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1. HME HA JIEKAPCTBEHHUSI NPOJAVKT OQOOPEHUE Ne vovvrrverscveceiee:

Pamunpun/Amnoaunun/Xuapoxnoporuasua-Yaiikadapma 5 mg/5 mg/12,5 mg Tebpau Kancyiu
Ramipril/Amlodipine/Hydrochlorothiazide-Tchaikapharma 5 mg/5 mg/12,5 mg hard capsules

Pamunpun/Amnoaunun/Xuapoxnopotuasua-Yaiikagapma 5 mg/5 mg/25 mg TBbpaAM Kancyiu
Ramipril/Amlodipine/Hydrochlorothiazide-Tchaikapharma 5 mg/5 mg/25 mg hard capsules

Pamunpun/Amnoaunus/Xuapoxnoporuazua-Yaiikadgapma 10 mg/5 mg/25 mg TRLpAM Kancyau
Ramipril/Amlodipine/Hydrochlorothiazide-Tchaikapharma 10 mg/5 mg/25 mg hard capsules

2, KAYECTBEH H KOJIHYECTBEH CbCTAB

Pamunpun/ Amnoaunun/Xuapoxnoporuasua-Yaiikapapma 5 mg/5 mg/12,5 mg TELPAH KancyJ/iu:
Eana kancyna cbhabpska 5 mg pamunpui (ramipril), 5 mg amnonunus (amlodipine) (kato
amsioannuHoB Gesunar), 12,5 mg xuapoxnoporuazu (hydrochlorothiazide).

Pamunpun/Amnoaunus/Xuapoxnoporuasua-Yaiikagapma 5 mg/5 mg/25 mg TBbpaM KancyJiu:
Enna kancyna ceabpxa 5 mg pamunpui (ramipril), 5 mg amnoaunus (amlodipine) (kato
amnonunuHoB Ge3unar), 25 mg xuapoxnoporuasua (hydrochlorothiazide).

Pamunpun/Amnoaunun/Xuapoxnoporuazua-Yaiikapapma 10 mg/5 mg/25 mg TBBpAH Kancyiu:
Enua kancyna ceaspxa 10 mg pamunpun (ramipril), 5 mg amnoaunus (amlodipine) (kato
amnoaunuHoB Gesunar), 25 mg xuapoxaopornasua (hydrochlorothiazide).

3a MbJIHKMA CMKCHK HA MOMOLIHKHTE BELECTBA BHKTE ToUkKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna

Pamunpun/Amnoaunud/Xuapoxnoporuasua-Yaiikagapma 5 mg/5 mg/12,5 mg TebpAM KancyJiu:
Kancyna pa3mep Ne3, ¢ Hempo3pauHO Po30BO Kanaye H Henpo3payHo CBETIOCHBO TAJIO, ChAbpiKalla
6sn 1o nouTtH 6an rpaHynar.

Pamunpun/Amnoaunun/Xunpoxnoporuazua-Yaiikadpapma 5 mg/5 mg/25 mg TBbpAH Kancyu:
Kancyna pasmep Nel, ¢ Henpo3pauHo po30BO Kanave 1 HENpo3payuHo TANO UBAT CJIOHOBA KOCT,
chabpkauia 0an 10 MouTH O rpaHynar.

Pamunpun/AMnoaunun/Xuapoxnopotnazua-Yaiikagapma 10 mg/5 mg/25 mg TBbpAM Kancyiu:
Kancyna pa3mep Nel, ¢ Henpo3pauHo TbMHOPO30BO Kanaue W HENpO3pauHO KbATO TAJO, ChABPKALLA
a1 10 noutn 641 rpaHynar.

4. KJHHHUYHH JAHHH

4.1 TepaneBTHYHH NMOKA3aHHHA

Pamunpun/Amnoaunuu/Xuapoxaopotuasua-Yaiikadapma e nokasaH 3a Jie4eHHE Ha XHIIEPTOHUS KaTo
3amMecTBallia Tepanua NpH Bb3pacTHH, YHETO ChCTOAHWE CE OBIAAABA B 10CTAThYHA CTENEH, KOFaToO

OT/IENIHUTE NPOJAYKTH CE aBaT eHOBPEMEHHO B ChILATA J03UPOBKA KaTO B KOMOMHALIMATA, HO B
oraenHu TabneTky (B, Touku 4.3, 4.4, 4.5 u 5.1).



4.2 Jo3HpoBKa M HAYHH HA NMPHJIOKEHHEe

Jo3npoBka

[NMpenopbunTenHaTa JHEBHA 032 € eIHA Kalcyia, ChibpiKalla CbOTBETHOTO HEOOXO0HMO
KOJIHYECTBO.

Pamunpun/Amnoaunun/Xuapoxnoporiaszua-Haiikadapma Moxke 1a ce B3MMa Npe, ¢ HIH Cliel
XpaHEHeTo, Thif KATO XpaHaTa He npoMeHs OHOHAIMYHOCTTA (BXK. Touka 5.2).

KoMOHHHpaHHUTE NPOIYKTH ¢ YHKCHPAHO ChAbPHKAHHE HAa CHCTABKHTE HE Ca MOAXOAALUM 32 HAYATHO
JIeueHHeE.

[lauueHTHTE, TPH KOMTO €JIHOBPEMEHHO CE 3aroyBa JIEYEeHHE C PaMHIPHI, aMJIOJMIIHH M WY PETHK,
MOZKe Jia TONyyaT CHMITOMATHYHA XHITOTOHHS.

B cryyait, 4e e HeobXoaMmMa NpoMAHa Ha I03UPOBKATA, TO TPAOBA 1a Ce HANpaBH ¢ OTAEHHTE
CBCTABKH H Clle/l KaTo Ce YCTAHOBAT MOAXOAALIMTE J103H MPH BB3MOMKHOCT /1a Ce NMPEMHMHE Ha HOBATa
(ukcHpana KOMOHHALMA.

CneuHa HH NomyJauHH

lauueHTH JeKYBaHH C AHYPETHLIH

[IpenopbyBa ce BHUMaHHE MPH NMALMEHTH, TeKyBaHH ¢ IMYPETHLH, Thil KaTO NPH TAKHBA MALHEHTH
MOJKe /1a Ce MOJTy4H HaMallsBaHe Ha TEeYHOCTHTE H/WIIH H3ueprBaHe Ha CoNuTe B opraHusma. TpaGea
na ce cnenar ObopeuHHTe QyHKUMH M KONMHYECTBOTO HA KAk B CepyMa.

IMaunenTu ¢ uepHoapoOHO YBpeKaaHe

Pamunpun/ Amnoaunun/Xuapoxnoporuasna-Yaitkadapma He TpaOBa na ce U3M0I38a NPU MALMEHTH ¢
qepHcmpoﬁﬂo YBpEKIaHe, Tbil KATO KOJWYECTBOTO Ha paMUnpwia HaJBullaBa MakCHMaiHara 1no3a,
JOMYCTHMA [IPH TaKHBA NMALMEHTH.

[MaunenTn ¢ 6bOpeyHo yBpeKaaHe

3a HaMHpaHe Ha ONTHMATHATA HaYallHa M MOABPIKallA 034 3a MALHEHTH ¢ ObOPeUHO yBpeKIaHe

103aTa Ha BCEKM MALWEHT TPA0Ba Na ce Harakaa MHAMBHIYAIHO Ype3 THTPHPAHE Ha JI03HTE Ha

paMHNpHIa, aMIIOAHITHHA M XMAPOXJIOPOTHA3HIA NOOTAEITHO (32 MoApOOHOCTH BUXKTE KPaTKHUTE

XapaKTePHCTHKH HA €IHOKOMITOHEHTHHTE MpenapartH).

JlHeBHara no3za Pamunpun/Amnoaumas/XuapoxiaopotHasua-Yaiikadapma npu nauMeHTH ¢ HapyeHa

6bOpeuna dyHkuua Tpadea aa e chodpaseHa ¢ KIMPbHCA HA KpeaTHHHHA.

- AKO KIMPBHCBT Ha kpeaTHHWHa e > 60 ml/min, MakcumanHata [HEBHa 1032
Pamunpun/ Amnoaunun/Xuapoxnoporuasua-Yaitkadgapma e 10 mg/10 mg/25 mg.

- AKO KIMpPBHCBHT Ha KpearuHuHa e Mexay 30-60 ml/min, makcumanHata aHEBHA 032
Pamunpun/Amnoaunun/Xunpoxnoporuasua-Yaiikadapma e 5 mg/10 mg/25 mg.

- Pamunpuin/ Amnoannun/Xuapoxnoporuasna-Yaiikagapma e npoTHBONOKa3aH NMpH NAUHEHTH C
Texkko GBOpeuHo yBpexaane (rnomepyaHa ¢punrpauus (GFR) <30 ml/min/1,73 m?) (BHX TO4KH
43,44u5.2).

- [lpy nauMeHTH Ha XeMOJMAIM3a: MaKCHMalHara [HeBHa Jo3a e 5 mg/l0 mg/25 mg;
JIeKapCTBEHHUAT NPOAYKT TpAOBa J1a ce npuJiara HAKOJIKO yaca clliell XeMoa1anusara.

[lo Bpeme Ha nedyeHuero ¢ Pamunpun/AMnoaunud/Xuapoxioporiasua-aiikahapma tpadsa na ce
cineaun Ou0peynata gyHKUNA H KaTHAT B cepyMa. [1pH Briowmasate Ha dyHKUMATA HAa ObOpeLHTe,
ynotpedara na Pamunpun/Amnoaunun/Xuapoxnopornasui-Yaiikadapma Tpadea 1a ce npekpaTy H
CbCTABKHTE MY Ja C€ AaBaT B CbOTBETHO MPOMEHCHH J103H.

[launeHTH B cTapyecka Bb3pacT
[1pH nauMeHTH B cTapyecKa Bb3pacT ce MpenopbyBa BHHMaHHe, BKIIIOYHTEIHO M0-4€CTa NPOBEpPKa Ha

KPBLBHOTO HansAraHe, ocofeHo NpH Hai-BUcoKaTa 103a PaMunpuy/ AMIoaMnuH/ X uapoxaopoTHasua -
Yaiikadapma (10 mg/10 mg/25 mg), Tbil KaTO HATHYHUTE JAHHH 3a Ta3H NOMYJALKA NALHEHTH ¢a
masiko. [Tpu npemunasane ksM Pamunpun/Amnoaunus/Xuapoxnoporrasua-Yaiikagapma Ha
MOAXOSALM NALMEHTH C XHIEPTOHMS B CTApYecKa Bb3pacT (BkK. Touka 4.1) TpaOea na ce H3noa3Bat
Hali-HUCKHTE 1034 PAMHUIPHIT H aMIOIHITHH.



[NeanarpyuHa nomnyjaanus

Ynorpeda Ha Pamunpun/ Amnonunus/Xuapoxnoporuasua-Yaiikadapma npy geua v roHowx noxa 18-
rOMILHA BH3PACT HE Ce MpenopbyBa NOpajy JIMNCcaTa Ha JIaHHH MO OTHOLIEHHE Ha 0€30MacHOCT U
edMKacHOCT.

Hauun Ha NPpHIOKEHHE
Kancynu‘m 'rpa6na Jia Ce B3UMaAT Npe3 ycTaTa BEAHbK IHEBHO BCEKH JIEH MO €0HO H ChIIO BpEME Ha
nens, ¢ win 6e3 xpana. He tpabea na ce abBuat wiu pasapodsaear. He Tpabea na ce B3WMAaT CbC COK

ot rpeiingpyT.

4.3

4.4

[IpoTHBONOKA3aHHA

aHaMHe3a Ha aHTHOeJeM (HACeACTBeH, MAHONATHYEH WK NPEHIIEH aHTHOEAEM, NpeIH3BHKaH
ot uHxuOuTOpH Ha ACE MM aHTaroHHMCTH Ha peuentopute 3a anruotensud 11 (AIIRAs).

WOK (BKIFOYHTENTHO KapIHOTE€HEH LIOK).

2-po H 3-To TpUMeceure Ha OpeMeHHOCTTa (BXK.TOUKH 4.4 K 4.6).

KbpMeHe (Ba.TouKa 4.6).

€KCTPAKOPNOPATHO TPETHPAHE, MPH KOETO WMA KOHTAKT HAa KPBBTA C OTPHUATENHO 3apeleHH
NOBBbPXHOCTH (BX. TOuKa 4.5).

3Ha4YMMa CTeHo3a Ha GBOpeYHHTEe apTepHH IBYCTPaHHO WITH CTEHO3a Ha ObOpeyHarTa aprepHs Ha
€IMHCTBeHUs QyHKUMOHHpal 6b0pex.

TexKo ObOpeuHo yBpexaaHe (KIMpbHC Ha kpeaTuHMHa < 30 ml/min).

NAUMEHTH C XUMOTEH3UBHH WITH XEMOIHHAMHYHO HECTAOMITHH ChCTOAHMA.

pebpakTepHa XHMOKAIHEMHA, XMMOHATPHEMHA, XMNEPKAILUMEMHA M CHMNTOMATHYHA
XHUNEpY pHKEMHS.

00CTpYKUHA Ha U3XOAALIMA TPAKT HA JIABATA Cbp/EYHA KaMepa (Hanp. BHCOKOCTENEeHHA aopTHa
CTEHO3a).

KOMOMHHpaHe ¢ aHTarOHMCTH Ha pelenTopuTe 3a aHrHoTensuH Il (ARBs) npu nauMeHTH C
nuaberHa Hedponatus (BxK. Toukn 4.4 u 4.5).

eIHOBpeMeHHa ynoTpeba cbe cakyOuTpu/BancapTaH (BK.Touku 4.4 1 4.5).

e/HOBpeMeHHaTa ynoTpedba Ha Pamunpun/Amnoaunun/Xuapoxioporuasuia-Yaifikagapma c
NPOAYKTH, ChIBPKAIIH ATUCKUPEH, € NPOTHBOMOKA3aHA NPH NALMEHTH CbC 3aXapeH auaber uiau
o10peuHo yspexaane (GFR < 60 ml/min/1,73 m?) (Bx. Toukn 4.5 1 5.1).
CBPBXYYBCTBHTEIHOCT KbM AMJIOAMIIMH WK IpYr AMXHAPOMMPHAHHOB OIOKEP HA KaILHUEBHTE
KaHAIM, PaMHNpPHI MM ApyrH MHXHOuTOpH Ha ACE (aHTHOTEH3MHKOMBEPTHpALL €H3MM),
XHIPOXJIOPOTHAZHI WM [PYrH THA3MAHH AUYPETHLM, cyNPOHAMHAW, WIH KbM HAKOE OT
MOMOILLHHTE BeLIecTBa, H30poeHH B Touka 6.1.

4epHO1pOOHO YBpEKIAHE.

CrieunajiH1 NpeayNpekIeHHs H MPeana3Hu MepKH NpH YnoTpeda

BeszonacHocTTa v eMKacHOCTTA NMPH XMIIEPTOHHYHA KPH3a HE Ca YCTAHOBEHH.

Cnequa’mu nonyaayuu

bpemennu

Vnorpeba Ha uuxudutopu Ha ACE, KakbBTO € paMHUNpPHIL, HIH aHTArOHHCTH Ha PELIENTOPHTE 3a
anrnotensuH I (AIIRAs) He TpsaOBa na ce 3ano4Ba no Bpeme Ha OpemeHHOCT. OCBEH aKo
NPOAL/KABAHETO HA JleueHUeTo ¢ HHXHOUTOPH Ha ACE/AIIRAS ce cMATa 3a HE3AMEHHUMO,
NAaUMEHTKHTE, KOMTO MIaHHPAT OpeMeHHOCT, TpAOBA 1a NPEMHHAT Ha alTEPAaTHBHO JIEYeHHE Ha
XMIMEPTOHUATA ¢ ycTaHOBeH npodun Ha GesonacHocT 3a ynotpeba no Bpeme Ha 6pemenHocT. Koraro
ce yCTaHOBH BpeMeHHOCT, JieueHueto ¢ uHXuOuTOpH Ha ACE/AIIRAs TpaGBa BenHara ia ce npekparu
H, aKO € He0OX0IMMO, [1a Ce 3aMOUHe AJITEPATHBHO JieueHHe (BxK. To4kH 4.3 1 4.6).



IMauuenTH ¢ 0coOeH PUCK OT XHUIIOTOHMUS
- [MauneHTH CbC CHIHO AKTHBHpPaHa PCHHH-AHIHOTECH3HH-AJI10CTEPOHOBA CUCTEMA Ca H3JIOXKEHH HA
PHCK 32 OCTPO M3fABEH CNAJl HA KPBBHOTO HAIAraHe M BIIOWABaHe HA (PYHKUMATA HA OBOpeunTe
BcaeacTeHe Ha HHXHOMpanero Ha ACE, ocobGeno korato unxuburop Ha ACE niM chirbTeTBaLL
OHYPEeTHK ce IaBa 3a ITbPBH ITbT KW NPH MbPBOTO NOBHILABAHE Ha No3aTa. Tpabea na ce ouaksa
3HAYHTETHO AKTHBHPAHE HA PEHHH-AHTHOTEH3MH-A10CTEPOHOBATA CUCTEMA H € HEODOXOIMMO
MEIHLUHHCKO HaﬁJllO,ilEHHe, BKJIOYHUTETHO CI€AEHE HA KPBBHOTO HaNAraHe, HanpuMep nNpu:
®  MALMEHTH C TEKKA XMNEPTOHHA.
®  MalMEHTH C JEKOMIEHCHPAHa 3acToliHa ChpeYHa HEAOCTATLYHOCT.
® MAUHEHTH C XEMOJWHAMHYHO 3HAYUMO BJIOLICH JIEBOKAMEPEH H3XOIALL WIH BXOAAUL KPBBOTOK
(Hanp. cTeHo3a Ha A0PTHATa MJIM MUTpalTHaTa Kiana).
®  MALMeHTH C eJHOCTPAHHA CTEHO3a Ha GbOpeuHa apTepua ¢ yHKLUHOHHpAaLL BTOPH OBOpeK.
®  MAUMEHTH, MPH KOHTO HMA WIIM MOXeE /1a HACTBLIM HAMAJIEHHE HA TEJECHUTE TEYHOCTH WIIH
COJIMTE (BKJIOUMTENTHO MAUMEHTH, IIPHEMALUH IHYPETHLIH).
MALUHEHTH C qepno,npo6ua LHpO3a W/WITH aCLIHT.
MaLMEHTH, NOMIOKEHH HA rofiiMa XHpYpruuHa WHTEPBEHLMA MM AHECTE3Hs CbC CPEACTBA,
KOHTO NPEAM3BHKBAT XHITOTOHHA.
[To npuHUMN Ce NPenopbYBa KOPUrHpaHe Ha AeXHIPATALHATA, XHOBOJIEMHATA HITH CONEBUA AeQHUMT
npeau 3ano4YBaHe Ha IEHEHHETO (HD MPH NAUHUEHTH CbC ChpACYHA HENOCTATBYHOCT KOPHTHPAHETO
TpsaGBa BHUMATEIHO /13 C€ NPELIEHH C OrJie/l Ha pucKa OT 06eMHO HaTOBapBaHe).

