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1. UME HA JIEKAPCTBEHHS IPOAYKT | MARSANUTENHS ATEHUNS 11D NEKAPCTRATA
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Kpamya XBORKMSDUCTILKE Ha npag YKma

flourowerLe 1

Jlopcra HD 100 mg/25 mg dunmupanu tabnerku Kbut Paz.
Lorista HD 100 mg/25 mg film-coated tablets ' LT e v

2. KAYECTBEH H KOJIHYECTBEH CBhCTAB

Bcaxa Jloprcta HD 100 mg/25 mg $puimupana tabnerka csabpxa ]00 mg Jocaprad Kanuii (losartan
potassium) H 25 mg xuapoxnoporuasun (hydrochlorothiazide).

IToMOIL1IHH BeleCTBa ¢ H3BECTHO NICHCTBHE:
- NIaKTO3a MOHOXHUApaT: 126, 26 mg/Tabnetka.

3a ITBJIHHA CIIMCHK Ha MOMOLHHTE BELEeCTRA BHicre Touka 6.1.

3. JIEKAPCTBEHA ®0OPMA
¢unmupana Tabmerka

Jlopuicta HD 100 mg/25 mg punmupann tabneTku: )XbATH, OBAJIHM, JIEKO JBOMHOH3ITHKHAIH
(puAMHpaHH TalbIeTKH.

4, KHMHHAYHHA T1AHHHA
4.1 TepaneBTHYHE HHAHKANBH

.HDPHCT& HD ¢ nokazaH 3a JieueHHe Ha CCCHUHaJIHa XHIIEPTOHHUA ITPH NMALUCHTH, YACTO KPbBHO
HANIATAHC HC € 33JOBOJIMTCIIHO KOHTPOITHPAHO € JIOCApTaH WiIH XHAPOXIOopOTHA3ZHI CAMOCTOATEIIHO.

4.2 JIO3HPOBKA H HAYMH HA NPHIOKECHHE

XHNEPTOHHA
Jlopucra HD He e npefinasHayeH 3a HaA4YaIHA TEpanmi, a CaMo MpH MalHEHTH, YHETO KPBBHO HAJIACAHE

HE € JOCTATBYHO KOHTPOJHPAHO Ype3 JOCAPTaH B XHAPOXJIOPOTHAZH/ CAMOCTOSTEITHO.
[IpenopnyBa ce TUTPHpAHE Ha A03aTa Ha OTAEHAHUTE KOMIIOHSHTH (JI0CAPTaH W XHAPOXAOPOTHA3H).

Koraro ¢ KTHHHYHO NOAXOAAII0, MOXKE A ¢e OOMHC/H JHPEKTHA MPOMAHA OT MOHOTEPaNHA KbM
(prixcupaHa xOMOWHALIMA NPH MIALMEHTH, YHETO KPBBHO HANATAHE HE € JOCTATHYHO KOHTPOJIMPAHO.

Obnyaiinara moaabpKala 1032 NOCAPTaH/ XHAPOXIOPOTHA3U] € eHa TaGnerka Jlopucra H (Jiocapran
50 mg/xuapoxnopornasua 12,5 mg) BeAHbXK AHEBHO. 34 NALMEHTH, KOMTO HE OTTOBAPAT a/J€KBATHO
Ha Jlopucra H, no3uposkata Moxe Jia ce MOBHINIH Ha eada Tabnerxa Jlopucra HD (ocapran

100 mg/xuapoxnoporuazus 25 mg) BeHbkK JHeBHO. MakcHMANHATA 0034 € ¢AHa Tabnerka

Jlopucra HD Beansk aHeBHO. KaTo usaio aHTMXMNEPTEH3HBHUAT eDeKT CE NOCTUra B PAMKHTE Ha TPH
RO YETHPH CCAMHIH OT 3ano4Bane Ha sedenneto. Jlopucra HD (nocapran 100 mg/ xuapoxnoprHasua
12,5 mg) e nogxomL 3a naHeHTH, THTpupaHu Ao Jo3a oT 100 mg JlopucTa, npH KOHTOCE-HIKCKE
JONBIHUTENECH KOHTPOJI HA KPBBHOTO HAIATAHE.

Ynorpeba npy nanwenTH ¢ 0LOpeYHa HEZOCTATLYHOCT H NALMEHTH HA XEMOIHIR WS
He ¢ HeoDXoaHMMa nnpoMsHa Ha HAYANHATA 4034 MPH NMALMEHTH C JieKa OpOpeu; !
KpeaTHHHHOB KIHPBLHC 30-50 ml/min). Tabnerkure nocapran 1 xuapoxnoporut E:l e
[IpenopbHBaT NMPH NALMEHTH Ha XeMoauann3a. TabneTkure nocapTaH/XMapoxi o Xty



[a C€ W3MON3BAT IIPA MAUUEHTH ¢ Texkka ObOpeyHa HeAOCTATHYHOCT (T.€. KPEATHHHHOB KJIHPbHC
< 30 ml/min) (Bx. Touxa 4.3).

Ynorpeba npu nauuqeHTH ¢ HaMaleH WHTPaBacKynapeH o0eM
Hamanenueto Ha obeMa W/HAM W3UEPIIBAHETO HA HATPHA TPAOBA /1a c€ KOPUIHpAT NpeH
NPUIOKEHUETO HA TAOJIETKH JIocapTaH/ XHAPOXJIOPOTHAZHL.

Yuoorpeba npy NAUEHTH C Y4¢PHOAPOOHO YBPEHKIAHE
Jlocapran/ XHAPOXNOPOTHA3K HE CE MPEMOPHYUBA MPH MALHEHTH ¢ TEXKO YEPHOAPOOHO YBPEKIAHE
(BXK. TOUKa 4.3).

Ynorpeba npu crapyecka Bb3pacT
ObukHOBEHO He € HeoOX0aHMa NPOMAHA HA 03HPOBKATA MPH MALKMEHTH B CTapyecKa Bbh3pacT.

Heduampuvna nonyrayus
HsaMa onHT OT KIMHHYHA H3MTUTBaHHA ¢ Aela ¥ 'oHouH (< 18 roauHn). CrieaoBaTenHo
JOCapTaH/XHAPOXITOPOTHA3U He TpAOBa /a ce npuiara NpH Aeua v KHOLIN.

Ha4uH Ha OpHiIoXKEHHUE

Jlopucta HD Mo3ke na ce npuiara ¢ Apyrd aHTHXMIIEPTEH3HBHU CpeAcTBa (BxK. Toukd 4.3,4.4, 4.5 1
5.1).

Jlopucta HD Tpsabsa na ce nmpuema ¢ yaina Boja.

Hopucra HD Moxke aa ce npuiara cbe wiu 6e3 xpaHa.

4.3 [HHporusonoxka3zanun

- CBpPBXYYECTBUTENHOCT KBM JIOCApPTaH, KbM BELIECTBA, MPOH3BOAHH Ha CyaoHamuauTe (Karo
XHIPOXJIOPOTHA3H) HIIH KbM HAKOE OT MOMOLIHHTE BElIECTBA, H30poeHH B TOuKa 6.1.

- TepanesTH4HO PE3UCTEHTHA XHITOKAIMEMHS UAH XHUIIEPKAJILIHEMHAS.

- Texxo yepHOAPOOHO HApYLUISHHUE; X0JecTa3a ¥ OMIHapHH OOCTPYKTHBHH HAPYIICHHUS.

- Pedpakrepna xunoHaTpHeMH.

- CHMIITOMaTHYHA XMIIEpYPHKEMHA/ Togarpa.

- 2P 1 3™ TpumecTpH Ha OpemeHHocTTa (BXK. TOYKH 4.4 1 4.6).

- Texxko 6EOpeuHO HapYLLIEHHE (Hanp. KPCAaTHHHHOB KIMPBHC < 30 mi/min).

- AHypH1.

- EaHoepemenHara ynorpeba Ha Jlopucra HD ¢ anuckidpen-cuabprKalld OPOXYKTH €
NPOTHBOIMOKA3aHA NMPH NAaLMEHTH CbC 3axapeH auader win 6s0peuHo yepexaaHe (GFR <
60 ml/min/1,73 m?) (Bx. Toukn 4.5 1 5.1).

4.4 Crnenna/ina npeaynpex/ieHHs H NnpeAnasHH MEPKH NPH YOOTpeda

JlocapraHn

Aneuoedem
[MauHeHTH ¢ aHaMHe3a 3a aHrdoeaeM (MOAyBaHe Ha JHLIETO, YCTHHTE, IbPJIOTO H/HIM e3HKa) TpabBa
Ja ObAaT BHUMATENHO HaOmoaraHHu (Bx. Touka 4.8).

Xunomonust u HAMWIEHUE HA UHMPABACKYAAPHUR 00eMm
Mozxe Ja ce nogsy CUMIITOMAaTHYHA XHIOTOHKUA, OCOOEHO ciiel MbpBaTa 034, NPH NALKeHTH, KOHTO
HMaT HaMaJIcH 00eM W/WIIM HaTpHil OT TEUEHHE ¢ MOLIHM AWYPETHLY, OTPaHHYE€Ha HA COJ1 JHETA,

TabsieTKHTE JIocapTad/ XuapoxnoporHasug (BxK. Touku 4.2. 1 4.3.).

Erexmponumen oucoananc
EnexrponuThHuTe nucbanaHcy ca YecTy 1IpH HailMeHTH ¢ Ob0peyHn Hapy1IEHNs,
TpsiOBa na ce BHUMaBa. [lopanu Tora CTOHHOCTHTE HAa MAA3MEHNTE KOHLIEHTPALH



KPeaTHHHHOBHA KIHPBLHC TPAORa J1a Ob/IaT HEMPEeKbCHATO HAOMOAaBaHH, OCOOEHO MPH MALMEHTH ChC
CbpAcuUHAa HEJOCTATEYHOCT H KpeaTHHHHOB KIMPEBHC 30-50 ml/min.

EnHoBpeMEeHHOTO NPUICIKEHHE HAa KATMA-ChXPaHABALUM ANYPETHLH, KANTHEBH JOOABKH, KaTHH-
CBhABPKALIM 3aMECTHTE/IH HAa CONTa WIH JpPYTH JIEKAPCTBA, KOHTO MOTaT /la MOBULUAT CEPYMHHS KaluH
(Hamp. NpoAYKTH, CBABPKALIY TPHMETONPUM ) 3a€IHO C JIOCAPTAH HE ce npenopbyea (Bxk. To4ka 4.3),

Yepeacoane na uepnodpobrama yuxyusn

Ha 6a3ara Ha papMakoKHMHETHYHH JaHHH, KOMTO MIOKA3BAT 3HAYUTEIJIHO [IOBULLIEHHAE HA IUIA3MCHHTE
KOHLICHTPaLIMH Ha JIOCAPTaH MNPH MalHEHTH ¢ MPo3a, T0capTaH/ XHApOXJIOpOTHA3HA TpADBa Aa ce
W3MOJI3Ba C MOBUIIEHO BHUMAaHHWE NP MNALMEHTH C aHAMHE3a 3a JIEKO 0 CPEIHO YEPHOAPOOHO
yBpexkaane. HaMma TepanesTuuen onur 3a ynorpedarta Ha JocapTaH ApY NALMEHTH C TEKKO
yepHoApoOHO yBpexaane. CneloBaTeIHO JJOocapTaH/ XUAPOXTOPOTHA3K] € MPOTUBONIOKA3AH IPH
MAUMEHTH € TCXKKO YepHOAPOOHO YBpexkAaHe (Bxk. ToukH 4.2, 4.3 u 5.2).

Yepexcoane na bvbpewnama pyncyun

CrobuieHu ca npoMenH B Ob0pedHaTa pyHKUHA, BKHOUUTENHO H ObOpeuHa HeNOCTATBYHOCT, KATO
clieaCTBUE OT HHXHORUHATA HA CHCTEMATA PEHUH-AHTHOTEH3UH-AIAOCTEPOH (HAH-BEYE NPH NALHEHTH,
yuATO OBbOpevYHa (PYHKLIHS 3aBHCH OT CHCTEMATA PEHHH-aHTHOTEH3HH-AIR0CTEPOH, KaTO TAKHUBA C
TEXKa ChpEHHA HEIOCTATHYHOCT WK NpeBAPHTENIHO ChIECTBYBAMO OHOpeYHO HAPYLUEHHE).
[TogobHO Ha ApYTH AeKapcTBa, KOUTO MOBHABAT CHCTEMATA PeHUH-aHTHOTEH3HMH-AIA0CTEPOH €
ChOOLLEHO NOBHLIEHHUE HA KPhBHATA Ypes M CEPYMHHS KPEaTHMHHUH NPH NAUMEHTH C ABYCTPaHHA
CTeHO3a Ha ObOpeyHaTa apTepHs WK ChC CTEHO3a HA apTEPHATA HA eJUHCTBEH OBOpEK; Te3H NPpOMeHU
Ha ObOpeuHara PyHKIMA MOXKe a ca 0OpaTHMH [PH NPEKpaTABaHe Ha JieyeHneTo. Jlocaprad TpaOBa
Ja ce H3N0J3Ba ¢ MOBUINEHO BHUMAHHE MPH NalHUEHTH ¢ JBYCTpaHHA cTeHo3a Ha ObOpevHaTa apTepHs
WY CBC CTEHO3A HA apTEpUATa Ha €IMHCTBEH ObOpek.

bvbpeuna mpancnaanmayus
HsaMa onuT Npy NaLMeHTy ¢ HeoTAaBHaluHa 6bOpeUHa TpaHCILIaHTaLMA.

