa 1 Xpanenero

XHITOrNMKeNMA | YectH
l HapyiieHRA HA REPBHATA CHCTEMA
CBHNIHBOCT Heuectu

PecnupaTopHs, TPHLIHH H MEAHACTHHAIHH

HAPYIICHRA

HHTepcTHUKANHA GenoapobHa Gonect *

C HeH3BeCTHa YeCcToTa

Cromamno-qpesnn HI})’II:IHIHII

JHapus Heuecn

rajieHe Yectn

dnaTyneHuns Yectu

3a1eK Heuyectn

00Jlka B ropHaTa YacT Ha KopeMa Hevectn
. Hﬂﬂp‘bﬂlﬂ.l; Yectn

OCTEHp AHKpeaTuT ¥

C Hen3BEeCTHA YeCTOTA

¢daranen 1 HedaTaNeH XEMOPArHYCH M HEKPOTH3IMpaW]

NAHKPCATHT ‘it

C HeM3BeCTHa YeCTOTa

— — ———

__HI[};_IIIEH;I HR KOKATA H IOAKOKHATA THKAH

MpypUTYC HeuectH

aHrHoexeM ' C HeU3BECTHA HeCTOTa
obpus ™t C HeH3BECTHA MECTOTA
ypTHKapus ! C HeM3BECTHA YECTOTA

KOXEH BAaCKyJMT !

C HeniBeCTHA 9eCTOTA

ekcPOMNATHBHH KOXKHH 3a60/INBAHHA, BKIIIOYHTETHO
cruapom Ha Stevens-Johnson™

C HeN3BECTHA 4ecTOTa

C Heu3BeCTHa YeCTOTA

6ynosen nemurona

Hexenana _PpeaKuns

JecTOTA HA HEXKENAHATA PCaAKIiHA




Hapymenna Ha MYCKY/THO-CKE/ICTHATA CHCTEMA H
CHLEAHHATCIHATA ThKAH

apTpanrua’ _ C HeH3IBECTHA HECTOTA

MHAITHA C HEHIBECTHA YECTOTA

bonka B Kpaﬁﬂrnum‘ [ C HeH3BECTHA YECTOTA

Gonka a repba’ C Hen3BECTHA YECTOTA

apTponaTHi 1 C nenspecTHauecToTa |
| Hapymenus na ﬁtﬁpeummnmqnm: MLTHIA |
[ napywena GuOpeyHa dyHKuMA' J ____ CHeusmecrHa uecToTa

ocTpa ﬁ'hﬁpe‘IHHEﬂﬂcTﬂTLHHnCT' ____ € neussecrHa HecTOTa

*Hexenanure peakiiMm ¢a HASHTHGHIMPAHH IO BPEME Ha IOCTMAPKETHHIOBOTO Hab/moacHume.
tBuxkre Touka 4.4.
I Buxcre npoyueanemo sa Gezonacrocm no omuoutenne na copoeuno-cvdoeama cucmema TECOS no-pony.

Onucanye Ha p30paHy Hexenayu peakiun
HsaxoH HexeJTaH| peaKlMH ca HabmoaasaHH o-4ecTo [IpH Mpoy4BaHuA 3a KoMOUHHpaHa yrioTpefa Ha

CUTAIIMITTHH H MeTGOPMHEH C ApYrH aHTHAHAOETHH JIEKapCTBEHH MPOAYKTH B CpaBHEHUE C
NpOoYYBaHMA Ha CHTAIVIMIITHH H METGOPMUH CAaMOCTOATENHO. 1€ BKMOYBAT XHIOTTIHKEMHA (KaTeropus
Ha 9€CTOTA ,,MHOI'0 9eCTH” ChC CYN(OHITYpEeiiHO NPOH3BOAHO HIH HHCYJIHH), 3aneK (,,9¢CTH’ CbC
cynboHwTypeHiHO NPOU3BOAHO), NepUPEpEH O0TOK (,9eCTH” ¢ MHOTIMTA30H) H raBobose H cyXoTa B
ycTaTa {,,HeUEeCTH ¢ MHCYIIHH).

Cumaznunmur

I[1pu npoydBaHuA BPXY MOHOTEpAaNHA cb¢ CHTArnunTuH 100 mg peAHsX AHEBHO CAMOCTOATENIHO B
cpaBHEHHe ¢ Iwianeto ChOOICHUTE HEXENTaHH peaKiiMu ca rnapobonue, XHIOruKEMHA, 3aMeK U
3aMafBaHe.

Cpen Te3u NaleHTH HexeNlanuTe ChOHTHA, ChOOILIABAHH HEIABHCHMO OT NPHYNMHHO-CIICACTBEHa
BPB3Ka C JIEKAPCTBEHHSA NMPOAYKT, ¢ 4eCTOTa Hal-Mako 5 %, BKIOYBaT HHPEKUMH Ha TOPHHTE
AYXaTeNHH ITbTULLA K HazodapuHruT. OCBeH TOBa, ca Cpo0LIEeHHN OCTEOAPTPHUT U OoNka B KpaliHUIIUTE,
c gectota HeuecTH (> 0,5 % no-sucoka cpen yHaCTHMLMTE, TOJTYYHIIH CHTArJIMITTHH, OTKOJIKOTO Ta3H B

KOHTPOJIHATA I'pyna).

Memgopmun

CroMalrHo-4YpeBHH CHMIITOMH Ca ChOOINABAHN MHOTO 9€CTO NPH KMHHHYHH MPOYUBAHUA U MTPH
NOCTMapKeTHHroBaTa ynotpeba Ha MeThopMuH. CTOMaWHO-YPEBHUTE CUMIITOMH KaTo rafeHe,
NoBpbLIaHe, AMapuA, 00JIka B KopeMa K 3aryfa Ha aneTHT ce NOoABABAT NO-YeCTO MPH 3aModBaHe Ha
JICYEHHETO H B TOBEUYETO CIYYaH NPEMHHABAT CIIOHTAHHO. JIOMWIHHTENHY HEKCIaHH PEaKLIMM,
CBBP3aHH ¢ METGOPMHH, BITIOUBAT METaNEH BKYC (MECTH); JAKTATHA allH103a, HAPYIIEHUS Ha
yepHoApoOHaTa PYHKIMA, XENaTHT, YPTHKAPHA, epATEMA H chpbex (MHOro peaxH). [narocpouHoTo
nederne ¢ MeThOpMHH ce CBBP3Ba ¢ HaMalsABaHe Ha abcopfbuuATa Ha BHTaMHH B12, koeTo MHoro
PAAKO MOXe /1a AOREAE A0 KJIMHMYHO 3HAYMM geduiur Ha BuTaMuH B12 (1.¢. MeranobnactHa
aHemun). Kareropuure no 9e€cToTa ¢¢ OCHOBABAT Ha HANTMYHATA HHpopmatua B KpaTkara
XapaKTEpHCTHKA Ha MPOAYyKTa Ha MeThopMHH, onodpena B EC.

[leguaTpHyHa MOy NAIHS
B xi#Hu4HE w3nuTBaHuA ¢ Cutaben MeT nmpu nenaTpUyYHM NAUMEHTH CBC 3aXapeH Auadber Tun 2 Ha

BB3pacT oT 10 1o 17 ronuHH npoPUABT Ha HEXEITAHUTE peakl[di KaTo LATO € CPaBHHM € TO3H,
HaOMmoAaraH NPH Be3pacTHH. [Ipy neAnaTpHYHM NalMEHTH, KOUTO Ca WIH HE Ca Ha OCHOBHO JIEHEHHE C
HHCYJIMH, CHTAIJIMIITHH C€ CBBP3Ba ¢ NOBHIIECH PHCK OT XMIMOIIKKEMHA.

IIpoywearne 3a besonackocm no omrouienue Ha cvpoeuno-cvoosama cucmema TECOS

H3nuTBaleTo, OLICHABALIO CHPACYHO-CHAOBUTE PE3YJITATH IIPH JIEUEHHE ChC CHTANIMNATHH (1T
Evaluating Cardiovascular Qutcomes with Sitagliptin, TECOS), Bioniousa 7332 nauueHTH,
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c¢b¢ 100 mg curtarmunTiH AHeBHO (IWiH 30 mg AHEBHO, aKO H3XOAHMTE CTOMHOCTH Ha H3YHCIIEHATa
ckopocT Ha roMepynua pwrrpamus (€GFR) ca > 30 u < 50 ml/mun/1,73 m?), u 7339 nauneHTH Ha
rwuiauebo B intention-to-treat (ITT) nomynauuara. J{sere neyenua ca n1006apeHH KpM 0OMYaHHUTE
IPHXXH CHITIIACHO MECTHHTE cTanaapty 3a HbA . U cxpaeuHo-chAOBH pUCKOBY daxropu. Obwara
YeCTOTa Ha CEPHO3HHTE HEXENaHH ChOMTHA NPH MALMEHTH, NOTyYapalll CHTAIJIHIITHH, € CXOAHA C
Ta3H NPH NAUMEHTHTE, NMOMyYaBally mwiauedo.

B intention-to-treat momynaumMaTa cpen NalMEHTHTE, KOHTO H3MOI3BAT HHCYHH W/ WITH
cyndpoHIWITypeHHO NPOHU3BOAHOHA U3XO0HO HABO, HECTOTATA HA TEXKa XHNornukeMus ¢ 2,7 % npu
NalMeHTHTE, JIEKYBAaHH ChC CUTAIVIMNTHH H 2,5 % npu NMauMeHTHTEe Ha mnalebo; cpen nauMeHTHTE,
KOHTO HE W3NON3BAT HHCYIHHU/MNH CynpoHITYpeitHo NPOU3BOIHO Ha H3XOJHO HHBO, 9ECTOTATa Ha
TexcKa xunorukeMus € 1,0 % npu nauneHTHTe, JIeKyBaHH ¢bC CHTAarMnTHH H 0,7 % npu
NalHeHTHTE Ha nalebo. Yectorara Ha NOTBBPACHH CHONTHA, OTAABAHM Ha NaHKpeatHT, ¢ 0,3 % npu
NAlHEHTHTE, NeKyBaHH CbC CUTarmHNTHH U (,2 % npu nauneHTHTe Ha nnauedo.

