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Hoeat Prs, Ne s

1. HME HA JIEKAPCTBEHHA NPOAYKT

IMuzoHa 15 mg Tabnerkn
Pizona 15 mg tablets

2. KAYECTBEH H KOTHYECTBEH ChCTAB

Beska TaGneTka coabpka 15 mg nuornnTaszeH (pioglitazone) kato NAOTINTA30H XHAPOXNOPHA
(pioglitazone hydrochloride).

HOMOIIIHH BCILIECTBA € HIBECTHO JACHCTBHE:
Bceska Tabnetka chabpka 37,8867 mg nakToza MOHOXHIpAT.

3a OBNHHA CNACHK HAa NOMOILHHUTE BEIMECTBA BHXTE TOUKa 6.1.

3. JIEKAPCTBEHA ®@OPMA

Tabnetxa
Iu3oHa 15 mg Tabnerky ca Genu, KPpriH, H3MbKHATH TalJIeTKH.

4. KJHHHYHH JAHHH
4.1 TepaneBTHYHH MOKAIAHHA

[TnornwiTa3on e MoKka3aH KaTo BTOPA FITH TPETA JIHHKA 33 EYeHHe Ha 3aXapeH qHaber THIT 2, KaKTO ¢
OTHCAHO MO-AOMY:

K4TO MOHOTEPANHA
- Ha BFB3PacTHH NANMEHTH {0cODEHO TAKHEA ¢ HATHOPMEHO TETNIO), HEANEKBATHO KOHTPOIMPAHH
C IHeTa | pU3AYECKH YIIPAKHEHNA, NPH KOHTO NPIIAraHETo Ha METGOPMHH € HENOAX0IALIO,
TIOPAIH HATIMYMETO HA NPOTHEOTIOKAZAHHA HITH HENOHOCHMOCT.

K4to ABOHHA MepopajJHa Tepanus B koMOHHaNNA C:

- MeTdIOpMHH Ha FLIPACTHH NaUHeHTH (0cobeHO TAKHBA ¢ HAJHOPMEHO TET0) ¢ HEOCTaTBYEH
TTHKEMHYEH KOHTPOJ, HE3aBHCUMO OT NPHIIOKEHHETO Ha MAKCHMAITHATA MOHOCHMA /1033 MPH
MOHOTEpanua ¢ MerGopMHH

- cyndaHutypefiHo IPOH3BOAHO, CAMO NPH EL3PACTHH MALHEHTH, KOHTO €4 NOKAIAH
HETIOHOCHMOCT KbM MET{hOPMHH KHNH, NPH KOHTO METGOPMHH ¢ NPOTHROIIOKA3AH, ©
HEIOCTATHYEH IMHKEMHYEH KOHTDON, HE3aBHCHMO OT NPHICKEHACTO HA MAKCHMAIHATA
MOHOCHMA A033 MPH MOHOTEPANHA CLe Cy(aHTypefiHO MPeH3BOJHO.

KATO TPOiiHA NEPOPATHA TEPATIHA B KOMOHHALHA C;
- Merdopmun 4 cyndanunypes, npu Be3pacTHH NauHeHTH (0cOBEHO NALTHEHTH ¢ HATHOPMEHO
TErN0) ¢ HEAOCTATEYEH MMIMKEMHYEH KOHTPO!, BRIIPEKH ABOHHATA NEPOPANHA Tepariid.

TTHorauTa3oH € MoKa3aH 33 KOMOKAKpaHe ¢ HHCYIHH NPHU 3axXapeH Axaber THN 2 MPH BB3PACTHH
TNAIHEHTH ¢ HEAOCTATHYCH KOHTPOJ HA TIIMKCMHATA MPHA IeYCHHE ¢ HHCYIHH, NIPH KOHTO MC’T(!)OPMHH
€ HeMoAXo 411l IIOPAAH CHILECTRBYBAlllK MPOTHRONIOKAIAHHA WH HEMOHOCHMOCT {BkK. ToUKa 4.4).

Cnep zanoueaHe HA NEYEHAE C MHOTTHTA30H, MAHCHTHTE TPSIGBa na opaar NperaejaHn cnen 3




NMOITIHTa30H TPAGEA Aa ce npeycraHoen. C orngA Ha MOTEHI[NANHATE PHCKOBE ITPH NPOALJLKHTENHO
JICYEHHeE, TPEANHCBAIMTE JleKapd TPAOBa Ja NOTEBPAAT NPH BOCTEABAINH PYTHHHY NPErIea, Ye
10/132Ta OT IEYCHHETO C IMOTIINTA30H ¢ 3ana3ka (Bx. Touka 4.4).

4.2 o3upoBKa H HAYHH HA IPHIOKEHHE

_ﬂosuggmca

JleueHreTo ¢ NHOTAIHTA30H MOXKe Aa 3anoyne ¢ 15 mg unu 30 mg seAntxk AHeBHO, Jlo3ara Moxe Aa
Objile NOBHIIEHA A0 45 MZ BEANEXK JHEEHO.

Tpn xoMBHHApaHe ¢ AHCYIEH, TEKYLIATA J034 HA MHCYIBH MOXe 1a Ohae 3amazeda NpH 3anovBaHe Ha
JedeHue ¢ MAOFMHTA30H. AKO NaHEHTHTE CHOGLHAT 38 XHIOTIHKEMRA, 2032Ta HA HHCYHHA TpabBa
J1a 6ble HaManena.

Cneunanay Nonynauuy

Cmapuecka evapacm

He ce Hanara npoMsHa HA AO3MPOBKATA IPH (IALMEHTH B CTAPYECKA BBIpAcT (Bi, ToUKa 5.2).
Jlekapute TpadEa Oa 3aH0YHAT JEYCHHETO ¢ HAM-HHCKATA BE3MOKHA 11034 H Ja YBEIMYEBAT 103aTa
MIOCTENEHHO, 0CODEHO KOraro MHOTIIMTA30H CE H3MOI3Ba B KOMOHHALMA ¢ MHCYJIMH (BK. To4Ka 4.4)
3anpekKa HA TEMHOCTH W ChPACYHA HELOCTATEYHOCT).

Buiipeyno yepexcdane

He ce Ranara npoMaAa H2 JOZHPOBKATA IPH NAUASHTH ¢ Hapyliena 6u0peuna dyHKng
(KpeaTHAHHOR KNHPBHC > 4 ml/min} {B:k. Touka 5.2). Tlopamu nuncata Ha HHPOpMALINA OTHOCHO
NPHIKEHHETO TIPH NIANHEHTH HA AHANH3A, THOTTHTA30H He TpAOBa a ¢e M3MOI3Ba OT TE3H
MALHCHTH.

Yeprodpobro yepexcdane

Turornurasos He Tpa0Ba fa ce NPHIara NPH NALUHEHTH ¢ YEPHOIPOOHO yBpekAane (Bk. ToTKa 4.3 W
4.4).

HTecuampuyna nonyrayus

BesonacHocTTa M edkachocTTa Ha TTH30Ha TIPH Aelia M IOHOIIA Ha Bb3pacT N0 18 roaHHM He ¢a
YCTRHOBEHH. Jluncear AAaHHH.

Hauux Ha npunoxeHne

TabueTKuTe NHOMATA30H CE NPHEMAT NEPOPATHO BEINEX AHEBHO Che W 6es xpana. TabneTxume
TpAGBa 112 Ce NOTBILIAT C Yallla BOJA.

4.3 IpoTHBRONOKRIAHAN

TIHOTNHTA30H e IPOTHEOMOKA3ZAH NP MALMEHTH G
- CBPbXYYBCTBHTEJIHOCT KbM aKTHBHOTO BEILECTBO H/H KBM HEKCE OT NOMOIIHFTE BEUIECTRAE,
H30poeHH B Touka 6.1;
- ChpOeYHA HENOCTATEYHOCT WIH aHAMHE3a 34 CLpAeYHa HeaocTarbyuHoeT (NYHA crenen 1 no

vy,
- 4epHOOpoGHO HApYLICHKE; —
- nuabeTHA KETOauuA03a; — :

LA
- HAIHYEH PaK Ha THKOSHMA MEXYP HITH AHAMHE32 33 PaK HA NHKOYHHA MEXYP; iy _'*?1’_’
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- HEH3CAeABaHA MAKPOCKOMCKA XEMATYPHA.
4.4 CnenHaaHn npelyNpeAIeHNs H NPEANaIHH MEPKH IpH YnoTpeba

Jadvprcane Ha MeYHOCME U CHPOCYHA HeOOCNIGITLYHOCH!

