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1. HWME HA JIEKAPCTBEHMUMA IIPOAYKT
WAEWARL XL
Ko-Upoecan 300 mg/12,5 mg puaimupann Tad/ieTKH |

Co-Irbesan 300 mg/ 12,5 mg film-coated tablets YE A1 ane
696 p0 , 15010

2. KAYECTBEH U KOJIHMUECTBEH CHCTAB

Bcsika TabsieTka cpabpika aktusHuTe BenlecTBa: 300 mg upbecapran (Irbesartan) v 12,5 mg
xunpoxsiopotuasua (Hydrochlorothiazide).

[TomoIHM BelllECTBA C H3BECTHO JEHCTBHE: BCAKa TabsieTKa ChAbpxKa JlakTo3a MOoHoxHpaT (Lactose
monohydrate).

3a ITBJIHKA CIIUCHK HA MOMOLHUTE BEIECTBA, BUXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnerka.
Po3oBH, OBaJIHHU, IBOWHO M3NMBbKHAIM GUIIMHPAHH TAONETKH, C JIeJIMTETHA YepTa OT €JHaTa CTpaHa.

4. KJIMHUYHHU IAHHHU
4.1 TepaneBTHYHH NOKA3AHHSA

JleyeHHe HA eceHUMAIHA XUIIEPTOHHS.

Ta3u ¢ukcupaHa 1030Ba KOMOMHALMSA € NMOKa3aHa NPH Bb3PACTHH MALMEHTH, YHETO KPBBHO HalsraHe
HE € aJIeKBATHO KOHTPOJIMPAHO OT CaMOCTOSTE/IHOTO [IpUJIOKeHWe Ha updecapraH WM
XUIPOXJIOpPOTHA3H (BXK. TOUKa J5.1).

4.2 Jlo3HpoBKA H HAYHH HA NPHJIOKEHHE

lo3upoBKa

Ko-HUpbecan Moxke 1a ce npueMa BeIHbXK JHEBHO ¢ WK Oe3 XpaHa.
Moxke 1na ce rmnpernopbuya THUTpPUpaHE Ha Jo3aTa C OTAEJHMTE CBbCTABKH (T.e. HpOecapraH M

XUAPOXJIOPOTHA3HU).

Koraro e KJIMHHYHO MOJIXOASIIO0 JIMPEKTHOTO NPEMUHABAHE OT MOHOTeparnus KbM (PUKCHpaHHUTE
KOMOMHAaLIMHU, MOXE 1a C€ UMa TNpEABHU/L CJIEAHOTO:

e Ko-Hpbecan 150 mg/12,5 mg moxe 11a ce npuiara rnpu nauMeHTH, YHETO KPbBHO HaJIraHe HeE
€ aJIeKBATHO KOHTPOJIMPAHO CbC CAMOCTOSTEITHOTO TMPUIIOKEHHE HA XHIPOXJIOPOTHA3H]L HITH
npbecapran 150 mg;

e Ko-HUpbecan 300 mg/12,5 mg Moxke aa ce npuiara rnpH rnauydeHTH, IMpH KOMTO HE € NMOCTUrHaT
N0CTATh4€H KOHTPOJI ChC CAMOCTOATETHOTO NpUIIokeHue Ha updbecapran 300 mg wiu Ko-
HUpbecan 150 mg/12,5 mg;

Ko-Upbecan 300 mg/25 mg Moxe a ce npuiara rnpH nalMeHTH, IIPH KOUTO HE € NOCTUrHaT
nocrarbyeH koHTpos ¢ Ko-Upbecan 300 mg/12,5 mg.

He ce npenopbuBaT eHOKpaTEH JHEBEH IPHEM Ha 1034 1MO-BHCOKH OT 300 mg Hpﬁﬁ(fapTﬂH H 25 m-g
XHJIPOXJIOPOTHA3ZHUIL. ,f"'-' W e
[Tpn HeoOxoaumocT Ko-Mpbecan Moxke na ce nmprema 3aeJHO ¢ IpyTrH aHTuxunep*ramﬁBHH apencma
(Bx. Toukn 4.3,4.4,4.5u3.1). ,
\
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bvopeuno yapeocoane.

[opaau chabpxkaHuero Ha xuapoxsiopornasui, Ko-Hpbecan He ce mpenopbuBa TpH MAalHEHTH C
Texka 6L6peyHa HeaOCTATBUHOCT (KpeaTHHUHOB KiIHpbHC < 30 ml/min). IIpu Tasu rpyna 6onHu ce
NpeAnoyunTa MpuiaraHero Ha OpUMKOBH OWYypeTHLH, BMecTO THasugHHW. llpy nauueHTH C
KpeaTUHUHOB KJIHUPBHC > 30 ml/min He € HeoOX0aUMO aganTHpaHe Ha JO3UpoBKaTa ( BX. TOUKH 4.3 ¥
4.4).

Yeprodpobro yapedicoane.

Ko-Upbecan He ¢ mnoka3aH NpH MNalUeHTH C TEXKO 4epHOApoOHO yspexaane. Heobxoaumo e
MOBHILEHO BHUMAHHE TIPH NPIJIOKEHHETO Ha THA3HMIW MALMEHTH C yBpeeHa YepHOApoOHa (pyHKIHA.
ITpu OOJHK ¢ JleKa W YMepeHa CTernleH Ha depHoApoOHa HEJOCTATHYHOCT He C€ Hajlara aJjanTHpaHe Ha
no3zara Ha Ko-HUpbecan (Bx. Touka 4.3).

Hayuenmu & cmapuecka gv3pacm
He ce Hanara aganTupaHe Ha J103aTa.

Ileouampuuna nonynays
He ce npenopruna yrnotpedara Ha Ko-Upbecan npu aeua u 1oHOWIH, Thi kaTo Oe3onmacHOCTTa U
e(PEKTHBHOCTTA HE Ca YCTAHOBEHH. JIUTNICBAT JaHHM.

HaywH Ha NpuiIokeHHe
[Tepopanuo npunoxeHHe.

4.3 IlporABomoKAa3ARMSA ,

¢ CBpBLXUYYBCTBHUTEHOCT KbM AKTHBHHUTE BELIECTBA WIH KbM HAKOE OT MNOMOLIHHTE BELLECTBA,
N30poeHH B To4Ka 6.1, Win KM Apyrure cyipOHAMUAHH NPOU3BOAHH (XHAPOXIOPTHA3H €
NPON3BOAHO Ha CYJNIPOHAMUINTE)

BTop# ¥ TpeTH TpUMecThp Ha OpemeHHOCTTa (BX. TouxH 4.4 1 4.6)

Texxo 61LOpeuHo yBpexxaaHe (kpeaTHHUHOB KWIHPBHC < 30 mi/min)

PedpakTepHa XHNOKaTHEMUA, XUIICPKAJILIHEMHS

YepHoapobHo yBpexaaHe, OunvapHa UpO3a ¥ XoNecTasa

EnHospeMeHHOTO nprioxeHne Ha Ko-HpbecaH ¢ anucKHpeH-ChabpIKallli NPOIYKTH €
NMPOTHBONOKA3aHO NPH NaLMEHTH Cbe 3axapeH auadet mn 61L0peyHo yBpexaade (CKOpoCT Ha

rnoMepynHa ¢unrpaims (GFR) < 60 ml/min/1,73 m2) (Bx. Touku 4.5 1 5.1)

4.4 CHoennaJJHH NpeaynpexaIeHA H NPeANAa3ZHH MEPKH NPH ynorpebda

XHNOTOHHA — TIALHEHTH ¢ HAMaNeH BTPECHAOB 00eM

Ko-Hpbecan psako npeau3BMKBa CHMITOMATUYHA XMIIOTOHMA MMPH XWUNEPTEH3MBHM NalHEHTH O3
Npyr¥ pHCKOBH (haKTOpPH 3a pa3BUTHE Ha XMNOTOHUA. CHMMITOMaTH4YHaTa XMNOTOHHS MOXKE Ja ce
OUYaKBa A2 HacTBLNH MPH TALHEHTH C XHIMOBOJIEMUS W/ WIH HEAOCTHI Ha HATPHHA nopaaM NpoBexXIaHe
Ha MHTEH3HUBHO JICUEHHE ¢ AUYPETHLH, IMETa ¢ OrpaHNYEH MPUEM Ha HATPUHM WK NOBpbBIUaHe. Te3n
CHCTOSHUA TpaOBa Na OBJaT OBNaAsHA TIpeaM 3anouBaHe Ha nedeHHeTo Ko-Upbecan.

CrteHo3a Ha 6n0peunarTa aprepus - PeHoBackyJJiapHa XHIIEPTOHKS
[Tpn naupewTH ¢ OwnartepanHa cTeHO3a Ha OBLOpevHAaTa apTepHs WIHM CTeHO3a Ha apTepHATa Ha
eIMCTBEHHs (PYHKIHOHHpaAL Ob0peK ChIIecTBYBa PUCK OT Pa3BUTHE Ha TEKKa XHIIOTOHHS UOBBpesHa
HEAOCTATBYHOCT NPH JICYEHHE C WHXWOMTOPH HA AHTHOTEH3MH-KOHBEPTHPALIHS  ATGKN ~dfn- ¢ -
aHrHoTeH3MH-I1 peuenTopHr anTaroHucTH. BLIpekn, e TOBa He € JOKYMEHTHPaHO '
nogodeH edext TpadOBa [a ce ovakea.

Bu6peuno vepexaaHe U 6b0peyHa TpaHCIIAHTALMA L SN




[Mpu neuenwe ¢ komMOwHanmsata Ko-MpGecan Ha manmeHTH ¢ yBpedeHa OBnOpedHa QyHKIMSA ce
NpEenopbYBa MEPUOAWYHO TpOC/EASBAHE HA CEPYMHHTE KOHLIEHTpallMH Ha KaJTHH, CepyMHHA
KpEaTHHHH M NMUKOYHA KHCEITHHA.

He e waTpymad aocTtaThdeH KJIWHHYEH ONMWT Mo OTHolDeHWe mpunaraHeto Ha Ko-Hpbecan npu
MAaLMEHTH C HACKOPO W3BBplleHA OLOpeyHa TpaHCIUIaHTaLHUA.

ITpu Texxka OnOpeuHa HemocTaThYHOCT (KpeaTHHWHOB KIWpBHC < 30 ml/min) ne TpsiGea ma ce
npunara Ko-Upbecan (Bxk.Touka 4.3).

[Tpu nauneHTH ¢ yBpeaeHa 6nOpeuHa QyHKUHA MOXKe Ja c€ OTHETE a30TEMHS, CBbpP3aHa C THA3HAHHA
anypeTHk. ITpnu Gonnm ¢ 6B0pedHa HeIOCTaTEYHOCT M KpeTHHHHOB KMTHpBHC >30 ml/min He ce Hanara
aJanTHpaHe Ha [03aTa, HO INpH MALMEHTH ¢ JIEKO A0 yMepeHo OBOpeuHo yBpexnane (xiupsHC >30
ml/min, Ho < 60 ml/min), Tasu ¢PuHkcHpaHa komOHMHAUMA TpAOBa Ha ce TNpwiara ¢ IOBHIUECHO
BHUMAaHHE.

HBotiHo OnoKHpaHe HA peHUWH-aHTHOTEH3IWH-angocTepoHonara cuctema (PAAC)

Wma nanum, 4e enHoBpemeHHaTa ynotpeba Ha ACE wmuxuburopu, aHrvoreHsuH ll-peuenTophnu
ONIOKEpH HWAM ATHCKHpPEH TIOBHINABa pHCKa OT XWIIOTOHMSA, XHWNEPKAIMEMHA H HaMANldBaHEe Ha
OnOpeunaTa ¢yHxuna (BKTIOYHTETHO ocTpa On0Opeuna HemocraTwhuHOCT). [lopaay ToBa, HE ce
npernophyBa AoiiHo Onoknpane Ha PAAC upe3 xomOwHupaHata yrnorpeba Ha ACE wHxuOHTOpH,
aHTHoTeH3HH lI-peuenrropuyu GnokepH UK ATUCKUPEH (BX. TOHKH 4.5 ¥ 5.1).