Cro01naBsane Ha NOJOIUPAHU HEXENTAHU PEaKI[HH

CrobmasaneTo Ha NOAO3UPAHHE HEXKENaHH peakliMy cnefl paspeluaBase 3a yrnorpeba Ha
NeKapcTBEHHA MPOAYKT € BXHO. ToBa MO3BOJIABA [1a MPOABIDKH HabMOIEHHETC Ha CbOTHOLIEHHETO
NoON3a/PUCK 3a JIEKAPCTBEHUA NIPOIYKT. OT MEOMUMHCKHTE CNELHANHCTH ce H3IUCKBA fa ¢»o0ILaBaT
BCAKA NOA03HpaHA HEXKENAHA peaKuus Jpes.

HanbnHuTenHa areHuMA 1o AeKapCTBara
yn. ,Jdamsaa ['pyes Ne8

1303 Coduin

Ten. +359 2 8903417

en. nowa: bda@bda.bg

yebcalit: www.bda.bg

4.9 Ilpenosupane

[lpu kOHTpOAUpaHH KIMHHYHY H3NIHTBAHHUA CHC 3APAaBH YYACTHHLIM ce MpHIaraT €¢AHOKPaTHH A03H A0
800 mg cutarmunTHH. MuaHMAanHo yas/pkaBaHe Ha QTc, KoeTo He ce caHTa 33 KIIHHHYHO 3Ha9HMO, C€
HabmoAaRa NMpy €AHO MpoyuBane ¢ A03a o1 800 mg curarnunTud. Hama onut ¢ ao3n Haa 800 mg npH
KNIHHHYHH npoyuBannd. [1pn npoyusanua ®aza | ¢ MHOrokpaTHO Npwiarale, HAMa CBbP3aHHU € A03aTa
KNHHHYHH HeXKeJIaHH JIEKAPCTBEHH peaxlMH, HabmoaasaHy ITpY CUTAITIMOTHH ¢ A034 Ao 600 mg
AHEeBHO 3a nepuoan oo 10 auu v 400 mg AHeBHO 3a nepHoAH A0 28 aHH.

I'onsaMo npenosupane ¢ MeTHOPMHH (WIN EXHOBPEMEHHO ChINECTBYBAIIl PUCK OT JIAKTAaTHa aLM03a)
MOKeE Jla IOBeae /10 TaKTaTHA alMa03a, KOATO € CrnelleH MEAMLIMHCKM cTy4ai u TpaOBa 1a ce 1eKyBa B
Gonuuna. Hail-ebekTHBHRAT METOX 32 OTCTPAHABAHE Ha TAKTaTa ¥ MeTQPOpPMHHA € XEMOHANU3ATA.

ITpu xnuHUIHE NpoyusanHus npubnusutenHo 13,5 % or go3ara ce oTcTpaHsBa NpHU NMPOLIDKaBala 3-
1o 4 yaca npoueaypa no xeMoananusa. [Ipu npeLerka 3a KWIMHAYHA HEOOXOAUMOCT MOXE J1a C¢
NIpeAnpHeMe No-NpoAb/DKHTENHA AHanu3a. He e W3BeCTHO J1any CHUTArIHIITHH Ce AHanv3upa npu
TIEPUTOHEAITHA THAJTH3A.

B ciyuaii Ha npeo3HpaHe € NOIXOOALIO Ja Ce NpeanpHeMaT OOUKHOBEHHTE NOANbPKALIUM MEPKH,
KaTo OTCTpaHABaHe Ha HeabcopOupaHua MaTepHan oT CTOMAaILIHO-YPEBHNUA TPaKT, KIIMHHYHO
HabmoaeHue (BKMOYHTETHO H e1eKTPOKapAHOrpaMa) U NMpH Hy)XJa 3all04YBaHe Ha NOAABPXKAI0
neveHMe.

5. @GOAPMAKOJIOrMYHH CBOHUCTBA

5.1 @apmakonnEaMBE9RE cBOHcTBA

dapMakoTepaneRTHIHA rpyna: AHTUAHA6eTHM JlekapcTBa, KOMOUHALIMY OT nepopan
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HaManABaHe Ha KpbBHaTta 3axap, ATC kon: A10BDO7

Curaben MeT koMOMHHpa IBa AHTHXHIIEPITIKKEMHYHH JICKAPCTBEHH NMPOAYKTa ¢ JOMBJBALL Ce
MeXaHM3BMHa JelicTeHe 32 noaoOpABaHe Ha MMUKEMHYHHS KOHTPOJ TPH NAUMEHTH ¢ A#adeT TH 2:
CHTArJTHNITHH XNAPOXTOPHA, JUIeNTUIWI nentiaasa 4 (DPP-4) mHxudurop B MeTGOpMHHOB
XHOPOXJIOpHI, MPEACTABUTEN Ha Kiaca Ha OUrBaHHAMHMTE.

CHTarIMOTHH

Mexaruszem na oeucmeue

CHTar/IMIITAH XHAPOXIOPHA € TIEPOPATHO aKTHBEH, MOLIIEH H BHCOKOCEJIEKTHBEH HHXHOHTOP Ha
eH3NMa JHIenTHANN nentHaasa 4 (DPP-4) 3a nevenue Ha aAnaber Tin 2. Uexuburopure na DPP4 ca
KJlac BelleCTBa, KOUTO ACHCTRBAT KATO €HXAHCEPH Ha MHXpeTHH. Ypes nHxubupane Ha eHsuMma DPP-4,
CHTArJIMMTHH MOBHINABA HABATA HA Ba H3BECTHHN aKTUBHH HHKPETHH XOPMOHA, IMIIOKArOH-NOACOHHA
nentra-1 (GLP-1) n rmoxo3a-3aBrcuMHa HHCYHMHoTpOonieH nomunenTua (GIP). MakperuHuTe ca yact
OT eHIOTeHHA CHCTEMA, YIACTBALIA BB PH3IHOIOrHYHATA perynalus Ha IIOKO3HATa XOMEOCTAa3a,
KoraTo KOHIEeHTpalMHUTe Ha KpBBHATA 3aXap ca HopMaHH WiH noBameHH, GLP-1 u GIP sacunbat
CHHTE3a H OCBOOO1aBaHeTO HA UHCYNIMH OT NaHkpeaTHYHHUTE OeTa-xierku. Ocrex Topa, GLP-1
HaMa/Ba CEKpeiligTa Ha IMIOKAroH OT NAHKpeaTHIHUTe anga KIeTKH, BoAeHKY 10 HaMaJICHO
MPOH3BOACTBO Ha YepHOApoOHa rmoxo3a. KoraTto HHRaTa Ha rMOKO33 B KPBBTa Ca HUCKH,
0cB0OOXKAABAHETO HA HHCYIIMH HE C& CTUMYNTHpa M CEKPELMATa Ha [VIHOKAroH He ¢e MOTHCKA.
CUTArNHNTHH € MOLIEH H BUCOKO CENICKTMBEH HHXHOMTOp Ha eH3uMa DPP-4 n ne nuxubupa cxoanure
no CTpykTypa eHsuMH DPP-8 unm DPP-9 B TepaneBTHYHN KOHIEHTPALMH. CHTArTHITTHH CE
paiinuaBa Nno XMMHYHA CTPYKTYPa B (papMakonorugHo acticteue ot aHaiosute Ha GLP-1, uHCynuH,
cynbodunypeifHO NPOH3BOJHO WIH MEINMUTHHHAY, OMrBAaHHIMHY, AaTOHHCTH Ha AaKTHBHPAHUA OT

nepoKcH3oM nponudeparopa rama-penenrop (PPARY), anda-rmoko3unazHd HHXHOMTOPH M aHANIO3H
Ha aMMJTHH,

Ilpu nByZIHEBHO NPOYYBAHE HA 3APABH YYACTHHIH, CUTATTHIITHH, NPHIIOXKEH CaMOCTOATEITHO,
noeuinasa akTusHaTa GLP-1 koHueHTpauua, noxaTo MeTHOPMHUH MPHIOKEH CAMOCTONTEIHO,
nosHimara akTHBHaTa U o0imara GLP-1 koHUeHTpauus B cXoaHa cTefeH. EAHOBpEeMEHHOTO MpUiaraHe

Ha CHTArNUITHH A MeTHOPMHH ®MA AOUTHBEH edekT BbpXy akTHBHATa GLP-1 KoHueHTpauus.
CHTarIMITHH, 32 Pa3NHKa oT MeTGOopMIH, nosuuasa akTHBHaTa GIP koBneHTpaLus.

Knunuuna edpuxacnocm u besonacnocm
Kato uano, CHTarTHIITHH noA00pABa FTHKEMMUHUA KOHTPOJ1, KOTaTO C€ H3NOA3Ba KaTO CAMOCTOATEIHO
T KOMOMHHPAHO JiedeHHe NPH Bh3PAaCTHH MALHMEHTH ¢ Auabet THI 2.

