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1. HME HA JEKAPCTBEHMS ITPOAVKT

Kanpecapran HCT Axraeuc 8 mg/12,5 mg Tabnerku
Candesartan HCT Actavis 8 mg/12,5 mg tablets

Kanpecapran HCT Axragic 16 mg/12,5 mg Tabnerku
Candesartan HCT Actavis 16 mg/12,5 mg tablets

Kanpecaprad HCT Axraenc 32 mg/12,5 mg tabnerx
Candesartan HCT Actavis 32 mg/12,5 mg tablets

Kangecapran HCT Axrasnc 32 mg/25 mg tabnetki
Candesartan HCT Actavis 32 mg/25 mg tablets

2. KAYECTBEH 4 KOJIMYECTBEH CbCTAB

Beska rabnerka Kaupecaprad HCT Axrasuc 8 mg/12,5 mg csaspia 8 mg kaHIecapran INeKceTH
(candesartan cilexetily u 12,5 mg xuapoxnopotuasun (hAydrochlorothiazide).

Beaxa tabnetka Kangecapran HCT Axrasuc 16 mg/12,5 mg evaspixca 16 mg kaHzecapTaH
unnekceTHn (candesartan cilexetil) w 12,5 mg xunpoxnoporuasun {hydrochlorothiazide).

Besaka tabretxa Kanaecapran HCT Aktasuc 32 mg/12,5 mg cpabpska 32 mg kaHaecapTaH
umnexceTHn (candesartan cilexetil) u 12,5 mg xunpoxnopotuasua {(hvdrochlorothiazide).

Bceaxa Tabnaetka Kangecapran HCT Axtasic 32 mg/25 mg cpabpika 32 mg xaHgecapTan UIMIEKCETH
(candesartan cilexetil) n 25 mg xuapoxnopotrazun (hydrochlorothiazide).

IToMOIIHH BellleCcTBA ¢ H3BECTHO AelicTBHe:
Besika Tabnerka Kangecapran HCT Axrapuc 8 mg/12,5 mg chappaxa 117,30 mg nakrosa

MOHOXHJpAT.
Bcsaka tabnerka Kanaecapran HCT Axrasuc 16 mg/12,5 mg cuappxa 109,30 mg nakrosa
MOHOXHpaT.

Bcesika Tabnerka Kanpecapran HCT Akraeuc 32 mg/12,5 mg cwabpxa 231,10 mg nakrosa
MOHOXHApAT.

Besika Tabnerka Kannecapran HCT Axraene 32 mg/25 mg cuabpika 218,60 mg nakroza MOHOXHPAT.

3a NBJIHKS COHCHK Ha HOMOLHMTE BEILECTRA BHKTE TOYKA 6.1.

3.  JIEKAPCTBEHA ®OPMA

TabneTka
Kanpecapran HCT Akraenc 8 mg/12,5 mg tabnerky ca OestH, KphIiiH, ABORHOM3IbKHANM TaOeTKH ¢
AETUTE]IHA YepTa OT €jHaTa CTpaHa M rpapypad saamic CHS ot cemara crpana.

Kaupecaprad HCT Axtaeuc 16 mg/12,5 mg Tabnerkn ca Genu, KpbIi, BOHHOM3ITEKHATH Tabe
¢ AenMTe/IHA YepTa OT eaHaTa CTpaHa ¥ rpasupas Haanuc CH16 ot creinara ¢TpaHa.
Kanpecapran HCT Axrasuc 32 mg/12,5 mg tabnerku ca Geu, OBAIHHK, DBOHHOH3THY
12 mm x 7 mm, ¢ Ae/HTENHA YepTa OT ABETE CTPaHH H Haanuc 32/12 oT eAnara c1p3 f. a‘é\
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Kanpecapran HCT Axraeuc 32 mg/25 mg tabnerks ca 6enu, oBanHM, ABOHHOH3TBKHAMH,
12 mm x 7 mm, ¢ JenuTeHa Yepra OT ABETE CTpaHK M Haamuc 32/25 oT enHaTa crpaHa,

TaGneTkara Moke Ja Obae pasnencesa Ha IBe PaBHH JO3H.

4, KJMHHUYHA TAHHHA
4.1 TepaneBTHYEHA NOKA3IHAA
Kangecapran HCT Akraeuc e HokazaH 3a;

- Jleuenne na ecennManna XunepTOHKs NPH BB3PACTHH NALKEHTH, YHETO apTepHaIHO HansraHe
HE ¢¢ KOHTPOIHPA ONMTHMAIIHO ¢ MOHOTEPANMA ¢ KAHIeCAPTaH WJIEKCETHIT HITH
XMAPOXNOPOTHASHA,

4.2 [To3BpoBKA H HAYHH Ha NPHJOKeHHAE

Josmiposka
IpenopsumTennara noza Kangecapran HCT AxraBuc e ejHa TablieTka BEHBK AHEBHO

[Ipenoprusa ce THTpHpaHe Ha 203aTa C OTACJIHATE KOMIIOHEHTH (KaHASCAPTAH LIISKCETHI H
xuapoxnopotHasun). Korato ¢ KAMHUYHO TIOAXOMALILO, MOXE A C& UMa NPeABHA HPEKTHO
MpeMHHABAHE OT MOHOTEpaNHA KeM Tepamua ¢ Kannecapran HCT Akrapuc. [Ipenoprusa ce
THTPHpPAHE Ha J103aTa Ha KAHIECAPTaH HWIEKCETH1, KOTaTo ¢& CMEHA MOHOTepanus ¢
xunpoxnopotuasua. Karnnecapran HCT Axraeuc Moske Aa ce npuiiara NpH NAHEHTH, YHETO
apTepHAIHO HATAraHe HE € KOHTPOIMPAHO OIMTUMATHO ¢ MOHOTEPANMA ¢ KAaHASCAPTAH HIEKCETHIT
HIH XHIPOXJIOPOTHA3HA WIH ¢ mo-HUCKH 1034 Kannecaptan HCT AkraBuc (Bx. Touku 4.3,4.4,4.5u
5.1).

Maxcumanen AHTHXHOEPTEH3HBEH Bd)CKT 0OMKHOBEHO €€ NIOCTHTa o 4 ceAMHLIM OT HAYAJIOTO HA
NEeYeHHETO.

CrienvaiHy oMy TauHy

ayuenmu 6 cmapuecka 8v3pacm
He e Heobxonumo xopHripaHe Ha 103aTa MPH NALMEHTH B CTapHeCKa BB3pacT.

Hayuenmu c xunosonemis

Ilpenopbyea ce THTpHpaHe Ha 7103aTa HA KAHAECAPTAH LICKCETHI1 PH MAlHCHTH C PHCK OT
XMIOTOHHSA, HAnp. MAWEHTH C EBEHTYAIHA XHIIOBONEMHd (TIp1 TE3H NALMEHTH MOJKE A2 e UMa
TIpeZIBHA HAYalTHa 033 Ha KaHAECApTaH LIWIEKCETHIT OT 4 mg).

Hayuenmu c 6vbpeuno yepescoane

IMpw TasH nomynauMs ce NpeANoYHTaT OPUMKOBUTE JHYpETHULH TIpen THazuauTe. [Ipenopbusa ce
THTPHPaHE Ha 1034Ta HA KAHAECAPTaH LMIIEKCETHIT IIPH MALHEHTH ¢ JTekKo 10 yMepeHo GnOpevHo
yBpeskIaHe (KpeaTHHHHOB KIHpBHC > 30 mi/min/1,73 m? TenecHa noswpxuoct (BSA)) npenu neuenue
¢ Kannecapran HCT AxTaBuc (npu Te3W NauMeHTH NpenopbUMTETHATA HauallHa 1034 Ha KaHAecapraH
HHieKceTHn ¢ 4 mg).

(kpeaTHHMHOB KIHpPEHC < 30 ml/min/1,73 m? BSA) (Bk. Touka 4.3).

DK/H/1839/001-004/1B/037




Hayuenmu ¢ vepuodpobno yapecoane

Ilpenoppusa ce THTPHpAHE Ha 103aTa Ha KaHAeCcapTaH LHJIEKCETH IIPH NMAHEHTH ¢ JISKO 10 YMepeHO
uyepHOApoOHO yBpe:kAaHe npean nevenue ¢ Kannecapran HCT AxrasHc ([IpH Te3H MauHeHTH
NPeropBLUNTETHATA HaYaJlHa 034 HA KAHecapTaH LWIeKceTHI e 4 mg).

Kanpecapran HCT AkraBHc e npoTHROMOKA3aH NPH NMALHEHTH C TEXKO YSPHOAPOOHO YBpeXaaHe
W/HITH XoltecTaza {BK. Touka 4.3).

TemuaTpHuna HommyJiaims

bezonacHocTTa M eukacHocTTa Ha Kannecapran HCT AxkTasuc npu Aelia HA BL3PacT MEXKAY
paiaaneTo u 18 rozunm He ca ycranoBenu. HaMa HaHYHA NaHHH.

Haoun ga npanoxenue

IMepopanto nprIoKEHUE.

Kannecapran HCT AxraBHC Moxe Ja ce mpHeMa ¢be iiH 6e3 XpaHa.
BuoHanHYHOCTTA Ha KaHAECAPTaH He CE MOBIHARA OT XpaHaTa,

Hama KIHHHYHO 3HAYMMO B2aMMOJeHCTBHE MEXIY XHAPOXIOPOTHA3HA H XpaHa.

4.3 TDporasonoxasamud

- CBpBXYYBCTBUTETHOCT KbM aKTHBHHTE BEILECTBA, KbM HAKOE OT HOMOLHHTE BEIECTBA,
H30poeHH B TOUKA 6.1 WAK KbM AKTHBHH BELOCCTBA, NPOM3BOAHH HA CYIPOHAMEIHTE.
XHUIpOXJIOPOTHAZH]L, € AKTHBHO BELUECTEO, IPOM3BOAHO HA CYIQOHAMUANTE.

- BTopo 1 TpeTO TpuMecetre Ha 6peMeHHOCTTA (BXK. TOYKH 4.4 1 4.6)

- Texxo 6B0peuno yspexaase (KpeaTHHHHOB KIMpBHC < 30 ml/min/1,73 m? BSA)

- Texko depHoAPOOHO YBpexXAaHe H/HIM XONeCcTasa

- PedpakTepHa XHTIOKATHEMHS M XHIIEPKATILIHEMHS

- IMoparpa

- Ennorpemennata ynorpeba Ha Kanpecapran HCT AKTaBHC ¢ AHCKHPEH-CHIBPHKALTH

NPOIyKTH € NPOTHBONIOKA3aHA [PH NaUMEHTH CbC 3axapeH Auaber wik 6u0pedHo yBpexIaHe
(GFR < 60 ml/min/1,73 m?) (k. Towku 4.5 u 5.1).

44 CoenHalHN NpeAyNpeKicHAR U NPeANAIHE MepKn npn ynoTpeba

Evbpeuno yapenciane/6v0peuna mpancnaanmaytn

[Tpy Ta3u nomynauus ce NpeanovuTaT OpHMKOBHTE IMYpPETHLM Npe THa3uAHMTe. KoraTo
Kannecapran HCT Akraguc TabneTku ce W3NOn3ea Npy NanueHTy ¢ yrpeneHa ouopeuna dyuxius, ce
Npenopb4Ba NEPHOAHYHO NpPOCeasBaHe Ha CTOWHOCTHTE Ha KaTHA, KpeaTHHHHa U MHKOYHATA
KHCEIHHA.

Hsama onur ¢ npunoxennero Ha Kanaecapran HCT AxraBic TaGneru Npu IAUMEHTH ¢ HACKOPO
npoBeaeHa Os0peyHa TpaHCIUIaHTaLHS.

