KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHUA NTPOAYKT

Tamaiipa I1aroc 5 mg/5 mg/12,5 mg TBbpAM Karncyiu
Tamayra Plus 5 mg/5 mg/12,5 mg hard capsules " — =
V3ITBJIHUTENHA ATEHUMS N0 NEKAPCTBATA
Tamaiipa [Taroc 5 mg/5 mg/25 mg TBbp/AM Kancyiu Kpamka xapaxmepucmuka na NDOGYXM™a - [IpurOXeHUe 1
1
Tamayra Plus 5 mg/5 mg/25 mg hard capsules - /a'[ / JF""? a// ©3/0 5

---------------
............................................

Tamaiipa [Taroc 10 mg/5 mg/25 mg TBbpAM KancyJiu Paspewerue Ne
Tamayra Plus 10 mg/5 mg/25 mg hard capsules BC/MA/MP - 7,25-/ 7";2 4 14 -07- 2026

Qgobpenie Ne .......oveeeeenvo

2 KAYECTBEH U KOJIMYECTBEH CHbCTAB

Tamaiipa ITmoc 5 mg/5 mg/12,5 mg TBbpAM KancyJiu:
Enna kancyna cpabpika 5 mg pamunpui (ramipril), 5 mg amnoaunus (amlodipine) (kato
amyiogMnuHoB 6e3unar), 12,5 mg xuapoxyuoporuasua (hydrochlorothiazide).

Tamatipa [1nroc S mg/S mg/25 mg TBbp/AM KancyJu:
Enna kancyna ceaspxka 5 mg pamunpui (ramipril), 5 mg amnoaunux (amlodipine) (kato
amJI0aUMNUHOB Oe3unar), 25 mg xuapoxnoporuaszua (hydrochlorothiazide).

Tamaiipa I1aroc 10 mg/S mg/25 mg TBBpAU KancyJiu:
Eana kancyna eceabpka 10 mg pamunpun (ramipril), 5 mg amnoaunuu (amlodipine) (kato

amuoaunuHoB O6e3unar), 25 mg xuapoxiopotuasui (hydrochlorothiazide).

3a NbJIHHUSA CIUCHK HA MOMOILLHUTE BELIeCTBA BHXKTE TOYKA 6.1.

3. JIJEKAPCTBEHA ®OPMA

TBbpaa kancyna

Tamaiipa [Taroc 5 mg/5 mg/12,5 mg TBbpAU Kancyu:

Kancyna pazmep Ne3, ¢ Henpo3pa4yHo po30BO Kanaye U HENnpo3pavyHo CBETIIOCHBO TsJIO, ChbpiKallla
Os171 10 NOYTH OsJ1 rpaHynar.

Tamaiipa ITaroc S mg/S mg/25 mg TBbpAM Kancyu:

Kancyna pa3mep Nel, ¢ Henpo3pauyHO po30BO Kanaye U HENpo3payHo TAJIO UBAT CJIOHOBA KOCT,
ChAbpIKalLa 0sJ1 10 no4vTH OsJ1 rpaHyJiar.

Tamaiipa [Imoc 10 mg/5 mg/25 mg TBbpAM KancyJu:

Kancyna pa3mep Nel, ¢ Henpo3payHO TBMHOPO30BO Kanaye v HENMpo3payHo XKbJTO TAJIO, ChAbpKaLla
Osin1 10 nouTH Oss1 rpaHyar.

4. KJIUMHHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHUA

4.4,4.5u5.1).




4.2 Jlo3ApoBKAa H HAYHH HA NPHJIOKERHE

Jo3BpoBKa

[TpenopbunuTeIHaTa JHEBHA 034 € e/lHa Karcyna, ChAbPXKAlla CbOTBETHOTO HEOOX0AUMO
KOJIUYECTRO.

Tamaiipa [1nroc Moxe Ja ce B3uMa npea, ¢ WK Clel XpaHEHETO, ThiH KaTO XpaHaTta He NPOMeHd
OuoHaMM4YHOCTra (BXK. TO4YKa 5.2).

KomOuHNpaHHTe NPOAYKTH ¢ PHKCUPAHO CbABLPAKAHKE Ha ChCTABKHUTE HE Ca NOAXOIAILH 32 HAYalHO
NEUEHHUeE.

[TaumeHTHTE, TPH KOKTO €JHOBPEMEHHO CE 3aM04Ba JICUEHHE C PAMMIIPHI, aMJIOJHIIMHE H JKYPETHK,
MOXe a NONy4YaT CHMNTOMaTHYHA XKIIOTOHHS.

B cayuaii, ue € Heo6XoauMa NpoMAHA HA JO3MPOBKATA, TO TpAOBa Aa ce HANpaBH ¢ OTIEHHTE
CBHCTABKH M CJIE] KaTO Ce YCTAHOBAT MOAXOAALLNTE A03U [TPH Bb3MOXHOCT Ja c€ NPEeMHHE Ha HOBaTa
¢dukcHpana komOnHaLN,

CoeunajnH noiryJanHH

[TalMeHTH JeKYBAHH C AUYPETHLIU

[IpenopbtiBa ce BHHMAHUE NPH NMaLKEHTH, JEKYBaHH ¢ AHYPETHLH, ThH KaTO NPH TAKHBA NALIKEHTH
MOXeE Aa ce MOJIyud HaMalABaHe HAa TEYHOCTHTE W/HIIH W3deplBaHe Ha CONNUTE B opradusMa. TpsOsa

na ce cnenar 6bOpeyHnTe GPYHKIMH U KOTHYECTBOTO HA Kalud B cepyMa.

[MaureHTH ¢ YepHOIPOOHO YBpexaaHe
Tamaiipa Inioc we TpaOBa Aa ce U3MON3BA AP MAUMEHTH ¢ YEPHOAPOOHO yBpekiaHe, Thil KaTo

KOJIMYECTBOTO Ha paMUINpAlIa HaABHUIABa MAKCHMANTHATA 0034, J0NTYCTHMa INPH TaKHBa NNAllHCHTH.

[TaupeHTH ¢ OBLOpEUHO YBPEXKAAHE
3a HaMHMpaHe Ha ONTHMAaJIHATA Hava/lHA ¥ NOAAbPIKaLla 103a 33 NMAUUEHTH ¢ OBOpEeYHO yBpeXaaHe

A03aTa Ha BCEKH MalyeHT TpadBa Ja ce Harakaa HHAMBHAYATHO Ype3 TUTPHpaHe Ha AO3UTE HA

paMHIPpWIA, aMIOAMIIMHA H XHAPOXJOPOTHAZUAA MOOTAETHO (32 NOJAPOOHOCTH BHXKTE KPATKHTE

XapakTepHCTHKH Ha € THOKOMITOHEHTHHUTE NIPENapartH).

ITuesHara no3a Tamatipa ITmoc npu nauueHTH ¢ HapylueHa OpOpeuna QyHkuus TpsabdBa na e

ch0OpaseHa ¢ KIHPBLHCA HA KPEaTHHHHA.

- AKO KITHPBHCHT Ha KpeaTHHUHA € > 60 ml/min, MakcumanyaTa aueBHa ao3a Tamafipa [1lnroc e 10
mg/10 mg/25 mg.

- AKO KJIHPBHCHT Ha KpeaTuHHHA e Mexay 30-60 ml/min, MakchManHaTa AHeBHA no3a Tamatipa
[Tmoc e 5 mg/10 mg/25 mg.

- Tamaiipa [1moc e npoTHBONOKa3aH MPH NauueHTH chreskko 6B6peuHo yBpeskaane (rnomepyJHa
¢dunrpauns (GFR) <30 ml/min/1,73 m?) (Bux Touku 4.3, 4.4 u 5.2).

- [Tpy nauMeHTH Ha XeMoAMa/lW3a: MaKcMManHarta AHeBHa fo3a € 5 mg/l10 mg/25 mg;
NIEKapCTBEHHAT NPOAYKT TP2OBa Aa ce npunara HAKOJIKO Yyaca clef XeMOAHAITU3ATa.

[To BpeMe Ha neveHneTo ¢ Tamaiipa [1moc TpabBa na ce cneam OGbOpeyHaTa HYHKUUA ¥ KAJHAT B
cepyMa. [Ipu BnoinaBane Ha pyHkUMATA Ha OBOpeuuTe, ynorpedara Ha Tamaiipa [Tmoc Tpabsa na ce
NpeKpaTH H CbCTABKMTE MY J1a ce JaBaT 8 CbOTBETHO NMPOMEHEHH J03M.

[MauMeHTH B cTapyecKa Bb3pacT
[Ipi maupedTH B CTapuecKa Bb3PacT Ce NPENnopbYBa BHUMaHHE, BKIIIOUYHTENHO [0-4eCTa NpoBepka Ha
KpBBHOTO Hajnarane, oco0eHo npu Haii-Bicokara ao3a Tamaiipa ITmoc (10 mg/10 mg/25 mg), T
KaTO HAJIMYHUTE JAHHH 33 Ta3M NonyJjalus nauHeHTH ca Maaxo. [pu npeMunasane koM Tamaipa
[Tnioc HA NOAXOAALIM TTALMEHTH C XHIIEPTOHHA B CTap4ecKa Bb3pacT (BK. Touka 4.1) Tpabsa aa ce
M3MO0JI3BaT HAaM-HUCKUTE JI03H PAMHIIPHI H AMJIOJHIIHH.

[leauarpuuHa nonyaanxs
Ynorpeba Ha Tamaiipa [Tmoc npu fena u 0HoLtd ok 18-roauiiiHa Bb3pacT HE CeE I

MOpajH JIMNCATA Ha RaHHKM NO OTHOLIEHHE Ha 6€30MacHOCT # ePHKACHOCT.




Haunn Ha npaiokKeHne
KarncynuTe Tpabea Na ce B3WMAT Npe3 YCTaTa BEAHbXK AHEBHO BCEKH A€H MO €JHO ¥ ChiO BpPEME Ha
neHsd, ¢ Wik Oe3 xpana. He Tpa0OBa fa ce abBuat nin pasapodasar. He Tpabsa na ce B3uMar ¢be Cok

OT rpeiAndpyT.

4.3 IIpoTHBONOKA3AHKS

- aHaMHe3a Ha aHruoeaeM (HacneacTBEH, HAMONATUUYEH WIH MTPECAHIUEH aHTHOSAEM, NPEAU3BHKAH
oT uHXHOuTOpH Ha ACE Ml aHTaroHHUCTH Ha peuentopute 3a aHrnorensud 1l (AlIRAs).

- IMOK (BKIKOUYHTENHO KapAHOreHEH HIOK).

- 2-po ¥ 3-To TpruMeceure Ha OpeMeHHoCTTa (BXK.TOYKH 4.4 1 4.6).

- kbpMeHe (BXK.Touka 4.6).

- eKCTPaKOpIOpaIHO TPETHUpPaHe, Npyd KOETO UMAa KOHTAaKT Ha KPbhBTAa ¢ OTPHLATENHO 33apEACHH
NOBLPXHOCTH (BXK. TOUKA 4.5).

- 3HAYKMMa CTeHO3a Ha ObOpedHNTe apTeprH ABYCTPAHHO MM CTEHO3a Ha ObOpeyHaTa aprepus Ha
enqUHCcTBeHHA yHKUHAOHHPaIH ObOpexk.

- TEXKO 6bOpeUHO yBpexaaHe (KIMpPbHC Ha kpeaTuHHHA < 30 ml/min).

- MalMEeHTH C XMITOTEH3UBHH HJTH XeMOJAHWHAMHUYHO HECTAOUITHH CHCTOAHHUA.

- pedpakTepHa XUMOKAJIMEMHUS, XUMOHATPUEMHUSA, XHIEPKAIUHEMHS H CHMITOMarH4Ha
XUTIEPYPHKEMHUA.

- OOCTpYKIHA H& H3XOAAIIMA TPAKT Ha JISBaTa CbpleuHa Kamepa (Halp. BUCOKOCTENEHHA a0pTHA

CTeHO3a).
- koMOHMHHpAHe ¢ aHTArOHUCTU Ha peuenropute 3a aHrvoteHsuH |l (ARBs) npu naumenTd c

nuaberHa HedponaTHa (BX. Touku 4.4 u 4.5).

- eJIHOBpEMEHHA yNoTpeda cbC cakyOuTpui/sancapraH (Bx.ToukH 4.4 1 4.5).

- elHOBpeMeHHaTta ynotpeba Ha Tamaiipa [Inioc ¢ TNpOAYKTH, CBHABPXKALH ATHCKHPEH, €
MPOTHBONOKAa3aHa MpPH NMaUMEHTH CbC 3axapeH aAnaber wnu O6vbpeuno yspexnane (GFR < 60
ml/min/1,73 m?) (Bxk. Touky 4.5 u 5.1).

- CBPBXYYBCTBUTENTHOCT KbM aMJIOJUNAH WM APYT AUXHUAPOIHMPHAMHOB ONOKED HA KAILHEBUTE
KaHanu, pamMunpun unu apyrd uHxubutopm Ha ACE (aHrHOTCH3MHKOHBEPTHpALl €H3HUM),
XHAPOXJIOPOTHA3UA, HAH APYFH THA3HAHHM JQUYPETHIH, CYN(POHAMHAH, HAH KbM HAKOE OT
[TOMOLLIHUTE BellecTBa, H30poeHH B TOUKa 6.1.

. YyepHOAPOOHO yBpEKAaHE.

4.4 CneunalnH npeaynpe:xacHAd H NpeANna3HA MEPKH NPH ynoTpeda
Be3zonacHocTTa M €HKACHOCTTA NPH XUNEPTOHHYHA KPH3a HE Ca YCTAaHOBEHH.

Cneyuannu nonyrayuu

bpeMeHHH
Ynotpeda Ha uHxuburopu Ha ACE, xakbBTO € paMUNpHJI, UJIH aHTArOHUCTH Ha pelieNTOpUTE 3a

anrvotensuH Il (AIIRAs) He Tpabsa na ce 3anoypa no BpeMe Ha 6pemeHHoCcT. OCBeH ako
MPOABLKABAHETO HA NeyeHHeTo ¢ HHXHOUTOpU Ha ACE/AIIRAS ce cmiTa 3a He3aMEHHMO,
MalHEHTKHTE, KOHUTO [JIaHUpaT OpeMeHHOCT, TpA0Ba Aa NpEeMUHAT Ha ANITEPATHBHO JICUYEHHE Ha
XHNEPTOHHATA C YCTAHOBEH npodun Ha Ge30nacKocT 3a ynorpeba no BpeMe Ha 6pemenHoct. Koraro
ce YCTaHOBH OpeMeHHOCT, neuenneTo ¢ HHXHOuTopu Ha ACE/AIIRAS Tpa0Ba BeHara aa ce npekpaTy
U, aKO € Heo0X0IUMO, Ja ce 3aMovHe ANITepaTHBHO NeueHue (BxK. Touky 4.3 u 4.6).

[TayKHeHTH ¢ OcOOEH PUCK OT XHNOTOHHUS
- [TauMeHTH ChC CHITHO aKTHBHpaHa PeHHH-aHTHOTEH3HH-a10CTEPOHOBA CHCTEMA
PHCK 33 OCTPO M3MBEH CIaJl HA KPbBHOTO HaNATaHE H BIOIIABAHE HA QYHKIUATA H
BCJIeACTBHE Ha HHXHOupanetTo Ha ACE, ocobeHo koraro nHxuburop Ha ACE uin




IMYPETHK CE AaBa 3a TbPBH ITbT, WK NPH NLPBOTO NOBHILIABAHE Ha Jo3ara. Tpabsa aa ce ouaksa
3HAYUTEIHO AKTHBHPAHE HA pEHUH-aHTHOTEH3UH-AA0CTEPOHOBATA CHCTEMA H € He0DXOAHMO
MeIULHHCKO HabMoAeH e, BKIIOYUTENHO ClIeleHE HA KPbBHOTO HA/IAraHe, HaNpUMeED MpH.:
® MALMEHTH C TEXKA XRMEePTOHHUA.
® MAIUEHTH C ACKOMNEHCHPAHA 3aCTOHHA ChpAECYHA HEAOCTATLYHOCT.,
® TMAalMEHTH ¢ XEMOAWHAMUYHO 3HAYHMO BOLIEH JIECBOKAMEPEH W3XOAAWL WIH BXOISIL KPbBOTOK
(Hanp. CTeHO32 Ha Aa0PTHATA WIH MUTpaJlHaTa Knana).
® MAalHEHTH C EAHOCTPaHHA CTeH03a Ha ObOpeyHa apTepus ¢ ¢gyHKRHOHMpALl BTOpH OBOpeEK.
® MalHeHTH, NPH KOHUTO HMA HMIIN MOXE Ja HaCTbNM HAMAJICHWE Ha TENSCHUTE TEYHOCTH MM
COMNTE (BKJIOYHTEAHO NALHEHTH, NTPHEMAINH TUYDETHLH ).
® MAaLMEHTH C YepHOApOoOHa LMPO3a H/KUITH aCUHT.
® MalUWeHTH, MOANIOKEHH Ha ronsiMa XMpypruuHa HHTEPBCHLMA UIIM aHecTe3Hs ChbC CPEACTBa,
KOHTO NPEAN3BHKBAT XUMIOTOHHUA.
[To npuHLMN ce npenopb4Ba KOpUIHpaHe Ha AeXHApaTalMaTa, XHIIOBONEMHATA WK CONEBUA JEPHLIUT
MpeaH 3anovBaHe Ha JIeYeHUETO (HO NPH NAUMEHTH ChC ChPAEYHA HEAOCTATbYHOCT KOPHIHPAHETO
TpaOBa BHUMATENHO Aa Ce NMPeleHH C OIVIER Ha pUCKa 0T 00EMHO HaTOBapBaHE).

[TaueHTH ¢ pUCK OT ChpAe4Ha HITM MO3bYHA UCXEMUA B Cayuali Ha ocTpa XxMnoToHud. [1pes
HayaJiHaTa (ha3a Ha JIEUEHHETO € HeOOXOAUMO CIIENHANIHO MEJUITMHCKO HaOMIoIEeHHE.,

[TalieHTH ChC ChPICUHA HEXOCTATEUHOCT

[TaleHTH CHC ChpAEHHA HEAOCTATBYHOCT H3HCKBAT CHELHANTHO BHUMaHKe. [IpH eIHO AbarocpodHo
nnauebo-KOHTPONIMPAHO NPOYyYBaHe NPH NMallMEeHTH C TEXKA ChbpAevHa HeJocTaThyHOCT (kiac Il u IV
no NYHA) cwobuieHara yectoTa Ha 6enoapobeH OTok B rpynara Ha jieueHue ¢ aMNOJAMIIHH € Mo-
BHCOKA OTKOJIKOTO B I'pynara Ha naauedo (Bx. Touxa 5.1). bnokepure Ha KandeBUTE KaHanu,
BKJIIQUHUTENHO aAMJOAUITHH, TpadBa Ja ce U3MoN3BaT NpeAna3jiuBo MPH NMAUUMEHTH ChC 3aCTOHHA
ChbpJiedHa HeOCTAaTEYHOCT, Thil KATO MOTaT J1a MOBULIAT PHCKA OT ObAELIM ChbPAEHYHO-ChIOBH
CHOMTHA U CMBPTHOCTTA.

