KPATKA XAPAKTEPUCTHKA HA IMPOAYKTA A 129,423
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1. UME HA JIEKAPCTBEHHUA ITPOAYKT

Kannekapa H 16 mg/12,5 mg tabneTtku
Candecard H 16 mg/12.5 mg tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcsika Tabnerka chabpka 16 mg kaHaecapraH Lunekcetun (candesartan cilexetil) u 12,5 mg
xuapoxyuopotuasuna (hydrochlorothiazide).

[ToMOILIHO BELIECTBO C U3BECTHO JIEHCTBHE:!
Bcsika Tabnerka chabpxka 72,1 mg nakro3a (KaTo JJaKkTo3a MOHOXHMpAT).

3a MbJIHUSA CITUCHK HA MMOMOLIHUTE BElLECTBA, BUXKTE TO4YKa 6. 1.

3. JJEKAPCTBEHA ®OPMA
Tabnerka
OpaHX€eBO-p030Ba, MbCTPa, OBAJIHA, ABOHHOM3ITbKHAJIA Ta0JIeTKA C IeIUTE/IHA YepTa OT [BETe CTPAHH

HGHHTEHHETE yepTa € CaMO 3a YJICCHABAaHE Ha CHYIBAHCTO, 3a I110-JICCHO NOIIbLIAHCE, d HE 34 J1a pa3acid
Ha paBHH J103H.

4. KIJAMHAYHHU JAHHH
4.1 TepaneBTHYHH NOKA3aHHA
Kanpnekapa H ce npunara npu:

e JleyeHue HA MbPBUYHA XMIIEPTOHHUSA MPU BB3PACTHH, KOraTO KPbBHOTO HAJIATaHE HE € ONTHMAITHO
KOHTPOJIMPAHO Ype3 MOHOTEpaNnusATa C KaHAeCapTaH LHJIEKCETHII WM XHAPOXJIOPOTHA3H.

4.2 JIo3HpOBKA H HAYHH HA NMPHJIOKEHHE

Jo3upoBKa
[TpenopwruuTennara no3a Kanaekapa H e enna tabsierka BeIHbXK AHEBHO.

[IpenopbyBa ce TUTPHPAHE Ha /103aTa Ha OTJACIHHTE KOMIIOHEHTH (KaHAecapTaH [HJIEKCETHIT 1
Xuapoxsopruaszua). Koraro e yMecTHO OT KJIMHHYHA IJI€/IHA TOYKa, MOX€E JIMPEKTHO Jia Ce MpeMUHE OT
moHoTtepanus kbM Kannekapa H. [1penopbuBa ce THTpHpaHe Ha J103aTa KaH1eCcapTaH LUJIEKCETUI KOraTo
ce MpeMHHaBa OT MOHOTepanus ¢ Xuapoxjoporuasua. Kanaekapa H moxe fa ce npunara Ha NauueHTH,

LIMJIEKCETHJT MJIM XHPOXJIOPOTHA3HA HIIH Ype3 HUCKH 1034 Kanaekapa H.
[TbnHaTa U3sBa HA AHTHXHUIIEPTEH3UBHUA e(peKT OOMKHOBEHO C€ MMOCTHra B pAMKHTE Ha
3al04YBAaHETO Ha JIEYEHHETO.



CneumnajHy nomnyJjaluuu

Cmapuecka 8v3pacm
He e HeoOXo1MMa HUKAaKBa KOPEKILUA Ha J03aTa MPH NalHeHTH B CTapyeckKa Bb3pacT.

Hamanen evmpecv008 obem
[IpenopbuBa ce THTPUPAHE Ha [03aTa Ha KaHAECapTaH LMJISKCETHI NIPH NAalMEHTH C PUCK OT XHIIOTOHHA,

HAaNpUMep NalMEHTHUTE C Bb3MOXHO HaMaJleH BbTPECHA0B 00eM (TpH Te3H NalMEHTH MOXKeE J1a Ce
MpeBUAM HayajlHa 032 OT 4 mg KaH/ecapTaH LHJIEKCeTHI).

bvbpeuno yspeocoane

[1py MaLMeHTH ¢ JeKO 0 YMepeHo O6b0peuHo yBpexiaHe (KpeaTHHHHOB KIHpBHC € 30-30 ml/min/1,73 m?
TesniecHa noBbpxHocT (BSA) ce npenopbyBa TUTpHpaHe Ha jo3arta. Kanaekapa H e npoTHBONOKa3aH MpH
NalMEeHTH ¢ TEXKO ObOpeuHo yBpexkaaHe (KpeaTHHUHOB KIUpbHC <30 ml/min/1,73 m? TejiecHa
MOBBPXHOCT) (BX. TO4YKa 4.3).

Yeprnoopobro yepedicoane

[Tpu MALMEHTH C JIEKO O YMEPEHO TEXKO XPOHHYHO YepHOAPOOHO 3abossiBaHe Ce NMPEenopbyBa
TUTPHpPAHE HA Jo03aTa.

Kanpekapa H e npoTHBONOKa3aH MpH MalKHeHTH C TEXKO YEPHOAPOOHO yBpeXAaHe H/WIIH XojlecTasa (BiK.
To4Yka 4.3).

[lennarpuyHa nonyJjanus
BezonacHocTTa 1 edukacHocTTa Ha Kanaekapa H npu aeua v loHOLIM OT HOBOPOAEHH 10 18 roauHH He €
ycTaHoBeHa. HiMa HaTM4YHU JaHHH.

HayuH Ha MPUIOXKEHHE

[TepopasiHO NPHITOKEHHE.

Kanpnexapa H Moxe na ce npruema cbC MM 0€3 XpaHa.

BuoHanM4yHOCTTA HA KaHJAEecapTaH HE Ce MOBJIMABA OT XpaHara.

HsMa KTMHUYHO 3HAYUMO B3aMMOJIEHCTBHE MEXAY XHPOXJIOPTHA3U U XpaHaTa.

4.3 I[IporuBONOKA3aHHA

e CBpPBXUYBCTBHTEIHOCT KbM aKTHBHOTO BELIECTBO MJIH HAKOE OT MOMOLIHHTE BELIECTBA,
136poeHH B Touka 6.1 Win cyoHaMHIHHU NPOU3BOHU aKTHBHHU CyOCTaHLIUH.
XuApoXI0poTHa3K € Cyn1(OHAMHAHO MPOM3BO/IHA aKTHBHA CyOCTaHLIMA.

BTopH U TpeTH TPUMECTBP Ha OpeMeHHOCTTa (BHXKTE TOUYKH 4.4 1 4.6)

Texko 6GbOpedHO yBpeskaaHe (kpeaTHHHHOB KiupbHC <30 ml/min/1,73 m* TenecHa noBbPXHOCT)
Texxko 4epHOAPOOHO yBpeXAaHe U/HUITH X0JIeCcTa3a

PedpakTepHu XUNOKATHEMHS H XMTIEPKATILHEMHS

[lonarpa

EnnoBpeMeHHOTO npunoxenue Ha Kanaekapa H ¢ iekapcTBa, CbAbpXKALlIH aJTHCKUPEH €

MPOTHUBOIOKA3aHO MpPH MaLMEeHTH ChC 3aXapeH aAuadet uin 0bOepUHO yBpexaaHe (GFR <60
ml/min/1.73 m? TenecHa noBbPXHOCT ) (BHXKTE TOUKHU 4.5 1 5.1).

4.4 ChnenHa/JlHH Npeaynpe;KIeHHs H NpeAna3HH MEPKH NpH ynorpeda

[eoiina 6a1oKkada na peHuH-anzuomeHn3un-ar0ocmepornosama cucmema (PAAC)
MMa nanuu, ye enHoBpeMenHara ynorpeba Ha ACE uaxubutopu, anruorensu Il peuenro
WM &TMCKUPEH MOBHIIABA PUCKA OT XHIIOTOHHS, XHIIepKaJMeMHs U HamaslsBaHe Ha ObOpe
(BKJTIOYHMTETHO ocTpa 6b0peyna HefpocTaTbyHOCT). [Topanu ToBa He ce mpenopbyBa ABOH



PAAC gpe3 kombuaupaHaTa ynorpe6a na ACE uHxn6uTOpH, aHrHoTeH3uH 11 peuentopru 6okepu unn
alHCKHpeH (BX. TOYkH 4.5 H 5.1).

AKO ce TmpeleHH, Ye TepamnuaTa ¢ ABoHHo 6nokupane ¢ abconoTHo HeoDxoaAUMa, TOBa TpAGBa Aa CTaBa
caMo NoJ| HaOMOAeHHETO Ha CHMELHATHCT ¥ IIPH YeCTO BHUMATETHO MOHHTOpHpaHe Ha 6b0peyHaTa
QYHKLWSA, ENEKTPOIUTUTE U KpbBHOTO HanArane. ACE unxuburopu u APb He Tpa0Ba na ce u3nmos3par

eTHOBPEMEHHO IIPH NMalMeHTH ¢ AuabeTHa HedponaTHs.

Bvbpeuno yspexicoane

KakTo IIpu ApYrH CpeacTBa, HHXUOHpAIK PeHHH-aHTHOTEH3NH-aJII0CTEPOHOBATA CHCTEMA, MOTAT [ C€
o4YaKBaT MpoMeHH B 61xOpeuHara GpyHKUMA MPH YyBCTBHTEIHH NAHEHTH, NeKyBanu ¢ Kanaekapa H (Bx.
To4ka 4.3).

BvOpeuna mpancniranmayua
ChliecTByBaT OrpaHHYEHO KOJHYECTBO AaHHU, CBbp3aHy ¢ ynoTpebara Ha Kanaekapx H npH nauueHTH ¢

6b0peyHa TpaHCILIAHTALHA.

Cmerno3a nHa 6v0peunama apmepus
JlekapcTBEHH NMPOAYKTH, KOHTO [OBIMABAT PpEHHH-aHTHOTCH3HH-ANA0CTEPOHOBATa CHCTEMA,

BKJIIOUHTENHO auTHOTeH3HH 1] peuentopuu aHTaroHHCTH (ATIIPA), MoXxe fa NOBHINAT KPBBHHTE HHBA Ha
ypeATa H CEpYMHHUA KpEaTHHHH MPH MalLMEHTH ¢ ABYCTPaHHA CTEHO03a Ha OB0peuHnTe apTeprn Uin
CTEHO3a Ha apTepHATa NIPH €ANHCTBEH OBOpeK.

Honuxcenue na ssmpecvoosun obem

[IpH NanMeHTHTE ¢ MOHWKEH BhTPechA0B 06eM W/HIH HaTpul MOXe Aa HACTBNH CUMNITOMATHYHA
XHNOTOHUSA, KaKTO € OTIHCAHO 3a APYI'H aKkTUBHM BELIECTBa, NelCTBallld BbPXYy PEHWH-aHTHOTEH3HH-
angocTepoHoBata cicrema. ETo 3aio He ce mpenopetBa ynorpebara Ha Kanaexapa H, nokaro Toea
CBCTOAHHE HE CE€ KOPHUTHpa.

AHecme3un u Xupypzuunu onepayuu

I[Npu naunenTH ntekyBanu ¢ ATIIPA mMoxe 1a HACTBIIK XHIIOTOHUA 110 BPEME HA aHECTE3UA H XHPYPrUHYHH
onepaluy nopaau 610kana Ha peHHH-aHTMOTEH3IHHOBATa CHCTEMA. B MHOrO peaky ciryyan XHIMOTOHHATA
MOXE JIa € TOJIKOBA TeXKa, TaKa 4e [a HAI0XKH HHTPABEHO3HO NMPHIO0XKEHHE HA TEHHOCTH H/HITH
BA30TIPECOPH.

