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1. HME HA JEKAPCTBEHHA NPOAYKT

Kanra6 8 mg rabnerxu
Cantab 8 mg tablets

2. KAUYECTBEH U KOJHYECTBEH ChLCTAB

U3NLAHVTERHA ATEHUNSA 110 NEKAPCTBATA

Kpaimxa xapaxmepucmuKe Ha npogykma - [ounoxkenue 1
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Beaxa TabneTka ChIbpika $ Mg KanaecapTaH LHnexceThn (candesartan cilexetil).
TTOMONIHH BEILECTRA ¢ H3BECTHO AelicTBHE: Begka Tabinerka coabpika 100,025 mg nakTo3a MOHOXHAPAT

(Lactose monohydrate).

3a (1bNHHS CIHCEK HA TOMOLIHHTE BEIIECTRA, BX. ToUKa 6.1,

3. JEKAPCTBEHA ®OPMA

TabnreTtka.

THMHO PO30BH KpbIIH TabAeTKH ¢ AeNUTENHa 4epTa OT eAHaTa CTPpaHa W JIOroTo Ha Hofen $apma ot

apyrara.

Tabnetkarta Moxe Aa ObAC pasAeneHa Ha ABe PaBHH [10JJOBHHH.

4. KJAHHWYHHM JAHHH
4,1 TepaneBTHYHH NOKA3ZAHNUIA

Kautad e nokasaH 3a:

¢ Jlecuenue Ha eceHLHATHA XHNEPTOHHA NPH BB3PACTHH.

o Jleuewue KA aPTEPHANHA XWICPTOHKS TIPH G112 K (OHOWK HA BB3PACT OT 6 10 <18 roJuHK.

¢ JleueHHe Ha Bb3PACTHU NALHEHTH CbC CHPACYHA HEAOCTATRYHOCT H HAPYUICHA IEBOKAMEPHA
cHeTonHa GyHKus (PpakuMs Ha W3TNACKBAaHE Ha JIABa KAMEpa = 40%) KaTo JOITHJIHEHHE KbM
NEYEHHETO ¢ HHXHONTOPH Ha aHTHOTEH3WH-KOHBEPTHPALUHA CHIUM {ACE uHXHOMTOPH) HITH NPH

xertoHockHmocT kbM ACE nuxubutopure (Bk. To4Ka 3.1}

4.2 Jlo3aHpoRKa A HAYHA HA OPAJCKEHHE

TTo3MpORKA [IPY ApTepHaita XUIEPTOHHS

[TpenoptusanaTa HavanHa Ao3a U obHyalHATA MOAXBPHKALLA 11038 Ha Kantab e 8 mg enHoxparHo

IHEBHO,

OBU4aiiHO aHTHXKIIEPTEH3UBHHSA edekT Ce NOCTHTa B PAMKHTE Ha 4 CCAMULIA.
B 3aBHCHMOCT OT NOBNHABAHETO Ha APTEPUAIHOTO HANATaHe, TePanuATa e Bb3MORKHO 1 Obae
KOPHIHpaHa, KATO JI03aTa MOXe A1a ObA¢e MOBHIIEHa 0T 16 mg A0 32 mg eAHOKPATHO JIHEBHO.

Hayuenmu & cmapuecka 8b3pacm

np[d nauMeHTH B CTapuecka Bb3pacT He € Heobxoauma KOpEeKLMsA Ha HadaaHaTa no3a.

Hayuenmu ¢ Hamaien 6bmpecs0oe obem

Hauansa a03a OT 4 mg mMoXKe Jia ¢e uMa NPEABUA [IPH PHCKOBY 38 PasBUTHE HA XHROTOHNA 11
KaTO HATIPUME TAKUBA ¢ eBeHTyanHo ofeMHo HideprBake (Bk. TOUKa 4.4).
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Hayuenmu ¢ 6opeuno yepeacoane

IMpu nauuenTH ¢ 6B6PeUHO yBpekAaHe W/HIH Ha XeMOANATH3a, HayaimHaTa fo3a € 4 mg, JlosaTa Tpadea
Ia ce THTPHPA B 3aBUCHMOCT OT TEPANIEBTHIHHA OTTOBOP.

ONUTHT NpH HAIMEHTH ¢ MHOTO Teka M TepMuHanHa 660peuna HegocTaThaHOCT (Cl o < 15 mi/min) e
orpagnyeH (Bx. Touxa 4.4).

Hayuenmu c ueprodpotno yepexnciane

TIpH nauueHTH ¢ neKo G0 yMepeHo YepHoApobHO YBpexaHe NpemopbYBaHaTa HadalHa fno3a € 4 mg
€1 HOKpaTHO AHeBHo. Jlo3ara Moxe A4 Obje KOPHrHpaHa B 3aBUCHMOCT OT TepaneBTHYHHS OTTOBOP.
[Ipy NauMeHTH C TEXKC YepHOAPOOHO YBpekaane n/unu xonectasa Kanrab e npoTHBonokasaH (Bxk.
ToukH 4.3 u 5.2).

Yeprnoxoxcu nayuenmu

TlpH 4epHOKOXKH NAIMEHTH AHTHXMNEPTEHIKBHIA e(eKT Ha KaHAecapTaH ¢ no-cnabo u3paseH, OTKOAKOTO
NP He-4epHOKOXH HauMeHTH. CIe0BaTeNnHO MPH YePHOKOKH NaHEHTH, B CPaBHEHHE ¢ He-HEPHOKOXKH
TIALMEHTH, 32 MOCTATAHE Ha KOHTPOJ HA ApTepHANHOTO HANATAHE MOXKE I0-YECTO /1a Ce Hajiara
BB3X0JALI0 THTPHpaHe Ha fo3arta Ha KaHTat i efHOBpeMeHHO NpHIaraHyTe JTeKapCTBEHH IPOAYKTH (BiXK.
Touka 5.1).

Heduampuyna nonyaayus

Hewa u rowowu na svapacm om 6 00 <18 zodunu:
IpenoprunTentaTa HadaHa 403a € 4 mg BeAHDK JHEBHO.

» [lamuenTtn ¢ TenecHo terno < 50 kg: ITpy nauneHTH, YHETO APTEPHAITHO HAATAHE € 110 aIEKBaTEH
KOHTpOJ, 103aTa MOke Ja ObJe noaHileHa 00 MAKCHMYM & Mg BEIHEX AHEBHO.

e TTanuenTn ¢ TenecHo Ternoe > 50 kg: Tipn nanmenTH, 9METO apTEPUATHO HAJATEHE € 0], AACKBATEH
KOHTpOII, A03aTa MOe Ja ObJle NOBHIISHA 10 MAKCHMYM 8 mg Be/lHEXK XHEBHO, Cnej KOeTo, ako
ToBA & HeoBxoauMo — Ao 16 mg BeaubK THEBHO (BXK. ToYKa 5.1).

JNosmpoBku Has 32 mg He ca TPoyYRAHK IIPH NEAMATPHHHN TIAIHENTH.
OcHOBHATA YacT OT AHTHXHNEPTEH3HBHASA e)eKT ce pasrpplla 10 4 ceAMHIM.

{Ipu nela ¢ Bh3MOKHO BBTPECHA0BO 00eMHC HEHepnBae (Hanp. NaHeHTH JSKYBanH ¢ SHypeTHIIH,
ocofeHO TakHBa ¢ HapyllleHa OsOpeuHa PyHKIHA), NevenneTo ¢ Kantab Tpabea ce nposexna 1o ¢Tporo
MEOULMHCKO HAOIIOAeHHE M cleapa Ja ce ofChIH Mo-HUCKa HavallHa 033 oT oOudaiHaTa (BX. TOUKa
4.4).

KanTa6 He ¢ NpoyusaH IPH fielia ChC CKOPOCT Ha MIyMepyana guarpaind noa 30 ml/min/1,73 m? (ex.
TouKa 4.4).

Yeproroxcu neduampuunu nayuenmu
I1pu 4epHOKOXKH NEIHATPHYHY TAMEHTH aHTHXHIEPTEH3NBHASA e(eKT HA KaHAECapTaH e no-caabo
A3pa3eH, OTKOJIKOTO MPH He-YEepHOKOXKH NAlHeHTH (BX. To9Ka 5.1).

Heya na gvapacm om 1 00 < 6 200unu
¢ BesonacuocTra H €eKTHBHOCTTA NIPH Aela Ha Bh3pacT oT 1 10 < 6 FrofHHA He Ca YCTAaHOBEHH.
HajiA4uHHTE 10 MOMEHTA AAHHH ¢4 OIIMCAHH B TOYKA 5.1, HO MpenopeKHE OTHOCHO

MOTarT Ja O51aT JancHH.




e Kanral e nporuBoNoKasaH rnpu Aela Ha Be3pacT oo 1 roanHa {Bx. Touka 4.3).

O3HPOBKA NIPH CEPACYHA HEAOCTATHYHOCT

OGnualinaTa MpelIopBEYHTENHA HavaliHa Jo3a Ha KanTad e 4 mg eqHOKpaTHO JHEBHO. Bh3xoasmoro
THTPHpaHe IO TAPTeTHATA 103a OT 32 mg eAHOKPATHO JHeBHO (MakCHManHa 103a) HiH J0 MaKCHMAaTHATa
IIOHOCHMA 1034 C¢ OCHIIECTRBABA YPe3 yABOABaHe HA J03aTa IIpe3 MepHOH OT ToHe 2 CEAMMIM (BXK. TOUKa
4.4). Ouenkara 4a NAUMEHTH CHC CHPASYHA HENOCTATHYHOCT BUHArY TpalBa fa BICIIOYBA OLCHKA HA
6bpbpeunaTa GyHKIHA, BKIFOYHTEIHO MOHHTOPHPAHE Ha KpeaTHHa H Kanud B cepyma. KanTab Moxe fia ce
NpHJIara ¢ Apyr# CPeACTEa 32 JIieYeHHe Ha CEpAevHa HeAOCTAThYHOCT, BKMounTenHo ACE HHxuburopH,
6eTa-0moKepH, THYPETULH HIIH CHPASYHH MIMKOZHIHY, KAKTO ¥ ¢ KOMOHHAMH OT Te3H JIEKapCTBEHH
TTPOAYKTH.

KomGunaimarta ot ACE naxubnTop, kanuii-cexpanspail AHYPETHK (HANP.CNHPOHONAKTOH) 1 KaHTab He
ce NPENOPEYBA H CIIEBA JIa ¢¢ HMa NPEIBHA caMo ¢Jie]] BHHMATENHA ONECHKA Ha HOTEHIHATHHTE IMOM3H K
puckoBe (Bux Touke 4.4, 4.8 u 5.1).

Cretfuannu nonyaayuy Rayuenmu

Tlpe NalMeHTH B CTapuecKa Bb3PacT HIIH IPH NMALMEHTH ¢ HAMAJICH BTPECHA0B 0beM, ¢ 0BOpeuHo
YBPEIKIaHe HIH C IEKO 10 YMEPEHO TEXKO 4epPHOAPOOHO YBpekaaHe, He € HeoOX0onMMa KOPEKLHS Ha
HAYanHaTa A03a.

