KPATKA XAPAKTEPHCIHKA HA TIPOAYKTA
W3NbAHGTENHA ATEHUMA N0 EKAPCTBATA
1. AME HA JEKAPCTBEHHS [IPOYKT Kpamxamnmmmnammm-nmm1

Jlosan H 50 mg/12,5 mg dpunmupany TabneTkn Ko Por. Ne o UL 225 S0
Lozap H 50 mg/12.5 mg film-coated tablets

...........
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Bcsixa ¢unmupana tabnerka ot Jlosan H ceaspxa 50 mg .J-i;:)c‘ﬁpTaH (losartan) (Kkato KAMIEBT Conya12,5
mg xuapoxaopotHasun (hydrochlorothiazide) ka10 AKTHBHM CBCTABKH,

2. KAMECTBEH H KOJIMMECTBEH ChCTAB

’M BHISERASRIANE
CRE R s A e

Honowpriu aewgecmsa ¢ yzgecmio deticmaue.
Besxa TaGnerka ceaepxa 0,0003 mg Ponceau 4R.
3a OBAHKA CHECHK Ha NOMOLIHTE BEHIECTBa BIKTE Touxa 6.1.

3. JEKAPCTBEHA ®OFMA

OrIMHpaHH TabneTkH

Bruruen guo: oBanHu, )XHITH OMKOHBEKCHH (DHIMHPaHH TabIeTKH ¢ JE/HTETHA Y€pTa OT ABETE CTPAaHH; C
nprOaMIMNTENCH pasMep Ha TabneTkata okoso 14x7 mm.

4. KINMHHAYHU NAHHHA
4.1. TepaneBTHYHH HOKA3AHHSA

Jozan He npeaHasHaYeH 3a JIeJeHHe HA €CCHLIMATHA XHNCPTOHNHS NIPH BALMCHTH, YHETO KPEBHO HaiAraHe
He € 3aJ0BOJIMTE/IHO KOHTPOIHPaHO € JIOCAPTaH HIH XHAPOXIOPOTHAZH] CAMOCTOATCIIHO.

4.2. [o3mpoBxa M BAYHH HA DPHIOKEHBE

Jlozan H Moxe a ce npunara ¢ gpyru aHTHXHIIEpTeHIMBHHE cpeacrsa (BX. Toukn 4.3, 4.4, 4.5u 5.1).
Jlozan H rabGnerxy Tpabea fa ce nprema ¢ qama Boja.
Jlozan H Moxe 1a ce mpunara cbe WK 6e3 XpaHa.

Xuneproxus

JlocapTaH /XHAPOXNOPOTHA3HI He € MPEAHA3HAYCH 34 HAYAIHA Tepalys, a CaMo NPH MAaLHeHTH, Y4eTo
KPBBHO HAATAHE HE € [OOCTATHUHO KOHTPONMPAHO HPE3 JOCAPTAH KalWid WIH XHAPOXJIOPOTHA3ZM[
CAMOCTOATE/THO.

fIpenophusa ce NPOMAHA HA A03aT2 HA OTAETHHTE KOMIOKEHTH (JIOCAPTaH M XHIpPOXIopoTHa3H). Korato
€ KIMHHIHO MOAXONANIO, MOke Jia ¢ OOMHCIM JMpEKTHE MPOMIHA OT MOHOTEpamHus KbM (QHKCHpaHa
KOMOHHAI[MA TIPH NAIHEHTH, YHETO KPHBHO HAIATAHE HE € JHOCTATBYHO KOHTpoxupaHo. ObmuaiiHara
nonaspkama nosa Jlosan H e equa TaGnerxka BeAHEXK IHEBHO. 3a MAlMEHTH, KOHTO HE OTrOBapAT
anexsatHo Ha Jlozan H, zo3aposxaTa MOXKe Ja ce OBHIH Ha ABe TabnetxkH Jlozan H sequsxk nueeHo.
MakcHManuata Ao3a e ape tabnerkn Josan H seautx qHeBHO.

Kato 1mano aHTUXMnepTeH3HBHMAT €deKT ce MOCTUra B PAMKMTE Ha TPH ceIMulM OT 3anodeaHe Ha
JIe9eHHETO.

b10Opeuna HEMOCTATEYHOCT H NAlMEHTH HE XEMONHANH3A
He e HeoGxomnma MpoMaHa Ha HAYAIHATA /1033 MPY MALMEHTH ¢ neka OROpedHa HENOCTATHYHOCT (T.e.

KpeaTHHHHOB KHMpLHC 30-50 ml/min). TaGneTiuTe NocapTan/XHAPOXNOPOTHAZH] HE Ce NPENOpEYBaT NpH
TIALMEHTH Ha XeMoauanmsa. TabneTkure nocapTal/XHApOXNOpOTHA3NA He TpsbBa
NalMEHTH ¢ TeXKa OBOpeuna HeAOCTATEYHOCT (T.€. KPEaTHHHHOB KIHPBHC < 30

Hamanen pp1pechios obem
Hamanenuero Ha 0GeMa W/HIH H3UepIIBAHETO Ha HATPHA TPAOBA Na ce KOPHT

Tabserku nocapras/HCTZ.



Yepronpobuo yspexnane
Jlocapran/ HCTZ ne ce mpenopsusa NpH NalMEHTH ¢ TEXKO Y6PHOAPOOHO YBpeKIaHe {BK. Touka 4.3).

Crapdecka Bb3pacT
OO0uKHOBEHO HE ¢ HeoOX0MHMa NPOMAHA Ha TOZHPOBKATA NPY MAllMeHTH B CTapYecKa Bb3pacT.

Helia ¥ roromM (<18 roeHn)

Hsma onuT npH fetia ¥ voHonid. CIeA0BaTeNHO AocapTan/XHAPOXIIopoTHasHA He TpaDBa fa ce mpuiara
NPH Jena | 30HOIIN.

4.3. lIporeBONOKa3aAEAS

- CBpBXYyBCTBMTEJIHOCT KbM AKTHBHHTE BeilleCTBA, KBM BENIECTBa, [POH3BOAHH Ha
cymbOHAMMAHTE WIH KbM HSKO€ OT OMOLIHKTE BERIECTBA, H30POEHH B TO4Ka 6.1.

- TepanepTHHUHC PE3HCTEHTHA XHITOKATHEMHA HIIH XHTIEPKATIIHEMHAS.

- Texku uepHONPOOHH HapyiIeHHA; XONECTa3a H OHWIMAPHH OOCTPYKTHBHY HADYIICHHA.

-  Pedpakrepra XHINOHATPHEMHEA.

- CHMITOMAaTHYHE XHITEpYPHKEMHA/TIO/Arpa.

- Bropu HnM TpeTH TPHMECTBP Ha GpeMeHHOCTTa (BIkTe To4kH 4.4 H 4.6).

- Cepvosuu Gu6peyHn HapymeHRs (Hanp. KPEeaTHHHHOB KiibpaHc < 30 ml/min).

- Anypus.

- EnuoBpemennaTa ynorpefa Ha Jloszan H ¢ aTHcKHpeH-CHABPKAINH MPOAYKTH TIPH IAIHEHTH ChC
saxapen auaber wim ¢ 6B6peuro yspexaane (CKOpOCT Ha riomepyina ¢urrpaums GFR < 60
ml/min/1,73 m? (k. Touku 4.5 u 5.1).

4.4. CHennajnu npegynpexaeHny 4 HPeana3Hl MepKH OpH ynoTpeba

Jlocaptan

Anzuoedem

TanmenTu ¢ aHaMHe3a 3a aHTHOeOeM (OTOK Ha JIMIIETO, YCTHHTE, MbpIIOTO WHIH e3uKka) Tpabsa na Gbaat
BHUMATENHO Habmonasanu (BikTe Touka 4.8),

Xunomonun u Hamaienue na gompecvO08us obem

Mooxe na ce NoABH CHMITTOMATHYHA XHIIOTOH#S, 0CO0eHO ¢/ie/l MbPBATAa 034, NIPH NAUMEHTH, KOHTO HMaT
HaMmaneH o0eM H/HIH HATPHH OT NeUeHHE ¢ MOLIHH JHYPETHIH, OrpaHHIcHa Ha COMN JHeTa, QHApHA Wi
nospemane, Takusa cherosuna TpaAGBa a ce KOPHIHpaT NpeA NpHIcKeHHETo Ha Tabnerkute Jlozan H
(BeokTe TOukM 4.2 1 4.3).

Enexmponumen ducbananc

ENeKTpoMTHUTE HapyEHHs Ca YeCTY HpH NAUMeHTH ¢ GnOpednn yBpexaannd, ¢ HiH Ge3 muaber M
TpaGBa na ce¢ pHMmaba. Ilopagu TOBRA CTOMHOCTHTE Ha INIA3MEHWTE KOHUEHTPALMHM Ha KamuH H
KPEaTHHHHOBHA KIHPBHC Tpabea na ObaaT HempeKscHATo HalumojaaBaHH, oCOOEHO NPH MAIMEHTH CBHC
CBpJCUHA HEOCTATEMHOCT H KPeaTHHMHOB KHpbHC 30-50 mi/min.

EAHOBPEMEHHOTO NPUAOKEHHE HA KANHH-CHXPAHABAN1 JHYPETHLM, XPAHHTEIHH NOOABKH C KalMH-
ChIBPIKAIIH 3AMECTHTE/IH HA COJITA 3a€HO C JIOCAPTAH HE Cce MperopruBa (BHKTe ToUKa 4.5).

Yapexcoane na veproopobnama ynxyua
Ha 6azata Ha ¢apMakOKMHETHYHH [aHHH, KOHTO NOKA3BaT 3HAYMTENHO NOBHNICHHE HA IUIA3MEHHTC
KOHIIEHTpAIlHH Ha JIOCApTaH [PH NallieHTH ¢ IHpo3a, Jlozam H 1pabea na ce u3moispa ¢ MOBHIICHO
BHHMaHHE NIPH TIALTHEHTH ¢ aHAMHE32 28 J1EKO JI0 CPEIIHO MepHONPOOHO yBpekAaHe, HaMa TepaneBTHIeH
ONKT 32 yNoTpe(aTa Ha JocapraH HPH NMANMEHTH C TeXKH 3epHOApoOHH yBpexnaHhd. CrenosatesHo
Jlosan H e TpaGea na ce npuiara NpH NaHeHTH C TSKKO YEPHOAPOGHO yBpekaaHe (BHKTe ToUkH 4.2, 4.3
H 5.2).

Yepexcdane na évbpeunama gryrxiun
Crobmenn ca npoMeHH B 6nOpevHaTa GYHKIMA, KAaTO CICACTBHE OT HHXH
PEHMH-aHTHOTEH3HH-AJIIOCTEPOH, BKMIOYHTENHO M 3a Onbpedna wemocta



nanMeHTH, YHATO OuOpeuHa GyHkums 3aBACH OT CHCTEMaTa PEHHH-aHI HOTCH3IHH-ANOCTEPOH, KaTO TAKHBA
C TEXKA CHPACYHA HENOCTATLYHOCT WIH IPEABAPHTETHO CHINECTBYBAMO Gb0pedHo HapymeHue).
IMomobHo Ha ApyrH IieKapcTsa, KOHTO TOBIMABAT CHCTEMAaTa pPEHHH-aHTMOTCH3HH-AIROCTEPOH, €
cpOOIMEHo NOBHIIIEHHE Ha KPERHATA Yped K CePyMHHS KpeaTHHHH NPH ITALIMEeHTH ¢ ABYCTPaHHA CTCHO3a HA
6LOpeYHaTa apTepys WTH ChC CTEHO3A HA ApTepHATa Ha e MHCTBEH G1Opek; Tesn npomeHk Ha 610peuHaTa
¢yHKuEa MoraT na 6unaT o6paTHMK NPk NpexpaTsaBane Ha nedeHuero. Jlocapran Tpabea aa ce M3noN3Ba C
NOBHMIIEHO BHEMAaHKE NpPH MALHEHTH C ABYCTPaHHA CTeHo3a Ha O1L0peuHaTa aprepHs HIH ChC CTEHO3a Ha
apTepHATa HA eXHHCTREH GH6pek.

Bvbpeuna mpancnaanmayun
Hsama onuT NpH IANHEHTH ¢ HEOTAABHAMHA 6L0pevHa TpaHCIAHTALSA.