ITvpeuuen xunepandocmeponuzem

HﬁHHEHTH C MBPBHYCH XHUNICPAJILTOCTCPOHHIBM OOHUKHOREHO HE OT ropapaT Ha aHTUXUIICPTCH3HBHH
ME€JHKAMEHTH, ACHCTBRAIIH 4pe3 [IOTHCKAHE HA PCHHH-AHTHOTCH3HH CHCTCMATA. l_[{}pﬁ}.'],H TOBa

M3I0I3BaHETO Ha TabneTKH nocapTal/ XHAPOXI0POTHA3HA HE CE MPENopbuBa.

Koponapro cvpoeuno 3abonssane u yepeoposackyrapra bonecm

KaKkT0 NpH BCEKH aHTUXHMNEPTEH3UBEH MPOAYKT, MPEKOMEPHOTO MOHWKEHHE Ha KPbBHOTO HAJIATAHE
OpH NAUHEHTH ¢ HCXEMHYHA ChPACHHOCHA0BA GONECT H MOZBYHOCHA0BA DONECT MOXKE 18 NPHYHHH
HH}apPKT Ha MUOKAPAA WK HHCYIIT.

Cvpoeuna nedocmamvyiocm

I1px manHeHTH CBC ChpAeYHA HEAOCTATBYHOCT, ¢ UM 0e3 OBOpeUHO YBpEKAaHe, ChINECTBYBA — KAKTO
W NpH JPYTH JeKapCcTBa JeHCTBALIY Ha CHCTEMAaTa PpCHHH-AaHITHOTEH3HH, PUCK OT TEKKa apTepHaHa
XHIIOTOHHSA H (YECTO OCTpO)} OBLOpEeUHO yBpexaaHe.

Cmernosa na aopmua u Mumpaina Kaana, 06CmpyKmusHa Xunepmpouuna KapouoMuonamus
Kakto ¥ nipH apyry BasoanaaTaTOpH, NPENOpPLYBa Ce CMEeLHUATHO BHHMAHHE NIPH NIALHMEHTH, CTPaJalin
OT a0PTHA HJIH MHTPAJIHA CTEHO3a, WIH OOCTPYKTHBHA XUIIEPTPOPOUYHA KAPAHOMHOTATHSL.

Emnuvecku paznuwus
Kakto ¢ HabmonagaHo npU HHXUOHTOPHTE HA AHTHOTEH3UH-KOHBEPTHPALIHA €H3HM, JIOCAPTaH H
JAPYTrHTEe aHTaroHUCTH HA AHTHOTEH3HWHa, Ca OYEBHIHO MO-MAKO €(PEeKTHBHH 3a HaMas
KPBBHOTO HAIATAHE IPH YEPHOKOXKH, OTKOAKOTO NPH HE-YEPHOKOKH, BEPOATHO NOP
npeobnanagaHe Ha CCTOSHASA HA HAMAIEH PEHAH B MOMYJIAI[HATA HA YEPHOKOXH C

bpemennocm



AIIPB He Tpa0OBa ja ce 3anouBar no BpeMe Ha OpeMeHHOCT. OCBEH B clyqai, KoraTo Tepanuara ce
CuMTa 33 KpaitHO HeoOXOMMMa, MALHEHTKHTE, INTAHHpaliy 6peMeHHOCT, TpsOBa J1a IpeMHHAT Ha
aNTEPHATHBHO AHTHXHIIEPTEH3UBHO JIEYSHUE, KOETO HMa YCTAHOBEH TPOdHIT Ha He30MacHoCT 3a
yroTpeba no BpeMe Ha GpemerHocT. KoraTo ce 1MarHocTHUMpa OpEMEHHOCT, JIEHCHHCTO C AIIPb
TpsabBa Ja ObJe NpeyCTaHOBEHO He3a0aBHO H, aKO € yMECTHO, Tpa0Ba Ja ce 3ano4He aNTepHaTUBHA
tepanud (BxK. Touku 4.3 n 4.6).

Hsotino broxupare HA peHUr AHZUOMEH3UH -ANOOCIMEPOHOBAMA CUCTNEMA (PAAC)

HMMa nanuy, ye eqHoBpeMenHara ynorpeba Ha ACE uaxubutops, anrioteHsuH ll-peuentoptu
6NOKepH WM ATHCKHPEH NOBUHIABA PUCKa OT XMIIOTOHHA, XHIICPKAJIMEMHA U HAMAJIABAHC Ha
6bOpeunarta GyHKIMs (BKAIOUKTENHO ocTpa 61bOpeyHa HegocTarbuHocT). Tlopanu ToBa He C¢
penopbYBa ABOiHO 6aokupane Ha PAAC upe3 komGHHupaHaTa ynotpeda Ha ACE unxuburopi,
anrnoTenzuH [-petienTopan 610KkepH KWl aTMcKUpPeH (BK. Toukd 4.5 1 5.1).

AKO ce NPELIEHH, ue TepanusaTa ¢ ABOHHO GAoKupaHe ¢ abComoTHO HeodXoauMa, TOBA TpsaOBa /12
cTaRa caMo Noj HaOGNIOAEHHETO HA CTIEHMANTHCT W NP YeCTO BHUMATENHO MOHHTOPHPAHC Ha
OnOpeunaTa pyHKLHSA, IEKTPOIUTUTE H KPBBHOTO HAJATaHe.

ACE unxu6utopu 4 aurvotens3uH Il-petientopri 6nokepH He TpAOBA 1a ce M3MON3BAT ENHOBPEMEHHO
npH NalueHTH ¢ 1HabeTHa HepoMaTHs.

XAAPOXJAOPOTHASHA

Xunomonus u erexmponumer/6o00en oucbaranc

KaxTo npu BesAiKa aHTHXMIIEPTEH3MBHA TEPArius, NPH HAKOH NALMCHTH MOXKE a CE NOIBH
cuMrroMaTiuHa xunotonus. [auuenTure cneasa aa ce HabmMOAaBaT 3a KIMHWYHH IIPU3HALIM Ha
eJEKTPOIMTEH WK BOJEH AucOaNaHC, HaNp. XUIOBOJIEMHS, XHIIOHATPHEMHA, XHIIOXJIOPEMHHA
aIKaI03a, XUMOMarde3ueMHs WIH XUNOKATUEMHS, KOWTO MOKE Aa C€ NOABAT [IPH MEXKIYBPEMEHHA
AMapHa Win noepeinase. [Ipy Takuea naupeHT TpAOBa 1a ce UIBBPIIBA MCPHOANIHO OIPEACTIAHE HA
eJIEKTPOJIHTHTE Tpe3 MOAXOAAM HHTepRany. J{HnyuuoHHa XMIIOHATPHEMH MOXKE ia BE3HHKHE ITPH
eJAEMATO3HH MALWEeHTH B TOPELLIO BPEME.

Memabonumnu u enooxpunnu ehexmu

TuazugHaTa Tepanus MoXKe Ja HAPYLIM NIIOKO3HHUA TonepaHe. Bb3MOXKHO € Aa ¢€ HAJTOXKH NpOMAHA B
[03MPOBKHUTE Ha AaHTHAMAGETHYU 1eKapCTBa, BKIIOUYMTENIHO Ha HHCY/IMH (BXK. TOUKa 4.5). I'lo Bpeme Ha
NIEYEHUETO ¢ THA3HAH MOXKeE 4 C€ NPOARH JIATCHTEH 3aXapeH nuaber.

THA3WIMTE MOTAT A2 HAMANAT YPHHHATA €KCKPELUs HA KAJILWH H a TPHYHHAT C1abo ¥ BPEMEHHO
[IOKaYBaHe Ha CEPYMHMA KAJILMiL. 3HauMTeHa XHITepKaTeMHa MoKe Ja OB AOKA3aTEIICTBO 3a
CKPMT XHIlepnapaTupeouansbM. THasuure TpaGBa aa ce CpaT Npeay MPOBEKAAHETO HA TECTOBETC
33 [IapaTHPOUIHATA QYHKLIMAL.

VBeanueHHE HA HUBATa Ha XOJIECTEPOJia H TPHUIVTHIIEPHANUTE MOXkeE J1a Oblie CBbP3aHO ¢ TEparnuUsTa ¢
THA3HAHH JHYPETHLH.

TuazuaHaTa TEpanus MOXKE 1a [IPEAN3BUKA XHIIEpYpHUKeMus W/WIH NoJarpa npH onpee/icHH
nareHTy. [ToHexe nocapTad HaManaBa MHKOYHATA KUCEIKHHA, B KOMOMHALIHA ¢ XHAPOXJIOPOTHA3HA,
TOW OTCNAa0OBa NPUUHHEHATA OT ZHYPETHKA XUICPYPHUKEMHA.,

Yeproopobro yepeoicoane
Tuaszuaure TpadBa Na ce H3MOA3BAT ¢ NOBHILIEHO BHHMAHHE TIPH NNALKUEHTH C HapYLICHA YyepHOAPOOHA
¢yHKIMA WM nporpecupallio YepHoapobHo 3abongsane, ThH KaTO MOKE Ja NPHYMHH

MHTpaxenaTajiHa X0JIeCTasa U cjie]] TOBa MaJIki KoneOaHua BB BOJHHA H €JICKTPOIUTH
MOJKE [1a YCKOPSAT NofAsaTa Ha uepHoapoOHa koma. JlocapTan/ XHApOXIOpoTHA3HU €
MPU MALMEHTH € TEXKO YepHOAPOOHO yBpeXkaaHe (Bx. Touxu 4.3 u 5.2).

Hemenanomen pak na xodxcama



B ase emuIeMHONOrHYHM NPOYUYBAHHS, OCHOBABALH CE& HA JATCKUA HALHOHAJIEH PAKOB PErUCThp, ©
HaBMIOJABAH OBHLIEH PHCK OT HeMelaHoMeH pax Ha koxkara (HMPK) [0a3anHOKIETHEH KapLIMHOM
(BKK) u ckBamosHokieTbueH KkapuuHoM (CKK)] npyn HapacTBaina eKcrnosHiHsa Ha KyMyJIaTHBHA 1034
xuapoxnopoTHasia (XXT3). @otocencubunusupaiunte edextr Ha XXT3 MoraT 1a ISUCTBAT KaTo
BEPOATEH MEXaHH3BM 3a pa3BuTHe Ha HMPK.

MauyerTure, npuemaum X XT3, Tpabea na 6paar nndopmupand 3a pucka ot HMPK u cbBeTBaHM
PEIOBHO 14 MPOBEPABAT KOKATA CH 33 HOBH Jle3uH U He3abaBHO /12 CboOLIABAT NIPH N04BA Ha
NOJO3PHTENHNA KOXKHH Jie3ni. Ha mauwmenTHTe TpAOBRa Ja ce npenopbyaT Bb3MOXKHH NIPEBAHTHBHH
MEpPKH, KATO OrPaHHYEHO U3/IaraHe Ha CTbHYEBA CBETVIMHA M YJITPABHONICTOBH JIBHH, a B cnydai Ha
eKCMO3IUUMSA, TTOAXOAALLA 3aIIUTA, 33 Ja CE CBe/Ie 1O MUHHMYM PHCKBT OT PaK Ha KOKata.
[Tozo3pUTENHNTE KOXKHH Ne3un TpA6Ba aa GbaT NOATOKEHH Ha He3a0aBHO H3C/EBAHE,
HOTEHLMATHO BKIFOYBALLO XHCTOMOMMYHH H3CAeBaHNs Ha GHOMCHYHH MaTepHanu. 1pepasriiexiane
Ha ynorpedara Ha X XT3 Moke aa ce HAJIOXKH Y NIPH NALKHEHTH, KOUTO €A HMAJTH MPEAXOACH HMPK
(B3K. CbLLO TOUKA 4.8).

Ocmpa pechupamopHa moKCu4Hocm

Cnen npyeM Ha XWAPOXJIOPOTHA3N] ce ChoOIIABAT MHOTC PEIKH TEXKH ClTyHaHu Ha OCTpa
pecrnupaTopHa TOKCHYHOCT, BIITIOYHTENHO OCTHP PECNHPATOPEH AUCTPEC CHHIAPOM (OPJIC). Cnen
MPHEM Ha XUAPOXJIOPOTHA3HI OOHKHOBEHO ce pasBHBa 0eloApoOeH OTOK B PAMKHTE Ha MUHYTH JIO
yacose. B HAYATOTO CUMITTOMHTE BKJIOYBAT AUCIIHES, TIOBALICHA TEMIICPATYpa, BJIOLIABAHE Ha
6enoapobHata pyHKUMA K XunoTonus. [Tpu cemuenne 3a OPJIC tpabea fa 6pae CNpAH NPUEMBT HA
Jlopucta HD u 1a ce nipHaoxy [oAX0AAMO JeUeHHe. XHIpOoX10poTHasui He TpaOBa Aa ce npuiiara
MPH MALHEHTH, KOHTO npean Toa ca nonyuasany OPJIC cnen npuem Ha XHAPOXJIOPOTHA3HL.

