INNPHJIOXEHHE 1

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HME HA JEKAPCTBEHMS IPOAYKT

Oncapr 10 mg dpunmupanu TabaeTku Dy oY l0 /
Olsart 10 mg film-coated tablets / - A / X / oL
67Y57 4 19-01- 0B

Oncapr 20 mg punMupaHu TabaeTku
Olsart 20 mg film-coated tablets

Oncapr 40 mg punmupanu TabneTku
Olsart 40 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Onmecapran Menokcomun (olmesartan medoxomil).

Bcsaka punmupana tabnerka cpabpxa 10 mg osiMecapraH MEOKCOMMIT.
Bceska dunmupana tabnerka cpabpxka 20 mg osiMecapTaH MEAOKCOMMIL.
Bcsaka dunMupana Tabnerka cpabpaka 40 mg onmecapradH MEAOKCOMMII.

[lomoLIHM BewiecTBA ¢ U3BECTHO NEHCTBHE:
Oncapt 10 mg punmupanu TabneTku: Bcsika puimupana tabserka cpabpka 74,55 mg 1akro3a MOHOXM/IpAT.

Ouncapr 20 mg ¢punmupanu Tabnerku: Besika puiMupaHa tabaerka ceabpxa 149,10 mg nakrosa

MOHOXMpAT.
Oncapr 40 mg ¢punmupanu Tabnerku: Besika puiMupana tadbnaerka mg cpabpka 298,20 mg nakrosa

MOHOXMpAT.

3a mbJIHUS CIIUCHK HA MOMOILLHUTE BELIECTBA BUKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

®unmupana tabnerka.

Oncapr 10 mg ca »bJITH, KPbIJIY, ABOHHOM3MbKHAIM GuUIMUpaHu TabneTku ¢ peneded Haanuc ,,392” ot

eaHara ctpaHa M ,,L" or apyrara.
Oncapr 20 mg ca »bJITH, KPbIJIM, ABOWHO M3NbKHAIM GUIMHpPaHU TabNeTKU ¢ penedeH Haanuc ,,323”or

eaHara cTpaHa 4 ,,.L." ot apyrara.
Oncapr 40 mg ca »BbJITH, NPOABITOBaTH, JIBOHHO U3MBbKHAIU (UIMHpaHH TabseTku ¢ penedeH Haamuc ,,L

324” ot eaHara cTpaHa M IJ1aJlKy OT JApyrara.

4. KJIMHHUYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

JleyeHue HA ecCeHUMAIHA XUIIEPTOHHUSA MPH BB3PACTHH.
JleueHre Ha XMNIEPTOHMSA IPH Aeua ¥ FOHOLWHM OT 6 10 18 roauiuHa BB3pacr.

4.2 Jlo3upoBKA H HAYHH HA NPHJIOXKEHHE
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Bw3pacmuu / ~
[IpenopbunTeNnHaTa HA4YaIHA 1032 HAa oJIMecapTad MeaokcoMua € 10 mg eMH mbT ,[I.Heﬁ'l-lq ﬂpﬂ" nauﬁemm, \
NpH KOMTO Ta3H [03a HE € A0CTAaTh4YHa 3a MOCTUraHe Ha KOHTPOJI HAa apTEPHAIIHOTO H taHe, nqsﬂ*ra Mml{e ;

na ce ysenuuu 10 20 mg eAuH MbT JHEBHO, KAKBATO € ONTHMAJIHATA 103a. AKO € Heog&ﬂ ‘*'“ |
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AONMBJIHHATEIHO NOHWKEHHE HA APTEPHANHOTO HAISIFAaHe, A03aTa MOXE A CE YBelIMYH MakCHManHo A0 40 mg
OnMecapTaH MeJOKCOMMII JHEBHO U MOXKE J1a ce foDaBH JIeHeHHe C XHAPOXIOPOTHA3HA.
AHTUXHNIEPTEH3UBHUAT €(PEKT HA ONIMECAPTaH MEAOKCOMMI C€ MPOABABA ClIe OKONO 2 CeAMHLH OT
HAYATIOTO HA JIEYEHHETO, 3 MAKCHMATHMAT €(eKT ce MOCTUra cle OKOJO0 8 ceaAMHIIM OT HaYaJl0TO Ha
neuenueTo. Toa TpsOBa Na ce UMa NpeABU NPH pelieHde 3a NPOMAHA B JO3HPOBKATA 3a OMpeesicH

IALMCHT.

Cmapuecka eév3pacm (635 200unu uru nogeye)

[To npuHUKMN He ce HaNara NPEeUM3IMPAHS HA 103aTa NPH MAUMEHTH B CTAPYECKA B3PACT (BHXKTe NO-A0TY 3a
MpenopbKK NpH nauueHTy ¢ 6s6peyHo ypperxnane). Ako e HeoOX0AUMO NOBUIIIEHHUE HA 103aTa A0
MaKcHManHaTa n03a ot 40 mg, KpEBHOTO HanAraHe TpadBa BHUMATEIHO Aa C€ MIPOCIE/AABa.

bvbpeuno yapexncoane

[IpH nauMeHTH ¢ NeKo 40 ymepero 6b6peuHo yBpexaaHe (KpeaTHHUHOB KIHbpBHC 20-60 ml/min)
MakCHMaTHaTa no3a € 20 mg oiMecapTaH MEIOKCOMWI €IMH [TLT AHEBHO, NOpaAd OrPaHHYECH OIHMT ¢ I0-
BHCOKHM JO3M IPH T34 NauueHTy. He ce nmpenopbusa NpHIOKECHHETO HA OJIMECAPTaH MEAOKCOMMIT NPH
auMeHTH ¢ Texko Op0peuHo yBpexaaHe (KpeaTHHHHOB KIUMbpbHC 20<ml/min), Thil kaTo HMa orpaHHueH
OIKT NpH TE€3H NALHEHTH (BHxTe TOukH 4.4, 5.2).

Yeproopobro yspeoicoane

He ce u3uckea kopeKiusa Ha 103aTa NPH NALUEHTH C JIeKO 4epHOAPOoOHO yBpexxaane. Ilpu nalHeHTH ¢
yMEPEHO YepHOAPOOHO YBpEXKIaHe C¢ NpenopbUba HavanHa 1o3a oT 10 mg omMecapTan MEJOKCOMMII
BeIHEHX JHEBHO H MakCHMAJIHATA 003a He TpAOBa aa HaaBuiaBa 20 mg BeAHBK JHEBHO. IIpu nmanuernTH ¢
uepHOAPOOHO YBpEXAaHe, KOUTO Beye MOMy4YaBaT AUYPETHLIH W/HWIH APYTH aHTHXHIIEPTEH3IUBHH N1IEKAPCTBA
ce mpenophyBa CTPOT MOHMTOPUHI HAa KPBBHOTO HaJiarase d On0pednara pyHkumsa. Hima onur ¢
OJIMECapPTaH MEAOKCOMHII MPH NALHEHTH C TEXKKQ YepHOAPOOHO YBpeKIaHe H NOpaAH TOBA MPUIOKEHHETO
He C€ MPEenophYBa NpH Te3H NnauxeHTH (BwkTe Touka 4.4 1 5.2). OnmecapraH MegokcoMHI He TpaOBa aa ce
M3NOJ3BA NPH NauuMeHT ¢ bunuapHa obcTpykuus (BiwkTe Touka 4.3).

Ileduampuuna nonynayus

Hena v wHouu ot 6 A0 noa 18 roauuiHa Bp3pacT

IIpenoppunTENHATA HAYAJIHA 1032 HA OJIMEecapTaH MEAOKCOMMI IpH aeua ot 6 1o nox 18 roaunu e 10 mg
BeHBK AHEeBHO. [IpH aeua, npu KOUTO KPHLBHOTO HAIATAHE HE C€ KOHTPOJIMPA aJ€KBATHO C Ta3H 1034,
[03aTa Ha OJIMECApTaH MEJOKCOMMII MOXe Aa ce yBenuuu Ao 20 mg BeAHbX QHEBHO. AKO € HeoDX0nuMOo
AOITLJIHHTENHO [MOHWDKABAHE HA KPbBHOTO HaNAraHe, mpy gena ¢ terno > 35 kg, nozara Ha onMmecapran
MEIOKCOMII MOKE Ja C€ yBeanud MakcuMyM a0 40 mg. I1pu neua, kodro Texar < 35 kg, fHeBHaTa 103a He
TpaOBa na Haasumaea 20 mg.

Ipyra neaMaTpu4YHa NomynaLis
Be3onacHoCTTa U eEKTHBHOCTTA HA OJIMECAPTAR MEJOKCOMUI MPHU AcLid Ha Bb3pacT OT 1 A0 5 roauHH Bee

OLlE He € ycTaHoBeHa. HannuHaTa kbM MOMEHTa HHPOpMaLMa € onucaHa B Touka 4.8 ¥ 5.1, HO npenopbkH
3a JO3UpPOBKATa He MOrar Aa ObJaT HalpaBeHH.

OmnecaptaH MeIOKCOMEJ He TpaOBa Aa ce W3MON3Ba MpU AL NOA |-roAMiIza Bb3pacT, OT ChobpakeHHs 3a
6e30macHOCT M NopaaH JIMNCa HA JaHHM 3a Ta3d Bb3PacTOBa rpyna.

Haunn Ha IIPDHANOMXKCHIMC

3a na ce NOAMOMOrHe ChTPYAHMYECTBOTO NPHU NIEYEHHETO, cE NpenopryBa Oncapr TabNeTkM Ja ce NpUemMar
Mo eHO U ChILO BpeMe BCEKH ACH, ¢ wiu 6e3 xpaHa, HanmpuMep Ha 3aKycka. Tabnerxara Tpa0sa na ce
npueMa ¢ JOCTATHYHO KOJIHYECTBO TeUHOCT (Hanpumep uaia Boga). Tabnerkara He TpaOBa na ce nbsue.
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4.3 IlIporasonokasaHHs GERNY

CBpBXYYBCTBUTEIHOCT KbM AKTUBHOTO BELIECTBO HIIH KbM HAKOE OT [IOMOLIHHTE BE X m EH B ,
TOYKA 6.1.




Btopu 1 TpeTH TpuMecThp Ha 6pemenHocTTa (BHXKTE TOUKH 4.4 H 4.6).
BunuapHa oOcTpyKums (BUXKTE TOYKA 3.2).

Ennopemennara ynorpeba Ha O/capT ¢ alMCKUPEH-ChABPKALIM ITPOAYKTH € APOTHBOMNOKA3aHA NPH
NALMEHTH ChC 3axapeH quaber umu 6p6peuno yepexaane (GFR < 60 ml/min/1,73 m?) (8. Touku 4.5 u 5.1).

