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1. HME HA JIEKAPCTBEHMS NIPOAYKT "}iéﬂbﬂHi’iTEﬂHA ATEHHWA 110 NEKAPCTBATA

Kpamua Xapaxmepucmuxa Ha npogyxma - [IpuAcxHpHue 1
Cemetpo 50 mg/850 mg ¢punmupann Tabnerku 969 A L Ol ;L ¥ / 2y
Semefro 50 mg/850 mg film-coated tablets KM PBZ. N v Bl eecsviiisisssesemasasseasemmasasins
Cemedpo 50 mg/1000 mg dpunMupasn TabreTky Paspauiete Ne g{//_ﬂﬁ Mﬁ[cﬁ ¢-¥
Semefro 50 mg/1000 mg film-coated tablets 11-10- 2[]22
 CIQOELIHUB N wvvcrrerassssssnscsricsrsess o erenanerieriaserssniessraens

2. KAYECTBEH H KOJITMUECTBEH ChCTAB

Cemedipo 50 mp/850 mg dunmupany tabaeTku

Bcesika TabneTia cpabpxa CHTArIBITHHOB XHUAPOXIODHA, €KBHBAJIEHTEH Ha 50 Mg CHTATTHNTHH
(sitagliptin), n 850 mg Merdopmunor xuapoxnopug (metformin hydrochloride).

Cemedpo 50 mg/]1000 mg dummppann TabneTku

Bcsxa tabnerka chAbpKA CHTATTHITHHOB XHAPOXJIOPHME, EKBHBaJIEHTEH Ha 50 Mg CHTarnKITHY
(sitagliptin), 1 1000 mg Merdhopmunos xuapoxnopua (metformin hydrochloride).

3a ULAHMA CIUCHK HA MOMOLIHHTE BELLECTRA BHXKTE TOUKa 6,1,

3. JIEKAPCTBEHA ®OPMA
Ouamupasa Tabnertka (TabneTka)
- Cemedpo 50 mg/850 mg punmupany rabnerku
Po30BY NpoabAroBaTH BOMHO W3MbKHANH GUIMHEpaHY TAGNETKY, ¢ rpaBupaH Haanuc '850' o
€AHaTa CTpaHa ¥ TJIajKH OT ApYyraTa.
- CeM 50 mg/1000 m nMupaly Tablerky
Yeppeny NPOALATOBATH JABOHHO W3NEKHAKM unMApasn TabneTkd © rpapupad Hagnuc 'VEN' ot
€IHATA CTPAHA ¥ rIaAKy OT Jpyrara.
4. KJMHHYHH JAHHH
4.1. TepaneBTHYHH NOKAIAHHA
Ilpu BB3pacTHR HanueHTH ¢bC 3aXapeH Anabet THL 2:
Cemetppo € mokazaH KaTo JOMbIHEHHE KbM JHETA H YIPAKHEHAS 3a n0A00paBaHE HA TIIHKEMUYHHSA
KOHTPOIN NPH NaMEHTH, P KOUTO HE e MOCTUrHAT 3af0BO/IMTENEH KOHTPON ¢ MAKCHMATHATA NOHOCHMA 33
THX 4033 MeTGOPMHH CaMOCTOSTENHO HiH KOHTO BeYe £€ 1EKYBaT ¢ koMBUHaLHs OT CUTAaIJTHITHH A

merdhopmun.

Cemedypo e noxazan B komOuHanus cbe cyndonnnypeiinu nponzBogHu (1.€. TPOMHO KOMOHHHPAHO
Je4eHKe) KATO AOMbAHCHHE KbM JIMETA H YIPaKHEHUA IPH NALUCHTH, NPH KOHTO HE € IOCTHIHAT,




Cemedpo e nokazan kato Tpolio komOHHUPAHO NeueHHE ¢ MEPOKCU3OMEH NPOMH(ePATOP-aKTHRHPAH
penentop rama (PPARY) aroHucT (T.€. THABONHIWHIMOH) KATO JOMBIIHEHAE KhM OUETa H YIPOKHEHHN [IPH
MauueHTy, OpH KOHTO HE € MOCTHTHAT 3aA0BOIHTENCH KOHTPOJ C MAKCHMAJIHATA IOHOCHMA 33 TAX 033
Merdhopmut B PPARY arounct.

Cemedpo chulo € noKasaH KaTo fofaBKa KbM HHCYIHH (T.€. TPOHEO KOMOMHHPAHO NeYeHue) KaTo
JNOMbIHEHHUE KBbM JHETATA H YIPaXKHEHUATE 3a NOR00paBaHe Ha MNIHKEMHIYHHUA KOHTPOJ ITPH NALHEHTH,
KOraTo IOCTOSHHATA 1033 Ha HHCYNHH H METQOPMHKH CAMOCTOATENHO HE OCUTYPARA aIeKBATEH IMUKEMHYEH
KOHTPOIL.

4.2 [lo3npoBKa H HAYHH HE OPHJIOKERHAE

Ho3upoeka

J1031poBKAaTa Ha AHTHXHIEPTIHKEMHYHOTO JeyeHHe Chebhe CeMedpo Tpabea na 6bAe HHAHBHIYATH3HPAHA
Ha 0a3aTa Ha HACTOAIIMA PEXHM HA NANHEHTA, eheKTHBHOCTTA H TONEPAHTHOCTTA, KATO He CE MPeBHLIABAT
MaKcHMalHaTa npenopb4Basa JHesHa 1033 oT 100 mg cHTarunTHH,

Buwapacmnu c Hopmanna vOpeunia gynxyus (GFR= 90 mimin)

Ilpy naunenTH, NPH KOUTO HE & NOCTUIHAT 3aN0BOAHTENCH KOHTPON C MAKCHMATHATA TOHOCHMA 1034
meTthOpMEH KATO MOHOTEpANKS

[Tpyn nauMenTy, NPH KOMTO HE € MOCTUTHAT 33J0BOTHTENCH KOHTPO ¢ METQOPMHH CaMOCTOSTENHO,
obnuaiinara Hayanna o3a Tpa®Ba Ia AOCTABH 1033 CUTAT/IHNTHH B K03a 50 mg asa muxtH gHeBHo (100 mg
of11a fHEBHA 103a) UIOC A03aT1a MeTHOPMHH, KOATO Beye e MpueMaHa.

[Ipn nauHeHTH. KOHTO IPEMHHABAT OT eAHOBPEMEHHO (IpHIaraHe Ha CHTArIHOTHH H MerdopMuy
ITpn NaumMeHTH, KOUTO NPEMUHABAT OT €AHOBPEMEHHO MPUIAraHe HA CUTACMUIITHH U METHOPMHH,
nedeHreto cb¢ Cemedpo TpabBa na ce 3ar04He © 103aTa CUTAMTMOTHH H MeT)OPMUH, KOSTO BEYe €
fipHeMaHa.

HEH NANHEHTH, OPY KOKTO He € MOCTHIHAT 33]J0BOMUTENIEH KOHTPONA ¢ ABOHHO KOMGPIHHQ&HO JICYCHHE C
MaKkCHMaNnHaTa MOHOCHMA 1033 M OPMEH H CYJIPOHY =

Ho3ara Tpabsa fa RoCTaBH CHTArAMOTHH B 1033 50 mg nBa meTi apesHo (100 mg ofiua AHEBHA 1033) ¥
no3a MerhopmuH, nonobHa Ha no3ara, KOATO Beye & npueMana. Koraro Cemedpo ce nanonssa B
KOMOHHalHsA che cyndoHHIypes, MOXKe [a Ce HANOKH ynoTpebaTa HAa mo-HUCKA A03a CyNOHUIYped, 32 1a
ce HaMAalll PHCKBT OT XHNOTIHKEMUA (BXK. Touxa 4.4).

Ilpy nanuenTH, NPH KOUTO HE £ NOCTHIHAT 33J0BOAATENEH KOHTPOM ¢ ABOHHO KOMBHHIpPAHO JeYeHHE C
MakcUManHaTa moHocuMa no3a Merdopmun u PPARY aronuct

Hosara TpabBa Ja [OCTABM CUTAMIMNTHH B 103a 50 mg Ara nwTY AaesHO (100 mg o6iia nHeBHA n03a) H
Aoza MeTdopMHH, mono0Ha HA J03aTa, KOSTO BEYE € NPHEMAHA,

[Ipu nanueHTH. OpPU KOMTO HE e MOCTHIHAT 3aN0BOMHTENEH KOHTPO ¢ AB0oHHO KOMOHHUPAHY NeveHue ¢
HHCYIIHH ¥ MaKCHMATHATA NOHOCHMA 1033 METHOPMHUH

Jo3ara Tpabpa 12 JoCTaBN CHTArNHOTHY B A03a 50 mg npa meTu naesuo (100 mg o6iwa auesHa nosa) u
no3a MetdopMuH, nofo6Ha Ha Ko3aTa, KOATO Bede ¢ fipuemana. Koraro Cemedpo ce u3nonzea B
KOMOHHALKA ¢ HHCYJINH, HUCKATA 103a HHCY/IHH MOKe J1a € HeoOXoaAHMa 3a PeAyLUUPaHE Ha pH
XHIOTIIMKeMHES (Bx. Touka 4.4).




3a paznunnTe No3H Merdopmus, Cemedpo ce npeanara B KoHUSHTpaUHs M0 50 Mg CHTArTANTHH H
850 mg merhopmuHOB xuapoxaopus wiu 1000 mg MerhopMIHOB XHAPOXJIOPHA.

Beuuks nauneHTH TpAOBa Aa NPOXLIDKAT MPENophEYaHaTa MM AHETa ¢ aXEKBATHO pasnpencieHie Ha
NpUeMa Ha BRIVIEXUAPATH Ipe3 JCHS.

CrellHalHn NONYAEIHH
EBubpeuno yspeocdane

He ce nanara kopexijusa Ha 103aTa NPH MALHEHTH ¢ 1ek0 OROpedHo YBpekIane (CKOPOCT Ha MOMEPYIHA
¢untpauus [GFR] > 60 ml/min). Ilpeny 3ano4usane HA JedeHue C NPOAYKTH, ChABPKAM METGOPMUH,
TpAOBa Na ce HanpaBH oueHka Ha GFR crolfROCTHTE, & c/iell ToBa - NOHe BeIHEXK roAnuWKO. [1pn nalnenTu
C OBKIIEH PHCK OT MO-HATATHILHO [Iporpeckpade Ha p0pedHo yBpexaane i Ipu NALHEHTH B CTapuecKa
Bb3pacT TpadBa NO-YECTo 4 ce NpaBd oneHka Ha GpOpeunara dyuKUusa, Halp. Ha Boekd 3-6 Mecena.

3a npeanovuTale e MaKcHManHaTa qHEBHA N03a MeTdopMuH 1a Gbae pasnenena Ha 2-3 DHEBHH JO3M.
@axTopH, KOUTO MOraT 1a yBe/IH4aT PHCKA OT TAKTATHA aunfo3a (BX. Touka 4.4), Tpsabea na Obuar
Tipepasriefasy, npean aa ce O0MUC/IH 3aN04BAHETO HA JIEHEHHE C METQYOPMUH PH NARKHEHTH C
GFR< 60 ml/min.

Axo He e nocTbiiHa no3osa opma Ha CeMedpo ¢ anexBaTHO KOJIHYECTBO HA GKTHBHOTO BEIECTBO, BMECTO
KoMCOHHAHA ¢ QUKCHpPAHH K034 TpAGBA A Ce U3NOM3BAT OTASIHHTE MOHOKOMIOHEHTH.

GFR mlmin Mempopyun Cumaziyunmuy
60-89 Maxcumannama Onesna dosa e 3000 mg. | Maxcumarnama oneera doza e 100 mg.

Moorce da ce obmucau nonuxcasane na
0osama 6b8 8Pb3Ka C HOMAIABAHEMO HA
GuOpesnama Qyuryus.

45-59 Maxcumannama onesna doza e 2000 mg. | Maxcumannama Onesna 0o3a e 100 mg.

Hauamama 0034 e naii-muozo
HOROBUHAMA OM MaKCUMaIHama do3da.

30-44 Maxcumannama onesna doza e 1000 mg. | Maxcumannama Onesna dosa e 50 mg.
Hauannama doza e naii-muozo
NONOBURAMA OM MAKCHMARHAMA 0034

< 30 Memgpopmun e npomusonoxazan, Maxcumarnama Onesna dosa e 25 mg.

Yeprodpobuo yapexcdane
Cemedipo He Tpabsa Aa ce H3M0AIBA [IPH NaRHEHTH C YePHOAPOSHO YBpexaaHe (BXK. TOuKa 5.2).

Cmapuecka sv3pacm

Toil kaTo MeTQOPMHH 1 CHTATMNTHH Ce eKCcKpeTHpaT 4Ypes 6bOpennte, Cemedipo TpsadBa fia ce K30M3BA ¢
HIOBHIUEHO BHAMAHHE [IDH HallpeJBaHe Ha BpapacTTa. HeobxoaumMo e moHuTOpHpaHe Ha GbOpeynara
bynkuns, 3a Jja ce noANOMOrHe NpeanasBaHeTo OT CBbP3aHaTa ¢ METHOPMHUH NAKTATHA alii03a, Hall-seye
B CTapyecKa Bb3pacT (k. Touku 4,3 u 4.4).

Heduampuivna nonynayus
Cemetpo He TpsOBa 1a ce H3NON3Ba NPH Jela U FOHOmM Ha BB3pacT oT 10 1o 17 coauHu
HENoCTaTb4Ha eduxacHocT, HanHuHHTE NOHACTOSLIEM AAHHH Ca OMMACAHK B TOUKH 4.8, 5.



Cemedpo HE ¢ npoyvBaH NpH NeAHATPHYHA NANACHTH HA BB3pacT nox 10 rogunm,

Havun na npuroscenue
Cemedpo TpaGpa fa ce IpueMa ABa THTH JHEBHO ¢ XPaHA 38 HaMa1IBaHe HA HEKEAAHUTE DeakHM OT
CTpaHa Ha CTOMAIIHO-YPEBHHESA TPAKT, CBLP3aHH ¢ METOOPMHH.