Xopoudanen uznug, ocmpa Muonus U 6MOPULHA 3AKPUMOBLAHA 2AAYKOMA

CyndoHAMHIHTE MITH IEKAPCTBATA, IPON3BOAHK Ha CyN¢GOHaAMHAMTE, MOraT [a NpeIu3BHKaT
WAMOCHHKPATHYHA PEaKIMs, BOAEIIA 0 XOPOHIAIEH H3IHB C NeQEKT Ha 3pUTENHOTO MOJIE, NPEXOIHA
MHOTIHA M OCTPa 3aKPUTOLIbIHA FlaykoMa. CHMITOMHTE BKJIIOUBAT B HAYANOTO OCTPO NOHHXCHUE Ha
3PHUTENTHATA OCTPOTa WA o¥Ha O0/Ka, H OOMKHOBEHO €€ NOABABAT B PAMKHTE Ha 4acoBe 10 COAMHIIM

OT Ha4yanoTo Ha neueHueto. HenexypaHaTta, ocTpa, 3aKpHTOBIbIHA INIAYKOMa MOXKE J1a JOBEAC JO
TpaiiHa 3ary6a Ha 3peHue. [TbpBHYHOTO JICUeHHE €, /1 ce crpe NMpHEMa Ha XHAPOXJIOpOTHAINL,

KOJIKOTO € Bb3MOXKHO NO-CKOpOo. HappeMeHHO JICUeHHe WIH XUpYpruyHa MHTEPBEHLMS MOXE Na CC
HAJIOXKH J1a ce OOMMCIIET, aKO BhTPEOYHOTO HaJlaraHe OCTaBa HEKOHTPOIMPaHO. PHCKOBATE (akTOpH
3a pa3BUBaHE HA OCTPA 3aKPUTOBIBJIHA [JIAYKOMa MOXKE Ja BKTIOUBAT aHAMHE3a 3a AlICPrHi KbM
cydpoHaMUAK WK NEHULHITHHM.

Hpyeu

[Ipy nauyieHTH, NpUEMallX THA3HMN, ¢ WIH 0€3 aHaMHE3a 3a aleprua Hiu OpoHXHaNHa acTMa, MOraT
N2 Bb3HUKHAT PeaKliii Ha CBPBXYYRCTBUTEIHOCT. 11pH ynorpefara Ha THA3WIAH HMa CJIyHaH Ha
ek3alepdaLms UM AKTHBUPAHE Ha JIYIYC SpHTEMATo/CC.

HHomownu eewyecmea
[TaumeHTH ¢ peaKH HaceACTBeHU NpodIeMH Ha HEMOHOCHMOCT KbM IajlakTo3a, IMbACH JIakTasCeH

nedUUMT HIH FIIOKO30-Ta/iaKTo3Ha ManaGeopOis He TpsaOBa fia NPUEMaT TOBa NEKapCTBO (BX. TOYKa
6.1).

4.5 BianMojeiicTBHe ¢ APYTH JeKapCTBeHH NPOAYKTH H APYrd OPpMH HA B3aAMOACHCTBHE

JlocapTaH
e
Cpo0inaBaHo €, 4e pipaMnNULKH U (MIyKOHA30J1 HAaMaIABaT HUBATa Ha aKTUBHHA MGEATOINMh - A

1a CE HAMpPaBH OLIEHKA HA KIIMHHYHHTE MOCIeAuL Ha Te3y B3anMOICHCTBHS. ‘é‘\
KakTo ¥ NpH APYTH JIEKapCTBa, KouTo Gokupat aHruoTeH3HH I unu HeroBUTE HREKYH, @5 Lt
eTHOBPEMEHHOTO MPHIIOKEHHE Ha IEKAPCTBA, KOUTO 3aIbKAT KaNHi (Hanp. CfjioHQrKLs :
TpUAMTEPEH, aMUJIOPHA } Kanuesy 100aBKH, 3aMeCTHTEIIKM Ha roTBapCKaTa Coll 151} e T4
WM APYrH JIEKAPCTBA, KOWTO MOTAT /a TIOBUIIAT CEPYMHHA Kajid# (Hanp. npo2



TPUMETONPHM) MOKE [1a JOBEAE 0 YBEIUYCHUE HA CEPYMHHA kanuii. EJHOBpeMEHHOTO NIPUJIOKEHHE
He C€ TIPENnopbLUBa.

KakTo npy apyru JeKapcTsa, KOMTO MOBMABAT OTAEAAHETO HA HATPHH, OTACTAHETO HA JIHTHH MOXKE
na 6bae vamManeso. Iopaay Tosa, TpsaGBa f1a ce NpocneiSBaT BHHMATENHO HHBATA Ha JIMTHH B CEPYMa,
aKO 11l Ce IPHEMAT JTUTHEBHTE COJIM eIHOBPEMEHHO ¢ aHrnoTeH3uH Il petenTopet aHTarOHHUCT.

Koraro aarnorensus Il anraronuct ce npwiara easospemeHHo ¢ HCIIBC (T.e. ceneKTUBHH COX-2
MHXHUOUTOPH, ALETHICATULANAOBA KUCEIUHA B ITPOTHBOBB3NATUTENIHH A03H W HECCICKTHERN HCITBC),
MOXKE /1a Ce HACTBITM OTCNa0BaHe HA AHTUXHIEPTEH3UBHUA edekT. EAHOBPEMEHHOTO MPUIOKEHHE Ha
anrdoteHs3uH [ antaronrcT mian auyperaid 1 HCTIBC moxe aa noBeae A0 NOBMUICH PHUCK OT
BIOIABaHe Ha GbOpeyuHaTa QYHKLWA, BKIIOUHTENHO BB3MOMHOCT OT 0cTpa OsOpeyHa
HEAOCTATLYHOCT, ¥ TTOBUIIABAHE HA CEPYMHUA Kaluii, 0CO0EHO Npy MAUHEHTH ¢ HE3aN0BOIHTCHA
npeny ToBa 0b0peuHa pyHkuua. KomOuHaumaTa cieipa fia ce npujiara BHUMaTEHO, oc0obeHO B
crapuecka Bp3pact. [laumnedrute cneasa Aa 6x4aT aAeKBATHO OBOAHABAHH H TpabBa Aa ce 00ChaH
gaboaeHue Ha ObOpeunaTa HyHKUMA CAEH 3aMovBaHe Ha €AHOBPEMEHHO JICHUCHHUC, KaKTO H
MePHOLHYHO CNIEX TOBA.

[Ipy HAKOHM NaLUMEHTH ¢ KoMnpoMeTHpaHa OpOpedHa PyHKIKA, KOMTO Ca JIEKYBaHH C HECTCPOUTHN
NPOTHBOBB3NAJIMTEIHUA CPEACTBA, BKIIOYHTEIHO CEIICKTUBHH LIMKIOOKCHIeHa3a-2-HHXHOHTODHY,
eIHOBPEMEHHOTO MPHJIOKEHWE Ha aHTHOTEH3HH 1 pelienTOpHH aHTarOHUCTH MOXKE 11a TOBEAC IO TO-
HATATBLIHO BIOLIARaHe Ha 6b6peuHaTa Gynkuma. Tezu edekTn 0OHKHOBEHO ca OOpaTUMH.

JlaHHM OT KJIKHHYHH NMPOYYBAaHMs NOKA3BAT, ve JBOHHOTO OI0KHpaHe Ha peHHH aHTMOTCH3UH
anpocreporosata cictema (PAAC) upes komGunupanara ynotpeba Ba ACE unxubduropu,
aurvorexsut ll-petiernropHy 6A0KepH UK ATHCKHPEH Ce CRBP3Ba € MTO-BHCOKA HCCTOTA HA HEKC/1aHH
CHOMTHA, KATO HAMPUMED XHITOTOHHS, XUMEPKATHEMHS H HaMangBaHe Ha OBOpeyHaTa (DYHKLHA
(BKJTIOUHTENTHO OCTpa GBOPEUHa HEAOCTATHYHOCT), B CPABHEHHE C ynoTpedara caMo Ha €/IHO
cpeacTBo, neicrraio pepxy PAAC (Bx. Ttoukn 4.3, 4.4 u 5.1).

Jpyrv BeuecTBa NpeIU3BHKBAIIH XUIIOTOHWA KAaTO TPHUMKIHYHU aHTHACIIPECAHTH, aHTHIICHXOTHLH,
baknodeH, aMHPOCTHH: CAHOBPEMEHHOTO NPUIOKEHHUE C TE3H JICKApCTBa, KOUTO HAMAJIABAT KPBBHOTO

HaraHe, KaTo OCHOBHA HEXeJ/1aHa JIEKapCTBCHA p€aKuys, MOTaT ad NMOBHILAT PUCKa OT XUIIOTOHHIL.

COKBT OT rpeindpyT ChAbPKa KOMIIOHEHTH, KouTo HHxHOnpar enzumute CYP450 n MoraT fa
NOHWKAT KOHLIEHTPALUATA HA aKTUBHUA MeTAa0O0JIUT Ha JI0CapTaH, KOCTO MOXKE /1a HAMAJIH
TepaneBTH4HUS My edext. KoncymauusTa na cok ot rpeiingpyT Tpabea 1a ce u3d4rsa no peMe Ha
JeueHHne ¢ TabNETKH JOCAPTaH/ XUAPOXI0POTHASHI.

XHAPOXJIOPOTHAIHA
CnennuTe NEKapCTBa, MPH €JHOBPEMEHHO MPHIOKECHHE, MOTaT ia B3aHMOJICHCTBAT ¢ THAZHIHUTE

MY PETHLIM:

Anxoxon, bapbumypamu, HAQPKOMUYU Wik AHMUOENpecanmu
Moske 1a Bb3HHUKHE NOTEHUHUPAHE Ha OPTOCTAaTHYHA XHIIOTOHUS.

Anmuouabemnu rexapcmea (nepopannu Aexapemea ¥ UHCYAUR)
JleuenueTo ¢ BUCOKH 103W THA3HIU MOXKE 1a MOBJIHAE [IIOKO3HUA ToepaHe. Moxe na ce HaloKH
NpoMsHA B AO3HPOBKATA HA aHTHAHAO0ETHOTO JekapeTeo. MeTgopMuH TpsOBa Aa ce H3NON3RA
BHUMATEJIHO, MOPAJIH PHCKA OT JIAKTaTHA alMa03a, IpeAH3BHKaHa OT BEPOATHO YBPEIKIAHE Ha
OnOpeunara GyHKUMA, CBBP3aHO C XHAPOXJIOPOTHA3H A,

Apyeu aumuxunepmeH3ueHy AeKapemesa
AJIUTHBEH €EKT.

Xonrecmupamun U X0ReCmunoaosy CMoaU




AGcopbLMATa Ha XHAPOXJIOPOTHA3H/L CE& HAPYLUIABA MPH HAJTMHHETO HA AHHOHH OOMEHHU CMOJIH.
EnvHHYHA 1033 XOMECTHPAMHH HIH XOJIECTHIIONOBA CMOJIa CEBP3BA XHAPOXJIOPOTHA3HA H peayLnpa
abcopOLIMATa MYy OT FacTPOHHTECTHHAIIHKA TPakT ¢ A0 85 i 43 Y% ChOTBETHO.

Kopmuxocmepouou, ACTH
Y CKOpeHO OTAENSHE Ha €NSKTPOTUTUATE, HAR-4YECTO XUNOKATHEMHA.

Kamexoaavunu (nanp. aopenanin)
B13MOKHO € HaMaJIgBaHe HA peakLMATa KbM MPECOPHHTE aMHHH, HO HE AOCTAThYHO, 33 Ja Ce
H3KJIKOYH €JHOBPEMEHHATA UM ynoTpeda.

Creaemuo-mycKyIHU PeiaKcanmu, HeOenoPUIUpauu (Hanp. myooxKypapur)
B13MOKHO € NOBHILEHA YYBCTBUTEAHOCT KbM MYCKYJIHH PEIaKCaHTH.

Humuu
JTuypernuure peayuupat 6b0peyHHs KIHPBHC HA JIHTH H CUJTHO YBE/IHYABaT PHCKA OT THTHCEA
HHTOKCHKALIMA; HE CE Mpenopb4Ba eAHOBPEMEHHO NpHIaraHe.

Jexapcmeenu npodyxmu, uInon3eany 3a aeuenue Ha nodazpa (npobenuyto, CyPUHRUPAsOn U
anonypuron)

Moske 12 ce HaJIOXKH KOPEKLHs Ha AO3MPOBKATA HA YPHKO3YPHUYHHTE ICKapCTBEHH NPOAYKTH, ThH
KaTO XMIPOXJIOPOTHAZKA MOJXKE JIa MIOBHIIN HUBOTO HA MUKOYHATA KHCe/IHHA. MoXKe f1a € Hy3KHO
[IOBHUIIIABAHE HA JO3WTE Ha NMPodeHHLKMA, WK CYI(PUHNHPa3OoH. EAHOBPEMEHHOTO NPHIIOKEHHE C
THA3H] MOXKE [ IOBHINM YECTOTATa Ha peaKIIMiTe Ha CBPBXUYYBCTBHTETHOCT KbM AJIOIy PHHOJL.

Anmuxonunepauynu npooyxmu (ranp. amponun, dunepuoer)
[ToHiaBane OHOHANIHYHOCTTA Ha THAZHAHHUTE AHYPETHUH Ype3 MTOHHKEH CTOMAIHO-YPEBEH
MOTHJIMTET H HAMAJIeHA CKOPOCT Ha M3Npa3BaHe Ha CTOMAXa.

