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KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUS ITIPOAYKT
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Co-Olimestra 20 mg/ 12. mg film-coated tablets F‘ S—— f] 6 ]2 zuzzi

AR,

Ko Onumecrpa 20 mg ]2 5 mg ¢unmupauu Taﬁnerxu

2. KAYECTBEH U KOJIMMECTBEH ChCTAB

Ko-Onumectpa 20 mg/12.5 mg dhuamupasu tabaeTku

Besika ¢uamupana tabaetka chabpika 20 mg onmecapraH menokcoMmun (olmesartan medoxomil) v
12,5 mg xuapoxnoporuazun (hydrochlorothiazide).

3a MbJIHMS CMHCBK HA NOMOLHUTE BELIECTBA, BUKTE TOUKa 6.1.

3.  JIEKAPCTBEHA ®OPMA

®unaMupaHa TabsieTka

20 mg/12,5 mg dunmupanu tabnetky ca: 6eam 10 NouTH Gesin, KPbIiH, 1BOHHOM3NBKHAH
(uamupanu Tabnetku, ¢ penedHo obosnauenne C1 or eanara crpana Ha TabieTkara, ¢ AMamMeThp
9 mm.

4. KJIMHUHYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHHA

Jleyenue Ha eceHUMANHA XUMIEPTOHMS.

Kombunaumure ¢ pukcupana noza Ko-Onumectpa 20 mg/12.5 mg 1 20 mg/25 mg ca nokasaHu npu
MaUMEHTH, YHETO APTEPUAITHO HAIATAHE HE Ce KOHTPOJIMPA aJeKBATHO MPH MOHOTEPANUS C
OJIMECAPTaH MEAOKCOMMII.

4.2 lo3MpOBKAa H HAYHH HA NPHJIOKEHHE

Hozu POBKa

Bu3pacTHu

Ko-OnnumecTpa He e npe/iHazHaueH 3a Ha4YalHa Tepanus, a ce MpuJlara fpu NauMeHTH,
HajisiraHe He Ce KOHTPO/IMpa afeKkBaTHO camo ¢ 20 mg onmecapTan Meaokcomun. Ko-
npujara BeAHbK AHEBHO, ¢ MK 6e3 XpaHa.

Koraro e yMecTHO OT KIIMHMYHa [J1e/1Ha TOUKa, MOKe 1a ce 00CH/IH AMPEKTHA NPoM )
MoHoTepanus ¢ 20 mg onMecapTaH MeIOKCOMHUIT KbM (PUKCHpaHa KoMOMHaLMs, KATO



ciell 0KoNC 8 ceAMMUM ¢IE 3anouBate Ha TepanusTa (Bx. Touka 5.1). [penopruea ce THTpUpaHe Ha
A038Ta Ha OTIAE/IHHUTE KOMNOHEHTH.

20 mg oamecapTan menokcoMui/12,5 mg XMAPOXIOPOTHAZHA MOMKE A C€ NPUNATa NMPH NALHEHTH,
YHETO KPBBHO HANSFaHe HE Ce KOHTPONHPA aAeKBaTHO OT MOHOTepamnus ¢ 20 mg onMecaprau
MEIOKCOMHI,

20 mg onMecapral MELOKCOMMII/25 Mg XHAPOXTOPOTHA3K, MOXKE 13 Ce IPHUAAra NPH (ALMEHTH,
YHETO KPBBHO HajIAraHe He Ce KOHTPOJIKpa aJekBaTHO ot 20 mg onMecapTan MeaokcoMun/12,5 mg
XHOPOXJIOPOTHAZHA.

Crapuecka BB3pacT (Ha Bb3pacT 65 uin nopeve roanuy)

l_lpPl MNanHeHTH B CTapuecKa Bb2pacT Cce NPEnOpLYEa €JHa M Chllia 1034 oT KOM6HHal.lHHTa, KaKTO MpH
BB3PAaCcTHH.

bynopeuno yspexaane

Koraro Ko-OnumecTpa ce H3nonssa NpH MALMEHTH ¢ JIEKO 10 yMepero 66peuno yBpexaaHe
(kpeaTrnunor kaupwHc 30 - 60 mi/min) ce npenopbuBa NEpHOAMLEH MOHHTOPHHT Ha 6n6peyunara
tynkuua (Bx. Touxa 4.4). Ko-OnumecTpa € NpoTHBOMOKA3aH (P NMALKEHTH ¢ TeXKO 6u6petHo
yBpexaaHe (KpeaTHHHHOR KIMpbHC <30 ml/min) (Bux pasgen 4.3).

Yepuoapobne yppexaane

Ko-Oanmectpa tpabsa fa ce H3M10/13Ra ¢ NOBHIIEHO BHHMAHHE NIPH NALAEHTH C JIEKO 10 YMEPEHO
4epHOAPOGHO yBpexaane (Bix. Touxy 4.4, 5.2). Ilpy nayueHTy ¢ yMepeHO YepHOAPOGHO yBpeKaaHe,
Cce npenops4sa MbPBOHA4ANIHA 1032 OT 10 mg osmecapTan MEAOKCOMMIT €IHOKPATHO AHEBHO, KATO
MaxcHManHaTa n03a ne Tpabea na nansmiuaga 20 mg Resnbk aHerHo. [Ipenopwusa ce cTpukTHO
npocneasBaHe Ha KPbBHOTO HansAraHe ¥ GbOpeyHaTa GYHKLMA NPH NAMEHTH C YepHOAPOGHO
YBPEKA2He, KOUTO NOIYYaBaT JHYPETHLM W/ WK OPYTH aHTHXHNEPTEH3HBHH nekapcTsa. Hama onut
OT NPHIOKEHHETO HA OJIMECApTaH MENOKCOMK TIPH NALMEHTH C TEXKKO YePHOAPOGHO yBpeKaaHe.

Ko-Onumectpa he Tpabsa na ce M3MOm3Ba MPH NALMEHTH C TEXKO YepHoapoGHO yBpexaaHe (Bi.
ToukH 4.3, 5.2), xonecrasa n xrbuHa o0cTpyKums (BxK. Touka 4.3).

Heovampuuna nonyaayus

BezonacHocTTa M edukacHocTTa Ha Ko-OnuMecTpa npu Aeua M woHowu oA 18 roguuu He €
ycranoeeHa. HiMa Ha pasnonoxkeHue HATHYHY JaHHK.

HayuH ua npunoxeHue
Tabnetxara Tpadsa na ce NOFIBINA ¢ AOCTATHYHO KOIHUECTBO TEHHOCT (HaMp. €HA YalUia BOJIA).
Tabnerxara ue TpaGpa na ce MbBue K TPaGBa Aa ce B3eMa O e/IHO H ChIUO BPEME BCEKH JIEH.

4.3 IIpoTHBONCKAIAHHRA

CBPBXUYBCTBHTEIHOCT KbM BKTHBHHTE BEILECTBA, KbM HAKOE OT TOMOLLHHTE BEMIECTSa (RK. TOMKA
6.1) vny KbM ApYTH BELUECTBA, MPOH3BOAHH Ha CYIPOHAMHANTE {Tbil KATO XHAPOXJIOPOTHAZH] &
JIEKapeTBEH NPOAYKT CYIDOHAMUAHO IIPOH3BOAHO).

Texko OnOpeuHo yBpemkaaHe (KpeaTHHHHOB KHpBHC <30 ml/min).

PedpakTopHa XHOKANHEMUA, XUTIEPKATILMEMHS, XMITOHATPHEMHA Y CUMITTOMA
XHIIepYPHKEMHS.



Texko uepHoapoGHO yBpekaaHe, XonecTasa H Ginuapua oGCTPYKLMA.
Btopu # TpeTH TpHMecTEp Ha OpeMeHHOCTTA (BXK. TovYkH 4.4 1 4.6).

EnnoBpemennara ynorpeta sa Ko-Onumectpa ¢ atdckupen-Chabpatuy NpoayxTh e
NPOTHUBOMNOKA3AHA IPH NALUMEHTH ChC 3axapes aabeT win Os0peuno yepexnare (GFR <
60 ml/min/1,73 m2) (Bx. Touku 4.5 u 5.1).

4.4 Cpeunaianu npexynpexaenns A NpeANasHH HEPKR NpH ynoTpeba

Brrpecnaos ofeMen aeduuur

Ipy naunenTy ¢ obeMeH HNY CONEBH AEUUNT TIOPAIKM ATPECHBHA THYPSTHYHA TEPANHA, 6enHa Ha
€ON AWeTa, AHAPHS MM MOSPLLUAHE MOKE 22 HACTHNH CHMNTOMATHYHA XUNIOTOHHS, OCOOEHO Crel
mbpBata 203a. Tezd cheroanns Tpabpa Na GbAaT KOPHTHPAHH NPEAH MPUIOKSHHETO HA
KOMOHHAIIHATA 0IMECaPTaH MEAOKCOMUII/XHAPOXIOPOTHA3HA.

JApyru cucTosHus, aKTHBUPALIN PEHHUH-aHTMOTEH3MH-A10CTEPOHOBATA CHCTEMA

ITpw nauMeHTH, NPH KOUTO CHAOBHAT TOHYC H Gb6peunaTa GyHKUMA 38BMCST FIABHO OT aKTUBHOCTTA
Ha PEHHH-AHMHOTEH3HH-AIOCTEPOHOBATA CHCTEMA (HAMD. NP TEKKA 3aCTOHHA ChPASYHA
HEIOCTATHUHOCT MK NPHApPYkaBawo 6b0peyHo 3abonarane, BRTOWHTENHO CTEHO32 Ha 610peyna
apTepys), NEYEHHETO C APYTH ASKAPCTBEHH NPOAYKTY, NORTUABALIM Ta3y CHCTEMA, BONM 10 OCTpa
XHIIOTOHKS, 230TEMMA, OJIHIOYPH WIH, PAAKO, ocTpa OL0peyHa HeJOCTATEYHOCT.

PenorackyaapHa XxunepToHns

Npn naumen ¢ Gunarepanta crenoza Ha OROPEHHHTE apTEpPHH HITH CBC CTEHO3a Ha OuOpeunarTa
APTepHs NPH eIHHCTREH QYHKLHOHUpaw 60pek, NpHIoXEHWETO Ha IeKApCTRa, TIORNKUABALLK PEHHH-
AHTHOTEH3UH-ANI0CTEPOHOBATA CHCTEMA, MOXKE 12 10BE/IE [0 TOBUIUEH PHCK OT TEXKKa XHNOTOHHS 4
Ou0peyHa HeAOCTATHYHOCT.,

br0peuno yspemxnane wny 6n0peutia TpatcianTauus

He ce npenopsusa npuokeHHeTo Ha KOMOHHAIMATA 0TMeCaPTaH MEIOKCOMMII/ XMAPOXIOPOTHAZKHA
NpH NALMEHTH ¢ TEKKO Ob0pedHo yBpexaaHe (KpeaTHHHHOB KaMpBHE < 30 mi/min) (sx. 4.3).

He ce nanara xopexius Ha 103aTa NPy BaUHeNTH ¢ 1eKa 20 ymepeHa OLOpeuHa HeROCTaTbUHOCT
(xpearunnos knupbHe e > 30 ml/min, <60 ml/min). Bynpekn ToBa, npy Takusa nauHeHTH
KOMOWHALMATA ONIMECAPTAH MEIOKCOMI/ XHAPOXITOPOTHA3HA TPOBA 12 Ce NPIIAra ¢ NOBHIIEHO
BHMMaHHE K C€ MPENOPBUBA NEPHOAHYHO NIPOCNEIABAHE HA CEPYMHUSA KAJIUH, KPEATHHHH 1
CTOMHOCTHTE HA MMKOUHATA KUCENHHA. A30TeMHS, CRLP3aHa C MPHEMa Ha THa3HAHH AHyPETHLIM MOXE
Na BL3HWKHE [P NAUMEHTH C HapymieHa 0b6peyHa dynxiug. AKo e Ha NHUE NPOrpecuBHO GBOpedro
yBpexaane, Heobxo/lvMa € BANMATE/THA NIPEOLIEHKA Ha JIGHEHHETO, KaTo 0cHOBHO Tpsbea aa ce
OOMHMCIH NPEKLCBAHE HA NIEYSHHETO ¢ JHyPeTHUM. HamMa OnHT OT NpUAoKEHHETO Ha KoMOUHaLMATA
OIMECAPTAH MEAOKCOMH/XHAPOXIOPOTHA3UE NIPH NALMEHTH C HACKOPO M3ABBPLIEHA TPAHCITAHTALIHA.

YepHoapobHo yBpexnate
KbM MOMEHTA HAMA ONHT OT NPHUICIKEHUETO HA ONIMECAPTAH MEJIOKCOMMIT TTPH HALMEHTH ¢ TEIKO

4epHOAPOOHO yBpenaane. OCBeH TOBA, MAAKH POMEHH BbB BOAHO-CREKTPONHTHYHS GanaHC MO BpEMe
Ha JICUEHHETO ¢ THAZHIW MOTaT Aa NPEIM3BHKAT YePHOAPOGHA KOMA NP NALMEHTY ¢ HapyLIeHa
uepHopoOHa GYHKUHS WK lIporpectpaluo 3abonsBaye Ha YepHus Apod. 3atosa Tpabsa Ja ce
BHHMaBa TIPH NAIMEHTH C IEKO A0 YMepeHo YepHoapobHo yepekaane (Bx. Touka 4.2). M3nonssaneto
Ha KOMOHHAUMH OIMECAPTAH MENOKCOMUN/XHIPOXIIOPOTHAZN PH NALMEHTH € TEKKO YEPHOAPOGHO
YBpEXIaHe, Xonectasa v Ounuapna o6CTpyKUMS € MPOTHRONOKA3aHo (B, Touk 4.3, 5.2),

CreHp3a HA A0PTHATA MK MHMTpaJHATa Knana, ofCTPYKTHBHA XUnepTpodiuiHa KapaH
[TonoGHo Ha ApyTH BA3OAMIATATOPH ¢ HEOOXOAHMO BHUMAHNE NPH NAUMEHTH ChbE C
a0PTHATA HIM MUTPANHATA KNAMNa, KaKTo ¥ C oDCTPYKTHBHA XHIIepTPOhUYHA Kapau

[TLpRUNEH XHITEPATAOCTEPOHHIBM




TauueHTHTEe ¢ MLPBHYEH XHITEPANNOCTEPOHHILM 10 PUHLMI HE OTrOBAPAT HA IEUECHHE ¢
aHTHXUNEPTEH3UBHY JI€KapcTBa, AeHCTBALMH Ype3 HHXHOHpaHe Ha PEHIHH-AHMHOTEHIUH
a110CTePOHOBATA CHCTEMA. ETO 3210 MpH Te3H NALKEHTH HE ce MPEeropEYBa MPHIOKEHHETO HA
ONMecapTaH MeSOKCOMMJL.