4.3 IIporHBOmOKA3aHHA
CeMedpo e npoTHBONOKA3aH NPH NALHEHTH ChC:

- CBPBXYYBCTBMTEIHOCT KbM AKTHBHATE BEIIECTEA HIM KbM HAKOE OT NOMOLIHUTE BEIECTBA,
u30poeHH B Touka 6.1 (mx. Touku 4.4 u 4.8);
- BCEKH THIT OCTPa MeTabOMMTHA anun03a (KaTo NaKTaTHA allu03a, THa0eTHa KEToAmKI03a);
- AHa0ETHA IPEKOMA;
- Texka 6u6peyna HenocraThurocT (GFR < 30 ml/min) (8. Touka 4.4);
- OCTpPH CBCTOSHHS ¢ Bb3MOKHOCT Aa H3MeHAT 6s0peunara QyHkuns Karo:
- JEXuLPATaLiHA,
- TEKKH HHPEKHAY,
- LI0K,
- BLTPECHAOBO NPHNOKSHAE Ha HonupaHy KOHTPACTHYU BEIeCTBa (BXK. TOUKa 4.4);
- OCTPO KM XpoHUYHO 3a60/ABaHEe, KOBTO MOXeE /1a IPHYMHA XHIIOKCUA HA THKAHWTE KAaTO:
- CBP/ICYHA MIIH PECNIHPATOPHA HEAOCTATHYHOCT,
- CKOPOUIEH MEOKAPACH HH(papKT,
- LIOK;
- 4epHOAPOGHO YEPEAAQHE;
- OCTPa ANKOXOAHA HHTOKCHKALHS, AIKOXOIMIBM;
- KBPMEHE.

44 CuoendanHH NpeAynpexAeHAsn H NpeANaA3HH MEPKH Npu ynorpeda

O6uix
Cemedpo Be TpaOpa na ce U3NOA3BA NpH ManueHTH ¢ auaber TN 1 1 He TpubBa 1A CH H3MON3PA 32 CUEHUES
Ha auabeTHa KeToaununosa.

OcThp NaBKpEaTHT
Ynorpebara sa DPP-4 uuxnGHTOPH € CBBpP3aHa C PHCK OT PA3BHTHE HA OCTHP NAHKPEaTUT.

Ilanuenture Tpa68a na 6b0aT HBGHOPMHUPAKH 33 XaPAKTEPHHSA CUMIITOM HA OCTB] TAHKPEATHT:
NEPCHCTHPANIA, MHOIO CHIIHA KopeMHa Oonka, Cne npekpaTdRaHe Ha CUTArNMHOTHH ce HalbMmonasa
OTWIYMABAHE Ha MAHKPeaTHTA (Che UM Ge3 NOJABPIKAIIO JICYEHUE), HO B MHOTO PeliKu Cliydan &
¢00IMABaH0 33 HEKPOTH3UPALL, HITH XeMOPArHYeH MAHKPEATHT W/Nd CMBPT. AKO HMA CEMHEHHA 32
naHkpeatHt, TpiOBa fa ce npexpaTd npuemMa Ha CeMedpo H ApYrH NOTEHLHANIHO RO03HPaHH NEKAPCTBEHH
[OPOAYKTH; AK0 C€ MOTEBPAH OCThP NaHKpeaTHT, npueMbT Ha CeMedpo He TpAGBa 1a ce Bb30OHOBABA.
HeobxonysMo e nopHilIeH0 BHUMAHHE IIpH NMANKEHTH ¢ aHAMHE3a 33 [IAHKPEATHT.

JlakraTha auunosa
JlaxraTHara ausa03a, MHOTO PAZKO, HO CEPHOZHO METabOMUTHO ye/oKHEHHE, Hal-4ecTo HAacThIIBa npH
QCTpO BiIoLIaBaHe Ha OROpedHaTa QyHKIUS, KApAHO-pECHUPATOPHO 3aDoNgpaye M Cencuc,
Harpynsanero #a meT(hOpMHUH HacTbIIRA IPK OCTPO BloLIaBaHe HA ObOpeynara dyHkung
pPHCKa OT TAKTaTHA AKUA03a.




B cimyuaif Ha nexsapataiua (TeXKo MOBPEILEHE, AHAPUA, TPECKE IIH HAMACH APHEM HA TEYHOCTH) Tpabpa
BpEMEHHO 13 c& CIpPE BPHEMa HA MET(HOPMHEH H € NPENOPHYMTENHO Ja C& YCTAHOBH BPB3Ka C MENUIHHCKH
CICLHATACT.

TIpueMbT Ha JIEKAPCTBEHH IIPOAYKTH, KOHTO MOraT OCTpO Aa yspendr On0peudara pyuxis (karo
AHTHXMIICPTEH3UBHE cpeacTha, auypetuliy B HCIIBC) tpsafisa 1a ce 3amouHe ¢ NOBHLUCHO BHUMAHUE TIpH
NAUMENTH, TEKyBaHy ¢ MeTdhopmud. Jpyrd puckosr GaxTOpH 32 TAKTATHA RQHA032 €4 NPEKOMEPEH IPHEM
Ha &IIKOXOR, 4ePHOAPOOHA HEAOCTATBHHOCT, HEAOCTATHYHO KOHTPOIpaH AnateT, KeTo3a, MpOXBIKKTENHO
[NaayBaHe v BCAKAKBY CHCTOAHHA, CBBP3aHH C XMIOKCHS, KAKTO ¥ eHOBPEMERHATA ynoTpeba Ha
NEeKAPCTBEHH NMPOAYKTH, KOUTO MOTraT [a MPHYHHAT JIAKTAaTHA annao3a (8x. Toukd 4.3 u 4.5),

[ManuenTure u/unu GonHornenaduTe TpAGBa Aa GbAAT UHGOPMHpAHY 34 PACKA OT TAKTATHA AMI034,
JlakTaTHaTa anu03a ce XapakTepu3upa ¢ anua03Ha AUCTiHes, KOpeMHa 60Ka, MyCKY/THH KPaMItH, aCTCHUS
H XHITOTEPMHSA, OCREABAHH OT KOMa. B clyyali Ha cbMHEHHME 33 CHMITTOMH NaUHeHTa TpAOBa fa cnpe
npueMa Ha MeT(PopMHE 1 He3a0aBHO Aa IOTHPCH JeKapcka noMoul. JIMarHocTHYHATE 1afopaTopHu
HAXONKH ca NOHMKEeHO kpbBHO pH (<7,35), noBMileHu HUBA HA MIAIMEHHAA nakTaT (>S5 mmol/1) u
NOBHLIEHA AHHOHHA PA3NHKA ¥ CHOTHOLIEHHE TIAKTAT/MUPYBAT,

Br6peuna ¢pyukius

Ipenu 3arousare Ha gedeHuero TpabBa aa ce Ranpash oneHka Ha crofiwoctTe Ha GFR ¥ penoBHO cnen
TOBa (BX. Touxa 4.2). CeMetpo e npoTuBonokaszan npu nanuenTH ¢ GFR <30 ml/min i tpadea na 6b1e
BPEMEHHO CNPSH [PH HAIMYMKME HA ChbCTONHMSA, KOUTO NpoMeHsaT GnOpeunara pyHkums (BXK. Touka 4.3).

XHnoravkeMus

IMauuenty, nony4asamu Cemedpo B koMOHHALHA CEC CYNPOHUNYPES HIH C HHCYIHH, MOXE A& ca
H3IOKEHHA HA PHCK OT XHAIIOTTTHKEMHA, CJICZIOB&TCHHD, MOXC na ¢ HEOGXOJIPIMD HaMANgBAHE HA O3aTa Ha
cynthOHRIYPeSaTa WK HA HHCY/TMHA,

Peakupi Ha CBPEXYYBCTBHUTENHOCT
Hma nocTMapKkeTHHIOBH ChO0LIEHHA 38 CEPHO3HH PEaKIUH HA CBPBXYYBCTEHTENHOCT MPH MalHeHTH

JIEKyBaHH ChC CHTATTHITHH. Te3y peaxiinn BKIFOYBAT aHADHTAKCHS, aHrHOEAEM U ekCOoAHATHBHH
CBCTOAHHA Ha KOXATa, BKIOYHTENHO CHERPOM Ha Stevens-Johnson. HauanoTo na 1€3u peaknuy HacThiBa
B PaMXHTE Ha TBPBUTE TPH MECENA OT 3aN0YBaHE Ha JEYSHACTO ChC CHTArNUMIITHH, HAKOU CIyHan
HACTRIBAT CJIE/ ThPBATA A03a. AKO ce MONO3HPA PEaKlys HA CBPLXJYBCTBHTENHOCT, MpueMbT Ha CeMedpo
TpAOBa Aa ce npekparH, TpAOBa [a ce OLECHAT APyry MOTECHUAAIHA NPUYHHM Ha ChORTHETO K TpsOBa Aa ce
HA3HAYM ANTEpHATHBHO NeuyeHue Ha auabera (B, Touka 4.8).

BynoseH nemdurong

Ipu nanpentd, npueMany DPP-4 nuxnbuTopH, BIIIOUMMTENHO CATATTMITHH, UMA MOCTMAPKETHHTOBH
cbobuieHus 3a Oynosen nempurons. Axo uMa ceMHeHUA 32 Gyno3en nemdurona, npuema wa CeMedpo
TpsAORa Jia ce IPEYCTAHOBH.

Onepauus

Cemedpo TpabBa Aa ce clipe 110 BpeMe Ha onepanis nol o01a, CnyHaNKa HITH enuIyPAIHA AHECTE3HS.
Jleuennero moxe na 6vae pp300HOBEHO He NO-paHo OT 48 Yaca cnej OnepauuATa WM Bh30GHOBABAHETO HA
XPAHEHETO TIpe3 yCT4d, H IpH yclosHe e Onbpeunara QyHKuud e oueHeHa OTHOBO U € YCTaHOBEHO, Ye e
crabunHa.

[punoxenre HA HOXMPAHA KOHTPACTHU BEILECTBA
BuTpecknoeoTo NprioKeHHe HA HOAHPAHR KOHTPACTHH BEINECTBA MOXE X2 JOBEAEe 10 K

HHRYBHpaHa HedponaTHA, BOAELIA JO HATPYNBAHETO Ha MeThOPMYUH H NOBHUILEH PHCK




anuaoe3a. Cemedpo tpadea fa ce clipe npeny win N0 BpeMe Ha NPoUefypaTa 3a oGpa3Ha JUarHOCTHKA H He
TpAOBa Na ce BL300HOBARa Hali-Manko 48 yaca cien ToBa, NpH ycloBHe Ye GbOpedHara QYHKUUA € OleHEHa
OTHOBO U € YCTAHOBEHO, Ye & cTabunsa (8x. Touxn 4.3 u 4.5).

IpomMsanga B kIMHHIHNS CTATYC HA NAMEHTH ¢ KOHTpONHpaH nuabet tin 2

IaunenTy ¢ fuaber Tui 2, npeay Tosa A06pe koHTpoNHpan che CeMedpo, KOHTO Pa3BHBAT OTIVIOHEHHS B
naGopaTopuu NoxaszaTeny WIH KIHHA4HO 3abomspane (Half-Beue HescHO unu cnaGo aeduHapano
3aboaBaHe) TPiOBa He3abaRHO 1A Ce OLEHST 32 HaJIMYHE Ha KETOAIMI033 WIH IAKTATHA AIHI034.
Ouenxara TpsGBa Aa BKIOYBA CEPYMHH €JEKTPONIHTH ¥ KETOHH, KPhBHA 3aXap | ako ce Hanara pH Ha
KPBBTA, HHRA Ha JIAKTAT, MHPYBAT H METHOPMHH. AKO Ce ITOABH AL[HI034, B KOATO H A8 € GopMa, ACHeHHETO
TPabBa 1a ce cnipe He3a0aBHO ¥ TPAGBaA Aa C& IpelipHEMAT NOAXORAINH NPOTHBOAEHCTRAIIN MEPKH.

Harpuii
To3nr nexapcTBeH NPOAYKT ChABPKA NO-Maiko o1 1 mmol Hatpuii (23 mg) Ha Tabnerka, T.e. MOXeE fa ce
Kaxe, ue NpakTUYeCKu He ChABIKA HATPHIAL.

4.5 BzapmogelicTBAE ¢ ZPYTH JEKADCTREHM BPOAYKTH ¥ APYTH DopMH HA B3auMoxeiicTBHE

EAHOBPEMEHHOTO MHOTOKPRTHO NpUiarane Ha cutarnunTuH (50 mg 183 WBTH JHEBHO) H METHOPMHH
(1000 mg aBa nBTH JTHERHO) HE € NPOMEHIIIO 3HAYUTENHO PAPMAKOKHHETHKATA KAKTO HA CUTATTIMIITHH,
TaKa 1 Ha MerOPMHUH NIpH HAUKEHTH ¢ nualet Tt 2.

He ca napbpuiBany npoyusanys 3a GapMakOKMHETHUHH JeKapcTBEHH B3auMoaetictua cbe Cemedpo;
ofaue TakHBa NPOYyYRAHMS Ca NPOBEXK/IAHH C OTACTHHTE AKTHBHM BEILIECTBA, CHTAMTHOTHH M METHOPMHH.

He ce npenopbyBa chirbTCTRALIR YIOTPEGa

AJKoxon
AJKOXONHATA HHTOKCHKALUSA Ce CBBP3Ba ¢ MOBHILICH PHCK OT NAKTATHA aliA03a, 0CO0EHO B CIy4aH Ha
TiIaxyBane, HENOXPAHBAHE HIH YEPHOAPOGHE HEAOCTATHYHOCT.,

Honupany KOHTpacTHH BemecTEa

Cemedpo TpabGBa 33XB/DKHTENHO A& C CHPE NPeIH WM N0 BpeMe Ha NpoLeaypaTa 3a ofpasHa JUATHOCTHKA
H He TpabBa Aa ce Br300HOBABa Hali-Manko 48 yaca ciea ToRa, npy ycnoBae ye GrOpeunara dyHkuusa e
OLICHEHA OTHOBO Y € YCTaHOBEHO, 4e & crabhnHa (BX. Touxk 4.3 u 4.4),

KomOnuanuy, u3ucKpeatuy pennazsay Mepky Npy ynorpeda
H#KOM nexapCTBEHH MPOAYKTH MOTAT 1A CE OTPassT HefnaronpuaTHo Ha Gr0peunara QyHKIANA, KOETO

MOX€ [1a yBEIHYH PHCKA OT nakrarsa auunosa, Haup. HCTIBC, pxaroyutento ceneKTHEHE HHXHOHTOPH HA
uuknookcarenasa (COX) II, ACE uuxubGurtopu, aurdorensus Il penentopHy aHTaroBHCTH H JRYPETHUH,
ocobeno OpdMKoBH JHypeTHLE. TIpy 3anouBaneTo WK ynoTpebaTa Ha TAKABA NPOAYKTH B KOMBUHALINA ¢
MET(HOPMHH € HeoDX0AMMO BHUMATENHO npocnenssate Ha Gu0peunara QyHKims.

