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KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



1. WUME HA JIEKAPCTBEHUS TIPOAYKT | A D42 Y2/

Ko-Onumectpa 20 mg/12.5 mg ¢puamupanu tabnerku

Ko-Onumectpa 20 mg/25 mg punmupanu tabnerku é 246/ - A 01 -07- 2025

Co-Olimestra 20 mg/12.5 mg film-coated tablets
Co-Olimestra 20 mg/25 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Ko-Onumectpa 20 mg/12.5 mg ¢puamupanu tabieTku

Beska ¢duamupana tabaerka cbabpxka 20 mg oamecapraH MeAOKCOMUI (olmesartan medoxomil) w
12.5 mg xuapoxuoporuasua (hydrochlorothiazide).

Bm@unmpmmmﬁ.tmm WZO mg MeaoKcoMun (olmesartan medoxomil) w
25 mg xuapoxnopotHasua (hydrochlorothiazide).

3a 1NbJIHUA CINUCHK HA NMOMOILLIHKUTE BELIECTBA, BUKTE TOUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

duamupana Tabaerka

20 mg/12,5 mg duamupanmn TadbnetTku ca: 0eamn 10 NnoyTH OeHn, KPbIlH, 1BOHHOW3MbKHAIIH

¢uamupanu Tabnerku, ¢ penedro odosznayenne Cl ot eanara crpana Ha tabsierkara, ¢ AHaMETbp
9 mm. . '
20 mg/25 mg puammpany TabneTku ca: MQWMW: SOHHOM3ITHKHa

4. KIUHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKAZAHHHA

JleyeHne Ha eCeHLHAJIHA XHITIEPTOHHSL.

KomOunauuure ¢ ¢pukcupana no3a Ko-Onumectpa 20 mg/12,5 mg v 20 mg/25 mg ca noka3aHH npH
MNaLUKMEHTH, YHETO APTEPHAIHO HAJIATAHE HE CE KOHTPOJIMPA aJleKBaTHO IPH MOHOTEpAINHs C
OJIMECApTaH MEJ0KCOMMII.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

Bu3pacTan

Ko-OnumecTpa He € npeHa3HayeH 3a HayajlHa Tepanus, a ce rnpuJjara rnpv nauuMeHTH, YHETO KPbBHO
HaJIiraHe He ce KOHTPOJIMpa a/leKBaTHO caMo ¢ 20 mg oamMecapTaH Me10kcoMu. K
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npujiara BeJHbXK AHEBHO, C WK Oe3 XpaHa.

KoraTo € yMeCcTHO OT KJIMHHYHA rJIeJHa TOUYKA, MOXKE /1a ce 00CH/H AMPEKTHA NPO H@ﬁn": *13&-*’ b\ "i
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MoHoTepanus ¢ 20 mg oamecapraH MEAOKCOMMUI KbM (PUKCHpaHa KOMOMHALMA, K cgijagﬁg\ ,L? 15

pe/iBH/1, Y€ AHTHXHINEPTEH3UBHHUAT ePEKT Ha OJIMEcapTaH MEI0KCOMMI 10CTHIa >




cnej okono 8 ceaAMHLIM caea 3ano4YBaHe Ha TepanvaTa (BK. Touka 5.1). [Ipenopbusa ce TUTpUpaHe Ha
J03aTa Ha OTAE/IHUTE KOMITOHEHTH.

20 mg onMecapTaH MEAOKCOMHUA/ 12,5 mg XHAPOXIOPOTHA3HA MOXKE [1a C€ NPUAara fp NaurdeHTH,
YHETO KPbBHO HAJISraHe HE CE KOHTPOJIMpa aAeKBaTHO OT MOHOTepanua ¢ 20 mg onmecapraH
MEAOKCOMMJL.

20 mg onMecapTaH MEAOKCOMHN/2S mg XHAPOXNOPOTHASH] MOXKE 1a Ce NpUnara fipH NauHeHTH,
YHETO KPbBHO HANIAraHE HE C€ KOHTpoAHpa adexBaTHO oT 20 mg onMecapTaH MeJokcomMun/ 12,5 mg
XHAPOXJIOPOTHA3UA.

Crapuecka BbIpacT (Ha BbIpacT 65 WK noBede roJHHR)

an NAUMCHTH B CTAPYCCKA Bb3PACT CC NpENopbyBa €4HAa K Chlla N03a 0T KOMGHH&HHHT&, KakTO MNpH
Bb3PACTHH.

bnOpeuno yspexaane

Koraro Ko-OnumecTtpa ce H3NoN3Ba NpH NaLMEHTH C 1eKO A0 yMepeHO Op0peuHo yBpexaaHe
(kpeaTHHHHOB KJIHpBHC 30 - 60 mi/min) ce npenopbusa nepHoauntieH MOHHTOPHHI Ha O1LOpeuHaTa
bynkuma (Bx. Touka 4.4). Ko-OnumecTpa € NnpoTHBONOKA3aH NMPH NMAUKHEHTH ¢ TEXKO ObOpeuHo
yBpexaaHe {KpeaTHHHHOB KIHpbHC <30 ml/min) (81x pazaen 4.3).

Yeproapobuo yBpexaane

Ko-OnumMecTpa Tpsabea aa ce H3M0a3Ba C NOBULIECHO BHHMAHHE NPH NMaLIHEHTH C IEKO A0 YMEPEHO
yepHOAPOOHO yBpexaaHe (Bx. ToukH 4.4, 5.2). [1py nauneHT™ ¢ yMepeHO 4epHOaApoOHO yBpekKAaKeE,
ce npenopbuBa MbpBOHavYanHa 103a ot 10 mg onMecapTaH MEAOKCOMHI €1HOKPATHO AHEBHO, KaToO
MaKCHMMaliHaTa n02a He Tpadea na Haasuiaea 20 mg BeaHBX AHEBHO. [IpenopbuBa c€ CTPUKTHO
NpocieASBaHe HA KPBBHOTO HanAraHe W ObOpeyHaTa GyHKUHA NP NALMEHTH ¢ Y€PHOAPOOHO
YyBpeXKIaHe, KOUTO MNOJy4YaBaT AMYPETHLM W/UNH APYTH AHTHXHUNEPTEH3UBHH nekapcTea. Hama onut
OT NPWIOKEHUETO HA ONIMECAPTAH MEIOKCOMMI NPH MALUMEHTH € TEKKO YePHOAPOOHO yBpeKaaHe.

Ko-Onumectpa He TpaOBa Aa ce H3NON3Ba NPH NALKMEHTH € TEXKO YepBoaApoOHO yBpexKaaHe (BxX.
TOUKH 4.3, 5.2), xonecra3a v xn1byHa oOCTpykLHa (BX. TOUka 4.3).

[leduampuuna nonynrayus

be3zonacHocTTa K edrkacHocTTa Ha Ko-OnumecTtpa npH aAeua v ioHoWH noa 18 roamHu He e
yctaHoBeHa. Hama Ha pa3snonoxeHHWe HanvM4HH AaHHM.

HaunH Ha npunoxeHHe
Tabnerkara TpadOsa Aa ce norabliia ¢ AOCTATHYHO KOJWYECTBO TEHHOCT (HANp. eAHa Yalua Boja).
Tabnerkara He TpaOBa 1a ce ObBYE K TpAOBa Aa ce B3EMa MO €HO H ChLl0 BPEME BCEKH €EH.

4.3 IlporuBonoxa3zaHHs

CBpbXYYBCTBHTENHOCT KbM aKTHUBHHTE BELIECTBA, KbM HAKOE OT NOMOLIHUTE Bel(eCTBa (BXK. TOYKA
6.1) 1M KbM APYrH BELLECTBA, IPON3BOAHH Ha CyNPoHAMHUANTE (ThiH KATO XMAPOXNOPOTHA3UA €
NIeKapCTBEH NMPOXYKT CYJPOHAMUIHO NPOU3BOLHO).

Texko 6uOpeuHo yspexane (kpeaTHHHHOB KanpbHC <30 ml/min).

PedpakTopHa XHNOKANTUEMHA, XHNEPKAILHEMHSA, XHIIOHATPHEMHSA H CHMNTOMATHYH
XHNEPY PHKEMHA.




Texko yeproapoOHO yBpexaaHe, xonectasa 4 OunnapHa o0CTpyKUHA.
Bropu v TpeTH TpuMecTLp Ha OpeMeHHOCTTA (BXK. TOUKH 4.4 U 4.6).

EnnospemenHara ynorpeba Ha Ko-OnumecTpa ¢ alMCKHpeH-ChbAbPXKALEH NPOAYKTH €
NPOTHBONOKAa3aHa NPH NaUHEHTH ChC 3axapeH aualer unu OwbpeuHo yepexaane (GFR <
60 ml/min/1,73 m2) (Bx. Toukn 4.5 n 5.1).

4.4 ChnennanHsd npexynpeiAeHHS H NPEANA3IHAE HEPKH NpH ynorTpeda

Bbrpecnhaos obemen ULUHT

[Ipu naumneHTK ¢ 0O6eMEeH WK coneBy AedULIMT NOPAdH ArpecHBHA IWYPETHUYHA Tepanus, 6eaHa Ha
COJ1 JWETA, AMAPUS WK MOBPBLUIAHE MOXE Ja HACTBIM CHMATOMATHYHA XHNOTOHHA, 0cobeHO cnen
nbpBaTa 403a. Te3n cbeToAHUA TpAOBa Aa 6bAAT KOPUTHPAHH MPEAY NMPUIIOKEHUETO Ha
KOMOUMHALMATA OIMECAPTAH MEAOKCOMMIL/ XHAPOXNOPOTHABH.

Ipyrn cbCTOAHNA, AKTUBUPALLH PEHHH-AHTHOTEH3HH-ANAOCTEPOHOBATA CUCTEMA

[lpy naunMeHTH, NPH KOMTO CHAOBHUAT TOHYC K ObOpeuHaTa GyHKUMA 3aBUCAT rNABHO OT AKTHBHOCTTA
H2 PEHHH-AHMTHOTEH3HH-AIA0CTEPOHOBATA CHCTEMA (HAND. MPH TEXKKA 3aCTOIHA CbpacyHa
HEAOCTATBYHOCT WK NpUApPYxkasamo 66peyHo 3abonsarane, BKIIOYHTENHO cTeHO3a Ha ObOpeyHa
apTepHA), JIEYEHHETO C APYrd NEKAPCTBEHH NPOAYKTH, NOBNKABALUM Ta3H CHCTEMA, BOAH A0 OCTpa
XHMOTOHHSA, A30TEMHA, OJIMFOYPHA WIH, pAaKo, ocTpa 6bOpetHa HeaOoCTaThbUYHOCT.

PeHoBacky/apHa XHNEPTOHHUA
[py naumeHTH ¢ OMnarepanHa cTeHo3a Ha HLOPEUHUTE apTEPHH MK CBC CTEHO3a Ha OLOpeuHaTa

apTepus NpH eAMHCTBEH QyHKUMOHUpal 6BOpeK, NPUIIOKEHHETO HA NEKapCTBa, NMOBJIMABALIH PEHHH-
AHTHOTEH3UH-A1IA0CTEPOHOBATA CHCTEMA, MOXE 1A AOBEAE A0 MOBHLIEH PHCK OT TEXKKA XHIMIOTOHUA U
ObOpevHa HeaOCTaTBYHOCT.

brbpeuto yepexaaHe uiv 6u6peuHa TpaHcnaaHTalHs

He ce npenopbuBa NpHIOKEHHETO HA KOMOHHAUHMATA OJIMECAPTAaH MEAOKCOMH/XHIPOXJIOPOTHA3HA
NpH NaLMEHTH ¢ Texxko 6BOpeuHo yBpexaane (KpeaTUHHHOB KAYWpbHE < 30 ml/min) (Bx. 4.3).

He ce Hanara kopeKLHa Ha A03aTa NPH NMALMEHTH C JIeKa 10 yMepeHa ObOpeuHa HeJ0CTaTbYHOCT
(kpeaTuHHHOB KaupbHe € > 30 ml/min, <60 ml/min). Bvapeku ToBa, Npy TaKHBa NaLUEHTH
koMOHHaUHATa oMecapTaH MeAOKCOMHII/XHAPOXNOpOTHa3H] TpabBa na ce npwiara ¢ MNOBHILIEHO
BHHMAHHE U C€ NPENnopbHBa NMEPHOAHYHO NPOC/IEAABAHE HA CEPYMHHR KATHH, KPEaTHHHH H
CTOHHOCTHTE Ha MUKOYHATA KHCEIHHA. A30TEMHA, CBBP3aHa ¢ MPHEMA HAa THA3UAHH OJHYPETHLH MOXE
72 Bb3HHKHE NPH MaLHKEHTH ¢ HapyuwieHa 60peuHa dyHKUUA. AKO € Ha AULe NPOrpecHBHO 61vOpeuHo
yBpexaaHe, HeobxoauMa € BHUMAaTEHa NpeoLeHKa Ha IEYEHUETO, KATO OCHOBHO Tpabea na ce
OOMMUC/IH NPEKBLCBAHE HA IEYEHHETO C AUYpeTULUM. HaMa ONUT OT NPHNOKEHHETO Ha KOMOKUHaLUATa
OJIMECAPTAH MEIOKCOMMII/XHAPOXJIOPOTHA3HI MNPH NALUMEHTH C HACKOPO H3BbLPLIEHA TPAHCILUIaHTALIMA.

HMHTecTUHANEH aHrHOEAEM

3a UHTECTHHAIEH aHrHOEAEM Ce chOoOLIaBa NPH NALIMEHTH, IEKYBAHU ¢ aHTMOTEH3HH [l peuenropHH
AHTArOHUCTH, BKJIKOYUTENHO ONMecapTal MEIOKCOMHUN (BXK. Touka 4.8). Te3n naumeHTH umar
KopeMHa 0oJika, ragcHe, NOBpbLIAHE U aWapua. CHMITOMHTE OTIWYMABAT CNE/ NMPeyCTaHOBsABaHE Ha
aHruoTeH3uH [l peuenTopHHTE AHTArOHHCTH. AKO C€ JHATHOCTHLMPA HHTECTHHANEH aHrHOeAeM,
NEYEHHETO ¢ ONMECAPTAH MEAOKCOMMWIL/XHAPOXNOPOTHA3HA TPAOGRA Aa C€ NPECYCTAHOBH H 1A C€
3ano4YHe NOAXOARLO0 HabNAeHHE N0 MHJIHOTO OTIWYMABAHE HA CHMITTOMHTE.

YepHoapoOHO vB aHe
KbM MOMeHTa HAMA OITHT OT NPHJIOXKEHHETO Ha OJIMecapTaH MEAOKCOMMIT NMPH NauucHs? m_m

yepHoapobHo yBpexaane. OCBEH TOBA, MAIKH MPOMEHH BbB BOAHO-€JIEKTPOIHTH //- giaie ospéve
Y

Ha JIEYEHHETO C THA3HOX MOTraT [a NMpean3BUKAT YepHOApOoOHa KoMa nipH nauHeHyA SHADY MR ~.
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Ha KOMOWHaLMHK 0aMecapTaH MEAOKCOMMII/XHIPOXJIOPOTHA3HI NPU NALIMEHTH € TEXKO YepHOAPOGHO
yBpexaHe, xo/iecTa3a v OuanapHa oOCTpyKLMS € NPOTHBOMOKa3aKo (BXK. ToUkH 4.3, 5.2).

