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1. MME HA JIEKAPCTBEHMSI IPOJYKT

TECITAJIAH HCT 20 mg/5 mg/12,5 mg duimuparu Tabnetku
TESPADAN HCT 20 mg/5 mg/12,5 mg film-coated tablets

TECIAJIAH HCT 40 mg/5 mg/12,5 mg dbuiMupann TabneTku
TESPADAN HCT 40 mg/5 mg/12,5 mg film-coated tablets

TECITAJAH HCT 40 mg/10 mg/12,5 mg dunmupanu TabaeTkH
TESPADAN HCT 40 mg/10 mg/12,5 mg film-coated tablets

p 2 KAYECTBEH U KOJIMMECTBEH CbCTAB

TECITAZJAH HCT 20 mg/5 mg/12,5 mg ¢puamupanu TabjieTku
Beska dunmupana tabnerka cphabpika 20 mg oimecaprad Meiokcomuil (olmesartan medoxomil), 5 mg

amJioaunuH (amlodipine) (kaTto amnoaunuHoB Oe3unar) U 12,5 mg XuapoxJIopoTHA3HK/L
(hydrochlorothiazide).

TECITAJAH HCT 40 mg/5 mg/12,5 mg ¢puimupanu TabieTku
Bceska punMupana Tabnetka ceabpka 40 mg onmecaprad Me1okcoMui (olmesartan medoxomil), 5 mg

amioaunuH (amlodipine) (kaTo amnoaAMUHOB O0e3unar) v 12,5 mg Xuapoxja0poTHa3u/l
(hydrochlorothiazide).

TECITAZJAH HCT 40 mg/10 mg/12,5 mg ¢punamMupanu TabieTku
Bcesaka dunmupana tabnerka cpabpika 40 mg onmecapran megokcoMui (olmesartan medoxomil), 10 mg

amnoaunuH (amlodipine) (kato amnoaunuHos 6e3unar) u 12,5 mg XuapoxyiopoTuasu
(hydrochlorothiazide).

3a NMBbJIHUA CITUCHK Ha NMOMOILIIHUTE BEleCTBA BWXKTE TOUKA 6.1.

3, JIEKAPCTBEHA ®OPMA
duimMupaHa TabseTka.

TECITAJIAH HCT 20 mg/5 mg/12,5 mg dpuimupanu TabneTku
baenooparkesa, kpbria, puiMupaHa Tadnerka ¢ ayamerbsp 8 mm ¢ Haanuce C51 ot eanara crpaHa.

TECITAIAH HCT 40 mg/5 mg/12,5 mg dbunmupanu tabneTku
bnenoxwbara, kpbria puaMupana Tadsetka ¢ auameTsp 9,5 mm ¢ Haanue C53 ot eaHara cTpaHa.

TECITAZIAH HCT 40 mg/10 mg/12,5 mg ¢punmupanu tabnierku
CuBKaBOYEpBEHa, KpbIila, (puaMupaHa Tabsietka ¢ auameTsp 9,5 mm ¢ Haanue CS55 ot egHaTa crpaHa.

4. KJIMHUYHUA JAHHHA
4.1 TepaneBTHYHH NOKA3AHHSA

JleyeHue Ha €CCHLHAJIHA XHITCPTOHHA.




/lobaevuna mepanus

@ TECITAJZIAH HCT e noka3zaH npu Bb3pacTHHU MAaLMEHTH, IIPH KOUTO BUCOKOTO apTEPUAITHO
HaJIraHe He ce KOHTPOJIMpa 100pe OT KOMOMHAUMATa OJIMECApTaH MEJJOKCOMMII MU aMJIOIMITHH,

NMpUeMaHH Kato (pukcupaHa ABOMHA KOMOUHALIMA.
3amecmumenina mepanus

Tecnanan HCT e noka3aH KaTto 3aMeCTHTE/IHA TEpAIlUA MPU Bb3PACTHHU MALMEHTH, YHETO apTEPHATTHO
HaJIAraHe ce KOHTpOJMpa 100pe OT KOMOMHAUMATA OJIMecapTaH MEI0KCOMMII, aMJIO/IMITHH U
XMAPOXJIOPOTHA3K]L, PHEMAHH KaTO (PUKCHpaHa JABOMHA KOMOMHaLMA (OJIMecapTaH MEAOKCOMMII U
aMJIOJIMITHH WJIK OJIMECApTaH MEJIOKCOMMII M XHJIPOXJIOPOTHA3K/1) U OT/AE/HA JieKapcTBeHa hopMa
(XMAPOXJIOPOTHAZKA HJTH aMJIOJUITHH).

4.2 J{lo3MpOBKA H HAYHH HA NPHJIOKEHHE

do3upoBKa

Bon3pacTuu

[Tpenopbuurennara no3a Ha TECITAJZIAH HCT e 1 Tabnerka aHeBHo.

Hobasvuna mepanusn

Tecnagan HCT 20 mg/5 mg/12,5 mg Moxe a ce rnpuiara rnpu nauudeHTH, Opy KOMTO apTepUaTHOTO

HaJIsraHe He ce KOHTpoJIMpa J100pe OT oMecapTaH MeaokcoMua 20 mg U aMJIOAMITHH 5 mg, TPUEMaHH
KaTo (PUKCHUpaHa JIBOMHA KOMOUHALMA.

Tecnapan HCT 40 mg/5 mg/12,5 mg Moxe aa ce npuiara rpu rnauueHTH, PU KOUTO apTEPHATHOTO
HaJIsiraHe He ce KOHTPoJMpa 100pe OT oMecapTaH MeaokcoMua 40 mg U aMJIOAMITHH 5 mg, npUeMaHH
KaTo (pUKCHpaHa ABOMHA KOMOWHALIKA, WK NPU MNALMEHTH, NPH KOUTO apTePHATHOTO HaATaHe He Ce
koHTponupa n0ope ot Tecnapan HCT 20 mg/5 mg/12,5 mg.

[Tpean npemMuHaBaHe Ha TpolHaTa KOMOMHALMA C€ MPEernopbYBa MOCTENEHHO THTPUPAHE Ha JIO3UTE Ha
OTJEJIHUTE KOMITOHEHTH. MO3Ke /1a ce UMa Mpe/IBU/L U IMPEKTHO NPEMHHABAHE OT /IBOMHA (PUKCUpaHa
KOMOHHaLMA Ha TpoHHa PukcHpaHa KOMOMHALIUA, aKO € KIIMHUYHO JI0MYCTHMO.

3amecmumenna mepanun

[lameHTHTE, PU KOUTO € MOCTUrHAT KOHTPOJT OT CTAOW/IHKM 103U OJIMEcAapTaH MEJI0OKCOMMJI, aMJIO/IUITHH
W XMJIPOXJIOPOTHA3K/1, KOUTO Ce€ MpUeMaT Karo JBoiHa UKcHpaHa koMOMHaLMs (oJiMecapTaH
MEIOKCOMMJT M aMJIOJIMITHH WK OJIMecapTaH MeIOKCOMMII M XHAPOXJIOPOTHA3HM/1) U OT/IEJTHA JIEKapCTBEHA
dbopma (XHAPOXJIOPOTHA3 KL MIIK aMJIOAMIIKH), MoraT Jaa rnpemuHaT Ha Tecnanan HCT, cuabpaxkaiir
CBLLMTE 03U HA OTJCJIHUTE KOMITOHEHTH.

IlanHeHTH B cTapyecka Bb3pacT (Ha Bb3pacT 65 roiHHH H noseye)




[IpenopbuBa ce BHUMaHHE, BKJTIOYHTENTHO NMO-4YECTO MPOCNEAABAHE HA APTEPHATTHOTO HAJIATAHE ITPH
MaLAEHTH B CTAPUECKa BL3pacT, ocobeHO MpH NMPWIOKEHUETO Ha MakcumaHata no3a TECTIAJIAH HCT

40 mg/10 mg/25 mg nHeBHO.

YBenuMuaBaHe Ha 103aTa NNPH MNALMEHTH B cTapyecKa Bb3pacT TpadBa Aa ¢€ NpaBH ¢ BHUMAHHUE ( BHOKTE
TOYKkH 4.4 1 5.2).

MHoro orpaHu4eHH JaHHM ca HanuwaHd 33 ynorpedara Ha TECTIAZIAH HCT mpu naumenTu Hap 75
FrOAWHH WIH NO-Bb3pacTHU. [IpenopnuBa ce noBULIeHO BHUMAaHUE, BINTFOUUTENTHO MO-4eCTO

MMpoCJICAABAHE Ha apTCPHAJIHOTO HAJTATAHC.

brbpeuno yspexaane

MakcHMaTHaTa 103a NMPH NaLHEHTH € JIEKO 0 yMEpeHOo 610peuno yepexaaHe (KpeaTHHHHOB KIHPBHC
30-60 mL/min) e TECITAJJAH HCT 20 mg/5 mg/12,5 mg nopaau orpaHHyYeHMs ONnHT ¢ 03a1a oT 40 mg

oJIMecapTaH MEAOKCOMIL TIPH Ta3M Ipyia MalHeHTH.
[Ipu nauueHTH ¢ yMepeHo 6L0peuHo YBpexKaaHe ce NPEIopLYBa MPOCICAABAHE HA CEPYMHHTE
KOHLIEHTPALIMH Ha KaJIWii U KpeaTHHHHA.

[Tpunoxenuero Ha TECIIAJJAH HCT npu naugeHTH ¢ TEXKO Ob0pedHO yBpexaaHe (KPeaTMHHUHOB
kupbHE < 30 mL/min) e npoTuBonokaszano (BxTe TOYKH 4.3, 4.4 1 5.2).

YeproapobHo yspexaate

TECITAJJAH HCT 1psabsa aga ce npunara ¢ roBuilieHO BHUMaHUE NP NALMEHTH C JIEKO YEPHOAPOOHO
yBpexaaHe (BIDKTe TOUKH 4.4 1 5.2).

[Ipu nauueHTH ¢ YMEPEHO 4epHOAPOOHO YBpeXKAaHE MAKCHMAaTHATa A03a HE TpAOBa Aa HaABU1lIaBa
TECITAJAH HCT 20 mg/5 mg/12,5 mg peansxx quesHo. [1pu naumeHTHTE ¢ YepHOAPOOHO YBpexaaHe
ce NpenopbYBa CTPUKTHO NMPOCIeBaHE HA ApTEPHATTHOTO HanAraHe ¥ Op0OpeyHaTa GpyHKIHA.

Kakro nMpy BCHYKH KallMEBU AaHTANOHHCTH, MOJTY>KUBOTHLT HA AMJIOAMIIMH € YARKEH MPH MALHEHTHU C
yBpeaeHa depHoApoOHa QYHKLMA ¥ MPENOphKU OTHOCHO JAO3HPOBKATA HE Ca ycTaHOBeHU. ETo 3auto
TECITAJAH HCT TpabBa na ce npunara ¢ roBULIEHO BHHMaHHUE MPH TE3H NALHEHTH.
DapMaKOKMHETUYHHTE CBOMCTBA Ha AMJIORUIHH HE Ca MPOYUYEHH TIPH TEXKO YEPHOApOOHO yBpexaaHe.
JleyeHMETO C aMIOAUNIUH TPAOBA [a ce 3arouHe ¢ HaH-HUCKATa 103a M J1a ¢€ TUTpHpa 0aBHO NpH

NALMEHTH ¢ HapylueHa YepHoaApoOHa GyHKLMA.

[Tpunoxenunero Ha TECITIAJIAH HCT e npoTHsonoKa3aHo NpH MauMeHTH ¢ TEXKO YEpHOAPOOHO
yBpexaHe (BIOKTe TOUKH 4.3 u 5.2), xonecTaza wiv OmwHapHa oOCTpykLMA (BIDKTE TOuKa 4.3).

HeauaTpuuHa nomyJIanHs
Ilopanu nunca Ha gaHHH 3a 6e3onacHOCT U eduxacHOCT TECITAJJAH HCT ne ce npenopsuea npu
NauueHT! noj 18 roguHy.

Hausn Ha NPDAJOKEHHAC.

Tabnerkara Tpabea Aa ce Normeila ¢ JOCTaTHYHO KOJIMUYECTBO TEYHOCT (HaIp. €/1Ha yalila BOAa).
Tabnerkara He TpsAbBa Aa ce cIbBKBA U TPAOBA Aa ce MpUEMa O €IHO U ChLIO BpEME BCEKH JIEH.

TECIIAJJAH HCT moxe na ce npueMa ¢ wid 6e3 xpaHa.

4.3 IIpoTHBONOKA3AHHN

CBPBXYYBCTBUTEIHOCT KbM AKTHBHUTE BELLIECTBA, KbM AUXHUIPOTIMPUIKHOBHTE IPO 5
MPOH3BOAHH Ha CyN(OHAMHIUTE (Thit KATO XHIPOXJIOPOTHA3ZHI € MPOH3BOAHO Ha CyldBHarin
KbM HAKOE OT MOMOIIIHHTE BelllecTBa, M30poeHH B Touka 6.1. -

4




Texko 6p6peuno yepexgare (BrwiTe Touka 4.4 u 5.2).

PedpakTepHa XHIMOKATHEMHUS, XMITEPKATILIMEMHA, XMTTIOHATPHEMHA H CUMITTOMATHYHA XUTIEPYPHKEMHA.

Texka yepHOApPOOHA HEAOCTATHYHOCT, X0JIeCcTa3a U 3a00NIBaHHA, NPOTHYAILH ¢ OWITHapHA O0CTPYKLIMA
(BiDKTE TOUKA 5.2).

2-pH #1 3-TH TPUMECTBP OT OpEMEHHOCTTA (BIDKTE TOUKU 4.4 U 4.6).

EnnospemeHHara ynotpeba Ha Tecnanan HCT ¢ anuckupeH-ChabpKaALIM MTPOAYKTH € NMPOTUBONOKA3AHA
[PY MALMEHTH ChC 3axapeH auaber wn 6u6peuno yspexkaade (GFR < 60 mi/min/1,73 m?) (sx. TouxH
4.5u5.1).

[Topaau HanuuveTo Ha amnoaMnuH B ¢beTaBa ¢, TECIIAJIAH HCT e npotuBonokasad rnpu maupeHTH

- IOK (BKIIOYHMTENIHO KapAHOreHEH 1I0K);

- TEXKKA XUITOTOHMA,

- OOCTPYKLMA Ha M3XOHa HA JABaTa Kamepa (HarpHMep BHCOKA CTENEH Ha a0PTHA CTEHO3a);

- XeMOAWHAMHYHA HECTaOWIHA CHPACYHA HEAOCTATHUYHOCT Clle/l OCTLP MHOKAP/ASH HH(ApKT.

4.4 Coenna/iHid npeaynpexkaeHHs H Npeana3sHH MEPKH npH ynoTpeba

IagueraTH ¢ XUNOBOJIEMHES HJIH NOHMXKEH HATPHH

[Ipu naLueHTH, KOUTO UMAT NMOHKKABAHE Ha KPbBHUA 00eM WIIH NOHWKEH HATPUIE BCISACTBHE Ha
MOLIIHA JHYpPETHUYHA TEpANis, HAMANABAHE Ha [IPUEMa Ha COJT C XpaHaTa, AMapyUs WK MOBPBLIAHE MOXKE
Ja HACTBITH CUMITTOMATHYHA XUIOTOHUA, 0COOEHO CIIEA NPHEMA Ha ITbpBaTa Jo3a. [Ipenopbusa ce
KOPHrHpaHe Ha ToBa ¢heTosHue npeau npunoxeHueTo Ha TECITAJTAH HCT unu ¢cTpukTHO
MEIHLIMHCKO HaOMOACHHE NPU 3aM04BAHE Ha JICYCHHETO.

JApyra cheToAHMS, NPOTHYAIIN ChC CTHMYJIHpaHe HA PEHHH-AHFHOTEH3HH-A/IA0CTEPOHOBATA
CHCTEMA

[Ipu nalMeHTH, YMATO ChAOB TOHYC K OBOpeyHa (PYHKLMA 3aBUCAT OCHOBHO OT aKTHBHOCTTA Ha
CUCTEMATa PEHHH-aHTHOTEH3UH-AIAOCTEPOH (HAIp. MALMEHTH ¢ TEXKa 3aCTOHHA ChpheyHa
HEeJOCTaThYHOCT WIH ¢ NMpHApY>aBatlo Os0peuHo 3a00s1sBaHe, BIIIOUMTETHO CTEHO3a Ha ObOpeyHaTa
apTepH), JICYEHHETO C JIEKAPCTBEHU NPOAYKTH, KOMTO MOBJIHABAT TA3H CHCTEMA, CE CRBP3Ba C TEHKKA
XUMOTOHHA, a30TEMHS, ONTUTYPHA WIH pAaKo Ao ocTpa HnbpeuHa HeAOCTATHYHOCT.

PenoBa3zaina XHNEepPTOHNNA
CoiuecTByBa NOBHIHEH PHUCK OT TEXKA XHNOTOHHA U 6b0peyHa HEAOCTAaTHHHOCT, KOTaTo MALMEHTH C

ABYCTpaHHa CTeHO3a Ha OLOPECUHMTE apTEPHH MM CTEHO3a Ha apTEpUATA HA EAHMHCTBCH (PYHKLIHOHHMpALL]
OB0pek MPOBEKAAT NEHCHHE C JIEKAPCTBEHU NMPOLYKTH, KOUTO MOBIMABAT PCHHH-aHMMOTEH3UH-
aNngOCTEPOHOBATA CHCTEMA.

bu6peuno yepexaane n 650peuna TpancnIaHTANHS
Koraro TECITAJIAH HCT ce npunara npH nauueHTH ¢ yBpeacHa Ob0peuHa QYHKUHA Ce nMpenopbyBa
[IEPHOAHYHO NPOCICAABAHE HA KOHLICHTPALMUTE HAa CEPYMHU KaTHH ¥ HHBaTa Ha KpcaTMHUHA.
ITpunoxxenuero Ha TECITAJIAH HCT He ce npenopbhuBa MNpH NalMEHTH € TEXKO O1OpeuHo yBpeKaaHe
(kpeaTHHMHOB KIHpBbHC < 30 mL/min) (Brokre Touku 4.2, 4.3 1 5.2).

A3oTeMHs, BCIEACTBHE MPWIOKEHUETO HA THASHAHU JHYPETULIM, MOXKE Ja HACTHIM NPH NALMEHTH C
HapyluieHa 6ubpeuHa QyHKimA.
[Ipu HacTBIBaHE Ha Mporpecupatio 6LOpeUHo yBpexknaHe € HeodOXOAUMO BHUMATEITHO NMPEE
TEPANMUATA, KATO C¢ 0OCHAM NPEYCTAHOBABAHE HA AUYPETUYHOTO JICHCHHE. |
Jlunicea onut ¢ npunoxeHueto Ha TECITAJAH HCT npu naumeHTH ¢ HACKOPO Hanpapk
TPAHCIUTAHTALIMS WITH ITPK NMaLHeHTH ¢ OBOpeYHO yBpeXXaHe B KpacH cTagni (T.€. Kpe e
< 12 mL/min),




JBoiiHo OJIOKHpaHe HR pPeHHH-AHTHROTEH3IHH-ANA0CTEPOHOBATA cHCTeMa (PAAC)

Hma naHHu, ye eqHOBpeMeHHaTa ynoTtpeba Ha ACE urxuburopy, aHruorensus li-peuenropuu 6nokepu
WIH AJIHCKHPEH MOBHILABA PHCKA OT XHITOTOHHA, XHITEPKATTUEMHA M HaManiaBaHe Ha Os0peyHara
¢byHKUMA (BKIIOYHTENHO ocTpa Os0pedna HenocTarbuHocT). [lopaau ToBa He ce npenopbyBa ABOHHO
onokupane Ha PAAC 4ype3 komOuHMpaHaTa ynotpeba Ha ACE uaxuburopH, anruvoreHsu 1l-
peLenTOpHH OIOKEPH KK AIKCKHPEH (BXK. TOYKH 4.5 U 5.1).

AKO ce NMPELEHHM, Ue TEpanuaTa ¢ ABOHHO OI0KMpaHe € abCOMOTHO HeoOX0MMa, ToBa TpAOBRa 1a cTaBa
caMo MNoj HADMOAEHHETO HA CNEUHATHCT U MPH 4eCTO BHUMATETHO MOHUTOpHpaHe Ha ObOpeuHaTa
pyHKLMS, ENEKTPOJIUTHTE K KPBBHOTO HANIATAHE.

ACE unxuburopu v aurnorensun I-peuenropHu 6nokepu He TpAbBa /14 ce U3MION3BAT €AHOBPEMEHHO
NpPH MaLKHEHTH ¢ I1abeTHa HedponaTHs.

Yepuoapobno yspexaane
Excrioznumsara Ha aMTOQHIIMH M OJTMECAPTAH MEJOKCOMHMIT Ce MOBHILIABA IPH MALMEHTH € YEPHOAPOOHO

yBpeXJaHe (BIDKTE TOUKa 5.2).

OcBeH TOBa, MANTKM M3MeHEHHUA B 6anaHca HA TEYHOCTHTE H €NEKTPOIMTHTE B X044 Ha JICYEHHETO C
THA3UIUTE MOXKE /I3 YCKOPH HACTHIIBAHETO HA YEPHOAPOOHA KOMa MPH NALKEHTH C YBpeleHa QYHKLMNA
Ha YepHUA Apod WK ¢ MpOrpecHpaLlo YepHOApoOHO 3abonssaHe.

