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1. UME HA JIEKAPCTBEHUS ITPOAYKT AU F

17 -07- 07

Jlopucta H 50 mg/12,5 mg ¢puamupanu tadieTku
Lorista H 50 mg/12.5 mg film-coated tablets G S F

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika Jlopucta H 50 mg/12,5 mg punamupana tadnerka coabpka 50 mg siocapran kanui (losartan
potassium) v 12,5 mg xuapoxsaopotuasua (hydrochlorothiazide).

[IOMOLLIHO BELILECTBO C U3BECTHO JIEMCTBHUE:
Lorista H 50 mg/12,5 mg
NaKTo3a 59,98 mg

3a MbJIHUS CIMTUCHK HA MOMOILIIHUTE BELIECTBA BUKTE Touka 6. 1.

3. JJEKAPCTBEHA ®OPMA

dbuimMupaHa TadiaerTka
Jlopucta H 50 mg/12,5 mg ¢puamupanmn tabneTku: *KbiaTH, OBAJTHH, JIEKO IBOHHHU3NMbKHAIN TADJIETKH C

JIe/INTE/IHA YepTa OT e/lHaTa CTpaHa.
JlenuTenHaTta yepTa He € npeJHa3HayeHa 3a cuyrneaHe Ha TabjieTkara.

4. KJIUHUYHHU JAHHHU
4.1 TepaneBTHYHH HHAHKAIHH

Jlopucra H e nokasaH 3a ne4yeHue Ha eCeHUHa/IHA XUMNEPTOHHUSA NMPH NALMEHTH, YHETO KPbBHO
HaJIiraHe He € 3a10BOJIMTE/IHO KOHTPOJIUPAHO C JIOCAPTaH WK XUAPOXJIOPOTHA3H/L CAMOCTOATEIIHO.

4.2 J103HpOBKA H HAYHH HA NMPHJIOKEHHE

J1lo3upoBKa

XHIEPTOHHUSA

KoMOuHauusTa 1ocaptad U XHAPOXJIOPOTHA3H/ HE € NMpeHa3HavyeHa 3a HayajlHa Teparius, a € 3a
MAaLHUEHTH, YHETO KPBbBHO HAJIATaHE HE € a/IEKBATHO KOHTPOJIMPAHO OT MOHOTEpanus ¢ jocapraH
KaJIUH WK XUAPOXJIOPOTHA3U.

[IpenopbuBa ce TUTpUpaHE Ha N03aTa HA OTACJIHUTE KOMITOHEHTH (J1ocapTaH U XHAPOXJIOpOTHA3HK).
Korato € KJIMHU4YHO NOAXOAALLO, MOXKE J1a C€ OOMUCIIH JIMPEKTHA NMPOMSAHA OT MOHOTEpAIus KbM
dbUKCHUpaHa KOMOUMHALMSA MPH MALKUEHTH, YHETO KPbBHO HAISITAHE HE € JOCTATbYHO KOHTPOJIMPAHO.

Ob6uuaiiHaTa noaabpikalla 103a JocapraH/XuapoxJjopotvasui € eaHa tadaerka Jlopucra H (Jiocapran
50 mg/ xuapoxsioporuasua 12,5 mg) BeIHbXK AHEBHO. 3a MAaLUKMEHTH, KOUTO HE OTrOBapAT aJl€KBaTHO
Ha JlopucTta H, no3upoBkara MOke J1a ce rnoBuilM Ha eaHa tadserka Jlopucra HD (s1iocapran

100 mg/xuapoxsioporrasua 25 mg) BEAHBK JAHEBHO.

Makcumannara n1o3a e eaHa rtadnerka Jlopucra HD Beanbxk aHeBHo. KaTo usino
AHTUXHINEPTEH3UBHHUAT €(EKT Ce MOCTHIra B PAMKHTE Ha TPH /10 YETHPH CEIMHULIK OT 3an
neuenueto. Jlopucra HD (nocapran 100 mg/xuapoxnopuriazua 25 mg) € noaxoaii
TuTpupana a03a 10 100 mg Jlopucra, KOUTO c€ HYKAAAT OT AOMbIHUTENEH KOHTPOJI
HaJsiraHe.




Ynorpeba npu naureHTH ¢ 6v0peyHa HEAOCTATHYHOCT U NALIMEHTH Ha XEMOAHATH3A

He ¢ HeoOxoaMMa npoMaHAa HA HAYaTHATA 2034 NPH NaLKMEHTH C Neka 6bOpeuHa HeZOCTaTBEYHOCT (T.€.
KpeaTHHHHOB KAupbHC 30-50 ml/min). Tabnerkure nocapraH 1 XHAPOXNOPOTHA3HA HE CE
MpenopbL4YBaT NpH NAaUMEHTH Ha xemoaHanu3a. TabneTkuTe nocapran/XuapoxaopoTHazua He Tpabea
1A c€ W3MON3BaT NPH NALMEHTH ¢ TexkKa ObOpeuHa HEAOCTATBYHOCT (T.€. KPEaTHHHHOB KIIHPBHC <

30 ml/min) (Bx. Touka 4.3).

Ynorpeba npy nayHeHTH ¢ HaMaJIeH UHTPABACKYNApeH 0bem
Hamanenuero Ha obeMa u/unu H34EprNBaHETO HA HATPHUA TPADBA 1A C¢ KOPUrHpaT nNpeau
NPUNOXKEHUETO Ha TabaeTku nocapran/ XuApPOXNopoTHA3KA.

Ynorpeba npu nauueHTH ¢ 4epHOAPOOHO YBpex/1aHe
Jlocapran/ XMAPOXJI0POTHA3KA HE CE€ MPENOPbYBA NPH MALHEHTH C TEKKO YePHOAPOOHO yBpeKAaHE
(Bxk. TOuKka 4.3).

Ynotpeba npu cTapuecka Bb3pacT
O6ukHOBEHO He € HeoOXx0aKMMa NPOMAHA Ha NO3WPOBKATA MNPH MALMEHTH B CTap4eCcKa Bb3pacT.

[leauaTpuuda nomyaayus
HamMa onMT OT KNUHHWYHH H3NHTBaAHHUA ¢ Aeua v oHOWH (< 18 roandm). ChenoBarenHo

nocapTaH/XHApOXJIOpoTHa3uA He TpsbBa Aa ce npunara rnpu Aela U KOHOLLH.

HauynH Ha OPUHAOKEHHE

Jlopucra H moxe na ce npunara ¢ Apyru aHTUXHUMEPTEHIUBHH cpeacTsa (B, TOYKH 4.3,4.4,4.5 1
5.1).

Jlopucrta H Tpabea na ce npyema ¢ yama BoJja.

Jlopucta H moxe pa ce npunara cue HiK 6e3 xpaHa.

4.3 IIporasonmoxkasanus

-  CBpPBbXUYBCTBHUTEAHOCT KBbM fIOCAPTAH, KbM BELLECTBA, IPOU3BOAHU HA cypoHaMuauTe (KaTo
XHAPOXJIOPOTHA3NA) MK KbM KOETO H 1A € OT NOMOLUHMTE BeLecTBa, H30poeHH B Touka 6.1;

-  TepaneBTHUHO PE3UCTEHTHA XUNOKATHEMHS HIH XUIIEPKATILEMHS,

- Texko yepHoapoOHO HapywieHHe; XonecTa3a M OUTHApHH OOCTPYKTUBHH HapyUIEHHA;

- PedpaxrepHa xunoHaTpuemns;

- CumMnToMaTHYHA XHNEPYPHKEMHA/TIoAArpa;

- 27y 3™ TpumMecTbp Ha OpeMeHHOCTTA (BXK. TOUKH 4.4 U 4.6);

- Texko 6bOpeuHO HapylLueHue (Hanp. KPEaTHHHHOB KIMPBHC < 30 ml/min);

- AHypus;

-  ExnoBpemeHHaTa ynotpeba Ha Jlopuctra H ¢ anuckupeH-cbaAbpxKaLIM MPOAYKTH €
MPOTHRONOKA3aHa APH NALMEHTU CbC 3axapeH avaber unu 616peuno yspexaane (GFR <
60 ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).

4.4 ChnenEajlHH NpeaynpexIcHHUA H NPEeANAIHA MEPKH NpH ynorpeda

JlocapraH

Ancuoeoem
IlauneHTH c aHAMHE3a 3a aHrHoeaeM (rNoAyBaHe Ha NTMUETO, YCTHUTE, MbPJIOTO W/HAU €3rKa) Tpabea
Aa 6baar BHuMarenHo HabaoaaBaHy (BXx. Todka 4.8).

Xunomonus ¥ HaMAaleHue Ha UHMPABACKYAAPHUA 00eM
Moke na ce NoABM CUMITTOMATHYHA XHMTIOTOHMUA, OCODEHO cnea nbpBaTa A03a, NPy NaUye
HMaT HaMaJjieH 00eM W/HJH HATPHIA OT JIEYEHHE C MOLLHH AWYPETHUH, OFPaHHYE€Ha Ha CO
nHapya WiM noBpbluaHe. TakuBa CbeTOAHUSA TpAOBA N1a c€ KOPHUrHpaT Npeau NpUJIoKeH



TabneTkuTe nocapTan/ XMapoXaopoTHasua (Bx. Touku 4.2. u 4.3.).

Eaexmponumen oucbaranc

EnexkrponnTHuTe AcOanaHcH ca 4ECTH NpH NauMeHTH ¢ 0BbOpeyHH HapylleHHs, ¢ WK 0e3 aMabeT u
TpaOBa aa ce BHUMaBa. [lopaan TOBa CTOHHOCTHTE HA IU1a3MEHUTE KOHLEHTPALMHA HA KANHH U
KpeaTHHHHOBHSA KJIMPBHC TPAOBA na ObaaT HenpekbcHaTo HabIIoAaBaHH, OCOOEHO APH NALIUEHTH CbC
CbpAeuHa HEAOCTATHYHOCT U KpeaTHHHHOB KIUPBHC 30-50 ml/min.

EaHOBpEMEHHOTO NPHIIOKEHHE HA KATHH-CbXPAHABALLM AHYPETHLK, KATHEBH 100aBKH, KAnUi-
CbAbPXKALLKA 3aMECTUTEMHN HA CONTA WK APYTH IEKApCTBa, KOMTO MOTraT 1a NMOBHIUAT CEPYMHHA KAJTHH
(Hanp. NPOAYKTH, ChAbLPXKALUH TPHMETOMPHM) 3a€1HO € JI0CapTaH HE CE€ NPenopbyBa (BK. Touka 4.5).

Yepeocoane na ueproopobonama Gynxyus

Ha 6a3aTta Ha ¢papMakKOKMHETHYHH AAHHH, KOWTO MOKA3BAT 3HAYHTENHO MOBHLICHHE HA NAA3MEHHUTE
KOHLEHTPALKHX HA NocapTaH MpH NauydeHTH ¢ UMpo3a, JocapTad/ XHApOXNopoTHa3u TpadBea na ce
M3r101384 C NOBHLUIEHO BHHMAHHE NPH AALMEHTH ¢ aHAMHE3a 32 JIEKO A0 CPEeAHO YePHOAPOOHO
yBpexaaHe. Hama TepanesTHUeH ONUT 3a ynoTpedara Ha 10capTaH MpY NaLKEHTH ¢ TEXKKO
uepHoapoOHO yBpexaaHe. CreaopateiHo JocapTad/ XUAPOXJIOPOTHA3UA € NPOTHBOMOKA3aH MpH
MalMUEHTH C TEKKO HepHOAPOOHO yBpexaaHe (Bx. Touku 4.2, 4.3 n 5.2).

Yepexcoane na 6vbpeunama gpynryua.

CpoOuleHH ca npoMeHM B ObOpeuHaTa ¢pyHKLUMA, BKIKOYATENHO K OBLOpEeUHA HEAOCTATBYHOCT, KaTo
CNneCTBHE OT HHXHOHLMATA HA CUCTEMATA PEHUH-AHI'MOTEH3IUH-A1A0CTEPOH ( Hak-BeYe NP NALMEHTH,
yuaTO OLOpeuHa PYHKLMA 3aBUCH OT CUCTEMAaTa PpEHUH-aHMHOTEH3HH-ANIAOCTEPOH, KATO TAKKBA C
TEXKA ChpJACYHa HEOCTATBYHOCT WIIH NPEIBAPHTENHO ChLUECTBYBALIO OBbOpeyHO HApYLUECHKE).
[Tono6Ho Ha npyru fekapcTra, KOMTO MOBAXABAT CHCTEMATA PEHHH-AHTHOTEH3HH-A1A0CTEPOH €
CBHOOLLEHO NOBHILLIEHHE HA KPBBHATA YPeA U CEPYMHHA KPEATHHHH MPH NMaUMEHTH ¢ ABYCTPAHHA
CTEeHO3a Ha ObOpeyHaTa apTepHa WK CbhC CTEHO3a HA APTEPHATA HA €AUHCTBEH ObOpEK; Te3H NpoMeHH
Ha 6nOpeyHaTa pyHKUUA MOXKe Aa ca oOpaTUMU MPH NpexpaTABaHe Ha neyeHuero. Jlocapran Tpabea
[ia ce H3MoN3ea ¢ NOBUIIEHO BHUMAHKE NMPH NALUHEHTH C 1BYCTpPaHHA cTeHO3a Ha 6vbpeuHata aprepus
HJIM CBC CTEHO3a Ha apTepHaATa Ha eAHMHCTBEH O1LOpEK.

bvbpeuna mpancnaanmayus
HamMa onuT npyu nauMeHTH ¢ HeOTJaBHALIHA ObOpeyHa TpaHCIIaHTaUuA.

