KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



NIITHJTHATEIHA AFEHURA NO NEKAPCTBATA

KDAMns XapaisrepuUCIUKE HE npogyse - [pusoworue 1
Onmecaptan/HCTZ Maitnan 40 mg/12,5 mg ¢punmupasdm tabne B oy e
Olmesartan/HCTZ Mylan 40 mg/12,5 mg film-coated tablets -

1. HAME HA JIEKAPCTBEHMHA ITPOAYKT

---------------------------------------------------------------

2. KAYECTBEH H KOJIMYECTBEH CBhCTAB

OﬂMECHpTaH MCIOOKCOMHWI U XHAPOXNOPOTHAZHA

Beaka dunmupana tabnetka cbabvprka 40 mg onmecaprad menokcomun (olmesartan medoxomil) w
12,5 mg xuapoxuopotuasua (hydrochlorothiazide).

3a N'bJIHUA CUCHK Ha MOMOLUHHUTE BewlecTBa BHXKTe Touka 6.1.

3. JEKAPCTBEHA ©®OPMA

dunmupaHa TabneTKa

Onmecapran/HCTZ Makinan 40 mg/12,5 mg dunmupana rtabnerka: Ceetnokadsea, QpunMupaa,

NpoAbArosaTa, ABOHHO U3MbKHANA CBC CKOCEH pwd, ¢ BATLOHATO pesiedHO o3HavyeHHe ‘M’ ot eaHaTa
cTpaHa Ha Tabnetkara ¥ ‘H6’ oT apyrara cTpaHa.

4, KINHHUYHHU JAHHHU
4.1 TepaneBTHYHH [I0KA3AHUA

JleueHUe Ha €CEHUMAJIHA XMITEPTOHHS.

Onmecaptan/HCTZ Maiinan ¢ukcupana no3oBa koMOUHAIIMA € NOKa3aHa MPH Bb3PaCTHH MallUEHTH,
HYUETO KPHBHO HaNAraHe He C€ KOHTPOJMpa aleKBaTHO CaMO C OJiMecapTaH MeIOKCOMMII.

4.2 /Jo3upoBKa ¥ HAYMHH HA NPHJIOKEHHE

J103MpoBKa

Bvipacmnu
[Tpenopbunrennata ao3za Onmecaptak/HCTZ Maiinan 40 mg/12,5 mg e enna rabnerka aHeBHO.

Onmecaptan/HCTZ Maiinadn 40 mg/12,5 mg Moxke na ce npuiara nNpud nNalMeHTH, YUETO KPbBHO
HAJTAraHe He Ce KOHTPOAUpa aaekBaTHo camo ot 40 mg onMecapTaH MEAOKCOMHUII.

3a ynoOCTBO NAUMEHTH, KOUTO NMPHUEMAT OJIMECAPTAH MEAOKCOMMUIT U XHAPOXJIOPOTHA3HA KaTO OTAETHH
TabNeTKH, Morat ada npemuHat KkeMm Onmecapraw/HCTZ Maitnan 40 mg/12,5 mg, chabpxall cbiliuTe
NI03K HA CBCTABKUTE,

Onmecaptav/HCTZ Maiinan Moxe aa ce npueMa ¢ unu 6e3 xpaHa.

Hlayuenmu 6 cmapuecka 8v3pacm (na ev3pacm 65 u nogeye 200UHY)
[Ipyn nauneHTH B CTapuecka BB3PACT €€ Npenopbusa ChillaTta A03a OT KOMO

Bb3pPdCTHH. KPBBHOTO HAIAIaHEC TpﬂﬁB& Aa CC npoecncaaBa BHHMAaTCNHO,




bvbpeuno yspesicoane
Onmecapra/HCTZ Maiinan e npoTHBOMOKasaH INpH MaUMeHTH C Texko ObOpeuHo yBpexaaHe
(KpeaTHHUHOB KIUpBHC < 30 ml/min).

MakcuMantata no3a onMecapTaH MEAOKCOMMJI TPH MAUMEHTH C JIEKO A0 yMepeHo OGB6pedHo
yBpexJaHe (kpeaTUHMHOB kupbHC 30 — 60 ml/min) € 20 mg onMecapTaH MEJAOKCOMHN BEAHBXK
AHEBHO, NOpaaH OrpaHHYEHHA OMHUT ¢ NO-BUCOKM JO3M B Ta3M rpyrna NalHeHTH, KaTO Ce npenopbysBa
MEPHOAUYHO NpOCe/iaBaHE.

3atopa Onmecapran/HCTZ Maiinan 40 mg/12,5 mg e npoTHBONOKA3aH NPU BCHUKW CTETIEHU HAa
ObOpeuHo yBpekaaHe (k. Touku 4.3, 4.4, 5.2).

Heproopobio yapeorcdare

Onmecapraw/HCTZ Maiinan 40 mg/12,5 mg tpsabea na ce u3nonssa ¢ NoBUUIEHO BHUMAHME TIPH
MAlMEHTH C JIEKO 4YepHOApOoOHO yBpexaane (Bx. Touku 4.4, 5.2). Ilpenopbuea ce BHUMATEIHO
MpocieasBaHe Ha KPBBHOTO HajsaraHe M ObOpeuHata ¢yHKUMS OpH NAUUEHTH C YepHOAPOOHO
YBpPEXKJaHE, KONTO IMOJYYaBaT AHYPETHUH W/WAW APYTM aHTUXMMNEPTEHIUBHHU JIeKapcTBa (BiK. TOUKH
4.3,4.4,4.5n35.1). Ilpy nauMeHTH C yMEPEHO YEpHOAPOOHO YBpExKAAHE Ce MPenopbh4Ra MbPBOHAYAIHA
nosa or 10 mg onmecapTaH MEAOKCOMHUI BEAHBXK AHEBHO ¥ MaKCHUMAJIHATA N03a He TpsOBa na
Haaeuinasa 20 mg BeAHBXK AHEBHO. Hama onur oT npunokeHMeTo Ha oamMecapTaH MeLOKCOMHN Npu
[MaLMEHTH € TEXKKO YepHOAPOOHO yBpexaaHe. CneaorarenHo Onmecapran/HCTZ Maiinan 40 mg/12,5
mg He TpAOBA /1a CE U3MON3BA IPU MALMEHTH C YMEPEHO H TEXKKO HepHOAPOOHO yBpeKaaHe (BK. TOUKH
4.3, 5.2), KaKTO Y IpU XOJIeCTa3a U XJIb4HA 00CcTpyKIMa (BxK. ToUuka 4.3).

[Teduampuuna nonyrayus
besomacHOCTTa W e(HuKacHOCTTa HA ONMECApTaH MEIOKCOMHUN M XHAPOXJAOPOTHA3MA MpH Jela M
KOHOWHW NoA 18 roaHHK He e ycranopeHa. HaMa HANWUHK JaHHH.

HauuH Ha npunoxeHue
Tabnerkara Tpabea Aa ce mOMIbUIA C AOCTATBYHO KOJMUYECTBO TEUHOCT (HANp. eAHa 4ala BoAa).
Tabnerkara He TpaOBa 1a ce AbBYE M TpAOBa Aa ce B3eMa MO €/IHO H CBILO BpeEMe BCEKH JEH.

4.3 IlporuBonokazanus

CBpPBXYYBCTBUTETHOCT KbM AKTHUBHHTE BELLECTBA UJIM KbM HAKOE OT NOMOLIHUTE BelleCTBa, H3OPOEHH
B TOYKA 6.1 WIK KEM APYTY BELIECTBA, POM3BOAHMU HA CyA(doHAMHA (ThH KATO XWAPOXNOPOTHAZM] €
NeKapCcTBEH NPOAYKT, HPOU3BOAEH Ha cyndoHaMu.)

brbpeuno yBpexnane (Bx. Touku 4.4 1 5.2).

PedpaxTopHa XUNoKaTHEMHSA, XHUTMIEPKATLWEMUS, XMIOHATPHEMHA H CUMIITOMATHYHA XUTIEPYPHKEMHA.

YMepeHo ¥ TeXKO 4epHOAPOOHO yBpexaaHe, XonecTala U OHIHapHKH OOCTPYKTHBHH HapyLIeHUS (BXK.
Touka 5.2).

Bropu u TpeTn TpuMecTsp Ha OpeMeHHOCTTa (BXK. TOUKH 4.4 1 4.6).

EnnospeMerHara ynorpeba Ha Oamecaptan/HCTZ Maiinad ¢ annMCKUPEH-CbABPXKALLM JEKAPCTBEHM

MPOAYKTH € MPOTHBOMNOKA3aHO MPU NaLKMEeHTH cbC 3axXapeH auadet unu 6u0peyHo
60 ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).
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OcTpa pecnnpaTopHa TOKCHYHOCT
Cnen npuem Ha XWAPOXIOPOTHA3KA ce CHOOLLABAT MHOIO PE/IKU TEXKKH C/ydad Ha OCTpa PpeCIUpaTopHa

TOKCHYHOCT, BICIIOMHMTENIHO OCTBp pecnupatopeH avcrpec cuHapoM (OPJIC). Cnen npuem Ha
XMAPOXIOpOTHa3nA OOMKHOBEHO ce pa3suBa OenoapobeH OTOK B paMKHTE Ha MUHYTH 10 uacose. B
HauanoTo CHMNTOMMUTE BKNIOUYBAT AUCIHEA, NOBHLLEHA TeMilepaTypa, BioliaBaHe Ha GenoapobHara
pyHKkUMs K xdnoToHusA. Ilpu cbvmHenue 3a ARDS Tpabpa na Obae cnpsH npueMbT Ha
Onmecapraw/HCTZ Maitnad v aa ce npunoxu noaxoasawo nedenue. XuApoxjaopoTHasHa He TpsOBa
Aa Ce [pWiara TNpH NaUMEeHTH, KOUTO npeaud ToBa ca noaydasanu OPJIC crnen npuem Ha
XHUAPOXJIOPOTHAZHA.

HeMmenaHoMeH pak HA KOXKATA

B aBe enMaeMuoNOrHYHM NpoOyYBAHHS, OCHOBABALLM CE HA JAaTCKHA HAlIMOHAJIEH PakOB PErucThbp, €
HabJloaaBaH MOBHILIEH PUCK OT HEMENAHOMEH pak Ha koxara (HMPK) [aszanHokneTbueH KapUUHOM
(bKK) u ckBamosnoknetbueH kapunnom (CKK)] npu HapacTBalla eKCno3nuHsa Ha KyMyJaTUBHA 1032
xuapoxjoporuazua (XXT3). PoroceHcubununzupainte epektd Ha XXT3 Morar aa geiicTsat Karto
BEPOSATEH MEXAHU3BM 3a pazsutue Ha HMPK.

[Tlaunenture, npuemaiy XXT3, Tpabsa aa Ovaat uHpopmupanu 3a pucka ot HMPK u cneetBany
PEAOBHO Aa IPOBEPABAT KOXATA CH 32 HOBW NE€3MM U He3abaBHO ga CcboOLUABAT MPH MOABA Ha
NOAO3PUTENHH KOXHH Jie3uH. Ha naumentute TpsadBa ga ce nmpenopbyaTt BL3IMOXKHH NPEeBAaHTHBHH
MEPKH, KaTO OrpaHMUeHO H3JlaraHe Ha C/ibHYEBa CBETJIMHA M YATPaBWOJETOBH NbUM, a B cly4aH Ha
EeKCMO3MLIMA, MOAXOAfWa 3alluTa, 3a Ja ¢€ CBeJe [0 MHHHMMYM pPHUCKBT OT pakK Ha KoXara.
[ToO3PUTETHKUTE KOXKHH JIe3HH TpsabBa Ja Obaat noAnoXKeHH Ha He3abaBHO U3ceIBaHE, MOTEHLIHATHO
BKJTHQUBAINO XHCTONOMMYHH H3CIIEABAHNS HA DHONCHYHY MaTepuain. [IpepasrnexxaaHe Ha ynotpebara
Ha XXT3 mMoxe 1a ce Hanoku M NpH NAUMEHTH, KOUTo ca uManu npeaxoaeH HMPK (Bx. ¢plno touka

4.8).

BunTpecbaor obemen aepunut
[Ipy mauMeHTH ¢ 0beMeH W/HUNU HATPUEB AepUUMT NOpPaaM arpecHBHa AXYPETHYHA Tepaius, OeaHa Ha
COJl AWETA, AUAPUA WK TNMOBPBLUAHE MOXKE JAa HACTBNH CHUMMTOMATHYHA XHMOTOHHUA, 0CODEHO cnen

nbpBaTa J03a. Te3n CbCTOAHUA TpsAOBa na ObJaT KOPHUrUpaHKW NOpeAd NPUAOCKEHHETO Ha
Onmecapran/HCTZ Maiinan.

JAPpyru cbCTOSHHA, AKTHBH3HPAIIH PEHHH-AHMTHOTCHIHH-AIJOCTEPOHOBATA CHCTEMA

[Tpn nauMeHTH, NpH KOUTO CBAOBHUAT TOHYC H HBOpeunaTa dyHKLHWA 3aBUCAT I'MaBHO OT AKTHBHOCTTA
Ha pPEHMH-aHITHOTEH3WH-aNIA0CTEPOHOBATA cHcTeMa (Hanp. MAUMEHTH ¢ TEKKA 3aCTOHHA CbpaeqHa
HEJOCTATHYHOCT WM npuapyxaBawo OvdpeuHo 3abonsBaHe, BK/IIOYMTENHO CTeHO3a Ha ObOpeuHa
apTepus), IEYEHHETO C JIEKAPCTBEHU NPOAYKTH, KOUTO MOBJMABAT TAa3H CHCTEMA, € CBBHP3aHO € OCTpa
XHMNOTOHHUA, a30TEMHMs], OJIUTYPHA UM PAAKO, ocTpa ObbpeuHa HeAOCTaTHLUYHOCT.

PenoBackynapHa XHnepToHus

ChUIECTBYBA NOBULUEH PUCK OT TEXKKa XUNOTOHUA M 6BOpeuHa HEAOCTATBYHOCT, KOTATO MALIMEHTH ¢
OunarepasiHa cTeHO3a Ha OBOpeyHUTE apTepUu WM CTEHO3a Ha aprepusiTa Ha €OHHCTBEHHS
dyHkunoHupail O0bvOpex ca NexyBaHM C NAEKAPCTBEHH MNPOAYKTH, KOHUTO TMOBIHABAT PEHHH-
AHMOTEH3HH-AIAOCTEPOHOBATA CHCTEMA.

brOpeuno yBpexaaHe H 0b0peuna TpancnJaanTaAUHS
Onmecapran/HCTZ Maiinan He TpsGea Aa ce M3N0A3BA MPU NMALKMEHTH C TEXKKO OBOpeUuHo yBpexlaHe
(kpeaTHHHHOB KIMpbHC < 30 ml/min).

MakcuManHaTta [03a OJMecapTaH MeJOKCOMMI TMPH MauUHEHTH C JIEKO A0, 9
yRpexJaHe (KpeaTHHHHOB KNHpBHC OT 30 — 60 ml/min) e 20 mg onmecap'r <
AHEBHO. Bbrpeku ToBa, NpH TakMba naunedTH Onmecaptan/HCTZ Makhnan
C€ Npujara ¢ NOBULLIEHO BHHMaHHKE H CE MpefiopbUBa NEPUOIUYHO npoc.neﬂ
KpeaTHHHH W CTOMHOCTHTE HA MUKOYHA KUCENWHA. A30TEMMA, CB’praH _' _,_' Raprani
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JIWYPETHLIH, MOXKE Jla BR3HMKHE IpH NMalMeHTH ¢ HapylueHa ObOpeyHa GyHxuusa. Ako e Hanuue
porpecuBHO OBLOPEYHO yBpekaaHe, e Heobxo uMa BHUMATENIHA NPEOLIEHKa HA JIEYEHHUETO, KaTo Ce
OOMUC/IN NIPEKBCBAHE Ha AUYPETHYHATA Teparu4.

[lopanu ToBa OnmecapTan MeAOKCOMHII/ XuapoxaopoTiasua 40 mg/12,5 mg e npoTMBONOKa3aHH NpH
BCHUYKHU cTeNeHH Ha OpOpeuHo yBpexnaHe (BX. Touka 4.3).