[laumenTtH ¢ HapyleHa YepHoApoOHa GyHKUHA

Tamaiipa [Tmoc He TpAOBa Aa ce U3NON3BAT NPH NALMEHTH C HapylleHa 4epHoApoOHa QYHKIHUA, Thil
KaTO KOJIMYECTBOTO Ha paMUINpHIa HaABHINABA MAKCUMAIHATA HEBHA J03a (2,5 mg), AoMyCTHMA NpH
TaKWBa NaLUEHTH.

[NanuenTn ¢ 60peUHo yBpeKIaHe
dynkusaTa Ha 6u6peunTe TPAORA Na ce OLEHABA NPEAHU K MO BpeMe Ha JeueHueTo ¢ Tamaiipa Iliroc 1

JI03HPOBKATA Aa ce KOpMrupa, 0co0eHO Npe3 MbPBUTE CEAMHLM Ha jederueTo. Oco6eHO BHUMATENHO
cneneHe € HeoOXonuMO NPU NauxHeHTH ¢ ObOpeuHo yBpexaanHe (BxK. To4ka 4.2). THazuaHUTE
AMYPETHLIHM MOXe Ja NpeJU3BHKAT a30TEMHA NPH NaUHEeHTH ¢ XpoHNYHa HpOpeyna HeAOCTaThYHOCT.
Koraro Tamaiipa Ilimoc ce u3non3ea npy nauueHTH ¢ Ob0pedHo yBpexaaHe, ce npenopbysna
NepHOAHYHO CleneHe Ha ENeKTPONUTUTE (BKJI. KaIHH ), KpeaTHHHHA U THKOYHATA KHCEJIMHA B CEpyMa.
Tamaiipa [1nroc e MPOTHBONOKA3aH NP NMALMEHTH C TEXKO OBLOpeuHO yBpexAaHe, CTEHO3a Ha
ObOpedHHTE apTEPUH ABYCTPAHHO WK CTEHO3a Ha ObOpeuHaTa apTepus Ha €IHHCTBEHUA
dyHkumnonupai 6s6pek. ToBa 1eKapCTBO HE C€ NPENOPLYBA U MPH MALMEHTH ¢ €AHHCTBEH
¢yHkuMOHKpal 6B0peK, a CHILO U NPU XUTTOKANHEMHUS.

Hma puck ot BnouwaBane Ha Ob6pevHara ¢gyHKL KA, 0COOEHO NP MALMEHTH CBhC 3aCTORHA ChbpaeUHa
HeJOCTATBYHOCT WM ¢iea ObOpeYHa TPAHCIIAHTALIHA.

[laliHEeHTH B cTapy€CcKa Bb3pacT
Buxre Touxa 4.2.

XUpypeuyHy onepayuu




[Tpenopbuba ce, KOraTo € Bb3MOXKHO, JIEYEHHETO ¢ HHXMOHUTOPH Ha aHTHOTEH3HHKOHBEPTHPALUHA
€H3UM, KaKbBTO € PAMHIIPHIL, Ja Ce Cnpe eJliH JeH NMpeau onepauuara.

Heotina 6aoxada Ha peHun-anzuomensun-ardocmeponosama cucmema (PAAC)

Mma goxasatencrsa, ye eHOBpeMeHHaTa ynotpeba Ha uuxuburopu Ha ACE, drniokepu Ha
PELENTOPUTE 32 aHMMOTER3NUH [I UM anuCKUpeH yBelHYaBa pHCKa OT XHIMOTOHHA, XUIIEPKANTHEMHA H
NoHWXkeHHe Ha 6xOpeuHaTa QyHKUMA (BICTIOUHTENHO OCTpa OLOpEUHa HEOCTaTBYHOCT). 3aTOBA
aABo#iHara 6nokana Ha PAAC upes ynotpeba Ha koMOuHauMa ot kuxuduropu Ha ACE, bnokepu Ha
peLenTopHTe 3a aHrHOTEH3HH Il WK anuckupen He ce npenopbyBa (BXK. ToukH 4.5 ¥ 3.1). B cnyuyai,
ye ABOiHaTa Onokana 6bae npeueHeHa KaTo abconroTHO HeoOX0auMa, T4 Tpa0Ba Ja Cce npHara caMo
noJ HabMoAeHHe OT CNeLNanMCT H BHUMATENHO YeCTO ClieleHe Ha OBOpeyuHaTa (PyHKIu,
eNIeKTPOJIUTHTE H KPbBHOTO Hansrane. Huxuburopu Ha ACE u O10kepH Ha peLenToOpHTe 3a
aHrnoten3mH Il He TpaOBa Ja ce U3NON3BAT eAHOBPEMEHHO NPH NMALKHEHTH ¢ A¥abeTHa RedponaTus.

Ancuoedem
AHrHoeJeM e cboOLaBaH NpH NauHEHTH, JIeKyBaHH ¢ MHxuObuTopu Ha ACE, BRKIOUYHTETHO paMHANPHIT

(Bxk. Touka 4.8). To3u prck MOoXe Aa ObJe MoBHILEH PHU NALHEHTH, B3UMALIH CBILEBPEMEHHO
nexapcrba Kato uHxuburop Ha mTOR (mammalian target of rapamycin - MHUICHA 3a panaMHUMH
npH 6o3afiHHLH) (HANp. TEMCHPOIUMYC, EBEPOIMMYC, CHPOJIHMYC), BIIIATIIMIITHH HIIH HHXHOHTOPH
Ha Henpuin3uH (NEP) (karo Hanp. patekagorpun). KoMOnHHMpaHeTO Ha paMHNIPUI CBC
cakyOHTpHJI/BaNcapTaH € NPOTHRONOKA3aHO NMOpaiy YBEIUYEHHS PUCK OT aRHTHOEAEM (BXK. TOUKH 4.3
u 4.5).

B cnyuaii Ha anrnoeaeM ynotpebara Ha paMuripun TpAOBa 1a ce NpeKpary.

Benuara tpsabea aa ce 3anouHe cnewmHo gevenne. [TauueHTeT TpabBa aa ocrane noj nabmonexue
Haii-Manko 12 no 24 yaca H Ja Obie H3NHCAH CNel MTbJIHOTO H34YE3BaHE HA CUMITTOMHTE,

I[Tpu nauveHTH, JekyBaHH ¢ HHXuOouTopu Ha ACE, BIUTIOUHTENHO paMHIIPHIL, ca CboDLLaBaHH ClTy4YaH
Ha MHTECTHHANEH anruoeaeM (BxX. Touka 4.8). Te3u nauueHTH ca UManu donka B kopeMa (¢ Wit Oe3

rajeHe UM NOBpPLLIAHE).

Anadunaxmuinyu peaKyuu No epeMe Ha oecencubuiuzayua
[Tpu unxubnpaune na ACE BeposATHOCTTa M TexecTTa Ha aHaQUNaKTHUHUTE U aHa(HIAKTOHAHH
peaKilliHd KbM OTPOBH OT HACEKOMH M APYTH alepredu ca nosumenn. Tpabea aa ce obmuciu

BpPEMEHHO NPeKbCBaHE Ha ynoTpebara Ha paMMIIpHII NPEAU NPOBEXJaHE Ha AeceHCHOnIH3aLms.

IIpomenu 8 cepymHume erexmpoaumu
[Tpu HAKOM MAUMEHTH, JIeKyBaHH ¢ HHXuOuTopy Ha ACE, BKIIOUHTENHO paMUNpHI, ce HaboaBa

xunepkanieMus. KbM naiyeHTHTE ¢ pACK OT XHNepKalueMHus Criafar Takusa ¢ ObOpeuHa
HEAOCTATLUHOCT, MALKEHTH Ha BB3pacT > 70 roanHu, naiMeHTH ¢ HeOBNaAsH 3axapeH Anaber nnu
MpHeMALLH KATHEBH COJIH, KaTMii-CbXpaHsaBaly AMYPETULIHM H JPYTrH aKTHBHH BELLECTBA,
MOBHLIABALUY KAJIHA B N1a3MaTa, WM CbCTOAHUA KaTo Hanp. 00e3BOAHABARE, OCTpa ChpACYHA
AeKOMITeHcalnd, MeTabonyuTa auy03a. AKo eAHOBpeMeHHaTa ynorTpeda ¢ ropecrioMeHaTHTe CpeaCTBa
Onble cuereHa 3a NMojaxoAsilia, ce npenopbysa PpeAOBHO ClelicHe Ha CepyMHMA Kanuh (BX. Touka 4.5).
[TpH HAKOM MALMEHTH, NEKYBaHH C paMHUIpHII, ce HabNio/1aBa CHHAPOM Ha HEAAEKBATHA CEKPELIHA Ha
aHTHAUYPETHYEH XOPMOH M Nnocieapallia XUImoHaTpuemus. [lpenopsusa ce npy namdeHTH B
cTapyecka Bb3pacT M MAUKMEHTH ¢ PUCK 3a XMUIIOHATPHEMHA HUBATA HA HATPHA 14 CE€ CNEAAT PEAOBHO.

JIeuenue ¢ Tamalipa [Lntoc Tpabea Aa ce 3ano04Ba caMoO Clie] KOPEKLIHA Ha XHITOKANHEMHATA H
XUITOMAarHe3NeMHATA, aKO € HaIUMHA. THA3HAHUTE U CPOJAHH HA TAX JUYPETHLIH MOXE Aa NPHYHHAT
XUMOKATUEMHS WIH Aa o00CTPAT ChlIeCTBYBallla XHnokanueMus. Tuasuay tpsbsa aa ce U3Non3Bat
npeAnaliiBo MpPH NaHEHTH ChC 3a00/IABAHHA, KONTO MOTAT a NPUYHHAT 3HAYUTENHA 3aryda Ha
Kanuit, KAKBUTO ca HanpuMep 0bOpevuHH 3abonsaBaHKuA CbC 3aryda Ha CONMM UNH HapyWeris '
ObOpevnara GyHKIUA C IpepeHalleH NMPou3Xo (KapauoresHu). PUCKBLT 3a Bb3HH ‘-f.r(.\: P
xunokanuemus (< 3,5 mmol/l) tpabea na 6bae NpeaoTBpPATEH MPH ONpeacicHH PAGROE

KaKBHTO €Ca NALHEHTHTC B CTAPYCCKA Bb3pacT W/ MU CTpagauil OT HEAOXPAHBAHY 1¥




KOPOHApHA U ChpIeYHAa HEAOCTAThYHOCT. [1pH TaKHBa MALMEHTH XMIOKAJIHEMHATA YBEIHYaBa
CbpACYHATA TOKCHYHOCT HA AUTHTAIHCOBUTE NPENApaTH U PUCKA OT PHTbMHHU HapyLIEHMS.
[TawmeHTH ¢ yasitked QT-HHTEpBAN B €1EKTPOKAPAUOrpaMaTa Chillo €a H3N0KEHH Ha PHCK,
HE3aBUCUMO AaNH yAbkeHUaT QT-HHTEpBan € BpoAeH U NpeaU3BHKAH OT ieKapcTBa. B TakbB
cnyyad XunokanueMuaTa (KakTo W OpaauMkapausara) AefcTBa kato ¢akrop, 6naronpusTCTBall NoABaTa
Ha TEeXKH apHTMHMH, B YacTHOCT torsades de pointes, MOTeHUHANHO CMBPTOHOCHH, 0COOEHO MpH
Ha/IUUKe Ha OpanHKapaus.

[TpenopbuBa ce npeay 3anoyBaHeTO Ha JICYECHUE C THA3HIHH JHYPETHIH XKITOKATHEMHATA U
CBITHTCTBALATA XUITOMArHE3UEMHA, aKO € HAJIHYHA, 1a C€ KOPUIUPAT 40 HOPMAJIHH CTOHHOCTH.
[THpBOTO KOHTPOIHO H3C/IEABAaHE HA KU B nilazMara TpaOBa 21a ce HanpaBH Npe3 IbpBaTa CeAMHIA
cnej 3armouBaHeTo HA nevyeHueTo, Cnen ToRa ce Npenopbysa peaoBHO Ja ce CleH KalHAT B CEpyMa.
I[Tpu BCHYKHM NALMEHTH, HONTyYaBaIl{ THA3HIHH AUYPETHLH, TPA0Ba 1a C€ CIEAH SIEKTPOIIUTHOTO
paBHOBecHe, M 0cobeHo Ha kanus. [1pu XpoHHYHO IeyeHre B HaYaloTo My TpAOBa Ja ce creu
KOHLEHTpALHATA Ha Kanus B cepyma. Moxke Ja ce MMa npeBuA KOHTPO 10 3-4 CEAMHIM B
3aBUCHMOCT OT pHCKoBHTE akTopu. Crea TOBa ca MPenopbYNTENHN peIOBHU NPOBEPKH, 0COOEHO
MPpU NALUHEHTUTE C PUCKOBH (PaKTOPH.

Konuenrpaumara Ha HaTpuit B cepyma TpaOBa Ja ce npoBepsaBa NpeaH 3anoYuBaHe Ha NEYEHHETO H
[pe3 peJOBHH UHTEPBATHU cleA TOBA. THA3HIHNTE AHYPETHLIH MOXeE 1a MPEAH3BHKAT XHNOHATPHEMHA
HIH Ja o0OCTpAT ChILeCTBYBALlla XUNoHaTpHeMHs. [1py naleHTH CbC 3HAYUTENTHO ITOHMKEHHE Ha
HATPH4 B CEpyMa W/ MM 3HAYHTETHO HamalleHHe Ha o0eMa Ha TEYHOCTHTE, KaKBOTO ce HabnioAasa NpH
MaLUEHTH, NOJYHaBalll BUCOKH JO3H AUYPETHLH, B peIKH CIIy4aH cnex 3arno4saHeTo Ha JieUeHHe ¢
XHAPOXJIOPOTHA3H MOXE J1a Bb3HUKHE CHMIITOMAaTUYHA XHITOTOHHS.

TToHHXEeHHETO Ha KOHLIEHTPAUATA HA HATPHS B MJ1a3MaTa MOXE [TbPBOHAYATIHO Aa € OE3CHMITOMHO,
3aTOBA PEAOBHOTO M3CNEABAHE € BAXHO U TpAOBa Ja € olle No-4eCTO NPH PUCKOBUTE IPYNH, KAKBUTO
ca MaUHEHTHTE B CTAapyYecKa B3PAcT, CTPaAAlNTe OT HEAOXPaHBaHE U MALMEHTHTE C LIMPO3a (BX.
ToukH 4.8 1 4.9).

YCcTaHOBEHH €a OTHENHH C/Ty4ad Ha XHIIOHATPHEMHUS C HEBPOJOTHYHH CHMIITOMH (rajexe,
porpecHpallo HapylieHie B OpHEHTHPAHETO, anaTua). THasuay Tpa0Ba xa ce H3MoJ3BaAT CaMo Ciiel
HOpMaJIM3upaHe Ha o0ema W/uau obeMa Ha KpbBTa. B MpoTuBeH cny4aid, nedeHHeTo TpaOBa Ja
3anoYBa Mol HEMOCPeACTREH MEANLHMHCKH HaA30DP.

Bcruky nauuesTH, NoayyaBalild THa3HAHU Uy peTULIH, TpaOBa MepHoAMHO 14 Ce NpoBepaBaT 3a
paizcrpoiicTea Ha enexkTponutHus 6ananc, ocobeHo Ha Kaus, HaTpHd U MarHesus.

Hemenanomen pax Ha xoocama
B nBe enuaeMHONOTHYHH ITpOYyYBaHHA Ha 0a3aTa Ha JaTckis HallMOHa/leH pakoB PETHCTHP €
YCTAHOBEHO IIOBHLIEHHE Ha PHUCKa OT HeMenaHoMeH pak Ha koxara (HMPK) [6azouenynapen

KapIIHHOM H CKBaMO3HOK/IETBYEH KapUMHOM] € YBEIHYEHHETO HA KyMYJ/IaTHBHATA J03a
XuapoxnopoTHasua. PoToceHCHONMU3NpaILoTO AeHCTRUE HA XWAPOXNOPOTHA3HAA OH MOIJIO fa €
Bb3MOKEH MeXaHH3bM Ha Bb3HHKBaHeTO Ha HMPK.

[TauneHTHTE, KOUTO B3UMAT XHAPOXJIOpOTHA3HA, TpaOBa Aa ObaT yBeJOMeHH 3a pucka oT HMPK u
NOChBETBaHHU Ja POBEPABAT PeJOBHO KOKATA CH 332 HOBH JIE3UN U CBOEBPEMEHHO Ja ChOOLIABAT 3a
CbMHUTEJIHM U3MEHeHus Mo koxkaTta. Ha naupenTuTe 1pabea aa Obaar npenopbyBaHU BE3IMOXHH
MPEBAHTHBHH MEPKH KaTO HAIP. OrpaHUYaBaHe Ha U3NAraHeTo Ha CIbHYEBA CBETIHHA U
YJITPaBHOJETOBH JIb4H Y MMOAXOAALIA 3allUTa B ClTy4aid Ha M3j1arase, 3a Ja c€ CBeAe 10 MMHHMYM
pUCKBT OT pak. CEMHHTENIHHTE KOKHH NIE3UH TPAOBa Aa ¢e NPEriexKAaT CBOEBPEMEHHO, BKIIOYHTEIHO
U ¢ XMCTOJIOrMYHO H3cAeaABaHe Ha 6HoncHH. Moxe na e Heobxoaumo npepasriexkjaHe Ha ynoTpedara
Ha XBAPOXJIOPOTHA3HA NPH NALKEHTH, KOWTO no-paHo ca umand HMPK (Bx. U Touka 4.8).

Heymponenus/azpanyroyumosa
Psagko ca Habnro/iaBaHi HEYTpONEHHS/arpadynolMTOo3a, KAKTO 1 TPOMOOLMTONICHHUS U aH

¢b0O1ABaHO 34 KOCTHO-MO3b4YHa cynpecua. [Tpenopbuba ce Aa ce cneau OposaT Ha NeBk
OTKpHBaHe Ha Bb3MOXKHA JieBKoneHus. [lo-uectu U3cneqBaHUs Ce NpenopbYBaT B HaY
JIeYEHHETO H MPH NalMeHTH ¢ HapylleHa Op0peuHa QyHKUHSA, NAUMEHTH C KOIAareHOBH




(Hanp. Nynyc epuTeMaroaec UK CKIEPOACPMHs) H BCHYKH MAUMEHTH, IEKYBAHU C APYTH JICKapCTBa,
KOMTO MOFAT Aa NPHYHHAT NPOMEHH B KpbBHATa KApTHHA (BX. TO4KH 4.5 U 4.8).

