KPATKA XAPAKTEPUCTHUKA HA IMTPOAYKTA

o095/ 1o

1. WME HA JIJEKAPCTBEHUS ITPOJAYKT coxyo- 4 16-0i- 1078

Onwmecra Ilmoc 20 mg/12,5 mg puamupanu tabsieTku
Olmesta Plus 20 mg/12,5 mg film-coated tablets

Onmecta [lmoc 20 mg/25 mg ¢puamupanu TabneTku
Olmesta Plus 20 mg/25 mg film-coated tablets

2. KAYECTBEH H KOJIHMYECTBEH ChCTAB

Oumecma Ilioc 20 mg/12,5 mg purmupanu madremxu
Besika puimupana tabnerka chabpika 20 mg onmecaprad Mmeaokcomuil (olmesartan medoxomil) u 12,5 mg

xuapoxaoporuasu (hydrochlorothiazide).

[ToMOLIIHM BElLeCTBA C U3BECTHO AEHCTBHE
Beska ¢puimupana tabnerka chabpika 139,94 mg nakroza monoxuapat v 0,003 mg cbHeet xbaT0 FCF

(E 110).

Oumecma Iloc 20 mg/25 mg gurmupanu madiemxu
Besika ¢puiamupana tabaerka cpabpaxka 20 mg onmecapran meokcomun (olmesartan medoxomil) 1 25 mg
xuapoxjoporuasu (hydrochlorothiazide).

[ToMOLIIHM BELLIECTBA C U3BECTHO JICHCTBHE
Besika punmupana tabnerka cuabpka 127.44 mg nakro3a MOHOXH/IpAT.

3a bJIHKS CITUCHK HA NMOMOLIIHWTE BElEeCTBa, BUKTE TOYKa 6.1,

3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnerka

Onmecra [Tlmoc 20 mg/12.5 mg ¢punmupanu TabiieTKH ca OpaHKEBH, KPbIJIH, IBOHHOH3IIbKHA/IK C IHAMETBP
8,5 mm u ¢ BUILOHaTO penedHo oznauenue ,,OH 21% or eaHara crpana.

Osnmecra [Lmoc 20 mg/25 mg puamupanm Taﬁﬂemu ca po30BH, KPbIJIH, ABOHHOM3ITBKHAJIH C JIMAMETHP
8,5 mm u ¢ BarbOHaTo penedHo oznavenue ..OH 22 or eHara cTpaHa.

4. KJIUHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHA
JleyeHue Ha eceHLMAIHA XUINIEPTOHMS.
Onmecra [lmoc e komOuHauMa ¢ (PMKCHpaHa [03a, KOSTO € MoKa3zaHa INPH Bb3pPacTHH nguaeﬂ'm Imq\n

APTEPHAIHO HAJIATaHE HE C€ KOHTPOJIHPA aACKBATHO OT MOHOTEPAIIHi C OJIMECapTaH ME,[[D};QUMHJT Ay -f-_’;- ,u.\\

f .i
¥ i
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4.2 do3napoBKa H HAMHH HA OPHJIOKEHHE

JlozupoBka

Bw3pacmnu
Onmecta ILuioc He TpaOBa 1a ce U3NOA3BA KATO HAYAIHA TEPANHA, OCBEH NPH NAUUECHTH, YHETO apTePHAITHO
HANATaHEe He ce KOHTPOJIHPa afiekBaTHO OT MoHoTepanus ¢ 20 mg onmecapranmenokcommt. Onmecta [Lmoc

Ce NPUIara BeAHBLXK JHEBHO, ChC WIH 0€3 XpaHa.

Koraro e xnaanuno 00yciioBeHo, MOXe 1a ce 00ChIH JUPEKTHO NpEMUHABaHE OT MOHOTepanua ¢ 20 mg
OnMEcapTaH MEAOKCOMMI KbM (UKCHpaHaTa KOMOHHALIMA, KATO CE€ KMA NPEABK, Y€ AHTHXHUMEPTEHIHBHUAT
edeKT HA OJIMECApTAH MEOKCOMMI JOCTHIA CBOS MaKCHMYM OKOJIO 8 CeMHIIM Cliei HAYAIOTO Ha
neveHHeTo (BXk. Touka 5.1). Ilpenopsyupa ce THTpHpaHE Ha JO3HTE Ha OTACIHHTE KOMNOHEHTH:

Onmecra [Lmoc 20 mg/12,5 mg moxe na ce npunara npy NalMeHTH, YHETO apTEPHATHO HAJIAIaHE HE €
aICKBaTHO KOHTPOJMUPAHO OT ONTHMAHAa MoHoTepanus ¢ 20 mg oaMecapTaH MEOKCOMMII.

Onmecra ILmoc 20 mg/25 mg Moxe J1a ¢¢ IPWIara rpH NauKeHTH, YHETO apTSPUANHO HAJIATaHE HE €
afeKBaTHO KOHTpoaupaHo ot OnMmecra ILmroc 20 mg/12,5 mg.

Cmapuecka av3pacm (Ha 05 uiu noeeve 200UHY)
[Ipu xopa B cTapuecKa BB3PAcT Ce Npernopbysa Chluata A03MpOBKa HA KOMOKHALMATA, KAKTO NMPH Bb3PacTHH.

bvbpeuno yepexcoane -
Korato Onmecra Imoc ce M3N0/13Ba NPH NALUKMEHTH ¢ JIEKO 10 YMepeHo 6u0peuno yBpexaaHe (KpeaTHHUHOB
KTHpBHE oT 30 - 60 ml/min) ce npenopbYBa NepHOAWYHO MOHHTOPHpaHe Ha OBOpevHraTa GyHKLMNA (BXK.
Touka 4.4). OnmecTa [L1i0C € NPOTHBONOKA3aH NPH MAaLMEHTH C TeXKO ObOpeuHo yBpexaaHe (KpeaTHHHHOB
KnupbHC <30 ml/min) (Bx. Touka 4.3).

Yeprodpobro yspexcoane

Onmecta [Tmroc 20 mg/12,5 mg u 20 mg/25 mg Tpsabra aa ce U3NOA3BA ¢ MOBULIECHO BHHMaHUeE IPH
NAaLKMEHTH € JIEKO JI0 YMEPEHO TEXKO YepHOApOOHO yBpexKIaHe (BX. TOUkH 4.4 u 5.2). Ilpu naumenTu ¢
YMEPEHO YepHOAPOOHO yBpeXKaaHe ce NMpenopbysa HavanHa A03a oT 10 mg onMecapTaH MEAOKCOMMI
BeAHLK JHEBHO, 8 MAKCHMAJIHATa J03a He TpadOra na Hanevwasa 20 mg seaHex AHEBHO. [1py nauymeHTu ¢
" YepHOAPOOHO YBpeXAaHe, KOHTO NOJIy4aBaT AMYPETHK WWIH APYTH AaHTHXHNEPTEH3HBHHU CPEACTBA CE
IpenopbYBa BHUMATE/IHO MOHHTOPUPaHE HA apTEPHANHOTO HaniaraHe u 0bOpeuHata pyHkuus. [1pn
NMalKEeHTH C TEXKO HepHOAPOOHO yBpexiaHe HAMA ONHT OT ynorpebaTa Ha oiMecapTaH MEIOKCOMMIL.
Onmecta ILmoc 20 mg/12,5 mg u 20 mg/25 mg He TpaOBa Aa ce H3MOA3BA MPH MALIHEHTH C TEXKO
yepHOAPOOHO yBpexkaaHe (BXK. TOUKH 4.3 H 5.2), xornecTasa H OwHapHa obcTpykums (BxK. Touka 4.3).

lleouampuuna nonyaayun
besonacHocTTa M edpukacHocTTa Ha OnMecta Ilmoc npy Aeua ¥ 10HOMIHK oA 18 roAMHH He ca YCTAHOBCHH.

HsaMa HanH4YHH JaHHH.

HayyH Ha npuioxexnue
TabnerkaTa TpAOBa Aa ce MOrnslNa ¢ A0CTaTbYHO TEYHOCT (Hanp. Yauia Boga). Tabnerkarta ue Tpadbsa na ce

ABBYUC H TpﬂﬁBa Aa c€ MMpHEMa BCECKH ACH N0 €GHO K CHhHIO BPCMC.

4.3 HpoTnnonoxaaauﬂﬂ

CBPBXYYBCTBHTETHOCT KbM AKTHBHHTE BELLIECTBA MIIH KbM HAKOE OT NMOMOLIHHTE BEILECTB
Touka 6.1 win Apyru cyaGoHaAMUIHH NMPOX3BOAHH (ThH KaTO XHAPOXIJIOPOTHA3U] € NieKa

KOWTO € NPOHM3BOHO HA CY/HPOHAMHAUTE). \ 7 ; u f : A

J- f X
r L
— PedpaxrepHa Ha NEUCHHE XHITOKATHEMHUS, XHITEPKANLHEMHS, XHITOHATPHEMHS H cﬂﬁr{ﬁmam‘#m e L
XHUIIEPYPUKEMHA. : NS |
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- Bropu n TpeTH TpuMecThp OT OpemeHHoCTTa (BXK. TOUKH 4.4 K 4.6). |

- EnxoBpemeHHaTa ynotpeba Ha onMecapTaH MEJOKCOMHI € ATHCKHPEH-ChABPKALIM NPOAYKTH €
MPOTHBOMNOKA3aHa MPH NalUMEHTH CbC 3axapeH auabet unv 6u0peuHo yBpexnaHe |
(GFR < 60 ml/min/1,73 m®) (Bxk. Touku 4.5 u 5.1).

- Texxko 6L6peuHo yBpexaaHe (KpeaTHHHHOB KIHpBHC < 30 ml/min) (Bx. Touku 4.4 5 2).

—  Texxo yepHoaApoGHO YBpekKAaHe, XONeCTasa H HApYWEHHs NMPpOoTH4ALM ¢ OltHapHa ofcTpykuma (BiK.
TOUKa 5.2).

4.4 CneunnajHu npeaynpexxieHHsl R npeANasHu Mepka OpR ynorpeba

BbTpechaoBa XMIIOBOJIEMHA

Ilpy nauMeHTH C XUMOBOJAEMHUSA W/ HWIH XHIOHATPHEMHS BCJICACTBHE Ha MOLIHA JHYPETHYHA Tepanus,
OrpaHHYEHHA Ha COJITA, AHAPHA WIN NMOBPBLIAHE, MOXKE 1a CE€ NOABH CUMITTOMATHYHA XUMOTOHHA NpeJUMHO
csies, IrepBaTa o3a. Te3d cbeTosHKA TpAOBa f1a ObAaT KOPHIrHpaHU MpeaH NpunoxkeHHeTo Ha OsMecTa
[1nroc.

Apyru cheTOAHHA CHC CTHMY Ha peHUWH-aHTHOTEH3IUH-ANOCTEPOHOBATA CHCTEMA

[Mpu naupmeHTH, YHETO CHAOB TOHYC H OBOpeyHa PyHKIMA 3aBUCAT NPSAWMHO OT aKTHBHOCTTA HA PEHUH-
aHMMOTEH3KH-A/1I0CTEPOHOBATA CHCTEMa (Halp. MaLMeHTH ¢ TEXKKa 38CTOWHA ChbpACUHHA HEAOCTATHUYHOCT HAH
NpeABAPHTEHO chiliecTBYBalo 6nOpevHo 3abongBane, BKIIOUHTETHO CTEHO3a Ha O6b0peuHaTa apTepHs),
JCYEHHETO C JIEKAPCTBEHK MPOAYKTH, KOUTO MMOB/IMABAT Ta3H CHCTEMA € CBBP3aHO C OCTPa XHIOTOHHSA,

- a30TeMMA, OJIMTYPHA WM B Pe[KH clTydaHd ocTpa 6u0peuHa HeAOCTaTBbYHOCT.

PeHoBazanna XMNEpPTOHHUA
[Ipy naumueHTH ¢ ABYCTpaHHa CTeHO3a Ha 6 pOpeyHHTE apTepHK HIIH CTEHO3a Ha apTepHATa Ha €AHHCTBCHHA

¢yHkLHoHHpaw 6L0peK, KOHTO ce JIEKYBaT C IEKAPCTBEHU MPOAYKTH, KOHTO NOBJIUABAT PEHUH-
aHTHOTEH3NH-A/I0CTEPOHOBATA CHCTEMa, CHIIECTBYBA NOBUILIEH PUCK OT TeXKKa XUIIOTOHUA H OBOpeuHa

HEAOCTATbYHOCT.

bu6peuHo yBpexxaane H OnOpeyHa TpaHCIUlaHTaLHs
Onmecra ILmoc He Tpa®Ba na ce W3NOA3Ba NPH NALMEHTH ¢ TeXKO 0BOpeuHo yBpexaaHe (KpeaTHHHHOB

knupbHC < 30 ml/min) (Bxk. Touka 4.3).

[Ipx nauMeHTH ¢ JIeKo J0 yMepeHo Ob6peyuHo yBpexaaHe (KpeaTHHUHOBUAT KIUPBHC € 2 30 ml/min,

< 60 ml/min) He ce nanara ananTUpaHe Ha go3upoBkara. Bee nak npu rakusa nauuenT Onmecra [hmoc
TpAOBRa /1a ce mpwiara ¢ MOBHIICHO BHUMAHHE U C€ NPENnopbYBa NEPHOAHYEH MOHHTOPHHT HA CEPYMHHS
Ka/IWi, KpCaTHHHHA U IHKOMHATA KHCEIHHA.

CBbp3aHaTa ¢ THA3HMAHH JHYPETHLIH a30TeMHs MOXeE J1a Ce MOSABH NPH NALMEHTH ¢ HapylleHa 61L6peyna
dynxupa. [Ipy knHHKHYHO H3ABEHA NporpecHs Ha 6LOpeUuHo yBpexkaare € HeoOX0NHMa BHHMATEIHA

NPCOLICHKA Ha TEparnuAaTa, KAaTO C€ B3CME NPpCABHA CIHPAHE HA JICYHCHHETO € AHYPCTHUHN.

Hsama onHT OT NpHIOkKEHHETO Ha Onmecta Ilmoc pH MMALMEHTH ¢ HAcCKOpo npoBeacHa 61LOpeyHa
TPAHCILIAHTALIMA.

JIBoiiHO 610KHpaHe HA peHMH-AHTHOTEH3UH-aNgocTepoHoBaTa cHucteMa (PAAC)
HNmMa paHHM, ye egHoBpeMeHHaTa ynorpeba Ha ACE nnxuburopu, aHruoreHuH Il peuenropHu 6nokepu unu
ANIMCKHPEH NMOBHLIABA PUCKA OT XMMOTOHMA, XUINEPKaNeMHd H HaManasaHe Ha OnOpeuHaTa QyHKLHA
(BKmouHTENHO OCcTpa 6B0peuna HepocTaTbyHOCT). [lopaau ToBa He ce nNpenopbyBa ABOHHO OJIOKHpaHe Ha
PAAC upes kombunmnpanara ynorpeba Ha ACE nHxuburopn, aHrHotenssH Il peuenropiu 6nokepu HIIH
ANHCKHpeH (BXK. ToukK 4.5 1 5.1). :

AKo ce npeLieHH, Ye TepanuaTa ¢ ABOHHO OrokupaHe € abconoTHO HeoOXx0auMa, TOBa
noA HabMOAEHHEeTO Ha CIIEHHAIMCT M NPH YECTO CTPUKTHO MOHUTOPHpaHe Ha OuOpeyH
CNICKTPOJIKTUTE H KPBBHOTO HaNATaHE,
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ACE uHxubutopu ¥ aHruoteH3uH 1l penenropHu 6nokepn He TpAbBa fa ce U3NOA3BAT €AHOBPEMEHHO MPH
nalLHeHTH ¢ gHabeTHa HedponaTus.