CreHo3a Ha aOpTHaTa WIH MHTpanHaTa Kjiana, o6CcTpykTHBHA XHNEPTPOPHIHA KAPDAHOMHONIATHA
[MogoOHO Ha apyrH Ba30AMIATATOPH € HEOOXOAUMO BHHMaHHE NPy NALMEHTH CLC CTEHO3a Ha

a0OpTHATA UM MUTPATHATA KN1ana, KakToO H ¢ 00CTPYKTHBHA XUNepTpodHUHA KAPAHOMHONATHA.

[IbpBHYEH XHIIEPANAOCTEPOHHIBM

[TauneHTHTE ¢ MbPBHYEH XHINIEPATAOCTEPOHHIBM MO NPHHLIKI HE OTTOBAPAT HA JIEUEHHE C
AHTHXUIEPTEH3WBHH IEKAPCTBA, AEHCTBALWH Ype3 HHXHOUpaHe Ha peHHH-AHTHOTEH3HH
aNzocTepoHoBaTa cucTeMa. ETo 32110 NpH Te3H MaLMEHTH He ce MPenopbuBa NPUIOKEHHETO HA
o/iMecapTaH MEJOKCOMHA.

MeTabonuTHH H €HAOKPHHHH edeKkTH

JleyeHneTo ¢ THA3MAKM MOXKE Aa HAPYLIHK TTIKOKO3HKMA TonepaHc. [1pH naunenTy ¢ anaber Moxe na ce
HANOXKH KOpPEKLIMA Ha 103aTa HA HHCYJIMHA WK NepopanHUTE aHTHAHA0ETHH NekapcTBa (BHXK TOUKa
4.5). [1o BpeMe Ha TeYEHHETO C THA3UAM MOXE Aa C€ NPOABH NATEHTEH 3axapeH Axaber.

[ToBuiLaBaHeTO HA HMBATA HA XOAECTEPOIa K TPHITHUEPHAHTC Ca HEXKCIAHH JIEKAPCTBEHH PCAKLIHH,
34 KOHTO € U3BCCTHO, H€ Ca CBDbP3aHH C TCpANHA C THA3ZHWIECH NHYPETHK.

Moske na Bb3HHKHE XHNEPYPHKEMHUA N MOKe Aa ce o6ocTpH noaarpa Npu HAKOM NALMEHTH B
pe3ynTaT OT JIEUEHHETO C THA3HH.

Enexrpoaured aucbanaxc

KakTo npu BcEexH nauMeHT, rnostyyasalll AMypeTHYHa Tepanusg, Tpabsa aa ce W3BbpLIBA NEPHOAHUYHO
ONpeAe/itHE Ha CEPYMHHTE €/IeKTPOIHTH Npe3 NMOAXOAAILH HHTEPBAIH.

THasnauTe, BKIIOYUTENTHO XHAPOXIOPOTHA3KA, MOFaT Ja NpeAH3BHKaT AncOanaHc Ha TEUHOCTHTE MIH
eNeKTPONUTHTE (XHNEPKANLEMHA, XHNOKANEMHS, XHITOHATPHEMHSA, XHNIOMarHe3HeMusa
XHMOXJIOPEMHYHA ankano3a).

[IpenynpeauTenHUTE NPHU3HALIM HA 3aJPbKKA HA TEYHOCTH WM ENEKTPOAHTEH AucBanaHe ca cyxora B
ycTarTa, Xakaa, cnabocT, neraprus, CbHIHBOCT, 6€3N0KOHCTBO, MYCKYJTHH O0KH AW KPaMIH,
MYCKYJTHA YMOPpa, XHNOTOHHS, OJIUTYPHA, TAXHKApPAHA U CTOMALIHO-YPEBHHN CMYLUEHHUS KATO rajeHe
WIH noBpbLUaHe (Bx. Touxa 4.8) .

PHCKDBT OT XHIIOKANHEMUA € HAN-TONAM NPU MALMEHTH ¢ LIMpO3a Ha YepHHs ApoO, NpHU NALMEHTH, ¢
YCHJICHA TMYpPE3a, NPH NauMeHTH, KOUTO NOTy4YaBaT HEAIEKBATEH NEPOPAICH NPHEM Ha EJIEKTPOSIUTH
U MPH NALUHEHTH, JICKYBAHH €IHOBPEMEHHO ¢ KopTHKocTepouan mian AKTX (Bux pa3saen 4.3).
O6partHo, nopann aHTaroHW3sM Ha aHrHoTeH3nH-11 peuenropure (AT 1) upes chbeTaBkaTa oMecapTaH
MEOKCOMHMJ OT KOMOMHALIHATE ONMEcapTaH MEAOKCOMMKIN/XHAPOXIOPOTHAZUA MOXKE [1a Bb3HHKHE
XHMepKatHeMus, ocobeHo npy Hann4yueTo Ha 6BOpeyHO yBpekaaHe W HAH ChpAevHa HEAOCTAaTbYHOCT
H 3axapeH auaber. [IpenopbuBa ce agekBaTHO NPOCAEAABAHE HA CEPYMHHUSA KANHA NPU NALKHEHTH C
puck. Kanui-chxpaHssaliy qHypeTHUM, KaTHEBH JODaBKH HIIH KATHH-ChIbPXKALUK 3aMECTHTEIH Ha
COJITA K APYTH JICKAPCTBEHH MPOAYKTH, KOUTO MOraT Ja NMOBKLLAT CEPYMHHTE HHBA HA Kanu#d (Hanp.
xemnapuH), TpaOBa na ce npunarar ¢ NOBHLIEHO BHUMaHHE €1HOBPEMEHHO C OJIMEcapTaH
MENOKCOMUN/XHAPOXNOPOTUA3UA (BXK. TOUKa 4.5).

Hsama nokasarencTBa, 4e 0OJIMECApTaH MEJOKCOMMH MOXeE a HAMATH WK NpeaoTBpaTH
XHNOHATPHEMHATA, HHAYUKPAHA OT AWypeTHuMTE. JleDHUHTBT Ha XNTOp OOMKHOBEHO € NeK K
OOHMKHOBEHO HE H3IHCKBA JiIeueHHe.

TwuaznonTe MOraT Ja NOHWXAT EKCKPEUMATA Ha KAJIUKWA ¢ YpYHaTa M 14 Npeax3BHKa
NeKO NMOBHUILEHHE HA CEPYMHHSA KA NPH OTCHCTBUETO HA M3BECTHH HAapYLLEHHA
meTabonuszbM. XHnepkanudeMHaTa Moxe 1a Obae Q0KA3aTE/NCTBO 33 CKPUT XHNep



Twazuante Tpsabpa ra ObaaT NpeycTaHOBEHHU Mpeau NPOBEKAAHETO HA TECTOBETE 3
napalHTOBHAHATA PYHKLIUA.

TuasuauTe ca noKasanu, ye YBC/IHUABAT YPHHHATZ CKCKPELIHA Ha MarHe3uM, KoeTo MoXe 1a AoBeae
2O XHNNOMarHc3ncMui.

IIHJ'I}’U.HOHH& XUNOHATPHECMHA MOXKE 14 Bb3IHHKHE TNIPH €1€MATO3HH NAUHEHTH B FOPELLC BpEME.

Jlarui

[MogobHO Ha aApyru kOMOMHALMK HA AHrHOTEH3HH-]]-peLeNTOPHN AHTArOHHUCTH H XHAPOXJIOPOTHA3HUA,
HE CE€ NPENOpbYBa €AHOBPEMEHHOTO NPHAOKEHHE HA ONIMecapTaH MEAOKCOMWI/ XHAPOXIOPOTHA3HA C
TATHA (Bx. pasgen 4.5).

Liinpy-noaobHa eHreponarus

B mHoro peaku cnyuau ce choOLLaBa 32 TeXKa, XPOHHYHA AHAPHUA CbC 3HAYUTENHA 3ary0a Ha Terno
NpH NaUMEHTH, TIPHEMALLLH ONIMECAPTAH HAKOJIKO Mecella 0 FOAHHU CAEA 3aMOUBAHE Ha NIEUYEHHUETO,
BEPOATHO MPHYHHEHA OT JIOKATHU3HPaHA PeakilMsd Ha CBPbLXUYYBCTBUTEIHOCT OT 3abaBeH THn. YUpeBHuTe
OMONCHKU HA NALMEHTUTE HECTO NOKA3BaT BIWIO3HA aTpodus. AKO NpH NALKEHT CE MOABAT TE3H
CHMIITOMH NO BpEME Ha JIEYEHHETO C OaMecapTaH, TpAOBa aa ce W3KIoun apyra etHonorus. Tpabsa
Ja ce UMa NpeABHI NPEKBLCBAHE Ha NpHEMa Ha OJIMecapTaH MEJOKCOMMI B CNTyYaH, NPH KOMTO HE €
YCTAHOBEHA ApYra eTHonorus. B cayuau, korato CHMOTOMHTE H3UE3HAT W WNPY-NoacOHa
eHTEpOMnaTHa € 10ka3zaHa ¢ OHoncHA, TeYEHHETO ¢ OAMEcapTaH MESOCKOMUI He TpaOBa aa ce 3ano4ea
OTHOBO.

ETHHYeckH 0ocobeHOCTH

[MonobHo Ha aApyru aHrHoTeH3uH Il peuenTopHy aHTArOHUCTH, ePeKTbT HA OIMECAPTAH MEAOKCOMMII
BLPXY KPBLBHOTO HAAraHe MpH YEPHOKOXKH NALMEHTH € No-¢j1ad, B CpaBHEHHE C OCTAHANMTE
MaLMHEHTH, KOETO Hal-BEPOATHO ce ODACHABA ¢ HUCKMTE HHBA HA PEHMUH [IPH YEPHOKOXKHTE
XUNEPTEH3UBHH MALUEHTH.

AHTH-JIONHHI TECT
XHAPOXAOPOTHAZKA, CHABPAKALL C€ B TO3W JICKapPCTBEH NPOAYKT, MOXKE Aa JOBEAE A MOJIOKHUTENEH
pE3yATaT NPy aHTU-IJONKHT TECT.

bpemeHHOCT

[lpunaraHeTo Ha aHrnoTeHsuH Il peuentopruTe aHTaroHHCTH (ALIRA) He TpsabBa aa 3anousa no
Bpeme Ha 6peMeHHocT. OCBEH, aKO NPOAB/DKHTENHATA TepanHta ¢ aHTHOTEH3HH Il peuenTopHUTe
aHTaroHUCTH (AIIRA) He ce cmsTa 33 XKH3IHEHO HeOOX0AWMA, NAUHEHTKHKTE, KOKUTO TUIaHHpaT Ja
3abpeMeHesT, TpabBa na NpeMHHAT KbM ANTEPHATHBHO AHTUXUNEPTEH3NBHO ICHEHHE, KOSTO UMa
yCTaHoOBeH npoduit Ha 6e3onacHOCT 3a ynorpeba no Bpeme Ha 6peMeHnocT. [lpH AnarHocTHUHpaHe Ha
OpeMEeHHOCT, eueHHeTO ¢ aHTHOTEH3UH 11 peuentopHuTe aHTaroHucTH (AIIRA) Tpsbea HezabaBHO aa
Ce NPEYCTAHOBH H aKO € YMECTHO, TpAOBa Na ce 3anovHe anTepHATHBHA TepanHs (BXK. TOYKH 4.3 u

4.6).

EE!FH
Kakro NpH BCAKO aHTHXHNCPTEHIUBHO JICKAPCTBO, CWIHOTO NOHHWXXABAHE HA KPBBHOTO HaNAraHE NnpH
NnaLeHTHTE ¢ HCXEMHYHA DOIeCT Ha ChPLETO HIIH ATCPOCKNCPO3a HA MOIBRYHHUTE CBAOBC MOXC Jd

NoBEae 40 MHOKApAEH HHPAPKT WK HHCYIT.

Peakuun Ha CBPBLXUYYBCTBHTEJIHOCT KbBM XHAPOXJIOPOTHA3ZHA MOXKE Aa HACTBLIMAT NPH NAUKHCHTH C HITH
bes NpeAXOJiHa aHAMHC3a 34 ancprua Uiy 6POHKH3J'IH3 acTMa, HO € TO-B€POATHO Ja C
TE3K C TaAKaBa AHAMHE3A.

[1pu ynorpebara Ha THa3HAHH AMYPETHLH ce CbOOLWIABAT ex3auepbauny unK akTH
epUTEMATOLEC.



HBoitHo H10kHpaHe Ha peHUH-aHIMOTEH3HH-ana0cTepoHoBaTa cuctema (PAAC)

Mma naHHH, ye eaHoBpeMeHHaTa yrotpedba Ha ACE nHxHOUTOpH, anrnoTeH3uH ll-peuentopuu
f10KkepH HIH ATHCKHPEH NOBHLLABE PHCKA OT XHNOTOHMUSA, XHIIEPKATHEMHA H HAMAISBAHE HA
616peunaTa pyHkuUHUR (BKMOYUTENHO ocTpa Hb6peuHa HeaocTaTbyHOCT). [Topanu ToBa He ce
npenopbysa aABoiHO OnokupaHe Ha PAAC upe3 komOuHHpaHaTta ynorpeba Ha ACE uuxubutopm,
aHruoteHsuH ll-peuentopHu 610kepH WK anuckHpeH (Bx. Toukn 4.5 u 5.1).

AKO C€ MpELECHH, Y€ TepanuaTa ¢ ABOHHO DaokHpaHe e abcontoTHo Heobxoauma, Tosa Tpadbsa na
CTaBa camMo noj HabOAEHHETO Ha CNELHANNCT U NMPH YECTO BHUMATETHO MOHHTOPHpAHE Ha
OvbpeunatTa GyHKUMA, ENEKTPONUTHTE H KPLBHOTO HANAraHe.

ACE vaxubuTopu n aurnoreHsuH [l-peuentopHu 6nokepm He TpaOBa Aa ce H3MNOA3BAT €1HOBPEMEHHO
npH nauxdeHTH ¢ AMaberHa HedponaTus.

HemenaHoMeH pak Ha KoXara

B aBe enuaeMHONOTHYHHK NPOYUBAHHA, OCHOBABALUY CE HA JaTCKHA HALIHOHAJEH PAKOB PETHCTDLP, €
HabnlogaBaH MOBHIUEH PUCK OT HeMenaHoMeH pak Ha Koxkata (HMPK) [6azanHokneTbueH kapLUuHOM
(BKK) v cksamo3HoknerbueH kapurHoM (CKK)] npu HapacTBalla ekcno3vums Ha KyMylaTHBHa 1032
xuapoxnopornazna (XXT3). QoroceHcHOnAn3npaure edpexru Ha XXT3 mMorar aa aecTpar karo
BEPOATEH MEXAHH3BM 32 pazsuthe Ha HMPK.