HsiMa onuT OT MPHIOKEHHETO HA OIMecapTaH MEAOKCOMMI W XWAPOXJIOPOTHA3M/ NPH NALHEHTH C
HacKopo M3BbLpLICHA ObOpedHa TpaHCnIaHTaLMA.

JABoiino 0I0KMpaHe HA PeHHH-AHTHOTEH3HH-ana0cTepoHoBaTa cHcTeMa (PAAC)

MMa naHuu, 4ye ennoBpemeHHarta ynoTpeba nHa ACE-unxuburopu, awruotensuH II peuentopHu
0JI0KEpH WITH ATHCKMPEH MOBUILABA PHCKA OT XMIOTOHUS, XHIIEPKATHEMHA U NOHMWXeHa 6bOpeyHara
pyHKUMS (BKIIOYHTENHO ocTpa OuOpeuHa HeaoctaTbuHocT). ChaeloBaTeNnHo ABOMHO GlOKHMpaHE Ha
PAAC 4pe3 komOuHupana ynotpeba Ha ACE-uHxuburopu, aHrnorensuH Il peuentopum 610kepu nam
ATUCKHUPEH HE ce apenopbyba (BxkK. Toukd 4.5 u 5.1).

AKO C€ MpeLeHH, Ye TepanuaTa ¢ ABoHHO Onokupate € abcomoTHO HeobXoAuMa, TOBa TpADBA /1a CTaBa
caMo noA HaONIOACHMETO Ha CMELMATUMCT U MPH YeCcTO BHUMATENHO HabmwoaeHue Ha ObbGpeuHara
(GYHKLUA, €IEKTPOJIUTUTE U KPBBHOTO HAJISIFAHE.

ACE-uHXuOHTOpH M aHrnorensuH Il peuenropHu 6nokepu He TpaOBa Aa ce U3MOM3BAT €IHOBPEMEHHO
Npv NauueHTH ¢ auabeTHa HedporaThA.

Yepuoapobuo yepexate

KbM MOMEHTa HAMa OIIMT OT MPHIOKEHUETO HA OAMEcAPTaH MEAOKCOMMI IIPH IMALIMEHTH C TEXKO
yepHoApoOHO yBpexaane. [Ipu nauueHTn ¢ yMepeHo YepHOAPOOHO YBpEXAaHe, MAKCUMAJTHATA 034 €
20 mg oamecapTaH MEOKCOMHMII.

OcBeH TOBa, MaJIKU IPOMEHH BbB BOJAHO-CNEKTPOJIMTHUA DanaHC Mo BpeMe Ha TEpanusITa ¢ THa3HUIH
MOraT [a YCKOpAT uepHoApoOHaTa KOMa Npu MaLMEHTH ¢ HapyillieHa 4YepHoApoOHA (YHKLHS W
nporpecupaino 3abosBaHe Ha YSPHUS ApoO.

3aTosa ynotpebara Ha Onmecapran/HCTZ Maiinan 40 mg/125 mg npu nayMeHTH ¢ YMEPEHO U TEIKKO

uepHOAPOOHO yBpeKIaHe, Xonecrasa U OurMapHa OOCTPYKLUS € NPOTHBOMNOKAa3aHa (BXk. Touku 4.3,
5.2). HeobxoauMo e noBHMilieHO BHUMAHKME NPH NALIHEHTH C IEKO yBpeKaaHe (BK. Touka 4.2).

CTeno3a Ha Aa0PTHA U MHUTPAJIHA KANa, 00CTPYKTHBHA XHNEePTPoPHUHA KAPAHOMHONATHS
[TogoOHO Ha Apyru BasOAWIATATOPH € HEOOXOAUMO MOBULIEHO BHUMAaHME MPH NMauHeHTH, CTPajiallM
OT CT€HO3a Ha a0pTHA WJIM MHTPAJTHA KJ1ana, Wik OOCTPYKTUBHA XUNEPTPOPHUUHA MUOKAPAUOTIATHA.

IInpBHYECH ANAOCTEPOHHIBM

[TantieHTH ¢ MBPBHUCH AIAOCTEPOHHU3BM [0 MPUHUMN HE OTrOBapAT HA AHTHXUINEPTEH3WBHH
JIEKAPCTBEHH MPOAYKTH, ACHCTBALLM Ype3 MRXUOHPaHe Ha peHUH-aHT'MOTEH3HHOBAaTa CUCTEMA. 3aTORA
MPH TE3H NMaLHEHTH He ce npenopbuBa ynotpebara Ha OnmecapTan/HCTZ Maitnan.

MeTa00IMTHH H eHAOKPHHHHU edeKTH
JleueHHneTO ¢ THA3UAM MOXE Aa HApYLUM TMIIOKO3HUA ToJjiepaHc. [Ipu naumenTy ¢ auaber moxe na ce
HaJI0KM KOPEKLIMA Ha 103aTa Ha UHCY/IUH WM NepOopaiHUTE XUIOTIMKEMHYHY JieKapeTBa (ByK. TO4YKA
4.5). Ilo Bpeme Ha NeUEHNETO ¢ THA3UAYW MOKE [1a C€ NIPOSBH JATEHTEH 3aXap

[loBuiltaBaHe HA HUBAaTa Ha XONECTEPOI U TPUITTHLIEPHANTE Ca HEXKEJIaHH
KOUTO € H3BECTHO, Y€ Ca CBBP3aHH C TEPanuiaTa ¢ THA3UACH AUYPETHK.



[Ipy HAKOW NaUMEHTH, MONYYABALINA TEPANUA C THAZKAH MOXKE 1A BE3HUKHE XHIEPYPUKEMHA HITH Aia Ce
obocTpu nogarpa.

EaexTpoauren auchananc
KakTo npy BceKkH MauMeHT, NojyyaBalll AUypeTHyHa Tepanus, TpAOBa Aa c€ W3BBbPLIBA NEPHOAWUHO
onpene/sHe Ha CepyMHUTE €JIEKTPOIMTH NPe3 NOAXOAALUN HHTEPBANH.

Twasnaure, BKAUHTETHO XWAPOXJIOPOTHA3UA, MOraT a MpeaU3BUKAT AWcOaNaHC HAa TEHHOCTHTE W
ENEKTPOJIUTUTE (BKIHOUMUTENHO XUIMOKAIUEMHS, XHINOHATPHUEMHA H XHMOXJIOPEMHUUHA ankanosa).
[lpeaynpenurenHy nNpu3Haud 3a BOAEH W €NEKTPOAMTEH AUCOANaHC c¢a CyXOTa B yCTaTa, >Kaxia,
c1abocT, JeTapris, CbHAHBOCT, OE3NOKONCTBO, MycKynHa OojKa WM KPaMmIlM, MYCKYJHAa yMopa,
XHIOTOHHS, OJIMTYPHUA, TAXUKAPAHUA U CTOMAUIHO-YPEBHU HAPYLLEHHA KaTO rajeHe u noBpbllaHe (BX.
Touka 4.8).

PHCKBT OT XMIIOKATHEMHA € HAH-roJaM NpU NauMeHTH ¢ UMpo3a Ha YepHHA Apo0, NMPH NalMeHTH ¢
yCHIEHa Anypesa, Npv nauueHTH, KOUTO MONydyaBaT HEAIEKBATEH NEPOPANIEH [IPHEM Ha EJIEKTPOJIUTH,
W NPH MALKUEHTH, NIONYYaBallM CbOBTCTRALLA TEpAnUa ¢ KopTUKOcTepouau v ACTH (Bx. Touka 4.5).

ObpatHo, nopaau aHTArOHU3BM Ha aHrHoTeH3uH-II peuentopuTe (AT)) upe3 cbeTaBKaTa ONIMECApTaH
meaokcoMun Ha Onmecapran/HCTZ MaiinaH, Moxe Oa Bb3HHKHE XMNEpKaTHeMHua, ocobeHo TpH
Ha1M4YMe Ha OB0OpevHO yBpexaaHe U/HIH ChpAeYHa HEJAOCTAThUYHOCT, M 3axapeH avaber. [lpenopwpusa
ce aJeKBaTHO NpOC/eAsBAHE HA CEPYMHHUA Kandid npW nauueHTd ¢ puck. Kanuii cbxpaHgBaium
DUYPETULIM, KATHEBH A00ABKH WU KaJlMH ChAbprKally 3aMECTHUTENIM Ha CONTa U APYIH JIEKAPCTBEHH
MPOAYKTH, KOUTO MOrar Ja MOBMLUAT HHMBATA HA CEPYMHHA Kaluii (Hamp. xenapHH), Tpsadsa ga ce
[PUNArar ¢ NOBHUINEHO BHUMAaHKWe eaHoBpeMeHHo ¢ Onmecaptan/HCTZ Maitnan (Bxk. Touka 4.5).

HaMa pokazarencrtea, 4e ojiMecapTaH MeJOKCOMMI OW MOrbJ JAa HaMalnu WKW NpeJoTBpaTH
XHNOHATPHEMHATA, UHAYLUMpPAHA OT AWYPETHUUH. JIeQUUMTBHT Ha XJAOPHAM MO MNPHHUKWI € JIeK M
O0OHMKHOBEHO HE HINUCKBA JIeUEeHHE.

TunasuauTe MOraT 1a NOHMKAT EKCKPEUMATA Ha KaJiMHA C ypHHATa H J1a NPEAU3IBHKAT MHTEPMHTEHTHO
M NIEeKO MOBHILIEHHE HA CEPYMHHMA KAILMH NMPH OTCHCTBHE HA M3BECTHH HAPYUIEHWS Ha KanllMeBUA
MeTabomn3eM. XunepkanuMeMuaTa Mmoxe Aa Obe A0Ka3aTeNCTBO 32 CKPHUT XHNEpNapaTHPEOHAHIBM.,
Tuaszuaure TpsadBa Aa ObAAT NpeyCTAHOBEHU NpEAN NPOBEKIAHETO HA TECTOBE 3a MapallMTOBUMAHATA

G yHKUHA.

Tuazuaure ca nokasasn H, HC YBCIIMYHABAT YPUHHATA CKCKPCLKUA HA MEIFHESHE, KOCTO MOMKEC Nd AOBCAC A0
XHITOMATIHE3IHCMHUA.

HUnyuHOHHA XUNOHATPUEMUA MOXKE 1A Bb3HUKHE NMPU NALNEHTH ¢ OTOLIH B ropeLlo BpEME.

JInTai
KakTo npu apyrd aHruoteHzuH Il peuentopHH aHTArOHKCTH, HE ¢€ MPENOpbYBa €IHOBPEMEHHOTO
npunoxxeHue Ha Onmecaptad/HCTZ Maiinan v auruit (BXx. Touka 4.5).

Cnpy nogo6na enreponaTus
B MHOro peaku ciyuau ce cboblasa 3a TeXKa, XpOHMUHA AMAapHA CbC 3Ha4YMUTENHa 3aryba Ha Terio
MPpH NaUKMEHTH, NPUEMALLIH ONIMECapTaH HAKOJIKO Meceua A0 NOAUHH CIIER 3alOUBAHE Ha N1eKapCTBOTO,
BEPOATHO MPUUYHUHEHA OT JJOKAIHM3UPaHa peakLMs Ha CBPbXYYBCTBUTENHOCT OT 3abaBeH Tvun. YperHuTte
OHMOMCHH HA MALIMEHTH YECTO MOKA3IBAT BUJIO3HA aTPOPHA. AKO MPH NAUMEHT Ce NOABILFES, [ITOMMH
110 BPEME HA JICHCHHETO C OIMECAPTAH H T1PH JIMNCA Ha APYTH ABHH ETHONOr HYHRADIANA E‘:TD
c onMecapTaHd TpabBa aa Obae npekbcHaTO He3abaBHO U He TpabBa Ja Onae H
AuapuAaTa He ce nogobpu B ceAMULIATA CE] IPEKBCBAHETO, TpabBa Aa ce NoTy
cnieqUdanuceT (Hamp. raCTpoeHTEPONOr).




XopoHjalleH H3JIHB, OCTPA MHONHA H BTOPHYHA 3AKPHTOBLIbJIHA ITIAYKOMA

XuapoxJ1I0poTHa3ua, CcyaQoHaMMa, MOXE [a NPUUKMHH HIWOCHUHKPAaTHUYHA peakius, Bojella A0
XOpOUJANnEH UIMKUB C AE(EKT HA 3PUTENHOTO NONE, OCTpA MPEXOAHA MUOMKS U OCTpa 3aKPHUTOBI'b/IHA
rnaykoma. CHMNOTOMUTE BKIIOYBAT OCTPO HAYAI0 HA HaMaNeHa 3pUTEHA OCTPOTAa UK OuHa Gonka H
O0OMKHOBEHO HACTBMBAT B PAMKHTE HAa YaCOBE 0 CEAMHLIM OT Ha4aJoTO Ha nevyeHneto. HenekyBanara
OCTpa 3aKPUTOBI'bJIHA IJIAYKOMa MOXE Aa AOBEAE A0 MOCTOAHHA 3aryba Ha 3peHueTo. OCHOBHOTO
NieYeHHe € CnupaHe Ha XHAPOXJAOPOTHA3HWA KOJKOTO € BBIMOXKHO MNo-6bp30. CBoeBpeMEHHO
JIEKAPCTBEHO MU XUPYPTrHUHO JIEYEHHE MOXKE Ja ¢€ OOMUC/IH, aKO BBTPEOUHOTO HANAraHe ocTaHe
HEKOHTPOIUpaHO. PUCKOBUTE (akTOpU 3a pa3BUTHE HAa OCTPa 3aKPHTOBIB/IHA I1ayKoMa MOXe fAa
BKIIIOYMBAT aHAMHC34a 3a aJIEprud KbM cyndmﬂammn HWJIN NCHHULUNIIHUH.

ETHHYECKH pPA3JIHKH

[TonoOHO Ha BCHUKM ApYrH NEKapCTBEHH NPOAYKTH, ChAbpxallM aHruoTeHsuH Il peuentopHu
aHTarOHUCTH, €PEeKTbT HA TOHWXKABAHE HAa KPbLBHOTO HANAraHe Ha OJIMECApTaH MEOOKCOMMJ € J0
M3BECTHA CTEMNEH MO-HUCHK NPH apoaMepHKaKLH, OTKOJKOTO NPH NALMEHTH OT He adpoaMepHKaHCKH
MPOU3X0A, BEPOATHO MOpadW MO-BHCOKATa HECTOTA HA HUCHK PEHHHOB CTATYC B MOMyJauMaTa Ha
XHUIEPTEH3UBHU ahppoaMepHKaHLH.

AHTHINONMHHT TECT:
ChObpXKalMAT C& XUMAPOXIOPOTHA3ZUA B TO3W NEKAPCTBEH NPOAYKT MOXKE [a JIOBeAe A0 NMO3UTHUBEH
aHAAUTHUYECH PE3VATAT MPH aHTHAONUHT TECT.

bpemMeHnocT

AHruoteH3uH Il peuenTopHy aHTaroHMcT He TpaOBA na ¢e 3arouBaT Mo Bpeme Ha OpemeHHocT. OcBeH
aKo MpOABDKABAHETO HA TepaluaTa ¢ aHrMOTEH3HH Il peuenTopHU aHTarOHUCTH Ce CUMTAa 33 OCHOBHA,
MatMEHTKHM, KOWTO TUaHWpaT OpeMeHHocT, TpabBa fga nMNpeMHHAaT HA  ajlTePHATHUBHHU
AHTUXUNEPTCH3UBHHU TEPANKH, KOUTO UMAT YCTAHOBEH Npodui Ha Be30nacHoCT 3a ynotpeda no Bpeme
Ha BpemeHHOCT. Korato ce anarHoctuuupa OpeMEHHOCT, JIEUEHHETO ¢ aHTHOTEH3HH Il pelienTopHH
aHTaroHUCTH TpaOBa He3abaBHO a ce cnpe M aKko € NoaAxoaswo, TpAdea Aa ce 3aMOYHE C alTepHATHBHA
Tepanus (Bx. TOUKH 4.3 u 4.6).

Apyra
KakTo nip# BCSKO ApYro aHTHXUIIEPTEH3IHBHO JIEKAPCTBO, CHITHOTO MOHMXKABAHE HA KPBBHOTO HANATAHE

[pW MALKMEHTH C HCXEMHYHA DOMECT HA CHPLETO MM UCXEMUYHO MO3BYHO-CBAOBO 3a00N9BaHe MOXeE
1a AoBene 10 MHOKapaeH UH(APKT WIIH MHCYIIT.