ITvpeuven xunepandocmepoHuIeM

IManpenTd ¢ DBPBHYEH XHNEPALAOCTEPOHUIBM OOMKHOBCHO HE OTFOBAPAT HA AHTHXHNCPTCHIWBHM
JIEKAPCTBEHH NPOAYKTH, ACHCTBAIM 4Ype3 MOTHCKAHE Ha CHCTEMAra peHHH-aHTHOTCH3HH. Ilopagd Tosa
w3nomeaneTo Ha Tabnetky Jlozan H me ce npenoprusa,

Koponaprio cvpdeuno 3abonasane u Mo3vuno-cv008a 6orecm

KakTo npH BCeKH aHTHXHMNICPTEH3HBEH IPOAYKT, NPEKOMEPHOTO NOHIDKEHUE Ha KPBBHOTO HANATAHE IPH
MAlMEHTH ¢ HCXeMHYHA GONECT Ha CHPUETO W MO3BYHOCHAOBA GOMECT MOXKe Ja NPUIHHH HH(ApKT Ha
MHOKapIa Wi HHCYJIT.

Copoesna redocmamvyHocn

Ipu naukeHTH CHC CHPAETHA HENOCTATHYHOCT, ¢ WM Oe3 OB0peuHo yBpexaase, CHIUCCTBYBA - KAKTO H
OpH ApYTd JieKapcrsa, AeHcTsaild Ha CHCTeMaTa PEHHH-aHTHOTCHIHH, PHUCK OT TEXKa apTepHalHa
XMIOTOHHBA | (YecTo ocTpo) 616pedHo yBpeKaaHe.

Cmieno3za na aopmua u Mumpanra Kiana, o6cmpykmueHa Xunepmpognina Kapouomuonamus
KaxTo ¥ npH ApyTH Ba30AHIATATOPH, IPENOPHYBA €€ CHCLHANHO BHHMAHKE (IPU NAIMEHTH C a0pTHA IITH
MHTpaJIHA CTEHO3a, WIH 00CTPYKTHBHA XHNepTpopHIHa KapAHOMHONATHA.

Emnuvecku paznwius

Kakro e Hab/molakaHo npH HHXMOHTOPHTE HA AaHTHOTEH3HH-KOHBSPTHPAIHA SH3HM, AOCAPTAH H APYrUTe
aHTArOHWCTH HAa AHTHOTEH3WHA ¢a OY€BHIHO MO-MAJIKO ¢(peKTHBHH 34 HAMANIABAHE HA KPLBHOTO HALATAHE
NIPH YEPHOKOMKH, OTKONKOTO NpH HEYCPHOKOKH, BEPOATHO TIOPAJH HAMANCH PEHMH B NONYJAIHATa HA
YECPHOKOXKH C XUICPTOHHA.

Bpemennocm

Jlozan H re Tpabpa na ce sanoupa no BpeMe Ha SPEMEHHOCT, OCBEH B CITy4aHTe, KOTaTo HeMpeKbCHATOTO
neyerne ¢ APB ce cuuta 3a kpaiino Heobxomumo. Tlnammpas GpeMeHHOCT MalMeHTKH Tpabha na
OPeMHHAT HA ATTEPHATHBHO AHTHXMIEPTEH3HBHO NEUYeHHe, C YCTAHOBEH Npoduil Ha 0e30MacHOCT 3a
u3nonseane npu Gpemensoct. Koraro ce guarnoctiimpa Spementoct, nedeHneTo ¢ Jlozan H Tpabsa na
O1b1e NpeycratoBeHo He3a(aBHO H, AKO € YMECTHO, A4 ce 3all09He AINTEPHATHBHO JieJeHHe (BIDKTE TOYKH
4.3 n 4.6).

Heoiino broxupane na penun anzuomensun - andocmeponoeama cucmema (PAAC)
Hma nanmm, ge enxospemennata ynorpeba Ha ACE upxuburopn, anrnorensus [I-peternrropsn  6110kepu
K ANECKMPEH TIOBHINABA PHCKA OT XHIOTOHHS, XHIICPKATHEMHS ¥ HaMaiBaHe Ha Ob0pednara dyHkimsa
(exmourTensO octpa GuGpetna HemocraThaHocT). [Topanm ToBa He ce IpenopbYBa ABOHHO 6nOKMpane Ha
PAAC ypea kombunnpanara ynorpe6a na ACE urxuGurops, aHruoTersuH [I-penemropun 6I0KepH HWIH
anucKHpeH (BX. ToakK 4.5 7 5.1).

AKO ce NpelieHH, 4e TeparnudTa ¢ ABoiHO GnokupaHe € aGCOMOTHO He0OXOAHMa, TO
caMO 10J HabMIOZEHHETO HA CIENWANMCT W TPH Y€CTO BHHMATEAHO MOHHTOPH

dyHKINA, eTEKTPOIUTHTE W KPHBHOTO HATATAHE. S
ACE uHX#GHTOpH 1 aHrsoTeHsHH 1I-penienTopH GokepH He TpAGBa ia ce M3nONABAY YIUDPAAMOUE:
natMeHTd ¢ quabeTna HedponaTHs. E, ety i
oL
5 "



EnnospeMeHHaTa ynoTpeba ¢ aTHCKMpEH € MPOTHBONOKA3AHA NPW MAIHEHTH CBC 3aXapeH muabeT wWiIH
616peHo yBpexnane (GFR < 60 ml/min/1,73 m?).

XuapoXN0opOTHAZHA

Xunomonus u enexmponumen/eoder ducbananc

Kakro npu BcAKa aHTHXHIIEpTeH3HBHA TEPAIMA, IIPH HAKOH NAIMEHTH MOXKE Ja Ce NOABK CHMITTOMATHHA
xunoronus. [laupeHTrTe crienpa Aa ce HaG/MOAABAT 33 KIHHHTHY NPH3HALM HA eICKTPONHTEH HIIH BOJCH
aucOananc, Hanp. XUNOBOJEMHA, XHIIOHATPHEMHS, XHIOXJAOPEMHYHA a/IKano3a, XHIIOMarHe3eMud MiH
XHNOKAJEMHAS, KOHTO MOTAT /ia Ce IOABAT MO BpeMe Ha AHAPHA WIH nospbiane. [IpH Takuba marHeHTH
TpAOBAa J1a C€ M3BBPIIBA NEPHONWIHO H3CICABAHE Ha CEPYMHHTE CIEKTPONHTH Npe3 MORXOAAMH
uHTepBaiH. J[MTyLiHOHHA XHIOHATPHEMHA MOXE 2 BE3HHKHE PH NOMY4aBailiM OTOK NALHEHTH B TOPeo
BpeMe.

Memabonumnu u endoxpuiru epexmu

THasuaHaTa TepanMs MOXE Ja HapYIHH [IOKO3HMS TojepaHc. Bu3MOXKHO € Nla ¢e HANOXHM NpoM#AHa B
NO3MPOBKATE Ha AHTHAHAGETHH TeKapCTBa, BKIIIOYMTENHO Ha HHCynuHa (BwkTe TouKa 4.5). [To Bpeme Ha
JNIEYEHHETO ¢ THA3HIH MOXKE J1a ce TIPOABH JIATEHTEH 3axapeH Juaber.

THasHONTE MOTaT A HAMAJST YPHHHATA SKCKPELWS Ha KATIMH M Ja NPHUMHAT c1alo M BpeMeHHO
NokadBaHe Ha CePYMHHA KaILpii, 3HAMHTEIHA XHIICPKAiLEMHS MOsKe a ObAe AOKA3aTe/ICTBO 38 CKPHT
XunepnaparupeonanybM. Tuasuaure Tpabsa Ja ce cnpaT Npepd MPOBEKAAHETO HA TECTOBETE 3d

MAPATHPOUIHATA PYHKIMA.

VBenuueHse HA HHMBATA HA XOJIECTEPONIa B TPHINIMLEPUANTE Moxe ga OBbIe CBEP3aHO C TepanuaTa ¢
THAZHIHH THYPETHIEH.

THasnaHaTa TEpanys MOXKe [ia OpeH3BHKa XHIePYPHKeMHATA H/H/IH 0JArpa TP ONpeIe/ICHH NallHOHTH.
TloHesxke AOCAPTaH HAMATABA MHKOYHATA KHCETHHA, B KOMOHHAIMA ¢ XHAPOXJIOPOTHA3AN, Tok oTcnabsa
IpUYHHEHATA OT JUYPETHKA XHMEPYPHKEMUAL.

Yepnodpobno yepeorcoane:

TuasuanTe TpaGpa Na Ce M3MONRAT ¢ TIOBHIISHO BHUMAHME NP MALMEHTH ¢ HAPYWIEHH YepHOAPoOHM
GyHKIMM W NPOrpecHpaINH 4ePHOAPOOHH 3a60NIBAHMS, THE KaTO MWIKH konefanus BbB BOJHHA H
eNeKTPOIMTHHS GalaHC MOTAT A4 YCKOPAT M3NajlaHe Ha MALMEHTa B YepHOApoOHa koma. Jlosan H ne ce
IPENOPBYBA NPH NANHEHTH ¢ TEXKO YepHOAPOGHO YBpesxaaHe (BHkTe ToukH 4.3 H 5.2).

Hemenaromen pax na xosicama

B nBe enuaeMHONOTMYHH NpOYYBaHHA, OCHOBABALH CE HA NATCKHA HAIMOHAJTICH PakOB DeTHCTHP, €
Ha0NIONaBaH TOBHILIEH PHCK OT HeMelaHoMeH pak Ha koxata (HMPK) [GasamroknersdeH KapLHOM
(bKK) u cksamoszHoknersdeH KapiuHOM (CKK)] npn HapacTBamia eKCIIOZHLMA Ha KyMylaTHBHA 1034
xupapoxaopotHasuy (XXT3). PoroceHcubummupanmre epextn va XXT3 Morar ma AeicTBar Kato
BEPOATEH MEXAHM3EM 3a pazpuTHe Ha HMPK.

MMaunenTnte, npueMaml XXT3, Tpabea na 6baar ungopmupann 3a pucka or HMPK u ceeeTsaHn
PCNIOBHO Na MpOBEpABAT KOKATA CH 3a HOBH JieswH ¥ He3aGapHo ga cbo0iaBar Npd MosBa Ha
TI0JO3PHUTENHH KOXKAH fe3un. Ha maumenTaTe TpAbBa DA ce MperiopuyaT BE3MOXNHH NPEBaHTHBHH MCEPKH,
KATO OrPaHHYEHO HANIAraHe Ha CILHYEBa CBETIIHHA H YNTPABHOJCTOBH JIBYH, & B Cy94i HA €KCIIO3HLHA,
NOIXOOAMIA 3aM(HTa, 32 A3 Ce CBeJe N0 MHHMMYM PHCKBT OT paK Ha KokaTa. IlonospuresisnTe KOXKHR
nesum tpabBa Aa OnaaT nofnoxeHy Ha He3a0asHO H3C/eABAaHE NOTCHIHANHO BKIOYBANIO XHCTOMOTHYHH
H3cieBannsa Ha SuorncHuns Marepranu. [Ipepasrnexnase Ha ynorpe6ata Ha XXT3 MOKE A3 Ce HAIOKH U
TpY NAIMEeHTH, KOHTO ca iMamu npeaxoaes HMPK (Bx. csmio Touka 4.8).

Xopoudanen usnus, ocmpa MUOnUA U GMOPUHA 3AKPUMOLZBARA 2RAYKOMA
CyndoHaMHINTe WIHM JEKapCTBATA, HPOW3BOAHH Ha cyXponamHMTe,

. HIMOCHMHKPATHYHA Peakiui, BOAEWA A0 XOPOHIAICH HIIHB ¢ AepeKT HA 3PHTE]
MHOIIHA H OCTPa 3aKPHTOBILIHA INayKoMa. CHMITTOMHTE BKIIOYBAT BHE3AIHO HAMaRCApE
ocTpoTa Wik fo/IKa B 09MTEe H 00MUaHHO BB3HHKBAT B PAMKHTE HA 4acoBe IO cofiml
nedeHueTo, HenexyBana 3axpHTOBIB/IHA T7IAYKOMA MOXe Aa JOBEAC A0 Tpa



[IbpBOHAYANHATA MADKA € MPEYCTAHOBABAHE NDHEMA HA JEKAPCTBOTO BB3MOXKHO Haii- §bpso. Ako
BLTPEOYHOTO HATATAHE OCTAHE M3BBH KOMTPOJ, MOXeE Ja € Heo0XoauMo fa c€ OOMHCIH NOAXONAIIO
NEKapCTBEHO WIH XHPYPIMMHO Jeuenue. Puckosure (axropd 3a pa3BHTHE Ha OCTpa 3aKpHTOBIBIHA
IJIAYKOMA MOXKE JIa BKIIOYBAT AHAMHE3A 3a Cy/1(OHAMHAHA WIH [ICHHIIIMHOBA ajeprus (BIDKTE TO9YKA
4.8).