[lauvenTture, npuemawid XX'13, Tpabsa na 6naaT nHpopmupanu 3a pucka ot HMPK u ¢chBerBaHu
PEAOBHO [a NMPOBEPABAT KOXKATA CH 33 HOBH NE3HKN K He3abaBHO a cLoOLLaBaT NpH noAsa Ha
NOAO3PHTENHH KOXKHU ne3uu. Ha naunenTuTe TpabBa aa ce npenopbhyaT Bb3MOXKHH MPEBAHTHBHH
MEPKH, KaTO ONPAHWYEHO M3NAraHe Ha CbHYEBA CBETIIMHA H YJITPaBHOAETOBH NbYUH, a B Clly4aii Ha
€KCIMO3HLUMA, NOAX0AALIA 3a1UMTA, 3a 1A Ce CBeJe A0 MHHUMYM PHCKDBT OT paKk Ha KOxXarTa.
[MonosputenHuTe KOXHH Ne3uH TpaOBa aa ObaaT MoAI0KeHH Ha He3abaBHO M3cnenBaHe,
MOTEHUHATHO BKAHOYBAULO XHCTONOTMYHH H3CAeABaHMA Ha OMoncuuHu Martepuany. Ilpepasrnexnaxe
Ha ynotpebara Ha XX T3 moxke na ce HAIOXKH H NPH NALMEHTH, KOMTO ¢a HManu npeaxoneH HMPK
(BX. CbUIO TOYKA 4.8).

OcTpa pecnupaTropHa TOKCHYHOCT

Criea npHeM Ha XHAPOXAOPOTHA3HI ce CbOOWIABAT MHOMO PeAKH TEXKH Clyuyad Ha 0CTpa
pecnUpaTopHa TOKCHYMHOCT, BKIIOYHTENHO OCTbP pecnHpatopeH auctpec cuHapom (OPXC). Cnen
NpHEM Ha XHAPOXJIOPOTHA3IHA OOMKHOBEHO ce pa3suBa HenoapobeH OTOK 8 paAMKHMTE HAa MUHYTH 10
yacoBe. B HauanoTo CHMIITOMHUTE BKTIOUBAT AMCIHES, NOBUILIEHA TEMNEPATYPA, BIOLIABAHE HA
6enoapobHaTa GpyHKUHA U XUNOTOHKA. [1pu cbMHeHue 3a OPJIC tpabsa aa 6bae cnpad npueMbT Ha
Ko-OnumecTpa 1 Aa ce Npuioxk NoaxoAfLno neyeHue. XuapoxaopoT1asua He Tpabea aa ce npunara
NpH NaLHEHTH, KOMTO Npead Tosa ca noayuasany OPJIC cnea npuem Ha XHAPOXNOPOTHAIHA.

XopoHaaneH HINHUB, OCTPA MHOMKA W BTOPHYHA 3aKPUTOBIb/IHA I1ayKoMa

CyadoHaMuanTe WiK nexapeTsaTta, MpoU3BOAHH Ha CyN(POHAMHIANTE, MOTaT Aa Npean3BHKaT
WIHOCHHKpaTH4YHA peaklUHi, BOAELHa 10 XOPOHAANEH HINTHB C AedeKT Ha IPUTENHOTO None, npexoaHa
MHOTKA H OCTPA 3aKPHTOBMb/IHA rlaykoMa. CHMNTOMHTE BKIIKOUBAT B HAYANOTO OCTPO NOHHXKEHHE HA
3PHTENHATA OCTPOTa WK O4Ha Bosnka, u 0DMKHOBEHO Ce MOABABAT B PAMKHUTE Ha YACOBE 110 CEAMHLM
OT HAYaNoTO Ha nedeHneTo. HenekypaHnara, 0cTpa, 3aKpUTOBIL/IHA I1ayKOMa MOXE Aa A0Beae [0
TpaiHa 3aryba Ha 3peHue. [ILpBHHHOTO ICUCHHE €, 1a C€ CNPE NPUEMa HA JIEKAPCTBEHUA NMPOAYKT,
KO/KOTO € Bb3MOXHO No-ckopo. HaBpeMeHHO neyeHne MK XHPYpPruviHa HHTEPBEHLIHA MOXKE 1a ce
HANOXH Na ce OOMHCAAT, aKO BbTPEOMHOTO Hanaraie 0cTaBa HEKOHTpOnMpaHo. Puckosute dakTopH
33 pa3BUBAHE Ha OCTPA 33KPUTODBIBJINA FAYKOMa MOXE A BKJIIOYBAT aHAMHEIA 33 aJIEPrHf KbM
cy1POHAMHAH UNTH NEHHLIMTHHA.

4.5 BiaumoaeiicTBHe ¢ APYrH JeKapcTBeHH NPOAYKTH H APYrH GOpME HA B3auMoOaelicTBHE

AR R
IloTeHNHATHR B3AHMOAEHCTBHS, CBLP3AHE C 0/IMECAPTAH MEJOKCOMEJI H XHAPOXIOROTHATHN k?@“
e~

Eonoepemenno npunoxcenue He ce npenopyyea c



JInTui

[1py1 eAHOBPEMEHHO NPHIOKEHHE HA TUTHH C HHXHOUTOPU HA AHFTHOTEH3HH-KOHBEPTHPALLWA €EH3UM H
aHruoTeHsuH- Il peuentopHH aHTaroHUcTH ¢ HabnwaapaHo 0OPaTUMO NOBULLIEHHE HA CEPYMHHA
NHTHA K TOKCHYHOCTTa MY. OcBeH TOBa, OBbOPEHHHAT KTHPBHC Ha JIMTHH Ce peAyLHpa OT THA3KAH K B
pe3yAnTaT Ha TOBa PHCKBT OT IMTHUEBA TOKCHYHOCT ce€ noBuiuaea. ETo 3auo He ce npenopbusa
CAHOBPEMEHHOTO MPUNOKEHHE HA TNTHH ¢ KOMDMHALIMHTE OMecapTaH MEOOKCOMMN
/XHAPOXSTOPOTHA3UI (BXK. TOUKA 4.4). AKO eNHOBPEMEHHOTO NPUIOKEHUE € HATTOXKHTENHO Ce
[penopbL4YBa BHUMATETHO NpPOC/ieasBaHe Ha CEpyMHHA JTUTHHA.

Eonoepemennama ynompeba uauckea nosuuieno sRumMarn ue

baxnogpeH:
Moxke 1a HacTBNH 3aCHABAHE HA AHTHXHINEPTEH3HBHOTO AEHCTBHE.

HecTepoHaHH APOTHBOBBL3NANHTENHY JEKAPCTBEHH NPOAYKTH:
Korarto aHrHotren3us |l peuenTopHUATE aHTArOHUCTH Ce NPUNAraT €AHOBPEMEHHO ¢ HECTEPOUAHHM

NpOTHBOBBINANHTENHH NekapcTBeHH npoaykTH (HCIIBJI)XHanp. cenektvBHH COX-2 HHXHOHTOPH,
AUCTUNCANHLIKIOBA KHCENTUHA (> 3 g/neH) N HeCeIeKTUBHH HECTEPOHAHU NPOTHBOBL3NAIUTETHH
nekapctea (HCIIBJI)), moxe aa HacTbnu oTcnabpaHe Ha aHTHXHNEPTEH3IHBHUA eEKT.

[1pn HAKOKM nauneHTH ¢ HapyuieHa HBOpeuHa QyHKUUg (Hanp. AeXHUAPaTHPAHH NALHEHTH WK
NALMEHTU B CTapyecKa Bb3pacT ¢ HapylieHa 6bx0peuHa GyHKUHUA) EAHOBPEMEHHOTO NPHIOKEHUE Ha
aHrHOTEH3HH |] aHTaroHUCTH KW NeKapcTBa, KOMTO HHXHOMPAT LUKNOOKCHIEHA3AaTa MOXKE [a A0BEE A0
NO-HATaTbLIHO BiolaBale Ha 6BOpeyHaTa QyHKUMS, BKIIOUHUTETHO BE3MOXKHO Pa3BHTHE Ha OCTpa
OLOpeuHa HEQOCTATBUHOCT, KOATO ODHKHOBEHO ¢ 0bpaTrMma. CneaosarenHo, KOMOHHauuATa TpabBRa
Aa ce fpHara ¢ NOBHLIEHO BHUMaHue, ocobeHo B ctapuecka Bu3pacT. [launenTuTe TpaGBa na 6baar
aneKBaTHO XHApaTHpaHH H Tpabsa na ce obmucau npocneassaHe Ha 6bOpeuHaTa pyHKUHA cien
3ano4YBaHe Ha KOMOMHHPAHOTO JIEUEHHE U NEPHOAWYHO Clel TOBA.

Eonoepemennama ynompeba, xoamo oa 6b0¢ a3ema noo sHuMaHue

AMHUDOCTHH:
Moxxe na HACTBLINH NOTeHUMpaHe Ha AHTHXUNEPTEH3IUBHHUA edeKT.

Lpyru aHTHXUNEPTEHIMBHH JEKADCTBA:

Moske Aa Ce 3aCWIH NOHHXABALLMA KPBBHOTO Handrane edexr Ha onmecapTaH
MEIOKCOM I/ XHAPOXIOPOTHA3HANPH €AHOBPEMEHHa ynorpela ¢ Apyrd aHTHXHNEPTEH3UBHY
JIEKAPCTBEHH MPOAYKTH.

Ankoxon, 6apOuTypaTH, HADKOTHYHH BELIECTRA MW AHTHACTIPECAHTH:
Moxe Aa HACTBNH NOTEHLHPAHE HA OPTOCTATHYHATA XHITOTOHHKA.

[loTeHNHAJHH B3aHMOJeHCTBHE, CBLP3ANE C O/IMECAPTAH MEAOKCOMMRI:
Eonospemennama ynompeba ne ce npenopvusa

JlekapcTBEHW NPOAYKTH, NMOBIKABALIA HABATA HA KATHIA:
B3 ocHoBa Ha onHTa oT ynotpebara Ha pyru nekapcTBEHH NPOAYKTH, NOBIHABALLH PEHUH-
aHrMOTEH3IUHOBATA CHCTEMA, €AHOBPEMEHHOTO H3NOA3BAHE HA KANIHH-CHXPaHABALLH AHYPETHLM,
KanHeBH AC0ABKH, 3aMECTHTENH HA CONTA, CLAbPXKALUM KAJIMH HIH APYTH NEKAPCTBEHH NPONYKTH,
KOWTO MOratT Ja NOBHIUAT CEPYMHHTE HUABA Ha Kanui (Hanp. xenaprH, ACE-nuxubutop
N0BEOE 00 MOBHIUABAHE HA CEPYMHHA KalHH (BX. Touka 4.4). AKO IEKApCTBEH [1po.
MOBJIMABA KAJIHEBUTE HHUBA TpAOBa Aa ce npeanucpa B KOMOHHALIMA C OIMECapTaH
MEJ0KCOMHII/XHIPOXIOPOTHAZH], CE MPENOPbYBA MOHHTOPUHI HA MJIA3MEHHUTE H

BoiiHo HaokHpaHe Ha pEeHHH-aHTHOTEH3MH-aNA0CTepOHOBATa cHcTeMa (PAAC




JaHHH OT KNHHUYHHW NPOYUYBAHHA NOKA3BAT, Y€ JBOHHOTO DNOKHpaHe Ha peHHH aHTHOTEH3UH
anpocrepoHoBata cucteMa (PAAC) upes komObunuupanara ynorpeda Ha ACE unxuburopw,
aHruoTeH3uH [l-peuentopHy 6J10KEPH HIH ANTUCKHPEH C€ CBBP3BA C NO-BUCOKA YECTOTA HA HEXKETaHH
CLOMTHA, KATO HAMPHUMEP XMIMOTOHHA, XHNEPKAIMEMHA H HaMansBaHe Ha ObOpeyHaTa GyHKLHA
(BKIKOYHTENHO OCTpa OLOpeydHa HEAOCTATHYHOCT), B CpaBHEHHE ¢ ynioTpebara caMo Ha eZHo
CpeAcTBO, aciicreawo Bbpxy PAAC (Bx. Touxu 4.3,4.4 n 5.1).

KonecesenaMm, N1E€KapcTBO, KOETO €€ CBLP3BA C HTbYHHTE KUCIEHHH

EQHOBpeMEHHOTO NPH/IOKEHHE HA KOJIECEBENIAM XHAPOXJIOPHA, JIEKAPCTBO, KOETO CBBHP3BA MIBUYHHKTE
KMCENHHH, HAMAJIABA CUCTEMHATA €KCMNO3HIUHA H MAKCHUMAJIHATA NJia3MeHa KOHUEHTpaLMs Ha
OJIMECAPTAH W HAMAa/19Ba €JTHMHHAUMOHHHA NOAYKHUBOT (112). [IprunoxeHHeTo Ha onMecapTaH
MEOKCOMHI NOHE 4 yaca npean KoJeceNeBaM XHApOXI0pHa HaManAea eeKTa OT NeKapCBEHOTO
B3auMoacicTBHe. [IpunoxeHneTo Ha onmMecapTaH MEAOKCOMHI NOHE 4 yaca NpeaH KOeceeBaM
xuapoxnopua Tpabpa na ce HMa npeaBua ( BHOXKTE TOYKA 5.2).

Homvanumenna unpopmayus

Cnen neyeHne ¢ aHTHAUMOH (aTyMHHHEBO- MArHE3HEB XHAPOKCUA) ca HabM0AaBa JIeKO NOHWKABAHE
Ha OMOHANHYHOCTTA Ha ONIMECAPTAH.

OnmMecapral MEJOKCOMMWI HAMa 3HAYHM edekT BbpXY ¢apMakOKHHETHKATa HH (PapMaKOOHHAMHUKATA
Ha BapdpapHH WIH (papMaKOKHHETHKATA Ha IUFOKCHH.

EAHOBpeMEHHOTO NMPHNOKEHHE HA ONMECAPTAH MEJIOKCOMUI H NPAaBacTaTHH HAMA KJIHHHYHO 3HAYHMH
eeKkTH 8BPXY PapMakKOKHHETHKATA HA HUTO €HH OT KOMIMOHEHTHTE MNMPH 3APaBH HHAWBHIH.

Onmecapra HAMA KITHHHYHO 3HAYHUM HHXHOUTOpPEH edeKT BLPXY HOoBEWIKHTE LMUTOXpoM P450 ensumu
1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 v 3A4 HH BATPO, H HAMA WK KMA MHHHMAIHH HHAYLHpaLLH
€(dEKTH NPH IUTBXOBE BbPXY AeHCTBUETO Ha LMTOXpoM P450. He ce ovakBaT KIMHUYHO 3HANHMH
B3aHMOJEHCTBHA MEXIY OJIMECAPTAH H JIeKapPCTBEHU NPOAYKTH, METADONUIHPAHH OT NMOCOUYEHHTE MO-
rope WH3WMH Ha uuToxpom P450.

