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1. MME HA JEKAPCTBERMS IPORYKT { 13bLAHUTEAHA ATEHLINA 10 IEKAPCTBATA
Enepnan 10 mg/10 mg punmupanu tabnerkn Kpamka xapaxmepucmuika Ha npagy«ma - flpuraxenie |
Elernap 10 mg/10 mg film-coated tablets

- 23407, 13 -10- 1003

FTEITRIR IR I )] ll sARaRRRd IS IRARN

2. KAYECTBEH H KOJHYECTBEH CHCRARPoweHe N -

Beska drumvepaHa TabneTka ChABpka 10 mg eHATanpAAob-merews
eHatanpin) # 10 mg NepkaHuAHITHHOB XHAPOXIOPH, (exnnnanemen Ha 9 4-4 mg nepxaﬂllm{lmﬂ)

[ToMOIMHO BEMIECTBO C H3BECTEH edhekT
Enna ¢punmupana tabnerka csabpxa 317 mg akT0o3a MOHOXHAPAT.

3a ITHJIHASN CITHCBK HA MOMOITHXTE BEIECTBA, BIKTE Touka 6.1.

3. ®OAPMAIEBTHYHA ®OPMA
dunmupana Tabnerka.

DOunMHpanrTe TabneTkH ca 6eH, KphIH, JIEKO ABCHHO H3TBKHANH Che cKoCceHH ppioBe, TabmeTKE ¢
auaMersp 10 mm.,

4, KJAHHUYHH JAHHH
4.1. TepaneBTHYHH NOKAIAHHA

Jleuenne Ha eCEHUMANTHA XHMEPTOHHA [IPH NALMEHTH, YAETO KPBBHO HANATAHE ¢ HEAOCTATHIHO
KOHTPOJIMPAHO CaMo ¢ JepKaHnaunuH 10 mg.

dukcupanara komOGuHauua Exepran 10 mg/10 mg He Tpa6Ba na ce ynotpeOABa 3a HaYaIHO NCYCHHE
HA XMIIEPTOHHA.

4.2 Jlo3npoBKa H HAYHH HA MPH/IOKEHHE
O3MPOBKA

[latmeHTHTe, YHETO KPHBHO HANATAHE € HEAOCTATHYHO KOHTPOIMPAHO CAMO C IEPKAHHWAHNKH 10 mg
O¥xa MOIJIH Jia IPEMHHAT Ha JepKaHuaunuH 20 mg KkaTo MOHOTCPANHA HIIH Aa NPEMHHAT Ha
dukcupata kom6uHaumsa Enepran 10 mg/10 mg.

Moxe Aa ce Ipenopb4a HHAHBUAYATHO A030BO KOPHIUpaHe ¢ KOMIIOHEHTHTE. AKO € KITHHHIHO

CBOOPA3HO, MOXKE Ja & HANPaBH AHPEKTHO MPEMHHABAHE 0T MOHOTSPAITHA KbM ¢puxcHpaHa
KOMOMHALHA.

TpenopbyBanaTa 1032 € eHa TabieTKa eMH BT JHEBHO Hali-Ma/IKO 15 MHHYTH NpeAH XpaHa.

Tlayuenmu ¢ cmapuecka ev3pacm
Hosara TpadBa fa ce onpeaei o1 6uopeunara dyHkiuA Ha nauHenTa (Bx. "Yoorpeba npu Gﬁﬁpetmo

yBpexzaate"). P

Ieduampuuna nonynayus
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bezonmacHocTTa M euKracHocTTa Ha Enepsan npy geua noa 18-roauniHa Be3pacT BCe OllNe HE €
YCTaHOBEHA.
HsaMa HanuYHY NaHHH.

Ynompeba npu 6v0peuno yspexcoare

EnepHan € npoTHBOTNIOKA3aH MpPH NalHeHTH ¢ TexKa On0pedHa guchyHKIMA (KpeaTHHUHOB KJIHPBHC
<30 ml/min) WAK MpH MALMEHTH, NPOBEXK AN XeMoaHann3a (BK. Touka 4.3 1 4.4). Heobxoaumo ¢

MOBHILCHO BHUMAHHE [IPH 3alI04BaHE Ha JleuyeHHe NPH NalHeHTH ¢ JieKka 10 yMepeHa Op0peuHa
IUCPYHKLHA.

Ynompeba npu ueprodpobuo yepexcoane
EnepHan e npoTHBOMOKA3aH NpH TeXKa YepHoapobHa quchynkuut. Heobxonanmo € MOBHIMEHO
BHHMAHHE [TPH 3aTOYBAHE HA JICUEHHE IPH MALMEHTH ¢ JieKa 0 yMepeHa YepHoApoGHa auchyHKITHA.

HavuH Ha NPHI0KCHHE

Jleuennero 1Tpsabpa Na ce mpunara, 3a NpeAnodYMTaHe, CYTpHH. ToBa nekapcTBo He Tpabea ga ce
IpWIAra cu¢ ¢oK oT rpefindpyT (B%. Touka 4.3 1 4.5).

43 IIpoTuBONOKAIAHHA

Enepnan ue Tpa0pa na ce npHeMa mpH:
. CBpPbXYYBCTBHTENHOCT KbM aKTHBHOTO BEILECTBO (CHANAIPH #NH JICPKAHUAMITHE), KbM BCEKH
ACE-HHXHOHTOP WIH AUXHAPOITHPHANHOB O/I0Kep HA KATLIHEBHTE KAHAH HNMH KBM BCAKO
ApYyro MOMOIIHO BELIECTBO Ha TOBA JIEKAPCTBO, H30pOeHH B TO4Ka 6.1
Btopu i TpeT: TpUMECTHp Ha GpemMeHHoCT (BXk. ToukH 4.4 U 4.6)
OO6CTpYKLHA HA H3X0A2 HA NIABATA KaMepa, BTHOYHTEIHO A0PTHA CTCHO3a
Henekysaha 3acroiina chpaeyHa HEAOCTAaTEYHOCT
Hecrabuina aHruHa nexropuc
B pamxuTe Ha eHH MeceL CneJ MHOKapACH HHPApKT
Texxo 666peuno yBpexnaHe (KpeaTHHHHOB KIHPBHC < 30 ml/min), BKAIOYHTENHO NALHCHTH
MPOBEXKIALIN XeMOAHATA3A
Texxo uepHOAPOGHO YBPOEIAHE
EJXHOBPEMEHHO NPUIATAHE C:
o ciwiHn CYP3 A4 uuxuburopu (Bx. To4ka 4.5)
J IMKIOCTIOPHH (BXK. TOUKA 4.5)
. coK oT rpefmdpyT (Bk. TOUKa 4.5)
* AHaMHe3a 33 aHrHoeReM, IPHYMHEH OT npeaniHa Tepanmid ¢ ACE-naxuburop
* Hacneacteer Win HAHONATHYCH AHTHOCIEM