AKO ce TipelleHH, ye Tepanusara ¢ aolHo 6nokHpaHe € abcomoTHo HeobXxoaWma, ToBa TpsAOBa na
CTaBa CaMo 110/ HaONIOIEHHETO Ha CIEUHAIWCT W MpPH 4YECTO BHUMATEIHO MOHHWTOpPHpaHe Ha
ObOpeyHaTa dYHKUNA, €NEKTPOJIMTHTE ¥ KPLBHOTO HAJIATaAHE.

ACE vunxuburtopn v anrHoTeH3uH lI-peuenropun 6nokepyu He TpAOBa a ce M3MON3BAT €JHOBPEMEHHO
MPH TTAIHEHTH ¢ JUabeTHa HedpommaTHs.

YepHoapoOHo yBpexk/1aHe
TuasnanuTe npenapartu TpAOBa Aa ce W3MON3BAT C NOBULLIEHO BHHMAaHME TPH NMaLMEHTH C

YepHOAPOOHO YEpEeXKIAaHE WK MPOrpecHpallo 4YepHOAPOOHO 3a00naBaHe, 3aii0TO H HE3HAYHTENHH
HapYILUEHHs BB BOJHO-EIeKTponuTHUSA OanaHe MOraTa a yCKOpAT MOsiBaTa Ha YepHOoApobHa KoMa.
Hama knvHuyeH onut ¢ ynorpeba Ha komOuuauusta ot Ko-Upbecan npyn nauueHTy ¢ uepHoapbHo

YBpEXKaHE.

AOpTHA CTeHO3a Y CTEHO3a HA MHTpalHaTa Khana, oo KTHUBHA XHME HYHA KapJAHOMUHONATHSA
KakTo v npn ynorpebaTa Ha ApYTy Ba3Q4uWNaTaToOpH, TpAOBA Aa ce 0OBpHE CIICLIMAIIHO BHUMaHHE Ha
NalMeHTHTE CTpafallin OT a0PTHA CTEHO3a WIH CTEHO3a Ha MHUTpAJIHaTa Kiana, Wik o0CTpYKTHBHA
XunepTopUyHA KapJIUOMHOINATHA.

[IbpBHYEH aNJOCTEPOHHIBM
ITaLMeHTHTe C MbPBUYEH ANOCTEPOHU3IBEM OOUKHOBEHO HE C€ TIOBIIMABAT OT AHTHXHIIEPTEH3UBHH

CpencTBa, AEHCTBAIM Ype3 HHXMOUpaHe Ha peHHH-aHTMOTEH3WHOBATa CHCTEMA, 3aToBa ynotpedara Ha
Ko-HpbecaH He ce npernopbuBa.

MeTabonuTHY W ¢HAOKPHHHEH edekTU

JleyeHHETO ¢ THA3UIHU MOXKE 1a HAPYLUH IIOKO3HUA TOJEpaHC.

[lpy nanventdre ¢ AuMaber Moxe na € HeoOxoauMma MNpoMsAHA Ha N03aTa HA WHCYJIMHA HIIH
NnepopanHuTe XHNOMTHKEMHYHU CpeAcTBa. JIATEHTHUAT 3axapeH AnabeT Moke Ja cTaHe MaHHQeCTeH
110 BpEME Ha JICYEHHETO € THA3UIH.

[MoBHIIEHHEe Ha XONECTEPONa U HHUBATA Ha TPUMNIHMLEPHMAMTE MOXKe jAa ObAe CBBLP3aHO C THa3UIHATA
NMypeTHYHA Tepallks, BbIIPeKH ue mnpu ao3a ot 12,5 mg ceanpxala ce B Ko-Upbecan e crobuiaran
MHHWMAaJIEH edekT WK JINTICAa Ha TaKhbB.

[Tpy HAKoM nauMeHTH, NPUEMAILUN THA3HOH, MOXE 4 HACTBIIM XHIICPYPHUKEMHS HITH na C€_YCKopH
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Tuazuaure, BKIIOYHTETHO XWIPOXIOPOTHA3AL, MOTAT Aa TNpPEAW3BHKAT HApPYIIEHHE Ha BOJHO-
eNIeKTpONUTHHA OanaHc (XUMNOTJIMKEMHs, XHIIOHAaTPHEMHA M XHUMOXJIOpEMHMYHA  ajikanosa).
[MpeaynpenurenHy NPH3HALK 3a HApYHIEH BOJHO-ENEKTPOJIHTEH 6asaHC ca CyXoTa B YCTaTa, XaXa,
cnabocT, neraprud, CHHIMBOCT, 0e3MOKOHCTBO, MycKy/lHa OOJIka WM KpamIK, MYCKYJTHA YMOpa,
XMIIOTOHHSA, OJTMTYPHA, TAXHKAPAUA U CTOMAINHO - YPEBHU CMYIIECHHA, KaToO rajacHe M NOBpBIIAHE.
Brrpexy, 4e npu ynorpebaTta Ha THa3MAHU AUYPETHLH € BE3MOXKHO Pa3BHTHETO Ha XHITOKaJTHEMHH,
eJHOBPEMEHHOTO JieueHMe ¢ upbecapTaH MoXe J[a HaMaJlM HHIylLHpaHaTa oOT [OAHYpeTHKa
XHIOKATHEMHA.

PHCKBT OT XUNOKaTHEMHUS € Hall-BUCOK IIPM NALMEHTH ¢ YepHOApoOHa LiHpo3a, NPU MALHEHTH C
dopcupaHa AWype3a, IPH NaUHUEHTH C HEA[EKBATEH MepOpAICH NPHEM EJICKTPOIHTH H MPH NMAIMCHTH,
Ha CBITETCTBALIIO JIeYeHHE ¢ KopTHkocTeponan win AKTX.

OGpaTtHO Ha TOBa, MOpagH CHILPXaHMeTO Ha Upbecaptan B Ko-Hpbecan e Bb3MokHa mossaTa Ha
XHIIEPKATHEMHA, 0CODEHO NPH HATHYHETO Ha OBOpeyHO yBpeXkaaHe H/WIH CbpAeYHa HEAOCTATHYHOCT
1 3axapeH auabeT. [Ipy maUMeHTHTE ¢ MOBHILEH PHUCK CE MpENnophyBa CHOTBETHO MPOCHCAABAHE HA
cepymMuus xanuif. Kanuii-cbxpaHsBaliy AVYPETHUM, KanueBH N00aBKM WIHM KallWd ChIbpXKalH
3aMECTHTEJIX Ha COJITA TpAOBa Oa ce MpwiaraT BHMMAaTeNHo Mo BpeMe Ha yiedeHHeto ¢ Ko-Hpbecan
(BX. TOUKa 4.5).

Hama padHHm, ye HpOecapTaH NMOHMKABA WM MPEJOTBPAaTABa HACTHIIBAHETO HAa WHOYLIMpAaHaTa OT
OUYPETHULIH XHITOHATPHEMHS.

[ToHmKkeHOTO HHBO Ha XJIOPHIH, 0OMKHOBEHO € B JIeKa CTETIEH H HE H3UCKBA JICHEeHHE,

THasuaNTe MOTaT Ja TMOHWKAT €KCKpeLMATa Ha Kajnuui upes ypHHaTa ¥ Ja AOBEAaT JI0 NofgBaTa Ha
HMHTEPMHTEHTHO M JIEKO-CTEINEHHO MOBHINABAHE Ha HHBOTO HA CEPYMHUs Kaluuit O0e3 na ce npoaBAT
ChOTBETHUTE €(eKTH OT HAPYLOECHHA My META0OTH3BM.

3HauHMTelIHaTa XWINEpKAIIMEeMHs MoXKe Aa Oble NpHU3HAK HA CKPHUT XHIIEpIapaTHPEOHIHH3IBM.
[MpueMbT Ha THasugu TpaGsa na GBLAe NpeycTaHOBEH Mpedd NPOBEXIAHETO HAa M3CIe/BaHHS Ha
(OYHKUHATA HA MapalUTOBUIHHTE XKIIE3H.

Tuasuaure BOAAT O MOBHMLUIEHO OT/JENfAHE HAa MarHe3WH B ypUHaTa, B pe3yjiTaT Ha KOETO MOXe ha
HACTBITH XKIIOMarHe3neMus. | |

JIuTHii
EnnoBpeMeHHata ynotpeba Ha nutuii u Ko-HpbecaH He ce nmpenopbuea (Bx.To4Ka 4.5).

AHTH-TONKUHI TECT
XUIpOoXNopoTHa3ua, CbAbpXall C€ B TO3M JIEKApCTBEH MNPOAYKT, MOXE Ja MO3WTHBHpPA TECTa 3a
NOTIUHT,

O611u npegynpexa¢HHUA ¥ Npeana3Hn Mepky NpH ynorpeda

Ipy nanMeHTH YNUTO CHIOB TOHYC ¥ OBOpeyuHa (PyHKLMA 3aBHCAT MIPEIUMHO OT ICHCTBHETO Ha
PEHHH-aHMMOTEH3HH-ANIOCTEPOHOBATA CUCTEMA (Hanp. NallMEHTH ¢ TEKKA 3aCTOHHA Chp/ievHa
HEJOCTABYHOCT WIH CHITLTCTBAMO OLOpeuHo 3abongBaHe, BIIOYHTENHO CTEHO3a Ha 6B0peyunuTe
apTEPHH) IEUEHHETO ¢ MHXHOUTOPH HAa aHTHOTEH3WH-KOHBEPTHPALL €H3HM WIHN ¢ aHTaroHUCTH Ha
aHrHoteHsuH Il peuenropn € 6WN0 CBLP3aHO € NposiBa HA OCTPa XHIIOTOHHS, a30TEMHA, OJINTYPHSA WIH
no-paaxko octpa 6L6peuHa HexocTaTbuHOCT. KakTo M MpH BCHYKH aHTHXHIIEPTCH3UBHH CPEACTBA,
3JHAYHTEIHOTO NMOHM)KABAHE HAa KPLBHOTO HAJIATAHE MTPU NMaLMEHTH ¢ UCXEMHYHA KapAHONaTHI UITH
MCXEMHYHO ChpIEYHO-CHAOBO 3a0onABaHe MOXKe a NpeaH3BHKa HHGAPKT Ha MHOKapaaa WM HHCYIT.
Peakuun Ha CBPBXYYBCBUTENHOCT KM XHIPOXJOPOTHA3HI MOXKE A4 BL3HUKHAT NPH MALMEHTH CbC
WwiH 0e3 aHaMHeCTHYHH JaHHHU 3a ajleprus MK OpoHXxHanHa acTMa, HO MO-BEPOATHA € MOABATA UM TpH
GONHH ¢ MoAOOHK NPOIBH B MUHANOTO.

CrobiaBa ce 3a ek3auepOalys WM aKTHBUpaHE Ha CUCTEMEH JIYITyC EPUTEMATOJEC MPH yNnoTpedaTa
Ha THA3HIHH JUYPETHLH.

HoxnaasaHu ca cnyvad Ha GOTOYYBCTBUTENIHY peakiUMH IpH ynoTpebaTta Ha THA3IHIHHU AWYPETHLIA

OBle MpekpaTeHo. AKO CE Halara NMOBTOPEH IpHEM Ha IHYPETHK C€ MPEnophb
OTKPHTHTE YaCTH OT CITEHYEBH Wi U3KYyCTBEHH UV pum.

bpeMeHHOCT




AHrroteH3ud |l pelemTOpHHWTE aAHTATOHHMCTM He TpAOBa a3 OBOAT MNpPHEMaHH MO0 BpeMEe Ha
6peMeHHOCT. AKO TPOJB/DKEHUETO HA TEpanMATa C€ CYMTA 32 HeoOXOJMMO, NMAUHEHTKHUTE, KOHTO
IUTaHHpaT Aa 3abpemeHesaT TpsaOBa Ja NPEMHHAT KbM ANTCPHATHBHO aHTHXHITCPTCH3WBHO JICUEHHE,
KOeTO € ¢ JokazaH mpodun Ha OezonacHoct npu ynotrpeba or OpemeHHH. Koraro ce gokaxke
6peMEHHOCT, JIEYEHHEeTO ¢ aHrHOTeH3HH Il perieuTOpHHTe aHTaroHHWCTH TpAOBa Ha ce MpeKpaTH
He3abaBHO M aKO € MOAXOAAINO Ja ce NIPEMUHE KbM aANTECPHATHBHO JieyeHHe (BxkK. Touka 4.3 u Touka
4.6)

JlakTo3a
To3W nekapcTBeH TNPONYKT CBOBPXKA J1aKkTo3a MOHOXHApaT. llallMeHTH ¢ peAKH HaCleACTBeHH

npob/ieMH Ha HETIOHOCHMOCT KBM ()pyKTO3a, rajiakTo3Ha HEMOHOCUMOCT, Laap nakTo3eH AedHuMT
WM TITIOKO30 — rajiakTo3Ha manabcopbiua He TpsaOBa 1a mpueMar To3H NPOAYKT.