YepnonpobHo yBpexaaHe

Hama onMT oT ynoTpebaTa Ha oNIMecapTaH MEAOKCOMMII NMPH NALMEHTH € TEKKO YEPHOAPOOHO YBpEKIaHE.
Mpu nauneHTH ¢ yMepeHo YepHOAPOOHO yBpeXAaHe, MaKCHUManHaTa 803a € 20 mg onmMecapraH
menokcomMmuwi. OCBeH TOBA, HE3HAYHTEIHH [TPOMEHH BBB BOJAHO-CJIEKTPOIMTHHA OanaHC No BpeMe Ha Tepanus
¢ THA3MIH MOXKE 2 YCKOPH Pa3BUTHETO Ha YePHOAPOOHA KOMa NPH MALMEHTH ¢ YBPEeHa YepHOAPOGHa

GyHKIMA WK Nporpecupailo YepHoApodHo 3abonasane.

Mopazyu TOBA NMPH MAUKEHTH C JIEKO [0 YMEPEHO YepHOAPOOHO yBpexKaaHe € HEOOXOAUMO MOBHIICHO
sHUMaHue (Bxk. Touka 4.2). Ynorpebara na Onamecta Ilmoc 20 mg/12,5 mg 1 20 mg/25 mg npy NnauHenTy ¢
TEKKO UEPHOAPOOHO YBpexKaHe, XonecTasa wid GunHapHa oOCTPYKIIMA € MPOTHBONOKAa3aHa (BXK. TOYKH 4.3

H5.2).

CTeH03a Ha A0PTHA U MUTpAJIHA Kiana, oOCTPYKTHBHA XHNIEPTPOGHYHA KADAHOMHOIATHA
KakTo ¥ 3a OCTAHANMTE Ba30AWIaTATOPH, MPH MALHEHTH CHC CTEHO3a HAa Aa0PTHA HIH MHTPANHA KJ1ana, HiH

0OCTpYKTHBHA XMNIEPTPOPHUHA KaPAHOMHONATHS CE NPENOPbUBA NOBUIICHO BHUMaHHE.

[TppBHYEH XHNEPATAOCTEPOHHIBM
[auyeHTHTE ¢ MBPBHUYECH XHINEPATAOCTEPOHN3BM OOHKHOBEHO HE OTrOBApAT Ha Tepanus C

AHTHXHINEPTEH3UBHH CPEACTBA, KOUTO ACHCTRAT Ypes HHXHOHpaHe Ha peHHH-aHTHOTEH3MHOBATA CHCTEMA,
nopaau koero ynorpedara Ha Onmecta ILioc npy TakuBa NaLHeHTH HE ce NpenopbYsa.

MeTabonHTHH H eHIOKPHHHH €DEKTH
Tepanusara ¢ THA3MIHH JUYPETHLIM MOXKeE Jia HapylllH MIIOKO3HUA ToNepaHc. [IpH naLMeHTH Cbe 3axapeH

nvabeT MOKe A4 ce HAJIOXKH aJanTydpaHe Ha A03UTE Ha HHCY/IMHE WK Ha NEPOpaTHUTE XHMOTTTHKeMHYHH
cpencrsa (BK. Touka 4.5). B xona Ha TMa3nIHa TeparHa MOXE 1a C€ H3SBH JIATCHTEH qHA0CT.

[TosRBiIeHHE HA Xonecreposia H HHBaTa Ha TPUITTHLEPHIHTE CA HEXKEIAHH PCAKUHH, 33 KOHUTO € H3BCCTHO, "C
C€ aCOLIMHUPAT ¢ THaA3HAHATa TCPAaIlHl. :

[Mpu HAKOH NALMEHTH MOJyHaBalM THa3HAHK AHYPETHLH MOXE [1a C€ NOABH XUNEPpYPUKEMHA HIH aa Cce
BIIOIIM CHIIECTBYBAll2 roaarpa.

Eaexrponuren aucbananc
KakTo npy BCHUKH NMaLHMEHTH, KOHTO Ca Ha AMYPETHYHA Tepanus e Npenopbusa NEPHOAUYHO Onpeaensye

Ha CEPYMHHUTE €EKTPOJIUTH Ha NMOAXOIIH HHTEPBAJIH OT BpPEME,

TrazuauTe, BIOYHTEIHO XHAPOXAOPOTHA3UA MOXE Aa HOBEAAT N0 HapyILIeHHE HA BOAHHS WIIH
EJIEKTPONUTHHA GanaHc (BKIIOYHTETHO XHITOKANHEMHS, XHITOHATPHEMHA M XUMOXJIOPEMHYHA aKano3a).
MpegynpeaHTENnHH MPU3HALM 38 BOJHO WK €IEKTPOJIHTHO HapyllleHHe ca CyXOTa B ycTara, Xax/a, cnadoct,
NIeTaprus, ChHAUBOCT, 5e3MoKoHCTBO, MyCKYJIHM GONKH WIH KpaMITH, MyCKYJtHa ¢1abocT, XHNOTOHMUS,
OJINTYPHAR, TAXHKAPAMA H CTOMALIHO-YPEBHH HAPYLIEHHA KATO raficHe MK noBpbliaHe (BX. ToYka 4.8).

PUCKBT OT XHNOKAJIHEMHA € HAlt-rONAM NMpH NALMEHTH ¢ YepHOAPOOHa UHPO3a, NPH NALIMEHTH MOTY4YaBalllH
OPHMKOBH AMYPETHLH, NPY NALMEHTH C HEANCKBATEH NPHEM Ha €ACKTPOIMTH H NAalMEHTH Ha ChIThTCTBALLA
Tepanus ¢ KOpTHKOCTepoHIH UIH AKTX (BX. Touka 4.5).

Ot npyra cTpana, BCieACTBHE HA aHTaroHM3Ma Ha aHruoTensud Il peuenrropure (AT)), ot cTpaHa Ha

.,....-n--r"

onMecapTaH MenokcoMun B Onmecta Ilmoc Moxe fa ce MOABH XHUNEPKalTHeMHus, 0CobeHO Jap:
616penHO yBpexknaHe WM CHPEHHA HENOCTATLHHOCT M 3axapeH auaGer. [pn puckog et

5
noBABKH WIH Kanii-ChIbPKAILKTE 3aMECTHTEIM Ha CONITAa U APYTH JIEKApCTBEHH NMpJAYKT Eﬁmmnmt ,!;a

LA
NOBHINAT HUBATa Ha CEPYMHHA KaNHii (Hanp. xenapH) TpAOBa Ja ce nmpuiarar ¢ rnos Ljﬂr Buﬁuauua ; - \;
eaHoBpeMeHHO ¢ OnmecTa [Loc (Bk. Touka 4.5). \ {.:.;—__J \ -;:,’a,f,;.r;ﬁ_._‘i;.__;..__.“..1 e
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Hsama aokasarencrea, 4€ 0JIMECAPTAH MEJIOXCOMMKII MOXKE A3 HAMAJIH WIH NPEAOTBPaTH PasBHTHETO Ha
MHIyUHPaHaTa OT JUYPETHLM XHUTIoHaTpHeMHusa. HeaocTUrbT Ha X10pHAH 0OMKHOBEHO € JIEK H HE H3HCKBA

JICHEHHC.

THa3HAMTE MOTAT Ja HAMAJIAT eKCKPELMATA Ha K/ILIHM ¢ YPHHATA H [1a ¢a NPHYKHA 32 HHTEPMHTEHTHO H
JIEKOCTENEHHO NOBULIEHHE Ha CEPYMHUA Kanliiii B OTChCTBHETO HA N3BECTHM HAPYLICHUS Ha Kal[UEBUS
metabosinseMm. [IpogeaTa Ha XUNepKanuMeMKs MOXeE J1a € JOKA3aTeICTBO 38 CKPHT XHNEPNapaTHPEOU U3 bM.
[Tpenu npoBexxaane Ha H3cneaBaHe Ha QYHKILHATA Ha NAapaTHPEOHOAHHUTE xUe3H TpAdBa na ce cnpe

ynoTpebara Ha THA3KIHH JUYPETHLIH.

H3BecTHO €, ue THA3MIHUTE NOBHILABAT YPHHHATA EKCKPeLHa HAa Marde3uii, KoeTto MoxKe J1a AOBEAE A0
XHITOMArHEe3HeMH.

[Tp1 eneMaTO3HH MALMEHTH B FOPeLIO BpeMe MOXe 1a Ce Pa3sBHE AWIYLHOHHA XHIMOHATPHEMHA.,

Jiutui
KakTo u npy ocTaHanure NeKapcTBeHH NPOAYKTH, ChABPIKALLM aHrHOTeH3uH II pelienTopHU aHTarOHHCTH N

THa3HUEeH JHYPETHK B KOMOMHALMA, EAHOBPEMEHHOTO npuiokeHue Ha Onmecta [Lmoc 4 THTHIA He ce .
npenopbuBa (BX. TOUKa 4.5) -

Cnpy-nono6Ha egreponaris
B MHOro peaky ciiyyad MMa ChOOLICHHSA 33 TEXKKA, XPOHHYHE AHApHA ChC 3HAYHTENHA 3aryba Ha Terno fpH

NAaLMEHTH, IPHEeMaLLY OIMecapTaH HAKOJIKO MeceLa A0 F'OIMHH CJIe] 3aroyYBaHe Ha JIEYSHHETO, Han-
BEpOATHO MPHYHHEHA OT JioKanu3upaHa 3abaBeHa peakiMa Ha CBPbXYYBCTBUTENHOCT. UpeBHute HHONCHH OT
NAaLMEHTHTE YeCTO MOKA3BAT BUIO3HA arpodusa. AKO NALMEHT pa3BUe TE3H CHUMITTOMH 10 BpEME Ha JIeYeHHE
C ONIMECAPTAH H NPH OTCHCTBUE HA JPYTH SBHH €THOJIOTHH, JICYHEHHETO ¢ onMecapTad TpaObBa HezabaBHO Ja
ce MpeycTaHOBH H He TpsOBa a ce Bb300HOBARAa. AKO AMApHATA HE Ce NoAoOpH Mpe3 ceAMHLATA Chen
NpeyCcTaHOBABaAHETO, TpAOBa Aa ce 00CHAN AOMBIHHTEHA KOHCY/ITALHA ChC CIICLHAIHCT (Harp.

racTPOEHTEPOJIOT).

HuTecTHHANEH aHTHOSAEM

3a MHTECTHHAJICH aHrHOe/IeM ce choOLaBa MpH MALMEHTH, JIEKYBAHH ¢ aHruoreH3UH 1l peuentopHu
AHTArOHUCTH, BKIMIOYHTETHO onMecapTaH (BX. Touka 4.8). Tezn naunerT HMaT KopeMHa 6onka, raaeHe,
NoBpbilaHe U anapus. CHMITTOMHTE OTUIYMSABAT Cfie]l [IPEyCTAHOBABAHE Ha aHrHOoTeH3HH 11 pelenTopuuTe
aHTATOHHCTH. AKO €€ JHArHOCTHLHPA HHTECTHHAJIEH AHMTHOEAEM, JICYEHHETO ¢
oNiMecapTaH/XHAPOXNopoTHA3HA TpsbBa 1a ce npeycTaHOBHU U Aa ce 3aM0YHe NoaXonsilo HabmoaeHHe A0
ITJIHOTO OTLIYMSIBAHE HA CUMITTOMHTE.

XopouaaneH WIIWB, OCTpa MUONNA K BTOPHYHA 3aKPHTOBILIIHA FayKoMa |
CyndoHaMuaMTE HNH JIEKAPCTBATA, TIPOM3BOAHM Ha CyNdOHaAMHANUTE, MOTAT 1a NPEAH3BHKAT

HMAHOCHHKPATHYHA peakiui, BOJI€llia 10 XOpOHajieH HITUB € eQEeKT Ha 3PHTEIHOTO NOJE, NpexoaHa
MHOIIHS H OCTpa 3aKPHTOBIBIHA FaykoMa. CHMITTOMMTE BKJIIOYBAT BHE3AITHO HAYAJIO HA HAMAJIEHHE Ha
3PHTEJIHATA OCTPOTA WIH O0JIKAa B OKOTO, KOHTO OOHKHOBEHO C€ MOABABAT B pAMKHTE Ha YacOBE JO CEAMMLM
OT 3aMoy4YBaHe Ha JieKapcTBOTO. HenekyBasaTa OCTpa 3aKpUTOBIMbJIHA I1ayKOMa MOXKe a JOBeAe A0 TpaiHa
3ary0a Ha 3peHHe. [TbPBOHAYATHOTO JICYEHHE € A C€ MPEKPATH NMPHEMBT Ha JIEKAPCTBOTO BB3MOXKHO Hak-
OBp30. MoXke n1a ce HaJIOXKH Aa ¢€ OOMMCIN He3abaBHO MEAUKAMEHTO3HO WIH XUPYPTrHYHO IEYEHHE, aKo
BLTPEOUYHOTO HANATAHE OCTAHE HEKOHTPOJIHpaHO. PUCKOBUTE (paKTOpH 3a pa3BHTHE Ha OCTPa 3aKPHTOBIBLJIHA
rliayxoMa MoTaT Jia BKAKOUYBAT aHAMHE3a 3a ajleprus KbM Cy/IpOHaMHUAH HIH NEHULIWITHHAL.

OcTpa pecniupaTopHa TOKCHYHOCT
Cnen npueM Ha XHAPOXJIOPOTHA3U ce CHoOIUABAT MHOIO PEAKM TEKKH CITYYaHn Ha OCTpa

TOKCHYHOCT, BKJTIOYHMTEIIHO OCTHP pecnupatopeH auctpec cHHapoM (OPIC). Cnen npu

XHIOPOXNIOPOTHA3H I OOHKHOBEHO ce pa3BHBa DeoapoOeH OTOK B pAMKHTE HA MHHYTH BemB, T\ Ty N\
A Fr ! - R .-?'-"__ al
Ha4aJI0TO CHMITTOMHTE BKJIIOUBAT JAUCIIHES, MOBHIIIEHA TEMINIEPATYPA, BolIaBaHe Ha Heoipoduara -« . 1 i
(i s St i LTI
dbyHkuus u xunoronus. [Ipu ceMrenue 3a OPJIC Tpa6sa na 6nae cripan npueMeT Ha QfiMeeTa [lnoc 1 aa ég |
PHIOKH NOAXOIAINO JicHeHHe. XHAPOXJIOPOTHA3H/ He TpAOBa Ja ce MpUara npu I h@m,'.gngd_npémf ;-
ToBa ca noiyyasany OPJIC cnen npueM Ha XHIPOXIOPOTHASH, | W e
: 5 \\\“Q:i”bf e
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ETHHYECKH pa3nuyuns .