Peakuuy Ha CBPbXUYYBCTBUTEIHOCT KbM XHAPOXJIOPOTHAZHI MOXE 12 HACTBNAT NPH MalUEHTH ¢ WU
6e3 mpeaxoaHa aHAMHE3a 3a aleprus Wiy OpoHxuaaHa acTMa, HO € NMO-BEPOATHO J1a C& pPa3BUAT NMpPH
MaUMEeHTH C TaKapa aHaMHesa,

[Ipn ynotpebata Ha THa3UAHK AUYPETHLM ca AOKNAABAHH ODOCTPAHE WIIH aKTHBHPAHE HA CUCTEMEH
JIYIYC EPUTEMATO3YC,

[TomomHH BeltecTsa
Tora nexkapeTBo Chabpxka no-Manko oT | mmol HaTtpui (23 mg) Ha dunmMupaHa TabneTka, T.e. MOXKe
Na C& KaKe, Y€ NPaKTUYECKH HE CbAbpKa HaTpHH.

4.5 BiaumoaeHRcTBHE ¢ APYrH JieKapCTBeHH NPOAYKTH H APYTH JOpMH HA B3aHUMO/IeHCTBHE

IloTeHNHANHE B3aHMOAECHCTBHA, CBBP3AHH ¢ 0JMECAPTAH MEIOKCOMHKJ H XMIATOEIQDOTHAZH/
3aeH0

Eonoepemenno npunosxcenue, koemo He ce npenopvuea

Jlumui:




[1p1 e1HOBPEMEHHO NPHUIOKEHUE HA JIMTHH C MHXUOHMTOPH HA AHITMOTEH3HH KOHBEPTHPALLMSA €H3UM, U
paako ¢ aHrnoreHsuH Il peuenTopHW aHTaroHUMCTH, ca AcKJaaBaHM oOpaTHMHM NOBHLUEHHA Ha
KOHLEHTPALMHTE HA CEPYMHHA INTHH W TOKCHYHOCTTA MY. B gonbaHeHue, OBOpeyHUAT KIMPLHC Ha
JIMTHI C€ MOHWXKAaBa OT THa3UIH H CNEJ0BATENHO PUCKBT OT JIHTHEBA TOKCHUHOCT MOXKe 1A CE NMOBHLLH.
3aToBa He ce npenopbyBa ynorpedara Ha Onmecapran/HCTZ Makinan v nutuii B KoMOHHauMa (Bx.

Touka 4.4). AKO €lHOBPEMEHHOTO NPUIIOKEHHE C€ OKaXKe HEOOXOAMMO ce NPenopbyBa BHUMATEIHO
npocieAsBaHe Ha HUBATA HA CepyMHHUS JIMTHUH,

EC)HHEPEMEHHH ynﬂmpeﬁﬂ, KORMO UIUCKEA NOCGRIHEHO 6HUMARUC

baxnoghen.
Moske 1a HACTBIIM NOTEHUMPAHE HA AHTUXUIEPTCH3UBHIMA edexT.

Hecmepouonu npomugoev3naiumennu 1eKapcmeen cpeocmsa.

HCIIBC (r.e. anernncanuunnosa kucenuna (> 3 g/nHeBHo), COX-2 HHXUOHUTOPH U HeECEIeKTUBHU
HCIIBC) morat na noHu:aT aHTUXUNEPTEH3HBHUSA €(EKT Ha TUA3UAHHTE JHYPETHLH H AHTHOTEH3HH
II peuenTOpHUTE AaHTAarOHUCTH.

[1py HAKOH MaUKEHTH ¢ KoMNpoMmeTHpaHa ObOpeuHa pyHKUMA (Hanp. AeXMAPATHPaHH MAaLKeHTH WK
MAaLMEHTH B CTApYECka Bb3PACT ¢ HapylueHa ObOpedna GyHkUUA), eAHOBPEMEHHOTO MPUIOKEHHE Ha
AHMMOTEH3UH Il peuenTOpHW AHTArOHHCTH W JIEKAPCTBEHM CPEeACTBA, KOWUTO WHXHOWpaT
LIMKJIOOKCHI'€HA3aTa, MOXeE fAa J0Bede A0 AONBJIHMTENHO BhAowasane HA ObbOpeuHata dyHkuus,
BKJIOUHTEIHO € Bb3MOXHO pa3BUTHE Ha OCTpa ObOpeuHa HeAOCTaTbYHOCT, KOATO OOMKHOBEHO €
obpatuma. 3aroa KomOuHauuaTa TpaOBa ga ce mnpuiara ¢ NOBHIIEHO BHUMaHWe, ocobeHO MpH
NAaUMEHTH B cTapuecka Bb3pacT. [laumenTure Tpabea ga 0baaT aaekBaTHO XKApaTHpaHU U TpsAdBa na
CE€ MMa NpeABK]] NpocaeasBaHe Ha ObOpeunaTa hyHKUHKA cliell 3aNo4BaHe HAa ChITbTCTBALIOTO NEUYEHHE
U NEPHOJNYHO Clle]l TOBA.

Eonoepemenno npunoxcenue, koemo mpabea 0a ce uma npeosuo

Amughocmun:
Mo>ke na HacTBIH NMOTEHUMpPaHe HA aHTUXHUINEPTEH3INBHUA e€(DEKT.

Hpy2u anmuxunepmen3ugnu 1exapcmea.
EdexTeT Ha NMOHWXKaBaHE HA KpbBHOTO Hansrahe Ha Onmecaptran/HCTZ Maiinan moxe pna 6nae
MOBULLIEH OT CBITBTCTBALLATA YNOTpeba HA APYIH aHTHUXHIIEPTEH3IUBHH JIEKAPCTBEHH NPOAYKTH.,

Anxoxon, bapbumypamu, HAPKOMUNHU BCECMEa Wit AHMUCENPECanmu
MoyKke Aa HAaCThNH 3aCHIBaHE Ha OPTOCTaTHUHATA XHIIOTOHMUS.

[ToTeHUHAIHH B3aHMOAeHCTBHA, CBbP3aHH C 0IMeCAPTAH METOKCOMH.JI
Eonoepemenna ynompeba, Koamo He ce npenopv4ea

ACE-unxubumopu, anzuomenszun Il peyenmopru 610Kepu Ul AQIUCKUPEH.

JaHHKM OT KNMHWMYHM HM3MWTBAHMA €A MMOKa3anM, 4Ye JABOWHaTa Onokaga Ha peHHUH-AHTHOTEH3WH-
anpocrepoHoBarta cuctema (PAAC) upes koMOunupana ynorpeda Ha ACE-HHXHWOUTOPH, aHTHOTEH3WH
IT peuentopHu On0OKepH UM ANUCKUPEH CE€ CBLP3Ba C MO-BUCOKA YE€CTOTA HA HE)KENAHH ChOUTHA KaTo
XUNOTOHUA, XHUMEPKATHEeMUs, MU NoHWxeHa ObOpeuHa dyHkuua (BrIOUKMTENHO ocTpa ObbOpeunHa
HeJOCTaTBhUYHOCT) B CpaBHEHME ¢ ynorpedaTa Ha e1HO JekapceTso, AcicTraino Ha PAAC (Bxk. Toukn 4.3,

4.4u5.1).

ﬂE‘KﬂpCH‘ISE’HH npac)yxmu, nogaAuAGAYU Hitsama HA KQIu:

AHTHOTEH3IHHOBATA CHCTEMA, €JIHOBPEMEHHOTO H3MON3BAHE Ha Kajui .‘.
KanuMeBd A00aBKM, 3aMECTHUTE/IM Ha COJTa, CbAbPXKALUM KAJIMPA HAU QpyrH



KOWTO MOraT Ja MOBMLUAT CEPpYMHUTE HMBA Ha kanuii (Hanp. xenapuH, ACE-HHXUOHUTOpH) MoXke [a
NOBEAE OO IMOBUILIABAHE HA CepyMHUA kKanuit (Bxk. Touka 4.4). AKO NeKApCTBEH MPOAYKT, KOHTO
MOBIHUABA KAJIMEBUTE HHUBA, TPpaOBa Aa 6bae uanucaH B komOuHauusa ¢ Onmecapran/HCTZ MaiinaH, ce
MpenopLUBa NMNPOCAeABAHE HA JIA3MEHHTE HUBA Ha KalHI.

Cexgecmpanm HA HCTOUHA KUCEAUHA KOTECEBLAAM:

EXHOBPEMEHHOTO NPHIOKEHHE Ha CEKBECTPAHTA HA MIIbUHA KMUCENUHA KOJIECEBEaM XHIAPOXJIOpPUI
MOHH)KABa CHCTEMHATA €KCNO3ULIMA H NMTUKOBATA M1a3MEHa KOHUSHTpaLMs Ha OJIMECApPTaH M HaMansaBa
ti2. Ilputosk€HHETO Ha OJIMecapTaH MEAOKCOMUN Hal-Manko 4 yaca npeau kojecenesiaM XHAPOXIOpH
NOHWXKABA ePEKTa Ha JIEKapCTBEHOTO B3auMoaeicTere. Tpabea Aa ce UMa NpeaBuUa NMPHITOKEHHETO Ha
OnmecapTaH MEJOKCOMWI 1A € TTOHE 4 yaca NMpeau KoeceBenaM XHAPOXIopHA (BxX. Touka 5.2).

donvanumenna unpopmanun
Cnepn neveHue ¢ aHTauuaun (ajlyMUHHEBO-MAarHe3nes XUAPOKCHA) € HabNo1aBaHO JIEKO MOHW)KaBaHe

HAa OMOHANUYHOCTTA Ha onMccapTdH.

OnMecapTaH MEAOKCOMMWJ HAMA 3HauuM edekT BepXY dapMaKoOKHHETUKATA WU dapMaKoIHHaMHUKaTa
Ha BapdapyH WK PapMaKOKMHETUKATa HA JIUTOKCHH.

EnHoBpeMEHHOTO MPHIOXKEHHE Ha OJIMecapTaH MeJOKCOMU C NMpaBacTaTUH HAMA KIIMHUYHO 3HAYHUMH
e(eKTH BbpXYy (apMAKOKMHETHKATA HA HUTO €MH OT KOMINOHEHTUTE NIPH 3paBH HHAUBHIH.

OnMecapTaH HAMA KIIMHHUYHO 3HAYKM UHXHOUTOpEH e(EKT BbpXY YOBELIKHUTE UHTOXpOM P450 eHsnmu
1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E]1 v 3A4 in vitro n HAMA WY UMAa MMHUMANHH HHAYLHUPALIK eQeKTH
BRhPXY aKTHMBHOCTTA Ha uWTOXpoM P450 npu mnbxose. He ce ouakRaT KAWHWUHO 3HAYUMHU
B3aUMOICHCTBUA MEXAY OIMECAPTAH U JICKAPCTBCHU MPOAYKTH, MeTabonu3MpaHH OoT U3OpoeHUTE No-
rope eH3UMMH Ha uuToxpom P450.

[loTeHuna/ iU B3aHMOAEHCTBHS, CBbP3aHH € XHAPOXJIOPOTHAZN]
Eonoepemenna ynompeba, Kornmo ne ce npenopvyea

Jexapcmeenu npooykmu, NOGIUABALYU HUGAMA HA KAAUU.

Kanuii noHvxasalMaT edekT Ha xuapoxyiopotvazni (Bx. Tovka 4.4) Moxe ja ce noTeHuupa OT
€HOBPEMEHHOTO NPUIOKEHNUE HA APYrH NEKApCTBEHU NMPOAYKTH, CBBP3aHM CbC 3aryba Ha kaiuil u
XUIoKanvMeMHua (Hanp. ApPyYrH KaluypeTuiHW AWYPETHLM, NakcaTBH, KopTHKocTepouau, ACTH,
amoTepUUUH, KapOEeHOKCONOH, NeHHUUAMH G HATpUHM WKW AEPUBATH HA CAJIMLMIOBATA KHCEHHA).
Ce10BaTENIHO HE ce MPEnopbLUYBa Takapa eAHOBpeMEHHA ynoTpeba.

Eonoepemenna ynompeba, Koamo uzUCKEd NOGUUIEHO BHUMANUE

Kanyuesu conu.

TuazuaHuTE AMYpPETULIM MOXE 1A TOBUILIAT CEPYMHUTE HUBA Ha KAJLIMH NOpaAy HaMaleHa EKCKPELHA.
Ako TpaOBa 11a ce Ha3HA4AaT KANLUEBH 100aBKH, CEPYMHUTE HUBA HA KATLMK TpAaOBa 1a ¢c€ NpocneadaBar
M 103aTa Ha KaJLHUHA CLOTBETHO Aa C€ KOPUrupa.

XorecmupavuH u KOAeCMunojo6u CMOIU.
AbcopbuunaTa Ha XUAPOXJIOPOTHA3U] CE HapYlliaBa B MPUCHCTBUETC HA2 AaHUOHHU OOMEHHH CMOJIU.

JTuzumanucosu 2auKo3zuou.
Tuazug MHAYUMpaHa XUMOKaJTMEMHA WIH XHMOMAarHesneMus Moxke aa 6apf

HHAYLUHPaHH OT JUHI'HTAJTIUC CBPACHHH apHTMHH.

Jexapcmeenu npodyxmu, Koumo ce noeauABam om HapYWIeHUsA Ha CePYMHUA



[IpenopruBa ce NepHOANYHO NpocieasBale Ha cepyMHua Kanuit B EKT', korato Onamecaptan/HCTZ

Maiinan ce npunara ¢ Apyry jekapcTBeHU NPOAYKTH, KOMTO CE NMOBAUABAT OT HapYLUEHHA B CEPYMHUA

Kanui (Hanp. AMTUTAIMCOBU [NIMKO3UAW W AHTUAPUTMULM) U CbC CJICAHWTE JIEKAPCTBEHH NPOAYKTH

(BKIKOUMTETHO HAKOM aHTHAPHTMHULUM), HHAYLMPALK forsades de pointes (kaMepHa TaxuKapaus), npu

KOUTO XHUIOKAIMEMMATA C€ HBABa npeapasnojaraiul gakrop 3a forsades de pointes (kaMepHa

TaxHKapaAuA).

- Knac IA aHTHapUTMUYRHY NekapeTBa (HAMpP. XMHUAWH, XMAPOXHHHAMH, IU30MUpaMul).

- Kunac 11l antvapuTMrUuHM nekapcTaa (Hanp. aMUoaapoH, coTaion, aodetunua, uOyTHnua).

- Hsaxou anTuncuxotvuu (Hanp. THOpPUAA3UH, XJOPNPOMA3UH, TEeBOMENPOMA3UH, TpHUdIyonepasuH,
HHAaMEMAa3UH, CYJIMUPHA, CYATONPHA, AaMHUCYINPHA, THAnNpuAa, M[OUMO3WJ, XaJoMepHaon,
ApoOnepraodT).

- Hpyru (nanp. Oenpuaun, um3anpui, AMpeMaHul, epurpoMuumnn IV, xanodaHTpuH, MU30NACTHH,
NeHTaMUANH, cnap@noxcauuH, TepyeHanuH, BUHKaMuH 1V).

Heoenoaapuzuparyu cxeaemno-myckyanu peaaxcanmu (nanp. myboxypapun).
EdexTbT Ha HeAenONAPUIMPALLNTE CKENETHO-MYCKYJIHM DPEakCaHTW MOXE Ja C¢€ MOTeHuWpa OT
XHAPOXIOPOTHAZHA.

AHMUXONUHEP2UYHU NeKAPCMEeHU NPOOYKMU (Hanp. amponun, bunepuoex).
[oBuiasa ce OGUOHANMYHOCTTA HA THA3UAHUTE AHYPETHLIM 4pe3 MOHW)KABaHe Ha CTOMAIUHO-YPEeBHHS
MOTWJIMTET H CKOpOCTTA Ha U3Mpa3BaHe Ha CTOMAaxa.

