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KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHUWA ITPOAYK'T

MUDOMET 50 mg/1 000 mg ¢puamupanu TadNETRH / DA A D/; 3
MIFOMET 50 mg/1 000 mg film-coated tablets -
6 7o FY 17 -11- 2004

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

Beaka TabneTka Cbabp/ka CUTArIMITHHOB XHAPOXJIOPH,1. €KBUBANEHTEH HA S0 Mg CHUTArIMNTHH
(sitagliptin) u 1 000 mg metpopmunHoB xuapoxaopua (mettormin hydrochloride).

3a NbJAHUA CNUCHK HA MOMOLLHUTE BELLIECTBA BHKTE TOUKA 6. 1.
3. JIEKAPCTBEHA ®OPMA

MOuamupana tadnerka (tabnerka).

Yepsena npoabarosata puamupana tadnetka ¢ pazmepu 21,4 mm x 10,5 mm ¢ penedpHo o3HaueHue
“H50™ ot eaqnara cTpaHa u raa/ika ot apyrara cTpaHa.

4. KIUMHHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHS
[Tp1 BB3pacTHHU NAUMEHTH CHC 3axapeH auadeT Tun 2:

MUDOMET e noka3aH KaTo JOMbJIHEHHE KbM JIHETa U VIIPAKHEHHS 3a NO100pABAHE HA ITTHKEMHUUHMS
KOHTPOJI MPH MNALUHEHTH. MPH KOUTO HE € MOCTHUIHAT 32 10BOJIMTE/IEH KOHTPO.T ¢ MAKCHMasIHATA
MOHOCHMA 3a TAX /1032 MET(POPMHH CAMOCTOATETHO WM KOUTO BeYe Ce JIeKYBAT ¢ KOMOMHALKg OT

CHTAlJIHITTHH H M ET(']D]}M HH.

MHUDOMET e noka3zaH B KOMOUHaLMA CbC CYAPOHUAYpes (T.€. TPOHHO KOMOHHHUPAHO JICUEHHE) KaTO
AOIMbJHEHHE KbM JIMETA U YIPAKHEHHUS NPH NALKUEHTH, NPH KOUTO HE € MOCTUIHAT 3a10BOJTUTE/ICH
KOHTPOJI ¢ MAKCHMAa/IHATA MOHOCHMA 3a TAX 103a MeT(POPMHH U CVI(POHUAYpES.

MUDOMET e nokasan Kato TPOHHO KOMOMHUPAHO JICUEHHE C NEPOKCH3OMEH nponudepaTtop-aKTHBUPaAH

peuenTop rama (peroxisome proliferator-activated receptor — gamma, PPARY) aronucr (T.e.
THA30JMAMHAWOH ) KaTO JONMbAHEHHE KbM JHETA M YIIPAKHEHUS MPH NMAUHEHTH, NPH KOUTO HE € NOCTHIHAT
3a10BOJIMTE/IEH KOHTPOJI ¢ MAKCHMaIHATa NOHOCKHMa 3a TaX 103a meThopmud U PPARY aronucr.

MHUDOMET cbiuo e nokaszaH Kato 100aBKa KbM HHCYJIHH (T.€. TPOMHO KOMOMHHPAHO JICUEHHE) KATO
AOMbIHEHHE KbM JIMETATa U YIIPAKHEHHUATA 3a N0100PSABAHE HA MNTUKEMHUYHHSA KOHTPOJI MPH
MNaLUMEHTH, KOraTo NOCTOAHHATA /1032 HA MHCYJIHH U MET(POPMHH CAMOCTOATETHO HE OCHIYPsABA

AJCKBATCH INTUHKEMHYCH KOHTPO!JL.

4.2 Jlo3supoBKa H HAMHH HA NPHJIOKREHHE

J1031upoBKa — oectres WY
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Buvipucnuiu ¢ nopmatia dvopeuna yuryus (GFR = 90 ml/min)

[Tpy naUMEHTH. NPH KOMTO HE € NOCTHIHAT 32 10B0AUTENEH KOHTPO ¢ MAKCHMANHATA NOHOCHMA 1034
MeThOPMHUH KaTO MOHOTEPANHS

[Tpy nauMEHTH. NPU KOMTO HE € NOCTHUIHAT 33 10BOAUTENEH KOHTPO ¢ METPOPMHH CaMOCTOATENHO.
oOMyaiiHaTa HavanHa 103a TpadBa 1a A0CTAaBY 1034 CHTArIUNTHH B 103a 50 m¢ nBa MbTH QHEBHO

{ 100 mg ofuja nHeBHA 103a) IUIKOC A03aTa MET(POPMHH. KOSTO BEUE € NPpHEeMAHa.

[[py NauUEeHTH, KOUTO NPEMHHABAT OT €1HOBPEMEHHO NPUAATAHE HA CUTAMIWOTHH U MET(OPMHH
[Tpn nauMeHTH, KOUTO MPEMHHABAT OT €1HOBPEMEHHO NPHIAraHe HA CHTATJIUNTHH H MET(POPMUH,
MUDOMET T1padBa na ce 3anouHe ¢ 103aTa CUTATJIMITTHH U MET(POPMHH, KOATO BEYe €
npuemMaHa.

an OAUHEHTH, NPH KOUTO HE € NOCTHIHAT 3a10BOMHTEIICH KOHTPO € JABOHHO I\'.OMﬁHHHpﬂHD JACHCHHC

C MAKCHMAHATA NOHOCKMA 1033 MeTGOPMUH U CVAPOHUNVDes

HozaTta TpadBa 1a 10CTaBH CUTACIUNTHH B 103a 50 mg aea nbTi AHeBHo (100 mg obwa qHeBHa 1034)
W A03a MeTPOpMHH, NOoA0OHA Ha 103aTa, KoATO Beue € npuemana. Korato MUOOMETce n3noniea B
KOMOHHAUHUA CbC CYNPOHUAYped, MOXKe Na ce HANOXKHK ynoTpedaTa Ha MO-HUCKa 103a CvAhOHUAY e,
34 714 C€ HAMAaK PUCKDBT OT XHNOTAHKEMUS (BXK. Touka 4.4).

[1py nauneHTyH, NpH KOUTO HE € NOCTUMHAT 3A10BOJIUTENEH KOHTPOA € ABOHHO KOMOUHUPAHO JIeHeHHE
C MAKCHMAanHaTa NoHocKMa ao3a metdopmun u PPAR vy aronucr
Jlozara TpabBa 3a noctasu curaraunTHH B 2103a 50 mg aBa nbTH AHeBHO {100 mg o0ia AHesHa 103a)
K 033 METPOPMHH, NOI0OHA HA N103aTa, KOATO BEYE € NPUEMaHA.

[Ipn_natueHTH, NpH KOUTO HE € NOCTUIHAT 3aN0BOJMTENEH KOHTPOA € TBOHHO KOMOHHHPAHO NIeHEeHHE
C HHCVIWH M MAKCUMANHATA MOHOCHMA 1032 MEeTHOPMUH

Jlo3ata TpadBa aa nocTaBd cUTArAMNTHH B A03a 50 mg asa nbTu AHeeHO (100 mg odwa anHeBHa no3a)
M 1033 METPOPMHH, MOA0OHA HA no3aTa, KoSTO Beye ¢ npuemana. Korato MUMOMET ce usnonsea B
KOMOWHALMA C MHCYWH, HUCKATA 1033 MHCYJIMH MOXKE 12 € HeoOX0.1MMa 3a peayuHpale Ha pUCKa OT

XUITOTMUKEMHUS (BK. Touka 4.4).

3a paznuunute 21031 MeTdhopmud, MUDOMET ce npeanara B koHueHTpauua no 50 me CHTArAHNTHH H
850 mg MeThopMUHOR XHApoxnopua UK | 000 mg MeTHOPMHHOB XHAPOXNOPHI.

Bcruku nauneHTH TpaOBa na npoAbAKaT npenopbyaHaTa UM THETA ¢ a/1I€KBATHO pa3npeaciieHye Ha
IpHEMA Ha BLIJIEXHIPATH NMpPeE3 1EH.

CneuvanHuy nonyiaauuu

bropeuno vapesxcoane

He ce Hanara kopekuus Ha g03aTa NpHY NauMeHTH ¢ Neko ObOpeyHo yBpekaaHe (CKOpoCT Ha
rnomepysHa ¢puntpauuns [GFR] = 60 ml/min). [Npeau 3anousane Ha neueHWe ¢ NPOAYKTH.
CbabpKallKu MeTGopMUH. TpaOBa 1a ¢e HanpaBH oueHka HA GFR ¢TOMHOCTHTE. a cnea ToBa - NOHe
BEAHBXK rOAHILHO. [IpU NAUMEHTH C NOBHILEH PHUCK OT NO-HATATBLLIHO NporpecHpare Ha OBLOpeuHo
VBPEXKIAHE H NPH NALUMEHTH B CTAPUECKA BB3pacT TPAOBa MO-4eCTO Aa C€ NpaBH OUEHKA Ha
OvOpeuHaTa PpyHRUMA. HANPUMEP HA BCEKH 3-6 Meceua.

3a NPEANOUHTAHE € MAKCHMAIIHATA AHEBHA 03a METGOPMHH 1a Obae paszaeneHa Ha 2-3 NHEBHH 103H.
(DAKTOPH. KOMTO MOraT 1a YBEAHYAT PUCKA OT NaKTaTHA auda03a (BK. Touka 4.4). Tpadea na Obnar
npepa3rneaaHu. rnpead 1a ¢ce 0OMHCIY 32aN0UBAHETO HA NEYECHHUE C MET(HOPMUH NPH MALUEHTH C
GFR< 60 ml/mn.

AKO He e nocTbnHa n1030ea popma Ha MIFOMET ¢ anexkBaTHO KOAHUECTRO HA aKTHB
BMECTO KOMOKHHALUA C PUKCUPAHKN 103K TPAOBA 1a Ce U3INON3BAT OTAEIHHTE MOHOK

[



GIFR ml/min Metdopnin CuTaraiunTiy

O6()-89 Marcuva name Oneana oo ¢ Marcuveacmame oneatia dosa ¢ 1)
3 000 mg. mng.

Monce oa ce 0OMUC T BOHUICUGUNC
el QU3 6hE BPBIKU C
HUMULAAGUNENO MU OBOPEHUnId

dyuriys.
45-59 AMarcinic nicnna onecia oo e Marctviecmame Oneaenc ooza e 100
2 000 mg. .

Heavuccomama 0oza e nati-anoco
ROAOGHHANE O MORCUMKLTHIORI Q03¢

30-44 Marcuviamama Oneara 003 ¢ Muarcuviccimamea Onegna Ooid ¢ 50
! 000 mg. me.

Havamamea 003a e ndaii-\inoco
HOAOGUHURICE 0N MARCUMTHUING 003

< 30 Memdhoprum e npomueonorasan. Murcusiecnmanic onesna 0o3d ¢
25 my
—

Hepnoopoono vepescoane
MHUDOMET He TpsabBa na ce M3n0a3Ba NPH NMALKEHTH C YePHOAPOOHO VBpeXxaaHe (BxkK. TouKka 5.2).

CHidpuecka 6b2pacii

Toit KaTo MET(POPMUH U CUTArAUNTHH ce ekcKpeTHpaT upes Hvbpeunte. MUGOMET Tpadea 1a ce
W3NON384a C NOBULLEHO BHHUMAHHE NPH HanpeaBaHe Ha BbipacTTa. HeobXxonnmo € MOHUTOpHUpaHE Ha
ObOpeuHaTa (pyHKUMA. 3@ Na ce NoANOMOTrHE Npeana3BaHeTo OT CBbP3aHaTa ¢ MET(OPMUH JTAKTAaTHA
auu,103a. Hail-Beyve B CTapyecKa Bb3PacT (B, TOUKH 4.3 U 4.4).

TTeouampirana nonv:iaiist

MUDOMET He Tpadea na ce U3noniea npu aeua v IOHOLUK Ha Bb3pacT o1 10 1o 17 roauuun nopaau
He1ocTaTbUHA €PUKACHOCT. HanHUHHUTE NOHACTOALEM JaHHHK ¢a onucadu B Touku 4.8, 5.1 u 5.2.
MHUDOMET He e npoyusaH npu neaHaTpUyHK NAUUEHTH HA BB3pacT noa 10 roauHu.

Ha4yuH Ha OpUAOIKEHHE
MHUDPOMET T1pabdea na ce npuema Aga MbTH AHEBHO ¢ XpaHa 3a HAMA/IABAHE HA HEKEAHWTE peakuuu oT

CTpaHa Ha CTOMALUHO-YPEBHHUA TPAKT. CBLP3AHU C MET(OPMHUH.

4.3 TIIpoTHBONOKAIAHHUA
MHUPOMET e npoTusonokaszaH npu NaUMEHTH CBC:

- CBPBXUYBCTBUTEAHOCT KbM aKTHBHUTE BELUECTRA KW KbM HAKOE OT NOMOLLHHTE BELECTRA,
H30poeHH B TouKa 6.1 (B:k. ToukH 4.4 u 4.8);
- BCEKH THI OCTpa MeTaboNHTHA auun03a (KaTO NAKTAaTHA auM103a, nHadeTHA KeToauuao3a);
- JHadeTHa npekoma;
- Texkka ObOpeuHa HeqoctaTbuHOCT (GFR < 30 ml/min) (Bxk. Touka 4.4);
- OCTPH CBCTOAHUA € BBIMOKHOCT 1a M3MEHAT ObOpeuHaTta GpyHKUMA KATO:
- aexuaparaums,
- TEXKH HHODEKIIHH,
- LUOK,
~  BBTPECHAOBO NMPHAOKEHHE HA HOAHPAHH KOHTPACTHU BELUECTBA ( BXK.
- OCTPO WK XPOHUUYHO 3a00NABAHE, KOETO MOXKE 1A NPHUHHH XHIIOKCHS Ha
- CbpPIAECYHA WK PECHPATOPHA HENOCTATBbYHOCT,
- CKOpOLUEH NHOKAPE€H UHHPAPKT,
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- LUOK:
- HEPHOAPOOHO VBPEAKIAHE:
- OCTPAa ANKONOJHA UHTORKCHKALIHA, AJIKOXONH3BM;
- KbpMEHE.

4.4 Cpneuuananu npeavopeasneHNns H NpeANaA3HH MepKH APH ynoTpeda

O6LH
MUDOMET He TpadBa na ce ninon3ea Npu NauKMeHTH ¢ aMadeT Tin | 1 He TpadBa Ja CH U3N0A3BA 34

JeyeHue Ha nHadeTHa KeToauna103a.

OcTbp NaHkpeatur

Ynotpebara Ha DPP-4 HHXHOUTOPH € CBBbp3aHa ¢ PUCK OT Pa3BUTHE HA OCTBP MAHKPEATHT.