Ieduampuyna nonyrayus

BezomacHocTTa M edikacHocTTa HA KaHTah 22 nevucHHe Ha CbpAEYHA HENOCTATEYHOCT HE CA YCTAHOBEHH
TpH Iela Ha Be3pact Ao 18 roauHi. HamMa HalH4HAA DaHAH.

HauHH H& npHIOKeHHe

ITepopanno.
KanTab Tpalea aa ce npHeMa efHOKpaTHO JHEBHO ¢ MK §¢3 XpaHa.
buonann4HocTTa Ha KaHTab He ce moBIMABa OT IpHEMa Ha XPaHa.

4.3 IlporHBONOKA3IaAHHN

CBpBbX4yBCTBHTEHOCT KEM KAHNECAPTAH WHJIEKCETHN WM KbM HAKOE OT IIOMOLIHATE BEILECTBa,
H3OpoeHH B Touka 6.1.

Bropu ¥ TpeTH TPHMECTHD Ha OpeMeRHOCTTa (BK. Touky 4.4 1 4.0).

Texko dephoapobHO yBpexaane H/HITH XonecTasa.

Jeua Ha Be3pact noA 1 roguna (BX. To4ka 5.3).

4.4 ChenHaJHH Npeaynpe;AeHHA B NpeANa3HH MEPKH IpA YROTpeda

bvbpeuno yepexcoane

KaxTo nps Je4eHre ¢ IPYTH CPeACTBa, KOUTO HHXHOHPAT peHHH-aHTHOTEH3HH-AI0CTEPOHOBaTa
cucTema, H npu nedeHne ¢ Kanrab Morar na ce ovaksar npoMeHH B Op6pevHara yHKUHA NpH
JyBCTBHTE/HH TALIHEHTH.

Korato Kanrab ce H3momn3Bsa npH NAaUHEHTH C apTepHAIHA XHNepToHuA H OROpeuHH yspe
ocofeHO BAXKHO Ja € H3BBPUIRA NePHOANYHO MOHHTOPHPAHE HA HUBATA HA CEPYMHHA
CepyMHHA Kaimii. /



OnuTHT NPH NaLKMEHTH ¢ MHOTO TEXKa KK TepMunanHa §a0peuna HegocTaTh4HOCT (Cl < 15 ml/min}) e
orpaunyved. ITpu Te3n mauienTH Ao3ara Ha KanTab TpabBa fa ce THTpHpA BHHMATENHO, CBC CTPHKTEH
KOHTpPOJI HA apTepHa/THOTO HANArAHE.

OlleHKaTa Ha NAIHEeHTH CBC CHPIEYHA HeNOCTATBYHOCT 'rpﬂﬁBa Ja BKIIK4Ba [EPHOAYYHA OLEHKA Ha
OnOpeuHara PyHKuHA, 0coOeRO NPH MalHEHTH B CTAPYecKa Bh3pacT Haj 75 roJMHH, KAKTO H NPH
nauMedTH ¢ 6B0peqro yBpexaane. IIpu THTpHUpaHe Ha fo3ata Ha KanTal ce npenopsyBa MOHHTOpHpaHe
Ha CepYMHHA KPEaTHHHH H CepyMHHA Kannii. B KNHHHYHATE MPpoyYBaHHA Ha MALMEHTH ChC ChpAeYHa
HEIOCTATEYHOCT He Ca BKIIOYBAHH TIALMEHTH CBC CepyMeH KpeaTHHHH Haa 265 pmol/l (> 3 mg/dl).

Ynompeba npu neduampuynu nayuenmu, expovumenno u nayuenmuy c Ob6peuno yepexcdane
KanTab He € npoyyBaH npH Jela chC CKOPOCT Ha MymepyHa dunrpamps nog 30 ml/min/1,73 m? (Bx.

TouKa 4.2).

Kombunupana mepanus ¢ ACE unxubumop npu copoeuna HEOOCMambyYHOCH

PHCKbBT OT Pa3sBHTHE Ha HEKeNaHH PeakiuH, 0cobeHo HapylleHHe Ha Os0pevHaTa QyHKuHs 1
XHIIepKAHEMHs1, MOXKE JIa Ce MOBHIIH NpH Npriokerne Ha Kautab B koMOnHauns ¢ ACE uaxubuTop
(Bx. To4uka 4.8). INauneHtiTe Ha NOAOOHO NeveHne TPAOBa Ja cé MOHHTOPHPAT NEPMaHEHTHO H
BHHMAaTEIHO.

Xemoouanuza

Mo BpeMe HA AUAIKM3a APTEPHATHOTO HAJIATAHE MOXKe Aa e 0coDeHo 4yBCTBUTENHO KeM AT) -
pelienTopHara 510KAAA B pe3y TAT HA MOHKIKABAHETO Ha MIa3MEHHA 00eM H aKTHBHPAHETO HA PeHHMH-
AHTHOTEH3HH-ANA0CTEPOHOBATA cHeTeMa. Clle/IoBaTEIHO MPH MAlHEeHTH HA XeMoananu3a, Kanrab Tpabea
Jlace Tm'pnpa MHOTO BHHMATE/IHO, ITPH CTpHKTeH KOHTpON Ha apTepHaIIHOTO Hamarade.

Cmenosa na 6vbpeunama apmepus

JIeKap(:TBeHme NROAYKTH, KOHTO NOBAHABAT PEHUR-AHTHOTCHIUH-ANN0CTEPOHOBATA CHCTEMA,
BKJTHOUMTENHO B anruoTensuH I peuentoprure antaronucTd (AIIPA), MmoraT na npeau3BHkar
MNOBHIIABAHES Ha HHBATA HA KPLEHATA YpeA H CEPYMHHA KPEATHHHH NPH MallleHTH ¢ ABYCTPaHHa CTEHO3a
Aa 6e6peyHara apTepHs HIH ¢bC CTEHO3a Ha ObOpeyHa apTepHA Ha €AHHCTBEH OBOpex.

Bvbpeuna mpancnranmayus
JIMOCRa OMMT IO OTHOIIEHHE Ha NPHAoKeHneTo HA KanTal NpH MaluenTH ¢ HACKOPo H3BbpINEeHA
6B0peyHa TpaHCILIAHTALIUA.

Xunomonus

Mo epeme Ha neuyennero ¢ Kanrtab Ha nanpeHTH ChC CHPAEYHA HEAOCTATEYHOCT € Bb3MOMKHO J1a ce
pa3BHe xunorouns. Takaea Moxe 1A Ce pasBHE H NMPH [IALMEHTH C XHNEPTOHHA, HO C BbTPECHI0BO
obeMHO H34epNBaHe — KATO HAIPHMED MALMEHTH Ha JIeYeHHE C IHYPETHLH BhB BHCOKH 103u. [1pn
3aMOYBAHE Ha JIeYeHHeTo TpadBa Aa ce NOoAX0KIA C NOBHIEHO BHHMaHKE, KaTo TpabBa Ja ce HanpaBH
ONHT 2a KOPEKIHA HA XMNOBOJEMHATA.

[Mpu felia ¢ BB3MOXKHO BBTPECHA0BO 00EMHO U3UepnBaHe (Hallp. NalHeHTH, JEKYBaHH C AHYPETHIH,
0co0enO TAKHBA ¢ HAPYIUEeHa Gpbpeyna dyukuna), neuennero ¢ Kanrab Tpabsa fia ce HHHUHEDA 107,
CTPOro MeIHLHHCKO HaGMmoAeHKe H Ja ce 0OMHCIIH No-HUCKa HAYaIHa [103a OT o0HYaiHaTa (BK. TOUKa
4.2).

Anecme3us u onepautii
Tlpn naunesTH, KOUTO ca NeKyBaHH ¢ aHrnoTeH3HH 11 pelleNnTOPHATE aHTATOHKCTH, N4,
aHeCcTe3HA U OIlepauds € BE3MOXKHA XHIIOTOHHA Mopaas 610Kala Ha peHHH-aHIHOTE




Al AOCTEPOHOBATA CHCTeMa. MHOTO pAKo, XHIIOTOHHATA MOKE Jia € TEXKA H A3 H3HCKBA HHTPABEHO3HH
BIIHBAHHA W/UIH NPHIOKESHHE HA Ba3ONPECOPH.

Cmenoza na aopmuama u Mumpaiiama krand (odcmyicmueia xunepmpodhuyna xapouoMuonamus)
KakTo u mpu npHIoKeHHe Ha APYTH BA30OUAATATOPH, MPH NAIHEHTH CTpajallH 0T XeMOAHHAMHYHO
3HaYMMa 20PTHA HIIH MHTPAIHA CTEHO33, HIH OT 00CTPYKTHBHA XUTIepTpodi1Ha KapAHOMHOIIATHA, CE
fpenopbuBa npH eyeHHero ¢ Kantal na ce noaxoxaa cec cleldalHO BHHMAHHE.

Tvpeuyen xunepandocneponusom
Kato nan0, IauHEHTHTE ¢ EPBHYCH XHNEpal0CTEPOHH3EM He Ce NOBIHABAT OT AHTHXHIEPTEH3HBHHTE

AEKAPCTBEHH MPOAYKTH AcHCTBAIM upe3 HHXHOHpaHe Ha peHHH-aHTHOTEH3HH-a10CTEPOHOBATA CHCTEMA.
ITopagu ToBa ynotpeOatara Ha KanTtal B Tasu momynanus He ¢e HpPenops4sa.

Xunepranuemun
EnHoBpeMeHHOTO Mpuiokenye Ha Kanta ¢ kannii-chbxpaHsBaliy JHypeTuild, KalHeBH n00aBkH,

3aMECTHTENU HA TOTBaPCKaTa COJI, ChABPIKAINH KaTHii, HIH KPYTH JIEKapCTBEHH IPOLYKTH, KOMTO MOraT
Ja NOBHIIAT CTOHHOCTHTE Ha Kanus (Hanp. XellapHH), MOxe Aa J0BeJe A0 [IOBHIIABAHE HA CEPYMHHS
xaHil Ha NANUeHTH ¢ apTepuanta xunepronus. [Ipy neobxoammoct Tpabaa ce npeanpueme
MOHHTOPHpPaHe Ha CePYMHHA Kamuii.

HPH JNEKYBAHHTE C Kanrab MAalHEHTH CBbC ChPACYHA HENOCTRTHYHOCT MOKS Aa e PAa3BHe XHIICPKAITHCMHUS.
Ipenoprupa ce MepHOIHYHO MOHRTOPHpaHe Ha cepyMuus kaauii. Kombunauna or ACE uaxuburop,
Kanuii-chxpanasall JUypeTHk (Hamp. cnipoHonakton) 1 Kanrab He ce npenopbusa. Taxapa komMOHHaUMs
MOSKe Jia ce ¥Ma [IPeABH] CaMo Cllell BHUMATeTHa OLleHKA Ha NOTEHIHAHATE [OJI3H M PHCKOBE.