Cmeno3sa na 6vbpeunama apmepus

JlexapcTBeHs NMPOAYKTH, KOHTO MOBIMABAT PEHHH-SHTHOTEH3HH-AJIOCTEPOHOBATA CHCTEMA,
BKIIOYHTENHO aHrHoTeH3HH II penentopau antaronucTu (AITR As), Morar ja yBemHYaT KpbpBHATA
yped ¥ cepyMHHS KpeaTHHHH NpH NailHeHTH ¢ GunaTepanHa cTeHo3a Ha Gs0peuHaTa apTepus WIH
CTEHO3a HA ApTepHATA HA €MHCTBEH OBOpeK.

Xopouoanen uzius, ocmpa MUoOns ¥ 6MOPUYHA 3GKPUMOBIbAHA 2RAYKOMA
CyndoHaMuaHTe WTH NEKapCTBaTa, MPOH3BOAHH Ha CyM(OHAMHANTE, MOTAT A4 IT
HIMOCHHKPATH4HA PEaKIMA, BOASINA JO XOPOHAANEH H3NHE ¢ AedeKT Ha 3puTen
MHOMHA 4 OCTpa 3aKPHTOBIbAHA MNaykoma. CHMITOMHTE BIUIIOYBAT BHE3AMHO Hi él
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HA IPWTENHATA OCTPOTA WK QONKA B OKOTO, KOUTO OOHKHOBEHO CC TIOABABAT B PAMKHTE Ha MACOBE JI0
CeIMHIIM OT 3a[109BaHE Ha JieKkapcTBoTe. Henekysanara OcTpa 3aKpUTOBIbAHE TTIAyKOoMa MOXKe aa
AoBene A¢ Tpaiina 3aryba Ha spenue. [IbpBOHA4ATHOTO JIeUeHHE € 1A ce IIPEKpaTH NPHEMET Ha
JIEKapCTBOTO BE3MOKHO Halt Obp3o. Moxe Ja ce HANOXKM Jla ce OOMHCNH He3a0aBHO MEIMKAMEHTO3HO
HIH XUPYPTHYHO JIEYCHHE, KO BRTPEOYHOTO HAJIATaHEe OCTaHe HEKOHTpOIMpato. Puckosrte dakropu
33 PazRUTHE HA OCTPA 3AKPHTOBLIBIIHA TIAYKOMa MOTAT /12 BRIOYBAT AHAMHE3a 34 aneprii KbM
CyJ]dJOHﬂMHﬂH HJIH NEHHALTHIIHHH.

Xunoeonemus

IIpu nauueHTH ¢ XHMOBOJEMHS H/HITH JeHIHT HA HATPHI MOYKE JIa B3HHKHE CHMITOMATHYHA
XUIIOTOHHA, KAKTO CE ONHCBA MPH JPYIH CPEACTBa, NOBIHABAIH PEHHH-aHTHOTEH3HH-
anpocTepoHoBaTa cHeTeMa. [lopaaw Tosa, ynotpefara na Kannecapran HCT Akraeuc TaGnerku He ce
OpenopbyBa JC KOPHTHPAHETO HA TOBA CLCTOAHME.

Anecmesun u xupypeuunu uHmepeeHyuu

Tlo Bpeme Ha aHeCTe3MA W XMPYPridHU HHTEPBEHLHH MOJKe a Bb3HHKHE XHIIOTOHHSA NMPH NalHEeHTH,
nekysaHH ¢ AIIRAs, nopanu 6nokupaHe HA PEHHH-AHTHOTEH3MHOBATA CUCTeMa. MHOTO pAaKo,
XHMOTOHHATA MOXKe [a Oblie TeMxKa, TaKa Ue [a ce Hanara ynorpebara Ha MHTPABEHOZHHM TEUHOCTH
H/HWIH Ba3OMpPECOPH.

Heproopobno yepeacdare

THasuaute TpAOBa Aa ce MpirJlaraT ¢ NOBHINCHO BHUMAHHE NIPH NALHEHTH C YBPEACHA YepHOApOGHA
GyHKUMA WK IPOrPECHPAINO YepHOAPOOHO 3a00nsBaHe, THH KATO MANKH NPOMEHH BLB BOJHO-
€JICKTPONKMTHUA GaaHc MOTAT a OTKIIOYAT “epHOoApoOHa koMa. HAMa KITHHHYEH onuT ¢
Kangecapran HCT Akrasuc Tabnerxn npy NaupeHTH ¢ 9epHOAPOOHO YBpEXIaHe,

Cmenosa Ha aopmeama u Mumpainama kiand (06CmpyKmueHa Xunepmpo@usuna kapouoMuonamus)
KaxTo nipu ApyruTe BasofunaTaTopH, € HeoOX0MMO CrieHaTHO BHHMAHHE NIPH NALMEHTH, CTPajaliH
OT XeMOJIHHAMMYHO 3HAYHMA CTEHO3a Ha a0PTHATA HIIH MUTpaJIHaTa K1afa Wik ¢ 00cTpyKTHBHA
XHNepTpoHYHA KapAHOMHONATHS,

ITvpeusen xunepandocmeponuzom

TalpeHTH ¢ MBPEHYEH XHNEPATIOCTEPOHMIBM OGHKHOBEHO HE CE MOBIHABAT OT AHTHXHIEPTEH3HBHH
CpeacTBa, AciicTBaly Ype3 UHXHOHPaHe Hd PEHHH-aHrHOTEH3HH-IA0CTEPOHOBaTa cHcTeMa. [lopaau
ToBa yrorpebara Ha Kannecapran HCT Axrasuc Tabnerxy He ce npenopbysa npH Ta3u NOMynaims.

Enexmponumen ducbananc

Tpatea na ce H3BBLPLIBA NEPHOIHYHO H3C/IEABAHE HA CEPYMHHTE €IEKTPOIMTH HA MOAXOAAUIH
HuTepaaid. THasMauTe, BRIIOYHTENHO XHAPOXIOPOTHASH, MOTAT Ja IPeAW3BHKAT BOIHO-
ENEKTPONHTEH TUCOATAHC (XHIIEPKANIMEeMMs, XUITOKANeMMa, XMIIOHATPHEMHA, XHNIOMATHE3HEMUA W
XHITOXJIOpeMUYHA alTKas03a).

TuasyjHKTe AHYPETHLH MOTAT Aa NOHIDKAT eKCKPELNATa Ha KaILFii B ypHHATA H 1a Ipeau3BHKAT
MHTEpMHTEHTHO H cnalo NOBHIIEHHE Ha CepYMHHTE KOHLISHTpaLMH Ha kanuus. MapazeHara
XHNEPKATLMEMHUS MOKe Aa Ob/ie NpM3HaK Ha CKPUT XUTiepriapaTupeonanitm. [Ipunoxennero na
THA3HIHTE TPAOBa Ja C& MpeyCcTaHOBU NMPeAH W3CIIECABAHETO Ha TIapaTHPOHAHATA QYHKIHA.

XHApoXNOpOTHA3H] YBEIHYABA J03032BHCHMO SKCKPELHATA Ha KamHif B YPHHATa, KOeTO MOXE Ja

noBene A0 XHnokanueMud. To3H edekT Ha XMAPOXJIOPOTHAZKMA H3TJIEK A € No-C1abo U3pa3eH, KoraTo
ce KOMOHHHpA C KaHAECApPTaH UMIeKCeTWI. PHCKLT OT XHIOKaAMEMIR MOJKS 12 € YBe
NalHEHTH C LHPO3a HA YSPHHA APOO, IIPH NalHeHTH, MOAJMKEHH Ha dopcHpana
€ HEJIOCTaThYeH NepOpalIeH TIPHEM Ha €ICKTPOAMTH H NPH NTALMEHTH, 0J1y4aBa
Tepanus ¢ KOPTHKOCTEPORIH WITH aJipeHOKOpTUKOTponeH XxopmoH (ACTH).
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Jledyenuero ¢ KaHAECAPTAH LIMIEKCETH MOXKE J1A TIPS IH3BHKA XHITEPKATHEMHEA, 0COGEHO NPH HATIMYUE
Ha ChpIeYHa HeJIOCTATRUHOCT WK 6B0peuno yepexaaHe. EqHoBpeMeHHaTa ynotpeGa Ha
Kanpgecapran HCT AkraBuc v kanuii-ChXpaHABALIH JHYDETHIM, KATMEBH JOOABKH HIH 3aMECTUTENH
HAa COJITA KM APYTH JIEKapCTBEHH MPOAYKTH, KOHTO MOTAT Ja YBEIHYAT CEPYMHHTE HHBA HA KAl
(Hanp. xemapHH HATpHii), Moze Ja JOBEAE N0 yBeNHueHue Ha cepyMHMA Kanuii. HeoGxonumo e
MOHMTOpHpaHe HA HHBAaTa Ha Kanus.

YcranoseHo €, UC THAIHJAHUTE YBENHYARAT MMHKOYHATA CKCKpeLg HA MArHe3ui, KOSTO MOXKe 113 IORES
O XHIIOMarne3neMms.

Memabonumuu u endoxpunnu epexmu

JIcueHHeTO © THAZHIEH AMYPETHK MOXE Ia BIIOIUH IMIFOKO3HAA Tonepanc. Moxe Na ce HanoxH
KOPHIHpaHe Ha 03aTa HAa AHTHAHAOETHHTE JICKAPCTBEHH NMPOAYKTH, BKIIOYHTENHO uHcynuH. [To
BpPEME Ha TepalMA ¢ THA3KHA MOXE J1a ¢e MaHH(pECTHPa IATCHTCH 3aXapeH Auaber. TepanusTta ¢
THA3HIEH QHYPETHK MoXke Aa Oblle CBBbp3aHa C NOBHIIABAHE HA HABATA HA XONECTEpOna H
Tpurnuuepuaure. [pu nosure, ceappxkaiuy ce B Kannecapran HCT AkraBuc, ca Hab/mogaBaHH caMo
MHHHMIHH eekTH. THasHIHKTE THYPeTHLIH YBEHYARAT CEPYMHATA KOHLIEHTPALHA Ha THKOYHA
KHCEJIHHA W MOXE JIa OTKJIFOYAT Nojarpa NpH 4yBCTBHTENHH NalHeHTH.

Domovyscmeumeanocm

CrobinaBar ce cydad Ha peaklMH Ha HOTOUYBCTBHTE/IHOCT 10 Bpeme Ha yroTpefa Ha THASHAHK
AHypeTHiH (BX. Touka 4.8). Ako HacTomi peakiHs Ha POTOUYBCTBMTETHOCT CE MPENOphYBa CIIMpaHe
Ha Jie4eHHeTo. AKO € BOXHO Ja c€ NOAHOBH JIEYEHHETO, C€ MPeNoph4Ba Aa CE 3allUTAT Y4ACTHLMTE,
H3N0KEHH Ha CITBHLE WM Ha m3kycTeeHa UV A panHanua.

Bpemennocm:

Jleuenne ¢ AIIR As He TpaOBa fa ce 3anousa 1o BpeMe Ha OpemeHHOCT. OCBEH aKO MPOALIDKATETHATA
Tepanus ¢ AIIR As He ce cuuTa 3a BaykHa, MALMEHTKHUTE, InanupautH 3abpeMensBaHe, TpaOBz aa
NPEMHHAT KbM AJITEPHATHBHO aHTUXHIIEPTEHIHBHO JIeYeHne C YCTAHOREH Npoun Ha Ge3onacHoCT
npH ynotpeda npu 6pemenHocT. Korato ce nHar{ocTiuuupa SpemeHHOCT, eyerrero ¢ AIIRAs TpaGea
Aa ce crnpe He3abaBHO M aKo € TIOAXOALIO, J1a ¢ 3alloyHe anTepHaTHBHA Tepanud (Bx. ToukH 4.3 H
4.6).