Ilpn KIMHHMYHH H3NATBAHHA, CHTAIVIMITHH KAaTO MOHOTEpaNHA noaobpABa NMUKEMHYHHUA KOHTPO
ype3 3HAYMTENHO HaMalleHHe Ha XxeMorno6un A . (HbA ) 1 rimoko3ara Ha rmajgHo H cjiell XpaHeHe.
HamanenueTo Ha ruazMeHaTa Imokosa Ha rnagHo (FPG) e nabmoaapano Ha 3-Ta ceMHUa, IThpBATa
BpeMeBa TOYKa, B KoATO e u3mepeHa FPG. HabmonapaHaTa 4eCTOTa Ha XUIIOTTTHKEMHUSA NMPH NalUEHTH,
NIEKYBAHH ChC CHTArTIANTHH € NToA0OHa ¢ Ta3H NpH nalebo. TenecHoTo Terno He ce € YBeNMHUUIOo
CNpAMO H3XOZHUTE CTOHHOCTH NPH fICHEHHE Che cHTarnunTuR. HabmonasaHo e noaobpenue Ha
CypOTaTHHTe Mapkepn Ha dhyHKIIMOHHMpaHe Ha 6eTa-KieTkuTe, B ToBa YHc/I0 HOMA-B (XomeocTrasen
Mojen 3a olleHKa-f3), CLOTHOMICHHETO HA IIPOMHCYJIKHE KBM HHCYJIMH H NTOKA3ATEITHTE 32 PEaKTUBHOCT

Ha beTa-KneTKuTe IIpH TCCTA 33 TOJNCPAHTHOCT NPH YE€CTO NABAHC Ha XpaHa.

I1 BAHHA CBHC CHTArTUNTHH B KOMOUH ¢ MeThOpPMHUH

[Tpn 24-ceqMuqHO ILNaLeb0-KOHTPOIHPAHO KITHHMYHO NPOoYyYBaHe 38 OLEHKA Ha e(pHKACHOCTTA U
6e30nacHOCTTa NpH 200aRAHE HA CHTAIMHNTHH 100 mg BeAHBK THEBHO KM ChIIECTBYBALIO JICUCHUE
¢ MeTGOPMHH, CHTATJIMIITHH OCHTYPABA 3HAYUTENHO NOoACOpeHHe HAa NIMKEMHIYHHUTE NapaMeTpH B
cpaBHeHMe ¢ nnanebo. IIpoMaHaTa cpaMo W3IXOAHKTE CTORHOCTH Ha TEJIECHOTO TErNo € noAoOHa NpH
NalLHEHTH, JEKYBaHH ChC CHTArTIUITHH cripaMo mnauebo. [Ipu Tora mpoy4asane uMa noaobHa yectToTa
Ha CAYYaH Ha XHIOIJIMKeMHA NPH NallHeHTH, JIeKYBaHH ChC CUTArMHITHH WM nanedo.

ITpu 24-ceqmuuno Iaueb0-kOHTPOIHPaHO QAKTOPATHO MPOYYBAHE HA HAYAITHO JIEHEHHE &
cutarnunTiH 50 mg asa meTH AHEBHO B koMOuHanma ¢ MeTdopMuH (500 mg unu 1000 gk oa s
JHEBHO) Ce MOCTHIA 3HAYMTENHO noaobpeHne Ha NMMKEMHUYHHUTE [TApaMETPH B CpaBHEY ¢
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MOHOTepanuA. HaManeHHeTo Ha TeNeCHOTO TErno Npu KOMOHHALKATA CHTATTIMIITHH U METPOPMHH ¢
nonobHO Ha ToBa HabmogaBaHO NIPH METGOPMHH CaAMOCTONTETHO WK Mauedo; HAMa MPOMAHA
CIIPAMO H3XOIHUTE CTONHOCTH MpH MAlLMEHTH Ha CHTArIMITHH CAMOCTOATENHO. YecToTaTa Ha
XHIIOT/IHKEMHA € noaoOHa cpen NeKyBaHHUTe CPYIIN.

[TpoyubaHe chC CUTArIHNOTHH B koMOHHauug ¢ MeTHOpMHH H cYNPOHRAYpPEiHO MPOHIBOHO
24-ceAMHYHO TUTaUe60-KOHTPOIMPaHO KIHHWYIHO NpOoYuBaHe € IUIAHHPaHO Aa OLleHH epUKACHOCTTA U

BesonacHocTTa Ha cHTAanIHETHH (100 mg Beanpx AHeBHO) NpHOaBEeH XM ITHMENMHPUN
(caMOCTOATETHO WIH B KoMOuHaIMa ¢ MeTdpopmuH). lobasaHeTo Ha CHTArTIMIITHH KBM INTHMEITUPHI |
MET(POPMHH, OCHTYPABA 3HAYHMTEITHO NoJgodpeHne Ha rMuKkeMUaHUTe napaMeTpH. [laumenTure,
NEeKYBaHH ChC CHTArNMIITHH HMaAT ¢nabo nopiinenue Ha TenecHoTo Terno (+1,1 kg) B cpapnenne ¢

Te3H, NOMy4aBajH Iw1anedo.

[Ipovyu C CMTArIHOTHH B KOMOUH ¢ MetdopMuH U PPARY aroyu

26-cenMIMHO 1Tane60-KOHTPONMHPAaHO NMPOYYBAHE € NPEOHAZHAYEHO Ja OLeHH ePUKacHOCTTa H
besonacHocTTa Ha cutarnunTHH (100 mg BeAHbX OHEBHO), A00aBeH KbM KOMOHHALKA HA
MUOTINTa30H ¥ MeTdopMuH. JJo6apaHeTO HA CHTATJIMIITHH KM IMHOIJIKTA30H H METOOPMHEH,
OCHUIypABa 3HAYHTE/THY MoAoOpeHus Ha IMUKeMHYHUTE NnapaMeTpH. IIpoMsaHaTa B TEIECHOTO TETIO OT
H3XOJQHO HHBO € nogo0Ha Ha Ta3H MPH NAallHEHTH, IEKYBAHH CHC CHTATJIHITTUH, B CPABHEHHE C
nnane6o. Yecrorata Ha XMMNOTIIMKEMHA CBIIO € MOACOHA MPH [TALUEHTHTE, JIEKYBAHH ChC CHTAIJIUIITTHH
HIH auebo.

Hﬂ! YBaHC Ha CHTAIJINIITHH B KoMOWHAINA C MEL@DEMHH H HHCYITHH

24-ceaMHIIHO Mnaue60-KOHTPONMHPaAHO KITMHHYHO POYUBAHE € NPEIHAZHAYECHO 14 OLCHH
edexTHBHOCTTA M Ge3onacHocTTa Ha curarunTad (100 mg BeaHBX AHEBHO) 100aBEH KBM HHCYJTHH
(rpu cTabniHa go3a 3a Hadi-Manko 10 ceaMuim) cbe Wwin 6e3 MeTdopMuH (Hali-Manxo 1 500 mg). Ilpu
MallHEeHTH, PHEMALIHM MPeABAPHTETHO CMECeH HHCYJIHH, cpeiHaTa ABeBHa Ao3a ¢ 70,9 U/asesno. [Ipn
NalMEeHTH, MPHEMALlH HE CMECEH MpeiBAPHTENIHO (MEeXANHEH/ MPOTHEKHTE/IHOACHCTBALT) HHCY/IHH,
cpeaHaTa AHeBHA f03a € 44,3 U/aneBHo. Haunure or 73 % OT nalUeHTUTE, KOUTO €A NPpHEMATH
MET(POPMHH, ca npeacTaseHu B Tabnuna 2. JlobasaneTo Ha CHTATITMNTHH KBM HHCYJINH OCHTYPABa
3HAYHTEITHO NOACOPEHHE HA INIMKEeMHYHITE apaMeTpd. HaMa 3HaduTenHa NpoMAHAa B TEJIECHOTO
TErN0 OT H3IXOAHOTO HHBO B IBETE MPY M.

Tabarma 2: Peayarata 3a HbA . npn nianefo-xoRTpoRpaHy NpoyuBannd ¢ koMbuaEpato
Jie9eHHE ChC CRTATJIHNTHR B MeTdopmun®

kil

Cpeann C
peana Koprrupana, cnpsmo
CToHHOCTH BpoMaHa cnpaMo | naamebo, cpeana npoMaEHa Ha
lpoyssane Ha mﬁ‘;ﬂ?n H3X0/HO HHBO HbA,. (%)

“““}’%) Ie HbA . (%) (95 % CI)
Curarnuntul 100 mg
BE/IHBXK AHEBHO, N0DaBEH 0.7
KbM $OHOBa TEpaNHi ¢ 8,0 -0,7 (-0 8, 0,5)
MeTHOPMHH" S
(N=453) _ )
Cutarnuntud 100 mg
BeIHbX JHEBHO, nobaseH
KbM (POHOBA TEpamus C 2 3 0.6t -0,9t4
TAUMETTHpHA + ’ ? (-1,1, -0,7)
MeThOPMHH'
(N=1135)
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Curarmanras 100 mg
BeJHBX JHEBHO, 100aBeH
KbM (OHOBa TepanHs ¢ 8,8 -1,2¢ 0,7t
MUOTTHTA30H + (-1,0, - 0,5)
MeTHOpMHHT

(N=152) | L

— il

Cutarmuntad 100 mg
BEIHDLXK AHEBHO, 100aBeH 0,58

KbM (OHOBA TepammA ¢ 8,7 0,78 (-0,7, -0,4)
HACYJHH + MeTHOpPMHH’

(N=223) |

HauamHo negenne (aBa
I'ETH JHEBHO) . 160

cuTarmunTHH 50 mg + 8,8 -1,4 (-1 g .1 3)
meTdopmun 500 mg 7

(N=183) | A

Hauan#o nedenne (aBa
IILTH JHEBHO) " 2,113

cutarmunTdH 50 mg + 8,8 -1,9" (-2 3’ -1,8)
meTgopmuH 1 000 mg o
(N=178) i

* [TonmynamsATa OT BCHYKH NeKyBaHH NMaHEHTH (intention-to-treat ananM3).

