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1. HME HA JJEKAPCTBEHHA NIPOAYKT T e Ye

[Tu30Ha 45 mg TabneTkH
Pizona 45 mg tablets

2. KAMECTBEH H KOTHYECTBEH ChCTAB

Beaka tabnerka cpaepxa 45 mg nuornuTaso (pioglitazone) KaTo MHOTIATAIOH XHAPOXAOPHL
(pioglitazone hydrochloride).

[ToMoOLWHM BEIMECTRA ¢ HIBECTHO JCHCTRHE:
Bceaka Tabnetka chanpika 113,66 mg 1aKTo3a MOHOXHApAT.

3a MWIHHA CITHCHK HA NOMOIIHUTE BellecTBa BHXKTE TOUKA 6.1,

3. JIEKAPCTBEHA ®OPMA

TabneTxka
Nn3oHa 45 mg Tabnerky ca Gelm, KPBIIH, H3TBKHATH TABNETKH ¢ peniedHO o3HAYCHHE "+ OT €/IHaTa
CTpaHa.

4. KJAHHYHH JAHHH
4,1 TepaneBTHYHH NOKAIAHAN

TTHOTTIHTA30H € MoKa3aH KaTo BTOPA WIH TPETa NHHHA 2a NCYCHHE Ha 3axapeH Auader THIl 2, KAKTO €
OMHACAHO ITO-J0aY:

KaT0 MOHOTepanus
- Ha BBL3pacTHH NALUMeHTH {0co0eHO TaKUBA C HAIHOPMEHO TErTI0), HEAIEKBATHO KOHTPOIHPAHH
¢ [ueTa H GH3HYECKH YTIpaKHEHHS, IPH KOMTO NPANATAHETO Ha METPOPMMH € HENGAXOMALID,
NOPaIH HAMYHETO HA NPOTHBONOKA3AHUA WIH HENOHOCHMOCT.

Karo ABoHHA NepopaiHa Tepanus B KoMOHHALMA ¢!

- MeTpOopMHH HA BBIPACTHH MALMEHTH {0C06€HO TAKMBA ¢ HAAHOPMEHO TETTIO) ¢ HEAOCTATLYECH
FIHKEMHYCH KOHTPOM, HE3aBHCHMO OT NPHNOXKEHHETO HA MAKCHMATHATA NOHOCHMA J03a npy
MOHOTEPANnuUa ¢ MeTGopMUH

- cyndanmnypeiiHOTO IPOMIBOIHO, CAMO NPH FB3PACTHM MALHEHTH, KOHTO Ca MIOKA3ATH
HEMCHOCHMOCT KEM MET(HOPMHH WIH 33 KOHTO MET(HOPMHEH € MPOTHBONOKA3AH, C
HEAOCTATHLYEH IMHKEMHYEH KOHTPON, HE3AaBHCHMO OT TNPHIOKEHHETO Ha MAKCHMANHATA
NOROCHMAa J103a [IPH MOHOTEPAIIHA Che Cy(aHHTypeiiHO NPOH3BOIHO,

KaTo Tpoilha nepopaiHa Tepanua 8 KOMOHHALNA ¢!
- merdopMHH U cyndaHITypes, IPH BE3IPACTHH NalHeHTH (0co0EHO MAUMERTH ¢ HATHOPMEHO
TErn0) ¢ HeLOCTaThYeH MHKEMHYEH KOHTPON, BBIPEKH ABOHHATA NIEPOPATHA TEPANHA,

TTHOTIIMTAZOH € [I0KA3aH 332 KOMOMHMpPaHe ¢ MHHCYJIHH IPH 3axapeH JHabeT THN 2 NpH Bb3pacTHH
NAlMEHTH ¢ HEAOCTATEYCH KOHTPON Ha MIMKEMHATA [PH JICYCHHE ¢ HHCYJIHH, TIPH KOWTO METGOPMHH
€ HETIOAXOIAL] NOPaTH CHINBCTEYRALIM NPOTHBONOKAIAHNA HIH HETIOHOCHMOCT (BK. TouKa 4.4).

Mecena, 3a Aa c¢ NPEIcHA JATH OT l"OBOp’BT K'I:M JEYEHHETO € 3aM0BOIHTENEH (Hanp Hi
HbAlc).



[1pH NAUMEHTH, KOHTO HE NOKA3BAT 3aA0BONMTENEH OTTOBOP, IPHICKEHHETO N2 IHOTIHTA30H TpAbEa
Jia ce TIpeycTaHoBH. C Oriea Ha MOTCHUHAIRHTE PUCKOBE NIPH NPOTBIKHTENHO IEYEHHE,
OpeUCBAIIATE NCKApA TPA0Ba 1a NOTBBPAAT NPH TOCICABALIN PYTHHHH TIPETAEIM, Y€ NOI3aTa oT
JIEYCHHETO C MHOTTIHTA30H CE 3ana3ea (B, TouKa 4.4).

4.2 /loIHpOBKA B HAMAH HA NPHICIKEHHE

EOSH@BKa

JleueHHeTO C NMOTTINTA30H MOXKE 11 3amo9ne ¢ 15 mg unu 30 mg seassk AHeEHO. Jlo3aTa MOXe na
ObJe nopMmeHa A0 45 Mg BeAHbK JHEBHO.

Ipn xoMOGHAKNpaHe ¢ HHCY/KH, TEKYIIATA 032 HA HHCYJIHH MOJKE Aa Ob/le 3anaseHa NpU 3aM0uBaHe HA
JIEYeHHe ¢ IIHOTTIATA30H. AKO NALHEHTHTE ChOoOIIAT 33 XHNIONTHKEMHS, 103aTa Ha HHCYIMHA TpADBa
a ObJie HAMAICHA.,

Cneunanns nonynanyuu

Cmapltecxa sbIpacm

He ce Hanara npomsaHa Ha JO3MPOBKATA PH NALMEHTH B CTApYECKa BB3pacT (Bk. Tovka 5.2).
JlexaprTe TpaGBa a 3an09HAT JCYCHHETO C HAH-HHCKATa Fb3MMKHA N033 M Ja YBEIMYABAT A034Ta
TIOCTENEHHO, 0COGEHO KOraTo MHOTIIMTAZ0H Ce H3NON3Ba B KOMOHHALHA ¢ HHCYJIHH (BXK. TouKa 4.4
3aaprKKa Ha TEYHOCTH M CHPACYHA HEAOCTATBYHOCT).

Bwbpeuno yepesicdare

He ce ranara npoMsaHa Ha 103MpOBKaTa NPH NALMERTH ¢ HapymieHa Ge0peuna pyHkona
(KpeaTHHHHOB KNHUPBHC > 4 ml/min) (ex. Touka 5.2). [Topanu nuncara Ha HHGOPMALHA OTHOCHO
TIPHIOKEHHETO TIPH NALMEHTH Ha AWATH3A, MHOTIIMTA30H He TPAOERa fa o€ HINON3Ba OT TE3H
MAUMEHTH.

Hepnodpobno yepescoane

IuormiTason ve TpaOBa Aa ce NpHIara Npu MALKEHTH ¢ YepHoApobHO YRpeKaaHe (Bk. Touka 4.3 B
4.4).
Heduampuyna nonynayun

BezonacHocTTa H edKkacHOCTTa Ha [1H30Ha NpH ella M IOHOWH Ha Bb3pacT nop 18 ronuHkK He ca
ycTaHoReHH, JIMIICBAT NaHHK.

HauuH Ha npunoxenve

TaGnerkiTe MHOMIHTA30H ce MPHEMAT NEPOPATHO BEIHLK HEBHO CbC HiM Oe3 xpana. TabneTriuTe
TpadBa 13 ce IOTTBINAT C allia BOAa.

4.3 IpornBonoxa3aHng

TTHOrIHTa30H € APOTHBONOKA3AH NPH MALMEHTH C:

- CEPBXYYBCTBHTENHOCT KBM aKTHBHOTO BEIXECTBO HITH KBM HAKOE OT MOMOIHHTE BEILSCTRA,
H30pOEHH B TOUKA 6.1;

- CBpJEYHAa HEAOCTATHYHOCT WIH AHAMHE3a 38 ChpIcYHa HenocTaTsuHocT (NYHA ctenen I no
Iv);

- uepHOApoOHO HapylIeHuUe,

- AdabeTHA KeToallHa03a;

- HaJMYEH PaK Ha MHKOYHHUA MEXYp HIH AHAMHE3A 3a paK HA MHKOYHHA MEXYD;

- HEH3CNE]BAHA MAKPOCKOMNCKA XEMaTypHA.
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44 CoeuManHH OpeaynpeAieHis H PEANAIHE MepKR npu ynotpeba