IMHornMHTa30H MOXKE 1A MPHYHHH 3aTbpkane Ha TEUHOCTH, KOETO Ja BIOUIH HITH YCKOPH NOABaTa Ha
ChpAedHa HeAGCTATRRHOCT. KOTaTo ce eKyBAT mAHEHTH ¢ TIOHE 6IMH pHCKOB $aKTOp 3a pa3BHTHE HA
3acTOlHA ChpIeYHa HEJOCTATBYHOCT { HAPMMED NMPEMUecTBAIN MHOKapAeH HHGApKT WIH
CHMITOMATUYHA KOPOHAPHA (ONECT WA CTAPIecKa BBIPacT) NeKapaT TpAbsa a 3anouHe NedcHre ¢
Hali-HHCKATa BB3MOKHA K032 M NOCTENSHHO I YBENHIM A03aTa. [TaueHTHTE TpAGRa Aa Gbaar
Haﬁmonanaﬂn 32 MIPH3HAUY H CHMIITOMH Ha CEPAeYHA HEAOCTATHYHOCT, OBHIIABAHE HA TETNOTO HIIH
OTOK, 0cO0EHO Te3H ¢ HAMANEHH CHPASYHH pe3epBi. HmMa NOCTMAPKETHHIOBH CHOCUICHHA 3a CilyYaH
Ha ChHPIOCHHA HEJOCTATEYHOCT NPH KOMOWHMPAHOTO NPHUAOKEHHE HA NMHOTIIHTAZ0H M HHCYITMH NpH
MaUHENTH, ¢ HpeANlecTBallia ChpaeyHa HexocTarsunoct. [lanpenTire TpaGea na Gpnat Habmolasany
3a MPH3HALH ¥ CHMIITOMH H& CBPAeYHa HeJOCTaTEYHOCT, HAIAARAHE HA TEIMO H OTOUH, KOTaTo
TIHOTJTHTA30H ¢ NMpHnara B KoMOMHaumA ¢ HECYNHH. T'sii KaTO MHCYAUH M THOITIHTA30H CA CBBp3aHH
CBC 3aIBPIKAHE HA TEMHOCTH, TAXHATA ¢IHORPEMEHHA YnoTpeSa MOXKe 1a OBMIIH pHCKa 0T oTok. Hma
NOCTMAPKETHHIOBH CHOOLIEHNA 3a CIIy4aH Ha nepml}epcn OTOK H CBpPASYHA HCAOCTATHYHOCT TIPH
TIAUMEHTH NPH eTHOBPEMEHHA YNIOTpeba Ha MTHOrMUTA30H i HECTEPOHIHE NPOTHEOREINATTHTENNH
CPERCTBA, BKNOUHTENHO cenekTisnl COX-2 nuxnburopu. TTHormyurason Tpadea na 6bAe cOpsu NpH
BCAKO BIIOIIABAHE HA CHEPACYHOTO CHCTOIHHE,

ITpoydBaHe ¢ KpacH pe3ylTaT HA CHPASYHO CHAOBH YCIOMHEHHA NP ITHOTJIHTA30H € MPOBECHO NPH
TALMEHTH N0 75 rOIHKH Cbe 3axapeH IualeT THN 2 M CHLICCTBYBAINA NPEAH TOBa MAaKPOAHTHONATHA.
KM npoeexaanata anTHARA0STHA N CEPIEYHO CHAOBA TEPAIMA & A00aBEH MHOTANTA30H HIH
aneGo B NpoIblkeHHe Ha 10 3,5 roadnn. Topa npoygBane nokassa YBENHYCHRE Ha CLo0MIeHHAT2
33 ChPACYHA HEAOCTATHYHOCT, BLIIPEKH e TOBA HE BOAW A0 NOBUIICHA CMBPTHOCT B TOBA NPOYYBAHE.

Cmapyecka ev3pacm

TIpn nanuedT! B cCTapUYecka BBIPACT, KOMOHHHpaHATA yIOTpeHa ¢ HHCYIHH TpAdea na ce oOMHCmA ¢
BHHMAHKE NMOpaaH NOBHOIEH PHCK OT CEPHO3HA CHPACYHA HEAOCTATHUHOCT,

C orliea Ha PUCKOBE, CBBP3AHH C Bb3pacTTa (0coBeHO paK Ha MUKOYHHA MeXyp, dpakTypH H CepacuHa
HELOCTATEYHOCT), NPH MALWEHTH B CTAPYECKa BE3PACT TpAOBa BHUMATENHO 1A ¢& 0OChAH
CBOTHOMIEHHETO NONIZa-PHCK NPEAH H MO BPEME Ha IEHEHHETO,

Pax na nuxownus mexyp

Cryvad Ha pak Ha MHKOTHHA MeXyp €a ¢ch00IABAHN NO-YECTO NIPH META-AHATH3 OT KOHTPOAHPaHH
KIMHHYHE H3NHTBAHKA ¢ NHOorNHTasod (19 ciayyas ot 12 506 nanpenth, 0,15%) B cpasHenne ¢
KOHTpOJIHHTE TpynH (7 cimyuad ot 10 212 nanmenty, 0,07%) HR=2,64 (95% CI 1,11-6,31, P=0(,029).
Cnen M3KmMOYBaHe ha NALMEHTH, IPH KOHTO EKCIO3HLMATA Ha MAMATBAHOTO JIEKAPCTBO NPH
TIOCTABAHE HA AHArHO3aTA PaK HA MMKOUHHA MeXyp e 611a Ho-MATKO OT €lHa roJHHA, € HMAno 7
cyqan (0,06%) na muornutazod u 2 cnyvas (0,02%) B KoHTpoTHHTE rpYIH. ENHACMHONIOTHYHHTE
H3CENBAHNA NPEANIONATaT CHINO IEKO NOBHILEH PMCK OT PaK Ha MUKOUHHA MEXYD NPH NANMEHTH ¢
AnabeT, NEKypaHM ¢ THOTNHTA30H, BHIPEKH Ye HE BCHYKH W3CIEABAHUA UAeHTHHLAPAT
CTATHCTHYECKH SHAYAMO NOBHIABAHE Ha PHCKA.

[Tpenw 3anoyeane Ha JICYSHKE C UOTINTA30H TPAOBa Aa GBAAT OLIEHEHH PHCKOBHUTE (hakTOpK 3a pak
Ha NUKOYHHA MeXyp (PHCKOBETE BKITIOUBAT BE3pacT, AHAMHE3A 33 TIOTIOHOMYIIEHE, HAIaraHe Ha
HAKOH NpoflecHOHATHH HITH XHMHOTEPATCBTHYHH arcHTH, Hanp. wiknodochaMu, WK NPSaX0XIaImo
JbueneyeHe B Ta3oeata obnact). Beaka Makpockoncka Xematypus Tpa6ea ga Gble HacneaBasa

peay Aa ce 3an04He TCUEHAES C MHONMTHTA30H. ’__._,,_..._,_\.-{\
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TTaunenTHTe TPAGBa 4a OBAaT TOCBBETEAHH A4 ¢ 0OBpHAT He3abaBHO K'BM CBOX JIEK3D, aKO 10 BpeME
Ha IEYEHHETO CE MOABAT MAKPOCKOINCKA XeMATYPHA WITH APYTH CHMITOMH KaTO TH3YPHA, HIH YeCTH
TTO3HEBH 33 YPHHHPAHE.

Ipocredsqane na weprodpobuama dvuxyus

ITo Bpeme Ha NOCT-MAPKETHHIOBUA NEPHOZ €A JOKNANBAHH PeKH CYUaH Ha XENaToLeTynapHa
Jucyukima (2k. Touka 4.8). ETo 34110, ce NpenopeyBa NAHENTHTE JEKYBAHH C NHOMIMTA30H Aa
NOAMEXAT HA MEPHOAWYEH KOHTPON HA depHOapobHITe eH3nmMu. YepHonpobHuTe eHsuMH Tpabea na
GbAaT NPOBEPEHH NPENH HAMAIOTO HA NCYEHHETO C MHOMITHTA30H NIPH BCHUKY MAMHMEHTH. JIR4eHHETO C
TTHOTTINTA30H He TpAOBa Aa ObAe 3am0YBaHO NPH NALMEHTH ¢ IOBHIIEHH H3X0AHN HHAA HA
yepHoapoGHUTE eH3HMH (ALT > 2,5 mpTh cnpAMO rpaHHLMTe HAa HOPMATA) HITH B CTydail Ha KAKBHTO
¥ [a e JaHHH 3a qyepHoapobHo 3abonaBaHe.

Cnep, 3anouBane Ha IEYEHHETO © TTHONIHTA30H, ce IPeNopbyBa NEPHOTHYHO NPOCTEAABAHE HA
4EpHOAPOOHHITE EH3MMH BB3 OCHOBA HA KNHAMYHATA NpenieHka. B cayyail ya noguilasaHe HUBaTa Ha
ALT 70 3 0BTH Waj, ropHaTa rpaHBia Ha HOPMATA 110 BpEME Ha JISYEHHETO ¢ MHOTTIMTA30H, HMBATA HA
4EPHOAPOGHHTE eH3IUMH TPAGBA 1a 6BAAT MPEOlCHEHH Bb3MOXKHO Hali-Gbp30. Axo HHBaTa Ha ALT
OCTAHAT > 3 TILTH Hall COPHATA FPAHHLA Ha HOPMATA, NeueHheTo TPAGEA aa GBae npeycTaHoBEHO. AKO
HAKOH OT NALMEHTHTE Pa3BHE CHMITOMH, NPEANCATALIN YEPHOAPOOHO HApYIUEHHE, KOMTO MOXKE Ja
BKMOYBAT HEOGACHHUMO raaeHe, NOBPBINANE, KOpeMHa DOMKa, yMOpa, AHOPEKCHA W/HNK TEMHA YPHHA,
4YepHOApOOHUTE eH3UMH TpaOBa Ja OBOAT NpOBepeHH. PellieHHeTo 3a NMPOILLKABAHE Ha NEUCHHETO Ha
MAHEHTa ¢ NHOTTHTa3cH TPA0Ba Aa HBAE B3ETO B3 OCHOPA HA KNHHHYHOTO CHCTOAHME, 10
NoNlyyaBaHe Ha pe3yITaTHTE oT faopaTopHATE M3cneaBaHus. TIpn nogeara Ha KHITEHHUA,
JIEUEHHETO C TO3H JIEKAPCTBEH NPOayKT TpaOBa ma Obie HpeycTaHOBEHO,