' Hali-MalkuTe cpe/iHy KBAAPATH CA KOPHTHPAHH CIIPINO CTATYCA ITPH NPEXOAHOTO JICHCHHE 38 MTUKEMHYEH KOHTPO

H CTOHHOCTTA HA H3X0AHO HHBO.

$ p<0.00] B cpaBrcHEE ¢ Ntane6o M MWIane6o + KOMGHHUPAHO JICUCHUE.

‘HbA\c (%) Ha 24-Ta ceaMHna

THbA; (%) Ha 26-ta ceaMuLa

¥ Haif-ManKHTe cpefHE KBAIPATH CA KOPHIHDaHH 38 yNoTpe6aTa Ha AHCY/NHH NMPH BHIHTA | (MPCOBAPHTEHO CMECEH CPEINY
HECMECEH NPEIBAPHTENHO [MEXTHHCH HIH NPoXbLKHTEIHOACHCTBANI]) M H3X0AHA CTOMHOCT.

[Ipu 52-cegMuyHO NpOyYBaHE, CPAaBHABAINO e(PUKACHOCTTA M 6€30NaCHOCTTA NPH N00aBAHE Ha
curarmunTiH 100 mg BeXHBXK JHEBHO WIH TITHIH3KUA (CyIPOHWTYpEeHHO NPOH3BOAHO) NIPH NMalMEHTH
¢ HEAOCTATHbYEH IITHKEMHPYEH KOHTPOJ MPH MOHOTEpamnna ¢ MeTQOpMHH, CHTATTIHIITHH € NOX0OEH Ha
rIUIH3NA NpH NoHMxaBaHeTo Ha HbA . (-0,7 % cpeaHa npoMaHa CpAMO H3XOAHHTE CTOHHOCTH Npe3
ceMHLA 52, cbe cpeaHa cToMHOCT Ha HbA . oT npubmuzurenso 7,5 % B asere rpynu). CpeaHara
NO3a MHITH3U W3NOM3BaHa B rpynara 3a cpasHeHHe € 10 mg qHeBHO kato npubmmsHrento 40 % ot

NALMEHTHTE Ce HYKRAAT OT A03a IMTHNKM3NA < 5 mg/AHEBHO MO BpeMe Ha mpoy4raHeto. Obaqe, noseue
MALMEHTH OT TPYTaTa Ha CHTALMITTHH €A NPEeKbhCHAIN TIOPAH JIUICA Ha e(PUKACHOCT, OTKOIKOTO B
rpymnaTa Ha riaMnuM3ui. [lauMesTuTe NeKyBaHH ChC CHTAarnuMnTHH NOKAa3BaT 3HAYHTE/HO CPEeIHO
MOHKKEHHE CIPAMO M3XOAHHUTE CTOHHOCTH Ha TenecHoTo terno (-1,5 kg) B cpaBHeHHE ChC

3HAYMTETHO NOXauBaHe Ha TETJIOTO IPH NALMEHTH nolyvaBanu raunusug (+1,1 kg). B Tosa
MpoyYBaHe, OTHOLIEHHETO NPOHHCYJIHH KbM HHCYJIMH, Mapkep 3a ¢(peKTHBHOCTTA Ha HHCYJIHHOBHA

CHHTe3 H 0CBo0OXKIasaHe, ce noaodpaABa ChC CUTAITIMITTHH M C€ BRJOINABA NMPH JieueHHE C MNIHITH3HA.
YecToTaTa H2 XUMOrJIMKEMHA B rpynaTa Ha CHTariunTyH (4,9 %) € 3HauuTeNHO NO-HMCKA OT Ta3H B
rpynara Ha rinmanmn3ug (32,0 %).

24-ceaMu4HO TUIaNE00-KOHTPOMPAHO KITHHUYHO NpoyuBaHe, BKTIOYRAmMo 660 mauHeHTH €
MpeaHA3HAYEHO 12 OlleHHN epHXaCHOCTTa BOAEIlA A0 HAMA/IABAHE HA HHCYTTHHOBHTE 031 H
BezonacHocTTa Ha cuTarmunTHH {100 mg BeAHBXK AHEBHO), KOTAaTO € NPpHOABEH KbM HHCYJIMH IapXHH
cbe Win 6e3 merdopmuH (nore 1500 mg) no Bpeme Ha HHTEH3INPHIMPAHETO HA MHCYJIHHOBATA
repanus. [1py nanmenTy, npueMainy MetgopMuH, u3xoaHara ctoiHocT Ha HbA . € 8,70 % 1
Hava/lHaTa 032 HHCYNHH € 37 IU/nHeBHo. [TanMeHTHTE Ca HHCTPYKTHPAHH J1a THTPHPAT TAXHATA 1032
HHCYJIHH I7IapXHH Bb3 OCHOBA Ha CTOHHOCTHTE Ha KPbBHATA 3aXap Ha IIagHO, H3MEPEHH Ype3 KPbBEH
TecT ¢ yooxnaHe Ha npbeTa. [Ipu naumeHTHTE, NpueMali MeTGOpMIH, Ha 24-Ta CeaMHIIA,
yBEJIH4aBaHETO Ha JHEBHATA 103a HHCYNHH ¢ 19 [L)/aHeBHO Npu MaLMEHTH, JIEKYBaHH CBC
curarnunTHH ¥ 24 [U/pHeBHo npr nauueHTH Ha mnanebo. IloHwkapaHeTo Ha HbA ) npH natHeHTH,
NeKyBaHH CbC CUTAIIHITHH, MeTOPMHH K HHCYIHH € -1,35 % B cpasHenue ¢ -0,90 % npn naumneHTH,
JIeKYBaHH ¢ Tutaueto, MeThopMHH ¥ UHCYIHH, pasnuka ot -0,45 % [95 % CI: -0,62; -0,29]. HeettTaxs
Ha XHUNornuKeMus e 24,9 % npn nalHeHTH, JIEKYBAHH CbC CHTAIVTHITTHH, MET(QOPMHH K 2%
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37,8 % nipH NALMEHTH, JIEKYBAaHH ¢ auebo, MerGopMHH H HHCYJIHH. Pa3nnkara ce ALDKH OCHOBHO
Ha M0-BUCOKHA NMPOLIEHT NANAECHTH B IPyNaTa Ha mnanebo, H3NMUTANH 3 WK NOBEYE eNH30/a Ha
xunormmkeMus (9,1 cnpamo 19,8 %). Hama pa3nuka B 4ecToTaTa Ha TEXKa XUITOTTHKEMHS.

MetdopMuH

Mexanuzem Ha oeticmsue

MerdopMHH ¢ GUrBaHMIKH ¢ AHTHXHINIEPITIMKEMHYESH eeKT, MOHHXKABAIN KakTO 0Oa3aiHaTa, Taka v
nia3MeHaTa riioKo3a cnea xpaieHe. Tol He cTUMY/IHpa KHCY/IMHOBATA CEKpeLMa U CIIEA0BATEIHO HE
Npead3BHKA XHITOTTTHKEMHA.

MetdopMHH MOXKe 12 AEHCTBA IO TPH MEXAHU3Ma!

. ype3 HaMaJlABaHe MPOAYKIMATA Ha YepHOApOOHa IIIOK03a Ype3 HHXHOMpaHe Ha
IOKOHEOreHe3aTa U INIHKOTeHOMM3aTa,

- B MYCKYJIHTE, dpe3 YMEPEHO MOBHINABaHE Ha HHCYJIMHOBATA YYBCTBHTENHOCT, MOACOPABafiKH
nepu¢epHOTO NOEMaHE H YCBOABAHE HA IIK034;

- ypes 3a6aBaHe Ha abcopbuMaTa Ha rmMoKo3a B THBHKUTE YEpBA.

MeThopMHH CTUMYNTHPa RETPEKICTHIHAA CHHTE3 Ha INTMKOIEH Ype3 Bb3ACHCTBHE BbPXY INIHKOTEH
cuHTeTazaTa. MeThopMHUHE NMOBHIIABA TPAHCIIOPTHHA KAMalMTET HA CeLMPHIHH THIIOBE MeMOpaHHM
TpaHcnoprepy Ha rmoko3ara (GLUT-1 n GLUT-4).

Knunuuna egpuxacrnocm u bezonacrocm

[Ipu xopaTa, HE32aBHCUMO OT ACHCTBUETO CH BBPXY IITHKEMHATR, METQOPMHH HMa BaronpuATHY
edeKTH BBPXY THNUAHUA MeTabonu3bM. ToBa ce A0Ka3Ba NPH TEPANEBTHYHH KOHLECHTPALMH B
KOHTPOJIHPaHH KIMHHIHU MPOYYBAHNA CBC CpEAHA HPOABDKHTEIHOCT HIIH ABATOCPOYHH KITHHUYHH
npoy4uBaHHA: MeThopMUH HaMaiLiBa obmua xonectepon, LDLc ¥ HMBaTa Ha TPUITHLIEPHAUTE.