4.4 Cneunainn npeAynpexaeHus H NPeANA3HA MePKH NpH ynorpeba

CUMOTOMATHYHA XHITOTOHHNS

Hanara ce 0co0eHO BHAMATENHO MOHHTOPHPAHE CIE SHaTanpun npu:
*  TEXKKa XHIOTOHHA ChC CHCTOJHO KPHBHO HansraHe noa 90 mmHg
*  AEKOMIIEHCHpaHAa ChpAeUHa HEAOCTATEYHOCT

CumnroMariHiHa XUNOTOHHA ce Habniogasa pAAKo PU XUNEPTOHNLM Oe3 ycnoxHeHnd. [1o-BepoATHO
€ CHMITTOMATHYHA XHITOTOHHA Ja HACTBHITH NPH XHIIEPTOHHLIH, TPHEMAITH eHATANpPWI, 8KO MAIHEHTHT
€ ¢ HaManeH o6emM Ha TEYHOCTH, HanNp. OT AHYPETHIHA Tepanusd, JHSTHIHO OFpaHHYCHHE Ha COJITa,
AHATN3a, JHAPHA KM NOBPbIIaHe (BXK. To4Ka 4.5). CHMITTOMATHYHA XMIIOTOHHA Ce HaOMoNgea Npy -
MaLMEeHTH CbC ChPAEYHA HEJOCTaThYHOCT, ¢ WK Ge3 acounnpana GpOpeiHa HeaoCTaTEIHOL] ﬂwm 2
MOKE HAl-BEPOSTHO Ja HACTHIIH MPRK MAIMEHTH € TIO-TEXKKH CTEIICHH HA CHPIACIHA HELOCTH;

KOETO C¢ M3pasaBa dpes ynotpebara Ha BUCOKH J03M OpUMKOBH JHYPETHIH, XHIOHATOHEMMA
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¢yHkuHOBWTHO OBOpeyno yBpexkaane. [Ipu Te3u nalpeHTy TepanuaTa TpAOBA Aa 3aMOYHE 0L
MEIMUMHCKO HaOMoaeHHe W HalHeHTHTe TpA6Ba Aa 6bAaT BHUMATEIHO MOHHTOPHPAHH, BCEKH NBT
KOFATO JI03aTa HA CHANANDHI H/IWIH Ha AUypeTHKA Obxe npomeHeHa. [Tonobun crobpaxenns Morar
Aa Ce MPHJIOKAT NPH NALUHEHTH C HCXEMHYHA ChPASYHA WK Liepe0poBacKkynapHa 6onecT, Pl KOATO
NPeKOMEPHOTO MOHIMKEHHE HA KPHBHOTO HANATRHE MOXe Aa JoBEeAE 10 HHPApKT Ha MAOKApAa HIH

LiepeOpOBACKYIAPEH HHLKACHT.

AKO HacThITM XUIIOTOHKA, MALMEHTHT TpaGBa Aa ¢e NOCTABH M0 IPBHO U ako ¢ HeoOXxomuMo, TpabBa Aa
NOAYy4YH HMHTPABEHO3HO BJIMBaHe Ha (puanonmorwyeH paszrsop. [IpexoneH XHNOTOHHYEH OTIOBOP HE €
IPOTHBOMOKA3AHHE 34 MOCTEIBAINM JO3H, KOHTO MOraT o0HKHOBEHO Ja ce Mpriokar Oes mpobnem,
CJIEN KATO KPBHBHOTO HAATAHE CE& MOBHUILK CNEN YBeNHUaBaHe Ha obeMa.

[Ip#t HAKOM MAUMEHTH CBC CHPACYHA HENOCTATHUHOCT, KOHTO MMAT HOPMATHO WIH HUCKO KPBBHO
HAMATAHE, MOXKE [@ HacTBIH AOMKIHHTEIHO MOHWAKABaHe Ha CHCTEMHOTO KPBBHOQ HairaHe crex
enananpwi. To3u ehexT ce 09aKBa U OGHKHOBEHO He € NMpUYWHA 33 NPEKbCBAHE HA JIEYCHHETO. AKO
XHNOTOHHUATA CTaHE CHMIITOMATHYHA, MOJKE Ja ¢ HalOKH HaManABaHe Ha J03aTa H/WIA NPEKbCBaHE
Ha AWYPETHKA H/NNH eHaNanpun.

AODTHA WY MH Ha KIaHa CTeHo3a / XHn HHHA K HOMHOIIATHSA

Kakrto npu Bcyuku Bazsoaunararopu, ACE-unxubnropute Tpadsa na c¢ npunarat ¢ NoBUIICHO

BHHMAaHHE MPH NaLHEHTH C JIeBOKAaMePHAa KJianHa obcTpykuua B oOCTpyKIMA Ha H3XOAHHA TPaKT H Aa
ce H30ATBa B CIIy4aH HA KaPAHOTeHEH LIOK H XeMOIHHAMHYIHO 3HAUMMa OOCTPYKIHA.

CunnpoM Ha 6oaHHA CHHYCOB Bb3eN

[Tpenopruba ce MOBHIICHO BHHMAHHUE MPH yiioTpedara Ha NepKaHHAMIHH MPH NALHEHTH CbC CHHAPOM
Ha Go/mHEA CHHYCOB BB3en (0e3 nelicMelixsp).

JleBokaMepHa nuchYKUHA U HCXeMHUUHA OONECT Ha ChPLETO

Benpexy, ue KOHTPOIHPAHUTE XEMOIHHAMUMYHH NPOYYBaHHA HE OTKPHBAT YBPEKIAHE Ha
BEHTPHKYAHATA PYHKIUHA, HeoOXOOHMO € MOBHIIEHO BHUMAaHHE NIPH NeucHHe ¢ BokepH Ha
KaNUHEeBHTE KaHAIH IPH NALHEHTH ¢ JeBokaMepHa Ancdyskuug. CuMra ce, Y€ MallHeHTHTE ¢
HCXeMHAYHa OONecT Ha ChpPILICTO NOKAa3BaT NOBHILICH KAPAHOBACKYIapeH PHCK ITPH JICUCHHE ¢ HAKOH
AMXMAPONMMPHIHHH ¢ KpaTkoTpaiiHo nefictsne. BulpekH, 1e NepKaHHAKNKH € ALIroTpaiHo
ACHCTBAL, HATAra CE€ MOBHILICHO BHHMAaHHE MPH TE3H MallHCHTH.