Llumomoxcuunu npodyxmu (nanp. yuxrogocghamud, Memompexcam,)
Tuazuaure MOrart a HaManaT 6bp0peuHaTa eKCKpeursa Ha UUTOTOKCHYHH JIEKApCTBEHH MPOIYKTH H 1a
32CANAT TEXHUTE MUEIOCYTNIPECHBHH €(PEKTH.

Canuyunamiu
[Tpu BMCOKH A03H CATTHLUAIATH, XHAPOXIOPOTHAZHA MOXKE [a YCHIH TOKCHYHHA eeKT Ha
CATMLIMJIATUTE BbPXY LIEHTPAJIHATA HEPBHA CHCTEMA.

Memunoona
Hma oTaenns ¢cpo0lIeHHd 33 XeMOJUTHYHA aHEM U, pa3BWIa Ce [Py ¢AHOBPEMEHHO NPHIOKCHHC Ha
XHAPOXJOPOTHAZHA U METHIAONA.

L{uxnocnopun
CHNPOBOMKAAIO JICUEHHE C LHKIOCTOPHH MOXE [1a TIOBHILM PHCKA OT XHNEPYPHKEMHs H TIOJO0HH Ha
MOJArpa yCiaoKHEHHA.

Hueumanucosu 2auxo3uou
THasHA-HHIYyLMpaHa XHITOKAJTHEMHSA WIH XHIIOMArHe3MeMHA MOraT i 0/1aronpuaTCTBAT NOABaTa Ha

AUTHTAIIHC-HHAYUHPaHH CBpACHHH apHTMHA

Hexapcmeenu npodykmu, ROBAUAGAHY OM CMYWCHUSL 8 CEPYMHUR KAMUU
[Ipy npunockKeHHE Ha 1I0CapTaH/XHAPOXJIOPOTHA3H C JIEKAPCTBEHH MPOMYKTH, TOBMATRANA
H3IMEHEHHA B CTOHHOCTHTE HA CePYMHHS KATHHA (Hanp. TATHTATHCOBH TTTHKO3HARAM v
NPOTHBOAPHTMHYHH CPEICTBA) H Che CileaHnTe torsades de pointes (kaMepHa TFXLR
HHIYUMPALHY AEKAPCTBEHH [IPOAYKTH ( BKJIFOYHTENHO HAKOH npomﬂoapmmm >
NepuoOgHYHO MOHHTOpHpaHe Ha cepyMHus KaJTvi ¥ EKI', ThH KaTo XMMOKanye

npeapasnonarai KeM torsades de pointes (kamepHa TaxHKapaKs):

". ¥ ¥ |.,l|"=




- Knac Ia npoTuBoapuTMHYHY (Hanp. XHHMAKHH, XHAPOXUHHTHH, TA3OIUPAMUA).

- Knac 111 npoTHBOApUTMHUHH (HAINP. AMHOAAPOH, COTAJION, JOMETHINA, HOYTHITAT).

- Hskon aHTUIICHXOTHYHH (Hammp. THOPHUAA3HH, XJTOPIPOMAa3KH, JICBOMENPOMAa3HH,
Tpu(pAyonepasuH, UIMaMeMa3uH, CYJINHPHA, CYNTONPHA, aMUCYIINPHUI, THARNPHI, MAMO3HA,
XaJIONEPHAON, APOTIEPUION).

- Jipyra (Hanp. Genpuin, LHCAnpH, JudeMaHiul, epUTPOMHLMH 1.v., XanogaHTpuH,
MH30J1aCTHH, IEHTAMAAMH, TepdaHalHH, BAHKAMHH 1.V.)

Kanyueeu coau

TuazsuaHuTe JHYPETHLIM MOTaT /id MOBHILAT HUBATA HA KAILHEBHTE COMH, MOPaJH NMOHKKCHA
eKCKpeLua. AKo TpAOBa /1a ce NPeANHILAT KamyeBy JODABKH, Clie/[Ba Ja ¢& KOHTPOAXPAT HABATA Ha
CepYMHHA KaTUMH U 103aTa HA KAILMY CHOTBETHO J1a CC KOPHTHPA.

[Togruasane na 1abopamopHume/IeKapcmeeHume u3CIe06anuAn
[Topanu edekra, KOHTO UMAT BBPXY KanllUeBUs MeTabONU3bM, THA3HIHTE MOTaT 12 OBJIHAAT
(GYHKLUHOHAIHHTE TECTOBE HA NAPATHPOMIHATA XJie3a (BxK. Touka 4.4).

Kapbauvazenun
Puck oT cUMIITOMaTHUHa XUNoHaTpHemusa, Heo0xoauMo € KIIMHHYHO B OHOJNIOrHYHO [POCNEAdBaHe.

Hoono-xonmpacmuu eelyecmsa

B cayuaii Ha IMYPETHK-UHIYLHpaHa JeXHApaTalis, MMa TOBMILEH PUCK OT ocTpa OBOpeyHa
HEJOCTATBYHOCT, OCOOSHO ¢ BUCOKH JO3H HA HOOHH IIPOAYKTH.

[Tanuenture Tpabea na ObAAT pexuapaTHpaHH NpPEaH MPHEMBT.

Amgomepuyun B (napenmepanen), xopmuxocmepouou, ACTH, naxcamueu unu cruyupusun
(6etgecmso, KOemo ce uU30AUpPa om craoKa nanpam)
XUpOXJOPOTHAZH MOXKE 1A 3aCHITH €JeKTPOTUTHUS AUCOaTaHe, 0cODEHO XUMOKATHEMHUATA.

4.6 PaprananTeT, OPeMEHHOCT H KEPMEHE

bpemennocm:

Aneuomenzun Il peyenmopnu anmazonucmu (AIIPB):

Ynorpebara Ha AIIPB He ce npenopbuBa no BpeMe Ha ITbPBHSA TPHMECTHP Ha peMeHHOCTTA (BXK.
touka 4.4). Ynorpebarta Ha AlIIPH e nporuBornokasana no BpeMe Ha BTOPHA H TPETHA TPHMECTEP Ha
bpemenHocTTa (BK. TOUKH 4.3 U 4.4).

EnuaeMHOIOrHYHMTE JaHHK OTHOCHO PUCKA OT TEPATOTeHHOCT ciel eKcnosHuus Ha ACE-
HMHXHOMTOPH NO BPEME Ha TbPBHA TPHMECTHP Ha OpeMEHHOCTTa He ca yOeauTeTHH, HO JIEKO
MOBHUIEHHE Ha PUCKA, 00aye He MOXKE Aa Ce H3KIIoUH. Makap 4e HAMa KOHTPO/JIMpaHH
eNHAEMHONOrHYHH JJAHHH 33 PHCKA NPH anruotensun 11 peuerrropuu naxuduropu (AIIPB), noxoben
PHCK MOXKe J1a ChIIECTBYBA K 32 TO3M Kiac aekapcTsa. OCBeH B CiTy4aH, Ye TepanusaTa ¢€ CHHTa 32
KpaiiHo HeoOX0oANMa, MALMEHTKUTE, [LTAHUPALIK OpeMeHHOCT TpS0B8a 1a NpeMHHAT Ha alITEPHATUBHO
AHTHXMNEPTEH3UBHO NIEUEHHE, KOETO HMA YCTAHOBEH Mpodun Ha He30nacHoCT 3a ynorpeda no BpeMe
Ha 6pemennoct. Korarto ce anarnocthmpa SpemeHHocT, edeHueto ¢ AIIRAs tpabsa na Obne
[peyCTAHOREHO He3abaBHO M, aKO € HeoOxoauMo TpsiOBa Ja ce 3aMoYvHe aJITCPHATHUBHA TCPANHA.

WU3BecTHO e, ue excnosuumua ¢ A1IPB npes Bropus ¥ TpeTHS TPEMECTbP HHAYLIHPA (PETOTOKCHYHOCT

npH xopa (HamasieHa 6b0peyna GyHKLUMA, ONMroXuIpaMHHOH, 3a0aBena oCHHKALMA Ha Yepena) H
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5.3.).

Ako excniozvuuaTa Ha AIIPD e HacTBEMWAa npes BTOPHA TPUMECTHP Ha DpeMeH
YITPa3BYKOBO KH3cleaBaHe Ha ObpOpeuHaTa PyHKUHS H Yepena.



HoBopoaeHH, YHHTO Maiiku ca npuemand AIIPE TpaGea fa ObaT BHUMATENHO Ha0IIIOABAHY 32
XUMOTOHUA (BX. TOYKH 4.3 u 4.4).

Xuodpoxaopomuauo

HMma OrpaHHyeH OmUT oT ynotpeba Ha XHIPOXIOPOTHA3H] [0 BpeMe Ha GPeMEHHOCT, 0CODEHO NpE3
THPBUA TPUMECTBP. [IpoyUBaHHATA IPH KUBOTHH C2 HEAOCTATHYHA. XH/POXNIOPOTHAZH NPESMHHABA
npes mIaueHTaTa. Bb3 ocHoBa Ha (hapMaKOIOrHYHHA MEXAHM3IBM Ha ACHCTBHE HA XHAPOXJIOPOTHA3HA,
ynoTpeGara My 110 BpeMe Ha BTOPHS U TPETHA TPUMECTBP MOXE /1a KOMIIPOMETHPA eTo-
maaueHTapHaTa repdy3ua B MOraT Ja HACTHIAT (peTaTHH H HEOHATANIHA €(eKTH, KaTO X LIATCHHLA,
HAPYLICHHE HA €EKTPOIUTHHS OaaHC ¥ TPOMOOLHTONCHHA.

XyApoXa0poTHa3Ka He TpAOBa Aa ce W3M0JI3Ba NPH reCTAuHOHSH OTOK, NECTAIMOHHA XHTIICPTOHUA WITH
APEEKIAMIICHS, [IOPAAM PUCK OT HAMAJIABAHE Ha IUIA3MEHKA 00EM H MIIalleHTapHaTA xunonepdy3u,
Oe3 OnaronpuaTeH eeKT BbpXY x01a Ha 3a00IIBaHETO.

XHAPOXIOPOTHA3HA He TpAGBa 11a ce H3TO/I3BA MPH ECEHLWAIIHA XUTIEPTOHMUS [IPU OpEMEHHH HKeHY,
OCBEH B PE/IKM CHTYALIMM, KOTaTo APYro JIeYeHUE He MOKE Aa ObIe H3MOJI3BaHO.

Kwvpmerne:

Anzuomenzun Il peyenmoprnu anmaconucmu (AIIPh):

Twit xaTo He € HanuuHa HHGpOPMALMS MO OTHOLICHHE Ha H3MOJI3BAHETO Ha
IOCAPTAH/XHAPOXIOPOTHAZH] 110 BPEME HA KBPMEHE, JIOCApTaH/ XMAPOXJIOPOTHA3K/ HE CC NPENOphUBa
M € 33 PpeANOYHTEHE ANTEPHATHBHO JEUeHHe ¢ NO-1o6pe yeTaHOBEH NMpodus Ha De30MacHOCT o
BpeMeE Ha KbPMEHE, OCOOESHO MPH KbPMEHE HA HOBOPOJAEHO WiIH HEJOHOCCHO 0ebe.

Xuopoxnropomuazuo

X HAPOXJIOPOTHAZH, CE EKCKPETHPA B MaluMHATA KbPMa B MAJIKH KOMMYECTBA. [Ha3HAHTE B MO-
BHCOKH JI03H, BOASLIH 10 HHTEH3HBHA JHYPE3a, MOXKE 13 BB3NPENATCTBAT OTAC/ISHETO Ha KbpMa.
Usnonseaxeto Ha Jlopucta HD no BpeMe Ha kbpMene He ce npenopbuba. Ako Jlopucra HD ce
U3MON3BA 10 BpEME Ha KbpMeHe, TpAORa Jla ce M3Mo/13Ba Hali-HUCKATa Bh3MOXKHA 11032,

4.7 EdexrTa BbpXy cnocobHOCTTA 32 MOPHPAHE B padoTa ¢ MABIBHH

He ca mposexaaHyu H3MHTBaHHs BbPXy cnocoGHOCTTa 3a wodupane W pabota ¢ MalllHHH. Brapeku
ToBa TPAOBA 1a Ce UMA TIPEIBM]L, Y€ NOHIKOTAa MOXKE 12 Bb3HHKHE 3aMalBaHe W CHHJIMBOCT 110 BpEMS
HA AHTHXHIIEPTEH3WBHO JIGUCHHE, Hali-B€4e B HAYA/0TO HA JICUEHHETO WIH TP NOBHLIABAHE HA
[034arTa.