[TaumenTtu c PHCK OT CbpAe4yHa HIIH MO3bYHA HCXEMHA B cnyqaﬁ Ha OCTpa XUNOTOHHA. ﬂpes
HayanHarta ¢>a3a Ha JIEYEHHETO € HEOOXOAHMO CreLHATHO MEJHLIHHCKO HabmoaeH e,

[1alHeHTH ChC ChpIeYHA HEIOCTATBYHOCT

[MauueHTH cbC ChpJeYHA HEAOCTATLYHOCT H3HCKBAT CMELHAIHO BHUMaHKe, [IpH eHO ABArocpoyHo
n1aueb0-KOHTPOIHPAHO MPOYYBAHE MPH MALMEHTH C TeXKa ChpaeuHa HeaocTaTbuHoCT (knac 1l u IV
no NYHA) crobuueHara yectora Ha 6enoapobeH 0TOK B rpynarta Ha JIEUEHHE C aMJIOJIHITHH € 110-
BMCOKA OTKOJIKOTO B rpynara Ha niauedo (Bx. Touka 5.1). biokepuTe Ha KanlHeBHTe KaHau,
BKJIFOUMTENTHO aMJIOZIMIHH, TPAOGBA 1a e M3MOJI3BAT NPEeanasiBo NpH NAUMEHTH Cbe 3aCTOHHA
ChbpAcYHA HEAOCTATLYHOCT, TbH KaTo MOrar J1a noBdwar PHCKa OT Obaewnx CbpACHHO-CB1OBH
cbOMTHA M CMBPTHOCTTA.

[NauKeHTH ¢ HApYLIEHA YepHOApOOHA HKLHA
Pamunpuwi/Amnoaunud/Xunpoxnopornasua-Yaiikadapma He Tpadsa 1a ce M3N0N3BAT NPH NALMEHTH C
HapyllueHa YepHoApoOHa QyHKLMA, Thil KATO KOJIHYECTBOTO HA PAMHIPHU/IA HAJBHILABA MAKCHMAITHATA
JIHeBHa 103a (2,5 mg), AonycTHMA NpPH TAKHBA NaLHEHTH.

[ManmnenTu ¢ 6u6peuHo yBpeKaaHe

®yHkuMaTa Ha 6b0peuHTe TpAOBA 1a ce OLeHABA NPEIH H N0 BPEME Ha JIEYEHHETO ¢
Pamunpun/Amnoaunun/Xuapoxaoporiazua-Yaiikadapma v 103MpoBKaTa 1a ce KOpHrupa, ocobeHo
nipe3 MMLPBUTE CEIMHLM Ha JiedeHHeTo. OcoGeHo BHHMATETHO Cle/ieHe € HeoOXOAMMO NpPH NaLHeHTH ¢
ObOpeuHo yBpexxaaHe (BK. Touka 4.2). THazMaHKHTE AUYPETHLIM MOKE 1A NPEAH3BHKAT a30TEMHA MPH
MalMeHTH ¢ XpoHHyHa 6bOpeuna HenocTaTbyHocT. Koraro Pamunpun/Amnoaunun/Xuapoxnopo-
tHasua-Yaiikadapma ce H3Mon3Ba NpH NauneHTH ¢ OLOPEUHO yBpekaaHe, ce Npenopbusa
MEPHOAHYHO CJIEAEHE HA ENEKTPOHTHTE (BKJI. KalHi ), KpeaTHHHHA H NMKOYHATA KHCEMHA B CepyMa.
Pamunpun/Amnoaunui/Xuapoxnopotnasna-Yaiikagapma € npoTHBONOKA3aH MNPH NMALKUEHTH € TEXKKO
OB0peyHO yBpexKAaHe, CTeHO3a HA ObOpEeUHNTE apTepUH ABYCTPAHHO MM cTeHo3a Ha Onbpeunara
apTepHs Ha eAMHCTBEHUA (yHKUMOHHpaL 6bOpek. ToBa IEKapCTBO HE CE NPENOPbYBa U NpH
HNALMEHTH C €AHHCTBEH (PyHKUHOHHMpaL ObOpPeK, a ChLLO U NPH XHIOKATHEMHS.

Hma puck oT Bowasane Ha ObOpeynara GyHKuua, 0cobeHo NpH NalHEHTH ChC 3aCTOHHA ChpAeYHa
HEOCTaTBYHOCT MM ciel OGb0peyHa TpaHCIIaHTaLKA.




launeHTH B cTapyecka Bb3pacT
Buxkre Touka 4.2,

Xupypeuunu onepayuu
[TpenopbuBa ce, KOraTo € Bb3MOXKHO, JIE4EHHETO C HHXHOMTOPH Ha aHTHOTEH3WHKOHBEPTHPALLMS
€H3HMM, KAKbBTO € PaMHIPHJI, /1a CE CTPe €IHH JAEH NPEIH OnepaLMaTa.

Leoitna barokada Ha penuk-anzuomenzun-aidocmeponosama cucmema (PAAC)

Mma nokazaresicTsa, ye eAHOBpeMeHHaTa ynotpeba Ha unxuburopu Ha ACE, 6nokepu Ha
peuenTopHTe 3a aHrHOTeH3HH 1] MK aNnUCKHpeH yBenHYaBa PUCKa OT XHIMOTOHHA, XHIEPKATHEMHS H
noHukeHHe Ha ObOpeunaTa QpyHKUHs (BKIIOUHTENHO ocTpa ObOpedHa He0CTaThYHOCT). 3aToBa
aeoiinara 6nokana Ha PAAC upes ynorpeGa Ha komGuHaums ot unxuouTopu Ha ACE, Gnokepn Ha
peLenTopuTe 3a aHTHOTeH3MH |1 WK anucKupeH He ce mpenopbyBa (Bxk. ToukH 4.5 u 5.1). B cyuai,
ye aBoiiHara G10kana Oble npeueHeHa KaTo abconoTHO HeobXxoauMa, T4 TpAOBa a ce npunara camo
o HabNKIeHHE OT CNIELMAIMCT ¥ BHHMATEIHO YeCTO clieaeHe Ha ObOpeyuHara yHKLus,
€/IEKTPOIUTHTE U KPBBHOTO Hansrane. Muxuburopu Ha ACE u 6510kepH Ha peuentopure 3a
anruoTensut Il He TpAbBa 1a ce H3MO3BAT €JHOBPEMEHHO MPH MALMEHTH ¢ 1MabeTHa HedponaTua.

Aneuoedem

AHruoeaeM e cbo0LaBaH NpH MaLHeHTH, NeKyBaHu ¢ MHxHOuTOopH Ha ACE, BKIIOUHTENHO paMMIPHI
(Bk. Touka 4.8). To3u puck Moxe 1a Obie MOBHLIEH NPH NMALUMEHTH, B3UMALIH CbUIEBPEMEHHO
nekapcTBa kato HHXuOHTOpH Ha MTOR (mammalian target of rapamycin - MUILIEHa 33 panaMULIMH
npy 603aiiHALM) (Hanp. TEMCHPONHMYC, EBEPOTHMYC, CHPOTTHMYC), BUIAArHNTHH WX HHXHOHTOPH
Ha Henpunu3uH (NEP) (kato Hanp. pauekanotpun). KoMOGMHHPaHETO Ha paMHUIPHI ChC
cakyOHTpI1/BasIcCapTaH € NPOTHBOMOKA3AHO [OPaH YBEHUEHHS PHCK OT aHrHoeneM (B, ToukH 4.3
u 4.5).

B cnyuaii Ha anrnoenem ynotpe0dara Ha pamunpui TpsadBa 1a ce NpeKpaTH.

Bennara tpadsa na ce 3anouHe cneluHo jevenue. [lauueHTsT TpAOBa Ia ocTaHe noa HabmoaeHHe
Haii-Manko 12 10 24 yaca 1 aa Ob/e W3NKHCaH Cle/ MbIHOTO H3Ue3BaHe Ha CUMIITOMMTE.

[Npu naumeHTH, NeKyBaHu ¢ HHXHOHUTOPH Ha ACE, BKIHOUHMTENHO paMUIIPHI, ca cbo0LIaBaHH CiyyaH
Ha MHTECTHHAJIEH aHrnoeaeM (Bxk. Touka 4.8). Te3u naumeHTH ca umManu 6onka B kopema (¢ wiu 6e3
raZieHe MJIH MOBpbLUAHE).

Anadhwrakmuunu peaxyuu no epeme na decencubwuzayus

Ipu naxubupane Ha ACE BepoATHOCTra H TEKEeCTra Ha aHaUNaKTHYHUTE W aHa(HUIAKTOMAHK
peakLnH KbM OTPOBH OT HACEKOMH H JIpYrH ajiepredy ca nosuiueHH. Tpabea na ce obMHcaH
BPEMEHHO NMPeKbCBaHe Ha yrnoTpedara Ha paMUNPWI NMPeIH NPOBeKIaHe Ha JeCeHCHOUAM3aLMA.

lpomenu 6 cepymuume eaexmponumu
[Tpy HAKOM NaLUMEHTH, JleKyBaHH ¢ MHXHOUTOpH Ha ACE, BKIIOYHTEIHO paMunpu, ce Habmoaasa

xunepkaneMus. KbM nauueHTUTe ¢ PUCK OT XUTIEpKaTMEMus CraiaT Taknuea ¢ Ob0peyHa
HENOCTATBYHOCT, NAalUHEHTH Ha BB3pacT >70 roauHW, MauueHTH ¢ HEOBTAAAH 3axapeH nuaﬁe’r WITH
NpHEMAIIH KaTHEBH COJTH, KATMHA-ChXpaHaBallld AMYPETHLIH U APYTH aKTHBHH BELIECTBA,
MOBHILABAILH KaJHA B NJ1a3MaTa, HIH CbCTOSHHA KaTo Hanp. o0e3BoaHABaHE, OCTPa ChpAeYHa
JleKoMIeHcaluus, MeTabonnTa aunao3a. AKO eqHOBpeMeHHaTa ynorpeda ¢ ropecrnoMeHaTHTe CpeacTBa
Oblie cueTeHa 3a MOAX0AALLA, CE MPenopbyBa PEIOBHO ClieieHe Ha CEPYMHNA Kanuii (Bix. Touka 4.5).
[Tpx HAKOM NMALMEHTH, JIEKYBAaHH C paMHNPWI, ce HabmoaaBa CHHAPOM Ha HEaJeKBaTHA CEKPELUA Ha
AHTHOAHYPETHYEH XOPMOH H MNocieaBalla XurnoHaTpHEMHA. I'lpenopb-ma C€ MNMpH NaLKEHTH B
cTapyecka Bb3pacT W NalWeHTH C PHCK 3@ XMIIOHATPHEMHS HUBATa Ha HATPHMs /1a CE CNEAAT PEOBHO.

Jleyenue ¢ Pamunpun/Amnoaunuy/XuapoxnopoTtrasua-Yaiikadpapma Tpabea na ce 3anousa caMmo
cJie/l KOPEeKLHSA Ha XMIOKAIHEMHATA H XHITOMarHe3HEMHATA, aKo € Hann4Ha. THasHIHMTE W CPOIIHM Ha
TAX AMYPETHLIH MOJKE 12 NPHYHHAT XHMNOKATHEMHA HIIH 112 0OOCTPAT ChLIECTBYBALIA XHIIOKAITHEMHA,
Tuasuaun Tpabea fa ce H3MOM3BAT NIPEANa3THBO NPH NALHEHTH ChC 3a00IABaHNA, KOHTO MOraT Ja



NPUUMHAT 3HAUMTENHA 3ary0a Ha Kaiuil, KAKBUTO ca HanpuMep ObOpe4HH 3abonaBaHuA Che 3aryba Ha
CONTH MK HapylueHusa Ha ObOpeunarta GyHKUKA ¢ MpepeHaneH Mpou3xol (KapauoreHHH). PHCKBT 3a
Bb3HHKBaHE Ha XHMoKaTHeMHs (< 3,5 mmol/l) TpabGea na 6be npeaoTBpaTeH NpH ONpeaeNeHH
PHCKOBH IPYIH, KAKBHTO Ca MALMEHTHTE B CTAPYeCcKa Bh3PacT W/WIN CTpajally OT HEJ0XpaHBaHe
W/WIIH NMALMeHTH, MpHeMally eJHOBPEMEHHO ronsM Opoii iekapcTea, MALMEHTH ¢ LIMPO3a C OTOK H
aCLIMT, MALMEHTH ¢ KOPOHApHA H ChpJEYHA He0CTaTEYHOCT. [TpH TakHMBa NALMEHTH XUITOKATTHEMHATA
yBE/IH4aBa ChpAeYHaTa TOKCHYHOCT Ha IHTHTAIMCOBHTE NPENapaTH ¥ PHCKa OT PHTbMHH HapyLIEHHS.
[Maunentn ¢ yabmxed QT-uHTEpBAN B €NEKTPOKAPAHOrpaMaTa ChLIO Ca H3/I0KEHH Ha PHCK,
HE3aBHCHMO JanH yabikeHuaT QT-HHTepBan € Bpo/eH WK MpeaH3BHKaH OT JieKapcTsa. B Takbs
cydail XunokanieMuaTa (KakTo u OpaankapauaTa) feiicTea Kato (akTop, G1aronpHaTcTBall NogBaTa
Ha TEeXKKH apHTMHH, B YacTHOCT torsades de pointes, NOTEHIHATHO CMBPTOHOCHH, OCODEHO MPH
HanMuue Ha OpanMkapana.

[MpenopbuBa ce MpeaM 3anouBaHETO HA IEYEHHE C THA3HIHH AHYPETHLIH XHITOKATHEMHATA H
ChITbTCTBALIATA XHIIOMArHe3MeMHA, aKO € HaJIHYHA, [1a Ce KOPHIHPAT 10 HOPMAJTHH CTOHHOCTH.
[TbpROTO KOHTPONHO M3CNEBaHE HA KAk B Nna3Mara TpadBa 1a ce Hanmpasy Npes mbpBara ceAMHLA
clie]l 3ano4BaHeTo Ha JeveHuero. Criesl TOBa ce Npenopbyea PeOBHO J1a CE CIEH KATHAT B CepyMa.
[Tp1 BCHYKH MALMEHTH, NMOJy4YaBally THA3WIHH JHYPETHLIH, TPAOBA Na CE CIIeH €IeKTPOIHTHOTO
paBHOBecHe, H 0co0EHO Ha Kanus. [TpH XpOHHUHO JieueHHe B HA4YaNoTo My TpAGBa 1a ce cieau
KOHLIEHTPALMATA HA Ka/THA B cepyMa. Moske 1a ce MMa NpeaBHI KOHTPOn A0 3-4 ceaAMHULM B
3aBHCHMOCT OT prckoBuTe (hakTopu. Cliel TOBA ca NPENOpbLYHTENTHH PeIOBHH NPOBEPKH, 0COOEHO
MpH NALUMEHTHTE C PHCKOBH (haKTopH.

KoHuenTpauuaTa Ha HaTpHii B cepyMa TpaOBa /1a ce NPOoBEpABa NPEH 3a04BaHE HA JICYEHHETO H
Mnpe3 pelOBHH HHTEPBANHM clie] ToBa. THA3HIHUTE AHYPETHLIH MOXKE 13 NPEAH3BUKAT XHIIOHATPHEMHSA
HJIM 12 00OCTPAT CHLUIECTBYBALLA XHUIIOHATPHEMHSA. [1pH NALUKEHTH CBbC 3HAYMTE/THO NOHHKEHHE HA
HAaTpPHs B CEPyMa H/MJIH 3HAYMTENIHO HaMalleHne Ha ohemMa Ha TeYHOCTHTE, KaKBOTO ce HabMionasa npu
NalMeHTH, NoTyYaBall{ BUCOKH 1031 AHYPETHLH, B PEIIKH CIy4aH CIe/l 3al04BaHETO Ha JIEYEHHE C
XHAPOXJIOPOTHA3H/l MOXKE /12 Bb3HHKHE CHMNTOMATHYHA XHIOTOHHS.

TTOHHIKEHHETO Ha KOHLIEHTPALHATA HA HATPHA B N71a3MaTa MOXKE IMBPBOHAYAITHO J1a € 6€3CHMNTOMHO,
3aTOBA PEJIOBHOTO H3C/IE/IBAHE € BaXKHO H TPAOBA /1a € OLLE NMO-4Y€CTO NPH PUCKOBHTE IPYIH, KAKBHTO
ca MalMeHTHTe B CTApYeCcKa Bb3PacT, CTpasallluTe OT HEJIOXPAHBAHE H NALMEHTHTE C LMPO3a (BK.
Touku 4.8 1 4.9).

YceraHoBeHH ca OTAeNIHU C/lyvdaH Ha XMIMOHATPHEMHKA C HEBPOJIOrHYHH CHMITTOMH (ra,ueue,
nporpecHparlo HapyLleHHe B OpHEHTHpaHeTo, anathi). Tuazuan Tpadea aa ce H3No/3BaT CaMo Clej
HOpMau3upaHe Ha obema u/uinu obema Ha KpbBTa. B npoTtuBeH ciyuai, neyeHnero Tpadea 1a
3aMnoy4pa Mo HernocpeACTBEH MEAHLMHCKH Han3o0p.

BCHYKHM NalMeHTH, NOMyyaBally THa3WIHN AWYPETHLH, TpAOBa MEPHOIHYHO /1a Ce NPOBEPABAT 3a
pa3cTpoiHcTBa Ha ENEKTPOJIMTHHA OalaHe, 0COOEHO Ha Kallud, HATPHA H MarHe3us,

Hemenanomen PAaK Hd Koxcama

B nge enuaeMHonorH4HM npoy4yeaHus Ha 6asara Ha JlaTCKuA HALMOHANEH PAKOB PETHCTHP €
YCTAHOBEHO NOBHMLUIEHHE HA PHCKA OT HEMEJIAHOMEH pak Ha koxata (HMPK) [6azouenynapen
KapLIMHOM H CKBAMO3HOK/IETBUCH KapLIMHOM] € YBEJIMUCHHETO Ha KyMyJIaTHBHaTa [103a
XuapoxnopoTHasuil. GoroceHcHBMIN3MPaLLoTO AeficTBHE HA XHAPOXNIOpoTHa3Kaa 61 morno na e
Bb3MOKEH MEXaHH3bM Ha Bb3HHKBaHeTO HAa HMPK.,

[NauueHTHTE, KOMTO B3MMAT XHAPOXJIOPOTHA3U, TpAGBa Na ObaaT yBeaoMeHH 3a pucka or HMPK u
NOCHBETBAHH J1a NPOBEPABAT PEJIOBHO KOXKATA CH 32 HOBM JIE3HH M CBOEBPEMEHHO /1a ChOOIABAT 34
CLMHHTEJIHH H3MEHEHHs no koxkara. Ha naumenTHTe TpsaGBa 1a 6baat npenopbysaHi Bb3MOKHH
NPEeBaHTHBHH MEPKH KaTO HaMp. OrpaHH4YaBaHe Ha H3IAaraHeTo Ha CIbHYEBA CBET/IMHA H
YATPaBHOJIETOBH JIbYH W MOAXOAALLA 3allMTA B C/Tyuaii Ha U3JaraHe, 3a J1a ce CBe/e 10 MHHHMYM
PUCKBT OT pak. CbMHHTEIHHTE KOXKHH J1e3uH TpAOGBA Ja Ce Mperiexaar CBOEBPEMEHHO, BKITIOUHTETHO
M € XMCTONOTHYHO H3c/eBaHe Ha Ouoncuu. Moxe aa e HeoOX0IHMO MpepasriexaaHe Ha ynotpedara
Ha XHAPOXJIOPOTHA3H MPH MALMEHTH, KOMTO Mo-paHo ca umanu HMPK (B:k. u Touka 4.8).




