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UME HA JIEKAPCTBEHHS ITPOJAYKT

KPATKA XAPAKTEPHCTHKA HA ITPOIYKTA
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Kap3an 16 mg tabnerku
Carzap 16 mg tablets
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Besika Tabnerka chabpxka 16 mg kanaecapran umnekcetun (candesartan cilexetil)

[Tomornm BewiecTsa ¢ u3BecTHo neictre: Beska Tabnerka cbabpka 115.72 m g JIJaKTO3a (KaTo
MOHOXH/IpaT).

3a NMbJIHUA CIIUCHK HA NOMOILIHHUTE BelLECTBA BHXKTE TOYKaA 6. 1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

Kpbriau, 1BOHHOM3MBbKHAIK, Oeld 10 NMOYTH 6enu TaOJIETKH, C 1e/IUTeNIHA YepTa OT e/1HaTa CTpaHa M
peneden Haanuc C/16 Ha cbiara cTpaHa, ¢ JMaMeTbp NPHOIM3HTEIHO 8 mm.
Tabnerkara Mmoxe 1a Ob/ie pa3zesieHa Ha Be PaBHH J103H.

4. KJ/IMHHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3aHHUS

Kap3an e noka3an npu:
® JICYEHHE HA MbPBHYHA XUNEPTOHHUSA NPH Bb3PAaCTHH

® JICUCHHME HAa Bb3PACTHH MALIMEHTH CbC Chp/JEYHA HEOCTATLYHOCT W HapyLIEHa JIeBOKaMepHa
CHCTOJIHA (PYyHKLMA (JleBOKaMepHa ¢pakums Ha u3tnacksane < 40%), korato ACE
HHXHOMTOPH HE Ce NMOHACAT, WM KaTo AoMbaBaia Tepanus kbM ACE HHXHOMTOPH NpH
MALHEHTH ChC CHMNTOMATHYHA CbPJCYHA HEIOCTATHYHOCT, BBIIPEKH ONTHMAJIHATA Tepanus,
KOraTo MMHEPaJIKOPTHKOMIHH PELENTOPHHA AHTArOHUCTH HE ce MOoHacAT (BXkK. Touku 4.2. 4.4,
4.5u5.1).

® JICYCHHE Ha XHMEPTOHHUA MPH JI€Lla U FOHOLLH Ha Bb3pacT oT 6 10 18 roauHm.
4.2 Jlo3HPOBKAa H HAYHMH HA NPHJIOKEHHE

[l03MpOBKa MpU XUNIEPTOHHMS
[Ipenopbunrennara HauyanHa no3a U o6MuaiinaTa noUbPIKALIA 1034 Kap3an e 8 mg eqnokparno
AHEBHO. [lo-rosismara 4acT OT aHTHUXHMIIEPTEH3HBHUSA €EKT Ce MOCTHra B paMkuTe Ha 4 ceamuum. [pu
HAKOH MalHCHTH, YHETO apTEPHAJIHO HAJIATaHE HE Ce KOHTPOJIMpaA aJIeKBaTHO, 103aTa MOXKE J1a ce
YBEJIHYH /10 16 mg eAHOKPATHO IHEBHO M 10 MAKCHMAJIHa /103a 32 mg €/JHOKPaTHO JIHEBHO.
TepanusTa TpabBa na ce KOpUrupa B 3aBUCHMOCT OT MOBJIMSABAHETO Ha apTepHaIHOTO HaJIATraHe.
Kap3an mose cbl10 1a ce npuiara ¢ Apyru aHTUXHINIEPTEH3HBHH JICKAPCTBEHH NMPOAYKTH (BXK. TOUYKH
4.3,4.4,4.5u5.1). Uma naHHu. ye nobaBsiHETO Ha XHIpOXJIOPOTHA3M/L 1aBa alMTHBEH —Sie
AHTUXUNEPTEH3UBEH €PEKT NpH pazinyHu 1034 Kapsan.

Cmapuyecka év3pacm
[Ipn naumneHTH B cTapyecka Bb3pacT He € HEOOXOIMMA KOPEKLIMA HA HAYAIHATA 1034




Hamanen evmpecnvoos o6em
Hauanxa no3a ot 4 mg Moxke na ce MMa NpeaBUI NPH PUCKOBH 34 pPa3BHTHE Ha XHIIOTOHHUA NALUEHTH,
KaTO HaNpHUMEpP TaKHBa ¢ eBEHTyaNHO 00EMHO H3YepnBaHe (BX. Touka 4.4).

bvbpeyno yepexcoane

Ilpy naupenTy ¢ 6u0peuHO yBpexkaHe, BKITIOUMTENHO M TAKHBA Ha XeMOANAIH3A, HAYAIHATA nosae
4 mg. Jlosata TpsadBa 1a ce TUTPHpA B 3aBUCHMOCT OT OTTOBOPA. ONUTHT NPH NALMHEHTH ¢ MHOTO
TeXKa WIH TepMHHAITHA OB0peyHa HEAOCTATbYHOCT (Clcr-f: 15 ml/min) e orpanmnueH (Bx. Touka 4.4).

Yapeoena vepnodpobua pynxyus

[py naunenT ¢ nexo 10 yMepeHo YepHOAPOGHO YBpEKIaHe ce npenopbYBa HavaiHa 103a 4 mg
€IHOKpAaTHO AHEBHO. Jo3aTa TpaGBa Aa ce KOPHIUpa B 3aBUCHMOCT OT OTIOBOPA. Kapsan e
ITPOTHBOTIOKA3AH IPpH NALMEHTH C TEXKKO YEPHOAPOOHO YBpEkKaAaHe H/HIH XonecTasa (BkK. ToUuku 4.3 u
5.2).

Heproxoocu nayuenmu

Ilpu uepHOKOXM NALMEHTH AHTUXHIIEPTEH3HBHUAT EKT Ha KaHaecapTaH € mo-cnabo H3paseH,
OTKOJIKOTO NPH He-YE€PHOKOKH MALMEHTH. CIeA0BATEIHO NPH YEPHOKOXKH MALMEHTH, B CPABHEHHE ¢
HC-YCPHOKOXXH TNIALMCHTH, 32 NOCTHI@HE HA KOHTPOJT Ha apTEPHAIHOTO HANArAHE MOXKE NO-YECTO 1A Ce
Hajara BL3XOAAIIO TUTPUpaHe Ha 103aTa Ha Kap3an W e1HOBpEMEHHO NPWIAraHHTE IEKapCTBEHH
NPOAYKTH (BX. TO4Ka 5.1).

Ieduampuuna nonyaayus

Heya u ronowuu na év3pacm om 6 oo 18 zo0unu:

[IpenopbuBaHaTa HauyanHa f103a e 4 mg BeAHBX AHEBHO.

- Itpy naumenTy ¢ Terno < 50 kg: [pn nauMeHTH, YHETO KPBBHO HANATaHE He ce KOHTPOJIHpa
4J€KBATHO, 103aTa MOXKE a Obae yBenHyeHa 10 MAKCHMYM OT 8 mg BeHBXK JHEBHO.

- I'pn nauyenTy ¢ Terno > 50 kg: Npu nauueHTH, YHETO KPHLBHO HANATAHE He ce KOHTpPOJIMpa
aI€KBAaTHO, A03aTa MOXKE Ja Obxe MOBHILIEHa 10 8 Mg BeIHBX AHEBHO W Ciied TORa 1o 16 mg
BEHBXK HEBHO, aKO € HeoOXoauMo (BXK. TouKa 5.1).

Hosn, Haneuuiasawy 32 mg He ca GUIH NPOyYBaHH NPH NEAHATPHYHM NALMEHTH.

B no-ronamara cu 4acT aHTHXHMNEPTEH3UMBHUAT e)eKT ce MOCTHra B PAMKHTE Ha 4 CeaMHLM.

Ilpu neua ¢ Bb3IMOXEH HAMaICH HHTPaBacKyaapeH o6eM (Hanp. NnauMeHTy, JIeKYBaHU C AUYPETHLH,
0COOeHO Te3H ¢ HapylueHa 6u0peuHa dyHkuna), neueHnero ¢ Kapsan TpsOBa na 6b/e 3anouHaro noa
CTPHKTHO MEIHLUMHCKO HabmoaeHHe U € HeOOXOAHMO Aa ce OOMMCIIM MO-HUCKA OT NOCOYEHATE To-

rope Ha4yanHa a03a (Bx. Touka 4.4).

Kap3san He € npoyusan npu fieLa Che CTEREH Ha MIOMEpYJIHa dunTpauus no-Majuka or
30 mI/min/1,73m? (Bx. TouKa 4.4).

Yeproxooicu necuampuiRyu nayuermu

AHTHXHNEPTEH3MBHUAT €(PEKT Ha KAHAECAPTaH € MO-MAJIKO H3SBEH NPH YEPHOKOKM NMALMEHTH B
CPaBHEHHE C HE-YEPHOKOXKH NMAaLUEHTH (BX. TouKka 5.1).

Leya na ev3pacm om 1 200una 0o 6 200unu
be3onacHocTTa M eMKacHOCTTa NMpM feua Ha BBLIPAcT OT | A0 6 FOAHHH He e ycraHoBeHa. Hanuunnrte
KbM MOMEHTa 1aHHH Ca ONHCaHK B TOYKA 3.1, HO He MoraT Aa 6baaT HanpaBeHH NPENOPBHKH OTHOCHO

JNO3HPOBKATA.

Kap3an e npoTuBonokasa npM fela Ha Be3pacT nog | roauHa (Bx. TOuKA 4.3).

QOBHQOBKH {IDH CHPACHHA HCAOCTATEYHOCT

O6nuaiinata npenopbuMTeNHa HauaiHa no3a Ha Kapsan e 4 mg €AHOKPATHO AHEBHO. B




MaKCHUMATHO NMOHOCHMATa 1033 C€ OCBILECTBABA YPE3 YABOABAHE Ha J03aTa NPe3 HHTEPBAH OT NOHE
2 cenMuLM (Bx. Touka 4.4). OLeHKATa Ha NALUEHTHTE ChC ChPREYHA HEAOCTATHYHOCT BHHAMH TpabBa
Na BKIIOYBA OleHka Ha ObbpeuHaTa dyHkuma, BKIIOUHTENHO MOHHTOPHPAHE Ha KPeaTUHHHA H KAJTHA
B CepyMa. Kap3an Moxe [a ce npiiara ¢ Apyro I€UeHHE 33 ChpAEYHA HEAOCTATEYHOCT, BITIOUHTEHO
ACE unxubrropu, 6era-6n0kepy, IHypPETHUM B QUFHTANINC HIIH KOMOHHALIMA OT Te3H NeKapCTBEHH
NpoayKTH. Kapaan moxe aa ce npunara 3aeaHo ¢ ACE HHXHOHTOp NPy nauMeHTH ¢be
CHMITTOMATHYHA CbpZeHa HEAOCTATEYHOCT BBMNPEKH ONTHMATTHATA CTAHAPTHA Tepanus 3a ChpAeYHa
HCAOCTATBYHOCT, KOraTO MHHEPAITKOPTHKOWAHM PELIENTOPHH @HTATOHMUCTH HE CE NOHACST.
KombuHawmaTa or ACE HHXHOHTOD, Ka/uii-ChbXpaHaBaLL AHYPETHK 1 Kapsan e ce npenoprsusa u
TpAOBa Ja ce 0OOMMCIIA CaMO CNEJ BHMMATETHA OLIEHKA HA BL3MOXKHUTE TIOJI3H M PUCKOBe {BX. TOUKH
44,4.8n5.1).

Cneyuannu nonyarayuu nayuenmu

[1pu naunenTH B cTApYECcKa BB3PACT WM [IPH NALMEHTH ¢ HAMAJIEH BLTPECHIOB 0beM, ¢ 6B0peuno
YBPEKAAHE WIIH € NICKO HITH YMEPEHO TEKKO YEPHOAPOOHO yBpexkaaHe, He € HeoGXOAUMa KOpeKIMA Ha
HavanHaTa 1o3a.

ITeduampuuna nonyrayus
besonacHocTTa U edukacHocTTa Ha Kapsan 3a jieueHHe Ha ChpaeYHa HEeJOCTATLYHOCT He ¢a
YCTaHOBEHH NpH Jelia Ha Bb3pacT 20 18 roguHu. HaMa HanuvHu naHHy.

HauuH Ha npHioXeHHe

IlepopanHo npunoxeHue

Kapaan Tpa6Ba na ce npHeMa elHOKPaTHO AHEBHO ChC HIH Oe3 XpaHa. buoHanWuHOCTTA Ha
KangecapTaH He Ce BIIHMAe OT XpaHa.