Yeprnoopobro napyuwernue

TuasuauTe TpA6BA Aa e M3NON3BAT NpeAnasiuBo IIPH NALMEHTH C YBPEACHa YepHOApoOHa (YyHKIHA HIIH
NpOrpeCHBHO YepHOApoOHO 3abonsaBaHe, Tl KaTo NeKH IPOMEHH BBB BOAHOTO K €NIEKTPOJIIHTHOTO
paBHOBECHE MOXE Aa JOBeAaT A0 YepHoapoOHa koma. JInncea knuHu4eH onut ¢ Kanaekapa H npu
MalHEHTH ¢ YepHOAPOOHO YBpEKAaHE.

Cmeno3a Ha aopmuama & Mumpainama K1ana (06cmyKmuena, Xunepmpopuuna KapouoMuonamiua)
KakTo M IpH OCTAHANMTE Ba30AMNATATOPH, [IPH NALHEHTHTE, CTPAAALlH OT XeMOAWHAMHYHO 3HaYHMAa
CTEHO3a HAa MHUTPAHATA KJlana HJIH OT o0CTpPYKTHBHA XHnepTpodHiHa KapAHOMHONATHS, € HE0OX0AHMO
cnelrastHO BHUMAHHUE.

IThypeuuen xunepaioocmepoHu3IvM
[TanueHTHTE C MBPBHYEH XUIIEPALIOCTEPOHHIBM [10 MPABHJIO HE C€ OYAKBA J]a OTTOBOPAT Ha

aHTHXMIIEPTEH3UBHH CPEACTBA, AeHCTBALUH Ype3 HHXHOHpaHe HAa peHHH-aHrHOTCH3HH-A1A0CTEPOHOBATA
CHCTEMa, 3aTOBa He ce npenopbyBa ynorpedbara Ha Kauaekapa H npu TakuBa raijdeHTH.

Hapyuwiernue na erekxmponumnomo pasroeecue
[NTepuoauuHo TpAOBa Ja ce U3BbPIIBA ONpPEAENSHE HAa CEPYMHHTE €JIEKTPOIIHTH Ha MO
uHTepBany. THazHaUTe, BRIOUHUTENHO XHAPOXJIOPOTHA3H, MOXKE A NPUYHHAT Hapy



eNEKTPOTHTHOTO PABHOBECHE (XHIEPKAILHEMHA, XHIIOKATHEMHS, XHIIOMarHe3ueMHs H XHNOXJIOPEMHUYHA
anKamnosa).

TuasuaauTe JHYPETHIIH MOXKE 3 MOHWKAT eKCKpeLHATa Ha KUK ¢ ypHHATA U 1A IPHYHHAT
HHTEPMHTEHTHH H JIEKO NOBHLUEHM CEPYMHH KOHIIEHTPAIMH Ha Kanuua. M3paseHaTa XunepKalHeMHs
MOXe Jia € IPH3HAaK Ha CKPHT XuTepnapaTupeouaussM. THasuauTe Tpabsa Ja ce CrpaT npeau
H3BBbPLIBAHE HA H3CNEABAHAA HA MapaTHpeonIHaTa PyHKLHUA.

XuapoxnopoTHa3u MOBHIIABA AO303aBUCHMO CKCKPELIMATA Ha KalMii B ypHHATa, KOETO MOXKe Ja 10Bele
10 xunokanuemus. To3u edexT Ha XUAPOXIOPOTHA3H U3TJIeNa e 10-Cc1abo H3sABEH B KOMOHHALHA C
KaHjecapTaH LUIeKceTHN. PUCKBT OT XHIIOKATHEMHS MOKE 13 € MOBHILUESH MPH MAllHeHTH ¢ UMpo3a Ha
yepHua Apod, Npy NaLUMEeHTH ¢ yBenHueHa Auype3a, Npy NallHeHTH ¢ HEJOCTAThYeH NepopaleH MpHeM Ha
eJIEKTPOJIMTH H NPH NTAUMEHTH, NOMy4aBallld CHITbTCTRALIA TEPANHA ¢ KOPTHKOCTEPOUAN HITH
aJpeHOKOpTUKOTpOoneH XopMOH (AKTX).

JleueHneTo ¢ KaHAecApTaH LHJIEKCETHI MOXE 1A NPHYHHH XHIICPKATHEMHSA, 0COOEHO NPH ChIBTCTRAILA
CHpASYHA HENOCTATHYHOCT MK Ob0peuno Hapyluenue. EqnoBpemennara ynorpeba Ha Kanaekapa H v
ACE-UHXHOUTOPH, ATHCKHPEH, KATHH-ChXpaHaBallH AHYPETHULIH, KATHEBH N100aBKH HH 3aMECTHUTENH Ha
COJITa, AU APYTH JEKAPCTBEHH MPOAYKTH, KOUTO MOTAT [1a MOBUIIAT CEPYMHHUTE HMBA HA Kaus (Hanp.
XENapHH HaTpHiH, KO-TPHMOKCa30J1 U3BECTEH Ollle KaTO TPHMETONPUM/CY1(paMeTOKCa30/1) MOrar 1a
IOBeNaT AC NOBHILIEHHE HA CEPYMHHA KajlHil K He ce npenopbuBaT (BixTe To4ka 4.5). [loaxoasio € aa
C€ H3BLPLIBA MTPOC/IeAIBAHE HA CEPYMHHA KaJlHH,

3a THazHaUTE € JOKA3aHo, Ye MTOBUIIABAT EKCKPELMATA HA MarHe3uil ¢ ypuHara, KoeTo MOXKe Ja foBeae a0
XHIMOMArHE3UEMHUA.

Memabonumnu u eHOOKpUHHU ehexkmu

Jledenuneto ¢ THa3MIEH AMYPETHK MOXKE []a HAPYLIH [VIFOKO3HUR TollepaHc. Moxe Ja e HeoOxoauma
KOPEKLIMA Ha JO3aTa Ha aHTHIHAOETHUTE NIEKAPCTBEHH CPEACTBA, BKSIIOYHTENHO HHCYAHH. JIaTeHTHHAT
jaxapeH Auaber MoXe Ia ce MaHH(pecTHpa N0 BpeMe Ha Tepamus ¢ THasuA. [1oBHIIEHHTE HHBA Ha
X0JIECTEPOJIA H TPHIVTMLEPHAMTE Ca CBbP3aHHU C TepanHuaTa ¢ THa3UACH AMYPETHK. 3a 103aTa, KOATO Ce
cyabppxka B Kannexapa H ce Habmozasar caMo MUHHUMAIHH edekTH. THasHAHNUTE AMYPETHLM MOBHILIABAT
cepyMHaTa KOHIEHTPalHA Ha MAKOYHATA KHCEIHHA M MOXKE [a OTK/IIOYAT [MOJarpa npH npexpasnonrokeHH
NalueHTH.

Domouyscmeumennocm:

Cpo611aBaT ce CIiy4aHd Ha peakuy Ha GOTOIYBCTBUTENHOCT C THAZHIHH AMYPETHLM (BHXKTE TO4Ka 4.8).
AKO 10 BpeMe Ha JICHEHHETO HACTBIIN peaklyd Ha GOTOYYBCTBHTENIHOCT, C€ NMIPENOPBYBA A CE Cripe
NeYeHHETO. AKO € HeOOXOIHUMO IIOBTOPHO NMPHJIOKEHHE HA AMYPETHK, CE MPernopbiBa OTKPHTHTE obnacTy
jla ce MpeAna3BaT OT CIbHLE WY H3KYCTBEHa YB cBeTnHHa.

Hemenanomen pak Ha Koxcama
B nBe enmuaeMHONOrHYHHA NPOYYBAHHKA, OCHOBABAIM CE HA JATCKHUA HallMOHAJIEH PaKOB PErucThbp, €
HabmoAaBaH MOBHINEH PHCK OT HeMenaHoMeH pak Ha koxata (HMPK) [6azanHoKIeTEYEH KAPLHHOM
(BKK) u ckpaMo3HokneTbueH kapuudoM (CKK)] npu napacTsallia eKCO3HLUNA Ha KyMYTaTHBHA J03a
xuapoxnopotHasua (XXT3). dorocencnbunnzupamure edextd Ha XXT3 Morart fa AeHCTBAT KaTo
BEPOATEH MEeXaHH3bM 3a pa3euTHe HA HMPK.

[Tauuenture, npuemainu XXT3, Tpabea aa Obaat uHGopMupaHH 3a pucka oT HMPK u chBeTBanu
pedOBHO Aa MpOBEPABAT KOXKATa CH 32 HOBH JIe3uH ¥ He3abaBHO Aa choOlliaBaT NIpH MosBa Ha
NOJO3PHTENHH KOXHH Je3ud. Ha maumenTure Tpabea Ja ce npenopbyaTr Bb3MOXHH [IPEBAHTHBHH Mepm
KaTO OrpaHH4CHO M3JIaraHe Ha CTbHYEBA CBETIMHA H YJITPABHOJNICTOBH JILYH, & B CITy4yaH Ha e
NnoaxoddlHa 3alllkTa, 3a Ja ¢ CBejle 0 MHHMMYM PHCKBT OT paK Ha KOXaTa. I'[o,uoapme @wﬁm /}
ne3ud TpabBa Aa ObIaT noIOKEeHH HAa HE3aDAaBHO H3CNEABAHE, MOTCHLIHAIHO BKIKOYBE 7 QY




M3cJieBaHUs HA OHoncHyHK MaTepranu. [IpepasrnexaaHde Ha ynotpedara Ha XXT3 Moxe 1a ¢ HATOXH
H IpH NalMeHTH, KOUTO ca uManu npeaxoaes HMPK (Bx. cbino Touka 4.8).

Xopoudaner usnus, ocmpa MUoOnus u 6MOPUYHA 3aKPUMOb2bIHA 2IAYKOMA

CynpOHAMHIHHA NEKAPCTBEHH MPOAYKTH HIIH MPOU3BOJHH HA CyI(OHAMHHH JIEKapCTBA MOrarT /13
IPUYHHAT PEaKiUA Ha WIMOCHHKpAa3HA, BOJEINA 10 XOPOHJAJieH H3JIHB ¢ HapyllaBaHe Ha 3pHTENIHOTO
[ofe, MPexXoJHa MHOMUA H OCTPa 3aKPHTOOBILJIHA MaykomMa. CHMOTOMHTE BKIIIOYBAT OCTPO Ha4yano Ha
HAMAJIEHA 3PUTENHA OCTPOTA WK 04Ha H0JIKa ¥ OOHKHOBEHO C€ MPOABABAT B PAMKHTE Ha 4acOBE 0
CeIMHIIH Clejl 3aloyYBaHe Ha JIeKapCTBESHHA PoAYKT. HenekyBaHaTa oCcTpa 3aKpHTOBIBJIHA IVIAYKOMA
MOXe Aa JoBene A0 TpaltHa 3ary6a Ha 3peHdeTo. OCHOBHOTO JICYEHHE € 1a Ce [IPEKPATH IpueMa Ha
NIeKapCTBEHHTE NPOLYKTH BE3MOXKHO Haf-cCkopo. Bb3MOXHO € Ja ce 0OMUCHAT Obp3d METHUHHCKA UK
XHPYPrHYHH HAMECH, aKO BHTPEOYHOTO HANATaHe MPOAL/DKABA /a € HEKOHTPONHPAHO. PHCKOBHTE
¢baKTOpH 3a pa3BUTHE Ha OCTPA 3aKPUTOBIbIIHA INIAYKOMa MOT'AT /1a BKIIKOYBAT aHaMHe3a 33 aneprua KbM

cyndoHaAMU WK NCHULMIIHH.

