KPATKA XAPAKTEPUCTHUKA HA IIPOJAYKTA

P
|. IME HA JIEKAPCTBEHUSI IIPOIYKT N3NbLJIHUTENHA ATEHLNA NO TEKAPCTBATA

Kpamka xapaxmepucmuxa na npogyxma - Mpuaoxerue 1

AtakaHn 8 mg Tabnerku KoM Paz. Ne 2/(90 6 OC; ‘7’5

Atacand 8 mg tablets Paspeuionve Ne .
BG/MA/MP - ..... iigOB ....... et ool
2. KAYECTBEH U KOJIMYECTBEH ChCTAB LOgobperue Me .................oovooo. P

Besika Tabnetka chabpka 8 mg kanaecapran umnekceri (candesartan cilexetil).

[ToMOLIHO BewecTBO ¢ H3BECTHO eHCTBHE
Besika Tabnerka chabpika 89,4 mg nakrosa MOHOXHpAT.

3a MbJIHUA CIIMCBK HA MOMOLUHKMTE BELIECTBA BUIKTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA

Tabnetka.

Kperan (mamersp 7 mm), cpersiopososu tabieTku ¢ aennrenna yepra u Haanue A/CG ot enHata
crpana 1 008 ot apyrara ctpaHa.

Tabnerkara moxke n1a Gbie paszesnenHa Ha JIBe paBHH J03H.

4. KIMHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHS

ATakaH]1 e nokasaH 3a:

¢ JleyeHue Ha MbPBUYHA XHUIIEPTOHMS MPH BH3PACTHH.
JleueHne Ha apTepuaiHa XMNepTOHHS NPH Aelia M FOHOLIM Ha BB3PacT OT 6 10 < 18 roanHH!.

® Jleyenne Ha Bb3pAaCTHH NALMEHTH ChC Chp/EYHA HENOCTATBYHOCT M HapylleHa JleBoKaMepHa
CHCTONIHA PYHKIMA ((BpaKuMs HAa H3TIIACKBAHE Ha JABa Kamepa < 40%) MPH HEMTOHOCHMOCT KbM
MHXMOMTOPHTE Ha aHrHOTEH3WH-KOHBepTHpaliua eHsuM (AC E-unxuburopu) wam karto
Aobaeka kbM JedeHHeTo ¢ ACE-HHXMOUTOPH NPH MALMEHTH ChC CHMITOMaTHYHA Cchp/evHa
HEIOCTATLYHOCT, BBIPEKH ONTHMAHATA Tepanus, KOraTo MMa HENOHOCHMOCT KbM
AHTArOHUCTHTE HA MHHEPAIKOPTUKOMAHHUTE peuenTopu (Bxk. Touku 4.2, 4.4, 4.5u 5.1).

4.2 lo3upoBKa H HAYHH HA NPHJIOKEHHE

Jlosupoeka NPpH apTepyUantHa XUNnepToHUusa

[penopbumtennara HavanHa 103a M oBuuaiinata noabpikaa 103a Ha Atacand e 8 mg eIHOKPATHO
AHeBHO. Tlo-ronsma 4acT OT aHTUXHNEPTEH3NUBHUS e(EKT Ce NMOCTHIa B PAMKHTE Ha 4 CeIMULIM. [Tpu
HAKOM NALHEHTH, YHETO apTepHATHO HANIAraHe He Ce KOHTPOJIMPA aJeKBATHO, 103aTa MOJKE /1a ce

MOBHILH 10 16 Mg eAHOKPATHO IHEBHO M JI0 MAKCHMAJIHA 1032 32 Mg eIHOKPATHO IHEBHO.
TepanusaTa TpsaGea na ce KOpUrHpa B 3aBUCMMOCT OT MOBJIMABAHETO HA apTepHaHOTO
ATakaH/I MO7Ke J1a Ce NIPHJIAra ChLIO U C APYTH AHTHXUIIEPTEH3HBHU cpeacTsa (BXK. TOY
n 5.1). Mma nanuu, ve 106aBAHETO HA XHAPOXJIOPOTHA3H/L IABA AJUTHBEH aHTHXHUIIED
MIPH Pa3/IMYHK 1034 ATakaH]l.
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Cmapuecka ev3pacm
ITpu nauxeHTH B cTapyecka BB3PACT He € HeoOX0JHMa KOpeKLHA HA Ha4aaHATa 1034,

Hayuenmu c namanes ssmpecv0oe obem
Hawanna no3a ot 4 mg Mose fa ce HMa TIpeJIBMA TIPpH PHCKOBH 3& PA3BHTHE HA XWIIOTOHHA NALIMEHTH,
KaTO HanpHMEp TaKHBa C €BEHTYATHO 00eMHO H3uepnBaHe (BX. Touka 4.4).

Bvbpeuno yepexncoane

Ipy naumexTH ¢ 6bOpeuHO yBpexaaHe, BITIOMHTETHO H TAKHBA Ha XeMOAMANN3A, HAYANHATA 103a ¢ 4
mg. Jlosara Tpabsa na ce THTPHpa B 3aBHCHMOCT OT oTroBopa. OmUTHT MPH MALMEHTH ¢ MHOTO TEXKKa
MM TepMuHanHa 6b0peuna HegocTaThuHOCT (Cle< 15 ml/min) e orpanuden (Bxk. Touka 4.4).

Yeprodpobro yepesicoare

Ilpu nauuenTy ¢ neko A0 ymepeHo uepHOAPOOHO YBpexAaHe Ce MpenopbhyYBa HayalHa o3a 4 mg
€QHOKpaTHO AHeBHO. Jlo3aTa Moske Aa ce KOPHTHPA B 3aBHCHMOCT OT OTTOBOpA. TP NaUMeHTH ¢ TeXKO
YepHOApoOHO yBpek/aHe HW/HIH XonecTasa ATaKaH € NPOTHBOINOKAasaH (BXK. TOUKH 4.3 u 5.2).

Yeprokoxcu nayuenmu

Ilpy 4epHOKOXM NALMEHTH AHTHXHNEPTEH3WBHHAT edeKT Ha KaHmecapTaH e To-ci1abo u3pasel,
OTKOJIKOTO MPH HE-YEPHOKOXKH nauueHTH. CreoBaTenHo NpH YEPHOKOKH MAUMEHTH, B CPaBHEHHE C
He-4€PHOKOXH MALIHEHTH, 33 NOCTHIaHe HAa KOHTPOJ Ha apTEPHANTHOTO HAATAHE MOXE NMO-4eCTO Aa ce
Hajlara BBH3XOJAILO THTPHPAHE Ha [03aTAa Ha ATaKaHI H €JHOBPEMEHHO NPUNAraHHTE JIEKAPCTBEHM
MPOAYKTH (Ba. Touka 5.1).

Heduampuuna nonyrayus

Heya u oonowu na evapacm om 6 0o < 18 zodunu:
IIpenoprunTenHaTa HavYaTHa 1032 ¢ 4 Mg BelHbXK AHEBHO.

¢ JlauHeHTH ¢ TemecHo Terno < 50 kg: Ipu MauHeHTH, YHETO APTEPUATTHO HANIATAHE HE € TOJ
a/ieKBaTeH KOHTPO, 103aTa MOXKe Ja 6b/ie NOBHILIEHA A0 MAKCHMYM 8 Mg BeAHBK JHEBHO.

e [laumentu c Tenecho Terno > 50 kg: [Tpu naumeHTH, YMETO apTEpHANHO HANATAHE HE € MOI
a/ieKBATEH KOHTPON, 103aTa MoXe Ja Obae noBuieHa 10 § mg BeAHBK QHEBHO, Clefl KOETO,
aKo TORa € HeobxoauMo - 10 16 mg BeaHbK AHEBHO (BXK. Touka 5.1).

Jlo3HpoBkH Han 32 mg He ca NPOYYBAHH MPH NEAUATPHYHH NALMEHTH.
OcHOBHATA 4aCT OT AHTHXHNEPTEH3UBHAUA eeKT ce pasrpbila J0 4 CeqMHUN,

IIpy neua ¢ BH3IMOXKHO BBETPECHAOBO 00EMHO H3uepnBaHe (Hanp. NAUMEHTH, NEKYBAHH ¢ AMYPETHLH,
ocofieHo Takupa ¢ HapyeHa GBGpeyHa QyHKUHA), NeHeHHeTO ¢ ATakaHz Tpa6Ba Aa ce HHHLMKpA Nof
CTPOTO MENMUHHCKO HaBNIoReHHe U CleaiBa Aa ce 06CHAM NMO-HMCKA HadYalHa 103a oT obuyalinaTa (BX.
Touka 4.4).

ATakana He € NpoyuBaH MpH Jiella Ch¢ CKOPOCT Ha [iomepynsa puatpauus moa 30 mi/mim/1.73 m2
(Bxk. Touka 4.4).

Yeproxoscu neduampuynu nayuenmu
[Ipy HepHOKOXHM NaUMEHTH AHTHMXHIEPTEH3IHBHMAT ebeKT Ha KaHaecapraH e mo-cnabo u3paseH,
OTKOJIKOTO TIPH HEYEPHOKOMKHM NaLKEHTH (BX. Touka 5.1).

Heya na evzpacm om 1 do < 6 200unu
* be30nacHocTTa H epMKACHOCTTA IPH Jela Ha BL3pacT OT | 10 < 6 rogMHu He
Hanuunute noxacrodiieM JaHHH ca ONMCaHy B TOYKA 5.1, HO NPenopLKH 3a

Morart aa 6b1aT JaaeHu.




* AraxaHi e MPOTHBONOKA3aH MPH Jelia Ha BB3pact noa | roauna (Bx. Touka 4.3).

EOSHQOBK& IpH CbpACYHA HEAOCTATHLYHOCT

O6uuaiinata npenoprYMTeIHa Hava/lHa 038 Ha ATakauj € 4 mg eIHOKPATHO JHEBHO. BbaxoasioTo
THTPRPaHE 1O TApreTHaTa A03a OT 32 mg eAHOKPaTHO ZHEBHO (MAKCHMATHE /1033) WITH A0 MAKCHMAJHO
NOHOCHMATa 1032 C¢ OCHIECTBABA Hpe3 yABOABAHE Ha A03aTa TTPE3 HHTEPBATH OT [OHE 2 CeAMHLM (BIK.
Touka 4.4). OueHKaTa Ha MIALMEHTHTE ChC ChpPIEYHA HEAOCTATHYHOCT BMHATH TPAGRA 2 BKITIOUPA
OueHKa Ha OnOpeyHaTa GyHKUMA, BKAIOYHTENIHO MOHHTOPHPAHE Ha KPEATHHHHA H Kains B cepyma.
ATakaHl MoXe Ja Ce Mpuiara ¢ APYTH CPEACTBA 32 JIeYeHHE HA CHPEYHA HEAOCTATHYHOCT,
BrmoYHTEAHO ACE-unxubutoph, GeTa-6i10kepH, IMYPETHUM WIH CHPACYHH TNMKO3MIH, KAKTO M C
KOMGHHALMKM OT T€3M NIEKAPCTBEHH NPOLYKTH. ATakaHA MOXE [a ce Mpwiara emHoBpemeHnHo ¢ ACE-
HHXHOHTOD NpPH NALMEHTH ChC CHMITTOMETHYHA ChPAEYHA HEOCTATBYHOCT, BHIPEKH ONTHUMATHATA
CTaHAapTHA TepanHA OpH CHPACYHA HEJOCTATHYHOCT, KOTaTO HMA HEMOHOCHMOCT KbM aHTATOHHCTHTE
Ha MHHEPAIKOPTHKOMAHHTE perentopd. KomOunauusata or ACE-urxuGuTOp, Kanwii- chXpaHsmak
AMYPETHK (Hanp. CMPOHONAKTOH) M ATakaHA HE Ce MPeNnopbYBa U Clle/Ba /1 CE HMa MPEaBHI camo
C/iell BHUMATE/THA OLICHKA Ha MOTEHLHANHITE MOJ3H H PHCKOBe (BX. ToukK 4.4, 4.8 u 5.1).

Creyuanu nonyrayuu nayuenmu

IIpy mauMeHTH B CTapuecka BB3PACT WIM NIPH MAUMEHTH ¢ HAMAACH BBTPeCHI0B 06eM, ¢ GBOpedHO
YBPEKAGHE WK C JIEKO HIIH YMEPEHO TeXKKO YepHOAPOGHO yBpekane, He € HeoOX0aMMa KOpeKiHa Ha
HadanHaTta 703a.

