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KPATKA XAPAKTEPUCTHKA HA ITPOIYKTA

1. MME HA JEKAPCTBEHMA IIPOAYKT
CO - RENITEC” :

(Ko-penutek) ;
Tabnerxu 20/12,5mg: -+ -~ o .l uL

oA

2. KAYUECTBEH Y KOJIMUECTBEH CHCTAB

Beska Tabnerka CO-RENITEC 20/12,5 cpaspika 20 mg enananpuinos maneat (Enalapril maleate) u
12,5 mg xuapoxnoporuasun (Hydrochlorothiazide).

HoMomuu Bemectra: Beska tabnerka ceappxa 141 mg nakrosa.
3a OBJIHMSA CIIHCHK HAa MOMOIIHUTE BEIIECTBA, BK. Touka 6.1.

3. JEKAPCTYBEHA ®OPMA

Tabnerkn.

JBirTY, KpBrmd, HabpasgeHu 1o kpaumara tabnerky ¢ Hagmuce "MSD 718" ot ennara crpaHa U
JETUTE/IHA YepTa OT Apyrara cTpaHa.

4. KJIAHHYHA JAHHA
4.1. TepaneBTUYHH NOKAZAHUST

CO-RENITEC e mokasaH 3a Jie4eHHE Ha apTepHallHa XUEPTOHHS NIPU HAIIMEHTH, 32 KOMTO € IOAXOASIIIA
xoMOHHMpaHa Tepanys.

4.2. Io3upoBKA B HAYNH HA NPHI0KEHHE

XUIIEPTOHW A
IIpy apTepuanya XUIEPTOHHS CTAHAPTHATA K032 € eqHA TabJeTKa B eIHHHYEH NHEBEH IIPHEM. AKO
HEeOOXOAMMO 103aTa MOXKE A ¢ YBEJIHYH JO JiBe TaONeTKY JHEBHO.

IPEAXOXIATNA JUYPETHYHA TEPAITHA

Cnen Havangata no3a CO-RENITEC Moxe na ¢e nosByd CUMITOMATHYHA XUTIOTOHMS. ToBa e 11o-
BEPOATHO NpH AeXUAPATHPAHU NMANHESHTH, KaTO PE3yNTaT OT NpeduecTBalla JHypeTHYHA Tepanys. 3aTopa
IUypeTHYHaTa Tepanus Tpadea na Opge cnpsasa 2-3 aHM npeau Hayanoto Ha neyeduero ¢ CO-RENITEC.

BBBPEYHA HEJOCTATHUYHOCT

TuazvaHuTe AUypeTHLIM He Ca MOAXONAUIM Npyu 0b0peuny 3abonaBanus U ca Hee(eKTHBHHU IPH
KpeaTHHUHOB KIHpBHC NoA 30 ml/min (cpenna unu Texxka 6pOpeyHa HeAOCTATHYHOCT).

IIpu namyeHTH ¢ kpeaTHHHHOB KITUPHHE OT 30 1o 80 ml/min, CO-RENITEC Moxe aa ce H3M03Ba CaMo
Clejk TATPUPAHe Ha MHAMBHAYAHHUTE KOMIIOHEHTH.,

IlpentoprunTenyara 003a €HaJIANpUA MalleaT IpH Jieka O0p0peduna HenocTaTbyHocT € 5-10 mg.
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4.3. IIpoTtuBonokasanan

* 3anasexa mapka Ha MERCK & CO., INC., Whitehouse Station, N.J., U.S.A.
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Anypus.

CO-RENITEC e nporreonoxasaH NPy DaNMEeHTH, CBPEXYYBCTBHTENHH KBM KOHTO ¥ A4 € OT
KOMIIOHEHTHTE Ha TO3H NPOOYKT, KAKTO K HPH NALlUEHTH C aHaMHe3a 34 aHrHOHEeBPOTHYEH OTOK, CBHP3aH
¢ npueManero Ha ACE uHXubHTOp M ripy NaleHTH ¢ XepeIHTapeH Wi HIUONIATHICH aHTHOSIeM.
BTopo 1 Tpeto TpuMeceune Ha OpeMeHHOCTTa (BiK 4.6 bpeMeHHOCT B KbpMEHE).

Texxko 656peuno yBpexxaane (kpeaTHHUHOB KIHpBHC <30 ml/min)

Texxo uepHOAPOOHO YBpeXHaHE.

CBpBXYYBCTBUTEIHOCT KBbM APYTH CyI(poHaMUIH.

4.4 CoennajHu npeaynpekIenHsi H NpeAnasHH MepKH NpH yaoTpeda

XUIOTOHWS U BOIOTHO-EJIEKTPOJIMTEH JVUCBAJIAHC

Kaxro Y rpy ApYTrUTe aHTUXUIIEPTEH3NBHY IIPOAYKTH, TIPH HAKOH MAIHEHTH MOXe 1a Ce IOSBU
cuMrIToMaTHuHa Xurnotonus. IlauuenTrre TpabBa na ce HaONIOAABAT 32 KIIMHWYHH CHMITTOMM H& BOJHO-
eNIEKTPONIUTEH AHCOAIaHC, HATIPIMEP XHIIOBOJNIEMHS, XUITOHATPHUEMHIA, XHIIOXAOpEMHYHA anKao3a,
XHTIOMar{e3ueMHus WIM XUMOKaNHueMus, KOUTO MOrar Jia ce NOABAT Ha ()oHa Ha JHapHs WIH NOBPBIIaHe.
Ipu TaKkKBa NalHSHTH IEPHOJNYHO JIa ce W3CIE/BAT CePYMHHTE eJIEKTPONUTH Mpe3 NOAXO A HHTepBall.

Ocofeno BHUMaHMe TPAGBA Aa ce 0Opbila Ha ITALMEHTH ¢ MCXeMHYHA O0NIecT Ha ChpLETO HIIM MO3BHHO-
CBI0BA BONECT, 3alI0TO MPEKOMEPHOTO MOHIKEHHE Ha KPBBHOTO HAJAraHe MOXKE JIa IOBEAE 4O UH(apKT
Ha MUOKapAa Wil MO3bUYEH HHCYJIT.

AKO ce HOSBY XUITOTOHHA, MAMEHTHT Tpg6Ba Aa ce MOJIOMH Ha IO ¥ IIpY HE0OXOAUMOCT A2 My c¢
HATIpaBH MHTPABEHO3HA MHY3Us ¢ rsHonorHyeH pasTop. [IpeXon AT XHNOTOHIYEH edeKT He ¢
IPOTUBONOKA3AHHE 33 NPOAB/KABAHE Ha JIEYEHHETO. BE3MOXKHO € TepanusTa Ja ce HOAHOBH C IO-HHCKH
O3 CNEH Bh3CTAHOBSABAHE Ha TasMeHHa 00eM U HansiraHe MM KOMIIOHEHTHTE Ha MeAUKaMeHTa Ja ¢e
U3MON3BAT CAMOCTOATEINHO.

AOPTHA CTEHO3A/ XUITEPTPODUYHA KAPAHMOMHWOIIATIA

Kaxto ¢ scyuky Basonunatatopy, ACE mixuburopure Tpabsa na 6b4aT napany ¢ IOBUIIEHO BHUMAHUEG
HA MALMEeHTH ¢ ODCTPYKIMS B H3XONHHUS TPAKT Ha JiABaTa KaMepa U Ja OnaaT u3dsrsany B CTydaH Ha
KapJIHOTCHEH 10K ¥ XeMOAMHAMUYHO 3HaYHMa OOCTPYKEHA.

VBPEXITAHWS HA BEEPEYHATA OV HKIIFA

Trazuapute QUYPETHIH He ca MOAXonsy npH 6x6peunn 3a6onapanis H ca Hee(peKTHBHY IPH
KpearuHuHOB KIHpBHC Tiox 30 ml/min (cpexna uim Texkka Gp0pedHa HefOCTATHYHOCT).
CO-RENITEC ne Tp:a6Ba ja ce NpeAnKcBa Ha MalleHTH ¢ 6x0peuHa Hel0CTaTEYHOCT (KPeaTHHHHOB
kpbHC 11oA 80 mi/min), XOKATO TATpHpaHeTO Ha HHAUBHAYATHHTE KOMIIOHCHTH HE € AOKA3a0
HEOOXOAHMOCTTA OT JO30BHUs PeXKiUM B KoMOMHIpaHaTa TabIeTka.

Crnep npueMaHeTo Ha eHaJIalpuil B KoOMOMHAII C JRYPETHK, HAKOH MAlHeHTH Oe3 nasHU 3a
npeniIecTraino 0x0pedHo 3a00NsSBaHe pa3BHBAT JIEKO U MPEXO/IHO HOBUINCHUE Ha KPBBHATA Ypes U
cepyMHMS KpeaTHHHH. AKO ToBa ce ciryuu 1o Bpeme Ha Tepanus ¢ CO-RENITEC, xoMOHHHPaHOTO
nevenye TpAGBa fa Oble cnpsHO. Bh3MOXKHO € NOXHOBABAHE HA TEpaNiTa ¢ NO-HHCKH A03H Wil HIKOH
OT KOMIIOHEHTUHTE JIa C€ U3MOJI3Ba CARMOCTOATEIIHO.

