KPATKA XAPAKTEPHCTHKA HA MIPOAYKTA



TMnsona 30 mg Tabnerky e 18‘]12021
Pizona 30 mg tablets ' : SLrmen

1. HWME HA JIEKAPCTBEHHA NPOAYKT

2, KAYECTBEH H KOJIMYECTBEH ChCTAB

Bcaxa Taberka ceabpka 30 mg maornnTazol {pioglitazone) kaTo MHOTHTA30H XMAPOXIIOPH
(pioglitazone hydrochloride).

IloMoIIHHE BemecTBa ¢ H3BECTHO JelCTBHE:
Bcska Tabnerka chanpaxka 75,7733 mg nakTo3a MOHOXHIDAT.

3a MLIHHA CITHCHK HA NOMOIIHKTE BEMIEcTBa BIKTE ToUKa 6.1,

3. JIEKAPCTBEHA ®#OPMA

Tatuerxa
[Tuzona 30 mg TaGaerku ca Genu, KPLITIH, H3MBEKHATH TabneTkH ¢ penedHo o3HaUeHHE -°* OT eAnaTa
CTpana.

4. KJAHHYHH JAHHH
4.1 TepameBTHYHH NOKA3AHHA

TTuornnATasoH € NoKazaH Kato BTOPA HNIK TPETA JIKHHA 34 JICYEHHE HA 3axapeH Auaber THO 2, KaKTo €
OMHCAHO [IO-JOITY .

Karo monoTepanus
- Ha BB3PACcTHH MAUMEHTH (0CoGeHo TAKABA ¢ HAMHOPMEHO TETI0), HEAACKBATHO KOHTPOIMpPaHH
C AHETA H PH3AYECKH YIIPAKHEHHA, IPH KOMTO NPHAATAHETO HA MET(OPMHH € HENOAXOAAILO,
MIOpand HATHYHETO Ha NPOTHROMOKA3ZAHMA H/IH HEMOHOCHMOCT.

KAaTO ABOHMA NEPOPATHA TEPAIHA 8 KOMGHHALUA C:

- MeTdhOPMMH Ha BE3IPACTHH NAUHEHTH (0cO0EHO TAKHEA C HANHOPMEHO TETNIO) C HEAOCTATEYEH
TIMKEMHYEH KOHTPON, HEZaBHCHMO OT NPHIOKEHUETO HAa MAKCHMANHATA IFOHOCHMA A034 IIpH
MOHOTEpanus ¢ MeThopMHH

- cyndasunypeilHO IPOH3BOAHO, CAMO NIPH BB3PAcTHH OALHEHTH, KOHTO €3 MOKAZAIH
HEMOHOCHMOCT KbM METGOPMHH HITH, TIPH KOATO MET(HOPMHEH € NPOTHBONOKA3aH, C
HENOCTATHYEH MHUKEMHIEH KOHTPOI, HEIARHCHMO OT NPHITKEHHETO Ha MaKCHMAaTHaTa
ROHOCHMA 1033 IPH MOHOTEPANKA CBC CYHpaHUAYpeiiHO NPOM3BOAHO.

KAaTO ¥poiiHa nepopanya Tepanus B KOMOMHALNA C;
- merdOopMHEH | cyndaHnTypes, npu BL3PACTHH NAUHEHTH (0CO0SHO NALHEHTH ¢ HAAHOPMEHO
TETNO) ¢ HEAOCTATHYEH TITHKEMHYEH KOHTPOIL, EBIIPEKH JBOIHATA NEPOpaTHa Tepanns.

ITnornuTasoH € nokasaH 3a KOMOMHUpaHe ¢ HHCYJIMH IIPH 3aXapeH AxMabeT TMN 2 NpK BB3PAcTHH
NALHMEHTH ¢ HEAOCTATHUEH KOHTPON HA INIMKEMHMATA NIPH JICYEHHE C MHCYIIHH, TIPH KOUTO METGOPMIH
€ HENOIXOAALI NIOPAIH CHIIECTEYBAIMM NPOTHBOMOKA32HHA HIH HEMOHOCHMOCT (BK. Touka 4.4).

Cnep 3anoysane Ha eYeHHE C HOTIATAION, NALUKEHTHTE TPAGBA na GBAAT Npernealy ci
MECE1Ia, 33 JIa C NPEUSHA JANH OTTOBOPET KbM SUeHHETO € 3aR0BGIHTENCH (Hanp. H
HbAlc).




[MpH nanMeHTH, KOKTO He NOKA3BAT 3AJ0BONHTENEH OTrOBOp, [IPHIIOKEHHETO HA MHOIIHTA30H TpAGBa
Ja ce npeycTaHosK. C OrNeA HA NOTEHLHANHWTE PHCKOBE TPH NPONBLKHTETHO IEUCHHE,
NpeAnHCEAMTE JekapH TpAGRA fa NOTELPAAT NPH TOCNEABALIH PYTHHHH NPETTIeaAH, ue MoI3ara ot
JIEYEHHETO ¢ ITHOMAIHTA30H C€ 3ana3Ba (BK. Touka 4.4).

4.2 Jo3rpoBKa B HAUMH Ha NpWIGKeHHe

2031{9031(&

JledeHHeTo ¢ MHOITIATAZ0H MOe Aa 3ano4He ¢ 15 mg wnH 30 mg BemHEX AHeBHO. JlosaTa Moxe Aa
Onae noenineHa 1o 45 mg BeAHBK AHEBHO.

[pu koMBuHEPaHE ¢ HHCYIIMH, TEKYILATA A03a Ha HHCYJIHH Moxe 1a Oble 3anaiena NpH 3anoyBaHe Ha
JICUEHHE C MHOTIIMTa30H. AKO NAalHCHTHUTE CLOG[]JJ!T 33 XHNOTNIHKEMHA, A03aTa HA HHCYIHHA Tpxﬁna
Ja bpae HaManeHa,

Criennanny nomynauus

Cmapuecka avzpacm

He ce nanara mpomaHa Ha JO3HPOBKATA NPH NALHEHTH B CTapdecKa B3pacT (XK. Touka 5.2).
Jlexapure TpsOBa Aa 3aMOYHAT JISUEHHETO C Half-HHCKATA BB3MOMKHA JI032 H 1A YBENHYABAT 103aTa
NOCTENEHHO, 0co6eHO KOraTo MHOTIMTAI0H CE HANON3Ea B KOMORHALMA ¢ WHCYNUH (BX. Touka 4.4)
3anprnKKa Ha TEMHOCTH H ChPACYHA HEAOCTATHYHOCT).

Bvbpeuno vepescoane

He ce Hanara npoMsHa Ha JO3UPOBKATA NPH NalHeHTH ¢ HapymeHa GpOpenHa dyHiMA
(KpeaTHHHHOB KIHPBHC > 4 ml/min) (Bx. Touxa 5.2). [lopaau nANcaTa Ha HHGOPMALHA OTHOCHO
TIPHACKESHUETO NPH NANHMEHTH HAa AMANTH3A, NMROTMTA30H He TpaOBa Na ce H3MON3Ba OT Te3H
TIALMEHTH.

Yeprodpobro yepexcdane

IuormTazon He TpA6Ra A Ce MpHUMIAra MPH NALMEHTH ¢ YePHOIPOGHO YEpexkaaHe (BK. Touka 4.3 1
4.4).
IHeouampuuna nonyrayun

BezomacHocTTa H edmkacHocTTa Ha [TH30HA NpH ena ¥ IOHOWM Ha BB3pacT nox 18 roamuu He ca
YCTAHOBCHM. Jinncear JaHHH,

Hauun Ha npunoxenne

TabneTk#Te MHOIIHTAZ0H C& NPHEMAT MEPOPANHO BeAHBK JHEBHO ChC MM Ge3 xpaHa. TabneTkure
TpafBa Aa ce MOMTEIIAT C Mala Boa,

43 HpoTHBOMOKAZAHHA

ITHOTTHTA30H € NPOTHEONOKA3AH NPU MALHEHTH C:

- CBPBXYYBCTEMTEIHOCT KbM AKTHRHOTO BEHIECTBO HITH KbM HAKOE OT MOMOIIHHTE BELLECTBA,
H3bpoeHd B TouKa 6.1;

- ChpaeqHa HeACCTATHLYNOCT HIM aHAMHE3a 32 chpaeyHa HeaocrarsyHocT (NYHA crenen I oo
V),

- uepHOapobHO HapylieHne;

- nuabeTHa KeTOaLMAO3A;

- HAHYEH PAK HA MHKOYHHA MEXYD H/1M AHAMHE3A 33 PaK HA THKOYHHA MEXYD;

-  HEH3CNEIBaHa MAaKPOCKOMCKa XeMaTypHS.
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4.4 CheumaaHn npesynpekaesus ¥ NpeANa3HK MepPKH NpH yNoTpeba