CbubrerBamara ynoTpeda Ha NeKapCTBa, KOUTO NOBIHABAT OBUIHTE TPAHCTIOPTHH CUCTEMH B GbOpeuHnTe
TyOynn, BiuoyeHH B ObOpeYHOTO eNHMHUpPaHe Ha METGOPMHH (HANp. MHXHOUTOPH HA OPraHHYHHS
kaTuoHeH Tpancnoprep-2 {OCT2]/MynTunexapcTBeHHA B TOKCHH-eKCTpy ndpaus nporen (MATE] kato
paHONa3uH, BanJeTaHu’, ToayTerpaBup H KMMETHAHH), MOTAT 28 NOBHILAT CHCTEMHATA eXCRO3HIIYS Ha
METQOPMUE H & YBETHHAT PRCKR] OT 1aKTATHA alkno3a. Tpabpa na ce o6MUCIAT NON3KTE H PHL
cbIpTCTBANIaTa ynotpeba. Tpabea Aa ce oOMHCIH BHUMATENHO NPOCASANBANE HA TIHKEMH
ananTHPaHe HAa 03474 B PAMKYTE HA [PENOpLYHTENHATA JO3MPOBKA H MPOMEHH B JIEUEH
KOraTo TaKHBa JieKapCTBeHH IIPONYKTH Ce NPHAraT eIHOBPEMEHHOD.




I''mokoxopTHKOMANTE (IPHAAraHHE MO CMCTEMEH W NI0KaNned WhbT) 6eTa-2-arOHUCTHTE W JHYPETHLMTE HMAT
HPHCEHINO XHuEpriukemuyso Aelicteue. [launentnte Tpabea Aa ce HHGOPMHEPAT H NO-YECTO Aa HIMEPBAT
KPhLBHATA 3aXap, 0oC00EHO B HAYANIOTO HA ICUEHHETO C TAKUBA JICKAPCTREHH MPORYKTH.

Axo e He06x0aHMO, 03aTa HA AHTHXHIEPIIMKEMHYHHA JEKAPCTBEH TIPOAYKT TpAGRA Aa Ce aianTupa mno
BpeME Ha NeyeHue ¢ Jpyrud NeKapCeTBeH NPOAYKT H NP HErOBOTO NPEKPATABAHE,

ACE-uHXnGUTOpUTE MOraT Aa MOHWKAT HHBATA Ha KPHBHATA 3aXap. Ako ¢ HeoOXoquMo, N03aTa Ha
aHTHXUNEPTIMKEMHIHHUA HEKapCTBEH NPORYKT TPAGEa 1a ce aNanTHpa [0 BPEME Ha JICYEHHETO ¢ APYTHa
JIEKAPCTBEH TPOAYKT H NIPM HETOBOTO NPEKPATABAHE.

EdexTs HA ADYIH NEKAPCTBEHH 1T KTH BbPXY CHTAIAHNTHH
In vitro ¥ KTMHHYHATE JAHHH ONHCAHY NO-A0TY NPEANOJIATaT, Y€ PUCKBT OT KIMHUYHO 3HAYHMH
B3aEMOJI}{CTBHA NIPH eIHOBPEMEHHO IPHIIOKEHHUE C JPYrd IEKAPCTBEHH POAYKTH € HHCHK.

In vitro NpoyuBaHus OKA3BAT, Ye OCHOBHHSA SH3HM OTIOBOPEH 34 OTPaRHMEHHA META0OMHIBM HA
curarnHnTul € CYP3A4, ¢ yuactde sa CYP2CS. Ilpu naunentn ¢ HopmanHa 6u0peuna PyHKINA,
merabonnsmMa, BmoanTenHo H ypes CYP3A4, urpae caMo Malika polis B KJIMPbHCA Ha CHTArMIITHH,
MeTalomH3MbT MOXKE 8 HIPAE HO-BAKHA POJIA NPH SIMMUHUAPAHETO Ha CUTATIIUIITHH B YCJIOBHS HA OCTPO
6Bb0peuno yspexaane Hin TepMuHania 6u0peuna HepocrarsunocT (ESRD). Iopany Ta3u NpHyKHA €
BB3MOKHO MOIIHH HEXHOKUTOpH HA CYP3A4 (Hanp, KeTOKOHA30/, HTPAKOHAZOJ, PUTOHABMD,
KIapHTPOMMIIMH) ia IPOMEHAT HapMAKOKHHETHKATA Ha CUTATIMNTHH IIPH NAUHEHTH ¢ TeXKo Grnbpeuro
yBpexaade unu ESRD. Edexrrre na moupaute CYP3 A4 nexubuTtopH B yonoeHs Ha G0pedHO yBpEKIaHE
HE Ca OUCHABAHHU IIPH KIWHUYHO IIPOYYBaHE.

In vitro npoyuBadu4 3a TPAHCHOPTa [IOKA3BAT, Y€ CHTATTHATHH e cyDCTpaT Ha P-rIMKONPOTEHHA U
Tpancnoprepa Ra oprannynu auuonn-3 (OAT3). OAT3 menuupanyaT TPAHCOOPT HA CHTATTIMOTHH CE&
HexHGHpa In vifro or npobeHenus, BRIPEKH Y€ PACKA OT KITHHHYHO 3HAYUMM B3auMozelicTsus Ce cMATa 3a
Hucek. Ennospementoro npuaokerue Ha OAT3I auxubuTopH He e OUeHeHO in vivo.

LJuxnocnopun: Tlposeneno € NpoyuBaHe 3a OlieHABAHES HA e(eKTa HA NHKIOCIOPHH, MOLIEH RHXUGHTOD Ha
P-TIMKONPOTEHHA, BHPXY (papMaxoKMHETHKATA HA CHTATTANTHH, EQHOBPEMEHHOTO NPAIOKEHHE Ha
€[IHYYHA mepopanda no3a 100 mg CHTANTHITHH H eAMHHYHA HepopanHa no3a 600 mg naxIocnopHH
noAmaBa AUC H Crax Ha CUTATIMIITHH CHOTBETHO C npulmuanreinno 29 % u 68 %. Tean npoMeHy 8L
dapMaxokHHeTHKATA HA CHTATIHNTHR HE CE CMATAT 32 KNHHEYHO 3HAYMMH,

BuOpeunuaT KAMPHHC HAa CHTATAUNITHE He e 3HaYuTenHo npoMenel, CleqoBaTenHo, He Ce O4aKBaT
3HaYMMH B3auMoAeHcTBaA ¢ NPYTH HHXHOUTOPH Ha P-IMUMKOMPOTEHHA,

Edekrn Ha cCHTAMIUIITHH BRDX: ' JEKAPCTBEHH NPDOAYKTH

Huzoxcun: CaTarmunTuy uMa cnab edekt BppXy NNa3MeHaTa KOHUSHTpaUHs Ha JIUrokcu. Cnen
npunaradeTo Ha 0,25 Mg AHrokCHH EAROBPEMEHHO cbe 100 mg cHTArIMITHH JHEBHO B OPOABLKCHAE HA
10 aum, nnasmenara AUC wa qurokcHH Hapactsa cpenio ¢ 11 %, a miasmenata Cmax cpeano ¢ 18 %. He
Ce IPenophyBa KOPHIHPaHe HA A03aTa JUTOKCHH. B CBIIOTO BpeMe, NAalHEHTHTE C PHCK OT JHTOKCHHOBA
TOKCH4HOCT TpsOBa 2a Obaatr NpocaeasBaHH 32 TAKABA, KOTATO CHTATJIHNTHH K AHIOKCHH CE MPHAraT
eZHOBPEMEHHO.,

In vitro naH\vTe NOKA3BAT, Y€ CHUTATIUNTHH HE NOTHCKA U He nuAyuupa CYP450 uzoensumure, [lpu
KIMHHYEH OpOYYBaHHS CHTACNUIITHA HE NPOMEHA 3HaYUMO PapMakokuHeTHKaTa Ha MeTdhopMu
rnufypus, cHMBACTATHH, PO3UIIMTA30H, BaphapuH WK Nepopaniy KOHTPAUSNTHEH, 13k
IAaHHH 33 MANIKa BEPOATHOCT OT NPEeAU3BHUKBaHe Ha B3aHMoNeHCTBISA che cyOCcTpaTH Ha




CYP2C9 u tpascnoprepd Ha oprani4iu Kathonn (OCT). Catarnuntas Moxe aa 6bae cnal nuxuGrrop Ha
p-TAHKONPOTENHA int Vivo.

4.6 ®@epraanTert, SpeMeHHOCT H KbDMeRe

Bpemennocr
Hsama aocTarbuHo aaHHK or ynorpeGaTa Ha CHTATTMITHH Npu GpeMeHHMA XeHH, [Ipoy4BaHHs NPH KHBOTHH
NOK438aT PENPOLYKTHBHA TOKCHUHOCT IIPH BUCOKH JI03M CHTAITMIOTHH (BXK. TO4Ka 5.3).

OrpanuueHuTe JAHHA MPEANOJArar, 9 ynorpebara Ha MeTgropMut NpH GpeMEeHHH HE € CBbp3aH ¢
NOBHIIEH PHCK OT KOHMEHHTANHA Mandpopmanyi. [Ipoyysannata ¢ METQOPMHH NPH XYBOTHH HE NOKA3BAT
BpeaiH eeKTH BB BPb3Ka ¢ GpeMEHHOCTTa, eMBPHOHAAHOTO N (DETANHOTO PA3BHTHE, POXIAHETO HITH
MOCTHATAAHOTO PR3BHTHE (B3, CBINO TOUKA 5.3).

Cemedpo He TpaOea Ja ce U3Noa3Ba N0 BpeMe Ha HpeMeHHOCT. AKO NAHEHTKATa UCKa Ja 3a0peMenee Hid
aKo HacThIIH OpeMeHHOCT, neyeHueTo TpatBa A4 Ce NPEKPaTH H NAlHEHTKATA 14 NPEMUHE HA NeYEHHE ¢
HHCY!IUH BE3MOXHO Hall-ckopo.

Knpmene
He ca npoBexaaHy NpoyuRaHUA MPH KLPMEIIH XHBOTHH ¢ KOMOHHHPAHUTE AKTHBHH BEILIECTBA HA TO3M

nexapeTsen Ipoaykr. IIpH npoy4sanus npoBexXaaHH ¢ OTACIHUTE AKTHBHY BELIECTBA M CHTATIHITHH,
MeTQOPMHH Ce EKCKPETHPAT B MIIIKOTO HA NAKTHPALIM ILiTbX0Be, [IpH Xopa MeTQOPMEH ce eKCKPeTHpa B
KbPMATa B MAIKH KonyuuecTea. He e H3BECTHO JanH CHTArIHOTHH Ce eKCKpeTHpa B KbpMara, CnenoBarento
Cemedpo He TpsabBa A3 ce U3N0/3BA NPH XKEHH, KOUTO KBPMSAT (BXK. TouKa 4.3).

Depruaurer
JasHuTe OT NPOY4BIHHA OPH XKHBOTHH HE HPEANIONAFaT BAHAHNE BBDPXY (PEPTHAHTETA HA MBIKKH U IKEHCKH

MIBXCBE NP TPETHPAHE CbC CHTATNMMNTHH. JIHNCBAT DaBHH fTPH XOpa.
4.7 Edexrn sppxy cnocolHocTra 32 modnapane 1 pabora ¢ Mammum

Cemedpo He noBIUsBA UK NOBJIMABA NPeHEOPEXKUMO cNOCOGHOCTTA 33 modHpane U pafoTa ¢ MawuuH, B
CBIIOTO BpeMe NpH mopHpane uau paboTa ¢ MAIIHHY, TPA0BA 4a e UM nPeBUA, Ye NPH CHTATNIMNTHH Ca
AOKJIaZIBAHY CTy4aH Ha 3aMaliBaHe U ChHJIMBOCT.

Ocsed T0Ba, NauKenTHTe TPAGBA Ja C& NpeAyNpekAasaT 3a PUCKA OT XUIIOTIMKeMHus, Koraro Cemedpo ce
H3NOCT3Ba B KOMOMHALNS CBC cyafounnypefiHo Npou3BOAHO MM C KHCYITHH,

4.8 HekenaHH JeKAPCTBEHH PeAKI{HE

PeztoMme Ha HQOQHH& Ha 6630H8§HOCT

Hama npose/ieHH TepalleBTHYHH KIHHH4HHA H3nuTBaHHA cbe Cemedpo TablneTkn, HO GHOESKBRBANEHTHOCTTA
na Cemedpo e A0Ka3aHa NPH €IHOBPEMEHHOTO NPHACKEHNE HA CUTATHNTYH H MeTHOPMEH (BK. TOUKA
5.2). Cpo0luaBaly ca cepuo3HY HexellaHH PeaKijui, BITIOYHTENHO NAHKPEaTHT U peakuuy Ha
CBPBXUyBCTBUTENHOCT. CroGIIABAHA € XMIIOTTTHKEMHAS NP KOMGUHALMA Che CYadOoHMNypelino
npousBoauo (13,8 %) u ¢ uucynau (10,9 %),

CutarmunTud U MeTGOPMUH

Tabauuen cnucei Ha HeXCenaHUMe peaxyuy
Hexenanure peaxunu ca w3bpoesH no-gony ¢ mpenopsusandte or MedDRA TepMPII-lH v
opraHHa iiacHdukanus u aGcomorna vectora (Tabnuna 1). [To yectora ce onpenenst




(=1/10), sectr (21/100 no <1/10), reuectu (>1/1000 g0 <1/100), peaxu (>1/10 600 zo <1/1000), maOrO
penxn (<1/10 000) 4 ¢ HenssecTHa YecToTa (OT HAMHYHHTE JAHHU HE MOXe 13 Gble HANPABEHA OLEHKA).

