KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. UME HA JIEKAPCTBEHUSA ITPOAYKT
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HdﬂbﬂHMTEnHﬂ MEHUMH U JIEKAPCTBATA
Kpamxa xapaskmepucmuxa HE npngpwmi Fi fpu MNeHue 1

Onmecra [lmoc 40 mg/12,5 mg punmupanu TabiieTkH
Olmesta Plus 40 mg/12,5 mg film-coated tablets
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Onmecra [Tmoc 40 mg/25 mg ¢puamupanu TablieTKH
Olmesta Plus 40 mg/25 mg film-coated tablets ;,2 S0 _3/1 5 -07- 2006
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2. KAYECTBEH H KOJIMMECTBEH CbCTAB

Onmecma Ilnoc 40 mg/12,5 mg dhuwmupanu maodiemxu
Besika ¢pmnmupana Tabnetka cbabpxka 40 mg onMecapran mesiokcoMmui (olmesartan medoxomil) 1 12,5 mg

xuapoxsoporuasua (hydrochlorothiazide).

[lomou1HH BelllecTBa C U3BECTHO AE€HUCTBHE
Beska ¢punmupana tabnetka cuabpika 292,37 mg nakro3a monoxuapar v 0,007 mg cwHceT xbiaTo FCF

(E 110).

Ommecma Ilnoc 40 mg/25 mg dhummupanu mabdiremxu
Besika unmupana tabnerka cbabpka 40 mg onmecaprad meaokcomun (olmesartan medoxomil) u 25 mg
xuapoxaoporuaszua (hydrochlorothiazide).

[lomMOLHHM BelecTBa C U3BECTHO JIEHCTBHE
Beska puimupana tabnerka epabpika 279,87 mg 1akTo3a MOHOXH/paT.

3a MbJIHUA CITUCBHK Ha MOMOILIHMTE BELLECTBA, BUXKTe TOYka 6.1.

3. JIEKAPCTBEHA ®OPMA

@OuimupaHa Tabnerka

Onmecra [lmoc 40 mg/12,5 mg ¢punamupanu TabJeTKH ca OpaHXKEBH, OBAJIHK, JIBOMHOMU3ITBKHAJIM C pa3MepH
15 x 7 mm u ¢ BanbOHaTo peneduo oznayenue ,,OH 41* or ennara crpana.

Onmecra ITmoc 40 mg/25 mg ¢punMmupanu TabaeTkH ca poO30BH, OBAJIHH, ABOMHOM3ITBKHAJIM C pa3MepH
15 x 7 mm u ¢ BaasOHaTo penedHo o3HaueHue ..OH 42* ot eanara crpaHa.

4 KJUHHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHHA

JleyeHue Ha eceHlIMAJIHA XHIICPTOHHAL.

Onmecra ITmoc e koMOMHauMs ¢ (pUKCHUpaHa 103a, KOATO € NoKa3aHa Nnpy Bb3pacTHH NAaLHUEHTH;-HHETO

apTepHaJIHO HAJIAraHE HE C€ KOHTPOJIHpA al€KBATHO OT MOHOTEpAIus ¢ 0JIMecapTaH M cig«;tﬁmﬁ ‘-‘\\
xfj)“' ..rf/_ff “ {’f, \”:‘\

4.2 Jlo3HpOBKA H HAYMHH HA NPHJIOKEHHE

Jlo3upoBka
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Bv3pacmnu
[TpenopruuTenHara ao3a Onmecra Ilmoc € | TabneTka qHEBHO.

Onmecta ITmoc 40 mg/12,5 mg Moxe Aa ce npunara npH naLyMeHTH, YHETO apTEPHATHO HAJIATaHE HE €
aJIcKBaTHO KOHTPONKPAHO OT MOHOTEpanui ¢ 40 mg onmecapTaH MEIOKCOMHIL.

Onmecta [Lmoc 40 mg/25 mg Moxe Ra ce npuiara rnpH NauMeHTH, YHETO apTEPHANTHO BAJIAraHe He €
afeKBaTHO KOHTPONHPAHO OT HkcHpaHaTa fo30Ba koMOuHaund Onmecta [lmoc 40 mg/12,5 mg.

3a ynoOCTBO MAUMEHTHTE, KOMTO MOTYYaBaT OIMecapTaH MEJOKCOMHI H XHAPOXIOPOTHA3KA NoA dopMarta
Ha OTAENHHU TabNeTKH MOXe Aa NpeMHHAT KbM JieyeHue ¢ Onmecta [Lnioc, chabpaKkalll ChIUATE KOMITOHEHTHH

OO3H.
OnMmecTta [Lroc Moxke a ce mpueMa cbC HWiH 6€3 xpaHa.

Cmapuecka evipacm (1a 65 u nogeye 200unu)
[Ipu xopa B cTapuyecKa Bb3PACT C¢ MpernopbUuBa ChllaTa JO3HPOBKA HA KOMOMHALMATA, KAKTO NPH Bb3PACTHH.

Heo0XxoaHMO € BHUMATETHO MOHUTOPHPAHE HA KPbBHOTO HaNATaHe.

bvbpeuno yapedcoane

Onmecra [0 e NpOTHBOMOKA3aH NPH NALUKUEHTH € TEXKO OBOpevyHo yBpekaane (KpeaTHHHHOB KIHPBHC

< 30 m)/min).

Makcumanuara 1034 oJiIMecapTaH MEAOKCOMMWI TIPH NALUEHTH C JIeKo A0 yMepeHo 610peuHo yBpexaaHe
(xpeaTnHuHOB KAUpBHC 30 — 60 ml/min) ¢ 20 mg onMecapTaH MEIOKCOMHI BEAHBK AHEBHO, MOPaiH
OrPpaHHYEHHUAT ONUT OT NO-BHCOKH NO3HPOBKH B Ta3H rpylia MaUUEHTH, KaTo C€ NpenopuyBa NpopexkaaHe Ha
NEPHOAUYHH KOHTPOMHH Nperneam.

[Mopaau ToBa ynorpebarta Ha Onmecta [1mioc 40 mg/12,5 mg n 40 mg/25 mg e npoTHBONOKa3aHa BLB
BCHYKH ¢Taauu Ha 6b0pedHo yBpexaane (Bx. ToukH 4.3, 4.4 u 5.2).

Yeproopobio yepexcoane

Onmecta ILmoc 40 mg/12,5 mg v 40 mg/25 mg TpsbBa fa ce U3NO3Ba C NOBHLIEHO BHUMAHHE TTPH
NaLMEHTH C JieKo HepHOAPOOHO yBpexkaaHe (8. ToUkd 4.4 u 5.2). Ilpu nauudeHTH ¢ 4epHOApOOHO
YBpeXKAaHe, KOUTO NMOJy4aBaT AUYPETHK W/HIIH JIPYTH aHTHXHINEPTEH3UBHY CPEACTBA CE NIPENOPHYBA
BHUMATEJHO MOHUTOPHPAHE Ha apTepHalHOTO HalaraHe U 6ubpeunara pyHkuma. Ilpy nauMeHTH ¢ YMEpeHo
uepHOAPOOHO yBpexAaHe ce NMpenophyRa Ha4uadHa no3a or 10 mg onmecapraH MEAOKCOMUI BEHBX
NHEBHO, KATO MAKCHMAJIHATA AHEBHA A03a He TpaOBa na Haaeviuasa 20 mg. HaMa onur ¢ onMecapraH
MEJOKCOMH NpH NAlLKEHTH C TeXKO uepHOAPoOHO yBpexaane. CaeaosarenHo Onmecra [Lmoc

40 mg/12,5 mg 1 40 mg/25 mg He TpabBa Aa ce H3ANON3BA MPH NAIKEHTH C YMEPEHO H TEXKO YepHOAPOOHO
yepexaaHe (BX. ToUkH 4.3 1 5.2), KakTo M NpH XojiecTaza H OunuapHa oOCTpykLHa (BXK. TOuKa 4.3).

IHeouampuuna nonyaayun
BesonacHocTTa U eprkacKHocTTa Ha OnMecrta [Lmroc npH Aena 4 ©OHOWM NoA 18 roaAUHH He ¢a YCTAHOBEHM.

Hama HAanTHYHH BaHHH.

Hayun Ha npunoxeHue
Tabnerkara TpabBa aa ce nornbina ¢ AOCTATHYHO TEYHOCT (Harp. 4awa Bona). Tabnerkara He TpabBa aa ce
abBUe U TpaOBa na ce rnpuUeMa BCEKH ACH MO €IHO U ChLIO BpeMe.

4.3 IIpoTuBONOKA3AHHS

CBpEXUYBCTBUTEJIHOCT KbM AKTHBHHTE BEUIECTBA WM KbM HAKOE OT NMOMOLIHHTE BE
Touka 6.1 WK Apyry cyJQoHaAMHAHH TTPOU3BOAHH (Thi KATO XHAPOXJIOPOTHAZMUA €
KOHUTO € NPOU3BOAHO HA CYJNIQOHAMHIHUTE).
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— PedpakTepHa Ha leYeHHE XUNIOKUTHEMHA, XHNEPKATIHEMHSA, XHNIOHATPHEMHSA H CHMNTOMATHYHA
XHNEPYPHKEMHA.

— Bropu 4 TpeTH TpHMecTBp OT OpeMeHHOCTTa (BXK. TOUKH 4.4 1 4.0).

— EnnoepeMenHaTa ynoTpeba Ha 0JIMECAapTaH MEAOKCOMMI C AIMCKUPEH-ChAbPHKALIH NTPOAYKTH €
NPOTHBOIOKAa3aHa NPHU MalMeHTH Che 3axapeH NHabdeT Wi 6B0peuHo yBpeKaaHe
(GFR < 60 ml/min/1,73 m?) (Bx. Touku 4.5 1 5.1).

- b1rOpeuHo yBpexxaaHe (BK. TO4kH 4.4 1 5.2).

— VYMepeHo H TEXKO YepHOAPOOHO yBpexaaHe, XONecTasa H HapyllleHHs NpoTHYaly ¢ bunuapHa
oOcTpyKLMs (BXK. TOUKa 5.2).

44 Chnenna/iHH nNpeAynpexieHHs H NPEANAIHH MEPKH NpH ynoTpeda

BrTpechaoBa XMNoBoJlEeMHUA

[Tpy NaLUeHTH C XUIIOBOJIEMHS H/HJIM XHIIOHATPUEMHS BCIIEACTBHE HAa MOLLHA JHYPETHYHA TEPaIus,
OrpaHUYEHUA Ha COJITA, JXAPHS WK NOBPbLUAHE, MOXE J1a C€ NOSBY CHUMITTOMATHYHA XHITOTOHHA NPEIHUMHO
cnej mbpBaTa J03a. Te3M CheToanms TpAbBa Aa 6bAaT KOPHTHpPaHH NPEaH NPUIoKeHHeTo Ha OnMecTa

IInoc.

LkﬂﬂTICBCTOHHHHiﬂﬂ:ﬂﬂﬂﬂyﬂﬂgﬂgIﬂiEQHHHP&HFHDWBHSHHHEHQOQTQPDHGBEHRCHCTﬂMa

[Ipy naupeHTH, YUHTO CHAOB TOHYC U 6bOpeuHa GpyHKUMS 3aBHCAT NPEAUMHO OT aKTUBHOCTTA HA PEHHH-
aHTHOTEH3HH-AULIOCTEPOHOBATA CHCTEMA (HATIp, NALMEHTH C TeXKKa 3aCTOHHA ChpAeYHa HEAOCTATBYHOCT HITH
MpeABaPHTETHO ChilleCTBYRaIO 6L0peuHo 3abonaBaHe, BKTIOYHTENHO CTEHO3a Ha 6b0peunara aprepns),
JIEYEHHUETO C JAPYTH JICKAPCTBEHH NMPOAYKTH, KOHTO SIOBIHABAT TA3H CHCTEMA € CBbP3aHO C OCTpa XHIIOTOHHA,
a30TeMHs, OJINTYDPUA WIIH B pellki cnydau ocTpa 6b0pedna HeAoCTaThYHOCT.

PeHoBa3zanHa XHUIIEPTOHHUSA
[Ipy naumeHTH ¢ ABYCTPAHHA CTEHO3a Ha OBLOpeyHHTE apTEpHK WIH CTEHO3a Ha apTepyaATa Ha €/IHHCTBEHUS

dyHKuUHOHHpaIn 6BOpEK, KOHTO ce IEKYBAT € JICKAPCTBEHU NPOAYKTH, KOHTO MOBJIUABAT PEHHH-
aHIHOTEH3HH-AA0CTePOHOBATa CHCTEMA, CHLIECTBYBA NOBUIIEH PUCK OT TEXKKa XUINOTOHHA U OBOpeuHa

HENOCTATBYHHOCT.

brn6peuHo yBpexxaaHe H 60peuHa TpaHCIUIaHTauns |
Onmecta [Lmoc He TpAGBRa 212 ce U3M0N3Ba NPH NAUKUEHTH ¢ TEXKO OHuOpeuHO yBpexkAaHe (KpeaTUHHHOB

KIHpBHC < 30 ml/min) (BX. Touka 4.3).

MakcHManHaTa 103a OJIMecapTaH MEIOKCOMMII MPK MalHEHTH ¢ JIEKO 10 ymepeHo O0b0peuHo yppexaane
(kpeaTHHHHOB KIHpBHC 30 - 60 ml/min) e 20 mg onMecapTas MEAOKCOMWI BEAHBK AHEBHO. BbIpekH ToBa,

npy Takusa naumentn Onmecta Ilmoc 40 mg/12,5 mg u 40 mg/25 mg TpAORa Aa ce npHiara ¢ NOBHIIEHO
BHUMAaHHE H ce MpenopbyuBa NepHOIMUEH MOHUTOPHHT Ha CEpYMHHA Kalui, KpeaTHHHH U NHKOYHATA

KHCCIIHHA.

Cebp3aHaTa ¢ THA3HAHHU AUYPETHLIH a30TEMHUsA MOXKE /1a Ce MOABH NpH fIALIMEHTH ¢ HapylleHa 6bOpeyHa
dbyHkupa. [Ipy KIMHHYHO U3ABEHA Nporpecus Ha ObL0peuHo yBpexkaaHe e HeobXoaHMa BHUMATENHA
NpeoLIeHKa Ha TEPaNUATA, KaTo Ce B3EME NPEABUA CMIMPAHE HAa JICUEHHETO C JUYPETHLIM.

Cnenoarenno, OnMecra Ilmoc 40 mg/12,5 mg u 40 mg/25 mg e nporHBOnoKa3aH BbB BCHUYKHU CTAIHH Ha
OnOpeuno yBpexaaHe (Bx. Touka 4.3).

Hama onut ot npunoxeHdeTo Ha OnMecra [Lnioc npH naumMeHTH ¢ Hackopo nposeaeHa 6L0peyHa
TPAHCILTAHTALIHA. .,

OHHO OJIOKHpaHE Ha PEHUH-AHTI'MOTEHINH-ANLAOCTEPOHOBaTa cHcTeMa (PAAC)
HAMa naHHH, ye eqroBpeMeHHaTa ynoTpeba Ha ACE HHXHOUTOPH, aHrHoTeH3HH 1l pene
ANTMCKHPEH MOBHILABA PUCKA OT XHITOTOHHA, XHIIEPKAJIHEMHA H HamMansBaHe Ha 6LOpe
(BiorOuMTENHO ocTpa 6bOpeuHa HegocTaThuHOCT). Ilopaan TOBa He ce npenopbuBa
PAAC upes koMbuHHpanaTa ynotpe6a Ha ACE nuxuburopu, anrnorensun 11 peue
ANTMCKHMPEH (BX. TOUKH 4.5 4 5.1).
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AKO ce MpeleHH, 4€ TepanuaTa ¢ ABoHHO Gnokupane € abconioTHo HeobxonKuma, ToBa TpAOBa na cTaBa caMo
oA HaGJIIOACHHETO Ha CNELMAITHCT M NPH YECTO CTPUKTHO MOHUTOpHpaHe Ha OuOpeuHaTa pyHKLMA,
ENICKTPOJIMTHTE U KPBBHOTO HAJIATAHE.,

ACE uaxubuTopn u anrnorensiH Il peuenropuu 6nokepu He TpAOBa Aa € W3MON3BAT €AHOBPEMEHHO TPH
NaileHTH ¢ AuabeTHa HedponaTHs.