Emuuyecky pasnuyus
Uuxuburopute Ha ACE npHuMHsABaT aHTHOEEM MO-4ECTO NMPH YEPHOKOKH NALUEHTH, OTKOJIKOTO

npu aApyry. Kaxro u apyrure uaxudutopu Ha ACE, paMHIIpHa Moxke 1a € no-HeeduKaceH 3a
MOHMXKABAHE Ha KPLBHOTO HANArAHE NPH YEPHOKOXH NMAlMeHTH, OTKONKOTO MPH ApPYrH, Moxke Ou
Opaay NMo-BHCOKATA YECTOTA H3 XMIIEPTOHHUS ¢ HUCKO HABO HA PEHHHA B NMONyJaLMATa Ha
YEPHOKOXKUTE XHITEPTOHHLIM.

Kawnuya

[Tpn ynotpeba Ha unxuburopu Ha ACE ce cbobluapa 3a kaununa. THIHYHO KallIMLIATa €
HENMPOAYKTHBHA, MEPCUCTHpALLA | W3ue3Ba Clie] pekparaBaHe Ha neuennero. Ilpu audepenunannara
AMArHOCTUKA Ha KallHiiaTa TpaOBa Aa ce MMa NpeBHA U NpeAn3BHKaHa oT HHXUOHTOpH Ha ACE

KallJIx1a.

Domoyyecmeumenrnocm

[Tpu ynorpeba Ha THa3UIHH AUYPETHLM ca ChoOLLaBaHH Cly4aH Ha peaKkLUHH Ha GOTOUYBCTBUTEIHOCT
(Bk. TOUKa 4.8).

B cayuaii Ha peakupns Ha GOTOHYBCTBUTEIHOCT 1O BPEME Ha JIEHEHHETO C€ NPENOPhYBa NPEeKpPaTABaAHE
HA JICUEHHETO. AKO € HaNO)KHTENHO MOAHOBABAHE HA JICYEHUETO, CE NPENOPHYBA 3aIHTa 33 YaCTHTE
Ha TAJOTO, KOKUTO Uie ObAAT U3N0KEHH HA CIBHIYE UM HA U3KYCTBEHO YJITPABHONETOBO JBUYCHUE OT
IBNATOBBIHOBHA AHana3oH (UVA).

XopoudaneH U3nug, ocmpa MUONAmuA 4 BMOPUYHA 3AKPUMObEbIRA SRAVKOMA

XuapoxnopoTuasui, Koo e cyidoHamMua, Moxe Ja MPUUHHA HIHOCHHKPATHYHA PeaKLMd, BoAcLLA
A0 XOpPOUAANEH M3JIHB ¢ AE(EKT HA IPHTENHOTO 110JIe, OCTpa Npexo/iHa MHOTIATUA 1 OCTpa
3aKpUTOBLIbIIHA rNlaykoMa. CHMNITOMHTE BK/IKOYBAT BHE3AMMHO HAMAICHHE HA 3PUTENTHATA OCTPOTA HIIH
Bonka B ourTe H OOMKHOBEHO Ce MOABABAT B MbPBUTE YaCOBE MIIH CEAMHLH CJie]] 3aroYBade Ha
yrnotpebaTa Ha JiekapcTBoTo. HenekyBaHa, ocTpara riaykomMa ChC 3aTBOPEH bIbjJl MOXKE 12 JOBeJE 10
Tpatina 3ary6a Ha 3peHueTo. [1aBHOTO JieueHue € Ja ce MpekpaTH ynorpedara Ha XHAPOXIOPOTHAIHA
BBL3MOXHO Haili-ckopo. PRCKOBUTE (hakTOPH 32 pa3BHUTHE Ha OCTpa N1ayKoMa CbC 3aTBOPEH Brhjl MOXKE
Ia BKJAOYBAT aHaMHe3a 33 ajleprisa KbM cy1pOHAMHUAK UM KbM NIEHHUHIIHH.

T ruxeMus 4 AUnuUOeMus
JleueHneTo ¢ THA3HIH MOXKE a HAMAJH INTFOKO3HHUA TOJEPAHC M Ja MOBHIIY CbAbPKAaHUETO Ha

XONECTepos M TpUrIuLepuay B cepyma. [pu anabetnuu Moxe Ja ca HeoOX0AUMH KOPEKLIMH Ha
AO3UTE UHCYNHH HIIH TIEPOPANHH XHITOMHKEMHU3HPAllH NeKapCTBa.

Huxouna xuceruna
XHApOXJIOPOTHA3HA, KAKTO U APYTH JUYPETHLH, MOKE Aa NMPEean3BHKa NMOBHIIEHHE Ha

KOHLIEHTpaLMATa Ha MTMKOYHATA KUCEJINHA B TJ1a3MaTa BCIEACTBUE Ha MOHWXKEHHE Ha eKCKpeLiuaTa H
ype3 ypHHATa M TakKa Ja cnocoOCTRa 3@ pa3sBUTHE HA XUNEPYPHUKEMHUS UM 12 3aAba004H
CHIUECTRYBALIA XUNEPYPHKEMHA H Aa NPEAU3BUKA NPHCTHIIY HA NMoJarpa NpH MOAATANBH NALHEHTH.
Jo3uposkata TpsbBa a c€ KOPHUTHpPa B 3aBUCHMOCT OT ChABLPHKAHHETO Ha MHKOYHA KHCEHHA B
nja3mara.

Kombunupane ¢ aymuxunepmen3ueHu Aexapcmea
[Tpu koMOHHHpaHE ¢ APYro AHTHXUNEPTEH3UBHO CPEACTBO C€ MPENOphYBa fa C€ HAMAJH

NO3UPOBKATA, [TOHE ITBPBOHAYATIHO.
AHTHXHNIEPTeH3UBHUAT epeKT HAa HHXHOUuTOpUTE Ha ACE, aHTaroHUCTHTE HA AHTHOTEH3HH

HHXUOUTOPHTE Ha PEBUHA Ce YCUJIBA OT JIEKapCTBa, KOUTO N0OBHIIABAT aKTHBHOCTTA Ha
naasMaTa (IUypeTUlIH).




[TpenopbuBa ce NOBHILEHO BHUMaHHe, korato HHXHOuTOp Ha ACE, anTaroHMcT Ha aHrHoTeH3uH Il
WM AWPEKTEH HXHONTOP HA peHHHA Ce MpUJiara eAHOBPEMEHHO ¢ XHAPOXI0POTHa3u, 0CoDEeHO npH
NALKMEHTH ChC 3HAYHTENHO MOHHKEH HATPUEB XJIOPHA W/HITH NAUHEHTH C XHUTIOBOJIIEMUA.

Cnopmucmu

CrnopTHcTHTe TpSOBa Ja MMAT NpeBHA, Y€ TO3H NPOAYKT ChAbpKa aKTHBHO BELUECTBO, KOETO MOXKeE
13 NpeIu3BHKa MOJOKNTEIHA peakUys MpH TECTOBETE 3a JOTHHT.

QQEBH

Jlymyc: 3a THa3HOHUTE JHYPETULIH, BKJHOMHTENHO XHAPOXJIOPOTHA3H, Ca ChoOLLaBaHH cly4au Ha
00OCTpAHE HIIM aKTHBHPAHE HA CHCTEMEH NYTYC €pUTEMATOIEC.
PeakLiMy Ha CBPBXYYBCTBUTEIHOCT KbM XMIPOXNOPOTHA3H Ca NO-YECTH TPH AIEPTHH H aCTMA.

4.5 BianmoaelicTBHE ¢ IPYTH JIEKAPCTBEHH MPOAYKTH H XpyrH GopMH HA B3auMoJeiicTBHE

He ca nposexaaHu opULMANHM NPOY4YBAaHKS 32 B3auMoJeHCTBHA Ha Tamatipa [lmoc ¢ apyru
nexapcTseHy npoaykTy. [lopaau ToBa B TasH TOUYKa € NpeACTaBeHa caMo HHQOPMaUUA OTHOCHO
H3BECTHHUTE B3aMMOJEHCTBHA Ha OTACTHUTE aKTHBHHU BELIECTBA ¢ APYTH JIEKAPCTBEHH NPOLYKTH.

HesaBucuMo OT TOBa € BXKHO 1a ¢e HMa nipeaBHA, e TaMmalkipa [1nioc Moxe Ra yeenuuu
MOHHKABALIHA KPbBHOTO HajAraHe eeKT Ha APYrH aHTUXUNEPTEH3HBHH JIEKApCTBa (Hanp.

ARYPETHLH ).

He ce npenopb4Ba e1HOBpPEMEHHA ynoTpeda:

Cherasxn na Tamadipa
Iaroc

H3iBecTHH
B3aUMOACHCTBHA CHC
CJICAHHTE ATeHTH

EdexT Ha B3auMoaelcTBHETO

PaMunpun u
XHAPOXJIOPOTHA3H]

JIHTHEeBYU CONMU

Excxpeunsita Ha JuTHii MOXxe aa Obae
NOHMXKEHA OT HHXUOUTOPH Ha ACE 1
THA3HH U TIOPaAH TOBA TOKCKYHOCTTA HA
JATHA MOXe J1a Ohlie noBHILEHA. 3aToBa
HE Ce npenopb4Ba KOMOHHHpaHe Ha
PAMHIIPHI B XHAPOXJOPOTHA3KHJ C JTUTHIA.
[lopagu TOBa npu eAHOBpPEMEHHa
yrioTpeba ce npenopbuBa BHUMATEIHO
ClieIeHe Ha KOHLIEHTPAUUATA Ha JIMTHA B

cEpyMa.

PaMurnpus

BuCOKO-NponyCcKIUBH
MeMOpaHHU 3a AMasnu3a
HITH XeMouUnTpaius

[loBHILIEH PUCK OT TEXKKHU
aHadMNaKTOUJHU PeaklH Npu
eKcTpakopnopansa obpadborka, mpu XO4TO
MMA KOHTAKT Ha KPBbBTAa ¢ OTPULIATENTHO
3apeleHU NOBLPXHOCTH, KaTo Hanp.
Audann3a wiH xemoduntpauus npes
HAKOU BUCOKOTNPONYCKIMBH MeMOpaHH
(Hanp. NOJHAKPUWIOHUTPUIHA MEMOpaHU )
WK adepesa Ha JUNMONPOTEHHUTE C HUCKA
IUTBTHOCT € AeKcTpaHcydarT (BxXK. TOUKa
4.3). Ako e Heobx0a1Ma TaKkapa
o0paboTka, TpaOBa Aa ce pasrieaar
BB3MOXXHOCTHTE 32 M3MON3BaHe HA APYT
BHJ JHAIM3HA MeMOpaHa UM
AHTHXHIIEPTEH3HBHO JIEKAPCTB
KJ1ac.




Caxybumpun/sancapmar | CebrcTBauiara ynorpeba na ACE
HHXHONTOPH ChC cakyOuTpuI/BancapraH

€ IPOTHBOMNOKAa3aHa, Tbil KaTo IpH Hed €
[TOBHLLIEH PHCKBT OT @HTHOEAEM (BXK.
TOUkH 4.3 1 4.4). JleueHne ¢ paMHUIpun
He TpadBa na ce 3amouBa Npeau Ja ca
H3MHHanH 36 vaca ciies MpUJiaraHeTo Ha
nociefHara 103a CakyOnTpu/Bancapras.
CaxkyOurtpun/Bancaptas He TpsOBa aa ce
3aro4ypa Npeau Aa ca U3MHHAMH 36 Jaca
clle] NpWIaraHeTo Ha MocaeaHara 103a
Tawmaiipa I'lnoc.

AMIIOJIMNHH I'peiinghpym unu cox om | [IlpunaraHero Ha aMAOIHNMH C
epetungpym rpeiAndpyt WM CbC COK OT rpeiindpyT He
Ce€ NpPEenopLUBa, Thil KATO NPU HAKOH
MalHeHTH OMOHATHYHOCTTA MOXKE Ja Ce
MOBHUILM M Ja JOBEJE 10 YCHJIBAHE Ha
MOHHKABALHA KPEBHOTO HAJIArAHe

edekT.
[Ipeana3uyn Mepku npu ynorpeba
CoeraBkk Ha Tamaiipa | HapecTHH Edext Ha B3aBEMOJeHCTBHETO
ILaroc B3AHMOJEHCTBHA CHC
CJAeAHATE AreHTH
Pamunpui u Hecteponanu TpabBa aa ce oyakBa HaMaNgBaHE HA
XHIPOXJIOPOTHAZU] MPOTHBOBBL3ATUTENHK | AaHTUXUNEPTEH3UWBHUA ePEKT HA PAMUNIPUI H
Pamunpun JeKapcTBa Y XuApoxJopoTHasujl. OCBeH TOBa
aueTHCAJINIHITOBA €IHOBPEMEHHOTO JieYeHHE ¢ UHXUOUTOpH Ha
KHUCEINHA ACE (Tamaiipa [Intoc) u HCTIBC mMoxe na
AOBEAE A0 NOBULIEH PUCK OT BNIOLLIABAHE Ha
¢pyHkumnATa Ha 6BOpeLUTE H NOBHINEHHE HA
Kanug B cepyma. [lopaau ToBa ce
npenopbusa cieaeHe Ha ObpOpeuHara
(byHKUMA TIPH 3aNnM0YBaHE HA JISYEHUETO,
KaKTO H A0CTaTLYHO XHAPATHPAHE HA
nayHeHTa.
KanueBu conn, Moxe Ja ce NOSABH XHIEPKAaTUEMHUA.
XeMnapuH, Kajlui- Habnronasa ce MoBHULISHA 4eCTOTa Ha
CbXpaHsaBallIH XUNEPKATHEMHS NPU NALHEHTH, MPpUEMalLH
AWYPETHLH K APYTH ACE UHXHOUTOPH W TPUMETOIIPUM H B
aKTMBHM BELIECTRA, KOMOHBaLus ¢ QUKCHPaHa 1032 CbC
MOBHUMIABALIH KAJIHA B cyndamMeToxcason (KO-TpHMOKCA30J1).
asMara HeobxoaMMO € BRUMATENTHO NPOCeRABaHE
(BKJIKOUUTETHO Ha CEpPYMHMSA KaJlMid,
TPHMETOIIPHM,
TaKpPOJIHMYC,
LIMKJIOCTIOPHH) L
Hnrpath, TpuuukiudHd | TpabBa fa ce ouaksa yBenuyaBaHe Ha Py
aHTHIETIPECaHTH, 34 XUMOTOHMA (BXK. TOUKa 4.2 OTHG c%&g&-\uuﬂ _
AHECTETHLH, IPHUEM HA | AMYPETHLH). $\2
3HAYHTEIHO %S P
KOJIMUECTBO ANKOXO, I [PV
10 -h%‘nx“ o
DB




6aknodeH, andy303UH,
IOKCA303UH, NPa303uH,
TAMCYJI03HH, TEpa303uH

Ba3sonpecopHy
CHMNAaTHKOMKMETHLIU U
ApPYTH BeuecTsa (Hanp.
H30MPOTEPEHO,
No0yTaMHH, J0MaMHH,
enuHe(ppPUH), KOUTO
MOXE Ja HAMAJIAT
aHTHXHUNEPTEH3MBHHUA

edexT Ha paMHIIpUI

[lpenopbuBa ¢c¢ MOHUTOPUpPAHE HA KPBBHOTO
Hajiarase. XpupoXJiopoTHasna Moxe Ja
orciabu edeKkTa Ha Ba3ONPECOPRUTE
CHMIATHKOMUMETHIIM,

AnomnypuHou,
HMYHOCYIIPECOPH,
KOPTHKOCTEPONIH,
npoOKanHaMHA,
LUHTOCTAaTHLIH K APYTH
BELLIECTBA, KOUTO MOXE
aa NpoMeHAT Opos Ha
 KPBBHHMTE KJIETKH

YBenu4ena BepoaTHOCT 33 XEMAaTON0THYHH
peaKuMH (BX. TouKa 4.4).

AHTHIHaDeTHR

JIEKapCTBa,
BKJIIOUHMTETHO HHCYJIHH

Huxuburopurte Ha ACE moxke na Hamanat
PE3ACTEHTHOCTTA KbM MHCYJIHH. B oTaenHH
Clyval TaKOBa HAMAIEHUE MOXKE Na J0BeAeC
JO XUTIOTTAKEMHUYHH peakLHy NpH
NalMEHTH, KOKTO ERHOBPEMEHHO CE JIEKYBAT
¢ aHTUAUAOECTHR NeKapeTBa. 3aToBa
rH0K03aTa B KpbBTa TpAOBa J1a ce clelu
CTPHUKTHO OCOOEHO B HaYaTHUA NEPHOJ Ha
eHOBpEMEeHHa ynorpeba.

Huxuburopu Ha mTOR
WA BUAATTMIOTHH
(Hanp. TeMCHPOAUMYC,
eBepPOIUMYC,
CHPONTUMYC)

[ToBMileH pHUCK OT AaHTHOEREM € Bb3MOXEH
ApPH MALUEHTH, NPHEMaLlHd €JHOBPEMEHHO
nekapctBa Kato mTOR uRxubutopu unu
punparnuntTii. HeobxoauMo € noBUIIEHO
BHHMAaHMe NPH 3aMouBaHe Ha TEpanUATa
(Bx. TOUKa 4.4).

Huxuburtopu Ha

C10o011eHo e 33 NOTEHLHATHO MOBHIIEH

HenpuauiuH (NEP) PUCK OT aHIHOEAEM MPH €IHOBPEMEHHA
ynotpeba Ha nHxubuTopu Ha ACE n
MHXUOHTOP Ha HEMPWIH3HH, KAKBBTO €
pallekagoTpun (Bx. Touka 4.4).

Caxyburpun/sBancapraH | ConbrerBaluara ynorpeba Ha ACE

UHXUOUTOPH CBhe cakyOUTpHII/BaICapTaH €
NPpOTUBONIOKAa3aHa, ThbH KaTO TOBA ITOBHLIABA
PHCKA OT aHTHOEAEM.

