KPATKA XAPAKTEPUCTHKA HA IIPOJYKTA
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TECIIAJIAH HCT 20 mg/5 mg/12,5 mg ¢unmupanmn TabneTku
TESPADAN HCT 20 mg/5 mg/12,5 mg film-coated tablets
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TECTIAJJAH HCT 40 mg/5 mg/12,5 mg ¢punmupany TabneTku
TESPADAN HCT 40 mg/5 mg/12,5 mg film-coated tablets

_TECI’[AIIAH HCT 40 mg/10 mg/ 12,5 mg tiJH.HMH
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TESPADAN HCT 40 mg/10 mg/12,5 mg film-coate:

2, KAYECTBEH U KOJIMYECTBEH CbCTAB

TECIIAJIAH HCT 20 mg/5 mg/12,5 mg ¢puimupanu TabieTku
Besika hunmupana Tabnetka chabprka 20 mg onmecapran Menokcomun (olmesartan medoxomuil), 5 mg

amuiogunuH (amlodipine) (kato amnoaunuHoB 6e3unar) u 12,5 mg XUApOXJIOpOTHAZH/L
(hydrochlorothiazide).

TECITAJZTIAH HCT 40 mg/5 mg/12,5 mg ¢punmupanu Tabnerku

Bcesika puaMupana Tabnetka chabpika 40 mg onmecapran menokcomun (olmesartan medoxomil), 5 mg
amnoaunuH (amlodipine) (kato amaoaunuHoB 6e3unar) U 12,5 mg XUapoXaopoTHasua
(hydrochlorothiazide).
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dunmupana Tabnerka.




TECITAJZTIAH HCT 20 mg/5 mg/12,5 mg ¢unmupanu Tabnerku
BrnenoopamxeBa, Kpbria, puiMupana tabnerka ¢ anamersp 8§ mm ¢ Haanue C51 ot eaHara cTpaHa.

TECITAJAH HCT 40 mg/5 mg/12,5 mg ¢unmupann Tabnerku
BrnenoxwbnTa, kperna punMupana tabnetka ¢ anamersp 9,5 mm ¢ Haanue C53 OT eiHaTa cTpaHa.

TECIAJJAH HCT 40 mg/10 mg/12,5 mg (bunmupanu TabneTku
CHBKaBOUEpBEHa, KpbIuia, huiMupana Tabsierka ¢ avamersp 9,5 mm ¢ Haanue C55 ot ennara crpaHa.

4.1 TepaneBTHYHH NOKA3aHUA
Jleuenue Ha eceHLIMAIHA XUTIEPTOHHS.

Hobaevuna mepanus

° TECITAZIAH HCT e noka3aH npy Bb3pacTHH NalMEHTH, TIPH KOUTO BUCOKOTO apTEPHAITHO
HaJIAraHe He ce KOHTponupa 1o6pe oT koMOMHaLMATA OJIMEcapTaH MEIOKCOMMII ¥ aMJIO/IHITHH,
NpHEMaHH KaTo (GUKCHpaHa JBOHHA KOMOMHALMA.

3amecmumenna mepanua

Tecnapan HCT e noka3an KaTo 3aMecTHTE/IHA Tepanus Npy Bb3pacTHH MaLMEHTH, YHETO apTEpPHATHO
HaJIsraHe ce KOHTpoMpa 1o0pe oT koMOMHaLMATa OlIMecapTaH MEZIOKCOMIII, aMJIOIMITHH H
XUJIPOXJIOPOTHA3U]T, TIPUEMaHH KaTo (hUKCHpaHa JIBO¥Ha KOMOMHalMs (0JIMecapTaH MEIOKCOMHI K
AMJIO/IMITMH WM OJIMECAPTaH MEJIOKCOMMII M XHIPOXJIOPOTHA3K/L) H OT/IeJIHA IEKapCcTBeHa Gopma
(XMAPOXJIOPOTHA3U WIH aMJIOAMITHH).

4.2 Jlo3HpoBKAa H HAYHH HA NPHJIOKEHHE

o3npoBka

Bu3pacTan

[penopwsunrennara no3a Ha TECITAJIAH HCT e 1 Tabnerka aHeBHO.

Hobasevuna mepanus

Tecnanan HCT 20 mg/5 mg/12,5 mg Moske a ce npuiara npH naiyeHTH, NpH KOWTO apTEPHAJIHOTO
HaJIsiraHe He Ce KOHTpoiupa ao0pe oT onmMecapTal Meiokcommun 20 mg ¥ aMJIOMITHH S5 Mg, NPUeMaHH

KaTo (pUKCcHpaHa BOHHA KOMOWHaIMsI.

Tecnagpan HCT 40 mg/5 mg/12,5 mg Moxxe aa ce npujiara npu nauyeHTH, NpH KOMTO apTePHATIHOTO
HansiraHe He ce KOHTposikpa 1obpe oT osimMecapTad Menokcomun 40 mg v aMmnoAMNKUH S5 mg, npyema

koHTponupa nodpe ot Tecnanan HCT 20 mg/5 mg/12,5 mg.

Tecnanan HCT 40 mg/S mg/25 mg moxke n1a ce npuiara 1pu aLMEHTH, IIPU KOWTO apTep
HaJIsraHe He ce KoHTposupa a0ope ot Tecnanan HCT 40 mg/5 mg/12,5 mg.



Tecnanan HCT 40 mg/10 mg/12,5 mg moxke aa ce npuiara npu naunemu NpU | I(OHTO apTepHaAIIHOTO
HaJsraHe He ce KOHTpOJHpa A00pe OT oImecapTal MeJIOKCOMIIE 40 mg H amn{mﬂgﬁgn 10 mg, [PUEMaHK
kato ¢HKcHpana aABoiiHa koMOuHaus, win ot Tecnazan HCT 40 mg/5 mg/12,5 mg.
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Tecnazian HCT 40 mgélO mg/25 mg MOXKe J1a C& npusiara NpH natie 10 apte puamicn*o ‘
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[Ipenu npeMHUHaBaHe Ha TPOMHATa KOMOMHALIMA CE NIPENOPHYBa NOCTENIEHHO THTPHPAHE Ha JIO3UTE Ha
OTZIEJTHATE KOMINIOHEHTH. Moske /1a ce MMa MpeJiB1l ¥ JMPEKTHO NIPEMHHABaHe OT JBOMHA (PMKCHpaHa
KoMOMHalLMs Ha TpoiHa pukcHpaHa kKoMOHWHALMS, aKO € KIIHHWYHO JI0IyCTHMO.

3amecmumenna mepanus

[TaleHTHTE, IPU KOUTO € TIOCTUTHAT KOHTPOJI OT CTabMWIHM 1034 OJIMeCcapTaH MEIOKCOMMII, aMJIOIMNHH
H XHIPOXJIOPOTHA3K]I, KOUTO Ce MMPUEMAT KaTo ABOIHA (prukcrpaHa koMOUHaLms (o/IMecapTaH
MEJIOKCOMMJI ¥ aMJIOJIMNMH MIIH OJIMECApPTaH MEAOKCOMMWII ¥ XHPOXJIOPOTHA3KU/L) ¥ OT/IeIHA JIeKapCTBEHA
dopma (XMAPOXIIOPOTHA3M]L HIIH aMJIOIMIHH), MoraT f1a npemuHar Ha Tecnanan HCT, chabpxain
CBIIUTE JO3M Ha OTAEJIHUTE KOMITOHEHTH.

Maxcumannara npenopsuntenta nosa va TECITAJJAH HCT e 40 mg/10 mg/25 mg aHEBHO.

IlanuenT!H B cTapyecKa BL3pacT (Ha Bb3pacT 65 roannu u noseye)

IIpenopbuBa ce BHUMaHKe, BKJIOYMTETHO 110-4Y€CTO NPOCiieiiiBaHe Ha apTePHAIIHOTO HAJIAraHe NpH
MAlMEHTH B CTAPYECKa BB3PACT, 0COOEHO NpH NpwiiokeHHeTo Ha MakcuManHara nosza TECTIAZTAH HCT
40 mg/10 mg/25 mg nHeBHO.

VBenuuaBaHe Ha 103aTa NPH NALMEHTH B cTapuecka Bb3pacT TpsAOBa Jla ce NpaBH C BHUMaHHe (BIKTE
ToukH 4.4 u 5.2).

MHOro orpaHi4eHH JaHHHU ca Hanuuny 3a ynotpebara na TECITAJIAH HCT npu naimenTy Han 75
rOZIMHH WM T0-Bb3pacTHH. [IpenopruBa ce NoBUILIEHO BHUMaHHE, BKIIFOUHUTEIHO T10-4€CTO

npocieisBaHe Ha apTEPUAITHOTO HaJIraHe.
bb0Opeuno yBpe:xiane

MakcumanHara J103a fpy NalMeHTH C JIEKO JI0 yMepeHo Ob0peuHo yBpeskaane (KpeaTHHHHOB IJTMPBHC
30-60 mL/min) e TECITAJIAH HCT 20 mg/5 mg/12,5 mg nopaax orpaHiueHus ONHT ¢ J1o3ata oT 40 mg
OJIMEcapTaH MENOKCOMWI 1P Ta3y rpyna nalieHTH.

ITpu naimeHTH ¢ ymepeHo 6s0peyHo yBpexxaaHe ce npenopbuBa npocie/1siBaHe Ha CEPyMHHTE
KOHLIEHTpallM{ Ha KaJIMi U KpeaTUHHHA.

[punosxenuero sa TECITAJIAH HCT npu naimeHTH ¢ Texko 660pedno yBpexnaHe (KpeaTHHHHOB
kaupbHE < 30 mL/min) e npoTBonokasaHo (Bwxre Touku 4.3, 4.4 1 5.2).

Yepuoapobuo yspexaane

TECITAJIAH HCT Ttps6Ba na ce npuiara ¢ NOBUIIEHO BHUMaHHE NPH MALHEHTH C JIEKO 4€PHOPOOHO
yBpexaaHe (Buxre Toukk 4.4 n 5.2).

TECITIAJIAH HCT 20 mg/5 mg/12,5 mg BeanbK AHEBHO. [Ipy naipeHTHTE ¢ 4epHOAPOOHO
ce NpenopbuBa CTPMKTHO NpoCliesBaHe Ha apTEPHAHOTO Halsrane ¥ 6b0peyHara yHKLL



KakTo npH BCHYKM KaJIUMEBW aHTarOHYCTH, NOMYXKUBOTHT Ha aMIOAMIIMH € YIBJDKEH TIPH NaUMEHTH €
yBpe/iena yepHoapotHa yHKLMA U NPETIOPHKH OTHOCHO IO3HPOBKATA HE Ca YCTAHOBEHHU. ET0 32110
TECIHHAIAH HCT Tpadsa na ce npuwiara ¢ NoBUALLICHO BBUMAHHE NIPH TE3U NAllHEHTH.
dapMakOKMHETHYHHATE CBOHCTBA Ha aMJIOAMITHH HE Ca TIPOYSSHH NP TEXKO UEPHOAPOOHO YBpeKAaHe.
JleuenneTo ¢ aMIOAKNMA TPAOBa Jia ce 3alfoyHe ¢ Hali-HHCKATA J1032 U Ja ¢€ TUTPpHpa 0aBHO MpU
NAIHEHTH ¢ HApYIiIeHa YepHoApobHa PyHKIMA.

[punosxennero Ha TECTIAJIAH HCT e npoTHBOIIOKA3aHO TIPH NMALMEHTH € TEXKO YepHOAPOOHO
yepexIane (BIWKTE Toukn 4.3 1 5.2), xonecTtasa Wi 61wmapHa o6CTpyKins (BIDKTe To4ka 4.3).

HeanaTpnuHa nonyJjanus
ITopanu jianca Ha padx# 3a GesonacHoct ¥ epukacHocT TECIIAJAH HCT ne ce npenoprusa npy

NAIMeHTy 1noa 18 roaMHu.

Haunn Ha BpRIOKEHHE:

Ta6nerkara Tpa6Ba Aa ¢ NOrBINA ¢ AOCTATHYHO KOJTHUECTBO TEYHOCT (Hanp. eHa yaua BOJIA).
TabneTkara He TpsORa 1a ce c/ThBKBA U TpsAOBa Ja ce IPHEMa 10 €[{HO M CHIIO BPEME BCEKH JIEH.

TECITAJJAH HCT moxe na ce npuema ¢ M 0e3 Xpata.

4.3 IIpornBonokazanns

CRpHXUYBCTBUTENHOCT KbM aKTHBHUTE BEIIECTBA, KbM JUXHIPOITHPUIHHOBHTE NIPOM3BOAHH HitH KbM
TNPOU3BOIHH Ha cyindoHamuauTe (ThH KaTo XMAPOXTIOPOTHA3H € TIPOU3BOIHO Ha CYN(OHAMIINTE) HIH
KbM HAKOE OT MOMOIIHKTE BEINECTRA, N30poeHH B Touka 6.1.

Texko 6B0peuno yBpexxaane (Brwkre Touka 4.4 u 5.2).
PedpakrepHa XHNOKaJTHEMIA, XUITEPKATTIMEMHS, XMTIOHATPHEMHAS] ¥ CUMITTOMATHYHA XUITEPYPHKEMHAL.

Teskxa yepHoApoOHa HEMOCTATHLYHOCT, XoJIecTa3a H 3a00NaBaHKA, IPOTHYAIIM ¢ OuHapHa 00CTPYKLIHA
(BrKTE TOUKA 5.2).

2-py W 3-TH TpUMeECTBD OT OpeMentocTtTa (BrkTe Touku 4.4 1 4.6).
EnnoBpemennara yriotpeta Ha Tecrianan HCT ¢ anmmckupeR-cpAbpKamy NpOAYKTH € TPOTHBOIIOKA3aHA

MPH NMalHEHTH ChC 3axapet auabeT nnu 6ub6peuno yspexaane (GFR <60 ml/min/1,73 m?) (Bx. TOUKH
4.5u5.1).

THopanu nanuurero Ha amnonunul B cbetapa ¢, TECIIAJAH HCT e npoTHBOonOKa3aH Npy NaLMEHTH

C:

- HIOK {BKJIIOUHUTEITHO KapAHOreHeH HOK);

- TEXKa XMNOTOHUS;

- OBCTPYKLIMA HA U3X0J12 Ha NiaBaTa Kamepa (BanpyMep BHCOKA CTEIIEH Ha a0pTHA CTEHO3a),

- XeMOIMHAMHYHA HecTabuNHa CHPACYHA HEIOCTATHYHOCT CIEA OCTbP MHOKap/EH HH(APKT.
4.4 Cneunannn npeaynpexneHust H NPeANa3zHA MEpKH NPH ynorpeba

ITanueHTH ¢ XMIIOBOJIEMHS HIH HOHHKEH HATPHH
ITpy nanmenTH, KOUTO UMAT IOHWKARAHE Ha KPbBHUA 00€M W/HIIH IOHIKEH HATPHM BCICACTBHE Ha

KOPHIHpaHe Ha ToBa cueTosHue npeau npuiokenvero Ha TECHTAJAH HC'T unm c1pu
MEeIHMIMHCKO HaOMoleHne NpY 3ar0YBaHe Ha J€4YEHUETO.




JIpyrn ¢LCTOSAHNSA, TIPOTHYALLH ChC CTHMYJ/IHPAHE HA PERHH-AHTHOTEH3HH-AIA0CTEPOHOBATA
CHCTCMA

[Tpy nauMeHTH, YMITO CHAOB TOHYC H OBOpeuHa PyHKLMS 3aBHCAT OCHOBHO OT aKTUBHOCTTA HA
CHCTEMATA PEHUH-8HTHOTEH3MH-aNAO0CTEPOH (Hanp. NaLMEHTH ¢ TEXKA 3aCTOHHA ChPACYHA
HENOCTATHUYHOCT MM © IIPHAPYKaBallo 0p0peuno 3adosBane, BKNOYHTCIIHO CTEHO3a Ha OnOpeuHata
apTepHs), TSUYSCHUETO € JIEKAPCTBEHH NMPOIYKTH, KOUTO TIOBJIMABAT Ta3U CHCTEMA, C€ CBBP3Ba ¢ TOKKA
XHIIOTOHMS, a30TeMH, OJINTYPHS HITH PAAKO 10 ocTpa 6b0peuHa HeAOCTaTBYHOCT.

PenopaszaiiHa XxuneproHns

CoIiecTBYBA HNOBMICH PUCK OT TEXKKA XMIIOTOHHUS M OBOpeYHa HETOCTATHYHOCT, KOTaTo MAllEHTH €
ABYCTPAaHHA CTeHO3a Ha OBOpEYHHTE ApTEPHHN HITH CTEHO3a Ha apTepHATa Ha €IMHCTBEH (PYHKLIHOHHPALL
OBOpeK MPOREXKIAT JICYEHHKE C JIEKAPCTREHH NPOAYKTH, KOWTO NOBIHARAT PECHHH-aHIM AOTEH3MH-
aNlIOCTEPOBOBATA CUCTEMA.

brOpeuno yBpexRane H 6n0peuna TpaHcnanNTaNH

Korato TECIIAJHAH HCT ce npunara npu nanyenTn ¢ yppefieHa 6s0petHa yHKips ce Ipernopbyba
NEePHOJIUYHO NMPOCIEAIBaHE HAa KOHIEHTPALMKTE HA CepyMHMA KA M HUBATa Ha KpeaTHHHHA.
IIpunoxenrnero Ha TECITAJJTAH HCT He ce npenopb4Ba IpH NalAEHTH ¢ TeXKO ObOpeYHO yBpeKaHe
(kpeaTuHHHOB XIMPHHC < 30 mL/min) (Brxre Touku 4.2, 4.3 1 5.2).

A30TeMHS, BCASACTBHE NPUIOKESHUETO HA THAZWIHU JMYPETHUM, MOXKE 1A HACTBIIN IPH NAaLKEHTH ¢
HapylneHa On0peyHa GyHKIH.

[Tpu nacThIIBAHE Ha TIporpecHpalio 6BOpedHo YBpeKaaHe € HeOOXOMHMO BHHMATEIHO NPEOCMUCIIIHE Ha
TEpanMATa, KaTo ce 00CHIM NPEYCTAHOBIBAHE Ha JJUYPETUYHOTO JIEYEHHE.

Jluncea omut ¢ npwoskennero va TECIIA JJAH HCT npu mauuenTts ¢ HacKopo HampaseHa 6p0peuHa
TpaHCTUIAHTALMS HAM MpH NalHeHTH ¢ 6B0peyHo YBpeKAaHe B KPacH CTa/IuH (T.€. KPEATHHUHOB KIIHPBHC
< 12 mL/min).

BoiiHo 0JIOKHPAHE HA PeHHHA-AHTHOTEN3MH-AAocTeponoBaTa cacrema (PAAC)

Vma manny, ve eHoBpeMenHara ynorpe6a na ACE uHxnburopy, anrnoreHsuH Il-peLientopHu OokepH
WIH aJMCKHPEH MOBHIIABA PHCKa OT XMIIOTOHK, XHNEePKanneMia H HaMasisaHe Ha OpOpeynara
Gynknma (BRIOYHTEIHO ocTpa 6B0peusa HenocTaTeunocT). Ilopagu ToBa He ce npenopbYBa ABOHHO
6noknpane Ha PAAC upes komOuHupanara ynorpeba Ha ACE nHxuOuTopn, anrnoreHsuH 11-
pelleATOPHH DIIOKepH WK aytckupen (Bik. Touxku 4.5 1 5.1).

AKO ce TIpEIieHH, e TeparuaTa ¢ 1Bo#Ho 610kupane € abcomoTHO BeoOXo/iuma, ToBa TpaOBa [la cTaBa
caMO 1101 HabIFOAEHHETO Ha CTIEIMAIMCT M NPH Y€CTO BHUMATENHO MOHATOPHpaHe Ha OBOpeuHaTa
GYHKUKA, SJICKTPONMTHTE M KPBBHOTO HaJIAraHe.

ACE nuxuburopu n anrnotenzuH I[I-penentopru 6iokepy He TpAOBa [a € U3NOMA3BAT €THOBPEMEHHO
NpH HAIHEHTH ¢ THa0eTHA HegpoTaTHs.

Yepuoapobuo yspe:xaane
ExcnosMiMsaTa Ha aMIOAMIIMH 4 OJIMECAPTAH MENOKCOMHJI CE TIOBHIIIABA NPH NALMEHTH € YePHOAPOOHO
yBpeKaaHe (BWKTe TOUKa 5.2).

OcBeH TOBa, MAJIKM B3MEHEHH B DanaHca Ha TEUHOCTUTE Y EJIEKTPOIMTHTE B X0Aa Ha JICUCHHETO ¢
THA3KINTE MOKE Ia YCKOPH HAacTHIIBAHETO Ha YepHOApoOHa KOMa NPH NAllMEHTH ¢ YBpEAeHa QYHKLIHA
Ha 4yepHKud Apo0 WM ¢ Nporpecupailo 4epHopobHo 3abonseane.