YepHoapobHo yBpexaaHe

HsaMma onuT oT ynotpeGaTta Ha olMecapTaH MeAOKCOMMI NMPH NALMEHTH ¢ TEXKO 4epHOAPOOHO yBpeKaaHe.
[Tpy nalMerTH ¢ YMEpeHO YepHOoApOoOHO YBpeXaaHe, MaKCHMaIHaTa 103a € 20 mg onMecaprad
mMeaokcoMu. OCBEH TOBA, HE3HAYMTEIHH MPOMEHH BbB BOJIHO-EJIEKTPONIUTHHA DataHC No BpeMe Ha Teparus
C THA3MIM MOXKE 13 YCKOPH Pa3BUTHETO Ha YepHOApoOHa KoMa NpH NalMEeHTH ¢ YBPEACHA YepHOApoOHa

¢yHKIMS WK nporpecHpailo 4epHoaApoOHO 3abonsBaHe.

[Topaam ToBa, ynorpebara Ha Onmecta [Lmtoc 40 mg/12,5 mg u 40 mg/25 mg npH NALHEHTH ¢ YMEPEHO H
TEXKO YEpPHOAPOOHO YBpeXAaHe, XonecTasa i OunnapHa odCTpyKUMs € NPOTHBOMOKA3aHa (BX. TOYKH 4.3
n 5.2). [1py nauyeHTH ¢ J1eKo YepHOAPOOHO yBpeKIaHe € HeOOXOAMMO NMOBHIlIEHO BHUMaHHe (BiXK.

ToukKa 4.2).

CreHo3a Ha a0pTHA M MHUTpPaJiHa Kiana, 0OCTPYKTHBHA XHNEPTPOGHHYHA KAPpAHOMUONATHS
KakTo ¥ 3a OCTaHANHTE Ba30IWIATATOPH, NPH NALHEHTH ChC CTCHO3a HA A0PTHA WM MUTPAIHA Klana, WiH

0OCTpYKTHBHA XHNepTpodHUHA KAPAUOMHONIATHA C€ NPENnopbHBA NMOBHIICHO BHUMAaHHE.

[ILpBHYEH XHIIEPALIOCTEPOHHIBM
[TaupeHTHTE C TBPBHYECH XHIEPAIAOCTEPOHU3IBM OOHKHOBEHO HE OTTOBAPAT Ha TEPAanus ¢

aHTHXHIICPTCHIUBHH CPEACTBA, KOUTO AeiicTBaT upe3 HHXUOHpaHe Ha PEHHH-AHTHOTEeH3HHOBATA CHCTEMA,
nopaam koero ynotpebara Ha OnMmecra [lmoc npH TakHBa NaLMEHTH HE Ce NPENopbYBA.

MeTabonHTHY M €eHAOKPHHHH edeKTH

TepanusaTa ¢ THA3MAHHU AHYPETHLM MOXE Ja HAPYLIH MIOKO3HKA TosepaHC. [TpH naumenTH ¢be 3aXapeH |
nKabeT MOXeE Ja Ce HAIOXKH aRanTHpaHe HA JO3HTE Ha HHCYJIHHA WIH Ha NEePOPATTHHTE XHITOTTHKEMHYHH
cpeacTra (Bx. Touka 4.5). B xona Ha THa3MHA Tepanus MOXKeE Ja CE W34BH JIATCHTEH AHa0erT.

[ToBMIIEHHE HA XOJECTEPO/Ia U HUBATA HA TPUMITHLIEPHANTE CA HEXKEJIAHH PeaKLMH, 38 KOMTO € H3BECTHO, Ye
Cce€ acoLMHpaT ¢ THaA3HJHATaA TEpanuA. |

[Tpy HAKOW NALIHEHTH MOAYYABALUY THA3HAHK JHYPETHLUH MOXE Ja C€ NMOABH XUNEPYPHKEMHUS WK Ja ce
BJIOLLIH CHLUIECTRYBAILA NOJarpa.

EnextponnreH aucbanaHc
KakTo npy BCHUKH NaLIHEHTH, KOWTO ca Ha JHYPETHYHA Tepamnus ce NMPenopbUBa MEPpHOAHYHO ONPEACIfHE

Ha CEpPYMHHTE EJISKTPOJIMTH Ha NOAXOAALIN UHTEPBATA OT BpPEME.

Tuazuaure, BKIHOUHTENHO XHAPOXJIOPOTHA3HA MOXKE /1a NOBEAAT A0 HapylUeHHE HA BOOHHUS HWIH
eJIEKTPOJIUTHHUSA OanaHc (BIUTIOYMTETHO XUMTOKATHEMHS, XHIIOHATPHEMHA H XHITOXIOpEMHYHA ajlKalo3a).
[peaynpeayresiHyd ApH3HALM 32 BOAHO WJIH €JIEKTPOJIMTHO HapyLIEHHE ca CYXOTa B yCTaTa, Xaxaa, cyabocr,
neTaprus, CbHIMBOCT, 0€3noKoicTBO, MyCKYTTHY DOJIKH WIH KPaMIIH, MYCKY/Ha ¢nabocTt, XHIIOTOHHS,
OJIUTYPHA, TAXMKApAUA U CTOMALUHO-4pEeBHH HapYUICHHA KaTO raja¢He WiH noppabiuaHe (Bx. Touka 4.8).

PHCKBT OT XHMOKaIHEMHKA € Hal-ronaM NpU NatMeHTH ¢ YepHOoApoOHa LHpO3a, IPH NaAUMEHTH NONYy4aBallly
OpPHMKOBH AHYPETHLM, NPH NALMEHTH ¢ HEAREKBATEH MPHEM HA €ICKTPOJIHTH H MalHCHTH
Tepanua ¢ koptukocTepornan wiH AKTX (Bx. Touka 4.5).

Ot gpyra CTpaHa, BC/EACTBHE Ha aHTAroHW3Ma Ha aHruoTenskH 11 peuerrropure (AT}, &1/ &
onMecapTaH MenokcoMmn B Onmecta [Lmioc Moke fa ce NOABH XUIIEPKATHEMHS, OCO etﬁ) np& Ha.lm‘lme

On0peyHo yBpexaaHe WWIH ChpACYHA HEAOCTATHUHOCT H 3axaped auadert. [1pu puc Q FALHEHTH ice
4 "\\3‘:“ i .*.5 #/::
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npenopb4ea aAeKBaTHO KOHTPOIUpaHe Ha cepyMHMs Kanuid. Kanui-cpxpanaBalre AHYPETHLH, KATTHEBHTE
ROOaBKM WIH KaNMiH-ChIBPXKAIIHTE 3aMECTHTENH HA COJITa H APYTH JIEKAPCTBEHH MPOAYKTH, KOMTO MOTAT Ja
NOBHLIAT HABATa Ha CEpyMHHMA Kanuid (Hanp. xenapuH) TpaOBa a ce NpWIarar ¢ NOBULLICHO BHUMaHHe

enHoBpeMeHHO ¢ Onmecta [Llmoc (Bx. Touka 4.5).

Hsama pokazatencrsa, ue oJIMECAPTAH MEJIOKCOMII MOXe [a HaMaJlH MM NPEAOTBPaTH Pa3sBHTHETO Ha
WHOYLUHpaHaTa OT JHYPETHLM XUnoHaTpueMHa. HeaocTUrsT Ha XJI0pHaH OOHKHOBEHO € JIEK H He H3MCKBa

JCUCHHLC.

THasuauTe MOTAT Aa HAMAJIAT EKCKPELMATA Ha KAILMiA C ypUHaTa H Ja ca ITpHYHHA 33 HHTEPMHTEHTHO H
JIEKOCTETICHHO TNIOBHILEHHE Ha CEPYMHHA KAILMI B OTCHCTBHMETO HA M3BECTHH HAPYLUEHHS Ha KAJILIHEBUA
MeTabonu3pM. [IposBaTa Ha XHNEPKAJILHEMHS MOXE Aa € JOKA3aTeNCTBO 32 CKPHT XHAEPNAPaTHPEOHIHIBM.
[Tpeau npopexaaHe Ha H3cieaBaHe Ha (PYHKLMATA Ha NapaTUPEOHAHHTE XKE3K TpsaOBa Aa ce cripe

ynorpedaTa Ha THa3HIHH JHYPETHLIM.

U3zBecTHO €, Y& TMA3HAKTE MOBHLIABAT YPUHHATA €KCKPELIMA Ha MarHE3Mi, KOSTO MOXKE 1a I0BEJE RO
XHITOMAarHe3HEMHMAL.

H]JH €ACMATO3HH MALUXUCHTH B FrOpCLIO BpEME MOXKC Aa CC pa3BUC NWIYHHOHHA XHITOHATPMCMHEA.

JIuTut
KakTo ¥ npH oCTaHANKTE JIEKAPCTBEHH MPOAYKTH, ChAbPKALIH aHrHOTEH3HH Il peuenTopHn aHTaroOBHCTH H
THa3KHAEH TUYPETHK B KOMOMHALU4A, eAHOBPEMEHHOTO fpunoxeHue Ha OsnMecTa ILmoc v auThit He ce

npenopeuBa (BXK. TOUKa 4.5)

Cnpy-noaobxHa eHTeponaTHs

B MHoro peaxn ciiyyad HMa choOLIEHHS 3a T€XKa, XPOHHYHA WapHs ChC 3HAYMTEITHA 3aryba Ha Ternio npu
NaLMEeHTH, NPUEMALIH OIMECAPTAH HAKOJIKO MeceLla A0 M'OAHUHH Cle 3aM04BaHe Ha NIEYEHHETO, Han-
BEPOATHO MPHYHUHEHA OT JIOKaNH3upaHa 3abaBeHa peaKiia Ha CBPbXYYBCTBUTENHOCT. UpeBHHTE OHONCUM OT
nauMeHTUTE YECTO MOKA3BAT BWJIO3HA aTPOPHA. AKO NMALKMEHT Pa3BHE TE3H CUMITTOMH 110 BpEME Ha JICYEHHE
C 0JIMECAPTAH M NPH OTCHCTBHE Ha PYTH SBHH €THONOIHH, IEYEHHETO ¢ onmecapTaH TpsOBa He3abaBHO Ja
ce MpeycTaHOBH U He TpaGBa Ja ce Bb300HOBABA. AKO AMapUATa He ce NoAoOpH npe3 ceaAMHuLara cien
NpeyCTaHOBIABAHETO, TPAOBA Aa ce 06ChAN AOMIHUTEIHA KOHCYATAUHA ChC CIICHHAIMCT (HafIp.
racTpOSHTEPOJIOT ).

HHTeCTHHANEH aHTHOEAEM
3a MHTECTHHAJICH aHrHOEAEM ce ChoOLlaBa NMpH NAaLMEHTH, IEKYBaHH ¢ aHFHOTEH3HH ] peuenropHH

aHTarOHUCTH, BKJIIOUMTENHO oNiMecapTaH (BxkK. Touka 4.8). Te3u mauueHTH UMat KopeMua 60nka, raacHe,
noBpeillade W auapus. CHMITOMHTE OTIYMSABAT CJie] NpEeyCTaHOBSBaHe Ha aHrHoTeH3HH 11 peuerrropHuTe
AHTaroHUWCTH. AKO Ce JHAarHOCTHUMPaA MHTECTHHANIEH AaHTHOEEM, JICHEHHUETO C
ONIMecapTaH/XHAPOXJIOPOTHA3KA TPAOBa Ja ce NPpeyCTAHOBH H Aa ce 3aMno4He Noaxonsiuo HabmoneHHe 10
TLJIHOTO OTLIYMABAHE HA CHMITTOMHTE.

XOpoHIaNIEH HAIWB, OCTPa MHOIIUA U BTOPHHA 3aKPHTOBIbIHA [JIAYKOMA

CyndoHaMHUONTE WIH JIEKApCTBATa, NPOU3BOAHH Ha CYJIQOHAMHAHKTE, MOraT Aa NpeAH3BHKAT
WIHOCUHKPATHYHA peaKLiis, BOAEINa 10 XOPOHIAIEH HATHB ¢ Ae(EKT Ha 3PHTENHOTO None, NpexoaHa
MUONMSA ¥ OCTPa 3aKPHTOBIb/HA r1aykoMa. CHMITTOMHTE BKJIIOYBAT BHE3AMHO HAYAN0 HA HAMANTEHHE Ha
3PUTEIHATA OCTPOTa WiH Honka B OKOTO, KOMTO OOUKHOBEHO Ce NOABABAT B PAMKHTE Ha YacOBE A0 CEAMHLH
OT 3ano4YBaHe Ha JekapcTBoTo. HeneKkyBaHaTa ocTpa 3aKpHTOBIRIHA [NIayKOMa MOXeE [a JOBEAe A0 TpaHHa
3ary0a Ha 3peHHe. [TbpBOHAYANHOTO NIEHEHHUE € Aa Ce NMPEKPATH MPHEMBT Ha JIEKAPCTBOTO BH3MOXKHO Ha-
61bp30. MoXe 11a ce HalokH Aa ce 0OOMHCIIH He3a0aBHO MEAUKAMEHTO3HO HIIH XHPYPrU4HO JICYEHHE, aKO
BETPEOYHOTO HAIATAHE OCTAHE HEKOHTPOJIHPaHO. PUCKOBUTE ()aKTOpH 3a pa3BHUTHE Ha OCTPa I'bJIHA

rnayKkoMa MOTAT Ja BKIKOYBAT aHaMHe3a 3a aJieprus KbM CY1(OHAMHAU UITH NEHHLIWIHHH 7
S
OcTpa pecniupaTOpHa TOKCHYHOCT -I~;~' -
Cnen npreM Ha XHIPOXJIOPOTHA3UA C€ CHOOIIIABAT MHOTO PEAKH TEXKKH CIIyUaH Ha OC afaa«:cnnpmpﬁa
TOKCHYHOCT, BKJIIOYHTEIHO OCTBp pecnupaTtopeH auctpec cHHAapoM (OPJC). Cnen np} e‘ﬁg hﬂ, e _,,
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XHAPOXJIOpOTHA3KHA OOHKHOBEHO ce pa3BuBa OenoapobeH OTOK B paMKUTEe Ha MMHYTH Jio yacose. B
HAYAJIOTO CHMITTOMMTE BK/IOYBAT AUCIHESA, IOBHIICHAa TEMMEPATYpa, BoliaBaHe Ha GetoapobHara
dbyHkuua u xunotoHu. [1pu cemuenne 3a OPJIC Tpa6sa na 6»ae cripsH npuemsT Ha OnmecTa [Lmoc v na ce
MPHI0KH NOAXOAALLO JieueHHe. XHAPOXIOPOTHA3UA He TpAOBa Aa ce npuiara pH NauHeHTH, KOHTO NpeaH
tona ca noxyuaanu OPIC cnea npuem Ha XHAPOXIOPOTHA3HI.

ETHHY4ecKH paznuung
KakTo u npu ocraHanuTe aHruoTeH3uH Il penenTopHy aHTarOHUCTH, NOHWKABALIMAT apTEPHATTHOTO

HangraHe e(eKT Ha O/IMecapTaH MEIOKCOMKII € 10 H3BECTHA CTEMNEH NO-C1ad NpH YEPHOKOXKH NALIHEHTH B
CpaBHEHME C TE€3H OT APYTH PacH, BEPOATHO TIOPALH NO-YECTO CPELIAHHA HHCKO-PEHHHOB CTATYC Cpefl
YEPHOKOXH MALMEHTH C XUMEPTOHHA.

AHTHJIOIIHHT TeCT |
ChabpxKaHHETO Ha XHUAPOXIOPOTHA3H B TO3H JIEKAPCTBEH NPOAYKT MOXKE Aa MNO3HTHBHPA AHATHTHYHHTE

PE3YATATH B H3CICABAHE 34 NJONHHI-KOHTPOJI.

bpeMeHHOCT

[To Bpeme Ha OpeMeHHOCT He TpAOBa Aa ce 3amovBa Jic4eHHe ¢ aHrHoTeH3uH [l penenTopan anTaronucTy.
OcBeH aKo NMPOABL/DKABAHETO Ha TEPANHKATA ¢ aHMHOTEH3HH 1] peuenropHH aHTarOHHCTH HE CE CYHTA 34
ChIIECTBEHO, MALMEHTKUTE TUIaHUpalIH OpeMEHHOCT TPAOBA Aa NpEMHHAT Ha ATTePHATHBHO
AHTHXHIEPTEH3HBHO JIeUeHHe, KOETO € C YCTARHOBEH NMpo¢Ha Ha 6e30MmacHoCT no speMe Ha OpemeHHocT. I1pu
yCTaHOBABaHE Ha OpeMEHHOCT, JiedeHHeTO ¢ aHrHoTeH3uH 11 peuenropun aHTaroHUCTH TpAGRa na Obae
MpeKpaTeHo He3a0aBHO M aKo e NOAXOAALLO AA C€ 3aMnoYyHe aNTepPHATHBHA Tepanua (BX. TOukH 4.3 H 4.6).

