KPATKA XAPAKTEPUCTHKA HA MPOJAYKTA

1. HME HA JEKAPCTBEHHA MPOAYKT

Kannecapran HCT Akrasuc 8 mg/12,5 mg Tabnetku
Candesartan HCT Actavis 8 mg/12,5 mg tablets

Kannecapran HCT Akrasuc 16 mg/12,5 mg tabnerkn
Candesartan HCT Actavis 16 mg/12,5 mg tablets

W3NbAHUTEAHA ATEHLIAA NO NEKAPCTBATA

Kpanwa XapaIBPUCIILKG HA NPOgYKma - ﬁpmameuu- 1

.....

Paspewene M%'(“"*’”'{PJ ‘?06 ...... ?

27 0e. 2021

Kannecapran HCT AxraBuc 32 mg/12,5 mg Tabnerku | OGOBPOHUE N8 rvvoressersstsssssesssssremmilisreerenmmssassmssssssesesses

Candesartan HCT Actavis 32 mg/12,5 mg tablets

Kanpecapran HCT Axraeuc 32 mg/25 mg tabnerku
Candesartan HCT Actavis 32 mg/25 mg tablets

2. KAYECTBEH H KOJIMYMECTBEH ChCTAB

Bcaka tabnerka Kanpnecapran HCT AxraBuc 8 mg/12,5 mg chabpxa 8 mg kaHaecapTaH UHIEKCETHA
(candesartan cilexetil) % 12,5 mg xuapoxnopornasun (hydrochiorothiazide).

Beaxa Tabnerka Kannecapran HCT Axkrasuc 16 mg/12.5 mg caappixa 16 mg xaHnecapran
mrekceTHn (candesartan cilexetil) u 12,5 mg xuapoxnopotuasun (hydrochlorothiazide).

Beska Tabaerka Kannecapran HCT Akraeuc 32 mg/12,5 mg ceaepxa 32 mg KaHnecapTaH
mwnekceTHn (candesartan cilexetil) w 12,5 mg xunpoxnoporuasun (hydrochlorothiazide).

Beska TaGnerka Kanpecapran HCT Akrasuc 32 mg/25 mg chabpika 32 mg KanzecapTaH IHIEKCETH
(candesartan cilexetil) u 25 mg xuapoxnoporuazun (hydrochlorothiazide).

[lomomum BeecTsa ¢ WIBECTHO NeiiCTBAE:

Besxa tabnerka Kannecapran HCT Axrasuc 8 mg/12,5 mg chaspxa 117,30 mg naxrosa
MOHOXHJIPAT.

Beska Tabnerka Kannecapran HCT Axraenc 16 mg/12,5 mg csaspxka 109,30 mg nakrosa
MOHOXHJpAT.

Bcsaxa tabnerka Kannecapran HCT Axraeuc 32 mg/12,5 mg cpaspxka 231,10 mg nakrosa
MOHOXHJIpAT.

Bcska Tabnerka Kanpecapran HCT Axraeuc 32 mg/25 mg ceaepka 218,60 mg nakrosa MOHOXH/IpAT.

3a TEAHWA CIIMCHK HA MOMOLIHHMTE BElIECTBA BIDKTE Touka 6.1.

3. JIEKAPCTBEHA ®0OPMA

Tabnerka
Kanpecapran HCT Axraruc 8 mg/12,5 mg TaGneTku ca Ge/, KphriH, ABOHHOH3ITLKHAIH TabaeTKH ¢
JISTATENIHA YEPTa OT €AHaTa cTpaHa H rpasHpaH Haanue CHS ot chiarta crpaHa.
Kannecapran HCT Axraeuc 16 mg/12,5 mg rabnerks ca Genu, Kpuria, BOHHOH3ITEKHAIH TabneTku
¢ JeHTEIIHA YepTa OT e/{HaTa CTpaHa H rpaBupaH Haqmic CH16 ot chilara cTpaHa .
Kanpecapras HCT Axrasuc 32 mg/12,5 mg TabneTkn ca Genu, oBanHH, ABOHH
12 mm x 7 mm, ¢ AenHTeNHa YepTa OT ABeTe CTPaHU H Hammuc 32/12 ot enna
Kannecapran HCT Axrasuc 32 mg/25 mg TaGnetku ca Gens, OBATHH, ABOHH
12 mm x 7 mm, ¢ AeNHUTENHA YepTa OT ABETE CTpaHM M Hamke 32/25 ot ¢;
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Tabnetkata mowe Oa Obae pasaencHa Ha \BE PABHH JO3H.

4. KIHHAYHH NAHHH
4.1 TepanesTHIHA DOKAZAHEA
Kannecapran HCT AKTaBHC € IOKA3aH 3a:

- JleuenHe Ha eceHIMAITHA XHIIEPTOHHUA [IPH BB3PACTHH ALMEHTH, YHETO APTEPHAIIHO HANATaHEe
HE Ce KOHTPOJHPA ONTHMANHO ¢ MOHOTEPAIHA C KaHJecapTaH IIHIEKCETH WIH
XHZIPOXJIOPOTHA3H]L,

4.2 [lo3BpoBka H HAYHH Ha DPHICKCHHE
OIRPOBKA
IMpenopruntennara aoza Kanaecapran HCT AktaBHc e eHa TabNeTka BEIHBK JHEBHO

IIpenopbuBa ce THTPHpaHe Ha AO3aTa C OTAENHHTE KOMNOHEHTH (KaHASCAPTaH IMIEKCETHI H
XMAPOXN0pOoTHAZH). KOraTo e KnHHHYHO NOXXOIAINO0, MOXKE JIa C& HMa MpeABHA JUPEKTHO
nNpeMHHaBaHe OT MOHOTepanus KeM Tepants ¢ Kanaecapran HCT Axrasuc. Ilpenoppyera ce
TUTPHPAHE Ha J03aTa HAa KaHJeCapTaH LIEKCETH, KOTATO ¢& CMEHS MOHOTEpAIHA ¢
xuapoxnoporrasii. Kannecapran HCT AkraBHc MOXe Ja ce MPHIara NpH NaNEHTH, YHETO
apTEepPHATHO HALATAHE HE € KOHTPOIHPaHO ONTHMAIHO ¢ MOHOTEPallHA ¢ KaHAeCapTaH [HJIEKCCTIT
HIN XHAPOXJOPOTHAIH WM ¢ mo-HuCKH A03H Kannecapran HCT Axrasuc (Bx. Touku 4.3, 4.4,4.5 1
5.1).

Maxcamarnen aHTHXHIIEPTEH3HBEH eeKT OOHKHOBEHO CE MOCTHTA 10 4 CEIMHLIA OT HAYANOTO Ha
JIEYCHHETO.

Crielnanyy nonynaluyu

HTayuenmu 6 cmapuecka sv3pacm
He e HeobxoauMo kopurupaHe Ha 103aTa NPH NALMEHTH B CTapyecka BL3pacT.

Hayuenmu c xunoaonemun

I[Tpenopr4ra ce THTPHPAHE Ha J03aTa HA KAHAECAPTAH LHJEKCETWI TIPH MALHEHTH ¢ PHCK OT
XHMOTOHHUA, HANp. NALHEHTH C eBEHTYATHA XUNIOBONEeMHS (IPH TE3H NALMEHTH MOXKE Ad C& MMa
NpeABK]] HAYATTHA 71038 Ha KaHIecapTaH [IeKCeTwI oT 4 mg).

Hayuenmu ¢ 6vbpeuno yepexcoane

IlpH Tasu nonynauys ce NPeANOYHTaT OPUMKOBHTE NHYPETHLH Npes THasHauTe. [lpenopbusa ce
THTPHpaHe Ha 03aTa HA KRHIECApTaH LWIEKCETHI NPH MALMEHTH ¢ JIEKO J10 yMepeHo 656peuno
yBpexaaHe (KpeaTHHHHOB KIMpBHC > 30 ml/min/1,73 m? Tenecna noespxHocT (BSA)) npenn nevcHue
¢ Kanagecapran HCT Axrapic (ipu Te3H NallHEHTH NPENOPBYMTEIHATA HAYAJIHA 1034 HA KaHAEcapTaH
LIHIeKCeTH ¢ 4 mg).

Kannecaprag HCT AKTaBuc € NpOTHROMOKA3aH IIPH NALMEHTH ¢ TeXKKo 6B0peuHo yBpekaane
(kpeaTrruHOB KnupbHE < 30 ml/min/1,73 m® BSA) (x. Touka 4.3).
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Hayuenmu ¢ vepnodpobuo yepesicoare

Ipenoprusa ¢e THTpHpaHE Ha /103aTa HA KaHAECAPTaH LIWICKCETHI HPH MALMEHTH C JIEKO 10 YMEPEHO
YepHOAPOOHO yBpexaane npemu nevenne ¢ Kannecapran HCT Akrasuc (npd T3 NalHeHTH
NpeNopBYHTENHATA HAYANHA /1032 Ha KaHAECAPTaH LHIekceTHn ¢ 4 mg).

Kannecapran HCT AkragHc ¢ IpOTHBOMOKA3AH TIPH NALMEHTH ¢ TEXKO YePHOAPOOHO yBpexaaHe
W/unu xonecrtaza (BK. Touka 4.3).

Ieanarpyyuna nomyna|s

BezonacHocTTa B edukacHocTTa Ha Kanpecapran HCT AxrasHc NpH Aelia Ha BE3PACT MEXY
paKaaHETO U 18 ronuam He ca ycraHoseHw. Hama HanuHl naHHy.

Hagyn Ha npuioxeHwe

IlepopallHO NPRNOAKEHHE.

Kanpecapran HCT AxraBuc Moxe fa ce mpHeMa cbe WM 6e3 xpaHa.
BHOHaNMHYHOCTTA Ha KAHZIECAPTaH He Ce TIOBJIMABA OT XpaHara.

Hama KHAMYHO 3HAYMMO B3aHMOZEHCTBHE MEXNY XHAPOXIOPOTHASHA H XpaHa.

4.3 IIpoTHBOHOKAIAHHS

- CBPBXYYBCTBHTENHOCT KbM AKTHBHHTE BELIECTRA, KbM HAKOE OT MOMOLIHHTE BELIECTBa,
u30poeHH B ToUKa 6.1 WIH KEM aKTHBHH BeILeCTBA, IPOH3BOHHA Ha Cy/OHAMHIHTE.
XuapoxnopoTHa3HA € AKTHBHO BelliecTBO, POH3BOIHO Ha cyndoHaMHauTe.

- BTopo 1 Tpeto TpuMeceuHe Ha GpemeHHOCTTa (BX. TOUKH 4.4 U 4.6)

- Texxo 656peuHo yBpexaane (KpeaTHHHHOB KIHpBHE < 30 ml/min/1,73 m” BSA)

- Texxo 4epHOAPOORO YBPOKAAHE H/HITH XOJIECTasa

- PedpaktepHa XMnoKaTHEMHs U XHIEPKATILIHEMus

- IMomarpa

- EnnoBpemennara ynotpeba Ha Kanaecaptan HCT AkTaBHC ¢ alTHCKHPEH-ChABPKALIH
HPONYKTH € NPOTHEONOKA3aHA TP NALMEHTH ChC 3aXapes quaber unm Gu6pequno yppexaane
(GFR < 60 ml/min/1,73 m?) (8. Touku 4.5 u 5.1).

4.4 CpoenuajHH OpexyNpexIeHns H NpeANa3Hu MepKHA NPH ynoTpeba

Bvbpeuno yepexncoane/6vbpeuna mpancnaanmayus

[Tpu Tazu momynalHs ce NPeANOYHTaT GPHMKOBHTE AMypeTHLM Npea, Thasurare. Korato
Kangecapran HCT Akrasuc TabneTkH ce H3MON3Ba NPH NAUHEHTH ¢ YBpeaeHa 6x0peuna Gynxums, ce
[penopbyBa MePHOAHYHO NPOCIESIABAHE HA CTOMHOCTHTE HA KAMA, KPEATHHHHA H NMHKOYHATa
KHCEeIHHA.