[TauueHTHUTE TpSOBa A2 ObAAT HHPOPMHPAHH 32 XaPAKTEPHHUA CHMITTOM HA OCTHP MNAHKPEATHT:
NepcHCTHPALLA. MHOTO CHIIHA KopeMHa Oosika. Cnea npekpaTaBaHe Ha CHTarNMNTHH ce HabnonaBsa
OTLIVYMABAHE HA MAHKpPeaTHUTA (ChC WM 0€3 NOLTbPKALLO JIEHEHHE ). HO B MHOMO PEAKHU CAVUAH €
CbOOLWABAHO 34 HEKPOTHIMPALL UK XEMOPArHUYEH NAHKPEATHT W UK CMBPT. AKO HMA CHMHEHHUA 3a
NaHKpeaTHT. TpAadBa 1a ce npekpati npuema Ha MUDOMET v apyru noTeHUHANHO NOAO3UPaHH
NEeKapCTBEHH NPOAYKTH: aKO C€ NOTRBbPAX OcTbp nankpeatut. npueMsbT Ha MUDOMET He Tpadsa na ce
Bb300HOBABa. HeoOX0AMMO € NOBHILEHO BHUMAHHUE MPH MAUUEHTH C aHAMHERa 3a NaHKPEaTHT.

JlakTaTHa auMao3a

JlakTaTHaTa auua03a. MHOFO PAAKO, HO CEPHO3HO MeTADONHUTHO VCA0XKHEHHE, HAN-YECTO HACTHIBA
MpU OCTPO BlIOLIAaBaHe HA ObOpeyHaTa QyHKUHE, KapaHO-PeCNHPATOPHO 3a00N5BaHE MITH CENCHC,
HatpyneaHeTo HA METROPMHH HACTBINBA NMPH OCTPO BIOWABAHE HA ObOpeuHaTa (PyHKUNA K
VBEIHUaBa PUCKA OT JAKTATHA aLKa03a.

B cnyyak Ha 1exnapataums (TeXXKo NOBPbLIAHE, AUAPHUA, TPECKA UKW HAMAJIEH NPHEM Ha TEYHOCTH)
TpsOBa BpeMEHHO 1a ce cnpe NPUEMDBT Ha MeT(OPMHH K € NPENOPBLUMTENHO 1A CE€ YCTAHOBH BPb3KA C
METHUUMHCKH CNEeLHANHKCT.

[lpueMbT HA IEKAPCTBEHKU NPOAYKTH, KOHTO MOraT OCTpo 1a yBpeast ObbpeuHaTa (pyHKUMSA (KaTo
aHTUXHNEPTEeH3UBHA cpeacTsa, auypetnuu 1 HCTIBC) Tpadea aa ce 3anovHe ¢ NOBHLIEHO BHHMAHHE
Py NALMUEHTH, NEKYBaHU ¢ MeTopMHH. pyrn puckoBn pakTopu 3a NakTaTHA aun103a ca
NPpeKOMEPEH NPUEM HA AJIKOXON, YEPHOAPOOHA HEZ0CTATHLYHOCT, HE10CTaTHLUHO KOHTPOAMpaH AnadeT,
KeTO34a, NPOABIKHTENHO FNaayBaHE H BCAKAKBH CbCTOAHUSA, CBBP3AHH C XUINOKCHA, KAKTO H
€HOBPEMEHHATA YNIOTPeda HA NEKAPCTBEHH NPOAYKTH, KOUTO MOraT Aa NPUYMHAT JJAKTaTHA auuao03a
(Bx. TOUKU 4.3 U 4.5).

[MTauneHTUTE W/ WK 6onHorneaaunTe TpadBa 1a ObAAT HHMOPMUPAHHK 3a PUCKA OT NAKTaTHA auMI03a.
JlakTaTHaTa aUKMA03a Ce XapaKTepHU3HUpa ¢ aUMA03HA IMCMHES, KOpemHa DONiKa, MYCKYIHH KpaMOH,
ACTEHMSA M XHNOTEPMHUS, NMOCNEABAHU OT KOoMa. B ciaydall Ha CbLMHEHHE 3a CUMMITOMH NALMEHTBLT
Tpadsa na cnpe npyMeMa Ha MeTHOPMUH U HE3a0aBHO 2a NOTLPCH NeKapcKka nomoil. JluarHocTHuHHUTE
NabopaTopHU HAXOAKH ¢a NOHHAEHO KpbBHO pH (<7.35), noBUlIEHW HHBA HA nha3MeHU] fJaktat (>5
nimol/l) M NOBHLLIEHA AHUOHHA pPa3NKMKa U CHOTHOLIEHWUE NAKTAT/NMHPY BAT.

brOpeuna dbyHRUMNS
[lpeau 3anouBaHe HA 1eyeHHETO TPAOBA 1A ¢€ HANpaBH OUEHKA Ha cToHHOCTHTE HA GFR 1 pe1oBHO
cjiea ToBa (BxK. Todka 4.2). MUDOMET e npotusonokaszaH npu nauneRTH ¢ GFR <30 ml/muR u

(8. TOUKa 4.3).

XHNOTAHKEMHS
[TauneHTH. noavuasauun MMOOMET B koMOHHaLMA ¢be cyndoHUnVpes HAK C UH
H3INOYKEHU HA PHUCK OT XHNTOrAUKeMHs. CnenoBaTeHO. MOKE 14 € HEOOXOIWMO HaM
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HA CVAGOHUNYPEATA HIH HA UHCYIHHA.

PeakuuK Ha CBPBXYVBCTBHTEAHOCT

MMma NOCTMAPKETHHIOBH CHOOLUEHHA 34 CEPUO3HH PEaKLIMH HA CBPBXYYBCTBHTENHOCT MNPH MTALHEHTH
NEeKVBAHKW CbC CHTAMTMNTHH. Te3n peakury BRIOUYBAT aHAPHUAAKCUA. AHTHOEREM U ERCPOJIMATUBHH
CLCTOAHHSA HA KOXKATA. BRAKOUKUTEAHO CHHAPOM Ha Stevens-Johnson. HauanoTto Ha Te3n peakuvu
HACTBMNBA B PAMKHUTE HA MbPBUTE TPU MECELA OT 3an0UBAHE HA JICUCHHETO CBC CUTATNMTUNTHH, HAKOH
C/IVYAM HACTBLNBAT cflea NbpsaTa 103a. AKO €€ MNOA03HPA PEAKLHA HA CBPBLXYY BCTBUTEAHOCT. MPHEMDBT
Ha MUQOMET TpadBa 1a ce npekpaTu. Tpadsa 4a ce OUEHAT APYrH NOTEHUHATHHU NPUYHHH HA
cbOUTHETO 1 TpAOBA Na ¢e HAa3HAYH ANTEePHATUBHO NEUYCHUE Ha auadeTa (BK. TouKa 4.8).

byvnozen nempUron
[1pn naumveHTH. npuemauid DPP-4 HHXHOHUTOPH. BRIIIOYUTENHO CHTAMMHNTHH. HMa& NOCTMAPKETHHIOBH

chOOLWEHHUs 3a Oya03eH nem¢Ppurona. AKO Ma CbMHEHHA 3a OYN03€H NEMPUrou1. NPHEMBT Ha
MUDOMET tpadsa na ce npeyvCTaHOBH.

Onepauns

MUDOMET tpabea 1a ce cnpe no speMe Ha onepaums rnoa odula. CrHHaAIHA MAK eNKUAYpanHa aHeCTE3UA.
JleueHuneTo moxke na Obae BL30OHOBEHO He nNo-paHo OT 48 uaca cned onepaumMaTa UIu

Bb30OHOBABAHETO HA XPAHEHETO MPE3 YCTA. U MNPH YCNOBHE ue ObOpeyHaTa (pyHKUHA € OLeHeHa

OTHOBO KU € YCTAHOBCHO, HE € cTadbunHa.

[IpunoxkeHHe Ha HOAUPAHN KOHTPACTHU BELUECTBA

BbTpecha0BOTO MPUIOKEHHE HA HOAMPAHH KOHTPACTHU BELLECTBA MOKE 1a 10BEAe N0
KOHTPAacT-HHAYUKHpaHa HedponaTrd, BoASHIA 10 HATPYNBAHETO HA MET(ROPMHH U NOBULLIEH PUCK OT
naktaTtHa aunao3a. MUGOOMET tpabea na ce cnpe npeau MAM No Bpeme Ha npoueayparta 3a odpa3zHa
JHArHOCTHKA U He TpaOBa Aa ce Bb30OHOBABA 10 HAM-Manko 48 yaca cnea ToBa, NpuU YCNOBUE ue
ObOpeyHaTa GyHKUHUSE € OUEHEHA OTHOBO H € YCTAHOBEHO, ue € cTabuiHa (BXK. TOUKH 4.3 1 4.5).

[MpongHA B KAMHHYHHUA CTATYC HA_NALMEHTH ¢ KOHTPOAWpaH AHadet tun 2

[lauveHTH ¢ AMadet Tun 2, npeau Toea a100pe koutponupad ¢ MUDGOMET, KOUTO pa3BHBAT OTKIOHEHKH
B NabOpaTOPHHY NOKA3aTENHU MK KIUHUUYHO 3abonsBaHe (Hali-Beue HEACHO WNH cniabo aedhHHUpaH
3a0onsaeaHe) TpsOBa He3abaBHO Na Ce OLUEHAT 3a HAJTMUKE HA KETOAUWI03a WK IakTaTHA aUK103a.
Ouenkata TpadBa Ja BRAKOUBA CEPYMHH €JIEKTPONUTH U KETOHH, KPbRHA 3axap # ako ce Hanara pH Ha
KpbBTa, HUBA HA JIAKTAT, TUPYBAT U METPOPMHH. AKO C€ NMOSBU aUK.103a, B KOATO U 1a e (popma,
NeYSHHUETO TpADBa na ce crnipe He3abaBHO M TpabBa ha ce npeanpueMaT NoAXOAALUN NPOTHBOIEHCTBALLM
MEPKHU.

Hednuut Ha Butamun B12

MeThopMUH MOKE 132 HAMAMTH CEPYMHHUTE HUBA Ha BUTAMUH B12. PUCKBT OT HHCKWU HHUBA HA BUTAMKH B12
ce yBenHuapa ¢ NOBUILUABAHE HA 103aTa MET(POPMHH. NPOABIKUTEAHOCTTA HA NEHEHUETO W/ UK NPH
MAUWEHTH C PHCKOBH (DAKTOPH. 332 KOUTO € U3BECTHO, Y€ NPUUKHHABAT Ae(pruMT Ha BUTaMuH B12. B
CAyual Ha CbMHeHHe 3a aedHUHUT HA BUTaMUH B12 (KaTto aHeMHsa WaH HeBponaTHa ), CEPYMHUTE HHBA Ha
sutamuH B 12 tpabea na ce npocneassar. IepyoanuHo npocnenssade Ha sutamud B12 Mosxke aa ce
HAJOKH MPH NALKEHTH C PUCKOBH (akTopH 3a aedpuumnT Ha BuTaMKuH B12. Tepanusata ¢ meTdgopmuH
TpAadBa 1a MPOABIKH. NOKATO C€ NOHACA 100pe K HE € NPOTHBONOKA3AHA. U 1a € OCUIYPH NOANXOAALLO
KOPUTHpAaLLO JIeUueHHKe 3a 2epUUHT Ha BUTaAMKH B 12 B CbOTBETCTBHE ¢ HACTOALUMTE KAHHUUHH
PBLKOBOIACTBA.

HaTpui
To3u nekapcTBEH NPOAVKT CbAbPHKa No-maiko oT | mmol HaTpuii (23 mg) Ha TabneTk
CE KAXKE. Y€ NPAKTHHUECKH HE CbIbPKa HATPUH.




4.5 BsanmoaeiicTBie ¢ APYrit NeRAPCTBEHI NPOAYKTH H APYTI hOopMI HA B3aHMOAETiICTBNE

EAHOBPEMEHHOTO MHOFOKPATHO NpUAaraHe Ha cUTarnunTuH (30 mg 1Ba NbTH NHEBHO) K METPOPAHH
(1 000 mg 1Ba bTH AHEBHO) HE € NPOMEHHUNO IHAYUTENHO (PAPMAKOKHHETHRATA KAKTO Ha
CHUTArUNATHH. TAKa U Ha METQOPMHH NPH MALKMEHTH ¢ anadeT Tun 2.

He ca w3BbpLluBaHW NpoyUBaHHA 3a (papMaAKOKHHETUUHHU NeKapcTBeHH Biaumoaencteus ¢ MUPOMET:
o0aye TAaKHBA NPOYYBAHHA €A NPOBEXKIAHU € OTASJHHTE AKTHBHH BELLECTBA., CHTArJUNTHH H
MET(HOPMHH.

He ce npengpbyBa cbNbLTCTBALLA VIOTpeOa

ANKoOxON
ANKOXOMIHATA MHTOKCHKAUHSA C€ CBBHP3BA C MOBHULLUEH PHCK OT JIAKTATHA aUKA03a. OCOOSHO B C/IYHAH HA

riaayBaHe, HeIOXPaHBaHE WK YepHOAPOOHA HEROCTATHUHOCT.

HonupaHu KOHTpacTHH BellecTBa

MUDOMET Tpsabea 3a1b04HTENHO Aa € CNPE NPean WK NO BPEME HA NpoueaypaTta 3a odpazHa
NHAarHOCTHKA H He TpadBa 1a ce Bb300HOBABA 10 HAR-Manko 48 yaca chen TOBa, NpH YCNOBHE YE
ObOpeuHaTa PyHKUHMA € OLUEHEHA OTHOBO U € YCTAHOBEHO, Y€ € cTabunna (B:XK. ToOUkH 4.3 n 4.4).

KomOuHauuu, M3MCKBALLY Npeana3Hi MePKHU Npy ynorpeda

Hakou nexapcTBEHU NPOAYKTH MOraT 1a ¢ce OTpa3aT HebnaronpuaTHo Ha O1B0OpeyHaTa PyHKUKMA, KOETO
MOKE 1a YBEIWYH PUCKA OT NaKTaTHa aun103a, Hanpyusep HCTIBC, BRAIOHUTENHO CENEKTHBHM
HHXHOWTOpH Ha uuknookeurenasa (COX) [, ACE uHxunbutopu, aurnoteHsunn Il peuentopHu
AHTArOHWUCTH U AUYPETHUM, OCOOEeHO OpHMKOBH AnypeTHuH. [1pu 3anouBaHeTo nu ynotpedara Ha
TAKUBA NPOAYKTH B KOMOMHALMA ¢ METPOPMHUH € HEOOXO0AWMO BHAMATETHO NPOc/ieaaBaHe Ha

ObOpeuHaTa dhyHKIMS.