Ipuioskennero Ha ACE HHXHOUTOPH TIpH NALHEHTH ¢ eHO- Ml IBYCTpaHHa CTeHO3a Ha 6sOpeyHaTa
apTepys MOJKE Jia IPEIN3BHKA IOBHLICHYC HA KPBBHATA Ypesl ¥ CEpyMHHsA KPEaTHHIH, OOHKHOBEHO
obpaTyMH Nipy NpeKLCBaHe Ha JICUCHUETO. =

EBEPEYHO-CBIOBA XUITEPTOHWAA
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CrliecTBYBa IOBUIIEH PUCK OT XMITOTOHUA M OB0peYHa HeI0CTAaTEYHOCT, KOraTo NMAnueHTH C JBYCTPaHHA
CTeHOo3a Ha OBOpeyHHTe apTepHH HIIK CTEHO3a Ha apTepUsTa KbM eBHCTBeH (PyHKIMoBUpay 6s0pek ca
nexysauu ¢ ACE naxuburopu. Hapymenue nHa 060peuna QyHKIU MOKe 1a ¢e H3ABH CAMO C JIEKH
IIPOMEHH B cepyMHHMA KpearuHuH, [1py Te3u manueHTy nevenyero TpAOBa Aa 3am04yHe NOL HEIOCPEACTREH
JICKaPCKH KOHTPOJI ¢ HHCKH JO3H, BHHMATENHO THTPUPaHe H npociaeAsBaHe Ha Op0peunarTa GyHKIHS.

BBEEPEYHA TPAHCIDIAHTAIIWA
HsMa onur no oTHOMEHHE MpuiIokeHHeTo Ha Enalapril npu nanuenty ¢ HeoTaapHamHa 6s0pedna
TpancinanTanys. I1o Tasu npuunza nedeHue ¢ Enalapril He ce mpenoprpusa.

YUEPHOJIPOBEHHA 3ABOJIAABAHWA

Tuasupure Tpadsa Jia ce U3MON3BAT BHUMATETHO TIPH MALIMEHTH ¢ HapylieHa yepHOApoOHA GYHKIMS WK
Iporpecupamo yepHoApoOHO 3ad0naBane, Thil KaTO H MAJIKH OTKIIOHEHHS BB BOJHO-JIEKTPOJINTHHA
OanaHC MOTrat xa mpoBOKHpaT YeprOApoOHA KoMa.

HEPHOAPOBHA HEJJOCTATHBYHOCT

Panxo ACE-uaxuburopyre ca Oumy CBBp3BaHU CbC CHHAPOM, KONTO 3a04Ba € XOAECTATHICH HKTEP U
Iporpecupane fo (pyJAMHEHaHTHA 4YepHOAPOOHa HeKpo3a U (JIOHAKOra) CMBPT. MeXaHU3MBT Ha TO3H
CHHIpoM He & sceH. [lanenTute nonyyapaiy ACE-uHXuOHTOPH, KOMTO Pa3ssHBAT UKTEP WM H3Pa3eHo
IIOBYILIEHHE HA YepHOAPOOHUTE eH3UMM, TpsAOBa Ja HpekpariT nedeHueTo ¢ ACE-unxuburop u aa
IIOMyYaT NOAXOAAIO JIEKAPCKO MPOCHeNsIBaHe clel TOBa.

HEVTPOIEHVIA/ATPAHYJIOITUTO3A

IIpu nanment Ha ACE-MHXHMOMTOPH ce cho0INaBa 3a HeyTpOIleHHs/ arpaHyJIOLMTO3a, TPOMOOLIUTOIEHHU
1 anemus. [Ipu nanuenT! ¢ nopmanna OpOpeuna dynkums 1 63 APYIM yenoKHsBaniy (HakTopH,
HEYTpOIIeHHa ce pa3BuBa panko. Enalapril TpaGsa aa ce mpuiiara M3KMIOUKTENHO BHUMATENIHO IPH
TALMEHTH CBC CHJI0BA KOJIareH03a, UMYyHOCYIIPECHUBHA Tepamnus, nedeHue ¢ Aliopurinol unu Procainamide,
HJIA KOMOUHALWA OT TE3H YCII0XKHABALIM (PaKTOpH, 0cOOEHO NMPU IIPEeABApHTENHO CHIIECTBYBAIA
yBpeneHa 656peuna dysxkuus. Hikon oT Te3u NallieHTH pasBUBAT TEXKKM HHPEKIMH, KOUTO B HAKOU
CITyYay HE CC IOBJIHABAT OT HHTCH3MBHO aHTHOMOTHYHO nedeHne. Axo Enalapril ce mpunara na taxmea
NalMEHTH, PENOPBYBa Ce NEPHONHUYHO [a Ce KOHTPOJMpAT HUBATa Ha OelluTe KPhBHU KIIETKH
(1eBKOIMTHTE), K MALMEHTUTE TPAOBa fa OBAAT YBEIOMEHH, e CIIeIBa JIa ChOOIABAT BCAKA MPOSBA Ha

HHQEKI.

METABOJWTHH 1M EHTOKPUHHHW EGEKTH

TepammaTra ¢ THa3UAKM MOXKE [a HapyHIK ITIFOKO3HMA TolepaHe. Moke Aa ce HajlokKK KOpPeKLHs B A03aTa
Ha aHTUaRAOEeTHHA NPOAYKT, BKAIOUMTEIHO Ha UHCYJIHHA.

TuasuguTe MoraT fa HaManAT eKCKpenuaTa Ha Kanuuid ¢ ypuHara. Te Morart Ja Npeiu3BHKAT IIPEXOAHO H
JICKO YBEITHMYECHUE HA CEPYMHHMA KLl 3HAYUTENHATA XUIEPKATLIMeMHS MOKe /1a Ob1e IPHU3HaK 32
CKPHT XHIIepHapaTUPOMAHU3EM. THazuaure TpAOBa Na OpAaT cripeHM Npeay u3cieABaHe Ha QyHKIMsTa Ha
HApALUTOBUAHUTE JHIIE3H.

[IpunoxxenneTo Ba THASUIAHHU JUYPETHLM MOXKe 12 ObJie CREP3aHO ¢ IIOBHIIICHHE HA HUBATA Ha
xonecteposaa ¥ Tpurnuuepunure. llpu noza ot 12,5 mg, ceaspakaina ce B CO-RENITEC, He ca
3a0ers13a8y TakKKuBa €BEKTH WIH T Ca MUHHUMAIHH,

Tepamusra ¢ THA3HIH MOXKE 1a FIPOBOKHUPA MPH HAKCOH MallMeHTH XUISPYPUKEMHMA W/ WIH Nojarpa.
Enalapril obaue moxe Ia nosuIy OTAENSHETO Ha MHKOYHA KHCEIMHA ¢ YPUHATA H Taka Aa oTcnadu
xunepypuxemuaaus edext na Hydrochlorothiazide.

Tuazunure (8 ToBa ynco ¥ Hydrochlorothiazide) morat ma npegu3sukear HapyeH 6anaHe Ha TEMHOCTH
WIH ENEKTPOIHTH (XMIOKATMEMHUA, XUIIOHATPUEMHA H XHUITOXIOpeMHYHAa aJIKaI034a). mennn
IIPOsIBH HA HapylueH OalaHC Ha TEeHYHOCTH HIIH €NIEKTPOJIUTH Ca KCePOCTOMMUS, KA C cﬁﬁﬁom , AETApris,
CBHJIMBOCT, Oe3MOKOMCTBO, MYCKYJTHH OOAKH HITM KpaMIId, MyCKYJIHa clnabocT, X TOHHH, OHHrypHH
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[PUIAraHeTO Ha THA3WAHKM JHUYPETHLIM MOXE Jia C€ Pa3BHe XHMIIOKAHUEeMHs, CHIIPOBOKAAINOTO IEUEHHE C
Enalapril Mmoxke na pexyiypa JAypeTHK-HHAYIHpaHaTa XUIToOKaIreMust. PHCKET OT XHIIOKaIBEeMus € Hak-
roJisiM YIpH MALMEHTH ¢ YepHOoApoOHa LHpo3a, IpU NAUHEHTH ¢ YCKOPEHa IHype3a, PY HalHeHTH ¢
HeaJeKBATEH IIepopaiieH NpueM Ha SIEKTPONMTH U NpH MalKSHTH, KOUTO ITONy4YaBaT €AHOBPEMEHHO
xoptukocTeporau wid ACTH (Bwxk 4.5 JlekapcTBeHH M APYTH B3aMMONEHCTBIA)

XunosarpreMHs MOKe J1a Ce pa3BHe IIPH eXeMaTO3HY NalMeHTH B ropemo spemMe. ehunureT Ha
XJI0pUAK € OGUKHOBEHO JIeK H Hal-4eCTO He Hajlara JieYeHHe.

YceTaHOBEHO €, Y€ THA3KHAUTE NOBUIIaBaT YPHHHATa CKCKPCIIFA Ha MaI‘HBBHﬁ, KOCTO MO3KE Aa HOBJHA Ha
pe3yaTara OT aHTH-JOIIHNHT TCCT.