KaxTo 1 npk ocTaHanuTe aHruoTeHskH Il peLienTopHH aHTArOHMCTH, NOHWKABALUMAT APTEPHANHOTO
HajsTaHe eeKT Ha OJIMECapTaH MEROKCOMMII € 10 H3BECTHA CTENEH NO-C1ad NpH YePHOKOXKH NALIKEHTH B
CPAaBHEHHE ¢ TE€3H OT APYTH PaCH, BEPOATHO NOPAAH NO-4eCTO CPEIAHHA HHCKO-PEHHHOB CTATYC Cpejl
YEPHOKOXKH [MALHEHTH C XHNEPTOHNA. '

AHTHROMUHI TECT
ChABPXKAHHETO Ha XHAPOXJOPOTHA3HA B TO3H JICKAPCTBEH NMPOAYKT MOXE 1A MO3MTHBHPA AHAIMTHYHHTE
PE3YITATH B H3C/EABAHE 33 JONTHHI-KOHTPOJL.

bpeMeHHOCT

ITo spemMe Ha GpeMeHHOCT He TpAOBa Ja ce 3aro4sa JeuyeHue ¢ aHruoTeHsuH Il peuenTopHU aHTArOHHCTH.
OCBeH aKO NPOALIKABAHETO HA TepanuaTa ¢ aHrTHOTEH3HH 11 pelienNTOPHH aHTATOHHCTH HE CE CYHTA 34
CBIIECTBEHO, MALMEHTKHTE IUIaHUpallln OpeMeHHOCT TpAOBa Aa NpeMMHAT Ha ATTEPHATHBHO
aHTUXMIIEPTEH3HUBHO JICYEHHE, KOETO € C YCTaROBeH npodui Ha Ge3onacHoCT no BpeMe Ha OpeMerHocCT. [1pu
yCTAHOBABaHE Ha OPEMEHHOCT, leueHHeTO ¢ aHrHoTeHsuH II peuenTopHy auTaroHHCTH TpAGpa na Ovae
MPEKpaTeHo He3abaBHO M aKO € NOAXOAALLIO Ja Ce 3aro4He ATTEPHATHBHA Tepanus (B, Touku 4.3 u 4.6),

ﬂg!l‘ﬂ - .

KaxTo ¥ npu Apyry aHTUXMNEPTEH3UBHHU CPEACTBa, NIPH NAUKUECHTU ¢ N'eHEPATH3UpaHa aTEpOCKIEpO3a,
McxeMH4Ha oNecT Ha ChPLETO HIH HCXEMHYHA MO3BUYHO-CBAOBA HONeCT ¢ PRIMOXKHO JAa ce Habmonaana
PA3KO MOHHKABAHE HA APTEPHANIHOTO HaJIATaHe, KOeTo Aa AOBeNe 10 HHMApKT Ha MHOKapAa WIH MHCYIIT.
[1pn nauneHTH CbC MM 63 aHaMHE3a 3a allepris WiK OpOHXHANHA aCTMa € BB3MOXKHO J1a C€ pasBHAT
PEAKLMH Ha CBPBLXYYBCTBHTEIHOCT KbM XHAPOXJIOPOTHA3H/L, KaTO BEPOATHOCTTA € MO-roNsMa NPH NaUHEHTH
¢ Ha/IUYHa aHAMHe3a.

[Mpu ynotpeGara Ha THa3HOM ca NOJy4aBaHH CLOOHICHHS 3a COOCTPAHE WIH aKTHBHPAHE HA CHCTEMEH
EpPHTEMATOACH JIYNYC.

HemenaHOMEH pak Ha KoxXaTa
B ase enyuaeMHONOTHYHH MTPOYYBaHHUA, OCHOBABallH C€ HA JATCKHA HALIMOHANEH PAKOB PErucTobp, €

HabnioAaBaH NOBHIIEH PHCK OT HeMenaHoMeH pak Ha Koxkara (HMPK) [6azanHoknersueH kapunHoM (BKK)
M ckBaMo3HokieThueH KapuMHOM (CKK)] npu HapacTBaina €KCrno3ui(ig Ha KyMyJlaTHBHA 1034
xuapoxnaopotHasua (XX T3). @oroceHcubunusupammre edpextd Ha XX T3 Morart na JeHCTBAT KaTo
BEPOATEH MEXaHH3BM 3a passurie Ha HMPK. |

[NaimenTrre, npuemaltd XXT3, Tpabsa na 6vaar mudopmupann 3a pucka or HMPK 1 cbseTBaHH penoBHo
1a MpOBEPABAT KOXKATA CH 3a HOBH Jie3UH U He3a0aBHO Aa cboOIIaBaT NpH NOABA Ha NMONAO3PHTEIHH KOKHH
ne3ud. Ha nausentuTe TpaGBa Ja ce npenopp4ar BE3MOXKHE NIPEBAHTHBHH MEPKH, KaTO OrpanRH4eHo
H3faraHe Ha CJIbHYEBa CBETIMHA H YITPaBHOJIETOBH JIb4H, 4 B CJTyuai Ha eKCNO3HLIMA, NOAXOAALIA 3aLUHTA,
3a Jla.ce CBejle A0 MHHHMYM PHCKBT OT pak Ha Koxara. [ToaospuTeHHTe KOXKHH ne3uu Tpabsa aa Obaart
MOANOKEHH Ha He3a0aBHO U3C/IEABAHE, NMOTEHLHAIHO BK/IOUBALIO XHCTOJJOTHYHH H3C/IeBAHHA Ha
Guoncuunmn MatepHani. [Ipepasrnexnane Ha ynorpebara Ha XXT3 Moke Aa ce HAIOXKH M NPH NALHEeHTH,
kouTo ca uManu npeaxoaedH HMPK (Bxk. cbino Touka 4.8).

I1oMOIIIHH BellecTRa

To3u nexapcTBeH NPOAYKT ChABPXKA NakT03a. [laliMeHTH ¢ peakH HaCNEACTBEHM NpoOIeMH Ha
HENOHOCHMOCT KBbM FajlaKTo3a, NbJCH NaKTaseH AeHIUNT WIH MIFOKO30-rajlakTo3Ha ManadbcopOuus He
TpA0GBa Aa NMpHEMAaT TO3H JICKapCTBEH MPOAYKT.

Onmecra Ilmoc 20 mg/12,5 mg ceavpka cpuio cuHceT xwiTo FCF (E 110), xoHro Mo
aJIEPrUYHE PeaKLHH.

4.5 B3anMoae#icTBHE ¢ APYI'S JEKAPCTBCHHE NPOAYKTH B APYIH HOPMH HA

[oreHuuanuy p3auMozecTBUE, CBLP3AHH C OJIMECapTaH MEAOKCOMHI H ""MM%@ IR o
6 NG
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Cownvmcmeawama ynompeba He ce npenopvyed

Jlumuii

[IpH eAHOBPEMEHHO MPUIOKEHHE HA NUTHH C HHXHOUTOPH Ha AaHTHOTCH3IHH KOHBEPTHPALIUA €H3UM H NO-
PAJKO ¢ aHTHOTeH3HH I peLienTOpHK aHTaroHUCTH € AOK/IABAHO 3a 00paTHMO NOBHIIABAHE HA
KOHLIEHTPALMHMTE Ha JIHTHH B CepyMa M 3a TOKCHUHOCT. OCBEH TOBa THa3HAUTE NMOHKXKaBaT ObOpeuHns
KIAMPBHC Ha JIHTHA H CJICOBATEIHO PUCKET OT N0ABa Ha JINTHEB& TOKCHYHOCT MoKe Ja ce nosuuM. [lopaau
ToBa ynorpeGara Ha OnMecta [Lintoc u awTnii B koMOHHauMA He ce npenopbysa (BX. ToUKa 4.4). Ako
ynorpebara Ha KOMOHHAUMATA CE CYHTA 34 Heoﬁmnuua, Ce NpEnopsYBa BHHMATEHO MOHHTOPHPAHE Ha
CEPYMHOTO HHBO Ha JIUTHHA.

Cwunvmcmeauiama ynompeba uzuck8a noguUIEH0 HUMAaHUe

baxnogpen
Moxe fa ce Habmoaasa rnoTeHIUpaHe Ha AHTHXHINEPTEH3UBHUTE €(EKTH.

. Hecmepoudnu npomusosev3nasumenru cpedcmea (HCIIBC)

HCIIBC (1anp. aueTuicandunioBa kuceinuHa (>3 g/niesHo), COX-2 uHXUOUTOPH M HECENEKTHBHH
HCIIBC) morat aa orcnabaT aHTHXHIIEPTEH3HBHUA ePeKT Ha THA3MIHHTE ANYPETHLM H aHTUOoTEH3uH 11
peLenTOPHUTE AHTATOHUCTH.

[Ipy HAKOH NMALKMEHTH C KOMITpoMeTHpaHa 6b6peuna GpyHKLUHs (Hanp. NalMEeHTH ¢ AeXHAPAaTalMs WIH TaKHBa
B CTAPYECKA BH3PAcT ¢ KoMNpoMeTHpaHa 6bOpeuHa GpyHKLMS), €IHOBPEMEHHOTO NPHUITIOKEHHE HA
aHruoTeHsuH 1l peLenTopHH 8HTarOHKUCTH U CPEeCTBA, KOMTO HHXMOKHPAT LIMKIOOKCHI€Ha3aTa MOXE 113
AOBeAE A0 DOITBJIHHTENHO BIOIaBaHe Ha OpOpeuHaTa (pyHKIMA, BKIIIOMHTENHO 10 ocTpa 61n0peuHa
HEIOCTaTbYHOCT, KOUTO OOHKHOBEHO ca oOpaTnMu. CnegoBarenHo xoMOMHaLMATA TpAOBa a ce nmpuara ¢
NOBHIIEHO BHHMaHHe, 0COOEHO NpH NallHeHTH B cTapyecka Bu3pacT. Cnea 3anoyuBaHe Ha TEpanUaTa
MEPHOLHYHO CJIE] TOBa, C€ NpenopbyBa MOKMTOpUpaHe Ha Ob0peuHaTa PYHKLMA ¥ a16KBATHA XMIpaTailus
Ha MalMeHTa.

Cownvmcmeawama ynompeba mpabea oa ce uma npeoeud

Amugpocmun
Moske aa ce HabnoaaBa NOTEHIMpaHe HA AHTHXHNEPTCH3IUBHNA €(eKT.

Jpyeu anmuxunepmen3uenu cpeocmeaa
AHTHXHNEPTEH3UBHUAT edexT Ha Onmecta ILnoc Moxe na Obae NOBUILIEH OT ChIBTCTBAUIOTO NPHAOKEHHE
Ha IPYrd aHTHUXHUNEPTEH3UBHH JEKAPCTBEHH NMPOAYKTH.

Anxoxon, bapbumypamu, Haprxomuyu uiu aHmuoenpecanmuy
Moxe na ce HabmogaBa MOTCHUMPAHE Ha OPTOCTATUYHA XHIIOTOHHA.

[ToTeHuManHK B3aMMOJEeHCTBHA CBLP3aHH ¢ OIMEcapTaH MEAOKCOMMII ._

Cvnvmcmeauiama ynompeba ne ce npenopvisd

ACE unxubumopu, anzuomensun Il peyenmopnu 6aoxepu unu aruckuper

HaANpUMeEp XHMOTOHKMS, XHNEPKATUEMHUs W HamanaBaHe Ha ObOpeunara GpyHKIMs (BKJI
O6B0peyuHa HEAOCTATHLYHOCT), B CpaBHEHHe C ynoTpebaTta caMo Ha €IHO CpeACTBO, ACH
(BK. TOUKH 4.3, 4.4 1 5.1).
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Jexapcmeenu npodyxmu, noGIuRGauU HUBAMA KA Karuu

Kato ce uma npeABHA ONUTLT OT ynotpebara Ha Apyri JEKapCTBEHH IPOLYKTH, KOMTO MOB/IHABAT PeHHH-
aHrHOTCH3HH-AN/I0CTEPOHOBATA CHCTEMa, eJHOBpEMEHHATa yroTpeba Ha KanuHi-ChbXpaHaBallll JHYPETHILH,
Kalui-ChAbPKALIM 3aMECTHTERH HA CONTA HAH APYrH NEKapCTBa, KOHTO MOXKE [a NOBHILAT CEpyMHHTE HHBA
Ha Kanuif (Hanp. XxenapuH, ACE nHxubuTopH) Moke Aa noBeje 10 MOBHILIABAHE HHBOTO HA CEPYMHHA KaJlHH
(8. Touka 4.4). Ako B koMOHHaums ¢ Onmecta [Lntoc ce npeanuile neKapcTBEH NPOAYKT, KOHTO NMOB/IHABA
HHMBATA HA KAIHH, C€ Npenopb4YBa MOHHTOPHPAHE Ha IIa3MEHHTE HUBA HA KaJIHA.

Cexgecmupauy ¥CAbHHamMa KUCEAURa npooyKm Konecesenam.

EnHOBpeMEHHOTO NPHIOKEHHE HA CEKBECTHPALIHA XABYHATA KHCEMHHA NPOAYKT KOJIECEBe1aM
XHIPOXOPYA HaMallABa CHCTEMHATA €KCMO3HLIUA H MAKCHMAJTHATA MJ1a3MeHa KOHLCHTpaLMsA Ha OJIMecapTaH
M HaMansBa ty2. [IpUAOKEHHETO Ha OJIMEcapTaH MEAOKCOMMWI Halt-Manko 4 yaca MPEAH KONIECEBEIaM
XHAPOXJIOPHA HamallsBa e(peKTa Ha JIeKapcTBeHO B3aHMmoneicTraue. IIpunaranero Ha osiMecapTaH
MEJOKCOMMII Hali-ManKo 4 uaca rpean 103aTa Ha KojleceBenaM XHapoxnopua Tpadsa aa ce MMa nNpeapu
(BX. TOUKa 5.2).

Honvanumenna ungopmayus

Cnepn sieyeHue ¢ aHTHALIMA {(ATyYMHHHEB MarHe3ueB XHAPOKCH) € HabmoJapaHa yMepeHa peayKLHsg Ha
OHOHANMYHOCTTA HA OJIMECAPTaH. -

OnmMecapTaH MEZOKCOMHJT HAMA ChLIECTBEeH €deKT BbPXy apMaKOKHHETHKATa WIK (apMakoAHHAMHKATa Ha
BapdaprH WiH (GapMaKOKHHETHKATA Ha AHIOKCHH.

ERHoBpeMEHHO NMPRIJICKEHHE Ha OIMECAPTaH MEAOKCOMMWI M NPaBacCTaTHH 1IPH 31paBKH HHAWBHAHX HAMA
KNHHHYHO 3HAYHMH e(PeKTH BbPXY (PapMaKOKHHETHKATa Ha KOATO U [1a € OT ABETE CHCTABKH.

B in vitro npoy4BaHHs, OIMECapTaH HAMA KIHHHYHO 3HAYMMH UHXHOUTOPHH e(PEKTH BbpXY YOBELUKHTE
EH3UMH OT cHcTeMara Ha LMToxpoM P450 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 1 3A4 n HIMa HUKaKbLB WIH €
NpOABIJ MHHHMAaJIEH e()eKT BbPXY aKTHBHOCTTA Ha LMTOXpoM P450 Ha rubxose. He ce ouakBar KNHHHYHO
3HAYHMH B3aHMONCHCTBHUA MEXKIY OJIMECAPTaH M CHEAHHEHHA, KOHUTO ce MeTabOIM3HpaT OT
ropecnoMeHaTUTE €H3MMH OT CHCTEMAaTa Ha uHToxpoMm P450.