AMNOIUNIUH

HMuaxubutopu Ha
CYP3A4 (T.e.
ApPOTEa3HU
MHXHOKTOPH, a30JI0BH
AHTUMHKOTHIIH,
MaKpOJIMIH KaTo
EPUTPOMHLIHH,
KNapUTPOMHLIHH,
BEpANaMHUIl UK

JAMJITHA3EM)

EnnoepemMensara ynotpeba Ha aMN0oANNHH
CbC CHJIHH UM YMEPEHH UHXHOUTOPH Ha
CYP3A4 Moxe aa AoBeAe A0 3HAYHMO
NOBHIIIEHHE HA EKCAO3ULINATA HA
aMJIOAUNHUH. KIMHUYHOTO OTpaXEeHHE HA
Te34 GapMaAKOKHHETHYHH NPOMEHH MOXKE 112
€ M0-H3ABEHO NPH MALMEHTHTE B SPAX NI
BBH3pacT. 3aTOBa MOXKE 14 € HE -/
KIHHHUYHO HabJTIOAEHHE H KORY
no3ara. /
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HMuaykropu Ha
CYP3A4 (t.e.
pHdaMIHLKH, KBIT
KAHTAPHOH)

He ca HAMM4YHM AGHHH OTHOCHO €(eKTa Ha
HHAYKTOPU HA CYP3 A4 BLbpXYy aMJIIOAMITHH.
EnHoBpeMeHHATa yoTpeba Ha HHAYKTOPH
Ha CYP3 A4 moxe na xoBeje 00 no-HUCKa
KOHUEHTpAaLMs Ha aMNIOAMIIHH B nJ1a3mara.
EanoepeMenHo ¢ HHAYKTOPH HAa CYP3A4
aMNIOAMNHH TpAOBA Aa ce H3MoA3Ba C
BHHMAHUE.

Hanrponen (HRQy3Ha)

[Ipy xuBOTHH ca HAOMIOJaBaHM NIETANHO
KAMEPHO MBXKIEHE H ChPASUHO-CHI0B
KOJIAnc, CBBP3aHHu ¢ XHNepKaTueMud cien
MPUIaraHe Ha BepanaMuil U UHTpaBeHO3eH
naHrponen. [lopanu pucka ot
XHMNepKanieMus ¢e npenoponUBa
e1HOBPEMEHHOTO MPHJIAraHe Ha JAHTPOJIEH
(uHGy31A) ¥ ONIOKEPH HA KAJILIMEBHTE
KaHAJTH KaTO aMJIOAHITHH Aa ce H3bsArea npu
NnaltMeHTH C PUCK 3a 3710Ka4YeCTBEHA
XHIEepTEPMHs U NpH leyeHne Ha
3N10KaYECTBCHA XHNTEPTEPMHUA.

CuMBacTaTuH

EnHoBpeMeHHaTa ynotpeba Ha
MHOTOKPaTHO NPHJIOKEHHU A03H aMJIONUTTHH
no 10 mg ¢ 80 mg cuMBacTaTHH € g0Beja J0
yBeNHuYeHUe Cbe 77 Y% Ha eKCno3nuuaATa Ha
CHMBACTaTHH B CPaBHEHUE C MpUNlaraie
caMoO Ha cuMBactaTvH. [lpu nauyeHTH Ha
AMJOAUNHH AO03MPOBKATA HA CUMBACTATHH
TpsaOBa na He HaaBuaea 20 mg AHEBHO.

Lluxnocnopun

He ca npoBexxaaHH NpoyuBaHug 3a
JIEKAPCTBEHH B3aUMOACHCTBHSA HA
aMJIOAUMHH C UUKIIOCTIOPHH MPU 3JPaBH
10OpOBOJILIM WNH APYTH NONYJIaLHOHHH
rpyNHy OCBEH NPH NALUEHTH
TpaHCONaHTUpaH Ob0peK, kaTo npu TIX ce
HaOMOAaRa B pa3iMiHa CTeNneH NOBHIeHUE
(cpeano c ot 0% 1o 40 %) Ha MUHUMATHATA
KOHLEHTpaLKA Ha LHKIOCNOPHHA B
MEXAYA030BHA nepuoa. Tpadsa na ce uMa
npedBHA CNelcHe HA HUBATA HA
LUKJIOCTIOPHH [IPH MALHUEHTH HA
aMJIOAUNUH, KOUTO UMAT TPAHCIIJIAHTUPAH
OBOpekK, ¥ J103aTa Ha LUKIOCIIOPHH Ja ce
HaMaJiy, ako € HeoOX0AUMO.

Taxponumyc

HmMa puck OT noBHIlIEHA KOHLIEHTpaLus Ha
TaKpOJIUMYC B KPBRBTa, KOraTo To# ce
U3MOJ3BA €JHOBPEMEHHO ¢ aMIIOAMITHH, 3a
MpeAoTBpaTABaHE HA TOKCHYHO JeHCTBHE Ha
TAKPOJHUMYC NPUNRAraHeTo Ha aMAOAMIIHH
pY NALMEHT Ha JIGYEHHE C TaKPOJIUMYC
U3UCKBA CNEAEHE Ha KOHLUEHTPALUATA HE
TaKpOJHMYC B KPBBTA H Kﬁp
TO3MPOBKATA HA TAKPOJIUMYE
HEOOXOAUMOCT.
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XHUIPOXNOpOTHA3H]

JlexapcTBa, KOUTO MOXE
Jla NpeaU3BHKAT
XWITOKAIHEMHUA

XHunokanueMuaTa e peapasnonarali
dakTop 3a HApYLUEHHS Ha ChPACUHHS PHTBM
(ocobeHo torsades de pointes) H
YBEIHYABAHE HA TOKCHYHOCTTA HA HAKOH
JIEKApPCTBA KATO HAMp. AUrOKCHH. 3aTOBa
JIeKapCTBaTa, KOUTO MOXE Ja TPAYHHSAT
XHIOKANHEMUA, YUACTBAT B MHOXKECTBO
B3aMMocHCTBHA. TakuBa ca
KaJuypeTHUHHTE JHYPETHLH,
CaMOCTOATENHO HJIH B KOMOHHALMS,
CTUMYJUpALLUTE JTAKCATHBH,
FNOKOKOPTUKORAMTE, TETPAKO3aKTU U
amdorepuiiut B (MHTpaBeHO3HO
[TPHJIOKEH ).

JlekapcTBa, KOHTO MOXKE
1A NPHYUHAT
XUTOHATPHEMHUA

Hsakou nekapcrsa 1o-4ecTo ¢e CBbpP3BarT ¢
nosBaTa Ha XunoHarpuemus. Takusa ca
AUYPETHLUTE, N€3IMOTNPECHH,
aHTHJEeNpecaHTUTe, HHXUbUpauu
0OpaTHOTO NoeMaHe Ha CEPOTOHUHA,
kapbamaszenuH 1 oKckapbasenuH.
KoMOuHHpaHeTo Ha Te3H 1eKapCcTha
MOBHULIABA PUCKA OT XHNTOHATPHEMH.

JlekapcTBeHH
NPOAYKTH, KOUTO MOXE
Ja npuYHHAT torsades
de pointes

[Topagu pucka OT XUIIOKATHEMUS
XHIpoOXJopoTHa3ua TpabBa aa ce npunara ¢
MOBULIEHO BHUMAHHE, KOTaTo c€ KoMOnHUpa
C IEKAPCTBEHH MTPOAYKTH, KOUTO Drxa
MOTJIH Aa npean3Bukar torsades de pointes,
0co0eHO aHTHAPUTMHUYHH NEKapCTRa OT KJac
Ia ¥ knac II1 ¥ HAKOM AHTUIICHXOTHYHH
nexapcTpa. Hanuuda xunokanuemus tpadea
Jia OpJe KOpHrupaHa npeau MpuiaraLeTo Ha
NpoaykTa # TpabBa /la ce U3BbLpLIBA
KIHMHUYHO U eNIEKTpOKapaANOorpadCcko
HabIroAeH e U Aa Ce CACAU KOHLEHTPaHUATa
Ha €NIEKTPOJIUTHTE.

AHTHAMADETHH
JeKapceTha,
BKJIFOUHTEIHO HHCYIHH

Moe 1a HACTBIAT XMITOINTUKEMHUYHH
peakUuuy. XUJApOoXJIOpOTHA3ZHA MOXE 13
MOHHXH edrekTa Ha aHTHAHADETHUTE
NIEKapCcTBa. 3aTOBA B HAYAJHUA NEepUOa Ha
eJHOBpeMeHHaTa ynoTpeba ce npenoppysa
0COOEHO CTPHKTHO CIICICHE Ha
KOHLEHTPAlHATa Ha INIIOKO3a B KPbBTA.

[lepopasinu
AHTHKOAry1aHTH

AHTHKOArynaHTHUAT edeKkT MoXe aa obae
NOHWMXEH NPH eIHOBpEMEHHA ynoTpeba Ha
XHIPOXJIOPOTHA3U .

CbpAeyHH MNIMKO3UH,
aKTHBHU BELIECTBA, 3d
KOUTO € H3BECTHO, Y€
yabnxapart QT-
HWHTEpBaNa #
aHTHAPHTMHYHH
NneKapeTea

[TpoapuTMUYHATa KM TOKCHYHOCT MOXE J1a
ObJie noBHuilieHa HIH AHTUADUTMHUYHUAT UM
edexT aa Obae oTcnabeH npu HATHYKE Ha
ENIEKTPONUTHH HAPYIICHHUA (Hanp.
XHIIOKATHEMHA, Xunomariesuemus). Tpsabga
npenBapuTESHO A Ce NPOBEPH
KOHLIEHTPAMATA Ha KaJlUil B Cepy
W3BBLPIIBA KJIHHUYHO H AV
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C€ CJICAH KOHLICHTpALUHATA Ha
CIICKTPOJIHTHTE.

Kanuii-cexpaHsapaiu
JUYPETHLIH
(CaMOCTOATEIIHO HJIH B
KOMOHHALKA )

PaunoHanHOTO KOMOWHHpAaHE, KOETO €
MOJIE3HO NPH HAKOU MMaUKEeHTH, HE H3KIIOUBA
MOABATA HA XUIMOKAINEMHS HIH, 0CO0eHO
npu 6b0peyHa HeAOCTATLYHOCT U Auader,
xunepkanuemua. Tpabpa ga ce cneau
KOHUECHTpALIMATA Ha KaJIUH B CEpyMa, Ja Ce
paBAT eJIEKTPOKAPAHOIPAMH H, aKO €
HeoOX0AHMO, Ja ce Mpepasriena JEYeHHETO.

KanuueBu COJIH U

IeKapCTBEHH MTPOAYKTH,

[MOBHIIABALLIH KaNllHA B
Jias3Mmarta

[Ipu exHoBpeMeHHa ynoTpeba ¢

XU APOXJIOPOTHA3ZKA MOXE J1a Ce OYaKBa
MOBUIIEHHE HA KOHLUEHTPALMATA Ha KaJILIUA
B CepyMa, 3aTOBa € HeOOXOAWMO CTPUKTHO
ClIeJieHe HA KOHUEHTPALMATA Ha Kanluii B
cepyMa.

JlekapcTBa,
MPUYHHABALLA
OpTOCTaTHUYHA
XRIIOTOHUA

AHTHXHNEPTEH3HNBHUTE JIEKAPCTBA MOKE 1A
MPUUYMHAT OPTOCTATHUHA XUMOTOHUA, TaKkbB
€ CNYyYaAT C HUTPATUTE, MHXHOUTOPUTE Ha
docdoanecrepaza Tin 5, anda-bnokepure,
BKJIFOUUTETHO TE3H 3a YPOJIOrH4yHa ynorpeda
(andy3031H, 10KCA303UH, IIPA3O3UH,
CHJIOZO3MH, TAMCYJIO3NH U TEPA30O3HH),
TPHLUMKAHYHHTE aHTHAECTIPECAHTH H
HEBPOJIENTHYHHTE (DEHOTUAIHHM,
NONaMHHOBHTE arOHHUCTH, JICBOJAOTIA,
BawtodeH, aMHPOCTHH.

Kapbamasenun

PHCK OT XUMMOHATPUEMHUS BCIEACTBHE HA
AAUTHBHHSA €DEKT C XHAPOXJIOPOTHAZH.
KnvHu4HO 1 ORONOrHYHO MpOCIEAsABaHE.

CekBecTpaHTH Ha
HOTBYHMTE KHCETMHH
(xenaTupainu CMOJIH ),
(Hamnp. KOJeCTHPaMHH)

CeKBECTPaHTHUTE HA XITBUYHHTE KUCENHHH
CBBP3BAT THAZHAHUTE AUYPETHLHN B YepBaTa
M HAMaIsBaT CTOMALIHO-4YpEeBHATA
abcopbuus ¢ 43%-85%. IIpu npunarane Ha
THa3nAa 4 yaca caes CEKBECTPAHT Ha
ITbUHHTE KHCENHHU, abcopOlLiHaTa Ha
XHApOXJ0poTHa3nAa e HamajieHa ¢ 30 %-
35 %. TnazuapT TpaOBa Aa ce npunara 2-4
yaca npeay Hin 6 yaca ciiell CeKBeCTpaHTa
Ha XThYHUTE KMCENHHU. [a He ce mpoMen4d
nocjaeNoBaTeNHOCTTa Ha mpuarase, Ja ce
Clelu KPbBHOTO HaNfraHe 4 Aa ce MOBULLH
103aTa HA THA3HAa, aKo € HeoOXoaUMO.

KoHTpacTHH CpeaCTBa,
ChIObPXKalK HOoQO

B cay4ai Ha obe3soanaBaHe, NPHYKHEHO OT
OAYPETHLH, BKJ. XHAPOXJIOPOTHA3U], €
HallHlle NOBULIEH PHCK OT ocTpa OBOpeUHa
HeAOCTaTLYHOCT NpH yNnoTpeda Ha rojeMu
IO3U KOHTPACTHU BEILLECTBA, ChAbPKALIH
Hoa. IlpenopruBa ce pexuaparalys Ha
MalHeHTa Npeay NpunaraHeTo Ha

[InxknocnopuH

Puck ot nosHiIeHNE Ha Kp

LIHKJIOCTIOPUH B KPBBTA, E f
npy nanueHTtu 6es3 H&Tpua_é

HOJHpaHHA NIPOAYKT. _
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HEAOCTATHLYHOCT. CBIULO H PHCK OT
XUIIepYPUKEMHUS U oAarpa Kato
YCIIOKHEHHA.

[sotina 6aoxada wa PAAC ¢ 6aoxepu na peyenmopume 3a anzuomenut, unxubumopu va ACE wiu
ARUCKUDEH
JMauHU OT KIMHHYHH W3MHTBAHKA MOKa3BaT, Ye ABoitHa 610Ka1a Ha peHUH-aHTHOTEH3UH-

annocrepoHonara cucreMa (PAAC) ypes cbBMecTHa ynotpeda Ha nuxuburopu na ACE, Osiokepr Ha
pPELEITOPUTE 3a aHrKoTeH3uH Il UK anuCKHpeH € CBbp3aHa ¢ MoBULIeHa 4€CTOTa Ha HeXKENaHHu

CHOMTHSA KATO XHNOTOHUA, XHIIEPKATMEMHA ¥ NOHMXKeHa PYHKUHMA Ha OpOpeuuTe (BITIOUHTENHO
ocTpa OnOpeuHa HeROCTaTbUHOCT) B CPaBHEHHUE ¢ ynorpebaTa Ha CaMO €IMH areHT, JEHCTBAIL BbPXY
PAAC (Bx. Touku 4.3,4.4 1 5.1).

4.6 POepTHIHTET, OPpEeMEHHOCT H KbPMEHE

bpeMeHHOCT

He ce npenopbyra ynorpebara Ha Tamaitpa [1nroc npe3 mbpBOTO TpUMeEceHHe Ha OPEMEHHOCTTA (BXK.
Touka 4.4). Ynorpebara Ha Tamaiipa [Tnroc € npoTHBONoOKa3aHa nNpe3 BTOPOTO H TPETOTO TPHMECEUYHE

Ha 6pemerHoCTTa (BXK. TOUKH 4.3 1 4.4.).

PaMunpunn

EnuneMuoaorHyHUTE JAHHH 33 PHCK OT TEPATOreHHOCT MPH €KCNO3uLMA Ha HHXHOUTOPH Ha ACE
Mpes MbPBOTO TPUMECEYHe Ha OPEMEHHOCTTA HE Ca €JHO3HAYHH, HO HE MOXE Ja Ce H3KIIOYH JIeKO
MOBHILIeHHE HA prcKa. OCBEH aKo NPOABIKABAHETO Ha NeyeHneTo ¢ HHxuburop Ha ACE ce cmaTa 3a
HE3aMEeHHUMO, MaLMEHTKUTE, [1aHHpally OpeMEHHOCT, TpAOBa Aa NPeMHHAT KbM aNTepHaTHBHH
aHTHXMIIEPTEH3HBHH JIEKAPCTBA, KOUTO ¢a C ycTaHOBEH MpodiT Ha Ge30MmacHoCT 3a ynorpeba no
BpeMe Ha OpemenHocT. [IpH ycTaHOBABaHe Ha OpeMeHHOCT NedenueTo ¢ UHXuonTopn Ha ACE Tpsabea
Ja ce MpekpaTy He3abaBHO U, aKo € MOAXOAALLC, A2 Ce 3aNOYHE aNTEPHATHBHO JICHEHHUE.

N3BecTHO e, ue TepaneBTHYHATA €KCNO3HUHMA Ha MHXHOUTOp Ha ACE/aHTaroHUCT Ha peLenTopUTe 3a
aurnotensuH I1 npe3 BTOPOTO U TPETOTO TpUMecedue Ha OpeMEHHOCTTa NPUYHHABA (PETOTOKCUYHOCT
npu xopa (noHmwkeHa Ob0pevHa GyHKLUKA, OMTHTOXUAPOAMHHOH, 3a0aBsHe Ha oCHHKALUATA HA
yepena) i HeoHaTalHa TOKCHYHOCT (6b0pevHa HeA0CTaTBYHOCT, XMNIOTOHUS, XUNEPKATHEMHs ) (BXK.
Touka 5.3). AKO € HMaNo ekcno3uuma Ha MHXubuTop Ha ACE npe3s BTOPOTO WIH TPETOTO TpUMECEUHe
Ha OpeMEHHOCTTa, Ce MPenopbYBa YITPa3ByKOB Nperie 3a oueHka Ha ObOpeunaTa GyHKUUA U
yepena. HoropoaeHuTte, HHHTO Maliku ca B3uMand uHxubutopu Ha ACE, TpaOBa BHUMATENHO 1a ce
CNEHAT 32 XMIMOTOHHSA, OJIUTYPHA U XuUnepKanueMus (Bx. TOUKH 4.3 n 4.4).

AMNOIUNMHH

BezonacHocTTa Ha aMNOANIIHHE MO BpeMe Ha 6peMEHHOCT [TPH XOpa He € YCTAaHOBEHA.

