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1. HME HA JEKAPCTBEHMWS MPOAYKT

Lorista HL 100 mg/12.5 mg film-coated tablets

2. KAYECTBEH A KOJIHYECTBEH CbCTAB

Beska punmupana tabnetka ceabpika 100 mg nocapran kanuit (losartan potassium), eKBUBAICHTCH
Ha 91,52 mg nocapraH (losartan) n 12,5 mg xuapoxiopoTHasHa (hyvdrochlorothiazide).

[foMOLHO BelLECTBO ¢ M3BECTHO AcHCTBHE: NakTo3a 83,98 mg/Tabnerka.

3a bJAHHS COUCHK HA NIOMOLHUTE BEWECTEA BHXKTE TOUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

PunMupaHa Tabnerka

Jlopucra HL 100 mg/12,5 mg ¢punmupanu Tabnetku: 6enu, OBaiHM, ABOHHOM3MbKHATH QUIMHpaHH
Tabnerky. Pazmepu Ha Tabnetkara: 13 mm x 8§ mm.

4. K/IHMHHYHHA JAHHHA

4.1 TepaneBTHUHH HHAHKAIAH

ﬂOpHCTa HL e noka3aH 3a jeueHHe Ha CCCHUHAMTHA XHITePTOHHA NMPH NALUHACHTH, YACTO KPBBHO
HAIATAHE HC € 3aA0BOJIMTEITHO KOHTPOJIHPAHO € JIOCapTaH HIH XHAPOXITOPOTHA3ZUA CAMOCTOATCHO.

4.2 Jlo3dpoBKA H HAMHH HA NPHJIOKEHHE
Jlocapran/Xusapoxnopraasug ce npepiara B Tpu koHueHTpaunu: Jlopucra H 50 mg/12,5 mg
¢bunmMupanu tabnerku, Jlopucra HL 100 mg/12,5 mg duamupanu tabnerxu u Jlopucra HD

100 mg/25 mg dunmupanu TabneTku.

Jo3upoBka

XHIEePTOHHS:

JlocapraHn u xuapoxonopotuasuj (XXT) He € NpeaHa3HayeH 3a Haua/Ha TEeparus, a CaMo NpH
MaLMEHTH, YHETO KPBBHO HANANaHE HE € 10CTATBYHO KOHTPOIMPAHO YPE3 TOCAPTAH HH
XHAPOXIOPOTHA3ZH CAMOCTOLTEIHO.

[Ipenopbusa ce TUTpHpaKe HA 103aTa HA OTASIHHTE KOMIOHEHTYH (JIOCAPTaH U XHUIPOXJIOPOTHA3KL).

KoraTo € KIMHU4YHO NOOXOAALIO, MOXKE JIa c€ OOMHUCIIH AUPEKTHA MPOMSHA OT MOHOTEPAIHMA KbM
(prKcHpaHa KOMOUHAUMSA NP NALHMEHTH, YHETO KPHBHO HANACAHE HE € JOCTAThYHO KOHTPOJIMPAHO.

TabneTka Jlopucra H (mocapran 50 mg/xuapoxnoporHazun 12,5 mg) BeAHEK IHEB
3a NaLMeHTH, KOUTO He OTroBapar aaekearHo Ha Jlopucra H 50 mg/12,5 mg, nosu
MOBHILUHW Ha enHa Tabnerka Jlopucra HD (nocapran 100 mg/xuapoxnopoTHasua 2
THEBHO.

Makcumanuara 1o3a ¢ enua radbnerka Jlopucta HD 100 mg/25 mg BequbK AHCRH




Kato IATIO0 AHTHXHIICPTCH3IUBHHAT eq)em ¢e roCTura B paMKHTE Ha TpH A0 HETUPH CCOAMHMIIH OT
34T10OMBAHE Ha JICUCHHETO.

Jlopucra HL 100/12,5 (nocapran 100 mg/xuapoxnoporvasun 12,5 mg) € noaxoau 3a Te3u
NALIHCHTH, KOHTO C4 THTPHPAHH Q0 100 mg noCaprtad H KOUTO H3UCKBAT JOTThJIHHTEICH KOHTPOJ Ha
KPbBHOTO HAIATAHE,

Ynorpeba npu nauneHTH ¢ Ox0peyHa HEIOCTATLUHOCT M NALMEHTH HA XEMOHANTA3A

He € HeobxoanMa kopeKUMa Ha 103aTa PH NALKEHTH ¢ yMepeHa 0b0petHa HeJOCTaThYHOCT (T.€.
KpeaTHHHHOB KIUpBHC 30-50 ml/ min). Tabnerkure focapTaH M XUAPOXJTOPOTHA3HA HE CE
NpenopbLYBaT NPH MALMEHTH HA XEMOIHAJIH3A.

TabneTkute nOCapTaH/XHAPOXTOPOTHA3WA HE TPAORA Aa ce M3MON3BAT MPH NALUKEHTH ¢ TCKKa
O0LOpeuHa HeAOCTATHLUHOCT (T.€. KpeaTHHHUHOB KiMpbHC < 30 ml/min) (8. Touka 4.3).

Ynorpeba npu nauMedTH ¢ HAMAJAEH HHTPABACKY/JIapeH obeM
Hamanenmero Ha obema W/MIH H3UyepnNBAaHETO HA HATPUA TPAOBA 4a C€ KOPUTHPAT Mpeau
MPHJIOMKEHHMETO Ha TabJIeTKH NoCapTal/XHIPOXJIOPOTHA3H.

Ynorpeba npH mauyeHTH ¢ YepHOAPOOHO YBPESKIAHE
JlocapTaH ¥ XHAPOXOJOPOTHA3KM € NPOTHBOMOKA3aH MPH MAUMEHTH € TEKKO YEPHOAPOOHO
yBpexaade (BK. Touka 4.3).

Ynorpeda B cTapuecka Bb3pacT
OOUKHOBEHO He € HeoOX0AHMa NPOMAHA Ha JO3HPOBKATA MIPH MAallHEHTH B CTAPUECKa Bh3PacT.

llecuaoumpuuna nonyaayus

Ynorpeta npu gena H wHouH (< 18 roaMHH)

Hsma KNMHUYEH ONUT NpH ea | woHoud, [Topaax Ta3u NpHYHMHA NOCAPTAH/XHIAPOXIOPTHA3H/L HE
TpsAOBa Ja ce mpwiara npu geua H IHOUIN.

HaunH Ha nNpHIOKEHHE

Jopucta HL Moxe aa ce npunara ¢ Apyru aHTUXHMIIEPTEH3UBHH NekapcTsa (BX. Touku 4.3,4.4,4.54
5.1).

Ounmupanvre Tabnetku Jlopucta HL Tpsabea aa ce npyemat Heny ¢ 4allla BoJa.

Dunmupanure Tabnerku Jlopucra HL Moxe na ce npuiarat cbe uiu 0e3 xpasa.

4.3 IIporuBomOKA3aAHHA

- CBpPBXUYYBCTBUTENHOCT KbM JIOCAPTAH, KbM BELIECTBA, IIPOW3BOAHH Ha CYI(POHAMHIMTE {KaTO
XHAPOXJIOPOTHA3K/I) HITM KbM KOETO M J1a € OT OMOLLUHHTE BELIECTBA, H3OPOEHH B TO4Ka 6.1.

- TepaneBTHYHO PE3UCTEHTHA XHMOKATHEMHSA HITU XUNEPKAILIHEMHUSI.

- Texko yepHoapoOHO HapylIERUE; XOJAECTa3a H OuaMapHu 0OCTPYKTUBHH HAPYLUCHUA.

- PedpakTepHa XunoHaTpueMus.

- CuMIrroMaTuyna XMnepypukeMua/nojgarpa.

- 2-P" 1 3-™ TpumecTbp HA DpeMeHHOCTTA (BXK. TOUKH 4.4 U 4.6).

- Texko 6s0peuHo HapyuleHne (Hanp. KpeaTHHUHOB KITHpBHE < 30 ml/min).

- Anypusi.

- Eanoepemennara ynotpefa Ha Jlopucta HL ¢ anuckupeH-ChabpaKalilK MPOAYKTH €
MPOTHBOMNOKA3aHa NPH NALMEHTH ChC 3axapeH auadeT win 660peuHo yepexxaase (GEFR
ml/min/1,73 m?) (Bx. Toukn 4.5 1 5.1).

44 CroeuHAJHH NpeIYNpeKIcHHs 4 NpeINasHH MEPKH HPH YIOTpeda

JlocapraH




Anzuoedem
[TaugeHT C aHAMHE3a 3a aHrHOeAEM (TOIyBaHe Ha JIMLETO, YCTHHTE, IbPAOTO H/HIIH €3HKa)
TpsaOBa Aa OB1aT BHUMATENHO HabaonaeaHu (BK. Touka 4.8).

Xunomonus u Hamaienue Ha URMPABACKYIAPHUS 00eM

Mozke na ce noABKM CHMNTOMATHYHA XHMIOTOHUA, OCOOCHO CIEA NbPBaTa 034, [IPH NMallMeHTH, KOUTO
MMAT HaMaJIEH HHTPaBacKyJIapeH 00eM W/ WK HaTpHi OT JICUEHHUE ¢ MOLLHH NHYPETHLIH, OrpaHHYCHa
Ha COJI IMeTa, AMApPUs WK NOBPbINaHe. TakHBa CheTOAHUA TPAOBa Aa ¢€ KOPHIHpAT Mpean
MpUAMKEeHHeTo Ha TadneTkuTe Jlopucta HL (Bxk. Toukn 4.2. n 4.3.).

Erexmpoaumen oucoanarc

EnexrponuTHuTe qucBanaHcH ¢a yecTH npH mauuerTy ¢ 6b0peyH Hapyluenus, ¢ uin 6e3 auader u
TpadBa aa ce eHMMaea. [Topaay ToBa CTOMHOCTHTE HA MJIA3MEHUTE KOHLEHTPALMH Ha KaJTHH H
KpeaTHHHHOBHA KIHPBHC TpAOBRa Ja OBAAT HenpeKbCcHAaTO Hab01aBaHU, OCOOEHO IPH MALIHEHTH ChC
CbpAEUHA HEACCTATHYHOCT H KpeaTHHHHOB KAMpbHC 30-50 ml/min.

EnHOBpEeMEHHOTO NMPHNOKEHHE HA KATHN-ChXPaHABALUM JHYPETULIH, KATHEBH 100aBKH, KalTHH-
CBABPXKAIIM 3aMECTHTETH Ha COTA HAH JPYrH J1EKaPCTBA, KOUTO MOTaT /a MOBULIAT CEPYMHHS KauK
(Hanp. NPOAYKTH, ChALPKALIA TPMMETOMPHM ) 3a€/IHO € JIOCAPTaH He ce npenopbuBa (BK. Touka 4.5).

Vepexwcoane na wepnoopobmnama gyrkyun

Ha 6a3zaTta Ha PpapMakOKWHETHYHH JaHHHK, KOUTO TIOKA3BAT 3HAMMUTETHO HOBHLICHHE HA MITA3MEHUTE
KOHLUEHTPALMH Ha JocapTaH NpH NaLyeHTH ¢ uMposa, Jlopucra HL tpadea na ce usnonssa ¢
NOBMLIEHO BHHMAHME TIPH MAUMEHTH C aHAMHE3A 34 JIEKO [10 CPESAHO YepHOAPOOHO yBpeKaare. HaMa
TepaneBTHYEH OIHT 3a YNoTpebara Ha JiocapTaH NP NaHEHTH ¢ TEKKO YepHOAPOOHO YBpEeXK/IaHe.
Cnemosatenno Jlopucta HL e npoTusonokasaH fIpH MauMEHTH ¢ TEAKKO YEPHOAPOOHO YBPEKAZHE (BXK.
TOYk# 4.2, 4.3 n 5.2).

Yepeowcoane na 6vopeynama @Gyrnryus

CpobuieHu ca mpoMeHu B 0b0peyHaTa QyHKUMA, BKTIOYUTETHO W OBbOpedHa HEAOCTATBYHOCT, KaTo
C/IEACTBHE OT HHXHOMLUMATA HA CHCTEMATa PeHHH-aHTHOTEH3UH-AIAOCTEPOH (HaH-BeYe NpH NalHEHTH,
YuATO OBLOpeUHa QYHKUHA 3aBHCH OT CHCTEMATA PEHUH-AHTHOTEH3NH-AIAOCTEPOH, KATO TAKHBA C
TeXKKa ChpAeYHA HEAOCTATHYHOCT WM MPEABAPHTEHO ChIXECTBYBALIO OBOpEeYHO HApYIIEHHE).
[Tono6Ho Ha Apyrd JieKapcTBa, KOUTO NOBIUABAT CHCTEMATA PeHUH-AHTHOTEH3HH-AA0CTEPOH €
CHOOIIEHO MOBUILICHUE HA KPbBHATA ypes H CEPyMHHA KPEATUHHWH NPH MNAlMEHTH ¢ IBYCTPaHHA
CTEHO3a Ha OBOpEYHATA APTEPHA KM Che CTEHO3a HA apTepHATA HA eHHCTBEH OBOPEK; TE3H MPOMEHH
Ha ObOpeuHara QyHKLME MOXKeE [a ca 00paTUMH NPy NpeKpaTiaBaHe Ha JeyeHueTo. Jlocapran Tpadsa
1 Ce M3NOJ3BA ¢ NIOBUIIIEHO BHUMAHKHE fIPH NAalMEeHTH ¢ JIRYCTPaHHA CTEHO3a Ha ObOpeyHaTa apTepus
WIH CbC CTEHO3a HA apTEPHATA Ha €JHHCTBEH OBOpeK.