EE! '

Kakto u npy Ipyryd aHTHXHNEPTEHIHBHH CPEACTBA, ITPH MALIMEHTH ¢ FeHEPANH3HPaHa aTePOCKIIEPO3a,
HcXeMHYHa GoeCT Ha CHPLIETO WIH HCXEMHYHE MO3BUYHO-CHA0BA 6ONECT € BR3MOXKHO Aa ce Habmonasa
PA3KO MOHKWKABAHE HA APTEPUANHOTO HAJIATAHE, KOETO Ja A0Bee A0 HHGAPKT Ha MHOKapAa HIJIH HHCYJIT.

[Ipn naiMeHTH cbe Win 6e3 anamHesa 3a anepryua WiH OpoHXHATHA aCTMA € Pb3MOMKHO Ja C€ Pa3BHAT
peaKLMH Ha CBPBXUYBCTBHTEIIHOCT KbM XHAPOXJIOPOTHA3H, KaTO BEPOATHOCTTA € MO-TONAMA MPH NalHEeHTH
C HATW4YHA aHaMHe3a.

[Ipn ynorpebara Ha THa3HAM Ca NOTYHaBAHH CLOOIICHHA 33 000CTPAHE WM AKTHBHPAHE HA CHCTEMEH
€PHTEMATO/IEH JIYTTYC.

HemenanomeH pak Ha Ko)kara

B aBe enuaeMHONOrHYHH NPOYYBaHUA, OCHOBABALIH €€ HA JAaTCKHA HALIMOHAIEH PaKOB PErHCThY, €
HaOrioAaBaH NOBUILEH PHCK OT HeMeJlaHOMEH pak Ha koxara (HMPK) [6azanHoknernueH kapuwHoM (BKK)
i cKBamo3HoKneTbueH KapuuHoM (CKK)] npu HapacTBalia eXCno3yuMg Ha KyMynaTHBHA 1034
xuapoxyoporHasug (XXT3). DoroceHcubununpamte edextH Ha XXT3 morar na ACHCTBAT KaTo
BEpPOATEH MEXaHHU3BbM 3a pa3BuTHe Ha HMPK,

[Mauuenrure, npueMaind XXT3, Tpadea na 6vaar ungopmupanu 3a pucka ot HMPK u ceBeTBann peosHo
71a MMPOBEPABAT KOXATA CH 3a HOBH Jie3HH W He3a0aBHO Aa cho6IABaT NPH NOABA Ha MOJO3PHTEIHH KOXKHH
ne3auH. Ha nanmenTrTe TpsabBa Aa ce nmpenopn4aT Bb3MOXKHH NIPEBAHTHBHH MEPKH, KATO OMPAHHYCHO
{3NnaraHe Ha CTbHYEBA CBETJIMHA H YITPABHOJIETOBRH JIbUH, 4 B CIIy4Yal Ha eKCMO3HLINA, MOAXOAALIA 3ALIHTA,
3a Jla e CBEAE A0 MUHHMYM PHCKBT OT paK Ha KoxaTa. [1o0o3pHTeNnHUTE KOXKHU Jie3uH TpsOBa aa 6baar
NoAMOXKEHH Ha He3abaBHO M3CneABaHE, MOTCHUHANIHO BKAIOYBALLO XUCTOMOTHYHH H3C/IEABAHHA Ha
Ouoncuunu Matepuanu. [lpepasrnexnase Ha ynorpebara Ha XXT3 Moxke a ce HAI0XKH H NMPH NAaLHEHTH,
koMTO ca WManu npeaxoaeH HMPK (Bx. cblio Touka 4.8).

TloMoluHM BelllecTBa
To3u nekapcTBEH NPOAYKT ChAbPAKaA JAaKTo3a. [TaLMEHTH ¢ peiKH HaceACTBEHH npoba

HEMOHOCHMOCT KbM rajIaKkTo3a, Tb/IEH JIAKTa3¢H ACPHLHT WIH MNIIOKO30-TAJIAKTO3HA M
TpAOBa Na NpHeMaT TO3U JIEKAPCTBEH NMPOLYKT.
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Onmecra ITmoc 40 mg/12,5 mg ceappxa ¢pwio cbHceT XbliTo FCF (E 110), koHTO MOXKe na NpHYHHH
ANEPrUvHH PEaKLIMHK,

4.5 BiauMmoaeicTBHE ¢ APYIH JEKAPCTBEHH NPOAYKTH H APYrH OpMH HA B3aHMOACHCTBHE

HOTEHQHHJ’IHH BE&HMOQEE"ICTBHH, CBBHP3aHH C OJIMECAPDTAH MCAOKCOMHWI H XHAPOXJIODOTHAIH

Curnvmemsawama ynompeba e ce npenopwyéeaq '

Jumuu .

[Ipy eAHOBpPEMEHHO NMPWIOKEHKUE HA NMUTHA ¢ HHXUOHTOPH HA AHTHOTEHIWH KOHBEPTHPALLKA €H3KM H M10-
pAOKO ¢ aHTHOTeH3HUH Il pelenTopHH aHTArOHUCTH, € JOKIAABAHO 3a OOPATHMO NOBHLIABAHE HA
KOHLEHTPALIMHTE Ha JIMTHI B cepyMa M 3a TOKCHYHOCTTA. OCBEH TORA THA3MAMUTE NOHWXKABAT OBOpeyHNs
KJIMPBHC HA JIMTHA H CIEJOBATE/THO PUCKDT OT MOABA HA TUTHEBA TOKCHYHOCT MOXE Aa ¢€ MOBHINM. [lopanu
ToBa ynorpebara Ha Onmecra [1ntoc ¥ NHTHH B KOMOUHALIMA HE ce MMpenopbyBa (BX. Touka 4.4). Ako
ynoTpebara Ha KOMOMHAUMATA ce CYHTA 32 HeoOX0AHMa, Ce NPEnOpbYBa BHUMATETHO MOHHTOPHPAHE Ha
CEPYMHOTO HHBO Ha JIHTHH.

Cbnbmcmaau;ama _VNOMQEE’H UZUCKEA ROBUUIERD BHUMAHRUE

baxnogpen
Moske aa ce HabmozaBa NOTeHUUPAHE HA AHTHXHIIEPTEH3UBHHTE €(EKTH.

Hecmepoudnu npomueogv3ndnumennu cpeocmea (HCIIBC)

HCTIBC (namp. auetvncamMuwioBa kucenuna (>3 g/anesHo), COX-2 HHXUOKUTOPH H HECENTEKTHBHH
HCIIBC) Morar aa otcnabsST aHTHXHAESPTEH3UBHHA €(QeKT Ha THa3HAHHTE AHYPETHLUH H AHTHOTEH3HH ]
peLeNTTOPHUTE aHTArOHHUCTH,

[Ipy HAKOW MALMEHTH ¢ KoMIpoMeTUpaHa ObOpeuHa PyHKUMA (HAMp. NALMEHTH ¢ ACXHAPATALHA WIH TaKHBa
B CTapyecka BB3PacT ¢ KOMIpoMeTHpaHa On0peuHa (pyHKLMA), EAHOBPEMEHHOTO NPUNOKCHHE HA
aHruoTeH3uH Il peuenTopHN aHTArOHUCTH M CPEACTRA, KOHTO HHXHOMpAT LIUKIIOOKCHI€HA3aTa MOXKeE Aa
AOBEAC A0 RONMBJIHUTEIHO BilolIaBaHe Ha ObOpeyHaTa PYHKUMA, BKIFOUUTENHO A0 ocTpa 6b0peuHa
HEJOCTATHYHOCT, KOUTO OOHKHOBEHO ca obpaTuMH. ClieAoBaTENIHO KOMOHHaLHATA TpAOBa fNa ce mpuiara ¢
NOBHIUCHO BHUMaHHUE, 0COOEHO NPH NALMEHTH B CTapuecka Bb3pacT. Cnea 3anouBaHe Ha TEPanHUATa H
NEPHOAHYHO CNECA TOBA, CE NMPENOpPbLYBa MOHHTOpHpaHe Ha ObOpeyHaTa GyHKLHMA ¥ aICKBAaTHA XUApaTalLlus
Ha NalHeHTA.

Coyvnvmcemeaiyama ynompeba mpabea 0a ce uma npeosuo

Amughocmun
Moxe aa ce HabmoOAaBa NOTCHLUMPAHE Ha AHTHXUNEPTEHIUBHUI ¢DEKT.

Jlpyeu anmuxunepmen3usHu cpeocmed
AdTHXHNEpTeH3HBHUAT epexT Ha OnmecTa [nioc Moxe na 6bae NOBHILEH OT CHITBTCTBALLIOTO NPUIOKEHHE

HQ JAPYTH @HTHXHIIEPTEH3HBHH JICKAPCTBEHH NPOAYKTH.

Anxoxon, bapbumypamu, Raprxomuyu uiu anmuoenpecanmu
Moxe na ce HabmonaBa NOTCHUMpAaHE HA OPTOCTATHYHA XHITOTOHMA,

HDTEHU,HHJIHH B3AUMOIAECHCTBHA CBBLP3daHH C DJIMEC&]T["ﬂH MCIOKCOMMNJI

Convmcmeawgama ynompeba ne ce npenopuisa

ACE unxubumopu, ancuomensun 1l peyenmopnu baoxepu uru aruckuper AP IR
JlaHHK OT KIMHHYHH NPOYUYBAHMA NMOKA3BAT, Y€ ABOHHOTO OJIOKMpAHE HA PEHHH-AHT .T}CHEIHH— '
anaocrepoHoBata cucremMa (PAAC) upes komOHHUpaHaTa yniorpeba Ha ACE nHxuOuY i

7
EE/H/G331/001-004/R/001




pELIEITOPHH ONOKEPH HITH aIMCKHPEH Ce CBBP3Ba C NO-BHCOKA YECTOTa Ha HEXKeNaHH ChOHUTHA, KATO
HaTPUMEDP XHITOTOHHWA, XMMEPKaTHEMHKA H HaManaBaHe Ha 6nOpeyHaTa QyHKIMA (BKIIOUHTENHO OCTpa
6BOpeuHa HeIOCTATHYHOCT), B CPaBHEHHE ¢ ynoTpebaTa camo Ha €AHO CPeaCcTRo, AckcTBalo BbpXy PAAC
(Bx. Touku 4.3, 4.4 u 5.1).

Jexapcmaernu npoOyxmu, noerussatyu HueaMa Ha Kaiuu

Karo ce nMa npeaBun ONUTLT OT yNnoTpedaTa Ha ApYrH JIEKAPCTBEHH NPOAYKTH, KOHTO NOBJIMABAT peHHH-
AHFHOTEH3HH-AN0CTEPOHOBATA CHCTEMA, €IHOBPEMEHHATa ynoTpeba Ha KaTHii-CbXpaHABAllH JHY DETHLIM,
KaJTUH-ChIBpAKALIY 3aMECTHUTENIH Ha COJITa WIH APYTH JIEKapCcTBA, KOMTO MOXKE Ja MOBHIUAT CEPYMHHTE HHBA
Ha Kanu# (Hanp. xenapuH, ACE nHxubuTtops) Moxe fa noBele A0 NOBHLIABAHE HHBOTO HA CEPYMHHS KaJIHH
(BXx. Touka 4.4). Ako B koMOuHaLma ¢ OnMecta [Lmoc ce npeanMiue nekapcTeeH NPOAYKT, KOHTO MOBITHABA
HMBATa Ha KalHH, ¢ NpenopbyBa MOKHTOPHPpAHE HA TUTA3MECHHUTE HHBA HA KAJIHA.

Cexgecmupaty HCAbYHAMA KUCEAUHA NPOOYKN KORECEBENAM.

EAHOBPEMEHHOTO NPHJIOKECHHE HA CEKBECTHPALIMA TbYHATA KHCEJIHHA NMPOAYKT KOJTeCeBeNaM
XHAPOXJIOPH/ HAMANIABA CHCTEMHATA €KCIIO3HIMA U MAKCHMAJTHATA IUTa3MEHa KOHLIEHTPAaLHA Ha OJIMECapTaH
M HaMannaBa t)2. [IpunoxeHHeTo Ha oIMecapTaH MEAOKCOMMI Hail-Mako 4 yaca IMpeaH KoJlecesennam
XHApOXIIOpH A HamMasBa eekTa Ha JIeKapCTBEHO B3auMoacicTsue. IlpunaraHeTo Ha onMecapTaH
MeJIOKCOMMI Hall-Maiko 4 yaca npean N03aTa Ha KOJIECERenaM xuapoxnopua tpabea 1a ce uma npensu
(BK. TOUKa 5.2).

Honvanumenna ungpopmayus

Cnep neueHue ¢ aHTHaLMA (ANyMMHHER MarHe3ueB XHAPOKCHA) ¢ HabnonasaHa yMepeHa peayKLHMs Ha
OHOHAIMYHOCTTA Ha O/IMECapTaH,

OnmecapTaH MEAOKCOMHII HAMA ChIIECTBEH €QeKT BupXY QapMakOKHHETHKAaTa WiH apMaKkoaMHAMMKATa Ha
BaphapuH Wi (papMaKOKHHETHKATA Ha IHTOKCHH.

EnHoBpeMeHHO NpHIOKEHHE Ha OJIMecapTaH MEAOKCOMHII H NpaBacTaTHH NpH 34paBH HHAMBHAH HAMA
KIHHHYHO 3HAaYHMH e(dekTH BLpXY (papMaKOKMHETHKATa Ha KOATO H Ja € OT JABeTe ChCTABKH.

B in vitro npoyuBaHHs, 0JIMECAPTAH HAMA KJIHHHYHO 3HAYHMH HHXMOMTOPHH e(peKTH BBPXY HOBEILKHTE
€H3HMH OT cucTeMara Ha uutoxpoM P450 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 u 3A4 v HAMa HUKAKbB WM €
NPOSBI MHHUMAaNEH eeKT BbpXY aKTHBHOCTTA Ha LIMTOXpOM P450 Ha ruiexose. He ce ovyakBaT KIHHHYHO
3HAYMMH B3aHMOACHCTBHA MEKAY OJIMecapTaH H ChEAHHEHHA, KOHTO ¢€ METaDOIU3MPAT OT
ropecrioMeHaTUTE EH3HMMHM OT CHCTEMATA Ha UUTOXpoM P450,

[ToTeHIMaNHU B3aUMOJIECTBUA CBBbP3aHH C XHIPOXJIOPOTHA3NI

Coenvmcmesawama ynompeba ne ce npenopvysa

fexapcmeenu npodykmu, nogauseawju HUOMoO Ra Kanui

Kanuii nonmwkapammsT epekT Ha XuaApoxnopoTHasdj (BK. Touka 4.4) Moxe aa Obae NnoTeHUHpaH OT
€JHOBPEMEHHOTO NPWIOKEHHUE HA APYrH JIEKapCTBEHH TIPOLYKTH, YHETO NPUWIOKEHHE € CBBP3aHO ChC
3ary0a Ha KJIHH W XMIIOKAIUEMHS (Hanp. ApYru KaJHH-yYPeTHYHHK OHYPETHLM, JTAKCATHBH,
kopTHKocTeporaH, AKTX, amporepHimn, kapbeHOKCONIOH, NEHHUMIHH G HaTpui WIH MPOH3BOJHH Ha
cannuioBara Kucenuka). Ilopanu ToBa noaoOHa cuITbTCTRAINA YNOTpeOda He ce Npenopbysa.

Kombunauuu, xoumo UHCKEam NosuiileHo SHUMAaHUue

Kanmyueau conu
TvasnaHuTe NHYpETHIIH MOraT Ja NOBHINAT CEPYMHHTE HHBA Ha KaJILMH BCNEACTBHE Ha
excKpeitua. Ako TpaOBa Aa ce npeanHIIaT KAIUHEBH R00aBKHU Ce NpEenopbpbYBa MOHHUTO
HHBA Ha KaJILMHA M CHOTBETHO afarnTHPAHE HA J03aTa Ha KaJlLMs.

PAHE g Lep
o ol T
3 \'H'. Il.*. | o
EE/H/0331/001-004/R/00" \? N



XorecmupaMuH U KOAECnUnoao8u cCMoau
B npuchrcTBHETO Ha aHHOH-0OMEHHM CMONK ce MOHIKaBa abcopOunaTa Ha XHAPOXIIOPOTHA3HKA,

Hueumanucoeu enuxozuou
MUnayumpaHara OT THa3UIHHTE AXYPETHLIH XHINOKATTHEMHS WK XHNOMAarHe3HEMHUA MOXKeE I3 ﬁnaronpmrrcma

noasBaTa HA AHIrHTaJINCOBa AapUTMHA.