Heobxoanmo e ocobeHo BuuManue, korato TECITAJTAH HCT ce npunara npy nagueHTH ¢ JICKO A0
YMEPEHO 4YepHOAPOOHO YBpeKIaHe.

[Ipy naumeHTH ¢ YMEPEHO YepHOAPOOHO YBpEKIAHE A03aTa Ha O/IMEcapTaH MEAOXCOMMI He Tpsabpa J1a
Hagsulasa 20 mg (BrkTe TOUYKA 4.2).

[Ipn naumeHTH ¢ HapyLIEHa YEPHOAPOOHA (PyHKLIMA, NEHEHHETO ¢ AMJIOAUIUH TPAOBa Aa Ce 3ano4He ¢
No-HUCKATA Bb3MOXKHA J103a OT MpenopbYaHyTe M TpAOBAa 1a ce npusara ¢ BHUMaHNE KaKTo NpU
3aMo4BaHE Ha JICUYCHHUETO, TAKA U MPH YBENUYABAHE HA [1034T4.

[Tpunoxxennero Ha TECIIAJJAH HCT e npoTuonoka3zaHo npu MatUeHTH ¢ TEKKO YepHOApOoOHO
yBpexaHe, xoectasa Wi OunuapHa obcTpykuus (BHKTE TOoUka 4.3).

CTeH033 HR A0PTHATA H METPAJTHATA KIARM, 00CTPYKTHBHA XHIEPTPOPHUHA KAPAHOMHONATAS
[Topaau ceabprkanmeTo Ha amaogunuH B TECTIAIAH HCT, kakro 4 npu Apyrute BazoaunaTaTopH €
HeoOXO0AUMO CNIeLIMAIHO BHUMAHHUE MPH NaLMEHTHTE, KOMTO CTPAAAT OT CTEHO3a Ha a0pTHAaTA WU
MUTPAJIHATA KJ1ana WK oT 0OCTPYKTMBHA XUNEPTPOPHIHA KaPIHOMHOIIATHS.

IInpeHYen AN0CTEPOHHIBM

[TaupeHTHTE ¢ MTBPBUUESH ATTOCTEPOHHIBM KATO LSUTO HAMA Ja OTTOBOPAT HA aHTUXUIIEPTEH3IUBHH
NeKapCcTBEHH NPOAYKTH, KOHTO ACHCTBAT NOCPEACTBOM HHXHOMpaHe Ha PeHHH-aHMMOTEH3HHOBATa
cucrema. [Topaam Toea npu Te3u naupeHtd npunoxenneto Ha TECITAJIAH HCT He ce npenopiusa.

MeTab0/IHTHH H eHAOKPHHHK edeKTH
JleueHueTo ¢ THA3UAK MOXKE A BIIOUIH BbriaexuapaTHus Tonepasc. [Ipu nauuenTure ¢ quaber Moxe aa €

HeOOXOAMMO KOPUIrHpaHe Ha JO3HTe Ha HHCY/IHHA WIM Ha NEpOpaiHUTe aHTUAHA0ETHH CpeacTBa (BIDKTE
Touka 4.5). JlareHreH 3axapeH aquaber Moxe Ja ctaHe MaHHGECTEH B X0/1a Ha JIeYEeHHE C THAZHIH.

IloBuiuaBaHe HA HUBATA HA XOJACCTCpOJia H TPATTTHLUCPDHINTE Ca HEXKC/IAHH PCAKIIHH, 34 KOHTO €
H3BCCTHO, YC €4 CBBP3aHH C JICUCHHUCTO C THA3UAHH JHYDETHILIN.

[Tpn HAKOM NALMEHTH, KOUTO MPOBEKAAT JICHSHHE C THA3HAK MOXE a HACTBITH XUIIEPYPHKEMHUS WIH J1a
ce BIIOLIH U3ABEHa nojarpa.

Enexrpoanten aucbananc
KakTo npy BCUUKH [ALMEHTH, KOUTO MPOBEXKIAT JICYCHHUE ¢ AMYPETHLH, NpPe3 NOAXOAALIM H
TpaOBa Aa Ce OCBUIECTBABA IEPHOAHYHO OTIPENIESIAHE HAa CTORHOCTHTE Ha CEPYMHUTE EIEKAQS

TuaszupuTe, BIJIIOYHTENHO XHAPOXAOPOTHAIUABT, MOTAT J1a MPHUMHAT AucOanaic Ha
eJIEKTPOIUTHTE (BIUTIOUMTEITHO XHUITOKATHEMMS, XMIIOHATPHEMHUSA U XMNOXJIOPEMHUMHA ¢
[IpenynipeAMTETHHTE CUMITTOMH Ha AHCOaaHCa HA TEYHOCTH H EJEKTPONIMTH €a CYXC
¢JiaboCT, OTIYCHATOCT, CHHJIMBOCT, Oe3nokofcTBO, MYCKYJTHA O0/KA WIH KpaMITH, MYC
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XHMOTOHHUS, OJIMTYPHS, TAXHUKAPAHUA H CTOMAIIIHO-YPEBHH HAPYLIECHHWA, KATO MAACHE U NMOBpbLIAHE (BIDKTE
TOYKa 4.8).

PHCKBLT OT XHIIOKANMEMHS € HAl-roNaM NpU MALHUEHTHUTE C YEpHOAPOOHA LMPO3a, NPH NMaLHEHTH C
H3pa3eHa QUYPe3a, NpH NMAaUUMEHTH, YHHTO MEPOPAICH [IPHEM Ha EJIEKTPOJIHTH € HEJOCTATHYEH H NPH
NANUEHTH, KOUTO NOJY4YaBaT ChITbTCTBALLO Je4YCHHE ¢ KopTHKocTepouau Wi AKTX (Brskre Touka 4.5).

Or apyra cTpaHa, nopajau aHTaroHW3Ma, KOMTo oaMecapTal MEAOKCOMMIT, RIIM34alll B ChCTaBa Ha
TECITAJAH HCT, ynpakHsaea BbpXy aHrdores3suH-11 peuenropure (AT:) Moxke Aa HacThIU
XHIICPKATUEMHA, OCOOEHO NMPU HANMMHETO Ha OBOPEYHO YBpeAaaHe WU ChpACYHA HEAOCTATHYHOCT U
3axapeH auabert. [IpenopbyBa ce CTPUKTHO NPOCIEAABAHE HA CEPYMHHSA KATHHA NPH HITOXKEHHTE Ha PHUCK
nalyeHTH. EAHOBPEMEHHOTO NPHICKEHHE HA KATUH-CHXpaHAaBallld JUYPETHLIM, KATHH ChabpKALIU
JOOABKH WM CHABDKAILM KAaTHH 3aMECTHTE/IM Ha COJITA U APYTH JIEKAPCTBEHH MPOAYKTH, KOHTO MOTaT
A2 MOBULIAT CEpYMHMTE HUBA HA Kanua (Hanp. xenapuH) ¢ TECIIAJIAH HCT, tpabga na craBa nipu
MOBHILIEHO BHUMaHHe (BIDKTE TOUKA 4.5) M ¢ 4eCTO NMPOCNEASBAHE Ha HUBATA HA KA.

JIMncBaT AOKA3aTEJICTBA, Y€ OJIMECAPTaH MEIOKCOMIIT OH MOIbJI 1a HaMalli WIH NPeJOTBPaTH
AMYPETHUK-HHAYLIMPaHa XUNoHaTpHeMus. JiebuumrsT HA XN0opHaH 0OMUYARHO € JIeKO U3Pa3eH U Hak-4ecTo
HE W3UCKBA JieyeHHe.

TrazundTe MOraT Aa MOHMKAT EKCKPECUMATA HA KAJILIMKA C YPHUHATA M a AOBEAT A0 HHTEPMHUTEHTHO H
NIEKO MOBULIABAHE HA CEPYMHMA KAILMI [IPH JIMIICA Ha NOAICKAINM W3IBECTHH HapYLICHHUSA Ha
meTabo/M3Ma Ha Kajllus.

XHunepKkanmeMusaTa Moxe aa Obe A0KA3aTeNICTBO 3a CKPHUT XHIepnapaTHpeOUH3IbM. JleueHueTo ¢
TUA3KIH TPAOBa 11a CE MPEYCTAHOBH NPEAH MPOBEKIAAHE HA H3CICABAHUA 32 OLICHKA HA PyHKUMATA HA

[apamHTOBAIHHATE HUIC3H.

3a THa3UaHTE € H3BCCTHO, Y€ MOBHILIABAT YPHHHATA CKCKPCLIMA Ha MAarHe3nia, KOCTO MOXKC Ja JOBEIC 40
XHIMOMArac3iucMHi.

B rop€iiO BpcMe IpH MNMaiiMCHTH € OTOLUH MOXKC Ja HACTDBIIH [TWNYUHOHHA XHITOHATPHCMHA.

JInti
KaxTo 4 3a Apyrure aHruotredsuH Il pellenTopHH aHTaroHUCTH € JHOBPEMEHHOTO MPWIOXKEHHE Ha

TECIIAZIAH HCT u nuruii He ce npenopbyBa (BIDKTE TOUKA 4.5).

CoppaedHa HEAOCTATHLYHOCT

Karo cneacreue oT HHXHOHpaHETO HA PEHHH-AHMMOTEH3HH-AAOCTEPOHOBATA CUCTEMA ITPH
NMpeApa3noaoXKeEHH JIMLIA MOTaT 1a ce 04aKBaT npoMeHH B OnbpeunaTa pyHkums.

[Ipu nanueHTH ¢ TEXKA ChpACYHA HEAOCTATHYHOCT, YMATO OBOpeuHa PyHKUMA MOXKE J1a 3aBUCU OT
AKTUBHOCTTA HA PEHHH-AHMMOTEH3HH-AJIAOCTEPOHOBATA CUCTEMA JICHEHUETO C UHXHOUTOPH Ha
aHFHOTEH3HH KOHBepTHpaiys ¢H3uM (ACE) v aHrHOTeH3MH PELCITTOPHH AHTArOHHUCTH C€ CBbp3Ba C
OJIMTYpHA WWIH nporpecHpalila azoreMus U (paako) ¢ ocTpa 0s0peuHa HEAOCTATHYHOCT WHIIH CMBPT.
[TaupeHTH CBC CHpACYHA HEAOCTATBUYHOCT TpAOBA Ja e JIEKYBAT ¢ BHUMaHue. B rwarocpotuHo, nnauebo-
KOHTPOJIHPAHO NMPOYYBaHE ¢ aMAOAUITHH [MPH MALUEHTH ¢ TEXKKa ChpAeyHa HegocTaThYHOCT (knac I u
IV no NYHA) noknaasanara uectota Ha benogpobeH OTOK € [0-BHCOKa B IpyraTa Ha aMJIOJIUITHH B
cpaBHEHHE ¢ rpynara Ha rnauebo (Bikre Touka 5.1). bnokepyTe Ha KanlMEeBUTE KAHANH, BKITFOUHTETHO U
aMJIOJIBNHH, TpSOBA Aa CE U3MOJI3BAT ¢ BHHMAHME NPH NMalMEHTH ChC 3aCTOMHA ChPACYHA
HEJOCTAaTBYHOCT, Thil KATO MOTaT Ja MOBHLIAT PHCKA OT OBbACILM ChPASYHOCHAOBY HHLIMAECHTH U
CMBPTHOCT.

Hinpy-nogodHa enTeponarus
B MHOIo pelKH clly4ad ce ChoOILIaBa TEXKA, XpOHUYHA AMapUA ChC 3HAYMTETHA 3aryda e
NAaLMUEHTH, TIPHEMALIH OJIMeCapTaH HAKOJIKO Mecella 0 F'OAHHH CJIe] 3aMO4YBaHe Ha Jie i
NMPHYHHEHA OT JIOKAIM3UPAHa pEaKLMsA Ha CBPBbXUYYBCTBUTEIHOCT OT 3abaBeH Tvrl. Upes
NAHEHTHTE YeCTO NOKA3BaT BWIO3HA aTpodMi. AKO IMPH NAUMEHT CE MOABAT TE3H C

Ha JICYCHHUCTO C OJIMCCAPTaH, H MPH JIMIICA Ha APpYyTa OHCBHAHA CTHOJION A, ICHCHHCTO O, 0JF

=y

el L .
A b T F
w A / iy
. ,

LS

7 /




TpAOBa f1a ce MpeyCTaHOBY He3a0aBHO U J1a HE CE 3ano4Ba OTHOBO. AKO JHapUATa He ce noaodpH B
TeueHWe Ha €HA CEAMMIIA Clie/l IPEKPATABAHETO Ha IipUeMa, TpAOBa [a ce MpeABHAH Noc/eBallia
KOHCYJITALMA CBC CNELMATHCT (HanpUMep raCTpOSHTEPONOr).

HHTecTHHAJIEH AaHTHOEAEM

3a MHTECTHHAJICH aHTHOEJEM ¢e CHOOILIaBa NPH NAaLMEeHTH, JEKYBaHU ¢ aHTHOTeH3HH I peuenTopHu
AHTArOHUCTH [BKMOYHTENHO onMecapTaH] (Bxk. Touka 4.8). Te3n naumeHTH mMar kopeMHa 6oika, rajicHe,
NoBpblllaHe U AHapusa. CUMIITTOMHTE OTLWYMSABAT Cle/l [IPEYCTAHOBABAHE Ha aHTHOTEH3UH 1
PELEITTOPHHTE @HTArOHUCTH. AKO C€ JUArHOCTHUMPA HHTECTHHANICH AaHTMOENEM, JIEYEHUETO C
onMecapTaH TpAOBa 0a ce MPEYCTAHOBH H J1a C€ 3anoyHe NoaXOoAAmo HabmoaeHHe 10 MWIHOTO
OTUIYMSIBAHE Ha CUMITTOMMUTE.

XOopoHJAICH HIJINB , OCTPA MHONHSA H BTOPHYHA 3aKPHTORIbJIHA IJIAYKOMA

XHApoXJI0poTHA3HA, KaTo cyndoHaMK, MOXKE Aa NPEAM3BHKa HAMOCHHKPATHYHA peaklids, H3Pa3saBalla
Ce ¢ XOPOHAATECH HUTHB C JAe(eKT Ha 3PHTETHOTO MOJIE, OCTPa TPAHIUTOPHA MHOTHA H OCTpa
3aKPHUTOBIBJIHA [N1aykoMa. CUMITTOMHUTE BKTIOYRAT OBp30 HAMAISIBAHE HA 3PUTENHATa OCTpOTa WIH
6onka B OUMTE, KOUTO OOUKHOBEHO Ce TIOABABAT B PAMKHTE Ha YaCOBE [0 CEJAMHKUM CIICA NMpWiaraHe Ha
MeaHkaMeHTa. HenekyBaHara oCTpa 3aKpHUTOBIEIHA IMAYKOMa MOXE Ja JOBEIEC A0 MOCTOAHHA 3aryba Ha
3peHHeTO. [IspBa TepaneBTUYHA CTHIIKA € MPEKECBAHE Ha TEpanUATa ¢ XMAPOXJIOPOTHASHA B HAK-KPaThK
BBL3MOXKEH CpoK. Mose 1a ce Hanoku He3a0aBHO MEIHKAMEHTO3HO HWIH XHPYPru4HO JIEYCHHUE , aKO
BLTPEOYHOTO HaJIAraHe HE MOXE Aa Oble KOHTponupaHo. PUCKOBH (akTOpH 3a pasBUTHETO Ha OCTpa
3aKpPUTOBIBJIHA INIayKOMa MOraT a ObaT aHaMHe3a 3a alleprus KbM CyJI(pOHaAMHMIOU WIH NMEHULWINH
(BIDKTE TOUKA 4.8).

bpemMennocT

JleueHune ¢ anrHoTeH3HH Il petienTOpHN aHTATOHMCTH He TPAOBA 1a ce 3ano4sa 1o BpeMe Ha OpeMeHHOCT.
OcBeH aKo NPOALDKKTEIHATA TEpanva ¢ AHFMOTEH3HH II pelienTmOpHU AHTArOHKUCTH HE € KPaHHO
HeoOX0AHMa, MAUHEHTKHTE, KOMTO IUTAHUPAT OPpEMEHHOCT, TPAOBa 1a MPEMHHAT Ha JICUYCHHE C
aJTTEPHATHBHH aHTUXMUNEPTEH3UBHY JIEKAPCTBA, KOMTO UMAT YCTAHOBEH NpoduT Ha Oe30MacHOCT 3a
npwioKeHHe npyu opemeHHocT. [Ipu ycraHoBaBaHe Ha OPEMEHHOCT NIEYEHHETO ¢ aHTHOTEH3HH I
peLIeNTOPHH aHTarcHUCTH TpAOBa A2 Obe He3aDaBHO MPEYCTAHOBEHO U, aKO € YMECTHO, TpsOBa aa ce
3aN0yHe ATTEPHATUBHO JieueHHE (BIDKTE TOUKH 4.3 1 4.6).

IlearaTpRYAA NONYIANKRA
TECITIAZJAH HCT He e nokazan npu xeua M FOHOLUM 1oz, 1 8-roaMiuHa Bb3pacrT.

IIanuenTH B CTApPYECKa BL3pacT
[Ipn naumeHTHTE B cTap4YecKa Bb3pacT J03aTa TpAbBa Ja ce yBeH4yaBa ¢ BHUMaHME (BHXXTE TOUKA 5.2).

PoTOYYBCTBHTE/IROCT

HoxnaneaHu ca CtyyaH Ha peakuny Ha GOTOYYBCTBUTEIHOCT MPH THASHAHH JHYPETHUH (BIDKTE TOMKA
4.8). Ako ce MosABH peakuua Ha GoTouyBCTBHTENHOCT Mo BpeMe Ha aedeHue ¢ TECITAJAH HCT, ce
NMpenopbYBa J1a Ce MPEeyCTaHOBH NMpHeMa. AKO ce Hanara Bb300HOBABaHE HA MPWIAraHEeTO Ha JUYPETHKA,
Ce IpenopbYBa Ja ce [Peana3BaT yYacTbLUMTE, HAI0KEHH HA CIThHLE WK H3KYCTBEHH UV A-TbuM.

Heme1aHOMEH pak HA KOXKATA

B nse enaeMUONOrHYHHA NpOYYBaHUA, OCHOBABALUM CE€ HA JATCKHA HALWOHANEH PAKOB PETUCTHP, €
HaOMoaBaH MOBHILEH PHCK OT HeMenaHoMeH pak Ha koxara (HMPK) [6azanHokneTsyeH KapuHHOM
(bKK) u ckBamosHorieTs4eH KapuMHOM (CKK)] mpy HapacTBaiia excrno3uiums Ha KyMyJ1laTHBHa 1034
xuapoxsoporuazua (XX T3). Gorocencubmnmaupature egpextd Ha XX T3 Morar aa aeiAcTar kato
BepOSTeH MEXAHH3BM 3a passuTie Ha HMPK.
[MaugenTHTE, NpUeMaiy XX T3, Tpabea aa Obvaat ungopmupanu 3a pucka ot HMPK u cpperh;
PEAOBHO J1a MPOBEPABAT KOXATa CU 32 HOBH JIC3UM U HE3a0aBHO Aa ChOOLABAT NpH NoA /-'/ N
NOJO3PUTENIHH KOXKHH Jie3WH. Ha naipieHTHTE TpAOBA 14 cE npenopryaTr BE3MOXKHHU MYRAY
KaTO OrpaHMYCHO UIIaraHe Ha CTBHYEBA CBETJIMHA M YJITPABHOJIETORM JThUH, & B ClIyY I( '
NOAXOAMLIA 3aLIUTA, 334 Aa Ce CBEAE 00 MHHHMYM PHCKET OT pak Ha koxkarta. Ilonospulie gtk
ne3uud TpsabBa na ObaaT NoANOXKEHH Ha He3abaBHO HU3CieABaHE, MOTEHLHANHO BKIHOUB
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u3cneABaHUA Ha OnoncHyHM Matepuanu. Ilpepasrnexxnade Ha ynorpedara Ha XX'T3 MOxke aa ¢ce HanoXxu
H [IPH MAaLHEHTH, KOUTO ca umanu npeaxoaeH HMPK (Bx. cpiuo Touka 4.8).

OcTpa pecIHpPATOPHA TOKCHIHOCT

Crniea npueM Ha XHAPOXJIOPOTHA3UA ce CHoOLLABaT MHOIO PEAKH TEXKKH CJIydau Ha OCTpa pecnupaTopHa
TOKCHUYHOCT, BKITIOYHTENTHO OCTRD pecrmparoped auctpec cuHapoM (OPC). Cnen npueM Ha
XHIPOXJI0poTHA3H OOMKHOBEHO ce pa3BuBa DenoapobeH OTOK B paMKUTE HA MUHYTH 110 Yacose. B
Ha4ya10TO CUMITTOMUTE BKIIOUBAT JUCITHEA, MOBUIICHA TEMIIEpaTypa, BlollIaBaHe Ha OesioapobHaTa
¢yHkuma 1 xunotorus. [pu cemaenue 32 ARDS Tpabea na 6bae crpsH npuemsT Ha TECITAJZTIAH HCT
H JIa C€ MPWIOXKH MOAXOAAILO ieueHUe, XUAPOXJIOPOTHA3NA He TpaOBa a ce Npuiara IpH NaLMNeHTH,
KOUTO Mpead ToBa ca nonyyasand OPJIC cnea npueM Ha XHAPOXNOPOTHA3HAL.