Jadwpiicane HA MEYHOCTIU ¥ CHDOCYHA HEOOCMAMBYHOCHE

TIHOrTHTA30H MOXKE 18 [IPHIHHH 3aTbPikaHe HA TEYHOCTH, KOETO J1a BJIOLIH HWIH YCKOPH M0ABATA HA
ChpaedHa HEACCTATBUHOCT. KOraro ce IeKyBaT NAlMEHTH ¢ IOHE SIHH PHCKOB (akTop 3a pasBHTHE Ha
3acToiiHa ChpAEYHA HEAOCTATHYHOCT (HANPHMED NpeIEIECTBALL MAOKApASH HR(ApPKT HIH
CHMITTOMATHYHA KOPOHapHa SoNecT Wik crapuecka BH3PacT) JIEKapAT TpaGBa ja 3anodHe JEUCHHE ¢
Haif-HHCKaTa Bb3MOKHA 038 H HOCTENEHRO Aa yBenHun nozara. [aimenTuTe Tpabea na Gbaar
H&GJ'IIOI[&B&HH 3a IIpHZHaJ.lH H CHMTITOMH Ha ChpacUHa HeJOCTATRIHOCT, NOBHIIABAHS Ha TCTNIOTO HIH
OTOK, 0COOEHO Te3U ¢ HaMalleHH CHPASYHH pe3epeH, MMa nocTMapke rTMHroBH co01IEHH 32 CTydak
Ha cbpneqna HCOOCTATBYHOCT npH KOMGHHHPEH(YI‘O MPHNOKCHHE HA THOTTIHTA30H H HHC}{J‘IHH Ilpld
TIALIHEHTH, C NpeRIECTBalla ChpaeyHa HeqocTaThyHocT. [anuermTe Tpabea na GeaaT HAbMOKABAHH
33 MPH3HALH H CHMITTOMH Ha ChpaedHAa HEIOCTATHYHOCT, HANAABAHE HA TEINIO M OTOMH, KOTATo
MHOTJIHTA30H C€ Npiara B komOunawmg ¢ HHCyMH. Thi KaTO HHCY/IHH H RHOTAIMTA3COH €4 CEEP3aHH
CBC 3aNBpKAHE Ha TEYHOCTH, TAXHATA EOHOBPEMEHHA YToTpeda MOXKe J1a MOBHUIM pucka oT oTok. Mma
NOCTMAPKETHHIOBH CHOOWEHHA 3a CAy4al Ha Nepufiepen 0TOK H ChPASYHA HEAOCTATEYHOCT NPH
NALHCHTH NPH €AHOBPEMEHHA YNoTpeOa Ha NKOrIHTA30H H HECTEPOHIMH NPOTHBOBLIIANHTEAHH
CpEeACTRa, BKIBOYHTENHO cenekTHRHA COX-2 unxnbutoph. ITHormiTasol Tpabea na 6bae CripsH Npy
BCAKO BAOIIABAHE HA CHPAEUHOTO CHCTOAHHE,

Hpoygpane c kpaeH pe3yATaT Ha CHPIEYHO CHIOBH YCIIOAKHEHHA TIPH NHOTTIHTA30H € NPOBEACHO NPH
TIAUMEHTH NOJ, 75 roIWHH CBC 3axaped Anaber THI 2 M CHIMECTRYBAIA MPELH TOBA MAKPOAHTHONATHA.
KM nposexaanara aHTHAHAOETHA B CHPOCUHO CHAOBA TEPAINA € Jo0aseH NHOTIHTA30H WIH
TaneSo B NpoALEXEHHE Ha A0 3,5 ronuuy. ToRa NpoyyBaHe NOKa3sa yREIHYEHHE Ha ChOOHICHHATA
33 ChpacIHA HETOCTATHUHOCT, PLIPEKH Ye TOBA HE BEOAH OO MOBHUICHA CMBPTHOCT B TOBA NPOYYBAHE.

Cmapyecka ev3pacm

[1pH NalHEHTH B CTapueCKa Bb3pacT, KOMOHHHpaHaTa ynoTpeda ¢ HHCY/IHH Tpa6Ba na ce oOMHECIA ¢
BRMUMAHHE NOPATH NOBHUIEH PHCK OT CEPHO3HA CHLPACYHA HENOCTATBYHOCT.

C ornien na pUCKOBE, CBbPIaHH C BBIPACTTA (0COOEHO PaK HA THKOMHHA MeXYP, GpakTypH u ChpieuHa
HEJNOCTATHYHOCT), IPH NALHEHTH B CTAPUECKA Bb3pacT TpA6Ba BHHMATETHO Aa ce o6Chau
CHOTHOIIEHHETO MONI3A-PHCK IIPELH M N0 BPEME HA JICUEHHETO.

Pax Ha nukounus Mexyp

Cryuan Ha paKk Ha THKOYHHA MEXYp ca ChOOINABaHH I0-YSCTO NpY METa-aHANN3 OT KOHTPONHPAHH
KIHAHYHHA H3NHTBAHUA ¢ MHOTIHTA30H (19 cmyvaa ot 12 506 nauuenty, 0,15%) & cpapHeHHE C
KoHTponHuTe rpyn# (7 cmydat ot 10 212 paupenrn, 0,07%) HR=2,64 (95% CI 1,11-6,31, P=0,029).
Cliea H3KMOYBAHE HA TIALMEHTH, OPH KOMTO SKCNIOSHLMATA Ha H3NHTBAHOTO NEKAPCTRO IPH
NOCTAapAHE HA AHATHO3ATA PAK Ha MMKOYHHA MeXyp € OHJIa N0-MaTKO OT eIHa FofIHA, € HMAaNo 7
cmyyas ((,06%) Ha MHOINIATa30k H 2 cyyaa (0,02%) B KoHTponHATE rpyni. EnuaeM#0/I0rHIRATE
H3CTeZIPaHAA NPEANONAraT ChILo NEKO NOBHIICH PHCK OT Pak HA MHKOYHHA MEXYP NPH HAUMEHTH C
.uuaGe'r, NICKYBAHH € MTHOTJIHTA30H, BBIIPEKH e HE BCHYKH H3CICABAHHA nnenmclmunpa'r
CTATHCTHYECKH 3HAYHMO NOBHILABAHE HA PHCKA.

[Mpeau 3anousaHe Ha JIeUEHHE C NHOTIHTA30H TPAGRA Ja OBIAT CLEHCHH PHCKOBUWTE GaKTOpH 32 pak
HA TMKOUHAS MeXYD (PHCKOBETE BKIIOYBAT BB3PACT, aHAMHE3a 33 TIOTIOHONYLIEHE, H31araHe Ha
HAKOH Npod)eCHOHAHH WIH XMMHOTEPATIEETHYHH areHTH, Hanp. oMEnodochamMia, WIH NpeIXoxKTEamo
IFLYENICIEHNE B Ta30BaTa o0nacr). Beaka Makpockoncka xeMarypis TpaGea ga Gnie wscnenpaHa
TpENM Ja CE 3AMOUHE JISYeHHE ¢ NHOrIHTA30H.

IMTaumenTuTe TpAGBa A3 650aT NOCLBETBAHH A3 ce 0OBpHAT HE3a0ABHO KbM CBOA JIEKAp, aKo N0 npeme
Ha NEYEHHETO CE MOABAT MAKPOCKONCKA XeMATypud HJIH APYrH CHMITOMH KaTo AHIYPHS, KA U
TIQ3HBY 33 YPHHHPAHE.




Ipocaednsane na yepnodpabuama dyrxyus

Ilo BpeMe Ha MOCT-MAPKETHATOBHA MEPUOJ Ca AOKIABAHM PEAKH CTyHaH Ha XeHaToue Ty 1apHa
JuchyHKunA (BX. Touxa 4.8). Ero 3amo, ce npenoprdea NAUMEHTHTE ICKYBAHH ¢ MHOTNHTAZOH 14
NOANEXKAT HA TIEPHOAHYEH KOHTPON Ha YepHOAPOOHHTE eH3HMH. YepHoapoGHuTE eH3lMH TpAbBa na
6bAAT NPOBEPEHH NPeIH HAYANOTO HA ICYEHMETO C© MHOIJIMTA30H NPH BCHYKY NaiMeHTH. JleyeHHeTo ¢
NHOTNHTA30H He TpAfea Aa 6be 3aN0YBAHO IPH NALHEHTH C TIOBHINEHK H3XOAHHA HHBA Ha
ueproapodHaTe eH3uMH (ALT > 2,5 mbTH copsaMo rpaHHIgTe Ha HOPMaTa) HITH B CTyYaif Ha KAaKBHTO
H 13 € 1aHHH 33 YepHoapobHo 3afongeane.