Hpyeu

[py nalHeHTH, NPHEMALIM THA3KAH, ¢ WiH Oe3 aHaMHe3a 33 aNeprud WiH 6poHXHaNHa acTMa, MOrar Ja
BB3HHMKHAT peaKuM# Ha CBPBXUYBCTBUTENHOCT. IIpm ymorpebara Ha THA3HAH, HMa CIyd9ad Ha
ek3aniepbars WK aKTHBHPAHS HA JYIYC epHTEMATOIeC.

Homownu eeyecmsa
JlekapCTBEHHAT MPOOYKT CHAbpKa ousermten Ponceau 4R, koHTO MOXe 1a Npelu3BHKA anepradHi

peaxiau.
4.5, B:auMogelcToNe ¢ APYrH JeKAPCTBEHH HIPOAYKTH H APYTH GopMHE Ha BIAHMOACHCTBHE

Jlocapran
CrobmasaHo ¢, 9e pHdaMiuIEH 1 $IYKOHA30]T HAMAIABAT HHEATA Ha aKTHBHHA MeTaGonut. He moxe fa
Ce HaNpaBH OLICHKA Ha KIMHWIHHTE IOCNS/MITH Ha TE3H B3aUMOICHCTBHA.

KaKTo ¥ 1ipH APYT# JeKapcTEa, KOHTO Gnoxupar anrAoTeHsuH I Wil HeropATe eeKTH, NHOBPEMEHHOTO
NPATOKEHHE HA JIEKAPCTRA, KOHTO 3AXBPHKAT KANHH (Hanp. CHUPOHONAKTOH, TPHAMTEPEH, aMUIIOPHI)
KaiHeBH N00ABKH MIIH 3aMECTHTEIH Ha IOTBAPCKATA COM, CHABPKAIM KATHH, MOXe Ia AoBene A0
yBenuueHHe Ha cepyMHHA kanmii. ExHoBpemennoTo npunoxense He ce [Ipenopbara.

KakTo pH Jpyry MeHKaMeHTH, KOHTO NIOBJTHABAT OTAE/ISHETO HA HATPHIE, OTACIAHETO Ha JTATHH MOXe Nia
6Bne Hamaneno. Ilopagu Tosa TpaGBa Aa ce npocaeagBaT BHHMATEHO HHBATA HA JINTHI B CEPYMA, aKo 1Ie
¢¢ MPHEMAT JINTHEBUTE CONH €AHOBPEMERHO ¢ aHFHOTeH3HH I peLlenTopen pHTaroHHCT.

Korato asrworensun 11 apraromsicry ce npwnarat enuoBpemenHo ¢ HCTIBC (T.e. cenekTHBHH COX-2
HHXHOHTOPH, ALCTHICATHIMIIOBA KHCEIHHA B NPOTHROBBINAMMTENHH no3u H Hecenekraean HCIIBC),
MOXE JJa C& HAMAJTH aHTUXHTIEPTeH3HBHUA edeKr.

EAHOBPEMEMHOTO NPWIOKEHHe Ha anrHorensuH Il awrarouscTd MnH muypetui . HCIIBC Moxe na
NOBeNie 0 MOBHIICH PUCK OT RIOMaBaHe Ha GnOpeunara yHkmmua, BwnodnTenHO M ocTpa Onbpedna
HEJIOCTaTHYHOCT ¥ NOBHILABAHE HA CEPYMHHS Kanwii, 0co0eHO TIPH NAIHEHTH ¢ IPSIBAPHTENHO BAOIICHA
O106peuna dynxims. KoMGunauusta Tpa6pa aa ce mpuwiara BHHMATENHO, 0CO0EHO B CTapuecka BE3pacT.
TauuenTaTe TpsGba Aa GBIaT aneKBaTHO OBOMHMABAHH M TPAGBA Aa ce oOCHAM KOHTpON Ha 6nbpeunara
GYHKIA chie]] 3aN0YBaHe HA EAHOBPEMEHHO JICYCHHE, KAKTO H NCPHOJHIHC Clie/] TOBA.

Ips HAKOM NAUMEHTH ¢ KOMOpoMeTHpana OpOpedHa (yHKIHS, KOMTO ca NEeKyBaHH ¢ HECTCPOHIHH
NPOTHBOBBLANAIATENHH  CPeACTBA, BKIIOYMTEIHO CEJMEKTHBHH  ITHKJIOOKCHTEHA3a-2-HHXMOHTODH,
¢/IHOBPEMEHHOTO MPHAOXKEHHe Ha aHTHOTeH3HH II perlenTOpHH AHTArOHHCTH MOXe [Ja A0BeNe Iio-
HATATBIIHO BIOIaBaHe HA (R6pevunara pyHKIMA.




JaHHM OT KIMHWYHM TPOYYBAaHMA [IOKa3BaT, 4Ye ABOHHOTO OJOKMpaHe¢ Ha pPeHMH AHIHOTCH3HH
anaocTepoHoBara cHereMa (PAAC) upes komGuHHpaHaTa ynotpeba va ACE HHXuOHMTOpH, SHIHOTCH3HH
1l-penenrropay GIOKEpH HIM atCKAPEH ce CBEP3BA C MO-BHCOKA YECTOTA HA HEXKENAHM CHOMTHA, KaTO
HaMpHMeP XHNIOTOHHA, XHIICPKATHEMHS H HaMansBaHe Ha OnOpeunara QyHKiGs (BKHOUHTENHO OCTpa
GB6pedHa HeIOCTATRYHOCT), B CpaBHEHHE ¢ YTIOTpeDaTa caMo Ha eIHO CpeCcTBo, AelicTeamo BbpXy PAAC
(mx. Toukn 4.3, 441 5.1).

Heoiina 6nokana Tpabea ga Obae orpaHuveHa A0 MHAMBHIYATHO neGuHMpaHM CiyuyaH ¢ BHHMATEIHO
MOHHTOpHpAaHEe Ha KPBBHOTO HansraHe, ObOpeusara JyHkums H eackTponwrd. He npmnaraiite
€HOBPEMEHHO ATHCKUPEH C JI0CApTaH IIPH NalMeHTH ¢ HabeT WiH NpH nalMeHTH ¢ 650peuHO HapylIeHHe
(GFR < 60 ml/min) (Bsire Touxka 4.3).

JpyTH BellecTBa, NPEAH3BHKBALM XHIIOTOHMS, KaTO TPHUMKIHYHH QHTHICIIPECAHTH, aHTHICHXOTHIM,
GaxnodeH, aMupOCTHH: IPH €JJHOBPEMEHHOTO NPHAMKEHHE ¢ TE3H JICKAPCTBA, KOUTO HAMATABAT KPBBHOTO
HAATAHE, KaTO OCHOBHA HEXKeJaHa JIEKAPCTBEHA Peakiiud MOXKe Na ¢ NIPOSBH, HOBHIIABAHE HA PHCKA OT
XHIIOTOHMS.

XHApPOXAOPOTHASHI

Crnegnure nekapersa, NPH eAHOBPEMEHHO MNPHIOKEHHE, MOraT fa B3aMMONEHCTBAT ¢ THA3HAHHTE
IHypPETHLH:

Anroxon, bapbumypamy Uy Hapxomuyy
Mosxe Aa BE3HHKHE OPTOCTATHIHA XHITOTOHUA.

Aumuduabentiu nexapcmea (nepopanil u UHCYAUR)

JleueHneTo ¢ BUCOKH A03H THAZMAM MOXE JIa IOBIIHAE TI0K03HMA Tonepanc. Moe nia ce HANOXu NpoMsHa
B JIO3HPOBKATA HA aHTHIHAGETHOTO JlekapeTeo. Merdopmun Tpa0Ba fa ce H3NOI3Ba BHUMATEITHO, TOPARH
pHCKa OT JIAKTaTHA alJMao03a, TNPEOU3BHKaHA OT BhAOWeHa OnbpeuHa ¢yHkums, CBBP3aHC C
XHAPOXJIOPOTHAUA.

Hpyzu anmuxunepmenzugnu nexapcmea
AnuTHBEH edeKT.

Xonecmupamun u XoneCmunonoeu cCMoRy

AGcopfumara Ha XHIPOXIOPOTHASHI Ce HApyNiaBa [pH HAIHYMETO HA AHHOHHW OOGMCHHH CMOJIH.
Epusnysa 1033 XONECTHPAMAH HIH XQJICCTHTIONOBA CMOJIA CBBP3Ba XHIPOXJIOPOTHAZHI W peaynupa
abcopbHATa My OT racTPOMHTECTHHANHME TPakT ¢ Jio 85 % 1 43 % croTseTHO,

Kopmuxocmepouou, ACTH
VcKopeHO H3TbYBaHe HA €IEKTPOINTH, Hali-4€CTO XHIOKATICMHA.

fpecopnu amuriu (nanp. adpenanun)
Br3moxkHO € HamManeH edexr OT NpecOPHH aMHHH, HO He JOCTETHYHO, 3a A3 Ce M3KIIOYH ¢OHOBpEMEHHATa

M ynorpeba.

CrenemHo-MycKYARY Penarcanmii, Hedenonspusupayu (vanp. myboxypapur)
B13MoKHA € NoBHIIERA YYBCTBHTEMHOCT KM MYCKYJIHH PEJIaKCaHTH.

Jhumuii
JAuyperHuHTe peayumpar GpOpedHMA KIMPDBHC HA JHTHA H CH/IHO YBEIHYABAT PHUCKA OT JIMTHEBA
HMHTOKCHKALMS, He ¢¢ NPeNophyBa eHOBPEMEHHO MPHRIAraHe.

Jlexapcmeenu npodyxmu, UsnoN3EARY 3a Kevenue Ha nodazpa (npobenuyuo, cy.nqb 7
BE3MOXKHO € ]a ¢¢ HAIOXKU KOPEKIHA Ha JO3UPOBKATA HAa YPHKOIYPHYHH JEKEPCRS
KaTO XHAPOXJOPOTHA3HA MOKE [a TNOBHIIE HHBOTO HA ITHKOYHATA KHCETi
HeoOXOAHMO [OBMINABAHE HA [MO3ATe HA MPOoOCHWIMA HIH CYRpH
€AHOBPEMEHHOTO MPUIOKEHHE ¢ THASHI 2 NOBHIIN 4ECTOTATA Ha pea
KEM aJIOIYPHHO.



Aumuxonunepzunnu npodyxmu (Hanp. amponu, bunepuder)
HopuniaBasie GHOHANMHYHOCTTA HA THA3WAHHTE JHYPETHIH YpPe3 NIOHIKEH CTOMAIIHO-9PEBEH MOTHIHTET H
HaManeHa CKOpPOCT Ha H3Mpa3BaHe Ha CTOMaxa.

Lfumomoxcuunu npodyxmu (wanp. yuxrogocamud, memompexcam)
TuasuaATe Morar Aa HaMaIAT GBOpeYHaTa eKCKPElMA HA HHTOTOKCHIHH JISKapCTBEHW TPOXYKTH H A
3aCHIIAT TEXHHTE MHEIOCYTIDECHBHE e(EKTH.

Cantytnamu
TTpH BHCOKM [03H CATHUMNATH XHAPOXIOPOTHASHA MOKE A YCHIH TOKCHIHHA e)eKT Ha CaNHLHIaTHTe
BBPXY HEHTpaJHATA HEPBHA CHCTEMA.

Memunoona
HMa ormenyn cpobilensds 3a XEMOJIHMTHYHA AHEMEsA, Pa3BHIA e NPH SAHOBPEMEHHO NMPHIIOMKEHHE HA
XHIPOXNOPOTHAIH, U METHIAONA.

Luxnocnopun
EAHOBPEMEHHOTO JICUCHHE ¢ IHKIOCTIOPHH MOXKE Jia NOBHIIH PHCKA OT XHICPYPHKEMHS H NofoOHH Ha
MoAarpa yCJI0XKHEHHS.