3adbmane HQ MEYHOCmU U cbpdeuna HedocmamuvyHocm

IMTHornATa30H MOXKE 03 IPHYHHHE 3aTbpKaHe Ha TEYHOCTH, KOETO 14 BIOMIH HIH YCKODH NMOABaTa Ha
CBpievHA HEAOCTATHUHOCT. Koraro ce NekyBaT TallHeHTH ¢ NoHe eI PUCKOR daxTop 33 pasBHTHE HA
3acToiiHa chpliedHa HeIOCTATEYHOCT (HANPHMEP NPEAIlecTRAU] MHOKAPASH HH(apKT Wi
CHMITTOMATHYHA KOPOHApHA BOIECT WK CTAPYECKa Bh3PACT) NEKApAT TPAOBa 44 3aN04HE JIEYSHHE ¢
Haif-HHCKaTa FBIMOXKNA JI03a W NOCTENEHHO 18 YBE/HYH A03aTa. [launeHTHTE Tpabea na Gnaar
HabmoaaBany 3a NPU3HALM H CHMITOMH HA ChPJ€4Ha HEIOCTATEYHOCT, IOBHIABAHE Ha TEFNIOTO HIH
OTOK, 0cOOEHO Te3H C HaMAICHU CHPAEYHM pescped. FIMa HOCTMapKETHHTOBH CHOGIIEHHA 32 CITyYan
Ha ChpAEYHA HEAOCTATEYHOCT PH KOMOHHMPAHOTO TIPHIICKEHHE HA TIHOTTIHTA30H H HHCYIHH TIPR
NALMEHTH, C NpelIecTRalla ChPAeYHa HeoCTaTEUHOCT. [lauuenTiTe TpatBa na 6baaT HabMOAABAHH
33 MPH3HALH H CHMIITOMH Ha Chp/IeYHA HENOCTATEHHOCT, HAIABAHE HA TEITIO M OTOLH, KOTATO
NHOTIHTA30H C¢ MPURAra B KOMOHHALMA ¢ HHCY/MH. Tbi KaTo HHCYNIMH H IIHOITTHTA30H ¢a CELP3aHH
CbC 3ATEPKaHE HAa TEYHOCTH, TAXHATA eIHOBPEMEHHA YNOTpe6a Mojke 1A NOBHINA PHCKA OT 0ToK. Mma
NOCTMAPKETHHTOBH ChOOMIEHHA 32 CITyMaK Ha NepHdepeH OTOK H ChPJEYHa HENOCTATHYHOCT NPH
TIALTMEHTH NPH €AHOBPEMEHHa YNOTpeHa Ha MHOTIHTA30H H HECTEPOHAHM TIPOTHBOBB3NAIHTENHN
CpefcTRa, BKIIOYHTENHO ceekTHBHH COX-2 Huxuburopy. [TuornutasoH Tpabea xa Gbae clpsH NpH
BCAKO BIICIIABAHE HA CHPACYHOTO CHCTOSHHE.

IpoyuBane ¢ KpacH pe3ynTaT Ha ChPAEYHO CHIAOBH YCIOXKHEHHS NPH NMHOTIHTA30H € NPOBSAEHO NP
NAlHEHTH NOA, 75 FOAMHA CBC 3axapeH AHaeT THN 2 U ChINESCTBYBALIA MPEAM TOBa MAKPOAHTHONIATHA,
K&Mm nposexaanata aHTHARA0ETHA W CHDAEIHO ChAOB3 TEpanus € Ao0aBeH MHOTIHTA30H HIH
nnaneGo B NpoABLKeHHe Ha A0 3,5 roaxun. Topa IpoyYBaHe NOKA3Ba YBENHYCHHE Ha CLOGIIEHHATA
38 ChPASYHA HEJOCTATEYHOCT, BBIIPEKH 4€ TOBA HE BOIM JO NOBAMIEHA CMBPTHOCT B TOBA MPOY'BAHE.

Cmapuecka guspacm

IMpx naunesTy B cTapyecka Bh3pacT, KoMGAHHpaHATa yIoTpeGa ¢ uacynun tpabsa aa ce ofMucy ¢
BAHMAaHUE NOPAIH NOBMILGH PHCK OT CEPHO3HA CHPAEYHA KEAOCTATBHHOCT.

C ornen Ha pHCKOBE, CRBP3AHA ¢ BBIpacTTa (0COo0EeHO pax Ha NMHKOYMHHA MCXYP, GpaKTyPH H ChpIAeuHa
HENOCTATHEYHOCT), DU NAUMEHTH B CTAPYECKA BH3PACT TPAGRA BHUMATENHO Ja ce o0CHAM
CHOTHOIEHHETO IOJI33-PHCK NPEAd H N0 BPeME HA NEYEHHETO,

Pax na nuxounun mexyp

Ciryuas Ha paK Ha MAKOUYHMA MEXYP C2 ChOGINABAHH M0-IECTO NMPH METa-aHATH3 OT KOHTPOIHpPaly
KNMHHYHY M3NHTBAHMS ¢ MHOTIMTa30H (19 cnyyan ot 12 506 naimenTH, 0,15%) B cpaBHEHHAE C
KOHTponuuTe TpynH (7 ciyyas ot 10 212 naunenty, 0,07%) HR=2,64 (95% CI 1,11-6,31, P=0,029).
Chen H3KDOYBAHE HA NAMEHTH, P KOHTO €KCIOIHUMATA H3 H3NHTBAHOTO JIEKAPCTRO NPH
NOCTABSHE HA /IHATHOZATA PAK HA MHKOYHHA MeXyp € GINa Io-MaIKO OT eJ[Ha TO/IMHA, € HMano 7
cnyyas (0,06%) Ha muornHTa3oH U 2 ciyyas (0,02%) B KOHTPONHHTE IPYNH.

EnnneMuonoraunnTe WicneABaHud IPEanonaarar Chlio JEKO NOBUIIEH PHCK OT paK Ha MHKOYHHA
Mexyp NpH NalHEeHTH ¢ AHaleT, IeKyBaHH ¢ MHOrTIHTA30H, BENPEKH 4¢ HE BCHYKH H3CIEIBaHUA
HICHTHMUKPAT CTATHCTHYSCKH 3HAYHMO NOBHIIABAHE HA PHCKA.

[penu zanogpane Ha NeYeHHe ¢ MHOTINTA30H TPAOBa Aa 6RAAT OLCHEHH PHCKOBHTE (PAKTOPH 34 pak

Ha MAKOTHAA MEXYP (PMCKOBETE BKIIOYBAT FB3PAacT, aHAMHE3A 34 TIOTIOHOIYIGHE, H3TaraHe Ha

HAKOH NPo)eCHOHATHH IWIH XHMHOTEPANSETHYHH ATCHTH, Hanp. imknodocdaMua, HiH TpeIx0Xaamo

NHRENICICHRS B TA30BaTa 00mact). BoAka Makpockoncka Xemarypus TpaOBa 1a Gpae Hacaeneana

TIPeIH [1a C€ 3alIO%HE JIeY¢HHE C MMMOTTTHTA30H.,

IManxenTHTE TPaGB2 N2 6LAAT NOCHBETBAHM Aa ce OOLPHAT He3abaBHO KbM CBOS NEKap, AKO 10 BpeMe

Ha NEeYEHHETO C& NOABAT MAKPOCKOTICKA XEMATYPHA HIH APYTH CHMITOMH KATO AM3YPHA, HITH Wﬁ:&::;‘ .

MO3HEH 33 YPUHHPAHE, s AR 19 :\\
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IIpocneoneane na weprodpobuama dyrxyun

o Bpeme Ha NOCT-MapKETHArOBYA NEPHON Ca AOKIAIBAHK PEIKH CITy4aH Ha XenaTonenynapHa
JuchyHKUMA (B, Touka 4.8). ETo 3amio, ce npenoprdpa NalHeHTHTE NEKyBakK ¢ NHOTIMTa30H Ja
TIOZUIEKAT HA NEPHONMMEH KORTPON Ha YepHOApoGHHTE eH3kmi. HeproapobunTe eHsHme TpaiBa aa
GLaaT NpoBepERn MPeay HAYANOTO HA NIEMEHUETO C THOTTIHTAIOH TIPH BCHUKH NALMEHTH. JIeUeHHeTo ¢
TMHOTTMTA30H HE TpabBa Ja Obfe 3aM09BaHO NPH NAUHEATH ¢ NIOBHINEHH H3XOAHH HUBA HA
yeproapeOHnTe eHsuMHE (ALT > 2,5 bTH cnpaMo TpaHHULIATE HA HOPMATA} WIH B Cy4ait Ha KakKBUTO
H J1a € JaHHH 3a HepHoapobko zabonaBaue.

Cnen 3anousane Ha NEYEHACTO C MHOMIHTAZ0H, € NPENOPEYEA NEPHOAHYHO NpoCeIsBaHe Ha
YepHOAPCOHHTE CHIHMHE BE3 OCHOBA HA KITWHMYHATR NPEleHKa. B cyval Ha NosMmasaHe HHBATS Ha
ALT nc 3 mbTH Had, ropHATa FPaHALIA HAa HOPMATA 110 BPEME Ha JISYEHHAETO ¢ MMHOMIHTA30H, HHBATA Ha
yepHOApOSHUTE eHauMH TpaGpa Aa GhIAT NpecnEHEHH Bh3MOXKHO Hali-Obp30. Ako HEBaTa Ha ALT
OCTAHAT > 3 I'BTH HAJ FOPHATA [PAHMLA HA HOPMATA, JievenneTo TpaGea Aa Gpae npeycTaHOBEHO. AKO
HAKOH OT NALMECHTHTE pa3BHe CHMITOMH, NpeAioNarallHd 9epHOAPOOHO HAPYMIEHHE, KOHTO MOXKE 12
BENIIOYBAT HeOOSCHHMO rajieHe, TIOBpEIaHe, KOpeMHa 60JKa, yMOpa, AHOPEKCHA H/HITH ThMHA YPHHA,
gepHOAPOGHHUTE EH3UMH TpalBa Na GbIar nposepeHH. PelmienteTo 3a NpOAbILKABAHE HA TEUCHHETO HA
NaI[HEHTA C MHOTIATa30H TpAGBa Aa Gb/le B3ETO BB3 OCHORA HA KIMHMYHOTO CHCTOAHHE, IO
noMydaBake Ha pesyNTaTiTe oT 1abopaTopHuTe M3caeqBalus. I1pH ogBaTa HA KRIITCHHLA,
JIEYEHHETO C TOIH NEKAPCTREH MPORYKT Tpabea Aa Oble NPeyCTAHOBEHO.