Heoiino Groxupare na penun-anzuomenzun-aioocmeponosama cucmema (PAAC)

Hma nannw, e einoBpeMenHata ynorpeda Ha ACE ubaxuburopu, anrnorensud I-penenropsn
O710KePH WM ATHCKUPEH MOBHIIABA PHCKA OT XMIIOTOHKA, XHIIEPKAIHEMES U HAMAJISRAHE HA
OpOpeynara Gysxims (BIIOUYHTENHO ocTpa Ob0peuna HenocTaTeyHocT). Ilopagu ToBa He ce
npenopbuBa aBoHHO HnokupaHe Ha PAAC 4pe3s komOuHupaHata ynorpeta Ha ACE unxuGuropu,
aHrHoTeHsuH [I-peuenropun 6oxepn wiKM anuckupen (BiK. Touku 4.5 1 5.1).

AKO ce npelieHu, Y€ IEIEHHETO ¢ ABOHHO bnokupane e abcomotno Heobxoaumo, To Toea Tpabaa aa
CTaBa camo noj| HabMoNeHHeTo Ha CIELHATHCT W TIPH YECTOTO BHUMATEHO MOHHUTOPHPAHE HA
OuOpeunarta QyHKIMA, eNEKTPONIUTHTE H KPEBHOTO HATATAHE.

ACE unxubutopy v aHrHotensuH II-peuernrroprn Gnokepy He TpaOBa Ja ce H3MOM3BAT €JHOBPEMEHHO
NpH NalHeHTH ¢ AnabeTHa HedponaTua.

Obwyu
IIpu naupeHTH, YHATO CBAOB TOHYC H OBOpevHA (PYHKLHA 3aBHCAT NPEAMMHO OT AKTHBHOCTTA Ha
PEHHH-aHTHOTEHIHH-AJLIOCTEPOHOBATA CHCTEMA (HAMP. MALEeHTH ¢ TEXKA 3acToMHa ChpleyHa
HEJ0CTATEYHOCT MIIH CHITRTCTBALIO OBOpeUHO 3ab0Bake, BKTIOYHTETHO CTEHO32 Ha G1GpevHaTa
apTepHd), JICUSHHETO C JIEKAPCTBEHH NPOAYKTH, KOUTO MIOBNUABAT TAZH CHCTEMA, BKIKY
AIIRAS, e cBBP3aHO C OCTPa XUIIOTOHHA, YPEMUA, OJTMIYPHA HIH B PEIKH CITYYaH ¢
HeqocTaThuhocT. KakTo npu Beako aHTHXHMIEPTEH3HBHO CPEACTRO, TIPEKOMEPHO
apTepHANHOTO HAIATAHE NPH NAUWEHTH ¢ HCXEMHYHa H016CT Ha ChPLETO HITH &
MO3BYHOCHI0BO 3ab0nsBaHe MOXKE A JOBENE 0 MHOKApAeH HHPAPKT KIH HHCY.
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CBPBXYYBCTBHTENMHOCT KBM XHAPOXJIOPOTHAIM MOXKE 2 Bh3HUKHAT NPH MALHEHTH ChC HWIH 0e3
aHAMHE3A 32 aNeprid WiH OPOHXMANHA acTMa, HO Ca [10-BEPOATHH NPH NAUHEHTH ¢ TAKaBa aHaAMHe3a.
Hma crobmenns 3a 060CTpAHe HIIH aKTHBHpaHe HA CHCTEMEH JTyTIYC epHTeMAaTozyC MpH ynotpebarta
Ha THa3HAHH JHYPETHLH.

AHTHXHRepTeH3HBHEAT edekT Ha Kaunecapran HCT Akrtarkic MOxe 1a ObIe 3aCHIEH OT ApYyrH
AHTHXHTICPTEH3UBHH CPelCTBA.

HeMmenanomeH pak Ha koxara
B nBe ennaeMHONOTHYHH NPOY4BAHKA, OCHOBABAINH CE HA MATCKHSA HALAOHAJICH PAKOB PETHCTED, €

HabIFOAaBaH MOBHINEH PHCK OT HEMENAHOMEH pak Ha koxata (HMPK) [6azansokneTsueH KapLHHOM
{BKK) 1 ckBaMosHokneTsyeH kapuuHoM (CKK)] npn HapacTBala ekcrno3vikg Ha KyMY/TATHBHA 032
xuapoxnopotHasul (XXT3). Porocencubunnsupaiure edexru va XXT3 Morar aa nelictear kato
BEPOATEH MEXaHH3bM 3a paieuTne Ha HMPK.

[Maupenture, npuemamy XXT3, Tpabea na 6vaaT uadopMupary 3a prucka or HMPK u cpBeTBaHM
PeloBHO [1a IPOBEPABAT KOXKATA CH 3a HOBH JIe3HH H He3a0aBHO Na choG1uaBaT npy nosea Ha
NOJO3PHTEIHH KOKHH Je3HH. Ha manmenTrTe Tpabea na ce mpenopbyaT BE3MOKHH NPEBAHTHBHH
MEPKM, KATO OrpaHWYEHO H3NaraHe HA CITBHUCBA CBETNHHA M YITPABHOJIETORH JIbYH, 4 B Cyuali Ha
€KCTIO3HIMA, MOAXOAINA 3ALHTA, 32 Ja CE CBeJie 10 MHHHMYM PHCKET OT paK Ha KOXaTa.
IMopospuTeTHETE KOMXKHH JIe3HH TpgOBa 1a 6LaaT NoANoXKeHH Ha He3a0aBHO H3CTIEIBaNE,
NOTEHUHATHO BKIIIOYBALIO XHCTOIOTHYHH H3CHEBaHHA Ha GHOTICHYHH MaTepuanu. [Ipepazrnexnane
Ha ynoTpebara Ha XX T3 Moxke Ja ce HAUTOKH H NPH NALMEeHTH, KOMTO ca uMau npeaxoieH HMPK
(BK. cBLOO TOUKA 4.8).

Ocmpa pecnupamopra mMoKCHIHOCH

Cren npHeM Ha XHIPOXIOPOTHA3M], Ce CHODIARAT MHOTO PEIKH TEKKH CITydaH Ha ocTpa
pecnMpaTopHa TOKCHYHOCT, BKIKOUHTENHO OCTEP pecnupaToper quctpec cuaapoM {OPJC). Caen
TIpHEM Ha XHAPOXJIOPOTHA3H 0OHKHOBEHO ¢ pa3BHEa GenonpobeH OTOK B pAMKHTE Ha MEHYTH A0
yacoee. B HawanoTo CHMITOMHTE BIUTIOUBAT AHCIHEs, IOBUINEHA TEMIIEPATYpa, BIIOLIABAHE HA
GenoapobHata Gyukuua H xunotouud. [Ipu cemuente 3a OPJIC Tpsa6sa na 6bae cnpsad NpHeMET Ha
Kanpecapran HCT AKTaBHC H A3 ¢€ NPHICKM NOAXOAAILO NiedeHHe. XHAPOXIOPOTHA3H HE TpaOra
Ja ce NprIara Npy NauKWeHTH, KOKTO NpelH ToBa ca noaydasanu OPJIC cnen npuem Ha
XHAPOXIOPOTHAZH,.

Homownu sewgecmsa

Jlaxroza

[NaumenT# ¢ peakn HACAESACTRBEHH NPOOIEMH HA HETIOHOCHMOCT KBM FAIAKTO3a, IThJIEH AKTa3eH
AebHLUMT MK FMIOKO30-TATakTo3Ha ManafcopOuus He TpaOBa 4 MPHEMAT TOBA JIEKapCTEO.

Hatpuid
To3u nexapcTeeH NpoIyKT CBABPHKA NO-Manko ot | mmol Hatpuit (23 mg) na tabnerka, T.€. MOXe Ia
ce KaxKe, Ye NPaKTHYECKH HE ChIbpiKa HATpHii.

4.5 BzamMoaeiicTBHE ¢ JPYTH JIeKAPCTEEHH NPOAYKTH H ApYru GopMH Ha B3aHMoAeHcTEHe

CreIMHEHUATA, KOUTO ¢4 OHIIH H3CNeRBaHH NpPH KIMHHYHATE apMakOKHHETHYHH H3THTBAHHA ca
BapdapHH, AHrOKCHH, TIEPOPANHH KOHTPALICTTHRH (HAIpP. € THHWIECTPAAHOIL IEBOHOPTECTPEn),
rnudeHKknaMun ¥ HRbeIHHH. He ca uieHTudHiipany (apMakoKHHETHYHH B3aHMOIEHCTBHA OT
KNMHUYHO 3HaYE€HHE NIPH Te3H H3NHTBAHHA.

Moxe na ce ouakpa KalHii-HAMANABAMHAT edieKT HA XUEPOXIOPOTHAZHA 12 CE MIOTEHI)
JIeKapCTBEHH NMPOAYKTH C JEHCTRHE, CBBP3aHO ChC 3aTY04 Ha KATHEH M XMIIOKANHEMH)
KaTHYPETHYHH JUYPETHLH, TaKCaTHBH, aM(poTepuiHe, KapOeHOKCOIOH, TIEHHIIH
MPOH3BOHH Ha CAJTMLINIOBATa KMCeNTHHa, cTeporad, ACTH).
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EanospemenHata ynorpeda Ha Kanpecapran HCT AkTaBuc v kanuii-ChXpaHsBanyi QUypeTHLH,
KANHMEBH NOOARKH MITH 3aMECTHTENTH Ha COJITAa WIH APYTH TeKapCTBeHH NPOAYKTH, KOHTO MOXKe fa
YBEMYAT CEPYMHHTE HHBA Ha Kands (Hanp. xellapuH HATPUH) MOXKe Aa JOBENEe A0 NOBULUEHHE HA
cepymuua kaiuil. Heobxomumo e noaxonaio MOHHTOpHpaHe Ha kanyd (BK. Touka 4.4).

XHnokanHeMus 1§ XHNOMarHe3HeMHUsA, HHAYIHPaHH 0T AHYPETHK, TTPeApasnonarar KM
NOTEHUHANHHTE KapIHOTOKCHYHH S(PeKTH Ha THTHTAIMCOBHTE MTHKO3HAM H aHTHADUTMHYHHTE
cpeacrsa. [Ipenopbusa ce neproAHYHO NPOCTEAABAHE HA CEPYMHHS KalHid, KOTaTo
Kanpecapran HCT AkraBHc ce npuiara ¢ TakuBa JIEKAPCTBEHH NPOAYKTH Y CBC CIIEAHKTS
JAeKapCTBEHH NPOAYKTH, KOKTO MOXe ia MHIYLHpar torsades de pointes:

- Knac la aHTHapUTMHYHHE cpecTRa (HANP. XMHHUIMH, XMAPOXUHKIHH, KH30THPAMHL)

- Knac Il anTHapuTMH4HH cpecTea {Hanp. aMEOJAPOH, COTANION, AodeTHIMT, HOYTIIH)

- Hsaxod aHTHNCUXOTHUM (Harp. THOPHIA3UH, XJIOPNPOMA3HH, IEBOMENPOMA3HH,
TpadIyonepasHH, IHaMEMA3HH, CYJINMPH]L, CYNTONPHI, AMHCYIPUL, THANPHL, TTHMO3H]I,
XaNnonepuaoT, ApoTNepHAOT)

- HApyru (Hanp. Genprgun, up3anpua, JudeMaHul, epHTPOMHLIME HHTPABEHO3HO, XanodaHTpuH,
KETaHCEpHH, MH30J1aCTHH, I6HTAMHIHH, CHap(IOKcauyH, TepheHaauH, BHHKAMHH
HHTPABEHO3HO)

Crofuiara ce 3a 06paTHMO YBEAHYEHHE HA CEPYMHHTE KOHUEHTPAUMH H NOBHIICHHE HA TOKCHYHOCTTa
HA JIHTHE NPH SAHOBPEMEHHOTO MY MPHIIOKEHHE ¢ UHXMOMTOPH Ha AaHFHOTEH3HH KOHBEPTHPAIIHA
en3um (ACE) win ¢ xuapoxnoporiazun. IlonoGesn edexr ce chobmaga cpiio u ¢ AHIRAs,
Ynotpebara Ha kaHAECAPTaH H XMAPOXJIOPOTHA3HI C JIUTHIA HE ce pernopsyRa. AKO KOMOHHHPAHETO
4] HCOﬁXO,I[HMO CC TpENOPLYBA BHHMATECIHO NPOCneqaBane Ha CCPYMHUTC HHBA HA JIUTHA.