4.3 [IIpoTHBONOKA3AHHS

¢  CBpbXYyBCTBHTENHOCT KbM aKTHBHOTO BELIECTBO WM KbM HAKOE OT NOMOLIHUTE BCLIIECTBA,
HW30poeHu B Touka 6.1.

BropH u Tpetn TpuMecThp Ha GpemMeHHOCTTa (BX. TOukH 4.4 U 4.6).

Texxa uepHonpo6GHO YBpexKAaHe H/HIH XONIecTasa.

Jleua na sv3pact noa | roanna (Bx. Touka 5.3).

EanoBpemennaTa ynotpeba Ha Kapsan ¢ anuckupeH-chabpKaLii NPOAYKTH €

MPOTHBOMNOKAa3aHa MPH MALMEHTH CbC 3aXapeH JHaber unu 6uOpeuHo yspexnane (GFR
< 60 ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).

44 Cneunajnn npeaynpexieHus K NPEANA3HA MEPKH NPH ynorpeba

J1BoitHO B6a0KHpaHe Ha PEeHHH-aHI HOTEH3UH-aN0CTepoHOBaTa cucTeMa (PAAC)

Hma naHnu, ye enHoBpeMeHHaTa ynotpe6a Ha ACE HHXMGHTOPH, AHTHOTEH3HH I1-peuenrophu
OJIOKEpH WIH ATHCKKPEH MOBHLIABA PHCKA OT XHIIOTOHHA, XHNEPKATHEMHUA H HAMATABAHE Ha
6vOpeyHaTa QyHKUHS (BXIIOYHTENHO 0cTpa 6bOpeuna HeaocTarb4HOCT). [lopaau ToBa He ce
npenopbuBa a8o#HO Onokupane Ha PAAC upes komGunupanata ynorpe6a Ha ACE HHXUOHUTOPH,
aHrHoTeH3uH [1-penentopuu 610kepn wnu anncxupeH (Bx. ToukH 4.5 u 5.1).

AKO Ce NpPeLeHy, Ye TepanuaTa ¢ ABOHHO G10KHpaHe e aGCoNOTHO HeOBX0AHMA, ToBa Tpa0Ba na
CTaBa Camo NnoA HabNIOREHHETO Ha CIEUHATIMCT K NPH Y4ECTO BHHMATETHO MOHUTOpHpaHe Ha
610peunaTa GpyHKUNA, €1EKTPONUTHTE H KPLBHOTO HANSTAHE.

ACE ntxuburopu u anrnorensun Il-peuentopHu 61okepH He TpabBa na ce H3NoN3BaT €AHOBPEMEHHO
Mpy NaUKEHTH ¢ gHabeTHa HedponaTus.

bpOpeuHo yBpexaaHe

KakTo npu neyeHune ¢ Apyru cpeacTsa, KOUTO HHXHGHpAT PECHUH-aHTHOTEH3HH-ATIOCTEPOHO
CHCTEMa, H INMpH JIeucHHe ¢ Kap3an nNpH YyBCTBHTEIHH NALHUEHTH MOFAT 1A CE OYAKBAT npoM
ObOpeunara GyHkLMS,




Korato Kapsan ce H3non3sa npH NalMeHT! ¢ apTepHANHA XHNEPTOHUA K OBOpeyHo yBpexnane, ce
MPENopbBa NEPHOAUYHO MOHHTOPHPAHE Ha HHBATA HA CEPYMHHS Ka/uii K CEPYMHHS KPEaTHHUH.
OnATET ¢ HALMEHTH ¢ MHOTO TEKKA WM TEPMHHANHA OLOpeyHa HepocTaTeYHOCT

(Clm"‘"“’“‘*cr{ 15 ml/min) ¢ orpannten. Ilpu Te3n nauuenTn nosara Ha Kapsan Tpa0Ba 1a ce THTpHpa

BHHMATC/IHO, ChC CTPHKTEH KOHTPOJ HA dPTECPHATTHOTO HAJIATAHE.

OleHkaTa Ha NALMEHTHTE CbC ChPACYHA HEAOCTATLYHOCT TPAGBA 1a BKTIOYBA NEPHOAUYHA OLIEHKA HA
ObOpeuHaTa GpyHKUHA, 0COOEHO NPU NALHEHTH B CTapHecKa Bb3pacT Ha H HaJ 75 rOAWHM, KAKTO H NPH
nauneHTH ¢ OubpeuHo yspexnane. [1o Bpeme Ha THTPUpaHETO Ha 103aTa Ha Kapsan ce npenopnusa
MOHHTOpHpaHE Ha CEPYMHHUS KPEATHHHH H CEPYMHHA KalHi. B kIHHKYHHTE NpoyuBanus npy
MALMEHTH CBC ChP/CYHA HEAOCTATLYHOCT HE Ca BKIIOYBAHH NMALMEHTH ChLC CEPYMEH KPEATHHHH Hajl

> 265 pmol/l (> 3 mg/dl).

[leaMATPUYHM NAUMEHTH, BKIIOYHTEIHO NALKENTH ¢ OnbpeuHo yBpexaaHe

Kannecapran nanekceTin He € NpoyusaH NpH feua che CKOPOCT Ha rJIOMepy.HaTa ¢unTpaums noa
30 ml/min/1,73 m? (Bx. To4ka 4.2).

Exnospemenno nevenne ¢ ACE HHXHOUTOp NIpH chpaeuHa HELOCTATLYHOCT

PHCKBT OT pa3BuTHE Ha HeXenaHu peakUH, 0cOGEHO XHIOTOHHS, XHIIepKanueMus U HaMangBaHe Ha
ObOpeuHaTa GyHkuMA (BKOUMTENHO ocTpa 6EGpeuna HEAOCTATBYHOCT), MOXKE 21a C€ MOBULIM, KOTATO
Kap3an ce nanonsesa B kom6uHauua ¢ ACE unxu6urop. Tpoiina KombuHauma or ACE unxuburop,
MHHEPAIKOPTHKOHACH PELIENTOPEH AHTArOMKCT W KAHAECAPTAH CHILO He ce npenopbyusa. Teau
koMOHHalKH TpAGBa Aa ce M3noN3BaT Noa HaGMIOJEHHETO Ha CTICLMANUCT 1 NMPH Y€CTO BHUMATEJTHO
MOHHMTOpHpaHe Ha 6GbOpeuHaTa QyHKUHS, eTEKTPOIUTUTE H KPBBHOTO HANATAHE.

ACE uHxubutopu 1 aHrnorensun Il-peuentopu 6nokepy He Tpatsa na ce H3NON3BAT €AHOBPEMEHHO
NpH NauneHTH ¢ AuaberHa HedponaTHa.

XeMoaHanuia
[lo BpeMe Ha auanusa APTEPHATHOTO HANATAHE MOXKE Aa € 0COOEHO YYBCTBUTENHO KBM AT]-

peLienTopHa ONOKaZa B pe3yATaT Ha NOHIDKABAHETO Ha IUIa3MeHHs o6eM U AKTHBHPAHETO HAa PEHHH-
4HrMOTeH3HH-aII0CTEPOHOBATA CHCTEMa. CNIeAOBATEIHO NIPH NALMEHTH Ha XeMoaKanu3a Kapsan
TpA0Ba Aa CE€ THTPUPa MHOTO BHUMATEJTHO, MPH CTPHKTHO MOHHTOPHPAaHE Ha APTEPHAITHOTO HAJIATAHE.

CreHo3a Ha 6b6peunara apTepua

JlekapcTBeHHTE MPOAYKTH, KOUTO NMOBNHUABAT PCHRH-AHTHOTEH3HH-ANIIOCTEPOHOBATA CHCTEMA,
BKJTIOUHTEIHO U aHTHOTeH3uH [l-peuenropuure antarouuctu (AIIPA), morar na NPEAU3BUKAT
[TOBMIIABAHE HAa KPbBHATA yPess H CCPYMHHA KPCATHHHH TIPH NalLHEHTH ¢ ABYCTPAHHA CTEHO3a HA
6bOpeuHaTa apTepHs WM CbC CTEHO3a Ha apTePHATA HA eIHHCTREH 610pek.

brOpeuna TpaHcaHTauMs

HmMa orpaHnyeH KIHHHYEH OTTHT 1O OTHOIEHHE Ha NPHIOKEHHETO Ha KaHAE€CapTaH LIWIEKCETWI NpY
nayeHTH ¢ ObOpeuHa TpaHCIaHTaLus.,

XHMOTOHHSA

flo BpeMe Ha NEYEHHETO HA NALIMEHTH ChC CHPIEYHA HENOCTATEYHOCT C Kap3san moxe na ce paspue
XHMOTOHNA. TakaBa MOXXe Na ce¢ pa3BHE M NPH NALMEHTH C XHIIEPTOHUA, HO ¢ BLTPECHAOBO 0OEMHO
H3HEPNBAHE — KaTO HANPHMEP NALUKHEHTHTE Ha JIEYEHHE C IHYPETHLIM BbB BUCOKH A03H. [pu
34M0YBaHE Ha JIEYEHHUETO TPAOBA A2 Ce NOJIX0XK/a ¢ MOBHLIEHO BHUMAaHHKE, KaTo TpabBsa aa ce HalnpasH
OITUT 38 KOPEKLIMA Ha XHITOBOJIEMHATA.




AHecTe3Hs H onepaluy

I1py nexyBaHH ¢ AaHTArOHMCTH HA AHTHOTEH3UH 1] MalHEHTH, N0 BpEMe Ha aHECTE3US U ONepaLIHs
MOX€ a ce pa3BHE XHNOTOHUA nNopaaH 61okana Ha PEHHH-AHTHOTEH3HH-AJIAOCTEPOHOBATA CHCTEMA.
MHOTO psaKo, XHMOTOHHUATA MOXKE 212 € TeXXKA U 13 HAOKH UHTPABCHO3HH BIKBaHHA WWIH
NPUIOXKEHHUE Ha Ba30INpPECOpPH.

CTeHo3a Ha aopTHATA U MMTpPAHATA Kaana (OOCTpYKTHBHA XuneprpoduuHa KapIUOMHONATHS

KakTo n npu npunoxeHue Ha Apyrd BasoAWaTaTOPH, MPH MaLHEHTH, CTpajali OT XeMOJHHAMHYHO
3HaYKMa a0pPTHA HIIH MUTPAJIHA CTEHO3a, HIIH OT OOCTPYKTHBHA XHIIEPTPO(GHUHA KAPAHOMHONATHS, CE
npenopbyBa Aa C€ TOAX0XKAA ChC CNeLHATHO BHUMaHHE.

ITbpBHYEH XUNEpANIOCTEPOHNIBLM
[NauHeHTH ¢ TbPBHYEH XHNEPANAOCTEPOHHIBM OGHKHOBEHO HE ce MOBITHABAT OT JTeYeHHETO ¢

AHTHMXHNCPTEH3HBHH JICKAPCTBEHH NPOAYKTH, ASHCTBALLM Ype3 HHXHOHpaHE Ha PEHHH-AHTMOTEH3HH-
ann0cTePOHOBaTA CHCTeMa. [lopaau ToBa KHe ce npenopbyBa ynotpe6ara Ha Kapaan s Tazu

NOITy NaLiHA.

XHunepkaamueMus

EnHoBpemeHHarta ynotpeGa na Kapsan ¢ kanuif-chxpansBaiu AUYPETHLH, KATHEBH NOOABKY,
3aMECTHUTE/IH Ha rOTBAPCKATA COJ, ChABPKALUH KATMiA, WIH APYTH JIEKAPCTBEHH NPOAYKTH, KOUTO
MOXC J1a NOBHINAT HWBATA HA KaJiig (Hanp. XenapHH, KO-TPHMOKCA30J1, H3BECTEH U KaTo
TPHMETONIPUM/CypaMeTOKCa301), MOXKE [a JOBEE A0 [TOBUILIABAHE CEPYMHHA KaNnii Ha NaLHeHTHTE
¢ aprepuanHa xunepTonus. [1pu HeobxoaumocT Tpsbea aa ce npeanpueme MOHHTOpPHpAHE Ha
CepYMHHA KalHi.

Ilpr nexyBanute ¢ Kap3an naumenTy che chpAeuHa HEAOCTATEYHOCT MOXKE 11d Ce pa3Bue
XHNepxanuemus. [penopbuea ce NnepHOAHYHO MOHMTOPUPAHE Ha CEPYMHHS Kaikii. KoMOHHaumsTa T
ACE HHXHOHUTOP, Kannii-ChXPaHABALL JUYPETHK (HAMP. CIIMPOHOIAKTOH) K Kap3an He ce npenopbuysa,
1 MOKE 1a C€ HMa NPEABHA CaMO Clie]l BHHMATENIHA OLEHKa Ha MTOTEHUMANHHTE NO3M H PHCKOBE.