KomGuHHpaHeTo Ha enalapril 1 HHCKa K032 JUYPETHK HE MOKE X2 H3KIIFOUH BB3MOXKHOCTTA OT NOsABA Ha
XHIEPKATUEMHUSL. *

IToRUINABAHE HA CTOHHOCTUTE HA CEPYMHUEs KAl ca Oy HabiIoaBaHy IIPH OTACHHH IalMEeHTH,
nexysanu ¢ ACE-uaxuburopH, sriaourTento Enalapril. PUCKOBH natiieHTH, KOUTO MOTAT Aa Pa3BUAT
CHCTOSHHUE HA XHIIepKAIHEMuUs ¢a Te3u ¢ 6p0peyHa HellocTaThYHOCT, 3aXapeH AUadeT, Wi TaKHBa, KOUTO
H3ITOI3BAT €IHOBPEMEHHO KanuH-ChXpaHABaIly NHyPeTHLH, Kaluesy Z00aBKH WM KaHB-ChABPAKAIY
COJIEBH 3aMECTUTEIH, WIH TAKHBA NTALIUEHTH, KONTO B3eMaT ApYrH AeKapCTBa CBbP3aHu ¢ IOBRIIABAHE HA
cepyMHuUs Kanui (HanpuMep Heparin). Ako eqHoBpeMeHHaTA YIIOTpeba Ha CIIOMEHATHTe No-rope
CpEIICTBA Ce CHHTA 3a MIONXOMAIA, HPENOpPhYBa CE PEAOBHO KOHTPOJIHpPaHe Ha CEPYMHUS KalHH,

CBPBXUYYBCTBUTEIIHOCT/ AHTMOHEBPOTHWYEH OTOK

Paaxo e HaBMIOAaBAaH AHTMOHEBPOTHYEH OTOK Ha JIMLETO, KpaiHUIiTe, YCTHUTE, €31Ka, TA0THCA M/HITH
NiapHHKCa NpH NauuenTH JekyBanu ¢ ACE-nHxuOHTOPH, BIITIOUUTETHO SHAJIATIPHI Majlear. Topa moxe
71a ce CIy4H TI0 BCAKO BpeMe Ha JIeYeHNeTo. B TakyBa Cllydau eHaJanpil ManearbT TpsOsa a ce CIIpe
He3a6aBHO, a NALIMEHTHT Aa ¢ HabMIOKaBa HelpeKhCHATO 0 ITLAHO M34Ye3BaHe Ha CHMIITOMHTE. JlopH B
CITy4auTe, KOraTo oToKbT 00XBala caMo e31Ka, 6e3 la iMa peciMpaTopeH AUCTPEC CHHAPOM, MOXKE Aa Ce
HaJIOKY 1O-NPOABIDKUTETHO HaOMIOACHNE Ha TTALHCHTHTE, ThH KaTo JIEYESHUCTO C aHTMXHCTaMHUHH H
KOPTHKOCTEPOM/Y MOYXe Ja He € JOCTaThuHO. MHOTO PAAKO € O¥II0 NOKNaBaHO 32 CMBPTHH CIIyJaH B
pe3yJITaT Ha aHFHOHEBPOTHYEH OTOK, 3acsaraiy 00/1acTra Ha JapuHKca HITH €31KA. [TanuenTy, Npy KOUTO €
OGXBAHAT €31KAa, TIOTHCA WIH JIAPUHKCHT € BB3MOXKHO J1a IOJIydaT O0CTPYKIA Ha AUXaTeRHKATE MBTHIIA,
0COBEHO OHE3M, KOMTO UMAT aHAMHE3A 32 OTIePaTHBHA HHTEPBEHIMA B 00aCTTa HA INXaTENHUTE NBTHINA.
AKO B OTOKA Ca BKIIOYSHH €3HKa, [TIOTHCA ¥ HapUHKCA ¥ HMa OIIaCHOCT OT OOCTPYKIMS Ha JAHXATERHATS
NBTUILA, TPAOB2 He3abaBHO Aa ce IPHIOKH aAEKBATHO JJeUeHUe, KaTo HallpUMEP IIOAKOKHO NPUIIOKCHHS
na agperanys 1:1000 (0,3-0,5 ml).

TlanueHTH ¢ aHAMEE3a 338 AHTHOHEBPOTHYCH OTOK, HECBBp3aHa ¢ npuioxenHeTo Ha ACE nuxubmrop, cac
OBHILEH PHUCK OT TaKkaBa peaxuus npu npuemase Ha ACE naxuburop (six 4.3 IIpoTrBoNOKa3zaHms).
YecTOTaTa HA AOKIABAHH CJIy4aH Ha aHTHOe/leMa cpeji YePHOKOXHTE NalMeHTH, TIPpHeManiy ACE
HHXUOUTOPH € MO-ToJisiMa, OTKOJIKOTO CPeli HEUSPHOKOKHTE.

IIpy nanueHTH ¢ wiy Ge3 aHaMHe3a 3a aNeprus Wil OpoHXHalHa acTMa, JISKYBaHU C THAa3UIH, MOTaT 1ia ce
fTOSBAT ABJICHYA Ha CBPBXUYBCTIBUTENHOCT, JIOKAaABAHM ca M CITyYau Ha o00CTpSHE Wil aKTHBHPAHE Ha
TYITYC epUTEMATONEC CIISH H3NON3BaHe Ha THA3UIARH NPOIXYKTH.

AHADPUIIAKTOUIHM PEAKITUH TP JTECEHCULWUJIN3ALTAA

[Tonskora nanyentH, JexyBahu ¢ ACE-HHxuburopH, 1ofyyaBar JKHBOTO3aCTPanlaBally
anaWIAKTOMIHH peakiliy IpK XeceHCHOmI3aliA ¢ OTPOBaTa Ha XuMmenonrepa. Tesu peaxitin ce
u3Garear upes cripane Ha ACE-nHxubuTopa nmpeay Besaka AeceHCHOHIH3ais.
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Pazxo, nanuenTy, nekysana ¢ ACE HHXubuTOpH, HONyyaBaT )KUBOTO3aCTpaLlaBaly aHAQHIAKTOMIHY
peaxuuu 110 Bpeme Ha LDL (Low Density Lipoproteins — numonporerHy ¢ HUCKA ILTETHOCT) adepesa ¢
nekcrpaH cyndar. Te3n peakiiun ce n30AreaT ypes3 BpeMeHHO npekbheBane Tepanuara ¢ ACE uuxuburopu
Ipeay Beska agepesa.

IMAHMEHTH HA XEMOIUAJI3A

CO-RENITEC ne e nokasaH 1ipu nalueHTH, HyKIaellld ce oT Xxemoguanusa (Bwk 4.2 JIo3upoBKa B HaUWH
Ha NpriIocxkenue). OMHCAaHH ca aHa(UIAKTONMIHY peaKiyy NIPH NalyeHTH, Auanusupanu ¢ high-flux
memOpanu (Hanpumep AN69) u egHoRpeMenHO nekyranu ¢ ACE uaxuourtop. Ilpy Te3su nanuesTy e
HEeOOXOAUMO Jia ce MU3NOJI3Ba APYr Kitac MeMOpaHa MM APYT KJIAC aHTHXHIIEPTEeH3UBEH [IPOOYKT.

HAUHUEHTH C ] ET

[1px manpenTy ¢ quaber, nexyBaHy ¢ IEPOPANHU aHTUAUAOESTHH Cpe/ICTRA WM HHCYIIMM, TPAOBa
HENPEKBCHATO Ja c€ OCHIIECTBABA INIMKeMUYEH KOHTPOI IIpe3 IEPBUA Mecel] oT JeuehneTo ¢ ACE
UHXUOHTOPD.

KAITUTATTA

Hpu usnonssane Ha ACE-naxuburop Moxke Aa ce nosgBH Kauumnga. T4 € HenpoyKTHBHA, IIEPCUCTHPalIa
Y B34e3Ba ciel crupaHe Ha tepanuara. Kammua ot nevenue ¢ ACE nuxuburopu Tpsadea na ce nMa
npeaByz, ipyu audepeHuMantaTa AUarHosa Ha Kaumuuara.

XUITEPKAJIMEMIA — Bk chinto 4.5 TekapCcTBEHH ¥ Apyru B3aumMoneiicteus, CEPYMEH KAJIVI
PuckoBuTe (pakropH 32 pa3BUTHETO Ha XHUIIEPKAHEMHS BKIIIOYBAT OBOpeuHa HeloCTaThYHOCT, ZHabeT U
CBUBTCTBaINA yrioTpeba Ha Kanuii-chxpaHgBalid JuypeTuly (HanpuaMep Spironolactone, Eplerenone,
Triamterene wnu Amiloride), zo6aBku CEABPIKALIM KATHMI MM 3aMECTUTEIIH Ha CONTA ChABPIKALA KamKi.