Hama onHT ¢ npunoxennero Ha Kannecapran HCT Axrasnc TabieTKH NpH NALHEHTH ¢ HACKOPO
npoeegcHa 650peyHa TpaHCIUIAHTALNS.

Cmenoza na 6vopexnama apmepun
JlexapcTBEHH TPOMYKTH, KOMTO NOBIUABAT PeHHH-AHTHOTEH3NH-ANIOCTEPOHOBATA CHCTEMA,

BKIOYMTENHO anrnotensuH 1 penenrropu anTarormcet (AIIRAs), Morar fia YBETHYAT KpBBHATA
Ypes 1 cepYMHIA KpeaTHHHH NPH NalHeHTH ¢ Onnarepanua creHosa Ha 6b6peunara
CTEHO3a Ha apTepHATa Ha ¢AHHCTBEH OBOpeK.

Xopoudanen unus, ocmpa MUOnus ¥ 6MOPURHA 3AKPUMOZLANG 2RAVKOMA
CyndpoHaMHIHTE HIH JIEKAPCTBATA, NPOU3BONHH Ba cyndosaMHINTe, MO
HMIHOCHHKPATHYHA peaKiysi, BOACIA A0 XOPOKAATIEH H3ITHB ¢ Ae(EKT Ha 3
MHOMHA H OCTPAa 3aKPHTOBIBJIHA rIaykoMa, CHMITTOMHTE BKITIOYBAT BHE
Ha 3PHTE/THATA OCTPOTA HitH HONKA B OKOTO, KOMTO OOMKHOBEHO CE NOABABAT
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CEZIMHIIM OT 3aMOYBaHE Ha JlekapcTBoTO. HenekyBanara ocTpa 3aKpHTORIRIHA FIAYKOMA MOXKE 2
JZoBene Ao TpaiiHa 3aryba Ha 3penue. [IbpBOHaYATHOTO NeveHHE € Aa C& MPEKPATH IPHEMBT HA
NEeKapCTBOTO BB3MOXHO Hafi 65p30. Moxke Aa ce HanmoXxu aa ce 06MHCAH He3a6aBHO MEIHKAMEHTO3HO
WM XMPYPIM4HO JieYeHHe, AX0 BhTPEOYHOTO HANSTAHE OCTAHE HEKOHTPOMHpaHo. PHCKOBHTE (akTopu
32 Pa3BHTHE Ha OCTPa 3aKPHTOBI'bIHA IMIAYKOMA MOTaT Aa BIJTFOYBAT AHAMHESA 34 ANIepTHi KbM
cyndoHaMHM/H HITH MCHHLIMIHHE,

Xunosonemus

ITpy naumerTH ¢ XUNOBONEMHIS H/WIH AS(pHIMT HA HATPHi Moxe A3 BE3HHKHE CAMITOMATHYHA
XHIOTOHHA, KAKTO CE ONHCBA ITPH JPYTH CPEACTBA, NOBIMABALIA PeHHH-aHIHOTEH3HH-
angocTepoHoBarta cHcreMa. Ilopamu ToBa, ynotpebara na Kanpecapraw HCT AkraBuc TabneTxku He ce
NpenoppuBa A0 KOPHIHPAHETO HA TOBA CHCTOAHHE.

Anecmesus u xupypzuunu usmepeenyuu

Ilo Bpeme Ha aHECTE3HA ¥ XMPYPTHMYHH HHTEPBEHLIHH MOKe A4 Bh3HHKHE XHIIOTOHWA NpH MalHeHTH,
nexyeanH ¢ AIIRAs, nopazsu 6noxupase Ha peHHH-aHTHOTEH3HHOBATa cHcTeMa. MHoro paako,
XHITOTOHUATA MOXKeE Ja ObJe Texkka, TaKa 4e Ja ce Haiara ynorpebaTa Ha HHTPaBEHO3HH TEYHOCTH
HW/HIH Ba30TIPECOpH.

Yeprnodpobuo yepexcoaie

TuazupuTe TPAOBa Ja ce MPUIAraT ¢ MOBHIIEHO BHHMAHKE NIPH MAllHEHTH ¢ YBpeIeHa YepHoApobHa
(hyHKLHMA WIH IporpecHpallo YeproapobHo 3a6ogBane, Thil KATO MAJIKH IIPOMEHH BHE BOJHO-
eNIeKTPONHTHHA DanaHe Morar fja OTK/IOYAaT YepHOAPoOHa koMa. HaMa KIMHMYEH OIHT ¢
Kanpecapran HCT AxraBuc TabnieTki IpH NalHeHTH ¢ YepHOAPOOHO YBpeKIaHe.

Cmenosa va Gopmuama u Mumpannama Kiana (0Gcmpykxmuena xunepmpogusna xapouomuonamsi)
KaxTo npu ApyruTe Ba30OHIATATOPH, € HEOOXOAUMO CIICIIMATTHO BHHMAHHE NPH NALMCHTH, CTPaAaLIH
OT XeMOZIHHAMHYHO 3HaYHMa CTEHO3a HA A0PTHATA WIH MHTpAJIHATA KJIana WiH ¢ o0CTpYKTHBHA
XUIepTpodHIHA KapAMOMHOTIATHS.

Iepetyen xunepandocmeponuzom

INanueHTH ¢ TBPBHYCH XMNIEPANIOCTEPOHHIEM 0OMKHORSHO HEe Ce NOBANMBAT OT AHTUXKNCPTEHIWBHH
CpencTRa, ACHCTBAIH upe3 HHXMOHPaHE Ha PeHHH-AHTHOTEH3HH-AIA0CTepoHOBaTa cHeTema. [opanu
ToBa ynorpedara Ha Kannecapran HCT AkraBuc Tabnerku He ce mpenopbypa MPH Ta3H NOTTyIaLms.

Enrexmponumen oucbanarc

Tpsabpa na ce H3BEPINBA NEPHOAHMYHO U3CIEBAHE HA CEPYMHHTE ECKTPOIMTH Ha MOAXONALIH
HHTepBaXH. THA3HAHTE, BRNIOMHTEIHO XHAPOXIOPOTHA3HA, MOTAT Ja IIPEeAN3BHKAT BOIHO-
eNeKTPOJIHTEH AHcOaNanC (XUNepKAIIHEMHASA, XHIOKANHEMHS, XHNIOHATPHEMHSA, XHIIOMArHE3HEMHS H
XHTIOXNOPeMHYHA ATKAI032).

TrasuaHuTe AMYPETHLIA MOTAT JA MOHIDKAT EKCKPEUHATA HA KATLHHA B YPHHATA H 12 MPEAH3BHKAT
HHTEPMHMTEHTHO H Cnabo MoBHINEHHE HA CEPYMHHTE KOHLEHTpaLHH Ha Kantua. Mspasenara
XHIepKanHeMHs Moxe a OB/l TPH3HAK HA CKPHT XHIICpAapaTHPeOHAM3bM. IIpHnoxkeHHeTo Ha
THA3UAUTE TPAOBa Aa ce NPeyCTaHOBM MPEIH HICHEIBAHETO HA MAPATHPOHHATA (yHKIHA.

XuUApoXJIOpOTHA3M], YBEJINYABa N0303aBHCHMO €KCKPELIMATA Ha KaJIMi B ypHHATa, KOETO MOXe A2
Jopeae A0 XHNokanueMus. Tosd edekr Ha XHOPOXTIOPOTHA3H], H3CNEKIA € N0-CI3Bo-HIPY3eH, KOTaro
ce KOMOHHHPA C KaHJecapTaH LMIEKCETHI. PHCKET OT XHNOKaMeMH MOXKe B#€ o
TIALMEHTH C LHPO3a Ha Y€pHHA Apo0, NpH NALKMEHTH, NOAN0KEHH Ha dopce ¥ 74 ¥ uTypese QOIHY
¢ HEIOCTRTHYEH NEPOPAJIEH [IPHEM Ha ENIEKTPOJIHTH H NPH NALHEHTH, NONYY ' '
TEpaNHi ¢ KOPTHKOCTEPOHIH HAH aIpeHOKOPTHKOTpoNeH XopMoH (AC

JleweHHETO € KaHAECAPTAH LHIEKCETHI MOXKE 13 NPEHIBHKA XHIIePKATHEMEA HO IpH ganuuue
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Kanpecapran HCT AKraBHC i Kanuii-ChXpaHABAIH THYPETHIH, KATHEBH A0OaBKH KIH 3aMECTHTEIH
Ha CONITa WIH APYTH NEKapCTBEHM IPOMYKTH, KOMTO MOTAT A4 YBE/THYaT CEPYMHHTE HHBA HA KAl
(Hanp. xenapun HATPHIL), MOXE 1a IoBeAe [0 YBEIHYEHHe Ha cepyMHus Kanwii. Heobxomumo e
MOHMTOPHpaHe HA HHBATa Ha KaJIHA.

YCTaHOBEHO €, 4e THASHINTE YBETHIABAT ITUKOYHATA €KCKPELHA HA MarHE3HH, KOETO MOXKe 1a JoBeAe
JIO XHIIOMATHE3HEMMA,

Memabonumnu u endoxpunnu egpexmu

JledeHueTo ¢ THa3HACH AUYPETHK MOJKe Ja BIIOIIH [IOKO3HHA TonepaHc. Moxe na ce Hanoxu
KOPMIHpAHE Ha AO3ATA Ha aHTHAMaGETHUTE NEKAPCTBEHH NPONYKTH, BKITIOTHTEITHO HHCYIHH. T1o
BpeMe Ha Tepalmi ¢ THa3H/ MOxke Ja ce ManudecTHpa naTeHTeH 3axapeH auaber. Tepanusara ¢
THA3HACH IHYPCTHK MOXKE Na G'I:I[e CBBp3aHa C TOBHIIABAHC HA HHBATA Ha XONecTepoja H
Tpurnauepummte. [Ips no3nte, cranpxani ce B Kanpecapran HCT Axrasnuc, ca HabmoapaHu caMmo
MHHHMaNHHA eekTH. THasHAHKTE AMYpeTHEH YBeNMYABAT CEpYMHATA KOHLIEHTpALHA Ha THKOYHA
KHCEJTHHA M MOKe J]a OTKTIOYAT NOAArpa NpH YyBCTBHTETHH NAalHEHTH.

Pomovyscmeumennocm

Crobmasart ce clyuad Ha peakumy Ha (JOTOUYBCTBHTENHOCT IO BPpEMe Ha ynoTpeba Ha THA3HAHH
IOHYpeTHITH (BXK. TouKa 4.8). AKO HACTBIIH peakiida Ha GOTOYYBCTBHTENHOCT C¢ MpeNopbYRa CIHpaHe
HAa JICYCHHETO. AKO € BaXKHO Ja c€ TIONHORH JISUEHHETO, Ce NIPENOphYBa 1a ¢€ 3alHUTAT YYACTBLHTE,
H3JI02KEHH HA CITBHIIEe HITH Ha W3kycTeeHa UV A panuanys.

Epemennocm:

Jleuenme ¢ AIIR As ne TpsGea Aa ce 3anoura no Bpeme Ha GpemeHHoCT. OCBEH axo NPOARLKHTENHATA
Tepanua ¢ AITRAS He ¢e cuHTa 3a BakHa, MTAHEHTKHTE, NNaHUpamy 3adpeMeHABane, TpAOba Na
NPEMHHAT KBM ITEPHATHRHO AHTHXHNEPTEH3MBHO NIEYEHHE ¢ YCTAHOBeH npodmn Ha GesonacHocT
npu ynotpeba npu OpemenHocT. Korato ce quarHocTrimpa 6peMeHHOCT, nevennero ¢ AITRAs Tpsbsa
Ja ce crpe He3aGaBHO H 2KO € TIOAXCALIO, AA CE 3an0YHe aTepHaTHBHA Tepamus (BX. TOUkH 4.3 0
4.6).