Jexapcmeenu npodykmu, xoumo ce nogauseam om nPOMeERY 6 HUGOMO HA CEPYMHRUA KARUU

Korato Onmecra ILntoc ce npunara 3aeHO C JJEKapCTBEHH NMPOAYKTH, KOMTO C€ MOBIHABAT OT NPOMEHH B

CEPYMHHSA KaJllii (Hanp. JMTMTATUCOBH [NIHKO3HOH H aHTHAPHTMHULUHK), KAKTO W C JIEKAPCTBEHH NPORYKTH,

BoJIeIH Ao torsade de pointes (kamMepHa TaXMKapaMs) (BKIIOYBAIUH HAKOH AaHTHAPHTMHLIH), CE NpenopLysa

NepHOAHYEH KOHTPOJ Ha cepymHHs Kanuii U EKT'; xunokanuemMuara e npeapasnonaraul ¢gpakrop 3a torsade

de pointes (kamMepHa TAXHUKApAKA ).

- AHTHAPUTMHLM OT Kiac la (Hanp. XHHHIHH, XHAPOXHHHAHH, AW30NUPAMHA)

- aHTHapuTMULM Kkiac II1 (Hanp. amMuoaapon, cotanon, aopernnna, ubyTunua)

- HAKOH 8HTHUIICHXOTHLM (Hanp. THOPUAA3HH, XJIOPIIPOMAa3HH, JIEBOMENPOMAa3HH, TpHPIyonepasHH,
LHAMEMAa3H, CYJUTHPHI, CYJITONIPHI, AMHCYJINPHA, THANPH], TUMO3U], XaNoNepuaon, AponepUuIon)

~ apyru (Hanp. Genpuawn, uu3anpui, AHgeMaHnl, EepUTPOMULIMH 3a 1V MPHIOKEHHE, Xano(aHTPHH,
MM30JIACTHH, NEHTAMMINH, cnapdiokcalmH, TepdeHanuH, BHHKAMHH 32 1V [IPWIOXKEHHE).

Heodenonapuzupawu muopenaxcanmu (nanp. myboxypapun)
EdexkThT Ha HEASNONAPU3HPALLMUTE CKEJIETHO-MYCKYJTHH PEIaKCaHTH MoXe Aa Obae NOTeHUMHpAaH OT

XHAPOXJIOPOTHA3HA,

Anmuxonunepzuunu cpecmaa (vanp. amponun, bunepuoen)
[TosumaraT OHOHANMYHOCTTA HA THA3HAHHTE JHYPETHLM KAaTO 3a0aBAT CTOMALIHO-YPEBHUA MOTHIHTET H
CKOPOCTTA Ha €BAKyaLWs Ha CTOMAIUHOTO ChbObPKHUMO.

Anmuouabemuu rexapcmeeHu npOOYKMu (nepoparnu NPOOYKmMu 4 UHCYIUK)
JleweHHETO ¢ THA3HAN MOXKE Aa NPOMEHH IMIOKO3HHA TojlepaHc. Moske na ce HalloXKM aJanTHpaHe Ha 103aTa

Ha aHTHAKHAOETHHUTE NEKAPCTBEHH NPORYKTH (BXK. TOUKA 4.4).

Memdopmun
Metdopmun TpabBa na ce H3NON3Ba ¢ NOBKILIEHO BHUMaHHE, MOPaJH PHCK OT JAKTaTHa alKao3a,
NPOBOKHpPaHa OT BepOATHA PYHKLIMOHATHA Ob0peYHa HEAOCTATHYHOCT, AB/DKALIA C€ HA XUIPOXJIOPOTHA3HA.

bema-6roxepu u ouaszoxcuo
XuneprnukeMHUHHAT e(ekT Ha OeTa-OnoKkepuTe M AMA3OKCUI MOXKE 11a C€ YCUIM OT THARHAMTE.

IIpecopnu amunu (nanp. nopadpernanun)
EdekTbT Ha npecopHUTE aMHHH MOXKE 13 Obie HAMAJICH.

Jlexapcmeenu npooyxmu u3non3eanu 8 1E4EHUEmo Ha nooazpa (Hanp. npobereyuo, CyApURRUPA3ON U
AIOnypuHon}

Toit KaTO XMAPOXJOPOTHAIUA MOXKE J1a MOBUIIHA CEPYMHHUTE HHBA Ha MHKOYHATA KUCENHHA, MOXE /14 €
HeOOXOAHMO ajanTHpaHe Ha NO3WPOBKATA HA YPHKO3YPHYHHTE JIEKAPCTBEHH NPOXYKTH. BB3MOXKHO € na ce
HAJIOXKH MOBHLIABAHE Ha 103aTa Ha npobdeHeuna Wi cyndpuunupason. EanospemeHHara ynotpeba Ha
THA3HAH MOXE 1a NOBHIIH YECTOTATa HAa PCAKLHMHTE HA CBPbXUYYBCTBHTENHOCT KbM AJTOITYPHHOI.

Amanumaoun
TuazuauTe Morar aa NOBHUIAT PUCKA OT HEXEIAHH PCAKLIMH NPUYHHEHH OT aMAHTaHH.

Llumocmamuyu (wanp. yuxnogocghamud, memompexcam)

MHENOCYNPECHBHH €(EKTH.
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Canuyunamu |
Fpr BHCOKH 103M Ha CANMLIMIIATHTE, XHAPOXIOPOTHAZUA MOXKE Ja YCHIH TOKCHYHHMA €(EKT Ha

CATTMLIMNATHTE BBPXY LIEHTPATHATA HEPBHA CHCTEMA.,

Memunoona |
MMa nosyueHH H30JIMpaHH ChoOLIEeHHS 3a XEeMOIHTHYHA aHeMHs, Hab/MoAaBaHa NPH €IHOBPEMEHHATa

ynorpeda Ha XHAPOXJAOPOTHA3UA H METHIAONA.

Luxnocnopun |
CHILTCTBAIOTO JIeYEHHE C LHKJIOCHOPHH MOXE A& INOBHLIH PHCKA OT XHINIEPYPHKEMHA W YCIOXKHEHHA OT

THIA Ha noaarpa.

Tempayuxaunu
CBITbTCTBAMOTO fIPHIIOKEHHE HA TETPAUKKIMHH M THAZHAH NOBHILIABA PHCKA OT CBBP34HO C
TETPALMKNHHHTE NMOBHILEHHE Ha KpbBHaTa yped. ToBa B3aHMOAEHCTBHE BEPOATHO € HENPWIOKHMO 34

AOKCHLHMKIIHH.

4.6 @epTHAHTET, OpEMEHHOCT H KbPMEHE

bpeMeBHOCT

-

Kato ce uMaT npeaBsu/1 ehekTUTe HAa OTAENIHHTE ChbCTABKY HA TO3H KOMOUHHPAH MPOAYKT BbpPXY
GpemeHHocTTa, ynorpebara Ha Onmecta [Linioc He ce npenopbuBa 3a ynotpeba npe3 MbpBUs TPUMECTHP HA
bpemeHHOCTTa (BX. TO4Ka 4.4). Ynotpebarta Ha OnmecTa ILnioc € npoTHBONOKasaHa Npe3 BTOPHA H TPETUA
TPHMECTBP Ha OpeMeHHOCTTA (BX. TO4KH 4.3 u 4.4).

Onmecapmar MeooKcoMn

Vnorpebara Ha aHFrHOTEH3UM 1] pertenTOpHU AHTArOHKUCTH HE CE MPENOPbLYBA NPE3 MbPBHA TPUMECTHP Ha
6pemeHHOCTTA (BX. Touka 4.4). YnoTtpebaTta Ha anrnoreH3uH I penenTopHH aHTarOHKUCTH €
NPOTHBONOKA3aHa Ipe3 BTOPHA H TPETHA TPUMECTLD Ha OpeMeHHOCTTa (BXK. TOUKH 4.3 U 4.4).

EnuaeMHOAOrHYHHATE NaHHH NO OTHOLLICHHE Ha PUCKA OT TEPATOTEHHOCT ciiel ekcno3nums Ha ACE
MHXMOUTOPH Mpe3 MbPBUA TPUMECTHLDP HA OPEMEHHOCTTA HE Ca KaTeropHYHH; BCE NAK MANKO NOBHILABAHE HA
PHCKa He MOXe Aa Oble H3KITIOUCHO. BBNpekH ve THNCBAT KOHTPOJHPAHH eNMHIEeMHOIONHYHH JaHHH M0
OTHOILLIEHHE Ha PHCKa ¢ AHTHOTEH3HH 1] peuenTopHH aHTArOHKCTH, MOJKE [1a ChIIECTBYBAT CXOIHH PHCKOBE
32 TO3H KJIAC JIeKapCTBEHU npoaykTH. [NauueHTkrTe mnanupalny OpeMeHHOCT TpaOBRa Aa NpeMHHAT Ha
ATTEPHATHBHO AHTUXHMIIEPTEH3UBHO JIEYEHHE, KOETO € ¢ YCTAHOBEH Npodun Ha He30nacHOCT 3a ynorpeda no
BpeMe Ha OpeMEHHOCT, OCBEH aKO MPOJBKUTENHATA YIIOTPeOa Ha AHFMOTEH3UH PELIENITOPHY OOKEPH HE ce
CYMTA 32 HIKIIIOYHTENHO HeoOxoauMma. [Ipu nokazpaHe Ha OpeMEHHOCT, IEYEHHETO € AHTHOTEH3HH ]
pELENTTOPHH AHTAarOHKCTH TpAOBa Na 6bae He3abaBHO NMPEKPATEHO H 8KO € MOAXOAALIO Aa Ce 3aMnoyHe

AJITEpHATUBHA TEpArius.

H3BecTHO e, Y€ EKCIIO3UUMATA HA AHTANOHUCTH Ha aHIKOTEH3UH Il npes BTOpH U TPETH TPUMECTBP BOAM 110
eToTOKCHUHH MPOSBH NPH Xopa (moHHxkeHa 6x6pevHa PyHKLHA, ONTUroOXUApaMHHOH, 3afaBeHa
ocH(HKaLIUA Ha Yepena) M HEOHATAIIHA TOKCHYHOCT (0bOpeyHa HEAOCTATHbYHOCT, XHITOTOHHA,

XHMCPKAJIMEMHUR ). (BXK. TO4YKa 5.3).

[Ipu excno3nLug ¢ aHFMOTEH3HH 1] peLenTOpH AHTArOHUCTH cJie]l BTOPHA TPHMECTBP Ha OpeMeHHOCTTa ce
NPEeNnopbLYBa NpOBEXJaHe Ha YATPa3sByKOB KOHTpOJ Ha OnOpeunara dyHKIMA 4 yepena.

BeGeTa, unnTo Maiiku ca npueManu aHrvoreHsnH Il peuenropau aHTaroHUCTH TpadRa Aa 6bAAT BHUMATEIHO

HabmonaBaHM 3a XMNOTOHHA (BXK. ChIRO TOUKH 4.3 1 4.4). R
sbhaiy
3 Z
’ N N g
Xudpoxaopomuazuo R
OnuThT OT ynoTpedara Ha XHAPOXJIOPOTHA3UA TI0 BpeMe Ha SpeMeHHOCT W ocobeHo npe3 1,% o GG’TZHD
¢ orpanudeH. [IpoyuBaHHATA NPH KHUBOTHH Ca HEAOCTATHYHH. = |5 5 ;\_f
ot o ~ T .L#-‘,‘:" van _{{___1._
\ Wi, T
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XHapoXJIOpOTHa3HA NpeMHHABa MnalieHTapHaTa 6aprepa. Karo ce Mma npeasua ¢papMaxoIOrHiHHAT
MEXaHH3LM Ha AcHCTBHE Ha XHAPOXJIOPOTHA3UA, YIIOTpebaTa My npe3 BTOPHA H TPETHA TPUMECTHP MOXKE A
koMnpoMeTHpa deTonnaleHTapraTa nepdy3ua 1 aa AoBeAe A0 (ETATHH H HEOHATAJIHH €(PEKTH KaTO UKTEP,

HapyLICHUA Ha €NEKTPONUTHHS OanaHc H TpoMOOLIHTONIEHHS.
Xuapoxnopornasua He TpaOBa Jja ce M3MNO/3Ba 3a reCTallHOHEH €IEM, TECTALIMOHHA XHNEPTOHUA WK
ApeexIaMIICHs, NOPaAH PHCK OT HaMaJIABaHE Ha IU1a3MeHHs ob6eM H IaueHTapHa xunonepdysus, 6e3

OnaronpusaTHHY edekTH BLPXY X04a Ha 3abonsBaHeTo.

Xuapoxaopordasna He TpabBa aa ¢e U3No3Ba 3a JICYEHHE HA €CCHLIMAIHA XHMNEPTOHUA NTPH OpeMeHHH KEeHH
C H3KIIOYEHHE HA PAKHTE CIIy4Yau, NNPH KOMTO HE MOXKE 1a C€ H3MOoJ3Ba JpYro JieHeHHE.

KspMeHe

Oamecapman MeooKcCoMun
Tsii xaTo nurca HHdopMannd 3a ynotpedba Ha Onmecra [Lmtoc no BpeMe Ha kppMeHe, Onmecra [Lmoc He ce

NpenopbUBa, KAToO 33 MPEANOYHUTAHE € H3NOJI3BaHE HA ANTEPHATHUBHA Tepallus ¢ no-nodpe ycraHoBeH
npod i Ha 6€30MacHOCT MO BpeMe Ha KbPMEHE, 0coOeHO NpH HOBOPOAEHHU WIH NPEXKIAECBPEMEHHO POIECHHU
Oebera.

Xuopoxnopomuasuo
XuapoxaopoTHasH/l ¢€ EKCKpETHpa B KbpMaTa B MAIKH KOJIHYECTBA. THA3HOWTE BbB BUCOKH AO3H BOAT 10

HHTCH3HBHA NMYpe3a W Morart aa HHXxuOHupar nakroreHesara. Y norpebara Ha Onmecra Ilmoc no speme Ha
KbpMeEHE He ce npenopbuBa. Ako Onmecta ILnoc ce H3noa3Ba no BpeMe Ha KbpMeHe, no3ure Tpabea Ja
O0BJaT BE3IMOXKHO Hall-HUCKUTE.

4.7 EdexTH pupxy cnocobnocTTa 32 modupane n pabora ¢ MalEHA

Onmecra [Lmoc HMa HE3HAYMTEIIHO UIH YMEPEHO BIHAHHE BBPXY CnocOOHOCTTA 3a wodHupaHe H pabora ¢
MautiHi. [IpH naupenTy, NnpueMall aHTUXHIIEPTEH3HBHA TEPANTHA MOXKE JIa ¢€ HabntoAaBaT 3aMasHOCT WITH

OTIMAHAIOCT, KOETO MOXE Aa HapyIIH CNOCOOHOCTTa 3a pearupaHe.
4.8 HexenaHn NeKaAPCTBeHH PeaKNHA

Haii-uecTo cho0laBaHHTE HeXeNIaHU PeaKiiMK Mo BpeMe Ha evyeHneto ¢ Onmecra Ilmoc ca rnaBobonue
(2,9%), 3amasnocT (1,9%) n ornansanoct (1,0%).

XuapoxnopoTHa3Ha MOXE a MPeONU3BHKA WIH O0OCTPH XHITOBOJIEMHSA, KOATO MOXKE 11a AOBEAE 1O
enekTpoarTeH Ancbananc (Bx. Touka 4.4).

Besonacuocrra Ha OnmecTa Ilmoc 40 mg/12,5 mg u 40 mg/25 mg e uacnensaHa B KIHHHYHH NMPOYYBAHNUA
npu 3 709 naLHeHTH, KOMTO ¢a NOJY4YaBaly ONMecapTad MEAOKCOMIT B KOMOHHALIMA ¢ XHIPOXJIOPOTHA3HA.
JomIHHTETHY HeXKeNNaHHTE peakLMK, A0OKAaIBaHH 338 PHKCHpaHaTa J030Ba KOMOMHALMA Ha ONIMEcapTaH
MEJAOKCOMMKJI H XHAPOXJIOPOTHA3H/, CHbOOILIABAHN NPH NMO-HUCKK A034 20/12,5 mg u 20/25 mg, Morar na ca
NOTEHLHAIHU HeXeNaHH peakliiH H nipd OnMecra Ilmoc 40 mg/12.5 mg u 40 mg/25 mg.