Ileouampuuna nonyaayua
besonacocTra M eduKkacHOCTTAa Ha ATakaHa 3a J€YeHHE HA ChPIEYHA HEJOCTATHYHOCT HE ca

YCTaHOBCHH NpH O€La HA BE3pacT A0 18 roguuu. Hama Hanuuau JAAHHH.

Haumn Ha npuiaoskeHne

IMepopanno npunokeHue.
AtakaHz Tpa6Ba fa ce MPHEMa eIHOKPATHO JHEBHO CBC MITH 63 XpaHa.
BHOHaNHYHOCTTa Ha ATakaH[ HE Ce BIIMAE OT IPHEMa Ha XPaHa.

4.3 IlpoTHBOIOKAZAHHA

CBpBX4YBCTBHMTENHOCT KbM KaHIECAPTAH LWIEKCETH MAM KBM HAKOE OT NOMOL{HMTE BEIICCTBA,
n30poeHu B Touka 6.1.

Bropu u TpeTH TpuMecTsp Ha GpeMeHnocTTa (BXK. Touku 4.4 u 4.6).

Tesxxo uepHOAPOGHO yBpexaane H/WNH X0eCTasa.

Heua Ha Bb3pact oz 1 rogxHa (Bx. Touka 5.3).

EnnorpeMenHaTa ynorpe6a Ha ATakaH]l ¢ alMCKHPEH-CHABPXKAIN NPOAYKTH € MPOTHBOMOKA3aHA npH
NaUMeHTH Cbe 3axapeH nuaber win 6x6peyuno yepesaare (GFR< 60 ml/min/1,73 m2) (ex. Touku 4.5
usS.1)

4.4 Cnennanna npegynpexieHus H NpeIHasHA MePKH NPH ynorpeta

Laoiina broxada na perun-anzuomensun-ardocmeponosamd cucmema (RAAS)
HMma nauy, ye eanoBpemennata ynorpe6a va ACE-HBXHGHTOPH, aHrHoTeH3HH 11 PEUENTOPHH
OJI0KepH MM AMTHCKHPEH NOBHILABA PUCKA OT XHIIOTOHHA, XHITEPKATHEMHS H HAMAJICHA 616peuna
$yHKUMS (BRMOUMTENHO ocTpa GBOpedHa HepocTaThuaHocT). [opann ToBa, He ce npenops4ysa
ABoiinara Oiokana Ha RAAS, nocpencTeoM komGuHMpaHaTa ynoTpeGa Ha ACE-nHxubuTOp
aHrnoTeHsuH Il peuenrophu Grokepy Win amuckupes (k. Touka 4.5 1 5.1).

Ako TepanuiTa ¢ AsoiiHa 610kana e aGCONIOTHO HANOXKHTENHA, TA TpAbBa 1a ce npose
HaOMIOICHHETO HA CTIELMATIHCT, KATO TPA0Ba HEeCTO M BHMMATETHO J1a CE MPOC/IEASBAT 1@
QYHKIHS, ENEKTPONHTHTE H APTEPUANHOTO HALAraHe. g




ACE-unxubutopute M auruotensud II peuentopuuTe 610KepH He TpAbBa Ja Ce H3MOA3BAT
SAHOBPEMEHHO PH NALHEHTH ¢ auabeTHa HedponaTua.

Bvbpeuno yapescoane

Kakro npu neuenne ¢ Apyrd cpencrsa, KOMTO HHXMOGHpar PEHHH-aHTHOTEH3HH-aIJ0CTEPOHOBATA
CHCTEMa, U MpH JeHeHHE ¢ ATaKaH/ NPH YyBCTBHTEIHH MALMEHTH MOTAT Aa Ce OYAKBAT IIPOMEHH B
ObOpeuHaTa QyHKUMA.

Korato Atakann ce 3nonssa npu nauueHTH ¢ apTepuanHa XHNEPTOHHMA U 6u6pedHo yBpexnane, ce
NMperopsiBa NEPHOAMNYHO MOHHMTOPUPAHE HA HUBATA HA CEPYMHMA KalHi W CEPYMHHS KPEATHHHH.
ONHTBT ¢ NALUKMEHTH ¢ MHOTO TEXKA WIH TEPMAHAIHA GLOPEUHA HEAOCTATHYHOCT (Cli< 15 ml/min) e
orpaxuycH. IIpu Te3n naumeHTH 103aTa Ha ATakaH] TpaBBa [a ce THTPHPA BHUMATETHO, ChC CTPHKTEH
KOHTPOJT Ha apTePHATHOTO HaJIAraHe.

OueHKaTa Ha MAUMEHTHTE ChC Chp/ieYHA HENOCTATHYHOCT TPAOBA 4a BKITIOYBA NIEPHOAMYHA OLIeHKa Ha
6b6peunara GyHKUMA, 0COGEHO NPH NALUMEHTH B CTapYecKa BB3PACT Ha M HAJl 75 FOAMHH, KAKTO U Nipu
nauueHTd ¢ 6s6peuno yspexaane. ITo BpeMe Ha THTPHpaHETO HA J03aTA Ha ATakaHJ ce npenopsyYBa
MOHHTOPHPAHE HA CEPYMHMA KPEATHHMH M CEPYMHMs KanuH. B kidHWuYHHTE npoy4samns mpu
NALHEHTH CBC CHPACYHA HENOCTATHYHOCT HE €a BKIKOYBAHH NMALMEHTH CbC CEPYMEH KPEATHHHH Haj >
265 pmol/l (> 3 mg/dl).

1leduampuuna nonynayus, sxmoyumenno neduampuynu nayuenmy ¢ 6s6peuno yapexcoane
ATakaH[ He e IpOyBaH NpH Jelia Cbe CKOPOCT Ha rNoMepyaHa duaTpauss nog 30 mbmin/1,73 m? (B
TovKa 4.2},

Kombunupana mepanus ¢ ACE-uuxubumop npu copoeuna #edocmamuaHocm

PHCKBT OT pa3sBMTHe Ha HENEMAHW peaKlHM, 0COBEHO XHMMOTOHHA, XHNEPKAAUEMHA W NOHHNEHA
6bOpeuna ¢yHkuMa (BRIOUHTENHO OCTpa GbOpeuHa HEJOCTATLYHOCT), MOXKE A4 CE MOBMIIH TpH
NpUIOKEHHe Ha ATakaHy B koMOHHatmA ¢ ACE-unxu6urtop. TpoiiHa komGunauus ¢ ACE- HHXHOHTOP,
AHTArOHMCT Ha MHHEPRIKOPTHKOHWIHWTE DPELEeNTOPH H KAHJECAPTAH CHILO HE Ce MpenopbuBa.
¥Ynotpebara Ha Te3n koMOuHaUHK TPAGEA a ce NPOBEXA CAMO N0 HAGTIONEHHETO HA CIELHAIHCT.
KaTo TpabBa YecTO W BHUMATENHO N2 ce MpocheasBar Gubpevpars dyHKums, €AEKTPOJIHTHTE M
apTepPUANTHOTO HanATaHe.

ACE -uaxuburopu 1 aHrnoteHsus 11 peuentopru 6i1okepu He TpaGra 1a ce H3non3BaT €QHOBPEMEHHO
0pH MaUMEHTH ¢ AHabeTHa HedponaTus.

Xemoduaausa

I'lo BpeMe Ha AxaNH3a apTEPHATTHOTO HANAraHE MOXE J1a € 0coBeHo HYYBCTBHTEIHO KbM AT)-peuenropra
O10Kaga B PE3yTAT HA IOHMHKABAHETO HA IU1a3MeHUs obeM H AKTHBHPAHETO HA PEHHH-aHTHOTEH3HH-
anuocrepoHoBata cucreMa. CeOBATENTHO MPH NalMEHTH HA XeMOZHaNW3a ATakau TpabBa na ce
THTPHPA MHOTO BHHMATENHO, NIPH CTPHKTHO MOHHTOPHpPaHE Ha APTEPHANHOTO HAAraHe.

Cmenoza na bvbpeunama apmepus

JlekapcTBEHHTe NpPOAYKTH, KOMTO [IOBJIHMSARAT PeHHH-aHIHOTEH3HH-ATAOCTEPOHOBATA CHCTEMA,
BKITIOYMTENHO H aHruoteHsuH ll-penentopuure aHtaronuctw (AIIPA), morar na Npenu3BUKaT
TIOBHIIIABAHE HA KPBBHATA ypesd H CEPYMHHS KPEaTHMHHH NPH HALMEHTH ¢ JBYCTPAHHA CTEHO3a HA
6pOpeunaTa apTepHs WK Che CTEHO3a HA APTEPHATA HA eIHHCTBEH 6p6pek.

Bvbpeyna mpancnnanmayus

HMa orpanudeH wIMHMMEH OMMT M0 OTHOLIEHHE HA MPWIOXKEHUETO Ha ATaKaHA mpH
OBOpeuHa TpaHCIUIaHTALIMA.



Xunomonus

Ilo BpeMe Ha NEYEHHETO HA MALMEHTH ChC ChPASYHA HEJOCTATHYHOCT ¢ ATaKaHI MOXE 71a ce pazeue
XHNOTOHMA. TakaBa MOXE Ja ce pasBHe M NPU NALMEHTH ¢ XMAEPTOHMS, HO C BBLTpECHA0BO O0EMHO
M3UEPIIBAHE - KATO HAaNPHMEP NALMEHTHTE HA JIEYeHHe ¢ IMYPETHLIM BbB BHCOKH N03H. [IpH 3anouBane
Ha fAe4eHHEeTO TpabBa Aa ce NOAXOX/IA C MOBHILEHO BHMUMaHHE, KATO Tpa0Ba 1a ce HANpPaBH OMMT 3a
KOPEKLHA Ha XHMOBOJEMUATA.

Ipy neua ¢ B3MOKHO BBTPECHI0BO 0GEMHO H3ueprBaHe (Hanp. MaUMeHTH, eKyBaHH ¢ JHYPETHLH,
0co0EHO TaxuBa ¢ HapyweHa 6B6pedHa QyHKuMA), TeueHHeTo ¢ Ataxkann TpA6Ba na ce HHULAHPA NOA
CTPOro MeAULMHCKO HabiroieHHe U Cre/IBa 1a ¢ OOMMCH 10-HHCKA HAYAJIHA 1033 OT 06HuaiiHATA (BXK.
TouKka 4.2).

Anecmesus u onepayuu

Tlph ieyBaHu ¢ aHTarORUCTH Ha AHTHOTEH3MH I1 NALMEHTH, N0 BPEME Ha AHECTE3HA H ONEPALHA MOXKE
Aa Ce pa3BHE XMIIOTOHMA NOPaaH 610Kana Ha PEHWH-aHMHOTEH3UH-AA0CTePOHOBATA cicTeMa. MHoro
PAAKO, XMNOTOHHATA MOXE /1a € TEXHKKA H [|la HAJI0XKH HHTPABEHO3HH BJAHBAHHA W/WIH NPHJIOKEHHE HA
BA30IPECOPH. -

Cmenoza na aopmyama ¥ Mumpainamd Kianda {oﬁcmgﬁmuena xunegmgo@uuna KGQHOMMOHGMHHZ

KaxTo n mpu npunoxenue Ha JpyrH Ba3OMIATATOPH, NPH NAUHEHTH, CTPALAILM OT XEMOAHHAMHYHO
3HAYHMA 20PTHA Wi MHTPAJIHA CTEHO3a, WIH OT 0DCTPYKTHBHA XHNePTPO(HUHA KADAMOMHOTIATHS, Ce
Npenopr4Ba Na ce MOoJX0XKA4 ChC CNELUHATHO BHHMAHHE,

Ivpeuyen xunepandocmeponusvm

Kato uano naupeHtHYe ¢ MbpBHYEH XMNEPANIOCTEPOHHIBM HE C€ MOBTUABAT OT AHTHXHIIEPTEHIHBHHTE
TIEKAPCTBEHH TMPORYKTH, ASHCTBAIM Ype3 WHXHOHWpaHe Ha PEHMH-AHIMOTEH3HH-ANIOCTEPOHOBATA
cuctema. [lopaau ToBa He ce npenoprupa ynorpeGara Ha ATakana B T23W MOMYJTALMA.

Xunepranuemus
EnHoBpeMeHHOTO NMpHACGKeHHe HAa ATakaHn c KaIHH-CLXpaHABalllM JMYPETHLH, KaJlMeBu no0aBKH,

3aMECTHTETH HA TOTBAPCKATA COM, ChABPXKALUM Ka/IHH, WK APYTH IEKAPCTBEHH IPOAYKTH, KOHTO MOraT
Aa MNOBAWIAT CTOHHOCTHTE HA Kalus (Hanp. XEnapHH, KO-TPHMOKCA30i M3BECTEH M KaTO
TPUMETONPHM/CY/I(paMEeTOKCa30N), MOKE Ja [OBefle A0 MOBHMIIABAHE HA CEPYMHHA Kaiuit Ha
NaLMEHTUTE C apTepHaTHa XurepToHuA. IIpu HeoGxoxuMocT TpaGBa fa ce NpeanpHeMe MOHHTOpUpaHe
Ha CePYMHHS KaTHIi.