Bvbpeuna mpancnaanmayus
Hsama onuT npH mauMeHTy ¢ HeoTaaBHaHa Ob0peyHa TpaHCILIaHTaLHs.

IIvpsuuen xunepaidoocmeporuzvm

[TauxedTH ¢ MbPBHYEH XUMEPATAOCTCPOHHIBM OOHKHOBEHO HE OTrOBapAT HA AHTHXHIIEPTCH3WBHU
neKapeTBa, AeHCTBALIM Ype3 NOTUCKAHE HA CUCTEMAaTa peHHH-aHrHoTeH3uH. [lopaau Tosa
U3no13BaHeTo Ha TabneTkH Jlopucra HL He ce mpenopbusa.

Koponapro cepoeuno 3aborsgane u yepebposackyrapra boaecm
KakTo npH Bcekd aHTHXMNEPTEH3UBEH NPOAYKT, MPEKOMEPHOTO NOHWKEHHE HA KPBBHOTO HAIANaHe
NpU NALMEHTH C HCXEMYYHA ChPISCYHOCHAOBA OONECT M MOIBYHOCBHAOBA DOJIECT MOXKE [
MH(APKT H2 MHOKAP/Ja WIH HHCYIIT.

Cwvpoeuna HedocmamvyHOCm

[lpu nauHeHTH Che ChPACUHA HEAOCTATHYHOCT, ¢ WK 0e3 OBOpeyYHO YBpeXaaHe,
U [IPH SPYTH AE€KAPCTBA, NSHCTRAIIM HA CHCTEMATA PEHUH-AHTHOTEH3HWH, PHCK OT
XHMITOTOHHS ¥ (4ECTO OCTPO) OBOPEUHO YBpEAKIAHE.



Cmenoza na aopmua u Mumpaina Kiand, 06CmpyKmugHa Xunepmpoguuna kapouomMuonamus
KaxTo ¥ npH apyry Ba3oAMIaTATOPH, NPEMOPBHUYBA C€ CMEeUHAIHO BHHMAHHE NPU [ALHESHTH, CTPaAaLIH
OT A0PTHA W/IM MUTPAJTHA CTEHO3a WM OOCTPYKTHBHA XUNEPTPOPUYHa KapAHOMHNOMATHA.

Emnuuecxu paziuuus

KaxTo ¢ Habn00aBaHO MpH HHXUOUTOPUTE HA AHFHOTEH3UH-KOHBEPTHPALUHA €H3HM, JIOCAPTaH U
APYTHUTE aHTArOHUCTH HA AHTHOTEH3HHA €A OUEBH/THO MO-MAIKO €(DEKTHBHH 32 HAMAJIsIBaHE Ha
KPBBHOTO HAIATAHE MPH YEPHOKOXKH, OTKOAKOTO NPH HE-YEPHOKOXKH, BEPOATHO MOPAIH MO-roJIIMOTO
npeodianapaHe Ha ChbCTOAHUS HA HAMAJEH PSHHH B MOMYJIALMATA HA HEPHOKOXKHM C XHIIEPTOHHA.

bpemennocm

Jleuenne ¢ AIIRA He TpsabBa fa ce 3anoua no BpemMe Ha OpemeHHOCT. OCBEH B ClIy4YaHTe, KOTaTo Ce
CUMTA 33 KH3HEHO HEODX0AUMO, TLNaHHpall4 OpeMEHHOCT MAaUUCHTKHY TpAOBa Ja nNpeMHHAT HA
aNTEpPHATUBHO AHTUXHUIIEPTEH3HBHO JICUEHHE C YCTAHOBEH Npodhin Ha DE30MacHOCT 32 H3MO0JI3BaHe
npu OpemerHocT, Korato ce AMarHoCTULKpa GpeMEHHOCT, IEYEHKUETO C JIocapTaH TpAbBa 1a Obae

MpeycTaHOBEHO He3a0ABHO M, aKO € YMECTHO, [a Ce 3arouHe anTePHATHBHO JeYeHHE (BXK. TOUKHU 4.3 1
4.6).

Hsotino broxupane na penun-anzuomensun-ardocmepornosama cucmema (PAAC)

Mma paHuu, ge eqHorpemenHara yniorpeda Ha ACE unxuburopu, anrnoteHsuH ll-peuentopHu
OJIOKEPH WM ATHCKHPEH NOBUILABA PHCKA OT XUMOTOHMS, XUIIEPKAIHEMHA H HaMaJIsSiBAHE Ha
ObOpedHaTa dyHKUMA (BKIIIOUYUTENHO OcTpa OuOpeuHa HegocTaThuHOCT). [lopaan ToBa He ce
npenopwyRa ABoiHO OnokupaHe Ha PAAC spes komOunnpaHarta ynotpeda Ha ACE nHxubuTOpA,
aHruoteH3uH ll-peuenropHn 6a0KkepH UMK anHCcKHpeH (BX. Touku 4.5 1 5.1),

AKO ce NpeLeHH, Ye TepanuaTa ¢ ABoiiHo GnokupaHe e abcomoTHO HeoOXoaHMa, Tosa TpadBa 1a
CTaBa camo Noj HaOIKEHHUETO Ha CNESLUMANIUCT U TTPH YECTO BHHMATEIHO MOHHTOPHPAHE HA
OBOpevHaTa PYHKLMSA, €EKTPOSIMTUTE H KPEBHOTO HAJISTAHE.

ACE unxuburopu u auruorensut I-peuentopumn 6noxkepH He TpAOBaA Ja e U3MOI3BAT €AHOBPEMCHHO
PU NAUHEHTH ¢ AHabeTHa HedponaTHs.

XUAPOXAOPOTHAZUA

Xunomonus u erexmporumen/800eH OUCOHARANC

KaxTo npy BCAKA aHTUXHMIICPTEH3HBHA TEPAIUS, MIPH HAKOU MALMEHTH MOXE Ja C€ TTOABH
CHMIITOMAaTHYHA XUNOoToHMA. [laumenTuTe cneara aa ce HabMOAaBaT 3a KIMHHYHH NMPH3HALIKM Ha
€JIEKTPOJIMUTEH WITH BOJCH JUCOANAHC, HAMP. XHMOBOJAEMHA, XUNIOHATPUEMHS, XHITOX/IOPEMHYHA
ANKATI03a, XHIIOMArHE3UEMHUS WM XUNOKATHEMHA, KOUTO MOXE 4 C€ MOABAT NP MCKTyBPEMEHHA
nuapus “nu nospbuade. [Ipy Takyea naudeHTd TpsOBa Aa c& M3BBPLLBA IEPHOAHYHO ONPEE/IAHE HA
ENICKTPOJIUTUTE NPE3 MOAXOAXIA UHTEPBAIHU. JIHITYLMOHHA XUNOHATPHEMHSA MOXKE 1a Bb3HHKHE IMPH
€AEMATO3HU [TALHEHTH B TOPELLO BpeMe.

Memaboaumuu u enOOKpunHU ehexmu

TuasuaHaTa Teparua MoXe Aa HApylIM TTIOKO3HHA TojiepaHc. Bp3MOXHO € a ¢€ Ha/1I0XKK NpoMsHa B
AO3HPOBKHTE HA RHTHAWAOETHU TEKAPCTEA, BKIKOUHTEIHO HA MHCYJIHH (BK. To4dka 4.5). [1o speMe Ha
JIEYCHMETO ¢ THA3H/IM MOXE /1a C€ MPOABH JIATEHTEH 3axapeH Auader.

TuazuauTe MOraT Aa HAMAIAT YPHHHATA €KCKPELMA HAa KAMUMIA U Aa NPUUHHAT CJ1a0C H BPEMEHHO
MOKAYBAHE HA CEPYMHHS KaUMH. 3HaunTeIHa XHUIIEpKATLIEMHA MOXKe 3 ObJie J0KA3aTe/ICTBO 3a

3a NapaTupodaHaTa QyHKUUS.

VeeHueHNne Ha HUBaTa Ha XOJECTEPO/1a M TPUTTTULIEPHANTE MOXeE 1a Oble CBbp3aH
THA3H/IHU MY PETHLUM.




THa3zvaHaTa Tepanus MOXKe Ja NMpeAU3BUKA XHACPYPUKEMHS W/IUIIH 110arpa npHy onpeaeneHH
naipentd. [ToHeke nocaprat Hamansisa NMKOMHATA KMCENMHA, B KOMOWHALIMA ¢ XHAPOXTOPOTHA3HA,
TOH OTC1abBa NpHYUHEHATA OT AMYPETHKA XUIIEPYPHKEMHSL.

Heproopobro yspexcoane

Thazuoure Tpﬂﬁﬂa a ce U3IIOJ3BAT ¢ NOBHUILLIEHO BHHMAHHE MPH NALUEHTH ¢ HApYLUCHA HGPHOHpﬂﬁHﬂ
(yHKUHA HIIH NIPOrpecUHpaLle YepHOApoOHO 3ab0saBaHe, Thil KaTo MOXKe Ja NMPHYHHH
MHTPAXENATAHA XONIECTa3a W Clie/l TOBa MANIKH KoneGaHus BbB BOAHHA H €IEKTPOJIMTHHSA DanaHe
MOXKE [1a YCKOPAT NOARATA Ha 4epHOAPODHA KOMA.,

Jloprcra HL e npoTHeOnokasaH npH NAUHEHTH C TEKKO YepHOAPOOHO yBpeXKAaHE (BK. TOUKH 4.3 H
5.2).

Hemenanomen pax na xoxcama

B npe €enHAEeMHONIOrHYHH NPOYYBaHHS, OCHOBABALLM CE€ HA NATCKUA HALIHOHAJIEH PAKOB PETHCTHP, €
HaOJIFOaBaH NOBHUIEH PHCK OT HeMenaHoMeH pak Ha koxata (HMPK) [DazanHokneTbueH KapLUHHOM
(bKK) u ckpamo3HokneTbueH kapudHoM (CKK}] npu HapacTBallla €KCNo3UIMs Ha KyMyJIaTHBHA 1034
xuapoxsiopotHasua (XXT3). Qorocercubunuznpawyre edexru Ha XXT3 Morar 1a AeHcTBaT KaTo
BEpOATEH MEXAHH3IBM 3a paseuTtre Ha HMPK.

[launenture, npuemaiu XX T3, tpabea na 6baat nHpopmupans 3a pucka ot HMPK u cheeTBanu
pEOBHO 12 MPOBEPABAT KOYKATA CH 332 HOBH JIe3HH H He3a0aBHO /1a CboOLLaBaT NPH NosABa Ha
OZO3PUTENHH KOXHM ne3un. Ha nauuenture TpabRa ga ce npenopbyar Bb3MOKHH NPEBAHTHBHH
MEepKH#, KATO OrpaHUYECHO H3/1araHe Ha C/ilbHUeBa CBET/IMHA U YJITPABHONETOBH JIbYM, 4 B CTyHaH Ha
€KCMO3HUMS, MOAXOAA1IA 3ALIMTA, 32 3 CE CBE/Ie N0 MMHUMYM PUCKET OT PaK Ha KOXaTa.
[Tono3puTenHuTe KOKHM Ne3nu TpAOBA Ja ObAAT NOAJIOKEHH Ha HE3a0aBHO M3CIIEABAHE,
MOTCHLUMAHO BKIIOYBALLO XHCTOJIOTHYHH H3CIICABaHHA HAa OHOMCHYHH MaTepHasH. [ Ipepasrnexnane
Ha yrorpedara Ha XX T3 mMoke fa ce HATOXKM M [P MaLMEeHTH, KOUTO ca uManu npeaxoaeH HMPK
(B3K. ¢bLo Touka 4.8).

Ocmpa pecnupamopra moKCcu¥HoCm

Cnen npHem Ha XHAPOXNOPOTHA3UL C€ ChOOLI{ABAT MHOIO PeAKH TEXKKH C/Iyyad Ha OoCTpa
pecrnuipaTopHa TOKCHYHOCT, BKJTHOYHTENHO OCTHp pecnpaTtopeH aucTpec cunapom (OPJC). Cren
[IpHEM Ha XHIPOXJIOPOTHA3KH OOHKHOBEHO ce pa3BMBa OenoapobeH OTOK B pAMKHTE HA MUHYTH 110
yacose. B HA4a10TO CMMNTOMMTE BKJIKOUBAT JUCTIHEA, MOBHIIICHA TEMNEPATYPA, BJIOIIABAHE HA
Genonpobuata GyHkumns n xunotouus. Hipu cbmuenne 3a OPJC Tpsabsa na Obae cnpsH NpHEMBT Ha
Jlopucta HL u na ce npunoxu noaxoAsiio JeueHHe. XUIpoxJopoTHasua He TpadBa la ce npujara
nNpy NalHEHTH, KOUTO Npeaun Toea ca nonydyasand OP/IC caea npueM HA XHAPOXIOPOTHA3HKA.