THoTeruHaIHE B3aRMOACHCTBHS CBLP3aHH ¢ XHAPOXTOPOTHASHA'
Eonoepemenna ynompeba ne ce npenopbuea

JlekapCTBEHH MPOAYKTH, NOBIHABALUHY HUBATA HA KANHH:

Kanuif-nonnxasaluus edekT Ha XHAPOXJIOpoTHa3uA (BXK. Touka 4.4) MOXe 12 ¢e MOTEHLHUPA OT
€QHOBPEMEHHOTO NPUIOXKEHHE Ha APYrH NeKapCcTBEHH NPOAYKTH, CBbP3aHH ¢be 3aryda Ha Kaiui u
XHNOKAIHEMHS (Hanp. ApYrH KATHYPETHYHHS AHYPETHLIM, TaKCaTHBY, KopTUKocTeponan, ACTH,
aMPoTepHLUNH, KAPOEROKCOIOH, NEHHUWIKH G HATPHI MIIH NPOHU3BOAHH HA CANHULIWIOBATA KHCENHHA).
3aToBa HE Ce NPENOPbUYBA CAHOBPEMEHHOTO UM TNPHIIOKEHHE.

E()HOBPE;H&HHO?HO RPUNOICEHUE, KOEMO UFUCKBA NOCUWERD GRUMARUE

KanuMeBu Conu:

THa3sHaHUTE AHYPETHLIM MOTaT Ja NOBULLAT CEPYMHHUTE HMBA Ha KaILMi, MOpany HaMaJieHa
ekckpeuMsa. Axko TpsbBa aa ce npeanuniaT kanuuery A06aBKH, CEPYMHHTE HHBA Ha Kanuui Tpabsa na
ObaaT npocnenaBaHy K n03ara Ha KANLUMR CHOTBETHO A8 C€ KOPHTHpa.

XOJIeCTHPAMHH M KOJIECTUIOJIOBH CMOJIH:
AbcopbunaTa Ha XHAPOXIOPOTHAZHA Ce HApYLLIABA B NPHUCHCTBHETO HA AHHOHHKW oOMe

EH TMTATHCOBH NMHUKO3IHAH:

THa3zna-uHAyurpaHa XHNOKANHEMHS HITH XHNOMAarHe3ueMus Morar aa dnaronpus
AATHTAIMC-HHAY LUMPAHHA ChPACYHH aPUTMHH.



JlekapcTBEHH NPOAYKTH, KOMTO CE NMOBIHABAT OT HAPYIUEHHATA Ha Kanui B cepyMa:

Ilpenopbyea ce nepruoaHYHO NpociieasBaHe Ha cepyMuns kanuit u EKI, koraTo ce npunara
oMecapTaH MEeAOKCOMMI/XHAPOXTOPOTHAINA € NIEKAPCTBEHH MMPOAYKTH, KOUTO CE MOBJ/IUABAT OT
NPOMAHATA B CEPYMHHUR KaNKH (HanNp. JMrHTANUCOBH [NTHKO3HAH H AHTHAPHTMHWLIH) H CIEIHHTE
torsades de pointes (kaMepHa TaXMKapaAHA) - HHAYLHPALLUY TEKAPCTBEHH NPOAYKTH ( BKJIIOYHTENTHO
HAKOH aHTHAPHTMHLIM). XHITOKAITMEMHUATA € Npeapa3nonaratl (axrop 3a torsades de pointes (kamepHa
TaxUKapauns):

- Knac |A aHTHapUTMHYHH (HaNpUMEP XHHHAWH, XHAPOXHHUAHH, AH30ONHPAMHA).

- Knac [l aHTHapuTMruu (Hanp. amyMoaapoH, cotano, aodeTwina, ubyrunua).

- HAKOH aHTHICUXOTHUH (HANPHUMEDP THOPHAA3HH, XJOPNPOMA3HH, NEBOMENMPOMA3HH,

TPHQIYOPONEpa3HH, LHAMETa3HH, CYJINMHPHA, CYITONPHA, AMUCYNNHPHA, TPHANPHA, MHMO3U],
XasIoNnepuao, Aponep1ao).

- Hpyru (Hanp. Senpuawn, uuanpua, avdpeMaHun, epHTpoMHUHH 1V, xanodaHTpHn,
KE€TaHCEPHH, MU3ONACTHH, NEHTAMHIMH, cnapdnokcaunH, TepdeHaimH, BUHKaMuH [V).

Heaenonsapu3npalluTe CKENETHO-MYCKYJIHH PEJIAKCAHTH {Hanp. TY60KypapuH):
EdexTbT Ha HeaeNnONAPHIMPALUMTE CKENETHH MYCKYJIHH PENAKCaHTH MOXKE a C€ NOTEHLIHPa OT

XHAPOXJIOPOTHA3UA.

AHTHXONHHEPruMHUTE cpeacTBa (Hanp. aTponuH, Sunepuiex):

[TosniasaT OMOHANTHYHOCTTA HA THA3ZHIHHUTE AXRYPETHLH 4PE€3 NOHWXKABAHE HA CTOMALLHO-4YPEBHHUA
MOTHIHTCT H CKOPOCTTA Ha H3NPAa3BaHE Ha CTOMAXA.

AHTHAKAOETHY NexapcTBEHH NPOAYKTH {NEpOPanHH JEKAPCTBA H HHCYJHH):
JleueHHeTo ¢ THA3MAK MOXKE Aa NOBIHNE TNIIOKO3HUA ToslepaHc. Moxe fa ce HAOKH KOpeKLHA Ha
003aTa Ha aHTHAHA0ETHHA NeKapCTBEH NPORYKT (BXK. Touka 4.4).

MetrdopmHuH:

MetdopmHnH TpaOBa aa ce H3MON3Ba C NOBHINEHO BHUMaHHE NMOPaAH PUCK OT JIAKTATHA aUHAO3a,
HMHAYLHMpPaHa OT Bb3MOXHa QyHKLHOHANHA OLOpeyHa HEAOCTATBYHOCT, CBbP3aHa ¢
XHAPOXJIOPOTHA3HI.

bera-6n0kepu M fHa3oKkcHA:
XunepraukeMHUHHAT edekT Ha DeTa-Onokepure H AMAa30KCHA MOXE Aa ObAe 3aCHIeH OT THA3UIUTE.

[NpecopHu amuuK (Hanp. HopaapeHANHH):
EdexTbT Ha npecopHuTe aMHHK MOXe na 6bae oTcaabeH.

JlekapcTBEeHH NPOAYKTH, H3NOA3BAHH NPH AeUeHHE HA nojarpa (npobeHeuna, cynpuHNHpPa3oH U
AIONMYPHHOIN):

Mosxe na ce HanoxH KOPEKUHA Ha JO3HPOBKATa Ha YPHUKO3YPHUHHTE 1€KAPCTBEHH NPOLYKTH, Thil
KaTO XHAPOXJIOPOTHA3HA MOXKE 1a NOBHUIHK HUBOTO HAa NHKOYHATA KHCE/UHA B cepyma. Moxe aa ce
HANOXH MOBHILIABAHE Ha 103aTa Ha npobeHeumna WM CynpuHnupazon. EJHOBpEMEHHOTO NMPHIOKEHHE
C THa3WAH MOXE Na YBEJHUH YECTOTaTa Ha PEaKUHWHTE Ha CBPBbXYYBCTBHTETHOCT KbM aJ10MYPHHO.

AMaHTAIHH:
TuasznauTe MOrart na yBENHYAT PUCKA OT HEXKEJIAKU PEAKLIMH, NPHYMHEHH OT AMAHTAHH.,

LIMTOTOKCHYHH areHTH (Hanp. unknogocdamua, MeToTpexcar):
TurasuauTe Morar na HamMansT 6bpOpeyHaTa ekCkpeLHa Ha LLUTOTOKCHYHHTE JIEKAPCT
Aa 3aCHJIAT TEXHHTE MHEJIOCYPECHBHH eeKTH.

CanHuHIaTH:




B cayuail Ha BHCOKH A03H CANTHLWIATH, XMAPOXJIOPOTHA3UA MOXKE a YCHIU TOKCHYHHA edeKT Ha
CANMLWIATHTE BbPXY LUEHTPANHATa HEPBHA CHCTEMA.

MeTtunaona:
Hanwvue ca W3onupaHH cLOOLIEHHS 32 XEMOJIMTHYHA @HEMHA, HACTLNBALLH NPH €IHOBPEMEHHA
ynotpeba Ha XHAPOXJIOPOTHA3H H METHIZONA.

Linknocnopus:
EAHOBPEMEHHOTO JIEYEHHE ¢ LIMKITOCTIOPHH MOXKE 18 YBE/IHYH PHCKA OT XHNEPYPHKEMHA H
YCNOXXHEHHA OT THINa Ha noaarpa.

TeTpaUHKIHHHK:

EaHoBpeMeHHOTO NMPHNOKEHHE HA TETPALHKIHHH H THa3HAH MOBHILARA PHCKA OT TETPAUHKIHH-
MHAYLUHPAHOTO NOBHLUABAHE HA ypeaTa. ToBa B3aMMOAEHCTBHE BEPOATHO HE CE OTHAcH 3a
AOKCHLIHKIIMH.

4.6 @uapTHAATET, OpeMenocT B KbpMeEHe

bpemenHocT (BUX paizgen 4.3)

Karo ce umar npeasua edpexTvTe Ha OTAETHHUTE KOMNIOHEHTH B TO3M KOMOWHUPAH NPOIYKT 110 BpeMe
Ha OpemeHHoCT, ynoTpebarta Ha onmecapTaH MEIOKCOMMII/ XHAPOXJIOPOTHAZHA HE CE€ MpPENopbUBa Mo
BpPEME Ha ITLPBHA TPHMECTLP HAa OpeMeHHOCTTa (BxK. Touka 4.4). U3non3saHero Ha ojiMecapTaH
MENOKCOMWI/XHAPOXJIOPOTHAIHA € NMPOTHBOMNIOKA3AH NO BPEME HA 2-PH M 3-TH TPUMECTHP Ha
bpemenHocTTa (BXK. TOukK 4.3 U 4.4).

Onmecapran MEaOKCOMKA

Hinonssanero Ha AlIRA He ce npenopbyBa npes MbpBHA TPUMECTLP Ha OpeMeRHOCTTA (BXK. TOUKA
4.4). H3non3saHeTo Ha oiMecapTaH € NpPOTUBONOKA3aHO NPE3 BTOPH H TPETH TPHMECTBP Ha
OpeMeHHOCTTa (BX. TOYkH 4.3 u 4.4),

EnuaemMHOIOrHYHHTE JaHHH OTHOCHO PUCKa OT TEPATOMeHHOCT ciea excno3uimg Ha ACE
HHXHOHTOPH Npe3 MLpBHA TPUMECTBP Ha OPEMEHHOCTTA HE €A KATErOPHYHH, HO BBIIPEKHU TOBA HE
MOXE 1a C€ H3KJIIOYH JIEKO NOBULUEHHE Ha pHcKa. JloKaTO NUNCBAT KOHTPONHPAHU €NHAEMHONIOTHYHH
AaHHH 3a pHcKa oT aHrHoTeH3HuH Il peuenropHu anTaronncru (AIIPA), moxxe na ce npeanonoxar
nmoaoOHHU PHCKOBE M 38 TO3H KJ1aC aKTUBHH BelECTBAa. AKO NMpoab/nkaBauara repanua ¢ AIIPA ce
C4HTa 3a HeoOXxoAHMa, NALMEHTKHTE, I1aHHpawwHK OpeMeHHOCT, TpaOBa Aa NMpeMHHAT HA
&NTEePHATHBHO aHTUXHMNEPTEH3IUBHO JEUYECHHE, KOETO HMa YCTaHOBEH Npodrn Ha Be3onacHOCT 3a
ynotpeba no speme Ha OpemenHocT. Korato ce yctaHoBU OpemeHHoOCT, neueHnero ¢ AIIPA tpsabea na
ce cnpe He3abaBHO H, aKO € YMECTHO, Aa C€ 3aN0YHE ATTEPHATHBHA Tepanus.

HM3BecTHO €, ye ekcno3vLHATa Ha Tepanus ¢ AIIPA npes BTopus u TpeTHS TPHMECTbP HHAYUHPA
$eTOTOKCHUHOCT NpH Xopara (oTcnabeHa Ob06peuHa GYHKUHMA, ONHrOXHAPAMHHOHH, 3abaBiaHe Ha
ocHHUKAUHATA HA Yepena) H TOKCHYHOCT BbPXY HOBOPOAEHOTO (ObOpeyHa HeAOCTaTbYHOCT,
XHMOTOHHA, XHNEPKATHEMHA ) {BIDKTE Cbillo 5.3).

Axo nma excnosuums Ha AlIPA ot BTopus TpumecTbp Ha OpeMeHHOCTTa, ce MpenopbiBa
ynTpa3ByKoB npernea Ha 6ubpeunara pyHKUHMA K yepena.

Krpmauerara, HHUTO Makiku ca npuemanu AlIPA, rpabBa na 6bvaaT CTPHKTHO ApOCneasBaHH 3a
XHNOTOHHA (BHXKTE CblLO Touka 4.3 u 4.4).

Xuopoxaopoumazuo

OnHTBLT ¢ XHAPOXIOPOTHA3UA NO BpeMe Ha OpeMeHHOCT, 0cobeHO npe3 NbpBUA TPH
orpaHHyeH. [IpoyusaHuaTa BbPXY )KMBOTHH ¢a HEQOCTATBHYHH.




XuapoxjiopoTuasua npeMuHasa npes nnauenrara. Cbaehku no GapMakonorMyHus MeXaHu3IbMm Ha
AEHCTBHE HA XHAPOXJIOPOTHA3MNA, yTIOTpeDaTa My Npe3 BTOPHS W TPETHA TPUMECTBP MOXE a
KOMNpOMeTHpa peTonnaueHTapHaTa nepdys3us v 1a NpHYKHH PeTanHH U HEOHATANHH e(deKTH KaTo
UKTED, HAPYLLUEHHA HA €/IEKTPOTHTHOTO PABHOBECHE U TPOMOOLIMTONEHHA.

XuagpoxnopoTHasna He TpsOBa aa ¢¢ W3no3Ba NpH reéCTALMOHHYA OTOLH, NECTAUMOHHA XHINEPTOHUS
WK NMPEEKIAMIICHA NOpaaH PHCK OT NOHHXKEH Naa3MeH obeM U nraueHTapHa xunonepdysus, bes
OnaronpuateH edekT BbPXY X01a Ha 3a601ABaHETO.

XuapoxnopoTHa3UA He TpAOBa 13 Ce H3MON3BA 38 NEUYEHHE HA ECEHLMANHA XHIIEPTOHHS NPH
OpeMeHHH KEHH, OCBEH B PEAKH CYUYaH, KOTATO HE MOXE /JIa CE U3MON3Ba HUKAKBO APYIO JIEUEHHE.

Kopmene

Oamecapman MeoOOKCOMUN

Tbi KaTO HAMA HaNHMYHA HHPOPMALIHA OTHOCHO M3non3saHeTo Ha Ko-OnuMmecTpa no Bpeme Ha
kbpMeHeTO, Ko-OnuMecTpa He ce nNpenopbuea H a/ITEPHATHBHO JIeYEHWE ¢ No-100bp Npodun Ha
6e30nacHOCT, YCTAHOBEH N0 BPEME Ha KbPMEHETO, € 3a MPEANOYHTAaHE, 0COOEHO NpH KbpMeELLH
HOBOPOAEHO HAH HEAOHOCEHO AETE.

