KPATKA XAPAKTEPUCTHUKA HA IIPOJAYKTA



1. HUME HA JIEKAPCTBEHUS ITIPOAYKT ,/0 V 4’\9 d-a—y._,-—-/ t, g / G2
Tencap 10 mg ¢punmupanu tabnetku ’ \IPeLIeHuUe N P
Tensar 10 mg film-coated tablets | BG/MA/MP [jo-f v g 05 -03- m

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

Tencap 20 mg ¢punmupanu tabreTkm
Tensar 20 mg film-coated tablets

Tencap 40 mg ¢punamupanu TabneTku
Tensar 40 mg film-coated tablets

2. KAYECTBEH U KOJIMHECTBEH CHCTAB
Onmecapran Menokcomun (olmesartan medoxomil)

Bceska ¢punmupana tabserka cpappaka 10 mg onmMecapraln MEIOKCOMMIL.
Bcska ¢punmupana tabnerka cpabpika 20 mg onmMecapTaH MEJOKCOMMIL.
Bceska dhunmupana tabsierka cpaspka 40 mg oiMecapTaH MEJIOKCOMMUIL.

[Tomol1lHU BelecTBa C U3BECTHO IEUCTBUE:!
Tencap 10 mg ¢punmupanu Tabnerku: Beska puamupana tabsieTka cpjabpka 61,6 mg nakrosa

MOHOXM/IpaT.
Tencap 20 mg punmupanu Tabnerku: Bcaka puamupaHa tabdsieTka cpabpxka 123,2 mg nakrosa

MOHOXH/1par.
Tencap 40 mg punmupanu TabneTku: Besika puiiMupana TadneTka cpabpika 246,4 mg nakrosa

MOHOXH/IpaT.

3a MbJIHUA CMTUCHK HA [TOMOLLIHHUTE BELUICCTBA, BUIKTEC TOYKA 6.1.

3 JIEKAPCTBEHA ®OPMA

dunmMmupana tadJieTka

*************

Tencap 10 mg u Tencap 20 mg Tabnerku: 0enu, Kpbriau (puaMupanu TadbNeTKU ¢ BAJIBOHAT HAATIMC,

cboTBeTHO C13 1 C14 ot ennara ctpaHa.
Tencap 40 mg Tabnerku: 6enu, oBajsHU puiIMUpaHu TabsieTkH ¢ BUTbOHAT Haanuc, C15 o enHara
CTpaHa.

4. KJIMHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3AHHS

Jleyenue Ha €CEHUHAJIHA XHUIICPTOHHUA MPH Bb3PACTHH.
Jleuenue Ha XHUIIEPTOHHUA T1IPH I€l1la H FOHOULIH OT 6 10 18 'OJIMLIHA Bb3pPacT.

4.2 /lozupoBKa H HAYHH HA NPHJIOKEHHE

J103upoBKa

Bv3pacmnu
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apTEPHAJIHOTO HaNAraHe, 103aTa Ha OJIMECAPTaH MEAOKCOMMII MOXE Ja ce yBenn4n a0 20 mg eauH
BT AHEBHO KATO ONITHMAJIHA J103a. AKO € HeoOX0AUMO NOMBIIHUTENHO NOHMXKEHHE HA apTEPHAIHOTO
HaJjiarade, 103aTa MOXKe a ¢€ YBEJIHUH MakxcuManHo ao 40 mg onMecaptaH MEAOKCOMMI JIHEBHO UITH
MOYKe [1a c¢ NpuOaBM JIeHeHHE ¢ XHAPOXNOPOTHA3HL.

AHTHXHNEPTEH3UBHUAT €(PEKT HA onMecapTaH MENOKCOMMII Ce€ NPOABABA CJIeA 0KOJIO 2 CEAMHULIH OT
HAYANOTO HA JIEYEHHETO, 2 MAKCUMAJIHUAT €(EKT C€ NOCTUra CAeA OKONO 8 CeAMHULIM OT HAYaJIOTO Ha
neveHueto. Toea TpsOBa Aa ce MMa NPEABHA NPH PELLICHUE 32 NPOMAHA B 103MPOBKATa 3a ONPEACIEH

INALCHT.

Cmapuecka ev3pacm (65 200unu uau nogeye)

[1o npyHLMN He ce Hanara NpeLn3nupaHe Ha 103aTa B CTAPYECKa BB3PACT (BHAKTE 110-A0NY 34
NpenopbKH APH NnalueHTH ¢ Ob0peuHo yBpexaaHe). AKo e HeoOX0IMMO MOBUILIIEHHE HA 1034aTa A0
MakcHManHaTta no3a ot 40 mg, KpLBHOTO HanaraHe TpAOBa BHUMATENHO [Ia CE€ NPOCIECAsABa.

Bvbpeuno yspesicoane

[Ipu nauueHTH ¢ Neko A0 yMepeHo 0L0peuHo yrpexaane (KpeaTHHHHOB KIHpbHC 20-60 ml/min)
MaKcuMalHaTa 103a e 20 mg onMecapTaH MEAOKCOMMIT €IUH ITBT RHEBHO, MOPAAU OTPAHHAYEH ONMT C
MO-BUCOKH JI03H NpPH T€3H NalieHTH. He ce npenopbuBa NMpHUIOKEHHETO HA OJIMECAPTAH MEIOKCOMMUII
MPH NMaLHEHTH ¢ Texko 610pedHo yBpexaaHe (KpeaTHHHHOB KIHpBHC < 20 ml/min), ThH KaTO UMa
CaMO OTpaHHYEH OIMT MNpH TC3H NalueHTH {BUXKTE TOukH 4.4, 5.2).

Yeprodpobro yepesicoane

He ce u3KcKBa KOpeKliMa Ha f103aTa NPy NallMeHTH ¢ JIEKO YepRoapoOHOo yBpexaaue. Ilpy naumenTu c
yMepeHO YepHOApOoOHO yBpeKAaHe ce NMpenopbyBa HayaiHa A03a ot 10 mg onMecapTaH MEXOKCOMHII
eJHOKpPaTHO AHEBHO W MaKCHMaJlHaTa fo3a He TpaOBa na Haasuiuara 20 mg eHOKpPaTHO AHEBHO. [pu
MaLHEHTH C YepHOAPOOHO yBpekaaHe, KOUTO Beue MoJy4aBaT AUYPETHIH HWHWIH OpYTH
AHTUXHIIEPTEH3WBHH JIEKAPCTBA C€ NPernopbuBa CTPOr MOHUTOPHHT HA KPBBHOTO HANATAHE U
6bpOpeunara pynkuma. HaMa onut ¢ onmecapraH MeJOKCOMWII MPH NALUHUEHTH € TEXKKO YepHOAPOOHO
YBpEeKAAHE U NOPaax TOBA MPUIIOKEHHETO HE e NPENnophyBa MPU TE3M NTAUMERTH (BHOKTE TouKa 4.4 U
5.2). OnmecapTaH MeOKCOMUI He TpAOBa Aa ce W3NOoa3Ba NpH NalueHTH ¢ OunnapHa ob6CTpyKUUA

(BIOKTE TOYKa 4.3).
ITeouampuuna nonynayus

Heua 4 1onowu ot 6 a0 18 rongyuuiHa Bb3pacT:

[TpenopbunTenHaTa HavajlHa 403a Ha OJIMECApTaH MeJOKCOMMI NpH Jelia U FOHOLLH OT 6 a0 18
roaMilHa pp3pact € 10 mg onMecapTaH MeAOKCOMMIT BEAHBXK AHeBHO. [Ipn peua, npu kouto
KPBHBHOTO HaJIATaHE HE C€ KOHTPOJIHMpa aACKBATHO C Ta3u A034, A03aTa Ha ONIMECAPTaH MEJOKCOMMII
MOKE Aa c¢ yBennuy A0 20 mg BeAHBK AHEBHO. AKO € HEOOXOAUMO AOTBIIHHTENHO NOHWKABaHE Ha
KpBBHOTO Ha/IsiraHe, Npu Aeua ¢ terno = 35 kg, n1o3aTta Ha oaMecapTaH MEAOKCOMUI MOXKe [1a C€
yReAnuYrd MakcuMyM 1o 40 mg. Ilpu aeua, kouto Texar < 35 kg, aHeBHara no3a He TpsabBa aa
HaasvwaBa 20 mg.

Ipyra neararpuyHa nonynauu;
besonacHoCTTa ¥ €PEKTUBHOCTTA HA OIMECAPTaH MEZOKCOMMN IIPHM AeLia HAa BH3PACT OT 1 A0 5 roaAHHH

BCE OLLE HE € ycTaHoBeHa. HannwuHnaTa ktM MOoMeHTa uHdOopMaLMa € onucana B Touka 4.8 U 5.1, HO
NpEeNOPBbKH 3a J03UMPOBKATA HE MOrart jia ObJaT HanpaBeHH.

OnMecapTaH MeAOKCOMMA He TpAOBa f1a ce M3MOoJI3Ba MPU Aela oA | -roaviuHa Be3pacT, OT
chobpaxeHHs 3a 0€30NacHOCT W NOpaaM JIKICATa HA JaHHU 34 Ta3d Bb3pacToBa rpyna.

Hauun Ha npunoxeHHe

3a f1a ce NOANOMOTrHE CHTPYJAHHUUYECTBOTO MPH JIEYEHHETO, ce npernopbuBa TeHcap Tadn
[IPHEMAT MO €4HO U CBLLO BpEME BCEKH JI€H, CbC HNH B€3 XpaHa, HanpuMep Ha 3aKycKa.
TpabBa a ce npueMa ¢ JOCTaThYHO KOMUYECTRO TEYHOCT (HanmpuMep yaia Boaa). Tabn
TpsAOBa Nna ce AbBYE,




4,3 IlIpornBonokasaHus

CBpBbX4YBCTBHTENHOCT KbM aKTHBHOTO BELLECTBO MJIM KbM HAKOE OT MOMOLLHHTE BELLECTBA,
130poeHM B Tou4Ka 6.1,

Btopy v TpeTH TpuMecThp Ha OpeMeHHOCTTa (BHXKTe Touka 4.4 U 4.0).

bunnapHa oO¢cTpyKius (BHXTE TOUKaA 5.2).