Apyrn

Kakro [MPHU BCAKO aHTHXHNCPTEHIUBHO CPpEACTBO, MNPCKANCHOTO HAMAJICHHC HA dAPTCPHANTHOTO HAJIATaHEe
MPH NaHeHTH C HCXEMHUYHA bonect Ha CbpUETO WIA HCXEMHYHA MO3BYHO-CHA0BA bonect O Morno Ad

IOBEAE N0 MHOKApAeH HH(pAPKT WIM UHCYIIT.

Peakuiyi Ha CBPBLXUYBCTBHTEIHOCT KbM XHAPOXJIOPOTHA3U MOTAT A4 HACTBITAT [PH MALMEHTH ¢ WnH He3
aHaMHe3a 3a aneprus Win OpoHXHaIHa aCTMa, HO €8 MO-BEPOATHH NPH NALMEeHTH ¢ TAKaBa aHaMHe3a.

Exzauepbaimy WiH aKTHBUPaHE Ha CHCTEMEH J1yITyC €pUTEMATO3YC ca ChOOLIIaBaHH MIPH NMPHIOKEHHE Ha
THA3UAHH JUYPETHLH.

KaxTo npu BcHukn Apyru anrunoredsud Il pelienTopHA aHTArOHHCTH, €DEKTHT HA HAMalsBaHe Ha
APTEpUAJIHOTO HANIATaHe Ha OJIMECAPTAH € J0 U3BECTHA CTEIEH NMO-HUCHK MPH YePHOKOKH NALMEHTH, B
CpaBHEHHE C OCTAHAJIMNTE MALMEHTH; BBIIPEKH TOBA, TO3M edeKT He ¢ HabmonaBaH Mpy HUTO €IHO OT
TpuTe KIMHHYHK npoy4uBaHnsa ¢ TECIIAJJAH HCT, B kouTo ca BrunoMeHH YepHOKOxH natmeHTH (30%),
BIDKTE CBIIIO TOYKA 3. 1.

Toga nexapcTBo ChAbLPAkKA NO-Manko OT | mmol Harpurid (23 mg) Ha puiMMdpaHa Tabnertka, T.e.
PaKTHYMECKH HE ChAbPKa HATPHIA.

4.5 B3anmoaelcTBHE ¢ APYIH JIEKAPCTBEHHA NPOAYKTH H APYra GOpMH HA B3aHMOACHCTBHE
Bb3mMokHE B3anmoneiicTend, cenpp3and ¢ komOananuaTa TECIIAJJAH HCT:
Eonospemerrio npunoicenue, Koemo He ce npenopeyed

Jumui

OOpaTUMO NOKaYBaHe Ha CEPYMHMTE KOHUEHTPALUMH H TOKCHYHOCTTA HA IMTUA Ce ChOOLIIaBaT MpH
€AHOBPEMEHHO [IPWIOKEHUE HA IUTHI ¢ HHXUOUTOPH Ha AHMHOTEH3UH KOHBEPTHPALIMSA €H3UM M PSIKO ¢
aHrHoTeH3MUH 1l peuenropHy aHTaroHucTH. B 1onMbiiHeHHe OBOPEYHHAT KIMPBHC HA SIMTHS C& MOHWKABA
OT THA3HIUTE U KATO CINEACTBHE MOXKE Ja C€ YBEJIMMM PUCKBT OT JIMTHEBa TOKCHYHOCT. [lopaau ToBa He
ce nperiopbusa eaHoBpeMeHHOTO ripunoxkeHue Ha TECTIAJIAH HCT v nutuit (Biokre Touka 4.4). Ako
NPUIOKEHHUETO HA Ta3H KOMOMHALIHA c€ OKke HEOOXOAMMO Ce NPenopbyBa BHUMATENHO NPOCAeaABaHE

Ha CEPYMHHTE HHBA HA IMTHA.

EﬂHOGPMEHHO NPUTONHCERUEC, KOEMO UIUCKEA NOBUINECHO BHUMARUE

baxnoghen
Moaxe /1a HaCTBITH MOTEHUMpPaHe HA AHTHXHUIIEPTEH3UBHHUA €EKT.

HEC?HE;X?H@HH npomueO8bINAAUMENRU IEKAPCMEEHU cpedcmsa

aHrHOTEeH3HH Il peLuenTOpHKTE aHTATOHHUCTH.




[Ipu HAKOU MALMEHTH ¢ KOMIIpoMeTHpaHa 6bOpeuHa GyHKUMA (Hanp. AeXWAPATHPAHU NALMEHTH WIH
MaleHTH B CTAPUECKa BL3pacT ¢ KoMInpoMeTHpaHa 6nbpeuna QyHKUKUL) e AHOBPEMEHHOTO NIPHUIOKEHHE
Ha aHrHoTeH3HH 1l peuenTopHH aHTarOHUCTH U CPEACTBA, KOUTO HHXHOMPAT LMK/IOOKCHIeHa3aTa, MOXKE
Ja I0Be/ie A0 OOITbJIHUTENIHO BlOLIaBaHe Ha Ob0peuHaTa PyHKUMA, BIUTIOUMTETHO BE3MOXKHA OCTpa
Ou0peuHa HeIOCTATBYHOCT, KOATO ODHyaiiHO e obpaTuMa. [lopaau Topa, kKomOWHaLMATa TpaOBa fa ce
npwiara ¢ NOBHILICHO BHUMaHHE 0COOEHO NPH NALIMEHTH B cTapyecka Bb3pacT. [lauuentvure Tpsbpa na
OBJAT AOCTAaTBYHO XHAPATHPAHH U TPAOBA Aa ce obchau npocneasBadHe Ha OnOpeuHaTa GpyHkuUUs cnen
3aM04BaHEe Ha €AHOBPEMEHHATA TEpalTis H NEPHOAHUHO CJiEA TOBA.

Eonoepemenno npunoceiiue, koemo mprbea oa ce uma npeosuo
Amugpocmun
Moxe na HacTHITM NOTEHUMPAHE HA AHTHXUIIEPTEH3UBHUA €(EKT.

Apyeu aumuxunepmen3ueru cpeocmea
EdexTsT Ha noHwkapaHe Ha aprepuandoro HassaranHe Ha TECIIAJIAH HCT moxe aa 6bae yeunes or

CAHOBPEMCHHOTO IMPUWIOXKEHHUE HA JIPYTH AHTHXHIICPTCH3UBHH JICKAPCTBECHH IPOAYKTH.

Anxoxon, bapbumypamu, cCoHOMBOPHU WU armudenpecarmu
Moke a HacTBITM YCHJIBAHE Ha OPTOCTATHYHA XHIIOTOHHS.

B13MOMKHHE B3aHMOJEHCTBHA, CBBbP3aHH C OJIMECAPTAH MEIOKCOMM.T:
Eonospemenno npunoxcerue He ce npenopov4eda

ACE unxubumopu, anzuomenzunr [l-peyenmopru baokepu wiu aruckupen

JaHHH OT KITMHUYHH NPOYUBAHHA NOKA3BAT, Ye ABOHHOTO OIOKHpaHe Ha
pPeHHH-aHMMOTeH3UH-anaocreponopara cucteMa (PAAC) upes kombunupaHata ynotpeba Ha ACE
HHXUOUTOPH, aHrnoTeH3uH [I-peuenroprn 610kepH WIH ATHCKHPEH CE CBBLP3Ba C NO-BHCOKA YECTOTA Ha
HEXEaHM CHOUTHA, KATO HANTPHMEP XUITOTOHHMS, XUINIEPKANHEMHS H HaMansBaHe Ha OvOpeyHara
$YHKUHA (BKIIOUHTENTHO 0cTpa ObOpeYHa HEAOCTATLUYHOCT), B CPABHEHME ¢ YoTpebaTa caMo Ha eHO
cpeactBo, aercTeawo BbpXy PAAC (Bxk. Toukn 4.3, 4.4 u 5.1).

Hexapcmeenu npodyxmu, xoumo nosauAsam Hu8ama Ha Kaiuu

ETHOBPEMEHHOTO NPHWICKEHHE HA KATMN-CbXpaHABALIM AWYPETHULIM, KATHEBH 100aBKH, 3aMECTUTENH HA
CONTTa, ChABPMKALUM KaNHH WIH APYTH JIEKAPCTBEHH NPOAYKTH, KOUTO MOXKE 14 YBEHYAT CEPYMHUTE
HUBA Ha Kaiui (Hanp. xenapuH, ACE uHXHOWTOpH) MOKe 1a AoBeAe A0 NOBHILUABAHE HA CTOWHOCTHUTE HA
CEpYMHHA KanHit (BIKTe Touka 4.4). B ciyvail ye nexapcTBEHU NPOAYKTH, KOUTO MOBJIUABAT KAuA,
TpadBa na ce npeanucear B koMOuHaums ¢ TECIIAJIAH HCT, ce npenoprusa npocieasBaHe Ha
CEPYMHHUA KATHH.

Jomvanumenna unpopmanun

Koneceeenam, rexapcmsgo, koemo c8bp36a HCALHHUME KUCETUNHU

EAHOBPEMEHHOTO NPUIOIKEHHE HA KONECEBEIaM XHIPOXJIOPH, NEKAPCTBO, KOETO CBLP3Ba HIBbYHHTE
KHCEJIMHH, HAMAIABA CHCTEMHATA €KCMO3ULIMA H MAKCHMAlHaTa MIasMeHa KOHLIGHTPALMA Ha oJIMecapTaH
H HaManaBa eIMMHUHALMOHHUA NonYKHUBOT (t11/2). ITpHnoXXeHHETO Ha OIMEcapTaH MEAOKCOMHM TTOHe 4
yaca MpeIH KoJieceBe/laM XUAPOXJIOPHI, HaManABa e(PEKTa OT JIEKapCTBEHOTO B3aUMOACHCTBHE.
[TpunoxeHHeTO Ha OIMECAPTAH MEIOKCOMILT NMOHE 4 Yaca Npeay KojleceBenaM XUapoxsaopua Tpadsa aa
Ce HMa npeABH (BHXKTE TOYKA 5.2).

Cnen neyeHue ¢ aHTHaALMAU (AMYMHHHEB MarHe3ueB XUAPOKCHA) ce Habmonasa ¢nabo nox
OMOHATMUHOCTTA Ha OJIMECApPTaH.

Onmecapral MEJOKCOMIWI HE OKa3Ba 3HAYUM €(eKT BbpXy (PapMaKOKHHETHUKATA HIH
¢dapmakoaMHaMKKaTa Ha BapdapHH WK (papMaKOKHHETHKATa Ha IUMOKCHH.
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EnnoepeMeHHOTO NPUWIOKEHUE Ha oIMecapTaH MEAOKCOMMUN C ITPABAaCTATHH HE OKa3Ba KIHHHYHO
3HAYUMH ePEKTH BLPXY (PapMaKOKHHETHKATA Ha ABETE ChCTABKHU [TPH 3JpaBH JIMLIA.

OnmMecapTaH HE OKa3Ba KIIMHHWYHO 3HaYHMH HHXUOMTOPHH eieKTH BbpPXY HOBELIKUTE upToxpom P450
eH3uMM 1 Al/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 v 3A4 in vifro 1 HAMA WIH OKA38a MUHHUMAJIHH

MHIYLMpaLH €(PEKTH BbPXY aKTHBHOCTTA Ha tuToXpoM P450 npu rsxose. He ce oyakBar KIMHHYHO
3HAYMMHU B3aUMOACHCTBUA MEXKTY OJIMECAPTAH M JIEKAPCTBEHUTE MPOAYKTH, KOHTO ¢€ MeTaboNM3upar ot
IOCOYEHHUTE NO-rope UUTOXpoM P450 eH3umy.

Bb3MOXKHR B3aHMOAEHCTBHAA, CBLP3aHH ¢ AMJIOAHIIHA
Eodnoepemenno npunoxcenue, Koemo U3UCKEA NOBUWIEHO GHUMAHUE
Egpexmu na opyeu nexapcmeeru npooykmu 6bpxy GMA0OUNUH
CYP3A4 unxuburopu

EAHOBpeMEHHOTO NPUWIOKEHUE HA aMJIORUNKH ¢ MOLIHM WK yMepeHu CYP3 A4 uuxuburopu
(mpoTea3Hy HHXHOUTOPH, a30JTHH NTPOTHBOIBOHYHM, MAKPOJIMAM KATO CPHTPOMHULIMH HITH
KJIAPUTPOMHULIMH, BEpanaMiil WIH JWITHA3EM) MOXKE 12 JOBEAE A0 3HAYUTEITHO YBETMYABaHE Ha
EKCIO3ULMATA KbM aMnoaunuH. Knuuuukure edexTy OT T€3U PapMaKOKMHETUMHY NIPOMEHHU MOXKE J1a Ca
MO-U3ABEHM NMpPH NALIMEHTH B cTapyecka Bb3pacT. UMa nosuilieH puck ot xunotronus. [Ipenopwusa ce
BHMMAaTEHO HaOMoOJeHHe Ha NALMEHTHTE H KOPUTHpaHe Ha Jo3aTa MpU HeoOXO0IUMOCT.

CYP3A4 unnyxropu

IIp1 enHOBpEMEHHO Npunarake ¢ 3BeCcTHH HHAYKTOpH Ha CYP3A4, nnasmeHaTa KOHUECHTpaUKA Ha
aMJIOIMIMH MOXeE aa Bapupa. [Topaau Tosa TpsOBa a ce cleld KPLBHOTO HAIATAHE U J1a Ce peryinpa
J03aTa, KAKTO MO BpEMeE Ha, TaKa U cllel €XHOBPEMEHHHS NTpHeM, 0COOEHO ChC CWITHH HHAYKTOPH Ha
CYP3 A4 (nanpumep, pudaMnULIMH, XK bIT KAHTAPHOH).

[IpiiioxkeHHETO Ha AMAOOUITHH € TPEHNGPYT WK COK OT rpeindpyT HE ce NPEnopbYRa, Thil KATO MOXKe
14 C€ yBeAUUYU OHOHAIHYHOCTTA NMpPH HAKOU NMALMEHTH, KOETO BOAH [0 YBEIMYABAHE HA e(eKTa Ha
HaMasiBaHe Ha KPBBHOTO HalAraHe.

Haurponen (nHdy3us): [Ipu xHBOTHH ca HabnOAABAHH KAMEPHO MBIKIAEHE H CbPACYHOCHAOB KOJIAIIC,
KOHTO ¢a CBbP3aHHU ¢ XHITEPKATHEMHA Clie ITPHWIOKEHHUE Ha BepanaMwl H HHTPaBEHO3HO AAHTPONEH.
[Topanu pUCK OT XMNIEPKATHEMHS C€ NMPETNIOPHYBA J1a ¢ U3DArBa €AHOBPEMEHHOTO NPUIIOKEHHE HA
0;10KEpH Ha KaJILIMEBUTE KAHAIM KaTO aMJIOAMIIWH NPH MALMEHTH, NPEApPa3noNOXKEHH KbM 3I0Ka4eCTBeHa
XHUTIEPTEPMHS H MPH JIEYCHHUE Ha TOKAYECTBEHA XUIIEPTEPMHA.

Egexmu na amnoounun svpxy opyeu rexapcmsenu npooyKkmu

EdekTsT Ha aMaoannMH 3a MOHWKABAHE HAa apTEPHAITHOTO HAJIATaHEe c€ NMPUOaBa KbM MOHIKABALIHS
apTEPHATHOTO HAIAFAHE €(eKT Ha APYTH aHTHXHIICPTCH3UBHH CPEACTBRA.

B xiHHHYHM NMpOyYBaHHA 3a B3aHMOAEHCTBHE, AMIIOQUITHH HE NMOBIHABA (PapMAKOKHHETHYHMA NMPOQIT
Ha aTOPBaCTATHH, JUTOKCHH WIH BapdapHH.

CumBacraTiH: EAHOBPEMEHHOTO NPHIIOKEHHE HA MHOTOKPATHH 1034 oT 10 mg amaoaumuH ¢ 80 mg
CHMBACTATUH BOAM A0 77% yBenuuaBaHe Ha eKCTIIO3HLIMATA KbM CHMBACTATHH B CPaBHEHHE ChC
CHUMBACTaTHH, MPHIOKEH caMocToaTenHO. Hamanere nosara Ha cuMsacTaTtiH Ha 20 mg qHEBHO
NALMEHTH, KOUTO MPHEMAT aMIIORUIIHH.

amyiogunuH. C uen u3barsaHe HHTOKCHKALMATA C TAKPOAUMYC, MPU MPWIOKEHUETO H
IALMEHT, JIEKYBAH ¢ TAKPOJIMMYC, € HeoOX0AMMO MpOocieIABaHe Ha KPbBHUTE HHBA Ha
KOPUTHpaHe Ha J03aTa NP HeoOX0AHMOCT.
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Mechanistic Target of Rapamycin (mTOR) uaxuturopure: mTOR HHXHOUTOPH KATO CHPOTUMYC,
TEMCHPOTUMYC Y eBepouMyc ca cyocTpatd Ha CYP3A. Amnoanmus € cnabd CYP3A unxuburop. [pu
eaHoBpeMeHHa ynorpeba ¢ mTOR uHxuburopy, aMioauyMH MOXE a YBEIHUH eKcrioznumaTa Ha mTOR

HHXHOMTOpHTE.

[{uknocnopuH: B npocneKTHBHO Mpoy4BaHe ¢ MaLHeHTy ¢ 6L0peyHa TpaHCIUIaHTalMA € YCTaHOBEHO
cpeaHo ysenuueHue ¢ 40% Ha obuuTe HMBa Ha LMKJIOCTIOPHH ITPH €AHOBPEMEHHATA MY YIoTpeOa ¢
amnoaunuH. EadoppeMenHara ynotpeba Ha Tecnanan HCT ¢ imknocnopun Moxe Ja nosene A0
NOBHILIEHa €KCNO3ULIUS HA 1IMKNocnoprH. [1pu KoMOHMHHpaHO ieueHue € HeoOXxoAUMO HabnoaeHHe Ha
OOLLIOTO HUBO Ha LIMKIOCNIOPUH, KAKTO K HAMAJIABAHE HA Z103aTa NPK HEOOXOAHUMOCT.

Bb3MOXHH B3AHMOXEHCTBRN, CEBP3aHH ¢ XHAPOXJIOPOTHAIHA
Eonoepemenno npunodcenue ne ce npenopueysa

Hexapcmeenu npodykmu, Koumo noeauleam HUGOMO HA KATUN

Kanuii-uzuepnBaliysaT eexT Ha XHAPOXNOpOTHA3HA (BIOKTE TOUka 4.4) MOXKE 2 C€ TTIOTEHUKMpPA OT
eJHOBPEMEHHOTO MPUIOKEHHUE HA APYrH JEKAPCTBEHHU MMPOAYKTH, KOUTO Ca CBBP3aHH ChC 3aryba Ha
KaMHH U XHMOKATUEMHA (HANp. APYTrH KATHHYPETHYHH QUYPETHLH, JJAKCATHBH, KOPTHKOCTEPOUIH,
AKTX, am¢poTepyLiHH, KapOeHOKCONOH, NEHKUMWIHH (G HATPUA WK NPOM3BOAHH Ha CAIMLIMIOBATA
KucenuHa). [lopaau ToBa €HOBPEMEHHO MPUIOKEHHE HE CE€ NMPENOpPBHYBA.

Eonoepemenno npunoxceniue, Koemo U3UCKEA ROBUIICHO BHUMAHUE

Conu na xanyus

TwasHaHUTE AMYPETHLIH MOTAT A2 MOBHILAT CEPYMHHUA KAJILMH NMOpaAH MOHWKABAHE HAa EKCKpelHATa. B
cayuait, ue TpadBa na ObAAT NpeANMCaHH KANUHERH J0DABKU, CEpYMHUAT KanLHi TpAOBa fa ce
NpocnensBaT M 103aTa Ha KallLMA [1a C€ KOPHIrHpa B ChOTBETCTBUE C TOBA.

Xonecmupamun u xorecmunonogu CMou
AGCopOLMA Ha XHAPOXNOPOTHAZK] C& HAPYIIABA [PH HATHYKHETO HA AaHKOHHH OOMEHHHU CMOITH.

Jlueumanucosu 2AuUKo3uou
[TpeaussHKaHaTa OT THA3MAKW XHITOKAJIMEMHSA WIH XMIIOMarHe3HeMHs MOKE 1a OraronpuaTCTBa H3ABaTa

Ha AUTHTATHC-HHAYUMPAaHH CHpASYHH apHTMHH.