Obugu

TIpH NanMeHTy, HAHTO CHAOB TOHYC 1 OBOpeuHa QYHKIHA 3aBHCAT IIABHO OT aKTHBHOCTTA HA PEHHH-
AHTHOTEH3HH-ATIOCTEPOHOBATA CHCTEMA (HalIp. MAIMEHTH ¢ TeXKa 3aCToHHA ChpleuHa HEAOCTATHUHOCT
HIM noanexano 6b6peune 3a60I9BaHe, BKIIIOYHTENHO CTeHO3a Ha OBOpedHaTa apTepua), IEUeHHETO ¢
JPYTH NEeKapcTBEHH TIPOAYKTH, TOBNHABALIM TA3H CHCTEMA, ¢€ CBLP3Ba C OCTPa XHIOTOHHH, a30TEMHS,
ONHTYPHA U PALKO OCTpa OBOpeYHa HeOCTaTEYHOCT. BepoaTHOCTTa OT pa3BHTHE Ha MoAobeH edexT npH
npmwnoxenne na AIIPA He Mosxe na ce R3kmodu. Kakto npH NpunoxeHne Ha KoeTo H J1a ¢
AHTHXHIIEPTCH3UBHO CPEICTBO, MPEKOMEPHOTO NOHMKABAHE HA APTEPHANHOTO HANATaHe MPH NALHEHTH ¢
HCXeMHYHA BOJIECT HA ChPUETO WIH HCXeMHYHA MOZBYHO-CHI0BA GONIECT MOKeE Ja IOBE/E A0 PA3BHTHE Ha
HH(apKT Ha MHOKapIa HIH HHCYAT.

AHTHXMNEPTEH3UBHUAT edeKT HA KaHfeCapTaH Moxe Aa O OTEeHLUpPaH OT JPYTH [IOHHXABalH
apPTEPHATHOTO HAAATAHE NeKapCTBEHH MPOAYKTH, 63 3HaueHHe Jali ca NpeANiCaHH KaTo
AHTUXUNEPTECHIUBHY Wi NO APYTH TOKa3aHus.

KanTab cbabpska 1aKTo3a MOHOXHIPAT.

IManyeHT™ ¢ peakH HaCAEACTBeHH NpobieMH HA HEMOHOCHMOCT KbM rajaKTO3HA HENOHOCHMOCT, Laap
JIaKTO3eH nedHUUT HIH IITIOK030 — ranakTo3sa Manabcopbuus, He TpsOBa Aa NpHEMAaT TO3H JIEKAPCTBEH
MPOLYKT.

bpementocm
Mo BpemMe Ha GpeMenHoCT He Tpa6Ba [a ce npHara nevenne ¢ AHTHOTEH3HH I pelleNnTOpHH AHTATOHHCTH

(AIIPA). Ocpen axo NpoBHKABAHETO Ha NeueHHeTo ¢ AIIPA He ce cM5ATa 32 JKU3HEHOBAMKHO, MPH
MIALMEHTKHTE, KOWTO CMATAT J4a 3a0peMeHedT, TpsOBa Ja ce IPEMHHE KbM NeYEHHE C ANTEPHATUBHO
AHTHXHNEPTEH3NBHO CPEICTBO, KOETO € ¢ YCTaHOBeH npodun Ha Ge3onacHoCT 3a ynorpeba




ITpH MauMeRTKH crel clie]l MeHapXxe BepoATHOCTTA 3a GpeMeHHOCT TpAOBA Ja e NpoBepABa PeAOBHO.
Tpsabea na ce xasa peRoBHA HAGPOPMALHA HWTH Ja ce NpeaNpHeMaT MEPKH 3a IPelOTBPATABAHE Ha pHCKa
3a KCIIO3ULIMA TI0 BpeMe Ha OpeMeHHOCT (Bx. TO4KH 4.3 1 4.6).

4.5 BsammopeiicTBHE ¢ APYTH JeKAPCTEeHE NPOAYKTH R ApYTH (hopMH Ha B3anmoaelicTBHE

CreAHHeHHATA, H3CIEABAHH B KIHHHYHA (JapMakOKHHETHYHH NIPOYUBaHHSA, BRIOUBAT
XUIPOXNOPOTHAZAL, BaphapHH, AMTOKCHH, TepOPaHA KOHTPALCIITHRH (HANp.
eTHHH/IeCTPaguoJl/IeBOHOprecTpen), rubeHkaaMu ], Hude HIHH H eHananpuil. He ca ycranoeenu
KITHHMYHO 3HaYMMH (hapMaKOKHHETHYHH B3aHMOICSHCTEHS ¢ Te3H JIEKApCTBEHH NMPOAYKTH.

[IpH €AHOBPEMEHHOTO TIPHIOKEHHE C KaNHii-ChbXPaHaBAIIM THYPETHUH, KATHEBH No6GABKH, 3aMeCTHTENN
Ha FOTBAapCcKaTa Col, ChABPKAMIH Kaaui, HiIH APYTH JIEKapcTBEHH HPOAYKTH (HaNp. XeNapHH) MOXe Ja
TTOBHILM CTOHHOCTHTE HA cepyMHHUA kanuit, [Tpn HeoOxoamMocT TpabBa ce MpeanpHeMe MOHHTOPHpAHe
Ha cepyMHus KasH (Ba. Touka 4.4).

IpH eaHoBpeMeHHOTO npwiokeHHe Ha nuTuil ¢ ACE unxubatopH uMa ceo0ineHud 3a obparumo
NOBHILIABAHE HA CEPyMHATa KOHLEHTPALHA H TOKCHYHOCTTa Ha INTHA. CxofieH edexT MOKe Ja ce pasBHe
# npH npunoxenre ¢ AIIPA. TTopany ToBa, MpHAOKEHHETO HA KaHaecapTaH ¢ JIMTHH, Be Ce MPenophLyBa.
Axo KOMOHHALHATA ce oKaxke Heo0X0AuMa, cé IPENopbhYBa CTPHKTHO MOHMTOPHPAHE HA CEpYMHATA
KOHIIEHTpALHs HA JTATHA.

EaHoBpeMeHHOTO IPUI0keHHe Ha ARTHOTeH3HH Il penerrropHH AHTArOHHCTH ¢ HECTEPOUTHH
POTHBOBBENANHTENHH cpefcTa (NSAID) (T.e.cenexrusan uaxnbuTOpH Ha COX-2 , aueTHICATHLIAIOB
KHCETHHA (>3 g/aHEBHO) B HeceleKTHEHH NSAID)), aHTHXHIIEPTEH3HBHHAT &EKT MOKe 1a HamManee.

Kakro n npu npunoxerne Ha ACE HHXHOUTODH, eqHORDeMEHHOTO NpHnoxeHue Ha AIIPA u NSAID
MOXKe Jia JoBefe 10 NOBHIIABAHE Ha PHCKa 3a BlollapaHe Ha OpOpevHara GyHKIMA, BRIIOYHTENHO H 32
pa3BHTHE Ha ocTpa GBOpeYHa HEAOCTATEYHOCT, H 33 IOBHIIABAHE HHBATA HA CEPYMHHS KaTHM, 0CODeHO
NpH NalHCHTH B CTapuecka B3pacT. [TaiiHenTHTe TpAORa Aa O6BAaT XMAPaTHPAHH B JOCTATHYHA CTENeH U
TpsibBa Ja ce OOMHCIIH MOHMTOPHpaHe Ha GbpOpedHaTa QyHKUHA clie]] 3aN04YBaHE HA CHNBTCTRALIO
JeveHHe, KakTo i MepHOJHYHO clie]l TOBa.

[leduampuyuna nonvaayus
Ipoy4BaHud 3a B3aUMOAEHCTBHATA CA MPOBEKIAHH CAMO NPH BB3PACTHH.

4.6 @epTARHETET, GpeMEeHHOCT B KhpMeune

Bpemennocm

He ce npenopbusa nprema #a Anrnotensun 11 penentopsn aHTATOHUCTH TIPES TBPRUA TPHMECTED OT
GpemenHocTTa (BXK. Touka 4.4), [To BpeMe Ha BTOPHA U TPeTHA TPUMECTHP Ha OPEMEHHOCTT2 NPHEMA HA
Anrrorenzun Il penenTopun anTaTOHHCTH € MPOTHRONIOKA3aH (BXK. ToukH 4.3 1 4.4).

EnuaeMuonorivHHTE JaHHH, Kacaell PUCKa OT TepatoreneH edekt cnes npuem Ha ACE nuxuburop
Tipe3 IbPBUA TPHMECTLP OT OPEMEHHOCTTA HE €A €HO3HAYHH; BCE NTaK HE MOXKE Ja ce H3KIIOUH JIEKO
MOBHIIABAHE Ha pHCka. Makap Jia HAMa KOHTPOJHPaHH eNHAEMHONONHYHY AaHHH, KaCaell[H PHCKA npu
npueM Ha ATIPA, IpH TO3H Knac IeKapcTBa MOXKe Aa ChInecTBYBa noacbeH puck. OcBeH ako
NpoABKaBaHeTo Ha JedeHnero ¢ AIIPA He ce cMATa 33 KH3HEHOBAXHO, N1PH TTALIHEHTHTE,
BB3HAMEpABAT Aa 3a0peMenent, TpAOBa 12 ce IPEMAHE KEM JIUeHHe C aNTePHATHBHO




AHTHXHIIEPTEH3HEHO CPEACTBO, KOETO HMa YCTaHOBeH npodun Ha 6e30macHoCT 3a ynorpeda o BpeMe Ha
6pemernocT. [Ipu yeTraHoBsBaHe Ha GpemenHoct neuenueTo ¢ AITPA TpaGpa Aa ce cripe He3abaBHO H, aKo
€ YMECTHO, J1a ¢€ 3aIl04He ANTePHATHBHO JIcHEeHHE,

H3BecTHO e, ve excrosunusTa Ha AIIPA npe2 BTOpHA H TpeTHA TPUMeCTHP Ha OpeMeHHOCTTa MMa
deroroxcuueH edext (Hamanena GuOpednara GyHKLMA, OTHrOXHAPAMHHAOH, 3a0aBeHa ocKMHKALMS Ha
YepenHuTe KOCTH) M HEOHATANHA TOKCHIHOCT (Ob0pevHa HeAOCTATEYHOCT, XHIOTOHHA,
xenepkanuemun) (Bx.1o4kH 4.3 u 4.4).

IIpm excriosnuua Ha AIIPA cnea HadanoTo Ha BTOPHA TPHMECTHP Ha OpeMeHHOCTTa, ce NpenopsUBa
exorpadicka oLeHka Ha GpOpeyHaTa QPYHKUHI H CHCTOAHHETO HA YEPEHHUTE YEFOCTH.

Knpmauera, unuTo Maiiku ca npuemany AIIPA,Tpabea fa ca o HellocpeACTBEHO HabmoaeHHE 34
Pa3BHTHE HA XHNOTOHAA (K. TovkH 4.3 1 4.4).

Kopmene

Monexe nuncsa mHdopManid, Kacaewa ynoTpebara na Kantab mo BpeMe Ha KbpMeEHE, IPHIOKEHHETO Ha
KanTab He ce npenoprusa, A € 3a NpeAnovYuTale JeueHHe ¢ AITePHATHBHY JIEKAPCTREHH CPeIcCcTBa, KOHTO
HMaT YCTaHOBeH Npodii Ha Ge30IaCHOCT MPH KbpPMeHe, 0cofeHo IpH KbpMeHe Ha HOBOPOAEHO HITH
HEAOHOCEHO KbpMave.