Heymponenus/azpanyioyumosa

Paako ca HabnionaBaHH HEY TPONEHUA/arpaHyIoLUHUTO3a, KAKTO H TPOMOOLMTONEHHA H aHEMHS U €
cbo0laBaHo 3a KOCTHO-MO3bYHA cynpecHs. [Ipenopbusa ce aa ce cnea 6pPOAT Ha IEBKOLMTHTE C e
OTKPHBAHE Ha Bb3MOKHA JIEBKOMEHHA. [10-4ecTH H3cneaBaHKA Ce NPENopbyYBaT B HAYANOTO Ha
NIEYEHHETO K MPH MALKEHTH C HapylleHa ObOpeyuHa GyHKUMA, NALHEHTH C KOJIareHOBH BonecTH
(Hanp. aymnmyc epHTEMaTONEC HIIH CKIEPOAEPMHUA) M BCHUKH MALHEHTH, JIEKYBAHH C IPYTH JIEKapCTBa,
KOMTO MOTAT 13 MPUYMHAT POMEHH B KPbBHATA KApTHHA (BK. TOUKH 4.5 1 4.8).

Emnuqecku paznuqus
Huxnburopute Ha ACE npHYMHABAT aHITHOEIEM M0-YECTO NP YEPHOKOKH MALMEHTH, OTKOJIKOTO

npu apyru. Kakto u apyrure uuxuoutopu na ACE, paMunpun Moxe 1a e no-HeedukaceH 3a
NOHHKABAHE HA KPLBHOTO HaJIAraHe MPH YEPHOKOXKH NALMEHTH, OTKOJNKOTO NMPH APYTH, Moie Ou
nopajn Mo-BHCOKATA YECTOTA HA XHMEPTOHHA C HHCKO HHBO HAa PEHMHA B NOIYJalMATa Ha
YEPHOKOIKHTE XMIIEPTOHHLIH.

Kawnuya

[Mpu ynotpeba Ha unxubutopu Ha ACE ce cbobiuasa 3a kauutiua. THNHYHO KawiHuara e
HENpOAYKTHBHA, MEPCHCTHPALIA U H3Ue3Ba Clle/l NpeKparTisaHe Ha neueHueto. [1pu nudepenunansara
[MArHOCTHKA Ha KallHLaTa TpadBa Ja ce MMa NpeaBH]l M npean3sukana ot nixuburopu va ACE
KaLTHLA.

@omow&cmgume.rmocm

Mpu ynorpeda Ha THA3KAHH AHYPETHLM ca ChODILABAHHN CTY4aH Ha peakuuH Ha GOTOUYBCTBUTENHOCT
(Bk. Touka 4.8).

B cnyuaii Ha peakuus Ha GOTOUYBCTBUTEIHOCT M0 BPEME HA JIEYEHHETO CE NMpPenopbysa NpeKparasaHe
Ha IEYEHHETO. AKO € HAJIOKHTEJIHO TIOJHOBABAHE HA JIEYEHHETO, Ce MPENopbYBa 3alllMTa 33 YaCTHTE
Ha TAIOTO, KOWTO LUe 6bAaT HI0KEHHU HA CITbHLIE HIIK HA H3KYCTBEHO YITPABHOJIETOBO JIbYEHHE OT
ABATOBBIHOBHA nHanasoH (UVA).

Xopoudanen uziue, ocmpa Muonamus u 6mopuiHa 3aKPUMObSband 2HAYKOMA

Xuznpoxnoporuasus, KoiTo e cyloHamu, Mose 1a NPHYUHH HAHOCHHKPATHYHA PEaKLua, BOJeLa
[0 XOPOHIANEH H3JIUB ¢ AeeKT Ha 3PUTENTHOTO N0Jie, OCTPa NPEX0/IHA MHONATHA H OCTpa
3aKPUTOBIBJIHA raykoMa. CHMITOMHTE BKJIIOUBAT BHE3AMHO HAMAICHHE Ha 3PHTENIHATA OCTPOTA HIIH
0onKa B O4MTE H OOMKHOBEHO C€ TIOABABAT B [IbPBMTE HACOBE HJIH CEIMMUM CJIE/] 3AM0YBAHE HA
ynortpedara Ha nekapcTeoTo. Henekyana, ocTpara raykoMma cbe 3aTBOPEH BrbJl MOXKE /1a IOBEE 10
TpaiiHa 3ary0a Ha 3peHHeTo. [ 1aBHOTO JIeueHHe € 1a ce NPEeKpaTH ynoTpedara Ha XHAPOXJIOPOTHA3HIL
Bb3MOKHO Haii-ckopo. PrckoBHTe (hakTopH 3a pa3BHTHE HA OCTpa I71ayKOMa ChC 3aTBOPEH BI'bJl MOXKE
N1a BKJIIOYBAT aHAMHE3a 3a aJleprus KbM Cy1(OHAMHIN WIH KbM NMEHULUNIIHH,

Lnuxemus u nunuoemus

JleueHHEeTO ¢ THa3MAKM MOXKE J1a HAMAJTH IVIHOKO3HHMA TOJIEpaHC H Ja MOBHIIH ChIbPKAHHETO HA
XOJIECTEpON M TPUIIHLUEPHAH B cepyma. TTpu aMabeTHH MOXKe Aa ca HeoOXOAMMH KOPEKLIHH Ha
JI03UTE MHCYJIMH HITH NEPOPaTHA XUMOTTTHKEMH3HPALLH JIEKAPCTBA.

[uxouna kuceauna

Xuﬂpoxnopoma:mn, KaKTO H APYTI'H AHYPETHLH, MOXKE na npe.uHaBMKa NOBHIUIEHHE Ha
KOHLIEHTPALMATA HA MMKOYHATA KUCE/IMHA B [U1a3MaTa BCEACTBHE HA MOHHKEHHE HA EKCKPELHATA i
upe3 ypHHATA M TaKa 1a croco0OCTBa 3a pa3BUTHE HA XMMEPYPHUKEMHs W J1a 3ab1004H
ChLIECTBYBALUA XHIEPYPHKEMHS W J1a MPEeH3BHKA NPUCTBLITK HA MOAArpa Npy NOAATIMBH NALHEHTH.
Jo3npoBkaTa TpsOra 1a ce KOPUrHpa B 3aBHCHMOCT OT ChIBPIKAHHETO HA MMKOUHA KHCENHHA B
niasmara.

Ko.uﬁuﬂupaye C aHmMuxuhnepmen3ucHu 1ekapcmed
l'[pu KOMGI‘IHHpaHC C IpYro aHTHXHMNEPTEH3HUBHO CPEACTBO CE MPETIOPLYBA [1a C€ HaMallH
J03HpOBKAaTa, MOHE MbPBOHAYATHO.




AHTUXUNIEPTEH3NBHUAT edekT Ha HHxuOuTopuTe Ha ACE, aHTaroHMCTHTE Ha aHTHOTEH3MH 11 unu
MHXMOHTOPHTE Ha PEHHHA Cce YCHJIBA OT JIEKAapCTBa, KOWTO NMOBUILABAT AKTHBHOCTTA HA PEHHHA B
nnasmara (IHypeTHLIH).

[NpenopbuBa ce NOBULLIEHO BHUMAHHE, KOraTo HHXWOHTOp Ha ACE, aHTaroHHCT Ha aHrHOTEH3HH 1
WIH IHPEKTEH WXHOMTOP Ha PEeHHMHA CE NMPHJTAara eIHOBPEMEHHO C XHAPOXJIOPOTHA3K L, OCODEHO NpH
NAlUHEHTH CbC 3HAYUTEITHO NOHWIKEH HATPUEB XJIOPH] W/UIH TALMEHTH C XHIOBOJIEMHS.

Cnopmucmu
CrnoptHcTHTe TpaOBa 1a HMaT NPeABM, Y€ TO3W MPOAYKT ChIbPKa AKTHBHO BELLECTBO, KOETO MOXKE

Ja Npeau3BHKa NMOJIOKHTETHA PEAKLIMA NPH TECTOBETE 3a JOTIHHT.

pyeu

Jlynyc: 3a THa3WIHKTE AHYPETHLIM, BKIIOYHTENHO XHAPOXIOPOTHA3K, Ca ChoDIIaBaHH ClTyaH Ha
oBocTpAHe WK AKTHBHPAHE HA CHCTEMEH JIYIYC ePHTEMATO/IEC.

Peakuii Ha CBPBXUYYBCTBHTEIHOCT KbM XHIPOXJIOPOTHA3HI Ca NMO-YECTH NMPH ANEPrHH M aCTMa.

4.5 B3aumojeiicTBHe ¢ APYrH JIEKAPCTBEHH NPOAYKTH H APYrH OPMH HA B3aUMO/eiicTBHe

He ca nposesxaaHi oHLMaTHH NPOyYBaHUA 33 B3aHMOAEHCTBMA Ha PaMHNpHI/ AMIOAHTIHA/
Xupapoxnopornazua-Yaiikagapma ¢ apyru nexapcTBeHu npoiykrH. [Topaad ToBa B Ta3d TOUKa €
npeacTaBeHa caMo HH(OpMaLMA OTHOCHO H3BECTHHTE B3aHMOAEHCTBHS HA OTAENIHHTE AKTHBHH
BELLECTBA C APYI'H JIEKAPCTBEHH MPOIYKTH.

He3aBHCHMO OT TOBA € BaXKHO [1a Ce UMa NpeaBHa, Ye Pamunpun/AMnonunua/ XuapoxnopoTnasii-
Yaiikahapma MOxe [1a YBETHYH NOHWKABALIHA KPBBHOTO Hanarane edekr Ha apyru

AHTHXHNEPTEH3UBHHU JIeKapcTRa (HANp. AUYPETHLH).

He ce npenopbyBa e1HOBpeMEHHA ynorpeda:

CbeTaBKH HA H3BecTHH EdekT Ha B3anmMoaeiicTBHETO
Pamunpuia/Aminoaunun/ | B3aNMoaeHCTBHSA CbC

XHApOXJAOpOTHAZHA- C/eHHTe ATeHTH

Yaiikadapma

Pamunpun u Jlutnesu conu EkckpeumsaTa Ha TMTHIT MOxke 1a 6bae
XHAPOXJIOPOTHA3ZHA noHukeHa oT HHxuOuTOpH Ha ACE u

THA3HAM M MOpaJH TOBAa TOKCHYHOCTTa Ha
JIHTHA MOKe Aa Obae noBHlleHa. 3aToBa
He ce Npenopbyea KOMOHHMPaHE Ha
PaMHIIPHIT U XMIPOXJIOPOTHA3HA C JIUTHI.
[Topaau ToBa NpH €AHOBPEMEHHA
ynotpeba ce npenopbyBa BHUMATETHO
CneaeHe Ha KOHLIEHTPALMATA Ha JIKTHH B

cepyMa.
Pamunpun Bucoko-nponycknueu [ToBHLLEH PHCK OT TEXKKH

MeMOpaHH 3a qHain3a aHa(UIAKTOMHH PeaKLy NpH

WK xeMounTpauus eKcTpakoprnopaiHa 0dpaboTka, NpH KoATo

MMa KOHTAKT Ha KPBBTa C OTPHLIATENHO
3ape/ieHH NOBBPXHOCTH, KaTo Hamp.
JMANN3a UITH XeModunTpauus npes
HSKOM BUCOKOINpPOIMYCKIHBH MeMOpaHu
(Hanp. NONMaKPHIOHUTPHIHH MeMOpaHH)
uiu adepesa Ha JTHIONPOTEHHHTE C HUCKA
NIABTHOCT € JieKcTpaHcyndar (Bixk. ToUKa
4.3). Ako e HeoOXxoauma Takasa
o6paboTka, TpabBa aa ce pasraenar




Bb3MOKHOCTHTE 3a H3NON3BAHE HA JPYT
BWI OIHanH3Ha MeMOpaHa WM
AHTHXHIEPTEH3UBHO JIEKAPCTBO OT ApYr
KJ1ac.

Caxybumpun/earcapman

CwnbreTBamara ynorpeda na ACE
MHXHOHTOPH Che cakyOMTpun/BancapTaH
€ MPOTHBOMNOKA3aHa, Thil KAaTo NpH Hes €
MOBHILEH PHCKBT OT aHFHOENEM (BiK.
Touku 4.3 1 4.4). Jleuenue ¢ paMHIpU
He Tpa0Ba aa ce 3anoysa npeaH na ca
W3MHHANK 36 yaca ciell NpHIaraHeTo Ha
rocjie/iHaTa 7103a caky OUTpHi/BasicapTaH.
CakyGutpun/BancapraH He TpaOpa 1a ce
3anoyea NMpeaM aa ca U3MUHaIH 36 yaca
Cclie[l MpUIaraHeTo Ha NocieaHaTa 103a
PaMunpun/ AMA0AMNHH/ XU APOXI0pOTHA-
3ua-Yaiikagapma.

AMITOAUNTHH

[peiingppym wau cox om
epetinghpym

[TpunaraHeTo Ha aMJIOJTHIIHH C
rpedndpyT WIH CbC COK OT rpeindpyT He
Ce MpenopbyBa, Thil KATO NMPH HAKOH
naunueHTH OHOHATHYHOCTTA MOKE J1a ce
MOBHIIK H 12 J0Bejle 10 yCHIIBaHe Ha
NOHMAKABALUHMA KPBBHOTO HanAraHe
edekT.

[peana3nu Mepkn npu ynotpeba

ChCTaBKH Ha

HiBecTHH

EdekT Ha B3auMo1eiicCTBHETO

Pamunpuia/Amaoaunus/ | B3aHMOECTBHA Cbe

XHIpox/10poTHA3HA- C/1e[IHHTE areHTH

Yaiikadapma

Pamunpun u Hecrepouanu TpabBa na ce ouakBa HamallsIBaHE HA

XHAPOXIOPOTHA3ZNI MPOTHBOBB3NATIUTE/IHN | AHTHXHIIEPTEH3IUBHUA eeKT Ha paMUIIpHII

Pamunpun JIeKapcTBa H 1 xuapoxnopotrazua, OcBeH ToBa
aleTHCAULIMIIOBA €IHOBPEMEHHOTO JIeYeHHE C HHXHOMTOPH
KHCEHHA Ha ACE (Pamunpun/Amaoaunun/

Xuppoxnoporuasua-Yaiikadapma) u
HCTIBC moike 1a JOBEE 10 NOBHIIEH PUCK
or Biowasaxe Ha PyHKunaTa Ha 6nOpeunTe
M MOBHLIEHHE Ha Kanus B cepyma. [lopanu
TOBA CE MpPEnopbyBa C/EACHE Ha
ObOpeuHaTa QyHKUMA NPH 3aN0YBAHE Ha
NEYEHHETO, KAKTO M I0CTaTh4YHO
XHpaTHpaHe Ha NalHeHTa.

KanueBu conu,
XENapHH, Kanuii-
ChXpaHaBaLly
JHYPETHUH U APYTH
AKTHBHH BELIECTBA,
MOBHILIABAIIHA KalHi B
njaszmMara

( BKITIOUHMTENHO

TPHMETOMPHM,

Moske aa ce NOSABH XHNEPKATHEMHS.
HaGmonaga ce MOBHILEHA 4E€CTOTA Ha
XHMEepPKATHEMHA MPH NAUHEHTH, IPHEMaLH
ACE HHXHOMTOPH H TPUMETOINMPHM H B
KoMOHMHaLUMA ¢ PHKCHpaHa 103a Cbe
cyngameToKcasos (KO-TpPUMOKCa3ol).
HeobxoauMo € BHHMATeMHO NpocieasBaHe
Ha CEpYMHHA KU,
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TaKpPOJIHMYC,

LMKJIOCTIOPHH)

Hurparh, Tpabpa na ce 04aKkpa yBeJH4YaBaHE HA PHCKA
TPHLUHKIHYHH 33 XMMNOTOHHA (BK. TOUKA 4.2 OTHOCHO
aHTHAETIPECAHTH, JIMYPETHLH).

AHECTeTHLIM, MPHEM Ha

3HAYMTETHO

KOJIM4ECTBO aKOXO1I,
Basoden, andysos3ux,
JI0KCA3031H, NPa303KH,
TaMCYJI03HH, TEPa303HH

Bazonpecopuu
CUMMaTHKOMHUMETHLIN H
JIpyTH BELIECTBA (Harp.
H30MpOTEPEHOI,
no0yTaMHH, IONaMHH,
enuHepuH), KOUTO
MOJKE J1a HAMaJIAT
AHTHXHIEPTEH3HBHUA
edexT Ha paMHIpHUA

TMpenopbuBa ce MOHUTOPHpPaHE Ha
KPBBHOTO HanAraHe. XHIPOXIOpOTHA3HA
MOKe 1a oTcabu eexTa Ha
Ba30TPECOPHHTE CUMNATHKOMUMETHLIH.

AnomypuHon,
HMYHOCYIPECOpH,
KOPTHKOCTEPOHIH,
NpOKanHaMHMI,
LIMTOCTATHUM H JPYTH
BELLECTBA, KOHTO MOKe
J1a npoMeHsT Opos Ha
KPBBHHTE KJIETKH

VBe/H4yeHa BEPOSTHOCT 33 XEMATONOrHYHH
peakuuH (Bxk. Touka 4.4).