B penku cinyyad, HAKOH JUXHAPONUPHIAHHN MOFAT Aa MPUYNHAT NPEKOPAHATHA OOJIKA HITH AHTHHA
NEKToOpHc. MHOre pAIKO, NALMEHTH ¢ MPeABAPUTENHO CHILECTBYBAILA AHrHHA IEKTOPHC, MOTaT Aa
H3MUTBAT NOBALIEHA YECTOTA, MPOABLIKHTENHOCT ¥ TXeCT Ha Kpu3uTe. Morar 1a ce Habmoaaear

H30NIHPaHH CTydad Ha MHoKapaeH uHdapKT (Bx. Touka 4.8).

YnorpebHa npu 666pevHo yepexaane

B cnyuaii na 656peuno yspexnane (xpeaTHHHHOB KIHpbHC <80 ml/min) mepBoHadYaNHaTa 1032 HA
eHaANnpw1 TpEGpa Ja ce KOPHIHPa B 3aBUCHMOCT OT KPEaTHHHHOBHA KJIHPBHC HA NIALIACHTA (BXK.
TouKa 4.2) M CJIe]] TOBA B 3ABHCHMOCT OT OTTOBOpA Ha MaLKeHTa KbM JIe4YeHHeTo, PyTHHHOTO
IPOCACAABAHE HA KAt ¥ KPEeaTHHHHA €A 9acT OT HOPMANHaTa MEAHLIHHCKA NMPAKTHKA TIPH TE3H
NaLHEHTH.

HFMa chobmeHns 3a 6s0peuna HeIoCTaTHUHOCT, CBBp3aHa ¢ yrnorpefara Ha eHaNaNnpil, 0COOSHO NpH
[MALHEHTH ¢ TEKKA ChPAEYHA HEAOCTaTHYHOCT WIH noaaexamo 6s6pedno 3abonsBane, BKIOTHTERHO
creHoza Ha ObOpeuna aprepusa. brbOpeyHara HeAOCTATBYHOCT IIPH JICUCHHE C eugﬁa"r’mmw

o01KHOBEHO 0bpaTHMa, aK0 € IHArHOCTHIHPAHA HA BPEME H CBOTBETHO JIEKYBaHa. QS@P“ <
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[Ipy HAKOHM XMOEPTOHULM ¢ MPCABAPHTENHO ¢hlIecTBYBamo OpOpeano 3abonapane, KOMOHHALHATA Ha
CHANAIPUN ¢ JUYPETHK MOXKEe Ja foBede A0 MOBHINABAHE HA KPHBHATA ypesa U kpeaTHHUH. Moxe na ce
HAJI0’KM HAMaNABaHE HA [03aTa Ha eHAANpHN W/ WA [MpeyCTAHOBABAHE HA AMYPETHKA. B Te3n cnyvau,
TpAGBa Aa ce UMa MPEIBUA BH3MOKHOCTTA 34 MOMIEkKAIA CTeHo3a Ha O50peTna aprepus (BX. TOYKA
4.4, Penoeackynapra xunepmonus,).

PeHoBackynapHa XHICDTOHKS

I1pn naueHTH ¢ ABYCTpaHHA CTEHO3a HA OBOpeuHaTa apTepHs WM CTEHO3a HA ApTEPHUATA HA
eINHCTBeH!A GyHkumonupan 6s6pek, uMa 0co0eH pHCK Ja ce pa3sBHe XMIOTORHA WiH Os0pedHa
HEIOCTATEIHOCT 110 BpeMe Ha Tepars ¢ ACE-unxuburop. 3aryba Ha 660peasa yHims Moxke Aa ce
MOMY4YH CaMO NPH JICKH TPOMEHH B CepYMHHA KpeaTHHHH. JIeueHHeTo NpH Te3u NauueHTH Tpa0OBa aa
3al0YHE MOA BHHMATEHO MEAHLMHACKO HAOMIOACHHE ¢ HHCKH AO3H H BHHMATE/IHO KOPHIHpaKe H

MOHHTOpHpaHe Ha Ob0peuHaTa GyHKITHA.

buOpeYna TpaHCILIAHTALINA

Hsma omut ¢ ynorpefa Ha NepKaHHANNKH HIH eHANAMPH NP NALMEHTH, NpeKapati HACKOPO
O0n0peuna TpaHcnanTauud. [lopany ToBa, He ce IIpenopbiBa jJedeHHe ¢ EnepHan (pd Te3H NalMeHTH.

YepuoapobHa HeAOCTATBYHOCT

AHTHXHIICPTCH3HBHHAT e()EKT HA JIEPKAHWIUIIMH MOXe 1a Obae 3aCHICH NMPH NAUMEeHTH C
gepHOAPoOHA JHChYHKLHA.

Psniko, npu negenre ¢ ACE-unxuburop, ce Habmoaasa CHHAPOM, KOUTO 3an04Ba ¢ XOMECTaTHYHA

K BITCHALA WK XEMATHT ¥ NporpecKpa Ao GyIMHHAHTHA YepHOAPOOHa Hekpo3a (IoHAKora aranHa).
MexaHuuiMbT Ha TO3M CHHAPOM He € sAceH. [TaieHTHTe, KOHTO Pa3BHBAT XHITCHULA WIH NOAYCPTAHO
NOBHMIaBaHe Ha YepHOIpoOHATE eH3uMH TpaOpa na cnpat npueMa Ha ACE-puxuburopa 1 aa nojyqar

MoAXO0IJA10 MEAHIIHHCKO NTPpOoCTiCAABaHe.