ITvpsuven xunepardocmeporuvM

[TlaumeHTH C MbPBHYEH XUNEPANAOCTEPOHUIBM OOUKHOBEHO HE OTIOBapAT HAa AHTUXUNEPTEH3UBHY
MEAMKAMEHTH, AcHCTBALLH YPE3 MOTHCKAHE HA PEHHH-AHMMOTEH3HH cHeTemara. [lopaau Toea
H3MON3BAHETO Ha TabAeTKH NocapTal/ XUAPOXAOPOTHA3H/ HE CE NPENOpPbUBA.

Kopounapro cvpoeuro 3abonseane u yepebposackyrapna borecm

KakTo npyu Bcekl aHTHXUMNEPTEH3IUBEH NPOAYKT, NPEKOMEPHOTO MOHIKEHHE Ha KPLBHOTO HalsiraHe
MpHU MNALMEHTH ¢ HCXEMHYHA CbPAEHHOCHA0BA DOMECT H MO3BUHOCHAOBA DONECT MOXKE 13 NMPHUHHU
HHPAPKT HA MHOKapHa UM UHCYJIT.

CvpOeurna nedocmamuvyHocm

[Ipy nanueHTH cbC ChpaevHa HEAOCTATBLUHOCT, ¢ HITH O€3 OBOpeUHO yBRpeXaaHE, ChLUECTBYBA — KAKTO
| NPH APYry IEKapcTsa ACHCTBALUM HA CUCTEMATA PEHHH-AHTHOTEH3UH PUCK OT TEXKKA aPTEPUATHA
XUIOTOHKUA K (4ecTo ocTpo) OBLOPEeUHO yBpekaaHe.

Cmenoza Ha aopmua ¥ MUMPAIRa K1ana, 0b6cmpykmusHa xunepmpo@uuna KapOUuoMuonamus
KakTo W npu ApyrH Ba3oAHNaTaTopH, NpenopbLYBa e CreLMaliHO BHUHMAHHUE NPH MALKMEHTH CTpajally
OT 20PTHA WIM MHTPa/IHA CTEHO3a, WK OOCTPYKTHBHA XHNEPTPOoHUHA KaPIAOMHONATHS.

Humecmunanen anzuoeoem
3a HHTECTUHAJIEH RHIrHOEAEM Ce CHOoOLIaBa NPY NAUHEHTY, NEKYBAHH ¢ aHTHOTEH3HH 1]
AHTATOHHUCTH, BKJTKOHUTENHO JlocapTaH (BK. Touka 4.8). Te3n nauMeHTH uMaT KOpeMHa




noBpbuiaHe W gHapus. CHMOTOMUTE OTLLYMABAT C/1EA NPEYCTAHOBABAHE HA @HIUOTEH3UH ]
peuenTOPHHUTE aHTAarOHUCTH. AKO C€ AHarHOCTHLIMpPa HHTECTHHANEH AHTHOEEM, JIEYUEHHETO ¢
nocapTaH TpaOBa nAa ce NpeyCcTaHOBH W 4a Ce 3ano4yHe NoaAXoAswo HabmoaeHHe 10 MBJIHOTO
OTLUYMSABAHE H2 CUMITOMHTE.

Pacoeu paziuuun

KakTo e HabnioaaBaHo Npy MHXUOUTOPUTE HA AHMMOTEH3UH-KOHBEPTHPALLHA €H3UM, JIOCApTaH U
NAPYTUTE aHTATOHUCTH HA AHTHOTEH3MHA Ca OYEBUIHO MO-MANKO €(PEKTHBHH 3a HAMANABAHE Ha
KPbBHOTO HAIATAHE NPU YEPHOKOXKH, OTKONKOTO MPH HE-UEPHOKOXKH, BEPOATHO NOpaaH No-rojIAMOTO
npeobnanapaHe Ha CbCTOAHMA HA HAMANCH PEHHH B NONMYNALHATA HA YEPHOKOXH C XHIEPTOHMUA.

bpemennocm

AlIPb He TpabBa na ce 3anousat no ppemMe Ha SpeMeHHoCT. OCBEH B Ci1yyai KoraTto TepanusaTa ce
CYHTA 3a KpaiiHo HeoO0X0aHMA, MALMEHTKUTE MiaHHpalwy OpemeHHOCT TpAOBa Ja NpEMHHAT Ha
ANTepPHATHBHO AHTHXHNEPTEH3IKBHO JICUEHHE, KOETO UMA YCTaHOBEH npodu1 Ha be3onacHoOCT 3a
ynorpeba no speme Ha OpemeHHOCT. KoraTo ce anarHoctuunpa dpemeHHocT, nedyeHneto ¢ AlIPb
TpsiOBa N2 ObJe NMPEYCTAHOBEHO HE3aDABHO M, AKO € YMECTHO, TpAOBA aa ce 3anoyHe aiTepHaTUBHA
Tepanus (Bx. Touku 4.3 u 4.6).

Heotino brokupane na penun aneuomensun -anoocmepornogama cucmema (PAAC)

HMa naHHu, ye enHoBpeMeHHaTta ynorpeba Ha ACE uuxuburopu, aHrdorensux ll-peuentopHu
ONOKEPH HAH AIHCKUPEH NOBULLABA PUCKA OT XUAOTOHHMA, XHUINCPKaTHEMH U HAMANSABAHE HA
OnOpevHaTa pyHKkuUHA (BKITIOUMTENHO ocTpa 660peuna HeaocraTbuHOCT). [lopaau ToBa He ce
npenopbyBa ABoHHO GnokupaHe Ha PAAC upe3 komOuHupaHara ynorpeba Ha ACE unxuburopn,
aurunoteHsuH ll-peuentopuu Onokepu wnu anuckupeH (Bxx. Touku 4.5 u 5.1).

AKO ce npeLieHH, 4ye TepanuaTa ¢ ABoHHO GiokupaHe € abcoarTHO HeoOXxoanMMa, ToBa TpaOBa na
CTaBa caMo Noa HabMAIOAESHHETO Ha CIIELHANKCT H NPH YECTO BHUMATENTHO MOHUTOPHPAHE HA
OnOpeuHara GpyHKUMA, ENEKTPONIKTUTE H KPbBHOTO HalSTaHe.

ACE vnxubutopu v aurvoreH3uH ll-peuentopHu 6nokepu He TpaOBa ga ce U3Noa3BaT €AHOBPEMEHHO
npy NaLUeHTH ¢ AMabdeTHA HedponaTus.

XHUAPpOXJIOpOTHAZUL

Xunomonua u eaexmpoaumen/a00er oucbaranc

KaxTo npu BCAKA aHTUXHNEPTEH3WBHA Tepanus, NPH HAKOH NAUMEHTH MOXKe Aa ce NMOARU
cUMNTOMaTH4YHa xunoToHus. [launenTure cneasa ga ce HabnoaaeaT 3a KIMHUHHHA NPU3HALIM HA
€1EKTPOJIKTEH WIH BoJAeH AUcOanaHc, HaMp. XHMOBOAEMHSA, XHIIOHATPHEMHUS, XHNIOXJIOpEMHUYHA
anKano3a, XMnoMarHe3sueMua Wan XUnokaaueMus, KOHTO MOXE Aa CE NOABAT NPH MEXIYBpeMEHHa
ouapHa Wid noppuiuaHe. [1py TakrMea nauueHTH TpaOBa Aa ce U3BBLPLUBA NEPUOAHYHO ONpeaeaHe Ha
€/ICKTPOAHTHTE MPe3 NOAXOASLUH HHTEPBANM. J[UNYLUMOHHA XHNOHATPHEMHUS MOXKE [1a Bb3HUKHE MPH
€1eMaTO3HH NAUHEHTH B FOPELLO BpEME.

Memaboaumnu u endokpunnu eghexmu

TuazuaHara Tepanug MOXe 1a HAPYUIH TIIOKO3HHA TOAEpaHc. Bh3MOXKHO € na c€ HaNOXKHK NPOMSAHA B
NO3UPOBKHUTE HA aHTHAHAOETHH NEKapcTBa, BRIIOMHTEMTHO Ha HHCYNHH (BXK. Touka 4.5). [lo BpeMe Ha
JICUEHHUETO C THA3KAK MOXKE [1a C€ MPOABH JIATEHTEH 3axapeH aHader.

Trha3uauTe MOraT Aa HAaMaJIAT YPUHHATA €KCKPeLUU Ha KalUuMi W Aa NPHYHHAT ¢1abo H BpeMEHHO
NOoKa4YBaHEe Ha CepyMHHA KAJILMi. 3HaUMTENHA XHUTIEpKAILEMHA MOXe Aa Obae A0KA3aTeACTBO 3a
CKPHMT Xunepnapatupeonanssm. Tuaznaure Tpadea 1a ce cnpat npeau NpoBEKAAHETO HA TECTOBETE
3a naparuporaHaTa (yHKUHA.

TUA3UAHA AHYPETHLM.

TnaznanarTa Tepanys MOXe Aa MPeaU3BHKA XUNEPYPHKEMHA W/ WM Noaarpa npu onpes
nauneHTH. [loHerxke nocapTaH HaMansaBa MMKOYHATA KMCENHHA, B KOMOHHALIMA C XHAPO




TOH oTc/iabBa NPUMHHEHATa OT AHYPETHKA XHIIEPYPHUKEMHS.

Yeprnoopobro yapexcoare

Tuaszuaure TpaOBa Na ce M3NON3BAT ¢ NOBHULLIEHO BHUMAHUE MPH MALKEHTH C HapyLlIeHa YepHOoApoOHa
(PyHKLMA UK NporpecHpallo YepHOoApoOHO 3a00IABaHE, Thil KATO MOXKE 1a MPHUHHH
HHTpaxenaTalHa XolecTasa ! c/iell ToBa MaIKH Koj1e0aHHA BbLB BOLHHA H €IEKTPOJIMTHHUSA DanaHc
MOX€E 1a YCKOPAT MOABAaTAa HA HYEPHOAPOOHA KOMA.

JlocapTan/xuapox/1opoTHa3ua € NPOTHBONOKA3aH MPH NALUMEHTH C TEKKO YEPHOAPOOHO yBpekIaHe
(BK. TOYKH 4.3 u 5.2).

Hemenanomen pax na xoxcama

B nBe enMaeMHONOrHYHU NPOYYBaHHWA, OCHOBABAILHM CE HA JATCKHUA HALIHOHAIEH PAKOB PErUCTLP, €
HabaroaaBaH NOBHILEH PHCK OT HEMENaHOMeEH pak Ha koxata (HMPK) [bazanHokneThyeH KapLudHOM
(BKK) u ckBamo3nokneTbueH KapuuHoM (CKK)] npy HapacTBalua ekcno3vMums Ha KyMy1aTUBHA 034
xuapoxnoporuazug (XXT3). @orocencudbunmsunpawunre epextd Ha XX T3 Morar aa aeifcraar karto
BEPOATEH MEXAHW3IBM 3a pasuTHe Ha HMPK.

[TaunenTuTe, Mpuemam XXT3, Tpadea ga Ovaar vngopmupanu 3a pucka ot HMPK u cbBeTBaHH
pPEeJOBHO Aa NMPOBEPABAT KOXATA CH 3a HOBH JIE3MHM M He3abaBHO aa ¢boOLaBaT nNpu nosasa Ha
NOAO3PUTENHH KOXKHH Nie3ud. Ha nauneHTuTe TpabBa na ce npenopbyaT Bb3MOXKHH NPEBAHTHBHH
MEPKH, KATO OrpaHHYEHO H3/laraHe Ha C/IbHYEeRa CBET/IMHA H YITPABHONETOBH JIBUH, 4 B ClIyUyaH Ha
E€KCMO3ULIMA, MOAX0AALIA 3aUIMTAa, 32 Ja C€ CBEAE 10 MHHUMYM PHCKET OT paK Ha KOXara.
[lono3purenHure KoxcHH Jie3ud Tpadea aa 6bAaT NOANOXKEHH Ha He3aDaBHO H3C/IEABAHCE,
MOTEHLMANHO BKJIKOUMBALLO XUCTONOTHYHH W3ciieaABaHUA Ha OnoncuuHu Marepyanu. [IpepasrinexxnaHe
Ha ynoTtpebara Ha XX T3 Moxke Aa C€ HaI0KH M NPH NALMEHTH, KOUTO ca uManu npeaxoaeds HMPK
(BX. CBLIO TOUKa 4.8).

Ocmpa pecnupamopra MoKCUYHoOC

Cnea npHeM Ha XHAPOXJOPOTHA3KI CE CHOOLIABAT MHOIO PEAKH TEXKKH Cly4aH Ha OCTpa
peCIUpaTOPHA TOKCHYHOCT, BKJIIOYHTENHO OCTHP pecnupaTopeH auctpec cuHapom (OPAC). Cnen
MPHEM Ha XKHAPOXNOPOTHA3KM OOMKHOBEHO ce pa3uBa OenoapobeH OTOK B pAMKHTE HA MUHYTH IO
yacoBe. B HaUanoTo CHMNTOMUTE BKJIIOYBAT AUCTIHEA, MOBUILICHA TEMIIEPATYPA, BJIOUIABAHE HA
benoapobnara pyHkuna U xunoToHus. [lpn cemMuenne 3a OPC Tpabea na 6bae cnpsaH NpHeMbT Ha
JlopvcTta H 4 Aa ce npuioxXA NOAXOAALLO JeueHHe. XUAPOXJIOPOTHA3HA He TpabBa aa ce npuiara npu
NaLKHEeHTH, KOUTO NpeaH Tosa ca nonyvasand OPJIC cinea npyuem Ha XHAPOXIOPOTHA3HA.