XopouoaneH uiug, oCmpa MUORUS U 6MOPUYHA 3AKPUMOBLBIHA 2AAYKOMA

CyndoHaMHAWTE WIH NEKAPCTBATA, MPOH3BOAHH Ha CyJ1(OHAMHUAWTE, MOTAT A [IPEAH3BUKAT
AAUOCHHKDpATHYHa pC€aKkuuia, BoJCa JO XOpOorUIaJICH M3JIHB C ,uedael{T Ha 3pUTCIHOTO NONE, NMpEeXOoiHa
MHOMMA M OCTpa 3aKPHTOLIbIHA rjlayKoMa. CUMOTOMHUTE BKJIKOYBAT B HAYAJIOTC OCTPO NNOHWKECHUE HA
3PHTEMHATA OCTPOTA WK O4Ha OoNKA, H ODUKHOBEHO C€ MOABABAT B PAMKHTE HA 4aCOBE 0 CEAMHLUH
OT HAYAJIOTO Ha JleyeHHeTo, HeslekyBaHaTa, ocTpa, 3aKpUTOBIBIHA [T1ayKOMa MOXKE J1a I0BEE 10
Tpaiina 3ary0a Ha 3peHue. [TbpBHUHOTO /IeUeHHE €, 1a Ce ClIpe NPHEMA HA TO3H JICKAPCTBEH NPOAYKT,
KOJIKOTO € Bb3MOXKHO No-ckopo. HaBpeMeHHO NeveHre unH XHpypruyHa HHTEpBEHLUMA MOXeE a4 ce
HANIOKH Aa ce OOMHCIIAT, aK0 BLTPEOYHOTO HajlaraHe OCTapa HEKOHTpoAHpaHo. PuckoBuTe dakTopu
3a pa3BUBAHE HA OCTpa 3aKPUTOBIBJIHA [N1AyKOMa MOYKE [1a BKJIIOUBAT aHAMHE3a 34 a/1eprus KbM

cyJIpOHAMHU Y MU NEHHLIHTHHH.

Hpyeu

[Ipn nauxeHTH, NoAy4Yasally THA3KWIH, PEakUMH HAa CBPbXUYYBCTBHTE/IHOCT MOTaT 1a B
0€3 aHaMHe3a 3a aneprus unu GponxHanHa actMa. [IpH ynorpebara Ha THa3HIH, HMA
ek3auepOaUHa WIH aKTHBHPAHE HA CHCTEMEH JTyTyC €pHTEMATO/IEC.



Jlopucta HL cpabprka naxrosa. [launeHTH © peaky Hac/1eICTBEHH NpoO/IeMH Ha HETIOHOCHMOCT KbM
rajJaKTosa, MbieH JAaKTa3eH AehUUNT HWiK FIIOKO30-ralakTo3Ha ManabcopOuuna He TpAOBa Aa npHeMar
TOBA JIEKAPCTBO.

4.5 B3anmonei#CTBHe ¢ IPYI'H JIeKAPCTBeHH NPOIYKTH H APYTH (JOpMHA HA B3aHMOJeHCTBHE

Jlocapran

CpoOiuaeano e, ye pudamMmuunH U GIyKoHa301 HAMAJISBAT HHBATA HA aKTHBHUA METADOAMT. He Moke
Jia ce HaIpaBH OLEHKA HA KNHHUYHHUTE MOC/IEIHIH HA TE3H B3aUMOACHCTBHA.

KakTo 1 npu apyru nekapcTea, KOMTO OJI0KHpaT aHrMoTeH3MH I wnu HeroBute eeKTH,
¢IHOBPEMEHHOTO NMPHIOXKEHHE Ha 1eKAPCTBA, KOMTO 3aAbpKaT KalMi (Hanp. COUPOHOMAKTOH,
TPHAMTEPEH, AMHIOPHA ) KAJTHEBH 100aBKH, 3aMECTHTE M Ha TOTBAPCKATA COJI, ChABPKALLH KATHH,
WA APYTH JIEKAPCTBA, KOUTO MOTAT Aa MOBHILAT CEPYMHHS Kanui (Hamnp. NpoayKTH, ChAbpPKalH
TPHUMETCMPHM ) MOXKE 14 IOBEE A0 YBEIMYSHHE HA CEpYMHHs KATUA. ENHOBpEMEHHOTO TIPHIIOKECHHE
HE C¢ Mpernopb4Ba.

KakTo npH apyry nekapersa, KOHTO MOBIHABAT OTAEIIHETO HA HATPHUH, OTAENAHETO HA IATHH MOXKE
na 6v1e Hamaneno. [Topanu ToBa, Tpa6Ba Aa ce mpocneAsBaT BHHMATETHO HUBATa HA JIMTHH B CEpyMa,
aKO LIe C& NPUEMAT JIMTUEBUTE COJIM €JHOBPEMEHHO ¢ aHTHOTEH3HH Il peuenTopeH aHTaroHMUCT.

Korato anrnotensut Il anraronuct ce npunara eaHospeMerHo ¢ HCTIBC (1.e. cenekrusiu COX-2
HHXHOMTOPH, ALETWICATHLMIIOBA KHCEIHHA B NPOTHBOBL3NANUTENHH 1031) 1 HecenekTHeny HCTIBC,
MOYKE [a ¢€ HACTBNH OTcNadBaHe HA AHTUXUINEPTEH3UBHHA edeKT. EAHOBPEMEHHOTO NMPUIOKEHHE HA
aHuruoTeH3uH Il anraronucty wnu auypetuud U HCIIBC mMoxe na AoBeae Ao nOBHIIEH PHCK OT
B/lOLIaBaHE Ha OBOpeUHaTa QYHKUMSA, BKIIOUHTEIHO BE3MOXKHOCT OT ocTpa Op0OpeyHa
HEAOCTATHYHOCT, W MOBHILIABAHE HA CEPYMHMS KaWH, 0COOEHO MpH NALHEHTH ¢ He3aA0BOJIMTE/THA
npeny Toea ObOpeyHa ¢pyuxups. KomGuHaumaTa cjieaBa 1a Ce Npriara BHEMATETHO, 0COOEHO B
crapuecka Bb3pact. [laupentuTe cneasa Aa ObaaT afeKBaTHO OBOHABAHH W TpAGBA 1a ce 00ChIH
Ha0moaeHue Ha ObOpedHaTa (pyHKUMA Cliel 3aM04YBaHe HA €THOBPEMEHHO IEYEHHE, KAKTO U
NEPUOAHYHO CJIe TOBA.

[Tp# HAKOM MauHeHTH C KoMIIpoMeTHpaHa Ob0pevHa PyHKUHA, KOHTO Ca JIEKYBaHH C HECTEPOUAHH
NMPOTHBOBb3NAIMTETHH IEKAPCTBA, BKIIIOUWTENHO CEEKTHBHH LIHKJIOOKCHIEHa3a-2-HHXHOUTOPM,
€THOBPEMEHHOTO NPHIOXKEHHUE HA aHMKOTEeH3MH 11 peuenTopHHY aHTArOHHCTH MOKE 1a I0BeJe N0 M0
HaTaThIIHO BlowWwaaHe Ha ObOpeyHaTa PpyHkuus. Tezn edekTH OOMKHOBEHO ca 0OPaTHMH.

JaHHu OT KIHHHYHH OPOYUYBAHKUA MOKA3BAT, Y€ ABOHHOTO OJIOKMpaHe HA peHUH aHrHOTCH3UH
annocreporosara cuctema (PAAC) upes komOuuupanara ynotpeta ua ACE uuxuduropy,
aHrHOoTeH3MH [I-peueniTtopHH OoKepH WK ATHCKUPEH CE CBBP3Ba C NMO-BHCCKA UECTOTA HA HEXKETAHU
CHOUTHSA, KATO HATIPUMED XHUIIOTOHMS, XHIEPKATHEMHS U HaMa/IABaHe Ha OhOpedHaTa PyHKLAA
(BKITHOUHTENHO ocTpa Ob0pedHa HEAOCTATHLYHOCT), B CPaBHCHHE ¢ ynoTpedara caMo Ha €1HO
cpeacTBo, Aeicrraine BepxXy PAAC (Bxk. Toukn 4.3, 4.4 u 5.1).

HApyrH BetuecTBa, NPEAH3BHKBAIIH XUIOTOHHA, KATO TPHUMUKIHYHIA @HTHACMPECAHTH,
aHTHIICUXOTHLY, 0aK/IoeH, aMUQOCTHH: eJHOBPEMEHHOTO MPHJIOKEHHE C TE3H JIEKAPCTBA, KOUTO
HAMAIABAT KPBBHOTO HANAIAHE, KATO OCHOBHA HEXKENAHA JICKAPCTBEHA peaklUHa, MOraT a NoBHInAaT
PUCKA OT XUIIOTOHHA.

TepaneBTHUHUA My eekT. KoHcyMauusaTa Ha cok oT rpelndpyT TpadBa na ce u3d
JIEYEHHE ¢ TADISTKH JOCAPTaH/XUAPOXIIOPOTHAZHA.

XHAPOXNOPOTHAZH/T




CneaHure J€KapCTBa, MPH eIHOBPEMEHHO MPWIOKEHHE, MOraT 4a B3aUMOAEHCTBAT ¢ THA3HIHUTE
IAYPETHLIM:

Aaxoxon, bapboumypamu, HAPKOMUYYU Wik GHMUOEnpecanmu
Moske na Bb3HUKHE NMOTEHIMpaHe HA OPTOCTATHYHA XHITOTOHUSA.

Aumuduabemnu rexapcmea (RepopaiInY IeKAPCMEA U UHCY.AUR)

JleueHHETO € BUCOKM /103U THA3ZUIH MOKE Ja NOBIHAE NIIOKO3HUA ToNepaHc. Moyke J1a ce HamoKH
MPOMsAHA B JO3MPOBKATA HA aHTHAHA0eTHOTO JiekapcTBo. MeTthopMuH TpsabBa Aa Ce H3MOI3Ba
BHUMATEIHO, NIOPA/JIH PUCKA OT NAKTaTHA auKa03a, NPeAM3BHKaHa OT BEPOATHO YBPEXK/IaHe Ha
01Opeunarta QyHKUMS, CBBP3aHO ¢ XUAPOXJIOPOTHAZHAA.

ﬂpy&‘H (THMUXUREPMERIUGCHU NEKAPCMEA

AnuTHBEH edexT.

Xonrecmupamun u X01ecmunolosy CMoau

AGcopOumaTa Ha XMAPOXIOPOTHA3H] Ce HapyIlaBa NNPH HAIMYHETO HA AHHOHH OOMEHHH CMOJTH.
EnuHHuYHA 103a XO0NCCTUPAMHH HIIKM XOJIECTHNOIOBA CMOJIa CBBP3BAa XHAPOXJIOPOTHA3U/L M pelyLirpa
abcopOuuATa My OT raCTPOMHTECTHHANHKA TpakT ¢ A0 85 u 43 % cbOTBETHO.

Kopmurocmepouou, ACTH
YCKOPEHO OTAENSHE HA eJEKTPONUTHTE, HAli-UeCcTO XUMMOKATTHEMHA.

Kamexoramunu (nanp. adpenanun)
B1b3MOXKHO € HAMAJISBAHE HA PEAKIIMATA KbM MPECOPHUTE AMHUHH, HO HE AOCTATHYHO, 3a Na Ce
M3KJIIOUYH €JHOBpPEMEHHATa UM yTioTpeba.

Creaemuo-MyCKYIHY PEeAAKCanmu, HeQenoaspusupaiyu (vanp. myboxypapun)
BB3MOXKHO € NOBHHIEHA YYBCTBUTETHOCT KbM MYCKYIHU PEJIAKCAHTH.

JTumuu
Huypetuuute pegyuupar ObOpeuHHs KIUPBHC HA JIMTHA M CHJTHO YBEIMYABAT PHCKa OT JIMTHEBA
MHTOKCHKALMA; HE Ce MPEenophYBa €THOBPEMEHHO MpHIaraHe.

Jexapcmeenu npodyxmu, uNOA36AHYU 34 TeueHUue Ha Nodazpa (npodeneyud, CYIQURRUPA3OH U
QIORVPUHON)

Moske ga ce HaIOKH KOPeKLUA Ha J03UPOBKATA Ha YPUKO3YPHUHHTE JEKAPCTBCHH MPOAYKTH, ThH
KaTo XMAPOXJIOPOTHAZH/I MOXKE Ja TOBHIUM HABOTO HA MUKOYHATA KHCEIHHA. MoXke 1a € HYXKHO
[IOBHLIABAHE HA NO3UTE Ha MPoOeHeWA WK CyPpHHITUpa3OoH. EAHOBPEMEHHOTO NPHAOKECHHE C
THA3UJ MOXKE Ja MOBHLIY YECTOTATa HA PEAKIIHHTE HA CBPBbXYYBCTBHTEIHOCT KbM &JIOITY PHHOI.

Aumuxonunepzuunu npodyvkmu (nanp. amponun, bunepuoen)
lloBriaBaHe OMOHATMYHOCTTAa HA THA3HIHHUTE AHYPETHLIM Ype3 [IOHKKEH CTOMAILIHO-YPEBEH
MOTHIIMTET H HAMAJIEHA CKOPOCT Ha M3Npa3BaHE Ha CTOMAaxa.