(cTpa MUOITUA U OCTpa 3aKPHTOBI'LITHA TJIAYKOMA

CyndoHaMHIHM JeKapcTBeHW MPOTYKTH WITH NPOM3BOAHU Ha CyN{OHaAMUIHHTE IEKAPCTBa, MOTAT Ja
NPUYHHAT peakuMd Ha HMIMOCHHKpa3ud Bolewla OO0 MpeXoAHa MHOMHS W OCTpa 3aKPHTOBIBITHA
rrmaykoma. Makap de XMApOXnOpoTHa3ui ¢ cyldoHamMuz, Aocera ca AOKIAJBaHW CaMO H30JIMPaHH
CITy4aH Ha OCTpa 3aKpWUTOBIBJIHA TJIAyKOMa ¢ XHApoxsiopotnasula. CHMMOTOMHTE BKIIOYBAT OCTPO
HAYalo0 Ha HaMalleHa 3pHUTeNTHA OCTPOTa WM o4Ha 0osika, KOUTO OOMKHOBEHO CE IMOABIBAT B PAMKHTE
HAa HAKOJIKO 4aca IO CeJMMIH OT 3amno4BaHe Ha npveMma. Henexkysanara ocTpa 3aKpHTOBIBIIHA
rmaykoMa MoXXe fa AOBele ZI0 TpaifHa 3aryba Ha 3peHneTo. ITbpBHYHOTO JIeYEHHE €. BE3IMOXHO HaH-
OBp30 NMpeKpaTaBaHe Ha NPHEMa Ha JieKapcTBeHud npoaykT. Moxe na ce 0bcbau HE0OX0AMMOCTTa OT
He3abapHO MEOUIIMHCKO WNW XWPYPrAdHO JIEYeHHE aKO BBTPEOYHOTO HAIATAHE OCTaHE
HEKOHTpOJNUpaHo. PuckoBuTe (akTopH 3a pasBUTHE HA OCTpa 3aKPUTOBIBJIHA riiaykoMa Moke [a
BK/TIOYBAT aHAMHE3a 3a aNIEpTHA KbM CyI(OHAMHIN WIH NEHUUMITAH (BX. TouKa 4.8).

4.5. BiamMopeiicTBBe ¢ APYIH ﬂekap_cmeﬂ; qp_nnyﬁ:Tﬂ H Apyru bopMHE Ha BIaAMoaelicTBHE

Jlpyry aHTHXUNEPTEH3IUBHU CPEACTBA :

Antxunepren3nBHuAT edekt Ha Ko-Upbecan Moxke Aa ce 3acHiIM NpH €IHOBpEMEHHaTa ynotpeba
CAPYTH AHTHXHIMEPTEH3MBHW cpeactea. HpecapataH ¥ xuapoxyiopotrdasus (B go3a go 300 mg
upbecapraH ¥ 25 mg XuApOXNOpoTHasua) ca Gunu npunarand, 6e3 npobnemu, 3a€QHO C ApYTH
AHTHXMNEPTEH3HBHH  CPEACTBa, BKIIOYHTENTHO KallMEBH AHTaroHMCTH H  Gera-bBrokeph.
ITpeqmecTBauio fieyeHHE ¢ BUCOKH O34 JHYPETHUHH CpPelcTBa MOXKEe Ja JOBE€AEC HO MOsBaTa Ha
XHMOBOJIEMHA M PHCK OT XMMNOTOHHMSA NMPH Ha4aIHO JNieuyeHHe ¢ upbecapraH ¢bc WM Oe3 THasHaeH
AUYPETHK, aKo NMPEeIN TOBa XHIIOBOJIEMHATa He € Ouna oBnazisHa (Bx. Touka 4.4).

IMpoaykTH, chabpxkaiy aquckupeH unu ACE uuxuburopm

JlaHHH OT WIMHHYHM TNIPOYYBAHWUA TOKa3BaT, ue ABOWHOTO ONOKHpaHe Ha peHHH AHTHMOTCH3WH
angocrepoHoBata cucrema (PAAC) upez komOunupanata ynorpeba Ha ACE wnHxubrropm,
aHrMoTeH3MH Il peLienTopHU DNOKepU MM ATUCKUPEH CE CBbP3Ba C NMO-BHCOKA YECTOTA HA HEXKEaHH
cbOHTHA, KaTO HanmpUMEP XHIIOTOHHMS, XMNEpKaTUeMHs WU HaMmanspaHe Ha OwnOpeuHara QyHKLUHH
(BKJIFOUHTENHO OCTpa 0bOpeyHa HeOCTAaThHHOCT), B CpaBHEHHE C yNoTpedaTa caMo Ha €IHO CPEeNCTBO
nerctraimo Bbpxy PAAC (Bx. Toukn 4.3, 4.4 1 5.1).

JuTnii

Crobumasa ce 3a o0OpaTHMO HOBMILIABaHE HAa CEPYMHUTE KOHLEHTpaUMH HA NUTHA W Herosata
TOKCHYHOCT MpH €JHOBpeMEHHa ynotpeda Ha NWTHIA ¢ HHXHOUTOD Ha AHTHOTEH3MH KOHBEPTHpaLus
eH3uM. [logob6Hn edexrw ca MHOro psako HabGmopaBsaHnm nipu ynortpeGata Ha wupbecaprah.
BBuOpeuHHAT KIMPBLHC Ha JIMTHI ce TTOHMXAaBa 1Mo/ BIHUSIHHETO Ha THA3HAHHUTE MpenaparH, MpH KOeTo

(Bxk. Touka 4.4). Ako TasM koMGHHaLMA € JOKa3aHO HeoOXoauMa, TO Ce NpenopL¥BasBHUMATSHG,, .
npoceasBaHe Ha CEpYMHHTE HHBA Ha JINTHA. s VAR A

B S
JlekapcTBEHM cpe/IcTBa, MOBAMABAINH KOHLIEHTPALHATA HA KATUH ik g { PN

S L .

"N
\“\\:‘h:h“ - <
.. 3



EdexTsT Ha XHAPOXJOPOTHA3HA, KOWTU €€ M3pRifABa B MOHIKABAHE KOHIICHTApLUATA Ha KaIHH, ce
CMeKYaBa B pe3yJTaT Ha KaMH-ChXPaHABAUIMA edekT Ha updecapTad, HO TOBa CBOMCTBO Ha
XHUAPOXITIOPOTHA3ML MOKE [a CE TIOTEHLHpa OT APYTH EKAPCTBEHW NMPOXYKTH BOACIIM A0 3aryba Ha
Kanuifk u xunokanueMus (Hamp. Apyrd /auMypeTHLM ¢ noaobeH edekT, JlakcaTMBHH CpEICTBa,
aM(pOTEepHLIMH, KapOeHOKCONOH, MeHUUMWINE-(-HaTpHEBa COJT H aLIETIWICATHLIMIIOBA KHUCENTHHA).

OOpaTHO- OTINTA C APYTH JIEKAPCTBEHH MPOAYKTH BIHUACIIH BBPXY PCHHH-aHTHOTEH3HHOBATA CHCTEMA,
eIHOBpeMEHHaTa ynoTpeba Ha KalMi-ChXpaHABalH JHYPETHLIH, KATHEBH NOOABKH, 3aMECTHTENH Ha
roTBapckaTa coji, ChABPKALIM KaluH, KAaKTo W JpYrH JNEKapCTBEHH CpPeacTBa, TMOBHILABALIA
CepyMHaTa KOHIEHTpauMs Ha KaIuid (Hamp. XermapyH HaTpHH) € mnokasal, 4Ye TC3M JICKapCTBEHH
NPOAYKTH MOrat Ja NpeIr3BHKAT NMOBHILIABaHE Ha CEpyMHATa KOHLIEHTpalHa Ha Kuiii. Ilpenopbusa
ce BHUMATETHO MpociesBaHe Ha CepyMHaTa KOHLEHTpailis Ha Kalus MpHU PHCKOBH MALUEHTH (BXK.
Touka 4.4).

JlexkapcTBeHM cpeAcTBa, NOBIUABALIN C€ OT NMPOMEHUTE B CEPYMHATA KOHLIEHTPALNSA HA KaJIuu
[TpenopsuBa ce MEPHOARYHOTO MPOCJCAABAHE HA HUBOTO Ha KATHH TIPH €THOBPEMEHHO MPIIOKECHHE
Ha Ko-Upbecan ¢ Ie€KapcTREHH MNPOAYKTH, KOWUTO C€ MOBJIHABAT OT 3HAYHUTE/IHUTE ITPOMEHH B
cepyMHaTa KOHLIEHTpaLWs Ha Kamuif (IUrHTaINCOBH TTIHKO3HIH, aHTHAPHTMHYIHH CPeCTBA).

HecTepoMaHM MPOTHBOBB3NATUTEIHH TEKAPCTBEHH CPEACTBA

flpy enqHOBpeMeHHaTa yrnoTpeba Ha aHTarOHWCTH Ha aHTHOTEH3MH 1l peuenTopn W HeCTEpOWOHH
MPOTHBOBLINATHTEHH cpelcTBa {cenekTHBHM COX-2 WHXMOMTOpH, allcTMILANTHIMIOBA KHUCENHHA B
noza >3g/muesHo u HecenektuBhn HCIIBC) Moxe ga ce HabmogaBa HamalsiBaHe Ha
AHTHXHUTIEPTEH3IUBHHUA edeKT. | . |

ITono6no Ha ACE wnxuburtopwure, eqnonpemcHHaTa ynm*peﬁa Ha @HTarOHWCTH Ha AHTHOTEH3NH Il
peuentopute ¥ HCITIBC Moxke jga yBend4M pHcka OT BjIowaBaHe Ha OwnOpeuHata QyHKUMA,
BIJTIOUMTENIHO M ocTpa ObOpeuHa HeaQCTATHYHOCT M YBENM4YABAaHE HMBOTO HA KajiWH B IUIa3Mara,
oco0eHO NpH NaUMEHTH C HapyllieHa ﬁhﬁpeﬁma (bYHKLHA.

Kom6uHauuaTa ce rpwiaara ¢ BHHMaHHe, 0cOGEHO MpPH MaUMEHTH B CTap4yecka BB3PACT, Karto
KOHTpO/WpaHeTo Ha ObOpeuHaTa ¢yHKUMA MO BpeMe Ha JICYCHHETO € 3aJb/DKUTENIHO, KaKTO W
NEPHOIMUYHO CIIE]] TOBA.

JlonbaduTenHa HHOOPMalIHA 3a B3auMoaencTsuaTa Ha MpbecapraH
[py KNHHUYHY MPOYYBaHUA € AOKa3aHO, Ye dapMakOKHHETHKaTa Ha upbecapTan He Ce MOBJIKABA OT

xuapoxnopotHasna. Mpbecapran ce metabonmusupa rinasHo upes CYP2C9 v B mo-manka cTeneH upes
rmokopupane. IIpy enHOBpeMeHHOTO ripunaraHe Ha upbecapraH B BapdapuH He ca Habmonasanm
3HAYMTETHHW (apMAKOKHHETHYHH # (apmMakoOHHAMHUYHH B3aHMOACHCTBMA, KaTo BappapuH ce

mMeTtabonunsupa ot CYP2C9. Edexrure Ha unayxrypure Ha CYP2C9 (nanp. pudamnuLuH) BpXy
papMakokHHeTHKaTa Ha upbecapran He ca npoyvyeHH. DPapMakOKHHETHKATa Ha OMFOKCHH He ce
TIpOMEHS TMPH €HOBPEMEHOOTO NPUIIOKEHHE C HpbecapTaH.