Xopouoanex uziug, ocmpa MUONnus U 6MOPUYHA 3GKPUMOBSHIRA HAYKOMA

CynacdoHaMuanTe WM IeKapcTBaTa, NPOU3BOAHYU HA cyNdOHAMHIANTE, MOraT Aa NPEAH3BHKAT
HAMOCHHKPATHUYHA peaklMs, BOASILA A0 XOPOUTAIEH H3UB ¢ Ae(PEKT Ha 3PUTEIHOTO MONE, MpEeXoaHa
MHOTIHA U OCTPa 3aKPUTOBbIbAHA rnaykoMa. CUMITOMUTE BK/IIOYBAT B HAYANOTO OCTPO NOHUXKEHUE Ha
3PUTENIHATA OCTPOTA WK 04HA 00sKa, H OOMKHOBEHO CE MOABABAT B pAMKUTE Ha YaCOBE JO CEAMHLM
OT HAYANOTO HA JieueHHETO. HenekyBaHarta, oCcTpa, 3aKpUTOBIBJIHA I1ayKOMa MOXKE a AoBee A0
TpaiHa 3aryba Ha 3peHHe. [IbpBHYHOTO NeueHue €, Aa ce Cnpe nNpuemMa Ha XUAPOXNOPOTHA3HA,
KOJIKOTO € Bb3MOXKHO NMo-CKOpo. HaBpeMeHHO neueHue WA XHPYPruuHa HHTEPBEHLUA MOXE Aa Ce
HAJI0KH Aa ce OOMUCNAT, aKO BbTPEOUHOTO HaJlaraHe OCTaBa HEKOHTPONHPaHO. PuckosuTe dakropu
3a pa3BUBAHE HA OCTpa 3aKPUTOBIB/IHA [JIAYKOMa MOXE 14 BKIIOUBAT aHAMHE3A 34 AJIEPrUd KbM
cyJihOHAMHAY UK MEHUUWTHHM,

Lpyeu
[Ipx nauneHTH, NpUEMallH THA3WAY, C UK 0e3 aHaMHe3a 3a aneprus WM OpOHXHATHA aCTMa MOFaT

12 Bb3HMKHAT pPeakLiM¥ HAa CBPbXUyBCTBUTENHOCT. [Ipn ynorpebara Ha THa3MaKW, UMa cyvau
ek3alepOaLns UKW aKTHBUPAHE Ha JTYNYC epHTEMATOEC.

[Tomounu sewygecmaa

[TauveHTH ¢ peakH HaceaACTBEHU NpodJieMHU HAa HEMOHOCHMOCT KbM TaJ1akTo3a, (1b1e
nePHUHMT UK rAKO30-rajlakTo3Ha Manabcopbuna He TpaOBa na mpuemar ToBa JeKap




6.1).
4.5 B3auMogeiicTBHe ¢ APYIH JIEKAPCTBEHH MPOAYKTH H APYrH GopMH Ha B3aHMOJeHCTBHE

JlocapraHn
CovobwaBaHo e, ue pudaMnuUUH 1 GayKOHA3Z0N HAMANABAT HABATA HA aKTUBHHA MeTabonuT. He Moxe

Aa ce HanpaBH OLIEHKA HA KIHHWUIHKWTE NMOCNeAHLIH HA TE3X B3aUMOIECHCTBHA.

KakTo W npu apyru eKapcTBa, KOMTO ONMOKUpaT aHrHoTeH3uH 11 unu veroesure edexry,

€ JHOBPEMEHHOTO NPHICKEHHE Ha JIEKAPCTBA, KOMTO 3aAbPHKAT KUTHH (Hanp. CIMPOHONAKTOH,
TpHAMTEpPEH, aMHNIOPUA ), KAJTUERH J0DaBKH, 3aMECTHTENM HA MOTBAPCKATA COJI, ChABPKALLHN KATHH,
WK APYTH JIEKapCTBa, KOUTO MOraT Aa NMOBHLIAT CEPYMHMA KallWil (Hanp. NPoAYKTH, CbAbPXKaLlH
TPUMETOIMPUM) MOXE Ja AOBEAE N0 YBEIHUEHHUE HA CEPYMHHA KAJTMH. EAHOBPEMEHHOTO NPHIIOKEHHE
HE ce MpenopbUBa.

KakTo npu Apyru JiekapcTBa, KOMTO NOBAUABAT OTAEISHETO HA HATPHH, OTAEIAHETO HA IMTHH MOXe
na 6bae namanero. [lopaan Toea, TpabBa Aa ce NpoceaABaT BHUMATEIHO HUBATA HA JIMTHH B cepyMa,
aKo LU CE MPHEMAT JINTHEBUTE COJIN €JHOBPEMEHHO ¢ aHIMOTEH3MH ] peuenTopeH aHTaroHKCT.

Korato aHrunored3uH Il anrtaronucTu ce npunarat eanospeMeHHo ¢ HCTIBC (T.e. cenekrusin COX-2
HHXUOHUTOPH, ALETUICATTHLIMIIOBA KHCETHHA B MPOTHBOBB3NANUTENHH 203U H HecenekTuBHU HCTIBC),
MOXKE Ja Ce HACTBNM OTC/IabBaHe Ha aHTUXHUNEPTEH3UBHUA ¢peKT. ETHOBpEMEHHOTO NPHIIOKEHHE Ha
aHruoTeH3uH Il anraronncery unu avyperdum v HCTIBC moxe na noseae 40 NOBHILEH PHCK OT
BJlolIaBaHe Ha ObOpeyHaTa PyHKUMA, BKIIOUUTETHO Bb3MOXKHOCT OT OcTpa ObnbpeuHa
HEeIOCTATHYHOCT, ¥ NOBHIUABAHE HA CEPYMHHSA KaJIWil, 0CODEHO MNPy NALMEHTH ¢ HE3aA0BOJIUTENHA
npeau ToBa 6uOpeuHa pyuxuua. KombuHauusaTa cneasa aa ce npunara BHUMAaTENIHO, 0COOEHO B
cTap4ecka Bb3pacT. [lalueHTHTE cnensa na OLaar aaeKBaTHO OBOAHABAHHW K TpAOBa aa ce obchan
HabaloaeHHe Ha ObOpeuHaTa PyHKLMA CNE/ 3aN0UBaHE HA €AHOBPEMEHHO ICUEHHE, KAKTO H
NMEPUOAMYHO CNel TOBA.

[1py HAKOW ManKeHTH ¢ KoMNpoMeTHpaHa 6b0OpeUHa QYHKUMA, KOUTO €a JIEKYBaHH C HECTEPOUIHH
NPOTHBOBDB3MAIUTEIHH CPEACTBA, BKIIKOYHTENHO CEJIEKTHBHH LIMKITOOKCHI€Ha3a-2-HHXHOHTOpH,
€IHOBPEMEHHOTO APHIIOKECHHAE HA aHFMOTEH3IUHT 1l peLenTOpHH AaHTArOHKUCTH MOXKE Aa A0BEAE A0 MO
HaTaTblIHO BaomapaHe Ha HnOpeunaTa pyHkuMa. Te3un edexTv 0OOMKHOBEHO ca 0OpaTHMH.

JaHHHM OT KNHHHYHH NPOYYBAHHUA NOKA3BAT, Y€ ABOHHOTO ON0OKMpaHe HA peHHH AaHTHOTEH3HH
angocrepoHoBara cucrema (PAAC) upe3 komMOuHHpaHaTa ynoTpeba Ha ACE uHXHOUTOPH,
aHruoteHsuH ll-peuenTopHu ONOKEPH WK ANTUCKUPEH CE CBBP3IBA C MO-BUCOKA YECTOTA Ha HEXKEIAHM
CHLOMTHSA, KATO HANPpHMeEP XHITOTOHHS, XHIEPKATHEMHA H HaManABaHe Ha OBOpeyHaTa pyHKLHS
(BKITIOMHTENHO ocTpa OBOpeyHa HeAOCTATBLYHOCT), B CpaBHEHHE ¢ ynoTpebara camo Ha €1HO
cpeacTso, aAckicTawto Bbpxy PAAC (Bx. Toukn 4.3,4.4 n 5.1).

JIpyru BeecTra, NpeaAN3BUKBAiIH XHITOTOHWA, KATO TPHLMK/IHYHK aHTHAENPECAHTH,
AHTHUNCUXOTHHH, DakniodeH, aMUPOCTHH: eTHOBPEMEHHOTO NMPUIIOKEHHE C TE3H NEKAPCTBA, KOUTO
HaMaIABAT KPbBHOTO HA/AraHE KaTO OCHOBHA HEXENaHa JIEKAPCTBEHA peakLMs, MOraT Aa NOBHILAT
PUCKA OT XHIIOTOHHA.

CokbT OT rpeindpyT CbABPKa KOMIIOHEHTH, KONTO HHXWOUpaT ensuMuTe CYP450 u morar aa
NOHWXAT KOHLIEHTPALMATA HA aKTUBHUA MeTaDONUT Ha NOCapTaH, KOETO MOXKE 1a HaManu
TepaneBTHYHHA MY edekr. KoHncyMauusaTa Ha Cok oT rpeindpyT Tpabsa aa ce u3bdbaresa no speme Ha
NeyeHHe ¢ TabNeTKH NocapTaH/XUAPOXAOpOTHA3UA.

XHAPOXNOPOTHAZHUA
Cneguunre nekapcTsa, NpH €AHOBPEMEHHO MPHNOXKEHHE, MOTAT Aa B3aHMOAEHCTBAT C TH

OAYPETULH:

Aaxoxoa, bapboumypamu, HAPKOMUYU UAU AHMUOSRPECAHMU.




Moxxe na Bb3HUKHE MOTCHUHPAHC Ha OPTOCTATHYHA XHITOTOHHA.

Anmuouabemnu rexapcmea (NePpopaIHU JeKAPCMBA U UHCY.IUH):

JleyeHHETO ¢ BUCOKH JO3M THA3HAH MOXE A MOBAUAE ITIOKO3HHUSA ToNepaHc. Moxe na ce HanoxH
NnpoMsHa B A03UPOBKaTa Ha aHTHAHA0ETHOTO AckapeTBo. Merdopmun TpadBa aa ce uinoasea
BHHUMAaTENHO, MOpaJHd pPHMCKa OT IAKTATHA aLMA03a, NPeAU3BHKaHa OT BEPOATHO yBpexKaaHe Ha
O61OpeuHara ¢hyHKUHA, CBBP3aHO ¢ XUAPOXJIOpOTHA3HAA.

Lpyau anmuxunepmen3ugnu rexapcmea:
ANUTUBEH eexT.

Xoaecmupamun u Xo1eCmunoi08u CMoIu;

AbGcopbunata Ha XMAPOXNOPOTHA3KA C€ HAPYLLABA NTPY HANTUYHUETO HA AHHOHH OOMEHHH CMON.
EavnyuHa no3a XONECTUPAMHH WK XOJECTHNOIOBA CMOJ1a CBLP3BA XMAPOXJIOPOTUA3HA U peAyLMpa
abcopOumMaTa My OT racTPOMHTECTHHANHUA TPAKT ¢ 10 85 u 43 npoueHTa, CbOTBETHO.

Kopmuxocmepouou, ACTH:
YCKOpeHO oTaeNsHe Ha €NEKTPOJIUTHTE, HAH-HECTO XHMOKATHEMHA.

Kamexoaamvunu (hanp. aopenanun).
B1b3MOXHO € HAMaIABAHE HA PEaKLIHATA KbM PECOPHUTE AMHHH, HO HE NOCTATBHYHO, 3a Aa ¢
H3KIIOYHM €AHOBpPEMEHHATA UM ynoTpeda.

Crenemno-MycKyIHU pelaKcanmu, HeOenoaspusupaju (Hanp. myooxypapun):
B13M0OXHO € MOBHILEHA YYBCTBUTENHOCT KbM MYCKYJIHH PENaKCaHTH.

Jumuii:
Jdunyperununre peayuupat Os0peuHna KIHPBHC Ha JIMTHA H CHIIHO YBEJIM4YABAT PUCKA OT JINTHEBA
UHTOKCHKALHS;, HE CE TIPENopbUBa €AHOBPEMEHHO NpUaraHe.

Jlexapcmeernu npodykmu, uanon3eanu 3a aevenue Ha nooazpa (NpobeHuyuo, CyAPUHNUPA3OH U
aronypuHon):

Moske Ja ce HANOXKH KOPEKLHA Ha JO3HPOBKaTa Ha YPHKO3YPHUHHTE NEKAPCTBEHH NPOAYKTH, ThH
KaTO XUAPOXJOPOTHA3ZHI MOXKE 1a NOBHLIK HABOTO Ha NHUKOYHATA KUCETHMHA, MOXeE a € HYKHO
MOBULLABAHE HA J03UTE HA NPOOESHULMA WK CYNDHHIIUPA3OH. EAHOBPEMEHHOTO MPUIOKEHUE C
TUA3KMA MOXKE 1a MOBUILH YECTOTATA HA PEAKLIHMTE HA CBPBXYYBCTBHTEIHOCT KbM aNOMYPHHOI.