ﬂosumaeaue Ha mezramo

[To BpeMe Ha KNHHHYHKTE NPOYYBAHHA C MHOTTHTAIOH C4 NOMYYEHH JaHHH 3a CBBP3aHO ¢ 103aTa
NOBMILIABAHE Ha TETTIOTO, KOETO MOXKE Jla ce FRKH Ha HATPYNBAHE HA MA3HHHH, a IIPH HAKOH CITy9au
J1a CE& ChYETAE ChC 3abpiKAHE Ha TEYHOCTH. [IpH HAKOH CITyyad YyBEJTHUEHHETO Ha TETIOTO MOKE 13
§pae CHMITTOM Ha ChpAEYHA HEAOCTATHYHOCT, TIOPAAH KOCTO € HEOOXORHM CTPOT KOHTPON Ha
TEJIECHOTO Terno. CliassaHeTo Ha JMETA € 4acT OT JeYeHHETO MPH NanmeHTuTe ¢ quaber. Te Tpatea na
OBaaT CHBETBAHH [ CNA3BaT CTPHKTHO [METATH, BKJIIOYBAINA KOHTPO/ HA KAIOPHHTE.

Xemaromorus

o apeme Ha leYeHMETO ¢ THOMINTA30H € HaGmonaraHo cnato NOHIDKCHHE Ha CPCAHHA XEMOTIIOOHH
(4% oTHOCHTENHA penyKIMA) H XeMaTOkpHTa (4,1% OTHOCHTEINHA pedyKIHA), OTTOBAPALIH Ha
xemopunynns. Tloao6HU npoMeHH ca HabMIONABAHA H IIPH TIAUHMEHTHTE NEKYBaHH ¢ MeT(opMuH
{xemornobun 3-4% H xeMarokpuT 3,6-4,1% OTHOCUTENHA PELYKIMA) H B NO-MAIKA CTENEH ChC
cynaHuTypeifHO MPOM3BOAKO M MHCYAMH (xeMornoOuH 1-2% u xemaTokpHT 1-3,2% OTHOCHTEIHA
pelyKLHS) N0 BPEME HA CPARHUTETHHTE KOHTPOIHPAHH MPOYYRAHKA ¢ [IAOTIIHTA30H.

Xunozrukemus

Karo nocneHia OT ypenudeHaTa YyBCTRYTENHOCT KbM HHCYIIHH NPH NAlHEATH, KOHTO PHEMAT
MIMOTIKTAIOH B JBOHHA WIH TpoiiHa NepopanHa Tepanyd ¢be cyndannmypefiHo NpoH3BOIHO, HIH
ABoHHA KOMOHHAIINA C HECYJTHH KMa ONACHOCT OT PA3BHTHE HA [033-3ABHCHMA XHTIOTTIHKEMMA,
Nopand KOeTo Moske Aa 6bJe HeoOX0MAMO Aa Ce HAMANH 1033Ta Ha cyN(DaEAIypeliHOTO MPOH3BOIHO
HNH HHCYNIHHA.

Hapviuenur na ouume

Cp00ILEHHA OT HOCTMAPKETHHIORMA TIEPHO/ HA HOROTIONBEH WM BIOLIEH JHabeTen MakyIapeH elleM

¢ HAMANICHA 3PHTENHA OCTPOTAE, €A CHOOIICHH 32 THA30NHAHHAKOHUTE, BKIIOUHTEIHO MHOTIMTA30H.

MBHoro oT Te3k NALNKCHTY ¢a cHO0IANK 3a CHIPOBOXAAI epudeper eneM. He e acHo namu uma

JHPEKTHA BPB3KA My MHOTAHTA30H H MaKyJapeH efieM, HO NIpeAnHcBalnuTe Tpabsa 1a 6raar

GauTENHH 32 BL3IMOXKHA MOABA HA MAKyNapeH eAeM, B CITy4ail, ye MalHCHTHT ChobloM 3a Hapym'%{:é"" "

3pHTENHATA OCTPOTA, TPAGRA J1a ce MPEnpHAEME CLOTBETHA KOHCY.ITAlHA ¢ OTammonor. /,;, :
/ S
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[pu cObopen aHanAs Ha HeKeNaHH Peakiie KaTo (pakTypPH Ha KOCTHTE OT PAHIOMHIUPaHH,
KOHTPONHPAHH, OBOHHO-CNIENH KTMHHYHA H3NHTBAHKHA NPH noeede oT § 100 nekypanH ¢ MHOIUTAa30H
H 7 400 nexyBaHH NallHEHTH ChC CPABHHTEJIEH NPOAYKT B NPOALIDKEHHE HA AC 3,5 rOAHHH, ce
HafmozaBa yBeIN4eAa 9ecToTa Ha GpaKTypH Ha KOCTHTE NPH HKeHH.

pakTypu ce Habmioaasar npu 2,6% OT KeHHTe, NPHEMALTH HOIIHTA30H, CpaMo 1,7% OT KeHuTe,
JIEKYBAHM CbC CpaBHUTeNeH npoaykT. He ce Habmonasa yBenuucHHE B 4ECTOTATa HA QpakTypHTe npu
NEKYBAHHTE ¢ MHOT/IHTA30H MExke (1,3%) cnpaMo OHE3H, IEKYBaHH CBC cpasHyTenen NponykT (1,5%).

Hsumucnenara uectora Ha pakTyp e 1,9 dpaktypn Ha 100 namHeHT-roOMHH NPH KEHHTE, TEKYBAHH C
mHornuTason, # 1,1 ¢paktypu Ha 100 TauHeHT-rOAMHHE NPH XEHHTE, NEKYBAHH ChC CPABHHTENIEH
npogykT. CneaoBaTeNHo, YCTAHOBEHHAT IpH TO3H HabOp AaHHH 38 MHOTJIHTA30H YBEHYEH PHCK OT
tipaxTypH, Iipk skeHATe e 0,8 dpaxTypy Ha 100 nauweHT-roaunn ynorpeta.

Tpw 3,5-roqHIIHO NPoyYBaKe Ha KapAHoBackynapHus pack (PROactive), 44/870 (5,1%; 1,0
¢dpakTypn #a 100 nanueHT-roaHHK) OT NEXYBAHHTE C MHONTHTA30H NALMECHTKH NPETHPILTBAT
dpaxtypn cipamo 23/905 (2,5%; 0,5 dpakTypu na 100 nalkeHT-roAHHH) OT NAUHCHTKATE, IEKYBaHHA
ChC CpaBHMTeNlEH NPoaykT. FIpH NeKyBanuTe ¢ MHOTANTA30H Mbke (1,7%) Be ce Habmronasa
YBEIHUSHHE Ha 9eCToTaTa Ha paxTypH CHpAMO OHe3H, IEKYBaHA CHC CPABHHMTEIEH IPORYKT (2,1%).

Hekon enneMHONOrAYTHI NPOYIBaHHA NIOKA3BAT eJHAKBO TOBHIMEH PHCK OT ()PAKTYPH KBKTO OPH
MBXE, TAKA H TEPH JKEHH.

PHcksT oT dpakTypH TpaGea Aa ce AMa NpeABHA TIPA MPOTLIKHTETHO IEYERAE HA TAUHEHTH,
JICKYBAaHH C TTHOCIMTA30H (BK. TouKa 4.8).

B pezynTat Ha NOBHINABAHE OCACTBHETO HA HHCYJIMHA, ICUCHHETO ¢ NHOFIIMTA30H NPH NALHEHTH C
NOJHKKCTO3a Ha SHYHHIMTE MOXKE A1 A0BeNE O Bh3COHOBABAHE HA OBYAALMATA. TIpH TE3M NALHEHTH
€ Hanmuue puck ot 3abpemenseane. [TanpenTrTe Tpatea Aa GLaaT NpeAyNPENSHH 33 TO3H PHCK U B
CiTyvaii, ye MalMeHTKaTa xenae A3 3adpemeHee WIH HACTENH OpeMEeHHOCT, TO NiedenneTo TpAdea na
bune npeycranoseso (Bx. Touxa 4.6).