B npoyuyBaHuA NPH )KUBOTHHU NPH BUCOKYH J103U € Habmio aBaHa penpoayKTHBHA TOKCHYHOCT (BX.
Touka 5.3). Ynorpeba no Bpeme Ha OpeMEHHOCT ce MpenopbYBa CaMO aKO HIMa Nno-0e3onacHa
anTepHaTHBa H OonecTTa cama 1o cebe cH HOCH HO-roNisAM PUCK 3a MaikaTta u IUioAa.

XUAPOXJNIOPOTHA3NA
XUApoXNOpoTHA3UI NIPH NPOLBIKHTENHA EKCIIO3ULIHAS NTPE3 TPETOTO TpHMeceuHe Ha OpeMEHHOCTTa
MOJKE Ja MPUMHHH (PeTo-TUalleHTapHa HCXEMHUA U PHCK OT U30CTaBaHe B pacrexka. OCBeH TOBa, Npy
eKCMO3HIIHA CKOPO NPEAX TEPMHUHA, ¢a CHOOLHABAHM PEIKH CyYaH Ha XUIIOTIHKEMHA H
TPOMOOUMTONEHHA Y HOBOPOASHOTO. XHAPOXJOPOTHA3U MOXE Na HAMaId 00eMa Ha M1a3Mara, KakTo

1 YTEpOIUTALIEHTAPHOTO KPbBOOOpalleHHeE.

PaMunpui/aMnoaAMnuH/ XHAPOXAOPOTHA3H
Hsama onut ot ynorpeba Ha Tamatipa [Lmroc npu 6pemMenHu xeHH. Bb3 ocHOBa Ha H

3a CbCTABKHUTE HE Ce Ipenopb4Ba ynorpeba Ha
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Tamaiipa IT0c npe3 MbPBOTO TPUMECeHUe Ha OpeMEHHOCTTa, a ynoTpedara npe3 BTOPOTO W TPETOTO
TpUMeceuHe e IPOTHBONOKa3aHa (BXK. ToukH 4.3 u 4.4),

KnLpmene

Tamaiipa ILTioc e npoTEBONOKA3aH B epHOJa HA KbpMeHe, TpsbBa aa ce B3eMe peilleHHe NAJH
ia ¢e NPEYCTAHOBH KbPMeHETO HJH /ia ce npeycTanoBH/1a He ce mpuaara Tamaiipa ILatoc, kaTo
ce B3eMAT NPEABAA NOJI3ATa OT KbPMEHETO 33 AETeTO K MOJI3aTA OT TEPANHATA 32 XKECHATA.
KoM6uHaLMATa paMUITPUN U XUAPOXJIOPOTHA3HA € TPOTHBOINOKA3aHa B NEPHO/Aa HAa KbpPMEHE.
PamMunpri 1 XHAPOXIOPOTHA3U], CE€ EKCKPETUPAT B KbpMaTa JI0 CTENEH, MPH KOATO MMa BEPOATHOCT 3a
nosBa Ha epeKTH NPH KbPMaueTo, ak0 KbpMaukaTa B3MMa TepaneBTHYHH 1034 PAMKIPHI H
xuapoxnopotHasua. UMa HegoctarbuHa WHGOpMALHA OTHOCHO ynoTpedara Ha paMUIIPHA B IEPHOJA
Ha KbpMeHe U TpaOBa Ja ce NpeANo4YMTaT ATTEPHATHBHHY JIeKapcTBa ¢ No-106pe ycTaHoBeH npodun Ha
De30macHOCT B [IEPHOAA Ha KbpMEHE, 0c00EHO ITpH KbpMEHE HA HOBOPOAEHO WIH HEJNOHOCEHO
KbpMaye. XHAPOXIOPOTHA3U] C& EKCKPETUPA B KbpMaTa. YiotpedaTa Ha THa3HAH OT KbpPMavkH B
nepHoia Ha KbpMEHE € CBbp3aHa ¢ OTciabBaHe MK JIOPH NOTHCKaHE Ha NakTauuata. Moxe na ce
[POSBH CBPbXUYBCTBUTENHOCT KbM CY./1(POHAMHUIHH NIPOH3BOIHH, XHITOKATHEMHA H ApeHa
XKBATEHHLA. [Topagy Bb3MOXKHOCTTA 34 CEPUO3HHU PEaKLUH MPH KbpMadeTaTa H KbM JBETE BEIECTBA,
TpabBa na Obe B3eTO pelieHHe AallK fa Oble NpeKpareHo KbPMEHETO WK NPEKPaTeHa TEPanuAaTa,
KATO Ce B3eMe IpeABH/ BaXXHOCTTA HA TepanusaTa 3a Mailikata. He e H3BeCTHO JaJ 1A aMJIOHIIHH C€
eKCKPeTHPA B KbLpMarTa,

PepTHIANTET

AMJIOANNUH
[TpH HAKOM MAaLMEHTH, IeKyBaHH ¢ OIOKEPH Ha KaNLMEBHTE KaHaIH e ChoOILaRaHo 3a 0OpaTHMH

OMOXHMMYHM MPOMEHH B ITaBUYKATa Ha cnepmarozonante. KnMHUYHATE AaHHH OTHOCHO Bb3MOXXHHA
eeKT Ha aMnoJMNHH BbpXy depTHnnTeTa ca HeaocTarbyuHH. [1pu eaHoO npoyyusaHe BbPXY IIBXOBE Ca
YCTAHOBEHH HeONnaronpusaTHH eekTH BbpXY MBXKHE (PEPTHIIHMTET (BXK. TOHKA J.3).

XHAPOXTIOPOTHAZNA
Hama aauHu oTHOCHO edeKTa Ha XHAPOXIOPOTHA3UI BBPXY (PEepTUIIUTETA NPU XOpa.

[Ipn npoy4BaHKa NPH KUBOTHH XHIAPOXJIOPOTHA3UI HE OKa3Ba €QEKT BHPXY PEPTHANTETA HIH
3aueBaHeTo (BX. TO4Ka 5.3).

4.7 EdexTn BLpXY ¢10COOHOCTTA 32 IIOPRPaARE H PadoTa ¢ MAIIHHH

Hsxou HexxenaHu peakuuy (Hanp. CHMNTOMH Ha MIOHM)KEHHE HAa KPbBHOTO HalAraKe, Karo Hamp.
3aMaiiBaHe) MOXKe Ja 3aCerHar crnocobHOCTTA 3a ChCPEAOTOYABAHE U pearupaHe, H ia Cb3Aanar pHCK B
CHUTYAlMH, B KOUTO T€3H CNOCOOHOCTU ca 0coOeHO BaXKHHU (Harp. yNpaBJeHHe Ha NPEBO3HH CPENCTBA
WA MALLIWHH).

ToBa MoXxe a ce Cyud 0coOeHO B HAYANOTO Ha JICYEHHETO MITU NPH 3aMsiHa HA JPYro 1IeKapCTBO C
ToBa. He e npenopbuuTenHo Aa ce wodupa Wik paboTH ¢ MalIWHK [OHE HAKOJIKO Yaca cjie/l MbpBara
I103a WM cliel yBeNHYaBaHe Ha Jo3ara.

4.8 Hexenann JeKapCcTBeHH PpEAKIHH

O6o6menne na npoduia Ha 6e30macHOCT
PaMHIpHI

Haii-uyecto croblaBaHnTe HeXxeslaHH peakliiM N0 BpEME Ha JICUCHHE ¢ PaMUIIPUI ca M AR
B KPbBTA, rN1aBo00JHe, 3aMasHOCT, XUITOTOHHSA, MOHHXKEHO OPTOCTATHYHO KPbBHO RATIALRE

Cyxa Jpa3Hellla Kauinula, OpoHXUT, CHHY3HUT, 3a0yX, CTOMALIHO-UPEBHO Bb3MaJIE /
XpaHOCMHJIATENIHH Hapy WIEHH, AHCKOMOPT B KOpeMa, JUCTIENCHS, IHaphd, ra; /8-
0OpuUB, B YACTHOCT MaKyJIO-TIANYJI03€H, MYCKYJIHH CNa3MH, MHAITHA, FPbaHa 60

&
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CepHO3HHUTE HeXelaHW PeaKLMM BKIIOYBAT arpaHyJ/JoLUMTO3a, NaHLHUTONEHHS, XEMOJIMTHYHA aHEMHS,
WHGaApPKT Ha MHOKap/1a, aHrHOe1eM, BACKYJIMT, OPOHXOCNa3bM, OCTbp NAHKPEATHT, YePHOApOOHa
HEJOCTATbYHOCT, OcTpa ObOpeyHa HeI0CTaTbYHOCT, XeNaTUT, eKCOJIHATUBEH AEPMATUT, TOKCHYHA
enuaepMaiiHa HeKpoJin3a, CHHIpoM Ha CTUBBHC-J[PKOHCBH M epuTemMa MysTHdopMe.

AMITIOIMITHH
Haii-uecTo choO11aBaHUTE HEXETAHU PEaKLIMKU 110 BpEME Ha JIeYeHHUe C aMJIOJMITUH €A CbHJIMBOCT,

3amaiiBaHe, riapodosiue, copluedueHe, 3auepBsBaHe, 0osika B KopeMa, rajieHe, rnojlyBaHe Ha
rfne3eHuTe, OTOK U yMopa. Cepuo3HUTE HeXKelaH! peakllui BKJIKOYBAT JIEBKOMEHHH,
TpoMOOLUTONEHHSA, HH(PAPKT HAa MHOKApAa, NPEACHPAHO MBbIK/IEHE, KAMEpPHA TaXWKap/Aus, BaCKYJIHT,
OCTBP NMAaHKPEaTUT, XeNaTUT, aHrMoe1eM, epurema myatudopme, ekcoimaTiBeH A1€PMATHT U
cuHapoM Ha CTUBBHC-/[)KOHCBH.

XUAPOXJIOPOTHAZHU]L

AKTHBHOTO BELLECTBO XHAPOXJOPOTHA3U MOKE 1A 10Be/Ie 10 BiIOlIaBaHe Ha MeTabo/M3Ma Ha
rJaKKo3aTa, JUMUANTE U MUKOYHATA KMCENUHA U J1a UMa 00paTHH e(eKTH BbpXY Kajlis B Iuia3mara.
Hexxenanute peakiuu, Habno1aBaHU M0 BpeMe Ha ynortpedara Ha OT/E/IHUTE aKTHBHH CbCTaBKH, Ca

rpynupady B CJICJAHHUTE KATCIropuH Nno 4CCTOoTA.

MHOro ectH (> 1/10); uectu (= 1/100 no < 1/10); Heuectu (= 1/1000 no < 1/100); peaku (= 1/10000
1o < 1/1,000); muoro peaku (< 1/10000), ¢ Heu3BecTHA 4yecToTa (OT HAJTMYHUTE JAHHH HE MOXKeE Ja
Ob/l€ HalpaBeHa OLEHKA).

YectoTa Pamunpua AMJ/IOHITHH XHAPOXJIOPOTHAZH/

Hapywienun na kpvema u aumgnama cucmema

HeuecTn Eo3zunodunus

Penku [ToHMKEH OpOiA TpomOounTONEeHU
JIEBKOLIUTE ( BKIIL. (rmoHsikora ¢ nypnypa)
HEeYTPOIEHHUS H
arpaHyJIouMTO3a),

MOHUKEH Opoi
EPUTPOLIUTH, MTOHHIKEH
XeMOTrJI0OMH, MOHUKEH
Opoit TpOMOOLIMTH

MHoro peaki JleBkoneHus, KocTHO-MO3bUHA
TPOMOOLIMTONEHUS | CyNpecus,
arpaHyJioLuTO3a,
XEMOJIMTHYHA aHeMHH,
_ JIEBKOTIEHMS
C Heun3BecTHa 4yectoTa | KocTHOMO3BbUYHA AmniacTUYHA aHEeMHUs
HEe/10CTaTbYHOCT,
NaHLUTONEHUH,

XECMOJIMTHYHA AHCMHA

H APVIMEHUA HA UMVHHAama cucmemda

Penku Peakuus Ha
CBPbXYYBCTBHTEIHOCT
MHOr0 pe/iku AJIEPru4yHH peakLuu
C HeusBecTHa yectoTa | AHA(pHIAKTHYHU WJIH
aHa(pUNAKTOUIHH
peakLu, MOBHLIEHH
AHTHUAIPEHH aHTHTEJIa

Hapywenua na enookpunnama cucmema
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C HeunsBecTHa yectota | CHHApPOM HA

HeaJleKBaTHA CEKPELIUA
Ha aHTHAHYPECTHYEH
XOPMOH

Hapywernusa na memabonusma u xpanenemo

| Mioro uecTn | XHUNoKkanueMus,
| ~ | XMNEPIHNUIEMHS
Yectu [ToBuilieH Kanuii B XunepypukeMus,
KPBBTA XUIIOMarHe3ueMHuH,
_ _ | XMNOHATPHEMMUA
Heuecru AHOpPEKCHA, TOHHXKEH
aneTur
| Peaku - ] XHrepkallueMus,
XUNeprankemMus,
FITAKO3YPHS, BIOLIABAHE
- . | Ha MeTabonuTeH IHAbET
[ Muoro peaKH XuUneprioukeMus XHANOXJIO0peMHYHA
_ L | ankanosa
C HeusBecTHA YecToTa | [loHWKEH HATPHH B
KpbBTa
Lchxuunu HapyuieHUuR
Heuectn [ToTucHaro [TpoMenH B
HacTpoeHHe, HaCTPOEHHETO (BKIL.
TPEBOXKHOCT, TPEBOKHOCT),
HEPBHOCT, 0e3chHuUe, Aenpecus
| 6e3nokoiicTBo,
HapyLeHUA Ha ChHS,
___ BKJI. CbHJHBOCT _
Peaxu CoerosiHle Ha O0bpraHocT HapylieHUs Ha CbHA,
_ o0BpKaHOCT | nenpecus
C HeusBecTHa yecToTa | HapylueHus Ha
BHUMAaHHETO
Hapywenun Ha nepsnama cucmema
HectH ["nasobonue, [ naBobonue,
3aAMAasHOCT 3aMasHOCT, |
CbHIUBOCT (0CODEHO
B HAYAJIOTO HA
_ JIEYEHHETO
| Heuectu CBETOBBPTEX, TpeMop, aucreyaus, |
| napecTe3un, areysms, | CHHKOI,
AUCTEY 3HUA XHNECTE3UA,
napecre3us
| Penxu Tpemop, HapyLueHHe [ naBobonue, 3aMagHOCT,
Ha PaBHOBECHETO napecTe3us
MHuoro peaku [ToBulIeH MyCKYyJieH
TOHYC
(XMMEPTOHYC),
nepudepHa
_ . HEBPOMATHSA

18




[ C HenspecTHa uectoTa | Mo3bYHa HCXEMUS, ExcTpanupaMHAHH
BKJI. HCXEMHYEH HapYIIEHHUA
| HHCYJIT H NIPEXOJeH
HCXEMKYEH NPUCTDII,
| HapyLIEHH
MCHXOMOTOPHH
CocoOHOCTH, ycelllaHe
\ 3a [apeHe, NapocMHA _
| Hapywienus na otume
YectH HapyliieHUq Ha |
3PEHKETO ( BKI.
JUITIONUA) |
HeuectH HapyuweHns HA HapyuwieHus Ha 3peHHETO
3PEHUETO, BKJI. |
3aMBIIIEHO 3pEeHUE
Penxu KOHIOHKTHBHUT
C HeH3BEeCTHA YeCcToTa OcTtpa riraykoMa cbe
3aTBOPEH bIbl, '
| N _ XOpOHAAIEH H3JIHB
Hapyuwienua na yxomo u aabupunma L ]
Heuectu [lIym 8 yiunTe
Penxu Bromen CIyX, 1IYM B
YUIUTE
Copoeunu Hapyuienun
Yectn Copuebuetie
Heuvecru Hcxemusa Ha ApUTMHA (BKII.
{ MHOKap/a, BKJI. Opaaukapaus,
| CTEHOKapMA UIH KaMepHa
h HH(APKT HA MHOKapAa, | TaXHukapaud U
TaXUKapAHsA, ApUTMHA, | NpeachpAHO
cbplebnere, nepude- | MbKIEHE)
| | peH oToK
| Penku ApuTMHH
MHoro penkn Hudapkr Ha
E S | MpOKapAa 1
Cvoosu nHapyuienun
YecTn XHNOTOHMA, | 3auepssBane ) OprocraTuyHa
OpPTOCTATHUYHA XHITOTOHMA
XUTTOTOHHUSA, CHHKOI F
Heuectu 3auepBaBaHe XHUIIOTOHHS HexpoTnu3supall aHrMuT
(BACKYJIMT, KOYKEH
| e | — BACKYJIUT)
Penxu CpI0Ba CTEHO34a,
xunonepgysus,
BACKYJIUT |
MHoro penku Backynur

C HenzBecTHa vYecTtoTa | ®eHoMeH HA PeiiHo

Pecnupamopuu, 2pb0HU 4 MEOUACMUHATHE HAPDYIMEHUR
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YectH C}_"}Ea Jpa3Hella 3aayx
Kalunuia, OpOHXHUT,

CHHY3HT, 3a1yX | _ I

Heuectn bponxocna3bM, BKI. Kawmnuua, pHHHT
BJIOLIABAHE Ha aCTMa,
3aMnyLIeH HOC
MHoro peaku PecnimparopeH aucrpec

(BKJ1. THEBMOHHT M
Genoapoben oTok)

Cmomauino-upesHi HapyuieHus \

YecTu CTOMAIIHO-4PEBHO ["aneHe, Oonka B ["aneHe, noBpbLIAHE,
Bh3NajieHHe, KOpeMa, AXCNencus, | Auapus, crnaseM, 3aryba
XpPaHOCMHJIATENHU NPOMEHH B HA aeTUT
HapylleHH4, HOPMAJIHOTO

OHCKOMDOPT B KOpeMa, | H3X0JaHe (BKJI.
OUCTIENCHA, AHapH4, OHApUA Y 3areK)
rajcHe, nospbilaie |
Heuyectu [TaHkpeaTuT (C [loBpnllane, cyXxoTa
uHxuHOuTOpu Ha ACE | B ycTaTa
M3KJTIOYHTENHO PAAKO
ca ChoOIaBaHu
CAydvaH ¢ JeTaneH

| ¥3X0J1), MOBHLIECHHU
MaHKpEaTUYHH
€H3UMH, AaHIHOEEM Ha
TLHKHUTE YepBa, Donka | |
B rOpHaTa 4acT Ha
KOpEMa, BKJ. FTACTPHT,
3amnek, CyxoTa B ycrara |