Humecmunanien aHzuoeoem

3a HHTECTHHANCH AHIMOEAEM ce CboOLIaBa NPy NAaLHEHTH, IEKYBaHU ¢ aHrHoTer3HH II penenTopHu
aHTArOHMUCTH [BKJNIOYHMTENHO KaHaecapTaH] (Bx. Touka 4.8). Tesn nauneHTH Mar KopeMHa bonxka,
rageHe, NospbilaHe 1 Auapus. CUMOTOMMTE OTIIYMABAT CJIE] IPEYCTaHOBABAHE Ha aHTHMOTEH3kH II
PELENTOPHUTE AHTATORUCTU. AKO Ce JUArHOCTHLHPA HHTECTHHANIEH aHTHOEIEM, JICHEHUETO C
KaHaecaprad TpaOBa Ja ce IPeyCTaHOBH H Ja Ce 3aMoUuHe [I0IXoAaul0 HaboaeHne 10 MbIHOTO
OTIIYMsIBaHE Ha CHMITTOMHTE,

O6wu

[TaupeHTH, NpH KOUTO ChAOBHAT TOHYC ¥ ObOpeunata GyHKIHS 3aBUCAT OCHOBHO OT aKTHBHOCTTA Ha
pEHHH-aHTHOTEH3UH-AJOCTEPOHOBATA CHCTEMA (Halp. MALMEHTHTE C TeXKKa 3aCTOMHA ChpeYHa
HEAOCTATBYHOCT WIH Noaiekanio 6n0peuHo 3aboniaBaHe, BIIOUMHTENHO CTeHO3a Ha 6b6peunara
apTepHs), NeYeHHE C APYIH JIEKAPCTBEHH NPOAYKTH, KOUTO MOBIHABAT Ta3H CHCTEMA, BKIIOYHTENHO H
ATIIPA, ca cBBp3aHH C OCTPa XHITIOTOHHSA, 830TEMHA, ONUTYPHUS HITH, B PEIKH Cly4aH, ocTpa O6p0peuna
HeJOCTATHLYHOCT. KakTo MNPH BCAKO aHTHXHIIEPTEH3UBHO CPEACTBO, CHJIHOTO MOHH)KABAHE HA KPBBHOTO
HalATaHe NPH NALUMEHTHTE C HCXeMHUYHA OOECT HAa CHPLIETO HIH aTEPOCKIIEpo3a Ha MO3BYHHTE ChIOBE
MOXKE Ja JOBEAE [0 MHOKApAEH HHPAPKT HIIH HHCYT.

PeakliiH Ha CBpbXYYBCTBHTEIHOCT KbM XHAPOXJIOPOTHA3HA MOXE A3 HACTBHIIAT MPH NMAIMEHTH ¢ Wi Oe3
MpeAxXoJHa aHaMHe3a 3a ajieprus UM 6poHxHanHa acTMa, HO €a NO-BEPOATHH TIPH TE€3H C TaKaBa
aHaMHe3a,

IIpu ynorpebara Ha THA3HIHU AUYPETHLM ce chobiaBar exsanepdanry Wiy akKTUBHpPaHe Ha JIynyc
epHTEMATO3YC.

AHTHXMNEpTeH3uBHUAT edekT Ha Kaunekapn H Moxxe Ja ce yCHIIH OT JApPYTH aHTHXHNEPTEH3UBHH
cpeacTaa.

Ocmpa pecnopamopra moKcu4nocm
Cnen npueM Ha XHAPOXJIOPOTHA3HU CE CHOOLIABAT MHOIO PEIKH TEXKH CIIy4Yan Ha OCTpa

peclHpaTopHa TOKCHYHOCT, BIUTIOMHTENHO OCTBP pecnupaTopeH JHcTpec cunapom (OPIC).

Cnen npueM Ha XHAPOXJIOPOTHA3H] OOHKHOBEHO ce pa3BHBa 0e0ApOOeH OTOK B PAMKHTE HA

MHHYTH A0 4acoBe, B HaYall0TO CUMIITOMHTE BKJIIOYBAT AUCIIHEA, TOBUIIIEHA TEMIIEPATYPA,

prowapane Ha 6enoapobHara ¢pyHkuuA U xunotouus. [1pu ceMHeHue 3a ARDS TpsbBa na Ob1¢

cripsH npuemMsT Ha Kangexapa H u ga ce npioioxu noaxoadiio neyeHue. XuApoxXaopoTHasuj He Tpadea
K4 ce Npuara npy nalieHTH, KOUTO npeny Tosa ca nonyvasand OPJIC cnen npreM Ha
XHAPOXJIOPOTHA3HUL.

Cneyuaniu npedynpexcoenisi, OmHOCHO NOMOWHUME Beujecmed




To3u nekapcTBeH MPOAYKT ChAbPKA J1akT03a.JIoMOLIHO BEIECTRBO, H MALMEHTHTE C PEAKH Hac/eACTBEHM
CHCTOSHHA Ha ralakTO3HA HEIIOHOCHMMOCT, OOLI JlakTaseH Ae(hULUHT WIH MIOK030-TaJaKTO3Ha
manabcopOlua, He TpAOBa la NpHEMAT TO3H JIEKapCTBEH NMPOAYKT.

To3H JieKapcTBEH NPOAYKT Chabpika mo-Manko or 1 mmol Hatpu# (23 mg) B eaHa TabneTKa, KOETO
03Hauapa, 4e Mo ChUISCTBO He ChAbpKa HATPHIA.

bpemennocm

Vnorpebara Ha aHTaroHUCTH Ha aHrHoteH3uH 11 penentopute (ATIIPA) He TpabBa fa ce 3ano4ea no
BpeMe Ha HPEMEHHOCT. AKO IPOABIXABAHETO Ha TEPANHMATA C Te3H JIEKapCTBa Ce CYMTa 32 He0DX0AHMO,
MALMEHTKUTE, TNTAHUpAalllH OpeMeHHOCT, TpAOBa Ja MpEeMHHAT Ha AJITEPHATHBHO aHTHXHIICPTCH3HBHO
neveHHe, KOeTo UMa YCTaHOBeH npodun Ha OesonacHOCT 3a yrotpeba npu OpemensocT. Koraro ce
yCTaHOBH OpEeMEHHOCT, JISY4EHHETO ¢ aHTAarOHUCTHTE Ha aHrHoTeH3uH 11 penentopute (ATIIPA) TpaOBa
71a CE CMpe, H aKo € YMECTHO, /1a Ce 3alo4He alTepHaTHBHA Tepanui.(Bx. ToukH 4.3 u 4.6).

Ynotpebara Ha Kanaekapa H moxe na goseqie A0 MONMOXKHTENHH Pe3y/ITAaTH NPH JOIMKHI KOHTPOJ1, KOUTO
Ce TbJDKAT Ha XHIAPOXJIOPOTHA3K,

4.5 BzanmoaeHcTBHE ¢ APYTH JEKAPCTBEHH NPOAYKTH B APYrA GopMH Ha B3aHMoAelcTBHE

CheIMHEHUATA, KOHTO Ca H3CJIeABAHH NPH KIHHHMHUTE (apMaKOKUHETUYHH ITPOY4YBaHHA, BKJIIOYBAT
pap(hapuH, JHIOKCHH, IEPOPAHH KOHTPAUENTHBH (Hanp. eTUHHIECTPAAHON/ IEBOHOPrecTpen),
rnubeHiaMu M HudenunuH. He ca HabnronaBaHH HUKAKBH KIIMHUYHO 3HAYHMH GapMaKOKHHETHYHH
B3aHMOACHCTBHA.

Moske aa ce ouakBa Kaluil H3depnBamMAT edexT Ha XUAPOXIIOPOTHA3KA Ja Ce NMOTEeHIHpa OT APYTH
JleKapcTBa, BOAEHIH A0 3aryba Ha kanuil H XUNoKaNnueMHs (Hanp. ApYrH KalHiiypeTHYHH qHYPETHLH,
JIaKCaTHBH, aM(OTepHLIHH, KapOEHOKCONOH, NeHNUWIMH (G HAaTpUH, MPOU3BOJHH HA CATHLIUIIOBATA
KHCelnnHa, creponan, AKTX).

ExHospeMenHarta ynotpeba Ha Kanaekapa H u kanuii-cbxpaHsaBaiy A0y peTHLH, KATHEBH Z0OaBKY H
3aMECTHTENH Ha CONTA HJIH APYrH JIEKapCTBa, KOUTO OKxa MOIIIH Ja NOBULIAT CEPYMHHTE HHBA HA KK
(Hanp. XenapHH HaTPH#, KO-TPHMOKCA30J1 M3BECTEH Ollie KATO TPHMETONpUM/CcyndaMeToKcason), Moxe 1a

HOBeAe N0 NMOBHILEHHE Ha cepyMHHA Kanui. [Toaxoau1o e Aa ce H3BBpLIBA NPOCIeIABaHe HA CEPYMHHA
KaJnui. (BX. Touka 4.4)

MuaoyuupanuTe OT AUYPETHIM XHITOKATHEMMA U XHITOMarHe3HeMua nNpeapasnonaraT KbM nospara Ha
NOTEHI{HATHH KApAHOTOKCHYHH €(eKTH Ha QHFHTAJIHCOBHTE IIMKO3HAH M aHTHAPDHTMHYHH CPEACTBA.
[IpenopbyBa ce mepHOANYHO MPOCIEAABAHE Ha CEPYMHMS Kanui, xoraro Kanaekapa H ce npunara ¢
TaKHBa JIEKapCTBEHH NPOAYKTH, KAKTO H ¢ H3OpOEHHTE JIEKAPCTBEHH NMPOAYKTH, KOUTO MOraT 1a
HHAYuMpart ” forsades de pointes”:
e Knac Ia aHTHapHTMUMHHK cpeacTBa (XMHUAWH, XHAPOXHHHAHH, JH3ONHPaAMU])
¢ Knac Il aHTHApHTMHYHH CPEACTBa (AMHOAAPOH, COTANON, AOPETHIMI, KOYTHIIHA)
¢ Hakou aHTHIICHXOTHLIH (THOPHAA3HH, XJIOPIIPOMAa3UH, JIEBOMENPOMA3HH, TPHOIYyOnepasHH,
LIHaMeMAa3uH, CYJNHPHUI, CYATONPHI, AMUCYIIPUA, THAITPUA, THMO3HI, XAJIONIEPHIOI,
ApONEepHIION)
e Jlpyru (6enpuaun, uuzanpun, AudeMasn, epUTPOMHLHH 1V, XaJIOQaHTPHH, KETAHCEPHH,
MM30/IaCTHH, TIEHTAMHIHH, CrIapdIOKCcaLiH, TepdeHa HH, BHHKAMHH 1.V.)

CwoOmasar ce 0OpaTHMH NOBHIUCHHA HA CEPYMHHTE KOHLEHTPAUHH Ha JTHTHA MU TOKCHYH
eAHOBPEMEHHOTO npuiokeHre Ha MUuTHi ¢ ACE nHXHOHTOPH MIH XHAPOXJIOPOTHA3HAL.
MOJXKE 1a HAaCTBIIH ¢ AHTAMOHHCTHTE HAa aHrHoTeH3uH Il peuentopa. Ynorpebara Ha ka



XHIPOXJIOPOTHA3HA C TUTHR He Ce NpenopbyYBa. AKO ChC CHIYPHOCT € HeOOXOAHMO €IHOBPEMEHHO
MPUIOKEHHE Ce MpenopbliBa BHUMATENHO NPOC/ieisBaHe Ha CEPYMHHMTE HHBA HA JINTHA,

Korato auraoTressuH 1l penenTopHy aHTarOHHCTH C€ NpUaraT eJHOBPEMEHHO C HECTEPOHIHH
MPOTHBOBb3NAIHTENHH BelecTBa (Hanp. cenekTHBHH COX-2 nHXHOUTOPH, aUETHICATHLMIOBA KHCENTHHA
(>3g/nen) u necenektupHu HCIIBC), Moxce na HacThNH OTCNabBaHe Ha aHTHXHIIEPTEH3UBHHS e(eKT.
Kakto npu ACE nnaxuburopure, e THOBPEMEHHOTO NPHIOKEHHE HA aHTHOTEH3HH 11 penenTopHu
antarouuctd 1 HCIIBC moxe Aa noBede A0 MOBHIIEH PHCK OT BlowaBaHe Ha OpOpeyHaTa QyHKLHA,
BKJIIOYMTENHO Bb3MOKHA 0CTpa OrOpeuHa HeJOCTATHLYHOCT U NMOBHILEHUE HAa CEPYMHHS Kaliuii, 0cobeHo
MpH HALMEHTH ¢ BiIoleHa npenu ToBa 6p0peuna pynxuns. Kombunauusara Tpsaba aa ce npuiara
MpeAna3iiBo, 0co0EHO MPH Xopa B HanpeaHana Be3pacT. [lauuenTtute Tpabea aa onaat n0dpe
XHJpaTHpaHHd ¥ TpEOBa fa ce npeaBUAU NpocieasBaHe Ha ObOpeuHaTa GyHKIMA Cie] 3an04BaHE HA
eJHOBpEMEHHA TepaIlisi H NEPHOANYHO Clie]] TOBa.