Ilpu nexypaHMTe ¢ ATakaH[ NAUHEHTH CBC CBPJEYHA HEAOCTATLUHOCT MOXE Ja ce pasBue
xunepkanvemus. [Ipenoprupa ce nepHonHuHO MOHUTOpHpaHe Ha cepyMHAHMA Kanmii. KoMGuHamaTa ot
ACE-#HXHOWTOp, Kanuii-ChXpaHABAlll AMYPETHK (Hamp. CNHPOHONAKTOH) M ATakaHn He ce
MPEnopBLYBa, H MOXKE Aa C€ HMa NPEBHI caMo CNe/l BHHMATE/IHA OLICHKA HA MOTEHLHATHHTE TIOM3H U
PHCKOBE.

Humecmunanen anzuoedem

3a MHTEPCTHHANEH aHTHOENEM ce ChOGILABA MPH NALMEHTH, TEKYBAHH ¢ AHTHOTEH3UH 1 peLenTopHH
AHTArOHHCTH [BK/HOYHTENHO KaHNecapTaH wanekcerw] (Bux. Touka 4.8). Tean nauMeHTH wMar
KopemHa Goiika, rafieHe, NOBpbUIAHE H AuapHa. CHMITOMHTE OTUIyMABAT CIIE/l IPEYCTAHOBABAHE HA
aHrHoTeH3HH II peuenTopud aHTaroHucTH. AKO Ceé AMATHOCTMLMPA MHTEPCTHLHANEH aHCHOEHEM,
JICYCHHETO C KaHAecapTaH LMACKCETHN TpabBa Aa ce MPEeyCTAaHOBH M Aa ce 3alouYHe MOAXMAALLO
HabmoAeHHe 10 MBAHOTO OTILYMABAHE HA CUMITTOMHTE.

Obwgu
Tlpu nauseHTH, YHATO CHIOB TOHYC H 6bGPeuHa QYHKLIMA 3aBHCAT IIaBHO OT AKTHBH

AHTHOTCH3IHH-AIIAOCTCPOHOBATA CHCTEMA (Hanp. MaOHCHTH ¢ TeXKa 3ac
HEIOCTATHYHOCT HNH NOLTEXKAIO GBGPCHHO 3a60maane, BKJIKOYHTCITHO CTEHO3a H



apTepHs), JIEHEHHETO C APYTH JIEKAPCTBEHH IPOAYKTH, TIOBIUABAILM TA3H CHCTEMA, CE CBLP3BA C OCTPa
XUMOTOHMA, a30TEMHA, ONHIYpHA M, pAAKo, ocTpa 6uOpeuHa HenoctaTbuHOcT. BeposTHOCTTa 33
pazsuTHe Ha nonobeH edext npu npwiokeHne Ha ATIPA He Moxe na ce m3kmoud. Kakro NpH
MPUIOKEHHE HA KOETO H Ja € AHTHXHIIEPTEH3IHBHO CPEACTBO, NPEKOMEPHOTO MNOHMXKABAaHE Ha
apTepHATHOTO HANIATAHE [IPH NMAUMEHTHTE ¢ HCXeMHYHA GOJIECT HA CHPLETO WIH MCXEMHYHA MOZBUHO-
CBIOBA HONECT MOXe Aa I0Bele 10 Pa3BMTHE Ha HHMAPKT Ha MMOKAPIA HIIH MHCYIIT.

AHTHXMNEPTEHIUBHUAT eheKT Ha KaHRecapTaH MOXKe A2 Gbae TOTEeHLMpaH OT APYTH MOHMKABALM
apTepHAIHOTO HANAraHe JIeKapCTBeHH NPOAYKTH, Oea 3HauyeHMe [JaNu ca OPENHCAHM KaTo
AHTHXMIIEPTCH3HBHU MIIH MO IPYTH MOKA3aHMA.

ATakaj cbAbpka NakTo3a. [TauMeHTH ¢ peaku HacnenCTBeHH 3a60N9BaHHA KATO HEMOHOCHMOCT KBM
rajlaxtosa, Lapp-nakrases aeuLMT WITH TIIOKO30-FANAKTO3HA Manabeopbims, He TpsGea na rpHeMar
TO3H JIeKapCTBEH NPOIYKT.

bpemennocm
Ilo Bpeme Ha GpeMeHHOCT He TpaGBa na ce 3anousa sedenue ¢ AIIPA. OceeH ako NpOIbIKABAHETO Ha

nedeHueto ¢ AIIPA He ce cMATa 3a XKH3HEHOBAKHO, MPH NALMEHTKHTE, KOMTO Bb3HAMEPARAT Aa
3abpemeHedT, TpOBa 1a ce NMPEMUHE KbM NedEeHHE ¢ aITEPHATHBHO AHTHXHIIEPTEH3IHBHO CpeICTRO,
KOETO HMa ycTaHOBeH mMpo¢mun Ha GesonacHocr 3a ymotpeba 1o BpeMe Ha OpemeHmoct. IMpw
ycTaHOBsSBaHe Ha GpemeHHOCT, JleveHueTo ¢ AIIPA TpafBa na ce cnpe He3aGaBHO H, aKo € YMECTHO, Aa
€€ 3aM04YHe anTepHaTHBHO Je4YeHHe (BX. TOUKH 4.3 1 4.6).

Ilpu naupeHTKH clle/l MeHapxe BepoSTHOCTTA 32 GpeMeHHOCT TpabBa 1a ce MpoBepssa penosno. Tpabsa
Aa ce laBa peoBHA HHPOPMALMA WM f1a ce NIPEANPHEMAT MEPKY 3a TIPEJOTBPATABAHE Ha PHCKA 34
€KCIO3KHUMA 110 BpeMe Ha HpeMeHHOCT (BXK. TOUKH 4.3 u 4.6)

4.5 BsaumoneiicTBre ¢ IPYry leKapcTBeHs NPOAYKTH B APYrH OPMH HA B3IAAMOAeliCTBHE

CobeqMHEHHATa, M3CNEABAHM B  KJIMHWYHH  (ADMAKOKMHETHYHH  [POYYBAHHA, BKAIOYBAT
XHOPOXNOPOTHA3HA, BapdapuH, JMIOKCHH, nepopanHu KOHTPAlCNTUBH (Hanp.
CTHHUIIECTPAHOI IEBOHOpTecTpen), rauGenknamMu, HudeaunuH v eHananpun. He ca YCTaHOBEHH
KITMHHYHO 3HAYUMH (apMAKOKHHETHIHH B3AMMONEHCTBHA ¢ TE3H JIEKAPCTBEHH TIPETIAPATH.

EnHoBpeMeHHOTO NpHIIOKEHHE C KaNHi-ChXPaHABAILM JHYPETHIH, KATHEBH N0GABKH, 3aMECTHTEIH HA
FOTBapcKaTa COJl, ChABPHKAIIA KaAWi, Wik APYTH JIEKAPCTBEHH MPOAYKTH (HANp. XemapHH) Moxe na
TIOBUHIH CTOHHOCTHTe Ha cepyMHWs Kamuil. Ilpu weoGxoaumocT Tpabea aa ce TIpeATpHeMe
MOHHTODHpaHe Ha CepYMHHA KanHii (BK. Touka 4.4).

[lpu enHOBpeMeHHO nipunoxeHue Ha autnii ¢ ACE MHXHOMTOpH UMa cboOleHHs 32 o6paTHMO
TNOBHIIABAHE HA CCPyMHATA KOHLIEHTPALMA Ha JIMTHA H TOKCHYHOCTTa My. CxoaeH edekT Moxe na ce
pasBue u nipu npunoskeHHe ¢ AIIPA. TIpnuroxeHHeTo Ha KaHECapTaH ¢ NUTHI He e NPENnops1Ba. AKO
KOMOMHAIHATA Ce OKae HEOGXONMMa, Ce NpPENopbYBA CTPHKTHO MOHMTODHpaHe Ha CepyMHaTa
KOHUEHTpAaLUA Ha JIHTH.

IIpu enHoBpemeHHO nproxkenue Ha AIIPA ¢ HecTepOHIHH IPOTHBOBBANATHTEHHA cpeacrea (NSAID)
(T.e. cenektBHH uHXMOHTOpH Ha COX-2, aueTHICATMUMIOBA KHCETHHA (> 3 g/aHeBHO) U
HeCeNIeKTHBHH NSAID), aHTHXHNepTeHIMBHUAT eeKT MoXKe Na Hamaliee,

Kaxro u npu npunoxenue Ha ACE-HHXHGUTODH, e1HOBpeMEHHOTO NpWIokenue Ha AIIPA u NSAID
MOXE A2 MOBEAE IO MOBHLLIABAHE HA PUCKa 34 BIoLIaBaHe Ha 6uOpeyHaTa GyHKLMA, BKIOY
pasBHTHe Ha ocTpa 6B0peyHa HeJOCTATBYHOCT, H 3a TIOBHIIABAHE HA CEPYMHHS KaJH
NaluMeHTH ¢ npeauwiectpamia nowa GvOpeuna pynkuus. KomGuuanmsrta tpsGea n
BHMMaHHe, 0COGEHO NPH NALMEHTH B cTapuecka Bb3pact. [lauuenTture Tpatea aa 65




B 1OCTaTh4YHa CremeH M TpabBa a ce oOMHCIM MOHMTOpHpaHe Ha GuOpeuHarTa DYHKUMA Clex
3an0YBaHe Ha CHITBTCTBAIIOTO JIe4EHHE, KAKTO H NEPHOJHYHO ClIe] TOBA.

JaHHUTE OT KIMHHYHMTE WINWTBAHHA NOKA3BAT, Y€ ABOMHATA 6lOKANA HA PEHUH-AHTHOTEH3HH-
anaocreponosata cucreMa (RAAS) nocpencteom komOunmupanara ynotpeta va ACE-unxuGuropw,
aHruoteHsuH Il peuenTopHu 610KkepH WK ANTHCKHpEH, € CBBP3aHA C NIO-BHCOKA YECTOTa Ha HEXENaHH
CbOMTHS KATO XHNOTOHHMA, XHITEPKANHEMHA H NOHWKeHa O6BOpeuHa DYHKUMS (BKIKOYHTENHO ocTpa
ObOpeyHa HEAOCTATHYHOCT) B CpaBHEHHE C ynMoTpefaTa camMo Ha eHO CPENCTBO C JASHCTBHE BBPXY
RAAS (Bx. Touku 4.3,4.4 1 5.1).

IleQuampuuna nonyrayus
ITpoyusanm4 3a B3aHMOeCTBHATA Ca IPOBEXAAHH CAMO TIPH BB3PACTHY.

4.6 ®epTHINTET, GPeMEHHOCT H KbpMeEHe

bpemennocm

He ce npenopruea npuemst Ha AIIPA npe3s mbpsus TpUMeCTHp Ha GpeMeHHOCTTa (BK. TOUKa 4.4). o
BPEME HA BTOPHA M TPETHA TPHMECTBP Ha OpemeHHOCTTa MpHeMsT Ha AIIPA e npoTtHBonokazau (Bi.
TOYkH 4.3 H 4.4).

EnvjeMuonorninnTe 1aHHH, Kacaeiy pUcka OT TEPATOreHeH edexT clel npueM Ha ACE uHxnOnTOp
npe3 MbPBHA TPHMECTHLP Ha OPEMEHHOCTTA He ca eHO3HAUHH; BCE MaK He MOKe 12 Ce M3KITIOYHM JIEKO
NOBUILIABAHE HA picka. Makap 1 HIMa KOHTPOJIMPaHH eMHAECMHONOTHYHH NaHHH, KACASIIH PHCKA NIPH
npueM Ha AIIPA, mpu TO3M Kknac nexapcTBa MOXKe 4a CHUIECTBYBa MonofeH puek. OCBEH aKo
NpOABIKABAHETO Ha JieveHHeTo ¢ AIIPA He ce cmaTa 33 KHUIHEHOBRXKHO, NIPH NALMEHTKHTE, KOWTO
Bb3HamepsBaT na 3abpemeHesT, TpsbBa fOa ce mNpeMHHe KbM JIEHEHME C ANTEPHATHBHO
AHTHXHUMEPTEH3MBHO CPEACTBO, KOCTO HMA YCTAHOBEH NpodHn Ha Ge30racHOCT 3a ynorpeba o BpeMe
Ha 6pemennoct. Ipu ycranoBsBaHe Ha GpemennocT nevenuero ¢ AIIPA tpa6ea ja ce cnpe He3abaBHO
H, 38KO € YMECTHO, J1a Ce 3aNO4He ATTEPHATHBHO JIEYeHYUE.,

H3secTHo e, ue ekcnosuumsata Ha AIIPA npes ropus u Tpetud TPUMECTBLp Ha OpeMeHHOCTTa HMa
heToTOKCHUEH edeKT (HamaneHa 6u6peuna GyHKIMS, ONMrOXUIPAMHHOH, 3a6aBeHa ocHpUKaIME Ha
YEPEMHWTe KOCTH) M HEOHATAJHA TOKCHYHOCT (6BOpeuHa HEAOCTATHYHOCT, XHUITOTOHHA,
xenepkannemus) (Bx. Touka 5.3).