IonenHutenHa WHGOpMallWs 33 B3aUMOJEHCTBHATA HAa XWAPOXJIOPOTHA3IHWI - BB3MOXKHO €
B3aMMONEHCTBHE Ha NpPEACTABEHHWTE TO-A0NY JIEKAPCTBEHH TMPOAYKTH MNpPH CHBMECTHOTO UM
NPUICKEHHE ¢ THA3HIAHUATE OUYPETULIM:

- QAKOXO0 - MOXKe [1a HacThIH NMOTeHLUUPAHE Ha OPTOCTAaTHYHATA XHIIOTOHOS,

- aHmuouabemuuyHYu cpedocmea (nepopanHu u UHCyauH) — Bh3IMOXKHO € 1a c€ HAIOXKK alanTHpaHe Ha
103274 Ha aHTHIHAGEeTHUHNTE cpelcTBa (BK. Touka 4.4);

- XORECMUPaMuH U XONeCMUnonosu cmoau — adcopbumiaTa Ha XHIPOXJIOPOTHA3UI € HapYIICHAa B
NIPHCHCTBUETO Ha AHHOHHHM 0OMeHHM cMOIH, 3aToBa Ko-HpbecaH TpabBa aa ce npuema noHe €WK |ac
Npeld WKW YeTHPH Haca clell TpHEMa Ha TaKHBa JICKapCTRa,

- kopmuxocmepouou, AKTX - 3aryba Ha eNeKTPONINTH, XHIIOKATHEMHATA MOXE 12 C€ 3aCHIly -2,
- CbpOewHU 2auKo3uou - TpeJH3BHKAaHaTa OT MPWIOKEHHTO HA THA3MI XHIOKZAL ' n{m:u«i" *u?;*» )
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- HeCMepOUOHU NPOMUBOBLINANUMEHU CPEOCr8a - €OHOBpeNM~HOO0TO NpwiokeHne Ha HCTIBC
MOXE I3 HAMAJTH JHYPETHYHHS, HATPKH-THYPCTUYHUA H AaHTHXHTIEPTEH3UBHUA €PEKT HA THASHIHHTE
OUYPETHLIH NPHA HAKOH NALMEHTH;

- NPeCOpPHU amMuru (Hanp. Hopaoperanun) — eheKTUBHOCTTA Ha TE3H NpENapaTH MOXe 1a ce Hamanw,
HO He B CTETEH, KOATO H3KIIIOYBa yroTpebara uMm;

- HEOeROMAPUUPAWU MUODERAKCanmU (Hanp. mybokypapuit) - ePeKTHT Ha HeAETIONAPHINpaLIUTE
MHOpEIaKCaHTH MOXe Ja €€ 1TOTEHUHpPa OT XWAPOXJIOPOTHA3HUI,

- eKapcmeeNu cpedcmad 3a jevenue Ha nooacpa — TpsabBa Ja ce HMa NpeIBHI, Y€ XHIPOXIIOPOTHAIH]
€ BE3MOXKHO /1a MOBUIIH CEpYMHATAa KOHLEHTpAaLWs Ha MMHKOYHA KHCETWHA, KOETO HaJlara KOpeKiHsa Ha
no3aTa Ha npoOeHel|a WK CyJIQUHITMPa3oH. EAHOBPEMEHHOTO MPWIOKEHHE ¢ THASHAHH OHYPETHLH
MOXKe [a MOBHIOH YeCTOTAaTa Ha peakUMH Ha CBPBXYYBCTBHTEITHOCT KbM alTOITypPHHOI,

- Kamyuesu coayu - THA3UOHUTE AUYPETHLM MOTAT Ja MOBHIIAT CEpYMHATa KOHLICTpALMsA Ha KaNLuH
nopajiy BAOIIABAHE Ha eKCKpeLuaTa My. Ako Tps6Ba ga ObAaT MpUIOKEHH KalLHEBH J00aBKH HITH
NEKApPCTBEHH TPOAYKTH CBXpaHABAllH xamuua (Hanp. nedenwe ¢ BuTaMuH D) e Heobxogumo
npocieAdBaHe HHBATa Ha CEPYMHHSA KaJILMH M CHOTBETHA MPOMSAHA Ha [03aTa Ha KaJll{HH.;

- xapbamazenun — €THOBpEMERHATA ynoTpeba Ha kapbaMa3zenvrH ¥ XHIAPOXJIIOPOTHA3HI CE€ CBBP3BA C
PHCK OT CHMMITTOMATHYHA XHWIIOHATpUeMKA. [Ipu egHOBpEMEHHaA yNoTpeba eNEKTPOSIMTHTE TpAOBa na
OBpAaT nNpocaeaaBald. AKO € BB3MOXKHO, TPAORA [1a ce U3MOJI3BA APYT KIac JUYPETHLIN.;

- Opyzu 63aumooeticmeus - XUNEePriiMkeMHIHHAT edexT Ha OeTa-6iokepH M JHA30KCHI MOXE 1a Ce
3aCHIM OT yroTpe0aTa Ha Tua3wa. AHTUXOJMHEPrUYHUTE CpeACTBA (HAMp. aTpPONHH, OenepHACH)
MOFaT Aa yBeanuaT OWOHAJIMYHOCTTA Ha THa3sHAHWTE OMYypEeTHLHM 4pe3 3abaBsHe Ha CTOMALIHO-
YpeBHHA MOTWIHTET M Ha CKOPOCTTA Ha W3NpazpaHe Ha cTOMaxa. THasMoHuTe MOorar [a yBsejIndar
PHCKA OT T0ABA Ha HeXeJIAaHHW JIEKAPCTBEHM peaKkUUH, NpeIU3BUKaHH OT aMaHTa IHH.

Bb3MOXHO € Ha NMpHYHHAT MoHMWxeHa Ghbpeyna eKckpeuus, Ha UWTOTOKCHYHHM CPEICTBa (HArmp.
nukIodochaMul, METOTPEKCAT) H Aa, [IOTEHLIMPAT MHEAOCYTIPECHBHUTE UM €(DEeKTH.

4.6. DepTHAATET, OPEMEHAOCT H KbPMEHE
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bpeMeHHOCT P
Anzuomenun Il peyenmoprnu awmazonucmu MIIRAS)

Ynorpebara Ha AIIRAS He ce npenopb4Ba Npe3 ITbPBUA TPUMECTHD OT OpEMEHHOCTTA (BXK. TOYKa
4.4). Ynotpebata Ha AIIRAS € npoTHBONOKAa3aHa 110 BpEME Ha BTOPHA H TPETHA TPHUMECTBP OT
OpeMeHHocTTa (BXK.TOYKA 4.3 K 4.4).

EnugeMHoONIOrMUHH JaHHH 10 OTHOlLUEHWE Ha TepaTOreHHHWs pUcK cned ekcno3nuua Ha ACE-
MHXMOUTOPH MO BpeMe HA MbPBHA TPHUMECTHP Ha OPEMEHHOCTTA HE ¢a YOeAUTENHH, HO BBLIIPEKH TOBA
NeKO MNOBHUIEHHME Ha pHCKa He Mmke aa Ovae wikmoueHo. Jloxkato HAMAa KOHTPOJIHPAaHH
EMUAEMHONIOTHYHH JaHHK OTHOCHO PMCKA NMpM ynoTpeda Ha aHrHnoTeH3rH |l peuenTopHH aHTaroHUCTH
(AIIRAS), nonoGHM pHCKOBE MOraT ;aa CbIIECTBYBAaT W NpM TO3M KiIac JekapcTBa. OCBEH ako
npoak/bkasaHeTo Ha Tepanuata ¢ AIIRAs He e oT ocobeHO 3HauYcHUE, NMALUEHTKHTE TUTAHHUPAIOH
OpeMeHHOCT TpAOBa Ja IPEMHHAT Ha. aJiTepHATHBHA AHTHXUIICPTEH3WBHA TeEpanudd, KOATO HMa
ycTaHoBeH npodmn Ha OeszomacHocT..npu ynortpeba  nmo BpeMe Ha OpemenHoct. Korato e
IUarHocTHLMpaHa GpeMeHHOCT, eyeHneTo ¢ AIIRAs Tpabpa na Obae npexpaTeHO He3abaBHO W aKo €
HeoOXoAHMO TpAOGBaA Aa ce 3anoUHE AITEPHATHBHO NEUYECHHE,

HN3BecTHO e, e u3jaraleTo Ha Bh3aeiicTBue Ha AIIRAs no speMe Ha BTOpUs U TPETHS TPHMECTLP OT
OpeMEeHHOCTTa € CBBP3aHO ¢ MOodBa Ha (PETOTOKCHMYHOCT NpH Xopa (HamaneHa O0nL6peuHa ¢yHKLMA,
ONIMrOXMAPAMHHOH, 3a0aBEHO BKOCTABAHE Ha UEPETTHUTE KOCTH) U HEOHATAJIHA TOKCHYHOCT (61n0peyHa
HENOCTATBYHOCT, XMIIOTOHHUA, XUIepkandeMud) (BX. Touka 5.3). AKO cled BTOpPHA TPHUMECTbLp Ha
OpeMeHHOCTTa mNauMeHTKata ¢ Owna wu3noxkeHa Ha fAeiictBMeTo Ha AIlIRAs, npenopbuBa ce

yNITPa3ByKOBO H3cielBaHe Ha ObOpeunaTa QyHKUUS M YEPENTHATE KOCTH. TS
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Wma orpanuueH ONHT C XWIPOXJIIOPOTHA3H)! 11 BpeMe HA HpPeMEeHHOCT, 0co0EHO MO BpEME Ha ITbPBHSA
TpuMecThp. [IpoyuBaHUATA MpH XUBOTHH ¢a HEJOCTATHYHH. XWAPOXJIOPOTHA3H[ [peMHHaBa npes
raneHTaTa. BB3 ocHOBA Ha (DapMako/IOTMYHHMS MEXaHM3IBM Ha [EHCTBHE, yroTpebata Ha
XUIPOXJIOPOTHA3ZH]L 110 BpEME Ha BTOPHS W TPETHS TPHMECTBP MOXKC Aa HapylllX (peTo-TUTalleHTapHaTa
nepdy3us H MOXe J1a NpHUHHU deTansii 4 HeoHaTaTHH edeKTH KaTo >KbITCHHIIA, HAapYIIEHHES Ha
eJIEKTPOJIHTHHA OajladHc ¥ TpoMOoUuUTONEHHS.

XuapoxiopoTnasua He TpabBa a ce H3IMOM3BA 3d reCTaHOHEH €eM, NeCTalMOHHA XUIEPTOHHA WIH
npecKIaMNCHs, MOpagd pHCKa OT HaMaJIfBaHE Ha IUIa3MEeHMd 0DeM M MIalleHTapHa XHronepdysus,
Oe3 OnaronpusTeH eekT BbPXY X0aa Ha bonecTTa.

XuapoxjiopoTdasug He TpabBa Ma ce H3NOA3Ba 32 JICUEHHE HA €CEHLMANHA XHUIEPTOHMSA TIpH
OpeMEHHH XXeHH, OCBEH B PEIKH CJTyHaH, KOTaTo He MOXe J1a Ob/e TIPUITOKEHO APYTO JIEHCHHKE.

Tvit xaTo, Ko-Hpbecan ceabpXka XMAPOXIOPOTHA3HI, TOH HE CE€ NPEeNophyBa MO BpeME Ha IThpBHA
TpUMecTHp Ha OpeMeHHOCTTa, [IpH ianupaHe Ha OpEMEHHOCT, NMaUHEHTKHTE TpAOBaA [a MPEMHHAT Ha
MOMXOOAIIO ANTEPHATHBHO JIEYEHHE,

KbpMmene

Anzuomensun Il peyenmopnu aumaconucmu |

[Mopaan numca Ha HaiuvyHa WHpOpMaUHd 3a ynoTpebaTa Ha komMOMHaumsTa upOecapataH H
XHUIPOXJIOPOTHA3M 0 BpeMe Ha KBPMEHE, B TO3M cliy4all He ce mpernopwuBa ynorpebata Ha Ko-
Upbecan. TlpemnopbuMTenHo e TIpHlaraHe anTEpPHATHUBHO Il€YCHHE € YCTAaHOBEH TMpodun Ha
Oe30MacHoOCT MO BpeMe Ha KbpMeHe, 0cobeHO ITPH HOBOPOJCHU HITH NPEXAECBPEMEHHO POACHH JIELa.