JIHypeTHUHMAT, HATPUYPETHUHHAT H AHTHXUIICPTEHIUBHUAT €PEKTH HA XHAPOXJIOPOTHE3H] C€
nounxkasar ot HCIIBC.

AGcopbuusTa Ha XHIPOXJIOPOTHASH] ce TOHMXKABA OT KOJECTHIION UTH XONIEeCTHPaMHH,

EdexTsT Ha HeieNONAPU3MPAIIHTE MUOPENAKCAHTH (Hanp. TyOOKypapHH) MOXKe Ja ¢ MOTEHLMPa OT
XHAPOXIOPOTHA3H,

TuazuaHUTE AHYPETULIH MOXE J]a MOBHLIAT CEPYMHUTE HHBA Ha KAILUMA NIOPaAH MOHHXKEHATa EKCKPeLHA.
Axo TpabBa fa ce npeANMIIAT KanuueBH No6aBku MM BHTaMHH D, cepyMHHTE HMB2 Ha Kanuusa Tpa6ea na
ce NpOoC/eAIBAT H ChOTBETHO Ja c€ KOpPHrHpa A03MpPOBKATA.

XunepriukeMH4YHHAT edekT Ha DeTa-6nokepure U JHA30KCHI MOXe Aa Obae 3aCHIICH OT THa3HAMTE.

AHTHXOJHMHEPrHYHUTE CpeicTBa (Hamp. aTPONMKH, OHNEpUIEH) MOraT Ja NOBHILAT OMOHATHYHOCTTA Ha
AMypPeTHIMTE OT THA3WJEH THI KATO MOHH)KAT CTOMALIHO-YPEBHHA MOTHJIHTET H CKOPOCTTA Ha
W3Ipa3BaHe Ha CTOMaxa.

TrasuauTEe MOraT Aa MOBHILAT PUCKA OT HEXENaHH PeakLHH, MPpUYHHEHH OT aMaHTaJHH.

Tua3suaure morar Ja noHmkar 6ubpeyHaTta eKcKpelMs Ha KMTOTOKCHYHHU JeKapcTBa (Hanp.
nuKIodochaMul, METOTPEKCAT) H Aa MOTEHUUPAT TEXHHTE MUETOCYNIPECHBHH €(EKTH.

[MocTypasHaTa XUIIOTEH3MA MOXE 4 Ce BJIOWIM NPH eAHOBPEMEH NPHEM Ha alikoxoJ1, 6apbuTypaTH HiIH
AHECTCTHLM.

JledenuneTo ¢ THa3UEH AMYPETHK MOXKE /ia HApYILIH [NIOKO3HUA ToNepaHe. Moxe na e Heobxoauma
KOpPEKLIMS Ha 103aTa Ha aHTHANaOeTHUTE CPeaCTBa, BIIIOYHTETHO HHCYHH. MerdopMuH Tpa6ea 1a ce
H30J38a C TOBHILIEHO BHHMaHHUe, NTopaaH pUCKa OT MIIEUHO KHCeJIa alyio3a, IpHYMHEHA OT BE3MOXKHA
byHkuHOHANHA OBHOpEeYHA HEROCTATHYHOCT CBbP3aHa ¢ XHAPOXJIOPTHA3HA.

XUIpOXNOPOTHAIMA MOXKE Ja MPUYHHHU oTcnabBaHe Ha apTepHaIHUA OTTOBOP KbM Ba3ONPECOPHH aMHHH
(Hamnp. aIpeHalIHH), HO HE B TaKaBa CTEIEH, 4¢ a C& AHTArOHU3Npa ChAOCBHBAIIMAT HM E(EKT.
XuapoxnopoTHa3Ha MOXKE Ja MOBUIIH PUCKa OT ocTpa OpOpeyunHa HeAOCTATBYHOCT, OCOOEHO NMPH BUCOKH
J03M OT HOAUPpAHM KOHTPACTHY BELIECTBA.

EIHOBpPEMEHHOTO JIEHEHHE ¢ HHKIOCMOPHHH MOXKE 14 YBETHYH PHUCKA OT XHIEpYPUKEMHUs U OA00HH Ha
nojarpa yCJIOXKHEHHA.

EaHOBpeMeHHOTO JiedeHHe ¢ baknodeH, aMUPOCTHH, TPULIHIUITHYHH AHTHACIIPECAHTH HIIH HEBPOIENTHIH
MO3Ke [a AOBeJ€E A0 YCHJIBAHE Ha aHTUXUIEPTEHINBHUA €dEKT U MOXe Jla NIPHYHHH XHITOTOHHS.
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Ha eHO cpeAcTBO, AekicTBamo BbpXy PAAC (BX. Touku 4.3, 4.4 1 5.1).
4.6 PeprrIARTET, OpEMERHOCT H KbpMERE

bpemernocm

Anzuomensun II peyenmopnu anmazonucmu (ATIIPA)

Viorpe6ara Ha ATIIPA He ce npenopeusa npes MbPBHA TPHMECThP Ha OpeMEeHHOCTTa (BIDKTE TOUKA 4.4).
Vootpebata Ha ATIIPA e mpoTHBOMOKa3aHa Npe3 BTOPHA U TPETHA TPHMECTBP Ha OpeMEHHOCTTA (BHIKTE
TouKH 4.3 u 4.4).

EnuaeMuOIOrHUHHTE JaHHH OTHOCHO PHCKA OT TEPATOreHHOCT cnef ekcrno3Hums Ha ACE HHXHOHTOPH
mpe3 MbPBHS TPUMECTbP Ha OPEMEHHOCTTA He €4 KATErOPHYHH, HO BBIIPEKH TOBA HE MOXKE Jia C€ H3KITIOYH
JIEKO MOBHILEHHE Ha pHcKa. JIOKaTO IMIICBAT KOHTPOJIHPAHH €MTHAEMHUOIOrHYHH JAaHHH 34 PHCKA OT
anrnoTensun Il peuentopun anraronuct (ATIIPA), Moxe na ce npeanonoxar nogodHU pHCKOBe U 32
TO3HM KJaC JIEKapCTBEHH NPOLYKTH. AKO Npoabikaeatiara Tepanus ¢ ATIIPA ce cunra 3a HeoOxoauMa,
NALKHEHTKUTE, TUTaHUpalll OpeMeHHOCT, TpA0Ba na NPeMHHAT Ha aNTEePHATHBHO AHTHXUIIEPTEH3IUBHO
NeveHHe, KOETO KMa yCTaHoBeH nipodun Ha Ge3omacHocT 3a ynorpeba no speme Ha 6peMenHocT. Korato
ce ycTaHoBHM OpeMeHHOCT, neueHneTo ¢ ATIIPA tpabsa aa ce cnpe HesabaBHo H, 8KO € YMECTHO, Aa ce
3allOYHE AITEPHATUBHA TEpanuA.

Excno3nnuaTa Ha tepanus ¢ ATIIPA mpe3 Bropus U TpeTHS TPHMECTbD HHAYUHPA PETOTOKCHYHOCT NPH
xopara (orcnabena 6u6peyna QyHKLHSA, OMHroXUAPaMHHOHH, 3abapaHe Ha ocuHKalMATa Ha Yepena) U
TOKCHYHOCT BBPXY HOBOPOAEHOTO (OB6peyHa HefoCTATEYHOCT, XHIIOTOHHS, XMITEPKAIHEMHUA) (BHXKTE
TOYKA J.3).

Axo uMa excrio3duug Ha ATIIPA ot BTopus TpUMECTbp Ha OpEMEHHOCTTA, CE€ NMPENOPhUBa YJITPa3BYKOB
nperned Ha 6b0peyHaTa QyHKUHSA H Yepena.,

Kvpmauerara, ynuto maliku ca npuemanu ATIIPA, tpabsa na 0b1aT CTpHKTHO NPOCNEASBAHH 32
XUIIOTOHHSA (BHXKTE TOUKU 4.3 U 4.4),

Xuopoxnopomuasuo

ONHUTBT ¢ XHAPOXJIOPOTHA3UA MO BpeMe Ha 6peMEHHOCT, 0coOeHO npe3 NbpBUA TPHMECTHP, € OrpaHUYEH.
[TpoyuBanuaTa BbpXy JXHBOTHH Ca HEJOCTATH4HH.

XuapoxiopoTuasu peMHHaBa npe3 mianeHTara. ChbaeHku 1o GpapMakoNoOri4HHA MEXaHU3IbM Ha
nelcTBHE Ha XHAPOXJIOPOTAA3UL yrioTpedara My npe3 BTOPHS ¥ TPETHS TPHMECTbP MOXKE Jia
KOMIIpoMeTHpa dieTolIaleHTapHaTa nepdy3ns U Ja NpHUNHH GeTATHY H HEOHATAIHH €PEKTH KaTo
HKTEp, HAPYIIEHHA Ha €JEKTPOIUTHOTO paBHOBECHE K TPOMOOLIHTONEHHS.

XHApOXI0pOTHA3H He TpAOBa Aa ce W3NOoJ/I3Ba [IPH reCTal[HOHHH OTOLH, reCTALIHOHHA XHIIEPTOHUA HITH
npeeKkIaMIICHS OPaAH PHCKA OT MOHIKEH Tla3MeH obeM H IutaleHTapHa xunonepdysus, Oe3
6a1aronpuaTeH edexT BbPXY X044 Ha 3a00NABaHETO.

XuApoXJ0poTHA3HA He TPAOBa Ja ce H3MON3Ba MPH eCEHIHANIHA XHIIEPTOHMSA NpU OpeMeHHH KeHH, OCBEH
B PEAKH CIydaH, KOraTo HE MOXe Ja ¢€ H3MO0J13Ba HHKAKBO APYTo JEYeHHE.

Kvpmene
Anzuomensun II peyenmopnu aumazonucmu (ATIIPA)

Kangekapa H He ce npenops4sa no speMe Ha KbpMeHe, ThH KaTo JIMIICBA KAKBATO H Ja € HHpopMaius

KbpMaveTa.

Xudpoxnopomua3uo




XHAPOXJIOPOTHA3HA C€ EKCKPETHPa B MAIIKH KOJIHYECTBA B MAHYHHOTO MIIAKO. BHCOKHTE 103H THA3HAH
[peAH3BHKBAT CHJIHA JHYPE3a M MOXe Ja MOTHCHAT JakTtaluara. Ynorpebara Ha Kauaekapz H no speme
HA KbPMEHE He ce NperopbyBa.

4.7 EdexTH BLpxy cnocobuocTTa 32 modupane B paboTa ¢ MAIIHHH

He ca npoBexgaHd Mpoy4BaHHuA 3a e(EeKTHTE BBPXY CocoOHOCTTA 32 IodHpaHe | paboTa c MalIHHH,
[Tpu wodupane uin paborta ¢ MamHHK, TpAOBA a ce HMa NpeiBHA, Y€ MOHAKOTA NPH JICUCHHE HA
xunepronus ¢ Kanjgexapa H Moxe na HacTbnH 3aMagHOCT MIIH CIabOCT.