EnnoepemenHarta ynotpeda Ha Tencap ¢ allMCKHpPEH-ChbAbPIKALIM NPOAYKTH € MPOTUBOIOKA3aHA NpH
NALMEHTH CbC 3axapeH Auader win 6u6peuHo ypexaare (GFR < 60 ml/min/1,73 m?) (8. Touku 4.5

HS5.1).
4.4 ChonenHaiHu npeaynpexaeHHs H NIpeaANasHH MepKH nph ynorpebda

BhTpechaoB obemMeH AJepUIHT

CHMNTOMaTHYHa XUINOTOHMA, OCODEHO cllel] IIbpBaTa NPHETA K033, MOXKE [1a CE MOABYU NPH NALMEHTH C
obeMeH /MK coJieBH AePULIMT NOPaAy arpecHBHa AXYPETHYHA Tepanui, 6e/lHa Ha COJ AMETA,
auapHsa Uy noppsulave. Tesn cbeTogHus TpAOBa na 6BJaT KOPUTHPaHH NIpEeay NIPHI0XKEHHETO Ha

OJIMCCApTaH MCAOKCOMMNII.

JIpYIrH ChCTOAHUA, AKTHBHPAILIH PEHHH-AHTHOTEH3HH-AJITOCTEPOHOBATA CHCTEMA

[Tpn naumeHTH, MpH KOUTO CHAOBHUAT TOHYC U OBOpeyHaTa PyHKLUHA 3aBUCAT FJIaBHO OT aKTUBHOCTTA
Ha peHHH-aHIMOTEH3HH-aNIJ0CTEpOHOBATa CUCTeMa (Halp. fpH NMaLMEHTH C TEXKa 3aCTOHHA ChpAcyHa
HeAOCTATBHYHOCT MM NpuapykaBauo 666peuHo 3abonsBaHe, BKIAKOUYHTENHO CTEHO3a Ha 6b0peyHa
apTepus ), IEUYEHHETO C APYTH JIeKapcTBa, NOBAMABALLM Ta3¥ CUCTEMA, BOAU [0 OCTpa XUIIOTOHMA,
a30TeMus, OJIMTOYPHA HIIH, PAAKO, ocTpa OnOpeuHa HeloCcTaTEYHOCT. He MoXe fa ce u3knouu
BEPOSATHOCTTA OT NOJ00HU CHCTOAHUA NPH NMPUIIGKEHUE Ha aHrHoTeH3un-11-penentopau

dHTAarOHHUCTH.

PenoBacKy1apHa XHNEPTOHHA
[Ipy naumneHTH ¢ OHUNaTepaHa CTEHO3a Ha 6BOpeUHHUTE apTEpPHH HIH ChC CTEHO3a Ha OBOpeyHaTa

apTepHua Npy eANHCTBEH PYHKUMOHUpaALL OBOpeK, NPUITOKEHUETO Ha JIEKApCTBRA, NOBIMABALIH PEHUH-
AHTMOTEH3HWH-aJIJIOCTEPOHOBATA CUCTEMA, MOXKE 1a IOBEAE 10 MOBUILEH PUCK OT TEXKKA XHNMOTOHUA U
O6bOpetHa HeQOCTATLYHOCT.

brOpeuno yppexnane HiH 650peuna TpancnJIanTANUSA

[1py npunoxkeHeTo Ha oOIMEcapTaH MEAOKCOMMII MPH NALKEHTH ¢ HapyluleHa Ob0peyna ¢pyHKuud ce
NpenopbyuBa NEPHOAHYHO NpOCEsBaHe HAa CEpyMHUSA Kaiuii U HHBaTa Ha KpeaTHHHUH. He ce
NpenopbUBa NPHUIIOKEHHETO Ha OJIMECAPTAH MELOKCOMMWII MPH NMALMEHTH ¢ TexXKko OBOpeuHo
yBpexaaHne (KpeaTHHHHOB KiupeHC < 20 ml/min) (BrmxTte Touka 4.2 v 5.2). Hama onut npwu
NPHJIOKEHHETO Ha OIMECAPTaH METOKCOMMI NIPH NAallMEHTH C HACKOPO OChilieCTBEHa ObOpeuHa
TpaHCNNAHTALIUA WAH NpY NMMAUHEHTH B KpaeH cTaanii 6b0peuHo yBpexxaane (KpeaTHHUHOB KIHPBHC <

12 ml/min).

YeproapoOHO yBpexKaaHe

Hama OnMT npH MauMeHTH ¢ TEXKO YEPHOAPOOHO YBPEKAAHE M NOPaAZIH TOBA HE CE MNpenopbyiBa
NPUIOKEHUETO Ha OJIMECAPTAH MENOKCOMUI MPH TE€3W NAUMEHTH (BUKTE TOUKA 4.2 3a NpenopbKHy 3a
JO3WpaHe NPH MALHEHTH C JIEKO HIH YMEpeHO uepHoapoOHO yBpexKaaHe).

XHIIepKAaJIHEMHA

[TpUnoxeHUeTo Ha NEKAPCTBEHU NPOAYKTH, KOUTO TIOBTUSABAT PEHUH-AHTHOTCHIHH-a10CT
CUCTEMa, MOXKE 112 TIPEAH3BHKA XHUITEPKATUEMHA.

PUCKDBT, KOWTO MOXKE 1a € (paTaneH, ce YBEMYaBa B CTapyecka Bb3pacT, NpY NaLHEHTH C t
HeJIOCTAThYHOCT ¥ NPY NAaLHEHTH € AMA0ET, NPU NALMEHTH, KOKMTO CE NEKYBAT C APYTH 1 a%
NPOAYKTH, NOBHIIIABAlHW HUBATA HA KalTHUA MU/MIK NPH NALUEHTH CbC CHNBTCTBAWMW HHLIWA '@
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[peau na ce Ha3HAaUM €AHOBPEMEHHO NPUNOXKEHHUE HA IEKAPCTBEHHU NPOJYKTH, KOUTO [OB/IHABAT
peHHH-aHHOTEH3UH-AII0CTEPOHOBATA CHCTEMA, TpAORA a Ce OLIEHH CbOTHOLHEHHUETO MON3a/PUCK H
/1a Ce B3eMAaT NpeJBH/ IPYTH BB3MOXKHOCTH (BXK. ChLIO NO-A0aY Touka “JlBoiiHO bnoKKpaHe Ha
peHHH-aHMMOTEH3UH-anJocTepoHoBaTa cHcTema (PAAC)”.

I'naBHHTE pUCKOBH (PAKTOPH 32 XUNEPKATHUEMHSA, KOUTO TpAOBa 1a ce uMa npeasma, ca:

- nuadeT, 6bOpeuHo yBpexxaane, pb3pacT (> 70 roaunn);

- KOMOMHAaUKMA C €4HH WK [IOBEYe JIEKAPCTBEHHM [IPORYKTA, NOBIUIBAIUN PEHHH-aHTHOTEH3HH-
amJOCTEPOHOBATA CUCTEMA W/ MK KanueBU A00aBkK. Hiakou nekapCTBeHH NPOAYKTH WITH
TepaneBTHYHH KAACOBE NEKAPCTBEHH NMPOAYKTH MOTAT Aa NPEAU3BUKAT XUNEPKANHEMUA: COJIEBH
3aMECTUTENH, ChABPXKALLUM Kanui, Kanui-cbXpaHapaiiy gunypeThuu, ACE-HHXHOMTOPH, aHTHOTEH3HH
Il petienTOpHHU aHTATOHUCTH, HECTCPOUAHH MPOTHBORBINAIUTENIHY CPEACTRA (BITHOUHTETHO
cenekTHBHH COX-2 HHXHOUTOPH), XenapuH, UMYHOCYNPECOPH KATO LIMKITOCTIOPHH MITH TAKPOAUMYC,
TPUMETONPUM;

- CBHITBTCTBALIH HHUMACHTH, OCODEHO JexuapaTallis, OCTpa ChbpACYHA NEKOMITEHCALIHA,
MeTabONKWTHA auKA03a, BIoLIaBaHe Ha OLOpeyHaTa QyHKUNA, BHE3aNMHO yTexHABaHe Ha H1xOpeuHoTo
CHCTOAHHE (Hanp. HHPEKLHO3HO 3a00/IABaAHE), KNETHUECH JTU3HUC (Hanp. OCTpa UCXEMHUS HA JOOJTHUTE
kpaHHULM, pabaomuonnsa, o61HpHa TpaBMa);

[1pu pHcKOBHTE NalIHEHTH Ce MPENOpPbYBA CTPOI MOHUTOPHHT HA CEPYMHHA Kalui (BHXXTE TOUKa 4.5).

JBoiino OJIOKHpAaHE HA PeHHH-AHTHOTEH3HH-AJIA0cTepoHOoBaTA cucTema (PAAC)

Mma nanHM, ye egHoBpeMeHHarta ynotpeba Ha ACE unxuburopu, anrvorensuH II-penenropHn
Onokepu WK ATMCKUPEH MOBHUIABA PUCKA OT XMIIOTOHHUA, XHIIEPKATHEMHA Y HAMANABAHE Ha
6pbpeyHaTa GpyHKLHA (BKIIOYHTETHO ocTpa 0b0peyna HenoctaTeyHOCT). [lopany ToBa He ce
npenopbuBa ABOHHO OnokHpaHe Ha PAAC upe3 komOuHMpaRrata ynotpeba Ha ACE unxuburopm,
aHruoTeH3uH [I-peuenTopHu 610KepH WK anuCKUpeH (BXK. TOUKU 4.5 1 5.1).

AKO ce NpeLeHH, ue Tepanuara ¢ 1BoHHOo GnokupaHe ¢ abcosoTHO HeobXxoanMa, Topa TpaOBa na
CTaBa caMo Nnoj HabMOAEHNUETO Ha CNEeLMAINCT H MPH YECTO BHUMATENHO MCHHTOPHpAHE Ha
O0nOpeuHara GyHKLHA, ENEKTPOIUTHTE U KPHBHOTO HaJlSTaHE.

ACE unxubwropn u aHrnoreHsuH Il-peuentophu 6okepH He TpsOBa Aa ce H3NOA3BAT €AIHOBPEMEHHO

NpH NAUUEHTH ¢ AUabeTHa HedponaTHa.

JIunrni
[TopobHO Ha Apyrd aHrHoTeH3HH-11-penenTopHy aHTarOHUCTH, He ce NMpenopbYBa AHOBPEMEHHOTO

NPUACKEHHUE Ha JIMTHH C OJIMECApPTaH MENOKCOMMI (BHXKTE TOUKa 4.3).

CTeHo3a Ha A0OPTHATA HJIH MHTPAJHATA K/1ana, o0CTPYKTHBHA XHNepTpogHUHA

KAPAHOMHONATHA
[Topo6HO Ha APYTH BA30AWIATATOPH € HeOOXOAMMO BHUMAHKME NPH NALHEHTH ChC CTEHO3a Ha

A0pPTHATA WX MUTPANTHATA KJ1aNa, KaKTo U ¢ OOCTPYKTUBHa XUNepTpodhHuHa KapANOMHONaTHA.