IMaorantasoH TpaGea Aa ce H3NON3Ba NPEANAIAHBO MPH eIHOBPEMEHHO TPHIOKERHE HA IMTOXPOM
P450 2C8 unxuburopy (Hanp. reMprGpozin) uin HHAYKTopM (Hanp. pudammmis). TTHKeMHIHHAT
KOHTpon TpAGBa BHAMaTenHO A2 ce caeiy. Tpatea aa ce MMa npea BHI ATATTHPAHE HA A03aTA Ha
THOTIMTA30H B PAMKHTE HA MPENOPEYBAHATA TO3HPOBKA MK Ja ce 00CHALT NpoMeHH B JIEIEHHETO Ha
IHnabeta (BkK. Touka 4.5),

Tabnerxkure [THI0HA CHABPIKET NTAKTO3A MOHOXHIPAT K HE TPA6BA Aa CE MPHIAraT NPH NALHEHTH ©
PEIKH HACNEICTBEHA NPOoOEMH HAa HEMOHOCHMOCT KBM T1aKTO34, WhIIeH JTakTa3eH Ae(HIHT HIH
IMOKO30-TATAKTO3HA ManabcopGuus.

4.5 BaaumonelcTRHE ¢ APYTH NEKAPCTECHH NPOAYKTH H APYTH (opMM Ha BIaaMOaelicTBHe

[NpoyysanuaTa BEPXY B3aAMOICHCTBASTA, NOKA3ZBAT, ¢ MAOMTIHTA30H HAMA 3HAYHM eICKT BBPXY
dapmakokHHeTHKaTa WK dapMakoAMHAMHEKATA Ha JHTOKCHH, BaphaplH, GeHIPOKYMOH K
MeTgopMuH. EMHOBpEMEHHHAT NPHEM HA NHOTHTA20H Cbe CymihaHnnypefiHo NPOH3BOAHO HE
nopAAea hapMakoknHeTHEaTa HA cyndanunypeiiHoTo npoussomHo. TIpoyyBanHaTa NPH Xopa, He
NpeAnonaraT HHAYKIHA BEPXY OCHOBHHTE KHAYLMpamy unToxposm P450, mzoensumu 1A, 2C8/9 n
3A4. In vitro npoyYBaHMsITA HE NOKA3BAT HHXNOHMPAHE HA HUTO EIHH OT NMOATHIIOBETE HA LIMTOXPOM
P450. BzauMoieicTBUA OB CyOCTAHLHH MeTab0NH3UPalH OT TE3H EH3HMH, KATO HAPHMED
KOHTPALEITTHRH, IHKNOCHOpPHH, 610KepH Aa kanuveskTe kanany H# HMGCoA penyxrasun
HHXHOHTOPH, HE CE OQaKBaT.

CrobIIeHo €, Y& €AHOBPEMEHHOTO MPHIOKEHHE HA MHOTTHTA30H ¢ reMHOpo3An (mHXHO
uuroxpoM P450 2C8) e noseno a0 3-xpaTHo MOBHMINABAHE Ha MNowrTa nol Kpusara (AUC



THOTNHTA30H. Thi kaTo HMa TOTEHUHATHA BFR3MOKHOCT 34 YBE/IHYABAHE HA HEXCNIAHHTE PCaKLIMH,
CBLD3aHH C A03aTa, MoXe Jia € HeoDXoanMo HAaMalleHKe Ha JI03aTa Ha NAOFIMTA30H, Koraro ce
TIPHUIATa 33e0HO ¢ reMpuOpo3m. [TMKeMHIHHAT KOHTPON TpAtBa BHHMATENHO Ja CE CeTH (BK.
T0'Ka 4.4). EAHOBPEMEHHOTO NPHACKEHHE HA MTMONTHTA30H ¢ pHaMIHIHH {HHIYKTOP Ha LMTOXPOM
P450 2C8) ¢ mopeiio 10 HaMaNABaKe Ha IUIONITA 1101 kpHearta { AUC) Ha nHOTIETAa30H ¢ 54%. Moxe
aae HEOGXOI[HMO Ia C€ MOBHIIH JO3aTa Ha MHOTIHTA30H, KOraTo ¢e Ipriara 3acaHo © pHdJaMTIHJJ,H.H.
[ NHKEMHUHHAT KOHTPOI TPAOBA BHHMATENHO 1A C¢ CeH (BA. Touka 4.4).

4.6 ®epraauTer, lpeMeHHOCT H KhpMeHe

Epemennocm

Hsma nocraThyHO SaHHK 33 onpegenine Ha (e30NacHOCTTa Ha MMOTTHTAOH N0 BpeMe Ha OpeMeHHoCT
nipH voBeka. Ipn npoyysauua NpH KHBOTHH ¢ Ha(MONABAHO OrpaHHYABAHE PASBHTHETO Ha MIoaa
TIpH NPUIOKEHHE HA ITHOTNHTa30H. ToBa MOXE Aa ce Th/DKH Ha JeliCTBHETO HA THOTJIHTA30H 33
HaMaABaHeE Ha XHIICPHHCYIHHEMMATA Mpy MalikaTa H NOBUILABAHE HA HHCYJIHHOBATA PE3HCTEHTHOCT
PB3HHKBAINA 10 BpEME Ha GPEMEHHOCTTE, KAaTo 110 TO3H HaYMH ¢¢ HAMATABA HANHTHETO Ha
MeTaboNUTHH cyGCTpaTH 3a pa3BHTHETO HA INOJA. JHAYEHUETO HA TO3H MEXaHH3LM IPH XOpaTd He e
ACHA H MHOMNHTa30H He TpaAGBa 14 ce IpHJara No BpeMe Ha OpeMeHHOCT.

Kvpmene
JlokazaHo € HanHyue Ha MHOTTIMTA30H B MIAKOTO Ha JIAKTHPauIn mwrexose. He € H3BecTHO, manv

OHOTIMTA30H CE EXCKPETHPA B k:pMaTa. ETo 3a110, NHOIAMTA30H HE TPAORA 14 C¢ OPHIAra B MepHoaa
Ha KbpMCHE.

Depmunumem

INpoy4saHuATa 3a depTAIHTETa NPH KUBOTHH HE NOKA3BaT ¢(eKT BHPXY KOMYIAlHATE,
3a6pemMeHaBaBeTo  MHACKCA Ha QIepTUWIHTeTA.

4.7 EdexTa Bhpxy ciocobHocTTa 32 modHpane B pabora ¢ MAIDMENA

TTH30Ha He TIOBAHABA HITH NOBJHABA NpeHedpeknMo cnocobHocTTa 3a modwmpane H patoTa ¢
MAlllHHH. BbIipeky TOBa NaLMEHTHTE, TTPH KOUTO C& MPOSEABAT IPUTEIIHHE HAPYLIEHHA, TpA6Ba na
Obaar BHHMATETHE npY WodHpaHe KK paboTa ¢ MallKHH,

4.8 Hexenans AeKapcTBeHH PeakunH

CnuchK Ha HexeNaHHTe JIEKAPCTBEHH peakiny B TabNH4eH BRI

Hexenanure peakitnu HabmoaapaHd no-uyecto (> ,5%) cnpaMo miaiebo B HE NPEACTABABalH
OTAE/HH CITYY4aM NpH NAaUUMEHTUTE NPHEMAIM MTHOTIHTA30H FIO BpeME Ha AROHKO-CICHH NPOYUBaHHA
€a MpeJICTABEHH TI0-10MTY, CNOpel CHeTeMo-OpraHHaTa knacHpukanms no MedDRA H taxnara
abcomoTha YecToTa. HeCTOTATa € OTIpeaeNncHa No CEAHHA HAYHA: MHOTO JecTH (> 1/10); vecT (>
1/100 no < 1/10); neaectn (= 1/1 000 o < 1/100); pemxn (= 1/10 000 no < 1/1 000); MHoro peaxw (<
1/10 000); ¢ HeH3BECTHA YECTOTA (OT HANMMHHMTE JAHHH He MOxXe Ja Obe HanpaBeHa oHeHKa). B
PaMKHTE Ha BCEKH CHCTEMO-TIPTANEH KIIAC, HeKE/aHHTe IeKapeTBeHH peakii ce uibpossar B
HH3XOMALL PEI IO OTHOINGHHE HA TAXHATA YECTOTA H CEPHO3HOCT.

YecToTa HA HEXEJAHHTE PEAKIIHN HA THOTJTHTA30H NPH PATNTHYHHA TEPANCBTHYHH
Hexenana peaknus PeREMH
MonoTepanus | KoMGHHHpana Tepanus




MH(EKLMA Ha rOpHHUTE
JHXATE/HH MbTHILA

YECTH

MeT(opMHH

YECTH

ChC

cyagounaypeiin
0 NMPOH3BOAHO

YECTH

4YeCTH

€ HHCYJIHH

OpPOHXHT

CHHY3HT

PaK Ha MHKOYHHA

XHIMOTTTHKEMHA

HEYECTH

C HEH3BECTHA
4ecToTa

HEYECTH

C HEH3BECTHA
vecToTa

HEYECTH

HEYECTH

MHOI'0 YECTH

NOBHILIABAHE Ha
aneTuTa

XHINOECTE3UA

YECTH

YeCTH YeCTH YecTH YeCTH
riagodonue 4eCcTH HEYeCTH
3amaiiBaHe YECTH

0e3cbHHE

3PUTENHH HapyLIEHHS®

YECTH

YECTH

HEUYECTH

MaKyJiapeH eeM

C HEH3BECTHA

C HEM3BECTHA

C HEH3BECTHA

C HEH3BECTHA




cbppn Ha KOCTHTE

YECTH

YeCcTH

YECTH

YECTH

YECTH

YECTH

apTpanrus
BOJIKH B rbpba

YECTH

xearypua
TTIOKO3YpHs

YECTH

TIOBHILIEHO Tero ¢

YeCcTH YeCTH YeCTH YecTH

MOBHILEHA KPeaTHH
Kpe -1
docdokuHaza B KpbBTA
TIOBHIIIEHA TAKTaT
HEYecTH
JieXHporeHasa
TIOBHIIIEHA AIAHHH C HEH3BECTHA C HEM3BECTHA | C HEH3BECTHA C HEH3BECTHA | C HEM3BECTHA
: 4ecToTa 4yecToTa yecToTa yecToTa 4ECTOTa

Onncanve Ha 3GpaHu HexeNnaHH peakiuu

' MIMa NOCTMapKETHHIOBH CHOGILEHHS 32 PEAKLIMH HA CBPBXYYBCTBUTETHOCT NPH MALIMEHTH, JIeKYBaHH
C MHOTJIHTa30H. Te3n peakuny BKIOYBAT aHa(HIAKCUA, AHTHOEIEM H YPTHKapHs.