4.8 HexeJaHH JeKAPCTBCHH PCAKIHH

ITo BpeMe Ha KOHTPONMPAHH KIMHHAYHY MPOYUBAHHA ¢ KAHAECAPTaH LIIEeKCETHIY XHPOXIIOPOTHA3UL
HEXKENaHHTE peakUHH ca OMNH JIEKH ¥ npexoJHH. [IpekpaTsaBaHeTo Ha TepanuaTa MopaiH HEeXEIaHHu
peaKiMH € CXOJHO NPH KaHIEecapTaH LMIeKceTHN/ XuapoxnopoTrasuy (2.3-3.3%}) u nnauebo (2.7-4.3%).
[Tpu KNMHEMYHH IPOYUBAHHA C KaHAeCapTaH LHIEKCETHIY XUPOXIOPOTHA3H], HEXEIAHUTE PEAKLIHH Ca
UM OrpaHHYEHH [0 AOCEra MO3HATHTE HEXENaHH PeakLMi Ha KAHAECAPTaH LIIEKCeTHIL/
XHAPOXJIOPOTHAZN,.

B Ta6nuuaTa no-10y ca npeJcTaBeHH HeXelaHWTe peaklMy Ha KaHecapTaH LHIeKceTwy/
XHIPOXJIOPOTHA3ZH TO KIMHHUYHH NPOYYBaHUS ¥ HOCTMAPKETHHIOBUA ONuT. [Ipy eauH obodlueH aHamu3
Ha JaHHH OT KIHHHYHH [IPOYYBaHHA ce ChoOIIABaT CNeAHHTE HEXENAHH PeakMy NpU KaHAecapTaH
LITEKCeTHJL/ XMAPOXJIOPOTHA3H/T OCHOBAHH HA YECTOTAaTa Ha HeXeJlaHH peaKLMH ¢ KaHaecapTaH
HIEKCETHI/XHAPOXIOPOTHA3K, KOATO € ¢ NoHe 1% Mmo-BHCOKa OT YecToTara, Hab/noAaBaHa npx
maaiebo:

YeCcTOTATA Ha HEXENaHHTE peakly B TabnunuTe, BKNOYEHH B 4.8 ca:
MHoro yectH (= 1/10)

Yectu (= 1/100 go <1/10)

Heuecctn (2 1/1 000 po <1/100)

Peaxu (= 1/10 000 no <1/1 000)
Mmuoro peaxu (<1/10 000)
C Heu3BecTHA 4ecTOTa (0T HANHYHHTE JAHHH He MOXe Aa Obae ycTaHOBEHO)

CHcTeMHO-OpraHeH Kaac YecToTa Hexenana peaknus
Hndexinn 1 nHpecTaunu HecTH | PeciupaTopHH HHEKLIHN
HapyineHusa Ha KpbBTa H MHoro peaku JleBKOTIIEHHS, HEYTPOIICHHUS H arpaHyJIOLHTO3a
nuM{HaTa CHCTEMA
Hapyiienus Ha merabonusma | MHOro peaku XunepkanHeMus, XHMOHATPHEMHA
U XpaHEHETO
Hapyumenus Ha HEPBHATA Yectu 3aMasgHOCT/ BEpTHIO, IaBobonue
CHCTEMA
PecrniupaTOpHH, IPbAHH H MHoro peaku Kamnuua
MEQUACTHHAJIHYM HapYLIeHHs
CroMallHO-4pEeBHH MHoOro pejikd ["apeHe, MHTECTHHAJICH aHTHOEAEM
HapYLIeHUHA C Heu3BeCTHa Huapus
4YeCcTOTa
XenaroOHnHapHu Hapywenns | MHoro peakn [ToBuineHH YepHOAPOOHH €H3UMH, HapYLUEeHa
yepHoApoOHA QYHKLHA U XENATHT
HapylueHusa Ha xoxXarta MHoro penxu AHruoeneM, o0pHB, YPTHKapHi, Cbpo
NOAKOXHATA ThKaH
HapyuieHus Ha MyCKYJIHO- MHoro peaku
CKEJICTHATA CHCTEMA H




Chb€OUHHUTENHATA ThbKaH

Hapywenus Ha Os0peninTe 1
MHKOYHHTE MbTHIIA

MHOro peRkH

HEAOCTATHbYHOCT NPH NOJATIHBH NALUEHTH
(BHXTe TOUKa 4.4)

Tabnuuara no-goJy MpeAcCTaBs HeXENAHUTE PeaKiiHH NPH MOHOTEpanu ¢ XHAPOXIOpPOTHA3NE,
0OHKHOBEHO IpHU JO3H OT 25 mg WIH 110BeYe,

CKCJICTHATa CHCTCMA H

CHcTeMHO-OPTaHeH KIAC YecToTa Hexenana peaknns
HapyiueHns Ha KPBBTa H Penxwu JleBkONIEHMS, HEYTPOTIEHH/ArpaHyI0IuTO3a,
nuMd¢HaTa cCHCTEMa TPOMOOLIMTOTICHHUA, aILIACTHYHA aHEMHA,
MOTHCKAHE Ha KOCTHUSA MO3BK, XEMOJIHTHYHA
aHEMHA
Hapymenusa Ha MMYHHaTa Penxu AHaduNaKTHYHH peakiuH
CHCTEMA
Hapywenus sa Merabonusma | HYectH XHnepriuKeMus, XUnepypHKeMus,
H XpaHECHETO eNeKTPOMHTHO HapyUIeHHE ( BKIIFOUHTENHO
XHIIQHATPHEMHS H XHITOKATHEMHS )
[TcuXHYHH HapyILUEHHS Penxn HapyieHus Ha CbHA, JeNpecHs,
6e3noKONCTBO
HapyieHns Ha HepBHATA YectH 3aMasHOCT, CBETOBBPTENK
CHCTEMA Peaku [TapecTe3us
Hapymienus Ha OYHTE Penku [TpexoaHO 3aMBIJICHO BHXKJaHE
C neusBecTHa | XopouaaneH U3HB, OCTPA MHOITHA, OCTPA
4eCTOTa 3aKpUTOBIBJIHA [TIAYKOMa
ChpaeyHu HapylIeHNA Penxu CoupAaeyHa apuTMHA
CBbA0BH HApYLUECHHS Heuecrn [TocTypanHa XHHOTOHHS
Penku Hexpornaupanl aHrduT (BACKYJIHT, KOXEH
BaCKYJIHUT)
PecniupatopHy, rpeAHH H Penku PecriiparopeH aucTpec (BKIOUNTETHO
MeJHACTHHAIHH HapylleHNs MHEBMOHHT H O6e101poOEH OTOK)
MHoro peakd | OcTsp pecnHpaTopeH JHCTPEC CHHIAPOM
(ARDS) (Bx. Touka 4.4)
CroMalnHO-9pEeBHH Heuectn AHopekcus, 3aryba Ha aneTUT, CTOMAUIHO
HapylIEHUS Apa3HeHe, NHapH4, 3aMeK
Penxu [lankpeaTur
XenarobunuapHu Penku XXpaTeHuna (MHTpaxenartanHa XOJIeCTaTHYHA
HapyUIeHHA KBJITEHHLIA)
Hapyinenns Ha Koxara U Heuectn OOpuB, ypTHKapus, peakliiH Ha
MOAKOXXHATa ThKaH ¢OTOUYBCTBHTEIHOCT
Penxu Toxcu4yHa enuaepManHa HEKPOJH3a
C Hen3zBecTHa | CHCTeMeH JIyNyC EPpHTEMATO3YC, KOXKEH
4eCcTOTa JIYIIyC EPHTEMATO3YC
HapyuieHns Ha MyCKYJIHO- Peaku MyckyieH crna3pm

CbEJMHHUTENHATA ThKaH

Heonnazmu — C nen3BecTHa | HemenaHoMeH pak Ha Koxarta
noOpoKa4YeCTBEHH, 4eCcTOTa (6a3zaNHOKIETHYEH KAPLIMHOM H
3TOKAYECTBEHHU U CKBaMO3HOKJIEThYEeH KapLUHOM)*
HeornpeaeaeHH (BK/I1. KHCTH H

NOJIUITH)

Hapyumienus Ha 6p0peunte 1 | Yectu ["moxo3ypus

Br0peuHo yBpexxaaHe, BIUTIIOUHTENHO OBOpeyHa




NMUKOYHHUTE MbTHINA Penxu Brbpeuna AMCHYHKLHA U HHTEPCTHUHAIICH
HeQpHUT

O61u HapymeHHs ¥ epextd | YectH CnabocT

Ha MSACTOTO Ha Npunoxenue | Peaxu Gebpunurer

NacneapaHus YectH [ToBHIUEHHNE HA XONECTEPOA U
TPUTTHLIEPHIHTE

Penku [loBHIIEHHE Ha YpEeATa U CEPYMHUA

KpeaTHHHH

* HemenaHoMeH pak Ha Koxara: Bb3 OCHOBa Ha HAJIHYHHTE JAHHH OT ENHAEMHOJIOTHYHH NIPOYIBAHHA €
HaOmogaBaHa 3aBHCHMA OT KyMyJaTHBHaTa xo3a Bpb3ka Mexay XXT3 u HMPK (Bx. cpino Toukn 4.4 4

5.1).

CrofulaBaHe Ha NOAO3MPAHH HEXEJaHH DEAKI[UH
Crobuasanero Ha MOKO3HPAHH HEXEIaHH PEakUMH clie]l pa3pelllaBaHe 3a yrnoTpeda Ha NeKapcTBeHHS

MPOAYKT € BaxkHO. TOBa M03BOJIABA Aa NPOXb/DKY HAOMIOEHUETO HA CHOTHOLUEHHETO NIOM3a/PUCK 32
feKapcTBEHHS MpoAyKT. OT MEAHIIMHCKUTE CNELHATMCTH C€ M3HCKBA J]a ChoOIIaBaT BCAKA NOJ03UpaHa
HEXeaHa peakilMA 4Ype3 HallMoHaNHa CHeTeMa 3a cbodllaBane KbM HM3nblIHUTEIHATA areHIMA MO
nexkapcTsara, yi. ,,Jamsan ['pyes” Ne 8, 1303 Codus, ten.: +35928903417, yebcaiit: www.bda.bg,

4.9 Ilpeno3upane

Cumnmonmi

Basupaliixyu ce Ha papMaKoNIOrH4YHHTE CBOHCTBA, OCHOBHHTE MMPOABH Ha NMPENIO3MPAHETO HA KaHAeCapTaH
LHJIEKCETHI € BEPOSTHO Aa OBAaT CHMIITOMaTHYHA XMITOTOHMS B 3aMasHOCT. [Ipu oTaenHu cholinenns 3a
npenosupase (10 672 mg KaHAecapTaH BHIEKCETHI) Bb3CTAHOBABAHETO Ha NallHeHTa € 0e3 oCIeACTBHA.

OcHOBHATA NPOABa Ha NPeAO3HPaHETO Ha XHAPOXJIOPOTHA3H] € OCTpa 3aryda Ha TeYHOCTH H
enexTponuTH. Bh3MoxHO e Aa ce HabmoaaBaT CHMITOMM KaTO 3aMasHOCT, XUIIOTOHMA, XXaxk1a,
TaXHKapAusi, KAMEPHH APUTMHH, ceaUpaHe/HapyIIEeHHE HA CH3HAHHETO H MYyCKYJIHH KPaMIIH.

Jeyenue

JIurncea cneuMaiHa HHQoOpMaLus 3a JeUeHHeTo Ha npeao3upaHe ¢ Kanaekapa H. B ciydai Ha
npeaosupaHe ce npeanarat CICAHHTE MEPKH.