IIbpBHYEH AIROCTECPOHHILM

[lanyeHTUTE C NMBHPBUYEH AINOCTEPOHUIBM MO NIPUHIIAI HE OTrOBAPAT Ha JICYEHHE C
AHTUXUNEPTEHIUBHHU NEKApCTBA, ASUCTRAIH Ype3 UHXMOUpaHe Ha pEHUH-AHTMOTEH3HH
anAOCTEPOHOBATA CUCTEMA. ETO 341110 NpH TE3W NALUEHTH HE Ce NPENOopbYBa MPUI0KEHHETO HA
OIMECAPTaH MEAOKCOMHIT.

IHInpy-nonodna enreponaTus
B mHoro peaxu cnyuau ce cpobluaBa TexKa, XpOHMYHA IHAPHA CbC 3HAMMTENHA 3aryba Ha Terno npu

MatucHTHU, NpUCMAlll OJIMCCAPTaH HAKOIIKO MECEUa 10 FOAHHHA CJIE 3aN0O4YBAHE HA ICHCHHETO,
BEPOATHO NNPHYHHCHA OT AOKAJIK3HPpAHA PEAKLIMA HA CBPBXYYBCTBHUTCITHOCT OT 3abaseH THI. quBHHTE!

ahr

OGnofncuy Ha NALMEHTUTE HECTO MOKA3BAT BUWIIO3HA aTpodua. AKO NpPH MaLMEHT C€ NOABAT TE

NIEYEHUETO C ONMecapTaH TpabBsa aa ce NpeycTaHOBU He3a0aBHO U J1a He ce 3ano4Ba OT
AWapHATa He ¢€ NoA0OPH B TEUEHHE HA €IHA CEAMUIIA CNE/l PEKPATABAHE HA NPHEMa,
noclneiBa KOHCYNTAlLMA CbC CNELUMATUCT (Hanp. racTPOeHTepPOIor).




HHTeCTHHAJIEH AHNTHOEAEM
3a MHTECTHHANEH aHFHOEAEM ce ChOOIIIABA TIPHU NALUEHTH, NEKYBAHM € aHrHOTEH3HH 1l peuenTophu

aHTarOHUCTH [BKAIOYHUTENHO onMecapTaH] (BX. Touka 4.8). Te3u nauHeHTH MMaT KopeMHa OonkKa,
rajeHe, Nospbilate ¥ auapus. CHMONTOMUTE OTWIYMSABAT CE NPEYCTAHOBABAHE HA AHTHOTEH3HH I
PELIENTOPHUTE AHTArOHKUCTH. AKO e NHaFrHOCTHHKPA MHTECTHHAJIEH AaHTHOEEM, JIEYEHHETO C
oJiMecapTaH TpsOBa a Ce NpeyCTaHOBM H /1a Ce 3all0YHE NOAXOAAILO HAOMIOAEHNE N0 TBJAHOTO
OTLIYMABAHE HAa CUMITTOMMUTE.

PacoBH ocobeHOCTH
KakTo npy BCUYKKW APYTrH aHrMOTeH3UH 1 aHTaroHucTH, NMoHWXKaBalK¥AT apTEPUATHOTO HansAraHe

eexT Ha onMecapTaH MeAOKCOMHUI MOXe Ja Oblie B H3BECTHA CTEMNEH 10-CJ1a0 NMpH YEPHOKOXKH
NMaLMEHTH B CPABHEHUE C OCTAHAIUTE NMALMEHTH, BEPOATHO NMOpPaJH NO-BUCOKATA YECTOTA Ha
HHCKOPEHWHOBHSA CTaTyC B MOITYNALMATA [IPH YEPHOKOXH XUNIEPTOHULIY.

bpemerHOCT
[Tpu 6peMeHHoCT He TpaORa Aa ce 3ano4ea jeueHue ¢ aHrnoteH3un Il anraronrcru. OcseH ako

NPOABL/DKCHUETO HA JICHEHHETO C AHMMOTEH3WH 11 aHTarOHUCT HE € OT CBIUECTBEHO 3HAYEHHE,
MalUeHTKUTE, KOWTO TIaHHpaT OpeMeHHOCT, TpAOBa Ja NPEMHHAT HA APYTO AHTHXHIIEPTEH3UBHO
nevyeHHe, KOeTo € ¢ A0Ka3aH npodnun Ha BeszonacHOCT nipu OpeMeHHocT. [Ipn AMardHocTHMpaHe Ha
OpeMeHHoOCT, 1eHeHneTo ¢ aHruoTeH3uH Il aHraronucTH TpsaOBa BeaHara aa ce rMpeyCcTaHOBH M IPH
HeOOXOAMMOCT J1a ce 3anmouHe Apyro jnevyeHue (BHWKTE Touka 4.3 v 4.6).

Hpyrn
KakTo U npu Apyrd aHTUXWNEPTEH3IUBHH JIEKApCTBA, NIPEKOMEPHOTO IMOH)KEHHE Ha KPbBHOTO

HaJIAraHe NpH NaLHUEHTH ¢ HCXeMHYHA OONIECT Ha ChPLIETO WY HCXEMHYHA MO3BUYHO-CHAOBA OonecT
MOJKe [a JoBele A0 MH(PAPKT Ha MHOKapJa UIH MHCYAT.

To3u nekapcTBeH NPOAYKT ChAbPKA NakTo3a. [lallneHTHTE ¢ pelKH HAceNCTBEHU npobiieMu, KaTo
HEMOHOCHMOCT KBbM raniakTosa, Lapp-nakTaseH Ae(pULMT WIH MNIIOK030-TaAIaKTO3HA Majiabcopbuus He

TpaOBa 1a NpHEMAT TO3M NEKAPCTBEH NPOAYKT.
4.5 B3aumojaeiicTBue ¢ APYI'H JIeKAPCTBEHH NPOAYKTH H APYTrH GOpPMH Ha B3aHMOAEHCTBHE
EdekT HA APYIrH J€KAPCTBAa BLPXY 0JIMECAPTAH MEJOKCOMHJ

Lpyeu anmuxunepmen3uenu rexapcmea
[ToHKaBaLMAT KPLBHOTO HansraHe e(eKT Ha OJIMecapTaH MEJOKCOMMII MOXe [a ObJe YCHIEH 4pes

CAHOBPEMEHHOTO IMPHJIOKECHHC Hd APYTH AHTHXHIICPTCH3UBHH JICKAPCTBA.

ACE unxubumopu, anzuomensun-1I peyenmopru bnokepu unu anuckupex

JlaHHHY OT KIIMHHYHH NPOYYBAHHMA MOKA3BaT, Y€ ABOHHOTO O/I0KMpaHE Ha
pPEeHHH-aHI'HOTEH3HH-anaccTepoHoBara cucreMa (PAAC) upes komOuHupaHara ynotpeba Ha ACE
HHXUOHTOpPH, aHrnoTeH3HH ll-penienTopHy 6n1oKepn WIKN ATHCKHPEH CE CBBP3BA € [I0-BUCOKA YECTOTA
Ha HEXEJTaHH ChOMTHA, KATO HANPUMEP XHIMOTOHHUA, XHIIEpKaTueMUs U HaMalABaHe Ha ObOpeynaTa
¢yHKUHS (BKIIOYMTENHO ocTpa ObOpeuHa HeIOCTATBYHOCT), B CpaBHEHUE ¢ ynoTpedara caMo Ha €JHO
cpencrteo, ackctraio BbpxXy PAAC (Bk. Touku 4.3, 4.4 1 5.1).

Kanuesu oobasxu u xanuii-cexpanseauju ouypemuyu
basupaiiku ce Ha onuTa C Apyry eKapcTBa, NOBIUABALLH PEHHUH-GaHTHOTEH3NH-AIA0CTEPOHOBATA

CHCTEMa, EJHOBPEMEHHOTO NPHUJIOXKEHHE HA KATWM-CbXPaHABALIH JUYPETHLH, KaJlHeBU N00ABKH,
coneBH NOOaBKH, CbABPXKALLM KAalTMK WM APYTH NeKapcTBa, KOUTO MOTaT [a YBEIM4YaT HUB '
CepYMHMA Kanui (Hafnp. XxenapuH), MoXKe 1a 10BeAe 10 NMOBUIUCHHE HA CEPYMHHS Kallu
4.4). ET0 3aL0 He ce NPpenopb4Ba €JHOBPEMEHHOTO NPHAMKEHUE,




Hecmepouonu npomueogwsnaiumeanu cpeocmea (HCIIBC)

HCIBC (Bx1ioUYMTETHO aLIETHACATHIIWIOBA KHCceNHHa B 003 > 3 g/nen n COX-2 nuxuburtopure) n
aHrHoTeH3UH-11 peLlenTOPHUTE AHTArOHUCTH MOraT a UMaT CHHEPTrHYeH €(hEKT BbPXY HAMATEHHETO
Ha rinomepynadara ¢untpauus. PUckbT oT eaHOBpemMeHHOTO nprnoxkenre Ha HCIIBC u Ha
aHI'MOTeH3HH-1] pellenTOpHH aHTarOHHUCTH, € MOABaTa Ha ocTpa OBOpeYHa HEAOCTATHYHOCT.
[IpenopbuBa ce npocneasasaHe Ha OpOpeyHaTa PyHKUMA HA MaLMEHTa B HAYAIOTO HA JIEYEHNETO H
peaoBHa XKAPaTALKA HA NMALUEHTA.

OcBeH ToBa €AHOBPEMEHHOTO IPUIOKEHHE MOXKE 1a AOBEAE 10 NMOHHXKEHNE HA AHTUXHIEPTEHINBHNS
edekT Ha anrnoTeH3uH-1I peuenTopHuTe aHTAarOHMCTH, KOETO BOAH 20 YaCTAYHA 3aryda Ha

€(PeKTUBHOCTTa HM.

Konecegenam, nexapcmeo, Koemo c8bp36a HCALYHUME KUCCAUHU

EiHOBpeMEHHOTO NPUIIOKEHHE HA KoNeceBeNlaM XUAPOXIOpHI, IEKAPCTBO, KOETO CBbP3Ba }IIbUHUTE
KWCEIWHH, HaMaNIsBa CUCTEMHATA EKCMO3MLIMA U MAKCUMAJIHATA N11a3MEHa KOHUEHTpaLHs Ha
ONMEcapTaH U HAMaNABa ENUMHUHALIKOHHMA MONYXUBOT (t1/2). IIpunoxeHHeTo Ha onMecapTaH
MEROKCOMUI MOoHe 4 yaca NMpeayn KojecereiaM XHAPOXJIOPH I HaMallsiBa €(PEeKTA OT JEKAPCTBEHOTO
B3auMoJieiicTBHe. [IpHI0KEHHETO Ha ONIMECApTaH MEAOKCOMMII TTIOHE 4 yaca npeiy Konecesenam
xuapoxiopua TpsOBa Ja ce HMa NpeaBHI (BHXKTE TOUKa 5.2).

lpyveu sewgecmesa

Crell jieyeHHe ¢ aHTHAUMWI (ANYMHHHEB MarHe3MEB XHAPOKCHA) ce HabmoJaBa yMepeHO HaMaleHHue
Ha OMOHAIMYHOCTTA HAa ofMecapTaH. EMHOBPEMEHHOTO NPHIOXKEHHE HAa BapdapHH U AUFOKCHH HE
oka3Ba edeKT BbpXY apMakOKHHETHKATA HA OJIMECApTaH.