MetaGonuTHu ¥ eHIOKPHHHK eDEKTH

JleueruneTo ¢ THA3MAKM MOXKeE A2 HAPYLIM [VIIOKO3HHS TonepaHc. [Tpu NaukenTy ¢ Auaber Maxke aa ce
HAIOXKH KOPEKIMS Ha J03aTa HA HHCYJIMHA HIH NepopaNHHTe aHTHAHABETHH TeKkapcTBa (BiDK TOUKa
4.5). 1o Bpeme Ha JleUeHHETO C THA3H/IK MOKE Ag CE TIPOABY JIATEHTEH 3axapeH dualert.

FosuiasaHeTo Ha HUBaTA Ha XONECTEpOTIa H TPHUINMHUEPHAATE Ca HEKCTAHH JTSKAPCTREHH PEaKLHH,
33 KOHTO € H3BECTHO, Y€ Ca CBBP3aHH ¢ TepanHa ¢ THa3HIeH JHYPCTHK.

Moske Ja BL3HMKHE XHNIEPYPHKEMHA WIH MOXKe [a ¢ OG0CTPH M0Aarpa Mpu HAKOH NALHEHTH B
pe3yaTaT OT AGHEHHETO C THA3HIH.

Enexrponuren aucbanasc

KakTo mpu BCeKd NauueHT, Noay4asanl JUypeTHYHA TepalHs, TpA0Ba Ja ce H3BbPLUIBA MEPHOAHUHO
ONpeZensiHe HA CePYMHHUTE €1EKTPOJIMTH NMPe3 MOAXOAAILH HHTEPBAITH,

TrasuauTe, BKIFOMMTENHO XHAPOXIOPOTHAZNA, MOTAT ia NPEIH3BHKAT AHCOANAHC HA TEHHOCTHTE HAR
CJIEKTPOJIHTHTE (XHTICPKAJILIEMHS, XHIOKANEMHA, XUTIOHATPHEMHA, XUITIOMArHE3HEMHSA |
XMMOXJIOPEMHYHA ANTKANI03a).

[TpenynpeauTenHuTe NPH3HALIM HA 331PbKKA HA TEHHOCTH MY ENEKTPOTUTEH HCOAIRHC ca CyXOTa B
ycTarta, )Kaxaa, ¢c1abocT, neTaprus, CbHIHBOCT, 6e3MOKOHCTBO, MYCKYTHH SONKH HNH KpamITH,
MYCKYNTHA YMOpPA, XHIIOTOHHS, ONIUIYPHA, TAXUKAPAMA H CTOMAUTHO-4PEBHH CMYLUEHMA KaTO rajiene
HITH NIOBPBILAHE (BiK. Touka 4.8) .

PHCKBT OT XHINOKA/IHEMHA ¢ HaH-IOMAM MPH TALHEHTH ¢ LHPO3a HA YepHHA apob, NpH nauuesTn, ¢
yCWICHA AWYpPe3a, fPY MaUMEHTH, KOUTO {10Jy4aBaT HealcKBaTeH NePOPICH NPHEM HA EJICKTPOIUTH
M TIph NALMEHTH, IEKYBaHH ¢THOBPEMEHHO ¢ KopTHikocTepoHan HIH AKTX (Bux pasgen 4.5).
Of6patHo, nopaay aHTAroHH3bM Ha anrdoreHsuH-11 peuentopure (AT1) upes cheTABKATA ONMECAPTAH
MEJOKCOMIT OT KOMOHHALHATA OJTMECAPTAH MEROKCOMH/ XMAPOXJIOPOTHA3H] MOKE 12 BL3HHKHE
XUNEPKATHEMHA, 0COOEHO MPH HATHYHETO Ha OBbOPEeUHO YBpeXKaaHe WHIH CbPAeYHA HeIOCTATHUHOCT
u 3axapeH quaber. ITpenopsusa ce anekBaTHO NpocneaBaHe Ha CEPYMHNS KAIMH NP NAUKEHTH C
puck. Kaauii-coXpanaBsallid AHYPETHUH, KaJIHEBH 0OaBKH WA Kanui-ChAbPIKALIH 338MECTUTENH HA
COJITa K IPYTH ASKAPCTREHH MPOAYKTH, KOWTO MOTaT 12 NOBUILAT CEPYMHHUTE HHBA Ha Kanuii (Hanp.
Xenapui), TpabBa Aa ce NPHIAraT ¢ ROBHINEHO BHHMaHHE EQHOBPEMEHHO ¢ OIMECAPTaH
MeJOKCOMMI/XURPOXIOpoTHA3HA (BX. Touka 4.5),

Hama fokazarenctsa, ue 0iMeCapTal MEAOKCOMILUT MOKE 12 HAMATH WIH NPESOTBPATH
XHITOHATPUEMHATA, HHAYUHPaHa 0T AuypeTHuuTe. JeHuMTHT Ha Xiop 00HKHOBEHO € J1eK K
00MKHOBEHO HE U3HCKBA JIEUEHHE,

Tuazuante MOraT aa MOHKAT EKCKPELMATA HA KAJIUMH € ypHHATA U [ NPEAM3BUKA KHTEPMHTEHTHO U
JEKO MOBHLICHHE HA CEPYMHHA KANUMH NPH OTCBCTBHETO HA W3BECTHU HAPYLUSHHUSA HA KANUHEBUA
meTafonusbpM. XunepraiuneMHATa MoXKe 2 6bae J0Ka3aTesNCTRO 32 CKPUT XHNEPNapaTHPEOWIHILM.
Tuazuanre Tpabea na 63T NpeycTAHOBEHM NPe/iM MPOBEKAAHETO HA TECTOBETE 3a
NapaulToBHAHATA QYHKUUA.

TuazuanTe ca nokazanM, e yBeIMUaBAT YPHHHATA eKCKPeLUd HA MATHE3HIA, KOETO MO
[0 XHNOMarse3Hemus.

HHnyusoHHa XHNOHATPHEMHUS MOYKE N2 BE3HUKHE 1IPH €1eMATO3HMU NALMEHTH B TOPER

JluTuid



[Mono6xo Ha apyru koMGHEALMH Ha aHFHOTeH3NH-11-peLenTOpHK aHTATOHHCTH M XMAPOXIOPOTHAZHA,
He ¢€¢ NPernopbYBa ¢AHOBPEMEHHOTO NPHICKEHHE HA ONIMECAPTAH MEIOKCOMMIT/ XHAPOXIOPOTHAZN] C
nuthli (8. pasgen 4.5).

IUnpy-nogo6ua enreponaris

B ms0ro penxu ciny4an ce chobiana 3a TexKa, XPOHUUHA AUAPHA ChC SHAYMTE/HA 3aryBa Ha Ternio
NP NALHEHTH, MPUEMaLM OIMECAPTAH HAKOAKO MECEUR 10 NOAMHH C/IEA 3aMOYBAHE Ha JIEYECHUETO,
BEPOATHO NPHYHHEHA OT NOKATM3HPAHA PEaKL¥d HA CBPBXUYBCTBHTEITHOCT OT 3abaseH Turl. Upesuure
640NCHH HA NaLMEHTHTE YECTO NOKA3BAT BUNO3HA ATPODGHA. AKO NPH (AUHEHT CE MOABAT TE3H
CHMNTOMY MO BpEME Ha JIEYUEHHETO C ONIMEcapTaH, TpAORa A’ ce H3KIOUH Apyra eTronorus. Tpatea
Ja ¢e uMa NpeiBUA MPEKbCBAHE HA NPHEMA HA ONIMECAPTAH MEJOKCOMMA B CITyau, NPU KOHTO HE €
YCTAHOBEHA ApYyTa eTHoMOruA. B ciyyaM, KOraTo CHMITTOMHTE H3UE3HAT Y IIpY-HoA06Ha
EHTEPONaTHs € JOKA3aHa ¢ DHONCHS, NIEHUEHHETO ¢ OJIMECAPTAH MEIOCKOMHII He TpaOBa Ja ¢e 3ano4sa
OTHOBO.

Erauyecky ocobenocty

Moaobuo va npyry anruoTeHsul [l peuenropHy aHTaroHHeTH, eGeKTHT HAa OAMECAPTAH MEAOKCOMMI
BBPXY KPBBHOTO HaNAraHe MpH YEPHOKOKH NMAUMEHTH € No-c1ad, B CPABHEHUE ¢ OCTAHAITHTE
NALMEHTH, KOETO Hal-BepOATHO ce OBACHABA C HHCKATE HUBA HA PEHUH (IPU YEPHOKOKHTE
XHOEPTEHIHNBHH NALHCHTH.

AHTH-IIONMHL TecT
XuapoxnopoTHaszHa, ChABPHKALL CE B TO3N NEKAPCTEEH HPOIYKT, MOXKE Ja AOBEAE A0 MOAOKHTENeH
PE3YNITAT BPH AHTH-GOMUHT TECT,

BpemennocT
Tpunarasero Ha anrnotensyn 11 penenropunte anraronncti (AlIRA) ne Tpabea na 3anousa no

speMe Ha Gpemennoct. OCBEH, aK0o MPOABLKUTENHATA Tepanus ¢ aHrnorensHu 11 penenropuyte
antaroHucTH (A[IRA) He ce cMiATa 3a KH3HEHO HeoDX0AHMA, NALMEHTKHTE, KOUTO TUIaHUHpAar fna
3abpemeHenT, Tpabaa Aa MPEMHHAT KbM ATEPHATUBHO AHTHXHIIEPTEH3IMBHO NIEYEHHE, KOETO HMA
ycTaHoBeH npoduit Ha GesonacHocT 3a ynotpela 1o speme Ha Spemendoct. [pu anarkocTHuBpane Ha
BpeMenHocT, Nevenrero ¢ aHruotensun Il peuenropuute anraronnctd (AIIRA) Tpsbsa nezabagno na
Ce MPeyCTAHOBH Y aKO € YMECTHO, TpaOBa Aa ce 3anoyHe ANTEPHATHEHA Tepanus (BX. Toukk 4.3
4.6).

HApyru

KaxTo npu BeAKo aHTHXUNEPTEH3IMBHO JISKAPCTBO, CHIHOTO NOHHWKARAHE HA KPLBHOTO HAIATAHE [TPH
NALMEHTHTE ¢ HCXEMHUHA OONECT Ha CHPLETO WIH ATEPOCKIIEPO3a HA MOTBUHUTE ChIOBE MOXKE 1a
ROBeE A0 MMOKApIEH HHPAPKT WM WHCYIIT.

Peaxuvu Ha CBPBXHYBCTBUTENHOCT KbM XHAPOXIOPOTHAZH]] MOXE 12 HACTBNSAT NPH NAUMEHTH ¢ HIH
Gez npeaxonua aHaMHE3a 33 aNeprus WM OPOHXHATHA ACTMA, HO € MO-BEPOATHO A4 Ce Pa3BMAT NpH
TE3M ¢ TAKABA AHAMHE?3A.

[lpu ynorpeGara Ha THA3MIHK JMYpPETHUK ce CLODWABAT ex3aiepbauin NiW AKTHBUPAHE HA NYMyC
epUTEMaTOAEC.

I(BoiiHo G0KMpase Ha peHHH-AHTHOTEH3MH-aAJ0CcTepoHoBaTa cuctema (PAAC)
HMma gauny, ye eanopemernara ynorpeba na ACE nuxubutopu, anrwotensuu H-peuentopun
H7I0KEpH HITH ANKCKKPEH NOBKILABA PUCKA OT XHIIOTOHMA, XHIIEPKATHEMHA H HAMANABAR
Oulpeunarta GyHkuMa (BRIIOHHTENHO ocTpa Gnbpeura Hepocrarsunoct). [opanu Tos
npenopLyBa AsoitHo broxupare Ha PAAC ypes komGuHupanara ynotpe6a ia ACE
aHTHOTEHIHH [1-petenTopHy GnokepH uiv anuckuped (Bx. Toukd 4.5 1 5.1).

Axo0 ce npelLieHH, e TepanusTa ¢ 1soitHo Onokupane e abeoaoTHO HeobX0aUMa, T
€TaBa caMo noa HabMOASHHETO Ha CICUHATHCT H IPY YECTO BHUMATEIHO MOHUTOP aﬂ
61OpeuHaTa GyHKUMA, ENEKTPOTHTHTE U KPEBHOTO HansAraHe. Vo




ACE nuxuburopu # anrnotenssd 11-peuenropuy 6nokepu He Tpslea [a ce M3MONIBAT eAHOBPEMEHHO
fpH naumenTy ¢ auabetna Hedponatus,

Hemenatomes pak Ha xoxara

B ABe enuAEMHONOrHYHH NPOYYBAHKA, OCHOBABALIK CE HA IATCKHA HAUMOMAIICH PAKOB PETHCTED, €
HabiioaaBaH NOBUUIEH PUCK OT HeMeNaHoMeH pak Ha koskara (HMPK) [6azannokneTsuen kapisom
(BKK) n ckeamossowsiersuen kapunnoM (CKK)] npu HapacTsaiia excnosuling Ha KyMy/IaTHBHA 1034
xuapoxnopotHasg (XX T3). Dorocencubunmzupaimpre edexryt Ha XXT3 morart Aa AeiicTsar Kato
BepOATEH MEXaHHIBM 32 pazeuTHe Ha HMPK.