Ipn excnosnums ua AIIPA crex Hawanoto Ha BTOpHA TPUMECTHP Ha OpeMEHHOCTTa, Ce MpenopbLYBa
exorpadcka oueHka Ha 6b6peynaTa GYHKUMS M CBCTOSHMETO HA YEPEITHHTE KOCTH.

KbpMauera, ynuto Mmaiiku ca npuemanu AIIPA, Tpa6sa ga ca nox HeMocpeacTseHo Habmoaeune 3a
pa3BUTHE Ha XHMOTOHHA (BXK. TOYKH 4.3 H 4.4).

Kvpmene
Ionexe nuncea uadopmaims, kacaeina ynotpe6ara Ha ATakaH [0 BpeMe Ha KBPMEHE, NPHIOKEHHETO

Ha ATaKaH/l He Ce NPEenopbYBa, H € 3a NPeANOYHTAHE IEYCHHE C ANTEPHATUBHE CPECTBA, KOMTO MMAT
yCcTaHOBEH NPogHi Ha §€30nacHOCT IO BpeMe Ha KbpMeHe, 0co6€eHO MPH KbPMeHE Ha HOBOPOAEHO WITH
HEIOHOCEHO KbpMave.

4.7 EdexTn BHPXY cnocobuocTTa 32 modupane n pabora ¢ MamEEH
He ca nposesxianu npoyusaHus 3a epekTHTe Ha KAHAECAPTAH BLPXY CIOCOBHOCTTA 34 LI
paGoTa ¢ MawuHK. Bee nak TpaGBa ia ce B3eMe MOA BHUMaHHE, Y€ TIOHSKOra 110 BpeMe

AT&KaH}I € Bb3MOXHA MMOABA HA 3aMAHOCT WIH OTNAAHAIOCT.

4.8 Hexenanu JIeKapCTBeHH PeaKIAH




Jevenue na apmepuaing xunepmonus

Hexenanvre peakuud OT KOHTPOJMpaHHTe KIHHHYHH MPOYHBAHHMA ca JIEKH M npexoiHH. O6uara
HECTOTA Ha PA3BUTHE Ha HEXENIAHH CLOMTHS HE MOKa3Ba 3aBUCHMOCT OT J034Ta HIIH Bh3PAcTTa.
CripaHeTo Ha JIGUEHHMETO MNOpaJM pa3BHTHE HA HEXENaHH PeakLMH € CXOOHO 3a KAHAecapTaH
wrtekcetia (3,1%) v munaue6o (3,2%).

B c6opHMA aHANM3 Ha JAHHWTE OT KIHHHYHHTE NPOYYBaH#SA MPH NALHEHTH C APTEPHATHA XMIIEPTOHHUS,
HEXENAHHTE PEaKLHH MNPH KaHJecapTaH LWIEKCETHWI ce AeQHWHHMpaT BB3 OCHOBA HA YeCTOTa Ha
HekeNaHH CHOMTHA IPH NpHEM Ha KaHJEeCapTaH LHIEKCETH, MO-BUCOKa ¢ noHe 1% ot HabnionasaHara
npu npHeM Ha miaue6o. Ilo TasM gepuHMUMA HaH-yecTo chOOINABAHWTE HEXENAHH peakLMH ca
3amMaiiBaHe/BepTHIO, I1aBo0ONHE K MH(EKIIMH HA IUXATEAHUTE THTHILA.

B naneHarta no-nony Tabauiia ca TNIpENCTaBEHH HEHENAHHTE PEaKIMH OT KIWHWYHHTE NPOYYBAHMA H
MOCTMAPKETHHTOBHA OIIHT.

Hinonapanure B TabnuumTe B Touka 4.8 yecToTH ca KakTo cnemsa: MHOro vectH (> 1/10), dectn (=
17100 no < 1/10), nevectr (= 1/1 000 go < 1/100), peaxu (= 1/10 000 no < 1/1 000) 1 MHOTO peaxu (<
1/10 000).

CHcTemo-opranen Kiac YecToTa Hexenana peaknns

MHpexnum 1 HHDecTaumu Uectn JnxaTenHH nHQpekuuH

ICHCTEMA

(Hapymenus Ha KpeBTa W 1MMQHaTaAMHOTO peaxH

HEBKOHCHH}I, HEYTPONECHHA H arpaHyllolHTO3a

Hapyiienna  Ha  mertabonuama  MMHOrO pesikH XunepkanHeMus, XHIOHATPHEMHKS
XpaHEHeTo
Hapymierns Ha HepBHaTa cHcTeMa Yectn 3amatiBaHe/BepTUTO, rIaBoboNHe

PecniupaTophy, FPbIHH HMHoro penxu Kannuua
MEIHACTUHATHY HAPYLUIECHHA
ICTOMaImHo-4peBHH HAPYLIEHHUS MHoro penku ["anene
C Jlnapus
HEH3BECTHA

4yecToTa




XenaTto-6unnapiu HapyLeHHA MHoro penku IlosHmiaBaHe Ha YEpPHOAPOOHMTE EH3MMH,
OTK/IOHEHHA B HepHoApoOHaTa (YHKLHA WIH
XEMaTHT

Hapywenns Ha koxkaTa u nonkoxsHaTaMHOro peikH  |AHruoeneM, o6pus, yprukapus, NpypHTYC
ThKaH

Hapyuenns Ha MHoro peoku Bonkn B repba, apTpanris, MHanrus
MYCKY/JHO-CKE/IETHATA  CHCTEMa Hj
CbEOHHHTETHATA THKaH

Hapywenna Ha 6L6pewte 1 NHKOYHUTEMHOTO peikn brbpeuHo yBpexIaHe, BKTIOYHTENHO OnOpeuHa)
MBTHILA HENOCTATBYHOCT NPH YYBCTEWTENTHH MALIMEHTH]
(BK. TOMKA 4.4)

Habopamopnu pesyamamu

Karo wano Atakaun HAMa KIHHHYHO 3HAYMMH e()eKTH BbPXY PYTHHHHMTE JabopaTopHE MOKa3aTelH.
KonkoTo Ao apyrd HHXHOMTOPH Ha pEeHHH-AHIHOTEHIHH-ATAOCTEPOHOBATA CHCTeMa, HabloaaBany ca
ClTy4aH Ha JISKO NMOHWXKaBaHe Ha XemoroOHHa. [Tpu nauneHTH Ha Jedenne ¢ ATakaHa oOHKHOBEHO He
€ HeobX0OMMO PYTHHHO MOHHMTOpHpaHe Ha nabopaTopHute noxasareny. [Ipa naunentu ¢ 66peuno
yBpexKIaHe obaye ce penopbyusa NepuoaMIHO MOHMTOPHPAHE HA CTOMHOCTHTE Ha KAJHIi M KPEaTHHHH
B cepyMma.

leduampuuna nonyrayus
Be3onacHOCTTa Ha KaHJecapTaH LIMIEKCETHN € NpociensBaHa B XOAa Ha 4-CEIMHMUHO KIMHHYHO
MPOYYBAHE 3a OLEHKA HAa e(HKACHOCTTA H €IHOrOIMIIHO OTKPHTO MpOYYBaHE MPH 255 fela H IOHOWH
Ha BB3pacT 0T 6 Ao <18 rofWHK ¢ apTepHaIHa XMepToHus (BX. Touka 5.1). B nouTH BCHYKM oToenHu
CHCTEMO-OpraHHH KJIaCOBE, YeCTOTATA HA HEXE/IAHHTE IEKAPCTBEHH PEaKLMK [IPH JELa € B MPaBHIHTE
Ha 4YECTHTe/HEYECTUTE HEXKE/IAHH PEeaKuMH. Makap Mo XapakTep H TEKeCT HeXKeNaHHTe JIEKAPCTBEHH
PeaKUHH J1a €a CXOJHH C Te3M MpPH Bb3PACTHHUTE MaUMEHTH (BXK. Tabnuuara no-rope), MpH AeLara
IOHOLUMTE HEKENAHHTE JIEKAPCTBEHH PEAKLMH Ca © TIO-BHCOKA YECTOTa, 0COoOEHO 110 ce Kacae 3a;
¢ ['naBoGonuero, 3aMaiBaHETO H HHYEKLIMHTE HA FOPHUTE AWXATCAHN MHTHILA CA ,,MHOT'O HeCTH"
(r.e. 2 1/10) npu penata u ,,uect” (> 1/100 o < 1/10) npu sw3pacTHHTE.
¢ Kauuuuara e ,,mHoro uecta” (t.e. > 1/10) npn peuata u ,,mHoro psaxa" (< 1/10 000) npu
BBL3IPACTHHTE.
s OGpuBsT € ,uect" (T.6. > 1/100 g0 < 1/10) mpu peuara u ,muoro pagek" (< 1/10 000) NpH
Bb3PACTHMTE.
¢ XunepkalHemHuATa, XMNOHATPHEMHATA H OTKIOHEHHATa B uepHoApoGHaTa (yHKuMs ca
»Heuectn" (= 1/1 000 no < 1/100) npu aeuara H ,,MHoro peaku" (< 1/10 000) np
¢ [lpu nenara cuHycoBaTa apuTMUs, Ha30aPUHTUTET U XHITEPIIMPEKCHATA Ca ,




(T.e.> 1/100 no < 1/10), a opopapuureannara Gosnxa - ,,MHoro yecta" (T.€. > 1/10), nokaro npu
BB3pPacTHHTE HAMa CHOOWICHHA 33 HHTO €1HA OT TE3M HexXeNaHw peakimd, Te ofaue ca
BPEMEHHH K LIMPOKO Pa3NpOCTPaHEHH OETCKH 3a00NABaAHMA,

LanocTaHAT npodua Ha 6e30MacHOCT Ha KaHAecapTaH LIMASKCETHI NPH NMeAHATPHYHKTE NALHEHTH He
Ce pasmMuyaBa 3HAUKTENHO OoT npoduna Ha 6€30MaCHOCT NPH BB3PACTHHTE.

Jlevenue na cypoeuna nedocmamnyHocm

[MpopuneT Ha HexenaHHTe peakUMH Ha ATakaHd NPH BL3PACTHH NALIMEHTH CbC ChpACYHa
HEJIOCTaThYHOCT € B ChOTBETCTBHE C (PAPMAKONIOTHATA HA JIEKAPCTBOTO H 3APABOCTOBHOTO CHCTOAHHE
Ha nauueHTyure. B knMukwynaTta mporpava CHARM, cpaBHaBama AtakaHa B ao3u 10 32 mg (n=3 803)
¢ nnauebo (n=3 796), nedeHHeTO € NPeKLCHATO NOPaIH HexKelaHH chOMTHA npy 21,0% oT NnauueHTHTS
B rpymnaTa Ha KaHaecapTaH LITeKCeTH 1 nipu 16,1% ot nauueHTHTE B rpymnara Ha mnaueo. Haii-yecto
ChOOIIABAHHTE HEXKETAHHTE PEaKLMM €a XMNEepPKATHEMHA, XHIMOTOHUA M 6:6pedHo yBpexnane.

Tean cuOMTHA Ca NMO-YeCTH NPH NALMEHTH Ha BB3PacT HajA 70 roAMHM, NALMEHTH ¢ THabET WX TAKHBA,
KOHTO ¢a TpUeMald JApPyrH JCKAPCTBEHH NPOAYKTH, TMOBIMABAIIH  PEHMH-AHMMOTEH3HH-
1A0CTEpOHOBaATA CHCTEMa, B YacTHOCT ACE HHXUOHTOp WHNH crimpoHOnaKkTod.