Humomoxcuunu npodyxmu (Hanp. yuriogochamud, memompexcam)
Tuazupgure Morat ga Hamaniat ObOpeuHaTa eKCKpeura Ha LUHTOTOKCHYHH JIEKAPCTBEHH MPOAYKTH H A3
3ACHJIAT TEXHUTE MUENOCYNPECHBHH €(EKTH.

Canuyunamu

an BHCOKHK JO3H CAUTHUHNATY, XUAPOXINOPOTHA3HA MOXKE 1a YCHITH TOKCHYHHA ecbe
CATHUHIATUTC BhPXY LUCHTpa/IHATA HCPBHA CHCTCMA.

Memiunroona




Mma oTaennu cboOLIeHHs 32 XeMOIUTHYHA aHEMMS, pa3BH/1a C€ NMPH €IHOBPEMEHHO MPHI0KEHHE Ha
XHAPOXJIOPOTHA3KA U METHJIAONA.

Luxnocnopun
CbNpoBOXKAALLO JIEUYEHHE C LIMKIOCTIOPHH MO3KE /1a MOBHUILK PUCKA OT XMIEpyPHKEMHs U MOA00OHH Ha
nojaarpa ycJI0XKHEHHUA.

Jueumanucosu eauxo3uou
Twasua-uHayUMpaHa XUNOKAJIMEMHS WIIM XMMOMArHe3MeMus Morar /1a 0J1aronpysaTCTBaT rnosiBarTa Ha
JAUMMTANUC-UHAYLUMPAHHU CbPAEYHH APUTMHH.

Jlexapcmeernu npooykmu, nOGIUABAHU OM CMYUJCHUA 6 CEPYMHUA KAIUU

[Ipu npunoxeHue Ha 1ocapTaH/XUAPOXJIOPOTHA3U/] C JIEKAPCTBEHH MPOIYKTH, MOBIHABAHH OT

M3MEHEHHUSA B CTOMHOCTHTE HA CEPYMHHS KaJIUH (Harnp. AMrHTaIMCOBH MTHKO3H/IH U

MPOTHBOAPUTMUYHH CPEJCTBA) M CbC crieaHUTe torsades de pointes (kamepHa TaxXHKap/aus) -

WHIYLMPALLH JIEKapCTBEHHU NMPOAYKTH (BKJIFOYHTEHO HAKOM MPOTHBOAPHTMHYHH), CE MPENnopbyBa

NepHOAHYHO MOHHTOpHpaHe Ha cepyMHuus Kanui 1 EKI, Thii kaTo xunokanuemusra € pakrop

npeapasnoaraul Kbm torsades de pointes (kamepHa Taxukapaus):

- Knac [a nporuBOapuTMHYHM (Hanp. XMHUAWH, XHAPOXUHHIAWH, TH30MTHPAMHI).

- Knac Il nporuBoapuTMuuHu (Hanp. aMMOJapoH, COTanol, A0heTHaNI, HOYTHIH).

- HsKOM aHTUNCUXOTHYHH (HAnp. THOPHA3UH, XJIOPINPOMa3HH, IEBOMENPOMA3HH,
Tpudnyonepas1H, UHAMeMa3uH, CYJINMUPHUJ, CYJITONPHU, aMUCYJINPH/L, THANPHI, MUMO3HU/,
Xasonepyuaos, Aponepuao).

- Jpyru (Hanp. 6enpuaunn, uuzanpui, AupeMaHul, epUTPOMHLIMH 1.V., XaT0(DaHTPHH,

MH30JIaCTHH, MEHTAMHUAWH, Tep(aHa1H, BHHKAMHH 1.V.)

Kanyueeu conu

TuazuanuTe AMypeTULIM MOraT [a MOBHILIAT HUBATA HAa KAJILIMEBUTE COJIH, MOpaaH NMOHHKEHA
eKCKpeuus. AKo TpaOBa 1a ce npeArnuyiuaT KajauueByd 100aBKH, C/I€/1Ba /1a C€ KOHTPOJIMpAT HMBATa Ha
CEpyMHHS KaJILIMH M 103aTa Ha KAJILUMH ChOTBETHO /1a C€ KOpUIupa.

[losnusneane na rabopamoprume u3C1e08aHus
[lopaau edekra, KONTO UMAT BbPXY KaJILIMEBHSA META0OIU3bM, THA3HIUTE MOraT /1a MOBIHAAT
(YHKUHMOHATHUTE TECTOBE HAa MapaTHpOMAHATa *Jie3a (BiK. Touka 4.4).

Kapbamazenun
Puck ot cumnromaTHyHa XunoHatpuemus. Heo6xoaumo € KIHHHYHO U OHOIOrHYHO MpOC/ie/isBaHe.

ﬁoc)uo-mnmpacmnu sewjecmea

B ciyuait Ha 1MypeTHK-HHAYUMpaHa AeX|apaTalus, MMa MOBHUILEH PUCK OT ocTpa ObOpeyHa
HE0CTATBbYHOCT, OCOOEHO C BUCOKH 034 HAa HOAHH MPOAYKTH.

[Tauuenture TpsiOBa Aa ObaAT pexuapaTUpaHH MPEaU MPHEMBT.

Amgpomepuyun B (napenmepanen), kopmuxocmepouou, ACTH, cmumyaupawyu raxcamusu u
AUYUPUUH (HATUYHO 6 CIAOHUK)

XUApOXJIOPOTHA3H MOXKE 1A 3aCHJTH €JIeKTPOJIMTHHA ArcOaaHC, 0OCOOEHO XMIOKAIHEMHUATA.

4.6 ®epruanrter, DPpeMEeHHOCT H KbpMeHe

bpeMeHHOCT

Aneumenzun I peyenmopnu aumazonucmu (AIIRA):

H3non3sanero Ha AIIRA He ce npenopbuBa npe3 nbpBUs TPHMECTBP HA OPEMEHHOC
4.4). U3nonszeaHero Ha AIIRA e nporuronokaszaHo npe3 2-pv ¥ 3-TH TPHMECTBP Ha
(Bxk. Touku 4.3 u 4.4).




EnuaeMuoIoruuHuTe 10KA3aTENICTBA 33 PUCK OT TEPATOreHHOCT cae neyeHnue ¢ ACE nHxHOnTOpH
NPe3 MbPBUS TPUMECTLP Ha OPEMeHHOCTTa He ca YOEAMTEIHH, MAJIKO YBETHUSHHE Ha PHCKa, 00ave He
MOKE Ja ce U3KIoun. Makap, 4e HAMa KOHTPOIUMpPaHH eNHACMHONOTHYHH JaHHH 33 PUCKA MpPH
anrnoTeH3HH Il peuentropuu uaxuduTopH (AIIRA), noroOHU puckose OGHXa MOIJIH 1A ChIIECTBYBAT
NPH TO3M KJ1ac nekapeTBa. OCBEH B ClyyalTe, KOraTo HenpeKbCeHaTo Jdeyenre ¢ ARB ce cunra 3a
KpaHHO HeoOXOOHMMO, NNTaHUpallM OPeMEHHOCT NALMEHTKH TpA0Ba 1a MPeMHHAT HA aJITEPHATUBHO
AHTHXHMEPTEH3UBHO JICUEHHE, ¢ YCTaHOBEH NpodH Ha 0e30MacHOCT 3a H3N0J3BaHE (IpH OPEMEHHOCT.
Koraro ce anarHoctuimpa OpeMeHHoCT, neueHneTo ¢ AIIRA tpabsa ga Obae npeycTaHOBEHO
He3a0aBHO H, dKO € YMECTHO, Ja C& 3aMoUHHE ANTCPHATHEBHO JICHEHHC,

H3BecTHO €, ue neueHneTo ¢ AIIRA npes Bropus H TpeTHA TPUMECTHP HA OPEMEHHOCTTA HHAYLMPA
heToToKCHYHOCT NpU XOpa (NoHHKeHa ObOpeuHa PyHKUMA, OTUTOXUAPAMHHOH, 3a0aBeHa
ocH(HMKALIHA HA YCPEna) U HEOHATAIHA TOKCUYHOCT (ObOpeYHa HEIOCTATHEYHOCT, XHITIOTOHKA,
XHIIepKanHeMus } (BK. Touka 3.3).

AKO npe3 BTOpHSA TPUMECTLP Ha OpeMeHHoCTTa ce npoBese aedeHue ¢ AIIRA, ce npemopbusa
exorpadckud KOHTpoa Ha OvOpeuHaTa pyHKIIMA U yepena.

Horopoaenu, unuto maiiku ca ce nekyeand ¢ AIIRA, 6u cneasano aa ca noa HENPEKLCHAT KOHTPO
3a XUMOTOHHUA (BXK. ChINO TOUKH 4.3 u 4.4).

Xuopoxaopmuasuo:

Hma orpaHvueH OIUT ¢ H3MO/I3BaHETO HA XHAPOXIIOPOTHA3H/ TIO0 BpeMe Ha OpeMeHHOCT, 0COBEHO
npe3 NbpBUsA TpuMecTbP. [IpoyuBaHMATa 11pH JKHBOTHH ¢4 HEAOCTAaTBYHH. XHAPOXIOPTHA3HA
MpeMKMHABA NPe3 mnaucHTata. Bb3 ocHoBa Ha gapMaKkoIOrHYHHUA MEXaAHU3IBM HA ACHCTBHE HA
XHAPOXJIOPTHA3HA ynorpebaTa My Mo BpeMe Ha BTOPUA H TPETHI TPHMECTEP MOXE J1a KOMIIPOMETHpa
¢eTo-nnaneHTapHaTa nepdy3us W MOXe Aa JOoBe/Ie A0 HeOHATANHU e(eKTH KaTo XK hITEHHLA,
HAPYLICHHS HA NEKTPONUTHHA Ganasc ¥ TpoMOoLHTONeHUA. XHAPOXIIOpTHA3H He TPAOBA /1a ce
H3M0JI3BA MPH reCTALMOHEH OTOK, reCTallMOHHA XUIIEPTOHHA HJIH NPESKNaMncud, opaan pUcK OT
HAMANABAHE HA MAa3MeHUus o0eM U mnaneHTaTa xunonepdysus, 6e3 1a uma 6J1aroTBOpeH eEKT BbPXY
Xoaa Ha bonecrra.

XUARPOXJIOPTHA3KA HE TPAOBA Ja ce H3I10/13Ba MPH eCeHI[MATHA XHIISPTOHHS MpH OpeMEeHHH XeHH,
OCBEH B PEIKHTE CITy4YaH, KOTraTo Ipyro AeveHHe He Moxke 4a OBbe H3NnoI3BaHo.

KnpMeHe:

Aneuomenzun I peyenmoprnu anmazonucmu (AIIRA):

Twii kaTo HAMA MHGOPMALHA MO OTHOLIEHKWE Ha W3Moa3BaHeTo Ha Jlopucra HL o BpeMe Ha KbpMEHE.
Ynorpebara na Jlopucta HL no Bpeme Ha KbpMEHEe HE c& MPENophYBa, ace MPenopbuBa aa ce
M3MI0JI3BA ANITEPHATHBHO JICYEHHE ¢ MMo-A100pe yeTaHOBEH NMpodui Ha 0e30NacHOCT NO BpeMe Ha
KbpMEeHe, 0COOEHO NMPH KbPMEHE Ha HOBOPOAEHO WIH HEIOHOCEHO Oebe.

Xudpoxaopomuazuo

XHAPOX/IOPOTHA3HKE C& €KCKPETHpa B KbpMAaTa B ManKy KOJIHYECTBA. THa3HAHTE, KOUTO BbB BUCOKH
AO3W NPHYHHABAT UHTCH3HBHA AMYpe3a, MOraT Aa MOTHCHAT OTACAAHETO Ha KbpMa. He ce npenopbusa
yrotpebara Ha Jlopucta HL no speme Ha kupmene. B cnyuai, ue Jlopucra HL ce ynorpedsasa no
BpeME Ha KbPMEHE, N03MTE TPAORA Aa c€ MOAABPIKAT Bb3MOKHO HAH~HUCKH.

4.7 EdjekTH BbpXY cn0co0HOCTTA 3a mojHpaHe H padoTa ¢ MAIMHHE

MAiliiHH. B'bl'lp%KH TOBAa TPFIGBR Ja cc UMa npenBri, He NOHAKOra Moke 1a Bb3HHKH
CHHJIHBOCT 110 BPEME HA AHTHUXHNEPTECH3IHBHO JICHCHHE, HaH-BEYE B HAYAIOTO HA f1€
[MTOBHLIABAHC HA A03aTa.