Heobxonmmo e ocobeno sunmmanne, koraro TECHAHAH HC'T ce npunara npu nauyeHTH ¢ JIEKO A0
yMEpEHO HePHOOPOOHO YBpeskaHe.

ITpH NalHEHTH ¢ YMEPEHO YepHOAPOOHO YBpeXKaaHe 103aTa Ra OlIMecapTalH MeJOKCOMMII He TpAdBa Aa
Happumaga 20 mg (puxre Touka 4.2).

IIpy maleHTH ¢ HapylleHa YepHoApoOHa QyHKIMA, JIEYCHHUETO ¢ AMIOTHNNH TPAOBa 1A Ce 3aroyHe C
10-HUCKATa BE3MMKHA 4032 OT OPeNopbYyaHuTe Y TpsaOBa fa ce npunara ¢ BHHMaHHE KakTo NpH
3aNOYBAHE HA NEYEHHUETO, Taka H NPH YBEJIHYABAHE Ha 103aTa.
[Mpunoxenuero na TECIHHAHAH HCT e npornBonokazalo NpH NALMEHTH ¢ TEXKO YEPHOAPO
YBpexJIaHe, XoJiectasa win OunuapHa oberpyxkuma (Brokre Touxka 4.3).

CTeHO3a HAa AOPTHATA H MHTPAIIHATA KJIATINH, OOCTPYKTHBHA XHNEePTPpoPpHuIna Kapj



[Topanu ceabpskanneto na amnoanmid B TECTTAJJAH HCT, kakTo 1 IpH APYTHTE Ba30HJIATATOPH €
HeOOXOAUMO clelHANHO BHHMAaHHKE NPH fIALMEHTHUTE, KOUTO CTpaaaT OT CTEHO3a Ha a0pPTHATa MJIH
MHTpaJIHATA KJ1ara UK OT o0CTPYKTUBHA XMIEPTPOdIYHA KapIMOMHONIATA.

IIspBHUEH anA0CTEPONNIBM

ITaupeHTHTe ¢ NEPBHYEH alA0CTEPOHH3BM KaTo L4710 HAMA 18 OTTOBOPAT HA aHTHXHIIEPTCH3NBHH
JIEKAPCTBEHH TIPOAYKTH, KOUTO AeHCTBAT NOCPeCTBOM UHXHOHpaHe Ha peHHH-aHTHOTCH3HHOBATA
cuctema. [lopanu ToBa npM Te3u natmenTH npunokeHnero Ha TECTIAJIAH HCT e ce npenopsuea.

MeTal0oAUuTHE H EHIOKPHHHNA ePeKTH

JleueHueTo ¢ THA3WIM MOKe 71a BIIOLIA BLIIEXHApaTHHS Toepanc. [IpH naxpeHTHTe ¢ AHabeT Moxe na ¢
HEOGXOMMO KOPMTHPAHE Ha JIO3MTE HA MHCYJIMHA WK Ha [IEPOPATHUTE aHTHAMabeTRY cpeacTBa (BHKTe
Touka 4.5). JlareHTeH 3axapet aber MoxKe /1a CTaHE MAHUQECTEH B X0/Ia HA JICUEHHE ¢ THA3HIM.

IloBHIIAaBaHe Ha HYBATA HA XOAECTEPOAA H TPHITIMHCPUAHTC Ca HCXEIIAHU PEaKIini, 38 KOHTO €
M3BECTHO, e Ca CBBbP3daHH ¢ NCHCHHCTO ¢ THA3UAHM JHYPCTHHH.

HpPI HSKOH TIAIUEHTH, KOUTO NIPOBEKAAT NEUSHUC ¢ THaZAY MOXKE fia HAaCTDBIIA XWIICPYPUKEMKYA HIIN Jia
CE BJIOLINX H3ABCHa I1oAarpa.

Enexrponuren gucbanaHce
Kakro npu BCHUKY NALMEHTH, KOUTO TTPOBEKIAT IEUEHNHE ¢ AMYPETHLH, IPE3 NOAXOAAIIN HHICPBAJIH
TpsOBa /1a ¢ OCHIECTBARA NEPHOAHUHO ONpEAE/AHe Ha CTOMHOCTHTE HAa CEPYMHHTE €JICKTPONHTH.

TuazuauTe, BKIIOUMTENHO XMAPOXIIOPOTUAZHIBT, MOTAT 1A TIPUYMHAT IxcOadaHe Ha TeTHOCTUTE H
ENEKTPOIUTHTE (BKITFOUHTEIHO XMITOKANHEMHA, XUDOHATPHEMHSA U XHITOXJIOPCMHHA aIKano3a).
IIpepynpenryureTHUTE CHMITTOMH Ha AHCOaTaHca Ha TEYHOCTH U eJICKTPOJIMTH Ca CyX0Ta B YCTAT4, XKaKAd,
cn1abocT, OTHYCHATOCT, CHHAHBOCT, He3n0KOHCTBO, MYCKY/IHa OOJIKa WJIM KpaMIi, MyCKYJIHA yMOpa,
XUIIOTOHHA, OJIMI'YPHA, TAXUKAPIHA M CTOMALTHO-YPEBHH HAPYIIEHH, KaTO raZieHe ¥ TIOBPBUIAHE (BUKTE
TOYKA 4.3).

PHCKBT OT XMITOKATMEMUS € Hali-roJisIM TIpY NAUMeHTHTe ¢ YepHOApoOHa IHpo3a, MpH TALHEHTH C
W3pazeHa Auypesa, NPy NaUeHTH, YHHTO NEpopasIeH NPHEM Ha eTEKTPOIMTH € HeAOCTAaThUCH H IIpH
MAITHEHTH, KOUTO NOJIYYaBaT CHITETCTBALO JeueHHe ¢ kopThkocTeponyu v AKTX (BibKTe TOKa 4.5).

Ot gpyra cTpanda, IOPaay AHTArOHW3Ma, KOMTO 0JIMecapTaH MEeIOKCOMHI, BITH3alll B CHCTaBa Ha
TECHAJJAH HCT, ynpaxussa Bepxy anruotensun-I1 penerrropure (AT)) Moxe na HACTBITH
XMIIEPKANMEMHs, 0COBEHO NMPH HATMUKMETO Ha OBOPEUHO YBPEKIaHe W/ WIH ChpeYHa HEOCTATBYHOCT U
zaxapen auader. [Ipenoprusa ce CTPHKTHO MPOCIIeBaHe HAa CEPYMHUA KAIRH P U3NOKCHHTE Ha PHCK
NAlMeRTH. EAHOBPEMEHHOTO NPHIOKEHHE Ha KaNHH-ChXpaHaBallli AUYPETHIM, KATHH ChAbPXKAIIN
000aBKH WK CHILPKAIH KATHHA 3aMECTHTENH HA CONTA ¥ APYTH NEKapCTBEHH NIPOIYKTH, KOUTO MOTAT
J1a NOBUIIIAT CEpyMHNTE H¥Ba Ha kajud (Hanp, xenapuH) ¢ TECTIAJJAH HCT, tpsbsa na cTaBa npu
NOBUINEHO BHUMaHME (BIKTE TOUKa 4.5) ¥ ¢ yecTo NpociiensBaHe Ha HUBATa Ha KATHHA.

JlviricBaT nokazaTencTBa, Y€ OJIMEcapTal MeAOKCOMMIT Ol MOT'BJI Ia HAMAJTH HITH TIPSAOTBPaTH
IMypeTUK-HHAYLUPAHA XuIoHaTpuemus. JeduiThT Ha xJ10puan ob6H4aiiHo € NEKO M3pa3cH M HaH-4eCcTo
HE U3UCKRA JIeucHuHe.

TuazuauTe MOraT f1a IOHMKAT EKCKPENMATA Ha KAILKMHA ¢ ypuHaTa H 1a J0BeAar X0 MHTEPMHTEHTHO U
JIEKO NIOBHUIIIABANE HA CCPYMHME KAILMH TIPY TUNCa HA NOAJICKAIM H3BECTHH HapylIeHHA Ha
MeTabONIM3Ma Ha KasIlus.

XunepkanyeMuaTa Moxke aa Obae A0Ka3aTeNCTRBO 32 CKPHT XHINEpHapaTMpeoransbm. JIeueHUeTo ¢
THA3HI TPAGBA A ¢E NPEYCTAHOBH NPEY NPOBEKAAHE HA W3CIIEABAHAS 3a OLeHKa Ha (yHKUMATE
NapallUTOBUIHUTE AUIE3H.

3a THA3HIMTE € W3BECTHO, Ue NTOBMUIABAT YPUHHATA €KCKPELIMA Ha MarHe3H:, KoeTo MOXKe /1a
XUNOMarHesveMus.



B ropenio speMe NpH NadeHTH € OTOLM MOXKE Ad HAaClTbIIH AUNYUHOHHA XHTIOHATPHCMHA.

JInTi
KakTto 1 3a apyruTe aHrioTeH3uH 1l pelenTopHy aHTaroHUCTH €IHOBPEMEHHOTO NPHUITOKEHHE Ha

TECIAJIAH HCT n nuThii ve ce npenopbyBa (BIKTE Touka 4.3).

Copaeuna HeaoCTATHLYHOCT

Kato cnencTere OT HHXHOUPaHETO Ha pEHUH-aHT MOTEH3NH-ANA0CTEPOHOBATA CHCTEMA NPH
IIpepasioNOKERH JIUIA MOTAT fla Ce OYaKkBaT NpoMeHu B Ob0peunara QyHKIUHA.

Ipy nanuenTy ¢ TeXKa ChpASYHA HeJOCTATBUHOCT, YAITO OB0peuna QyHKIMA MOXKE J1a 3aBHCH OT
aKTMBHOCTTA Ha PEHHH-AHFHOTEH3HH-AIAOCTEPOHOBATA CHCTEMA JIEYEHNETO C HHXHUOUTOPH Ha
aHTMOTEH3UH KOHBepTUpaiks eH3uM (ACE) B aHrHOTEH3HH pelenTOPHH aHTarOHKCTH €€ CBBP3Ba C
OJIHIYpHsl WIUIH IPOTPECHpAINa a30TeMHs ¥ (PSIKO) ¢ ocTpa 6E0peuna HEJIOCTATBYHOCT WHINA CMBPT.
[TaupeHTH Che ChpEYHA HEIOCTATHYHOCT TPAOBA /1A CE NIEKyBar ¢ BHHMaHke. B rearocpouHo, mianebo-
KOHTPONMPAHO MPOYUBAHE C aMJIOAMNMH TIPH NIALMEHTH ¢ TeXKKa ChpAeUHa HexocTaTbyHoCT (kac 111 1
IV no NYHA) nokiaaBaHaTa yecToTa Ha 6exoapodeH OTOK € Mo-BUCOKA B TPYNara Ha aMJIONMIYH B
CpaBHEHME ¢ rpyniaTa Ha mauebo (Buwxre Touka 5.1). bnoxepure ha xaniMeBHTE KaHallH, BKIIOUHTEITHO U
aMIIOTMITHH, TpOBa Ja c€ M3MI0JI3BAT C BHUMAHUWE TTPH IALIMEHTH ChC 3aCTOHHA ChPACYHA
HEXOCTATHYHOCT, Thif KATO MOTaT a MOBHINAT PUCKA OT OBAEILY CHPASYHOCHIOBH MHUHAEHTH H
CMBPTHOCT.

HInpy-nopcdna eHTeponaTH

B MHOro peaiky ciy4aH ce choOlaBa TexKa, XpOHUYHA AHAPHA CBC 3HAYMTENIHA 3ary0a Ha Teryio ipH
NaitHeHTH, IPHCMall OJIMECAPTAH HAKOJIKO MEcela {0 FOAHHH CIIe/l 3a110UBaHe Ha JIEYEHHCTO, BEPOATHO
PHYHHEHA OT NOKAHW3HPAHA PEakiMs Ha CBPBXYYBCTBHTEIHOCT OT 3a0aBeH THIL. UpeBHUTE OHOTICHH Ha
NanyeHTHTE YECTO MNOKA3BaT BHIO3HA aTpodus. AKO IPH IIALHEHT C¢ TIOABAT TC3M CUMIITOMH 1O BPEME
Ha JICYECHUETO C OIMECAPTaH, ¥ TIPH JTMTICA Ha Apyra OYeBUIHA €THOJIOTHA, JICUEHUACTO C OJIMECapTal
TpsaGBa Ja ce IPeyCTAaHOBH He3abaBHO M 1a HE Ce 3arouBa OTHOBO. AKO JMapHsiTa He ¢ NonocOpH B
TeYeHHe Ha efIHa CeIMHIIA Ciiel] NPEKPaTsABAHeTO HA MpUeMa, Tpa0Ba fia ce NPeABMAN NoCeABalla
KOHCYNTAIUA CBC CTIEHANMCT (HanpHAMep racTpOeHTEPOIOT).

XopouaajieH H3/MB , OCTPAa MHOTIHS H BTOPHYHA 3AKPUTOBIBJIHA M1AYKOMa

XHAPOXIIOPOTHAZHI, KATO CYIOHAMKI, MOKE [1a TIpeIM3BHKA HANOCHHKPATHYHA peaKling, H3pa3daBaila
ce C XOPOMAANSH W3NIHB ¢ 1edeKT Ha 3pUTETHOTO HOJIE, OCTPa TPaH3UTOPHA MHOINA K OCTPa
3aKPUTOBIbIHA TaykoMa. CHMATOMMTE BKTIOUBAT ObP30 HaMa/lgBaHE Ha 3pUTeIHATa OCTPOTA HAu
HoNnka B OYNTE, KOMTO OOMKHOBEHO C€ TIOABIBAT B PAMKHUTE HA YacOBE 10 CE/IMULIM CHeJl IpuiiaraHe Ha
MeHkaMenTa. HeneKyBanaTa ocTpa 3aKpUTOBIE/IHA [71aYyKOMa MOXKE [1a JIoBefle 10 MOCTOsHHA 3aryba Ha
3penrero. ITbpBa TEPANeBTHUHA CTHIIKA € TIPEKLCBAHE Ha TEPANHATA ¢ XMAPOXNOpOTHA3H/ B HAH-KPAThK
Bb3MOXKEH Cpok. MOxKe Ja ¢ HAJIOXKH He3a0aBHO MEAVMKAMEHTO3HO WK XUPYPrHiHO JIEYEHHUE , aKO
BLTPEOUHOTO HAIMTaHe He MOJKe Ja Obae KOHTponnpaHo. PUCKoBH (PaKTOPH 3a pasBHTHETO HA OCTpa
3aKPHTOBI'BIHA [T14YKOMA MOTAT Jla GbaT aHAMHE3a 3a aneprisd KbM CylI(poHaMHAH WIH NEHNLHINH
(ByDKTE TOUKA 4.8).

bpemennoct
Jleuenue ¢ aurnoreH3rH Il pelienTOpHH aHTaroHUCTY He TpAOBa Jla ¢e 3aro4RBa Mo BpeMe Ha OpeMEHHOCT.
OcBeH aKo TIPOAL/DKHTENHATA TePanus ¢ aHTHoTeH3MH Il peLlenTOpHK aHTarOHKCTH He € KpahHO
HeoOX0AUMa, NAUHEHTKUTE, KOUTO IUIaHUpaT OpeMEHHOCT, TpA0Ba 1a NPEMUHAT Ha JICYECHHE C
ANTEPHATHBRY AHTHXHMIIEPTEH3UBHH JIEKAPCTBA, KOWTO UMaT YCTAHOBEH Npodui Ha 0€30NacHOCT 3a
npuoxkenue npy 6pemennoct. Ilpu ycranosssane Ha GpeMEHHOCT ISUEHHETO € aHTMOTEH3HH ]I
PEHENTOPHH aHTATOHUCTH TPA6Ba Na Obae HezabaBHO NPEYCTAHOBEHO M, aKO € YMECTHO, Tpa0Ba jia ce
3ari0uHe AITEPHATHRHO JieyeHHe (BIKTe Toukn 4.3 1 4.6).

IlexnaTpu4na HONyJJALHSA
TECTIAJIAH HCT He e nokazan npu Aelia B 1oHomHy noa 1 8-roaMitHa Bb3pacT.

ITaunenTH B cTApYECcKa BHIPACT




IIpy nAlLMEHTHTE B CTApuecka BL3pacT A03aTa TpsOBa a ce yBelHyaBa ¢ BHUMaHue (BHXKTE TOUKA 5.2).

PoTOYYRCTBHTEAHOCT

JOKaZBaHH €& C1ydaH Ha peakuyy Ha GOTOUYBCTBATERHOCT NPH THA3WIHH INYPETHLH (BIDKTE TOUKA
4.8). AKO ce N0ABY peakys Ha (JOTOUMYBCTBHTENHOCT 110 BpeMe Ha Neyenne ¢ TECITAJIAH HCT, ce
npenopbURa /14 CE IPEYCTAHOBY NpUeMa. AKO ce Hanara Bb300HOBABAHE Ha TIPUNAraHeTo Ha INYPeTrKa,
ce TIPENOPBUBA [a CE NPEJNIA3BAT YYACTHLUNTE, H2NOKEHH Ha CITbHLIE MM H3KYCTBeHH UV A-TTbul.

HemelaHOMEH paKk Ha KOXaTa

B 1Be enuaeMHoIOrHYHH TIPOYUBaHNS, OCHORABAIIM C€ Ha JATCKMS HALMOHAIEH PAKOB PETHCTHP, €
HaOMO1aBaH TNIOBUIIIEH PHCK OT HeMeaaHoMeR pak Ha koxata (HMPK) [basannoxieTsyeH KaplHHOM
(BKK) u cxkBaMozHorieTbucH KapunHoM (CKK)] npn rapacTsama ekcno3uums Ha KyMyJiaTUBHA 1034
xuppoxnopotHazun (XXT3). Gorocencundnmsvpaimte edexty va XXT3 Morar fia ASHCTBAT KaTO
BEPOATEH MEXaHH3bM 3a pazeuTie Ha HMPK.

[anuenTute, npueman XX T3, tpabea fa ObaaT undopmupany 3a pucka or HMPK v ceBeTBany
PEIOBHO J1a TIPOBEPSBAT KOJKATA CH 33 HOBU JIE3UM U He3abaBHO Aa choOMaBaT Npy rossa Ha
NOJIO3PHTENHM KoxHM ne3un. Ha naupentite TpsadBa a ce npenophyaT Bb3MOXKHH NPEBaHTHBHH MCPKH,
KATO OrpaHigeHO HIATaHe Ha CIIbHYEBA CBETIIHHA M YITPaBUOJICTOBM JIBYH, 3 B CITY4aH HA EKCIIO3AIH,
NOAXONMAIIA 3allHMTa, 3a J1a ¢€ CBEJIE 10 MUHHMYM PHUCKLT OT pak Ha koxaTta. [ lono3purenHuTe KOKHH
J1e3MH TpaAOBa fa 6b/1aT MOANOKEHH Ha He3abasHO H3C/IEABAHE, HOTEHIHANHO BKIOYBAIIO XUCTONOTHHHH
M3CIIeBaRNs Ha Oroncruny Matepuany. lpepasriaexnase Ha ynorpebara na X XT3 moxe Aa ce HaloxH
¥ TIpM TIAHHEHTH, KOUTO ca umanu nipeaxoned HMPK (sx. cpmo Touka 4.8).

Ocrpa pecnuparopHa TOKCHYHOCT

Crnen nipreM Ha XHAPOXJIOPOTHA3H] ce ChOOIIABAT MHOTO PEAKM TEXKU ClTy4al Ha OCTpa peCilnpaTopHa
TOKCHUYHOCT, BIUTIOUHTENHO OCTEp pecnuparopeH muctpec cunjipom (OPJIC). Cnen npuem Ha
XMAPOXJIOPOTHA3M] OGMKHOBEHO ce pasBuBa Genonpoben 0TOK B PAMKHTE Ha MHHYTH 10 4acoBe. B
HAYAIOTO CHMITTOMUTE BKIOURAT AMCIIHEA, IOBUIIEHA TEMIIEPATYpa, BIOLIaBaHe Ha GenoapodHara
dyHkms 1 xunotorws. Hpu cemuente 3a ARDS 1ps6sa na 6vae cupsn npuemsT Ha TECTIAJAH HCT
M [1a C€ MPUIOKH MOIXOIIIO Jieuerde. XUApoxXIIopoTHa3KHA He TpAOBa ha ce Mpwiara NpH naldeH Y,
KOHTO Ipea# Tora ca nostydasans OPJIC cneq npueM Ha XHAPOXJIOpOTAA3HI.

Apyrn
KEIICTO I'lpH BCIKO 3HTI=I}'{H]'[epTeH3HBHD EPEHCTBO, HpeKaJIE:HOT O HAMATIICHHWUE Ha apTepHaﬂH{}TD BaJlAraHe

TIpH NALHMEHTH ¢ HCXeMUWYHA GONeCcT Ha CHPLIETO WM HCXEMHYHA MO3BbYHO-CBOBA OonecT HU MOIJIO Jia
NoBeE 1O MHOKapAeH MHQAPKT UKW KHCYAT.