4.7 EdekTH BLpPXY ¢cn0co0HOCTTA 32 WodHpaEe H padoTa ¢ MALMHAHA

He ca nposexaHH NpoydYBaHHus 32 epekTuTe Ha KaHAecapTar BbpXY cnocoGHOCTTa 3a IIoQUpaHe i
pabota ¢ mamuHH. Bee max TpabBa Aa ce B3eMe 1oJ BHHMaHHe, Ye NOHAKOTA (10 BPEME Ha JIEYSHHETO ©
Kanrab e Bp2MOXKHA NIOABA HA 3aMaAHOCT HJIH OTNAJHANOCT.

4.8 HexelanH JeKApPCTBEHHE PEaAKNHA

Jeyente ng apmepuanng Xunepmonis

Hexenanure PCAKIHH OT KOHTPOJMHPAHHTE KIHHHYHHA Opoy4YBaila €a ACKH H OPEXOIHH, KaTo oﬁma'ra
YECTOTA Ha PA3BHTHE HA HEXCITAHH chOUTHY He DOKAa3Ba 3aBHCHMOCT OT A03aTa HIH Bb3pacTTa.
CnHpaHnero Ha JIeYeHHeTO MOpalH PasBUTHE Ha HEXEIaHH PeakUuHH € CXOJHO 34 KaHJSCAPTaH LHIeKCeTH
(3,1%) m mnanebo (3,2 %).

B cHopuus aHANTH3 HA JaHHUTE OT KIIHHWYHHTE MPOYYBaHUA TIPH TIaLIHEHTH ¢ apTepHATHA XHNEPTOHKS,
HeKeNaHHTe PeakuH MpH KaHAEeCapTaH WHICKCETHI ce feGHHHPAT Bb3 OCHOBA Ha YEeCTOTATa Ha
Hexenanu ¢bOMTHS MPH [IPHEM HA KaHaecapTaH MHIEkceTHN, o-BHcoKa ¢ noHe 1% ot nabmojaBaHara
ApH npueM Ha Wwianebo. [To Tasu nedpunnuns Hali-yecTo chOOIIABAHNTE HeXENAHM peakimy ca
3amaiiBane/BEPTHIO, MaBoGoNKe K HHeKui Ha AUXaTeHHTE MLTHILA.

B AageHarta TaGJIHIla TIO-JOY Ca MpPeACTaBeHH HEXECMAHHTS PEAKLIHH OT KTHHHYHHUTE TIPOYYBAHHA H
HOCTMApPKEeTHHTOBHA OIIHT.

HznonssaunTe B TaOMHILUTE B TOUKA 4.8 UeCTOTH ca K2KTO CleABa: Muoro uectH (=1/10), yectn (=1/100
Jao <1/10), veyecru (>1/1000 zo <1/100), pemkxn (>1/10 000 ao <1/1000), Maoro penku (<1/
HEeH3BEeCTHA 9ecToTa (OT HANHYHKUTE AaHHH HE MOXe 1a Oble HanpaBeHa OLEHKa).




CucreMHo-opranen Kjac YecToTa Hexenana peakius
Hudexuun u nndecraunn Yectu Huxarensu HadeKIHU
Hapyimenns Ha KpbBTa H MHoro penku JleBKOTIeHHA, HEYTPOTICHAA H

numdHaTa cHerema

arpaHyJouHTo3a

Hapymenna Ha MeTabosi3ma U
XpaHeHEeTo

MHoro penku

XuneprajlHeMHs, XHITOHATPHEMHA

Hapymenns Ha HepsHaTa Yecrr 3amaiiBane/BepTHro, riasobonne
CHCTEMa

Pecmparophu, TpeaHyU 1 MHoro penxn Kautnuna

MeIHACTHHAIHH HapyIIeHHs

CromaiiHo-upeBHH Hapyluenns | Muoro penkn T'anene

Xenato — SunuapHu RapyleHaa

MHuoT0 penkH

TloeHIaBaHe Ha YepHOOPOGHHTE
€H3HMH, OTKJIOHEHHS B
vepHoApoOHaTa QYHKINS HIH XeNaTUT

Hapyinenus na koxarta 1
NIOIKOHATA ThKaH -

MHoro penku

Anrnoenem, 06pHE, ypTHKaph,
NPYPHTYC

Hapymienna ra MyckynHo-
CKEJIeTHATA CHCTEMA
CheAMHHTENHATA ThKAH

MHoro penkn

bousku B repba, apTpanruad, MHAITHE

Hapywenusa na 0n0penure u
NHKQYHHTS NLTHIA

Muoro penxu

bB0peuHo yBpexkaaHe, BKIIOYHTEIHO
OB0pedna HEAOCTATHIHOCT NIPH
YYBCTBHTENHH namHeHTH (BXK. TOYKa
4.4)

Jabopamopuu pesymmanti

Kato uano Kaurtalb uama KIMHHYHO 3Ha9HMK epeKTH BPXY PYTHHHHATE JabopaTOPHH NOKa3aTeNH.
KonkoTo 10 Apyrd HHXHOHTOPH Ha peHHH—AHTHOTEH2HH-AII0CTEPOHOBATA CHCTEMA, HAOMIOAaBaHH Ca
cIyYau Ha JIeKO IOHWXkaBaHe Ha XeMornoOuHa. Tpu nanpenty ¢ 650peuno yBpexaane ofaue ce
Hpenopbiba NepHOARYHEO MOHHTOPHPAHE HAa CTOHHOCTHTE HA KaJIHH M KPEaTHHHH B CEpYMa.

Heduampuuna nonyrayua

BesonacHocTTa Ha KaHecapraH LIIEKCETHII € IPOCIeAaBaHa B X0a Ha 4-CeIMUYHO KTHHHYHO
IPOYYBAHE 32 OLIEHKa HA e(HKAaCHOCTTa H AHOrOAHMIIHG OTKPHTO MpoyYBaHe IpH 255 nena H 10HOWIH Ha
BB3pAcCT 0T 6 0 <18 roaHHH ¢ apTepHanHa XHNepToHHd (BK. Touka 5.1). B mo4ry BCHUKY CHCTEMHO-
OPraHHA KacoBe, YSCTOTATA HA HEKENIAHUTE leKapCTBeHH PeaklMH MpH ASla € B IPaHHIHTE Ha
UECTHTE/HEUECTHTE HEKENAHH PEaKIHK. BrIpeky, ue 1Mo XapakTep H TEKECT HexeNaHUTE NEKAPCTBEHH
peakuEA ca CXOfHH ¢ TE3W MPH BH3PACTHH MAUWEHTH, MpH JSUATA U IOHOLIMTE HeKSTAHNHTE ISKAPCTREHY

PCaKmHA Ca C TTO-BHCOKA YECTOTA, ocofeHo Mo ce Kacae 3a:

« 'napobonyero, 3aMalipaHeTo ¥ MH(EKIHKTE Ha FOPHATE AMXATENIHN IHTHIIA ¢ ,,MHOTO JecTH"
(t.e.>1/10) npa meuara H ,uectH™ (>1/100 no <1/10) mpH Be3paCcTHHTE.

e Kauumnara e ,,MHOro yecta® (T.¢. >1/10) npu aenata u ,,MHoro paaxa™ (<1/10 000) npu

BB3PAcTHHTE.

® O0pussT € ,4ect’ (1.e. >1/100 go <1/10) npu gemnara H ,MHOrO paabk” (<1/10

BB3PaCTHHTE.




» XuTepKanHeMHsITa, XHIIOHATPHEMHATA 1 OTKIIOHEHUATA B YepHOApoGHaTa QyHKIHA ca ,,HEYECTH
(=1/1 000 go <1/100) npu Aeunara u ,,Muoro paaku” (<1/10 000) npu Bp3pacTHHTE.

¢ [Ipn fena CHHYCOBATA ApUTMHAS, Ha30hAPHHTUTET M XUITEPIIHPEKCHATA ¢4 ,,4ecTH” (>1/100 1o
<1/10), a oprodapunreannara Honka - ,MHOTO gecTa” (T.€. >1/10), a NpH BB3pacTHHTE HE ca
¢b00LIABAHM HMTO €HA OT Te3M HeXKeNaHH peakiuH. Te obave ca BpeMEHHH H IIHPOKO
pasnpocTpaHeHH ZeTCKH 3a0oNaBaHNs.

HanocTrAAT Ipodui Ha Ge30MaCHOCT Ha KaHAECAPTAH WHASKCETHA IIPH NeAUaTPHYHH NAlKEHTH He Ce
pasnu4aBa 3Ha9HTeNnHo oT NpotHiIa Ha 6e30MaCHOCT PH BE3PACTHHTE.

Henenie na copoeuna HedoCmamvyiocm

[MpodurbT HA HexenanuTe peakuiy Ha Kantab npH BB3pacTHH MALHEHTH CHC ChPAEYHA HEIOCTATEYHOCT

38BHCH OCHOBHO OT 3JPaBOCIOBHOTO ChCTOAHHE HAa MAHCHTHTE H € B CHOTBCTCTBHE € (bapmalconomma

Ha JI€KapCcTBeTO.

Haii-yecTo cho0MmanaHUTE HEXETAHN PEaKIHH Ca XHTIEPKaTHEMHs, XHIIOTOHHS H OBb6peuHo yBpexaane,
Tsxuarara 9ecToTa € mo-BHCOKA NPH NANHEHTH Ha Bb3pacT Haj 70 roquHy, NalMenTH ¢ Anabet Win
TAKHBA, KOMTO ¢2 IPHEMANH JPYrH JEKapCTBEHH MPOYKTH, NOBAHABALIH PEHHH-AHTHOTEH3HH-
alJoCTepOHOBATA CHCTEMA, B UaCTHOCT ALIE HHXHOHTOPH W/AMH CIIHPOHONAKTOH.

B Tabnupara [Mo-A0y Ca MPEeACTaBEHN HEXEIAHHTES peaKlHH OT KIHHHYHHTE [IPOYYBaHHA H

MOCTMAapKETHHIOBHA ONIHT,

CHcTeMHO-OPTAHEH KJAC HecroTa Heaxenana peaknns
Hapyioesus Ha KPERTAE H MHoro peaxu JleBkomnenns, HEYTPONICHHA H
nuMdHaTa CHCTEMA arpaHyJoHTO3a
Hapymenna sa MetabomniMa 1 Yectn Xunepkanuemus
XpaHeHETO

MHOTO peJiku XHIOHATPHEMHA
HapymeHus Ha HepBHaTa cHcTeMa | Muoro peakH 3amaiipane, rnasobonue
PecniuparopHH, TPBIHH H MHoro peaku Kamnnna
MeIHACTHHATHH HAPYIIEHHA
Co0BH HapyLIeHHA YectH XHNOTOHHS
CromManHo-4YpeBHH HapyLIeHHA MHoro peaxu Tanene
Xenaro — OMNHAPHK HAapyLUEHUS Muoro pelxH Toeuninarane Ha YepHOIPOGHRTE

€H3MMH, OTKJIQHEHHS B
qepHoapoOHaTa QYHKUHA HIN XeNaTHT

Hapyienus na xoxara u
NOAKOKHATA THKaH -

Muoro penxu

Anrnoenem, o6puB, ypTHKapHS,
npypHTYC

Hapymennsa Ha MyCKYJTHO-
CKENETHATA CHCTEMA H
CheIHHHTENHATA ThKaH

MHoro penkn

Bonku B repba, apTpanris, MAAITHA

Hapywenns Ha 6u0penute H
NMHKOYHHUTE ITbTHILA

Muoro penxu

Brbpedano yepekIaHe, BKIFOYATEIHO
610petna HemOCTATEYHOCT NPH
YYBCTBHTE/IHH MALHEHTH (BXK. TOYKA
4.4)




Habapamopru pezyamamu

XunepkanueMus U G56petHO YBpeKTaHe ce pa3BHBaT YeCTO NPH NanHeHTH, TekyBaHH ¢ Kanrtab no
NOKAa3aHue ,,ChbpaeyHa HeA0CTaThYHOCT” . [Ipenopsuea ce NeEpHOMYHO MOHHTOPHPAHE HAa KpeaTHHHHAE H
Kamua B cepyMa (BXK. Touka 4.4).