4.4 CuoenualHg npeaynpexacHHA H NpPeANaA3HE MEPKH NPH yHOoTpeda

BuTpecbaoB 0bemen aepuuaT
[Ipu naumenTn ¢ oOeMeH WK conesu AepULMUT NOpaJH arpeCMBHA JHYpEeTHYHA Tepanus, OeaHa Ha con
AMETa, AHAPHA WK NOBpPBLIIAHE MOXE Aa HACTHMM CHMITTOMATHYHA XHIIOTOHHA, 0COOEHO Cclie/l mbpBara 103a.

Te3n cbeTOAHMA TpAOBaA Oa OBAAT KOpYrHpaHi Npeay NPUICKEHHETO Ha OJIMecapTaH MEAOKCOMMII.

Jpyra ¢chCeTOSHHA, AKTHBHPAIIH PeHAH-AETHOTCH3HH-A/IJOCTEPOHOBATA CHCTEMA

[Ipu nauyeHTH, NPH KOUTO CHAOBUAT TOHYC M ObOpeuHaTa (pyHKLUMSA 3aBHCAT [JIABHO OT AKTHBHOCTTA Ha
PEHMH-AHTHOTEH3UH-ANIOCTEPOHOBATA CHCTEMA (HAMIP. NPH NALMEHTH C TEXKKA 3aCTOHHA ChpIeYHa
HeJOCTATHYHOCT WIH MpUApY*asao 6u0peyuHo 3abonasade, BKIIOYHTENHO CTeHo3a Ha 6p0peunara
apTepus ), IEYEHHETO C APYTH JIEKAPCTRA, NOBAMABALIH TA34 CUCTEMA, BOJIH 10 OCTPA XHIOTOHUA,
a30TEPMHS, OIMIOYPHs WIH pAIKO, ocTpa HBOpeyHa HepocTaT YHOCT. He MOXKe Na ce H3KIMIoUH
BEPOSATHOCTTA OT MOLOOHM CHCTOAHHA NPH APHIOKEHHE Ha aHFHOTEeH3UH-11-pelienTopHd aHTArOHUCTH.

PenoBacKy/IapHA XHOEpTOHHSH

[Ipu nauuenTH c 6unarepanta creHo3a Ha 6p6peyHHTe apTepUN WIH ChC CTEHO3a Ha OBOpeyHaTa apTepud
npu equHCTBEH GYHKUMOHMPAIL 6B0pex, NPHIOKEHHETO HA JIEKAPCTBA, MOBIHABALIY PCHHH-aHTHOTCH3HH-
aNAOCTePOHOBATA CHCTEMA, MOXe a AOBee A0 NOBHILEH PUCK OT TEXKKa XUNoToHusa K 6u0peyna
HEAOCTAaTbYHOCT.

Brlpeuno yspexaane  OnOpeuna TpapcnjanTanHy

[Ipy npUIOKEHNETO HA OIMECAPTAH MEAOKCOMMI MPH NMALMEHTH ¢ HapylieHa 6s0peuna pyHKLmS ce
npenopbh4sa NEPHOJHYHO NPOCNEAABAHE Ha CepyMHuMA Kauii M kpeaTUHHH. He ce npenopbusa
NPHIOKESHHETO HA OJIMECAPTaH MEAOKCOMMI MPH MALHMEHTH ¢ TEXKO OLOpeuHo yBpekaaHe (KpeaTHHHHOB
KIHPBHC < 20 ml/min) (BikTe TOUKHM 4.2 M 5.2). Hama OnMT npH NpHIOKEHUETO HA OJIMECApTaH
MeJOKCOMMI MPH MALHEHTH C HACKOPO OChlIECTBEHa OpOpeuHa TPaHCIUIaHTalMA HWIM NPH MAUHCHTH B
KpaeH cTaauii Ha OB0peyHo yBpexaaHe (T.e. KpeaTHHUHOB KIMPBHC < 12 ml/min).

Yeproapobao yBpexaane
HsMa onHT OpH MALHEHTH © TEXKO YepHOAPOOHO yBpexKaaHe H Nopaay TOBA HE CE€ NMpPEnopbyBa
NPHIOKEHHETO Ha OJIMECAPTAH MEAOKCOMMI NPH TE3U NAHUECHTH (BHKTE TOYKA 4.2 332 NPENoOpbKH 32

NO3HPaHE MPH NALMEHTH C JIEKO IO YMEPEHO YEPHOAPOOHO YBpEKIaHe).

HuarecTAHAIEH AHCHOCAEM
3a HHTECTHHAJIEH aHrHoeJeM ce ¢hobIaBa Npu NaldeHTH, JEKYBaHH ¢ aHruoTeH3uH 1l petentopHy

AHTArOHHCTH (BKJIIOYMTENIHO OJIMecapTaH MeaokcoMun) (Bx. Touka 4.8). Teau mauMenTy uMaT KOpeMHa
Oonka, ragexe, noBpuuiaHe H Auapus. CUMITOMHTE OTILYMABAT CJIE€A NPCYCTAHOBIBAHE HA AHTHOTEH3uH 11
PELICMITOPHHUTE AHTArOHMUCTH. AKO C€ AMArHOCTHLHPA HHTECTHHAJICH aHTHOEAEM, JICUCHHETO ¢ OIMECAPTaH
MEIOKCOMHI TPAOBa a Ce NpPeyCTAHOBH H Ja Ce 3all04HE MOAXOMALI0 HAaDMoAeHHe O ThIHOTO
OTInyMsiBaHe’ HA CHMIITOMHMTE.

XunepkaiHeMusd
[IpunoxxeHveTo Ha IEKAPCTBEHHU NPOIYKTH, KOUTO NOBINABAT PEHHUH-AHMHOTEH3HH-AINOCTEPOHOBATA

CUCTCMdA, MOXE Na NPEAH3BHKA XHAINCPKANHCMHA.

PucksT, koliTto MOXKe na e daTasneH, ce yBenu4asa npy NaldeHTH B CTapyecka Bb3pacT, IpH



[Ipeny na ce Ha3HA4YH €AHOBPEMEHHO MPUIOKECHHE HA JICKAPCTBCHH NPOAYKTH, KOMTO NOBIHABAT PCHUH-
AHMHOTEH3MH-ATA0CTCPOHOBATA CHCTEMA, TPAOBA 12 ce OLEHH ChOTHOLISHHETO NOA3a/PHCK M A Ce B3eMaT
MpeaBU ZPYTH Bh3MOXHOCTH (BUXKTE CBILO NO-I0Jy TOUKA ,,/I80kHO Onokupane Ha peHUH-aHTHOTEH3HH-
anpocrepoHoBara cucrema (PAAC)”.

['naBHMTE pHCKOBH (PaKTOPH 32 XMIEPKATHEMHUA, KOMTO TpAOBa 1a ce MMa npeaBu] ca:

- mmaber, 6B0peuHo yBpexaase, sb3pact (70 ronuum);

- KOMOHHAUMS C €AHH WIM NOBEYE NeKAPCTBEHH NPOAYKTH, MOBIHUABAINH PEHHH-aHTHOTEH3HH-
anaeCcTepOHOBATa CHCTEMa WWIH KaHeBH 100aBKH. HAKOM JIeKAPCTBEHH NPOAYKTH WM
TepaneBTHYHH KJIACOBE JICKAPCTBEHU NPOAYKTH, MOraT 2 NPEeAN3BHKAT XUIICPKAIIMEMHA: COJICBH
3aMECTHMTEINH, ChAbPXKALIM Kaaui, kamuii-cbxpanasauy auyperiuy, ACE-uHXHOUTOPH, aHrHOTEH3HH
I peLlenTOpPHH aHTATOHUCTH, HECTEPOHIHH NPOTHBOBB3NAIHUTENHH CPEACTBA (BKITIOYUTEIHO
cenexktuBHd COX -2 uHXUOUTOpH), XENAPHH, UMYHOCYIIPECOPH KaTO LMKIOCNOPHH WIH TAKpPOJIHMYC,
TPHUMETOIPUM;

- CHITBTCTBAIM MHUMACHTH, OCO0EHO AeXHApaTaLus, OCTpa ChpACYHA AeKoMIeHcalus, MeTabonuTHa
anun03a, HamalapaHe Ha OpOpeunara GyHKUMA, BHE3ANHO YTeKHABaHe Ha HEOpeYHOTO CheTOsIHUE
(Hanp. uHdeKuHo3HO 3ab0gBaHe), KISTbUEH JTH3HC (HANp. OCTPa HCXEMHA HA NONHUTE KpalHULIM,
pabzxoMuonu3a, 00IIMpHA TpaBMa).

[Ipx pUCKOBKTE NALMEHTH CE MPENOPbYBA CTPOT MOHMTOPHHI HA CEPYMHHA KAMHIA (BHXKTE TOUKA 4.3).

N BoiiHo 610KHpaHe Ha peHHH-AHTHOTeH3HH-aAaA0cTeponoBaTa cacrema (PAAC)

Mma nannu, ye enHoBpeMenHarta ynotpeba Ha ACE nuxuburops, aHruoreHsud Il-peueirropru 6okepy unu
aNMMCKHPEH MTOBUILABA PUCKA OT XHIIOTOHHA, XHNEPKATHEMUSA H HamaABaHe HA OpOpeuHaTa QyHKIKS
(BKUTHOUMTENHO ocTpa Gp0peuHa HeaocTaThuHOCT). [lopaau ToBa He ce npenopruBa ABOHHO ONoKMpate Ha
PAAC upe3 xomGuuupanara ynorpe6a Ha ACE nHxuburopu, anrnotensuH Il-peuentopsu 6iokepn uim

anUCcKUpeH (BX. Touku 4.5 n 5.1).
AKO ce npeleHH, Yye TepanmuaTa ¢ JBoiiHo 6nokupane e abconroTHo HeoOxoauMa, ToBa Tp2OBa 1a cTaBa camo

oA HaGMIOIEHHETO HA CNELHATNCT M NIPH YECTO BHUMATEIHO MOHHTOpHpaHe Ha 6u0peuHara pyHkuus,
€NEKTPOAMTUTE H KPBBHOTO HaNATaHe.

ACE unxuburopu u anrroressuH II-peuerrropu 61oxepu He TpaOBa na ce H3NO0I3BAT €AHOBPEMEHHO NPH
nauxeHTH ¢ auaberHa HedponaTus.

Jarnii
[Tono6ho Ha Apyrd aHruoreH3ut-11-peuenTopuyu aHTaroOHUCTH, HE C€ MPENOPBYBA €AHOBPEMEHHOTO
NPHIOKEHHE HAa OJIMECAPTaH MEAOKCOMMI ¢ TMTHH (BUDKTE TOUKA 4.5).