PeakLyK Ha CEPbXTYBCTBHTEHOCT KbM XHIPOX/IOPOTHA3H]L MOTAT /12 HACTHILAT TPH TIALHEHTH ¢ Wik Oe3
AHAMHE3A 3a AIEPris WIN OPOHXHATHA aCTMa, HO ¢a NO-BEPOsITHA NpY NAIMEHTH ¢ TaKaBpa aHaMHe3a.

Exzauepanun WM aKTHBUPaHe Ha CHCTEMEH JIYITYC EPUTEMATO3YC ¢a ChoOUIaBaHH [TPH NPHIOKCHHE Ha
THA3KIHY AMYPETHIM,

KaxTo npu BCUUKH ApyTH aHrHOTeH3HH 11 pelienTopHH aHTaronyucTH, epeKThT Ha HaMaisiBaHE Ha
ApTEPUATTHOTO HAJIATAaHE Ha OJIMECAPTAH € 10 M3BECTHa CTENEH NO-HUCHK NPH HEPHOKOXKH NalMEHTH, B
CpPaBHEHHE C OCTAHAIMTE NMALMEHTH; BHIPEKH TOBA, TO3H edekT He ¢ HabioNaBal npU HATO €HO OT
Tpyre Kyinunn npoyueanns ¢ TECIAJIAH HCT, B konto ca 8kitoueH#d YepHOKOXKH NaLMEHTH (30%),
BWOKTE CHIO TouKa 5.1.

Tosa nexapeTso CHABLPXKA NIO-Manko oT 1 mmol Harphii (23 mg) na bunMupana TabneTxa, T.€.
NPakTUYECKH He CHbprKa HATPHH.

4.5 BzaumoaelicTeye ¢ APYrH JIEKAPCTBEHHK NPOAYKTH H APYTrH GOopME HA B3aHMO/]

Bb3MOKHH B3auModeHcTBRA, cBbp3anu ¢ komOunanusata TECHAJAH HCT:

Eonoepesmenno npunoxceriue, Koemo He e Hpenopvusa



Jlumuii

OBpaTHMO NOKAYBAHE HA CEPYMHUTE KOHLIEHTPALIMHM H TOKCHYHOCTTA Ha JINTHA c€ ¢hOOIIaBaT npH
¢IHOBPEMEHHO NIPHAOKEHNE Ha AHMTHH ¢ MHXMOUTOPH HAa aHMMOTEH3HH KOHBEPTHPALLHS CH3HM H PAAKO €
anrnotensyH I peuenTopuy agTaroHucTH. B nonbiHeHe ObOpeyHNAT KIIMPBHC HAa IMTHA CE ITOHIKABA
OT THA3WINRTE U KATO CIICACTBHE MOKE J1a C€ YBEJIMYH PHCKBLT OT JINTHERA TOKCHYHOCT. 1lopany ToBa He
ce TpenopbuBa efHoepeMenHoTo npwioxerue Ha TECIIAJAH HCT u nuruii (BroxTe Touka 4.4). AKO
TIIPANIOKECHHETO Ha Ta3M KOMOMHAIIHA C€ OKKE HEOOXOIMMO ¢e NPeNophYBa BHUMATEITHO MPOCICABAHE
Ha CEPYMHMTE HUBA HA JIUTHA.

Eornoepemenno npunoxscenue, Koemo H3UCKEA NOCUMIEHO SHUMAHUE

Faxnoghen
Moxe Ad HaCTBIIH ITOTEHIIHPaHE Ha dHTHXHUIICPTCH3UBHHA E(bEKT.

HecmepouoHu npomugoes3naiumeHu IEKAPCMEEHI Cpeocmed

HCIIBC (ganp. atletmncanmpinosa kKucenuna (> 3 g/nesno), COX-2 HHXHOUTOPH H HECENICKTUBHH
HCIIBC) Morar xa HamMalsT aHTHXHNEPTEH3INBHHUTE €(eKTH Ha THA3HAHMTES IUYPEeTHIU U Ha
anrnorensud Il penenTopHMTe aHTArOHUCTH.

IIpr HAXOHM NALIHEHTH ¢ KOMITpoMeTHpaHa 0x0peyuna GyHkima (Hanp. JeXHAPATHPAHH TIAlHeHTH NH
NalIMeHTH B CTapyecKa Bh3pacT ¢ KoMIipomeTHpaHa 6p0peuna GyHKI) EMHOBPEeMEHHOTO NPHIIOKEHNE
Ha AHMMOTeH3MH 1] peleTOpHH aHTarOHHCTH H CPe/ICTBA, KOUTO HHXHOHMPAT LHMKIOOKCUI€HA3ATA, MOXKE
fla JIOBEJIE 10 NOITBJIHUTENHO BiIolIapane Ha 0n0peunaTta hyHKUHS, BKIFOUMTEIIHO BB3MOXKHA 0CTpa
6HOpeUHa HeOCTATHYHOCT, KOSTo 00HUalHO € obpariMa. [Topanu ToBa, KOMOUHAIMATa TPAOBA [a ce
[IpAJIara ¢ TOBMIIEHO BHUMaHHe 0cobeHo NMpH MauueHTH B cTapyecka Bp3pacT. IlamwenTure Tpsibsa na
GbAaT AOCTATHYHO XUAPATHPAHH 1 TPAOBa fa ce o0CchaM npocieniBane Ha Or0peyHara QyHKIHMS Crel
3arouBaHe Ha €IHOBPEMEHHATA Tepanid H EPHOMYHO CIIEN] TOBA.

Eonospemenrio npunoxcenue, Koemo mpaea oa ce uma npeoeo
Amudpocmun

Moyke /1a HACTBIIH NIOTEHIMPAHe Ha AHTUXHIIEPTEH3UBHUSA €(EKT.

Jpyeu anmuxunepmensuerny cpedcmed
EdekTET Ha NOHWKaBaHe Ha apTepHAIHOTO HansiraHe Ha TECIIAJJAH HCT moxe ga Obe yCHieH OT

€AHOBPEMCHHOTO TIPHITIOMKCHUC Ha IPYTH aHTHXHIICPTCH3IWEHH JEKapCTBECHH IIPOAYKTH.

Ankoxon, 6apbumypamu, CoHOMGOPHY UL GHIMUOENPECAHMU
Moske fla HACTBIH YCHIIBAHE HA OPTOCTATHYHA XHIIOTOHHA.

B13MOKHH B32UMOAEHCTBHS, CBLP3aHH € 0JIMECAPTAH MENOKCOMHMII:
Eonoepemenno npunoxcenue ne ce Hpenopbued

ACE unxubumopu, anzuomenzun Il-peyenmopnu b1o0Kepu Wik QiUCKupeH

JIaHHH OT KIHMHWYHM NIPOYHBAHMA NOKA3BAT, Ye ABOHHOTO O10OKMpaHe Ha
PeHNH-aHTHOTEH3MKE-angocTepoHoBara chcreMa (PAAC) upes komMbuHMpanarta ynorpeda va ACE
HHXHOUTOPY, adruoTerzul [I-pelienTopHy ONoKepH Wit AMCKKPEN ¢ CBBP3Ba € TIO-BHCOXA HECTOTa Ha
HEXENIAHU CBOMTHS, KATO HANpIMEpP XMNOTOHMS, XMIIEpKaiueMUs U HaMalsBaHe Ha 6B0peuHara
byHKLMS (BIHOYMTENHO 0cTpa OBOpeuHa HENOCTATHYHOCT), B CPABHEHHE ¢ yIIoTpebaTa camMo Ha eaIHO
CpeACTBO, feticTranio Bspxy PAAC (x. Toukn 4.3, 441 5.1).

Jlexapcmeenu npoOYKIMU, KOUmo HOGAUAEAM HUBATNA HA KAAUU

EHOBPEMEHHOTO NPMIIOKEHHE HA KAIMI-CHXpaHsBALM IMYPETULH, KATHEBY 10DABKH, 33
CONTA, CHABPKALLN KAUTHH WIK APYTH JIEKapCTBEHH NIPOJYKTH, KOMTO MOXE J1a YBEIIHYAT C
HUBA Ha Kannk (Hanp. xenapyH, ACE HEXHOWTOPH) MOXe [1a AOBERE A0 TOBUILIABAHE HA
CepyMHMs Kanui (BwkTe Touka 4.4). B cnydyai 4e JICKapCTBeRN NPOMYKTH, KOWTO MOBJIHA %\

c"% oy
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TpsaOBa na ce npeanucear 8 komOuHaima ¢ TECIHAJIAH HCT, ce npenopptiBa npocnenspate Ha
CEPYMHUS KATIHH.

Honvarnumenna ungpopmanun

Konecesenam, nexapcmeao, Koemo c8up38a HCIbUHUME KUCeRUNY

EAHOBpeMEHHOTO NPUIIOKEHHUE Ha KOJIECEBEIaM XUAPOXJIOPU]L, 1EKAPCTBO, KOETO CBHP3BA MUTHYHWUTE
KHCETMHH, HAMANABA CHCTEMHATA SKCTIO3HIA M MaKCHUMAaJIHaTa TU1a3MeHa KOHUEHTpaLua Ha onmecapTaH
M HAMAJSBA EJIUMMBALIMOHEMA NOAYKMBOT (t1/2). TIpunosxkeHueTo Ha ONMMecapTaH MeJIOKCOMHI TIOHE 4
yaca Ipeay KojleceBenaM XHAPOXIIOPH/ HamMalisiBa epekTa OT IEKAPCTBEHOTO B3aUMOACHCTRHE.
[TpunokenueTo Ha OJIMecapTaH MeJOKCOMMII TIOHE 4 Yaca TIpe/Ii KojleceseliaM XHAPOXIOopHa TpIOBa 112
ce uMa MpeBRA {BHKTE Touka 5.2).

Cnen nedenue ¢ anTHauni (anyMUHUEB MATHE3HER XMAPOKCeH]) ce Habmoaapa ¢1abo NoHIKasaHe Ha
OMOHAIMYHOCTTA Ha OJIMECAPTAH.

OnvecapraH MEAOKCOMEI HE OKa3Ba 3HaUMM e(eKT BBpXY dapMakOKMHETUKATA WK
¢dapMaxoaHamMukaTa Ha BapgapHi WiH (HapMaKOKHMHETUKATA Ha AUTOKCHH,

EAHOBPEMEHHOTO NPUIIOKEHHE Ha OJIMECAPTaH MEOKCOMMI C IPABACTATHH HE OKa3Ba KIIMHHYIHO
3HAUMMU e(peKT BBPXY (hapMaKOKHHETUKAT2 Ha ABETE CHCTABKH TPH 3paBH JINLA.

OnMecapTan He OKasBa KIHHNYHO 3HAYUMH HHXHOUTOPHH e(eKTH BEPXY YOBEIIKHTE LIHTOXpoM P450
enzumu 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 u 3A4 in viiro 1 HsiMa WK OKa3Ba MUHHMAIIHY
MHAYLIMPALY eQeKTH BLPXY aKkTMBHOCTTA Ha iaToxpom P450 npu rorsxose. He ce ouaxkBaT KIMHUYHO
3HAYMMU B3aHMOREHCTENA MEXIY ONMECAPTAH H IGKAPCTRCHUTE NPOIYKTH, KOMTO €€ META00NM3Mpar oT
TIOCOMEHHTE No-Tope HHToXpoM P450 enzumu.

Brimoxkun B?naHMO,E[EﬁCTBHﬂ, CBLP3aHH € AMJIOHITHH
E@HGEPEJIEHHO RPUAOMHCEHNUE, KOEMO UIHCKEO ROGUHIEHO GHUMAHUE

Eghexmu na opyeu nexapcmeenu npoovKmu 8bpxy amioOUnuH
CYP3 A4 vixuburopu

EIHOBPEMEHHOTO NPUIIGKEHHE Ha aMIIOJMIIHE ¢ MOIHH Wi yMepenu CYP3 A4 uuxnduropy
(npoTea3zHy HHXHOUTOPU, a30IHA NPOTUROTEOMYHH, MaKPOIUAH KAaTO EPUTPOMUIIHH MK
KNAPUTPOMHIIMH, BEpanaMnl HiIM JWITHAZEM ) MOKE /12 JIOBEJE 10 3HAYMTEIHO YBEIHYaBAHe Ha
eKCIMO3KHLUATa KbM aMiIoaunnH. KnuHinnute eekTi oT Te3n papMaKoKHHETHYHM IIPOMEHN MOXKe J1a Ca
IO-U3SBEHH NP TITAUMEHTH B cTapuecka Bh3pacT. MiMa normineH puck ot xunotonus. Ipenopsusa ce
BHHMATE/IHO HaOMOASHME Ha ALHMCHTHTE M KOPHMIHpaHe Ha A03aTa NMPU HeoDX0NUMOCT.

CYP3 A4 nunykropu

[Ipu enHOBpeMEHHO NpWIarale ¢ N3BECTHU HHAYKTOPH Ha CYP3 A4, niasMeHaTa KOH1ICHTpalys Ha
aMJIOAUNIVH Moske 1a Bapupa. [lopany Toga TpsiOBa Aa ce cneay KpBBHOTO HAJIAraHe M 1a ce peryjiupa
J03aTa, KAKTO 110 BPEME Ha, TaKa H CIC] €IHOBPEMEHHHS TIPHEM, 0COOEHO CHC CHIIHM MHYKTOPH Ha
CYP3 A4 (nanpyumep, prdaMiHLMH, XXbIT KAHTAPHOH).

Flpunoskennero Ha aMITOMITMH C rpeHndpyT WIH COK OT rpeing)pyT He ce NPENoPhYBa, ThH KaTO MOXKE
1a c€ YBEeNW4YH OHOHAIMYHOCTTA [IPH HIKOM NAMENTH, KOSTO BOIM /10 YBeJIMuaBaHe Ha edekra Ha
HaMAJISBAHE HA KPLBHOTO HajArane.

Haunrponen (uudyzus): [pn xxHUBOTHY ca HabnOJaBaHU KAMEPHO MBKIEHE B ChPJIEYHOCE
KOMTO €4 CEbP3aHy C XHUINEPKAINEMHS Cllell NPWIOKEHUE Ha BepanamMmun W HHTPaBeHO3HO
[opany puck OT XHINCpKanvemMHs ¢e NPenopbuBa 1a ce u3bITRa €1IHOBPEMEHHOTO NPWIO0
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6J’ID]{EPH HA KanlHEeBUTE KaHANU KaTo aMIQIKXIIMH NPH NauUueHTH, APERPAa3IoNIOsKCHH KbM 3NOKa4HEeCTBCHA
XRNEPTEPMHAA U TIPH JCUCHHL HA 310KaYCCTBCHA XHIICPTCPM HA.

Edhexmu na amnodunuu ebpxy Opyeu 1ekapcmeeny npooyKmu

EbexThT Ha aMJIOIMIINH 32 TIOHIKABAHE Ha ApPTEPHAIHOTO HAIATaHEe ce NpHOaBsl KbM IOHHKaBallHA
ApTEepHaTHOTO HanArane eeKT Ha APYTH aHTUXKUIIEPTEH3HBHH CPEACTRA.

B KIMHHYHA TPOYYBAHHA 38 B3AUMOACHCTBHE, AMIOAMITHHE He NOBAMSBA PpapMAKOKHHETHUYHHA NPOQHIT
Ha aTOPRACTATHH, AMTOKCUH WM BappapuH.

CumpacTaTHH: ENHOBPEMEHHOTO IMPAIOKEHHE Ha MHOTOKpaTHH A03H oT 10 mg aMsoaunuH ¢ 80 mg
CHMBaCTaTHH BOAW R0 77% yRETHUYABAHE HA EKCTNIO3HUMATA KBM CUMBACTATHH B CpaBHEHHE CHC
CHMBACTATHH, NPHIOKEH camocToaTenHo. Hamanere mozaTta Ha cyMBacTatud Ha 20 mg JHEBHO NpH
NALMEHTH, KOUTO MPHEMAT aMJIOAWITHH.

Takposumyc: FiMa pHCK OT HOBUIIABAHE Ha KPLBHUTE HUBA H& TAKPOIIMMYC IPH €HOBPEMEHEH NIPHEM C
amnomunyH. C rien nzbsareane MHTOKCHKAUHATA ¢ TAKPOTUMYC, IIPY NPHIIOKEHHETO Ha aMJIOMITHH TTPH
HAI[UEHT, JEKYBaH ¢ TAKPOJIHMYC, € He00X0AMMO NPOCIe/iiBaHe Ha KPBEBHHUTE HUBA HA TAKPOIUMYC H
KOpPUFHpaHe Ha A03aTa Npy HeoOXO0AMMOCT.

Mechanistic Target of Rapamycin (mMTOR) unxututopute: mTOR HHXHOHTOPH KaTO CHPOJIHMYC,
TEMCUPOIUMYC H €BepoMyc ca cydctpaTti Ha CYP3A. Amnomunud e cnab CYP3A unxuburop. Tipu
eHOBpeMeHnHa yrotpeda ¢ mTOR uHXMEWTOPH, aMIONUIIMH MOKE /12 YBeNnHYH ekcnosunmata Ha mTOR
HHXUOHUTOPHTE.

IInxnocnopud: B MpocneKTHRHO NpoyYyBaHe ¢ NALUMEHTH ¢ Ob0peyHa TpaHCIUIAHTAIMA € YCTaHOBCHO
cpeniHo yBemmueHue ¢ 40% Ha obIyTe HUBa HA LIMKIOCMIOPUH NPH ¢AHOBPEMEHHATA My yRoTpeba ¢
amnomuH. EnqHoepeMernara ynorpeba Ha Tecnagad HCT ¢ npkiiocrnopn Mojke Aa OBEAE 1o
NOBUIlICHA eKCIO3MLMA Ha LiMKIociopsH. ITpn xoMOunupaHo jieyeHHe ¢ Heobxonumo HabmoaeHue Ha
00I0TO HUBO Ha IMKJIOCTIOPHH, KAKTO U HaMaJIsiBaHe Ha 103aTa IPU HeOOXOUMOCT.

BL3MO¥KHHE B3aBMOJCHCTRHA, CBBP3aAHE ¢ XUAPOXJIOPOTHAZH],
Eonospemenno npuinorcerue e ce npenopvusa

Jlexapemeenu npoOyKmu, KOumo noeauaAsam HUgoMO Ha KANUA

Kanuii-usuepneauuaT edekT Ha XUApOoXIopoTHasi, (BuwkTe Touka 4.4) Moke a ce NOTeHLHpa OT
€IHOBPEMEHHOTO NIPWIIOXKEHHE Ha JIPYTH JIEKApCTBEHH IIPOAYKTH, KOHTO Ca CBBP3aHH Che 3aryda Ha
Kanui ¥ XMNoKanueMis (Hanp. IpyrH KATHIRYPEeTHYHR JHYPETHHH, JaKCATHBH, KOPTHKOCTSPOHIH,
AKTX, amdoTepunH, KapbeHOKCONOH, TIEHHIIAMH G HATPUHA WIK NPOU3BOAHH HA CalMIIHIIOBaTa
kricennHa). Iopanu ToBa eqHOBPEMEHHO NPUNTOSKEHNE HE CE fIpENopbUBa.

Eonoepemenno npuiodicenie, Koemo usuCKeq ROSUIICHO GHUMANHUE

Conu na kamus

TrHazWHATE AMYPETHLM MOTAT Ja MOBHILAT CEPyMHUS KaMIKi nopaay MOHWKaBaHe Ha eKcKkpelsTa. B
cyuaid, ye TpgOBa Aa ObAaT NpeAnucaly KAIIMEeBK 100aBKH, CEPYMHRAT Kalnnyi TpsOBa 1a ce
NPpOCIeNABAT K 103aTa HA Kl fia ce kopurupa B ChOTBETCTBHE ¢ TOBA.

Xonecmupamist 4 XOneCmunono8u CMOIY
ABcopO1s Ha XMAPOXJIOPOTHAZU] C€ HAPYIIAaBa NPH HAKHYNETO Ha AaHHOHHN 0OMEHHHN CMOJIH.

Juzumanucosu 2nuko3uou

Ipei3BUKAHATA OT THA3HIN XHUIIOKANMEMUS WIH XHIIOMarHes3uemMus Moxe ja Gnaronp
Ha AUTUTAIHC-MHAYIIMPAHH ChP/ICYHU apUTMUH.
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Jlexapcemeeru npodyKmu, KOUmo ce GAUAAM O HAPYWIAGANIEING H{ HUBAINA HA CEPYMHUR KUY
[IpenoprbuBa ce nepyonryHO npocienasane Ha cepymuns kamvii u EKT, xorato TECTTAJIAH HCT ce
NIPUNAra ¢ JIEKAPCTBEHH NPOAYKTH, KONTO C€ NMOBNNABAT OT HapYLIECHMs B CEPYMHHUTE HHBA Ha Kanus
(nanp. AMrUTaIKCOBH IMMKO3MAH U AHTHAPHTIMHLM) M Cbe cllefHHTe torsades de poinies (kamepHa
TaXHKAPAUA)-HHIYHUPALH NEKApCTBEHH NIPOAYKTH (BKITKOUUTENTHO HAKOW AHTHAPHTMHIM), T KaTo
XMIIOKATHEMHATA € Tipeapasnofaran gairop 3a torsades de pointes (kamMepHa TAXMKap/uas):

- Knac Ia antnapyrmuny (Hanp. XMHHAHH, XUIPOXHHHIUH, JM30TIAPaMIIL).