Koraro AIIRAs ce mpunaraT €qHOBPEMEHHO ¢ HECTEPOHIHH NMPOTHROBB3NANMTEIHH CpeACTEA
(HCIIBC) (t.¢. cenextuun COX-2 nHxuOMTODH, ALIETUICATTHIIAIOBA KHCeNTHHA (> 3 ¢/fen) H
HecenekTHsHH HCTIBC), Moske a ce nonmyuu otcnabBaHe Ha AHTHXWNEPTEH3HBHUA edexT.

Kakro npu ACE uaxuburopHre, eanospemenHata ynotpeba Ha ANIRAs w HCTIBC moxe 1a noeene
IO NOBHMLIEH PUCK OT BloLIaBaHe Ha 6LO0peuHaTa GyHKIMSA, BKTIOYHTETHO BL3MOKHA ocTpa 6u6peuHa
HEJIOCTATHLYHOCT M O MOBMILICHHE HA CEPYMHMA Kalivii, 0cO0EHO NIPH NAUMEHTH ¢ Beye BJIOLICHA
OnOpeuna dyuxuua. KombuHamyara TpadBa da ce IpHAara BHHMATENHO, 0COBEHO NIPH NALHEHTH B
crapuecka pu3pact. lalMenTuTe Tpaba Ja ca JOCTAaTEYHO XHMApAaTHPaHH ¥ TPAORA Na C& IOMHKCIH 33
MOHHMTOpPHpaHe Ha OnbpeyHaTa QyHKIMS clie 3amouBaHe Ha ¢IHOBPEMEHHA TEPANHA U NEPHOANUYHO
ClleJi TOBA.

JMyPETHYHHSAT, HATPHYPETHUHHAT U aHTHXMICPTCHINBHUAT e(DeKT Ha XHIAPOXNOPOTHAZM] CE
namanssat ot HCTIBC,

JaHHu OT KIMHHMHH IPOYYBAHMA TIOKA3BAT, Ye ABOHHOTO GnOKHpade Ha peHUH-aHTHOTEH3MH
annocreponosara cuctema (PAAC) upes kombunnpanara ynorpeba va ACE uHxuburtopu,
anruoteHs3uH Il-peuentopay GnokepH WK aTHCKUPEH ce CBBP3Ba C 0-BHCOKA YECTOTA HA HEXKeJIAHH
chOHTHA, KATO HANPUMEDP XHITOTOHHA, XHIICPKATHEMHS H HaManipave Ha Gs0peunara GyHKums
(BxmouHTENHO 0CTpa 61BLOPeYHa HenOCTATEYHOCT), B CPaBHEHHE ¢ ynoTpefara caMo Ha eHO
cpeacTeo, nelictawno BEpxy PAAC (Bxk. Touku 4.3, 4.4 1 5.1).

ABcopbuusiTa Ha XHIPOXJIOPOTHAIM/ Ce HAMANABA OT KONECTHNION MIH XONSCTHPAMUH.,

EdexTbT 52 HeNenonapu3KpalnTe MHOPEIaKcaHTH (Hamnp. TyOOKYDPapyH) MoXe Aa ce HOTEHUHpa OT
XHAPOXJIOPOTHAZMII.

TuaskHaHUTE DUYPeTHITH MOJXKE /12 YBeTHUAT CepyMHUTE HHBA Ha KaTIMA MOopan
eKkckpeliid. Axo Tp4DBa Ja ce npennMIuaT KaniuHeBH 00aRKM WIH BUTaMHH D,
KanuHsA TpAbBa Aa ce MOHHUTOPHPAT M 103aTa [ c€ KOPUrHPA CEOTBETHO.

XunepriiikeMHYNHAT eQekT Ha OeTa GnokepHTe H THA30KCHI MOXe JA Ce 3ac
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AHTHXONHUHEPTHYHHTE CPEACTBa (HATIp. aTPONUH, OUNIEPHASH) MOXKE Aa YBENUYAT OMOHANMYHOCTTA HA
JHYPETHIIMTE OT THa3H/AEH THII Ype3 HAMAIABAHe Ha CTOMALIHO-YPEBHHA MOTHIIHTET H CKOPOCTTA HA
H3NPa3BaHe Ha CTOMaxa.

TuazuzuTe MOXKE 13 YBEIHYAT PHCKA OT HEXENAHH €(eKTH, MPSAH3BHKAHH OT aMaHTAIHH.

Tuasuaute Moke fa HaMaIAT 6B0peunHaTa eKCKpeLs Ha LIMTOTOKCHYHHTE JIEKApCTBEHH MPOLYKTH
(Hanp. nuKnodochaMizI, METOTpeKCaT) M [a NOTEHLMPAT TEXHHTE MHEIOCYNPECOPHH edeKTH.

OpTocTaTHYHATA XMIIOTOHHA MOXeE Oa CE€ BIOLIM NPH €JHOBPEMEHEH ITPHUEM Ha ankoxo, 6apouTypati
HITH AHECTETHLH.

Jedyenuero ¢ THa3HACH AUYPETHK MOXKE [a BJIOLIH IMIOKO3HHA TONEpaHC. Moxke Jae HeoﬁXOIIHMO
KOPHTHpaHe Ha J03aTa Ha aHTHAMaOeTHUTE TeKapCTBEHH NPOIYKTH, BKIIOYHTETHO HHCYHH.
MeTtdopmMuH Tps6Ba Aa ce NpHIara BHUMATEHO MOPaJH PUCKA OT JIAKTAIHAO34, HHAYLHPAHA OT
eBeHTYyaIHa PyHKIHOHATHA GE0peyHa HEMOCTATHUHOCT, CBBP3aHa C XHAPOXIOPOTHAZH.

XuapoxopoTHa3K MOXE /la PeAH3BHKA HaMATCHHEe Ha apTepHATTHUA OTrOBOP Ha IPECOPHHTE
aMHHH (Hanp. afpeHaHH), HO He TOJIKOBA, Y€ Ja C& M3KUTIOUH MpecopeH edexT.,

XHAPOXJOPOTHASHA MOXKE A2 YBETHIH PHCKa OT ocTpa OB0peyHa HeOCTATEYHOCT, 0CO0SHO MPH
BHUCOKH JO3H Ha HOA-KOHTPACTHU CpeicTEa.

EnnoBpeMeHHOTO eueHHe ¢ LHMKIIOCTIOPHH MOXKE 14 YBEITHYH PHCKA OT XHIIEPYPUKEMHA U
YCIIOJKHEHHA OT THIIA Ha [OJarpara.

EnnoBpemesHoTo neyenue ¢ 6aknodeH, aMmupOCTHH, TPHLUMEKNHYHH aHTHASIPECAHTH HITH
HEBPONENTHLH MOKe 1a 0BEJIe 1O 3aCHIIBaHe Ha aHTHXHIEPTEH3UEHHA eeKT U MOXKe A3 MHIYLMPa
XHIOOTOHHA.

4.6 @eprTAANTET, OPEMEHAOCT H KhpMEHE

EpeMeHHOCT

Aunzuomensun Il peyenmopnu anmazonucmu (AFfIRAs):

Vnotpebarta Ha AIIRAs npe3 mepBoTO TpHMeceure Ha GpeMEHHOCTTa He ce MPENophuBa (BIKTE
touxa 4.4). Ynorpebara Ha AIIRAs e mpoTHBONOKa3aHa N0 BpeMe HA BTOPOTO H TPETO TPHMECEUHe Ha
6peMennocTTa (BX. Toukd 4.3 n 4.4).

EnvaeMronorudHiTe JaHHH OTHOCHO PUCKA OT TepaTorenHoct ciiel ekenosuuusd Ha ACE
HHXHOMTOPH NP3 MPBOTO TPUMeceuHe Ha GpemenHocTTa He ca ybeaurennu. He moxke na ce
H3KITIOUH, 00ade, MaTko YBEIHYEHHE HA pucKa. Makap ye HAMa KOHTPONHUPAHH elHAEMHOIOTHYHH
JaHHH OTHOCHO pucka oT AITRAs, moxe aa iMa noaoben puck 3a Tosu Kiac nekapetea. OCBeH ako
npoarKHTENHaTa Tepanus ¢ AAIIP He ce cuMTa 32 BaKHA, NALMEHTKUTE, NJIAHKPALLM
3abpeMeHsBaHe, TpAOBa Aa MPEMHHAT KBM aNTEPHATHRHO AHTHXHIICPTEH3IHBHO JIEYEHHE C YCTAHOBEH
npodun Ha HezonacHoCT NpH ynotpeba mpu GpemMerHocT. Korato ce AHarHoCTHIMpa GpeMeHHOCT,
nevenneto ¢ AIIRAs Tpabea 1a ce cripe He3abaBHO H aKO © MOAXOAAIIO, Aa Ce 3AN0YHE AITEPHATHBHA
Tepanus.

H3pecTHO €, 4 excnosHUMATA Ha Tepanud ¢ AIIRAS no BpeMe Ha BTOPOTO H Tpe
HHOYLMpPa GeTOTOKCHYHOCT NPH YoBeKa (HaMasneHa Os0peuna GyHKLHA, ONHUIo)
Ha ocHUKalHATa HA Yepena) H HEOHATATHA TOKCHYHOCT (OpOpedHa HeAOCTATy
XHMIepKanHeMui) (Bx. Todka 5.3).
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Axo Bp3HHKHe excriozuia Ha AITRAs ot BropoTo TpuMecedne Ha OpeMEHHOCTTA HAaTATEK,
TIPENopPBYBa e MPOREpPKA ¢ YNTPa3Byk Ha GBOpedHaTa (GyHKIHA ¥ yepena.

Kepmayerara, uunro Maiiku ca npueMani ATIRAs, Tpa0ra aa OsaaT HabMOOaEaHH BHHMATETHO 32
XHUNOTOHHA (BK. Toukk 4.3 u 4.4).

Xuopoxnopomuazuo:

HMa orpasutieH OIMT ¢ XHIPOXJIOPOTHA3HA 110 BpeMe Ha OPEMEHHOCT, 0cOOEHO Mpe2 TbPBOTO
TpuMeceune. H3nMTBaHHATA NPH JKMBOTHM Ca HEOCTATHYHH.

XHOpoXJIOpOTHAZMA MPEMUHARA Npe3 IUaleHTaTa. By ocHoBa Ha (GapMaKOIOTHYHHA MEXAHHIEM Ha
HdelcTBHE Ha XHAPOXIOPOTHA3U/ ¢e TIpeArnonara, ye ynorpebara My 1o BpeMe Ha BTOPOTO H TPETO
TpHMeceUHe Moxe 1a KOMITpoMeTHpa (eTo-TUateHTapHaTa nepdysus U Aa NpeldsBHka GeTaind |
HEOHATANIHH ¢EKTH KATO HKTEp, HapYIICHHE HA eNEKTPONHTHHA GanaHe H TPOMOOLMTONICHHA.
XuapoxiopoTHasui He TpadBa 1a ce H3M0J3Ba 3a NeYeHHe Ha recTAHOHEH OTOK, MecTallHOHHA
XHIIEPTOHUA HIH NPeekIaMICHA, NOPaaH PUCKa OT XHIIOBOJIEMHA H IUIaLEHTapHa XHnonepdysus, 6es
Gnaronpuaten eeKT BLPXY X04a Ha 3a001aBaHeTO.

XuapoxaopoTiasi He TpaOBa 2 ce H3MO0J3Ba NPH eceHUHaNHa XUNEPTOHMA NPH OpeMeHHHU JKeHH,
OCBEH B PeAKHTE CUTyaLy, KOraTo He MOXKE Ja ¢e MPUIara Apyro Je4eHHe.