Hexapcmeaenu npooykmu, Koumo ce 8ausAm Om Hapywasanemo Ha HUgama Ha CEPYMHUA Kanuu
[Tpenopbusa ce nepHoauUHO npocieassaHe Ha cepyMHHA Kanui U EKT, korato TECIIAJIAH HCT ce
NpWIara ¢ JIEKAPCTBEHH MMPOAYKTH, KOUTO C€ MTORTHABAT OT HApYLICHHA B CCPYMHHTE HHBA Ha KAJIUA
(Harp. UTHTAIMCOBY IHKO3WAM H aHTHAPUTMHLIM) U ChC cieanuTe torsades de pointes (kamepHa
TAXHKAPAMA )-HHAYLUMPALIK IEKAPCTBEHH MTPOAYKTH { BKITIOUHTETHO HAKOY aHTHAPUTMHLM), ThH KaTo
XHIMOKATIHEMHATA € npeapasznonarail ¢aktop 3a torsades de pointes (kaMepHa TaXHKapIHA):

- Knac la anTHapyuTMuLm (Hanp. XMHWIMH, XHAPOXHHHIUH, AU30MHpAMHI).

- Knac Il anTHapuTMuum (Hanp. aMMOJApOH, COTANON, AOPETWIND, HOYTHINA).

- HskoH aHTHICHXOTHLM (HANp. THOPHAA3UH, XJIOPITPOMA3HH, JIEBOMEIIPOMAa3HH,
TpUPIIYONEPa3nH, LIHAMEMAa3HH, CYANMHUPHA, CYITONPHA, AaMUCYANIPUA, THANPUI, MUMO3H,
XaNonepHaos, Aporepuaon).

- Hpyru (Hanp. GCenpuawn, uxsanpua, aupemanw, 1.V, epurpoMHLMH, XanopaHTpHH,
MH30JIaCTHH, TEHTAMHIMH, CIApQIOKCalMH, TepdeHaanH, 1. V. BUHKaMHH).

Heoenonapuzupawu cxenemuu MyCKYAHU peaaxcanmu (Hanp. mybokypapun)
EdekTbT Ha HEACMONAPUSHPALLIMTE CKEIICTHH MYCKYJIHHM PENIaKCaHTH Moxe 1a Ob/e

XHAPOXJIOPOTHAZHA.

Aumuxonurepzunnu cpeocmeaa (Hanp. amponuH, bunepuden)
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HapacTBaHe Ha OUOHATMYHOCTTA HA THA3HMIHUTE AMYPETHLH MOCPEACTBOM 3a0aBsiHe Ha CTOMALIIHO-
YpeBHHA MOTIWIHTET H CKOPOCTTA Ha H3Mpa3BaHe Ha CTOMAaxa.

Anmuouabemnu nexapcmeenu npodyxmu (nepopanHu cpeocmea U UHCYAUH)
JleueHHeTO ¢ THA3HAM MOXKE 14 NTOBJIUAE BbINIEXUAPATHUA ToNepaHc. Moxke [a ¢& HaJIOKH KOpUrHpaHe

Ha [{03aTa Ha aHTHAMAOETHHUS NEKAPCTBEH MpOoAYKT (BkTE Touka 4.4).

Memaopmun
MeTtdopmMuH TpaOBa aa ce Mpuiara ¢ MOBHIIEHO BHHMAHHE MOPAAH PUCK OT JIaKTaTHa allia03a, KOATO Ce
NPUYUHABA OT BB3MOXHA (PyHKUMOHAIHA OL0peYHa HEROCTATHYHOCT CBbLP3aHa C XHAPOXJIOPOTHA3HA.

bema-baoxepu u ouazoxcuo
XHuneprivkeMH3HpatliuaT edekt Ha beta-OrokepuTe ¥ AUA30KCUIA MOXKE Ja C€ YCWIH OT THa3HIHTE.

Ilpecopru amunu (wanp. Hopaopenanux)
EdexThT OT NpecOPHUTE aMHHM MOXKE J1a € TTOHWDKEH.

Jexapcmeenu npodyxmu, koumo ce npuiazam 3a Je4erue Ha nooazpa (nanp. npobereyuo,
CYRUHNUPAZOH U QRONYDUHOS)

Moxke fa ce HAJI0?KU KOPUIrHpaHe Ha J103aTa HA YPUKO3YPUUHUTE JIEKAPCTBEHH CPEICTBA, Th KaTo
XHAPOXJIOPOTHA3H MOX(E Aa MOBUILIA HUBOTO HA CEPYMHATa NMUKOYHA kucenuHa. Moxe fa e
HeoOX0AUMO MMOBULIABAHE HA 03aTa Ha NMpoOeHEUMA WIH CYI(pHHNHPa3oH. EAHOBPEMEHHOTO
MPUWIOKEHUE HAa THA3HIM MOXKe Jia MMOBHIIIM YeCTOTaTa Ha PEaKU{HH Ha CBPBXYYBCTBHTEMHOCT CITPAMO

AJIOTTYPHHO.

Amanmaoun
TuaszuadTe MOraT Ja NOBHUIAT PUCKA OT HEeXKeNTaHH peakiMHi MPUYHHEHH OT aMaHTAdHWH.

Llumomoxcuunu cpeocmea (nanp. yurxiopocamuo, memompexcam)
Tuasuaure Morar aa HaManaT 6pOpeyHaTa eKCKpeLHa Ha IMTOTOKCHUHUTE JIEKAPCTBEHH NPOAYKTH H 11a
[MOTCHLIMPAT MUEJIOCYITPECHBHHUTE UM €eKTH.

Canuyunamu
B cnyuaii Ha MpWIOXKEHHE Ha BUCOKH JO3H CANMUWIATH, XUAPOXIAOPOTHA3UI MOXKE 1A YCWIH TOKCHUHUA
e(eKT Ha cCaTMLIWIATUTE BHPXY LIEHTpalIHATA HEPBHA CHCTEMA.

Memunoona
HMma u3onupaH# ChOOLIEHHUS 38 HACTLIIBAHE HA XeMOJIMTHYHA 8HEMHSA [IPH €JHOBPEMEHHO NMPUIIOKEHHE

Ha XHAPOXJIOPOTHA3U H METHIIOMNA.

Luxnocnopuxn
EnHOBpEMEHHOTO IEUEHHE C LIMKJIOCTIOPHH MOXCE Ja MOBUILLIH PUCKA OT XMIIEPYPUKEMHS H NOZArPO3HH
YCIIOKHEHHUA.

Tempayuxnunu
EQHOBpEMEHHOTO NMPWIOKEHUE HA TETPAUMKIMHHK M THa3HIH [TOBHLIABA PHCKA OT TETPALIMKIIUH-
HHAYLMpaHO MOBHUILIABAHE HA CTOHMHOCTHTE Ha ypesTa. ToBa B3aHMOJEHCTBUE BEPOSTHO HE € MPHIIOKUMO

34 JOKCHLIHK/THH.

4.6 DepTHAHTET, OpeMEHHOCT H KbPMEHE

bpemensocr
[IpunoxkeHuero Ha TECIIAJIAH HCT e npotusonokasano npes 2P u 3™ tpuMectsp ot Ope
{BokTe TOukH 4.3 K 4.4). Karo ce B3emar npeasu epeKTUTE Ha OTACITHHTE CbCTABKH Ha TO3
KOMOHHMpaH MPOAYKT BbpXY OdpemenHocTTa, npuiokeHUHeTo Ha TECITAJAH HCT ne ce n
fpe3 MLPBUA TPUMECTHP OT OPEMEHHOCTTa (BDKTe TOUKA 4.4).
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Onmecapmarn MeOOKCOMUN

IIpunoxkeHHETO Ha aHTHOTeH3HH Il pelenTopHH aHTArOHKCTH HE CE MPENoPHYBA NMPE3 MbPBUA TPUMECTHP
Ha 6peMeHHOCTTa (BIDKTE TOYKA 4.4). [IpunoxeHueTo Ha aHrHoTeH3HH Il perienmropHH aHTaroHUCTH €
MPOTHBONOKA3aHO npe3 27 U 3™ tpumecTsp Ha OpemeHHocTTa (BIWKTE TOUKM 4.3 1 4.4).
EnuaeMHONOrHyHHUTE J0Ka3aTe/ICTBa, KACACIUM PHCKA OT TEPATOr€HHOCT c¢nef ekcrno3uums Ha ACE
MHXHOHTOPH MpeE3 ITbPBUA TPUMECTBP OT OPEMEHHOCTTE, HE ¢a yOeauTenHu; He Moxe, obaue, z1a ce
H3KIOYH ¢1a00 HapacTBaHe Ha pUcKa. JIOKaTO MUIICBAT KOHTPOIUPAHH CNMMACMHUOIOrHYHH JAHHH 10
OTHOLLIEHHE Ha PUCKA ¢ AaHITHOTEH3MH I peLenTOpHH aHTarOHKCTH, CXOAHH PHCKOBE MOTaT Aa
ChIIIECTBYBAT 34 TO3H KJ1ac MeAHKaMEHTH. OCBEH aKkO MPOIB/KABAHETO HA JICUCHUETO ¢ AHTHOTEH3HUH
PELIEITTOPEH ONOKEP He C€ CHHTA 33 H3KTIOYHTENHO BXKHO, NALHEHTKUTE, KOUTO [U1aHUPaT OpeMeHHOCT,
TpaOBa Ja MPEMMHAT Ha JICYCHHUE C APYTH aHTHXHATIEPTEH3UBHH JIEKAPCTBA, KOUTO UMAT YCTAHOBEH
npodh i Ha 6€30NaCHOCT 3a NpUIoKeHHe Npu OpemeHHOCT. Koraro ce ycTaHOBU OpeMEHHOCT, JIEUCHHETO
¢ anroreH3uH II peuentopHu aHTaroHucTH TpadBa Aa Obae He3abaBHO NPEYCTAHOBEHO H, aKO €
YMECTHO, TpsiOBa a ce 3ano4He ANTEPHATHBHO JIEYEHHE.

H3secTHO €, e NpH XOpa €KCNO3UUMATAa KbM aHrnoTeH3nH I perernrropuu aHTaroHMeTH npes 27" » 3™
TPUMECTBHP NMPHYHHABA (PETOTOKCHUYHOCT {HamalneHa ObOpeuHa QyHKLMA, OIMrOXHAPAMHMOH, 3a0aBianHe
Ha OCH(PUKALMATA HA Yepena) ¥ HEOHATANHA TOKCHYHOCT (ObOpetHa HeAOCTaTBLYHOCT, XMITOTOHUS,
XHnepKaaueMus) (BIKTE CBLIO TOMKA 5.3).

B ciyuait ue e HMasio €KCIo3ULMA KbM aHTHOTEH3UH Il peuenmoped aHTaroHUeT cnea 2P TpUMecThp Ha
OpeMEeHHOCTTA, ce Mpenopbusa exorpadcku KOHTpo Ha 6n0peyuHaTa GyHKLMA U Yepena.

bebGerata, ynnTo Maiiku ca npuemanu anruoreHsuH Il petenropHd aHTaroHUCTH, Tpadsa na Obaat
BHMMATETHO HabMOAaBaHU 38 XMITOTOHHUA (BIDKTE ChIUO TOYKH 4.3 1 4.4).

Xuopoxaopomuasuo

OnNUTBT ¢ XHAPOXJIOPOTHA3K 110 BpeMeE Ha OpeMEHHOCT € OrpaHiyeH, 0CoOEHO NMpe3 MbpBUA TPHMECTDP.
ExcriepiMeHTaTHUTE MPOYYBAHUA MPH XKHBOTHH €& HEAOCTATLYHH.

XuapoxnopoTHazuz NpeMUHaBa rutalieHTara. Kato ce uMa nmpenpua ¢gapMakoJOrHYHUA MEXAHU3BM Ha
AeHCTBHE HA XUAPOXJIOPOTHA3U, HETOBOTO NpHIIOKEHHKE Mpe3 2P 1 3™ TpuMecTsp MoXe aa
KOMITpOMETHpA eTo-InaueHTapHaTa nepPy3us H MOXKE A3 NPUYHHHE GETATHHY U HEOHATAIHH e(eKTH
KATO HKTEp, HapyllaBaHe Ha eNeKrpoiuTHHA HanaHc U TpOMOOLIMTONIEHUA.

XuapoxnopoTdasua He TpaOBa na ce npunara 1mpy OToLM Ha OpeMeHHOCTTa, reCTalMOHHA XHIIEPTOHHS
HJTM MPEEKIIaMIICHA MOPaJid PHCK OT MOHKDKABAHE HA ILUTa3MeHHA 00eM U [U1alieHTapHa XHnonepdysus,
6e3 nmoneseH edekT BupXy xona Ha bonecTTa.

XHapoxaopoTHasHa He TpaGBa Ja ce npuiara 3a jieueHne Ha eCeHIMAIHA XHIICPTOHMS NPpH OpeMeHHH
HKEHH, C M3KIIOYCHHE Ha PEAKHTE CITy4aH, B KOHTO HE MOXKE J1a €€ NPHWIMKM APYTO NCUCHHE.

Amnoouni

JlaHHHTE OT orpaHuucH Opoi eKCro3upaHn OpeMEHHOCTH HE MOKA3BAT, Y€ AMJIOLUITMH WIN IPYTHUTE
AHTAMOHUCTU HA KAJILMEBUTE PELENTOPH OKA3BaT HEONArompuaTHH €EKTH BbPXY 3APAaBETO Ha deTyca.
Moxe Ja e HanuLe, o6aue, pucK OT NPOTPAXHpAHE Ha PAXKIAHETO.

Knpmene
[1o Bpeme Ha kbpMeHE He ce npenopbusa ynotpebara Ha TECIIAJIAH HCT u e 3a npeanourrTane

aJTTePHATHRHO JIeYEHHE C 110-100pe yeTaHoBeH Npodun Ha 6e30MacHOCT Npu KbpMeHe, 0cobeHo npy
OTINIE)KAaHE HAa HOBOPOAEHO WIH POICHO NPEXAECBPEMEHHO ACTE.

OnMecapTaH NMPeMHUHaBa B MJIAKOTO NPH KbpMeELLH Isxose. He e u3secTHO, obave, nany onmecaptaH
npeMHUHAaBa B KbpPMaTa npH Xopa. AMJIOJHIIHH CE€ €KCKPETHPA B YOBELIKOTO MAk0. KoauuecTroTto
MalfulHaTa 1033, MPEMHHAIO B HOBOPOACHOTO, CE ONpeAesisa Ype3 UHTEPKBAPTWIECH JHANas3o
A0 MakcHMyM 15%. EdexTsT Ha aMJIOTHITHH BbPXY KbPMAad€Ta HE € H3BECTEH.
XnapoxJIopoTHa3ua MPeMHHaBa B MaJlKH KOJIMUECTRA B KbpMata npH xopa. THa3sKOuTe Bb
KOUTO BOISAT A0 HHTEH3HBHA JUYpe3a, MOXKE J1a NOATUCHAT 00pa3yBaHETO Ha KbpMa. YN
TECTIAOAH HCT no speMe Ha kppmene He ce nipenopbyBa. Axo TECTIAJAH HCT ce
BpPEME Ha KbpMeEHe, TpabBa fa ce noabpika Bb3MOXKHO Hali-HMCKa 1034.

14




DeprHiHTeT
CpobuiaBaHu ca oOpaTiMu OMOXMMHYHHU IMPOMEHHM B IJlaBaTa Ha CriepMaTO30MAMTE MPH HAKOH MALIUEHTH,

JIEKYBaHH C OJIOKEPH HA KAJILIMEBUTE KAHAIIH.
KJIMHWYHHMTE JaHHMU ¢a HEIOCTATbYHH OTHOCHO MOTEHUMAIHUA €(eKT Ha aMJIOIUITUH BBPXY
deprunuTera. B e1HO npoyuBaHe ¢ MIbXOBE ca YCTAHOBEHH HeXKeslaHU e(peKTH BbpXY (pepTHIMTETA Ha

MBKKHTE HHJIMBHIH (BHKTE TOUKa 5.3).
4.7 EdexTn BbpXy cnocodHocTTa 32 I1opHpane H padora ¢ MALIHHH

He ca npoBexxaaHu npoy4BaHHs 3a eheKTUTe BbpXY CrIOCOOHOCTTA 3a wodupaHe U paboTa ¢ MalllMHHU.
TpsaGea na ce uma npeapua, odaye, ye NOHAKOra nMpv NaAUMEHTH, KOUTO NMPHEMAT aHTUXUIEPTEH3UBHO
JIe4YeHHe, MOrar /1a HaCThMAT 3aMasHOCT, J1aBO0OIKE, raZICHe WK YMOpPA M T€3U CUMITTOMH MOrar ja
Hapyluat crnocoOHOCTTa 3a pearupaHe. HeobxoauMmo € BHUMaHue 0COOEHO B HAYAJIOTO HA JICYEHUETO.

4.8 HexenaHu JieKapCTBEHH peaKlHH

be3zonacHoctra Ha TECITAJIAH HCT e u3cnenBaHa B KJIMHUYHU MPOY4YBaHHUs CbC 7826 nauueHTa,
[0JTy4aBallld OJIMECApTaH B KOMOMHALMSA C aMJIOJMITHH U XHAPOXJIOPOTHA3HL.

Hexxenanure peakUMH OT KJIMHUYHHU MPOYYBaHUsA, OT IMPOYYBAHUsA, POBEAEHH CJIE/] pa3pellaBaHe 3a
yroTpeda, U CIIOHTaHHM J10k1a/1u ca obeauneHu ¢ Tabauua 1 3a TECITAJIAH HCT, kakto u 3a
OT/IEJIHUTE KOMITOHEHTH OJIMECapTaH MEIOKCOMHJI, aMJIOAMIMMH M XHUAPOXJIOPOTHA3HA Bb3 OCHOBA Ha
H3BECTHHUA NMpodui1 3a 6€30MaCHOCT Ha OTAETHATE KOMITIOHEHTH.

Haii-uecTo pokiaBanure HexxenaHu peakuuu no speme Ha nedenue ¢ TECIIAZIAH HCT ca nepugepen
OTOK, IJ1aB000JIHE W 3aMasiHOCT.

Cnenaiuure TEPMUHHU CE€ NIPHIIAraT C 1eJi Ja ce K1aCU(ULIMpa HaCTHIIBAHETO HA HEXKEJIAaHH peaKIUH:
Mmuoro yectu (=1/10)

Yectu (=21/100 po <1/10)

Heuectu (=1/1 000 no <1/100)

Penxu (=1/10 000 no <1/1 000)

Muoro peaku (<1/10 000)
C Heu3BeCTHA YeCToTa (OT HAJIMYHUTE JaHHU HE MOXKE J1a Ob/1e HarpaBeHa OLICHKA)

Ta6nuua 1: INpernen Ha HexxenanuTe peakuuu ¢ TECITAJIAH HCT 4 otae/iHH KOMIIOHEHTH

Hudexkuuu HMudekuus Ha ropHuUTe YectH

HH(ecTaluH JAMXATEeJTHU ITbTHLA

HazodapuHrur YecTu

Undekius Ha NMKOYHUTE YectH YectH

MbTHULLA

CuanoaeHuT Penku
Heoruiazmu — HemenaHomeH pak Ha C
NOOPOKA4YECTBEHH, Koxata (0a3aTHOKJIETbYEH HEW3BECTHA
3/I0KA4YeCTBEHU U KapUHMHOM H yecToTa
Heonpeae/IeHHU (BKII. CKBaAMO3HOKJIETHYEH
KHCTH M MOJIMITH) KapLMHOM)
HapylueHus Ha JleBKoOMeHus
KpbBTa M iMM(pHaTa | TpomGouuTOneHus Heuectn
cUCTEMa [ToruckaHe Ha KOCTHHA