Jeoiino baoxkupane na penvyn-anzuomenzun-andocmeponosama cucmema (PAAC)

Hma xanny, ye efHOBpeMeHHaTa ynotpeta Ha ACE uHxuburopH, aHruoTeHsus I1-peuenropan
610KEpPH WIH AMMCKHPEH MOBHINABA PHCKA OT XMIIOTOHHA, XHIIEPKATHEMHA H HaMa/ABaHe Ha
6n0peunara $yHkumMs (Brno4HTenHO ocTpa 6u6peuna nenoctarsuHocT). [lopany ToBa He ce
npenoprs4Ba ABOHHO 6nokupate Ha PAAC upes komGuunpanara ynotpeba Ha ACE HHXuOHTOpH,
aHruoreH3HH Il-penenTopan ONokepn wan aTMCKHpeH (8. TodkH 4.5 1 5.1).

AKO ce MpelieHH, Ye IEYSHHETO ¢ JBOHHO 6NoKHpaHe € a6ComOoTHO HEOGXOMHMO, TO TOBa TpAGBa aa
CTaBa CaMo NopA HaGMOAEHUETO Ha CTICIMATKCT ¥ NPH YeCTOTO BHUMATENIHO MOHMTOPHPAHE Ha
616peunara GyHKIHA, EIEKTPOITHTHTE U KPEBHOTO HAJIATAHE.

ACE unxu6uropu u anrvorensun Il-penentoprn 6nokepn He TpaGRa na ce M3NOM3BAT €HOBPEMEHHO
NPH MalHeHTH ¢ AHabeTHa HedponaThs.

Obugu
TIpy nanHeHTH, YniiTo CHAOE TOHYC H GBOpeyHa (PYHKIHA 3aBHCAT MPEAHMHO OT AKTHBHOCTTA Ha
PeHMH-aHIHOTEHIHH-ANA0CTEPOHOBATA CUCTEMA (HATIP. NAAEHTR C TEXKKA 3aCTOlHa CHpAeYRa
HEAOCTATHYHOCT HWIN CHITBTCTBaINO §EGpeuHo 3afonssane, BKIIOYHTEIHO cTeHo3a HA OLOpeunaTa
apTepHA), JIEYEHHETO ¢ JICKAPCTBEHH NMPOAYKTH, KOHTO MOBMABAT Ta3K CHCTEMA, meomenﬂo
ATIR As, € CBLP3aHO € OCTPa XHIIOTOHHS, YPEMUA, ONHTYPHA HWIH B PEIKH : : '
HEAOCTATBIHOCT. KakTo NpH BCAKO aHTHXHNEPTEH3HBHO CPENCTBO, IpEKoMe]
apTEepPHANIHOTO HANATAHE TIPH NAIMEHTH ¢ HCXEMHYHA 60ecT Ha CHpLETO
MO3BYHOCHAOBO 3a001s8aHe MOXe Aa JIOBeE 10 MHOKAPAeH HHQAPKT HIIH §
CBPEXUYBCTRATEAHOCT KEM XMAPOXACPOTHAIM] MOMKE 12 BE3HHKHAT MPA T
aHaMHe3a 32 aNepris Win OPOHXHATIHA aCTMA, HO ¢a TI0-BEPOATHH TIPH 12
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Hwma cpoberns 3a 00ocTpsaHe WIH AKTHBAPAHE HA CUCTEMEH JIyITyC EPHTEMATO3YC NpH ynoTtpebara
Ha THA3HJHH AMYPETHLH.

AnTtixuneprensusHHAT edekT Ha Kanpecapran HCT Axrasuc moxe aa 65¢ 3aCH/IEH OT APYTH
AHTHXMITCPTCHIHBHH CPESACTBA.

HemenanoMeH pak Ha Koxara

B 8¢ enMAEMHONOrHYHN NMpOYYBaHMA, OCHOBABAIIH CE HA JIATCKHsA HAITHOHAIICH PAaKOB PETHCTEP, ©
HabmonasaH MOBHINCH PHCK OT HEMENMaHOMEH pak Ha Koxkata (HMPK) [6a3anHOKIETHYCH KapLIAHOM
(BKK) 1 ckpamosnokreTsuen kapunsaoM (CKK)] npu HapacTBama excnosHiMd Ha KyMynaTHBHA J03a
xuapoxsopotrasug (XX T3). Porocencubunmzupamute eext Ha XXT3 Morar aa aeiicTsar kato
BEpOATeH MeXaHw3bM 3a pa3euTHe Ha HMPK.

TawmmenTrre, npuemanm XX T3, Tpabea aa 6baar nadopmupany 3a pucka or HMPK u cheeTBank
PEAOBHO Aa NPOBEPABAT KOXATA CH 3@ HOBH JIS3HH H He3abaBHO Na cboOlLIaBaT MpH NosBa Ha
BONO3PHTENHH KOxkHH Jie3HH. Ha naumenTuTe Tpabea na ce npenopbyaT BH3IMOKHH NPEBaHTHBHH
MEPKH, KaTO OIPaHHYEHO H3NATaHe Ha CTbHYEBA CBETAHHA H YIITPABHOJICTOBH JTBYH, 4 B CTy4aii Ha
€KCNO3HINS, OAXOMAIIA 3a[1HTa, 33 Ia CE CBEAE A0 MHHHMYM PHCKBT OT pak Ha KoxkaTa.
TonospHTeHATE KOXKHH Jie3HH TPAOBa Aa 61AaT NOANOKEHH Ha He3a0aBHO H3CHEIBAHE,
TIOTEHLUHAIHO BKIOYBALIO XMCTOJNIOTHYHH H3cneBaHus Ha OnosnicuyHn Matepaam. [Ipepasrnexnane
Ha ynotpebara na XX T3 MoiKe [a ce HanokK| W [PH NALHEHTH, KoUTo ca nMai npeaxoaen HMPK
(BK. cBIIO TOUKa 4.8).

Homowpru eenwgecmsa

JlakTo3a

TTaimeHTH ¢ peaKky HacASACTBEHH NPOOIEMH Ha HEMOHOCHMOCT KbM TAJIaKTo34, ITRJICH J1aKTaseH
NedHUHT HAH MIIOKO30-TanakTo3Ha ManabcopOis He TpaOBa Aa npHeMAaT TOBa JIEKAPCTBO.

Harpwii
To3H NeKapCTREH POAYKT CHIABPXKA No-Manko ot 1 mmol narpuii (23 mg) Ha Tabnerka, T.e. MOXeE J1a
CE KaXe, Ye MpaKTHYeCKH He ChIbpXa HaTpuil.

4.5 BaaamopaelicTBHe ¢ JpYTH JIeKAPCTECHH NPOIYKTH H APYrH JOPME HA B3ARMOJeH(TBHE

CreauHennsTa, KOMTO ca OWIH H3CIeIBAKA NPH KIHHHYHATE (apMakOKHHETHYHH H3NHTBAHHA Ca
papdapHH, AHTOKCHH, HEPOPATHH KOHTPALISNTHBH {HAND. €THHUAECTPAAHON/JIEBOHOPTreCTpe),
rmufenxnamun u Hudenumn. He ca waentndmmpann GpapMakoKHHETHHH B3aHMOAEHCTBHA OT
KITHHHYHO 3HAYCHHE MPH Te3H H3[IMTBAHHA.

Moxke 1a ce ouakBa Kanui-HAMAIABALIMAT e(PeKT HA XUAPOXIOPOTHA3KHA Aa Ce IIOTCHLHPA OT ApYTH
JICKapCTBEHH MPOIYKTH C ACHCTBHE, CBLP3aHO Che 3ary6a Ha Kanuii M XMImoKarneMHa (Hamp. JIpyTry
KUTHYPSTHYHH AHYPETHIH, TAKCaTHBH, aM(OTepHIMH, KapOeHOKCONOH, EHHLIWIHH (G HATPHiH,
NPOH3BONHH Ha CATMIMNOBATA KHCE/IHHA, cTeporu, ACTH).

Ennoepemennara ynotpeda na Kannecapran HCT Axtaruc H Kandii-ChXpaHABallH IHYPSTHLM,
KaJTHEBH JI00aBKH HITH 3aMECTHTE/IH Ha CONTA HITH IPYTH JIEKAPCTBEHH NPOAYKTH, KOHTO MOKE a
YBeJIHYaT CEPyMHHTE HUBA Ha KaIHA (Hamp. XenapWH HaTpuii) Moxe Ja JOBEAES N0 OBHINEHHE Ha
cepymHuA Kanuii. HeoGxoanMo e noaxoasino MOHHTOpHpAHE Ha Kamus (BX. TOUKa 4.4).

XHnoxan#eMHs H XHIIOMarHesHeMHS, HHAYIIMPAHH OT JHYPETHK, IPEAPa3NoIarar KM
MOTEHLHMATHHTE KAPAKOTOKCHYHH e(peKTH Ha AUTHTANTHCOBHTE TTHKOZMIAM H aHTHAPHTMHYHHTE
cpeacTsa. [Ipenoptusa ce nepHOAHYHO NPOCICAIBAHE HA CEPYMHHA KAIHIi, KOTaTO
Kannecapran HCT AKTaBHC ce npHiara ¢ TAKMBA IEKAPCTBEHH NPOAYKTH ¥ CBE ¢
JICKAPCTBEHH NIPOSYKTH, KOHTO MOXe Aa HHayLMpar torsades de pointes: i
- Knac Ia aHTHADHTMIYHE CPeACTEA (HAND. XHHHEHAH, XUAPOXHHHAKH, JU3OTHpadtH)
- Kinac IIl artnapaTMsdeA cpeAcTRa (Hafp. aMHOAAPOH, COTANON, AodeTHIME &
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- HsAxoH aHTHICHXOTHIM (HANp. THOPHAA3HH, XJIOPIIPOMA3HH, JICBOMENPOMA3HH,
TpH(ITyonepa3yH, HaMeMasKH, CYJIHPH, CYNTONPH, AMHCYIIPHI, THATIPHI, NHMO3H]I,
XaNonepHAON, APOTIEPUIICN)

- Jpyru (Hanp. 6enpuann, uMsanpua, AMGEMaHHR, ePHTPOMHIMH HHTPABEHO3HO, XanohaHTpHH,
KETaHCEPHH, MH30JIACTHH, IICHTaMHIHH, cMapUIOKCAlHH, TepdeHanHH, BHHKAMHH
HHTPaBEHO3HO)

Crofmasa ce 3a o0paTHMO yBelTHICHHE HA CEpYMHHTE KOHIICHTPALWH M NOBHINCHHE Ha TOKCHYHOCTTa
Ha JIMTHIA TPH EIHOBPEMEHHOTO MY NIPAIOKEHHE ¢ HHXHOHTOPH Ha AHTHOTEH3MH KOHBEPTHpALIMA
ez (ACE) i ¢ xunpoxsiopotnasus. [lono6en edext ce crobimaa cpino u ¢ AIIRAs.
YnotpebaTa Ha kaHAecapTaH H XHAPOXJIOPOTHAZH ¢ JIMTHH He ce MPENopBhIBa. AKO KOMOHHHpaHeTO
€ HeoOXOTHMO Ce NperopbuBa BHUMaTENHO Hpoc/easBaHe Ha CepyMHHTC HMB2 Ha JIHTHSA.

Koraro AIIRAs ce npwiarar eZHOBpeMSHHO C HECTEPOHIHE NPOTHBOBL3IATTHTEHH CPEACTBA
(HCIIBC) (1.¢. cenextean COX-2 MHXHOHTOPH, alleTHICATIHITHIOBA KMCenHHa (> 3 g/eH) u
necesektneHH HCTIBC), Moske fia ce mofMyuu oTciabBaHe Ha aHTHXHICPTCH3HBHHA €(IEKT.