Crobmapase HA NOAO3HPAHA HeXETAHH DeaKIHA
Cro0maBaHeTo Ha NOAO3HPAHH HEXKEIIAHH PeaklMH clen paspemaBaHe 3a ynorpeba Ha nekapcTBeHHN

MPOAYKT € BaxkHo. ToBa M03B0JiABa Aa MPOIB/KA HaOMOAEHHETO HA CHOTHOLIEHHETO NON3a/PHCK 33
NeKapcTBEHHA NPOAYKT. OT MeHIMHCKHTE CIICLHANKCTH Ce H3HCKBa Ja cho0LIaBaT BCAKA NON03HpaHa
HeKeNlaRa peaklMs QupeKTHO Ha ManbiaHuTenHa areHuus mo nekapereata (MAJI):

yn. Namau I'pyes NeB
1303 Codus
Ten. +359 2 8903417

elnl. nowa: bda@bda.bg
yebcaiiT: www.bda.bg

4.9 TIlpenosrpane
Cumnmomu

OCHOBHHTE NPOABH Ha NPEAO3HPAHE € BEPOATHO Ja 6BAAT CHMNTOMATHYHA XHIOTOHHA HIH 3aMaiipane. B
eAMHUYHH cbODIIeHHs 3a Clyuan Ha npefosHpane (no 672 mg kaRAecATpaH LMAEKCETHN)
Bb3CTAHOBABAHETO NIPH BH3PAcCTHHTE NALKEHTH ¢ OHIO INAAKo.

Ilogedenue

B cnyyaii Ha cCHMITOMATHYHA XMIOTOHMA, TPA0Ba Na ce 3al0uHe CHMITOMATHYNA ¥ TIOANbPKAINA
Tepanug 1 Ja Ce CICAAT JKHu3HeHnTe nokasatend. [lanmenTsT TpAOBa Aa ce NOCTAaBH B JIerHano
NOIOKEHHE, M0 PR, ¢ MOBANrHATH JOJHH KpaiHHUE. 3a NOBMINABAHE HA MNa3MeHHA 0beM € IoAXonAIIo
BITHBAHETO HA H3IOTOHHEYEH PA3TBOP Ha HATPHER XNIOpHA. AKO H30poeHHTEe MEPKH HE ¢a AOCTaTHYHH,
MOTAT A3 ¢& PHNOMAT CHMIATHKOMUMSTHIIN.

Kangecapral HHAeKCeTHN HE e eIHMHHHPA OT OPTaHm3Ma Ype3 XeMOoAHATH3A.

5.  ®APMAKOJOIHYHH CBOHCTBA
5.1 dapmakoIHAAMHYHHE CBOHCTBA

dapmMakoTepaneBTHYHA rPyNa: AHrHOTeH3HH [ AHTArOHUCTH, CAMOCTORTEIHO
ATC kog: CO9CAOQ6

Mexanusbm Ha neiicTeue

KanpecapraH € aHTaroHuCT Ha aHruorexsus II.
AHrnotensuH 1 € OCHOBHHA Ba30AKTHREH XOPMOH OT PEHHH-aHTHOTEH3HH-AI0CTEPOHOBATA CHCTEMA H
HMa PoNiA B MATO(HIHONOTHATA Ha APTEPHANTHATA XHIICPTOHHA, CBPIEYHATA HEAOCTATBYHOCT H APYTH
ChPASYHO-CHAOEM HAPYINEHHS, KAKTO W B MATOre€He3aTa Ha TEPMHHAIHATA OPraHHA XHIEPTpodis.
OcHoeuuTe (pr3uonoruvnu edekTy Ha aHrHoTeH3HH I, KaTO BA3OKOHCTPYKIUMA, CTHMYIAlHA Ha
ANJ0CTEPOHOBATA CEKpeliMA, perynaliis Ha BOJHO-CONEBATa XOME0CTas3a H CTHMYJIALMA Ha KNEThYHHA
pacTex, ce MeLrupaT ypes peuentopa ot 1 Tan (AT1).

dapmakoarHaMU4HK ederTy




KannecapraH e npoiiekapcTBo, TOAX0AALIO 33 HepopanHa ynorpeba. B mponeca Ha peszopOuius B
racTPOMHTECTHHANHHSA TPAaKT, KaHAECAPTAH UHNCKCETHI ¢€ XMAPONH3HPa A0 AKTHBHOTO BEIIECTBO
kanpecapraH. Kannecapraun e AIIPA, cenektusen cnpamo AT1 peuentoprre, KOHTO ce CBEP3BA 3ApaBoO H
BaBHO ce ocroGoKkaBa oT penentopa. Toll HAMa aTOHHCTHYHA AKTHBHOCT.

Kanpecapran ne naxutupa ACE, koiiTo koHBepTHpa aHrHoTeH3uH I B anruorensun I v pasrpaxaa
Opapwxapnuna. He okassa pbaneticipue Bepxy ACE u ne noTenunpa AeficTRHeTO Ha OpaankapauH 1
cy6erannus P. B koHTpomMpans KIHHHYHH IPOYYBaHus, cpaBHaBawH Kanaecaprasn ¢ ACE uaxuburopy,
OpH MOAY4ABAHTE KaHAecAPTaH LIMNEKCETUN MALMEHTH YECTOTATa Ha PA3BHTHE HA KANLIHIA © MO-HHCKA,
KanzecapTaH He ce cBbP3Ba KbM H He HHXHOHpA Apyrd XOPMOHAIHH PELENTOPH HIH HOHHH KaHa/H, 34
KOWTO € M3BECTHO, Y€ Ca OT 3HaYeHHe 3a ChpJeYHO-ChAOBATA PErynalia. AHTATOHHIBM CIPAMO
peteniropuTe 3a anrdorensuH I (AT1) Boau Ao 103032BHCHMO MOBHIIABAHE HA [UIa3MeHHTE HHBA HA
pPeHHHa, aHrHoTeH3HH ] 1 aprnorensuH [l ¥ noHHkaBaHe HAa NIa3MERATa KOHUEHTPALHs HA aJI0CTEPOHA.

KnuanyHa eeKTHBHOCT H De30NacHOCT

Xunepmonus

Ilpu xunepToHuA KaHJecapTaH OCHTYpPABa A0303aBHCHMA IPOABIKHTENHA PEAYKIHS HA APTEPHATHOTO
HanArane. AHTHXMNEPTEH3HBHUAT edieKT Ha KaHJIeCaAPTaH C& OPOABABA UPe3 CHCTEMHO MOHMKABAHE HA
nepudiepHoTo cenporueienne 6e3 pedIeKTOpHO NOBHIIABAHE HA chpAeyuHaTa YecToTa. HaMa naHHH 3a
cepHO3HA XHIIOTOHHES Cle]] [IPHeMa Ha IIbPBaTa A03a WK 34 00paTHMOCT ciie/l CIHPaHe Ha JICYCHHETO.

HauanoTo Ha aHTUXHIIEPTEH3UBRIA eeKT Ha KaHAecapTaH [iHIeKceTi ce Haboaaea Ao 2 yaca cnej,
npHeMa Ha eJHOKpaTHA Ko3d. [Ipn mpodb/DKHTENHO JEYCHHE OCHOBHHAT 147 OT OHHAKEHHETO HA
apTepHATHOTO HANATaHe [IpH IPHEM, Ha KOATO ¥ JIa € 1033, OOHKHOBEHO CE MOCTHIa B PAMKHTE Ha 4
(veTHpH) CEAMHLH H CE 3aabpika IIpH TRATOCTOMHO NedeHHe. Ha Gasara Ha npoBeaeH MeTa-aHAIH3 €
YCTaHOBEHO, Y€ CpeHHs AONMbAHNHTE/EH eeKT Ha MOBHIIAHE HA eNHOKpaTHATA JHEBHA 033 0T 16 mg Ha
32 mg egHOKpATHO AHEBHO € MarkK. KaTo ce p3eMe nmpeBHA H MHHTEPHHAWBHAYANIHATA BepHabHIHOCT,
TpH HAKOH MalLlMeHTH MoXe Ja ce 09aKBa eeKT, HaAXBbPIALL CpeAHH.

ITpH exHOKpaTeH AHEBEH MpHEM, KaHAECAPTaH LMIEKCETHN OCHTYPsABA €(eKTHBHO H PaBHOMEPHO
IOHMIKABAHE HA apTepHAHOTO HAMAraHe B paMKkHTe Ha 24 4yaca. B pamkrTe Ha 1030BHA HHTEpBan Ce
HabmioaBa Manka pasiiika Mexay MakcHManuua edexrt u edekra B Kpast Ha A030BMs HHTEpBan. B ase
paHAOMH3HpaHH ABOHHO-CAETIH MPOYYBAHKA Ca H3CTIEBAHH aHTHXHNEPTEH3HBHHA edexT H
NOHOCHMOCTTA Ha KaHJecapTaH W jiocapTaH npu obuo 1 268 nanueHTH ¢ leka A0 YMEPEHO TekKa
apTepHalTHA XHNepPTOHHA. [IpH IIpHeM Ha KaHeCAPTaH LMIEKCeTHN 32 mg eXHOKPATHO JAHEBHO,
PeyKUMATA HA aPTEPHAIHOTO HaNArade B kpas Ha Ao30suA mHTEpBAT € ¢ 13,1/10, 5 mmHg
(cHcToaHO/MHacTomHO) K ¢ 10,0/8,7 mmHg npu npuem Ha 100 mg mocapraH kandi efHOKPATHO AHEBHO
(pasnHka B peayKIHATa Ha apTepUaTHOTO Hanarate 3,1/1,8 mmHg, p<0,0001/p<0,0001).

KomGnHauuaTa Ha KaHAecapTaH UHIEKCeTHI ¢ XHAPOXIOPOTHA3H] NPEAH3BHKBA alUTHBEH edexT
OTHOCHO MOHIKABAHE HA apTepHATHOTO HANATAHE.

[ToTeHHpaHe HA BHTUXUIIEPTEH3HBHIA edekT ce HabmoaaBa H IpH KOMOHHAIHA Ha KaHAecapTaH
LHICKCEeTHI ¢ aMIIOAHIIHH UIH (lleJ'IO,Z[Hl'[HH.