Anmuoduabemnu rexapcmeesu NPOOYKMU (NePOPATHU CPEOCMEA U UHCYAUH):
JIeueHUETO C THA3UAM MOXE 1A MOBJIMAE IIOKO3HHA ToNepaHc. Moxe Na Ce HAJIOKH KOPEKLIMA Ha
A03aTa Ha aHTHAHA0ETHHA NTeKapCTBEH NPOAYKT (BXK. ToUuka 4.4),

Memdpoprmun:

MetdopMuH Tpsabea pa ce M3MOA3Ba ¢ MOBHULLICHO BHMMaHKE NMOpaAW PUCK OT JIAKTAaTHA auupao3a,
MHAyUMpaBa OT Bb3MOXHA  (yHKUMOHanHa ObOpedHa  HEAOCTAaTBYHOCT, CBbp3aHaZ ¢
XUAPOXJIOPOTHA3 K.

bema-610xepu u Ouazokcuo:
XHUNEPIIINKEMHYHHUSA eEKT Ha OeTa-010KepHUTE M IMA30KCHI MOXe Ja ObAe 3aCHNIEH OT THa3HIH.

IIpecopru amunu (nanp. Hopadpenaiun).
EdekThT Ha NnpecoOpHATE aMUHM MOXKe [ia Objie MOHHKEH.

Hdexapcmeenu npooykmu, uznoazéanu npu JaewexHue Ha nodazpa (npobeneyud, cyIpuunupazon u
ATONYPUHON):

Moske na € HeoOX0AMMO KOpEeKLHMA Ha J03aTa Ha YPUKOIYPUYIHHTE NEKAPCTBEHHU CPENCTBa, Thi KAaTo
XUAPOXIOPOTHA3WI MOXKE 1A MOBHULLINA HUBOTO HAa CEPYMHATa MMKOYHA KUceinHa. Moxe Ja ce HaoXH
NoBHILIABAHE Ha A03aTa Ha fpobeHeuna v cyndpuHnupaso. EAHOBpEMEHHOTO NPUNOKEHHUE C THAZUAH
MOXKE Ja NOBUIUU YECTOTATA HA PEAKLHHTE HA CBPBXUYBCTBUTENHOCT KbM AJ1I0NYPUHOII.

Amanmaoun:
TuaznauTe Morar ja rnOBULLIAT PUCKA OT HexeNaH! eeKTH, IPUUYHHEHU OT AMaHOATHH.

Lumomoxcuunu rexapcmeaernu npodyxmu (Hanp. yuriogocgamuo, Memompercam):
Tuasuante Morart aa Hamanat 6bOpeuHaTa eKCKpeLus Ha LMTOTOKCHYHUTE JIEKAPCT
Aa NMOTEHUHUPAT TEXHUTE MHETOCYNPECHBHH €DEKTH.

Canruyunamu
B cinyyal Ha BUCOKH J03U CaJIMUMNIATH, XUAPOXNOPOTHA3M MOXKE 1a 3ac
CAIMLIMNIATHTE BbPXY LEHTPANIHATA HEPBHA CUCTEMA.
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Memunoona:
HMma u3onupaHu cboOUIEHHA 32 X€MOJIMTHYHA aHEMMS, HacTbIKA Npyu €IHOBpeMEHHA ynoTpeda Ha
XUAPOXJIOPOTHAZUI U METHIIAONA.,

Luxnocnopun:
EAHOBpEMEHHOTO IEUEHNE € LIMKIIOCMIOPHUH MOXE 1 TTOBHILH PUCKA OT XHIEPYPHUKEMMHS U YCITOKHEHHS
OT TUNa Ha nojarpa.

Tempayurxaunu:
EAHOBPEMEHHOTO MNPHIOXKEHHE HAa TETPALMIJIMHM WU THA3MAM NMOBUILABA PUCKA OT TETPALIMKJIMH-
MHAYLUHPAHO MOBHLIEHWE Ha ypeaTa. ToBa B3aMMOJIeHCTBHE BEPOATHO HE CE€ OTHACS 3a JOKCHULIMKIIHH.

4.6 PepruanTer, DPeMEHHOCT H KbpMeEHe

bpeMeHHOCT

Kato ce umMar npeasuil e(peKTHTE Ha OTAEIHUTE KOMMNOHEHTH B Ta3M KOMOMHALMA BBLPXY
OpeMeHHoCTTa, ynorpebara Ha Onmecapran/HCTZ Maiinan ne ce npenopbuysa no BpeMe Ha IbpBHS
TpUMeCTbp Ha OpemeHHoCcTTa (BK. Touka 4.4). Ynorpebata Ha Onmecaptan/HCTZ Maitnad e
MPOTHUBOIOKA3aHO Mo BpemMe Ha 2P u 3™ TpumecThp Ha OpeMeHHOCTTA (BX. ToukH 4.3 u 4.4).

OsnimecapTaH MEJOKCOMUN

HM3non3saneTo Ha aHrMOTEH3KH 1] peuenTopHy aHTarOHUCTH HE Ce MpEnopbYa Mpe3 MbPBUA TPUMECTH]
Ha OpeMeHHocTTa (Bk. Touka 4.4). Ynorpebara Ha aHrWoreH3uH Il peLenTOpHH aHTarOHHUCTH €
NPOTHUBONOKa3aHa no BpeMe Ha 2P u 3™ tpumecTsp Ha OpeMeHHoCcTTa (BX. TOUKH 4.3 1 4.4).

EnuMaeMHONOrHHHUTE 1aHHH OTHOCHO PHCKA OT T€PaTOreHHOCT cnea ekcno3vuusa Ha ACE unxuburopu
[pes MbPBHA TPUMECTLP Ha OPEMEHHOCTTA He ca KaTeropH4HH; HO BBNPEKH TOBA JIEKO NMOBUILEHHUE HA
PUCKa HE MOXE Ja ¢ M3KNOYH. JloKaTo NUINCBAT KOHTPOJKPAHH €NHAEMUONOrMHHHA JaHHH 3a PHCKa
OT aHrHoTeH3uH Il peLenTopHU aHTAaroHUCTH, MOXeE Ja CHLUIECTBYBAT NOAOOHU PHCKOBE 3a TO3H KJIAC
nekapcrsa. OCBeH ako Npoagb/bKaBaulaTa Tepanus ¢ aHrioteHsud Il peuentopHn 610KepH ce CUHTA 3a
XKM3HEHO HeoOX0AMMa, NAaUMEHTKH, NAaHUpalld OpeMeHHOCT TpaOBa Aa MPEeMUHAT Ha alTepHATHBHU
aHTHUXKNEPTEH3UBHH JIEYEHUs, KOUTO UMAT YCTAaHOBEH NMpodun Ha 6e30nacHOCT 3a ynotpeba no speme
Ha OpeMeHHoOCT. Korato ce ycTaHOBH OpEMEHHOCT, NEeUEHHETO ¢ aHrnoreHanH Il penentopHM
aHTaroHUCTH TpadBa Na ce cnpe He3abaBHO W ako e MOAXO0AALL0, Aa CE 3alI04HE a/ITePHATHUBHA TEPaNUs.

M3BeCTHO e, Ye eKCno3nLMATA Ha TEPAITMA C aHTMOTEH3UH I pelenTopHU aHTAroHKCTH Mo Bpeme Ha 2P
H 3™ TpuMmecTbp Ha OpeMeHHOCTTa UHAYUUpa (PETOTOKCHUHOCT npu xoparta (MoHWxkeHa ObOpeuHa
(YHKLHSA, OJIMIOXWIpPaMHHOH, 3adaBsHe Ha OCHMKaUMATa Ha uepena) U HEOHAaTaMHa TOKCHMYHOCT
(60peyvHa HEQOCTATBYHOCT, XHIMOTOHUA, XHUNEpKATHEMH ) (BXK. CbLIO To4Ka 5.3).

AKO HMa eKcnos3uuus Ha adHruoteHsuH II peuentopHn aHtaroHucTH ot 2 TpUMECTBp Ha
OpeMeHHOCTTa, ce NpenopbYBa YNATPa3BYKOB nperien Ha OwOpevnara GpyHkuMa U yepena.

bebera, uMMTO MailkM ca npueMany aHruoTeHauH Il peuenTopHmn avTarowucTw, TpabOBa na ObaaT
CTPHKTHO HabNOAABAHU 33 XMIMOTOHHA (BXK. CHILO TOUYKH 4.3 n 4.4).

XHApOXJIOpOTHA3HA
MMa orpaHu4eH ONHUT ¢ XUAPOXJIOPOTHA3WA MO BpeMe Ha OpeMeHHOCT, ocoDeHO npe3 NLpBHUSA
TpuMecTbp. [TpoyuBaHUATAa BEPXY KHBOTHHU €A HEAOCTATHLYHH.

XvapoxnopoTHasui NpeMUHaBa rnpes mianeHTata. By3 ocHora Ha dapmMako
JNeHCTBHE Ha XHUAPOXJIOPOTHA3Wj Herosata ynotpeba no BpeMe Ha 2
OpeMeHHOCTTa MOXKe Aa KoMIpoMeTupa (heTorianeHTapHaTa nepdys3ns U M
M HeoHaTa/lHU e(PeKTH KaTo MKTEp, HAPYLIEHHS Ha €/IEKTPOJUTHOTO PaBHOB
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Xuapoxsopotdasui He TpabBa ga ¢e M3Moi3Ba NpH recTalUOHHU OTOLUM, TECTAIUOHHA XHIIEPTOHMUS
WK NPECKIIAMIICHA TIOPaAN PHCK OT MOHMXKEH MNazMeH obeM M miaueHtapHa xunonepdysus, des
OnaronpuaTeH eQeKT BbPXY X0/Ja Ha 3a00/19BaHETO.

XUApOXNOPOTHA3UA He TpsaOBa fa ce U3M0/I3Ba 32 JIEUeHHE HAa €CeHUMAlIHA XUIIEPTOHUA NpH OpPEMEHHH
)KEHU, OCBEH B PEAKH C/IYHaH, KbAETO He MOXE /1a C€ H3MO.JI3Ba HUKAKBO JIPYro JIEUEHHE,

Knpmene

OnmecapTadH MEAOKCOMMI

TepH KatO HAMA HATHYHA WHQOPMALUMA OTHOCHO M3MON3BAHETO Ha ONMEcCAapTaH MEAOKCOMMA H
XHAPOXJIOTOTHA3H NO Bpeme Ha KbpMmeHe, Onmecaptad/HCTZ Maiinar He ce npenopbyBa M ca 3a
MpeANOYHTAHE AJITEPHATHBHY JIeUeHHUd ¢ No-A00Bp YCTaHOBEH NMpodun Ha He30MacHOCT NO BPeMe Ha
KbpMEHE, 0CODEHO NPU KbpMEHE Ha HOBOPOIAEHO MiH HEAOHOCEHO JAETeE.

XHAPOXJI0POTHAZU
XHUIPOXNOPOTHAINUI C€ EKCKPETHPA B HOBEHIKOTO MIAKO B MAJIKM KONUUecTBa. THa3WAHTE BbB BUCOKH
IO3H, NpEeAU3BHKBAILU HHTCH3UBHA AWYpPE3a, MOraT Ja NOTUCHAT NPOAYKUMATA Ha MIISAKO.

Ynotpebata Ha Onmecapran/HCTZ Maiinan He ce npenopbyBa no BpeMe Ha KbpMEHE. AKO
Oamecapraw/HCTZ Maiinan ce M3non3ea no BpeMe Ha KbpMmeHe, Ao3UTe TpAOBa Aa ce MOoAabpiKar
Bb3MOXKHO HAU-HUCKH.

4.7 EdexkT BbpXy cnocobHocTTa 32 mopupaHe H padora ¢ MAIIHHH

Onmecaptan/HCTZ Maiinan 40 mg/12,5 mg Moxe ga noBadsAe B Maaka HAX B YMepeHa CTeneH
crocobHocTTa 32 WodHupaHe U padoTa ¢ MaLLUHK. 3aMasiHOCT MIM yMOpa MOTAT Ja C€ MOABAT PAAKO
MPU MaLMEHTH, NMpUEeMaLid aHTUXUIMEPTEH3IUBHA Tepanus, KOETO MOXe Ja Hapyllu crnocobHOCTTa 3a
peaKLHs.

4.8 Hexenanu JeKapcTBeHH PeaKIIHH

Haii-uecTo choOliaBaHHUTe HEXKENAHW PEAKLIMH N0 BpeMe Ha JeueHHeTo ¢ OnMecapTaH MeaOKCOMHN H
XHAPOXJOpOTHA3KA ca riaasobonue (2,9%), samaiieane (1,9%) u ymopa (1,0%).

XHUIpOXJIOPOTHA3UA MOXE Aa MPUYHHY WU 3aCUNU 00eMHHA deULUT, KOETO MOXKE [a J0Beae N0
€NEKTPOJUTEH AucOanaHc (BX. Touka 4.4).

bezonacHocTTa Ha oaMecapTaH MeJOKCOMUI/XxuapoxnotoThasua 40 mg/12,5 mg v 40 mg/25 mg ¢
H3c/eaBaHa B KNHHHUYHHU NpoyuBaHHs npy 3 709 nauuMeHTH, OpveMally OoaMecapTad MEJOKCOMHI B
KOMOHHALIMNA ¢ XUAPOXIOPOTHA3U.

Hpyrn HexenaHu peakudd ¢ (QUKcHpaHaTta 4030Ba KOMOMHALMA HA OJMECApTaH MEROKCOMHI M
XHAPOXJOPOTHA3UA B NO-HHCKWTEe A03upoBkH 20 mg/12.5 mg n 20 mg/25 mg Moxe aa Obaar
NOTEHLUHAIHU HEXKENAHH NTEKapeTBEHHW peakunu Ha OaMecaptad/HCTZ Maiinan 40 mg/12,5 mg.

HexcenaHuTe peakuuu OT OAMecapTaH MEAOKCOMHN W XHAPOXNOPOTHA3HA B KIIMHUYHM W3ITHTBAHHUA,
MOCT-OTOPHU3allMOHHY KIHHUYHH NIPOYYBaHMA 3a 6€30MacHOCT U CMOHTaHHHU CbOOLIERHA ca 0boblieHH
B Tab/inuarta no-10ay, KakTo U HEXXENAHUTE PEaKUMU Ha OTACIIHHTE ChCTABKH OIMECIPTAT MOH
U XHIPOXJOpoTHA3N, Ha 6azaTa Ha U3BecTHUA Npodun Ha 6€30MacHOCT Ha 74

i
P B =

CneaHaTa TEpMHHOJIOMMSA € N3MON3BaHAa € LeN Aa ¢e KnacuduuMdpa nosiparta
peakUudu: MHoOro uectud (>1/10); uvecrn (=1/100 no<1/10); nevectn (=1

i
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(>1/10 000 mo<1/1 000); mHoro peaxku (<1/10 000) u ¢ HeusBecTHa YecTOTa (OT HAJIMMHUTE JAHHU HE
MOKe na Obje HanpapeHa OLEHKA).
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MedDRA Hexenann peaknuy YecToTa
Cuctemo-
OpraHHu Oamecapran Onamecapran | Xuapo-
KJ1acOBe MEZ0OKCOMHJ H XJI0PO-
XHAPOXJIOPOTHA3H THAIM]
A
NAudexunn u CHanageHdT Penku
HHpeCcTAIHH
Heonazmu - HemenaHoMeH pak Ha C
nobpo- KOXaTa HEW3BECTHA
KA49eCTBEHH, (bazanHOKNETBUEH YyecTOTa
3JIOKQYECTBEHH | KapUHMHOM M
H HeonpeaeeHH | CKBaAMO3HOKJIETBHUECH
(BKJI. KHCTH H KapLHHOM)
MNOJIHIH)
Hapyuwiennna Ha | AnjacTU4HA aHEMUS Peakn
KPLBTA H
MuMpHaTa [ToTHCKaHE HAa KOCTHHA Penkn
CHCTEMA MOABK
XEMOJIMTHYHA aHEMUA Penku
JleBkoneHus Penxu
Heyrponenus/ Penku
ArpaHyJiouHuTO3a
TpombouuTonenus Heuectu Peaxu
HapymeHunsa Ha | AHaQUIAKTUYHK Heuectn HeuecTH
MMYHHATA PEKUHH
CHCTEMA
Hapymeuna Ha | AHOpEKCHA HeuecTy
meTaboauima v | [ioko3ypus HectH
XPAHEHETO XunepKanlHeMH1s YecTn
Xunepxonecreponemus | HeuecTy MHoro
HECTH
XHNEPriIuKEMHUR Yectn
XUANepKaTUeMHUS Penku
XUNepTpUrivuepuae HeuecTu Yectu MHoro
MU$ 4YeCTH
XunepypukeMus HeuecTu YectH MHoro
XHnoxaopemus
XHNOXJOPEMHIHA
ankanosa
XMNOKanueMHus
XUnomarHeueMus
XHIIOHaTpHEMMHA
XunepaMuiazeMus
Anatus