CobnbTcTRalLATA YNOTPeda HA NEKAPCTBEHHW NPOAYKTH. KOMTO NOBAWABAT OOLIHTE TPAHCNOPTHU CUCTEMU B
ObOpevnHTe TYOY U, BKAOUEHH B OBOpeUHOTO enUMHUpaHe Ha MeTHOPMUH (Hanp. MHXHOUTOPH Ha
OpraHW4HHA KaTHOHEH TpaHcnopTep-2 [organic cationi¢ transporter-2, OCT2]/mynTHnekapcTBeHHUA ¢
TOKCHH-eKCTpyaupaul npoteud [multidrug and toxin extrusion, MATE] kato paHona3un, BaHaeTaHHO,
NONYTErpaBup ¥ IUMETHAUH), MOTAT 1a NOBHILIAT CHCTEMHATA €KCNO3ULMA HA METQOPMHUH K 1a VBEAWYAT
pHCKa OT MaKTaTHa aunaosa. Tpsadea 1a ¢e oOMHUCNAT NON3IUTE U PUCKOBETE OT ChNBTCTBALLATA YIIOTpeda.
TpaGBa na ce OOMHUCN BHUMATENHO NPOCNSAABAHE HA MUKEMHYHHA KOHTPO, a1anNTHPaHe Ha 103aTa B
PAMKHTE Ha NPEenopbUUTENHATA 103MPOBKA W POMEHH B JE€UEHHUETO Ha AMadeTa, KOraTo Takuea
NeKapCcTBEHHU NPOAVKTH CE€ NpuaaraTt € HOBPEMEHHO.

[ TIOKOKOPTUKOMANTE (NPHAAraHu rno CUCTEMEH M JIOKaAEH NbT) feTa-2-arOHUCTHTE M ANy PETHLUTE
HMAT MPUCBLLO XHNEepraikeMUuHo neicreue. [launenrure Tpadea na ce vHGopmupaTt U No-yecTo A
W3MEPBAT KPbBHATA CU 3axap, OCOOEHO B HAUANOTO HA NEYEHUETO C TAKUBA JTEKAPCTBEHH NMPOAYKTH,
AKO € HeoOX0AMMO, 103aTa Ha AaHTUXUMEPIITHKEMUYHHA IEKAPCTBEH NPOAYKT TpadBa na ce ajanTHpa
MO BpemMe Ha fleYeHHe ¢ APy U JeKapcTBEH NPOAYKT H NPH HEFrOBOTO NpeKpaTaBaHe.

ACE-HHXHOUTOPHTE MOraT 1a MOHUAAT HUBATA HA KPBBHATA 3aXap. AKO € HeoOX0AUMO, 103aTa HA
AHTHXUNEPTrIUKEMHYHHA NEKApPCTBEH NMPOAYKT TPAOBaA 1a ce ananTHpa Nno BpemMe Ha JEUEHHETO ¢
APYTHA NEKAPCTBEH NPOAVKT H MPH HETOBOTO NPEKpaTABaHe.

EdexkTyd Ha ApyryU N€KapCTBECHHU NMPOIVKTH BbPNY CUTArMWOTHH
In vitro 1 KNMHUMHKTE JAHHKU OTNUCAHHK NO-100Y NPEANOAaraT. Y€ pUCKBT OT KITHHHYHO

cHTarnunThe e CYP3Ad. ¢ yyactue Ha CYP2CS. Ipu nauveHT ¢ HopranHa 6b0peqna\ whuuﬂ |
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META0ONHINBLT. BRIOUMTENHO U upe3 CYP3A4. urpae camo manka poJist B KNHPBHCA HA CHTArTHNTHH.
MeTadoH3MBT MOKE 1A UIPae No-paxKHa posis NPH STHMHHHPAHETO HA CHTAFINWNTHH B VCJIOBHA HA
OCTPO OBOPEUHO VBPEKIAHE WK TEPAUMHANHA ObOpeuna HeaocTaTbuHoceT (ThH). [Mopaan Tasm
NPHUHHA € BB3MOKHO MOLWHH HHXUOHTOPH Ha CY P3 A4 (Hanp. KeTOROHA301., HTPAKOHA30/.
PHTOHABHP. KIAPUTPOMHLKH) 14 NPOMEHAT (PAPMAKOKHHETURATA HA CHTArJUNTHH MPH NALKEHTH C
TexKO 0bOpedHo vepexkaane Hav ThH. EdexTure Ha mownure CYP3A4 vuxubutopu B ycnoBua Ha
ObOPEUHO VBpEKIaHe HE Ca OLUEHABAHH NMPH KIHHUYHO NPOYUBaHe.

It vitro npoyuBaHMs 3a TPAHCNOPTA NOKA3BAT. Y€ CUTATUNTHH € CVOCTPAT HA P-TAMKONPOTEHHA H
TpaHcnopTepa Ha oprainyHu aHnoHu-3 (OAT3). OAT3 MexnupaHHaT TPaHCTIOPT Ha CHTAFMNTHH ce
HHXHOMpa t vitro oT npodeHeUn. BbNPEKH H€ PHCKDBT OT KIHHKYHO 3HAYHMH B3aMMO1EHCTBUA Ce
CMATA 3a HUCBK. EAHOBpeNEeHHOTO NpHaoKeHHE HA OA TS HHXHOUTOPH HE € OLUEHEHO in Vivo.

Hurrocnopun: TlpoeaeHO € NPOYYBAHE 3a OLUECHABAHE HA €(PERTA HA UHKIOCTIOPHH, MOLLEH
HHXHOUTOP Ha P-FIIMKONPOTEHHA. BLPXY (PAPMAKOKHHETHKATA HAa CHTACTHNTHH, ETHOBpEMEHHOTO
NMPHIOKECHHE HA eNHHUYHA nepopanHa 103a 100 mg cutarnMnTuH M e AIMHKWYHA NepopanHa 103a

600 mg unraocnoput nosuwaea AUC u C,ux Ha CUTArIMNTHH CHOTBETHO ¢ NpHbansuTenHo 29 % u
68 %. Te3n npoMeHH BLB (PapMAKOKUHETHKATA HA& CUTAMTHOTHH HE C€ CMATAT 3a KIIMHHUYHO 3HAYHMH,
BLOpeUHHUAT KNUPBHC HA CUTAMUATHH HE € 3HAYMTENHO npoMeHeH. CneRoBaTe/iHO. He Ce 0YaKkBaT
IHAYUMH B3AHMOACHCTRUA C APVIH HHXMOUTOPHU Ha P-rIIHKONPOTEUHA.

EdexkTn Ha cHTarAMNTUH BLPXY APYIH NEKAPCTBEHH NMPOIN KTH

Hucocurr: CutarninnTud uMa cnad edert BbPNY MAa3MeHaTa KOHUEHTpaUus Ha AMrokcHH. Chen
npunaraHeTo Ha 0.25 mg NMrokCHH enHoBpeMeHHO ¢be |00 mg cUTarNnUNTHH JHEBHO B NPOABIIKEHHE
Ha 10 auu, nnaimenata AUC Ha aMrokcuH Hapactea cpeaHo ¢ 11 %. a nna3menara Cimax cpeaHo ¢

18 %. He ce npenopbusa KOpUrupaHe Ha 1o3ata TUroKCHH. B CbIUOTO BpEME. MALMEHTHTE C PUCK OT
AUFOKCHHOBA TOKCHUHOCT Tpadea na ObaaT NpocieasBaHH 3a TaKaBa. KOraTo CHTArNUITTHH W JUTOKCHH
ce npuiarat €1HOBPEMEHHO.

In vitro AaHHWTE NOKA3BAT. Y€ CHTArNHUNTHH HE NOTHCKA W He WHAYUHpa CYP450 uzoenzumure, [lpu
KIAMHUYHKW NPOYUBAHUSA CHTAMNUNTHH HE MPOMEHA 3HAUMMO (PapMAKOKHHETHKATA Ha MET(OPMHUH.
rnUOYpHA. CUMBACTATHH, PO3UTAHTA30H. BapdapyH HAW NEPOPANHH KOHTPALIENTHBU. AaBaiKH 1N VIvo
NAHHH 34 MaJIKa BEPOATHOCT OT NPEAH3BHKBAHE HA B3aUMOIAEHCTBHA Cbe ¢yOcTpaTH Ha CYP3A4.
CYP2CS8, CYP2C9 u tpaHcnoptepy Ha opraHduHu kathoHu (OCT). CutarnuntuH Moxke ga 6bae cnad
MHXHOUTOP HA P-TNHUKONMPOTEHHE il1 vive.

4.6 @epruUTeT, OPEMEHHOCT I KbpMeEHe
bpeMeHHOCT

Hama moctaTb4Ho AaHHK OT ynorpedara Ha CHTATIHOTHH Npy 6pemeHHH keHu. [TpoyusaHus npu
*KMBOTHM NOKA3BaT penpoayKTHBHA TOKCHYHOCT MPU BUCOKH 103H CHTArNUNTHH {BAK. TOUKaA 5.3).

OrpaHuueHUTe NaHKHU Npeanoeaarar. dye ynotpedaTta Ha METPOPAIMH NPH OpeMeHHH He € CBBbP3aH ¢
MNOBHULUEH PUCK OT KOHIeHHTanH# manpopMauni. [lpoyusaHuaTa ¢ MeTHOPMUH NPH SKHBOTHH He
NOKa3BaT BPeAHH €(DEKTH BbB BPb3Ka ¢ OpeMEHHOCTTA, eMOPHOHANHOTO H (PETANHOTO pa3BHUTHE.
PaXKJIAHETO WIH NOCTHATANHOTO Pa3BHTUE (BXK. CBLUO TOHKA 5.3).

MHUDOMET He Tpabea na ce nwinonisa rno ppeme Ha OPEMEHHOCT. AKO NALUMEHTRATA UCKA 1A 3adpeMeHee
HJIK KO HACTBLNKH OPEMEHHOCT. NeueHHeTo TpadBa 1a ce NPEeRpaTH W NAUMEHTKATA Aa NPEMHHE HA JIEUEHHUE
C HHCYJIUH BBbIMOMKHO HAH-CKOPO.

KbpMmeHe
He ca npoBexxaaHH NpoyyBaHHUS MPH KbpPMELLH XUBOTHH ¢ KOMONHUPAHUTE AKTHBHM

TO3H NCKAPCTBCH NPOIMVKT. an (POVHBAHHA NPOBCACIAHHN C OTINC/THUTC dhTHBHH BC

Ry - :_r | | :
CHUTarHMTHH. H METQOPMUH €& ERCKPETHPAT B MJISKOTO Ha TAKTHPALLH nbxoBe. [Ty i 2 P
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eKCKpeTHpa 8 kbpmata. CneaoratenHo MUMOMET He Tpadsa 1a ce U3NONIBA NPH KEHH. KOHTO KbPMAT
(B/K. TOUKa 4.3).

QOepTUAUTET
JIaHHHUTE OT NPOYUBAHHA MPH KHBOTHU HE NpeANoaaraT BAHAHHE BBPXY (DEPTUAHTETA HA NBIKKH M

KEHCKH TNUIBXOBE fIPH TPETHPAHE CbC CHTAMTMNTHH, JIMnceaT JaHHW Npy Xopa.

4.7 EdexTi BupXYy cnocobHocTTA 32 WOPHPAHE H padoTa ¢ MAIHHIE

MUHUDOMET He nosnusea UaH NOBHSBA NPeHEDPEKMMO cnOCOOHOCTTA 3a WOPHpaHe W padoTa ¢
MalWKHKU. B ¢cboTO Bpeme npu wodupane HAH padoTa ¢ MaLUHKU, TPIOBA 14 € UMA NPEABHI. YE NPU
CHTArAUNTHH ca AOKNANBAHKU C1yYaH HA 3AaMAUBAHE U CHHIIUBOCT.

Ocged TOBA, NaUKWEHTHTE TPAOBA Aa ¢¢ NPEeAVAPEKAABAT 3a pUCKa OT xHNorankemus, korato MUOOMET
Ce M3N0N3Ba B KOMOUHALMA CBC CVAPOHUNYPER HIIH C HHCYIIHH.

4.8 HexemaHn NeKaApPCTBEHN peakUNH

Pestome Ha npodhuna Ha 6e30nacHOCT

Hama npoBeaeHH TepaneBTHYHH KIMHHYHH npoyyBaHus ¢ MADOMET tadbneTkn. HO
OnoexsuBaneHTHocTra HAa MUDOMET e noka3zaHa npu eZHOBPENMEHHOTO NPHUIIOKEHHE HA CUTAITMITTHH H
MeT(OPMHUH (BXK. TOMKa 5.2).

Cbo0L1aBaHu ¢a CEPHUO3HU HEXKENAHMU PEAKLMH, BRIHOUNTENHO NAHKPEATHT U PEAKLIMH HA
CBPbX4YBCTBUTENHOCT, ChoOLIaBaHa € XMNOrMHMKEMHUS NMPU KoMOUHaums cbe cynaponunypes (13.8 %) uc
HHCYNHH (10.9 %).

TabAU4EH COUCHK HA HEWENAHUTE PEaRLIMH

Cumaciunnum U ienghopanin

HexxenaHuTe peakuHu ca u3idpoeHH no-ao0ny ¢ npenopvuBaHuTe oT MedDRA tepmunn cnopen
CUCTEMO-OpraHHa KnacH(purauua u abcomoTHa vectota (Tadnuua 1). Ilo wecToTa ce onpeaenaT Karo:
MHOro vectH (=1/10). yectr (=1/100 a0 <1/10). Heuectu (=1/1 000 ao <1/100). peaku (=1/10 000 1o
<1/1 000), muoro peaku (<1/10 000) 1 ¢ HeEU3BECTHA YECTOTA {OT HATHYHUTE NAHHH HE MOXE 1a Obae
HalnpageHa oOLUeHKa).