He e w3BecTHO nanu mpbecapTaH uny Heropyre MeTabOIKHTH ce eKCKpeTHpaT B KbpMmarta. Hanuvxure
(hapMakoXUHAMHYHN/TOKCHKOJIOTHYHH JIAHHH, IPH NUTHXQBE, NIOKA3BAT eKCKpelus Ha upbecapraH Wi
HeroBUTe MeTabOJIMTH B MIIAKOTO (33 NOAPOOHOCTH BK. TO4KA 5.3).
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XHAPOXIOPOTHA3H] CE em::l(pe”mpa B MANTKH KOJIYECTBA B KbpMaTa. THA3UAWTE BB BUCOKH A03H,
BOAELLUM OO MHTEH3WBHA JUYpe3a, Morar Aa MNOATHCHAT,fIPOH3BOACTBOTO Ha kKbpMa. He ce npenopbupa
ynotpebarta Ha Ko-Hpbecan no BpeMe Ha K'bpme_ﬂe. Axo Ko-HUpbecan ce n3nonsea no speMe Ha
KbpMEHE, 1031Te TPAOBA [a ce NOANBLPKAT BH3MOKHO Hail-HUCKM.

OepTunuret .
Hpbecapran HAMA edexT BEpXY depTHAHTETA HA TchHpaHH IUTBXOBE H TAXHOTO NOTOMCTBO, [0
I030BH HHUBA, MPHUUHHABALIHK THPBUTE CHMIITOMH Ha TOKCHYHOCT MPH POAHTENMTE (BXK. TOUKA 5.3).

4.7. EdexTn BbpXy cHOcoOHOCTTA 32 modHpane H paboTa ¢ MallIHHA

EdexreT Ha Ko-Hpbecan Bbpxy crnocobHocTTa 3a modmpade M paborta ¢ MalllMHH HE € NPOYUEH, HO
BB3 OCHOBA Ha (hapMaKOAWHAMUYHWTE MY CBOMCTBA HE C€ OUYAKBA IOBJIMSBAHE HA TE3M CMOCOOHOCTH.
Tpa6Ba na ce MMa MpedRHI, Y€ AHTUXKAEPTEH3HBHUTE CPENCTBA MOFaT /a NPUUMHAT CBETOBBPTEXK
WIH OTIAJHAIOCT. |

4.8. Hexenann JexapcTBenn pealc"lli'llla

Hanon3Bana e kiacHHKaLMs Ha HEXEIaHHUTE JICKapCTBEHM peaKkLWH Mo HECTOTa M CHCTEMHO-OpraHHH
knacose no MedDRA koHBeHUMATA.
MHoro uectu (>1/10), yectu (>1/100 zo <1/10), HeYecTH (=1/1000 no <1/100), peaxn (=1/10 000 mo

<1/1000), muoro peax# (<1/10 000), ¢ Hen3BecTHA YecTOT2 (OT HATUUHHUTE AaHHH He MOXke J1a Oblie

HarpaBeHa OLICHKA). | e
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Copoeynu HapyuleHus
HeuecTH: XMIIOTOHMSA, OTOK, CHHKOTI, TAXHKAP. 1S

Cv008u Hapyuerus
HeuectH: 3a4yepBsaBaHUA

Cmomauno-upesH HapyueHus
YecTH: rageHe/TOBpEIIAHE
HeuyecTn: nuapud

Hapyviuenus na mycxyano-ckeiremuaama cucmema U Cbe0unumeInamd nMvkKds
HeuectH: nogyeaHe Ha KpaHHHLIMTE

Hapyvenus na 6pbpeyume u NUKOUHUME Nbmuiya
YecTH: 3acHleHO YPHHUpAHE

Hapywenua na ev3npouszeodumennama cucmema u 2bpoama
HeuecTu: npoMenu B NTHOUOOTO, cekCyanHa AUCPYHKLIHA

Obwu napywenus ¥ ehexmu Ha MACNIOMO HA NPWIONCEHUE
Yectu: ymopa

Hzcreosanus

B penku cayuau ce HaOmogaBaT IpOMEHH B J1a0OpaTOpHUTE [MOKA3ATENH MPU TAUMEHTH, JIEKYBaHH C
npOecapaTH/XHOpOXJI0pOTHa3HA. . | €31 MpOMeHH pAAKO ca OT KIWHHYHO 3Ha4HEHHE.

UecTH: 3HAMHTENHO yYBeIH4YeHHe Ha ctoiiHocTHTe Ha BUN, KpeaTuH M KpeaTHH KHHa3a

HeuecTH: HamMansaBaHe CTOMHOCTHTE Ha CEPYMHNS KATUHA U HaTPH.

ChbmecTByBa HHPOpPMANHA 332 HAKOH [APYrH HEXKeJAHAHM peakIHH npa ynorpedara Ha
JIEKAPCTBENH CPeACTBA ChAbPKAME ApfecapTaH B XHAPOXJI0POTAAIN, RANIPAMEP:

Hapywernud Ha umynHama cucmema

Penku: peakiuy Ha CRBPbXYyBCTBHTEIHOCT Kato aHrnoeaemMa, 00pus, copbex

Hapywenus na memaboauzma u xparnesemo
MHOro peaku: XHnepKalHeMus

Hapywenus na nepsnwama cucmema
MHoro peaxu: rnasobonue

Hapywenus na yxomo u rabupunma
MHoOro peaku: 1IyM B yLINTE

Pecnupamopnu, cpbOHUu ¥ MEOUACMUKARHU HAPYULEHUA
MHoro peaky: kauuuvua o

CmoMawiHo-4pesHY HAPYUIEHUA
HapymeHnue BB BKyca, AUCTIENICHA

XenamoOunuapHu HapyueHus
MHoOro peakH: XenaTHT, HapylieHa 4epHOIAPOOHA PyHKLIHS

s -JF.:'- -".:“‘:.H T,
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MHoro penxu: HapyuleHa GbOpedHa @iyHKIWs, BKTIOYHTEIHO H3ONHpaHM ciiyuad Ha OnOpeuna
HEOCTATHYHOCT MPH MAaLHEHTH C PHUCK { 3K. ToOuk " 4.4)

HombaaATeaAa HHGOPMALHA 32 OTACAHUTE KOMIMIOHEHTH
B13MOXKHHK ca HEeXXEJTaHU JIEKAPCTBEHH pPeaKiin, KOUTO Ca XapaKTEPHU 3a BCAKO OT AKTHBHUTE

BCILIICCTRBA.

Hpbecapran
Qbuwiu HaApywieHus, C8bP3IAHU C NpUEMAd Ha MEOUKAMERMA

HeuecTu: fonka B repaure

iﬂg POXIODOTHAIHA

JloKkNiaiBaHH ca CIIEHUTE HEXETaHH JIEKAPCTBEHH CHOWTHS TIPH CaMOCTOATETHATa ynoTpeda Ha
XHUApOXJAopoTHa3n

Hapywenus na xpvema u auM@dnama cucmema
AILTacTHYHA aHEMHS, IMOATHCKAHE Ha GyHKLUMATA HA KOCTHHUS MO3BK, XEMOJIHTHYHA aHEMHA,

JIEBKOTICHHS, HEYTPOTIEHHA/arpaHyIOLMTO3a, TPOMOOLIMTOIIEHNS

Hcwxuunu napyuwieHus
Jlenpecus, HapylUeHHA HA CHHA

Hapywienus na Hepgama cucmemda
[‘narobosne, napectesus, 6€3MOKONCTBQ, BEPTHIO

i .
Ta by L

| PN I
Hapyuenue na ovume

[IpexonHO 3aMBrIsBaHE HA 3PEHUETO, KCAHTQNCHS

-1

CL AT "

Copleunu napyueHus
ApUTMHHU

Cvoosu Hapytuenus
IlocTtypanna xMnoTOHHA

Pecnupamophu, 2pbOHY U MEOUACMUHARHY HADYWEHUA
PecnupaTopeH aucTpec (BKJIKOYHTENHO NHEBMOHMT H ITYJIMOHAJNEH OTOK)

CmoMawuHo-ypesHu HApyuerus
[laHkpeaTHT, aHOpEKCHS, 3aNIEK, AMapU, APa3HEeHe Ha CTOMaxa, 3aryba Ha aneTuT, CHaloaJleHUT

XenamoOuiuapHu HapyueHus |
J)K1nTenuua (MHTpaxenarajiHa XONecTaTU4Ha K bJITCHHLA)

Hapyuuenus na koscama u ROOKOICHAMA MbKAH

AHadUNaKTHUYHU peakiiiy, TOKCHYHA eTIHAepMalTHa HEKPOIIM3a, TON00H#H Ha KOXKeH JIYIy<
€PHUTEMATO3YC, HEKPOTH3HpALll aHTMHT (BaCKYJIMT, KOXKEH BACKY/IHT), peakl[iH Ha

G OTOUYBCTBUTENHOCT, ChpOEkK, aKTHBHPAHE Ha KOXKEH JIYITYC CPUTEMATO3YC, YPTHKAPHA.

Hapyvuenus na MYCKYIHO-CKEREMHAMA CUCTEMA Y CbeOUHUMENHAMA MBKAH
MycnyneH cna3zbsM, c1abocT

Hapyuienun na bvbpeyume u RUKOYHumMe Nomuia
HurepcTrimaneHn Hedput, 6b0peuna nuchyHkuus

Qbwu Hapyuienuau egpexmu Ha MACMOMO HA RPURONCEHUE
Tpecka




Hizcneosanun
HapyiieH enexrposiuTeH fataHC (BKITIOYHTENHO XHUIIOKATUEMHA K XHIIOHATPHEMHS ), TITFOKO3YPHA,

XHIIEPIIUKEMUs, XUTIEPYPHKEMHA, TIOBULIEHH XOIIECTEPON M TPHIITHLIEPHIIH.

Crob1iaBaHe Ha NOJO3NUPaHH HEXEJIAHH DCAKLIUM

CrobImaBaHeTo Ha TTOJ03MPaHN HEXENaHH PeakLMy clie]l pa3pellaBaHe 3a yrnoTpeba Ha JIeKapCTBEHHS
NPOAYKT € BakHO. ToBa NMO3BOMABA Ja MPOAB/DKH HabIIOJACHUETO Ha CHOTHOLICHHETO MOA3a/PHCK 3
nekapcTBeHH poaykT. OT MEAHLHHCKHTE CMIELMATHCTH ce M3HUCKBa Ja ChoOIIaBaT BCAKa
[MOAO3UpAHA HEXETaHa peaKL|s Ype3 HalMOHATHA CHCTeMa 3a ChoOIaBaHe:

HanmbnHUTETHa areHU A 110 IeKapcTBaTa

yi. ,.,Jamsas ['pyes” Ne §

1303 Codus

Ten.: +359 2 8903417

yebceaitT: www.bda.bg

4.9, Ilpexoznpane | . |

[Ipu npenosupane c Ko-Hpbecan ce npenopryBa noJabpKamoe M CHMNTOMATHYHO JICHUEHME,
IlpenopbyBa ce mNpeaW3BHKBaHE Ha TIOBpbllaHe W/HIM C(TOMamHa TipoMHuBka. Tpabea na ce
KOHTPOJIMPAT HHBATA Ha CEPYMHHUTE €leKTPONIUTH W KpeaTdH. lIpH nosBa Ha XWMNOTOHMA, MALIMEHTHT
TpsOBa a ObJe NMOCTABEH B IETHAJIO MOJIOKEHHE U Ja ce npeAnpueMe 6up3o 00eMHO U eNeKTPOMHTHO
3aMECTBAHE.