HHTecTHHANCH aHrHoeaeEM

3a MHTECTHHANIEH aHIHOeEeM ce ChOOLIaBa NPH NALKEHTH, ACKYBaHH C aHrHOTeH3HH Il peuenropHu
aHTarOHUCTH [BKITIOUHTENHO KaHAecapTaH] (Bxk. Touka 4.8). Te3H nauMeHTH UMaT KkopeMHa 6oJika,
rajcxe, noepuiliane H Avapus. CHMITOMHTE OTILYMABAT C/I€/l MPEYCTAHOBABAHE HA AHFHOTeH3MH 1]
PCUCHITOPHUTE AHTATOHUCTH. AKO Ce IMArHOCTHLIHPA HHTECTHHANEH aHTHOEHEM, JIEYCHHETO C
KanJecapTaH TpAOBa 1a ce NPEYCTAHOBH K 12 C€ 3arloyHe MOAXOAALLO HABMIONEHHE 10 ThIHOTO
OTWYMABAHE Ha CUMITTOMMUTE.

O6i1u
Ipu nauneHTH, YHATO CHAOB TOHYC M 6BOPeYHa PYHKLMA 3aBUCAT FNABHO OT AKTHBHOCTTA HA pPEHHH-

AHTHOTCH3HH-aNJ0CTEPOHOBATA CHCTeMa (HaNp. NALMEHTH € TEXKKA 3aCTOHHA ChpaeUHa
HEOCTATLYHOCT MM NOANEXKalLo 6s6peuHo 3abonsapaHe, BKJIIOUHTENHO CTEHO3a Ha G16peunara
apTepus), IEYCHHETO C APYrH JIEKAPCTBEHH MIPOAYKTH, NORIHABALLUN TA3H CHCTEMA, Ce CBBP3BA C OCTpA
XUITOTOHHA, a30TEMHS, OJIUTYPHA H, PANKO, ocTpa ObOpeuHa HeaocTaTeYHOCT. BeposTHocTTA 32
pa3BHTHE Ha nonoben edext npH npunoxenre Ha AIIPA He Moxe na ce m3kmoun. Kakto NpH
[TPUIOKCHHE HA KOETO H 1a € AHTUXHNEPTEHIUBHO CPECTBO, MPEKOMEPHOTO NOHMKABAHE Ha
apTCPHATHOTO HalfraHe NpH NalHeHTHTE ¢ HCXeMHUYHa GoJIecT Ha ChPLETO Wi HCXEMHYHA MOZbYHO-
CbA0BA OonecT MoXe 1a A0BeAE 10 pa3BUTHE Ha HH(APKT Ha MHOKapJa iwiH UHCY.IT.

AHTHXHNEPTEH3HBHUAT €(EKT Ha KAHAECAPTAH MOXeE 1a 6bae NOTEHLMPaH OT APYrH NOHWKAaBalll1
ApTEPHATHOTO HAJIATAHE JIEKAPCTBEHH NPOAYKTH, 6€3 3HaUeHHE NanK ca NPEANUCAHH KATO
AHTHXHMINEPTEH3UBHHU WK MO JPYry NOKa3aHuA,

bpeMenHoCT

ITo Bpeme Ha GpemenHoCT He Tpa6Ba aa ce 3anousa neuenne ¢ AIIPA. OcseH axo npoxn
neyenneTo ¢ AIIPA ne ce cmATa 32 XXH3HEHOBAXKHO, NIPH TTALMEHTKHUTE, KOHTO Bb3HAMeEpA
3a0pemeHedT, Tpa6Ba na ce NpeMHHE KbM NEUEHHE C ANTEPHATHBHO aHTHXHITEPTEH3HBHO
KOETO HMa ycTaHOBeH npodun Ha Ge3onacHocT 3a ynotpe6a no BpeMe Ha Gpemenocr, [1
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yCTaHoBABaHe Ha OpeMEHHOCT, neyenueto ¢ AIIPA Tpabsa aa ce cripe Hesa6asHo 1, aKo e YMECTHO,
Aa e 3aMOYHE anTEPHATHBHO JIEYeHHE (BX. TOYKH 4.3 1 4.6).

I1pu nauueHTKH ciel MEHapXe BEPOATHOCTTA 3a GpeMeHHOCT TpaOBa Na ce NpoBepsBa PeOBHO.
TpsabBa na ce naBa noaxoasma wndopmauus wunu 1a ce NpeAnpHEeMaT MEPKHU 3a NPEAOTBPATABAHE
Ha PHCKa OT €KCNO3HUMA MO BpeMe Ha OpeMeHHOCT (BXK. Touku 4.3 U 4.6).

IIpenynpexxaeHue 3a NOMOUIHKTE BELECTBA

Kap3an cbabpika nakro3a. [lalHeHTH ¢ penkn HacneacTBeHH npobneMH Ha ranakTo3Ha
HEMOHOCHMOCT, ITHJICH JIAKTA3eH ACHULMT HITH [TIOKO30-TaNakTO3Ha ManabeopbLms He TpsaOBa na
MIPUEMAT TO3H JICKAPCTBEH NPOAYKT.

To34 nexapcTBeH NPOAYKT ChABPKA NO-MANKO OT | mmol HaTpHWi (23 mg) Ha Tabnerka, ToecT
NMPaKTHYeCKH ,,6e3 HaTpuUii®,

4.5 BaaumoneiicTeng ¢ Apyru nexaperBens cpeacrea i APYTH $OpMH Ha B3aRMOAcHCTBHE

JlaHHH OT KIHHHYHM NPOYYBAHUA NMOKA3BAT, Y€ ABOMHOTO O70KkMpaHe Ha PEeHHH-aHTHOTEH3HH-
annocreporosata cucreMa (PAAC) ypes komOuHnpanaTa ynorpe6a ua ACE UHXHOUTODH,
aHrHOTEH3MH |I-peuenToptin 6nokepy WK alUCKHpPeH ce CEBP3BA ¢ NO-BHCOKA YECTOTA HA HEXeNaHu
CHOHTHS, KaTO HAaMpPHUMEDP XHINOTOHMA, XHITEPKATMEMHA U HAMANABaHEe Ha ObOpeuHaTa pyHKUMA
(BUTIOUMTENHO OCTpa 6B0peyYHa HeIOCTATbYHOCT), B CpaBHEHHE ¢ ynoTpebaTa caMo Ha eHO
CpeACTBO, NeAcTBao BEpXY PAAC (Bx. Touku 4.3, 4.4 u 5.1).

CbenHHEHHATA, KOHTO ca GWIH H3CTIEABAHH NPH KTHHUYHUTE bapMaKOKHHETHYHH NPOYYBAHMS,
BKJIIOYBAT XMAPOXJIOPOTHA3HA, BapGAPHH, IWTOKCHH, NEPOPATIHH KOHTPALIENTHRH (Hanp.
€THHHIICCTPAAMOI/IEBOHOPreCTpen), FHOeHKIaMK, HHGETHTTHH ¢ eHananpun. He ca ycraHoBeHM
KIIMHMYHO 3HAYMMH QapMakOKHHETHYHH B3aHMOLEHCTBHA ¢ TE3H NPOAYKTH.

EanoBpeMeHHOTO NpiioxkeHKe ¢ KanHH-CbXpaHgBalIM JAUYPETHLH, KANHEBH 100aRKH, 3aMECTHTENH
Hd FrOTBapCKaTa CoJl, ChABDPKALIH KATHH, WIH IPYTH NEKAPCTBEHH NPOXYKTH (Hanp. XEMapHH) MOXe
/la MOBULIH CTOHHOCTHTE Ha cepyMHMa Kanuii. [Ipu HeoBxogumocT Tpsbea na ce npeanpHeMe
MOHHTOpHpaHe Ha CepyMHHA Kanu#l (BXk. Toyka 4.4).

I1pu enroBpeMeHHO npwiokeHHe Ha nuTHii ¢ ACE HHXHOUTOPH HMa cboOIIEHHS 32 06PaTHMO
MOBHIIABAHE HA CEpyMHaTa KOHLCHTPALMA HA JIKTUS H TOKCHYHOCTTA My. CXofeH edekT Moxe fa ce
pazsue 1 npu npunoxelue ¢ AIIPA. IpunoxeHneTo Ha kaHaecapTaH C JIMTHIL He ce npenopbusa.
AKo koMOHHalMATa Ce Okaxke HeobXxoauMa, ce npenoprUBa CTPHKTHO MOHHTOpPHpPaHE Ha CepyMHATa
KOHLUECHTpALMA Ha JIHTHA.

[1pn enHoBpemenno npunoxenue Ha AIIPA ¢ HecTepouaun NMPOTHBOBB3INAIUTENHYU CPEACTBA
(NSAID) (7.e. cenextuHn HHXHOKHTOPH Ha COX-2, aleTHICATHLUHIIORA KHCETHHA (> 3 g/aHeBHO) H
HecenekTHBHH NSAID), anTHxunepTreH3UBHUAT edekT MOXKe 1a Hamanee.

Kakto u npu npunoxenne ha ACE MuHXHGHTOpH, €IHOBPEMEHHOTO npunoxedne Ha AIIPA u HCINBC
MOXKC Aa ROBEAC N0 MOBHINIABAHE HA PUCKA 3a BJIOIIABaHe Ha 6bOpeuHaTa GyHKLMS, BKIIOYHTENHO W
32 pa3BUTHE Ha OCTpa OBOpeYHa HEAOCTATBLYHOCT, U 32 MOBHINABAHE HA CEPYMHMS KAMHiL, 0COBEHO
MIPH NaLMEHTH C NpeAuIecTBalLa noia 6b0peuta ¢pyHkuns. KomGuHaumnsTa Tpabea aa ce npunara c
BHHMaHHE, 0CODEHO NpH MALMEHTH B CTapyecka BB3pacT. [laumeHTHTE Tpabsa na 6paar xuapatupaun
B ROCTATL'HA CTENIEH W TPA0Ba Na ce 0OMHCAH MOHHTOPHpaHe Ha 61L6peuHaTa dyHKUMS cnes
3aN04BaHE Ha CBHITBTCTBALIOTO JICYEHHE, KAKTO H NEPHOAMYHO Clie TOBA.

[leamaTpuysa nonynaius
Ipoyusanus 3a B3auMoaeicTBHA ca GUIH NPOBEKIAHM CAMO [IPH Bb3PACTHH.




4.6 @eprunuTeT, GPEeMEHHOCT B KbPMeEHe

bpeMeHHOCT

He ce npenoptusa npuemsT Ha AIIPA nipes nbpus TpuMecTLp Ha OpeMeHHoCTTa (BX. TOuka 4.4). [o
BPEME Ha BTOPHA H TPETHS TPHMECTBP Ha OpemeHHOCTTa npHeMsT Ha AIIPA e npotuBonokasaH (Bx.
TOYKHU 4.3 u 4.4).

EnHaeMHONOrnYHUTE NaHHH, KACael1 PHCKa OT TEPaTOreHe edekt cren npruem Ha ACE unxuburop
npe3 MbPBUA TPUMECTHP Ha OPEMEHHOCTTA He Ca eAHO3HAYHK, BCE NAK He MOXKE Ja ce H3KITIOUYH JIEKO
NMOBULIABAHE HA PHCKA. Makap 1a HAMa KOHTPOJIMPAHH eNHAEMHONOIMYHH JaHHH, Kacaelliu pHMCKa
npy npueM Ha AlIPA, npu To3H x1ac reKkapcTBa MoXe Aa CBLIECTBYRA NOAOBEH puck. OcBeH ako
NPOABL/DKABAHETO Ha JieweHHETO ¢ AlIPA He ce cMATa 32 KH3HEHOBAXHO, NMPH NALHEHTKHTE, KOMTO
Bb3HamepasaT Aa 3abpemeHenT, Tpabsa na ce npeMUHE KbM JIeHEeHHE C aJITEPHATHBHO
aHTHXHTICPTEHIHBHO CPEACTBO, KOETO MMa ycTaHOBeH Npodun Ha GesonacHocT 3a ynorpeba no speme
Ha OpemeHHocT. [1pH ycTaHoBsBaHe Ha GpeMeHHOCT leueHHeTo ¢ AIIPA Tpabsa na ce cnpe HesabaBHO
H, 8KO € YMEeCTHO, /1a C€ 3aMOMHE aJITEPHATHBHO JIEUYEHHE.

H3sectHo €, ye excnosuuisTa Ha AIIPA npes BTopus u Tpetus TPUMECTHP Ha DpeMeHHOCTTa UMa
detorokcutcH edekT (Hamanena 66peuHa GyHKLMA, OJIITOXHAPaMHHOH, 3abaBeHa ocHHKaLIMA Ha
HEPEITHUTE KOCTH) W HEOHATAIHA TOKCHYHOCT (6b6peUHa HeOCTATEYHOCT, XHNOTOHHS,
Xunepkanuemus) (Bx. Touka 5.3).