Tpabsa na ce UMaT npeABU HAYLHpaHEe Ha NOBPBIIAHETO H CTOMAIIIHA TPOMHBKA, KOTaTo TOBRA €
NOKAa3aHO. AKO HACTEIH CHMNTOMAaTHYHA XHNOTOHHUA, TpAOBA Aa C€ 3aN04YHE CUMIITOMATHYHO JICYCHHE H
Ja ce CAeAAT KU3HEHNTE NoKa3aTeny. [lauueHTsT TpsAOBa 1a C€ NOCTABYU B JIETHANO TOJNIOXKEHHE C
MOBIWIHATH JONMHH KpaiHHIlH. AKO TOBA He € JOCTATHYHO MIa3MeHHAT 06eM TpabBa aa ce yBEHUH 4Ype3
BIMBaHE Ha U30TOHHUYEH pa3TBOP Ha Harpuep xnopua. Tpabdsa Aa ce npocnensaBaT eNCKTPOJIHTHOTO H
KHCEIHHHO PaBHOBECHE U Ja C€ KOPHIHpa, ako € HeoOxoauMo. Moxe fa ce npuiarar
CHMIIATHKOMHMETHYHH JIEKAPCTBEHH MPOAYKTH, aKO rOpECNIOMEHATHTE MEPKH HE €a JOCTATBHYHH.
Kanzecapran He MOXe Jia ce OTCTpaHH 4pe3 xemoauanusa. He e u3BecTHO [0 Kakpa CTeNEH
XHIPOXJOPOTHAZH] CE OTCTPAHABA Upe3 XeMOAHAIH3A.

g, OAPMAKOJOIHNUHHU CBOUCTBA

S.1 PdapmMako/]HHAMHYHH CBOHCTBA

dapMaKkoTepaneBTHIHA IpPyna: AHTArOHUCTH Ha aHTHOTeH3HH Il + AnypeTHIH
ATC kon: CO9DA06

MexaHH3bM Ha JeHCTBHE




AHruotreHsul Il € OCHOBHHAT Ba30AKTHBEH XOPMOH HAa PeHHH-aHTHOTCH3IHH-aJIA0CTEPOHOBATA CHCTEMA H
y4acTBa B NaTO(QH3HONOTHATA H2 XMIIEPTOHHATA H APYTH ChPAEYHO-CHAOBH 3a00msBaHus. Tol yyacTsa
CBIIO B MATOreHe3aTa Ha OpraHHaTa XHnepTpodus ¥ TEPMHHAHOTO OpraHHo yBpexjaHe. OCHOBHHTE
dusHonoruyHM edeKkTy Ha AHMHOTEeH3UH 1 KaTo Ba3OKOHCTPHKLIKA, CTHMYJIHPAHE Ha ANOCTEPOH,
peryjiaius Ha BOJHATa M CONeBaTa XOMEOCTa3a M CTUMYJIMPAHETO Ha KNCThYHHA PacTeX C& MCAHHPAT OT
an 1 (AT1) peuenTtop.

(dapMakoAHMHAMHYHH €DEKTH

KanpecapraH LMIEKCETH € MPEKYPCOPHO JIEKapCcTBO, KOETO OBP30 Ce NpeBphlla B aKTHBHOTO BELIECTBO
KaHJecapTaH Ype3 eCTepHa XUAPONK3a 10 BpeMe Ha abcopOLuATa OT CTOMAIIHO-4PEBHHS TPAKT.
Kanpecapran e a ATIIPA, cenextuset 3a AT ] peuenTopHTe CbC 34paBo CBbp3BaHe ¥ HaBHa AHCOLHAIHA
oT peuentopa. To#l He MPUTEXaBa HAKAKBAa aKTHBHOCT Ha arOHHUCT.

Kannecapran He nosnussa ACE unu Apyru eH3uMHHK CHCTEMH, KOUTO OOHKHOBEHO Ca CEbP3aHH C
ynorpebara Ha ACE naxnburtopn. Tpif kaTo HAMA HUKAKBB €QeKT BbPXY pa3srpaxJaHeTO Ha KHHUHHTE
MK BBPXY MeTabonnu3Ma Ha ApYry BewecTBa kato cyb6cranuus P, ATIIPA e manko BeposaTHO Ja ca
CBBP3aHM ¢ Kauuyua. [Ipy KOHTpONHPAaHHTE KIMHHYHH NPOYyYBaHUA, CPABHABALIM KaHIECapTaH
imnekcetwn ¢ ACE uEXHOHTOPH, YecTOTaTa Ha KAUJIKIATa € MO-HUCKA MIPH NAHEHTHTE, NIOJTy4aBallH
kaHjecapTan LunekceT1. Kannecaprad He ce CBbp3Ba H He O10KKpa APYTrH XOPMOHAIHH PELETTTOPH HIH
MOHHH KaHAH, 3a KOMTO € H3BECTHO, Y€ ¢a OT 3HAYEHHUE 3a ChpAEYHO-Ch0BATA peryJalus.
AHTtaroHH3MLT Ha AT1 peuentopuTe BOAU A0 CBBP3aHO C J103aTa NOBHIIEHHE HA NIA3MEHHTE HHBA Ha
pEeHHHA, AHMHOTEH3UH | 4 aHrHoTeH3HH 11 ¥ NoHMXeHHe Ha NJIa3MeHaTa KOHUEHTPalrs Ha aJlA0CTEPOHA.

Knunuyna epHKacHOCT ¥ He3onacHoOCT

Edextute Ha kaHaecapTaH LuiaekceTHs 8-16 mg (cpenxa fos3a 12 mg) BeAHBXK JHEBHO BBPXY ChPACUHO-
ChOBATA 3a001EBaEMOCT H CMBPTHOCT Ca OLIEHEHH NMPH €AHO PAaHAOMU3IUPAHO KIMHHYHO Npoy4BaHe ¢ 4
037 nauueHTH B HANpeAHANA Bh3pacT (Ha Bp3pact 70-89 rogunn, 21% Ha sb3pact 80 u noseve roinHn) ¢
JIeKa 10 YMEpeHO TEXKa XHUIEPTOHHMS, TIpocieassaHy 3a cpeao 3,7 roaunu (Study on COgnition and
Prognosis in the Elderly). [Tainentite nony4asar KaHAecapTaH WK N1alebo ¢ BKIIOYBAHE Ha ApYT BUA
aHTHXHMEPTEH3UBHO JIEYCHHE NMPH HykAa. KppBHOTO HansraHe ce noHwkasa ot 166/90 no 145/80 mmHg
B rpyIaTa Ha KaHjaecapTtaH i ot 167/90 no 149/82 mmHg B koHTposHaTa rpyna. JIuncsa craTHCTHYECKH
3Ha4YMMa pa3/IMKa N0 OTHOLICHHWE Ha TbpBUYHATA KpaliHa LieJl, OCHOBHHTE ChpAeYHO-ChAOBH DEAKLIHH
(ChPAECHYHO-CHAOBA CMBPTHOCT, HedaTaneH HHCYT ¥ HedaTarneH MuokapaeH HHdapkr). Mmano e 26,7
peakiuH Ha 1000 nauHeHTOroAMHM B rpynara Ha kaHaecapras cnpamo 30,0 peakuuu Ha 1000
NalHeHTOrOAMHHE B KOHTpONHaTa rpyna (orHocureneH puck 0,89, 95% U 0,75 mo 1,06, p=0,19).

XuIpoxIopoTHa3K HHXuOHpa akTUBHATA peabcopOLna Ha HaTpUil, rIaBHO B ANCTATHUTE OBOpeuHH
KaHANYeTa H 3aCHIIBa EKCKPELHATa Ha HAaTPHil, XIopuad H BoJa. brOpeyHara ekCKkpells Ha KATHH o
MarLe3uii HapacTBa A0303aBUCHMO, JIOKATO KAIIUAT ce peabcopbupa B no-ronsima Crenex.

XuapoxiaopoTHa3H/ TIOHIDKAaBa mia3MeHns obeM M ekcTpalenylapHaTa TE4HOCT H IIOHH)XaBa
C/IEAHATOBAPBAHETO Ha CHPLETO H KPHbBHOTO Ha/IAraHe.

[To BpeMe Ha IBLACOCPOUYHA TEpaNus NOHHXKEHATa NepudepHa Pe3HCTEHTHOCT AONPHHACH 32 NOHUKEHHETO
Ha KPbBHOTO HaJIATaHE.

[oneMuTe KIMHUUHH NPOyUYBAHHA MOKAa3BaT, Y€ AbJATOCPOYHOTO JIEYEHHE C XHAPOXIOPOTHAIU] NOHHKaBa
PHCKa OT ChPACUHO-Ch0Ba 3a001e8aEMOCT H CMbPTHOCT.

Kangecapran H XHAPOXJIOPOTHA3K IPHTEKABAT AAHTHBHH aHTUXHNEPTEH3NBHH edeKTH.

[Tpu xunepToHMuHO OONMHH NALlMEHTH, KaHAECAPTaH LUIEKCETHI/ XUIPOXIOPOTHASHL BOL ,ii_ o

10303aBMCHMO H JBJITOTpaiiHO NOHMXEHHE Ha apTEPHANTHOTO KPBBHO HaslAraHe Oe3 pebrerTopit s s W,
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noBUIIEHHE HAa chpAeyHara yecroTa. Hama naHHYU 3a cepHo3Ha MM 3aCH/IEHA XHIIOTOHHA CIIER TbPBATa
no03a unn pubaynz edexT cnen cnupane Ha nedeHneTo. Haqanoro Ha aHTHXHNEPTEH3UBHUA epeKT
O0OMKHOBEHO HAaCThIIBA B PAMKHMTE Ha 2 4Yaca CleA NMPHIOKECHHETO HA eIHHHYHA A03a KaHJecapTaH
LAIEKCETHI/ XHAPOXJIOpOTHAa3KI,. [IpH NpOoABIHKUTENHO IPHIOXKEHUE ePEKThT CE Pa3rpbilla B PAMKHTE Ha
YETHPH CEAMHIM M Ce [IOATbPXKA N0 BpeMe Ha AbArOCPOYHOTO jlederHe. KanpecapTaH

HHIEKCETIL XHAPOXJIOPOTHA3H BEAHBX JHEBHO OCUTYpABa €(eKTUBHO M FIaJKO MOHIKEHHE Ha
KpBBHOTO HaJlsfiraHe 3a 24 yaca ¢ Majka pasiHKa MeXy MAKCHMAIHHTE H NIATO e(pEKTH [0 BpEMe Ha
n030BUA HHTepBal. [1pH ABOHHO-CIANIO pAHAOMU3HPAHO NIPOYYBAHE € YCTAHOBEHO, Y€ KaHAECAPTAaH
nunexceTw/ xuapoxyoporuasua 16 mg/12,5 mg segHsK AHEBHO MOHHXKaBA KPbBHOTO HAJIATaHE
3HAYUTENHO TOBEHE M KOHTPOAKHPA 3HAYMTE/IHO NIOBEdE NALUMEHTH OTKOIKOTO KOMOHHAIMATA Jlo3apTaH/
xuapoxnopotrazua 50 mg/12,5 mg BeAHEXK AHEBHO.

Ipu ABOHHO-CAENNTE PAHAOMUM3HPAHH NPOYYBAHHSI YECTOTATA HA HEXENAHHTE PEaKuny, 0co0eHo
KallJIMLA, € MO-HUCKA MO BPeMe Ha JIEUeHHe ¢ KaHAeCapTaH [HUIEKCeTHI/ XHAPOXIOPOTHA3H OTKOIKOTO C
koMOuHaMK 0T ACE HHXHOUTODH H XMAPOXJIOPOTHA3H.

B /Be KIMHUYHM MPOYYBAHHA (pPaHAOMH3HPaHH, ABOUHO-CIeNH, Nialebo KOHTPOIMPaHH , Napae/IHu
rpynu), BKaousaiy 275 u 1524 paHIOMHU3HpaHH NALMEHTH, ChOTBETHO KaHecapTaH LHIEKCeTHI!/
xuapoxyopotuasua komOunauuu 32 mg/12,5 mg u 32 mg/25 mg nosen# A0 NOHHKEHHE HA KPBBHOTO
HansraHe ¢boTBeTHO ¢ 22/15 mmHg and 21/14 mmHg n komMOuHauuuTe ca OUMN 3HAYHTEIHO MO~
e()eKTHBHH OTKOJIKOTO BCEKH OT KOMIIOHEHTHTE NIO OT/ACITHO.