[MauuenTure, npuemawy XX T3, pabea aa Svaar uHdopmupanu 3a prcka of HMPK u chBetBaHu
PEROBHO Aa MPOBEPABAT KOXATA CH 32 HOBH JIe3nu M He3a0arHO Aa crobiiasar npu noiasa Ha
NOMO3PHUTENHY KOXHH ne3ud. Ha naumentvre Tpalea ga ce npenopsHaT BEIMOKHH IIPEBAHTUBHH
MEPKH, KATO OFPAHMYEHO W3NAraHe Ha CYbHYEBa CRET/IHHA H YITPaBHOETOBH JTbUM, & B CNyvail Ha
CKCHO3MUMA, TORXOAAILA 3aIHTA, 33 A2 C& CBelie A0 MHHUMYM PHCKBT OT pakK Ha KOoKara.
Iono3purennyre KoXKHY J1e3un Tpadea Aa GbaaT nogIoKeHs Ha He3a0aBHO H3CNEIRAHE,
HOTEHIMAIHO BKIHOYBAIIO XUCTONIOTHYHY M3C/IeARaHHA Ha Ononcuusy matepuany. Tlpepasrnexnane
Ha ynotpeGara Ha XXT3 Moxke aa ce HAIOKH # NPY NAUMEHTH, KOMTO ca uMany npeaxoacH HMPK
{BK. cbint0 Touka 4.8),

Octpa pecnupaTopHa TOKCUYHOCT
Crnen npueM Ha XHAPOXAOPOTHA3HA ce cHOBIIABAT MHOTO PENKH TEXKH CITyYaH Ha 0CTpa

PeCnMPaTOPHa TOKCUYHOCT, BKIIOUHTE/THO OCTBP pectmparoper auctpec cuHapoM {(OPJIC). Cnen
NIpHeM Ha XHAPOXIIOPOTHA3HA OOMKHOBEHO Cce pa3sHBa GenoapobeH 0TOK B PAMKHTE Ha MHHYTH 0
yacose. B HayanoTo CHMATOMHUTE BKTIOYBAT AHCIHES, NOBULIEHA TeMIepaTypa, BIOWABAHE Ha
GenompobHata dynkuus u xunorohns. [Ipu cbmuenue 3a OPJIC tpsea na Guae cnpaH NpHEMbT Ha
Ko-OnpmecTpa u fa ce Npunoki NoaxofaLo JiedeHue. X#aApox1opoTHasu/ He TpAOsa na ce npysara
fipH NALMEHTH, KOWTO fipeau ToBa ca noayuasany OPJIC cnex npreM Ha XHOPOXIIOPOTHAZML

Xoponaaned WIIMB, OCTPA MHOIKA U BTOPMYHA 3AKPUTOLIBIIHA FIAYKOMS

CyndonaMunuTte Hny NIEKapCTRATA, TPOH3BOAKH Ha CYIPOHAMMINTE, MOTAT A3 NPeU3BHKAT
MIMOCHHKpPaTHYHa PeakyHA, BOREHIa 0 XOPOHAAIEH HAIUB ¢ AeeKT HA 3PUTENHOTO NOJE, NPeXoaHa
MUOIIHA ¥ OCTPA 32KPHTOBILIHA rNaykoMa. CHMITOMHTE BKIIOYBAT B HAYATO0TO OCTPO NOHMKEHWE HA
3PHTENHATA OCTPOTA WK O4Ha §oMNka, 1 00HKHOBEHO CE MOABABAT B PAMKHTE HA YacoBe IO CeAMMIIA
OT Ha4aJoTo Ha JeyeHueTo. HenekyBaHaTa, 0CTpa, 3aKpUTOBLIRIHA MIAYKOMA MOXE Aa JOBEAE A0
TpaiiHa 3ary0a Ha 3pene. [IhpBMYHOTO NeueHye e, 1a ce CIpe NPHEMA Ha JIEKAPCTREHHS IPORYKT,
KONKOTO € BL3MOXHO No-Ckopo. HarpeMenHO NeueHHe uad XupypruuHa HHTEPBEHLMA MOKE 13 ce
HANIOKH 12 ¢e OOMUCTAT, aKO BBTPEOYHOTO HalaraHe OCTaBa HEKOHTPOINpaHo. Prckosute daxropu
33 PA3BHBAHE HA OCTPA 32KPUTOBIBIHA MNIAYKOMA MOXE a BIIIOYBAT AHAMHE?3A 33 aNeprus KbM
CyAPOHAMHIH WNH NEHHIWIUHH,

45 BiaumopeiicTBHE ¢ APYTH JeKRPCTBEHH HPOAYKTH B ApYrE GopMu Ha BiauMoneiicToue

Horennuannn pIapMoRelcTBNA, CBLP3AHA ¢ OAMECADTAN MEIOKCOMH.T H XHAPOXJIOPOTHAZAL

Ednospemenno npunoxcenue ne ce npenopvusa ¢

Jlurnii
[Tpu eanoepemenno mpunokeHne Ha AHTHE ¢ HAXUOHTODY HA AHIHOTEH3KHH-KOHBEPTHPAILUS SHIUM H
aHruoTeHsnH- Il peuenTopHyu aHTaroHKETH € HabNaaBaHo OGPATHMO MOBHLIEHHE Ha CEp
AUTHA M TOKCHYHOCTTA MY. OCBeH ToBA, GbOPEUHHAT KIHPBHC HA THTUHH Ce peaynHpa
Pe3yATAT HA TOBA PUCKLT OT NMTHERA TOKCHYHOCT Ce HoBHILaBa. ETO 3a110 He ce npe,
SAHOBPEMEHHOTO {IPUACKEHHE Ha NTHTHH ¢ KOMOUHALMMTE OlIMecapTal MeIOKCOM
/XHAPOXIOPOTHABHA (BXK. TOUKa 4.4). AKO €/1HOBPEMEHHOTO NPUIOKEHHE € HATIOK
NpenopbyBa BHHMATETHO NPOCICAARAHE HA CEPYMHMA THTHIH.




Eonoepemennama ynompeta uzuckea Hosumeno eRUMAN IS

Baxaoden:
Moxe 1a HACTBIHM 3aCHBAHE HA AHTUXUIIEPTEH3HBHOTO AeHCTBHE,

HecTeponau IpoTHROBLINANMIEAHY IEKAPCTBEHH TIPOAYKTH:

Korato anruotenaus I peuenTopunTe aHTATOHUCTH CE NPHIArAT eJHOBPEMERHO ¢ HECTEPOHAHH
APOTHBOBB3NAaNUTeNHK NekapetTrenn nipoaykru (HCTIBJI)Hanp. cenextusnn COX-2 unxnbutopu,
AUETHICANULIMI0BA KUCENWHA (> 3 g/eH) U HECENEKTHBHH HECTEPOHINH NPOTHBOB3NANUTENHY
nekapcrea (HCIIBJT)), moxe aa HacThLIM 0TcaabBaHe Ha AHTHXHNEPTEH3UBHUA edeKT.

Tlpy Haxou nalkeHTy ¢ HapyuleHa 6b0peyHa QyHKUMA (HAnp. AEXUAPATHPAHH NALIMEHTH WK
MalMeHTH B CTapuecka Bb3PacT ¢ HapyieHa 6b6pedHa QyHKuus) eJHOBPEMEHHOTO TIPUNIOIKEHHE Ha
aHruoTeH3HH I aHTarOHUCTH H IEKAPCTBA, KOWTO HHXHOHPAT UMKIIOOKCHIEHA3ATa MOJXKE 1a A0BEAE A0
MO-HATATHLIWHO BOWABaHE HA OBOpeunaTa GyHKUMA, BRITIOHHTETHO BL3MOKHO PABHTHE HA OCTpa
OBOpeyHa HeloCTATHYHOCT, KOATO 00HKHOBEHO ¢ o6patima. Creaosareato, koMGuHALMATA TPAGEA
Aa ce Mpunara ¢ NOBULIEHO BHUMAHHE, 0co6eHO B cTapyecka Bb3pacT. [lauuentyurte TpsOsa ga Guaar
aneKBaTHO XM/paTHPaHK ¥ TpaGBa Ja ce oOMHCIY NpocaesBaHe Ha ObOpeunaTa GyHKUHS clien
3a1104BaHE HA KOMOMHHPAHOTO NeYeHKe U MEPHOAUYHO Cne TOBA.

Eonospemennama ynompeda, Kosamo 0a Gvoe g3ema nod sHuUManie

AmudocTHu:
Moke 12 HACTBIM NOTEHUMPAHe HA AHTHXHITEPTEH3HBHEUA eeKT,

Jpyrii aHTHXHAEPTEHIMBHK ICKADCTRA:

Mosice A2 ce 33CHIM IIOHIWKABALMA KPHBHOTO HajAraHe edekT Ha oiMecapTan
MENOKCOMMKII/XHAPOXIOPOTHAINANPH EAHOSPEMEHKE YHOTPeSa C APYIH AHTHXKITEPTEH3UBHHU
TeKAPCTREHM MPOLYKTH.

Aunkoxon, OapOUTYPATH, HAPKOTHYHK BCUICCTRA WM aHTHACHIPECAHTH.
Moske na HacTHNH NOTEHUHAPAHE HA OPTOCTATHYHATA XHHOTOHHA.

Tlorennuannn B3auMoJelicTBHN, CBLP3AHH C 0JIMECAPTAR MELOKCOMA.T:
Ednoepemennama ynompeba we ce npenopoyea

JlexapcTBeH NPOJYXTH, NOBIYABALIY HHBATA HA KAJIUi:

Bw3 ocHosa Ha onuTa 0T ynorpearta Ha APYrY leKapcTBeHH TPOAYKTH, TOBIMABALIN PEHHH-
aHMHOTEH3HHOBATA CHCTEMA, €HOBPEMEHHOTO H3NOIZBAHE HA KANTHI-ChXpAHABAILM AUYPETHLM,
Kanuesu J00asKu, 3aMECTHTEH HA CONTA, CHABPIKALNM KU UM APYTYH NEKAPCTBEHM MPOAYKTH,
KOHTO MOraT /12 IOBHINAT CePyMHUTE HHBA Ha Kanui (Hanp. xenapuy, ACE-nuxuGuropH) moxe na
ZAOBEJIC 10 NORULIABAHE HA CEPYMHUA Ka/Hi (BXK. TOUKa 4.4). AKO NeKapcTBEH NPOLYKT, KOWTO
MOBNWSBA KATMEBHTE HNUBA TPAOBA 4 Ce MPeANHCBA B KOMOMBAUNA ¢ OMecapTan
MEIIOKCOMHI/XHAPOXTOPOTHAIH], CE FIPENOPHLUBA MOHUTOPHHT Ha [U1A3MEHWTE MHBA HA KATHI.

Jeoiyo Gaokypane Ha peHWH-aHIMOTEH3HH-aAngocTepotoraTa cuerema (PAAC)
HaHn¥y o1 KIHHHYHY NPOYYBaHHA TOKA3BAT, Y€ JBOHHOTO DIOKMpPAHE Ha PEHUH AHFHOTEHIMH
anfocrepodosara cucrema (PAAC) upes kombyuHupanaTta ynorpeba Ha ACE unxuGuTopH,

aurdotensux ll-peuentopry G10Kepy KM ANUCKHPEH ¢ CBBP3BA ¢ MO-BUCOKA HECTOTA
CHOMTHA, KaTO HANPUMEP XUTNOTOHWS, XUMEPKAIHEMHA U HaMaiaBaHe Ha OuOpeynara

cpencTso, geHcraailo Bepxy PAAC (B Touku 4.3, 4.4 u 5.1).

KonecepenaM, NeKapeTRO, KOETO CE CBBP3IBA ¢ ATHYHHTE KHCISHHY




EnHoBpeMeHHOTO NpUnokesne Ha KOJSCEBENaM XHAPOXAOPHI, JIEKAPCTBO, KOETO CBHP3IBA HTHLUHUTE
KHCEJINHH, HAMA/ISBa CHCTEMHATA EKCNOZHLMA H MAKCHMA/IHATA N1a3MeHa KOHLIEHTpalns Ha
OnMecapTaH U HAMAARA CAHMHHALHOHHHA NOTYKHBOT (1)2). [IpunoskeHueTo Ha onMecapTaH
MEIOKCOMHI NoHe 4 Haca npeay KoneceneBaM XNIPOXNOopH] HaMmanasa edeKTa OT IEKAPCBEHOTO
B3aHMOeHCcTBHE. [IpHNIOKeHUETO HA O/IMECAPTAH MEIOKCOMIA MIOHE 4 Yaca ApeaH KONECENeBam
XUAPOXJIOpKA TPSOBA 4 Ce MMa TpeasH (8HxTe Touka 5.2).

Homvarnumenta ungopmayua

Crnien nevenve ¢ aHTMALWAM (ATYMHHWEBO- MBIHEIHES XKHAPOKCHA) ca HabnonaBa IEKO NORWKABAHE
Ha OHOHATHYHOCTTA Ha OAMECapTaH.

Onmecapran MefOKCOMUN HAMA 3HAYMM edhekT BopXy apmakokurHeTHKaTa WY PapMakoauHAMHUKATA
Ha sapdapuH niK GapMaKOKHHETHKATE Ha JUFOKCHH,

EanoBpeMeHHOTO NPHIOKEHHE HA OJIMECAPTAH MEIOKCOMKIT H [TPABACTATHH HAM2 KITMHHMUHO 3HAUMMA
e(eKTH BbpXy GAPMAKOKMHETHKATA HA HUTO €XHH OT KOMROHEHTHTE NPH 3APARH MHAUBHAH.

Onmecapral HAMa ITHHHYHO 3HAYKM HHXHOHTOPEH edeXT BLPXY HOBEWIKATE UHTOXPOM P450) eH3umH
1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 1 3A4 ur BHTPO, i HAMA HIH M3 MHHUMAHY HHIYLMpal1
edexTv npy NIbXOBE BLPXY ACHCTBUETO Ha UHTOXPoM P450, He ce oYaKRaT KNMHHYHO 3HAUUMH
B3AUMOJEHCTBHA MEKRY OJIMECAPTAH H JICKAPCTBEHHU MPOAYKTH, METa00oNM3UPatH OT HOCOYEHRTE M10-
rope HH3UMH Ha uuToXpoM P450.

HoTeHunannu B3aamModeHCTBHN CELP3RARH ¢ XHAPOXJIOPOTHAZH:

Eonogpemenna ynompeba ne ce npenopeysa

JlekapcreeHH MPoayKTH, NOBNHABAINY HUBATA Ha KANMIA:
Kanuit-nonwxaramag epexT Ha XHIPOXAOPOTHASHA (BXK. TOUKA 4.4) MOXE 13 C& MOTEHUMMPA OT

€JHOBPEMEHHOTO NPHIOIKEHUE HA APYTH NEKapCTBEHH NPORYKTH, CBBLP3aHY ChC 3ary0a Ha Kajuii n
KMNOKAIMEMUS (HAMp. APYTH KaaHYpeTHHHNS iy PeTHLY, NAKCATHEH, KopTHKocTepouan, ACTH,
amcoTepaLH, KapOeHOKCONOH, TeRHUMNUH G HATPUI MAKM POH3BOAHH HA CATHUHNOBATA KHCEHHA).
3aToBa He Ce NPeNnopbYBa eAHOBPEMEHHOTO WM MPHIOKEHHE.