[pu excnosuumus Ha AIIPA cnen Ha4yanoTo Ha BTOpHS TPHMECTBP Ha OPEMEHHOCTTA, Ce MpernophYBa
exorpagcxa oLeHKa Ha ObOpeuHara GyHKLHA M ChCTOSHHETO Ha YEepEenHHUTE KOCTH.

KbpMauerta, unuro malixu ca npuemanu AIIPA, tpaGea ga ca nopx HenoCpeACTBEHO HabmoneHue 3a
Pa3sBUTHE HAa XHIIOTOHHA (BX. TOUkH 4.3 H 4.4).

Kbpmene
IToHexe nurncea WHPOpMalMA, Kacacwa ynotpedara Ha KaHAECAPTAH LIJIEKCETH 10 BpEMeE Ha

KbpMeEHe, NpHIoxKeHHeTo Ha Kap3an He ce nmpenopbuea, W € 3a MPEANOYHTAHE JICUYEHHE C
ATTEPHATHBHY CPE/ICTBA, KOHTO UMAT yCTAHOBEH NPOQUIT Ha GE30MAaCHOCT NO BpEME Ha KbPMEHE,
0COOEHO NpK KbpPMEHE Ha HOBOPOJEHO WIIH HENOHOCEHO KbpMave.

4.7 Edexra Bbpxy cnocobHocTTa 33 modnpane B pa6oTa ¢ MAMAHE

He ca nposesxxaaun npoyusaHus 3a edekTHTe Ha KaHzecapTaH BBpPXY CMOCOOHOCTTA 38 odHpaHe H
paboTa ¢ MalnHH. Bee nak TpaGBa 1a ce B3eMe noa BHUMAHHE, Y€ TIOHSKOra no BPEME Ha JIEYEHHUETO
¢ Kapsan e Bn3MoikHa nosBa Ha 3amaiiBaHe WiH OTNAHAIOCT.

4.8 Hexenanns NeKapcereens peakian

JleyeHne Ha XHNEPTOHKUS

HexxenaHuTe peakuuy OT KOHTPOJIHUPAHHUTE KIMHHYHH NMpOoy4BaHHA Ca JIEKH U npexoaHn. Obmara
Y€CTOTa Ha pa3BUTHE HA HEXKEJIAHH CLOWTHA He NOKa3Ba 3aBHCHMOCT OT N03aTa MM BB3PacTTa.
CniHpaHeTo Ha JleueHHeTOo Mopaid pa3BUTHE HAa HeKelaHH peaKkuHH € CXOAHO 3a KaHjecapTaH
uunekceTnn (3,1%) u nnanedo (3,2%).

B cOOpHHA aHanu3 Ha JAHHHTE OT KIIHHUYHHUTE NPOYYBAHHA [IPH NALMEHTH C apTepHanHa
XHNCPTOHHA, HEXENIRHHTE PEAKLIHY NPU KAHAECAPTaH LMIEKCeTHN ce AePHHHPAT Bb3 OCHOBA HA
HeCTOTA HA HEXEeNAHH ChOUTHS NPH NPHEM Ha KaHNeCaAPTaH LMIEKCETHIL, MO-BHCOKA ¢ NoHe 1% oT
HabmogasaHata npu npueM Ha waue6o. Io Tasn AepHHALMA HaH-4ecTO CHOBIIABAHNTE HeXeaHM
PeaKkUHH Ca 3aMaiiBaHe/BepPTHIO, rnasobonue H HHGEKLIMH Ha UXATENTHHTE MLbTHLLA.

B nasenara no-gony tabnuua ca npeacraBeHH HeXeNAHHTE NEKapCTBEHR peakuH OT KJI
NPOYUYBAHHSA H NOCT-MAPKETHHTOBHA OIMT.




HMznon3ssauuTe B Tabnuumre B Touka 4.8 4ecTOTH ca KAKTO CJIEABA: MHOIO YECTH (= 1/10), yecTH
(2 17100 no < 1/10), neyectn ( 1/1 000 ao < 1/100), peaku (= 1/10 000 no < 1/1 000) u MHOrO penxu
(< 1710 000) u ¢ HensBecTHa yecTOTa (OT HAIMUHHTE AaHHHU HE MOMKe na Oble HanpaBeHa OLIEHKA).

CHcTemo-opranen kaac | Yecror Hexenan edexr _ _ _:
Nudekunm ¥ HHpecTaluK YectH AHUXATeHN HHPEKLUHH L _
Hapyuienns Ha xpbBTa M ~ [Mnoro penxu |(JleBkoneHus, HEYTPONEHUA H

InuMdHaTa cucTeMa arpaHynouyrosa |
Hapyweuns Ha metabonusma u |MHoro peaxs | XunepkaneMus, XUITOHATPHEMHA

[XpaHEHETO _ _ _ _ _ _ L
Hapywienns Ha HepBHaTa Yectu 3amatiBaHe/BepTHIO, FnaBobonue

CHCTEMA _ _ _ _ _ _ _ 1
PecnupatopHu, rppauy 4 MHoro penku |Kanmua

MEAHACTHHAIHH HApYILIEHNA _ _ _ _ _
CToMalrHo-upeBHU HapyeHus |MHOro peaxu Il" aneHe, HHTecTHHanen anrmoenem _ |
HapyulieHH1s C HeusBectHa |[luapus

. lweerom )
Xenarobunuaphuy Hapywenus |(Muoro peaku |[loBMinasane Ha YEPHOAPOOHUTE EH3INMM,

“ | OTKIIOHeHHA B YepHoApoOHaTa PyHKLMA |
| _ . | _ ___|uam xepmarur _ _ _
HapyweHus Ha koxkara u MHoro penxn |AHrnoenem, o6pus, ypTHKapHs, NPYPHTYC
NOAKOXHATA ThKaH _ _ _ _ _ _J
THapymeHHH Ha MYCKYJIHa- MHoro penxn |Bonkn B rep6a, apTpasrus, Muanrus

CKEJIETHATAa CHCTEMA H

CBHEAMHHTEIHATA ThKaH _ _ _ _
Hapyinenus na 6n0peumre o Muoro peakn |BrOpeuno yspexkaaHe, BKIIOYHTENHO
NMAKOYHHTE NBTHILA OBOpeuna HeaOCTATHYHOCT NpH

|
"IYBCTBHUTE/IHH NALMCHTH (BX. Touka 4.4)

T T i R .

Sabopamopnu pezyrmamu

KaTo uano HAMa KIMHHYHO 3HAUHMH eeKTH HA KAHAECAPTAH LAIEKCEeTH)I BBPXY PYTHHHHTE
naboparopHn noxasarenu. Konkoro no apyru WHXHOHTOPH Ha PEHUH-AHTHOTEH3HUH-ANA0CTEPOHOBATA
CHCTeMa, HabMoaBaHH ca CAy4ad Ha JIEKO MOHHWKABAHE Ha XeMOMIOGHHA. [Ipn nauuenTH Ha nTeucHHe
¢ Kap3an o6ukHOBeHO He e HeoGX0AMMO PYTHHHO MOHHTOPHPAHE Ha 1abopaTOpHHUTE NOKA3ATENM,
[Tpy naumnenT! ¢ 656peyno yspexxaane obaue ce npenopbusa NMEPHOAHYHO MOHHTOPHpPAHE Ha
CTOHHOCTHTE Ha Kalnui U KPeaTHHHH B CEpyMa.

[lennaTpuyHa nonynaius

besonacHocTTa Ha KaHAECAPTAH LUNEKCETIN € NIPOCAEACHA NpH 235 aena M IOHOIM ¢ XMNEPTOHHSA Ha
Bb3pacT ot 6 10 < |8 roauHu, no BpemMe Ha 4 CeAMHUHO KIHHHYHO Nnpoy4BaHe 3a ¢(pHKACHOCT U |-
FOANLIHO OTBOPEHO NPOYU4BaHE (BXK. To4Ka 5.1). IIpn nouTH BCHUKM Pa3NIHYHK CHCTEMO-OPraHHH
KJIaCcOBE, HECTOTATa HA HEXENAHUTE PEaKLHH NPH flella € B pAMKHTE Ha YeCTH/HeuecTH. Brhpekn ue
ECTECTBOTO H TEXECTTA Ha HEKENAHNTE PeakLMH ¢a NoJo0HH Ha Te3N NPH BL3PACTHH (BHKTeE
TabnHLaTa N0-rope), HeCTOTATA Ha BCHUYKH HeXeaHH ChOHTHSA ca Mo-BHCOKH ITPH LA H IOHOLLIM, MO-
CTICLHATHO 3a:
- I'maBobonuero, 3amaliBaHeTo U MH(EKIMHTEe HA TOPHUTE JUXATE/HH NBTHILA Ca ,sMHOTI'O YecTH"
(r.e 2 1/10) npn aena v yectu (> 1/100 no < 1/10) npn Bb3PAaCTHH.
- Kawnwuuara e ,,muoro yecra” (T.e > 1/10) npu aeua 1 ,,MHOro paaka“ (< 1/10 000) npn
Bb3PaCTHH.
- ObpuBrT € ,,uecT™ (T.€. > 1/100 o < 1/10) NpH Aeua M ,,MHoro psask™ (< 1/10 000) npw
Bb3PacTHH.
- XHNEPKATHEMHATA, XHNIOHATPHEMHUATA U OTKJIOHEHHATA B YEPHOAPOOHA QYHKUHS ca ,
(= 1/1 000 no < 1/100) npu aeua u ,,MHoro peaxu (< 1/10 000) MpH BB3pPacTHH.
- CHHycOBaTa apHTMHs, Ha30(APHHTHTBT, MAPEKCHATA ca ,4ecTH™ (T.€. > 1/100 no
opodapuHreanHara 6oska e ,,MHOro uecta® (T.e. > 1/1 () npHU Aeua, HO He ca ¢




O6mnst npoun Ha Ge3onacHOCT 32 kKaHAecapTaH HWIEKCETHA NpH eAHATPHYHH NALUHUEHTH He ce
pa3inuapa ChIIECTBEHO OT NPOQHIa Ha 6e30MacHOCT NPH BL3PACTHH.

Jlewenue na copoeyna nedocmamuvynocm

MMpodunbT Ha HexenaHHTe peakLMK HA KAHIECAPTAH LUANCKCETILT MPH BL3PACTHH NMALHEHTH ChC
ChpaetiHa HEAOCTaTHHHOCT € B CHOTBETCTBHE C (apMaKONOrHATA Ha NEKAPCTBOTO H 3APaBOCIOBHOTO
CbCTOSHHME Ha nauMeHTHTe. B knunyuyHarta nporpama CHARM, cpaBHssalia kanaecaptau
UHJIEKCETHA B 103H 10 32 mg (n=3 803) ¢ nnauebo (n=3 796), neueHneTo e NpeKbCHATO NOPanH
Hekenanu cuouTha mpu 21,0% ot naumeHTHTE B rpynaTa Ha KaHAECAPTAH WAIEKCETH U npu 16,1%
OT MALMEHTHTE B rpynara Ha ruiaueto. Haii-yecto chobLuaBaRuTe HeXENaHUTE peakLHy ca
XHnepKaHeMHa, XHIOTOHUA H 6150peuno yBpexaane.

Te3n chOMTHA ca NO-4eCTH NPH NALMEHTH Ha BL3pacT Haa 70 roauHM, NALMEHTH ¢ HabeT Wik
TaKkHBa, KOMTO Ca NPUEMAH APYTH JIEKAPCTBEHH NPOAYKTH, NOBNMABALIM PEHHH-AHMMOTEH3HH-
AN10CTCPOHOBATA CHCTEMA, B HACTHOCT ACE HHXHOHTOP H/WNH CHIHPOHONAKTOH.