Crien 3anoyBaHe HA IEYEHHETO C MHOIMHTAZOH, CE MPENopHYBa NEPHOANYHO NPOCICAABAHE Ha
YepHOAPOOHHTE EH3UMH Bb3 OCHOBA HA KJIMHHYHATA npeleHka. B cayuait Ha nosuiliagaHe AABATA HA
ALT no 3 neTH HaJl rOPHATS MPaHKia Ha HOPMATA N0 BpeMe Ha NeueHHETO ¢ NAOTIHTA30H, HUBATA HA
qepHOApOOHUTE eHIUMH TpA0Ra Na (TBAAT PEOLEHEHH Bb3IMOKHO Hali-GBp3o. Axo Husara Ha ALT
OCTAHAT > 3 ITbTH Hag ropHaTa rpaHHla Ha HOPMATa, TeYeHHeTo Tpahea 1a OBAe mpeycTaHOBEHO. AKO
HAKOH OT NAUKEHTHTE PazBHE CHMITTOMY, NPEANIONAralii 9€pHOAPOOHO HApYIIEHHE, KOUTO MOXE /ia
BKJIIOUBAT HEOOACHMMO rajJicHE, NOBPBILAKE, KopeMHa §07Ka, yMOopa, AHOPEKCHS W/WIH ThMHA YPHHA,
gepHeApOOHHTE eHauMu TpaGea na Gnaar npoRepeHy, PeieHHeTo 32 NPOSRKABAHE HA IEYEHHETO Ha
MAIMEHTA ¢ NMAOTIHTAZ0H TPAOBa Ha Gblle B3eTO Bh3 OCHOBA HA KIIMHHYIHOTO ChCTONHHE, 10
NIONYYasaHe HA PeIyITATHTE OT Na0opaTOPHHTE H3cheARaHNuA. [1py oABRaTa HA AEITCHALA,
NeYeHHETo C TOIM NEKAPCTEEH NpoayKT TpsbBa Ja &pae ApeyCTaHOBEHO.

Hoewyasane na meznomo

ITo BpeMe HA KTHHHYANTE NPOYYBAHHA ¢ NHOTIIHTA30H Ca MOMYYCHH JAHHH 3a CBbP3AaHO ¢ A03aTa
MOBHLIARAHE HA TETJIOTO, KOETO MOXKE 14 ¢¢ ABJIKH HA HATPYNBAHE HA MA3HHHM, a PN HAKOH QITyYan
J3 €€ CHYUCTAE CBC 3aXbPKAHE HA TCUHOCTH. TIpH HAKOM CNYYaH YBEMUYEHHETO Ha TETJI0TO MOXKE I3
Obae CHMITTOM HA CHPJEYHA HEAOCTATEUHOCT, TIOPAIN KOETO € HeOGXO0AMM CTPOr KOHTPOJ Ha
TeNecHOTO Terno. CasBaHeTo Ha AMETA € YACT OT NEYEHHETO NpH NauseHTHTe ¢ anaber. Te TpadBa Da
O'bIaT CHEETBAHM Ja CNAIBAT CTPUKTHO AHETATA, BKAKOYBALLA KOHTPOJ Ha KATIOPHHTE.

XeMmaTonorus

Ho BpeMe Ha TEYEHHETO C TIHOTTMHTAZOH € HAbMOABaHO C1ado MOHHKEARE HA CPEAHHS XeMOTIo0HH
(4% oTHOCHTENHa peayKuma) H XeMaTokpHTa (4,1% OTHOCHTENHA PEAYKIKA), OTTOBAPAUIA Ha
xemoaunyuHsa. ITono6Hu npoMens ca HAGMOJABAHN W NPH NAUMEHTHTE NEKYBAHH C METHOPMHIH
(xemornoGun 3-4% K XeMaToKpHT 3,6-4,1% OTHOCUTENHA PeAYKLIHA) U B [IO-MAAKA CTENCH Che
cyndanuuaypeiiHo MPoM3BOAHO B HHCYIHH (XeMornobus 1-2% u xemaroxpuT 1-3,2% OTHOCHTE/IHa
PEAYKLHS) 10 BpEME Ha CPABHHTETHHTE KOHTPOIKMPAHH NPOYYBaHHA C MMOTTHTA30H.

Xunoznukemus

Karto nocnennua ot ypenaueHaTa 4yBCTBHTENHOCT KbM HHCYJIHH OPH NAUHEHTH, KOHTO MPHEMAT
MHOTJIHTA30H B NBOHHA MTH TpoiiHa NlepopanHa Tepaiks cbe cyldaHHITypeifHO NPOH3BOIHO, HITH
Ipofita kOMOMHALMA C HHCYNIHH HM4 OMAacHOCT OT Pa3BHTHE Ha 032-3aBHCHMA XHIIOTTIHKEMHS,
TIOpaTH KOETO MOXke na 6bae HeoOX0mHMO Ja ce HaMAIH /103aTa Ha CyNaHmTy pelHOTO IPOH3BOIHO
FUTH HHCYNTMHA.

Hapyiwenua na ovuume

ChobieHns 0T MOCTMAPKETHHIOBMA NEPHOJ HA HOBOMOABEH WM BOWIEH AuabeTeH MakynapeH eaeM
€ HAMAJICHa 3PHTENIHA OCTPOTA, Ca CHOOIIEHH 33 THAZOMHAXHHOHHTE, BKIIOYHTETHO NHOTMHTA30H.
MHoro oT Te3u HaUMEHTH ca ChOBLIIIH 3a chNpoBoXkaam nepadepeH eaeM. He e acHo fanu mma
JMPEKTHA BPE3Ka MEXOY MHOTTHTA30H H MaKy/NapeH eIeM, HO TIpeanMcBaluTe Tpabea na &emar
OnuTenHH 3 BBIMOMKHA OAEA HA MAKY/IAPEH EEM, B CITYYal, 9 NatMeHTHT CHOGIIH 32 HAPYLUEHU: B
3PHTENHATA OCTPOTA, TPA0BA Ja ce NpefNpHeMe ChOTBETHA KOHCYIITALHA C o) TATIMONIOF.

Hpveu




Ilpr cGopeH aHanM3 Ha HEXKENAHH peaklii karo GpakTypH Ha KOCTHTE OT paHAOMH3IHpAtH,
KOHTPONMPaHH, JBOHHO-CIIENH KIMHHYHH H3ITHTBaHUA Mpy noseve ot 8 100 nexyBalH ¢ MAOTIIMTA30H
H 7 400 nexyBaHH MAUHEHTH CBC CPABHHUTENEH NPOIYKT B NPOSLJDKERHE Ha do 3,5 roguHy, ce
Ha0moaaga yBenHdeHa 4€CTOTa Ha GPPaKTypH HA KOCTHTE HPH XKEHH.

DpakTypH ce HabmoaaBat npH 2,6% OT XKEHHTE, NPHEMAIH THOCIMTA30H, CIIPIMO 1,7% OT XeHHTe,
NIeKyBaHH ChC CpaBHHTENEH IPOAYKT. He ce nabmonaea ypennueHne B 4eCTOTaTa Ha pakTypHTe IIPH
JIEKYBAHHTE C MMOTITHTAa30H MEXe (1,3%) cnpaMo oHe3wm, NeKyBans Che cpaBHHTeNEH mpoaykT (1,5%).

H3uncnenara yectoTa Ha paxtyps ¢ 1,9 dpaktypu Ha 100 nanueHT-roAMHH Npu KEHUTE, TEKYBAHH ¢
nuornaTa3on, H 1,1 dpakrypr ua 100 nauHEHT-rONHHH NPH JXKEHHTE, IEKYBAHH CHC CPABHHTENICH
npoaykT. CIeAcBaTENHO, YCTAHOBEHNAT APH TO3M HAGOP AAHHH 32 MHOTIMTA30H YBEJIHYEH PHCK OT
(paxryps, npr xennte ¢ (1,8 Gpaxrypu na 100 nawuenT-roxaHy yrorpeba.

Ipn 3,5 -rogumzo NPoyYBaHe Ha KapauoBacKkynapuus puck (PROactive), 44/870 (5,1%; 1,0
tpaxtypu Ha 100 naLHeHT-rogHHK) OT IEKYBAHUTE ¢ THOTIMTAZ0OH NALHEHTKH TPETHPIABAT
thpacrypu cnpamo 23/905 (2,5%; 0,5 dpaxtypu na 100 nauueHT-roAHEN) OT NAUMEHTKHTE, JIEKYBaHH
CbC CpaBHHTENEH NpoayKT. [Ipy NekyrauuTe ¢ NHOrTHTA30H MEXe (1,7%) He ce nabmonasa
YBE/THYCHHE Ha 9eCTCTAaTa Ha PPAKTYPH CIIPAMO OHE3H, IEKYBAHH CHC CPABHUTENEH NPOAYKT (2,1%).

Hsxon enHaeMHONOTAYHH NpoyubaHHi NMOKA3BAT €NHAKBO NTOBMIMCH PHCK OT (]Jpamypn KaKTO IIPH
MBEXE, TAKa H IPH KECHH.

PucksT ot paxtypu TpaGea na ce HMa NPEABHA NPH NPOTBTKHTEIHO JIEYeHHE HA TAUHCHTH,
JIEKYBAHH C MHOMIMTA30H (BX. Touka 4.8).

B pesynTar Ha NOBHIABAHE AeHCTBHETO HA HHCY/IHHA, TEIEHHETO ¢ ITHOINIHTAZ0H PH NAUHACHTH ¢
MOTHKHCTO3a Ha SitYHHIATE MOXe /12 NOBE[IE A0 BE306HOBABAHE Ha OBYNAMATA. [TpH TE3H NalieHTH
€ HanHue puck ot 3apemenaBane. [TanueHTHTe TpAGRa Aa GHIAT NpEayNPERCHN 32 TO3H PUCK H B
cydaii, 9e MalMeHTKATA Jkellae fa 3abpeMeHee Wi HAacTHAH OpeMEHHOCT, TO heyeHHeTo Tpabea na
6bae npeycraHoBeHO (BXk. TOUKa 4.6).