2 3puTenHM HapylIeHHs ca ChOOIIABAHH IJIABHO B HAYANOTO HA JIEYEHHMETO M Ca CBbP3aHH C
NPOMEHHTE B KPLBHATA IIII0K03a MOPaiH BpEMEHHATa MPOMSHA B TYPrypa H ped)pakiHOHHHA HHOEKC
Ha Jiewara, HabIo1aBaH| | MPH JAPYTHTE XHIIOTTHKEMHYHH CPEICTBA.

*TMo BpeMe Ha KOHTPONMPAHH KIHHHYHH NPOYYBAaHHA, YECTOTATA HA CTyHaHTE ChC ChpACYHA
HEJIOCTATBYHOCT MPH JIEYEHHETO C MHOTTIMTA30H € OKIa ChlLaTa KaKTo Ta3H NpH miauedo, MeThOpMHH
U cyndaHuTy peiiHaTa rpynu Ha JieYeHHe, HO Ce YBelHyaBa, KoraTo ce npuiara KoMOHHHPaHO JieueH e
C MHCYJIHH. B npoyuBaHe ¢ KpaeH pe3yJITaT 3a YCIOXHHEHHA MPH NALMEHTH C NpeAlIecTBala
MAaKpOaHrHONATHA, YeCTOTaTa Ha TeXKaTa CbplevHa HeAoCTaTh4yHOCT € 1,6% no-BUCOKa NpH
MHOTTIMTa30H, OTKOJIKOTO NpH mauebo, korato ce 106aBA KbM JIEUEHHE, B KOETO € BKJIIOYEH HHCYJIHH.
Tosa oba4e He € 10BENO 10 MOBHINABAHE Ha CMBPTHOCTTA TPH TOBA NpoyysaHe. B Tosa mpoyusate
MpH NALMEHTH, KOMTO MOTy4aBaT MHOIJIMTA30H M HHCYJIMH, € Hab/lio1aBaH No-ro/aM MpoLeHT
MaLKEHTH ChC ChpeYHa HENOCTATBYHOCT MPH NALMEHTHTE HA BB3PACT > 65 rOMHH, B CPABHEHHE C
Te3u nol 65 roauuy (9,7% cnpamo 4,0%). [Npu nauneHTH Ha MHCYIHH O€3 NHOIIMTAa30H YECTOTaTa Ha
ChpaeYHaTa HeloCTaThYHOCT € 8,2% npH Te3u > 65 roauHu, B cpaBHeHHe ¢ 4,0% NpH NaLMEHTHTE Ha
BB3pacT nopa 65 roauHu. CrobLieHn ca cydan Ha ChpleYHa HEOCTATBYHOCT Clle/l ITyCKAaHETO B
nponax6a Ha MHOTITHTA30H H NO-YECTO, KOTaTo MHOMIHTA30H Ce NpHara B KOMOHHAIMA C HHCYJIHH
WK NPH NALHEHTH ¢ aHAMHE3a 3a CbpAeyHa He0CTaThYHOCT (BakK. ToukKa 4.4).

* M3BbplueH e cOOpeH aHAIM3 Ha HeKelTaHH PeakLyy KaTo (PakTypH Ha KOCTHTE OT paHIo
KOHTPOJIMPaHH, NBOHHO-CIENH KIMHHYHA U3MHTBaHNA npy noseye ot 8 100 nauneHTH :
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€ MHOINIMTa30H rpynv ¥ 7 400 manHeHTH 0T NEKYBAHHTE CHC CPABHHTENEH NPOAYKT MPYTIH, C
NPOABKHTENHOCT Ha JIe4eHHETO 10 3,5 rogvnn. YeenHueHa 9ecToTa Ha (ppakTypH ce Habmosasa
TPH OPHEMALIHTE ITHOTAHTA30H keHH (2,6%) CnpaMo OHE3H, JIEKYBAHH CBC CPABHUTEICH NpOIyKT
(1,7%). He ce HaGnionaea ysenuueHHe B YECTOTATA HA $IPAKTYPHTE IIPH NIEKY BAHITE C THOTJIMTA3CH
mbike (1,3%) crpAMo OHe3H, NeKyBaHH ChC CpaBHHTENeH NpoaykT {1,5%).

IIpn 3,5-roaMmuoTo npoyusane (PROactive), 44/870 (5,1%) OT NexyBaHuTe ¢ MHOTAMTA3I0H
NAUAEHTKH NPeThprapaT GpakTypH cipamo 23/905 (2,5%) oT nauBeHTKHTE, JIGKYBAHH CBC
CPaBHHTENCH NpoaykT. [1pH NeKyBaHHTe ¢ MHOTTHTA30H MExXe (1,7%) He ce Habmoaasa ysenmuenne
H2 YECTOTATA Ha (PAKTyPH CHPAMO OHE3H, NEKYBAHH ChC CPABHHTENEH NPOAYKT (2,1%). B nocT-
MapKETHHIOBHA NEPHOA Ha KOCTHH (PaKTypH ca chobInaBaHy NPH NALUHEHTH MBKE H KEHH (BXK.
Touka 4.4).

> Or1oK € choGimaBan npH 6-9% OT MAHMEHTHTE NIEKYBaHH ¢ NMONTHTAZOH HAll €FHA TOIHHA N0 BpEME
Ha KOHTPONHPZHH KITHHHYHH TIpoy4YBaHiA. YecToTaTa Ha 0TOKA IPH CPABHHTENHATE MPYIH
{cyndanrnypeitHo nporzpoaHo, meTdgopmun) e 6una 2—5%. CiyuaHTe ¢ OTOK KaTo U0 ca 01K
JIeKH J0 YMEPEHH i 0OMKHOBEHO HE Ca HANArand MpeKkpaTABaHE Ha NCYEHHETO.

¢[o BpeME HA KONTPOJIMPAHKTE NPOYYBAHHA C AKTHBEH CPABHMTENEH NMPOIYKT CPEHOTO NOBHILIABAHE
Ha TerNOTO NIPY MUOTIINTA3OH, MPHTATAH KATO MOHOTepammd e 6rne 2-3 kg 3a eapa roguna. Toea e
noaotHO Ha pe3yITaTHTE Habmoaapany npy cyadaHKTy peifaaTa rpyna, H3NOJI3BAHA KATO aKTHBHA
rpyna 3a cpaeHesHe. B mpoydsanuaTa ¢ KOMOHHHPAHO JIeYeHHE, THOTTHTA30H, N06aBEH KbM
MeT(POPMHH BOIM [0 CPeAHO TIOBHIIABAHE HA TerNoTo ¢ 1,5 kg 3a edna romnHa, a npd AcbapaHeTo My
KbM CyndaHmnypefino npoussomso — ¢ 2,8 kg. B cpaBHUTENHHTE TPYIH A00aBIHETO HA
cyndaHANypeiiHo NPOHIBOAHO KbM MeTdOPMHH BOIH 1O CPeRHO IOBHIIaBaHe Aa Ternoro ¢ 1,3 kg, a
J06aBAHETO Ha MET(HOPMHH KbM CYNpaHATYpeiHO NPOH3BOIHO ~ J0 CPEAHO NOHIKEHHE HA TETTIOTO

¢ 1,0kg.

"B WIHHHYHHTE MPOyIBAHMA ¢ IAONIHMTA3CH, JECTOTATA Ha NOBHIWaBaHe Ha ALT Hal Tpu MBTH
CIPAMO FOPHATA MPaHHLA HA HOPMATA € CKERBANICHTHA Ha TA3M NPH rpynata Ha mwianebo, Ho mo-Manka
OT Ta3u, Hab/moAaBaHA IPH IPYIHTE 3a CpaBHeHNe ¢ MeThOPMHEH K cyAdaLTypeiiHo NPOH3IBOIHO,
CpenuuTe HKBa Aa 9ePHOAPOOHHUTE €H3HMH HAMATABAT NPH JE€YEHHETO ¢ MHOTJIHTA30H, [10 BpeMe Ha
NOCTMAPKETHHTOBH MPOYYBAHHA ¢4 ChOOIIEHH PeJIKH CITYYaH Ha NOBHIIEHHE HA YEPHOTpPOOHHTE
EH3AMH M Xenarouenynapua gacyrxkous. Beupexks ue B MHOTO peakH clrydaH c¢ cbo0niasa 2a
dhaTaneH M3IXo[1, NPHUHHHO-CICACTBAHA BPB3KA HE € YCTAHOBEHA.