[loTeHLIHANIHH B3aHMOACHCTBUA CBbP3aHH ¢ XHAPOXIOPOTHASHA

Cwnvmemeawama ynompeba ne ce npenopvyeq

Jlexapcmeenu npodyxmu, NOBAURGAUYU HUBOMO HA KANUU

Kanuii moHmwkaBalnuaT epekT Ha XuApoxnopoTHasuy (Bx. Touka 4.4) Moxe na 6bae noTeHLUpaH OT
€THOBPEMEHHOTO MPIIOKEHHE HA JPYTH JIEKaPCTBEHH NPOAYKTH, YHETO MPHIOKEHHE € CBbP3aHO ChC
3aryba Ha kanuii U xunokanueMus (Hanp. Apyrd Kalui-ypeTHiHH AHYPEeTHLM, TaKCaTHUBH,
xoptrkocTeponan, AKTX, amdorepuut, kapbeHOKCONoH, neHNUWIHH G HaTPHI WIH MPOM3BOAHH Ha
CAIMLUIOBaTa KHcenHHa). [Topaau Tosa noaoOHa cebTCTBALIA ynioTpeba He ce npenopbyBa.

Kombunayuu, Koumo u3uckeam nosuuieHo GHUMAanue

Kanyuesu conu | .
TuasuaHHTe AMYpEeTHLIM MOTAT J1a NOBYILAT CEPYMHHTE HHBA Ha KaJILMi BCIICACTBHE HA NMOHIKECHA

ekckpeLus. Axo TpsbBa fa ce NpeAnrIuaT Kanluuesd J00aBKH ce NpenopbyBa MOHHTOPHPAHE Ha COPYMHHTE
HHBa Ha KAJILMKHA W ChOTBETHO aflaiTHPAHE HA 03aTa Ha Kaaums. ‘ g

Xonecmupamun y KOACCMUnROA08U CMOU
B npuchcTBHETO Ha AaHHOH-OOMEHHH CMONM ce NMoHwkasa abcopbumsaTa Ha XHAPOXII
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Huzumanucoeu 2auko3uou
UHayuupaHaTa OT THA3HAHHTE JHYPETHLH XHIOKANHEMAA KW XHITOMarHe3HEMHs MOXKe Aa OJ1aronpHATCTBA

nosparta Ha QHr¥raaIuCosa apuTMHA.

Jlexapcmeenu npodyxmu, KOURo ce NOGAUABAM OM NPOMEHU 6 HUBOMO HA CEPYMHUR KAUU

Koraro OnMecTa Ilnioc ce npraara 3a€aHo ¢ JICKapcTBEHH NMPOAYKTH, KOUTO C€ NMOBJIHABAT OT NMPOMEHH B

CEpYMHHA KalHii (Hanp. AMFUTATHCOBH INIHKO3WAM H AHTHAPHTMHLIM), KaKTO H C JIEKAPCTBEHH NIPOAYKTH,

pojeLny 1o torsade de pointes (kaMepHa TaXuKapaus) (BKIIOYBALIH HAKOHW aHTHAPHTMHLIM), Ce TIpenopb4Ba

MepHoANYEH KOHTPOJ Ha cepyMHuma Kammii u EKT'; xunokanneMHsaTa e npeapasnonaratl gakrop 3a torsade

de pointes (kaMepHa TaxUKapaus):

- aHTMAPHTMHLM OT Knac la (Hanp. XMHUIKWH, XHAPOXHHHMIWH, AM30NHpaMH.)

- aHTHapHTMHLM Kiac 11 (Hanp. amHonapoH, cotanon, AcheTHAna, HOYTUNHA)

- HAKOM aHTHUIICMXOTHIM (HANp. THOPHAA3HH, XJIOPNPOMA3HH, NEBOMENPOMA3UH, TPHGITyONEpasHH,
LIHAMEMA3HH, CYNHPUA, CYJITONPUI, aMUCYJITIPUI, TUAMPHA, MAMO3UA, XATONEPHION, APONICPHAO)

- ApyrH (Hanp. Senpuann, UM3anpia, AndeMaHil, epHTPOMHLIMH 32 iV IPWIOKEHHE, XaNO(paHTPHH,
MU30NACTHH, TIEHTAMKIMH, cIapIOKCalH, Tep(peHATHH, BHHKAMHH 3a iV NPWIOKEHHE).

Heoenonspuzupauju muopenaxcanmu (hanp. myboxypapun)
EdexkTiT Ha HeAETIONAPHIHPALIMTE CKEIETHO-MYCKYJIHA PEJIAKCAHTH MOXE Aa ObIe MoTeHUHHpaH OT
XUAPOXJIOPOTHAZMA,

Anmuxonurepzuunu cpedcmea (vanp. amponuH, 6unepuoen)
[MoBxinaBaT OHOHANTMYHOCTTA HA THA3HAHWTE AHYPETHLH KaTO 3a0aBAT CTOMALIHO-YPEBHUSA MOTHJIMTET H
CKOpPOCTTa Ha €BaKyallHs Ha CTOMAILHOTO ChABbPXHMO.

Anmuouabemnu rexapcmeenu RPOOYKmMu (nepopantu RPOOYKMU U UHCYAUR)
JIeueHHeTO C THa3UOIH MOXKe JIa NPOMEHH MMOKO3HUA ToNepanc. MoxXe f1a ce HaloXH afanTHpaHe Ha 103aTa
Ha AaHTHAUAOETHHTE JIEKApPCTBEHH NMPOAYKTH (BiK. ToUKa 4.4).

Memdpopmun
MerdopMiH TpadBa Ja ce H3Mo/3Ba C NOBULIEHO BHHUMaHWe, MOPaaH PHCK OT JIAKTATHA AlUM03a,
NPOBOKHPAHA OT BEpOATHA yHKIUHOHAIHA OBbOpeUHa HEJOCTATHLYHOCT, AB/KAIlA Ce Ha XHIPOXJIOPOTHA3HA.

bema-6aokepu u ouazoxcuo
XunepridkeMHUHHUAT eekT Ha OeTa-OokepUTe ¥ AHA3OKCHA MOXKE 1A C€ YCHIIH OT THAZHIHTE.

IIpecopnu amunu (nanp. Hopaopenaiun)
EdexTeT Ha NnpecopHUTE aMHHHU MOXe Aa Obae HaMaleH.

Jexapcmaenu npodykmu u3non3eaHu 8 aeuenuemo Ha nodazpa (Hanp. npobexneyuod, CyaPuHnupasoH u
anonypuron)

Toii KaTO XHAPOXJIOPOTHAZHA MOXE [ia MOBHILIU CEPYMHHTE HHBA HA MHKOYHATA KUCEJIHHA, MOXKE J1a €
HeoOX0AHMO AJAITTHPAaHe Ha JO3HPOBKATA HA YPHUKO3YPHUYHHTE JIEKAPCTBEHH MPOAYKTH. BBL3MOXKHO € Ja ce
HANOXKM NMOBUILIABAHE Ha 103aTa Ha NMpobeHeuna WK cynduHnupa3oH. EpnoBpeMeHHaTa ynotpeda Ha
THa3HAM MOXKE Ja MOBHLIK YECTOTATA HA PEAKLWMTE HA CBPBXYYBCTBHTEIHOCT KbM aNoOMyPHHOI.

Amanmaoun
TuaszuauTe MOraT Aa NOBUIIAT PUCKA OT HEXKEIAHH PEaKLIHH NMPHYHHCHH OT AMaHTAAHH.

Llumocmamuyu (nanp. yuxnogocpamuo, memompexcam) . i) !;\\
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Memunoona
MMa nmosyyeHH W30JMpaHH ChOOLICHHS 3a XEMOJIHTHYHA aHEMMA, HabnonaBaHa MNp €AHOBPEMEHHATA

ynotpeda Ha XHAPOXJIOPOTHAZHA U METHIIJIONA.

Luxnocnopun
CobITETCTBALIOTO JICYEHHE ¢ LIMKIOCIIOPHH MOJKE [1a NMOBHILHN PUCKA OT XHNEPYPHKEMHA H YCIIOKHEHHA OT

THUNAa Ha noaarpa.

Tempayuxnunu
ChbITBTCTBALEOTO NPUIOKEHHE HA TETPALMKIUHY H THaaunH MOBH1LABA PHCKA OT CBBP3aHO C
TeTpAaLMKJIHHHTE NMOBUILIEHHE HA KPhBHATAa yped. Tosa B3aHMOICHCTBHE BEPOATHO € HEMPHIOKHMO 32

HOKCULHKITHH.

4.6 DeprunuTeT, OpeMEHHOCT H KbpMEHe

bpeMEHHOCT

Karo ce umar npensu edexruTe Ha OT/IETHHTE CbCTABKH HA TO3H KOMOMHHPAH NMPOAYKT BHPXY
6peMenHocTTa, ynoTpebata Ha OnMecta [Lntoc He ce npenopsyBa 3a ynotpeda npe3 MbPBHA TPHMECTBD Ha
OpeMeHHOCTTa (BXK. TOuKa 4.4). Ynorpebara Ha Onmecta [Ltioc € npoTuBONOKAa3aHa Npe3 BTOpHA H TpeTHS
TPHMECTBP Ha OpeMeHHOCTTA (BXK. TOUKH 4.3 1 4.4).

Onmecapman MeoOOKCOMUR

Ynorpebara Ha aHrHOTEH3HH 1] peLenrrOpHH aHTarOHKUCTH HE €€ MpPenopbY4Ba Npe3 NbpBHA 'rpnue(:'mp Ha
OpemMeHHOCTTA (BK. Touka 4.4). Ynorpebara Ha anrdoreHsuH Il peLierrropHu aHTAaroHHeT! €
MPOTHBOMNOKA3aHA NPE3 BTOPHA H TPETHA TPUMECTLP Ha OpeMeHHOCTTa (BXK. TOukM 4.3 1 4.4).

EnuaecMHONOrHYHHTE NaHHM N0 OTHOLIIEHHE Ha PUCKA OT TEPaTOreHROCT cnel excno3uums Ha ACE
MHXHOUTOPH Npe3 ITbPBHUA TPUMECTLP Ha OPEMEHHOCTTA HE €A KATErOPHYHH; BCE NAK MAJIKO MIOBHIIABAHE HA
prucKa He MOXe 1a 6bae U3KITIOYEHO. BBIpeKH Ue JIHMNCBAT KORTPONHPAHH €NUACMHONOTHYHH AaHHH MO
OTHOLUCHHE Ha pUCKA C AaHFHOTEH3HH I peuenTopHH aHTaroHKUCTH, MOXE 11a CBLIECTBYBAT CXOAHH PHCKOBE
33 TO3M KJac jJiekapcTBeHH NpoRyKTH. [layuenTkure manupaiuy 6peMeHHOCT TpsAOBa 1a MPEMHHAT Ha
AITEPHATUBHO AHTUXMUINEPTEH3MBHO JIeUeHUE, KOETO € C YCTaHOBEH nMpo¢dun Ha besonacHOCT 3a ynorpeda no
BpeMe Ha OpeMeHHOCT, OCBEH aKo MPOALIDKUTETHATa ynoTpeba Ha aHIHOTEH3HH peLienTOpHU OITOKEPH He ce
CYKTa 3a HIKTIounTenHo HeobxoanMa. Flpn aokazsaHe Ha OPEMEHHOCT, JIEUEHHETO ¢ aHTHOTEH3HH 1l
pEeUENTOPHHA AHTaroHHCTU TpAOBa 1a Obae He3abaBHO NMPEKPATEHO H KO € NMOAXOAALLO Aa C€ 3aMoYHe
aJITepHATURHA TEparu.

U3secTHO e, Y€ EKCMO3HMIMATA HA AHTATOHHCTH Ha aHrHOTEeH3HH 1l npe3 BTOPH K TPETH TPUMECTHP BOIH A0
¢eToTOKCHUHH NPOABH NPK X0pa (MOHIDKeHa 6BOpeyHa PYHKLMSA, OJIMNOXHAPAMHHOH, 3a0aBeHa
ocuHKaLMA HA Yepera) U HEOHATANHA TOKCHUYHOCT (616pedna HeNOCTATHYHOCT, XHIIOTOHHA,
XHnepkanueMua). (BX. To4uka 3.3).

[Tpu excno3uimg ¢ anrnoreHsuH 11 pelenTOpHH aHTArOHHCTH CNEA BTOPHA TPUMECTBP Ha OpeMeHHOCTTa ce
npenoprysa NpoBexAaHe Ha YATPa3BYKOB KOHTpon Ha 6b0peuHara pyHKUMS W yepena.

bebera, yHHUTO MaHKH Ca npueMaJiu anTHoTeH3uH 1] peilenTopHn aHTaroHUcTH TpAGBa aa OBAAT BHUMATETHO
HabnoaaBaHH 3a XMNOTOHMA (BX. CbLIO TOUKH 4.3 1 4.4).

Auopoxnopomuazuo -
OnuTsT OT ynorpebara Ha XMAPOXJIOPOTHA3K] N0 BpEME Ha OpeMEHHOCT U 0CODEHOo
e orpaHuueH. [IpoyuBaHUATa NPH XKHBOTHH Ca HEOOCTATHYHH.

XuapoxyopoTHasua peMrHHaBa nnaueHtapHara 6apuepa. Kato ce HMa npeasua
MEXaHH3BM Ha AeHCTBHE Ha XWAPOXJIOPOTHA3U, yiioTpedaTa My Npes BTOpHA H
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KOMMpoMeTHpa QeTonnaueHTapHaTa nepdy3ns 1 aa aoeede A0 PeTanHH U HEOHATATHH eEeKTH KAaTO HKTep,
'HapyuIeHHs Ha eJIeKTPOJINTHHA Oananc W TPOMOOLIUTONEHHS.

Xuapoxnoporuasuy He TpAOBa Na ce H3MOJI3BA 3a MECTALHOHEH €ACM, I'eCTallHOHHA XMIMEPTOHHA HIIH
NpeekIaMIICHA, MOPAAH PUCK OT HaMaNABaHE Ha IUa3sMeHUs o0eM M nnalieHTapHa xunonepdysus, Hes

GnaronpuaTHH edexTH BBPXY X04a Ha 3abonssaHeTo.

XHApOXNOPOTHA3UA He TPAOBA 1a ce H3MO/3BA 3a JICYCHHE Ha ECCHLIMAIHA XHIICPTOHUA NP GpeMeHHH XKeHH
¢ M3KJIIOUEHHE HA PEAKHTE ClTy4au, PR KOUTO He MOXe Aa C€ H3MOJ3Ba APYro NeUYeHHe.

KupmeHe

Onmecapman MeooKCoOMUn
Twii kaTo nauncea uadgopMmals 3a ynorpeda Ha Onmecra Ilmioc o Bpeme Ha kppMmene, Onmecta ILmioc He ce

NpenopbYsa, KaTo 3a NPEANOYHTAHE € H3NON3BaHe Ha AlTTEpPHATHBHA TepamnHs ¢ 110-a0bpe ycraHoBeH
npodun Ha 6€30MacHOCT 1o BpeMe Ha KbpMeHe, 0CODEHO NPH HOBOPOAEHH WK NPEXACBPEMEHHO POIEHH
bebera.