Kakxro npu ACE maxsburopure, enHospeMeHHara ynorpeda Ha AIIRAs n HCTIBC mMoxe na nosese
10 HOBHIIIEH PHCK OT BJIOIIaBaHe Ha 6n6peunaTa QyHKUHA, BIUTIOMHTEHO BE3MOKHA ocTpa 610peuna
HEAOCTATBYHOCT H 40 MOBHIIEHHE Ha CepyMHMsA Kanuii, 0co0eHO NpH MaLHeHTH C BEYE BIIOMICHA
Ox6peuna ¢pynxums. KomOuHausaTa TpaGBa a ce Npiiiara BHUMATENHO, 0COOSHO [PH MALMEHTH B
crapuecka pn3pact. IlamieHture TpsaOpa Aa ca AOCTATEYHO XUAPATHPAHH H TPAOBa ia C€ MOMHCIH 33
MOHHTOpHpaHe Ha 6B0peyHaTa GyHKIMA clie]] 3ano9pate Ha ¢AHOBPEMEHHA TepanyiA H NEPHOAHYHO
cJieH TOBA.

JMYpPEeTHYHHAT, HATPHYPETHIHHAT H AHTHXHIIEPTEH3HEHHAT e(eKT Ha XHAPOXIIOPOTHA3H CE
Hamanasar ot HCIIBC.

JaHHH OT KTHHHUYHHA NPOYYBAHMA MOKA3BAT, 4e ABOMHOTO ON0KHpaHe HA peHHH-AHTHOTCH3HH
angocrepoHosarta cucreMa (PAAC) upes komGunupanaTa ynotpeba na ACE HHXHOHTODH,
anrHotensuH Il-peuerropay Grokepy KK aNsCKHPEH ce CBLP3Ba C NO-BHCOKA YeCTOTA HA HEXENaHH
cBOHTHA, KATO HaPHMED XHITOTOHHSA, XMNEPKATHEMHA H HaMajigpane Ha OpOpeunaTa GyHKumMS
(BKJIIOYMTENHO OCTpa OBOpedHa HeAOCTATHYHOCT), B CPABHEHHE C YTIOTpeSGaTa caMo Ha eIHO
cpeacTBo, AciicTBamo BbpXy PAAC (Bx. Touku 4.3, 4.4 1 5.1).

Ab6copbisTa Ha XHIPOXJIOPOTHA3HA ce HAMANSBA OT KOJECTHNON HWIH XOJNCCTHPAMHH.

EdekTsT Ha HeAiCTIONApH3HpALIHTe MHOpeIakcaHTH (Hanp. TyDOKYpapHH) MOXe Za C€ TIOTEeHUHpa oT
XHAPOXJIOPOTHA3HAL

ThaznnHUTEe AHYPETHIH MOXeE /Ia yBelM4aT CepyMHHTE HARA Ha KAMIME Mopajl HaMajleHaTa
eKcKpelHs. AKo TpaGpa Na ce NpeAmHInaT kKanupueBs A00aBKH K BHTaMAH D, cepyMHHTE HHBA Ha
Kamud TpsOBa Na ce MOHHTOPHPAT M 103474 Aa C€ KOPHTHPA CHOTBETHO.

XuneprinaxkeMuunusT eekr Ha Geta GnoKepHTe M AHAZOKCHI MOMKE a C€ 3aCHITH OT THA3HJIATE.
ANTHXONHHEPIWIHATE cpencTea (Hamp. aTponuH, SunepHacH) MoKe Aa yBEIHYAT OHOHAIIHYHOCTTA HA

NUypeTHLMTE OT THa3HIEH THN Ype3 HAMAISABaHE HA CTOMALIHO-YPEBHIA MOTHIIHTET H CKOPOCTTa Ha
H3Mpa3BaHE HA CTOMAXA.

OpTocTaTAYHATa XHIIOTOHMA MOKE /12 C€ BNOLIH TIPH €AHOBPEMEHEH [IPHEM
HIIH aHECTETHIH.
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JleyeHHeTO ¢ THA3MAICH ANYPETHK MOXKE JIA BIOIIM ITHCKO3HHA ToNiepakc. Moxe fa € Heobxoaumo
KOPHTHpaHe Ha 103374 Ha aHTHHabeTHHTE JIEKAPCTBEHH IIPOAYKTH, BIIIOYHTENIHO HHCYIMH.
Merdopmun TpaOha Aa ce Npwiara BHUMATENHO NOPAIH PACKA OT JAKTaOMA03a, HHAYLHpaHa OT
CBEHTya/IHa QyHKIHOHANTHA GB0peuHa HeAOCTATHYHOCT, CBBP3aHa C XHAPOXIOPOTHASHA.

XuapoxaopoTyazna MOXKeE Aa Npeu3BHKa HaManeHHE HA APTePHAIHNA OTTOBOP HA NPECOPHHTE
#MHHH (Hafip. afpeHalHH), HO HE TOJIKOBA, Y€ /a Ce H3KIIOUH MPeCOpeH edeKT.

XnpoXnopoTHazHA MOXKe Ia YBEIIMIH PUCKa OT ocTpa Ge0peuHa HEIOCTATEYHOCT, 0CO0EHO IpH
BHCOKH J03H Ha HOJ-KOHTPacTHH cpencrea.

EanoBpeMeHHOTO JieyeHHE ¢ IHMIIOCTIOPHE MOXKE 2a YBEITHYH PHCKA OT XHMIICPYPHKEMHS H
YCJIOXKHEHHS OT THIIA Ha [07jarpara.

EnnospemennoTo neueHne ¢ 6axnodeH, aMHPOCTHH, TPHIMKIMYHA AHTHACTIPECAHTH HIH
HEBPOJISITTHIM MOKe 112 NoBE/Ie JI0 3aCHIBAHE HA AHTHXHIICPTEH3IMBHHA eIeKT H MOXKE 1a HHAYLHpA
XHIIOTOHHA.

4.6 @epTHIHTET, OpeMEHHOCT H KbpMeHe

bpeMeHHOCT

Anzuomenzun II peyenmopnu anmazorucmu (AIIRAs):

VYnorpebara va AIIR As npe3 mespeoTO TpUMeCeHHe HA GPEMEHHOCTTA He Ce NPenophYBa (BIDKTE
Touka 4.4). Ynorpebara Ha AIIRAs e npoTHRONOKa3aHa o BpeME HA BTOPOTO M TPETO TPHMECEUHe Ha
6peMeHHOCTTA (BK. TOUkH 4.3 1 4.4).

ENHACMHONOrHYHHTE JAHHH OTHOCHO PHCKA OT TEPATOreHHOCT cieA excnosuums Ha ACE
HHXHOHTOPH Npe3 IBPBOTO TPHMeCeUHe Ha OpeMeHHOCTTa He ¢a yoeanTennH. He moxe na ce
M3KINOTH, 00aye, MATKO yBe/ludeHHe Ha pucka. Makap ye HAMa KOHTPOIMpaHH eMHAEMHOIOrHYHH
AaHHH oTHOCHO prcka ot AIIRAs, moxe na uMa noxoGeH PHCK 32 TO3H KJiac jiekapeTsa. OCBeH ako
npoAdrpkaTenHaTa Tepanusi ¢ AAIIP He ce culTa 3a BaXHA, ITAIHECHTKHTE, IUIAHHPALH
3abpemensaBaHe, Tpa0Ba 1a NPEMHHAT KBM AJITEPHATHBHO aHTHXHMIIEPTEHIHBHO JICUEHHE C YCTAHOBEH
npodmun Ha Ge3onacHocT mpu ynotpeba npu Gpemennoct. Korato ce AHarHocTHIHpa OpeMeHHOCT,
neuenmero ¢ AIIRAs 1pa6Ba za ce cnipe He3abaBHO H 2KO € MOIXOAALIO, Ja CE 3aMOYHE AITCPHATHEBHA

TEpanus.

H3BecTHO €, e excro3uiaTa Ha Tepanus ¢ AIIRAs o BpeMe Ha BTOPOTO H TPETO TPHUMECEUHe
HHAYLHpa HeTOTOKCHYHOCT NpH YoBeKa (HaManeHa OsGpevna (pyHKIHA, OTHTOXMAPAMHHOH, 3a0aBsHe
Ha OCH(HKALMATA HA YEPeNna) H HEOHATANHA TOKCHYHOCT (6B0peuHa HeAOCTATEMHOCT, XHIOTOHHUA,
XHnepranHeMns) (BA. Touka 5.3).

AKO BB3HMKHE eKcro3Huus Ha AITRAs oT BTOPOTO TpuMeceyne Ha OPEMEHHOCTTa HATATDHK,
npenop»YBa ce NpoBepKa ¢ yITpa3ByK Ha Gb0pedHaTa QyHKUMA H Yepena.

KvpmaueTara, yumnro Matixe ca npaemans AIIRAs, tpa6ea 5a 65aaT Hab/MOKaBaHH BHUMATENHO 32
XHMNOTOHMA (BXK. TOUKH 4.3 1 4.4).

Xuopoxaopomuazuo:

Hma orpaHHYeH OLHT ¢ XHAPOXJIOPOTHA3H/ N0 BpeMe Ha GpemeHHOCT, 0COOEHO NPE3 MEPBOTO
TPHMECEYHE. HamureaHuaTa TIPH JKHBOTHH €A HENOCTAaTHYHH.
XHIpoXJIOpOTHA3MA MPEMHHARA TIpe3 IUTaucHTaTa. B3 ocHoBa Ha gapMakono
AEHCTBHE HA XHAPOXIOPOTHASHA C€ IpeamioNiara, ye yrnorpebara My 1o BpeMe/HagTopqr
TPUMECEIHE MOXE 1a KOMIPOMeTHpa ¢eTo-IUIalieHTapHaTa nepdby3ua u 1a i i
HEOHATAJIHH €(PEeKTH KATO HKTEp, HapyIlleHHe Ha eleKTpoInTHHA OanaHe 1 Tjjoli ;
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XnapoxJcpoTHasua He TpAOBA 1A Ce HINON3BA 3a ISUEHHE Ha recTAllHOHEH OTOK, FeCTALMORHA
XHIEPTOHHA HITH NPEEKNAMIICHS, NOPatH PHCKA OT XMITIOBONEMHS H IUIALeHTapHa Xxunonepdysus, 6e3
6naronpusTen edeKT PBPXy XOAA Ha 3a00JIABaHETO.

XuapoxnopoTHa3uy He TpAOBA 1A Ce H3NON3Ba MPH €CeHIHANHA XMIICPTOHHA TP OpEMEHHH JKeHH,
OCBEH B PeJIKMTE CHTYALIHH, KOTATO He MOXKE Aa Ce NPHiIara Apyro JIeYcHHe.

Kspmene

Aunzuomenzun 11 peyenmopnu anmazonucmu (AIRAs):

Tpi kKaTo HAMA HH(OPMALIMA OTHOCHO YIIOTpe6aTa Ha kaHecapTaH IO BpeME Ha KbPMEHE,
KAHIECApTaH HE CE MPEROPHYRA, KATO 33 NPESANOMHUTAHE € ATTEPHATHBHO JIeueHHe ¢ no-nobpe
ycTanoseH npoduin Ha 6e30nacHOCT No BpeMe Ha KEpPMeHe, 0co0eHe NpH KbpPMEHE Ha HOBOPOJEHO
HJIA HEJOHOCEHO KbpMade.

Xudpoxnopomuasuo:

XuApoXNnopOTHA3K] €€ EKCKPETHPA B MAJTKH KOJIMMECTBA B KbpMaTa NIPH YoBeka. THasHaHTe BLB
BHCOKH JI03M, IPEAM3BAKBAINK NHTCH3MBHA AHYpe3a, MOTaT 1a MHXHOMpaT JakTammsTa. Ynorpebara
Ha XUAPOXIOPOTHAIUA IO BPEME Ha KbPMEHE He ce npenopbusa. Ilpu ynorpeda na
XHAPOXJIOPOTHA3H] MO BpeMe Ha KbpMeHe Ao3uTe TpAGBa Aa GBAAT NONBPHKAHH BE3MOXKHO Hai-
HHCKH.