InormHTazon TpaGea Aa ce H3NO0N3Ba IPEINATHAE0 NPH €AHOBPEMEHHO MPIWIMKEHHE Ha LIHTOXPOM
P450 2C8 naxuburopy (Hamp. remguOposun} wan HHOYKTOpH (Hanp. pudaMnuuyH). TTHKeMEaHUAT
KOHTpOIE TpAG2a BHHMATEITHO Ja ce cheaH. Tpabea na ce HMa nped BRA afanTHpaHe Ha 03aTa Ha
TIHOT/IMTA30H B PAMKHTE Ha MPENOPLUBAHATA AO3HPOBKA HITH Ja ¢¢ ODCHAAT IIPOMEHH B JICUEHHETO Ha
nuabera (Bx. Touka 4.5).

Tabmerkure ITH30HA CHIBPAKAT JTAKTC33 MOHOXWIPAT ¥ He TpAGBa fa ce NPUNATaT NpY TIAIHEHTH ¢
PENKH HAcNEACTBEHH NPOGIeMA Ha HEMOHOCHMOCT KBM rallakTo3a, THMIeH JIaKTaseH ASHHIMT HiH
TAOKO30-TaNakTo3HA ManabcopOima.

4.5 BsanMoAcHCTBHE ¢ APYrH JeK&PCTBEHH NPOAYKTH H APYrH OPMH Ha B3aHMOgeiicTBHE

IMpoyusaHuATa BEPXY BIAHMOACHCTEUATA, MOKAIBAT, Ye MHOMIHTAIOH HAMA 3HAYHM eeKT BEPXY
drapMakOKHHETHKATA WIH $apMakoAHHAMHKaTA HA TMFOKCHH, BapdgapuH, (PeHnpoKyMoH H
MeTpopMHH. EnHOBpEMEHHUAT NPHEM HA MHOTTHTA3Z0H ChC CYJIGaHIIy peHHO NPOH3BOAHO HE
noeauasa gapmaxokHHETHKATa Ha cyndannnypeiinoro npon3ponHo. [lpoygpanngTa MpH Xopa, He
OpeAnoIaraT HHIYKIHA FEPXY OCHOBHKTE HHIyLHpawy wutoxpom P450, usoeHsumu 1A, 2C8/9 u
3A4. In vitro npoy BaHMATA He MOKA3BAT HHXHOHPaHE HA HATO €/IHH OT MOATHIIOBETE Ha LIRTOXPOM
P450. BaauMoneficTPHA che CyOCTaHIIHE MeTaboNH3HpaHy OT Te3H H3UMH, KATO HanpuMEp
KOHTPALCIITHEH, HKIOCTOPHH, O10kepH Ha kamiuesHre kawani 1 HMGCoA pefykTa3Hn
HAXHOHTOPH, He ce OYAKBAT.

CrobuieHo €, e eTHOBPEMEHHOTO NPHIIOKEHHE HA THOMNUTA30H ¢ rempudpoznn (HHXHE)

@yl e
uHTexpoM P450 2C8) € noreno a0 3-KkpaTHO MOBMLIABAHE Ha ILnoLITa nod kpusata (AUC g‘h i
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nuornuTazol. Twif KaTo HMa MOTEHUMATHA FE3MOKHOCT 38 YBEIHYABAHE HA HEXEIAHHTE PeakLMH,
CBBP3aHH ¢ A03aTa, MOXKE A3 € HEOOXOAHMO HAMAJICHHE HA A03aTd HA MHOINHTA30H, KOTAaTo Ce
npuiara 3aeqHo ¢ reMpuoposna. IMHKEMHYHUAT KOHTPON TPAOEa BHHMATEIHO Ja ¢€ CNemH (RK.
TouKa 4.4). EAHOBPEMEHHOTO NPHIOXEHHE HA NUOTJIMTAZOH G pHAMITHLIMH (HHAYKTOP Ha OATOXPOM
P450 2C8) e noreno no Hamanseake Ha nuowra noa kpueara (AUC) va nwornutazoH ¢ 54%. Moke
Jia ¢ HeeOX0AUMO Aa Ce MOBMILIK 0034TA HA MHOT/IMNTA30H, KOTRTO CE NPHIAra 3aeJHe ¢ puGaMIiMiUH.
I'HKkeMHMHIAT KOHTPON TPAGBA BHEMATEIHO A4 C¢ cread (Bx. Touxa 4.4).

4.6 @epTHAHTET, GPEMEHHOCT H KbLpMeHe

Epemennocm

Hama nocTaTsyHO NaHHM 3a ONpenensHe Ha Ge30MacHOCTTa Ha MHOTIHTA30H N0 BpeMe Ha OpeMEHHOCT
npy yoeexa. Ilpi npoydBaHMA NpH XKHUBOTHH € HaOMOAABAHO OrpaHHYABAHE Pa3BHTHETO Ha INoja
TIPH NPHJIOXKEHHE HA MHOTTIHTA30H. ToBA MOMKE Aa Ce AB/DKH Ha AcHCTBUETO Ha IMHOTTHTA30H 32
HaMANABANE HA XHIIEPHHCYIHHEMHATA IPH MAHKATA W MOBHINABAHE HA MHCYIMHOBATA PE3HCTEHTHOCT
BBL3HHKBAIIA IT0 BpEMe Ha OPEMEHHOCTTA, KAaTO N0 TO3H HAYHH CE¢ HAMAIARA HATHYHETO Ha
MeTaGOIHTHH CyGCTpaTH 3a Pa3BHTHETO Ha NN0JAA. 3HAYeHHETO Ha TOIM MEXZHHIBM NPH XOPAaTa He e
ACHA H NHOTIIHTA30H He TpAGRA Aa ce NPHIAra no BpeMe Ha GpPEMEHHOCT.

Kuvpmene

Joka3aHo € HATHYHE HA MHOTJIMTA30HE B MIITKOTO Ha TAKTHPALTH IWTbXoBe. He e H3pecTHO, AanH
TMHOTIHTA30H ¢ EKCKPETHPA B kbpmara. ETo 3au10, mHorauTasoH He TpabBa Ja ce NpWIara B nepuoaa
Ha KEPMEHE.

Depmuaumem

[NpoyueanuaTa 3a hepTRIMTETA NPH HKHEOTHH HE NOKA3BAT edekT BEPXY KOTYIalHATa,
3a0peMEHABAHETO H MHACKCE Ha (epTHANTETA.

4.7 EdwexTd BLpXY cniocofHocTTa 34 Wodupane 0 paboTa ¢ MAITHHH

Tu30Ha He NOBTHABA HIH MOBIHABA NpeHeOPEKUMO cnocofHOCTTA 32 wodHpane H pabota ¢
MaldHH. BEnpexn Toba MalHeHTHTE, IIPH KOUTO CE NPOSBABAT 3PHTCAHA HAPYMEHHA, TpAOBa 1a
6BbaaT BHHMATENTHH TIPH WodUpaHe WK paboTa ¢ MALTHHM.

4.8 Hexenanu NexapcTBeHH PEAKIHN

CnMehK Ha HeXenaHuTe JICKApPCTBCHH PEaKIIHH B TabnuueH BUT

Hexenanvre peakipin Habmoaaeann no-uecro (> 0,5%) crpamo wiane6o U He NPeACTARIABANIH
OTAEJIHM CTYYaH NPH NALHEHTHTE TIPHEMAIIY TTHOTTIHTA30H HO BpeMe Ha ABOFHO-CNENH POy YBAHHA
€a NMpefCTABEHA NO-I0JTY, CHOPE] cHCTeMo-oprandaTa kiacH(ukanys no MedDRA n TaxHata
abeomoTHa vecToTa. HecToTaTa € onpeaencHa No CICAHHA HAYHH: MAOTO YecTH (> 1/10); gecT (>
1/100 mo < 1/10); vewectn (= 1/1 000 a0 < 1/100); pemxu (> 1/10 000 go < 1/1 000); MHOrO peakn (<
1/10 000); ¢ HenspecTHa 9eCTOTA (0T HATHYHHTE ARHHH He MOXE aa Onae HanpaBeHa ouenka). B
pPaMKKHTE HA BCCKH CHCTEMO-OPTaNeH KIAC, HEXKEJIAHHTE JeKApCTBEHH peaklHH ce u3bpoasar B
HHU3XOAAM peJl N0 OTHOMICHHE Ha TAXHATA JECTOTA H HA TAXHATA CEPHOZHOCT.

YecToTa HA HEXEAAHNTE PeaKUHH HR MHOTTHTAZOH IIPH PAIIHYHH TepPaneBTHIHN
Hexenana peaxumps CHMH
Monorepanua | Kombuunpana Tepanns
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oroK 4ecTH

NOBHILEHO Tero YecTH YeCTH 4ecTH YecTH YecTH

TNOBHIIEHA KPEaTHH

docdhoknHaza B YECTH

KpbBTa

NOBHLIEHA IAKTAT

JieXHporeHasa e

C HEH3BECTHA | C HEW3BECTHA C HEM3BECTHA c

NOBHLIEHA aNaHHH C HEM3BECTHA yecToTa yecToTa yecToTa HEM3BeC

amuHoTpaHchepasa’ | wectora THa
yecToTa

Onucanue Ha H30paHH HEKENAHH PEAKLIHH

' MMa noCcTMapKeTHHIOBH ChOGILEHHS 32 PeaKUHH Ha CBPBXYYBCTBHTEHOCT NPH NALKEHTH, IEKyBaHH
€ NHOrIHTa30H. Te3H peakuuy BKIIOYBAT aHa(HIAKCHA, aHIHOEIEM M YPTHKapHs.