AHTHAHAOETHH
NIeKapcTBa,
BKJIFOUMTEITHO MHCYJTHH

Huxubutopure Ha ACE moke 1a HaManar
PE3NUCTEHTHOCTTA KbM HHCYHH. B oTaenHu
cJTy4au TaKOBa HAMAIEHHE MOXKE J1a 10Bejie
J0 XHNOTTHKEMHYHH PeaKkLHH pu
MalHeHTH, KOUTO €IHOBPEMEHHO CE JIEKyBaT
¢ anTnanabeTHH nekapeTea. 3aTopa
rI0KO3aTa B KpbBTa TPAOBa N1a ce CeaH
CTPUKTHO OCOOCHO B HAYaIHHA MEPHOI Ha
e[HOBpPEMEHHa ynoTpeba.

HMuxuburopu Ha mTOR
M1 BHJLIATTIMITHH
(Hanp. TeMcHpoOnHMYC,
€BEPOJIUMYC,
CHPOJIHMYC)

[ToBHILEH PHCK OT AHTHOEAEM € Bb3MOMNKEH
NpH NalUHeHTH, NPUEMALIH EIHOBPEMEHHO
nexapctea kato mTOR unxubutopu unu
BHJIAArAMNTHH. HeoOX0aMMO € noBHILIEHO
BHHMaHHE NPH 3aMo4BaHe Ha TepanuaTa
(BK. Touka 4.4).

Huxuburopun Ha
HenpuiansHH (NEP)

Cro0OL1eHO € 32 NOTEHUHAIHO MOBHILEH
PHCK OT aHTHOE/IEM MPH €IHOBPEMEHHA
ynotpeba Ha unxuburopu Ha ACE n
MHXHOHUTOP HA HENPWIIH3HH, KAKHBTO €
paueKkaaoTpHi (BikK. Touka 4.4).

Caky6urpun/Bancapran

Conbrersaiara ynorpeda Ha ACE
HHXHOHMTOPH ChC cakyOUTpHI/BancapTaH e
NPOTHBONOKA3aHa, Thil KAaTO TOBA NOBHIIABA
PHMCKA OT aHTHOEJIEM.

AMJIOIWINHH

Huxuburopn Ha
CYP3A4 (T.e.

EnHoBpeMeHHaTa ynoTtpeba Ha aM/I0AHIHH
ChC CHJIHH MJIH YMEpeHH HHXUOMTOPH Ha




NpOTEa3HH
WHXHOHTOPH, a30/10BH
AHTHMHKOTHLIH,
MaKpOJIMIH KaTo
€PHTPOMHLHH,
KITapHTPOMHLIMH,
BEpanamun Hiu
JIHAITHA3EM)

CYP3A4 moxe 1a noBeae 10 3HAYUMO
MOBHILIEHHE HA EKCMO3HLMUATA HA
amnoaunuH. KIIMHHYHOTO OTpasKeHHe Ha
Te3u GapMaKOKHHETHYHH TIPOMEHH MOKE J1a
€ MO-H34BEHO MPH NALIMEHTHTE B CTap4eCKa
BB3pacT. 3aToBa MOXE /1a € HeoOX0AUMO
KIIMHMYHO HAOJIOJIEHHE M KOPHTHPaHe Ha
no3ara.

Huaykropu Ha
CYP3A4 (Te.
pudaMnuLuH, KbAT
KaHTapHOH)

He ca HanuuHW JaHHH OTHOCHO eekTa Ha
uHaykTopH Ha CYP3A4 pbpXy aMIOIHIHH.
EnnoBpemenHaTa ynotpeba Ha HHIYKTOPH
Ha CYP3A4 Moxe 1a 10Bene 10 no-HUCKa
KOHLIEHTpalUMA Ha aMJIOJWIIKH B IJlasmara.
EnxoepemenHo ¢ uHaykTopi Ha CYP3A4
aMI0aHUINHH TPHSBE. Ja c€ U3rnon3ea c
BHHMaHHCE.

Jaurtponen (MHdy3ua)

[Tpu >KHBOTHH ca HAaOMIO1aBaHH JIETATTHO
KaAMEPHO MBXKJIEHE U ChPAEYHO-ChI0B
KOJIanc, CBbP3aHH ¢ XHMEepPKaTMEMHA criel
npuiaraHe Ha Bepanamui H HHTPaBEHO3EH
nanrtponeH. [Topaau pucka ot
XHTIEpKaJIHEMHA Ce NpPeNnopbyBa
€THOBPEMEHHOTO MpH/IaraHe Ha JaHTPOJIEH
(MH(y3ma) H ONOKEPH Ha KAILMEBUTE
KaHaIM KaTo aMIOAUIHUH J1a ce n3barsa npu
NalHeHTH ¢ PHCK 3a 3N10KaYecTBeHa
XHMEPTEPMHA U MPH JIEYEHHE HA
310KaYeCTBEHA XHIIEPTEPMHS.

CumBacTaTHH

EnxoBpemenHaTa ynotpeda Ha
MHOTOKPATHO MPHII0KEHH 103H aMIIOHITHH
no 10 mg ¢ 80 mg cuMBacTaTHH € 10BeNa
110 yBennyeHne cbe 77 % Ha eKCno3uuuaTa
Ha CHMBACTaTHH B CPaBHEHHE C MpHUaraHe
camo Ha cumBacTaTHH. [Ipu nauMeHTH Ha
aMJIOJIMIIHH JI03HPOBKATAa HA CHMBACTATHH
TpsOBa na He HanBHIaBa 20 mg AHEBHO.

Liuknocnopux

He ca nposexxaaHu npoy4BaHus 3a
JIEKApCTBEHH B3aMMOJEHCTBHA Ha
aAMJIOMITHH C LMKIIOCMOPHH NPH 31paBH
A0OpOBONLIM MM APYTH NONYNAUHOHHH
IPyNH OCBEH NPH NALMEHTH C
TpaHCTIaHTHpaH ObOpeK, KaTo NpH TAX ce
Habmonasa B pa3nHyHa CTENEH NOBHILIEHHE
(cpeaHo c ot 0% no 40 %) Ha
MHHHMAaJIHATa KOHLEHTpalUusa Ha
LIMKJIOCTIOPHHA B MEKIY1030BHA MNEPHOA.
Tpabsa na ce MMa NpeaBU/ CIEACHE Ha
HHBATA HA LMKIOCMOPHH NPH NalHEeHTH Ha
aMJIOAWNHH, KOUTO HMAT TPAHCIJIAHTHpaH
Ob0Opek, ¥ 103aTa Ha UMKIOCMOPHH aa ce
HaMallH, ako € H806XOHHMO.

Takponumyc

Hma pHCK OT MOBHIIIEHA KOHLIEHTPALKA Ha
TaKpOIUMYC B KpbBTa, KOraTo TOM ce
M3M0JI3BA €AHOBPEMEHHO C aMNOJMIHKH. 32
NpeaoTBpaTABaHe Ha TOKCHYHO IeHCTBHE Ha
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TaKpOJIMMYC NPUIIAraHeTo Ha aMJIOAHITHH
TMpH MALKEHT HA NIeYeHHE C TAKPOIHMYC
H3HCKBA ClIeIeHe HA KOHLIEHTpaUM1aTa Ha
TAKPOJIMMYC B KPbBTa M KOPHIHPaHe Ha
JI03MPOBKATA HA TAKPOIHMYC MpPH
HeoOXOAMMOCT.

XuapoxnopoTHasua

JlekapcTBa, KOMTO
MOXKE 21a Npeau3BHKaT
XUTMOKATHEMHS

XHnokanHeMHATa € Npeapasnoaraiil
(dakTop 3a HapYLIEHHA HA CbPEYHHA PHTBM
(ocobeno torsades de pointes) 1
yBEIHYaBaHE HA TOKCHYHOCTTA HA HAKOH
JIeKapcTBa KaTo Hanp. IMrOKCHH. 3aToBa
JieKapcTBaTa, KOMTO MOsKe J1a MPHYHHAT
XHNOKAJTMEMHS, YUACTBAT B MHOKECTBO
B3aumMoaeiicTeus. Taxuea ca
KaJIMypETHUHHUTE JIHYPETHLH,
CaMOCTOATEHO HIH B KOMOMHALWA,
CTHMY/IMPALIHTE JIAKCATHBH,
CIHOKOKOPTHKOHIHMTE, TETPAKO3aKTHA H
amorepuunH B (MHTpaBeHO3HO
MPHIIOKEH).

JlexapcTBa, KOMTO
MOKE J1a NPHYUHAT
XMIMOHATPHEMHS

Hskou nekapcTsa no-4ecTo ce CBbp3Bar ¢
nosBaTa Ha XMNnoHatpuemus. Takuea ca
MY PETHLIHTE, 1€3MOINPECHH,
aHTHENPecaHTHTe, MHXHOHpaLH
00paTHOTO NMOEMaHE Ha CEPOTOHMHA,
kapbamazernuH W OKckapbasenuH.
KomOHHHpAHETO Ha TE3H JIEKapCTBa
NOBHILABA PUCKA OT XMIIOHATPHEMHS.

JlexapcTBeHu
MPOAYKTH, KOHTO MOXE
J1a NpUYHHAT torsades
de pointes

TMopaau pucka OT XMIOKaTHEMHS
XHIPOXJ0OpoTHA3KHA TPAOBa Jla ce mpuiara ¢
MOBUILEHO BHUMAHME, KOraTo ce
KOMOHHHPA C JIEKAPCTBEHH NPOIYKTH,
KouTO GHXa MOTJIM 1a Npeau3BUKaT torsades
de pointes, 0coOeHO aHTHAPUTMHYHH
nekapcersa ot kiac la w knac Il u Hakon
AHTHIICHXOTHYHH NekapcTea. Hanuuna
XMMOKaJHeMHs TPA0Ba aa Ob/e KOpUTHpaHa
npeau NpHIAaraHeTo Ha MPOAYKTa U TpAdBa
13 ce M3BbPLIBA KIIMHHYHO H
enekTpokapauorpadcko HabmoneHHe v 1a
ce cleiM KOHIIEHTpaluuaTa Ha
€NIEKTPOJIHTHTE.

AnTuanabeTHH
neKapcTBa,
BKJIHOYHTETHO HHCYJIHH

MoKe Aa HaCTBMAT XHNOTIIMKEMHYHH
peakuHH. XHAPOXJIOPOTHA3H MOXKe 1a
MOHWKH e(eKTa Ha AaHTHANAOETHHTE
nexapcTea. 3aToBa B HAUATHHA MEPHO. Ha
eTHOBpeMeHHaTa ynorpeda ce npenopbysa
0cof€eHO CTPHKTHO Clle/leHe Ha
KOHLEHTPALMATA HA [II0KO3a B KPbBTA.

[lepopanuu
AHTHKOAryJ1aHTH

AHTHKOAryTaHTHUAT edpekT Moke fa Obae
MOHMKEH NPH eIHOBPeMeHHa ynoTpeba Ha
XHAPOXJIOPOTHAZHL

CbpaeuHH IIHKO3HAH,
AKTHBHH BELLECTRA, 32
KOHTO € H3BECTHO, ue

[TpoapHTMHYHATA UM TOKCHYHOCT MOJKeE J1a
Oblle NOBHILEHA HIH AHTHAPUTMHYHHAT UM
edekt na 6bae orcnabeH NpH HATHYHE HA
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yabmxasat QT-
MHTEpBANA U
aHTHAPUTMHYHH
neKapcTsa

€NeKTPOIIMTHH HapyLUEHHs (Hamp.
XHIMOKATHEMHA, XHITIOMAarHe3HeMms ).
Tpsbsa npeaBapHTeNHO 1a CE NPOBEPH
KOHLEHTpaLMATA Ha Kanuii B cepyMa 4 1a ce
M3BBPLIBA KIHHHYHO H
enektpokapaiorpadcko HabnOAEHHE U fa
ce C/Ie/IM KOHLEHTpaLMATa Ha
EIEKTPOIIUTHTE.

Kanuii-cbxpanssaiuu
AHypeTHLH
(camMOCTOATENHO WIH B
KOMOMHALMA)

PaunoHanHOTO KOMOMHMpaHe, KOeTo €
MOJIE3HO NPH HAKOW MALMEHTH, HE
M3K/II04BA NOABATA HA XHITOKATHEMHUSA HITH,
ocobeHo mpH GbOpeyHa HEAOCTATLUHOCT H
nuaber, xunepkanuemus. Tpabea na ce
ClieIM KOHLIEHTPALHATA Ha KalHii B cepyma,
Ja ce MpaBsAT eNeKTPOKapIHOrpaMH M, ako €
HeoGXxoauMo, 1a ce npepasriena
JIEYEHHETO.

Kanuuneru conu
NeKapcTBEeHH
NPOIYKTH,
MOBUIIABAIIM KAILHKA B
nyasmara

[Mpu enHOBpeMeHHa ynioTpeba ¢
XHIPOXJOPOTHA3U MOJKE 114 CE OYaKBa
MOBHILEHHE HA KOHLIEHTPALMATA HA KaJILHA
B CEpyMa, 3aTOBa € HEOOXOIMMO CTPHKTHO
cneeHe Ha KOHLUEHTpauuaTa Ha KaJlLui B
cepyma.

Jlexapcrsa,
NPHYHHABALLH
OpTOCTaTHYHA
XHIMOTOHHUA

AHTHXHNEPTEH3HBHHUTE JIEKAPCTBA MOXKE /1A
NPHYHHAT OPTOCTATHYHA XMIIOTOHUA. TaKbB
€ CJIY4asAT C HUTPATHTE, HHXPIGHTUPHTC Ha
docdonuectepasa Tun 5, anda-dnokepure,
BKJIKOUMTE/THO TE3H 3a YPOIOTHYHA
ynotpeba (angy3031H, J0KCa303HH,
Npa3s03KH, CHIOA03HH, TAMCYTIO3HH H
Tepasz03HH), TPHUHKIHYHHTE
AHTHJENPECAHTH H HEBPOJIIENTHYHHTE
(eHOTHA3IHHH, NONAMHUHOBHTE arOHHCTH,
nesojona, dakiodeH, aMM(OCTHH.

Kapbamazenun

Puck OT XMNoOHaTpHEMHSA BCIIEACTBHE HA
anHTHBHHA eEKT ¢ XMAPOXJIOPOTHAHL,
KnnHHYHO H BHONOrHYHO NpOCIIe/IsBaHe.

CekBecTpaHTH Ha
AUTBYHHTE KMCETHHH
(XenaTupallm cMoNu),
(Hanp. KONecTHpaMH1H)

CeKBECTPaHTHTE Ha AUTbYHHUTE KHCEIHHH
CBBpP2BAT THA3WIHWTE JHYPETHLIM B UepBaTa
W HaMaJABaT CTOMALIHO-YPEBHATA
abcopbuus ¢ 43%-85%. [pu npunarane Ha
THa3uaa 4 yaca cjie/l CEKBECTPaHT Ha
HUTBYHHTE KHCETHHH, abcopbuuaTa Ha
XHIPOXJIOPOTHA3HAA € HamaneHa ¢ 30 Y-
35 %. TuasuawT TpsiOBa na ce npunara 2-4
yaca npean WK 6 4aca cile/l CEKBEeCTpaHTa
Ha JUThYHUTE KUCENMHH. [la He ce mpoMeHs
nocJie10BaTeTHOCTTA Ha npunarane. Jla ce
clleld KPBBHOTO HAIATAHE H /1A Ce MOBHILH
[103aTa Ha THA3K/A, aKO € HEOOXOHMO.

KouTpacThu cpeacrsa,
ChAbPKALLM Hoa

B ciyuaii Ha o6e3BoaHABAHE, IPHYHHEHO OT
QMY PETHLH, BKJ1. XHAPOXJIOPOTHA3HK, €
HaJIHLIE TIOBHILEH PHUCK OT ocTpa ObOpeuHa
HEeOCTATBYHOCT MPH YNOoTpeda Ha roJieMu
[I03H KOHTPAcTHH BEILECTBA, ChIbpiKallH




Won. IlpenopbuBa ce pexuaparauus Ha
MALMEHTa NMPEIH NpUIaraHeTo Ha
HOAMpaHHSA NMPOAYKT.

LluknocnopHH PHCK OT MOBHILEHHE HA KpeaTHHHHEMHATA
6e3 MoandHLMpaHe Ha KOHLIEHTPAaLHATA Ha
UHKIIOCMOPHH B I{p'bBTa, BEKJIDYHUTEITHO H
MpH nauueHTH Ge3 HaTpueBa
HeaocTaThyHOCT, ChIO M PHCK OT
XMMepYpPHKEMUA H NojJarpa Karo
YCIIOKHEHHS.

Hsoiina 6aoxada na PAAC ¢ 6aokepu na peyenmopume 3a anzuomenzun, ukixubumopu na ACE wiu
anuckupen

JlaHHH OT KIMHUYHH W3NUTBAHMA MOKA3BaT, Y€ ABOHHA GnoKana Ha peHHH-aHMHOTEH3HH-
angocreporoara cucrema (PAAC) upes ceemecTHa ynotpeda Ha unxudutopu Ha ACE, 6nokepu Ha
PELENTOPUTE 3a AHTHOTEH3HH [] K aNUCKUpEH € CBbP3aHa C MOBHLIEHA YeCTOTa Ha HEeXeNaH!
cbOMTHA KaTo XHMOTOHHA, XUMEPKATHEMHSA W NMOHMKeHa (yHKUHA Ha ObOpeLnTe (BKITIOYHTENHO
ocTpa 6bOpeyHa HeNOCTaTBLYHOCT) B CpaBHEHHME ¢ ynoTpebara Ha caMO €/1MH areHT, JeHCTBalll BEPXY
PAAC (Bk. Touku 4.3,4.4u 5.1).

4.6 @epTHIANTET, GPEMEHHOCT H KbPMeHe

bpemMeHHOCT

He ce npenopwusa ynorpebara na Pamunpun/ Amnonunun/Xuapoxnoporiasna-Yaitkadapma npes
MbPBOTO TpHMeceuHe Ha GpemeHHoCTTa (BXK. Touka 4.4). Ynorpedara Ha
Pamunpun/Amnogunun/Xuapoxnopornazua-Uaiikadapma e npoTHBONOKAa3aHa NMpe3 BTOPOTO U
TPETOTO TpUMeceuHe Ha OpeMeHHocTTa (BK. Touku 4.3 u 4.4.).

Pamunpun

EnuaeMHONOrHIHHTE JaAHHU 32 PUCK OT TEPATOrEHHOCT MPH €KCNO3HLMA Ha MHXHOUTOpH Ha ACE
npe3 MLPBOTO TpHMeceure Ha GpeMeHHOCTTa He ca eIHO3HAYHH, HO HE MOXKE [1a e H3KIIKOYH JIEKO
noBuieHHe Ha pucka. OCBEH aKO NPOIb/KABAHETO Ha NieueHHeTo ¢ HHXuouTop Ha ACE ce cMaTa 3a
He3aMeHMMO, NMAalHeHTKUTE, NIaHHpaly OpeMeHHOCT, TpAOBa 1a NPEMHUHAT KbM a/ITEPHATHBHU
AHTUXHIEPTEH3MBHH JIEKAPCTBA, KOMTO €a C YCTaHOBEH npodui Ha 6e3onacHocT 3a ynotpebda no
BpeMe Ha OpemenHocT. [1pu ycraHoBABaHe HA OpeMeHHOCT eyeHneTo ¢ huxudutopu va ACE tpabsa
Jla ce npexpatu He3abaBHO M, aKO € NOAXOAALLO, 1 CE 3aM0YHE ANTEPHATHBHO JIEYEHHE.