Hexxenanute peakuuu npH npuaokeHue Ha Onmecra [1mo¢ oT KIIHHHYHHUTE H3NUTBAHHA, NTOCT-
periucTpalHOHHHATE NMPOYYBaHHA 38 6€30MacHOCT H CIOHTAHHHUTE ChoOIIEeHH s, ca 0000LIEeHH B TabnKuuaTa no-
N0Jy, KAKTO M HEXEJIAHUTE peakliui OT OTJE/THUTE KOMIIOHEHTH OJIMECAPTaH MEAOKCOMWI H
XHAPOXJIOPOTHA3KL, Bb3 OCHOBa Ha YCTaHOBEHHA NMPodua Ha 6€30MacHOCT Ha TE3H BELECTBA.

Cne,nHaTa mpmuucmomﬂ € M3N0J13BaKa 3a Knacucbﬂuupaue Ha YECTOTATa Ha HEXEJIAHUTE J1

'HanpaBeHa oueﬂxa)
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CHCTEMO-OpPraHeH Kaac

HexenaHH peakuUHH

YecTOTA

EE/H/0331/001-004/R/001

no MedDRA OnamecTa Ilnioe OamecapTan | Xnapoxaopo-
THA3IHA
Hudekiy 1 HHbecTalud | CHATOAACHHT Pexn
Heomnasmu - HemenaHoMeH pak Ha C Hen3BecTHa
n06poKadeCTREHH, KOXarTa 4eCTOTa
3IOKAYECTBEHH H (basanHOKNETHUEH
HEOMpPEIEIICHH (BKIL. KaPUHHOM H
KHCTH U NOMHITH) CKBAMO3HOKIETHUCH
KapLIHHOM
HapyumeHus Ha lcpwni 1 | AnnacTH4Ha aHEMHUA Peaxu
nuM¢HAaTa CUCTEMa [ToTHCKaHe HAa KOCTHHUSA Peaxu
MO3BK
XEMOJUTHYHA aHeMHA Peaxu
JleBkoneHUa Peaxu
HeyTtpornenns/ Peaxu
arpaHy/10LMTO03a | |
TpombGoimroneHus HeuectH | Peaxu
HapyumieHns Ha HMYHHata | AHaQWIaKTHYHH Hevectn HeuectH
CHCTEMA peakuHm
HapyiueHus Ha AHOPEKCHSA | HegecTn
MeTabonmusmMa u I moxo3ypHs | Yectn
XPAHEHETO XHNepKanlueMus _ Yectn
XunepxonecreponeMy | Hedectu MHor0 4ecTH
f
XHNEpriauKeMHu | Hectn
XHNepKATHEMHA Penxu
XHNepTPUTAHLEePHI- HeuecTH YecTH MHoro yectH
eMHA |
XHNEpYPHKEMHA | HewecTn HecTH | MHoro yecTH
XHNoxjaopeMHus Yectn
XHINOXJIOpeMHYHa MHoro peaxu
ankanosa 1 |
XHUNOKaJTHEMHA YecTH
XHMoMarHesneMus | Yectn
XHUNoHaTpHUEMHS YecTH
| XHIIepaMMIIa3eMHA YecTn
[IcuxXHuHH HApYUIEHNA | Anarus Peaxu
| Henpecus Peaku
beznokoicTBO Penxu
HapymeHHS Ha ChHA Penku
Hapywenus Ha HepeHata | ChCTOSHME Ha YecTn
CHCTEMA | 00BPKAHOCT
KoHBYynCHH Penkn
Hapymenus 8 Penxu
Ch3HAHHETO (KaTo
3aryba Ha Cb3HaHHE)
3aMasHOCT | YecTH Yecrn | Yectn
["maBobonne | Hectn Yectn Peaxu
3ary06a Ha aneTuT |
[lapecTe3ns
OpTtocTaTHYHA Heuectn
3AMagHOCT | |
COMHONEHTHOCT Heuecth
CHHkon Heuectn
12
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HapymeHus Ha ouuTe HaManeHa nakpumanus Penxu
[IpexoaHo 3aMBLAEHO Peaxn
BHOK TaHC
Bnolnasase Ha Hegectn
ChILECTBYBAIA
MUHOTTHA
Kcanroncus Penxu
XOopounaneH HNMB, C Heu3BeCTHA
OCTpa MHOTIHA, OCTPa YecToTa
3aKPUTOBIBIIHA
rnaykoma
HapymeHnna Ha yxoTo Bepruro Hegecrn Hedectu Pe axu
JlabHpHHTA
CbpaedHH HapylieHHs AHTMHA NEKTOPHC HeuecTH
| CbpaeuHa apUTMHA Peaxn
[lannurauuu HeuecTn
CbA0BH HapyIIEHHA EmOonus _ Penku
XHIIOTOHHA | Heuectn Peaku
HaxpoTH3Hpall aHTHHT Penku
(BaCKyJIHT, KOXKEH
BACKYJINT)
OprocTaTiuHa Hevectn Heuecrn
XHNOTOHMA
Tpom6Go3a Peaxu
PecninpaTophy, rpsaHd 1 | Bporxut YecTH
MEANACTHHAITHH Kamunua HeuectH YectH
HapyICHHA Hncnuen Peaxu
HutepcTuuHanya Penxun
MHEBMOHUA
OapHHrHT YectH
benoapobeH oTok Penxn
PecnHpaTopeH AHCTpeC _ Heuectn
Punut Yectn
OcTep pecriupaTopeH MHoro peaku
AACTPEC CHHAPOM
(OPIC) (Bx.
TO4Kka 4.4)
CToMalIHO-YPEBHH CromMamHa 601ka Heuect YecTH Hectn
HapylUeHNs KoHcTUnauus Yectn
Juapus HeuectH Yectn YecTH
Jlucnencus HeuectH YectH
CToMaIlIHO IpasHeHeE _ Yectn
[‘acTpoeHTepHT YecTH
| MeTeopusnM YecTH
I'anexe Heuectn YecTH YecTH
IlaHkpeaTHT Penku
IapanuTHueH Hieyc MHoro peaku
[loBpbilake HeuecTn HegecTH YecTH
HuTecTHHANEH Penxu
AHTHOEAEM
Crnpy-nnoaodHa MHOro peaku
eHTEpOaTHA (BXK.
TO4Ka 4.4)
13




XenaToOuwninapHu
HapylleHus

OcCTbp XONELHCTHT

XnnreHuua
(#¥HTpaxenartajieH
XONECTaTHYEH HKTEP)

ABTOMMYHEH XenaTtur*

C Heu3BeCTHA
yecToTa

HapylleHHs Ha K0)XKara H
NMOAKO)KHATa ThKaH

ANlepruyueH N1epMaTHT

HegecTH

AHadHNaKTHIHH
KOXHH peakLiiH

Peaku

AHTHOHEBPOTHYCH
OTOK

PenaxH

KoxXHu peakumu
noao0OHH HA KOXEH

AVITYC €pHTEMATORCC

Peﬁlm

Ex3ema

HeuyectH

EpHTeMa

Hevyectn

Ex3anteM

Hegectn

Peakuun Ha
 POTOMYBCTBHTEIHOCT

HeuecTH

Tpyputyc

HegecTHt

Hegectn

Ilypnypa

1 HeuecTH

Obpus

HeuecTH

HedvecTH

HevectH

PeakTHBHpaHe Ha

KOXEH JIYITYC
€pUTEMATONEC

Penku

ToxkcydHa
enHiepManHa
HEKPOJIM3a

Penkn

YpTHKapHs

| Peaxu

HegecTH

Heuectn

HapymeHus Ha
MYCKYJIHO-CKeleTHaTa
CHCTEMA U
CheAMHUTEITHATA ThKAH

ApTpanrus

| HevectH

 Aprpur

"YecTH

Goska B repba

| Hevectu

HecTH

HeuecTH

Penku

MYCKYJIHH CNia3MH
MyckynHa cnabocT

Muanrusa

HeuectH

HedecTH

bonka B KpaHHHLIHTE

{ Heuectn

[lapesa

CkenetHa 0onka

: Yectnt

HapywieHus Ha
OpbOpenuTe ¥ MUKOUHHTE
MbTULIA

Octpa 6p6pcuna
He1OCTATHUHOCT

Peaku

Penkw

XeMaryphs

| HeuecTH

YectH

HHTepcTHLIHANCH

He(pHT

Penxn

brbpeuna
HeJOCTAThYHOCT

Penxu

bnOpeuHa AHCHYHKLHA

Penku

Hudexuma Ha
MUKOYHHTE MBTHILA

YecTH

HapylneHusa Ha
Bb3MPOH3BOIHMTEIHATA
CHCTEMA M I'bpaaTa

EpexTunna
AUCHYHKLMA

HeuectH

OO01uM HapyWIeHHs H
e(peKTH Ha MACTOTO Ha
NpHNOKEHHE

AcTeHnna

YecTH

HedyecTH

BoJika B I'bpANTE

YectH

YecTH

HeuecTn

OTOK Ha AHHETO

HeuecTH

EEM/0331/001-004/R/001
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Vmopa

YecTH

YecTH

Buxcoka Temneparypa

Penxu

NpunonoaoOHH
CHMIITOMH

"YecTH

JleTaprus

OTnagHaaocT

| Peaku

HeuectH

Bonka

YecTH

_[lepudepen oTok

YecTH

YectH

CnabocTt

HeuectH

Hichensauus

[ToBHileHH HHBA HA
aJlaHHH
aMHHOTpaHc(epasa

HeuecTH

[IoBHILIEHH HMBA HA
acraprar

HeyecTn

aMHHOTpaHcdepasa
lopnmexn HUBA HA
KaJILHHA B KpBBTA

HeuecTH

[TopMIIIEHH HHBA HA
KpeaTHHHH B KPHBTa

HevecTH

Penxu

YecTH

IloBullleHN HHBA HA

KpeaTHH ¢pochoKuHa3a
_B XPBBTA

YecTH

I[ToBHIIEHH HHBA HA
IJI}0K03aTa B KPBBTA

HeuecTH

IToHUXEH X€MaTOKPHT

| Peakn

[TOHHXeHH HUBA Ha
XE€MOTNI00HH B KPBBTA

Penxku

[ToBHIIEeHHN HUBA HA
JHNHAHTE B KPpbBTa

HedgecTH

[TouM>xeHH HUBA Ha
KamuH B KpbBTa

HeuectH

[loBUIiLIEHH HUBA HA
Kanuii B KpbBTa

HeuecTH

[ToBHIIIEHH HHMBA Ha
KpbBHaTa ypes

HeuecTH

YecTH

Yectn

ITopUIIeHU HUBA HA

Peaxu

_ypeHHHA 830T B KPpbBTa

ITopHiLIeHY HHMBA Ha
NMHKOYHA KHCEJITHHA B

| KpBBTA

PenkH

[IoBHIIEHH HUBA HA
raMa riryTaMun
TpaHcdepasa

HevecTH

IToBHUIEHH

YEPHOAPOOHH EH3IUMH

. YecTH

*IIpe3 nocTMapKETHHIOBHS NEPHOA c€ choOLIaRa 3a cyyad Ha ABTOUMYHEH XENaTHT C JIATEHTEH NepHo. OT

HAKOJIKO Mecella 10 FOOWHH, KOMTO ca o6paTHM# cliell ClIMpaHe Ha NMpHeMa Ha OJIMecapTaH.

EnHHHYHM cyuan Ha pabaoMuon3a ca cho011aBaHu KaTO BPEMEHHO CBBP3aHH C ITPUEM

peuenTopHH OJIOKEPM.

EE/MH/0331/001-004/R/001
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Onucanue Ha usbpanu nescenanu peaxyuu
HemenasoMeH pak Ha koxkara: B3 ocHOBa Ha HaMHYHHMTE JaHHH OT €MTMASMHOJIOTHYHH NPOYUBAHHA €
HaOmoaaBaHa 3aBHCHMA OT KYMYJIaTHBHaTa 032 Bpb3ka Mexay XXT3 u HMPK (Bx. cblio Touku 4.4

H5.1).

Crobuiapase Ha NOAO3IHPAHN HEMXKEIAHN PEaKIIHH

Cro0laBaHeTo Ha MOJO3HPAHHN HEXEJTAHH peaklLidu clie]l pa3pelaBaHe 3a ynotpeba Ha JIeKapcTBEHHA
APOAYKT € BaxHO. ToBa NO3BONSABA Aa MPOAR/DKK HaOMIOAEHHETO HA CHOTHOMICHHETO TNOJI3a/PHUCK 34
nexkapcTBeHHA NpoayKT. OT MEAHLIMHCKHTE CNIELMATHCTH Ce H3UCKBa 2a Cho0111aBaT BCAKa NOA03HpaHa
HEXenaHa peaxims upes HanbiHuTenHa areHuMs no nekapersarta ya. ,,Jlaman I'pyes” Ne 8, 1303 Codus,
Ten.: +359 2 8903417, yebeaiiT: www.bda.bg

4.9 Ilpenoznpane

JInncea cneuuduyuHa HHpopMaLMa 3a eeKTHTE HiIH JieYeHHeTO Ha npeao3npane ¢ Onamecra Ilntoc.
[TaumenTHTe TPaORa Na 6BAAT BHAMATEIHO MOHHTOPHPAHH, 4 JIEYEHUETO TpAOBa 1a € CHMITTOMATHYHO H
NoAAbpkKAaiNo. JleueHWeTo 3aBHCH OT BPEMETO, H3MHUHANO OT NOTTBIUIAHETO H TEKECTTa HA CHMITTOMHTE.
[TpenopbYBAHUTE MEPKH BKIIOYBAT MPOBOKHMpAHE HA eME3UC W/WIH CTOMAILHA NPOMMBKa. B ieueHHeTo Ha
npefo3HpaHe MOXE a e Tofie3Ha ynotpebaTa Ha akTHBeH BbIUIeH. TpsabBa uecTo Aa C€ KOHTPONHPAT
CEPYMHHTE €NEKTPOJIMTH M KpEaTHHHHA.

[Tpx nosiBa Ha XHMOTOHUA NALMEHTHT TPAGBA na 6BLAE NOCTABEH B JIETHANO MOOXEHHUE NO rpkd M aa ce
npoBeze Obp30 06eMHa U coeBa 3aMECTUTENTHA TEparnHsl.

OyakBa ce Hail-BEpOATHHUTE ITPOABH Ha NPERO3UPAHE C OJIMECAPTAH MEIOKCOMHMI 1a €8 XUNOTOHHA H
TaxXHKapans; MOXe Aa ce NosBu U Opagukapaus. IlpeaosupaneTo ¢ XHAPOXIOPOTHAIKA OOMKHOBEHO Cée
CBBP3Ba C H3YEPIBaHE HA EJIEKTPOIUTHTE (XHNOKATHEMHA, XHITOXJIOPEMHA) H ACXHIPATALIMA, KATO
CNEeACTBHE Ha CHIHO NOBHIIEHATA AHYpe3a. Haill-uecTHTe NpU3HALH U CHMITTOMH Ha NPEAO3HPAHE Ca raJIcHe
4 COMHONEHTOCT. XHNOKATHEMHATA MOXeE JIa 10BEJE A0 MYCKYJIHH ¢na3sMH W/ HWIH NOAYEPTaHN CHPACYHH
aPHTMHH, aCOLIMMPAHH ChC CHITBTCTBALA YIOTPeOa Ha AUTHTAIHCOBHU IMIMKO3HAH WIH HAKOH JIEKapCTBEHH
NPONYKTH ¢ aHTUEPHUTMHYHO JNEHCTBHE.

Jluncea HHGOpMALIMA JaNH ONMECAPTaH HIH XHIPOXNOPOTHAIHA Ce NHATH3HPAT.

5. ®OAPMAKOJOI'NMYHH CBONCTBA

5.1 @PapmMaxkoaRRAMHYHH CBOHCTBA

dapmakoTepaneBTHYHa rpyna: AHruoteH3uH Il anraronucti u auyperuin, ATC koa: CO9DAOS

MexaHu3bpM Ha aeiicTue/PapMakOoAMHAMHYHH eEKTH

Onmecta Ilmroc e komOuHalms o1 aHrnoreH3yH Il peuerrroper aHTaroHUCT (0JIMECapTaH MENOKCOMHKN) H
THa3WIEH AMYPeTHK (Xuapoxnopotuaina). KoMOHHaLMATa OT T€3HM CHCTABKH MMa AJJUTHBEH
AHTHXHUMNEPTCH3IUBEH €(EKT, NOHMXKABA APTEPHATHOTO HAIATAHE B NO-H3Pa3€Ha CTENEH B CPaBHEHHE C KOATO

H Ja € OT ABCTC CHhCTABKH H3IION3IBAHH CAMOCTOATCIHO.