EdexT Ha oxMecapTaH MEIOKCOMHII BLPXY APYrH jJieKapcTBa

Jumuu

[1pu exHOBpEMEHHO NIPUITIOKEHNE HA TUTHH ¢ MHXMOUTOPU Ha aHTMOTEH3UH-KOHBEPTUPALIUA EH3UM H
aHruoreH3uH-II peuenTopHH aHTaroHUCTH € HabaoaaBaHO OOpaTUMO MOBULIIEHUE HA CEPYMHMA
AUTHIN ¥ TOKCUYHOCTTA MY. ETO 321110 HE ce npenopbpUBa €AHOBPEMEHHOTO NPHIIOKEHHE Ha NUTHUH ¢
OoNMecapTaH MeIOKCOMUI (BHXKTe TOuKa 4.4). AKO €AHOBPEMEHHOTO NPUIIOKEHHE € HANOXKHUTEINHO, Cce
NpenopLYBa BHUMATENHO NPOCAEABAHE HA CEPYMHHS JIMTHH.

Apyau sewjecmea
B cneunduunn KNIMHUYHY U3MNHTBAHUS CHC 3ApaBY ROOPOBONLIM Ca MPOYYEHH Bap(apHH, ANMOKCHH,

aHTHAUMA (MarHesues alyMHHHUEB XHAPOKCH]), XHAPOXJIOPOTHAa3H] M NpaBacTaTHH. He ca
HabnoaaBaHU KIIMHHYHO 3HAYHMHU B3aUMOAEHCTBHE H B YACTHOCT OJIMECAPTaH MEAOKCOMHII He
OKa3Ba CUrHHU(HKAHTEH edekT BbpXY dhapMaKOKHHETHKATA Y (papMaKkOoHUHAMUKATA HA BapdapyH H

BbPXY GapMaKOKMHETHKATa HA TMIOKCHH,

OnMecapTaH He 0Ka3Ba KIIMHUYHO 3HAYMM UHXHOUTOpEH eeKT in viiro BbpXy uutoxpom P450
eHsumuTe 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 n 3A4 npu xopa. He oka3zsa MM KMa MMHHMAaJIEH
HHAYUHpall edeKT BhpXY aKTHBHOCTTA Ha nMToXpoM P450 npu nnexose. ETo 3amo He ca
MPoBeXJaHH NPOYUYBaHHA 38 B3aUMOAEKMCTBUA iNn VIVO ¢ U3BECTHH UHXUOHTOPH U HHAYKTOPH Ha P450
LIMTOXPOM €H3UMa U HE C€ OYAKBAT KIIMHUYHO 3HAMHMMH B3aUMOACHCTBHUA MEXKAY OJIMECAPTaH M
JeKapeTBa, KOUTO ce MeTabonnaupar ot ropensdbpoeruTte uuroxpoM P450 enzumu.

IlearaTpuuna nonyjaauua:
[IpoyuBaHus 3a B3aUMOAENCTBUA ca MPOBEKAAHH CAMO NMPH Bb3PACTHH.
He € u3BecTHO nain B3aMMOACHCTBHATA MPH JELIA €A CXOAHHU C TE3K NPH BB3PACTHHTE.

4.6 @epTHAHTET, OPEMEHROCT H KbpMEHe

bpeMeHHoOCT




[TpunokenneTo Ha aHruoreH3uH Il aHTaroHMCTH He ce nNpenopbpUBa Mo BpeMe Ha MbPBUS TPUMECTBP
Ha OpeMeHHOCTTa (BMaKTE TOYKaA 4.4). [IpuiiokeHHeTo Ha aHruoTeHsuH Il anraroHucTy e
MPOTHBOINOKA3aHO MO BpeMe Ha 2-pyu U 3-TH TpUMeCTbp OT OpemeHHocTTa (BHKTE TouKa 4.3 n 4.4).

EnnaeMuosiorHyHuTe JaHHH OTHOCHO PUCKA OT TEPaTOreHHOCT caell ekcnozuuus Ha ACE-
HHXUOUTOPH 110 BPEME HA ITbPBUS TPUMECTBP OT OpeMEHHOCTTaA HE ca YOeIUTEJIHH; HE3aBUCHMO OT
TOBA HE MOYKE J1a C€ U3KJIIOUHM JIEKO YBEJIMUEHHE HA pUCKA. 1bil Kamo HAMA KOHMPOIUPAHU
enUOeMUONO2UYHU OAHHU 3a PUCK npu anzuomenzun Il anmaeonucmume, no0odOHU puckose modice Oa
ca HanuyHu u npu mo3u kiac aexapemeda. OCBeH ako NPOABLIKEHHETO Ha JIGYEHHETO ¢ aHTHOTEeH3HH I
AHTATOHUCT HE € OT CHUIECTBEHO 3HAYEHHE, NMALUEHTKUTE, KOUTO MJIaHUupaT OpeMeHHOCT, TpsAOBa J1a
[MPpEMHMHAT Ha JPYro aHTUXUINEPTEH3UBHO JIEYEHHE, KOETO € C JI0Ka3aH npodui Ha 0e30nmacHOCT NpH
OpemenHocT. [Ipu nMarHocTMMpaHe Ha OPEMEHHOCT JIEYEHHETO ¢ aHrHoTeH3uH 11 anTaronucTy
TpsiOBa BeJHara Aa ce npeycTaHOBH U NMPH HEOOXOJMMOCT J1a C€ TNMPHJIOKH JIPYTro JIeYeHHE.

M3BecTHO €, 4e eKCNO3ULMATa KbM aHTHOTEH3UH Il aHTaroHUCTH 1o Bpeme Ha BTOPH M TPETH
TPUMECTBP HHAYLHPA (PETOTOKCHUYHOCT Yy Xopa (HamasieHa ObOpeuHa pyHKUMS, OJTUIOXHIPAMHHUOH,
3abaBsaHe Ha ocudHUKallMaTa HA Yyepena) U HeoHaTalHa TOKCHYHOCT (ObOpeyHa HeAOCTaThbYHOCT,
XUIMOTOHMS, Xunepkanuemus). (Buxkre cbio Touka 5.3 “IIpeaknuanyunm 1anHu 3a 6e3onacHocT”).
[Tpu excno3uius KbM aHrHOTEH3UH [l aHTaroHUCTH Npe3 BTOPH M TPETH TPUMECTHP OT OPEMEHHOCTTA,
ce NpenopbyBa YJATPA3BYKOBO H3cJieBaHe Ha ObOpeyHaTa (hyHKLMS U Ha yepena. KepMayera, YHHTO
Maliku ca npueMalii aHruoteH3uH Il aHtaroHucT no Bpeme Ha OpemMeHHOCTTa, TPIOBa BHUMATENHO J1a
ce npocieasBarT 3a XUINoToHHUs (BUKTE olle Touka 4.3 v 4.4).

KbspMmeHe
OnMecapTraH ce eKCKpeTHpa B MJISKOTO Ha KbPMELUH IJIbXOBE, HO HE € U3BECTHO JaJIi OJIMECApTaH ce

eKCKpeTHpa B KbpMaTa npu xopa. [lopaau nunca Ha uHdopmaims 3a npuiaokeHuero Ha TeHcap no
BpeMe Ha KbpMeHe, TeHcap He ce npernopbyBa U ce NPeArourMTaT ApYrH JieueHHUs ¢ no-a100pe npoyyeH
npodua Ha 6€30MacHOCT Mo BpeMe Ha KbpMeHe, 0COOEHO NMPH KbpMEHE Ha HOBOPOJIEHO WK MPH
[PeX/1eBPEMEHHO POJAECHH.

4.7 EdexkTn BbpXy cnocobOHOCTTA 32 m1opHpaHe H padora ¢ MAIIHHH

Tencap MUHUMAaNIHO HJIM YMEPEHO MOBJMUABA CIIOCOOHOCTTA 3a Wo(pHUpaHe WK padoTa C MalLIMHH.
[ToHsikora Moske J1a ce NMosiBU 3aMasstHOCT MJIM YMOpa MpH NalMeHTH, KOUTO NpUeMar
AHTUXMUINEPTEH3HUBHH JIEKapCTBa, KOETO MOXE Jla HapylluX crocoOHOCTTa 3a pearupaHe.

4.8 Hexenanu JeKapcTBeHH peaKklHH

O600menHe HA nNpoduJIa HA 0€30NACHOCT
Haii-uecTo cpboO11aBaHUTE HEXKENAHU peakLMK npH JieueHue ¢ Tencap ca riasodonue (7,7%),

rpuronoooHu cuMntomMu (4,0%) u 3amasHocT (3,7%).

B nnane®o-koHTpoMHpaHu NpoyuBaHUsA C MOHOTEparus, €MHCTBEHATa He)KeJlaHa peaKLus, KOsATO
HEJIBYCMHUCJIEHO € CBbp3aHa C JICYEHHUETO, € 3aMasHOCT (2,5% uvecToTa NnpHu oJiMecapTaH MEOKCOMMII
u 0,9% npu nnauedo). Yecrorara € CbLIO MAJIKO 110-BUCOKA IMPH OJIMECAPTAH MEIOKCOMUJI B
cpaBHeHMe ¢ u1anedo 3a xuneprpuriavuepuaemus (2,0% copamo 1,1%) v 3a yBesimueHd HUBA Ha
kpeaTHHUH dochokunaza (1,3% cnpamo 0,7%).

Tadanua ¢ HeKeJIAHH PeaAKIHH:
Hexxenanurte peakuuu ot TeHcap B KIIMHUYHHU MPOYYBaHUs, NMPOYUYBaHUA 3a 0€30MacHOCT Clie]]

pa3pc€liaBaHC 34 yHDTp(i‘ﬁﬂ H OT CITOHTAHHHTC C'bDﬁU.IEHHH Ca Oﬁeﬂ.HHeHH B TaOsiMuara [10-100J1Y.

CHE,[I,HHTH TCPMHHOJIOI'HA € KU3110J13BaHa 34 KﬂﬂCH(i)HL[H]JﬂH@ Ha YeCTOoTaTa Ha HEXKCIIAHHUTC

<1/1 000); muoro peaku (<1/10 000).