Hait-uecTnTe nNposBH Ha nipeJo3upaHe ¢ upbecapTaH ce ouakBa Ja OBIaT XMIIOTOHUS H TaXMKapus,
BE3IMOXHA € W N0ABaTa Ha Opagukapans. -

'y B STl vl K '
[Ipeno3npaHeTo C KHJ],]JGXJIOPUTH&SHH npeﬂmmxﬂa Hﬂp)fIIIEHHH Ha enex"rponmuml banaHc
(XHNOKaJTHEMHA, XUITOXJIOpEMUA, xunouqrpuemuﬂ) H JeXHapaTalns B CJICICTBUE HA YBENHUEHa
auype3a. XHMOKAMeMHATA C€ H3pa3aBa G MYCKYJIHH cnasMu H/WIH CHJIHO H3pa3eHa ChpjAeUYHa
APUTMHsA, CBBP3aHa ¢ CAHOBpPEMEHHATA y_nmpeﬁa HA ChPJEYHH MTMKO3UIH WIN HAKON aHTH-
APHTMUYHH JIEKAPCTBEHHU MIPOOYKTH. |

HUpbecapraH He MOXe [a CE OTCTPAaHM YPe3 XeMOIHAIHN3A.
CteneHTa Ha €TUMHHMPAHE HA XHAPOXJIOPOTHA3U Ype3 XEMOAHANH3A HE € YCTAHOBEHA,

5. GOAPMAKOJOI'NYHHA CBOMCTBA

5.1. ®apmaxoanHaAMHYHH CBOACTBA

dapMakoTepaneBTH4Ha rpyna: AHTArOHUCTH Ha aHrMOTeH3uH |1, komOuHaums
ATC xon: CO9DA0A4 |

KomMbuHaLmATa oT upbecapral M XHAPOXJIOPOTHA3HI HMa TMO-CHJIEH AANTUBEH AHTUXHNCPTECH3HBCH
edexT, B cpaBHEHME ¢ edexTa Ha upbecapTaH M XHAPOXJIOPOTHA3H I PUIIOKEHH CAMOCTONTEITHO.
HpGecapTan e ceflekTHBEH aHTaroHKCT Ha aHrHoTen3uH Il peuenropure (moasua AT,).

JleiicTBHETO My Ce OCBIIECTBABA upe3 OnokMpaHe Ha aHruoreHsuH Il peuenropure, Meauupanu or
AT, peuenTopH, HE3aBHCHMO OT H3TOUHHKA WIH ITHTA Ha CUHTE3 Ha aHrHOTeH3KH 1.

CeNeKTHBHHAT aHTaroHu3»M KbM aHrHoTeHs3WH Il (AT) penenTopyTe MpeaW3BHKBA MOBHINABAHE Ha

TUTa3MEHUTE KOHLUECHTPALMH HA PEHWH H aHTHOTEH3UH [I 1 noHM>kaBaHe Ha IUTa3MeHaTa KOH E&uuﬂ
.

Ha aJITOCTCPOH. : A -w“’i R PR
SR\ A
CaMocTosrrennata ynioTpeba Ha up6ecapTaii B MpENopbYBAHMTE NO3M HE BOJH &0 3 g
MPOMSHA B CEPYMHUTE KOHLIEHTPAaLUH Ha Kanui (BX. ToukHu 4.2 K 4.5). /R AT SN
RE AN
LS T g
L : ]{2 !




Up6ecapran He unxubupa ACE (kuHWHara-1l) - eH3uMm, ko#fTo reriepupa aHrdoTeHsuH-II v cbuio
palrpaxkaa OpagMKMHMHA [0 HcakTMBHW Metalonuma. Hpbecaptan He w3KckBa MetabonMTHO
AKTUBUPAHE 34 OCHIISCTBABAHE HA CBOETO JEHCTRHE.

XuapoxJaopoTHasuJ, € THasHOeH JWypervk. MexXaHusMeT, 110 KOHTO ¢€ OCHIIeCTBsIBA
AHTUXHTICPTEH3WBHUA €(eKT Ha THA3WIMTE He € HAMMKIHO W3ACHEeH. THasuauTe NoBAMABAT
6K0peunnTe TYOYJTHU MEXaHH3MH Ha pe3opOuMATa Ha €/IEKTPONMTHTE, KaTO NUPEKTHO YyBETHYaBaT
€KCKpPETHPAHETO HA HATPHH U XJIOPUIH B MPHONH3NTEIHO €KBHBAIEHTHH KOITHYECTBA.
JIMypeTHYHOTO AEHCTBHE HA XMAPOXIOPOTHA3HA BOJIM JI0 HaMalIABaHE Ha TUTa3MEHMA 00eM, NOBHINABA
aKTMBHOCTTa Ha PEHHH B IU1a3MaTa, 3acHJIBa CEKpelUATa Ha alJOCTEPOH ¢ TOCIAEABAILO YBEIHYEHO
OTHENAHE HAa Kauii 1 OukapOboHAaTH B ypHHATA H HaMAaJIgBa CepyMHaTa KOHLECHTpallHd Ha Kajiui.
BeposTHO upe3 ONOKHpaHe Ha CHCTEMaTa PEHHWH-AHTHOTEH3MH-AIZOCTEPOH, €IHOBPEMEHHOTO
npunarake Ha upOecapTaH UMa TEeHACHUMA KbM MpeROTBpaTABaHE 3arybaTa Ha KaJIWi, CBBp3aHA ¢
feficTBHeTo Ha THa3uauTe. IlpH caMOCTOATENHO JiedeHHe ¢ XHAPOXIOPOTHA3Wi, HavanoTo Ha
IMype3aTa HACTBITBA CNIEA 2 9Yaca M MAaKCHMAITHHAT eekT OGMKHOBEHO ce JOCTHTa crell 4 Haca, a
IEHCTBHETO MY NIpOodB/hKasa npubnausurento 6-12 yaca.

KoMOunaimara oT XuapoxnopoTHazng ¥ HpdecapTaH TpPEAH3BHKBA J030-3aBHCHMO aJIHTHBHO
NOHIKEHHE HAa KPBBHOTO HalsraHe NpH MpHEM Ha TepareBTHUHH N03H. JlobassHeTo Ha 12,5 mg
xuapoxjoporuazug kM 300 mg wupbecapaTaH BeHEK AHEBHO, NPH TMALMEHTH, KOUTO HE Ca ce
MOBJTMSUTH JOCTAaTRYHO Jobpe oT caMocTosTenHoTo nedenne ¢ 300 mg wpbecapran, npeau3BHKBa I10-
HaTaTBYHO MMOHWKEHHE Ha IHACTONIHOTO HAATAHE B CPABHEHHE C rauebo, koeto cmaga ¢ 6,1 mmHg
24 yaca cleq MpUeM.

KombuHauuara ot 300 mg npﬁecapTaH H 12 S mg xn,upﬂmqpm H&BH,I[ npeﬂmamcaa obla paznHka ¢
rU1ateGo Ha CHCTONHOTO/AMACTOHOTO Hangrade Jo 13.6/11.5 mmHg.

[Tpuem Ha 150 mg wupbecapran n 12,5 mg XMAPOXIIOPOTHAIM/L [IPEAM3BHKBA CHCTONHO/IHACTONHO
[OHIXKEHHE HA KPLBHOTO HAJATAHE, B. CPABHEHHE C rrauedo (0o 24 uaca cnen npuem) ¢ 12.9/6.9
mmHg npu nagueHTH c Jeka 10 yMepeHa cIerieH Ha XunepToHus. MakcumaneH edekt ce JocTura
cnen 3-6 yaca. | i - |

[Mpu amGynaTopHO NPOCNEAABAHE Ha KPbBHUTO Haﬂslraﬂe, koMOHMHauusaTa ot 150 mg npbecapraH u
12,5 mg xuapoxnopoTHA3K MPHUETA BEAHBK LHEBHO MOAABLPAKA MOCTOAHHH CTOHHOCTH HA KPBBHOTO
HandaraHe mnpe3 24 dJacoBus Nepuoi, ¢bC cpenaHo noHmwxkeHue ot 15.8/10.0 mmHg B cpaBHenme ¢
riaunebo.

AMOYNaTOPHOTO NPOC/IECAABAHE € OTHENO, Y€ CHOTHOLUCHUETO MEXIY Hai-Mankuid W Hal-ronemus
edeKkT OoT npHema Ha komOuHauusaTa or 300 mg upbecapradH M 12,5 mg XuIpoXIopoTHa3vL MO
dopmaTa Ha ¢unMmupann Ttabnerku, € 100%. CpilOTO CLOTHOUIEHHE H3MEPCHO NMPH NOCelleHHe B
nekapcky KaGuHeT ¢ amapaT ¢ MaHuwera € 68% npu npuem Ha Ko-HpGecan 150 mg/12,5 mg
¢wimMupanu Tadbnetku U 76% npu ynorpeba Ha Ko-Hpbecan 300 mg/12,5 mg punmupann tabretku.
IMpu 24 uyacoBo HaOmoneHHWe BLPXY edekTa Ha mipenapara He € OWIO OTUETEHO TBBLPAE TOJIAMO
NOHWKEHHE Ha MAKCHMaJIHMA e(deKT M € TOCTHTHATO 0O¢30MacHO M e€(PCKTUBHO TOHIDKEHHE Ha
KpbBHOTO HaNsAraHe NMpH €AHOKpaTeH JHEBEH NPHEM.

[Ipn naupeHTH, KOWUTO He Ce MOBAMABAT NOOpe OT 25 mg xn,upoxmpo'ruaaun, 100aBAHETO Ha
upGecapTaH NPeIU3BHKBA JOMBLAHHTEAHO CPEIHO MOHMMKEHHE Ha CHCTONMYHO/INACTOIMYHO KPBBHO
Hansirade ot 11.1/7.2 mmHg. L | |

XHOOTEH3HBHHAT €EeKT Ha KOMOWHALMATA HpﬁecapTaH C XMAPOXJIOPOTHA3UJ C€ MpPOABABA Clen
NpHEM HA ITBPBATA J1032 U € C TIPOOBJDKUTENHOCT |-2 ceaMuLM, KaTo MaKCHMATHHUAT MY €QeKT
HAacThHNBA ciel 6-8 cenMULIM. - -

[Tpy NpPOABL/DKUTENHH KIMHMMHM TPOYUBaHUS € 61»1.110 YCTaHOBEHO, 4e edexkra Ha KoMOmHanmsaTa
upbecapTaH / XUIPOXJIOPOTHA3H/ c€ 3arna3sa Hal | roguHa.

LlesieHacoueHH KJIIMHMYHM TPOYYBAaHUA 110 OTHOIIEHHWS Ha rebound XHNEPTOHHUS MPH KOMOMHALMATA
upbecapTaH/ XHAPOXJIOPOTHA3KI He ca NPOBEXIAHH, HO OTIMTA MOKa3Ba OTCHCTBHETO HA Taﬁu_gc];em
He ca npoBeXOaHW KJIHHMYHM INIPOYHYBAHHMA, KOMTO [a [OKA3BaT HIH OTPHMET
koMOMHaLMATa HpbecapTaH H XMAPOXJIOPOTHA3HA MO OTHOUIEHHe. Ha 3aboneepa ’
EnuIeMHONOTHUHHTE  M3C/AEABAHMA Cca  TIOKAs3ald, . 4. MPOIbI/DKHTE | Qﬁ),/ J;etl%HHd
XHIPOXJAOPOTHAIHNA HaMaJIABa PHCKA OT pa?.BHTHe Ha CbPIEYHO:CBAOBH 3a60s Hhh?u i:m.p'r s |




EdexkThT Ha kOMOMHauMATa HpOecapTan’ XUAPOXIOPOTHAZHL ife Ce OTIpeeNis OT Bh3pacTTa U Toa.
INpu npunaraHe Ha upOecapTaH 3ae[B0 ¢ HUCKA Jw3a XHIApoxaopoTHasuj (Hamp. 12,5 mg aHeBHO)
AHTUXHMIIEPTEH3IUBHUS OTIOBOP Ha ManMEHTHW OT yepHaTtd pilca ce npubimkasa OO0 OTroBopa Ha
NALMEHTHTE OT €BPOTIEHIHATA paca.