TaGauua 1: YecTora Ha HeKeJIAHATE PeAKIAN YCTAHOBEHH N0 Bpeme Ha naane6okonTpoapana
KAHRHYHEN BPOYNBAHHA CbC CHTANIANTHH M MEeTHOPMEH CAMOCTOATEIHO B (PH HOCTMAPKETHAIOBHS

onaT

Hexenana peaxuyas

YecTOTa HA HEXKESIAHATA peakUHA

HapymeHns HA KPLBTA H JTEMOPHATA CHCTEMA

TPOMOOLHTONEHHS

Penxu

Hapyimenus ua HMYHHATA CHCTEMA

PEAKIMH HA CBPBXYYBCTBHTEHOCT, BKIIOYHTETHO
aHapUNAKTHIHE OTrOBOpH

C HeM3BECTHA YeCcTOTA

Hapymenus aa meTafonn3imMa 8 xpaseReTo

XuTornuxkemust Yectu
Hapywenus 43 HePBHATA CHCTEMA
CBHAHBOCT Heuectn

PecndpaTopHH, rpbiHE 4 MeSHACTHHAIHN
HAPYINERHA

HHTepeTHUMAHA Genoapobua Gonecr *

C HEH3BECTHE YECTOTa

CToMauIBO-4PeBHA HAPYIICHAS

aHapus Heuecn
rageHe YecTn
drarynennns Yecth

3aneK Heuecti

O0JKa B ropHATA HacT HA KOpeMa Heuecta
NoBpbHIAHE Yectn

ocThp nankpeatut C nemssecTHa YecTOTA

daraned u HedlaTaleH XEMOpPAaCHYeHM H HEKpOTHIMpanl
nankpearnr ™t

C HeM3BeCcTHA Y4ecToTa

Hapynienus ua KOXKSTA H NOIKOMHKATA ThKAH

npypuryc’

.t
aHrHOEHEM

C Hel3BecTHA Ye

Heuectn //’ﬁ“\mﬂ ;;Ek |
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OOpHE».t

C HeWd3BECTHA YeCToTa

yprukapys -t

C HeH3IBECTHA 4ECTOTa

KOKEH BacKyaur"!

C HeH3BECTHA YECTOTA

exChONEATHEHY KOXHY 3a60A8Ba1ENA, BINIOUKTETHOD
cHHIpoM Ha Stevens-Tohnson®t

C HeM3BecTHA YecToTa

Bynoaen nempuronn”

C HeH3BeCTHa 4ecToTa

HapymeHns Ha MYCKY/JHO-CKeNeTHATA CHCTEMA B
ChHEeAMHHTENHATA THKAH

aprpanras’

C HeM3IBECTHA YECTOTA

Muanrua’

C Hen3BeCTHA YECTOTA

Gonka B kpalismuysre’

C Heu3BeCTHA 4eCcTOTa

Gomxa B repba’

C HeM3BeCTHA YECTOTA

apTponarus

C HeH3IBECTHa 4E€CTOTA

Hapywienus ua 650pensre i HUKOYHKTE NbTHING

Hapymnena Gs0peuna dynkima"

C HEH3RECTHA MECTOTR

ocTpa OB6peuna HeIOCTaTEYHOCT

C HeH3BECTHA YeCcTOTA

* HexenauuTe peaknud ca aerrHdHUMPani N0 BPEME Ha HOCTMAPKETHHIOBOTO HAGTIOACHHE,
+ Bk Touka 4.4,
¥ Brokre npoyxsanemo 3a Ge30ndacrac 1o omiouene ka copdewno-cvdosama cucmena TECOS no-nony.

Onucanve Ha u3 H HEXEHAAHH PE HH

Hskou nexxeliaHu peakiiu ca KabnofaBany Mo-4e€CTO MPH NPOYRBaHHA 38 KoMOHHIPAHA ynoTpefa na
CHTarMOTHH B METHOPMEH C APYrY aHTUIRA0CTHH ACKAPCTBEHH TIPORYKTH B CPRBHEHHE C POYYBAHMS Ha
CHTArIUnTHH H METHOPMHH CAMOCTOATENHO. Te BKIIOYBAT XHIIONTHKEMHA (KaTETOPHS HA YeCTOTa ,,MHOTO
yecTH” Che CynoHUMypeiHO NPOH3BOAHO HITH HHCY/IHH), 3aieK (,9ectd” CBe cyadonmirypeltno
NPOH3BOAHO), NepidepeH OTOK (,9€CTH” ¢ MHOTIHTAZ0H)} K r1aBOGOIHE H CYXOTA B YCTATa (,,HeUeCTH” ¢
HHCYIHH).

Cumazrnunmun

[Mpu npoy4ysaHns BLPXY MOHOTEpANUA ¢bC cHTArMMITHH 100 mg Beaus X AHEBHO CAMOCTOSTENHO B
CPaBHEHHE ¢ nNauedo, ChoCICHHTE HEXENaHH Peakiiuy ca raaBofonue, XHIOTIMKEMHA, 3a1EK Y
samaliBane.

Cpen Te3u NAUMEHTH HeXenanuTe ChOuTh, cpobiaBali He3aBHCHMO OT IPHYMHHO-CIIEACTECHA BPB3Ka €
NEKAPCTBEHHSA NPOLYKT, C YeCTOTa Hal-Manko 5 %, BKIOMBAT HHGEKUHH HA FOPHHTE NHXATENHA THTHINA H
Hazogapuarut. Ocsen T0Ba, ca croliieHy ocTeoapTpuT U Goka B KpaltHHUHTE, ¢ YecTOTa HeveetH (> 0,5%
M0-BACOKA Cpeli YHaCTHHIHTE, NOXYSHIA CHTAVIMIITAH, OTKOJKOTO Ta3H B KOHTPOJIHATA IPyIIa).

Mem@opmun
CTOMAWHO-YPEBHK CHMITTOMH Ca ChoOINABAHH MHOTG HECTO NPH KNHHAYHY OPOYYBAHUA U TIPH

noepbinaxe, nuapHs, GONKa 8 KopeMa u 3aryda Ba aneTHT ce HORBABAT NO-YECTO NPH 38
NIGUEHHETO H B IOBEUETO CAyHaK (IPEMUHABAT CIOHTAHHO. JIONbIHHTENHH HEXETIAHH Py



MeThopMEH, BIIIOYBAT METaJleH BKYC (4eCTH); IAKTAaTHA AlH038, HapyUICHHA Ha YepHsoapodHaTa
tyHXIHS, XENATHT, YPTHKAPHA, epATEMa 1 ¢hplex (MHOTO peaku). [IbArocpouHOTO JeHeHHe ¢ METQOPMUH
ce cBP3Ba ¢ Hamananase Ha abcopbumsaTa Ha BuTaMuH B12, KOETO MHOIO pAAKO MOXeE Aa IOBSAE HO
KIHHHYHO 3Ha4YHM AepunuT Aa BHTaMuB B12 (1.6. MeranofnacTua anemus). Kareroprure o qecrora ce
OCHOBABaT Ha Hanw4YHaTa yH(popMauus B KpaTkara XapaKTepuCTHKA HA NPOAYKTa Ha METHOPMUH,
oaobpena B EC.

Neauatpnyina nonynauns

B xmunnynd n3nureands cxc Cemedpo NpH neIHATPHYHE NAMEHTH CBC 3aXapeH AualeT Tui 2 Ha BB3pacT
ot 10 10 17 roaune npodHIbT HAa HeXENaHATE PEAKIKH KaTo HAI0 € CPABHUM ¢ TO3H, HAOMOoAaBaH npu
BB3pacTH. I1pyu neauarpydny NalHEHTH, KOWTO €A MM He ¢4 Ha OCHOBHO JI€YeHHE ¢ HHCYJ/IHH,
CHTarNHITHR Ce CEBP3BA ¢ OBRILEH PHCK OT XHMITOTTMKEMUA,

IIpoyusane 3a besonacnocm o omuowenue Ha cvpoesno-chooeama cucmema TECOS

HanuTeaxeTo, OUEHABAO CHPAEYHO-CHAOBUTE PE3YITATH NpPH Nevelue cbe curarymnTHH (Trial Evaluating
Cardiovascular Outcomes with Sitagliptin, TECOS), pxmoysa 7332 nanuedTH, neKypauu che 100 mg
CUTArRHOTHH AHEBHO {HnH 50 mg gHEBHO, AKO H3XOIHNTE CTOWHOCTH HA M3YHCIEHATA CKOPOCT Ha
riomepyana ¢punrpauns (¢GFR) ca > 30 n < 50 mi/min/1,73 m’), #7339 nanvenTtn Ha ninauebo B intention-
to-treat (ITT) noaynauusta. JIpere neveuns ca 706aBeHn KbM 0OOHYAHUTE [PUKK CHITIACKO MECTHHTE
craufapty 3a HbA lc # chprevro-cpR0BH pHCKOBH (haxTopy, O6IIaTa YECTOTA HA CEPHOZHHTE HEXEIaHH
CBOUTHS IPH MALHENTH, [QJYHABAUIH CHTATIHIITHH, € CXOOHA ¢ TARH IPH NayHEeHTUTE, NOAYYABAILA
nnagebo.

B intention-to-treat momyIanRATa CPeR NAUUEHTHTE, KOUTO H3NON3BAT HHCYIMH H/HK CyAQOBUIYpEs Ha
H3XOHO HHBO, 9ECTOTATA Ha TEKKa XHIIOrMAKEMHA € 2,7 % npd NAITHEMTRTE, JeKYBAHH ChC CHTANMNTHH H
2,5 % npH nauUeHTUTe Ha n1a1ebo; Cpex nauHEHTHTE, KOUTO HE M3N0I3BAT HHCYIIHE W/wm cyndonunypes
HA W3XOAHO HKUBO, 9eCTOTATA HA Tekka XHRornaxemus e 1,0 % npu nanuenTHTe, TEKYBaHU Che
cHTaruTHe & 0,7 % npu nauueHTHTe Ra ananefo, YecroTara Ha noTeepaeHu ¢x0uTydA, OTAABAHK Ha
nankpeatut, € 0,3 % npH nauAcHTHTe, JeKyBaHH cb¢ curarymntyn 1 0,2 % npyu naumesTHTe Ha nnanedo.

Cro0iuasane Ha MONO3MPAHH HEWKEIAHH PEAKUHH

Cro01uaBaHeTo HA MOAO3HPAHN HEKSTAHE PeaKUHH ClIEN paspeiiaBane 33 ynoTpeta Ha nekapcTBenus
MPOAYKT € BaxXHO. TOBa T038O/ABA AA NPOIBIDKH Ha0MOREHHETO HA CHOTHOIIEHHETO NOJ3a/PHCK 33
nexapcTsenus Mpoaykr. OT MeJHUMHCKHTE CHEUHAIMCTH C& HINCKBA A2 CHOOLIABAT BCSXa NON03UPAHA
HEeXeIaHa peakus Ypes:

H3nbiHUTENHA AreHUAS N0 TeKapcTBaTd
yn. ,,[lamsu [pyes” Ne 8

1303 Codmusn

ten.: +359 2 8903417

yeGeaifT: www.bda.bg

4.9 Tlpenosmpane

[lpK KOHTPONHPAHH KIMHHYHK H3THTBAHKA ChC 3APABH YHACTHUIH C€ MPHAATraT eAHOKPATHH JAO3H A0
800 mg curarnuntud. MuruManso ynemkagate Ha QT¢, KOeTo He Ce CHHTA 33 KHMHHYHO 3HaYHMO, C
Halmi0AaBa Npy €1HO npoyuBae ¢ a03a ot 800 mg curarmunriu. Hama onut ¢ Ao3u nax 800 mg npu
KAWHUYHH npoyusanus. [Ipu npoyysanus @a3a I ¢ MHOrOKpaTHO MpUiaraHe, HAMa CBbP3aHH € 103aTa
KNMHYYHH HEKENaHH EKapCTRCHU peakuus, HabroaBaHy NP CHTATTHOTHH ¢ 4034 20 600
nepuoau 10 10 nan 1 400 mg qHerHO 3a nepuony 00 28 muw.




lonsmo npepozupane ¢ MeThopMHHE (MM eIHOBPEMEHHO CHUISCTRYBALL PHCK OT IAKTATHA AliA038) MOXE
Ja 0BeNE A0 NAKTATHA ALK/033, KOATO € CIEHISH MEAHIMHCKH ciy4daif u Tps6Ba Aa ce Jekysa B O0NHHLA.
Hati-eekTHBHHAT METOA 33 OTCTpAHABAHE HA JIAKTATA M METHOPMHHA € XeMOAHATIM3ATA.

Ilpu kmuHAYHKM npoyusanug npubansurendo 13,5 % or go3ara ce oTcTpadsBa npy mpoAbikasama 3 ao 4
yaca XeMoAYanh3Ha ceckis. IIpu npeneHka 2a KIHHHYAA HEOGXOAHMOCT MOKE A Ce NpeANpHeMe no-
NPOLbKHTENHA Auanu3a. He e H3BeCTHO Jani CHTAIMMITHH C& AHANH3HPA [IPH NEPHTOHEANHA AHANH3A.

B cayuaii Ha npenosupane € NORX0AANIO 1A Ce NpeANpUeMaT 06HKHOBEHHTE NOALPXAIH MEPKH, KATO
OTCTpaHsABRaHE Ha HeabcopOHpaHKa MATEpUall OT CTOMAIIHO-YPEBHUA TPAKT, KIMHAYHO HabmoAeH e
(BKTIOUATENHO W ENEXTPOKAPAHOIPaMa) i MIPH EYXKAA 3aN04YBAHE HA NOIILPKAIID NCUCHHUE,

5. ®APMAKOJIOrWYHH CBOHCTBA
5.1 apmaxopuHaMuIHH cBOlicTBa

QapMaxoTepaneBTHIHa rpyna; AHTHIHACETHH JIeKapeTBa, KOMOUHANMH OT [IepopaIHy TEKAPCTRA 32
HaMaiABaHe Ha KkpbBraTa 1axap, ATC xog: A10BD07

Cemedpo xomOnnupa B2 aHTHXHOEPTIIMKEMUYHH JEKAPCTBEHH NPOAYKTA C NONBIBALL C& MEXAHM3IEM Ha
AelicTeye 33 n0a00pABAHE HA MTMKEMHYHHS KOHTPOJ HPH NAUHEHTH ¢ quaber Tan 2: curarmintal docdar,
Junentuann nenruiaza 4 (DPP-4) uuxuburop 1 MeThopMIHOB XHAPOXIOPKHA, MPEACTABHTEN HA KNACA HA
OGUrBaHUIMHHUTE.