Eonospemennomo npuroxcenye, Koemo u3UCKBQ ROBUUIEHO SHUMAHUE

Kaninyesy conu:
THazuHKTe AUYPETHLM MOTAT A2 MOBHLIAT CEPYMHUTE HUBA Ha KANLWH, Nopaay HaManeHa

eKcKpetiia. Ako Tpabsa Ja ce NPeanyIIaT Kanluesn J00aBKH, CCPYMHKTE HUBA Ha Kajuuii TpaGra Aa
Onpat npocnenapaHy ¥ N03aTa Ha KaNUMid CHOTBETHO [a C€ KOPHTHpa.

XonecTHpaMuH U KOICCTHIIOAOBH CMOJIH:
Abcopbunfra Ha XHIPOXIOPOTHAZH] CE HAPYLIABA B NPHCHCTBHETO HA AHHOMHH OOMEHHH CMONM.

JAUMMHTATMCOBH TIIHKOIHIH:
Tuasua-uHAyUIMpaHa XHROKaIHEMHS HIH XHIIOMArHE3HEMUS MOTaT J1a GnaronpHATCTBAT (10aBaTa Ha
AUPHTATHC-HHIYIMPAHH CHPACUHH aPUTMHUHU.

JlexapcTBen NPOAYKTH, KOUTO Ce MOBMABAT OT HAPYUIEHHATA HA Kaanid B cepyma:
[MpenopruBa ce nepuoanuHo ApocneasaBaHe Ha cepymMuus kanuii u EKI, koraro ce np,
OMECaPTaH MEJOKCOMU/ XMAPOXNOPOTHAZN] C JICKAPCTBEHH NPOUYKTH, KOMTO CE N
NIPOMAHATA B CePYMHUS KaTuid (HAND. AMMHTARUCOBH LTHKO3WAY B AHTHAPUTMHLIM) W &
torsades de pointes (kaMepHa TAXHKAPANS) - MHAYLIMPALIN NEKAPCTBEHH OPOLYKTH (t S‘
HAKOH aHTHAPHTMHLM), XHNOKATHEMUATA € NpeApasnonarau Gaxkrop 3a torsades de pomtcs.f s
TaXMKAPRUA ).




- Knac [A anTHapHTMHYHN (HaNpHMED XHHWIMH, XWAPOXHHUIUH, JH30MHPaMHE).

- Knac Il antdapar™uiy (Hanp. aMuonapos, cotanos, aoderunua, ubyTurmng).

- Hskou anTuncHxoTHUH (HANPHMEpP THOPWIAIMH, XIOPIPOMAIHH, IEBOMETPOMAIHH,
TPUDIyOpOnepasHH, LHaMeTa3iH, CYIHPUI, CYJITONPYU, AMUCYIUPHI, TPHATIPH, TAMO3UA,
Xanofepyuac, Aponepraon).

- Hpyry (Hanp. Genpuann, uusanpua, audeManun, epurpoMuupn [V, xanodasrpus,
KETAHCEPHH, MH3ONACTHH, NEHTAMUANH, crapdJioxcauus, TepdeHaat, BHHKamuH IV),

HenenongapHaupallure CKeNeTHO-MYCKYIIHH PelAKCAHTH ( HAND. TYOOKYPapHH):
EdekTdT Ha HenenonspH3MpaliuTe CKEMETHH MYCKYINH PENRKCAHTH MOXE 14 ce NOTEHUMpPA OT
XHIPOXAOPOTHAZNA,.

ANTHXOJHHEPCHUHUTE CcpecTBa (HAaD. aTponuH, SunepuieH):
[oBuwaBaT GHOHAIMYHOCTTA HA THASKMIHUTE IUYPETHLM YPE3 NOHKHIKABAHE HA CTOMALIHO-YPEBHUS
MOTHJTHTET M CKOPOCTTA HA H3TPa3BaHe HA CTOMAXA.

AHTHANA0ETHH JieKapcTBEHN MPOAYKTH {IEPOpARHN JEKAPCTBA M MHCYIHH):
JleuenueTo ¢ TMaZHAK MOKeE 12 NOBHAE [JHOKO3HMS TonepaHc. MOXKe [1a Ce HANOKH KOPEKLMs Ha
A03aTa Ha AHTMIHA0ETHHA IEKapCTBEH NPOIYKT (BK. Touka 4.4).

Merdopmun:

MeTdopmun TpaGBa na ce HINOA3BA C NOBHLIEHO BHHMAHHE NIOPAAN PUCK OT IAKTATHA alHA03a,
HWHIyLMpaHa OT BB3MOXKHA PyHKUHOHANHE GROPEeNHA HEOCTATHYHOCT, CBBP3AHA C
XHIPOXNIOPOTHAZ U/,

Berz-Gnokepn v 1HaI0KCHIL
XuneprankeMuusuat edekt Ha Oeta-Onokepute 1 GHa30KCHA MOXKE Aa Bb/IE 3aCHIeH OT THABUIIHTE,

MNpecopny amMmuuy (Hanp. HopapeHATHH):
EdexTst Ha MpecopHUTe aMHHH MOKe a Gbae oTcnabey.

JlexapcTBeHH NPOAYKTH, WINOI3BAHK NIPU Nedenne Ha nogarpa (rpobenenna, cyahUHNUpa3oHs U
a70nypHHON):

Moxe na ce HANOKY KOPEKIIHA Ha T03HPOBKATa Ha YPHKO3YPHYHKTE NEKAPCTBEHM NPOAYKTH, Thil
KaTO XUAPOXTOPOTHAZK MOXKE A3 NOBHIIKM HHBOTO HA MHKOYHATA KMCENMHA B cepyMma. Moxke na ce
HATOXKH MOBHINABAHE Ha 103aTa Ha npobeHewns Win cynpubnupasod. EqHoBpeMeHHOTO BpHROKeHne
C THA3HAHM MOXKE a2 YBEJIHYM YeCTOTATA HA PeaKUMKHTE Ha CBPbXYYBCTBHTENIHOCT KbM AI0NYPHHOM.

AMaHTAIUH:
Tua3uauTe MOTAT ia YBENHYAT PUCKA OT HENKENAHH PEAKLHY, NPUIYHEHY OT AMAHTAIUH.

Lproroxkentnd areutu (ranp. upxnodocdaMni, METOTDEKCAT):
Tuasuire Morar 2a HaMansT 6b0peYHaTa EKCKPEIMS HA UWHTOTOKCHYHKTE 1EKAPCTBEHH NIPOIYKTH 1B
218 3ACHNAT TEXHWTE MUENOCYNPECHBHH edieKTH.

Canuumnaru:
B cnyuyail Ha BHCOKH 1034 CATHUNARTH, XHAPOXIOPOTHAZW/ MOXE [18 YCHIIH TOKCHUHEA edeKT Ha
CANUUMITATHTE BHPXY LIEHTPAIHATE HEPBHA CHCTEMA.

Metungona:
Haanue ca m3onupany cboGIUEHUA 33 XEMOTMTHYHA aHeMUs, HACTHNBALIH APY €IH

ynorpeba Ha XUAPOXIOPOTHAZMI M METHTAONA.

L[,EKJ'IOCHOQHHZ




EHHOBPBMCHHOTOHGWEHHG(:HHKHOCHOPHHhMﬁKeﬂayB&ﬂHQHpMCK&OTKHHepypHKeMHHH
YCIOKHEHNA OT THIIR Ha NOJArpa.

TeTpaumicIuHn:

EQHOBPEMEHHOTO NPHAOIKEHHE HA TETPALMKITHHH W THAIMIN NIOBMIIABA PUCKA OT TETPAUMK/THH-
UHIYIIMPaHOTO NOBHUIAaBAHE Ha ypeaTa. ToBa BlaHMOGEHCTRIE BEPOATHO HE C€ OTHACA 33
HOKCHUMK/THH.

4.6 DPupTUIHTET, GPEMEHOCT H KbpMeEHE

BpemennocT (MK pazaen 4.3)

Karo ce uMaT npensra eheKTUTE HA OTAENHHTE KOMITOHEHTH B TO3H KOMOHNHPaK POAYKT NO BpeMe
Ha OpPeMeHHOCT, YNoTpedaTa Ha 0.IMECapTaH MEAOKCOMMI/XMAPOXIOPOTHA3K HE CE NPEnopbuRa o
BpEME Ha ILPBHs TPUMECTBP Ha OpeMeHHOCTTa (BXK. Touka 4.4). Manon3saHeTo Ha oimecapTau
MEAOKCOMMWI/XHAPOXIIOPOTHAIMA € TPOTHBOTIOKA3AH MO BPEME Ha 2-pH H 3-TH TPUMECTBP Ha
OpementHocTTa (8. ToukH 4.3 1 4.4).

OnMecapTaH MEIOKCOMHIT

HMznonasauero na AIIRA ne ce npenopbyea npes nbpeHs TPHMECTHP Ha GpeMeHHOCTTa (B, TOUKa
4.4). M3nonssaneTo Ha OMECAPTaH € NPOTHBONOKA3AHO NPe3 BTOPH U TPETH TPHMECTbP HA
H6pemennocTTa {BXK. TOukH 4.3 1 4.4),

EnuaemuonoruiHnTe 1aHHH OTHOCHO PUCKA OT TEPATOIEHHOCT Clel exchiosumia na ACE
WHXHOWTOPH NIpe3 MbPBHA TPHMECTHP HA DPEMEHHOCTTA HE CA KATETOPHUMY, HO BLIIPEKH TOBA HE
MOKe /12 C€ U3KIKOUH JIeKO IOBHIIEHHE HA PUCKA. JIOKATO JIMIICBAT KOHTPOIHPaHH STHASMHO/I0FHYHH
AaHhv 3a prcka oT aurroTeHsdH Il peuentopuu antaronncty (AlIPA), Moxe fia ce npeanonoxar
nogobHK PHCKOBE U 33 TO3M KJJAC AKTHEHH BelIeCTBA. AKO npoab/kabalaTa Tepanus ¢ AIIPA ce
CUMTA 33 HeoOXONMMA, NAUNEHTKUTE, UIAHUPALIH GpEMERHOCT, TpiOBA 1a IPeMMHAT Ha
ANTEPHATHBHO AHTHXHIEPTCHIHBHO JISUEHHE, KOSTO HMA YCTaHOoBeH Npodun Ha 6e30nacHOCT 2a
ynotpeba no speme Ha Gpementoct. Koraro ce yetanou GpeMeHHoOCT, euetnero ¢ AIIPA 1patsa aa
ce crpe He3a0aBHO H, aKo € YMECTHO, Ja c¢ 3aM0MHe ANTEPHATHEHA TEPanys.

HigecTHo e, 4e excriosnimaTa Ha Tepanus ¢ AIIPA npes BTOpHA W TPETUS TPAMECTLP MHAYLMDA
teroTokcHuHoCT NpH xopara (oTcnabena GuOpeuna QyHKUHSA, ONHIOXHAPAMHHOHH, 3abaBsHe HA
OCHOHKALMATA HA YEPENa) ¥ TOKCHYHOCT BLPXY HOBOPOJeHOTo (OhOpeuHa HenoCTAThUHOCT,
XMNOTOHKA, XRTIEPKaneMus) (BWKTe cbino 5.3).

Axo Hma excnosuuma Ha AlIPA ot BTopus TpuMeCTLp Ha GpeMeHHOCTTA, Ce NPenophyBa
VATpa3sykos npernen Ha 6vOpeynarta QyHKkiuua i yepena.

Kbpmauerara, uuTo Makiky ca npuemany AIIPA, TpaGea fa 6h1a7 CTPUKTHO NPOCIEAARAHK 32
XHMNOTOHWA (BUXKTE CBINO Touka 4.3 u 4.4).

Xudpoxiopoumasud

OnuThbT C XHAPOXTOPOTHA3HA (10 BpeME Ha GpemeHHOCT, 0COBEHO NIPe3 NLPBHA TPHMECTDP, €
orpaunyven. IIpoy4BaHnaTa BbPXY KUBOTHH Ca HEJOCTATHLUYHM,

X¥ApOoXIOpOTHA3NA IPEMUHABA fIpe3 MauenTata. ChASHKH 10 hapMAKONIOrHUHHA MEXAHHIEM Ha
AeHCTBNE HA XHAPOXJTOPOTHAHA, YIIOTpeDaTa My npe3 BTOPHA U TPETHS TPUMECTBP MOXKE
KoMIpoMeTHpa PeTOIALEHTAPHATA NePdhy3us U 13 NPHUHHY (PETATHH H HEOHATATHH
UKTEp, HADYWICHNWA Ha ENEKTPOSUTHOTO PABROBECHE H TPOMBOUMTONEHYA.

WIH MPEeKNAMINICHA NOPaAN PHCK OT MOHIDKEH ILT1a3MeH 0beMm H maueHTapHa XHAIOT pcbytmg,
6naronpusten edexT BLPXY x0na Ha 3a009BaHETO. £y



XHUAPOXIOPOTHAINA HE TPROBA A CE M3MTO3RA 38 NEYEHHE HA ECEHLMATHA XHIIEPTOHHKS TIPH
GpemeHHH KEHY, OCBEH B PEJKY CITyYaH, XOTaTo HE MOKE Ja C€ M3TI0/3BA HUKAKBO APYTO AeyeHue.

Knpmene

Oamecapman MEQOKCOMUR

Thii KaTo HAMA HATUYHA BHOOPMALME OTHOCHO M3noa3BaHeTo Ha Ko-OnumecTpa o Bpeme Ha
KbpMeHeTO, Ko-OntMecTpa He ¢e npenopuysa ¥ ANTEPHATHBHO JiedeHHe ¢ M0-100sp npoduil Ha
He30nacHOCT, YCTAHOBEH MO BPEME Ha KBPMEHETO, € 3 NPeANOYUTAHE, 0COOEHO NPH KBPMELIH
HOBOPOAEHO HIH HEIOHOCEHO feTe.