M3BecTHO e, ue TepaneBTHYHATA EKCNO3ULIMS HAa MHXHOUTOP Ha ACE/aHTaroHMCT Ha pelenTopHTe 3a
aHruoteH3uH [1 mpe3 BTOPOTO M TPETOTO TpUMeceuHe Ha GPeMEHHOCTTa NPUYHHABA (ETOTOKCHYHOCT
npH Xopa (noHuxkeHa obOpeyHa (yHKLMA, OMTHIOXHAPOAMHHOH, 3abaBiHe HA OCH(MKALKATA HA
yepena) ¥ HEOHATATHA TOKCHMYHOCT (OBOpeuHa HeIOCTATBYHOCT, XHITOTOHMS, XHIIEPKATHEMHA) (BIK.
Touka 5.3). AKO € HMaso eKcrio3nLMs Ha MHXHOUTOp Ha ACE npe3 BTOPOTO WIIH TPETOTO TPHUMECEUHE
Ha OpeMeHHOCTTa, Ce NPenopbLYBa yATPa3ByKOB Mperjiea 3a oleHka Ha Ob0peyHaTa GyHKUHA W
yepena. HoBopomenuTe, YMHTO Maiiku ca B3umanu nuxuburopu Ha ACE, Tpabsa BHHMaTeIHO na ce
CNEJAT 33 XMIOTOHHA, OJINTYPHSA M XHNEpKanHeMus (BXK. ToukH 4.3 n 4.4),

AMIOAMNUH

BesonacHocTTa Ha aMIIOJIMITHH 10 BpeMe Ha OPEMEHHOCT MPH XOpa HE € YCTaHOBEHa.

B npoyuBaHus NpH JKMBOTHY MPH BUCOKM 103 e HAO/MI01aBaHa penpoay KTHBHA TOKCHYHOCT (B,
Touka 5.3). Yrnotpebda no Bpeme Ha GpeMEHHOCT ce NpenopbYBa camo ako HAMa no-0esonacHa
anTepHaTHBa M OonecTTa cama no cebe CH HOCH MO-ro/IsM PHCK 3a Maiikara H rona.

XHAPOXJIOPOTHA3H]
XHAPOXJIOPOTHA3H MPH NPOAL/LKHTENHA EKCNIOZHLHA Npe3 TPETOTO TPHMeceune Ha OpeMEHHOCTTa

MOXKE 1a NPHYUHH ¢e'ro-nnauemapﬂa HCXEMHA H PHCK OT H30CTABAHE B pacTeXKa. OcBeH TOBa, npH

15



€KCMO3HLHA CKOPO Npe/H TEPMHHA, ca ChoOLIABaHH PEKH CTy4aH Ha XHIOTJIMKEMHS H
TPOMOOLIMTONEHHS Y HOBOPOAEHOTO. XHAPOXIOPOTHA3K/L MOKE J1a HAMaIH 00eMa Ha Ma3Mara, KakTo
W YTEpOIIaleHTAPHOTO KPbBoOOpallleHHe.

Pamunpun/amMnoaHnuH/XMapOXJI0pOTHAZHA

Hsama onut ot ynorpe6a Ha Pamunpwi/Amnoaunui/Xuapoxiiopornasua-aiikadapma npu GpemMeHHH
eHH. Bb3 OCHOBA HA HANIMYHHTE IAHHH 33 ChCTABKHTE HE Ce Npenophuea ynotpeda Ha
Pamunpun/Amaoaunun/Xuapoxnoporuasua-Yakikadapma npes mbpBoTO TPHMECEUHE HA
OpeMEeHHOCTTA, a ynoTpedara npes BTOPOTO U TPETOTO TPUMECEYHE € MPOTHBOMNOKA3aHa (BXK. TOYKH
43n44).

Kbpmene

Pamunpua/Amaoaunun/Xuapoxaopornasua-Yaiikagapma e npoTHBONOKA3aH B NepHOAA HA
KbpMeHe. TpabBa aa ce B3eme pelleHHe AaJH Aa e NPEYCTAHOBH KbPMEHETO HJIH Ja ce
npeycTaHoBH/Xa He ce npuiaara Pamunpun/Amaoaunun/Xuapoxaoporuasua-Yaiikagapma,
KaTO Ce B3eMaT NMpeIBH/I M0JI3aTa 0T KbPMEHETO 32 [IeTeTO H 0/13aTa OT TePanHATa 3a ’eHara.
KomOuHauMATa paMMNpui H XHAPOXJIOPOTHA3K/L € MPOTHBOMNOKA3AHA B NEPHOIA HA KbPMEHE.
PaMunpun v xuapoxXnopoTHA3K C€ EKCKPETHPAT B KbpMaTa 10 CTEMNeH, MPH KOATO MMa BEPOATHOCT 3a
nosBa Ha e)eKTH NPH KbPMAYETO, aKO KbPMauKaTa B3UMa TEPaneBTHIHH J03H PAMHUIIPHI H
XuapoxnopoTuasui. Mima HenocraThuHa HH(OpPMAaLIMA OTHOCHO ynoTpebara Ha paMUNpHI B NepHoaa
Ha KbpMeHe U TpAOBa /1a ce MPEANOUHTAT ANTEPHATHBHH JIEKapCTBa ¢ no-n1o06pe ycraHoreH npoduil Ha
6e30MacHOCT B NEPHO/A HA KbPMEHE, 0COOEHO NPH KbPMEHE Ha HOBOPOIEHO HJIH HEAOHOCEHO
KbpMmaue. XHIpOXJIOPOTHA3H] Ce eKCKPETHpa B KbpMaTa. YnotpedaTa Ha THa3HIH OT KbPMauKH B
NepHo/ia Ha KbPMEHE € CBbP3aHa ¢ oTciabBaHe WK J0PH NOTUCKAHE Ha NakTauuaTa. Moxke na ce
NPOABH CBPBXYYBCTBUTEIHOCT KbM CY/1(pOHAMUIHH NPOU3BOHH, XHIOKAIHEMHA H AIPEHA
*waTeHnua. [opaay Bb3MOKHOCTTA 3a CEPHO3HH PEAKLMH NPH KbpPMayeTaTa H KbM [BETE BELLIECTBA,
TpaOBa na ObJie B3€TO peleHne Aanu Na ObJe NPEKPaTeHO KbPMEHETO HIIH NPEKPATEHa TEpanHATa,
KaTo Ce B3EME MpPEeABH]l BAKHOCTTA HA TepanuATa 3a maikara. He e H3BecTHO 1a/1H aMJIOAHINHH ce
eKCKPeTHpa B KbpMaTa.

DepTHANTET

AMJIOAHNHH

[py HAKOM NALMEHTH, IeKyBaHH ¢ G/IOKEPH Ha KalLIMEBUTE KaHAHM € Cho01uaBaHo 3a 00paTHMH
OHOXHMHYHH NIPOMEHH B IIaBMYKATa Ha CnepmMaTo3ouanTe. KIHHUYHHTE JaHHH OTHOCHO BB3MOMKHHA
edexT Ha aMNOIHNHH BLPXY QEPTHIMTETA ca HelocTaThuHH. [1pH e1HO Npoy4BaHe BBPXY MUIbXOBE ca
ycTaHOBeHH HebIaronpuaTHH eeKTH BbPXY MbKKHA (EepPTHIHTET (BiK. TouKa 5.3).

XHUApOXJIOpOTHA3H]L
Hsama naHHM 0THOCHO edheKTa Ha XMAPOXIOPOTHA3N BPXY (hepTHIHTETA NPH XOpa.

[pu npoyuBaHus MpH ¥KHBOTHH XHAPOXJIOPOTHA3N/ HE OKa3Ba e(DEeKT BbPXY (epTUIHTETa HIH
3a4yeBaHeTo (BXK. Touka 5.3).

4.7 E¢exTn Bbpxy cnnocobHocTTa 32 wiogupane H padora ¢ MALIHHH

Hskou HexenaHu peakuvH (Hanp. CHMITTOMH Ha NMOHHKECHHE HA KPBBHOTO HaAraHe, KaTo Hamp.
MM&EB&HE} MOJKe 14 3acerHaT cnocobHoCTTa 3a CbCpEA0TOUYABAHE M pearupaHe, H a ¢b31anaT pHucK B
CHTYAlHH, B KOHTO TE3H CrnocoOHOCTH ca 0CODEHO BAXKHH (Hanp. YrpaBJICHHE Ha NPEeBO3HH CpeACTBa
WIIH MALLWHH).

Toea Mox<e na ce cay4u 0coOeHO B HAYAOTO HA JIEYEHHETO WK NPH 3aMAHa HA APYTO JIEKAPCTBO €
ToBa. He e npenoppuuTenHoO fa ce wodHpa WK paboTH ¢ MALIMHK MOHE HAKOJIKO Yaca o/Ie]l MbpBaTa
J103a MJIH C/1eJ1 yBE/IHYABaHE Ha 103aTa.
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4.8 HexelaHH JIEKAPCTBEHH PeaKUHH

OGo6wenne Ha npoduna Ha GesonacHocT

Pamunpun

Hati-uecto chobiaBaHnTe HeXeNaHH PeaklMi MO BpeMe Ha JIeYeHHe ¢ PaMHIIPUIT Ca MOBHILIEH Kani
B KPbBTA, rj1aBo0oIHeE, 3aMasHOCT, XHITOTOHHS, MOHHKEHO OpPTOCTATHYHO KPBbBHO HAJIATAHE, CHHKOI,
CyXa pa3Hellla KaluutHua, OPOHXHT, CHHY3HT, 3a[yX, CTOMALIHO-UPEBHO Bh3NaleHHE,
XPaHOCMMUIATENHH HApYLIEHH, AMCKOM(OPT B KOpeMa, AMCNENCHA, AMapHs, rajieHe, MoBpbliaHe,
0OpHB, B UaCTHOCT MAKYJIO-TIAMYJI03€H, MYCKYJIHH CNa3MH, MHanTH, rpbana fonka, ymopa.
Cepuosume HEXKeNIaHH peakLUMH BKJIHOYBAT arpaHyJIOUHMTO3a, NaHLUHTONEHHA, XEMOIMTHYHA aHEMHA,
MH(DAPKT HA MHOKap/1a, aHTHOEIEM, BACKYIHT, GPOHXOCTa3bM, OCTbP MaHKpeaTHT, YepHoapobHa
HEZ0CTATBYHOCT, ocTpa O1OpeuHa Hel0CTATEYHOCT, XeNaTHT, eKcONHaTHBEH 1EPMATHT, TOKCHYHA
enuIepMaiHa HEKPONH3a, CHHAPOM Ha CTHBBHC-/KOHCHH M epHTeMa MynTHHOpME.

AMIOAUNHH

Haii-yecto cboOlLaBaHHTe HEMKENAHH PEaKLHK 10 BPEME Ha JIeUeHHEe C aMJIOJIMITHH Ca CbHJIMBOCT,
3amaiieane, rnaBofonue, cbpuebuene, 3ayeppapane, 00JIKa B KOpeMa, rajieHe, noayBaHe Ha
riie3eHHTe, OTOK H yMopa. CepHO3HHMTE HEXKe/TaHH PeaKilH BKIIIOUBAT JIEBKOTICHHA,
TpombouuTOoneHus, MHGAPKT Ha MHOKApAa, NPeACHPAHO MbAKIEHE, KAMEPHA TAXHKAP/HA, BACKYIIHT,
OCTbP NaHKPEATHT, XENaTHT, aHTHOIeM, epHTEMA MyATH(HOPME, eKC(ONHATHBEH IEPMATHT H
cnHapoM Ha CTUBBHC-J/KOHCBH.

XHUAPOXJIOPOTHA3HA
AKTHBHOTO BELLIECTBO XMAPOXJIOPOTHA3ZHI MOKE /1a J0BEAE 10 BiOLIaBaHe HAa MeTabonn3Ma Ha

TTII0KO3aTa, TMMHANTE M MAKOYHATA KHCE/IMHA W 1a WMa 00paTHH e)eKTH BbpPXY Kaius B niasmara.
Hexenanure peakuuu, Hab/i01aBaHH Mo BpeMe Ha ynoTpedara Ha OT/IEIHHTE aKTHBHH ChCTABKH, Ca
TPYMHpPaHH B CIIEIHHTE KAaTErOPHH 110 YecToTa:

MHOro 4ectH (> 1/10); yectn (> 1/100 mo < 1/10); newectw (> 1/1000 no < 1/100); peaku (= 1/10000
no < 1/1,000); muoro peaku (< 1/10000), ¢ Heu3BecTHa yecToTa (OT HAIHYHHUTE JAHHH HE MOKE 1a
Ob/le HanpaBeHa OLIEHKa).

Yecrora Pamunpun AMI0IHNHH Xunpomopo‘mm'

Hapyuwenua na Kpvema u aum@nama cucmema

HevectH Eo3uHodpunus

Penku [ToHuKeH Opoi TpombouutoneHus
JIEBKOLIHTE (BKIL. (nouskora ¢ myprypa)
HEYTPOTEHHA 1
arpaMyJ/ounTo3a),
NoHHkKeH Opoi
€PUTPOLIMTH, MOHHIKEH
XeMOrJIOOHH, MOHHKEH

Opoit TpoMOOLIMTH
Muoro peaku Jlepkonenns, KocTHo-M03bUHA
TPOMOOLIMTONEHHA | CyNpechs,
arpaHyJIoLMTO3a,
XE€MOJ/THTHYHA AHEMHA,
JIEBKONEHNA
C HeuzeecTHa yectota | KocTHomozbuHa AnnacTiHyHa aHeMHs
HEeJOCTATBYHOCT,
MaHUUTONEHHA,

XEMOJIHTHYHA AHEMHA

Hapymenun HA UMYHRAmMAa cucmema
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Penku Peakuus na
CBPBXYYBCTBHTEIHOCT
MHoro peaku ANEprUYHH peaKLHH
C HeM3BeCTHA YecToTa | AHAHIAKTHUHH WITH
aHa(UIAKTOMIHH
peaxuHH, MOBHILEHH
AHTHAAPEHH aHTUTENA
Hapywienun na enooKpunHama cucmema
C uenspectha uectota | CHHApOM Ha
Hea/IeKBaTHa CeKpeLs
Ha aHTHAMYPETHYEH
XOpMOH
Hapywienua na memadoausma u xpanenemo
MHoro yecTn Xunokanuemus,
XHMEPIUMUIEMHS
Yectn [ToBHuien kanuii B Xunepypukemus,
KpbBTa XHMOMAarHe3ueMus,
XMIIOHATPHEMHS
Heuectn AHOpEKCHA, NOHKIKEH
aneTur
Penku XunepKanuneMus,
XHMIEPriuKeMus,
FIIMKO3YPHS, BIOLIABAHE
Ha MetabonuTeH auaber
MHoro peaku XunepravkeMus XunoxjaopeMuiHa
anKano3a
C HeusBecTHa yectota | [ToHWKeH HAaTpHii B
KpbBTa
Heuxuunu napywenus
Heuectu [ToTHcHaTo [Tpomenu B
HacTpoeHue, HACTPOEHHETO (BKIL.
TPEBOKHOCT, TPEBOMKHOCT),
HEPBHOCT, BescbHue, nenpecus
0e3nmoKoiiCTRO,
HApyLIEeHHs Ha ChHH,
BKJ1. CbHJIHBOCT
Peaku CneTosaHHe Ha O6bpkaHocT HapyeHus Ha cbH4,
00BpKaHOCT Jienpecus
C neussecTHa yectota | Hapymenus va
BHHMaHHETO
Hapywenus na nepsnama cucmema
Yectn ["naBoGonue, ['nasobonue,
3aMasHOCT 3aMasHoCT,
ChHIHBOCT (0cobeHo
B HA4aJI0TO Ha
JICYEHHETO
Heuectn CBeTOBBpPTENX, Tpemop, aucreysus,
napecresus, areysus, | CHHKomM,
ZMCrey3us XHIECTE3Nns,
napecresus
Penku Tpemop, HapylUeHHe ["napobonue, 3amMagHOCT,

Ha paBHOBECHETO

napecTesus




Muoro peaxu

[ToBHILEH MYCKYNIEH
TOHYC
(xunepToHyc),
nepudepHa
HeBpOnaTHs

C HeH3BECTHA YecToTa

Mo3zbuHa HCXEMHA,
BKJI. HCXEMHYEH
WHCYJIT H NpexoeH
HUCXEMHYEH ﬂpHCTbl'.l,
HapyLlIeHH
NCUXOMOTOPHH
cnoco0HOCTH, yceluaHe
3a napeHe, MapocMHus

ExcTpanupaMuaHH
HapyLleHus

Hapywenusa na ouume

Yectn

Hapyienus Ha
3PEHHETO (BKJI.