Heyrponenus/arpanynonurosa

HeyrponeHus/arpaHynouyTo3a, TpOMOOILHTONEHHS H aHEMHA ¢a ChOOINEHH NIPH MALMECHTH,
noxy9asaini ACE-naxuburopu. Heyrponenusra € pagka nNpH Nal(HEHTH ¢ HOpManinHa rbpeyna
$pyHKuHA H 6e3 0coOeHH pHCKOBH (pakTopu. ERananpun tpadbpa Aa ce M3Nnon3sa ¢ H3KIIOYHTEHO
MOBAIICHO BHUMAHUE MPH MALMEHTH C KONIAreHO3Ha ChAoBa 0OnecT, MpH Te3u NEKYBAHH C
HMYHOCYIIPECOPH, AJIONYPHHON WK NPOKAHHAMKUI, K NPH KOMTO €A HATHUIIE HAKOIKO OT TE€3H
PHCKOBH (aKTOpH, 0COOEHO NPEABAPHTENHO ChUICCTBYBAILO YBpexxaaHe Ha On0peunara PyHKIIHA.
Tesxxu uHpEeKUMH HACTBIIBAT NIPH HAKOH OT TE3W HAUWEHTH, KOUTO B MAIKO CIIy4aH He ce NORTHABAT
OT HHTEH3HBHO JICUCHHME ¢ AHTHOHOTHIIH. AKO NIPH TAKHBA MALHWEHTH C€ H3MOI3Ba CHANAIIPHN,
MpenophYBa e peIOBHO MOHHTOPHpAHE HA JEBKOLHMTHTE W MaUHcHTHTE TPAdBa na 6paat
HHCTPYKTHPaHH Ja CHODINAT 38 BCEKH MPH3HAK Ha HHPEKIHA HA CBOA JIEKAD.

CBpBXYYBCTBHTETHOCT/AHTHOHERPOTHYECH €IEM

C1061HeH € aHrHOHEBPOTHYEH €€M ChC 3acfraHe Ha JHIIETO, KpalHUIATE, YCTHITE, €3HKa, [TIOTHCA
H/HNH JJAPHHKCA MMPH NALHEHTH, JeKyBaHH ¢ UHXUOHTOPH BA AHTHOTEH3HH KOHBECPTHPALMA €H3HM,
BKNIOYHMTEITHO ¢ eHananpii. Toit Moxe Ia HACTBIIH MO BCAKO BPEME Ha JeueHneTo. B nonobun
CITyqaH, eHaNnampuirsT TpAORa He3abaBHO Aa ce cnpe NalueHTsT Ja Oble noa HabmoaeHue oo
MIHOTO ¥3Yye3BaHe Ha cuMmIrroMure. Jlopu U B TE3H ciydal, KOraTo HMa caMo nonynane Ha B3Hl(a,
0e3 pecnupaTopeH AUCTpeC, NALMESHTHTE MOTAT [1a H3UCKBAT HPOABIKHTENHO Haﬁmo,ue
JIEYCHHETO ¢ AHXHXHCTAMMHH H KOPTHKOCTEPOHIHN MOXKE Ja He OhAe AOCTATbYHO.
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MHoro piaKoe ce Cho0InaBa 3a CMBPTHH CTY4aHl MopajH aHTHOSAEM, CEBP3aH C OTOK Ha JIAPHHKCA HIIH
OTOK Ha e3uK. [IpH nauHeHTHTE, NPH KOHTO ¢a 3aCeTHATH €3MKa, MNOTHCA WA JIAPHHKCA € BE3MOXKHO
12 BH3HHKHE 3aMyIBAHE HA AUXATENHHTE TTHINA, OcOOSHO Te3H ¢ aHaAMHe3a 3a XUPYPTHA Ha
IMXaTeTHUTe MbTHIA. KOraTo MMa 3acsraHe Ha e3HKa, [II0THCA KM JIApHHKCA, TOBA MOXKE i
NPUYHHK 3AMYIIBAHE Ha AMXATEIHHTE TETHINA H TOTaBa MOAXOAANIA TEpak € NPHIAraHe HOAKOKHO
Ha pa3TBOp Ha anpenanuy 1:1000 (0,3 ml go 0.5 ml) u / unu Tpadea He3abasHO Ja ce NpeANIPHEMAT
MEPKH 33 OCHTYPABAHE HA MPOXOAUMOCT HA ANXATEHHTE MBTHILIA.

[To-BHCOKA YeCTOTa Ha aHrHOHEBPOTHYEH eaeM ¢ ACE-uExubuTopr ce cho0IaBa NpH HePHOKOXH
NIALIMEHTH, B CPABHCHUE C HEYEPHOKOXKH [ALHEHTH.

[MauMenTH ¢ aHAMHE3a 34 AHMHOeAeM, KoHTo He e npuurHeH oT ACE-unxuOHTOp MOraT Aa HMAT 110-
BHCOK PHCK 32 Pa3BHTHE Ha aHTHOEHeM, ako TpaGsa ga npuemar ACE-miaxubaTop (Bk. ChHIG TOUKA
4.3).

AHADUIAKTO U noB ¢ Ha NeCeHCHOWUIIH BY OT HaceKo

KupoTozacTpaluaBamy aHAUIAKTOHAHH PEaKiMH HACTHIBAT PATKO IO BpEME HA
NECeHCHOHNM3HPALIA TEpPanus ¢ OTPOBH OT HACEKOMH H exHoBpeMeHHa ynorpeba Ha ACE-
uexuGurop. Te3n peakiuu MOraT na ce u3berHar upe3 BpeMeHHo npexscpane Ha ACE-HHXnOHTOpA
NPefH BCAKA AeCCHCHOTH3ALAA.

AHadun HH H o epeMe Ha LDL-

Pagko, nauuentd nony4dasaiiy ACE uHxaOdTOpH 1O BpeMe Ha ajepesa ¢ HHCKA TUTBETHOCT
nunonpotenH (LDL) ¢ aekeTpan cyndar MOTar Aa pa3sBHAT XKMBOTO3aCTPALLIABAIIY RHAQHIAKTOH/THHA
peakupy. Te3n peakiiii MOTaT 14 ce HaberHar upes BpeMeHHO npekbcaHe Ha ACE-unxnGuTopa

npead Bcaka adepesa.