YiorpebaTa Ha q0OABKH CHABPKAIIK Kanui, KAUIKH-ChXpaHaBalll AMYPETHIM MK 3aMECTHTEIHN Ha CONITA
ChIABPIKALIM Kanui, 0coOEHO Npy NAIHEHTH ¢ HaMalleHa Op0peuna hyHKIHS, MOXe Ia JOBeJe JI0
3HAYMTEJIHO yBejJHYaBaHe HUBOTO Ha Kanuii B cepyMa. XUIepKaIueMyaTa MOXe Ja IpUUMHEA CEPHO3HH,
HOHsKOra (aTajiHu apUTMUM.

AKO € CTpOro HajloXHTefIHa ChITbTeTRala yrnorpeda Ha CO-RENITEC ¢, koe na e 0T rope-CrioMeHaTHTe
CpeZcTBa, TO Te TpAOBA Aa ce U3IOI3BAaT BHUMATEHO H IIPY PEJOBHO CNEISHE HA HUBATA Ha KAJIHH B

cepyma.
XHUPYPIUYHA UHTEPBEHIIN S/ AHECTE3UA

Ilpx manyenTy, NOAIOKEHH Ha IojsSMa XUPYPrHYHa HHTSPBEHIUA WM aHECTE3MA C IPOAYKT,
Npeau3BUKBALL XUIIOTOHH, eHaanpuiIsT Oi10Kupa obpazyBakeTo Ha aHTHOTeH3HH 1] HacTBIBALLO
BCIEACTBHUE Ha KOMIICHCATOPHOTO OTHENAHE Ha PeHUH. AKO Ce IIOABH XUIIOTOHUS H CE NPELEHH, Ue TH ce
ABJDKH Ha TO3H MEXaHH3BM, CECTOSHHMETO JIECHO MOXKE Ja Ce KOPUTHpa upe3 yBelnveHue Ha obeMa Ha

HUPKYAMpalaTa KpbB.

JTATUA

Kombunupasero Ha nutull ¢ Enalapril » suyperuuny cpecTsa o npHHLMI He ¢& NPenophbysa.

JIAKTO3A

CO-RENITEC cpappixa no-manko ot 200 mg nakrosa B eaHa Tabnerka.

BPEMEHHOCT ¥ KbPMEHE
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Enalapril ne Tps6Ba na ce npunara npe3 MbpBUTE TPH Mecena Ha OpemeHHocTTa. Enalapril e
NIPOTHBONOKA3aH 1pe3 BTOPOTO M TPeTOTO TpuMeceure Ha OpemeHHocTTa (BIoK 4.3 IIpoTuronokaszanus).
Koraro ce oTkpHe 6peMeHHOCT, iedeHHeTo ¢ enalapril TpabBa a ce npeKpaTH KOJKOTO e MOXKe ITo-0bp30
(MK 4.6 BpeMeHHOCT U KBPMeEHE).

IIpmnaranero #a enalapril no Bpeme Ha KbpMEHe He ¢ NpenophYBa.

TPUJIOKEHVWE B IIEMUATPHATA
EdexTuBHOCTTA 11 HE30NACHOCTTA HA NPOXYKTA NPH JeHa He € A0Ka3aHa.

ITPHRIIOXEHUWE B CTAPUECKA Bb3PACT
EdexTrBHOCTTa B TONEPAHTHOCTTA KbM €HANaNpHia H XUAPOXIOpOTHA3HA, NPUIAraiy eJHOBPEMEHHO B
KJIHHMYHHE NPOyuBaHus, 65xa CXOHHU NPH NO-BB3PACTHUTE M XIPH NO-MJAaNHTe XUIISPTORULH.

ETHWYECKHU PA3TIAYIVSI

KakTo 1 ocTananute HHXHOMTOPH Ha aHI'HOTEH3HH KOHBEpTHpamus ensuM, Enalapril e ro-cnabo
eHKaceH 3a MMOHMKABAHE HA KPHBHOTO HaATaHe TP YePHOKOKA NalUCHTH, B CpaBHEHHe C OCTaHAIUTe
NANMEHTH, Hal-BEpOATHO NOpaIy BUCOKATa YECTOTA Ha pasNiPOCTPaHeHNe Ha CCTOSHIA C HUCHK PEHHH
IpH YEPHOKOIKUTE MALHEHTH ¢ XHIISPTOHMS.

AHTH-DNONMWUHT TECT

ChABDKALMAT Ce B TO3U JieKapereeH npomykr Hydrochlorothiazide moxxe fa JioBefe 10 TIOIOKUTENIEH
pe3yiTaTt NpU aHTH-IONMHT TECT.

4.5 BsanmogelicTBHE ¢ APYTH JeKAPCTBEHH NPOAYKTH B APYrH (hopmu HA B3auMOoAeHCTBHE

IIPVIU AHTUXUITEPTEH3IWBHU ITPOJTYKTHY

ITpu W3MON3BAHETO Ha EHANATIPYN ManeaT ChbBMECTHO ¢ APYT aHTHXUIICPTEH3HBSH IPOAYKT MOXeE A2 ce
NOSBY aAUTUBEH eQEKT.

Kom6rnupareto Ha Enalapril maleate ¢ Oeta Onokepy, MeTHII-A0TIa WK KaI{UEBH aHTarOHHCTH €
r10Ka3aHo, 4e Noxo0pABa ePEeKTHBHOCTTA Ha HAMAIABAHE HA KPBBHOTO HAISFaHe.

[anrnuery 670KepH WIH aApeHepruyny 6okepH, komOuHMpany ¢ Enalapril, cnezisa na ce mpuiarat camo
Py BHUMATENHO HaOMOAaBaHe Ha NAlHeHTa.

CEPVYMEH KAV — Buwx ¢puio 4.4 Cnenpasniy HpeXylpekKAeHus ¥ TPEANa3sHi MEPKH IpH yrioTpeda,
XUTIEPKAJTUEMM A

Kasuii-ryGempst eekT Ha THA3HIHUTS Iy PETHIH OOMKHOBEHO C& OMEKOTSBA OT eheKra Ha
eHayanpuna. CepyMHUAT Kaluil oOHKHOBEHO OCTaBa B HOPManHH IPanilii.

Vznon3saHeTo Ha KainyueBy J00aBKH, KaTHH-ChXpaHgBailiy TPOAYKTH HAH KalteBy COJIH NIDH HALHECHTH C
HapyIena 6x0peuna QyHKIMA, MOXE Jia IOBeJe IO YYBCTBHTENHO YBETMYSHHE HA CPYMHYA KaNHH. Axo
e cTporo HanoxurenHa cbnbreTsana ynorpeba na CO-RENITEC ¢ koe a e 0T Te3u cpencTsa, TO Te
TpAGBA fa ce U3RON3BAT BHMMATENHO ¥ IIPH PeIOBHO ClefieHe Ha HHBATa Ha Kajluil B CEpyMa.

e

JJUTHUU

Ilo npuHLAn, AuTHil He TpAOBa fa ce MpHara 3aefHo ¢ auyperun unyu ACE-muxuburopu. Hocseasure
HamansBaT Ob6peuHns KIHUPBHC Ha JINTHS 1 IOBHILABAT pUCKA OT AUTHEBa HHTOKCHKaIws. 1Ipeau xa
M3MOJI3BATE JIUTHEBH HIPOAYKTH, IPOYETETE BHUMATETHO YITFTBAHETO KbM THX.
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HECTEPOMJIHHW [TPOTHBOBB3IMAJIWTEIHA CPEACTBA BKIIIOUYUTEJIHO CEJEKTUBHHI
[TUKJIOOKCUT'EHA3A-2 MTHXUEUTOPH

Hecrepoununre npotusopb3nanutentn cpeactsa (HCIIBC), BKAIOYUTENHO CENEKTHUBHUTE
IMKII0OKCHTeHa3a-2 MHxuouTopu (COX-2 uHXxubHUTOpH), MOraT Aa HaMansaT e(eKTa Ha JUYPETHUH U
APYTH aHTUXHIIEPTEH3UBHH JiekapcTBa. Ilopanu TOBa, antuxunepreH3upHIAT edekt Ha ACE-
naxubHUTOpUuTE MOXe Ha Ob1e namanes ot HCIIBC, pxmounrtenHo cenekTBHUTE COX-2 HHXUOUTOPH.

Ilpy nanyenTy ¢ Hapyluena 6p0peuna hbyHKIUA, KOUTO ca Ha JIeUeHHEe ¢ HECTEPOHIHH
IPOTHBOBB3NAIMTEIHN CPEICTBA, BXIIOUUTETHO CENEKTHRHN LIMKIOOKCHIeHA3a-2 HHXHOUTOPH,
e/IHOBPEMEHHOTO npunoxenue 1 Ha ACE MHXuOMTOpH MOKe a foBejie N0 JAONBJHHTENHO BAOIIABAHE Ha
OpOpeunaTa Qynxknua. Tesu peakiuu ca 06HKHOBEHO 0OpaTHMH.

IIpu CBBMECTHO PUIOKEHHE CIICTHUATE JIEKaPCTBA MOTAT J1a B3aNMOAEHCTBAT C THA3UIHUTE AHYPETHLIA:

CYMMNATHKOMHMETHIH
CAMNaTUKOMUMETUALIMTE MOTAT Ja HaMansaT aHTuxunepreHsnsHus edext Ha ACE uuxuburopure.