Xudpoxnopomuazuo:
XuapoxaopoTHA3NA C€ EKCKPETHPA B KbPMaTa B MAJIKKM KOJHYeCTBA. THAZHAMTE BBB BHCOKH A03H,
NPenM3BUKBALLA MHTEH3HBHA JIHYPE3a, MOIaT 1a HHXHOWPAT NPOAYKURATE HA MIITKO.

Ynotpebara Ha Ko-OnmecTpa He ce nmpenopbusa npes neproaa Ha kspMene. Axo Ko-Onnmectpa ce
W3MON3BA 1O BPEMe Ha KbPMEHE, Ao3uTe TPpsbBa na {bIaT BBIMOKHO Hal-HHCKH.,

4.7 Edexrn srpxy cnocobroctTa 3a modnpane y pabora ¢ Mamuun

OnmecapTas MeIOKCOMUT/XHAPOXTOPOTHAZUA MOXKE 12 HMA JIEKO WIH YMEPEHO BIMAHHE BBPXY
crnocoBHOCTTa 38 Iodupane v paboTa ¢ MaruneK. Biere Ha CBAT WIK yMOpa MOraT Aa ce ROSEAT NpH
NauveHTH, NPHEMALIH AHTHXHNEPTEH3KBHA TEPANHA, KOHTO MOTAT 2 HapyllaT cnocoGHOCTTA N1a ce

pearupa.
4.8 Hexeaann n1eKapcTBeny Peaknun

Hal-uecTo aoKnaapannTe HEXENAHK PEAKLYH F10 BPEME HA NIEYSHHETO ¢ KOMOUHALIMATA ONMecapTaH
MeIOKCOMUII/ XHAPOXIOPOTHA3UA Ca raBobonue (2,9%), 3amaiisane (1,9%) 1 ymopa (1,0%).

XRBApOoIOPOTHAZHA MOXKE a NPEIU3BHKA WK 3aCHIH OTAEIAHETO Ha TEYHOCTH, KOETO MOXeE 1a
Aosenge A0 eASKTPONHTSH Anchanade (Bx. Touka 4.4),

[lpy knvHBYHE NpoyuBauua, sicnodsamn 1155 naunenTy, NexysaHy ¢ KOMGHHAUMHK ONIMECAPTaH
MEA0KCOMWI/XHIPOXIOPOTHA3N B 1034 Ha 20 mg /12,5 mg wiu 20 mg /25 mg # 466 nauMenTH,
nexyBaH¥u ¢ maue6o 3a nepdoa 4o 21 Mecena, obmarTa YecToTa Ha Hexkellauyu CbOHTHA py
KOMDYHMDPAHATA TEPaNNs C ONIMECAPTAH MEIOKCOMKIVXUAPOXIIOPOTHAZHA € BHia CXOAHE ¢ Ta3H Ha
naue6o. Criupale Ha NEYEHHETO MOPARH HEKENAHH CEOMTHE, € ChIO MoaoGHO 3a onMecapTan
Mesokcomu/xuapoxnoporuazul 20 mg /12,5 mg — 20 mg /25 mg (2%) u nnauebo (3%). YectoraTa
Ha HEXKETAHUTE JIEKAPCTREHH PEAKLKY NIPH OIMECAPTaH MEAOKCOMHIL/XHAPOXIOpOTHA3HT B
CpasHEHHC C rU1auefo He ca cabpIaHM ¢ B3pacTra (<65 FONMMM B CPABHEHHE C > 65 TOIUHM), ION WITH
paca, BLIPEKH 4¢ YEeCTOTATA Ha BUEHE HA CBAT MMA M3BECTHO YREIHUCHUE NPH MALMEHTH Ha BH3PacT
> 75 roamHy.

OceeH ToBa, 6e30MACHOCTTA HA OSIMECAPTAH MEAOKCOMMI/XHNPOXIOPOTHASH, KATO KOMBUHALMA OT
BHCOKM JO3M € H3C/IEABAHA NPH KAHHUYHM Npoy4BaHus mpy 3709 nauucHTH, nosfy4abatiu
ONIMECAPTaH MEIOKCOMMIT B KOMOMHALIMA ¢ XHAPOXNOPOTHA3NA BLB BUCOKM 1034 40 mg/12,.5 mg u
40 mg/25 mg.

Hexenandrte peakumu OT O1MECAPTaH MEOKCOMWT/XUAPOXIOPOTHASKA B KTMHUYHU
npoyusann 3a 6€30MaCHOCT Cnen W3JaBaHETO HA paspellleHHETO 3a ynorpeba u cno
cbobuieHH ca 0606uenn B TabnHuaTa NO-005Ty, KAKTO H HEXe1aHUTe PEeaKlng OT
KOMMNOHEHTH ONIMECAPTAH MENOKCOMHA H XRADOXJIOpOTHAZKMA, HA fa3zaTa Ha no3HAT
$e30nacHOCT HA TE3H BEIUECTBA.



Cnenata TepMHHOJIOTHSA € M3MOJ3BAHH C LieJ /1a e KNaCH(DULMpAT He)KeNlaHUTE peakLiH: MHOTO
uectH (= 1/10), uectu (= 1/100 po <1/10); Heuectu (= 1/1 000 mo <1/100), peaku (= 1/10 000 no

<1/1 000), muoro peaku (<1/10 000), ¢ Heu3BecTHA YecTOTa (UecTOTaTa HE MOXKe a Obje
Olpee/ieHa OT HATMYHHUTE JaHHH).

Yecrora
MedDRA KomOunaumu
Cucrema oprat Hexenanu peakuuu
Knac s Onmecapran HCTZ
MeJIOKCOMH/
XHAPOXJIOPOTHA3UA
L i Cuananenut peku
vHpecTauuu
Heonnazmu —
nodpokavectseHH, | Hemenanomen pak Ha koxkara 2
3/10KavyecTBeHHd H | (basanHokneTbuYeH KapUMHOM M
HeornpeaeneHu CKBaMO3HOK/IETbYEH FEaE st
(BKJI. KHCTH M Kapu1Hom)' A
MOJIMITH)
AnnacTuyHa aHeMus peakH
Hapyiuenus Ha IToTHckaHe Ha KOCTHUA MO3bK peaku
KpbBTa H XeMOIMTHYHA aHeMHS pesiku
nuMdHaTa JleBkoneHus peaKkH
cucTeMa Heytponenus/Arpanynounrosa peakH
TpombouunTonenus HEYeCTH penku
Happyluenus Ha He4YecTH HEYecTH
MMyHHaTa AHahHNAKTHUHH peaKkliiHn
cHCTeMa
Hapyuienus Ha AHopekcus HeYecTH
meTaboau3Ma u ["nuko3ypus YeCTH
XpaHeHeTO XunepkanuveMmus YECTH
MHOTO
Xunepxonecreponemus HEYECTH
YecTH
Xunepriavukemus YECTH
XurnepkajiHemus penKH
XUNepTpUIriIvLepUaeMHs HeYecTH YecTH Mo
4eCTH
MHOTO
Xunepypukemus He4ecTH YeCTH
4eCTH
Xunoxjaopemus YECTH
XHnoxjopemMHuHa ajkanosa =
pesku
Xunokanuemus HYECTH
XunomarHezuemus YECTH
XHIIOHATPHEM U YECTH
Xunepamunazemus 4ECTH
[Neuxuarpuunu Anarus pelaku
HapyIeHHs Henpecus peaKH
besnokoiicTeo
HapyuieHus Ha cbHs
Hapyiuenus Ha CpeTosiHue Ha o0bpKaHoCT
HepBHaTa cuctema | KousyJsicuu
Hapyuienus B cb3HaHmeTo
(kato 3aryba Ha ch3HaHME) PRy




3amaiiBaHe/npyiManasane YECTH YeCTH HeCTH
[nasoGonne 4ECTH 4eCTH peaKu
3ary®a ua anerur HEHECTH
IMapecTesns peaKd
3amaiiBaHe NpH W3Npasste HEYeCTH
CyHauBocT HEYeCTH
Cutkon HEYECTH
Hapymenns xa HamaneHo cwasooraensse peAKH
ouuTe BpeMeHHO 3aMbriiaBaHe Ha
3PEHUETO
BrowasaHe Ha CbLECTBYRALIO
KBCOTTIEICTBO B HeuecTH
KcaHToncus peakn
XopoKnaneH WIUB, OCTpa c
MHOMKS, OCTPA 3aKPUTOBIBIHA HEM3BECTHa
[IayKoMa 4ecTOTa
Hapymienus na HEYECTH HEYECTH
YXOTO U Bepruro penku
JabHpHHTa
AHTHHA [TEeKTOPHC HEYECTH
Cupaeunu
HApYLIeHHA Copaetnit apHTMHH _ pedKH
Tanmurauuu HEYECTH
Craosu EMB01HZEM peiku
HapyiieHus Xunoronus HEYECTH ] penku
HexkpoTHuen aHruyr |
(BACKYJINT, KOMKEH BACKY/IMT) peakh
OprocTaTHyna XunoTonus HEYECTH | HEYeCTH
TpomGosu | penxu
Pecniuparophu, Bponxur 4eCTH
TOpaKaitiy H Kamnua HEYECTH YecTH
MEJHACTHMHANHH Jucnnes PEAKH
HapyuieHns HurepcThunanta nHeBMoHKA penkH
PapuHrHT YECTH
Ilyamonapen enem pefku
PecnupaTopen nucTpec HEHECTH
Punut YeCTH
OcTep pecnupaTopen aucTpec
cunapom (OPAC) (Bx. Touka MHoro
4.4) peakH
CromMamHo- Kopemna 6onka HEYECTH ] YECTH YeCTH
YpEeBHH 3anek ] YecTH
HapyLeHNS Juapus HeYeCTM | uecTH 4yecTH
Jincnencus HEYECTH |  4ectH
JlpasHeHe Ha cToMaxa | YECTH
T'acTtpoenTepur |  uectH
Mereopusbm | 4eCTH
Tanene HEYECTH ] 4ECTH 9ECTH
Tankpeatut | e
MapanutuyeH wieyc ] k\ﬁﬁ@@_ﬁmﬁ;@:
B,
ToepbiiaHe HEUeCTH | :
Ulnpy-noao6ua enteponarys B
(BK. TOUKa 4.4)
Xenaro-6unuapun | OCTbp XONEUHCTHT




HapyleHH: KpaTendua (WHTpaxenarTanex
XOJECTATHYEH HKTEP) peaxH
c
ABTOMMYHEH XenaTuT HEW3BECTHA
4ECTOTA
Hapymenns Ha Anepruuyes nepmarur HEYecTH
KOXaTa u AsadunakTH4HA KOXKHA peu
MOAKOKHATA _peaxuus
ThKaH AHrHoeJem PEAKH peaKH
KoskHu peaxiyu, nogoGHu Ha peKH
Jy[yC epUTEMaTOaeC
Exzema HEYECTH
Epurema HEUECTH
Ek3zanTema HEYecTH
Peaxuun Ha HEYECTH
OTOYYBCTBHUTEIHOCT
I[IpypuTyc HeYecTH HEYECTH
Ilypnypa HEYECTH
O6pue HEYeCTH HEYECTH HEUYeCTH
PeakTuBHpaHe Ha KOXKeH aymyc penK
epuTeMaToIeC
ToxchyHa emuaepmania
peaxu
HEKPO/TH3a
Yprukapus peaxH HEYECTH HEUECTH
Hapywienns Ha Aprpanrus HE4eCTH
MYCKYITHO~ Aprpur 4eCTH
CKeNIETHaTa bonkh B repba HEYeCTH HECTH
cucTeMa U MyCKyJTHM ¢Ha3sMH HEYECTH peaky
CLCAMHHMTEIHATA | MyckynHa cnadocT _peaku
ThKaH Mmuanrus HEYeCTH HEYECTH
Bonka B kpaiiHvuuTte HEYECTH
napesu penKH
CkesieTHH GONKH 4ECTH
Hapyutenns Ha Octpa 656peyuna
6n6peunte 1 HEOCTATLYHOCT peaKH peaki
peLuTe e
NMHKOYHHATE Xemarypus HEeYecTH 4eCTH
METHENA HHTepcTHLUMAIHEH HEQpHT pelxH
bpOpeuHa HegoCTaTHYHOCT peAKH
BrbpeuHa aucdyHKLps __penkm
Hudexuud Ha NUKOUHHUTE
M THIA 4ecTH
Hapyuenus Ha
penpoxykrusHata EpextnHa auchyHKLus HEUECTH HEYeCTH
CHCTEMA H
rbpaata
O6w napywenns | Actenus YeCTH HEYECTH
H eheKkTH Ha Bonka B repauTe YEeCTH HecTH
MACTOTO Ha O7ok #a aHueTo HEYECTH
IIPUIIOKEHHE Ymopa YeCTH
Tpecka
Ipunonogofuu cuMToMu
Jleraprus
GH3IHYECKO HEPA3NOIOKEHHE _ penxu

Bonka




IepudepeH enem HEeCTH YECTH
Caaboct HEYeCTH
H3cnenpanus IMosuinaBaHe Ha a1AHHH HEYeCTH
Tpaucdepasara
INouiiasaHe Ha acnapTar HEYECTH
aMUHOTpaHchepaszara
[TosumaBaHe Ha Kanuuii B HEUYECTH
KPBBTA
[ToBuiapaHe Ha KpeaTHHMH B HEYECTH
peaku yecTH
KpPbBTA
[NoBumaBate HA KPeaTHHHH ecTH
tocoxHHAzaTA B KPLBTA
[MoBuiaBaHe Ha IVIKOKO3aTA B
HEYECTH
KPBbBTa
TNoHukaBane Ha XeMATOKPHT B —
KPbBTA P
INoHmxaBaHe Ha xeMornoOHHa
peaKH
B KDBBTA
TlosMiInaBaHe Ha JIMNHAKTE B HEYeCTH
KPBBTA
HouuxaBane Ha Kaninii B HEYeCTH
KpPBETa
[TosuinaBane Ha kanuii B HEYEeCTH
KPHBTA
IToBHiaBaHe Ha ypea B KPLBTA HEYeCTH YECTH YEeCTH
[NosnwiaBaHe Ha xapGamyaeH —
a30T B KPbBTA P
TToBHIIEHA NHKOYHA KHCEIMHA
peAKH
B KPBBTA
TlopuagaHe Ha rama
HEYeCTH
ryTamil TpaHcdepasa
INosuinaBaHe Ha
YECTH
YEPHOAPOOHHTE EH3HMH.