Xuopoxnopomuazuo

XMApOXNOPOTHA3H] C€ €KCKPETHPA B KbpMATa B MAJIKH KOJIKYECTBA. THA3HAMTE BHE BHCOKH JI03H BOJAT JO
MHTEH3MBHA AMYPE3a H MOraT 1a HHXUMOHMpaT nakToreHesara. Ynorpebara Ha Onmecta ILmioc no speme Ha
KbPMEHE He ce mpenopbusa. Ako Onmecta ILnoc ce H3non3ea No BpeMe Ha KbPMEHE, A03UTe TpaOBa fa

GbaaT Bb3MOXKHO Hall-HUCKHTE.
4.7 Edextn BLpxy cnocobnocrTa 38 mopapane B paboTa ¢ MAINHHH

Onmecta [L1I0C MMa HE3HAUHUTETHO WIH YMEPEHO BIHAHKUE BLPXY cnocodOHOCTTa 3a odupaHe H paboTa ¢
MalidHH. [Ipy naugeHTH, NpHeMally aHTHXHNEPTEH3UBHA TEpanus MOXe aa ¢e HadbaloaaBaT 3aMasHOCT HIH
OTNIAAHATIOCT, KOETO MOXKE 1a Hapyllu crnocoOHOCTTA 38 pearupase.

4.8 Hexenann N1eKAPCTBeHH peaKnHHA

Haii-yecTo chobimaBaHHTE HeXelaH PeaKLHH [0 BPEME Ha JIEYEHHETO ¢ OJIMBCTa ILmoc ca rnasofonue
(2,9%), 3amagHocT (1,9%) » orraananoct (1,0%).

XHAPOXIOPOTHAZHI MOXE Na NPEAH3BUKA WIH 000CTPH XHNOBOJIEMHA, KOSTO MOXE /1a AOBEAE N0
€JICKTPOIUTEH AucOanaHc (Bx. Touxa 4.4).

B K1HHHYHM NpoyuBaHus, BKAouBainy 1 155 nauneHTH Ha jieyeHHe ¢ KOMOMHALMATA OJIMecapTaH
MEAOKCOMMWI/XHApOXJIOpoTHA3K A B 103K ot 20/12,5 mg unu 20/25 mg u 466 naLMeHTH, KOHTO ¢a NPpHEMATH
nnauebo 3a neproam o 21 Mecena, ob1IaTR HECTOTA Ha HEXKEJIAHHTE PeakiiMH 3a KOMOHHHpaHaTa Tepanus ¢
OJIMECAPTAH MEJOKCOMILT/XHAPOXIIOPOTHA3KA € CXOOHA ¢ Ta3H NpH 1wiauebo. CnupaHeTo Ha JICYECHHETO
nopaay HeXENaHH PeakLMH ChIO € CXOAHO MO YECToTa 3a KOMOHHALIMATA ONIMecapTaH
MeoKkcoMI/xuapoxnopotiasua 20/12,5 mg - 20/25 mg (2%) u rnanebo (3%). Hecrotara Ha HexenaHHTE
peaklHM 3a ONIMECApTaH MEAOKCOMMWI/XMAPOXJIOPOTHA3HI KATO LU0 CrIpAMO Mwiane6o uirnexnaa e
HE3aBHCHMA OT BB3pacTTa (< 65 roauHu cpaMo = 65 roauHK), Nosa WK pacara, BbIIPEKH “€ YECTOTaTa Ha
3aMasHOCT € OMna cnabo nossileHa MPH NALMEHTH > 75-TOAHIIIHA BL3PacT.

B nonbaHeHKe, He3onacHOCTTa HA BUCOKH 03 0T koMOMHauusTa OnMecTa [Lmoc € npoyyeHa B KIIMHHYHH
H3NUTBaHUA npH 3 709 nauueHTH, NOAYYABANH C OJIMECAPTAH MEIOKCOMHIT B KOMOHHALHA C = .
xuaApoxjaopotHazua B 1034 40 mg/12,5 mg u 40 mg/25 mg.
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Cnenxata TEpMMHOJIOTHA € H3NOI3BaHA 3a Kaacu(puUMpaHe Ha YECTOTATA HA HEXKE/IAHHTE JIEKAPCTBEHH
peakLuH: MHoro yectu (>1/10); uectn (>1/100 no <1/10); Heuecty (>1/1 000 no <1/100); peaxu (>1/10 000
ao <1/1 000); muoro peaxH (<1/10 000); ¢ HeuzpecTHa yecToTa (OT HAIMYHHTE AaHHHK He MOXe Aa Obae

HATIpaB¢HA OIICHKA).

EE/H/0331/001-004/1A/007/G

Cucremo-oprases Kiac | Hexenaun peakunn YecTOTa |
no MedDRA OamecTa Ilntoc OnamecapTan | Xuapoxnopo-
| THAR3HA
Hudexunu u HupecTaunn | CHanoaneHHT Penku
HeonnasMmu - HemenanoMeH pax Ha C Heu3BecTHa
BOOpOKaveCTBEHH, KOXKaTa 4ecToTa
3MOKAYECTBEHH H (bazanHOKIEeTBRYEH
HEONpPEAENEHH (BKN. KapLIMHOM H
KHCTH M NOJIHITH) CKBAMO3HOKNETHYUEH
KapLHHOM
HapyiieHus Ha KpbBTa H ATLUIaCTHIHA aHEMHSA Peaxu
nTUMGHATA CHCTEMA [ToTHckaHe HA KOCTHEA Penku
MO3BK | )
XeMOIMTHIHE aHEMHA Penxu
JleBkOneHUA Penxn
Heyrponexus/ Penxwu
arpadyJIOLHTO34 |
TpomboumToneHna | HeuecTy Peaxw
Hapymennsa Ha AMyHHATa | AHadHIaKTHIHH Hegectn HeuecTn
CHCTEMaA peakLiH
HapymeHns Ha AHopekcus | HeuecTH
MeTabonusMa H [moko3ypus | YecTH
XPAHEHETO XunepKanimeM i | Yectn
Xunepxonecreponemu | Heuectn MHoro decTy
A
XHnepraakeMus | Yecrn
XHUNEepKANHEMHA Penku
XunepTpurnuuepu- HeuecTH YecTH M#Horo uecTu
eMHA | |
XHnepypHKeMHA Hevects YecTH MHoro yecTn
XHITOXJIOPEMHS YecTH
XHIOXJI0pEMHYHA MHoOTrO0 peaxu
aJIXano3a
XunokameMHus YecT
XHINOMarHe3neMus | HectH
XHNOHATPHEMHA YectH
| XunepaMmuna3eMus YectH
Mcuxnasn HapymeHHs Anarus Penxu
Jlenpecus Peaku
bes3nokoicTBO Penkn
Hapymiends Ha ChHA
Hapymenna Ha aepsHata | CeCTOAHHE Ha
CHCTEMaA 00bpKAHOCT
KoHByJicHHM _
HapyweHua B Penku
Cb3HaHHeTO (KaTo
3ary0a Ha ch3HaHue) _
3aMasHOCT | Hectu YecTH
I nasobonue YecTH | Yectn
12
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3ary6a Ha anerur HeuecTH
| IlapecTe3ns { Peaxu
OprocTaTH4HA HeuecTH
3aMastHOCT
COMHOJIEHTHOCT HeuectH {
| CHHKON | Hegectn
HapymeHns Ha ouHTe HamaneHa lakpumaliya Penxu
[IpexoaHo 3aMbIIEHO Penxu
3peHHe
BnomasaHe Ha HeuecTH
ChlIeCTBYBALLA
MYOIIHA ,
Kcanroncua Peaxn
XopouaaneH HiJHB, C HeM3BeCTHA
OCTpa MHOINA, OCTpa 4ecToTa
3aKPHTOBI'BIIHA
rayKoma |
HapywmeHua Ha yXoTo H Bepturo Hegectn HevecTn Penku
nabMpHHTa
CopaevHn HapyIleHUsA AHrHHa NEKTOPHC HeuecTH
ChpaeuHa apuTMHA Penkn
[larnurauuu HeuecTH
CpaoBu HapyLIECHUA Emb0nus Penku
XHMOTOHHA HeuectH Penku
HaxkpoTu3upaill AHTHHT Penku
(BaCKYJIHUT, KOXKEH
BaCKYJHT)
OprocTaTHuHa Heuectn Heuectd
XHIIOTOHHA
y | Tpombo3a | Peakn
PecniupaTophy, rppAHU H | BpOHXHT Yectn
MEaHACTHHAMHM Kamnuua Heuect | Yectn
HapylleHUs ucnnes | Peakn
HHTepcTHLIHANTHA Penkx
NHEBMOHMA
QApHHIHT YecTtu
_benoapoben oToxk Peakn
PecriHpaTopeH THCTPEC | Heuects
PyHHT | YecTH
| OcTbp pecrupaTopeH MHoro peaxu
AUCTPEC CHHIPOM
(OPIC) (Bx.
TOUKa 4.4) |
CToMaIHO-YpEeBHH CromalHa 6onka HeuecTn YectH YecTH
HapyHeHns KoncTunaums Yectu
JlHapus HeuecTH Yectn YecTH
| flucnencus Hewectn YecTH | |
CTOMAIIHO Jpa3HeHe UBTH . o
[aCTPOEHTEPHT YecTu RS A
MeTeopH3bM // kgt t‘*{
['anene | Heuectn YecTn ! Fdegm o V0 @
[TaHKpeaTHT B lfpe I
[apanuTHden Wicyc ‘ \\ _‘ UPRIKH h: /
[oBpninaHe Hegectn Heuectn derTH - A
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HuTecTHHAIEH Penxu
aHrHOEIEM
Cnpy-nonobna MHoro peaxu
eHTeponaTHA (BX.
TOuKa 4.4)
XenaroOunuapHH OCTBp XONEUMCTHT Penku
Hapy ICHHSA XbareHuua Penxu
(uHTpaxenaTaneH
XOJIeCTaTHUEH HKTEp)
ABTOMMYHEH XenaTur® + C Heu3BeCcTHa
4ecToTa

Hapymuerus Ha KokaTa H | AnepruueH AepMarTuT | Heyectn
MOAKOXKHATA ThKaH AHapWIaKTHIHH . Peaxu
KOXHH peaKiHH
AHTHOHEBPOTHUYEH Penku Penku
OTOK
KoxXxHHK peakumy Penkn
NOoAOOHH Ha KOXKEH
TYNYC €pHTEMATOAEC
Ex3ema HeuecTH
Epurema HeuectH
Ex3aHTeM HeuecTH
Peakunu Ha Heaectn
(GOTOTYBCTBHTEIHOCT
Ipypuryc HeuecTH HevecTH
Ilypmrypa _ HeuectH
Obpus HeuecTH - Heuectn HeuecTn
PeakTuBupaHe Ha Penxu
KOXEH JIYITYC
EpHTEMATOLIEC
TokcHuHa Peaxu
enMHaepMaHa
HEKPOAH3a ;
YpTHKapus | Peaxu Heuectu HeuecTH
HapyuieHus Ha ApTpairus Heuectn
MYCKY/HO-CKeJIeTHaTa ApTpHT YectH
CHCTEMA H Bonka B rbpba Heuectn Yectu
ChEAMHMTETHATA ThKaH MyYCKYIHH Cna3sMH Heuectu Peaxu
_Myckynsa ciaboct Penkn
Muanrus HeuyectH Heuectn
bonka B XpaHHHLIHTE Heuectn |
[lape3a | Pe sk
| Ckenerna bonka | YectH
HapylueHusa Ha Qctpa O6L6peuHa Peaxn Peaxwu
Ob0peunTe H NHKOUHHTE HEJOCTaTb4YHOCT |
TbTHILA XeMaTypus HevecTH YectH

HurepcTHuHANICH

HEAOCTATHYHOCT L
brOpedHa JHCOYHKUHA
Hudekuma Ha Uectn
NMUKOYHUTE MbTHILA
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HapymeHusa Ha
BL3TIPOH3BOAMTEAHATA
CHCTEMA H IbpAaTa

EpexTinna
JAHCHYHKIIHA

HeuecTn

HeuecTH

OO0mu HapylIeHHA H
edeKkTH Ha MACTOTO Ha
NPWICKEHHE

ACTEeHHA

Heuyectn

bonka B repauTe

Yectn

YectH

OToK Ha JMLIETO

HeuecTn

yYMopa

YecTH

YecTH

‘Bucoka Temneparypa

[MpunonoaoOHu
CUMITTOMH

YecTH

JleTaprus

Peaku

OTnagHanocT

Penku

HeuecTn

bonka

YecTH

Ilepudepen oTok

YectH

YecTH

Cnaboct

HeuecTH

HM3cneapaHns

IToBMHIEHH HUBA Ha
aJlaHHH
aMHHOTpaHc(pepasa

HeuecTHt

[lopUIIEHH HHBA HA
acnaprar

aMUHHOTpaHCPepasa

HeuecTH

[ToBHIIIEHH HHUBA HA
KallHi B KPbBTA

HevectH

IToBHILIEHH HMBA Ha

| KpEaTHHHH B KPbBTA

HeuecTu

Penxn

YecetHn

ITopHUIleHH HUBA HA
KpeaTuH $pochokuHaza
B KpLBTA

YectH

[ToBuineHH HUBA Ha
[IIOKO3aTa B KPBBTA

HeuyecTH

[ToHWXeH XeMaTOKPHT

Penxu

flOHMXEeHH HHBA HA
XeMOorJIoOHH B KpbBTa

Peaxw

[TosxIneHH HUBA Ha
TUMHIKTE B KPLBTA

HedecTH

IToHM>XxeHH HUBA Ha
KAnui B KpbBTa

HevecTn

[TopuineHH HHUBA HA
KaJIHiA B KPBBTA

HedecTH

[ToBuineHH HHBA Ha

KpbBHaTa ypes

HeuecTH

YecTH

YecTn

[loBMiIEHH HHBA Ha
_ ypeHHHsA a30T B KPBBTA

Penkn

[ToBHIDEHH HHBA Ha
MUKOYHA KHCENTHHA B

KpbBTa

Penxu

[loBuIlIeHHN HUBA HA
FaMa IrIIyTaMHA
TpaHcgepasa

HeuecTH

[ToBMInEeHH

YepHOAPOOHH €H3UMH

YecTH

EE/H/0331/001-004/1A/007/G
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EauHHuHH cilyyad Ha pabaoMuony3a ca chob1aBaHn KaTo BpEeMEHHO CBBP3aHH ¢ NPHEMa Ha AHTHOTeH3HH [
peLienTopHA 60KepH.

Onucanue Ha usbpanu nHexceranu peakyuu
HemenanomeH pak Ha koxara: B3 ocHOBAa Ha HanMUYHHTE JaHHHK OT €MHACMHOOTHYHHY NPOYYBAHHS ©

HaOmoaaBaHa 3aBUCHMA OT KyMYJIATHBHATA A03a Bpb3ka Mexay XXT3 u HMPK (Bx. ¢biuo Touku 4.4
H5.1).