4.7 Edekrn BLpxy cnocofHocTTa 33 modapane u paboTa ¢ MAIIAEH

He ca nasppiuBanu npoyusanus Ha edexTire BEPXY cnioco0HOCTT2 32 Modupake u padora ¢
maiHi. Korato ce ynpasnseaT MOTODHH IIPEBO3HH CPeJCTBa Witk ¢¢ paGoTH ¢ MaluHK, TpsbBa 1a
Ce MMa NMpeABHA, Y€ NOHAKOra MOXE Ja B3HHKHE 3amaifpaHe Win yMoOpa 1o BpeMe Ha JICYCHHC C
Kanaecaprad HCT Axrasuc.

4.8 HexelaHu JeKapeTBeHH PeaKIHH

Ilpa KOHTPOIHPaHH KIMHHYHH H3MTHTBAHHA C KaHIECAPTAH LMIEKCETHI/ XHAPOXIOPOTHAZH]
HeXEJIAHWTE peakiHy ca OMMp TekH H npexoAHH. YecToTara Ha NpeKECBaHE HA JICYEHHETO MOPaaH
HexeIaHH chOMTHA € MoAo6HA NP KAHAECAPTaH LIIEKCETHY XHApoXnopoTHasua (2,3 - 3,3 %) u
miatebo (2,7 - 4,3 %).

Ilo BpeMe Ha KIMHHYHHTE H3MHTBAHHA C KAHACCAPTaH LIIEKCETHY XHAPOXIOPOTHASHA, HEKEIIAHHTE
peakiiHi ce OrpaHHYaBaT IO TE3H, KOHTO ¢a cho0IaBanu MpeJy TOBA NMPH KaHAESCAPTAH LHICKCETHI
/WM XHAPOXJIOPOTHAZH.

B tabnmiaTta no-Aomny ca npeACTABEHH HEXEIAHHTE PeaKiliy Ha KaHAeCApTaH MMIEKCETHI OT
KJIHHHYHHTE W3MTHTBaHHA H MOCTMAPKEeTHHToBHA onut. B eyl 060011eH aHaIH3 Ha JaHHHTE OT
KJIMHHYHO H3NHTBAHE NPH NAIHEHTH ¢ XMOEPTOHHA, HEXEJIAHUTE PEaKLHH [IPH KaHAECApTaH
LUAIEKCETHII Ca OMNpeeicHH BB3 OCHOBA HA Y¥eCTOTa Ha He)KeNaHH CHOMTHA Ha kaHaeCapTaH
LHACKCETHN, KOATO € Hal-Manko ¢ 1 % rmo-BHCOKa OT YecToTaTa, Halmozaeawa ¢ mnatebo:

YecTOTaTa, H3NON3BaHA B TabnMimTe B Touka 4.8, ¢: MHOTO yecTh (> 1/10), vect > 1/100 no < 1/10),
HeyecTH (> 1/1 000 xo < 1/100), peaxu (> 1/10 000 mo < 1/1 000), MHoro pemkk (< 1/10000) u ¢
HEH3BECTHA 1€CTOTA (0T HATMYHHTE JaHHH He MOXe Na Ol HanpaBeHa OIEHKA).

CHcTeMo-0pranad Kiacone | YecroTa Hexenand peaknan
Hudexuun v HudecTalmm Yecra PecnuparopHa HHpexIms
HapyiueHns Ha KpsBT2 H MHoro JleBkoneHHs, HEYTPOIIEHHA H
nHMQHaTa cucTeMa penxn
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Hapymenns #a merabomiama | Maoro XunepkanieMua, XHIOHATPHEMHSA
H XpaHeHeTo peaxu
HapyiieH#s Ha HepeHaTa Yectu 3amaifBaHe/BepTHIO, rilaBoboNHe
CHCTEMA
Pecrparopuy, rpbaEH H MHoro Kaununa
MEIHACTHHAIHH HApYIOCHHA | PEAKH
CTOMAlIHO-YPEBHE MHoro T'apene
HAPYIICHHA penkn
C Juapus
HeH3BecTHA
YecToTa
XenarobunuapHH M=Horo TMoBHIDEHH “epHOAPOOHN eHIHMH, abHOpMHA
HapyIICHHA peaxH yepHOApoOHa dYHKIHA HIM XEeaTHT
Hapyieana Ha koxaTa ¥ Mmoro Aurvoenem, 06pus, yprukapss, cepbex
TOIKOXHATA THKaH penku
Hapymenus Ha MycKyIIHO- Muoro Bonka B repba, aprpanrug, MHAITHs
CKEJIETHATA CHCTEMA H peaKH
CHEMHHTETHATA ThKaH
Hapymenns na 6ubpeiprre 1 | Muoro Brbpeuno yepexnane, BRIIOUATENHO O1Opeuna
NHMKOYHHTE ITHTHIIA peaKn HEAOCTATHYHOCT MPH NOZAT/INBH NMALHSHTH (BX.

Touka 4.4)

Tabmunara no-nony npeacTaBs HEXeNAHHTE PEaKIHH NPH MOHOTEPAITHA ¢ XHAPOXIOPOTHA3HA,
OOGHKHOBEHO ¢ I03H OT 25 Mg HIIH NMO-BHCOKH.

CuHcTemo-oprannn Kiacoee | Yecrora HexelamH peaknun
Heoruraimu - C HeMenaHoMeH pak Ha Koxkara (6asamHokieTb9eH
IoOpOKaYECTBEHH, HEH3BECTHA | KapLHHOM 2}
3IOKAYECTBEHH H YecTora CKBAMO3HOKIEThYEH KAPIHHOM
HEONPEAC/eHH (BKJI. KUCTH M
HOJIMONA}
HapyiueHHs Ha KpLBTa H Penxn Jlesxonenns, HeYTPOIICHHSA/arPaHYIOLMTO34,
namdHaTa CHeTeMa TPOMOOLIHTONIEHHS, ATUIACTHYHA aHEMHS, MOTHCKAHE Ha
YHKLMATA HA KOCTHMA MO3BK, XeMOTHTHYIHa aHEMHUA
Hapymwenns Ha uMynnata Penxn AHa(pHNaKTHIHA peaKLHH
cHcTeMa
HapyweHnua Ha Merabonusma | Yectn XHINEpPrIIHKEMHA, XHIIEPYPHKEMHA, eKTPONHTEH
H XPaHEHETO Iucbanalc (BTIOUHTENTHG XHIIOHATPHEMHS H
XMIIOKAJTHEMHA)
INecnxuwHA HapyImeHns Peaxn Hapyiuenus Ha cbHi, Aenpecis, GeanokoiicTBo
Hapymenus Ha HepBHaTa Yect 3amaiiBane, BEpTHIO
cHCTEMA
Penxn TlapecTesuu
HapymeHns Ha ounTe Penxu IIpexonHo 3aMBIJICHO 3PCHHE
C OcTpa MHOMHA, OCTPA 3AKPHTOBFBJIHA TIIAYKOMA,
HEH3BECTHA XOpOHAANEH H3JINE
ChpedHH HAPYIICHHA Penxu ChpaeyHH apHTMHH - 5 N >\ 7
CuaoB HapyleHHs Heuectn OpToCTaTHYHA XHIIOTOHHA \ AN
Penku Hexporasupam aHraur (
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PecrmpatopHu, rppaHH U Pemaa PecniupaTopen aucTpec (BKIIOYHTEIHO THEBMOHHT H

MEARACTHHANHN HAPYICHWS Genonpolen OTOK)
CroMalllHO-4peBHH Heyectn AHopekcH1, 3ary0a Ha aneTHT, CTOMAaIIIHO Apa3HeHe,
HApYIICHHS THapHs, 3aNeK

Penxu HaHkpearHT
XenaroSunuapHu Penxn JKBTeHHIa (HHTpaxenaTaiHa XoNecTaTHIHa
HAPYIIEHHS WBIITEHHIIA)
Hapyinenns Ha koxata 1 Hegectu OGpue, ypTHKApHA, peaKiid Ha (POTOUYBCTBHTEIHOCT
NMOAKOKHATA ThKaH

Penxn TokcruHa MHASPMAIHA HEKPONH3a, KOXKHH PEaKIHH,

no00HH HA IYTTYC €pPHTEMATO3YC, peaKTHBHPAHE Ha
KO>KEH JIYILyC €pPHTEMATO3YC

Hapymwenus Ha MycKynno- Penxn Myckynen cnassm
CKeJIeTHAaTa CHCTEMA H
CHEAMHHMTETHATA ThKaH
HapyuwreHus Ha 6n0penpre n | Hectn I'moxo3ypHA
[IMKOYHHTE MLTHINA
Peaxu Brlpeuna aucdyHKuns 1 HHTEPCTHIHATICH He(puT
O6mn Hapymienns 1 edpextr | Yeetn Cnaboct
Ha MACTOTO Ha NPWIOKEHHE
Penxu Tpecka
Hicnepsanus Yectu IopumieHHe Ha XONECTEPONna H TPHTITHLIEPHANTE
Pepxu TMopumenye Ha BUN u cepyMen kpearniuu

Onucanue na w3bpanu HeXCeranu peaxyuy

HemenaHomeH pak Ha koxxaTa: B13 0CHOBa H2 HAIHYHKUTE AaHHH OT SMHACMHOIOTHYHH NIPOYYBAHHUA &
HaGMmonagaHa 3aBUCHMA OT KyMyJIaTHBHATA 1032 Bpb3ka Mexay XX T3 u HMPK (ex. csuio Toukn 4.4
H 5.1).

Crobimapane Ha ONO3MPaHH HEXKENAHH PeaKLHH
CrobmasaseTo Ha MONO3MPAHH HEXENaHK PeaKLMH clie/] paspellaBaHe 3a YoTpe6a Ha JeKapCTECHHA

NpOAYKT ¢ BaXHO. TOBa MO3BOIABA Aa NPOABDKE HAGMIONEHHETO HA CHOTHOIIECHHETO TIOJI3a/PHCK 38
JeKapcTBeHW! NpoAYKT. OT MEAHIMHCKHTE CTIEHHATMCTH Ce H3UCKBA Jja ChOOLIABAT BCAKA
NOIO3HpaHa HeXellaHa peakilda upes HamenHUTeNHa areH1s [0 JieKapeTraTa; yi. ,Jlaman I'pyes”
Ne 8, 1303 Codwms, Ten.: 02 8903417, yeGeaiiT: www.bda.bg.

4.9 Ilpenozupane

Cumnmomu

Bw3 ocHOBa Ha (apMakoNOrHIHH choOpaXKeHH, € Hali-BepOATHO OCHOBHATA NPOABA Ha NpeIo3npaHe
HA KAHAECapPTaH nunexceTil Aa ObAe CHMITTOMATHYHA XHIIOTOHHA M 3amMaiipane. 1Ipu ornenHn
cbob1menHa 3a npeao3rpane (7o 672 mg KaHIecapTaH LHISKCCTH) NALHEHTUTE ¢4 CC BB3CTaAHOBHIH

Be3 npobnemu.