MedDR AT st | Hexxenanm peakuvun
CucreMa/opran kiac




HapylueHns Ha KpbBTa M JInM{HaTa TpombouurTonenus Heuectn
CUCTEMA
HapywieHus Ha HMYHHATa cCMCTEMa AHapunakTH4Ha peakuus HeuectH
Hapyuwienua Ha metabosin3Ma U XpaHeHeTo | XUNepTpUuranuepruacMus Yectn
XunepypukeMns Yectn
XunepKanuemus Penxu
Hapyuiennsa Ha HEpBHATa CHCTEMA 3aMasHOCT Yectn
"'naBobonne Yectn
HapylweHnus Ha yXoTo Y 1abUpPHHTA CBETOBBPTEXK Hewectn
ChbpAcyHU HapylLeHUs AHIrMHA NEKTOPUC HeuectH
Cpa0BH HapYLIEHHUA X UNOTOHMA Peaku
Pecnuparopiu, rpbaRN 1 MEAHACTUHAITHU bpoHxur YectH
HapyuehHnA DapUHIUT YecTn
Kaiunuya YecTu
PuHuT YecTH
CTOMAUIHO-YpeBHY HapYILEHUs ['acTpoeHTepUT Yectu
Hnapus YectH
KopemHa 6oika YectH
["anene YecTH
Hucnencus HectH
[loBpriiaHe Heuectn
AHTecTHHANIEH aHTHOEOEM Penku

Lnpy-nogobHa enreponatus (Bx.
Touka 4.4)

MHoro peaku

XenatobuinnapHu HapylIeHHUs

ABTOHUMYHEH XxenaTtut™*

C HeU3BECTHA

HECTOTA
Hapyluenns Ha KoXkaTa M IOAKO)KHaTa Ex3aHTeM HeuectH
TbKaH ANepruyeH AEPMATUT HeuecTy
Yprukapus HeuecTw
Ob6pus HeuectH
Copbex HeuecTH
AHruoeaem Penku
HapyuieHus Ha MYCKYNIHO-CKeNleTHaTa ApTpuTt Yectu
CUCTEMA H CheIMHUTENHATA ThKaH Boska B rbp6a UecTh
bonka B KOCTUTE YecTn
Muanrus Heuectn
MycKyneH Cna3bsm Penxu
Hapyuienusa na 6b0peuure ¥ IMKOYHKTE XeMmatypus YectH

[TbTHLIA

Hudeknus Ha ypUHapHUA TpakT

OcTpa 66peuHa HeAOCTaTBYHOCT

btbpeuna HeaAOCTATBYHOCT

Obuiy HapyuieHHa U ¢PEKTU HA MACTOTO Ha
MPUIIOXKEHHUE

bonxa

bonka B ropaunTe
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[lepuiepeH OTOK Yectu
['punonoaoOHU CUMNTOMH Yectu
YMopa Yecrn
(OTOK Ha AHLETO HeuecTn
AcTeHus Heuecty
Obma cnaboct HeuecTn
AnaTtus Penku
MzcnenBaHns [loBuiueHU HHBA HA YepHOAPOOHM Hectu
€H3UMH
[loBuineHH HMBA HA ypesa B KpbBTa Yectu
IloBHILIEHY HHBA Ha KpeaTHH Yectr
¢docpokHHa3a B KpbBTa
[loBHIlIEHH HIBA HA KPEaTHHHH B Penkn
.| KpPBBTa o _

*I1pe3 MOCTMAPKETUHIOBHA N1IEPHOA ce ChOoOLIaBa 3a CTYYad HAa ABTOMMYHEH XENaTuT C JIaTEHTEH Nepuoa
OT HAKOJIKO MeceLa A0 NOAMHH, KOUTO ¢a 0OpaTUMHM Cliell CIIMpAHEe Ba NPHEMa Ha OJIMecapTaH.

HoxnaneaHu ca eJMHHYHHU citydad Ha pabaoMuoaM3a BbB Bpb3Ka C IpMeMa Ha aHrHoTeH3uH I
peLienTopHu BJI0KepH.

JonbaunuTenHa HHPpopMaLKMA 33 CIEUHATHHY NONYJ/IaUH

[Tecuampuuna nonyrayus
be3zonacHocTTa Ha oIMEcapTaH MEeOKCOMHI € TIpOClIeNABaHa Mo BpeMe Ha iBe KIMHHYHH

npoyuBaHus npu 361 acua M 1OHOUIM, Ha Bb3pacT oT 1 go 17 roauun. Benpeku, ue xapakTepbT H
TEXKECTTa Ha HEXKEJTAHUTE pPEaKIIiU € CXOHA ¢ Ta3W Ha BB3PACTHUTE, UECTOTATA HA CNEIHUTE peaKliuM
€ MO-BHUCOKa MpH Jeua:

- KbpBeHeTo OT HOCA € HecTa HexxenaHa peakuud npu aena (= 1/100 go < 1/10), kosato He e O1na
HabmonasaHa NpH Bb3PACTHH.

- [To Bpeme Ha 3-ceAMHYHO ABOHHOCHANO NPOYYBAHE, YECTOTATA HAa Bb3HHKHANWTE NO BpeMe Ha
JICYEHHUETO 3aMasHOCT U rnapobonue ¢a MoYTH ABOHHO MOBEYE NPY Acla Ha Bb3pacT 6-17 roansy B
rpynara, npruemMana BUCOKH 03U OJIMEcCapTaH MEAOKCOMMII.

Karo LAJIO, HpﬂElJHJ'I']:T Ha Be3zonacHoOCT Ha OJIMECapTaH MEAOKCOMHN NPH NEAHATPHYHH ITALIHCHTH HE
CC OTIIHYaBa 3HAYHUTCIIHO OT l'IpD(l)Hﬂﬂ Ha 0€30NacHOCT MPpH BB3PACTHH NNAITHCHTH.

Cmapuecka ev3pacm (03 200unu uny nogeye)
B cTapuecka BBL3pacT 4ecTOTaTa HA XMUIIOTOHHATA € JIEKO NMOBUILEHA OT PALKA Ha HEYECTa.

CvobulapaHe Ha MORO3ZUPAHH HEKENAHH PEAKIIUH

CrobujapaHeTo Ha NOOO3UPAHH HEXEJIAHH pPeaKLMH Cliel paspellaBpaHe 3a ynoTpeba Ha eKapCTBEHHS
MPOAYKT € BaxkHO. ToBa O3BOABA [a MPOABIKYA HAOMIOAEHHUETO HA ChOTHOLLUEHHETO 110J13a/PHCK 32
JIEKapCTBEHMA NpOoAYKT. OT MEAHMLMHCKHTE CNIELHAJIACTH C€ U3KCKBaA Aa ChOoOLilaBaT BCAKa
NOAO3HpaHAa HeXKelaHa peakLiMs upe3 HalldOHa/IHA CHCTEMaA 3a Cho0LuaBaHe:
H3nmbaHUTENHA areHUHs 110 IeKapeTeara

yn. ,,JlamaH I'pyes” Ne 8

1303 Codmus

Ten.: +35 928903417

yebcanT: www.bda.bg




4.9 Ilpenosunpane
Hanmite ca caMo OCKBJIHM JaHHH 3a npeAo3dpaHe npy xopa. Hali-BepoaTHuaT edexr npu
NpeR0o3upaHe € XUNoToHUA. B cmydali Ha npego3vpaHe CbCTOSHHUETO Ha NMAlMEHTA CE NIPOCeAdBa

BHHMATEHO K C€ NPUNAra CHMIITOMATHYHO H NOJIBPKALIL0 NEUEHHE.
Hama nndopmaLmsg Jajld OIMECAapTaH CE OUMCTBA ¢ AHANH3A.

5. ©OAPMAKOJOIiYHU CBOHCTBA

5.1 PapmMakogHHAMH4YHH CBOHCTBA

dapMakoTepaneBTHUEHA Fpyna: aHTHOTEH3MH I anTtaronucTn, ATC koa: CO9C A 08

MexaHn3bM Ha aeticTerue/DapMakoInHaMUYHH eEKTH

OnmecapTaH MeOKCOMIJI € MOLIEH, MEPOPAIHO aKTUBEH, CENEKTUBEH aHrnoTeH3uH Il penenropeH
(tun AT)) anraronuct. [lpeanionara ce, ye 6a10KkMpa BCHUKHK ASHCTBUA Ha aHTMOTEH3HUH 1, MeauupaHu
upe3 AT peuenTopure, HE3aBUCHMO OT U3TOUHMKA M HAYMHA HA CUHTE3HpaHe Ha aHrHoTeH3uH Il
CeneKTHBHHAT AHTAarOHW3bM Ha aHruotTeHsuH 1l (AT))-peuenropure BOAW A0 YBEIUUEHHE HA
Na3MEHHUTE HHBA Ha PEHUHA U Ha KOHLIEHTpAUMUTE Ha aHroTen3uH 1 v 11, kakro U B U3BecTHa
CTENEH HAMAMCHHWE Ha MUTa3MEHHUTE HHBA Ha AA0CTEPOHA.

AnruoTteHsuH II e rnaBHUAT Ba30aKTHRBEH XOPMOH HAa peHHH-aHTHOTEH3WH-AIA0CTEPOHOBATa CHCTEMA
M Urpae BaskHa poJis B MATOreHe3ara Ha xunepronnaTa uypes tan 1 (AT) peuenropure.

KnuHH4Ha eUKACHOCT U 0€3011acHOCT

HPH XHNIEPTOHHA OAMECAPTAaH MENOKCOMHUIA BOJH 10 R0O303aBHCHUMO, NPOABILKHTCIIHO HaMallCHHC Ha
APTCPHANHOTO KPBBHO HAJIAI'dARC. Hsama gaHHH 3a XHOOTOHHA Ha MbpB4Ta 4034, 34 T&XH(})M&KCHH [IpH
NpoOABL/IKHUTCIIHO NCYCHHUC HITH 34 p36HYH,[I-XHHE:pTDHHH Caea NpEyCcrtaHOBABAHE HAa TCPAINHUATA.

EHOKpaTHOTO NpHIOXKEHUE Ha ACH Ha OJIMECApTaH MEOKCOMHEIN OCHIYpABa €(PeKTHBHO H ITaBHO
NIOHWXKEHUE Ha apTEPHANTHOTO HaJIAraHe B NPOAL/RKEHHE Ha 1eliug 24-4acoB N030B HHTEPBAJL.
EQHOKpAaTHOTO NPHIOXKEHHUE Ha ACH BOAH 10 HAMAIEHWE Ha apTepHAHOTO HanAraHe, €1HakBo ¢ TOBA
Ha NpPHIOKEeHHe Ha cbllaTa odlia AHeBHA 1034 /1Ba TBTH JHEBHO.