Kznpmene

Anzuomenszun Il peyenmopuu anmazonucmu (AIIRAs):

Twii karo HamMa HHGOpPMAIHA OTHOCHO YHOTpebaTa Ha KaHJiecapTak N0 BpeMe Ha KbpMeHe,
KaHAeCapTaH He ce TPENOpPBYBA, KATO 3a NIPEANOYHTAHE € ANTEPHATHBHO JieueHHe ¢ no-aodpe
ycraHoseH npoun Ha Ge30nacHOCT NO BpeMe Ha KbpMeHe, 0c00eHO npu KbpMeHe Ha HOBOPOAEHO
HJIH HEAOHOCEHO KhpMase.

Xuopoxnopomuazuo:

XHApPOXNOPOTHA3K] €€ EKCKPETHPA B MANKH KOJIHYECTBA B KbpMaTa NIPH 4YoBeka. THazuanTe BBB
BHCOKH J03H, NIPeJU3BUKBAllM HHTEH3UBHA BUYpe3a, MOTraT Ja MHXUOUpaT akrauuara. Ynorpebara
Ha XHAPOXJIOPOTHAZHJ MO BPEMe Ha KEPMEHE He ce npenopbyea. [Tpu ynotpeba Ha
XHAPOXJIOPOTHA3H 10 BpeMe Ha KbpMeHe Jo3UTe TpaOBa Aa OBJaT NoANbpKaHH BH3MOKHO Hali-
HHCKH.

4.7 Edexrn sppxy coocobnocrra 3a modupane n paGora ¢ MAIIMHA

He ca u3BbpIIBaHH NpOYYBAHHA HA €deKTHTE BbpPXY cnocoDHOCTTA 3a IodHpane H pabora ¢
MaiuvHU. Korato ce ynpaeinsasaT MOTOPHH NIPEBO3HH CpelIcTBa WiH ce paloTH ¢ MallMHH, TpAGBa Ja
Ce MMa MpeaBU, Y€ NOHAKOra MOXKeE 13 Bb3HHKHE 3aMaiiBaHe WIH yMOpa [0 BPEME HAa JISYEHHE C
Kannecapran HCT AkrtaBuc.

4.8 Hexenans JeKAPCTBEHH peaKkHy

le/l KOHTpOJIHpaHH KJIMHHYHH U3IIHTBaHHA ¢ KaHOdecapTaH LKIEKCEeTHI XHOPOXI0poTHAIHA
HEXEMaHUTE PCAKLIHH Ca OHIM JIEKM U NPeXOIHH. YecrotaTa Ha IIPEKLCBAHE HA JICUCHHETO NopanH

HexenaHu cr0uTHA € noaobHa NpH KaHAecapTaH HeKceTHIY xuapoxnopotuasua (2,3 - 3,3 %) u
wiaueto (2,7 - 4,3 %).

ITo BpeMe Ha KIMHHYHKTE HANUTBAHKA C KAHJECAPTAH [MIEKCCTIL/ XMAPOXJIOPOTHAIMA, HEXKETAHHTE
pPeaKLMH ¢e OTPaHHYaBaT A0 TE3H, KOUTO ca ChOOIIABAHH [TPelH TOBA [IPH KaHIeCapTaH LHIEKCeTH
W/HITH XHIPOXJIOPOTHAZM/L.

B tabnuuaTa no-gonmy ca npeICTAREHH HeXETaHHTe peakiiMi Ha KaHAecapTaH Luie (35

KJIMHHYHHTE H3MUTBAHUA H TIOCTMAPKETHHIOBUA OMHT. B etnH o6obwien aHanm3 Hy
KJIMHHYHO H3[IHTBAHE MPH NALHEHTH ¢ XHIIEPTOHUS, HEOKEMAHUTE PEAKLIMH NPH
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IMIEKCETHII Ca ONPEJIENcHH Bb3 OCHOBA Ha JECTOTA HA HEXKENAHY ChONTHA Ha KaHaecapTaH
LIIEKCETHI, KOATO € Hal-ManKo ¢ 1 % mo-BHCOKA OT YecToTara, Habmoaasana ¢ nanedo:

Yecrorara, usnonspana B TabnuuuTe B To4ka 4.8, e: MHoro uectd (= 1/10), wectu (= 1/100 mo < 1/10),
Heuwectn (> 1/1 000 no < 1/100), penxu (= 1/10 000 zo < 1/1 000), muoro peaks (< 1/10 000) u ¢
HEH3BECTHA YecTOTa (OT HATHYHHTE AAHHH He MOXe Na Obe HanpaBeHa OUCHKA).

CrcreMo-opranan kiaacope | Yecrora Hexkenann peARUHH
Hudekimn n uudecraumu YecT Pecniuparopra HH)EKHHA
HapymieHus Ha xpbBTa 0 MHuoro JlepkoneHus, HEYTPONCHUS H arpaHyJIOLHTO2a
IuM¢HaTa cucTeMa peIKH
Hapyuienus Ha merabonusma | Muoro XunepkamHeMus, XHIOHATPHEMH S
H XPAHEHETO peaxH
Hapymenusd Ha HepBHaTa Yectu 3amaiiBaHe/BepTHTO, TTaBOGOIHE
cHCTeMa
Pecnmparopny, rpeasu 1 Msoro Kamnnna
MEAHACTHHAIHY HapYIneHHA | PEIKH
CromalnHo-4ypeBHH MHoro Ianene
HapyLIEHHA peaKu
C JAuapus
HEH3BECTHA
4eCTOTa
XenarobuwinapHu Mroro Iopmuenu yepHoApOOHH eH3UMH, aGHOPMHA
HapyILeHHA penxH HepHOAPOOHA GYHKIINA WIM XenaTHT
Hapywmenns Ha xoxara u MHoro AHrunoenieM, 06pHB, YPTHKApHA, CHpbex
TEONKOKHATA THKaH pelxu
Hapymenus Ha MyCcKynHoO- MHoro Bonka g repa, apTpanrui, MHaIrHs
CKEJICTHATA CHCTEMA H peIKH
ChEIMHHTEJIHATA ThKaH
Hapymenus Ha 650penre 1 | MHoro Bu6peuno yBpexkaaHe, BKIIOIHTENTHO HLOpeyHa
NHKOYHHTE MBTHILA penku HEAOCTATHYHOCT NPH NOJATAHEH MALIHEHTH (BXK.
TO4Ka 4.4)

Tabnuuara no-noiry MPeACTABA HEXXEIAHWTE PEakKLHH MPH MOHOTEPANUA € XHIPOXJIOPOTHASHI,
OOMKHOBEHO ¢ JI03M OT 25 mg WA MO-BHCOKH.

Cuctemo-oprannn Kiacose | Yectora Hexeaann peaknnn
Heorutazmu - C HemenaHomeH pak Ha xoxara (6a3aTHOKIeThYEH
JoBpoKayecTBeHH, HEHM3BECTHA | KApLMHOM H CKBAMO3HOKJIETHUYEH KAPLIHHOM
3NOKAYECTREHH H 4ecTOTa
HeolIpeieneHd (BKI. KHCTH H
TIOJEMITH )
HapylieHus Ha KpEET2 H Penxu JleBkOTIEHHA, HEYTPONEHHUA/ArpaHyTOIIMTO34,
nuM¢HaTa CHCTEMa TPOMOOUMTONEHHS, aTNAaCTHYHA aHeMHA, MMOTHCKAHe Ha
(hYHKUMATA HA KOCTHHSA MO3EBK, XeMOTHTHYHA aHEMHA
Hapymenns Ha yMyHHaTa Penxu AHadUNaKTHIHU peakuMH
cucTeMa
Hapyinenwns na merabonusma | Hectn XHneprivkeMus, XATIEPYPHK
H XPaHEHETO JucHanaHe (BKIIOYHTEIHO X
XHIOKATHEMHA)
10
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TcuxuvHU HApYIIEHHS Penxn Hapymenna Ha chHd, penpecus, 6e3noKoicTro

Hapymienns Ha HepBHaTa Yectn 3amatiBaHe, BepTHIO
CHCTEMA
Penxcu Tapecresun
HapymeHud Ha 09UTe Penkn IpexoaHo 3aMBIIIEHO 3peHue
C OcTpa MHOTIHS, OCTpa 3aKPHTOBIBIHA IJIayKOMa,
HEW3BECTHA | XOpOMJANEH U3JIHB
94ecTOTA
ChpaeyHH HapyIIeHHs Peaku CepaedHH apHTMHH
Cba0B HapYIIEHHA Heuectu OprocTaTH4na XHIOTOHHA
Penxu HekpoTH3upaiu aHruuT (BACKYITHT, KOXKEH BaCKYJIHT)
PecrupaTopHu, rpbaHH H Mmuoro Octep pecnupatopen puetpec cuaapoM (OPJC) (ex.
MeJIHACTHHAITHH HAPYINEHHA | PEAKH TouKa 4.4)
CToMa1HO-4peBHK Heuectu AHopekcus, 3aryba Ha aneTHT, CTOMALIHO Jpa3HeHe,
HapylieHHs AHAPHA, 3ATEK
Penxu Ilankpearut
XenatoOuiHapHHu Penxu Kpnrenuua (MHTpaxenaTanHa XONecTaTHYHA
HAPYIIEHHA KBITCHHLIA)
Hapyusenus Ha xoxara U Heyectn O6puB, ypTHKapH4, peaKUHH Ha (JOTOUYBCTBHTETHOCT

MOAKOXHATA ThKaH
Peaxu TokcHUHa enKMaEpPMATHA HEKPONU3a, KOXKHH PeakiiiH,
nofoGHH Ha YITYC epUTEMATO3YC, PeaKTHBHpPAaHe Ha
KOKEH JIYITyC EpHTEMATO3YC

HapyeHus Ha MycKyJIHO- Penxu MyckyneH cna3sm
CKEJICTHATa CHCTEMA H
CECAHHHUTCIIHATA ThKaH

Hapymwenus Ha 6u6penure u | Yectn Cmokosypus
NHKOYHHTE MTbTHLIA

Penku br6pevuna aucyHKIHA H HHTEPCTHIHAIIEH HedpuT
OO HapymeHua H egpekru | HecTn CnaGocer
Ha MACTOTO Ha IIPUIOKEHHE
Peaxu Tpecka
WMscnensanna Hectu TloBrineHye Ha XonecTepolnia H TPHTITHLEPHARTE
Pepku Ioenenuie Ha BUN W cepyMeH KpeaTHHHH

Onucanue Ha u30panut nexcenany peaxyuy

HeMenanoMeH pak Ha koxkara: Bb3 OCHOBa Ha HATMYHHTE JaHHH OT eNMIeMHOIOMHYHH TTPOYYBAHHA €
HaOnroaBaHa 3aBHCHMA OT KyMYJIATHBHATA 2034 Bpb3ka Mexay X XT3 u HMPK (sx. cbluo Touku 4.4
us5.1).

Croblapase HA NOKOINPAHN HEXKeJIAHU PEAKLIMH
CrpoblaBaneTo Ha HONO3HMPaHH HEXKENAHH peaktHH clle paspelasase 3a ynoTpeGa Ha IeKapCTBEHHS
TIPOIYKT € Baxkuo. ToBa No3BonsABa 1a NPOALLKH HAOMOAEHHETO HA CHOTHOWEHHETO MOI3a/PHCK 3a
JIEKAPCTBEHHS MPOAYKT. OT MEAHLIMHCKHTE CIICLIHATMCTY Ce H3HUCKBA 12 ChOOIIIaBaT BCAKA
NIOAO3HPAHA HexKellaHa peakius dpes H3menHHTeIHA areHIHA 1o Jekapersata; yi. , JlaMad ['pyes”
Ne 8, 1303 Codus, Ten.: 02 8903417, yebceaiir: www.bda.bg.
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4.9 Ilpenosmpane

Cumnmomu

B3 ocHoBa Ha dapMakonoryvHH cro0paKeHus, € Hali-BepOATHO OCHOBHATA NPOABA Ha NMPEAO3HpaHe
Ha KaHAeCApTaH LHIeKceTHN a 6bae CHMITTOMATHYHA XHNOTOHUA U saMaiiBane. [Ipu oraenuu
cBoOIIeHHA 3a npeacznupade (10 672 mg KaHAeCAPTaH LIIEKCETIN) NALHEHTHTE Ca Ce BE3CTAHOBHIN
6e3 npobieMu.