IlanpeHTH HA XEMOAHATH3A

AHadANAKTOMAHH PeakLMH ca JAOKTa/iBaHH NPH MAUMEHTH Ha AHatu3a ¢ high-flux MemGpanu (Hanp.
AN 69 ®) u nexypauu enHobpeMeHno ¢ ACE-unxu6urop. [Tpn Te3u nauuenTH TpAGBa Aa ce odMucIH
H3MOJ3BAHE HA pavidyeH THN JUaiKu3Ha MeMOpaHa HiH PasfiiyeH KJIac aHTHXHIIEPTCH3HBHO

CPeACTBO.
XHNOOTIHKeMHUATA

[MTaumenTy ¢ A4abeT, NexyBaHH ¢ NEPOPAIHH aHTHAHAOETHH CPEICTRA HIX HHCYJIHH H KOHTO 3aII04BAaT
npueMa Ha ACE wxxn6HTop, Tpa6ea na GbAAT NPenyNpeACHH 1 CIEOIT OTOMM30 32 XHIOTTHKEMH,
ocoBeHo Mo BpeMe Ha IMbPBHA Mecell OT KOMOHHHpaHaTa ynoTpeba (Bxk. T0'Ka 4.5).

Kamngmna

Cro6mena e xanumua BEB Bpe3ka ¢ ynorpeGara Ha ACE-nHXHOHTOpH. OOHKHOBEHO, KAILTALIATA &

HENpOAYKTHBHA, YIOPHTA M H34€3Ba CNiel NPEKbCBaHe HAa Tepanmara. Kanumiia, WHAyNHpaHA OT
ACE-unxuburop, Tpstsa CbIIO Aa c¢ HMa NpeABUA B AA(QEpEeHLIMANHATA AXATHO3A HA KATHIIA. -

XHpyprig/aHecTe3ns

INpyn nauHeHTH, TOMIONKEHH HA FOAMa XMPYPrHYHA MHTEPBEHIHA HIIH RHECTE3HA C BEILECTBA, KOHTO
MOHMXABaT KPBBHOTO HAATAHE, CHATANpPHA GuIoKKpa 06pasyBaHeTo Ha aHrHoTeH3HH II, koerQ = - -
0GHKHOBEHO HACTDBITBA B PE3yJITAT Ha KOMIIEHCATOPHA CEKPEIA Ha PeHHH. AKO B peaymau;a/

MEXaHHIBM C¢ Pa3BUE XUMOTOHMA, T8 MOXE A Ce KOpPHIHpa ¢ yBelTHuaBaHe Ha obema. /
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XunepxanueMus
[loBuIeHHe Ha cepyMHus Kanuii ce Habmonasa Npy HAKOH NAUMEHTH, NeKyBaHu ¢ ACE-unxnbnropu,

BKIIIOYHTENHO eHananpui. PHCKoBHTE (aKTOPH 3a PasSBUTHE Ha XHNEPKATHEMHSA ca: Ob0peuHa
HEJOCTATBMHOCT, BNOMIaBaHe Ha 6u6peunara GpyHxuua, ronuad (> 70 rogHHHK), 38XapeH auader,
HHTEPKYPEHTHH ChOWTHA, NO-CNEHHaIHO ACXHAPATALHA, OCTPa ChpPAEYHA NCKOMIICHCALINA,
MeTaboNTHTHA alMA03a H SAHOBPEMEHHO JIeUeH e ¢ KANHi ChXpaHABaIIH JHYPETHLH (HAOp.
CHMPOHONAKTOH, CIUIEPEHOH, TPHAMTEPEH HIM aMIIOPHK), KATHEBX A0GABKH HIH KanHH-ChRbPIKAIIIH
3AMECTHTENH Ha CONTa, KaKTO H IHOBPEMEHHOTO JICUEHHE ¢ APYTH JICKAPCTRBA, KOHTO MOTAT Ja
ACBENAT AC MOBMILABAHE HA CEPYMHHMTE HUBA HA Kanuii (Hanp. xenapuH). YoTpedaTa Ha KaNHesy
106aBKH, Kanui-chbXpaHABANIA AHYPETHIH HWIH KAIHN-CHIBPKALIH 3aMECTHTENH Ha CONTa, 0cobeHo
MpH NalHeHTH ¢ HapymeHa 6s0pevna yHKUHA MOXKe a N0OBede A0 3HAUHUTETHO NOBHIICHHE HA
CepYMHHA Kanuil, X unepkanHeMHusTa MoKe Aa NPHYHHA CEPHO3HH, TIOHAKOTa (JaTaNnHK APHTMHH. AKO
eIHOBPEMEHHATA YNOoTPeGa Ha CHATATIPUI W HAKOE OT NOPECNOMEHATHTE CPeCTBA C¢ CUHTA 38
NOAXOAALLO, Te TPAORA 1a C& HINON3BAT ¢ NMOBPUINCHO BHUMAHHE H € 4ECTO MOHHTOPHPAHE Ha
cepyMHHMA Kannii (Bx. Touka 4.5).

CYP3A4 unaykTOpH

CYP3A4 MHAYKTODH KaTO aHTHKOHBYACAHTH (Hanp. PeHUTOHH, kapbaMaseliH) H padamMmiipH
MOTaT Aa HOHHAKAT CCPYMHHTE HUBA Ha NePKaHHIHITHH, TaKa Y€ e(HKaCHOCTTa Ha JIEKAPCTBOTO MOXE
na Opje mo-HUCKa OT OYaKkBaHaTa (BX. Touka 4.5).

Jie CT KOHTO HE C€ 4 HBar

ToBa JeKapcTBO KATO LEUI0 HE C€ MpenophuBa Ja ce KoMOMHHMpa ¢ JHTHM, Kaldii-ChbXpaHABalM
AUYPETHLH, KUTHEBH J00ABKH H €CTPaMyCTHH (BX. Touka 4.5)

ETHHYECKH pPa3IHKHK

KaxTo 1 npu apyru ACE-HHXHOMTOPH, EHANATPWI € OYEBHEAHO MO-MANKO epHKACEH NIPH NOHHKXABAHE
Ha KPBBHOTO HAIATaHe MPH MePHOKOXKH NAUWCHTH, OTKOJIKOTO NPH HEUYEPHOKOKH MALHEHTH,
BEPOATHO 3AOTO IUIa3MEHHTE HHB2 Ha PEHUH €A YECTO MO-HHCKH NIPH MCPHOKOXKATa XHIICPTEHIUBHA
MOMyJIaLus.

bpemMeHHOCT

EnepHan He ce Tpenophisa IpH 6peMEHHOCT.