4.8 HekelanH JJeKAPCTBCHHE PeaKIHH

Hexenauute JEKapCTBEHH PEAKIHH [10-A0JTY €A OMPEIC/IEHH, KbAETO € Bb3MOXKHO NG CHCTEMO-

OpraHHH KJIaC K YECTOTA, ChITIACHO ClIEAHATA KIaCHHKALIAA
Muoro uectu: > 1/10

Yecen: > 1/100, < 1/10
Heuecty: > 1/1 000, < 1/100
Peaku: > 1/10 000, <1/1 000
Mtuoro peaku: < 1/10 000

C mgeusBecTHa yectoTa: < 1/10 000 (He MoXe 13 ce ONpeAEnt NO HATHYHHTE JaHHH)

[Tpys KNMHUYHH H3CTIEABAHMS C JIOCAPTaH KANHil H XAIPOXIOPOTHA3HI, HE ca HAONMIOAaRaHH HEXEIaHu
NEKApCTBEHHU PEaKLMH, KOWTO J1a ¢a cnetdrynu 3a Ta3H koMOnsaums. Te ca 6xin orpaHM4eHH 1o
Te3U, ChOOLIABAHH NPEAH 32 JIOCAPTAH KaIHi /WM XHAPOXJTOPOTHA3HA.
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CrieJHHTE JONBIHHUTEIHA HEIKETAHH IEKAPCTBEHH PEAKITHH ca ChoOLABaHH Ce] MyCKaHE Ha
MpooyKTa Ha nasapa:

CHCTEMHO-OpraHeH KJac He:xkenana peaknns Yectora

XenaTo-OnwyiMapHy HapylueHUs | XenaTHT peaKH

H3cnenpanus XHunepkanueMHs, NOBUIIABaHE | PeIKH
Ha ALT

HP}TH HCKC/1AHHU PCAKLIHH, HaO/04aBaHH [pu €JHH OT OTACJIHHTC KOMAOHEHTH, KOUTO MOrat fa cc
MPpOABAT HOTCHUHATHO KATO HEXEJIaHH pCaKIiHX H [IPH MPUIOAKCHHE HaA JTOCapTaH
KaJl HWKH,HPGKJIDPOTH&BHL[, Ca CJICAHHTC.

Jlocaprau
CrneaHuTe HEXXENAHH peaKiMM ¢a ¢Lo0LaBaH i 3@ JIOCApPTaH B KIMHWYHH H3ITHTBAHHA H OT MOCT-
MAPKETHHIOB OIHT:

CHCTEMHO-OpraHen KJac

HexenaHa peaknns

HecTOTA

Hapywenus na
KPBbBOHOCHATA H TUM(pHa
CUCTEMH

Anemus, nypmypa Ha Henoch-
Schonlein, ekxMMo3a, XCMOIIK34

HCUYCCTH

TpomGouuTOneHus

C HCU3BECTHA YECTOTA

ChbpaeuHH HApYLICHHUS

XHUINOTEH3HA, OPTOCTAaTHYHA
XHIIOTEH3HS, CTEPHAIIUS,
cTeHokapaud, AV 6nox 1l crenesn,
LepeOpoBacKyIapHO CHOUTHE,
WH}apKT HAa MHOKapAAa,
NaJMTaLuA, APUHTMHH
(MpeACHPAHO TPENTEHE, CHHYCOBA
OpaaukKapaus, TaXHKapaus,
KaMepHa TaxuKapausa, KaMepHO
MBXKJISHE)

HCUYCCTH

HapyimeHlsa Ha yXOTO W Bepruro, lIyM B YUIHTE HEUYeCTH
nabHpHHTA
HapyineHua Ha OKOTO 3aMBLITICHO 3peHHE, HEUEeCTH
napeHe/CMbACHE B OKOTO,
KOHIOHKTHBHT, [IOHHXX¢HA
3PUTEAHA OCTPOTA
CTOMaIIHO-UPEBHA KopemHa boska, raacHe, AMapHs, | Y€CTH
HapyUICHHA OUCTIETICHS
3anek, 3b0Ha Oonka, cyxoTa B HEeUEeCTH

yCTaTa, ra30B¢ B KOPEMA, racTpHT,
[FOBpBLIAHE, 3aNeK

[lavkpeaTur

C HEHM3BECTHA UCCTOTA

O61un HapylIeHUS H
€()EeKTH HaA MACTOTO HA
NPUIOKEHHE

AcTteHus, ymopa, 00Jika B repJuTe

HCCTH

(OTOK Ha JIMLETO, OTOK, TPECKa

HCUCCTH

["'puno-nogotHyd cHMIITOMH, 00IA
OTNAJHANIOCT

C HEU3BECTHA YECTOTA

Xenaro-duanapHH
CMYLUSHHS

AHOMANHM B YepHOApOOHaTa
yHKL¥S

¢ HEM3BSCTHA HECTOTA

Hapylienna Ha uMyHHaTa
CHCTEMA

CBpBXYYyBCTBHTENHOCT,
aHapHIAKTHYHH PEAKLIUH,
aHTHOEJEM, BKIIIOYUTEITHO
[I0AYyBaHEe HA JIAPUHKCA U €3HKa,
npeaH3BHKABALIO OOCTPYKIHA Ha
nUXaTeNHUTe MBTHIHA, H/HTH
[OAYBAHE HA JIULIETO, YCTHHTE,

pelKH




dapyiHKca H/HWNK €3iKa; NIPH
HAKOM OT TE3H MALMEHTH
aHrHoeaeM € OUN JoKTaJiBaH B
MHWHAJIOTO BLB BPh3Ka C
IPUIOKEHHE HA JPYTH JICKapCTBRa,
BRIIOUHTENHO ACE-HHXUOHTOPH

Hapyuienvs na AHopexcHa, nojarpa HEYECTH
MeTa00/IH3Ma ¥ XpaHEHETO

HapyuieHnsa Ha MycKynHo- | MyckyneH cnasbM, Oonka B repba, | 4ecTH
CKCJICTHATa CHCTEMA H OOJIKa B KpaKa, MHAJITHs

ChEAHHHTE/IHATA ThKaH bosika B pbKkaTa, noayBaHe Ha HEYECTH

cTaBara, 00/Ka B KOJISHOTO,
KOCTHO-MYCKYJIHa DoJka, 00JIKa B
pPaMoTO, CXBAILAHE, apTparud,
aApPTPUT, KOKCAJITHA,
$ubpoMHaNTHA, MYCKYJIHa
cnaboct

Pabnomuonuza

C HCH3BCCTHA YCCTOTA

Hapyuwennd Ha HepBHaTa
CUCTEMA

[ mapobonue, 3aMalBaHe

HCCTH

HepeHocT, napectesus,
nepudpepHa HEBpONaTHA, TPEMOP,
MHIPEHA, CHHKOIT

HCHCCTH

Jucreysus

C HCH3BECCTHA YCCTOTA

[TcuxuyHu HapylueHHs

be3chHHUE

YECTH

TpeBoxHOCT, NAHUYECKO
pa3CTPOHCTRO, OOBPKBAHE,
Aenpecus, nNaToJAOrH4Hy ChHMINA,
HapyLeHUs Ha ChHA, CBHJIUBOCT,
yBpeAeHa ameT

HEYCCTH

HapyuieHusa Ha OB0peLuTe
H MHKOYHHTE MbTULIG

bnGpeuno yspexaane, 0nbpeusa
HEAOCTAThYHOCT

YCCTH

HukTypus, 4e€CT0 YpHHHpaHE,

HEYCCTH

Hapyuwenus Ha
BB3NPOH3BOAUTEHATA
CHCTEMA K I'bpAATa

HH({EKLUS HA THKOYHHTE MTHIIA
[ToHukeHo THOUIO,epEKTHIIHA
AUCGYHKUMA/ UMIIOTEHTHOCT

HCUCCTH

PecriupaTopHu, rppAHA H
MEAHACTHHATHH
HapyLUEHHS

Kamnuua, HddeKida Ha FOpHHTE
AHXATEITHH ITbTHULLA, 3aITyLIBAHE
Ha HOCA, CHHY3UT, HAPYLUCHHA B
CHHYCHTE

HCCTH

(QapuHreaneH AUMckoMgpopr,
(apHHIHUT, JaPHUHTHAT, JUCITHEA,
OpOHXHT, ENHCTAKCHC, PHHHT,
peCnHpaTOpPHa KOH['SCTHA

HCYCCTH

HapylueHusa Ha koxaTa u
NOAKOXKHATA ThKaH

Anoneuus, JEpMaTHT, CyXa KOXa,
epHTEMa, 3aUepBABaHeE,

¢ OTOYYBCTBHTETHOCT, CHPOEK,
ODpHB, YPTHKApPHA, H3NOTABAHE

HCUYCCTH

ChbI0BH HAPYLLCHUS

Backynur

HCYCCTH

J1030-3aBHCHMH OPTOCTATHUHH

C HCH3BECTH

Hzcneneanus

cpeKTH

XHIIEPKATHEMHUs, NEKO MOHMKEHH
XEMATOKPHT B XEMOTTIOOHH,
XHIIOTMHKCMHA

HECTH

a yg -'\
el —— .I'._ .



Jleko nmoBHIlIaBaHe B CCPYMHHTE
HHMBA HA ypedA U KPCaTHHHH

HCYCCTH

[ToBuinapaHe HA Y€pHOAPOOHUTE
CH3HMH H OMITHPYOHH

MHOTO pPEIKH

XHHGH&T‘EHBMHH

C HEHU3BECTHA HCCTOTA

XHUAPOXJOPOTHA3H]L

CHCTEMHO-OPraHEeH KJIAC

HexenaHn peakimuH

YeeToTAa

HeonnasMu —
A00pOKAYECTBEHH,
37I0KAYECTBEHH ¢
HEOTpEAe/eHH ( BKIT. KHCTH
¥ MOJIMIMH)

HemenaHOMEH pak Ha KOXKaTta
(Oa3aIHOK/IETBYEH KAPLIHHOM H
CKBaMO3HOK/IETbYEH KApLMHOM)'

C HEHU3BECTHA YCCTOTA

Hapylienua Ha ArpaHyJounTOo3a, annacTH4Ha HEYECTH
KpbBOHOCHAaTA W TUM(pHa AHEMHA, XCMATHTHYHA aHEMHS,
CUCTEMH JIeBKONCHNS, IypIypa,
TPOMOOLMTONICHHA
Hapywenusa Ha HMyHHaTa AnaduwiakTHYHA peakl{d pPEOKH
CHCTEMA
HapyineHus na AHOpeKCHS, XUIMEPIITHKEMUH, HEYECTH
MeTabOMN3Ma U XPAHSHETO | XWNEPYPUKEMHE, XHITOKATHEMHA,
XHNOHATPHEMHA
IlcuXH4HH HapYLICHHS bescbHHE HEYECTH
HapyiueHus na HeppHaTa Llepanrna YecTy
CHCTEMA
HapymeHnus Ha OKOTO [IpexoaHo 3aMBIIICHO 3pCHHE, HE4YCCTH

KCaHTOIICHUA

Octpa MHOTIHA

C HEWM3BCCTHA 4YECTOTA

OcTpa 3aKpUTOBI'BJIHA ITIAYKOMA

C HEH3BECTHA 4YC€CTOTA

XOpOoHIAICH W3JIHB

¢ HEU3BECTHA YCCTOTA

Cba0BH HapyLUCHAS

HekpoTusnpalll aHMMHUT
(BACKYJIHT, KOXKEH BaCKYJIHT)

HCHCCTH

PecniMpaTtopHH, IpbIHA H
MEAHACTHUHAIIHH
HapYLICHUA

Pecnimpatopes gucrpec,
BIUTFOUMTEIHO MTHEBMOHUT H
OeoapoOEH OTOK

HCYCCTH

OcTBp pecnvpaTOpPEH AUCTPEC
cuuapoM (OPJIC) (Bx. Touxa 4.4)

MHOTO PSaKH

CTOMAIIHO-4YPEBHHA CuajioaieHUT, CNa3MH, CTOMAIIHO | He4YCCTH
HapyLICHHUS Apa3HEHe, rajJcHe, NOBpPHLIAHE,

JHApPH3L, 3aNIEK
Xenaro-OnnuapHu HkTep (MHTpaxenaTaita HEYECTH
CMYILLIEHHS X0JI€CTA3a), NAHKPCATHT
Hapymenuns Ha koxarta 4 DOoTOUYBCTBHTETHOCT, HEYECTH
NMOAKOXKHATA ThKaH yPTHKapUs, TOKCHYHA

CNUACpMaliHa HCKpOJIM3a

KoxeH Tymyc epHTeMaroec

C HEH3BESCTHA HECTOTA

HapylueHus Ha MyCKYJTHO-
CKENETHATA CHCTEMA H
CbeAHMHUTEIHATA ThKaH

MycCkyiHH criazMH

HCYCCTH

Hapyuienus Ha Ox0Opeuure
M MHKOYHHTE MBTHILA

[ moko3ypHs, UHTEPCTHLIHAIEH
HepHT, OBOpeuHa aucdyHKLNA,
ObOpeyHa

HEeJOCTAThYHOCT

HECYCCTH




OO1K HApYWIEHHUA H Tpecka, 3amaiipaye HEUYECTH
e(PeKTH Ha MACTOTO Ha
MPUJIOKEHHE

' HemenaHomeH pak Ha koxkaTa: Bb3 0CHOBa Ha HATHYHHTE JAHHH OT €MHJIEMHOJIOMHYHH NIPOYUBAHHA

e HabnloaaBaya 3aBUCHMAa OT KyMYJIaTHBHATA J103a Bpb3ka Meskay XXT3 1 HMPK (BX. Cbwwo TOUKH
4.4mn3i.1).