OcHoBHaTa NposBa Ha NMPefo3HpaHe HA XMIPOXAOPOTHAZHA € OCTpa 3aryba Ha TEUHOCTH H
enexrponuti. Habmonasanu ca cuilo W CHMITTOMM, KATO 3aMaliBane, XUOTOHWA, JKaKna,
TaXWUKapAHA, BEHTPHKYJIAPHH aDHTMHH, CeAalHs/yBpeJeHO Ch3HAHHE H MYCKYITHH CIIa3MM.

Jevenue

Hama cnermduuna ua$opmaa OTHOCHO IeueHueTo Ha mpegosupade ¢ Kangecapran HCT Akrapuc
tabaerku. [lpeanarar ce obaue cnegHUTe MEPKH NPH NpefO3HpaHE.

Koraro e nokazano, Tpa6Ba Ja ce HMa NpeJIBUA IPEJU3BHKBAHE HA MOBPBUIAHE HIH CTOMAIIHA
NPOMHEKA. AKO BEIHMKHE CHMITTOMATHYHA XUITOTORMS, TpROBa Aa ce MpeanpHeMe CUMITTOMATHYHO
JIeHeHHE W Aa ce MPOCiIeNaBaT JKU3HEHHTe NokasatenH, [TauueHTsT TpAbBa Ja ce CNoXH B JTETHAIO
NOJIOKEHHE C MOBIMIHATH Kpaka. AKO TOBa He € JOCTaTHYHO, [1a3MeHMAT 00eM Tpabea na ce
yBEJINYM upe3 HHY3HA Ha U3OTOHHUEH (PH3MONOTHYEH pa3TBop. TpabBa fa ce rPocIeasBaT 4 Aa ce
KOPHTHPAT CEPYMHHTE ENEKTPOIHTH H alKaTHO-KHCETHHHUAA OanaHe pH HeoGX0quMOCT. AKO
FOPHHTE MEPKH HE ¢a AOCTATHYHH, MOXKE Jia ¢ NPHIOXKAT CHMITATOMHMETHYHH JIEKADCTBECHH
NPOIYKTH.

Kanpecapran He MOXe Ja ce OTCTpaHM upes XxeMoauanu3a. He € H3BeCTHO 0 KAKRA CTENEH
XHAPOXJIOPOTHA3HA C€ OTCTPaHABA Ype3 XeMOAHAIH3A.

5.  @®APMAKOJIOrMYHH CBOMCTBA
5.1 <PapmakonHHIMAYRHA CBOHCTRA
(PapMakoTepancBTHUHA Tpyna: AHTaTOHHCTH Ha aHruoteHsun 11 + auypernuu, ATC xonq: CO9DA06

AnruoreHzH Il ¢ OCHOBHHAT Ba30aKTHBEH XOPMOH HA PeHHH-aHTHOTEHZHH-2NI0CTEPOHORATA
cCHcTeMa M TOH Wrpae poid B NATOPUZHONOTHATA HA XHTIEPTOHHATA U APYTHTE CHPIeIHO-ChAOBH
Hapylenna. Tol urpae celuo pong 3a MNaTOTeHe3ATa HA OPraHHATa XUNepTpodus H KpaiHOTO OprauHo
yepexaaHe. OCHOBHHTE QHIHONOTHYHH edexTy Ha aHTHOTEH3HH I, KaTO Ba3OKOHCTPHKLHA,
CTHMYJNIALNA Ha alIOCTEPOHA, PETY/IAlMA Ha XOMEOCTa3aTa Ha CONITa M BOJIaTa M CTHMYNHpaHe Ha
KJIETbYHUA PacTexk, ce Meauupar upes Tun 1 (AT)) peuenrop.

KanpecapraH muekceTin € OpeKypcop, KOHTo 6ep30 ¢ NpeBphiia B aKTHBHOTO ASKAPCTBO
KaHIecapTaH upe3 eCTepHa XHAPONH3a M0 BpeMe Ha pe3opOLMATa OT CTOMAITHO-4PEBHHSA TPAKT.
Kanpecapran e AIIRAs, cenekTHBeH no oTHoweHHe Ha AT pelienrropuTe, KOHTO ce CBBP3Ba 3APaBo H
ce AucoUMHpa GaBHO oT penenTopa. Toll He npUTEXaBa arOHHCTHYHA AKTHBHOCT.

Kanpaecapran He nosnuasa ACE HiH 1pyrute eH3HMHH CHCTEMH, CBBP3aHH OBGUKHOREHO ¢
ynotpebata Ha ACE unxuburopu. Thii KaTto He 0ka3Ba edeKT BBPXY PasrpakIaHETO HA KHHHHHTE

WA BBPXY MeTaGonuzMa Ha APYTH BewleCTra, Hanp. cyGeraHig P, Manko BEposTHO € DPHIOKEHHETO
Ha AIIRAS na e cebp3aso ¢ Kaunmuia. [IpH KOHTpOTHpaHy KIMHAYHY W3IHUTBAHKA, CPaBHABAIIM
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THAa3sMCHHTC HHBA Ha peHHHA, HHRATA HA aHTHOTCH3HH 1 u anruotensuH I v 10 HaMaleHMe Ha
IMasMeHaTa KOHUEHTpAHA Ha alTOCTEPOH.

Edexrure Ha kanpecapran uunekceTun 8 - 16 mg (cpepna no3a 12 mg) BeaAHBK IHEBHO BEPXY
CBPACYHO-CB0BATA 3200/1eBAEMOCT H CMBPTHOCT €A OLIEHEHH B €IHO PAHAOMH3HUPAHO KITMHHYHO
HanuTRaHe ¢ 4 937 nauHeHTH B crapyecka Bbapact (Ha Bp3pact 70 - 89 rogunm, 21 % Ha BB3pact §0
HJTH NMOBEYE) ¢ JIeKa I0 YMepeHa XMrepTOHUs, npocnenssaHu cpeaHo 3,7 rominn (Study on Cognition
and Prognosis in the Elderly). I[TaunenTtuTte ca mony4aranu kangecapraH wis ruiauebo ¢ noGaseHo
APYTO aHTHXHNEPTEH3HBHO JIEYEHHE CIIOPE HYKANTE. APTEpHAIHOTO HANATAHE € HaMAJIEHO OT
166/90 na 145/80 mmHg & rpynara ¢ kanaecapras v oT 167/90 na 149/82 mmtg B kouTponHara
rpyna. Hama craTHcTHUeCKH 3HAYMMA PasiiuKa B MbPBOCTENIeHHaTa KpaliHa Touka, OCHOBHHTE
CBPAEYHO-CHA0BH CHOHTHA (CHLPACYHO-CHIOBA CMBPTHOCT, HENIETAIEH HHCYIIT ¥ HENETANCH
MHOKapAeH HHGapkT). Perncrpupani ca 26,7 cxbutig Ha 1 000 nauyeHTOrOAUHY B rpymara c
kaHiecapTaH B cpaBHeHHe ¢ 30,0 chOuTHA Ha 1 000 NauKeHTOroAWHH B KOHTPOJIHATA IPpyna
(otHOcHTeneH puck 0,89, 95 % CI 0,75 mo 1,06, p=0,19).

XuapoxnopoTHasH) MHXMOMpa akTHBHATa peabcopOLma Ha HATPHIA, NPeAUMHO B TUCTAIHHTE
0b0pednu TyOymH, M CTUMY/HpA eKCKPELMATA HA HATPHI, XTOPHIM H Bona. BuOpeuHara ekckperus
Ha KWk M MarHe3HH ce YReJIHYaBa I0303aRHCHMO, a KAmMAT ce peabcopbupa B Mo-ro/Ma cTereH.
XupapoxnopoTHasui HaMasaBa [L1a3sMeHHd 06eM M eKCTpaueylapHaTa TeqHoCT H HaManaBa
ChpIeqHHA A€OHT K apTepuanHoTo Hansrase. IIpy npons/okyUTenta Tepanus, HaMaieHara nepudepia
PE3HCTEHTHOCT AOMNPHHACA 32 TIOHIbKeHHE HA apTEPHAIHOTO HaNIAraHe.

TonemMy WIMHHYHN M3NHTBAHMA Ca NOKa3aiH, Y¢ HPOABLKHTENHOTO JEYEHHE ¢ XHIPOXIOPOTHASH]L
HaMa/LIBa PHCKA OT CHPAECHHO-ChIOBA 3200/1EBAEMOCT U CMBPTHOCT.
Kannecapran 1 XMApOXIOpoTHA3HA HMAT aIHTHBHH aHTHXHMIEPTEHIUBHH €(EKTH.

ITpu mauHeHTH ¢ XMNEPTOHHA, KaHAEeCapTaH MIEKCETHI/ XHAPOXIOPOTHA3H TabNeTKn BOIAT 10
A0303aBHCHMO H NPOAB/DKATETHO HAMAZIEHHE HA aPTEPHAIHOTO HaaraHe Oe3 pedniekTopHO
YBEIIHYEHHE Ha ChPACYHATa YectoTa. HEMa naHHH 3a cepHO3Ha WM NPEKOMEPHA XHIIOTOHHA NpH
nBEpBA 403a Wik pebayn edekT ciea npekpaTasaHe Ha nedeHuero. Cie MPHIOKEHHE Ha eARHHIHA
1033 KaHAecapTaH HHWIEKCeTH1/ XHAPOXIOPOoTHa3HA TabNeTKH, HAYAIOTO HA AHTHXHTICPTEH3HBHUA
edext o6HKHOBEHO 3an04Ba A0 2 yaca. [Ipu npognikUTeNnHO Nedenye, Hali-roaAMO HAMaJICHHe Ha
apTePHATHOTO HANATaHe e HOCTURA O YSTHPH CEAMMIM 1 Ce NOANBPIKA TIO BpeMe Ha
TIPOL/DKHTETHOTO JiedeHne. KanaecapraH LuuiekCeTHN/ XHAPOXIOPOTHASH TabNIeTKH BeHE:K IHEBHO
OCHrypsasar edekTHBHO H ILIABHO MOHWKECHHE HA APTEPHANHOTO HANATAHE B NPOAB/DKEHHE Ha

24 yaca, c ManKa pa3iHKa MeXTY MakcHMallHuTe H MHHHMATHUTE e)eKTH N0 BpeEME HA HHTEpBana Ha
nosupane. B enno ABOHHO-CIANO paHAOMH3HPAHO KITHHHYHO M3MHTRAHE, KAHIECAPTaH

WHITEKCETHI/ XHAPOXIopoTuasH 16 mg/12,5 mg Tabnerku BeAHEK JHEBHO NOHIDKABA 3HAYMMO
TIOBEYE aPTEPHATHOTO HANAraHe H KOHTPONHpa 3HAYHMO MOBeYe MalHeHTH, OTKOIKOTO
koMOuuaLusaTa nosapran/ xugpoxnoporvazus 50 mg/12,5 mg seansK THEBHO,

Ilpu gBOiiHO-C/IENH, pAaHAOMH3HPAHHU H3NMTBAHKA, YECTOTATA HA HEKENIAHUTE CHOMTHA, ocobeHo
KAILIMLUATA, € MO-HUCKA MPH JIEYEHHE ¢ KaHJecapTaH UHIeKCeTHI/ XHIPOXTIOPOTHASH L, OTKOJIKOTO MPH
nedeHue ¢ koMOuHauuu Ha ACE HHXHOHTOPH H XHIPOXAOPOTHA3H,

B nBe )WIHHHMYHH H3NHTBaHKA (PaHIOMH3HPAHH, JBOHHO-CIICNH, NNALE60 KOHTPOIHPAHH ¢ TIAPANSIHH
rpynm), Bmousamy 275 u 1 524 paHAOMH3MpaHA TIALIMEHTH CHOTBETHO, KOMOMHALIMHTE C
KaHZECapTaH HHIeKCeTHY XuApoxnopoTHazua 32 mg/12,5 mg 1 32 mg/25 mg BOAAT A0 1

OT CBOTBETHHUTC MOHOKOMIIOHCHTH,

B enno pannoMuzHpaHo, JBOHHO-CIANO KITHHHYHO W3MHTBAHE ¢ NapajicliHu IPy
1 975 paHnoMH3HpaHH NALMEHTH, KOUTO He ce KOHTPONMKpAT ONITHMANIHO ¢ 32 m
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IM/IEKCETHI BeIHBLXK AHSBHO, A00aBAHETO Ha 12,5 mg unu 25 mg XxHApOXIOpOTHAZHA BOAM 0
JOITHAHMUTENHO NOHIDKEHHE HA apTepHanHOTO Hanarane. KomOuHaIaTa Ha KaHaecapTaH
LHHJIEKCeTHL XUIpoXIopoTHaska 32 mg/25 mg e 3HaMHMO NO-(heKTHRHA OT KOMOHHALIMATA

32 mg/12,5 mg, kaTo 0OWIOTO CpeaHO NOHIDKEHHE Ha apTepHATHOTO HanaraHe ¢ 16/10 mmHg 1
13/9 mmHg croTBETHO.