Jveumanucnu 2nuxosudu
TI*!&BHI[“HIHWIIHPSH& XHMIIOKAJIHEMHS HWIH XWUIMOMarHe3weMMvs MOraT Oa Gnaronpnm'rsa'r noABaTa Ha

JHUTHTATHC-AHAYLIMPAHHE CLPASYHH aPUTMHH.

Jlexapcmsenu npodyxkmu, ROGRUAEAHU OM HAPYUEHUR 8 CEPYMHUA KAMUT

TpH npunoKeHHe Ha N0CAPTAH/XHAPOXJIOPOTHAZH, C JIEKAPCTBEHH NPOAYKTH NOBIHIBAHHA OT HapyUICHHA
B CepyMHHS Kajau# (Hanp, AHIMTATHCORH MIKKO3HAH M MPOTHBOAPHTMUIHH CPEACTBA) K C JICKAPCTBEHH
NpoAYKT# (BKIIOYHTEIHO HAKOH MPOTHBOApHTMHYHM), Bopem mo torsades de pointes (xamepHa
TaxHKapIHs), C¢ MpenopLusa MEPHONHYHO MOHHTOpHpane Ha cepyMHusa xamuit u EKI, TeA Karto
XHIOKAIHEMHATA & GaKTop, npeApasnonarant kbM torsades de pointes (kamepHa Taxuxapaua):

- Kiac [a npoTdBoapuTMHYHY (Hanp. XHHUAMH, XHAPOXHHHANH, AH3OMHPAMMI).

- Kunac IIT nporHROapHTMHYAH (HANp. AMHOAAPOH, COTANON, Ao(eTimH, HoyTAnHn).

- Hakow  aHTHOCMXOTHMHH  (HANp.  THOPHJA3WMH,  XJIOPNPOMAa3HH,  JEBOMEMPOMAa3HH,
TpHQIyOTIepasHH, LHAMEMA3HH, CY/NIUMPHA, CYITONPHJ, AMHCYNNPHA, THAIIpHI, MHMO3HE,
Xanonepuo, JponepHAOC).

- Jpyru (uanp. Genpuagun, udcanpus, AMGEMAHIT, GPUTPOMHIMHE i.V., XANOQAHTPHH, MH30/ACTHH,
MEHTAMUIHH, TepharaIiH, BHHKAMHH 1.V.)

Kanyuesu conu

TrazuaHuTe QHYPETHIIM MOTAT A2 NMOBHINAT HHUBATA HA KAJIHMEBHTE COMH, TIOPaaH MOHIDKEHA CKCKPEIHA.
Ako Tps©Ba a ce NpeANAILAT KalikesH 106aBKY, CleIBa Ja ce KOHTPONHPAT HHBATA HA CEPYMHHA KATIHi
H [03aTa Ha KaJIIMI CHOTBETHO J1a Ce KOPHTHpA.

Hosnussane na naGopamoprume/fexapcmsenume U3CAEO8AHUR
TNopanu edexra, KOWTO HMAT RELPXY KAMMEBAS METabONMIBM, THA3WAWTE Morar Ja NOBIHAAT
(G yHKIHOHANHHUTE TECTOBETE HAa NapaTHPOHIHATA %Ule3a (BHKTe TouKa 4.4),

Kapbamazenun

Puck 0T chMOTOMATHYHA XMMOHATpHeMHA. Heo0xoamMo e KIHAHIHO H GHONOrHYHO NpociesBaHe

Hodno-xonmpacmmnu eeryecmea
B cnywalt Ha AMypeTHK-MHAYLMpaHa [AEXMApAaTalUMs, HMa IIOBHIIEH PHC
HEJIOCTATBYHOCT, OCOOEHO C BHCOKH HO3H Ha HOAHH mpoxykrd. [laum
PEXHAPATHPAHH NPEIH NPHEMBT.

Ampomepayun B (napenmepanen), kopmuxocmepouou, ACTH naxcamueu
ce 6 CRadKus Kopew)



XuapoXIopoTHA3KI MOXKE A4 3aCHIH eNeKTpoIHTHHS AucGananc, 0CoGeHO XMIIOKATHEMHATA.

4.6. Pepraanrer, OpeMeBHOCT H KLPMEHe

bpemennoct
Hsnomsareto Ha APB He ce npenopb4sa npe3 MHPBHA TPHMECTHP Ha GpeMeHHOCTTa (BIKTe Touka 4.4).

Hsnomssanero Ha APB e npoTHBONOKA3AHO TIpe3 2-PH | 3-TH TPHMECTHP Ha GpeMeHHOCTTa (BUIKTE TOUKH
43n4.4).

EnmvaeMHONIOMHSHATE JOKA3aTEICTBZ 32 PHCK OT TepatoreHHoeT cnex neuerme ¢ ACE uHxuOuTopH mpes
[rEPBHS TPUMECTHP Ha GPEMEHHOCTTA He ca yheAMTeIHN; MAKO YBETHICHHE Ha pucka, o6ade, He MOXe a
ce m3KNOUM. Makap e HAMAa KOHTPOJHPAHM eMAEMMONOFHSHH JAHHH 38 PHCKA NP asruoTersus I
pelierTopEd HHXHOHTOpH (APB), monoOHH pHckobe OHXa MOTHAM 53 CBINECTBYBAT NPH TO3H KHac
MenukaMenTH. OCBEH B ClydaHTe, KOTato HempexbeHaroro nedenne ¢ APB ce cuura 3a kpaiino
HeoOXOAMMO, IUIAHMpAllM OpPEeMEHHOCT [AIMEeHTKW TpabBa [a fpeMHHarT HA ATTCPHATHBHO
ANTHXMIEPTEHIABHO JIe9eHHe, ¢ YCTaHOReH Mpodii Ha Ge3omacHOCT 3a H3NON3BaHe TPH GpeMeHHOCT.
Korato ce aparsocTHIHpa GpeMennocT, neveHueTo ¢ AP TpaGea ja Ghjie npeyCcTaHOBEHO He3abaBHO H,
aK0 € YMeCTHO, 1A Ce 3ar04YHe aITEPHATHBHO NeYeHHE.

HspecTHO €, we Nedenne ¢ APB mnpes BTopus M TpeTHS TPUMECTHP Ha OpeMEHHOCTTa MHAYIHpA
(eToToKCHUHOCT (BNOMEHa GROpeuHa QYHKUMA, ONUrOXMAPAMHHOH, 3a0aBeHa ocH(HKALMA HA Yepena) H
HEOHATA/IHA TOKCHYHOCT (6B6peyHa HeOCTaTHYHOCT, XHIIOTOHHA, XUNEPKATTHEMHS ) (BIKTE TOUKA 5.3).
AKO npes BTOpHA TPHMECTEP Ha GPEeMEHHOCTTA Ce TpoBenge eueHne ¢ APB, ce npenoprusa exorpadeku
KOHTpoI Ha 6b0pewTe U depena.

Horopozneny, wimmTo Maiku ca ce sexyBamu ¢ APB, 61 cinenpano Aa ca moA HENpeKBCHAT KOHTPOIN 33
XHTIOTOHMA (BHOKTE TOYKH 4.3 H 4.4).

HMiMa orpasmdeH OMWT ¢ XMAPOXIOPTHA3HA T BpeMe Ha GPeMEHHOCT, 0co0eHO Npe3 MHPBHA TPHMECTEP.
Ipoyusanus ¢ XHBOTHH Ca HEAOCTATHYHH.

XuapoxAOPOTHA3H] IPEMHHABA [UIaleHTaTa. Bb3 0cHOBA Ha GapMaKOSOTHIHHA MEXAHM3HM HA JlelicTBiE
Ha XHAPOXJIOPTHa3W/a, Heropara ymotpe0a Mo BpeMe HA BTOPHA M TPETHA TPUMECTBD MOKC na
KOMIIPOMEHTHpa (eTornalenTapHaTa nephy3ua K MOXe /1a IPHIHHY (eTalHH H HeOHATAIHH e(heKTH KATO
KBITEHHI, HapyllleH eleKTpouTed Ganasc ¥ TpoMGommroneHnsa. Xuapoxnopruasua He Tpabea na ce
H300N13BA MPH TeCTAIMOHEH OTOK, reCTallMOHHA XHMAEPTOHHMS WIH IPECKNAMIICHA TOpajH PHCKBT OT
HamaaBaHe Ha ofeMa Ha IUIa3maTa M IIALeHTHA XHnonepgysnd, 6e3 na #Ma ONAaronmpHATHO Bh3JeHCTRHE
BBPXY X044 Ha 3al0nABaHeTO,

XuapoxnopTHasuy He TpAGBa fa ce M3MON3Ba NPH SCEHIHMANHA XHIEPTOHHA NpH OpeMeHHH KEHH, ©
H3KTIOTERHE Ha PelIKH CITy4aH KOTaTo APYro aTTEPHATHBHO JIEICHHE HE MOXe JAa ce ynoTpelsiba.

Kepmene
Tlopanu namnca sa uedopManEs oTHOCHO ynoTtpebaTa wa Jlozan H no Bpeme Ha kKepMeHe, NIPHIOKEHHETO

#a Jlozan H ne ce npenopwupa. [IpeanounTaT ce anrepHaTHBHE JIC9EHHA ¢ 10-300pe YCTAHOBEHM IPOGMIIH
Ha (e30MacHOCT Mo BpeMe Ha KbPMEHETO, 0COGEHO MpH KEPMEHE Hd HOBOPOJACHO KIH HEAOHOCEHO
KbpMate.

XnapoxaopTHasua ce SKCKPeTHpa B KBPMATa B MainKO KOJIMUeCTRO. THasHauTe BHR BHCOKH [O3H
NPUIHHABANKM MOBHIICHA AHMype3a MOTAT fja MONTHCHAT NMPOAYKIMATa Ha Kbpma. He ce mpemopbuka
yriorpebarta Ha Jlosan H no Bpeme Ha kepmere. Ako ce H3non3sea Jlozan H no BpeMe Ha KbpMeHe, TO3HTE
TpabBa Ja ca BE3IMOXKHO Hali-HHCKHUTE.

4,7. EdexTr B:pxy cnocoGrocTTa 32 modapane o paGora ¢ MANIHEA

He ca npoBexzann WiNMTBaHKEA BPXY CHOCOGHOCTTA 33 wodupane 1 pabora ¢ MamwuHH. Bripexn TOBa
TpabBa ma ¢e MMa NpedBHA, 9e MOHAKOra MOXE Ja BE3HMKHE 3aMaiiBaHe ¥ CHHIMBOCT, IO BpEeME HA

4.8. Hexenann JIeKaPCTBEHH Peakign

Hexermarure NeKapcTBEHH pPeakiMH MO-J0NYy C4 ONpeAcHcHH, KbACTO €
OpraHHHS K/Iac H YeCTOTa, CHIIIACHO CIIEHATA KiacHpHKalma:

MHuoro wecTi: > 1/10




Yecrn: > 1/100 no < 1/10

Heuectu: > 1/1 000 no < 1/100

Peaxn: = 1/10 000 no < 1/1 000

MHoro pemxn: < 1/10 000

C Heu3BeCTHA YECTOTA: MECTOTATA He MOXKe Aa Obje onpeelicHa OT HANHYHHTE HAHHH.