HEJNETIOJUTPU3SHPATITI MUOPEJIAKCAHTH
Twazumure Morar fa IIOBHILAT YYBCTBHTEIHOCTTA KbM TyOOKYypapHHa.

3JATO

HurputHy peaxupu (CHMITOMH BIJIIOYBAIIH 3a4epBABaHEe HA JIULIETO, FafeHe, MOBPBILAHE K HHCKO
KPBBHO HaJIATaHe) ca O pAaKo ZOKIaBaHM MpH NAUMEHTH HA JISUEHHE ¢ HEKEKIHOHHa dopMa
cpappixama 3aaro (Sodium aurothiomalate) u ceneTcrBama Tepanug ¢ ACE-HHXUGHTOPH BKIIOUHTEHO
1 Lisinopril.

Ankoxoit, 6apOuTypaTH UAK HAPKOTHIY — MOXKE 14 HACTENM [IOTEHIMpaHe HA OPTOCTOTHYHATA
XHITEPTOHHS.

AnTHuabeTHy nekapcTea — (TIepopainHy U MHCYJIHH) — MOYKe /A Ce HAJIOXKH KOpUrHpaHe Ha 103aTa Ha
aHTHAUA0STHITE NIeKaApCTBRA.

PesynraTuTe OT enMIEMUONOTHYHHUTE IIPOYYBAHUS IPEATIONATAT, e SAHOBPEMEHHOTO NPHIOKEHHE Ha
ACE-nuxuburopu u antHauabeTHN JEKapCTBCHH HPOAYKTH (MHCYJIHEH, IEPOPANHM XHUIIONTHKEMUIHHM
CpeXACTBa) MOXe 1a IPEAHU3BUKa YBeNMUeH edekT Ha HaMangBaHe HUBOTO Ha KPhBHATa 3aXap ¢ PHCK OT
xMrormikeMus. To3H deHOMEH MOoJKe IO-BEPOATHO A Ce [IPOSBU Ipe3 TEPRUTE CEAMMUIIM OT
KOMOHMHHPAHOTO JISYEHNE U IIPH MMaleHTH ¢ O0bOpeYHo yBpeskiaHe.

XonecTHpaMHH ¢ KOICCTUHOMOBH cMonu — Abcopbuusara Ha Hydrochlororthiazide e nHapyiena B
IPUCHLCTBHETO Ha aHHOHHH OOMEHHH cMOoMU. EMHHUYHYM JO3H OT XOJECTHPAMMH HITH KOJIECTHIIONOBH
cmond cebp3BaT Hydrochlororthiazide u namanasar aGcopOuuaTa My OT raCTPOHHTECTHHANHMA TPAKT.
IIpoueHTET Ha HaManieHHe Moke Ja nocTurie 85% u 43% croTBETHO.

Yaemxer QT narepsan (Haripumep Quinidine, Procainamide, Amiodarone, Sotalol)

ITopumuen puck or torsades de pointes.

JIUrBTaIMCOBY TYIMKO3HUIH
XHOKaTHEMHAITA MOXKE Ja CEHCHOMITM3MPA MITH 3aCHIIM PeaKLBaATa Ha ChPUETO MO OTHOIIEHHE

TOKCHYHHTE eeKTH Ha UruTanuc (HampuMep IOBHINCHA KaMepHa BE30YIHMOCT).

Kanuifypernunnre auypernun (HanpuMep Furosemide), Carbenoxoline mwid 3Jloynmpe:6a q JI&KC&’I‘HBH
Hydrochlorothiazide Moxe na ropuinm 3ary6arta Ha Kaauii W/WId MarHesui. fond
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HEECOEHH aMHAHH !H&HQ. aaApeHallH } — BE3MOXKEH HaMaleH OTTOBOD KbM IIPCCOPHH aMHHH, HO HC HO
CTCIICH Ja U3KJIFOYH H3NOA3BAHCTO HM.

LuroctaTtnim (vanprmep, Cyclophosphamide, Methotrexate)
TuasunuTe Morar aa Hamanat 6sbpeunara eKCKpels Ha LIMTOTOKCHYHY NTPOAYKTH U Aa YCUIIST TEXHUTE
MUEJIOCYTIPECUBHU ehEeKTH.

4.6 bpeMeHHOCT H KbpMEHe

[NPUNOXEHUWE ITPH bPEMEHHOCT

He ce npenoprusa usnonspanero Ha CO-RENITEC no Bpeme Ha 6pemennoct. CO-RENITEC Tpsbsa na
ce CTIpe BE3MOXKHO HaH-0Bp30 clles OTKPMBaHETO Ha OPEMEHHOCT, ¢ H3KIDIOYEHME HA CiiyYauTe, KOraTo
TOM € >XKUBOTOCHAaCABalll 3a MalKkaTa.

ACE-naxuburopure MOrat aa ApeIU3BHKAT YBPEKIAHHA HIM KOPH CMBPT Ha I0Ja U HOBOPOJEHOTO,
aKo Ce AaBaT II0 BpeMe Ha BTOpUS KA TPEeTHs TpHMecThp Ha OpemenHocTTa. M3non3sanero Ha ACE-
HUEXUOUTOP Npe3 TO3H NEPUOS OT OPeMEHHOCTTA Ce CBBP3Ba ¢ eTalHH U HEOHATAIHE YBpPe KIaHHS,
BKJTIOUBAILM XMIOTOHUA, OGLOpeYHa HeAOCTaATHYHOCT, XHIEPKAIREMUSA W/HUIH YepeHHa XUIIOILIasHs IpH
HOBOPOAEHOTO. MOJKe Zia ce MOsABH OANrOXKHAPAMHHOH BCIISACTBHE Ha HaMalleHaTa peHanHa QyHKIus Ha
noaa. Tosa ChCTOAHME MOKE JIa ROBEAE A0 KOHTPAKTYPH, KpaHHodanuanay geopMaltii H
XHUIOILIACTHYHO pa3BUTHe Ha OenuTte ApoboBe.

Tesu neOnaronpuaTHi 3a eMOpHoHa H deryca eeKTH, U3rnexia He ¢a pe3yJITaT 0T HHTPAYTePHHEOTO
pusuue Ha ACE-HHXMOUTOPUTE Npe3 IIEPBUS TPUMECTEP OT OpeMEHHOCTTA.

PyTHHHOTO U3IO/I3BaHe Ha JUypPeTHUY ApH HHa4e 3EpaBH OpeMeHHM, He ¢e NIPENopsYBa, THH KaTo HaJara
MaliKaTa ¥ TUI0AA Ha HeHY)KeH PUCK, BIUTIOYATETHO HeTanta ¥ HeOHaTaHa XKEITSHHA,
TpOMOONUTONEHHS, 4 BEPOSTHO U XPYrUTe HeONMAaronpuaTHy eeKTH, HOABABAINY CC NPU BE3PaCTHH.

Ako CO-RENITEC ce u3ronzsa 1o BpeMe Ha OpeMeHHOCT, NalyeHTKaTa TpAaOBa Jia € YBeIOMeHa 3a
NOTEHLHAIHYA PHCK 3a TuIoza. Ilpy peakuTe cilyday, KOraTo H3IoN3BaHeTO Ha MeIMKaMeHTa IO BpEMe Ha
6pEeMEHHOCT € JKU3HEHO HeoOX0ANMO, TpAOBa Ja ce NMpeANpHeMaT CEpHIHH eXorpadui 3a OlICHKa Ha
uHTpaaMHioHanHoTo cpabpxkumo, CO-RENITEC tpabra ga ce cripe, ako ¢e OTKpHE ONTHIOXHUAPAMHHOH,
OCBeH B CIy4ayTe, KOTaTo NPOYKTET € JXMBOTOCHACSBAIK 3a Malikara. [TalMeHTET u Jiekapat TpaOea A2
3HALT, 00aue, e OUTOXUAPAMHHOHBT MOKE /1a He Ce IOSBY AOKATO HE HACTRILIT HeoOpaTHMH (eTatHy

yBpeXK/IaHH4.

Hogoponenu, uuuro Maiiku ca 3umanu CO-RENITEC, tpsabpa xa Obpaar Habioasaty 3a nossara Ha
XHIIOTOHHS, OJIMI'YPHA H XHIIEpKanvueMus. Enananpu, KoHTo NpeMuHaBa IUaleHTaTa, Moxe fa Obje
IPeMaxHAT OT UMPKY/TAIMATA UPE3 NEPHTOHeaiHa AHaln3a, 4 TEOPeTHIHO M Ype3 0OMeHHa
xemoTpancdysusa. HiaMa ONHT ¢ OTAENSHETO Ha XUAPOXIIOPOTHA3HAA OT HEOHATAIHOTO KpEBOOOpamenue.

MPUIIOXEHUE TTPY KEPMEHE
EHa1anpyunsT ¥ THA3HANUTE C& eKCKPETHPAT C YOBEIIKOTO MIIIKO. AKO NPUEMAHETO Ha JIEKApPCTBOTO €
MHOTO HeOOXOANUMO, MaiikaTa Tp0Ba fa crpe KbpMEHETO.