B nanenara no-gony Taﬁnuua Ca MpEACTABCHH HEKCNAHHUTE PCAKUHH OT XIHHHYHHTE MPOYYBAHHA K
HOCTMApPKETHHIOBHA OTIHT.

CHC‘I‘CMO—OPI"RHEH KJIAac €CTOTA 'Hemenana peaKkiHsA

Hapywenus Ha kpbpBTa M nHMHaTaMuoro peaku  |JleBkoneHus, HEYTPONEHUS M ArpaHy IOLUMTO3a

CHCTEMa
Hapymwenns wa  Merabonusma  uUectn XurnepraaueMus
XpaHeHeTo [MHoro peaku XunoHarpueMus

Hapywienus Ha HepBHATa CHCTEMAE

MHoro peaku

3amaiipane, rnapobonue

PecnupaTopHH, IPBAHH uMHoro peaku Kamutiua
MEIHaCTHHAIHH HapyLIeHHA
CpI0BH HApYILEHMA Yectu Xunorcuns
CTOMALLHO-4YPEBHU HAPYILICHHA iMHoro peaku Fanene
C uapus
HEW3BECTHA
YeCTOTa
[XenaTo-OHnuapHH HapyleHHS MHoro peaxu [MopMmaBaHe Ha HepHOAPOOHHTE  CH3HUMM,

OTKJIOHEHUA B depHOApoOHaTa YHKLHA HIH|
XEMaTHT

HapyiieHHs Ha KOXaTa M MOJKOXHATA
ThKaH

MHOTO peaKu

AHrnoeaeM, o0pHB, YPTHKapHA, TIPYPHTYC

Hapymiennsa na
MYCKYJTHO-CKE/IETHATa
CBEAHHHTEIHATA ThKaH

CUCTEMA H

MHuoro peakn

Bonku B rep0a, apTpanrud, MHANTHA

MbhTHIIA

Hapyiuenus Ha OnOpenyre U nHkouHHTe(UecTH

HEOCTaTLYHOCT MPH YYB:
(B2x. TOuKa 4.4)




Jlabopamopru pezynmamu

Xunepxasuemus 1 660pedHo yBpexaaHe ce pa3BUBAT 4€CTO NPH MALHEHTHTE, JIEKYBAHH ¢ ATaKaH/ 11O
MOKA3aKHE ,,CbPACHHA HEXOCTATHYHOCT . [Ipenopbysa ce MepHOAHUHO MOHUTOPHPAHE Ha KPEaTHHHHA
H KaJTuA B cepyma (BK. Touka 4.4).

CrhobuiaBare Ha MOJAOMPAHH HEKEJAHH PEAKLIHK

CrobimaBaHeTo Ha NOJO3UPAHH HEXENAHH PEaKIHH CIe pa3pelliaBane 3a ynoTpeOa Ha NeKapeTBEHHS
nponykT € BaxkHo. ToBa nossossBa 1a NPOALIKK HaBAKOAEHHETO HA CHOTHOLIEHHETO TON3a/PHCK 3a
JIeKapCTBEHHA NPOAYKT. OT MEAHLIMHCKHTE CIELMATHCTH Ce H3MCKBA [ia ChoOLIABAT BCAKA MOJ03MpaHa
HEKENaHa peakuud Jo:

Buarapas

HanbnaMTeNnHa areHLus no ekapeTara
yi. ,Jlamau I'pyep” Ne §

1303 Codus

Ten.:+359 2 8903417

yebeat: www.bda.bg

4.9 TIpeao3snpane
Cumnmomu

Ha 6a3ata Ha hapMakonoriHH cLOBpaKeHHA, OCHOBHATA POSB2 HA MPEIO3HPAHE € BEPOATHO Aa Gbje
CHMITTOMATHYHA XMITOTOHHA WITH 3aMaiiBaHe. B ennuunuTe chobuieHHs 3a Ciyvau Ha npeno3npaHe
(mo 672 mg kaHaecapTaH LMNEKCETH) BE3CTAHOBABAHETO MPH BE3PACTHHTE NMALMEHTH € GHIIO MIajKo.

Ilogedenue

AKoO ce pa3BHe CHMNITOMATHYHA XHIOTOHHUS, TPSGBA Jla ce 3aMOYHE CHMITTOMATHYHO JICYEHHE U 1a ce
CJIEJAT JKH3HCHHTE NoKasateny. [TauHeHTsT Tp6Ba f1a ce MOCTAaBH B MOMAOXKEHHE MO rpb6 ¢ MOBIATHATH
AOINHH KpaAHHIK. AKO TOBA HE € A0CTATBYHO, IUTa3MEHHAT ofieM TpAGBa 1a ce MOBMILM Ype3 BIIHBAHHA
- HalpHMEP Ha W3OTOHHYEH Pa3TBOP HATPHEB XNIOPHA. AKO H3OpOEHHMTE MEPKH He ¢a JOCTAaThHHM,
MOrarT fia ¢ NPHIOKAT CHMIATHKOMHMETHLIH.

Kannecapran He ce otcTpansea qpes xemoauanusa.

5. PAPMAKOJIOTHYHH CBOUCTBA
5.1 ®apmakoaRRAMHYHH CBOHCTBA

MapMaKoTepaneBTHYHA IPyTa: AHTArOHHCTH Ha aHTHOTeH3uH 11, camocTosTenHo, ATC kon: CO09CA06

MexaHusnM Ha JeiicTBHe
AHrvoTeHsnH Il € OCHOBHHAT Ba30aKTHBEH XOPMOH OT pEeHHH-aHIHOTEH3HH-aNIJOCTEPOHOBATA CHCTEMA

H Hrpae pons B MAaTOH3IHONOTMATA HA apTepHANHATA XMIIEPTOHMA, ChPAEYHATA HENOCTATBYHOCT M
ApYTH CHP/IC4HHO-CHAOBH HapylleHHs. ToH CHILO Taka HIpae posis 1 B [IATOrEHE3aTa HA TEPMHHANIHATA
opraHHa xunepTpodus u yepena. OcHOBHMTE (U3HONOTHYHH edexTH Ha amruoTeHsuH I, kato
BAa3OKOHCTPHKLIHS, CTHMY/alMid Ha anJoCTePOHOBATA CEKpEeLMd, DPErylalMd Ha BOJHO-COJICBATA
XOMEO0CTa3a H CTHMYJIAlIMA HA KIIETBYHUA PacTex, ce MEAHHPAT 4Ypes peuenropa oT 1 Thn (AT)).

DapMakoIUHAMHYHH edeKTH

Kannecaptan uuiekceTws e npeanekapeTso, NOAXOAALIO 32 BepopaiHa ynotpeba. Toit ce Lseups
6Bp30 B AKTMBHOTO BEWIECTBO KAHAECAPTAH, YPE3 ECTEPHA XMAPONH3A N0 BPeMe Ha pe
racTpoHHTeCTHHANHHA TpakT. Kannecapran e AIIPA, cenexTHBeH cnpamo ATy peue
CBBp3Ba 3ApaBo H 6aBHO ce ocBoboxkaaBa OT peuentopa. Toll HAMAa arOHMCTHYHA aKTHE




Kannecapran ne unxutbupa ACE, koiiTo xoHBepTHpa aHrHOTeH3HH | B aHruorensun 1 u pasrpaxkna
OpanukuHuHa. He oka3pa pw3geicTeue BupXy ACE M He noreHuMpa NeiCTBHETO Ha OpafiukMHMH H
cybcranuua P. B koHTpOnHpaHMTE KIHHWYHM NpOyuBaHus, cpaBHaBamM kaHpecaprad ¢ ACE
HHXHOMTOPH, NMPH MOJy4aBallIHTE KAHAECAPTAH LIMICKCETHN MAUMEHTH YECTOTAaTA HA pa3BuTHE Ha
KallHa € Mo-Hucka. KaHzecaprad He ce CBbp3Ba KbM M HE HHXHOMpa ApYrH XOPMOHAIHH peLenTopH
WIH HOHHH KaHallM, 32 KOMTO € M3BECTHO, Y€ Ca OT 3HAucHHEe 3a ChpIEYHO-CHJOBATA peryiaius,
AHTaroHH3MbT CIIPAMO peLenTopHTe 3a anruoreHs3kH I (ATi) BoaH A0 J0303aBHCHMO NOBHLIABaHE Ha
nJa3sMEHUTe HUBA HAa PEHMHA, aHrHOTeH3HH | u anrmorensu Il W moHWkaBaHe Ha nUlasmeHarTa
KOHLEHTpALHA Ha alJ0CTepOHa.

Knunnyna edukacHocT ¥ 6€30MacHoOCT

XHnepronus
[lpy xunepronus xaHaecapTaH MpeJM3BHKBA [0303aBHCHMA MPOAB/DKHTENHA PpEAYKUHS Ha

apTCPHAIHOTO HalATaHE. AHTHXHMEPTEH3HBHMAT edeKT ce IB/DKH Ha TOHWKEHOTO CHCTEMHO
nepudepHo ChpoTHRIEHHE §e3 pedeKTOPHO MOBKILABAHE HA ChpAEYHATA YecTora. HamMa naHHK 3a
CEPHO3Ha WM MPEeKOMEpHa XHMMOTOHHS Cle/ NpHEMa Ha MbpBaTa A03a WK 3a rebound edekt cnen
CMpaHe Ha JIEYeHHEeTO.

Crnen npHAIOXKEHHE Ha €IHOKpATHA 1032 KAHIECAPTaH LWIEKCETIUT, HAYaNn0To Ha AHTHXHIIEPTEH3HBHUS
edeKT HacTeNBa OGMKHOBEHO B PAMKHTE Ha 2 Yaca. [IpH NpOXBIDKUTENHO JIeYEHHE OCHOBHHSAT JIUT OT
TIOHHXKEHHETO Ha APTepHATTHOTO HalATaHE TIPH NPHEM HA KOATO H JIa € 1033, OOMKHOBEHO ¢€ MOCTHra B
paMKHMTE Ha YETHPH CEAMHLH M €€ 3albpka NpPH ABLArocpouHo jedeHue. Cnopen NpoBeleH MeTa-
AHANM3, CPEJHUAT AONBIHATENEH eEKT Ha MOBHILIABAHETO Ha No3aTa oT 16 mg Ha 32 mg eqHOKPATHO
AHeBHO ¢ ManbK. KaTo ce B3emMe npeaBHa H WHTEPHHOMBHAYaNHAaTa BapHaGHIHOCT, TPH HIKOM
NalHEHTH MOXKE 1a ¢ ouYaKBa e(exT, HaaXBLpusal cpeanus. KanmecapraH umnexcerws, nmpHer
€[IHOKPaTHO JHEBHO, OCHTYPABa €(EeKTHBHO H PABHOMEPHO NMOHIKABAHE HA aPTEPHANHOTO HAAraHe B
MpOAB/UKEHHE Ha 24 4aca, ¢ MalTka padfivka, B PAMKHTE Ha J030BHA UHTEPBAl, MEXIY MAKCHMANHHS
edekt # edexra B Kpas Ha J030BHA WHTEpBAN. B [Be paHIOMH3IHPAHH, ABOHHO-CICHH TIPOYYBAHHA ca
M3CNIEIBAHH AHTHXHIEPTEH3IUBHHA eeKT M MOHOCHMOCTTA Ha KaHRECcapTaH, W JIOCApTaH NpH o610

1 268 naumeHTH ¢ Neka 10 YMEPEHO TeXKKa apTepHalHa XuNepTOHHA. PefyKUMATa HAa apTepHATHOTO
Ha/iATaHe B Kpas Ha J030BHA HHTepBan (cHcTomHO/muacTonHo) ¢ ¢ 13,1/10,5 mmHg npu nprem Ha
KaHAeCApTaH UMIEKCETHI 32 mg eJHOKpaTHO axeBHo W ¢ 10,0/8,7 mmHg npw npuem Ha nocaprtaH
kanui 100 mg enHokpaTHO 1HEBHO (pa3nyka B peIyKLHATA HA apTrepuaiHoTO Haasrade 3,1/1,8 mmHg,
p<0,0001/p< 0,0001).

Korato kauaecapraH HWIEKCETHI Ce M3MOA3BA 33€0HO C XKAPOXJIOPOTHA3WI, €DEKTHT BBPXY
NOHHKABAHETO HA APTEPHANHOTO HA/IATAHE € aJHTHBEH. [IoTeHUHpaHe Ha AaHTHXHUIIEPTEH3HBHUS e(eKT
ce Ha0moJaBa M NNps KOMOHHHpPAHE HAa KAHJECAPTaH LATEKCeTHN C aMJIO/IMITHE HIH (eORHIHH.