KannecapraH UWIEKCETHI/XMAPOXIOPOTHAIUA NPHTEXKAEA MOA00HA eeKTHBHOCT HE3aRHCHMO OT
BBL3pAcTTa M NOJIA Ha MALIMEHTHTE.

INoHacTosmeM HAMa NAHHH 32 ynoTpebaTa Ha KaHAECAPTaH WHIEKCETHL XUAPOXA0POTHA3U] TIPH
naiueHTH ¢ 6x0peuHo 3abonaBane/HedponaTHa, HaMaJeHa JISBOBEHTPUKYJIHA (YyHKIHA/3aCTOHHA
ChpAEYHA HEJOCTATHYHOCT H clle MHOKApASH HHPAPKT.

JBe roemu paHIOMH3MpaHH kKonTponvpalH npoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywo rnofanuo uznureaue 3a
KpaiiHH TOYKH Ha TEJIMUCAPTAH, CAMOCTOSTEIHO H B KoMOuHauus ¢ pamunpun) H VA NEPHRON-D
(KnuHn9HO npoyyBaHe CBEP3aHO ¢ pa3BHTHE Ha HedponaTus npu auabeT, NPoBEIeHO OT
MHHEHCTEPCTBO N0 BENPOCHTE Ha BETEPaHHTE) — NpoyuBar ynotpebara Ha koMOuHanmsata or ACE
HHEXHOHTOp M aHrnoTeHzul ll-penenropen Grokep.

ONTARGET e npoy4BaHe, NpoBeIEHO [PH NAlIMEHTH ¢ aHAMHE3A 33 ChPASYHO-CHI0BA WM
MO3BYHOCH0Ba O0IecT, WK 3aXapeH AWabeT THIL 2, Npuapy>XeH: ¢ JAHHH 32 YBPEIKIAHe Ha
edexropun oprand. VA NEPHRON-D e npoyuBaHe NpH nauuedTH ChC 3aXapeH nuaber tum 2 1
nuabeTHa HeyponaTHA.

Te3n npoyusauus He NOKA3BAT 3HAUKM OaronpuaTeH edexT BEpXY ObOPEYHHTE WK CHPASYHO-
CBIOBHTE NOCAEAMLE H CMBPTHOCT, KATO ChIIEBPEMEHHO ¢4 HaONMoAaBaHH MOBHINEH PHCK OT
XHINEPKATHEMHS, OCTPO YBpexkK/IaHe Ha 6bOpenTe W/HIH XHITOTOHHA B CPaBHEHHE ¢
mMoHoTepanmHATa.KaTo ce MMaT npeaBua ¢XOAHATE WM (apMAKOIHHAMHYHH CBOHCTBA, Te3U pe3yNTATH
ca npunoxHMH H 33 ApyTH ACE HRxn6uTopH B anrnoTeHsHH Il-penienropan bnokepu.

ACE uHxu6uTopH 1 anrdoteHsuH ll-penenrropHu 6nokepu crienoBaTeNHO He TpAOBa fa ¢e H3MOoN3BarT
€HOBPEMEHHO NIPH NauueHTH ¢ uaberHa HedponaTis

ALTITUDE (Knsun4HO npoy4BaHe NpOBEIEHO ¢ aNMCKHPEH MPH NALMEHTH CBC 3aXapeH quaber

THI 2 ¢ H3MO3BAHE Ha CHPAEYHO-CHAOBH M ObOpeunn 3a00NaBaHMA KaTo KpaiHH TOUKH) &
npoyusaHe, IPEAHA3HAYEHO Ja H3C/IeqBa TION3aTa OT N00ABAHETO HAa ATUCKHPEH KbM CTaHZapTHA
tepanug ¢ ACE sHxuGHTOp Hin anrvoTeH3HH Il-penentopen 6nokep NpH NALKEHTH CHC 3aXapeH
auaber TN 2 H XpoHHUHO BLOpedHo 3a60NsBaHe, CHPASYHO-CHAOBO 3a00NsIBaHE WIH H JIBETE,
[IpoyusaneTo € MPeKpaTeHO NPEXASBPEMEHHO NOPAIH MOBUIIEH PHCK OT HeOMaronpUsTHH
nociaeaMuu. KakTo chpae4Ho-CHAOBATa CMBPT, TAKa H HHCYJITHT ca NI0-4ECTH B IPYNAaTa Ha
aNHCKHPeH, OTKOJIKOTO B rpymnaTa Ha naile6o, a MpeAcTap/ABaluMTe HHTEPEC HEXKENIaHH ChOUTHA U
CEPHO3HH HeXeNaHH ChOMTHA (XHITepKaTHeMHA, XHIIOTOHHA M 61b0pevHa THCHYHKINSA) ce CrobInaBaT
TO-YECTO B rpyNaTa Ha aHCKHPEH, OTKOJKOTO B Ipyniata Ha maueso.

Hemenanomen pax na xoocama

B13 ocHOBa Ha HATHYHHMTE AAHHH OT €MMACMUOJIOIHYHHM NpOY4YBaHHA € HabMoAaBaHa 3aBHCHMa OT
KyMyNnaTHBHaTa 103a Bpb3ka Mexay XX T3 u HMPK. ExHo nmpoyusade BKIIOYBA HOMyNaLUs, CHCTOAINA
ce oT 71 533 cioyuan Ha BKK u 8 629 ciyqan na CKK, u nonmynatms ot csotBeTHo 1 430 833 1 172 462
NOAXOAAIH KOHTpomH. Bucokara ynorpeba Ha XXT3 (kymymatieHo >50 000 mg) e cespsana c
xopurupan OR 1,29 (95% JIH: 1,23-1,35) 3a BKK 1 3,98 (95% JIH: 3,68-4,31) 3a CKK. Ha6monasaHa
€ ICHa Bpb3Ka KyMylaTHEHA 103a-0TroBop KakTo 3a BKK, Taka u 3a CKK. Jlpyro npoyus OKazBa

kopurupau OR 2,1 (95% AH: 1,7-2,6), Hapacmam 10 OR 3,9 (3,0-4,9) 3a Buc
mg) 1 OR 7,7 (5,7-10,5) 3a Hal-BHcOKaTa KyMylaTHBHA J03a '
(~ 100 000 mg) (Bx. cbio TOUKA 4.4).
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5.2 @apMakOKHHETHWHH CBOHcTBA

EnHoBpeMeHHOTO MPHIOKEHHE HA KAHECApTaH [MIEKCETHI H XHAPOXTIOPOTHAZH] He OKa3Ba
KIHHHYHO 3HaYMM e(eKT BpXy (apMaKOKBHETHKATA HA BCEKH €IHH OT JISKAPCTBEHHTE IPOIYKTH.

AbGcopbiug u pasnopeseneHue

Kanoecapman yunexcemun

Ciien nepopaiHO NPHIOKEHHE, KAHAECAPTAH LHJICKCETI Ce NPEeBpbhlla B AKTHBHOTO BEINECTRO
KaHJecapTad. AGCOMOTHaTa GHOHAMTHYHOCT Ha KaHAecapTaH e npHGmH3kTenHo 40 % cnen
ynoTpebara Ha pa3TBOp 3a MEPOPATHO NMPUIOKEHHE HE KAHOECAPTAH IHaekceTH. OTHOCHTEMHATA
SuoHanuHocT Ha TabneTHa GopMa Ha KaHIEcapTaH LMISKCETHA B CPaBHEHHE CBC CHUIHA Pa3TBOP 32
NEPOPATHO NPHIMKEHHE € NPRONU3UTENHO 34 % ¢ MHOrO Maika sapuaGHuIHOCT. CpeHara
MAKCHMAITHA I1a3MeHa KOHIIEHTPALHA {Cmax) ce JocTHra 3 - 4 Haca cien nmpueMa Ha TabaeTkara.
[1nazmeHuTe KOHLEHTPALMH Ha KAHACCAPTaH Ce YBETHYABAT JIHHEHHO ¢ yBe/iH4aBaHe Ha JO3HTE B
TepaneBTH4HHUTE J030BH rpaHuiy. He ca Habmonapany pa3nuKn, CBLp3aHH C [0N14, BEB
(apMakOKHHETHKATA Ha KaHIecapTaH. [Lnowra moJ KpHEaTa niasmMena KoHLeHTpalms-speme {AUC)
Ha KaHJecapTaH He ce NOBIWiABa 3HAYHMO OT XpPaHa.

KanpecapTaH ce CBBP3Ba BLBE BUCOKA CTETEH ¢ IU1a3MeHHTe npoTennn (Haa 99%). [pusuanust o6eM
Ha pazmnpeaeneHHe Ha kanaecaptad e 0,1 1/kg.

Xudpoxropomuaszuo

XuapoxnopotHazua ce pezopbupa 66p30 OT cTOMAIHO-UPEBHHA TPAKT ¢ abconmoTHA OMOHATHYHOCT
oT npuGnusuTenno 70 %. EqnoBpeMeHHUAT NpHeM Ha XpaHa YBenH4aea abcopOimsra ¢
npubmasuTenHo 15 %. BuonanuunocTra MOXKe 1a ce HaMaly TIPH TIAIMEHTH CEC ChPACYHA
HEAOCTAaTHYHOCT H U3pa3eH OTOK.

CBBp3BaHeTO Ha XHAPOXJIOPOTHA3M] ¢ TUIA3MeHUTe NPOTEHHH € npudausurenHo 60 %, [puBHaHHST
obeM Ha pasnpeneneHHe e npubamsurento 0,8 kg,

Buorpaschopm M eTHMHUHHpAHE

Kanodecapman yunexcemun

Kannecapran ce e1MMHHKpa NIpeAUMHO B HEMPOMEHEH BH]L, ¢ YPHHATA H XTBUKATa M CAMO B Mallka
CTETIEH ce OTAENA upe3 yepHoapoben MeTabomuseM (CYP2C9). HanuunuTe H3NHTBaHKkS Ha
B3anmoneicTBUATA He NokaseaT ediekt Bepxy CYP2C9 u CYP3A4. Bb3 ocHOBa Ha JaHHH in Vitro He
Ce 0YaKBa BB3HHKBAHE Ha B3aUMOACUCTBHE iR Vivo C NEKAPCTBEHH MPOXYKTH, YHITO MeTabomu3bM
3aBHCH OT H30eH3HMHTE Ha ruroxpom P450 - CYP1A2, CYP2A6, CYP2C9, CYP2CI19, CYP2DS,
CYP2E!1 unu CYP3A4. TepMHHANHHWAT MONYKHBOT HA KaHAECApTaH € NPHOIH3HTENHO 9 uaca. Hama
KYMYJIHpaHe CJIe]] MHOTOKpaTHO npuiokeHue. [TonyKHBOTHT Ha KaHiecapTaH OCTaBa HENMPOMEHEH
(npuGnuzuTenHo 9 h) cnen MpuUnoKeHHe Ha KAHNECAPTAH UHIEKCeTH] B KOMOHHALMSA ©
xunpoxnopotuasii. He ce Habmonara nomuinutento KyMynHupaHe Ha KaHIeCAPTaH Cliel
MHOTOKPATHH J103H Ha KOMOMHALIHATA B CPABHEHHE C MOHOTEPAIIH.