- Knac Il anTHapuTMULK (Hamp. aMUOAapOH, cOTanon, aoderunun, HoyTuIma).

- Hsxon anTHncyuxotiitg (Harp. THOPUAA3HH, XJIOPIIPOMAa3HH, JICBOMEIIPOMA3HH,
TpuIyOoTiepaskH, HMaMeMazuH, CYTITHPUA, CYJITONPUI, aMUCYNPU, THaTIPH], THMO3K,
XaNIONEPHION, IPOTNePUIoN).

- Jpyru (Hanp. Genpyaui, lsanpyn, oudgemansu, 1V, epHTpoMULIMH, Xano(aHTpuH,
MU30NIACTMH, TIeHTAMHAIHH, crapdokcanus, TepdeHannd, IV, BUHKaMHAH).

Heoenonapuzupawyu ckenemmy MyCKYiHY PEAAKCAHMY (Hanp. myboxypapin)
EQexTsT Ha HENENONSPU3HPALIHTE CKEJIETHH MYCKYTHH PellaKkcaHTH MOk Jia Ob/ie OTEHIHpaH OT
XHAPOXJIOPOTHAZH.

Aunnxonurepzuunu cpedcmea (Hanp. amponu, bunepuoen)
HapacTeahe Ha GMOHANHYHOCTTA HA THASUIHWUTE TUYPETUIIM NOCPEACTBOM 3a0aBgHE Ha CTOMALIHO-
YPEeBHHUS MOTHJIMTET M CKOPOCTTa Ha U3Npa3BaHe Ha CTOMAaXxa.

Anmuduabemnu nexapcmeenit RPOOYKMU (NEPOPAIHY CPEOCIBA U UHCY/IHH)
JTleyeHHETO ¢ THA3HIM MOKe 14 NOBJIMAE BRIVICXH/(paTHIA Tonepanc. Moxke Ja ce HaJlOXN KOpUrupane
HA JO33Ta Ha aHTHAVMAOeTHHUS NEKApCTBEH NPOYKT (BIDKTE Touka 4.4).

Memchopmun
Merdopmua TpsOBa fa ce npunara ¢ MNOBHILEHO BHMMAHKME MOPaJid PHCK OT JAKTaTHa aln03a, KOATO CC
IPUYHUHABE OT BE3MOXKHA QyHKILHOHAIHA Ob0peuHa HeJOCTATRYHOCT CBBP3aHa C XHAPOXTIOPOTHA3HIL.

bema-broxepu u Suazoxcuo
XHTepriHKeMH3HpalusT ebekr Ha Oera-OrokepyTe U AMA30KCHA MOXKE 1a C¢ YCHIH OT THAZHJIHTE.

IHpecopru amunu (Hanp. HOPAOPEHATUH)
EdekTHT 0T IpecopuuTe aMHHM MOXKE 1A € NOHMKEH.

Jexapcmeernu npodyxmu, Koumo ce npurGzam 3a 1enenue Ha nodazpa (sanp. hpobeneyus,
CYAPUHRUPAZOH U AAONYPUHOT)

Moske 12 ce HAJIOXKU KOPUIMpaHE Ha JI03aTa Ha YPUKO3YPHYHWTE JIEKAPCTBEHH CPENCTBA, THH KaTo
XUAPOXJIOPOTHA3KI MOKeE JIa NOBHIIA HHBOTO HA CepyMHaTa NMKOYHA kHcelnHa. Moxe na e
He0oOXO0IMMO MOBHINABAHE Ha J103aTa Ha NpoOeHeu WiTH cyIdHUHITHpa3od. ENHOBpeMEHHOTO
MIPAIOKEHHE Ha THA3HINU MOXKe 12 NOBHIUM UeCTOTaTa Ha PeaKLHH Ha CBPBXUYBCTBUTENHOCT CHPAMO
aJIONYPUHOI.

Aniaumaon
THazuauTe MOTAT [Ia NOBUINAT PUCKA OT HEXKENAHU PEAKIIMH IIPHYMHEHH OT aMaHTAIHH.

L{umomoxcuunu cpedcmea (nanp. yuxirogochamud, memompexcam)
Twuazumure MoraT Aa HaManaT OEOpeUHaTa eKCKpeLsd Ha IMTOTOKCHYHHMTE JIEKAPCTBCHY NIPOAYKTH U Jia
HOTEHUMPAT MUACIIOCYTIPECHBHHTE UM €(EKTH.

Canuyunomu
B criiydaii Ha npunokeHHe Ha BUCOXH A03M CATMUWIIATH, XUAPOXIIOPOTHA3U/I MOXKE 1a YCWIHN TOKC
€(QEKT Ha CAJTMLIMIIATHTE BbPXY LICHTpaiHaTa HepBHa CHCTEMA.

Memunoona
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HMma u30aupaln cho0lLleHHA 33 HaCTHNBAHE HA XEMONIMTHYHA aHEMHA NPH €AHOBPEMEHHO NPUIIOKCHHC
Ha XMJIPOXJIOPOTHA3ZKW U METHNAONA.

Huxnocnopun
EAHOBPEMEHHOTO NIEYEHHE ¢ LIMKNOCTIOPHH MOXe JIa IOBHIIN pUCKa OT XUNEPYPUKEMHA 1 TIOAATPOSHH
YCIIOXHEHHA.

Tempayuxiuny

EnHoBpeMEHHOTO NIPUIIOKEHHE HA TETPALMKINHH H THa3WIH NOBHLIABA PUCKA OT TETPaLMKIINH-
HHAYLHPaHO NOBMINIABAHE Ha CTOMHOCTHTE Ha ypesaTa. Tosa B3anMOASHCTBHE BEPOATHO HE € TIPHIIOAHMO
33 JOKCHITUKITHH.

4.6 OepTHNATET, OPEMEHHOCT H KhPMEHE

bpemeHHOCT

ITpunoxenuero Ha TECIIAJXAH HCT e nporuponokasaHo mpe3 27 i 3™ TpUMeCThp OT OpeMeHHOCTTa
(BrwkTe TOurH 4.3 u 4.4). Karto ce B3eMar npeBHA ePEKTHTE Ha OTACTHUTE ChCTABKH Ha TO3H
KOMGUHHpPAH TIPOAYKT BLpXY 6pemennoctTa, npuioeHnero Ha TECITAJIAH HCT ne ce npenopbtisa
Npe3 ITLPBUS TPHMECTHP OT OpeMeHHOCTTa (BIKTE TOUKa 4.4).

Onmecapmar MeoOOKCOMUN

IIpunoskeHueTo Ha aRruoTeH3HH 11 peLelTopHy aHTArOHHCTH He Ce NIPerophyBa Npes NkpBHa TPUMECTHD
Ha HpemeHHocTTa (BIKTE TOuKa 4.4). HpunokenueTo Ha anrnoTeHsus 1 pelienTopHH aHTaroHWCTH €
[POTHBONOKA3aHO fpe3 2P* u 3™ TpumecThp Ha GpeMeHHOCTTa (BIKTE Toukk 4.3 1 4.4).
ENHaeMHO/IOrMUHHUTE JIOKA3ATENCTRA, Kacaellii PHCKA OT TEPATOreHHOCT ciiell ekcnosuuma na ACE
MHXAGUTOPH TIpe3 IBPBHA TPUMECTHP OT GpeMeHHOCTTa, He ca yOeJUTeIHH; He Moe, obate, Jia ¢e
3KOTIOUN C1abo HapacTBaHe Ha puicKa. JlokaTo JMIICBAT KOHTPOINPaHH eMHASMYOIOIHUHH TaHHH I10
OTHOMIEHME Ha PHUCKa ¢ anruoTensud 11 peltenTopHy aHTarOHKCTH, CXO/{HM PHCKOBE MOTaT Jia
CBILECTBYBAT 32 TO3Y KJIac MeAHKaMeHTH. OCBEH aKo MPOB/DKABAHETO Ha JISYEHHCTO € aHTHOTEH3HH
penenTope 6110Kep He ce CYHTA 3a M3KIIOYUTEITHO BOXKHO, TAIMEHTKHTE, KOWTO IaHHPaT OpeMEHHOCT,
TpaAOBa 14 IPEMHUBAT Ha JICUEHNE ¢ JIPYTH aHTUXHMIIEPTECH3UBHHA JIEKAPCTBA, KOHTO UMAaT yCTAHOBEH

npodnuT Ha 6e30MacHOCT 3a NPHIIoKeHHe NpU GpemerHocT. Korato ce yCcTaHOBH GPEMEHHOCT, JIEUCHHETO
c anrrotenauH Il pelienTopHy anTaroHUCTH TPROBa Oa 6bAe He3a0aBHO NPEYCTaHOBEHO U, KO €

yMeCTHO, TPSOBa [a ce 3aII0YHE ATTCPHATHBHO JIEYCHHE.

H3BecTHO €, 4e BpK X0pa eKCMO3UIIAATA KBM aHTHOTEH3MH 11 penenTopHy aHTaroHucTH npes 277 1 3™
TPUMECTBP APHUHHARA (PeTOTOKCHUHOCT (HamManena Ob0peyHa QyHKIKS, OTUIOXHIIPAMHHOH, 3a0aBsIHE
Ha ocu(pUKAMATA HA Yepenia) ¥ HeOHATAIHA TOKCHIHOCT (6B0peyHa HelocTaTEYHOCT, XMITOTOHK,
XUIIEPKAJINEMHKA) (BWKTE CHIIO TOYKA 5.3).

B cryuaii 4e € AMano eKCIo3HIHA KbM anruoTeHsHH Il peLientopeH aHTaronueT cnell 2P TpuMecTsp Ha
6peMeHHOCTTa, Ce MpenophUBa exorpadcki KOHTpoN Ha 610peunara GyHKUUS U Yepena.

Beberara, YAMTO MalKH ca IIpMeMalii anrioTedsuH Il pelienTopHy aHTaroHHCTH, Tpadea Ja obaar
BHUMATENTHO HaOJNONABAHH 32 XUITOTOHM:A {BIDKTE CHINO ToukH 4.3 1 4.4).

Xuopoxnopomuasuo

OIMUTHT ¢ XUAPOXJIOPOTHAZKS Y10 BpeMe Ha GpPEMEHHOCT € orpaHuyeH, ocoOeHo Npe3 NbPBHA TPHMECTh.
EKcneprMeHTalIHHTE NpOoyYBaHU HPY XKHBOTHH Ca HEJOCTAaThHUHN.

XvapoxJIopoTHA3HI TIpeMHHABA NTaueHTaTa. Karo ce Mma npesua papMakoiorHiHiA MEXaHU3bM Ha
JEUCTBHE HA XKAPOXJI0POTHAZHL, HEFOBOTO APWIOMEHME Ipe3 27 1 3™ TpHMeCThp MOXKE Jia
KOMIIPOMETHPA (eTo-nnaleHTapHaTa nepdys3us ¥ Moxe 4a NpUIMHH (PeTATHNA Y HEOHATaIHY epexTH
KaTO MKTEP, HAPYIIIABAHE HA €NEeKTPONUTHHAL OAJIaHC ¥ TPOMOOLMTONCHHUS.
XHUApoxaopoTHA3KN He TpsOBa Na ce fipunara Npy OToLH Ha OpeMEHHOCTTA, TecTalUoHHa
WK IPeeKIIaMIICHs IOpPaii PHCK OT NOHIKaBaHe Ha TUla3Menna 00eM 1 TUTalieHTapHa X
6e3 noneszed eekT BLPXY xona Ha bonecrra.
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XUApoxJI0pOTHA3K He TpAOBa Aa CE NpuJIara 3a eueHHe Ha eCeHHANRA XHIEPTO NS NpH OPEMEHHH
KEHH, C U3KJIIOUEHHE Ha PEIKUTE CIY4YaH, B KOUTO HE MOKE /14 C€ TIPHUIIONKH APYTO Je4CHUE.

Anmmoourun

JfannuTte oT orpaHMdeH Opoi ekcno3Hpany OpeMEHHOCTH HE NOKA3BAaT, Y€ aMJIOMINE WK ApYTHTe
AHTAMOHHCTH Ha KAJILMEBHTE PElIeTITOPH OKa3BaT HeOIAronpyaTHH edexTH BEpXY 3ApaBeTo Ha deryca.
Moxe na € Hanuie, obade, pUck OT NPOTPAxXMPaHe Ha paKAAHETO.

Knpmene

[To BpeMe Ha KbpMeHe He ce npeniopbusa ynorpedarta Ha TECIIAZJAH HCT um e 3a mpeanoynTane
ANTEPHATUBHO JIEYEHHE C 110-100pe ycTaHoBeH npodiut Ha 6e30macHoCT IpH KhpMeHe, 0co0eHO NpH
OTTJIEAKOAaHE Ha HOBOPOICHO WIH POICHO NPEKIEBPEMEHHO NIETe.

OnmMecapTaH NPEMHHABa B MIISIKOTO TIPH KbpMeLH IbxoBe. He e n3secTro, 06aue, anu onMeECapTaH
NpeMHHaBA B KBPMAaTa NPH X0opa. AMIIOJIUITMH C€ eKCKPETHPA B HOBEIKOTO MiAKO. KoJIHyecTBOTO OT
Mal{upHAaTA 1034, IPEMUHANO B HOBOPOASHOTO, C& OTIPEACIIS Ype3 MHTEPKBAPTUIIEH InanasoH oT 3 - 7%,
no MakcumyM 15%. EdexTsT Ha aMAOOUIHA BLPXY KbPMalueTa He € M3BCCTEH.,

XupoxJIopoTHazHA NIPEMIHABA B MAJIKM KOJTHUECTBA B KbpMaTa IpH Xopa. Thasunute BbB BHCOKH JI03H,
KOMUTO BOJAT A0 MHTEH3MBHA AUYPE3A, MOKE [a ITOATHCHAT 00pa3yBaHeTO Ha KbpMa. Ynorpebara Ha
TECIIAJAH HCT no Bpeme Ha xupmete He ce npeniopbusa. Ako TECITAJIAH HCT ce n3nonsea no
BpeMe Ha KbpMeHe, TpaOBa a ce NOAbPIKA BE3MOXKHO HaW-HHUCKA J1034.

®eprHanrer

Cro01aBasy ca obpaTiMu DMOXUMHYHA NPOMEHH B FJlaBarta Ha CIIEpMATO30MIMTE ITPH HAKOU TAlMEHTH,
JeKyBaHH ¢ OJIOKEPH Ha KATIUEBUTE KaHATIH.

KoIMHAIHMTE AaHHY Ca HEAOCTATHYHH OTHOCHO NMOTEHLMAIHIS e(EKT Ha aMIICAUIINH BBPXY
(epraunmTeTa. B 1O NpOyUBaHE C IILXOBE ¢a YCTAHOBEHH HEXKENAHH ePEKTU BbpXY (pepTHAMTETA HA
MBKKHTE MHAVBHAH (BIDKTE TOUKA 5.3 ).

4.7 EdeKkTH BbpXy clIocO0HOCTTA 3a wiodHpaHe B padoTa ¢ MANIAHK

He ca npoeex/1aHH TIPOYYBAHHA 33 e(heKTUTE BbPXY cocOOHOCTTA 3a Wwodupane H paboTa ¢ MAIIHHN.
Tpsa6ea na ce HMa npeABKZ, 0Oave, Ye MOHAKOra MPH NalUHEHTH, KOMTO IIpUeMaT aHTHXHITEPTEH3HBHO
JIeYeHHE, MOTAT Ja HACTBIIAT 3aMafgHOCT, Iaso0oKe, TaficHe WK YMOpa W TE3H CMMIITOMM MOTaT Aa
HapyllaT crnocoOHOCTTa 3a pearupane. Heobxoaumo e BHMMaHHe 0cOOEHO B HAYaJIOTO Ha JICUCHHETO.

4.8 Hesxexany 1eKapcTBEHH peaKkiin

BesonachoctTa Ha TECTIAZTAH HCT e uzcnensana B KJIHHHYHH DpOY4BaHHA CbC 7820 malineHTa,
IOTyYaBalliy 0JIMEecapTaH B KOMOMHALMA ¢ aMJIOANITUA U XHOPOXJIOPOTHA3HA.

Hesxkenanyre peaklMi OT KITHBHYHH NPOYy4BaHMA, OT IIPOYUBAHNS, TIPOBENCHH CIIE/ pa3peLIaBaHe 34
yrorpefa, ¥ CIIOBTAHHY AoKnanu ca obequnenu ¢ Tabmuua 1 3a TECIIAJAH HCT, xaxTo u 3a
OTAEIHUTE KOMIIOHEHTH OJIMecapTal MeIOKCOMILL, aMJI0IMITHH ¥ XHAPOXIOpOTHA3Uf BB3 OCHOBA Ha
H3BECTHHA Npothun 32 6€30MacHOCT Ha OTACTHUTE KOMIOHEHTH.

Haii-uecTo mOKIaABaHUTE HexeNlaHH peaknyd no Bpeme Ha siedenue ¢ TECITAIIAH HCT ca neprgepen
OTOK, I71aBOOONHNE ¥ 3aMagHOCT.

Crnenpaliire TEPMUHRA CE NIPUIIAraT ¢ 11e11 /1a ce KNaCH(pULIMpa HAaCTBIIBAHETO HA HEXKENAHW PEaKHH.
Mmnoro uectH (=1/10)

Yectu (21/100 no <1/10)
Heuecru (=1/1 000 no <1/100)
Penxu (=1/10 000 po <1/1 000)

Muoro penxu (<1/10 000)
C HEWzBECTHA YeCTOTa (OT HAIMYHUTE JaHHU He MOXe 12 Ob/ie HaNpaRreHa OLEHKA)

Tatnuua 1: Ipernen va vexenanute peakuyu ¢ TECHAJIAH HCT u otaenny komnone
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MedDRA Hexenann JeKapcTrBeHH YectoTa
SUCTEMHGE pLaxian Tecnanan | Oamecapran | Amaoanunn | HCTZ
OpPraHHH KJacoBe HCT = | s
HNudexumm u HNudexumsa Ha ropHuTe YectH
uHdecranmu IUXATEJTHU MbTULLA
HazodapuHrut Yectu
HUndexums Ha TMKOYHHTE YectH Yectu
MbTHLLA
CuanoaneHur Penxu
Heonnazmu — HemenanomeH pak Ha C
0OpOKaYeCTBEHH, kokaTa (DasanHOoK1eThYEeH HEU3BECTHA
3JI0KQYE€CTBEHH U KapLIMHOM M 4ecToTa
HEOoIpe/iesIeHH (BKII. CKBAMO3HOKJIEThYEH
KHUCTH M TIOJIUIIH) KapLIMHOM)
Hapyiuenus na JleBkoneHus Mpmuoro peaku | Penku
KpBBTa U JIMM(pHaTa TpomboumToneHus Heuectn Mmuoro penxku | Penxu
cHcTEMa [ToTHCcKaHe Ha KOCTHHS Peniu
MO3BK
Heyrponenus/ Penku
arpaHyJIOLMTO3a
XeMOIUTHYHA aHEMHUS Penxu
AnuiacTHYHa aHEMMS Penku
Hapyiuenus AnadunakTiyHa peakius Heuectn
MMYyHHaTa CUCTEMa JlexapcTBeHa MHoro peku
CBPBXUYYBCTBHUTEJIHOCT
Hapymenns na XUNEepKaJTHEMHs Heuectu Penxu
meTabonu3Ma U XUNoKanueMus Heuectun YectH
XPaHEHETO AHOpeKcus Heuectn
I'moko3ypus Yectu
XunepKanimeMus YectH
XunepriamkeMusi Mpmuoro peaku | Hectn
XuroMarHe3eMus Yecn
XuUnoHaTpueMus Yectn
XHUNoxJIopeMHus YecTu
XunepTpuriMuepuieMus YecTH MHuoro
4eCTH
XunepxonecreposieMus MHnoro
4eCTH
XunepypHuKkeMus Yectu MHoro
YECTH
XUNOXJIOpeMHYHA aJiKao3a MHoro
pEAKH
XunepamuiaseMus Yectu
[lenxuunum CobcTossHue Ha OOBbPKAHOCT Penku Yectn
HapylleHUS Jlenpecus Heuectn Penku
Anatus Penku
Pa3znpasnurenHoct Heuectn
be3noKoNCTBO Penku
[TpoMeHH B HACTPOCHUETO Heuectn
(BKJIFOUMTESTHO TPEBOXKHOCT)
Hapyinenus Ha CbHs Heuectu /
(BKJIIOUMTEITHO O€3CHLHNE)
Hapyuienus na 3aMasiHOCT YectH YectH
HEepBHATa CUCTEMA [ naBobonue Yectn YectH
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[HocTypanna 3amassoct Heuectu
[1pecnnkon Heuectn
Jyncrezns HeuecTtu
XHIepTOHHS MHOI0 peliky
XHnoecTes Heuectu
[apacresus HeuecTu Penxu
[epudiepna nerporaTys MHOro penku
CBHHIIUBOCT Yectu
CHHKON HeuecTn
Konpyncuu Penxu
3aryOa Ha aneTur Heuectn
Tpemop Heuecty
ExcTpanupaMiIHH C neusBecTHa
HapyIUEHHA YECTOTA
Hapyimenns Ha ounre | 3pUTENHH HApYLICHHS Uectn Penxu
(BKIIIOYHATEITHO JUTUIONHA,
3aMBFJIEHO BIDKIAHE)
HamaneHo oraensne Ha Penku
CHJI3H
Bnonragale Ha MHOIINA Heuectu
Kcanroncus Penxu
Octpa MHOIUSA, OCTPa C
3aKPUTOBIBIIHA TTIAYKOMA HEU3BECTHA
(BioKTE TOUKA 4.4) YyecToTa
XOpouIaJicH H3THB C
HEU3BECTHA
4ecToTa
Hapyiuenne Ha yxoto | Bepruro Heuectn HeuecTn Penxn
1 JabMpHHTa Tunuryc Heuectn
Crpneunn ITanmuraigd Yecrun Yectu
HapyLICHN Taxuxkapnous Heuectu
MuoxapaeH uH}papKT MHoro peaxu
ApHTMMS (BKIIOYUTENTHO HeuecTu Penxn
Opagukapaust, Kamepsa
TaXUKApAHA U OPEIChPIHO
MBXIECHE)
AHI¥HA NEKTOPHC HeuectH HeuectH (BHUL
BJIOIIIABAHE HA
aHTHUHA
FAEKTOPHC)
CBI0BY HAPYIUSHIA XUNOTOHUS Hectu Penxu Heuectu
3auepBaBaHe Heuwectn YHecTH
OpTrocTaTHYHA XUINTOTOHHSA Heuect
Backynmut (BKIIOYHTETHO Mmuoro peaxy | Penxu
HEKPOTH3Upalll GHTUHT)
Tpombo3a Penxkn
Emb0n13bM Penxu
PecnimpatopHy, Kammna Heuwectu YecetH Heuectu
I'PbIHA U bpoHxUT YecmH
MeMacTHHANIHU Jucnues Hectn
HapyWCHUA Dapuurur YecTH
Puuur YectH Heuecty f‘_ 0
OcTpa MHTEPCTHLIMANTHA
NHEBMOHHA
Pecniparopen ANCTpec
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benoapoben orok