CreH03a HA A0PTHATR H/IH METPAJIHATA KJIana, 06cTpykTHBHA XHOEPTPOPHIHEA KADAHOMHONATHS
[TogoOGHO Ha ApPYry Ba30AWIATATOPH € HE0OXOAUMO BHUMAHHE NPH MAHEHTH ChC CTEHO3a HA a0PTHATA WJTH
MHTpAJIHATA Kiana, KakTo 1 o0CTpYKTUBHA XHNIEPTPOPHUIHA KAPAHOMUONATH.

[InpBHIEH ANIA0CTEPOHHIBM

[TaupeHTHTE C MEPBUYCH XHNICPANIOCTEPOHUIBM 10 NPHHIINII HE C€ MOBJIMABAT QT JICUCHHE C
AHTHXHMIIEPTEH3HBHH JIEKAPCTBA, ACHCTRANIM Ype3 HHXHOHpaHe HA PeHHH-AHTHOTeH3HH-AJIOCTEPOHOBATA
chcTeMa. ETo 3am10 npd Te3u nauMeHTH HE Ce NpenopbyBa NPWIOKEHUETO Ha O/IMecapTaH MEAOKCOMHII,

I'1yTeHOBA EHTEPONATHE

B MHOro peaxu ciydad ce ¢h0o01aBa 3a TeXKa, XpOHHYHA AHapHs CbC 3HAYHTENIHA 3ary0a Ha Teryo npy
NALMEHTH, IPUEMALIIH OJIMECAPTaH OT HAKOJIKO MeCeLia K0 NOAHHH ClIeH 3all04YBaHE HA JICYCHUETO, BEPOATHO
NPHYHHEHA OT JIOKAJIM3UpaHa PeakLa Ha CBPBbXYyBCTBUTENHOCT OT 3a0aBeH THN. YpeBHuTe OUONCUH Ha

ce NpeyCTaHOBH He3a0aBHO U J1a HE Ce 3an04Ba OTHOBO. AKO JHAPHATA HE ce 1oa0dpH
CeAMHLIA CIE NPEKpaTABAHE Ha npyeMa, TpadBa na noclenBa KOHCYJITALHA CbC CIIe
racTpOeHTEPOJIOT).

ETEargeckH ocobenocTh



KakTo npy BCHYKH APYTrH aHMHOTEH3UH-11-penienTopHH @aHTArOHUCTH, NOHWKABALMAT apTEPHATHOTO
Haarake eeKT HA ONMeCapTaH MEAOKCOMII MOXKe Ja Obe B H3BECTHA CTENEH M0-c1alb NpH YEPHOKOXKH
NALUMEHTH, B CPABHEHME C OCTAHAIIMTE NALMEHTH, BEPOATHO NOPaJH M0-BHCOKATA YECTOTA HA
HMCKOPEHMHOBHS CTATYC B NONYNALMATA [PH YEPHOKOXKH XUIICPTOHMIIH.

bpemennocT
[Tpn 6pemenHocT He TpAGBa Aa ce 3ano4yBa Ne4yeHHe C aHrHoTeH3HH-Il-peuenTopHH aHTArOHKCTH.

OcBeH ako NPOAB/DKECHHETO Ha JEYECHUETO ¢ AaHTMOTeH3MH 1l aHTArOHHUCT HE € OT ChIECTBEHO 3HAYEHHE,
NAaLHEHTKHTE, KOHTO IUIAaHWPAT OpeMeHHOCT, TpAOBa Aa IPEMHHAT HA APYrO AHTHXHNCPTECH3HBHO JICYCHHE,
KOETO € ¢ JoKa3aH npodun Ha Ge3onacHocT npH OpeMeHHOCT. [IpH qnarHocTHuupase Ha OpeMeHHOCT
JIEYEHHETO C AHrMOTEH3HH-11-aHTaroHueTH TpsOBa BeAHara a ce NpeyCTaHOBH H 4KO € NOAXONALIO Na ce
3ar0YHE aNTEPHATHRHO JieucHHe (BIOKTE TO4kH 4.3 U 4.6).

Apyru
Kalcro A l'lpH npym aHTHXHﬂepTEHSHBHH JIEKRPCTBB,, ﬂpﬁKﬂMepHDTD MNOHHXCHHNEC HA Kp’hBHOTO HANIAI'aHE HpH

NAaUMEHTH ¢ UCXEMHYHA O0/IECT Ha CBPLIETO WIM UCXEMUYHA MO3BYHO-CHA0BA OOJIECT MOXKE Aa J0BEAC A0
MHQAPKT HA MHOKAPpAa HWIH MHCYIIT.

To3u NeKapcTBEeH NPOAYKT ChAbPXa jJaKTo3a. [TlauueHTH ¢ peAKH HacheACTBCHH NpodiieMH, KaTo
HE[MOHOCHMOCT KbM rajiakTo3a, Lapp-nakroseH AeQULAT Wik TIFOK030-TalaKTO3Ha MaadcopOLus He

TpabBa a npueMaT TO3M JIEKAPCTBEH NPOAYKT.
4.5 B3aamojeilicTBHE ¢ APYrH JIEKAPCTBCHHE NPOAYKTH A APYra GOopMH Ha B3aHMOACHCTBHE
EdeKTn HA APYrH JIeKAPCTBA BbPXY 0AMECAPTaH MEIOKCOMHEII

Lpyeu anmuxunepmen3sugrnu iexapcmsa
[ToHKaBaIMAT KPBBHOTO HaJIAraHe eekT Ha oJiMecapTaH MEJOKCOMHI MOXe 1a 6b/1¢ yCHIIEH upe3
e AHOBPEMEHHOTO MPUI0KEHHE HA APYTd AaHTHXHIIEPTEH3HBHH NCKApCTBA.

ACE unuxubumopu, anzuomenzun-11 peyenmopnu baoxepu wiu anuckupen

TTaHHH OT KIMHHYHH NPOYYBAHHUA NOKA3BaT, 4¢ ABOMHOTO DNIOKHpaHE Ha peHUH-AHTHOTEH3UH-
anpocrepoHosara cuctema (PAAC) upes komOuHMpanata ynorpeba Ha ACE nuHxuburopu, aurdoreHsut I1-
peLienTOpHH GIOKEPH WM aAJIMCKHPEH CE CBBP3Ba ¢ NO-BUCOKA YECTOTA Ha HEXENAHK CHOMTHA, KaTO
HaNpUMEP XMIIOTOHHS, XHIIEPKATHEMHA M HaMalaBaHe Ha Ob0peunaTa QyHKiMA (BKITIOYMTENHO OCTpa
6b0peyHa HeAOCTaTHYHOCT), B CPABHEHHKE ¢ ynoTpebaTa caMo Ha €IHO CPEeACTBo, AcHcTRalLO BEpXY PAAC
(BiokTe. Touku 4.3,4.4 1 5.1).

Kanueeu dobasxu u xkarui-cexpanseayu ouypemuyu

Bazupaiixut ce Ha OMMTA ¢ APYry JIEKAPCTBA, NOBIUABAIH PEHHH-aHTHOTEHIHH-AIOCTEPOHOBATA CUCTEMA,
€AHOBPEMEHHOTO MPUIOKEHHUE Ha KATHH-ChXpaHABaIlUM JHYPETHLM, KATHEBH N00aBKM, CONECBH A0DABKH,
ChABPKALH KaHii WIH OPYTH IEKAPCTBA, KOHTO MOTaT Aa YBENH4AaT HUBATA Ha CEPYMHHS Kanuii (Hamnp.
XenapHH), MOXKe /12 NOBEE RO MOBHLIEHHE HA CepYMHHA Kaui (BHKTe Touka 4.4). ETo 32110 He ce
NpenopsYBa eAHOBPEMEHHO NPUIOKEHHE.

Hecmepouonu npomusosv3narumennu cpeocmsa (HCIIBC)
HCIIBC (BIIOYMTENHO ALIETHICATHIMAOBRA KHCENHHA B A03H >3 g/neH u COX-2 unxuburopure ) u
aHrMOTeH3UH-1] pelenTOpHUTE AHTACOHMCTH MOTAT Aa HMaT CHHEPru4eH eQeKT BbpXy HAMAICHHETO HA
riomepynnara Gurrpauua. [Ipu ennoppemenHoTo npuioxenre Ha HCIIBC v Ha aHrHoTeH3UH-1]
peLIeNITOPHHA AHTATOHHCTH MOJKE J1a ce nosABM ocTpa Ob6peuna HeAoCTaThYHOCT. [IpenopbyBa ce
npocineassaHe Ha 6rOpeuHaTa QyHKUHMA HA NALMEHTA B HAYAJIOTO HA IEYEHHETO H PEAOBHA XMAPATALHUA Ha
NaluyeHTa. A

OcBeH TORa €JHOBPEMEHHOTO NPHIOKEHHE MOXKE 3 /1I0BEJI€ 0 NMOHMKCHHE Ha aHT
Ha aHrHOTEeH3UH-1] peLierTOpHUTE AHTAFOHKHCTH, KOSTO BOAM A0 YacTHYHa 3aryda H

Konecesenam, nexapcmeo, Koemo C8bp38a HCAbYHUME KUCEAUNY




EZHOBPEMEHHOTO NPUIOKEHUE Ha KOJIECEBENAaM XHAPOXIIOPH, JICKapCTBO, KOETO CBBP3Ba AUTEYHHTE
KHCE/IMHU, HaMansAaBa CUCTEMHATA CKCNO3ULUA U MAKCUMAJIHATA IJIa3MEHA KOHUEHTpaLMA Ha OJIMeCapTaH U
HaMAJIARA S/IHMMHALIMOHHHA NOIYXXHBOT (t12). [IpunoiceHuero Ha oMecapTaH MENOKCOMII MOHe 4 yaca
npeaH KoJeceBelaM XUAPOXIOpH A HaMansasa eeKTa OT JIEKapCTBeHO B3aumoaeicTaue. [Ipunoxenuero Ha
ONIMECapTaH MEZOKCOMMII MIOHE 4 4aca npeay KoJeceBenaM XUAPOXAopU/ TpAOBa Na ce HMa NMPEABU (BHKTE
TOYKa 5.2).

Hpyau semyecmsa
Cnen neueHue ¢ aHTHaik] (ATYMHHHEB MarHe3HeB XBIpoKcHua) ce Habmonasa yMepeHoO HaMaJIEHHE Ha

OHOHAIMYHOCTTA Ha onMecapTaHd. EqHoppeMerHOTO nprioxeHye Ha BapdapuH ¥ IUrOKCHH HEe OKa3pa e(eKT
BbPXY (PapMakOKHHETHKATA HAa OJIMECapTaH.