ACE-nHxu6HTOpH KaTO eHANanpun He TpaGBa fa ce 3anodBar no BpeMe Ha OpemeHHocT. OCBEH 8KO
npoawmkapaHero Ha ACE-uHxuOWTOpHATA Tepanmus ce NpEUeHABA KaTo KU3IHCHOHeOOXONMMA,
NMALUMCHTKATE, KOWUTO TIUIAHHparT OpeMeHHOCT 1TpabBa Aa TIpeMHHAT Ha ANTCPHATHBHH
AHTHXHNEPTEH3IUBHH TCPANMH, KOMTO MMaT ycraHomeH mpodmn Ha GesomacHOCT 3a ymotpeba mpH
6pemennoct. Korato ce ycranopu Gpemennoct, neucHuero ¢ ACE-HHxuOuTOpH Tpalpa xa Onae
CTIPAHO BEAHATA U AKO € HeoGXOAMMO, TPA6BA Ja Ce 3aNovHe AITEPHATHBHO JIeHeHHe (BX. TOUKH 4.3 H

4.6).

Ynorpefara Ha JEePKaHWIHIMH CBHIIO HE CE NMpenophyuBa 1o BpEME Ha OPEMEHHOCT HITH MPH KEHH,
KOUTO IUIaHHpaT OpeMeHHOCT (B, TOUKa 4.6)

KipMeHe
Ynorpebara Ha EnepHan He ce Openopbysa Mo BpeMe Ha KBPMEHE (BXK. TOUKa 4.6).

[lenuaTpryna yIi a ;3‘&‘
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1.3.1 Enalapril + Lercanidipine

SPC, Labeling and Package Leaflet HU

BejomacHocTTa H ©(QHKacHOCTTA HAa TasH KOMOMHAalMA HE € YCTaHOBCHA IIPH KOHTPOJIHpAaHM
NPOYUBAHKA IIPH AeLa.

&EKQXQJI

AnxoxonsT Tpa6Ba 4a ce H30ATEa, Thit KaTo MOXKe Aa 3aCHIH ¢eKTa Ha Ba30JH/IATATHBHHTE
aHTHXHIIEPTEH3UBHH CPEACTRa (BK. To4Ka 4.5).

Enepran ceabpika IaKT033a MOHOXHAPAT H He TpA0Ba Aa ce mpurara npx NauHeHTH ¢ PeaAKH
HacNeACTBeHH NTpobieMH Ha HEMOHOCHMOCT KbM TaNakTo3a, Lapp nakra3Ha HeAOCTAaTHYHOCT HITH
TI0K030-TANaKkTo3Ha Manabcopbund.

4.5 B3aumoaeiicTBHe ¢ APYTH JeKAPCTBEHH NPOAYKTH H APYrH QOPMH H3 B3aHMoAeHCTBHE

AHTHXHIIEPTEH3HBHHAT edeKkT Ha EnepHan MoXe a ce 3aCHIH OT NOHIKABAIIM HAATAHETO
NEKapCTBa KaTo AMypeTHIH, 6era-6nokepu, anda-6noxepH U ApYrH BeHIeCTBa.

Karo nonmbiIHeHHE, CeAHHTE B3aHMOAeHCTBHA ¢a HAOMI0AaBaHu ¢ €AHOTO HIH IPYTOTO AKTHBHO
BEIEeCTBO HA KOMOMBHpAHHA TPOAYKT.

Enananpunos maream

HsKoH aKTMBHH BELIECTBA HIH TEparesTHYHH KNacoBe MOrar 1a OaronpHATCTBAT Pa3BHTHETO HA
XUMEPKATHEMHS: KANIHEBH CONM, Kanuil chxpaHasainy quyperuun, ACE unxubGHTopH, aHrnoTeHsuH 11
HMHXHOHTOPH, HECTEPOMAHH MPOTHBOBBINATHTEIHH CPEACTBA, XSTIAPHHH (HACKOMOJICKYJIHH HIH
HeppaKLHOHHPAHH), UHKIIOCTIOPHH H TAKPOIMMYC, TPHMETONPHM.

[Tosinara Ha XHIEPKANEMHSA MOXE A 3ABMCH OT CHIIECTBYBAHETO Ha aCOIMHPAHH PHCKOBH (aKTOpH.

To3u pKcK € MOBHIIEH B KOMOHHAIMA C rOPeCIOMEHATHTE JIEKapCTBa.

Kombunauuu, xoumo ne ce npenopvyeam
aJIMA ChbX B M WIH KATHEBH KH

ACE-unxn0HTOpHTe HaMaNABaT 3ary0ara Ha Kaiul, npHYHReHa o1 AMypeTHUH. Kanuh
CHXPAHABALHTE AHYPETHLH (HAMP. CIIHPOHONAKTOH, EILISPEHOH, TPHAMTEPEH WIH aMIIOPUA),
KaTHeBHTE N00ABKH WIH KAIH-ChAbpKalllHTE 3AMECTHTEIH Ha COJITA MOTaT Aa JOBEART 10
JHAUMTENHO MOBMIIIABAHE HA CEpYMHIA Kanuii. AKO eAHOBpeMEeHHaTa ynoTpeba € mokasaHa, napaiH
YyCTaHOBEHA XHNOKaeMus, Te TpadBa 1a ce ynorpedapar ¢ NOBHIIEHO BHUMAHKE H YECTO
MOHHTOPHpAHE Ha CepyMHHA Kamui (BxK. Touka 4.4).

JluThii

O6paTHMO MOBHINABAHE HA CEPYMHUTE KOHUEHTPAIMHA HA IMTHN B TORCHYHH e(eXTH ¢a ChoOImeHH
MPH SAHOBPEMEHHOTO MPHIOKEHHE Ha NHTHH ¢ ACE-#Hxub6uTopn. EnnospeMensara ynorpeba Ha
THA3HAHH QHYPETHLH MOXKE 3 TIOBHIIH CEPYMHHTE KOHUEHTPAUHH Ha THTHRA M MO TO3H HAYHH 1A
3aCHITH PHCKA OT JInTHEBA TOKCHYHOCT ¢ ACE-uHxubuTopu. [fopaay TOBa, HE Ce MPenophiBa
ynorpedara Ha EHATTANPII C TATHMH, HO AKO KOMOHHALMATA e HeoDXoxuMa, CEpYMHHTE HHBA Ha JTHTHH
TpAGBA BHHMATETHO Aa C& NPOCNeaABaT (BkK. Touka 4.4).