Penku

OcTbp pecnypaTopeH Mnoro
auctpec cuaapom (ARDS) peaKn
(BX. TOUKa 4.4)
CroMalHo-4peBHH Huapus YecTH YectH YectH
HapyImMCHUA I'afene Yectu Yectn YecTH UecTy
3arek YecTH Hectn
Cyxorta B ycrara Heuectn HeuecTn
Kopemna Oonxa YeetH YectH Yectn
IIpomsHa B upepBarta YHectH
dyHKHA (BKI. Auapus U
3arex)
MereopHsbsMm Yectn
Jlhcrniencus Yectn Hectn
I"acTpur MHoro peakn
JIpasnene Ha cromaxa Uectn
I'actpoenrepur Yectn
XHOepIulazyus Ha BEBLIHTE Muoro peaxu
IlapanuTH4eH Uneyc MHoro
penKu
1lankpearTnt Mnoro penxu | Penku
1loBpbinane Heuectu Heuectn Yectn
Inpy-noaobHa Muoro
CHTeponaTus (BIKTE TOYUKA PEnKH
4.4)
Xenaro-OunuapHu Xenarur MHoro peaKH
HapylIeHUA JKenrennna MHoro pemxu | Penxu
(MHTpaxenaraicH
XOJIECTATHYCH MKTEP)
OCTBP XONCLUCTHT Penxu
C
ABTOHMYHEH XenaTuT™ HEU3BECTHA
4ECTOTE
Hapymrenns na Arnonenus Heuectn
KOXAaTa U AHrnoenem Pexn MHoro pelku
NOAKOKHATA ThKaH AJIEpruyeH AepMaTHT Heuectr
Epurema mynrtndopme MHOro peiku
Epurema HeuecTu
IlogobHu Ha symryc Penxu
EPUTEMATOZYC KOKHH
peaKklyH
Exzanrem Heuectn Heuectu
ExcdonnatupeH nepMaTvt MHoro penxku
XHUnepxuaposa Heuecru
Peaxiiu Ha Mmuoro peax | Heuectu
(bOTOUYBCTBUTETHOCT
[Ipypuryc HeuecTtn HeuectH Heuectu
[Typnypa Heuvectn Heuectu
Oroxk Ha Keunke MHoro peaxu
Obpuer Heuectu Heuecrn Heuvectu

PeakmnBaliiig Ha KOXKeH
HYITYC EPUTEMATO3YC

Toxcuuna enMaepmanHa
HEKPOINH3a

C Heuzme

Hpomsana e usera Ha koxarta
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CungpoM Ha CTHBBHC-

JKOHCLH

MHoro penxu

Y prukapus

HeuecTHn

Heuectn

Heuecth

Hapyuienus Ha
MYCKYJTHO-CKEJIETHATA
cucTeMa U
CheIMHUTENHATA
TBKaH

MyckyJeH crasbm

YectH

Penxu

YecTH

HﬂnyBaHe HA CTABUTE

YecTH

Myckyina cnadoct

HeuectH

Penxu

IlonyBane Ha rnezeHure

YecTH

Aprtpanrus

Heuectn

ApTpHT

HecTH

Bonka B rupba

HecH

HeuvecT

[apesa

Penxm

Muanruas

Heuecn

HeuectH

CkenetHa 6onka

YectH

Hapyimenus Ha
brOpeLHTe U
IUKOYHMTE ITHTHILA

Fonakuypus

Yectn

VBemeHo 4ecToTa Ha
ypHHEPaHE

HeuectH

Octpa 6B0peuna
HEIOCTATEYHOCT

Penxu

XeMaTypus

YectH

Hapymenus 8 ypyHHpaHeTo

Heyectu

Huxtypys

Heuectu

Hnrtepctrimaned HepHT

Penxu

brOpeuna HelOCTATEYHOCT

Penxu

Penxu

Hapymenns na
BB3NPOH3BOAUTEIIHATA
CUCTEMA U I'bPJIATA

EpextunHa aucdynkipys

Hedectn

Heuectu

Heuectnn

['unexoMacTiA

HeuectHn

OO01m HapyweH s U
eheKTH Ha MACTOTO Ha
NpUIOKEHHUE

AcTeHus

YecTu

HeuecTu

YectH

ITepudepen oToK

Yec1

YeceTH

YMopa

Yectn

YecTH

YectH

bonka B repure

YectH

Heuectit

Tpecka

Penku

I pynonoiodHu CHMIITOMH

YecTu

Jleraprus

Penxu

Hepaznonoxenue

HeuecTn

Heuectn

Orok

M#HOorQ 4ecT

Bonxka

YecTH

HeuecTh

Orok Ha HULETO

Heuectn

Hzcnensanus

[1oBuIiIeHM CTOHHOCTH Ha
KPEaTHHUH

Yectu

Penxn

YecTH

IoBHIIEHHU CTOHHOCTH Ha
ypes B KpbBTa

HectH

YecT

YectH

IToruineHn cToHHOCTH Ha
ITMKO4YHa KUCCIIHHA B KPLBETA

HeeTH

IHoHmxcesn cTOMHOCTH Ha
KaJili B KPBBTa

HeuectH

I loBuinen# cTOHMHOCTH Ha
ramarnyraMuil Tpaicgepasa

Heuecru

1 JoBuniieny CcTOHMHOCTH Ha
anaHiH aMuHOTpaHcdepasa

Heuecru

TTopuiIeHy CTOMHOCTH Ha
acraprar
aMUHOTpaHcpepasa

Heyectu

TToBunieHY CTOMHOCTH HA
YEPHOAPOOHUTE EHZMMY

Yect

19




xonecrasa)
| loByiueHH CTOMHOCTH HA YecTH
KpeaTHun pochoxiHaza B
KpLBTa
Hamansggade Ha TErnoTo Heuectn
Yeenuuagase Ba TETNOTO Heuectn

*I1pe3 MOCTMApKETMHIOBHA NIEPHOL ¢ choO11aBA 3a CITy4an Ha aBTOMMYHEH XENIATHT ¢ MTATCHTEH NEPHOL
OT HAKONKO MECena A0 TOMHY, KOUTO ¢a 00parvMu cliefl CIMpale Ha NpHeMa Ha OJIMEcapTaH..

JloxaZiBaHH ¢a eAUHHYHY CAyuaM Ha pabaoMHoNN3a, Habnw1aBaHy NPE3 NEpHoO/a Ba NPUEM Ha
anrpoteHsHH Il peuenropau Girokepy. CrO0MIEHHN ca €IMHHYHY CJIYYaH Ha EKCTparMpaMAiasicH
CHHIpPOM TIPH ITANKEHTH, JICKYBaHH ¢ AMJIOJIUIIHH,

HemenanoMen pak Ha KoskaTta: B13 0CHOBa Ha HANMYHWTE 1aHHHN OT ENWASMHONOTMIHA NPoyYBaHui €

HaGIr0/laBata 3aBUCHMA OT KyMynaTHBHAaTa 1032 Bpbska Mexay XX T3 1 HMPK (x. cbuto Touky 4.4 1
5.1).
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JIOMBAHMTENHN HEXETAaHN PeakLHH, ChOOLIEHH B KIHHWMHH NIPOY4YBAHH HIIH OT NOCTMAPKETHHIOBHA
onuT ¢ KOMOHHanMg oT PUKCHpPaB} A03H HA OJIMECAPTAH MEJAOKCOMWI ¥ aMIOAHIIHH, KOATO HE €A
cpobimenn 3a TECHAJIAH HCT, MoHOTEpanns ¢ oliMecapTaH MEIOKCOMMIT WITH ¢ aMJIOANTIHH Bk €2
NOKIAABAHY ¢ NIO-BUCOKA YECTOTA TIpH ABoiHaTa komMOunanua (Tabnyma 2):

Tadonnna 2: KomOnnanus Ha oiMecapTal MEJOKCOMMJI H AMJIONITHH

CurcreMBO-Oprannyg Yectora He:xenanu JiekapcTBEHH
KaacoBe peaknuu

Hapywenns Ha Penxu JlexapcTeeHa

HMYHHATA CHCTEMA CBPBXYYBCTBHTETHOCT
CroMamHo-YpeBHH Heuectn bonka B ropHarTa yacT Ha
HApYLICHHSI KOpeMa

Hapymennst Ha Heuectt Hamansgpane Ha iMbnaoTo

BL3NIPOHR3BOAMTC/IHATA
CHCTEMA H I'bpAATA

O0mu Hapyienns H Yectu OTouM ¢ TecTOBaTAa
edexTH HA MACTOTO HA KOHCHCTCHIHA
HPHJIOKEHHE Heuectn Jeraprus
Hapywenns Ha Heuectu Bonka B KpaiHUIIATE
MYCKYJIHO-CKeJIETHATA

CHCTEMA H

CHETHHHTEIHATA THKAaH

JTOIBJIHUTEITHA HEKENAHU PeakLliK, ChOOLIEHH B KTMHHYHH TNIPOYYBaHUA WM OT NNOCTMapKETHHIOBHA
onuT ¢ koMOHMHaIMs oT (PUKCHPAHH J03H Ha oJIMecapTaH MEAOKCOMMI U XUAPOXJIOPOTHA3HIT, KOHUTO HE Ca
crobuienn 3a TECTIAJIAH HCT, MoHoTtepanust ¢ onMecapTal MeIOKCOMIWI HTH € XHIAPOXIOpOTHA3UNL
MIIH Ca JOKJA[BaHM ¢ TIO-BUCOKA YeCTOTa 3a ABoiiHaTa komOuuaipa (Tabnnua 3):

Taoauna 3: Kom0nnanna na omecapTad MeNOKCOMHJI H XHIPOXJIOPOTHAZHA
CHereMHO-OpPraHHH YecToTa Hexkenlann ieKapCTBEHH
KJIacoBe PEAKIHH
Hapymienusa na nepsHara | Peiku HapyumieHrs Ha Ch3HAHMETO
CHCTEMA (xato 3aryba Ha Ch3HAHUE) a
Hapywennna Ba koxxkaran | Heuectn Exzema
NOAKOKHATA ThKaH
i Hapynienus na Hevectu bosnxa B kpadHULMTE
MYCKYJIHO-CKeIeTHATA
CHCTEMA,
ChEIHHHTETHATA ThKaH
| Mscnemsanus Penxu Cnabo nonmxaBaHe Ha
CpeAHUTE CTOUHOCTH Ha
XeMor/1001Ha U XEMaTOKpHTA

CrobluaraHe Ha NONO3HPAHN HEXENaHH PEaKkLIuy
CpoGIABaHETO HA NOAO3UPAHH HEXKENAaHH PeakLiMy Clie pa3pelllapane 3a ynorpeba Ha JeKapCTBEHNA
MPOAYKT € BaxxHO. ToBa [63BONSEA 14 NPOALIDKY HAOMOIEHHETO Ha CHOTHOLIEHHETO TI0N3a/PHCK 33
nexapcTBEHHs TTPoAyKT. OT MEMIMHCKHATE CTICIHATIMCTH Ce N3UCKRA J1a ChoO1IaBaT BCAKA NIOJI03HpaHa
He)KeJiaHa peaKLifd Ype3 HalMOHa Ha CUCTeMA 38 ChOOLIIABAHE!

HNanbnnyTenHa arennus 1o aekapersara

yn. ,.,JlamaH I pyer” Ne 8

1303 Codms

Ten.: +359 28903417

yebcaliT: www.bda bg
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4.9 Ipepoznpane

Cumnmomu

Maxkcumannara noza va TECITAJIAH HCT e 40 mg/10 mg/25 mg enubx aHesHo. Hama cbobinenisa 3a
ciyqam Ha npenosupane ¢ TECHAJIAH HCT npu xopa. Haii-BepoaTHHAT eexT OT Mpefo3upaneTo ¢
TECITAIAH HCT e xunotonus.

Haii-pepoaTHHTE e)eKTH OT NPEAO3UPaHE C OIMECAPTaH MEJOKCOMHI Ca XMITOTOHHA H TaXHKAPAHA,
MOXE fia BB3HHKHE OpaHKapAHs, aKO HACTHITH NapackMIIaTHKYCOBa (BAryCoBa) CTUMYTalMs.

Moske na ce 04aKBa, ue NPENO3HPAHETO ¢ aMIIOIMITHH 1iie A0BEE [0 U3paseHa NepudepHa
BAZONANIATALIAA € M3pa3cHa XMAOTOHUS H BEPOATHO pedieKTOpHA Taxukapaxa. Mma crobuieHns 3a
M3pa3eHa H Bh3MOXKHO IPOIBL/DKUTENIHA CUCTEMHA XHUITOTOHHS, BIJIIOYHTENHO A0 WIOK ¢ (ataneH B3Xox.

Hexkapamorenen 6enoapobeH OTOK ¢e crodiIaBa paaKo KaTo TOCIeNHIa OT NPeao3upate ¢ aMIOAHITHY,
KOWTO MOYKe 1a ce TIPOSBH ¢he 3abaBeHo Hauano Ha edexta (24-48 yaca ciiell NOMTBILAHE) U Jla H3HCKBa
V3KYCTBEHA BEHTHTAHMA. PAaHHNTE peaHNMalMOHHU MEPKH (BKITIOYHTETHO HATOBAPBAHE ¢ TEUHOCTH) 33
NOJABLPKAaHE Ha Nepdy3HaTa U ChpieuHns AeORT Morat a OB1aT yeKkopaBaly GakTopH.

[Tero3upaneTo ¢ XUAPOXJIOPOTHAZHE C€ CBHP3BA C U3UEPIIBAHE Ha €NEKTPONIUTH (XHIIOKaTHEMH,
XUTIOXJIOPEMMSA) K IEXHIpATALlA, B PE3YIITAT Ha €KCLIECHBHA Jrype3a. Hali-decTiTe NpU3Haly 1
CHMIITOMH Ha NPERO3MpPAaHeE ca rajicHe 1 COMHONEHTHOCT. XHNOKATHEMHITa MOXKE J1a 10BEE 10
MYCKY/IEH CNIazbM WHNHN N2 YCHITH ChPAE€YHH apUTMHH, CEBP3aHU ChC CHITRTCTRALIO NPHTOKEHHE Ha
AUTUTANMCOBK TINKO3HUAN Wik Onpe/ielieHN AHTHAPHTMHYHY JIEKApCTBEHH NPOAYKTH.

Jlevenue

B ciryuaii na npefosupane ¢ TECITAJIAH HCT, neuennero Tpadsa ga 0bJe CHMITTOMATHYHO 4
nopaspxaimo. IlopeneHreTo ce onpeaens oT BpeMEeTo, H3MHHAIO OT TOTTBIIAHETO ¥ OT TEXECTTa Ha
CUMIOTOMHTE.

AKO IIPUEMBT € CTAHAJ HACKOPO, MOXe Ja ce HMa NpeAsy]l cToMana npoMuexa. 1lpu snpaex nxua
He3a0aBHOTO NPHIOKEHHUE Ha aKTHBEH BBITIEH 110 2 Yyaca clie]l NOTTBIAHeTO Ha aMJIOIHITHH € NoKasalo,
e CBHIIECTBEHO NMOHMKARA a0CcopOIMaTa HA AMIIOJIUIIUH.

KNuHUUHO 3HAUMMAa XHITOTOHMA, Abakalia ce Ha npegosupane ¢ TECIIAJAH HCT, usnckea akTHBHO
NIOUTBPKAII0 TIOBEASHHE HACO4EHO KbM ChPASYHO-CHAOBATA CHCTEMA, BKIFOUHTEIHO CTPUAKTHO
ApocrieaBate Ha ChpAcyHaTa v 6enonpodtHa GyHxKIMsA, NOBIMIaHe HA KPAHHHLMTE H KOHTPOI Ha
LIMPKYJIHpalma 00eM TEYROCTH H Anype3aTa. [IpUioskeHHeTO Ha Ba30KOHCTpUKTOp 1 Moo a Obae OT
MOM34a 34 BE3CTAHOBABAHE Ha CHIOBHA TOHYC M HA apTEPHAIIHOTO HANIAMAHE IIPH NOAOKEHNE, 1€ HIMa
MPOTHBONOKA3AHNA 32 IPWIOKEHHETO MY. MIHTPaBEHO3HHAT KaJILIAEB IIIOKOHAT OH MOTBII Jfa Objie OT
1107133 3a IpeMaxBaHe Ha ePeKTHTe ot O/ioKanara Ha KaIMEBUTE KaHAIK.

YecTo TpaOBa A2 c€ MOHWTOPHPAT CTOMHOCTHTE Ha CePYMHHTE €JICKTPOJIMTH B KpeaThHiHA. Hpn
HACTEIIBAHE HA XMIIOTOHMA NALIMEHTHT TPAOBA f1a Ce TTOCTABH NETHAN 110 Ipb0 ¢ 6Bp30 IpHsioKeHHe Ha
3aMECTUTEIHO NNEYEHHE ChC COJIM M TEYHOCTH.

Thit KaTO aMIIOANMIHH CE& CEbP3Ba BbB BHCOKA CTENEH C NPOTEHHMTe, AMany3ara He 6n 6una ot nonsa. He
€ H3BECTHO JaJW OIMecapTaH WK XHIPOXN0pOTHA3H], ¢e TMATM3HPAT.

Hee YCTAaHOBCHA CTCIICHTA, 0 KOATO OJIMECapTaH 1 XHAPOXJIOPOTHA3H CC M3BIWYAT NPH XeMOANIIH34.

5. GAPMAKOJOTIHMUHN CBOHCTBA

3.1 ®apMaKoAMHAMHYN Y CBOHCTBA

DapMako-TepaneBTUYHA FPy1a: aHrioTeH3ns 11 antaronncTy, GIOKEpH Ha KallAeBUTE kaH
AWYPETHLIH.
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ATC xon: CO9DX03

TECITIAJJAH HCT e xoMOuHanuMs oT aHrmoTensHH Il petientoper aHTaroHueT - oJiMecapTaH
MeJIOKCOMMI, ONIOKEP Ha KaJIUMEBHUTE KaHAIM ~ aMIIOJIMNIMHOB OC3UNIAT M THa3KIeH THYPETHK -
XuapoxsopoTuazu. KomGuHauaTa or €31 BENIECTBA MMa AJUTHECH aHTHXUTIEPTEH3NBEH (KT,
MOHMKABAMKH apPTEPHAIHOTO BAIATAHE 10 MIO-TOJIEMA CTENEH B CPABHEHHE ¢ BCAKA OT CBCTaBKUTE N0
OTAEJHO.