Crobuiapane Ha NOJO3UPAHK HEKeNaHH PeakLiHK

Ch0611aBaHeTO HA MOAO3UPAHH HEKEIAHM PEAKIMHU CJie]] pa3peliaBaHe 3a ynoTpeda Ha iekapcTBEHUA
MPOAYKT € BaxxHO. TOBA NO3BONABA 12 NPOABIKA HaOMOAEHHETO HAa ChOTHOIIEHHETO MON3a/PHCK 32
NeKapcTBeHns NpoAyKT. OT METULIMHCKHUTE CIIELIHAJIMCTH Ce U3HCKBA [a ChOoOLIABAT BCAKA
MOAO3UPAHA HEXKENAHA PeakLuUa upes

H3mbaHWTEIHA areHLUA 110 JIEKApCTBAaTa

vi. ,Jlamas I'pyes™ Ne 8

1303 Codua

Ten.: +359 2 8903417

yebGcaiiT: www.bda.bg

4.9 Ipeaozupane

Hama HanuyuHa cnenmguyda HHOQOpMALHS 3a ICUCHHETO Ha NMPEAO3HpaHe C

JTOCapTaH/ XHAPOXIOPOTHA3HA. JIEUeHHETO € CHMIITOMATHYHO U NOAAbpKallo. JIeueHHETO ¢
JIOCAPTAaH/XHAPOXIOPOTHA3H TPAOBA /14 C€ MPEKpaTH U NauKeHTa Aa ¢ Habmoaasa BHHMAaTENHO.
[TpeanonaraeMMTe MEPKH BKIKOUBAT HABPEMEHHO NPEAU3BHKBAHE HA MOBPBIIAHE U KOPUTHPAHE Ha
AeXUApaTaLMiITa, eeKTPOJIMTHHS JuchanaHe, YepHOApoOHATa KOMA H XHITOTOHUATA 4pe3
YCTAaHOBEHMTE MPOLICTYPH.

JlocapTaH

HMma orpaHy4eHH JaHHH N0 OTHOLIEHHE NMpeJo3HpaHe Ha JocapTaH npH xopa. Haii-seposTHara
NposBa Ha Npeno3dpaHe OM Ouna xunoreHaus U OpaaHKapaus; OpaJHKApAHATA MOXKE [1a € B PEe3yNITaT
Ha MapacHMMNATHKYCOBO (BaryCOBO) CTUMYJIHpaHe. AKO ce pa3BHE CHMITTOMATHYHAa XHITOTOHHS,
TpaOBa Na ce 3anovHe MoAAbpPKAaLLo NSUEHHE,

Huiro nocaptaH, HUTO aKTHBHHAT MeTA0OJMT MOTAT Ja C€ OTCTPAaHAT ¢ XeMOAHAIN3A.

XHAPOXJIOPOTHAZHA

Ha#-yecTute HaOmOgaBaHKU IPU3HALIM M CUMITTOMH Ca Te3d [IPHYHMHEHH OT HAMAJIABAHE HA
CJEKTPOJIUTHTE {XHUNOKATHEMMS, XHIIOXJIOPEMUS, XHITOHATPHEMHS ) M AEXUApaTallHA KaTO pe3y/ITaT OT
MPEKOMEPHa AHYype3a. AKO Ce NPHIOKH U JUTHTANHC, XHIIOKAJIHEMHATA MOXKC Ja NpeJH3BHKA
CHPAEYHH APHTMHH.

He ¢ YCTAHOBCHA CTENCHTA, N0 KOATO XUAPOXJIOPOTHA3ZHA CC OTCTpaHABa C XEMOAHATIH3A.

5 @OAPMAKOJIOI'HYHH CBOUCTBA

5.1 ®apMakoaHHAMEYHH CBOHCTBA

PapMakoTepaneBTHYHA I'pyna: KOMOMHAUMA ChbABLPAKALLA AHTHOTEH3HH 11 pelenTopeH aHTarOHUCT H
tuazugeH quypetak ATC kon: CO9DAO]

Jlopucta HD 100 mg/25 mg e ¢pukcupana koMOHHAL{HA OT JIoCapTaH H XHAPOXI

JlocapTaH- X WApoxJI0pOTHAZHT
Komnonenture Ha Jlopueta HD ca nokasanu, ye uMat aauTHBeH €eKT BhpXY
KPbBHOTO HANATaHE, KATO HAMAJIMBAT KPHBHOTO HASTaHe B 110-rojisiMa CTENeH,
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OT KOMITOHEHTHTE MOOTAEIHO. CuuTa ce, ue TO3H eeKT € pe3ynTaT OT CHOMYyWIHBOTO ACHCTBHE Ha
/(BaTa KOMIOHEHTA. B monbiHeHHe, XMAPOXIOPOTHA3HI, B PE3YITAT Ha THYPETHYHHA CH eeKT,
YBETHAYARA NIa3MEHATa PCHHHOBA aKTHBHOCT, MMOBULLIABA ANIOCTEPOHOBATA CEKPELMs, HAMaNsABa
CEPYMHHA KAJIHi M MOBKINABA HURATA Ha aHrroTen3uH II. TIprnaraHeTo Ha jjocapTaH 0T0KHpa BCHUKY
(pU3HONOTHYHO - 00yCIOBeHH AeHCTBUA Ha aHTHOTeH31uH 11 1 upe3 HHXHONpPAaHETO Ha anJOCTEPOH,
MOKE Ja MpeIU3BHKAa HaMANABaHE HA CBbP3aHATa ¢ AUYpPETHKA 3aryba Ha KasnH.

JlocapraH € nokasan, 4e MMa BPpEMEHEH H JIEK YPHKO3YPHUYEH €(eKT. XHAPOXJIOPOTHA3HI, MOXKE N4
MPUYHHH YMEPEHO YBEJIHYEHHE HA MAKOYHATA KUCeNMHA, KOMOHHALUATA OT JIoCapTaH u
XUAPOXJOPOTHA3K/, NOKA3BA TEHICHIIMMA KbM OTcAabBaHe Ha MPHYHHEHATa OT AHYPETHKA
XHIEPYPUKEMHUAL.

AHTHXHIIEPTEH3HBHUAT €PEKT Ha JOCApTaH/XUAPOXJIOPOTHA3H NPOABIKABA 3a IEpUO/l OT 24 vaca.
[Ipy KAHHUYHY WINUTBAHUA, MPOABIDKIIM HAH-MAaIKoO €Ha TOJHHA, AHTUXHIIEPTCHIUBHHUAT €PEKT ce
€ 3ana3un ¢ NpoAbKapaHe Ha TepanuiaTa. Hezapucumo OT ChLOICCTBEHOTO NOHKXKABAHE HA KPHBHOTO
HaATaHe, J0CapTaH/XHAPOXJIOPOTHA3H HE € 0Ka3all KIIHHHYHO 3HA4YUM €(PEKT BBPXY ChpAeyHaTa
yecToTa. IIpH KIHHHYHH H3NHTEaHHKA, cnel 1 2-ceaMuyHa TEpanus ¢ J10CapTaH

50 mg/xugpoxnoporuasua 12,5 mg, n3MepBaHOTO B CEAHANO IONOKEHHE JHACTOAMYHO KPBBHO
HanfATraHe € OUI0 HAMAIICHO CPeJHO € J0

13,2 mmHg.

JIocapran/ XuapoxnoporHasnz € eheKTHBEH NMPH TIOHKXABAHE Ha KPhBHOTO HANMATAHE HA MBIKE H
’KECHH, YEPHOKOXKH H HEUEPHOKOKH, MO-MAaaM (< 65 roqMHU) H 110-Bh3paCcTHH (Hax 65 roauHun)
NALMEHTH, KaKTO H 334 BCHUYKH CTENEHH HA XHITIEPTOHHUS.

Jlocapman
JlocapTaH € CHHTETHYEH NepopaeH aHTArOHHCT HA AHIMMOTEH3HH Il peuenrop (THI ATl).

AHruoTeHsud I, MOLIEH Ba30KOHCTPHKTOP, € OCHOBEH AKTHBCH XOPMOH Ha CHCTEMaTa
PEHHH/AHIHOTEH3HH U € OCHOBEH Ompeedil PakTop B NATOPU3IHONIOrHATA Ha XHIIEPTOHHATA.
AnrnotensuH I ce cBbp3ea ¢ AT] - pelienToOphT, KOKTO c& HAMHpa B MHOTO ThKaHH (Hanp.
BACKYJIAPHATA INIafKa MyCKYJIaTypa, HanOrOpeuHara xie3a, 0b0penuTe ¥ ChpLIETO) U NPEeIU3BUKBA
BaYKHH OHOJOMMYHY JASHCTBHS, BKIIIOYNTE/THO Ba30OKOHCTPHKIIMA U OTASAHE HAa aJioCTEPOH. ChLILO
Taka, auruorensud Il crumynupa nponudepalmita Ha KISTKHTE Ha 1ajkara MycKynatypa. JlocapraH
cesexTuBHO Oiokupa AT1 peuenrropa. Ir vitro | in vivo NocapTad B HETOBHAT (PU3HOIONHYHO aKTHBEH
kapGoxcuneHn Metabonut (E-3174) 6iokupaTt BCHUKH ASHCTBUA Ha aHrdoTen3uH 11, HezaBUCHMO OT
U3TOYHUKA M ITHTA HA CHHTE3A.

JlocapTaH HAMa AarOHUCTHYEH epeKT U He OIOKHpa APYTrH XOPMOHAIHH PELIETTOPY WK HOHHH KaHAIH
BXKHM B CHPIACYHOCHAOBATa perynauui. [Ipu Tosa nocapran He uuxubupa ACE (kunasa Il), eH3umer,
KOWTO pasrpaxaa dpaaukuHuHuTe. ClienORATENHO, HAMa NOTEHUHPpaHe HA NPEAU3BHKAHHUTE OT
OpaZHKHMHHH HEXeNaHH edeKTH.

[lo BpeMe aa npHIoKeHHe Ha JOCapTaH, NPEMaXBaHETO HA AHTHOTEH3HH I HEraTHBHOTO BB3ASHCTBHE
BLPXY PEHHHOBATA CEKPELMA BOH 10 NOBUILABAHE HA ITa3MEHATa peHHHOBA aKTHBHOCT (PRA).
[TosuinasaHeTo Ha PRA Boau 7o nosumasane Ha aHruorensud 1l B mnazmara. Benpexu Te3n
MOBHIICHHSA, aHTUXUNIEPTEHIHBHHUAT €EKT U MIOTHCKAHETO Ha TIa3MEHHTE KOHUCHTPpALHH
ANJ0CTEPOH CE NOIBLPKAT, NOKA3Balixu edekTHRHA Onokaja Ha aHruoTeH3uH II peuenTopa. Cnen
npeKbeBaHe Ha JocaptaH, PRA croiiHocTrTe Ha anrvoreHsuH Il cnagar no 3 AHHW 0 H3XOAHUATE
CTOMHOCTH.

H nocaprad ¥ HEroBHS OCHOBEH aKTHBEH MeTabONHMT HMAT MHOTO No-ronaM aduuuTeT KbM AT1 —

J1ocapTan 110 CHJl1a Ha Ta3dH OCHOBA.

B eaHo npoyuBaHe, CrELHAIHO NpeJHa3HAYeHO 3a OUECHKA Ha 4eCTOTaTa Ha Ka

IEKYBaHH C JIOCAPTaH, B CPaBHEHHE ¢ mauueHTure, nekysand ¢ ACE urxuburo
Kaluiuuarta, OTHCTEHA OT MAMHEHTHTE, MNMOJIYYaBalli JIoCAPTaH KK AUAPOXTIO



3HAYKUTETHO NO-MAJKO, OTKOIKOTO IpH nauueHTHTe, nexyBaid ¢ ACE nuxubutop. B nonbnHenue,
[IO-LISIOCTEH AHAJIW3 Ha 16 JBOMHO-CIIENH KIHHHYHY Mpoy4YBaHua npH 4131 nauueHTH, 4€CTOTaTa Ha
CMIOHTAHHM CHOOLIEHKSA 33 KaLIHIA [IPH MalHEHTH, JICKYBaHH ¢ locapTaH € nogobHa (3,1%) ¢ Ta3u Ha
[ALIHEHTHTE, JIEKYBaHH ¢ rnanebo (2,6%) win xuapoxyopotuasuy (4,1 %), nokaro yectorara ¢ ACE
HHXUOHTOpH ¢ Ouna 8,8%.

[Tpu xHrepToHULM 0e3 qHabeT ¢ MPOTEHHYPHA, NPHIOKEHUETO HA JOCAPTaH KaJIMKA 3HAYHTETHO
HAMaJIgBa MPOTEHHYPHATA, YaCTH4HATA ekcKpelys Ha andymuH u IgG. JlocapTaH 3anasea CKOpPOCTTa
Ha rIoMepynHa puiarpauus 1 Hamansaea ¢unrpupaHara ¢ppakuua. Karo usno, nrocaprai BOAH A0
HAMAJIABaHE Ha MHKOYHATA KUCEIMHA B cepyMa (OOUKHOBEHO

<0,4 mg/dl) koeTo € NOCTOAHHO NPH XPOHHUYHO JICUCHHE.

Jlocapran HaAMa eeKT BHPXY aBTOHOMHHTE pedUIEKCH H HAMA MPOIb/KUTENEH eDEKT BbPXY
TUIA3MECHHUA HOPENUHEPPHH.