4.7 Edexrn BbPXY CIOCOOHOCTTA 32 ModupaHe ¥ padoTa ¢ MAIIHHEA

M

ITpy modupane uiu paboTU ¢ MAIIHHK TPAOBA fa ce UMa IIpe]l BUH, Ye nonﬁm’fa‘ Mo;icé ,n;a‘“ce ITOSBH
samMaiisaHe W1 oda ornaauanoct. (Biok 4.8 Hexxenauu IexapcTBEHH pe g ?"«_
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4.8 Hexxenanu JiekapecTBeHN peaKmuH

Hexenanurte nekapcreenu peakuuu, cbo01masann mpu CO-RENITEC, Enalapril camoctogarenyo wiu
Hydrochlorothiazide camocToaTenHo win 1o BpeMe Ha KAMHMUHU U3MHTBAHMS A CHENl IpejUiarate Ha
11a3apa BKJIIOYBAT:

[MHoro uectn (>1/10); gectu (>1/100, <1/10); e yect (>1/1,000, <1/100); pemxu (>1/10,000,
<1/1,000); mHOrO peaxu (<1/10,000), BTIOYHTENHO H3ONMPAHY CHODINEHMS. ]

Hapyurenus Ha kpbBra 1 numdHaTa CHCTeMa:

HE YECTH: aHeMHS (BKIIOYUHTENHO anfiacTHYHa H XeMOJIHTHYHA)
PEAKH: HEYTPONIEHMA, HaMaJleH XEMOTIO0MH, HaMalleH XeMaTOKPUT, TPOMOOIUTONEHNUS, arpaHy JI0LNTO3a,
KOCTHO-MO3BYHO NOTHCKAHE, JIEBKOIICHKA, ITAaHUUTOICHHS, TBM(paZeHOIaTH, ABTOUMYHHH 3a00/19BaHNS

Hapyrienns Ha MerabonusmMa ¥ XpaHeHeTo: .

YecTH: XUOKanueMus, TIORUILIEH XOJIECTEPOJI, ITIOBUNIEHH TPUTITHLIEPHAN, XUNEPYPHKEMUS

HE YeCTH: XUIOMIHKemus (Biok 4.4 Crelpaiuy npeaynpeskacHs ¥ TpeaAna3sHi MEpKH Nipy ynoTpeba,
[HaumenTr ¢ quaber), XMITOMarue3HeMHs

PEAKH: NOBHINEHA KPBBHA 3aXap

MHOTO peJIKU: Xunepkanpemus (Bk 4.4 Crienuansy npeaynpeXaeHus ¥ Ipeana3Hid MepKH MpH
ynorpeba, MeTabOMIHTHE B eHAOKPHUHHHE edeKTH)

Hapyimenud Ha HEPBHA CUCTEMA :

YeCTHU: IMaBodonye, genpecks, CHHKOMN, HPOMEHEH BKYC

HE YeCTH: 00bpKBaHe, CHhHIMBOCT, Oe3CHHIE, HEPBHOCT, IAPECTE3HH, BEPTHIO
pelKy: HapyIIeH ChH, HeoOuJaliHY ChHEIR, Iapesa (Nopaau XUIOKATHEeMHUs)

Hapymenud Ha ouute:
MHOI'0 YECTH: 3aMBIIIEHO BHKIAHE

HapyimeHnud Ha yXoTo u 1abupunTa
HE YEeCTH: [IyM B YIIKTE

CobpreyHs ¥ ChIOBY HAPYIICHHS: .
MHOTI'O YECTH: 3aMaliBaHe

YECTH: XHIIOTOHHSA, OPTOCTATUYHA XUITOTOHHMS, CHHKOI, MH(APKT Ha MHOKap/ia WIA MO3bYHOCHAOB

HHLIMOSHT, Bb3MOXKHA BTOPUYHA O €KCLIECHBHa XUIIOTOHMS IIPH NAHEHTH ¢ BUCOK pUCK (BroK 4.4

CriertyalIHH TIpeynpexaeHdsa M Npeana3Hy Mepky pH ynotpeda), 60ka B I'bpINTE, PUTEMHN

HapyLUEHUs, CTEHOKApAHS, TAXUKAPAHS

HE YECTH: 3a4ePBABaHE Ha JIMUETO, NAIIUTALME, OPTOCTATHYHA XHIIOTOHU

peaxn: ¢peHoMeHd Ha Raynaud

PecnupaTopHEY, TPBAHKM U MEAUACTHHAIIEY HAPDYINCHMS
MHOI'Q YeCTH, KalllJIHIIa

YyecTH: 3a1yX
HC YECTH: HaszajHa Cekpeums, OOJIKM B I'bPIOTO ¥ Ape3ras rnac, OpoHxocnazbM/acTMa T

penku: OenoapoOHM HHOUITPATH, peCIpaTOpel AucTpec (BKITIOUUTENHO ITHEBMOHHT H 6enonp06£':' ST
OTOK), PMHHT, aJICPrudeH aNBeONT/e03UHO(HIIHA THEBMOHKS

CToMamHo-YpeBHU HApVHICHHS:
MHOT'O YEeCTH: TrajicHe
YEeCTH: XMapHs, KopemHa 60jka, NPOMEHEH BKYC
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HE YeCTH: OCTHP KOpeM, NaHKpeaTHT, HOBPBhINaHe, NUCTIEIICHS, 3alieK, AaHOPEeKCHsA, CTOMAUIHO IpasHeHe,
CyX0Ta B ycTara, IeNTHYHA A38a _

peAKH: CTOMATHT/a(TO3HU yiAnepanyuy (A3BH), [NIOCHT

MHOT'O PEAKH: HHTECTHHACH aHTHOCAEM

Xenaro-OunyapHy HapyIeHus:
pEeAKY: YepHOoApOOHA HENOCTATHYHOCT, YepHOAPOoOHa Hexposa (Moxe Aa Oblie (aTanua), XenatTuT — WiH

XENaTOLEITYHapEeH WK XONEeCTaTHYeH, SKBATEHALIA, XONeMCTUT (0c00eHO NPH NaLMEHTH C IPeX0KaAaIa
XO0NeNnTHa3a)

Hapyiuenus Ha koykaTa U [IOAKOKHATa THKAH:
yecTH: 00puB (exathema), NOBHIIEHA YYBCTBUTENHOCT/ AaHIHOHEBPOTHYEH OTOK: 2aHTHOHEBPOTHMEH OTOK

HA JIMUETO, KpalHUIHTe, YCTHUTE, e31Ka, FIOTHC H/HIH JIapuHKca ca OuH foxnaasanu (B 4.4
CrienpaliHy IpeXyNpesKieHNs U NPeANIasHI MEPKH IIpH ynorpeda).

He 4eCTH: puadopesa, cppbex, ypTHKaphs, anonelys

peaxu: MyaTudopMeHa epuTeMa, CHHAPOM Ha Stevens-Johnson, ekc(onuaTHBeH NEPMATUT, TOKCHYHA
enuepMalTHa HeKpoJiH3a, MypIypa, KOXKeH HYIyc epuTeMaTonec, nemduryc, epurpoaepma

Buo e NOKNafnBaHo 38 KOMIUIEKC OT CUMITTOMH, KOHNTO MOJKe J1a BKJIFOYBA HAKOH MJIK BCHYKY OT CHEAHUTE
[POSBM: BHCOKA TEMIIEPATYPa, CEPO3UT, BAKCYIIHT, MUANTHs/ MUO3UT, ATPAITHA/apTPHT, TIOIIOXKHTEICH
ANA, yckopeHa ytaiika, eosuHouius 1 AeBKouuTo3a. Moke fia ce 108U 00pHB, GOTOYYBCTBUTETHOCT
WJTH APYTH KOXKHU NPOSBY,

Hapyluerys Ha MyCKYITHO-CKeeTHATA CHCTeMa ¥ CHeJIMHUTENIHATA ThKaH,
He HeCTH: MYCKYIHU KpaMii

Hapywenys na 650peuuTe U AMKOUHNTE NETHII:
He yecTH: Op0peyHa guchyHKng, 650peyHa HeROCTaATHYHOCT, HPOTEHHYPHA
PENKH: OFUTYPHs, MHTECTHHANICH HeQPHUT

HapylueHus Ha BB3IPOU3BONUTEHATA CUCTEMa U ThpAaTa:
He YECTH: HMIIOTEHTHOCT
penKy: T’HHEKOMAaCTHA

Q61w HapynieHds ¥ eeKTH Ha MACTOTO HA NIPHIOKCHHE!
MHOI'0 YECTH: aCTEHHA

YECTH: yMOpa
He HeCTH: MyCKyJHH KPaMITH, 3a4epBABaHe Ha JTHUETO, 0010 Hepa3NoNoXeHHe, BUCOKa TEMICpaTypa

JIabopaTopHH:
4eCTH: XHUIIEpKATHEMHS, IIOBHLICH CEPYMEH KpeaTHHUH

He 4YeCTH: [IOBHIICHA KPBBHA ypes, XUTTOHATPHEMMS]
PENKH: [IOBHLIEHH CTORHOCTH Ha YCPHOAPOOHH €H3UMY, MOBUIISHH CTOHHOCTH HA CEPYyMHHS 6HITHpyOHH