OnmMecapTad MeJOKCOMMI € TIEPOPANIHO aKTHBEH cenlekTHBeH anrinotensy I penerrropen (tvin AT))
AHTATOHUCT. AHTHOTEH3HH Il € OCHOBHMAT BaZ0AaKTHBEH XOPMOH Ha CUCTEMATA peHHH-AHTMOTEH3NH-
AJINOCTEPOH H ¥MA CHILIECTBEHA POJIf B NATOMW3HONOTHATA Ha XHIEPTOHUATA. E(PeKTHTE HAa aHTHOTEH3HH
I BKII0YBAT Ba30KOHCTPUKITS, CTUMYJIMPAHE HA CUHTE3aTa ¥ OCBOOOKIABAHETO Ha aN/IOCTEPOH,
Chbpaeyna cTiMyalng 1 Op0peunara peabcopbins Ha Harpui. Onvecapran GrokKpa
Ba30OKOHCTPHKTOPHUTE H ANIOCTEPOH-CeKkpeTrpainuTe edeKTH Ha anrHoTensuH I nocpencTeom
OnokupaHe Ha CBBP3BRaHETO MY KbM ATy pelieniTopa B TBKGHHUTE, BKIIOUUTENIHO B ChA0BATA TJ1aika
MycKynarypa ¥ HanopOpedHara sxJie3a. EQexrsT Ha onMecapTad He 3aBUCH OT M3TOYHHKA WIH Hau¥Ha Ha
cunTes Ha anrnoTeHsuH Il CenekTHBHOTO aHTaroHm3upase ra anruoreHsuH I (AT,) penenrropure 0T
OJIMECApPTaH BOJIM A0 NOBRINABAHE Ha TUTA3MCHHTES HABA Ha PeHHHA Y1 KOHUEHTPAlUTe Ha aHTHOTEH3MH 1
1 I v 10 W3BeCTHO NOHKABAHE HA NJIA3MEHUTE KOHLIGHTPAlMH Ha alAOCTepoHa.

TTpu xunepToHUs OIMECapTal MEIOKCOMII IPHYHMHABA JO303aBHCUMO TTPOAB/DKUTEIHO TOHWKABAHE Ha
apTePHaNHOTO HanmsAraHe. Hama fanHy 3a XMIoTOHUA Ha IThpBaTa 1034, 3a TaXU(uIaKcHs 11pH
NPOALIDKHTEIHO TIPHIOKEHHE WIH 32 PHOayHI XUIIEPTOHHUS /el BHE3ANHO NPEYCTaHOBABAHE Ha
TepanniTa.

Ennokpaten fiHeBE€H NPHEM HA OJIMECapTaH MEOKCOMIA OCHIypaBa e(PEKTHBHO ¥ IIIABHO NOHKABaHEe
Ha apTEepHATTHOTO HAJIATaHe Ipe3 24-4yacoBKs JO30B MHTepBall. EMHOKPATHOTO JHEBHO IO3UPAHE
OCHIYpsBa CXOABO NOHWKABAHE HA APTEPHAIIHOTO HAJITaHe KAKTO U ABYKPATHO THEBHO O3UPAHE TIpH
€Ha H ¢hlla 00IHAa JHEBHA J034.

[ Tpn 11poaBKHTENHO JICUCHHE, MAKCHMAJIHOTO IIOHMXARAHE HA APTEPHAITHOTO HATLAraHe ¢€ I0CTUra Ha
8" cenMHUIIa ClieN] 3alI0YBAHE HA JICUCHHETO, Makap Ye ChLIECTBEHA YacT OT MOHKaBaIllYA apTEPHAIHOTO
HaJigraHe eekT Bede ce HabmojaBa ciel 2-CeIMUYHO JISYEHHE.

EdbekTbT Ha oIMecapTaH MEIOKCOMHMIT BBPXY CMBPTHOCTTA M 3a001€BaeMOCTTa BCE O HE € U3BECTCH.

TIpoyugsanero Randomised Olmesartan and Diabetes Microalbuminuria Prevention (ROADMAP,
PanomMusipade Ha OJIMECapTaH M TIPeBeHIIHA Ha auabeTna Mukpoandymynypus) npu 4447 nalupeHTu ¢
anabeT THN 2, HopMO-aOyMUHYPHA ¥ IIOHE €JUH JOIBIHHTENIEH CHPACIHOCHAOR PUCKOB (PAKTOD,
M3CIIeiBA JANIH IEYEHHETO C ONIMECAPTal MOXE Aa 3a0aBu HAYanoTo Ha Mukpoandymunypus. 11o Bpeme
Ha CpeHMS NpocIIeABall, HepHo OT 3,2 FO/IBEH, NAMMEHTHTE [I0TyYaBaT OfiMecapTaH WM mnauebo B
JOIBIHEHVE KbM APYTY aHTXWTICPTEH3HBHM 1eXapeTRa, ¢ u3wnouyeHne Ha ACE HaxubHTOpH nny
aHrHOTEH3HH petenTopHu Onokepn (ARB).

3a mepBHYHATa KpaiiHa Hen NPOYYBaHETO MOKa3Ba 3HAYMTENHO HaMasIBaHE Ha BPEMETO 33 HAYAIO Ha
MHKpoanOyMuHypHs B NoJI3a Ha onMecaptaH. Cliell KOpeKU#a Ha Pa3IMKKHTE B apTepHanHOTO HALAraHe
TOBA HAMANISIBAHE HA PHCKA BEYE HE € CTATMCTHYECKM 3HaduMo, 8,2% (178 ot 2160) oT nauMeHTHTE OT
rpynara Ba onmMecaptat 1 9,8% (210 ot 2139) B nnanebo rpynata ca pa3BUIM MHKpoanOyMUHYPHSL.

3a BTOPHYHKTE KpadHH LIENH, ChPeYHOCHAOBH HHLIMACHTH Bh3HUKBAT NpH Y6 nalMeHTa (4,3% npu
onmecapTas 1 npy 94 nauyenta (4,2%) npu mnanedo. Yectorara Ha CbPASYHOCHA0BA CMBPTHOCT € NO-
BHCOKA NIPH NIEUEHHETO C ONIMECapTaH B cpaBHerue ¢ ane6o (15 nauuenra (0,7%) cnpamo 3 nanues
(0,1%)), BRNpexyu cXOAHKUTE HKBa Ha Hedatanen uneynT (14 namuenta (0,6%) cnpsMo 8 narmeHTa
(0,4%)), nedaranen muokapaeH undapkt (17 naumenra (0,8%) cnpamo 26 naumenra (1,2%)) u
CMBPTHOCT, Pa3HyHa OF ChPeYHOCHI0Ba, (11 nanmenTa (0,5%) cripamo 12 naunenta (0,5%)).
CMBPTHOCT NP ONMECapTaH € uucneHo yeenuyena (26 nauventa (1,2%) cnipamo 15 nanuenta (O
KOETO € CNIEACTBHE OCHOBHO OT NO-BHCOKWA Opoi haTtanHy ChpaeuHOCHACBH HHIMACHTH.
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ITpoyusanero Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic Nephropathy Trial
(ORIENT, Onmecapran HaMassABa YeCTOTATa Ha TePMMHATTHATA cTeneH Ha 6pOpeuna bonect npy
nvaberna HedponaTha) HacaeABa eeKTHTE Ha ONIMECapTaH Bbpxy ObOpeynHuTe i ChpACYHOCHI0BH
Kpaiinu peayaraty npy 577 pangomusupany naupeHt ot Anouus u Kurai ¢ 1uader THIT 2 ¢ H3ABeHA
Hedponatus. [o BpeMe Ha cpesiHus Nepyuo; Ha IpocnefdaBaHe oT 3,1 roavHH, NaluHeHTUTE NTonyJaBar
WM OJIMECAPTaH, WM Iauedo B A0NbIHEHHE KbM APYIH aHTHXHIIEPTCH3HBHH JIEKapCTBa, BKIIFOUHTENHO
n ACE unaxnduropu.

IIspBUtMHATa KOMOMHKpaHa KpaiHa 1el (BpeMe 10 NBPBHA CIyual Ha yIBOABaHe Ha CCPYMHMA
KpeaTHHHH, TEPMHHAIIHA cTelleH Ha 6L.0peuna Gonect, o6ia cMbpTHOCT) ce Habmoaasa ripu 116
NauMEHTH B rpynara Ha onMecapTal (41,4%) u npu 129 naupenTy B rpynara Ha ruatebo (45,4%) (HR
0,97 (95% CI 0,75 no 1.24); p=0,791). KomObunupanara BTOpyuyHa CHPASHHOCHIOBA KpaHHa 1e ce
Habmonasa npM 40 maumenTa, JeKyesanm ¢ onMecaptaH, (14,2%) ¥ npH 53 11anMeHTa, JISKYBaHH! C
mitane6o, (18.7%). Tazu koMOMHMpaHa CHPACYHOCHAORA KpaHHa 1ell BKIFOYBA ChPACYHOCHI0BA CMBPT
npH 10 (3,5%) nanyenTa, npuemMany onmecapTaH, cnpamo 3 (1,1%), npremanu niaaune6o, odia
cMbpTHOCT 19 (6,7%) cnpamo 20 (7,0%), nedaranen micynr 8 (2,8%) cnpamo 11 (3,9%) u nedaranes
MHoKapAeH uHdapkT 3 (1,1%) copamo 7 (2,5%), cxoTBETHO.

Komnonenrst amnogumas 8 TECITAJIAH HCT ¢ 610kep Ha KampieBATE KaHATH, KOHTO HHXUOHpa
TpaHCMeMOPaHHOTO HABJIM3aHE Ha KalMeBUTe HOHH [pe3 NOTCHIMAN-3aBUCHMHTE L-THIT KaIlHEBH
KaHamJeTa B ChPLIETO M MMajkaTa MycKynaTypa. ExcriepyMeHTanH|Te JaHHH NOKa3BaT, 4e aMJIOJIUIIH C€
CEBLP3B2 M KBM JIUXHAPOIMPHAHHOBHTE, M KbM HEAUXHAPOTIMPUIVHOBHTE CRBP3RAlIH MECTA.
AMIIOIMITHH € OTHOCHTENHO CENEKTHBEH KbM CHIIOBETE, C NO-H3pa3cH €}eKT BbPXY CHIOBUTE
IIIAIKOMYCKYJIHM KIIETKU B CPABHEHUE C MYCKYJIHHTE KIIETKH Ha ChPIeTO. AHTUXUTISPTEH3HBHUAT €(OEKT
Ha aMJIOAMITHH IIPOM3IN3a OT ANUPEKTHHA penakcupalll e)eKT BEpXy apTepHaliHaTa ITIafIka MyCKyJ1aTypa,
KOETO BOJH JI0 TIOHIDKABAHE Ha NEPU(pepHOTO CHIPOTHRIEHHE H OTTYK Ha apTEpHaNHOTO HAJAIraHe.

HpH INAHEHTH ¢ XHIICPTOHUA aMAOIMIIHH BOOH OO 10303aBHCHMO IPOABJDKHMTCIIHO NOHIKABAHC HA
APTCPHATIHOTO HaJIATaHE. Hsama nannmM 3a xHNOTOHNWA Ha ITHpBaTa n03a, 3a TﬂXHCbI/IﬂEiKCHH ITpH
ABJIFOCPOYHO JICHCHHC KN 34 pﬂﬁ&}’HI{ XHIICPTOHMA CIIEI BHE3AIIHO [TPCYCTAHOBABAHC Ha JICHUCHHCTO.

Cnen npuioxeHNe Ha TEPANCBTHYHY 1031 NPU NAIMEHTH ¢ XUIIEPTOHUS, aMJIOIHIIAH BOAH 10
e(EKTUBHO MOHIXABAHE HAa aPTEPUATHOTO HANTAHE B JIEFHAJIO, CEJIHAJIO B M3MPABEHO HMOJIOKCHUE.

X pOHMYMHOTO TPHIIOKEHHE Ha aMJIOAMIIHH HE e CBBP3Ba ChC 3HAYMMH H3MEHEHHI Ha CHpACYHATa
YeCTOTa WIHM HUBATa Ha TNa3MEHUTE KaTeXoNaMHHK. [1py nalmeHTs ¢ XUTepToHnA ¢ HopManna 0s0petiHa
(bYHKLIHA, TEpaNeBTHYHH 03U aMNOAMITHH TIOHIDKARAT PE3HCTEHTHOCTTA HA OBOpEYHHTE CHIOBE U
NIOBHILIABAT CKOPOCTTA Ha TIIoMepyiHaTa duinTpanms 1 edekTUBHIA TulasMeH Ob0peteH KpbBOTOK, 0¢3 a
npoMens huaTpanuoHHaTa Gpakiug Uid IpoTeHHYPHS.

B XxeMOnuHaMHUYHY NPOYYBAHUS TPH MTALIMEHTH CHC ChpAcYHAa HEROCTATHYHOCT H B KITHHHYHM
IpoyuBaHui, Ga3upaly Ha TECTOBE C HaTOBapBaHe NPM NAIHEHTH ChC ChPICUHA HelocTaThyHOCT Kiac 11-
IV no NYHA, He ce ycTaHOBsSIBa aMNOHIINH JIa TTPEIM3BHKBA KAKBOTO U J1a OWIIO KINHHHYHO BIIOITABAHE,
KOETO C€ OLeH#Ba O (PH3HUeCcKaTa H3APBHXKIHMBOCT, IEBOKAMepHaTa (ppakliia Ha U3TIACKBAHE H
KIMHUYHUTE Oene3u H CHMITTOMMU.

IInauebo xoHTponupano npoyurane (PRAISE) npoexTHpano aa OueHH NAUMEHTH ChC ChPAEYHA
HenocratsuHocT xnac I-IV mo NYHA, kouto nony4agar AUrdTanic, anypetaid 1 ACE HHXHOHTOpPH,
NOKa3Ba, 4e aMJOIHITHH HE BOJM 10 NOBHIABAHE HA PUCKa OT CMBPTHOCT Y 3a00J1eBaEMOCT IIPH
NauMECHTH ChC ChPACYHA HEJOCTATBYHOCT.

B mpocnenssaio, nujirocpouto, nnauebo-koHTponupaxo rpoyusase (PRAISE-2) 3a amToaHIH Che

chpAcyHa HepocTaThaHocT Kiac [ v JV no NYHA 6e3 KiunuiHH CHMITFOMU M OOEKTHBHY EHlug =
J0KA3aTeNCTBA 3a CLALTCTRALA HCXeMUYHa Oornect, Ha ctabunnu ao3u ACE MHXuOMTOpH, RUrpyALA 9_,,;
ARYPETHLIH, aMAOAUIIHH He OKa3Ba epekT BbpXy 001LaTa 1Y ChbPAeHHO-ChAOBA CMBPTHOCT. E / ' 6‘%’
Ta3u MOyl aMIIOAMIIHH CE CBLP3Ba C HapacTBaHe Ha YecToTaTa Ha 0enoapobeH OTOK, Ma fag el
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HAMA 3HAUYMTEHA PA3IHKa B YECTOTATA HA BIOLIABAHE HA CbpIEYHATa HENOCTATHYHOCT B CPABHEHUE C
nnaucoo.

PaHaoMH3HpaHO, ABOMHO-CIIATIO NIPOYYBaHE 3a 3a00NeBaEMOCT - CMBPTHOCT, HapedeHo Antihypertensive
and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT, npoyusane 3a
AHTUXHIEPTEH3UBHO B HAMATABALILO JTMITHINTE JICHCHHE 3a MPEBEHLIMS Ha ChPACYHH HHUMACHTH) €
NpeACTABEHO, 3& JIa CPaBHH 110-HOBH JIEKAPCTBEHH TEPAaNHH: aMnoaunuH 2,5 — 10 mg/nen (brokep Ha
KANLMEBUTE KaHat) Win msusonphn 10 — 40 mg/nen (ACE-nHxuGuTop) Kato JIedeHHa Ha ITbPBH N300p
CTIPAMO THA3KEH AMYPETHK XJIOPTAnUIoH 12,5 — 25 mg/neH npH Jieka 10 ymepesa Xuneprohms. O0mo
33 357 nanyeRTH € XUNEPTOHYS Ha BH3PAcT 55 NOJMHH WK NO-BB3PaCcTHH ca paHAOMH3HPaHHl H
NpoCHeNicHH cpeaHo 3a 4,9 rogunn. [laupenTre UMaT IIOHE €ANH NOITHITHHTENIEH PUCKOB (pakTOp 32
KopoHapHa 5o7ecT Ha CHPHETO, BKIIKOUHTENHO: NPEAXOieH MHOKap/ieH HH(apKT WK HHCYNT (> 6 Mecella
MpeH BKIIOUBAHETO) WM OTTHCAHO JIPYTO ATEPOCKIEPOTHHYHO ChPACUHOCHAO0BO 3abonmsapane (0010 51,5
%), nabet THn 2 (36,1%), HDL-C <35 mg/dl {11,6%), nepokaMepHa xunieprpodyisa, AHarHoCTUIMpaHa
upes eNeKTPOKapAMOrpamMa WiH exokapauorpapus (20,9%), HacToAnio THOTIOHOMyeHe (21,9%).
[IbpBruHAaTa KpaiHa 1iei € KoMOMHEpaHa oT (haTallHa KOpOHapHa GOecT Ha CHPLIETO WIH He-(haTaneH
MuokapaeH whgapkr. Hama 3naunmy pasnvky B BaYanHaTa Kpaina Lesl MeKIy TepanusaTa ¢ aMIoaHnHH
U Tasu ¢ xaopranaocH: RR 0,98 95% CI (0,90-1,07) p=0,65. Ot BTOpHYHHTE LIEIH Y€CTOTATa Ha
CBPAEtHA HEAOCTATHYHOCT (JacT OT KOMOWHMPAHATA CHpPACYHOCHAOBA KpaiHa LIe/) € 3HAUHUTENHO 110~
BHCOKA B IPYTIaTa Ha aMJIOJMINMH B cpaBHEHKE ¢ Tazu Ha xuopraiuaoH (10,2% cnpamo7,7%, RR 1,38,
95% CI [1,25-1,52] p<0,001). Benpeky TOBa HAMa 3HAMMMA Pa3JivKa B 001IaTa CMBPTHOCT MEKTY
TEPANUATA ¢ aMJIOIKIINH H Tas3H ¢ xmoptamigod. RR 0,96 95% CI [0,89-1,02]) p=0,20.

XUApOXIOPOTHAZH] € THA3UEH AUYPEeTHK. MeXaHH3M BT Ha aHTHXUNEPTCH3WBHUA eQEKT Ha THA3HIHMTE
IUYPETHLI He € HATTBbJIHO W3acHeH. TuasumiTe niopnmuaeaT ObOpeunKTe TYOYIIHM MEXaHH3MH Ha
peabcopbiiia Ha ENSKTPONHTH, KaTo AUPEKTHO YBEIIMYABAT EKCKPELIHATA Ha HATPUH H XJIOPUJH B
NpUOIH3KTENHO PABHH KoNudecTRa. [[UypeTHuHHAT eeKT Ha XUApOoXNOpOTHA3n/l NOHIDKABA TUasMEHUA
obem, NOBUILIaBa IUIA3MEHATa PEHMHOBA aKTHBHOCT H NOBHIIABA CEKPEHHATA Ha aJIIOCTePOH, C
NOCAEIBAI0 HapaCTRaHe Ha ypUHHATa 3aryba Ha kanui 1 OHkapboHATH, H TOHWKaBaHE Ha CCPYMHHA
KaJHi. Bpbakara peHH-aJIIOCTEPOH C€ MeNIMHpa OT aHTMoTeH3HH 1l » opanu TOBa €IHOBPEMEHHOTO
NPHIOKEHHE Ha aHTHOTen3HH Il pellenTopeH aHTArOHUCT BOIM IO HaMaJIeHHE B 3aryOuTe Ha KaJlHH,
CBBP3aHM ¢ THA3UAHKTE AuypeTHIM. C XHAPOXIIOpOTHA3H HAYaIoTO Ha NMYPETHYHMAT e(eKT HACTBIBA
cjien, OKOJIO 2 Yyaca ¥ MAKCHMANHHAT ePeKT HACTBIBE OKOJIO 4 yaca cnel IpUeMa Ha fo3aTa, A0KaTo
e(peXTHT Mpopbkara npubnuznrento 6-12 yaca.

EnmneMHOI0OrHYHA IPOYYBAHHA ITOKA3BaT, 4€ ABJIIOCpOyHATA MOHOTEpAIIiA ¢ XHAPOXNOPOTHasuA
TTOHIDKaBa pHCcKa 0T CbPACHHO-CbA0BA CMBPTHOCT K 3a0051€BAEMOCT.

PesynTaty oT KIMHHYHY IPOYYBAHHA

B 12-ceamMuuno, 1BOMHO-CIILIIO, PAHAOMY3APAHO, TPOYYBAHE C NIapalellHy rpyny npH 2 492 nanueHTy
(67% oT nanMeHTHTE ca OT KaBKaskara paca), neuennero ¢ TECITAJIAH HCT 40 mg/10 mg/25 mg Boau
[0 3HAYHMMO TI0-TOASMO MOHMKABAHE HA JAMACTOMHOTO U CUCTONHOTO APTEPHaNHO HaAraHe, OTKONKOTO
JIGUEHUETO ChC CHOTBETHUTE ABOHHK KOMOHHALIMM, CHOTBETHO OJIMecapTaH Mefokcommun 40 mg rumoc
amioamundH 10 mg, onmMecapTal MenokcoMun 40 mg e XMApoxnopoTHazua 25 mg v amioaunuH 10
mg MIIIOC XHAPOXIAOPOTHa3UA 25 mg.