ITpocnexTurHOTO panaoMusupaso (UKPDS) npoydsane € yCTaHOBIWIO ABATOCPOUHATA 107132 OT
WHTEH3WBHHUA KOHTPONI Ha KPBLBHATA 3axap npH anabder THn 2. AHAIM3BT Ha Pe3yJITaTHTE NMPH
NaUMEHTHATE ¢ HATHOPMEHO TETJIO, IEKYBaHH ¢ METQOPMHH Clie/] HEYCTEX ¢ AHETa CAMOCTOATEITHO
MOKA3BAT:
- 3HAYUTEIHO HaMalleHHEe Ha a0COMOTHHA PHCK Ha CBBP3aHHTE ¢ Auadera yCno)KHEHUd B Ipynara
Ha MetdopMuH (29,8 cpbuma/ 1000 nauneHTOrOANHY) CAPAMO AHETA CAMOCTOATENHO
(43,3 crbutua/ 1000 maunearorogunn), p=0,0023 1 cnpaMo IrpynHUTe Ha KOMOHHALMA ChC
cynQoHWTYpeiHOo MPOU3BOAHO K MOHOTepanus ¢ HHCyJMH (40,1 ¢cpbutHa/1000
naupeRToroauuy), p=0,0034
- 3HAYMTEITHO HaMaNeHHe Ha abCoMOTHHA PHCK OT CBBp3aHaTa ¢ JHabeT CMBPTHOCT: METPOPMHH
7.5 cnbutna/ 1000 natHenTOrOIMHHA, ANETA CAMOCTOATEITHO
12,7 cvburus/ 1000 naunerroroauny, p=0,017
- 3HAYUTETHO HAMaJIeHHe Ha abCOMOTHHA PHCK OT 00LIAaTa CMBPTHOCT: MeTQOPMHH
13,5 cubutisa/ 1 000 nauueHTOrOAHHH CIPAMO IHETa CAMOCTOATENTHO
20,6 chbuTusa/ 1000 nanserroroanny, (p=0,011) u cnpsMo rpynure xoMOuHNpana
cyndoOHITYpeH#HO MPOU3BOAHO M MOHOTEpaNus ¢ HHCYNHH 18,9 cuburua/1000
nauuerroroautu (p=0,021)
- IHAYUTETHO HaMaJleHne Ha abcomoTHIA PpUCK 0T MuokapaeH uHapkt: MeTdopMuH
11 cnbutia/ 1000 mauneHTOroAHHH, AHETA CAMOCTOATENHO
18 cuOuTHA/ 1000 naumentoroaunn, (p=0,01).

TECOS e pannoMu3supano npoy4dsane npu 14 671 nmaumenTn B intention-to-treat mormyauuaTa ¢
HbA. = 6,5 mo 8,0 %, ¢ ycTaHOBEHO CBLPIAEMHO-CBAOBO 3300/MBaHe, KOUTO NOMYYaBaT CUHTAIHITHH
(7 332) 100 mg aueBro (W 50 mg nHEBHO, ako H3XOAHHTE cTOHHOCTH Ha eGFR ca> 30 M

< 50 mlV/mun/1,73 m?) wm nraue6o (7 339), nobaBeHH KbM oOMYaHUTE I'PIKH CHITTACHO MECTHHTE
crangapTh 3a HbA . ¥ chpaedHo-chA0BY puckoBH daktopu. [Naument ¢ eGFR < 30 ml/mus/1,73 m?
He ca BKIIOYEeHH B npoy4usaHeTo. Uacnenpanara nmomynanys omodaa 2 004 nauHeHTH Ha BB3pacT

> 75 roouun ¥ 3 324 nauueHTH ¢ GL6peuno yepexkaane (eGFR < 60 ml/mun/1,73 m?).

Ilo BpeMe Ha nmpoyuBaHeTo, 00IATa M3THCNEHa cpeaHa pasnuka (SD) B crofiHocTiTe Ha HbA - MEKD;
IPYNHTE Ha cHTarnunTyH ¥ wiauebo ¢ 0,29 % (0,01), 95 % C1(-0,32, -0,27); p < 0,001.
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IIepeadHaTa KpaliHa TOUKA MO OTHOIIEHHE Ha ChPACYHO-CHAORATA CHCTEMA € CHCTAaBHA OT MBPRATA
0SBa Ha CHPACYHO-CHAOBA CMBPT, HedaTaleH MHOKapACH HH(apKT, HeaTaneH HHCYIT WTH
XOCTIHTAMH3ALNA NOpaRH HecTabuNnHa cTeHoKapauAa. BropudHHUTE KpaliHH TOYKH 10 OTHOILIIEHHE Ha
CBPAEYHO-CHAOBATA CHCTEMA BKIOYBAT IIbPBATa NOABA HA ChPACYHO-CHAOBA CMBPT, HedaTaleH
MHoKapJieH HH)apKT WM HedaTanied MHCYNT, ITbpBaTa MOABA HA HHAMBUIYAIHHTE KOMIIOHEHTH Ha
NMLPBHYHATA CHCTABHA; 061112 CMBPTHOCT U XOCITHTAIM3ALHHK NOPAAH 3aCTORHA Chbp/IeYHa
HEIOCTATBYHOCT.

Cnen npociieqaBaHe ¢ MeMaHa Ha ITPOABDKHTETHOCT OT 3 TOAMHY, CUTATTIMIITHH He TOBHINABA PHCKA
OT FroNeMH HeXKeJIaHH ChPACYHO-ChAOBH CHOUTH WK PHCKA OT XOCIIHTAMH3AUMA NIOPpaAH ChpacyHa
HeJIOCTATBIHOCT, KOraTo ce 100aBfa KbM 0OMUAHATE IPpHXXH MPH NalHEeHTH ¢ AMabeT THN 2 B
cpapHeHHe ¢ oOrMalnuTe rpiku 6e3 curarnuntil (Tabnuna 3).

Ta6anma 3: YecToTH HA KOMOMHHPABEH CHLPACYHO-CL/A0BH PE3YJITATH H HA KJII090BH BTOPHYHH
Pe3YATATH

CaTaraanter 100 mg
YecToTa JectoTa
Ha HA
100 nanx 100 nauu | Koegunueur ua p-
C¢HTOTOAR CeRTOrOAN pRCKS crolinoc
N (%) L N(%) | =u* | (95%CI) 7!

Anaanmi B Intention-to-Treat NonyNaNHATA

Bpoli nanBenTH 7339

IILpauYna CLCTABHA KPRNAS
TOUKA I
(ChpaewHO-CHACRA CMBPT, l
HedaTaneH MHOKapAcH HHpapkT,
HethaTaneH HHCYNT HIH

XOCIHTA/TH3AIAA, [TOPatH
HecTabMTHA CTEHOXAD M) 839(11,4) 4,1 851 (11,6) | 42 0,98 (0,89-1,08) | <0,001

BTropudna ¢bCTABHA KpaifiHa
TOUKA
(CepaeTHO-CHAOBA CMBPT,
HeDATANCH MROKAPACH HHpApPKT

| wm HedaTaANCH HHCYIIT) 745 (10,2) 3.6 { 746 (10,2) 3,6 { 0,99(0,89-1,10) | <0.001
BroprueH peayaraT

C1pAedHO-CHAORA CMBPT 380 (5.2) | 17 1.7 1,03 (0,89-1,19)
Beakaxhe BMA MUOXAPACH n
aHGapkT (paTancH n HeGATAICR) | 300 (4,1) 1,4 316 (4,3) 0,95 (0,81-1,11)
BeakaksB BHA HHCYAT ((paTaneH n
¥ HeQaTancH) 178 (2,4) 08 | 183(2,5) 0,97 (0,79-1,19)
== I
HECTAGIUTHA CTCHOKAP LHA 116 (1,6) 05 | 129(1,8) 0,90 (0,70-1,16)
CMBLpT TOpaan BCAKAKBA -
ApHIMHa _ 547 (7,5) 2,5 | 337(7,3) 2,5 1,01 (0,90-1,14) 0,875
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Cararnuntun 100 mg [Lnanebo

YJecToTA YecTOoTA
HA Ha
100 nanu 100 gaur | KocduoaenT ua
CHTOrOAN CBTOrCAN pHECKA
N (%) AR* N (%) | HH * (95% CI)

Xocrmuranm3alms, nopagn
CLPAETRA HEAOCTATHUROCT?

| 228(3,1) _ 1,1 229 (3,1) 1,1 1,00 {0,83-1,20)

* Yecrorara Ha 100 nampieHTOrOAMHH ¢ H3qucaeHa Kato 100 x (o6mua Gpodt naumenTd ¢ > 1 CalHTHE N0 BPpEME HA
JAOHYCTHMHA NEPHOA Ha EKCHOMIMA CpaMo o01IHA Opoli NALHEHTOrOAHHE Ha OPOCACISBANE).

t Br3 ocxoBa Ha Moaen Ha CoX, CTpaTHHUMPaH N0 PETHOH. 3a CLCTABHHTE KPaliHH TOUKH, P-CTOHHOCTHTE CHOTBETCTRAT HA
TECT 38 HEHHGEPHOPHOCT, THPCEIN Aa NOKAXKE, 4& KoSPHIHMEHTLT HA PUCKA € TO-MATLK OT 1,3. 3a BCHYKH OpYry KpakiHH

TOYKH P-CTOMHOCTHTC ChOTBCTCTBAT HA TECT 34 PAVIHKHTE B KOSHIMEHT HA PHCKA.
+ AHAUTM3BT Ha XOCTIHTANTH3ALMATA MOPaZH CLPACTHA HEAOCTATEIHOCT € KOPHTHPAH 3a aHaMHE3a 3a ChPACTHA
HEIOCTATHYHOCT HA MIXOAHO HHMBO,

€ a ITOITV.J1

Esponefickara areHIUMA N0 JIEKapCcTBaTa 0CBOOO0XKAaB2 OT 3aAB/DKCHHETO 38 MPEAOCTAaBAHE Ha
Pe3YNTATHTE OT MPOYYBAHHUATA CHC CUTATJTMITTHH-METOPMHIH TabIETKN BBB BCHYKH IOATPYITH Ha
[eANaTPUYHATA TIOMyNalMa ¢bC 3axapeH auaber tan 2 (Bxk. Touka 4.2 3a HHGOPMALMA OTHOCHO YHoTpeba
B NEOUATPHATA).