"HemenanomeH pak Ha Koxara: Bb3 0CHOBA Ha HAIHUHHTE JaHHH OT eMHIEMHONOTHUHY NPOYYBAHHA
¢ HabnoaaBaHa 3aBHCHMa OT KYMYJIATHBHATa 1033 BPB3Ka Mexkay XXT3 u HMPK (Bxk. Chlio Touku
44 u5.1).

? T1pe3 NocTMAPKETUHIOBUS NIEPHOJ, ce CHOGILABA 38 CTydau HA ABTOMMYHEH XETATUT C JIATeHTEH
NEPUOA OT HAKOITKO MECeLa 10 TONHHH, KOHUTO ¢a o6paTHMH CJIGA CIHPAHE HA MIPHEMA HA ONMECapTaH,

EAMEAYHH CTyyad Ha pabaoMHONU3a ca ChobmaBani No BpeMe ¢ NPHEMA HA AHTHOTEH3MH 11
peuentopHu Gnokepu. ITpHunHEO-cNeNCTBEHA BPb3Ka, 00aue, HE € YCTAHOBEHA.

Crofuiapane Ha NoAO3MPAHU HEXENAHH PEaKUHH
Cro0UIaBaHETO Ha NOIO3MPAHH HEXENAHH PeaKUHK Clie]l pa3pelliagade 3a ynorpeba Ha lekapcTBeHHs
NPOAYKT € BKHO. TOBa n03BOABA Aa NPOABLILKK HAOIIOAEHHETO HA CHOTHOLIEHHETO MOJI3a/PHCK 34
NeKapcTBeHus NpoAyKT. OT MEAULIMHCKUTE CMELMATMCTH Ce U3MCKBa 1a ChoOlIaBaT BCAKa
I0R03MPaHa HEXENana peakLHd upes
H3mbaHKTENHA arcHLXA N0 NeKapcTsara
ya. ,,JlamaH Fpyes™ Ne §

1303 Codus

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9 Ilpexosupane




Hama ¢neunduuna vudopmaLug 3a eexTHTe WIH NEUEHHETO NIPH NPEAO3HPaHE HA KOMOHHALMUTE
0aMecapTal MeROKCOMIN/ XuapoxnoporHasu,. TlauHeHTsT TpaGBa aa ce ciieau oTdaH30 U TCYEHHETO
Tpabra a 6bAe CMMITOMATHYHO U NOMABPKALLO. MEPKHTE 3aBHCAT OT BPEMETO Ha MPHEMAHETO H
TeXecTTa Ha cHMIToMHTE. [IpeanaraHuTe MepKH BKIIOYBAT NPEJM3BUKBAHE HA NOBPBHILAHE H/WIH
CTOMalIHA NPOMHBKA. AKTHBHHAT BBITIEH MOKE Ja ObJie noneseH npu NeYeHHETo Ha NPeJO3upaHe.
CepyMHHUTE €NIEKTPONUTH ¥ KPeaTHHHH TpsiGea na ObAAT NPOCTIEANBAHM M0-4eCTO, AKO ce NOABH
XMMOTOHMA, NauHeHTLT TPAGBRA Aa ObAe MOCTAREH B JIEMHANO NONOKEHHE M CMELNHO Aa GBAaT AafeHH
3aMECTHTENH Ha conTa U ofema.

Haii-BepodTHHTE IPOABH NPH Npe1031palie Ha OJIMECAPTAH MEJOKCOMMII Ce QUaKBa a Obaat
XUNOTOHUR i TAXMKAPAMA, MOXE J1a Ce NoABY W Opanuxapausa. [lpeaosupaHeTo ¢ XMAPOXAOPOTHAZHI
€ CBBP38HO ¢ HIYEPNBAHE HA EEKTPONUTH (XHIOKATTHEMHS, XHITOXIOPEMHUA) B NEXUAPATALINS, B
pe3yaTar ot npekoMepHa Axypesa. Hali-uecTnTe npu3nauy # CHMITOMH Ha NPENO3HPAHETo ¢a raaeHe
U CHHAKMBOCT. X MAIOKATHEMHATA MOKE 18 AOBEIE A0 MYCKYJIHH CNa3MH WHIH 112 NIPENU3BUKA
ChpACYHH aPHTMHH, CBBP3aHH C €IHOBPEMEHHATA YIoTpeta Ha AMIUTATHCOBH FIMKOZHAM HITM HIKOH
AHTHAPHTMHYHH NICKAPCTBEHH MPOYKTH.

Hsama HannuHa HHpopMauua anu olMecapTaH H XHAPOXJI0POTHA3HI MOTAT /1A C& OTCTPaHAT 4pes
anannza.

5. @®APMAKOJIOTHYHH CBOMCTBA

5.1 dapmakogAHAMHYHHM CBOHCTRA

({apmaxoTepaneBTHYEH Kiac: aHriotensuH Il aHrarondery u quyperdun, ATC xon: CO9DADS.

Mexaunibm Ha pelicTBne/@apMmakonHHAMPUEE edekTH

Ko-Onsxmectpa € koMOHHaLHA OT aHrHOTEH3HH 1] peuenTopeH aHTArOHKCT, OIMECAPTAH MEJOKCOMMIT
H THA3HAEH JHYPETHK, XHAPOXJI0poTHa3HA. KomMGHHAUMATA HA TE3H CHCTABKH MMa aHTHBEH
AHTHXHMIICPTEH3HBEH EKT, KATO (TOHWKABA APTEPHATHOTO HANATZHE B MO-TO/AMA CTENEH, OTKDIKOTO
BCEKH OT KOMIIOHEHTHTE 110- OTAENHO.

HozdpaneTo Bennsx JHeBHO Ha Ko-Onmnmectpa ocurypaea epexkTHBHO H MIABHO MOHHKABAHE HA
KPBBHOTO HanAraHe Hal 24-4acoBus K0308B MHTEPBAL.

QumecapTaH MEIOKCOMMI € NIEPOPANTHO AKTHBEH, CEJIEKTHREH aHTHoTeH3uH II penentopen (Tun AT))
aHTaroHUCT. AHrMOTEH3UH Il € raBHUAT Ba30aKTHBEH XOPMOH Ha PeHUH-AHTHOTEHIUH-
annoCTepOHOBATA CHCTEMA M HIPae BaXKHA PONA B MATOrECHE3aTa HA XMIEPTOHUATA.

EdekTute Ha aHrioTeH3uH 11 BKIIOUBAT BA30KOHCTPHKLIAS, CTHMYALMKS HA CHHTE3a H
0cpobOXKAABAHETO HA ANAOCTEPOH, CTHMYIIMPAHE HA ChpLETO U Ha GuOpeunaTa peabeopOuua Ha
HaTphi, OnMmecapTad 6710KUpa BA3OKOHCTPUKTOPHHS U anJOCTepOH-ceKpeTHpauua edekr Ha
aurvotensun I nocpencreom GBnokupaHe Ha CBbp3BaHETO My KbM peuenTopa Ha AT, B TbKaHuUTE,
BIJIOMMTENHO ChAOBATA INaka MyCKyAaTypa i HaabhOpeuHuTe sxutesn. JIeHCTRHETO Ha oNMecapTaH €
HE3aBHCHMO OT M3TOMHHKA HIH HAYMHA HA CUHTE3 Ha aHrMoTeH3HH Il. CefeKTUBHHAT aHTAMOHU3BEM HA
peuenTtopuTe Ha asrnotensut Il (AT]) oT onMecapTan BoaM 40 NOBKHLIARAHE HA IAA3MEHUTE HUBA Ha
PEHHHA H KOHUEHTpauuuTe Ha aHruoTeH3uH [ u I n u3BecTHO NOHIWKABAHE HA NJIA3MEHHTE
KOHLIEHTpaLHMH Ha ang0CTEpOHA.




E}lHOKpaTHOTO OHEBHO NO3HpaHe BOAM A0 CXOAHO [IOHHXABAHE Ha APTEPHATTHOTO HANATaAHEe KaKTO W
ABYKPATHOTC JHEBHO NO3HPAHE NMPH ¢1HA U ChLUA o0ta AHeBHa 1o3a.

Iph NpoABLDKATEIHO JedeHHe MAKCUMAIHOTO NOHWKABAHE HA apTepHATHO Hajrale ce ZocTHra 3a 8
CeNMHLM ClIe] 3aN0YBAHE HA TEUCHHETO, BHAPEKH Y€ 3HAYHTETHA YacT OT NOHWKABAIINA
apTepHAJIHOTO HangraHe edekT Beue ce HabmOAABA CNe 2-CeAMHUHO feyeHHe.

EdextsT Ha 01MecapTal MEAOKCOMAN BLPXY CMBPTHOCTTA M 3260/1€BAEMOCTTA € BCE OLUE HEHIBECTEH.

Pangomusnpano knnHukHe npoyusase { The Randomised Olmesartan and Diabetes Microalbuminuria
Prevention (ROADMAP, Pannomusupaue Ha onMecapraH u npeseHuHs Ha auaberna
MuKpoanSyMuHypua ) npu 4 447 naumedty ¢ auadeT Tun 11, HopMo-anGyMUHYPHS H NOHE eAUH
AOTbNHHTEACH CHPACYHO-CHIOB PUCKOB (hakTOp M3CKe/IBa AAH NeYEHEETO ¢ OnRMecapTad 6u Morio
na 3abapu nossata Ha MUKpoatOyMuHypus. [1o Bpeme Ha cpeanus nepyoa Ha npocnendraue ot 3,2
FOAMHY, MALHEHTHTE NOJTYYaBaT OIMECAPTAH MK nnauedo B JOMbIHEHHE KbM APYTH
AHTHXUMNECPTEHIHBHH NEKAPCTBA, C H3KTtoueHUe Ha ACE-"HXHONTOPH HAH aHIVOTEH3HE PELeNTOPHH
Gnokepu.

3a nppBHYHATA KPaHHa UeN NMPOYYBAHETO NOKA3BA 3HAUMTENHO HAMAABAHE Ha BPEMETO 32 NOFBa Ha
MHKPOIOYMHHYPHS B 110133 Ha oaMecapTaH. Cejl KOPEKLMA Ha PaTHKHTE B apTEPHATHOTO
Ha/IACaHe TOBA HAMANIABAHE HA PHCKA BEYS HE € CTATUCTUYECKH 3Ha4umo, 8,2% (178 ot 2160) or
NAUUEHTUTE OT rpynaTa Ha onmecaprad H 9,8% (210 or 2139) g nnauebo rpynara ca pazpunu
MMKpoanOyHypHS.

3a BTOpUYHMTE KPAHHH UENH, ChPACUHO-CHIOBY HIHICHTH Bh3HHKARAT pH 96 nauuenta {4,3% npu
onmecaprad u npu 94 mauuuera (4,2%) npy nrauebo. YecToraTa Ha ChPAEUHO-CHAOBA CMBPTHOCT €
110-BHCOKA MPH JEUYEHHMETO ¢ 0OAMECapTaH B cpaBHeHMe ¢ nuanebo (15 manidenra (0,7%) capamo 3
(0,1%) nauvinTa), BEIPEKH CXOIHHTE HIBA Ha Hedataned nucyar (14 naupnenTa (0,6%) cnpamo 8§
nauuenTa (0,4%)), nedaranen muokapaen uHpapkr (17 nauwnera (0,8%) cnpamo 26 nauuadra
(1,2%)) ¥ cMBPTHOCT, pank4Ha OT CBPAEYHO-ChaoBaTa (11 nauuenTa {0,5%) cnpamo 12 nauymenTa
(0,5%)). OBuwata cMBPTHOCT TIpH OIIMECAPTAH € YMCIIEHO yBenudena (26 naimenra (1,2%) cnpsimo 15
naugenTa (0,7%)), KOETO € CNiEACTBHE OCHOBHO OT NO-BUCOKUSA Opoit haTanHi CopaeHO-ChI0BH
UHLMOEHTH.

HNpoyusanero The Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic
Nephropathy Trial (ORIENT, Onmecapran HaManaBa HecToTara Ha TEPMMHANHATA CTENEH Ha
Ou0peuna Gonect npr Anaberna HedponaTha) Wicnensa eheKTUTE HA ONIMECAPTaH BHPXY ObOpedHnTe
¥ CHPIEYHO-CBAOBM KPAHK pesynTaTh NpH 577 paHaoMU3Hpady NadeHTH OT Snonua u Kuraii ¢
nuaber Tan I ¢ nasBena Hedponarus. [No Bpeme Ha cpeNHKA NEPHOA Ha Npochendsarie or 3,1 roaunm,
RAUHEHTUTE NONYYABAT MIIK ONIMECApTaH WK 1anedo B ZONBbIHEHHE KBM APYTH aHTHXHIEPTEH3HBHH
nekapeTsa, siunounTenno ¥ ACE-unxuburopu.

[Mspeuunata koMOHHHpaHa KpaiiHa uen (BpeMe JO TbPBHS Cliyyaii Ha YABHABAHE HA CepYMHMA
KpeaTuHKH, TEpMHHANHA cTener Ha OuOpeyHa Gonecr, 06wa cMBPTHOCT) ce Habmonaea npy 116
NANKEHTH B rpyTiaTa Ha onMecapraH (41,4%) v npn 129 panuenTy B rpynara Ha nnaune6o {45,4%)
(HR 0,97 (95% CI1 0,75 no 1,24); p=0,791). KomGuHupaHaTa BTOpHLHE CBPASHHO-CHROBA KpaiiHa Len
ce Hab:monapa npu 40 naumenTa, TeKyBaHu ¢ ovecaprad, (14,2%) v npu 53 nauueHTa, JeKyBaHy ¢
nnanebo (18,7%). Tazy xoMGHHMpana CLPAEYHO-CHA0BA KpaliHa LEN BKOYBA ChPACHHO-CBA0BA
emupT npu 10 (3,5%) nauventa, npueMand onmecaptad, capamo 3 (1,1%), nppuemanu nnanebo, obia
cembpTHOCT 19 (6,7%) cnipamo 20 (7,0%), nedaranen nucynt 8 (2,8%) cnpamo 11 (3,9%) u wedaraien
muoxapaen uHdapkr 3 (1,1%) cnpamo 7 (2,5%) ChoTBETHO.

XHAPOXNOPOTHAINS € THA3UIEH MHXHONTOP. MEXaHU3MBT HA AHTHXUNEPTEHIHBHO AeHCTBHE Ha
THA3HIHWTE AMYPETHUM HE € U3ACHEH HAIIbJIHO.