? 3puTenHH HapYLIEHHA ca ChOOLIABAHH IIABHO B HAYAOTO HA JIEYEHHETO H Ca CBBP3aHH ¢
NpOMEeHHTE B KPbBHATA IUIIOK03a NOpaJH BpEMEHHaTa MPOMAHA B TYPrypa H pedpakLHOHHHA HHIEKC
Ha jiewara, Hab/1l01aBaHH H TIPH JPYTHTE XHIOMIMKEMHYHH CPelICTBa.

3[Mo BpeMe Ha KOHTPOIHPAHH KJTMHHYHH NPOYYBAHMA, YECTOTATa Ha CITYHauTe ChC ChpAEUYHa
HEIOCTATbYHOCT NPH JIEYEHHETO C MHOMIHTAa30H € GKia ChlllaTa KaKTo Ta3H npH niauebo, methopMuH
H cynannnypeiiHaTa rpynu Ha eYeHue, HO Ce YBeJIHYaBa, KOraTo ce npuiara KOMGHHHPAHO JIeYeHHe
C MHCYJIHH. B npoyuBaHe ¢ KpaeH pe3y,iTar 3a yC/A0KHEHHA NPH NALWEHTH ¢ NpeIecTrana




Toa obage He € JOBENO KO MOBHIIABAHE HA CMBPTHOCTTA MPH TOBA IpoyyBaHe. B ToBa Npoy4uBane
TPH NAUMEHTH, KOKTO NOJYIaBaT THOTJIIHTA30H H HHCYITAH, € HabmonasaH no-roiaM npoLeHT
TIAITHEHTH CBC CHPASYHA HEAOCTATHYHOCT MPH MALMEHTHTE HA BB3PacT > 65 roAMHH, B CPABHEHHE ¢
TezH noA 65 romunu (9,7% cnipamo 4,0%). IIpH NauHeHTH Ha HACYJTHH 03 NHOIMHTA30H YECTOTATa Ha
CBPIEIHATA HEAOCTATHUHOCT € 8,2% NpH Te3H > 65 ToANAH, B cpaBHEHHE ¢ 4,0% MPH NalMeHTHTE Ha
BE3pacT noa 65 rognal. CroOIICHK ¢a CTy4aH Ha ChpICYHA HEAOCTATEYHOCT ClICH MyCKAHETO B
ntpofakia Ha MHOMNKUTA30H M NO-YECTO, KOTATO NHONIMTAZ0H CE MPHIAra B KOMOHHALIHA ¢ HHCY/IHH
HIIH IIpH MANUEHTH ¢ AHAMHE3A 33 CHPASYHA HEMOCTATEYHOCT (BXK. TOuKa 4.4).

* UsebpiueH e cHOpen aHANH3 Ha HEAETAHH PEAKLIHH KaTo (PaKTYPH Ha KOCTHTE OT PAHIOMH3IHDAHH,
KOHTPONUPaHH, ABOIHHO-CNIETIH KITHANYHH H3TTHTBAHHA TIpH moeeve OT § 100 naumMeHTH OT JIEKYBaHHTE
C MHOTTMTA30H IrPyH ¥ 7 400 palHeHTH OT NeKyBaHKTE ChC CPABHHTENEH NPOMYKT IFPYny, ¢
NPOSWTKUTENHOCT HA IEYEHHETO A0 3,5 roAMHn, YeeludeHa 4ecToTa Ha PpaxTypH ce Habmonasa
ApM NPHEMALIKTE ITHOTIIHTA30H *eHU (2,6%) cpAMO OHE3H, JIEKYBaHH ChHC CPABHHTEIICH ITPOOYKT
(1,7%). He ce Rabmonaea yBeM4cHNE B YECTOTATA Ha DpaKkTypHTe NPH JAEKYBAHATE ¢ NHOTIIHTa30H
MEKe (1,3%) cIipAMO OHE3N, NNEKYBaHHU CBC CPaBHUTENCH MpoayKT {1,5%).

IpH 3,5-romamtoro npoyasane (PROactive), 44/870 (5,1%) or nexysaHuTe ¢ NHOTIHTA30H
NALHEHTKH NpeTLPNABAT $paxTypu ciipamo 23/905 (2,5%) OT nauueHTKITE, JIEKYBAHH ChC
CpaBHHTeNeH NpoAyKT. [Tpu neKyBaHUTe C MHOTMHTA30H MBKe (1,7%) He ce HaGmonapa yBeNnHUECHHE
Ha YeCTOTaTa Ha GpakTypH cnpsMo OHE3H, JIEKyBaHH ChC CPaBHATENEH NpoaykT (2,1%). B moct-
MapKETHHIOBHS NEPHC HAa KOCTHH (GpakTypH ca choOIaBaHH TIPA NAIAEHTH MBAKE H KEHH (BK.
TO2Ka 4.4).

> OTOK € CbOBIABAH MPH 6-9% OT NAUKEHTHTE JIEKYBAHH C NHOIIMTA30H HAJ EAHA TONHHA 1O BpEMe
Ha KOHTPONHPaHH KJHAWYHH NpoydeaHHd. YecToTaTa Ha OTOKA NIPH CPAEHHTEIHATE IPyH
(cyndanmnypeiino nponssoano, Merdopmun) € Guma 2—-5%. CrydauTe ¢ 0TOK Kato 14710 ¢a 6
JEKH O YMEPEHH H 00HKHOBEHO HE Ca HaNArali NpexpardBaHe Ha JledeHHeTo.

°Tlo BpeMe Ha KOHTPOMHPAHUTE MPOYUBAHHA C AKTUBEH CPABHHTENCH NPORYKT CPEAHOTO NOBHIUABAHE
Ha TEOTO NIPH IHOT/IMTA30H, NPHIArad KaTo MoHoTepanus ¢ 6uno 2-3 kg 3a enqa roauna. Toea e
noaoGHo Ha pesyTaTHTe HabMoapaHH Rpu cyndaHnTypeiiaTa rpyna, H3NON3BaHA KaTo aKTHEHA
rpyma 3a cpaBHeHHe. B npoyusannaTa ¢ KOMOHHHPAHO JICYCHHE, THOINIMTA30H, N0DABEH KBM
MeT()OPMHH BOIH A0 CPEAHO IOBMLIABAHE HA TECIOTO C 1,5 kg 3a eHa rofMHa, a TpH A00ABAHETO MY
KBM cynannnypeiino npoussoato — ¢ 2,8 kg. B cpaskurentute rpynu aobapineTo Ha
cypanwtypeifHO IPoH3BOANO KM METGOPMHH BOOM OO CPEAHO NOBHINABAHE Ha Ternotoc 1,3 kg, a
Jo0apaHeTo Ha MeTHOPMHUH KBM CYIDaHAITYPEIiHO NPOH3BOAHO — A0 CPEAHO NOHIKEHHE HA TErNIOTo
¢ L,0kg.

"B KIHHUYHKTE NPOYYEAHMA ¢ IMOITIWTA30H, 9ECTOTATA Ha NORHIIaBane Ha ALT Han TpH ITBTH
CPAMO rOPHATA TPAHHIA HA HOPMATA € eKBHBAIEHTHA Ha TA3H NPH rpynara Ha nnauedo, Ho No-Manka
0T Tasd, Rabmonasana NpH rpymHTe 3a cpaBHeHHe ¢ MeT¢OPMHH H CyihanuTy pefiHo NPOH3BOAHO.
CpennuTe HHBa Ha YepPHOAPOOHHTE EH3HMH HAMANABAT NPH JledeHHETo ¢ nHornuTaszod. [1o speMe Ha
NOCTMAPKETHHTOBH NPOYYRBAHNUS ¢4 CHOOUCHH PEAKH CITy9aH HA [IOBHIIIEHHE HA YepHOAPOGHHTE
€H3MMHA H XenaTouenynapaa AuchyHkiEs. BoOpeky He B MHOTO PeIKH ClIydaH ce chobmasa 3a
tharaneH H3XoJ, NPHIHHHO-CNEACTBHA BPb3Ka He € YCTAHOBEHA.