Xuopoxropomuazuo.
XHAPOXNOPOTHA3UL CE EKCKPETHPA B KbpPMATa B MAJIKK KONM4YeCTBa. THAa3HAMTE BbB BUCOKH JO3H,
MPEAH3BHKBALIN HHTEH3WBHA AHYpe3a, MOraT Aa HHXHOHMpAT NpoayKUHKATa HA MIAKO.

Ynorpebara Ha Ko-OnumecTpa He ce npenopbupa npes nepuoaa Ha kepMene. Ako Ko-Onumecrpa ce
M3MON3Ba MO BpEME Ha KbPMEHE, 103uTe TpabBa Aa O1bAaT Bb3MOKHO HaH-HUCKM.

4.7 Ed¢exTn BBHpXYy cnocobHOCTTA 32 modHpaHe H paboTa ¢ MANIHHA

OnmecapTaH MEJOKCOMHI/ XHAPOXJIOPOTHA3N MOXKE 1a HMa JIEKO HIIH YMEPEHO BIIHAHHE BBLPXY
cnocobHOCTTA 3a 1ogrpaHe u pabora ¢ MaliMHU. BHeHe Ha CBAT MM yMOpa MOTAT Aa ce NOABAT NpH
MaLKeHTH, MPHUEMALLH AHTUXHNICPTEH3UBHA TEPANMA, KOUTO MOTAT Aa HapylaT cnocobHoCTTa Aa ce

pearupa.

4.8 HexeaHH JeKAPDCTBEHH PEAKNHA

Haii-uyecTo aoxknaasaHUTe HEXKeNaHHW PeaKLHH N0 BpeMe Ha JIeueHHeTO ¢ KomOnHaumaTa onMecapraH
MEAOKCOMWT/XHAPOXJIOpoTHA3UA ca rnasobonue (2,9%), 3amatisane (1,9%) u ymopa (1,0%).

XHIAPOXNOPOTHA3ZHA MOXKE Na NPEIH3BHKE HIH 3aCHNH OTACAAHETO HA TEYHOCTH, KOETO MOXe Ja
aoseae no enekrponuteH aucbananc (px. Touka 4.4).

[lp# KAMHHYHH NPOYUBAHHA, BKAKOUBAWM | 155 naLueHTH, NeKyBaHH ¢ KOMOMHaLUHK oaMecapTaH
MEAOKCOMUN/XHAPOXIOpOTHAZMA B 4031 Ha 20 mg /12,5 mg nnu 20 mg /25 mg v 466 naumeHTH,
nekyBaHH ¢ miauebo 3a neproa 4o 21 mMeceua, obluaTa 4ECTOTa Ha HEXENaHH CbOUTHA NPH
KoMOMHHpaHaTa Tepanua ¢ 0JIMECApTal MELOKCOMWI/ XHAPOXIIOPOTHA3H € Ouna cxoaHa ¢ Ta3u Ha
nnauebo. CnupaHe Ha neueHHeTO NOopaaH HeXelaHH CbOUTHA, € Lo NoAOOHOo 3a ofiMecapTaH
meaokcomua/xuapoxnoporuazua 20 mg /12,5 mg - 20 mg /25 mg (2%) u mhauebo (3%). Hecrorara

Ha HEKEJIAHUTE NEKAPCTBEHH PEAKLIHH MPH OJIMECAPTaH MEIOKCOMWI/ XHAPOXJIOPOTHA3H] B
cpaBHeHHe ¢ rauebo He ca CBbP3aHH ¢ Bb3pacTTa (<65 roAHHH 8 cpasHeHHe ¢ > 65 roauHu), n

> 75 roauHm.

OcgeH TOBa, O€30MacHOCTTa Ha OJIMECapTaH MEAOKCOMWI/ XHAPOXIOPOTHAZHA, KATO
BMCOKH 103K € H3CNeABaHa NPH KJIMHHYHH NnpoyyBaHua npu 3709 nauweHTH, nonyda



oJIMecapTaH MeJI0KCOMHII B KOMOHHALMA € XHAPOXJIOPOTHA3H L BbB BUCOKH 103K 40 mg/12,5 mg u

40 mg/25 mg.

Hexenanure pCaKLHH OT OJIMECapTaH MEJIOKCOMHﬂ/KH,ﬂpOXﬂOpOTHa3H,ﬂ B KJIHHHYHH MNPOY4YBaAHHA,

MPOy4YBaHHA 3a OE30NaCHOCT CJI€/1 U31aBAHETO HA pa3pelleHHeTOo 3a ynorpeda U CroHTaHHH

cboOLIeHHUs ca 0000eHH B Tabamnuara rno-10/1y, KakTo U HEKEJTaHUTE PEaKLIMK OT HHAMBHYaJIHUTE
KOMITOHEHTH OJIMEcapTaH MEJI0KCOMMKJ U XHAPOXJIOPOTHA3K/1, Ha Oa3aTta Ha nNo3HaTHS NpogHU Ha
0€30MacHOCT Ha T€3H BElleCTBa.

CaeaHara TEPMHHOJIONUS € U3MOJI3BAHM C LI /1A C€ KJIACH(HULIMPAT HEXKETAaHUTE PEaKLIMK: MHOTO
yecTH (= 1/10), yectun (= 1/100 ao <1/10); newectun (= 1/1 000 no <1/100), peaku (= 1/10 000 ao

<1/1 000), muoro peaku (<1/10 000), ¢ Heu3BecTHA YyecTOTA (YeCTOTATA HE MOXKE /1a ObIe
ornpe/eseHa OT HAJIHYHUTE JaHHH).

Yecrora
MedDRA
KomGuHaumu
Cucrema oprax Hexenanun peakumu
K1ac oamecapralt | o uecapran |  HCTZ
MEA0KCOMHJII/
XHAPOXJIOPOTHA3H/L
Hudekumm u
b CuHananeHur pe1KH
uHpecTaluH
Heonnazmu —
nodpokavecTseHH, | HemenaHomeH pak Ha Koxkara z
3JIOKa4YecTBeHH H | (ba3zasnHOKIETbYEH KAPUHHOM H
HEHU3BECTHA
Heomnpe/ae/IeHH CKBaMO3HOKJIETbYEH
| yecToTa
(BKJI. KHCTH H KapLHHOM )
MOJIMITH)
AnjacTH4yHa aHEMMS pPEAKH
Hapyuwienus Ha [loTHcKkaHe HA KOCTHHSA MO3bK peaKH
KpbBTa M XE€MOJIMTHYHA aHEeMHS pPEeAKH
numdHara JleBkoneHus peaKH
cucTema HeyTtponenuns/Arpanyounrosa peaku
TpomOGouuToneHus HEYeCTH peaKu
HappyuieHus Ha HeYecTH HEYeCTH
UMYHHaTa AHapUNAKTHYHH peaKLLHHH
CUCTEMA
Hapywienus Ha AHOpEKCHS HEYeCTH
meTabo/IM3Ma 1 ["1MKo3ypus YECTH
XPaHeHEeTo XHIepKaJILHEMHs YECTH
MHOIO
XurepxonecreposieMus HEYeCTH
4eCTH
XHUnepriinkeMus YECTH
XunepkaaueMus PEKH
MHOI0
XHUNEePTPUTITHLIEPHAEMHS HEYeCTH YECTH
YEeCTH
MHOI0
XHIepypuKemMus HEYeCTH YeCTH
4YeCTH
XHNoxXJIopeMus 4YeCTH
XHIOXJIOpeMHYHa anKaiosa
XHUnokaJmemus
XHIOMarHe3ueMus
XHITOHATPHEMHS
XHIiepaMmuiazeMus




[IcuxuaTpruuu Anarus peakH
HapyWeHHns Henpecus peaKu
besnokoiicTeo
pelKH
HapyweHHsa Ha CbHS peaku
HapyweHnn Ha CbCTOSHHE HA 00BPKAHOCT 4ECTH
HepsHaTa cucTeMa | KoHByJ/ICHH peakH
HapyuieHus B Ch3HaHUETO
(xaro 3aryba Ha cb3HaHHe) pedikn
3amatliBane/npumaissaHe 4YeCTH YECTH YECTH
I'naBobonue YeCTH YECTH DEeJIKH
3aryba Ha aneTHT HE1eCTH
IlapecTe3us peIKH
3aMaiBaHe NPU HINpaBIHE HEYECTH
CHLHIHBOCT HEYECTH
CHHkon HEYECTH
Hapywenua Ha HamaneHo cua3ooTacasHe peaku
ouHTE BpemeHHO 3aMbriisBaHe Ha
3PEHHETO
BnowaeaHe Ha CbLUIECTBYBALLO
KbCOr1eACTBO HEHECTH
KcaHTOncHs peAKH
XopouaaneR W3NHB, OCTpa v
MHOIMHA, OCTPa 3aKPHTOBLIbIHA HEU3BECTHA
rnaykoma YyecToTa
HapyueHus Ha HEYECTH HeUeCTH
YXOTO H Bepturo peaKH
nabupHHTa
AHIHHa NEKTOPHUC HEYEeCTH
Copaeunu
HADY LEHNS CbpaeUyHH apHTMHH peaKHu
[Tannurauunu HE4ECTH
CbnoBH Embonuinm peAKH
HapylUeHUS XHNOTOHHA HEYECTH peaku
HeKpOTHUYEH aHIUKHT
peaxku
(BaCKYJ/IHT, KOXKEH BACKYJIHT)
OprocTaTHYHA XHNOTOHHA HE4YeCTH HeYyecTH
Tpomboin peakH
PecnupaTopHy, BpoHXHUT YECTH
TOPAKaA/THH H Kawnuua HEYECTH YECTH
M€AHACTHHANHH JducnHes peaKM
HapyLCHHA HuTepcTHUHANHA MHEBMOHMUSA peAKH
QapHHIHUT 4ecTH
ITynMoHapeH enem peAKH
PecnHpaTOpeH QHCTPEC HEUEeCTH
PUHHT YECTH
OcThp pecnupaTopeH QUCTpEC
cuuapom (OPC) (Bxk. Touka MHOTO
4.4) PCAKH
CTomaiHo- Kopemua 6onka He4YecTH YECTH YECTH
YpEBHH 3anek
HapyLCHNA Iinapns HeYecTH
Ancnencus HEYEeCTH

lpa3HeHe Ha cToMaxa

['acTpoeHTEepUT




HurecTuHaneH aHrvoenem

peaKkH

MeTeopHibMm

YCCTH

["aneHe

HCYECTH

YECTH

HECTH

Iankpearur

peaKH

MapanuTHueH Haeyc

MHOTO
peaxH

[NoBpbluake

HCYCCTH

HCYECTH

YECTH

LLnpy-noaoGHa enreponarus
(Bx. TOUuKa 4.4)

MHOTO
peaxH

Xenaro-6unuapHu
HapyLIEHHNS

OcTLp XONeUUCTHUT

KbnTeHuua (MHTpaxenaTaneH
XOJIECTATHYEH HKTEP)

pEaKH

peaKH

ABTOMMYHEH XERATHUT

C

HCH3BCCTHA

HECTOTA

HapyiueHuns Ha
KOXAaTa M
NOAKO)XKHATa
TbKaH

AnepruyeH nepMaTur

HCYECTH

AHadpHNaKkTHYHA KOXHa
peaku1sa

peaKu

AHrvoeaeMm

peaKH

peIKH

KoxHu peakunu, nonoOHH Ha
JYNYC epHTeMaToaec

peAKH

Ek3ema

HECYCCTH

Eputema

HCYECTH

Ex3aHTema

HEYCCTH

Peakuuu Ha
POTOUYBCTBHTEIHOCT

HCYECTH

[lpypuryc

HCYCCTH

HEUCCTH

[lypmypa

HCYCCTH

Obpus

HEYECTH

HCYCCTH

HCYCCTH

PeakTHBUpaHE Ha KOXEH JTYIYC
EPUTEMATOIEC

peaKH

TokcyuHa enuaepmanuHa
HEeKpOJIH3a

pedKH

Yprukapus

pPEeAKH

HECYCCTH

HECHYECTH

Hapywenns Ha
MYCKYJTHO-
CKeJleTHaTa
CUCTEMA H
CbCAHHUTCNHATA
ThKaH

Aprpanrus

HECHECTH

AprpHT

HYECTH

Bonku B repba

HEHYCCTH

YECTH

MycKynHH cnasmu

HEYECCTH

peaky

MyckynHa cnabocr

peaku

Muanrus

HCYCCTH

HCYECCTH

bonka B xpaHHHUHTE

HEYECTH

nape3u

pPeAKH

CkenetHu S0aKH

YECTH

Hapyumenus Ha
6u0OpeunTe U
MHKOYHHTE
NbLTHLUA

Octpa 66bpeuna
HEXOCTATBLYHOCT

peaku

peaKH

XeMarypms

HCHYECTH

HCCTH

HurepcTuunanien vedpur

bnOpeyHa HEAOCTATBYHOCT

pCiKH

bubpeuHa anuchyHkUnsA

HMudekuun Ha NHKOUHHTE
NbTHLLA

Hapymexus Ha
penpoAyKTHBHATA
CHCTEMA H

EpexTunHa aucdyHKLHS

HCUCCTH




rLpaarTa

O6wu HapyweHns | ACTEHMSA YECTH HEYECTH
H eheKTH Ha bonka B rbpauTe YECTH YecTH
MACTOTO Ha Orox Ha nuLeTo HEYECTH
NMPHNOKCHHE Ymopa YECTH YeCcTH
Tpecka pPEAKH
['punononodbHM CUMITTOMM 4YEeCTH
JleTaprus peAKH
®u3HYECKO Hepa3noNoKeHHE peaKH HEeYecCTH
bonka YeCTH
[Tepudepen enem YeCTH YeCTH
Caabocr HeYeCTH
HicneasaHus [TosMimasaHe Ha anaHUH He4ecTH
TpaHcepalara
[osuiuaBaHe Ha acnaprar HEYeCTH
aMHHOTpaHc(epa3ara
[ToBHIIaBaHe HA KanLWH B HEYECTH
KpbBTa
[ToBHWIARAHE HA KPCATHHHH B HEYECTH
PCAKH YECTH
KpPbBTa
[ToBnuwiaBaHe HA KpeaTHHUH YecTH
tochOKHHA3AaTa B KPbBTA
[ToBHuIaBaHe HA MNKOKO3ATa B
KPbETA HeYecTH
[MoHnkaBaHe Ha XeMaTOKPHT B DenKH
KpbBTa
[ToHnxkaBaHe Ha xeMorinoOHHa
pelKH
B KPBbBTA
[loBHiIaBaHE HA TUTNIKAHTE B HEUYEeCTH
KPbBTA
[ToHWXcaBaHe Ha KAMLUHH B HEYeCTH
KpbBTa
[ToBuiuaBaHe Ha KaJinid B HEYECTH
KpbBTa
nDBHU.Iﬂ.BﬂHB Ha ypea B KPBBTA HCYCCTH YECTH YECTH
INosvwasaHe Ha kapbamuaeH -
a30T B KPLBTA
[ToBHUIEHA NHKOYHA KHCENHHA
peOKH
B KPBBTA
[ToBHIaBaHe Ha raMa
rnyTaMua TpaHcgepasa Hetec
[MoBHwaBaHe HA
YecTH

4yepHOAPOOHHTE EH3HMH.