4.9. l1penosznpane

Hswma cnenuduuna unpopManus 3a neuerne npu npeposupane Ha CO-RENITEC. Jlewenuero e
cUMITTOMaTHYHO | noaaepxkamo. Tepamsta ¢ CO-RENITEC tp:a6Ba Aa 6b4e cnpsHa, a NaUHeHTHT
Habnmionasad oTONH30. [IpenoppunTeIHNTE MEPKH BKIIOYRAT IPEIW3BHKBAHE HA [TOBPBINAHE U
KOPWUTHpaHe Ha AeXUApaTalyaTa, eNeKTPOINTHHS JUcOalaHC B XHIOTOHHATA 11
HpoileRypa.
Enalapril maleate

11
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Hati-1pkuTe CAMIITOMH, IIPEAN3BUKAHM OT NpeAO3KpaHe, ca H3pa3eHa XUIOTOHUS U CTYHOP, 3aII0YUBallH
OKOJI0 6 yaca ciep B3UMaHeTo Ha TabneTkuTe BCISACTRHE Ha ONOKUpaHe Ha peHHH-aHTMOTEeH3HHOBATA
cucteMa. CepyMHH HHBa Ha enHananpuia ot 100 o 200 meTH Hajx Te3H Npu CTaHZAPTHA HO3MPOBKA, Ce
HaOmonapat cien npunokeknuero Ha 300, pecnextrBro 440 mg eHananpu Maneart.

EnananpuneT Moxe fa Ob4e mpeMaxHaTr Ot KpbBooOpallleHHeTo upe3 XeMOIHaIu3a.

Ipenops4yBaHOTO jIeUeHMe Ha IIPEAO3MPAHETO € MHTPaBEHO3HA Uud Y31 HA M30TOHHYEH (BU3HONOTHYEH
pa3TBOp. AKO € HAJIMYHA, HHQY3Hs ¢ aurroTensuH 1 Moxxe na 60e ot mosnza. Enalaprilat Mosxe pa ce
npemaxHe oT HUpKyialuaTa dpe3 Xxemonuanusa (8mwk 4.1. CnenuanHy npexynpekKaeHus U mpeanassy
MEpPKY npu ynotpeda, ITanuenty Ha XeMOAKAIH34).

Hydrochlorothiazide

Hali-uecTo cpeImaHuTe CHMITOMH €a Te3H, HPEIM3BHKAHH OT eJIEKTPOIUTHHUTE HAPYIUEHUS
(xMIoKanueMHs, XHINOXJIOPeMHs, XUIIOHATPHEMHs) H ASXHAPAIUATa, BCISNCTBHE €KCIIECUBHATA AUype3a.
AX0 ca OMM UpUIarany ¥ JUTUTANMCORH TIPOAYKTH, XUIIOKATHEMUATA MOXKE 1a TIPOBOKHpa ChHPIEYHA
apuUTMuS.

5. PAPMAKOJOTHYHM CBOMCTBA

3.1 ®PapmaroaAHHAMHYHE CBoOiicTBA

®apmaKoTepaneBTHIHA Fpyna: UHXUOWTOPH HAa aHTMOTCH3UH-KOHBEPTUPALUMA €H3UM B KOMOMHAIMI C

JUYPETHK.
ATC xom: CO9BA 2

CO-RENITEC npurexasa aHTUXMIIEPTEH3UBHO M JUYpeTHYHO JieficTere. Enalapril maleate u
hydrochlorothiazide ca 6un r3mon3BaHl MOCTAEIHO U B KOMOHHALIMA 34 JISUSHHE HA XHITEPTOHHAL
AHTHXUNEPTEH3UBHUAT e(ieKT Ha Te3H JIBS BEINEeCTRA € aMUTHBEH H YCTOMYMB 3a IEPHOL OT MUHUMYM 24
yaca. Enalapril maleate crcraBkara va CO-RENITEC e nokaszana cMekyapaiiio AeUCTBHE BBPXY
Kanuepara 3aryda, cepp3ana ¢ Hydrochlorothiazide. Enalapril maleate i Hydrochlorothiazide umar
cXoauu cxeMHt Ha aosupane. Ilopanu toBa, CO-RENITEC ocurypsasa ynoGua ¢popma 3a KoMOMHHPAHO
npunoxenne Ha Enalapril maleate u Hydrochlorothiazide.

MEXAHU3BM HA NEVICTBUE

ENATLAPRIL MATEATE

Enalapril maleate e maneatna con Ha Enalapril, aepuBart Ha nse amMusoOKdcenuny, L-ananun u L-nponuy.
AHryHoTeH31UH KOHBEepTUpauaAT eH3uM (Angiotensin converting enzyme - ACE) e nenruamn
THIeNTHIA3a, KOATO KaTau3upa KOHBEpCHUsSTa Ha aHTHOTeH3uH 1 10 MpecopHaTa CyOCcTaHIksa
anrnotensut Il. Crnex abecopbuusara, Enalapril ce xuapomusupa ro Enalaprilat, koiito uaxutupa
AHTHOTeH3UH-KOHBepTUpamus eH3uM (ACE). Muaxubnnusara ua ACE Bogu 1o HaMangeaHe Ha IasMeHus
aHrmoTensuH 1, koeTo Roau o yBeNnuvaBaHe Ha IA3MEHATa PEHUHOBA AKTHBHOCT (B Pe3yiTaT Ha
IIpeMaxBaHe Ha HeraTHBHaTa oOpatHa Bpb3Ka Ha PEHHHOBO OCBOOOXKHARAHE), 1 HAMAIIBAKE Ha
anAoCTEpOHOBATA CEKPEIIH.

ACE e npentuueH Ha kuHasa II. Taka, Enalapril maleate Moxxe cp11o fa Grokupa pazrpaxaaseTo Ha
OpaguKyHUH, MOLIEH BazoienpecopeH renruy. O6ave, pongra Ha To3U edexT Ha Enalapril maleate B
TEPaNEeBTHYHO OTHOLIEHHE OCTaBa A C& H3ACHH.

Brripexu ue ce cunTa, ye MeXaHH3MET, upe3 ko¥ito Enalapril maleate monmwxana Kp’bnanre“lwaﬂe, e
ITEPBUYHO MOTHUCKAHE HA PEHUH-AHTHOTEH3UH-AIIOCTEPOHOBATA CHCTEMA, KOSITO ‘prdg-i*ﬂ%ﬁ"%@qgm B

peryanuaTa Ha KpEBHOTO Hansrae, Enalapril maleate mma antixuneprensupen ¢beKT, AopHIipy
MALKUEHTH C HUCKO-PEHHHOBA XHUIIEPTOHHU. i 5 S
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ENALAPRYL MALEATE — HYDROCHLOROTHIAZIDE

Hydrochlorothiazide e guypeTHK ¥ aHTUXUNEPTEH3UBEH MEAMKAMEHT, KOWTO yBe4iana MIa3sMeHara
pEHUHOBA aKTUBHOCT. Brnpexu ye Enalapril caMocToaTeNHO Ma aHTHXUNIEPTEH3NBHO ASHCTBUE NIPH
NALMEHTH C HHCKO - PEHHHOBA XHIIEPTOHMU, eGHOBpeMeHHOTO npunoxenre Ha Hydrochlorothiazide
fIpH TE3W MALKWEHTH BOAH JI0 NO-TONAMO HaMalIeHHe Ha KPBPBHOTO HaJlAraHe.

OAPMAKOIVNHAMMWYHNY EQEKTH

ENALAPRIL MALEATE

[IpuieMa Ha Enalapril maleate npu nauueHTH ¢ XMIEPTOHUA BOJK 0 HaMaliBaHe Ha KPBBHOTO
HanAraHe, KakTo B IETHANI0, TaKa U B CEHAaN0 MOIOXKEeHHE D63 3HAYNTETHO YBeiHIaBaHe Ha
ChpAeyHaTa YeCTOTA.

CuMnToMaTHYHATa OPTOCTATHYHA XHTIOTOHHA € paaKa. [IpH HAKOH MaluueHTH ONTHMAaNHOTO
MOHIKABAHE Ha KPbBHOTO HaflaraHe Moxe Ja H3MCKBa NMPOLABIKUTEIHOCT Ha TEPATATa HIKOJIKO
ceaMuLy. BHesanHoTo cnivpane Ha Enalapril maleate ne 61 Tpabsaiio Aa ce CBBP3Ba ¢ PA3KO
yBeJMUaBaHe Ha KPBEBHOTO HAJIATAHE.

Edbextusro uHxnbupane Ha ACE akTuBHOCTTa OOMKHOBEHO HACTBIBA Ha 2-Us KO 415 Yac ciex
opaneH npHeM Ha equHuuna nos3a Enalapril. HawanoTo Ha aHTHXYMNEPTEH3NBHATE aKTUBHOCT €
HaOmoxaBaHo OGHKHOBEHO Ha MIBPBHA Yac, ¢ MMKOBO HAMAJIABAHE HA KPBBHOTO HANATAHE, [IOCTUIHATO
Ha 2-us 10 6-ug uac cren npuema. JIpofbIDKUTETHOCTTa Ha eheKTa & 3aBUCHMa OT fosara. Obaue,

fIpX TPETIOPLYBAHA J103a, AHTHXMIIEPTCH3UBHUAT ¥ XeMOJWHAMUYESH (KT ¢ MOAXBPIKAT HaH-MaTIKO

24 uaca.