MedDRA Hexenanu peakuuu YecToTa
Cncremo-
OpraHHH O.MecapTan Oamecapran | Xnapo-
KJI1aCOBe MEJOKCOMHAJA H XJopo-
XHAPOXJOPOTHA3H THAZHA
n
'y ,[Lenpecuf Penxu
be3noKoUCTBO Peaku
HApYILIEHHA
HapylieHus Ha ChHS Penxy
Hapywienns na | CbcTosHue Ha YecTH
HEePBHATA 00BpPKAHOCT
CHCTEMA KoHBynicHu Peaku
Hapyuienus B Peaku
Chb3HaHHETO (KaTo
jaryba Ha Cb3HaHue)
3aMaiiraHe/ YecTH YecTH YecTu
[PUMaJIABaHE
[ nasobonue YecTH Hectu Peaku
3aryba Ha aneTut HeuecTu
[lapecTesns Penxu
3amaiigane npu Heuectu
H3NpaBsHE
ChbHIUBOCT Heuecty
CHHKoOT HeuecTH
Hapyiuiennna Ha Hamaneno Penku
OYHTE CNb300TACNAHE
BpemeHHo 3ambrnaBaHe Penku
Ha 3PEHHUETO
BroiaBaHe Ha Heuectu
CbUECTBYBALLO
KbCOIIE€ACTRO
XOpOoUIaNnen H3NKB, C
OCTpa MUOIHA, OCTpa HEU3BECTHA
3aKPUTOBLIBIHA 4ecToTa
rnayKkoma
KcaHToncus Penku
Hapymenuss Ha | Bepruro Heuecty Heuecty Penku
YXOTO H
Ja0HpHHTA
Cohpaeunn AHI'HHa NMEKTOPHC HeuectH
HAPYUIEHHUSA Cbpae4HHH apuTMHUH Penxu
[lannuTauuu HeuecTw
CrnaoBn Embonus Penku
HAPYUIEHHA XHUIMOTOHUSA HevecTH Peaku
HexpoThiupail aHrHUT Penkwu
(BACKYJIHT, KOX€EH
BACKY/TNUT)
OpTocTaTn4Ha HeuecTn HeuecTH
XMIMOTOHUSA
Tpombo3a
Pecnuparopnn, | OcTbp pecnupatopeH
rPbLAHH H AUCTPEC CHHAPOM

(ARDS) (Bx. Touka 4.4)
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MedDRA Hexenanu peakuHn YectoTa
Cucremo-
OpPraHHM Oamecapran Onamecapran | Xuapo-
KJ1aCOB€ MEAOKCOMMJI H XA0po-
XHAPOXJIOPOTHA3ZH THA3ZH]
A
MEAMACTHHAJHA | bpoHxur Yectu
HApPYILIEHHSA Kaunuua Hedectu Yectn
HncnHes Penku
HuTtepctuunanza Penku
NHEBMOHHA
DapuHrur UecTH
benonpoben oTox Penkwu
PecnuparopeH aucTpec Heuecty
Punur YectH
Cromammuo- KopeMHa bonka HevectH Yectu HecTH
YpeBHH 3anek YecTH
HapylIeHHS Jnapus HeuvecT Hectu YecTH
Jucnencus HeuecTu Hectu
CTOMALLHO Jpa3HeHe YecTH
[ acTpoeHTEPUT YecTH
MeTeopHu3bM YectH
['apncHe Heuectu Yectu YecTn
[TaHkpeaTuT Penky
[TapanuTuueH uneyc MHoro
peaKH
[TospbliiaHe HeuecTn HeuectH HectH
Cnpy-nogo0Ha MHoro peaxu
eHTeponaTnusa (BxX.
TO4Ka 4.4)
Xenarobuavapa | OCThp XOJNELMCTUT Peaku
H HApYIIEeHHU A XbaTeHuua Peakn
(MHTpaxenaraneH
XONeCTATHYEH UKTED)
ABTOMMYHEH X€naTHT™ C Heu3BeCTHa
4eCTOTa
Hapymenus Ha | AnepruyeH AepMaTHT HeuecTH
KO/KAaTa H AHadHnakTHYHA KOXKHA Peaxu
NOAKOXKHATA peakuus
ThKAaH AHIMOHEBPOTUYEH Peaku Peaku
eleM
KoxXHH peakiiuy, Peaku
noaobHU Ha nynyc
EPUTEMATOIEC
Ex3eMa HeuecTu
Eputem Heuectn
ExzaHTem HeuecTtu
Peakuunu Ha HeRes
($hOTO4YBCTBHTENHOCT m
[pyputyc Heuegfs lm\
[ypnypa IIHE.. eugeT ﬁ;
O6pue HeuecTH Heut ﬂﬂ% ;....;;ir oh ‘J: "
%;,é*‘*?
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MedDRA Hexkenanu peakunu YecroTa
CnereMo-
OpraHHy Oamecapran Oamecapran | Xuapo-
KJIACOBE MEe1OKCOMHJ H XJ10po-
XHAPOXJIOPOTHA3H THA3H]
A
PeakTuBHpaHe Ha Penku
KOXEH NyNnyc
epHTEMATOEC
ToxkcuuHa ennaepmaiita Penakn
HEKPOJIU3a
YpTuxapus Penku Heuectu HeuecTu
Hapywenusa nua | Aprtpanrug HeuecTH
MYCKYJIHO- ApTpHT YecTH
CKEJIETHATA bosiky B repba Heuectu YectH
CHCTEMA M MyCKYJIHH cniasMH HeuecTH Penku
CBEIHHATEIHATA | MyckysiHa ciabocT Penky
ThKaH Muanrus HeuecTH HeuecTH
bonka B KkpaliHULMTE Heuect
[lapesu Peaku
CkeneTHa 6onka UecTtH
Hapyuwiennsa Ha | Octpa 61L.6peuna Peaku Peaku
OLOpennTe H HEJOCTATLHHOCT
NHKOYHHTE XemaTypus HeuectH YecTH
NbTHIIA HUHTepcTHLIMANEH Peaxu
HEPpUT
b16peuna Penku
HEJOCTATHLYHOCT
buOpeyuHa aMchyHKumS Penxu
HUndexunu Ha YecTn
MHKOUHHUTE IMbTHLA
Hapymenus va | EpektunHa HeuecTy HeuectH
BL3NPOH3BOANTE | AUCHYHKLHUA
JHATA CHCTEMA H
rbpAaTa
O6mmu AcCTeHus YectH HeuecTu
HAPYUICHHA U bonka B repauTe HectH YecTH
edeKTH Ha OTOK Ha JIHUETO HeuecTu
MACTOTO HA YMopa YectH YecTH
NMPHICKEHHE Tpecka Penxu
['punonoaobxu UectH
CUMITOMH
Jletaprus Peaku
Hepa3nonoxenue Penku HeuectH
bonka YectH
[TeprudepeH oToK HecTH YectH
Cnaboct HeuecT
HicaeaBanus [ToBuwaeare Ha anaHuH | Heuecty
aMUHOTpaHcgepasa
IToevinasare Ha HeuecTu
acriapraT
aMHHOTpaHcdepasa
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MedDRA Hexenann peakunu YecToTa
Cucremo-

OpraHHM Oamecapran Oamecapran | Xuapo-
KJ1acoOBe MEJOKCOMH.JI H XJiopo-
XHAPOXJOpPOTHA3H THA3H
a
[Toeumiarade Ha kanuvi | Heuectn
B KPBBTA
[loBHiaBaHe Ha Heuectu Peaku YecTu
KPEAaTHHHWH B KPbBTA
[loBHlIaBaHe Ha Yectu
KpeaTHH gocgokuHala
B KPbBTA
[loBHl1aBaHe Ha HevectH
rNKKO3aTa B KPbBTA
[ToHmxasaHe Ha Penxu
XEMATOKPHTA B KPBLBTA
[ToHukasaHe Ha Penxu
XeMOorJioOMHA B KPBbBTA
[lopuLIaBaHe Ha HeuvecTH

NUITUINUTE B KPBBTA
[ToHuxaBaHe Ha Kanus HeuecT
B KpbBTA
[loBHlNaBaHE HA KAJIUA HeuecTu
B KPBBTA
[lopuiiapaHe Ha ypesita | Heuectu Yectu Yectn
B KPBBTa

[TopyiiapaHe Ha Penxu
| ypelHHA a30T B KpbBTa

[loBUlIaBaHE Ha Penku
MUKOYHATa KHCEeJUHA
[loBuIaBaHe Ha raMa HeuecTH
rnyTaMWi TpaHcgepasa
IloBHULLIaBaHE Ha Yectn
4YepHOAPOOHUTE €H3IUMH
*I1pe3 nocTMapkeTUHIrOBHA MepHOA c€ ¢hoOLlaBa 3a cayyad Ha aBTOMMYHEH XENaTHUT ¢ JaTeHTEH
nepuoa OT HAKONKO Mecella A0 FOIMHH, KOMTO ¢a odpaTHMH Cjiell CrupaHe Ha NpHeMa Ha OJIMecapTaH.

JoknaaBaHu ca €AMHUYHU cydyaud Ha pabaoMuonunia, ChBnNajaliy rno BpeMe ¢ rpueMa Ha aHrHOTEH3HH
[1 peuentopHu OrokepH.

OnucaHue Ha U30paHU HekedaHH peaklinu
Hemenanomen paxk Ha xosxcama: Bb3 OCHOBA HA HANUYHUTE JaHHU OT EMMHASMHUONOTHYHU NMPOYUBAHUA
¢ HabnoaaBaHa 3aBUCHMA OT KYMyJlaTHBHATA n03a Bpbika mexay XXT3 v HMPK (Bx. ¢bl10 TOUKK

4.4u5.1).

CohobuiaBane Ha NOA03UPAHH HEXCETIAHU PEeaKLIUM

CboblaBaHeTo Ha NOAO3UPAHU HEXKENAHU PEAKIIMM Cie]l pa3peluaBaHe 3a YNOTPSRaEHT TTCaRCT BEHHS
NMPOAYKT € BaXXHO. TOBA MO3BOJIABA Aa MPOABLIKH HABMKIAEHHETO HA CHOTHO / Mt ,-\' 32
NEKapCTBEHHS NPOAYKT. OT MEAULIMHCKUATE CNIELIMANTHCTH CE€ U3HCKBA 1a CHOGCHag? o
HeX<eNaHa peaklind Ype3 HauWOHA/THATa CUCTeMa 3a cboDLaBaHe:! S/ 20
S (S
% )
{;% -
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4.9 Ilpeposupane

He € HainuHa cneuuuuHa HHPopMauus 3a edeKkTUTe WM JNeYeHUETO MNpU NpeJo3npaHe Ha
OJIMECAPTAH MEAOKCOMUWI/XHMAapoxiopoTrasud. TlauneHTsT TpaOBa Na ce npocnensBa BHUMATENHO M
nedeHuetro TpadBa na Objae CMMMITOMATUYHO U Moaabpikallo. [1OBEACHHETO 3aBHCH OT BPEMETO OT
norfibliaHe M TexecTra Ha CUMNTOMUTE. [lpeanaraHuTe Mepku BKIOUBAT TNpPEAM3BHKBAHE Ha
MOBPBLIAHE W/WIH MPOMHBKA HA CTOMaxa. AKTHUBHUAT BbIJIEH MOXKeE 1a Obie MoNe3eH NPy JeUeHHe Ha
npeno3upaneto. CepyMHUTE EEKTPOIUTH H KpeaTHHHWH TpadBa ga 6baaT npocieasBaHU 4eCTo. AKO
CE MOABM XUMOTOHUA, MAUMEHTHT TPAOBa Aa Obae MOCTAREH B JIErHAIO NOMOXKEHHUE M CIIELIHO Aa Obaat
JaJeHW 3aMEeCTHTENIM Ha coiTa U obema.

Haii-BeposTHHTE NPOABH NPH [IpeAO3WpaHe ¢ oIMecapTaH MEAOKCOMMA ¢e O4aKBa 1a 04T XMNOTOHUA
H Taxukapaus; Opaavkapaus MOKe€ CbLO Aa ce nmosBH. [Ipemo3upaHeTo ¢ XHAPOXIOPOTHA3HA ce
CBLP3Ba C M3YEPNBAHE HA CJCKTPOJUTUTE (XUIIOKATUEMHUA, XUTOXJIOPEMHA) U JeXuapartailus, B
pe3yJTaT Ha MpeKOMepHa Auypeasa.

Ha#i-uecture ITPpU3HALUH H CHMITTOMH Ha NpCAO3HPpaHE Ca raacHE U CbHIHWBOCT. XHUMOKANHEMUATA MOXKeE
Aa JoBcACc 10 MYCKYJIHH CIla3MH H/WIK na H30CTPH CBPIACUHK APUTMHH, CBBP3aHHU C COAHOBPEMCHHATA
yne'rpeﬁa Hd JU'HTAJTNCOBH INTHKO3WIAHW WKW HAKOU AaHTHAPHTMHWYHH JICKAPCTBCHH MNPOAYKTH,

HaMa Hanu4yHa WHdopMauusa Aajid oNMecapTaH WIH XHAPOXJIOPOTHA3KI MOTaT 1a C€ OTCTPAHAT ¢
AHUATH3A.

5. ®APMAKOJIOI'MYHH CBOHCTBA
5.1 dapMakoAMHAMHYHH CBOHCTBA

QapMakoTepaneBTHuHa rpyna: AHruotensuH Il peuentopuu anHtarouuctd u auypernur, ATC koa:
COSDAOS.

MexaHu3bpM Ha aercTBHe/PapMakoJUHAMUUHH eheKTH
OnMmecapTaH MEIOKCOMWI/XHAPOXJIOPOTHA3NA € KOMOMHauua oOT aHrMoteHsuH Il peuentopeH
AHTArOHMCT, ONIMECAPTAH MEAOKCOMMA U THa3UAEH AMYPETHK, XuapoxjopoThasua. KomOuHaumuara Ha
T€3H BELIECTBA UMA aJMTUREH aHTHUXHAECPTCHINBEH €(QEKT, KAaTO MOHWKABA KPBBHOTO HANIAraHE B MMO-
rojaaMa CTefeH, OTKOIKOTO ABETE CHLCTABKM MOOTAENHO.

HDBHPHHE’E‘O BEAHDBAK JHCBHO HA ONIMECAPTAH ME,HDKCOMHH/XHHPDXHDPDTHHBHI[ OCHI'YPsBa E¢EKTHBHO
H [NNaBHOC NOHHXKABAHC HA KPbBHOTO HAJIATAHE B NIPOABMAKECHHUE HA N030B UHTEPBAN OT 24 yaca.

OnMecapral MEJIOKCOMH € NEPOPATHO AKTHBEH, CENIEKTUBEH aHrUoTeH3HUH Il peuentopen (Tun AT))
AHTArOHUCT. AHTHOTeH3¥H Il € OCHOBHUAT Ba30aXTHMBEH XOPMOH HA PEHHUH-AHTMOTEH3UH-
ANA0CTEPOHOBATA CUCTEMA M HI'PAE BAXKHA PO B NaTOHUIUOAOrUATA HA XHUITEPTOHUS peKTHTE Ha

aHrotensuH Il Bxo4YBaT Ba3OKOHCTPHKLHMS, CTUMYAUpAHE HAa CUHTE3aTa M -n Ha
aJIA0OCTEPOH, CTUMYJIMpAHE Ha chplLeTo H OnOpeuHaTa peabcopbuusa Ha HaTp 78 23Gn0 \ pa

Ba3OKOHCTPUKTOPHUA M alNdOCTEPOH CeKpeTHUpalius e(peKT Ha aHTHOT
CBBP3BaHETO MY KbM AT penentopa B ThbKaHHTE, BKIIOYHTEIHO ChAOBAY:
HaaOBOpeuHuTE WNe3n. JeHCTBHETO Ha OfiMecapTaH € He3aBUCUMO OT U3TOY
Ha aHruoTeH3uH II. CeNekTUBHHUAT aHTArOHM3bM Ha pPEUENTOPHUTE HA
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ONMEcCapTal BOAH A0 NOBHLLIABAHE HA MJ1IA3MCHUTE HMBA Ha PCHHHA U KOHLICHTPALIUUTE Ha AaHFTHOTEH3INH
I Il M U3BECTHO MOBHIKABAHE HA NAA3ZMEHUTE KOHUCHTPAUWK HA aldO0CTEPOH.