JlekapcTBeHHTE NPOAYKTH, KOHTO G10KHpAT peHHH-aHTHOTEH3HH-ATA0CTEPOHOBATA CHCTEMa, HMAT [0-
cnab edeKT Npu YEPHOKOMKH MaUHEHTH (KOHTO 06HYAHO Ca HHCKO PEHHHOBA MOMY/IaLHS ), OTKOJIKOTO
NPH HE-4EPHOKOKH MaupeHTH. ChILOTO BaXKH M 3a KaHAecapTaH. B oTkpyTo npoyuBaHe Ha KIIMHHUYHHA
OMMT MpH 5 156 NauUMeHTH ¢ NHACTOJNHA XHMIEPTOHWA, PEAYKLHATA Ha aPTEPHATHOTO HAJIATaHe MpPH
JieYeHHe C KaHJecapTaH € CHrHU(HKAHTHO Mo-cnabo M3pa3eHa NPH YepHOKOXKM, OTKOJIKOTO NP He-
yepHOKOXH naunedty (14,4/10,3 mmHg cpemy 19,0/12,7 mmHg, p< 0,0001/p< 0,0001).

Kanpecapran nopuinasa 650peunns KPLBOTOK H/HIH HAMA epeKT BEPXY CKOPOCTT2 Ha [JIOMepy/Ha
¢unTpauns, win A MopHLAaBa, NoKaTo GbOpeUHaTa ChA0BA PE3UCTEHTHOCT H PHITPALIHOHHATA DpaKims
e NOHHXaBaT. B 3-MeceuHO KTHHHYHO NPOYYBaHe NIPH NalHEHTH ¢ APTEPUAIHA XUIEPTOHUA H 3axapeH
Avaber Tuit 2 ¢ MHKpoanOyMHHYPHA, @8HTHXUNEPTEHIHBHOTO JICUEHHE ¢ kaHecapTay, 1
HAMAaNABa eKCKPEUUATA Ha a/l0yMHH B YpHHaTA (CHOTHOIIEGHNUE aN0yMHH/KpeaTHHHMH, opf
CI 15-42%}). KbM MoMeHTa HAMa JaHHH 3a edeKTa Ha KaHJecapTaH BBPXY NpOrpecHs
HedponaTHi.
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EdexTHTe Ha KaHZecapraH Lmiexcetwn 8-16 mg (cpenna moza 12 mg) eIHOKPATHO AHEBHO, BLPXY
CBPRCYHO-CHAOBATA 3a607€BAEMOCT H CMBPTHOCT, €4 OLEHEHH B PAHAOMH3HPaHO KITHHHYHO NPOYYBaHe
npu 4 937 nauyeHTH B crapyecka Bb3pacT (70-89 roaunu; 21% Ha BB3pacT 80 MM noseye roauHu) c
JieKa J0 YMEPEHO TeXKKa apTEPHATHA XMIEPTOHMA, Npocheassand cpeano 3,7 roaumn (IIpoyysane
BbPXY KOTHHTHBHHMTE CMOCOGHOCTH H MPOrHO3a MpH MALUMEHTH B cTapyecka Bh3pacT (Study on
COgnition and Prognosis in the Elderly). ITauneHTuTe ca mpueManu KaHaecapTaH UMIEKCETHS HIH
niaue6o ¢ godaBsAHe MPH Hy*k/Aa HA APYIO aHTUXHIEPTEH3UBHO CPEICTBO. APTEPHATHOTO HAJIATAHE
nokassa noHwkasaHe ot 166/90 1o 145/80 mmHg B rpynarta na kanaecaprad u ot 167/90 1o 149/82
mmHg B koHTponnara rpyna. [To oTHolleHHMe Ha TEPBHYHATA KpaifHa TOYKA - 3HAYMMM CHPAEYHO-
CBAOBH CLOWMTHA (CBPOEYHO-CBHIOBA CMBLPTHOCT, He-aTalieH HHCYAT W He-(araneH HH(APKT Ha
MMOKap/a), HAMa CTATHCTHYECKH 3HAYHMMa pa3znuka. B rpynara Ha KaHnecaprad cwbutuaTa ca 26,7 Ha
1000 nauuentorogunu cpemy 30,0 cbburha Ha 1000 naumeHTOroaMHH B KOHTPONHATA rpyna
(otHocuTeneH puck 0,89, 95% CI 0,75 no 1,06, p=0,19).

B naBe ronemd paHROMM3HpaHH, KOHTPONMpaHH KiuHW4YHM u3nutBanus (ONTARGET (ONgoing
Telmisartan Alone and in combination with Ramipril Global Endpoint Trial, Tekywo n3nutsane Ha
TEIMHCApPTaH CaMOCTOATENHO H B KOMOMHalMA C paMunpwl, ¢ rnofanHa KpaiiHa Touka)), VA
NEPHRON-D (The Veterans Affairs Nephropathy in Diabetes, Hedponatus npu auaber mpu
BETEPaHH) € npoy4eHa ynorpebara Ha koMOuHaLuA Ha ACE-uRXMbuTOp ¢ anrvotensud 11 peuentopeH
Haokep.

ONTARGET ¢ npoyusase, NpoBeA€HO NPH NMalMEHTH C AHAMHE3a 33 CHPACYHO-CHAOBO HIIH MO3BLYHO-
CraoBo 3a6onspaHe WIH ChC 3axapeH auabeT THN 2 ¢ JaHHM 3a yBPeXJIaKe Ha TapreTHHTe OpraHn. VA
NEPHRON-D e npoy4eaHe npu nau4eHTH cbe 3aXapeH auaber THI 2 u aHabetha HedponaTus.

Tesn npoy4saHMa He MOKa3BaT 3Ha4YWM OGnaronpuaTeH edekT BLpxy OpOpeuHMTE WHNM CHPOCYHO-
CBHIOBHTE PE3YJITATH H CMLPTHOCTTE, & C€ HabmofaBa MOBMILEH PHCK OT XMNIEPKAIHEMHS, OCTPO
616peuHo HapylleHHe W/WITH XMNOTOHHS, B CPaBHEHHE ¢ MOHOTepanusTa. Kato ce MMar mpeaBua
nonoGHHTe PapMaKogHHAMMHHHU CBOWCTBA, T€3W PE3YNTATH C€ OTHACAT ¢bhiuo W 3a apyrure ACE-
MHXHOHTOPH H aHrHOTEH3HH I peuenTopky GJ0KepH.

[Mopany Topa, ACE-unxu®uropure um anruorensud Il peuentoprure OGnokepn He TpaGea na ce
H3MOJI3BaT €IHOBPEMEHHO NIPH NAlHEHTH ¢ 1dabeTHa Hedponarus.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpaists,
KIMHHYHO H3MKMTBaHe HA ATHCKMPEH MpH AHabeT THM 2 CBbC CHPAEYHO-CBAOBHTE M OBOpeuHHTE
3abonABaHMA KaTo KpaifHH TOYKH) € NIPoyYBaHe, MpelIHA3HAYEHO Jd TECTBA No3ara oT A06aBIHETO Ha
TUCKHPEH KbM cTaHnaptHa Tepanua ¢ ACE-naxuburtop wam anrdorensuH 11 peuentopen 6aokep npu
nauMeHTH CbC 3axapeH nHabeT TN 2 M XpoHHuHo O6BOpeuHo 3abonsBaHe, CBPAEYHO-CHAOBO
3a00NABaHe WK H nBete. [Ipoy4BaHETO e NpeKpaTeHo NPeKAEBPEMEHHO, NMOPAIM MOBHLIEH PHCK OT
HexenaHu pe3ynTaTH. ChpAeyHO-CHROBATA CMBPT H HHCYATBT, H ABETE CHOUTHSA B YHCAEHA CTOHHOCT,
¢a no-yecTH B IpynaTa ¢ alMCKUPEH, OTKOJIKOTO B Tpynarta ¢ fuiauebo, a HexenaHHTe ChbOMTHS M
CEPHO3HHTE HexenlaHH ChOMTHA OT cneuMasieH HHTepec (XMNEpKaTHeMHA, XMIOTOHMA W ObnOpeuna
AMchYHKUMA) ce cLoOImIaBaT MO-9€CTO B IPYTIATA ¢ AIHCKHPEH, OTKOIKOTO B rpynara ¢ ninauefo.

Ileduampuuna nonyaayus - GpMepUAIHa XunepmoHus

AHTHXHIIEpTeH3HBHHTE eeKTH Ha KaHIecapTaH ¢a OLEHEHH NMpH Aela ¢ ApTepHaliHa XHUIEPTOHHUA Ha
BB3pacT OT | 10 < 6 roguuu # or 6 Ao < |7 roguHH B [Be PAHAOMH3HPAHH, NBOHHO-CIEMH,
MHOIOLIEHTPOBH, 4-CEAMUYHH NMPOYYBAHMA 32 ONpPeNeaHe Ha J1030BHA 0OXBar.

34BHCHMOCTTa Ha CHCTONHOTO aptepWando HansraHe (CAH) or mgozara. 3a
kangecaptad uuinekcetn CAH u anactonHoto aprepuanto vanarade (JJAH) no



6,0/5,2 no 12,0/11,1 mmHg B cpaBHeHHE ¢ H3XOMHHUTE CTOHHOCTH. Bee mak, noHexe nuncea rpyna Ha
rnauefo, neficTBMTENHATA BENMHYHHA HAa e(EeKTa BhpPXY apTepHAHOTO HAJAraHe OCTABA HECHUIYpHa,
KOETO TPaBH TPYAHA 3aKIHOYMTENHATA OLEHKA HA ChOTHOIUEHHETO MON3a/PUCK B TasH Bb3PAacrosa

rpyna.

INpu neua Ha pB3pacT oT 6 00 < 17 roauHH, 240 NaUKEHTH ca paHIOMHU3IHPAHH B CHOTHOIEHHE 1:2:2:2,
3a na nony4asaT nnanebo, HUCKA, CpefiHA MM BHCOKa Z03a KaHAecapTad umnekcetud. [Ipu aeua ¢
TenecHo Terno < 50 kg, No3MpOBKMTE HA KAHAECAPTaH LILNEKCETII ¢a 2, 8 WM 16 mg BeAHBK AHEBHO,
[Tpu meua ¢ TenecHo terno > 50 kg no3MpoBKHTe HA KaHecapTaH HuiexceTn ca 4, 16 win 32 mg
BeAHBK AHeBHO. Kannecaprau B ocpesneHa fo3a Hamanssa CAH B nokoti ¢ 10,2 mmHg (P< 0,0001) u
JAH B nokoit (P=0,0029) ¢ 6,6 mmHg, B cpaBHeHue ¢ u3xoaHuTe cTOiHOCTH, B rpynara Ha niaue6o
¢bLIO ce ycTaHoBABa peAykuMs ¢ 3,7 mmHg #a CAH B nokoit (p=0,0074) u ¢ 1,80 mmHg na JAH »
noko# (p=0,0992), B cpaBHEHME ¢ M3XOAHUTE CTOMHOCTH. BENpeku roseMus mwiauebo edexr, BCHUKH
OTAENHH JO3HPOBKH Ha KaHJecapTaH (KaKTo M OCpeHeHaTa 103a) NOKA3BAT 3HAYHMO NMPEsbh3X0ACTBO B
cpaBueHne ¢ nnauebo. MakcumaneH OTroBOP MO OTHOLIEHWE HA NMOHMKABAHETO HA APTEPHATHOTO
HalAraHe MpH Aeua ¢ TenecHo Terno noa u Haa 50 kg ce mocTura npu a03u crotBeTHO § mg u 16 mg,
KaTo CJie/] Ta3H CTOHHOCT epeKTHT € B IL1ATO.

OT BKIIOUEHHTE NalMeHTH 47% ca yepHOKOKH M 29% ca OT KEHCKH TION; cpeanara Bbapact +/- SD e
12,9+/-2,6 rogunu. [Tpu aeua Ha BB3pacT oT 6 10 < 17 roauHu ce HabmoAasa TeHASHUMA 33 HAMASBaHe
Ha edexTa BbPXY apTEpHAIHOTO HANAraHe NpPH YEPHOKOXKHTE NALMEHTH B CPABHEHHE C He-
HEPHOKOKHTE.

Copoeyna nedocmamuyHocm

Jleyennero ¢ KaHAecapTaH UMWJIEKCETH HaMajiBa CMBPTHOCTT4, HAMANSNBA XOCNHTANH3ALMKTE 33
ChpieYHa HEJOCTaTBYHOCT, W NOA0OpABA CHMNTOMHTE IPH MALMEHTH C JIEBOKAMEPHA CHCTOJ/IHA
AvchyukumMd, Koero ce jAeMonctpupa ot nporpamara CHARM (Kanzecapran npu cnpreuHa
HEIOCTATHYHOCT - OLIEHKA HA PEAYKIMATAa Ha CMbPTHOCTTa i 3aboneBaemoctTa (Candesartan in Heart
failure - Assessment of Reduction in Mortality and Morbidity)).