CHTATIHOTHH

Mexanuzem na delicmaue

CuTtarmuntHHOBYAT (ocdar e nepopanno aKTHBREH, MOLICH ¥ BHCOKOCENEKTHBEH HEXUOHTOp HA eH3HMa
AunenTuaun nentugasa 4 (OPP-4) sa neyeune Ha auader tan 2. Huxuburopure ua DPP-4 ca xiac
BeleCTBa, KOMTO AcHCTBAT KaT0O eHXaHCEpU Ha MHKpeTHH, Ypes urxuGupade Ha eqsuma DPP-4,
CHTArIHITHH OBHIIABA HUBATA HA B4 WIBECTHH AKTHBHU HHKPETHH XOPMOHA, [IOKArGH-NOAO0HHS
nenrui-1 (GLP-1) u rmoko3a-3aBucuMEs HECynHROTponeH nonknentuf (GIP). Hakperunure ca vacr or
€HJOreHHa CHCTEMA, YHACTBAINA BEE (PU3HOIOrMMHATA PeryNalLKy Ha CIOKO3HATAE XOMeocTasa. Korato
KOHIESHTPAlHHTE HA KPbBHATA 3aXap Ca HOpMaJiHi unK nosuwnenn, GLP-1 u GIP 3acunBar cHHTE3a i
0cBOOOKLABAHETO Ha MHCY/IMH OT NaHKpeaTHuHHTe Gerta-kneTku. OceeH ToBa, GLP-1 HamansBsa
CEKpEIHATA HA TIOKArOH 0T MAHKpeaTHMHUTE anda KneTky, BOASHKH 10 HAMAIEHO HPOU3BOACTBO HA
wepHoApoOHa rmoko3a. KoraTo HHBarTa Ha MIOK03a B KPHBTA €A HACKH, OCBOCOXKIABAHETO HA HHCY/IMH HE
Ce CTHMYNHpa U CEKPELIMATA HA TIIFOKATOH HE CE MOTHCKA.

CuTarnunrTHH € MOINEH M BHCOKO CeNeKTHBEH HHXUOHTOp Ha eH3uMa DPP-4 i ne uHxu6Kpa cXoaHHTE NO
cTpykrypa ensuMu DPP-8 wiu DPP-9 B TepaneBTH9HM KOHIEHTpaUMK. CHTATNMNTHA Ce Pa3nuvana o
XMMHYHA CTPYKTYpa ¥ papmaxoioruuHo JeficTeye o1 anano3ute Ha GLP-1, nucynun, cynhoHuaypes nid
MErnUTHHMM, GUrBAHUIHMHY, ATOHHCTH HA AKTHBHPAHHA OT TIEPOKCHI0M NposHdepaTopa rama-peuenTop
(PPARY), anda-raokozuga3sHy HHXMOUTOPH H AHATIO3H HA aMHITUH.

Ipu nBynHesHO NpoyvBaHe HA 37PaBH YJACTHHLM, CHTATTUITHH, NPHI0KEH CAMOCTOATENHO, IOBMILABA
axtapHaTa GLP-] KoHueHTpanud, NokaTo MeTHOPMHEH NPHIOKEH CAMOCTOATENHO, NOBHIUIARA AKTHBHATA K
obmara GLP-] koHueHTpalks B cXo1Ha creneH. EHOBPEeMEHHOTO IPHAAraHE HA CUTATTIUIITHH M
METGOPMHH HMa anuTHBeH edexT BLpRy akTusHata GLP-1 KoHueRTpanus.
CHTarmmiTHH, 33 pa3jiuka 01 MeT)OpMUH, NOBHILABA akTHRHATA GIP koHUEHTpauHs.

Kaununna edpuxacrocm y 6e3onacrocm




Karo uano, crrarnuntey noao6pasa rMuKeMHYHUA KOHTPON, KOTATO C& M3NON3BA KATO CAMOCTOATENHO KK
KOMGMHHPAHO JISYCHHE NP BB3PACTHH.

[Ip# KIMHUYHE A3NHETBAHMSA, CHTATMITHR KATO MOBOTEPANUA MOAOODABA NTUKEMHHHHA KOHTPOI 4pPe3
3HAYMTENHO HamaneHue Ha xeMornoGHH A (HbA ) 1 rmoxo3aTa Ha rilajHO | Cllel XpaHeHe.
HamaneHrero Ha niasMeHaTa Iiokosa Ha riaaso (FPG) e HaGnioaapano Ha 3-Ta ceiMMIla, THPBAaTa
BpeMEBa TO4Ka, B KOoATO € naMepeda FPG. HabmonasanaTa 4ecToTa Ha XHNOTTIMKEMUSA PH NAUUEHTH,
NEKYB4HM ChC CHTATAKNTHH € H0406Ha ¢ T230 npx miayefo. TenecHOTO TEro He CE € YBEAHYKIO CIPAMO
H3XOJHHTE CTONHOCTH npy nedenre cuc caTaruaTas. HabmogaBano € mogo6peHye Ha CypOTaTHHTE
Mapkepu Ha dyHKuuoHupaHe Ha Gera-KineTkure, B ToBa 4Hcao HOMA-B (XomeocTazen Moaen 3a OlEeHKA-
B), CHOTHOWIEHHETO HA MPOKHCYNIMH KbM HHCYIMR H IOKA3ATeNNTe 38 PeakTHBHOCT Ha BeTa-KIeTKUTe npi
TECTA 32 TONEPAHTHOCT NPH YECTO JaBaHe Ha XpaHa.

IIpovuBanug che CATACTHOTHH B KOMOHHAUNS ¢ MeTdopMuy

Ipu 24-cenMuYHO M1aue6o-KORTPOIMPAHO KITHHHIHO MPOYYRAHE 38 OLICHKE Ha eUKACHOCTTA M
GezonacrocTra npyu nobasaue Ha cutarnknTul 100 mg BenHBX AHERHO KBM CHUIECTBYBALLO JieuCHUE C
MET(HOPMHH, CHTArIMOTHH OCHTYPABA 3HAYHMTENHO NoAOOPEHHE HA TIMKEMHYHUTE NTADAMETPH B CPABHEHHE
¢ nranebo. IpoManaTa cIpaMo W3XOAHHTE CTOMHOCTH HA TENECHOTO TErIO € nogobHa npy ManueHTH,
TeKyBaH# CBC CHTATIHUTHHE ChpsaMo nnanebo. ITpy Tosa npoyysade uMa nogo6Ha 4eCTOTA HA CAy4au Ha
XHOOTTRKEMHESA NPH [TAUHEHTH, IeKyBaHH ChC CHTArTHOTHH HIH IWale6o,

Iipu 24-ceamuuno mane60-KOHTPoIMpaHo hakTOpanHo NPOYYBAHE HA HAYAHO eYeHHEe, CHTArTHITTHY

50 mg nva NbTH AHEBHO B KomOHHauua ¢ Merdopmus (500 mg unu 1000 mg aBa OBTH NHEBHO) c& MOCTHIE
3HAYNTENHO NOROOPeHNE HA FIMKEMUYHUTE NapaMeTPH B CpaBHERME ¢ BCAKA MOHOTepanud. Hamanenuero
HA TEJIECHOTO TeMI0 NpH KOMOHHALHATA CUTATNUNTHE H METPOPMUH € 0A06HO Ha TOBa HAGIIONABAHO NpH
METGOPMUE CAMOCTOATENHO WM Mane6o; HAMa NPOMAHA CPIMO HIXOAHHUTE CTOHHOCTY NPY MALKEATH Ha
CHTArAKIITHH CAMOCTOATENHO. YecToTaTa Ha XMNOIMMKEMUA € Togobua cpel AeKyBaHHTe rpyny,

HpoyuyBane chC CUTATIKIITUH B KOMGHHQHH v METQOQMI’IH H C!JIQDHHJI! pea

24-ceiMHYHO N1aUeH0-KOHTPONUPaHO KIMHUHHO MPOYYBAHE & MTAHWPAHO 1A OUeHu ePUKaCHOCTTa K
Gesonacuocrtra Ha cutarunTHH (100 mg BeaHBR AHEBHO) NpHOaBeH KbM riMMenHpus (CAMOCTOATEHO
WM B xoMOHHALMA ¢ MeThopMuH). lofaBAHETO Ha CHTANTKATHH KBM IITHMEIHPHY B METGHOPMUH,
OCHMIYPSBA 3HAYKTENHO NONOGpeHHe Ha TIMKeMHYHUTE napamerpy. IlanHeHTHTe, ieKyBaHH ChC
CHUTArJIMNITHH KMAT c1abo NOBUINEHHE Ha TeaecHoTo Terno (+1,1 kg) B cpasueune ¢ Tean, nonyuasann
naauebo.

[Ipoy4Bane cbe CHTArTUNTHH B KOMOUHAIHS C MET i i1 PP aroHH

26-cenMIuHO NNaUeHO-KOHTPONHPAHO TPOYUBAHE € NPEAHAIRAYCHO 2 OUCHH eHKACHOCTTA H
6esonacHocTra Ha cutarnunTia (100 mg Benubxk AHEBHO), [OGaBEH KbM KOMOKHAUHS Ha MHOrIHTA30H H
merhopmun. Jo6aBAHETO HA CUTAMNMMITHH KM THOTTATA30H H METHOPMHUH, OCUTYDPABA 3HAUMTENHM
nofoOperHa Ha FIUKEMHYHMTE NapaMeTpy. [IpoMsiHaTa B TENECHOTO TErNO OT U3XOAHO HKBO € NI0400HA HA
T3y PY MALMEHTH, JeKyBaHH ChC CHTAIVIMITHH, B CPaBHEHHE ¢ nanedo. YecTorara Ha XUNOTIMKeMUsA
CBIUO € NoA00HA NPK MALMEHTHTE, TEKYBAHIH ChC CHTATTHATAH HAH nranebo.

Tipoyusane pa cutaraunTyy B koMOHHauKg ¢ MeThOPMUH K UACYIHH

24-ceamuuno nnanebo-KOHTPOIMpPAHO KIHHIYHO NPOYUBAHE € NpeAHAZHAYEHO A3 OLEHH e)eKTUBHOCTTA 1
6e3onacHocTTa Ha cutarnanTHH (100 mg Bennbx yHeBHO) NoOaBeH KbM MHCYNHH (IpH cTabunua fo3a 3a
Haki-manko 10 ceamuun) coe uiad Hes merpopmud (Hal-manko 1 500 mg). Ipu naguenTu, npuemay




Tabnuna 2. JlobapsEeTO Ha CHTATIHIITHR KbM HHCY/IHH OCHIYPABA 3HA4YHTENHO N0A06perH e Ha
rTMKEMHYHETE napaMeTpd. Hama 3Ha4nTeNHA IPOMAHA B TENECHOTO TETJIO OT W3XOAHOTO HHBO B ABCTe

pynu.

Ta6nuuna 2. Pesyaratn 3a HbA), nph niianebo-KoBTPOARPAHA NPOYIBAHAN ¢ KOMOHEHPAHO JeYeHRE
ChC CHTATMOTHH B MeThopMun*

Ipoyusane

Cpeann
CTOHHOCTH
Ha H3XOJHO
nuBo HbA,,

(%)

Cpegna npomsna
copamo

H3XOANO HUBO
HbAle (%)

Koprrupana, capsmo naagebo,
cpenua nposmana ga HbA . (%)
95 % CI)

CurarmunTid 100 mg
BeOHBX JHEBHO, 700aBeH
KBM (hOHOBA Tepamud ¢
Merdopmui (N=453)

8,0

0,7

_0’7”
(-0.8, -0,5)

Cyrarmantun 100 mg
BEJHbXK JHEBHO, J0DABEH
KbM GOHOBA TEPANIHA C
rauMenupu + MeTopMIH

(N=115)

33

-0,6°

_0,91'.2
{-1,1, -0,7)

Cuararnuntue 10 mg
BEIHBXK HEBHO 100aBEH
KBM (oHOBa Tepainud ¢
[IHOTJIATA30H +
merdopmun! (N=152)

8,8

1,2t

-0,71*
(1505 = 095)

Curarnantun 100 mg
BEAHLX JHEBHO, 100aseH
KbM ¢HOHOBA Teparnus ¢
MHCYRHH + METDOPMUH

N=223)

8,7

-0,7¢

-0,5%%
(-0,7, -0,4)

Hauamo neuenue (asa
OLTY FHEBHO)
cHTarnunTHH 50 mg +
meTdopmul 500 mg

(N=183)

8.8

-1,41

-1,6”
{-1,8, -1,3)

Hawanso nevenne (asa
ITETH JIHEBHO).
CHTarHuTHH 50 mg +
Metdopmus 1000 mg
(N=178)

88

-1,9

2, AL
(-2!39 -1!8)

* [TomynauusaTa OT BCHUKH NeKyBaHH NauneHTH (intention-to-treat aHamms).

t Haii-mankuTe CpeqHy KBaJpaTH Ca KOPATHPAHM CIIPAMO CTATyca MpM NPEXOAHOTO

AHTHXHOCPI THKEMHYHO JEYCHHE 1 CTOHHOCTTA HA U3IXONHO HHUBO.

1 p<0.001 B cpaBHeHHE ¢ MIanebo WM WIaRebo + KOMOHHAPAHO NevYeHH e,




HbA, (%) na 24-ta ceamuua

YHbA ;. (%) sa 26-Ta ceaMuna

§ Haii-manxure cpesiiu KBaipaTH ca KOPMrHpaHH 3a ynotpefaTa Ha HHCYIIMH OpH BU3HTA |
{npeapapuUTENHO CMECEH CpPEly HEeCMECeH NpeABapUTEnHO [MexIuHEH Wil NpoAb/DKHTEHOAeHCTBAIL]) |
KEXoOHA cTOHHOCT.