4.8 Hexenanu JeKAPCTBEHH PEAKHHH

Hexenanure peakuMu ca U3bpoeHH no-100y # c€ KIacHPULMPAT, KOraTo € YMECTHO, M0 CHCTEMO-
OpraHHH KJ1aCOBE M YECTOTA COOPE] CieAHATa KOHBEHLIHA:

MHoro yectu: = 1/10

Yectu: > 1/100, < 1/10

Heuectn: > 1/1 000, < 1/100

Penku: > 1/10 000, < 1/1 000

Muoro peaku: < 1/10 000

C HEeM3BEeCTHA YeCToTa: < HE MOJKE 11a Ce Olpeesi Mo HATUUHUTE NJaHHH

[Ipy KIHHUYHH U3CNEABAHUS C IOCAPTAH KATHHA ® XHAPOXJIOPOTHA3M, HE ca HabNI01aBaAHH HEXKETAHH
peakiHK, KOMTO J1a ca chneuMduuHy 3a Ta3u komOuHauua. HexxenaHure peakuus ca OHnM orpaHH4eHH
A0 TE3U, KOUTO Npeau ca OunH HabarogaBaHH 3a NOCAPTaH KMk WWIH XUAPOXJIOPOTHA3H.

B koHTpOnMpaHy KNUHUYHH H3MUTBAHUS 32 €CEHUHAIHA XMNIEPTOHHA, CBETOBLPTEK € AUHCTBEHATA
CHODIUECHA HEXETaHA PEeaKLMA KAaTo JIEKAPCTBEHO-CBLP3aHAa, KOATO BE3HUKBA C YECTOTA MNO-ronaMa oT
iauebo npu | % win noBeye OT NALHEHTHTE, JISKYBAHH C JIOCAPTaH H XHAPOXAOPOTHA3KAL.

CleHuTe JOMBIHUTENHH HEXKENAHU JICKAPCTBCHH PEeaKLuu ca ChbOOL@aBaHu ceA MyCKaHe Ha
NpoAyKTa Ha mazapa:

CucremHo-opranes Kiaac Hexenana peaknuns YecroTa

XenaTo-OWIHApHH HApYWEHUs | XenaTuT peakv

Hacneapanud XUnepKaiueMus, OBULICH peaKH
AJIAT

HexxenaHnvre peakuuu, HabMOJaBaHH NPH €4KMH OT OTACAHHTE KOMITIOHEHTH, KOUTO MOTAT Aa Ce
MPOSABAT NOTEHLUMAJIHO KATO HEXENIaHH peakuHy ¥ npu npunoxenue Ha Jlopucrta HL ca ciieanure:

JlocapraH
CneAHUTE HEKEAHM peakuHu ca OWiH ChrOOLIEHH 34 IOCAPTAH:
Crcrembo-opranen Kiac | Hexkenann peaknnmn YecToTa
HapyiueHus Ha Anemus, nmyprypa Ha Henoch- HEYECTH
KPBBOHOCHATA M JIMM(QHA Schinlein, ekxuMo3a, xeMonu3a
CHCTEMU
TpombounTOneHus C HEU3BECTHA YECTOTA
CopacyHy HapylLIEHUS XUNOTOHHA, OPTOCTATAYHA HEUECTH
XUMOTOHHUA, DOJIKa B rPbAHATA
KOCT, aHrMHa nekropuc, AV 610k
II creneH, uepebpoBackynapHo
¢cvOuTHE, HHGpAPKT HA MHOKapAA,
NaNMUTaLUH, ApUTMHA
(MpeacCHLPOHO MBLXKEHE, CHHYCOBA
Opaaukapans, Taxukapaus,
KamMepHa TaXMKapaus, KAMEPHO
MBXK/IEHE)
Hapymenus Ha yXoTo u Bepturo, urym B ylumre HEYCCTH
nabUupHHTA
HapyuieHus Ha OKOTO 3aMBrAeHO 3pEHHE, HEYECTH
napeHe/CMBAEHE B OKOTO,
KOHIOHKTHBHT, MOHIKEHA
3PHTENIHA OCTPOTA




CTtomalHO-4YpeBHH
HapyLUEHUS

KopemHa Oosika, rajgede, avapud, | 4€CTH
AMCIENCHA
3anek, 360Ha Oonka, cyxora 8 HEYECTH

YCTaTa, OTACIAHEC HA ra30Be

{bnaTyneHuus), racTpHr,
[OBPbIIAHS, XPOHHYEH 3alleK

IlankpeaTur

C HCHM3BECTHA 4HCCTOTA

Ob1u HapylIEHUA U
e(PeKTH Ha MACTOTO Ha

Actenus, ymopa, 00JIKa B rbpAHTE

HECCTH

(OTOK Ha JIMLETO, €EM, TPECKa

HCYCCTH

MIPHIOHEHHE [punonoaoOHu cumnTomMy, 000 | C HeHsBeCTHA YeCTOoTa

HEepa3non0KEHHUE
Xertato-OHIMapHU AHoManuu B yepHoApoOHaTa C HEM3BECTHA 4ECTOTA
CMYLIEHHA PyHKLHS
HapyweHus Ha HMyHHaTa CBpbXUYBCTBHTEIHOCT, peaKH
CHCTEMA aHaWIAKTHYHH PCaKLHH,

aHrHoeAeM, BIJIIOYMTEHO OTOK Ha

napHHKca M [VIOTHCA,

NMPHYHHABALH ODCTPYKIIHS Ha

AHXATEHHUTE MTbTHILE X/ HITH

MOAYBaHE Ha JIMUETO, YCTHHUTE,

dapHHKca W/ WK €3UKa; NpH

HAKOH OT TE€3H MALHUCHTH

AHTHOE/IEM € ChOOIIABAH B

MHWHAJIOTO BbB BPb3KA C

MPUIAraHETO HA IPYTH JIEKapCTRa,

prnroyHTeIHO ACE-uaxuburopu
HapywieHusa Ha AHOpeKCHA, Mmojarpa HEYeCTH
MeTa00IM3Ma H XPAHEHETO
Hapywenua Ha MyckynHo- | MyckyneH cnasbM, OoJika B rbpda, | 4ecTH
CKEJIETHATA CUCTEMA H OoJIKa B Kpaka, MHAIICHg
CHEAUHUTENHATA ThKAH bonka 8 pepkara, nogyBaHe Ha HEYECTH

cTaBara, 0onKa B KOJISHOTO,
KOCTHO-MYCKYJIHa bonka, Honka B
paMoTO, CXBalllaHe, apTpaIrHA,
APTPUT, KOKCANT W,
$udpoMUAITHI, MYCKYJIHA
cnabocT

Padbpomuonuza

C HEH3BCCTHA YECTOTA

HapyuieHus Ha HepBHaTa
CHCTEMA

['nasobonue, 3amaiipane

YECTH

HepsHocT, napectesus,
nepudepHa HEBPONATHA, TPEMOD,
MHUIPEHA, CUHKOMN

HCUCCTH

Hucreysus C HEU3BECTHA YECTOTA
[IcHXHYHH HApyLUICHHUA bezcbHUe YECTH
TpeBOKHOCT, TPEBOKHOCTHH HEYECTH
HapyLUEeHHA, TARUYECKO
pa3cTpoicTBO, 0OBPKBaHE,
aenpecus, abHOPMHEH CHHULIIA,
HapyUIEHHA Ha ChHS, CHHJIUBOCT,
yBpeAcHa NaMeT
Hapymenus na Os0peuure | buOpeuno yppexnane, Opbpeuyna | uecTH
M MHKOYHHTE TbTHILA HEeAOCTATBYHOCT
HokTypus, yecTo YpUHHPAHE, HEYCCTH
MH(EKLHA HA NTHKOYHHUTE ITLTHILA
HapyweHnns Ha [ToHWKEHO NHOHIO, EPEKTHIHA HEYECTH




BL3INPOHU3IBOAHTEIHATA
CHCTCMaA H I'vpaarta

AUCPHYHKUMA/ UMITOTEHTHOCT

PecniupatopHH, rpbAHH H Kawnuua, HHQEeKUHA Ha TOPHUTE | YeCTH
MEIHACTUHAIIHH AVXATETHH MHTHUIIA, 3aITYLLIBAHE
Hapy LUCHHS Ha HOCa, CHHY3HT, HAPYLUEHHA B
CHHYCHTE
MapuHreaneH JUCKOMMDOPT, HEYECTH
(bapuHIruT, TAPUHIUT, AUCIIHEA,
OpOHXHT, eNMCTAKCHC, PUHMT,
pECIUPaTOPHA KOHI€CTHS
HapyuieHus Ha koxara H AJoneuus, AepMaTHT, CYXa KOXa, | HEYeCTH
NOAKOXKHATA ThKaH epUTEMa, 3aUepBABaHE,
$OTOUYBCTBUTENHOCT, ChpOEIK,
o0pHB, YPTHKapHA, H3MOTABAHE
ChbAoBH HApYLLCHHS Backyaut HEYECCTH

J0303aBUCHMH OPTOCTATHYHH
etexkTH

¢ HCU3BCCTHA HECTOTa

Hzcneapanus XHepKatHeMus, JeKO MOHMKEHH | YECTH
XEMATOKPUT H XeMOrNOoOHH,
XHTOTTHKEMUSA
JIEKO MOBULIABAHE B CEPYMHHUTE HeYeCTH
HHBA HA ypes ¥ KPeaTHHHH
[ToBuiIaBaHe Ha YepHOOPOOHUTE | MHOTO peaKH
€H3HMH W OMNUpyOuH
XHUnoHaATpPHEMUA C HEH3BECTHA YECTOTa
XHApOXI0pOTHAZH]

CucreMHoO-Oopranes Kiac

Hexenana peakung

YecTOTA

HeonnazmMu —

nobpokayecTBeEHH,
3JIOK2YECTBEHH H

HeonpejesneHy (BKN. KHCTH
H TTOJTHITH)

HemenaHoMmeH pak Ha KoXkata
(DazanHoOKIETbYEH KAPLHHOM H
CKBAMO3HOKJIETBYEH KapLHHOM)'

C HEHM3BECCTHA YCCTOTA

KCAHTOIICHA

HapywieHus Ha ArpaHyJIOLMTO3a, aIUlacTHYHA HEeYeCcTH
KPBbBOHOCHATA M JTHM(]HA aHeMus, XeMOIUTHYHA aHEMHA,
CHCTEMH AEBKOMNEHUA, MypIypa,
TPOMOOLUTONMEHHA
HapyuwieHua Ha umMyHHATA AnaduiaKTruHa peakuus pEaKH
CHCTEMA
HapyuieHud Ha AHOPEKCHA, XHITEPIrITHKEMHUA, HEe4YeCTH
mMeTab0oMH3Ma U XPAHEHETO | XUIMepyPUKEeMHA, XUMOKAITHEMHA,
XHINIOHATPHUEMHA
[TcHxnynu HapyLeHHA bescbHHE HEYECTH
Hapyuweuus Ha HepBHaTa Hedanrua YeCTU
CHCTEMA
HapyuleHusa Ha oKoOTO [IpexonHo 3aMbrieHo 3peHHUE, HEYECTH

XOpoHIaneH U3InB, 0cTpa
MHOIMUSA OCTpPa 3aKPUTOBI'bIHA
rnaykoma

C HCU3BECTHA YECTOTA

Cba0BH HapylIEHHA

HekpoTH3Hpall aHruuT
(BACKYITUT, KOJKEH BACKYIIHT)

'
F
,.......u.--"""-'.-.r

PecnuparopHu, rpe/iHH K
MEIHACTHHAIHH

PecniuparopeH aucrpec,
BKJIKOYHTETHO MHEBMOHHUT H

T
HEYECTH :
=] S5

HCYHCCTH
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HApyLICHHUSA

6en0apodeH OToK

OCTbp pecnupaToOpeH JHCTPEC
cuiapoM (OP1C) (Bxk. Touka 4.4)

MHOrO PEAKH

CToMaLIHO-4pPEBHH CHanoajeHuT, Cra3MH, CTOMAINHO | HEYECTH
HApYIEHUA Apa3HeHe, raaeHe, MOBphLLIAHE,

AHaApHE, 3aMneK
Xenaro-OuMavapHH Hkrep (uHTpaxenaTtasiHa HEUYeCTH
HapylIeHH X0NeCTasa), NAHKPEAaTHT
Hapyiuenus Ha koskara POTOUYBCTBHTETHOCT, HEYeCTH

NMOAKOKHATA ThKaH

YPTHKAPHA, TOKCAYHA

€MHAECPMAIHA HEKPOJIH3a
KoxeH Jiynyc epureMaroiec

C HEH3BECTHA 4CCTOTA

HapyweHus Ha MyckynHo- | MycKyaHu cnasMmu HEYEeCTH
CKENEeTHATa CHCTEMA U
ChEAMHHUTE/IHATA ThKAH
Hapyuwienus Ha 6s0peunTe | [ MOKO3ypMst, HHTEPCTHUMANEH HEYECTH
U MUKOYHHUTS MBbTHLIA HedpuT, OLOpeuHa gHCyHKUMA,

Op0OpeuHa

HEAOCTATHYHOCT
OO6LH HapyLUeHHA U Tpecka, 3aMaiiBaHe HEYECTH

e(peKTH Ha MACTOTO Ha
MPHAOKECHHE
' HemenanomeH pak Ha kokaTta: Bb3 OCHOBa Ha HaIHYUHHTE JaHHH OT EMHIEMHOIOMHMYHH IPOYUBaHHS

¢ HabniozaBaHa 3aBUCHMA OT KyMYJATHBHATa J103a Bph3ka Mexay XX T3 u HMPK (Bk. b0 TOYKM
4.4u5.1).