EdexTn 52 oaMecapTan MEA0KCOMA BLPXY APYrH JIEKAPCTBA

Jumuii

[pu eAHOBPEMEHHOTO MPHWIOKEHHE HA JIUTHI ¢ MHXUOUTOPH HA AHTMOTEH3MH-KOHBEPTHPALUHS €H3HM H
aHrmoTeH3nH-I1 penenropHH aHTaroHUCTH ¢ Hab/MoOAaBaHO OOpAaTHMO MOBHILECHHE HA CEPYMHHA JIMTHH H
TOKCHYHOCTTa MYy. ETO 3a1110 He ce npenoprsyBa eHOBPEMEHHOTO MPHJIOKEHHME HA JIUTHH C ONIMecapTaH
MeI0KCOMM (BIDKTE To4Ka 4.4). AKO €JHOBPEMEHHOTO NMPUNOKEHHE € HAJIOXKUTENIHO, C€ NPeropbUBa

BHHMMATENHO NPOC/IeaIBaHe HA CepYMHMS JIUTHH.

Ilpyau sewjecmesa
B cnenudyyHy KAMHUYMHY H3NKWTBAHUA ChC 3ApaBU ROOPOBOJILH ca Npoy4YeHH BapdapuH, JUTOKCHH,

auTHauuA (MarHe3HeB aATyMHHHEB XHIPOKCH), XHAPOXNopoTydasun u npasactatud. He ca Habmonasanu
KITMHUYHO 3HAYMMH B3aHMOECHCTBUA H B YACTHOCT OJIMECAPTaH MEJOKCOMMWI HE OKa3Ba 3HAYUTENEH edeKT
BBPXY (apMakoxvHeTHKaTa ¥ (papMakoaHHaMHKaTa Ha Bap(aprH U BrpXY (PapMaKOKHHETHKATa Ha
OKUTCOKCHH.

OnmecapTaH MeIOKCOMIII He OKa3Ba KIMHHYHO 3HAYUM HHXUOHUTOpEH edeKT in vifro pupxy nuroxpom P450
en3uMure 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1n 3A4 Ha xopa. He oka3sa wnu yMa MEHHMAJICH MHAYLHpaLl

edexT BbpXy aKTUBHOCTTA Ha LHTOXpoM P450 npu ribxoee. ETo 3ai10 He ca mpoBexAaHU MMPOyBaHHA 3a
B3aUMOAcHcCTBHA in Vvivo ¢ H3BECTHH MHXUOHTOPH K HHAYKTOPH Ha P450 nuroxpoM eH3HMa B He ce OYaKBaT

KIHHHYHO 3HAYMMM B3aHMOIEHCTBHA MEXy ONMecapTaH M JIEKapCTBa, KOMTO ce MeTabomu3npar ot
ropenzbpoenure uuToxpoM P450 eHsumn.

[TeauaTpuyHa nomoyJaanus
[TpoyuBaHusa 3a B3auMoAcHCTBHA Ca MPOBEKAAHU CaMO MPH BL3PACTHH.

He e u3BecTHO nanu B3anMonelicTBHATA NPH AElla Ca CXOJHH C TE3M NPH Bb3PACTHHU.
4.6 @eprannrTer, peMEeHBOCT H KhPMEHE

bpeMeHHOCT

[MpunoxeHHeTO Ha aHrHOTEeH34H II AaHTarOHHCTH HE Ce NpenopbUBa N0 BpEME HA MEPBHA TPHMECTBP HA
OpeMmenHocTTa (BIDKTE TO4Ka 4.4). [IpunoxeHueTo Ha aHrHOTEH3HH 11 aHTAroHMCTH HE ce MpenoprYBa No
BpEMe Ha 2-pH H 3-TH TPHMECTBP OoT OpeMEHHOCTTa (BHXKTE TOUKA 4.3 1 4.4).

EnHaeMHONOrd4HHTE JAHHH OTHOCHO PHCKA OT TEPATONeHHOCT clied eKcno3uuua Ha ACE-sHXubuTOpY 1o
BpeMe Ha [TBPBUSA TPUMECTBP OT OpEeMEHHOCTTA He ¢a yOeaHTe/IHH; HE3ABHCHMO OT TOBa HE MOXE [1a Ce
H3K/IIOYH JIEKO YBEJIHYCHHE HA PHCKA. Th# KAMo HAMA KORMPOAUPAHU eRUOeMUOROZUNHY OaKHU 3G PUCK NpU
anzuomenzun Il aumazonucmiume, noO0OHU pucKkoee Modce Od ca HAAUYKU ¥ NPU MO3U KAAcC .uempcmfa,
OcBeH aKo NPOAKDKEHHETO Ha JIEYCHUETO © aHrHOTEH3HH [l aHTaroHUCT He € OT CHLIECTBE
naHeHTKUTEe, KOUTO IUTaHHpaT OpEMEHHOCT, TpA0Ba Ja MPEeMHHAT Ha APYro aHTHXHUIEPTYS 2%\,
KOETO € ¢ AoKa3aH npogun Ha 6e3onacHocT npH 6pemenHoct. [Ipu AuardocTuiMpane HA/Of E
JICYEHHETO ¢ aHruoTeHsHH Il aHTaronucTy Tpsabsa peaHara 1a ce NpeyCTaHOBH U NPH HO! - o) _ 5_ - "'Q\
MPUIOKAT APYTH JISIEHHS. | By AR | ]




H3BecTHO €, ye iedeHHeTOo ¢ AHrMOTEeH3uH [l aHTarOHUCTH N0 BpeMe Ha BTOPU U TPETY TPUMECThP HHAYLIMpa
¢deToTOKCHUYHOCT NMpH Xopa (HamaneHa 6b6peuHa PpyHKUMA, ONUroXUapaMHHOH, 3abaBsHe Ha ocudukauudaTa
Ha YEpena) i HEOHATAJIHA TOKCHYHOCT (OpOpeuHa HEROCTATBYHOCT, XHIIOTOHHSA, XHIIEPKAIUEMHS ). (BUXKTE
owe Touxa 5.3 , JIpeaAkIMHHYHH AaHHHU 3a Oe3onacHoCT”).

[Ipu excnio3uuma Ha aHruoTeH3uH Il aHTaroHUCTH Npe3 BTOPH H TPETU TPUMECTBP OT OPEMEHHOCTTA Ce
npenopbyBa YIATPa3ByKOBRO npocneassade Ha ObOpeunara gyHKuMA 4 Ha yepena. Kbvpmauera, UMMTO Mailku
ca NpHeMaJId aHrnoTeH3uH Il aHTaroHucT no BpeMe Ha OpeMEHHOCTTA, TPAOBA BHUMATENHO A CE
NPOCIAEAARAT 33 XMIIOTOHHA (BHXKTE ome To4ka 4.3 u 4.4).

KspmeHe
OnMecapraH ce eKCKpPETHpa B MISKOTO HA KbPMEIIM ILTBXOBE, HO HE € H3BECTHO Jany ONIMECapTaH ce

eKCKpeTdpa B KbpMara npu xopa. [lopanu nunca Ha HHGOpMaLus 33 NPUIOKEHWETO Ha OJIMECAPTAH NO
BpeMe Ha KbPMEHE, IPOAYKTHT HE Ce MPENopbyBa U ce NPEANOYHMTAT JPYIrH JIEYCHHA ¢ N0-A00pe yCTaHOBEH
npodun Ha 6e30MaCHOCT MO BPEME HA KbPMEHE, 0COOEHO NPU KbpPMEHE Ha HOBOPOASHO WM NP
NpeXASBPEMEHHO POJASHHU.

4.7 EdexTn Bppxy cnocobnocrTa 3a modrpase H pabora ¢ MAIIHEH

Oncapr nopausBa B MaJIKa WIM YMEPEHA CTENCH CNOCOOHOCTTA 33 WwodHpase u padoTa ¢ MaliuHH,
[IoHskora Mose na ce NoABH 3aMagHOCT WIH YMOpPa NpPH NALMEHTH, KOHTO NPUEMAT AHTUXUINEPTCH3IHBHU
JIeKapcTBa, KOETO MOXKE ia HaMaIH CIIOCOOHOCTTA 3a pearHpaHe.

4.8 Hexenann nexapcTBeHA peaKIHA

O6o0menne na npodnia ma GesonacHoCT

Haii-yecTo crob1aBaHUTE HEXEIIAHU PEaKLMM NPH IEYSHHE C OJIMEcapTad MeJOKCOMUI ca rnasodbonue (7,7
%), rpunonoaobHu cummromu (4,0 %) u 3amassocr (3,7 %).

B nnauebo-kOHTpOAUpaHH NIpOYyYBaHUA ¢ MOHOTEpAIIHi, € JMHHCTBCHATA HEXKEIAHA peaKLMs, KOSTO
HEJBYCMHCJIEHO € CBBbP3aHa C JICYCHHETO € 3aMasHOCT (2,5 % JecToTaTa NpH ONMEcapTaH MEOOKCOMHKI K
0,9% npu nnauebo). YecToTara € ChLO MANKO NO-BUCOKA NPH OJIMEcapTaH MEAOKCOMIII B CPABHEHHE C
ranebo 3a xuneprpurauuepuaemus (2,0 % cnpamo 1,1 %) v 3a ysennyeHs HMBa Ha KpeaTHHUH
docdoxunaza (1,3 % cnipsamo 0,7 %).

Tabauna ¢ BeXxe/1aHH peaKIuH:

HexenaHure nexapcTBeHd peakuuy or ynorpebara Ha QncapT B KIHHHYHHA OPOYUYBAHKA, NPOyYBaHHA 34
6e3onmacHOCT cliel paspeluaBaHe 3a ynorpeda u ot cnoHTaHHHTE ChoOLLeHnd ca obeaquHeHu B Tabnuuara no-

oy.

CnenHara TEpMHHOJIOIHA € W3N0/A3BaHA 38 KI1aCH(PULUMPAHE HA YECTOTATA HA HEXKEIAHHTE PEaKLIHH:
MHoro uectd (=1/10); wectu (=1/100 no <1/10); Heuectn (=1/1 000 no <1/100); peaxu (=1/10 000 oo <1/1
000); muoro peaku (<1/10 000), c rensBecTHa yecToTa (HE MOXKE Aa OBbAE ONPEACNICHA OT HATTMYHHTE
OaHHH).