[Ipy xuneproHus, oJIMecapTaH MEAOKCOMMUI BOAHW A0 A0303aBUCHMO, MPOABIKUTEMHO NOHHXABaHE Ha
apTEPUAITHOTO KPBBHO HanAraHe. Hama JaHHW 3a XUNOTOHUA C/ie] MbpBaTa 4034 WIH TaXMHUIAKCHA
[pH ABJATOCPOUHO JIEHEHUE, HITH 3 pUbayHI XMNEPTOHUA Cliea PA3KO MPEeyCTAHOBABAHE HA TEPANHATA.
Ho3dpaHeTro BeIHBXK [OHEBHO Ha OJIMECApTaH MENOKCOMMI OocurypiaBa €GMEeKTUBHO M [LIABHO
[MOHW)XABAHE HA KPBBHOTO HANAraHe B MPOAb/KEHHE HA 030B MHTEPBAT OT 24 yaca. EaHokpaTtHOTO
AHEBHO A03HpPaHEe BOAM A0 CXOAHO NOHMXKABAHE Ha KPbBHOTO HAJIAraHe, KAKTO U ABYKPATHOTO AHEBHO
J03UpaHe NpH e1Ha U cbula obula AHEBHA 103a.

HPH NPOABLAAHTEIHO JICHEHHE MAKCHMAJTHOTO NOHHXAaBAHC HA apTCPHATHOTO HaAMAraHe C€ JOCTHUra 3a
8 ceAMHUHM cliex 3ano4BaHe Ha JNCHCHHETO, BBIPCKHU Y€ 3IHAYHUTEIHA HaCT OT NOHHWXKAaBALIWA
ApTCPHAITHOTO HANATAHE GCbEI{T e Beue HabmronasaH cnel 2 ceAMUUM JIeYEHHUeE,

EdexkTbT Ha ON1MecapTaH MeIOKCOMUI BLPXY CMBPTHOCTTA U 3a001€BAEMOCTTA € BCE OLIE HEM3BECTEH.

PaHaOMH3UPAHOTO MPOYYBAHE HA OJMECApTaH M MNpeBeHUMA HA AuabeTHaTa MHKPOANOYMMWHYpHSA
~PanaoMusupan Onmecaprad M IlpeseHuua Ha [uabernHa Mukpoanbymuuypunsa® (“Randomised
Olmesartan and Diabetes Microalbuminuria Prevention”, ROADMARP) npu 4 447 naumeHTH ¢ nuader
TUN 2, HOPMO-aNOYMHHYPHUA W NOHE €1WH JOMbIHUTENEH CbPAEYHO-CBHAOB PUCKOB (hakTOp, U3C/e1Ba
JaJTH NE4YEHUETO ¢ OJIMECAPTAH MOXe Aa 3adaBH HAYANOTO Ha MUKpoanOymMuHypusnaTta. [lo Bpeme Ha
CpeaHHus NeprUo Ha npocneasBale oT 3,2 roaMHY NALKEHTUTE NOJyYaBaT OIMecapTaH WK nnauebo B
AOMBIHEHHE KbM JIPYTd aHTUXHUNEPTEH3WBHHU NekapcTha, ¢ HakitoveHue Ha ACE uHxubutopu unu
AHMHOTEH3UH peuenTopHH bnokepu (ARB).

[lo oTHOLIEHNE HA NBPBUMUHATA KPakHAa Lle]1 NPOYUYBAHETO MNOKa3Ba 3HAYHUTENHO MOHUXaBaHEe HAa PHUCKA
33 BPEMETO 3a NOSBa HA MUKpoanOyMUHYpusaTa B Nos3a Ha onmecapraH. Cnel KOpeKLUHS Ha pa3jIMKHUTE
B AH, ToBa HamMandBaHe Ha pMCKa BE€YE He € CTATUCTHYEeCKH 3Hauumo. 8,2% (178 or 2 160) ot
NauMEHTUTE B rpyrnarta Ha onMecaptaH U 9,8% (210 ot 2 139) B rpynarta Ha nnauebo ca paspuiu
MHUKpOaJIOYMHUHYPHA.

[lo oTHOWIEHNE HA BTOPHYHHUTE KPaHU UENH CbPACHHO-CHLAOBH CHOMTHA Ca BB3HHUKHAIW Npu 96
naureHTH (4,3%) ¢ onMecaprad v 94 nauunenTtn (4,2%) ¢ nauebo. Yectorara Ha ChpaeUHO-ChAOBRATA
CMBLPTHOCT € Ouna no-BACOKa NP OAMecapTaH B CpaBHEHUE ¢ NeueHMUETo ¢ nnauebdo (15 naumeHTH
(0,7%) cnpsamo 3 nauuenTu (0,1%)), BbOpekn cXOAHUTE HUBA Ha HedaTaneH HHCYNT (14 naumeHTH
(0,6%) cnpamo 8 nauueHTH (0,4%)), Hedataned muokapaer nadapxr (17 naunerrn (0,8%) cnpamo 26
nauneHTd (1,2%)) U CMBPTHOCT, pa3idtHa OT cbpaevHo-cbaosaTa (11 naunentu (0,5%) cnpamo 12
nauneHTH (0,5%)). OblaTa cMBPTHOCT NMpH oaMecapTaH € OuJia 3HaUHUTeNHO NoBUlleHa (26 naLueHTH
(1,2%) cnpamo 15 nauuentn (0,7%)), KOETO ce ABMKK OCHOBHQ HA MO-BUCOKHA Opol daranHu
ChPACYHO-CBAOBHY HHLIHUAEHTH.

IIpoyuBanero Ha ,,Onmecaprad 3a [lonwkasaHe Ha HuuuaeHTtute ot TepMuHaneH Craguil Ha
brbpeuna bonect npun /lnaberna Hedponatus® (“Olmesartan Reducing Incidence of End-stage Renal
Disease in Diabetic Nephropathy Tral”, ORIENT) wm3cnensa edexkTHTe Ha onMmecapTaH BBpXY
OLOpeuHunTe U CHPACYHO-CHAOBUTE KpaHHU PE3YATATH NPU 377 paHAOMU3IHMPAHU NAUNUCHTH OT ANoHus
u Kurait, ¢ anabet tin 2, ¢ n3aseHa sedponarud. [lo Bpeme Ha cpeaHHA nepyoa Ha NpocneasBaHe OT
3,1 rogMHH nauMeHTUTE ca MOJy4yaBalHd WK ONMecapTaH, unu miauebo B NONMbJAHEHUE KbM ApPYIH
AHTUXUNEPTEHIUBHHU NEKAPCTBEHM MPOAYKTH, BKMOUUTENHO ACE-nuxuburopw.

[IbpBryHaTa KOMOHMHUpaHa KpaliHa uen (BpeMeTo A0 MbPBOTO CHOUTHE Ha YBRQXBar h s a Ce
O AT i" -q’r_-
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KpeaTHHHH, TEPMHHAIHATA cTeneH Ha 6b6peuHo 3abonsaBaHe, CMbPT, HE3ABH
noseuna npu 116 nayuentu B rpynara ¢ oamecaptad (41,1%) n 129 nanue
(45,4%) (HR 0.97 (95% CI 0,75 no 1,24); p=0,791). Bropnunara kombu

KpafiHa Uen ce € noasuna npu 40 mauueHTH, NIEKyBaHH € OJiIMEcapTaH
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neKyBsauH ¢ nauedo (18,7%). Tazn komOHHHpaHa cbpaevHO~-ChA0BA KpaiHa e/l BKJIKOUYBA ChPASYHO-
cbpa0Ba cMbpT NpH 10 (3,5%) naumneHTH, npvemaiuu onmecaprad cnpamo 3 (1,1%) npuemarnu nnaueto,
obwa cMbpTHOCT 19 (6,7%) cnpamo 20 (7,0%), He-haraneH uncynt 8 (2,8%) copsimo 11 (3,9%) 1 He-
daraned MuoKapaeH UHpapkT 3 (1,1%) cnpamo 7 (2,5%), cboTBETHO.

XHUIPOXJIOPOTHA3NA € THA3HMACH AMYpPeTUK. MexaHM3MbT Ha AaHTHMXHIIEPTEH3IUBHOTO AEHCTBHE Ha
THA3UIHUTE AUYPETHLIM HE € HU3IACHEH Hanb/iHO., Tuazuaurte nosnuasat ObnOpeunHuTe TYOYNHM
MEXaHH3MH 3a peabcopOurs Ha eNeKTPOAMTH, KaTO NPAKO YBEAWYABAT OTAENSHETO HA HATPHU W
XJIOPUAN B NMPUONU3UTENHO €KBUBAJICHTHU konuuecTtBa. B pezyntat Ha AMYpeTHUYHOTO AeHCTBUE HA
XHIPOXJIOPOTHA3K/ C€ HamansiBa MiasMeHHUAT 0beM, MOBUILIABA C€ AKTHBHOCTTA Ha MJIa3MEHUA pPeHHUH
M C€ MOBHMLLIABA CEKPELIMATA Ha aNJOCTEPOH, ¢ NOCNeABaLLO NOBHIABaAHE HA OTAEJIHETO B YPHHATa Ha
Kanuid ¥ OMKapOOHaTH M MOHMXKABAHE HA CEPYMHMS Kanuk. PeHUH-aNoCcTepOHOBaTa Bpb3Ka Ce
MEOUHUPA OT AHMWOTEH3MH Il ¥ cnejoBaTenHo €AHOBPEMEHHOTO NPUNOMXKEHHE Ha aHruoTeHzuH Il
PEUENTOPEH AHTATOHKCT BOAM 10 0OpaTima 3aryba Ha Kanuit, CBbp3aHa ¢ THA3WIAHUTE AHYpeTULH. [1pu
MPHJIOKEHHE HA XHAPOXJIOPOTHA3WI HAYAIOTO HAa AMype3aTa HACcTbABA CjlAed OKONO 2 4aca U
MAKCUMANHUAT €(PEKT HACTLIBA CJieA OKOJIO 4 4aca clied NpUeMaHe Ha A03aTa, JOKaToO ACHCTBHETO
NpoAb/kaea npudbanu3uTenHo 6-12 yaca.

EnuaeMHOMOrH4HUTE Npoy4BaHHUA Ca IOKaiadaly, 4€ AbJATOCPOYHOTO JACUCHHUE C XHAPOXNOpPOTHA3IHUA
MOHOTCPAIIUA HAMAJIsB4 PHCKA OT CbhbpACUHO-CHA0BA CMBPTHOCT H 3aboneBaeMocCT.

KinMHHYHA Ed)HKECHﬂCT H Oe3onacHoOCT

KoMmOunHanuaTa Ha on MCCApTaH MCIOKCOMMUAIT H XHAPOXNOPOTHA3HAd BOAH A0 aIUTHBHO NEUCTBHE BbEPXY
[MCHW)KABAHC Hd KPBBHOTO HANAI'aHE, KOCTO KATO UANO H3ABHULLIABA TOBA MNPH J03UpaHEC HA OTAC/IHUTE
KOMIIOHEHTH.

[1pn 06061meHH nauedo KOHTPONUpaAHU TIPOYUBAHMA NPUIOKEHNETO HA KOMOMHALMATA OJIMEcapTaH
MeoKCOMUN/xuapoxnoporiasua 20 mg /12,5 mg 1 20 mg /25 mg Boau A0 NOHWXKABAHE Ha CpeaHaTa
pazivka ¢ rmnauedo Ha CHCTOJNHO/AHACTONHO KPbBHO HANATAHE HENOCPEACTBEHO NMpeAn JaBaHE Ha
cneapautarta go3a ¢ 12/7 mm Hg u 16/9 mm Hg, cvoTBeTHO.

[Tpunoxenvero Ha 12,5 mg v 235 mg xHApOXOpOTHA3WA NPYW NAUKMEHTH, KOUTO Ca HEAOCTaTbYHO
KOHTPONUPAHH C MOHOTEPANUA ¢ onMecapTal meaokcomua 20 mg oA A0 AONBIHUTENHO NOHHUKABAHE
Ha 24-4acOBOTO CHCTONHO/AKXACTONIHO KPbLBHO HaNAraHe, U3MEPEHO NMpH aMOyJIaTOPHO Npoc/iesBaHe
Ha KpbBHOTO HamaraHe ot 7/5 mm Hg u 12/7 mm Hg, chorBeTHO, B CpaBHEHHe ¢ OJIMecapTaH
MEAOKCOMMUI MOHOTepanui. JONbAHHTENHHTE MHHUMAIIHU NOHWXKEHUA HA CPEAHHUTE CTOWHOCTH HA
CUCTOJIHO/AUACTONIHO KPBBHO HanfiraHe HENOCPEeACTBEHO MNpPeAM JaBaHE Ha c¢heaBaulata jJo3a B
CpaBHEHHE ¢ U3XOAHOTO HUBO, ¢a 6unn 11/10 mm Hg n 16/11 mm Hg, cvoTBeTHO.

EQeKTHBHOCTTA Ha KOMOMHauuMaTa OnMeEcapTaH MEIAOKCOMHI/XHAPOXJIOPOTHA3HA C€ MOAIbPXKA NMPH
NPOABIDKUTENHO (eAHa roquHa) neveHue. CnupaHeTo Ha TepanusaTa ¢ 0JIMecapTaH MeJOKCOMUI € UM
0e3 ChbIIBTCTBALLOTO JIGUEHHE C XHMAPOXJIOPOTHAZH HE € OBEJIO A0 NMOoABa Ha pHdOayHa XUMEPTOHMUA.

OukcHpaHUTE KOMOMHALMM Ha ONMecapTaH MeNOoKCOMM W xuapoxiopornaszuia 40 mg/12,5 mg u
40 mg/25 mg ca U3CAeABaHH B TPH KJIMHUMHM NpoyyBaHusd, BrOYBaliK 1 482 xunepreH3UBHH
MaLyeHTH.

JIBOHHO-CNANO NpPOYYBAHE NMPHU €CEHUMATHA XHUMEPTOHUS OLCHARAZ €(PEKTUBHOCTTA HAa TEpanusaTa ¢
KOMOMHALIMATa OJIMECAPTAH MEJOKCOMUWI/ XHApoxaopoTHasna 40 mg/12,5 mg cnpapesronsTapanms ¢
onMecapTaH MeAoKCoOMAI 40 mg, KbAETO MbPBHHYEH NMOKAa3aTes 3a €PUKACHOCT € P -;\-

Ha AMACTOJIHOTO KPBBHO HANAraHe B ceAHaI0 nonoxkeHUue, CUCTONHOTO/ AHac 7
ca fioHWwxkeHHu ¢ 31,9/18,9 mmHg e rpynara Ha koMOuMHauUuATa, B CpaBHEHHE [
MoHoTepanua (p<0,0001) cnea 8 ceamMHLUM Ha neveHHe.
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B aBoiHO-csANa, HO HEKOHTPOJIMpaHa BTopa ¢asa Ha TOBA MNPOYYBaHE, € NMPOBEACHO BB3XOASALLO
THTPHPAHE HA HE-OTroBapsALUMTE HA TEpanuaTa MAUMEHTU (HOH-PECNOHJEpH) OT MOHOTEpPAnHs C
oNIMecapTaH MeaokconaMui 40 mg KbM onMecapTaH MeJokcoMmu/xuapoxnoportnazua 40 meg/12,5 mg
KaKTO W OT OJIMecapTaH Melokcomwir/xuapoxnoporuasuag 40 mg/12,5 mg kbM onmecapraH
megokcoMun/xuapoxnoporrnazng 40 mg/25 mg. Tora poseno 40 nocheaBallo JOMbIHHUTENHO
[IOHMKABAHE HA CUCTOJIHOTO/UACTOMHOTO KPLBHO HAAMaHE, KOETO MOTBbPK/IABA, Y€ Bb3XOAAOTO
TUTPUpaHe € KIMHUYHO 3HAYUM Ha4UH 3a N0A0OpaBaHE HA KOHTPOA HA KPLRHOTO HAJIATAHE.