B nanenara no-nony Tabnuua ca npeacTaBeHH HeXENAHHUTE PEAKLIMK OT KTHHHUHHTE NPOy4BaHHA H
NMOCTMAPKETHHTOBHA OINHMT.

|CHcTemMo-0Opranen Kac

_I‘{_ecm'r_a_ Hexe1ana JleKAPCTBEeRH peaKung |
|HapyieHus Ha kpbBTa 1 MHoro peakn |JleBkoneHus, HeyTponeHus u

IMM(QHATa CHCTEMa. _ _ arpaHyJIOLUHTO3a _
Hapyiienus na metabonusmau  |Yectu _{XHIIepKaNHEMHS L L
XPaHEHOTO _ Muoro peaky |Xunonarpuemus L
HapyiueHus Ha HepBHaTa IMHom peaKu IBamaﬁBaHe, rnasobonue
CHCTeMa . 1 N _ _ L ]
CBbAOBH HapyHIeHHS __|Yectn XHMNOTORHS _ _ _ ]
PecniupatopHu, rpeauy v IMnoro penxﬂ_rKam.nuua |
MEAHACTECHANHM HApPYIUEHHA . L L
CroMaliHO-4YpeBHH HapYIICHHS aku |l 'aneHe, HHTecTHHANECH aHTHOEIEM _

C HeusBecTHa

i -

L ____|4ecrora | 4_
XenatoObwiHapHu HapyllieHVS

MHoro penkn |TloBHIIaBaHe Ha YEPHOAPOGHUTE EH3HMHM,
OTKJIOHCHHA B 4epHoapodHaTa GyHKLUS
HJIH XENaTUT

h

T Hapyiuenus Ha Kkoxarta U MHoro peaks |AHruoenem, oopus, YPTHKApHA, NPYypPUTYC
NOAKOKHHTE ThKaHH d4 _ _ _ _
IHapymeHml Ha MYCKY.JTHO- MHoro peaku |Bonku B repba, apTpanrus, MHaIrus
CKEJIETHaTa CUCTEMA H

|CheAHHWTENHATA ThKAH _ l_ _ {

Hapywenus Ha 6s0peuuTe M Yectu brOpeuHo yBpexxnaHe, BRIIOUHTETHO
MHKOYHHTE THTHILA 0LOpeyHa HeROCTATHYHOCT NpH
_ _ _ | ___ |MYBCTBHTE/IHH MALMEHTH (BXK. TouKa 4.4) ]

Sabopamopnu pezyaimamu

Xunepkannemus v 66peuHo yBpexkaane ce pa3BHBAT YECTO NPH NALHEHTHTE, IEKYBaHH C
KaHA€CapTaH UMNCKCETH NO OKa3aHKe ,,ChpAeyHa HeRocTaTbuHoCT”. [Ipenopbusa ce NepHOANYHO
MOHUTOPHPAHE HAa KPCATHHHHA W KanHs B cepyMa (BX. Touka 4.4),

Cnobuiapane Ha NOJIO3MPAHH HEXKENAHH PEAKLIHK
ChobinasaHero Ha nofo3MpaHH HexenaHu peaklHH cnen pa3pelnaBaHe 3a ynorpeta Ha NIEKAPCTBEHHUS __

NPOAYKT € BaxkHO. ToBa No3BoNgBa Aa NPOIBIKY HAOMOAEHHETO HA ChOTHOIEHHETO nomaf’ync&imﬂg '\\

NeKapCTBEHNs NPOAYKT. OT MEQHLMHCKHTE CTIELMATIMCTH C€ H3MCKBA J1a choBLIaBaT BCAKE’ " *{<‘ e *-~-.ﬁ-*;,ﬁ Y

Nnoao3xpaHa HeXejlana peakuHs Ype3: H3nwiaHuTenHa areHuMs no neKapcTBara ya. ,./a cgmm“‘ EEN
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4.9 Ilpenosmnpane

CHMOTOMH

Ha 6azata Ha dhapMakonormuHm crobpakeHHs, OCHOBHATA NposBa Ha NPe03HPaHe € BEPOSTHO 1a
ObAe CHMNTOMATHYHA XHIOTOHHMS WIH 3aMaiiBane. B eauHHuHMTE CHOGLIEHNS 33 CITy4aM Ha
npeno3upaxe (a0 672 mg xaHaecapTaH LWIEKCETH) Bb3CTAHOBABAHETO Ha Bb3PaCTHH MALMEHTH €
6uno rnaaxo.

[loBeneHue

AKO Ce pa3sHe CHMITTOMATHYHA XHIOTOHHA, TPAGBA /a ce 3aN0YHe CHMITOMATHYHO JleYeHHe 1 na ce
NMPOCACAABAT JKHIHEHHTE NMOKa3aTenH. IlauueHTsT TPAOBA 13 Ce MOCTABH B JIErHANO MOIOKEHME C
MOBAHIHATH JONTHA KPaHHHLIK. AKO TOBA HE € NOCTaTBYHO, TPAGBa Na ce YBEIMUH TUIa3MeHUs 06eM
1pe3 BJIHBAHHA - HANPHMEDP Ha H30TOHHYCEH (U3HOIOTHYEH Pa3TBOP. AKO H3GPOCHHTE MEPKH He ca
AOCTATBYHH, MOTAT A4 C€ NMPWIOKAT CUMITATUKOMHMETHLIH.

Kannecapran He ce oTCTpaHaBa upes XxeMoaHaIH3a.

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 ®apmaxonunaMHYBN cBOHCTBA

dapMakoTepaneBTHYHA rpyna; AHTArOHMCTH Ha AHTHOTEH3MH 11, camocTosTenHo (candesartan), ATC
xon CO9C AQ6.

Mexany3bM Ha AcHCTBHE

AHrnotensuH Il € OCHOBHHAT Ba30aKTHBEH XOPMOH OT PCHHH-aHTHOTCH3HH-ALIOCTEPOHOBATA
CHCTEM2 ¥ Y4acTBa B NATOGHIHONOIHUATA Ha XHIIEPTOHUATA, ChPAEYHATA HEAOCTATBYHOCT M Apyru
CbPACYIHO-CHA0BH HapylueHus. To# CbLIO Taka Urpae ponst U B ATOTE€HE3aTa HA TEPMUHANIHATA
OpraHha XunepTpodus u yspeaa. OcHoBHUTE PU3HONOrHYHH edeKTH Ha aHrnoTeH3uH I kaTo
BAIOKOHCTPHKLIMA, CTHMY/IHpaHe Ha alnAOCTEPOHA, CTUMYNALIMA Ha alI0CTEPOHOBATA CEKPELIHS,
peTyaiiii Ha BOAHO-COJICBATA XOMEOCTA3a H CTUMYJIAUHNA Ha KJIETBYHHUSA PACTEXK, CE MEIHUPAT ypes
peuentopa ot 1 TN (ATI).

GapMakoAHHAMHUYHH eeKTH

KaHpecapTaH LMNeKCeTH € NPeIeKapcTRO, NOAXOAALLO 3a nepopanna ynorpebda. Toit ce npespniua
OBP30 B 2KTHBHOTO BELIECTBO KaHZECAPTaH, YpE3 ecTepHa XHAPOJH3a 1O BpeMe Ha pe3opOLusiTa B
raCTPONHTECTHHAIHMA TpakT. Kataecapran e AIIPA, cenextusen cnpamo AT peuernrropuTe, KofiTo ce

CBbp3Ba 3ApaBo H OABHO ce 0cBOOMKAaBa OT peuenTopa. Toli HAMAa AFrOHHCTHYHE aKTUBHOCT.

Kannecapran He nixubupa ACE, kolito konBepTHpa anrsorensnn | B anruorensun 11 u pa3rpaxna
OpannkuruHa. He oka3sa Bb3aeiictsue Bbpxy ACE H He NMOTEHUHMPA AEACTBHETO Ha OPaNUKHHHUH U
cybcTaHuma P. B KOHTPOIHpaHHTE KITHHMYHH NPOYYBaHHS, CpaBHABAIINH KaHaecaptan ¢ ACE
HHXHOHTOPH, NPH NMOMyYaBaLATE KAHACCAPTAH WWIEKCETH MALMEHTH YeCTOTaTa Ha pa3sBUTHE Ha
KallHua € no-Hucka. KanaecapTan He ce CBbp3Ba kbM H He HHXMOMpa JAPYTH XOPMOHAJTHH
PELENTOPH WIH HOHHH KaHAJIH, 32 KOHTO € H3BECTHO, Y€ Ca OT 3HAYCHHE 33 ChbpACYHO-CHAOBATA
perynaunsa. AHTArOHU3IMBT CNPAMO PELIENTOPHTE 3a AHTHOTEH3HR 1 (ATI) BOZH A0 AO3032BHCUMO

NOBHIIABAHC HA IIA3MEHHUTE HABA HA pEHHHA, aHTUOTEH3HH | M aHrHoTeH3MH 11 M norWxaBaHe Ha
U1a3MeHaTa KOHLIEHTPaluMA Ha AIIOCTEPOHA.

Kiinnu4yHa edrkacHocT U BezonacHocT

Xunepmonun
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CEPHO3HA HTH NPEKOMEPHA XHITOTOHHA CJieAl NPHeMa Ha ITbpBaTa 103a WK 3a rebound edexT caen
CIHpPAHE Ha JICYEHHETO.

Cnen npunoxxenue Ha €AHOKPATHA 1038 KAHAECAPTaH LIMIEKCETHIT Ha4ajioToO Ha AHTHXHIEPTEH3HBHHA
eQeKT HACTBNBA OGHKHOBEHO B paMKHUTE Ha 2 yaca. [Tpy NPOaBIDKHTENHO JEYSHHE OCHOBHMAT A5 OT
NMOHHAKCHHCTO HA APTEPHANHOTO HANATAHE NPH TIPAEM Ha KOATO U Ja € 1033, OOMKHOBEHO ¢ce HOCTHIa
B PAMKHTE Ha YCTHPH CEIMHIIH H CE 3aaBpXKa NPH ABLATOCPOUHO neveHne. Cniopea nposeneH MeTa-
AHAJIN3 CPEAHUAT NOITBJIHHTENEH €(IEKT Ha NOBUILABAHETO Ha J103aTa oT 16 mg Ha 32 mg €IHOKPaTHO
AHEBHO € MaTbK. KaTo ce B3eMe npestBuA H MHTEPHHAMBHYATHATA BapHaGHIIHOCT, NPH HAKOH
NalLHeHTH MOXeE J1a C€ o4akBa edeKT, HAAXBLPAAL cpeAHnA. KaHaecapran mnexceTin, npuer
CAHOKPaTHO JHEBHO, OCHIYPABA eeKTHBHO H PaBHOMEPHO MOHHKABAHE HA APTEPHAITHOTO HANATAHE B
NPOAB/DKEHHE Ha 24 Haca, C Ma/lKa paliHKa, B PAMKMTE Ha J030BHA HHTEPBaJ, MEXIY MaKCHMAaNHUA
eexT H edexra B Kpas Ha 1030BUA HHTEPBaN. B aBe PaHIOMM3HPAHH, ABOHHO-CNENH NPOY{BAaHNA Ca
W3CNIEIBAHH AHTHXUNIEPTCHIUBHUAT epeKT H NOHOCHMOCTTA Ha KaH/ecapTaH K JOCAPTaH MNPH 0610

1 268 naupeHTh € IeKa 0 YMEPEHO TeXKa apTepHalHa XHIEPTOHUA. PeqyKLinaTa Ha apTepHaTHOTO
HAMIATaHE B Kpas Ha 030BHA MHTEPBAJ (CHCTONHO/AWACTONHO) € ¢ 13,1/10,5 mmHg npu npuem ua
KaHJecapTaH LHINEKCeTH 32 mg eAHOKpaTHO aHeBHO M ¢ 10,0/8,7 mmHg npu npuem Ha nocapraH
kanu# 100 mg exnokpaTHO AHEBHO (pasnivka B peAyKUMATA Ha APTePHATHOTO HaNAraHe

3,1/1,8 mmHg, p<0,0001/p<0,0001).

KoraTo kaHzaecapTan UMAEKCETHI Ce W3TION3BA 3a€OHO C XHAPOXJIOPOTHA3MA, €PEKTHT BHPXY
MOHMXABAHETO Ha APTEPHANTHOTO HanAraHe € aauTHeeH. [loTeHUMpaHe Ha AHTHXHTIEPTEHIHBHKS
edekT ce Habmonara M NpH KOMOMHUpPaHEe HA KAHAECAPTaH LIMIEKCETHT ¢ aMJIOAMIHMH WIH

denonunyH.

JlekapcTeeHnTe NpoayKTH, KOMTO GOKHpaT PEHRH-aAHTHOTEH3HH-AIA0CTEPOHOBATE CHCTEMA, HMAT
no-cyal edext npu YepHOKOXH MALMEHTH (KOUTO 06HUaiHO ¢a HHCKO pPEHHXHOBA NOMyNnaLHg ),
OTKOJIKOTO NPH HE-YEPHOKOXKH NAaUHEHTH. CBHLLOTO BaXH H 3a KaHzecapTaH. B oTkpuTo npoyusaHe Ha
KIHHHYHHA ONUT MPH 5 156 NaLMEHTH C OHACTONHA XHIIEPTOHMA, PEAYKLMATA Ha apTEepPHaJTHOTO
HAJIATARE NPH JICUEHNE ¢ KAHACCApTaH € CHTHM(HKAHTHO NMO-c1abo uipaseHa pH YePHOKOXKH,
OTKOJIKOTO MNpH HE-4epHOKOXKHK naumeHTH (14,4/10,3 mmHg cpemty 19,0/12,7 mmHg,
p<0,0001/p<0,0001).