[Ipr KIHHHYHE WCICABAHHA C JIOCAPTEH KaaMii B XHAPOXJOPOTHA3HA He ca HaGmojaBaHW HEKeNaHH
JICKAPCTBEHY PEAKUMH, KOWTO Aa ca cneumdudsd 3a TasH komOmHamms. Hexenanure jiexapCTBEHH
peakiH ca GIIH OrpaAHHYEHH JIO Te3H, ChOOIIABAHM IPE/IH 38 JIOCAPTaH Kanuii H/HiITH XUAPOXI0pOTHASHA.
B KOHTpOJIMpaHE KIMHHYHH W3MHTBAHHA 32 €CCHUHANHA XHIIEPTOHHH, CBETOBBPTEXK ¢ €IHHCTBEHATA
cpo0IicHA HEXKE/IaHA JICKAPCTBEHA PEAKIMA KATO JICKAPCTBEHO-CBBP3aHA, KOATO BB3HHKBA C HECTOTZ
no-rofaMa oT mianeo opu > 1 % WA noBewe OT MAlMeHTHTe, JIEKYBAHH C JIOCapTaH H

XHAPOXIOPOTHA3HL

CriezinvTe AOMBIHATETHH HEKEAHH JIGKAPCTBEHH PEaKLHH ¢a ChoOIMaBatH ciie/, IycKaHe Ha MPOMyKTa Ha
nasapa:

Hapyuenun na vepssama cucmema

C HemsBecTHa vecToTa: JIHcreysHa

CvOo6u Hapyuierus
C "emspecTHa yecroTa: OprocTaTHIHH eekTH, CBbP3AHHM C H033T8

Xenamo-bunuapru vapyuenus
Peaxu: Xenatur

Hapywenus na xoxcama u nodxoxchama mokaH
C neusBectHa 9ecToTa: KoxeH nyryc epHTeMaTosyc

Hacnedeanun
Penxu: Xunepkamem#s, nopuimapane Ha ALT

Jpyra HexeNIaHH PEaKUMH HaOMIONABAHH TIPH €0HH OT OTOeJHHTE KOMIIOHEHTH, KOHTO MOraT aa ce
IIPOABAT  OOTEHUHANHO KATO HOKKENaHH peakuuM ¢ D[OPpH  IPHTOKCHHE Ha  JIoCapTaH
KaNHI/XHAPOXTOPOTHAZHI, Ca CJIEHHATE:

Jlocapran
CnenHute HeXeNaHH peakiuy ca choOIIABAHHM 34 JiocapTaH IPH KIMHHYHH H3MHTBAHHA M IPH
MOCTMAPTETHHIOBUA OITHT:

Hapyuenun na xpvaonockama u numgna cucmemu
Hewectn: Anemns, nyprypa na Henoch-Schonlein, exkxamosn, xemosinza
C HemsBecTHA 4ecToTa: TPOMOOLMTONEHHA

Hapyuwernua na umynnama cucmema

Peaku: CeppXUyBCTBUTENHOCT: aHADHAAKTHIHH PEaKIIHY, aHTHOSIEM, BIIIIOYHTETHO OTOK Ha JTApHHKCA H
TJIOTHCA, KOETO BOIH JI0 3aTPYAHEHO AHIIAHE W/IWIH OTOK HA JHUETO, YCTHHTE, thapHHKCA WK e3HKA;
OpH HAKOH OT Te3H NAlMEHTH B MHHAIOTO € ChoOILaBaH aHrMOeNeM BBB BPB3Ka ¢ MPHEM HA JAPYTH
nekapersa, sxaodnterno ACE-unxuburopy;

Hapyuwenun na memabonuzma u xpavenemo
Heuecrn: Anopexcni, nogarpa

Hcuxuynu napywenus

YectH: beschHue

Hegectn: TpeBoxkHOCT, TPEBOKHOCTHH HApyLICHHS, MAHHYECKO PascTpoHCTB
abHOPMHM CHHHINA, HAPYIICH ChH, CHHIMBOCT, YBPE/CHA ITAMET




Hapywernua na nepswama cucmema
Yecti: I'nasoSonue, saMaiisane
Heuectn: HepaHocT, napecreans, nepudepHa HEBPONaTHA, TPEMOP, MHIpeHa, CHHKOTI

Hapyuenus na ouume
Hedectd: 3ambrieHo spense, napeHe/CMbAeHe B OKOTO, KOHIOHKTHBHT, IIOHMKEHA 3pHTE/IHA 0CTPOTa

Hapywenun na yxomo u aabupunma
Heuectn: Bepruro, 0IyM B yoTe

Cupoeunu napyuienus

HeuecTd: XHIOTOHHSA, OPTOCTATHYHA XHIIOTOHMS, CTEpPHANTHA, CTeHoKapaus, AV Onok I crenen,
MO3BIHO-CHIOBO CBHOMTHE, MH(APKT HA MHMOK2pAa, MAANWTAIHA, ApUTMHM (HPEACHPIOHO TPENTEeHe,
CHHYCOBa GpaauKapais, TaxHKapuA, KaMepHa TAXHKAP/Hs, KaMEPHO MBKICHE)

Cvoosu napyuenus
Hewectu: Backynur

Pecnupamopnu, 2pb0HU u MEOUGCMUHANHY KAPYUEHUL

Yecrn: Kanimmua, nadexups Ha TopHATE AUXATe/HH [THTHINA, 3aITykiBae Ha HOCa, CHHY3HT, HapYIICHUS B
CHHYCHTE

Heswectu: ®apunrcanen qHcKoM(OpT, QapHHTHT, JAPHHIHT, AMCIHEA, OPOHXHT, EIHCTAKCHC, PHHMT,
PeCIHpaTOpHa KOHIECTHA

Cmomauno-ypeeriu HapyueHus

Yecth: Kopemna Oonka, ragere, qHapys, Jucnencui

Heuectu: 3anek, 36Ha 60Ka, CyXOTa B ycTaTa, OAYBAHEe Ha KOPEMA, TaCTPHT, NOBpPHILAHE, 06CTHIALMA
C veuspectHa vectoTa: INankpearur

Xenamo-bunuapru cMyueHun
He#n3BecTHH: AHOMATHH B YepHOApoOHaTa QYHKITHA

Hapywenun na xoxcama u noOKOACHAMA MoKaH
Heyectd: Anomelms, JepMaTHT, CyXa KOMa, SPHTEMa, 3auepedBaHe, (OTOUYBCTBHTENHOCT, CBpbe,
o0pHB, YPTHKApHA, H3NOTABAHE

Hapyutenua na Mycrymmo-creaemsoma CUcCimema i CoeOuRumenama moKkan

Yectn: MyckyneH cnasem, Gonka s rxpha, Sonka B Kpaka, MAAITHA

Heuectu: Bonka B ppxara, ToyBaHe Ha CTapaTa, Golika B KOMMHOTO, KOCTHO-MYCKYIHa GoJiKa, Gonka B
PamMoTO, CxBalllase, apTPAT|s, PTPHT, Kokcanrnd, puGpomuarnrad, MycKymHa ciaboct

C Hem3pecTHa YecToTa: Pabnomuonusa

Hapywenun na 6v6peyume u nuxounurme nomuua
YHect: brbpeuno yepexknane, 6p0peuHa HEROCTATHYHOCT
Heuecrn: Huktypna, wecto ypuHHpaHe, HEPeKUHA Ha MTHKOYHKTE METHEIA

Hapyuwenun na gvsnpouseodumennama cucmema u 2epoama
Hegectu: HoHikeR0 THOMHMO, HMITOTEHTHOCT

Obugu Hapywenus u egrexmu Ha MACHOMO HA NPUNOIICEHUE

Yectu: AcreHnd, ymopa, 60IIKa B repAMTe

HedectH: Otox Ha JMIIETO, TPECKa

C HeH3BECTHA 4eCTOTA: TPHIIONIONOOHH CHMITTOMH, HEPAZNOI0KEHHE

Hzcredeanun
YecTn: XunepraaneMs, JEKO HOHIDKEHH XeMATOKPHT H XeMOTJIOOHH, XHIIOT,
Heuectn: Jieko MOBHILABAHE B CEPYMHHTE HHBA HA YPES H KPEATHHHH



Muoro peaxu: TToBumapane Ha 9epHOApoGHUTE eH3AMH U CHIHPYOHN.
C HeH3BecTHA YecToTa: XHIIOHATPHEMHA

XHAPOXIODOTHAZHL

Heonnazmu - GoBpoxavecmeerit, 310Ka4ecmeeny u Heonpedenenu (8K, KUCmu u noauny)
C HeusBecTHa duecTora: Hemenamomen pak Ha koxara (OasanHOKjIeTBYeH KAPUHHOM H
CKBaMO3HOKIECTHYEH KAPLIHHOM)

Hapywienun na kpbeOHOCHAMA U TUMPHA CUCTEMU
HedecT: ArpaHyloOUMTO3a, AfUIACTHIHA AHEMHS, XEMAaIUTHYHA aHeMHs, JICBKOTICHHA, Nyprypa,
TpoMOOIHTOIEeHHA

Hapywenus na umynnama cucmema
Pemici: AnapunakTaaHa peakims

Hapywenun na memabomama u xpanenemo
Hevectn: AHOPCKCHS!, XHTICPTIIHKCMHAA, XHIICPDYPHKCMHA, XHINOKATTHCMEA, XHITOHATPHEMHA

Hewuxvwunu napywenus
Hevectu: bescuHue

Hapyuenus na nepenama cucmema
Yectu: I'nasobonue

HGPJMEHW HA ovume

Heuectu: Ilpexomio 3aMEITICHO 3PpCHHE, KCAHTOICHSA

C HeW3BecTHA 9YECTOTA: BTOPHYHA OCTpA 3aKPHTOBI'BIIHA [JIAYKOMa nnmu QCTpa MHOIIFE, XOPOHAAIEH
H3JTHB

Cwooeu napyuierun
Heuectn: HekpoTH3npan] aHTHHT (BACKYNHT, KOXKEH BACKYJIHT)

Pecnupamopnu, 2peduu u MeQuacmunaniu HapyweHis
HeuecTn: PecriMpaTopeH QHCTpec BKIFOYHTETHO THEBMOHHT H GenoapoleH oTok

Cmpmauino-4pesnu HAPYWeHUR
Heuectu: CuanoaaeHur, criasMu, CToMaliiHoO JpasHeHe, raJieHe, NOBpbLlaHe, THapHs, 3aneK

Xenamo-buwruapuu cMyuenun
Heuectu: Mxrep (MHTpaxenmaTATHA X0A€CTA3A), TAHKPEATHT

Hapywenun na xoxcama u ROOKONCHaMAa MbKGH
Heuectr: QOTOMYBCTBHTEHOCT, YPTHKAPHA, TOKCHYHA EMHICPMAIHA HEKPOIH3a

Hapywienun na Mycxyamo-creemuama cucmema 4 CLeOuHUMenHama movKan
Hewecrs: Myckynau crasMu

Hapywenus na bu6peyume u nuxounume nomuya
Heuecru: [mokosypus, HHTepcTelHaeH HedpHT, GrOpeana aucdyniips, Gp0peuta Hefo

Obwu Hapyuwenua ¥ eqpexmu Ha MACTIIOMO KA NPUADNCERUE
Hewuectu: Tpecka, 3amaiisane

Onucanue na u3bpanu Hesicerany peaxyuu
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HemenaHoMeH pak Ha KoxkaTa: BB3 OCHOBA HAa HaNMMYHHTE AAHHBH OT €MMASMHOJOTHYHH NPOYYBAHHA €
HaGnIonaBaHa 3aBHCHMA OT KyMYJIaTHBHATA 1034 Bpe3ka mexay XXT3 u HMPK (sx. ¢bui0 Toukd 4.4 1
5.1).

Crobumapane Ha NOROIMPAHH HEMENIAHH Peakili{
Cro6inaBaneTo Ha MOAO3MPaHH HeKEJAHH Peakiy ciell paspelilaBame 3a ynoTpeba Ha NeKapCTBeHMs

HPOAYKT e Bakno. Tosa mo3eoigBa Ja TPONBIKH HAGMOAEHMETO HAa CHOTHOHMICHHETO MON3a/PHCK 33
nexapcTBeHHs NPOAYKT. OF MEAMUMHCKHTE CTISLHMANNCTH Ce M3HCKBA Ja choOmaBaT BCAKA THOAO3MpaHa
HexkeNaHa peakia upes: VarbIHUTe/Ha areHiMs 1o fekapeTsara ya. "Jamss Ipyes” Ne 8, 1303 Codns,
Ten.: +359 2 8903417, yeGcaiir: www.bda.bg.

4.9 Ilpeposapane

Hama Hammgea cnemmdera wHGOpManMA 33 JEUYCHHSTO HA MNPeJIO3HpaHE HA JOCapTaH M
XHAPOXJIOpoTHA3HA,. JIeYeHHETO € CHMITTOMATHYHO K Noaxspxkamo. Jlevenuero ¢ Jlozan H tpabea aa ce
MIPEKPaTH ¥ NanyeHTa aa ce Habmoaaea BHAMaTenHo. IIpeanonaraeMuTe MEpKE BKITFOYBAT HABPEMEHHO
Npe/M3BUKBAHE HA TOBPBIIAHE H KOPUrHpaHe HA JEXWAPAaTALMATA, CNCKTpoNHTHHA Aucbananc,
gepHOAPoOHaTa KOMa H XHIIOTOHHATA Ipe3 YCTAHOBEHHTE MPOLIEAYPH.