[Tpu paHAOMHU3NPaHO, ABOHHO C/ANO KIHHHYHO IPOYyYBaHe ¢ Napajle/Hy rPyNH, BKIoyBaio 1975
PaHAOMU3HPAHH MALIHEHTH C HEAOCTATHYHO JOOBP KOHTPON HA XHACPTOHHUATA NOCPEACTBOM 32 mg
KaHAeCapTaH LIMIEKCEeTHJI BEIHbXK JHEBHO, J00aBaHeTO HA 12,5 mg WM 25 mg XUAPOXIOpOTHA3HA
AOBEJIO JI0 AOITBLIHHUTEIHA PEAYKIHA Ha KpbBHOTO HandraHe. KomOuHanuaTa kKaHaecapTaH UHIEKCETH/
XMAPOXJIOpOTHaA3uA 32 mg/25 mg e Guina 3HaUHTENHO No-eEKTHBHA OT B CPaBHEHHE C KOMOHHalusATa 32
mg/12,5 mg, H CPeIHOTO KpaifHO MOHHXKEHHE HA KPbBHOTO HajArane chboTseTHO ¢ 16/10 mmHg u 13/9
mmHg.

Kangecapran LHIEKCETHI/XHAPOXJIOPOTHAIN, € ChC CXOJHA €(PEeKTHBHOCT NPH NALKHEHTHTE HE3ABUCHMO
OT BB3pacTTa ¥ noja.

[MoHacToAWEM TUNICBAT JaHHM 3a yrnoTpebarTa Ha KaHAecapTaH LUIEKCETHI/XHAPOXJIOPOTHA3HA NpH
manueHTH ¢ 6p0peuno 3abonapaHe/HedponaTHs, NOHWKeHa (PYHKIHA HA IABATa KaMepa/3acToliHa
ChpAEYHA HEAOCTATBYHOCT H Cliel MUOKAapAeH HHPAapKT.

I(Be ronemu panaoMHu3upany kontponupand npoyuBanus — ONTARGET (Ongoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texymo rnodanno u3nureaHe 3a KpalHH TOYKH
Ha TeJMHMCAPTaH, CAMOCTOATENHO U B kKoMOuHauus ¢ pamuripun) H VA NEPHRON-D (KiuauuHo
NpoOyYBaHe CBbP3aHO ¢ HedpOnorus npyu JHabeT, NpoBEACHO 0T MHHHUCTEPCTBO MO BHIPOCHTE Ha
BETEPAHHTE) — MpoyuBaT ynorpebara Ha komOuHauuaTa ot ACE unxuburop n APb.

ONTARGET e npoyuBaHe, NPOBEACHO MIPHU MALUEHTH ¢ aHAMHE3a 3a ChpPJEYHO-ChI0BA HITH
MO3BYHOCH10Ba 0OECT, WM 3aXapeH QuHadeT THI 2, NPHAPYXKEHH C NaHHH 3a yBpeXKAaHe Ha edeKTOPHH
opraun. VA NEPHRON-D e npoyysaHne NnpH nalMeHTH CbC 3axapeH auaber THn 2 u nuaberHa
HedponaTus.

Te3n npoyusanus He MOKa3BaT 3HAYMM OnaronpusaTeH edekT BEpXy ObOpeuHHTe H/HIH ChPAEHHO-
CHAOBHTE NOCJEANLH H CMBPTHOCT, KaTO ChLIEBPEMEHHO Ca HabNM01aBaHH NOBHIIEH PUCK OT
XUMepKaIHeMus, OCTpO YBpexJaHe Ha ObbpenuTe H/UIM XUIIOTOHHS B CPABHEHHE C MOHOTEPAMHATA.
Karo ce HMaT npeABUA CXONHHTE UM (papMaKOAHHAMHYHH CBOHCTBA, TE3H PE3yNITaTH €a MPUJRHM
apyru ACE unxuburopu v APb.

ACE nuxunburopu u APb cnenopatenno He TpabBa na ce U3NON3BAT €AHOBPEMEHHO NP
nuabetHa HedponaTua (BXK. Touka 4.4).




ALTITUDE (KnMHHYHO NpOy4YBaHe MPOBEJEHO C ATHCKUPEH NP MALHEHTH ChC 3aXapeH auader THN 2 ¢
H3MON3BaHE HAa ChPACYHO-ChAOBH H OBOpedHH 3abonABaHHA KaTO KpaliHH TOUKM) € IPOYYBAHE,
NpeAHa3HAYEHO A H3CMELBA HOM3aTa OT H00aBAHETO HAa ATHCKMPEH KbM CTaHaapTHa tepanus ¢ ACE
HHXUOHTOp UH AP npH NalyeHTH Che 3aXapeH Auaber Tun 2 1 XpoHH4HO Ob0peuno 3abonsBaHe,
CbPACYHO-ChAOBO 3a0onaBane win H ABere. [IpoyuBaHeTo € NpeKpaTeHo NPeXAEBPEMEHHO NopanH
MOBUIIEH PUCK OT HeGnaronpuATHY nocneaund. Kakto ¢bpaeyHo-CbA0BaTa CMBPT, Taka H HHCYITBT Ca
MO-4€CTH B IPyNaTa Ha ATHCKHPEH, OTKOJKOTO B rPynara Ha 1iauedo, a npeacTapisBallliTe HHTEpec
HEKENIAaHH CHOMUTHS ¥ CEPHO3HHU HEXENaHN ChOMTHA (XUIepKaIMEMHs, XMNIOTOHHKS U OBOpeyHa
mucyHKIMA) ce chOOLIABAT MO-YECTO B FPYNATa Ha AJIHCKMPEH, OTKOJIKOTO B rpyNaTa Ha nnauebo.

HemenanoMmeH pak Ha xoxara: B3 ocHOBa Ha HATMYHHMTE JaHHKH OT EMHACMHONIOrHYHH NPOYYBaHHA €
HabmonaBaHa 3aBUCHMa OT KyMyJlaTHBHATa A03a Bpb3ka Mexay XXT3 n HMPK. Eano npoyysane
BKJIIOYBA MOMYJIALKA, cheTosla ce o1 71 533 cnyyau Ha BKK u 8 629 ciyyan Ha CKK, u nomynawus ot
croTBetHo | 430 833 u 172 462 noaxonswy KoHTpoiH. Bucokara ynorpeta va XXT3 (kymynatusso 250
000 mg) e cBbp3ana ¢ kopurupad OR 1,29 (95% JIW: 1,23-1,35) 3a BKK n 3,98 (95% JIH: 3,68-4,31) 3a
CKK. Ha6nionaraHa e iCHa Bph3Ka KyMyJIaTHBHA fo3a-otroBop kakTo 3a bKK, Taka u 3a CKK. [lpyro
NpoyuBaHe MOKa3Ba Bh3MOXKHA Bpb3ka Mexay paka Ha ycTHHTE (CKK) n excnosuuuata Ha XXT3: 3a 633
C/Ty4Yad Ha pakK Ha YCTHUTe ¢ noxbpaHa momynanus ot 63 067 noaxoaawy KOHTPOJIH, KaTo C€ H3NO/3Ba
CTpaTerds 3a B3eéMaHe Ha npobun, onpenesieHa oT pucka. JleMOHCTpUpaHa € Bpb3ka KyMyJIaTHBHA A03a-
otroBop ¢ kopurupan OR 2,1 (95% JAH: 1,7-2,6), napacteam g0 OR 3,9 (3,0-4,9) 3a Bucoxa ynorpeba (~
25 000 mg) 1 OR 7,7 (5,7-10,5) 3a Hali-BucokaTa KyMmynaTuBHa g03a (~ 100 000 mg) (Bx. chino Touka
4.4).

5.2 POapMakoKHEETHIHH CBOHCTBA

EAHOBPEMEHHOTO NPHIOKEHHE HA KaHIecapTaH [HIEKCETI ¥ XHIPOXJIOPOTHA3H HAMA KIIMHHYHO
3HAYKMMO Bb3AeHCTBHE BbpXY (hapMakOKHMHETHKATa Ha BCEKH OT JIBATA JIEKAPCTBEHH NMPOAYKTA OOTAEHO.

Abcopbyun u panpedenenue

Kanoecapman yunexcemun

Cnen nepopaiHo NPHIMKEHHE KaHAecapTaH LIMIEKCETH ¢ MPEBPhLIA B AKTHBHATA CYOCTaHIHS
KaHjgecapraH. AGcomoTHaTa 6HOHANHYHOCT HA KAHAECAPTAH CJIEM IPHIIOKEHHE Ha MEpOpalieH pasTBop,
CBhObpIKALL KaHAecapTaH LunekceTni € npubnusurento 40%. OtHocuTenHaTa GHOHATMYHOCT Ha
TabneTHaTa opMa HA KaHJeCcapTaH LMHJIEKCETH B CPABHCHUE C MEPOpPAlIeH pa3TBOp € NPUONU3HTENHO
34% ¢ MHOrO Manka BapuabunHoct. CpeHaTa MaKCUMAIHA CepyMHa KoHLeHTpauus (Cmax) ce goctura
3-4 yaca cnen npueMa Ha Tabnetkara. CepyMHHTE KOHLEHTPALMM Ha KaHAEeCapTaH HapacTBaT JIMHEHHO C
MOBHILIABAKETO HA JO3UTE B rPAHULHTE HA TepaneBTHYHHA HHTepBan. He ce HabmoaaBaT HUKAKBH
CBBP3aHH ¢ 10712 Pa3/IiKH BbB (hapMakoKWHETHKATa Ha KaHaecapTad. [lnouira noa kpusara Ha cepyMHara
koHLleHTpaLMa BbB BpeMeTo (AUC) Ha kaHIOecapTaH HE C€ MOBJIHABA 3HAYMMO OT XpaHaTa.

KanpgecapraH ce CBBP3Ba B roiaMa CTeNeH ¢ miasmeruTe 6entouu (noseue ot 99%). [puBuanuar obem
Ha pasnpeaefieHue Ha kanaecapras e 0,1 1/kg.

Xuopoxaopomuasuo
Xugpoxnopotuasua ce abcopGupa 6bp30 OT CTOMAIIHO-YPEBHUA TPAKT € abCONMOTHA OHOHANTMYHOCT
npu6mautenso 70%. EJHOBpeMEHHUAT IPHEM Ha Xpana NosHiasa abcopbuusra ¢ npudausurento 15%.
BHOHAIMYHOCTTA MOKE Ia C€ MOHMKH NPH NAaLHEeHTH ChC CHhPAEYHA HEAOCTATHMHOCT U H3pa3eHH OTOLH.
CBBbp3BaHETO ¢ Ma3MeHuTe 6ENTHLUM Ha XUApox1opoTHasH e npubausutenHo 60%. IIpuBuaAHMAT 0OeM
Ha pasnpeaencHue e npubnusurenno 0,8 Lkg. —

Buompanchopmayus u erumunupane

Kandecapman yunexcemun




KaHpecapTad ce eTMMHHHpPA I'TaBHO HETIPOMEHEH Ype3 ypHHAaTa H ¥UTbYKaTa H CaMO B MaJlKa CTEMEH C¢
enUMKHEpPa upe3 YepHoApoGHus metabonuseM (CYP2C9). Hanuynure npoyusaHus 3a B3aHMOICHCTBHS
He moka3par HUKaKbB edext Bbpxy CYP2C9 u CYP3A4. Bw3 ocHoBa Ha in vitro nanHuTe He TpsAOBa aa ce
OYaKBa HUKAKBO B3aHMOIEHCTBHE in ViVo ¢ TeKAPCTBEHH NPOAYKTH, YHiTO MeTab0IH3bM 3aBHCH OT
uutoxpom P450 uzoensumure CYP1A2, CYP2AG, CYP2C9, CYP2C19, CYP2D6, CYP2E] nnu
CYP3A4. TepMUHANHHUAT NOMYXKHBOT (t%2) Ha KaHAecapTaH € NpudAu3UTENHO 9 yaca. Hsima HHKaKBoO
HaTpynBaHe ClieJl MHOroKpaTHo Jo3HpaHe. [1onyXKHBOTHT Ha KaHJecapTaH 0CTaBa HEMPOMEHEH
(npu6nu3KTENHO 9 Haca) clel IPHIOKEHHE HA KaHIECAPTaH LIMICKCETHI B KOMOHHAIHA C
xuapoxsiopoTHasua. Clel NOBTOPHH A03H OT KOMOHHALMATA HE HACTBIIBA HUKAKBO JIOITBIHHTEIHO
HATPYIIBaHe Ha KaHjaecapTaH B CpaABHEHHE ¢ MOHOTEpanuAaTa.