MO3bK

Heyrponeunus/
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_arpaHyJIOLHMTO3a
XEeMOIMTHYHA aHeMMA Penxu
AriacTU4Ha aHeMHUS Penku
Hapyuenus AHapuIaKTHYHA peaKLiys Heuectu
MMYHHaTa CHCTEMA JlekapcTBeHa Muoro peaku
CBPBXYYBCTBHTEITHOCT
Hapyuwienns na Xunepkanuemus HeuyecTH Penixu
meTabonuama u XHIIOKATHEMUA HeuecTH Hectn
XPaHEeHEeTo AHopekcus Heyectn
I moxo3ypus YecTu
XHUIIEpKaJIUNEMHS YecTH
XHIMEPriIMKeMHUs MHoro peakn | Yectu
XHnoMarHe3emMus YHectH
XHIIOHATpUEMHS YecTH
XHIIOXJIOPEMHSA YecTu
XHMEePTPUTITHLEPHACMHA YectH MHoro
YECTH
XunepxonecreponeMus MHoro
YECTH
XUIMepypHKeMUs Hectn Mauoro
YECTH
XUMoxJIOpeMHUYHa anKanosa MHoro
PEOKH
XHnepaMHIa3eMus YectH
[cuxuany CreTOSHHE Ha OOBPKAHOCT Penku HectH
HapYLLICHHA Jenpecus HeuectH Penxu
Anarus Penkn
Pazapa3HuTenHocT HeuectH
be3nokoicTBO Penxu
[TpomMeHH B HACTPOCHHUETO Heuectn
(BIUTIOUMTENTHO TPEBOXKHOCT)
HapylueHua Ha CHHS Heyectn Penxn
(BKIIIOUMTENIHO O€3CHhHME)
HapyiueHus Ha 3JamasgHoCT YecTH YectH Yec YecTH
HEpBHATa CUCTEMA I naBoSonue Yectu YectH YecTu | Peaku
[ocTypanHa 3amMasHOCT Heuectu
IlpecHHkon Heuectu
Hucreaus Heuectu
Xunepronus MHoro peaku
Xurnoecre3us HeuecTtu
Flapacre3ns Heuectu Penxu
[lepudepHa HEBpOTIATHA MHoro peakH
CBHHIMBOCT Yectn
Cunkon Heyectn
KoHuByncuu Peaxu
Jaryba Ha aneTuT Heuectn
Tpemop HeuectH
ExcTpanupaMugHu C Hem3BeCTHA
HapylIEeHUsA 4eCcTOoTa
HapyiieHns Ha oudTe | 3pHTEHN HapYyLUIEHUA
(BIJTHOUMTE/IHO QUILIONKS,
3aMBIJICHO BIDKIAHE)
HamaneHno oraensHe Ha
CHJI3U
Browasaxe Ha MHOTUA
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KcaHroncus Peaxu
Octpa MHONuA, OCTpa C
3aKPHTOBIBJIHA IVIAYKOMA HEU3BECTHA
_(BroKTeE TOUKA 4.4) YeCcToTa
XopouaaneH H3INB C
HCU3BECTHA
HEeCTOTa
HapymeHue Ha yxoro | Bepruro HeuecTu HeyecTH Peaku
H TJaOHpHHTa TunuTyc | HeuecTH
Cbpae4HH [lannurais Yectu YecTH
HapyLUCHHA Taxukapaus Heuectn
MmuokapzaeH uHpapKT MHoro peaxu
ApurMus (BIJHOUMTETHO Heuectn Penxwu
Opannkapausa, KaMepHa
TaXUKaApAMA U NPeachPAHO
MBXEeHE)
AHIHHA NEKTOPUC Heuectn HeuecTH (BKon.
BJIOLLIABAHE HA
aHTUHA
MEKTOPHC)
Crva0BH HapyYLLICHUA XHIMOTOHHUA Yect Penxu Heuectn
3auepBsiBaHe HeuectH YecTu
OprocTaTiyHa XUITOTOHHS Heuectu
Backynur (BKIIOUHTENHO Mhuoro penxn | Penku
HEKPOTU3UPALL AHTHUT)
Tpomboaa Peaxu
EmMO0n13bM Penxu
PecrimpatopHy, Kamnuua HevectH Hectu Heuectn
[PbOHH H bpoHXHT HectH
MeIUACTUHATHH Hucnues Yectr Penku
HapylIeHHWA DapuHruT Yectw
PuHMT YecTH HedvecTu
OcTtpa uHTepCTHLHATHA Penxu
NHEBMOHHUSA
PecnuparopeH aMcTpec Heuectn
benoapobeH oTok Peaxu
OcTbp pecnipaTopeH MHoro
auctpec cuHapom (ARDS) peaKH
(Bk. TOUKa 4.4)
CroMalHo-4peBHH Hwvapus YecTH Yectr Yectn
HapYLUEHHUA ["apene Yectu Hectn Yectn YecTH
3anex YectH Yectu
Cyxora B ycTata Heuectn Hevectu
Kopemna 601ka Yectn Yectr Yectn
IIpomsiHa B UpeBHaTa Yectu
$byHKUMA (BKIT. AHApHA K
3ariex)
MereopH3tM
Jlucrnencus UecTH
| acTpur
Jlpa3HeHe Ha cToMaxa
[ acTpoeHTepHT Yectn

XuIepIuia3is Ha BeHLHTe

[TapanuTiueH uneyc

[TankpeaTHr
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HHuTecTHHAIEH aHruoeaeM

Penxu

[ToBpelilane Heuectn Heuectu YecrH
Linpy-nonobHa Msoro
€HTepONnaTHA (BHXKTE TOYKa peaky
4.4)
Xenaro-6miHapHH XenaTur MHoro peaku
HapYLLIEHUA Xbrarennua Muoro peaku | Peaxu
(VuHTpaxenaTaneH
XonecTaTH4eH HKTep)
OCTBp XONELMCTHT Penku
C
ABTOMMYHEH XenaTur™* HEH3BECTHA
YECTOTA
HapyineHusa Ha Anonenus Heuecti
KOKaTa H AHruoenem Penxu MHoro peaxku
NOAKO)KHATa ThHKaH AnepruueH AepMaTHT Heuectn
EpHTeMa MyIITHQOpME MHoro peaku
Epurema HeuectH
[ToaoOuu Ha ymmyc Penxu
€pHUTEMATO3YC KOXKHH
PeakLH
Ex3anrem Heuectn Heuyectu
ExcdonHaTHBEH gepMaTHT MHoro penku
XHUNepxXuaposa Hevectu
Peakiiuu Ha Muoro peoxku | Heuectn
(POTOYYBCTBHTEIIHOCT
Ilpypuryc HeuecTn HeuecTH Heuectw
[Typnypa Heuectn HeuectH
Orok Ha KBUHKe MHOro peakH
O6pus Heuectu Heuectu Heuectn
Peaxtupaliug Ha KOXKEH Penxu
JTYITyC EPHTEMATO3YC
TokcuuHa enuaepManHa C HemsBecTHa | Penkwu
HEKpOJIM3a 4yecToTa
[IpomsaHa B LBETA Ha KOXaTa Heuectun
Cunapom Ha CTHBBHC- Mmoro peaku
JOKOHCHH
Yprukapus Heuectn Heuectu Hedectn
HapyweHus Ha MyckyneH cnazbM YecTu Penxu YecTH
MYCKYnHO-CkeneTHaTa | [lonysaHe Ha cTaBHTE YectH
CHCTEMA H MyckymHa cnaboct Heuectn Penxu
ChEAHHUTEIIHATA [lonysaHe Ha rine3eHHTe Yecru
ThKaH Aprpanrus Heuectu
| ApTpHT YecTH
bonka B repba HectH HeuecTH
ITapesa Peaxu
Muanrus Heuectu HeuecTu
CkenerHa Ooska YectH
HapymeHus Ha [Tonakuypus YectH
OnOpeurTe M Y BeJIMYEHO YeCTOTA Ha
MHKOYHHTE NLTUINA | YPUHMpaHE
Octpa 610peuHa Penxu
HEeJIOCTaTbYHOCT
XeMaTypHs HecTH
Hapyiuenys B ypUHHpaHeTO
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Huxrypus HeuecTH
MHTepcTHLIHANIEH HEPPHUT Penku
brOpeyHa HelOCTATEYHOCT Penxu Penku

Hapymenus na Epexmnana AMCYHKLMA Hevectn Heuectn HeuecTH
BB3MPOU3BOAUTENHATA | [ MHEKOMACTHA Heuectn
CHCTEMa U I'bp/ara

O61uy HapyIleHHSs U | ACTEHMSA Hectu Heuectu HecTH
edexrn Ha MacToTO Ha | [Tepudepen oTok YectH YectH
NPWIOXKEHHE YMopa Yectn YecTH YectH
Bonka B repaure YectH Heuectu
Tpecka Penku
[ 'punonogobHu CHMITOMH Yectn
Jleraprus Peaxu
HepasnosnoxeHue HeuecTH HeuecTH
Orok MHOro 4ecTH
bonka Yect Heuectu

OTtok Ha JIHLICTO HeuectHn

HU3cneasanns [ToBuILIEHH CTOKHOCTH Ha Yect Penku YecTu
KpeaTHHUH
[ToBuilIeHU CTOHHOCTH Ha YeceTHt Yectn UectH
_ypes B KpbBTa
[ToBMiIIeHy CcTOHHOCTH Ha Yectn
MMMKOYHA KUCENIHHA B KPbBTa
[TorwxeHH CTOMHOCTH Ha HeuectH
KaJIHHd B KpbBTa
[loBHlIEHH CTOMHOCTH HA Heuectn
ramarJiyTaMuI TpaHcdepasa
[ToBULLIEHW CTOMHOCTH Ha Heuectn
ATAHUH aMMHOTpaHcdepasa
[ToBrIIEHH CTOHHOCTH HA Heuectn
acnaprar

aMHHOTpaHcdepasa
[ToBumieHH CTOMHOCTH HA HectH Muoro peaku

YepHOAPOOHHUTE EH3UMH (Haii-uecTo
BCJIE/ICTBHE Ha

X0JIeCTa3a)

[ToBuiileHH CTOMHOCTH HA YectH

KpeaTHHHH ocPokHHAa3a B

KpBbETa
HamanssaHe Ha TerioTo Heuectw

YBenmuMuaraue Ha TerioTo HevecTu

*I1pe3 NOCTMAPKETHHIOBKA NEPHOL Ce ChoOIIABA 32 CITYHAH HA ABTOMMYHEH XEIATUT C JIATEHTEH NMEPHOI
OT HAKONKO MECELA J0 F'OAMHH, KOMTO ¢a 0OpaTHMH Cliel C{paHe Ha MPHEMa Ha ONMeCcapTaH..

HoxnaneaHH ca €QMHHYHM ClTy4Mad Ha pabaoMHoM3a, HabmogapaHH Npes IEPHOAA Ha NTPHEM Ha
anrvoteHzuH Il peuernrropHH 6okep. CroOileHH ca €AMHUYHH Cy4Yau Ha eKCTpanupaMuancH
CHHIPOM TPH MaLHEeHTH, JIEKYBAHHK C aMJIOJIUITKH.

HemenanoMeH pak Ha kokata: Bb3 ocHOBa Ha HATMYHHMTE JaHHH OT €MUAEMHUOIOTHYHH MPOYUBaHUA €
HabmoJaBaHa 3aBUCHMA OT KYMYJIaTHBHATA 103a BPb3ka Mexxny XXT3 u HMPK (Bx. cbiio Touku 4.4
5.1).
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JIOMWIHHTETHH HeXKeNaH! peakUH|, ChOOLICHH B KITMHMYHH NMPOYUYBAHHUA MM OT NMOCTMAapKETHHIOBHA
ONUT ¢ KOMOHHALMA OT QUKCUPAHH J103M HA OIMecapTaH MEJOKCOMMWI M aMJIOJMITHH, KOUTO HE ca
cpobiuend 3a TECITAZTAH HCT, moHoTEpanus ¢ oMecapTal MELOKCOMMI HITH ¢ aMNORMITKH HITH Ca
HOK/IaJABAHU C NO-BHCOKA YECTOTA MPH ABOHHATa KoMOUHaLuA (Tabnuua 2):

Tabyanana 2: KoMOHHAIHS HA 0JIMECAPTAH MEJOKCOMAI H AMJIOAHNHH
CHcTeMHO-0praHHU YecroTa Hexes1anu JieKapcTBeHE
KJIAC0BE peaAKIHH

Hapymenus Ha Penxu JlexapcreeHa

HMYHHATA CACTEMA CBPBXYYBCTBHTEIIHOCT
CromMamHO-YpeBHH Heuectu bonka B ropHaTa vacT Ha
HApPYIICHHS Kopema

Hapymenus na Heuectnt Hamanspane Ha THOHAOTO
BbL3NPOH3IBOAHTEIHATA

CHCTEMA H MLpAATa

O0mu HApYILIEeHHS H Yectn OTouM ¢ TecToBaTa
epeKTH HA MACTOTO HA KOHCHCTEHIIUA
NpRICKEHHE Heuectn Jleraprus

Hapymenus ua HeuecTu bonka B xpafiHuLMTe
MYCKY/THO-CKEJICTHATA

CHCTEMA H

Ch¢AHHHTEIHATA ThKAH

JIOITBITHUTENTHH HEXETAaHH PEaKIMH, ChOOLLEHH B KIIMHUYHM MPOYUBAHWA WK OT NOCTMAPKETUHIOBUA
OTTUT ¢ KOMOHH OT (PMKCHPAHH JI03M Ha OJIMeca MEJOKCOMMI U XJIOPOTHAZU, KOMTO HE Ca
cpoOienn 3a TECIIAJIAH HCT, MoHoTepanus ¢ onMeCapTal MEAOKCOMMI KU C XBAPOXIOPOTHASHL
WY ca JOKJIaABAHH ¢ MMO-BUCOKA YeCTOTa 3a ABoiiHaTta koMOuHauma (Tabnuua 3):

Tabanma 3: KoMORBALHSA HA 0IMECAPTAH MEAOKCOME H XHAPOXIOPOTHAZHA

CucTeMHO-OpPrasuH YecToTa HexeNaHH JIeKAPCTBEHE

KJIACOBE PeAKIHH

Hapymenns 5a nepBaara | Penxu HapylueHus Ha Cb3HAHUETO

CHCTEeMa (kato 3aryba Ha Cp3HaHUE)

Hapymenns Ha Koxata B | Heuectu Exzema

NOAKOKHATAR ThKaH

Hapymenus Ha Heuyectu bonka B kpaiiHHULMTE

MYCKY./IHO-CK€/IETHATA

CHCTEMA,

CheAHHHTEIHATA THKAH

HicaexBanua Penxu Cnabo noHwkaBaHe Ha
CpeJHUTE CTOMHOCTH Ha
XeMoroOHHa H XeMaTOKpHTA

CroOLaBaHe Ha MOJ03UPAHH HeXeNlaHW peakLMu
C1ob11aBaHeTo Ha MOA03MPAHH HEXEIAHY PEaklyH Clell paspelliaBaHe 3a ynortpeda Ha TeKapCTBeH A
MPOAYKT € BaXKHO. ToBa NO3BONABA A3 NPOALIDKH HaOMIOAEHHETO HA CHOTHOMIEHHETO MOJI3a/PUCK 33
NeKapcTBEHUA NPOoayKT. OT MEAUIIMHCKUTE CNIELMATMCTH C€ H3UCKBA a CHOOLIABaT BCAKA MOJ03UpaHa.
HeXkellaHa peakLHA Ype3 HALMOHAJTHA CHCTeMa 3a ChodLuaBaHe:

H3mpaHUTeIHAG are LK 10 JICKApCTRaTa

yn. . JdamaH ['pye” Ne 8

1303 Codus

Ten.: +359 28903417

yebcatT: www.bda.bg
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4.9 IIpeao3npane

Cumnmomu
Makcumannata 103a Ha TECITAJTAH HCT e 40 mg/10 mg/25 mg peaHbx AHeBHO. Hama ¢chobLueHnA 3a

cnyua Ha npenosupane ¢ TECIIAJTAH HCT npu xopa. Haki-BeposatHuAT eeKT OT NPEAO3HPAHETO ¢
TECITAJIAH HCT e xunoronus.

Haii-BeposTHHTE €(DEeKTH OT NpEOO3UPAHE ¢ ONMECAPTaH MEAOKCOMMII €a XHIIOTOHHA H TAXHKapAHS;
MO3K€E 13 Bb3HHKHE OpaguKapIus, aKo HACTHITH MapaCHMITATHKYCOBA (BarycoBa) CTUMYJIALIUA.

Mo:ke 1a ce OUaKBa, ye NMpeIo3UpPaHETO C AMIOAUITHH IE ROBEAE J0 H3paseHa nepudepHa
BA30/MIATALIMA ¢ M3Pa3CHA XUIIOTOHHUSA H BEPOATHO pediekTopHa Taxukapanit. UMa crobiuenus 3a
H3pa3cHa ¥ Bb3MOXKHO MPOTBDKHTETHE CHCTEMHA XHINIOTOHHS, BIUTIOYMTEHO 0 LWOK ¢ ¢aTtaneH U3xoa.

HekapauoreneH 6enonpobeH oTok ce cho0ilapa pAAKO KaTo MOCJICAHLA OT NPEA03HpaHe ¢ aMJIOAHITHY,
KOHTO MOXeE Ja ce NMPOoABU ChC 3a0aBeHO Ha4yano Ha edekTta (24-48 yaca ciel NOrIbIIAHE) U Ja M3UCKBA
M3KYCTBEHA BeHTWIaUMa. PaHHHATE peaHUMAUMOHHH MEPKH ( BKJTFOYMTE/THO HATOBAPBAHE C TEUHOCTH) 34
noaIbpXaHe Ha nepdy3udra U cbpaeuHus AeduT morar aa Obaar yckopaBaliy pakTopH.

[Teno3upaHeTo ¢ XHAPOXIOPOTHA3K CE CBbP3BA C M3YCPIBAHE HA CNICKTPOIUTH (XHMITOKATHEMHUS,

XHIIOXJIOPEMHA) W AEXHOPATALUA, B pE3Yy/ITAT Ha EKCLUCCHBHA JMypeza. Hal-uecTHTe NpU3HalM ¥
CHMITTOMH Ha IpeA03HpaHe ca raeHe H COMHOJICHTHOCT. XHIOKANHEMHUATa MOXKE 1a A0BeaE O

MYCKYJIEH CTIa3bM /WU na YCHIIA ChPACYHH ADHTMHH, CBBP3dHH CBhC CHITETCTBALLO [IPAIOMCHHE HAd
AHTHTATACOBH I'NTHKO3HAH HIIK OMNPCACICHHA aHTHADHTMHAYHA JICKAPCTBCHHA TIPOOAYKTH.

Jlewenue
B ciy4ait Ha npenosdpade ¢ TECITAJZTIAH HCT, neueHuero Tpsabsa na 6bae CHMITTOMATHYHO U

NoAAbPKALLIO. [loBeneHmeTo ce onpcacni OT BpEMETO, H3IMHHAIIO OT NONTBLHAHCTO H OT TOXKCCTTA Ha
CHMITTOMHTC.

AKO NPHEMBT € CTaHA/I HACKOPO, MOXKE Ja C€ UMaA TNpeABH]I CTOMAILIIHA ITPOMHBKA. an 3ApaBH JInlAa
He3a0aBHOTO NPUICKCHHC HA AKTHBCH BBIICH N0 2 uaca cjief] MOrNbLIAHETO Ha aMJIOAUITHH € INoKa3ano,

ye ChIOECTBEHO MOHIKABA abcopObLMaTa Ha AMJTOJHITHH.

KnuHu4yHO 3HaYMMa XMITOTOHMA, Th/pkalla ce Ha npeaosdpane ¢ TECITAJAH HCT, u3nckBa akTHBHO
NOANBPKALLO NOBEAEHHE HACOUESHO KbM ChPJSHHO-CBA0OBATA CUCTEMA, BKITIOYHTE/HO CTPUKTHO
npocieasBaHe Ha CepAcHHaTa k benoapodHa QyHKLUMA, MOBANIraHE Ha KpaHHHULIKUTE U KOHTPOJ Ha
UHPKYJIHpaLa 00eM TEYHOCTH M avype3aTta. [IpuiokeHHeTo Ha Ba30KOHCTPHUKTOP O MOrmo aa onae or
[10J13a 33 Bb3CTAHOBABAHE HA CHAOBHA TOHYC U HA aPTEPHATHOTO HAIAraHe MPHU MOJI0KEHHE, Ye HAMaA
MPOTHBOMOKA3AHHKA 32 NMPUITOKEHHETO MY. MHTpaBeHOZHUAT KajlLMeB rMokoHaT 64 Moren aa 6bae or
MoJ13a 33 NpeMaxBaHe Ha edexTure OT 6710KanNaTa HAa KAJILMEBUTE KaHAIH.

Yecro tpsabBa na ce MOHUTOPHPAT CTOHHOCTUTE HA CEPYMHUTE ENCKTPONIMTH U KpeaTUHHHA. [1pu
HacTHIBaHE HAa XWUIIOTOHMA MAaLMEHTDHT TPAOBA 1a C€ MOCTaBH JIEFHAJT Mo rps0 ¢ ObP30 NPHUACKEHHE Ha
3AMECTHTENTHO JICYEHHE ChC COTH M TEYHOCTH.

Twit KaTo aMIIOAMIIHH CE CBBHP3Ba PbB BUCOKA CTEMNEH C MPOTEHHUTE, JHanu3ara He 6u Omna ot nonsza. He
€ W3BECTHO AT o/iMecapTaH WM XUOPOXJIOPOTHAZUA C€ AUATA3HpAT.

He ¢ YCTAaHOBCHA CTENCHTA, 10 KOATO OJIMECApTaH H XHIPOXNIOPOTHA3H CC U3BJIHUAT TIPH XCMOIHA/IH34.

5, GOAPMAKOJOI'MUYHH CBOUCTBA

5.1 PapMaKOARAAMHYHN CBOHCTBA

(dapMako-TepancBTHYHA rpyna: aHrHoTeH3HH Il aHTaroHHCTH, 6NI0KEePH Ha KANLHEBHTE Wasj
AHYPCTHLH.

21



ATC xon: CO9DX03

TECITAJJAH HCT e xombunalus ot anrvoreHsud 1l peuenropeH aHTaroHUCT - onMecapTaH
MEIOKCOMMIJI, OJIOKEp Ha KAILIMEBUTE KAHAIM - aMIIOAMITHHOB Oe3WaT H THA3HICH AUYPETHK -
XHAPOXJAOpoTHa3HI. KoMOMHALMATA OT TE3H BELLIECCTBA MMA AIMTUBEH AHTUXMITIEPTEH3UBEH €(IEKT,
NOHIDKABANKH apTepUANTHOTO HANArAHe 10 NO-TOsIMa CTEMNEeH B CPABHEHHE C BCAKA OT CBCTABKHTE M0

OTAEITHO.