CrofinaBane Ha N0A0INPAHNA HEMETANH PEAKTINEA
CrobapaHeTo Ha NMOJO3MPAHH HEXENaHH IEKAPCTBEHH PEAKIMK Cliefl pa3pellasane 3a ynoTpeba Ha

JICKAPCTBEHHS NIPOAYKT € BaokHO. TOBA MO3BOMABA 4 NPON/IDKH HaOMOICHHETO HA CHOTHOILEHHETO
TIONT33/PHCK 34 NeKapCTBEHUs npOAYKT. OT MEAHUHHCKUTE CNSUMANHCTH €6 HIACKBA Aa chobmagar
BCAKA NMOAOIMPAHA HEKENAHA PEAKIHA Ype3;

HamenHuTeHa areHLs 10 1eKapcTBaTa.
ya. Jamsn I'pyes™ Ne 8

1303 Codux

Ten.: +3592 890 3417

yeGcaliT: www.bda.bg

4.9 Ipenoznpane

Ipy knuEAYHK NpoyUBaHKA NALMEHTH Ca OPHEMAIH MHOTIMTA30H B JO3H NO-BHCOKH OT
MAKCHMAIHATA NPENOPBUaHa f03a 0T 45 mg AHeBHO. [IpAeMET Ha Hali-BHCOKa 1032 OT 120

Mg/NHEBHO 33 YETHPH JHH, Nocneapana ot 180 mg/mHerno 3a ceneM THY He € 61 CBBP3aH C KaKBHTO
M 13 & OUI0 CHMITTOMH.
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XHNOTIHKEMHA MOKE A4 Bb3HHKHE NIPH KOMOHHHAPAHETO CBC CYIQOHATYPEAHN MPOH3BOIHH HTH
uHCysmy. B corydail Ha npeposnpane TpaGea 0a ce B3eMaT CHMITOMATHYHM H o01MH MOATbHRKRALLM
MEpKH.

5. ®APMAKOJIOrMYHH CBOHCTBA
51 ®apmakoxHHAMHuUNE cBolicTBA

PapmakorepaneBTHYHAa rpyna: AHTHANAGETHH TeKapcTBa, 1eKapeTRa 3a NOHKABAHE Ha NIFOK03aTa B
KPBETA, C H3KMOYCHHE Ha HHCYIHHH, ATC koa: A10BGO3

EpexTHTe HA NHOTAHTA30H BEPOATHO €A CEBP3AHH C NIOHMKABAHE HA HHCYIMHOBATA PEIHCTEHTHOCT,
TTHOIHTA30H NPOABABA CBOCTO ACHCTEYE Ypes aKTHRHpAHE HA CREMH(HYHH HYKNCapHH PEUENTOPH
(nepokcH3oM TpoH(epaTOp AKTHBHPAH PELIENTOP r'aMa), KoeTo BOJH A0 NOBHIIABAHE HA
HHCYJTWHOBATA MYBCTBHTEIHOCT HA YEPHHA Ipob, MACTHHTE M KICTKHTE HA CKeJIeTHATa MyCcKyIaTypa
TpH AUBOTHH. JledeHreTe ¢ MHOMIHTA30H BOAH J0 TOHNAABaHe 00pa3yBaHETO HA MIFOKO3A B YEPHHA
Apoh ¥ moRMINABaHe HA MepAdepPHOTO YCROARAHE HA MIOK03ATA B CIIyYail Ha HHCYIHHOBA
PE3HCTEHTHOCT.

Habmopagano e nopoGpenye Ha IMTHKEMHYHWA KOHTPOII NP NALMEHTH CbC 3aXapeH AAadeT THN 2,
KaxTC Ha TTIafHO, Taka W ciell haxpanpaHe, [lonodpaBaHeTO HA MIMKEMHYHAS KOHTPOJ € CBhP3aHo C
HaMAILBAHETO KAKTO Ha rNIAHO, TaKa H Cllell HAXpaHBaHe Ha Miia3MeHHTe KOHIEHTPALHH HA
HHCynHHa. KNTHHHYHO npoyyBaHe ¢ NMOTHTA30H CIPAMO LITHKIA3K KATO MOHOTEPANHS € Y IEKEHO
J10 2 rOAMHH C LIeA OLIEHKA Ha BPEMETO 10 MOABATa Ha HEYCNEX OT ICYEHHETO (OnpeJeNcH KaTo
moABata Ha HbA 12 8,0% crell MEPBHTE IecT MEceLd edeHne). AnamssT Ha Kaplan-Meier nokassa

MO-KpaThK MEPHOA A0 TIOABATA HA HEYCNEX NPH NAUHEHTHTE JIEKYBAHH C INTHKIIa3KMA, B CPABHEHHE C
TE3H Ha NHOTINTA3CH. Ha BTopaTa roauAa, INHKeMHYHAST KOHTPON (ONPeAeneH KaTo HbAlc <8,0%)e

MPOOLIKKI NPH 69% OT MALMEHTHTE IEKyBaH) ¢ IHOTJIHTA30H, B CpaBHeHHE ¢ 50% OF nauuenTHTe
Ha rnuknasug. [Ipy ABYTOAHOIHO TPOYUBAHE MPH KOMOHHHPAHO NISYEHHE CPABHABALLO ITHOTJIMTA30H ©
FIIHKAa3KA, 1oBaseHt KM METQOPMUH, NTHKEMHYHUAT KONTPON H3MEPEH KATo CpeHa NpoMAHa
CIPAMO H3XONHHUTE CToliHoCTH Ha HbA e Gun nogoben npu aeete rpynH Ha neueHKe Cea M-praTa

rofnua. CTENeHTa Ha HAPYIISHRE Ha HbAIc Ipe3 BTOpaTa roanHa € 61na no-manka npy rpynara Ha
NMHOTTNINTa30H B CPABHEHHE C MIIMKIA3H.

B nnane6o koHTponHpaHo Npoy4YBaHe, NAIIHCHTH ¢ HEAOCKBATEH KOHTPOJ HA NIMKEMHATE, BLIPEKH
TPHMECEYEH TIEPHOI HA ONTHMH3HPAHE HA HACYJIHH, €3 PAHIOMHIHPAHH HA NTHOrIHTa30H HIH
nnadefo 3a 12 Mecena. Tlpy nalMeHTHTe, NOMYYaBANTH NHOTNIMTA30H, ¢€ Habmonaga cpeaHo
Hamanenune Ha HbA 10 © 0:45% nipu cpasHeHMe ¢ TE3H NPOIWDKABAIIH ICIEHHETO CAMO HA HHCYTHH U

HaMancHHE Ha 003aTa Ha HHCYJIHHA B TpynaTa JexKysaHa ¢ IHOrMHTa3oH.

HOMA ananu3bT Nokaszea, ye NHOrAXTA30H NMono0pasa GyHKuMaTa Ha 66Ta KNeTKHTe, KaTo BOAH H IO
NOBHILABANE HA MHCYIHHOBATA MYBCTBHTEAAOCT. JIBEronMINHH KIHHHYHH NPOYYBAHHA NOKA3BaT
TIOATEPKAHE HA TO3M eexT.

[1o Bpeme HA €AHOTOAMINEM KIMHUYHH NPOYYBAHAL, MHOTIATAZ0H TOKA3BA YCTONHBO KIHHHIHO
3HAYHMO MOHMKEHHE HA CHOTHOLEHHETO anbyMHH/KPEATHHHH CIIPAMO H3XOIHHTE CTOHHOCTH.

EdexTsT Ha mHOrAMTaz0H (MOHOTEpaNHA ¢ 45 mg vs. nIauedo) e mpoyyeH B Matko 18-cenmuilo
APOY4BaHE NPH NALHEHTH CHC 3axapeH Tuaber Tin 2. JledeHHeTo ¢ MHOTMMTAZ0H € GHno Cpbp3aHo
CBC IMAYATENTHO NOBNIIABAHE HA TETNOTO. BACOEpaNHaTa MACTHA THKAH € 3HAYHTEITHO HAMAICHA,
KaTto e HaGimoAaBaHO €AHO NOBHIIABAHE Ha EKCTPa-a0A0MHHANHATA MacTHa ThKaH. [Togo6Hu npomenn
B PAIMPEACNEHHETO HA Ma3HHHHTE B OPraHH3MAa IPH MTHOTIHTA3CH ¢a UM NIpHAPYKEHH C o
noAoOpeHKe Ha HHCY/IMHOBATA UYBCTEHTEAHOCT. JIPH NOBEYETO KITHHHYIHH MPOYyYBAHHA, € //'f;\;;ru;;
HabnoaapaHO MOHIDKEHHE HA OOI0MTE TPUIIHLUEPHIM B (1a3MaTa H CBOGOTHUTE MACTHH xlz,eeﬁ:wﬁi
s
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noprIIaBane Ha HuBara Ha HDL-xonectepona, B cpasHeHRE © nnateHo, ¢ MANKO, HO KTHHHYHO
HE3HAYMTENHO NOBHIIEHHE HiBara Ha LDL-xonecrepona.