Hoesmuasarne na meznomao

[To Bpeme Ha KIMHHYENTE NIPOYYBAHKMA C MUOTIHTA30H ca NMONYMEHH AAHHH 3a CEbP3aHOo ¢ A03aTa
NOBHUIABAHE HA TCTNIOTO, KOETO MOXKE 13 Cé TRIIKH Ha nanynBaﬂe Ha Ma3sHHHK, 3 NIPH HAKOH CITy4yan
Aa ce Chuerae CbC 3a0bPXKaHe Ha TedHoCTH. [Tp1 HAKOM cnyvyan YBeNnWYEHHETO Ha TErIOTC MOXKE 1a
OBAe CHMNTOM Ha CBPIEYHa HEAOCTATHUHOCT, OPAlH KOETO € HEOGXOIMHM CTPOT KOHTPON Ha
TenecHoTo Terno. CrnassaHeTo Ha NHETA € YacT OT NEUSHHETO TIPH naunenTHTe ¢ auaber. Te Tpabea na
OBAAT CHRETBAHM Aa CNIAIBAT CTPMKTHO AHETATA, BKITIOMBALIA KOHTPON Ha KATOPHHTE.

Xemamonozusg

ITo Bpeme Ha Te4EHHETO ¢ MMOTAHTA30H € HaD/MORABAHO Cl1ab0 NOHDKEHHE HA CPEIHHA XEMOTAO0HH
(4% oTnocHTENHA peAyKLMA) 1 XeMaTOKpHTa (4,1% OTHOCHTENHA peIyKIHA), OTTOBAPAIIM Ha
xemomuwryuss. [lonobun npomen ca HabmoaBasH B NPH NALUHEHTHTE NEKYBaHA ¢ MeTdOpMHH
(xemoTnobHR 3-4% H xeMaTokpHuT 3,6—4,1% oTHOCHTeNHA pefyKLHA) H B IO-MANKa CTENEH CbC
cyndaHwypeHO NPOKIBOAHO M MHCYNHH (xeMornobun 1-2% H xeMaTokpHT 1-3,2% OTHOCUTENHA
PENyKLUHS)} O BPEME Ha CPABHHTENHHMTE KOHTPOAMPaHH NPOYYBAHHA ¢ MHOIIHTA30H.

Xunozauxemus

Karo nocaeHlia o1 yeenHyeHaTa YyBCTRUTENHOCT KM HHCYITHH NPH NALMEHTH, KOHTO MPHEMAT
MHOTIIMTA3CH B ABOHHA WM TPOiHA NEPOPANHA Tepalus e CyAQaHITypeiiHO TPOHIBOAHO, HIH
JBOHHA KOMOHHALIMA ¢ HHCY/IHMH HMa ONACHOCT OT PA3BHTHE HA 4032-3aBHCHMA XHIIOITIHKEMHA,
NOpaIHM KoeTo Moxe ia Gbiec HeoSX0IHMO 18 Ce HaMaM [1032Ta Ha cyHpaHATYpeHHOTO IPON3BOAHO
HAHM HHCYIHHR.

Hapyrsennn na ouume




MHoro ot Te3sM NaukeHTH ¢a Cho0IANA 2a cHNpoBoxaal nepradepen enem. He € AcHO 1ank HMa
JHPEKTHA BPbIKa MEKITY MHOTANTAIO H MAKYIapeH efeM, HO fipeanuceaitnre Tpabsa na Opaar
GAHTEHYN 33 Bb3MOKHA N10AB3 Ha MAKYIApPEH SIEM, B Cllydail, Y€ NAUHEHTHT ChOGILM 33 HAPYIMEHAS B
3pUTENIHATA OCTPOTA, TPA0Ba a ce NpeAnpHeMe ChOTBETHA KOHCY Al ¢ ofyranmonor.

Hpyeu

TTpu cGopen aHanuz Ha HeXENaHH PEAKIHHE KaTo (PaKTYPH Ha KOCTHTE OT PAHROMH3HPAHH,
KOHTPOIMpanH, As0HHO-CNENK KIMHAYHY H3NUTBAKKA Opy Nokeue oT § 100 fekyBaHu ¢ MAOTTHTA30H
# 7 400 nexyBany NALKEHTH ChC CPABHMTENCH MPONYKT B NPOIBAKEHHE Ha 10 3,5 roIHHM, e
HabmonaBa YBETHYEHA YeCTOTa Ha ()PAKTYPH Ha KOCTHTE MPH KEHH.

GpakTypH ce Habmonasar npu 2,6% oT KeHUTe, pHEMalTH THOTIHTAa30H, cnpamo 1,7% oT XKeHnTe,
JIEKYBaHH ChC CPABHATENEH NpoaykT. He ce HaGniogapa yBeMeHAe B YeCTOTATa Ha dpaKxTypuTe NpH
JIEKYBAHUTE ¢ NHOTIIHTA30H MBxke (1,3%) cipAmo OHE3H, NEKYBaHK ChC CPABHATENNEH NpodykT (1,5%).

Hzuucnenara decrora Ha dpaxrypH € 1,9 dpaxrypu na 100 nawpeHT-rogMHNA NPH XKEHUTE, TIEKYBAHH C
MHOCAXTA30H, H 1,1 ppaxTypH Ha 100 HauMeHT-roIHHN [IPH KEHHTE, JIEKYBAHH ChC CPABHHTENCH
npogykT. CIEA0RATENHO, YCTAHOBEHHAT OPH TO3H Ha0op AAHAM 32 MHOTIMTA30H YBEAWIEH PHCK OT
¢paxtypn, npy xesute e 0,8 Gpaxrypu na 100 nanueHT-rogHAM ynotpeba.

[Ipn 3,5-ronmmno npoyyBaHe Ha kapAHoeackynapHua puck (PROactive), 44/870 (5,1%; 1.0
¢paxtypu Ha 100 naUMEHT-TOAMHH) OT NEKYBAHHTE C MHOTIIMTA30H MAIMENTKR NPEThPIABaT
dpaxtypu crpamo 23/905 {2,5%; 0,5 ¢paktypu Ha 100 nauHeHT-rofHNH) OT NZUHECHTRHTE, IEKYBAHH
CBC CpaBHATENIeH NpoRykT. Ipu nexkyBanuTe C THOTMHTAa30H Mbxke (1,7%) He ce Habmonasa
VBEIIHMEHHE HA UECTOTaTa Ha (paKTypu cipAMo OHE3H, IEKYBaHH ChC CpaBHHTeNneH mpoaykT (2,1%).

H#KOH ennIeMHONONYHY NPOYYBAHHA TIOKA3BAT €AHAKBO NOBHIIEH PUCK OT (PaxTyYPH KaKTO MpH
MBKE, Taka H IpH KeHH.

Pucker ot dpaxryps Tpadea Na ce HMa npeABHI NPH NPOXHBKHTENHO NEUCHHE HA NALMEHTH,
JEKYBAHH ¢ MHOrIHTA30H (BXK. Touka 4.8).

B pesynTar Ha noBHIIaBaHe AEHCTBHETO HA HHCYJIHHE, TEJEHHETO ¢ MHOTINTA30H PH NAKHEHTH ©
HOMMKHCTO38 Ha AHYHALHTE MOXe 02 AoBeae Ao Bp300HOBIBaREe HA ORYJIALHATA, TIpH Tesu NaUNEHTH
€ HafIHLe PHCK OT 3a0pemendBane. [lauuentire Tpabea aa GbaaT IPpENYNPEASHH 33 TO3H PHCK M B
CITyyaii, ve TALMEHTKATa XKeae 1a 3abpeMeree IWIH HACTBIH GPEMEHHOCT, TO NeyeHHeTo TpaGisa na
Oblie MpeycTaHoBEeHO (BK. Touka 4.6).

TxorniTason TpabBa Aa c¢ HINMON3BA NPEANANIME0 NPH CAHOBPEMEHHO APHIMKEHHE Ha IHTOXPOM
P450 2C8 uaxuGuroph (Hanp. remguiposwi) WM MHIYKTOPH (Hanp. prpaMnanuy). [ PHKeMHYHKAT
KOHTpoN TpA6Ba BHHMATEIHO J1a ce ciieau. Tpatea fa ce MMa npen BHA anallTHPaHE HA JI034Ta HAa
MAOTAMTA30H B PAMKHTE HA NPENOPBLUBAHATA J03WPOBKA WIH Ja ce 00ChAAT MPOMEHH B IEYEHHETO Ha
nuabera (BXK. Touka 4.5).

Tabnerxnre [1W30Ha CeABPKAT HAKTOI2 MOHOXHIPAT M He TPAOBA A CE NPUIAraT NPH NalHEHTH C
PeAKH HACTEACTBEHH NPOGIEMH Ha HENOHOCHMOCT KbM TANAKTO34, MWIEH JaKTaseH AedHumuT niy
[HOKO30-TANAKTO3Ha Manabcopbima.