[1na3sMeHHAT KIHPBHC Ha KakaecapraH e okoio 0,37 ml/min/kg, ¢ 6x0peyeH KIHPBHC OKONO 0,19
ml/min/kg. BE6peuHOTO EMTHMHHUpPAHE HA KaHAeCAPTaH € KaKTo upe3 [NIOMepy/Ha GuiTpaiud, Taka U
ype3 akTHBHa TyGyaHa cekpelus. Cliell IPUIOKEHHE Ha NepopatHa £o3a '*C-MapKupaH KaH/ecapTas
LHIEKCETI TPHOMH3HTENHO 26% OT 103aTa Ce €KCKPEeTHpaT B ypHHATa o opMaTa Ha KaHAECAPTaH !
7% KxaTo HeaKTHBeH MeTaboMuT, JoKkaTo npubnusuTento 56% ot mo3ara ce oTaend ¢ deneca noa
dopmara Ha KaujecapTad H 10% KaTo HeakTHBEH METaDOIIMT.

Xudpoxnopomua3uo

XuApOXIOpOTHA3KU] He ce MeTaboIN3Mpa M Ce EKCKpeTHpa [TOYTH HAlTbJIHO HEITPOMEHEH YPE3 aKTHBHA
rIoMepy/iHa GHITPalHA 1 aKTHEHA TyOyJiHa cexkpelusa. TepMHUHATHHAT t/2 Ha XUAPOXJIOPOTHA3H] €
npubnusutenso 8 yaca. [Ipubnusurento 70% ot nepopanHara n03a ¢¢ eIMMUHHPAT C YPHHATA B PAMKHTE
Ha 48 yaca. [TonAy>KHBOTBT Ha XMAPOXJIOPOTHA3H] OCTaBa HeMpoMeHeH (Mpubnu3uTenHo 8 vaca) cnen
MPHIIOKEHHETO My B KOMOHHAUHA ¢ KaHAecapTaH uunekceTHn. Cliel TOBTOPHO NPHIOKCHHE Ha
KOMOHHAIKHATA He HACThIIBA HUKAKBO AOILJIHHUTENHO HATPYNBAHE HA XHAPOXJIOPOTHA3H/ B CPABHECHHE C
MOHOTEpanusTa.

Cneyuainyu nonyaayuy

Kandecapman yunexcemun

[Tpu xopa B cTapyecka BB3pacT (Haxa 65 roauHH), Cmax 1 AUC Ha KaHAecapTaH C€ MMOBHILABAT CbC
choTBeTHO npubnusuTenHo S0% u 80% B cpasHeHHe ¢ MaaAd auLa. OTrOBOPBT OT CTPAHA HA KPBHOTO
HaArase obaye W HECTOTATA Ha HEXEJIAHHTE peakiiMH ca CXOAHH Cle] ONpeAcncHa 103a OT KaHJAecapTaH

IHIEKCETIL/ XMAPOXIOPOTHA3KA PH MIaIH MALKMEHTH M NMalMEHTH B CTapyecka BB3pacT (BHXTE TOYKa
4.2).

[Tpu maumeHTUTE € JEKO 0 yMepeHO Texko 6b0pedno yppexaane Cmax B AUC Ha kaHAECapTaH
HAPacTBAT [0 BPEME Ha MOBTOPHUTE JO3HPOBKH CbC CHOTBETHO Npubnu3utesnHo 50% u 70%, Ho
TEPMHMHAITHHAT ty, HE C€ MPOMEHS B CPaBHEHHE ¢ MALHEHTUTE C HOpMAallHa 6b0OpeuHa QyHKIHA.
CHOTBETHHTE MPOMEHH NPH MALHEHTHTE ¢ TeXxKO ObOpeUHO YBpeXAaHE €a ChOTBETHO NMPHOIHU3UTENHO
50% u 110%. TepMHHANHHUAT ty, Ha KaHAECAPTAH € MPHOIH3HTEIHO JBOHHO MO-BHCOK IIPH MALUEHTHTE C
Texko OpOpedHo yBpexxaaHe. GapMakOKMHETHKATA MPH NALHEHTHTE HA XEMOHATH3a € CXO/IHA C TasH
NpH NalHEHTUTE ¢ TeXKO OBOpEeUHO yBpekKaaHe.

B IBe npoy4BaHuA, ¥ JBETE BKIIOYBAINH TALMEHTH C KO 0 YMEPEHO Ye€PHOOAPOOHO yBpeKaaHe, e
HabmoaBaro yBenuueHue Ha cpeauara AUC (4rea Under the Curve) cbe cpeano 20% B eqHOTO
npoyusase ¥ 80% B 1pyroTo (BixTe To4Ka 4.2), HiMa Hanu4yeH OMMT NpH MALUEHTH € TEXKO
YyepHOOAPOOHO YBpEKIAHE.

Xudpoxropomua3suo
TepMHHAIHHAT ty, Ha XMAPOXIOPOTHA3HA € YAB/DKEH NMpH NMalMEHTHTE ¢ OBOpeUHo yBp



5.3 HpeaxnERHYAY JAHHH 32 Ge30nacHOCT

HsiMa HHKAKBM Ka4ECTBEHO HOBH JAHHH 33 TOKCHYHOCT Ha KOMOHHALMATA B CPaBHECHHUE C HADIIOAaBAHUTE
32 OTJENHUTE CBCTABKH, IIpH NpeaiIHHHYHKTE MPOyYBaHUA 3a 6€30MacHOCT BUCOKH J03H KaHAECApTaH
uMmart edexT BppXy GpOpeunTe H epUTPOLIMTHUTE MAPAMETPH NPH MULIKH, IUIHXOBE, Ky4eTa H MAaHMYHH.
KanznecapTaH NpHYHHABA NOHKWKEHHE HA EPUTPOLUTHATE NapaMeTpH (EPHTPOLIMTH, XEMOTIOOHH,
xemaTokpuT). Kannecapran npenn3ukea edekTn sbpXy 6p0penyTe (KaTo pereHepallud, AUaTalud 1
6azoduius B TyOyauTe, IOBUILEHH N/1a3MEHH KOHUEHTPAUMH Ha Ypes U KpeaTUHHH), KOUTO MOXe J1a ca
BTODMYHH Ha XMNOTEH3WBHHA €deKT, BoAel 0 npoMeHH Ha ObOpeunara nepdysus. BriovsaneTo Ha
XHAPOXJIOPOTHA3H/ NOTEHLIHpa HeQPOTOKCHYHOCTTa Ha KanaecapTad. OCBeH TOBa KaHAecapTaH
HHOYLHMPA XHUIepNIasHsa/Xuneprpodus Ha IOKCTANIOMEpYTHUTE KIEeTKH. [Iprema ce, Ue Te3d NPOMEHH ca
nopaau GapMaKonorHuHOTO JelcTBHE Ha KaHAECapTaH v ca ¢ MaIKO KIIHHHYHO 3HaUeHHE.

IIpu xaHgecapraH ce HabmoaaBa PEeTOKCHYHOCT B KbCHATa OPEMEHHOCT.

BKIFOYBaHETO Ha XHAPXJIOPOTHA3H/ HE TIOBIHABA 3HAYHMO pe3y/ITaTa OT NPOYUBAHHATA HA (PETATHOTO
Pa3sBHTHE NPH MIBXOBE, MHILKH H 3aliLiM (BIKTE TOUKaA 4.6).

KakTo kanmecapTaH, Taka ¥ XHAPOXJIOPOTHA3U] NTOKAa3BaT e HOTOKCHYHO AEHCTBHEC B MHOT'O BUCOKH
KOHLIEHTpauuy/ 034, JlaHHHTE OT in vilro ¥ in vivo U3CACABAHUATA 3a FCHOTOKCHYHOCT 1N10Ka3Bar, 4€ €
MAIKO BEPOATHO KAHAECApTaH Aa OKa3Ba MyTAarcHHO HJIH KIAaCTOT€HHO AeHCTBHE MpPH yCIOBHATA HA
KJIHMHHYHA yroTpebda.

6. OAPMAIIEBTHYHHA JAHHH
6.1 CoHcbK HA DIOMOUIHHATE BEIIlECTBA

JlakT03a MOHOXHAPAT,
LiapeBUYHO HHLIECTE,

[TouaoH K30,

Kaparenan (E 407),
Kpockapmenosa HaTpHi,
Marse3sues creapar

KenezeH oxcna, uepBeH (E 172)
Keneszen oxcug, xuiart (E 172)

6.2 HechLBMECTAMOCTH
Henpunoxumo.

6.3 Cpok Ha roAHOCT
2 rOOHHH

CpoK Ha rogHOCT cep OTBapsaHe Ha OyTHiKara:
3 mecela

YcnoBHA Ha ChXpaHeHHe clell ITbpBO OTBapAHe Ha OyTunkara:
ITa ce cbXpaHsBa npu Temneparypa noa 25°C.

Ila ce cpxpaHdaBa B OpMTHHANHATA OMAKOBKA, 32 [a Ce NPEAna3y OT Bjara.

6.4 CoenHaJIHE YOJI0BHA HA ChbXPAHEHHE




Tla ce cexpaHsBa npu temnepatypa nof 25°C. [la ce cbXpaHaBa B OPHIHHAIIHATA OTIAKOBKa, 3a Ja ce
npeanasy oT piara.

3a yC/IOBHA Ha ChbXPaHEHHE CJie/l TbPBO OTBAPAHE HA IEKAPCTBEHHA POAYKT BHXKTE TOU4Ka 6.3.
6.5 lanAHd 3a ONAKOBKATA

AV/Al 6nuctep cwve cymuten: 7, 10, 14, 20, 21, 28, 30, 50, 56, 60, 84, 90, 98 unu 100 Tabnerku.
Al/Al 6nucrep ¢ nepdopauns 3a efHHUYHA n03a cbe cymnuTen: 30 x I rabnerka.

HDPE 6yTuika cbe 3amynianka OT NOJHIpONMIeH H cywuuTen: 7, 14, 21, 28, 56, 84, 98, 100 nman 250
TaOMeTKH.

He scuyxu BUAOBE ONakoBKH Morat aa 6bvaar mycHati B mpoaaxoa.

6.6 CoennaJHE npeAna3HH MEePKRE OpH H3XBbpJagHE H paboTa

HensrnonssaHHAT JeKapCTBEH NPOAYKT HIH OTHATbYHUTE MaTEPHATIH OT HEro TpAOBa fa ce H3XBLPIAT B
CHOTBETCTBHE C MECTHATE U3UCKBAHUA.

7. NMPATEXATEJI HA PAZPEIIIEHHUHETO 3A YIIOTPEBA
Sandoz d.d.

Verovskova 57, 1000 Ljubljana, CnoseHus

8. HOMEP(A) HA PAZPEILEHHUETO 3A YIIOTPEBA
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9. JATA HA I'bPBO PA3SPEHIABAHE/IOAHOBABAHE HA PAZPEIIIEHHETO 3A
YIIOTPEBA
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10. JATA HA AKTYAJNIH3HUPAHE HA TEKCTA
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