B KIHHHSHHA NPOYYBaHHA ¢ NPOSBCKHTENHOCT A0 ABE I'OIHHH, THOTJIHTA30H HAMATABA obmuTe
I1a3MeHH TPHITIKLEPHK H CBODOHA MACTHH KHCEIMHH H Noskwasa HuBata Ha HDL xonectepona, B
cpaeHenne ¢ miavefo, Merdopmun Wik rnuknazng. JIMOTIHTa30H He BOIM AQ CTATUCTHYECKH
3HAYHMO MOBHIIEHKE HA HIBaTa Ha LDL xonectrepona B cpaBHEHHE ¢ nianebo, n0karo
peAykuus e Habmoaarana npy MeTGopMHH H rIAKNazEA, [To Bpeme Ha 20-cenmudaHo
IpoYYBaHE, HapeA ¢ MOHWAKEHNE Ha TPHINUUEPHIATE HA MNaJHO, NHOTTHTA30H MOHHKaBa
ROCT-TIpAHAHAIHATA XHIEPTPHITHLEPHAEMHS Upe3 edekT KakTo BEpXy abcopbuuara, Taxa v
BbPXY CHHTE3a HA TPHITTHLEPHANTE B yepHud 1pob. Te3n edextn ca GiiH HE3aBHCHMH OT
edexTHTE HA NHOINMHMTA30H BLPXY INTHKEMHATA U TTOKA3BAT e]HA CTATHCTHYECKH 3HAYUMAa
Pa3iHKa cOpAMO FTAGEHKIIaMH]I.

B IMPOakTHB — NpoyYBaHE ¢ KPAcH PEIYIITAT 33 ChPAeIHO-CBHAOR ehexT — 5 238 mauMerTH cbe
3axapeH quaber TvI 2 ¥ CHHIECTEYBAWIO OT PEIH TOBA CEPHOIHO MAKPOCHAORO 3ab0iBaHe ca
PARIOMH3HPAHH HA MHOCNKTA30H WAM ITaneGo B NOMbIHEHHE Ha ChIECTRYBAlIA aHTHAKAOCTHE H
CHPIEYHOCHIOBA Tepanud 20 3,5 roauuu. [MonynauMsara Ha POYYBAHETO € HA CPeHA Kh3pacT 62
TOAHHH; CPCOHATA NPOTWDKHTENHOCT Ha Adabera € 9,5 roguan, Oxono 1/3 oT nalHEHTHTE ¢a
NOMy4aBaNTH HHCYIMH B KOMOHHAIMA ¢ MeTQOPMHH B/WIH cynhaHmwtypelino mpor3sonno. 3a 1a
fbAaT BKIOYEHHA, NAlHeHTHTE TPAGBA na ca NpeThPIeNH eIHO OT CNSHHUTE: HAGAPKT Ha MHOKAD/A,
yAap, NepKyTaHHa CLpASYHA HHTepBeHUMA Wik Oalinac Ha XOpOHAapHA apTepHs, OCTBP KOpOHapeH
CHHIPOM, KOpoHapHa Gonect Wil obCcTpyKTHBHO 3aD0Apane Ha neprdepHa apTepus. IToutk
NOJIOBHHATA OT NPOYYBAHATA NOTYIALMSA ¢4 NOMYUWIH MHHPAPKT Ha MHOKAPAA H npuGmusurenHo 20%
ca PETEPREIn yaap. ITours nonoBUHATA OT NPOYYBAHATA NIOIMYTALMA CA MMAJIH TIOHE /IBA KPHTEpHA
Ha ChPACUHOCHI0Ba McTopHa. TTouTH Bcuuky nna (95%) ca nomydaeany ChpaedHO-ChHAOBH
JIeKapcTBeHH NpoaykTh (Gera 6nokepu, ACE uuxubutopH, anrnotensuH 11, 610KepH Ha KamHEBHTE
KaHaNH, HHTPaTH, MY PETHIH, AUCTHIICATHIAIOBA KNCENNHA, CTATHHY, (HOpaTH).

Brnpexu ue npoyyBaHeTo He YCIIABA NO OTHOLIEHUE HA ITBPBHMHATA KpailHa TOUKa, KoATo €
ChYETAHHE OT CMBPTHOCT NOPAAH BCAKAKBH IIPUMHHH, HedaTaneH HH(DAPKT Ha MHOKap/a, yaap, ocTbp
KOPOHApEH CHHAPOM, MONAMA aMITyTALHA Ha KpPaKa, KOPoHapHa PeBacKylapu3alus H
PEBACKyNapHIaUa HA KPAKA, PEIYITATHTE MOKA3BAT, 1€ HAMA JBIroCpOTHE CHPAEYHOCHAOBH
npobneMy, cBLp3aHy ¢ ynoTpebata HAa NHOrIHTA30H. B obilloTo BpeMe ofate ClrydaHTe Ha OTOK,
MIOBHIIABAHE HA TETTIOTO H OPOK HA CHPUETO ca ce yBeauddin. He ce Habmonapa yeenuuasaHe HA
CMBPTHOCTTA OT CEPACYHE HEZOCTATEYHOCT.

Teauatpuuna nomynaumna

Esponeiickara areniua no nekapeTeaTa 0cB0B0KABA OT 32 TRDKEHHETO 32 NPEOCTABAHE Ha
Pe3YNTATHTE OT npoyseanAaTa ¢ [IH30Ha BB BCHYKH MOATPYNM HA NEAHATPHIHATA TOMyIalua npy
3axapen amaber Tun 2 (B, Touxa 4.2 32 MRQOPMALMA OTHOCHO YIIoTpeda B IEAHATPANATA).

5.2 @®apMAKOKHHEeTHYMHH ¢BOMCTBA
Abcopbinia

Cnen nepopanko npuioKeHue, MHOTAWTa30H ce abcopOupa Obp30, KATO NAKOBH IUIASMEHH
KOHLEHTPALHH HA HEMPOMEHEHHA MHONKTAZOH C¢ MOCTHIAT OOMKHOBEHO 2 4aca CAEH MPHIOKEHHETO.
INponopIHeRaNHe NOBAIIEHNE HA NIA3MERATA KOHLIEHTPAlHA ce HabNOXABA Ip# A03H ot 2 Jio 60 mg,
PaRHOBECHO CBCTOAHME C& NOCTUrA Clef 4-7 AN npUIoKeHRe. MHOTOKPATHOTO NPHIIOKEHNE HE
BOJH JI0 aKYMY/TMPAHE HA BELIECCTBOTO WAW HETOBUTE MeTabonuTu. AGcopOuHATA HE c€ NIOBIMABA OT
npHeMa Ha Xpana. AGconoTHara GuoHanHuHoCT € Hana 80%.

Pasnpenenenne
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Onpenenenns obeM Ha paznpeneneHne npu xopara ¢ 0,25 Vkg.

IMuornurasen H BCHYKM aKTHBHH MeTaDOIHTH ce CBBP3BAT B TO/MAMA CTENEH ¢ MIASMEHNTE NPOTEHHA
(> 99%).

Buotpan M

ITHornKTa308 ce nolara Ha 3HavHTeNneH MeTabonM3bM B YEpHUs Apof Ype3 XHAPOKCHIMPAHE HA
anHaTHHTE MeTIeHOBH TpynH. TOH ce M3BbpILIBa MPETHMHO upes unToxpoM P450 2C8 puopeks, ue
€ Bh3MOKHO OpyrH H30OPMH Aa YYaCTBAT B Ne-Manka cTeneH. TpH oT IECTTe YCTAHOBEHH
MmetabomnTa ca akrusHy (M-11, M-111 u M-1V). MiMaiixu nipeiBMA aKTHBHOCTTA, KOHLEHTPALHHTE W
CBEP3IBAHETO ¢ IIPOTEHHNTE, THOTNIHTA30H W MeTabonATET M-TII nonpHHAcAT B eAHAKBA CTENCH 3a
edmkacHocTTa. Ha Tasn ocHoBa, NpHHOCET Ha M-IV 1o OTHOIOeHHE Ha e)HKACHOCTTA € OKONO TPH
ITETH COPAMO TO3M Ha MMOTAIMTAI0H, JOKATO OTHOCHTENHaTa edmkachoct Ha M-11 € MPHHManHA,

In vitro npoyusaHMATa He NOKA3BAT, Y€ NHOFAMTA0H HHXMOMPa HAKOH OT MOATHNOEETE HA WHTOXPOM
P450. He e Habmonasana MHAYKLMS Ha OCHOBHHTE HHAYLMOHARK P450 n3oensuMu 1A, 2C8/9 u 3A4
TIpH Xopara.

[Tpoy4BaHHS PHEPXY B3aHMOOEHCTBHATA OKAIBAT, Y€ MHOTIMTA30H HAMA 3HAYATCCH eheKT, KaKTOo
BHpPXY (hapMaKOKHHETHKATa, TAKA H BbpXy (apMakoIHHaMHKATa Ha IHTOKCHH, BapdapHn,
(heHnpokyMoH H MeThopMHH. HMa CBobiueHud, Ye eTHOBPEMEHHOTO NPUIMKEHHE HA ITHOTIHTA30H ©
remgubposHn (HHxuGHTOp Ha WwAToXpom P450 2C8) wim ¢ pudaMaduyH (HHIYKTOP HA LIHTOXPOM
P450 2C8) choTBETHO MOBHIIABA W/IH TIOHHXABA IUTA3MEHATA KOHLICHTPALMA Ha THOTTHTA30H (BK.
TouKa 4.5).