CroblapaHe Ha IO03HPAHH HEKCIAHH PeaKIIHH

CbobmaraHeTo Ha MOMO3MPAHH HEXKENAHH PEaKLIMK Clle]l pa3pellaBaHe 3a ynorpeda Ha JIEKapCTBEHUA
MPOOYKT € BaxHO. TOBa MO3BO/ABA 13 NPOALIKH HAONIOAEHHETO HA CHOTHOLIEHHETO AO3a/PHCK 32
JIeKapCTBEHUA NPOAYKT. OT METHIIHHCKHTE CHELMATHCTH Ce H3HCKBA /1a ChOOMIABAT BCsKa
MOAO3HPAHA HEXKEIAHA peaki(Ha upe3

HsmrenuuTesHa areHuus no JeKapcTBara

yi. ,,Jdamsan ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcailiT: www.bda.bg

4.9 Ilpeaozupane

Hama HanMuHa cnetuduyuna nHpopMalMd 3a neueHreTo Ha npenozdpate ¢ Jlopucra HL. Jleuenunero
€ CHMITTOMATHYHO ¥ ntoAabpskaulo. Jledenuero ¢ Jlopucta HL Tpabea Aa ce npekpaT U NaLMEHTHT Aa
ce Habyro1asa BHUMaTenHo. [IpeanonaraeMure Mepku BKJIFOYBAT HABPEMEHHO NPEIH3BHKBAHE HA
MOBpPbLUAHE H KOPUTHPaHE Ha JEXHAPATALMATA, CACKTPONMTHHA AucOGanaHc, YepHoapoOHaTa KoMa
XUIIOTOHHATA YPE3 YCTAHOBEHH MPOLIEAYPH.

JlocapraH
HMa orpaduyesd JaHHU O OTHOLIEHHE Npeao3upaHe npd xopa. Hai-seposaTHaTra NposBa Ha
npeao3upate o1 OUNa XHNOTOHHA U TAXMKAPUA; OpauKapAHATa MOXE Ja € B pE3yNTaT Ha
NapacHMIATHKYCOBO (BarycoBo) CTUMYITUpaHe. AKO ce pa3BHE CHMIITOMAaTU4HA XUTIOTOHHS, TpsOBa
Aa c€ 3an04He NOAALPKALLO JIEYEHHE,
Hwuro nocaprad, HITO aKTHBHHAT META0O0/IUT MOTAT 1A C€ OTCTPAHAT C XEMOIHAIH3A,

XNAPOXTOPOTHAZH]L
Hafi-uecTnTe HabnronaeaHy NPU3HALKM H CUMITOMH Ca TE€3H, MPHYUHEHH OT HAMANAB
EINEKTPOJIHTHTE (XHIOKANHEMHS, XHIIOXJIOPEMHUA, XHIMTOHATPUEMUA) H JIE€XHApaTalUs




[IPpEKOMEpHA AHY pE3a. AKo ce MPHITIOKH H JUTHTAIHAC, XHITOKAJTHEMHATA MOXKE 14 NMpCcan3BHKa
ChbpACHHH aPpHTMHH.
Hee YCTAHORBCHA CTEIEHTA, A0 KOATO XHUAPOXJIOPOTHA3KHA CC OTCTPAHABA C XEMOJHAJIH34A.

5 GAPMAKOJOTAYHU CBOUCTBA

3.1 @dapmakoIHHAMHYHH CBOHCTBA

®apmaxkoTepanesTHyHa rpyna; aHrHoTeHsuH Il peuentopen aHTaroHucT H THa3KIeH AMYPeTHK ATC
koa: CO9DAOI

JlocapraH-XHapoXJ10pOTHA3HA

KomnonenTute Ha Jlopucra HL ca nokazanu, 4e UMaT aaUTHBEH eeKT BbpXY peAyKLHATA Ha
KPBBHOTO HAJIATAHE, KATO HAMAIABAT KPBBHOTO HAJIATAHE B T0-rojisiMa CTEMNCH, B CPaBHEHHE C BCEKH
OT KOMITOHeHTHTe nootaento. CuuTa ce, ye To3H eeKT € pe3yaTaT OT CHOIYWIHBOTO JEHCTRHE Ha
1BATa KOMIIOHEHTA. B 1oNbAHEHHE, XHAPOXTIOPOTHA3HI, B PE3YITAT HA JHYPETHYHHUSA CH S(EKT,
YBEJIMHABA IU1a3MEHATA PCHHHOBA AKTHBHOCT, IIOBHLIABA AJ1IIOCTEPOHOBATA CEKPeLUs, HaManaBa
CepyMHHA Kafkit B NOBUIIABA HHBATa Ha aHrdoTeH3uH I1. Ilpunaradeto Ha jiocapTaH GJ0KKHPa BCHYKH
puzHONOruYHO - 0GycnoepeHn AeHCTBUA Ha aHrHoTeH3uH 11 B Ype3 HHXHOHPAHETO HA allIOCTEPOH,
MOKE [1a (peW3BHKa HaManABaHe Ha CRbP3aHaTa C AMypeTUKa 3aryda Ha Kajlui.

JlocapTan € nokazan, ue ¥Ma BPEMEHEH R JIEK YPUKO3ypHUeH edexT. XUAPOXNOPOTHA3HI MOXKE a
MPUYHHHA YMEPEHO YBEIHUYSHHE HaA MUKOYHATA KHCETHHA;, KOMOMHALMATA OT IOCapTaH H
XUAPOXIIOPOTHA3H, MOKA3Ba TEHICHUMK KbM OTCNa0BaHe HA MPUYMHEHATA OT AHYPETHKA
XHIIEPYPHKEMHS.

AHTHXMIIEPTEH3HUBHHAT edekT Ha Jlopucta HL npoabkasa 3a nepuon ot 24 yaca. [1pn KIHHHYHA
M3NUTBAHHS, POTBJIKHIIH HAR-MANKO €Ha rOJJHHA, aHTHXHIIEPTEH3UBHUAT €(PEKT Ce € 3ana3ui ¢
pOAb/DKABAHE Ha TepanuaTa. He3aBUCHMO OT CHLUECTBEHOTO MOHMKABAHE HA KPBBHOTO HANIATAHE,
Jlopucra HL He e oKkazan KiHHHUYHO 3HAYUM €(eKT BhpXY ChpaeyHara yecToTa. [Ipy knuHHYHH
U3NUTBAHKA, citen 12-ceaMuyHa Tepanus ¢ jocaprad 50 mg/ xuapoxnopoTtyasua 12,5 mg,

M3MEPBAHOTO B CEAHANIO MOAOKEHHUE AUACTOIHYHO KPBBHO HAJSTaHe ¢ OWIO HAMAIEHO CPEIHO C 10
13,2 mmHg.

Jloprcta HL ¢ ediekTureH Nipy NOHDKABAHE HA KPBBHOTO HAJIMTAHE HA MBXKE H XEHH, YCPHOKOXKH H
HEUYEPHOKOXKH, NMO-MJaaH (< 65 roquHu) H No-Bb3pacTHH (Had 65 roaguHH) NaLHEHTH, KAKTO U 3a

BCHYKH CTCHCHH HA XHIICPTOHHA.

JlocapraH

JlocapTaH e cMHTETHYEH [TepOpAIeH aHTaTOHKCT Ha anruoteHsnH Il peuentop (Tum AT)).
AHrnoreHsuH 11, MOLIEH Ba3OKOHCTPHKTOP, € OCHOBEH AKTHBEH XOPMOH Ha CHCTEMAaTa PEHHH-
aHTHOTEH3HH M € OCHOBEH OTpeaeJIsuy GakTop B naTo¢pu3HONOFUATa Ha XHIIEPTOHHATE. AHTHOTEH3HH
Il ce cebp3Ba ¢ AT - peuenTopa, KOHTO C& HAMHPA B MHOIO ThKaHH (Hamnp. BACKYJIAPHATA rajka
MycKyaTypa, HaaOrOpetHara xiie3a, OnOpeLuTe U CHPLETO) H NPEIH3BUKBA BAXKHH OHONOTHYHH
NeHUCTBUS, BKJIIOUHTENHO BA30KOHCTPUKLUMS M OTIENAHE HA ayocTepoH. Chillo Taka, AaHMHOTeH3HH I
CTHMYJIHpa nponudepalHaTa Ha KIeTKUTE Ha F1aJKaTa MyCcKyJlarypa.

Jlocapran cenexktuBHO Gnokupa AT peuenropa. In vitro W in vivo 10CapTaH ¥ HErOBHAT
(usnonoryuHo akTuBeH kapOokcwied meTabonuT (E-3174) Onokupar BCHYKM A€ACTBUAA
AHTAOTEH3UH 11, He3aBHCHMO OT U3TOYHKMKA H MbTA HA CHHTE3A.

JlocapTaH HAMa aroHHUCTHYEH ePEKT U HE ONOKHMpa APYTH XOPMOHANHU PELENTOPH H
BaKHH B CbPAESUYHOCHAOBATA perynauus. [Ipu Tosa nocapran ne uuxubupa ACE (ku



KOHTO pasrpaxk/ja OpaaukMHHHHTE, CAea0oBaTE/NHO, HAMA MOTCHUKPAHE HA TIPEAH3BHKAHHTE OT
OpaIHKHHHUH HEXKETAHH €PCKTH.

[To BpemMe Ha NpUIOKEHHE Ha JIOCAPTaH, NPEMaxBaHETO Ha AHTHOTEH3HH [ HEraTHBHOTO BB3NECHCTBHE
BbpPXY PEHHHOBATA CEKPEHHA BOAH 0 MOBHIIABAHE HA Mia3MeHaTa peHHHOBA akTHBHOCT (PRA).
[TopuwaBareTo Ha PRA Boau no nosviasgane Ha aHrnoreHsnH Il B mnasmara. BenpekH Te3u
MOBULIEHHA, AHTHXHIEPTEH3UBHUAT ePeKT H NOTUCKAHETO HA MNAa3MEHHUTE KOHLIEHTPALUMH Ha
aJIAOCTEPOH ce MOAIbPXKAT, NOKa3BalikH edekTHBHA ONoKaga Ha aHrHoTeH3uH 1l peuenropa. Criea
npekbcBaHe Ha nocaptaH, PRA croiiHocTuTe Ha aHrnoteH3uH 1l cnanar 00 3 aAHH A0 H3XOOHHTE
CTOHUHOCTH.

W nocapTaH, U HErOBUAT OCHOBSH AKTHBEH METACOIHT HMAT MHOrO MO-TOAM aduuureT KbM AT, —
peuenTopa, 0TKOIKOTO KbM AT)-peuentopa. AkruBHusT metadonut € 10- 10 40- NbTH NO-aKTHREH OT
NOCAPTaH 10 CHJIA HA Ta3H OCHOBA.

B eqHo npoyuBade, CNEUHATHO MpeJHA3HAYeHO 34 OLEHKA HAa YeCTOTaTa Ha KalllydLa Npy NMauueHTH,
JIEKYBaHH C IOCAPTaH, B CPaBHEHHE C NMALMEHTHTE, NeKyBaHH ¢ ACE HHXHOHTOpH, YecTOoTaTa Ha
KALLIHLIATA, OTYETEHA OT MNALMEHTHTE, MOY4YaBall({ JIOCAPTAH WIH XHAPOXJIOPOTHA3HA € oa00Ha U €
3HAYUTENHO MO-MAJIKa, OTKOJIKOTO MPH nalueHTuTe, Jekypann ¢ ACE unxuburop. B nonbnnenue,
NO-UAJIOCTEH aHanu3 Ha 16 QBOlHO-CAeNH KNUHUYHK [IpoyysaHus IpH 4 131 mauneHTH, yecToTaTa Ha
CNOHTAHHH CHOOUIEHUs 33 KALILTHLA NPH MAIUEHTH, JIEKYBaHH ¢ JocapTas € nogooHa (3,1%) c tasu Ha
NALMEHTHUTE, NEKYBaHU ¢ niauebo (2,6%) unH xuapoxnopothazun (4,1 %), nokato uecrorara ¢ ACE
HHXHOuTOPH e Ouna 8,8%.

ITpu xuneprounum 6e3 nHabeT ¢ NPOTeHHYPUS, MPHAMKEHUETO HA JIOCAPTAH KATHH 3HAUNUTC/THO
HaMa/1Ba MPOTEUHYPHATA, YACTHYHATA eKCKpeLts Ha anOymuH v [gG. JlocapTaH 3ana3ea CKOpocTTa
Ha rJIOMEPYJIHA QUITpaLds U HaMansaBa GunTprapaHarta ¢pakumsa. Karo 1sano, jocapTaH BOAH JO
HaMalABaHE HA MHMKOYHATA KHUCEeNHHA B cepyMa (obukHoBeHO <(0,4 mg/dl), KoeTo € NOCTOAHHO NMpH
XPOHHYHO JISHEHHE.

JlocapraH HAMA €eKT BLPXY aBTOHOMHHTE PeIEKCH H HAMA NPOABDKUATENEH ePEKT BhpPXY
IJIA3MEHUS HOpPENMHHedpPHH.