JlekapcTBeHHTE NPOAYKTH, KOHTO OOKHPAT peHHH-AHTHOTEH3HH-AI0CTEPOHOBATA CHCTEMA (CBILO Taka
¥ KauJecapTan) uMaT no-cnal efexT npu YepHOKOKY NalHeHTH, KouTo o0uyalino ca HUCKO PEHHHOBA
Nomynanua. B oTkpuTo npoy4BaHe Ha KIMHHYHUA OOHT NPH 5 156 nauuenTH ¢ JMACTONIHA XHIIEPTOHNS,
peayKUMATA HA APTEPHANHOTO HANAraHe € CHrHH(HKaHTHO No-cnabo u3paseHa IpH yepHokoxH {14,4/10,3
mmHg), OTKOIKOTO NpH He-4eprokoKH nauuenTH (19,0/12,7 mmHg , p<0,0001/p<0,0001).

Kanrpecapran noepuinasa 660pedHus KPbBOTOK H/HNIH HAMA edeKT BBPXY CKOpPOCTTa Ha ITIOME]
dunTpanus, ¥1M 1 NORHINABRA, AOKATO OBLOpeYHaTa ChIoBa PE3UCTEHTHOCT H (PHATPALHO
TIOHMXABaT. B Tpu Mecesino KIMHIYHO NPOyYBaHe IPH NalMEHTH C ApTepHajHa XUnep
AuabeT THI 2 ¢ MHKpoanOyMHHYPH, aHTHXHIIEPTEH3UBHOTO JICHYCHHE ¢ KaHJecapTaH




HaMaJlABa EKCKpelHATa Ha albyMuH B YprHaTa (CHOTHOWEHHE anbyMHR/KpeaTHHHH, cpento 30%, 95%
CI 15-42%).
Hsama nannw 3a edekTa Ha KaRAecapTaH BbpXy MporpecHaTa Ha guabeTHaTa HedponaTHs.

Edextite Ha KaHzecapTan [[HNeKceTH NpH 8-16 mg eaHOKpaTHa JHEBHA 103a, BBPXY ChPASYHO-
CBIOBaTa 3a001€BAEMOCT H CMBPTHOCT, €4 OLIEHEHH IIPH METHPY roAMITHO PAaHAOMH3aUPaHO KIHHHYHO
npoy4saHe ¢ 4 937 namuenTH B cTapuecka Bb3pact (70-89 ronunu; 21% na we3pact 80 unu noeeue
TOJIHK) C JIEKA A0 YMEPEHO TeXXKa XHUIIepTOHU, npocaenssann cpearo 3,7 rogunu. (IIpoy4sane BBpXy
KOTHHTHBHHTE CIIOCOOHOCTTH M MPOTHO32 fpH TalMeHTH B cTapuecka Be3pacT (Study on Cognition and
Prognosis in the Elderly)). [TauneHTHTe ca IpHeManH kaHaecapTan HHASKCeTH HiH mianebo, B
koMOuHALNES {pH HEoOXOAHMOCT} © JAPYTO AaHTHXHNEPTEH3UBHO CPEACTBO. APTEPHATHOTO HANATAHE
IokazBa NoHKKapaHe ot 167/90 no 149/82 mmHg B koHTponHara rpyna H ot 166/90 ao 145/80 mmHg »
IpyIaTa Ha KaHAecapTaiH.

[To oTHOWeHKE Ha BPBUUHATA Kpalina ToUKa — JHANKEMH ChPACYHO-ChAOBEH CHONTHA (CHPISYHO-CHIOBA
CMBPTHOCT, HearaneH HHCYNT H HedaTaneH HHGapKT Ha MHOKapAa), HAMa CTATHCTHYECKH 3HaYdMa
paznuka. B rpynara Ha kangecapran csbutuaTa ca 26,7 Ha 1000 nauuenTo-rogank cpemy 30,0 cubntHs
Ha 1000 naumeHTo-roAMHE B KOHTpOIHaTa rpyna (otHockTeneH puck 0,89,95% CL 0,75 no 1,06, p=0,19)

Heduamptruna nonyaayus — apmepuanra Xunepmonus

ANTHXUTIEPTEH3NBHUTE efeKTH Ha KaHIecapTaH ca OLSHEHH IIPH A¢lla ¢ apTepuanHa XHNePTOHHA HA
BB3pacT OT 1 70 < 6 roguHA ¥ oT 6 10 <17 rogHHY B ABE PAHIOMH3HPAHH, TBOHHO-CITENH,
MHOTOLEHTPOBH, 4-CEIMMYHH TIPOYUBARUS 3a ONPENensHe Ha 1030BHA 00XBaT.

Ipu nena Ha BB3pacT ot 1 10 < 6 roauHH, 93 nauuenTH, 74% 0T KoHTO ca ¢ 6vbpeuHo 3abongsaue, ca
PaHZOMM3EPaHH A NOJYYaBAaT Mpes ycIaTa CycneH3uA KanaecapTad Uunexcetdn 0,05; 0,20 wnu 0,40
mg/kg BenHbxK aHeBHO. OCHOBHHAT METOJ 34 AHANH3 € Bh3 OCHOBA HA HaKIIOHA HA KPHBATA HA
3aBHCHMOCTTZ Ha CHCTOMHOTO aprepuanko Hanarane (CAFH) ot nosata. 3a TpHTe NO3HPOBKH HA
kaHaecapTad nunekcerun CAH u auactonsoro aprepuando Hanarane (JAH) nokaspatr NOHHKEHHE ¢
6,0/5,2 no 12,0/0,11 mmHg B cpaBHeHHe ¢ H3XOAHKHTE cToHHOCTH. TBH KaTo JMNCBa rpyna Ha nnauebo,
IeiiCTBHTeNHATA BENMYMHA HA eieKTa BBPXY apTepHATHOTO HANAraHe OCTaga HECHIYPHA, KOSTO TIpABH
TPYAHO H3BBPLIBAHETO HA 3aKMIOMHTEAHA OLEHKA Ha CHOTHOLISHHETO MTO/3a/PHCK B Ta3H Bb3PacTOBa

rpyna.

[Ipn peua Ha Bb3pacT oT 6 A0 < 17 roawHy, 240 NaLUEHTH ca paHAOMH3HPaHH B ChbOTHOUIEHHe 1:2:2:2, 3a
Aa monydasar rmaueﬁo, HHCK&, CpeIHA HITH BHCOKA J03a KaHaecapTaH LHIEKCeTHI. an acna ¢ TEJICCHO
Terno <50 kg, 103MpOBKHTE Ha KAHAECAPTaH LurekceTH ca 2, 8 iy 16 mg BeANBK AHEBHO.

Tpw pena ¢ TenecHo Tero >350 kg, A03UPOBKHTE HA KAHAECAPTaH UIEKCETHI ca 4, 16 nnn 32 mg
BeAnbx AHeBHO. KaHuecapra B ycpeaHeHa nosa Hamanapa CAH B nokoii ¢ 10,2 mmHg (P<0,0001) n
JAH B nokoii (P=0,0029) c 6,6 mmHg, B cpaBHeHHE ¢ H3X0AHATE cToiHOCTH. B rpynara Ha nnaneGo
ChILO Ce YCTaHoBsaBa peaykumus ¢ 3,7 mmHg na CAH 8 nokoit (p=0,0074) u ¢ 1,80 mmHg na JIAH B
nokoii (p=0,0992), B cpaBHeHHe ¢ H3XOOHUTE CTOHHOCTH, Brnpeku ronemns miauebo edexr, BCHIKH
OTAEJHH JO3HPOBKH Ha KAHIECAPTaH IOKA3BAT 3HAYHMO NPEBB3X0CTBO B CpaBHEHHE ¢ Inanebo.
MakcHMaleH OTrOBOP A0 OTHOLIEHHE HA MOHMKABAXKAHETO HA aTPEPHATHOTO HAJAraHe MpH Aela ¢
Tenecno Terno 1 >50 kg ce nocTura mpu 1030 cboTBeTHO 8 mg 1 16 mg, KaTo CNeA Ta3H CTOHHOCT
edexTa ¢ B nmato.

OT BKIIOYEHHTE NaleHTH 47% ca YepHOKOXH H 29% ca 0T KEHCKY MOJT; cpeAHara re3pact +/- SD e 12,9

+/- 2,6 ronuru. [py feua Ha BB3pacT oT 6 70o<17 roguHu ce HabmoAaBa THASHLHS 33 HAMANABAHE HA
edexTa BbpPXY apTePHANHOTO HANArane NPH YepHOKOKKTE MALHEHTH B CDABHEHHE ¢ HE-YEPHO

Cuvpdeuna HedocmamuiuRocn




Jleyenuero ¢ KaHIecapTaH LHANEKCETHI HAMANABA CMBPTHOCTTA, HAMAIABA XOCTIUTANA3AUHMTE 34
cbpJedHa HEAOCTATHYHOCT H NTOHoOPABA CHMITTOMHTE TIPH NALHEHTH C JIIBOKAMEPHa CHCTOHA
auchynkuns, Teszu epeKkTi HA KaHAECAPTAH NHIEKCETH CA APIYMEHTHPAHH H OT Pe3yITaTHTE NPH
NpoBexkaHe Ha Mialebo-KOHTPONHPaHATa, ABOHHO-CNANA MpoyyBaTenHa nporpama CHARM
(KangecapraH npy chbpieyHa HEAOCTATHYHOCT — OLEHKA Ha PeAYKIMATA HA CMBPTHOCTTA H
zaboneraemoctTa).

Tasu mmauebo-KOHTpOANpaHa, ABOHHO-CNIATIA MPOYYRATEIHZ MPOTPAMA NIPY TIALHEHTH ¢ XPOHWYHA
copaeuna HepoctarbuHoct (XCH) dyukinonanes knac I1 no 1V mo NYHA ce cberod OT TpH OTAETHH
MPOYYBAHMA:

-CHARM-Alternative (n=2 028) npu nauuenty ¢ LVEF (naBokamepHa ¢pakuus Ha n3Tiacksase) <40%,
KOHTO He ¢a JiekyBaHH ¢ ACE HHXHOHTOPH Nopaay HenoHocHMocT (IpH 72% T4 e Ouna u3paseHa ©
KALLUTHLA)

-CHARM-Added (n=2 548) npn nauneath ¢ LVEF <40%, xouro ca 6unu nekyranu ¢ ACE unxuburopu
-CHARM-Preserved (n=3 023) npn navuertu ¢ LVEF >40%

IMaupeHTHTS Ha ONTHMANHA TEPANHA 32 XPOHHYHA ChpAeyHa HegocTaThaHoCT (XCH) Ba usxonHo HuBo ca
PAHAOMHE3MpPaH# Aa NoNyYaBar miauebo Hii KaHIecapTaH UelekceTHn (THTpHpaH oT 4 mg win 8 mg
€AHOKPATHO AHEBHO 40 32 mg eAHOKPATHO AHEBHO UK A0 Hali-BHCOKATa NTOHOCHMA 1034, cpeaHa fo3a 24
mg) H ca pocieaaBaHH cpento 37,7 Mecena. Cren 6-MeceuHo nieveHue 63% OT NalHEHTHTE,
NPOABIDKABALTH Ja NPHEMAT KaHgecapTad uunexceTun (89%) ca 6uu wa TapreTHata Jo3a ot 32 mg.