OnmMecapraH MEIOKCOMMI € NEePOpaIHO aKTHBEH CeleKTUBEH aHruoTeHsHH 11 peuernropen (tun ATh)
AHTArOHMCT. AHIHOTEH3UH [l € OCHOBHUAT Ba30aKTUBEH XOPMOH HA CHCTEMATa peHHH-aHMMOTEH3UH-
aIOCTEPOH H HMA ChLUECTBEHA pons B NaTodU3HONOrMATA Ha XUnepToHusTa. Edexrure Ha aHTHOTeH3UH
I1 BxmOuBaT BA30KOHCTPHKLMA, CTHMYJIHPAHE HA CHHTE3aTa U OCBOOOXKI2BAHETO Ha allOCTEPOH,
ChpIeYHa CTUMYNauuA M ObOpeuHara peabcopOuus Ha Hatpuit. OnmecapraH Giokupa
Ba30KOHCTPHUKTOPHHUTE H aJlIOCTEPOH-CEKpeTHpaLLMTE e(eKTH Ha aHrHoTeH3HH Il nocpencTeom
Os10KHMpaHe HA CBBP3BAHETO My KbM AT peuenropa B ThKAHUTE, BKIKOYHTENHO B ChAOBATA [1a]1Ka
MYCKYyaaTypa U HanonOpeuHaTa xkie3a. EdekThT Ha oMecapTaH He 3aBUCH OT H3TOYHMKA WM HAYHHA Ha
CHHTe3 Ha auroTeHsuH II. CenekrusHoTo aHTaronuzupane Ha anruoteHsuH 11 (AT)) peuenTtopure ot
oliMecapTaH BOAH A0 NOBHIUABAHE HA IUIA3MEHUTE HUBA HA PEHHHA U KOHLICHTPALUMHTE Ha AHTHOTEH3HH I
U II ¥ 10 H3BECTHO NMOHKXABAHE HA IJIA3MEHUTE KOHLIEHTPALMK Ha aniocTePoHa.

[Tpy XxunepToHus onMecapTaH MEJOKCOMWI MTPHYHHABA J0303aBUCUMO MPOABIDKHUTENHO ITOHWKABAHE HA
apTepHaiiHOTO HanAraHe. HaMa naHHM 3a XUNOTOHMA HA MBbpBATa 1034, 3a TAXU(HIAKCHA TIPH
NPOALIDKUTE/IHO MPHIMKEHUE WM 33 puOayHA XUMMEPTOHMUS Clled BHE3aNHO NpeyCTaHOBABAHE HA
TEparnuaTa.

EnHokpaTeH IHEBEH NPHEM Ha OJIMECAPTaH MEIOKCOMMI OCHIypaBa €(PeKTUBHO M TUTABHO MTOHWKABAHE
Ha apTEPHAITHOTO HAIAraHe npes 24-4acoBus 40308 MHTEpBA. EAHOKpaTHOTO JHEBHO A03HpaHE
OCHIypABa CXOJHO NOHIKABaHE Ha apTepUaNHOTO HATATAHE KAKTO U ABYKPATHO JHEBHO JO3UPAHE TPH
e{Ha Y Chlla o01la AHEeBHa [03a.

[TpH NPOABIDKUTENHO JIEHEHUE, MAKCHMATHOTO NOHWKABAHE HA APTEPUATHOTO HANNSAMaHE CE JOCTUrA Ha
82 ceAMHLIA C/IEH 3aMOUBAHE HA JISYEHHETO, MAKAD Y€ ChLUECTBEHA YACT OT NOHWXXABALLHUA ApTePHATHOTO
Hanarale €dekr sede ce HabMogara clefl 2-CeAMUYHO JICYEHHE.

EdekThT Ha onMecapTaH MeIOKCOMMI1 BbPXY CMbPTHOCTTA K 3ab0neBaeMOoCTTa BCE OlLlle He € U3BECTEH.

[Tpoyusaneto Randomised Olmesartan and Diabetes Microalbuminuria Prevention (ROADMAP,
PannoMU3HpaHe Ha OIMECAPTaH U MPEBEHLMA Ha AHabeTHA MUKPOATOyMHHYPHS) NpH 4447 nayMeHTH ¢
auabeT Tun 2, HOpMO-anOYMHUHYPHSA H NOHE €AWH AOTBJIHHUTENECH ChPACYHOCHAOB PUCKOB (hakTOp,
H3CNeABa AaMH JIEYEHHETO C OJIMEcapTaH MOXKe Aa 3a0aBU Ha4anoTo Ha MUKpoandymMuHypus. [lo Bpeme
Ha CPEAHUA Npocaeasalll nepyoa ot 3,2 roJuHM, NaUHeHTUTE MOJNTYYaBaT OlMecapTaH HIH rwiauedo B
JOMBJIHEHHE KbM JPYTH aHTUXUNECPTEH3UBHH IeKapcTea, ¢ u3kmoueHue Ha ACE uuxuburopu wan
aHTHOTEH3KH peuenTopHH 6nokepu (ARB).

3a MbpBHYHATA lcpa.ﬁHa HE MMPpOYHBAHCTO ITOKA3B4 3HAYHTC/IHO HaMaJIABaAHC Ha BpCMCTO 34 HAYAIO0 Ha

MHKpOANOYMHHYPHA B MOJ13a Ha onMecapTaH. Clnea KOPEKLMA Ha Pas3iMKUTE B apTEPHAIHOTO HANIAraHe
TOBAa HAMATTABAHE HA PUCKA BEUYE HE € CTATHUCTHYECKH 3HAYUMO, 8,2% (178 ot 2160) oT nauneHTHTE OT

rpynara Ha onmecapraH H 9,8% (210 ot 2139) B mauebo rpynara ca pa3Biid MUHKPOATIOYMHHYPHA.

3a BTOpUUHHTE KPaHHK LIETH, ChPACYHOCHAOBH HHIWICHTU Bb3HUKBAT Npu 96 nauuenra (4,3% npu

(0,4%)), HedaraneH MuokapaeH UHeapkT (17 nmauuenra (0,8%) cnpamo 26 naumenTa
CMBPTHOCT, pa3IH4Ha OT ChPACYHOCHAOBA, (11 manmenra (0,5%) cnpsamo 12 nauueHTs}
CMBPTHOCT fIpH OJIMECAPTAH € YMCIICHO YRenu4eHa {26 nauuenra (1,2%) cnpaMo 15 naj




[TpoyusaHeTo Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic Nephropathy Trial
(ORIENT, OnmMecapTad HaMaJIsBa Y€CTOTATa HA TEpMHHANHATA cTeneH Ha Op0peyHa 6anect npu
nuaberHa HedponaTvua) U3cienBa eQEeKTHTE HA OnMecapTaH BbpXY ObOpedHUTE H CHPAESYHOCHAOBH
KpaifHu pe3ysrratv npy 577 pannoMu3npaHy nauMeHTy ot AnoHusa u Kurail ¢ nuaber Tun 2 ¢ u3seeHa
Hedponatua. [1o BpeMe Ha cpeaHUa nepuoa Ha npocneassaHe oT 3,1 roauHH, NAKUEHTHTE MOy4aBaT
WIH OJIMECAPTaH, Wi M1auedo B JOIMLIHEHHE KBM JPYTH AHTHXHIIEPTEHIMBHHU JIEKAPCTBA, BKIOUMTENHO
H ACE nxuburopu.

[IspBUuHATa KOMOUHHMpaHA KpaiHa el (BpeMe 10 [TbPBUA CTy4aii Ha yABOABAHE Ha CEPYMHHA
KpeaTHHHH, TEPMHHANHA cTelneH Ha 6b0peuHa 6onect, 061a cMBpTHOCT) ce Habmoaasa npu 116
natHeHTH B rpynara Ha onmecapral (41,4%) v npu 129 nauueHTH B rpynara Ha mnauebo (45,4%) (HR
0,97 (95% CI 0,75 no 1.24); p=0,791). KomOHHHpaHaTa BTOpHYHA CHPACHHOCHA0BA KpaiHa Les ce
Habmonara npy 40 naumeHTa, ieKyBaHH ¢ oaMecaprTaH, (14,2%) w npur 53 naumenTa, ieKyBaHH C
miaueto, (18.7%). Tazu koMOMHHpaHa CHpACHHOCHIOBA KpalHa LS BKIIOYBA ChPAEYHOCHA0BA CMBPT
npu 10 (3,5%) nanmeHTa, npuemManu onMecaptad, cipamo 3 (1,1%), npuemanu nmane6o, odua
cmbpTHOCT 19 (6,7%) cripsaimo 20 (7,0%), vedaranen uncynt 8 (2,8%) cnpamo 11 (3,9%) u Hedaranen
mHokapaeH HHpapkT 3 (1,1%) cnpamo 7 (2,5%), CbOTBETHO.

KomnonenrsT amnioannuH B TECITAJIAH HCT e 6nokep Ha KaJIHHEBHTE KaHAIM, KOWTO UHXUOHpa
TpaHCMeMOpPaHHOTO HABIIM3aHE HA KAJILMEBHTE HOHH Npe3 NOTEHLMaN-3aBHCHMHTE L-TUIT kanuueBH
KaHa/yeTa B ChPLETO U rNaKara MyCcKyaTypa. EKCIEpUMEHTATHUTE AaHHU NOKA3BAT, Y€ aMJIOAUITHH CE
CBBP3Ba U KbM JUXHAPOIIHPUIHHOBUTE, H KbM HEIUXHWIPOIHPHAHHOBUTE CBLP3BALIH MECTA.
AMJIOIUNUE € OTHOCUTEITHO CENTIEKTUBEH KbM ChJAOBETE, € [10-U3pa3eH eeKT BbpPXY ChAOBHTE
rIaJKOMYCKYJIHU KJIETKH B CpaBHEHHUE ¢ MYCKYJIHHTE KIIETKH Ha ChPLETO. AHTHXMIICPTEH3HBHUAT eeKT
Ha aMJIOJHMITHH NPOU3IIM3A OT IHPEKTHHS peliakCHpall €(DEeKT BbPXY apTepHATHATA TIaKa MYCKYJIaTypa,
KOETO BOJH A0 [TOHMKABAHE HA NEPUPESPHOTO CHIIPOTHBICHHUE M OTTYK Ha aAPTEPUATHOTO HANATraHe.

[Ipy naupeHTH ¢ XUNEPTOHUA aAMNOOUITHH BOIM 10 AO303aBUCUMO NMPOALDKMTENHO NOHIKABAHE HA
apTepHAITHOTO HanAraHe. HsiMa AaHHM 3a XMNOTOHMA Ha MBEPBATA 1034, 32 TAXUDUNAKCHA TPH
ABJArOCPOYHO JIEYECHHE HITH 3a pHOayH] XHIIEPTOHHA CJIE/] BHE3AIMTHO MPEYCTAHOBARAHE HA JICUCHUETO.

Crnen NpUIOKEHHE Ha TEPANICBTUYMHHI J03H MPH MALMEHTH C XMEPTOHHUS, AMJIOJHITHH BOAH A0
e(eKTUBHO MMOHWXABAHE HA APTEPHAIHOTO HAJIATAHE B JIETHAJIO, CEAHANO W HAMPABEHO NOJIOKEHHE.
XpOHUYHOTO MPUIIOKEHWE HA AMJIOJHMITHH HE CE CBBP3Ba ChC 3HAYHMH M3MEHEHUSA Ha ChpACYHATA

YeCTOTAa WIH HHBAaTa HA IUIasMeHUTe KaTexolaMuHU. IIpd nauMeHTH ¢ XMInepToHHA ¢ HopManHa 6v6pevHa
(byHKUNA, TEPANEBTHYHH JO3H aMIIOAMITHH MTOHDKABAT PE3HCTEHTHOCTTA Ha OBOpeyHUTE CBhAORE H

[OBHILIABAT CKOPOCTTA HA IMIOMEpY/IHaTa GWITpaLma ¥ €(pEKTHBHUA IU1a3MeH OB0OpeUeH KpBBOTOK, Oe3 aa
npoMeHs GUITpaALMOHHATA (PpaKLIUA WIH [TPOTEHHYPHS.

B xeMOaMHAMUYHH MPOYYBAHKA MPH NMALMEHTH CbC ChPAEYHA HEAOCTATHLYHOCT H B KIIMHWYHH
rpoy4YBaHMd, 6a3MpaHH Ha TECTOBE C HATOBAPBAHE IMPH MALIMEHTH ChC CHpAESHHA HEJOCTAaThUHOCT Kiaac 1-
[V no NYHA, He ce yCcTaHOBsBa AMJIOAMITHH 1A MPEAU3BHKBA KAKBOTO M Aa OWI0 KITMHUYHO BNOLIABAHE,
KOETO C€ OLICHABA [10 (PHIWYECKATA HIAPBLAUTHBOCT, JIEBOKAMEpHATa (DpakLMd Ha H3TIACKBaHe H
KJIMHHYHATE Oeie3n H CHMITOMH.

[Inaiebo koHTpOMMpaHo npoyusaHe (PRAISE) npoekTupaHo Ja OLeHH NauMeHTH Che ChP/Ie4YHa
HegocTaTe4HOCT Kiac [II-IV nmo NYHA, kourto nony4yasat gururanuc, anypetiuu U ACE uaxuburopy,
NoOKa3Ba, Ye aMJIOAUITHUH HE BOOW A0 MOBULIABAHE Ha PUCKA OT CMBPTHOCT M 3abonesaeMoCcT npu

MNManHUCHTH CBC ChpACYHA HCAOCTATBYHOCT.

B npocnensasano, AIroCcpodHo, rwianedo-KoHTpondpaHo npoyupaHe (PRAISE-2) 3a amnoghiys U.H.q ’70

cbpae4Ha HegocTarbHOCT Knac II1 u IV no NYHA 6e3 xTHHHYHH CUMNTOMM H OOEKTHBY, cb"‘ 6%

JOKA3aTeNICTBAa 3a CLITBTCTRALLA HexeMUuyHa Homnect, Ha cradbunuu no3u ACE uHXnOMTOpM, ¥ R\f 5!

OUYPETHLIH, aMTOAHITHH HE OKA3Ba €(EKT BbPXY O0LIATa WM ChPACYHO-ChAOBA CMBPTH i B =n 0 M g

Ta3M MOMyJIALHA AMICAHNHH CE CBLP3BA C HAPACTBAHE HA YECTOTaTa Ha HenoapobeH oTok, KA ‘Qg . f /
\ ~ g
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HAMa 3HA4YWTENHA pa3jiMKa B YECTOTaTa Ha BIOLIABAHE HA CHpACYHATA HEAOCTATHYHOCT B CPABHEHHE C
rwtauebo.

PangoMu3MpaHo, ABOHHO-CIIANIO MPOYYBaHE 3a 3ab0eBaeMOCT - CMBPTHOCT, HapedeHO Antihypertensive
and Lipid-Lowering Treatment to Prevent Heart Attack Tnial (ALLHAT, npoyusase 3a
AHTUXHUIIEPTEH3UBHO H HAMANABALLO JUIMAMTE JIeUSHHE 32 MIPEBEHLMA Ha CHPACYHH HHLIHICHTH) €
NpeICTAaBEHO, 3a Ja CPpaBHU MO-HOBH JIEKAPCTBEHHU Teparnui: amnogummd 2,5 — 10 mg/aeH (bnokep Ha
KaniueBMTe KaHau) Uy nusHeonpun 10 — 40 mg/neH (ACE-uHxuOHTOp) KaTO 1IeUyeHUs Ha TBPBH U300
COPAMO THa3HACH JHYPETHK xiopramyiocH 12,5 — 25 mg/neH npu neka 0o ymepeHa xuneprouus. O0Lo
33 357 naLMeRTH C XHIICPTOHHUA Ha BB3pacT 53 rOAMHH WIH NO-Bb3PACTHH Ca paHAOMH3UPpaHH Y
MPOCIEASHH CpeaHo 3a 4,9 roguuu. [laumenTrTe UMaT NOHE €AMH JOITKITHUTENEH PHCKOB (aKTOp 3a
KOpOHapHa O0JIECT Ha ChPLIETO, BKJIKOYUTETHO: TIPEAXONECH MUOKAPAEH HHPAPKT WIM HHCYAT (> 6 Mecea
fipeaH BKIIOUBAHETO) WIH OMMMCAHO APYTO aTEPOCKIEPOTHYHO ChPACYHOCHA0RO 3abonaBaHe (06wo 51,5
%), nuaber tvn 2 (36,1%), HDL-C <35 mg/dl (11,6%), nesokamMepHa xunepTpodus, JHarHoCTHLUpaHa
4ype3 eNneKrpoKapasorpaMa Wik exokapavorpadus (20,9%), sacrodqumo onioHonyiueHe (21,9%).
ITepBHYHaTA KpaiiHa Len € KoMOHHHpaHa oT daTanHa KopoHapHa OonecT Ha CHPUETO WK He-(araneH
MHOKapJeH HH}apkT. Hama 3HaYMMHK pa3imyiKu B HAYATHATA KpaifHa LeN MEXAY TEpanuaTa ¢ aMIIOAMITUH
1 Ta3m ¢ xmopramuioH: RR 0,98 95% CI (0,90-1,07) p=0,65. Ot BTOpH4HHTE LIE/IM YeCTOTaTa Ha
ChpZICYHa HEIOCTATEYHOCT (4acT OT KOMOMHHpaHaTa ChbpACYHOCHAOBA KpaiHa Liel) € 3HAUMTEIHO TNO-
BMCOKA B rpyrnara Ha amJIOJMITHH B CpaBHEHHe ¢ Ta3y Ha xyoptaiugoH (10,2% cnpamo?,7%, RR 1,38,
95% CI [1,25-1,52] p<0,001). Borpeku ToBa HAMa 3HAYMMa paIuKa B 00LIaTa CMBPTHOCT MEXKIY
TeparMaTa ¢ aMIOAUITHH U Ta3m ¢ xnopranuaoH. RR 0,96 95% CI [0,89-1,02] p=0,20.

XHAPOXJIOPOTHA3K] € THA3UACH AUYPETHK. MEXaHH3MET Ha AHTHXHIIEPTEH3HBHHUA €QEKT Ha THA3UIHHTE
OUYPETHLIH HE € HAITBIIHO H3ACHEH. THazuauTe NOBMMABAT OLOpeuHUTE TYOYIHH MEXaHU3MHU HA
peabcopOLuA Ha €NEKTPOJIUTH, KaTO AUPEKTHO YBEIWYABAT EKCKPELHATa HA HATPHIA U XJIOPHAM B
MPHOAH3HTETHO PaBHHU KoAHUecTBa. JHypeTHUHHUAT epeKT Ha XHAPOXJIOpOoTHA3KI MOHHKABA I1a3MeHHS
obeM, NoBHLIABA [UIa3MEHATa peHHHOBA aKTUBHOCT W MOBHILIABA CEKpelIATa Ha a/IHOCTEPOH, C
MoC/IeABallo HApacTBaHe Ha ypUHHATA 3aryda Ha kamuii ¥ OukapboHaTH, H NOHWKABAHE HA CEPYMHMA
Kanuit. Bps3kaTta peHHH-aJ0CTEPOH C€ MEAUMpPA OT aHTHOTEH3MH 1l M nopaayn TOBa e THOBPEMEHHOTO
NpUIOKeHWe Ha aHruoTeHsuH Il peuenropeH aHTaroHUCT BOOM A0 HAMAaNCHHE B 3aIyOMTE Ha KANMA,
CBBP3aHM ¢ THASHAHWTE AMYPETHLM. C XHAPOXTOPOTHA3U HAYATIOTO HA AMYPETHYHHUAT €(PeKT HacThIIBa
cyiell OKOMo 2 Yaca M MaKCHMATHUAT e(heKT HaCcTBIBA OKOJIO 4 yaca clief] npueMa Ha 103aTa, JOKAaTo

edeKTHT MPOXb/DKABa NpUOIM3IKUTENIHO 6-12 yaca.

EnuageMuonorudHu [NPpOYHBAHHKA TI0OKA3BaT, HC ABITOCPOMHATA MOHOTCPDAITIAA C XHIPOXJIOPDOTHA3H
[MOHW)KaBa pHCKA OT CbpACHHO-ChAOBA CMBbPTHOCT H 3a00/1€eBaEMOCT.

Pesynratit oT KIHHHYHU NIPOYYBAHUS

B 12-ceaMU4HO, ABOHHO-CAATIO, PAHAOMHK3HPAHO, TIPOY4BAHE C MapaneiHy Py npu 2 492 nauueHTH
(67% oT maLHeHTHTE ca OT KaBKa3kaTta paca), jedennero ¢ TECTIAJTAH HCT 40 mg/10 mg/25 mg Boau
10 3HAYMMO MO-TONAMO NOHWKABAHE Ha AHACTOIHOTO U CHCTOJIHOTO APTEPHATHO HAJTATAHE, OTKOJIKOTO
JICYSHHETO ChC CHOTBETHHUTE ABOMHM KOMOMHALIMH, CHOTBETHO ONMecapTaH MeaokcoMut 40 mg wmoc
amnoaunuH 10 mg, cnMecaprad MeaokCoMKT 40 mg Iroc XUApOXAOpoTHa3UA 25 mg U aminoaunuH 10
mg TLUNOC XHAPOXIOpoTHA3H 25 mg,

JlombmHUTEAHUAT e(DEKT Ha NOHWKABaHe Ha aprepyaiHoTo HansdraHe ot TECTIAJJAH HCT 40 mg/10
mg/25 mg, cpaBHEH CbC CHOTBETHHUTE ABOMHM KOMOMHALMH € Mexnay -3,8 W -6,7 mmHg 3a aMactonHo
HaJsraHe B CEAHAIO NOJOXKEHUE M MexXay -7,1 1 -9,6 mmHg 3a CUCTONHO apTepHaNIHO HANISraHe B
CEAHAIO MOJIOXKEHHUE U CE NPOABABA MNPE3 MbPBUTE BE CEAMHLIM.