EduxacHocTra ® Oe3omacHocTra Ha KoMuuHauusaTa o1 HWpOecapTaH/XHUAPOXAOPOTHA3UA TIpH
ITEPBOHAYAITHO JIEYEHHE Ha TEXKAa XUMEPTOHWN (OonpefieNisHa ¢ AHACTOJNHYHO KphBHO Hangrane > 100
mmHg) e olleHeHa NpH MHOTrOLEHTPOBO PAHAOMHU3HPAHO ABOMHO-C/IANO AKTHBHO KOHTPOJIHPAHO,
napaneHo rpyrnoBoO NpOyYBaHe ¢ NMPOABIDKHTEIHOCT 8 CEIMHLIH.

KnuHMYHOTO Mpoy4BaHE € M3BbpLIEHO C 697 mauneHTa, oT KOUTO 8% OT yHacTHHILIHTE Ca MBKe.
CpenHarta BB3pacT Ha MauMeHTHTE € 52,5 rofinHH, 13% ca Ha BB3pacT Ha ¥ Hall 56 ToqUHU U 2 % OT
TIALMEHTHTE Ca Ha BB3PACT HA H HAA 75 TOOHHM, 12% OT - NalMeHTHTe ca auabetnuu, 34% ca
XHUIePIHIHASMHULH U 3,5% ca cTpajaliy OT aHTHHA nem;qpnc.

Te ca pa3zenieHu B oTHoweHHe 2:1 upbecapran/xuapoxioporraszna 150 mg/12.5 mg wim npbecapran
150 mg cucTeMHO TUTpUpPaHH (TIpean OLICHABAHE Ha OTTOROPA KBM IO-HHCKATa [03a) cnel | ceamuila
cnipsiMo upbecapTan/xuapoxioporrasua 300 mg/25 mg win upbecapran 300 mg.

ITbpROHAYANIHO Ca CpABHSABAHU TMALMEHTH C KOHTPOJMMPAHO AHACTONMYHO KPBHBHO HalgTaHE TNIpes
fletaTta CeIMHIIA OT JICYECHHETO.

47,2% OT NalWeHTHTE JeKyBaHH ¢ XoMOWHAUMATA Ca UMaNH CTOMHOCTH Ha JHACTOJIHYHOTO KPBBHO
HanaraHe >90 mmHg B cpasuenme ¢ 33,2% ot nauueHTHTe, JIeKyBaHW ¢ upbecaptaH (p=0,0005).
CpeaHara cTOWHOCT Ha KPBBHOTO HansraHe e npuoauswrenHo 172/113 mmHg 3a Bcdka rpyna w
HamanaeadHe cnen nerata ceamuma ¢ 30.8/240 mmHg w 21.1/193 mmHg 3a
npbecapran/xuapoxnopoTHasua H upbecapras (p < 0.0001).

PasnuuHMTe cyuad Ha MOKIAABAHHTE CTPAHWYHY peakKLUHUH NPH MALHEHTH JIEKYBaHH ¢ KOMOWHaUuATa
upOecapTaH/XHAPOXJIOPOTHA3KY, £a TIPH; NALMEHTH, Ha MoHOoFepanwd. . [lo Bpeme Ha 8-ceAMHYHHA
MEPHOM Ha JICUCHHE, HE Ca JOKIaABaHW CIydaH Ha, CHHKOIT B. HUTO. e,uHa OT IpyMHTe, CIYUauTe Ha
NaLMEHTHTE ¢ XHNOToHHs ca 0% - 0,60 %, a 2,8 % 3,1% .OT nauneHTHTE ca CbC 3amaiiBaHe KaTo
CTPaHHMYHH PpeakUHH TIpH JIGYEHHETO C KDMﬁHH&LlHHTﬂ npbecapTaH /XMAPOXNOPOTHAZUA H
MOHOTEpanuATAa.

':it'i.l‘:fr 1'|.'i.1
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JBoHHO O10KHpaHe Ha peHHH-aHrHoremuﬂ-Mmc reponosa'ra guurema (PAAC)
Jlse roneMM paHAOMU3HpaHM KoHTponupayn npoyuyBaHuds — ONTARGET (Ongoing Teimisartan

Alone and in combination with Ramipril Glebal Endpoint Trial — Tekyumo rmodanHo usnursaHe 3a
KpaHH TOYKH Ha TEIIMHCApTaH, CAMOCTOATEIHO H B koM6uHaLums ¢ pamunpwi) ¥ VA NEPHRON-D
(KTHHHYHO TpOyYBaHe, CBBLP3aHO C pa3BUTHE Ha Hedponatus Npu 1aMadET, NPOBEAEHO OT
MuHHCTEPCTBO MO BEIOPOCHTE Ha BeTepaHUTe) — NpoyusaT ynotpebara Ha kombuHaumata ot ACE
MHXUOUTOP ¥ aHrnoTeH3uH [I — peuentopen 6nokep.

ONTARGET e npoyuBaHe, MpOBEIEHO NPH TNALMEHTH C aHaMHe3a 3a CHPACYHO-CHAOBA WJIH
MO3BbYHOCBHAOBA OonecTt, WnM 3axapeH AuabeT THN 2, NpUAPY>XEHHW ¢ NaHHH 3a YBpeEKJaHe Ha
eeKTOpPHH OrpaHHu.

VA NEPHRON-D e npoyuBaHe NpH Nai{HEeHTH CbC 3axapeH Auadbet Tun 2 1 AnadeTHa HedpomnaTHs.

Tesu npoyusaHus He NMOKa3BaT 3HauUMM OnaronpuaTeH edexkT BbpXY OLOpeUHHMTE W/HIM CBPACUHO-
CHAOBHTE TNOCNEAMUM W CMBPTHOCT, KATO CLIIEBPEMEHHO ca HabMIONaBaHW MOBHUIUEH PHCK OT
XHIEPKAITHEMMS, OCTPO YBpexkaaHe Ha 6bOpeunTe H/UIH XHTIOTOHHA B CpaBHEHHE C MOHOTEpANUATa,
KaTo ce uMaT npeaBull CXOAHHUTE UM dapMaKOAMHaAMHYHH CBOHCTBA, TE3H Pe3yJITaTH Ca NPHJIOKKUMH

n 3a apyrid ACE unxuOuropu u anruorensuH Il peuenrropun 6aokepm.

ACE vHxuOuTOopH 1 aHruoteH3uH I peuenTopam 6510KepH cneqoBaTeNHO HE TpAOBa Aa C€ U3MON3BAT
€JHOBPEMEHHO NMPH NaLMEHTU ¢ JHabeTia HedponaTus.

ALTITUDE (KnuHu4HO Npoy4uBaHe NPOBEAEHO C AMCKMPEH MNPH NMALUEHTH CBC 3aXapeH QHadeT THIL

2 ¢ M3MOJI3BAHE Ha CHPAECYHO-CBHAOBH M 6LGpeqHH'3aﬁmunaHHﬂ KaTO KpaiHu TOUKH) € NPOYUBaHe,
NpeAHa3HAUCHO Aa U3CJEABa T10/13aTa OT Hﬂﬁansme'ro Ha aJITACKMPEH KbM CTAHJApTHA TeparHd ¢ ACE
HHXHONTOp WiIH aHrvoTeHsuH Il peuernrropen 61101(&]3 MpH NMaUWEHTH ChC 3aXxapeH gHabetr Tvn 2 U
xpoHuyHo OBOpewnHo 3abonsBaHe, CbpPIAEYHO-CHAOBO 3ab0JIiBAHE WIM M [BETE. Hmnﬁ‘-&
MPEKPaTEHO MPEXIEBPEMEHHO MNOpajy MOBHIUEH PHCK OT HEOIarompuATHH 1 J‘;{Hlﬁg}_i‘k’ww\
ChPACYHO-CHAOBATA CMBPT, TaKa H MHCYNTBT €4 MO-4ECTH B rpyrnaTa Ha anuc eﬁ ,xomppuo\fntn \
rpynata Ha tianebo, a NpeacTaBNABALIMTE WHTEpeC HEXENaHW ChOUTHA U Fpﬁoém ﬁemenéHH % |




chOUTHS (XMTIEPKATTHEMES, XUTIOTCHMS U OB0DL 1Ha THCYHKLMSA) ce ChOOIMaBaT ro-4eCcTo B rpynara ¢
ATHCKMPEH, OTKOJIKOTO B TpyTiaTa Ha ruiaieoo.

5.2. dapMaKOKAHETHYHH CBCHCTBA

ENHOBpEeMEHHHMAT NpHEM Ha XHOAPOXJOpoTHasHil K updecaptan He BIMSE BRPXY PapMaKoKMHETHKATA
Ha BCAKO OT aKTHUBHMTE BELLCCTBA.

HpbecapTan u XUAPOXJIOPOTHAZHI Ca aKTHBHH NPH MEPOPATIEH TIPHEM.

[IpHeMBT Ha XpaHa He TOBNUABA OMOHANWYHOCTTA Ha HpbecapTaH M XHAPOXJIOPOTHA3HI.
MakcumansHa rUia3MeHa KOHLeHTpauus cc goctvra 1,5-2 yaca crel MepopalHO NPHIIOXKEHWE 3a
upbecapraH ¥ 1-2,5 yaca 3a XHIPOXAOPTHA3HI.

Cenp3BaHeTo Ha wpOecapTaH ¢ MJIa3MEHHTE TIDOTEHMHH € OKoJIo 96%, a CBBp3BAHETO C KPBBHHTE
KIETKH e HesHauuTeHo. ObeMBT Ha pasnipeeneHre Ha upbecaptaH ¢ 53-93 nurpa.

Oxkono 68% OT XHAPOXJIOPOTHAZMA € CBbpP3aH ¢ IUIa3MEHUTE TPOTEHHHW, a BHAUMHAT 00eM Ha
paznpenenenue ¢ 0,83-1,14/kg.

(dapMaKkoKUHETHYHHTE cBoiicTBa Ha Ko-HpOecaH He 3aBHCAT OT 10J1a HA HaLMEHTA.

JIHHEAHOCT

3aBUcHMOCTTa MEXIY TUIa3MeHaTa KOHIEHTpaluus Ha HpbecapTaH M npHetara A03a ¢ JIMHEHHA B
PAMKHTE Ha TEpaneBTHIHHA WHTEpRAN.

TepMuHanHuAT NONYKHABOT Ha upbecaptaH € 11-15 yaca. OOWUAT KIHPBHC W OBLOPEYHHAT KIHPBHC
ca ¢hOoTReTHO 157-176 1 3-3,5ml/min.

PaBHOBeCHM TNTazMeHH KOHLICHTPAIIHH C€ JOCTHraT A0 3 JHMW Clied Ha4YaloTO Ha €HOKpaTeH JHEBEH
TIPHEM. N . i .o -

HabmopaeaHo € DFp&HH‘-IeHG Kymynupaﬂe Ha HpﬁecapTaH B rUIa3Marta (20%) NpH NPOTLIDKHTENCH
MPHEM HA €JHOKpaTHA JHEBHA J03a.

B eaHo oT npoBeacHUTE NPOYYBAHKUSA ¢a OMIM OTUYETEHHM MAJIKO MO-BUCOKHM IU1a3MEHW KOHLEHTpalUMy
Ha MpbecapTaH NMPH XXEHH C XHNEpTOHWsA, be3 pa:muxa BbB BPEMETO Ha MONYCJIHMHHHpAHE M
KyMYyJIMpaHeTo Ha upbecapraH. T

AUC u Craxx Ha upbecapTaH ca Mo-BUCOKH MpH naunemu B HalipeaHana BB3pacT (65 roauHu),
OTKONKOTO NpH MO-mIafau nauveHTtu (18- 40 mnuﬂn) H BPpEMETO HA NOJIYENTHMHHHUPAHE HE CE NIPOMEHA
3HAYHTEITHO. .y

CpeaHoTo BpeMe Ha NOTyETRMHHHPAHE OT JUIa3MaTa BapHpa OT 5 15 yaca.

He ce Hanara aganTHpaHe Ha 103aTa Ha MpecapTaH NpY MaLMEHTH B HAlpeIHANIA Bb3PacT.