Ecrpamycrun

PHCK OT MOBHMIIEHH CAYYaH HA HOKENAHH PeaKiUHH KaTo aHTHOHCBPOTHYEH €4eM (
TOYKA 4.4).
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Kombunayuu, ustucxeatyu npednasvu mepiu npu ynompeba
AHT H_JIEKapCTBa

EnHaeMHOAOrMYHE MPOy4BaHHA NMOKA3BaT, 4 eAHOBpEMEHHOTO NpuioxeHue Ha ACE-uaxubuTOpH B
aHTHAWAOETHY NeKapeTBa (MHCYHE, NEPOpalHH aHTHAKAOETHH JEKapCTBA) MOXKe AR IPITHHEH
3aciIBaHE Ha epeKTa Ha NMOHMKABAHE HAa KPHBHATA 3aXap C PHCK OT XHNOINTHKeMHA. Te3H cyvan
09€BHIIHO HACTHABAT MIO-YECTO B MHPBHTE CEAMHLA HA KOMOMHMPAHOTO JIEUCHHE H NPH NAIMCHTH C
O0n0peuno yBpexaane (Brok Touk# 4.4 1 4.8).

Huypernum (THasuany unu OpUMKOBH AHYPETHIIH)

[TpeasIIHO NeueHHe ¢ BHCOKH J03H AHYPETHIM MOXe Ja JOBEAC A0 HIUEPIBAHE HA 00EMA M PHCK OT
XMMOTOHHA TIPH 3aOYBAHE HA JiedeHHe ¢ eHananpui (Bi. To9ka 4.4). XHIoTOHHTHHTE edekTh MoraT
A2 C& HaMaIAT Hpe3 COMpaHe Ha JMYpPETHKA, KOpHTHpaHe Ha H3uepHaHHA 00eM, RaBane HA COJ HIH
3af0YBaHE HA JICYEHHE ¢ HUCKA 033 CHANATIPAI.

AHTHXHII CH3IHBHH CTBa

EnHoBpeMeHHaTa yrnoTpeda Ha Te3H CPeCTBa MOXE A4 YBEIIMYM XHNIOTEH3HBHUTE €eKTH Ha

eHatanpwl. ENHOBpEMEHHOTO NPHIOACHAS ¢ HUTPOTNHLEPHH H APYTH HUTPATH HIIH APYTH
Ba30IIIATATOPH MOXKE AOIMKWIHUTE/HO 14 MOHIXH KPBBHOTO HANSTaHE,

H OTHBOBBL3NAITWTEIHH HCIIBC

[Ipoasxutentoto nedenne ¢ HCIIBC moxe Aa HaMa# aHTHXUNIEpTeHInBHuA egexT Ha ACE-
unxu6uropa. HCIBC (ermoyurenso COX-2 nuxuburopt) ¥ ACE-HHXHOHTOpHTE YNIPaOXKHIBAT
OONBIHKTENEH edekT BEPXY NOBHIIABAHETO HE CePYMHHA KUIHH H MOTAT /1a AOBEAAT A0 RNOMHABAHE
Ha ObOpeunaTa pyHKIMA. OONKHOBEHO Te3H edekTH ca obparuMu. PAIKo, MOXE a HACTBITH OCTPA
O16peyHa HEAOCTATBYHOCT, OCOGEHO NPH NAUKEHTH ¢ HApymeHa 6x0peuHa PyHKuus (KaTo B
CTap4e€CKa BB3PACT WIH 00€3ROIHEHH NALMCHTH).

IMauueHrnTe TpAGBA Aa GHAAT ANEKBATHO XHApaTHpaHH M TpA6Ba na ce 0OMHCIH NpOCNeNABAHE HA
6B6peunara byHKUMR CIe] 3anovBaHe HA KOMOHHUPAHOTO JiCUeHHE H MEPHOAUYHO CIICH TOBA.

baknodeH

[ToeuieH aHTHXUNEpTeH3uBeH edext. Ja ce clied KPhBHOTO HANAraHE H aKo ¢ HeobxomuMmo fAa ce
NIPOMCHH aHTHXMIIEPTEH3HBHATA JO3HPOBKA.

NOPHH

[{MKIOCTIOPHHBT NOBHIIABA PHCKA 0T XunepkaneMusa ¢ ACE-unxuduropure.

ANKOXOI

AJIKOXOJIBT 3aCH/IBA XHIOTOHMYHHA edekT Ha ACE-uHXHOHTOPHTE,

Kombunayuu, koumo mpabea d0a ce ezemam noO suiimie

AMudocTHH

[ToBHIllEH AHTUXUTIEPTECH3UBCH SEKT.

ToULHKITHIHH W/HEBDOJICNTHIIH/ AHECTET KOTH
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EnHoBpeMeHHaTa ymoTpeba Ha HAKOW aHSCTETUYHH BElIECTBA, TPHLHMKIHTHH AHTHACIIPECAHTH H
Hesponentuiy ¢ ACE-mHxuOHTOPDH MOXKE A4 NOBeAe A0 AONBIHUTEIHO NIOHHKABaHe HA KPBBHOTO
Hajxarase (Bx. Touka 4.4).

KopTHkocTepouan, Terpako3akTHa (chereMen) (¢ H3KTioUeHHe Ha XHIDOKOPTH30H H3ANIQN3BAH KaTC
3aMECTHTEN DU H0JT Ha Addi

HamarneH aHTHXHNEpTeH3UBeH edexT (KOPTHKOCTEPOHI-UHIyLMpaHa con/obeM 3anphKKa).

ZpyTH aHTHXUIICPTEHINBHH CPENICTBA

EnsospemenHaTa ynorpeba ¢ ApYTH aHTHXHIEPTEHIHBHH CPEACTBA MOKE 1A TOBHILIH XMIIOTCH3HBHHA

edexr Ha eHananpun. EqHoBpeMeHHaTa ynoTpeda ¢ HHTPOINHMUEPHH H ApYTH HUTPATH HIH
Ba30qIWIATATOPH MOKE JOMBITHHUTENHO Aa MOHHXKH KPbBHOTO HANATAHE.

OIYDHHOIL OCTATHUHH WIH MMYHOCYINPESCHBHH BE CHCTEMHH KO HJIH
NPOKAHHAMHJ

ExnospemerHoTo nprnoxenue ¢ ACE-sHxubHTopu MoXe 1a Jo0BEAE A0 NMOBHIICH PUCK OT
JICBROIICHHA.

AHTHALHIHH CPEICTBA

AHTHAIIMUTE HHAYLMpAT NOHHKeHA OroranuyHoCT Ha ACE-UHXHOHTOPH.