[IpoLieHTBHT Ha NALIMEHTUTE, KOUTO AOCTHTAT NMPHLIEHOTO apTrepHaiHo Hauarane (<140/90
naipeHTHTe 6e3 quader u < 130/80 mmHg 3a nauuenTuTe ¢ quader) Ha 12-ta ceamuLia BapL /
10 46,6% npH TEpaneBTHYHUTE IPYIHU € JBOHHA KOMOHHALMA cripaMo 64,3% 3a TECIIA AW
mg/10 mg/25 mg.

BB BTOPO BOHHO-C/IANO, paHAOMH3HPAaHO MPOYYBAHE C Napaie/iHu rpyny npu 2690 n @t o f‘%{é&

MalHeHTH OT KaBKa3karta paca), npu nedenre ¢ TECIIAJJAH HCT (20 mg/5 mg/12,5 mg,\& 1% S S S &
},.__ ,r .
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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 HabmogaBa
CHrHU(HMKAHTHO NO-TONIAMO HAMAIABaHe Ha AMACTOIHOTO H CUCTOTHOTO apTEPHATTHO HANATAHE B
CpaBHEHHE ChC CHOTBETCTBALIATA ABOMHA KOMOHMHALMA, onmecapTal 20 mg IUTOC aMIIOOHIHH 5 mg,
onMecaptad 40 mg moc 5 mg aMIoAHINUH U onMecaptad 40 mg mroc 10 mg aMIOAHITHH, CHOTBETHO
cnen 10 ceaMuLA NEYCHHE.

JomenHuTeNHHAT edeKT 3a HamManaBaHe Ha aprepHanHoTo Hangrane ot TECIIAJIAH HCT B cpaBHeHue
CBhC CHOTBETCTBALLATA ABOMHA KOMOMHaLMA € Mexay -1,3 1 -1,9 mmHg 3a auacronyo aprepuanHo
HaJIATaHe B CeJIHANIO NOJIOKEHWE ¥ Mexay -2,7 ¥ -4,9 mmHg 3a CUCTOHO apTepUaTHO HalgraHe B

CEARANC IMOJTOXKCHHE.

CLOTHOILIEHHETO HA NAUMEHTHTE, KOUTO JOCTHIAT LIEJIEBUTE CTOHMHOCTH Ha aprepranHoTo (<140/90
mmHg 3a natuenTuTe 6e3 quaber u <130/80 mmHg 3a natmenTuTe ¢ Anaber) Ha 10-Ta ceaMuLia Bapupa
ot 42,7 % no 49,6 % 3a rpynuTe Ha 1eueHHe ¢ JBOHHaTa koMOuHauug B cpaBHeHHe € 52,4 % no 58,8 %
3a TECTIAJAH HCT.

B pannomMusupaHo, ABOHHO-CIANO MpoyuBaHe ¢ 100aBbYHO NedcHHe Ha 808 naumenta (99,9 % narmeHTH
OT KaBKa3KaTa paca) HejoOpe KOHTPOJIUpPaHH cliefi 8-ceAMHYHA TepanHs ¢ ABOHHA KOMOHHauUMA
omvecaptal 40 mg nmoc amnoaunud 10 mg, neuenuero ¢ TECILAJIAH HCT Boau uucneno go
AOITHJIHHUTETHO HAMAJIABAHE HA aPTEPHATHOTO HAATAHE B CeHANO nosioxkeHue ot -1,8/-1,0 mmHg, npu
neuenHe ¢ TECITAJIAH HCT 40mg/10 mg/12,5 mg ¥ CTaTHCTUYECKH 3HAUKMO JOMBJIHHATEIIHO
HaMajlfiBaHe Ha apTEPHANTHOTO HANAraHe B CeHAIIO IOJ0XKeHHe oT -3,6/ -2,8 mmHg npH neyeHue ¢
TECITAJAH HCT 40 mg/10 mg/25 mg, B cpasueHue ¢ onmecapraHd 40 mg runroc awtoaunui 10 mg
JBOHa KOMOHHALMA

Jleuenuero ¢ TECIIAJJAH HCT 40 mg/10 mg/25 mg TpoiHa koMOMHALMA BOOU 10 CTATUCTHYECKH
3HAYUMO TO-TOASM TIPOLICHT Ha JIMLA, JOCTHMIHAM A0 MPHLICNIHUTE CTOAHOCTH Ha apTepUAIHOTO
Ha/AraHe B CpaBHEHHE C JIeUeHHE ¢ onMecaptaHd 40 mg nmoc amnoaunyH 10 mg nBoHHa KoMOHHAalMA
(41,3% cnpamo 24,2%); nedennero ¢ TECTIAJIAH HCT40 mg/10 mg/12,5 mg tpoitHa komOuHauus
BOJAH YHCIEHO AC NTO-FONAM MPOLIEHT JIMLA, JOCTUIHAIM NPHLENHHUTE CTOMHOCTH Ha apTEPUATTHOTO UM
HaJIAraHe B CpaBHEHHE C JieueHHe ¢ oiMecapran MegokcoMit 40 mg nmoc amlodipin 10 mg aBoiiHa
koMbuHams (29,5% cripamo 24,2%) ripu nauMeRTH HeJoOpe KOHTPOHPAHH ¢ ABOMHATa KOMOHHALMA.

AnmxunepreH3MBHHAT epext Ha TECIIAJIAH HCT e noaobeH He3aBUCHMO OT BB3PacTTa M 11013, a
CBLIO TAKa € noaodeH Mpy nauMeHTH ¢ Wi He3 auader.

Hpyra uugopmanms

HBe ronemu pangomu3upann KouTponupanu mpoy4Banus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Tnal - Tekyio rnobanHo H3NKUTBaHE 3a KpaiiHK® TOUKH
Ha TEIMHUCAPTaH, CAMOCTOATENHO K B KoMOMHalus ¢ pamunpuin) H VA NEPHRON-D (Knuanuso
MPOYYBAHE, CBHP3AHO ¢ pa3BUTHE HA He(poraTHa npu adadeT, nporeacHO 0T MUHHCTEPCTRO IO
BLIIPOCHTE Ha BETEpaHUTE) — Npoyy4BaT ynorpebara Ha komOuHaumsaTa ot ACE naxuburop u
aHrHoTeH3uH [I-peuenropeH 6nokep.

ONTARGET e npoy4BaHe, mpOBeI€HO NIpH NALMEHTH C aHAMHE3a 332 ChbpPRCHHOCHAOBA WIH
MO3BYHOCHIOBaA 60J1eCT, WK 3axapeH AHabeT Tvn 2, NIPUAPYXKEHH ¢ IaHHH 32 yBpexJaHe Ha epeKTOopHH
opraii. VA NEPHRON-D e npoyuBaxe npx nauMeHTH Ch¢ 3axapeH auabet Tvn 2 U AuaberHa
HedporaTus.

Tesu npoyuBaHus HE MOKA3BAT 3HAYUM OnaronpuareH edekt Bbpxy 6p0peuHnTe Wnunu
CLPACYHOCBAOBHTE MOCACAKLIM H CMBPTHOCT, KATO CHILEBPEMEHHO ca HabMoAaRaHW MOBHULIEH PHCK OT
XUIIEPKATHEMHUA, OCTPO YBpe:KIaHe Ha Op0peLTe WK XHIIOTOHKMA B CPABHEHHE C MOHOTEpAIT
Karo ce umar npeJBra CXOAHUTE UM (hapMakoAMHAMHUYHH CBOKMCTBA, Te3H PE3YJITATH Ca MPHIOHE
apyri ACE uHxuOuTopu u anrHoreHsuH Il-penierrropau 610kepH.

ACE naxunburopu v anrnoressu ll-peuenropuu 6nokepu cneposareaHo He TpadBa aa ce
eJHOBPEMEHHO NPH NalMeHTH ¢ nMabeTHa HedponaTys.

ALTITUDE (KnuHH4YHO NMpoy4BaHE NMPOBEACHO ¢ aTMCKHPEH MPH MALMEHTH ChC 3aXapeH iy
M3IIONI3BAHE HA ChPACYHO-CHAOBH B OBLOpeuHH 3a00NABaHMS KaTO KPaHHH TOYKH) € npnyq
NpeAHA3HAYEHO Ja M3CAe1Ba MOJ3aTa OT Jo0aBAHETO HA AIHCKMPEH KbM CTaHAAapTHA Tepa.n
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MHXKHOHTOp WK aHrHoTeH3uH [l-pelenropeH bnokep NMpH natiMeHTH cbe 3axapeH Auader Tvn 2 U
XpoHH4HO OBOpetHo 3abonaBaHe, CbpAEUHOCHAORO 3abonaBaHe wiu u aeete. [Ipoyusanero e
[peKpaTeHO MPEXICBPEMEHHO NOPaaH MOBHIIEH PHCK OT HEOIAronpuSTHY nocneauuu. Kakro
ChpASHHOCHAOBATA CMBPT, TAKA U HHCYNITHT €4 M0-YECTH B IPyNaTa Ha AMMCKHPEH, OTKOJIKOTO B rpynara
Ha rauebo, a NpeAcTaBIgBaALKTE HHTEPEC HEXKENAHK CHOMTHA H CEPHO3HH HEIKENAHH CHOUTUS
(xunepKanueMHa, XMIIOTOHUA M OBOpeyHa IHCPYHKUMA) ce cHOOLIIaBaT MO-Y€CTO B I'PYNaTa Ha
ATHCKMPEH, OTKOJIKOTO B rpynaTa Ha rutauebo.

HemenanoMeH pak Ha koxkata: Bb3 ocHOBa Ha HATUYHHTE JAHHH OT CMUASMHAOIOFUYHH MPOYYBAHHA €
HaOJiolaBaHa 3aBUCHMA OT KyMyJIaTMBHATa /1034 Bpb3ka Mexay XX13 u HMPK. Easo npoyusaHe
BKJIIOYBA MoMmynaums, ceerosia ce ot 71 533 cnyyan Ha BKK u 8 629 cniyyan va CKK, u nonynatms or
croTBeTHO 1 430 833 n 172 462 noaxoasiuu koHTpoaK. Bucokara ynorpeba Ha XXT3 (kyMynarHBHO
>50 000 mg) e cabp3aHa ¢ kopurupad OR 1,29 (95% [U: 1,23-1,35) 3a BKK u 3,98 (95% [IH: 3,68-4,31)
3a CKK. HabmonaeaHa e acHa Bpb3Ka KyMynaTHBHA 103a-0Trosop KakTo 3a bKK, Taka u 3a CKK. Jpyro
Mpoy4BaHe MOKa3Ba Bb3MOJKHA Bpb3ka MKy paka Ha ycTHHTe (CKK) u ekcnosuunara Ha XXT3: 3a 633
CJIy4ad Ha pak Ha yCTHUTE € noadpaxa nomyaaums ot 63 067 noaxoasii KOHTPOJIH, KATO CE H3M10/13Ba
CTpaTerus 3a B3eMaHe Ha npodu, onpeacscHa OT pyucka. JleMOHCTpHpaHa € Bpb3ka KyMyJIaTHBHA 103a-
otroeop ¢ kopurupau OR 2,1 (95% AU: 1,7-2,6), vapacrsam ao OR 3,9 (3,0-4,9) 3a Bucoka ynorpeba (~
25 000 mg) 1 OR 7,7 (5,7-10,5) 3a naii-Bucokata kymynarueHa ao3a (~ 100 000 mg) (Bxk. ¢biio To4uka
4.4).

5.2 OapMaKOKHHETHYHH CBOHCTBA

EI[HOBPEMEHHOTD [IPHUTOXKCHHUE Ha OJIMECapTaH MCIOKCOMHJI, aMJIOJHITHH H XHAPOXJIOROTHA3HI HE
OKa3Ba KJIMHHHYHO-3HAYHMH EEI)CK'I‘H BBEPXY cbapmafcoxuﬂer HKaTa Ha BCEKH OT KOMIIOHCHTHTC IIpH 3[1paBy

JIULIA.

Caen nepopanno nmpuioxenne Ha TECITAJJAH HCT npu HopManHu 31paBH Bb3pacTHH, MAKCUMAaJIHU
[J1a3MEHH KOHLICHTPALMH Ha OfIMECapTaH, aMJIOMIIMH U XUAPOXJIOPOTHA3UA Ce€ JOCTHraT 3a
npubausurenHo 1,5 go 3 yaca, 6 Ao 8 yaca u 1,5 10 2 yaca, cboTBeTHO. CKOPOCTTA H CTENEHTA HA
abcopOLms Ha oIMecapTaH MEJOKCOMILT, amyloadimTiH U xuapoxnopotHasua ot TECTIAJJAH HCT ca
CBIIHTE, KAKTO KOTaTo C¢ MpUiarar Kato ABoHHA (pUKCHpaHa KOMOMHALIMA OT OJIMECAPTAH MEAOKCOMMI H
AMJIOZIMTTMH 3a€AHO C XMAPOXJIOPOTHA3H] KATO OTACNIHA Tab/eTKa WK KOraTo ce rpujiara Karo
¢uKcHpaHa ABOIHA KOMOMHALIMA OT ONMECAPTaH MEAOKCOMMIT H XHAPOXIIOPOTHA3H]L 3a€JHO C
aMJIOZIMITHH KaTO OTAeNHA Tabnerka B ChiuMTe A03M. XpaHaTa He NMOBIHABA OUOHATMYHOCTTA Ha

TECITAOAH HCT.

OnmecapraH MEAOKCOMMI

Abcopbyus u pasnpedenenue
OnmecapradH MEJOKCOMHI € NpeeKapcTBo. Toi Obp30 ce npeBpbila BbB PapMaKOIOTHYHO AKTUBHHUS

MeTabonut OJIIMECAPTAH OT €CTCpAa3K B HPCBHATaA MYKO3a M B NOPTAJIHATA KPBB IIPH EIGCGPGI.U‘UI OoT
CTOMAIUHO-YPCBHHUA TPAKT. B nnazmara wiu B CEKCKPETHTC HE CC YCTAaHOBABA HHTAKTCH OJIMCCapTaH
MEAOKCOMMWI HIIH aKTHBHOCT HAa HHTaKTHa CTpaHHYHAa BEpHUra MCIJOKCOMMIL. Cpe,uHaTa abconmoTHa

OHOHATHYHOCT Ha onMecapTaH ot TabnerHure popmu e 25,6%.

CpenHarta MakcuMallHa 1utasMeHa KOHUEHTpaUma {Cnax) Ha OIMECAPTaH C€ AOCTHIa B paMKHTe Ha 2 4aca
clie] MpHeMa Ha OIMecapTad MeAOKCOMWI U ITA3MEHHUTE KOHUEHTPALMH HA ONIMEecapTaH Ce NnosyIasaT
NMPUOJM3IHTENHO THHEHHO ¢ HAPaCTBAILY €JHOKPATHM NEPOpaIHM 103K 10 npubnmsurenHo 80 mg.

METOKCOMM MOXXE 1A 61:,[!.3 MPHJI0AKCH C HITH 0e3 XpaHa.

He ca HabmonasaHd KITHHHYHO 3HAYUMHM CBBP3aHH C 10J1a PA3THKH BHB PapMaKOKUH
OJIMECapTaH.
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OnmecapraH ce CBbpP3Ba BbB BUCOK MPOLUEHT C Ia3MeHuTe nporedHy (99,7%), HO BB3MOXKHOCTTA 32
KIIMHHYHO 3HAYUMH B3aUMOAECHCTBUA MTOPAdH H3IMECTBAHE OT IUTA3MEHHMTE NMPOTEHHH MEXKAY OIMecapTaH
H APYTH €IHOBPEMEHHO NMPUaraHy aKkTHBHHM BELIECTBA, KOUTO BbB BHCOK MPOUEHT CE CBBP3BAT C
MJIA3MEHHTE MPOTEHHH, € HUCKA (KOETO C€ MOTBBIKAABA OT JIMIcaTa Ha KIMHUYHO 3HAUHMO
B3aHMONENCTBHE MEXAY OJIMECAPTAH MEAOKCOMMWT H BapdapuH). CBbP3BAHETO HA OJIMECAPTAH KbM
KPbBHMTE KJIETKH € HEBHAMUTENIHO. CpeHUAT 00€M Ha pasNpeleNiCHHE CJIEl HHTPABEHO3HOTO JO3HPAHE €

Hucko (16 - 29 L).

Buomparcgpopmayua u enumunupane
OOmMAT TU1a3MeH KIHMpBHC Ha onMecapraHd obukHoBeHo e 1,3 L/h (CV 19%) u e cpaBHUTEIHO GaBEH B

cpaBHeHHe ¢ yepHoapoOHua KpeBoTOoK (Mpubii. 90 L/h). Cnen eqHokpaTtHa nepopaiHa no3a Ha Oena3aH ¢
4C onmecapran MenokcoMut, 10-16% oT npwiokeHaTa paMOaKTHBHOCT C€ €KCKPETHpa B ypHHaTa (o-
rOJIAMATA YacT Npe3 MbPBHTE 24 yaca OT NMPHIOKECHUETO Ha A03aTa) H OCTATBKBT OT pAAHOAKTHUBHOCTTA
ce eKCKpeTHpa BB (elieca. Bv3 0cHoBa Ha cucTeMHa OHOHATUYHOCT OT 25,6%, Moxe 1a Obae
H34HCIICHO, Ye abcopOupaHKAT onMecapTaH ce OMUCTBA NOCpeACTBOM OLOpeuna exckpeuus (ripuodi.
40%) u xenatobunuapHa ekckpeums (npudi. 60%). Llsmara yctaHOBUMA pagnuOakTHBHOCT ce
ureHTudUIIMpa KaTo onmMecapTtaH. He ce yctaroBsaBa Apyr 3Ha4YMM MeTabonut. EHTepoxenaranHusT
KPErOBpaT Ha OJIMECAPTaH € MUHUMANIEH. Thi KaTO rojiaMa 4acT OT QJIMECAPTAH Ce EKCKpeTHpa npea
XITHYKATA, MPUJIOKEHHETO MPH TTAUMEHTH ¢ OnHapHa oOCTpYKLMA € NPOTHBONOKA3aHO (BIDKTE TOYKA
4.3).

KpaitHoTo BpeMe Ha MONYKUMBOT Ha OjimMecapraH Bapupa mexay 10 u 15 yaca cnen MHOrokpares
nepopaneH NnMprueM. PABHOBECHO CBCTOSHHE CE€ AOCTUIA e 2-5 AHU NMpUeM H MOCIEABALIO aKYMYIUMpaHe
He ce Habmonara cnen 14 auu noprapail ce npueM. bropeunuaT knupeHe € npudnusurenyo 0,5-0,7 L/h

H HEC 3aBHCH OT A034Ta.

Jexapcmeenu e3aumodeucmaus

KonecesenaM, JI€KapCTBO, KOETO CBLP3Ba #IBUYHHTE KHCEJIUHH

EnnospemeHoTo npunoxeHHe Ha 40 mg onMecapTaH MeOKCOMMWI M 3750 mg konecesenam
XHAPOXJIOPHA NPH 3ApaBu JHLA BOAU A0 28% HamanaBsaHe Ha Chnax M 39% HamansaBane Ha AUC Ha
onmecaptai. [To-cnab edexr ce Habnoaasa, croTBeTHO 4% H 15% HaMangBaHe Ha Crmax U AUC, ako
oJIMEcapTaH MEJOKCOMMWI Ce MPUIOXKHU 4 yaca nNpeau KoJieceBesaM XUIPOXIOPHA.
ENUMHHALIMOHHHAT NOIYXXHBOT Ha ONIMECApTaH HaMaIABa ¢ OKONo 50-52% He3aBUCHMO JAJH €
MPHUA0KEH €MHOBPEMEHO HIH 4 yaca MpelH KOJeCeBeNaM XHAPOXIOpHA (BHWXKXTE Touka 4.5).

AMIOIUTHH

Abcopbyus u panpeoenenue

Cnea nepopanHo NpHIOKEHHE HAa TEPaNCBTHYHHU 034 aMJIOAUIIMH ce abcopOupa no0pe ¢ MakCHMaTHH
IUTa3MEHHU HHBA OKOJO 6-12 yaca cnep npuemade Ha go3a. AGcomoTHaTa OHOHANHYHOCT € OLICHEHA
mexay 64 u 80%. O6embT Ha pasnpeaenenne e okono 21 kg, In vitro npoyuBaHma noka3ear, 4e OKOJIO
97,5 % or uMpKynupaulds aMJIOAUITHH € CBBP3aH C IU1a3MEHUTE [MPOTEHHH.

AbcopdLuaTa Ha aMIOOUITHH HE CE MOBNUABA OT €AHOBPEMEHHHS [TPHEM C XpaHa

Buompancgopmayusa u enumunupane

KpaliHus MoTy>)KHBOT Ha eMTMMHHHpaHe € 0kon10 35-50 yaca, ChOTBETCTBAL NPU AOZHPAHE €/IMH BT
JIHEBHO.