[Tpunaranero Ha ao3zara OnMecTta ILnoc BegHbX NHEBHO OCHIYpABa €(PEKTHBHO H MOCTENECHHO NOHIDKEHHE
Ha apTEePHAIHOTO HANATAHE Npe3 LieNHa J030B HHTepBal oT 24 vaca.

(Tun AT)) aHTaroHucT. AHrMoTeH3uH 11 € rIaBHHAT Ba30AKTHBEH XOPMOH OT PeHHH-aHrAQpetiuH-.
aJIOCTEPOHOBATA CHCTEMA H Mrpae 3HAYHTE/IHA POJA B NAaTO(PHIHOMOTHATA HA XHIIC _
aHrHOTeH3HuH I] BKIIOUBAT BA30KOHCTPHKLMA, CTHMYJIHPaHe CHHTE3a U 0CBODOXKA efOy Ha A
ChpAeUHa cTHMYJIauus ¥ 6s6peuna peabcopbima Ha Hatpuit. OnMecapran Gnokupa lkaﬂcqpmﬂopu

-
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ajA0CTEpOH-ceKpeTHpalliy edpexTH Ha aHTHoTeH3HH I kaTo 6nokupa cebp3BaHeTo My ¢ AT peuerrropa B
TbKAHWTE, BKIIOYHTEIHO IAAKaTa MYCKYaTypa Ha KpbBOHOCHHMTE ChAOBE W HANOBLOpEYHHTE XKe3H.
JlelicTBMETO HA OIMECAPTAH € HE3ABUCUMO OT U3TOYHMKA WIH MbTA HAa CHHTE3a Ha aHrHoTeH3uH Il
CeneKTHBHHMAT aHTaroHH3»M Ha aHrnoTersuH I (AT,) peuenropuTe OT CTpaHa Ha OJIMecapTaH BOAH 210
MOBHLICHHE HA IUIA3MEHUTE HYMBA HA PeHHUH W KOHLUEHTpauuuTe Ha auruoteH3vH [ u I, xakto u no u3BectHo

NOHWXKEHHE Ha KOHLICHTPALMATA Ha alIOCTEPOH B IUla3MarTa.

[Ipy XHNEpTOHHSA, OIMECAPTaH MEAOKCOMIUT BOAH JO A0303aBHCHMO MPOSBDKHTEHO MOHHKABAHE Ha
apTepHaNHOTO Hanarave. He ca nomyuenu noka3arencTsa 3a XMIOTOHHA CJIEA bPBATA 1033 WM 34

Tax1u(pHIAKCHA N0 BpeMe Ha NMPOTB/DKHTENIHO NEYSHHE WM 3a rebound XMNepToHHs ¢iell BHEIANHo
npexpaTABaHE HA TEpanuATa.

[Ipunarase Ha onMecapTaH MEAOKCOMMI BEAHBK AHEBHO OCHIYpABa €PEKTHBHO H MTOCTENEHHO FIOHIDKABAHE
Ha apTEePHATHOTO HaJIAraHe B MpOAB/DKEHHE Ha 24-yacoBHs 1030B HHTEpBaJ. [lpuinoxkeHHe BelHbK JHEBHO
BOJIU SO CXOZHO MO CTENEH NMOHWKEHHE Ha apTEPHATHOTO HANIATaHe, KaKTO NMPHIOXKEHHE ABA MbTH AHCBHO
NPH €HA W Cbilla 0011a IHEBHA 1032,

an NPOOABDKUTEIHC JICUCHHE, MAKCUMANHO NMOHHKEHHC HA apTCPHATHOTO HAMATaHE CC NOCTHIa 34
8 ceaAMHLUHM CNeJ HAYaJI0TO Ha TCPANHATA, BBIIPEKH HE 3HAYUTCIIHA HACT OT AaHTHXHIICPTCH3INBHHWA E(t)ﬁl'ﬂ' BCYC

ce HabmoaaBa ciiell 2 CeAMULIY JIEYEHHE,
EdexTsT Ha 0niMecapTal No OTHOLIEHHE Ha 3a001eBaeMOCTTa U CMBPTHOCTTA BCE OLLIE HE € H3BECTEH.

[TpoyusaHeTo ,,PAHIOMH3NpAHO NPOYYBAHE HAa OJIMECAPTAH 32 NpeBeHLXA Ha AnadeTHa
mMukpoanbymuHypus“ (Randomised Olmesartan and Diabetes Microalbuminuria Prevention, ROADMAP)
npH 4 447 naupeHTH ¢ AHader Tun 2, HopMo-aNOyMHUHYPHS U HaH-Maiko €IHH JONbJIHHTENEH .
CbPAEMHOCHAOB PUCKOB (akTOp, NPOYYBa AOKOJIKO JEUYEHHETO ¢ OaMecapTal 64 Morio Aa 3abaBu HauanNoTo
Ha MHKpoanOymuHypus. [1pH cpeano npoaspkeHue Ha HabmoAEHHETO OT 3,2 FOMHH, NALUEHTHTE
NOJTy4YaBaT WM OJIMECAPTaH, WIH r1aueto B AOIMb/IHEHHE KbM APYTH aHTHXHIICPTEH3UBHH MPOAYKTH, C
uaniouedune Ha ACE mnxuburopn unu ARB.

[To oTHOLIEHHE HA ITbPBHYHATA KpaiHa TOYKa, NPOYUBAHETO MOKA3Ba 3HAYHTEJTHO HAMAIABAHE HA PUCKA H
BPEMETO 32 MosABa Ha MHKpoanbyMUHYpHs B M10/13a Ha oamecapTaH. Cne Kopurspase 3a pasavku B KH,
TOBa CHHOKEHHE Ha PHCKa npecTaBa 1a Obae 3Hauumo. 8,2% (178 ot 2 160) or naLmeHTHTE B rpyrnara Ha
onmecaprad H 9,8% (210 or 2 139) B rpynara Ha ruianebo nosyyaBatT MUKpOanOyMUHYpHiL.

Mo OTHOLIEHHE HA BTOPHYHUTE KpaiiHH TOYKH, ChPAEYHOCHAOBH ChOMTHA Ce NOoABABAT NPH 96 NauHEHTH
(4,3%) Ha onMecapTaH H 94 naunentH (4,2%) Ha rauebo. Yecrorara Ha ChpACHHOCHAOBATA CMBLPTHOCT €
f10-BHCOKA NPH OiMecapTal B cpaBHeHue ¢ nnauedo (15 nanuentn (0,7%) c/y 3 naunenTtu (0,1%)),
HE3aBHCHMO OT CXOAHATA 4ecToTa Ha HedaTtanaure HHCYNTH (14 naumnenTu (0,6%) c/y 8 naumnenru (0,4%)),
crmyyauTe ¢ HedaTaneH nHapkT Ha Muokapaa (17 naumentH (0,8%) ¢/y 26 maumentu (1,2%)) v Hecbp3aHa
ChC CHPAEHHOCKAOBATA cHcTeMa cMbpTHOCT (1 1 mauunentu (0,5%) c/y 12 naunenTtn (0,5%)). Obwara
CMBPTHOCT NPH ofIMecapTaH € undpoBo 3asviueHa (26 nauneHTH (1,2%) c¢/y 15 nauunentH (0,7%)), koero €
pe3yNTaT OCHOBHO OT NO-rojieMHs Opoii daTanHH CbpACYHOCHAOBH CHOHTHA.

HanurBanero ,,ONMecapTal 3a HaMAIABaHE Ha YecToTaTa Ha 6BOpeuHH 3a001ABaHHA B TEPMHHANIEH CTaAMM
npy auabetHa HedponaTua“ (Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic
Nephropathy, ORIENT) npoyusa eexTuTe Ha 0IMecapTaH BbpXy ObOpeuHHTe H ChpAEYHOCHIOBHTE
pelynaraTi npu 577 paHAOMHU3HPAHH ANOHCKH M KHTAKCKH NALMEHTH ¢ AMaber TMN 2 W nposABeHa
nHedpponarui. Ilpu cpeneH nepuoa Ha npocaeassaHe ot 3,1 roAWHH, NAUMEHTHTE NOJYyYaBaT WIH
onMecapTaH, Wi aueto B JONBLIHEHHE KbM JAPYrH aHTUXHIEPTECH3HBHH NPOAYKTH, BKMOUHTENHO ACE
HHXHOHTOPHN. -

(45,4%) (HR 0,97 (95% CI 0,75 no 1,24); p=0,791). BropuuHara koMOHHUpaHa KpaiH
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npu 40 nauneHTH JeKyBaHu ¢ onMecapTaH (14,2%) 1 53 nauMeHTH TpeTupanH ¢ rauedo (18,7%). Tasu
KOMOHHHpaHa ChPASYHOCHAOBA KpaiiHa TOYKa BKIIOUBA CHPAECYHOCHA0BA CMBPT nipH 10 (3,5%) naumeHTH
Ha onmecapTtaH cnipamo 3 (1,1%) nomyyasanu mwiauebo, cboTBETHO 061a CMBPTHOCT 19 (6,7%) cpeugy 20
(7,0%), nedaraneH vHcyaT 8 (2,8%) cpewty 11 (3,9%) n HedaTtaned uapapkT Ha Muokapaa 3 (1,1%) cpeury
7 (2,5%).

Xudpoxropomuazud € THa3uAeH THypeTHK. MeXaRU3MbT Ha aHTHXHNEPTEH3IUBHUA €(EKT HA THAZHIHHTE
AMYPETHIIM HE € HAITIHO M3scHeH. THasuaure nopnusapat 6s6peunHHTe TYOYIHH MEXaHHIMM Ha
eNEKTPOIHTHA peabcopbums, IHPEKTHO NOBHILABAT EKCKPELIHATA HA HATPHH H XJIOPHAHM B NPHONH3HTENHO
EKBMBAJICHTHH KOIHYECTRA. JIHypEeTUUHOTO AeHCTBUE HA XHAPOXIOPOTHA3HI HAMAJIABA IJIa3MEHH 00eMm,
[MOBHILIABA IUIA3MEHATa PCHHHOBA AKTUBHOCT M [MOBHILIABA CEKPELIMATA Ha a/IZIOCTEPOH, C MOC/EABALLO
ycwipaHe 3aryfarta Ha Kanui n GUKkapOOHATH ¢ ypHHaTa W FIOHMXXEHHE Ha CepyMHHs Kanui. Bpbikara
PEHHH-AJOCTEPOH ce MeAuHpa OT aHruoTeH3HH 11, nopaan Koero CLMBTCTBAIIOTO NMPUWIOKEHHE Ha
aHrnoTeH3uH Il peLienrropHY aHTaroRMCTH HMAa TEHACHLIMA a KOMITEHCHpa 3arybaTa Ha KaJIuH, JeDKaina ce
Ha THa3WAHUTE AUYpeTHIM. C XHAPOXJIOPOTHA3KWA AUYpPe3aTa 3aMo4Ba OKoJIO 2 yaca CJe/ NPHIOKEHHETO, a
MaKcHMaeH edekT ce Habmoaasa okos10 4 yaca ciel a03ara, A0KaTo ASHCTBHETO MY MEPCHCTHPA 38 OKOJIO
6-12 yaca. |

EnyuaeMHONOrHUHATE NPOYUBAHHUA Ca YCTAHOBHIIH, Y€ NPOALIDKUTETHOTO JIEUEHHE C MOHOTEpAIH C
XHAPOXJIOPOTHA3H/ HAMANSBA PHCKA OT ChPAEYHO-CBAOBA CMBPTHOCT M 3a00/1€BaEMOCT.

KnunnyHa edukacHOCT B 6€30MacHOCT

Kombunagyuama om oamecapman MEOCOKCOMUA ¥ XUOPOXAOPOMuUAsuo BOAH A0 AAMTHBHO NTOHW)XaBaHE Ha
ApTEPHATHOTO HANAraHe, KOSTO NMPUHLIMITHO MPEeBUILABA TOBA HA OTAC/IHHTE ChCTaBKH.

B 06061enn nnaile60-KOHTPONUPaHH KIIWHUYHH MPOYYBAHUA NPHIOKEHHETO Ha KOMOHHALIHHTE

20 mg/12,5 mg n 20 mg/25 mg onMecapTaH MEAOKCOMIIT/XHAPOXJIOPOTHA3H]L € 0BEJIO A0 CPELHO
NOHHXKEHHE HA CHCTONHOTO/IHACTOMIHOTO apTepranHo Hansrade ¢ 12/7 mmHg n cvorBeTHo 16/9 mmHg.
Bs3pacTTa H nona He ca HMani KNHHHYHO 3HAa4YMMO BIIMAHKE BBPXY OTTOBOPa OT KOMOHHHUPAHOTO JIeUYEeHHE C

OnMecapTaH MEAOKCOMWI/ XHIAPOXJIOPOTHA3H.

[Tpunoxenne Ha 12,5 mg U 25 mg XHAPOXITOPOTHA3H] [TPH MALHEHTH ¢ HEAOCTATBYHO KOHTPOJHPAHO OT
MOHoTeparnusa ¢ 20 mg onMecapTaH MEJOKCOMH/ APTEPHATHO HaNAraHe, 1aBa AOMBbJIHHTEIHO NOHWKABAHE
Ha 24-4aCOBOTO CHMCTOJIHO/AMACTONHO apTEpHANHO HanaraHe csxe 7/5 mmHg u cvorBeTrHo 12/7 mmHg,
H3MepeHo ¢ aMOy1aTopHO MOHMTOpUpaHe Ha AH cnpaMo H3xoaHaTa MOHOTEpanHa ¢ OIMecapTan
MEAOKCOMII. JIOMBIIHUTENIHO CPEAHOTO NOHHXKEHHE Ha CHCTOIHOTO/IMACTONTHOTO apTEPHANTHO HANAraHe |
NPH CpaBHEHHE ¢ HIXOAHWTE CTOMHOCTH, U3MEPEHH C KOHBEHIMOHANIHK MeToAM € 6uno 11/10 mmHg u
c¢wotBeTHO 16/11 mmHg,.

EdexTuBHOCTTa Ha KOMOHHALMSTA OIMECAPTEH MEOKCOMMII/XHAPOXJIOPOTHA3KA C€ NMOAABPKA NPK
NPOXBDKUTENHO (elHA roauHa) neyeHue, CnupaHe Ha TepanuAaTa ¢ OJIMECAPTAH MEAOKCOMMI CBC WM 06¢3
CBITBTCTBALIO NPWIOKEHHE Ha XHAPOXIOPOTHA3K/ HE € A0BENO 10 rebound XHIMEpTOHHA.

DukcrpandTe N1030BH KOMOHHALIMK OT OJIMECapTaH MeaokcoMuwy/xuapoxoporHasua 40 mg/12.5 mg u

40 mg/25 mg ca u3cneRBaHH B TPH KIHHUYHH NMPOYYBaHU, BKousally 1 482 nauueHTH ¢ XUNEPTOHHUA.,
Exnxo ABOIHO-CNANO NPOyYBaHE C €CCHLMAJIHA XHNEPTOHHA OileHABA e(PEKTHBHOCTTA Ha XOMOMHaLMATa
onMecapTaH MeJoKcoMUN U xuapoxsopotdasna 40 mg/12,5 mg cnpaMo MOHOTEpanus ¢ oaMecapTaH
meaokcoMua 40 mg, KaTo MbpBUYHA KpaiRa TOYKA € CPEAHOTO NOHWKABAHE HA NHACTONHOTO apTEepHATHO
HaJIAraHe B CEJHANO MOJNIOXKEHHE CIIPAMO H3XOIHHTE CTOHHOCTH. CHCTONHOTO/AMACTOTHOTO apTEPHAITHO
HanaraHe ce noHwkasa ¢ 31,9/18,9 mmHg B rpynara ¢ komGuHnpanara tepanus cripamo 26,5/15,8 mmHg B

BTOpa (pa3a Ha TOBa IIPOYYBAHE, MOCTENEHHOTO NOBHILIABAHE HAa AO3HTE MpPH MaLMEHTHTE,
OTrOBapAT HA MOHOTEPANHATa C oMecapTad Meaokcomun 40 mg 1o KoMOMHauMg onMec
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HaJIAraHe, KaTo Mo To3M Ha4YHH C€ NOTBbpXkAaBa PAKTHT, Y€ NOCTENEHHOTO MNOBHIIABAHE HA JOIUTE HMA
KITHHHYHO NPHIOKEHHE 34 Mof00pABaHe Ha KOHTPO/a BbPXY apTepHAIHOTO HaNATaHE.