TwasuanTe noaaHABAT TyOy ITHMTE MeXaHu3Mi Ha GEOpenuTe 3a peaGeopOuus Ha enex
YBEJIMYABAT OTAENAHETO HA HATPUI W XNOPUAK B NPUOTHIUTEIHO EKBHBANGHTHH KO
Pe3yaTar Ha AHYPETHYHOTO AeHcTBME HAa XMAPOXIOPOTHAZML Ce HAManABa IJIa3Me
NOBAIABA C€ AXTHBHOCTTA HA TUTA3MEHHS PEHHH M CE MOBUIIABA CEKPELHITA HA &l ot‘




€AHOBPEMEHHOTO MPUIOKEHHE Ha aHrHoTeH3uN [l peuenTopeH AHTAFOHUCT HMA TEHACHUNA Aa
HaManu 3arybara va xaaui, CBbp3ana ¢ THasnAHUTe aMypeTii. [Ipu npunoxeune Ha
XUAPOXNOPOTHAZHA HAYAROTO Ha JHYPE3aTa HACTBIIBA CIIe/l OKONO 2 Yaca H MAKCHMANTHHAT eGeKT
HACTBIBA OKONO 4 Haca clien Npuema, a NeficTRHETO IPOALDKABA MpUGTH3HTeTHO 6-12 yaca.

EnuaeMuonornuinTe NnpoyuBaHKa ¢a NoKasanu, Y€ NpH IAbAraCpoHOTO TEYEHHE ¢
XHAPOXAOPOTHA3KWA MOHOTEPANHS C& HAMAIARAT PHCKA OT ChPASYHO-CHIOBATA CMBPTHOCT H
3a0oneeaeMoCT.

Kiiunvuta edriacHoCT H 6e30nacHOCT

KomGuHaUMATa Ha OIMECAPTAH MEAOKCOMMIT ¥ XUAPOXIOPOTHAZHA HME AAHTHBHO ASHCTBHE BBHPXY
NOHHKABAHE HA KPRBHOTO HANATAHE, KOSTO NPEBULIARA TOBA Ha OTAEIHUTE KOMIIOHCHTH.

Tpu oGobinenn nnaueGo-KOKTPONHPAHH NPOYHBaHHA, IPHIOKEHHETO HA kOMOUHAUMATA OTMecapTad
menokcomu/xuapoxitoporuazna 20 mg/12,5 mg u 20 mg/25 mg Boav Ko NOHMKABAHE Ha
CHCTOIHO/ZMACTONHO KPBBHOTO HaNATaHe ¢ MMHUMYMa oT 12/7 mmHg, u 16/9 mmHg,, choTseTHo B
cpaBHerye ¢ mianebo.

Bwpacrra U TONBT HE OKA3IBAT KJIMHHYHO 3HAYHM quCKT BBRPXY OTroBOpa OT NCHEHUETO ¢ ONMecapTaHd
MELOKCOMUII/XUAPOXIIOPOTHAZHA KOMOUHKPAHA Tepants.

[Tpunoxennero Ha 12,5 mg H 25 mg XUAPOXNOPOTHAIHI NPH NALKEHTH, KOHTO C4 HEAOCTATHEYHO
KOHTPOTHPEHH C MOHOTEPANHY C OIMECAPTAH MeAOKCOMUN 20 mg AaB0 AOMBAHUTENHO HOHMKABAHE
Ha 24-4aCoBOTO CHCTONHO/AHACTONKO APTEPHUANTHO HAIATAHE B CPABHEHHE C HIXOIHHTE CTOMHOCTH,
H3MEPEHH NPH AMOYNATOPHO MOHHTOPUPAHE HA APTepHATHOTO Hanarase ot 7/5 mmHg, n

12/7 mmHg, cbOTBETHO, B CPABHEHHE ¢ MOHOTEPANHA ¢ OIMecapTal MenoxcoMun. JonenunTennoro
NOHIKABAHE HA CPEAHHTE CTOHHOCTH HA CHCTOTHOTO/AMACTONTHO APTEPHANTHOTO HATATAHE B
CpaBHEHHKE ¢ HAYAIOTO, Ca H3MEPEHH YC0BHO, K ca 11/10 mmHg, u 16/11 mmHg, choteeTHO.

EdextusrocTra Ha KoMOMHHpAHATa Tepanis ¢ OMECapTaH MEAOKCOMILY XHAPOXIOPOTHA3HA Ce
A0AABPXA NPH NPOABLIKUTENHO (€AHa roanHa) tedesre, CIIHPAHETO Ha IEYEHHETO ¢ ONMecapTaH
MEJOKCOMMIL, CbC¢ WNA Ge3 CrbTeTRAlla TEPANHA ¢ XHAPOXAOPOTHAZK], He € 0Beno 1o peGayHn
XMIEPTOHHA.

Edextite Ha koMGHHaUpATa ¢ HHKCHPAHY 03K ONMECAPTAH MEAOKCOMHIT/XHAPOXIOPTHAZH] BLPXY
CMBPTHOCTTA M CBPASYHO-CHAORATA 3a00NEBAEMOCT 3aCera Ca HEH3BECTHH.

JBoiiHo Gnoxkupane Ha peHUH-aHrHOTeH3HH-aNR0CTepoHoBaTa cuctema (PAAC)
Jee ronemn pannoMu3upans xkouTpoarpans npoyysanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texymio rnofanHo usnursase 3a
KpaiiH{ TOYKH Ha TeIMHCAPTaH, CAMOCTOSTENHO W 8 KoMOuHaLiua ¢ pamMunpus) 4 VA NEPHRON-D
(KtMHHYHO NpOYYBaHe CRBP3AHO ¢ PA3BHTUE HA HeDPONATHA NpH AHaleT, TPOBEAEHO OT
MUHHCTEPCTBO N0 BLIPOCUTE HA BETEPAHUTE) — NPOYyUBAT ynoTpebara Ha koMOuHauMsTa ot ACE
HHXHGUTOp ¥ anroTeHs3kH [[-petiertopen Gnokep.

ONTARGET e npoyusane, NpoBeicHO fpH NALMEHTH C aHAMHE32 33 CHPAEHHO-CBA0BA KN
MO3BYHOCHAORA GOMMeCT, WK 3axapeH AHabeT THN 2, NPUAPYKEHK ¢ NAHHU 32 YBPEKIAHE Ha
edexropHu oprani. VA NEPHRON-D e npoyupane nipu nauueHT! Cue 3axapen quader tun 2 u
AuaberHa He@ponaTHa.

Teau MpoyysaHus He NOKA3BAT 3Ha4WM GnaronpusTeH edekT Bhpxy Gubpeutnre w/ni
CHAROBUTE NOCNEANLA ¥ CMBPTHOCT, KaTO ChlUeBpeMeHHO ca HalmoaagaHy noBYIE
XuNepKalHeMus, ocTpo yBpexaade Ha Gubpeurre v/ XUNOTONNS B CPAaBHEHRE
Karto ce umar npeeu cXoanuTe uM dapMaKkOAHHAMHYHY CBOWCTEA, TE3W Pe3ynT
u 33 npyrid ACE unxubutopu u anrdoresaun Il-peuentopun Gnokepu.

ACE unxuburopu 1 anryorensun II-penentophu 610kepu cnenopatento He Tpad
€IHOBPEMERHO NPpH NauMenTH ¢ 1nabetHa HedponaTug.




ALTITUDE (Knuun4HO poy4uBaHe NPOBEAEHO ¢ ATHCKUPEH NIPH NAaUMEHTH Che 3axapeH gxaler Tan
2 ¢ WANOJI3BAHE HA CHPREYHO-CHAOBH H OpOpeyHM 3a00naBaHMs KaTO KPAfHK TOUKH) € IPOYYBaHeE,
npenkasHabyeHo a HicaeARa non3ara oT A00aBAHETO Ha aNMCKUPEH KhM cTaugaprTHa tepanms ¢ ACE
HHXUOHTOP W anrkoTen3uH [[-penentopen Groxep Mpu NaUHEHTH CbC 3aXapeH auaber tvn 2 1
xpounqto 6u6peyno 3abonaBatie, CLPACHHO-CHAOBO 3a00nABaHe HIM M ABeTe. [TpoyuBaHeTo €
NPEKPATEHO NPEKICBPEMEHHO OPANH MOBHIUEH PHCK OT HEGAAronpuATHY nociaenuun. Kakro
ChPACYHO-CBAOBATA CMBPT, TAKA K HHCYJTHT Ca 110-HECTH B rPYNATA HA aTUCKMPEH, OTKOIKOTO B
rpynara Ha niaueo, a NpeacTaBiABAIIHTE HHTEPEC HEXKENAHH CHOMTHA W CEPHOINK HeXeTaHH
cuOMTHA (XHMepKaTHeMus, XHnoToHna h Gr0peyna guchyHKuys) ce chobuiasar Mo-4ecTo B rpynara
2 AJTMCKUPEH, OTKOIKOTO B FpynaTa Ha ruauedo.

HemenanoMeH pak Ha Koxara
B33 OCHOBa Ha HAJIMMHHMTE AHHM OT €MHAEMHOJIONHYHK TPOYYBanMs € HabnlonaBaHa 3aBUCHMA OT

KyMynaTHRHaTa 1034 BpLaka Mexay XXT3 u HMPK. Egno npoyyeane BKAKOUBA NOMYNALMA,
cbeToswa ce oT 71 533 cayyan Ha BKK # 8 629 cnyuan va CKK, w nonynauus ot choreerto | 430
833 v 172 462 nomxonsuiu koHTpons. Bacoxara ynorpeba Ha XX T3 (kymystatusso >50 000 mg) €
cebp3ana ¢ koparupad OR 1,29 (95% JIN: 1,23-1,35) 3a BKK w 3,98 (95% JIH: 3,68-4,31) 3a CKK.
HabniogasaHa e sicha Bpp3Ka KyMynaTHBHa 103a-0Trosop kaxto 3a BKK, Taka u 3a CKK. Jpyro
IPOYUBAHE NOKA3RA BE3IMOKHA BPB3KA Mew Ay paka Ha yoTudTe (CKK) 4 exciosuumsra na XXT3: za
633 cayuan Ha pak Ha YCTHUTE € noaSpana nornyaauud ot 63 067 NoAX0AANIH KOHTPOAY, KATO ce
M3MI0/13B3 CTPATErH 32 B3eMaHe Ha rpobu, onpeneieHa OT prcka. JIeMOHCTpHpaHa e Bpbu3Ka
KyMy/iaTUBHA 1033-0Trosop ¢ kopurupan OR 2,1 (95% JIM: 1,7-2,6), napacteaw no OR 3.9 (3,0-4,9)
3a Bucoka ynorpela (~ 25 000 mg) u OR 7,7 (5,7-10,5) 2a naii-Bucokara xymynarsussa g1o3a (~ 100
000 mg) (8. cbio Touka 4.4).

5.2 @apMakoknHeTHYHH CROHCTBA

AGcopfunn u pazupegeiecnue

Onmecaprad MeaoKCOMH:

Onamecaprad MeaokcoMHA e nponekapeteo. TIpu pe3opbupate OT racTpOHHTECTHHAHAR TPaKT BLp30
Cce pesphitia BbB (HApMaKOIOTHYHO aKTUBHHA METAbOMHT ONMECAPTAH OT eCTEPA3HTE B YPEBHATA
JIHraBaLa M B NOPTAJIHOTO KPbROOOPHLICHHE. B IIa3MATA HITH EKCKPETHTE HE CE OTKPHBA AKTUBHOCT
Ha HHTAKTEH OJIMECAPTAH MEOKCOMMI MM HHTAKTHH CTPRHHYRH BEPUrH Ha Menokcomun. Cpeanara
abcomoTHa OHOHANHUYHOCT Ha ONMecapTaH, pHaosier noa Gopmara Ha Tabnerku e 25,6 %.

CpenHara MKORa M1a3MeHa KOHUEHTPauns (Cuax) HA ONIMECAPTaH Ce JOCTHIA 8 PAMKHTE Ha 2 4aca
Clig/l (IRPOPATHO MPHACKEHHE HA OIMECAPTAH MEJOKCOMIWL, A NIAMEHHTE KOHUEHTPALMY Ha
oMecapTaH HapacTBaT NOUTH NHHEHHO C HaPACTBAIM SHOKPATHH NEepOpaniH 1034 10 oxono 80 mg.

Xpanara 0ka3pa MUHUMANEH edhekT BRPXY OHOHATHIHOCTTA HA OJIMECAPTAH W 3aTOBA ONIMECAPTaH
MENOKCOMMIT MOXKE 112 ce TipHnara ¢ Witk 6e3 xpaua.

He ce nabnrogaear kiiHHAYHO 3HAHHMH NOJOBO-3ABHCHMH PA3NUKU BbE apMakOKHUHETHKATa HA
OJIMECAPTAH.

OnmecapTan ce cpbp3Ra BLB BUCOKA CTENEH ¢ asmMernte Genrsun (99,7 %). Brnpekn ToBa,
Bb3MOMKHOCTTS 33 KIHHMYHO 3HAYHMH NEKAPCTBEHH B3aUMOICHCTBI HA ONIMECAPTaH ¢ APYIY
JICKapCTBa, CBLP3BALIM C& BbB BHCOKA CTENEH C M1a3MEHNTE SENTHUM, upe3 Uu3MEeCTBAHE O
CBBp3BaHe, € HUCKa. ToBa ce TOTBBMKAABA OT JIMNCATA HA KNYHMYHO-3HAUYMMH B3aHM
MEKIY ONMECAPTaH MEJOKCOMHN H Bapdaput. CRHP3BAHETO HA OJIMECAPTAH C KPbE
He3HaduTenHO. CpeanuaT obem Ha pasnpeneseHle Cnel MHTPABEHOIHO NPHAMKSH
(16-291).

XHAPOXJOPOTHAIH]




Crien Nepopanto IpHIOKEHHE HA OIMECAPTaH MEAOKCOMHI M XMAPOXIOPOTHAZHA B KoMOuHams,
CPEAHOTO BpeME HA THKOBHTE KOHLEHTPALMH HA XMAPOXNOpoTHa3Hs € ot 1,5 4o 2 uaca cnex npHema.
XugpoxnopoTuasui ce ¢BbDP3Ba C Iia3MeHuTe nporenHu 68% u uma obeM Ha pasnpeaenenne 0,83 -
1,14 Vkg.