Axmuxonaunepzuvny npoOYKxmu (Hanp. amponun, bunepuoen):
[losyiuaBane SHOHANMMYHOCTTA HA THA3HAHHTE AUYPETHLUHM YPE3 MOHUKEH CTOMALLHO-YPEBEH
MOTHJIMTET M HAMAJICHA CKOPOCT HA M3MPA3BAHE HA CTOMAaxa.

Llumomoxkcuunu npodyxmu (nanp. yurxnogocgpamuo, memompexcam):
TwHasuauTe Morat aa HaMasaT HbOpetHaTa excKkpelMa Ha UMTOTOKCHYHK NIEKapCTBEHHW NPOAYKTH W Aa
3aCUIAT TeXHUTE MUEJIOCYTIPECHBHH €(PEKTH.

Caruyunamu:
[Ipy BUCOKH [O3M CATMLMIATH, XHAPOXIOPOTHAZHA MOXKE A YCHIH TOKCUYHHA eeKT Ha
CAJIMLIMIATHTE BbPXY LEHTPATHATA HEPBHA CHCTEMA.

Memunoona:
Mma oTaennn cbobiieHUs 3a XEMOIHTHYHA aHEMHA, Pa3BUJIa CE NPH €AHOBPEMEHHO TPHI0K
XHAPOXNOPOTHA3KMA N METUNIOMNA.

H{uxnocnopun:
CbnpoBOoxKIaLULO IEUEHHE ¢ UHKINOCNIOPHH MOKE 1a MOBHLLIKA PUCKA OT XUNEPYPHKEM
nojarpa ycnomKHEHHUS.



Hueumanucosu eruxozuou.
Tuazua-HHAYLUHMpaHa XUMOKATTHEMUS HAK XHUITOMarHe3ueMusa MoraT aa dnaronpusaTcTeaT NOABaTa Ha
AUCHTATHUC-UHAY LUHPAHH CbPACYHH APHTMHH

Jlexapcmaenu npooyxmu, ROSIUAGAHU ON CMYUCHUA 8 CEPYMHUA KATUU.

[Tpu npunoxenne Ha NOCApTaH/XHAPOXNOPOTHA3ZH C NEKAPCTBEHH MPOAYKTH, MOBIMABAHH OT
H3IMEHEHHA B CTOWHOCTHTE HA CEPYMHHA Kanuid (Hanp. ZHrMTaJInCOBH MMHKO3HIH H
NPOTUBOAPUTMHUYHH CPEACTBA) M CBC ClieaHUTE torsades de pointes (kaMepHa TaxHKapausA) -
HHOYLUHUPALLH NEKAPCTBEHH NPOAYKTH (BKHOYHTEIHO HAKOH NPOTHBOAPHTMHYHHK), CE€ NPENOpLUBA
NEPHOAMHHO MOHHTOPHpPaHeE Ha cepyMHUA kKanuil m EKT', Tbit xaTto xunokanuemuara ¢ paxrop
rnpeapasnosaraiy KkbM torsades de pointes (kamepHa TaxMkapaus):

- Knac [a nporvBoapuTMHUHHK (Hanp. XMHUWAUH, XHIPOXUHUAWH, AH30NHpPaMHL).

- Knac Ill npoTuoapuTMutHHK (Hanp. aMHOOAPOH, COTANI0N, AOPETHANA, HOYTWIHA).

- Hakow aHTHNCUXOTHUHK (Hanp. THOPHIA3ZUH, XJIOPNPOMAa3rH, JIEBOMEMPOMAa3HH,
TpAgnyonepa3nuH, ULMAMEMA3HH, CYNNMUPHA, CYNTONPHI, aMUCYIINPHA, THANPUA, TUMO3HA,
XaIONepHAON, APONEPHION).

- Jpyru (sanp. benpuaunn, uucanpui, AMGEMaHWI, SPUTPOMHLIMH 1.V., XaTODaHTPHUH, MHU30/IaCTHH,
MEHTAMHHH, TepPaHaIUH, BAHKAMHH i.V.)

Kanyuesu conu:

TuazuaHuTe AUYPETHLX MOTraT Aa MOBULIAT HWBATa HA KAJILMEBUTE COJIH, NOPAaH NOHHKEHA
EKCKpeUHA. AKo TpaOBa na ce npeanuiuaT KaauHeBy J00ABKH, CneaBa Aa Ce€ KOHTPOJIMPAT HUBATa Ha
CepYMHHA KanlUWH K J103aTa HA KaJILIHH CbOTBETHO Aa C€ KOPUrHpa.

IHosrunsane na nabopamoprume/aexapcmeerHume UICACO08AHUA.
[Topagu edexra, KOHTO HMAT BHPXY KaJILWEBHA MeTa0OIH3BbM, THAZUANTE MOFaT A MOBIAUAAT
dyHKIHOHATHHTE TECTOBE HA NapaTHPOUIHATA »uUle3a (BxK. TouKa 4.4).

Kapbamaszenun.:
PUCK OT cHMITTOMAaTHUYHA XHNOHAaTpHEMHA. HeobxoauMo € KITHHHYHO H DHONOrMYHO NPOoCNeAABaHE.

Hoono-xowmpacmnu eewgecmsa

B ciyuali Ha JUYPETHK-HHAYLMpAaHa JeXHAPATALUda, MMA NOBULLIEH PUCK OT ocTpa 6BOpeuna
HeJOCTATHYHOCT, OCOOEHO ¢ BUCOKH 403K HA HOAHH NPOAYKTH.

[TaunenTuTe TpROBa na ObvAAT pexuapaTHpaHH NPERH NMpUEMa.

Amepomepuyun B (napenmepanen), kopmuxocmepouou, ACTH, raxcamusu wiu zruyupusun
(6ewgecmeo, koemo ce u3oaupa om caAaoKka nanpam).:
XHIOpOXJIOPOTHAZHA MOXKE 112 3aCHIIH €AEKTPOJUTHUA AUcdanaHc, ocobeHO XUnoKanueMuara.

4.6 DepTUIHTET, OPEMEHHOCT H KbpMeHe

bpemennocm:

Aneuomenzun Il peyenmopnu anmazonucmu (AIIPB):

Vnorpebara na AIIPb He ce npenopbuBa no BpeMe Ha MbPBUS TPUMECTHP HA OPpEeMEHHOCTTA (BX.
Touka 4.4). Ynorpebara Ha AIIPb ¢ npoTruBonokazana no BpeMe Ha BTOPHA M TPETHUA TPUMECTBP Ha
OpemMeHHOCTTa (BXK. TOUKH 4.3 U 4.4).

EnuaemMuonoruiHuTe 4JaHHH OTHOCHO PUCKA OT TEPATOrEeHHOCT el ekcno3nuua Ha ACE-
MHXWOUTOPH MO BpeMe HA MbPBHUA TPUMECTBP Ha OpeMeHHOCTTa He ca ybeauTentu, Ho
NOBULIEHUE HA pUCKa, oDaye He MOXKE Ja ce H3KTIOUH. Makap Y€ HAMa KOHTPOJAHPAHH
eNMUAEMHONIONMYHA AaHHH 3a PHCKA MPH aHFHOTeH3UH [l peuenTopHU HHXUOUTOPH (A
PHCK MOXE [a CbLUECTBYBA Y 3a TO3M Kiac nekapctea. OCBeH B Cly4aH, 4e TepanuaT
KpaiHO HeoOXx0aHMMa, NALMEHTKHUTE, rlaHdpatuy OpeMeHHoCT Tpabsa na NpeMUHAT H




AHTUXMNEPTEHIUBHO JISHEHHE, KOETO MMa YCTaHOBEH npodua Ha 6ezonacHocT 3a ynotpeda rno Bpeme
Ha 6peMeHHocT. Koraro ce anarHoctuuupa 6peMeHHocT, nedeHneTo ¢ AIIRAs Tpabea na Obae
NpeycTaHOBEHO He3abaBHO W, ako € HeoOX0AUMO TpAOBa Ja Ce 3anouHe anTEPHATHBHA TEpanus.
H3BeecTHO e, ye ekcno3uuus ¢ AIIPB npe3 BTopHs H TpeTUS TPUMECTBP HHAYLUHMPA PETOTOKCUHHOCT
npu xopa (HamaneHa ObOpeuna PyHKUHA, ONUrOXHMAPAMHHOH, 3adaBeHa OCHHKALHA HA Yepena) H
HEOHATaNHA TOKCHYHOCT (ObOpeUHA HEAOCTATBYHOCT, XHAOTOHUA, XUnepKanvemusa ). (Buxre Touka
5.3.).

Axko exkcnozuvuuaTa Ha AlIPD e HacTbnuiaa npe3 BTOpUs TPUMECTBLP HA OPEMEHHOCTTA, C€ NPEnopLUYBA
yJATPa3ByKOBO H3cieaBaHe Ha ObOpeuHaTa PyHKUMA U yepena.

Hoeopozenu, 4yHHTO Maiiki ca npremany AIIPb Tpabea na 6baat BHUMaTeNHO HaboaaBaHH 32
XUMOTOHHA {B3XK. TOUKH 4.3 1 4.4).

Xuopoxaopomuasuo

MMa orpaHrdueH onuT oT ynotpeda Ha XHAPOXAOpOTHA3KA NO BpeMe Ha OpeMeHHOCT, 0cobeHo npe3
nbpBUS TpUMeECTHP. [IpoyUuBaHUSTa NPY JKMBOTHU Ca HEJOCTATBYHH. XHAPOXJIOPOTHA3HA MPEMHHABA
npes naaueHtara. Bu3 0CHOBa Ha PpapMakOIOrMUHUA MEXAHU3BM Ha AEUCTBHE HA XMAPOXJIOPOTHA3HUA,
ynorpebara My 1o BpeMe Ha BTOPHA U TPETHA TPHMECTLP MOXKE Aa KOMIPOMETHpa ¢eTo-
niaueHTapHaTa nepdy3ua M MOraT Aa HaCTBLIAT PETANHA H HEOHATaNHA €(EKTH, KaTO XK BJITCHHLIA,
HapyUIEHHE Ha eJIEKTPONUTHUA DanaHc v TpoMOOLIMTONEHNUS.

Xuapoxnopotruasua He TpsadBa A3 C€ M3N0/13Ba MPHU NreCTALHOHEH OTOK, MFECTAIHOHHA XUMEPTOHHA HIIH
peeKnaMIicua, nopajad puck OT HamaJlsiBaHe Ha ria3MeHus obeM U nnaueHTapHara xunonepdysus,
6e3 OnaronpuaTen edekT BLPXY X0/a Ha 3a00NABaHETO.

XuapoxnopoTyasu He TpAOBa na ¢c€ U3NOJI3BA MPH €CEHUMANTHA XUNEPTOHUSA NPH OPEMEHHY XKEHH,
OCBEH B PeIKH CHTYalLIMH, KOTaTo APYro JcHEHHE He MOXKe 1a 0bae H3NOo3BaHO.

Kvpmene:

Arnzuomenszun Il peyenmopnu anmazonucmu (AIIPh):

Tbit KaTO HE € HANTHYHa HHPOPMALKMA MO OTHOLUEHHE HA U3MOA3BAHETO HA
N0CAPTAH/XMAPOXJIOPOTHA3HA O BPEME Ha KbPMEHE, JTIOCAPTAH/XYUAPOXNOPOTHA3K] HE Ce NPEenopbUBa
M € 33 NPEeANOYUTEHE ATTEPHATHBHO JICUEHHE C NO-100pe ycTaHOBEH npodui Ha 6e30MacHoCT Nno
BpEME Ha KbpMeHe, 0CODEHO NpH KbPMEHE Ha HOBOPOAECHO MIIM HEAOHOCEHO Dede.

AXuUdpoxiopomuazuo:

XHAPOXNOPOTHA3KH/ Ce eKCKPETHPA B MAHYUHATA KbpMa B MAIIKH KONKWUYECTBA. THa3HAUTE B MO-
BUCOKH A03H, BOJAELUM A0 UHTEHIHBHA AHYPe3a, MOXKE 1a BL3NPENATCTBAT OTACAAHETO HA KbpMa.
Hznonssaneto Ha Jlopucta H no Bpeme Ha kbpMeHe He ce npenopbyBa. Ako Jlopucra H ce u3nonsea
10 BpeMe Ha KbpMeHe, Tpabsa Aa c€ U3non3Ba Hail-HHCKaTa Bb3MOXKHA 103A.

4.7 EdexTn BLpXy cnocoOHOCTTA 32 modHpane H padoTa ¢ MAIHHHA

He ca npoBe)xaaHu H3NUTBaHUA BbPXY CMOCOOHOCTTA 3a WopHUpaHe U paboTa ¢ MaluMHH. Bbunpeku
TOBa TpAOBa na ce UMa NpeaBU, Ye NOHAKOra MOXe 1a Bb3HHKHE 3aMaHBaHE U CbHIMBOCT MO BpEME
Ha aHTHXHMNEPTEH3KWBHO JIeYeHHe, Hail-BeYe B HAYAIIOTO Ha ICYEHHETO WIIH NPH MOBULLABAHE HA
ao3ara.