4.5 BiauMMmoneficTBMe ¢ APYTH NeKAPCTBEHH NPOIYKTH H ApYTH GopMH Ha BianMoneiicTane

TIpoyusaHUATa BBPXY B3AMMOJEHCTBAATE, NOKA3BAT, YE MHOTTIHTA20H HAMA 3HAYHM e(EeKT BLpXY
dapmakoKHHETHKATA HNH dapMakoIMHAMHKATA HA JHUIOKCHH, BapdapHH, GEeHNPOKYMOK B
MeTGOpMHH. ENHOBpEMEHHHAT NpHEM Ha NHOTJIHTA30H Cbe CYIdaRmTypeHHO MPOKIBOIHO HE
NORNTHABA HapMaKOKHHETHKATA Ha CyN(aHIIypeHOTO NPOH3IBOAHO. [IpoyUBAHHATA IPK XOpa,
TIPEANOJIaraT HHAYKURA BbPXY OCHOBHHTE HHIyLUpany nHToxpoM P450, n3oeHzumi 1A, 2




3Ad4, In vifro npoy4BaHUATA HE NOKAZBAT HAXHOUpaHe HA HHTO €OHH OT MOATHNOBETE HA IHTOXPOM
P450. BiauMopelicTeHA CbC cyOCTaHIMH METAGONHHPAHH OT TE3H €HIAMH, KATO HaNpHMEDP
KOHTPALIENTHRH, WHKNOCHOPHH, 6nokepn HA kamiuesuTe kanamy 1 HMGCoA penykrasHu
UHXMOHTOPK, HE CE OUaKBarT.

CroGIHEHD €, Y€ AHOBPEMEHHOTO NPHJIOKENHE HA THOTNATA30H ¢ reMbUEpO3HN (HHXHOHTOP Ha
uuToxpom P450 2C8) e nopeno no 3-kpaTHo NOBHIUABAHE HA MUTOmMTa Nop kpueara (AUC) va
nmHornATazcH. Thi KaTo HMa NOTeHNHATHA Fb3MOKHOCT 33 YRESIMUABAHE HA HEKENAHHTE peakliHy,
CBBP3aHH C [03aTa, MOKE 113 & HeODXOAHMO HAMATIGHHE Ha 103aTa Ha MOTTHTAa30H, KOraTo ce
npwiara 3aeaHo ¢ reMpuiposn. FIHKeMHIHHAT KOHTPo TpA6Ba BHHMATENHO Ja CE CEAH (BK.
TouKE 4.4). ETHOBPEMEHHOTO MPAIOKEHAE HA NHOMTHTA30H ¢ pHbaMIHLHH (HHAYKTOP Ha HHTOXPOM
P450 2C8) e noeeno 10 HamanaeaHe Ha rUIowTa noa kpreara {AUC) Ha mHormsTazoH ¢ 54%. Moske
A3 € HeoOXO0AUMO A2 C€ NOBHINA J03aTA HA IHOTTIMTA30H, KOraTo ¢ NPHIATa 3ae/H0 ¢ pHGamMnuLHH.
I'MHKEMHYHHST KOHTPOJT TpAGBa BHUMATENIHO Ja ce cenn (BXK. Todka 4.4).

4.6 QepTHiIUTET, GPEMEHHCT H KEPMEHE

Lpemennocm

Hsama aocTaTh4HO JaHHH 32 OnpenenaHe Ha 6e30MacHOCTTa HA NHOTIIMTA30H N0 BpEME Ha GpeMEeHHOCT
TIpH 90BeKa. [IpH IpOyMBAHKA NPH XKHBOTHH € HaD/0JaBaHO OrpaHHYaBaHE Pa3BUTHETO Ha IUTO/1A
TIpH MPUITOKEHUE HA THOINMHTA30H. ToBa MOXKE 1A C€ JYb/IKH Ha NEHCTBHETO Ha MTHOTTHTA30H 32
HaMandpaHe HA XMNCPHHCYIHHEMHATA MPH MalikaTa ¥ NOBHINABAHE HA WHCYJIHHOBATA PE3UCTEHTHOCT
Bb3HHKBALLA N0 BPEME Ha OPEMEHHOCTTA, KaTo N0 TO3H HAUHH CE HAMANABA HATHYHETO Ha
MeTabonuTHH cy0CTpaTH 3a PasBETHETO HA TNOA, JHAYEHHETO Ha TO3H MEXAHH3BM IIPH XOpPaTa He €
ACHA W MHOTJIHTA30H He TpAOBA 2 C¢ IIPHIIAra No BpeMe Ha GpeMEeHHOCT.

Kupmene

JloKazaHo e HATHYHE HA THOTIIMTAICH B MJIAKOTO HA JAKTHPAIUM IisXose. He e H3BecTHO, HaH
THOTJIHTA0H Ce EKCKpeTHpa B kepMaTa. ETo 3aiio, NHOrTHTa30H He TpA0Ba Aa CE MPHIAra B NepHoaa
Ha KbpPMEHE.

Depmunumem

ITpoyusaHHATA 3a GepTHIHTETA NPH XXHBOTHH HE NOKAIBAT edEKT BBPXY KONMyNaLHATa,
3a6peMeHABaRETC W MHAEKCA Ha DEpPTHNHTETA,

4.7 EdexTn BHpXy cnocobHoctTa 3a modupane B pabora ¢ MalonHn

ITH3oHa He NOBJIHABA HIH NOBIMARS peHeGpexuMo cniocobHocTTa 33 wodupane H pabora C
ManiHns. BRIOpekn TOBA AUMEHTHTE, TIPH KOKTO C& MPOABABAT 3PHTENHHA HAPYIDCHHA, TpAGEA 13
OaaT BHAMaTENHH PR modupane WK paboTa ¢ MalHK.

4.8 HexenaHH NeKApPCTEEHH PeAKLIH

Crnuchk Ha HEXENAHUTE JIEKAPCTBEHH PeaklMH B TabnuueH BHI

Hexenanure peaknpn HaGmoaasanu no-uecto (> 0,5%) crpaMo miauefo B He NpEACTARIABALIH
OTAETIHH CITY4YaH [pPH NALMEHTHTE NPHEMALIM MHOTTIHTA30H HO BpEMe Ha ABOHHO-CIICHH POy BaHHA
¢a NPeACTABEHH TI0-A0MY, CHOPEI CHCTEMO-0praHHaTa knacudukanns no MedDRA x TAxHaTa
aficomoTHa YecToTa. UecToTaTa € OnpefeneHa o CICAHHA HauHH: MHOro 4ecTH (> 1/10); dectu (>
1/100 no < 1/10); reyectn (> 1/1 000 go < 1/100); peaxu (= 1/10 000 go < 1/1 000); MHOTO penkH (<
1/10 000); ¢ HersBecTHa 4€CTOTA (OT HANHYHHTE AaHHK He MOXe Aa OB/ HaNpaEeHa OUeHKa). B
PAMKHTE Ha BCEKH CHCTEMO-0PraHeH KIac, HEKETaHHTE ICKAPCTREHH PEAKLHH ce HIbpoasar
HH3XOMAW Pea Mo OTHOLEHHE Ha TAXHATA Y€CTOTa H Ha TAXHATA CEPHO3HOCT.
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Hexenana peakuus

HH(EKLHA HA FTOPHHTE
JAMXATe/IHH ITbTHILA

YecToTa HA HEXKeNAHUTE peaKUHH HA MHOIJIHTA30H MPH Pa3JIH4YHH

TepaneBTHYHH MH
KomOHHHpaHa Tepanus
¢ MeTOopMHH
Monorepanus | ¢ S s
MeT(opMuH cyadonnaypeiino | cyndonnaype | ¢ HHCYJIHH
MPOH3BOAHO HHO

YECTH

YECTH

YECTH

POH3BOAHO

YECTH

OpOHXHT

HEUYECTH

HEYECTH

HEYECTH

HE4YeCTH

€ HEU3BECTHA

CBPBXYYBCTBHTE/THOCT | C HCH3BECTHA C HEM3BECTHA | C HEM3BECTHA C HEHM3BECTHA
W alepruyHH peakimn' | yectora 4yecToTa Hecrora YeCcToTa 4ecToTa
XHITOTTIHKEMHA HEYECTH MHOTI0 4eCTH YECTH
NOBHIUABAHE Ha

HEYECTH

aneTHTa

rnagobonue 4ecTH HEYeCcTH
3amaiiBaHe YECTH
6e3cbHHE He4ecTH He4ecTH HEeYecTH HEYECTH HEYecTH
3IPHTEIIHH HapyLLIEHHA”
YeCTH YeCTH HEYeCTH

MakyJiapeH eeM

C HEH3BECTHA

C HEHM3BECTHA

C HEH3BECTHA

C HEH3BECTHA

C HEH3BECTHA




pakTypH Ha kocTuTe!

apTpanrus YeCcTH YeCTH YeCTH
6oNKH B rbpda

XemaTypus

IIOKO3YPHS HEUECTH
Sk

€PEKTHJIHA

Mopa HEYeCTH

MOBHLIEHO Terno © YECTH 4ecTH 4eCTH HeCTH YECTH

NOBHILEHA KPEAaTHH

ocdoknnaza B YECTH

KpbBTa

NOBHILIEHA AKTaT

JIeXHIporeHasa Mo

NOBHIIEHA aN1aHH C HEM3BECTHAa | C HEM3BECTHA | C HEM3BECTHA C HEM3BECTHA | C HEH3BECTHA
aza’ | yectora 4ecToTa YecToTa 4ecToTa

4YECTOTA

Onucanue Ha H3GEaHH HEXEJTaHH peaKlinn

'Uma NMOCTMApKETHHIOBH cboOLueHus 3a peakilHH Ha CBPBXYYBCTBUTENIHOCT MPH NaluHEHTH, JIEKYBaHH
¢ nuornuTa3ol. Te3u PEaKkuUMH BKIKOYBAT anadmnaxcus, AHTHOEOEM H YPTHKAPHA.