B CHARM- Alternative cheraBHaTa KpaifHa TOUKA OT CHPASYHO-CHA0BA CMBPTHOCT HH ThpBa
XOCIMHTANU3AIKS 332 XPOHHYHA ChpJeuHa HeAOCTATHYHOCT NOKA3EA 3HAYRMA PEAYKIHA 34 KalecapTaH B
cpaBHeHKe ¢ mianedo, xoeduuent Ha puck (HR) 0,77 (95% Cl: 0,67 xo 0,89, p<0, 001). Tosa
CHOTBETCTBA Ha peAyKLMA Ha penaTHBHUA puck 23%. Tas3u Kpaiina TouKa ce ycraHopgea npn 33,0% ot
NALHEHTHTE IpHeMallH KauaecapTaH LuaekceT 1 npH 40,0% ot naumpeHTHTE Ha IW1aLedo, KaTo
abcomoTaaTa paznuka e 7,0% (95% CI: 11,2 no 2,8).

3a ugnaTa MPOLBIKATENHOCT Ha IPOy4BaHeTo, OPOAT MAUMEHTH, KOHTO € TpabBano Aa O6BAaT neKyBaHH,
3a 12 ¢¢ MpeNOTBPATH SMH CMBPTEH CTyHail OT ChpAEYHO-ChAOE HHIHISHT HIIH XOCIHTANH3aLHA 32
NeueHHe HA ChPASUHO-CBI0OBA HEAOCTATEIHOCT e 14,

CBCTABHATA Kpaliia TOUKa 0T CMBPTHOCT, HE3aBHCHMO OT NIPAMAHATA, WIH NbPBA XOCNHTAIH3AINA 33
XPOHHYHA CHPAEYHA HEJOCTATEYHOCT CHILO MOKA3Ba 3HAYHMA peayKIlHA B MpyaTa Ha kaHiecapTad, HR
0,30 (95% C1:0,70 xo 0,92, p=0,001). Ta3u kpaiida Touka ce ycTanoBaBa npi 36,6% oT nanueHTHTE Ha
kanzecaptat (95% CL:33,7 no 39,7) u 42,7% ot naudenTHte Ha nnauebo (95% Cl: 39,6 no 45,8).
A6comotHara pa3nuka € 6,0% (95% Cl: 10,3 no 1,8). M npu apaTa KOMIIOHEHTA Ha TasH ChCTaBHA KpaiiHa
TOYKA — CMBPTHOCT 1 3a60neBaeMOCT (XOCNHTARM3allMe 32 XPOHHYHA ChPAEYHA HeOCTATEYHOCT)
IaHHUTE TOTEEXIABaT ONaronpuATHATE eeKTH Ha KaHJecaprad. JleyeHHero ¢ KaHaecapTaH UHIEKCETHA
BOAH 10 noacHpABaHe MO OTHOMEHHE Ha (pyHKUMoHanHus knac no NYHA (p=0, 008).

B CHARM-Added creraBnara kpaiina Touka OT CBpAEYHO-ChA0EA CMEPTHOCT WM MbPBA
XOCITHTAJIH3ALHA 33 XpOHHYHA chpaevia HenocTarsaHocT (XCH) nokazea 3HaunMa pellyKuns 3a
KaJecapraH B cpaeHeHue ¢ mnaiebo, koeduuenr na puck (HR) 0,85 (95% Cl: 0,75 mo 0,96, p=0, 001).
ToBa chOTBETCTRA HA PpeAYKUKA Ha penaTtHBHUA puck 15%. Tasm kpafina Touka ce yctaHossBa pH 37,9%
©7 NAlMeNTHTE IipUeMaii kanaecapras MunekceTn (95% C1:35,2 1o 40,6) u 42,3% OT nauueHTHTE Ha
nnauebo (95% C1:39,6 no 45,1), kato aGconroTnara pasnuka € 4,4% (95% Cl1:8,2 no 0,6).

3a manata NPOABIKUTENHOCT Ha NPOYYBaHeTo, OPOAT NallHeHTH, KOHTO € TpROBano Aa ObvaaT NeKyBaHH,
33 Aa c€ NPEAOTERRTH €AHH CMBPTEH cnyqaﬁ OT ChPACHHO-CHA0E HHIHACHT UK XOCNHTANH3ANNAA 33
JleYeHHe Ha CERACYHO-ChAOBA HEOCTAaTRYHOCT, € 23,

ChbcraBHaTa KpaiiHa TOMKa 0T CMBPTHOCT, HE3aBHCHMO OT IPHYAHATA, HIIM MBPEA XOCITHTAIN3alHA 32
XPOHHYHA CHPAEYHA HEZIOCTATHYHOCT ChINO MOKA3BA 3HAYHMA peIyKIHA B rpyNaTa Ha KaHaec
0,87 (95% C1:0,78 no 0,98, p=0,021). Tasu xpaiita Touka ce ycTaHoBABa NpH 42,2% oT Na
xaHaecapTad (95% C1:39,5 no 45,0) n 46,1% ot nauuenTHTe Ha mauebo (95% Cl: 43,4 j¢
afcomoTHaTa pasnuka e 3,9% (95% Cl: 7.8 xo 0,1). Y npw ABaTa KOMIIOHEHTA HA Ta3H ;




TOYKa — CMBPTHOCT M 3360/1¢BaeMOCT (XOCTIHTAH3ALMA 38 XPOHHYHA ChDACUHA HEAOCTATEUHOCT),
JIAaHHATE J0Ka3BaT OJaronpuaTHHTE e(eKTH Ha KaHAEcapTaH. JISHeHHETO ¢ KauaecapTaH LHISKCETHI
BOH A0 MoAoOpsABaNe Mo oTHOWEHHe HA GyHKIHOHANHNA Kiac o NYHA (p=0, 020).

CHARM-Preserved - He ce IOCTHra CTATHCTHYECKH 3HAYHMA PeAYKIIHA N0 OTHOICHHE HA ChCTABHATA
KpaiHa TOUKA OT ChPACYHO-CHA0OBA CMBPTHOCT HIH ITbPBa XOCIHTATH3ALHA 32 XPOHHYHA ChEpAeYHA
Hegoctarbahoct, HR 0,89 (95% Cl: 0,77 no 1,03, p=0,118).

HuBOTO Ha CMBPTHOCT, MOOTAENHO BB BCAKO OT TpUTe npoy4Banna CHARM, Ge3 spaucHue Ha
[IpHYHHATA, HE TIOKA3Ba CTATHCTHYECKH pa3nuydd. CMBpTHOCTTA 6e3 3HaueHHe HA NPHYKMHATA, € OlICHEHa
B c6ophu nonynauuy - CHARM- Alternative n CHARM-Added , HR 0,88 (95% Cl: 0,79 no 0,98,
p=0,118), kaxto 1 BHB BewuKUTe Tpy npoyusanna, HR 0,91 (95% Ck: 0,83 ao 1,00, p=0,055).
BnaronpusTHUTE ehekTH Ha KaHAecapTaH NOKa3BaT CTAGHIHOCT O€3 3HAYEHHE OT Bb3PAcTTa, Nona U
CBITBTCTBALIOTO JledeHHe.

Kaupaecapras e edeKTHESH K NPH MAUKWEHTY, NpUeMaly eAHoBpemenHo Oeta-Onokepn u ACE
HHXHOHTOPH, KaTo GnaronpuaTteH edekT ce nocrura He3 sHaveHne Aosata Ha ACE HHxuburopa B
[penopbYBaHaTa B PEKOBOCTBATA 3a ICYeHHE TapreTHa 1034,

[pH mauueHT! ¢ XpoHHUHA ChpAeuta HeaocTaTkIHOCT (XCH) 1 orpaHudena TaBOKaAMEpHa CHCTOMHA

({ryHKIHA (bpakiua Ha H3TernaHe OT JifBa kaMepa, LVEF < 40%), xaaecapTaH NOHHXKaBa CHCTEMHATA
CBJOBA PE3UCTEHTHOCT H 0enoapobHOTO KANUAAPHO HATIAraHe Ha BEKIHHAB3HE, MOBHINARA IIA3MEHATA
peHHHOBA aKTHBHOCT H KOHLEHTpALHATa Ha aHrHOTeH3HH I, H NOHIDKABA HHBATA HA AJIIOCTEPOHA.

5.2 dapMaKOKHHETHYIHH CBOHCTBA

Abcopbyus u pasnpedenenue

Cren mepopalieH IpHEM KaHOecapTaH [HNEKCETAI ¢¢ NPEBPEIA B aKTHBHOTO BELLECTBCG KaHASCAPTAH.
AGconoTHaTa OMOHATHYHOCT HA KauzecapTal, cle] NpHEM Ha epopalieH pa3TBop Ha Kanjaecaprad
HuaekceTHn € oxono 40%.

B cpaBHeHue ¢ llepopalHus pasTBOP, OTHOCHTENHATA OHOHATHYHOCT Ha TabneTKuTe € NPHOIM3HTENHO
34% ¢ MHHHMaIHA BApHabIITHOCT.

CneaoBare/IHO ouakBaHaTa abcomoTHa OroHanHyHOoCT Ha TabneTkuTe ¢ 14%.

CpenHara THKOBA Njja3MeHRa koHUenTpauua (Cmax) ce noctara 3-4 yaca e/ IpHeMa Ha TableTkuTe,
Tna3MenaTa KOHIEHTPALMA Ha KaHAECAPTaH HAPACTRa JTHHEHHO ¢ MOBHILIABAHE Ha 71034Ta B PAMKHTE Ha
TepameBTHYHHA HHTEPBAN.

Kasgecaprad ce CBLP3Ba BbB BUCOKA CTENEH ¢ Na3MennTe npoTentn (nan 99%). Ilpusunnnar obem na
pasnpeneneHne Ha kauaecaprad e 0,1 Vkg.

BHOHAIHYHOCTTA HA KaHgccapTaH HE CE TIOBIMARA OT IPUEMA Ha XpaHa.

buompanchopmayun u epumunupane

KaHpecapraH ce eTHMHHHPA MPEAUMEO HELTPOMEHEH ¢ YPHHATA M AUTBYHUS COK, KATO B Mallka CTENeH Ce
eNHMEHHpa 1pe3 yepHoapobua Tpancdopmanus (CYP2C9).OT HanMYHATE NPOYYBAHHAA 33
B3aHMO/IeHCTBHA HAMA JaHHH 3a edext Bepxy CYP2C9 u CYP3A44. B13 0cHOBa Ha in Vitro NaHHHTE He Ce
0YaKBa in vivo 12 HaCTBITH B3aHMOEHCTBHE C JIEKApPCTBa, YHETO METab0AN3HpaHE 3aBHCH OT
H30EHIMMHUTE HA IHTOXpOM P450 CYPIA2, CYP2A6, CYP2CY, CYP2C19, CYPZD6, CYP2E!, nmm
CYP3A44. TepMAHAJIHHAT NONYXKHBOT HA KAHIECAPTAH € 0KoJIo 9 yaca. [Ipu MHOTOKpATeH NMpHEM
KaHJecapTaH He C& KyMyJIHpa B OpTaHH3IMa.




ToTanHUAT NuasMeH KIHpBHC Ha KanzZecapTtaH & okono 0,37 ml/min/kg, npH 660pedeH KIHPEHC OKONIO
0,19 ml/min/kg. Bp6peyHOTO ENMTAMUHEPaHe HA KaHNecapTaH ce OChUIECTBABA YPE3 [IOMEPYIIHA
(HUATPALKS B upe3 aKTUBHA TYOYITHA CeXpenma.