[lpy nanMeHTH ¢ N9BO KAMEPHA HEAOCTATBYHOCT, AO3H OT 25-mg 1 50-mg nocaprad BOAAT 10
AO3UTHBHH X€MOAHHAMHYHH H HEBPOXOPMOHAIHH eeKTH, XapaKTEepH3Hpalllk ¢¢ ¢ NOBUILABAHE HA
ChPACUHHA HH/ECKC H HAMAJIIBAHE HA BXJIHHEHOTO OenoapodHO KaMUAIPHO HaNAraHe, CHCTEMHATa
ChA0BA PE3UCTEHTHOCT, CPEJHOTO CUCTEMHO apTEPUANIHO HAIATaHE H ChpAcYHaTa 4eCTOTa H
CHOTBETHO HAMAJIEHHE HA LIMPKYJIMPAlIMTE HHBA HAa aJA0CTepOoH H Hopenuuedpui. [lossara Ha
XUMOTOHHUA MPH Te3W NAUMEHTH ChC ChP/IEYHA HEAOCTATHUHOCT € A030-3aBHCHMA.

XHUMePTOHUYHN W3NHUTBAHUA

IIpy XOHTPONUpPAaHHA KIMHUYHH H3NUTBAHUA BbPXY MALUEHTH C JieKa IO CpeHa eCCHLHAITHA
XUMNEPTOHHA, IPUJIATAHETO HA JIOCAPTAH €JHH IThT JHEBHO, € NPSAU3BHKAIO CTATHCTHYSCKH 3HAUUMO
MOHMXKEHHE HA CUCTOJIMYHOTO U AHACTOJIHYHOTO KPbBHO HanaraHe. M3mepBanusTta Ha KpPBBHOTO
Hansaraie 24-yaca criej go3MpaHe OTHECEHO KbM -6 yaca cnef Ao3aTa NMoKa3Ba OTHOCHTEIHO TUIABHA
peayKLHA Ha KPBBHOTO Ha/IAraHe 3a NEPUOA OT 24 yaca; eCTECTBEHUTE JHCBHU PHTMH CE 3anasBar.
PeayxumaTa Ha KPEBHOTO HAJIATAHE KbM Kpad Ha J030BUs uHTepBan € Omwna npubamsutento 70-80 %
oT edekTa, HabaroaasaH 5-6 yaca ciiel NpuiaraHe Ha JO3ara.

CrniMpaHeTo Ha nocapraH, NpH XUIIEPTOHUYHH NAUMEHTH, HE € BOAENO J0 PA3KO BH3CTAHOBABAHE Ha
KPbBHOTO HanAraHe (pubayHn). HezaBHCHMO OT 3HAYHTENHOTO HAMANABAHE HA KPBBHOTO HA/IATaHe,

MPUJIATAHETO HA JIOCAPTaH HE € OKA3alo KIIMHUYHO 3HaUMM eeKT BbpXY ChbpACHHATa 4ECTOTA.
JlocapraH € eqHAKBO e()eKTHBEH 3a MBbKE K XKEHH, 3a 110-MAaa4 (o 65 roAHHM) H no-cTapu
XHITEPTOHHLM,

Hanursane LIFE

HUznureaneto Losartan Intervention For Endpoint reduction in hypertension (LIFE ) e 61no
PaHAOMU3HPAHO, TPOHHO-CIIANO, AKTHBHO KOHTPOJIMPAHO NpoyYBaHe NpH 9193 xunepToHMLM Ha
Bb3pacT Mexkay 55 u 80 rommnu ¢ EKT-nokyMenTHpaHna napokaMepHa xuneprpodus. [launeHrure ce
paHJOMM3MPAT Aa MOJYYABAT BEIHLXK AHEBHO sjocapTaH 50 HIM BeAHBXK AHEBHO ateHonon S0 mg.
AKO XenaHOTO KpbBHO Hangrale (< 140/90 mmHg) He € Guno nocTurHaro, MbpBo € nNpHOABAH
xuapoxiopornasya (12,5 mg) i npu Hy»»aa cie TOBA € yBE/IHYaBaHa 103aTa Ha NIocapTaH WiH

aTeHo 100 Ha 100 mg BeaHbk AHEBHO. JIONBAHUTEIHO @aHTUXUNEPTEH3IWBHO JIEKAPCTBO, ¢ HIKNKOYCHHE
Ha ACE nuxubutop, anrsnoressun 1l anraronucty win 6era-6aokep € 1o00aREHO KbM ABETE rpyny, 3a
Aa ce NMOCTUTHE KENAHOTO CPaBHUMO NMOHMKEHHE HA KPLBHOTO HAJISTaHe MOKIY I'pyIIATE.

CpenHarta NpoAWDKHTENIHOCT Ha npocnensBaHe € 4,8 roiHHH.

HaMaJICHO A0 CXO/JAHH HHUBA4 B ABCTC I'PYIIH.




JleueHHeTo ¢ JOcapTal BOAM [0 NMOHHKasaHe Ha pueka ¢ 13,0 % (p=0,021, 95 % MOBCPUTENICH
uatepsan 0,77-0,98) cnipaMo aTeHOJI0N 33 NALMEHTH, MPH KOUTO HACTHIBA CHOUTHE, BKIIOYEHO B
MEPBUYHHA CHCTABEH KpaeH nokaszarel. Topa ce 00ACHABA HAH-BEYC C

HaMaJIeHHEe YeCTOTaTa Ha HHCYNT. JIeUeHHETO ¢ JIOCapTaH HaMaisBa PHCKa OT MHCYT ¢ 25 %o cnpaMo
ateronon (p=0,001 95 % noeepurenen untepsan 0,63-0,89). HupaTa Ha CHbpACHHOCHAOBA CMBPT H
MUOKAapAeH HH(APKT HE C& pa3NIMYaBaT B JICKYBAaHHUTE IPYIIH.

JIB0iiHO 6JIOKMpaHE HA PEHUH AHTMOTEH3WH -anocTepoHoBsara cuerema (PAAC)

JlBe roneMu paHAOMH3HpaHKu KouTponupann npoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rno6aiHo H3nMTBaHe 3a
KpaitHA TOUKH HA TEJIMHCAPTAH, CAMOCTOATENHO H B KOMOUHALMA ¢ PAMHIIPHI) H VA, NEPHRON-D
(KnuHMYHO npoy4BaHe CBbP3aHO ¢ pa3sBHTHE HA He(ponaTHs NpH AHA0ET, MPOBENEHO OT
MHHHCTEPCTEO 10 BEIPOCUTE HA BETEPAHHTE) — MPOYYBAT yNoTpebaTa Ha KOMOMHALMATA OT ACE
WHXHOWTOP M aHrHoTeH3uH li-peuernrropeH O0kep.

ONTARGET e npoyuBane, NpoBeACHO TipH NALMEHTH ¢ aHaMHe3a 3a ChbpACYHOCHI0BA WIH
MO3BLYHOCBHA0BA OoJIecT, WK 3axapeH AuadeT Tun 2, NpUAPYKCHH ¢ JaHHHM 3a YBPEKIAHS Ha
edexropuu opranu. VA NEPHRON-D e npoyuBaHe npH NaL#eHTH ChC 3aXapeH AMadeT THI 2 U
nuabeTHa HedponaTyd.

Tesu npoyuBaHus He MOKA3BAT 3HAUMM BraronpuaTeH epekT Bppxy 6LOpeunnTe H/nnu
CBHPAEHHOCHAOBHTE HOCAEMIM M CMBPTHOCT, KATO CHIIEBPEMEHHO ¢4 Ha0/TF01aBaHy MOBULIEH PHCK
OT XUNEPKAIIHEMHEs, OCTPO YBpexKdaHe Ha OpOpelyTe /I XHIIOTOHHA B CPABHEHUC C
MOHOTepanuATa. Kato ce uMar npeasua ¢XoAHHTE BM dapMakOoHHAMHYHH CBOHCTBA, TE3H PE3YJITATH
ca npunoxuMe 1 3a apyra ACE unxu6uropu u anruorensut II-penenropuu bnokepu.

ACE uHxubutopH 1 auruorensun ll-petentopun 6J10KepH clieoBaTe/IHO He TPAOBA Aa C& H3MOJ3BAT
eHOBPEMEHHO NpH NaUHeHTH ¢ AHadeTHA HEDponaTHs.

ALTITUDE (KNHHHYHO npOyYBaHe NPOBEACHO ¢ ATHCKHPEH NMPH NALMEHTH ChC 3aXxapeH AUabeT THI
2 ¢ U3MO3BAHE HA CHPACHHOCHAOBH U OBOpeuHn 3a001aBaHKs KATO KpalHHH TOYKH) € MPOy4BaHe,
NpeAHAa3HAYEHO A2 H3CIEABA N0/13aTa OT J0OaBAHETO Ha aTMCKHMpEH KbM cTanaapTHa Tepanus ¢ ACE
MHXHUOUTOP Wiy aHrvoTensud 11-peuenTopen 6110kep NPU NALWEHTH ChC 3aXapeH AuabeT THit 2 M
XpoHH4HO GBOpeyHo 3abo0sBade, CHpASHHOCHAOBO 3a00NABaHE WIH H ABeTe. [1poydBaneTo €
NPEeKpaTeHo NPEKASBPEMEHHO MOPaIY NOBULIEH PUCK OT HEGIArONpPHATHH nocaeauniy. Kakro
CHPACYHOCHAOBATA CMbPT, TAKA W HHCYJITHT €a [10-YECTH B IPyNaTa Ha aTHCKHPEH, OTKONKOTO B
rpynara Ha naanedo, a MpeACTaBISBALIMTE HHTEPEC HEXEAHH CLOMUTHA W CEPHO3HH HEXCTAHH
CLOMTHS (XUIEPKATHEMHS, XHIIOTOHUS H Ob0peuHa qucdyHKLMA) c€ ChOOIIABAT NO-4ECTO B rpynara
Ha aJIKCKHPEH, OTKOJIKOTO B rpynara Ha mauedo

XUAPOXJIOPOTHAZH]

XuApOXIOPOTHA3H € THA3HICH JMyPeTHK. MeXaHH3MBT Ha aHTHXHIICPTCH3HBHHA e(eKT Ha
THA3HIHKUTE JHYPETHLH HE € HAMMBIHO H3BecTeH. THasuauTe AeHCTBAT BbPXY peHaHKs TyOyJIeH
MEXAHH3IBLM Ha eJIeKTPOUTHATA peabcopOLuma KaTo MOBUILABA AUPEKTHO EKCKPELMATa Ha HATPHH H
XJIOp B NPUOJIH3HTETHO €KBHBAIEHTHH KONIMYECTBa. JlypeTHYHOTO JEHCTBHE Ha XHAPOXIIOPOTHA3NA
HaMaJIABA TUIA3MeHHUs 00eM, MMOBHIIIABRA Tla3MeHaTa peHHHOBA aKTHBHOCT Y MIOBHILLIABA CCKPELIAATA HA
AIA0CTEPOH C MOC/EABALIO TOBHIIABAHE HA KANHSA B yPUHATA H 3arybaTa Ha OHKApOOHATH H
HAMaTABAHE HA CEPYMHHS Ka/uil. PEHHH-aNI0CTepOHOBATA BPB3Ka C€ MEHHPA OT aHrHoTeHsHH Il n
3aTOBA €HOBPEMEHHOTO NpHIOKeHHe Ha aHruoreHsHH Il peuenropeH aHTaroHHUCT NOKA3Ba
TEHACHIIHA KbM HaMalsiBaHE Ha 3arybara Ha Kanui, CBbp3aHa ¢ THaSHIIHUTE JHYPECTHIN.

Criesy nepopaita 103a, AMYPE3aTa 3ano4sa a0 2 4aca, JOCTHTa MKKOBO HUBO CJIEA OKOJIO 4 yaca o
NpoABILKABA OKONO 6 10 12 yaca, aHTHXMNEPTEH3UBHUAT edeKT npoab/okasa a0 24 4aca.

HemenaHOMEH pak Ha Koxara
B13 0cHOBA HA HANMYHHUTE JAHHH OT E€NHAESMHUOJIOTHYHNA NPOYYBAHHA € HADMOIAB
KyMyJlaTHBHAaTa 03a Bpb3ka mexkay XX T3 u HMPK. Eano npoyueaHe Bito4B
cberonawa ce ot 71 533 cnyuan va BKK u 8 629 ciiyuau Ha CKK, 1 nomynaums
833 1 172 462 moaxoaaum kouTpoau. Bucokara ynorpeda na XXT3 (kyMmynat
cbp3aHa ¢ kopuruapad OR 1,29 (95% JIH: 1,23-1,35) 3a BKK n 3,98 (95% IAH:




HabmonaeaHa € scHa Bph3Ka KyMyJlaTHBHa Jo3a-0Troeop Kakto 3a BKK, taka u 3a CKK. Jlpyro
Mpoy4YBaHe MOKa3Ba Bb3MOXHA Bpb3ka Mexkay paka Ha yeTHHTE (CKK) M ekcnoznumaTa Ha XXT3: 3a
633 cily4ad Ha pak Ha ycTHUTE € rnoabpana nomynausa ot 63 067 noaxoasun KOHTPOJIH, KaTo ce
M3I10JT3Ba CTPATErHs 3a B3€MaHe Ha NpoOH, onpeneseHa oT pHcKa. JleMOHCTpHpaHa e Bpb3Ka
KyMYJIaTHBHA 03a-0Trosop ¢ kopurupad OR 2,1 (95% JIH: 1,7-2,6), HapactBau a0 OR 3.9 (3,0-4,9)
3a Bucoka ynotpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hali-Bucokara kymynatueHa go3a (~ 100
000 mg) (B:x. cbLIO TOUKA 4.4).