2 3pHUTENTHH HapyLLIEHHs ca CbOGIIABAHM IMABHO B HAYATOTO HA JIEYEHHETO H Ca CBBP3aHH C
TIPOMEHHTE B KPbBHATA INIHOKO3a MOPaJH BPEMEHHATa NPOMAHA B TYPrypa H pe)pakilHOHHHSA MHIEKC
Ha JlelaTa, HabIFoJaBaHH M NpPH APYrUTe XMIOTTHKEMUYHH CPEACTBA.

3To Bpeme Ha KOHTPONMPAHH KIMHHYHM NPOYYBaHHS, 4ECTOTATA Ha CITy4aHTe ChC ChpAEHHA

HEJOCTATLYHOCT MPH JIEYEHHETO ¢ MMHOTJINTA30H € OMNa ChiuaTa KakTo Tazi npu riauebo, MeThpopmun

1 cyndaHHIypeliHaTa rpynH Ha JieYeHHe, HO Ce YBE/IHYaBa, KOraTo ce npuiara KOMOHHHPaHO Je4yeHHe

¢ MHCYJIMH. B npoyuBaHe ¢ kpaeH pe3y/Tar 3a YCI0KHEHHS NPH NMALMEHTH ¢ NpeauecTsaa

MaKpOaHTHOMNAaTHA, YECTOTaTa Ha TeXKaTa Chp/leYHa HenocTaTb4HOCT € 1,6% no-Bucoka npw

TIHOIJINTA30H, OTKOJIKOTO NpH niauebo, korato ce 106aBs KbM JIEYEHHE, B KOETO € BKJIKOUEH HHCYJIMH.

Toga obaue He e 10BENO 10 NOBHILIABAHE HA CMBPTHOCTTA NMPH TOBa MpoyuBaHe. B Toa npoyusaxe

NPH MALMEHTH, KOUTO MOJMyYaBaT MUOTJIMTA30H U HHCYIIUH, € HaONtoAaBaH NO-roNAM MPOLEHT

NAlMEHTH CBbC CHPJIEYHA HEAOCTATBYHOCT NPH MALKMEHTHUTE Ha BB3PacT > 65 roavHH, B CPaBHEHHE C

Te3u noa 65 roaunu (9,7% cnpamo 4,0%). [Tpu nauMeHTH Ha MHCY/IHH 0€3 MHOrTMTAa30H YEeCToTaTa Ha

ChpleuHATa HENOCTATBYHOCT € 8,2% npH Te3u > 65 roanHu, B cpaBHeHHe ¢ 4,0% npH nauMeHTHTe Ha

BB3pacT noa 65 ronuHu. CroblueHn ca ciiy4yau Ha CbpaeYHa HEAOCTATBYHOCT C/EM MYCKAHETO B _

npoaak0a Ha MHOTIMTA30H H NO-4eCTO, KOraTo MHOFTHTA30H Ce NMpHara B KOMOMHaLWs © muwu;;” ==

WIH MPH NaLHEHTH ¢ aHAMHE3a 3a ChP/EYHa HEJOCTATLYHOCT (B, TOUKa 4.4). 74 WA
"
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* H3pbpuieH € cBopeH aHaNu3 Ha HeXeNlaHH peakiHy Kato QpakTypH Ha KOCTHTE OT PaHIOMH3HPaHH,
KOHTPOIHPAHH, IBOHHO-CITENH KIMHHYHH H3ITHTBaHUA HpA noseue oT 8 100 nanpedTH OT TeKYBAHHTE
¢ MHOTIIMTA30H IPYIH K 7 400} NauKeHTH OT NEKYBAHWTE CLC CPABHHTENACH NPOAYKT TPYNH, ©
NPOOBLBKHTENHOCT Ha NEYEHHETO 10 3,5 rofuHy, Yeenudena yectota Ha (pakTypH ce HaGnroaaea
NpH NPUEMALIHTE ITHOTTIMTAZOH XeHH (2,6%) CTIpIMO OHE3H, IEKYBAHH ChC CPABHHTENICH ITPOAYKT
{1,7%). He ce HaOmonasa ypenHueHHE B YECTOTATA Ha PPAKTYPUTE IIPH JEKYBAHWTE C MAOTIHTA30H
MBXke (1,3%) CIpAMO OHE3H, TEKYBAHM CBC CPABHMTENEH NPoIyKT (1,5%).

ITpu 3,5-roamusoTo npoyusane (PROactive), 44/870 (5,1%) o1 NeKyBaHHTE C THONJIMTA30H
NALHEHTKH NpeTrpnaBaT GpakTypH cpaMo 23/905 (2,5%) oT HAlMEHTKHTE, JICKYBaHH CBC
cpaBHUTENEH NpoRy«kT. [Tpu nexysanuTe ¢ nnormTasoH meake (1,7%) He ce Habmonaea ysenuuenre
Ha gecToTaTa Ha QpaKTypH cnpiaMO OHE3H, JIEKYBAHHK ChC CPaBHHTCAEH HPoAykKT (2,1%). B noct-
MapKETHHTOBHA NIEPHOM Ha KOCTHH (BpakTypH ca choGlaBaHH NpH MAIHEHTH MEAKE H XKEHH {BK.
TouKa 4.4).

* OTok ¢ chofinasan npu 6-9% OT NAUMEHTHTE JIEKYBaHH ¢ THOT/IMTA30H Hajll €IHA FOAMHA 10 BpeMe
Ha KOHTPO/IHPAHH KITHHWYHK NpoyuBannd. YecTorara Ha OTOKa MPH CPABHHTEJIHUTE rPYIH
(cyndarnnypeiino nponzsogHo, MeTdopMun) ¢ Gina 2-5%. CriyuanTe ¢ OTOK KaTo 1Ane ca Ounu
JIEKH A0 YMepEeHH H OOMKHOBEHO HE ¢A HATATANH NPSKPATABARE HA IE9eHHETO.

¢[1o BpeMe Ha KOHTPOIMPAHHTE NPOYUBAHHA C AKTHBEH CPABHHTENEH TIPOAYKT CPEXHOTO NOBHIIABAHE
Ha TerNoTo MPH NMOTIHTAZ0H, IPHAAraH KATo MOHoTepanuA € Guio 2-3 kg 3a enHa rofuna. Tosa e
nonoGHO HA PE3yNTaTHTE HAOMIOAABAHH NPH cCyNdaHHAYpeHHATA IPYNa, HIMOI3BaHa KATO AKTHBHA
rpyna 2a cpaBHenve. B npoyueaHuaTa ¢ KoMGHHHPAHO IEYCHHE, TTHOMAMTA30H, N00aBEH KBM
MeThopMMH BOAM N0 CPEAHO NORHITARANE Ba TernoTo ¢ 1,5 kg 3a emHa roguna, a npH JobasaHeTo My
KbM cynbaHnnypeiiso nponszeoano — ¢ 2,8 kg, B cpapuuTenHuTe rpynH nobaBgHETo Ha
cyndariTypeiiHo NPOM3BOIMO KbM MeTHOPMHHE BOJH A0 CPeIHO NOBHmAasaHe Ha Terotoc 1.3 kg, a
A0GaBAHETO HA METHOPMUH KM cyndaHwIypeiHo MPOH3BOAHO - 0 CheAHO NOHIGKEHHE HA TErNOTO
¢ 1,0kg.

"B KIHHHYHHTE TIPOYYBAHMS C MMMOTIHTAIOH, YECTOTATa HA NoBMasane Ha ALT Hax TPH TeTH
CIIPAMO POPHATA TPAHHLIA HA HOPMATA € EKBHBAICHTHA HA TA2W NPH rpyIaTa Ha nnaiedo, HO No-Manka
OT Ta3sH, HabnoAABaHA TIPH TPYTIMTE 3a CPaBHeHHe ¢ MeThOPMHHE H cyA(haHILTY peiHO NPOH3BOIHO.
CpegHHTE HUBA HA YePHOAPOOHHTE eH3HMH HaMaNABRaT NPH JeYeHHETO ¢ NHoTaxTa3oH. [1o Bpeme Ha
NOCTMAPKETHHIOBH MPOYYBAHHA ca CHOGIIEHN PENKA CYYaH HA MOBHINEHHE HA YEPHOIPOGHUTE
€HZHMH M XeNaToueyrapHa JHCYHKIMA. BBIpeky 4e B MHOTO PEIKHA CHy4an ce crobIasa 3a
taraner H3X0A, NPHYHEHO-CNIEICTBAaHa BPB3Ka HE € YCTAHOBEHA.