Kanpgecaprad nosuuiasa 6u6peunns kppBoTOK WinH Hama edekT BbPXY CKOPOCTTA Ha rAOMEpPYNHa
(pUNTpaLKs, KK A NOBHIIABA, 0KATO GBOPEUHATA CHAOBA PE3UCTEHTHOCT W ¢unrTpaunoHHaTa
pakuma ce noHwkapar. B 3-MeceyHo KITHHHYHO NPOYYBAHE NPH NALMEHTH ¢ apTepHanHa
XMNEPTOHUA H 3aXapeH AnabeT THIT 2 ¢ MHKPOaNOyMUHYPUA, AHTHXHNIEPTEH3IUBHOTO JICUEHHE C
KaHACCapTaH LIMIEKCETUT HAMANIABA €KCKPELIMATa Ha ajiOyMHH B YpPHHATA (CbOTHOLLIEHHE
anbyMuH/kpeaTHHHH, cpeato 30%, 95% CI 15 - 42%). KbM MOMEHTa HAMA JaHHU 34 edexTa Ha
KaH[€capTaH BbpXY NporpecHaTa kbM AuabeTHa HedponarTus.

Edextute Ha kannecapran uunekcerun 8-16 mg (cpeasa nosa 12 mMg) €IHOKPATHO JHEBHO, BHPXY
CBPACHHO-CHAOBATA 3a00NEBAEMOCT U CMBPTHOCT, Ca OLIEHEHH B PAHJOMU3HPAHO KIHHHYHO

npoyusatie npx 4 937 nauMeHTH B crapuecka Bb3pacT (70 - 89 rogunu; 21% Ha BB3pactT 80 unm

TOBEYE roMHK) C Jieka IO YMEPEHO TeXKKa apTepHaiia XHNEepTOHHS, NPOCIeadBaAHMY CPelIHO

3,7 roanun (ITpoyuBaHe BLPXY KOTHUTHBHHTE CIIOCOBHOCTH U NPOrHO3a NpH NaLKHEHTH B CTapyecKa
BB3pacT (Study on COgnition and Prognosis in the Elderly)). ITaumenture ca NpHEeMain KaHAecapTaH
LHIEKCETHN HIH TuTanebo ¢ 1obaBsaHe NpH HyxkKAa Ha IPYro aHTMXHIIEPTEH3UBHO CPEeaCTRO.

ApPTepHANHOTO HaNAraHe NOKa3Ba NOHWXaBaHe ot 166/90 no 145/80 mmHg B rpynara Ha

KaHaecaptad H ot 167/90 no 149/82 mmHg B xoHTponHaTa rpyna. ITo oTHowmeHue Ha MbPBHYHATE

KpaHHa TOYKa — 3HAYHMHU ChPAEHHO-CBAOBH CHOUTHS (ChPACYHO-CHAOBA CMBPTHOCT, He-daTaneH

HHCYNT W He-(aTaieH HHOAPKT Ha MMOKAap/a), HIMa CTATHCTHYECKH 3HAYHMA pasnuka. B rpynatana =
kaHaecapTaH cxOMTHATa ca 26,7 Ha 1 000 naiumenToroannn cpenry 30,0 ch6uTHS Ha | 000 ‘_ w‘l"”? fff \'\ ~

Alone and in combination with Ramipril Global Endpoint Trial, Texywo rnobanHo u3n

MALHEHTOTOHHH B KOHTPOITHaTA rpyna (oTHocuTeneH puck 0,89, 95% CI 0,75 no 1,06, p= ,-*"';# i N
2wy .:{'j .
B nBe roneMu paHnOMH3HPaHH KOHTPOIHpPAHK npoy4saHis — ONTARGET (ONgoing T4 ] -t,?;..‘iff'i? ‘

1] ':::'x . » -m
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KpaHHH TOYKH Ha TEJIMHCAPTaH, CAMOCTOATENHO B B KOMGHHALMS C pamMunpun) u VA NEPHRON-D
(The Veterans Affairs Nephropathy in Diabetes, Knnnuuno NpOYYBaHe 3a pa3BUTHE Ha HedponaTus
npu Auader, npoBeaeHo 0T MHHHUCTEPCTBO NO BBNPOCHTE Ha BET€paHHUTE) € NpoyyueHa ynorpebara Ha
KoMOHHauHATa ot ACE MRXHOMTOP M aHrHOTEH3UH I1-peuenropex 6nokep.

ONTARGET e npoyuBane, npoBeaeHO NpH NALMEHTH ¢ aHAMHe3a 3a CBpPACYHO-CHIOBA HIH
MO3BYHOCH0BA OONECT, UM 3aXapeH AHabeT THN 2, IPUAPYXKEHH C JaHHH 32 YBpeX/J1aHe Ha TapreTHH
oprani. VA NEPHRON-D e npoyuBase npu nauneHTH cbe 3axapen auabeT THR 2 1 quabeTHa
HedponaTus.

Te3n npoyusanus He noka3sat 3HauMM GaronpusTen edext BbPXY OBOpeuHHTE H/HIH ChpaedHO-
CBHAOBHUTE NOCICAHUH H CMBPTHOCT, KAaTO ChLICBPEMEHHO Ca HabNIOABAHH MOBHLIEH PHCK OT
XMINCPKATHEMHS, OCTPO yBpexk1aHe Ha OBOPELIMTE H/HIN XHITIOTOHHA B CPaBHEHHE C MOHOTEpanuaTa.
Karo ce uMaT npeaBua cXoaHUTE UM papMaKoaAHHAMHYUHH CBOHCTBA, TE3H PE3YJITATH Ca MPHIOKUMH
K 3a Apyru ACE uHXHOHTOPH M aHrHoTeH3MH [I-peuenTopuu Onokepn.

ACE #HXM6HTOPH M aHrHOTEH3HH I1-peucnTopHH GNOKEpH ClIEN0BATENTHO He TpAOBa Ja ce u3no3par
CAHOBPEMEHHO NPH NaLUWeNTH ¢ AMabeTHa Hedponatus.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints,
KNMHHYHO HANHTBAHE HA ATMCKHUPEH NPH NALMEHTH ChC 3axapeH qHabet THN 2 ¢ M3NOoN3BaHe Ha
CHPACYHO-CBAOBH U OBLOpeuHu 3a60naBaHus KaTo KpaliHH TOUKM) e Npoy4yBaHe, NpeAHA3HAYEHO 1a
H3C/ICABa NOJI3aTa OT J0OaBAHETO Ha aJIHCKMPEH KbM CTaHAapTHa Tepanus ¢ ACE HHXHOMTOp WIH
aHrnoTeH3HH lI-peuenrropen 610kep NpH nauxeHTH Cbe 3axapeH auaber THI 2 U XpoHHYHO OBLOpeyHo
3abonsBane, cbpaeUHO-CHAOBO 3a60NABaHE WIH U [BETE. Ilpoyusanero e npekpareHo
NMPEAHACBPEMEHHO NMOpajii MOBHLLEH PHCK OT HeONMaroNpUATHH nocaeauud. Kakto chpaeuHo-cbaoeaTa
CMBPT, Taka H HHCY/ITBT €a NO-YECTH B IPpyrnaTa Ha aIMCKHPEH, OTKOJIKOTO B IpynaTta Ha rnaue6o, a
MPE/CTABIABALIMTE UHTEPEC HEKENTAHH CHONUTHA M CEPHO3HH HEXENaHH ChOMTHS (XMITepKaTHeMHS,
XMIIOTOHMA ¥ 6B0peyHa aucdyHKitug) ce chobluasaT no-uecTo B rpynara Ha ANHCKHPEH, OTKOJIKOTO B
rpynara Ha ruianefo.

Ileduampuyna nonynayus - xunepmonun

AHTHXHNEPTEH3IUBHUAT e(EKT HAa KAHAECAPTaH € OLECHEH NPpH AeLa C XHNEPTOHUA Ha Bb3pacT oT 1 10

< 6 ronnHH 1 oT 6 10 < 17 rogHHK B ABE PaHAOMHU3NPaHH, JBOHHO CJIENH, MHOTOLIEHTPOBH 4

CCAMHYHH NMPOYYBAHHS ¢ Pa3IMYHH JI03M,

I1py neua Ha Bu3pact ot 1 o < 6 rogunu, 93-Ma naumesTH, 74% OT KOUTO €& UMANU 6u6peuno

3abonsgBaHe, Ca paHAOMH3HPAHH 1a IPHEMAT nepopanHa 103a KaHAeCapTaH LMIIEKCETHII CYCITIEH3HA

0,05, 0,20 wiu 0,40 mg/kg BeAHBK THEBHO.

OCHOBHHAT METOR Ha AHAJIM3 € KPHBA HA MPOMIHATA B CHCTOIHYHOTO KpBBHO Hansrane (SBP) kato
PyHKUMA oT no3ata. SBP M AHACTONMYHOTO KpbBHO Hansarane (DBP) namanssar 6,0/5,2 no

12,0/11,1 mmHg oT W3X0AHOTO HHBO NpH TPUTE A03H HA KaHaecapraH HUeKkceTn. Bunpeky Tosa,

TbH KaTo HAMa rauebo rpyna feficTBHTENHATa TONEMHHA Ha ehexTa BLPXY KPBLBHOTO HanAraHe

OCTaBa HEACHA, KOCTO NPABH OKOHHATEIHATA OLIEHKA HA CHOTHOLIEHHETO N0/3a-PHCK TPYIHO NpU Ta3zu
BBH3pAacTOBa rpyna.

[1pn neua Ha BB3pacT oT 6 10 < 17 roauuu, 240 nauxeHTa ca pPaHZOMH3HpaHH Aa noayyasaT nnane6o

WJIH HHCKa, CpeiHa WK BHCOKA 1033 OT KaHAECAPTaH LIWIEKCETHN B ChOTHOLIEHHUE oT 1: 2: 2: 2. [Ipu

Aeua, KOMTo Texat < 50 kg, nosure Ha KaHaecapTaH uwiekceTw ca 6unm 2, 8, unu 16 mg Beannxk

aHeBHo. TIpu neua, kouto Texar > 50 kg, A03HTe KaHAecapTaH LIIEKCETHN ca G 4, 16 nnu 32 mg
BEAHBNK AHEBHO. KaHnnecapran B ocpenHeHa nosa namanssa SiSBP ¢ 10,2 mmHg (P<0,0001) n

SIDBP (P=0,0029) ¢ 6,6 mmHg, or u3XxoarOTO HHBO. B rwianefo rpynara coiio € HMago HaMaIgBaHe

ot 3,7 mmHg Ha SBP (p=0,0074) u 1,80 mmHg 3a SiDBP (p=0,0992) B cpaBHenue ¢ u3xoauHuTE

CTORHOCTH. BbnpekH 3HauuTenHua edekr Ha mnaue6o, BCHYKH CaMOCTOSTE IHM JO3H KaHaecapTaH (K

KaTo ocpe/HeHa 103a) MoKa3BaT 3HAYHMMO NPEBBIXOACTBO B CPaBHEHKE ¢ mane6o. MakcuManen

OTrOBOp NpH NOHM>KaBaHE HA KPBEBHOTO HAJIATaHE MPH Aeua Noa v Raj 50 kg ce OCTHra CLOTBETHO

pH 1034 OT 8 mg ¥ 16 mg, u edekTHT AOCTHUrA TUIATO Clle]] Ta3H TOYKA.

Ot Bruntouennre, 47% ca GUH YEPHOKOKH NALMEHTH B 29% ca OT KEHCKM MOJi; CPeAHATA BB3PACT.Fle——= """ .
SD e 6una 12,9 +/-2,6 roaunu. [pu geua Ha B3pacr 6 10 < 17 roguty uma TEHACHLHA 3a ng;eﬁ; r‘rl"_}__‘r" Wy
eEKT BbpPXy KPbBHOTO HANAraHE NPH YEPHOKOXKH NALMEHTH B CpaBHEHHE C He- ' 1 :

) A A
. '..".'\. ] : .
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Cwpoeuna nedocmameunocm

JleueHHeTO € KAHAECAPTAH LHIEKCETH HAMAIABA CMBPTHOCTTA, HAMAJIABA XOCIMTAIH3aLMHTE 33
CbPACHA HEAOCTATHYHOCT, H NOAOOPABA CHMITTOMHUTE NPH NALKMEHTH C IEBOKAMEPHA CHCTONHA
AUCOYHKUMSA, KOETO Ce AEMOHCTpHpa oT nporpamata CHARM (Kanpecaprat npu cxpaeuHa
HCAOCTATHYHOCT — OLIEHKA HA PEAYKLIMATA Ha CMBPTHOCTTA W 3aboneBaemoctTa (Candesartan in Heart
failure — Assessment of Reduction in Mortality and morbidity)).