Crnent nepopaneH NpueM Ha MApKHpaH KaHJecapTaH uunexcetun ¢ *C e ycraHoBeHo, Ye ¢ ypuHaTa ce
eKcKpeTHpa nprOIHsuTenHo 26% OT NpHeTaTa A03a KaTo KaHZecapTaH H 7% KaTo HeaKTHBEH MeTabonuT,
AOKaTO BBB delieca ce oTkpuBaT npubiusuTenBo 56% ot Ao3ara kaTo Kanzaecaprad H 10% xaro
HeaKTHEeH MeTaDOIIHT.

DPapmakcrUKEMUKa RPU CREYUATHY RONVIAYUY

B cpaBHeHHe ¢ MIANKTE X0pa, NpH DANMEHTHTE B CTapuecka BbapacT (Hah 65 rofunn) Cma 1 AUC ce
MOBHINABAT CHOTBETHO ¢ mpubnusntenHo 50% u 80%. Obaye cnen npunoxenara Josa Kanrab
TIOBIHABAHETO HA APTEPHANHOTO HANATAHE W Pa3BATHETO HA HEXKENaHH PeakilvH ¢a CXOOHH IpH MIagaTe
MAILMEHTH M TIPH TE3H B cTapyecka Be3pacT (BK. Tovuka 4.2).

B cpaBHeHHE ¢ NALHEHTHTE ¢ HopMaiHa 6s0pevHa GyHKIMA, MpH MHOMOKPATEH NPHEM OT MALMEHTH C
NEKO 0 YMepeHo TexKo Gu0pedno yspexaane, Coax B AUC Ha kanAecapTan ce MOBHINABAT
npubmasutento 50% n 70%, uo tin npulmazutento ce yasogsa. AUC Ha kauecapran npu nanueHTy
Ha XeMOJAHANIA3a € CXOLHA C Ta3H IIpH MALHEHTH ¢ Texko On0peuno yBpexaaHe.

B fBe KIMHHYHE NPOYHBAHHA, K2TO H B JBETE €& BIIIOYEHH MAUEHTH C JIEKO 10 YMEPEHO TEXKKO
BB0peuHO YBpeKAAHE, C¢ YCTAHORSBA TOBHINABaHe Ha cpefHaTta AUC Ha kaHpaecapTaH - ¢
npuGnu3nTenHo 20% B eanoTo npoyuBaHe u 80% B Apyroro npoyusaHe (Bx. TouKa 4.2).

Jluncea ONUT TIPH NALHEHTH C TEXKO YepHOZPoOHO yBpexaHe.

Heduampuuna nonyrayus
(apMaKoKHHETHYHHTE CBONCTBA HA KAHIECAPTAH ¢a OLEHEHH B ABe PapMakOKHHETHYHH NPOYyYBaHHA Ha
TpUNOKEHHE Ha EIHOKPATHH AO3H TIPH Jiela Ha Bb3pacT oT 1 Ao <6 rofguHHu K oT 6 o <17 roaHHy.

IIpu neua Ha Br3pact ot 1 g0 <6 rogunu, 10 fena ¢ TenecHo Terno ot 10 xo <25 kg momy4aear
enHokpaTHa nosa ot 0,2 mg/kg nnneeepopanna cycnensus. He ce rabmonapa kopenauus Ha Cmee v AUC
€ BB3PACTTA ¥ TeNecHOTO Terne. He ca ¢hOHpany AaHHH 33 KMTHPEBHC, MOPAAH KOETO HE € H3BECTHO
BB3MOIKHA JTH € KOPENallks MeskAy KIHPBHCA H TENECHOTO TErJI0/Bb3PacTTa, B Ta3H 0Ny aLuA.

Henata Ha BH3PACT >6 rOJMHN ¢2 ¢ SKCTIO3NLMN, CXOAHM ¢ TE3H NPH BB3PACTHATE, MONYURIH ChILaT
Jo3a.

(DapMaKoKHHETHKATa HA KaHJecapTaH LIHIEKCEeTH He € IPOYYBana NpH NeHATPHYHH [allHEHTH Ha
BB3pacT <l roauxa.

53 Ipepxnuuuuun gagug 33 fezonacuHoct

IMpy KNHHUYHO MPUIOKHME A03H HAMA JAHHH 33 CHCTEMHA TOKCHIHOCT HITH TOKCHYHOCT HA TAPreHTHUTE
OpraHu.

B npenkIHHHYHHETE NPOYYBaHUA 33 6e30MacHOCT € YCTAHOBEHO, Y€ BLB BHCOKH JIO3H KaHEcapTaH
LMJIEKCETHII NORTHABA HEMATHBHO PYHKLHATA HA OBOPELHTE H epHTPOHUTHATE ICKA3ATENH, IPH MHIIKH,
NABXOBE, KyueTra 1 MaﬁMYHH a HMEHHO:

-uHAYLHpa edekTd BRPXY 6uOpenuTe Karo uutepcTunmanen Hedpur, TyGynua aunarauus, 6azodunno
oLBeTABaHe Ha TYOYNHTe; NOBHILARAHE HA NNA3MEHNTE KOHLEHTPALMH Ha ypes H KpeaTHHH =

-HHAYUHpa XHNepliasas/xuneprpodus Ha IOKCTarIoMepy/THHTE KISTKH
-moHIKaea 6pos HAa EPHTPOLMTHUTE, HEBOTC HA XEMOMTIOOHH H XEMATOKPHT



H3rnexna, ue mpH X0pa, Ha TepaneBTHYHH J03H KaHAeCapTaH, XHIepInasua/Xuneprpodua Ha
IOKCTATJIOMEPY THHTE KIIETKH HE € KIHHHYHO 3HAYHMA.
Mpeanonara ce, 4ye Te3u NPOMEHN Ce ALIDKAT Ha (apMakoOTHYHOTO NelCTBHE Ha KaHAECapTaH.

B npeAKTHHHYHUTE POYYBAHUA TIPH HOPMOTEH3HBHH HOBOPOAEHH H MIIAIH ILTBXOEE, KaHeCcapTaH ¢
IoKa3al peayKUuHd Ha TeNecHOTO TerIo ¥ Ha TEMIOTO Ha cbpiteTo. KakTo NpH BE3pacTHHTE JKHBOTHH, TE3H
ediekTH ce CMATAT 3a Pe3yNTaT OT (hapMaKeJOTHYHOTO AeficTBHe Ha kanaecapraH. [1pu Hali-HHCKaTa A03a
— 10 mg/kg, ekcroMUMATA Ha KaHAecapTaH e Mexay 12 u 78 M-TH MO-BHCOKA OT HUBATA NPY €L Ha
BB3pAcT OT 1 70<6 roaunM, NoAyYaBany Kangecapran uunekcetdn B aoza 0,2 mg/kg, w o1 7 fo 54 mein
MO-BHCOKA 0T HABATA NMPH Jena Ha Bb3pacT oT 6 a0 <17 roaHHK, NoMy4YaBali KaHACCApTaH LUICKCETHN B
no3a or 16 mg. B Te3sw npoyusaHHA He ca HAMEPEHH CTOHHOCTH, OJ KOWTO HE CE YCTaHOBABA eQeKT,
3aTOBa rpaHHLaTa Ha 6e30nacHOCT N0 OTHOLICHHE Ha eheKTHTe BbPXY TerNOTO Ha CHPLETO H KIHHHYHATA
3HAYMMOCT Ha TE3H pe3yJTATH HE € H3IBECTHA.

HaxHuTe OT in vitro B in vivo mpOYHBaHHATA 32 MYTAT€HHOCT MOKA3BaT, Y€ B YCJIOBHATA HA KTHHHYHOTO
MYy NpHI0KeHHEe KAHAECAPTAH HAMA MyTareHHa MiM KIacTOr¢HHa aKTHBHOCT.

B kbcHHTE cpokoBe Ha OpeMeHHOCTTa ce HabmoAaea deTanHa TokcHYHOCT (BX. Touka 4.6).

HsaMa naHHHM 33 KAPUWHOTEHHCT.

PeHHH-aHrMOTEH3HH-A10CTEPOHOBATA CUCTEMA HIPae KPUTHYHA POJiS B pa3sBHTHETO Ha Op0penurte.
HokasaHo e, 4e GIIOKHPAHETO HA PEHHH-AHTHOTEH3HH-aN0CTEPOHOBATa CHCTEMa NTPH MHOTO MIanH
MHIIKH BOAHW A0 HAPYLIEHO pasBHTHe Ha O650peuute. [IprHnoXkeHneTo Ha MEAHKAMEHTH, KOHTO AeHCTBaT
JMPEKTHO BEPXY PEHHH-a8HTHOTEH3HH-ATAOCTEPOHOBATA CHCTEMA MOXKE A TIOBIHAE HOPMANHOTO
pasBuTHe Ha Gn6peunTe. CnefoBaTeIHO AeuaTa Ha Bb3pacT Noj | roguHa He Tpabea aa npuemat Kaurab
{Bx. TOUKa 4.3).

6. DAPMAINEBTHYHH JAHHH

6.1 Cnachk A3 NOMOIMAATE BEIECTBA

JlakTo3a MOHOXpHAAT

HapeBH4yHO HHLIECTE

Kapmenosa kanuuid

XHApOKCHNPOTIHINENY 038

Makporoa

Marnesunes creapat

XeneseH okcua, yepseH (E 172)

6.2 HechbBmecTAMOCTR

Henpunoxumo,

6.3 Cpoxk Ha roaHoct

2 ronunu

6.4 Cpoeumannd ycJloBAf HA CHXPaHeHHE

Ja ce chxpansea Ha MACTO, HEIOCTBLIIHO 32 Jela.
Ja ce cexpansapa mod 25°C.




,I[a Ce€ ChXpansABa B OPHIHHAIHATA OTIAKOBKA.

6.5 BujgH cpARPKAHHE HA 0NAKOBKATA

PVC/PE/PVDC - Al Gnuctep

Enun 6nuctep chabpxa 14 6pos 1abnerky.

Bupnore onakosku: 28, 56 winu 98 Tabaerku.

He BcauxH BUROBE ONAKOBKH MOTaT Aa 6B1aT NYCHATH B mpoJakoa.

6.6 CnenEaanH npeJna3sHH MEPKH NPH HIXBLPJISHE

HensnonspaHuat JCKAPCTBCH NMPOAYKT HAH OTHNAABYHHTE MATCPHAMH OT HETO Tpaﬁaa Jia C€ H3XBEDIIAT B
ChOTBSTCTRUES ¢ MECTHUTE H3IHCKBAHUA.

7. TIPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

HOBEJI PAPMA EOO/
OxonospecTeH mbT Ne 36
Codusn 1415, Benrapus

8. HOMEP HA PAZPEIIIEHHETO 3A YIIOTPEBA
Per. Ne 20150101

9. JATA HA IIBPBO PA3PEHIABAHE/TIONHOBABAHE HA PAIPELIEHHUETO 3A
¥NOTPEBA

Harta na nepBo paspemaeane: 30.03.20135
Hata ha nocjefHO NOAHOBsBAHE:

10. JATA HA AKTYAJM3HPAHE HA TEKCTA
02.2020