IIpu 52-ceamuuno npoyvBsase, cpasHABaULo edHKACHOCTTa K 6e30MAaCHOCTTa NpU N00aBsHE HA
curarpuntad 100 mg pearbK AHEBHO MK runu3u] (CynpoRLTypeiHO NPOH3BOAHO) MPH NAUHEHTH C
HeRoOBp INIHKEMUAYESH KOHTPOI MPK MOHOTEPAHSA ¢ METPOPMHH, CHTATTIHIITHH ¢ NoA0OeH Ha rIHIU3HA
np# noHwkasaHeTo Ha HbAlc (-0,7 % cpenHa npoMsHa CopsaMo U3XOAHUTE CTOHHOCTH mpe3 ceaMuna 52,
cxe cpenna crofisocT Ha HbA 1c ot nprGnusurensdo 7,5 % B gpere rpynu). Cpeinara 1032 [AKIH3HL,
HM3[ION3BaHA B IpynaTa 3a cpasHeHHe € 10 mg queBHo kato mpubnusatento 40 % OT nalHenTHTE CE
HYKIAnT OT 14033 MIANHIAY < 5 mg/nuesno no BpeMe Ha ipoyusauero. Ofaue, HoBedYe NAlHEHTH OT
rpynata Ha CUTArIMOTHH €a NPeKbCHANH NOPAIM JIHICA Ha e(pMKACHOCT, OTKOJIKOTO B rpynara Ha
raunysna. HanuenTyare nexyBaHy ChC CHTATTIHNTHH IOKA3BAT 3HAYHTEIHO CPEAHO NOHIWKEHHE COPAMO
HIXOAHHTE CTOMHOCTH Ha TeJecHoTO Terno (-1,5 kg) B cpaBHEHHE ChC 3HAYMTETHO [TOKAYBAHE HA TErNOTO
1py ManneHTH no/Tyuasam raunusun (+1,1 kg). B ToBa npoyusane, OTHOWEHHETO NPORHCYIMH KbM
HHCYTHH, MapKep 32 e()eKTHBHOCTTA Ha BHCY/IMHOBHA CHHTE3 H OCcBOGOKIaBane, ce noaobpasa Che
CHTArIMITHH H Ce BIIOINABa NPH NIeYeHNe ¢ DIHOHAHA.

YecToTaTa Ha XHIIOIIMKEMHA B I'PyNaTa HA CHTArnunTHH (4,9 %) e 3HAYMTENHO TO-HHCKA OT Ta3| B
rpynara Ha radmasux (32,0 %).

24-cenmuHO Tnaneo-KOHTPONUPaHO KIHHHYHO HPOYYBaHe, BKIIOUBAIO0 660 NayHeHT € NpeHasHaYeHo
Aa OleHH eUKACHOCTTA BOACIIA A0 HAMATABAHE HA HHCYJIHHOBHTE 1031 B Oe30MaCHOCTTA HA CUTArNUIITHE
(100 mg BenHBXK AHEBHO), KOraro € npubaneH KhM HHCYJHH IIAPXKHUHE cbC Win He3 Merdopmuu (none 1500
mg) 1o BpeMe Ha HHTCH3HDHIMPAHETO HA HHCYNHHOBaTa Tepanis. IIpu naiyuenTy, npueMaiiy MeThOpMuH,
u3xopHara croifHocT Ha HbA 1c e 8,70 % u nayandarta no3a uncynuy e 37 IU/nuepso. Tlanuenture ca
MACTPYKTHPAHH Jia THTPUPAT TAXHATA 038 HHCYAHH [apKHH Bb3 OCHOBA HA CTOWHOCTHTE Ha KPbBHATA
3axXap Ha IafHo, HIMEPEHH Ype3 Kpbaet Tect ¢ yOoxaane Ha apecta. [lpn nanueHTHTE, ApUeMaIy
MeTdhopmuH, Ha 24-Ta CeMANA, YBETHYABAHETO Ha JHEBHATA 4034 RHCYIMH ¢ 19 IU/aHesno npu
MalMEeHTH, JEKyBaHH ChC CHTAMIKNTHE ¥ 24 JU/a8eBHO npu NauueHTR Ha niane6o. [TonmxasaneTo Ha
HbAl¢ npu nauyeHTH, IEKyBaHH CHC CHTArMUOTHH, MeThopMus u HHCYIHH € -1,35 % B cpanuenue ¢ -
0,90 % npu nauueHTH, JeKyBaHu ¢ nnanebo, merdopMHN U HECYAHH, pasauka ot -0,45 % [95 % CI: -0,62;
-0,29]. YecroTaTa Ha XMOornukeMus e 24,9 % npH NauMeHTH, JEKYBAHH CBC CHTANIHOTIRHE, METHOPMMH H
MHCYJUH U 37,8 % NpH nauueHTH, NeKysanu ¢ miane6o, MetdopMHH 1 HECYIMH. Pa3nuxara ce JbioKH
OCHOBHO Ha NO-BHCOKHSA NPOLEHT NAUMEHTH B rpynata Ha nnanedo, H3nuTANN 3 HiH MOBeYe eUM3048 Ha
xunoraunkemus (9,1 cnpamo 19,8 %). Hama pasnika B 4ecTOTaTa HA TEXKKA XUNOrTHKEMHSL.

Merbopmit

Mexanuzvm na deticmaue

Merdopmun e GursaHuaHH C AHTUXMNEPrINKeMHdeH edeKT, MOHMKABAI KaKTo 0a3an4aTa, Taka 4
mIa3MeHaTa roko3a cies xpasede. Tofl He CTUMYNHPA MHCYTMHOBATA CEKPEIIHA ¥ CIEA0BATENHO HE
NPEH3BHKA XMIIOLITHKEMHS.

Mertdopmun Moxe na aelicTea No TPH MeXaHU3MA;

- ype3 HaMansgBaHe NPOAYKUHATA HA YepHoApoOHa M0K03a ype3 nEXuOHpaHe Ha MIIOKOHEOTeHE3aTa
H TIMKOTEHONN34Ta;

- B MYCKYNIMTe, YPE3 YMEPEHO NIOBHLIIABAHE HA HHCYIWHOBATA MyBCTBHTENHOCT, nofobpasatiku
nepudhepHOTO NOEMAHE K YCBOSBAHE HA TNHOKO33;

- ypes 3ab6aeane Ha abcopbuMATA HA ITDOK03a B THhHKUTE UepBa.




MeTdopMus cTUMYIHPa BRTPEKICTHYHNHA CUHTE3 HA MUKOISH Ype3 Bh3aeHCTRIE BEPXY TTHKOTSH
CuHTeTa3ata. MeTgopMHHE NOBHINABA TPAHCIOPTHHA KANAUNTET Ha cnenuUHA THNOBE MEMOpauHK
Tpancnoprepu Ha rimokosara (GLUT-1 u GLUTH4).

Knunuuna ecpukacnocm u 6ezonacnocm

Ilpu xopara, He3aBHCHMO OT AEHCTBHETO CH BLPXY riuKeMuaTa, MeThopMEH HMa GnaronpuaTun edekrr
BbpXy NHIKAHKA MeTabosau3bm. ToBa ce 1OKa3Ba MPH TEPANEBTHMHA KOHUEHTPALMY B KOHTPONMPAHH
KIMHAYHHA 1POy4BaHHA ChC CPEAHA NPOABILKHTENHOCT WM ABIFOCPOYHH KITHHHYHK NPOyIBaHU:
MeThopMus Hamasiea obua xonectepon, LDLc H HMBaTa Ha TPULIIMUEPUANTE,

IpocnextirroTO pangomusuparo (UKPDS) npoydpane € yCTaHOBWIO ABACOCPOYHATA NON3A OT
HHTEH3HBHHA KOHTPO/I Ha KPBLBHATA 3aXap NpH AuabeT tun 2. AHANUIBT HA PEIYNTATHTE NPH NAUKEHTHTE ¢
HaJHOPMEHO TErJIO, TEKYBAaHH ¢ METPOPMHH CIIEH HEYCNEX ¢ AHETa CAMOCTOATENHO TOKA3BAT:

- 3HAYHTENHO HamMaNeHue Ha aBCOMOTHUA PHCK HA CEbP3aHMTE ¢ Aualera YCNOXKHEHHMS B rpyIaTa Ha
merhopmu (29,8 crbuTHA/1000 nanlmedTO-rOAMHA) COPAMO AHETA CAMOCTOATENHO (43,3 chbutns/
1000 nannento-roguns), p=0,0023 u cnpAMo rpynuTe Ha KOMOAHALHA CBC CyNdOHMNypes H
MoHotTepanus ¢ uacynns (40,1 cuuTua/1000 naunento-rogusn), p=0,0034;

- 3HAYUTENHO HAMANEHHE Ha aOCO/MOTHUS PHCK OT CBBp3aHaTa ¢ nuabeT CMBPTHOCT: MeThopMuUH 7,5
cp0uTia/1000 nanuenTo-rogunn, guera camoctosTenno 12,7 cpbutas/1000 naugenTo-roguny,
p=0,017;

- 3HAYKTENHO HAMAIEeHHe Ha a0COMOTHUA pHCK OT ofLaTa cMBPTHOCT: MeThopMuH 13,5 chluTus/

1 000 nauHedTOroAMHY CapaMa aueTa camocTofTenno 20,6 cxbutin/1000 manuenTo-ronuny,
(p=0,011) u cnipaMo rpynuTe koMOHHAPaH] cyNPOHRAYPEs H MOHOTEpaNMs ¢ WHCyauH 18,9
cubutna/1000 mauuenTo-roquan (p=0,021);

- 3HAYMTENHO HAMANCHHE Ha A0COMOTHYA PHCK OT MUOKapRAeHd HHGapkT: meTdhopmun 11 cubHTHS/
1000 panueHTO-rOMMHH, AHeTa caMocToATeHO 18 cuuTin/1000 nannento-roquny, (p=0,01).

TECOS e pannomusupano npoyuBae npu 14 671 naugenty B intention-to-treat nonynaguara ¢ HbAlc >
6.5 10 8,0 %, ¢ ycTaHOBEHO CBPIEYHO-CBAOBO 3a00/1ABaHe, KOMTO MONy4asaT cuTarnuaTa {7 332) 100 mg
AHeBHo (WM 50 mg ZHEBHO, aKO H3XOAHHTE CTOMHOCTH HA eGFR ca > 30 u < 50 ml/min/1,73 m?) nmu
naanebo (7 339), nobasenn xpM 00HUaNHHATE MPUKH CLIVTACHO MECTHHTE cTauaapTH 3a HbAlc 1
CBPACMHO-CHAOBH puckoBl (axropy. [Taumenty ¢ eGFR < 30 ml/min/1,73 m® ue ca BxmOYCHH B
npoyuBaneTo. M3cnensanara nomynanus sxioysa 2004 naitueHTH Ha B63pacT > 75 roguHy H 3324
nanuenTu ¢ Gu6peuno yspexaane (eéGFR < 60 mi/min/1,73 m?).

Ilo Bpeme Ha npoy4sasero, obinara H34sucnena cpenta pasnrka (SD) B crofiwocTure Ha HbAlc Mexay
rpynyre Ha CHTAIMNTHH M fiauebo e 0,29 % (0,01), 95 % CI (0,32, -0,27); p < 0,001.

[TbpBuvHaTa KpaliHa TOUKA [0 OTHOMIEHNE Ha ChPACUHO~-CHOBATA CUCTEMA € CHCTABHA OT [ThPBATA [1051B4
Ha ChpASYHO-CBA0BA CMbPT, HedaTaneH MuokapaeH nadapkr, Hedaranen HHCYAT HIM XOCHATANH3AMHS
nopaau Hectabuiua creHoxapaka. BropuunyTe KpafiHu TOYKY MO OTHOIIEHUE HA ChPAEYHO-ChAOBATA
CHCTEMA BKIOYBAT ThPBATA NOsABA Ha ChPAEYHO-CHLAOBA CMEDPT, Hedaraned MuokapaeH HHApKT uid
He(aTaneH HHCYAT; NBPBATA NOABA HA MHAHBUAYAIHHTE KOMIIOHEHTH HA WHPBHUNATA CHCTABHA; 0bLua
CMBPTHOCT M XOCIHTATU3AUNM NOPALK 3aCTOHHA CHPAEUHA HEOCTATBHOCT,

Cnen npocneasBade ¢ MEIMaHa Ha IPOABIDKUTEINOCT OT 3 FOOMHY, CHTATTUITHH HE IOBUILABA PHCKA OT
roleMH HEXeNaHH ChpACYHO-CHA0BH ChOHTHA WK PUCKa OT XOCHHTANK3ALMS IOPaAH ChPIEUHA
HEJOCTATBYHOCT, KOraTo ¢e 100a8s kbM oOuualiHUTE rprMu IIPU NAUKEHTH ¢ Aualder TUN 2 B CpaBHEUue ¢
oOnualinure rpxy Ge3 curarnuntd (Tabanua 3).




Tabnaaua 3. MecToTd Ra KOMOERHDaANH CHPACYHO-CHAOBE PE3Y/ITATH ¥ Ha KII0Y0BH BTOPHYHH

pe3yJaTaTH
Carariuorea 100 | IlnaueGo
FEL
YecroTa
YJecrora na 100
na 100 mamy
nagy eHTO- Koednuuenr
eHTO- rogHMR | HA pHCKA pP-
N (%) |roxamn* |N(%) |* (95% CI) crofinoct
AHann: B Intention-to-Treat nonyaanusra
Bpoil nanuenTa 7332 7 339
ITbpsuYna choeTABHA
Kpaiina TouKa
(CepaeuHO-CHIOBA CMBPT,
HedaTanes MuokapaeH
uhHdapkT, Hedatanen HHCYAT
HJIH XOCTMTaNA3anyd, nopaau | 839 851 0,98 (0,89—
Hecrabunua cTeHoKapaua) (11,4) 4,1 (11,6) {4,2 1,08) <0,001
BrophuHa crcTaBRA
Kpaiiga To4Ka
(CovpaeqHo-CbR0BA CMBPT,
He(aTaneH MHOKapAeH
unbapkT unu Hedaranex 745 746 0,99 (0,89—
WHCYIIT) (10,2) 3,6 (10,2) 3,6 1,10) <0,001
Bropuuen pe3yarart
380 366 1,03 (0,89-
C -C a ? ’
PPASTHO-CHAORA CMEPT 159y |17 6o |17 1,19) 0,711
Besikakps BUR MHOKapIeH
rrapxr {Pparanen n 300 316 0,95 (0,81-
HedaTaneH) 4,1) 1,4 (4,3} 1,5 1,11) 0,487
Beakaxes BHA HHCYNT 178 183 0,97 (0,79
(aranen u negpaanen) 24)  los @5 |09 1,19) 0,760
XocnuTaniauus nopasd
HecTa0MIIHA CTeHoKapaus 116 129 0,90 (0,70~
(1,6) 0,5 {1,8) 0,6 1,16) 0,419
CMBPT NOpajH BCAKAKBA 547 537 1,01 (0,90-
nputinHa (7,5) 2,5 (7,3) 2,5 1,14)




Xocmuranm3anus, nopagu

CHP/ICYHA HETOCTATRYHOC 228 229 1,00 (0,83

3,1 11 (3,1) 1,1 1,20) 0,983

* Yecrorara Ha 100 mauueHTO-rogRHK € H3wHCASHA Karo 100 x (obmus 6poli naunesTH ¢ > 1 cvbUTHE MO
BpEME Ha JOMYCTHMUA MEPHON Ha EKCIO3ULMA capaMo 00wus Gpoll NanHENTO-rOAHEE HA NPOCIEAIBAHE).

t B3 ocHoBa Ha Mofien Ha Cox, cTpaTHHIHPAH [0 pErHOH. 3a ChCTaBHHTE KpallHH TOYKH, p-CTOMHOCTHTE
CLOTBETCTBAT HA TECT 3a HEHH(EPHOPHOCT, ThPCEL Aa MOKAKE, Ye KOeQUIHUEHTHT Ha PHCKA € NIO-MAITbK
ot 1,3. 3a BCHUKH ApYru kpaiHH TOUKH P-CTOKHOCTHTE CHOTBETCTBAT Ha TECT 32 PAIHKHTE B
koedMIeHT HA PHCKA.