Crolmapane Ha NOAOIHPAHY HeXKCIAHH PEAKIHH
CrobaBaHeTo Ha NIOAO3MPAHH HEXETAHY JIEKAPCTREHH PEaKLMH Clief| paspellagaHe 3a ynotpeba Ha

JIEKApCTBEHMA MPOJYKT € BakHO. ToBa M03B0NAEA Ja NIPONBIDKH HAGMFOASHHETO HA CBOTHOMICHHETO
NOM33/PHCK 32 JIEKAPCTBEHHA NPoayKT. OT MEIKLMHCKATE CNELHATHCTH Ce H3HUCKBA I3 ChOOIIaBaT
BCAKA NONO3MPAHA HEKENAHA PEAKINA UPE3:

H3nbiaHKTENIH areBHA 110 NIEKapCTRATA
yI. ,,Jlaman I'pyes” Ne 8

1303 Codus

Ten.: 43592 890 34 17
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TIpH KIHHHYHH NPOYYBAHNA MALHEHTH CA MPHEMAH MHOTIMTA30H B JO3H NMO-BHCOKH OT
MAKCHMANHATA NPENOphUaHa 1033 ot 45 mg mierHo. [pHeMET Ma Hali-Bucoka fo3a ot 120
mg/AHEBHO 3a YETHPH AHH, NocheaBana ot 180 mg/nxerHo 33 ceneM AHM HE € B CEBP3aH C KAKBHTO
H Ja ¢ GHNO CHMITTOMH.

XHnormMKeMHs MOXKE I3 Bh3HHKHE NPH kKOMOUHAPAHETO ¢BC cyndounnypefiHA NPOH3BOIHN HIM
HHCYNuH. B cnydaii Ha npenosupane TpaOBa 1a ce BIeMAaT CHMIOTOMATHYHH H 001U NOATEPXKALIHA
MEpPKH.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 dapMAKOAHHAMHMHM CBOHCTBA

QdrapmakoTepancBTHYHa rpyna: AHTHARAGCTHH ASKAPCTEA, JIEKAPCTREA 32 NOHHKABaHe HA TMOK03aTa B
KPEBETA, ¢ H3KUI0YeHHe Ha HHCynHHM: ATC kon: A10BG03

EdpexTrTe Ha NHOIIHTA30H BEPOATHO Ca CEBP3aHH C HOHIKABAHE HA HHCY/THHOBATA PE3UCTEHTHOCT.
[TuorakTa3oH MpOSESBa CROETO JEHCTBHE Ype3 AKTHBHPaHE Ha celH(HIHA HYKIeapHH PELenTopH
(mepoxcH3oM NMpOHGEPaTop aKTHBHPAH PELEIITOP raMa), KOETO BOMH JI0 IIOBHIIABAHE HA
AHCY/THHOBATA MYBCTBATENHOCT H2 YePHHA Apo0, MACTHHTE H KICTKHTS HA CKEIETHATA MYCKYJIaTypa
NpH XKHBOTHH. JIEIEHHETO ¢ MHOTIMTA30H BOAM 40 NOHKWKABAHE 00pA3yBaHETO Ha TMOKO3a B YEPHUA
Ipo6 H NoRHIIaBaKe Ha NEpHGEPHOTO YCBOABAHE HA MTKOKO3ATA B Cyual Ha HHCYIHHOBA
PE3HCTEHTHOCT.

Habnrogasano e nonodpeHue Ha FIMKEMHYHHA KOHTPON NPH NALMEHTH Che 3axapeH gHader Tun 2,
K4XTO Ha INafHo, Taka H caen Haxpakeane. [TogoOparaHeTo Ha NIMKEMHYMHS KOHTPOJ € CEBP3aHO ©
HAMAIABAHETO KAKTO Ha MNIAZ(HO, TAKA W CJ1EN HaXpaHEBaHe Ha IUIa3MeHATEe KOHICHTPaLHH Ha
HHCY/THHA. FOTHHHYHO NpoyYRaHe ¢ NHOMNIHTA3CH CNPAMO ITIMKIA3HA, KATO MOHOTEpanu € Y ABJDKEHO
J0 2 TOIMHA ¢ OeJT OLIEHKA HA BPCMCTO IO TIOABATA HA HeycneX OT JIedeHReTo (OnpeReeH KaTo
NOABATA Ha HbA]cz 8,0% cnea mupeuTe ecT Mecena nedenHe). Anann3eT na Kaplan-Meier nokassa

NO-KpaThK NEPHOA A0 MOABATA HA HEYCTIEX NMPH NALHECHTHTE JIeKyBaRH ¢ TIIMKIa3Hi, B CPAaBHEHHE ¢
Te3H Ha NHOTJIHTA30H. Ha BTopara roniHa, IMMKEMHYHUAT KOHTpon (onpenencH kato HbA < 8,0%) e

TIPOIB/LKIN NpH 69% OT NALMEHTHTE NCKYBAHH C NHOTIIHTAa30H, B cpaBHeHue ¢ 50% 0T NalMenTHTe
Ha rAnKknaska,. [Ipn Aeyronimyo opoy4BsaHe NpH KOMOHAMPaKO NeyeHle CPABHABAIC MHOTIIHTA30H C
[IMKIA3HA, J00aBEHH KbM METHOPMEH, TITHKEMHYHHAT KOHTPON H3MEPEH KATO CPefiHa MPOMAHA
CNpAMO W3XoHHTE cToliHOCTH Ha HDA e Gin nozoGen npH fEeTe IPYNH Ha NeveHHe Cell MbpsaTa

roauHa. CTenedTa Ha HapYUIEHHE Ha HI:Alc Tipe3 BTOPATa ToAHHA € (HIa No-Manka NpH Ipynara Ha
THOTJIHTA30H B CPABHEHHE C TIHKIA3HA,

B nnaue6o KOHTPOIMPaHO Npoy4YBaHe, MALMEHTH ¢ HEAJeKBATEH KOHTPON Ha MIHKEMHATA, BENPEKH
TPHUMECEUEH NTCPHOA HA ONMTUMH3HPAHE HA HHCYJIHH, CA PAHAOMH3APAHH HA ITHOTJIMTA30H HIH
nnane6o 3a 12 mecena. [pa nanueHTHTE, NOMYYABAIGHE OHOMIHTA30H, c& HA0NKAaBa CPeaHo
HamaneHue va HbA, ¢ 0,45% npu cpasHeHue ¢ Te3u MPOTBMKABALLIH JIEIERHETO CaMO HA HHCY/THHE U

HaMANICHAC Ha A03aTa HA HHCY/IHHA B I'PYNATa NCKYBaHa ¢ MTHONIHTA30H.

HOMA ananm3eT nokasea, 9e HOTIIMTA30H Nodo0psaea dyHKumuATa Ha GeTa KIETKHTE, KATO BOJH H 10
TIOBHINABAHE HA MACYTHHOBATA YYBCTBHTENHOCT. JBEroAMINAN KIMAHYHH IIPOYIBaHIA NOKa3BaT

NOATHPKAHE HA TO3H e(eKT.
Ilo epeMe Ha €AHOTORHOINH KMHHHYHA NPOYYBAHHA, THOFIMTA30H IOKA3BA YCTONMHBO KINHH
IHAYHMO DOHIKEHHE HA CHOTHOLIEHHETO ANGYMHH/KPEaTHHHH CIPAMO H3XOIHHTE CTOHHO
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EdexrbT Ha mHOrNMTA30H (MOHOTepanua ¢ 45 mg vs. mianefo) e ApoyYeH B MANKo 13-ceMHIHO
TIpoy4RaHE NMPH MAUHEHTH OB 3axaped THaber THN 2. JleYeHHETO ¢ MHOTTIMTAZ0H € GIIIo CBBp3aHo
CHC 3HAYMTE/THO HOBHOIABAHE HA TErN0TO. BACOEpaTHATa MACTHA THKAH € 3HAYMTENHO HAMAIeHa,
KATO € HalNIo JaBaHO eTHO MOBHINABAHE HA eKCTpa-abAoMHHaNHaTa MacTHA ThkaH. Tloaobuu npoMeni
B pasnpefeNeHHETO Ha MaZHHHWTE B OPraHA3MA TIPH MHOTIIHTA30H ¢a OHIH NPHAPYXKCHH ¢
nonodpeHAe Ha MHCYTHHOBATA YyBCTBHTENHOCT. [IpH NOBEYETO KITHAAYHH NPOyuBaHUs, €
HaOJI0[aBaHO [IOHHKEHHE Ha 00LHTe TPHITIMLIEPUIH B I1a3MaTa H CBOGOAHMTE MACTHH KHCEITHHH, H
TIOBHMIABAHE Aa HHBaTa Ha HDL-xonecTepona, B cpabieHHe ¢ MIaiedo, ¢ MAIKO, HO KIIMHHIHO
HE3HAYUTEAHO NOBHINEANE ANBaTa Ha LDL-xonectepona.