4.8 Hexenann JeKapPCTBEHH peaKUHH

HexxenanuTe nekapcTBeHH peakuuH no-A0J1y ca onpeaesieHi, KbAETO € Bb3MOXHO MO CHCTEMO-
OpraHHH KJ1ac M YeCcTOTa, CbMACHO CReaHaTa KnacupUKaLus:

MHoro uectu: > 1/10

Yectn: > 1/100, < 1/10

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

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

Muoro peaku: < 1/10 000

C Heu3BeCTHA 4YEeCTOTa: HE MOXE 1A C& ONPEAEAH MO HATHUHHUTE NAHHH




[Tpy KNHHHYHH H3CNEIBAHKA C NOCAPTaH KTl U XHAPOXITOPOTHA3HI, HE Ca HaOM01aBaHU HEXETaHH
JIEKAPCTBEHH PeaKLiMK, KOMTO Aa ca CAeuUdHYHN 3a Ta3n KOMOHHALIKA.

Hexenanure peaxumnu ca OWIH OrpaHWYEHHU 10 Te3H, choOLLaBaHu Npean 3a nocapTaH Kajlui W/uiH
XUAPOXJIOPOTHAZHA.

an KOHTPOJIHpPaHHU KTHHHYHH H3ITHTBAHHA 3& CCCHUHANHA XHNCPTOHHA, CBCTOBBPTCK €
e/IMHCTBEHAaTa ChOoOleHa HeXKeNnaHa ACKapCTBEHA PCaKLIHA KaTO JICKAPCTBCHO-CBbP3aHa, KOATO
Bb3HHUKBA ¢ YECTOTAa NO-rofiaMa oT naauedo IMpH 1 % nnu noseve OT NaLUKEeHTHTE, JNEKYBdHH C
JT0CapTaH U XHAPOXAOpPOTHA3UA.

CnenHuTe DONBAHHATENHH HEXKENaHH JEKAPCTBCHH pEakKuuuH Ca CbOOLABAHH Chen, MyCKaHC Ha
NpoAYKTa Ha na3iapa.

CucremMno-oprasen Kjiac Hexenana peakiius YecToTa

XenaTo-OunuapHu HapywieHus | XenaTur peAKH

Hicnensanus Xunepkannemus, NOBHMLIABAHE | PEAKH
Ha ALT

Jpyru HexenaHyd peakudu, HaOnoaBaHH IPH €WH OT OTAE/IHUTE KOMITIOHEHTH, KOMTO MOTAT 14 Ce
NPOABAT NMOTEHUHMANHO KATO HEXE/IAHH PeaKiliH H NpU NPHIOKEHHE Ha JiocapTaH
KATHH/XHAPOXJTIOPOTHA3M, €A CIIEAHHTE:

Jlocapran
ClleAHHTE HeXKeTaHH peaklHH Ca ChoOLIaBaHy 33 NOCAPTaH B KJIMHUYHHW W3NHTBAHHUA H OT NOCT-

MapKCTUHIOB ONHT

Cucremuo-opranen knac | Hexenana peaknus YectoTa

HapyweHus Ha AHemus, mypriypa Ha Henoch- HEYECTH
KPbBOHOCHATA U JIMM(Ha Schénlein, ekxumo3a, xemMonusa

CHUCTEMH TpombouuToneHus C HEM3BECTHA YeCTOTa
CobpaeyHHn HapyLLIEHHS XHNOTEH3UA, OPTOCTATHHMHAE HEUYECTH

XUMOTEH3HA, CTEPHANI KA,
creHokapaud, AV 6nok Il crenen,
uepebpoBacKynapHo crOUTHE,
HHOAPKT HA MUOKAPAA,
AanMmUTaLMA, APUTMUH
(MpeaAcbpAHO TPENTEHE, CHHYCOBA
Opaankapaua, TaxXMKapaus,
KaMepHa TaxXUKapaAus, KaMEpHO

MBXXOEHE)
Hapyuienus Ha yXoTo H Bepturo, Wym B ylIuTe HevecTu
nabvpuHTa
HapyweHna Ha okoTo 3aMBIiI€HO 3peHHUeE, HEYECTH
rnapeHe/CMbieHEe B OKOTO,
KOHIOHKTHBMT, NOHWKEHA
3PUTENHA OCTPOTA
CToMalWHO-upeBHH Kopemna 6onika, rageHe, AMapus, | 4ecTH
HapyLeHUs AHCTIETICHSA
3anek, 3b0Ha Oonka, cyxora B HEYECTH
ycTarTa, ra3oBe B KOpema, racTpMT,
OBPbLUAHE, 3aNeK
MHTecTHHAIEH aHTHOEAEM peaKH
[lankpearur C HEM3BECTHA HeEC
OO0wwH HapyLueHHs Y AcTteHus, ymopa, 601Ka B rbpAMTE | HeCTH

e(EeKTH Ha MACTOTO H
¢ O Ha (OTOK Ha JHUETO, OTOK, TPECKa HE4YeCTH




NPHIOKCHNC

[‘puno-nonobHu cumnToMu, odLla
OTNAaAHANOCT

C HEH3BCCTHA HECTOTA

XenaTto-6unuapHu
CMYI1LEHHUA

AHoMalinu B YepHoaApoOHaTa
QyHKUHA

C HEHU3BCCTHA 4YCCTOTA

Hapywienua Ha MMyHHaTa
CUCTEMA

CBpBXYYBCTBHTEIHOCT,
aHaQHNAKTHYHH PCAKLIMH,
AHCMOEAEM, BKIIKOUHTEIHO
NOJYBaHE Ha JAPHHKCA H €3HKa,
Npeau3BUKABaLLO OOCTPYKUHMA Ha
AMXATE/IHUTE NIbTHLLA, W HIU
MOAYBAHE HA JIHUETO, YCTHHTE,
dapyHKca W/HIK e3KKa; Npu
HYKOH OT T€3H NaUUEeHTH
aHrsoeaem ¢ Oun Joknaasax B
MHHAMOTO BLB BPb3KA C
NPUWIOKEHHKE HA APYTH JIEKAPCTRA,
Biu1lounTenHo ACE-unuxuburopu

peaKH

Hapywiedus Ha
MeTabo1M3Ma U XPAHEHETO

AHOpeKcHs, nogarpa

HECYCCTH

HapyuieHus Ha MyCKyaHO-
CKE/IETHATA CHCTEMA U
CbEAWUHHUTEIHATA ThKaH

MyckyneH cnazbeM, 00JKa B repda,
OoJika B Kpaka, MHAJITUs

YCCTH

bonka B pbkaTta, nogyBaHe Ha
crasara, 00JIKa B KONAHOTO,
KOCTHO-MYCKYNHa 6o/ika, bonka B
pamMoTO, CXBALLAHE, apTpaarud,
apPTPHUT, KOKCAJIru4,
dubpomuanrus, MycKyJiHa
cnabocT

HCUCCTH

PabaomMuo3nuza

C HCH3BCCTHA HCCTOTA

HapylueHns Ha HepBHaTa
cHCTEMA

[ naBobonne, 3amaiiBane

HCCTH

HepsHocT, napecresus,
nepudepHa HEBpONATHs, TPEMOP,
MHrpeHa, CHHKON

HCHCCTH

Jucreysus C HEH3BECTHA 4eCToTa
[fcHXuyHK HapyLeHHUa bescbHHE YeCTH
TpeBOXHOCT, MAHAYECKO HEeYeCTH
pa3cTpoicTBO, 00 bpKBaHE,
Aenpecns, NaTONOIMYHH CbHULLA,
HapYLEeHHA HA CbHA, CHHIHBOCT,
YBpPEACHA N1IAMET
Hapywenna Ha 6u6peunte | buOpeuHo yBpexaaHe, OnOpeuHa | yecTH
H MUKOYHHUTE MBTHLLA HEAOCTATHYHOCT
Hukrypus, 4eCTO YpHHHpaHE, HEe4eCTH
HMHQEKLHSA HA MHKOYHHTE MbTHIUA
HapyuwieHus Ha [TonuxeHo 1MOMAO,epeKTUIHA HEe4eCTH
Bb3NPOU3BOAUTE/IHATA AUCGYHKLHA/MMIOTEHTHOCT
CHCTEMa H MbpAaTa
PecnuparopHH, rpeadu 4 Kaunvua, nHpexuds Ha TOPHUTE | YECTH
MEIHACTHHANHHN OUXATEHH ITHTULLA, 3aMYLLIBAHE
Hapy1HEHHS Ha HOCA, CHHY3UT, HApYILUEHHS B
CHHYCHTE
QapuHreaneH auckomdoprt, HEUYECTH

(APHHTHT, JAPHHIUT, AUCTIHEA,
OpPOHXMT, €NUCTAKCHC, PHHHT,
PECHHPATOPHA KOHIeCTHA




Hapywienus Ha koxarta 1 Anoneuus, 1epMaTHT, CyXa KOX4, | HEUYEeCTH
NOAKOXKHATA ThKaH epHTEMa, 3a4epBaBaHe,

(oTOUYBCTBUTENHOCT, CHpOeK,
OOpHB, YPTUKAPHs, H3NOTABAHE

CbA0BH HapylleHHd Backynur HEYECTH
J030-3aBUCHMH OPTOCTATHYHHU ¢ HEW3BECTHA 4E€CTOTA
e(deKTH

Hicneasanus XHUNEepKanueMH, JIEKO NOHUKEHHU | 4ECTH
X€MATOKPHT H XeMOTNIOOHH,

XUMOITMKEMHS
JIeko nOBUILABAHE B CEPYMHHTE HEUEeCTH

HHBA Ha Ypes H KpeaTHHHH

[loBuinaBaHe Ha 4epHOAPOOHHUTE | MHOTO penKH
€H3UMU U OUNHPYOUH

XHNoHATPUEMH S C HEU3BECTHA HYeCTOoTa
XHAPpOXJIOPOTHA3HA
Cuacremno-opraden xjaac | Hexenanu peakuun YecToTa
Heornnasmu — HemMenaHoMeH pak Ha KoXKaTa C HEU3BECTHA YeCcTOoTa
A0OPOKAYECTBEHH, (Oa3aTHOKJIETBYEH KapLHHOM K
3MTOKAYECTBEHH M CKBAMO3HOK/IETbYEH KapLUHHOM)'
HeomnpeaeneHu (BKI1. KHCTH
W MOJIMNH)
HapyuieHus Ha ArpaHy/0UXTO3a, arnjacTH4Ha HEUECTH
KPpbBOHOCHATA U TUM(HA aHeMHS, XeMATHTAYHA aHEMUH,
CHCTEMH NEBKONEHNWA, Nypnypa,
TPOMOOLIUTONEHHUS
HapyuweHnus Ha HMyHHaTa AHa@QHUIaKTHYHA peakLug peaKH
CHCTEMA
Hapyuienus Ha AHOPEKCHUA, XUIEPrITUKEMHS, HEYECTH
MeTab0NH3IMa U XpPAHEHETO | XUNEPYPHKEMHA, XHIIOKATHEMMHSA,
XHIIOHATPHEMHS
[TICHXWYHH HAPYLIEHHWA be3cbHHE HEYECTH
HapyuieHusa Ha HepBHaTa Lledpanrus 4eCTH
CHCTEMA
HapyueHna Ha 0KoTO [1pexoaHO 3aMbIrNEHO 3pEHHE, HEUYECTH
KCaHTONCHA
OcTpa MHONHS C HEM3BECTHA Y4€CTOTa
OcTpa 3akpyTObIB/IHA IV1aYKOMa | € HEH3BECTHA 4eCToTa
XOpOHAAIEH HI/THB ¢ HEU3BECTHA HECTOTA
Cb10BH HapylleHHS HekpoTusupalll aHrMUT HeYecTH
(BaCKyNHT, KOXKE€H BaCKYJIHT)
PecnupaTopHH, rpbAHA U PecnupatopeH aucTpec, HEYeCTH
MEAHACTHHATHH BKNIOYHTETHO MHEBMOHHT H
HapyLLUEHHA besoapodeH OToK
OcCTbp pecnupaTOpeH AUCTPEC MHOTO PEIKH
cungpom (OPIIC) (8xk. Touka 4.4)
CTOMaluHO-4YpEBHH CuanoaaeHuT, CrasMu, CTOMALLHO | HEUYECTH
HapylleHHS Apa3HEHe, raJeHe, NOBpbILAHE,
AHapHa, 3anex
XenaTo-0unuapHu HMkrep (uHTpaxenaranua HEYECTH
CMYLUEHHA X0JIeCTa3a), NAHKPEaTHT
HapyuieHus Ha koxara 4 DOTOUYBCTBUTENTHOCT, HeUYeCcTH
NOAKO)XHaTa TbKaH ypTHKapus, TOKCHYHA




enuAepMaTHa HEKPOIIH3a
Ko)KeH J1ynyc epHTEMaToNEC C HEM3BECTHA 4eCTOTa
HapylueHus Ha MyCKYAHO- | MyCKyNIHH ¢na3mi HEYEeCTH
CKEeJIETHATa CHCTEMA
CbeAMHHUTE/NHATA ThKaH
Hapywexus Ha 6udpeunte | [ MiOKO3ypHA, HHTEPCTHLHANIEH HeUYeCTH
H NHKOYHHUTE MbTHLLA HedpuT, 6b0peuna AUCHYHKLUA,
O6bbpeuna
HEAOCTATbYHOCT
OO1n HapyLIeHHS H Tpecka, 3amaiiBane HEYECTH
eeKTH Ha MACTOTO HA
MPHIOKEHHE

' HemenaHoMeH pak Ha koxarta: Bb3 ocHOBa Ha HAIMYUHUTE AAHHM OT ENHAEMHUONOTHYHH NPOYYBAHUA
e HabAoAaBaHa 3aBUCHMA OT KYMYJIaTUBHaTa fno3a Bpb3ka Mexay XXT3 1 HMPK (Bxk. cbio ToukH
4.4 u5.1).