[Tpy nMpoaB/MKUTENHO NPHAOKEHHE, MAKCHMAJTHO TIOHWKaBaHE Ha apTEPHASTHOTO HANATAHE CE NIOCTHTa
8 ceIMHULIM Clel 3aMOMBaHe Ha TeparimaTa, BLIPEKH Y€ 3HaYMTENHA YacT OT NOHWKAaBallKs
apTEPHANIHOTO HanaraHe edekr ce HabNoaaBa olUe Cltell MBPBHTE 2 CEAMULIM OT JIEUEHHETO.
EnHOBpeMEHHOTO NMpHIOKEHHE ¢ XHAPOXJIOPOTHA3UR € MoHacd 10Ope U BOAH A0 AOMBIAHUTENHO
NMOHWKEHHE Ha apTEPHAITHOTO HAJIATaHE.

Bce ouie He e H3BeCTeH €PEKTHT Ha OJIMECAPTAH BBPXY CMBPTHOCTTA K 3aboneBaeMocTTa.

[IpoyuBanero Randomised Olmesartan and Diabetes Microalbuminuna Prevention (ROADMAP,
PaHyioMu3npaHe Ha oJIMecapTaH B NPEeBEHLINA Ha NMabeTHa MUKpoanOymMuHypHsa) npu 4447 nauneHTu
¢ auabet Tun 2, HOpMo-aOYMUHYpPHA U NMOHE €AWH AONBAHHTENEH CHPACYHOCHIOR PHCKOB (aKTop,
M3C/EeABa AANH ICUCHUETO ¢ ONIMEcapTaH MOXke 11a 3abaBy HaYanoTo Ha MRKpoandyMuHypus. Ilo
BpeMe Ha CpellHMA Npocnenspall nepuoa ot 3,2 roavHY, NaLMEHTUTE MONYYaBaT OJIMECAPTAaH HIM
rauedo B AOITbJAHEHHE KbM JAPYTH aHTUXHNEPTEH3IUBHY JIEKAPCTRA, ¢ U3KIioueHue Ha ACE o
HHXHOUTOPH WIKM aHTHOTEH3UH peuenTopHHU OokepH (ARB).

3a NppBHYHATA KpaHdHa LeN NPOYyHBAaHETO NOKa3Ba 3HAYUTENIHO HaManIBaHe Ha BPEMET
MHKpPOanOyMHUHYPHSA B N03a Ha onMecapTaH. Cell KOpEeKUMS Ha pa3MKHUTE B apTepH
HaJlAraHe TOBa HAMANSABAHE HA PHCKA Be4e HE € CTATUCTHHECKM 3HauHuMO, 8,2% (178 0
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NalMEHTHTE OT rpynara Ha oamecaptaH Y 9,8% (210 or 2139) B niauebo rpynara ca pa3sunu
MHUKpPOaNOyYMHUHYpPHA.

3a BTOPHYHHUTE KpaliHK LeaH, CbpASYHOCHAOBU MHLIMAEHTH Bb3HUKBAT TIpH 96 nauuenTa (4,3% npu
onMecapTad v npu 94 naiwenra (4,2%) npu nnauebo. Hecrorata Ha Cbpae4YHOCHAOBA CMBPTHOCT €
NO-BHCOKA NPH JIEUEHHETO C OJIMecapTaH B cpaBHeHHe ¢ mnauedo (15 nauuenra (0,7%) cnpamo 3
naupenTa (0,1%)), Bbnpeky cxoaHuTe HUBa Ha HedaraneH HHCy T (14 naumenta (0,6%) cnipamo 8
naunenTa (0,4%)), HedartaneH MuokapaeH MHpapkT (17 naunenTa (0,8%) cnpsamo 26 nauuenta
(1,2%)) ¥ CMBPTHOCT, pa3jinyHa OT CbpAe4YHOCBHAO0BA, (11 naumenTa (0,5%) cnpsamo 12 nanyeHTa
(0,5%)). ObmaTta CMBPTHOCT IIPY OIMECAPTAH € YUCIAEHO yBenHueHa (26 naunenra (1,2%) cnpamo 15
nauuenTa (0,7%)), KoeTo € CIEACTBHE OCHOBHO OT NMQ-BUCOKUA Opoil paTanHy ChpAeHHOCHA0BY
WHIIMAEHTH.

[IpoyuraneTo Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic Nephropathy
Trial (ORIENT, OnmMecapraH HaMalsBa 4€CTOTATa Ha TEPMHHANIHATA cTeneH Ha 616peuna bonect npu
nvabeTHa HedponaTHa) u3cieasa eeKTHUTE Ha OJIMECapTaH BbpXY OBLOPEUHUTE U CHPACYHOCHAOBH
Kpaiili pe3ynTaTy npu 577 paHaoMu3dpaHy nauuedTH ot Anoxdud u Kurai ¢ nuaber tun 2 ¢ u3sBeHa
Hedponatui. I1o Bpeme Ha cpeHHs NepHoA Ha npocheassade ot 3,1 roaMBy, NauMEHTUTE NOTyYaBaT
HJIM OJIMecapTaH, UNu nnauebo B JOMbIHEHHE KbM ipYyTd aHTUXHUIIEPTEH3UBHU JIEKAPCTRA,
BKIIIOUHTENHO H ACE uHxubutopm.

[TbpeuuHaTa KOMOMHUpaHa KpakiHa uen (BpeMe A0 MbpBUs C1y4ail Ha YABOABaHE HA CEPYMHHUs
KpeaTHHHH, TEpMUHAIIHA cTeleH Ha 6bOpeyuna Oonect, 0b11a cMBpTHOCT) ce Habmoaasa rpu 116
NailieHTH B rpynarta Ha onMecapraH (41,4%) u npu 129 nauyeHTH B rpynara Ha nnaue6to (45,4%)
(HR 0,97 (95% CI1 0,75 no 1.24); p=0,791). KomOuHMpaHaTa BTOpUYHA CbPAEYHOCHA0BRA KpakHa Lie
ce Habmonasa nipu 40 nauneHTa, ieKyBaHu ¢ onmecapraH, (14,2%) v npu 53 naumenra, neKyBaHu ¢
rauebo, (18.7%). Tazu koMOMHMpaHa CLPASUHOCHAOBA KpaiHa 11e1 BKIIOHBA ChPASYHOCHA0BA
cemupt nipu 10 (3,5%) nauueHra, npuemManu onmecapras, cnpsamo 3 (1,1%), npuemanu nnanebo, obia
cMbpTHOCT 19 (6,7%) cnpaMo 20 (7,0%), Hedaranen nacynT 8 (2,8%) cnpamo 11 (3,9%) u Hedaranen
muoxapaeH uHdapkT 3 (1,1%) cnpamo 7 (2,5%), croTBETHO.

HeﬂHaT]JH‘{Ha [MONnynalHA

AHTUXMIIEPTEH3UBHUAT ¢(PEKT Ha OIMecapTaH MEAOKCOMHUIT B ITEAUATPUYHA FIOMYJALd € U3C/IEABaH B
pPaHAOMM3HUPAHO, ABOHHOCAANO, MNaLebo-KOHTPOIHpPaHO NpouyBaHe npH 302 NanMeHT!H C
XUNepTOHUA Ha Bb3pacT 6-17 roaunu. Macnensadara nonynaums ce CbCTOM OT KOXopTa OT 112
YEePHOKOXH NalleHTH ¥ ApYra KOXopTa, cbeTosa ce oT 190 naunsenTH ot pa3sivydHy pacy, 38 ot
KOHTO Y€PHOKOXH. ETHONOrHATa HA XMIIEPTOHHATA € NPEeIUMHO €CEHIIMANHA XUITepToHud (npy 87%
OT KOXOPTATa ¢ UEPHOKOXH NaUMeHTH U 67% OT KoxopTaTta ¢ pa3fnu4HM pacH). IlaumerTure ¢ Terno
20 mo <35 kg ca pangoMu3upany Ha 2,5 mg (Hucka ao3a) unu 20 mg (BHCOKa [103a) OJIMecapTaH
MEIOKCOMUI BEJIHBK JHEBHO, a NallMeHTHUTE ¢ Terno =35 kg ca paHAOMHM3UpaHU Ha 5 mg (HucKa [03a)
1 40 mg (BHCcoKa A03a) onMecapTaH MeJOKCOMMI BeAHBXK AHEBHO. OnMecapTaH MEIOKCOMHIT
3HAUUTEITHO HAMANSABA KAKTO CHCTONIHOTO, TaKa W IMACTOJIHOTO HAIATaHE M0 J0303aBUCUM HAYHH
cien ajantupaHe CnpsaMo Ternoto. B HUCKHTE, 1 BUCOKUTE A03H OIMecapTaH MEAOKCOMMA
3HAYHTEIHO HAaManABaT CHCTONMHOTO aPTEPUANIHO HANAraHEe ChOTBETHO ¢ 6,6 11,9 mmHg cnpamo
M3XOOHOTO HUBO. TO3H edekT ¢ HabnoaaBaH U 1o BpeMe Ha 2-ceIMUUHATa paHIOMH3UpaHa ¢aza Ha
NpeXbCBAHE Ha N€YEHUETO, MTPU KOETO M CHCTONHOTO, Y AWACTOJHOTO apTEpHATHO HAJIAraHe NMOKa3BaT
CTATUCTUYECKH 3HA4YUM pebayHa edekT B rauebo rpynara, B CpaBHEHUE ¢ Ipyrnara, npmemana
ofimecaptaH. JleueHHeTo e e(peKTUBHO NpPH NEARATPHYHH MALUEHTH KAKTO C ITPBUYHA, TaKa U C
BTOpHYHa XurnepToHud. Kaxto e HabnroaBano U NMpU NONyNaLMATa OT BEIPACTHH NALHEHTH,
NOHHKABAHETO HA APTCPHANHOTO HanAraHe € No-cj1abo nNpu YepHOKOXKY NAUNECHTH.
B cu10TO npoyuBaHe, 59 nauMeHTH Ha BB3pacT oT 1 A0 5 roavHH M Terno =5 kg, nonyuya
mg/kg onMecapTal MEIOKCOMMII BEAHDBK AHEBHO B ITPOAB/DKEHUE HA TPH CEAMHULM NO
OTBOpeHa haza, cliefl KOeTO ca PaHAOMHU3UPAHH Aa N0AYYABAT OJIMECAPTAH MEAOKCOM
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Ha OJIMECAPTaH MEAOKCOMHIL. Taszu pPa3JiHKa B dAPTEPUANTHOTO HaNATIAHS HC € CTATHCTHUHCCKH 3HAYHUMA
(95% C.I -2 to 7/-1 to 7).