B XIMHHYHH NPOYYBAHHA C MPOIBIKMTENHOCT 10 IBE FOAHHH, MHOTTHTA30H HaMAISBa OOLIHTE
MI33MEHA TPHITTHLIEPHIH B cBOOOIHH MACTHH KHCENHHH H NoBHIIABa HHuBaTa Ha HDL xonecrepona, B
cpaBHeHHE ¢ nnanebo, MeThOpMHH HIH TIHIUIa3HA. ITHOTIHTa30R He BOMH A0 CTATHCTHICCKH
3Ha9HMO NOBHIIEHHE Ha HABaTa Ha LDL xonectrepona B cpaBHEHMe ¢ IUaneb0, JOKATO peTyKIMA €
HabmonaeaHa mpy MeThopmun M riukiazia. [o speme Ha 20-ce AMHYHO NPOYYRAHE, Hapen ©
AOHAKEHHE HA TPHTJIMIEPHARTE BA TIafHO, TTHOIMATA30H NIOHKKAaBa NOCT-NPaHAHANHATA
XHOEPTPHITHLUEPHAEMHA upe3 edeKT KakTo BepXy abcopOHHATa, Taka M FEPXY CHHTE3a Ha
TPHIITNLEPHIINTE B YepHHA qpob. Te3n edekTH ca GUNH He3aBMCHMH OT S(EKTHTE Ha NMAOTNIHTA30H
BBPXY MNIHKEMMATA H TIOKa3BaT €/1HA CTATHCTHYECKH 3HAUMMa PANTHKA CIIPAMO TMHOEHKIAMML

B ITPOakTHB — poy4BaHe ¢ KPacH pe3yNTaT 3a ChPAEYHO-CHIOB eekT — 5 238 manuentH cbe
3axapeH aHabeT THN 2 W CHILECTBYBAILO OT NPEH TOBA CEPHO3ZHO MAKPOCHIO0BO 3a00NABaHe Ca
PaHAOMH3IAPAHH HA MACTKTA30H KM fTaneto B JOMLAHEHHE Ha ChLIECTBYBALA AHTHAHA0CTHE W
ChpASIHOCHLA0BA Teparnua A0 3,5 rognnn. [omynanusra Ha NpoOyYBaHETO € HA CpeHa BB3pacT 62
FOJJHHH; CpeHATA NPOILDKHTENHOCT Ha Anabera ¢ 9,5 romunn. Oxosio 1/3 OT nanBeHTHTE ca
NOAYYaBATH MHCYTHH B KOMOHHAUMA C METHOPMHH H/HTH cyIiaHHTy PpeiHO NPOA3BOIHO.

3a aa GBAAT BICIOMEHH, NAHEHTHTE TPAGBA Aa ca NPETHPIIEIH ENHO OT CIEOHATE: HRQAPKT Ha
MHOKapAa, y1ap, NEpKyTaHHa cepAEYHA HHTepBeHIMS UM Oalinac Ha KOPOHApHA apTepHi, OCTBD
KOPOHEPEH CHHAPOM, KOpOHApHa GOnecT HITH 00CTPYKTHBHO 2a00/1MBAHE Ha nepugepHa apTephs.
IMowrs nonoBHHATA OT NPOYYBAHATA NOTY/IALIAA CA NOMYYHAH MHGAPKT Ha MHOKapaa H
npubmuswrento 20% ca nperbpnenH yaap. [TouTH NoJICBHHATA OT IPOYUBAHATA NONYNALMA ¢4 MMAIH
NOHE 7IBA KPUTEPHA HAa CHPAEYKOCHI0BA MeTopud. [TouT Bonukn THua (95%) ca noydasais
ChPNEIHO-CHAOBH JIEKapcTBeHH NpoaykTH (Gera 6nokepu, ACE naxubutopH, anrHoTensHH I,
6nokepH Ha KANNHEBATE KAHANH, HATPATH, THYPETHLHK, ANCTAICATHINUIOBA KHCENHHAA, CTATHHH,
bubGparu).

BLOpekd e Npoy4eaHeTo He YCMABA N0 OTHOLIEHHE Ha IMPBHYHATA KpaliHa TouKa, KOATO €
CBHYETAHHE OT CMBPTHOCT NOPANH BCAKAKBH NPHYHHM, HedaTaneH HHGApPKT Ha MHOKApAA, YIap, OCTEP
KOPOHapeH CHHAPOM, TONSIMa AMITYTAHA HA KPaka, KOPOHAPHA PepacKynapr3aumd H
peBacKyNapH3alEa Ha Kpaka, pe2yITATHTE 0Ka3BaT, Y€ HAMA ABArOCPOUHH ChPICYHOCHIORH
npofieMy, CBEP3AHN ¢ yIoTpebara Ha MMOMTHTA30H. B chinoTo Bpeme ofade cIyyauTe Ha OTOK,
MOBUINABAHE HA TETNIOTO H MOPOK Ha CHPLETO ca ce ypeannum. He ce Habmonasa ysennaagane Ha
CMBPTHOCTTA OT ChpAEYHA HENOCTATEYHOCT.

TMennarpHuna nonynaumns

EsponetickaTa areHnas no JexapcTBaTa 0CBOGOKIABA OT 3ATBIHKSHIETO 34 MPEROCTABANE Ha
pesyNITaTwTe oT NpoyyBaHUATa ¢ FIH30Ha BB BCHYKH NOITPYNH Ha NeTHATPHYHATA NOTTYAALHA P
3axapen auaber THN 2 (Bk. Touka 4.2 33 MAGOPMALIHI OTHOCHO ynoTpeta B NEAHAaTPHATA).

5.2 ®apMaxkOKHHETHYEHH CBOHCTBA

AbcopBins e
A

iy
Cnen nepopanHo NpUAOKEHHE, NMOMNMTA3CH ce adcopbupa Gbp30, KAaTO MHKOBH MTA3SMEHH }S‘f- g

KOHLIEHTPALHH Ha HENPOMEHEHHA NHOTIHTAa30H ¢¢ MOCTHraT 00HKHOBEHO 2 Yaca ciel np Qi}spﬁemﬁ
fer
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[TponopMOHATHO TOBHIIEAHE HA IIAIMEHATA KOHUEHTpaUMa ce Habmoaaga npy 2oz ot 2 no 60 mg.
PaBHOBECHO CECTOSHME CE OCTHTA Clie 4-7 AAR MPAIoKEHHE. MHOrOKpPATHOTO [PHIOKEHHKE He
BOJM JI0 AKYMY/IHPAHE Ha BEIIECTBOTO WIH HEFORMTE MeTaBouMTH. AGCOpOLMATA He ce TIOBIIHABA OT
OpreMa Ha Xpana. AGcomoTrHara CHoHanuuHOCT & Hax 80%.

Pasnpencachne
Onpenenenns oGeM Ha pasnpesencHue npH xopara e 0,25 Lkg.

TTHOrnHTA30H ¥ BCHYKH AKTHBHH MeTabOIHUTH Ce CBBP3BAT B I'OJiAMA CTENCH € INIa3MEHNTE TMPOTCHHH
(> 99%).

broTpabchopM:

ITuormmrason ce noanara Ha 3HAYHTEIEH MeTA0OTHIEM B UepHUA ApPob 9pe3 XHAPOKCHIHpaHe Ha
anudaTauTe MeTHNEHOBH Py, Toll e NABLPLIRA PeAMMHO Ype3 HHToXpoM P450 2C8 propekn, ue
€ BhIMOIKHO IPYTH H30(OPMH [Ia YJacTBaT B TIO-MAnKa cTened. TpH OT WeCcTTe YCTAHOBEHH
metabonuta ca akTHRHM (M-I, M-I11 g M-IV), Mmaiiku npeenn akTHEBHOCTTE, KOHLEHTPAHHTE U
CBBP3BAHETO C MPOTEHHUTE, THOTNMTA30H H MeTaboauTeT M-111 nonpHHacaT B eMaksa CTENEH 3a
eukacHocTTa. Ha Tasu ocHoBa, npuHockT Ha M-1V 110 oTHOLIEHHE HA €HKACHOCTTA € OKOJIO TPH
ITHTH CIIPAMO TO3H HA ITHOTJIMTA30H, JOKATO OTHOCHTEMHATa edukacHocT Ha M-Il e MuHMManua.

In vitro npoyuUBaHARTA HE NOKAZBAT, 9¢ MHOTTIHTA30H HHXUGHPA HAKOR OT NOATHIIOBETE HA LIMTOXPOM
P450. He e nabmonasana MHOyKIHA HA OCHOBHUTE HHIYOHGIWIHH P450 nzoensume 1A, 2C8/9 u 3A4
TIpH Xoparta.

IpoyyBaHus BLPXY B3aMMOAEIHCTEMATA MOKA3BAT, Ye NHONTHTA30H HAMA 3HAYHTENIEH eeKT, KakTo
BLPXY DapMaKOKHHETHKATA, TAKA H BBPXY ($apMakoIMHAMHMKaTa Ha AHFOKCHH, BapdapHH,
tennpokyMoHn H MeTdopmun. Hma chob1eHns, Ye eNHOBPEMEHHOTO NPANOAKEHAE Ha THOTIHTA30H C
remutposnn (ARXHGUTOP Ha uuToXpoM P450 2C8) 1nn ¢ padamITHiHH (HHAYKTOp HA LHTOXPOM
P450 2C8) choTBETHO NOBHILIABA WIH NOHMKARA IIA3MEHATA KOHLECHTPAIMA Ha NHOTIHTA30H (BK.
TouKa 4.5).