CrobuiaBaHe Ha NOJO3HPAHU HEXENAHH PEaKLIUK
C1o01aBaHeTo Ha NMOJO3UPAHKM HEXKETAHH PeaKUUK CJie]l pa3peLIaBaHe 3a ynoTpeda Ha JiekapcTBEHUS

NMPOAYKT € BaXXHO. TOBRa MO3BOJIABA Aa NPOABIKH HaONIOAEHHETO HA CLOTHOLLICHHETO MOM3a/pPUCK 3a
neKapcTBeHUs Npoaykr. OT MeaArLIMHCKWTE CNELHATHCTH CE M3MCKBA a ChoOLlapaT BCaka
MOAO3HPAHA HEXKEMaHA peakLiHs Ype3

HU3nbanuTenHa areHuUa no Jekaperaara

ya. ,,Jdaman I'pyes” Ne 8

1303 Codnsa

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg

4.9 Ilpeno3upane

Hsama HainuHa cneuuduryHa HHGOpMaLIKMA 33 TIEYEHHETO HA NPeao3UpaHe ¢
nocapTaH/XuapoxaopoTHazui. JleueHHeTO € CUMITTOMaTHYHO K NoAABPXAallo. JleyeHHeTo ¢
NoCapTaH/XHIPOXJIOPOTHA3HA TPAOBa A2 ce nNpekpaTH W NAUKEHTDHT Aa ce HabnioaaBa BHHMATENHO.
[MpeanonaraeMuTe MEPKH BKNIOYBAT HABPEMEHHO NMPEeAM3BUKBaHE HA NOBPbLIIAHE U KOPHTHPAHE HA
NEXUAPATALMATA, SIEKTPOIMTHUA Aucbanaunc, yepHoapoOHaTa KOMA U XMITOTORUATA Ype3
YCTaHOBEHHUTE NPOLIEAYPH.

JlocaptaH

Mma orpaHnuyeHn JaHHHW NO OTHOLUEHHE Npeao3upaHe Ha I0CapTaH npH xopa. Hai-seposaTHara
npofBa Ha npeao3upade 64 6una xunoreHsusd U Opaavkapans; OpaauKapaUsTa MOXeE 1A € B pe3yTar
HA NapacHMIaTHKYCOBO (BaryCOBO) CTUMYJIMpPaHe. AKO C€ pa3BHE CHUMIITOMATHYHA XHMOTOHHUA,
TpaOBa na ce 3arnoyHe NOAABbPHKALLO IeUEeHHE.

Huto N0CapTaH, HUTO aKTHBHHAT MeTabOJIMT MOraT aa ce OTCTPAHAT C XEMOJHAJTH34.

XHAPOXJIOPOTHAZHUA

Haii-yecTuTe HaOmoaaBaHH NPHU3HALIM U CHMITTOMH €a Te€3W NPHUHHEHH OT HaMaNABaHE Ha
€JIEKTPONIUTUTE (XHNOKATHEMHUS, XHITOXIOPEMHUS, XUTIOHATPHUEMUA ) U AEXHUAPATALIMA KATO PE3YNTAT OT
NPEKOMEpHAa AUype3a. AKO Ce MPHA0KHA U AUTHTAINC, XHMOKAJIHEMHUATA MOXKE Aa MPEAH3BHKA
CbpACYHH apHTMMH.

Hee YCTAaHOBCHA CTENCHTA, 0 KOATO XHAPOXJIOpOTHA3NA CC OTCTPAHABA C XCEMOAHAIIN34.

5. ©GAPMAKOJOI'HYHHU CBOHCTBA

5.1 PapmMaxkoaMHAMHYHH CBOHCTBA



(dapmakoTepaneBTHYHA rpyna: KOMOMHaUNUA ChabpKalua aHrHoTeH3uH 11 peuenTopeH aHTaroHUuCT «
ThazuaeH auypetuk ATC koa: CO9DAOI.

Topucta H 50 mg/12,5 mg e koMOHHauMa ¢ QUKCUPAHHU A03HM OT JIOCAPTaAH H XUAPOXJIOPOTHAZUA.

JlocapraH-XHapoXI0pOTHA3H/]
Komnonenrute Ha Jlopucta H ca nokasanu, 4ye UMaT aauTHBEH €PEKT BbPXY PeAyKLMATA Ha

KPbBHOTO HAJATaHe, KATO HAaMATIBaT KPbLBHOTO HANAraHe B NO-ToNisMa CTENEH, B CPaBHEHHE C BCEKH
OT KOMMOHEHTHTE NooTAETHO. CunTa ce, 4e TO3M eeKkT € pe3yATaT OT CNONYWIHMBOTO AEHCTBYE HA
IBaTa KOMMNOHEHTA. B nombaHeHHe, XMAPOXNOPOTHA3HU, B PE3YNITAT HA JUYPETHYHHA CU e(eKT,
yBeJIM4aBa N1a3MeHATa PeHHHOBA aKTHBHOCT, NOBHULIABA AA0CTEPOHOBATa CEKpELIHA, HaManaaa
CEPYMHUst KANKi U NOBKILABA HHBaTa Ha aHrMoTteH3uH Il. Ilpunaranero Ha nocaprad 6nokupa BCUukH
GH3MONOrHYHO - OOYCIOBEHU ACHCTBUA Ha @aHTMOTEH3UH ] U upe3 nHXHOHMpaHeTO Ha anA0CTEPOH,
MOJKE 13 ApPeIM3BHKA HaMalliBaHe Ha CBbp3aHaTa ¢ AHypeTHKa 3aryba Ha Kasui.

JlocapraH e nokasaf, 4e HMa BPEMEHEH H IEK YPHKO3ypHueH edekt. XHUAPOXJIOPOTHA3HA MOXKE J1a
MPUYUHNA YMEPEHO YBEIHUECHUE HA MMKOYHATA KHCENHHA; KOMOMHALMATA OT 10CapTaH M
XHAPOXIOPOTHA3KA NOKA3BA TEHACHUUH KbM OTCN1abBaHe HA MPUUHWHEHATA OT AMYPETHKA
XUNEPYPUKEMHUAL.

AHTHXHNEPTEH3UBHUAT €EKT Ha OCAPTAH/XHAPOXJIOPOTUA3H NTPOABAXKABA 34 NEPHOA OT 24 vaca.
ITpH KNMHHYHU U3NKHTBAHHUA, NPOABKAINA HAH-MANIKO €AHA rOAHHA, AHTUXHIEPTEH3UBHUAT €EKT ce
€ 3ana3un ¢ NpoaLKapaHe Ha TepanuaTa. He3aBUCHMMO OT CHLUECTBEHOTO MOHHKABAHE HA KPBBHOTO
HaNAraHe, 1ocapTaH/XHAPOXJIOPOTHA3UA HE € OKa3al KIHHHYHO 3HaUUM e(eKT BbpXY ChpacyHaTa
yectoTa. [Ipyn KNMHHYHK U3INKTBaHMA, chel |2-ceaMUyHa Teparus ¢ JocapTaH

50 mg/xuapoxnopoTHazug 12,5 mg, M3MEPBAHOTO B CEAHANO NMOJOXKEHNE AHACTOIMHYHO KPbBHO
HansraHe ¢ 6UN0 HamaneHo cpeaHo ¢ A0 13,2 mmHg.

JlocaptaH/ xuapoxnopoTHaszua € e(peKTHBEH NPH NOHWKABAHE HA KPbBHOTO HANAINAHE HA MbXE H
XKE€HH, YEPHOKOXH H HEUECPHOKOXKH, NO-MaaM (< 65 roavHu) ¥ no-8b3pacTHU (Haa 65 ronuHH)
MaUHEHTH, KAKTO H 33 BCUYKH CTENEHHA HA XUIEPTOHMA.

JlocapraH

JlocapTaH € CHHTETUUYEH NEpOpaIcH aHTaroHMCT Ha aHroTeusud 1l peuenrop (tun ATT1),
AHIHOTEH3HH I, MOLIEH BA3OKOHCTPHKTOP, € OCHOBEH AaKTUBEH XOPMOH Ha CHCTEMATA
PEHHH/aHTHOTEH3HH U € OCHOBEH Orpeaenaul (pakTop B NaTO(HUIHONIOMUATA HA XUINEPTOHHUATA.
AnrnorensuH Il ce cebpasac ATI - peuenTtopa, KOWTO Ce HaMUpa B MHOTO TbKaHU (Harp.
BaCKynapHarTa riajakKa MyckyJlatypa, HaabvopeuHara xuesa, On0peuunTe U cbpueTo) H Npearu3BUKBa
BaXXHW OHMONOrHUYHN ACHCTBUA, BIIIIOUMUTENHO BA30OKOHCTPHKLUMA H OTAENAHE Ha anaocTepoH. Colyo
Taka, aHruoTeH3uH Il ctumynupa nponudepaunsTa Ha KNETKHTE HA rajgkara MycKynartypa. JlocapraH
cenekTuBHO Onokupa AT peuenrtopa. In vitro v in vivo nocapTad H HEroBHAT PU3HONOFMYHO AKTUBEH
kapookchieH Metabonut (E-3174) Gnaokupar BCHUKH AeACTBUA Ha aHrHOTeH3HH LI, He3aBUCHMO OT
H3TOYHUKA U MbTA Ha CHHTE3A.

JlocapTan HaMa aroHUCTHUYEH €dekT K He DOKHpa APYTH XOPMOHAIHM pPEUENTOPH HIIH HOHHH KaHATH
BAXKHHU B CbpAcHHOCHAOBATA peryiauua. [1pu Toea nocapraH He HxuObupa ACE (kuHaza [1), eH3umubT,
KOWTO pasrpaxaa OpagukuHHHHKTE. Cllea0BaTeNHo, HAMA NOTEHUMPaHe Ha NPEAH3BHKAHUTE OT
OpaaAHKHHHH HEXKETaHH €PeKTH.

[lo BpeMe Ha NPHIOKEHHE HA NOCAPTaH, NPEMaXBAHETO Ha AHIHOTEH3MH Il HeraTHBHOTO BL3AEHCTBHE
BbPXY PEHHHOBATA CEKPELIHA BOAHW 10 MOBHLIIABAHE HA IUIA3MEHATa PEHHHOBA aKTHBHOCT (P
[TosrwaBaneTo Ha PRA Boau 10 nosuiuasaHe Ha aHruotedsud Il B nnasmara. Benpeku
NOBULLEHYUA, AHTUXUTIEPTCHIUBHUAT EPEKT H MOTHUCKAHETO Ha NIa3MEHHTE KOHLEHTpa
aNnAOCTEPOH CE NOAXBLPIKAT, NOKa3Baikky edexTnBHa OJokana Ha anrwoteH3unH 1l peue & i

npeKbeBaHe Ha nocaprald, PRA crofinocTrTe Ha anrwoteHsuH 1l cnanar no 3 aum 1o 3§) HH’I‘QJ
CTOHHOCTH. \ f_f-:‘;_\ o o
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H nocapTaH, U HErOBUAT OCHOBEH aKTHBEH METalOIMT HMAT MHOTO no-ronam aguuurtet kbm ATIL -
peluenTopa, oTKOAKOTO KbM AT2-peuentopa. AKTHBHHAT MeTA0ONMT € 10- 10 40- NbTH NO-aKTHBEH OT
JocapTaH Nno CHi1a Ha Ta3K OCHOBA.

B enHo npoyusaHe, cneUHanHO NPEAHA3HAUECHO 32 OLECHKA HA YECTOTATA HA KALLJIMLA NPY NAUHEHTH,
JIEKYBaHH C 10capTaH, B CpaBHEHHE ¢ naureHTuTe, nekyBanu ¢ ACE nuuxnburopu, yectorara Ha
KallIHLATa, OTHETEHA OT NAUHEHTHTE, NOMY4YaBaLiY JOCAPTAH HIH XHAPOXIOPOTHA3HA € NoJodOHa U e
3HAYHMTEIHO NMO-MaIKO, OTKOAKOTO MpH NaudeHTHTe, 1ekyBaHu ¢ ACE nuxuburop. B ponbiHeHue,
NO-LNOCTEH aHanku3 Ha 16 ABOHHO-CNENK KAWHUYHK NpoyuBaHua npy 4131 nalWeHTH, YeCTOTaTa Ha
CMOHTAHHHU CHLOOLUEHHA 22 KAULIKMUA NPH NALMEHTH, eKYBaHU ¢ nocapraH e nogodbra (3,1%) ¢ Tasn Ha
naLxeHTHTE, AeKyBaHH ¢ nnauedo (2,6%) wnu xuapoxnoporuasua (4,1 %), nokaro yecrorara ¢ ACE
HHXHOUTOPH € Ouna 8,8%.

[1pn xunepronuun 6e3 aHabeT ¢ NPOTEHHYPHA, NPHAOKEHHETO HA NOCAPTAH KANHH 3HAYHTENTHO
HaMa/IABa MPOTEUHYPHATA, YACTHYHATA eKCKpeunsa Ha anbyMud U [gG. Jlocaprau 3ana3ssa ¢cKOpPOCTTA
Ha rinoMepyiHa puaTpauus H Hamanaea ¢punTpupadara ¢ppakuus. Kato uano, nocapras Boam oo
HaMalaBaHe Ha MUMKOYHaTa KucenrHa B cepyMa (0OukHoBeHHO <(,4 mg/dl) koeTo € NocTOAHHO NpU
XPOHUYHO JICYEHHUE.