BTopo, ABOMHO-CIIANO, paHAOMH3NPAHO, TUIaLe00-KOHTPOAUPAaHO NPOYYBaHE OLICHABA e(pPHKACHOCTTA
Ha Ao00aBsHE Ha XUAPOXJIOPOTHA3MA KbM JIEHUEHHWETO HA IaUUEHTH, KOUTO He ca OHNIM afeKBATHO
KOHTPOJIMPaHH ciiel 8 CeIMULIM Ha NeYeHue ¢ onMecaptadH Meaokcomun 40 mg. ITauueHTHTE W ca
NPOABIDKUIM Tepanuara ¢ onMecaptad meaokcoMun 40 mg, wid ca NOJYYUIU OOMBIHHTETHO
xuapoxyuoporvasua 12,5 mg unu 25 mg, chOTBETHO, 3a owle & ceaAMMLUHK. YerBbpra rpyna e Ouna
paHOOMU3UpaHa Ja NpUeMa oJiMecapTaH Metokcomui/xuapoxnoporuasua 20 mg/12,5 mg.

JobapaHeTro Ha xuapoxjaoporvazua 12,5 mg unu 25 mg goBeso A0 AOMBIHUTENHO MOHHXKABAHE Ha
CHCTOJIHOTO/AUACTONHOTO KpBBHO Hamarane ot 5,2/3,4 mmHg (p < 0,0001) u 7,4/5,3 mmHg
(p <0,0001), cboTBETHO, B CPaBHEHHE CbhC CAMOCTOSATENHATA TEPANUA € OJNMecapTaH MEAOKCOMMII

40 mg.

CpaBHeHMe MEXAY MALUMEHTHUTE, MOJy4yaralld oOJMecapTaH MEIOKCOMMII/XMAPOXJI0pOoTHA3HU
20 mg/12,5 mg v naunenTty nonyuapaiu 40 mg/12,5 mg nokasa CTaTUCTHYCCKHM 3HAUXMMA pa3fiMKa B
MOHHMKABAHE HA CUCTOJIHOTO KPBBHO HandraHe ot 2,6 mmHg B non3a Ha Mno-BHMCOKaTa [030Ba
kombuHauus (p=0,0255), 1oKaTo 3a NOHKMXKABaHE HA AMACTOJIHOTO KPBBHO HanAraHe € HabnawoJaBaHa
pa3zndka ot 0,9 mmHg. aHuuTte oT aMOynaTopHOTO NpocneasBaHe Ha KPbBHOTO Hansdrate, 6azupaHo
Ha CpeaHUTE NPoMeHW 3a 24 4aca, JHEBHO M HOLLHO AMACTOJIHO M CHUCTOJIHO KPBBHO HansAraHe
MOTBBPKAABAT PE3YJITATUTE OT KOHBEHLIHOHATHUTE U3MEPBAHHA HA KPbBHOTO HAJIArAHE.

Hpyro ABOHHO-CIANO, PaHAOMU3HUPAHC TMPOYUBAHE CpaBHsABa €(PEKTHBHOCTTA Ha KOMOWHHpPAHOTO
JIEYEHHE C OJIMecapTaH MeEOOKCOMWI/Xuapoxnoporhasua 20 mg/25 mg u  onMmecapraH
MEAOKCOMWIL/ Xuapoxioporuazua 40 mg/25 mg npy naluMeHTH C HEAAEKBAaTHO KOHTPOJIUPAHO KPbBHO
HaJIAraHe cieq 8 ceAMKLM JIeUeHHE ¢ oaMecapTaH MegokcoMun 40 mg.

Cnen 8 ceaMuun Ha KOMOMHMPAHO JleyeHUe, CUCTONIHOTO/AMACTONHOTO KPBbBHO HajsraHe € OUI0
3HAYHUTEIHO MOHMKEHO B CpaBHEHHUE ¢ U3XOAHOTO HHMBO ¢be 17,1/10,5 mmHg B rpynaTta Ha onMmecapTaH
MeIOKCOMUJI/xuapoxnopornazng 20 mg/25 mg v 17,4/11,2 mmHg B rpynara Ha onaMmecapraH
MegokcoMUull/xuapoxiioporazng 40 mg/25 mg. Paznuvkara Mmexay asere rpynn He e Ouna
CTATUCTHYECKH 3HAYKMMa, KOraTo ¢e € npuiiarajl KOHBEHUMOHAIHUAT METO/ 32 U3MEPBAHE HA KPBBHOTO
HaJIsiIraHe, KOETO MOXe Aa Oble 00jICHEHO C U3BECTHHA €(PEKT Ha OTroBOP HA IIOCTOSHHA A03a NpH
aHruoTeH3uH Il pelenTopHUTE AHTAarOHMCTH, KAKBBTO € OIMEcapTaH MEIOKCOMU/ XHAPOXJI0POTHA3HL.

Bobrnpekr TOBa KIMHUYHO M CTATMCTUYECKH 3HAYMMA pa3/ivKa B I0J13a Ha OJMECAPTaH MEAOKCOMMIL/
xuapoxsiopotrnazug 40 mg/25 mg B CpaBHEHUE ¢ OJIMECAPTAH MENOKCOMWI/XUAPOXIOPOTHA3H]
20 mg/25 mg e HabMogaBaHO B CPEAHOTO 24-4acoBO, AHEBHO M HOLMHO aMOyJ1aToOpHO npocheasBaHe
HA KPLBHOTO HalsiraHe KakTo 10 OTHOLUEHHME HA CUCTOJIHOTO, TAKa M MO OTHOHIEHWE HA JHACTOMHOTO
KPBBHO HaNAraHe. |

AHTHXUNIEPTEH3UBHUAT e(deKT Ha oJiMecapTaH MeAOKCOMMII/XHAPOXJIOPOTHA3HA € OHIl CXOJeH,
HEe3aBUCHMO OT BB3PACT, [OJI WK AnabeTeH CTaTyc.

Hemenanomen pax na xoxcama: B3 0CHOBA Ha HATIHYHUTE JaHHH OT eMUIEMIL
¢ HabaogaBaHa 3aBUCHMa OT KyMYJIaTHBHATA 103a Bpb3ka Mexay XXT3 u IR
BKJIKOUBA 1TOMYJ1alus, cberodia ¢e oT 71 333 cnyuau Ha BKK u 8 629 cnyyius

oT cboTBeTHO 1430833 u 172462 noaxoadilM KOHTpOJAd. BHcokdtds
(kymynarueHo =50 000 mg) € csbp3aHa ¢ kopurdpar OR 1,29 (95% .

¥ iy
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(95% JIN: 3,68-4,31) 3a CKK. Habntoaasana e scHa Bpb3ka KyMyJSaTUBHA J03a-0TroBop KakTo 3a BKK,
Taka ¥ 3a CKK. [Ipyro npoyuBane nokassa Bb3MOX<Ha Bpb3ka Mexjy paka Ha ycTHHTE (CKK) #
ekcno3uumaTa Ha XXT3: 3a 633 cnyuwau Ha pak Ha YCTHHTEe e nojabpaHa monynaius oT 63 067
MOAXOMALUN KOHTPOJIK, KATO CE€ H3NOJ3Ba CTPATErus 3a B3cMaHe Ha MpobM, onpeaesieHa OT PHUCKA.
JeMOHCTpHpaHa € Bpb3ka KyMynaTUBHA A03a-0troop ¢ kopurupaH OR 2,1 (95% [JH: 1,7-2,6),
HapactBawl Ao OR 3,9 (3,0-4,9) 3a Bucoka ynorpeba (~ 25 000 mg) v OR 7,7 (5,7-10,5) 3a Haii-
BUcOKarTa KymysatiBHa foza (~ 100 000 mg) (px. cpino Touka 4.4).

Hpyra undopmainis

HBe ronemMH, paHAOMHU3HUpPaHH, KOHTPOJIMPaHY NpoyusaHua ,, Texywo ['nobanHo M3nuTeane 3a Kpatinpu
Llenu va Tenmucaprad, CamoctoatentHo 1 B KomouHauus ¢ Pamunpun® (“ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial”, ONTARGET) u ,,Knuuuuno npoyusane,
CBBP3aHO ¢ Pa3BUTHE HA HEQponaTHA rpu Auadert, npoBeaeHo OT MUHHCTEPCTBO Ha BeTepaHuTe™ (“The
Veterans Affairs Nephropathy in Diabetes”, VA NEPHRON-D) npoyuBatr ynorpefata Ha
koMOuHauuaTa oT ACE-uHxubuTOp ¢ anrnotensuH Il peuenropex 6naokep.

ONTARGET e npoyuBaHe, NpoBeaeHO NpU NalMEHTH ¢ @aHAMHE3a 3a CbpAeHHO-Cb0BA HIIH MO3bUHO-
cb10Ba DonecT WK 3axaped AUaber Ty 2, NPUAPYKEHU € AaHHH 32 YBpEXAaHe HA e(DeKTOPHH OpPraHH.
VA NEPHRON-D e npoyusaHe npu naunentu cbe 3axapeH auader tvn 2 U anabeTHa HedponaTus.

Tean npoyusaHHs He MOKAa3BaT 3HA4UM OnaronpuUATEH €PeKT BbpXY OBLOpeuHuTe H/UNH ChPACUYHO-
CbAOBUTE TNOCAEAWLUUM H CMBPTHOCT, KaTO CblUEBPEMEHHO ca HadnonaBaHW NOBHMINEH PHUCK OT
XUMEPKATUEMHUA, OCTPO YBpEKJaHe Ha Ob0OpeunTe, /UKW XUNOTOHUA B CPABHEHHE ¢ MOHOTEpPANUATA.
Kato ce uMmar npeaua cXoAHUTEe MM (apMakOoiWHAMWUYHK CBOHCTBA, TE3W PE3YJTAaTH ca CbLUO
[PUI0KHUMH U 3a ApyrH ACE-uHxubutopu u anruorensus Il peuenropum dnokepw.

3arosa ACE-nuxuburtopu u aHruoreHsuH II peuentopum Onokepu He Tpabea pna ce u3nmon3ear
€HOBPEMEHHO NpH NauneHTH ¢ AnadberTHa HedponaTHs.

~AJINCKkUpeH Knuuuuno Ilpoyusane npmn Ilauventu cbe 3axaped /luabetr Tun 2 ¢ HM3non3eaHe Ha
Kpaiinu Llenu 3a Crpaeuno-cbaoBu U bubpeunu 3abonssanus® (“Aliskiren Trial in Type 2 Diabetes
Using Cardiovascular and Renal Disease Endpoints”, ALTITUDE) ¢ npoy4BaHe, npenHazHaveHo ja
M3CNeIBA NoN3ata o1 Ao0aBAHETO Ha ANMUCKUPEH KbM c¢TtaHaaptHa Tepandsd ¢ ACE-unxubutop unm
aHrdotTeH3uH Il peuenroped 61o0kep NpH MAUKEHTH CBLC 3aXapeH Axaber Tvn 2 U XpoHUuHO HBOpeUHO
3abonaBaHe, CbpPACYHO-CLAOBO 3abonsBaHe wWAM M aete. [lpoyuBaHeTo € MNpeKpaTeHo
MpeXAeBPEMEHHO MOpagn HOBUMILUEH PUCK OT HEXeNlaHu noc/ieAMUH. KakTo ¢cbpeuHO-ChI0BATA CMBPT,
Taka U MHCYJTBHT €4 NO-YECTH B rpynara ¢ alMCKWpeH, OTKOJKOTO B rpynata Ha nnauebo, a
MPeACTABJIABALLUTE WHTEPEC HEXENaHW CHOHUTHSA KW CEPHO3HH HEXENaHW ChOUTHA (XHunepxanuemus,
XHUIMOTOHUA M ObOpevHa aucdyHKUMA) ca OMIM Mo-uecTo CcboOlIaBaHW B rpynarta ¢ alMCKMUPEH,
OTKOJKOTO B rpynara Ha miaalebo.

5.2 @apmMakoKHHeTHYHH CBOHCTBA
Abcopbumua H paznpeaesienne

Onmecaprad MEIOKCOMMUI

OnMecapras MEAOKCOMMUI € npeanekapcTso. [Ipu abcopbuud ot cTOMallHO-4UpesHUs TpaKT Obp3o ce
MpeBpbllla BbB (PapMaKOJIOTHYHO aKTHBHUA METabONWUT ONMecapTaH OT ecTepa3dTe B upeBHaTa
JIMraBylia ¥ MOPTANHOTO KpbBOOOpbLIeHHE. B nnasMaTa MU EKCKPETUTE HE C€ OTKPUBA-AKTHBHOCT Ha
'/\ M L.

MHTAKTEH OJIMECAPTAH MENOKCOMMII MM HA 4aCTH OT MHTAKTHH CTPAaHHUHH BERUPA LmRYLC
Cpennarta abconoTHa OHOHAIMYHOCT HA OJIMEcapTaH, NpuoXKeH noa dopms

25.6%.

-
'-l‘

CpenHara nukoBa nnasmeHa xoHueHTpaurs (Cmax) Ha OnIMEcapTaH ce J0cC
cnel MepopaTHOTO AO03MpaHe HAa OJIMECAPTAH MEAOKCOMH, a Ijia3mMe

22



O/IMECApTaH HApacTBaT NPUOIMIUTENHO NTHHERHO C YBENHWYaBalUMTE Ce eAUHUYHH NMEPOPATHH J03U A0
ok0:10 80 mg.

XpaHaTta OKa3zBa MHUHMMAJEH €QEKT BbPXY OHOHATMYHOCTTA Ha OAMEcapTaH W 3aTOBa OJIMEcapTaH
MEJOKCOMMII MOXKE J1a C€ Npuiiara ¢ uiun 6e3 xpana.

He ce nabmiomaBaT KIMHWMYHO 3HAYMMHK Pa3NMKW CBBP3aHU C 1o/a BBE (PApMaKOKHHETHKATa Ha
O/IMecapTaH.

OnmMecapra ce cBbp3Ba BbB BUCOKA CTEMNEH ¢ NazMeHuTe MpoTerHH (99,7%), HO BB3MOXKHOCTTA 32
KJIMHHYHO 3Ha4YHMH B3aHMOACHCTBUS MOpagd H3MECTBAHE OT IUIA3MEHUTE TNPOTEHHH MEXTY
onMecapTad M JApYrd €AHOBPEMEHHO MpPHIaraH JeKapcTBa, KOMTO BB BUCOK IPOLIEHT C€ CBBLP3BAT ¢
MJla3MEHHTE [IPOTEHHH € HUCKA (KOETO ce€ MOTBbpXKAaBa OT JIMNCAaTa Ha KIMHHYHO 3HAYHMH
B3aHMOJEHCTBHA MEXIY OJIMECApTaH MEAOKCOMHN W BapdapvH). CBBP3BAHETO Ha ONAMecapTaH C
KPBbBHUTE KIETKH € He3HauyuTenHo. CpeaHusaT oDeM Ha pasnpelaefieHMe cjlej]l HHTPABEHO3HO
MPHUIOKEHHE € HUCBK (16 ~ 29 1).