Tasn nnauebo-koHTponaupaHa, NBOHHO-CIIANA MPOYYBaTeNHa MPOrpamMa MPH NAUMEHTH C XPOHHYHA
cwpaeyHa HepoctaThurocT (XCH) dyukumonanen knac 11 no IV no NYHA ce ¢cbeToH ot Tpu otaenau
npoyusanna: CHARM-Alternative (n=2 028) npn nauwents ¢ LVEF (nepokamepHa ¢paxums Ha
nztnacksate) < 40%, kouto He ca nekyBanu ¢ ACE-uHxuGuTop nopanu HenoHocHMOCT (rNaBHO NOpaiK
kauutuua, 72%), CHARM-Added (n=2 548) npu naumentn ¢ LVEF < 40%, komuTo ca

nekyBaHH ¢ ACE-unxuburop, 1 CHARM-Preserved (n=3 023) npu naumentn ¢ LVEF > 40%.
[launenture Ha onTumanHa Tepanus 332 XCH Ha M3XOAHO HHBO ca paHAOMM3HPAHH Ja MOJNyYaBar
wianebo WM KasJecapTad HIEKCeTUA (THTpHpaH oT 4 WiH 8 mg eaAHokpatHo 00 32 mg eAHOKpaTHO
JHEBHO WM 10 Haii-BHCOKaTa MTOHOCHMA J03a, cpelHa Ao3a 24 mg) u ca npociaeaAseaHd cpenHo 37,7
Meceua. Cnen 6-mecedno nedeHue 63% OT nalMeHTHTE, NPOAB/IKABAIM Aa (PHEMAT KaHAecapTaH
uunexcetun (89%), ca 6uny Ha TapreThara no3a oT 32 mg.

B CHARM-Alternative chcTaBHaTa KpaiHa TOYKAa OT CBPAEYHO-CBH/IOBA CMBPTHOCT WM IThpBa
xocniutansauns 32 XCH nokasea 3HauMMa pefyKLus 33 KaHaecapTaH B CpaBHeHHe ¢ myaueGo,
koeduuneHt Ha puck (HR) 0,77 (95% ClI: 0,67 no 0,89, p< 0,001). Tosa cLOTBETCTBA Ha PEAYKLMA HA
penatuBHHs puck 23%. Tasu kpalHa Touka ce ycraHosara npH 33,0% OT nauueHTHTE Ha KaHaecapTaH
(95% CI. 30,1 mo 36,0) u mpu 40,0% or mauuenTHre Ha mnaueSo (95% CI. 37,0 no 43,1), karo
abcomoTHara pasnuka e 7,0% (95% CI: 11,2 no 2,8). 3a uanata npoab/KHTENHOCT Ha NPOYYBAHETO,
OpOAT NALKEHTH, KOHTO € TPAGBANo Aa OBIAT ICKYBaHH, 3a 1a ce NPEJOTBPATH eJMH CMBPTEH CAyYal

CucrapHaTa KpaifHa TOYKa OT CMBPTHOCT, €3 3Ha4UeHHEe Ha PHYHHATA, WM ITHPBA XOC
XCH cpuio nokasea 3Ha4KMa pelyKLUuA B rpynata Ha kaHaecaptad, HR 0,80 (95%
p=0,001). Ta3u kpaiiHa Touka ce ycraHoBsABa NpH 36,6% 0T nauMeHTHTE Ha KaHZeca
a0 39,7) u 42,7% ot naumentuTe Ha nnanebo (95% CI: 39,6 no 45,8), kato abcon
6,0% (95% CI: 10,3 go 1,8). U npu apaTa KOMNOHEHTA HA Ta3H CHCTABHA KpaitHa To



3aboneeaemoct (xocnuranwzauns 3a XCH), gaHHUTe TOBOPAT 3a OnaronpuaTHMTE edeKTH Ha
KaHzaecapTaH. JleueHHeTo ¢ kaHAaecapTaH LIMKIEKCETHNT BOAM AC MOJOOpeHHE MO OTHOLIEHHE Ha
dyaxuMoHanHus wiac no NYHA (p=0,008).

B CHARM-Added cherapnara kpafiHa TOYKa OT CBDAEYHO-CHAOBA CMBPTHOCT WM [ThpBa
xocnuranizauus 3a XCH nokaspa 3HaYHMa peayKLUHA 32 KaHIecapTaH B cpaBHenne ¢ mauebo, HR 0,85
(95% CI: 0,75 no 0,96, p=0,011). ToBa croTBETCTBa Ha penaTHRHA PeAYKUHMS Ha pucKa oT 15%. Tasu
KpaiiHa TOUKa € ycTaHoBeHa NpH 37,9% ot naunenTHre Ha kanaecaptad (95% Cl: 35,2 10 40,6) u 42,3%
OT nauueHTHTe Ha mnauebo (95% CI: 39,6 no 45,1), karo aGconmorHara pasnuka e 4,4% (95% CI: 8,2
Ao 0,6). 3a UinaTa NPOABDKUTENHOCT HA MPOYYBAHETO OPOAT MAUMEeHTH, KOMTO TpAGBa aa Gbaat
NEKyBaHH, 33 [a C€ MpPEJOTBPATH €AHH CMBPTEH clyvyadl OT CbPAEYHO-CHAOB MHLMAEHT WIH €aHa
XOCITHTAAU3alMA 3a JieYeHHEe Ha ChpAedHa HeAOCTaThHMHOCT, € 23. CheTaBHaTa KpaifHa Touka of
CMBPTHOCT, §€3 3HauYcHHe Ha IpHYMHAaTa Wi mbpBa xocnutanu3anus 3a XCH, cbio nokasea 3Hauuma
peaykuMa B rpynara Ha kannecapras, HR 0,87 (95% CL: 0,78 ac 0,98, p=0,021). Ta3u kpaiina Touka ¢
ycTaHosena npu 42,2% ot nauneHTHTe Ha KaHaecaptaH (95% CI: 39,5 no 45,0) 1 46,1% oT mauHeHTHTe
na miauebo (95% CI: 43,4 oo 48,9), kato aGcomorHara pasnuka e 3,9% (95% CI: 7,8 no 0,1). U apara
KOMITOHEHTa HA T€3H CLCTABHH KPaiflHH TOMKH - CMBPTHOCT M 3a0071€BaéMOCT (XOCITMTATH3ALHKE 32
XCH), nonpuHacar 3a OnaronpuaTHuTe edektn Ha xaHaecapraH. JledeHwero ¢ KaHfaecapraH
LIHIEKCETH BOAH A0 oA0o0peHre M0 OTHOWEHHE Ha QyHKUHOHANHHKS wiac no NYHA (p=0,020).

B CHARM-Preserved He ce noCTHra CTATHCTHUECKH 3HAYMMA PEIYKIMA 110 OTHOLIEHHE HA ChCTABHATA
Kpa#Ha TO4YKa OT ChbpAeHHO-CBA0BAa CMBPTHOCT WM TbpBa XocnuTanu3auua 3a XCH, HR 0,89 (95% CI:
0,77 no 1,03, p=0,118).

CMmBprHOCTTA, 6€3 3HaYeHNEe HA MPHYMHATA, HE MOKA3BA CTATHCTHYECKH 3HAYMMHM pasfiHMsA, KOraro ce
H3CTEBa MOOTAESTHO BbB BCAko OT TpHTe npoy4sanua CHARM. O6aue, cMBPTHOCTTA He3 3HaYeHHE Ha
TPUYHHATA, € OLlEHEHA Chilo B cOopHHM nomynauxu - CHARM-Alternative 1 CHARM-Added, HR 0,88
(95% CI: 0,79 no 0,98, p=0,018, xaxTo ¥ BLB BcHUKHTE TpH npoyuBaHug, HR 0,91 (95% CI: 0,83 no
1,00, p=0,055).

brnaronpuATHHTE €hEKTH Ha KaHnecapTaH Mokassar crabunnoct Ge3 3HaYeHWE OT BBL3PACTTa, NONa
CBITBTCTBALIOTO NedeHHe. Kannecapran € edexTuBeH W NpH NaUHEHTH, NPUEMALIH €JHOBPEMEHHO
6era-6noxkepy H ACE-uHxubwropn, karo GmaronpuatHusT edekT ce moctura 0e3 3HaueHWe AAnH
nauueHTHTe npHeMaT ACE-uHXnOHTOpa B npenopbuaHaTa B pbKOBOACTBATA 34 JICYEHHE TAPreTHA 103a.

Ilpn naunentu ¢ XCH u orpaHHdeHa nepoxamepHa cHcTonHa GyHkims (ppaxkumsa Ha UITIacKBaHe OT
sasa kamepa, LVEF < 40%), kannecapraH NOHW)KaBa CHCTEMHATa CBIOBA PE3UCTEHTHOCT H
GemonpofHOTO KaMMIAPHO HalAraHe Ha BKJIMHABAHE, MOBHINABA TUTA3MEHATA PEHMHOBA aKTHBHOCT
KOHLEHTPAUHATA Ha AHTHOTEH3HH I, H MOHM)KaBa HHBATA HA ANIOCTEPOHA.

5.2 PapMakoKHHETHMHH CBOICTBa

Abcopbyun u paznpedeietue
Crea nepopaineH npdeM KaHAecapTaH LWICKCETH Ce PEBPDILA B AKTHBHOTO BELIECTBO KAHASCAPTAH.

Crnen npueM Ha mepopaneH pa3TBOpP HA KaHAecapTaH LMIeKceTwl, abcomoTHata OHOHAMYHOCT Ha
KaHaecaptan e npubnuautenHo 40%. B cpaBHeHme Cbe CRINMA NEpOpaNeH pasTBOP, OTHOCHTEHATA
OHoHanHuHOCT Ha Tabnerkure e npubnusurenHo 34% ¢ MuHuMaHa Bapuabundoct. CleaoBaTeHO
odakBasata abcomoTHa OunoHamu4yHOCT Ha Tabnerkure e 14%. Cpeanara nuMkoBa MnasMeHa
koHueHTpaLHs (Cmax) ce noctHra 3-4 yaca cnen npvema Ha Tabnerkara. flnasMeHaTa KOHUEHTpaUUA Ha
KaHJiecapTaH HApacTBa THHEHHO ¢ NOBHIIABaHe Ha [03aTa B PAMKHTE Ha TepaneBTHYHNA

3HAYHMO OT HPHECMA Ha XpaHa.




Kaupecapran ce cBbp3Ba BbB BUCOKA CTENEH C IUIa3sMEHUTE NpoTensH (Haa 99%). Ilpusunauar obem
Ha pasnpeacneHHe Ha kaHaecaprad e 0,1 I/kg.

bronanuyHocTTa Ha KaHaecapTraH HE C€ NMOBJINABA OT [IPHCMa Ha XpaHa.

buompancopmayus u esumunupane

KanpgecaptaH ce eNHMHHHpA NpeIHMHO HETIPOMEHEH C YPHHATA W JKITHUHHUA COK, KATO CAMO B Maska
CTEMeH ce eMMMUHMpa 4pe3 uyepHoapobHa Tpancdopmanus (CYP2C9). Ot Hanu4HKTE Npoy4BaHua 3a
B3aHMOJeiicTBHA HaMa AaHHU 34 edekt BupXy CYP2C9 u CYP3A4. B3 ocHOBA Ha in vitro naHHHTE He
ce OuaKpa in ViVvO J1a HACTBHIIH B3aWMOIENHCTBHE C JIEKApCTBA, YHETO METaOONH3IHpaHE 3aBHCH OT
u3oeHzumuTe Ha mutoxpom P450 CYP1A2, CYP2A6, CYP2CY, CYP2C19, CYP2D6, CYP2E] wu
CYP3A4. TepMHHaTHHAT NONMYKUBOT Ha KaHlecaptaH e npubnusutenHo 9 vaca. [1pn MHorokpaTeH
TIpHEM HE KyMyaHpa.