Be3lonacHocTTa M epHKACHOCTTA NMPH A0OaBAHE HA CHTATNIMITHH NIPH NEAHAaTPHYHHK NALHEHTH Ha
BB3pact ot 10 no 17 ronunu ¢ auaber THI 2 ¥ HeaJleKBATEH TTTMKEMHIEH KOHTPOJ Ha METPOPMHH, CbC
WM 6e3 WHCYJIHH, Ca OLICHEHH B [iBe MpOYUBAHKA 3a Iepuol oT 54 ceqMuuH. J{obaBaneTo Ha
CHTANTHITHH (MPHIOKEH KaTO CHTATNIMNTUH+METQOPMHUH HIH CHTArTMNITHH+MET(OPMHH C
yaeiDkeHo ocBoboxaaBane (XR)) e cpaBHeHo ¢ nobasaHeTo Ha mnanebo KbM MeTGOpPMHE HITH

MeThopMEH XR.

Makap ¥ aa ce XEMOHCTPHpPA PEBB3XOACTRO IO OTHOLICHRE NoHWkaBaHeTo Ha HbA | 3a
curarnunTHH+MeTdopMul/ cutarnuntaH+MerdopmuH XR Hag MmeTdopMuH Ha ceamuua 20 npu
cOOpHIA AHANH3 OT TE3H ABC MIPOYYBAHHA, PE3YNITATHTE OT OTACTHHTE NMPOYYBAHHA CA HECHBMECTHMH.
OcBeH TOBa, He ce HabmoJaBa No-BHCOKA €HKACHOCT Ha CHTarTMITHHHMETQOPMUH/
cHrarnunTHH+MeThopMuH XR B cparHenne ¢ MeThopMuH Ha ceamula 54. CnenosarenHo, Curaben
Mer He TpabBa Ja ce H3NOI3BA MPH NEAUATPHYHH NALUMEHTH Ha BB3pacT oT 10 no 17 roauxn nopanu
HEAOCTATHYHA eUKACHOCT (BXK. TOUKA 4.2 3a HHQOpMALHg OTHOCHO ynotpeba B neamaTpuara).

5.2 OapMAKOKHHETHYHH CBOHCTBA

Curaben Mer

[MpoyuBanmATa 33  OMOEKBMBANEHTHOCT @pH  3ApaBH  Y4YacTHMHM  TMOKa3BaT,  ue
CHUTalMIANTHH/METPOPMHHOB XHAPOXNOpHA) KOoMOMHMpaHu TabneTkm ca OHOGKBUBATIEHTHM Ha
eOHOBPEMEHHOTO NPWIOKCHHE HA CUTArJMNTHH XHAPOXJOPUR H METHOPMHUHOB XUAPOXIOPHI KaTo
OTACTHHUTAONIETKH.

CnenHHTe JaHHH NOKA3BAT papMaKOKHHETHUHHTE CBOMCTBA Ha OTAECHMTE aKTHBHH BellecTBa Ha
Cutaben Mer.

CHurarnunTuy
Abcopbyun
Crnen nepopajiHo npwioxeHue Ha ao3a 100 mg Ha 3apasH y4aCTHHMIM, CUTArIMNTHH OBp3o ce
abcopOupa, ¢ AocTHTaHe HA IMKOBH IUTA3MEHU KOHLICHTpALMH (MeanaHa Tma) 1 A0 4 qaca cen
mpwioxkeHHeTo, cpeaHa wiazMeHa AUC Ha cutarmanTiH 8,52 pMehr, Cuax 950 nM. AGco
OHOHANIKIHOCT HA CHTArNMHMNTHH € NMpuOnanTenHo 87 %. TwHH KaTo NpHEMaHETO Ha CHT
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eIHOBPEMEHHO ¢ 6oraTa Ha MasHHUHHK XpaHa He NOBINABA PapMaKOKMHETHKATA, CHTarJTHITHH MOXe Ja
ce Ipuiara cb¢ Wi 6e3 xpaHa.

ITnazmenata AUC Ha cHTarnmunTHH ce [oBHIaBa o Jo3a MponopuMoHancH Hayud. [Jo3a-
IIPOTNIOPIMOHAITHOCT HE € YCTAaHOBEHA 38 Crpax M Ca4naca (Cmax €€ NTOBUINABA NTOBEYE OT J103a-
NPONOPLHOHANIHO, @ Cz4qsca €€ YBETHYABA [TO-MANKO OT A032-MPOMOPLHUOHATHO).

Paznpeoenenue

CpenHuar 0beM Ha paznpeneneHne B CTAMOHAPHO ChCTOAHKE Clle]] eAHOKPATHA HHTPABEHO3HO
npunoxeHa go3a oT 100 mg CHTArsMANTHHE Ha 34paBd y4acTHHUM € npubnuiautento 198 nutpa.
(DpakuusTa CHTArJMIITHH 06paTHMO CBBpP3aHa C NIa3MEHUTE ITPOTEHHHU € HuCka (38 %).

Buompancgopmayus
CHTArIMNTHH ¢ eNMMHUHEPA OCHOBHO HEMPOMEHEH ¢ YpHHATA, a MeTabOIH3MET € BTOPOCTENECHEH
msT. [Ipnbmusnrenso 79 % oT CHTAITIMNITHH C€ EKCKPETHPA HEINPOMEHEH B YPHHATA.

Cnen nepopansa n03a [“ClcurarnunTis, mpuénusutento 16 % oT pagHOaKTHBHOCTTA C€ eKCKPETHpa
KaTo MeTaboJMTU Ha CUTAINMMITTHH. Ha HUBO cleld ca YCTAHOBEHH LIECT MeTaloNIuTa, KOUTO He ¢¢
O4aKRBa a NOIPHHACAT 3a IutazMeHaTa DPP-4 unxuOKMTOpHA AKTUBHOCT HA CHTarJIMIITHH. In vitro
NMpOYYBAaHHATA NOKA3BAT, Y€ OCHOBHHUAT €H3UM, OTTOBOPEH 32 OrpaHHdYeHHs MeTabONHIBM Ha
cutarmunTiH € CYP3 A4, c yuactuero u Ha CYP2CS.

In vitro pauswe Mokassar, ue cHTAarMNTHH He € HHxuSuTOop Ha CYP nzoeHzumute CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 unu 2B6, u He e uHaykTop Ha CYP3A4 u CYP1A2.

Enumunuparie

Cnen npuioxeHHe Ha nepopanHa qo03a [*C]cHTarTMNTHH Ha 3APaBH YYACTHHLH, IPHOIH3HTETHO
100 % ot npunoxkeHaTa paI¥OaKTHBHOCT ce eTUMUHHpa ¢ pekamuuTe (13 %) win ypunata (87 %) ao
eHA CeAMHLA Clel MPIWIOXKEHHETO Ha Ao3aTa. [IpuBuaHnAT KpaeH ti2 cnea 100 mg nepopanna ao3a
CUTATTIMIITHH € NpuOnu3HTENnHoO 12,4 yaca. CHTAITIMIITHH C€ HATPYIIBA CaM0 MUHHMAJIHO IIPH
MHOTOKpPAaTHO npriIaraie. brOpeunuar KinpsHe ¢ npubmsnrente 350 ml/mMun.

EnMMuHHpaHeTO Ha CUTATJIMIITHH CTaBa OCHOBHO 4pe3 610peuHa ekcKpelus U BKIIOYBA AKTHBHA
TyOynHa cexpeunsa. CHMTarMoTHH € cyfcTpar Ha 4oBelIkH OpraHH4YeH aHHOHEH TpaHcnopTep -3
(hOAT-3), koifTo MOXKe OH ydacTsa B 666pedHOTO CTHMHHEpaHE Ha CUTArMMNTHH. KNHHHYHOTO
3navenne Ha hOAT-3 B TpaHcnopTa Ha CHTArIMNTHH HE € YCTAaHOBEHO, CMTAITIANTHH € cy0cTpar H Ha
pP-TJIMKONPOTENH, KOHTO MOXKe OM yvacTBa M B MEAHHPAHETO Ha OnOpEUHOTO eNAMHHHpPaHE Ha
CUTArJHNTHA. B CBIIOTO BpeMe LHKIOCIIOPHH, €AHH p-TAHKONIPOTEHH HHXUOUTOpP, HE HaMallABa
6B0peuHs KIHPHHC Ha cHTaraunTHH. CutarnunTas He € cyberpat Ha OCT2 wnn OAT1 wn PEPT1/2
TpaHcnopTepute. In vitro curarnunmul He notucka OAT3 (1C50=160 uM) wnn p-rmuxonpoterHa (10
250 uM) MeaHMpaHHA TPAHCNIOPT B TEPANICBTHYIHO PENICBAHTHH NNa3sMEHH KOHUEHTpauuu. [Ipu
KJIMHHYHO HPOYYBAHE CHTAITIMIITHH HMa MATEK €(EKT BEPXY ITa3MEHHTE KOHLICHTPAUHH Ha JHIOKCHH,
KOETO NOKa3Ba, 9¢ CATANJIMIITHH MOXe Aa € cnad HHXUuOUTOp Ha p-TIIHKONIPOTEHH.