JIMTUIONHA)
Heuectn Hapywenus Ha HapylueHua Ha 3peHHETO
3PEHHETO, BKJL.
3aMBIJIEHO 3pPEeHHE
Penku KOHIOHKTHBHT

C HeM3BeCTHa 4yecToTa

OcTpa riaykoma cbe
3aTBOPEH BIbJI,
XOpOHIANEH H3/IHB

Hapywenus na yxomo u 1abupunma

Heuectn

LIym B ywure

Penku

Biowen ciyx, wym B
yuuTe

Cvpoeynu napyuwenus

YectH Cobpuebuene
Heuectn Hcxemusn Ha ApHTMHA (BKI.
MHOKap/a, BKJI. Opaaukapaus,
CTEHOKapAMA MM KamepHa
uHGAapKT HA MHOKAp/a, | TAXUKAPIAHA H
TaxHKapaus, apuTMHs, | NpeachpaAHO
cbplebHeHe, nepude- | MbiIEHE)
PEH OTOK
Penkn ApPHTMHH
MHoro peaku MudapkT Ha
MHOKapaa
Cooosu HapywieHus
Yectn XHNOTOHHS, 3aueppABaHe OprocTaTHuHa
OpTOCTaTHYHA XHMOTOHHA
XHMIMOTOHHA, CHHKOI
Heuectn 3auepsaBaHe XHMNoTOHHUA HekpoTH3upail aHrMMT
(BaCKYJIHT, KOXKEH
BACKYJIUT)
Penku CbaoBa cTeHo3a,
xunonepdysus,
BACKYJIUT

MHoro penxu

Backynur
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C HeW3BecTHa YecToTa

denomen Ha PeiiHo

Pecnupamopnu, zpbOnu u MEOUACMURAIHNE HAPYMCHUA

Yectn Cyxa npasHeiia 3amyx
Kawuua, GpoHXHUT,
CHHY3HT, 3aIyX
Heuectn BpoHxocnazem, BKIL. Kawnnua, puHHT

BJ/IOIIABAHE HA acTMa,
3anyLleH HOC

Mhoro peaku

PecnupaTopeH aucTpec
(BKJ1. MTHEBMOHHT U
HenoapobeH 0ToK)

Cmomamno-upeeni Ha

PYI{EHUA

YectH

CTOM&I.[IHO-‘{[JCBHO
BB3MAICHHE,
XpaHOCMHUIIATEITHH
HapyLlUE€HHHA,

JIMCTIENCHA, THAPHA,
raj€He, NOBpbilAHEe

auckoMgopT B KOpeMma,

["anene, Gonka B
KopeMma, IHCTIETNCHS,
MPOMEHH B
HOPMAJTHOTO
H3X0KaaHe (BKI.
JTMAPHA H 3aMeK)

["aneHe, noBpblLAHE,
JMapus, cnaseM, 3aryoda
Ha aneTuT

HeuectH

[Tankpeatut (c
HHXHOHTOpH HAa ACE
H3KJIHOUHTETHO PAAKO
ca cpoO1apaHu
Clly4aH ¢ neTajeH
H3X0/1), MOBUILIEHH
NaHKpeaTHYHH
€H3UMH, aHTHOEJIEM Ha
TBLHKHMTE uepea, Oonka
B rOpHaTa 4acT Ha
KOpeMa, BKJI. TacTpPHT,
3amnek, CyxoTa B ycrara

[MoBpbluaHe, cyxora
B ycTaTa

Penxu

["nocur

JuckomgopT B KOpema,
3aneKk

MHoro penku [Tankpearwur, [TankpeaTut
racTpMT,
XMMepniasus Ha
BEHLIMTE
C Heu3pecTHa yectoTa | AQTO3€H CTOMATHT
Xenamo-0unuapru HapyuieHus
Heuectu [ToBuineHu
4epHOAPOOHH eH3HMH
H/HJTA KOHIOTHpaH
OUNHPYOHH
Penku XonecratuuHa HutpaxenaranHa
HBJITEHHLA, X0/1eCTa3a, KbJITEHHLIA
xenarouenynapHa
yBpena
MHoro penxH HKbnTenuua,
X€MnarTuT, MOBHUIIEHH
YyepHoApoOHH
eH3umMu*
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C Hen3BeCTHa YecToTa

Octpa uepHoapobHa
HEI0CTaThYHOCT,
XOJIeCTaTHYEH HITH
LUMTOJIMTHYEH XENaTHT
(neraneH u3xona e
M3KJIHOYHTETHO PAIBK).

Hapymeuuﬂ HA KOMCama U ROOKOMCHAMA MbKaH

Yectu OOpHB, B HACTHOCT YprukapHusa v IpyrH
MaKyJ10-nanyJoseH oOpHBH
Heuectn aHTHOE/IEM, anoneLms, mypnypa,
M3KJIFOYHTENTHO PAAKO | NpOMAHA Ha LBETa
obcTpyKuMaTa Ha Ha KO/KaTa,
JMXATEHHTE MbTHILA | XMNEPXHAPO3a,
BCIIE/ICTBHE Ha cbpbex, 0OpHB,
aHTHOEIEMa MOJKE /13 € | EK3aHTEM,
C JIeTaIEH M3X0; ypTHKapus
chphes,
XHIepXHapo3a
Penku ekconuaruseH Peakuus Ha
JEPMATHT, YPTHKApHA, thoTouyBCTBHTENIHOCT
OHHXOJIH3a
MHoro penku Peakums Ha AHruoeaem, Peakums OT THI JIymyc
(hOTOYYBCTBHTENIHOCT | epuTeMa epHTEMAToIEC,
myntudopme, peaKTHBHpaHe Ha JIyIyc
ekconmaTueeH epUTEMATO/IEC,
JIePMATHT, CHHAPOM | HEKPOTH3HpaLll BACKYJIHT
Ha CTHBBHC- M TOKCMYHA enuaepMaliHa
JIKOHCBH, €1EM HAa | HEKpOJM3a
KeuHke, porouys-
CTBHUTEIHOCT
C HeussecTHa vyectoTa | TOKCHUHA Tokcuuna Eputema myntudopme
enuaepManHa enuaepManHa
HEKPOJIK3a, CHHAPOM HEKpOITH3a

Ha CTHBBHC-/[KOHCBH,
eputemMa myntudopme,
nemguryc, BlolaBaHe
Ha [ICOpHA3HC,
NCOpHATHYEH
JIEPMATHT,
neMUroMaeH Uiu
JIMXEHOHU/IEH €K3aHTEM
WITH EHaHTEM,
anoneums

Heonnazmu-0o6pokauecmeeru, 310Ka4ecmeeni

U Heonpedenenu (6K1. Kucmit i nOARNYU)

C HeM3BeCTHa YecToTa

Hemenanomen pak Ha
KokaTa (6azouenynapeH
KapLHHOM H
CKBAMO3HOK/IETBYEH
KapuuHom )**

Hapyutenua HA MYCKYJIHO-CKETemuama cucmema u CHeOUHUMETHAMI RTbKAH

Yectn

MycKyJ/IHH cna3mMu,
MUanrus

[Tonysane Ha
rNe3€HUTE,
MYCKYJIHH KpamIiH
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Heuectn

ApTpanrus

ApTpanrus,
Muanrus, donka B

ropba

MyCKyJIHA KpaMIiH

C Heu3BecTHa 4ecToTa

Hapywenun na dvopeyume u NUKOYHUME MyMmuL{a

TErao0, HaMaJlCHHE
Ha TErjioTo

HeuecTH Hapywena 6u0peuna | MHUKUHOHHH ["nuxo3ypwus,
(yHKUMSA, BKJI. OCTpa | HApYLIEHHS, HHTEPCTHLHANEH He(pPHT,
6bOpeuna HUKTYpHS, HapyiueHa 6b6peuna
HeZ0CTaTb4HOCT, nopuieHa yectora | ¢yHkuus, GeOpevna
MOBHUILIEHA IHYype3a, Ha YpHHHpaHe HEJOCTATEYHOCT
B/IOLIABAHE HA
ChILECTBYBALlIA
NPOTEHHYPHS,

MOBUIIIEHHE Ha ypesaTa
B KPBBTA, MOBHIIEHHE
Ha KpeaTHHHHA B
KpBBTA

Hapywenus na ep3npou3sooumeniama cucmema u 2vpoama

Yectu HMmnoTeHTHOCT

HeuectH [pexonna HUMnoTeHTHOCT,

HecrnocoOHoCT 3a rMHEeKOMacTHa
epeKLHA, MOHHKEHO
nubuao

C Heu3BecTHa wectoTa | ['MHeKomacTus

O01u HApYEeRUA U eeKmu Ha MACMOMO HA NPUI0NCEHUE

MHoOro 4ecTH OTok

Yectu I'pbana Gonka, ymopa | YMopa, acTeHus

Heuectn [Mupekcus ['pbana Honka, [ToBuiIEHa TeMnepaTypa

0OonKa, oTMaaHanoCcT

Penku ActeHus

C HeH3BecTHa 4ecToTa CnabocTt

H3cnedeanua

Heuectn HannaeaHe Ha

*B noBeyeTo cnyvau ¢ Xo/necTasa
** HemenaHOMEH pak Ha koxara: Bb3 0CHOBA Ha HANMYHHTE JAHHH OT ENUIAEMHOIOTHYHH NMPOYYBaHUA
€ YCTaHOBEHa 3aBHCHMa OT KyMYJIaTHBHATA A03a BPb3Ka MEKAY XHAPOXIOPOTHA3HA H HEMENAHOMEH
pak Ha KoxkaTa (BxK. M ToukH 4.4 u 5.1).

Crobmasane HA NMOJA03HPAHH HEKEIAHH PEAKIHH
Cpo0LIaBaHeTo Ha MONO3MPaHH HEeXeENaHH PeaklMi Clie/l paspellaBaHe 3a ynorpeda Ha JleKapcTBEHHS
NpoAyKT € BaxHO. TOBa NO3BOJABA A3 NPOABJKH HAal/IIOIEHHETO HA CHOTHOLIEHHETO 110/13a/PHCK 3a
NeKapcTBeHUA NMPoAYKT. OT MEAMLMHCKHTE CIELMATHCTH C€ H3UCKRA 1a ChOOLIABAT BCAKA
NOA03MpaHa He)KelaHa peakius Ha:

H3nbiaHUTENHA areHuMsa no NieKapcTeara

ya. Jlamsan ['pyes™ Ne 8

1303 Codpusn
Ten.: +359 2 8903417
yebcaiiT: www.bda.bg
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4.9 IIpeno3upane

Pamunpun

CHMITOMHTE, CBbP3aHH ¢ Npeno3ipaHe Ha HHXHOUTOpH Ha ACE MoKe 1a BKIIKOYBAT NMPeKOMepHa
nepudepHa BazoaunaTaums (C H31BEHA XHNOTOHKS, WOK), OpanuKapaus, eNeKTPOIMTHH HapyeHHs H
6uOpeuna HenoctatbuHOCT. [TauueHTbT TpabBa Na ce HabMoaaBa BHUMATEIHO H JIEYEHHETO €
CUMATOMAaTHYHO M noAabpxauwto. [peanaranure MEPKH BKIIOYBAT MbPBOHAYAIHA NETOKCHKALIMA
(cTOMaluHa MPOMMBKA, MPHIIOKEHHE Ha ancopleHTH) U MEPKH 3a cTabnIH3KMpaHe Ha
XEMOIMHAMMKATA, BKIOYUTEITHO IPHIOKeHHe Ha anda-1 anpeHepriuHH arOHHCTH HIIH @HTHOTEH3HH
IT (anruorensnHamMun). PaMUnpunar, akTHBHHAT METAOOIHT Ha PaMUITPHII, B MaJlka CTENeH ce
OTCTpaHABa OT KPbBOOOPALUEHHETO UPe3 XeMOAHaIH3a.

AMI0IHTIHH

Tpu X0pa OMHUTHT OT NpeIHAMEPEHO MPENO3HPaHE € OrPaHHYEH.

Hanu4HuTe 1aHHH NPEANOoNarar, Ye rojlsMo npeo3HpaHe MOKe N1a 0Be/ie A0 NpeKoMepHa
neprdepHa Ba30AMIATALMS M Bb3MOXKHO 10 pedexropHa Taxikapaua. Cpo0iaBaHo € 3a H3sBeHa U
BEPOATHO MPOJB/IKUTENIHA CUCTEMHA XHIOTOHMA, BKTIOYHTEHO M IOCTHIalla /10 LOK C JIETAIeH
H3XO/L

XHIpox10poTHA3HA

[Mpu npeapaznonoxeHw NauMeHTH (HANp. ¢ XMMEpNasHd Ha MpocTararda) MNpelo3HpaHeTo Ha
XHAPOXIOPOTHAZHA MOKE [a NPEIH3BHKA OCTPO 3albp/KaHe Ha ypHUHA.

[Mpeno3upaHeTo HA XMAPOXJIOPOTHA3KIL € CBBP3aHO C M34EPNBAHE HA ENEKTPOIHTHTE (XHITOKATHEMHS,
XHIOXJIOPEMHS, XHIIOHATPHEMHs ) M 00e3B0AHABAHE BCIIEICTBHE HA NpeKoMepHa auypesa. Hai-
YecTHTE MPHU3HALM H CHMIITOMH Ha NPE03UPAHE Ca rajieHe U COMHONIEHTHOCT. XHMOKaTHEMHATA
MO2K€ /13 MPeIM3BMKA MYCKYJIHH CMIa3MH H/MITH [1a 3aCHJIH KAMEPHH aDHTMHH, CBbP3aHH
eHOBpeMeHHaTa ynoTpeda Ha JUrHTaNHCOBH MIHKO3H/AH HIH HAKOH aHTHAPHTMHYHH JIeKapcTea.

Jleuenue

JleueHHeTO € CUMNTOMAaTHYHO M noaabpskaito. Moxe aa ce 0OMHCIH MbpBOHaYanHa AETOKCHKALHA,
Harp. Ype3 NpuoKeHHe Ha ancopbeHt. B ciayuail Ha xunoTonus TpabBa aa ce MMa NpeaBHI
npunarase Ha @ | -aJpeHepry4Hl aroHUCTH (Hanp. HopermuHePHH, JONAMHH) WM aHrHOTEH3UH 11
(aHrHoTeH3MHaMMA) B 106aBKa KbM 00EMHOTO M COJIEBO 3aMECTBAHE.

Ba3z0oKOHCTPUKTOp MOKE [ € OT 110133 3a Bb3CTAHOBABAHE HA CHIAOBHA TOHYC H KPbBHOTO HalAraHe,
aKo HAMA NPOTHBOMNOKA3aHHA 33 PUIAraHeTo My. MHTpaBeHO3HO NPHIOKEHHE HA KAJILMEB NTHOKOHAT
MOJKE [1a € OT 110133 3a npemaxsaHe Ha edekTuTe HA 6l0KanaTa Ha KaNUHWEBUTE KAHAIH.

Mma orpaHuueH WK HAMA HUKAKBB OMMT 10 OTHOLIEHHE epHKacHOCTTa Ha (hopcHpaHa vy pesa,
npomsana Ha PH Ha ypuHaTa, XeMOQUITPaLMs HiIH AMann3a. AKO BBIPEKH TOBA ce o0OMHCs Auanusa
Win xemo(HITpaLKs, TpAOBa 1a ce B3eMaT NpeBH/l PUCKOBETE OT aHa()HIATOHIHH PEaKLHH NpH
ynotpeba Ha anapaTtH ¢ BACOKOTPOMyCK/IMBa MeMOpaHa.

B HAKOH CITy4yaH MOe Ja € OT MoJI3a CToMallHa npoMuBka. [1pu 31paBu 106pOBOJILM € YCTAHOBEHO,
ye M3MOJI3BAHETO HA aKTHBEH BBIVIEH 0 2 yaca clie]l npunarate Ha 10 mg amnoMnyuH Hamanssa
CKOpOCTTa Ha abCopOLHA Ha AMIIOAMMHH.

Toit KATO AMJIOIMIHH CE CBBP3BA B rO/IAMa CTeneH ¢ 0eNTbliM, He € BEPOATHO JHanu3ara aa Obae oT
nonza. OTCcTpaHABAHETO HA THA3WIHKTE AMYPETHLIM Ype3 JUaTH3a ChLIO € MpeHeOpeRUMO MAJTKO.
JleuenueTo ce CbCTOM BbB Bb3CTAHOBABAHE HA BOJHO-EMEKTPONIHTHOTO PABHOBECHE, KOPHTHPAHETO Ha
XHUMOHATpUeMuATa TpAOBa Aa € MOCTENEHHO.

TpabBa na ce npeanpyHeMe aKkTHBHO NMOLIbPKAHE HA ChPAEYHO-CHA0OBATA LMPKYJIALMA, BKITIOYHTENHO
YecT KOHTPOJ Ha ChpJeYyHaTa W AMXaTeNnHaTa AefHOCT, NOBAMIaHe Ha KpaiflHHLUMTE H BHUMaHHe No
OTHOLLEHHE Ha UMPKyJaTOpHUA o0eM H Iuypesara.

5. ®APMAKOJIOTHYHH CBONCTBA
5.1 DapMaKoAHHAMHYHH CBOHCTBA
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dapmakoTepanesTH4Ha rpyna: HHXuouTopH Ha ACE, npyru koMOuHauuu
ATC kon: C09BXO03

MexaHH3BM Ha JeiCTBHE HA PAMHIIPHI

PamMunpuiat, akTHBHHAT METabOMNT Ha NPeeKapeTBOTO PAMHIPHI, HHXHOHpa eH3HMa
nunentuanikapbokcunenTuaasa | (CHHOHMMM: aHPMOTeH3MHKOHBEPTHPALU €H3HM; KHHHHa3a I1). B
I1a3MaTa ¥ TbKaHHTE TO3H €H3HM KaTamH3HPa NpeBpbIUAHETO HA AHFHOTEH3HH | B aKTHBHOTO
ChOCBHBAILO BEILIECTBO aHTHOTeH3MH 1 1 pasrpakaaHeTo Ha AKTHBHHA Ba30/1M/IaTaTop GpalHKHHUH,
HamaneHoto ofpa3ysaHe Ha aHrnoteH3uH Il 1 MHXMOMPAHETO Ha Pa3rpaXkJaHeTo Ha OpaaMKHHHHA
BOJAT /10 pa3lIHpABaHe Ha ChOBETE.

Tbit kato aHruoTensuH 11 cTHMyIMpa W 0cBOOOXK1aBAHETO Ha ANAOCTEPOH, PAMHIIPUIAT NPHYHHSABA
HaMasleHHe Ha ceKpeuHaTa Ha angoctepo. CpeaHuaT eekT Ha MOHOTEpanHUATa C MHXHOMTOP Ha
ACE e no-cnab npu 4epHoKkoH (¢ adpo-kapuOCku NPOU3XOM) XHNEPTOHHLM (MONyNalus
XHMNEPTOHULHM ¢ 00MYaliHO HUCBK PEHHH), OTKOJIKOTO NPH JAPYTH NalHEHTH.

Papmaxoounamuynu egexmu

TpUIOKEHUETO HA PAMHMIIPHIT NPEAH3BUKBA H3ABEHO HAMAIEHHE HA NEPH(EPHOTO apTEPHATHO
chrpotunenre. Kato usio HAMa roreMu npoMeHH B NOTOKA Ha IU1a3Ma npe3 6b0peumTe u cKopocTTa
Ha riaomepynHa Guntpauus. [PUIOKEHHETO HA PAMHUIPWIT NPH MALMEHTH C XUNEPTOHHUS BOAM 10
MOHHKEHHE HA KPbBHOTO HANIATAHE B JIETHATO H B H3MPaBEHO NonoxkeHHe 6€3 KOMIEHCATOPHO
MOBUILIEHHE HA YeCTOTATA HA ChpAeYHaTa JeHHOCT.

[pu MOBEYETO NALMEHTH AHTUXUNEPTEH3IUBHUAT e(EKT HA eJIHHHYHA /1032 HACTbNBA 3a0€N1EKHMO 1
110 2 yaca creq NepopaHo npHiaraHe. MakCHMaTHUAT epeKT Ha CAHOKPATHO NPHIOKEHa 1032
0OHKHOBEHO e mocTHra 3 10 6 yaca ciell nepopaiHoO NPHIGHEHHE. AHTHXHIIEPTEH3HBHHUAT eeKT Ha
€/IHOKPaTHO MPHIIOKeHa 103a 0OMKHOBEHO Tpae 24 vaca.