Crej nepopaIHO HIN HHTPEBEHO3HO npuioxenne Ha 14C upbecaprat, 80-85% 0T paAMOAKTHBHOCTTA
Ha Ma3Mara ce ObL/DKH Ha HempoMeHeH upGecapraH. Bnbpeunoro enmmuHHpaHe Ha upbecapTaH ce
OCHIUECTBABA upe3 [VIOMEpPYJHa (UATpaLUMA W upe3. akTWBHA TyOynHa cekpeuus. OCHOBHHAT
LUMpKyTypaln meTabonuT € upOecapraH rimokopuHHA (oxono 6%). YepnoapoGrata TpaHchopmarius
Ha upbecapTaH ce u3snpiuBa oT CYP2C9, koo e uutoxpoM P450 enzum.

HpbecapTtan u MeTabomuTuTe My ce eTMMHUHHpAT Ype3 xUTbikaTta ¥ OnOpenmre.

Cnen nepopaiieH npueM Ha Mapkupad updbecapran ¢ C14 € yCTaHOBEHO, Y€ C ypHHATA C€ EKCKpETHpa
npubnu3uTento 20% ot npuerarta no3a U 7% KaTo HEaKTHBEH MeTabonur,

XuapoxnopoTHasua He ce Metabonnsupa, a Obp30 ce cnnmnnﬁpa B HENPOMEHEH BU, 3a nepuopn ot 24
4aca. -

XuapoxnopoTHasKHl HE MPEMHHaBa KpbBHO-MO3bUYHATA ﬁapuepa NpeMHUHaBa fnpe3 IUIaleHTaTa U ce
€KCKpeTHpa B KbpMara. | -

bnOpeyHa HEJOCTATHLYHOCT .

[Tpu naumentu ¢ 6L6peUHa HEAOCTATEYHOCT W Ha xemo,uuanma cdapMaKOKHHETHYHHTE [IOKA3aTENH
Ha MpOecapTaH He ce MPOMEHAT 3HaYuTenHO. Mpbecapran He ce oTcTpaHsBa 4pes xemoauanusa. Ipu
NAaLMEHTH ¢ KPEaTUHHHOB KITMPBHC <20 ml/min ce cbobasa, e BpEMETO Ha nonyennynﬂﬂpaﬂa Ha
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He ca npoBeneHM MpoyyBaHus NMPH MauMeHTH ¢ T&KKa UepHOAPOOITia HETOCTaThYHOCT,
5.3. Ilpeax/IHHAYHE JaHHH 3a GezomacsoCcT

Hpbecapral/XHAPOXIOPOTHASHI
[Tposenenm ca KITMHHYHH IPOYYBAHMSA C Hell OTPE/(EITHETO Ha NOTEHUHATHATA TOKCUYHOCT Ha

koMOHHauuAaTa upbecapTaH/XuIpoXJIOPOTHA3K [IPWIOKEHA TIEPOPATHO [IPH IUTEXOBE H MaKallH B
npoab/iKeHHe Ha 6 Meceta. He ca ycTaHOBEHH TOKCHKOJIOMHUHH HAXOJKH C KIIMHHYHO 3Ha4Y€HHE MO
OTHOllIEHHE Ha ynotpebarta npH xopa.

OnucaHuTe No-J0y NPOMEHH, HabIoAaBaHH NPH ILTEX0BE K MaKalH, KOMTO ca MoJIy4aBai
upOecapran/xuapoxsiopornazng B go3u 10 mg /10 mg/kg nuerto 1 90 mg /90 mg/kg nHeBsHO, ca
HaOMIOJaBaHU CHILO W [TPH CAMOCTOATE/IHATA YIIOTpeba Ha OTACNTHUTE CHCTABKM WHIIH ca BTOPUYHO
BB3WHKHAJIH, B PE3y/aTaT OT MOHMKaBaHe Ha KpbBHOTO HanATaHe (He ca HabmoJaBaHH 3HAYHMH
TOKCHKOTOTHYHH B3aUMOJCHCTBHA):

¢ [IpoMmenu B OBOpeLTE, H3pa3sBally CE C AEKO MOBUIIIEHW HUBA Ha CEPYMHATa KOHLIEHTpallus
Ha ypes ¥ KPeaTHHUH, M XHIIEPIUIa3u/XunepTpodus Ha IOKCTATTIOMEPYITHHUS anapar,

¢ Jleko NOHHWXXEHH CTOMHOCTH HA EPUTPOLIMTHUTE HoKa3aTe/TH (Opol epHTpOLMTH, XEMOTIO0HH,
XEMATOKPHT);

e [IpoMsana B LIBETa HAa CTOMALIHATA JIMTABULIA, A3BH U (POKAITHA HEKPO3a HA CTOMAIIIHATA
nWrasHIa ca OWIM HabmoqaBaHy, NIPH MATEK OpO#H TUTEXOBE, [PH NPOBEJEHO 6 MECEYHO
TOKCHKOJIOTHUYHO NIPOYYBAHE TIpH 1ipreM Ha upbecaprad 90 mg/kg nuesHo,
xugpoxiopotHazua 90kg/mg nHepHo 1 upbecapran/xuapoxnioporuaszf 10/10 mg/kg nHesHo.
Te3u muHuK He ca HAOMIOJaBaHK [(PH MAKALH;

¢ [loHmxeHune Ha cepyMHATa KOHHCHTPALHA Ha KANUH, JBDKALKO C€ HA XHAPOXJIOPOTHA3ZUA,
KOETO YAaCTHYHO cE€ eMMMHHUpPa IPY KOMOMHHUpaHe Ha XWAPOXJIopoTHasH ¢ Hpbecapran.
X T EUN N

N36poeHuTe NPOMEHK CE Ab/DKAT Ha dapMakoJIOrHYHOTO AelicTane Ha HpbecapraH U ce Habmosasar
W NPH UHXUOUTOPH Ha aHTHOTEH3HH-KOHBEPTHPALLUSA €H3UM.

He ca ycraHoBeHHM TepaTOreHHHM e€()eKTR TpH TUTBXOBE, TPETHPAaHH C koMOHHauua upbecapTaH C
XUAPOXNOPOTHA3UI, B AO3H TOKCHUYHHU 33 MAHKHTE "

BnusHuero Ha koMOMHauMATa HpbecapTaH ¢ --XMAPOXJIOPOTHA3HA BBPXY (eEpTHIUTETa HE €
ONpeIesIAHO B MPOYUBAHUS € )KMBOTHH H X0pa.

Hsama pokasarencrBa 3a MyTareHeH edekT Ha KoMOMHauuaTta upOecapraH/XHAPOXJIOPOTHA3HI.
KanueporeHHus epeKT Ha Tasn KOMOUHALHA HE € NPOYUYEH MPH OMHUTH C )KHBOTHH.

Hpbecapras
Hpbecapran He MOBAUsBRA Pa3ZBATUETO HAa aOHOPMHA CHCTEMHA TOKCHYHOCT WJIH TOKCHYHOCT Ha

MPHUETHHUTE OpraHK B TEPaTieBTHYHHM JO3HPOBKH. B NpeaxnIvHWUHUTE M3MWTBAHUA 32 0€30MacHOCT,
BHUCOKH J03M upOecapartaH > 250 mg/kg nHeBHO npy urbxose W >100 mg/kg AHEeBHO npH mMakauM, €
OTYETEHO NIOHWKEHHE Ha EPUTPOLIMTHUTE TIOKa3aTenu (Opoi epuTpoUMTH, XeMOrNoOHUH, XeMAaTOKPHT).
ITpy MHOro BHCOKH A03H > 500 mg/kg AHEBHO, NpHNaraHy Ha IUTEXOBE M Makalld, ca HabmoJagaHu
JlereHepaTMBHA W3MEHEHHS Ha OBOpeuwTe (MHTEpCTHLMANEH Hedpur, pasTAraHe Ha TyOyaute,
6azouaHM TyOYy M, MOBHLICHH [J1a3MEHW: KOHLICHTPALMH Ha Yped ¥ KpeaTHHHMH). Te3u U3MeHeHus ce
0oBACHSIBAT C XWMOTEH3UBHOTO AeHCTBUE HAa HWpOecapTaH, KOETO NPUYHMHABA HamancHa OwOpeuHa
neppysus.

Hpbecapran BOOM A0 Pa3BUTHE Ha XHNEPIUIA3HA (XUIEpTPO(dHSA HA IOKCTA-TTIOMEPYJTHHTE K/IETKH) B
no3a oT > 90 mg/kg AHEBHO NMpH NIbXORE, a Npu Makaum > 10.mg/kg auesHo. CyuTa ce, Y€ BCUUKH
TE3W M3MEHEHUs Ce Ab/DKAT Ha (apMaKONOTrHYHOTO NCHCTBHE Ha WpbecapraH. lIpu npueMm Ha
TepaneBTHYHN 03W MpdecapTan MpH Xopa, XHrepIuiasHaTa (xunepTpodus Ha FOKCTA-TIIOMEPYITHHTE
KJIeTKH) HIMa KIHHHYHA 3HAYUMOCT 33 TAHCHTHTE.
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03, TIPEAW3BUKBALIH 3HAYHTSIIHA TOKCHYHOC I TIPA MaiKHTE, BIGIIOYATENIHO ¥ cMBPT. [TpH mrsxose U
3afill¥ He ce HaDJIIOAARAaT TEPAaTOreHHH eEKTH.

XHUIPOXIOpOTHAIHUI
[Ipy HIKOM eKCNEpPHMEHTANHH MOOEIU i MIOJMy4¢eHH HECHTYPHM [JaHHH 33 TEeHOTOKCHYEH WIIH

KaHlleporeHeH e(deKT, HO onuTa ¢ ynor:elis A Ha XWIpOXJIOPOTHA3HI MPH XOpa HE € NMoKa3al Bph3Ka
MeEXY yrioTpebaTa My W HapacTBaHe Ha Y€C[TaTa Ha MoSBa Ha HEOTLTa3MH.

6. ®APMAIEBTHYHH JAHHHA

6.1. CnuchbK HA NOMOUIHHTE BelllecTBA

JlakT03a MOHOXHpAT

Llenyno3a Ha npax

MukpokpHcTaTHA LETY1032
Kpockapmenosa HaTpHH

be3roaeH kOMOUIEH CUITHUMEB HOKCHIT
Marue3ues cTeapar

Opadry pozoBo OY-34948 (Xunpomenoza, Makporon, TutaHos quokcna — E171, uepseH xenesex
okcua —E172)

6.2. HecbhBMecTHMOCTH
Henpunoxxumo. | 4 B iy
6.3. Cpox Ha rogsocTt

3 ronuuu SELSY:

¥ AL I

6.4. ChnennajnRH yCc/IOBHSA HA ChbXpaHenue

Ja ce chxpaHaBa Ha MACTO HEJIOCTHITHO,3a Aeiia.
Jla ce cbxpaHsBa B OpPUrHHATHATA OMAKOBKAE.
Ha ce cpxpansra non 25 °C.

6.5. Baa B cpAbLpXAHHE HA ONIAKOBKATA

bmuictep ot 6410 Henpospayno PVC/PE/PVDC - Al donwo.

PazMep Ha ONaKOBKUTE:

28 dunmupanu Tabnetku (26p. 6ancrepa x14 dpunmupann tabneTkm)
90 drnmupanu Tabnetku (96p. Snucrepa x 10 duimupanu Tabnerkn)
6.6. ChnenEaiHH NpeJNAa3HE MEPKH NPH H3XBLPJIARE

HsMa cneyMaiHi H3NCKBaHMAL.

HeusnomBaHHAT NPORYKT WIH OTNAALUHUTE MATEPHANH OT Hero TpsAGBa 1a ce M3XBHPJIAT B
CHOTBETCTBHE C MECTHUTE U3UCKBAHUAL.
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8. HOMEP HA PAZPEIIIEHUETO 3A YIIOTPEBA
Per. Ne 20130010

9. JIATA HA ITBPBO PA3PEIIABAHE/MOJAHOBSIBAHE HA PASPEHIEHHETO 3A
YIIOTPEEBA |

04.01.2013 r.

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

01.2025

_,".‘;' - b ™ YN
{E -~ 2%
j oY "y
I oesl | f "
i ijJ lF - ety
| AR I
Vo -
- . v e
Y r.:" ' L
|1 -r I_.'_ .

‘o I . ILwl"""i ﬂ

" o ey

. I | hﬂhﬁ o llf'{
N, e S - "_"_',..ﬂ‘""