Ta3n nnaue6o-koHTpoNHpaHs, NBOHHO-CIANA NPOYYBaTETHA Nporpama NpH NauHeHTH ¢ XPOHHYHA
ChbpaeuiHa HeaocTaTbuHOCT (XCH) dynxkumonanen knac 11 go IV no NYHA ce ¢ueTou ot TPH OTHAENHHK
npoyusanui: CHARM-Alternative (n=2 028) npu naunentu ¢ LVEF (1eBokamepHa ¢pakuus Ha
H3TnackBane) < 407%, kouTo He ca nexysaHH ¢ ACE UHXMOUTOP Nopaii HENMOHOCHMOCT (rrasHo
nopaau kaukua 72%), CHARM-Added (n=2 548) npu naupentu ¢ LVEF < 40%, xouTO ca
nekysaHH ¢ ACE unxuburop, # CHARM-Preserved (n=3 023) np#x naumerTH ¢ LVEF > 40%,.
[TaunenTnTe Ha onTUManHa Tepanus 3a XCH Ha H3X0HO HMBO ca PaHAOMH3HPAHHW 1a NOJYyYaBaT
IaLe00 WiK KaHAeCapTaH LIEKCETIIT (THTPHPaH OT 4 WM 8 mg eAHOKpaTHO JHEBHO A0 32 mg
€AHOKPATHO IHEBHO WIM J10 HaH-BHCOKATa IOHOCHMa 11034, CpeAHa N03a 24 mg) H ca npocaensBaHu
cpeano 37,7 meceua. Cnen 6-MeceuHo neuense 63% OT NaLMEHTHTE, NPOXb/DKABALIM Ja TPHEMAT
kaHpecapraH uniekcetnn (89%), ca 6unm Ha Taprersata n03a or 32 mg.

B CHARM-Alternative cheraBHaTa kpaiina Touka OT ChbpAEUHO-CHAOBA CMBPTHOCT WJTH ITHpPBA
xocnuranusaumns 3a XCH noka3ssa 3naunMa peqyxums 3a kaHaecapTaH B CpaBHEHHE ¢ rnauebo,
koeduuuent Ha puck (HR) 0,77 (95% CI: 0,67 g0 0,89, p< 0,001). Tosa cbOTBETCTRA Ha peAyKLMA HA
PEJIATHBHHA PHCK 23%. Tasu kpalina Touka ce ycraHoBABa npH 33,0% OT naumeHTHTE Ha KaHaecapTaH
(95% CI: 30,1 no 36,0) u npu 40,0% or nauHeHTHTE Ha rL1aLe6o (95% CI: 37,0 no 43,1), kato
abcosmoTHaTa pasnuka € 7,0% (95% CI: 11,2 no 2,8). 3a uanara NPOABIKHTESHOCT Ha NPOYUBAHETO,
OpOAT NauMeHTH, KOKTO € TpabBano aa 6baar JIEKYBAHH, 33 J1a CE NIPEJOTBPATH €HH CMBPTEH CiTy4aii
OT ChPACYHO-CBAOB HHLIMACHT WK XOCNUTAIM3ALIMA 32 JICYEHHE Ha ChpleiHa HEAOCTAThYHOCT € 14.
CrpcTaBHaTa KpaiiHa TOYKA OT CMBPTHOCT, €3 3HaYeHHe Ha NPAYHHATA, HNH [ThPBA XOCMHTATH3ALMA
3a XCH cbino noka3ssa 3Hauuma peaykuus B rpynara Ha kaHaecaptad, HR 0,80 (95% CI; 0,70 no
0,92, p=0,001). Ta3u kpaiina Touka ce ycraHoBsBa npu 36,6% OT nanMeHTHTE Ha kaHaecaprtad (95%
CI: 33,7 no 39,7) n 42,7% ot naunenture Ha nnaue6o (95% Cl: 39,6 no 45,8), kato abcomoTHaTta
palnnka e 6,0% (95% CI: 10,3 no 1,8). U npu aBaTa KOMNOHMENTA HA Ta3M CHCTABHA KpaiiHa To4Ka —
CMBPTHOCT H 3abosieBaeMocT (xocnuranusauus 3a XCH), nanuure FOBOPAT 3a OAaronNpUATHHTE
edekTH Ha kanaecapTaH. JleueHHeTo ¢ kaHOecapTaH LIWTEKCETH BOAK 10 NOoACOPEHHE 10 OTHOULICHHE
Ha QyHKuHOHanHuA knac no NYHA (p=0,008).

B CHARM-Added cpcraBHara kpaiiHa TOUKa OT CLPASHHO-CHAOBA CMBPTHOCT WIH ITbPBa
xocnuranuzauns 3a XCH nokassa 3HauHMa pelykuus 3a KAHIECApPTaH B cpaBHeHHUe ¢ uanebo, HR
0,85 (95% CI: 0,75 no 0,96, p=0,011). Tora chOTBETCTBA Ha penaTHBHA peAyKUHA Ha pUcKa oT 15%.
Tasu xpaiina Touka e yctanoBeHa npu 37,9% OT NauMeHTHTe Ha kanaecapraH (95% CI: 35,2 no 40,6)
H 42,3% oT nauueHTHTE Ha Mauedo (95% Cl: 39,6 no 45,1), xaro abconoTHara paznuka e 4,4% (95%
Cl: 8,2 no 0,6). 3a usnara npoaLHKUTENHOCT Ha MpOoyuBaHEeTO OPOAT NMalMEHTH, KOUTO TpadBa Aa
OvlaT neKkyBaHH, 3a a e NPEJOTBPATH €AHH CMBPTEH CJOIYUYaH OT ChbPACYHO-CHAOB HHLMAEHT HNH
CAHA XOCTIMTAJIH3ALINA 32 IEYCHUE HA ChPEeYHaA HEAOCTAThYHOCT, € 23. ChcTaBHaTa KpaiiHa Touka OT
CMBPTHOCT, 0€3 3HauUeHHE HAa NPUYHHATA WIH ITbPBA XOCTHUTAIH3ALIAA 33 XCH, cbino nokasea
3Ha'tiMa penykuus B rpynata Ha kaHaecapran, HR 0,87 (95% CI: 0,78 no 0,98, p=0,021). Tasu
Kpa#Ha Touka € yctaHoBeHa npu 42,2% OT NaLMeHTHTE Ha kanaecaptaH (95% CI: 39,5 no 45,0) u
46,1% ot maumenTHTE Ha IWiaue6o (95% Cl: 43,4 no 48,9), xato aGcomotHara pasnuka e 3,9% (95%
CI. 7,8 no 0,1). H nBaTa koMNnoHeHTa Ha T€3M CLCTABHM KPaHHH TOYKH — CMBEPTHOCT H 3a60NneBaeMocCT
(xocnuTanusaumx 3a XCH), nonpuHacsT 3a 6naronpuaTHuTe edeKTH Ha KangecapTaH. JleyeHHero ¢
KanJiecapraH UWIEKCETH BOJH A0 nogodpeHue no oTHoUeHHe Ha GyHKuMoHanuus knac no NYHA

(p=0,020).

CHARM-Preserved He ce nmocTira cTaTHCTHYECKH 3HAYHMAa PeYKLIHMS TIO OTHOLIEHHE Ha '
KpaHHa TOUKa OT CbPAEHHO-CHAOBA CMbPTHOCT HIH ITbpBa XocnHranu3lauusa 3a XCH, H

CI: 0,77 no 1,03, p=0,118).
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CMBbpTHOCTTA, 63 3HaYeHHe Ha NPUYHHATA, HE NOKA3Ba CTATHCTHYECKH SHAYHMH pa3nHyusA, KoraTo ce
H3CCBa NOOTACTHO BB BCAKO OT TpHTE npoyubaHna CHARM. O6aue, cMbpTHOCTT2 G€3 3HaueHHe
Ha NPHUYHHATE, € OLCHEHa CbIo B cOophu nonynauun — CHARM-Alternative u CHARM-Added, HR
0,88 (95% CI: 0,79 ao 0,98, p=0,018, KaKTO M BLB BCHUKHTE Tpd npoyueaHusa, HR 0,91 (95% CI: 0,83
ao 1,00, p=0,055).

bnaronpuaTauTe edekTH Ha KaHAeCAPTaH NOKAZBAT CTAGWIHOCT 6€3 3HAYEHHE OT BL3pacTTa, NoJa H
CBIBTCTBALLOTO JieueHHe. Kanaecapran e edekTHBEH M NPy NaLMeNTH, npHeMaLIn €/IHOBPEMEHHO
beta-Gniokepu u ACE uHXHGHTOPH, KaTO 61aronpusTHUAT edeKT ce nocTura 6e3 3HauYeHHE AanH
nauueHTHTe npueMat ACE unxuburopa B npenopbuaHata B pbkOBOACTBATA 33 JICYEHHE TapreTHa

RO34.

Ipu naunentu ¢ XCH n orpanuueHa nesokamMepHa cHcTONHA dyukima (dpakums Ha H3ITNACKBaHE OT
naBa kamepa, LVEF < 40%), xanaecapran noHipkaBa CHCTEMHATA CbI0BA PE3UCTEHTHOCT H
6enoapoGHOTO KAMHNAPHO HANATaHe Ha BK/IMHABAHE, OBULIABA IUIA3MEHATA PEHHHOBA AKTHBHOCT M
KOHLCHTPALMATA HA AHMMOTEH3HH |, U nOHKW>kaBa HMBATa Ha anpocTepoHa.

5.2 ®dapmMakoKHHETHIHE CBOHCTBA

AGcopbuug u pasnpesencHue

Cnen nepopaneH NpHeM KaHAECAPTaH LIKIEKCETHIT CE MPEBPBLIA B AKTHBHOTO BELLECTBO KaHAeCapTaH.
Cnen npHeM Ha NepOPANICH Pa3TBOP Ha KAHAECAPTaH LMIIEKCETI, a6CONIOTHATA GHOHANTMYHOCT HA
kaHaecapTaH € npubansuTento 40%. B cpaBHeHue Cbe ChlIHA NEpopasieH pa3TBOp, OTHOCHTENHATA
OHoHanuunocT Ha TaGneTkuTe € npubAM3HTENnHO 34% ¢ MHHUMANHA BaprabunHocT. CrieoBatenHo
OuakBaHaTa abcomoTHa OHOHANKYHOCT Ha TabneTxuTe e 14%. CpenHarta NUKOBa IU1a3MeHa
KOHLICHTpaLIHA (Cma:) ce nocrura 3-4 yaca cnen npuema Ha tabnerkara. [LiasMeHara KOHUEHTpal s

Ha KaHJecapTaH HapacTBa IMHEHHO C MOBHLUABAHE HA 103aTa B PAMKUTE Ha TEPaNeBTHUHUS HHTEPBAJ.
He ca HabmonaBauu paznuuks BbB GapMaKkOKHHETHKATA Ha KaHAecapTaM B 3aBUCHMOCT OT NoJja.
[Lnowrra nog kpueaTa nna3mexa KoHLeHTpaLmns — peme (AUC) Ha KaHACCapTaH HE Ce NOBJIMABA
3HAYHMO OT MPHEMA HA XpaHa.

KanpecapraH ce cBbp3Ba BLB BHCOKA CTENEH ¢ UIa3MEHHTE nporeHHH (Han 99%). [IpuBrAHUAT 06eM
Ha pasnpeneneHHe Ha kanaecapraH e 0,1 I/kg.
bHOHANMYHOCTTA Ha KAHAECAPTAH HE Ce MOB/IMABE OT MpHEMa Ha XpaHa.

buotpaHchopMauna n enUMHHUpaHe

KannecapraH ce eTMMHHNDA IPEAHMHO HENPOMEHEH C YPHHATE M XTHYHHA COK, KATO CaMO B ManKa
CTENCH CC CIHMMHHPA Ype3 4epHOAPoOHa TpaHCGopmaums (CYP2C9). OT HanuyHMTe Npoy4BaHHA 3a
B3AHMONCHCTBHA HAMA AaHHH 3a edexT BbpXxy CYP2C9 u CYP3A4. Bua ocHOBA Ha in Vitro naHHMTe
HE C€ O4aKBa in Vivo Ja HACTBIH B3aUMOAEHCTBHE ¢ JIEKAPCTBA, YHETO MeTaboIM3NpaHe 3aBHCH OT
U30CHIUMHTE Ha LUToXpoM P450 CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2EI wan

CYP3A4. TepMUHANHHAT NOTYKHBOT HA KaHnecapTaH e npubausuTenHo 9 vaca. [pu MHOrOKpaTeH
NPHEM HE KYMYJIHpaA.