B xeMOAMHAMHAYHY NIPOYYBAHUA Ha MAMEHTH C ECCHIMAIIHA XUIICPTOHHS, HAMAJIABAHETO Ha

KPBBHOTO Hanaraue Geie npuapy»KEHO OT HaMaNABaHe Ha Neph(epHaTa apTepHasiia pe3uCTeHTHOCT
C YBEAMUABAHE Ha ChPACUHUS YHapeH 06eM 1 MajiKa WiV JIUNCBAIlA NPOMAHA B ChpACUHATA HECTOTA.
Benencteue npuema Ha Enalapril maleate, umaie ypenuyapase Ha ObOpeyHHs KPBbBEH TOK; HUBOTO Ha
rnomepynHata GuaTpauus 6eie HermpomereHo. Obave, Npy NAUUSHTH ¢ HUCKO HHBO HA
rroMepyAHaTa GuATpaLys OPEak JISUeHNETo, ToBa HUBO OOMKHOBEHO CE YBEIHYaBauie.

Jleuenuero ¢ Enalapril e cebp3aHo ¢ 61aronpraTeH e(eKT BbPXY PpakiunTe Ha Ia3MEHUTE JATIO-
POTEHHH 1 GNAronpUATEH KWiK JUncBall e(eKT BbpXy HUBATA Ha OOLIUs XOJIECTEPOl.

ENALAPRIL MALEATE — HYDROCHLOROTHIAZIDE

B K/IMHUYHUTE TPOYYBaHKs, MOHIKABAHETO HA KPBBHOTO HasIAraxe, HabaoaapaHo py
koMOuHauuaTa ot enalapril maleate u hydrochlorothiazide e 6uno ro-rosamMo OT MOHIDKABAHETO,
HaBIFOAABAHO TIPH BCEKH OT OTAENTHUTE KOMIOHEHTHU AaBaH N00TASIHO. OCBEH TOBa,
auTHXunepreHsusHuT edext Ha CO-RENITEC e 6un ycroituns Hal-Manko 3a 24 Haca,

5.2 ®apMaKOKNHETHYHI CBOHCTBA

ENALAPRIL MALEATE

Opanuusit Enalapril ce aGcop6ripa 6p30, ¢ MMKOBH CepYMHH KOHLEHTpauu# Ha enalapril,
HACTBIIBALIM B paMKHTe Ha IbPBHA uac, Ha 6a3ara Ha OTKpPHBAHETO B yPUHATA, CTENIEHTA HA
abcopbums Ha enalapril ot Tabnetkure e npubausutesHo 60%.

Crnex abcopbumsra, opanuust Enalapril 65p30 4 B rojiimMa cTenen ce xuziponusupa o Enalaprilat,
MORIGH MHXMOUTOP Ha aHMMOTEeH3HH KOHBEpTUpamHs eH3uM, IIono0H NHKOBY CEPYMHH
kOHUeHTpaury Ha Enalaprilat HacTbrisaT 0komo 4-ms vac crie/l opanHara o3a oT TaOIeTKHTE
Enalapril., Otxensnero Ha Enalaprilat e mepsruHo mpes 66penure. BpeMeTo Ha) cf""'_ };ch:T”i?
oTHeNsHE 3a KymyJjauusrta Ha Enalaprilat, cieasama MHOrOKpareH OpaJicH Hp aEnﬁ
yaca. ABcopOuusTa Ha opaitids Enalapril maleate ne ce Biuse ot HanHaUeT
FaCTPOYMHTECTHHANMHHUS TPaKT.,

‘h" e e
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HYDROCHILOROTHIAZIDE

Koraro rnnasmenure HuBa ca OHIIK mpociensBany 3a Hai-Manko 24 Yaca, Ia3MeHusT NOTY>KUBOT € Oul
HaOmoxaBaH 1a Bapupa Mexny 5,6 1 14,8 vaca. Hydrochlorothiazide He ce Merabomuzupa, a ce
enuMEHKpa 66p3o ot OxOpenuTe. Hali-manko 61% ot nepopainsara Ao3a ce eAMHHUPA HENIPOMEHEeHa 32
24 yaca. Hydrochlorothiazide npemynaBa nnanenrara, HO He ¥ KpEBHO — MO3b4UHaTa Oapuepa.

ENALAPRYI, MALEATE — HYDROCHI OROTHIAZIDE

BuoexsupasieHTHOCTTa Ha Enalapril maleate 1 Hydrochlorothiazide ce nosmsisa Manko Wik BHKaK OT
EXHOBPEMEHHO MHOTOKpaTHO npuioxeHune. KomOuHupanara Tabnerka ¢ OHOSKBHBAJEHTHA Ha
&IHOBPEMEHHOTO NPHIOKEHHE KaTO OTASIHK ekapcTa. B 1o6aBka, aHTUXHIIEPTEH3UBHUAT €DeKT Ha
CO-RENITEC ce nogaspxa B IPOAB/DKEHHUE HA Hak-Maiko 24 yaca.,

5.3. IlpeaxaMHEYHA JAHHE 32 0€300ACHOCT

ENALAPRIL MALEATE

ToxcuuHocTTa Ha Enalapril € u3cnenBana npy MULIKY, IUIEXOBE, Ky4YeTa M MaliMyHH. Topa BEIIeCTBO uMa
HHCKa ocTpa TokenuuocT. Opangara LD50 npu Mutiku » roreXxose e npubnusurento 2000 mg/kg.
[onuepTaHo NOTEHIMpaHe Ba TOKCHYHOCTTa € Habionasaua npy wisxose, npuemany 90 mg/kg
Enalapril AHeBHO M KOMTO ca INOAJIOXKEHH Ha AueTa 0e3 HocTaThueH IIpHeM Ha BaTpui.

Hama noxazaTesicTBa 3a TepaTOreHeH eeKT NPy IUIBX0BE U 3aiiiH, KakTo ¥ 3a HeOIaroNpuiaTHH €PEeKTH
BBHPXY PEIPOIYKTHBHATA CIIOCOOHOCT HA MBIKKH U JKEHCKHU IUTLXO0BE. .

Exananpui 4 eHaianpHiIaT, Kakro K eHalanpHl B KOMOHHAIMS ¢ XMAPOXIOPOTHA3U] HE Ca NIPOSBHAN
MyTareHeH egeKT.

Hsma noxasaTesicTBa 3a Kanneporenen eyexr.

HYDROCHLOROTHIAZIDE

Hzcnegpanmara Ha OCTpaTa U XpOHHYHA TOKCHYHOCT IHOKa3BaT, Y& XUAPOXAOPOTHA3H/ € CPABHUTERHO
HHCKO TOKCHYEH.

XunpoxnopoTHaszyll He II0Ka3a eeKTH BEPXY (PepTIIHOCTTA, HE € FeHOTOKCHYEH H HE HPHUTEXapa
KaHIEPOTeHEeH NOTENIHAT.

6. DAPMAIIEBRTAYHY JAHHNI

6.1. Cuncrk HAa NOMOMIHHTE BEIeCcTBA

Harpues 6urxapbonar
JlaxTo3a,’

Humecre, npexxenaTHHR3HPAHO
JBIT 3KeNe3eH OKCHI
YIpeuncrena roga

Marxesnes creapar

6.2, HechBMeCTHMOCTH
He e npunoxumo.

6.3. Cpok Ha ropuocr
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36 Mmecena
6.4. Conenuajinu ycJIOBHA HA CbXpaHeHHE
Crxpauspalite npu temneparypa nog 30°C.
6.5. JlanHHA 32 ONIAKOBKATA
ITopBUtiHA OITAKOBKA - Alu 6muactep
BropuuHa onakoBKa - KaproHena xyTua
[Ipeanarar ce OmakoBKH, KOUTO ChbObpiKar 14 u 28 tabneTku.
6.6. Crienpajnn npexnasHH MEpKH NPy H3XBLPJIAHE H paboTa
Ilpuema ce npe3 ycrara.
7. OPUTEXATEJ HA PASPEHIEHHETO 3A YilIOTPEBA
Mepk Illapn u Joym beiarapus EOOJ
Byn. "H. Bannapos” Ne 53
EKCIIO 2000, er. 1, u3TOuHO Kpuio, cektopd bl u b2,
Codus, benrapus

8. HOMEP(A) HA PASPEHIEHWETO 3A YIIOTPEBA

0600268

CRN-EE/BG-20080643

9. IATA HA IITHPBO PASPENIABAHE/TIONHOBSABAHE HA PASPENIEHHUETO 3A

YIIOTPEDBA
TaTa Ha mepBo paspewenue: 01/11/1996

Tata na nocneano noguosasane: 09/01/2003

10. IATA HA AKTYAJM3UPAHE HA TEKCTA
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