MedDRA cucrema/opran kaac | Hexenann peaknnn Hecrora
Hapymenns Ha kxpwBra M | TpombonuroneHus Heuectn
aumbHaTa cucrema
Hapymenus  Ha ~ MMyHHata | AHAQWIAKTHYHA peakLus Heuectn
CHCTEMA
Hapymienna Ha merabonusma H | XunepkajideMus Penxu
XpaHEeHeTo XHUnepTpUriuLepUaeMHs YecTH

| XHnepypHKEMHA YecTH
Hapyienus Ha HepBHaTa | 3aMagHOCT Yectn
CHCTEMA [ ‘naBobosne | HecTn
Hapymenus Ha  yxor0 U | CBeTOBBpTENK Heuecti
nabupuHTa
ChbpaeyHy HapyleHUs AHIMHa OEKTOPHUC HeuectH
CpaoBu HapylleHHS | Xunorouns Penxu




Pecnuparophu, IPBOHM H | bpoHxuT YecTH
MEAHACTHHAIIHM HAPY1IECHHA Kaninuna Yectn
OapUHIHT Yectu
Pusur Yectu
CromaiwiHo-upesHH HapywmeHus | KopemHua 6onka Yectu
Hunapus YectH
Jucnencus Yecru
['acTpOeHTEpPHT YectH
I'anene HecTn
IlospbuiaHe Heuectu
HUHTECTUHANEH aHTHOENEM Penku
I'myrenoBa eHreponarus (Bwkre | MHOro peaxu
| Touka 4.4)
XenatobuanapHu HapylUECHHA ABTOMMYHEH xenaTut* C Heu3BecTHA YECTOTA
HapywieHus Ha  KoxKara U | AHTHOEIEM Penxu
MOAKOXKHATA THKaH AnepruyeH RepMaTuT Heuectn
Ex3aHTeM | Heuectn
Copbex HeuyectH
O6pus Heuectn
YpTHKApUA Heuectn
HapymeHus Ha  MyCKYJHO- | ApTpUT Yectu
CKEJICTHATA CHCTEMA H | bonka B repba YectH
CHECIUHHTEIIHATA ThKaH MyckyJieH crna3pm Penxu
Muanrus Heuectn
bonka B KOCTHUTE YecTH
Hapywenns nHa OBOpeuure u | Octpa 610peyna nepocraTbyHoCcT | Penku
MUKOYHUTE IThTHINA XeMarypus YecTH
br0peuna HeAOCTATBYHOCT Penxu
WUndexumsa Ha ypudHapHus TpakT | HYectu
Obum HapywieHH H epexkTud HAa | ACTCHHUA | Heuectn
MACTOTO HA NPHIOXKEHHE bonka B repaure YectH
OTOK Ha NHUETO Heuectu
YMopa Yectu
[ punonogobHu CHMOTOMH YecTH
Anarus Penku
be3nokoiCTBO Heyectn
bonka YectH
[Tlepudeper oTok Yectu
Hscneppanus [ToBuiteHu HMBA HA KpeaTUHHUH B | Peaku
KpbBTa
IloBuinend HMBA Ha KpeaTHHHUH | Hectu
¢pocdokuHaza B KpeBTA
IloBuuienue Ha ypeara B KppBra | HecTu
HoBuiuenu HHB2 Ha | YectH
4YEPHOAPOOHH EHINMH

*IIpe3 nocTMapKkeTUHIoBUA NMEPUOL Ce ChOOIIABA 34 CTy4YaH HA AaBTOHMYHEH XeNaTUT C IATeHTEH [IEPHOA OT
HAKOJIKO Mecelia 10 roiMHH, KOUTO ca 0OpaTHMHM clle]] CIIpaHe Ha NpHeMa Ha ofMeca

Joxknansanu ca eAMHHYHM C/Iy4Yad Ha paOJOMMOIH32 BbB BPB3Ka C [IPMEMa Ha aHIHO
bnokepmu.

ONBJIHUTCIHA HHQOpMAILIHA 34 CIICIHATHH NOITYJIatliH
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IleauaTpuyHa nonyaauus

be3onacHocTTa HA ONIMECAPTAH MEAOKCOMMII € NPOCIEaABAHA 110 BPEME HA ABE€ KIIMHWYHU NPOYYBAHMUSA [PH
361 neua u 10HOIIM, HA BB3PAcT OT | 7o 17 rogusn. Benpexy 4e XapakTepbT U TEKECTTA HA HEKEIAHHUTE
PEAaKIHH € CXOAHA C Ta3d Ha Bb3PAacTHHUTE, YECTOTATA HA CICAHMTE PEaKI{UH € [10-BUCOKA NpH AcLa:

- KpnBOTEUEeHHE OT HOCA € YecTa HexkeJiaHa peakuma npu acua (t.e. = 1/100 oo < 1/10), xosato He e
6wia nHabnrogaBaHa nNpy Bb3PaCTHH.

[To BpeMe Ha 3-ceaMH4HO ABOHHOCIANO NPOYYBaHE, YECTOTA HA BL3HUKHAIIUTE O BpeMe Ha
JICYEHHETO 3aMadHOCT H rnapofonue ca noyTyd ABOHHO OBEYE NPH Aeua Ha BB3pacT 6-17 roauHu B
rpynara, IpueMajid BUCOKH JO3H OJIMECAPTAH MEAOKCOMMII.

Karo uano npo¢puibT Ha 6€30NaCHOCT Ha OIMECAPTAH MEAOKCOMMIL NIPH NIEIUATPHYHHU MALHEHTH HE CE
pa3NH4aBa 3HaYMTEIHO OT npoduna Ha 6€30MacHOCT NMPH BB3PaCTHH.

Crapuecka BRR3pacT (65 unu noseye roonHm
[Ip1 nauueHTH B CTAP4ECKa BH3PACT HECTOTATA HA XHITOTOHMATA € JIEKO NTOBULIEHA OT PAAKA HA HEYeCTa.

Crobuiagane Ha NOAO3UPAHY HEXKEJaHHU peaKLHU

Cro0IIaBaHeTo Ha NoAO3MPaHK HeXKeNaHu NEeKAPCTBEHH peaKlMU Cleq pa3peluasane 3a ynorpeda Ha
NEKapCTBEHHA NMPOAYKT € BAXKHO. ToBa 0o3BONABA Aa NPOAB/DKU HAOIIOACHHETO Ha ChOTHOLIEHHETO
Noa3a/pUCK 33 JIEKapCTBEHUA NMPOAYKT. Or MEAHLIMHCKHUTE CIICHMAJIMCTH C€ M3KCKBA Aa ChOoOLIAaRaT BCAKA

noao3npada HEXCIaHa pCaKLuAa 4YPC3.

HM3nbenHY4TENHA areHUMA N0 JEKapCTBATA
yn. ,,JamsaH I'pyes” Ne 8

1303 Codusa, bpnrapus

Ten.: +35 928903417

yeOcaiiT: www.bda.bg

4.9 Ilpeno3mpane

MMa ocxeaHM JaHHH 33 npeao3upase npu xopa. Hall-BeposSTHHAT CUMIITOM NPH Npeao3upaHe € XUMOTOHMS.
B cnyyait Ha npeao3dpaHe, CCTOAHUETO Ha NALUMEHTA Ce [IPOCiieisiBa BHUMATE/IHO H CE€ NpHiara
CHMOTOMATHYHO H NOIIBPKALLQ JICUEHHE,

Hama undopmanya janu oJIMECApTaH Ce OYMCTBA C AHANH3A.

5. ®APMAKOJIOIHYHU CBOHCTBA
5.1 DapmMaxoxHHAMHYHH CBOHCTBA
dapmakorepanesTHyHa rpyna: AuruorensuH Il anraronuctu, ATC koa: CO9CAOQS.

MexaHuzbM Ha aelicreue/@apmaxoanHaMHUHH edeKTu

OnmecapTaH MEAOKCOMHKII € MOLLEH, IEpOpaIHO aKTHBEH, CENIEKTHBEH aHrHoTeH3HH Il petenTopen (Tun
AT)) anraronuct. Ilpeanonara ce, ye 6nokupa BCHUKK AecTBUA HAa aHrMoTeH3uH I, Meauupanu upes AT,
PELUENTOPHTE, HE3ABHCHMO OT H3TOYHHMKA M HAYWHA HA CHHTE3UpaHe Ha aHruored3uH ll. CenekruBHUAT
aHTaroHu3bM Ha aHrHoTeHs3uH Il (AT)) — penenropure BoAM A0 YBEIHYEHUE HA [UIA3SMEHHTE HMBA HA PpeHHHA
M H2 KOHLIEHTPAUMHTE Ha aHrdoTeH3uH 1 u [I, kakro u B u3BECTHA CTENEH HAMANCHUE HA IVIA3SMECHUTE HHBA

Ha al100CTCpOHA.

AHruoreH3uH Il e rmaBHMAT Ba30AKTHBEH XOPMOH Ha PEHHH-AHIHOTEH3HH-AIA0CTEPOHOBATA CHCTEMA U
Mrpae BaXkHa poJid B NaToreHe3ara Ha xunepronuaTa upes tun 1 (AT:) peuenrropure.

KnunnyHa epukacHocr 4 6e30nacHoCT
[Ipy xuneproHHs oIMecapTaH MeJOKCOMIUI BOAHU B0 A030-3aBHCHMO, NPOABIDKHTENHO
apTePHATIHOTO KPhBHO HandraHe. Hama JaHHM 3a XMIIOTOHMA HA [THPBATa 4034, 32 TAXK(
NPOABL/DKHTENHO JISUSHHE WM 3a pebayHa-XunepTonUa ciel MpeyCcTAHOBABAHE HA Teps
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EZHOKPaTHOTO NPWIOKEHUE HA OIMECApTaH MEJOKCOMMII OCHTYPABa €(EeKTHBHO H IUIABHO MOHW)KEHHE Ha

APTEPUAHOTO HANAraHe B MPOABL/DKEHHE Ha uenua 24-4acoB 10308 HHTEpBall. EAHOKPaTHOTO NIPUIOKEHHE
Ha neH BOAM IO HAMAICHHUE HA APTEPUATHOTO HAJLIraHe, €AHAKBO C TOBA HA NPWIOKEHHE HA ChluaTa odLa

JHEBHA A03a ABa ITbTH AHEBHO.

[Tpu NPOABIDKUTENHO NPHIOKEHHE, MAKCUMAIHO TMIOHIKABAHE HA APTEPUAIHOTO HANATaHe Ce NI0CTHra 8
CeIMHLM Clle]] 3afl04BaHe Ha TEPANMATA, BHIIPEKH Y€ 3HAUHTEIHO HaMaleHue ce Ha0/II0aBa OlIe ClIE]
ObPBHTE 2 CEAMHLIA OT NedeHHeTo. ENHOBpPEMEHHOTO NPHIOKEHHE C XHAPOXIOPOTHA3K] ce noHaca A00pe u
BOJM JI0 AOITBIHHTENHO [MOHWDKEHUE HA APTEPHATHOTO HANAraHe.