Tatanua 1: YecToTa Ha HEKETAHHTE PEAKIHN YCTAHOBEHH 1O BpeMe HA MIANe60-KOHTPOAHPAHM
KAHHHYHH NPOYMBAHNA ChC CHTATIHNTHH H MeT(GOPMHH CAMOCTOATE/IHO H IPH
NOCTMAPKETHHIOBHA ONAT

Hexkenana peakuus HecTOoTa HA HEKENAHATA peakKiHs

HapyweHus Ha KPbBTA H JIMPHATA CHCTEMA

TPOMOOLHTONEHHA Peaku

Hapymenus HA HMYHHATA CHCTEMA

PEAKLIHH HA CBPBLXUYBCTBHUTENHOCT, BRIKOYHTEMHO C HeU3BECTHA YECTOTA
aHadUNaRTHUHHK OTroBOpH*,’

Hapywensn Ha MeTab0/1113Ma N XpaHeHeTO —

NMOOCAUKEMUSA' UecTH

Hama/ieHHe Ha HKMBaTa Ha BUTaMHH B12/nednunty HecTH

Hapymemm Ha HepBHaATa CHCTEMA

CbHIUBOCT HeuyecTH




PecnupaTopuan, rpbaHu 1t MeANACTHHAJIHN

HAPYWEHIIA |
HHTEPCTHUHANHA OenoapodHa donecT C HeM3BeCTHA HeeToTa
CTOMAIIHO-YIPEBHH HAPYLIEHIA

THAPHA B HeueeTu

raneHe YecTw

pnaTyneHuMs Yectu

3anex HedecTn

OONKa B ropHata 4acT Ha Kopenma HeuectH

MOBpbLUAHE HecTu

OCTBP NaHKpeaTUT C HeW3IBECTHA HeCcToTa
daTaneH n HeaTaneH XeMOParuUueH U HEKPOTH3HpaLL C Heu3BeCTHA YeCTOTA

NAHKPEaTHT

Hapymemm HA KOZRATA H MOAKOARKHATA ThKkaH

npypHTYC HeuecTH

aHruoenem C HEeN3BECTHA YECTOTA

obpus”* C HEeW3BECTHa 4ecToTa
ypTHKapus C HEM3BECTHA YECTOTA

-

KOXEH BACKYJWT C HEeU3BECTHA YECTOTA

eKCPOTUATUBHN KOKHMU
za0onaBaHuA. BKJIOUUTENHO

cuHapoM Ha Stevens-Johnson ™
Oyno3eH neMpuront C Hewn3BECTHA YECTOTA

C HeusBeCcTHa 4eCToTA

+

HapymeHns Ha MYCKYJIHO-CKEJIETHATA CHCTEMA H
CHEANHHTEIHATA THKAH

apTpanrus - C HEU3BECTHA YECTOTA
MHANTHS C HeW3BECTHA 4eCToTa
6onKka B KpalHUUKUTE C HeW3BECTHA YECTOTa
6onka B ropba’ C HeU3BEeCTHA YecToTa
apTponaTus C HeHW3IBECTHA YECTOTA

Hapywerus Ha 60peunTe H MHKOYHATE NLTHIA

HapyleHa 6bOpetHa GyHRUMUA C HEU3BECTHA YECTOTA
ocTpa 6LOpeUHa HEAOCTATBYHOCT C Hen3BeCTHa HeCTOTA
T HeAw JaHIme peakiiim ¢ FCCHT HPIIMPAHE (10 BPCME HA DHOCTMAPKCTHHIOBOTO HACIKLICHHE.

+
Byuxk Touka 4.4.
- e
* BHATC OpOYVUBAILTO 31 OCIOMACHOCT TR OTHOILEIE Hil CBPICHHO-CBAORITA cHeTeMa TECOS no-10.n

OnucaHue Ha U30paHH HEXKENaHH peakLHu

Hsikon Hekenanu peakurn ca HadN0AaBaHKW NO-4E€CTO NPH NPOYUBaHMA 3a KOMOMHHUpaHa ynoTpeba Ha
CUTATIUIITHH H MET(HOPMHH € APYTH aHTNAHADETHH NEeKapCTBEHH NPOAYKTH B CPaBHEHHE C

NpOYyUBAHHA HA CHTATMNTHH H METHOPMUH CAMOCTOATENHO. Te BRIOUBAT XHMTOMTUKEMHSA (KaTEropus
HAa YE€CTOTA ..MHOI0 YeCTH CbC CYIPOHUNYPEA UIIH HHCYIHMH). 3anek (..HECTH CBbC

cyndoHunypes). neprudepeH OTOK (..UECTH  C MUOFAMTA30H) U rNaBoOOAME M CYXOTA B VCTATA (..HEUECTH
C HHCYNHH).

Cnae ngrmun
[1pu npoyvuBaHUs BbPXY MOHOTEpANMA CbC CHTArIMNTHH 100 Mg BeAHBLK AHEBHO CAMO
CpaBHEHHE ¢ NAALED0. CHLODLUEHHUTE HEWKENAHH PEAKLIMH €A TNABODOIHE. XHITOTIMKEMM
jaMarBaHe.



Cpea Te3H NAUUEHTH HEKENAHHTE CHOHTHA, CHOOWABAHH HE3ABHCHMO OT NPHUYHHHO-CAEICTBEHA
BPb3ka € IEKAPCTBEHHA NPOAY KT, € HECTOTA Halli-manko 5 %, BKAOUBAT MH(PEKLUHHK HA FOPHUTE
AUXATETHH NBTHILA H HA30hapHHrHT. OCBEH TOBA, ¢a CHOOLIEHH OCTEOAPTPHT H DONKA B KpaiHUUMHTE,
¢ yecToTa HedecTH (> 0.5 % no-BHCOKA Cpea YHACTHHUMTE, NONY UKW CUTArTUIITUH, OTKOJAKOTO Ta3H B
KOHTPQJIHATA rpyna).

Memchopanin

CTOMALIHO-YPEBHH CHMMTOMH €A CHOOLIABAHM MHOIO YECTO NMPH KIUHHUYHWA NPOVYBAHUSA U NPH
MOCTMAPKETHHTOBATA yNOTpeda Ha meThopMHH. CTOMALLHO-UPEBHHTE CUMIITOMM KaTO rajaeHe,
MOBpbLUAHE, 11apua, Oonka B Kopema M 3aryvda Ha aneTUT ¢e NOABABAT MO-YECTO NPH 3aMO4BAHE HA
NEYEHUETO H B NOBEUETO CNYUAH NPEMHHABAT CNOHTAHHO. JONBLAHNUTENHHU HEKENAHW PEaKLIMH,
CBbP3aHH C MET(OPMHUH, BRAKOUBAT METANEH BKYC (HECTH); NAKTATHA aun.103a, HapyLWeHHd Ha
yepHOAPOOHATA (PYHKUMA, XENATHT, YPTHKAPHA, epuUTeMa M cbplex (MHOro peakn). Kareropuute no
4eCTOTA C€ OCHOBABAT HA HaJWYHaTa MHPpopmaung B KpaTkaTa xapakTepHCTHKA Ha NPOIYKTA Ha
MeT(hOpPMHH, og100pena B EC.

[lenuaTpuyuHa nonynauus

B kauHuuHu npoyusanns ¢ MUOOMET npu neanatpuyuHi nauMeHTH Cbe 3axapeH auadeT Tun 2 Ha
Bb3pacT oT 10 10 17 roanHd NPOPUNBT HA HEXKENAHHTE PEAKUHH KaTO UAJIO € CPABHUM C TO3H.
Habnl0naBaH NpH BL3PACTHH. [IpH NeAMATPUYHK NALUEHTH. KOHTO €A MJIH HE CA HA OCHOBHO NEUYEHUE
HHCYJIHUH. CHTArIMITITHH C€ CBBP3BA C MOBULLEH PHUCK OT XHNIOINIHKEN U,

Hpoyvucane 3a oezonackocm RO omyouiene Ha cuepoeuno-cvoocanid cucmera TECOS

U3inuTBaHeTo, OLUEHABALO CHPASYHO-CHAOBHUTE PE3YyNTATH APH NeUeHHe CbC CHTArnMNTHH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), skntousa 7 332 nauueHTH, JIEKYBaHH
¢be 100 mg curarnunTUA aHeBHO (Man SO myg AHEBHO, aKO W3XOIHHUTE CTOMHOCTH HA MU3YHUCIEHATA
CRKOPOCT Ha rIoMepyaHa puntpauns (estimated glomerular tiltration rate, eGFR) ca> 30 u < 50
ml/mMuu/1,73 m2), u 7 339 naumenTn Ha nhauebo B intention-to-treat (ITT) nonvnaudsta. JgeTe nevueHus
ca 100aBE€HH KbM OOMYARHHUTE MPUKH CBHIJIACHO MeCTHHUTE CTaHaapTH 3a HbAlc n cbpaeyHo-cb10BH
PHCKOBH (hakTopu. OOLLATA HECTOTA HA CEPHOIHUTE HEKETAHU CHOMTHUA NPHU NALKMEHTH, NONYYABALIK
CHUTATJIMNTHH, € CXOAHA C Ta3M NPH NAUMEHTUTE, NOaYYaBaLLH nnauedo.

B intention-to-treat nonynauMaTa cpea NALUMEHTHTE, KOUTO H3NOI3BAT MHCYIMH WHAH cyndoHunypes

HA W3XO1HO HMUBO, YECTOTATA HA TEXKA XHNOrAUKeMuA € 2.7 Y% npu naunMeHTHTE, NEeKYBAHH CbC
CUTArMNTHH U 2.5 % npu naureHTUTe Ha NNawedo; cpea NAUWEHTHTE, KOMTO HE U3MOIN3BAT HHCYIIMH

W/ UK cyndoHUuNypes Ha U3XOAHO HUBO, HECTOTaTa Ha TeKKa xunoraukemua € 1,0 % npwu

NALMEHTUTE, JEKYBAHUN CbC cUTarnunTHH U 0,7 % npr naurenTuTte Ha naauedo. Hectorara Ha
NOTBBLPACHH CLOUTHA, OTAABAHH HA NaHKpeaTHT, € 0,3 % npu nauMeHTUTE, NEKYBAHU CbC CHTArJTHIMTHH H
0.2 % npu naumeHTHTE Ha Nauedo.

CpobuiaBaHe HA NOA03HPAHH HEXKEJIAHH PeaKkUMH
Cbo0WABAHETO HA NOIOIHPAHH HEXKENAHW PEaKLMY Ciel pazpeluaBaHe 3a ynoTpeda Ha NeKapcTBEHUA
MPOAYKT € BaXKHO. ToBa No3Bonssa 1a NMPOabiKH HAONKIEHHETO HA CHOTHOLUEHHETO NOI3a/PUCK 34
NeRapcTBeHHA NPoAVKT. OT MEIHUHHCKHTE CNEeUHANTUCTH Ce H3IUCKBA N1a ChOOLIABAT BCAKA
NOAO3HpAHA HEXKENAHA pPeaKLHa upes.
HU3nbaAHUTENHA areHuu1s no fiekapcTeBaTta
ya. .JlamsH ['pyes™ Ne §

1305 Codhus

Ten.: +359 2 8903417

veOcalT: www.bda.bg
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4.9 [Ilpeaosupane

[TpH KOHTPOIUPAHN KNHHHYHK NPOVUBAHKA CBC 3APABH VHACTHUUH C€ NpHaaraT ¢aHoKpaTHH 10341 10300
MY CHTANTHNATHH, MHHUMaNHO vabaxkasaHe Ha QTC, KOETO He ¢e CUMTA 33 KITMHUYHO 3HAUUNO, CE
HadAK01aBa NPH €1HO npoyvyBaHe ¢ a03a oT 800 mg curarnunTrH. Hama onut ¢ n1o3u van 800 mg npu
KNAHHHYHH npoyusaHHA. [pr npoyvyueanna Pasa | ¢ MHOroKpaTHO NpuiiaraHe, HAMAa CBbP3aHH ¢ 103aTa
KITUHHUYHHY HEAKENAHU IEKAPCTBEHH PEARLMU, HAONI01ABAHH APH CHTArMHNTHH ¢ 1034 10 600 mg

AHEBHO 34 neproan 10 10 111 W 400 mg AHEBHO 3a NepHOIH 10 28 qHM.

["onanmo npeaosupane ¢ MeT(POPMHUH (HAW €THOBPEMEHHO CBLUECTBYBALL PUCK OT JIAKTATHA aLKN03a)
MQOKE 14 10B€1€ 10 JAKTATHA auH103a, KOATO € CNELWEH METHLMHCKH CNyUai v Tpadea 1a ce NEeKVEa B
oonHuua. Han-epeKkTHBHHAT METO1 3a OTCTPAHABAHE HA JJakTaTa U METHOPMHHA € XeMOo,1HaIH3aTa.

[1py KNHHHYHKY npoyuBaHHa npuban3uTenHo 13,5 % oT no3aTa ce oTCTpaHaBa NpH NpoabAKasaLLa 3-
10 4 yaca xemoauvanuina cecus. [lpu npeueHka 3a KIMHMUYHA HEOOXOAUMOCT MOXKE 1a €€ TipeanpHene
MNO-NPOABLAKHUTENHA AHanan3a. He e H3BeCTHO nanu CHTArAMNTUH Ce AHANW3Upa NPY NePUTOHEATTHA
adanuia,

B cayuaid Ha npeao3upaHe e noaxoasaulo 1a ce npeanpueMar 0OUKHOBEHHTE NOATbP/KALUH MEPKH,
KaTO OTCTpaHsBaHE HA HEaOCOPOHPAHUA MaTEpHal OT CTOMALIHO-YPEBHUA TPAKT, KITHHHYHO
HaONOIEHHUE (BRITIOUNTENHO W eNIEKTPOKAPIMOrpaMa) U NP HYkKNa 3anoyBaHe HA NOATbPAKALLO JICHEHHE.

5. GAPMAKOJIOTHYHU CBOUCTBA

5.1  PapmakoaHHAMHYHN CBOICTBA

DapmakoTepaneBTHYHA rpyna: AHTHINMA0ETHA NEKAPCTBEHHU NPOIYKTH, KOMOMHALMH OT NEPOPATHH
AEKAPCTBEHH NMPOIYKTH 3a HaManseaHe HA KpbBHaTa 3axap, ATC koa: A10BDO7

MHUDOMET komMOuHUpa 18a AHTUXHNEPrIIHKEMHUYHH IEKAPCTRBEHH NPOAYKTA ¢ AONBJIBALLL CE
MEXAHHIbM Ha IEHCTBHE 3a NOIO0PABAHE HA MTUKEMHYHUA KOHTPO NPH NAUMEHTH ¢ nnabet Tvn 2;
cHTarnunTuH gocdart, amnentuaun nentuaasa 4 (DPP-4) unxubutop u MeThopMUHOB XHApOXIIOpHA,
NPeACTABATEN HA Kjlaca HAa OUrBaHUAWHHMTE.

CuTaraunTUH
Mexcanuzvar na oenicmaire
CuTarnunTuH gocdat e nepopasHO aKTUBEH, MOLLIEH U BUCOKOCENIEKTHBEH HHXUOMTOP Ha €H3UMA
aunenTtHana nentuaasa 4 (dipeptidyl peptidase-4 inhibitor, DPP-4) 3a neuenne na auaber tun 2.
HuxubutopuTe Ha DPP-4 ca knac sewecrsa, KOMTO JeHCTBAT KaTO €HXAHCEPH HA MHKPETHH. Ypes
HHXHOUpaHe Ha ewsuma DPP-4, curaranntuy nosuasa HUBaTa Ha NBa U3BECTHH AKTHBHH WHKPETHH
XOPMOHA, rMOKaroH-noa00Hua nentua-1 (glucagon-like peptide-1, GLP-1) u rnioko3a-3aBucumng
HHCYAUMHOTpoNeH nonvnentua (glucose-dependent insulinotropic polypeptide, GIP). Unkpetunure ca

HaCcT OT €HAON€HHA CHCTEMA, YHacTBALLA BbB (PUIMONOrUYHATA PeryNauus Ha rIlOKO3HATa XOMeocTasa.
Korato KOHUEHTPaUHHUTE Ha KPbLBHATA 3axap ¢a HOpManHU WnH nosHwenu, GLP-1 4 GIP 3acuasar

CHHTE3a H OCBODOKNABAHETO HA MHCYIHH OT NaHKpeaTHUHHTE OeTa-kneTkd. OceeH Tosa, GLP-1

HAMAIABA CEKPELMATA HA [NIOKATOH OT NAHKpeaTHUYHHUTE anda KneTkK, BOAeHKH 10 HaAMaNeHO
MPOW3BOACTBO HAa YepHOApoOHa rnoko3a. Korato HUBaTa Ha rMKOKO3a B KPbBTA €A HUCKH,
0cBOOO1aBAHETO HA MHCYJIMH HE Ce CTUMYIUPA H CEKPELIMATA HA MNIKOKATOH HE C€ NOTUCKA.