Cro0luaBaHe Ha NOZO3UPAHH HEXENaHU peaklUH
CwoO1LuaBaHeTo Ha NMOAO3UPAHM HEXKEJIaHH peakLiMM CJIe pa3pellaBaHe 3a ynorpeda Ha JIeKapCTBEHUS

NpOOYKT € BaxHo. TOBa N03BOJABA Aa NPOIL/DKH HabOAEHHETO HA ChOTHOLUEHHETO MOJ34/PHCK 34
nexapcTseHus NpoaykT. OT MeANLIMHCKUMTE CIIELMANIUCTH € H3UCKBA Aa choOLIaBaT BCAka NOAO3IHpaHa
He)KeNaHa peakuus upes M3menHuTeNHa areHLMA no nekapcTeara yi. ,.JiamsaH I'pyes” Ne 8, 1303 Codus,
Ten.: +359 2 8903417, yebeanT: www.bda.bg

4.9 Ilpeaoznpane

Jluncea cneunduvHa nHpoOpMaLHA 3a ePeKTUTE HIH feYeHHETO Ha npeaosupaxe ¢ Onmecra [Lnoc.
INauuenTuTe TpaGea 1a 6bAAT BHUMATENTHO MOHHTOPUPaHH, a JICYCHHETO TPAdBa 1a € CHMITOMATHYHO U
DOANBPXKAILO. JIeUeHHETO 3aBUCH OT BPEMETO, H3IMHHA/O OT MOTIBLIAHETO H TEKECTTa H& CHMITTOMMTE.
[IpenopbyBaHUTE MEPKH BKIIOYBAT NPOBOKHPaHE HA €ME3HC H/WIIH CTOMAUIHA IIPOMHMBKA. B neueHreTo Ha
Mpeao3npaHe MOXKE Ja € Nnosie3Ha ynorpebara Ha akTHBEH BLIVIEH. TpaOBa 4eCTO Jla Ce KOHTPOIHPAT
CEpYMHHTE €NeKTPOJIUTH ¥ KPECaTUHHHA.

ITpu nossa Ha8 XMIIOTOHUA MALKEHTHT TPA6Ba Aa ObJe NocTaBeH B NErHaNo MOJOXKEHHE Mo rpud U Aa ce
npoBeae 6bp30 obeMHa H conesa 3aMECTHTE/IHA TEPaITHS.

Ouakpa ce Hai-BepOATHUTE MPOABH HA MPEAO3HpaHe ¢ OIMECAPTAH MEJIOKCOMMII 1a ¢a XMITOTOHHA U
TAXMKapAMA; MOKeE J1a ce nossH H Opaaukapaus. [pexo3HpaHeTo ¢ XHAPOXIOPOTHA3HA OOHKHOBEHO Ce
CBBP3Ba C H3UEPIBAHE HA CACKTPONUTHTE (XHUITOKAITHEMHA, XUITOXJIOPEMHA ) H A€XHApaTaLHA, KaTo
CNEACTBHE HA CHIHO MOBHLIEHATa AWype3a. Hall-uecTrre npyU3Halid ¥ CHMIITOMM Ha NpeJo3upaHe Ca raJacHe
M COMHOJIEHTOCT. XHITOKAJIHEMHATA MOXKE Ja I0Bee A0 MYCKYJIHH CNa3MH W/WIH MOAYEPTAHH CHPRACUHH
apMTMHH, aCOLIMAPAHK ChC CHITRTCTBALIA YNOTpeba Ha NHIHTAIHCOBH FITHKO3HAM WK HAKOH JIEKapCTBEHH
NPOAYKTH C AHTUAPHTMHYHO AEHCTBHE.

JIuncea nHgopMalids AalNH OIMECAPTAH HIH XMAPOXJIOPOTHA3HA ¢€ NHATM3IHPAT.

5. ®GAPMAKOJIOrHYHU CBOUCTBA

5.1 <dapmaxkoaRHAMHYHH CBOHCTBa

dapMakoTepaneBTHUHA rpyna: AHHruorens3uH Il anrarondctr u auyperuum, ATC xoa: CO9DAOS

Mexauu3oM Ha geiicTeie/PapMakoAHHAMBYHU edeKTH

Onmecta [Imoc € koMOHHaLHg oT arruoTeH3uH I peuenTopen aHTaroHucT (0nMecapTadH MEAOKCOMHI) H
THa3HAEH AMYpeTHK (XHuapoxyopoTHasia). KomOHHauuaTa oT Te3H CHCTaBKH HMa AAMTHBEH _

B 14 € OT ABETe ChCTABKH H3HDJ13BEIHH CaMOCTOATEITHO.,

[IpunaraHeTo Ha ao3ata Onamecta [Lnoc BeHBLK JHEBHO OCHIYPABa €PEKTHBHO M|
Ha APTEPHATHOTO HaJAraHe Mpe3 UeNHs N030B HHTepBsan oT 24 yaca.
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Onmecapmar MeQoKCOMUI € aKTHBEH NPH NEPOPATTHO MPUIIOKEHHE CEJIEKTHBEH aHrHoTeH3u I peuentopen
(Tun AT)) aHTaroHucT. AHrHOTeH3HH 1l e rnasHUAT Ba30aKTHBEH XOPMOH OT PeHHH-AH'MOTEH3HH-
ANAOCTEPOHOBATA CHCTEMA M MIpae 3HAYHTEIHA POJIA B NATOPH3HOMOrMATA Ha XHNEPTOHKATA, EdekTHTe Ha
aHrHoTeH3HH I BKTIOYBAT BA3OKOHCTPHKIHA, CTHMYJIHPaHE CHHTE3a H OCBOGMKAABAHETO Ha ANJ0CTEPOH,
chp/euHa cTHMyalHa H 66peuna peabeopbusa Ha HaTpHil. OnMecapTad OIOKHpa BA30KOHCTPHKTOPHHUTE H
anAoCTepOH-ceKkpeTHpalll edeKTH Ha anrnoreH3uH 11 kato 6noxknpa cebp3saneTo My ¢ AT peuenropa B
THKAHWTE, BKTIOYUTEITHO IM1a1KaTa MyCKYJIaTypa Ha KPhbBOHOCHHTE CBAOBE M HanObOpeuHuTe xesm.
JeiicTBHeTO Ha ONIMECAPTaH € HE3ABUCHMO OT U3TOYHHKA WK MHTA HA CHHTE3a Ha AHTHOTEH3HUH 1.
CenexTUBHHAT aHTaroHW3bM Ha anruoTeHsud I (AT)) peuenrropure OT cTpaHa Ha oJIMecapTaH BOAH IO
NOBHIIIEHHE HA M1a3MEHHMTE HHBA HA PEHHH M KOHLIGHTpaLMHKTE Ha aHrHOTEH3HH | H 11, KakTO W B0 H3BECTHO

IMMOHKXCHHUE HA KOHLICHTpALIMATa Ha aJIAOCTEPOH B IUia3MaTa.

[Ipy XunepToHMd, OlIMecapTaH MEAOKCOMMIT BOAH A0 A0303aBHCHMO NPOXBL/DKHTEIHO NOHWXKABAHE Ha
apTepHanHoTo HanaraHe. He ca monmyuyeHs goka3aTeNcTBa 3a XHNOTOHHS C/ieA MbpBaTa A03a WK 34
TaXHWIAKCHA MO BpeMe Ha NPOARIDKMTENIHO JiedeHHe WK 3a rebound XUnNepToHus cien BHE3ANHO

MpeKpaTsBaHC HA TCpalnATa.

[IpunaraHe Ha oiMecapTaH MEAOKCOMMWI BeHBX JHEBHO OCUIypaBa e(peKTHBHO H MTOCTETICHHO MNOHKaBaHEe
HA apTEPUAITHOTO HANATAHE B NPOIB/DKEHHUE Ha 24-uacoBUA A030B HHTEPBAL. [IpHI0XEHHE BEAHBXK AHEBHO
BOLH J0 CXOAHO MO CTEMNEH NOHIKEHUE Ha apTEPHATHOTO HANAMaAHE, KAKTO NPHIOKEHHE ABa ITbTH AHEBHO

npu eJHa K cblia obula JHEBHA 1034,

[Ip# NPOALDKUTENHO JIEHEHNE, MBKCUMATHO NOHIDKCHHE HA apTEPHAIHOTO HANMTaHE Ce JOCTHIa 38
8 ceAMHMLIM CJie]l HAYAJIOTO Ha TEPANMATA, BLIPEKH Y€ 3HAUMTE/HA YACT OT aHTHXMIIEPTEH3UBHUS e(exT Beue
ce Habsronasa cnea 2 ceaAMHLM JIeUeHHeE,

EdekTbT Ha OlIMecapTaH N0 OTHOLICHHE Ha 3a60/1eBaEMOCTTa H CMBPTHOCTTA BCE OLIE HE € H3BECTEH.

[IpoyuBaHeTto ,,PaHaoMu3MpaHO NpoyvBaHe Ha OJIMECApTaH 3a NpeBEHUHA Ha nHabeTHa
mukpoanOymunypus® (Randomised Oimesartan and Diabetes Microalbuminuria Prevention, ROADMAP)

npH 4 447 nauMeHTH ¢ quadeT THN 2, HOPMO-aANIOYMUMHYPHA H Hali-MAJIKO €AHH NOMTB/IHUTENEH

ChPAEYHOCHAOB PHCKOB (aKTOp, MPOYUBa JOKOJIKO JICUEHHETO C oJiMecapTad 61 Moo Ja 3a0aBy HAUAIOTO

Ha MUKpoanOyMuHypus. [1py cpegHo npoab/pkeHHe Ha HAOMOAEHHETO OT 3,2 FOAMHH, MALMEHTHTE
MoJyyYaBaT WM OIMECapTaH, WiH fu1auebo B NOIMBIHEHWE KbM APYTH aHTHXHNEPTEH3HBHH NPOAYKTH, ©
n3kmoyeHne Ha ACE miuxubutopu unu ARB.

ITo oTHOlIEHHE Ha MBPBUYHATA KpaiHa TOYKa, NPOYYBaHETO NOKA3Ba 3HAYHUTEIHO HAMAJIABAHE HA PHCKA H
BpPEMETO 34 NoABa Ha MHKpoanbyMHHypus B nonsa Ha onmecaprtaH. Cnea kopurupaHe 3a pa3nidku B KH,
TOBA CHIDKEHHE Ha pUCKa npecTana Ja Obae 3Haunmo. 8,2% (178 ot 2 160) or naumueHTHTE B rpynara Ha
onmecapTaH 1 9,8% (210 ot 2 139) B rpynara Ha 1ru1auefo nomy4aBaT MHKPOANOyMHHYPHA.

[lo oTHOIIeHHEe HA BTOPHMHUTE KPaitHH TOYKH, CbPACYHOCHAOBH ChOMTIA ce NoABABAT NPH 96 naliMeHTH
(4,3%) Ha onMecapraH U 94 naurenTH (4,2%) Ba ruanefo. Yecrorara Ha CHPACYHOCHAOBATA CMBPTHOCT €
No-BHCOKA NPH OIMecapTaH B cpaBHeHHe ¢ nnauebdo (15 naumentn (0,7%) ¢/y 3 nauuertu (0,1%)),
HE3aBHCHMO OT CXO/IHATa uecToTa Ha HedaTanuute HHCYATH (14 nauuenTn (0,6%) c/y 8 naunentn (0,4%)),
caryuanTe ¢ HedaraneH uHPapkT Ha Muokdpaa (17 naumentu (0,8%) ¢/y 26 naumentn (1,2%)) v HecBLp3aHa
ChC CHPACUHOCHAOBATA cHeTeMa cMBpTHOCT (1 1 naumenTt (0,5%) c/y 12 naunentn (0,5%)). ObLuata
CMBPTHOCT NPH oJiMecapTaH e LudpoBo 3aBuieHa (26 nauueHt! (1,2%) ¢/y 15 naumentv (0,7%)), koero €
pe3yNTaT OCHOBHO OT MO-rofieMHus 0poii ¢atanum CepAeYHOCHAOBH CHOHUTHA.

HanurBanero ,,OnMecapTaH 3a HaMalsaBaHe Ha HecToTara Ha 6b0peuHH 3abonaBaHuA
nmpy auabetHa HedponaTua“ (Olmesartan Reducing Incidence of End-stage Renal D)
Nephropathy, ORIENT) npoyuBa edexTuTe Ha onmecapTaH Bbpxy 6u0peunure 4 ¢
pe3yNTaTH NpH 577 paHAOMM3HUPAHH SMIOHCKH H KMTACKH MauMHeHTH ¢ AMaber THn
nedponarus. Ilpu cpeseH nepuoa Ha NpocneassaHe OT 3,1 roauHH, NALUKEHTHTE N
oJIMecaprTaH, WM naauedo B AOIMLIHEHHE KbM JPYI'Y aHTUXUNEPTEH3HBHH NPOLY
HHXHOHTOPH.
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[TbpBHunHaTa KOMOMHMpaHa KpaiiHa Todka (BpeMe 10 MbPBOTO CHOMTHE C YABOABAHE HA CEPYMHMS
kpeaTHHUH, 6u6peuHo 3a6019BaHe B TEPMHHANCH CTAAMH, CMBDPT MOPaJM KaKBaTo M /1a € NMPHYHHA) ce
sabmonasa npy 116 nauueHTy B rpynara Ha onMecaprad (41,1%) 1 129 nauuenTH B rpynara Ha wianedo
(45,4%) (HR 0,97 (95% CI 0,75 no 1,24); p=0,791). BropuuxaTta koMOHHHpaHa kpalHa ToYka ce NOABABA
npH 40 naluKeHTH NekyBaHH ¢ onmecaptaH (14,2%) u 53 nauuenTn Tperpann ¢ mnauedo (18,7%). Tasn
koMGHHHpaHa ChPAEYHOCHAOBA KpaiHa TOUKA BKTIOYBA CHPACYHOCHA0BA ¢MBPT NpH 10 (3,5%) nauueHTH
Ha onmecapTaH cripamo 3 (1,1%) nomyuasanu nnauebo, cboTBETHO 06w cMbpTHOCT 19 (6,7%) cpeury 20
(7,0%), nedarancn uucynr 8 (2,8%) cpeury 11 (3,9%) u nedaranen undapkT Ha Mrokapzaa 3 (1,1%) cpeiiy
-7 (2,5%).

Xudpoxropomuasuo e THA3HACH ANYpeTHK. MeXaHu3MbT Ha aHTHXHICPTCH3HBHUA eqleKT HA THA3HIHUTE

' IMypeTHLM He e HamLJIHO H3dcHeH. THasuauTe noenuapar 6x06peunuTe TyOyHH MEXaHH3MH Ha
eneKkTponuTHa peabcopOums, AHPEKTHO MOBHIIABAT EKCKPELMATA HA HATPUI U XJIOPUAHM B NIPHOIM3UTENTHO
€KBHBAJICHTHH KONKH4eCTBa. JIHYPETHUHOTO AEHCTBHE Ha XHAPOXJIOPOTHASHA HaMaNABa TU1a3MEHUA 0DeM,
NOBHIIABA IUIA3MEHATA PEHMHOBA AKTHBHOCT M MOBHILARA CEKPELIMATA HA ANIJIOCTEPOH, C NOC/IeABAIN0
ycHJIBaHe 3arybara Ha kanuii ¥ GukapOoHaTH ¢ ypHHaTa H NIOHIKEHHE Ha CepyMHMA KaiHii. Bpb3kara
PEHKH-AJIOCTEPOH C€ MEAMHPA OT aHMHOTEH3HH I, nopaan KoeTo CHITLTCTBALOTO NIPHIOKEHHE Ha
aHrnoTeH3HH 11 peuenTopHH aHTArOHHCTH MMa TEHAEHLMA /1a KOMNEHCHpA 3ary0aTa Ha KalnHh, Ab/bkalla ce
HA THA3UAHHUTE JUypeTHLH. C XHAPOXIIOPOTHA3H] AMype3aTa 3ao4Ba OKoJIo 2 Yaca Cjie/l MPHIOKEeHHETO, a
MakcHManeH edekr ce HabmoaaBa okoso 4 qaca cleal 103aTa, A0KATO NEHCTBHETO MY TICPCHCTHPA 32 OKOJIO
6-12 yaca. -

EnuneMuoNorHuHyTe NMPOYYBaHHMA €8 YCTAHOBHIIH, Y€ MPOAB/DKHTEIHOTO IEUeHHE C MOHOTEpaIlni ¢
XHAPOXJIOPOTHA3HA HAMAJIABA PHCKA OT ChpJEYHO-CHA0BAa CMBPTHOCT K 3a001€BaeMOCT.