Xapaxmepucmuxa npu hayiuenmume
OapMaKOKHHETHKATA Ha CUTATTHITTHH € KaTo LAN0 CXO0/1Ha NPH 3ApaBH YYACTHHIIH U MTALUEHTH C
nuabet Tan 2.

bvbpeuno yspexcoane
[IposeneHO € OTBOPEHO MPOY4YBaHe NPH €AHOKPATHO NMPUWIOKEHHKE 33 OLIEHKa Ha (apMaKOKHHETHKATA
Ha HamaJIcHa 033 cuTarmrirTed (S0 mg) npy nauKeHTH ¢ paljifdHa CTENEH Ha XpoHudHo 6u6pedno
YBpEXOAHE B CPAaBHEHHE CBC 3/[PaBH KOHTPONH. [IpoyuBHaeTo BKMO9Ba naunerTH ¢ 650pedHo
YBpeX/aHe B JleKa, yMEpeHa WIK T€XKKa CTeleH, KakTo U nmauueHTH ¢ ESRD Ha xemognanuia. OcBeR
TOBA, edekTHTe Ha OBbOpeHHO yBpeKRaHE BEpXY (PapMaKOKHHETHKATA HA CHTAIVIMIITHH NPH ITALHKCHTH C
auaber THN 2 1 650pedHO YBpPEKIAHE B JIEKa, YMEPEHRa WM TeXKa cTeneH (BrmoanTentHo ESRD
OLIEHEHH 9pe3 NOMyJAlHOHHR GapMaKOKHHETHIHH aHAIH3H.
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B cpaBHeHHE CbC 3ApaBH KOHTPONH, azMeHaTa AUC Ha CHTArJHIITHH ¢€ NOBRINABA NPHONTHIUTETHO
1,2 mBTH NpH nauueRTH ¢ 0B6peuHo yBpexaaHe B neka creneH (GFR > 60 o < 90 ml/Mun) n
cpOTBeTHO 1,6 MBTH NpH nauueHTH ¢ 6B0peuno yBpexaaHe B yMepeHa creneH (GFR > 45 no

< 60 ml/Mun). ThH KaTO pa3MepLT Ha MOBHLICHHETO HE € KITHHUYHO 3HAYHM, HE C€ Hallara KOpHrupaHe
Ha J103aTa NpH Te3H NaLeHTH.

[InasMeHaTa AUC Ha CHTAarIHITHH ce N0BHINABA NMPHONIM3ATETHO 2 IThTH NPU NaLMeHTH ¢ 656peuHo
yBpexaane B ymepeHa creneH (GFR > 30 go < 45 ml/MeH) 1 mpubim3nTenHo 4 MbTH NpH NALMEHTH ¢
0B0peuno yepexnane B Texka creneH (GFR < 30 ml/mun), Bonountento nanueHTt ¢ ESRD Ha
xeMoauanu3a. CHTaraMnTHH Ce OTCTpaHABa YMEpPEHO npH xemonuanusa (13,5 % 3a 3- 1o 4-yacosa
XeMOIHANHN3HA CECHA 3aITOYBALA 4 Jaca cell IPUIoKEHHETO).

Heprodpobro yepedcoaHe

He e HeoOxoauMa KOPEKIHMA HA 103aTa CHTArJIMIITHH IPH MalMeHTH C JIEKO WIH YMEPEHo
yeproaApodHo yBpexaaHe (ckop no Child-Pugh < 9). HaMa kTHHWYEH ONMT MpH NALlHEHTH C TEXKO
yepHoApoOHO yBpexaaHe (ckop no Child-Pugh > 9). B csi10T0 BpeMe, Thil KaTO CHTAIIMIITHH CE€
eTHMHHHAPA OCHOBHO 9pe3 6p0pennTe, He ce 0YaKBa TEXKOTO 9epHoApobHO yBpexaaHe fa MoBIHAe
BhPXY (papMaKOKHHETHKATa Ha CHTAIJTUIITHH.

Hayuenmu 6 cmapuecka evipacm

He ce Hanara Kopexiua Ha J03aTa B 3aBUCHMOCT OT BB3pacTTa. BB3 0CHOBA Ha NOMyJJTaUMOHEH
dapMaxokyHeTHYEH aHAIH3 Ha AaHHH oT Pa3a I 1 Pa3a Il 8L3pacTTa He oKa3zBa KIHHHYIHO 3HAYHM
edeKT BhpXY (PapMaKOKMHETHKATA Ha CUTAIJIKOTHH. Y 9aCTHULIMTE B cTapyecka Bh3pacT (65 Ao

80 rogunn) umMat npubAH3IATENHO 19 % No-BHCOKH MNa3MEeHH KOHLICHTPALMH HA CHTAT/THIITHH B
CPaBHEHHE C NO-MIaq{d YIaCTHHLIH.

[Teduampuuna nonynayun

PapMakOKMHETHKATa Ha CHTArTHNTHH (eaArAanYHa ao3a 30 mg, 100 mg unu 200 mg) e macneasana
MPH NEANATPHUHM NaLMeHTH (Ha Rb3pacT oT 10 go 17 ropuun) ¢ auaber Tan 2. [pH Tasu nomynauus,
AUC Ha CHTarmMNTHH B IU1a3MaTa, KOPUrHpaHa CIpAMO O03ata, € npubnausurento 18 % no-Hucka
OTKOJIKOTO NPH Bbh3pacTHH NalMeHTH ¢ Auaber tun 2 mpu go3a 100 mg. He ca npoeexaanu
NPOYYBAHHUA CHC CHTATITMNTHH PH NEANATPAYHH NMALMEHTH Ha BB3pacT < 10 rogusm.

Jlpyeu xapakmepucmuxu Ha nayuexsmume

He ce Hanara KopeKUMA Ha A03aTa B 3aBHCHMOCT OT IIOJ, paca WM HHAEKC Ha TenecHa Maca (BMI).
Te3n xapakTepHCTHKH HAMAT KIHHHTHO 3HAYHM edekT BBpXY PapMaKOKHHETHKATA Ha CHTATTTHIITHH
crnopes KOMOMHHpaHHA aHAIH3 HA PapMaKOKHHETHYHHTE AaHHM oT Pa3a |1 ¥ nonynauuoHeH
¢dapMaKOKHHEeTHYEeH aHaIU3 Ha JaHHM oT Pa3a | u da3a II.

eTdOpMUH
Abcopbyus

Cnen nepopayiHa 2033 MeTOpMHUH, Tmax €€ JOCTHIA 10 2,5 waca. AGCOMOTHATa OHOHATTHYIHOCT Ha
tabnerka MerdpopmuH S00 mg e npubnuszurento 50-60 % npu 3apaBu y4acTHHUM. Cnea nepopasiHa
no3a, HeabcopbupaHara ¢pakuus, oTKpuTa BsB pekanmamure € 20-30 %.

Cnen nepopaneH npueM, abcopbunata Ha MeTPOpPMHH € HACHILALA C€ H HEMbIHA. CMATa ce, ue
dapMaKoKHHeTHKaTa Ha abcopOumATa Ha MeThopMHuH e HenuHelHa. [Ipu obuyaiinn no3u MeThopMun
H JO30BH CXEMH, IUIa3MEHHTE KOHLIEHTPALHHM NMPH CTALMOHAPHO CHCTOSHHE CE JOCTHTAT B pAMKUTE Ha
24-48 yaca W KaTo IO ¢a No-Manko or 1 pg/ml. [Ipn KOHTpONHPAHH KIMHHYHH H3NTUTBAHHUA,
MAKCHMAJIHHTE TLUTa3MEHHU HHBA Ha MeTQOpMHH (Cex) HE mpesHitaBat 5 pg/ml, nopu npu
MaKCUMAJHH JO3H.

XpaHaTa HAMAJABA CTENeHTa U ¢nado 3abapg abcopbiumara Ha MeThopMuH. Criel NPHIOKEHHE Ha
nosa ot 850 mg, ce Habmonasa 40 % no-HUCka NUKOBa MNA3MEHA KOHUEHTpauM, 25 % HaMaJieHHE Ha
AUC #1 yabmkaBaHe ¢ 35 MHHYTH Ha BpEMETO 40 AOCTHIaHE Ha MHKOBA MJIA3MEHA KOHLICH
KimmHudHaTa 3Ha9YUMOCT He € H3BECTHA.
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Pasnpedenenue

CBBp3BaHETO ¢ IUTA3MEHUTE NPOTEHHH € HE3HasHTeNHo. MeThopMHH ce paslpened B epUTPOLIMTHTE.
KpBBHMAT NHK € NO-HACHK OT [UTa3MeHHs MUK U ¢€ MOABABA MPHOH3HTENIHO N0 CHILOTO BpEME.
YepaeHATE KPHBHU KIETKH Hali-BEPOATHO ITPEACTARNABAT BTOPHYEH KOMIADTHMEHT Ha
pasnpegenenne. Cpegnuar Vd papupa Mexay 63 — 276 1.

Buomparnchopmayus
MeTtgopMHH ce eKCKpeTHpa HermpoMeHeH B ypHHaTa. [Ipu xoparta He ca ycrasHoBeHH MeTabonuTH.

Enumunupane

Br6peunnsaT knApbHC Ha MeT¢dopMuH e > 400 ml/MHH, KoeTo noka3ea, ye MeTGopMHH ce eTMMHMHHPA
qpes raoMepyina puntpauus ¥ TyGynna cekpeuns. Cnen nepopanta n03a, MPUBHAHKUAT TEPMHHANCH
eITMMHHALMOHEH TIOMYKHBOT € MPHOIM3HTENHO 6,5 yaca. Koraro 6b0peuHaTa ¢pyHKIINA e YBpeaeHa,
OBOpEeHIA KIMPhHC C€ HAMAIABA B CHOTBETCTBHE ¢ TO3M HA KPEaTHHHHA K CNEA0BATENHO
eTMMHHAUMOHHHAT HOMYXKHBOT C€ YAL/DKABA, KOETO BOAH A0 NOBUILICHH HHBA HA MeTQOPMUH B
IU1a3mMara.