Penxu ["nocut HuckoM$opT B XOpeMa,
, | 3anek
MBHoro penku [Taukpeatur, [Nankpearut
FacTPHT,
* XHNEepnaa3us Ha
BEHLUUTE

C Heus3BecTHAa vecToTa | APTO3EH CTOMATUT
Xenamo-ouauapru HapyuieHus

r e i A

HeuectH [Tosnienu
4epHOAPOOHH EH3UMU
W/ UNU KOHIOTHpaH

_ OunupyOuH
Penku XonecraTU4HA HuTtpaxenaTtanHa
K BITEHHIIA, X0JecTas3a, XbITeHHUA
XemnaroienyiapHa '
a Bpeaa _ _ _
MHoro peaku AKpareHuua,
XelaTHT, [TOBHLIEHH
yepHOApoOHH
eH3UMU*

C HenspecTHa uectota | Octpa yepHoapodbua |
HEJOCTATBEHHOCT,

X0JIeCTaTUYEH UIIHA
LIUTOJIMTHYEH XECNATHT
! (JicTaeH u3xXon &

HIKJTHYHTCIHO PAABK }
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Hapyiuuernua na Koxcama u nOOKOICHAMA MHKaH

YectH OOpuB, B UaCTHOCT VYprukapus m apyru
| MaKyJI0-TIalyJio3eH oOpHuBH
HeuecTu AHTHOEAEM; anomneuus, nypnypa,
M3KMIOUHTENHO PAAKO | MpoMsAHA Ha LBeTa |
oOCTpYKUHATA HA Ha KOXara,
OUXaTETHUTE MLTHIIA | XUTEPXHApo3a, L
BCEACTBHE Ha chpbex, oOpHB,
aHrmoeJeMa MOXe J1a € | €K3aHTEM,
C leTaneH U3XO[; YypPTHKApH s
cbpbex,
_ | Xunepxuaposa 1
Peaxu eKCHONHATUBECH Peaxkuus Ha
AEPMATHT, YpTHKApH4, (OTOUYBCTBUTENHOCT
_ | onuxonuza
MHoro peaku | Peakiusa Ha AHrHOeAEM, Peaxuus oT THII JIynyc
$OTOUYBCTBUTENHOCT | €pUTEMa EpPUTEMATONEC,
MynTugopme, peaKkTUBHpaHe Ha Nynyc
| ekcoHaTUBEH epUTEMATOAEC,
NEPMATHT, CHHIPOM | HEKpOTH3HpALL BACKYJIHT
Ha CTHBBHC- W TOKCHYHA ENHAEpMaTHa
JDKOHCBH, eREM HA | HEKpoau3a
KeuHnxe, poTOUyB-
_ _ | CTBHTENHOCT i
C HenapecTHa yecToTa | TOKCHUHA ToxcuHa Eputema myntudopme
enuiepManHa eNHAepMaliHa
HEKpOJIM3a, CHHAPOM | Hexponu3a
Ha CTHuBBHC-/DKOHCHH,
epuTeEMa MyTHGOPME,
nemMguryc, BroliaBaxe |
Ha ICOpHAa3NC,
ncopHaTHUeH |
REPMATHT,
neMguronaeH WiH |
JTMXEHOMAEH €K3aHTEM
HJIH EHAHTEM,
anoneuus

| Heonnazmu-cobpoxaiecmeeriii, 310KauecCmeenu U Heonpeoeienu (6K1. Kucmu u nonunu)

C Heu3BeCcTHA 4ecTOTAa

I SR

Hapyuwienua Ha MycKyAHO-CKeNEeMHAMa CUCMEMA U CbeOUHUMETHAMA MbKAH

—

HeMenaHOMeH pak Ha
koxara (Gazonenynapen
KApLUHUHOM U
CKBAMO3HOKJIEThYEH
KapuHHOM)**

C HeuzBeCTHA 4eCTOTa

YecTu | MycCKyNHY cnasMmy, [lonyBane Ha
MHaITHA [NE3CHHUTE,
_ ' | MYCKYIHH KpaMIIH
Heuectn Aprpanrus ApTpanrus,

Muaarusa, 6oJjika B

repba

MYyCKyJIHH KpaMIiK

Hapywenuna na vbpeyume u nuxounume nomuuia
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Heuectn l-I_ap}TmeHa ObOpeyHa | MUKLMOHHH FJIHKO;}’[JHH_,—

(pyHKLAA, BKN. OCTpa HapyeHH, HHTEPCTHLIHAJIEH HePHT,
616peyna HUKTYpHS, HapylueHa 6b0OpetHa
HeJOCTaTLYHOCT, NOBULIEHA YecTOTa | PyHKUHA, ObOpeuna
NMOBHILEHa AXYPE3a, Ha YpUHHpaHE HEeOOCTATbYHOCT
BNIOIIIABAHE HAa

ChIIECTBYBAlLlla

NMPOTEHHYPHA,

MNOBHLIEHHE HA YPCATA
B KPBBTA4, IIOBHILICHHEC
Ha KpCaTHHHHA B

| KpbBTA e -
i Hapywienua Ha 6v3npou3sooumeaHama cucmema u zspoama
Yectu - MmnoTeHTHOCT
Heuyectn [lpexoana MMIOTEHTHOCT,
HecnocobHOCT 3a FUHEKOMAacTH$#
| EpeKLHS, TOHUKEHO |
100 (.
C HenapecTHa vecTora | ['MHEeKOMACTHA ]

O014u HapyuteHUR U eheKmu Ha MACMOMO HA NPUTONCEHUE

MHoro uectu Otok
[ Yectn ['ppaHa Oonka, yMopa | YMopa, aCTEHHS -
Heuectn [Tupexcus ['pvaHa Gonka, [ToBuLIEHA TEMNIEpATYpa
| | Oonka, OTHAJHANOCT
Peaku ACTeHUA _ :
C Heu3BecTHa YecToTa B Cnabocr
Hacreosanus
HeuectH i HannaBaHe Ha
Terjfo, HaManeHHe
Ha TEeTrJ0TO

*B noBeyeTo cnyyau ¢ xonecrasa
** HemenaHoMeH pak Ha Koxkara: Bb3 0CHOBa Ha HAJTMYHKTE AAHHH OT €NUAEMHOJIOTHYHH NpOY UBAHMS

€ YCTAHOBEHA 3aBUCHMA OT KYMYJIATHBHATa J03a& BPb3Ka MEXIY XMAPOXJIOPOTHA3UA H HEMETaHOMEH
paK Ha Koxara (BX. M Toukd 4.4 4 5.1).

CroluiaBane Ha NOAO3APAHH HEXKEJIAHH PEAKIHH

Cwo0inaBaHeTo Ha NOJO3UpaHH HeXXeNaHW peakuuy clie]] pa3peliaBaHe 3a ynorpeba Ha nexapCcTBeHus
MPOAYKT € BaXXKHO. T0Ba M03BOJIABA Aa NMPOXL/KH HAOIIOAEHHETO HAa CHOTHOLIEHHETO NOJN3a/PHCK 34
JIeKapcTBeHU NpoAYKT. Or MEAMLMHCKHTE CIIELUATTHCTH CE€ N3UCKBA Ja choblIaBar Besaka
OJO3HpaHa HeKellaHa peakling Ha.

HM3anenHUTEIHA areHIMA 110 NeKapcTBaTa
yn. ,,Jlamsn Fpyep” Ne §
1303 Codus

Ted.: +359 2 8903417
yebcaiiT: www.bda.bg

4.9 IIpeno3upane

Pamunpan
CuMnToMnuTe, CBBP3aHM ¢ npeao3upane Ha HHxubuTopu Ha ACE Moxe 1a BKITIOMBAT
nepudepHa BazoaunaTalys (C H3ABEHA XMIIOTOHKA, 1IOK), OpaauKapaus, eNeKTPOIUT
OB0peuHa HegocTaTeuHOCT. [TalneHThT TPa6Ba Aa ce HabNOAaBa BHUMATENHO H JleY
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CUMNTOMATH4HO ¥ noJaAbpkaulo. [lpeararanure MepKy BKIOYBAT MBPBOHAYATHA AETOKCHKALIMA
(cToMaillHa MPOMHBKA, TIPHIIOKEHHEe Ha aacopOeHTH) H MEpKH 3a cTabHIH3UpaHe Ha
XeMOIHHAMHUKATA, BKNIOYUTEIHO NPUIoKeHHe Ha anda-]1 aapeHepruuHyd aroHHCTH UM aHTHOTEH3UH
I1 (aurnoTeHsnHaMua). PaMunpuiar, akTHBHHAT METabDOJIMT HA PAMHUIIPHJI, B MaJIKa CTETEH ce
OTCTpaHABa OT KPbBOOOPALIEHUETO Ype3 XEMOIHANIM3A.

AMJIOAHIHH

[Ipu xopa OMUTHT OT NPEAHAMEPEHO NPENO3IHPAHE € OrPaHHUEH.

HannyuuTe naHHHM Npeanonarar, 4e rolaMo npeJo3upaie Moxe Ja Rosele A0 NpeKoMeEpHa
nepudepHa Ba30AHATALIMA ¥ Bb3MOXKHO J0 peduiekTopHa Taxukapausa. CboOLiaBaHo € 3a W3IBEHA U
BEPOSATHO NPOABJKUTEHA CHCTEMHA XHIIOTOHMA, BITFOYHTETHO H JOCTHrala 40 WOK C JIETAJIEH
N3XO/I.

Hekapanoresen 6enoapobeH oTok ce choblaBa paaKo KaTo nocaeania oT Nnpeao3upaHe ¢
aMJIOJMITHH, KOHTO MOXe Jia ce MpOABH CbC 3abaBeHO Havano Ha edekta (24-48 yaca cnen
NOrabllaHe) M Ja U3UCKBA N3KYCTBEHA BEHTUNALMA. PAaHHHTE peaHMMallMOHHA MePKH (BIJTIOUHTENHO
HATOBApBaHe ¢ TEYHOCTH) 3a MOANbpKaHe Ha nepdy3usTa U cbpacudus aeOuT Morar Aa 6baar
ycKopABallH GakTopH.

XHApPOXIOPOTHAIHN

[Ipn npeapa3snoNOKEHH NALMEHTH (Hamp. ¢ XUNepruiasHd Ha MNpoCTarata) NpPEeJo3HWpaHETo Ha
XHAPOXJOPOTHA3UI MOXeE Ja NPean3BUKa OCTPO 3aAbPXKAHE HA YPHUHA.

[Tpeno3rMpaHeTo Ha XHAPOXJIOPOTHA3HA € CBBP3aHO C U3YEPIIBAHE HA €JIEKTPONIMTUTE ( XHITOKAIUEMHS,
XUIMOXJIOPEMHA, XMMOHATpHEMHA) U 00€3BOAHABAHE BCNEACTBHE HA IIpeKOMepHa Auype3sa. Haii-
YeCTHTE NPHU3HALIH H CHMNTOMH Ha Npeo3MpaHe ¢a rajjeHe H COMHOJIEHTHOCT. XHNOKAIHEMHATA
MOXe Na NMpeRM3BHKa MYCKYJIHH ClIa3MH W/ MIIH Ja 3aCHIH KaMeépHH apUTMHH, CBBP3aHH
eJHOBpeMEHHaTa ynorpeda Ha AUrHTATHCOBH INIMKO3UAY WM HAKOW aHTHAPHTMHYHH JIEKapCTBa.

Jeuenue

JleueHneTO € CHMNTOMATUYHO H NOARBPxkKaL0. MoXe na ce 0OMUCIH NbPBOHAYAIHA AETOKCHKALINA,
HaMp. Ype3 NpHIoKeHNe Ha aacopOeHTU. B ciyuail Ha xunoToHus TpabBa a ce MMa ITpeBU
nmpuiarane Ha ¢ | -aapeHepruvyHM aroHUCTH (Hanp. HopenuHepHUH, J0NaMHH) HIH aHTMOTEH3HUH |1
(aHruoTeH3HHaMKA) B fobaBka KbM 06eMHOTO H COIEBO 3aMECTBAHE.

Ba3oKOHCTPHUKTOP MOXKE 1a € OT 10132 3a Bb3CTaHOBABAHE Ha ChbA0BHA TOHYC W KPBBHOTO HanAraxe,
aKo HAMa MPOTUBOMNOKA3AHKA 3a NMpunaraseTo My. MHTpaBeHO3IHO MPUIOKEHHE Ha KAJILIHEB INIIOKOHAT
MOKE J1a € OT 110J13a 32 npeMaxBaHe Ha edekTuTe Ha O10KagaTa HA KAILUEBUTE KaHaNH.

HMma orpaHMyYeH WIH HAMA HUKAKBB ONMUT N0 OTHOLUCHHE e(PUKACHOCTTA Ha GOpCHpaHa Iuypesa,
npoMsaHa Ha PH Ha ypunara, XeMOQUITpaLMUa WK Auanu3a. AKO BbITpEKH ToBa ce 0OMHCAs Avanusa
UK XeModmnTpanua, TpaOBa fa ce B3eMaT NPeABU PHCKOBETE OT aHAPUIATOUIHU peakLMH MpH
ynoTpeba Ha anapaTh ¢ BUCOKONpONyCKiKBa MeMOpaHa.

B HsAKOH clyyau MOXe Ja € OT [oJ13a CTOMalllHa npoMuBKa. [1pu 3apaBu J0OpOBOILH € YCTAHOBEHO,
ye H3MOJ3BAHETO Ha aKTHBEH BBIJIEH A0 2 yaca cieJ npunarade Ha 10 mg aMmnoaunuH Kamanaea
CKOpPOCTTA Ha abcopOLMs Ha aMIIOAMITUH.

Twit XaTo aMNOJHUNHH CE CBLP3BA B roNgMa cTeneH ¢ 6enTbUH, He € BepOATHO ANaiu3ara Ja Obae ot
noa3a. OTCTpaHABAHETO HA THAZHAHHUTE JUYPETHLM YPe3 JHANTH3A ChLIO € MPEHEOPEKHMO ManKO.
JleyeHueTo Ce ChCTOH BBB Bb3CTAHOBABAHE HA BORHO-ENIEKTPOJINTHOTO PABHOBECHE, KOPHTHPAHETO HA
XMNOHATPpHEMHATA TPSOBa Aa € MOCTENEeHHO.

TpabBa na ce npeanpvemMe akTHBHO NOIbpXaHe Ha CbPACHHO-ChAOBATA LUPKYJIALIHA, BKIIOYHTENHO
4eCT KOHTPOJI HA ChpASUHATA U JUXaTeNHaTa JeHHOCT, MOBAUraHe Ha KpalHAUHWTE 1 BHUMaHHE M0
OTHOIIIEHHE Ha HPKYJIAaTOpHUS 00eM Y Anype3aTa.

5, OAPMAKOJOI'MYHHA CBONMICTBA

5.1 DapMaKoZHHAMHYHHE CBOHCTBA
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dapmakoTepaneBTu4Ha rpymna: nHxubutTopu Ha ACE, apyru koMOuHaunm
ATC koa: CO9BXO03

Mexana3bM HA AelicTBHE R2 paMHNPHJI

PaMunpunar, aKTUBHUAT MeTabOJINT Ha Npe1eKapcTBOTO pAMHIIPUI, HHXHOUPA eH3UMa
aMnentTuanaKapookcunentTuaasa I (CMHOHUMH: AaHTHOTEH3NHKOHBEPTHpaLll €H3HM; KHHHHa3a [1). B
NJIa3MaTa U ThKAHHMTE TO3W H3HUM KaTAIH3Kpa NPEBPbINAHETO Ha aHTHOTEH3HH | B aKTHBHOTO
ChIOCBHBALLO BELLECTBO aHrHoTeH3uH Il v pasrpaxiaHeTo Ha aKTUBHHA Ba30AMIaTaTOp OPaIMKHHUH.
HamaneHnoro obpasyBaHe Ha aHrHoTeH3unH I 1 nHXubGupaneTo Ha pasrpaxaaHeTo Ha OpaaHKHHHMHA
BOJIAT JIO pasiuupsABaHe Ha CbIOBETE.

Twif kaTo aHrHoTeH3MH I CTHMynHpa H OCBOOOKIABAHETO HA AIIOCTEPOH, pAMUNPUIIAT NPUYHHSABA
HaMaIEHHE Ha CEKpeuuaTa Ha anaocTepoH. CpeaHUAT edekT Ha MOHOTEpanHATa ¢ HHXHOHTOp Ha
ACE e no-cnab npu yepHokoxH (¢ agpo-kapubcku NPOU3X0A) XMIEPTOHHLIM (TTOMy ALK
XHIEPTOHUUHU C OONYAHHO HUCHK PEHUH ), OTKOJIKOTO MPH APYTH NallMEHTH.

DapmaroduHamuynu epexmu

[MTpunoxeHHeTo Ha PaMUNPUJ NPEIU3BHKBA UIABEHO HAMaJIeHHE Ha MEPUPEPHOTO aAPTEPHATIHO
cprpoTHaiIeHne. Karo msano Hama rojeMn npoMeHH B NOTOKA Ha niasMa npes 6ubpennre v CKOpocTTa
Ha rnoMepynHa ¢untpauua. [IpunoxenueTo Ha paMUIIPHIT MTPH NMALKUEHTH ¢ XUNEPTOHHSA BOAH 10
MOHWEHHE HA KPbBHOTO HAJIAraHe B JIEFHAIO H B U3MPABEHO NMONOXKeHHe 6e3 KOMNEHCATOPHO
NOBHLICHHE HA YECTOTATa HA ChpAeYHATa JEHHOCT.

[Mpu noBeyeTo NalHEHTH AHTHXHUAEPTEH3UBHUAT eeKT Ha €AMHNYHA /1033 HACTHIIBA 3a0€1eKHMO |
10 2 yaca ciiell IEpPOpaIHO npuiaraie. MakcHMaTHUAT eQeKT Ha eAHOKPaTHO NPUJIOKEHA 1034
OOUKHOBEHO ce MocTHra 3 Jo 6 yaca cieA NepopaHo NpUWIoKeEHHEe., AHTHXUNIEPTEH3NBHUAT eeKT Ha
elHOKpaTHO NPHAOKEHA Jo3a 0OMKHOBEHO Tpae 24 yaca.