MaKCHMAITHHAT aHTHXHNEPTEH3HBEH eeKT Ha MPOAB/DKABALLO JIeYeHHE C PAMHIPHI OOHKHOBEHO Ce
nocTHra criea 3-4 ceIMHLMK. Y CTAHOBEHO €, Ye aHTHXHUIEPTEH3HBHHAT e(eKT MPH ABJIr0CPOUHO
NeyeHHe, NpOTb/IKABALLO 2 MOIMHKU, OCTaBa HEMPOMEHEH.

Ps3K0OTO ciMpaHe Ha paMMITPUI He TIPeIM3BHKBA ObP30 M NMPEKOMEPHO NMOBHIIEHHE HA KPLBHOTO
HansraHe karo geHoMeH Ha pubayHu.

Knunuuna eduxacHoct n Ge3onacHocT

Ynorpebara Ha koMOuHauMATa Ha HHXUOHTOP HAa ACE 1 Gnokep Ha peLIenTOpHTE 3a aHTHOTeH3HH [l e
M3MMTaHA B [IBE TONIEMH PaHIOMH3HpaHn KonTponupanu u3nuteanua (ONTARGET (ONgoing
Telmisartan Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rnobanso
M3MMTBAHE Ha TEJIMMCAPTaH CAMOCTOATETHO H B KOMOMHALIMA C PaMUMIPKA ¢ KpaiiHa Touka) H VA
NEPHRON-D (The Veterans Affairs Nephropathy in Diabetes)).

ONTARGET e npoyusaHe, NPOBEAEHO NMPH NALUMEHTH C aHAMHE3A 3a ChPJAEYHO-CHIA0BA HIH
MO3BYHOCHI0BA GONECT WM 3axapeH quabeT THI 2 ¢ JaHHM 33 HATMYHO YBpeXkIaHe Ha oprand. VA
NEPHRON-D e npoy4saHe npH MauxeHTH cbe 3axapeH anaber tun 2 u auabeTHa Hepponartus.

Te3u npoyuBaHHs ca NOKA3aIH JIMNCA Ha 3Ha4YMM OGnaroTBopeH edekT no oTHoLleHHe Ha ObOpeLnTe
H/WIH CBPAEYHO-CHAOBHTE KPaifHH TOYKM H CMBPTHOCTTA M € YCTAHOBEH MOBHILIEH PHCK 3a
XHIepKaATHEMHS, 0CTpo OBOPeYHO yBpekIaHe W/WIH XMIOTOHHS B CPaBHEHHE ¢ MOHoTepanuaTa. Karo
C€ MMAaT NpeaABHA CXOAHHTE HM d)apmako,unﬂamwmn CBOHCTBA, TE3H pe3ynTaTi ¢a OTHOCHMH H KbM
apyrute unxuburopu Ha ACE 1 G1okepH Ha peLenTopuTe 3a aHrHoTeHsuH Il

3aroea uHxuOUTUpH Ha ACE 1 Gnokepy Ha perientopuTe 3a anruoTensuH 11 ve TpsGsa na ce
M3M0J13BAT €AHOBPEMEHHO NPH NaLMeHTH ¢ AHabeTHa HedponaTHi.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints -
H3NUTBAHE HA AIMCKHPEH NpH auaber Tin 2 ¢ KpaiiH{ TOYKH MO OTHOLIEHHE HA CHP/AEYHO-CHI0BA U
6B0peuHa Gonect) e NpoyuBaHe, MJIaHHPAHO 1a NPOBEPH MON3aTa OT 400aBAHE HA ATMCKUPEH KbM
CTaHJAPTHOTO JedeHne ¢ HHXuOuTop Ha ACE nin Gnokep Ha peLienTopHTe 3a aHrHoTeH3uH I npn
NaLUMEHTH CbC 3axapeH a1ader TMn 2 ¥ XpoHuuHa GbOpevHa HeTOCTaThuHOCT, ChpAEYHO-CHA0BA
Gonect, win 1 agete. [1poyuBaHETO € MPEKPaTEHO PAHO NMOPa]H YBEIHUEH PUCK OT HEOIArONpHATEH
pesynrar 3a nauneHTHTe. KakTo CMBPTHHTE CiTy4aH, Ib/KAIH CE Ha ChPAEUHO-Ch10BH NPHIHHH,
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TaKa H HHCYJITHTE, Ca OMJIM C YHCIIEHO MO-BMCOKA YECTOTa B rpynara ¢ AJMCKHPEH, OTKOJIKOTO B
rpynara ¢ nnauebo, ¥ CEpHO3HHTE HEIKENaHH ChOHTHSA, KbM KOHTO € OMJ1 HACOYEH HHTEPECHT
(XMnepKanMeMus, XHIIOTOHHUs W HapyleHHe Ha ObOpeyHaTa gyHKUHA), ca CboOLIABAHH MO-YECTO B
rpynara ¢ alMiCKHpeH, OTKOJIKOTO B TpynaTa ¢ nnaueto.

MexaHH3BLM Ha AeficTBHE HA AMJIOIMINHH

AMJTOIMITHH € MHXHOWTOP HA HABJM3aHETO HAa KallMEBH HOHH OT rpynaTa Ha JAWXUIPONMHPHIHWHHUTE
(6nokep Ha GaBHMTE KAHATH WM AHTArOHMCT HA KAILUMEBHTE HOHH) M HHXHOHpPA TPAHCMEMOPAHHOTO
HaBJIH3aHe Ha KaJlMeRH OHH B ChpJeYHaTa M ChI0BATA IIaJKa MyCKyaTypa.

MexaHH3MBT Ha AHTUXHMEPTEH3UBHOTO IEHCTBHE HA aMJIOIHIHHA CE€ AbKH HA MPEKHs OTmycKall
eeKkT BLPXY ChIOBATA MaaKka MycKysiaTypa. TOUHHST MEXaHHIbM, N0 KOHTO aMnoauMnuH ofnek4yasa
CTEHOKApIHATA, HE € OMpeJieNieH HAaMbIIHO, HO aMJIOIMIIMH NMOHHKABa LANOCTHATA HCXEMHYHA TEKECT
MNOCpeACTBOM CNEOHHTE ABE neicTBUA:

1) AMIOIMNHH pasuMpsea nepuepHUTE apTEPHOIN H TaKa HAManiABa UANOCTHOTO nepudepHo
CLNPOTHBIIEHHE (CleHATOBAPBAHE), CpeLly KoeTo paboTH cbpueTo. JIOKOIKOTO ChpleuHaTa
4eCTOTa OCTaBa HeMpPOMEHeHa, TOBA Pa3ToBapBaHE Ha ChPLETO HaMalIABa Pa3xoja Ha eHeprus
OT MHOKap/ia H MoTPeOHOCTHTE OT KHCJIOPOAL.

2) MexaHu3MBT Ha JEHCTBHE HAa aMJIOJIMIIMH BEPOATHO BKIOYBA M [AW/ATallMA Ha IIaBHHTE
KOPOHApPHH apTePHH U KOPOHAPHHTE apTEPHOJTH, KAKTO B HOPMAJIHHTE, Taka W B HCXEMHYHHTE
yuacTbiy. Ta3u AUnaTalus noBuiiasa cHabIABaHETO HAa MHOKap/1a ¢ KMCIOPO NPH NaLHEeHTH
CBC CMIa3bLM Ha KOPOHApHA apTepus (cTeHoKapaua Ha Prinzmetal uan papuaHTHa CTEHOKapHA ).

[MpH NauUHEHTH C XUNEPTOHHA JO3HPAHETO BEIHbK JHEBHO OCHTYPABA KIIMHUYHO 3HAYHMH MOHHKEHHS
Ha KPBBHOTO HalfAraHe, KakToO B JIErHAN0, TaKa M B M3MPABEHO MOJOXKEHHE, Tpe3 uenus 24-uacos
nepuon. [Nopanu GaBHOTO Ha4ano Ha AEHCTBHMETO NMPH MPUIAraHe Ha aMmJIONMIHMH He ce Habmojasa
OCTpa XHIOTOHHA.

[pH NaLUMEHTH CBC CTEHOKAPAMS, PHUIOKEHHETO HA AMIIOJMIHH BEJHDBX IHEBHO YIb/IKaBa 00LOTO
BpeMe Ha (PH3HYECKO HATOBAapBaHe, BPEMETO [0 NpOosBa Ha CTEHOKApAMATA H BPEMETO 10 NOHHKEHHE C
1 mm Ha ST-cerMeHTa, M NOHMKABA YECTOTATA HA CTEHOKAPAHHUTE NPHCTLNHN K ynoTpebara Ha TabNeTKH
rMHUEPHITPHHHTPAT.

AMJIOJIMIIHH HE € CBbP3aH ¢ HeGnaronpuATHH eeKkTH BbpXy MeTaboaH3Ma WH NPOMEHH HA THIMHIINHTE
B IJIA3MATA ¥ MOXKE [1a C€ M3M10J13Ba NPH MALMEHTH ¢ acTMa, IMabeT H nojarpa.

MexaHH3bM Ha JelicTBHE HA XHAPOXJIOPOTHA3ZHI

XHAPOX/IOPOTHASHA € THA3HEH JHyPETHK. MeXaHH3MbT Ha AHTHXHIEPTEH3HBHHA eeKT Ha
THA3MIHWTE AMYPETHLH He € HambJIHO u3BecTeH. Toil HHXMOHpa peabcopOuMATa HA HATPHIT U
XJIOPHAHM HOHH B IMCTANHHTE TyOYJIH, BOJEHKH 10 eKCKpelns Ha okono 15% ot puntpupanus ot
rJIOMEpY.IUTe HATPHI U HAa EKBHBAIEHTHO KOJIMYECTBO XJIOPHIHH HoHH. [1oBHILIEHATA EKCKPELIHS HA
Te3H HOHM npe3 ObOpeurTe Ce ChITBTCTEA OT MOBHIIEHA 1HYpe3a (BCNeACTBHE HA OCMOTHYHO
cBbp3BaHe Ha Boja). EkckpeuuaTa Ha Kainii U MarHe3uii € NOBUIIEHA, A HA NHKOYHA KHCeNHHa -
MOHMKEHA. BHCOKH [103M XHIPOXJIOPOTHA3K/] MOJKE 1a MOBHILAT EKCKPELMATA Ha GHKapOOHaTHH HOHHU
nopaau HHXHOHpaHe Ha kapOoaHXHapaTasaTa, BOJIELLO 10 ANKalNHH CToiiHOCTH Ha pH Ha ypunara.
ALIH/1032 HIIH AIKA103a HAMAT 3HaYHM e(EeKT BLPXY CalypeTHYHHTE H IHYPETHUHHTE epeKTH Ha
XHIPOXJIOPOTHA3MA. B HA4alOTO Ha TepanuATa CKOPOCTTA Ha romMepy Ha (GHATPaLHA € MOHHKEHa B
MHHHMaJHa cTeneH. [1o0 BpeMe Ha ILATOCPOYHO JIeYeHHE ¢ XHAPOXJIOPOTHA3H/L EKCKPEeUUATa Ha
kanuuii npes 6uOpeunTe ce noHnxkaea. To3W MEXaHHIbM Ha JEHCTBHE MOXKE Ja JOBEAE 10
XHNepKaTLHEMHS.

Bb3MOKHH MEXaHH3MH HA AHTHXHUIIEPTEH3UBHOTO JEHCTBHE HA XMAPOXIOPOTHA3K] CA: MPOMEHEHHAT
HaTpueB OallaHc, HAMANEHUETO Ha H3BBHKIIEThYHATA BOIa M 0DeMa Ha rasmara, NpoMAHa B
CHIPOTHRJIEHHETO Ha OBOPEUHHTE CHIOBE, KAKTO M HAMAIEH OTTOBOP KbM HOpENHHEdPHH H
anruotensun I1. O6cbxkaa ce 1 NOHHAKEHHE HA ChIIPOTHBIEHHETO Ha NepUEpHHTE CHAOBE, BEPOATHO
OBJKALIO CE HA MOHWKEHHE HA KOHLEHTPALIMATA HA HATPHA B CTEHHTE HAa KPHBOHOCHHTE CBIOBE,
BOZIEILO /10 MOHMKEHA YYBCTBHTEIHOCT HA ChAOBHTE CTEHH KbM HOPEMHHEDPHH.
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HemenanomeH pak Ha Koxata: Bb3 0CHOBa Ha HAIHYHHTE JaHHH OT EMHAEMHOIIOTHYHH MPOYYBaHHA €
YCTAHOBEHA 3aBUCHMA OT KyMYJIaTHBHATA 1033 BPb3Ka MEXIY XHAPOXJIOPOTHA3H/ H HEMEIAHOMEH
pak Ha kokata. B eflHO npoy4BaHe e BKJIIOYEHA NOMyNalus, ChCToALa ¢e oT 71533 ciyyas Ha
6azouenynapen kapunHoMm (BLIK) u 8629 cnyuas Ha ckeamosHoknerbueH kapunHom (CKK),
cbrnocTaseHn choTBeTHO ¢ 1 430 833 u 172 462 KoHTpoaM OT HaceleHHeTo. YnoTpebara Ha
3HAYMTE/THO KOJIHYECTBO XHAPOXJIOPOTHA3HA (KyMYIaTHBHO KonH4ecTBo > 50 000 mg) e cebp3aHa ¢
KOPHIHPaHO BEPOATHOCTHO oTHOWweHHE (OR - odds ratio) 1,29 (95 % CI: 1,23 - 1,35) 3a BLIK 1 3,98
(95 % CI: 3,68 - 4,31) 3a CKK. SicHa 3aBMCHMOCT MeKIy KyMy/IaTHBHATa 1032 H edekTa e
yCTaHOBEHa KakTo 1o oTHoweHue Ha BLIK, Taka u no otHowexnune Ha CKK. [Ipyro npoyusaHe e
MOKa3a10 Bh3MOXKHA BPb3Kka Mexkay pak Ha ycrHara (CKK) v ekcno3vums Ha XHapoxnopoTHasua: 633
cyyas Ha paK Ha YCTHATa Ca ChIIOCTABEHH C KOHTPOJIHA H3BAKA OT HACEIEHHETO, ChCTOoALIA ce OT 63
067 aywm, NoCpeCTBOM CTPATErHa HA M3BAKH OT PUCKOBATA MOMYIaLus. Y CTAHOBEHA € 3aBHCHMOCT
MeK/Iy KyMy/aTHBHATa 103a M edekta ¢ kopurupano OR 2,1 (95 % CI: 1,7-2,6), koeTo HapacTsa 10
OR 3,9 (3,0-4,9) npu Bucoka ao3a (~25 000 mg) u OR 7,7 (5,7-10,5) npu Haii-BHCOKAaTa KyMyJIaTHBHA
no3a (~100 000 mg) (Bx. 1 Touka 4.4).

Dapmakodunamiun egpexmu

JlnypeTHuHHAT eheKT Ha XHIPOXIIOPOTHA3M/ Ce NPOsBABA cell 2 4aca, MAaKCHMATHHAT e(eKT-0KoII0
YeTBBPTHA Yac, a AelCTBHETO MPOAb/KaBa NpUOIN3UTENHO 6-12 uaca.

AHTHXHIEPTEH3NBHUAT eIeKT ce nomyyasa cie 3-4 eHa M MOJKe 1a NPOALJIKH A0 €/HA CeAMHLIA
cile/l npekpaTaBaHe Ha Tepanuata. [Ipy XpOHHYHO MPHIOKEHHE AHTHXHNIEPTEH3NBHHUAT epeKT Ha
XHIPOXJIOPOTHA3KA TIPH NOBEYETO MALMEHTH € 10303aBUCHM NpH 1031 ot 12,5 mg/nex no 50-

75 mg/nen.

[MoHMXkaBaLIMAT KPHBHOTO HaAraHe eeKT ce ChITHTCTBA OT JIEKO MOBHIIEHHE Ha (PHUITPaLMOHHATA
({pakums, CLNPOTHRIEHNETO HA ObOPEYHHTE ChAOBE H PEHHHOBATa aKTHBHOCT B Ijla3Mara.

Hap onpesenena 103a TepaneBTHYHHAT eeKT HAa THA3HIHHTE JUYPETHLIH OCTAaBa HEW3MEHEH, 10KaTO
YBEJHUEHHETO Ha HexenaHnTe eeKTH ¢ yBelMuaBaHe Ha /103aTa NpoabJKaBa: B cTyyai Ha
Hee)HKACHOCT NMOBHILABAHETO Ha J103aTa HaJl MPenopbyaHaTa J03HPOBKA HE € OT 10138 H 4YeCTo ce
noHacs 3ne (BxK. Touka 4.2).

[Mpu nauxeHTH ¢ GpOpeueH HHCHNKAEH AHabeT XHAPOXJIOPOTHA3H HAMAIABA KOJHYECTBOTO HA
YPHHATA M MOBHILABA OCMONANHTETA HAa YpUHATA.

XuapoxsopoTHazn He e epuKaceH NpH NaUMeHTH ¢ XPOHHYHA ObOpeYHa HEeNOCTATBYHOCT (KJIMPBHC
Ha kpeaTnHuHa < 30 ml/min w/unm kpeatHuH B cepyma Han 1,8 mg/100 ml).

Ieduampuuna nonyrayus (om 6-200umna ev3pacm)

EBponeiickara areHuHs no JeKkapcTBaTa 0CBOOOKAABA OT 3a1bJUKEHHETO 3a MPEeIOCTaBAHE Ha
PE3YNTATHTE OT NpoyyBaHuATa ¢ PaMUnpun/AMaoannuH/ X uapoxJopoTHa3H BbB BCHYKH MOArpyNnH
Ha MeJHaTpHYHATA MOMyNalKA 3a JIieYeHHe Ha XHNEPTOHHS Ha OCHOBAHHE, Y€ KOHKPETHHUAT
NIEKAPCTBEH NMPOLYKT HE MPEeICTaBIABA 3HAYMMA TEPaneBTHYHA NM0/13a NPH CbUIECTBYBALLMTE JIEUEHHUS
Cpe/l NALUMEHTHTE B JETCKA Bb3pacT (BK. Touka 4.2 3a uHdopmauua oTHocHo ynorpeba B
neauaTpuaTa).

5.2 PMapMaKOKHHETHYHH CBOHCTBA

Pamunpuia

Abcopbyua

Crnea nepopaiHo npunaraie paMunpui ce abcopdupa 6bp30 0T CTOMALIHO-YPEBHHS TPAKT: BbPXOBaTa
IJ1a3MeHa KOHLEHTPALMA Ha paMunpui ce aoctura a0 1 yac. Ceaeiku no KONHYECTBOTO, KOETO ce
OTKpHBa B ypHHaTa, abcopOuuaTa e noHe 56 % 1 He ce BINAE 3HAYHMO OT HAIHYHETO HA XpaHa B
CTOMALIHO-YPEBHHA TPakT. BHOHANTMYHOCTTA HAa AKTHBHHA MeTabOIHT paMHIIPUNIAT Clie]l MEPOPATHO
npHnarase Ha 2,5 mg win 5 mg pamunpun e 45 %.