AMNOAUNHH ce META0ONM3NPA €KCTEHIUBHO OT YepHUs APod 10 HeakTHBHU MeTaboauTH, Kato 10%
H3Xx0/HO BellecTBO M 60% oT MeTabOoNUTHTE Ce eKCKPETHPAT B YpHHATA.

s erLleg M
XUAPOXJIOPOTHAIH @*‘"
Abcopbyus u pasnpeoenenue 5 @.:,; Sk

Cnen NEpOPATHO [IPHICKCHHE HA KOMOMHALMA OT onMecapTaln MENOKCOMHII H XHIOpPO \i o)
CpCAHOTO BpEME 3a JOCTHIaHE Ha MaKCHUMaAlIHA KOHLICHTpAallKMA Ha XHAPOXJIOPOTHA3ZHA € ?,,,‘J,K
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caed npyeMa. XMApOXJIOpOTHA3H] B TUTa3MaTa ce CBbp3Ba B 68% ¢ MpoTeHHHTE U MPUBHIHUAT 00eM Ha
pasnpeneneuue ¢ 0,83 — 1,14 L/kg.

Buompancgopmayus u erumunupane

XuapoXaopoTHa3u He ce MeTabonu3Hpa NpH XOpa U MOYTH HAITBLIHO C€ EKCKPETHPA KATO HEMPOMEHEHO
AKTHBHO BelllecTBO B ypuHata. [Ipubnusurento 60% ot nepopanuara j103a ce eTMMHHHPA KaTo
HEMPOMEHEHO aKTHBHO BEILECTBO B pamkuTe Ha 48 uaca. brOpeunusT knupuHC e okono 250-300

mL/min. KpaiiHoTo BpeMe Ha NOAY>KHBOT Ha XuapoxiaopoTHasun e 10-15 yaca.

(Dapuanununﬂﬂm NpH CHCHHATHE IONY/JTAUHH NTAKHCHTH

IHeouampuuna nonynayus
EBponeiickaTa areHUMs 10 JIEKAPCTBATa 0TKA3a 33 WDKCHHETO 34 NPEAOCTaBIHE pe3y/ITaTHTE OT

npoyusanuaTa ¢ TECIIAZTIAH HCT BbE BcHuky NOATPYIIH OT NEJHATPHYHATA MOIMYNALHA C €CEHIHATHA
XHIEPTOHMA.

Iayuenmu 6 cmapyecka év3pacm (Ha 65 200unu u nogeye)

[1py nauuenTu ¢ xunepronus AUC Ha ofimecapTaH B paBHOBECHO ChCTOSTHHE C€ MOBHILLIABA ¢ 0K0J10 35%
NPH NalLKEeHTH B CTapyecka BE3PacT (65-75 roauHH) U ¢ okono 44% npH otle No-BbL3pacTHH MaLHEHTH
(= 75 romuuHH), B CpaBHEHKE C MO-MJIaJaTa Bb3pacToBa rpyna (Brkre Touka 4.2).

Tosa MOke MOHE OTYACTH A2 ce Ab/DKH HA CPEAHOTO MOHMWKasaHe Ha Ou0peyHara QyHKUMA B Ta3U rpyna
nauueHTH. [IpenopruBaHMAT ZO30B peXkM NPH NMALMEHTHTE B CTApYECcKa BB3pacT, odaue, € ChILuUAT,
BBIIPEKH 4e € HeoOXOAUMO MOBUIICHO BHUMAHHE NpU NMOBUILIABAHE HA JO3ATA.

BpeMeTo 3a JocTMraHe Ha MaKCMMAalHHTE IL1a3MeHH KOHLICHTPALIMM Ha aMJIOAWITHH € CXOAHO NMpH
MALMEHTH B CTAPYECKA BE3PACT H MPH NO-MIaAHW NauHeHTH. Hanuue e TeHAeHLUHSA 32 MOHIDKABaHE Ha
KIHPBHCA Ha aMIIOAWITHH, KOETO BOAM A0 HapacTeaHe HAa AUC U Ha BpEMETO Ha IOTY>KHBOT NPH
aLKMeHTH B crapuecka Bu3pacT. [loruinapadeTo Ha AUC » Ha BpeMeTO Ha NOMYKHUBOT MNMPH NALKUEHTH
ChC 3aCTOHHA ChpAc4Ha HEAOCTATLYHOCT ¢a crnope] O4aKBaHHATA 3a MAUHEHTHTE B Ta3H Bh3pacToBa
rpymna B TOBa NMpoy4BaHe (BKTe T. 4.4).

OrpaHHuYeHH JaHHH NPEANONArar, 4¢ CUCTEMHHUAT KIHPBHC Ha XMAPOXJIOPOTUAZH] € pEXYLIHPAH KaKTO
MPH 3APAaBH, TAKA U MPH MALMEHTH ¢ XMIICPTOHHA B CTAPUECKA Bb3PacT B CpaBHEHHE ¢ M1aJH 31paBH
ACOPOBONLIH.

bvb6peurno yapescoane
INpu nauueHTH ¢ 6BOpeqHo yBpexxaaHe AUC Ha onMmecapTaH B paBHOBECHO ChCTOAHUE HapacTBa ¢ 62%,

82% 1 179% npu NaUHEHTH ¢ IEKO, YMEPEHO U TexKO OBOpeURO yBpeK1aHe, CbOTBETHO, B CPABHEHHE
ChC 3ApaBH KOHTPOJH (BIDKTE TOUKY 4.2 U 4.4). (DapMaKOKUHETHKATA Ha OJIMECAPTaH MEIOKCOMHII MPH
NaLMEHTH, KOUTO MPOBEXKAAT XEMOIMATH3A, HE € U3C/IEABAHA.

AMIIOMITHH EKCTEH3HMBHO ce MeTaboMIH3Upa N0 HEaKTHBHH MeTabonuTH. JeceT MpoLEHTa OT BELECTBOTO
ce eKCKpeTHpa HENpOMeHeHO B ypuHaTa. [IpoMeHHTe B rU1a3MEeHHTE KOHLCHTPALMH Ha AMJIOAMIHUH He
KOPEJIMPAT Che CTeNeHTa Ha 6b0peunoTo yepexkaane. Ilpn Te3u nanMeHTH, aMmaoaUNMH MOXe a Ce
npunara B obuuaiiHaTa 103a. AMJIOAHITHH He Ce AHanu3Kpa.

BpeMeTo Ha MOYXHMBOT HA XUAPOXIOPOTHA3H ce YARJDKABA MPH NALMEHTH ¢ HapyllieHa OLOpeuHa
$yHKUMA.

Yeprodpobro yepexcoane
Cnen eXHOKPATHO MEPOPATHO NMpHIcKEHNE, HHBaTta HAa AUC Ha onmecapran ca ¢ 6% H 65% ng-pue
CBHOTBETHO IMPH MALMEHTH € JIEKO H YMEPEHO YEePHOAPOOHO YBpeKaaHe, OTKOJIKOTO NPH
CHOTBETCTBALIUTE UM CBIJIaCyBaHH 34paBH KOHTpOIH. Heceup3aHara ¢ppakums Ha 0JiMecs
clle/l MpHeMa NpH 3/1paBH JIKLA, [TPH NNALMEHTH C JICKO YEPHOAPOOHO YBpEXKAAHE H NPH
yMepeHO uepHoApoOHO yBpexaaHe € ¢hoTBeTHO (0,26%, 0,34% m 0,41%. Cnea MHOTrOKp§
Npu NalMEHTH C YMEPEHO YepHoApoOHO yBpexxaaHe, cpeaHaTta AUC Ha onMmecaprad OTH
65% Mo-BHCOKA OTKOJIKOTO TPH CHOTBETCTRALMTE 3PaBH KOHTPONH. CpeAHUTE Cimax HUBY
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ONIMECAPTaH ca CXOAHHM MMPH MALMEHTH C YepHOAPOOHO yBpe:KaaHe U IPpH 34paBu JiMua. OnMecapraH
MEIOKCOMMII HE € W3C/ICABAH MPH MALHEHTH ¢ TEXKO YEpHOAPOOHO yBpexaaHe (BIDKTE TOYKH 4.2 H 4.4).

HanuuHyTE ca MHOrO OrpaHMuYeHH KIMHMYHY JaHHH OTHOCHO NMPHJIOKEHHETO HA aMJIOIMITHH NIPH
NalMEHTH ¢ YepHOAPOOHO yRpexkaaHe. KiMpbHCHT Ha aMIIOAMITHH Ce [TIOHIDKABA H BPEMETO Ha
NOJMYXKHBOT C€ YIbKABA MPH NMALMEHTH € YBpeAeHa YepHOAPOoOHa PYHKLMA, KOETO BOAM [0 HApacTBaHe
Ha AUC ¢ npubmaurento 40% — 60% (Bikre ToukHn 4.2 u 4.4).

YepHoapoOHOTO YBpEKIAHE HE MOBIMABA 3HAYUMO PapMaKOKHHETHKATA Ha XHAPOXJIOPOTHA3HUA.
53 [MpeaxaHRHYHHE JaHHH 32 0€30MaCHOCT

OnMecapTaH MeAOKCOMWT/aMITOAMIHH/ XHAPOXJIOPOTHA3UA KOMOUHALINA

[TpoyusaHe 3a TOKCMMHOCT IIPH MHOTOKPATHO [IPHIaraHe NpH ILTbXOBE JEMOHCTPHPA, Ue
KOMOHMHMPAHOTO MPHIOKEHHUE HA OJIMECAPTaH MEAOKCOMMII, AMITOAMITHH U XMIPOXIOPOTHA3U]L HE YCHIIBA
HAKOSA OT ChOOIIEHHTE MPEH TOBa H ChIIECTBYBAIUY TOKCHYHOCTH HA OTOCITHUTE ChCTABKH M HE
[MPHYMHABA KAKBATO U Aa OWIO HOBA TOKCHYHOCT, KaKTO M He € Hab/oAaBaT CHHEPTrUYHH OT
TOKCHKOJIOTUYHA [TIeHa TO4KA eeKTH.

He ca npoeexaaHy JOITbTHUTEIHU U3MUTBAHHA 32 MyTAareHHOCT, KAHUEPOT€HHOCT H pENpPOAyKTHBHA
TokcudHocT 3a TECITAJIAH HCT nopaau ao6pe u3sectHus npodun Ha 6€30nacHOCT Ha OTAEMHHTE
AKTHBHH BELLECTBA.

OnamecapraH MEIOKCOMMN

B npoyuBaHus 3a XpOHHYHA TOKCHYHOCT [IPH UTLXOBE H Ky4eTa, OJIMecapTaH MeJOKCOMIIT NOKa3Ba
nogooHM edextH, kakTo AT peuenrropHn aHTaroHNCTH H ACE MHXUOUMTOpPH: MOBHIIEHH HUBA Ha
HUTporeH KpbBHa ypes (BUN) n kpeaTHHHH, HaMansBaHe Ha TErNOTO HA ChPLIETO, HAMAIABAHE Ha
napaMeTpHUTE Ha YEPBESHUTE KPbBHH KIETKH (€PHTPOLMTH, XEMOIIO0WH, XEMAaTOKPHUT), XHCTONOTHYHH
nokasaresnu 3a 6s0peuHo yBpexaane (pereHepaTHBHA J€3ud Ha ObOpeunms enuren, yaebenasane Ha
OazanHara MeMOpaHa, Aunatauusa Ha TyOynute). Tean HeXKeNnaHu peakliMM, NMPHUHHEHH OT
($hapMaKoNIOrHYHOTO AEHUCTBHE HAa ONIMEcapTaH MEIOKCOMMI, CBHLIO €A Ce MOSBUNH B MPEAKITHHUYHH
npoy4saHus 3a Apyrd AT peuerrropHu aHTaroHHCTH U ACE HHXHOHTOPH H MOXKe Aa OhaaT HaMaJlleHH
NpU €AHOBPEMEHHO NEPOPATTHO MPUITOKEHHE Ha HATPUEB X/IOPHA.

[Tonobno Ha npyru AT, peLenTopHH aHTArOHKUCTH OJIMECAPTaH METOKCOMI MOBUILIABA CITyyaHuTe Ha

XPOMO30MHa YYIUTHBOCT B KJIETBYHH KYIITYPH in Vitro, HO He in vivo. KaTo uano JaHHHUTE OT NporpaMH 3a
H3CIeIBaHHA 3a 0011a NTeHOTOKCHYHOCT IIPEANOIAraT, e OIMecapTaH € MaJIko BepOATHO Aa MpPOsABU
reHOTOKCHYHH €(DEeKTH MPH KNHHUYHO NpUokeHUe. ONMecapTaH He € KAHLIEPOreHeH NPH IUTbXOBe WiIH

TPAHCTEHHY MHUILKH.

B penpoayxTHBHM NPOYYBAHHSA MPH IUTEXOBE, OJIMECAPTAH METOKCOMII HE MOBITHABA (PEPTHINTETA U
HAMA JOKA3aTeNCTBa 32 TepatoreHeH edekr. [logobuo Ha npyru anruorensuH [I aHTaroHUCTH

NPeXHUBAEMOCTTA Ha MOKOJIEHHETO € HaMalleHa 4 € HabmonasaHa neJIBMYHa quIaTauus Ha 6u0peire
CJiefl eKCIIO3ULIMA Ha MaiikuTe No BpeMe Ha KbCHa OpeMeHHOCT M KbpMeHe. [Ipu 3aiim HaAMa aaHHY 33

GETOTOKCHYHH e(EeKTH.

AMJIOIUIMTUH

PerpoqyKTvBHa TOKCUYHOCT
PernpogyxkTHBHHM Mpoy4BaHUA NPH ILTLXOBE U MHILIKH €a NTOKAa3anu 3abapiaHe Ha paiIaHETO, YBEJIHYeHa

NMPOALDKUTEIHOCT HA PAXKIAHETO H NOHIDKEHA [TPSKUBAEMOCT HA MOTOMCTBOTO TIPH AO3UPOBKA OK0JIO 50
[TbTH [10-BHCOKA OT NPENOPBYMTEIHATA 103K ITPH X0pa Ha 6a3a ChOTHOWWECHUETO mg/Kg.

YBpexaaHe Ha fepTiwiHTeTa
Hsma epekT BbpXy PEpTHIMTETA Ha MUTHXOBE, JIEKYBaHM ¢ aMIIOLHITMH (MBXKKH 33 64 1H

IHM npeau uudTocBaHeTO) NpH A034 1o 10 mg/kg/nHeBHo (8 meTH™ MakcHMaHaTa npe
103a mpu xopa ot 10 mg Ha 6a3zaTta Ha croTHOMIEHHETO mg/m2). [Ipu apyro mpoyusaHe ¢
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KOETO MBXKHTE HHAMBUAM Ca NeKyBaHH ¢ aMnoaunuH o6e3nnar 3a 30 auu ¢ no3a, cpaBHMMa C TasH IpH
xopa Ha 6a3arta Ha CbOTHOLUEHHETO mg/kg, ca yCTAaHOBEHH HaMa/leHH HMBA B TU1a3MaTa Ha QONIHKY -
CTHMYJIMpALLMA XOPMOH U TECTOCTEPOH, KaKTO M HaMa/IsBaHE Ha IUTbTHOCTTA Ha criepMara H B 6pos Ha

3pendTe cnepMaTiad ¥ CepronieBl KIETKH.

KaBLeporeHHOCT, MyTareHHOCT

[InbX0BE H MUILLIKM, JIEKYBAHH ¢ aMJIOAHITHH MPH NPHEM 3a ABE N'OJIMHH, NPH KOHLIEHTPALMA H3UHUC/IeHa
J1a OCHT'YpH HYBa Ha AHeBHa a03a oT 0,5, 1,25 u 2,5 mg/kg/nHeBHO He NoKa3BaT AOKA3aATENICTBA 32
KaHLeporeHHocT. Hail-1cokara 403a (3a MMLUKHM, TOA00HA Ha MAKCHMAJTHATA ITPENOPLUYMTETHA
KJIMHHMYHA 1032 oT 10 mg Ha 6a3ara Ha CHOTHOLWIEHHETO ME/m2, a 3a ILTbXOBE ABA ITbTH™* MO-BHCOKA OT
MaKCHMAJTHATA MpEenopbUHTEeHa) € OTM3Ka A0 MaKCHMalHaTa MOHOCHMA [1034a 3a MHULLIKH, HO HE 33
rurexoBe. MyTareHHH NPoyuYBaHHMA MOKA3BAT, e HAMA JIEKAPCTBEHO-CBBbP3aHH €(PEKTH KAKTO Ha F€HHO,

TAKa ¥ HA XPOMO30OMHO HHEBO.
*Ha Oazata Ha Ternio Ha maumeHT 50 kg

XHAPOXJIOPOTHAIUA

[TpoyuBaHHA ¢ XHAPOXIOPOTUAIH MOKA3BAT HeeTHO3HAYHH JOKA3ATENCTBA 32 FEHOTOKCHYEH U
KaHleporeHeH eQeKT NMPU HAKOW eKCTIepUMeHTaNHU MoAeld. Benpekn ToBa SoraTHAT OIMUT NPH X0pa ¢
XHOPOXJIOPOTHA3H HE MOKA3Ba BPb3Ka MEXKAY HErOBaTa ynorpeda M NoBUILEHATA 1101BA HAa HEOILTA3MH.

6. GOAPMAIEBTUYHM JAHHU

6.1 CnHenbK HA MOMOIIHHTE BelllecTBa

Cwpyesuna Ha mabaemxama
. [lapeBH4HO HHLIECTE, NMPENETATHHHIUPAHO

. MuKpokpUucTanHa Lenynosa

. CWIMLHEB JHOKCH, KOMOUACH Oe3B0aeH

. Kpockapmenosa HaTpuit

. Marxe3sues creapar

Dummupano noxpumue

. IIOMUBHHHWIORB aANTKOXOJ

° Makporoa 3350

o Tank

- Turanos auokeua (E 171)

° Keneszen (III) okeua xwar (E 172)

- XKenesen (III) okcna yepeen (E 172) (camo sbe dunMupany tabnerku 20 mg/5 mg/12.5 mg, 40
mg/10 mg/12,5 mg,)

o XKenesen (11, IIT) okcua uepen (E 172) (camo b8 primupany Tabnerku 20 mg/5 mg/12.5 mg)

6.2 HecbBMECTHMOCTH

Henpwioxumo.

6.3 Cpok Ha roAHOCT

3 rOOMHM.
6.4 CrneuMaiHy YC10BHA 32 ChbXPaHEHHe

To3mu JICKApPCTBCH I[MPOAYKT HC H3HMCKBA CIICHHANIHHK YC/I0BHA 34 ChXpaHCHHC.
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6.5 Bua v chabpKaHHE HA ONAKOBKATA

JlaMMHUpaH NoJMaMH/ ATyMUHHH/TIOJIMBUHKIT XJIOPUY alTlyMUHHEB OJUCTEp.

OnakoskH ot 14, 28, 30, 56, 84, 90, 98, 10 x 28 u 10 x 30 punMupanu TadneTky B OJTUCTEPH.
10x1, 50x1 1 500x1 duamupanu TadbneTku B nepGopHpaHu eHOA030BH OJIMCTEPH.

30 ml HDPE-OyTHiKH ¢ NOAMIIPONUIEHOBA Kanayka, 3alldTeHa OT OTBapsAHe OT Jeua, 00BUTaA C

BBTPELLIHO YIUTbTHEHUE U CHIIMLIMEB IeJl CYLLUTE.
OnakoBku 0T 7 ¥ 30 punamMHUpaHu TabNETKH.

60 ml HDPE-OyTHIKH ¢ MOJIMNPOINKIEHOBA Kanayka, 3allluTeHa OT OTBapsAHE OT Jiela, OOBHTA C
BbTPELLHO YIUIbTHEHHE U CHIIMLIMEB I'eJl CYLLIMUTEL.

OnakoBkH oT 90 ¢puimMHUpaHu TabNETKH.

He BCMuKM BHI0BE OMAKOBKK MOrar ja ObAat nycHaTH B npojaxoa.

6.6 CnenuaJTHH NpeAna3HH MEePKH NPH H3XBLPJIsiHe H padoTa

Hama cneumMaiHu U3UCKBAHUA.

7. IMPUTEXATEJI HA PABPEINIEHHETO 3A YIIOTPEBA
Menarini International Operations Luxembourg S.A.

1, Avenue de la Gare, L-1611 Luxembourg
JIrokceMOypr

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA
TECTIAZIAH HCT 20 mg/5 mg/12,5 mg dpunmupanu tadbnetku: 20110282

TECITAJZIAH HCT 40 mg/5 mg/12,5 mg dunamupanu tadbnerku: 20110283
TECITAJZIAH HCT 40 mg/10 mg/12,5 mg dunmupanu tabnerku: 20110284

9. JIATA HA ITBPBO PABPEITIABAHE/TIO/THOBSABAHE HA PASPEHLIEHUETO 3A
YIIOTPEBA

JlaTta Ha nbpBO pa3peluaBate: 03. 05. 2011 r.
JlaTa Ha nocieaHo noaHoBsBaHe: 05.01.2016 .

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

05/2025
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