JlocapTaH HAMA e(EKT BbPXY aBTOHOMHUTE pPedUieKcH M HAMA MPOABIDKUTENEH eEeKT BLPXY
NnA1a3MeHHa HOpenHHEPPHH.

[1py nauMeHTH ¢ IABO KAMEpHA HEAOCTATBHYHOCT, 403K OT 25-mg u 50-mg 10capTaH BOOAT A0
MOSUTUBHH XEMOJHHAMHYHH 1 HEBPOXOPMOHAIHH eEKTH, XapaKTepH3HpaliM C¢ ¢ NOBUILIABAHE Ha
CbpACYHHA HHACKC M HamansBaHe Ha 6enoapoOHOTO KANWIAPHO HANsAraHe, CACTEMHATA CbA0Ba
PE3UCTEHTHOCT, CPEAHOTO CHCTEMHO ApPTEPHANTHO HANATAHE H ChpAEUHHATA 4YeCTOTa U ChOTBETHO
HAMANeHYE HA LHMPKYNMPALLKWTE HHBA HA anaocTepoH H HopenuHedpuH. [lossaTta Ha XMNOTOHUA NMpH
Te3W MALMEHTH CbC ChPACUYHA HEAOCTATBYHOCT € 1030-3aBHCHMA.

XUNEPTOHHUYHH U3NHTBAHHUA

[Ipy1 KOHTpONMpaHHU KNHHUYHH H3NIHUTBAHUA BHPXY MALMEHTH € JIeKa A0 CpedHa eceHLHanHa
XHNEPTOHUA, NPUIATaHETO HA 1OCAPTaH €4MH ITbT JHEBHO, € NPEAH3BUKANIO CTATUCTHYECKH 3HAYHUMO
MOHWXEHHE Ha CUCTOJIHYHOTO W AHACTOJIMYHOTO KPbBHO HanAraHe. MamepsaHUATAa Ha KPbBHOTO
Hansarase 24-4yaca ciea A03HpaHe OTHECEHO KbM 5-6 yaca cnea no3ara NMoKa3Ba OTHOCHTE/IHO NAaBHa
PEAYKLIMA HA KPBLBHOTO HAJIAraHe 3a nepHoi ot 24 vaca; eCTECTBEHUTE JHEBHY PUTMH CE€ 3ara3sar.
PenykuuaTa Ha KpbBHOTO HAJIiraHE KbM Kpad Ha J030BHA HHTepBas € Ouna npubnausurenHo 70-80 %
oT edekTa, HabnoaasaH 5-6 Haca cyiea NpuaraHe Ha ao3ara.

CnupaHeTo Ha f10capTaH, NPH XKINEPTOHHYHH MALIUEHTH, HE € BOENO A0 PA3KO Bb3CTAHOBABAHE HA
KpbBHOTO HanaraHe (pubayHa). He3aBUCHMMO OT 3HAYUTESIHOTO HAMANABAHE HA KPbBHOTO Ha/sAraHe,
MPUNAraHeTO HA JIOCAPTAH HE € 0Ka3a/l0 KNHHUYHO 3Ha4YUM €(EKT BbpXY ChpAeHHaTa 4eCTOTa.
JlocaptaH € egHAaKBO e(PEKTUBEH 33 MbXKe U JKEHH, 3a No-Mnaau (noa 65 roaMHu) 1 no-crapu
XHIMEPTOHHLM.

Hsnuraue LIFE

HanurBanero Losartan Intervention For Endpoint reduction in hypertension (LIFE ) e 6uno
PAHAOMH3IUPAHO, TPOHUHO-CNAMNO, AKTHBHO KOHTPOJIUPAHO NPOyUBaHE NpH 9193 xunepToHULM Ha
BB3pacT mexay 35 v 80 roannn ¢ EKI'-nokymenTupana nasokamepHa xuneprpodus. Iauuenture ce

aTeHonon Ha 100 mg Beanbx OHEBHO. JJONBAHUTENHO aHTUXHIIEPTEH3UBHO N€KapCT
Ha ACE uHxubuTop, aurnorensnH-11- antaronuct unu 6era dnokep € no6apaHo Kb



Aa € NOCTHUIHE XEJTAHOTO CPaBHUMO MNOHHKEHHUE HA KPBLBHOTO HANATAHE MCXKILY IPYTHTE.

CpeaHara MpOABLIAKMTENHOCT Ha npocaeasasaHe € 4,8 roauHu.

[IbpBHUYEH KpaeH oKa3aTen 3a NPOYYBAHETO € DU/ ChCTABHHUAT OT KapAHOBACKY/1apHaTa
3a001€BAEMOCT H CMBPTHOCT, KOETO C€ U3MEPBa Upe3 NOHHXaBaHe Ha o0LAaTa YeCTOTa Ha HaCThIIBaHe
Ha CbPAEYHOCHAOBA CMBPT, HHCYAT U MMOKapaeH HHGApKT. KpbBHOTO HansraHe € 3Ha4UTENHO
HaAMaIEHO 10 CXOAHU HHBA B ABETE rpyny. JIeueHneTo ¢ nocapraH BOAW A0 NOHWXKABAHE HA PUCKA C
13,0 % (p=0,021, 95 % nosepurenex nutepsan 0,77-0,98) cnpamo areHonon 3a NauHEHTH, MPH KOUTO
HACcTbNBa CbOUTHE, BKIIOYECHO B MbPBUYHHUA CHCTABEH KpaeH nokaszarten. Tosa ce obacHABA Hal-Beve ¢
HaMaJICHHE YECTOTaTa HA UHCYNT. JledeHneTo ¢ nocapTaH HamasfiBa PUCKa OT UHCYAT ¢ 25 % cnpamo
areHonon (p=0,00195 % nosepurencH unrtepsan 0,63-0,89). Hueara Ha cbpaedHoCbA0Ba CMBPT U
MHOKapAEeH HHQAPKT He C€ paIH4aBAT B JIEKYBAHHUTE IPYNH.

BoitHo HioKMpaHe HA PeHUH aHI'MOTEH3UH -afgoctepoHosata cucrtema (PAAC)

JIBe ronemu paHaoMu3upaHu KoHTponupaHu npoyuBaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texywo rnobanHo uanureaHe 3a
KpaiHW TOYKH HA TEJIMMCAPTaH, CAMOCTOATENHO U B KoMOHHaLMa ¢ pamunpun) u VA NEPHRON-D
(KnuHnuHO npoy4BaHe CBHP3aHO € pa3BHTHE Ha HedponaTus npu aAHadeT, MPOBEAEHO OT
MHHKCTEPCTBO MO BLNPOCHTE HA BETEPAHMTE) — Mpoy4BaT ynorpebara Ha komOuHauuaTa ot ACE
MHXUOUTOP K aHrHOTEH3UH lI-peuenTtopen baokep.

ONTARGET € npoyuBane, NpoBeeHO NPH NALHEHTH C aHAMHEe3a 3a ChPASHHOCHA0BA WIH
MO3BYHOCBHIOBA OONECT, MU 3axapeH AHabeT THM 2, NPUAPYKEHHU C AAHHU 3a YBPEXKAAHE HA
edextopHu opradid. VA NEPHRON-D e npoyuBase npu nauueHTH cbe 3axapeH avader Tn 2 4
auabetHa HegponaTHs.

Te3n npoyuBaHUA He MOKA3BAT 3HAUUM OaronpHATeH eQekT BbpXy ObOpeuHuTe U/nnu
CbPASHUHOCHAOBHTE MOCNEAHLN H CMBPTHOCT, KaTO ChLUEBPEMEHHO ca HabnaaBaHH MOBHILIEH PHCK
OT XHIEpKANIHEMHA, OCTPO YBpeKIaHe Ha ObOpeunTe W/ WM XHNOTOHUS B CPABHEHHE C
MOHoTepanuaTa. Karo ce MMar npeaBua CXOAHHUTE UM dapMakOJIMHAMUYHU CBONCTBA, TE3H pe3ynTaTH
ca NpUIoKHMH H 32 Apyrd ACE uHxuburopu v aHruoreHauH lI-peuentopun dnokepu.

ACE nHxubutopu u anrnoTeH3uH [i-peuentopHu 6510kepH cneaoBaTeHO HE TpAOBA Aa ce U3MNON3BAT
eJHOBPEMEHHO NPH MaLKUEHTH ¢ AHabeTHa HeponaTus.

ALTITUDE (KnuHu4HO npoy4BaHe MpOBEASHO ¢ ANTUCKHPEH MPH NALUMEHTH CbC 3axapeH AHaber TN
2 ¢ M3NON3BAHE HA CHPACHHOCLAOBH H HBOpeuHH 3adonaBaHHa KaTO KpailHU TOUYKH) € [POYyUBaHe,
npeaHa3HauYeHo [a U3C/e1Ba Noa3arta oT J00aBAHETO HA ANHCKUPEH KbM ctaHAapTHa Tepanus ¢ ACE
UHXUMOMUTOP MK aHrHOTEH3HH ll-peuenTopen BaoKep NpU NaLMEHTH CbC 3axapeH AWaber Tun 2 u
XpOoHHYHO 6BOpeuHo 3abonasane, cbpaeUHOCHIOBO 3a00saBaHe UAH W aseTe. [Ipoyusanero e
NMPEKPATCHO NPEKACBPEMEHHO MOPAAM MOBULIEH PUCK OT HebnaronpuATHU nocneguuu. Kakro
CbPACHHOCHAOBATA CMBPT, TAKA H HHCYNTHT €A MO-YECTH B IpynaTa Ha aJTMCKHPEH, OTKONKOTO B
rpynara Ha mnauebo, a npeacTaBIsBalUMTE HHTEPEC HEeKEeNaHH ChOUTHA M CEPUO3HN HeXKenaHH
cHOUTHSA (XUnepKanuemMus, XMNOTOHUA U 6b0peuHa AMCPYHKLHA) ce cbodluasar no-4ecro B rpynara
HA ATMCKWPEH, OTKOJIKOTO B rpynara Ha miauebo.

XHUAPOXNOPOTHAIUI
XHUAPOXNOPOTHA3U € THA3HAEH AUYPETHK. MexaHU3MDbT Ha aHTHXHNEPTEH3UBHUA eeKT Ha

THA3WIHHWTE AUYPETHLIH HE € HANDBIHO H3BecTeH. THa3sUAWTE AeHCTBAT BbPXY peHanHHA TyOyneH
MEXAHH3BM Ha €leKTPOAHTHATA peabcopbdius KaTo MOBUMIABA JUPEKTHO EKCKPELIMATA HA HATPHIA U

XN10p B MPHONH3HUTENHO EKBHBAJIEHTHH KONTHYECTBA. JlypeTHHYHOTO REHCTBHE HA XHAPOXJIOPOTHAZHA
HaMansaBa I1a3MeHua o0eM, NOBUILIABA NJIA3MEHATA PEHHHOBA AKTHBHOCT W MNOBUIIABA CEKpeUHATa Ha
aj1A0CTepOH C NoceaBallo MOBHIUABAHE HA KaKa B ypHHaTa U 3arybara Ha OukapboHaTH H

HaMa/igsBaHe HA CEPYMHHA KanHi. PEHHH-ana0CcTepOHOBATA BPB3Ka CE MEAWHPA OT aHTHOTEH3UH 11 u
3aTOBA €IHOBPEMEHHOTO NPHJIOXKEHHE HA AHTHOTeH3HH Il peLuenTopeH aHTArOHUCT NOKa3 TR
TEHACHUHA KbM HAMAIABAHE HA 3arybata Ha KanTui, CBBLP3aHA ¢ THA3HAHHWTE JUYPETHL

Cnen nepopaiiHa go3a, IMype3ara 3ano4sa 0 2 4aca, JOCTHra NMKOBO HUBO Clied OK
npoabAXaBa 0koao 6 10 12 yaca, aHTUXHMNEPTEH3UBHUAT edexT npoabkasa Ao 24 u



HemenaHoMeH pak Ha KOXaTa

B13 0CHOBa Ha HATUYHHTE AAHHH OT €MUAEMHONOTHYHHU MPOYUBAHUA € HaOboaaBaHa 3aBUCHMA OT
KymMynaTusHaTa ao3a Bpb3ka Mexxay XXT3 1 HMPK. Eaxo npoyuBaHe BkiatouBa nonynauus,
cbeToAwa ce ot 71 533 ciyuan na BKK v 8 629 cnyuaun na CKK, u nomynaums ot cvorserno 1 430
833 n 172 462 noaxonawn KOHTpoau. Brucokara ynorpedba Ha XX T3 (kymynarusro >50 000 mg) e
cBbp3aHa ¢ xopurupad OR 1,29 (95% AU: 1,23-1,35) 3a BKK u 3,98 (95% JIH: 3,68-4,31) 3a CKK.
HabnioaaBaHa e scHa Bpb3Ka KyMynaTHBHA J03a-0TroBop KakTo 3a bKK, Taka u 3a CKK. [Ipyro
nNpoyuBaHe NOKa3Ba Bb3MOXKHA Bpb3ka Mexkay paka Ha ycTHHTE (CKK) n ekcnosnumsTa Ha XXT3: 3a
633 cayvau Ha pak Ha ycTHUTe e noabpana nonyiauus ot 63 067 noaxoasimy KOHTPOIK, KaTo Ce
M3MON3BA CTPATErus 3a B3eMaHe Ha mpodu, onpeaeneHa oT pucka. JleMOHCTpHpaHa € Bpb3Ka
KyMYJ1aTHBHA 103a-0Troeop ¢ kopurupan OR 2,1 (95% AU: 1,7-2,6), napactBaw ao OR 3,9 (3,0-4,9)
3a Bucoka ynotpeda (~ 25 000 mg) v OR 7,7 (5,7-10,5) 3a Ha#l-BUCOKaTa KyMyJlaTHBHa 1034 (~

100 000 mg) (8. cbO TOUKA 4.4).