1 AnanuzbT Ha XOCIHTANK3AUKATA OPaK CHPAEYHA REJOCTATEYHOCT € KOPUTHPAH 33 aHAMHE3A 38
CBPHEeYHA HELOCTATHHYHOCT HA UIXOAHO HUBO,

[lenpaTpyyHa IONYIALHS ,
EnpornefickaTa areHuus no JieKapcTeara ocBo00XAaBa OT 3a1b/DKSHHETO 32 MPENOCTABAHE HA PE3YIATATATE

oT npoyuBaHuara cx¢ Cemedpo BbB BCHYKH NOATPYITH HA NEAHATPHYHATA NONYNANKA CBC 3aXapeH qHaber
AN 2 (BX. TouKa 4.2 32 HHPOPMALUA OTHOCHO ynoTpe(a B NEAHATPHATA).

BezonacHocTTa ¥ edMKACHOCTTA IIPH A00aBAHe Ha CUTArNKWNTHH NPY NEIHATPHYHY MAUKMESHTH Ha BL3pacT
oT 10 10 17 ronuty ¢ auaber THI 2 U HEAAEKBATCH IIMKEMHYEH KOHTPON Ha MeTdopMEH, Che Wi Ge3
HHCYNHH, ¢ OLIEHEHH B IBE NPOYUBAHMS 34 MepHoA oT 54 ceqmuny, JlobapsaHeTo Ha CHTATUNTHH
(OpHAOXEH KATO CUTATIUNTHHMETHOPMUHE HIH CUTATTTUITHH+METHOPMUH ¢ YIBIDKEHO OCBOBOK1aBaHe
(XR)) e cpasreno c nobasaHero na mwianebo kM MerdopmuH Hiu Metdopmul XR.

Makap ¢ 51a ce TIEMONCTPHDA IPEBh3XO0ACTRO 10 OTHOMICHWE NoHWwKaBaneTo na HbAlc 3a
cyTaraunTHE+MeThopmus/cuTarnunTuE+MeThopMun XR Han Metopman wa cenmuna 20 npu cGopHus
aRANH3 OT TE3H IBE NPOY4BAHHS, Pe3y/ITATUTE OT OTAENHUTE APOYUBAHHA C4 HECHBMECTHMH.

OcBsed ToOB2, HE ce HaDMONaBa NO-BACOKA ePAKACHOCT HA CHTATANTHHMETHopMAn/
cararmunan+merdgopmun XR 5 cpapnenye ¢ MeTHOPMHUH Ha ceaMunia 54.

Cnenosarento, Cemeppo He Tpabpa Za c& H3N0J3BA NIPH NEAHATPHYHMA TayAEHTH HA BB3pact ot 10 1o 17
rOAMHH NOPaRH HEAOCTaThHHA epuKacHOCT (Bx. Touka 4.2 3a mHGopManma OTHOCHO ynoTpeba B
ACAHATPUATE),

52. DapMakoKHHETHHHH CBOHCTEA

Cemedpo

[poyusauusTa 3a CHOEKBUBANCHTHOCT NP 34paBy Y4aCTHUIHM NOKa3Bat, ye Cemedpo
(curarnuimha/MeTdopMEHOB XMAPOXIOpHA) KoMOHHUPAHH TA0NETKR ca GHOEXBHBANEHTHY HA
€IHOBPEMEHHOTO MPUJIOKEHHE HA CHTATTHIITHHOB (ocdaT H METHPOPMUROB XHAPOXIOPHL KaTO OTAEIHH
Tabnerku.

CrnepHuTte TaHHY noka3sat GapMaKOKMHETHHHMTE CBOMCTRA HA OTAEIHHTE AKTHBHH BEILECTBA Ha
Cemedpo.

CuTtarninTus
Abcopbyun

Cnen nepopanso npunoxenne Ha aosa 100 mg Ha 3ApaBH ydacTHUUH, cRTarnunTiH 6bp3o ce aGeopbupa, ¢
JAOCTHraHe Ha MUKOBH [1a3MEHU KOHUEHTpanun (Mennana Tmax) | 10 4 yaca cnes npuiaokeHUeTe, CpefHa
nnasMena AUC na curarndnitiy 8,52 pMehr, Cmax 950 nM. AGcomoTHaTa OHOHANKYHOCT HA
CHTarTMNTHH € NpuOaH3nuTeNHOo 87 %. Thi KaTo NPHEMAHETO Ha CUTATTUIITHH eJHOBPEME
Ma3HWHH XpaHa He NoBNHABa GapMAKOKHHETUKATA, CHTATTUIITHH MOXE 2 C& [Ipuiara ¢




Inasmenara AUC wa cuTarnunTHH C¢ NOBHUIABA 10 5033 MPONIOpRHOHANEH HavlH. Jlo3a-
IpONOPHHOHANHOCT HE € YCTAHOBEHA 38 Cruax B Cotancs (Cunax €€ NOBUHILABA HOBEYE OT 1032-
OPONOPUHOHANHO, 4 Cz4wcs C€ YBEMTUHABA M0-MAIKC OT A033-IPONIOPLHORANHO).

Pasnpederenue

Cpenuust ofieM Ha pasnpeaeneHUe B CTAUHOHAPHO CHCTOSHHE CNIE] €AHOKPATHA HHTPARCHO3KO NPHIOKEHA
Z03a ot 100 mg cHTarMMNTEH Ha 3APaBH yHacTHULM € npubnuauTenHo 198 nutpa.

QpaxuuaTa CHTArMOTHH o0paTHMO CBLP3aHA ¢ TIA3MEHHTE NPOTEHHY € HucKa (38 %).

Buompancgopmayus
CurarmuntiH ce eIAMHHUPA OCHOBHO HEIPOMEHEH ¢ YPUHATA, a MeTADOIHIMET € BTOPOCTENSHEH IBT.
MpuGnnzurenso 79 % oT CHTATTMATAE ce eKCKPeTUPa HENPOMEHEH B YPHHATA.

Cnen nepopana ao3a [*C] cutarnuntun, npuGnusatento 16 % oT paiMoakTHBHOCTTA CE EKCKPETHPA KATO
MeTaboNUTH HA CHTArMMNTAH. Ha HHBO CNeIM ca YCTAHOBEHH ILECT MeTal0nMTa, KOUTO He CE OYaKBa Ja
RONPHHACAT 32 NnasMenaTa DPP-4 nnxnOuTopHa aKTHBHOCT HA CUTATTIHITHH, [N Vitro npoyyBaHHATA
II0Ka3BaT, Y€ OCHOBHHAT €H3HM, OTMOBOPEH 32 OrpaHHyeHns MeTabonu3sm Ha cutarnuntiH e CYP3A4, ¢
yuactueto B Ha CYP2C8,

In vitro naHHKTE NOKA3BAT, Y€ CUTAITTANTHH He € HHXHOHTOp Ha CYP uacemzumute CYP3A4, 2C8, 209,
2D6, 1A2, 2C19 nnu 2B6, u He e unayxrop Ha CYP3A4 u CYPIA2.

Enumunupane

Cnep npunoxenue Ha nepopanka 1o3a (“C] cutarnunran Ha 3apasd ylacTHuLE, npubauutenno 100 %
OT NPHIOKEHATA PAJHCAKTHBHOCT ¢e e/IAMHANHEpa ¢ Pexanunte (13 Yo) nan ypunata (87 %) no eana
CeMHLA cel MPHACKEHRETO Ha Ho3arta. [IpuBranisT kpaeH L2 caeg 100 mg nepopanna noaa
CHTArHOTUH € NpUOmsdTeno 12,4 gaca. CHTarMnTHH ce HATPYNBA CaMO MHHHMAIHO [IPM MHOTOKPATHO
apHaacade. be0peunuar xaupsHc € npubnnautento 350 mimin.

EAuMuUHHPAHETO Ha CHTAFIHIITHH CTaBa OCHOBHO 4Ype3 OLOpeuna ekcKpelHs ¥ BRIIIOYRA AKTHBHA TyOyIHa
cexpeunsn. CutarmunTsH € cy0CcTpaT HAa 4OBENIKM OpPraHAYeH aHMOHEH Tpaucnoprep -3 (hOAT-3), koiito
Moxe 61 ydyacTsa B 650peqHOTO eTMMuHApate Ha cuTarnunTan. Kiinuangnoro 3navenvie Ha hOAT-3 8
TPAHCHOPTA HA CHTATIMITHH HE € ycTadoBeHo. CHTarnMnTuH € cybcrpar M Ha p-rlHKONPOTEHH, KOHTO
Moxe O yuacTsa H B MeIMHpaHeTo Ha 6b0peuHOTO eMMMHRKPaHEe HA CHTATTTHNTHE. B ChInoTo BpeMme
UHWIOCIIOPUH, eMH P-rNUKONPOTENH UHXHOUTOP, He HaMasBa OLOPe KA KIMPBHC HA CHTATIIUITHH,
Curarauntud ve e cyderpar na OCT2 unu OAT1 wmu PEPT1/2 tpancnoprepute. In vitro CHTAarTMITHH He
notucka OAT3 (IC50=160 pM) wmu p-raaxonporenna (10 250 uM) MeqUUpPAHHS TPAHCIOPT B
TepaleBTH4YHO PEICBAHTHH INAa3MCHHU KOHLCHTPALHH, an KITHHAYHO MpOYyYBaHE CHTArIHITHH UMa MAJIBK
edekT BHpXy NasMeHuTE KOHUEHTPAUKWHE HA AUTOKCHH, KOETO MOKA3Ba, Ye CUTAMIHITHH MOXKe na ¢ cial
HHXUGHTOP Ha P-TIHKONPOTEHH.

Xaparxmepucmuxa npu nayuenmume
QapMaKoOKHHETHKATA HA CUTATNMIITHH € KaTO LANO CXOIHA NPH 3IPABH YUACTHHUH M NALMEHTH ¢ quaber
THI 2.

Bwbpeuno yepesicoane
{IpoBengHo e OTBOPEHO NPOYHBAHE MPH EAHOKPATHO NPHIOKEHHE 33 OLIEHKa Ha (HapMaKkOKHHETHEATA HA
HAMAJICHA 1033 CUTArMMATHH (50 mg) fpu nalHeHTH C Pa3NHYHA CTENSH Ha XPOHAYHO OLGHe
YBpPEXKIAHE B CpaBHEHKE CbC 3/ipaBu KOHTponH. [IpoyysaneTo BKIOYBa MauneHTy ¢ 06
B JEKd, YMEPEHa Wil TexKa CTeneH, xaxto u nanuentd ¢ ESRD ya xemonuanusa. Ocig




6p0peuto yBpexnaHe BbPXy HapMaKOKHHETUKATA HA CHTACTHITTAN Y NalHEHTH ¢ Arabet TN 2 1
6B0peuno yBpexnaHe B IieKa, yMepeHa WiH TEXKa creneH (BxmouutenHo ESRD), ca oueHeH#H upes
NOMYNAUMOHHA (PapMaKOKUHETHYHYH AHAIN3H.

B cpaBHeHHE CbC 3ApaBy KOBTPOJM, nnasmenata AUC Ha cHTalIKuTHH ce MOBHIIARa npubausHTento 1,2
I'bTH NIpH ManueHT ¢ 6ubpeuno yepexaaHe B gexa crened (GFR = 60 4o < 90 ml/min) u cxoTeeTHO 1,6
IILTH TIpU nanueHTH ¢ 6p6pevHo yepexkaane 8 ymepeHa crened (GFR > 45 g0 < 60 ml/min). T kato
pasMephT HA NOBHILIEHHETO He € KIHHUYHO 3HAYHM, HE C€ HaJjlara KODHTHPAHE Ha A032Ta NpH TE3H
MauUeHTH.

ITnasmenara AUC Ha CUTAarTMITHH Ce MOBHIIABA MPHOMHIKHTENHO 2 BBTH NpY naHeTH ¢ 6u6pedno
yBpexaaHe B ymepeHa crence (GFR 2 30 no < 45 mi/min) u ppubauzatento 4 -TH NpH NAMEHTH ©
660peuno yspexnate B Téxka ctened (GFR < 30 ml/min), sxmouutendo nanuenty ¢ ESRD wa
xeMO&uanu3a. CATArIMOTHH ce OTCTpaHABa YMepeHo npid xemoguannza (13,5 % 3a 3- no 4-9acopa
XeMOIHANM3HA CecHA 3an0YBaing 4 4aca ciel MPUIoKESHHETO).

Yepnodpobno vapexcoane

He e HeoOx0auMMa KOPEKIHA Ha 103413 CHTACMHITHE NP4 NAUHEHTH C JIGKO HIH YMEPeHO YepBospolHo
yBpexane (ckop no Child-Pugh < 9). HaMa xiduuder onHT NpH NaUHEHTH C TEXKO YepHoapoGHO
yBpexaane (ckop o Child-Pugh > 9). B chimo10 Bpeme, ThH KaTo CHTArIHNTHE ce eTHMHHERDPA OCHOBHO
qpes GpOpeunTe, HE ce 04aKBA TEXKOTO 4EPHOAPOOHO yBpexAaHEe A2 NOBIMAE BEPXY (PApMAKOKHHETUKATA
HA CHUTATJIHITHH.