CHTarinnTuH € MOLLEH U BUCOKO CEJIEKTUBEH HHXHOMTOP Ha eHn3uma DPP-4 u He nuxubupa cxoaHuTe

no cTpyKTYpa eH3umu DPP-8 uan DPP-9 g TepaneBTU4HH KOoHueHTpauHH. CHTAarAMNTHH ce 2N \:\
pa3iv4aBa no XUMHUHA CTPYKTVPA U papMaKoNOrHUHO neificTBHe OT aHano3uTe Ha GLP- f ﬁo
CYNPOHUNY PEd HAU MEMUTHHHAU, OUrBAHWIANHU, ATOHUCTH HA AKTUBHUPAHHUA OT NEPOK

nponugepatopa rama-peuentop (PPARy ), anda-rnroko3naazHu MHXUOUTOPH # anano
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nosHllasa akTHeHata W odwara GLP-1 koHueHTpauna B ¢XoaHa cTeneH. EanoBpemeHHOTO npunarane
HA CHTATAHNTHH W METHOPMUH HMA aauTHBEH edierT BbpXY akTHBHATA GLP-1 KoHuenTpaums.
CUTAraunNTHH, 3a paznsKka OT MeTGOPMHUH, NoBUWwaea akTUeHaTa UIP KoHUeHTpaums.

Kountuuna edhuracnocn i 0e30naciocm
KaTo uano, cuTariMnTHH No100PsaBa FIHKEMHYHHUA KOHTPOJ, KOrato ce U3M0i3Ba KaTo CAMOCTOATENHO
HAH KOMOHHHPAHO JieUeHWe NPH BBL3PACTHH NAUMEHTH ¢ nHadeT Tvn 2.

[TpH KAUHHYHHM NPOYUBAHHMSA, CHTATTMNTHH KaTO MOHOTEpanua NoA00pasa rMUKEMHYHHUA KOHTPON

ypes 3HAYMTENHO HaManieHHe Ha xemorioOHH Alc (HbAL) ¥ raoko3aTa Ha rnanyo v cnen xpaHene.
HamanerneTo Ha naa3medaTa rintokos3a Ha raaaHo (I1'T) e HadnoaaBano Ha 3-ta ceamuua, mbpeaTta
BpeMeBa TOUKa, B koATo € usmepeHa [1I'T7. HaGnronaganaTa yectora Ha XHNOMNUMKEMHSA NPH NALIKEHTH,
MEKVBAHH CbC CHTAMTUNTHH € NoA00Ha ¢ Ta3u NpH nnauedo. TeaecHOTO TErno He €€ € VBEAHUKIIO
CIIPAMO M3IXOJIHHTE CTORHOCTH NPU A€REHUE CbC cHTArNMNTUH. HabnioaaeaHo € norodpeHye Ha
CYPOraTHUTE Mapkepu Ha (PYHKUHOHMpaHe Ha OeTa-KneTkuTe, B Tosa yncio HOMA-B (XoneocTaseH
MOJET 3a OUCHKA-[3), CLOTHOLEHHETO Ha NPOHHCVIIMH KbM HHCVJTHH M NMOKA3aTENUTE 38 PEAKTUBHOCT Ha
OeTa-KNeTKHTE MPH TECTA 3a TOJNIEPAHTHOCT [PH YECTO JJaBAHE HA XpaHa.

[MpovuyBaHUA CHC CUTAMIUNTUH B KOMOWHAUKNSE ¢ MET(POPMUH

[Mpu 24-ceaMUUHO NNaUEedO-KOHTPOIHPAHO KIMHMYHO NPOYUBAHE 3a OLEHKA Ha e(pUKACHOCTTA H
Oe3onacHocTTa NpU a00aBaHe HA cuTarnunTHH 100 My Be1HBK AHEBHO KbM CbLLECTBYBALLD EUEHHE
¢ MeT(OPMHH, CHTArTUNTUH OCHIYPABA 3HAYUTENHO NONOOPEHNE HA MNTHKEMHYHHTE NapaMeTpu B
¢cpaBHeHHe ¢ nnauedo. [TpoManaTa cnpaMo WIXOAHHTE CTOHHOCTH Ha TEIECHOTO TEr10 € NoaodHa npu
MNAUKUEHTH, IEKYBAHU CbC CUTAMNUNTHH cnpamo nnauedo. [Ipu Ttosa npoyvusaHe MMa N0a00HA HeCTOTA
HA CAY4AaW HA XHOOCNUKEMHS NPH NAUKEHTH, TEKYBAHH ChC CHTAMTMNTHH HAH N1auedo.

[Tpu 24-cenrmMuHO Nnauedo-KOHTPONHPaHO PAKTOPATIHO NPOYUBAHE HA HAHANHO JIEYEHUE,
cutarnnnTuH 50 mg 18a NbTH AHeBHO B KomOuHaums ¢ meTdopmuH (500 mg waun 1 000 mg nea nbvTH
THEBHO) €€ NOCTUTA 3HAYUTENTHO NONOOPEHHE HA TMHUKEMHYHUTE NapaMeTpH B CPABHEHHE ¢ BCAKA
MOHOTEpanua. HamaneHHeTo Ha TeNeCHOTO Terno nNpy KOMOUMHALKATA CUTATTHNTHH H MEeTHOPMUH €
noa00HO HA TOBA HAOMOAABAHO MPH METHOPMUH CAMOCTOATENHO HAM Nhauedo; HAMA NPOMAHA
CMPAMO HU3IXOAHHTE CTOHWHOCTH NPU NAUMWEHTHU HA CHTArMNTHH CAMOCTOATENHO. HecToTaTa Ha
XHNOrAUKEMUS € N10100Ha cpea NeKYBaHHTE MPYIX.

[IpoyusaHe CbC CHTAMIUNTUH B KOMOWHALMA ¢ METHPOPMHH H CYNPOHHNYPES

24-ceaMUHO NAAUEOO-KOHTPOIHPAHO KIWHHYHO NPOYUYBAHE € MJAHUPAHO 1a OUEHH e(pUKaCcHOCTTA U
O0e3onacHocTTa Ha cHTaraunTHH (100 mg BeaHbK THEBHO) NPHOABEH KbM [JIUMENHUPUA
(CAMOCTOATEAHO HAH B KOMOUHaUMA ¢ MeTPOPMHUR). JoDABAHETO HA CUTArTUNTHH KbM INTUMENMHPHA U
MeTHOPMHH, OCHTYPABA ZHAMHTENHO NOAOOPERUE HA TAUKEMUUHHTE napaMeTpu. TlauMeHTHTe,
NeKyBaHH CbC CUTAMIMNTHH UMAT ¢nabo nosHweHUe Ha TenecHoTo Terno (+1.1 kg) B cpaBHeHHE ¢
Te3HU, NoavvaBaiu nnauedo.

[IpovuBaHne cbe cuTarnunTuh B komMOuHauua ¢ methopmud v PPARY aroHuct

26-ceAMHUHO NAAUEBO-KOHTPONHUPAHO NPOYUBAHE € NPENHAZHANEHO 1A OUEHH e(PUKACHOCTTA U
be3onacHOCTTa HA cHTArAMNTHH (100 mg BeAHDBAK AHEBHO), 100aBeH KbM KOMOUHAUUA HA
MUOrNUTA30H Kk MeTdhopMmuH. [JoOaBaHeTO Ha CUTArTUNTHH KBbM MHOTMHTAZOH H MeT(OPMHH,
OCHUFYPABA 3HAYHTESIHH MOAO0OPECHHSA HA TNHKEMHYHHUTE napaseTpu. [TpoMaHaTa B TEAECHOTO TEMO OT
H3XOAHO HHBO € N0100Ha HA Ta3H NPH MALHEHTH, JIEKYBAHH CbC CHTArJIHNTHH, B CPaBHEHHE C

MO riauedo.

[IpovuBaHe HA CHTArAUNTHH B KOMOHWHALKA C MET(IOPMHH M UHCY/IHH

24-ceAMHMHO M1aUe00-KOHTPONMHPAHO KIMHHHYHO NPOYYBAHE € Npe1Ha3HauYeHo aa oue
epeKkTHBHOCTTA M Oe3onacHoCTTa HAa cuTarnHNTHH (100 my BenHbK AHeBHO) NodaBeH
(npy cTadunna n03a 3a Hai-manko 10 ceaMuLM) ¢be A 6e3 MeTPOPMHH (HaAH-MaNKo
MALUMEHTH, NPHEMALLN TIPEIBAPUTEIIHO CMECEeH HHCYIIMH, cpeaHaTa nHeBHa 1o03a e 70,9
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NALUHEHTH, NPHEMALLY HECMECEH NPEABAPHUTENHO {MEKAHHEH/ NPOABIKHUTEAHOACHCTBALL ) HHCYTHH,
cpenHarta aHesHa a03a € 44,3 U/anesHo. [laHHuTe 0T 73 % OT NALHEHTHTE, KOWTO ca NpHEeMany
MeTOPAIMH ¢a npeacTtaseHn B Tadbnuua 2. JlobaBAHETO HA CUTArNKNTHH KbM HHCYTHH OCHIYPABA
IHAUHTEAHO NOJAOOPEHHUE HA MTUKeMUUHUTE napameTpy. Hama 3HauHTenHa npossaHa B TEAECHOTO TEro

OT M3XOAHOTO HHBO B JIBETE FPYMH.

Tadoauua 2: Pesvarati 3a HbA . npu niiauefo-KOHTpOAHPAHH NPOYHBAHIA ¢ KOMONUHNPAHO
Jeuqense Che CHTAMIHNTHH H MeThopmnu™®

Cpeaun Kopurupana, cnpamo

. CpeaHa npoMsaHa
IMpoyusane CTOHHOCTH PeA P

CNPAMO N3X0AHO naauedo, cpeana
, ) .
HA HIXOQHO HusoHDbA . (ﬂ/h) MPpOMAHA HaHbA,. ( /{I)

nnBoHbA, (95 % C1)
(Vo)

Curarauntud 100 mg
BENHDBK JHEBHO, . 0.7+

8.0 -0.7
nobaeeH KbM (POHOBA (-0.8, -0.5)
Tepanus ¢ MeETHOPMHUH'
(N=453)
CuTtarnuntun 100 mg
BEHDBXK JHEBHO. | 0.0%
106aBeH KbM (hOHOBA 8.3 -0.6' (-1.1. -0.7)
Tepanua ¢ FNUMenupu.I
+ MET(POPMHH’
(N=115)
Curarnuntud 100 mg
BEHBK THEBHO nodaBeH .- -0.774

8.8 2
KbM (POHOBA TEpParug ¢ (-1.0, -0.5)
NHOIIHTAZO0H +
METHOPMHUH
(N=152)
Cutarnuntuxd 100 mg
B, THDK AHEBHO, . -0.5%+

~ 8.7 -0.7°
nodapeH KM (POoHOBA (-0.7, -0.4)
Tepania ¢ HHCYJNHH +
MeT(POPMHH "
(N=223)
Ha4yanHo neueHue
(1BA NbTH JHEBHO)
cuTarnunTHH 50 8.8 -1.4°
mg + MeTPhOPMHH
500 mg (N=183)
HauanHo neuenue
(1Ba MbTH AHEBHO); | L
curarndnTud 50 mg 8.8 -1.9° ('_',) 3.-1.8)
+ meTdopmuH 1 000 T
mg (N=178)
*Tlonv Qi ara o1 BCHURH ICKY BAl DA ICHTH (Intention-to-treat (i, s,
" Hafi-Ma IKHTC CPOUIH KBLIPATH ¢ KOPHIHPRHN CHPSMO CTATY Cit HPH TIPEXO, THOTO ATHN HIICPI MK HYTIO J1CUC])
E'I'L‘Iﬁllﬂﬂ'l"l'i.l FLEE HING L0 HETRY),
*p< 0L001 B CpaBiRiHe ¢ ILKHICOO HITH ILIAHCO0 + EOMOHHHPAHO JCHCHH,
.' HbA . (%) 1a 24-1a ce/muna.
HbA . (Yo} Ha 2012 ceTMUIL.

S RATYESARINIIES CPCLHTT KBALIPATH Ca KOPHIHPUNHH 3 }'Ill'l"l'pl.‘ﬁil'l"ﬂ Ha HERCNCLTEH TP BECSHITA I (HDU.'HHIDII'I'E.'I
HCCMECCH TIPS IBAPHTC.THO [ MOA THICH 1LIH PO TR KT INO WTICTBANL]) HOIINQ IO CTOIHOCT.
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[Tpu 52-ceaAMUUHO NpoYyUBaHE, CPABHABALLO SPHKACHOCTTA U 0R30MACHOCTTA NPH 100aBAHE HA
curarnunTuH 100 my BeAHBLK AHEBHO MW FMHMH3WA (CVHPOHUIVPEA) NPH NALUEHTH

C HEZOOBP MUKEMHUEH KOHTPOA NPH MOHOTEpPanKA ¢ MeThOPMUH, CUTATAHMNTHH € NOA00eH Ha
rnunuina npu nouuxkasaHeTo Ha HbAlc (-0.7 % cpeaHa npoMsHa cripaso WiX0IHUTE CTOHHOCTH npes
ceamuua 52, cbe cpeana ctoiHoct Ha HbAlc ot npubaniutenroe 7.5 % e agete rpynu). Cpeanara
no3a MHNK3KA W3N0A3BaHa B rpynaTa 3a cpaHeHue € 10 mg adesHo kaTo npudaninTenHo 40 % ot

NAUMEHTUTE Ce HVKAAAT OT A03a FMUNU3KA £ 5 M/ AHEBHO NO Bpeme HA npoyyusaHeTo. Odaye, nopeye
NALUWEHTH OT rPYNATA HA CUTATNHITHH €A MPEKBCHANK NMOPaaH aunca Ha ePUKACHOCT, OTKOAKOTO B
rpynata Ha raunuina. [auneHTHTe NeKyBaHKU CbC CHTArAHNTHH MNOKA3BAT 3HAUWTENHO CPEAHO
MOHHAKEHHE CTIPAMO HINOAHWTE CTOWHOCTH Ha TesteCHOTO Terno (-1.5 kg) 8 cpaBHeHHe Cbe
IHAYMTETHO MOKAUBAHE HA TEMNOTO NPH NAUMEHTH nonyuasanu raunniKa (+1.1 kg). B Tosa
NPoyVYBaHE, OTHOLLIEHHETO MPOHHCYJIMH KbM HHCYJIHH, MapKep 3a e(PeKTHBHOCTTAa HA HHCYIHHOBKA
CHHTE3 U ocBoDOXKAaBaHE, ce NOIOOPABA CHC CHTAMNMUNTHH M CE BAOWABA NPU JIEHEHKE C MTHMH3IKI.
YecToTaTa Ha XHMOrIHKEMHUA B rPpyNaTa Ha cUTtarnunTvH (4,9 %) € 3HAYUTENHO NO-HHUCKA OT TA3H B
rpynata Ha raunusna (32,0 %).