Jlocapran

VMa orpaHMueHH SAHHM 0O OTHOLICHHE MpeJOIAPaHe Ha locapTal npH xopa. Haii-seposTHara nposea Ha
npegosupaHe OH OMna XHNoTOHHA U OpamuKapiud; OpanMKapIHaTs MOXeE 13 € B pe3yiral Ha
NApACHMIIATHKYCOBO (BAYCHO) CTHMYy/HpaHe. IIpH HosBa Ha CHMITTOMATHYHA XHIIOTOHMA, TPAGBa na ce
3aN0YHE CHOTBETHOTO JieueHHe, HUTO ocapTad, HUTO aKTHBHHAT METalOMMT MOFaT I8 ¢e OTCTPaHAT ¢
XeMO/HATH34.

__X_ngp_O_)UlOQOTHaBEg

Haif-gectire HabGnoRaBaHM MPH3HAIM B CHMITTOMH €4 T¢3H OPHIHHCHH 0T HAMAJIBAHE HA CNCKTPOHTHTE
(xMnokaneMus, XHIOXJIOpPEMHs, XHIIOHATPEMUS ) H AeXHAPATAIHA KATO Pe3y/ITaT OT IPSKOMEPHA iHype3a.
AKO ce TPWIOKH W JWTHTAHC, XMIIOKANEMHSTa MOXE A3 NPeNH3BHKA ChpAeYHH apuTMEm. He ¢
YCTAHOBEHA CTENEHTa, A0 KOSTO XMAPOXIOPOTHA3H CE OTCTpaHABA ¢ XeMOLHANM3A.

5. PAPMAKOJIOI HYHH CBOMCTBA
5.1. PapMaKkoIEHAMHYHH cBOECTBA

(apmakorepanieTHuna rpyna: KomOuHaims, ceaspkama aurvorenswd II penmenropeH (Tum ATI)
AHTATOHHCT W THA3HACH JUYPETHK, AHTHXUIICPTeHIUBHH
ATC xon: CO9DAO]

Jloca - OXIT a3

JlocapTan H XHAPOXJIOPOTHA3ZK/ ca TIOKA3AIM, 4€ UMAT AAUTHREH e(ekT BBpXy NOHWKABAHE HA KPHBHOTO
HanAraHe, KaTo HAMaIiBaT KPBBHOTO HajiraHe B IO-rOfAMa CTeNeH, B CPABHCHHE ¢ BCCKM  OT
KOMIIOHEHTHTE TMOOTAeNHO, CuHTa ¢e, Ye To3u edieKkT € pesyNTar OT CTIOMYWIMBOTO JeiACTBHE Ha [BaTa
KOMIIOHEHTA. B JOMbiHeHHe, XHAPOXIOPOTHA3KL, B PE3YJITAaT HA AHMYPETHIHHA CH ©(eKT, YBeIHYaBa
[VIa3MEHATA PEHHHOBA AKTHBHOCT, [OBHINABA AJIOCTEPOHOBATA CEKPEIHA HAMANABA CCPYMHHA KaMui H
MOBHMILABA HWBATA Ha anrvoTeHsHy 11, Ilpunaramero Ha JocapraH GROKMpa BCHUKHM (DH3HOJNOTHYHO -
ofbycnoBend neiicrBua Ha armorensuH Il M ypes HHXHOHpAHETO HA ANNOCTEPOH, MOXE A2 HpeJH3BHKA
HaMaJIABAHE HA CRBP3aHATa C IHyPETHKA 3ary0a Ha Kanuii.

Jlocapras € HOKa3al, 9¢ HMa BPEMEHEH H JIEK YPHKO3YpHICH eekT. XHApoXIopoTHa3HA MOXE na
OpHYHHE YMEpeHO YBEIMYEHHEe HA [HMKOYHATA XHCeNMHHa; KOMOHHauMaATa OT ﬂocap'rau H
XHIPOXIOPOTHA3H] NIOKA3BA TeHACHIHH KbM OTC/Ia0BaHe Ha MPHYHHEHATA OT IHYPCTHKA XHREHY,

AHTHXMIEPTEH3HBHUAT e(eKT Ha JIoCapTaH/ XMAPOXJIOPOTHAsH/ € YCTOHYMB 38
KIHHUTHH H3UTBAHHA, TPOXBLIDKIITH Hali-MaJiko e/IHa FOARHA, AHTHXHIIEPTCH3HEAKY
¢ NpOAL/DKAaBaHe Ha TeparuATa. He3aBHCHMO OT CBHHISCTBEHOTO MOHIDKABAHE
MpHEMa Ha NOCAPTAH/XMAPOXJIOPOTHAZHI He € OKa3aJl KIHHHYHO 3HAauMM ef



12,5 mg, U3MEPBAHOTO B CEAHANO MOJIOKEHHE AMACTOAHYHO KPBBHO HANATaHe € OHII0 HAMAIEHO CPEHO ¢
1o 13,2 mmHg.

JlocapTan/XMApOXIOpOTHa3KWA ¢ edeKTHBEH NPH NOHIKABaHe HA KPHBHOTO HAJIATAHE HA MBXKC H KCHH,
YEPHOKOKH ¥ HEYCPHOKOXKH, NO-MIaAHM (< 65 roaHEAM) H NO-BB3pacTHH (> 65 rouHK) NaLieHTH, KaKTO H
3a BCHYKH CTECTICHH Ha XWIEPTOHHA.

JlocapTan

JlocapTaH e CHHTETHYEH NepopaseH AHTATOHHCT Ha anrvotensHH IT peuenropa (Tun AT1).

Anrvorersyn  [I, MomieH Ba3OKOHCTPHKTOpP, € OCHOBEH 4KTHBEH XOpPMOH Ha CHCTEMaTa
PEHMH/AHTHOTEH3MH M € OCHOBeH onpemensm| ¢akrop B naTou3HONOrMATA HA XHIEPTOHHATA.
Anruotensun II ce capp3pa ¢ AT1 - pelientopa, KOKTO ¢e HAMHPA B MHOTO THKaHH {HAND. CHIOBATA IafiKa
MYCKynaTypa, HanbnGpeunara xclesa, OuOpemure H CHPUETO) M DPSAM3BMKBA BakHM OHONOrHYHH
AeHCTBHSA, BKIOYHTEIHO BA3OKOHCTPHKIIMA M OTAC/AHE Ha aniocTepoH. Chimo Taka, aHrMoteHsuH I
CTHMYNHpa MpondepalMaTa Ha KIETKHTe Ha riajkara MycKynarypa. Jlocapran cenekTHBHO Gnoxupa
AT peuerrropa. In vitro w in vivo JOCAPTaK H HErOBHAT (PUIHONOTHIHO aKTHBEH KapOoxcHneH MeTabonuT
(E-3174) 6nokupar Bcaku AeficTprs Ha aurdoTeR3HH 1T, He3aBHCHMO OT H3TOTHHKE H MBTA HA CHHTC3A.
JlocapraH HsMa aroHMcTHYeH eeKT M He GIOKHpa APYTH XOPMOHAJHH PelienTOpH KM HOHHM KaHATH
B&KHM B CHPACYHO-ChAOBATA perynaums. [Tpu Toa nocapran ne urxuonpa ACE (kunaza II), SH3HMET,
KoifTo pasrpaxna Opamwkunvante. CleAoBaTenHo, HAMA MOTCHUHpPaHe HA NPEAU3BHKAHMTE OT
OpaIMKHHWH HEeXeJIaHH eeKTH.

Ilo BpeMe Ha NPHNOKEHHE HA OCAPTAH, MPEMAXBAHETO HA AHTMOTEH3HH Il HeraTHBHOTO BB3ACHCTBHE
BBPXY DPEHMHOBATA CEKPEIMA BOJM JC NOBMIIABAHE HA IUIa3MEHaTa peHmHoBa akTHeEHOCT (PRA).
IMosumaeaneTo Ha PRA poam Mo nosuitaBane Ha anruoTeH3uH 11 B riasMara. Benpexs Te3u NOBMIIEHHS,
AHTMXUNEPTEH3UBHUAT eeKT 1 MOTHCKAHETO HA IU1a3MEHHTE KOHLEHTPAUMH a/1E0CTePOH ¢ NOATbLpXKaT,
nokasBaiku edexTurHa Grokaga Ba aHrsorensuu 1 penenropa. Cien npexsesaHe Ha nocaprad, PRA
CTOMHOCTHTE Ha aHTHOoTeH3HH II cnafar B paMKHTE Ha 3 ZHH A0 H3IXOJHHTE CTOHHOCTH.

U nocapras H HETOBHST OCHOBEH AKTHBEH MeTabOmMT MMAT MHOTO No-royaM adunurer keM AT1 -
peLenTopa, OTKONKOTo KbM AT2-peuentopa. AKTUBHAAT MeTabomut € 10- 1o 40- IbTH No-akTHEEH OT
JIOCAPTAH MO CHJIa HA Ta3H OCHOBA.

B npoyvsasxe, MPOBERXCHO CSHHATHO 32 & € CUEHAT CTyMaHTe Ha KAUIHLa [IPH NAIHeHTH, 9€CTOTaTa Ha
KalUIALaTa HaOJlIogaBaHa TIPH TE3H, JEKYBaHH C JIOCAPTAH WIH XMAPOXIOPOTHasuj € mnonolHa, u
3HAYMTENHO NO-HUCKA OTKOJKOTO MIPH MauWeHTH, JekyBann ¢ ACE-nHxuburopu. B mombanenune, npH
obobieH amanu3 Ha 16 gsoiiso-cnenM uicneaBaHudA, HpoBeaeHd ¢ 4131 nauWeHTH, cioyyaWTe Ha
CTIOHTAHHO JNOKIIAABAKA KAIUIHIA NIPH DALMEHTHTE, JIEKYBAHH C focapTaH, ¢ nogobHa (3,1%) kakro npH
Tean Tpetmpanu ¢ ranebo (2,6%) wn xmapoxmoporWasua (4,1%), nokaro ciaydMaHTe NpH
ACE-unxuburopure ca 8,8%.

IMpu xuneprorsiy Ges quaber ¢ NpoTeHHYpHs, IPHICKESHUETO Ha TOCAPTaH Kaiui 3HAYHTSITHO HaManiBa
TIPOTEHHYPHATA, JACTHIHATA eKcKperua Ha anbymuH H IgG. JlocapTan 3anasBa ckopocTra Ha riioMepyiHa
¢unrapius B HaMangsa ¢QWITpHpaHaTa Qparkima. Karo nanmo, mocapraH BOAM Mo HaMalliBaHe Ha
TIHKOYHATA KuceHHa B cepyma (obnkHoBeHO < 0,4 mg/dl), KoeTo € NOCTOAHHO NPH XPOHWIHO JIEYCHHE.
JlocapTa Hama eeKT BbpXY ABTOHOMHHUTe pedMeKCH H HAMA MPONBLLKHTENCH eeKT BHPXY MIasMeHus
HOpEMHHEPHH.

IlpH nauMeHTH ¢ NABOKAMEPHA HEAOCTATHIHOCT, A03H OT 25 mg 1 50 mg nocapTaH BOAAT A0 NO3WTHBHH
XEMOAMHAMHYHH H HEBPOXOPMOHATHN e(eKTH, XapaxkTepH3HpallH ce ¢ NOBHINARAHE HA ChHpASHHHA
HHOeKC W HAMaIABaHe HA BKIMHEHOTO OemogpoOHO KaMASPHO HajsraHe, CHCTeMHATa CHAOBR
PE3HCTEHTHOCT, CPENHOTO CHCTEMHO ApTepHAIHO HAIATAHE M CBHPAEYHATA 4eCToTa, W CHLOTBETHO
HAMA/ICHHE HA ITMPKYTHPAIIKTe HUBA HA aNAOCTEpOH H HopenuHedpuH. [logsara Ha XMNOTOHHA OpPH TE3H
[ALHEHTH ChC CHPACYHA HEIOCTATEIHOCT € K030-32BHCHMA.