OcHOBHAaTa NpoABa Ha Mpefo3HpaHe HA XUAPOXJIOPOTHAZHA € OCTpa 3aryba Ha TEYHOCTH H
enexrpondTi. HaGmonagass ca Chine H CUMITTOMH, KaTO 3aMaiiBane, XHAMOTOHHA, JKaXKIa,
TaXHKapAuA, BCHTPUKYZapHH apUTMHK, CeJalki/yBpEAeHO Ch3HAHHE H MYCKY/THH CIT

Jevenue

Hama cneumduuna uubopMalyst OTHOCHO eUeHHETO Ha npenoskpane ¢ K
tabnerxu. [Ipennarar ce o6ave creaHHTE MEPKH NPH [IPEAO3HPAHE. £k
Koraro e mokasaHo, TpafBa J1a ce HMa NpeBUA NPSAMIBHKBAHE HA TOBPHIaRe M 1%
NPOMHBKA. AKO FE3HHKHE CHMITTOMaTHYHA XMIIOTOHHSA, TpAOBa Ja ce npeamnp! {?@ ¢h
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TieYcHHE H JIa ¢e NPOCTIeAABaT XKi3HeHHTe noka3aTey. IlauueHThT Tpa6pa 1a ce CIIokKH B JICTHAIO
MOJIOXKCHHE C© MOBAHTHATH Kpaka. AKO TOBa He € JIOCTATHYHO, IU1a3sMeHuaT obeM TpabBa na ce
YBEJTHYH 4pe3 HHQY3HS Ha W30ToHMYeH Gu3HoNMorAdeH pa3rsop. Tpabea Aa ce mpocneadBaT 1 1a ce
KOPHTHPAT CCPYMHHTE €IEKTPOJIHTH H aNKaIHO-KHACeNHHHuA OaaHe nps HeobxoauMocT. AKo
TOPHHTE MEPKH HE ¢a JIOCTATHYHH, MOXE N1a e MPHIOKAT CUMIIATOMUMETHYHH JICKApCTBEHH
MPORYKTH.

KanpecapraH He Moske Ja ce OTcTpaHH 4pe3 xemoquanuza. He e H3BecTHO /IC KakBa CTeNeH
XHAPOXJIOPOTHASHJ CE& OTCTPaHABA Ypes XEMOMATIH3a.

5. ®APMAKOJIOTHYHH CBONCTBA
5.1 ®apmaxoIHHAMHYHH CBOHCTBA
apmMaKOTepaNeBTHYHA Mpyna: AHTArCHHCTH Ha anruotensiH I + nuypervum, ATC xoa: CO9DAOS

Aurvorensuu I e oCHOBHUAT Ba30AKTHRER XOPMOH HA PEHUH-HTHOTCHIHH-ANA0CTEPOHOBATA
CHCTEMa H TOH Hrpae pois B NaTOGH3HOMOTHATA Ha XHIIEPTOHHATA H APYTHTE ChPACHHO-CHAOEH
Hapywenus. Tol Arpae chio pons 3a NaToreHesaTa Ha OpraHHaTa XHOEPTPOGHA H XpaHHOTO OpPraHHO
yBpexaade. OcHOBHHTE (H3HONOTHYHM etextTH Ha aHMHOTeH3HH II, KaTo Ba3OKOHCTPHKIMHA,
CTHMYJIALIASA HA AANOCTEPOHA, peryyalua Ha XOMeocTasaTa Ha CONTa H BOJaTa M CTHMYJ/IHpake Ha
KIEThYHHA pacTex, ce Menunpart ypes Tan 1 (AT:) peuenrop.

Kangecapran nuneKkceTin € NpeKypeop, KOHTo 6Bp320 ce MpeBphia B aKTHBHOTO JIEKaPCTBO
KaHJIECAPTaH Ype3 ecTEPHA XHIPONH3A [0 BpeMe Ha pe3opOIMATa OT CTOMALIHO-YPEBHHS TPAKT.
Kanpecapran e AIIRAs, cenextuien no ornomenue #a AT penenrropuire, KORTO e CBEP3BA 3IPaBo W
ce AHcOLMMpa 6aBHO OT penenropa. Toil He NPUTEXKABa AaTOHACTHYHA AKTHBHOCT.

Kannecapran He nosnnasa ACE win apyrire eH3HMHH CHCTEMH, CBBP3aHH OOHKHOREHO ¢
ynorpebara Ha ACE naxuburopu. Toii kaTo He 0Kka3Ba edeKT BEpXY pasrpaXJaHeTo HA KHHHHHTE
HJIH BEPXY MeTaboNu3Ma Ha GPYTH BeIecTsa, Hanp. cybcranumd P, Maiko BEPOATHO € NPHIOKEHHETO
Ha AITRAs na e cepp3aHo ¢ Kauuthoa. IIpH KOHTPOIHPaHH KIHHHYHHA H3IHTBAHHA, CPABHABAIH
KanpecapraH muekcerun ¢ ACE HHXHOMTOpPH, YecToTaTa HA Kauunua € 61ia no-HucKa NpH
TIallHeHTH, NOTy4aBallld KaHAecapTan wwiekceTin. KangecapTal He ce cBbp3Ba M He GOKMpa ApyTH
XOPMOHAIHA PEUETOPH UK HOHHI KaHANM, 33 KOUTO € W3BSCTHO, Ye ca BAKHY 33 CLpASUHO-
CbROBATA perynamd. AHTAarOHH3MET ¢ AT pellenTOpHTe BOIH A0 A0303ABHCHMO NIOBHIICHHE HA
TUIa3M¢HHTE HHBA HA PSHHHA, HUBATA HA AHTHOTEH3HH | 1 aHrHoTensms I v 1o HamaneHHe Ha
ILTA3MCHATR KOHIICHTPAITHA HA ATI0CTCPOH.

EdexTrre Ha kanaecapTaH 1unekceTh 8 - 16 mg (cpeana nosa 12 mg) BeAHBXK AHEBHO BHPXY
CHpIEYHO-CH0BATa 3a00MEBAEMOCT H CMBPTHOCT Ca OLICHEHH B €JHO PaHAOMH3IHPAHO KNHKHYHO
H3NHTBaHE ¢ 4 937 nalMeHTH B crapuecka BL3pacT {Ha Bb3pacT 70 - 89 roaunn, 21 % Ha Bu3pacr 80
WM [I0BeYe) C JieKa A0 YMEPEHa XHIIEPTOHNS, IpocneaseanH cpeaHo 3,7 ronuns (Study on Cognition
and Prognosis in the Elderly). [Tammenture ca nonyyasanu kanaecapran win ruaneGo ¢ aoGaseno
Ipyro aHTHXHNEPTEHIMBHO JIEYEHHE CNOPE/l HYXKIHTE. APTEPHANIHOTO HAIATAHE € HAMATIEHO OT
166/90 na 145/80 mmHg B rpynara ¢ xaHnecapras u ot 167/90 na 149/82 mmHg B xoHTpONTHATA
rpyna. Hama craTucTHIeckn 3HaYMMa paziiuka B TLPBOCTENEHHATA KpaliHa To4YKa, OCHOBHHTE
CHPAEYHO-CH/IOBH CHOMTHA (CHPACYHO-CHAOBA CMBPTHOCT, HENETANICH HHCYIIT B HeJleTalleH
MHoKapaeH HHbapkT). Peructpupanu ca 26,7 ch6uTha Ha 1 000 nanmeHTOTOQHHH B rpynarta ¢
KaHAecapTaH B cpagHeHMe ¢ 30,0 cuOuTia Ha 1 000 nmaupeHTOroAMHN B KOHTPONIHATA IPYIIA
(otHOCHTENEH puck 0,89, 95 % CI1 0,75 mo 1,06, p =0,19).

Xunpoxnoporrasu] HHXHOKpa aKTHBHATa peabeopOims Ha HaTPHl, NpeauM
6p6peunu TYOYNIH, H CTUMYJIHPa €KCKPELHATS HA HATPHIA, XJIOPHIH H BOJA.
HAa KaJAH H MarHesuii ce yBenu4aBa A0303aBHCHMO, a KAILHAT ce peabeopb:
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XHAPOXTIOPOTHA3K/] HAMANIABA I1a3MEHHA 00EeM M EKCTPaLeIyIapHATA TeHHOCT H HAMAABA
ChpAEUHHA J€OHT U apTepHAIIHOTO HasArane. [IpH NpoALMLKMTENHa Tepants, HaMaNcHaTa nepupepHa
PE3HCTEHTHOCT NONPHHACA 3a NOHIKEHHE HA apTEPHATHOTO HAJIATAHE.

T'onems KTHEHYHI H3MMKATBAHHA Ca MOKa3anH, 4Y¢ NpOABMKMTCITHOTO JICUYCHHE © XHAPOXMOPOTHA3HA
HaMajdBa pHCKa OT CHPACYHO-CBAORA 3a0016BaEMOCT H CMEPTHOCT.
KanpecapraH ¥ XuApoXmOpOTHAZHA HMAT AHTHEHH aHTHXHIIEPTCH3UBHH e(eKTH.

Tlps naipieHTH ¢ XMNepTOHRA, KAHZecapTal WHIEKCETHV XHAPOXIIOPOTHA3HA TablIeTKH BOAAT A0
J10303aBHCHMO H MPOTB/DKHTETHO HaMANEHHE Ha APTEPHAIHOTO HanaTaHe 6e3 peduiekTopHO
YBEIHUCHAE Ha ChpASHHATa YecToTa. HaMa AaHHM 3a cepHO3HA WIH NIPEKOMEPHA XHITOTOHHA [IPH
ITpBa /1032 WITH pedayHa edexT ciiea NpekpaTaBaHe Ha iedeHHeTo. Criell NpHIokeHHE Ha eHHHYHA
NO33 KAHAECAPTaH WIEKCETH)/ XHAPOXIOPOTHA3H Ta0RECTKH, HAYANO0TO HA AHTHXHIICPTEH3UBHHS
edext oOHKHOBEHO 3amoyBa 10 2 yaca. IIpH MPOABIKHTENHO JIeYeHHE, Hal-roIMO HaManeHHe Ha
APTEPHANHOTO HaNATaHe ¢€ HOCTWFA SO YETHPH CeIMHLIM H ce NIOAIbPXKa N0 BpeMe Ra
NPOABDKATENHOTO Nedenne. Kanaecapran mMinexceTw/XHApOXI0poTHA3KH TabNeTKH BEIHEX AHCBHO
OCHTYPARAT eeKTHBHO ¥ NNABHO HOHIKEHHE Ha APTSPHANHOTO HANATAHE B DPOABIDKCHIE Ha

24 uyaca, ¢ MOIKA Pa3THKE MEXKY MAKCHMAJTHHTEe H MHHWMAJIHHTE ebeKTH NO BpeMe Ha HHTEPEaNa Ha
ao3upase. B exHo ABOiHO-CIANG pAHAOMHZMPAHO KNHHAYHO H3NWTRAHE, KAHACCAPTAH
IIeKceTHN/XHApowIopoTHaz#d 16 mg/12,5 mg TabneTKH BegHEXK JHEBHO NOHIDKABA 3HAYMMO
[0BEYe APTEPHATHOTO HATATAHES M KOHTPONHPA 3HAYMMO NOBEYE NALMCHTH, OTKONKOTO
KOMOHHALMATA JIO3aPTaH/ XHApoXTopoTHasH] 50 mg/12,5 mg BeAHEK AHEBHO.

[py ABOHHO-CIIENM, PAHAOMM3HPAHH H3NHTBAHHA, YECTOTATa HA HexXeaHuTe cubuTHS, 0cobeHO
KalumyuaTa, € No-HHCKA IIPH JIEYCHHE ¢ KaHaecapral MJIGKCCTPU’[/ XHAPOXTTOPOTHAIHA, OQTKOJIKOTO NPH
nevenre ¢ kombuHauyu Ha ACE HHXHOMTOPH H XHWAPOXNIOpOTHA3M.