KnunuuHa edukacHocT M besonacHocT

Kombunayusma om oiecapman MeOOKCOMU ¥ XUOPOXA0pomua3uo BOAH 10 alNTHBHO NOHWKaBaHE Ha
APTEPUATHOTO HAJIAraHE, KOETO NPHHLMITHO NPEBHINABA TOBA HA OTACTHHTE CHCTABKH.

B 06006meHH nateSo-KoHTpoNupaHy KITMHHYHEH NPOYyUuBaHUs NMPHIOKEHHETO Ha KOMOMHALIMKTE

20 mg/12,5 mg u 20 mg/25 mg onmecapraH MEAOKCOMWI/ XMAPOXIOPOTHA3NI € A0BENIO 10 CPEAHO
NOHMKEHHE HA CHCTOHOTO/IMACTONHOTO apTepHanHo Hanarase ¢ 12/7 mmHg u cvotpetHo 16/9 mmHg.
Bb3pacTTa ¥ noja He ca HMaH KJIWHUYHO 3HEYMMO BITHAHHE BbPXY OTroBopa OT KOMOMHMPAHOTO JIEUeHHE ¢

0JIMecapTaH MEZOKCOMWL/ XHAPOXJIOPOTHA3HA.

[Tpunoxense Ha 12,5 mg H 25 mg XUAPOXIOPOTHA3K NPH NALHEHTH ¢ HEAOCTATBYHO KOHTPONHPAHO OT
MoHoTepanHs ¢ 20 mg oamecapTaH MEIOKCOMMIT apTepHATHO HANIATAHE, AaBa JOMb/IHMTENIHO NMOHKABaHE
Ha 24-4acOBOTO CHCTONHO/AHACTONHO apTepHaIHO HanaraHe cb¢ 7/5 mmHg u cvorBetno 12/7 mmHg,
H3MepeHo ¢ amOyaTopHo MOHUTOpHpaHe Ha AH cripaMo H3XOAHATa MOHOTEpanui ¢ OJIMECapTaH
MeJZOKCOMMIL. JIOIMBJIHMTENHO CPEIHOTO MTOHKEHHE HA CUCTOTHOTO/ IMACTOTHOTO apTEPHATHO HANIATAHE
MPH CPaBHEHHE C H3XOAHHTE CTORHOCTH, M3MEPEHH ¢ KOHBEHUMOHAIIHK MeToaH € 6uno 11/10 mmHg

cpoTBeTHO 16/11 mmHg.

EdexTHBHOCTTa Ha KOMOHHALIMATA OJIMECapTaH MENOKCOMHI/ XHAPOXIOPOTHA3KMA C€ MOAABPHKA NPH
NPOABDKHTENHO (€/1Ha roauHa) neyeHue. CriupaHe Ha TepanusATa ¢ OMecapTaH MEIOKCOMMN ChC Wi fe3

ChITLTCTRALIO MPHIOKEHHE HA XHAPOXAOPOTHA3HA HE € N0BesO A0 rebound XHNEPTOHUA.

EdexTiTe Ha huUKCcHpaHaTa A030Ba KOMOMHALIHA OT O/IMECAPTaH Me,uoxcommfxu,upoxnopmasm no
OTHOMIEHHE HAa CMBPTHOCTTA M ChPAEYHO-CHA0BATA 3200/1EBAEMOCT MOHACTOALIEM C& HCH3B |

Apyeza ungpopmayua
,I[Be FONIEMH PAHJIOMH3MPaHH KOHTPOIHPaHH npoyunaum ONTARGET (ONgmng
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BETEpaHKTe) — Npoy4par ynorpedara Ha koMGunaumsta or ACE WHXHOHTOP ¥ AaHTKROTEH3HKH I-peLienTopeH
Onokep.

ONTARGET e npoyuBaHe, NpoBEACHO NPH NALHEHTH C AHAMHE3A 32 ChPACYHO-CH/I0BA HIIH MO3BbYHOCBA0BA
GonecT, WM 3axapeH Auaber THN 2, NPHIPYKEHH ¢ JaHHHK 38 KpalHO YBpexnaHe Ha opraHi. VA
NEPHRON-D ¢ npoyyBaHe npH NallHeHTH CbC 3axapeH Auabet THI 2 H AnabetHa HepomaTHs.

Te3un npoyuBaHKd HE MOKA3BAT 3HAUMM OaronpuaTeH edekT BbpXy ObOpeUHHTE H/HIH CHPAEYHO-CHIOBHTE
NoCNeAULId H CMBPTHOCT, KATO CHILEBPEMEHHO ca HabMoaBaHH NOBHINEH PHCK OT XHNEPKATHEMH:, OCTPO
yBpexxaane Ha ObOpeunTe H/WiH XHNOTOHUA B CPABHEHHE ¢ MOHOTEpanuaTa. Kato ce umar npeasua
CXOJHHTE UM (apMaKOAHMHAMHYHH CBOHCTBA, TE3H pe3yJITaTH ca NMPUIOKHMH H 3a Apyrd ACE unxnburopu
H aHTHOTeH3HH lI-peuenropuu GnokepH.

ACE unxubuTopH ¥ anrHoreH3uH ll-peuenropHu 6nokepy cnefoBaTeaHo He TpAOBa fa ce W3NOA3BAT
eIHOBPEMEHHO MpH NaLHEeHTH ¢ AnabeTHa HedponaTHs.

ALTITUDE ((Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
KAHHHYHO MpoyYBaHe ¢ AMMCKHPEH NPH 3axapel n(uader THI 2, ¢ U3Moa3BaHe Ha ChPaACYHO-CHAOBH U
6uOpeurn 3abonsaBaHH#s KaTO KpaiHH TOUKH) € [MPOYYBAHE, NMPENHATHAUEHO A2 U3CJIEABA MOJI3ATA OT
nobapsHeTo Ha ANHCKUPEH KbM cTaHaapTHa Tepania ¢ ACE uHxuburop unu anrvorensus ll-peuenropen
6okep npu NaMEHTH ChC 3axapeH auader Tvn 2 1 xpoHuuHo 610pedHo 3abonapane, CHPAECYHO-CHAOBO
3a0onsaBade WM M aBeTe. ITpoyuBaHeTo € npekpaTeHo NMpexxaeBpeMEHHO Nopaad NOBHUIEH PHCK OT
HeOMaronpHaTHH nocneauu. Kakro chpaedHo-ChAOBaTa CMBPT, TAKa H HHCYJITBHT Ca MO-YECTH B IpymnaTa Ha
aJIKCKHPEH, OTKOJIKOTO B FPyNnaTa Ha rnatebo, a npeacTapNsBalliuTe HHTEPEC HEXeENaHu CrOUTHA K
CEPHO3HH HEXKeJIaHH CHOHTHA (XHIepKaTHeMHA, XHNOTOHHA H 610peuHa AuchyHKIuA) ce crobuiasar no-
4eCTO B rPYNAaTa Ha ANMCKUPEH, OTKOJIKOTO B rpynaTa Ha ruianebo. |

Hemenanomen pax na xodcama
B13 OCHOBa Ha HAIMMHUTE AAHHH OT €NHAEMHONOTHYHH NPOYYBaHHA € HabmonapaHa 3aBHCHMA OT
KyMy/naTHBHaTa 103a BpE3Ka Mexay XXT3 u HMPK. Eano npoyusahe BKIiOUBA NOITyJIaLii, CHCTOALLA C€
ot 71 533 cayuan Ha BKK 1 8 629 cayyan Ha CKK, u nomynauns or crotseTHO 1 430 833 1 172 462
MOAXOAALH KOHTPOIH. Brucokara ynotpeba Ha XX T3 (xymynatsro 250 000 mg) e cBbp3aHa ¢ KOpHrupaH
OR 1,29 (95% OU: 1,23-1,35) 3a BKK u 3,98 (95% JIN: 3,68-4,31) 3a CKK. Habniogapana e sicHa Bpb3Kka
KyMyJaTHBHA 103a-0TroBop kakTto 3a BKK, Taka u 3a CKK. [pyro npoy4ysaHe noka3sa Bb3MOXKHA BPb3Ka
mexkay paka Ha ycTHHTE (CKK) ¥ excnozuuusaTa Ha XXT3: 3a 633 ciryyaH Ha pak Ha YCTHHTe € noabpaxa
nomynaaius ot 63 067 moaxoaALM KOHTPOJIH, KaTo ce H3MOJI3BA CTpaTeria 3a B3eMaHe Ha NpodH,
~ onpenencHa ot pucka. JleMOHCTpHpaHa € Bpb3Ka KyMYyJlaTHBHA 103a-0TroBop ¢ kopurupad OR 2,1 (95%
ITA: 1,7-2,6), vapacteaui 0 OR 3,9 (3,0-4,9) 3a Bucoka ynotpeda (~ 25 000 mg) n OR 7,7 (5,7-10,5) 3a
Hali-BHCOKAaTa KyMynaTHBHa 1034 (~ 100 000 mg) (BX. cbino Touka 4.4).

5.2 DapMakoKEHETHYIHH CBOHCTBR

Ab6copbuua ¥ pasnpeaencHUe

Qumecapman MeooKCoOMUI |
OnmMecapraH MEJOKCOMII € MpeaieKkapcTBo. Toi 6bp30 ce npeobpasysa OT €CTEpa3HTe B UPEBHATA MYKO03a
H B KpBBT4 Ha MOPTAJIHATA BEHa N0 BpeMe Ha abcopOuuaTa OT CTOMALHO-YPEBHHA TPAKT BbB
¢dhapMaKonOrMMHO aKTHBEH MeTabonUT onMecaprad. B ruia3smara WiH eKCKpETHTE He C8 OTKPHTH HHTaKTeH
ONIMECapTaH MEAOKCOMMI WM HEMPOMEHEeHa CTpaHHYHa MeJOKCOMUIIOBA sepura. CpeaHaTa abcomoTHa
OHOHANMTWYHOCT HA ONIMecapTaH TadneTky ¢ 235,6%.

CpeaHaTa MakcHMATHA IU1asMeHa KoHUEeHTpauHs (Cnax) Ha onMecapTaH ce JOCTHra
NEePOPANHO NPWIGKEHHE Ha OJIMECAPTAH MEIOKCOMMII, KATO [L1a3MEHHTE KOHLIEHTD
NOBHLIABAT MOYTH JIMHEMHO C MOBHILABAHE HA €IHOKPATHATa NepopasiHa 103a 10 O

XpaHaTa UMa MUHUMAaNeH eeKT BPXY GHOHAIIMYHOCTTA HA OJIMECAPTaH, MIOpPajiM Kk,
MEIOKCOMMJI MOKE J1a ce MPHJIara ¢b< My 06e3 xpaHa.
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He ca HabniogaBaH® KAWHHYHO 3HAYMMH MEX/IYTIONOBH Pa3inyMs BhB (papMakOKMHETHKATA Ha OJIMECAPTAH.

OnMmecapTaH ce CBbP38a B IOJIAMa CTEMNEH € MUIA3MEHHTE NPOTEHHH (99,7%), HO BEpOITHOCTTA 38 KIHHHYHO
3HAYUMH B3aHMOAECHCTBHA, ABDKALHM C€ HA H3MECTBAHE OT MACTOTO HA CBBP3BAHE MEXKTY OJIMECApPTaH H
APYTH NEKAPCTBEHH NMPOAYKTH ¢ BHCOKA CTENEH Ha CBbP3BaHeE C MUIa3MEHHTE NPOTEHHH € HHCKA (KOETO €
MOTBBPAECHO OT JIMFMICATA Ha KITHHHUYHO 3HAYHMO B3aHMOACHCTBUE MEXTY OIMECapTaH MCAOKCOMHUI H
sapdapuH). CBbP3BaHETO Ha ONIMECAPTAH C KPHBHUTE KIIETKH € He3HAYMTENHO. CpeaHusaT obemM Ha
pasnpe/e/ieHHe Cliel MHTPABeHO3HO NIpHIokKeHHe € HUCHK (16 — 29 1).

Xuopoxiopomuasuo

Cnea nepopaiHo NMPWIOKEHHE Ha OIMecapTaH MEAOKCOMHI H XMAPOXIOPOTHA3HUA B KOMOHHALINA, CPEHOTO
BpEMeE 3a JIOCTHraHe Ha MAKCHMAJIHH KOHLEHTPaLlHK Ha XHAPOXJIOPOTHA3HA € buno 1,5 no 2 yaca cnen
MPHIOKEHHETO, X HIPOXJIOPOTHAIHA C€ CBLP3BA C TUIA3MEHUTE NPOTeHHHU B 68%, a BuAMMHAT 00eM Ha
pasnpeaencHue ¢ 0,83 — 1,14 Vkg. '

buoTpakncopMaLns U CIKMHHUPAHE

Onmecapman MeooKcoMwi
ToTanHuaT nnasMeH KIHPBHC Ha oaMecapTaH oOukHOBeHO € 1,3 Vh (CV, 19%) 1 e cpaBHHTENHO HHCHK B

cpaBHeHHe ¢ uepHoApoOHMA KpbBOTOK (0k0j10 30 I/h). Cnen nepopanHo npunoxeHHe Ha €AHOKPAaTHA 4034
mapkupaH ¢ 4C onmecapran Megokcomun, 10-16% oT npuiioxkeHaTa paJHOAKTHBHOCT Ce €KCKPETHPa B
ypHHaTa (MIO-ToAMaTa YacT B paMKHMTe Ha 24 yaca c/e/l [IPHICKEHHETO), 8 OCTaHA/IaTa YacT ¢e OTKPHBA B
HanpaxHeHuaTa. Kato ce umMa npeasua cucTeMHaTa HAJIMYHOCT OT 25,6%, MOXe 1a ¢€ U3YHC/IH Ye
aGcopOMpaHHAT oJIMecapTaH ce OuHCTBa upe3 ObOpeyHa exckpeuns (okono 40%) n xenarobunuapHa
exkckpens (okono 60%). YcraHOBEHO, ue UANaTa Bb3CTAHOBEHA PATHOAKTHBHOCT C€ Ab/DKH Ha OJIMECAPTAH.
He ca HaMepeHH ApYrH CbUICCTBEHH MeTabONUTH. EHTEpOXENaTaNHHAT KPBroBpaT Ha OJIMECapTaH €
MHHHMAaneH. Thii KaTo roiaMa 4acT OT OJIMECApPTaH Ce EKCKPETHPa Mpe3 XIBUHHTE NbTHINA, YIIoTpebaTa My
MpH NALHEHTH ¢ OWTHapHa oOCTPYKLMA € MPOTHBONOKa3aHa (BXK. TOUKa 4.3).