EnuMHHHpaHe

Cnen nepopanto NPANOKEHHE HA PaAHOAKTHERO GelTA33aH NHOTIHTA30H NPH XOpa, OCHOBHO
KONHYECTBO 0T GENA3aHNA NPOSYKT ¢&¢ OTKPHBA B HIAPAXHEHUATA (55%) B MO-MANKO KOJHYECTBO B
ypHHata (45%). [1pH JKHBOTHH, CaMO MATKO KONHMUYECTBO 0T HENMPOMEHEH NHOTJIHTa30H Moxe a2 6bae
OTKPHUTO B YPHHATA HIH H3MpakHeHHaTa. CpeaHHAT UIa3MeH CTHMHHAIMORHEH NOTYKHBOT Ha
HEMPOMEHEHHUA MHOTIMTA30H NMPH Y0BEK € 5 110 6 Yaca, a Ha HEToBHTE 01 AKTHBHH MeTabonuTH 16
no 23 yaca.

- TMaunenTtH B cTapuecka BB3PACT

CralmonapHuTe apMakoKMHETHIHH NOKA3aTeNW ca NoAoOHH NpH NaLMeHTHTE HA H HAL 65 roaMwia
BL3PACT K TE3K HA NO-MIAJHTE HHAHBHIN.

- [NauwenTtn ¢ 6u0peuno yBpesaane

ITpu naumenTaTe ¢ 6B0peuHO HApYINEHKE, TUTa3MEHHTE KOHLEHTPAILMY HA NHOTJIMTA30H B HETOBUTE
MeTabOTHTH ca TIO-HHCKH B CPaBHEHNE ¢ Te3d, HabmoaaBaHH npH HHIWBHAM ¢ HOpMariHa OBOpeyna
(YHKIHA, HO IEPOPANTHAAT KIHPBHC Ha OCHOBHOTO BeIIecTBO € nofoben. ITo Tozn HauuH,
KOHUEHTpaluaTa Ha cB0GOAHNA (Heckbp3aH) MHONTATA30H € HelpOMEHEHa.

- NauwenTn ¢ yepHOAPOGHO YBpERIaHE
O0LIaTa NNa3Mena KOHUEHTPAUMA HA MMHOITHTA30H € HENPOMEHEHA, HO ¢ MOBHLLIEH 00eM Ha

pasnpenenenne. [lopany ToBa, BETPENTHHAT KIHPEHC € HAMATIEH, NPUAPYKEH OT NO-rojiaMa fpaxuus
H2 HECEBP3aH HOCTHTAIOH.

5.3 Iperxnuuayan sauay 3a GesonacHoer




OpH MUINKH, TUTBXOBE, KydeTa H MaiMyHK. OcBeH TOBA, ¢4 HA0MOIapalH # MFOBHINEHO MACTHO
HaTpyneade W HHpUITpauus. Te3n npoMenu ca HaOmMOAABAHA NPU BHAOBETE C IUIA3MEHH
KOHUEHTpauuK 4 ITbTH CIPIMO TE3M NPH KITMHHYHO npiioxende. OrpaHHYeHo pa3BHTHE Ha IUIoAa €
YCTAHOBEHO TI0 BPeME Ha NPOYIRAHNSA C THOTTHTA30H TIPH KMEOTHH. ToBa MOXe N Obe CBBP3aHO C
JeHcTBHETO HA MHOTIIHTA30H 33 HAMANSBAHE HA XHIEPHHCYIHHEMHATA MPH MaiikaTa ¥ NOPHINaBaHe
Ha HRCYIIHHOBATA PE3HCTEHTHOCT BH3HHKRAINA 10 BpEME HA 6pemeuuocrra, KaTOo no TO3H HAYHH Ce
HaMaNABa HAaNHIHETO Ha MeTaboMHTHY CYGCTPATH 32 PA3BHTHETO HA IUIONA.

[1pu nocrarsuno podpe nogGpana GaTephi OT in vivo H in vitro IpoyUBaHAS BBPXY
FEHOTOKCHYHOCTTA, TTHOMIHTA30H HE € TIOKA3a/ FeHOTOKCHIeH notennpan. [Tosumena 4ectota ia
XMNEpIIazad (MBEKKH H XKEHCKK NON) H TYMOPH {MBKKH 11011) Ha €TIHTENA HA MHKCYHHA MEXYP €
HabmofaBada MPH IUTEX0Be, K& KOMTO € NPUIAraH MHOTIHTA30H 0 2 FOOHHHE.

O6pazyBaHeTO H HAUTHYHETO HA KAMBHH B MAKOYHATA CHCTEMA ¢ NOCIIENBAIND BH3NANCHAE H
XHIIEPILIA3AA C€ CIHTAT 3a PU3H0JI0rHIHA OCHORA HA HAOMONaBaHHA TYMOPOTEHEH OTroBOD MPH
TUYBXOBE OT MBKKH NON. 24-Mece HO NPOYUBAHE HA MEXAHH3MA BbPXY ILTBXOBE OT MBKKH IION
NOKa3pa, 4 NPHIaraHeTe Ha NMHOMIIMTA30H BOJM A0 NOBHIIEHA 4eCTOTa Ha XHNEPILUIACTHYHH NPOMEeHH
B IIMKO9HHA Mexyp. Tloakncensipate upez XpaHaTa 3HAYHTEHO HAMAIABA YECTOTaTa, HO HE OTMEHA
nosBaTa Ha TyMOPH. Hammamero Ha MHKPOKPHCTAIH YCHIIBA XHMITEPILTACTHYHHA OTrOBOP, HO HE Ce
CYHTA KaT0 OCHOBHA NPHYHHA 33 XHUIEPIUIACTHYHH NPOMEHN. 3HaMHMOCTTa 32 YOBEKA HA
TYMOPOTEHHHTE HaXOIKH, YCTAHOBCHH NPH MBKKH TUTEXOBE, HE MOk /la GBe H3KTIOUCHA.

He e ycTaROBEH TYMOpOreHeH OTrOEOp NPH MHINKH NpY ABara nona. XHIEpnaasud Ha THKOYHHS
MeXyp He ¢ HabmOaBaHa IPH KY4€Ta H MaliMyHH, 1€KYBaHH C [THOTIMTA30H Jio 12 Mecena.

Tpu Mogenr BEpXY KABOTHH Ha daMKIHA ageHoMaTodHa nonunosa (FAP), newenHero ¢ ABa apyTH

THASONHAHHAHOHH, NOBHIIABA PA3NPOCTPAHEHHETO HA TYMOpA B Ne0EOTO HepBo. 3HAYCHHETO Ha
Ta3H HAXOJKa HE € H3BECTHO.

Ouenka Ha pucka 3a okonHara cpena (ERA):

He ce ouaxea pbafeiicTeie BEpXy OKOJHATA Cpepa NpH KIHHWYHA yiToTpeba Ha NHOrTHTA30H.

6. GAPMAINEBTHYHH JAHHH
6.1 ChnHcLK Ha NOMOMHHTE BeMeCTEa
XHAPOKCHIIPORHILEMYN03a

Kapmenosa kanumii

Jlakto3a monoxuapat

Marnesnes creapar

6.2 HechrBMECTHMOCTH

Herpunoxumo

6.3 Cpok na rogaocr

3 ronunn

6.4 Cneunanun yChoBHS Ha ChXpaHeHHe

Bes cneuManHu ycnoBHs Ha ChXpaHeHHe.

\)\gﬁf‘dﬂ? Tit

o

6.5 BHAH CBABLPAKANHE HA ONIAKOBKATA
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Iuzona 45 mg Tabnetin ca onakosawu B PYC-PE/PVDC/AL bnHcTepH, NOCTABEHH B KApTOHEHA
KyTua C IEYATHH CHMBOJIH.

Beaxa onakoeka ceabpixka 30 Tabnerku.

6.6 Cnenmannm NpeanazHH MEPKH NPH H3XBLPJIAHE H paloTa

HeH3M0138aHUAT NIEKAPCTBEH NPOLYKT WiH OTOAXsYHHTE MaTePHANy OT HEro TpabBa 1a ce H3XBbPIAT

B CHOTBETCTBHE C MECTHHTEC U3HCKBAHHA,

7. INPHTEXKATEJ BA PAJPEHIEHHETO 3A YIIOTPEBA

»Jaiikadbapma BucokokauecTeenuTe Jlekapersa™ AJY

6yn. ,.J”.M. Jumutpos” Nel

rp.Codua 1172, Brirapus

Ten.: 359 2 562 54 54

dakc: 359 2 9603 703

e-mail: info{@tchaikapharma.com

8. HOMEP(A) HA PASPEMIEHHMETO 3A YITOTPERA

Per.nomep: 20130003

9, JATA HA TBPBO PASPEIMMABAHEMO/JHOBABAHE HA PAIPEIIEHVETO 3A
YHOTPEBA

Jlata na mepRO pa3pelnasaHe 3a ynorpefa: 12.01.2015

JlaTa Ha IONHOBABAHE HA Pa3pELICHHETO 3a ynoTpeba: 28.11.2019

10. JATA HA AKTYAJIU3HPAHE HA TEKCTA
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