XUNepToOHHYHH HINHTBAHHS

[1py KAMHAYHH H3NHTBAHHA BHPXY NAIHEHTH € JIEKA A0 CPEIHA eCEHIHANIHA XHIIK, :/ L CRBRIINETO Ha
JA0capTad eUH ITHT JHEBHO © IPEIH3BHKANO CTATHCTHYCCKH 3HAUHMO TOHMDKE J-CNTTOARIHONG H
JAHACTOJIHYHOTC KPEBHO HansraHe. H3iMepsaHHATa Ha KPBBHOTO HaJIANGHE _t’*q Cg W»ﬂ Hpan
OTHECEHO KBM 5-6 daca ciieqy Zo3aTa, NOKa3Ba OTHOCHTENHO IUIaBHA PeAYKIHA HEKD ‘1 CTHArRAL a
nepuos OT 24 Yaca; eCTECTBCHHMTE JHEBHH PHTME ce 3ana3pat. [lormxasaHeTo Hh ¥pHil '
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Kpas Ha HHTepBa/a MEKIY A03uTe ¢ Giia npubmmaurento 70-80 % ot edexra, Habmonasan 5-6 9aca cien
MpHJIATaHe Ha JO3aTa.

CnupaHeTo Ha TOCAPTAH PH XHIEPTOHMIH NAIHEHTH HE € IOBEJIO J10 PA3KO BR3CTAHOBABRAHE HA KPBBHOTO
nHaymsraHe (pubaynn). HezaBucHMO OT 3HAYHTENHOTO HAMA/IABAHE HA KPBBHOTO HALTaHe, IIPHAAraHeTo HA
NOCapTaH He € OKa3ano KIMHMMHO 3Ha4YMM e(eKT BBpXY chpAedHaTa decTora. Jlocaprad e eHaKBO
e(eKTHBEH 38 MEXKE H JKEHH, 33 N0-Maasy (Mo 65 roaHHH) H No-CTapH XHIIEPTOHHIIH.

Hamureane LIFE

Manprpadero Losartan Intervention For Endpoint reduction in hypertension (LIFE) e 6umo
PAHAOMH3HPAHO, TPOHHO-CIAINO, AKTHBHO KOHTPOIMPAHO NpoyiBane npH 9193 XunepToHuIM Ha Bb3pacT
mexay 55 m 80 romunm ¢ EKT-goxymeHTpana nsBokaMepHa Xumeprpodms, [laumentHte ce
PAHIOMH3HpAT A4 TOJY4aBaT BEOHEXK JHEBHO NocapraH 50 wim BeAHBK AHEBHO areHonon 50 mg. Ako
eNaHOTO KPhBHO Hansrane (< 140/90 mmHg) se e AOCTHTHATO, ITBPBO € NPHOABAH XHAPOXIOPOTHAZHA
(12,5 mg) 1 npu HyXAaa cjejl TOBA € YBeJMYaBaHa [03aTa Ha JJ0capTaH WiH aTeHonon Ha 100 mg BeAHEX
AHeBHO. JIOMBIHUTENHO AHTHXHMIEPTEHIMBHO ekapereo, e ACE muxmGHTOp, c¢ nolaBd KbM ABeTe
IPYIH, 33 Jia Ce TIOCTHTHE JKeJIAHOTO CPAaBHHMO MOHMKEHHE Ha KPbBHOTO HANATAHE MEXY IPYIHTE.
CpenraTa OpoXBIDKMTERHOCT Ha Npocnensapane ¢ 4,8 roqHHH.

TIspBrYeH KpacH TIOKA3aTe) 3a MPOydBAHETO € KOMOMHAIMATA OT CHPACYHO-CHAOBA 3a00/TeBacMOCT H
CMBPTHOCT, KOETC C€ H3MEPBA Ype3 MOHKABAHe Ha 00maTa JecTOTa Ha HACTHIIBAHE HA CHPACTHOCHIORA
CMBPT, HHCYJIT H MHOKap/ieH HHpapxT. KpFBHOTO HA/LATAHE € 3HAYMTEHO HAMAICHO A0 CXOOHH HHBA B
Apere Tpymu. Jleuenmero ¢ nocapraH BOAM 0 TIOHHKaBawe Ha pucka ¢ 13,0 % (p=0,021, 95 %
nosepHTeneH HATepsan 0,77-0,98) cnpsMo areHONON 33 NMALMEHTH, [PH KOHMTO HACTBIIBA CHOWTHE,
BIJIIOYEHO B ITHPBUYHHA CHCTABEH KpacH noka3aten. Toa e ofiAcHABA Haii-Beve ¢ HAMAICHHE HeCTOTaTa
Ha HHCYAT. JleueHHeTo ¢ JIOCAPTAH HAMANABA PHCKa OT HHCYIT ¢ 25 % cripsaMo aredonon (p=0,001 95 %
noeepurened murepsan 0,63-0,89), Husara Ha ChpOeYHO-CHAOBA CMBPT H MHOKAPACH HH(QapKT He ce

pazTIaBar B ICKYBAHHTE PYITH.

JlBe rosems paHZOMH3HpaHH KoHTposiupanH mpoyusanua - ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekyio rnofaHO H3HTBAHE 38 KPaHHH TOYKH
Ha TEJMHCAPTaH, CAMOCTOATENHO ¥ B kombuHamms ¢ pamunpwi) ¥ VA NEPHRON-D (Knueidxo
NPOYYBAHE CBBP3AHO ¢ PA3BHTHE Ha HepponaTHa npH quabet, npoBeaeHo 0T MEHHCTEPCTEO N0 BHIIPOCHTE
Ha BeTepanwre) - npoy4sarT ymorpefara Ha kombGunaluara or ACE uHXMOHTOp H AHTHOTEH3HMH
1I-penerrropen Gnokep.

ONTARGET e mnpoyduBaHe, NpoBeASHO NpH MNAUMSHTH ¢ AaHAMHE3a 34 CHPACYHO-CBHAOBA HIH
MO3BYIHOCHA0BA Boect, WK 3axapen Auaber THN 2, GPHAPYKEHH ¢ AAHHH 33 YBPEKIAHE Ha eQEKTOPHM
oprani. VA NEPHRON-D e npoyysaHe Ope NauMeHTH cbe 3axapeH auaber tun 2 # auaGersa
HedponaTa.

Te3d mpoy4BaHus He HOKA33BAT 3HAYMM OnaronpusaTeH edexr BBPXy OnOpedHHMTe M/HMIH CHPAEHHO-
CHAOBHTE MNOCAEAMIM M CMBPTHOCT, KATO CBIHEBPEMCHHO ca Ha0MIojaBaHH IMOBHIIEH PHCK OT
XHIIEPKANTHEMHAA, OCTPO YBPSIKAaHE Ha OBOpeLHTe 1AM XANIOTOHMA B CPaBHEHHE C MOHOTEpAIUATA.
Karo ce HMaT nmpeBHa cXOAHUTE HM GapMaKOAWHAMHYHH CBOHCTBA, Te3H Pe3yATATH Ca PHIIOKHMH H 38
Apyrd ACE HexuGHTOpH H aHTHOTeH3HH [[-penierrropHE 6nokepH.

ACE mExubuTOopn M anrnoteH3sH Il-perenrroprd GroKepH ceNOBATENHO He TpAOBa 1a C¢ M3MOM3BAT
€IHOBPEMEHHO MPH NalieHTH ¢ Juaberna HedponaTHs.

ALTITUDE (KimuaqHO npoydBake NpOBeIeHO ¢ ATMCKUPEH fIPH NALMEHTH Ch¢ 3axapeH auaber tvn 2 ¢
M3MO/3BAHE HA CBPASYHO-CHAOBH W OBOpeunH 3abonfBammst KaTo KpaHHM TOUYKH) € MpOydBaHe,
NpeHA3HAYEHO A WIC/IEABA NOM3aTa OT Jo0aBAHeTO Ha STHCKMpEH KbM cranmaprHa Tepanus ¢ ACE
MHXHGHTOp WM anrnoTeHsuH [l-petienropen 60Kep OpPH MalMeHTH CBC 3aXape juaber TMnR 2 W
XpoHHYHO GOpesHOo 3abonsBane, CHPACTHO-CHA0BO 3abo/ABate WIH U ABeTe. [IpoyuBaneto e npekpaTeHoO
NpekNeBPEMEHHO NOPAIH NOBHINEH pHcK oT HeGnaronpuatHu mocnenmumu. Kakto chbp IGAHO-CHA0BATA
CMBPT, Taka M HHCYNTET Ca TIO-HeCTH B IPYMATA Ha ANHCKUPEH, OTKONKOTO B TDFATIIA,HA e e6o, a
NPEACTABASBAIMTE HHTEPEC HEXENaHH CHOMTHA H CEPHO3SHH HEXENIaHH ' - g
XMnoToHug M Op0pedna AuchyHKIMA) ce cHOOMABAT NO-9€CTO B IPyIATa
rpynara Ha auebo.
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XHIpoXIOPOTHASHA € THAZHIIEH JHYPETHK. MeXaHW3MbT Ha AHTHXHIICPTEH3HRHHA eheKT Ha THA3HIHUTE
JMYDETHIM HE € HAMLIHO H3pecTeH. Toll Br3aelicTBa BHPXY AMCTAIHNS PeHANCH TyOyJleH MEXaHU3bM Ha
€IEKTPONATHETA peabeopfims XaTO NOBHIIABA NHPEKTHO €KCKpenHATa HAa HATPUH W Xnop B
NPUOITH3HTEIHO €KBHBAJICHTHH KosuvecTBa. JlypeTndHOTO OeHCTBHE Ha XHAPOXJIOPOTHA3HJ HaManiea
rasMeHHs 00eM, NOBHINABA TUIA3MEHATa PEHHHOBA AKTHBHOCT H IIOBHILABA CEKPELMATA Ha ANIOCTEPOH C
HOCEABAINGC MOBHINABAHE HA KATHY B YPHHATA u 3arybara Ha GHkapboHaTH H HaMalsBaHe Ha CepyMHHA
Kanuii. Penus-angocrepoHoBata BpB3Ka ce MeIHHMpa oT anrHorensud Il ¥ 3aToBa €ZHOBPEMEHHOTO
NpHIOXKeHHe Ha aHTHoTeHsHH Il pelienTopeH aHTArOHHCT [IOKA3BA TEHASHIMA KBM HaMaliBaHe Ha
3arybara Ha Kanui, CBBp3aHa ¢ THA3HAHHTE AHypeTHH. Cefl NepopanHa 4033 AHyPe3aTa 3aloqsa Ao 2
Yaca, JOCTHIA TIMKORO HMBO CIICA OKOAO 4 9aca M TIPOTRIDKABa OK0I0 6 A0 12 uaca, aHTHXHIEPTEHSUBHHAT
etext mpoxppxara o 24 gaca.

HemenaHOMeH pak Ha KoKaTa: Bn3 OCHOBA HA HANHYHUTE JAHHH OT eNHAESMHOJIOIHYHH MPOYIBaHHA €
HaGMmoflaBana 3aBHCHMA OT KyMYJATHBHATA 103a Bphika Mexay XXT3 n HMPK. Enso npoyusane
BKJIIOYBA TIOMyJIALM, CheTosma ce oT 71 533 cnyuan Ha BKK u 8 629 cirygan na CKK, n nonynaums or
croteerHo 1 430 833 u 172 462 noaxoasmm koHTponH. Brucokata ynotpe6a Ha XXT3 (xyMynaTHBHO 250
000 mg) e cepp3ana ¢ kopurupan OR 1,29 (95% JIM: 1,23-1,35) 3a BKK u 3,98 (95% JH: 3,68-4,31) za
CKK. HabmonaeaHa e AcHa BpB3ka KyMy/IaTHBHA Jio3a-0TroBop kakTo 3a BKK, raka u 3a CKX. llpyro
NpOyHBaHe MOKA38a BL3MOXHA BPh3Ka MeXAy paka Ha ycruute (CKK) u excnosHumaTa na XXT3: 3a 633
CITydad HA paK HAa YCTHHTE € moabpaHa nomynanms ot 63 067 noaxoAsiuy KOHTPOH, KaTo ce H3Mon3Ba
CTpaTerHs 3a B3eMaHe Ha NpobW, ompejeneHa oT pHCKa. [IeMOHCTpHpaHa € BpL3Ka KyMYyJaTHBHA
Ao3a-0TroBop ¢ kopurupan OR 2,1 (95% JIH: 1,7-2,6), Hapacteami Ao OR 3,9 (3,0-4,9) 3a Bucoxa ynotpeba
25 000 mg) 1 OR 7,7 (5,7-10,5) 32 Hali- BUCOKaTa KyMy/aTHBHA 2032 100 000 mg) (Bx. cbIo To4KA 4.4).