Crolpiapane HA NOXO3HPAHN HEKEEAHH PEAKIIHH
CroliaBaHeTo HA NOACINPAHA HEXEIAHH NEKAPCTEEHN PCAKLIMM Cnef paspeiiapate 3a ynorpe6a Ha

NeKapcTBEHHUA MPOAYKT € BaxkHo. ToBa mo3BoNsEa Aa NPOIbIDKA HAOMOISHHETO HA CHOTHOMIEHHETO
TION2a/PUCK 3A NEKAPCTBEHAA NIPOAYKT. OT MEIHIMHCKHTE CNEMMATHCTH Ce H3HCKBa N3 Cho0mapar
BCAKA NOJ03MpaHA HEXKETAHA PeakLMA upes:

H3nsHHTeTHA areHLHS N0 JTEXapCTRATA.
yi. Jlamas Ipyes” Ne 8

1303 Codns

Ten.: +3592 890 34 17

yebeaiiT: www.bda.bg

4.9 Ipenozupane
Ipr KIMHAYHH NPOYYEAHKA TIALMEHTH Ca NMPHEMATH NHOTIHTA3CH B JO3H M0-BHCOKH OT
MaKCHMATHATA NPEnopLyala 1o3a or 43 mg aHesHo. [pueMbT Ha Haii-prcoka foza ot 120

mg/IHEBHO 3a YeTHPH JuK, nocnensana ot 180 mg/nuerno 3a cenem fHU He € OMN CBBP3AR ¢ KAKBHTO
M A3 e GUN0 CHMITTOMM.
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XHIIOTIHKEMHA MCXKE 3 Bb3HHKHE NIPH KOMOMHMPAHETO Che cyNoHKTYpeHHY NPOH3BOIHH HITH
uHcynuH. B cayuwaii na npenosnpane TpaGea fa ce B3eMAT CHMITOMATAYHA H 00y MOATBPKALIH
MEPKH.

5.  ©®APMAKOJOI'MYHH CBOHCTBA
51 OapMakoAMHAMHYHHN CBOHCTRA

dapMakoTepaneBTHYHA Ipyna: AHTHIHACETHH NEKAPCTBA, NIEKapCTBa 32 NOHMKABAHE HA NII0KO3aTa B
KPbBT4, ¢ H3KMOYEHHE Ha nUcyuHd; ATC xoa: A10BGO3

Ediexrrre Ha NHONTHTa30H BEPOATHO C4 CBRP3AHA C [IOHHXKARAHE HA HHCYIHHOBATA PEIUCTEHTHOCT.
IuornyTa30H NPOABIBA CBOETO JefiCTBHE Ypes AKTHBHPAHE Ha crielHpHIHH HyKneapHH PeLenTopH
{nepokcH3oM NPOTHEPATOp aKTHRHPAH PeLENTOp raMa), KOETo BOIH A0 NOBHINABAHE KA
HHCY/THHOBATA YYBCTBHTENHOCT Ha YEPHHN Apo0, MACTHHTE H KNETKHTE Ha CKEIETHATa MYCKYlaTypa
NpH XABOTHH. JIEUEHHETO ¢ NTHOTTIHTA30H BOAM JI0 MOHHXKARAaHE 0DPasyBAHETO HA ITIOKO3A B YEPHHA
Ipod M MOBHINARAHE Ha NepUepHOTO YCROABAHE HA IMIOKO2ETA B Cy4ail HA HHCYIHHOBA
PE3BCTEHTHOCT.

Habmopaeano € nofoGpeHHe HA TTMKEMHYHHA KOHTPOI NPH NaLMEHTH CBC 3aXapeH auaber Tui 2,
KAaKTO Ha FaJiHo, Taka M cliell HaxpaHeate. [logofpasaHeTo Ha IMHKEMHYHHA KOHTPOI € CHBP3AHO ©
HAMANABAHETO KAKTO HA IIAHO, TAKA W Cile] HAXPAHBAHE Ha TINA3MEHHTE KOHIEHTPAUHH Ha
HHCY.JIHHA. KTHHHUHO NpoyyBaHe ¢ NHOTMETAZ0H CIPAMO MIHKIA3MA KATO MOHOTEpaNuA € yIbJLKEHO
J0 2 TOIIMMM ¢ LIeN OLIEHKA HA BPEMETO A0 NOABATA HA HEYCNEX OT JIEYEHHETO {onpeaeie KaTo
nossara Ha HbA > 8,0% cnen imspBHTE MecT mecella NEUEHHE). AHATMTBT Ha Kaplan-Meier noka3ssa

NO-KpaThK MEPHOI A0 NOABATA HA HEYCTIEX NPH TAIHEHTHTE JIEKYBAaHH ¢ TIHKIA3nA, B CPaBHEHHe ¢
Te3H Ha nHorTHTaz0H. Ha BTOpaTa roAuHa, IIMKEMHYHHAT KOHTPOI (ONPEENeH KaTo HbAlc< 8,0%)e

NPOAWLKII NpH 69% OT NAUMEHTHTE NEKYBAHH ¢ NHOLTIMTA30H, B cpapHeHue ¢ 5(0% oT naleHTHTe
Ha THKNa3uA. TIpH ABYrogHInHO npoyyBaKe Npd KOMOMHHpAHO AeMeHHE CPARHABALLO MHOIIMTA30H C
TTHKRa3HA, A06ABCHA KbM METPOPMUH, IIIHKEMMYNHAT KOHTPOJ H3MEPEH KATO CPEIHA NPOMAHE
CIIPAMO H3IXOOHHUTE CTOHHOCTH Ha HbA]c & 61un nofo0eH NpH ABeTE NPYNH Ha JiedeHHe criell TbPBaTa

roguua. CTeneHTa Ha HapylieHue Ha HbAlc npe3 BTOpaTa roauHa e OHna No-Mamka NpH rpynara Ha
OMOTAHTA30H B CPABHECHHE ¢ MMHKIA3HA,

B nnane6o KOHTPONHPAHO NPOYYBAHE, NALKEHTH ¢ HEANEKEATEH KOHTPOJ Ha MIAKEMHATA, BHIIPEKH
TPUMECEHEH NCPHOA, HA ONTHMH3MPAHE HA WHCYIIHH, CA PAHAOMM3APAHH HA MHOMHTA30H HIH
mnaveGo 3a 12 meceua. IpH naLMeHTHTE, noyYaBALlA THOTIKTA30H, ¢ Habnonasa CpeIHO
Hamanenue Ha HbA ¢ 0,45% npu cpaBienne ¢ Te3H NPONWDKABAINH /ICHEHHETO CAMO HA HHCYNIMH H

HAMAUICHNC HA H03aTa HA HHCYIHHA B Tpynara JICKYBaHa ¢ MHOIMHATA30H.

HOMA ananmuasr Nokaspa, 4e NMONTHTA204 NoAoOpaRa ¢y KiuaTa Ha DeTa KNeTKHTE, KaTo BOAH M 10
NOBHINABAHE HA HHCYJIMHOBATA YyBCTBHTEIHOCT. [[BEroAMIIAN KIHHHYHM MPOYIBAHHA OKA3IBAT
TOATLPKAHE HA TO3H eheKT.

TTo BpeMe Ha eTHOTOAMUIHN KIHHHYHH OPOYYBaHHA, ITHOTIMTA30H [I0KA3Ba YCTORYMBO KIMHHYHO
3HAYMMO RIOHIKEHHE HA CHOTHOLIEHHETO anbyMHH/KPEaTHHHH CIPAMO HIXOAHHTE CTOHHOCTH.

EdexTeT Ha THOrMATA30H (MOHOTEpanus ¢ 45 mg vs. nanedo) e npoydeH 8 manko 18-ceamuato
NpoyYBaHE NpH NAUHEHTH CHC 3axapeH auaber Tun 2. JNeueunero ¢ NHOTIHTAI0H € GUN0 CBBP3AH0
ChC 3HAYHTENHO MOBHIIABAAE HA TEMOTO. Brcuepantarta MacTHA TEKAH € 3HASHTE/THO HAMATIEHa,
Karo ¢ HaOMoJaBaHO eIHO MOBHINARAHE Ha eKCTPa-adNOMHHANHATA MACTHA ThKaH. [lono6aM npomend
B pasnpeeneHHETO Ha Ma3HHHHTE B OPraHKH3Ma PH MHOFIIMTAa30H ca GHNM NpHIPYXKEHH ¢

eAoOPEHHE HA HHCYTHHOBATA YYBCTBHTEIHOCT. [TpH OBEETo KIMHWYHY NPOYYBaHMA, € =T
HalmoAABAHO NOHILKEHHE HA COLIMTE TPHITIMUSPHIH B IL1a3MaTa U CBODOAHMTE MACTHH KH 3;\'1“"‘9' 03 5
SNG4

v
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NoBHIIaBaHe Ha HHBaTa HAa HDL -xonecTepona, B cpaBHeHHe C ILTANE00, ¢ MAIKO, HO KAMHHIHO
He3HAYNTENHO NoBMIIEHNE HUuBaTa Ha LDL-xonecrepona.