O6muaT nyasMeH KITHPBHC Ha KaHaecapTaH e okomno 0,37 ml/min/kg, a Ge0pedHUAT KITHPBHC - OKOJIO
0,19 ml/min/kg. BEOpeunoTO eTHMHHHPaHE Ha KaHAecapTaH ¢e U3BBLPILBA 4Pe3 [IOMepyaHa
¢unTpauna H akTHBHA TyOynHa cekpeld. Cnea nepopanta qo3a Ha “C-Genssan KanecapTan
HniexceTun npubausuTento 26 % ot K03aTa ce OTAENS B ypHHaTa oA (opMata Ha Ka

kaHaecaprad 4 10 % kato HeakTHBeH MeTaGoNuT.
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Xudpoxaopomuazud

XHIpOXIIOpOTHA3HE He ce MeTabonH3Kpa H ¢ eKCKPETUPA [IOYTH HATBITHO KaTO HEMPOMEHEHO
JEKApCTBO 9pe3 IOMEPYJIHa QHTpaliig U akTHBHA TyOy/Ha cekpetms. TepMHHAHHAT NOTYKHEOT
Ha XHAPOXJIOPOTHasHA ¢ Npubmusutenno 8 yaca. [TpuGausurenno 70 % ot nepopansaTa Ao3a ce
eTHMHHMPA ¢ ypuHata Ao 48 vaca. [Tomy»uBOTHT Ha XMIPOXJIOPOTHA3IWA OCTaBa HEIIPOMEHEH
{npubauartento 8 yaca) ciiel NPHIOKEHHe Ha XUAPOXIOPOTHA3NWA B KOMOHHAIMA ¢ KaHIeCapTaH
uunekcernn. He ce HabmonaBa nonbIHHTENHO KyMYJIHpaHe HA XHPOXJOPOTHASHI CAel
MHOTOKPATHH O34 Ha KOMOHHALMATA B CpaBHEHHE C MOHOTEPAIHS.

QapMaKOKHHETHKA [IPH COESHHATHYA HOTYIALMK

Kanoecapman yunexcemun

Ilpy muna B cTapyecka Bu3pact (Haa 65 ronuen), Cnax 1 AUC Ha KaHIecapTaH ca yBenuveHH
npuOnu3HTeNHO ¢ 50 % H 80 % chOTBETHO B CpaBHEHHE ¢ MiIaaH HHAMBHAH. OTrOBOPHT HA
apTepyaNHOTO HaJIAraHe M Y€CTOTaTa Ha He)kenaHuTe chOMTHA obave ca moJoBHH ciiell JaaeHa ao3a
KaHJAecapTaH IHACKCETW/ XHAPOXIOPOTHAZHA TabIETKH TIPH MIaAH MAlHEHTH H NALHEHTH B
cTapuecka BB3pacT (BK. TOUKa 4.2),

ITpu maiMeHTH ¢ JeKO 10 yMepeHo 6v0peuHo yepexnaHe Cmax 1 AUC Ha KaHAecapTaH ce yBe/THYaBaT
NpH MHOTOKPATHO MpunoxkeHHe ¢ mpubmasutenHo 50 % u 70 % ChOTBETHO, HO TEPMHHATHHAT
MIONY’KHBOT HE Ce MPOMEHA B CPaBHEHHE ¢ [IAIMEHTHTE ¢ HopManHa 0s0peuna ¢yukumsa, CroTBeTHHTE
NPOMEHH NPH NALMEHTH ¢ TEXKKO OpOpeuno yBpe:kaane ca npHOnusHTento 58 % u 110 % cpoTBETHO.
TepMHHATHHAT NMOMYKHBOT HA KaHIECAPTaH ¢e YABOABA NPHOAMIHTENHO NPH MALHEHTH C TEKKO
6B0peuHo yBpexaaHe. PapMakoKkiHETHKATA IPH NAHWEHTH Ha XEMOJHAIN3A € noao6Ha Ha TasH MPH
GonHuTe ¢ Texko OBOpEUHO YBpexkaaHe.

B JBe KIHHMYHH W3NHTBAHHSA, BKTIOYBAIIH NALMEHTH ¢ JIEKO A0 YMEPEHO UYepHoApobHO yBpexaaHe,
ce YCTaHOBABa yBelHueHHe Ha cpennata AUC Ha KannecapTal ¢ nprbnusurenHo 20 % npH eIHOTO
H3NHTEaHE H ¢ 80 % mpH ApyroTo (BK. TouKa 4.2). HaAMa ONKT NpH NAlHEHTH ¢ TEKKO YSpHOAPOGHO
YBpeKIaHe.

Xudpoxropomuazuo
TepMUHATEUAT NOTYKUBOT HA XMAPOXJIOPOTHAZHA € YABIDKEH NPH NMALHUEHTH ¢ GBOPEYHO YBpekKIaHe.

5.3 TipeakAHAHYHH JaHHH 3a GelonmacHOCT

Hsama kauecTECHO HOBH TOKCHYHH HaxXoOKH Cc KOM6HH&[J,PI5]T& B CPABHCHHE C Ha6m011aBaHme npu
BCEKHM KOMMOHEHT NooTAeHO. [Tpy MpeAKTHHAYHHTE H3MMTBAHKL 38 0e30MaCHOCT ¢¢ YCTAaHOBABAT
e(EKTH Ha CaMHd KaHAESCapTaH BbB BUCOKH JIO3H BBPXY ObOpeluTe H BBPXY NOKA3aTEHTE Ha
YCPBEHHUTE KPBBHH KICTKH [IPH MHILIKH, TUTBXO0BE, KyveTa U MaliMyHH. Kannecapran npeaussukea
NOHIDKEHHE HA M0KA3ATEIUTE HA YePREHUTE KPBBHY KIIETKH (€PUTPOLIMTH, XeMOTIO0MH, XeMaTOKPHT).
Edexrure Bupxy 6b0peunre (Hanp. pereHepauys, AUnaTauHs H 6a30pHIHA B TyGy/IHTe; YBeTHICHH
INa3sMeHH KOHLICHTPAllMH Ha ypess M KPeaTHHHWH) ce HHAYLMPAT OT KaHAECAPTaH, KOeTo MOoke Aa Oble
CIICACTBHE OT XHIIOTCH3UBHHKA edeKT, Bojleln A0 npomeru B 6x0peuHara nepoysua. JloGapaHeTo Ha
XHAPOXJIOPOTHA3HI MOTEHUHPa HepOTOKCHIHOCTTA Ha KanaecapTal. OcBeH TOBa, KAHAECAPTAH
HHIYLHPa XHOEPIUIa3HA/XUNIepTpodHs HA IOKCTANNIOMEPYIHHTE KieTkd. CUMTa Ce, Ye Te3H NPOMEeHH
ce NpUYHHABAT 0T (PAPMAKOJIOrHYHOTO JeHCTBHE Ha KaHJeCapTaH U ¢a ¢ HE3HAYMTEIHA KIHHHYHA
peneBaHTHOCT.

HabnonaBaHa e $eTOTOKCHHHOCT Ha KaHAecapTaH B KbcHa Opementoct. JloGapanero na
XHAPOXJIOPOTHAZN/L HE MOBNMABA 3HAYHMO PE3YNTaTHTE OT H3CIEABAHHATA Ha (eTan
MIpH IWIBXOBE, MUIIKH WIH 3aiiuu (B:K. TouKa 4.6).

KaH,IleC&pTﬂH H XHAPOXNTOPOTHAZH MOKA3BAT I'EHOTOKCHYHA aKTHBHOCT B MHOTO Ié
. . . L

KOHHGHIP&HHH/JIOBH. I[aHHPI OT W3CNeBaHNUS Ha T'€HOTOKCHYHOCTTA IN VIIFO U In l?
=
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MAJIKa BEPOJATHOCTTA KaHOeCApPTaH H XHAPOXIIOPOTHAZHA Ja KMAT MYTAT¢HHA MITH KJacTOICHHA
AKTHBHOCT B YCIIOBHATA Ha KTHMHUYHA ynmpeﬁa.

HAaMa IaHHH HAKOE OT ChelIHHEHHMATA /1A € KAaHLEPOreHHO.

6. @PAPMANEBTHYHH JAHHH

6.1 Coucbk HA DOMOLIHMTE BEMECTRA

JlakTo3a MOHOXHpAT

Ilapepyuyso HHIDECTE

XU ApoKCHIpONMILETYI03a

KpockapMmenosa HaTpuii

MarHesuee cTeapar

TpueTun nMTpar

6.2 HechbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok na roaroct

3 roguHK

CpoK Ha rOHOCT CNief| ITBPRO OTBAPAHE HA ONMAKOBKATa 3a TabneTku: 6 Mecena.
6.4 CoennanHH YCIOBHA HA ChXpAHeHHE

To3n nekapcTBeH NpoAyKT He H3HCKBA CTIEIMAITHH YCIIOBHS 33 ChXPaHEHHE.
6.5 JlamnH| 3a eNAKOBKATA

Kanpecapran HCT AxtaBuc 8 mg/12,5 mg u 16 mg/12,5 mg tabnetkn
Bnuctep or PVC-PVDC/ALl

Buaoee onakoeku: 7, 14, 28, 30, 56, 70, 90, 98, 100 tabneTkH
Kannecapran HCT AkraBuc 32 mg/12,5 mg » 32 mg/25 mg Tabnetku
PVC/PVDC-Al 6nuctep

Omnaxkoska 3a Tabnerku (HDPE) cbe uan Ge3 ofe3onacena 3a aeua suxrora kanauka (PP) u cymdren
CHJIHKareJ1.

Onaxogru:

Bmacrep: 7, 10, 14, 20, 28, 30, 50, 56, 90, 98, 100 Tabnetku

Omaxoeka 3a Tabiaerkn: 30, 90, 250 tabnerku

He BCHYKH BHIOBE O11aKOBKH Morat aa ObaT MycHaTH Ha rnasapa.

6.6 Cnennajnn OpefNa3HH MEPKH NPH H3XBbPJisiHE

HeynotpebeHuaT npogyKT HITH OTHATBYCH MaTepHaN TpAGBA NIa ce H3XBBLPIIH B
MECTHHTC H3IHCKBaHHUA.
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7. TIPHTEXATEJI HA PAPEIIEHHUETO 3A YIIOTPEEA

Teva B.V.
Swensweg 5
2031 GA Haarlem

Hunepnanmus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Kannecapran HCT Akraeuc 8 mg/12,5 mg tabnetku - per. Ne 20110315
Kangecapran HCT Axkraeuc 16 mg/12,5 mg Tabnetku - per. Ne 20110316
Kannecapran HCT Akraeuc 32 mg/12,5 mg Tabaetiu - per. Ne 20140005
Kannecapran HCT Akraeuc 32 mg/25 mg taGnetku - per. Ne 20140006

9. TATA HA ITBPBO PA3PEINIABAHE/TIOJHOBABAHE HA PA3SPEIIEHHETO 3A
YIIOTPEBA

Jlara Ha MBpBO paspemaBaHe :

Kanpecapran HCT Akraeuc 8 mg/12,5 mg u 16 mg/12,5 mg tabnerxu - 16.05.2011 r.
Kanpecapran HCT Axraeuc 32 mg/12,5 mg u 32 mg/25 mg rabnerku — 09.01.2014 r.
Hara Ha nocnepto noaHossasane: 02.062.2017 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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