Jlpyra undopMauus

HBe roneMu paHaOMH3KWpaHu KoHTposupaHH npoyuBaHus - ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipnl Global Endpoint Trial - Texyino rnobanno nu3nurease 3a
KpaiiHid TOYKH Ha TEJIMUCAPTAaH, CAaMOCTOATENHO ¥ B koMOHHauua ¢ pamunpun) 1 VA NEPHRON-D
(KniHu4HO npoyusaHe, CBbP3aHO ¢ Pa3BHTHE Ha HedponaTus Npy AuabeT, NMpoBEAEHO OT
MUHHCTEPCTBO MO BBIIPOCHTE Ha BETEPAHUTE) — NMPOYYBAT ynoTpedarta Ha komOuHaumaTa ot ACE
MHXHOMTOpP KW aHrHoTeH3UH [{-peuentopeH biokep.

ONTARGET e npoy4saHe, NMpOBEIEHO NPH NALUEHTH ¢ aHAMHE3a 3a ChpAEYHOCHA0BA HITH
MO3BYHOCHA0Ba 00JIeCT, WM 3aXapeH AuabdeT Tun 2, NpUAPYXKEHY C JaHHH 3a YBpeXXKJaHe Ha
edextopuy oprann. VA NEPHRON-D e npoyuBaHe npu naijueHTH Cbe 3axapeH nyaber tun 2 u
avabeTHa HedpomnaTu.

Te3u npoyuBaHHs He NOKa3BaT 3HAUMM OnaronpuaTeH edekT BbpXy Ob0pevnHrTe H/HIH CHpREYHO-
CBAOBHUTE MOCAEAHUHN U CMBPTHOCT, KATO CHLIEBPEMEHHO ca HaOnoJaBaHH NOBHUILEH PUCK OT
XHUIEpPKATHEMHS, OCTPO YBpexaaHe Ha OBbOpenTe WHIIH XHITOTOHUS B CPaBHEHHE C MOHOTEpAIUATA.
KaTto ce umat npeapup cxonaHuTe UM GapMakKOAMHAMHYHH CBOMCTBA, T€3H PE3YNTATH Ca NPHAOKHUMU
u 3a Apyru ACE unxuburopn u anrnorensuH Il-peuentopuu bnokepmu.

ACE nuxubutopu u anrnoressuH Il-peuerrropHu 65okepy ciiea0BaTENTHO HE TPAOBA Aa Ce U3MOI3BAT
€IHOBPEMEHHO NpH NauMeHTH ¢ Anaberna Hedponarua.

ALTITUDE (Knuauuso npoy4BaHe NpoBeAEHO ¢ aTUCKHPEH MPH MAaLHMEHTH ChC 3aXapeH auaber TUr
2 C N3TION3BAaHE HA CHPACUHO-CBAOBK U OBOpeunu 3abonaBaHusg kaTo KpaiHH TOUKH

) € MpoyuBaHe, NpeJHa3HaueHO Aa U3cieaBa 1on3ara ot A00aBsHEeTO Ha aJIHCKHPEH KbM CTaHIapTHA
Ttepanua ¢ ACE uaxubutop unu anrnoreHsuH ll-peuentopen 6nokep npu nauueHTH CbC 3aXapeH
nuaber THN 2 ¥ XpoHHYHO OBOpeuHOo 3a0onaBane, ChpACYHO-CHAOBO 3aD0NIABaHE WIH H JIBETE.
[IpoyuBaHeTo € IpeKpaTeHo NpeXAeBpeMEHHO NOPaAH NMOBHHIEH PHCK OT HEONArONpPHATHH
nocaeauuy. Kakto CbpAeUHO-CBAOBATA CMBPT, TaKa U MHCYNTHT Ca MO-YECTH B IPynaTa Ha
ATMCKHPEH, OTKOJIKOTO B rpynara Ha riauefo, a npeacTaBNaBALLMTE UHTEPEC HEXKEJIAHH CHONTHA U
CEPHO3HH HeXeNaHHU ChOMTHA (XUTlepKaIHeMHs, XHUITOTOHUS ¥ OBOpedHa AUCPYHKUUA) ce chodiuarar
MO-4ecTO B rpynarTa Ha aJIMCKUpeH, OTKOJIKOTO B rpyrara Ha naauedo.

5.2 (DapMaKkOKHHETHYHH CBOHCTBA

Abcopbuns u paznpeaeneHue

OnmecaptaH MeokcoMua e npegaexaperso. [Ipu abcopbupaHe OT raCTpOMHTECTHHATHHA TPAKT
Obp30 ce npeBpbLia BB (PapMaKOAOrHYHO aKTUBHHA MeTa0OMUT, OSIMECApPTaH, OT eCTEpa3UTe B
YpeBHaTa JIMFaBHLIA M B MOpTAHAaTa KpbBHA Mpexa.

B nna3zMaTa UM EKCKPETHTE HE C€ OTKPHBAT aKTUBHOCTH Ha HHTAKTEH OJIMECAPTaH MEAOKCOMMNIT WIIH
HHTAKTHH CTpaHWU4YHH BEpUrd Ha MeIOKCOMHII. CpeHaTa abconoTHa OHOHANIMYHOCT Ha O/IMECApTaH,
NpUIoXkeH noj ¢popmMarta Ha Tabnerky, e 25,6%.

CpenHaTa MakcuManHa nnasMeHa koHneHTpauys (Crax) Ha oNIMecapTaH c€ A0CTUra B paMKHTe Ha 2 yaca
clJieq] NEPOPANTHO NPUIMKEHHE Ha OJIMecapTaH MEOOKCOMHI, a M1a3MEHHTE KOHUEHTPAIIMH Ha
ONIMecapTaH HapacTBaT NOYTH THHEWHO ¢ HApacTRallM €AHOKPATHH NEPOPATTHUA 1034 10 okosio 80 mg,

XpaHﬂT‘& OKa3Ba MUHHMAJICH ecbelcr BEbPXY OHOHAIMYHOCTTA Ha OJIMCCApPTaH K 34TOBa OJIIMCCAPTdH
MCOOKCOMHWIN MOKE Aa CC IIpHara ¢ uJiH bes XpaHa.

He ce HabmonpapaT KNMHHYHO 3HAYUMH T0JIOBO-3aBUCUMH Pa3INKH BbB (hapMaKOKHWHETH
OJIMECApPTaH.

OisimecapTaH ce CRbP3Ba BEB BUCOKa CTENEH C INa3MeHuTe npoTenHH (99,7%). Burpe
Bb3MOXKHOCTTA 3a KIIHHHMYHO 3HAYHMH JIEKADCTBEHHW B3aNMOJIEHCTBHA Ha 0OJIMeCcapTaH
eIHOBPEMEHHO MPUIIOKEHN JIEKApCTBA, CBLP3BALIM CE€ BbB BUCOKA CTEMNEH C [J1a3MEH
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ype3 H3MECTBaHe OT MECTaTa 3a CBhpP3BAHE, € HUCKA, KOETO C€ NOTBBPXK/aBa OT JIMIICATA Ha
KITMHHUMHO-3HAYMMH B3aHMOAENCTBHA MEXAY OIMECAPTAH MEAOKCOMWI U BapdapuH. CBBP3BAaHETO Ha
ONIMECAPTaH ¢ KPbBHUTE KJIETKH € He3HauuTenHo. CpeHUAT 00eM Ha pasnpelelieHue clell HHTPaBEHO3HO

npunoxeHne e Manek (16-29 1).

buorpaHchopMals U eNMMHUHHPAHE

O6ukHOBeHO oOUMAT naasMed kKupwHe € 1,3 Vh (CV, 19%) 1 € cpaBHHTENHO ManbK B CPaBHEHUE C
yepHOApPOOHHS KpbBOTOK (0Kkomo 90 I/h). Cnen enHokpaTHO NepopaHO NPUIICKEHHE HA MAPKUPAH
YC-onmecapran Meaokcomun, 10-16% oT paaiHoaKTHBHOCTTA Ce OTKPHBA B ypHHaTa (No-rojiaMara
4aCT B paMKHUTe Ha 24 yaca OT NPHUIOKEHUETO Ha 03aTa), @ OCTATBKBT OT OTKPHTATa PaJHOAKTHBHOCT
ce eKckpeTHpa BuB deueca. UMaiiku npeaBua cucTeMHaTa HATUYHOCT oT 25,6%, MOXe Ja ce
3aKJ1I04H, e abcopOUpaHUAT OJIMECAPTaH ce eTMMUHUpA U upe3 ObOpeuna ekckpeuns (oxkono 40%), u
ype3 Xenaro-ounuapHa exckpeuus (oxosio 60%). LI110To KOMYECTBO PaIHOAKTHBHOCT €
WJIEHTH(PULMPAHO KaTO oJiMecapTaH. He ce oTkpuBa Apyr 3da4ynM MeTabonuT. EnTepoxenaTtanHysT
MeTabONM3BM Ha ONIMECApTaH € MUHMMaJIeH. THH KaTo ronaMo KoJIM4eCTBO OIMECAPTaH ce
EKCKPETHUPA UPe3 KITHUKATA, IPHAOKEHHETO MY NpH MallMEHTH ¢ OunnapHa obCcTpyKuud €
NPOTHBOMOKa3aHo (BHXKTE 4.3).

KpaHMAT eNMMHHALMOHEH NONY>KHUBOT Ha OJIMecapTaH Bapupa mexay 10 u 15 yaca cnen
MHOIOKPaTHO NepopanHo Ao3upaHe. PABHOBECHO CBHCTOAHHE CE€ JOCTHUrA ClIe] IbPBUTE HAKOIKO J03H
¥ cnel 14 1HM MHOTOKpAaTHO I03UpaHe He ce HabmoaaBa AONbIHUTENHA akyMynatud. brOpeunusr
xiHpsHC e okono 0,5-0,7 I/h u e He3aBUCcHM OT Ao3ara.

dapMakOKHHETHKA NPH creliMHYHU TPYNH

ITeouampuuna nonyrayus

dapMaKOKHHETHKATA Ha OJIMECAPTAH € HU3CJieBaHa [P NEIHATPHYHY NALMEHTH C XHIIEPTOHHA Ha
Bb3pacT 1 10 16 roaunn. KNUBpBEHCHT HA ONIMEcapTaH NpY NEARaTPHUHH NMalIHEHTH € CXOLEH C TO3M
Ha Bb3pACTHUTE MALMEHTH ClIe ajanryupaHe crpsaMo TErJOTO.

Hama dapmakokHHeTHYHa HHOpMaLHA 32 EAUATPHYHY NallleHTH ¢ 6bOpeYHo yBpexkaHe.