' HemenaHomeH pak Ha koxaTa: Bn3 0CHOBA Ha HA/IMYHHTE A2HHM OT ENHUAEMHOIONHYHH MPOYYBaAHUS
e HaOnoaaraHa 3aBUCHMA OT KyMYyJIaTHBHaTa 103a Bpb3ka Mexay XXT3 u HMPK (Bx. ¢bwo ToukH

4.4u5.1).

2 [Ipe3 NOCTMAPKETHHIOBHA NEPHOA Ce ChoOLABA 33 CTyuUaH Ha ABTOMMYHEH XENATHT ¢ IaTeHTeH
MEPHOA OT HAKONKO MEceLa 10 rOAMHH, KOHTO ca 0DpaTHMH caex CNHPaHe HA NPHEMa Ha ONIMecapTaH.

peuerrropHH 6nokepu. [pHunHHO-CNeACTBEHA Bpb3Ka, 00aue, He € yCTAHOBEHA.

Crobuasane Ha NOAO3HPAHH HEKE/IAHH PEAKLUH

CrobaBaHeTo Ha NOAO3YPaHH HEXENAaHU peaKkLHH Clieq pa3peluaBaHe 3a ynorpeba
NPOAYKT € BaXXHO. ToBa NO3R0/ABA 14 NPOOBLIKH HAONIOAECHHETO HA CHbOTHOLUIEHHET




NekapcTBeHHA NpoaykKT. OT MEOULMHCKHTE CNIELIHATTUCTH CE M3MCKBA Aa ChoOLIaBaT BCAKa
NOAO3HPAHA HEXKENAHA peaKkLMs upes

H3ntnHMTENHA areHUus NO N1eKapcTBara

ya. ,,Jdamau ['pye” Ne 8

1303 Codusa

Ten.: +359 2 890 3417

yebcaliT: www.bda.bg
4.9 Ilpeao3npane

Hsama cneunduuna vapopmauus 3a ePpekTHTe WK JEHEHHETO NpHU Npeao3npaHe Ha KOMOHHaLMHUTE
oliMecapTaH MeJOKCOMHA/xuapoxnopoTuazua. [lauMeHTsT Tpabea aa ce cnean o1hAn30 U IeUeHHeTo
Tpa®Ba na Obae CHMNTOMATUYHO H NOAABPXKALLO. MepkuTe 3aBUCAT OT BPEMETO HA NPHEMAHETO M
TeXeCTTa Ha cuMnToMuTe. [Ipennaranure MepkH BKIIOUYBAT NpelH3BHKBAHE HA NOBPbIIAHE H/HAU
CTOMALllHA NPOMUBKA. AKTUBHHUAT BbIJIEH MOXKE A2 OBbAE NONE3CH NPU TEUCHUETO HA NMPEAO3UPAHE.
CepyMHHTE €NeKTPOIHTH H KpeaTHHHH TpabBa aa 6baatT npocieasiBaHH no-4ecTo. AKO Ce NoABH
XMNOTOHKA, aHEeHTHT TpsOBa Aa Obe NoCTaBeH B JErHANO NOAOKEHHE W cnelHo Aa 6baaT naneHu
3aMECTHTE/IH Ha conTa H obema.

Hafi-BepoaTHHTE NpOABY NpH NpeJo3UpaHe HA OJIMECAPTAH MENOKCOMMII ce ovaKpa aa 6baar
XHIMOTOHHA U TaXHKAapAHA, MOXKe a ce noaBH U Opanukapaud. [Ipegosupanero ¢ XHAPOXNOPOTHAIUA
€ CBbP3aHO C U34EPNBaHE HA ENEKTPOIHTH (XHUITOKAIMEMHA, XHNOXNOPEMHS) U NEXHApaTaLMA, B
pe3yaTar OT NpeKkoMepHa anype3a. Hail-uecTHTe NpU3HaUM U CHMITTOMH Ha NPeA03HPAHETO ca rajieHe
H CBHIMBOCT. XUNIOKAIHEMHATA MOXE Aa A0BEAE 10 MYCKYJIHH CNa3MH WHIIK 1a NPEAH3BHKA
ChPACYHH APUTMHUH, CRBP3aHH ¢ €1HOBPEMEHHATa ynoTpeba Ha NUIHTANTMCOBH MIMKO3IWAM HITH HAKOH
AHTHAPUTMHYHH JIEKAPCTBEHH NMPOAYKTH.

Hsama HannuHa nHdOpMaLMs NaiH OJIMECAPTARH H XHAPOXJIOPOTHAZNA MOTAT Aa C¢ OTCTPAHAT Ype3
Ananuaa.

5. ®APMAKOJIOTHYHH CBOHCTBA

5.1 dapmakoaHHAMHYHH CBOHCTBA

(bapMakoTepaneBTHYEH Klac: aHrHoTeH3HH Il avTraronrcTu u anyperuun, ATC koa: CO9DAOS.

MexaHH3bM Ha aeiicTBHe/DapMakoaHBaMHYHK edeKTH

Ko-OnumecTpa € KoMOMHAUMA OT aHTMOTEH3HH 1] peuenTOpeH aHTArOHUCT, OJIMECAPTAH MEAOKCOMMIT
M THA3HAECH AHYPETHK, XHAPOXAopoTHazHa. KomOHHaLuATa Ha Te3H CHCTABKH HMa aIHTHBEH
AHTHXHNEPTEH3HBEH eeKT, KATO NOHHKABA APTEPHATHOTO HANIAAHE B MO-rONAMa CTENEH, OTKOIKOTO
BCEKH OT KOMIMOHEHTHTE NO- OTAETHO.

Jlo3upaHeTo BeaHbx AHeBHO Ha Ko-OnumecTpa ocurypsaBa eeKTHBHO M TUIaBHO MOHHWXKAaBaHE Ha
KPBbBHOTO HaNAraHe Haa 24-4acoBus N030B HHTEPBA.

Onmecapral MEAOKCOMMN € MNEPOPATTHO aKTHBEH, CeIeKTHBEH aHIHOTeH3HH | peuenTopeH (Tun AT))
AHTArOHKUCT. AHTHOTEH3HH |l € rmaBHHAT Ba30AKTHBEH XOPMOH Ha PEHHUH-AHTHOTEH3HH-
aNnNOCTEPOHOBATA CHCTEMA U UIPaE BaXKHA pOA B NaToreHe3aTa Ha XUIEPTOHHATA.

Edexture Ha aHrnoreH3uH 1l Bk1ouBaT Ba30KOHCTPHKLNMA, CTHMYNIALMA Ha CHHTE3a U
ocBo6OXKNABAHETO HA ANAOCTEPOH, CTHMYJIHPaHe Ha cbpueTo H Ha ObOpeuHara peabeo
HaTpui. Onmecaptas 610KHpa Ba30OKOHCTPHKTOPHHS Y allIOCTEPOH-CEKPETHPALLHA €
aHruoteHsuH Il nocpeacrsom GaokMpaHe Ha CBBP3BAHETO MY KbM peuenTopa Ha AT
BK/IIOYHTETHO ChAOBATA rNaaka MycKynatypa u HanbnbpeunuTe xnes3n. Jeicrsu

HE3aBHUCHMO OT H3TOYHHKE WIH HAYHHA Ha CHHTE3 Ha aHrHoTeH3HH Il. CenekTushHu




peuenTopuTe Ha aHrHoteHsunH Il (ATI) ot oamecapraH BoAW 00 NOBHLLIABAHE HA MNA3MEHUTE HUBA HA
PEHHHA W KOHUEHTPALKHWTE Ha aHTHOTEH3UH [ 1 1] W 3BeCTHO NoHMKABAHE HA NJA3MEHHTE
KOHUEHTPaLUHH Ha aJl10CTepOHa.

[1py xMNepTOHHA onMecapTaH MEJOKCOMM/T MPHYHHABA 1030-3aBHCHMO NPOABLKHTENHO NOHHKABAHE
Ha apTepHATHOTO HanaraHe. HaMa AaHHM 32 XUNOTOHKA Clie] NbpBaTa A03a KK TaXH(pHIaKCHs NpH
ABAFOCPOYHO NPHIOKEHHE WK 3a pubayH XHNepToHHA ciiel Obp30 NpeycTaHOBABAHE HA NEYEHHETO.

Cnen eaHOKpaTHO AHEBHO NPWIOKEHHE NTPH NALMEHTH C XUNEPTOHHA, OJIMECAPTAH MEAOKCOMII BOAH
A0 €()eKTHBHO U NJIABHO NMOHH)KABaHE Ha apTepHanHOTO HandraHe rnpes 24-4acoBHs A030B HHTEPBAJ.
ExHokpaTHOTO AHEBHO NO3MpaHE BOAM 0 CXOLHO MOHHXKABAHE HA APTEPHAIHOTO HaNATaHE KaKTo H
ABYKPAaTHOTO THEBHO R03UPAHE NPU €dHa M cblua obla JHeBHa 103a.

[TpH NpOABMKHTENHO JIEHEHHE MAKCHMAJTHOTO NOHWKABAHE HA aPTEPHAITHO HANIAraHE ce A0CTHra 3a 8
CSIIMHUH CNEA 3aNOYBAHE HA JIEYEHUETO, BLIIPEKH Y€ 3HAYHTEIHA YACT OT NOHHXKABALIKA
apTEepHANTHOTO HandaraHe edekT Beye ce Habmoaaea cne 2-ceAMHYHO JIEYEHHE.

EdexTsT Ha onMecapTaH MEAOKCOMWI BbPXY CMbPTHOCTTA K 3a00/1€B2EMOCTTA € BCE OLIE HEW3BECTEH.

Pangomu3upaHo kinHuKHO npoyysaHe (The Randomised Olmesartan and Diabetes Microalbuminuria
Prevention (ROADMAP, PanaoMH3npaHe Ha onmMecapTan ¥ NnpeBeHLUs Ha AHabeTHa
MHKpoandOyMHnHypus ) npH 4 447 naunvenTtu ¢ adabeT Tin 11, HopMo-an6yMHHYpHA H NOHE €AHH
JOITBJIHHTENEH ChPAEHHO-CHAOB PUCKOB (AKTOP H3CNIEABA NATH IEHEHHETO ¢ onmecapTaH 6u Morno
na 3abasu noseara Ha MUKpoanOyMuHypua. [1o BpeMe Ha cpeaHHs nepyoa Ha npocheasBaHe ot 3,2
FOAMHH, NAUHEHTHTE NMONY4aBaT OIMECAPTAH WY niauebo B AOMbAHEHHE KbM ApPYyrH
AHTHXHNEPTEH3IHBHH J1IEKAPCTBA, ¢ H3KN0YeHHE HA ACE-HHXHOHTOpPH HITH aHMHOTEHIUH peLIeNTOPHH
Onokepu.

3a nupBHYHATA KpaiiHa Len NPOYYBAHETO MNOKA3BA 3HAYKWTE/IHO HAMANABAHE HA BPEMETO 3a NMosABa Ha
MHKpOanbyMHHypus B nona3a Ha onMecaptaH. Ciie KOPEKLHMA Ha PA3IHKHTE B APTEPHATTHOTO
HaJIAraHe TOBa HaMA/gBaHE Ha PUCKA BEUE HE € CTaTUCTHYECKH 3HA4YNMO, 8,2% (178 ot 2160) ot
MaLHeHTHTE OT rpynara Ha oaMecaptad H 9,8% (210 ot 2139) B nnauebo rpynara ca pa3sunu
MHKpOanOyHypHS.

3a BTOPHYHHTE KPAHHH LENH, CHPACHHO-CHAOBH HHUMACHTH Bb3HWKABAT Npu 96 naunenTa (4,3% npu
onmecaprad H npH 94 naunxera (4,2%) npu mauebo. Hecrorata Ha CbPACYHO-CBAOBA CMBLPTHOCT €
NO-BUCOKA TPH JIGUEHHETO C OJIMecapTaH B cpaBHeHHe ¢ rianebo (15 nmaumnernra (0,7%) cnpamo 3
(0,1%) naumHTa), BBNPEKH CXOOAHWUTE HHBA Ha HedaTaneH HHCYAT {14 naunenTa (0,6%) cnpamo 8
nauuenTa (0,4%)), Hedaranen muokapaeH ungapkr (17 nauunera (0,8%) cnpsamo 26 nauuaHTa
(1,2%)) ¥ CMBPTHOCT, panHuHa OT cbpaetHo-cbaoBaTa (1| nauuenTa (0,5%) cnpamo 12 nauneHTa
(0,5%)). ObiiaTa CMBPTHOCT NPH OAMECapPTaH € YHCNEHO yBenudeHa (26 nauunenTa (1,2%) cnpamo 15
naumenTa (0,7%)), KoeTO € CneaACTBHE OCHOBHO OT NO-BUCOKHA OpOoll paTaHH CbpaevHO-ChAOBH
HHLIKAEHTH.

[Tpoyupanero The Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic
Nephropathy Trial (ORIENT, Onmecapran Hamanssa 4ecToTarta Ha TEPMHHAHATA CTENEH Ha
616peuHa Gonect npn anabetHa HedponaTHa) wicnenBa eeKTHTE Ha OIMeCapTaH BupXy ObnOpeuHuTe
U CHPAECYHO-CBIOBH KpaiHH pe3ynTaTH npH 577 paHAOMH3NpaHyu naumeHTH oT JAnonus u Kuraii c
auaber tun 11 ¢ u3ssena HepponaTua. [o Bpeme Ha cpeaHus nepuoa Ha npocieasasaHe oT 3,1 roauHw,
NAUKEHTHTE NOJy4aBaT WK OJIMECApTaH Wik nnauedo B JOMbAHEHHE KbM APYTH aHTHXHNEPTEHIUBHU
nexapcrTea, BKUOYHUTENHO H ACE-HHXHOHTODH.

[TeprHyHaTa KOMOHHUPpPaHa KpaiiHa uen (BpeMe O0 NbpBUA Clyuali Ha yABHABAHE HAa CEPYMHHA
KPeaTHHHUH, TepMHHanHa crened Ha 6v6peyna Honecr, obwma cMbpTHOCT) ce Habaonasa npu 116
NAUMEHTH B IrpynaTta Ha oaMecapTad (41,4%) v npu 129 naunentH B rpynata Ha nnauebo (45,4%)
(HR 0,97 (95% CI1 0,75 no 1,24); p=0,791). KombuHHpaHaTa BTOpHUHA CHPAECYHO-CBHAO
ce Habmoaasa npH 40 nauueHTa, NeKyBakH ¢ onMecaprad, (14,2%) u npH 53 nauue
rnauebo (18,7%). Tazn komGHHKpaHa cbpaewHO-CbAOBA KpaiHa Len BKIIOUYBA Chpae
cMbpT npy 10 (3,5%) naumenTa, nppemanu onMecapran, cnpamo 3 (1,1%), npueman
cmbpTHOCT 19 (6,7%) cnpamo 20 (7,0%), nedaranen nucynr 8 (2,8%) cnpamo 11 (3
MHokapaeH Hdapkr 3 (1,1%) cnpamo 7 (2,5%) cxOTBETHO.