XHAPOXJIOPOTHASH]

Cnen nmepopaiHO NMPUICKEHHE HA OJIMECcapTaH MEAOKCOMHI U XHAPOXJIOpOTHa3uA B KOMOMHALMA,
CPEAHOTO BpeMEe HAa NHUKOBWUTE KOHUEHTPALMH Ha XUAPOXJAopoTHasua € owio 1,5 go 2 yaca cnen
npveMa. XHUAPOXJIOPOTHa3uA ce cBbp3ea 68% c Mna3zMEHHTE NMpPOTEHHH KM HeroBusaT obem Ha
paznpeacacuue e 0,83 — 1,14 l/kg.

bnotpanchopmManus 4 eJIHMHHHPAHE

OnMecapTaH MEROKCOMMI

ObukHoBeHO 0bwwMAT naasmeH knupbHe € 1,3 1/h (CV, 19%) 1 e cpaBHHTETHO HHCBK B CPABHEHHE C
yepHoapoOuus kpwBoToK (90 I/h). Cnea eanoxpaThHo nepopaniHo nNpHaoxKeHHe Ha OenssaH “C-
onMecapTaH MenokcoMun, 10 - 16% ot npunokenaTa paadoaKTHBHOCT € €KCKPETUpaHa B YpHHATa (I110-
roIIMaTa 4act B PaMKHTE Ha 24 yaca Cl¢] NpUIOoKEHHe Ha [03ata) ¥ OCTATbKBLT OT OTKpHTATA
pPaauOaKTUBHOCT € €KCKpeTHpaHa 4pe3 dpekanuure. Bb3 ocHOBA HA CHCTEMHATA HANUYHOCT OT 25,6%,
MOXE Aa ce 3aKiiouH, ye abcopOUpaHUAT OoIMecapTaH c€ €MMHHHMpA €AHOBpEeMEHHO upe3 ObOpeyuHa
exckpenus (40%) u upes xenaro-OunmapHa ekckpeums (60%). LlamoTo KonuuecTBO OTKpHTa
paAMOaKTUBHOCT € MACHTH(HUUHpaHa KaTo ohmecapraH. He e oTkpur apyr 3nHauvM MeTadoswur.
EHTepOoXenaTanHMAT LMK HA OJIMECAPTaH € MUHUMaseH. 1bil KaTo ronaMo KOJHWYECTBO OiMecapTaH
ce eKCcKpeTrupa upe3 ¥bykata, ynorpebata npu naumMeHTd ¢ OuinapHa oOCTpykuMs e
NPOTHUBONOKa3aHO (BX. Touka 4.3).

TepMUHANTHUAT €TMMHHAUMOHEH MOAY>KMBOT Ha oOfiMecapTaH Bapupa mexay 10 uw 15 vaca cnen
MHOIOKPaTHO NEPOpaIHO A03UpaHe. PABHOBECHOTO CHCTOARKME C€ JOCTUTa CIie] TbPBUTE HAKOJIKO A03H
M cnex 14-AHEBHO MHOMOKpaTHO J03KMpaHE He € HabnwJaBaHO AOMBIHWUTENHO HATPYMBAHE.
buOpeuHuaT KaupBHC ¢ 6un okono 0,5 — 0,7 I/'h v e 6un HE3aBHUCHUM OT A03aTa.

XHUAPOXJAOPOTHAZHA
XUapoxJopoTHa3Had He ce MetaboausuMpa npd Xxopa M MOUTH HAMbJHO €€ EKCKpeTHpa Karo
HEMNPOMEHEHO aKTHUBHO BewecTBO B ypuHaTta. [lpubnunzutenHo 60% oT nepopanHara aoza ce
€JIMMHHUPA KaTO HEMPOMEHEHO aKTHBHO BELLECTBO B paMKkuTe Ha 48 yaca. bbOpeuHHAT KIHPBHC €
okosno 250 — 300 ml/min. TepMuHANHUAT €TUMHHALIMOHEH MOJIYXKHBOT HA XHApOXJopoTHazua e 10 —
15 yaca.

OamecapTaH MeJOKCOMHEJI/ XHAPOXJAOPOTHAZH/I
CuUCTEMHATA HANUMYHOCT HAa XKWAPOXJOPOTHA3UWJ € [OHHXEeHA ¢ OKOJo 2
€JHOBPEMEHHO ¢ OJIMECAPTaH MEAOKCOMMII, HO TOBA JIEKO MOHMKEHHE He

KHHeTHKATa HA ONIMECAPTAH HE CE NOBIKABA OT CAHOBPEMEHHOTO NMPUIOKEH
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PapmMaKOKHHETHKA NPH cneUHPHUYHE NONYJANHH

Ilayuenmu 6 cmapuecxka sv3pacm (Ha 65 c00unu u noseve)

[1pu naumentTy ¢ xunepToHud AUC Ha onMecapTadH B paBHOBECHO CBCTOAHUE CE€ NOBHULUABA C OKOJIO
35% npu no-BB3pacTHU NALMEHTH B cTapuecka Bu3pacT (65 — 75 roanHu) u ¢ okono 44% npu MHOro
Bb3paCTHH NAUMEHTH (= 75 roanHK) B CpaBHEHUE ¢ MO-MJIaaM NauMeHTH (BxK. Touka 4.2).

OrpaHH4€eHH NaHHH NIPEANOJIATaT, Y& CUCTEMHHAT KAUPBHC Ha XHAPOXJIOPOTHAZH CE MOHHKABA KAKTO
[Py 34paBM, TaKa W [IPH NALMEHTH C XMNEPTOHHA B CTapyecka Bb3PacT B CPaBHEHUE C MJAH 3/pABH
100pOBONLH.

bvbpeuno yspecoane

[Tpu naumenTu ¢ 6BOpeyuHo yBpexaane, AUC Ha oiMecapTaH B8 paBHOBECHO ChCTOSHHE C€ MOBULLIABA
c 62%, 82% v 179% npun nalUUEHTU ¢ NEKO, YMEPEHO U TexKO OBOpeuHo yBpexaaHe, ChOTBETHO, B
CpaBHEHUE CHC 3APABH KOHTPONU NaUMHEHTH (BxK. TOUkU 4.2, 4.3, 4.4).

MakcuManHaTta [03a OlMecapTaH MEAOKCOMMJI MpH TMAaUMWEHTH C JIeKo A0 yMepeHo 6uOpeuHo
yBpexJaHe (KpeaTHHMHOBR KJIHpBHC OT 30 — 60 ml/min) e 20 mg onmecapTaH MEAOKCOMMA BEAHDBK
OHEBHO. YMOTpeOaTa Ha OnNMecapTaH MEAOKCOMMII MPH NALMeHTH ¢ TEXKKO OBbOpeuHo yBpekaaHe
(kpeaTHHUHOB KIHUpBHC O0T< 30 ml/min) He ce NpenopbUBa.

BpemeTo Ha MONyXHBOT Ha XHAPOXAOPOTHA3HI € YAB/DKEHO NpK NalUMeHTH ¢ HapyliueHa OuOpeuHa
dyHKLMA.

Yeproopobro yepescoane

Cnen enHOKPATHO NepopatHo npunoxenue, croihoctute Ha AUC Ha onMecapraH ¢a O1au No-BUCOKH
¢ 6% 1 65% CHOTBETHO NpPH NALMEHTH C NEKO U YMEPEHO UYEpHOAPOOHO YBPEXAAHE, OTKOJKOTO MpH
CHOTBETHUTE 3ApaBd KOHTPOJHHW nauveHTH. HecBrpp3aHaTta ¢pakuus Ha onMecaptaB Ha 2% yac cnen
npyeMa Ha n03aTa MpH 34paBH JHLE, TPY MALKEHTH C JIEKO YepHOAPOOHO YBpEXKNAHE ¥ NPHU NALUEHTH
C YMEpeHO 4epHOoApOoOHO yBpexcaaHe ca bunu cvotBeTHO (,26%, 0,34% u 0,41%. Cnea MHOrokpatHo
A03UpaHe (IpU MALMEHTU € YMEPEHO uepHOApOOHO yBpexaaHe, cpeaHata cToMHocT Ha AUC Ha
oJiMecapTaH € Ouna 0THOBO OKOJ10 65% NO-BUCOKA OTKOAKOTO MPHU CbOTBETHUTE 3APABH KOHTPOJHHU
nauMeHTd. CpeaHuTe CTOMHOCTH Ha Cnax Ha onMecaptraH ca Ound CXOAHW [PH NALMEHTH ¢
4yepHOAPODOHO yBpeKIaHe U 3APaBH HLLA.

[IpM nauueHTH ¢ YMEpeHO uepHOApOOHO yBpexaaHe ce npernopbyBa NbpBOHauanHa a03a ot 10 mg
OJIMECapTaH MEIOKCOMMI BeAHBbXK AHEBHO M MaKCHMMallHaTa Ao3a He TpsabGea na Haapuiiasa 20 mg

BeAHBK AHEBHO. OnMecapraH MEAOKCOMU) HE € HM3CNeaBaH NPH NMauHUeHTH ¢ TeXKO YepHOAPOOHO
yBpexaaHe (BxK. Touku 4.2, 4.3, 4.4).

UepHoapobHOTO yBpexaaHe He OKa3Ba 73HAUYMMO BIHSHHE BBbPXY GapMaKOKHMHETHKAaTa Ha
XHAPOXJIOPOTHA3H L.

JlekapcTBeHH B3aUMOAeHCTBHA

Cexgecmpanm HQ JHCToYHA KUCEAUHA KONECLEENaM
EAHOBpEMEHHOTO npuiokeHue Ha 40 mg onmecapraH menokcoMun W 3 750 mg konecerenam
XMAPOXJIOPHA NPH 3JpaBy JKMLA BOAU A0 NoHKWkaBaHe ¢ 28% Ha Cnax ¥ noHwxkaBaHe ¢ 39% Ha AUC Ha
onmecaptaH. [lo-manko edextH, noHuxkaBane ¢ 4% u 15% Ha Crax 1 AUC choTBeTHO, ca Ounu
HabnoaaBaHU, KOraTo OJIMEcapTad MEJJOKCOMMIT € ipuaaraH 4 yaca rpeim KojleCepejiaM XHAPOXJIOPH.
ENMMHUHALHOHHHAT MOMYKHBOT Ha onMecapTaH € OHn modwkeH ¢ 50 — 52% - FE3anmeRnq Jaitd ce
npuaara eQHOBPEMEHHO, WK 4 yaca Npeau KoneceseaaM Xuapoxnopua (s

5.3 IlpeaxkauHAYHH JaHHH 34 De3onacHoCT
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TOKCHUHHUAT NOTEHUMAT HA KOMOWHAUUATa OIMECAPTaH MEAOKCOMUI/XHAPOXJIOPOTHAZHA € OLEHEH
MpU NMPOYYBAHHMA 3a NMEpOpaiHa TOKCHYHOCT ¢ MOBTAPALLO C€ J03HpaHE€ B NPOABL/HKEHHE HA LUECT
Mecela NpU TUThXOBE W KyueTa.

3a BCAKO €AHO OT OTAENHMTE BELIECTBA U IPYTUTE IEKAPCTBEHH MPOAYKTH OT TO3M KJ1ac, OCHOBHHUAT
TOKCHKOJIOFMYEH INpUUETeH opraH Ha kKomOnHauuaTta ca Ounu OwOpeumrrte. KombunaumsaTa Ha
OJIMECApTaH MEIOKCOMWI/XMAPOXJIOPOTHA3UA NpPEaAN3BUKBA (PYHKUHOHAIHKM ObOpeyHM nNpOMEHH
(noBHlIaBaHe Ha YPEHHHA a30T B CEPYMA W Ha CEPYMHHA KpeaTWHHH). BUcokuTe n03M npUUHHABAT
TyOy/nHa AereHepailua ¥ pereHepalus Ha 0b0peLnTe Ha NNBXOBE K Ky4eTa, BEPOATHO Ype3 NMPOMSAHA B
6n6peuHaTa xemoauHamuka (noHukeHa OLOpeuHa nepdy3us B pe3ysiTaT Ha XUNOTOHHUA C TyOynHa
XHUNOKCHA MW TyOynHAa KneTbuHa JereHepauus). B nonbnHenwe komOHHAUMATAE OJIMEcApTaH
MEIOKCOMMI/ XUIPOXJOPOTHA3H TIPSAM3BHKBA HaAMalsBaHE HA NapaMeTpHUTe Ha YEPBEHUTE KPbBHM
KJIETKA (EPUTPOLIMTH, XEMOTJIOOMH W XEMATOKPUT) W MOHMXKABAHE Ha TErJIOTO HA CbPLETO IPH
N1bXOBE.

Tesn edexkty ca 6unu HabmogaBaHu cbwo M 3a Apyrd AT peuentopHu aHataroHUcTH u 3a ACE
HHXMOUTOPH M U3rNiexaa ca OMnM NpUYUMHEeHW OT (apMaKONOTHYHOTO AEHCTBHE HA BUCOKH J03H
ofiMecapTadH MEAOKCOMMIL, U TOBA M3IVIEHAA HE CE OTHACA 3a Xopa B MPENOPbUYBAHUTE TEPANEBTHUHH
J03H.

np(}qu&HHHTﬂ 3a TCHOTOKCHYHOCT, KOHTO H3INON3BaT koMOHHaLHATA ON MCCapTaH MCAOKCOMMHII H
XHAPOXJIOPOTHA3HA, KAKTO H OTACIIHHTE KOMITIOHEHTH HEC Cd NOKA3a/TH HUKAKBH INMPUHU3HAIIH Hd KIHHHWYHO
3HAHUMA NCHOTOKCHYHA dAKTHBHOCT.

K&HHEPOFEHHHHT MOTEHLMAN Ha KOMOWHaUMATa onMeCapTad MCAOKCOMHIT H XUAPOXNIOPOTHA3n HE €
H3caenBaH, TbH KAaTO HAMA J0KA3aTENCTRA 3a CLOTBETHYU KaHUCPOIr€HHH ECbEKTH Hd ABCTEC OTAC/IHH
CHCTABKH B YCJICBHATA HA KJIMHHUYHA }’HDTPEfSEl.

Hsama nokazaTencTBa 3a TEpaTOrEHHOCT IPH MMILUKM WX [UTbXOBE, TPETHpaHH ¢ KOMOWHauMATa
onIMecapTaH MeIOKCOMHWN M xuapoxsopoTtvasui. KaxkTto ce ouakBa OT TO3M KIAC JEKAPCTBEHM
NpoAyKTH, € HabmogaBaHa deranHa TOKCHMYHOCT NMPH TNIBLXOBE, KOETO € BHAHO OT 3HAYMTEJIHO
MOHKKEHOTO (PETANHO TENECHO TEIJIC, KOTaTO ¢a TPETUPAaHHW ¢ KOMOHWHALMATA OIMECAPTAH METOKCOMMUI
U XHAPOXJOpOTHAZKA MO BpeMe Ha HpemMeHHoCTTa (BHXKTE TOUKH 4.3, 4.6).

6. QPAPMAIIEBTUYHMA JAHHHA

6.1 ChnHcebk HA TOMOUIHHTE BeleCTBA

Anpo Ha TabieTkara

Kpockapmenosa HaTpuH

MaHunTOon

MuKpokpucTanHa ueaynosa

HacTnuHo 3aMecTeHa XMAPOKCUITPONWILIENYI03a .
KonouaeH, 6e3B04¢H CUWIHMLHEB AHOKCH

Marnesues cTeapar

Harpues naypuncyndar

OUIMOBO NOKPUTHE
XHIpoMenosa

Turanos auokcua (E171)
Makporon

Kenat xeneszeH okena (E172)
Tank

YepseH xkenesed okcua (E172)
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6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roanoct

2 FOAUHHM

6.4 CneunanHu yCJI0BHSI HA CbXPaHEHHE
Ja ce cvxpaHsaBa noa 25°C.

6.5 Bujax cbabpxaHHe Ha ONAKOBKATA

CTyAeHO TaMUHUpaH NOJIHaMUI/anyMUHU A/ TIONUBUHWT XJIOpUI/anyMHUHKit SaucTep.
OnakoekM oT 14, 28, 30, 56, 90, 98 punmupanu TabneTkH.

KanennapHa onakoexa oT 28 puamMupaHm tabreTku.

He BcHuKkK BUAOBE ONAKOBKM MOTaT aa ObAaT rnycHaTtH B npoaaxoda.

6.6 Chnenuanuy npeanaiHd MEepPKH MPH HIXBLPJIAHE

Hsama cneuranHi U3UCKBAHHMA 32 U3XBBPJISHE.

Heuznon3sauuar JCKAPCTBCH MNPOAYKT HJIH OTNAAbHHHUTE MATCPHAIIN OT HETO TpﬂﬁBEi Aa C€ H3XBDBPIAT
B CHOTBETCTBHE C MECTHUTE U3UCKBAHUAL.

7. IIPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industnal Park,
Mulhuddart, Dublin 15,
DUBLIN, UpnaHaus

8. HOMEP(A) HA PABPEIIEHHETO 3A YIIOTPEBA

20170114

9. JATA HA IIBPBO PA3ZPELHIABAHEMTIOAHOBSBAHE HA PAJBPEHIEHHUETO 3A
YIIOTPEDBA

JlaTta Ha NupBO paspelaBane: 22 Mapt 2017 r.
JlaTta Ha nocnenHoO noaHOBABaHe: 27 sHyapu 2020 r.

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

01/2024
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