24-ce AMUYMHO NNALEOO-KOHTPONHPAHO KNMHUMHO NpoyUBaHe, BRAKOUBaLLO 660 nauneHTH €
NpeaHa3HAYeHO 12 OUEHH €(PUKACHOCTTA BOACLIA 10 HAMAIABAHE HA MHCYJIMHOBHTE 103H M
OezonacHocTTa Ha cuTarnunTrH (100 mg BEAHBK THEBHO), KOraTo € NpudaBeH KbM MHCYIIWH FJTapXKHH
¢bC UK 6€3 MmeThopmuH (none 1 500 mg) no epeMe Ha UHTEH3H(DPHULUPAHETO HA MHCYIHHOBATA
Tepanua. [1pn naureHTH, npuemallui MeTHOPMHUH, H3X0AHAaTa cToiHocT HAa HbA). € 8.70 % u
HauanHaTa 103a HHCYIHH € 37 IU/aHeBHO. TTauneHTHTE ca MHCTPYRTUPAHHK 1A TUTPUpAT TAXHATA 1034
MHCYJTUH FAAP>KHH Bb3 OCHOBA Ha CTOHMHOCTUTE HA KPBLBHATA 3axap Ha rN1aaHO, H3MEPEHH YPe3 KPbBEH
TecT ¢ vOoxKnaHe Ha npweTa. [lpu naumenTute, npuemawu MeThopmuH, Ha 24-Ta ceamuua,
yBEAHYABAHETO HA AHEBHATa 103a UHCYAHH € 19 [U/aHeBHO npn nauMeHTH, 1eKVBaAHK CbC
cuTarnunTuH U 24 [U/aneBHo npu nauneHTH Ha nnauedo. [ToHuxasaHeTo Ha HbA . npu naunenTH,
NEKYBAHH CbC CUTAITUNTHH, METPOPMUH U UHCYIHH € -1,33 % B cpaBHenue ¢ -0,90 % npu nauneHTH,
neKkyBaHH ¢ nnauedo, MmeThopMHUH U HHCYITHH, palnuka oT -0,45 % [95 % Cl: -0,62; -0,29]. HecToTaTa
HA XHNOTJIMKEMHA € 24.9 % npH MauMeHTH, TEKYBAHHU CHC CHTArNMUNTUH, METMOPMUH U UHCYHH
37.8 % npu naureHTH, 1eKyBaHHU ¢ nnauedo, MeTPOPMHH H HHCYIIHH. Pa3zauKkaTta ce AbNKH OCHOBHO
Ha NO-BUCOKHA NPOUCHT NAUMEHTH B rpynaTa Ha niauebo, uinutanu 3 uau noseuye enu3ona Ha
xunoraukemus (9.1 cnpamo 19,8 %). Hama pasnuka B uectoTaTta Ha TEKKa XHMOMIHKEMHUA.

MeTdopmuH

Mexanirze i na oenicmatie

MeTgopMHH € GHrBaHHIAHH ¢ AHTUXHNEPTAUKEMHUYEH eeRT, NOHMXKaBaLLL KakTo DalanHara, Taka H
na3sMeHaTa rfioKo3a ¢jieq XpaHeHe. TOH He CTUMYIMPA HHCYJIMHOBATA CEKPELUA H CIETOBATEHO HE

(IPEINIBHRA XHITOTTUKEMHAL.

MeTgopMUH MOXKe 1a I€HCTBA MO TPH MEXAHW3IMA:
- Ype3 HaMansBaHe NPOAYKUMATA HA 4EPHOAPOOHA rNIOKO3a Ype3 HHXHUOHUpaHe Ha
FKOKOHEOreHe3aTa W NIHKOreHONr3aTa
- B MYCKYJIMTE, Ype3 YMEPEHO MOBHLIABAHE HA WHCYJIMHOBATA YYBCTBHTENHOCT, NOAOOpABANKH
nepudepHOTO NOeMaHe W YCBOABAHE Ha INIOK03a
- ype3 3abaBAHe HA a0copOLMATA HA MMKOKO3a B TBHKUTE Ye€pPBa

MeT(hOpMUH CTHMY/TUPA BbTPEKJIETbUHUSA CUHTE3 HA MIMKONeH Upe3 Bb3AEHCTBUE BbPXY [JIHKOIE€H
cuHTeTazata. MeT(hopMUH NOBULIABA TPAHCTIOPTHUA KAMAUMTET HA CNEUHPHUHH THNOBE MENMOpPAHHH
TpaHcnoprepH Ha rntokosata (GLUT-1 v GLUT-4).

Kuntmana ehunacnocm u desonacnocm

[pu XopaTta, HE3aBUCHMO OT ACHCTBHETO CH BLPXY FHKEMHATA, METPOPMUH HMa O
epeRTH BBPXY TUNHAHMA MeTabonn3bM. ToBa ce 10Ka3Ba NPH TEPANEBTUHH KOHLEHTRA
KOHTPOJNMPAHH KIHHUYHH MPOYUBAHHA CBC CPEIHA NPOTBIKHTEIHOCT WK TbArocpQH i h.?_mHMHfir *
npov4eaHua: MeTGOPMUH Hamanasa odwmna xoiectepost, LDLe v HuBaTa Ha Tpuriu Hﬁ"@ L SERGY *




[MpocnekTuBHOTO panaomuznpado (UKPDS) npoyusaHe € yvcTaHOBHAO ABAMOCPOHHATA NOM3A OT
HHTEH3HBHHA KOHTPOM Ha KPBBHATA 3aXxap NPy 14a0eT Tvun 2. AHANH3IBT HA PE3VATATUTE MPH
MALMEHTHTE C HAAHOPAIEHO TEMI10, NEKYBAHU € MeTPOPMHH clied HEVCNEX ¢ THETA CaMOCTOATEAHO
MOKA3BAaT:
- 3HAUMUTETHO HANMAJNEHHE Ha a0COMIOTHUA PUCK HA CBBLP3AHHUTE ¢ AHA0ETA VCAOKHEHUS B rpynaTta
Ha MeTdopMuH (29,8 ¢cpOuTHa/1 000 NnaUMEHTOrOANHH) CAPAMO AHETA CaMOCTOSTENHO (43.3
cbOuTHa/l 000 naunenToroanuu), p=0,0023 v cnpamo rpynuTe Ha KOMOHHALIUS CbC
cyadoHuaypes u MoHotepanusa ¢ UHCYAUH (40,1 cuduTua/l 000 nauneHntoroauum). p=0,0034
- 3HAYMTENHO HAMAaNeHHe Ha aDCOMIOTHHA PUCK OT CBbP3AHATA C AHADET CMBPTHOCT: MET(POPMUH
7.5 ¢cvOnTHa/l 000 nauMeHTOroaMHM, aeTta camocToaTenHo 12,7 cudutua/l 000
MauMEHTOroaunu, p=0,017
- 3HAUMUTEMHO HAMANIEHHUE HAa a0COMIOTHUA PHCK OT odLlaTa CMbPTHOCT: MeTHhopMKHH 13.5
cbouTHA/1 000 nauneHTOroAMHH cnpamo aueta camoctoaTesnHo 20.6 ¢cvdutua/l 000
nauHeHTOroAMHH, (p=0.011) v cApsaMO rpynuTe KOMOHHUPAHA CVI(MOHUAVPES H MOHOTEPANHUA ¢
nHcyauMH 18,9 cuouTHs/1 000 nauvenToroauum (p=0,021)
- 3HAUYHUTENHO HaMalleHHe Ha a0COMIIOTHHA PHCK OT MHOKAPAeH HHBAPKT: MeT(hOopMuUH 11
cbOuTHE/l 000 naumeHTOroAMHM, aAMeTa caMmocToaTenRHo 18 ¢uduTrd/l 000 nauneHTOroaHHH,

(p=0.01).

TECOS e panaomusupano npovusaHe npu 14 671 nauneHTH 8 Intention-to-treat nonynauuxara ¢
HbA,. > 6,5 10 8.0 %. ¢ YCTAHOBEHO CHPACUYHO-CBHIORO 3a00NIABAHE, KOMTO NOAYYABAT CHTAMTHITHH
(7 332) 100 mg nHeHo (Maun 50 mg NHEeBHO, aKO W3XoAHHTE cToHOCTH Ha eGFR ca> 30 m

< 50 ml/mun/1,73 m°) unun nnaue6o (7 339), 106aBeHH KbM OOHUARHHTE TPHAKH CbINACHO MECTHHTE
cTanaaptH 3a HbA . v copaeuHo-cba08u puckosu daktopu. Maunentn ¢ eGFR < 30 mi/muu/1,73 m-
HE ¢a BKIKOUYEHHW B npoyuBaHeTo. M3cneasanara nonyaaung srarousa 2 004 nauMeHTH Ha Bb3pacT

> 75 roanmnd W 3 324 nauuentu ¢ 6u6peqHo yepexaane (eGFR < 60 ml/mun/1,73 m-).

[lo sBpeme Ha npoyuBaHeTO, obLaTa U3uMUCieHa cpeaHa pasnuka (SD) B ctoliHocTuTe Ha HbA | Mexay
rpynuTe Ha cHTarnunTuH U nnauedo e 0,29 % (0,01), 95 % CI1 (-0.32, -0,27); p < 0.001.

[TbpBryHaTa KpaiiHa TOYKA NO OTHOLWIEHHE HA CHPASYHO-CBI0BATA CHCTEMA € CbCTAaBHA OT NMbpBaTa
MOABA HA CHPACHHO-CHAOBA CMBLPT, HeaTalleH MHOKapAeH HHPaPKT, HedaTaleH HHCYIT HAU
XOCMUTAAM3AUHA Topaiu HecTaOHIHA CTeHOKapaus. BTOpHUHKUTE KpaitHH TOUKHK N0 OTHOLUEHUE HA
CbpPACUHO-CHAOBATA CHCTEMA BRKIIOYMBAT NbPBATa MOABA HA CHPAEHHO-CBAOBA CMBPT, HeaTaneH
MUCOKAPAEH HH(pAPKT HAU HedaTaneH HHCYT, MbPBATa NOABA HA HHAKHBHAYAIHUTE KOMNOHEHTH Ha
NbPBUYHATA CBCTABHA; O0LUA CMBPTHOCT W NOCTIMTANIU3ALMK NMOPAIH 3aCTOHHA ChpacHHa
HEQOCTATBYHOCT.

Cnen npocneasBaHe ¢ MeIHaHa Ha NPOABAXKHTENHOCT OT 3 FOAMHH, CUTArIMITHH HE MOBHUIABA PUCKA
OT FOJIEMH HEXKENAHU CbPACHHO-CBHA0BH ChOMTUSA MK PUCKA OT XOCTUTANU3ALHA NOPAAH ChpaeUHa
HEAO0CTATLYHOCT, KOraTo ¢e 100aBa KbM OOMUAMHUTE MPUXKK NPH NAUHEHTH ¢ 1MadeT TN 2 B
cpaBHeHHeE ¢ 0bnuainuTe rpuxu 6e3 cutarnunTrH (Tabauua 3).
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TaGanua 3: Yeetorn Ha ROMOUHUPAHH CHPALYHO-CBXOBN Pe3YATATH H HA KAKYOBHI BTOPHUHII
pe3vaTaTH

Cntaranntun 100 mg Mhauedo
Hectora Ha YecToTa
100 Ha 100
NAUHEHTO- NAUNEHTO
roanun® roannn*
KoediuunenT
N (%) N (%) HA PHCKA p-cToitHOCT'
(95% CI)

Anaaini e Intention-to-Treat nonyvaaunaTa

bpoil nauneuT 7.332 7.339 JOX (0.89-1.08) <0001
Cutaranntuu 100 mg {laauedo
YecrToTa HYecToTa
Ha 100 Ha 100
NAUHEHTO NALHGHTO
reAHp* roaMHu™
KoeduuneHT Ha
N (%) . | N (%) pucka (95% p-cToiiHocT’
[ILpBiHYHA CLCTABHA Kpaliua Ch
TOMRA
(ChpIICHHO-CL OB CMBPT,
Hedara e MHOKAP, 1eH HTHpapRT, 839(11.4) H.1 851 (H1.6) | 4.2
HEMATLICH HHCY IT I
NOCHHTLTHIALUMA, NOPLLH
HCCTAONL HIQ CTCHOKAP, tH3 }
Bropuuna cheTaBHa Kpaliva
TOYKA
(B PIICUER=Ch, LOBL CAMLPT,
”c{l}ﬂ*]‘ﬂ_m“ MHOKApeH HIH'HIPHT 745 { “.l.:} 3.0 746 ( |{12] 3.0 N).OY [“.3"‘)—] A1) <00 |
LI HCITAICI HHCVIT)
Bropuyed pelyatar
Cpi1euno-ch, o8 CMbpT ROy 1.7 366 (5.0} 1.7 1.03 (0.89-1.19) |ll.?1 I
BCAKAKDS BIL MHOKAP,ICH)
nidaper (Paraden v neduaraien) | 3001 L4 | 316(4.3) 1.5 .95 {0.81-1.11) ). 487
Besikaksn 8L ey (paracict 178¢2.4) (L8 183 ¢(2.5) 0.9 .97 (0.79-1.19) |ﬂ.76“
1t HedaTd.1CH) | L
NOCHITTL I UNS OPLH
HECTIOH THA CTCHOKAP LS 116 (1.6} K5 [20(].8) .6 .90 (0.70—-1.16} i{l.-lllJ
CMBPT NOPLIH BCAKAKBA 547(7.5) P.5 S37(7.3y | 2.5 L (0.90-1.14) 875
(AT _
NOCHHTA 3L, nOPA1H 228¢3. 1 (L. 229(3.1) ] 1.OO{0.83-1.2(h  [0.983
ChP U HEIOCTA LY HOCT

* Hecrorara na 10O natmetroroamnin ¢ supneiiena karo 100 x (odwms opoii gatmcirn ¢ 2 1 ¢uOurne no gpeste na

0TS CTHNHA HCPHO T N CKCHOBHLLS COPAMO OGHLHA PO LEIUHSHTOO IHITH Hit HPOC. I IABALC).