XHAPOXNOPOTHAZHA € THA3UIEH AMYPETHK. MeXaHH3MBT HA AHTHXHIEPTEHIUBHO NEHCTBHE HA
THa3HAHHUTE AHYPETHUH HE € UIACHEH HAMWIHO.

TuazuauTe nosnusaBaT TyOYNHHUTE MexaHH3MH Ha DbOpeunTe 3a peabcopduna Ha eneKTPOAnTH, TIPAKO
yBE/IMYABAT OTACIRHETO HA HATPHH H XJIOPHAH B NPUOIHU3NTENTHO €KBHBANEHTHH KOMHYECTBa. B
pe3ynTaT Ha AUYPETHUHOTO NEHCTBHE HA XHAPOXOPOTHA3HA CE HAMANIABA NIA3ZMEHHUAT 00eM,
NOBHLLABA C€ AKTHBHOCTTA Ha INJ1a3MEHHA PEHHH M Ce MNOBHLLABA CEKPELMATA Ha ANAOCTEPOH ¢
NoC/eaBallo YBENHUSHHE HA OTACIAHETO B YPHHATA Ha Kanuil M OmkapboraTy W HamansBaHe Ha
HMBATA HA CEpYMHHA Kanui. PeHrH-anaoctreporHosata Bpbika ¢ MearMupa ot aHruoreHsud Il v 3atosa
€JHOBPEMEHHOTO NPUIOKEHHE HAa aHTHOTEH3HH |l peuenTopeH aHTaroHUCT UMa TEHAeHUUA 1a
Hamay 3arybarta Ha KafHid, CBbp3aHa ¢ TUa3uaAHKTE AMypeTuln. [lpu npunoxeHue Ha
XHAPOXNOPOTHA3HA HAYAJIOTO Ha AHYpe3aTa HACTLNBA CNe OKONO 2 Yaca H MAKCHUMATHUAT eeKT
HacTbNBA OKOJIO 4 Yaca ciel npuema, a AeHCTBHETO NpoaAbMKaRa npubnusurenno 6-12 vaca.

EnuaeMuonoriyHuTe NpOy4YBaHHA Ca NoKasasnM, 4€ Npu IbArOCPOYHOTO JIGYUEHHE C
XHAPOXJOPOTHA3H MOHOTEPAIIUA CE€ HAMANABAT PHCKA OT ChPAEYHO-CBHAOBATA CMBPTHOCT H
3a00/1€BAEMOCT.

KnunnuvHa epuxacHocT H 6e3onacHocT

KombrHauuaTa Ha onmMecapral MEJOKCOMMWI H XHAPOXJIOPOTHAZHA HMA AAHTHBHO NEHCTBHE BbPXY
MOHKWXaBaHE HAa KPbBHOTO HAAraHe, KOETO NPEBHLIABA TOB2 KA OTAC/IHUTE KOMMOHEHTH.

[py 0606uIeHN NNauebo-KOHTPONHPAHH NPOYYBAHHA, TPHIOKEHHETO HA KOMOHHaLMATA ONMecapTaH
mMeaokcoMun/xuapoxnoporuasua 20 mg/12,5 mg 1 20 mg/25 mg soau A0 NOHH>KaBaHE Ha
CHCTOJTHO/AHACTONHO KPBBHOTO Hansrane ¢ MUHHMyMa ot 12/7 mmHg, u 16/9 mmHg,, cvotBeTHO B
cpasHeHue ¢ rauebo.

Bu3pacTTa M nonsT He OKa3BaT KAHHHUYHO 3HaYHM e(eKT BbpXY OTTOBOpA OT IEUYEHUETO C ONMeEcapTaH
MeIOKCOMMI/XHAPOXIOPOTHA3HA KOMOMHMpaHa Tepanusa.

[MpunoxeHueto Ha 12,5 mg u 25 mg xuapoxnopoTHasKni NPU NaLHEHTH, KOMTO Ca HEJOCTATbYHO
KOHTPOJIMPaHHK ¢ MOHOTEpAarnus ¢ oMecapTaH MeaoKcoMu 20 mg AaBO JOMBIHHTENHO MTOHHWKABaHe
Ha 24-4aCOBOTO CHCTOJIHO/IHACTO/HO apTEPHAITHO HANAraHe B CPABHEHHE C H3XOOHHTE CTOHHOCTH,
H3MepeHH NpH aMbyaTOPHO MOHHTOPUPaHE Ha apTEPHATHOTO HanaraHe ot 7/5 mmHg, u

12/7 mmHg, cvoTBeTHO, B CpaBHEHHE C MOHOTEPANHA C OIMECApTAH MEAOKCOMMIL. JIOMBIIHKUTENHOTO
MOHHKABAHE HA CPEAHMTE CTOMHOCTH HA CUCTOIHOTO/AHACTONHO APTEPHANTHOTO HAIAraHE B
CpaBHEHHE C HA4YanoTo, ca H3IMepeHH ycnoBHo, ¥ ca 11/10 mmHg, u 16/11 mmHg, cvorserHo.

EdexruBHocTTa Ha KOMOHHHKpaHaTa TEpanus ¢ OJIMECAPTAH MEIOKCOMMWY XHIPOXIOPOTHAZHA CE
NOAABPIKA NPH NPOABLKHTENHO (€1HA roAHHa) NeyeHHe. CrHPAHETO HA NEHEHHETO C OJIMECApPTaH
MEAOKCOMMN, CbC WK Be3 CLbTeTRaIA TEpanya ¢ XHAPOXIOPOTHA3HA, HE € A0Beno a0 pebayHn
XHNEPTOHHA.

EdexTure Ha koMOHHAUMsATA ¢ PUKCHPAHH 103M OIMECAPTAH MEOOKCOMWI/ XHUAPOXIOPTHA3H BbPXY
CMBPTHOCTTE K ChPAEHHO-CHAOBATA 3a00NEBAEMOCT 3aCera ¢a HEM3BECTHH.

JBoiiHO OnoKHpaHe HA peHUH-aHTHOTEH3UH-aNA0CcTEpOHOBaTa cucTeMa (PAAC)
JiBe ronemMu paHaoMH3HpaHH KoHTponupaHu npoyusaHus — ONTARGET (ONgoing Telmisartan

Alone and in combination with Ramipril Global Endpoint Trial - Texywo rnobanHo nanureaHe 3a

MMHHHCTEPCTBO NO BHIIPOCUTE HA BETEPAHHTE) — Npoy4BaT ynorpebara Ha koMOHHa
HHXHOHTOPp W aHruoTeHsuH ll-peuentopen Haokep.

ONTARGET e npoyusaHe, npoBeAeHO NpH NAUHEHTH ¢ AHAMHE3a 33 CbPAEHHO-Ch
MO3bYHOCBHAOBA DONeCT, MM 3axapeH AHabeT THN 2, NPHAPYKEHH € JAHHH 3a YBpe



edextopHn oprann. VA NEPHRON-D e npoyuBake npu nauMeHTH cbe 3axapeH Auaber tvn 2 1
anadetHa HedponaTus.

Te3n npoyuBaHHs He NOKa3BaT 3Ha4YHM OnaronpuareH egekT BLpxy ObOpeuHnTe W/ WIH CbpaeyHO-
CBLAOBHTE NMOCIASAHLIH H CMBPTHOCT, KATO ChLUEBPEMEHHO ca HabNi0aaBaHK NOBULLIEH PHCK OT
XUMEPKATHEMHA, OCTPO yBpexkaaHe Ha OvOpeumTe W/WIH XMNOTOHHA B CpaBHEHHE C MOHOTEPAITHATA.
Kato ce UMaT npeaBua cXOAHUTE UM (PapMaKOOHHAMHUYHH CBOMCTBA, TE3H PE3yTaTH Ca NPHIOKHUMHU
u 3a apyrd ACLE vuxubuTopu 1 anruorensut Il-peuentopHu BaokepH.

ACE nHxubutopu u aHruoreHsuH ll-peuentopuu Onokepu cneaosarenHo He TpaOBa aa ce H3NON3BAT
€HOBPEMEHHO NPH NaUHEHTH ¢ AWabeTHa HedponaTus.

ALTITUDE (KnuHu4HO npoyusaHe NPOBEACHO C AIUCKHPEH NMPH NaLUUEHTH ChC 3axapeH AxadeT THN
2 ¢ M3N0N3BAHE HA ChPACYHO-CHAOBH H OBOpeuHH 3abonaBaHua KaTo KpaHHH TOUKH) € NMPOy4BaHE,
npeaHa3HAYEHO [1a H3CNEABA NTON3aTa OT A00ABAHETO HA ATHCKHPEH KbM cTaHaapTHA Tepanua ¢ ACE
HHXHOHMTOP UnK aHruorensuH ll-peuentopen Grrokep npH NauUMeHTH cbe 3axapeH AHaber THN 2 H
XpOoHHUHO OBOpetiHo 3abongaBane, cbhpaeuHO-CbA0BO 3abonaBane unu U aAsete. [lpoyuBaHeTo ¢
NPEKPATEHO NPEXACBPEMEHHO NOPAAH NOBULIEH PUCK OT HebnaronpHaATHU nocaearuu. Kakro
CbPAEYHO-CHAOBATA CMbPT, TAKA H HHCYJITBLT A NO-YECTH B IPYNATA HA AIUCKHPEH, OTKONKOTO B
rpynarta Ha nnatedo, a NPeacTaBIABALLMTE KHTEPEC HEXKENAHH CHOHTHUS ¥ CEPHO3HH HeXeNaHH
CLOUTHSA (XHNIEpKANHEMHS, XHNOTOHHA W 01LOpeuHa nuchyHKkUHA) ce cbobLaBaT no-4yecTo B rpynara
Ha aJIMCKHPEH, OTKOJIKOTO B rpynaTa Ha rnauebo.

HemenaHoMeH pak Ha KoXaTta

B13 ocHOBa Ha HANKYHHKTE JAHHH OT ENHAEMHONOrHUYHM NPOY4BAHUA € HabnloaaBaHa 3aBHCHMA OT
KyMyJlaTHBHaTa 103a Bpb3ka Mexay XXT3 u HMPK. Eano npoyusase Bk1ouBa nomynawus,
cbeToAwa ce oT 71 533 cayuaun Ha BKK u 8 629 cnyuan va CKK, 1 nonynauua ot cvorserno 1 430
833 1 172 462 noaxopauin koHTPORH. Bucokara ynorpeba Ha XXT3 (kymynarueHo =250 000 mg) e
cebp3aHa ¢ kopurupad OR 1,29 (95% OU: 1,23-1,35) 3a BKK u 3,98 (95% [IH: 3,68-4,31) 3a CKK.
Habnionasana e acHa Bpb3ka KyMyJaTHBHA J03a-0TroBop KakTo 3a BKK, taka u 3a CKK. dpyro
NpoyuBaHe MNOKa3Ba BbIMOXKHA Bpb3ka MexKay paka Ha ycTHHTe (CKK) u excnosuumsaTa Ha XXT3: 3a
633 ciydan Ha pak Ha YCTHHTE € noabpaHa nonynauna ot 63 067 noaxoaaLy KOHTPONHM, KaTo ¢
M3MO3Ba CTPATETHA 3a B3eMaHe Ha NpoOH, onpeaencHa OT pucka. JleMOHCTpUpaHa ¢ Bpb3ka
KyMynaTUBHa 103a-0Trosop ¢ kopurupasd OR 2,1 (95% AH: 1,7-2,6), napacteaii ao OR 3,9 (3,0-4,9)
3a BUCOKa yrniotpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hait-BHCOKaTA KyMynaTHBHA Ao3a (~ 100
000 mg) (Bx. cbL1O TOYKE 4.4).

5.2 QPapMaKOXKAHeTHYHH CBOlcTBA

AbGcopbnns B paznpeneienne

OnMecapraH MEAOKCOMMIL:
Onmecaprad Me1OKCOMHN € nponexapcTso. [1pu pesopbupaHe OT racTpoHHTECTHHANHHA TpakT 6bp30

ce npeBpbula BB $apMakoNOrHyHO aKTHBHUA METabOAUT OJIMEcapTaH OT eCTepazuTe B UpEBHaTa
JIUraByLa W B MNOPTAIHOTO KPbBoOOpbUIeHHE. B ruiazMara uiam eKCKpeTHTE He ¢€ OTKpUBA aKTHBHOCT
Ha HHTAKTEH OJIMecapTaH MEJIOKCOMMA WX UHTAKTHHY CTPAHHYHHU BepUrd Ha MeaokcoMui. CpeaHara
abcontoTHa HUOHATUYHOCT HA ONIMEcapTaH, NPUIIOXKEH Noj gopMara Ha TabneTkH e 25,6 %.

Cpeanata nuKoBa nutazmMeHa KOHUEHTpauHs (Crax) Ha OIMECAPTaH CE JOCTHIA B PAMKMTE Ha 2 yaca
clel NEPOPATHO MPHICKEHHE HA O/IMECAPTaH MEAOKCOMMIL, @ NNA3MEHHTE KOHUCHTPAUKBH Ha
O/IMEecapTaH HapacTBAT MOYTH AHHEHHO ¢ HApacTBalllH €XAHOKPATHH NEPOPANHH A03M A0 okono 80 mg.

XpaHarta 0Ka3ea MHHUMaJIEH eekT BbPXy OHOHANMYHOCTTA HA OMECAPTAH H 3aTOBA O/IMECAPTAaH
MEOKCOMHJI MOXe a ce nMpunara ¢ uau 6e3 xpaHa.

He ce HabnionaBat KNIHHHYHO 3HAYMMM MOJOBO-3aBMCHMH Pa3NHKH BbB DapMaKOKHH
OJIMECapTaH.




OnmecapTaH ce CBbP3Ba BbB BHCOKA CTefneH ¢ maiMeHuTe fentbum (99,7 %). Bunpeku Toea,
Bh3MOXKHOCTTA 33 KIIMHHYHO 3HAYHMH IEKAPCTBEHH B3aMMOEHCTBHA Ha O/IMECcapTaH ¢ ApyrH
NeKapcTBa, CBbP3BALlH C€ BbB BHCOKA CTEMEH C U1a3MeHUTE OeNThLM, YPE3 H3MECTBAHE OT MecTara 3a
CBbp3BaHE, ¢ HUCKA. TOBA Ce NOTBLPIKAABA OT JIUMCATa HA KIIHHHYHO-3HAYMMHU B3aHUMOACHCTBUA
MEeXJy O/iMecapTaH MeaOoKCOMHN H BapdapHH. CBbpP3BaHETO HA O/IMECAPTAH ¢ KPBbBHHTE KIIETKH €
He3HauuTenHo. CpeRHUAT obeM Ha pa3npeieneHue cel HTPABEHO3HO NMPWIOKEHHE € MaTbK

(16-29 1).

XHAPOXAOPOTHAINA
Cnea nepopanHo NPUACKEHHE HA OIMecapTaH MEAOKCOMMUI U XHAPOXIOpoTUa3KAa B KOMOHHAaUKS,
CPeAHOTO BpeMe Ha ITUKOBUTE KOHLEHTPALMHK HA XHAPOXAOpoTHa3ua € oT 1,5 ao 2 yaca caen npuema.