Hayuenmu 8 cmapyecka sv3pacm

He ce nanara xopexu¢d Ha [03aT4 B 3aBHCHMOCT OT BE3PACTTA. B3 OCHOBA Ha NONYJIAIHOHEH
dapMakoxmHETHYEH aHatu3 Ha fauHH oT ®asa I u Paza II, pr3pacTTa He 0Ka3Ba KIMHUYHO 3HAYMM edeKT
BbPXY apMaKOKHHETHKATA Ha CHTarIMITHH. Y HaCTHHUHTE B CTAp4ecka Br3pact (65 1o 80 roquuu) umar
npulGIH3IUTEIHO 19 % M0-BHCOKH IL1a3MEHM KOHUEHTPAIMH HA CHTATIMITUH B CPABHERHE ¢ NO-MIaau
y4acTHULY,

Ileduampuuna nonyrayus

dapMaKOKHACTHKATE HA CHTAIVIMATAR (eAHAHIHA X032 50 mg, 100 mg wm 200 mg) ¢ uacaeapana npi
neavaTprYHy manueHtd (Ha Bh3pact ot 10 zo 17 rogrdn) ¢ anaber tun 2. Tpu tasy nonynauusa, AUC na
CHTArTHNTHH B IL1a3MaTd, KOPHTHPAHA cripaMo 103aTa, € npubnusntento 18 % mo-HUCKA OTKOAKOTO [IpH
BB3PACTHE nauuerTH ¢ zuaber TaN 2 npu 2oza 100 mg. He ca npopekpaHn npoyuBaEHS ChC CUTATIKITHH
OpY DeNHATPHYHE HAUKHEHTH Ha Bh3pacT < 10 rogunan.

Hpyeu xapasmepticnmuxu Ha nayuenmume

He c¢e Hanara xopexuua Ha 103aTa B 32BHCHMOCT OT 0N, Paca HIH HAJEKC Ha Tenecka maca (BMID).
Te3r XapakTepHCTHKH HAMAT KIHHAMHO 3HAYHM edekT BppXy (PapMakOKMHETHKATA HA CUTArAIITHH
cnopes koMOHHKHPAHKA AHANHS Ha (apmakokuseTHynnTe NaHHH 0T Da3a | ¥ MonynauuoHEH
dapMakoKuHeTHYEH anain3 Ha RaHHH oT Paza | u dasa 1.

Merdopmusn
A6ecopbyus

Cnen agepopansa n03a MeTHopMEH, Tna C€ JocTHra 0o 2,5 yaca. AGcomoTHATa GHOBATMYHOCT HA TafneTka
mMerdopmin 500 mg e npubnuzuteno 50-60 % npH 3apaBu yaactHuw. Cliea nepopaisa n03a,
uealcopOupanara gpakuus, orkpaTa see tpexanunte e 20-30 %,

Caen nepopancd apuem, aGcopbumnara Ha MeTPopMHH e HACHIAWA C& M HeMbaHA, CMs
dapMakokuHeTHKkara Ha abcopbuusTa Ha Merdopmun e Henuuelina. Ilpu obuvaiinu n



JO30BH CXeMH, NNA3MEHUTE KOHUEHTPANM PH CTALIMOHAPHO CBCTOAHUE C& KOCTHTAT B paMKHTE Ha 24-48
9aca M KaTo nao ca no-Majiko ot 1 pg/ml. [Ipn KOHTPONNpaHn KIUEAYHY HAMHTEAHMS, MAKCHMATHATE
nuasmMesy HUBa Ha MeThHOPMHH (Cuax) HE MpeBHmaBAT 5 pg/ml, AOPU NPH MAKCHMANHHK A03H.

Xpaunara Hama9Ba cTeneHTa B cnabo 3a6aes abcopbunsaTa Ha merdhopMun. Cnea nprioxeHue Ha 103a OT
850 mg, ce Habmoaasa 40 % no-HUCKA NHKOBA NIA3MEHA KOHLERTpaus, 25 % Ramanenue Ha AUC u
yAb/kaBaHe ¢ 35 min Ha BpeMeTo A0 AOCTHTaHE HA NHKOBA NINA3MEHA KOHIEHTPaIIMA.

KnuHuuHATE 3HAUUMOCT HE € H3IBECTHA.

Pasnpedenenue

Cpbp3BaneTo ¢ IIa3MeHHTe MPOTEHHH e ResHauurenno. Merdopmuu ce pasnpenens 8 epuTpounTHTE.
KpeBHHST 1HK € I0-HUCBK OT NAa3MEHUA MUK U Ce NOoABABA NPAGIU3UTENHO N0 CHILOTO BPEME.
YepBeHNTE KPBBHH KIETKM Hall-BEPOSTHO NPELCTABIABAT BTOPHYEH KOMIIAPTUMEHT Ha Da3npefencHue.
Cpennuat Vd papupa mexay 63 -276 1.

Buompancgopmarun
Merdopmun ce ekckperupa HenpoMesed B8 ypurara. Ilpd Xoparta He ¢a ycTaHoBeHH MeTaboanTH.

Enumunupane

BuOpednusT kaupbuc Ha MerdopMul € > 400 mi/min, k0eTo Mokazga, 4e MeTPOPMHH Ce ENUMHHUPA Ype3
rnomepynHa ¢untpauns u TyOynka cexpenus. Ciea nepopaiia no3a, NpHBUAHAAT TEPMHUHANEH
€/IMMMHAIMOHEH NOAYXHBOT ¢ nprbnuzurenno 6,5 h. Koraro Gnbpevnara dyHkuns ¢ yspeneHa,
§16pedHns KIUPBHC CE HAMAJIABA B CHOTBETCTBHE C TO3H HA KPEATHHMHA B CAENOBATEIHO
CAMMHUHAIHOHHUAT IONYXUBOT C& YIBKABa, XOSTO BOSH A0 NOBHILCHH HHBA Ha MeT(OPMHH B I1a3MaTa,

53 IlpeakKnUHMYHE JaHHH 33 6e30mACHOCT
He ca nposexasy npoy4eanng ¢ KAEROTHHA ¢b¢ Cemedpo.

Ipy 16-ceqMUUHA NPOYYBAHHMS, B KOHTO KydeTa Ca TPETHPAHY WM ¢ MET(OPMHH CAMOCTOATENHO MY ¢
komOprHauuA 0T MeT(OPMIA M CHTArMITHH, He e Habnloaapana JOITbAHATENHA TOKCHYHOCT OT
komOurauuara. NOEL B Te3n npoyuBanus ce HabMONARa UPH SKCIO3MIKSA HA CHTATTANTYE
MpUOTH3MTEHO 6 MLTH NO-BHCOKA OT Ta3H I1PH XODa U NPH eXCHouLus Ha MeTHOPMUH PUGTH3HTENHO
2,5 0pTH NO-BACOKA OT TA3M [IPH XOpa.

Cnenunure AaHHY ca HAXONKM NIPH NPOY4BaHUA NPOBEACHH CHC CHTAMTHATHH UIH METHOPMHE
CaMOCTOATENHO.

Curarnuntin

b1,6peuna u uepHoapobHA TOKCHYHOCT ce HaOmoNaBa NPy rpu3ayi NpH CTORHOCTH HA CHCTEMHA
eKCIlO3HUHA 38 [IBTH NO-BHCOKY OT HHBOTO HA EKCNO3NIIMATA NPH XOpa, a HUBOTO O3 eexT e onpeneieHo
Ha 19 BTH MO~-BHCOKO OT TOBA HPH XOpa. AHOMAJIHH HA pes3nyTe ce HalMONABAT IPH MUTEXOBE NPH HUBA HA
eKCNOo3HIKA 67 MbTH [0-BHCOKH OT HHBOTO HA KIBHHYHA SKCHOIMLNS, HHBOTO, Oe3 edexT npy Ta3u
HaxXoAKa ¢ 58 NbTH NO-BHCOKO, CBIIACHO PE3YNTATHTE OT 14-CEAMHYHO IPOYUBAHE HPH NIHXOBE.
3HayeHHeTO HA Te3M HAXOJKH NPH X0pa HEe € U3BECTHO. TPaH3HTOPHY, CBRP3aHH C JeHeHHETO PH3NIecKH
MPOSBH, HAKOH OT KOHTO TIPEANOIAraT HATHIHETO HA HEBPOJIOTHYHA TOKCHYHOCT, KATO AHLIAHE C OTBOPEHA
yCTa, CaluBalus, eME3UC Ra O4na NAHA, aTaKCHA, TPENEPEeHe, HAMANEHa aKTHBHOCT M/HIIK M3rkpOeHa [o3a
ce Haf)poAaBar NpA Ky4eTa NpH HUBA HAa eKCNIO3MLUA NPUGIU3UTENHO 23 MBTH NO-BHCOKK OT HUBOTO HA




HUBOTO Ha eKCIO3UIAA Iipu Xopa. {Ipu Te3n pelynraTn, HUBOTO Ge3 edeKT € NPH SKCIOIHUHA G-KPATHO 110~
BHCOKA OT HMBOTO HA KNHHUYHA SKCIO3HUMSL,

CHraraunTHH HE NIOKa38a I'eHOTOKCHMYHOCT B X0Ia Ha NPEAKIIMHUYHY Npoyusanus. CHTArIuNTHH He €
KaHUEpOreHeH IpH MHKH. [IpH nrbx0oBe ¥Ma OBALICHA YECTOTA HA YePHOAPOOHH aAeHOMH K KapLMHOMHE
NpH HHBa HA CUCTEMHA CKCITIO3UUHA 58 ThTH NO-BUCOKH OT T€3H IIPH X0pa. Thif KATO e YCTAHOBEHO, Ye
XeNaTOTOKCHYHOCTTa KOPENHpa ¢ HEAYMHPAHETo Ha 2epHORpOGHa HeomwIaima Npy ILTHXO0BE, Tasu
NOBHILUEHA YECTOTA HA YEPHOAPOCHU TYMOPH NIPH NILXO0BETE € BEPOATHO BTOPHYHA, BCIICACTBHE HA
XPOHHYHA XeMaTOTOKCHYHOCT TPH TasH BHCOKA A034. [lopann Bucokara rpasiua #a Sezonacaocr (19-nbTH
NO-BHCOKA MPH TORA HUBO 03 ediexT), TE3H HEONNACTHYHY POMEHH HE Ce CUUTAT PENeBaHTHY 3d XOpa.

He ca nabmojaBany cBbp3aHH ¢ NeyeHueTo edekti BhpXy hepTHIUTETA NPH MBXKK H JKEHCKU ILThX0BE
NIONYYHJIH CHTATTIAITHE NP/l ¥ no BpeMe Ha yndTocRane.

ITpu npoyusane BEpXY Npe-/NOCTHATAIHOTO pa3BHTHE HA IUTHXOBE CHTATTMITHH HE OKa38a HEXKENaHH
peakuun.

TIpoyusanusaTa BbpXy pPENpOAYKTHBHATA TOKCHIHOCT IOKA3BAT HATHMHETO HA CBBP3aHA C NEYEHHETO, 1EKo
yBEJHYEHA YECTOTa Ha MandopMauuy Ha pebpa Ha deryca (JIMnCBalH, XMIONIACTHYHH H WwWiaBany pebpa)
IPH NOKONEHKETO Ha IUTbXOBE IPH HMBA HAa CHCTEMHA EKCTIO3ULUA OBEYE 0T 29 IHTH MO-BUCOKH OT TE3H
npu xopa. TokcuydocT Ha Maiikata ce Habmoaasa npy 3aifiny Npu HABA NOReYE OT 29 TLTH N0-BHCOKH OT
HMBATA HA eKCTIO3HINA npu xopa. [lopangk BucoKkaTa rpannla Ha Ge300aCHOCT, Té3n HAXOZKH He
npeAnonarar ChleCTBYBAHETO HA ChOTBETEH PHUCK 33 PENPOAYKTHBHOCTTA NPH X0pa. CHTATUNTHH Ce
CeKpeTRPa B 3Ha4HMH KOAHYECTBA B MILIKOTO Ha JIAKTUPAINM ITLXOBE (OTHOLIEHHE KbpMa/mnasMa: 4:1).

METQOQMHH

YlpeaxMHRMEHTE AaHHA 33 METQOPMHH HE pa3KpABAT 0cofen prck 3a XxopaTa Ha Gasara Ha
KOHBEHUHMOHANHH (HapMAKONOrHYBH TPOYUBAHAA 38 Ge30MaCHOCT, TOKCHYHOCT IPH MHTOKPATHO
TIPHUIATaHe, FEHOTOKCHYHOCT, KAPOMHOTEHEH NOTEHMAs, PpeNpOLYKTHRHA TOKCHYHOCT.

6. PAPMALIEBTHMHH JAHBH

6.1 CrnHcepk Ha HOMOUWIHHTE BEIIECTBS

Anpo Ha TabneTkara
MuKpoKpHCTallHa UeTy103a
TloBugox

Harpues naypuncyndar
Harpues creapundrymapat

DUAMOBO NOKPUTHE
[onu (Banusios anxoxon) (E1203)

[tonuerunen rouxon (E1521)
Tank (E553b)

Turanos grokcua (E171)
Uepsen menesen okcua (E172)
UYepen xenezed oxcup (E172)

6.2 HechBMECTHMOCTH

HenpanoxuMo




6.3 Cpok Ha rogHOCT

2 roguHu

6.4 Coenuanns ycloBAH HA ChXpAHeHHe

TosH ekapcTBEH MPOAYKT He H3UCKBA CHEUUANHE YCIIOBHS 32 ChXPaHEHUE.

6.5 BaaHchabpxKaHEe HA OIAKOBKATA

Henpospager 6micrep or PVC/PVDC/anymunuii ¢ no 14, 28, 56, 84, 112, 168 wm 196 $punmupany
TabAeTKH B KAPTOHEHA KYTHA, 38CHHO ¢ IHCTOBKATA 32 MALMEHTA.

He BcHukH BUI0BE OMAKOBKH MOraT A2 OhAaT NyCHATH Ha nasapa.

6.6 Coennajnm NpeANAIHM MEPKH NPH A3XBHPARHE

HenznompanusT jexapcTeeH NPOAYKT HAR OTIaABYHUTE MATEPHAH OT Hero TpA6Ba Aa ce H3XBbPAAT B
CbOTBETCTBHE ¢ MECTHUTE H3HCKBaHHASA.

7. HPHTEXATEJ HA PASPELIEHHETO 3A YIIOTPEBA

Yatixadapma BucokokaiectBennte Jlekapcrea” AJ]

6yn.” [ M.Tumutpos”Nel, rp. Codus 1172, brarapus

ten.: 02/ 962 54 54

dakc: 02/ 960 37 03

email: info@tchaikapharma.com

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Perucrpapnonen No;

9. IATA HA ITBPBO PAIPEHIABAHE/NIOJHOBABAHE HA PASPENIEHHETO 3A
YIIOTPEBA

JlaTta Ha IBPBO paspeLIaBaHe:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA: 10an 2022