3.2 DdapMAKOKHHETHYHH CBOHCTBA

AGcopbums

Jlocapman

Cren nepopaaHOTO NPHICKEHUE, JiocapTaH ce abcopbupa rodpe v npeTbpnsasa METaAO0IU3BM [IPH
MBPBOTO NPEMHHABAHE KaTO (POPMHUPA MBPBOHAYAICH AaKTHBEH KapOOKCHIEH META0ONHT - H IpyrH
HEAKTHBHH MeTaboauTH. CucTeMHaTa OHOHAJIMYHOCT HA TaOIETKHTE JIOCAPTAH € MPHOIH3HTENHO 33
%. CpelHaTa NMKOBa KOHLIEHTpAllWA Ha JIocapTaH ¥ AKTHBHMA MY MeTaboHT ce J0cTHra, ChbOTBETHO,
3a 1 yac v 3a 3-4 yaca. KiinH#4HO 3HauuM eekT BBpXy NpodiLna Ha MIa3MeHHTe KOHLEHTpalMy Ha
J0CapTaH He C¢ € NOJYYH/ NP [IPAJIAraHe Ha CTaHAapTH3HpaHH XPaHH.

PasnpeaeneHue

Hocapman

KakTo nocapraH, Taka ¥ akTHBHHUAT My MeTa0OJIHT, ¢a > 99 % CBBEP3aHH ¢ NNA3MEHHTE IIPOTCHHH,
ocobeHo ¢ andymuuuTe. O6eMbT Ha paznpeaelicHHe Ha nocaprasd € 34 nurpa. Macneapanis Bpxy
ITBEXOBE [1I0KA3BAT, Y€ JIOCAPTAaH TPYHO IIPEMHHABa KPBLBHO-MO3bUHAaTa OapHepa, ako BroDbLIe s
NpeMHHABA.

Xuopoxnopomuazuo
XUAPOXJIOPOTHA3K NPEMHHABA IUIAIIEHTAPHATA, HO HE M KPhbBHO-MO3BYHATA DapHepa U ce OTAENA B

MaHYHHOTO MJISKO

buorpancdopmanua

Jocapman

Oxono 14 % oT HHTpaBeHO3HO HIIH NEePOPATHO NPUIOKSHATA I03a JIOCAPTAH, Ce MIPEeBpbUla B aKTHBEH
MmerabonuT. Crien NepopasiHOTO WM HHTPABEHO3HOTO Npuiarane Ha 14C-mapkep Ha nocapTaH Kanwii,
OMPKYJIHpaLaTa asMeHa paJHoakTHRHOCT C€ AB/IKH Ha JIOCAPTaH M aKTHBHUS MY META0OJIHT.
MuHHMaTHO KOHBEPTUPAHE HA NOCAPTAH JC aKTUBHHA My MeTabonHT ce HabJ0/1aBa Npy eXHH
NPOLEHT OT U3CJICABAHUTE MALMEHTH.

Ocsed akTHBHHA MeTaboaNT, ce hopMHpAT U HEAKTHBHH MeTAa0O/IHTH, OT KOMTO JIBa ce (popMupar
qype3 XHAPOKCHIHpaHe Ha OyTunoBaTa CTpaHWYHA BEpMra H €/IHH BTOPOCTENIEHEH MeTa00IUT - N-2

TETPa30] [NIIOKOPOHU/I.

EnuMUHMpaHe

Jocapman
[InasmeHnAT KAMPHHC HA IOCAPTaH ¥ AKTHBHHA My MeTabOJIMT € ChOTBETHO, okoJio 600 mL/min u 50
mL/min pecnekTHBHO. BEOpEeYHUAT KIHPHHC Ha JIocapTaH U AKTHBHHA My MeTabOoJIMT € ChOTBETHO

okono 74 mL/min u 26 mL/min pecnexruBao. Koraro nocapran ce npuaara opajHo,
703aTa ce OTAe)1A1 HEMPOMEHEHa B ypUHarTa, a 6 % ot go3ara ce oTaens KaTto akTHBE
(DapMakOXHHETHKATA HA JIOCAPTaH K AKTHBHUAA MY MeTa0OJIUT Ca JIMHEHHH NPH NCp
nocaptan kanuid 10 200 mg.

Cnen NEpopaTHO NPpWIOKEHUEC, NJIA3MEHHUTE KOHLICHTPALMH Ha TOCAPTAaH H AKTHI
HaMa/IABAT MMOJTHCKCNOHCHUHAJTHO KaTO KpﬂﬁHHHT IMONY2KHBOT € ChbOTBCTHO OKOJIC



2 yaca 4 6-9 uaca. Huro nocapraH, HUTO aKTUBHUAT My METaDONUT, KyMYJIMPAT 3HAYHTENHO B
nia3Mara 1o BpeMe Ha tpetupane ¢ A034 ot 100 mg, eauH meT AHEBHO.

3a eJIMMHHHPAHETO Ha JOCAPTaH JOMPHHACHT, KaKTO JJIbYHATA, TAKa H YPUHHATA eKckpeluda. Chen
nepopaisa ao3a ot 14C-mapkupaH 1ocapTaH MpH YOBEKa, € OTKPHBA OKOJIO 35 % ot
PaaMoOaKTHBHOCTTA B YpuHaTa U 58 % B U3NpakHEHHATA.

XuUopoxaopomuazug

XHApOXJI0pOoTHAZMA HE Ce MeTa0onn3Kpa, HO ce enMMUHHpa 65p30 upes OLOpeunTe. Ilpu
HAOJIIOKABAHE HA MJIa3MEHHTE HUBA, Hali-MaKo 3a 24 qaca, ce 3abens3Ba, Ye NJIa3MEHHAT [OJYKUBOT
Bapupa Mexay 5,6 u 14,8 yaca. Haii-manko 61 % ot nepopasninata 103a ce eJIHMUHHpA HEIIPOMEHCHA
no 24 uaca.

XAPAKTEPHUCTUKH HA MAalLIMEHTHTE

Jocapman-xuopoxaopomuazuo

l1py no-BB3pacTHH XUNEPTOHULM, IJIA3MEHUTE KOHLIEHTPALHU Ha JIOCApTaH H AKTHBHHUSA MY
METabOJSIHT, 1 abcopOuMATa HAa XHAPOXIIOPOTHA3HA HE C€ Pa3MYaBAT 3HAYUTE/HO OT TE3U OpPH NO-
MJIAIUTE XHITEPTOHULIK.

Jocapman

Crniea nepopanHo NpHAOKEHHE [IPH MALMEHTH C JieKa A0 CpeHA aKOXOJHA MpOo3a Ha YEpHHA Apo0,
[Ia3MEHHTE KOHUEHTPALIHK Ha JIOCAPTAaH H aKTUBHUS My MeTabonuT ca, CbOTBETHO, J IBTH U 1,7 IMBTH
[10-BHCOKH OT Ha0IoaBaHUTE NMPH MIIAZIH MBbXKe - JOOpOBOJILH.

(DapMakOKHHETHYHH MNpOy4BaHUA Nokaseart, ye AUC Ha nocapraH npu 3ApaBH MBXKE OT AMOHCKATa H
HEATIOHCKA NOMyNauya He ce paznuyasar. Bempeku ToBa AUC Ha kKapOOKCHITHO-KHCENHS META0O0THT
(E-3174) noxka3ssa pasnuuna Mexay ABETE IPYNH, KATO €KCMO3HLMATA € NpUONH3UTENHO 1.5 mbTH no-
BHCOKA [IPH MBXKETE ANOHLM B CPaBHEHHE ¢ He-anoHuMTe. KilMHMYMHATA 3HAYMMOCT HA T€3H PE3YJITATH
€ HEHM3BECTHA.

Huto nocapraH, HUTO AKTHBHHUAT My MeTabOIUT MOraT J1a ObJaT OTCTPAHCHH Ype3 XEMOIHAIH3A.
3.3 HpeikAHHAYHHA AAHHH 32 0€30IIACHOCT

[IpenkIHHHYHKHTE JTaHHU OT KOHBEHLMOHAJIHH NPOYyYBaHHs — (PapMAaKoJIOrHYHHA U TeHOTOKCHYHH, HE
Pa3KpHBaT NOTCHIHAIHH PUCKOBE NPH JIeYeHHE HA X0pa. TOKCHYHHUAT MOTEHIHal Ha KoMOHHALMATA
JIOCAPTaH/XUIPOXIOPOTHAZH C€ OLICHABA B MIPOYYBAHHMA 33 XPOHHYHA TOKCUYHOCT ¢
MPOAB/BKHTENHOCT A0 LIECT MECeLa MPH TUTbXOBE M Ky4eTa, CJie]l OpajJHO NPHIIOXKEHHE, a
HaOJIKOJaBaHWTE [TPOMEHH B TE3H NPOYYBAHHMA ¢ IpHIaraHe Ha KOMOHHALMA ca [NTABHO NPHYHHEHH OT
JIOCApTaHOBHSI KOMITOHEHT. [IpuiaraHeTo Ha KOMOMHALMATA J1I0CAPTaH/ XHAPOXJIOPOTHA3H]
MPeIN3BHKBA TOHHKEHHE HA TIAPAMETPHTE Ha YEPBECHHTE KPBBHH KJICTKH (€pUTPOLIMTH, XeMOI100HH,
XEMAaTOKPHT) H [IOBHLIABAHE Ha ypeda-N B cepyMa, IOHMWKaBaHE Ha TErJIOTO HA CHPLETO (0e3
XHCTOJIOTHYHO CHOTBETCTBHE ) U CTOMALLIHO-UYPEBHU MPOMEHH (JIE3HH 110 IMraBuiiaTa, A3BY, €pO3HH,
KpbBOHIIHEH). HAMa AaHHH 32 TepaTOreHHOCT NPH IUTEXOBE WIH 3aHUH TPETHPaHH ¢ KOMOHHALMATA
NOCapTal/XuApOoXAOpoTHa3ua. TOKCHYHOCT 3a TUI0/ia, H3Pa3aBalla Ce B JIeKO MOBHLIEHHE Ha Opos Ha
pebpara B nokonenue F1 ce nabmoaaea, Korato )KeHCKHTE ¢€ TPeTUPAT Npeau U 110 BPEME Ha
recTaitHOHHKA nepHoa. Kakto ce Habmonasa B mpoyuBaHMs camMo C JIOCAPTaH, CTPAHHYHH €(eKTH 3a
[noJa H HOBOPOAEHHUTE, BKIIIOUUTEIIHO OLOPeYHa TOKCHYHOCT U CMBPT Ha IUI0a, C€ Ha0dmoaaear,
KOraTe OpeMEHHH ILUIbXOBE € TPETHPAT C KOMOMHALMATA J0CapTaH/XUAPOXIOPOTHA3HL B
recTalidoHeH [IEPpAOA U/ UM NPE3 NAKTALIHOHHHSA TIEPHOI.

6. PAPMAINIEBTUYHH JAHHHU

6.1 ChnHChK HA NOMOIIHHTE BEIIECTBA



HHULIECTE, MpexKeTaTHHH3HPAHO
LETYJI03a, MUKPOKPHCTA/IHA
NaKTO3a MOHOXH/IpAT
MarHe3rueB ¢TeapaT
XHITPOMENTO3a

mMakporon 4 000

OL[BETHTEJ1 XUHOJIMHOBO XBATO (E104)
TaJIK

TUTAHOB THOKCHA (E171)

6.2 HecbsMecTHMOCTH
Henpunoxumo.

6.3 Cpok Ha rogaoCT

5 ronuHu

6.4 CoeuHa/nH yCJIOBHA HA CHXPaHEHHE

Jla ce cbxpansaBa non 30°C.
Ja ce cbXpaHsBa B OPUrHHaJIHATA OMAKOBKA, 33 /1a ¢ TIpeAnasy OT Biiara.

6.5 BuauchabpkanHe Ha ONAKOBKATA
binucrepra onakoska (Al, PVC/PVDC donuo): 28, 30, 90 dunmupann TabieTky, B KAPTOHCHA KYTHA.
He BcHuk# BHAOBE ONAKOBKH MOTaT Ja ObAaT MyCHATH Ha nazapa.

6.6 Cneunannn npeana3sHE MepPKH NPH H3XBbpJIg8e /H padoTa

Hsima crienMalTHA M3MCKBAHWA NPU H3XBBPJIAHE.

7. IIPHTEKATEJ HA PASPEIHIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeﬁka cesta 6, 8501 Novo mesto, Cinosenus

8. HOMEP(A) B PASPEINEHHETO 3A YIIOTPEBA

Per. Ne: 20060153

9. JHATA HAITbPBO PA3PEIIABAHE/ HOAHOBABAHE HA PA3PEIIEHUETO 3A
YIIOTPEDBA

Jara Ha mepBo paspewarane: 04.04.2006
Jlara Ha nocneano nogHoBgeave: 15.12.2011

10. JATA HA AKTYANN3IUPAHE HA TEKCTA




[ToapoOHa undpopMalus 3a TO3H JIeKapCTBEH NPOAYKT e npenocraBeHa Ha yeOcaiita Ha M3mbanuTenHa
Arenuus no Jlekapcrara (MAJI) http://www.bda.bg.