[Tpu NAUUEHTH C SI9BO KaMepHa HEAOCTATBYHOCT, 031 OT 25-mg u 50-mg gocapTaH BOAAT A0
[IO3HTHBHH XEMOJAHHAMHYHH H HEBPOXOPMOHATHH €(EKTH, XapaKTEPU3HPALIH C¢ C MOBUILABaHE HA
ChPACYHHUS HHIEKC Y HAMATABAHE HA BKIIMHEHOTO He10ApoOHO KanHiIspHO HAIIraHe, CHCTEMHATa
ChAOBA PE3UCTEHTHOCT, CPEAHOTO CHCTEMHO apTEPHAJTHO HANATAHE H ChpAeYHATa YeCTOTa U
CHOTBETHO HaMalleHHe Ha ITMPKY/IMpALldTe HHBA HA AN0CTEPOH U HOPETIHHEPpHH. [lodBaTa Ha
XMIIOTOHHA MPH TE3H MALKEHTH CBC ChPASYHA HETOCTATHYHOCT € A030-3aBHCHMA.

XHINEPTOHHYHH H3MHTBAHUSA

[Tpu KOHTPONUPAHHU KNHHUYHY M3MKTBAHUS BbPXY MAIMEHTH ¢ JIEKA A0 cpeaHa eCeHIHAJIHA
XMIIEPTOHHUSA, [IPHIAraHeTO Ha JIOCapTaH €4HMH ITbT AHEBHO, € NPEAH3BHKAIO CTATHCTUYECKH 3HAYHMO
NOHIWKEHHE HAa CUCTOJIMYHOTO H AHACTOJIMUHOTO KPbBHO HAJNIAraHe. Mi3MepBaHHATA HA KPLBHOTO
HanAraHe 24-vyaca cjiell 4o3dpaHe OTHECEHO KbM 5-6 yaca cnel 03aTa MoKa3sa OTHOCHTEHO IUIaBHA
peayKLUHA Ha KPbBHOTO HAJIAraHE 3a NEPHOA OT 24 yaca; €CTECTBCHUTE AHCBHH PHTMH C¢ 3anas3gart.
PenyKUMATA HA KPLBHOTO HAJArAHE KbM Kpas HA 7103081 MHTepsan € 6una npubausureado 70-80 %
oT edreKTa, HabmogasaK 5-6 yaca ciaea NpuIaraHe Ha 703aTta.

CI]H]J&HCTO Ha JJoCapTaH, iipH XHIMCPTOHUYHH NALUHCHTH, HE € BOACIIO A0 PA3KO BL3CTAHOBABA

JlocapTtaH e eqHakeo ¢(heKTHBEH 3a MBXKE M XKECHH, 3a MO-MiIaaH (Mo 65 roaHHH) K# 1
XHIIEPTOHHLIH.




Hanuteane LIFE

Hanureaneto Losartan Intervention For Endpoint reduction in hypertension (LIFE) e panaomusiipato,
TPOMHO-CIIATIO, AKTHBHO KOHTPOJIHMPAHO Npoy4YBaHe mpu 9193 XunepToHULM Ha BL3pacT MEXKAY 55 H
80 roaunu ¢ EKI'-nokyMenTHpaHa nagokamepHa xuneprpodua. [lauueHTuTe ce paHI0MH3MPAT 1a
MOYYaBAT BEJIHBK JHEBHO jiocapTad 5 WK BeIHEK NHeBHO aTteHosioN S0 mg. AKO KelaHoTO
KpbBHO HansraHe (< 140/90 mmHg) He e 6uno nocTurHaro, MbLPBO € NPHOaBsiH XHAPOXAOPOTHAIHA
(12,5 mg) v npH Hy»*na Cnex TORA € YBENUUABAHA J03aTa Ha IOCAPTan Wik arenonon Ha 100 mg
BEJHBK AHEBHO. JIONBIHHATENHO AaHTHXMIEPTEH3UBHO JIEKAPCTBO, C H3kioueHHe Ha ACE uHxHOHTOp,
aHruoTeH3HH Il aHTaroHucTn Wi DeTa-0a0Kkep € 100aBEHO KbM ABETE MPYMH, 3a Aa €& NMNOCTUTHE
JKEJIAHOTO CPABHUMO MOHWKESHHUE HA KPBBHOTO HAJMITAHE MEXKIY TPYIIHTE.

CpeaHaTa NpoIb/KHTEHOCT Ha npocneansaHe ¢ 4,8 ronuHu.

[ThpBHYeH KpaeH NokasaTen 3d MPOYYBAHETO € OHIT ChCTABHHAT OT KapJAHOBACcKyJiapHaTa
3a00J1eBAEMOCT ¥ CMBPTHOCT, KOETO CE€ H3MEPRA YPE3 MOHKDKABAHE HA 001IATA YECTOTA HA HACTBIBAHE
Ha ChP/ACYHOCHAOBA CMBPT, HHCYIT H MHOKapAeH HH(papKT. KpbBHOTO HA/TATAHE € 3HAYHTEITHO
HAMaJIEHO A0 CXOAHH HWBA B JBETE IPynu.

JleyenueTo ¢ nocapTtaH BoAW AC NOHWXaBaHe Ha pucka ¢ 13,0 % (p=0,021, 95 % nosepuTeneH
nHTepsan (0,77-0,98) cpamo aTeHOIOM 3a MALKMEHTH, NPH KOUTO HACTBIIBA CHOMTHE, BKJIIOYCHO B
MTbPBHYHHA CbCTABEH KpaeH rnokasaren. Topa ce obACHABa Hal-BeUe ¢ HAMAJIEHWE YecTOoTara Ha
UHCYIIT. JIeYeHHETO ¢ JIocapTaH HAMAJIsIBA PUCKA OT HHCYIIT ¢ 25 % cnpamo atexonon (p=0,001 95 %
nosepureneH Harepean 0,63-0,89). Hupara Ha Cbhbpae9HOCHA0BA CMBPT U MHOKApASH HH(APKT HE CC
pa3/iuyaBaT B JICKYBAHHTE IPYIIH.

HeofiHo 6a0KHpaHe Ha PeHHH-AHTHOTEHIHH-AA0CTEPOHOBAaTa crcTema (RAAS)
JlBe ronemu panaomusupany KoHTponupanu npoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril global Endpoint Trial - Texymo r;106anH0O H3NUTBaHE 3a
KpaiHH TOYKH Ha TEIMMCAPTaH, CAMOCTOATENHO U B koMOuHarus ¢ pamunpui) H VA NEPHRON-D
(KstHHMYHO mpoyuBaKe CBLP3aHO C pa3BUTHE Ha HedponaTHa npu auadeT, MPOBEACHO OT
MUHHCTEPCTBO 110 BLAPOCHTE HA BETEpaHMTE) — Npoy4BaT ynoTpebarta Ha komOuHauuaTa ot ACE
UHXHUOHUTOp U aHrHoTeH3uH [I-peuentopen diokep.

ONTARGET e npoyusane, npoBeaeHO MpH NALMEHTH C aHAMHE3a 3a ChPASYHOCHAOBA WIH
MO3bYHOCBAOBA OOMECT, HNH 3axapeH AuadeT THN 2, NPHADPYKEHH ¢ JaHHH 3a YBPE)KIAHE Ha
edekTopru opranu. VA NEPHRON-D e npoyugaHe npH nauMeHTH ¢bC 3axapeH AHader THn 2 W
auaberHa HedponaTHs.

Tesu npoyuBaH#d He MOKa3BaT 3HAYMM OnaronpuaTeH edekT BbpXy Ob0pedHUTe H/nnu
CBPACYHOCHAOBHTE MOCIEANUH H CMbPTHOCT, KATO ChLIEBPEMEHHO ca HAOII01aBaHH MOBHIIEH PHCK
OT XHIIEPKAIHEMUA, OCTPO YBpEKAaHe Ha OBOperdTe W/ WIH XUINIOTOHHS B CPABHEHHE C
MOHoTepanusaTa. Karo ce umart npeaBHa CXOAHHTE UM papMaKkOAMHAMMYHH CBOHCTBA, TE3H pe3y/ITaTH
ca MpuaokKHMu u 3a apyrd ACE HHXHOHTOPH K aHrHoTeHsuH [I-peuentopHH Oi10KepH.

ACE uHxu6Gutopu H anruotensdH [1-peuentopHu 610KkepH clie1oBaTenHO He TpsAOBa Aa ce W30/ 13BaT
€NHOBPEMEHHO NpPH NauueHT ¢ JUabeTHA HehponaTHs.

ALTITUDE (KixHHYHO MpoyuBaHe NPOBEAEHO ¢ ATHCKUPEH IPH MaLMEHTH ChC 3aXapeH auaber Tyn
2 ¢ M3MOA3BAHE HA CHPAEHHOCHAOBH H OBOpeuHHM 3a0019BaHNA KaTO KPaiftHH TOYKH) € NPOYyYBaHe,
peHa3HaueHo /1a U3C/IeBa M0J13aTa OT A00aBAHETO HA ATMCKHUPEH KbM cTaHaapTHa Tepanus ¢ ACE
MHXUOUTOP Wik aHrHoTeH3uH [[-peuentope 610Kep MpH NAUMEHTH ChC 3aXapeH AuabeT Tuil 2 1
XPOHHUHO OBOpeuHo 3a6omBaHe, ChPACUYHOCHA0BO 3a0onaBane wad H agere. [IpoyusaHeTo €
MPEKPATEHO MPEXIAEBPEMEHHO MOPAIH MOBHILIEH PUCK OT HeGiaronpuaTHH nocaeauuu. Kakro
CbpPACHHOCHAOBATA CMBPT, TAKa U HHCYATHT €a NO-4€CTH B rPynaTa Ha a/IHCKUPEH, OTKOJIKOTO B
rpynara sa nnauedo, a npeAcTasaBaLIMTS MHTEPEC HEeXKe1aHU ChbOUTHA W CEPHO3HH HEXena

Ha ATMCKHPEH, OTKOJIKOTO B IpyriaTa Ha rnauedo.

XHIPOXAOPOTHA3H/I




XHApPOXNOPOTHUA3H]L € THAZHIEH AMYPETHK. MEXaHH3MBT Ha aHTUXUIEPTEH3UBHHSA eEKT Ha
THA3UAHHTE AUYPETHLIM HE € HANBIIHO W3BecTeH. THa3HIUTE AEHCTBAT BLPXY PEHAIHUA TyOyneH
MEXAHHU3bM Ha eEKTPOAMTHATA peabcopOLUA KATO MTOBHILABA IUPEKTHO EKCKPELIMATA HA HATPHH H
XJ10p B NPUONH3UTETHO €KBHBANEHTHH KOMMUecTBa. JypeTHUHOTO AEHCTBHE HA XHIPOXIIOPOTHA3HA
HaMasfBa njiasMeHusa odbeM, NOBMILARA [1J1A3MEHATA PEHUHOBA AKTHBHOCT H MOBUILABA CEKPELMATA Ha
anIoCTEPOH C MOC/IEABALLIO IIOBHIIIABAHE HA KAllMA B ypHHATA M 3arybara Ha OukapboHaTH 1
HaMasiBaHe HAa CEPYMHMA Kainil. PeHHH-anIoCTepoHOBATa BPH3KA €€ MEAHHpa OT aHrHOTeH3HH 1l 1
3aTOBA €{HOBPEMEHHOTO MPHIOKEHHE HA AaHTHOTEH3UH 11 pelenTopeH aHTaroHyCT NoKasea
TEHACHUMA KbM HAMaisBaHe Ha 3arydara Ha Kajlui, CBbP3aHa ¢ THA3UIHHTE JHYPECTHIH.

Cnen nepopanHa 103a, [dype3aTa 3anousa Ao 2 yaca, JOCTHra MHKOBO HUBO CIE OKOJIO 4 yaca u
MPOAB/IXKAaBa 0KOJ0 6 10 12 yaca, aHTHXHIEPTEH3UBHHUAT eeKT Npoab/LkaBa 10 24 vaca.

HemenaHomeH PaK Hd KOXKaTa
B1b3 0CHOBA HA HANHYHMTE AdaHHH OT CIMUACMHONOINHYHH NMpOYYBAHHA € Ha0N:0A2BaHA 3aBHCHMA OT

KyMyJlaTHBHaTa 1033 Bpb3ka Mexky XXT3 u HMPK. EaHo npoyuBaHe BK/IOUBa NOmylaLus,
cveroswa ce o1 71 533 cnyuaun na BKK u 8 629 cayuau na CKK, u nomynauus ot cbotseTHO | 430
833 u 172 462 noaxoasuy KoHTponu. Bucokara ynorpeba Ha XX T3 (kymynarusHo >50 000 mg) e
cBBbp3aHa ¢ kopurupad OR 1,29 (95% JU: 1,23-1,35) 3a BKK u 3,98 (95% IH: 3,68-4,31) 3a CKK.
HabnromaBaHa e scHa Bpb3ka KyMynaTuBHa g03a-oTroeop kakto 3a BKK, Taka 4 3a CKK. Ipyro
Npoy4BaHe MOKa3Ba Bb3MOXHA Bpb3ka Mexay paka Ha yeTHUTe (CKK) v excrmosHuuaTa na XXT3: 3a
633 cay4ad Ha pak Ha ycTHUTE € noabGpaHa nomynauus oT 63 067 noaxeJduH KOHTPOJIH, KaTo C¢
M3I1I0JI3Ba CTPATErHs 3a B3eMaHE Ha MpolHU, onpeaeneHa otT pucka. JIeMOHCTpHpaHa € Bpb3ka
KyMYJIATHBHA 103a-0Troeop ¢ kopurupan OR 2,1 (95% JIU: 1,7-2,6), napactsail no OR 3,9 (3,0-4,9)
3a BUcoka ynotpeda (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hali-Biucokara KyMynaTHBHa 103a (~ 100
000 mg) (Bxk. cbilO Touka 4.4).