B nBe KNHHHYHH HINHTBaHHA (PaHAOMU3HPAHH, ABOHO-ClenHy, Iatebo KOHTpOAHpaHH C NApalelHH
rpynH), Bmousamy 275 u 1 524 panaoMH3HpaHH NALMEHTH CHOTBETHO, KOMOHHALMKTE C
KaHzecapTaH LENeKceTw/XunpoxnopoTrasra 32 mg/12,5 mg 1 32 mg/25 mg BOOAT A0 MOHWKEHHE
HA apTepHANHOTO HanAraHe or 22/15 mmHg 1 21/14 mmHg ¢hOTBETHO M €A 3HAMHMO M0-¢hEKTHBHH
OT CBOTBETHHTE MOHOKOMIIOHEHTH.,

B eaHO paHAOMH3HPAHO, ABOMHO-CIIANO KIIHHHYHO M3MIMTBAHE C APAJIe/IHH IPYIH, BKIOYBAIIO
1 975 paHIOMU3MpPAHH NALMEHTH, KOHTO HE CE KOHTPOJIHPAT ONTHMAIHO ¢ 32 mg KaHAecapTaH
LHICKCETIII BEAHBK JHEBHO, £00aBgHeTO Ha 12,5 mg wiH 25 mg XMAPOXIOPOTHA3H] BOAH JO
ZOMBITHHTENHO MIOHIDKEHAE Ha apTepHanHoTo Hanfrade. KomOnHaumaTa Ha kaHaecapraH
ITHJIEKCETHI/ XHAPOXTIOPOTHA3HA 32 mg/25 mg e 3HaYUMO No-e(PeKTHEHA 0T KOMOHHALMSATA

32 mg/12,5 mg, karo o6mOTO CPEeAHO MOHWKEHHE HA apTePHATTHOTO Hanqrase € 16/10 mmHg u
13/9 mmHg croTBETHO.

Kanpecapran uinekceTWL/ XHAPOXIOPOTHAZMA NPHTEXAEA 0100Ha e)eKTHBHOCT HE3ABHCHMO OT
BB3PACTTA H I0NIA HA MALHEHTHTE.

ToHacToALIEM HAMA NaHHH 3a ynoTpe0aTa Ha KaHJECApTaH LHIEKCETH/ XHAPOXIOPOTHAZH] NPH
nauxenTy ¢ 666peuno safonssane/HedponaTiis, HaManeHa NEBOBCHTPHKYAHA HyHKIMA/3aCcTOWHA
ChPACYHA HEAOCTATHYHOCT H CNIEIl MMOKAPAEH MH(APKT.

JlBe roneMu paHAOMH3HpaHH KoHTpoaupand npoyusanns — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texymo rnoGanso 832
KpaiHH TOYKH Ha Te/IMHCAPTaH, CAMOCTOATEIHO H B KOMOHHALNA ¢ PaMHIPIT) H YA
(KoraH4HO nmpoyuBaHe CEBP3AHO C PasBHTHE Ha HedponaTua npu auaber, TPOREHSR
MHHHCTEPCTBO MO BRIIPOCHTE HA BETEPAHMTE) — IPOYYBAT yrioTpebaTa Ha KoM§
HHXHOMTOp M anruoTensud [I-penenropen Girokep.
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ONTARGET e npoyusane, nposeJeHo NpH NAlMEHTH ¢ AaHAMHE3a 33 CHPACTHO-CHI0BA WIH
MOZBMHOCHAOBA GonecT, Wik 3axapeH muaber Tun 2, NpHAPYXCHU ¢ JAHHH 33 YBPEXKAaHe Ha
eexropun opraii. VA NEPHRON-D e npoyusase npH NaUMEHTH Che 3axapeH AxabeT Tan 2 1
nnaberHa HedponaTha.

Tezu MpoyuBaHHA He MOKA3BaT 3HAYHM GraronpusteH edekT BepXy GrOpeunHTe W/ ChHpAEUHO-
CBAOBHTE MOCIEAHUN H CMBPTHOCT, KATO ChLUEBPEMEHHO ca HaOMOAaBaHK NOBMILECH PHCK OT
XHIEPKATHEMHA, OCTPO YBpexaaHe Ha 61b0petiTe IW/sUIH XHIIOTOHHA B CPaBHEHHE C
MoHoTtepanuaTa.Karo ce uMar npeapun cxonunTe uM dhapMakoaHHaMHUHH CBOHCTBA, TE3H PE3YITATH
ca npHNokHMH W 3a 1pyri ACE sanxu6uropu u anrHotenzuH Il-penenropiu 6JiokepH.

ACE nmxubnrops H aHTHoTeH3uH [I-peuentopun 6nokepy creaopatenHo He Tpabba Ja ce m3nonssar
€ZIHOBPCMEHHO TIPH MalMeHTH ¢ Auaberna KedponarTus

ALTITUDE (KiHMHRYHO NpoyYBaHe MPOBEAEHO ¢ AMHCKHPEH IIPH NANMEHTH Che 3aXapeH Auaber

THII 2 ¢ M3MOJIZBAKE HAa CHPAEYHO-CHAOBH H GBOpeusr 3a60ABaHAR KATO KpaiHu TOUKH) €
Npoy4BaHE, NPEAHASHAYCHO 13 H3CIEABA N0/13aTa 0T 106aBAHETO Ha AJIHCKHPEH KBM CTaHAaPTHA
teparmia ¢ ACE muxuburop vwnu anrnoredsuH ll-peuentopen 610kep npH NalHEHTH ChC 3aXapeH
auabet Tun 2 ¥ XpoHHUHO Gu6peuHo 3abonaBane, crpAeuHo-ChAOBO 3a00/1ABaHe HAH K ABETE.
ITpoyuBaHeTO € NPEeKpaTEHO MPEXXACRPEMEHHO MOpPaiH MOBHIICH PUCK OT HEGIArONPUATHH
nocneauiy. Kakro chpaevHO-CHAOBATA CMBPT, TaKa H HHCYJITBT Ca N0-4eCTH B MPYTATa Ha
AITHCKMPEH, OTKONKOTO B IPYNIATa Ha [iauebo, a npeAcTapisBalluTe HHTEPEC HeXelaHH ChOMTUA U
CePHO3HM HeXENaHH CH0MTHA (XUTIePKANHEMHS, XHOTOHMA ¥ ObGpedHa AnchyHKINA) ce chodmarar
NI0-Y€CTO B TPYNaTa Ha alMCKHUPeH, OTKONIKOTO B rpymnara Ha miaue6o.

Hemenanomen pax na xoxcama

B13 OCHOBA Ha HANHYHWTE JaHHH OT MMACMHUOJIOTHYHH MPOYYBAHHA © HabmoJaBaHa 3aBHCHMa OT
KyMyJaTHBHaTa J103a BpB3ka mexay XX T3 u HMPK. Enno npoydrane BKIIOYBa NOMYIA0#A, CHCTOALNA
ce ot 71 533 ciy4an na BKK n 8 629 cryuan na CKK, 1 nonmynauss or cvorsetro 1 430 833 1 172 462
noAxoasuy KoHTpory. Bucokara ynotpeba Ha XXT3 (kymymarnero =50 000 mg) e cBbpsaHa ¢
xopurupan OR 1,29 (95% JIH: 1,23-1,35) 3a BKK 1 3,98 (95% JIH: 3,68-4,31) 3a CKK. Habmonasana
€ SICHa BpPB3Ka KyMYJaTHBHa 103a-0Trosop Kakto 3a BKK, Taka n 3a CKK. J[pyro npoy4eate nokassa
BB3MOXKHA BpPB3KA MeXKAY paka Ha yerHHTe (CKK) M ekcriosuumaTa Ha XXT3: 3a 633 cirydaH Ha pak Ha
YCTHHTE ¢ moaOpaHa tomyinaia oT 63 067 noaxoAdmE KOHTPONH, KATO Ce H3MOJ3Ba CTpaTerHd 3a
B3EMaHe Ha TpoOH, ompedeneHa OT pucka. JIeMOHCTpHpaHa € Bpb3Ka KyMyJaTHBHA /03a-0TTOBOp ¢
xopurupas OR 2,1 (95% [K: 1,7-2,6), napactsam 1o OR 3,9 (3,0-4,9) 3a eucoka ynotpeba (~ 25 000
mg) u OR 7,7 (5,7-10,5) 3a Hali-BHCOKATa KyMYyJIaTHBHA A032

(~ 100 000 mg) (Bx. cbImo TOuKa 4.4).

5.2 ®@apMaKOKHHETHHE CBOHCTBA

EnroBpeMeHHOTO NpHIOKEHHE HA KAHAECAPTAH LMAEKCETH M XHAPOXJIOPOTHA3HA HE OKA3Ba
KIHHIYHO 3Ha4HM edeKT BhpXY (apMacOKHHETHKATA HA BCEKH €JUH OT JIEKAPCTBEHHTE NPOMYKTH.

Abco H pa3y eNeHne

Kanoecapman yunexcemun
Cnep nepopalHO PHIOKEHHE, KAHAECAPTaH LAJICKCETHN Ce NMPEBPBILA B AKTHBHOTO BEILIECTBO
KaHfecapTa. AGcomoTHaTa GHOHANHYHOCT Ha KaHgecapTa € npuOmusuTenHo 40 % cnen
yniorpebara Ha pasTBOP 3a NepPOPaHO NPHIGKEHNE HA KaHaecapTaH WiviekceTH. OTHOCHTeIHaTa
OGHoHANMYHOCT Ha TabmmeTHa GopMa Ha KaHASCapTaH LIEKCSTH B CPaBHCHHE ChC CRUIMA PA3TBOP 3a
NepopanHo NpHIoKeHHe & npubmsnTenHo 34 % ¢ Maoro Manka sapuabuwiHoct. Cpeanara
MaKCHMaJTHa IUlasMeHa KoHeHTpaims (Cmsx) ce focTHra 3 - 4 yaca cnejl pHeMa Ha Tal
[nasMeHHTE KOHIEHTPAUMH Ha KaHAecapTaH ce yBe/IHUaBaT IWHEeHHO ¢ YB
TepaNeBTHYHHTE J030BH rpaHniy. He ca Hab/moiaBaHy pasiifki, CBBP3aHH ¢ ngAa,
(apMakokHHeTHKaTa Ha KaHpecapTad. [LnomTa noa KpHeara [U1a3MeHa KOH1le
Ha KaHAecapTaH He ce MOBJIHABA 3HAYHMO OT XpaHa.
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Kannecaprak ce cBnp3Ba BEB BHCOKA CTETICH ¢ TUIa3MeHHTE TIPOTEHHH (Han 99%). IIpueuanpaT obem
Ha pasnpeAeneHne Ha kaHaecapran e 0,1 kg,

Audpoxnopomuqzud

XuapoxnopoTHaznj ce pezopbupa 6B5p30 OT cTOMANIHO-YPEBHHA TPAKT ¢ a6COMOTHA GHOHANHYHOCT
ot npubmsuTenHo 70 %. EaHoBpeMeHHMST pHEM Ha xpaHa yBeJiyaBa abcopOupsaTa ¢
TpHONI3HTENHO 15 %. BHORANHYHOCTTa MOsKe A4 C€ HAMaTX NPH [ALHEHTH Ch¢ ChpAeYHa
HEROCTATBYHOCT H H3pa3eH OTOK.

Crbp3BaneTo Ha XHAPOXIOPOTHAZHA C [UTA3MEHHTE IPOTCHHH ¢ IpHOMrsHTeRHOo 60 %. [IpunanasT
obem Ha paznpezenenne € npubmusurento 0,8 Vkg.

Brorpau M. H eITHMHHHpAaHE

Kanoecapman yunexcemun

KanpecapraH ce enuMHHHpa NIpeIHMHO B HENPOMEHEH BHJ| C YPHHATA M XKTHYKATa ¥ CaMO B MaJIKa
CTENEH ce 0TAENA upe3 YepHoApoGeH MeTabommseM (CYP2CY). HanuuHHTE H3NMTBAHHSA HA
p3aHMMOAIHCTBHATA He tokasBar epekT Bbpxy CYP2C9 u CYP3A4. Br3 ocHOBa Ha JIaBHH in vitro He
€€ OYaKBa BPH3HHKBAHE HA B3aHMOACHCTBHE in Vivo ¢ JIEKAPCTBEHH NIPOAYKTH, HHHTO METabO0IHIBM
3aBHCH OT M30€H3HMHTE Ha LHTOXpoM P450 - CYP1A2, CYP2A6, CYP2CY, CYP2CI19, CYP2D6,
CYP2E] wm CYP3A4. TepMHHANHHAT NOIY>KMBOT Ha KaHJecapTaH e mpHOmsaTento 9 yaca. Hama
KYMYJIHMpPaHe e[ MHOrOKpaTHO npunokeHne. [lomyxMroTeT Ha KaH€capTaH OCTaBa HEMPOMEHEH
(npubmusurenno 9 h) cnen npwiokeHwe Ha KaHIECAPTAH LIMTEKCETHN B KOMOHHAIHA C
xuapoxnopotasua. He ce Habmonara JOTBNHHTENHO KyMYJIMpaHe HA KaHJiecapTaH cJiell
MHOTOKPAaTHH I03H Ha KOMOMHAIIHATA B CpaBHEHHE C MOHOTEPAITHS.