B KIHHYIHH TPOYYBAHHA C MPOABIKHTEAHOCT A0 ABE MOJMHH, MHOTAHTA30H HAMANAEA ofinKTe
Ta3MeHH TPHITTHLEpUON U cBOGOIHH MACTHH KHCENHHA H MoBMIaea HueaTa Ha HDL xonecrepona, B
CpaBHeHHe ¢ MIANEHO, METHOPMMH HITH MINKNa3HA, TTHOrIHTA30H He BOOH A0 CTATHCTHYECKH
3HAYMMO TIOBMIIEHHE HA RUBaTa Ka LDL xo/ectrepona B cpakHeHHe ¢ anebo, J0KaTo peayKius e
Habmoaapada ApH MetdopMun K rnuknazun. [o Bpeme Ha 20-ceAMUTHO NMPOYIBaHE, Hapen ¢
TIOHHAKEHHE HA TPHTTIMLCPUINTE HA TIARHO, NHOTIHTA30H MOHMKARA NOCT-NPaHARaNHaTa
XHAEPTPHIIHLEPHACMAS Ype3 eeKT KAKTO BbpXy abcopOLMATa, Taka B BBPXY CHHTE33 Ha
TPHIAHOEPHINTE B qepruA Apod. Tesn edextn ca OHIH HE3ABHCHMH OT elEKTHTE HA NHOrIMTA30H
BBPXY NIHKEMHATA H NIOKA3BAT €XHA CTATHCTHYECKH 3HAYHMA PaIHKA CIPAMO FTHOEHKNAMMI.

B [MPOakTHE — NpoyYBaHe ¢ KPacH pesysTarT 3a ChP/eYHO-ChAOE edext — 5 238 mauvenTH cue
3axapeH JHabeT THn 2 ¥ CHINECTBYBALIO OT TIPeay TOBA CEPHO3HO MAKpOCHI0BO 3alio/aBane ca
PAHZOMHIAPAHM Ha MHOTIMTAZ0H HIH TUTaneto B JOMLAHEHHE HA CHUISCTRYBAIIA aHTHANA0ETHA H
CBPIEYHOCHIORA Tepanus A0 3,5 roauHn. [Tonynaunata Ha POYHBAHETC € Ha CPEAHA BB3pacT 62
TOAMHY; CPEAHATA MPOTELKHTENHOCT Ka Jruabera € 9,5 roonan. Okono 1/3 oT mauHeHTHTE ¢a
NOJTy4aBanH WHCYNHH B KoMOHHaLMA ¢ METHOPMEH WM CynhanwtypeHHO MPOH3BOAHO.

3a na GLAaT BIUIOYEHH, TAMAEATHTE TPAOBA Ja ¢a NPeThpIeny eAH0 0T CNEAHHTE. HHpapKT Ha
MHOKapia, yAap, NepKyTaHHa ChPASYHA HHTEPBEHLMA Hin 0aiac Ha KOPOHAPHA apTepHA, OCTHP
KOPOHApEH CHHOPOM, KOpoHapHa GonecT nnk 06CTPYKTHBHO 3a6onaBane Ha nepudepHa apTepus.
TMouTH NONOBMHATA OT NPOYIBAHATA NONYMALHA €A TIONYYHNH HiapKT Ha MHOKapAa K
NpHOIH3HTEMHO 20% ca nperspneny yaap. [oyrs nonosBHHaTa OT NPOYIRaHaTa MOMyalkA Ca HMAIH
TIOHE Ba KPHTEPHA Ha ChPAEUHOCHI0Ba KeTopua. FlourH BoHiKkH Hua (95%) ca monyuasamn
CBPIOCYHO-CHIAOBH JIEKEpCTBEHH npoaykTH (beta onokepn, ACE HHXHOWTOPH, aHrHOTenzuH I,
OnoKepH HA KANUWEBHTE KAHAIM, HHTPATH, AHYPETHLM, alleTHICATHIAIORA KHCENHHA, CTATHHH,
(ubparn).

Bbrpekd Ye npoyyraHeTo He YCNABa No OTHOLIEHHE Ha MbPBHYHATA KpaiHa TOYKA, KOATO €
CBUETAHHE OT CMBPTHOCT IOPAAH BCAKAKBH NIPHYMKEA, KedaTaned HAGAPKT Ha MHOKapAa, yIap, 0CThp
KOpOHapeH CHHAPOM, rojIAMa aMIIyTalHd Ha KpaKa, KOpoHapHa peBacKynapHlalni 1
PeBACKyIapH3auHs Ha Kpaka, pe3yJITATHTE TOKA3BAT, 9e HAMA TBIrOCPOUHH ChPAETHOCHICEH
npodNeMH, CBEPaHK ¢ ynoTpebaTa Ha HOTIHTA30H. B cHINOTO BpeMe obade CIIyHaHTe Ha OTOK,
NOBHINABAHE HA TEINIOTO H MIOPOK HA CHPLETO ¢a ce yBenuawin. He ce nabnonara yeennyapare Ha
CMBPTHOCTTA OT ChpJedHa HEAOCTATEUHOCT.

IMeanarpuyna nonynamnus

Esponelickara areHims no IekapeTeara ocBobOKIAEA OT 3aXb/DKEHHETO 32 NPSAOCTABAHE HA
pesynTaTHTe OT NpOYYBAHHATA ¢ [IH30HA BB BCHYKH NOATPYIH Ha NEAMATPHYHATA TIOMY/IAHA MPH
3axapeH auabeT Tan 2 (Bx. Touka 4.2 3a HAdOpMALHA OTHOCHO YIOTpeOa B meaAnaTpHaTa).

5.2 QapMAKOKRHeTHIHH cBOliCTBA

ABcopbrna

Crea nepopanHo NpHIOKEHHE, MHOTAMTAI0H ce abeopbipa Gbp30, KATO NKKOBK NJIAMEHH
KOHHEHTPALMK Ha HEMPOMEHEHHSA TIHOIIHTA30H ¢& TIOCTHTaT OOHKHOBEHO 2 9aca Cliea MPHIOKEHHETO.
TponopoMOHANHO NOBHUIEHHE HA MIA3MEHaTa KOHLEHTpalyuA ce Habnoaasa npy Ao3k ot 2 10 60 mg.
PaBnOBECHO CBCTORHME C€ TOCTHTA cned 4-7 AHN OpUioKeRde. MHOTOKPaTHOTO NPHITOKEHHE HE
BOJIH A0 aKyMYJHPAHE HA BEMECTBOTO HIH HEroBMTE MeTalormnTy. AGcopOLHATa HE ce NOBJIHARA OT
NpHEMA HA XpaHa. AbcomoTHara OHoHATHIROCT ¢ Haj 80%.

Paznipenencane
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Onpepenenns ofeM Ha pasnpeaeneHHe npH xopara e 0,25 lkg.

IHorMHTA30H M BCHYKH aKTHBHH MeTabONIHTH ce CBBLP3BAT B ONAMA CTENEH ¢ TUIA3MEHHTE HPOTCHHH
(> 99%).

Bi OpM

TTiormaTazon ce noanara Ha 3HauaTencH MeTaboIMIBM B GepHUA Jpob Ype3 XAAPOKCHIHpaHEe Ha
anndarHnTe MeTHIEHOBH IPyNH. Tofl ce H3RLPILIBA NpEAMMEHO dpe3 LHToXpoM P450 2C8 shipekH, ue
€ BEIMOKHO ApYrd HioGopMH aa yuacTBaT B N0-MANKa cTeneH. TPH OT WecTTe YCTAHOBEHH
meTabonuTa ca aktuBHd (M-11, M-11I 1 M-1V). Fimaiiky Opeasua akTHBHOCTTA, KOHIEHTPAUHHUTE H
CEBPIBAHETO ¢ NPOTEHHUTE, MHOMNKTa30H H MeTabonuret M-T11 aonpHnacar B ¢IHAKBA CTENEH 33
edukxacHocTTa. Ha Tazn ocHORa, npHHOCET Ha M-IV mo oTHOINeHNe Ha e/MKacHOCTTA € OKOMO TPH
ITHTH CIIPAMO TO3H HA MAOTIIHTA30H, JOKATO OTHOCHTETHATA edHkacHoCT Ha M-11 &€ MUHHMATHA.

In vitro NpOYYBaHUATA HE NOKA3BAT, Y€ IUOrNATA30H MHXUOKUPA HAKOH OT IOATHIIOBETE HA IMTOXPOM
P450, He e nanionapana #HAYKUMA HA OCHOBHHTE HHOYLHOWTHY P450 naoenanmn 1A, 2C8/9 A 3A4
NpM Xopara.

Ipoygeanns BBpXY B3aHMOACHCTBHATA MOKA3EAT, € NHOTIHTAI0H HAMA 3HAYMTENCH eeKT, KakTo
BLPXY (hapMaKOKHHETMKATA, TaKa M BBPXY (hapMakoiHHAMHKATa Ha THTOKCHH, BapdapuH,
deHnpOKyMOH ¥ MeTdopMuH. MMa ch00IIEHHA, Me eTHOBPEMEHHOTO TIPHI0KEHHE HA TIHOTITHTAZOH ¢
remdubpozan (raxuOUTOP Ha wToxpoM P450 2C8) unu ¢ pudaMmuHH (MEIYKTOP Ha LIATOXPOM
P450 2C8) cpOTBETHO MOBHILABA HAH NOHIKABA NNA3MEHATA KOHIECHTPALHA HA ITHOCIIHTA30H (BXK.
Touka 4.5}.