5.2 @apmMakOKHHEeTHYHH CBOIHCTBA

AGcopOums

Jocapman

Cnen nepopaiHOTO NPUIICKEHHE, JTocapTaH ce abcopOHpa Kodpe U NpeTbprniBa MeTabONH3BM MPH
NBPBOTO NPEMUHABAHE KaTO (POpPMHpaA MbPBOHAYANEH aKTHBEH KapOOKCHIEH MeTabOMNHT - B ApYyTH
HeaKTHBHH MeTaboauTH. CucTeMHAaTa OHOHATHYHOCT Ha TabaeTKHTE JIOCApTaH € MpHOIU3UTENHO 33
%. CpeaHaTa MMKOBa KOHLEHTpALMs HA JIOCAPTAH H AKTUBHHA My METaDOMUT ¢€ NOCTHTA, ChOTBETHO,
3a 1 wac u 3a 3-4 yaca, KnuHuvHO 3HauuM eekT BbpXy MpoQHIa Ha MIa3MEHHTS KOHIEHTPALWK Ha
JIOCApTaH He C€ € MOAYYHI MPH MpUlaraHe Ha CTaHAAPTHU3HPAHH XPaHH.

PaznpeacneHue

Jocapman

Kakro nocapraH, Taka U akTUBHMAT My MeTaboIUT ca > 99 % CBBP3aHH C MNA3MEHUTE NIPOTEHHH,
ocobeno ¢ anbymMuHuTe. O0eMBT Ha pasnpeAciacHHE Ha nocapTad € 34 autpa. MicaeaBanus BbPXY
MIBLXOBE MOKA3BaT, ye JocapTaH TPYAHO MPEMHHABA KpbBHO-MO3YbUHATA DapHepa, ako BHOOLIE A
NpPEMUHABA.

Xuopoxaopomuazuo
XuapoxJiopoTHa3Wa NpeMHHaBa MUIAUeHTApHATa, HO HE H KPbBHO-MO3b4HaTa OapHepa U ce OTAE/s B

MAaW4YHHOTO MJIAKO.

Buorpanchopmaiiuns

HHocapmar
Oxkono 14 % ot HHTPaBeHO3HO WJIH NEPOPATHO- NPUIOKEHATA 1032 JIOCAPTAH, C€ I
akTUBEH MeTabonut. Cnen NepopaiHOTO WK MHTPAaBEHO3HOTO npyiarane Ha 14C-



NIoCapTaH Kajini, LHPKYJIMpaliaTa nia3MeHa paagHOaKTUBHOCT CE& IB/DKH Ha 10CapTaH U aKTUBHHS MY
MeTaboMMT. MUHUMAITHO KOHBEPTHPAHE HA JI0CAPTAH A0 aKTHBHHA MYy MeTabonHT ce Habmoaasa nNpu
eIMH MPOLEHT OT H3CASABAHHTE NalHEHTH.

OcBeH akTUBHMA MeTaboNHT, ce GopMHPAT H HEAKTHBHW MeTaDONIMTH, OT KOMTO /1Ba ¢€ POpMHpar
ype3 XMIPOKCHITHpaHe Ha OyTHIIOBATA CTPAHUYHA BEPHUIra U €IMH BTOPOCTENEHEH META0OIHT - N-2

TETPA30)1 ITIIOKOPOHHA.

EaumuHupane

Hocapman

[Tna3sMeHHAT KIMPBHC HA TOCApTaH ¥ aKTHBHHA MY MeTaboJIHT € ChOTBETHO 0k010 600 mL/min u 50
mL/min, pecriekTdBHO. bbOpeyHHAT KINPbHC Ha JI0CApTaH M AKTHUBHHA MY META0O/IHT € ChOTBETHO
oko0 74 mL/min u 26 mL/min, pecnexktusno. KoraTo focapraH ce npuiara opajiHo, okono 4% ot
N03aTa ce OTAC/A HEMPOMEHeHa B ypyHarTa, a 6 % ot mo3ara ce OTAeNs KaTo akTHBEH METa00HT.
dapMakOKHHETHKATA HA JIOCAPTAH H aKTURHUSA My MeTabOIUT ¢a IMHEHHH NpH NEPOPATIHH A03H
nocaptaH kanuit 1o 200 mg.

Crien nepopajiHO IPUIOKEHHE, IUIA3MEHHTE KOHLEHTPALIMH HA JIOCAPTaH H @KTUBHUS MY METAaDOJIHT
HAMAaNAaBAT NOJHECKCTIOHCHLMATHO KATO KPAHHHUAT MOIYKHBOT € ChOTBETHO OKOJIO

2 yaca W 6-9 uaca. Huro nocapraH, HUTO aKTHBHHAT My METAOCTHT KYMYJIHpAT 3HAYHTE/IHO B
nnasmara o Bpeme Ha Tpetupade ¢ 1034 ot 100 mg eadH meT JHEBHO.

32 eNNMMHHMPAHETO HA I0CAPTAH AOMPHHACAT, KAKTO XJTHYHATA, TaKa H YPHUHHATA ekckpeuua. Cren
nepopasina 103a ot 14C-Mapkupan nocapTaH rMpy 4OBeKa, e OTKpHBa OKoJIo 35 % ot
pPaAHOAKTUBHOCTTA B YPHHaTa H 58 % B U3NMpaKHEHHSTA.

Xuopoxiopomuazuo
XHOpoXAOpPOTHA3HI HE ce MeTaDOJIH3HPa, HO ce eMMMUHEpA Obp30 upe3 ObOpewuTe. [1pu
HaOnioaaBaHe Ha IUTA3MEHWTE HUBA, Hali-MalIko 3a 24 yaca, ce 3a0enn3Ba, Ye MasMeHHAT NOJLYKHBOT

Bapupa Mexny 5,6 v 14,8 waca. Hali-manko 61 % oT nepopanHarta ao3a ¢€ eUMHHHPA HEMPOMEHCHA
A0 24 vaca.

XapaKTepHCTHKH HA NALMEHTUTE

Hocapman-xuopoxiopomuazuc

I1py N0-BB3PaCcTHH XHIIEPTOHHULIH, TTA3MEHHTE KOHUEHTPALHH Ha TOCAPTAH H AKTHBHHA MY
MeTa00MUT, H abCOPOLMATA Ha XHAPOXJIOPOTHA3HA HE Cce pa3iMyaBaT 3HAYHTEJIHO OT TE3M MPH NO-
MIaJUTE XUMEPTOHULIA.

Jocapman

Crnen nepopasHO NPUNOKEHHE NP TIALMEHTH C JIEKA A0 CPEIHa aJIKOXONHA [IMp03a Ha YePHHA Ipoo,
NJ1a3MEHUTE KOHLIEHTPALIMH Ha 10CApTaH ¥ AKTHBHUA MY METa0OIUT €4, ChOTBETHO, 3 MBTH K 1,7 MBTH
NO-BHUCOKHU OT HAOMIOJABAHUTE TIPUA MJAIH MBKE - JOOPOBOJILIH.

DapMaKOKHHETHUHHUTE Mpoy4BaHua nokaspar, ye AUC Ha siocapTaH NpH 31paBd MBKE OT ANOHCKH H
HEAMOHCKH NPOM3X0, He ca pasnuuuud, Bunpeku Tosa, AUC Ha meTabonvra Ha kapOOKCHTHATa
kucennna (E-3174) aBHo ce oTiiuapa MexKay ABETE rpynu, ¢ APHOAU3UTENHO 1,5 MLTH NO-BHCOKA
CKCMO3HLHA NPH MALHUEHTH OT ANOHCKH NPUXO/, B CPABHEHHE C TE€3H C HEANIOHCKH ITPOH3XOA.
KJIMHHUHOTO 3HAYEHHE HA TE3K PE3YATATH HE € U3BECTHO.

Huro nocaprad, HATO aKTHBHHAT My MeTabONUT MOraT aa ObAaT OTCTPAHESHH Hpe3

5.3 IlpeakJIHHHYHH AAHHH 3a Oe30NaACHOCT




[Ipe A/ IMHUYHHTE AAHHH OT KOHBEHLIHOHAITHH TIPOY4YBaAHUA — (PapMaKONOrHYHH H Nr€HOTOKCHYHH, HE
Pa3KpHUBAT MOTEHUMATHH PHCKOBE MPH JeYeHHE HA XOpa. TOKCHUHHAT MOTEHUHATT HA KOMOHHALMATA
JTOCAPTAH/XUAPOXJIOPOTHA3HE C€ OLIEHABA B NPOYYBAHUA 332 XPOHUYHA TOKCUYHOCT ¢

NPOABIKHUTETHOCT JO LECT MECELa NPH IBX0OBE H KyUeTa, ¢1€1 OpalHO NPUI0KEHUE, a
HabnoqaBaHyTe MPOMEHU B TE3d MPOYUYBAHUA ¢ MPHJaraHe Ha KOMOUHALHKA ¢a rMaBHO NPYHYMHEHH OT
JIOCAPTaHa KaTo KoMMoHeHT. [Ipuiaradero Ha KOMOHHALMATA NOCAPTAH/XUAPOXNOPOTHAZU
NpeaU3BUKBA MOHIXECHHE HA IAPAMETPUTE HA YEPBEHHTE KPBBHH KINETKH (€PHTPOLMTH, XEMOMTOOHH,
XeMaTOKPHUT) H MOBHINABAHE HA ypesa-N B cepyMa, IOHIKABAHE HA TEMNIOTO Ha ChpueTo (Oe3
XUCTOJIOTHYHO ChOTBETCTBHE) H CTOMALIHO-YPEBHH NMPOMEHH (JIE3WH 110 JIMraBHLIATA, I3BH, €PO3HM,
KpbBOMIUBH). HAMa naHHuM 33 TepaTOreHHOCT NPH ILTbXOBE WK 3aii11, TPETHPaHH ¢ KOMOHHAUHATA
IOCapTaH/XUApPOXNOopoTHa3Ha. TOKCHYHOCT 3a IT0Ja, M3pa3aBalla ce B JIEKO IOBUIIEHHE Ha Opos Ha
pebpara B nokoneHue F1 ce Habnronaea, Korato KeHCKHTE ¢€ TPETHPAT Npey v 10 BpeEME Ha
recTallMOHHMA nepHoA. KakTo ce HaGnoaasa B Npoy4YBaHHUS CaMo C JI0capTaH, CTPAHUYHH €EKTH 3a
U102 H HOBOPOIEHHUTE, BKIIIOUHTEHO ObOpeYHa TOKCHYHOCT H CMBPT HA 1014, Ce HaOdmo1asar,
Koratc OpeMeHHHU MABXOBE ¢& TPETUPAT ¢ KOMOMHALMATA JIocapTaH/XHAPOXJIOPOTHA3H B KbCHHS
reCTalMOHEH NEPHO W/ HITH TIpe3 JIAKTAL[HOHHHSA TIEPHOL.

6 PAPMANEBTHYHU JAHHHA

6.1 CoHcEK HA NOMOUIMHTE BellleCTBA

SAapo Ha Tabnerkara:

LlapeBHUHO HHLIECTE, NpeXENaTHHAZHPAHO
Llesynosa, MHKPOKpHCTATHA

JlakTo3a MOHOXHApPAT

Maruesues cTeapar

DUIMOBO IOKPUTHE:
Xurpomenosa

Makporon 4000

Tank

Turanos anokcua (E171)
6.2 HecbBMecTHMOCTH
Henpunoxumo

6.3 Cpok HA rogaOCT

5 roaHH"

HDPE onarxoexa za mabaemxu

Crea mepBO OTBapAHE Ha MOJHETHACHOBATA ONIAKOBKA MPOAYKTHT TpAOBA 11a Obie M3MON3BaH B
pamiute Ha 100 qum,

6.4 Crpennaanyg yci0BHS HA CHXPAHEHHE

Ha ce cpxpanaBa moa 30°C.
Ja ce CbXpaHsABa B OpUrHHANIHATA ONAKOBKA, 3& [a Ce MNpe/nas3y OT Biara.

6.5 lanHu 32 onaKoBKATA

bauctep (PVC/PVDC//Al:
7, 10, 14, 20, 28, 30, 50, 56, 60, 84, 90,98 v 112 dunmupaHu TabIETKH, B KAPTOHE




[lonnerunenosa (HDPE, 6sana) onakoBka 3a Tabnerku ¢ nosaunponuieHosa (PP, 0s1a), 3aldreHa ot
oTBapsHe Kanayka Ha BMHT: 100 ¢punMupaHu TabneTKy, B KAPTOHEHA KYTHS.

He BcHukH BMAOBE ONMakoBKH mMorar ja ObJaT nycHaTH Ha nasapa.
6.6 CrnennajHH npeaNnasHH MEPKH NPH H3XBbPJsiHe

Hama cneuuaiHu U3UCKBaAHHUA.
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