Bce olile He € H3BecTeH eeKThT Ha ONMecapTaH BbpXy CMBbPTHOCTTA M 3a00/ie€BaeMOCTTa,

B npoyusanero Randomised Olmesartan and Diabetes Microalbuminuria Prevention (ROADMAP,
PanzoMu3MpaHe Ha OJMECapTaH M NPeBeHUHS Ha AuabeTHa MUKPOANTOYMHHYpHA) NPpH 4 447 nalMeHTu ¢
nuabeT THN 2, HOpMOAGYMHHYPHA K NOHE eJ1H JONbIHUTENEH ChPAEHHOCHA0B PHCKOB QakTop, uacnesa
AATH JIEYEHUETO ¢ OJIMECApPTAH MOXe aa 3a0aBu HayanoTo Ha MHKpoanOymuHypus. [1o BpeMe Ha cpennus
MpocJeAABal NEPHOA OT 3,2 rOAUHYM, MAUUEHTHUTE NOTY4aBaT OJIMECAPTAH WM I1auedo B JOMBIHEHHE KbM
NPyrH aHTUXHMIIEPTEH3UBHHU NeKapcTBa, ¢ u3kmoyeHne Ha ACE nHXuOMTOpH Wil aHFMOTEH3UH PeLENITOPHH

onoxeru (ARB).

3a repsUYHATA KpailiHa e MpOy4YBAaHETO NOKA3BA 3HAYHTE/IHO HAMAJIABAHE HAa BPEMETO 3a HaYaslo Ha
MHKpOaJOYMHHYpHS B noj3a Ha oamMecapraH. Cnen Kopekiua Ha pasjIMKMTe B aDTEPUATHOTO HaJlSraHe TOBa
MOHMKEHHE HA PHCKA BEYE HE € CTATHCTHYECKH 3HA4UUMO, KaTo 8,2 % (178 ot 2 160) ot nauueHTHTE OT

rpynara Ha onMecaptad 1 9,8 % (210 ot 2 139) B nnaue6o rpynara ca pa3Buiid MUKpoaIbyMuHypus.

[To oTHOLIIEHHE HA BTOPHYHHTE KpalHH Ue/H, ChPASYHOCHAOBH HHUMACHLM BE3HUKBAT npyt 96 nanuwenra
(4,3 %) npn oaMecaprad ¥ Npy 94 nauuenTa (4,2 %) npu miauedo. HecToTara Ha CHPASYHOCHAOBA
CMBPTHOCT € [10-BHCOKA NPH IEYEHHETO ¢ ONIMECapTaH B cpaBHeHHe ¢ ruiatiebo (15 naumenra (0,7 %)
cnpamo 3 nauxenra (0,1 %)), Bbnpeku cxoaHuTe HMBa Ha HedaTtaneH YHCYAT (14 nauwpenTa (0,6 %) cnpamo
8 nmauuenra (0,4 %)), nedaranen muokapned nadapkr (17 naumenta (0,8 %) cnpsamo 26 naumenTa (1,2 %))
M CMBPTHOCT, Pa3jid4Ha OT ChPACYHOCHAOBA, (11 naunenTa (0,5 %) cnpaMo 12 naumenra (0,5 %)). ObLuara
CMBPTHOCT [IPH OJIMECAPTaH € YHCIEeHO nouineHa (26 nauuenTa (1,2 %) cnpamo 15 naupenra (0,7 %)),
KOETO € CJIEACTBHE OCHOBHO OT MO-BHCOKHA Opoil paTaiHK CHPACYHOCHAOBH HHLIMIEHTH.

ITpoyusanero Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic Nephropathy Trial
(ORIENT, OnmMecapTad HaMalsiBa 4€CTOTATA HA TEPMHHAIHATA crencH Ha 6pbpeuna Sonect npu AvabeTna
HedponaTus) uicneasa edexTuTe Ha ONMecapTaH BbpXy ObOpeYHHTE U CHPAEYHOCHAOBH KDAHHH pe3y/ITaTy
npu 577 paHaoMuzupany naimedTy ot Anonus u Kurail ¢ nuaber THn 2 ¢ u3sseHa HedponaTud. Ilo Bpeme
Ha CpefHHS MeaMo/] Ha IpocaessBaHe oT 3,1 roguHH, NauMeHTUTe NOoJIy4YaBaT WK OIMecapTaH, Wil
nnaneto B JOMBJIHEHHE KbM APYrd aHTUXHIEPTEH3KBHH JieKapcTBa, BIUTIOYHTENHO H ACE nHxnbuTopH.

[TppBHYHAaTA KOMOMHKpaHa KpaiiHa Lien (BpeMe 10 NbpPBHA Cly4aid Ha yABOsiBaHe HA CEPYMH#A KPEaTHHHH,
TepMMHa/Ha creneH Ha 6p0peuHa 6onect, o6wa cMbpTHOCT) c¢ Habmonasa npu 116 mauMeHTH B rpynara Ha
onmecaprad (41,4 %) u npu 129 naumeHTH B rpynara Ha wiaueto (45,4 %) (HR 0,97 (95 % C1 0,75 no
1,24); p = 0,791). KomOuHHpaHaTa BTOpMYHA ChpPAEUHOCHAOBA KpaifHa uej ce Habaronasa npH 40 nauMeHTa,
NeKyBaHH ¢ onMecapTa, (14,2 %) u npu 53 naimeHTa, ekyBanu ¢ miauebo (18,7). Tasu koMOuHHpaHa
ChbPACYHOCHAOBA KpaliHa Le/ BKIIIOUBA ChpACYHOCHAOBA cMBbpT Npu 10 (3,5 %) nauuenTa, npuemManu
onmecapras, cnpamo 3 (1,1 %), npuemanu mnauebo, obia cMBPTHOCT CHOTBETHO 19 (6,7 %) cnpamo 20 (7,0
%), Hedaranen uncyar 8 (2,8 %) copamo 11 (3,9 %) u Hedaranen muokapaeH uadapkr 3 (1,1 %) copamo 7
(2.5 %).

[TenuaTpuyna nonyaauus P e
AHTHXHIIEPTEHIUBHUAT e)eKT Ha ONMECAPTaH MEAOKCOMMWI B NEAHATPUYHA ITOITYJIaLMA € 20
eIHO paHAOMM3HPAaHO, ABOHHO-CIANO0, IUIaLe00-KOHTPOIMpaHO npoyusane npu 302 nau
XHIEPTOHUA Ha Bb3pacT 6-17 roauus. M3cnensanara nomyaums ¢e € CbCTOANA OT €AH
M3LAJIO YEPHOKOXH MAHEHTH U eaHa koxopra o1 190 nauxeHTH OT pa3niuyuHH pacH, 38

4yepHOKOXH. ETHONOrHATa HA XHNEpTOHKMATA € Onla OCHOBHO €CCHIIMANHA XMITEPTOHHA
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Ha YepHoKoxuHTe M 67 % oT cMecenara koxopra). [Taupenture ¢ Terno 20 no < 335 kg ca bunu
paHOOMH3HpPaHH KbM A03a OT 2,5 mg (Hucka ao3a) wid 20 mg (BHCOKa N03a) 0JiMecapTaH MEIOKCOMMII,
BeJHBXK JHEBHO, @ NalHeHTUTE ¢ Terno > 35 kg ca 6unH panaoMu3upalu KeM 5 mg (HHCKa go3a) win 40 mg
(BHCOKA J03a) OJIMECAPTaH MEAOKCOMMIL, BEAHBX AJHEBHO. OnMecapTaH MEAOKCOMMIT 3HAUNTETHO HaMaliBa
KAaKTO CHCTOJIHOTO, TaKa H AHACTOJIHOTO HANAraHEe NO A0303aBUCHM HAYMH CIICA aaanTupaHe cnpsaMo
Ters1oTo. Kakro npu HHCKM, TAKA U NPH BUCOKH 103U, OJIMECapTaH MEJOKCOMII 3HAYHTE/IHO HAMaJIsABa
CHCTOJHOTO HansraHe choTBETHO ¢ 6,6 1 11,9 mmHg cnpamo usxoanoro HuBo. To3u epekr ce Habmonasa u
110 BpeME Ha 2 ceMHYHA paHJoOMHK3HpaHa (a3a Ha OTHEMaHE, fIPH KOETO H CPEAHOTO CHCTOJIHO U IHACTONHO
apTepHAIHO HANAraHe MOKA3BaT CTATHCTUMECKU 3HAYHM pebayHa edekT B 11auebo rpynara, B CpaBHEHHE C
rpynara npuemana onmecapraHl. JleueHuero e 610 ePEKTHBHO NPH NEAHATPHYHHTE NALMEHTH, KAKTO C
bPBUYHA, TAKa U C BTOPUYHA XHNEPTOHUA. KakTo € YCTaHOBEHO B NOMYJIALMATA HA Bh3PACTHUTE NALIMEHTH,
pPeAYKLHATA HA KPBEBHOTO HANATAHE € M0-MaJIKa [PH YEPHOKOKHTE NMALHEHTH.

B criuoTo npoyusane, 59 nauueHTH Ha BB3pacT oT 1 o S rogunu ¢ terno > 5 kg, nonyvasar 0,3 mg/kg
OJIMECAPTaH MEJOKCOMMJI BEAHBXK JHEBHO B MPOABILKEHUE HA TPH CEAMMLH 110 BpeMe Ha oTBopeHa (aza,
ClIEN KOETO Ca PaHIOMHU3HPaHH Aa NOTy4aBaT OIMECapTaH MeJOKCOMHII HiIH w1auehbo B ABokiHocnana gasa.
B xpas Ha BTOpaTa ceAMHULA CJIe] OTHEMAHETO, CPEAHOTO CUCTOIHO/QHACTONHO KPBBHO HANSTaHe B Hali-
HHCKATA CH TOuKa € 6uno ¢ 3/3 mmHg no-HMCKO B rpynara paHIOMH3HpaHa KbM OJIMECAPTaAH MEAOKCOMMIL.
Ta3u pa3nuka B KpHBHOTO HasAraHe He e 6una crarucruueckH 3RauuMa (95 % C.I1. -2 no 7/-1 no 7).