ToranuuaT masMeH KIHPLHC Ha kKaHaecapTaH € okono 0,37 ml/min/kg, npu 6s6pevueH KIHPHHC OKONO
0,19 ml/min/kg. bOpeyHOTO eTEMIHUPAHE Ha KaHAecapTaH Ce OChLIECTBABA KAKTO 4pe3 INIOMEpYJ/IHA
dunTpaums, Taka K upe3 akTHBHA TyGyNHa cekpeumd. Cliell nepopaneH NMpHeM Ha MapKHpaH ¢ 'C
KaHaecapTaH LMIICKCETHI, ¢ YpUHATa ce ekckperupa npubausurenHo 26% oT npueraTta Ao3a KaTo
KaHaecapTaH H 7% KaTo HeaKTHBeH MeTaGoIHT, N0KaTo BLB deleca ce oTkpusat npubnusurento 56%
OT fo3aTa KaTo kaHaecapTad H 10% kaTo HeakTHBeH MeTabOIHT.

DapMaAKOKUHEIMUKA NPU CREUUATHY NONYAGYUY

B cpaBHEHHE ¢ MITaAMTE XOPa, NPH NAUMEHTHTE B CTapyecKka Bh3pacT (Hax 65 roaus) Cmax H AUC ce
MOBHIIABAT CHOTBeTHO ¢ npubnusmrenHo 50% wu 80%. Ob6aue cnen npunoxkena nosa AtakaHi
MOB/IHABAHETO HA aPTEPHANHOTO HajJdAraHe ¥ pa3BUTHETO HA HEXKCIAHM PEAKUWH €A CXOMHH MpH
MJIaMTe NAUMEHTH H NIPH TE3M B cTapyecka Bb3pacT (Bk. Touka 4.2).

B cpaBHeHHe ¢ mauKeHTHTE ¢ HopManHa 66peyHa QyHKLMA, MPH MHOTOKpaTEH MPHEM OT MaLHEHTH C
TIeKO 0 YMepeHo Texko 6nbpeuto yBpexaane, Cma H AUC Ha kaHaecapTaH ce NOBHIIABAT CHOTBETHO
¢ npubnuanrenno 50% u 70%, Ho ti2 He ce noBnHABa. CHOTBETHHTE NPOMEHH NIPH MTALMEHTH ¢ TEKKO
Ou6peuHo yBpexaaHe ca ChoTBeTHO NpHOnuanTento 50% u 110%. [Tpu naunenTy ¢ Texko 6s6peuno
YBpeXaHe, TepMHHAIHUAT ti» npubnusutenHo ce yapossa. AUC Ha kaHaecapTaH MpH NMAaUKEHTH Ha
XEMOJIHAJIH3A € CXOJHA C Ta3H NPH MalMeHTH ¢ Texxko 6pOpevHo yBpexaaHe.

B nBe KIMHHUHH MPOYUYBAHMA, KATO H B ABETE Ca BKIMIOYEHH MALMEHTH C JIEKO A0 YMEPEHO TEXKKO
4yepHOAPOOHO YyBpexkJaHe, c€ YCTAaHOBABa MOBHILaBaHe Ha cpenHata AUC Ha KaHgecapTaH - ¢
npuGnusurendo 20% B enHoTo npoy«sase H 80% B apyroto npoyveaHe(pxk. Touka 4.2). JIuncea onur
[pH NaLHeHTH C TEXKO MepHOIPOGHO yBpekKaaHe.

Heouampuuna nonyrayun
DapMakoKHHETHUHHTE CBOMCTBA KA KaHJecapTaH ca OLCHEHH B B¢ (PapMaKOKHHETHYHH NMPOYYBAHHA
HA MPUICHKEHHE HA €HOKPATHH JO3M MPH JeLa Ha Bb3pacT oT 1 0o < 6 roaunu 4 ot 6 1o < 17 roauss.

Ipu meua Ha BB3pacT oT | A0 < 6 roamuHu, 10 peua ¢ tenecHo rerao ot 10 mo <25 kg nonyqasar
eaHokparHa ao3a ot 0,2 mg/kg nepopanta cycnensus. He ce Habnronasa xopenauus Ha Coax H AUC ¢
BB3pacTTa HWIH TEAECHOTO TeT0. He ca cxbHpaHH NaHHH 33 KIHMPEHC, NOPaAH KOETO HE € H3BECTHO JaNTH
B Ta3Y MONMyNaLks € Bb3MOXKHA KOPETaliia MEXAY ICIHPBHCA M TEIECHOTO TeI10/Bb3pACTTA.

Ipu meua Ha BB3pacT OT 6 10 < 17 roauny, 22 fela nony4aBar eQHOKpaTHa Jo3a oT 16 mg rabnerka.
JInncea kopenauus Ha Cmex M AUC ¢ Bp3pacTTa. U3rnexaa obaue, Ye Te1eCHOTO TEMNIO HMa 3HAYHTENIHA
kopenaia ¢be Crax (p=0,012) 1 AUC (p=0,011). He ca crbupanu naHHH 3a KA#pBHC, TIOP
He € M3BECTHO JANlH B TasH MOMYNalUMA € BB3IMOKHA KOPEJNALWS MEXIYy KIMPbHCA
TErN0/BB3PACTTA.




IleuaTa Ha BBL3pacT > 6 ronMin ca ¢ €KCITO3HIHH, CXOOHH C TE3H MNPH BBE3PACTHHTE, NOJIYYHIIH CbLIATA
AQ3a.

QapMaKOKHHETHKATA Ha KaHIeCcapTaH LMACKCETH HE € Mpoy4BaHa NMpH MeJUaTPHYHH MALMEHTH Ha
Bb3pacT < | roJHHa.

5.3 IpeaxnuHAYHA TaRHHA 32 0e30MacHOCT

I1py KIMHHYHO NPUACHKHMH [IO3H HAMA JaHHH 32 a0HOPMHA CHCTEMHA TOKCHYHOCT WM TOKCHYHOCT Ha
TAPre€THHTE OpraHH. B npeaAknHHEHYBHTE MPOyYBaHHA 3a 6e30MacHOCT, KAHAECAPTaH BBE BUCOKM NO3H
OKa3Ba BIIHAHHE BEPXY OBOpELIHTE H BEPXY EPHTPOLIMTHUTE NOKA3ATEIH IPH MHLUKH, LILXOBE, KyveTa
n MaliMyHu. KaHpecapran npenu3BHKBa NOHWKaBaHe HA ePUTPOLMTHHTE mokazatend (Gpoit Ha
EPHTPOLUTHTE, XeMOrTOGHH, XeMaTokpHT). Kannecaprad HHayumpa edektH BupXy OnOpeLTe (kaTo
HHTEPCTHLHAIEH HepHT, TyOynHa aunarauns, 6azodunHo oupeTaBaHe Ha TyOyNuTe, IOBHIIABaHE Ha
IU1a3MEHHTE KOHLISHTPALIMM Ha YPes H KPEaTHHHH ), KOHTO MO’Ke A2 Ca B CISACTBHE Ha XHIOTEH3UBHHA
My edekT, BoJell 10 mpomsHa Ha OuOpeunara nepdysus. B pmombnHeHHe KaHaecapTaH HHIYLMpa
XHNEPILIA3HA/XHIIEPTPO(HA Ha FOKCTATIOMEPYJTHHTE KIETKH. CMATA C€, Y€ TE3H NPOMEHH C€ JB/DKaT
Ha (HapMaKoNOTHYHOTO HeHcTBHe Ha KaHAecapraH. Hariexma, e npu xopa, Ha TEpaneBTHYHH JO3H
KaHIEcapTaH, XHNEpPIUIa3HATA/XHNePTpodHATa Ha IORCTANIOMEPYJIHHTE KIETKH He € KIHHHYHO
3HauHMa.

B npeaxkiMHH4HHTE NpOYYBAHHMA NMPH HOPMOTEH3HBHH HOBOPOJCHH M MJIAJiH [LTBXOBE, KAHAECAPTAH €
NoKa3an peqyKLHA Ha TENECHOTO TEr10 H HA TErNTOTO Ha ChpLeTo. KakTo npH BB3pacTHHTE KHBOTHH,
Te3d e(EKTH Ce CMATAT 3a pPe3yiTaT oT (HapMaKONOrHUHOTO flelicTBue Ha KamaecapraH. [Ipu Haii-
HHcKkaTa ne3a - 10 mg/kg, excno3uimaTa Ha KaHaecapTaH € Mexary 12 M 78 IThTH M0-BUCOKA OT HHBaTa
NpH Jela Ha BB3PacT OT 1 1o < 6 roAWHK, N0/1y4aBaATH KaHAecapTaH wwiekceTHn B no3a 0,2 mg/kg, u
or 7 Ao 54 BT MO-BHCOKA OT HHBATA NpPH JIElia Ha BB3PacT oT 6 a0 < 17 roadHM, noxy4asanu
KaHJecapTaH LIeKceTin B 103a oT 16 mg. Thil KaTo B Te3H NPOyYBAHUA HE Ca HAMEPEHH CTOHHOCTH,
NOJl KOMTO He Ce YCTaHOBSBAa e(eKT, rpaHHLAaTa Ha G€30MACHOCT MO OTHOILEHHE Ha e(eKTHTE BBPXY
TErJ0TO Ha CHPUETO H KIIMHUYHATA 3HAYMMOCT Ha TE3H PE3Y/ITATH HE € H3BECTHA.

B kBscHHTE cpokobe Ha OpeMeHHOCTTA ¢ HabmoaasaHa deranHa TOKCHYHOCT (BK. Touka 4.6).

JaHHHTE OT in Vitro ¥ in vivo Npoy4YBaHHATA 32 MYTAr€HHOCT MOKA3BAT, Y€ B YCIOBHATA Ha KJIMHHUHOTO
NPANOKECHHE KaHJecapTaH HiMa MyTareHHa WIH KJIacTOreHHa aKTHBHOCT.

HsaMa naHHM 3a KapUMHOrEHHOCT.

PeHHH-aHTHOTEH3MH-AIAOCTEPOHOBATA CHCTEMA HIPa¢ KPHTHYHA PONs B Pa3sBUTHETO Ha GvOpeLiuTe in
utero. JlokasaHo e, ue 6JI0KMPaHETO Ha PeHHWH-aHTHOTEH3HH-A/I0CTEPOHOBATA CHCTEMA MPH MHOTO
MJ&¥ MHILKH BOJH 0 HAPYUICHO Pa3BUTHE Ha OnOpeunTe. TIpHIoKEHHETO HA MEIUKAMEHTH, KOMTO
JeHCTBAT AMPEKTHO BbPXY PEHMH-aHTHOTEH3HH-ATAOCTEPOHOBATA CHCTEMAa MOXKE A NOBIIMSE
HOPMAaNHOTO pa3BuTHE Ha ObOpeLiMTe. CneaoBaTeliHO AenaTa HA BB3IPACT nog | roguHa He Tpabea aa
npuemar Arakang (Bx. Touka 4.3).

6. PAPMAIEBTHYHH JAHHH
6.1 CnHchLK HA HOMOIMHATE BelllecTBA

Kapsmenosa kanumii
XHIAPOKCHIIPONHNLENy1o3a
HKenezen okcun, CI 77491 (E 172)
JaxTosa MoHoxuapar

Marnesues cTeapat

[apeBrrHuHoO HHLLECTE

Lroat o



Makporon
6.2 HecoBMecTHMOCTH
Henpunoxumo

6.3 Cpox na rogaocT
3 roguHu

6.4 CneuHasHH yCJI0BHS HA ChbXPAHEHHE
To3u nekapeTsen NPOAYKT He M3UCKRA CMIELMAIHH TEMNEPATYPHH YCIOBHS Ha ChXPaHEHHE.
6.5 Jlannu 32 ONaKOBKAaTa

Bauctepuu onaxoeku or PYC/PVDC/AL no 7, 14, 28, 30, 56, 90, 98 TabaeTkn.
He Bcuuku BrpoBe onakoBku Morat na 6BAaT MycHaTH B npoaaxoa.

6.6 CnenHa/Inn NpeAna3HA MePKH IIPH H3XBLPIsHE ¥ padoTa
HsaAma cneumanHy M3McKBaHHA.

7. IPUTEXKATEJI HA PAZPEINEHUETO 3A YIIOTPEBA
CHEPLAPHARM Arzneimitte] GmbH, Ziegelhof 24, 17489 Greifswald, Fepmanns

8. IPUTEXXATEJI HA PASPEIHEHUETO 3A TIAPAJIEJIEH BHOC:

“Becta Mea” EOOJ, yn. "Kbh4o Ckopues™ Ne8, 5350 Tpsagna, buarapus

9. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA
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10. JATA HA IIBPBO PA3PEIIABAHE/MIOAHOBABAHE HA PA3PEINIEHHETO 3A
YIIOTPEBA

29.12.2006/27.02.2012

11. IATA HA AKTYAJIM3UPAHE HA TEKCTA
HAnyapu 2025