MaxkcHMaNHUAT aHTHXHNEPTEH3NBEH ¢(PEKT HA NPOIB/IKARALLO IEUEHUE C PaMUNIPHIT OONKHOBEHO Ce
nocTHra ciea 3-4 ceaMulH. YCTaHOBEHO €, Y€ aHTUXHNEPTEH3UBHUAT €(PEKT NPH ABIFOCPOUHO
neyeHHe, NpoAbKABallo 2 FOAKMHH, OCTABA HEMPOMEHEH,

Ps3koTO criMpaHe Ha paMUIIPUIT HE NPEAU3BUKBA Obp30 H NPEKOMEPHO NOBHILEHHE Ha KPBBHOTO

HaJifraHe kaTto eHOMEH Ha pubayHa.
KnunnuHa epHKacHOCT U 6e30MacHOCT

Ynorpebara Ha koMOHHauuaTa Ha uHxuGuTop Ha ACE 1 Gnokep Ha peuenTopuTe 3a aHrHOTEH3HH 1 ¢
M3TIMTaHAa B ABE FOJIEMH PaHAOMH3HpaHH kKoHTponupaHu usnuTeannsa (ONTARGET (ONgoing
Telmisartan Alone and in combination with Ramipril Global Endpoint Trnal - Tekyiuo rinobdanHo
M3MHTBAaHE Ha TEIMUCAPTAH CAMOCTOATENHO U B KOMOMHALHUA ¢ paMHKIIPKA C KpaiiHa TouKa) ¥ VA
NEPHRON-D (The Veterans Affairs Nephropathy in Diabetes)).

ONTARGET e npoy4BaHe, npoBeIeHO NPH NMALUHEHTH ¢ aHAMHE34 33 CHPACYHO-CHA0BA HITH
MO3BYHOCHA0BA OONECT WM 3axapeH AuabeT TUN 2 ¢ JaHHM 32 HANHYHO YBpEXKAaHe HA OpraHy. VA
NEPHRON-D e npoy4saHe npu NalHeHTH ¢bC 3axapeH auaber tvn 2 U auabeTHa Hedgponatus.

Te3u nmpoy4BaHKs ca MoKa3anu JIMICA HA 3HaYHM OnaroTBopeH edeKT no OTHOLIEHHE Ha ObOpeuuTe
W/MIH CbPAEYHO-CBAOBUTE KPaHHH TOYKH M CMBPTHOCTTA Y € YCTAHOBEH NOBULLIEH PUCK 34
XUIEpKanueMus, ocTpo 0bOpeuHo YBpexaaHe U/UAH XUIIOTOHHS B CpaBHERHE ¢ MOHOTepanuaTa. Karo
ce MMaT NpeABU CXOAHUTE UM (papMaKOAMHAMUYHH CBOMCTBA, TE3U PE3YJITATH €4 OTHOCHMH H KbM
apyrute HHXHOUTOpH HAa ACE n 6510kepH Ha peLenToOpyTe 3a aHrMOTeH3UH l.

3aTosa nuxubutpu Ha ACE n 6nokepy Ha peuenrtopute 3a auruotensuH Il ne tpadsa 1a ce
W3MO/13BAT €AHOBPEMEHHO NpU NauneHTH ¢ AuabeTHa HedponaTud,

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints -
W3NATBAHE HA ATHCKUPEH NpH AHaber THN 2 ¢ KpalHHU TOYKH N0 OTHOLUEHHUE Ha ChPACYHO-CHI0OBA U

CTaHJAPTHOTO JiedeHHe ¢ HHxuOuTop Ha ACE unu 6nokep Ha pelienTOpHUTE 3a aHFHO
NalUEHTH CBC 3axapeH AuadeT THI 2 W XpoHHYHA OBOpEUHa HEAOCTATEUHOCT, ChPAE
bonect, UaH U ABeTe. [IpoyuBaHETO € NPEKPATEHO PaHO NMOPaAJIH YBEMHYEH PUCK OT
pe3yTar 3a nauueHThTe. KakTo cMbpTHHTE ClIy4aH, Ib/DKALLM Ce HA ChpAEHHO-Ch
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Taka H HHCYATUTE, ca 6UIH ¢ YMCIEeHO NO0-BHCOKA YECTOTA B IPYMaTa ¢ ATMCKHPEH, OTKOJIKOTO B
rpynara ¢ nianeto, i cCepHO3HHTE HEXeNaH! CbOUTHA, KbM KOUTO € OUNl HACOUEH MHTEPECHT
(XMNepKaIUEMHs, XHNOTOHUS U HapylueHue Ha ObOpeynaTa PyHKLHA), ca choOIlIaBaHH M10-YECTO B
rpylara ¢ aTuCKHpeH, OTKOJKOTO B rpynara ¢ niauedo.

MexaHH3bM HA JcHCTBHE HA aMJIOAHNHH

AMNOINNHH € HHXNOHTOD Ha HABJIM3AHETO HA KaJUMEBH HOHM OT rpynata Ha JUXHIPOITUPHIWHHUTE
(6nokep Ha GaBHMTE KaHAMM MJIM AHTATOHUCT Ha KaJUWEBHTE HOHM) U MHXUOMpa TpaHCMEMOPAHHOTO
HaBMK3aHe Ha KalLlMeBH HOHU B ChbpACYHATA ¥ ChJOBATa INajiKka MyCKyJ1aTypa.

MexaHH3MbT Ha AHTHUXMIEPTECH3NBHOTO ACHCTBHE HA aMJIOAMNHHA Ce Ab/KH HA MpeKHs OTNmycCKall,
epexT BBPXY ChAOBATA IJlagKa MycKyaarypa. TOUHHST MEXaHHM3bM, N0 KOHTO aMNoAMNHH obaekuyaBa
CTEHOKAPKATA, HE € ONPEACNIeH HAITBAHO, HO AMJTOQHITHH MMOHHXKABA LAJIOCTHATA HCXEMHYHA TEXECT
NOCPEACTBOM CIEAHUTE IBE ACHCTBUA:

1) AMIOAMMHH pa3luHpABa NepudepHUTE apTEPHOM U TaKa HaMANsBa LMJIOCTHOTO NepudepHo
CBNPOTHRIIEHHE {CNEeQHATOBApBaHe), Cpelly KoeTro padoTu cbpuero. JlokonkoTo chpAcyHaTa
4YecTOTa OCTaBa HEMPOMEHEHa, TOBA pa3TOBApBaHe Ha CHbPLETO HAMANIABA pa3Xoja Ha CHEPrHs
OT MHOKapAa H NOTPeOHOCTHTE OT KMCNOPOA.

2) Mexanu3MbT Ha JeHCTBUE HA aMJIOAMNUH BEPOATHO BKJIOYBA H JUNATALIMA HA ITTaBHUTE
KOPOHApHU apTEPHU U KOPOHAPHUTE apTEPHOIH, KaKTO B HOPMAITHHTE, TaKa ¥ B HCXEMHYHHTE
yuacTbly. Ta3su gunaraiuus noBuinaBa CHabAABaHETO HA MHOKApAA C KHCAOPO NMPH NaLHEeHTH
CBbC CMa3bM Ha KOpOHapHa apTepus (creHokapaKa Ha Prinzmetal niau BapyaHTHa cTeHOKapaua).

[Tpu nanKeHTH C XUNEPTOHUA AO3UPAHETO BEJHDBK JAHEBHO OCUTYPABA KINHHHYHO 3HAYHWMH MMOHMKECHNS
HA KPBBHOTO Ha/AraHe, KaKTQ B JIETHAO, TAka H B H3MpPAaBEHO MONOXKEHHE, Npe3 uenns 24-4acoB
nepuoa. Ilopagu 6aBHOTO Hayano Ha JAeHCTBMETO NPH NpUNaraHe Ha aMJOJAWNHMH HE ce Hal0noAaBa
OCTpa XUITOTOHHS.

[Tpu manueHTH CbC CTEHOKAPAMA, NPHIOKEHUETO HA AMIOAMIIMH BEIHDBXK AHEBHO YAbKaBa 00LIOTO
BpeMe Ha PU3HYECKO HAaTOBapBaHe, BPEMETO O NPOABA HA CTEHOKAP/HATA H BDEMETO 0 NOHWKEHHE C
1 mm ua ST-cerMeHTa, H TOHWXKABA YECTOTATA HA CTEHOKAPAHHTE NPUCTHIN U ynoTpedara Ha TabneTku
FMULEPHATPUHHTPAT.

AMJIOJMIIHH He € CBbP3aH ¢ HeONaronpuATHY ePeKTH BbpXYy METabONH3Ma WITH NPOMEHH Ha JIMNUIUTE
B MJ1Ia3M4Ta X MOXKE Aa CE M3MM0J13Ba NPU NAUMEHTH ¢ acT™Ma, Auaber u nogarpa.

MexaHA3bM HA AeHCTBHE HA XHAPOXJIOPOTHAIHA
XuApoXJOpOTHA3HA € THa3KAEH ANYPeTHK. MeXaHH3MbT Ha AHTHXUNEPTEHIUBHUA €EKT Ha

THA3UIHHTE JUYPETHLH HE € HambjiHO H3BecTeH. Tol uHxHOupa peabcopblitaTa Ha HATpuii U
XNOpHAHH HOHM B AMCTANHKHTE TyOYy/ W, BOAEHKH 10 eKckpelns Ha okoso 15% oT ¢punTtpupaHHs OT
rAOMEPYJIHTE HATPUH U HAa EKBMBAJEHTHO KOJIMYECTRO XJIOPHWAHM ioHH. [loBHiueHaTa ekcxkpeuus Ha
Te3H fioHM npes 6b6penuTe ce CLNBTCTBA OT NOBULIEHA JHYpe3a (BCIEACTBUE Ha OCMOTHYHO
CBBbpP3BaHE HA BoJa). EKCkpeuuaTa Ha Kalui 1 MarHe3uit € MOBMILIEHA, a HA MTMKOYHA KHCENHHa -
noHmKeHa. BUCOKH 103K XHIPOXJOPOTHA3HI MOXKE 2 NOBUINAT EKCKpELUATA Ha OukapOoHaTHH HOHU
mopagl HHXKuOMpaHe Ha kapboaHXxuapaTasara, BOACULO 10 ANKAIHHA CTOMHOCTH Ha pH Ha ypuHara.
AUmMKo3a WK anKano3a HIMaT 3Ha4YMM e(DeKT BbPXY CANYPETHYHUTE U JUYPETHYHHTE €EeKTH Ha
XHAPOXJIOpOTHA3KA. B Hauanoro Ha TepanusaTa CKOpPOCTTA Ha INIOMEPYJIHA (PUITPALMA € MOHUKEHA B
MHHHMaIHa cTeneH. [To BpeMe Ha IBJrOCpoOMHO NeUEHHE C XUAPOXIIOPOTUA3H EKCKPELMATA Ha
Kaliuii npe3 6popeunre ce noHmxkana. To3H MEXaHHW3bM Ha JEHCTBHE MOXE J1a 10BEAE 10
XUNEepKATLHEMHS.

Bb3MOXXHH MEXaHU3IMH HA aHTUXHUIIEPTCH3UBHOTO ACHCTBUE Ha XHIPOXIIOPOTHA3KA Ca: IPOMEHEHUAT
HATpHeB OanaHc, HaMaleHHETO Ha U3BBHKJIETBYHATA BOJA U 00eMa Ha Iula3Marta, IpoMsIHa B
CbNPOTHBIIEHHETO Ha ObOpeYHHTE CHAOBE, KAKTO H HaMAJIEH OTTOBOP KbM HOpenuHed ua—\Lum Mo
auruotensuH I1. O6cpxaa ce ¥ TOHMIKEHHE HA CBITPOTHBIEHHETO HA nepudepHuTe

IBIXKALLO CE Ha NOHHWXEHHE HAa KOHLUEHTPALIMATA HA HATPUA B CTEHHTE HAa KPBBOH
BOJAELLO 10 MOHHXXEHA YYBCTBUTENHOCT HA ChAOBHUTE CTEHH KbM HOpPENUHE(PPHUH.
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HemenanoMeH pak Ha koxaTa: Bb3 OCHOBA HAa BATUYHUTE JAHHU OT EMUAEMHOIOIHYHYU MMPOYYBAHHUS €
YCTAHOBEHA 32aBUCHMA OT KyMYJIATUBHATA A03a Bpb3Ka MEXKIY XHAPOXI0POTHA3UA ¥ HEMETAHOMEH
pak Ha koxkata. B egHO npoy4BaHe e BKIOUYeHa nonyaalus, cbeToAwa ce ot 71533 cnyuas Ha
OazouenynapeH kapunHoM (BLIK) u 8629 cnyyas Ha ckBaMo3HOKNETHUEH KapLUuHOM (CKK),
ChNOCTaBeHH CHOTBETHO € 1 430 833 n 172 462 KOHTPONH OT HaceNeHUETO. YnoTpebara Ha
3HAYHTENHO KOJIHUECTBO XHAPOXNOpOoTHA3NA (KyMynaTuBHO koanuectso > S0 000 mg) € cebp3aHaC
KOpPUrdpaHo BepoaTHOCTHO oTHOWeHUE (OR - odds ratio) 1,29 (95 % CI: 1,23 - 1,35) sa BLIK u 3,98
(95 % CI: 3,68 - 4,31) 3a CKK. SIcHa 3aBUCHMOCT MeX Iy KYMYJaTUBHATA J103a U eeKTa €
YCTaHOBEHa KaKTo no oTHoleHue Ha BLIK, Taka W no orHowenue Ha CKK. JIpyro npoyupase ¢
MoKa3aj0 BFb3MOXKHA Bpb3Ka MexXAy pak Ha ycTHarta (CKK) n ekcnosnuns Ha XuapoxaopoTuasyi: 633
C/yuad HA paK Ha YCTHaTa ¢a ChbIIOCTABEHH C KOHTPOJIHA U3BaAKA OT HACENEHHETO, ChCTOoA1UA € OT 63
067 nyiy, NoCpeACTBOM CTPATErua Ha U3BAAXH OT PUCKOBATA MMONYJaLUns, Y CTAaHOBEHA € 3aBUCHMOCT
MEXIYy KyMyJaTHBHaTa n03a U edekrta ¢ kopurupaHo OR 2,1 (95 % CI: 1,7-2,6), koeTo HapacTea 10
OR 3,9 (3,0-4,9) npu Brcoka no3a (~25 000 mg) u OR 7,7 (5,7-10,5) npu Haii-BHCOKaTa KyMyJlaTUBHA
no3a (~100 000 mg) (Bx. u Touka 4.4).

DapMaAKOOUHAMULHU ehekmu

JnypeTHYHRAT €(DEeKT Ha XMAPOXAOPOTHA3U] CE NPOABABA ClIe] 2 Haca, MAKCHMAITHHAT €(eKT-0KOJIO
YETBBPTHS Yac, a IEHCTBUETO NpoabikKaBa npubnusutento 6-12 vaca.

AHTHXHNEPTEHIUBHHAT eeKT ce noyy4ara cien 3-4 AeHa H MOXe Ja NPOabJIKH A0 e1Ha CeaMUIA
cjie/l MpeKpaTaABaHe Ha Tepanuata. [IpH XpoHHMHO NPUNOKEHHE AaHTHXUTICPTEHIUBHUAT ePEKT Ha
XMAPOXJIOPOTHA3U MPU MOBEUYETO NMALMEHTH € A0303aBUCHM NPH 4034 oT 12,5 mg/neH ao S0-

75 mg/nen.

[ToHuxaBaUIHAT KPLBHOTO HaiATaHEe e(eKT ce CHITLTCTBA OT JIEKO NOBHIleHUe Ha PUITpauHOHHAaTa
dpakiys, CbIIPOTHBIECHUETO HA OLOPEYHHTE CHAOBE H PEHHHOBATA aKTHBHOCT B Ma3Mara.

Han onpenencHa 103a TEpaneBTHUHHUAT €(PEKT Ha THASWIHUTE JUYPETHLHU OCTABA HEU3IMEHEH, JOKATO
YBEIIMYEHHETO HA HexeNlaHUTe edeKTH C YBENHYaBaHe Ha 103aTa Npoab/iKaBa: B ciydait Ha
Hee(pHKAaCHOCT NOBHILABAHETO HA JA03aTa HaA NPenopbUYaHaTa JO3WPOBKa HE € OT MOI3a M YECTO Ce
noHacs 3j1e (BX. ToukKa 4.2).

[Tpu naureHTH ¢ OBOpeyeH HHCHNHAEH JUabeT XUAPOXIOPOTHA3HR HAMANABA KOJIHUECTBOTO Ha
ypHHaTa H MOBHILABA OCMOJANUTETA HA YPHHATA.

XHApoxN0pOTHA3UI HE € edUKaceH NPH NALKEHTH ¢ XpOHHYHA Ob0peuHa HeAOCTATBYHOCT (KNHPBHC
Ha kpeaTHHHHA < 30 ml/min u/unu xpeaTHuH B cepyMa Haj 1,8 mg/100 ml).

IHeduampuvuna nonynayua (om 6-200uuna ev3pacm)
EBponeiickara areH11s 110 NekapcTBaTa 0cBO00XK1aBa OT 3ab/KEHHETO 3a NPEAOCTaBAHE Ha

pe3yNTAaTHTE OT NpoyuBaHUATa ¢ Pamunpun/ AMRIoaunuH/ X HAPOXIOPOTHASHA BbB BCHUKHU MOATPYIIH
Ha NneJuaTpHYHaTa NONnyJjJauKs 3a JeHeHUe Ha XHIIEePTOHUA Ha OCHOBaHHE, Y€ KOHKPETHHAT
JeKapcTBEH NPOAYKT He MpeCTaB/gBa 3HauuMa TepaneBTUUHA NM0/13a NPU ChUISCTBYBALIIUTE JIEHEHHS
cpel MalMeHTUTE B AETCKA BL3pacT (BK. To4Uka 4.2 3a HHOopMaLMs OTHOCHO ynoTpeda B
neanaTpuAaTa).

5.2 OapMaKOKBHETHYHN cBOMiCcTBA

PamMunpui
Abcopbyun
Cnen nepopanno npunaraie pamunpui ce abcopdupa 61p30 OT CTOMAIIHO-UPEBHUA TPAKT: BbPXOBaTa
nja3MeHa KOHIEHTPAUMA Ha paMunpun ¢e aoctura Ao 1 yac. Cpaeiky no KONNYECTBOTO, KOETO CE
OTKpHBA B YpHHaTa, abcopOuusiTa e noHe 56 % U He ce BHAE 3HaUHMO OT HaJIMYHETO Ha XpaHa B
CTOMaUIHO-YPEeBHUA TPAKT. BUOHANMYHOCTTA HA AKTHBHUA META00INT paMUTIPUJIAT Clel e
Mpurarase Ha 2,5 mg Wid 5 mg pamunpuin e 45 %.
BbpxoBara niasMeHa KOHIEHTpaLUUsa Ha paMHITpHIaT, € IMHCTBEHHA akTHBEH MeTabon oo,
paMUIIpUJI, ce J0CTHra 2-4 yaca cnes npueMa Ha paMunpu/. CTaldoHapHH MAa3MeHH AR &,
Ha paMHUIIpHIaT IpH NPUEM BeIHBX JHEBHO Ha 00OMYaliHUTE 03K paMUIIPUI Ce NOCTHKA o -t
YeTBbPTHA ACH CJie]] 3an0MBAHE Ha NICYEHHETO.
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Pasnpeoenenue
Cebp3BaHETO HA PAMUIIPIJI CbC CEPYMHUTE OENThLM € 0K0JI0 73 %, @ Ha paMHIIPUIIAT - 0KOJIO 36 Y.