BTopo ABoiiHO-CNANO, pAHAOMMA3MPAHO, MU1aLE00 KOHTPOIUPAHO NPOYYBAHE OLCHABA ¢PEKTHBHOCTTA NIPH
N00aBAHETO Ha XHAPOXTOPOTHA3H KBM JICYEHHETO HA MalUHEHTH, KOHTO HE NMOCTHraT aI€KBATEH KOHTPOJI Ha
aPTEPHATHOTO HaNATraHe ciel § ceIMHLIM NEYEHHE ¢ MOHOTEpariud ¢ onmecaprad MégokcoMui 40 mg.
[ManueHTHTE Ca pasnpeaeneHy Taka ue WIH [1a NPOABIDKAT JCUCHHUETO CH € ONIMecapTal Meaokcomun 40 mg
WIH /13 NIOy4aBaT JONBAHUTEIHO XMAPOXIOpOoTHA3HA 12,5 mg WIH CHOTBETHO 25 Mg B NPOAB/DKCHUE Ha
ollle OCeM ceAMHLH. YeTBLpTa rpyna € paHaIoMH3HpaHa Aa Nnoryyapa KOMOHHAUMS OJIMecapTaH MEEOKCOMWI
n xuapoxioporHasua 20 mg/12,5 mg. Jobapaxero Ha 12,5 mg wnu 25 mg XHAPOXJIOPOTHA3HA BOAH 10
AOITBJIHHTEJIHO TIOHHKEHHE Ha CUCTOJIHOTO/ IMACTONHOTO aprepuanto Hangraxe ¢ 5,2/3,4 mmHg (p<0,0001)
u 7,4/5,3 mmHg (p<0,0001) croreeTHO, cnipaMo MoHoTepanug ¢ 40 mg onMecapTal MELOKCOMMII.
CpaBHeHHe MEXY MALHEHTHUTE, NOJYHABALINA KOMOHMHALMATA OIMECAPTAH MEZOKCOMMUI H
xugpoxaoporrHazua 20 mg/12,5 mg u re3n nonyqasamu 40 mg/12,5 mg nokaspa cTATUCTUUECKU 3HAYUMH
pa3nuyya B NOHWKCHHETO HAa CHCTOJIHOTO apTepHAHO HaiusArane ot 2,6 mmHg B nonsa Ha no-BHCOKATa
nosopa xoMbuHauua (p = 0,0255), nokato 3a AUACTONHOTO ApTEPHATTHO HANATAHE € YCTAHOBEHA pa3fIMKa OT
0,9 mmHg. MoHuTOpHpaKeTO Ha apTEpPHATHOTO HANATAHE B aMOYJIATOPHH YCJIOBHA Bb3 OCHOBA Ha CPE/IHH
MpOMEHH 3a 24 YacoB NepHo/l, MPOMEHHTE B CHCTOJTHOTO H JHACTONHOTO APTEPHANHO HaAraHe npe3 OeHs M
'HOLUTA FMOTBBbPXKAABAT Pe3YITATUTE OT KOHBEHLIHOHAJITHHTE METOH 3@ M3MEPBAHE H3 APTEPHATHOTO
HalAraHe.

JIpyro ABOHHO-CAANO, pAHIOMH3HPAHO KNHHHYHO MPOyYBaHE CPaBHABA €(PEKTUBHOCTTa HA KOMOMHHPAHOTO
'~ IeYeHHe ¢ KOMOMHAIIMATA ONMecapTaH MeJIOKCOMMWI U XHApoxiopoTrasua 20 mg/25 mg u koMOrHauuATa
oJIMecapTaH MEAOKCOMMI U xuapoxaopotHasua 40 mg/25 mg npu naiMeHTH ¢ HEAAECKBATHO KOHTPOJIHPAHO
apTepHAIHO HaJIATaHe ciien 8-CeAMMUHO NedeHUe ¢ onMecapTad Meaokcommn 40 mg. Cnen 8 ceamMuLy
KOMOMHHpaHa Tepanui CHCTOMHOTO/AHACTONHOTO APTEPHANTHO HANAMAHE € 3HAYHUTEIHO MOHIDKEHO CIIPAMO
H3XOAHHTE cToiHOCTH cbe 17,1/10,5 mmHg B rpynara ¢ komGuHauuaTa onmecapran
MENOKCOMH/XHapoxnopoTHazua 20 mg/25 mg u cue 17,4/11,2 mmHg B rpynara Ha eueHue ¢
KOMOHHALMATA OJIMECAPTaH MEIOKCOMM/XHApoxnopoTHasua 40 mg/25 mg. Pa3nnkara Mexay ABETE
TepaneBTHYHH IPYINH HE € CTATUCTHYECKH 3HAYMMA, KOTAaTO CE€ H3MNOJ3BAT KOHBEHLIHOHATHHTE METOU 3a
M3MEPBAHE HA apTEPHATIHOTO HAJIATaHE, KOeTO OM MOrJIo Aa Obae 00ACHEHO ¢ U3BECTHUA TUTATO €(PEKT Npu
OTTOBOP Ha 8HrHOTEH3HH [] peLlenTOPHHUTE AHTArOHKUCTH KaTO OJIMECApPTaH MEAOKCOMMI. BBpeku ToBa
KJIHHHYHO 3HAYHMAa M CTATHCTUHECKH 3Ha4YHMMa PAa3IHKa B 110,134 Ha O/IMecapTaH
MeAOKCOMII/XHApoXnopotHasua 40 mg/25 mg B cpaBHEHHE C OIMECAPTaH MEACKCOMWL/ XMAPOXJIOPOTHA3H
20 mg/25 mg e HabmonaBaHa nNpe3 ACHA H HOLUTA HA ApTEPHANHOTO HaNAraHe B aMOynaToOpHH yCIIOBHS,
KaKTO NPH CHCTOJHOTO TaKa W NP AUACTONHOTO apTEpPHATHO HAJAraHe NMpH CPeaHo npocneassade ot 24-
yaca. AHTUXHIIEPTEH3UBHUAT €(EKT Ha OJIMEecapTaH MEJOKCOMHI € OWIT cXoAeH, HE3aBHCHMO OT Bb3pacT,
NoJ WNH HaNH4YHE Ha 3axapeH auaber.

Hpyza ungpopmayua

JBe roneMM paHIOMH3UPAHH KOHTPOJIMPAHH MPOYUYBAHHA — ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial — Texyuio rnobanio B3nuTease 3a KpaiHH TOYKH Ha
TEJIMHCAPTaH, CAMOCTOATENTHO U B koMOMHalHa ¢ pamunpiwi) H VA NEPHRON-D (KnuauuHo npoyuase,
CBBP3aHO ¢ pa3BUTHE Ha HedponaTus npy Anabet, npoeaeHO OT MHHUCTEPCTBO MO BHNPOCHTE Ha
BeTepaHHUTe) — Npoyuear ynorpebara Ha koMmOGunaumara ot ACE unxuOurop u anruorensuH ll-peuenropen
bnokep.

ONTARGET e npoyuBase, NpoBeACHO NPH NALMEHTH ¢ AHAMHE3a 38 ChPACYHO-CHA0BA WKW MO3BbYHOCHA0BA
Oonect, WK 3axapeH QHa0ET THN 2, NPUIPYKEHH C JAHHK 3a KpaliHO yBpexkAaHe Ha OpraHi. VA
NEPHRON-D e npoy4yBaHe npH NMalHeHTH Cbe 3axapeH auaber tun 2 1 nuaberHa HedponaTus.

Te3n npoyyBaHHA He ITOKA3BaT 3HAYMM OnaronpuaTeH edexr BppXy OL0peuHHTE H/WIK CHPAEYHO-CBAOBHTE
NOCJCAHLIH H CMBPTHOCT, KATO ChilleBpEMEHHO ca HabNnioZiapaHH MOBHILIEH PHCK OT XHNEPKAIHEMHSA, OCTPO

H aHTHOTeH3uH Il-penienTopHu HrokepH.

ACE uHXH6UTOpH H aHurnoTeH3uH ll-peuenropHu 610KepH CIeIOBaTENHO He TpAOBa n4~c§ vi ncmsna'ri

eAHOBPEMEHHO MPH MaukeHTH ¢ anabeTHa HedponaTHa. \ VR L
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ALTITUDE ((Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
KnuHW4HO Npoy4BaHe ¢ alHCKHPEH NpH 3axapeH AuabeT THI 2, ¢ H3M0/13BaHE Ha ChPAECYHO-CHJIOBH H
616peuny 3abonaBaHKa KaTo KpaiHH TOUKH) € MpoyyYBaHe, NpeHasHaueHo Aa HicjeaBa ro3ara or
no6GaBAHETO Ha aIMCKHMPeH KbM cTannapTHa Tepanus ¢ ACE nHxuburop niam aHrdoreHssH I1-peuentopen
6J10Kep NMpPH MALKEHTH ChC 3axapeH AnabeT THN 2 ¥ XpoHHYHO 61OpeuHo 3abonsBane, CbPACUHO-CHAOBO
3aGoigeaHe WM ¥ aseTe. [IpoyuBaHETO € NpeKpaTeHO NPeXACBPEMEHHO NMOpaJH NOBHILEH PHCK OT
HeGIaronpHATHY nocaeauun. KakTo cbpAevyHO-ChAOBATA CMBPT, Taka W HHCYITHT Ca MO-YECTH B rpynarta Ha
ATHCKUPEH, OTKOJIKOTO B rpynata Ha riaue6o, a npeAcTapsBalliiTe HHTEPEC HEXKeENaHH ChOHTHA M
CEPHO3HH HEXKENaHH ChOMTHA (XHIIEpKanHeMus, XHIIOTOHNA U 6B6peuna aucdyHkun) ce crodlaBaT mo-
YecTO B rPpynarTa Ha aTHCKUPEH, OTKONIKOTO B IpynaTa Ha ruiauebo.

Hemenanomen pax_Ha xoxcama
B13 OCHOBA Ha HAJIMYHHTE JaHHH OT €MMAEMHUONOTHYHHA NpOyYBaHHs € HabmoaasaxHa 3aBHCHMa OT

KyMYJIaTHBHATA 1032 Bpb3ka Mexay XX T3 u HMPK. Eaxo npoyubsahe BKAIO4MBa NMOMyRal|s, CbCTOALLA C€
ot 71 533 cayuan na BKK u 8 629 cmyuan Ha CKK, u nonmysnaums ot choTBeTHO 1 430 833 1 172 462
NOAXOAAIM KOHTPponH. Bucokara ynorpeba Ha XX T3 (kymyaatusno =50 000 mg) e cBbp3aHa ¢ KOpHTHpaH
OR 1,29 (95% JH: 1,23-1,35) 3a BKK u 3,98 (95% J1H: 3,68-4,31) 3a CKK. HabmonaeaHa e ACHa Bpb3Ka
KyMyJaTMBHa A03a-0TroBop Kakto 3a BKK, Taka 1 3a CKK. [Ipyro npoy4BaHe noka3sa Bb3MOXKHA Bpb3Ka
mexay paka Ha yctHuTe (CKK) 1 excnosuumaTa Ha XXT3: 3a 633 ciryyad Ha pak Ha YCTHHTe e NoOpaHa
nomynatus ot 63 067 noAXOAAIM KOHTPOJIH, KATO Ce U3MO3Ba CTPaTerus 3a B3IEMane Ha npodu,
OnpeneneHa OT pucKa. JJleMOHCTpUpata € Bpb3Ka KyMyJIaTHBHA 03a-0TroBop ¢ kopurupal OR 2,1 (95%
H: 1,7-2,6), Hapactsaw ao OR 3,9 (3,0-4,9) 3a Bucoka ynorpeba (~ 25 000 mg) m OR 7,7 (5,7-10,5) 3a
Haii-BUCOKaTa KyMyaaTuBHa go3a (~ 100 000 mg) (Bxk. chino Touka 4.4).

5.2 PapMaKOKHHETHYRH CBOHCTBA

Abcopbuug Y pasnpeaeneHne

Oamecapmay MecoKcomui
OnmecapraH MEIOKCOMII € npeanekapcTBo. Toit 6bp30 ce npeofpasysa OT ecTepa3nuTe B YPEBHATa MYKO3a

H B KpbBTa Ha MOpPTAITHATA BEHA N0 BpeMe Ha abcopOLMATa OT CTOMAIHHO-YPEBHHS TPAKT BbB
dapMakoJOrM4HO aKTHBEH MeTaboNHT oiMecapTaH. B nnasMaTa WiIH eKCKPETHMTE HE Ca OTKPHTH HHTAKTEH
OJIMECapTaH MEAOKCOMMWI WIH HEMPOMEHEeHa CTPaHHYHA MEAOKCOMIIOBa Bepura. CpeaHaTa abCoNIOTHA
6MOHAIMYHOCT Ha oJiMecapTaH Tabnerku € 25,6%.

Cpennarta MaKCHMaHa fU1a3MeHa kKoHLeHTpauHa (Cmax) Ha OJIMECapTaH Ce IOCTHRA 10 2 yaca cien
[EpOpaHO MPHIOKEHWE HAa OJIMECAPTAH MEIOKCOMUIL, KaTO IUTA3MEHHTE KOHLIEHTPALMH Ha OJIMEcapTaH ce
[TOBHILIABAT MOYTH JUHEHHO ¢ NMOBHLIABAHE HA €IHOKpaTHATa nepopanHa a03a Ao okono 80 mg.

XpaHaTa HMa MUHHMAJICH e(eKT BbpXY OMOHATMYHOCTTA HA ONIMECAPTAH, MOPaAH KOETO OJIMECApTaH
MEIOKCOMMWI MOXKe Jia ce npHaara ¢bCe unu 6e3 xpana.

He ca HabnmionaBaHW KNHHHYHO 3HAYMMH MEXKTYTNOJIOBH Pa3nuius BbB (papMaKOKHHETHKATA Ha OJIMEcapTaH.

OnmMecapraH ce CBbP3Ba B IoJissMa CTETEH C IV1a3MEHUTE NpoTeHHH (99,7%), HO. BEPOATHOCTTA 32 KITHHHYHO
3HAUUMHU B3aUMOJIEHCTBHA, ABJDKALM C€ HA H3MECTBAHE OT MACTOTO HAa CBBP3BAHE MEXIY O/IMECapTaH H
APYTH NIEKapCTBEHH MPOMYKTH ¢ BHCOKA CTENEH Ha CBbP3BAHE ¢ IUIA3MEHHTE NMPOTEHHH € HHCKA (KOeTO €
MOTBBLPAECHO OT JIUMCATA Ha KIMHMYHO 3HAYHMO B3aHMOJAECHCTBHE MeXTy OIMECAPTaH MEAOKCOMII H
papdapuH). CBBP3BAHETO HA OJIMECAPTAH C KPBBHHTE KJIETKH € He3HauMTeNHO. CpeaHnaT obeM Ha
pasnpeficNneHHe Cie]l HHTPABEHO3HO NPWIoKEHHe € HHCBK (16 — 29 1),

Xuopoxaopomuasuo
Cnen nepopanHo NMpHWICKEHHE Ha 0JIMECAPTAH MEJIOKCOMMIT H XHIAPOXJIOPOTHA3U/ B
BPEME 3a JOCTHIaHE Ha MAKCUMATTHH KOHLEHTPALMHK Ha XHAPOXJIOPOTHA3UA € Ouio 1|5

181IHA, GPeaH
2 vhCR cien
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NpUIoKEHUETO. XHUAPOXJIOPOTHA3HU] CE CBBP3BA C IUIA3MEHHTE NMPOTEHHH B 68%, a BAANMUAT 00€M Ha
pasnpenenenne € 0,83 — 1,14 Vkg.

buorpaHchopma H eJIMMHHHUDaHE

Onmecapman MeooKCoOMUn
ToTanHuaT IU1a3MeH KITHPEHC Ha oiMecapTaH obukHoBeHo € 1,3 U/h (CV, 19%) U e cpaBHUTENTHO HUCDHK B

cpasHeHHe ¢ yepHOAPoOHUS kpbBOTOK (OKO0 30 I/h). Cnea nepopanto npuwioxeHHe Ha €AHOKPATHA 11034
mapkHpaH ¢ *C onmecapran Mmeaokcomun, 10—16% ot npunoxkeHaTa paiHOAKTHBHOCT C€ €KCKPETHpA B
ypHHaTa (MO-rofigMara 4acT B pAMKUTE Ha 24 uaca cJieAl MPHIOKEHHETO), 2 OCTAHANATA YacT C€ OTKPHBA B
u3npaxHeHusTa. Kato ce iMa npexBra CHCTEMHATa HANMHYHOCT OT 25,6%, MOXkKe J1a ce M3YHCIIM ue
aGcopOHpaHUAT OJIMEcapTaH ce ouMcTBa 4ype3 6L6peuHa ekckpeuns (okono 40%) u xenarobwinapHa
ekckpewms (oxono 60%). YcTaHoBeHO, ue 1snara Bb3CTAHOBEHA palHOAKTHBHOCT C€ ABJDKH Ha ONIMecapTaH.
He ca HaMepeHn Apyry CBILECTBECHU MeTabonuTH. EHTEpOXenaTalTHMAT KPLroBpaT Ha OJIMECAPTAH €
MHHHMaIeH. Thil KaTo roisMa 4acT OT O/IMECAPTaH C€ EKCKPeTHpa Ipe3 HIHYHHTE MBTHING, ynoTpebaTta My
MpH NaLHEeHTH ¢ 6unHapHa o6CTPYKLNA € NPOTUBOMNOKA3aHa (BXK. Touka 4.3).