Jonbnaurentuar epekT Ha nopwkasane Ha aprepuantoro Haasrane or TECIIAJAH HCT 40 mg/10
mg/25 mg, cpaBHEH CBHC CHLOTBETHWTE AROHHU KOMOMHaLIMH € MKy -3,8 H-0,7 mmHbg 3a nnacTonHo
HaNraHe B cel[Hano Nojlokenue 1 Mexxay -7,1 u -9,6 mmHg 3a cucTonno aprepiajHo HaJIAraHe B
CeNHANIO MONAOKEHHE U C€ MPOSBARA NPE3 IIBPRBUTE JIBE CEIMHLIU.

ITpoleHTHT Ha NAUUEHTUTE, KOUTO JOCTHIAT NPUIIETHOTO apTepHanHo Hasrane (<140/90 mmHg 3a

nauneHTHTe 6e3 auaber u < 130/80 mmHg 3a nauventure ¢ quaber) na 12-ta cenMuia paphupa oT 34,2
10 46,6% NpU TepaneBTHYHUTE IPYTIH C ABOMHA KoMOuHalus capamo 64,3% 3a TECTTAJJAH HC
mg/10 mg/25 mg.

B1e BTOpo ABOKHO-CNANO, PAHAOMHU3HPAHO NPOYUBAHE ¢ NapaseNuy rpyny npy 2690 naigiear

NALMENTH OT KaBkaskara paca), npu neyenne ¢ TECTTAJJAH HCT (20 mg/5 mg/12,5 mg, 40 m
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mg/12,5 mg, 40 mg/5 mg/25 mg, 40 mg/10 mg/12,5 mg, 40 mg/10 mg/25 mg) ce HabnoAaBa
CUTHU(MKAHTHO N0-TONAMO HAMANSBAHE HA IMACTONHOTO H CUCTOMHOTO apTEPHATTHO HANATAHE B
CpPaBRHEHHE ChC CHOTBETCTRAIIATA ABOMHA KOMOHHAUMA, onMecapTaH 20 mg MIoc aMIoauNKH 5 mg,
onmecapTad 40 mg nnroc 5 mg aMIoaunue 1 onmecapran 40 mg nmoc 10 mg aMJIOAWNHH, CHOTBETHO
cien 10 ceamym neuecHue.

HonbnHuTenHUAT eekT 3a HaManasaHe Ha apTeprandoto Hansrade ot TECIIAJIAH HCT B cpasnenue
ChC CHOTBETCTRALIATE JIBOMHA KOMOWHaIuA e Mexxay -1,3 v -1,9 mmHg 3a AnacTonHo aprepranho
HaN4rane B CeRHAI0 NONOXKEHNE U MEKAY -2,7 1 -4.9 mmHg 3a CHCTOHe aPTEpUaNto Hansarate B
CeAHAIO MONOKEHHE,

CHOTHONICHUETO HA MAIIUEHTUTE, KOHTO JOCTHIraT UENEBHTE CTOMHOCTH HA apTepHannoTo (<140/90
mmHg 3a nanuenTHTE 63 Muabet w1 <130/80 mmHg 3a manmenTuTe ¢ quadber) Ha 10-ra ceaMna Bapypa
ot 42,7 % 1o 49,6 % 3a rpynHTe Ha N€UeHHe C ABoMHaTa koMOUHaKs B cpaBHenye ¢ 32,4 % 1o 58,8 %
3a TECHAJAH HCT.

B panaomMu3HpaHo, 1BOHHO-CIIATIO MPOoYYBaHe ¢ 00apbuHO nedeHe Ha 808 nampenra (99,9 % naumeHTH
OT KaBKa3Kara paca) HeJloOpe KOHTPOJIMPAHH cliell 8-ceIMHYHA Tepanus ¢ ABOHHA KOMOHHALDI
onMecaptad 40 mg rnoc amnoaunuH 10 mg, neuenuero ¢ TECTIAJIAH HCT Boau uncneno no
TONBIHHTENHO HAMAJIBaHe Ha APTEPHAIHOTO HAJIAraHe B ceqHano nonoxenue ot -1,8/-1,0 mmHg, npn
neuenyie ¢ TECITAJIAH HCT 40mg/10 mg/12,5 mg ¥ cTaTucTHIeCKN 3HaWHMO JOIILTHHTEIHO
HaMansBaHe Ba apTepHANIHOTO HAJIATaHE B CEMIHAJIO TIONOKEHHUe oT -3,6/ -2,8 mmHg npH nedenne ¢
TECITAJTAH HCT 40 mg/10 mg/25 mg, B cpaBHeHHe ¢ oymvecapTan 40 mg rtoc aMaoaunuH 10 mg
JIIBOMHa KOMOHMHAIMS

Jlewennero ¢ TECIAZLAH HCT 40 mg/10 mg/25 mg TpoiiHa komObuHaLng BOAM JIO CTATHCTHYCCKU
3HAUUMO TIO-TOJIAM MPOIIEHT Ha JINLA, JOCTHIHAIIM 10 BPHULIEJTHHUTE CTOHHOCTH Ha apTEPHAIHOTO
HaJyIAraHe B CpaBHEHME C jieueHHe ¢ onMecapTad 40 mg mroc amnoavnuH 10 mg ABoiiHa xoMOMHaNHA
(41,3% cripamo 24,2%); neuenueto ¢ TECTIAJTAH HCT40 mg/10 mg/12,5 mg TpoiiHa KOMOHHAID
BOZAM YHCIIEHO JO [TO-TOJISAM MPOLCHT JTHLA, AOCTUIHAIM IIPULENIHUTE CTOMHOCTH Ha apTepHaIHOTO UM
HaNqraHe B CpaBHEHHE C JIEUEHHE ¢ onmmecapTal MenokcoMun 40 mg rwiroc amlodipin 10 mg npofHa
xkombuHaima (29,5% cnpsmo 24,2%) npy naikeHT Heao0pe KOHTPOAMpaHH ¢ ABoiHATa KOMOMHANHS.

ArmixunepreHzuBamAT edext Ha TECIIAJIAH HCT e nonobeH HezaBHCUMO OT BBE3PACTTa M I0JIA, a
CBIIO TaKa € NOAoOeH NpH NALMEHTH C WIH 03 nuadeT.

Hpyra unpopmaripis

JBe ronemMu paHnoMH3NpaHu KoHTposupadu npoyusannd — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texymo rmobanio U3NHTBAHE 3a KpaHaH TOUYKH
Ha TeJIMUCAPTaH, CAMOCTOSTENIHO U B KOMOUHaims ¢ pamunpun) v VA NEPHRON-D (Kinnnpyno
[IpOy4YBaHe, CBBP3aHO € pa3BHTHE Ha Hedponatus npy auader, nposeaeHo 0T MHHHCTEPCTBO 110
BBIPOCUTE Ha BETEPAHUTE) — [IPOYMBAT ynoTpebara Ha komOnnalmsra o1 ACE nHxuburop u
anrvoreHsud Il-peuenropen 6nokep.

ONTARGET e npoyuBaHe, NpoBecHO NPH NNALMEHTH ¢ aHAMHE3a 33 ChPAEHHOCH10Ba HiIH
MO3BLYHOCHI0BA DONeCT, WM 3aXapeH nuaber TN 2, NPUAPYKEHHK € JaHHU 34 YBPEKIaHe Ha eEKTOPHH
opranu. VA NEPHRON-D e npoyuBaHe npy nalumeHTH ¢be 3axapeH Anaber tvn 2 1 AnabeTHa
HedponaTus.

Tezu npoyuBaHmns He TIOKa3BaT 3HAYKM OnaronpusteH eekT BEpXy OL0peuHnTe WM
CHPACYHOCHA0BUTE NOCNEANHM H CMBPTHOCT, KaTO CHIHEBPEMEHHO ca HaOJIoJaBaHy NOBHILIEH PHCK OT
XMIIEPKANTMEMU, OCTPO YBpeXAaHe Ha ObOpennTe WHIH XUMOTOHWA B CPaBHEHUE ¢ MOHOTEPANUATa.
Kato ce nMar npensua exoanure uM dbapmMakoaHaMHUIHH CBONMCTBA, TE3H PE3YIITATH €& IPHIOKHMH H 3a
Apyri ACE nHxubutopu v aHrmoTensud ll-penentopiu Onokepu.

ACE nixubutopu v anrnoteHzuH Ill-petienTopHu O10KkepH cneoBaTeNnHO HE TpsDBa [a ce H3No3Bat
€IHOBPEMEHHO IIPHU NAUMEHTH ¢ AuadeTHa HedponaTHs.

ALTITUDE (KnuHuuHO nipoy4yBaHe NPOBEACHO ¢ ANHCKMPEH NPY NAalMEHTH ChC 3axapeH aHader
M3TI0J13BaHe Ha CHPACHHO-CHAORK H OBOpeuHn 3ab0nsBaHus KaTo KpaitHu TOHMKH) € NpOYyYBaHe,
NnpeiHasHaueHo Ja H3c/ieiBa ON3aTta OT JOOABAHETO Ha aNHCKHPEH KbM CTAHAAPTHA TEPaTtis ¢
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MHXMUOHTOp UNM anrHoTensun l-penentopen GnoKep NpH NatUEHTH ChC 3axaper auader Thn 2 U
XpoHnuHo 6b0peuno 3abonssane, CHpACUHOCHAOBO 3abonaeane WM U asete. Ipoyyusanero e
MPEKPATEHO NPEKAEBPEMEHHO TIOPAN TIOBHILEH PUCK OT HeOIAronpUATHH nocneanuy. Kakro
CLPJEUHOCHAOBATA CMEBPT, TAKA H HHCYNTHT Ca N10-YECTH B IpyraTa Ha allMCKHPeH, OTKONKOTO B rpynara
Ha TUTane6o, a NPejCTapAsBaALLUTE MHTEPEC HEKENaHH CHOMTUS M CEPUO3HH HEXKENaHH CHOMTHA
(xunepkanyeMus, XUrorToHus ¥ OuOpeuna 1HCPyHKINA) ce cHOOWABAT II0-4eCTO B I'PpyIiaTa Ha
ATTUCKHPEH, OTKOIKOTO B IpyTiara Ha ruianebo. |

HemenanoMen pak Ha koxkata: Bu3 ocHOBa HA HATHYHWTE NaHHH OT ENHAEMHONOTHYHH NPOYUBaHU €
naOJnofapana 3aBHUCHUMa OT KyMyJlaTuBHaTa fo3a Bpbika Mexny XX T3 n HMPK. Exxo npoyusane
BX/IIOUBA NOMYyJIalug, cheTosma ce or 71 533 cmyyan Ha BKK u 8 629 cnyvan na CKK, » nomynauns ot
choTBeTHO 1 430 833 1 172 462 poaxonsiuy KOHTpoan. Bycokata ynotpeba Ha XX 13 (KyMynaTHBHO
>50 000 mg) e cebp3ana ¢ kopurapan OR 1,29 (95% JIY: 1,23-1,35) 3a BKK 1 3,98 (95% JIH: 3,68-4,31)
3a CKK. Habmonagana e sicHa Bpb3ka KYMYJATHBHA 1032-0TToBOp Kakro 38 bKK, Taka u 3a CKK. Hpyro
Npoy4BaHe TI0KA3Ba Bb3MOXHA BPE3Ka MEXKAY paka Ha yeraure (CKK) 1 excnospmmara na XXT3: 3a 633
CITyday Ha paK Ha YCTHHTE € noadpana nomynauns or 63 007 noaxoAsyd KOHTPOIH, KaTo ¢€ H3TI0I3Ba
CTpaTerts 3a B3eMaHe Ha npolu, onpesienena oT pyucka. JleMOHCTpHpaHa e Bpb3ka KyMy/JaTHBHA 103a-
otroBop ¢ kopurupad OR 2,1 (95% JTH: 1,7-2,6), napactsam no OR 3,9 (3,0-4,9) 3a ucoka ynotpeda (~
25 000 mg) 1 OR 7,7 (5,7-10,5) 3a naii-Bucoxara kymynaTisxa no3a (~ 100 000 mg) (k. IO TOUKA
4.4).

3.2 OapMaAKOKHHETHYHH CBOHCTBA

EnnoepemMeHHOTO NPHICKEHHUE HA OJIMECAPTaH MEIOKCOMHI, AMJIOAMITHH H XHAPOXJIOPOTHA3HI HE
OKa3Ba KJIMHHYHO-3HAUMMH edeKTH BEPXY HapMakxOKUHETHKATA Ha BCEKW OT KOMIIOHCHTUTE [PW 3RPABH
JINNA.

Cnien nepopanno npwnoskenue Ha TECHAJIAH HCT npu Hopmainuy 31paBH BB3pacTHH, MAKCHMAJIHH
NJ1a3MeHy KOHLICHTPAUMH Ha OJIMecapTaH, aMIOAUIIMH H XWAPOXJIOPOTHAZHI Ce JOCTHraT 2a
nprbzsTenHo 1,5 1o 3 vaca, 6 no 8 waca u 1,5 no 2 gaca, ceoTBeTHO. CKOPOCTTA H CTENEHTA HA
abcopOIHs Ha ONIMECAPTaH MEIOKCOMMJL, aMIIOIMITHH K xuapoxiiopothasua o TECTIATTAH HCT ca
CBIIMTE, KAKTO KOTATO Ce NPUAarar karo Jigoiina puxcrpaHa KoMOHHALMA OT OJIMeCcapTaH MEAOKCOMHIL H
aMJIOIHUITHH 3aeAHO ¢ XMAPOXJIOPOTHAZH/L KATO OTACHHA Tablerka WY KOraTo ¢¢ puiara Kato
¢hHKCHpaHa JIBOMHa KOMOWHAIIUA OT OJIMECAPTAH MEAOKCOMMI H XHAPOXITOPOTHA3HL 32€JIHO C
aMITOTUIHH KATO OTAENHA TabneTKa B CHIINTE 103U, XpaHaTa He NOBIHABA OHOHATHYHOCTTA Ha

TECTIAJAH HCT.

OnmecapraH MEJOKCOMNII

Abcopbyus u pasnpedenenue

OuimMecapTan MEIOKCOMII € TipeanexapceTBo. Toit 65p30 ce MpeBpbla BbB (PapMAKOIOrHUHO aKTHBHHA
MeTaO0MHT ONIMECAPTaH OT eCcTepasH B UPEBHATA MYKO03a U B [IOPTAJIHATA KPBB MpH abcopbims oT
CTOMAUIHO-YPEBHHS TPAKT. B NnasMarta WiM B €KCKPETHTE HE C€ YCTAHOBABA UHTAKTEH OJIMecapTaH
MEIOKCOMUI WM aKTUBHOCT Ha VIHTAKTHA CTpanntiHa Bepura Megoxcomist. Cpeanara abcomorna
OMOHAIIMUHOCT Ha OJIMecapTaH oT TabneTHHTE GopMH € 25,6%.

CpenHara MakCUMalHa TutasMena KOHUCHTPaLWs (Crax) Ha ONIMeCapTaH Ce IOCTHra B paMKHIC Ha 2 yaca
CJIE]] TIPUEMA HA OJIMECapTaH MEOKCOMIUE M TUIA3MERNTE KOHUEHTPALMHM Ha OJIMecapTaH ce NOBBIIaBaT
NPHONM3NTETHO JUHEHHO ¢ HapacTBAllM €IHOKPATHY NIEPOPAITHA AO3H IO NPHONH3HTEIHO 30 mg.

XpaHaTa oka3a MUHUMaNeH eeKT BbpXY OHOHANMUHOCTTA HA OIMECAPTAH U NIOpaay TOBA OJIMECapTaH
MEROKCOMUI MOXe fia O6b/ie nipuiokeH ¢ UK €3 xpaHa.

He ca HabnroaaBany KIMHWYHO 3HAUUMH CBBP3aHH € T0J1a PA3THKH BbB (PapMaKOKHHETHKATA Ha
OJIMECAPTAH.
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OnmMecapTal ce CBLP3Ba BbB BUCOK APOLIEHT € TUIA3MEHHTE NpoTenHu (99,7%), HO Bb3MOKHOCTTA 33
KJIMHUYHO 3HAYMMH B3aWMOACHCTBHA NOpaay U3MECTBAHE OT TUIA3MEHHUTE MPOTCHHN MEX Y OliMecapTaH
U JIPYTH €AHOBPEMEHHO NMPUIaraHy aKTHBHH BElLECTBA, KOWTO BLB BHCOK NPOLIEHT C€ CBBP3RAT C
NNA3MEHUTE NIPOTEHHM, € HUCKA (KOETO ¢€ NMOTELPKAABA OT AMNCcaTa Ha KIHHAYHO 3HaYHMO
B3aMMOJISHCTBUE MEXKTY OJIMECAPTaH MEIOKCOMWI U BapgapiH). CBLp3BAHETO HA OIMECAPTaH KbM
KPBBHUTE KIETKH € He3HaunTenHo. CpeMHUAT 00eM Ha pasnpefeneHye cie HHTPaBeHO3HOTO IO3HpaHe €

Hucko (16 —29 L)

buompancghopmayust u enumurnupane

OBMMAT TU1a3MEH KIMPBHC Ha onivecapTal obukHoseno € 1,3 L/h (CV 19%) m e cpaBuuTenHo OapeH B
cpaBHEHME ¢ uephoapobHna kprBoTok (mpubn. 90 L/h). Cnex ennokpaTHa nepopaiia 1032 na Oefss3aH ¢
MC onmecapran Menokcomun, 10-16% oT IpHIGKeHaTa paiMOaKTHBHOCT C¢ EKCKPETHPa B YpUHAaTa (11o-
roJIIMaTa YacT Nnpes mbpeHUTe 24 uaca OT NPHJIOKEHUETO HA A03aTa) U OCTATBEKLT OT PAJIMOAKTUBHOCTTA
ce eKcKpeTupa BuE deueca. B3 ocHoBa Ha cucteMHa GHOHATHYHOCT 0T 25,6%, Moke na Onje
M3YHMCAEHO, Ye abcopOHpaHUAT OJIMECApPTaH Ce OUKMCTBA NOCPEACTBOM OB0peuHa exckpenus (Tproi.
40%) u xenarobnnnapha exckperma (npubi. 60%). Lisnara ycranoruma pafioakTUBHOCT ¢
uaeHTHGMIMpa kaTo onMecapTaH. He ce ycTaHOBARA APYT 3HauHMM MeTabONMHUT. EHTEpOXeNaTaTHIST
KpBIrOBpaT Ha OJIMECapTaH € MUHMMAIEH. 1B KaTo rojigMa 4acT oT OIMECapTaH ¢ €KCKpETHpa Ipe3
MTHYKATA, NPHIIOKEHMETO TIPH NALMEHTH ¢ G1nmapia oOCTPYKLIMS € MPOTHBOIIOKA3aHOo (BIXKTE TOUKA
4.3}.

KpalinoTo BpeMe Ha TTONY#HBOT Ha oIMecapTaH Bapypa Mexay 10 u 15 yaca cne MHOTOKpATEH
nepopaneH npueM. PaBHoBecHO ¢HCTOSHUE ce JOCTHra ciiell 2-5 JHH NPUEM H NoceABal0 aKyMynHpaHe
He ce Habmogpasa caell 14 auu nosTapsi ce npueM. BrGpeunust kaupbHe e npubnusurenso 0,5-0,7 L/h
M HE 3aBUCH OT 103aTAa.

Jlexapemeenu gzaumodeiicmeust

KonecerenaMm, nekapcTso, KOeTO CBbP3Ba HIBYHHTE KUCETHHH

Ennospemenoro npunoxkense Ha 40 mg onMecaprad megokcoMun M 3750 mg koneceBeIaM
XWAPOXJIOPH HPH 3paBH ula Boau Ao 28% namanssate Ha Crax M 39% namangpane Ha AUC Ha
onMecapTaH. [o-cnab edexr ce Habmonaea, cLoTReTHO 4% 1 15% namanaBane Ha Cpaxd AUC, axo
ONIMECcApTaH MEAOKCOMHMII C€ NPHIIOKH 4 Yaca NpeaH KONECEBETaM XUAPOXIIOPH.

EavMUBauHOBHUST NONYKHBOT Ha OIMEecapTaH HaMalsBea ¢ okoJo 50-52% He3aBUCUMO Nany ¢
IPHICKEH eAHOBPEMEHO WK 4 yaca MpeiH KoJIECeBelIaM XHAPOXAOPH {BHXKTE TO4UKa 4.5).