EQ! ra HH@OEMM

Jle roneMu paHaoMu3upaHi KoHTponupaHu npoyuaHus — ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Texywmo rnobanto usnnreaHe 3a KpaiiHH TOMKM Ha
TeJIMHCAPTAH, CAMOCTOATENHO H B KoMOKHauus ¢ pamunpwit) H VA NEPHRON-D (Knuuuuno npoyusane
CBBP3aHO ¢ pa3BUTHE Ha HedponaTus npu nuader, nposeaeHo 0T MHHHCTEPCTBO O BBAPOCHTE HA
BETEPAHMTE) — Mpoy4Bar ynotpebara Ha komGuHauuara or ACE unxuburop u anruorensut Il-penenropen
bnokep.

ONTARGET e npoyupaHe, NpOBENECHO NpPH NallHEHTH C AHAMHE3a 33 ChPACYHO-CBROBA WIH MO3BYHOCHA0BA
Oonect, wiH 3axapeH auaber Ty 2, NpUAPYIKEHHN C JaHHU 33 YBPEKAAHE Ha ePeKTOpHH opraHi. VA
NEPHRON-D e npoyusaHe npu naiMeHTy cbe 3axape quader Tun 2 u AuabeTHa HedponaTus.

Te3u npoyuBanus He MOKa3RaT 3Ha4YMM GnaronpusteH epexT BbpXy ObOpedyHHTe H/W1U ChPACYHO-ChAOBHTE
NOCIAEOHUH H CMBPTHOCT, KATO ChIEBPEMEHHO ¢a HAOMI01aBaHu NOBHIIEH PUCK OT XHNEPKAIMEMHS, OCTPO
yBpexaaHe Ha 6x0peunre U/WiK XMNOTOHUS B CPABHEHHE ¢ MOHOTepanuaATa. Karo ce uMar npeasua
CXOOHUTE MM papMaKOAMHAMMYHH CBOKMCTBA, TE3U pPe3y/ITaTH ca NpuwiokuMu K 3a Apyri ACE mHxuburopu
1 aHryuoreHsuH [I-peuenropuu 6nokepw.

ACE unaxuburopu 4 aHruoteHsuH Il-peuenropau Omokepu cnenoBatenHo HE TpaOBa Aa ce M3non3par
eIHOBPEMEHHO NpH nauueHTH ¢ AnaberHa negponarus.

ALTITUDE (KnuuuyHo npoyyBaHe NPOBeAEHO ¢ ATHCKUPEH NPH NaIlUeHTH Che 3axapeH auaber tum 2 ¢
H3N0N3BaHE HA CHPCYHO-CBAOBU U OBOpeuny 3a6onaBaHus KaTO KpaHHH TOUYKH) € NPOYYBRaHE,
npeAHa3HAYeHO /1a H3CIeBa noi3ara or 100aBAHeTO Ha AIMCKMPEH KbM CTaHaapTHa Tepanusd ¢ ACE
MHXHOUTOP WK aHIHOTeH3UH lI-peuentopeH 6a0kep NMpH NALMEHTH ChC 3axaped AHabeT THN 2 H XPOHUYHO
6u6peuno 3a0onasaHe, CEpACYHO-CBAOBO 3a00naBaHe WiH U asere. [Ipoyusanero € npekpaTeHo
NpexAeBpEMEHHO NOPaaM MOBUUIEH PHCK OT HebnaronpHATHM nocneauuy. Kakro cspaeuHo-cbioBaTa
CMBPT, TAKa U MHCYJITBT Ca M0-4YECTH B IPynarTa Ha aIMCKHPEH, OTKOJIKOTO B rpymnata Ha miauebo, a
[peACTABISBAINMTE HHTEPEC HEXKEIaHH ChOUTHSA M CEPHO3HH HEXEIAHH ChOUTHA (XHNEpKATMEMus,
XHNOTOHMA ¥ O6pOpeuHa quchyHKuMA) ce cboOIasaT No-4ecTo B rpynara Ha ATMCKHPEH, OTKONKOTO B
rpynara Ha rauedo.

52 ®apMAKOKHECTHYHE CBOHCTBA

Abcopbuud ¥ pasnpenencHye
Onmecaprad megoxcoMu € npexypcop. [Ipu abcopbupane oT raCTpOMHTECTHHAIHHA

npeBpbila BbB (hapMaKkoNOrH4HO aKTHBHUA MeTabonnT, onMecapTaH, OT eCTEpa3HTe B
B IIOPTATHATA KPBBHA MPEXKa.
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B nna3Marta WiIH €XCKPETHTE HE C€ OTKPUBAT aKTUBHOCTH HAa MHTAKTEH OIIMecapTaH MENOKCOMMIT WIH
MHTAKTHH CTPAaHWYHH Bepury Ha Meaokcomun. Cpeanara adconroTHa OHOHATMYHOCT HA OMECApPTaH,

npunoxkeH noa gopmMara Ha Tabnerku e 25,6 %.

Cpennata nukoBa nnia3MeHa KoHUeHTpauusa(Crax) HA OJIMECAPTAH CE IOCTHIa B PAMKHTE HA 2 Yaca cief
NEPOPATHO NPUIOKEHHE HA OJIMECAPTAH MEJOKCOMMWIL, A IJIA3MEHHUTE KOHLIEHTPAaLMH Ha OJIMEcapTaH
HAPACTBAT MOYTH JIMHEHHO ¢ HApacTBallld €IHOKPATHH NEPOpaHU 1034 10 okojo 80 mg.

XpaHaTa oka3Ba MUHMUMalEH eeKT BbpXy OMOHATHYHOCTTA Ha OJIMECApTaH K 3aT0BA OAMeEcapTaH
MEJOKCOMMI MOXKE Aa e npuaara ¢ unu 6e3 xpaHa.

He ce Ha6nm0aaBaT KNIMHUYHO 3HAYMMH [TONIOBO-3aBUCHMH Pa3IMKK BbB PapaMakOKMHETUKATA Ha
OJIMECAPTaH.

OsnMecapraH ce CBhpP3Ba BbB BHCOKA cTeNeH ¢ miasmenuTe 6errsim (99,7 %). Bonpekn ToBa, BB3MOKHOCTT2
33 KIIMHHYHO 3HAYMMH JIEKAPCTBCHH B3aUMOACHCTBUS HA OJIMECApTaH C JpYTH JIEKAPCTBA, CBhP3BAlllH CE BBB
BMCOKA CTeMNeH ¢ IU1asMeHHuTe OENThLH, Ype3 H3MECTBAHE OT MECTaTa 3a CBLP3BaHe € HHCKA (KOETO ce
NOTBbPKAABA OT JIMNCATA HA KIHHHYHO-3HaAYHMMHM B3aHUMOACHCTBHA MEKIY OIMECAPTaH MEIOKCOMMIT H
Bap(dapus). CBbP3BAHETO HA ONIMECAPTaH C KPbBHHUTE KJIETKH € He3HauuTe HO. CpeaHuat obem Ha
pasnpeaeleHHe ciel MHTPaBeHO3HO npwioxeHue € Marbk (16-29 1).

buorpancdopmMaivs U eTHMHHUPAHE

O6ukHoBeHO 06T mnazMer KikpbHC € 1,3 I/h (CV, 19 %) u e cpaBHUTENHO MATBK B CPABHEHHKE C
yepHOApoOHUA KpbBOTOK (0K0no 90 /h). Crien eIHOKpATHO MEpOPATHO NpUIOKeHue Ha GenasaH ¢ 'C-
onMecaprad Merokcomil, 10-16 % or paguoakTHBHOCTTA C€ OTKPHBA B YPHHATAa (IMO-rolsmMara 4acT B
paMKHUTe Ha 24 yaca OT NPWIOKEHHETO), a OCTATBKBT OT OTKPHTATa pafHOAKTHBHOCT C€ €KCKPETHPa BbB
theueca. Mmaliku npeasuj CHCTEMHATa HATHYHOCT OT 25,6 % MOxke Aa ce 3akimou, ye abcopbupanusT
ONIMECAPTaH ce eTMMHHHPA U upe3 On0peuHa ekckpeuus (okoso 40 %) u upe3 xenato-OMIHapHa ekckpeuua
(ox0n10 60 %). Ls10TO KOJIMYECTBO PAAHOAKTHBHOCT € HAEHTHOUIMPaHO KaTo oaMecapTad. He ce orxpusa
aApyr 3HaukuM MetabonuT. EAnTepoxenaranHuaT MeTabonu3bm Ha onMecapTad € MuHUMaieH. Thit kaTo

roJIMO KOJIKYECTBO OJIMEACAPTAH C€ EKCKPeTHPa Upe3 XKITHYKATA, IPUICKCHUETO MYy NPH NALMEHTH C
OunnapHa oOCTPYKIMA € MPOTHBOMNOKA3aHO (BIDKTE TOUKA 4.3).

TepmMuHANHUAT eTMMHHALMOHEH MOIYKMBOT HA OMecapTal Bapupa mexay 10 u 15 vaca cnen
MHOTOKPAaTHO MepopanHo Ao3upaHe. [InasMeHnTe KOHUEHTPALUUH B CTALHOHAPHO CHCTONHUE C€ AOCTHIaT
clie ITbPBHTE HAKOJIKO J03H U cnel 14 qHH MHOrOKpaTHO A03UpaHe He ce HabmonaBa NOIMEIHHTE/HA
akymynauma. bropeunnaT knupsHe € okono 0,5 — 0,7 1'h 1 € HezaBHCHM OT A03arTa.

PapMaKOKUHETHKA NIPY COCHHAJIHK NOMYJIAIUH

Ileouampuuna nonyrayus

dapMakOKHHETHKATA HA OJIMECAPTaH € NPOYUBaHA MPHU NeJHaTPHYHH NaLHEHTH C XHIICPTOHHUA HA Bb3pacT
ot 1 go 16 ronusu. KNHpHHCHT HA 0JIMeCapTaH [pH NEAHATPUYHH NALMEHTH € CXOACH C TO3H HA Bh3PaCTHH
NaUMEHTH, KOraTo 203aTa € Cho0pa3eHa ¢ TEIECHOTO TErno.

He e HannyHa papMakoKHHETHYHA HHGOpMaNKA 33 NEAMATPUYHM NauyeHTH ¢ Op6peyHo yBpexaaHe.

Cmapuecka gv3pacm (65 zoounu uau nogeye)

[Tpn xuneprosuun, AUC B cTalIMOHAPHO CHCTOAHME C€ YBEIN4aBa ¢ OKoOno 35 % MpH NauyeHTH B CTapyecKa
BBb3pacT (65-75 rogunn) 1 ¢ okono 44 % npu MHOrO BB3pacTHH NAUMUEHTH (= 75 roaMHHU), B CPABHEHHE C 110-
mJIaK naupeHTH. ToBa MoJke J1a € IOHE OTYACTH CBBP3aHO ChC CPEeAHOTO HaManeHue Ha ObOpeyHaTa

dYHKLUMA [IPH TE3H NALMEHTH.