Buompancgopmayua
PaMunpHa nouTH H3UAN0 ce MeTaboNnu3upa A0 paMHIIPHIIAT H 10 AXKETONHUIEPA3HHOBHA eCTeD,
NHKEeTONUNEPa3HHOBATA KHCEMHA U [IIOKY DOHHANTE Ha PAMHIIPHII H paMHITPHIAT.

Enumunupane

Excxpeuusta Ha MeTabOJIMTUTE CE€ U3BBPILBA NIPeAUMHO upe3s OnOpeunte.

KoHIleHTpalKATa Ha paMUIIPUIIAT B TUIA3MaTa HaMangBa B HAKOJIKO ¢asu. Ilopaay CHAHOTO CH
cBbp3Bade KbM ACE, koeTo Moxe Ja JOCTUIHE HacUILaHe, ¥ OaBHara JUCOLHaUHs Ha KOMIUIEKCA ¢
€H3HMAa, PAMHITPHJIAT UMA NPOIBLDKUTENHA (ha3a Ha TEPMHHANHO €TMMHHHPAHE C MHOTO HUCKH
KOHLICHTPALIUH B IJ1a3MaTa.

Crnen MHOrOKpaTHO MpHiaraHe Ha paMHUNPHA BEOHBX JHEBHO MOAYYEHHAT NMONYXHUBOT O OTHOLUEHHE
KOHLIEHTpauuATa Ha pamunpunar e 13-17 yaca npu 2031 5-10 mg K no-AbALr NPH NO-HHCKUTE AO03H
no 1,25-2,5 mg. Ta3u pasiuka ¢e IbJXKH Ha noJJieKallia Ha HacHILlaHe KanalUuTeT Ha €H3UMa 3a
CBBP3BaHE C paMHUIIPHNAT.

CneJll eNHOKpATHO NpHiaraHe Ha elHa nepopanHa A03a paMunpua 10 mg KoHLEHTpauusTa My B
KbpPMATa e NOoJ rpaHyliaTa Ha OTKpuBaHe. He € n3BecTHO KakbB € ePEeKTLT NMPH MHOTOKPATHO
NpUJiaraHe.

Hayuenmu ¢ 6v6peuno yapexcoare (8oic. mouka 4.2)

ExckpeunaTra Ha paMunpunar npe3 6b0peunte € MOHWXKEHa NPH NauMeHTH ¢ HapylueHa O1nOpedHa
GYHKIHS H pEHATHHAT KITHPBHC HA PAMHTIPHIAT € IpOoTNopLHOHATIEH Ha KIIMpBbHCA Ha KpeaTHHHHA. Tosa
BOAM 10 MOBHMIIEHH KOHUEHTPAaLMH Ha paMHIIPHAAT, KOUTO cnafgaTr no-6aBHO, OTKONKOTO NpPH XOpa C
HopmanHa 6b0peuHa pyHKUM.

Ilayuenmu ¢ yeprnoOpobHo yepesicoane (eixc. mouxka 4.2)

[Tpu nauueHT! ¢ yBpeaeHa YepHOApoOHa QyHKIUMS NPEBPEILAHETO HA paMUIIPHA IO PAMHITPHIAT €
3abaBeHO nopajay NMo-HHCKATa aKTHBHOCT Ha YCPHOAPOOHHUTE ecTepasH K NMPH TE3H NALUEHTH
KOHLIEHTPALIMATA HA PaMMIIPHIT B MJla3MaTa € NOBHLICHA. BbpX0oBUTE KOHLEHTpaLUM Ha paMHIIpUIAT
pY TE3U NaukeHTH obave He ca pazTHYHK OT Te3U MPH XOpa ¢ HOPMATHA YEPHOAPOOHA Gy HKIHS.

AM/IOQRIHHA

Abcopbyun, pasnpedererue, c8bp3eane ¢ beamvyu 8 naaMama

[1pu nepopalHO MPUNOKEHHE B TEpANeBTHUHH JO3H aMIORUNHH ce abcopbupa nodpe, karto
BLPXOBHTE KOHUEHTPALKK B KPBBTA C€ AOCTUraT Mexay 6 ¥ 12 uaca ciea npMeMa Ha J03arta.
Ouenkara Ha abcomoTHara GuoranuyHoOCT € Mexxny 64 % n 80 %. ObeMbT Ha pasnpeaeseHue ¢
npuOauzuTento 21 I/kg. [1pu npoy4Banus in vifro € yCTaHoBeHo, Y€ 97,5 % oT aMnoaunHHa B
KpbBOOOPpAIlleHHETO € CBBP3aH ¢ MIa3MeHuTe OenThLH.

buoHATHYHOCTTA Ha AMIOAUIIMH HE CE BAMAE OT NpHUeMa Ha XpaHa.

Buompancgopmayust/erumunpare

BpeMeTo Ha TepMHHAIHO NMOJIye/IMMUHUPAHE OT MJ1a3Mara € 0koj10 35-50 yaca ¥ CbOTBETCTBA Ha NPUEM
BeJAHbXK JHEBHO. AMIOIMIIMH B rofigMa creneH ce€ npepadoTBa B 4epHUS Apod N0 HEAKTUBHH
mMeTabonutH, kato 10 % oT u3xoRHOTO cheguHeHUe U 60 % OT MeTaboNINTHUTE Ce H3XBLPIAT 4pes

ypHHaTa.

Ynompeba npu weprnodpobro yepescoane
HannyHd ca MHOro orpaHWuyeHM KAWHUYHM AAHHU OTHOCHO MPHIOKEHHETO Ha aMIIpH

MalMEHTH C YEPHOAPOOHO yBpekAaHe. [Ipn nauueHTHTE ¢ YepHOAPOGHa HeNOCTAaThUHACT K MIPbHe
o1 |

Ha AMIOAUITHHA € MOHHXEH, BCASACTBHE HAa KOETO NONYKUBOTHT MY € NNO-ABNBT H IO (frd
(AUC) e ysenuuera c npubnuzurenno 40-60 %.
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Vnompeba ¢ cmapuecka ebspacm

BpemeTo 3a foCTHraHe Ha BbPXOBHTE KOHLIEHTPALIMHY HAa aMJIOIKNHH B [1J1a3MaTa NpH Xopa B
cTapyecKa Bb3pacT ¥ No-Maaiu € cxoaHo. [1py nauneHTH B cTapyecka Bb3pacT HMa TeHACHLUA 32
MOHMKEH aMIOIHIKEHOB KJIHPBHC ¢bC ChOTBETHO NMOoBHIIeHH AUC 1 BpeMe Ha nonyelIMMHHHpaHE,
[ToBuieHnsiTa Ha AUC u BpeMeTo Ha NonyeNHMHHUpaHe NPU MalMeHTH ChC 3acToHHa ChPAcYHA

HEAOCTATBYHOCT Ca KaTO O4YaKBaHUTE 3a NpoyYBaHaTa Bb3pacTOBA I'pyIid NMAllHCHTH.

XHAPOXAOPOTHAIH]

Abcopbyun

Crnex nepopajiHo TpUiaradHe Ha A03a XMApoxJaopoTHasna abcopbuusra e Onp3a (Tmax okono 2 yaca).
[Tpu no3u B TepaneBTHYHHA 00XBaT noBulIcHHETO HA AUC € nHHeHO U MpONOpLHOHANTHO Ha J03aTa.
EdexThT Ha XpaHaTa BEpXY a0copOuusaTa Ha XUAPOXIOPOTHA3H] BIHAE CNA00 BbPXY KIHHWYHNSA
pesynrart. Cnen nepopaiHo npuiaraHe abconoTHaTa OMORATUYHOCT Ha XMAPOXIopoTHa3H] € 70 Y%.
[Tpu 3acToiHA ChpAEYHA HEAOCTATEHHOCT abcopOLMsATa Ha XHAPOXJIOPOTHA3HI € HaMAJIEHa.
MeTtaboau3MbT Ha XHAPOXJIOPOTHA3HA He CE IPOMEHS [TPH NPOALDKUATENIHOTO NpHioxkerue. Cnen 3-
MeceuyHO JieueHue ¢ JHeBHa no3a 50 mg xuapoxnopoTHasua abcopbuuara, NHMHHUPAHETO H
eKCKPELHATA ¢a CXOJHH € TE3M NPH KPATKOCPOUHO JICUEHHE.

Paznpeoenenue

XuApoXJIOpOTHAa3UA Ce HATPYNEBa B EPHTPOLMTHTE, KATO MaKCUMAaTHaTa KOHLUEHTPALUA ce JocTHra 4
yaca cnell nepopaiHo npunarane. Cnen 10 yaca KOHUEHTPALUATA B €PUTPOLMTHTE € NMPHOIH3UTENHO
3 IBTH MO-BHCOKA, OTKOJNKOTO B MNa3sMaTta. Chobiuasa ce 3a CRbp3BaHe ¢ OENTBIUHUTE B N1a3MaTa
okono 40 %-70 %, a npuBUAHMAT 00eM Ha pasnpeaeneHue ce oueHasa Ha 4 - 8 1/kg.

[Toy>XMBOTHT BapHpa B LUIMPOKH PpaHHLIM: NPH PasiIKYHUTE HHIAUBHIN TOH € MexAy 6 H 25 4aca.

Memabonusem
XuapoxJaopoTHAZHA MOAJIEXKH HA YepHOAPOOEeH METaboaM3BM B NPCHEOPEKUMO MATIKA CTENEH H HE €
YCTAHOBEHO Aa HHAYLMPA WIH HHXHOWpa, KOHTO M Aa e ot n3oeH3suMmHuTe CYP450.

Exckpeyus

XHAPOXJAOPOTHA3UA C€ eIMMHHHUPA OT [1a3MaTa FJIABHO HEMPOMEHEH, € MOTYXHBOT 0KOJIO 6 10 15
yaca BbB (ha3aTa Ha TEpMUHANIHO enMMUHUpaHe. 3a 72 yaca 60 % xo 80 % ot eaHOKpaTHO NpHIOKEHa
eMHHUYHA 034 C€ OTACIAT B ypHHaTa, 95 % B HenpoMeHeH BUA U 4 % xaTo xuaponusara 2-aMuHo-4-
xiopo-m-6eH3eHaucyndonamua. Jlo 24 % ot nepopaiHoO NpUNOXKeHaTa 103a ce OTKpUBaA B
W3NPAKHEHHUATA U HE3HAUHTENIHO KONMHYECTBO C€ eKCKpeTHpa B Xxibykara. I1pu 6u0peuna
HENOCTATEYHOCT OBOPEHHUAT KIHPBHC HA XMAPOXJIOPOTHAIUA € MOHMKEH H ITONYKUBOTBLT €
yab/DkeH. Taka € v pU NalUEeHTH B CTapyYecka Bb3pPacT, C AOITbJAHUTENHO NOBHIIEHHE Ha
MaKCHMAaJIHATa KOHLIEHTPalMA B 1j1a3Mara.

Copoeuno-cb006a HeGOCmMamvUHOCM
[Ipn nauueHTH Cbe 3acTOHHA ChpACUHA HEAOCTATLUHOCT KIUPBLHCHT Ha XHAPOXNIOPOTHA3H/ MOXKE A €

MOHUZKCH.

Heprodpobrua neoocmamviHocm

He ca ycTaHOBEHH CBLIECTBEHH NPOMEHH BbB (papMAKOKHHETHKATA HA XMIPOXJIOPOTHA3UA NIPH
yepHoApoOHa LUHpo3a.

[TpH uepHOApoOHA KOMa HIIH Mpe-KOMa XHAPOXJIOPOTHA3HA He TPAOBa Aa ce u3nonssa. To# Tp;adea Ja
Ce W3MO0J3Ba CaMo C MOBHIIEHO BHMMAHHKE NPH NAlHEHTH ¢ nporpecupailla bonect Ha YepHUs apod
(Bx. TOUKa 4.4).

.3 IIpeakAHHAYHH JAHHH 33 0e30MOCHOCT

PamMuOprJI
Penpodyxmuena moxcuynocm
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[poy4BaHui 32 penpoAYKTUBHA TOKCHYHOCT APH MIBXOBE, 3aiiliM U MaiiMyHH He NoKa3Bat
TepaTONeHHH CBONCTRBA.

Hapywenua na pepmuwrumema
DepTURHUTETHT HE CE HapylliaBa HUTO MPH MBXKKH, HUTO NPH KEHCKH SKUBOTHM.

[TpunaraHeTo Ha paMHIIPHI NPH JKEHCKH TUTBXOBE N0 BpeMe Ha (eTaNHUs NEPHOR H KbPMEHETO
Npeau3BrKBa HeoOpaTHMO yBpexaaHe Ha 6b6pennTe (Aunatanms Ha ObOpPeYHOTO AereHye) Ha
IOTOMCTBOTO NpH JHEBHH 034 50 mg/kg TeNeCHO TErNO H NO-BUCOKH.

HeobpaTiMo yBpexaate Ha O0b0peunTe ce HabM0OAaBa U IIPH MHOTO MJIaJIM MAbX0BE IPH €AHOKPATHO
[pHJaraHe Ha 1033 paMRIIPHIIL.

AMJIOZHNHH
Penpodyxmusna moxcuunocm
[MpoyuBaHHs BBEPXY Pa3MHOXABAHETO MPH TUThXOBE M MHULIKH €& MOKa3anH YJAb/DKAaBaHE Ha

OpeMEHHOCTTa, YAB/XKABaHE HA PAXKAAHETO U MOHMKEHA MPEKHUBAEMOCT Ha MAJKMTE MPH AO3NPOBKH
npubausuTenHo 50 MLTH NO-BUCOKHM OT MAKCHMAJTHATA MMPENOPbYaHa 3a Xopa, u3dKcieHa kato mg/kg.

Hapyuenus na pepmunumema
Hsama edekr Bbpxy depTunutera Ha MIBXOBE, TPETHPAHH € aMIOAUITHH (MBKKH 3d 64 A€Ha N KEHCKH

14 nena npeay undTocBaHeTo) npu Ao03u 1o 10 mg/kg/aen (8 nuT* No-BUCOKH OT Npenopbyanarta 103a
3a xopa 10 mg, u3YKcIeHo kaTo mg/m?). B Apyro npoy4eaHe npu MiabXOBE, B KOETO MBXKKH TIHXOBE
ca TPETHpaHM C aMNOAUNKHHORB Oe3unar B npoabixkeHue Ha 30 neHa B no3a, Onmska A0 n03arta 3a Xopa,
H3YMClIeHa KaTo mg/Kg, ¢a YCTAHOBEHH MOHMKEHU KOJHYECTBA HA (PONUKYTIOCTUMYTUPALIIUS XOPMOH U
TECTOCTEPOHA B 1J1a3MaTa, KaKTO U NOHIbKeHHs Ha Opos Ha CnepMaTo30HIUTE B Cniepmara ¥ Ha Opos Ha
3IPENIUTE CIEPMATUAH B CEPTOIMEBUTE KIETKH.

*wsyucaeno 3a nayueum ¢ meano 50 kg

6. ®APMAIIEBTHYHHU JAHHH

6.1 ConHacbK HA NOMOIIHHTE BelecTBa

IIbaBex Ha Kancyaara
MukpokpucTalHa LUenyno3a

be3BoneH kanuues xuaporeHdocdar
[pexenaTHHU3MpaHO LAPEBUYHO HHILECTE
HaTtpureB HHINECTEH TTHKOAAT (THI A)
Harpues creapundymapar

Kancyana o6paBka (S mg/5 mg/12,5 mg)
Uepaen xeneseH oxcun (E172)

Yepen xeneseH oxcun (E172)

Turanos auoxkcua (E171)

Aenatun

Kancyana o6BuBka (5 mg/5 mg/25 mg)
Yeppen xeneseH okcul (E172)
XKBaT xenesex okeua (E172)

Turanos anokcua (E171)
Kenatuu

Kancyana o6suBxa (10 mg/5 mg/25 mg)
Yepaen xeneseH okeun (E172)
Kwar xeneseH okcua (E172)
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TwuranoB auokcua (E171)
KenaTtun

6.2 HechBMecTAMOCTH

HenpunoxuMo.

6.3 Cpok Ba roIHOCT

3 roavHu

6.4 CnenHajiHH YCIOBHS HA CbXpaHeHne

Ha ce cexpanspa noa 30°C.

6.5 Bua ¥ chAbpKAHEE HA ONAKOBKATA

10, 14, 28, 30 unn 100 TEBPAH Kancynay B ONHCTEPHH ONAKOBKU OT NMOJHAMUA-aTYMHHUA-PVC
(nmaMMHaT) ¥ anyMHUHHEBO QOJINO, B KAPTOHEHA KYTHA 3a€IHO C JIHCTOBKA.
He BcuukHM BH0OBE ONMaKOBKH Morat Aa ObAar mycHaTH B npoaaxoda.

6.6 Crnenuannn npeAna3sHH MEPKH NPH 43XBbPJAHE

Hsama cnenmanHu H3HCKBAHHUA.

Heusznon3aHUsAT JNEKApCTBCH NPOAYKT H OTNAJbYHNTE MATEPHAJIH OT HEIO Tpaﬁaa Aa CC U3XBDBPJIAT B
ChbOTBCTCTBHEC C MCCTHHTC H3IUCKBAHHA,

7. IIPUTEXATEJ] HA PAZPELHIEHHETO 3A YIIOTPEBA
,Jarkadapma Bucokoxauectperurte Jlekapcrra” Al

oyn. ”I". M., JlumutpoB” Ne 1,

rp. Codus 1172, buarapus

Ten.: +359 2 962 54 54

¢akc: +359 2 9603 703

e-mail: info@tchaikapharma.com

8. HOMEP (A) HA PAIPELLIEHHUETO 3A YIIOTPEBA

5 mg/5 mg/12,5 mg - Per. Ne: 20210202

5 mg/5 mg/25 mg - Per. Ne: 20210203
10 mg/5 mg/25 mg - Per. Ne: 20210204

9. JATA HA IIBPBO PA3ZPELHIABAHE/MTIOAHOBABAHE HA PA3SPEIIEHHETO 3A
YIIOTPEBA

Jara Ha mbpBO pazpewaBane : 21.07.2021

10. TATA HA AKTYAJU3HPAHE HA TEKCTA

Oxtomepn, 20235
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