53 IpeaxauuHYHH J3HHH 33 6e30DacHOCT
He ca npoBeXxnaHH Npoy4YBaHHA ¢ XKHUBOTHY b Cnraben Mer.

IIpu 16-ceAMHYHM MPOYYBAHUA, B KOMTO Ky4eTa ca TPETUPAHH WIM ¢ METQOPMHEH CAMOCTOATEITHO HITH
¢ KOMOMHAUMA OT MET(GPOPMHH H CHTATJIMITTHH, He € Ha0moaaBaHa JOMB/IHUTEHA TOKCHYHOCT OT
xoMOuHanmaTa. NOEL B Te3n nipoyusanus ce Habmo1aBa NpH €KCITO3HIHNA Ha CHTaIJIHITTHH
MPHOIH3UTENHO 6 ITBTH NO-BHCOKA OT Ta3H MPH XOpa U NPH €KCNO3HIMA Ha MeTPOpMUH
npubnauzuTenydo 2,5 MbTH M10-BHCOKA OT Ta3M MPH XOpa.

CnegHuTe JaHHH Ca HAXOJKH NPH NPpoyYBaHHA MPOBEAEHU ChC CHTATTANTHH WIN MeTHOPMHEH
CaMOCTOATEJIHO.

CHUTarIamiTH

bp6peuHa u 4epHOApOOHA TOKCHYHOCT c€ Hal/mo1aBa NPy IpU3avy IPH CTORHOCTH Ha CHCTEMHA
eKCro3uLKA 58 ITbTH NO-BHCOKH OT HHBOTO HAa KCNO3NLMATA ITPH XOpa, a HUROTO 6€3 edekT e
onpeneneHo Ha 19 NbTH NO-BUCOKO OT TOBA MPHU XOpa. AHOMAJIMH Ha pe3LuTe ¢ HabmoaaBat npu
IUTbXOBE NPH HHBA HA €KCNO3XLUKA 67 IThTH NO-BHCOKH OT HUBOTO HA KITHHHYHA €KCITO3ULINA; HHBOTO,
Oe3 epexT NMpu Ta3H HAX0AKA € 58 MbTH NO-BHCOKO, CBIMIACHO Pe3ynTaTuTe OT 14-CEeAMHYHO
NPOYYBAHE ITPH IUTEX0BE. 3HATEHNETO HA TE3H HAXOIKH NMPHU Xopa He € H3BeCTHO. TpaH3uTOpHH,
CBBP3aHH ¢ JICUEHHETO (PU3HYECKM [TPOABH, HAKOH OT KOHTO MPERINonarar HaiuIHeTo Ha
HeBPOJIOTHYHA TOKCHYHOCT, KAaTO JIHLIAHE C OTBOPCHA YCTA, CA/THBAlUA, eMe3HC Ha Osna rnaHa,
aTaKCHA, TpeNnepeHe, HaMalieHa aKTHBHOCT WM U3rbpfeHa no3a ¢e HaO/MOLapaT NpH Ky4eTa npH
HHBA HA €KCTIOZHLIKA MPHOAHIUTEIHO 23 IThTH NMO-BUCOKH OT HHBOTO Ha KIMHWYHA eKcno3HUMA. OcBeH
TOBA, MHOTO JIEKA /10 JIEKa KOCTHO-MYCKYJIHA AereHepanna ce HabmoxaBa U XMCTONOTHIHO NPH AO03H,
OABALIM HUBA HA CHCTEMHA EKCIIO3NIMA NPUOMH3KNTENHO 23 IThTH NO-BHCOKHM OT HUBOTO Ha
excro3uius npu xopa. [Ipy Te3u pe3yaraTH, HHBOTO 6e3 ediekT € NpH €KCNO3HLMA 6-KpaTHO I10-
BHCOKA OT HHBOTO HA KIIMHUYHA €KCIIO3HLINA.

CHTAIrTHIITHH He NTOKA3Ba T HOTOKCHYHOCT B X0/1a Ha NMPeAKIMHHYHH Mpoy4BaHHuA. CHTArJIMNTHH HE €
KaHleporeHeH mps MAIIKH. [1pu nnbXoBe HMa NMOBHILIEHA Y€CTOTa Ha 9EPHOAPOOHH aICHOMH H
KapLMHOMH MIPH HHBA HA CHCTEMHA eKCno3uuMa 58 MbTH No-BHCOKH OT TE3H NPH Xopa. Toii KaTo €
YCTAHOBEHO, Y€ XEMaTOTOKCHYHOCTTA KOpe/IMpa ¢ MHAYLHPAHETO Ha YePHOAPOOHA HEOoMIa3Ha NIPH
MTBXOBE, Ta3H MMOBHINEHA YECTOTa Ha YepHOAPOOHH TYMOPH NPH ILUTBXOBETE € BEPOATHO BTOPHYHA,
BCNIEACTBHE Ha XPOHHYHA XeNaTOTOKCHYHOCT NPH Ta3H BHCOKa A03a. [Topany BHcoKaTa rpaHMila Ha
6e3onacHocT (19-TETH NO-BHCOKA NIPH TOBa HMBO 0€3 ehexT), TE3H HEOMUTaCTHIHH MPOMEHH He ce
CYHTAT peJIEBaHTHH 3a Xopa.

He ca Ha0/monaBaHH CBBP3aHH C JIEYCHNETO e(EKTH BBPXY PEPTHIHTETA IPH MBXKKH H XK€
IUTEXOBE ITONYYIWIH CHTATJIMITTHH MIPEAH U 10 BpeMe Ha IH(TOCBaHE.
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I[1pu mpoyuBaHe BLPXY Npe-/TIOCTHATANHOTO Pa3BHTHE Ha TUTbXOBE CUTATTTHITTHH HE NOKa3Ba HEXENaHH
peaxiyH.

[IpoyusanudTa BEPXY PENMPOAYKTHBHATA TOKCHYHOCT [TOKA3BAT HAIMYHETO HAa CRBP3aHa ¢ JICUEHHETO,
JIEKO YBEJTHYMEHa HecToTa Ha Ma(opMaliy Ha pebpa Ha deTyca (JTHUNCBAIM, XHIOIUIACTHYHH H
naapamy pebpa) npu OKOJICHHETO Ha IUThXOBE MIPH HHBA HA CHCTEMHA €KCMO3HIINA NoBeYe OT

29 TETH NO-BACOKH OT TE3U NpH Xopa. TOKCHYHOCT Ha MaiikaTa ¢ce HabmoaBa pH 3aily 1IpH HKXBA
noseye OT 29 ITbTH MO-BUCOKH OT HHBATA HA €KCAO3MIMA NpH xopa. [lopaan BUCOKaTa rpaHHLIa HA
6e30I1aCHOCT, T€3H HAXOMKH He NMPEATOoNaraT ChbloeCTBYBAHETO Ha ChOTBETEH PHCK 3a
pPENpOAYKTHBHOCTTA NMPH Xopa. CUTArJMITTHH C€ CeKpeTHpa B 3HaYUMH KOJIMYeCTBa B MJAKOTO Ha
NaKTHpAIM IUTHX0BE (OTHOWIEHNE KbpMa/ninasma: 4:1).

M MUH

[IpenxknMHHYHUTE JaHHH 332 METQOPMHH He pa3KpHUBAT 0cOoOEH PUCK 3a XopaTa Ha 6a3aTa Ha
KOHBEHIIMOHAITHH $apMakoMUIrHuHH NpoyyYBaHHA 3a §€3011aCHOCT, TOKCHYHOCT ITPH MHTOKPAaTHO
NnpwiaraHe, reHOTOKCHYHOCT, KAPLIMHOTCHEH NIOTEHLMaN, peMpOAYKTHBHA TOKCKYHOCT.

6. PCAPMALIEBTHYHH JAHHH

6.1 CoHchbk HA OMOUIHHETE BeILECTBS

Agpo Ha TabneTkara
nosuaoH K30 (E1201)

MHKpOKpHcTasHa nemynosa PH102 (E460)
KPOCIIOBHIOH
HaTPHEB CTeapIIpyMapaT

OUIMOBO NMOKPHTHE
NOM{BUHWIOB QJIKOXOJ)
MAaKporon

THTAHOB AHOKCHA (E171)
TANK

yepBeH xene3eH okchua (E172)
qyepeH xenezen okcna (E172)

6.2 HechBMeCTHMOCTH

Henpunoxumo

6.3 CpoxHa roanoct

2 TOOUHH

6.4 CnenEajEM YCJIOBHE HA CHXPAHCHHE

Jla ce ceXpaHABa HA MACTO, HEIOCTLIIHO 33 Jeua.
Ha ce chbXpaHABa B OPUTHHAIHATa OITAaKOBKA.

Ha He ce cpxpanspa Han 30°C,

6.5 BueaRchIBpKARHE HA ONIAKOBKATA

benu nenpospaunu 6nucrepn ot PVC/PE/PVDC u anymunuii.
Exun 6n1ucTep chaspia 7 QHIMHpaHH TabneTkH.
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PaszMep Ha OnakoOBKAaTa:

28 punmupann Tabnetkd (1 onakoska / 4 6nucrepa)
56 puwmupann Tabnerku (1 onakorka / 8 6nucrepa)

6.6 CroenEsaHE OPeANAIHHE MEPKH NPH HIXBLPJAAHE

Hen3znon3saHuat JICKAPCTBCH NIPOAYKT HITH OTTIAABYHHTC MATCPDHANAH OT HETO Tpﬂﬁﬂﬂ Aa C€ H3XBBPJIAT
B CHOTBETCTBHUE C MCCTHHTC HIHCKBaAHHA.

7. TIPHTEXATEJI HA PAJPELIEHHETO 3A YIIOTPEDBA

HOBEJI ®PAPMA EOO/]
Oyn.”benrapnsa” Nel(9
Codus 1404, brnrapns

8. HOMEP(A)HA PASPELIEHHETO 3A YIIOTPEBA

Peructpaunonen HoMep: 20220277

9. JATA HA ITBPBO PAZPEINABAHE/NIONJHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Hara Ha mepBo paspeinasane: 11.10.2022
10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

01/2025