O6muAT nnasMen KIMPBHC Ha KaHaecapTaH e okono 0,37 mi/min‘kg, a GEOpeUHHAT KITHPBHC - OKOIO
0,19 ml/min/kg. bu6peunoTo eNHMUHMpPaHE HA KAHAECAPTAH C& H3BBPUIB2 Upe3 IIOMEPYHa
dwrrpanus 1 axTHBHA TYOyHa cexperma. Cllen nepopaiua aosa Ha “C-Genssan kaHgecapTaH
mHneKceThn npubausurento 26 % oT Kos3arta ce OTAens B ypHHaTa nol $opMaTa Ha KanaecapTad U

7 % KaTo HeakTHBeH MeTabouHT, a npubnuanTenHo 56 % OT 103aTa ce OTKPHBA BHB (EKATHUTE KATO
KaHjecaprad H 10 % kaTo HeakTHBEH MeTabOIHT.

Xudpoxnopomuazud

XuApoxnopoTHa3HJ He ce MeTaboIH3Hpa U ¢e EKCKpeTHpa MOYTH HAITRIHO KaTO HEHPOMEHEHO
NEKAPCTBO 9Pes IoMepyJiHa GHNTpalisA H akTHBHA TyOyaHa cekpeld. TepMuHanHUAT NONYKHBOT
Ha XMAPOXJIOPOTHA3HE € NpHONu3uTenHo § gaca. [Ipubnusurenno 70 % oT nepopaiHaTa Ao3a ce
€THMHHHMDA C YPHHATa 70 48 vaca. [lomykmMBOTHT HA XMAPOXIOPOTHAZHI OCTABA HEIPOMEHEH
{npubmusurenHo 8 gaca) cnes npuiIokKeHHe Ha XMAPOXIOPOTHA3HA B KOMOHHALIMA C KaH/ecapTaH
wtexcerdwn. He ce HabmonaBa JOMBIHMTENHO KyMYITHpaHe Ha XHAPOXJIOPOTHA3ZHA SIS/
MHOTOKPaTHH JIO3H Ha KOMOHHALMATA B CpaBHEHHE ¢ MOHOTEpAIHI.

@apmalcomne'mxa npy CHENHANHH_NOITYJIaIIHH

Kaunoecapman yunexcemun
[lpu nwua B cTapyecka sb3pact (nan 65 roauun), Cmax: ¥ AUC Ha kanpecapral ca yseauueHu
npuGnmsHTeHO ¢ 50 % M 80 % cHOTBeTHO B cpaBHEHHe ¢ Maau HHAWBHAH. OTroBOPBT Ha
apTEPHATHOTO HAJIATAHE H YeCTOTATa Ha HexkenaHuTe chOHTHA 0bade ca moAoOHH clleA JaneHa no3a
KaHAecapTaH IUIEKCETHI/ XHAPOXIOPOTHA3H TabeTKH NPH MNTajii NALHEHTH H MAIMeHTH B
CTapuecKa BB3pacT (BXK. Touka 4.2).

Ipu nanmenTH ¢ nexo a0 ymepeno 6u6peuno ypexaane Cmx H AUC Ha xanaeca
TIPH MHOTOKPATHO NpHIoxkeHHe ¢ npuGmmsuTento 50 % u 70 % cHOTBETHO, HO T8
TMOMY>KHBOT HE Ce NPOMEHA B CPABHEHHE ¢ MALHEHTHTE ¢ HOpManHa GE0peyHa ¢

DK/MH/1838/001-0041B/MAH transfer
15



616pedHo yBpexaane. PapMakoKHHETHKATA NPH AALMEHTH Ha XeMOAMAlTH3a € NIOJ00Ha Ha TasH MIpH
6onmmauTe ¢ Texko Ou0peuHo yspexaane,

B npe KNMAMYHI W3NHTBAHHSA, BKNIOYBALIH NAUHEHTH ¢ JIEKO 10 YMEPEHO HEPHOAPOOHO yBpeKAAHE,
ce ycTaHOBABA yBenHueHHe Ha cpeanara AUC Ha xaHzecapras ¢ npubmuzarento 20 % npyu eaHoTo
mnuTeane U ¢ 80 % npu apyroto (Bxk. Touka 4.2). Hima ONAT NpU NBMMEHTH ¢ TEXKO YepHOAPoLHO

YEpeXaaHe.

Xudpoxnopomuazud
TepMUAATHHAT NOMY>KHBOT Ha XHAPOXNOPOTHA3HA € YILIDKEH TIPH NallHeHTH ¢ 6p0pedHo yBpek/aane.

5.3 IlpeaxIAEHEYHA AAHHAH 32 6£30MACHOCT

Hsma xadecTBeHO HOBH TOKCHYIHH HAXOIKH ¢ KOMOHHAIMATA B CpaBHEHME ¢ HabmoAaBaHUTE NpH
BCEKHM KOMIIOHEHT MOOTAENHO, Hpy Npe A THHHYHHTE U3NTHTBAHHA 3a Ge30macHOCT € YCTaHOBABAT
edexTH Ha caMHs KaHZecapTaH BLB BUCOKH A03H BbPXy GbOpeniTe H BEPXY NOKasaTeuTe Ha
YepBEHHUTE KPHBHH KJICTKH NPH MHILKH, [UTBXO0BE, KyueTa 1 Matimynn. Kanjecaprad npeu3Buksa
TIOHWKECHHE HA TIOKA3ATENNTE Ha YePBEHWTE KPBBHH KNeTKH (epHTPOLMTH, XeMOTIIO0HH, XEMaTOKPHT).
Edexrure pepXy 656peunTe (Hanp. perenepaipid, qunataims i 6azodring B TyOynuTe; yBeauueHH
IUIa3MEeHH KOHUEHTPALHH Ha YPes H KPEaTHHHH) C€ HHAYLIMpAT OT KAHECapTaH, KOeTo Moke Ja 6bae
CIEACTBHE OT XHNOTCH3HBHHA eeKT, BoAely Ao npomeHH B Gu0peunata nepdy3ns. HobapaHero Ha
XHMAPOXJIOPOTHA3H], NOTEHUHPA He(PPOTOKCHIHOCTTA Ha kKaHaecaprad, OcBeH ToBa, KAHAECapTaH
HHAYLIHPA XHIEPIVIa3HY/ XunepTpod s Ha IOKCTAIIOMEePYIHHTE KieTKH. CuiTa e, e Te3n NPoMeHH
ce IPHYHHABAT OT (apMaKONOrHYHOTO CHCTBHE Ha KAHAECAPTAH H ca C He3HAYMTEIHA KNHHHYHA
PEACBaHTHOCT.

Hatmonasana e eToTOKCHIHOCT Ha KaHaecapTaH B kKbcHa OpeMeHHoCT. JloOaBaHeTO Ha
XHIAPOXTIOPOTHA3HA HE NIOBIHABA 3HAYHMO PE3YNTATHTE OT H3C/IEIBAHHATA Ha (JeTaHOTO PASBHTHE
NPH ILIBXOBE, MHIIKH KK 32l (BxK. Touka 4.6).

Kangecaprad 1 XHAPOXJIOPOTHAZK] OKA3BAT FreHOTOKCHYHA AKTHBHOCT B MHOFO BHCOKH
KOHLIEHTPAMH/ 103K, JlaHHK OT W3cheBatHd Ha FeHOTCKCHMHOCTTA in ¥ifre M in vive TIOKa3BaT, be ©
MaJIka BePOATHOCTTA KAHISCAPTAaH H XHAPOXJIOpOTHA3H] 12 HMAT MYTATeHHa MJIH KJ1acTOreHHa
aKTHBHOCT B YCIIOBHATA HAa KJTHHHYHA ynoTpela.

HsaMa aaHHH HAKOE OT CheIMHEHHATa Aa € KAHLICPOTeHHO.

6. PAPMAITEBTHYHH JAHHHA
6.1 ChouEcnK H3 DOMOIIHATE BeIIECTBA

JlaxTro3a MoHOXMApaT
1laperuuno HumecTe
XHAPOKCHIPONWILIEY/I03a
Kpockapmenosza HaTpui
Marnesses creapar
TpreTan uuTpar

6.2 HechLBMeCTHMOCTH
Henprnoxnmo

6.3 Cpox Ha rogHOCT
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3 roauHn

Cpok Ha FroJHOCT CJIef1 ITBPBO OTBApAHE HA ONAKOBKaTa 3& TabneTku: 6 Meceua.
6.4 Cpengnansn ycoBHSA Ha ChbXpancHHE

To3u nexapcTaeH NPOIYKT He H3HCKEA CMELHAIHH YCIIOBHA 338 ChXPAHEHHE.
6.5 aHHH 332 ODAKOBKATA

Kauaecapran HCT Axrasuc 8 mg/12,5 mg u 16 mg/12,5 mg tabnerku
Barcrep or PVC-PVDC/Al
Bunore onakoskH: 7, 14, 28, 30, 56, 70, 9C, 98, 100 Tabnetkn

Kanpecapran HCT Axraeuc 32 mg/12,5 mg u 32 mg/25 mg Tabnerku

PVC/PVDC-Al 6nucrep

Onaxkoeka 3a TaGrerxku (HDPE) ¢b¢ unn Ge3 oGe30naceHa 3a nena BuHTOBa Kanavka (PP) u cymmren
CHJIHKAren.

Onaxosru.
Bmucrep: 7, 10, 14, 20, 28, 30, 50, 56, 90, 98, 100 TabneTkn
Onaxogka 2a Tabnerku: 30, 90, 250 TaGneTkn

He BCHUKH BHIOBE ONAKOBKH MOTaT Aa OBbJAT IMyCHATH Ha Nasapa.

6,6 CnenHaand DpeaNa3HH MEPKH PR H3XBLD/IAHE

Heynotpebenuar NpoayKT HITH 0TNagBYEH MaTepHan TpAOBa 1a ce HIXBBPIH B CHOTBETCTBHE C
MECTHHTE H3HCKBAHHA.

7. HNPHTEXATEJ HA PASPEIIEHHMETO 3A YIIOTPEBA

TevaB.V.

Swensweg 5
2031 GA Haarlem

Hunepnanaua

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPERA

Kanpnecapran HCT Axtapsc 8 mg/12,5 mg tabnetku - per. Ne 20110315
Kanpecapran HCT Axrasnc 16 mp/12,5 mg TaGnerkn - per. Ne 20110316
Kannecapran HCT Akraeuc 32 mg/12,5 mg taGnerxs - per. Ne 20140005
Kaupecapran HCT Akrapuc 32 mg/25 mg TaGretku - per. Ne 20140006

9. JTATA HA ITBPBO PAZPEINIABAHEMTIOJHOBABAHE HA PASPEINIEHUETO 3A
YIIOTPEBA

JlaTa Ha NLpRO paspelnaBaHe :
Kaunecapran HCT Axraeuc 8 mg/12,5 mg u 16 mg/12,5 mg tabnerku - 16.05.20
Kannecapran HCT Axrasuc 32 mg/12,5 mg 1 32 mg/25 mg Tabnerxu — 09.01.2
Jlata Ha nocaenHo nogHoBaBane: 02.02.2017 r.
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10. JJATA HA AKTYAJNH3HUPAHE HA TEKCTA
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