Bwvbpeuro yspescoane /a:.ff"'. ot ]
IIpu nauuentH ¢ 6u6peuno yspexnaHe, AUC B cTalUHOHApHO CBCTOSHME Ce ysemmay‘/e{

% CHLOTBETHO IPH NIALHEHTH C JIEKO, YMEPEHO H TEXKKO HapyLicHa 6s0peuna ¢y
CBC 3ApPaBH KOHTPOJH (BHXKTE TOHKH 4.2, 4.4).
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Heproopobrno yepescoane

Cnen eqHOKPATHO NEPOPATHO NPUWIOKEHHUE HA OJIMECAPTaH MPH NaLHEHTH C JIEKO A0 YMEPECHO HapyIlcHa
yepHoapobHa dyHkuma, AUC B craliuOHapHO CHCTOAHHE C€ yBENH4YaBa ¢ 6 %, cboTBETHO 65 %, B
CpaBHEHHE ChC ChHOTBETHUTE 3ApaBK KOHTpoM. [IBa Yaca cliea NpUIoKEHHE, HECBBP3aHUAT O/IMECAapPTaH MpH
3ApABH KOHTPOJH, NPU NALHEHTH ¢ JIEKO HApPYLICHa H NPH NANHEHTH ¢ YMEPEHO HapylIeHa YeproapobHa
dyuxims ca ceoTBeTHO 0,26 %, 0,34 % 1 0,41 %. Ilpu nauueHTH C yMepeHo 4epHOApoOHO yBpexIaHe,
cpennara AUC Ha onMecapTaH cnep NpUIOKEHHE Ha MHOTOKPAaTHI JO3H € Chillo 65 % no-BHUCOKA, B
CPaBHEHHE ChC ChOTBETHHUTE 3ApaBH KOHTpoIH. CpenHure CTOMHOCTH Ha Cmax HA OJIMECAPTAH MENOKCOMHII
ca CXOJHH [PH NMALMEHTH C YepHOAPOOHO YBpEKAAHE WM [IPH 3ApaBU HHAHBHIN. OnMecapTal MEAOKCOMMII
HE € NIPOY4BaH NPH N2LMEeHTH ¢ TEXKKO HapyLleHa YepHOApoOHa QyHKUHA (BIOKTE TOUkH 4.2, 4.4).

JlexkapcTeend B3aaMoaeHcTBES

Konecesenam, cexgecmanm na JCAbYHAMA KUCEAURA

EnHoBpemeHHOTO npunoxenue Ha 40 mg onmecapran MeaokcoMu M 3 750 mg xosecesenaM XuapoxXaopH/L
NpH 3apaen auua Boau 10 28 % namanaBaHe Ha Crax ¥ 39 % Ha AUC na onmecapraH. [lo-cnab edexr ce
nabmonasa, croTreTHO 4 % 1 15 % namangBane Ha Cua 1 AUC, ako onMecapTaH MEIOKCOMMIT C€ NPHIOXKHU
4 yaca npeau KoaeceBenaM XUuapoxiiopu. EnMMHHauMOHHHAT NOMY>KMBOT Ha OMecapTaH HaMaJifaBa C
okoJio 50-52 % He3aBHCHMO AA/IM € NPUIOKEH €AHOBPEMEHHO WIM 4 yaca npenu KoJleceBeaM

Xuapoxaopua (BKTe To4Ka 4.5).
53 Ilpexxknapn4unn AaHHA 3a GezonacHocT

[Tpy1 H3NUTBAHKA 38 XPOHHUYHE TOKCHYHOCT IIPH IUTEXOBE M Ky4€Ta, OJIMECapTaH MENOKCOMMII AEMOHCTPHpa
enHakbs edexr ¢ apyrute AT antaronnctu u ACE — HHXUOUTOpH: NOBHIIEHH YPES U KPEATHHHH B KPBBTa
(byHxumoHanHu npoMeHH B 660peuuTe nopaau 6aokuparHero Ha AT) - peuenTopHTe); HAMasIEHUE HA
ChpAEYHATA Maca; MOHWKEeHHE Ha NapaMEeTPHTE HA YSPBEHHTE KPbBHHU KJIETKH {€PUTPOLIUTH, XEMOTTIO0HH H
XE€MaTOKPHT); XMCTONOIMYHH JaHHHM 3a 0b0peuHo yBpexaaHe (pereHepaTUBHY Je3ud Ha 6b0peunus enuren,
yacOenapaHe Ha 6azannuTe MeMOpaHy, aunarauus Ha TyOynure). Te3n HexxenaHu eQEeKTH, NPEIU3BUKEHH OT
(apMaKoNOrH4HOTO ACHCTBHE HA ONTMECAPTaH MEIOKCOMIIL, ca HabIIOaBaHu U B MPEAKIUMHHYHNITE
npoyusaHus 3a apyru AT — peuenrropau aHTaroHUcTH U ACE — HHXHOHTOPH M MOXE A2 ce peayLMpar ¢
€JHOBPEMEHHO NPHAOKEHHUE HAa HATPUEB XJIOPHA,

M npu neata BUAa ce Habmoapa yBenvYeHHE HA IU1a3MEHATa pEeHHHOBA aKTHBHOCT M
xuneprpodus/Xunepiuiasus Ha IoKcTarjioMepynapHus anapat Ha ObOpexa. Te3u edexr, KOHTO ca THIHYHK
3a ACE — uHxuburopnte 1 AT, — peuentopHUTe aHTArOHUCTH, HE MOKA3BaT KIMHHYHA 3HAUHMOCT.

[TonoSHo Ha apyru AT, — peLenTOPHH AaHTATOHKCTH, OJIMECAPTaH MeJOKCOMWI [TOBHIIIABA YSCTOTATa HA
XPOMO30MHATA YYIUIMBOCT B KIEThYHH KyJATYPH in vitro. He ce Habmonasar 3HauuMu epeKTH B HAKOJIKO in
Vivo NpOYYBaHHA C OJMECAPTAH MEJOKCOMMI B MHOTO Bucokd 1034 10 2000 mg/kg. Cnopen obuure nanuu
OT OPOYYBAHHUATA 33 FT€HOTOKCHYHOCT € MHOI0 MAJIKO BEPOATHO OJIMECAPTaH MENOKCOMMI Ja OKa3Ba
NreHOTOKCHYEH e(eKT NPY KNMHAYHO NPUWIOXKEHHUE.

OJIMEJCH.]JT&H MCAOKCOMMI HE NOKAa3Bad KAHUCPOTICHHOCT HHUTO IIPpH 2-FOAKILIHO NpOYHBAHC IIPpH IUTbXOBC,
HHUTO I1IpK IBC 6-Mece4yHH NpoyuBaHuA 3a KaHILIEPOI'CHHOCT P MHLIIKH, INPH H3I0/I3BAHC HA TPAHCI'CHHA

MOIOCJIH.

B penpoayKTHBHM NpOY4YBAHMA C IUIBXOBE, OJIMECAPTAH MEAOKCOMMWI HE NOBIHABAa QEPTHIATETA H HAMA
noka3arencTaa 3a reparoreHeH edexr. [Jonobuo Ha apyru AT Il aHTarorucTy, ciel eKCHO3UUHMA Ha
OJIMECAPTAH MEAOKCOMMWI, IPEXKKBAEMOCTTA Ha MOKOJICHHETO HAMAIABA, & CJIel eKCIO3NLMA Ha GpeMeHHH
*KUBOTHHM B KbCHUTE CTAJUH Ha OPEMEHHOCTTA 1 1O BpeMe Ha JIaKTalKA ce Ha0monasa neiBUYHA qUIaTALUSA
Ha 6n6pexa. [ToaoOHO Ha APYIry AHTHXUNEPTEH3MBHH JIEKAPCTBA, OJIMEecCapTaH MEIOKCOM P
NO-BHCOKA TOKCHYHOCT NpH 6peMenny 3aiiuy, B cpaBHEHME ¢ OpeMEeHHH IUTbXOBE, HO _
deroToKCHYeH edexT. A TRRNCAN
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6.1 ChnHcbK HE DOMOIMHHATE BeOIECTBA

Aopo na mabaemxama

JlaxT03a MOHOXHApPAT

MHKpOKpUCTA/IHA Le)TyJ103a

Cnabo 3amecTeHa XMAPOKCHIIPOIWI LieJIy03a

XUAPOKCHNPONWILIETYN03a
Marue3ues creapar

Obsusxa sa mabremxama
XUnpoMenosa

TUTAHOB AHOKCH]
Makporon/IIponuneHrnukon

JKBNT KelezeH OKCHI

6.2 HechBMeCTEMOCTH

Henpunoxxumo.

6.3 Cpok sa roasocr

3 TrONUHH.

6.4 CoenmansaH ycj10BHS HA ChbXpaHeHHE

To3n JNIEKapCTBCH NPOAYKT HC H3HCKBA CNICLIHATHHY YCIIOBHA HA CbXPaHCHHC.

6.5 Buau ceabpkaAHHE HE OHNAKOBKATA

Al/Al 6aucTep.
Onakoexa ot 30 puwiMHpaHu TabneTku.

6.6 ChoenmaJgmn npeAnasHHA MEPKH OPH HIXBbLPJdHE H pabora

HamMa cneruanHy M3UCKBaHHA.

Heu3non3BaHuAT JICKAPCTBEH NMPOAYKT WIH OTNAJbYHHTE MATEPHAIM OT Hero TpadBa na ce HU3XBLPIAT B
CHOTBETCTBHE C MECTHHTE U3MCKBAHUA.

7. INPHUTEXATEJ HA PAZPEHNIEHUETO 3A YIIOTPEBA

“Uaiikadapma BucokokadecrBeHure Jlekapersa™ Al
oyi. ,,I'.M. Humurpos”Ne ]

rp. Codus, 1172, bparapus

Ten.: 02/ 962 54 54

axc: 02/960 37 03
e-mail: info@tchaikapharma.com

8. HOMEP(A) HA PAJPEIIEHHUETO 3A YIIOTPEBA

Oncapt 10 mg dmwimupanu Tabnerku - Per. Ne: 20150420
Oncapt 20 mg ¢unmupanu Tabnerku - Per. Ne: 20150421
Oncapr 40 mg dunmurpanu Tabnerku - Per. Ne: 20150422
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9, JIATA HA ITHPBO PA3ZPEINIABAHE/TIOJHOBABAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA

JlaTa Ha repBO pa3zpewasane: 09.12.2015 r.
Jlata Ha nocaenHo nogHoBsaBaHe: 05.01.2021r.

10. JATA HA AKTYA/IUIUPAHE HA TEKCTA

01/2025
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