AMIOOHUNHUA

Abcopbyin u paznpeodenenue

Criel BepopaltHo NPHIIoKEHHE HA TEPANIEBTHUHH JI03M aMIIOAMITHH ce abcopOupa 100pe ¢ MaKCHMAIHU
IJIa3MEHH HYMBa OKono 6-12 yaca cnes npHeMaHe Ha A03a. AOCOMOTHaTa CHOHATHYHOCT € OlleHeHa
Mexy 64 1 80%. ObeMbT Ha pasnpeaenenue ¢ okono 21 Vkg. In vitro nipoy4Banus nokaspar, 4e¢ OKou0
97,5 % OT UMPKYAHpaUtHs aMIIOAHITAH € CBBP3aH C ILIa3MEHNTe TIPOTEHHH,

AbcopOipiaTa Ha aMIOAMIMH HE Ce TNORIMABA OT €JHOBPEMEHHHK IPHEM C XpaHa

buompancgopmayus u enumunupane
Kpaitnna noayMeoT Ha €AMMUHHpPaHE € okosto 35-50 yaca, ChOTBETCTBALL TP AO3KPAHE €/IHH IThT

JHEBHO.
AMIOAUITMH ce MeTaboIM3upa eKCTEH3UBHO OT YepHUS Ipob A0 HEaKTHBHY METabONNTH, Xato 10%

H3XOJIHO BelilecTBO U 60% o1 MeTabonuTHTe Ce EKCKPETHPAT B ypUHaTta.

XHUPOXIIOPOTHA3HA

Abcopbyus u pasnpedeierHue
Crien TiepopatiHo NPUIIOKEHNE Ha KOMOHHALIMS OT OJIMECAPTAH MEXOKCOMHAJ H XMAPOXJIOPOTHagH
CPENHOTO BpeMe 3a JOCTHraHe Ha MaKCUMAHa KOHLIEHTPallya Ha XMAPOXJIOPOTHasKA € 1,5 Ild
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cneq nprueMa. XMApoXJIOPOTHAZH/L B IIA3MaTa ce CBbp3Ba B 68% ¢ NpOoTeHHUTE H NPUBHAHHAT 00€M Ha
paznpeneneuue € 0,83 - 1,14 Likg.

Buomparchopmayus u enumunupane

XnApoXJIopoTHA3HL He ¢ META0OIU3MPA NP XOPa U TIOUTH HAB/IHO €€ EKCKPETHPA KaTO HEIIPOMEHEHO
AKTUBHO BelllecTBO B ypuHata. [ Ipubnnsurenso 60% oT nepopannara 103a ce €1MMHMHUPA KaTo
HENPOMEHEHO aKTMBHO BEINECTRBO B paMKHTE Ha 48 vaca. BrOpeunnar kanpehe e okono 250-300
mL/min. KpaiHoTo BpeMe Ha NOITY>KMBOT Ha XUapoxaoepotHaska e 10-15 vaca.

(I)RPMHKOKHHETHKH IPpH CRENHAATHH NONYJIANHH NALKHCHTH

Heduampuuna nonyaayus

Epponeiickara areHis 1o JeKapcTBaTa 0TKas3a 3a0bJUKEHUETO 32 NPeIOCTaBIHE pe3yITaTuTe OT
npoyusanusata ¢ TECIIAJAH HCT »wB BeHuky OArpyn# OT neayaTpyyHaTa nomynanis ¢ eCeHlpaiia
XUTIEPTOHHA.

Hayuenmu 6 cmapuecka 8v3pacm (na 63 zoounu u noseye)

TTpu naumenty ¢ xunepronks AUC Ha oIMecapTaH B paBHOBECHO CHCTOSIHEE Ce TIOBUINABA ¢ Ok0JI0 35%
IIPH NALMEHTH B cTapuyecka Bb3pacT (65-75 roauHm) U ¢ okono 44% npu oLle no-BL3pacTHH ITalMCHTH
(> 75 roaMHaH), B CPaBHEHHE ¢ NTO-MJIaiaTa Bb3pacToBa rpyra (BIXKTE TOUKa 4.2%.

Tosa MOXKE IIOHE OTYACTH 14 C& ABIDKH Ha CPSIHOTO NMOHIKaBaHe Ha ObOpevnara (GyHKUMS B Ta3H Ipyna
naiMeHTH. JIpenophyBanMaT HO30B PEXUM TIpA NALMEHTHTE B CTapyecka Bb3pacT, 00aye, € ChLIMAT,
BBIIPEKH 4€ € HeoOX0qMMO IIOBULIIEHO BHUMAHKE ITIPH NNOBUILIABAHE Ha J03aTa,

Bpemeto 3a focTHraHe Ha MAKCUMATHUTE TUIa3MEHH KOHLICHTpaluy Ha aMJIOJUIIMH € CXOIHO NPH
MAlHEHTH B CTApYeCcKa Bb3pacT H IpH II0-Miaay nauxedTi. Hanuile e TeHacHNWs 3a TIOHbKABaHe Ha
KIHpBHHCA Ha aMJIONHITHH, KOeTO BOAW A0 HapacTeaHe Ha AUC M Ha BpeMeTO Ha MOITY>KHBOT TIPH
MAi[HEHTH B cTapyecka Bb3pact. [lopHinaraneTo ra AUC 1 Ha BpeMeTo Ha NONYKHBOT ITPH NAlTHEHTH
CHC 3aCTOHHA ChPACYHA HEAOCTATHYHOCT ¢a CIOpe]l OYAKBAHMATA 3@ NALMEHTUTE B Ta3H BH3pacTORa
rpyna B TOBa Npoy4BaHe {BIKTe T. 4.4).

OrpasyueHH AaHHH Npeanoarar, 3¢ CHCTEMHHAAT KIMPHHC Ha XUAPOXJIOPOTHA3H/L € peAyLIUpPaH KaKTo
NpH 37PaBH, TAKA ¥ ITPH NIALIHEHTH C XHIIEPTOHMA B CTAPYECKA BB3PAcT B CPABHEHHE C MAaAM 3/IPaBH
NOOPOROJILLH.

bvopeuno yspeoicoane

Fpu nanuenTty ¢ 6u6peuno yepexkaane AUC Ha onmecapTan B PaBHOBECHO CHCTOAHME HApacTBa ¢ 62%,
82% n 179% ripy naLEHTH C JIEKO, YMEPEHO U TEXKKO OBOpedHO yBpexXaane, CbOTBETHO, B CPABHCHHE
ChC 3APaBU KOHTPOJIH (BIOKTE TOUKH 4.2 1 4.4). QapMakOKHHETHKATa Ha OJIMECapTaH MEIOKCOMMIL 1Py
NALMEHTH, KOHTO IIPOBEKIAT XEMOIHAIIN3a, HE € H3CNEABaHa.

AMJIOIMNMH eKCTEH3HBHO ¢ MeTabo IH3Hpa N0 HEAKTUBHYA MeTaboNUTH. JleceT IPOUCHTA OT BEIIECTBOTO
C€ EKCKPETHpa HEpOMeHeHOo B ypuHara. [IpoMenure B InasMeHUTe KOHLIEHTPAMH Ha aMJIOAHITHH HE
KOPEJIMPaT Che CTENEeHTa Ha OpOpeuHoTo yRpeskaane, IIpy Te3u nalieHTH, aMiIoAUITHH MOXXE J1a ce
npunara B o0uyaiiHaTa 103a. AMIOIMITHH HE Ce ANaNu3upa.

BpemeTo Ha MoNyKMBOT Ha XMAPOXTOPOTHA3H C€ YABIDKABA NPH NALIMEHTH ¢ HapylieHa Op0petHa
(hyHKIMSL.

Yeproopobuo yepexcoarie
Caen eiReKPATHO AepopaTHO MpuioskeHue, HuBara Ha AUC na onmecaprad ca ¢ 6% 1 65% no-BUCOKH
CHOTBETHO MPH DALMEHTH C JJEKO H YMEPEHO YepHOJAPODHO YRPEKAAHE, OTKONKOTO [IPH

CBHOTBETCTBALIUTE MM CHIN1AaCYRaHM 3/1paBH KOHTPoNU. Hecsbpsanara (ppakuus Ha onMecaprTaH Ha
clieq NpHeMa TIPH 3/IpaBK JIMILE, HPH NAlMEHTH ¢ JIEKO Y4EpHOIpOOHO YBPENKIaHe U TPH IIALHEHT
YMEPEHO YepHOAPOOHO yBpeKaaHe € cboTReTHO 0,26%, 0,34% 1 0,41%. Ciel MHOTOXPATHO
[IPY ALMEHTH ¢ YMEPEHO YEPHOAPOOHO yRpeskaane, cpeanata AUC Ha oaMecapraR OTHOBO
65% 1o-BHCOKA OTKOJIKOTO P ChOTBETCTRALIMTE 3APaBH KOHTPOIU. CpenHHTe Cinax HHBA HA
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oJIMECaPTaH €a CXOIRY NPY HAlMEHTH C 4epHOApo0OHO yBpeskiaHe Y NpH 3apaBy Hlta. OnvecapTal
MEJIOKCOMMII HE € W3CJIE/IBaH NPY NaLMEHTH C TEXKKO YepHOApOOHO YBpexiaHe (BIbKTe TOUKH 4.2 1 4.4).

HanuuHuTe ¢ca MHOTO OrpaHHYEHH KJTHHMYHY AAHHH OTHOCHO TIPHIIOXKEHUETO HA aMJIONIMNKH NpH
MALMENHTH ¢ YepHOoApoOHO yBpekaaHe. KIUpbHCBT Ha aMJIOUAIINH CE TIOHWKABA H BPEMETO Ha
YIOJIY>KUBOT CE YIBIDKABA NPH NALMEHTH ¢ YBpPEACHA YepHoapoOHa (YHKLHS, KOETO BOJIH JIO HAPaCTBAHE
na AUC ¢ npubdmusurenno 40% — 60% (sixre Touku 4.2 n 4.4).

HepaoapoOHOTO yBpeKAaHE HE NOBAMIBA 3HAYMMO (PApMAKOKMHCTUKATA HA XUAPOXJIOPOTHABHA.

3.3 IIpeaxnMANYTHY JAHHH 32 6€30NACHOCT
OnMecaprad MeOKCOMMIT/aMIIOAWITHAH/ XUIPOXIIOpOTHa3H KOMOHWHALIAA

IIpoyuBaHe 3a TOXCHYHOCT IIPH MHOIOKPATHO MNPWUIATaHe TIPH ITHX0BE JEMOHCTPHPA, e
KOMOMHMPAHOTO MIPHIOXKEHHE HA OJIMECApTaH MEJIOKCOMUN, aMJIOAUINH M XHAPOXJIOPOTHA3H] HE YCHIIBA
HAKOS OT CHOOIIEHHUTE NIPEAM TORA H CHIIECTBYBALIM TOKCHMHOCTH Ha OTACITHUTE CBCTABKH H HE
NPHYHHABA KAKBATO M 13 GHII0 HOBA TOKCHYHOCT, KaKTO H HE C€ HADMOJaBaT CHHEPTHYHH OT
TOKCHKOJIOI'MYHA ITIeIHa TOUKa €heKTH.

He ca npoBexaany JONBIHUTEHE U3NUTBAHKS 32 MYTar€HHOCT, KAHIIEPOreHHOCT U PENPONYKTHBHA

tokcnyHocT 3a TECIIA JIAH HCT.,
OnMecapTaH MeIOKCOMMII

B npoyuBaHHA 32 XPOHHYHA TOKCHHMHOCT NPY IUTHXOBE i KydeTa, OJiMecapTaH MeIOKCOMMI T0Ka3sa
nono0Hu edextH, kakro AT penerrropuay antaronnctd M ACE MHXHOHMTOPH: MOBMINCHH HHBA Ha
HUuTporeH kpbBHA ypes (BUN) u kpeatiinuH, HamalsiBaHe Ha TETNOTO HA CHPLUETO, HaMaIABaHe Ha
ITApaMETPUTE Ha YePBEHMTE KPbBHY KICTKH (€PHTPOLMTH, XeMOTIIOOHH, XEMATOKPHT), XMCTONOTHYHH
noxasateny 3a 6x0peuno yepexxnane (pereseparypta esus Ha OrOpeuHHa enuTen, ynedenasane Ha
Oazannara memOpaHa, Junarauus Ha TyOynute). Te3u HexenaHu peakumy, IPUIHHCHA OT
(hapMaKoIOTHYHOTO ASHCTEHE Ha OJIMEcapTaH MEIOKCOMMIL, ChIIO Ca CE NOABUIIH 8 IIPEAKJIHHHIHH
npoyuBaHmsa 3a Apyry ATy peuerrropsn antaronnetd 1 ACE uaxubGuTopH 1 Moxe aa Op/iaT HaManeHu
PU €JIHOBPEMEHHO MEPOPATTHO NPUIIOMKEHHE HA HATPUEB XJIOPHA.

ITonobno Ha npyri AT peuenTOpHMA AaHTArOHUCTH OIMECapPTaH MELOKCOMHU MOBHIIABA CITY1auTe Ha
XPOMO30MHA YYTIJINBOCT B KIETHUHH KYNTYPH in Vitro, HO He in Vivo. KaTo L0 IaHHHTE OT NPOTpaMy 3a
H3CIIEIBaHHA 32 001114 TEHOTOKCHYHOCT TIPETNONArar, 46 oJIMeCcapTaH € MaJIKO BEpOATHO Aa NMPOABH
IreHOTOKCHYHH €PeKTH NMPH KIURWYHO nipHuoxeHHe. OnMecapTad HE € KaHLICPOreHEH NPH TITbX0BE WIH
TPAHCT€HHH MULIKH.

B penpomyKTHBHH NPOYYBaHHA NIPH IJIEXO0BE, ONIMEcapTaH MeZIOKCOMMUI He TIOBIHSBA GepTHIINTeTa 1
HAMa I0KA3aTeJICTRA 3a TepaToreHeH edekT. [lonobHo Ha apyryn anruoTensuH Il aHTaroHHCTH
ApPeXUBAEMOCTTA Ha NIOKOJIEHHETO € HAMAIEHA U € HaO/oaraHa nesryHa AWIaTauns Ha 6s0penunte
CIIeJl eKCIIO3ZMITHA Ha MalKHUTE 0 BpeMe Ha KbecHa OpeMeHRHOCT M KbpMeHe. 11pn 3ainy HiMa RaHHH 32
(hETOTOKCUMHH €(EKTH.

AMIOIHIIHH

PenpoaykruBHa TOKCHYHOCT

PenpoayKTHBEN NpOYYBaHUA NPY NIHXOBE U MMIIKH ca Nokasainy 3abapsHe Ha pOKIAHETO, yBEIHIeHa
NPOIBLKUTENHOCT HA POKAAHETO W TIOHIDKEHA NIPEXKHBAEMOCT Ha TOTOMCTBOTO TPH A03HPOBKA OKONo S0
ITBTH NIO-BHCOKA OT NPENOPBLUMTENHATA 1031 NPH Xopa Ha 6asa cpoTHOLIEHHETO mE/Kg.

Yepexaade Ha deprinureTa
Hsma edext BEPXY GepTiuiNTeTa Ha INbXORE, IeKYBaHH! ¢ aMJIOIMIIHAH (MBKKK 32 64 THU H KEHC



Xopa Ha DazaTa Ha CLOTHOLIEHHETO ME/Kg, ca YCTAHOBEHM HAMANEHW HUBA B I1a3MaTa Ha QOoNHKY-
CTMMYJTMPALIIMS XOPMOH H TeCTOCTEPOH, KAKTO ¥ HaMaJlaBaHe Ha INTbTHOCTTA Ha Cnepmara u B 6post Ha
3penute cnepMmaTuan ¥ CepTonueBH KIETKH.

KanueporeHiioct, MyrareHHOCT

[L1sX0BE M MHILKHM, JEKYBAHH ¢ aMJIOJTHITHH HPH NOPYUEM 32 ABe FONHHN, IIPH KOHLEHTPALKMA M3uMcIena
Ja OCMI'ypH HHMBa Ha AHerHa fo3a o1 0,5, 1,25 n 2,5 mg/kg/nHeBHo He noKa3Bar 10Ka3aTeNIcTBa 3a
KaHleporeHHocT. Hali-sHcokara f03a (3a MULLIKH, TORoGHa Ha MakCUMAHATa NPENopBUHTENHA
KITMHMYHA 1033 oT 10 mg na 6azaTa Ha CHLOTHOIIEHHETO mg/m2, a 3a TUTBXOBE [Ba ITFTH™ NI0-BUCOKA OT
MAKCHMANHATa IpenophulTenta) e 6niska 40 MaKcMaIHaTa NOHOCHMA A03a 334 MULIKH, HO HE 33
ITbXOBE. MyTareHnn npoy4BaHy: TIOKA3BAT, e HAMA JIEKaPCTBEHO-CBBP3aHN €(PEKTH KaKTO Ha [CHHO,
Taka H Ha XpOMO3ZOMHO HHBO.

*Ha Gazata Ha Terno Ha nawyent 50 kg
XHAPOXIIOPOTHAZH]

IIpoydBaHns ¢ XAPOXJIOPOTHAZK/ TNIOKA3BAT HEETHOZHAYHHM JOKA3aTENICTBA 33 TEHOTOKCHYCH H
KaHLEPOreHeH eekT MPH HAKOU EKCTIEPHMEHRTAITHH MOLENH.

6. PAPMAHEBTHYHA JADHH

6.1 CoHcbK HA TOMONIHATE BelecTRA

Cepyesuna na mabiemxama

. LlapernyHO HHLIECTE, MpEeXeNaTHHU3HPAHO
MukpokpucTanHa 1enyso3a

CyuimeB JHOKCH, KOJIOMAEH 0e3BozieH
KpockapMerno3a HaTpHH

Marne3HeB cTeapar

@WNPGHD ROKpumice

. IHonneuHMNOB ankKoXx0n

. Maxkporoa 3350

. Tank

. Twranos puoxcua (E 171)

* Kenezen (1) oxcup sxwar (E 172)

. XKenesen (111) oxeun uepsen (E 172) (camo BBB dmMupann Tabnetky 20 mg/5 mg/12,5 mg, 40
mg/10 mg/12,5 mg, 40 mg/10 mg/25 mg)

D Kenezen (11, I) okeun uepes (E 172) (camo BeR dyvnvupanu tabnerxn 20 mg/5 mg/12,5 mg)

6.2 HechLBMECTHMOCTH

Henpunoxxumo.

6.3 Cpox na roanocr

3 TONUHNA.

6.4 Crnennannn ycJIOBHA 32 CHXPAHEHNE

To3u nekapCTBEH NPOMYKT HE U3HCKBA CIIELUAIHH YCIIOBHA 38 CbXPaHEHHE.

6.5 Buj u chabpikanne Ha oIaKOBKATA
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JlamyuHupan nonnaMuy/anyMUHUI/ TIONMBUHNI XJIOpU/asilyMUHHEB OHCTED.

OnakoBku ot 14, 28, 30, 56, 84, 90, 98, 10 x 28 1 10 x 30 ¢punamupanu tadbneTku B OIHCTEPH.
10x1, 50x1 n 500x1 punmupanu Tabnerku B nepdopupanu €1H01030BHM OiucTepu.

30 ml HDPE-OyTunku ¢ noiMnponuieHoBa Karnayka, 3allliTeHa OT OTBapsaHe OT Jiela, 00BHTa ¢
BbTPELIHO YIUTbTHEHHUE M CUJIMLMEB I'eJl CYLUHTE].
OnaxoBkH 0T 7 1 30 puimMupasu TabneTKu.

60 ml HDPE-OyTuiku ¢ noimnponuieHoBa Karnavka, 3aliresa OT OTBapsiHe OT Jiela, 0OBHTa C
BBTPELLHO YIUIBTHEHHUE U CWIHLIMER TI'eJl CYLUUTEN.

Onakoeku ot 90 punmupanu rabnerku.

He Bcuuku BUIOBE ONAakoBKM Morar jia Obar mycHaTH B npojaaxoa.

6.6 Crnennajanu npeanasHu MEepKH NPH H3XBLPJIsiHe H padoTa

Hsama crienimaiii U3HCKBaHUSL.

7. HNPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Menarini International Operations Luxembourg S.A.
1, Avenue de la Gare, L-1611 Luxembourg
JIrokcemOypr

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

TECITAJAH HCT 20 mg/5 mg/12,5 mg ¢unmupanu tabnerku: 20110282

TECIIAZJAH HCT 40 mg/5 mg/12,5 mg ¢punmupanu tabnerku: 20110283

TECHAJZIAH HCT 40 mg/10 mg/12,5 mg dunmupany Tadaerku: 20110284
CT 40 mg/5 mg/25 mg ¢punmmpany Tadneiu: 20110285

1 HCT 40 mg/10 mg/25 mg pusimupani tabnerkn: 20110286 T e
9. JATA HA ITHPBO PASPEINIABAHE/ITIO/THOBSIBAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

Jlata na rrepBo pazpewaBane: 03. 05. 2011 r.
JlaTa Ha nocnenHo noaHossBane: 05.01.2016 r.

10.  JIATA HA AKTYAJIM3UPAHE HA TEKCTA

04/2023
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