Cmapuecka év3pacm (65 oounu wuru nogeve)
[pu xunepronnuu, AUC B cTalldOHAPHO CBCTOSHKME Ce yBeNIMuaBa ¢ 0ko10 35% npu xopa B

cTapuecka Be3pacT (65-75 roanHu) U ¢ okono 44% npu MHOrO BB3pacTHHU Xopa (=75 roanHH), B
CpaBHEHHE ¢ NMO-MJaaM nauueHTH. ToBa MoKe Aa € NOHEe OTYACTH CBBbP3aHO CHC CPEAHOTO HaMajleHHe
Ha OBOpeuHaTa QYHKUMA NPH TE3H NMaLMEHTH.

bvbpeuno yapedcoane
[Ipy naumeHTH ¢ 6BOpeuHo yBpexaane, AUC B paBHOBECHO CLCTOAHUE ce yBennuana ¢ 62%, 82% n

179% CcBLOTBETHO NpU NALKMEHTH C IEKO, YMEPEHO H TEXKO HapyuieHa 6b0peHa pyHKLHS, CHOTBETHO
CpaBHEHH CbC 3ipaBH KOHTpOIH (BHXTe TO4UKa 4.2, 4.4).

Yeproopobro yepeocoare
Cnen eIHOKpPATHO NMepOPaHO MPUIOKEHHE Ha OJIMECAPTaH MPH NMAUMEHTH € JIEKO A0 YMEPEHO
HapyileHa YyepHoapoOHa dyHkuU, AUC B paBHOBECHO ChCTOAHUE C€ yBeAMUYaBa ¢ 6%, CLOTBETHO
65%, B cpaBHEHHE CbC CHOTBETHHUTE 3[paBH KOHTPOIK. J{Ba yaca ciied MpUI0XKEeHHE, HECBBP3aHUAIT
OJIMECApTaH NpH 3paBU HHAWBUIU, ITPH MTALMEHTH C JEKO HAPYHIEHA U TIPH NALHEHTH C YMEPEHO
HapylieHa yepHoapobHa gyHkuug e cboTBeTHO 0,26%, 0,34% u 0,41%. Ilpn naumeHTH ¢ YMEpEHO
uepHOApOOHO yBpexaaHe, cpeaHara AUC Ha oaMecapraH cliell NpUI0oXKEHHEe Ha MHOTOKPaTHU A0S
cblo 65% no-BHMCOKA, B CPABHEHHE CHC CHOTBETHHTE 34paBy KOHTPONH. CpeaHHTE CTOHBE
Ciax Ha OIMecapTaH MEJOKCOMHUJI ¢a CXOAHH NPH NMALHEHTH C HEPHOAPOOHO YBpexKiaHg
37paBi HHAWBUAU. ONMecapTaH MEAOKCOMMIT HE € MPOYHBaH NpPH MaLUeHTH C TEXKO
yepHoapoOHa pyHkumMs (BUXKTE TouKa 4.2, 4.4).
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JlekapcrBenH B3aHMOAECHCTBHSA

Konecegeaam, nexapcmeo, Koemo c8vbp36da HCAbUHUME KUCEAUHU

EanospemenoTo npunoxenue Ha 40 mg onMecapTad MeaokcoMun M 3750 mg Konecesenam
XUJIPOXJIOPHA, NPH 3/IpaBH AnLa BoaM N0 28% HamansaBaHe HA Cmax ¥ 39% namanasade Ha AUC Ha
onaMmecaptaH. [lo-cnab edekr ce Habnroaasa, cLOTBETHO 4% U 15% nHamanasane Ha Chnax 1 AUC, ako
OJIMECAPTaH MEJOKCOMHA C€ NPWIOKK 4 vyaca npean KONecesesiaM XUIpOXJa0OpU.
EnMMHHALUMOHHUAT MOMYKUBOT Ha oJiMecapTaH HaMmansasa ¢ oxoso 50-52% HezaBucuMo aanu e
MPUHIOKEH EAHOBPEMEHO UK 4 yaca Npeau KoneceselaM XUAPOXIOpHA (BUXKTe TouKa 4.5).

5.3 IlpeaKNHHHYHH ZAHHH 32 Oe30maCcHOCT

[Tpy W3nuTBaHKA 33 XPOHUYHA TOKCHYHOCT NPH MIbX0BE U Ky4HeTa, OJIMECAPTaH MEAOKCOMUI
neMoHcTpHpa nogodeH edekt kato apyrute AT, peuentopiu antaroHucTd U ACE-nuxuburtopu:
NMOBUILIEHH ypesl H KPEaTHHUH B KpbBTa (Mopaau pyHKLHOHAHH NPOMEHH B 6b0OpeniuTe nopaay
6aokupaHeTo Ha AT -peuenTopuTe); HaMajleHHe Ha ChpAEYHATa Maca, NOHMWKECHHUE Ha NapaMeTpuTe
Ha YEPBEHHTE KPHBHH KIETKH (MOHUXKEHHE HA ePUTPOLIUTHHA Opoil, XeMOrnobHMHa U XEMATOKPHUTA);
XHCTOJIOTHYHH JaHHHM 3a 6b0peyuHo yepexkaane (pereHepaTUBHHU Jie3UH Ha 0b0peUunns enuTen,
ynebengasaHe Ha Oazanuute MeMOpaHu, nunaTanua Ha TyOynute). Te3un HexenaHu edexTH,
NnpeAn3BUKaHH OT (PapMaKOJIOrHYHOTO ACHCTBHE Ha OIMECApTaH MENOKCOMMI, ca HabIOJaBaHH H B
NpeAKNTMHAYHY Npoy4uBaHus 32 Apyrd AT -peuentopau aHTaroHUCTH U ACE-HHXHOUTOPH U MOXE Aa
ce peaAyLIMpaT ¢ €AHOBPEMEHHO MNPHIIOKEHHE Ha HATPHER XJIOPHI.

A npu nBata BHAa ce HabMoOaaBa yBEJIMYEHME Ha IJIa3MEeHAaTa peHHHOBA aKTHUBHOCT H
XHNepTpoPHA/XHUNEPIIa3KA Ha IOKCTarioMepynapHus anapar Ha Ob0peka. Tesu edexty, KOuTO ca
THNHYHY 32 ACE-nHxubutopure 1 ATi-pelenTopHUTE aHTArOHUCTH, HE NOKA3BaT KNHHHWYHA
3HAYHMOCT.

[Topobno Ha apyru AT -peuenTopHH aHTarOHUCTH, OIMECAPTaH MEJOKCOMMIT IIOBHIIABA HECTOTATA Ha
XPOMO30MHATa YYIUTUBOCT B KJIIETHYHU KYJITYPH in vitro. He ce HaOnronagat 3HaUMMH epexTH B
HAKOJKO in vivo NpOyYBaHKWA C OJiIMecapTaH MeJOKCOMHMA B MHOTO BHCOKH 1034 Ao 2000 mg/ke.
Cnopen obmure AaHHU OT NMPOYUBAHHATA 3@ FTEHOTOKCHYHOCT € MHOIO MaJIKO BEPOATHO OJIMEcapTaH
MEIOKCOMHMII 1a OKa3Ba NeHOTOKCHYEH ePEeKT NPH KINHUYHO TIPHIOKEHHE.

Onmecapral MeOKCOMHI HE FIOKa3Ba KAHUEPOTeHHOCT HUTO NMPH 2-TOAULLIHO NpOYy4BaHe TIpH
[UTbXOBE, HUTO MpPH JBE 6-MECEUHH NMPOYUYBAHHA 3a KaHIIEPOTEHHOCT NMPYU MULIKH, [P U3NOJ3BaHEe HA

TPaHCT€HHY MOJENH.

B penpoayKTHMBHM NMpOYYBaHHUA C IUTHXOBE, OJIMECAPTAH MEJOKCOMMII HE MNMOBNHABA QEepTHINTETA U
HAMA A0KA3aTeNICTRA 3a TepaToreHeH edekt. [TlonodHo Ha apyru aHruorensut Il anraronuery, cnen
€KCIO3ULIMA HA OJIMECAPTAH MEIOKCOMMI, MPEKUBREMOCTTA Ha NOKOJIEHUETO HaMAJABa, a cliex
€KCITO3ULIHA Ha OpeMeHHH )XUBOTHM B KbCHHTE CTaJMK Ha OpeMEHHOCTTA M N0 BpeMe Ha JIAKTaLus Ce
HaboaaBaHa nejBHYHAa AMnaTaurs Ha 6u06pexa. [logobHO Ha ApYrH aHTHXHMNEPTEH3IUBHY JIEKAPCTBA,
OJIMECAPTaH MEAOKCOMUI AEMOHCTPHPa NO-BUCOKA TOKCHYHOCT NP OpeMeHHHU 321U, B CPaBHEHUE C
OpeMeHHHU NIBXOBE, HO HAMA JaHHHU 3a (PETOTOKCHYEH eeKT.

6. PAPMAIIEBTHYHHA NAHHHA

6.1 CnHchK HA TOMOHMHHTE BellecTRA

Cwvpyesuna na mabaemxama

llenyno3a, MUKpOKPHCTAIHA

JlakTo3a MoHOXHMApAT
XHUAPOKCHNIPOITHIALENYII034
HuckozamecteHa XUAPOKCHITPOIKILIEAYIO3a
MarHesueB creapat
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Obeusxa Ha madaemxama

Turanuer apokcua (E 171)

Tank

XHUMpoMenosa

6.2 HecnrBMecTHMOCTH

He e npuioxumo.

6.3 Cpok Ha roAHOCT

3 TOJANHH.

6.4 CnenuajJny yci1oBHS HA ChbXpaHeHHe
To3un nekapcTBeH NPOAYKT HE U3UCKBA CTIELUAJIHY YCIOBHA 34 ChXPaHEHHE.
6.5 Buau chabpkaHHE HA ONIAKOBKATA

JlaMUHHMpaH noauaMu/anyMHUHRA/ NIOTMBUHWIXIIOPHI/aTyMHHHEB OIIUCTED.

OnakoBka oT 14, 28, 56 v 98 ¢unmMupanm TabneTkH.
He BcHMuKkH rolleMHHH Ha ONMaKOBKaTa MOXE Ja ca HaJTMYHH Ha nasapa.

6.6 CnenuajHy npeanasHH MEpKH NPH H3XBLPJsSHE H paboTa

Hsma cnenanHy u3HCcKBaHAA.

7. ITPUTEKATEJI HA PAZPEINEHHUETO 3A YIIOTPEBA

Menarini International Operations Luxembourg S.A.,
1, Avenue de la Gare,
L-1611, MokceMOypr

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
Tencap 10 mg - 20050545

Tencap 20 mg - 20050546
Tencap 40 mg — 20050547

9. JATA HA IIBbPBO PAZPEHIABAHE/TMMOJHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Jara Ha nbpBO paspeluapaHe: 28.11.2005 r.
Jata Ha nocneaHo noaHosaBaHe: 24.03.2011 r.

10. JATA HA AKTYANIU3ZHUPAHE HA TEKCTA

02/2025
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