BopxoBara niiasMeHa KOHLEHTPALIMSA HA PAMMIIPWIAT, €IMHCTBEHNA AKTHBEH METAOONHT Ha
pamMMnpui, ce aoctura 2-4 yaca cnej npuema Ha pamunpuil. CTauHOHapHH N1a3MeHH KOHLGHTpaLUUH
Ha PaAMHIPHIAT NPH NPHEM BeHBK JHEBHO HAa OOMYaiHUTE 103H PaMHIPHII C€ NOCTHIaT OKOJIO
YeTBBPTHA JI€H CNE/ 3aMoUBaHe Ha JICYEHHETO.
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Pasnpecdenenue
CBBp3BAHETO HA PAMHIPHIT ChC CEPYMHHUTE GenThLM € 0Koso 73 %, a Ha paMHIpWIar - okono 56 %.

Buompancghopmayun
PaMHITPHIT MOUTH H3LANIO Ce MeTaboIM3Hpa 10 PAMHIIPUIAT M 10 AWKETONHUIIEPa3HHOBHA €CTep,
JHKETOTUNEPA3HHOBATA KMCENHHA H NTIOKYPOHHANTE Ha PAMHINIPHII H PAMHIIPHIIAT,

Enumunupane

Ekckpeuusra Ha MeTabonuTHTE Ce H3BbPILIBA NMPEAUMHO upe3 ObOpeuuTe.

KoHueHTpauuaTa Ha paMUIpPHIAT B N1a3MaTa HaMaaBa B HAKONKO (asu. [Nopaan CHIHOTO CH
cebp3sare kbM ACE, K0oeTo MojKe 1a IOCTHIHE HacullaHe, ¥ faBHaTa IMCOLMALIMA HA KOMIUIeKca ¢
€H3UMa, PAMUIIPHIAT HMA MPOALIKUTENHA (a3a HAa TEPMHUHATHO ETMMUHMPAHE C MHOTO HHCKH
KOHLIEHTpALIHMH B IU1a3Mara.

Cnea MHOTOKpaTHO MpUJIaraHe Ha paMHNPHI BEHBK THEBHO MOJTYYEHHUAT MOJTYKHBOT M0 OTHOLIEHHE
KOHLIEHTpauuaTa Ha pamunpuiaar e 13-17 waca npu 1034 5-10 mg W No-IbABT MPH NO-HUCKUTE J03H
no 1,25-2,5 mg. Ta3u pa3nvka ce Ib/IKH Ha NOUIeKAIHA Ha HACHILAHE KAanalHTeT Ha eH3MMa 3a
CBBP3BAHE C PAMUIIPHIIAT.

Cnen enHOKpaTHO NMpHIaraHe Ha eHa nepopanHa Ao3a pamunpui 10 mg KoHUEHTpauusaTa My B
KbpMaTa € MoJl rpaHuliaTa Ha OTKpHBaHe. He e N3BEeCTHO KaKbB € e)eKTLT NIPH MHOTOKPATHO
npHiaraHe.

Iayuenmu ¢ 6vbpeuno yepexcoane (8xc. moyrka 4.2)

EkckpeumsTa Ha paMHUMpHIar npe3 ObOpeunTe € MOHMKEHA MPH MALMEHTH ¢ HapylleHa ObOpeuHa
(YyHKLHA ¥ PEHATHUAT KIMPBHC HA PAMHIIPHAIAT € NMPONOPLHOHANeH Ha KIIHPbHCA Ha kKpeaTHHHHA. Tosa
BOIM JI0 MOBHILEHH KOHLEHTPALIHKM HA PAMHIIPHIAT, KOMTO CRajaT no-6aBHO, OTKOIKOTO MpH Xopa ¢
HopMaiHa 6bOpeuHa QyHKLUHS.

Hayuenmu ¢ yepHoOpobHo yepexcoane (exc. mouxa 4.2)

[1pu nauMeHTH ¢ yBpeaeHa 4epHOApoOHa PYHKLMA NPEBPBIIAHETO HA PAMHUIIPHI 10 PaAMHNPHIAT €
3abaBeHO NOpaay NO-HUCKATa AKTHBHOCT HAa YEPHOAPOOHHTE ECTEPA3H H MPH TE3H NAUHEHTH
KOHLEHTPALMATA HA PAMHIIPH/ B IJ1a3MaTa € NoBHieHa. BbpXOBHUTE KOHUEHTPALH Ha paMUNpHIAT
TpH TE3M NalUMeHTH obaye He ca pa3iIMYHH OT TE3H NPH XOpa ¢ HopMaiHa YepHoapoOHa yHkums.

AMJIOIHNHH

Abcopbyus, pasnpedenenue, cébpssane ¢ Geamvyu 6 KIAIMAMa

[Npu nepopanHo NpUIIoKEHHE B TEPANEBTHYHM 103H aMIIOJMNHH ce abcopbupa nobpe, kato
BBPXOBHTE KOHLEHTPALMH B KPBBTA C€ JIOCTHraT Mexay 6 M 12 yaca ciiea npHema Ha 103ara.
Ouexkata Ha abcosoTHaTa GHOHATHYHOCT € MexIy 64 % u 80 %. OGemMbT Ha pasnpeneseHue e
npubnuzurento 21 Vkg. [pu npoyusanus in vitro e yctaHoBeHo, ue 97,5 % OT aMIIOHNKHHA B
KPbBOOOPALLEHHETO € CBBP3aH C NIa3MeHHTe OEeNThbLUM.

BHOHaIMYHOCTTA HA AMJIOIMITHH HE CE BIHAE OT MPHEMA HA XPaHa.

Buompanchopmayus/enumunupare

BpemeTo Ha TEpMUHAIIHO NMOMyeTHMHHHUpAHE OT MJ1a3Mara e okosio 35-50 uaca v ChOTBETCTBA HA MPHEM
BEIHbX OHEBHO. AMJOAHMIHH B rojama cTerneH ce npepafoTBa B uepHMs 1po0d 10 HEAKTHBHH
metabonuti, kato 10 % oT M3X0AHOTO chenuHeHHe W 60 % oT MeTaboNUTHTE ce M3XBBPJAT upes
ypHHarTa.

Vnompe6a npu uepnoopobro yepexcoane

HanuyHu ca MHOro orpaHH4YeHH KIMHHYHH JIaHHH OTHOCHO TMPHIOXKEHHETO HAa aMJIOJHNHH NpH
NalKeHTH ¢ YepHOApoOHO yBpexkaane. [Ipu nauueHTHTe ¢ YepHOAPOOHA HENOCTATEUHOCT KIHPBHCHT
Ha aMJIOJIMITHHA € MOHWKEH, BC/IEICTBHE HA KOETO MOJIYKUBOTHT MY € MO-IbJBI W MUI0INTA N0 KpUBaTa
(AUC) e yennuena ¢ npubnusurento 40-60 %.

Vnompeba 6 cmapuecka ev3pacm
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BpemeTo 3a nocTHraHe Ha BbPXOBHTE KOHIEHTPALMH HAa aMJIOJMITHH B NJIa3MaTa npH Xopa B
cTapuecKa Bb3pacT H Mo-mMiaaau e cxoaHo. [1py nauMeHTH B cTapyecka Bb3pacT HMa TEHIEHLHA 3a
MOHHKEH aMJIOIMITHHOB KIMPBHC ChC ChOTBETHO noBuuieHH AUC v BpeMe Ha nojyeNHMUHHPaHe.
MoeuwennsTa Ha AUC u BpeMeTo Ha NojyelMMHHHpPAHE NMPH NAaLKEHTH CbC 3aCToNHA ChplevHa
HEIOCTAaThYHOCT €A KaTo OYaKBAHMTE 32 NPOYyUBaHaTa Bb3pacToBa rpyna NalueHTH.

XHapoxJiopoTHa3Ha

Abcopbyua

Crnen nepopaiHo NpuiaraHe Ha 103a XMAPOXJIopoTHasua abcopbumsra e 6bp3a (Tmax okono 2 vaca).
[Tpu no3u B TepaneBTHYHHA 00xBaT noBuueHHeTo Ha AUC e TMHERHO H MPOMOPLUHOHAIHO Ha A03aTa.
EdekTbT Ha XpaHaTa BbpXy abcopOuMATa Ha XHAPOX/IOPOTHA3HI BIHAE CNAd0 BbPXY KIHHHYHHA
pesyanrar. Clien nepopainHo npuiarade abcomoTHaTa GHOHATHYHOCT Ha XuapoxsopoTHasia e 70 %.
[Mpu 3acToiiHa chbpaeUHa HEAOCTATBYHOCT abcopOuMATa HA XHIPOXJIOPOTHA3H/L € HAMAJIeHa.
MeTabonu3MBT Ha XHIPOXJIOPOTHA3K/ HE Ce MPOMEHs MPH NPOABLIDKATENHOTO npunoxkenue. Cnea 3-
MECEUHO NIeYeHHe ¢ AHeBHa A03a 50 mg XuapoxaopoTHa3ua abcopOuunaTa, ENHMHHHPAHETO H
€KCKPELMATA Ca CXOJHH C TE3H NPH KPATKOCPOUHO JIEUEHHE.

Paznpedenenue

XHIPOXIOPOTHA3K]L CE HATPYNBA B EPHTPOLIMTHTE, KATO MAKCHMAIHATA KOHLIEHTpaLMA ce 10CcTHra 4
uaca ciejl nepopanto npunarade. Cnea 10 yaca KOHUEHTPAUMATA B EPHTPOLIMTHTE € NPHOAH3MTENHO
3 mbTH MNo-BUCOKA, OTKOJIKOTO B IJiasMara. CnoOuiasa ce 3a CBBP3BAHE C 6BJ'ITI:l[lrITe B Inasmara
okono 40 %-70 %, a npuBuaHUsT 00eM Ha pasnpeaeneHue ce oueHssa Ha 4 - 8 1/kg.

[Tony>KMBOTHT BapHpa B LIMPOKH TPAHHLIM: MPH Pa3/IHYHHTE HHIHBHIK TOH € Mexay 6 u 25 vaca.

Memabonuzem
XHapOXIOpOTHA3K NMOIEXH Ha YepHoApoOeH MeTaboNIn3bM B NpeHeOpPEKUMO MaJIKa CTENEH H He €
YCTaHOBEHO J1a MHHAYLMpa WiK MHXHOMpa KoiTo K ja e oT u3oeH3uMuTe CYP450.

Exckpeyus

XuApOXIOPOTHA3KI CE eJTUMHHKPA OT IJ1a3MaTa rNIaBHO HEMPOMEHEH, € MOJIYKHBOT 0KOJOo 6 10 15
yaca BbB (pazara Ha TEpMHHATHO enuMHHUpaHe. 3a 72 yaca 60 % a0 80 % OT eqHOKPATHO MPHJIOKEHA
€[IMHHYHA J103a Ce OTAENAT B ypHHaTa, 95 % B HenpoMeHeH Bua 1 4 % KaTo Xuaponu3ara 2-aMHHO-4-
xjiopo-m-6enzenaucyndonamua. 1o 24 % ot nepopanHo NpHIOKeHaTa 103a Ce OTKPHBA B
M3NPasKHEHHATA H HE3HAUMTETHO KOTMUECTBO CE EKCKPeTHpa B xurbukara, [Tpu 6u6peuna
HEJIOCTATLYHOCT OBOPEUHMAT KITHPBHC HA XHIPOXJIOPOTHA3H € TIOHKIKEH H NOJYKMBOTBT €
yIbikeH. Taka € ¥ MpM NaUMEHTH B CTapyecka Bb3PacT, ¢ AOITbJIHUTENHO NOBHIIEHHE Ha
MaKCHMaJIHaTa KOHLIEHTpaLKg B Njla3Mmara.

Cupoeuno-cb006a HedOCMAMvYHOCH
[Tp1 NAUMEHTH CbC 3aCTOlHA ChpAEYHA HEIOCTATHYHOCT KJIMPBHCHT HA XHAPOXJIOPOTHA3MI MOKE 14 €
NOHHIKEH.

Yeproopobua nedocmamuvynocm

He ca ycTaHOBEHH ChLUECTBEHH NPOMEHH BbB (PapMAKOKHHETHKATa Ha XHAPOXJIOPOTHA3HMA MPH
4yepHOApoOHa LIMpo3a.

[py uepHOIpOOHA KOMA WITH Mpe-KoMa XHAPOXJIOPOTHA3K/ He TpAOBa 1a ce uanon3pa. Tok Tpabea na
Ce M3MONI3Ba Camo ¢ NMOBHILIEHO BHHMAHKE MPH MaLUMEHTH ¢ Nporpecupaila Gonect Ha YepHua Apod
(Bxk. Touka 4.4).

5.3 IMpeaKIHHHYHH AaHHH 32 6e30TOCHOCT
Pamunpun
Penpooykmuena mokcuunocm

[TpoyuBanus 3a penpoayKTHBHA TOKCHYHOCT MPH ILTbXOBE, 3aH1LIM W MaiiMyHH He NMOKa3BaT
TepaTOreHHH CBOMCTBA.
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Hapywenus na pepmumumema
DEPTHAHTETBT HE CE€ HAPYILABA HHTO MPH MBIKKH, HHTO MPH XKEHCKH XKHBOTHH.

[NpuaraneTo Ha paMHNPUI NPH JKEHCKH TUTbXOBE 10 BpeMe Ha (eTaTHHA NEPHOL H KbPMEHETO
npenu3BHKBa HeoOpaTHMO yBpekaaHe Ha ObOpeHTe (Aunarauus Ha 6p0peYHOTO NereHye) Ha
MOTOMCTBOTO NPH AHEBHH 1034 50 mg/kg TenecHo Terno U no-BHCOKM.

HeoGparumo yepexaane Ha Ob0peuure ce HabnroaaBa M NpH MHOTO MJIaIH IUTHXOBE NNPH €AHOKPATHO
NpHIaraHe Ha 103a paMHIIPHIT.

AMIOAHNHH

Penpooykmuena mokcuunocm

[TpoyuBaHus BBPXY pa3sMHOXKABAHETO MpH TTBXOBE M MHIUKM ca MOKas3alH YAbL/KAaBaHe Ha
GpeMeHHOCTTa, yb/IKaBaHe Ha PAXKAAHETO W MOHMAKEHA NPEKHBAEMOCT HA MAJIKHTE MPH J03UPOBKH
npuban3uTenHo 50 MbTH MO-BHCOKH OT MAKCHMAITHATA Mpenopbyana 3a Xopa, u3uucieHa kato mg/kg.

Hapywenus na chepmunumema

Hsama edrext Bupxy depTinurera Ha MIbXOBE, TPETUPAHH C AMIOJMIHH (MBIKKH 32 64 1eHa M IKEHCKH
14 nena npeau undrroceaHeTo) npw n03u Ao 10 mg/kg/nex (8 mbTH* No-BHCOKH OT NpenopbYaHaTa 103a
3a xopa 10 mg, H3uKCAeHO KaTo mg/m?). B apyro npoyvsaHe NpH IUIEX0BE, B KOETO MBAKKH IUIbXOBE
ca TPeTHpaHH ¢ amyIoANNKuHOB Ge3unaT B npoapikeHue Ha 30 neHa B no3a, H1M3ka 10 ao3ara 3a Xopa,
u3uKcheHa karo mg/kg, ca ycTaHOBEHH MOHHKEHM KOIIMYECTBA Ha HONHKYIOCTHMYTHPALLKA XOPMOH H
TECTOCTEPOHA B IJ1a3MaTd, KaKTO M INMOHHAKEHHA Ha 6p05| Ha CNepMaToO30MIMTE B CliEpMara H Ha 6p05l Ha
3pENHTE CNEPMATHAN B CEPTOTHEBHTE KIIETKH.

*uzyucaeno 3a nayuenm ¢ mezio 30 kg

6. ®APMAUEBTHYHHU JAHHH
6.1 CnHCBbK HA MOMOMIHHTE BelllecTBA

[TbaHex Ha KancyaaTa
MHUKpOKpHCTATHA LIENy103a

BesponeH kanuuer xuaporendocdar
[TpexKenaTHHH3MPAHO LAPEBUYHO HUILECTE
Harpues HHilecTeH ravkonar (Tun A)
Harpues creapundgyymapar

Kancynua o6Bueka (5 mg/5 mg/12,5 mg)
Yepsen rxeneseH okcua (E172)

Yepen xenezeH okena (E172)

Turanos nuokcua (E171)

JKenatux

Kancyana o6BuBka (5 mg/5 mg/25 mg)
YepseH xenezeH okcua (E172)

HKwnt xkeneseH okcun (E172)

Twuranos auokcua (E171)

Kenatun

Kancynaua o6supka (10 mg/5 mg/25 mg)
Yepeen xeneszen oxeua (E172)

AKuaT xenesen okcua (E172)

Twranos auokcua (E171)
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XKenatuu

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roagHocT

3 roaHHH

6.4 CrneuHanHH YCJ10BHS HAa CbXpaHeHHe

Ja ce cuxpausea noa 30°C.

6.5 Bua 4 cbabpAKaHHE HA ONMAKOBKATA

10, 30 wnu 100 TBBpAM Kancynu B GIMCTEPHH ONAKOBKH OT NoiHaMuA-aTyMuHKH-PVC (1aMHHaT) H
ayMHUHHEBO (OJTHO, B KAPTOHEHA KYTHSA 3a€/IHO C INCTOBKA.

He BCcHuKH BHIOBE ONAKOBKH MOTaT Ja OBJAT MycHaTH B Npojaxoa.
6.6 CnenHaaIHH NpeanasHi MepKH NPH H3XBbPJIsiHe

HsiMa crieuuantiy U3MCKBAaHUA.

Hen3non3BaHMAT IEKapCTBEH MPOAYKT W OTNAbUHHTE MaTepHANH OT Hero TpadBa a ce H3XBBPIAT B
CbOTBETCTBHE C MECTHHTE H3UCKBAHHA.

7. NMPHTEXATEJ HA PABPEIIEHHETO 3A YIIOTPEBA
LHaiikadapma Bucokokauecrsenure Jlexapersa” AJl

6yn. ”I'. M. AumuTpor™ Ne 1,

rp. Codus 1172, Bvarapus

Ten.: +359 2 962 54 54

takc: +359 2 9603 703

e-mail: info@tchaikapharma.com

8. HOMEP (A) HA PASPELIEHHETO 3A YIIOTPEBA

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

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

9. JATA HA NbPBO PA3PEIUABAHE/NMOJHOBABAHE HA PA3PEHIEHHETO 3A
YNOTPEBA

JlaTa Ha TbpBO pa3pellaBaHe :

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

05/2021
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