Totanuuar nnasMed WIHPBHC Ha KaHecapTaH e okono 0,37 ml/min/kg, npu GuOpeyen KIMpLHC
okono 0,19 ml/min/kg. Br6peuroTo enuMHHHpaHe Ha KAHIECAPTAH Ce OCHIIECTBIBA KAKTO ype3
r0oMEpynHa QUATPaLK, Taka K upe3 akTHBHA TyGyHa cexpetms. Cnen rnepopaneH MpHeM Ha

14
MapkupaH ¢ C kaHJecapTaH LIWIEKCETH, C YPHHATa Ce eKCKpeTHpa NpubnuaurenHo 26% or
NIPHETATA 1038 KATO KAHAECAPTAH M 7% KaTO HeaKTHBEH MeTaGoNuUT, AoKaTo BbE deleca ce OTKpUBAT
npuOIM3UTENHO 56% OT Ao3aTa KaTo kaunecapTaH U 10% KaTo HeaKTHBEH MeTaGOIMT.

DapMakOKHHETHKA NPH CHEUHANHY NONYALMUH

B cpaBHenue ¢ Mnaam xopa, MpH NaUKEHTH B CTapyecka BB3pacT (Han 65 ropuHun) C  u
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MOBHLIABAT CHLOTBETHO ¢ NPpHOAM3HTENHO 50% 1 80%. Ob6aye cnen npunoxeHa 103a ka @Wﬁ;a;; N7
HHICKCETHIT NOB/IMABAHETO HA apTEPHUATHOTO HANATAHE M Pa3BHTHETO HA HEXKENAHH pe Lﬂjrf c%-‘-?.t{f:_f;;:rf’f{.i 1
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CXOLHH NPH M7IaAH NAUHEHTH 4 TAKHBA B CTAPYECKa BbIpacT (BX. Touka 4.2). \ <\ Tgd

14




B cpaBuetme ¢ nauneHTH ¢ HopManHa 6b6peuna QyHKuNS, TipH MHOIOKpaTEH NMPHEM OT NMALHEHTH C
JIEKO A0 yMePeHO TexKKO ObbpeyHo yBpexaane, C_ 1 AUC Ha kaHaecapTaH ce NOBHILABAT

CBOTBETHO ¢ Npubausurento 50% u 70%, Ho t, HE ce nominABa. CbOTBETHHTE NPOMEHH MPH

MALMEHTH C TEXKKO OBLOPEUHO yBpexkaaHe ca CLOTBETHO NpHGAH3MTENnHO 50% M 110%. [Ipy nauneHTH
C TeXKO OLOpeuHo yBpexaane TepMHHATHUAT t, Ipubnn3nTeNnHo ce yasossa. AUC Ha kaHecapraH

NMPH NALMEHTH HA XEMOJHATN3A € CXO/IHA C Ta3H NP MALHEHTH C TeXKO 61LOpeuHo yBpexaane.

B nBe KNIMHUYHHK NPOYYBAHNS, KATO W B JBETE Ca BKIIOYEHM MALMEHTH C J1€KO 10 YMEPEHO TEKKO
YEPHOAPOOHO YBpEKIaHe, Ce yCTaHOBABA MOBHLIABAHE Ha cpeaHaTa AUC Ha KaHAecapTaH — ¢
npuonusuTenHo 20% B eaHoTO Npoyusane H 80% B APYroTo npoyuBaHe(BxK. Touka 4.2). Jluncea onutr
MPH NAUHEHTH C TEKKO YEPHOAPOOHO yBpeKIaHe.

[TeanaTpuuna NONYJIALHA

DapmakOKHHETHYHHTE CBOHCTBA Ha KAHAECAPTAH Ca OLECHEHH MPH AELa C XHINEPTOHHUA HA BB3PACT OT
I no < 6 ronvHu 1 o1 6 5o < 17 roauHH B ABe apMaKOKHHETHYHH NpOy4YBaHHA ¢ €AMHHYHA J034.
I1py neua Ha BB3pacT or | 10 < 6 ropunm, 10 aeua ¢ Terno or 10 go < 25 kg ca nonyynnn enuHHuHa
ao3a or 0,2 mg/kg, nepopanHa cycnensus, Hama kopenaums Mexay Cmax 0 AUC ¢ Bb3PacTTa HIH
TeraoTo.

He ca chOupanu naHny 3a knHpsica, MOpajH TOBa BH3IMOXHOCTTA 33 KopenaLus Mexay KIMPBHCa W
TErJIOTO/BB3PACTTa NPH TA3H MOMYJIALMA HE € H3ICHEHa.

[lpu aena va Bb3pacr ot 6 a0 < 17 rogunn, 22 geua ca npUeMaiu eAMHHYHA 1032 OT 16 mg Tabnerka.
Hsama xopenauua mexay Cuax M AUC ¢ BE3pacTTa. BENpPeKH TOBa H3MIEXAa Ye TerIOTO 3HAUMTENHO
kopennpa ¢ Camax (p=0,012) u AUC (p=0,011). He ca cx6upanu naHuu 3a KNUpbHCa, NopaaH ToRa
BBIMOXKHOCTTA 3a KOpenaLusa MEXIY KJIHPBHC M TErN0/Bb3pacT NpH Ta3H NMOMyaauMs He € H3ACHEeHa.

Aeua > 6 ropuwHa BBL3pacT HMAT EKCNO3ULKS TOA06HA Ha BB3PACTHHTE, NPUEMALNY ChillaTa 1034.

(DapMakOKHHETHKATA Ha KAHAECAPTaH LIWIEKCETHN HE € H3c/ieIBaHa NPpH NEAHATPHYHH MALMEHTH MO
] ronuiHa BB3pacr.

5.3 IIpeanknURHEYHH AaHEH 32 GelonacHocT

[Tpy KIMHHYHO NPHIOKUMH 1034 HAMA JAHHH 33 aOHOPMHA CHCTEMHA TOKCHYHOCT WIH TOKCHYHOCT
Ha TAPreTHATE OpraHy. B npeAKIHHUYRHTE Npoy4BaHus 3a 6€30NacCHOCT, KAHAECAPTAH BLE BUCOKH
IO3H OKa3Ba BIIMAHHE BbPXY OB0peLnTe 1 BbPXY EPHTPOLIMTHHTE NOKA3ATEIH NPH MHULIKH, IUTEXOBE,
KyueTa H MmaiMyHH. KaHaecapTaH npeu3BUKBa NOHKABAHE HA CPHTPOLIMTHUTE 1TOKa3aTenu (6poii Ha
€PUTPOLIMTHTE, XeMOrno6HH, XemaTtokpur). Kanaecapran unayumpa etpexTH BBpXY 6B6penrTe (KaTo
MHTEPCTHUHANEH HePpHT, TyOynHa aunatauus, 6a30PWIHO oUBETSBaHE Ha TyOynuTe; NoBHILABaHE Ha
TUIA3MEHUTC KOHUCHTPALIMKM Ha YPEA H KPEATHHHH), KOUTO MOJXKE 13 ¢a B CIEACTBHE HA
XHMOTEH3MBHHUA MY €(eKT, BOAELI 10 MpoMsHa Ha 616peunara nepdysus. B nomennenue
KaHecapTaH MHAYUMPa XHNEPIUIa3nsa/XHepTpodus Ha I0KCcTarioMepynHuTe KieTku. CMATa ce, ye
Te3H NPOMEHH Ce ABbIDKAT Ha (apMakoNorHYHOTO AeHCTBHE Ha kaHaecapTad. Marnexna, ye npH xXopa,
NPH TEPANICBTHYHHA 1034 KaHeCAPTaH, XHMEPIUIa3HUATA/XHNEPTPOPGHATA Ha IOKCTATIOMEDYITHHTE
KJI€TKH HE € KIHHHYHO 3Ha4YHMa.

B kbcHUTE eTank Ha OpeMeHHOCTTa € HabmonaBaHa deTanina TOKCHYHOCT (BXK. TOuka 4.6).

JlaHHHTE OT in vitro W in vivo NpoyYBaHMATA 38 MyTareHHOCT NOKA3BaT, Ye B YCROBHATA HA
KITHHHYHOTO NPUIOKCHHE KaHIeCapTaH HAMa MYTareHHa WiH KIacTOreHHa akTHBHOCT.

Hsma naHHH 3a KapUHHOTEHHOCT. TN
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B fipeAKNMHHYHNITE W3NUTBAHKUA IPH HOPMOTEH3UBHH HOBOPOJAEHH H MJIaJH ILTLXOBE, KaHZ aﬁ?ﬁ)ﬂ :*_.u?;;:;_f‘ %\
NPCAH3BHKBA HAMAIABAHC HA TEIECHOTO TEFNIO H TEra0TO Ha chplieTo. KakTo npy Bb3pacTHi 3 PR e \
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HHBAaTa, HAMEPEHH NPH I€LIa Ha BB3pacT | 10 < 6, KOMTO ca NOJyyYaBald KAHAECAPTAH LIMIEKCETH] B
Ao3a 0,2 mg/kg u 7 10 54 MTH OT Te3n HaMepeHH NpH el Ha BB3pacT 6 10 < 17, KoMTo ca
NOTy4aBalli KaHACCApTaH LMIEKCETHN B 1034 OT 16 mg. Twii kaTo npy Te3u npoyuBanus He e
YCTAaHOBEH ¥ HaboNaBaH ed)ekTa Ha HHBATA, Pa3/IHKaTa B €30NacHOCTTa NPH Te3H edexTH BLPXY
TErJI0TO Ha CHPLIETO H KITMHUYHATA 3HAYHMOCT HA TE3H HAXOAKH HE € YCTAHOREHa.

Cucremara peHMH-aHTHOTEH3HH aNOCTEPOH Hrpae KpHTHYHA pOJA NPH BETPEYTPOOHOTO pa3BHTHE Ha
61p0peka. lokaszano e, ue 6nokanarta Ha crcTemara PEHHUH-aHTHOTEH3IUH-AJIAOCTEPOH BOIOH A0
HETIPABHJTHO pa3BHUTHe Ha 6uOpexa npu MHOro Miuaam Muiky. ITpwiokeunero Ha NIeKapCTBa, KOUTO
AEHCTBAT NHPEKTHO BbPXY CHCTEMATA PEHHH- AHTHOTEH3HH — aJIIOCTEPOH MOTAT /A HapyilaT
HopManHoTo OBOpeuto passuTure. [lopaau Toea , nelia Ha BB3pacT no-Manka oT | roauHa He TpabBa
Aa nmpHemat Kap3an (8. Touka 4.3).

6. ©APMAUEBTHYHHU JAHHMU

6.1 CnecbK Ha DOMOLIHHTE BEWIECTBA
JlakTro3za MoHOXHApaT

LlapeBBuHO HHlNECTE
Xuapokcunponuienynosa (E463)
Kpockapmenosa HaTpuii (E468)

Marse3sues creapar (E572)

Tpuernnor umurpar (E1505)

6.2 HechBMecTHMOCTH

He e npunoxumo.

6.3 Cpok Ha rognocr

3 roavHH

6.4 Coennajiiu ycJI0BHS HA ChbXPaHeHHeE

To3m iekapcTBen NpoayKT HE U3HCKBA CTICUMATHH YCJIOBHS Ha ChXpaHEeHHe.

6.5 Bua H chALPXKAHHE HA ONAKOBKATA

PVC/PVDC//AnymuuneB 6nucrep
Pasmep Ha onakoekwure: 7, 14, 28, 30, 56, 70, 90, 98 TabneTky.

He Bcuuky BraoBe onakoBKK MoraT fa 6baaT nycHaTH B npogax6a.
6.6 Cnennannn npeanasun MepkH npn u3xsnpashe 1 paGora

Hsama cneundmnusn wincksanus.

7. NPHTEXATEJ HA PAPEIIMTEJHOTO 3A YIIOTPEEA

Zentiva k.s.
U kabelovny 130,

102 37 Prague
Yewka pemybnnka
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8. HOMEPA HA PA3PEIHEHHETO 3A YIIOTPEEA

Per. Ne 20110594

9. JATA HA IIBPBOTO PASPEIIABAHE/TIOAHOBSIBAHE HA PA3PEIIEHHUETO 3A
YHOTPEBRA

Jara Ha mbpBoO paspeiuasane: 07.10.2011 r.
/lata Ha noaHOBABaHE Ha pa3spelICHHETO 3a ynorpe6a: 03.05.2017 r.

10. JHATA HA AKTYAJIN3HUPAHE HA TEKCTA

24.01.2025 r.
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