HMHHH €

Cren nepopanHo npHAcKeHHe Ha PAIHOAKTHBHO G&A3aH MHOIHTA30H NPH X0pa, OCHOBHO
KOJIHYECTBO OT GenazaHud MPOOYKT ¢e OTKpUBA B M3NpaKHeHNATa (55%) H N0-MaNKo KOMYECTEC B
yputara (45%). TTpH XHBOTHH, CaM0e MANIKO KOJIMYECTEO OT HENPOMEHEH THOTTHTA30H Moxe J1a 6nae
OTKpPHTO B YPUHATa HIH M3NPAKHEHHATA. Cpe,uﬂmrr TUIa3MEH ENAMHHAIIHOHHEH TTOITYKHBOT HA
HENMPOMEHEHHS ITHOMTUTAZCH NIPH YOREK € 5 10 6 yaca, 4 Ha HEroBHTe OGINH aKTHBHH MeTabomuTH 16
o 23 gaca.

HanwentH 8 cTapyecka BbIPacT

Crannonapunte GapMakOKHHETHYHH MOKA3ATEH Ca N0A0GHH NpH MAUMEHTHTE Ha ¥ Haa 65 ToAHIIHA
PBL3pAcT H TEIX HA NO-MIAJMTE HHINBHIN.

IMaumenTH ¢ EUHO YBpE &
ITpu nampenTHTe ¢ 650peYHO HapymIEAHE, TINA3MEHATE KOHOSHTPAHH HA MHOTTIHTA30H H HEMOBHTE
MeTaboMHTH €A NO-HACKY B CPaBHEHME C TE3H, HaOMmOoJaBaHy npH HHAKBHAK ¢ HOpMAaIHa Onbpeuna

GyHKIMA, HO NEPOPATHUAT KIHPEHC HAa OCHOBHOTO BemecTBO e noaoden. TTo TO3A HAUMH,
KOHUEHTPALHATA Ha CBOGOJHUA (HECBBP3aH) NHOTIIMTA30H € HETPOMEHEHE,

NannenTy ¢ YepHonpoGHo YEpexaaHe

O6mara nnazMeHa KOHOEHTPAUMS Ha THOTIMTA30H € HeNMpOMeHeHa, HO ¢ moBHIeH 00eM Ha
paznpenenerne, [lopaay TOBA, BETPEMIHUAT KNHPLHC € HAMANCH, APAOPYXKEH OT No-roasMa dpaknus
Ha HECEBP34H MHOTIUTA30H,

5.3 TNpenimHHYHH ZaHAH 38 Ge30MacHoCT
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IpH TOKCHKONOTHYHH NPOYYBAHKA, ABHH NOBHIIEHAN HA TUIA3MeHMA 00eM ¢ XeMOIHTYHA, AHEMHA H
o0paTHMa EKCLEHTPHAYHA XHIEPTPOPHA Ha CHPUETO ca NOCTOAHHH NPH MHONOKPATHO NPUAGKEHHE
OpH MHIIKH, IUFbX0BE, Ky4eTa W Maiimynd. Ocses TOBa, ¢a HaOmonapaHH H MOBHIIENO MACTHO
HaTpymeaHe H HHGInTpauna. Tesu npoMeHy ca HaOMOTABAHY NPH BHIOBETE C IUIAIMEHH
KOHUEHTPalUMH 4 ITHTH COPAMO TE3H NTPH KIHHKYHO Npuioskelue. OrpaHHueHO Pa3BHTHE Ha 10Ja €
YCTAHOBEHO TI0 BpeMe Ha NPOYYBAHHA € MHOTJIHTa30H NMPH AKHBOTHH. Toa Moke Aa Gpe CBBPIAHO C
NeificTBHETO Ha NMHOTIIHTA30H 33 HAMAABAHE HA XHNEPHHCYTHHEMHATA NPH MaHKaTa 1 NOBHIIABAHE
Ha HHCYJIHHOBATA PE3UCTEHTHOCT BB3HHKBALIA MO BpeMe Ha OpeMEHHOCTTa, KATO [0 TO3H HAYHH Ce
HaMAaT4Ba HAIMYHETO Ha MeTaboNUTHH cyGeTpaTH 33 pasBHTHETO Ha IUIOJa.

Ipn noctare4no aobpe noabpaHa 6atepua oT in vive H in vitro Npoy9YBakHA BEPXY
FeHOTOKCHYHOCTTA, MHOTAMTA30H He € M0Ka3an reHOTOKCHYEH noTeHuman. [TopumeHa yecToTa Ha
XUTEPIUIA3yA (MEKKH M XEHCKH NON) H TYMOPH (MBKKH 11071} Ha eNIHTENIA Ha NUKOYHHA MEXYP €
HabniozaBaHa TIPH UTBXOBE, HA KOMTO € [IPHIIATaH MHOrAWTAZOH 00 2 FONHHH.

Ofpa3ypaHETO M HANHIMETO HA KAMBHH B NMKOYHATA CHCTEMA C NOC/IEABAIIO BBINANCHHE U
XHIICPIUTA3HA C€ CUMTAT 34 PHIHONOTHIHA OCHOBA Ha HabMOAaBaHHMA TYMOPOTEHEH OTFOBOD NPH
TUTBXOBE OT MbXKKH oL, 24-MeceqHo NPOYYRaHEe HA MEXAHH3Ma BEPXY ILTBXOBE OT MBXKKH IO
IMOKa3Ba, Y€ NPHAAraHeTO Ha NHOMIMTA30H BOJH JO NOBHIUIEHA 4€CTOTa Ha XHNCPIUIACTHYHH NPOMEHH
B NHKOUHMA Mexyp. [ToakucenapaHe Ypes XpaHaTa IHAYHTEIHO HAMAIABA YECTOTATA, HO HE OTMEHA
TIOABATA HA TYMOPH. HanuuieTo Ha MHKPOKPHCTAIH YCHIBA XHIEPIUTACTHYHMA OTIOBOP, HO HE C€
CYHT2 KATO OCHORHA IPHYMHA 3 XANEPIIACTHIHHM NMPOMEHH. 3HAYHMOCTT2 3a YOBEKA Ha
TYMOPOT€HHHTE HAXOIKH, YCTAHOREHH TIPH MEKKH ILTEXOBE, He MOXCE 213 Objie M3KIoUeHa.

He ¢ ycTanOBEH TymMoporeHeH OTTOBOP NPH MUIIKK NPH JBATA N0J1a. XANECPILIA3HA HA THKOTHHSA
Mexyp He e Habllo1aBaHA NPH KyueTa M MaliMyHH, TEKYBaHH ¢ RHOrTIMTasoH Ao 12 mMecena.

I1Ipn Mogen enpXy KHBOTHH Ha GaMIUTHa ancHOMaTo3Ha nonvnosa (FAP), nesennero ¢ nga opyra

THAZ0MHIHHAHOHH, NOBHILABA PA3pOCTPaHEHNETO HA TYMOpA B JeGeoTo depeo. 3HAYEHHETO Ha
Ta3H HAXOJKA HE € M3BECTHO.

Oueska HA PUCKa 3a okonHaTa cpea (ERAY

He ce ouaksa Bb3felicTBHE FEPXY OKOTHATA CPEAa NPH KNBHAYHA yNoTpeta HA MHOTANTAIOH.

6. GAPMANEBTHYHH JAHHH
6.1 CnaHCBK HA NOMOLIHWTE BEMECTBA
XPBAPOKCHNPONAILIETYII03A

Kapmenoza kamuuii

JlakTo3a MOHOXHApaT

MarHe3uep cTeapar

6.2 HeChBMECTHMOCTH

Henpunoxumo,

6.3 Cpok Ha roamsocr

3 rooMHH.

6.4 ChnenMaJHH YCJIOBHA HA ChIpaleHHe

Be3 cnenmanyy ycnoBHA Ha CEXpaHEHHeE,
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6.5 B H CLABPXAHHE HA ONAKOBKATA

IMu3oHa 15 mg Tabretku ca onakoeauu B PYC-PE/PVDC/AL 6nHcTEPH, IOCTABCHH B KAPTOHEHA

KyTHA C [IEYATHH CHMBOJA.

Bcska onakeRka chabpka 30 Tabnerku.

6.6 CreuManHy NpeaANa3HM MEPKH NMPH HIXBbPJAHE H paboTa

HeHImon3BaHUAT NekapcTBEH NPOAYKT KM OTHATbYHHTE MATCPHATH OT HeTo TpAOBa Aa c& H3XBBPIAT

B ChOTBETCTEHE ¢ MECTHHTE M3HCKBAHHS.

7. TNPHTEXATEJ HA PAIPEIIEHHETO 3A YIIOTPEBA

wUalikadapma BHcokokadecTenute JlekapeTea™ AJ]

oy .M. Jumurpos™ Nel

rp.Codua 1172, Bearapus

Ten.: +359 2 962 54 54

dakc:+359 2 9603 703

e-mail: info@tchaikapharma.com

3. HOMEP(A) HA PAIPENIEHHETO 3A YIIOTPEBA

Per.HoMep: 20150001

9. JATA HA TBPBO PASPEUIABAHEAIOHOBABAHE HA PAIPEIIEHHETO 3A
YIIOTPEBA

JlaTa Ha MEPBO paspeliasane 3a ynotpeta: 12.01.2015

Jlata #a NOAROBABANE HA pa3pelIcHHETo 3a ynoTpeba: 28.11,.2019

10. JATA HA AKTYAJIHIUPAHE HA TEKCTA

CerrreMBpH, 2021
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