Brotpaucgopmannn ¥ excKpenus

Qnmecapran MeIOKCOMMI

OBnkroseno obmuaT nnasmen kiMpeHe € 1,3 Vh (CV, 19 %) 4 e cpasuuTenHo MATLK B CPABHEHME ©
yepHoApobrua kpLBOTOK (0K0N0 90 I'h). Crex eanokparHo nepopanso npuaoxkenye Ha 6enssan ¢ C-
onmecapray Meokcomua, 10-16 % o paguoakTHBHOCTTA Ce OTKPHBA B ypKHaTa (MI0-rofgMaTa YacT b
pamxuTe Ha 24 Yaca OT IPWIOKEHHETO), 4 OCTATLKBT OT OTKPHTATA PANHOAKTHBHOCT Ce EKCKPETHPA
e beveca. HMalikn npeasua cHeTeMHaTa HAMYHOCT OT 23,6 %, MO3KE 14 C& 3AKTFOUH, Ye
abcopOupanusT onMecapTa ce eniuMHEpPa H upes Gnbpeuna exckpeums (oxono 40 %) u upes
xenaro-OuHapHa exckpeius (0koao 60 %), LianoTo konuuecTro panHOAKTHBHOCT €
uleHTuuumpano kato ojMecaprad. He ce oTkpuBa Apyr 3Hauum mMetafonut, EMTepoxenTaniuaT
MeTaboNH3LM HA O/IMECapTaH € MHRHMATEH. Thif KATO ro/sMO KOTHMECTBO ONMECapTaH ce
CKCKPETHPA Ype3 HUTbUKATA, NPUICIKEHHETO MY IPM NALIMEHTH ¢ SuinapHa ofcTpykiua e
NpoTUBOIOKa3aHO (BXK. 4.3).

TepMuHATHUAT elMMHHALHOHEH NOTYKMBOT Ha ONMecapTas sapupa Moxay 10 v 15 waca cnea
MHOrOKPATHO NIEPOPaJIHO J03pane. PaBHOBECHUTE CTALIMOHAPHH fUIA3MEHH KOHLUEHTPALMH Ce
AOCTHIAT Cle NBEPBHTE HAKOKO JO3M U cned {4 nHH MHOTOKpaTHO Ro3HpaHe He ce HabnonaBa
DOOLAHMTENHA aKyMyNauns. brOpeunusiT kinpsHe e okoio 0,5 - 0,7 Vh # e nezasucum ot fozara.

XuApoxnopoTHasua

XrApoxIOpoTHA3H He Ce MeTAGONH3UPA U Ce EKCKPETHPA NOYTH M3LIO B HeNpomeHena Gopma.
Tpubnmartenno 60% OT NepopanHo NPUICKEHATA 034 CE STHMHMHHPA B YPHHATA B PAMKHTE Ha 48
4aca. BrOpeunnaT KupsHe e okoo 250 - 300 ml/min. TepmusaanuaT NOYXHMBOT Ha
xugpoxnoporhasua e 10 — 15 yaca.

KOMﬁHHagHﬂTa Ha ONMECAPTaH MEAOKCOMM H XUIDOXNOPOTHAIU

CucTemMHaTa HAMUYHOCT HA XHAPOXJIOPOTHAIM/ C& HAMaNABa ¢ okono 20% npu eTHORPEMEHHO
NPHIIOKEBYE C ONMECAPTaH MEIOKCOMILL, HO TOBA JIEKO MOHMKEHHE HE € OT KIIMHHYHO 3HAYECHHE.
KuneTukara Ha o/IMecapTaH He ce NOBIHABA OT eJHOBPEMEHHOTO NPHIKSHUE Ha
XUIPOXIOPOTHAZHA. '

DapMAKOKHHETHKR HPH CHCNRPHYIENA TPYIIH

Hlaywenmu & cmapuecxa ev3pacm (wao 635 200unu):

Ipu xunepronnum, AUC na onMecapTal B PaBHOBECHO CHCTOAHHE CE YBEIHUABA ¢ OKONO 35 % npu
IAUHEHTH B CTapUecKa Bh3pacT (65-75 roaMHH) H ¢ OKONO 44 % Np# MHOrC BE3PACTHY NALHCHTH
(= 75 roannn), B CPAaBHEHYE C IIO-MIIANN MALHEHTH (BiK TouKa 4.2).

OrpanyuenyTe NaHHM NPEANONAraT, 4e CUCTEMHUAT IGIHPBHC Ha XHIPOXJIOPOTHASHA CE HAMANABA,
KaKTO fIPH 31PaBK TAKA W NPH XHICPTOHKYHY AUKEHTH B CTAPUECKa BL3PACT, B CPABHEHME ¢ MAAIH
34paBK A00pOBOIILIH.

EBvbpeuno yepeocoane:
{Ipn nauvenTy ¢ 6u0petna HenoctateuHocT, AUC Ha 0/IMecapTal Npy PaBHOBECHO CHCT
yBenuyasa ¢ 62 %, 82 % 1 179 % cboTBETHO NpH NAUMEHTH C JIEKO, YMEPEHO U TEXKK @&ﬁ%&é’ f?&ﬁq\
G0pena QyHKLUA, B CPABHEHHE CBC 3APABU KOHTponH (BX. 4.2, 4.4), ¢

BpemeTo Ha oy »KHBOT Ha XMIPOXJIOPOTHA3M]L CE YIBIDKABA NPY NALKEHTH ¢ Hapyl
hyHKUHA.



Heproopobro yepesicoane:

Cnea elHOKPATHO NEpPOpaTHO NPHICKEHHE HA ONMECAPTAH MPU NALKUEHTH C IEKO B0 YMEPEHO
Hapyuiesa uepnoapodHa yukunda, AUC na onmecaprad B paBHOBECHO CHCTOAHHE Ce YBeIHuaBa ¢

6 %, c0TBETHO 65 %, B CPABHEHNWE CBC CHOTBETHHTE 3/PABH KOHTPONM. 2 Haca Cle/ NPHIOKEHHE,
HECBBP3AHUAT OJIMECAPTAH PH 3APABH KOHTPOMH, IPH NAUHMEHTH C JJEKO HAPYILSHa 1 (IPH NAUUEHTH C
yMepeHO Hapyuena 4epHoapodHa dyHkiks ca cworsetHo 0,26 %, 0,34 % u 0,41 %. {lpd navumneHTd ©
ymepeHo Yephoapobxo yepexxnane, cpeatiata AUC Ha onMecapTtaH e cuiio ¢ 65% no-sucoka, B
CPABHEHHE CHC ChOTBETHHTE 34PaBy KOHTPoIH. CpeaunTte cToitHOCTH Ha ChaxCa CXOQHH NPH
NAMEHTH C YEPHOAPOOHO YBPENAAHE MIH TIPK 3APABH HHIAHBHAX. OMecapTas MEAOKCOMMA He ¢
NpOYYBAH NPH NALUUEHTH C TEKKO HapyLIEHa YePHOAPOOHA dyHKUMA (BXk. 4.2, 4.4).

YepHoapobHOTO YBPeXIaHe He OKA3BA IHAYHMO BAMAHHE BLPXY (PAPMAKOKHHETHKATE HA
XHIPOXIOPOTHAZUN,

JlekapeTBen B3RRMOAEHCTBAS

Koneceseaam, iexapcmeso, K0emo Cepp36a HCTuYHUNE KUCETUHY!

EnnoepeMenHoTo ripuioierne Ha 40 mg onMecapTad Menoxcomun 1 3750 mg konecenenam
XMIPOXAOPUA NIPH 30pasH Xopa € 10Beno xo 28% Hamanenue Ha Cuox # 39% Hamanenue ra AUC Ha
onamecapran. [To~-cnabu edextyt - 4% u 15% namanenue Ha Coax 1 AUC choTBeTHO, ca HabmloAaBaHH,
2KO OAMECAPTAH MEAOKCOMUI Ce MPKIard 4 Yaca NPead KOJIeCeBEIaM XUAPOXJIOpH,.
EAHMMHALHOHHNAT NOJYXKHUBOT Ha onMecapTad € 6un HaManeH ¢ 50 - 52%, He3aBMCUMO OT TOBA JHARH
Ce npuara eTHOBPEMEHHO WM 4 uaca Npeny KONEcesenaM XHAPOXNoph (Bk TouKa 4.5).

5.3 TIpeskauHEYHHE AHHH 32 De30MacHOCT

TokcHYHHAT NoTeHUHAT HAa KOMOHHANHATA onMecapTaH MegoKcoMuUun/ XHAPOXAOPOTHA3HA € OUCHEH
HipH TIpOy'1BaHuiA 38 TOKCHYHOCT C NMOBTAPALLS C& 0o3upade IO 1eCT Mecela NpH IbXoBe H KyHeTa.

Lo ce oTHacs A0 BCAKO €AHO OT OTACNHHATE BEWIECTRA H APYTHTE JTEXAPCTBEHM NPOYKTH OT TO3H
K/18C, OCHOBHHAT TOKCHKONOIMYEH NpulesieH oprad ca 0n6peunte. KomOnnauysTa Ha onmecapras
MEIOKCOMU/XHAPOXIOPOTHAZKT Npeln3bHiea DyHKUHOHANHE EBOpeuH MPOMeny (YReAHuaBaHe Ha
cepymHara ypes u Ha cepyMHHsA Kpearuuun). Bucokd nozu npuynnasar yBynHa gerenepauua u
perexepauya Ha ObOpennTe Ha ILTBXOBE H KYYETa, BEPOATHO upe3 npoMaxa B 6pbpeunata
XeMoauHamuka (HamaneHa On0petHa nephysus B pesynTat oT XUNIOTOHHA ¢ TyOY/IHa XHIOKCHS M
TyOy.IHa ferenepating Ha knetkute). B nomsnnenne xoMGuHALNATA ofMecapTad
MEROKCOMM/XUAPOXJIOPOTHAZN MPEAR3BUKBA HAMABAHE HA TAPAMETPUTE HA YEPBEHHTE KPBBHH
KNeTKH (EpUTPOLIMTH, XeMOTIOGHH M XeMATOKPHT) H HaManABaHe Ha TEIVIOTO Ha ChPLETO MPH
MILXO0BE.

Tesu edextn cuito ca Guny Habmonasany v 3a npyryu AT, peuentopud antaronucty u ACE-
HHXUOUTOPY U Te W3rneRaa ca HHnl npuyurHenn o7 GapMaKOTOrHYHOTO AeHCTBHE HA BUCOKH 103K Ha
ONMecapTaH MEJOKCOMHIT H H3MJIeKAA 13 HE € CBHP3aHH C XOPaTa B PAMKHTE HA NPENOpbUBAHHTE
TEPANEBTHYHY 03U,

HpquBaHuaTa 33 TEHOTOKCHYHOCT, KOUTO H3NOA3BAT KOMGHHANMITA ONMECAPTAH MEJOKCOMMIT H
XHAPOXNOPOTHA3KA, KAKTO ¥ NPH OTAETHUTE KOMIIOHCHTH HE Ca NOKa3aliM HHKAKBH NpK3Hauy Ha
KIHHUYHO 3HadYHMa FreHOTOKCHUYHA AKTHUBHOCT,

Kanueporennuat notenuuan Ha KOMOMHAUMATA HA OAMECAPTaH MEJOKCOMUIT U XHAPO,
€ M3CAENRAHA, THH KATO HAMA JOKA3ATENCTBA 32 KaHUEPOreHHY eeKTY HA SBATA OT,
KOMIIOHEHTA B YCIIOBHMATA HA KIHHH4HA yitoTpeda.




(heTanHo TeNECHO TEr 10, Mpu fiCyeHHE ¢ KOMGHHALHATA O/IMECAPTAH MEIOKCOMHUII/XHAPOXIOPOTHA3HUA
1o Bpeme Ha OpemenHocTTa (BiK. TOUKH 4.3, 4.6).

6. PAPMANEBTHYMHHA JAHHH
6.1 CnacbK H3 TOMOUIRHTE BEMECTEA
Hopo na mabiaemrama

MHuKpoKpHCTaTHa UeNY1033

MarHdesHes creapar (E470b)
YacTuuro 3aMecTeHa XHIPOKCHIIPONUALIENYN03a

DPuamMogs noKpumue

Twranor auoxcun (E171)

Tank (E553b)

HMoan(BHRIAOR an1KOXON) — YACTHUHO XHAPOAHIHPAH
Maxporon 3000

6.2 HechBMeCTEMOCTH

Henpunoxxnmo

6.3 Cpok na roasocr

3 ropuHn

6.4 ChnelHANHH YCI0BHSA KA CEXPAHECHRAE

Jla ce chbXpaHasa B OPUrHHATHATA ONaKOBKa, 32 A2 Ce NPENAasy OT Biara.
6.5 Bua v chabpRaHue HA ON2KOBKATA

Bauctepu (OPA/AVPVC ¢ornino, Al donuo): 14, 28, 30, 56, 60, 84, 90, 98 1 100 Gurmupann
TabNeTKH B KAPTOHEHA KYTHA.

He BcHuku BHIOBE OMAKOBKH MOraT na $bAaT rmycHaTv Ha nazapa.

6.6 CpeuuajaHu GpexnaHu MEPKH NPH HIXRLPIAHE

Hama croetpanizid #3HCKBaHKA.

Bewdkd Hen3non3sank NPOOYKTY MW OTNIANHH MATEPUATH TPAOBA A8 C& YHHLIONKABAT CLINACHO
MECTHHUTE HIHCKBAHMS,

7.  HPHTEXATEJ HA PAIPEHIEHHUETO 3A YIIOTPEBA

KRKA d. d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, Ciosesus

8. HOMEP(A) HA PASPEIIEHHMETO 3A YIIOTPEBA

Ko-Omamecrpa 20 mg/12,5 mg duinmupansu rabaerka ~Per Ne 20120427
Ko-Onumectpa 20 mg/25 mg dunmupanu rabaetku—Per Ne 20120426




9. JIATA HA ITBPBO PA3PEIITABAHE/IMTIOJITHOBSAABAHE HA PAPEHIEHUETO 3A
YINOTPEBA

Jara Ha nbpBo pazpewarane: 23.08.2012
Jara Ha nocsieaHo nogHosasane: 15.05.2017

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA

02 HOun 2022