5.2 @dapmakoKHHEeTHYHH CBOHCTBA

Abcopbuus

Hocapman

Cned nepopanHOTO NPUIOKEHHKE, 10capTaH ¢¢ abcopbupa nobpe M npeTbpnasa MeTaboNHIBM NPHU
MbPBOTO NPEMHHaBaHe KaTO (POPMHPa MbLPBOHAYANEH AKTUBEH KapOOKcHIeH MeTabonuT - W ApyrH
HEaKTHBHH MeTabonuTH. CHcTeMHaTa OMOHANTHYHOCT Ha TabneTKkUTE 1IocapTaH € Npuodan3uTenHo 33
%. CpeaHaTa NHKOBa KOHLIEHTPALIUA HA IOCAPTaH H aKTUBHUA My METaDOMHT ce JOCTHra, ChbOTBETHO,
3a | yac # 3a 3-4 yaca. KNIMHHYHO 3HA4UUM eeKT BbpXy NMpoduna Ha MIa3MEHHTE KOHLUEHTPALUK Ha
JocapTaH He ¢e € MONYUYWI NPy NpUaraHe Ha CTaHZapTH3HPaHW XPpaHH.

PasnpeneneHue

Jocapman

KakTto nocapran, Taka 4 akTUBHUAT MYy MeTabouT ca > 99 % cBbp3aHH ¢ rIa3MEHUTE NPOTEHHH,
ocobeHo ¢ anbymuuure. O0EMET Ha paznpenenedHue Ha nocaptaH e 34 nurpa. HacneasaHns BepXy
NABLXOBE MOKA3BAT, Y€ JIOCAPTAH TPYAHO NpeMHHAaBa KPbBHO-MO3bUHaTa Dapuepa, ako BboOuie 5
nNpeMHHaBa.

Xuopoxaropomua3uo

XHApOoXJIOpOTHA3HUA NMPEMHUHABA MIALEHTAPHATa, HO HE H KPbBHO-MO3btiHaTa Hapuepa 1 ce OT/IeNns B
MaHYHHOTO MJIAKO.

brorpanchopmalius

Jocapman

Okono 14 % oT MHTpaBEHO3HO HITH MEPOPaAHO- MPUIOKEHATA 103a 10CAPTaH, CE NIPEeBpbLia B
aKTHBEH MeTaboUT. Cea nepopaHOTO MITM HHTPABEHO3HOTO NpunaraHe Ha 14C-Mapkep Ha
JlocapTaH Kanvi, LMPKYAdpallaTa IiasMeHa paguoakTUBHOCT C€ AbJ/DKH HA 10CAPTAH H AKTHBHHUA MY
MeTaboNHUT. MHHHMMATHO KOHBEPTHPAHE HA NOCAPTaH A0 AKTHBHHUA My MeTabonuT ce Habntogaea npu
€1IHH NMPOLEHT OT U3CIEABAHUTE MALLUEHTH.

OcBeH akTUBHHA MeTabonur, ce GopMHUpaT U HEAKTHBHH MeTabOoINTH, OT KOMTO ABa ce GopMHUpaT
ype3 XUAPOKCHIHpaHe Ha OyTUIIOBAaTA CTPaHUYHA BEpHUra W eHH BTOpOCTENneHeH MeTaboauT - N-2
TeTPa3oN rNIOKOPOHHUA.

EnUMUHHUpaHe

Jocapman
[InasMeHHAT KAMPBLHC Ha JIOCAPTAH H AKTUBHHA MYy MeTABOHT € CLOTBETHO, 0K0J10 60




mL/min pecnekTuBHO. BOPEUHUAT KIHPBHC HA IOCAPTAH M AKTUBHUA MY METa0OJIHUT € CHOTBETHO
okoJio 74 mL/min v 26 mL/min pecnekruBHo. Koraro nocaptaH ce npunara opajiHo, okoso 4% ot
103aTa Ce OT/AeNA HENMPOMEHEHA B YpHHaTa, a 6 % oT 103ara ce OTACNA KaTO aKTHBEH MeTabouT.
DapMaKOKMHETHKATA Ha TOCAPTAaH U AKTUBHHA MYy MeTaboONKHT ca IMHEHHH NPpH NepopaliHK 103HM
nocaptaH Kanudii ao 200 mg.

Cnen nepopajiHO NPWIOXKEHHE, MJIA3MEHHTE KOHLIEHTPAUHK Ha 10CAPTaH U aKTUBHUA MY METabONUT
HaMansABaT NMOJUEKCTIOHEHUMAIIHO KATO KPaHHUAT MONYXHBOT € CbOTBETHO OK0JI0 2 Yaca U 6-9 yaca.
HuTto nocapTaH, HUTO AKTHBHUAT MY META0ONUT KyMyHPAT 3HAYHTENIHO B N1a3MATA NO BpeMe Ha
Tperupane ¢ 1031 oT 100 mg, €eAdH NbT AHEBHO.

3a eNMMUHUPAHETO Ha 0CApTaH JONPUHACAT, KAKTO K1bYHATa, TaKa H YpHHHaTa ekckpeuua. Cnea
nepopanHa n03a ot 14C-mapkdpaH nocapTaH npu 4OBeKa, ce€ OTKpHBA 0KoJo 35 % ot
paaWOaKTHBHOCTTA B ypHHaTa W 58 % B m3npaxHeHuATa.

Xuodpoxaopomuazuo

XuapoxnopoTuasua He ce metabonusnpa, Ho ce enuMHHHpa 61p30 upes GbOpeunte. [pu
HaOAKAABAHE HA MJIA3MEHHMTE HUBA, Hall-Manko 3a 24 4aca, ce 3abesa3Ba, 4e MIasMeHUAT NOAYKHBOT
Bapupa mexay 5,6 u 14,8 vaca. Hait-manxo 61 % or nepopanHaTa no3a ce eTMMHHHAPA HENPOMEHEHA

10 24 vaca.

Xapalcrepucm KA Ha NMNALUHCHTHTC

Jocapman-xuopoxiropomuaiuo

[Ipu no-BBL3PacTHH XHNEPTOHULH, MNA3MEHUTE KOHUEHTPALMY Ha JIOCApTaH U aKTHBHHA MY
MeTabonuT 1 abcopbuuaTa Ha XUAPOXAOPOTHA3H HE CE Pa3/IHYABAT 3HAYMTEIIHO OT TE3H NMPH NO-
MJIAANTE XHUIIEPTOHULIH.

Jocapman

Cnien nepopaiHo NPUIOKEHHUE MPH MALIMEHTH C JIEKa JO CpeAHa ajlK0X0/iHa IMPOo3a Ha YEPHHSA Ipo0,
VIa3MEHHTE KOHUEHTpALWU Ha JlocapTaH W aKTUBHUA My MeTabonuT ca, CbOTBRETHO, 3 IMTbTH M 1,7 NbTH
Mo-BMCOKY OT HabmoaaBaHKTE NpH MIAAH MDBXE - A0OPOBOJILK.

MapMakOKHHETUUHH MPOYYBaHHA nokassart, ye AUC Ha nocapTraH npy 34paBy MBKE OT ANOHCKATa K
HEAMOHCKA NMomyauus He ce paznuyasaT. Bonpeku tosa AUC Ha kKapOOKCHIHO-K1cenusa Metabonur
(E-3174) nokasea pazinuus MeXAy ABETE rPYIH, KATO EKCHO3IMLMATA € NpHOnu3uTenHo 1.5 nbTH no-
BHMCOKA [PH MBIKETE ANOHLM B CpaBHEHHE C HE-AMOHUMTE. KNHHHUYHATA 3HAYUUMOCT Ha TE€3H PE3YATaTH
€ HeU3BeCTHA.

HuTto nocapraH, HUTO aKTHBHHAT My MeTabO/THT, MOraT aa ObAAT OTCTPaHEHH Ype3 XeMOoaHau3a.
5.3 IlpeaxnesHH4HK JauHH 332 De3onacHoCcT

[IpeAKNMHUYUHHUTE JAHHHU OT KOHBEHLMOHAHH NPOY4YBaHUS - GAapMaKOJOTHYHHA H FTEHOTOKCHYHH, HE
pa3KpuBaT NMNOTEHLUHAIHH PHCKOBE NPH JIEHEHHE HA XOpa. TOKCUUHUAT NOTEeHUMAN Ha KOMOMHaUWATA
NocapTal/XHAPOXJIOPOTHAZKA CE€ OLECHABA B MPOYUBaHKA 332 XPOHHYHA TOKCHYHOCT C
MPOABIKHTENHOCT JO WECT MeCela NMpy rIbXOBe U KYy4eTa, Cliell OpalHO NPUIoKeHue, a
HaO/IIOJABAHMTE NPOMEHH B T€3H MTPOYUYBAHHMA C MpHIaraHe Ha KOMOMHAUMWA ca rMaBHO NMPHYHMHEHH OT
nocapTaHoBUs KOMNOHEHT. [IpunaraneTo Ha koMOHMHauUMATa IOCAPTaH/XHAPOXJIOPOTHA3UL
NPEeAU3BHKBA NOHHXXEHHUE HA MAPAMETPUTE HA YEPBEHMUTE KPbBHH KINETKH (€PUTPOLIMTH, XEMOIIOOHH,
X€MaTOKPHT) H NOBHLLIABAHE HA ypea-N B cepyMa, NOHHKABAHE HA TErNOTO Ha ChpLETO (O€3
XHCTOJIOFHYHO ChOTBETCTBHE) U CTOMALLIHO-YPEBHH NPOMEHH (JIE3HM N0 NHIraBHLATA, A3BYU
KpbROU3IHUBH). HAMa 1aHHM 32 TepaToreHHOCT MPH NIbX0BE HIIHK 3aliliM TPETHPAHHU C KO g}% oo
npocapral/xuapoxnoporuasiia. TOKCHUHOCT 3a IIoAa, H3pa3saBalla ce B JIeKO NOBHULIEHH H&"’ odﬁfi,,, |\
pebpara 8 nokoneHue Fl ce Habmopaea, Korato XeHCKHTE e TPeTUpaT Npeau U no Bpe etm SESRNIS )
recTauMoHHHKa nepuoa. Kakro ce Habmoaasa B npoyUuBaHHA CaMo C 10CapTaH, CTpaHHy ﬂ)\emzs‘ﬂ




MI0Aa H HOBOPOAEHHUTE, BKIIOUHUTENHO OB0peyHa TOKCHUHOCT U CMBPT Ha NJioaa, ce Habatoaasar,
KOraTo OpeMEHHH MIbXOBE C€ TPETHPAT ¢ KOMOMHAUMATA JIOCAPTAH/ XHAPOXIOPOTHA3H B KbCHHS
recTalHoOHEH NEPHOI H/UNH MPe3 NAKTALHOHHUA NMEPHOA.

6. PAPMAIIEBTHYHHA JAHHH

6.1 Chnacuk HA NOMOILIHHTE BeLleCTBA

Aapo Ha Tabnerkara

NpeXeNaTUHW3UPAHO LAPEBUYHO HULIECTE
MHKPOKpHCTaHa uenynola (E460)
NaKTO3a MOHOXHApAT

marHesues creapat (E470b)

OUAMOBO DOKPHTHE

Xunpomenosa (E464)

makporos 4000

XWHOMHUHOB XbAT ouseruTen (E104)

Tank (E553b)
TutaHoB aMokcua (E171)

6.2 HecbhbBMeCTHMOCTH
Henpunoxumo

6.3 Cpox naroguoct
3 TOAUHH

6.4 CoenHalHH YCJIOBHA HA ChbXPaHEHHE

Ha ce chxpaHaBa nog 25°C.
Ha ce chxpaHsaBa B OpMrMHanHaTa OflakoOBKa, 3a Ja ce Npeanasu oT Bara.

6.5 BuaauchabpkaHHe HA ONAKOBKATA

BaucrepHa onakoeka (Al ¢ponuo, PVC/PVDC donuo): 28, 30, 90 dunmupanu tabnetky, B KAPTOHEHA
KYTHS.

He Bcyukn BHAOBE ONMAKOBKH MOTaT 1a ObJaT MycHAaTH Ha nasapa.
6.6 CpnenuajHu npeANasHH MEPKH NPH H3XBLP/AAHE H paboTa

Hsama cneupanHH H3UCKBaHHUA 3a H3XBBPIAHE.

7. IIPHTEXATEJI HA PAJPEIIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeika cesta 6, 8501 Novo mesto, Cnosexus

8. HOMEP(A) B PASPEHIEHHAETO 3A YIIOTPEBA

Per. Ne: 20050137




9. JATA HA TBPBO PA3PELIABAHE/ ITOAHOBABAHE HA PAZPEHLIEHHUETO 3A
YIIOTPEBA

Jlata Ha nbpBo paspewasane: 08.03.2005
Iara Ha nocaeaHo noaHosaBase: 03.05.2010

10. JATA HA AKTYAJIM3NPAHE HA TEKCTA

27 IOun 2025

[Tonpobna srdopmaid 38 TOM NCKAPCTBSH NPOAYKT € NPeROcTaBeHa Ha yebcailtra Ha Hanwasurensa
Aresipn no Jlexkapersara (HAJ]) http://www.bda.bg.