" B3 ocnora 1a voce.n Ha Cox. CrpaTHgHIIpan no periol. 3a CLCTABHITE KPAliHE TOUKH, P-CTOHHOCTHTC CHOTRCTCTRNT Ha
TCCT 3 NCHAPCPHOPIIOCT, THPCCUL 1A HOKAARC, Y¢ KOCPHUHCHTBT 1 PHCKD ¢ HO-MUILE o1 13, 3 genssn apy ro spaiisin
TOUKH P-CTOHHOCTHTS CLOTBCTCTRAET HA TCCT 3 PASIHKHTS B KOCPHIHCHT 11 PHCKIL.

* AHLINSBT HA XOCHHT I 3LNs T HOPL L ChPICYHR HEIOCTATBUHOCT ¢ KOPHIHPII 3 AHANMHC0 30 ChP ICHEL

HU OCTATRYHOCT 1 HINOEHO HHBO,

[TeanaTpHyHa nonyvaauus
EsponeiickaTa areHuMs no nexapcTeata ocBod0®AaBa OT 33, Tb/HKEHUETO 32 MPEAOCTABAHE
pesyaratiTe ot npoyusaHuaTa ¢ MUDOMET sbB Bcuuky moarpynu Ha neanaTpUuHa
CBLC 3axapeH AHadeT Tun 2 (Bxk. Touka 4.2 3a HdopMauus OTHOCHO ynoTpeda B nen

be30nacHOCTTa W epUKacHOCTTA NpH 100aBAHE HA CHTATTHNTHH NMPH MEIHATPHUYHM
sb3pacT oT 10 10 17 roanuu ¢ nHadeT THN 2 U HEANEKBATEH MJIHKEMHUYEH KOHTPO

. ' f:‘“’ .
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HJIH O€3 HHCVIJIMH, Ca OLUEHEHH B J1BE NPOYUBAHHA 3a NnepHoa 0T 54 ceamuuu. JloGapaHeTo Ha
CHTAMAUNTHH (MPHIOKEH KATO CUTATNTUNTHHEMETGOPMUH HAW CHTACNHNTHHAMET(POPMKH ¢

v bKEHO ocBoOoxk1aBaHe (extended release, XR)) € cpaBHeHO ¢ 100aBAHETO HA NAAUEOO KbM
MeT(HOPMUH WITH

meTdropaiiH XR.

Makap 1 2a ce TeMOHCTPUPA NPEBB3IXOICTBO NO OTHOWEHHE NOHKHKaBaHETO HA HbA . 3a
cuTarnunNTUHHMeTGopMHH/ cHTarNnUNTUHTMETGOopMHH XR Han meTdhopmuH Ha ceamuua 20 npu
COOPHHA AHANU3 OT TE3W ABE NPOVUBAHHSA, PE3VATATUTE OT OTACAHUTE NPOYVUBAHHA Ca HECHBMECTHUMM.
OceeH TOBa, He ¢e HadK1aBa NO-BUCOKA ePUKACHOCT Ha
curarnunTuH+meThopMuH/cuTarnnnTHHTMeThopMmuH XR B cpaBHeHue ¢ MeTdhOopMHH Ha ceamuua 54.
Cnenosatenno, MUOOMET He Tpabea na ce w3nosa3sa NpH neaHaTPHUHH NaLKMEHTH Ha Bb3pacT oT 10
10 17 roaMHM nopaau HeI0CTaTbyHa €PHKACHOCT (BK. Touka 4.2 3a HHGpOPMAUKUA OTHOCHO yNoTpeda B
neaHaTpuAaTa).

5.2 DapMaKOKIHHETHYHH CBOICTBA

CneaHuTe JaHHHW NOKA3BAT (PaPMAKOKHMHETHUHHTE CBOMCTBA HA OTAS/IHUTE AaKTHBHH BELUECTBA Ha
MUDOMET.

CuTaraunTuH

Aocopotis

Cnea nepopanHo npuaoxenue Ha no3a 100 mg Ha 3apaBHM YYACTHHLUH, CUTAMHIITHH OBbP30 ce
abcopOupa, ¢ 10CTUraHe Ha NMKOBH NMJIA3MEHHN KOHUEHTpauru (MeanaHa T} 1 10 4 yaca cnen
npunokeHUeTo, cpeana naasmena AUC na cutarnnntus 8.52 nMrehr, Cyi 950 nM. AbBconotHaTa
OHOHAIMMHOCT HA CHTArJIMNTHH € NPHOAUIUTENHO 87 %. Tbil KaTO NPUEMAHETO HA CHTArIMNTHH
eJ1HOBPEMEHHO ¢ 6OraTa Ha Ma3HHHHW XpaHa He NOBAUABRA (PAPMAKOKUHETUKATA, CUTAMTHNTHH MOKE 1A
c€ MpuJiara ¢ uaM de3 xpaHa.

[Thasmenata AUC Ha ¢cHTarAMnTHH ¢e NOBULUIABA MO 034 NPONoOpUHOHANEH HavuH. /lo3a-
NPONOPUHOHANHOCT He € YCTAHOBEHA 38 Coiax H Coavaea (Cinax €€ NOBHLIABA MOBEYE OT A03a-
NPONOPUHOHATHO, @ Caypuea €€ YBEAHYABA NO-MAJIKO OT J03a-NPONOPUHOHANHO).

Pasnpeoeienne
CpeanuaT 00eM Ha pa3npeacieHUe B CTAUHOHAPHO CHCTOSHHUE CNEM €1HOKPATHA HHTPABEHO3HO
npuamikeHa g1o03a ot 100 mg cuTaravnTHH Ha 34paBH YH4acTHUUM € npudauzutenHo 198 autpa.

®pakuuaTa CUTarAMNTHH 0OpaTHUMO CBbpP3aHa C NNa3IMEHHUTE NPOTEeHHU € HUCKa (38 %o).

Buompancihopriatyis
CHUTArAUNTHH €€ €NUMHHUPA OCHOBHO HEMPOMEHEH ¢ YPHUHATA, a METADONH3MBT € BTOPOCTENCHEH

nbuT. [pudauzntento 79 % OT CUTArMMNTHH C€ EKCKPETHUPa HEMPOMEHEH B VPHHATA.

Cnen nepopanua ao3a [*Cleurarnuntun, npudausutendo 16 % o1 paaHOaKTHBHOCTTA ¢€ EKCKPETHPA
KaTo META0OAMTH HA CHTArIHNTHH. Ha HHBO cneau ca VCTaHOBEHH 1WeCT MeTadoINTa, KOUTO He ce
QYAKBa 14 NoNpHHAcAaT 3a naaimeHata DPP-4 nHXWOUTOpHA AKTHBHOCT HA CUTATIUNTHH. [ vitro
NPOVUBAHHUATA NOKA3BAT, Y€ OCHOBHHUAT €H3HM, OTFTOBOPEH 38 OrpaHUUYeHUS METADOINIBLM Ha
cutarnuntTuH € CYP3A4, ¢ yuactueto u Ha CYP2CS.

209, 2D6. 1A2, 2C19 uan 2B6, i He e unaykTop Ha CYP3A4 n CYP1A2. O X

E-unvnnnpane S AN
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Cnen npunokeHue Ha nepopanHa no3a [“ClcHTarIMNTHH HA 31PaBH YHACTHHLUH, NIPHO u% ggﬁq, S : |
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CHTArAUNTHH € NpUOAU3INTERHO 12,4 yaca. CUTArNIUNTHH C& HATPYABA CAMO AIMHUMANHO NpPH
MHOFOKPATHO npuaaraHe. brOpeuHuaT kKnHpeHE € npudausnTenHo 350 ml/mMuH.

EAHMHHHPAHETO HA CUTAITTHATHH CTABA OCHOBHO 4pe3 OBOPEUHA eKCKPELIMS H BRUIHOUBA AKTHBHA
TVOvAHA cekpeuHs. CHTArMUNTHH € CVOCTPAT HA YOBELLKK OPTraHH4YeH aHHOHEH TPaHCNopTep -3

(human organic anion transporter-3, hOAT-3). KOiTO MO#ke OH vuacTBa B OBOPEUHOTO €AMMHHUPAHE HA
CUTArAHNTHH. KNHHHYHOTO 3HaAueHWe Ha hOAT-3 B TpaHCMOpTa HA CHTATNUNTHH HE € YCTAHOBEHO.
CHTaraMNTHH € ¢yOCTpaT W HA p-TIHKONPOTEHH, KOHTO MOKe O YHACTBA W B MENHHUPAHETO HA
OBOPEUHOTO ENUMHHHPAHE HA CUTAMTUNTHH. B CHWOTO BpeMe LHKIOCTIOPHH, €AHH P-FAHKONPOTEHH
HHXHOUTOP. HE HaMaAABA OBOPEUHHA KNHPBHC HA CUTAMNHUNATHH., CUTarnMnTHH He € cvoceTpat Ha OCT2
un OATI1 wnu PEPTI/2 TpancnoprepuTe. In vitro cutarnunTH He noTHcka OAT3 (1C50=160 uM) nau
p-rAuRonpoTerHa (10 250 pM) MeanHpaHusg TPAHCNOPT B TEPANEBTUUHO PENCBAHTHH MIA3MEHH
KOHUEHTpauKrK. [pU KNHHWYHO NpoyUYBaAHE CHTArNHNTHH HMA MANbK ePeRT BbPXY NJIA3MEHHTE
KOHUEHTPALMH Ha TUFOKCHH, KOETO NOKA3Ba, Y€ CUTArUNTHH MOWe 1a € ¢iad MHXHOUTOD Ha p-

CJAHRKOINPOTCHH.

Xupaxmepucinka npu RAyUeHniime
DapMAKOKHHETHRKATA HA CHTATJMNTHH € KaTO LAA0 CXOAHA NPH 33paBy YHACTHHUK U NAUNEHTH €
auabdeT THN 2.

buopeuno vepescodie

[lpoBeaeHO € OTBOPEHO NPOYUBAHE NPH €AHOKPATHO NMPHUIOAKEHHE 3a OUEHKA Ha (PapMaKOKUHETHKATA
Ha HaMmajleHa 203a CUTaraunTHH (50 mg) npu NAUKMEHTH ¢ pauIMUYHA CTENEH HA XPOHUUHO OBLOPEUYHO
VBPEXK/1aHE B CPABHEHHE CbC 3APABH KOHTPOAHU. [1poyyBaHeTo BKIKOYBA NALUHEHTH C OBOpEUHO
yBpexKnaHe B 1eKa, YMepeHa WK TEXKa CTENeH, KakTo W naudeHTU ¢ ThbH Ha xemoananuia. OceeH
TOBA, e(pekTHTE Ha OBOpeUHO yBpeKaaHe BbpXY (PapMAKOKHHETHKATA HA CUTArIMNTHH NPH NAUKEHTH C
1MadeT THN 2 U OBOPEUHO VBPEKIAHE B JIEKA, YMEPEHA MK TEXkKKa cTeneH (BkaounTenaHo ThH), ca
OUEHEHH UPe3 NONyIaUHOHHH (PAapMAKOKHHETHYHU aHANH3H.

B cpasHeHUe ¢bC 3apaBH KOHTPOAU, nnazMeHaTa AUC Ha CHTarNHMnTUH ¢€ noBHWABRA NMPUOAHIHTENHO
1,2 nbTH Npu naumenTy ¢ 6u0peuno vepexaae s aeka crened (GFR > 60 no < 90 ml/Mun) 1
CbOTBETHO 1,6 NbTH NpH NauHeHTH ¢ OBOpeUHO vBpeKaaHe B ymepeHa cteneH (GFR > 45 no

< 60 ml/mun). THh KaTo pa3MEPBLT HA NOBHILEHHETO HE € KAMHHYHO 3HAYHMM, HE CE€ HANAra KOPHIrHpaHe
HA 103aTa NPH Te3H NALUEHTH.

[ThasmeHaTta AUC Ha cuTarnMnTHH ¢e noBKLIABA NPUOAU3HTENHO 2 MbTH NPH NALIMEHTH ¢ ObOpeyHo
vBpexcaae B ymepera crened (GFR = 30 no < 45 ml/MHHK) 1 npudnn3nTenHo 4 NbTH NPH NAUHEHTH C
OBOpeuHo vBpexkaaHe B Texka ¢rened (GFR < 30 ml/sun), sknounTenno nauveHt ¢ ThH Ha
xemMoananuia. CHTarnMnTUH Ce OTCTPaHABA YMEPEHO npu xemoaHanuia (13,5 % 3a 3- 10 4-4yacosa
NEMOAHANUIHA CECHA 3anouBawLa 4 vaca cnel NPHUIOKEHHETO).

HYeproopoono vepesodne

He e HeoOX0a1Ma KOPEKLIMA HA 103aTa CUTACNUIMTHH NMPHU NAUMEHTH C TIEKO HAH YMEPEHO
qyepHoapoOHO vepexknaHe (ckop no Child-Pugh £ 9). HaMa KNAUHHYEH OMHT NpH NALMEHTH C TEKKO
HepHOApoOHO yepexkaaHe (ckop no Child-Pugh > 9). B ¢bwoTo speme, Thil KaTO CUTArIHNTHH C€
ETMMHHHUPA OCHOBHO tpe3 OBOpeLUTE. HE C€ OUAKBA TEKKOTO YEPHOAPOOHO yBpEKIaHe 14 MOBAHAE
BbpXxY (PApMAKOKMHETHKATA HA CUTAT/IMIITHH.