TepMUBANHUAT €THMHHALIMOHEH MOMY)XHBOT Ha ONIMecapTaH papupa Mexay 10 v 15 yaca cnen
MHOTOKPAaTHO NepopaiHo npuiaoxkeHre. CTalMoHapHO CBCTOSHHE (steady state) ce noctura cnea WepBHTE
HAKOJIKO A03M M cnel 14 JHH Ha MHOTOKPATHO [IPUIOKEHHE HE C€ HAMHPAT A0Ka3aTe/ICTBA 38 “
HOITBJIHUTETHO HATpYMNBaHe. BhOpeuHHAT KIHpbHC ¢ npubnusurento 0,5 — 0,7 I/h, kaTo e He3aBUCHM OT

A03ara.

Xudpoxaopomuazuo
I[Ipn xopa XHAPOXNOPOTHA3KA HE ce MeTaboNH3Hpa, a4 C€ EKCKPETHPa MNOYTH HAITBJIHO KATO HEMPOMEHEHO

aKTMBHO BelecTBO ¢ ypHHara. Okono 60% ot nepopanHarta 03a ce ENMMHHHPA KATO HEMPOMEHEHO AKTHBHO
BeLiiecTBO B paMKHUTE Ha 48 h. Br6peuHuaT kiHpbHC € okono 250 — 300 ml/min. TepMuHaNHUAT
enMMHUHALIMOHEH MOJYKHBOT Ha Xuapoxyiopotuasua € 10-15 yaca.

Onmecapman MeooKcoMu/Xudpoxaopomuasuo |
CucTeMHaTa HATHYHOCT Ha XHAPOXJIOPOTHA3K] C€ HaManaBa ¢ okono 2(% koraro ce npuiara

€HOBPEMEHHO € OJIMECAPTAH MEAOKCOMMIL, HO TOBA YMEPEHO MOHWKEHHE HAMA KIIHHHYHO 3HAa4CHHE.
KuHeTHKaTa Ha OJIMECAPTaH HE C€ TMTPOMEHA OT ChITHTCTBALIOTO MPHUIOKEHHE HA XHIPOXITOPOTHA3HA.

(DHEMRKOKHHET HKA NPH CNCLHATHH NONMYNAaUuHH MNaliMeHTH

Cmapuecka éb3pacm (Ha 65 u noeeve 200unu)

I1pu naumenty ¢ xuneproHus, AUC Ha onMecapTaH B CTallMOHAPHO CBHCTOSAHHE € OHJIA MOBHILIEHA C OKOJIO
35% npH NnalKUeHTH B cTapuecka BB3pacT (65—75 roauHH) u ¢ okoso 44% npy MHOIO Bb3PAacTHH NALMEHTH
(>75 roavHH) B CpaBHEHHE C I'PYIIHTE B M0O-MJ134a Bb3pacT (BXK. Touka 4.2).

Ol‘paHH'-IEHH JAHHH MOKAa3BaT, Y€ CHCTEMHHAT KITHPBHC HA XHAPOXJIOPOTHA3H] CC NOHHXKABA KAKTO I1PpH
3ApaBH, Taka H MPH NMALHEHTH B CTAPUYECKA BB3PACT C XHNECPTOHHA, ITPH CPABHEHHC CHC MITALH 3/1DABH

D06 pOBOIIH.

bvbpeuno yepesxcoane

[Tpu nauwmenTu ¢ yepeaeHa 61u6peuna pyHkuus, AUC Ha onmecapTaH B CTallHOHAPHO CBCTOSHHE CE
noBuiLaBa ¢ 62%, 82% i 179% CHOTBETHO NpPH NEKO, YMEPEHO TEKKO H TEXKKO 0B0peUHO yBpeKaaHE B
CpPaBHEHHE ChC 3[IPaBKX KOHTPOIH (BxkK. TOUkH 4.2, 4.3 n 4.4).

Maxkcumanuara f03a OIMECApTaH MEAOKCOMMIJI MPH MALMEHTH C JIEKO A0 ymepeHo O16peu
(xpeaTnHHHOB KIHPBHC oT 30 — 60 mi/min) e 20 mg onMecapTaH MEJOKCOMMIT BEAHBXK X
Ha OJIMECAPTAH MEJOKCOMMN IIPH MalMeHTH ¢ TexXKo ObOpeuHo yppexaaHe (KpeaTHHHH
< 30 ml/min) e ce npenopbuBAa.

[TomyXHBOTBT Ha XHAPOXJIOPOTHA3U/ Ce YABJDKABa NPH NALIHEHTH ¢ yBpeacHa 6x0peuna J
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YHeproopobuo yepescoane
Cnea nepopalHO NPWIOKEHHE HA €AHOKPaTHA A03a, ctoiHocTHTe HA AUC Ha onMecapTaH ca 6% u 65% mno-

BHCOKH NPH NAaLIHEHTH € JIEKO H YMEPEHO YBpeAeHa YepHOApOOHa QYHKILINA, B CPABHEHHE CHC CHOTBETHHTE
3apaBH KOHTponK. HecBbp3anata ppaxuus Ha onmecapTaH Ha 2-HMa 4ac ¢/ie] NPHIOKEHHETO MPH 3ApaBy
A0OPOBONLM, NPY NALMEHTH C JIEKO YBpeeHa YepHoApoOHa QyHKLIMS 1 NPH MALMEHTH C YMEPEHO YBpEEHa
yepHOAPOoOHa PyHkuUHA € ¢boTBeTHO 0,26%, 0,34% 1 0,41%. Cnea MHOrOKpaTHO NMPHINOXKEHHE HA NALHEHTH
C yMepeHo 4epHoApoOHO yBpexkaaHe, cpeaHara AUC Ha oJMecapTaH OTHOBO € OKOJIO 65% No-BHCOKa
OTKOJIKOTO NPH ChOTBETHUTE 3ApaBH KOHTPOJH. CpeaHHUTE CTOMHOCTH Ha Chax Ha OJIMBCEPTEH €a CXOJHH

MPH NaLMEHTH ¢ yBpeleHa yepHoaApoOHa QYyHKLHSA H NIpH 3/IpaBH HHAKBUAH.
[Tpu nauneHTH C YMEpPEHO HepHOAPOOHO YBpeKAaHe ce NpenopbyuBa HayaiaHa ao3a ot 10 mg onMecapran
METOKCOMW BeAHBX JHEBHO, KATO MAKCHMMANHAaTa 1034 He TpaOea aa Haasuuapa 20 mg BeAHbK IHECBHO.

OnMecapTaH MEROKCOMHIJI He € MPOYUBAH MPH MALMEHTH ¢ TEXKO YepHOAPOOHO yBpexKnaHe (BX. TOUkH 4.2,
4.3 u 4.4). |

YepHOopoOHOTO YBPEKAaHE HAMA CBIUECTBEHO BiWAHHUE BbPXY (papMaKOKHHETHKATA H& XMAPOXJIOPOTHAZH.

JlekapcTBeHH B3aUMONCHCTBUA

Cexeecmupaiy HCAvYHAMA KUCEAURA NPOOYKM KOAECes8enam |
EnnoBpeMeHHOTO npwioxkeHHe Ha 40 mg onmecaptal MEAOKCOMHA 1 3 750 mg konecepenaM XUAPOXAOPUA
PH 3APAaBH HHIUBUIHK BOJH R0 28% noHwkeHHe Ha Coax U 39% nonmwxenne Ha AUC Ha onmecapran. [lo-
cnabu edpexti, 4% 1 15% HaMmanenune cboTBeTHO Ha Chax H AUC, ca HabmogaBaHy, KOraTo 0JIMEcapTaH
MEJOKCOMMJI Ce nmpunara 4 yaca npey KonecesenaM XHApOXJAopua. EJTHMHHAUMOHHHUAT NOJYKHBOT HA
onMecapTas ce Hamanasa ¢ 50-52%, He3aBHCHMO OT TOBA JanH ce MpUiaraT eJHOBpEMEHHO WIH 4 uaca
NpeaH KOoNeceBelaM XHAPOXIOpHa (BK. ToUKa 4.5).

53 IlpeaknaRu4HA AaRHH 33 De30naACHOCT

TOKCHUHHAT NOTEHLHAN HA KOMOMHALIMATA OT OIMecapTaH MEAOKCOMII/XHAPOXJIOPOTHA3H] € OLICHEHA B
IPOYUYBAHHA 38 TOKCHYHOCT NPH NEPOPATHO MHOTOKPATHO MPWIOXKEHHE B NPOAbIDKEHHE Ha J0 LIECT MeceLa
NPH IUTEXOBE U KyYeTa.

KakTo 1 npH BCAKO OT OTACAHHKTE BELUIECTBA H APYTH JIEKAPCTBEHH HPOAYKTH B TO3H KJIAC, OCHOBHUAT
MpHLeSIeH OpraH 3a TOKCHYHH NMpOoABH Ha KOMOHHaLuATa ca Onix 0n0peunTe. KoMOnHaunaTa or

ONIMecapTaH MeJOKCOMIWL/XHAPOXIOPOTHA3KA BOAH 10 PyHKIHOHANHH 6B0peyHH NpoMEeHH (MOBHUICHHE Ha
CEpYMHATAa ypes H KpeaTHHHH). BHCOKHTE 4O3MPOBKH NPHYHHABAT TyOy1Ha nereHepaluus H pereHepalus Ha
610peLiTe Ha TUIBLXOBE M Ky4eTa, BEpOATHO upe3 npoMsaHa Ha ObpOpeunaTa xeMoAWHAMHUKA (ITOHHXKEHA
016peuHa nepdy3ua CleICTBUE HA XMMOTOHUATA ¢ TyOYJIHA XHMOKCHA W TyOYIHO KJI€TbYHA ACTCHEPALIHA).

B nonmbnHeHHe oIMECapTaH MEAOKCOMWY XHAPOXJOPOTHA3H] BOAH 10 HAMAJICHUE Ha MOKA3ATENINTE Ha
epuTpoLMTHTE (OpOofi EPUTPOUNTH, XEMOTJIOOMH U XEMATOKPHT) H HaMaNsABaHE TerJIOTO Ha CbPLETO NPH
IUTbXOBE.

Te3u edexTn ca HabmogapaHu ¥ nipu Apyrd AT, peuenropHi asTaroHucTd H ACE HHXHOUTOpH W H3rnexna
ce ABLJDKAT Ha (papMaKoIOrH4HOTO ACHCTBHE HA BUCOKH 03U OJIMECAPTAH MEOKCOMWI, BEPOATHO HAMAT

3HAYCHHC TTPH XOpa B TEpAIICBTH4YHH JO3H.

HPGY‘IBHHHHTR 34 F’CHOTOKCHMHOCT TNPOBCACHH € ONMMCCAPTAaH MEAOKCOMHI K XHIIP-DKJ'IQPGTH&SHI[, KﬂI{T OHC

j ‘*-'; ,J

KapLyHoreHRHAT NOTEHUHAN Ha KOMOHHALMATA OJIMECAPTAH MEIOKCOMHI H xﬂnpomopﬁrmm He' é‘ ﬁu{l
NMpOoy4BaH, Thii KATO HAMA AOKA3ATE/ICTBA 32 CLOTBETHH KAHLIEPOreHHN e(peKTH 3a m,uenﬂmmw*raml; B
YCIOBHATA Ha KJIMHKUHA ynoTpeda. LT
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[Tpr MHUIKH K TUTBXOBE TPETHPAHH ¢ ONIMECaPTaH MEAOKCOMHWI/XHAPOXAOPOTHA3ZHA HE Ca NOTYYEHH
JA0Ka3aTeJICTha 38 TePAaTOreHHOCT Ha KOMOHHauMATa. B CHOTBETCTBHE C OMAKBAHMATA 34 TO3H KNac
nexapcTeeHH NPOAYKTH, NPH TUTbXOBE Ha KOMTO € RaBaHa KOMOWHALMATA O/IMecapTaH
MEA0KCOMMWI/XHAPOXJIOPOTHA3HA MO BpeMe Ha OpeMEHHOCTTa Ca MOMY4YeHH JaHHH 3a QEeTaNHa TOKCHYHOCT,
KOETO ¢ AOKA3BA OT 3HAYHTEJHOTO HaMalleHHe Ha TEernoTo Ha ¢geTtyca (BXK. Touku 4.3 n 4.6).

6. ©OAPMAIEBTHYHH JAHHHN

6.1 CnHcbK HE NOMOINHHTE BeIMECTBA

Aopo na mabremxama

JlakTo3a MOHOXHApAT

YacTHYHO 3aMeCTeHa XHAPOKCHIIPONWILETY 034
XHAPOKCHITPONHILIETY 1032

MukpokpHcTanHa uemynosa tan 102

MarHesues creapat

Dunmoeo noxpumue

Onmecta [Imoc 40 mg/12.5 mg buaMHpany TabIeTKH
Opadry 11 Orange 33G23991 cpabpxaun:
Xunpomenosa 6¢pP

Turanos nuwoxcua (E 171)

JlakTo3a MOHOXHIApAT

Maxkporon 3350

Tpuanerun (E 1 518)

KT xeneseH okcua (E 172)

YepseH xkeneseH okcua (E 172)
Csucer xbaTo FCF anymunrues nax (E 110)

Onmecta [Lmioc 40 mg/25 mg punMupanu TabneTku
Opadry 11 Pink 33G34149 cpabpaxalu;
XunpoMenosa 6¢cP

Twranos nuokcun (E 171)

JlakT03a MOHOXHATPAT

Makporoa 3350

Tpuauerun (E 1 518)

XKuaT xkenezeH okenp (E 172)

YepseH xkene3eH okcua (E 172)

6.2 HeChBMECTHMOCTH

Henpunoxumo

6.3 Cpox uHa rognoct

3 rogMBeH

6.4 CrnennaanM YCJI0BHA HA ChXPAHEHHE

To3u nekapcTBEeH NPOAYKT HE H3IUCKBA CIIELIHAIHH YCJIOBHA Ha ChXpaHEHHE.
6.5 JlaHHH 32 ONaKOBKATA

Bincrepan n kaneHaapun 61MCTEpHY ONAKOBKH: ATyMHHHH-anyMuBHi $onuo, uspabo
OPA/anymununii/PV C-anmymunani

23

EE/H/0331/001-004/R/001




Onaxosku: 6aucrepH: 14, 28, 30, 56, 98 prnmupann Tabnetkn. Kanenaapuu 6nucrepu: 28 dbunmupanu
TabneTKH. '

He BcHUKKM BMAOBE ONAKOBKM MOraTt Ja ObAaT MyCHAaTH Ha nas3apa.
6.6 CuoennajHM ONpeANa3HH MEPKH NPH YHHIOXKAaBane H paboTa

HamMa cneupaiHyi H3UMCKBAHHA.

7. IMMPUTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA
Teva B.V.

Swensweg 5
2031 GA Haarlem

Hupepnanaus

8. HOMEP(A) HA PAPELIEHUETO 3A YIIOTPEFA

Onmecra Mmoc 40 mg/12,5 mg - Per. Ne 20220146

Onmecra [Tmoc 40 mg/25 mg - Per. Ne 20220147

9. JIATA HA ITbPBO PA3PEIIABAHE/MOAHOBSIBAHE HA PA3PEIIEHHMETO 3A

YIIOTPEBA

JlaTta Ha mbpBo pa3pewaBase; 17 mait 2022 r.
JlaTa Ha nocjaeaHo NOJHOBABAHE:

10. 1JATA HA AKTYA/IMZUPAHE HA TEKCTA
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