5.2, PapMaKkoKHHETHIHE CBOHCTBA

Ab6copbuma

Jlocapman

Cnea nepopanHOTO NpUICKEHKE JocapTaH ce abcopbupa 100pe, npeTspaea first-pass MeTadoNM3LM KaTO
$opMHMpa TLPBOHAYATIEH AKTHEEH KapOOKCHNeH MeTaboIMT W APYTH HeakTHBHM MeTabonuTH. CHcTeMHaTa
GuoHanuaHOCT Ha Tabnerkure nocaprad e npubmuaurenHo 33 %. CpeaHarta MHKOBa KOHUCHTpaldd HA
NOCApTaH H aKTHBHHS My MeTaGONHT Ce AOCTHFa, CBOTBETHO, 3a 1 Yac u 3a 3-4 waca. KnuHHYHO 3HAYHM
edexT Brpxy npodiia Ha TUIA3MEHHTE KOHICHTPAlMK Ha JIOCAPTaH HE CE € NOMYYHI NpH NpUiaraHe Ha
CTAHIAPTH3HPAHH XPAHH.

Paznpesnenenne
Jocapman

Kakro nocapras, Taka M aKTHBHHAT My MeTabomHT ca > 99 % cBBp3aHH ¢ IL1a3MeHHTE IPOTEHHH, 0CobeHo
¢ anbymunure. OOeMbT Ha pasnpelencHue Ha nocapraH € 34 marpa. MscrelBaHHMA BBPXY IUTBXOBE
MOKA3BAaT, 9€ JIOCAPTaH TPYAHO NpeMHUHABA KPEBHO-MO3buHaTa Gaprepa, ako pobie 1 MpeMuHaBa.

Xuopoxnopomuazud
XuapoxiopoTHasi/ ApeMHANARA IUIALEHTApHATA, HO HE M KPBBHO-MOYLYHATa DapHepa H Ce OTAENA B
MailYHHOTO MIIAKO.

bu cho
Jocapman
Oxono 14 % OT MHTPaBeHO3HO WM NEPOPATHO- TIPIWICKEHATA 034 JOCAPTAH C€ MPEBPHINA B AKTHBEH
MeTaGoimuT. Cliefl NepopaTHOTO WM HMHTPAaBCHO3HOTO NpHiaraHe Ha 14C-mapkep Ha JlocapTaH KanHi,
LMPKYAHpAINATA TUTA3MEHA PAJMOAKTHBHOCT C¢ IHDKH HA JIOCAPTAH H aXTHBHMA MYy MeraGonmr.
Mutumanso npeobpasysaHe Ha JIOCAPTAH A0 aKTMBHHA My MeTabomHT ce Habmonasa

OT H3CJIC]BAHHTE TALHEHTH.

Ocsen akTviBHUA MeTabomHT, ce POPMHUPAT W HEAKTHMBHH METaDONHTH, OT KO

XHAPOKCHIHpade Ha OYTHAOBaTA CTpaHHYHA BEPHTAa M €HH BTOPOCTENECHEH
DIFOKOPOHUA.

Enumimnpane



Jocapman

TINasMEHHAT KIMPBHC KA NOCAPTAH H AKTHBHHS My MeT2G0NHT € ChOTBeTHO okono 600 mL/min u 50
mL/min. BL6peYrnaT KAMpPBHEC HA IOCAPTAH ¥ AKTHBHHA My METabOIHT € ChOTBETHO okono 74 mL/min 1
26 mL/min. Koraro nocapran ce mpmiara opanHo, okono 4% OT /03aTa ¢¢ OTAeisd HelpOMEHeHa B
ypHHaTa, a 6 % or posarta ce OTAENA KaTa aKTHBeH MeraGomuT. DapMakOKHHETWKaTa HA JIOCapTaH H
AKTHBHHA My MeTaBoIHT ca NWHEHHH NPH NepopaIHM A03K nocapraH xamui jo0 200 mg.

Cren MepopaiHO NpPHIOKEHHe MIASMEHMTE KOHIESHTPAiMM HA JIOCAPTAH H AKTHBHHA My MeTaGoiMT
HAMAJISBAT NOJHEKCIIOHEHIHAITHO, KATO KPAHHUAT HOSY>KHBOT € CHOTBETHO OKOJIO 2 9aca U 6-9 gaca. Huto
JocapTaH, HUTO aKTHBHMAT MYy METaDOJIMT KyMy/IHpaT 3HaYMTe/HO B IUIa3MAaTa MO BpeMe Ha TPeTHpaHe ¢
Jgo3u ot 100 mg, eauH OBT JHEBHO.

3a eNHMMHMpaHETO Ha JIOCApTaH AOTPHHACAT KAakKTO JCTHYHATA, TAka M ypHHHaTa ekckpeums. Cren
nepopaisa Jo3a ot 14C-MapkupaH JocapTaH IpH 9O0BEKA ¢¢ OTKPHBA OKONo 35 % OT pafHOaKTHBHOCTTA B
ypuHaTa H 58 % B m3InpaxkHeRUATA.

Xudpoxnopomuazud

XUOpPOXJIOPOTHAZHA HE Ce MeTabOoNH3Npa, HO ce eMMUHHpa Gp3o upes 6u6perure. [1py Habmonasane Ha
IWIa3MeHKTe HuBa Haii-Manko 3a 24 yaca ce 3a0ela3pa, Ye TUIA3MEHHAT MOMYKHBOT BapHpa Mexay 5,6 n
14,8 gaca. Haii-manko 61 % ot mepopansaTa A03a ¢e eTMMHHHPA HEIIPOMEHEHA 10 24 Jaca.

XapaKTepHCTHKH Ha MANHEHTHTE

Jlocapman-xudpoxnopomuasud

TIpy NO-BBIPACTHH XHNEPTOHKIH IUIA3MEHHTE KOHIIGHTPAMH HA TOCAPTAH H aKTHBHHSA MY META00IHT, H
abcopOupsTa Ha XHAPOXIOPOTHA3HJ HE CE€ palIHYABAT 3HAYMTENIHO OT Te3H MPH MO-MiIagure
XHNCPTOHHLA.

Hocapman

Ciezl mepopalHo TIPHIOKEHHe TPH NALHEHTH ¢ JieKa [0 CpefHA AIKOXONHA IHPO3a Ha 4EpHHA Apob,
TU1a3MeHHTe KOHLCHTPAMM Ha IOCAPTAH W 8KTMBHHA MY MeTabOJHT ¢a ChOTBETHO, 5 meTH M 1,7 meTH
MI0-BHCOKH OT HaGMoJaBaHUTE MIPH MITaTH MBXE - JOOPOBQIIIIH.

Haro nocapTal, HHTO AKTHBHHAT My MeTabonuT Morat Ja 04T OTCTpaHeHH 9pe3 XeMOHaN3a.

5.3. IlpenxnaedvAl AAEEH 38 6e300acCHOCT

TTpequHAIHATE JAHHH OT KOHBCHUMOHANHH NPOYYBAHRA - ($hapMakoNOrHIHH, T€HOTOKCHYHA H 34
KAPUMHOTEHEH TOTEHIIMAN, He DA3KPHBAT MMOTEHIMANHM PHCKOBE NPHU JIedeHNE HA Xopa. TOKCHIHHAT
NOTeHIMAt HA KOMOHHALIAATA JIOCAPTAH/XHAPOXIOPOTHA3H] CE OLICHABA B NPOYYBAaHHA 33 XPOHHYHA
TOKCHYHOCT ¢ IPOXBAKHTENHOCT A0 LIECT Mecella IIPH IUIbXOBE H KyUeTa, clie/l OpATHO MPHIOKEHHE, a
Hab/noNaBaHHTe MPOMEHH B Te3W MPOYYBAHHMA ¢ MpHMaraHe H3 KOMOMHALUMA Ca FHaBHO HPHIHHEHH OT
IOCAPTAHOBHA KOMIOHEHT. TIpuiaraHero Ha KOMOHHALMATA JOCAPTRH/XHAPOXJIOPOTHA3H/ NPEIH3BHKBA
MIOHVDKEHHE HA [IAPAMETPHTE HA YEPBEHHTE KPHBHH KIETKH {€PHTPOIHTH, X€MOTTIOOHH, XeMaTOKPHT) H
NOBHIIABAHE Ha ypen-N B cepyMa, NOHIKABAHE Ha TErNIOTO HA CHPLETO (6e3 XHCTONOTHIHO CHOTBETCTBHE)
H CTOMAINHO-YPEBHU MPOMEHH {J1e3sM 1O JWrasHUEATa, f3BH, €PO3WH, KpbBouznmBH). Hima nanHH 3a
TEPATONeHHOCT NpH IUTEXOBEC WM 3aiilld TpeTHpanu ¢ KOMOMHAIHATA JIOCAPTAH/XHIAPOXJIOPOTHA3MA.
TOKCHYHOCT 3a ILIONA, M3pa3spallla e B JIEKO MOBHMMEHHe Ha Gpoa Ha pebpara B mokonexne F1 ce
HAf/mOTARA, KOPATO JEHCKHTE Cé TPeTHMPAT Dpeny M No BpeMe HA TecTaloHHWA nepnoa. Kakro ce
HabnoaBa B MPOYYBAHMA CaMO < IOCAPTAH, CTPaHHYHH e)eKTH 38 IUIOAA H HOBOPOJEHHTE, BIITIOIHTEITHO
610pedHa TOKCHYHOCT H CMBPT HA IUlofa, ce HaGmonaear, KOraTo OPeMEHHH ILTbXOBE Ce TPETHPAT ¢
KOMOGHHAIHATA JIOCAPTaH/XHEPOXIOPOTHA3HA B KBCHHA FeCTALMOHEH NEPHOA H/WIH Npe3 NAKTALHOHHASA
TIEPHO.

6. PAPMATNIEBTHYHHA TAHHHA
6.1. CoECLK HA HOMOIMHATE BEIIECTBA
MHKPOKPHCTAJIHA HETYI033

manuToi (E 421)
KPOCKapMeio3a HaTpHeBa CoJ




NIOBHZIOH

MAar’e3Hee creapar

xunpomesosza 2910/5

makporon 6000

“Tank

cuMeTuxoH emyncua SE 4 (E 900) (nomMaMMETHICKIOKCAH, METHHIENY03a, cOpOHHOBA KuCeNHHA)
taTaHoB giokcHg (E 171}

XHHOIIOHOBO XRATO anymMuHHeB oupetHren (E 172)

noHceay 4R amymunses ousernren (E 124)

6.2. HechbBMECTHMOCTH

He e npunoxumo.

6.3. Cpox Ha rogHOCT

2 ronvan

6.4. Coenganny yCJIOBHS HA CLXPAHCHHE
Jla ce cexpaHgRa npu Temneparypa noa 30°C.
6.5. /lannn 32 ONAKOBKATA

Brucrep or PVC/PVDC/Al donumo, nHCTOBKA 38 NALHEHTa, KAPTOHSHA Ky TH4.
Craspkanne Ha | omakoska: 10, 30, 60 win 90 o6BuTH TabneTkH
He pcHYKY BHAOBE ONAaKOBKH MOTAT fa Obaar mycHaTH B npogaxoa.

6.6. ITpenopbkd Npu ynorpeba
Hama coenmaag NPpenophKya.

7. IPHTEXKATEJI HA PASPEHIERHETO 3A YIIOTPEBA
ZENTIVA ks.,

U kabelovny 130,

Dolni Mécholupy,

102 37 Prague 10,

Yeuka pemyOnuka

8. IPUTEXATEJ HA PAZPEIIEAVETO 3A TAPAJIEJIEH BHOC:
“becra Mex” EOO/L, yn. "Kpago Cropues” Ne8, 5350 Tpsarna, briarapus

9. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
Per. 20050580

10. JATA HA ITIBPBO PA3IPEMABAHEMIOMHOBSABAHE HA PA3SPEHIEHHETO 3A
YIIOTPEBA

Hara na mepBo paspemnapane: 08.12.2005 r.

Jara na nocneano nognosasane; 05.04.2011 r.

11. TATA HA AKTYAJIM3HPAHE HA TEKCTA:
11.05.2020
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