Hayuenmu ¢ cmapueckd ab3pacnl
He ce Hanara KopekUMs Ha 103aTa B 3aBUCHMOCT OT BB3IpacTTa. B3 OCHOBA Ha NoNyAalMOHEH
(hapMAKOKUHETHYEH aHaIH3 Ha AaHHH OT Dasa [ ¥ Maza 1, sb3pacTra He OKa3Ba KIMHUYHO
eheKT BbpXY (PAPMAKOKHMHETHKATA HA CUTArNMNTHH. YYacTHHUKWTE B CTAPUECKa Bb3pacT
80 roauuu) umar npuonu3uTeHo 19 % no-BHCOKH NNA3MEHH KOHUEHTPALUMK HA CUTAr
CpaBHEHUE C NO-MJAANH YHACTHHULM.
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[Teouampuynag nonyviais

MdapMaKOKHHETHRATA HA CUTArNKWNTHH (€aMHUYHa no3a 50 my, 100 mg uau 200 mg) e uscneasaHa
NPH NeIHATPUUHK NAUHEHTH (Ha Bb3pacT OoT 10 10 17 roamuu) ¢ anadet tun 2. [pn ta3n nonynauus,
AUC Ha ¢cHTarnMNTHH B NAa3MaTa, KOPUrupaHa cnpsamMo 1o03ara. € npuonusuTenHo 18 % no-Hucka
OTKOAKOTO NMPH Bb3IPacTHH NauMeHTH ¢ AHadeT Tun 2 npu no3a 100 mg. He ca nposexiaHu
NPOVYBAHHA CbC CHTATNIHITTHH NPH NEAHATPHUYUHH NMNALMEHTH HA BB3PACT < 10 roaHHH,

Hpveu xaparmepucinukt Ho Daiuemime

He ¢ce Hanara KOpekuHMa Ha 103aTa B 3aBUCHMOCT OT A0/, paca MK UHAEKC HA TenecHa maca (BMI).
Te3n NapaKTepHUCTHRHU HAMAT KNHHHUHO 3HAYUM €PERT BbPXY (PAPMAKOKHHETHRKATA HA CHTATTUTITHH
cnopea KOMOMHUPaHUA aHaNK3 Ha (papMarkOKWHETHUHKTE AaHHHU OoT Pasa [ M nonynauHoHew
(hapMAKOKHHETHUYEH aHAH3 HA JaHHu oT Pasa [ n Pasa Il

MeThopmuH

Aocopous

Cnen nepopaiHa 103a MeTGopMHH, Tinax ¢ A0cTHra 10 2.5 vaca. ASCOMOTHaTa OHOHATTMYHOCT Ha
Tabnetka metgopmuu 500 mg e npubanznrenno 50-60 % npu 3apasu ydacTHHUK. Cnea nepopanHa
103a. HeabcopOupaHaTa ¢ppakums, oTKpuTa 8LB dherannute € 20-30 %.

Cnen nepopaneH npuem, adbcopbumnsTa Ha MeT(POPMHH € HacvLaLla c€ W HeMbaHa. CmATa ce, ue
(papMaKOKHMHETHKaTa Ha abcopbumnaTa Ha MeT(hOpPMHUH € HenuHelHa. [Tpr obuuailinn no3u MeThopMuH
H 1030BH CX€MHM, NJA3MEHHTE KOHLUEHTPALKH NPH CTALHOHAPHO CHCTOAHHE C€ NOCTHIAT B PAMKHMTE Ha
24-48 uaca u xato uano ca no-manko or 1 pg/ml. [NpyU KOHTpOAHPAHU KTHHHUUHY NPOYUBAHKA,
MAKCHMATHUTE NNa3MeHH HWBa HA MeTHOpMHH (Chy) HE npeBuiaBart 5 pg/ml, nopv npu
MAKCHMATHHU 103MH.

XpaHaTa HaMaNABa CTeNEeHTa W ¢nado 3adaea adcopduMaTa Ha MeT(POopMUH. Clea NPHIOKEHHE Ha
nosa ot 850 mga, ce Habnwnasa 40 % no-HMCKa MUKOBA NNa3MEHa KOHUEHTpauus, 25 % HaMmaneHue Ha
AUC v yabikasade ¢ 35 min Ha BpeMETO 10 AOCTUTaHe Ha MUKOBA NNA3MEHA KOHUCHTPALIUA.
KnuHHU4YHATA 3HAYHMOCT HE € U3BECTHA.

Paznpeoercnue

CBBbP3BAHETO € NAAIMEHHUTE NIPOTEHHH € HEe3HAYMTENHO. MeTdopMHUH Ce paznpenens B epUTPOLIUTHTE.
KpbBHUAT NUK € NO-HUCHK OT MAa3MEHHA MUK U C€ NOABABA NPUOMHIUTENHO NO CHULIOTO BpEME.
HepBeHHUTE KPLBHH KNETKH HA-BEPOATHO NPEACTABIARAT BTOPUUEH KOMNAPTHUMEHT HA
pasnpeneneHre. Cpennust Vd sapupa mexay 63 — 276 L

Buompanchopyiayus
MeTdhopMHH ce eKCKpeTHpa HenpomeHeH B ypuHaTa. [1pM XopaTa He ca yCTaHOBEHHU METAa0ONUTH.

Euvunupane

BuOpeulnaT kKnupbHC Ha MeTdgopmun € > 400 ml/MuH, KoeTo nokazea, e METQOPMHH Ce eAUMHHHPa
upes3 rnomepynHa duntpauua u TYOyaHa cekpeuns. Caen nepopanHa 103a, NPUBHAHUAT TEPMHHANEH
eTMMHHALMOHEH NONYKUBOT € npudnuzutenno 6.5 h. Korato 6u6peunara dyHruMa e yBpeaeHa,
OBOpEeUHUS KINPBHC ¢€ HAMANABA B CbOTBETCTBHE € TO3H HA KPEATHHHHA W CJI€JOBATEMHO
€TUMHUHAUMOHHHAT NONYKHUBOT €€ YABLMXKABA, KOETO BOIW 10 NOBHIUEHHU HHBA HA METPOPMHH B
naasmara.

5.3 [IpeaxkTHRHYHN AaHHH 32 0€30NACHOCT
He ca nposexaaHu npoyupaHus ¢ kMBoTHH ¢ MUODOMET. -

[lpu 16-cenmMHYHH NPOYUBAHHA, B KOUTO KYUETa Ca TPETHPAHH HAH C MET(POPMHUH can
¢ KOMOMHAUMWS OT MET(OPMHH H CHTArJUNTHH, HE € HAOMKDAaRAHA JONBAHUTENHA T
hOMGHHauuﬂTa NOEL 8 Te3u npou HBAHHA CE HHSHEO,E[HBE’I npu EKCMO3ALMA HA& CHUTa

ﬂpHDﬂH?HTEJ’IHﬂ 2.5 NBTH NO-BKHCOKA OT Ta3H NMpH \NOpPA.
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CHED,HHTE JAaHHHW €a HAXNOAKH NMpH NPOVUBAHHA NPOBCACHH CbC CHTAlJIHITHH HJIH MET(I]OPMHH
CAMOCTOATECIHO.

CHTAFAMNTHH

buOpetiHa M YUepPHOAPOOHA TOKCHYHOCT ¢€ Hadatonaga npu rpu3adud NpH CTOHHOCTH HA CHCTEMHA
€RCNO3HLUMA 58 NMbLTH NO-BHCOKHK OT HUBOTO HAa €KCNO3HLMATA NPH XOpa, a HUBOTO Oe3 edperT e
onpeaeneHo Ha 19 nbTH NO-BUCOKO OT TOBa NPU Xopa. AHOMANHK Ha Pe3UUTE ¢e Hadno1aBaT NpH
NABXOBE NPH HUBA HA €KCNO3UUHA 67 NBTH NO-BUCOKH OT HHBOTO HA KIIHHHMYHA €KCNO3HUHA; HHBOTO,
0e3 eheRT NpU Ta3KM HaxXoaKa € 58 NbTH NO-BUCOKO, CBITIACHO Pe3VATATHTE OT 14-CeMUUHO
Npoy4YBaHe NPH MABNOBE. 3HAUCHHETO HA TE3H HANO/KH MPH XOPa He € U3BECTHO. TpaH3nTOpHM,
CBbP3aHU C JEUSHHUETO (PUIHUYECKH NPOSBH, HAKOH OT KOUTO NPEANOAAraT HAAUYHETO HA
HEBPOOrHYHA TOKCHYHOCT, KATO HILAHE ¢ OTBOPEHA YCTA, CATMBALIMA, eMe3HC Ha Bana naua,
ATAKCHSA, TPENepeHe, HAMANEHAa aKTHBHOCT W/ KWK Wi3rbpdbeHa nosa ce Hab1oaaBaT NpU KyyeTa npu
HHBA Ha €KCMO3UUMA NPHOAUIUTENHO 23 NBTH NO-BHCOKH OT HUBOTO HA KIUHHUYHA ekcnosnuus. OcBeH
TOBA, MHOTO JIEKA 10 JE€KAa KOCTHO-MVYCKYAHA AereHepaums ce Haba0AaBa U XHCTONOMHYHO TIPH TO3H,
naRalld HUBA HA CUCTEMHA EKCNO3ZHUMNR NPHONUIHUTENHO 23 NBTH NO-BUCOKH OT HUBOTO HA
€KCNO3ULKHA NpH Xopa. [Tpu Te3un pezyaTtaTu. HUBOTO 6€3 eheRT € NpH ERCNO3IHUHA O-KpaTHO NOo-
BUCOKA OT HUBOTO HAa KJIMHHYHA €KCMO3ULIHA.

CUATarMNTHH He NOKa3Ba NEHOTOKCHYHOCT B X014 HA NPEAKTHHHYHU MpoyuBaHHA, CUTArNUNTUH HE €
KaHLUEPOTEHEH NpH MULLKH. [IpH NIBXOBE HMA MOBHLICHA YECTOTA HA YEPHOIPOOHU AAEHOMHU H
KapUWHOMH NPH HABA HA CHCTEMHA €KCTIO3ZHUHMA 58 NBTU NO-BUCOKK OT TE3H 11pu xopa. Tbit kaTo €
VCTAHOBEHO, Y€ XEeNaTOTOKCHHYHOCTTA KOpESIMpa ¢ HHAYUHPAHETO HA YepHOapodHa Heomaszus npu
JIbXOBE, TA3W MOBULUEHA HECTOTA HA HEPHOAPOOHH TYMOPH NpPKY NABXOBETE € BEPOATHO BTOPHYHA,
BCNEACTBHE HA XPOHHYHA X€NATOTOKCHYHOCT NPH Ta3d BUCOKA 103a. [lopaan BUCOKaTa rpaHKUA HA
Oe3onacHocT (19-nbTU MNO-BUCOKA NpH TOBA HUBO 0€3 eeKT), Te3n HEONNACTHUHH APOMEHH HE ce
CUMTAT PENeBaHTHH 3a NOpa.

He ca HabnoaaBaHW CBbP3AHU C JEUEHHETO €QEKTH BbPXY (PEPTUAHTETA NMPU MBIKKH H KEHCKH
NABXOBE MNOJYHYHUIAN CUTArMUNTHH NPEAH U MO BpEME HA YUHPTOCBAHE.

[1pn npoyuBaHe BbLPXY Npe-/MOCTHATANHOTO PA3BUTHE Ha MJABLXOBE CUTAMNIMNTHH HE MOKA3BA HEKENaHH
peaKuuH.

[IpoyuBaHHATa BBPXY peNpOAYKTHBHATA TOKCHHYHOCT MIOKA3RAT HATHYHETO Ha CBBLP3aHA ¢ N€UEHHETO,
NeKO YBEMUEHA 4ecTOTa Ha MandopmMailMy Ha pebpa Ha deTyca (MMNCBalliu, XHNONAACTHYHH H
naasalud pedpa) Nnpy NOKONEHUETO HA MIBLXOBE MPH HUBA HA CUCTEMHA EKCMO3HUNA MOBEYE OT

29 NBbTU NO-BUCOKH OT TE€3M NPU Xopa. TOKCHUHOCT HA MaHKaTa ce HAONKAaBa NP 3aiuu NPHU HUBA
nose4e OT 29 NbTH NO-BUCOKKW OT HHBATa Ha €Kcno3uuua npu xopa. [lopaau BucokaTta rpaHuua Ha
0€30NacHOCT, TE3HM HAXOAKHW HE NPeanoONarar CbLUEeCTBYBAHETO HA CHOTBETEH PUCK 34
PeNpoOaYKTHBHOCTTA NpH Xopa. CUTArIMNTHH C€ CEKPETHPA B 3HAYUMHU KOJIMUECTBA B MJIRKOTO Ha
JAKTUPaLLH NABXOBE (OTHOWEHHWE KbpMa/niasma: 4:1).

MengopMHH

[TpeaAknUHHYHHATE AaHHK 32 METOPMHH HE pa3lkpUBaT OCOOEH PUCK 3a XopaTa Ha DalzaTta Ha
KOHBEHUHUOHANHH PapMaKOTOrHUHA NPOYyUBaAHHUA 3a 6€30MACHOCT, TOKCHHMHOCT NPH MHTOKPATHO
NPHAAraHe, FeHOTORCHYHOCT, KAPUMHOMEHEH NOTEHLHAN, PENPOAYKTHBHA TORCHYHOCT.

6. PAPMALLEBTUYHH JAHHH

6.1 Cnncevbk HA NTOMOUIHHTE BeIEeCTBA

A1po na TadneTkara
MHUKPOKpHCTanHa uenvnosza (E460)
KPOCKApMeno3a HaTpHi




noevnoH (E1201)
HATPHEB JaypuAcypaT
HATpHEB cTeapupymapar

PUAMOBO NOKPUTHE
MOJUBHHKIOB ankoxon E1203)
TUTAHOB THOKCHA (E171)
maxporon (E1521)

tank (E553b)

yepBeH xeneleH okeua (E172)
yepeH xkeseszeH okena (E172)

6.2 HecnBMecTHMOCTH

Henpuaoxumo

6.3 Cpox Ha roasocrt

[ 8 neceua.

6.4 ChneuuajHu YCJIOBHS HA ChbXpPaHeHHe

Jla ce cbxpanaBa nona 30°C.,

6.5 BuaH cpabpAKaHHe HA ONAKOBKATA

bauvctepu (anvmunuii - PYC/PE/PVDC).

Onakosku no 14, 28, 56, 196 punmupaHu TadAETRH, rpyNOBH ONAKOBKK. ¢babpykawn 196 (2 onakoBkH
no 98) u 168 (2 onakoexku no 84) puamupanu TadbneTru.

He BcHuk# BHAOBE ONAKOBKM MOraT 1a 052aT NyCHATH HA Ma3apa.

6.6 Croeuna/jHI NPeANA3HE MEPKH NPH H3IXBLPJARHE

Heuznon3saHuAar JCKAPCTBECH MPOAYKT HIH OTNAADYHHUTE MATCPHANH OT HETO TpﬂﬁBﬂ dd €€ UIXBBLPJAT B
CBbOTBCTCTBHC C MCCTHHUTC H3HCKBAHMA.

7. MPUTEXATEJN HA PABPEUIEHHETO 3A YINIOTPEBA

Bausch Health [reland Limited
3013 Lake Drive

Citywest Business Campus
Dublin 24, D24PPT3

Upnanins
8. HOMEP(A) HAPASPEUWEHHUETO 3A YHHOTPEBA
Per. Ne: 20220254

9. JATA HA ITBbPBO PASPEINABAHE/MMOJHOBABAHE HA PA3PEINEHUE
YINOTPEBA

Jata Ha nbpBo paspewapane; 01.09.2022
JlaTta Ha NOCNeHO NOAHOBABAHE:

10. JATA HA AKTYAJIM3ALIMS HA TEKCTA 10/2024 \ &\