TepMHHANHHAT €JTHMHUHALIMOHEH MOMY>KMBOT HAa onMecapTaH BapHpa Mexay 10 v 15 yaca cnien
MHOTOKPATHO NepopaiHo npuwiokeHue. CtauloHapHO ChCTOAHME (Steady state) ce AocTHra ciel TbpPBHTE
HAKONKO 4034 U cnel 14 1H1 Ha MHOTOKPATHO MPHIIOKEHHE HE CC HAMMPAT JOKA3aTeNCTBa 3a
AOMBIHUTENHO HATPYMNBaHe. brOpeunuaT kinpbHe ¢ npubnusurentHo 0,5 ~ 0,7 Vh, kaTo e HE3aBHCHM OT

H03aTa.

Xuopoxaopomua3zuo

[Ipu xopa XHApOXIopoTHA3KA He ce MeTabonu3Hpa, a Ce EKCKPETHPa MOYTH HAITBJTHO KATO HENPOMEHEHO
aKTHBHO BeuiecTBO ¢ ypuHara. Okono 60% ot nepopaiHara 4038 C€ CIHMHHHPA KATO HEMPOMEHEHO aKTHBHO
BELLeCTBO B paMKHTe Ka 48 h. BuGpeunuar kiapbHc € okoso 250 — 300 ml/min. TepMUHANHUAT

eTMMHHALIMOHEH NOTYKMBOT Ha xuapoxsopornasua e 10-15 gaca.

Onmecapman Me0oKCOMUYXUOPOXAOPOMUA3UQ
CucreMHATa HAIMYHOCT HAa XUAPOXJOPOTHA3UA ¢e HamanaBa ¢ okoso 20% koraTo ce npunara

€AHOBPEMEHHO C OJIMECAPTAH METOKCOMMIJI, HO TOBA YMEPEHO MOHIDKEHHE HAMA KIHHHYHO 3SHAYEHHE.
KuHeTHKaTa Ha OJIMECapTaH HE C€ NPOMEHs OT CBHITBTCTBALLOTO NIPHAOKEHHE HA XHIIPOXNOPOTHA3HA.

QapMaKOKMHETHKA NIPHM CNEMATHH MOMYJAIHH NAalHEHTH

Cmapuecka eb3pacm (Ha 03 u nogeye 200unu)

IMpu naumenty ¢ xuneproHuda, AUC Ha onMecapTaH B CTallHOHAPHO CHCTOAHHE € Opfiat
35% npH nauMeHTH B cTapuecka 8u3pacT (65-75 roanHu) U ¢ okono 44% npu MH q_“g _
(>75 roauHH) B cpaBHEHHE C MPYNHTE B N0-MJlaaa Bb3pacT (BX. Touka 4.2). |
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OrpaHHuYeHH JaHHH NOKA3BAT, Y€ CHCTEMHHAT KIMPHHC Ha XHAPOXJIOPOTHA3HA Ce TIOHWKABA KAKTO NpH
3/IpaBH, TAKa U MPH MALHEHTH B CTAPUECKa BB3PACT C XHNEPTOHUA, NPH CPaBHEHHE CHC MIIAAH 3/IPaBH

NOOPOBOSILIM.

bvopeuno vapescoatie |
[pu naumeHTH ¢ yBpeacHa 6n6peuna ¢pynkums, AUC Ha onMecapTad B CTallHOHAPDHO CHCTORHHE CE

nopHinasa ¢ 62%, 82% u 179% CHLOTBETHO NPH JIEKO, YMEPEHO TEIKKO M TeXKKO ObOpevHo yBpexnaHe B
CPaBHEHHE ChbC 3APaBH KOHTPONH (BXK. TOUkH 4.2, 4.3 u 4.4).

MakcumanHaTa A03a OJIMECapTaH MEJIOKCOMMII NMPH NALMEHTH C JIEKO 40 yMepeHo 6b0peuto yBpekaaHe
(kpeaTMHHHOB KIHpPBHC OT 30 — 60 ml/min) e 20 mg onmecapTaH MEIOKCOMUII BEAHBXK AHEBHO. Y oTpedaTa
Ha OJIMecapTaH MEAOKCOMM MpH MALMEHTH ¢ Texko 60pedno yBpexnaHe (KpeaTHHHHOB KIIMPBHC OT

< 30 ml/min) He ce npenopbUBa.
[ToayKHBOTBT Ha XHAPOXJIOPOTHAZH Ce YABL/DKABa NPH MAaLKMEHTH ¢ yBpeaeHa Ou0peuHa pyHKLUMS.

Heprodpobuo yepexcoane

Cnen nepopaino NPUICKEHHE Ha eAHOKpaTHA 1034, cToiiHocTHTe HAa AUC Ha onMecapTaH ca 6% H 65% no-
BHCOKH IIPH NALMEHTH C JIEKO H YMEPEHO YBpeAcHa YEpHOAPOOHa (PYHKLMA, B CPABHEHHE ChC ChOTBETHHTE
37paBH KOHTpoaH. HecebpaaHaTta ¢pakiius Ha OnMecapTaH Ha 2-Hi Yac cjie/l IPHIIOKEHHETO MNPH 3ApaBu
NOOPOBOILIK, NMPH MALMEHTH C JIEKO YBpeAeHa YepHOApoOHa GYHKUMA K NPH NALMEHTH ¢ YMEPEHO YBPEACHA
yepHoapobHa GyHKUMA ¢ cHOTBETHO 0,26%, 0,34% 1 0,41%. Cnen MHOrOKpaTHO NpUIOXKEHHE Ha NALKEHTH
¢ yMepeHo YepHoApobHo yBpexaaHe, cpeaHata AUC Ha onMecapTaH OTHOBO € 0K0J10 65% no-BHCOKA
OTKOJIKOTO MPH CHOTBETHHTE 3PaBH KOHTPONH. CpeaHuTe CTOHHOCTH HA Ciax Ha OIMECAPTAH Ca CXOOHH
NpH NALHEHTH ¢ YBpeAeHa YepHoApoOHa PYHKLHA K NPH 3ApaBd HHAWBHIH.

[Tpu naumenTH ¢ yMepeHO HepHOAPOOHO YBpeKaaHe ce Npenoppysa HavanHa ao3a ot 10 mg onmecapral
MeaO0KCOMMII BEIHBK AHEBHO, KATO MaKCHMallHaTa Ao03a He TpAOBa na Haasuiaea 20 mg BeqHBK AHEBHO.
Onmecaptal MEAOKCOMMI HE € NPOYYBaH MPH NMALHEHTH C TEXKO YePHOAPOOHO yBpeKaaHe (BXK. TOUYKH 4.2,
43un44).

YepHoApoOHOTO yBpexKIaHe HAMa CHILECTBEHO BIHAHHE BbpXY (PapMaKOKHHETHKATa Ha XHAPOXIOPOTHA3H.

JlexapcTBEHH B3aMOICHCTBHUA

Cexeecmupauy ¥CAv4HAMA KUCETURA NPOOYKM KOlecegeaam

EnnoepemensoTo npwiokeHne Ha 40 mg onmecaprad meaokcoMu U 3 750 mg KonecesenaM XHAPOXJIOpHA
MpH 34paBH HHAWBKUAM BOIH 10 28% noHmwxkeHne Ha Cnax B 39% nonnxenne Ha AUC Ha onmecapraH. [lo-
cnabu edextu, 4% U 15% Hamanerue choTBeTHO Ha Cmax M AUC, ca HabmonaBaHu, KOraTo 0JIMECapTaH
MEIOKCOMMII C€ npuiara 4 yaca npeu konecepeaaM XMApOXJIopua. ENHMUHALIHOHHHUAT NOTYKHBOT HA
onMecapral ce HamaaBa ¢ 50-52%, HezaBucHMO OT TOBa AAJIM CE€ MPHUIAraT eAHOBPEMEHHO WiIH 4 Haca
MpeH KOJIECEBeIaM XHAPOXIOPHA (BX. Touka 4.5).

5.3 IIpeakIHHAYHH JaHHH 32 0€30MACHOCT

ToXCHYHHAT NOTEHLMAN HA KOMOHHALIMATA OT OJIMECapPTaH MEROKCOMMWI/XHAPOXJIOPOTHA3H]L € OLICHEHA B
MPOYYBaHHS 38 TOKCHYHOCT MPH NEPOpanHO MHOMOKPATHO MPHJIOXKECHHUE B NTPOARDKCHHE Ha JI0 IIeCT Mecela
MpH TUIBXOBE U Ky4eTa.

KaxTo ¥ npM BCAKO OT OT/EHUTE BELIECTBA M APYIH IEKAPCTBEHH MPOAYKTH B TO3M KNagLOCHEsIm ;;R
MIpHULIENEH OPraH 3a TOKCHYHH NPOSBH Ha KoMOMHaUMATa ca Gwin 6u6peunte. KoMbungugha 6Ty, 7,
OJIMECAPTaH MEAOKCOMHII/XHAPOXIOPOTHA3HA BOAM A0 GYHKUHOHANHU 6BOpetHu npc @f £ (e
cepyMHaTa ypes H KpeaTUHHH). BHcokuTe no3upoak NpUUHHABAT TyOy/HA AeTeHEp: Fe _
OBOpeuHTe Ha IUIHXOBE U KyueTa, BEPOATHO Ype3 NMpoMaHa Ha 0bOpedHaTa XeMOoquHaN - ‘(;__’J_oﬂ'l{ixeﬂa&fr" ; f | /f’

s A o 4
666peuna nepdy3us ClEACTBHE HA XHIOTOHHATA C TyGy/Ha XHIOKCHS M TyGynHO kieThHa geréHepaus)y

B nombnHeHue onMecapTaH MeIOKCOMMII/XHAPOXIOPOTHA3H BOAM 10 HAMANIEHHE HA MORGSATEANTE HA N -
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epuTpounTHTE (OpOii EpHTPOLIMTH, XeMOINIOOKH H XEMAaTOKPHT) M HaMaNABaHe TEIVIOTO Ha ChPLIETO NPH
IUTBXOBE.

Te3n edextu ca Habmoaasanu u npu apyru AT, peuentopru aHTaroHHCTH H ACE HHXHOMTOPH K H3rnexna
ce Xb/DKAT Ha GapMaKOJIOrHUHOTO AeHCTBUE HA BUCOKH JI03H OJIMECAPTaH MEIOKCOMMIII; BEPOATHO HAMAT
3HaYEHHE NPH XOpa B TepaneBTHYHH JO3H.

[IpoyuBaHHATa 32 rEHOTOKCHYHOCT NPOBEACHH C 0JIMECAPTAH MEIOKCOMWI B XHIAPOXOPOTHA3ZHI, KAKTO U ¢
OTACTHUTE CHCTABKH HE Ca NMOKa3aJid HUKAKBH MPU3HALM 38 KIHHHYHO 3HAYHMA MEHOTOKCHYHA aKTHBHOCT.

KapLMHOreHHHSAT MOTEHIHA Ha KOMOMHALMATA 0IMECAPTaH MEJOKCOMHII H XHAPOXIOPOTHA3HA HE € W
MPOYYBaH, Thii KATO HAMA 0KA3aTENICTBA 332 ChOTBETHH KAaHUCPOreHHH €(eKTH 3a OTACIHHTE CHCTABKH, B
YCJIOBHATA Ha KJIHHWYHA ynoTpeoa.

[Tpy MHILKH H TUTbXOBE TPETHPAHHU C OIMECAPTaH MEAOKCOMML/XHAPOXIOPOTHA3HA HE ca NOTYyYESHH
AOKA3aTe/ICTBA 32 TEPATOr€HHOCT Ha koMOHHauusaTa. B cbOTBETCTBHE C OYAKBAHWATA 332 TO3H KJIAC
NEKapCcTBEHH NPOIYKTH, NPH IUTbXOBE Ha KOMTO € AaBaHa KOMOMHALMATa OnMecapTaH

MEIOKCOMHII/ XHAPOXJIOPOTHA3HA MO BpeMe Ha OpeMeHHOCTTa ¢a MOMyYeHH JaHHH 3a (eTaiHa TOKCHUHOCT,
KOETO C€ NOKA3Ba OT 3HAUYMTENHOTO HAMANEHHe Ha TernoTo Ha deryca (BxK. ToukH 4.3 ¥ 4.6).

6. ®APMAIEBTHYHH JAHHM
6.1 CnoHCBK Ha NOMOIIHHTE BelllecTBA

Aopo na mabaemxama

JlakTo3a MOHOXHApAT

YacTHUYHO 3aMeCcTeHa XHAPOKCHNIPONMHIILIETY 038
XHAPOKCHMTPONMWILIETYNO3a

MukpokpucTanHa uenyacsa Tan 102

Maruesser creapart

Duimoeo RoOKpumue

Onmecta [Lmoc 20 mg/12.5 mg dunmupann TabieTky
Opadry II Orange 33G23991 cnabpxain:

Xunpomenosa 6¢cP

Turanos anoxeua (E 171)

JlakTo3a MOHOXMApAT

Makporon 3350

Tpuauetun (E 1 518)

J1at xenezed okcua (E 172)

YeppeH xene3eH okcun (E 172)

CobHcer xwirro FCF anymunnes nak (E 110)

Onmecta [lmoc 20 mg/25 mg punmupanun rabnerku
Opadry II Pink 33G34149 cbabpixai:
Xunpomenoza 6¢cP

Twuranos auoxcun (E 171)

JlakT03a MOHOXHATpAT

Makporon 3350

Tpuauerud (E 1 518)

Kot xeneszeH okcua (E 172)

Yepeen xeneseH okcua (E 172)
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6.2 HecbrBMeCTHMOCTH
Henpunoxxumo

6.3 Cpox Ha rognocT

3 roanHH

6.4 Cnenuannr yc/I0BES HA CbXPaHCHHE

To3n nexapcTBeH NPOAYKT HE H3UCKBA CIIELIMANIHH YCIIOBUA Ha ChbXPaHEHHE.

6.5 Iannn 33 ONAKOBKATA

Brvcrepry H KanenaapHH OTHCTEPHH ONAKOBKH: anyMHHHH-aJIyMHHHﬁ ¢onuo, HiapaboteHo ot
OPA/anymurnil/PVC-aryMUHEH

Onakoeku: 6nuctepu: 14, 28, 30, 56, 98 dunmupann Tabnerku. Kanenaapuu 6nucrepu: 28 duamupanu
- TabneTkH. |

He BcHukB BHAOBE ONAKOBKH MOFaT /ia 6h1aT IMyCHATH Ha ra3apa.

6.6 CrpenHa/JHH npeANa3HA MEPKH NPH YHHINOKABAHE H paboTa

HamMa cneLaiHe H3HCKBaHMA.

7. TNPATEXATEJ HA PAJPEINIEHHETO 3A YIIOTPEBA

Teva B.V.
Swensweg 3

2031 GA Haarlem

Hwuaepnanpus

8. HOMEP(A) HA PASPEIIIEHHMETO 3A YIIOTPEBA

Onmecta ILmoc 20 mg/12,5 mg - Per. Ne 20220144

Onmecra Ilmoc 20 mg/25 mg - Per. Ne 20220145

9. JATA HA OBPBO PASPEINABAHE/MIOTHOBSIBAHE HA PASPEINIEHHETO 3A
YIIOTPEBA

IlaTa Ha repBO paspetuanane: 17 mai 2022 .

10. JATA HA AKTYAJ/INIUPAHE HA TEKCTA

23/01/2025
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