EnvmuEHpaHe

Cnen nepopanHo NPWIKKCHAE Ha PASHOSKTHEAO Ge/a3aH NMOTIIHTA30H NPH XOpa, OCHOBHO
KOIIMYECTBO OT GeNA3aius NPOAYKT e OTKPUBA B MIMPOKHEHHATA (55%) H 1o-Manko KOIHYECTBO B
ypHuHara (45%). ITpu :KHBOTHH, CAMO MAJIKO KOJHMYECTBO OT HEMPOMEHEH MHOTIINTAa30H MoXke 1a 6bae
OTKPHTO B YPHHATA WIH H3NpakHeHHATa. CpeaHUAT IIA3MEH eTHMHHALIMOHHEH N0y KHBOT Ha
HETNPOMEHEHHA IEHOTITMTA3OH [IPH 9OBEK € 5 10 6 Jaca, a Ha HErOBHTE o0LIH AKTHBRH MeTabonuTy 16
no 23 gaca.

TMannenTH & crapyecka pBIpacT

CraunonapruTe QapMakOKHHETHIHH NOKA2aTeNN ca NoAcOHH NPH NAUHEHTHTE Ha H Hall 63 roaHuIHA
BB3pacT H TC3H Ha HO-MNAIHTE HHOAHBHIH,

lanviehTH ¢ 6B0peuno yepexaane
Tpu nauMeHTHTE ¢ HBLOPEYHO HAPYLWICHHE, ITA3MEHNTE XOHLIEHTPAIIHH Ha NHOTIIMTA20H M HEMOBHTE
MeTalo/IHTH ¢a NO-HUCKH B CPABHEHHE C TE3H, HAOMONaBaHK NpH HHAHBHAH ¢ HopManHa Os0peuHa

(YHKIHA, HO MIEPOPANHHAT KIHPBHC HA OCHOBHOTO BEILECTBO € NofodeH. T10 To3H Ha'HH,
KOHLEHTPALMATA Ha cBOOOAHAR (HECBBP3aH) MHOMIMTA30H € HEMPOMEHEHA,

MaypeHTH ¢ YepHoApobHO aHe
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ObfmiaTa nnasMeHa KOHLEHTPaLHA Ha IHOTIMTA30H ¢ HENPOMEHEHA, HO ¢ NIOPHIIEH ofeM Ha
pasnpeaencnue. [10paTy TOBR, BLTPRIINMIT KIIMPEHC € HAMATEH, MPHAPYEH OT No-ToNAMa Ppakius
Ha HECBBP3aH MHOTTIMTAZ0H.

5.3 TlpeaxIHHHEYHH AAHHH 33 Gel0NAcCHOCT

IpH TOKCHKONOrYYHH NPOYYBAHASA, ABHH NOBHINEHHA HA IUTA3MEHAA 00eM ¢ XEMOIWTYLIHA, AHEMHA H
o0parnMa eKCOeHTpHYHA XANEpTPodHA HAa CHPUETO CA NOCTCAHHY IIPH MHOTOKPATHO NPHIMKEHHE
NpPH MUIIKH, ITEXOBE, Ky4eTa H MaliMyHH. OcBeH ToBa, ca HabmonaBaHH M NOBHIIEHO MACTHO
HaTpynBanc H HHGHNTpauHa. Tesn npoMeHH ca HAOMOJABaHH MPH BUAOBETE C INIAIMEHH
KOHUEHTPAUMH 4 ITHTH COPAMO TE3H NPH KNHHHUHO NpuAokenne, OrpaHRYCHO PasBHTHE HA NUI0ZA €
YCTAHOREHO TIO BPEME HA TPOYUBAHHA ¢ NHOTIIHTA30H NpH XHBOTHH, Tora Moxke aa Gbiie CBBP3aHO C
JefiCTBHETO Ha NHOTIIHTA30H 33 HAMANABAHE Ha XUTICPHHCYIMHEMHAATA TIPH Maifkara H MOBHINABAHE
Ha HHCYJTHHOBATA PE3ACTEHTHOCT FE3HHKBAIIA NO BpeMe Ha OPEMEHHOCTTA, KATO N0 TO3M HAYHH Ce
HaMa/fBa HADIIHETO HAa METa0OIHUTHHA CyOCTpATH 33 PasBHTHETO Ha IN0JA.

[Ipu nocraThiHo noGpe nonbpana Gatepus ot in vivo H in vitro IpOY4BaHHA BEPXY
TeHOTOKCHYHOCTTA, MHOTNIKTA30H HE € NIOKA34T eHOTOKCHYeH NoTeHunan. [lopymiena YecToTa Ha
XHIEPILNAIAR (MBKKH H JKEHCKH 00J1) M TYMOPH (MEXKKH ITON) HA €NTUTENA Ha MHKOMHHA MEXYP €
HabmonaeaHa NpH ILTEXOBE, HA KOKWTO € MPUNAraH MHOEHTAZO0H 0 2 NOXHHH.

Q0pasyBaHeTO H HATHIMETO HA KAMEHM B MIMKOYHATA CHCTEMA ¢ NOCNEBANO Bh3NANCHHE U
XHTIEPIAa3HA CE CYMTAT 32 PHIHOIOrHYHA OCHOBA Ha HAOMOABAHNA TYMOPOrE€HEH OTIOBOP NpH
TLTBXOBE OT MBKKH 101,

24-mecedno NpoyYBaHe Ha MEXAHW3Ma PEPXY NABX0BE OT MEXKKH NOJ N0Ka3Ba, Ye IPHIAraHeTo Ha
MHOTIIMTA30H BOIH [0 NOBHILIEHA YECTOTA HA XHNCPILIACTHYHEN NPOMEHH B IHKOTHHA MEXYP.
[ToAkucenspane upe3 XpaHaTa 3HAYHTEIIHO HAMANIABA YECTOTATA, HO He OTMEHA NOABATA HA TYMODH.
Hannguero Ha MHKPOKPHCTAIH YCHIIBA XHIIEPILTACTHYHHA OTTOBOP, HO HE C& CUHTA KATO OCHOBHA
NPMYHHA 33 XHNEPIIACTHIHH HPOMEHH. 3HaYHMOCTTA 33 JOBEKA HAa TYMODOTCHHHTE HAXOAKH,
YCTAHOBEHH NPH MEKKH TLTBXOBE, He MOKe Aa Oble H3KT0YEHa.

He e ycraHOBEH TYMOpOT€HEH OTTOROP NPH MHLIKH [Py JBATa N0Na. XHNePIUIasHa HA NHXOYHHA
MEXyp He e HabmojaBaHa NPH Ky4eTa H MaliMyHH, NeKyBaHH C NHONTHTA30H 10 12 Mecena.

ITpn monen eEpxy *HMBOTHH Ha GaMuIHa aneHoMaTo3Ha nonunoza (FAP), aeuennero ¢ ABa Apyri

THAZONMHAMHIHOHH, NOBHIIARA PAINPOCTPAHEHHETC HA TyMOpa B Aefenoro uepso. 3Ha4EHMETO Ha
Ta3d HAXOJKA HE € H3BECTHO.

Onenka Ha PHCKA 32 OKONHATa cpena (ERA):

He ce ouaksa eL3felicTRHE PEPXY OKOIIHATA Cpeaa npK KIHAAYHA ynotpeta Ha MAOTIHTA30H.

6. DAPMAIIEBTHYHH JAHHH
6.1 Cnoucsk H2 ROMOMIHNHTE BEIIeCTBA
XHApOKCHITPONHILENYI03a

KapmMenoza kamiuit

Jlakro3a MOHOXHApAT

Marneauer creapar

6.2 HeChBMECTHMOCTH

Henpunosxumo

6.3 Cpok Ha rogHOCT
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3 roamun

6.4 CpneumanHu YCI0BUHSE HA ChXpaHeHAe

Be3 cienuanty yonoBHs Ha ChXpaNeHue.

6.5 Bmnau chIbpXKAHHE HA OIAKOBKATA

[Mu3zona 30 mg Tabnerku ca onakoeank B PV C-PE/PVDC/AL GnucTepy, NocTaseHH B KAPTOHSHA

KyTHA € Ne4aTHH CHMBOJIH.

Bcska omakoBka cpaspixa 30 Tabnerxa.

6.6 CoeumanHn NpeaNA3HH MEPKH NPH H3XBBPJIsSHE H pafoTa

Heusnomspannar nexapcTBeH TPOLYKT WM OTNAXLYHATE MATEPHATIH OT HEro TpaOea Aa ce H3XBBPIAT

B CBOTBETCTBHE C MECTHHMTE HIHCKBAHMS

7. NPHTEXATEJI HA PASPEITIEHHETO 3A ¥YTIOTPEBA

»Jafikahapma BrcokokadecTBeHuTe JlekapcTea™ AJ]

6ya. ..M. lamurtpos™ Nel

rp.Cogus 1172, Brraps

Ten.: +359 2 962 54 54

thakc: +359 2 9603 703

e-mail: info@tchaikapharma.com

8. HOMEP(A) HA PASPEIIIEHHETO 3A YIIOTPEBA

Per.nomep: 20150002

9, JAATA HA ITBPBO PASPEINABAHEMOAHOBABAHE HA PAIPELIEHHETO 3A
¥INOTPEBA

Jlara Ha mspRO paspemaeane 3a ynotpeba: 12.01.2015

Jlara Ha noaHOEABaHE Ha pa3pemeHKeTO 3a ynoTpeba: 28.11.2019

10. JATA HA AKTYA/IH3HPAHE HA TEKCTA

Cenremepu, 2021
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