XHOpOXJIOPOTHA3HA CE CBBP3BA C M1a3MeHUTEe NpoTerHH 68% 1 uma obem Ha pasnpeaeneHue 0,83 -
1,14 Vkg.

brorpanchopMALIHEE H eKCK RS

OnmecapTaH MEAOKCOMMI

ObukHOBeHO 0OLHAT nazmeH kiupbHe € 1,3 I/h (CV, 19 %) 1 € cpaBHHTENHO MalTbK B CpaBHEHHE C
yepHOoaApOoOHHA KpbBOTOK (OKOI0 90 1/h). Cnen enHOKpaTHO NepopanHo NpUIoKeHHe Ha OennsaH ¢ C-
olMecapTaH MedokcoMua, 10-16 % oT paaMoakTUBHOCTTA C€ OTKPYBA B YPHHATA (MO-ro/iIMaTa HacT B
paMKHTE Ha 24 4aca OT NPHJI0KEHHETO), @ OCTaTbKbT OT OTKPUTATa PAAHOAKTUBHOCT C€ EKCKpPEeTHpa
BbB (peueca. MMalikn npeapna cHcTeMHaTa HANHUHOCT OT 25,6 %, MOXe Aa ce 3aKNI0o4H, Ye
abcopOupaHHAT onmecapTaH ce enTMMHHHKpa W 4pe3 OnOpeuna exkckpeuna (okono 40 %) u upes
xenato-OnnnapHa ekckpeuus (okono 60 %). LianoTo konHuecTBo paaHOAKTHBHOCT €
HaeHTUGHUHMPaAHO KaTO onmecapTaH. He ce oTkpuBa apyr 3HauuM MetabonuT. EHTepoxenTaiHmnaT
MeTaboMH3BM Ha OIMEcapTaH € MUHUMANEH. Thi KaTo roIAMO KOTH4ECTBO OJIMECAPTAH Ce
EKCKPETHDA YPe3 AUTHYKATA, NPHJIOKEHHETO MY NPH NauHeHTH ¢ OnnrHapHa obcTpykuHa €
NPOTHBONOKA3aHO (BXK. 4.3).

TepMHHANTHHAT eTMMHUHALIMOHEH MONYXXHBOT Ha o/imMecapTad Bapupa Mexay 10 v 15 yaca cnen
MHOrOKpPaTHO NepopaiHo Ao3paHe. PaBHOBECHHTE CTALIMOHAPHH MJIa3MEHH KOHLIEHTPAUHH ce
AOCTHUraT CJIEA MbPBHTE HAKOJKO 03 W cned 14 AHM MHOroKpaTHO ao3vpaHe He ce HabnloaaBa
AONBAHHTENHE akyMynauus. buopeunnsat knupuHc € okono 0,5 - 0,7 /h v e HesaBucuMm oT ao3ara.

XuapoxstopoTrHasug
XuapoxnopoTHa3su He ce MeTabonu3rpa M C€ eKCKPETHpA NMOYTH M3LANO0 B HenpoMeHeHa dopmMa.

[Tpubnuautento 60% oT nepopanHO NPUIOKEHATA 1033 CE CIMMHUHHPA B YPHHATA B paMKHTE Ha 48
yaca. brOpeuHuaT kiupbHe € okono 250 — 300 ml/min. TepMuHANHUAT NOAYIKHBOT HA
xuapoxjaoporyasug ¢ 10 — 15 yaca.

Kombunauuara Ha oamMecapTaH MEJOKCOMHWI H XHAPOXIOPOTHA3HA
CucTeMHaTa HAUTHYHOCT Ha XHAPOXJIOPOTHA3HA ce HaMansea ¢ okono 20% npu eNHOBPEMEHHO

MNPHIOXKCHHE C OJIMECapPTaAH MEOOKCOMHJ, HO TOBZ NCKO MOHHXCHHE HEC € OT KTHHUYHO 3HAYCHHKC,
KHHeTHKaTa Ha oAMECapTaH HE CC NOoBAKWABA OT CAHOBPEMECHHOTO NPHNOKCHUE Ha
XHAPOXJIOPOTHA3H].

PapmMaKOKHHETHKA NPH ceNHPpHIHH rPynH

fTayuenmu ¢ cmapuecxa sv3pacm (Hao 65 200unu):
[1pn xuneproxunum, AUC Ha onMmecapTaH B paBHOBECHO CHLCTOSHHE C€ yBesnuaBa ¢ 0kono 35 % npu
NauMeHTH B cTapyecka Bu3pacT (65-75 roanHu) u ¢ oxono 44 % npH MHOrO Bb3PacTHU N
(= 75 roaMHH), B cpaBHEHHE C NO-MNAAH NALMHEeHTH (B Touka 4.2).

OrpaHuueHUTe NaHHH MPEAOoNarar, 4¢ CUCTEMHHUAT KJIIHPBHC HA XHAPOXJIOPOTHA3
KAKTO NP 31paBH TaKa H MPH XHIIEPTOHWYHH NMALHEHTH B CTapHECKa Bb3PacT, B Cpa
3apaBH 0oOpoBONUM.



bvbpeuno yspeooane:

[Ipu nauneHTH ¢ 6BOpeuHa HeaocTaTbuHOCT, AUC Ha onMecapTaH fpH paBHOBECHO ChCTOAHHE C€
yBesnnuana ¢ 62 %, 82 % n 179 % cbOoTBETHO NPH NAaUHEHTH C JIEKO, YMEPEHO W TEXKKO HapyllleHa
O6nOpena dyHKLUMS, B CpaBHEHHE CbC 3ApaBH KOHTpOH (Bx. 4.2, 4.4).

BpeMeTo Ha NONYKHBOT Ha XHAPOXJIOPOTHA3W] C€ YABIKABA NPH NALMEHTH ¢ HapyLueHa 6b0peuHa
$OYHKLHA.

Yeproopobro yepesxcoane:

Cnepn eaHOKpaTHO NEpOpalHO NPHIIOKEHHE Ha OJIMEecapTaH fPH NALMEHTH € N1EKO A0 YMEPEHO
HapyuweHa YepHoapobua ¢pyukuns, AUC Ha onmecapTaH B paBHOBECHO ChCTOSHHE C€ YBETHYABA C

6 %, croTBeTHO 65 %, B CpaBHEHHE CHC CHOTBETHHTE 31PaBH KOHTPOIH. 2 Yyaca cne NpuiokeHue,
HECBBLP3aHHUAT O/IMECAPTaH NMPH 34paBH KOHTPOH, NPH NALMEHTH C JIEKO HapylueHa H NPH NAaLKEHTH C
yMEPEHO HapyuleHa YepHoapoOHa pyHkuHa ca cborseTHO 0,26 %, 0,34 % 1 0,41 %. [Ipu naumeHTn ¢
yMepeHo YyepHoapoOHO yBpexkaaHe, cpeaHaTta AUC Ha onmecapraH € cbiuo ¢ 65% no-B1ucoka, B
CPAaBHEHHE ChC CHOTBETHHTE 3ApaBH KOHTPONH. CpeAHUTE CTOMHOCTH HA CpayxCa CXOAHM NpH
NMAUKEHTH ¢ 4ePHOAPOOHO YBpEKAaHE WM NPH 3ApaBH HHAUBKAY. OnMecapTaH MEIOKCOMUI HE €
Mpoy4BaH NpPH NAaUKEHTH C TEXKO HapyulieHa YyepHoapobHa ¢pyHkuus (Bxk. 4.2, 4.4).

YepHoapoOHOTO yBpeXXAaHEe HE OKA3BA 3HAYHMO BIIHAHHE BLPXY dapMaKOKHHETHKATA Ha
XHAPOXJIOPOTHA3HA.

JlekapcTBeHH B3ARMO/IEHCTBHSA
Konecesenam, nexapcmeo, koemo c8bp38a HCALUKUME KUCCAUHU.

EavospeMeHHOTO npuioxeHue Ha 40 mg onMmecaptad MeaokcomMui M 3750 mg konecepenam
XUAPOXJIOPHA NpPH 3APABH X0pa € 08¢0 0 28% namaneHue Ha Crax M 39% Hamanenue va AUC Ha
onMecapraH. [lo-cnabu edextn - 4% v 15% Hamaneume Ha8 Cmax H AUC cb0TBETHO, €3 HabnioaaBaHu,
aKko ofiMecapTaH MeJOKCOMMWI ce npunara 4 yaca npead KojeceseslaM XHIAPOXIOpHA.
EnBMHHAUHOHHHAT NONYKHBOT Ha onmecapTaH € Oun HamaneH ¢ 50 - 52%, HezaBHCUMO OT TOBa aanH
ce Mpuwiara eAHOBPEMEHHO WK 4 yaca npelaH KojieceBenaM XHAPOXIopHa (BHXK ToUKa 4.5).

5.3 IlpeaxnHHH4YHH AaHHH 3a Oezonacnocr

ToKCHUYHHAT MOTEHLKAN HA KOMOHHALIUATA OAMECAPTaH MEAOKCOMII/XHAPOXJIOPOTHA3HA € OLEHEH
MPHU NPOYUYBAHHSA 38 TOKCHYHOCT € NOBTAPALUO C€ N03WPAHE A0 WECT MeceLa NpH IUTbXOBE U KyU4ETa.

Lilo ce oTHaca 10 BCAKO €4HO OT OTAENAHHTE BEWIECTBE H APYTUTE NEKAPCTBEHH MPOAYKTH OT TO3H
KNac, OCHOBHHAT TOKCHUKOJIOrHYEH npHueneH opraH ca 6vb6peunte. KomOMHauuaTa Ha onMecapTaH
MEAOKCOMHI/XHAPOXNOPOTHA3HA Npear3BUKBA (PyHKUHMOHANHH 6b0peunn npoMenn (yBennyaBaHe Ha
CEPYMHATa Ypes 1 Ha CEpyMHuUS KpeaTHHUH). Bucoku 103u npuunHsaBeat TyOyiHa aereHepauus U
pereHepauus Ha 6b6peunTe Ha NIBXOBE H Ky4eTa, BEpOATHO Ype3s npomsHa B 6b6peuHaTa
XxeMoaHHaMuKa (HaManeHa 6b6peuHa nepdysna B pe3yaraT OT XHNOTOHHUA ¢ TyOy/AHA XHNOKCHA U
TyOynHa aereHepauma Ha KneTkuTe). B aomsiHeHne komOMHauKATa onMecapTaH
MEAOKCOMN/XHAPOXNOPOTHA3H NPEAH3IBUKBA HAMAJIABRHE HA NapaMETPHUTE HA YEPBEHUTE KPLBHH
KNETKH (EPHTPOLIMTH, XeMOrNOOHH H XeMaTOKPUT) W HAMANABAHE HA TETNIOTO HA ChPLIETO NpH
IL1BbXOBE.

Te3un edexrtu cuuio ca Ounu HabaronapaHu U 32 apyru AT, peuentopHr aHTaroHWcTH U ACE-
HHXHOKWTOPH K Te H3rnexna ca OHnu NpUurMHEeHH oT PapMaKONOrHMHOTO AEHCTBHE HA BHCOKH
oJiMecapTaH MEJOKCOMM H H3MEXKAA 1a HE € CBbP32HH C XOpaTa B PAMKHTE Ha Npeno
TEPaneBTH4HH QO3H.

ﬂpqunauuﬂ'ra 3& N’EHOTOXCHYHOCT, KOHTO U3MN0J3BaT KOMDHHAUHATA OoAMECApPTaH M
XHUAPOXNOPOTHA3N, KAKTO H NPH OTACIHUTE KOMITIOHCHTH HE Ca NoKa3aih HUKakKBH
KTHHHYHO 3Ha\i¥Ma TrCHOTOKCHYHA aKTHUBHOCT.




KﬂHI.ICpOI"ﬁHHHHT NMOTEHLUHAT HEA OJMECAPTaH MEAOKCOMMWNJT HE € HU3CJICABAH, TbH KATO HAMA
A0Ka3aTCJICTBa 34 KAHUCPONr€HHH ed)eic'rn Ha cJaMEcapTaH MEAOKCOMHA B YC/IOBHATA HA KJIMHHYHA

ynotpeba.

Hama poka3zaTencTsa 3a TEpaTOr€HHOCT MPH MHULUKH WM NABXOBE, TPETUPAHHU ¢ koMOUHauMATa
OIMecapTaH MEAOKCOMMIT/ XHAPOXNOpOTHAa3na. KakTo ¢e oyakBa OT TO3H KIAC JICKAPCTBEH NPOAYKT,
¢eTanHa TOKCHYHOCT € HabnloaaBaHa NpH UIbXOBE, KOETO € BHAHO OT 3HAYHTEIHO HAMAJIEHOTO
(eTaNnHO TENECHO TErNO, NPH JIEYEHHE C KOMOHHAIMATA O/IMECAPTAH MENOKCOMMK// XHAPOXNOPOTHA3HA
no speme Ha OpemeHHOCTTa (BXK. TOUKH 4.3, 4.6).

6. ®APMAIEBTHYHHU JAHHH
6.1 ChnHcbk HA NOMOIHHTE BEILECTBA
Hopo na mabremxama

MukpokpHcTanHa Leny/iosa

Marsesunes creapar (E470b)
HacTHuHO 3aMecTeHa XHAPOKCHITIPONWILENYN03a

Quimoso noxpumuge
Turanos guokcua (E171)

Tanx (E553b)

[Tonu(BUHHIOB &NKOX0/) — YACTUYHO XHIAPOJH3IHpaH
Makporon 3000

6.2 HecnrBMEeCTHMOCTH

Henpunoxumo

6.3 Cpok naroanoct

3 roavMHU

6.4 CpoenrainH ycI0BHS HA ChbXPAHEBHE

Ila ce cbxpaHsaBa B OpHrHHAIHATA OMNAKCeBKA, 32 A3 ¢€ NPEeAnasy oT BRiara.
6.5 Bajg e chaAbLpKaBHE HA ONAKOBKATA

bnnucrepu (OPA/AI/PVC donuo, Al donuo): 14, 28, 30, 56, 60, 84, 90, 98 u 100 puamupanu
TaONEeTKHU B KAPTOHEHA Ky THA.

He BcHukHM BHOOBE ONakoBKH MOrar fa ObAaT rycHaTH Ha na3apa.
6.6 CoenuannH npeAna3HH MepKH NPH HIXBLPJIASHE
Hsama cneunannn H3HCKBaHHA.

BcuukH HeM3non3saku NPOAYKTHA HJIH OTNaAHH MATEPDHAJIH TpﬂﬁB& Aa CC YHHULLOXKAaBAaT CbI'l
MECTHHUTC H3HCKBAHHA.

7. [IPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

KRKA d. d., Novo mesto, Smajjeéka cesta 6, 8501 Novo mesto, CnoseHusn



8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Ko-Onumectpa 20 mg/12.5 mg duamupanu tabaerku —Per.Ne 20120427
Ko-Onumecrtpa 20 mg/25 mg ¢punamupanun tadnerkn—Per.Ne 20120426

9. JATA HA ITbPBO PASPEINABAHE/TTO/IHOBABAHE HA PASPEIIEHHUETO 3A
YINIOTPEBA

JlaTra Ha nbpBO paspewaBane: 23.08.2012
JlaTa Ha nocnaeaHo noaHosspatde: 15.05.2017

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

18 Mapr 2025