CHMIaTHKOMUMETHIH

CHMIATHKOMHMETHIIHTE MOTAT JIa HaMANAT AHTHXHNEPTOHHYHHTE edexrr Ha ACE-HuxubuTOpH.

CTAICATTNA OoBa KHCCIIHHA H MOOIHT H JIOKEPDH

Exananpuia Moxe aa ce npuiaoxu 6e3 npobleMH ¢IHOBpeMEHHO ¢ AETWICATHIWIOBA KHCEIHHA (B
NOAXONALIH JO3H 33 ChPAEYHO-CHA0BA NpoduiIakTHKa), TpoMbomaTHLIM B B-blockers.

31aT0
HutpuroHaAHH peakuud (CHMITTOMMTE BKIIOYBAT 3a4YepBABaHE HA JIMLETO, raneHe, MNOBPBIAHE H
XMNOTOHKMA) ca CHOOMEHH pAAKO MpH MNALHEHTH JEKYBAHH ¢ HHXEKHHOHHO 3IIATO (HaTpues

opotroMaiar) u egHoBpeMeHHa ACE-uHxnOuropHa TepanHi, BKIIOYHTSIHO CHATATIPHIL.

Jepxkanudunun

IIpomusonoxasanu komousayuy
Huxuburopn na CYP3A4

Toit xaTo JepkaHUAKUIHH c& MeTabonusHpa oT eH3uMa CYP3 A4, enHOBPEMEHHOTO NPUIIOKEHHTE
MHXHOHTOPH H HHAYKTOpH Ha CYP3 A4 Morar aa BzauMoelicTBar ¢ MeraboIH3IMa H CKCKPELMATa Ha

JICPKaHHAHITHH.

KomMOuHaumaTa Ha JePKaHMAMIMH K cwiHM WHxHOuTopr Ha CYP3A4 (manp. KeTOKOHA3ON,
HTPaKOHAa30J1, PUTOHABKP, EPHTPOMMIIMH, TPOJICAHAOMHIMH) € NPOTHBOMOKA3aHA (BK. m}m?ﬁg'
&&"‘
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IIpoyusaHe Ha B3aHMOZEHCTBHETO ¢ KETOKOHA30M, chleH HHXHOHTOP Ha CYP3 A4, noka3ssa M3pa3eHo
YBEIHUECHHE HA TJIA3MEHNTE HUBA Ha JIepKaHHAMIHH (1 5-KpaTHO NOBHIIABAHE HA IUTOIITA NIOX
JIEKapCTBEHATA KpHBa Ha KouueHTpaupsa-speme, AUC, n 8-kparHo nopumieHne Ha C,,, Ha EBTOMED S-
NEPKAHH AHIIHH).

ﬂﬂKJIOCHOEI[H

LnxnocnopiH | JepKaHHAHIIHH He TpA6Ba na ce ynorpebapar 3aeqHo (BK. To4Ka 4.3).

TToBHUIEHN TLTa3MEHR KOHLICHTPALIMH Ha ABETE JIEKapCeTBa ca Hab/oAaBaHH clell €RAHOBPEMEHHO
npunoxenue. [Ipoyupane npu Maany, 3apasn JoOPOBONLH He N0KA3BA [IPOMEHU B IUIA3MEHHTE HHBA
Ha IePKAHWAMIIME, KOraro UMKNOCTIOPHHBT ¢ IPUET 3 Yaca Clie]l NPHEMAaHE HA NEPKaHHAMNIMH, HO
AUC Ha mpkocnopHHa ce nokauea ¢ 27%. EnHoBpeMeHHOTO NpuiiokeHue Ha TepKaHHARTHH ¢
LMKJIOCTIOPHH NPHIHHABA 3-KPAaTHO MOBHILIABAHE Ha IUIA3MCHHTE HHBA HA JICPKAHHIHITHH B 21%
nopuniasaHe Ha AUC Ha LHKIOCIOpUHA.

Cok or rpetindpyr

JlepkaHUAUTIMH He TPpAOBa Ja ce npHeMa CsC coK oT rpefndpyT (Bk. Touka 4.3).

KakTo ¥ npy Opyrd ZHXHAPOIHPHAHHE, METAGONU3MBT HA JIEPKaHWIHIHH MOXE 1a Oble MOTHCHAT OT
MPHEMAHE Ha COK OT rpefindpyT, KoeTo BOAH A0 NOBHIIABAHE Ha CUCTEMHATA HATHYHOCT HA
NEPKAHMAHMHH W MOBHILIECH XHUIIOTEHINBEH SPEKT.

Kombunawuu, uzuckeauiy npeonazii MEpKU 1 0

AJKOX0

AnkoxonsT TpsOba na ce u30ArBa, THH kaTo Moke Oa 3aciid ¢(eKTa Ha BaIOAWIATATOPHHTE
AHTHXHMNEPTECHIHBHU CpeacTBa (BX. Touka 4.4).

Cy6erparn Ha CYP3A4

[IpenopruBa ce MOBUIIEHO BHUMAHHE NIPH ¢IHOBPEMEHHO NIpeANUcBaHe Ha NEPKaHUIMITHH C APYrd
cybcrparu Ha CYP3 A4 karo repdenann, acremuson, Knac 111 aHTHApHTMULIH, HANp. aMMOIAPOH,
XHHHAARH.

Huavkropu Ha CYP3A4
KbM eanospeMeHHara yriotpefa Ha nepkaHuaumid ¢ CYP3 A4 HHAYKTOPH KaTo aHTHKOHBYJICAHTH

(uanp. pennTonH, KapbaMazennH) U puMpamIHH TpLOBA Aa ce NOAXOAH ¢ MOBHIICHO BHHMaHHE, ThH
KaTO aHTHXHIEPTEH3NBHAAT edekT Ha JIepKaHMIUMIIHH MOXKe Aa ObAe HaManeH. [lopany ToBa,
KPBBRHOTO HansAraHe TpadBa Aa ObAe MOHHTOPHPAHO NO-YECTO OT OONKHOBEHO.

TOKCHH

EAHOBPEMEHHOTO NpMWIOKeHHe Ha 20 mg NepKaHHAKNNKWH NPH NALMEHTH, XPOHHYHO NeKyBaHH ¢ B -
METHAAMIOKCHH, He [0Ka3Ba AaHHH 33 HapMaKOKHHETHYHO BiauMozciicTsue. 3apaBH 1o0pOBOIILM,
NEeKYBaHH ¢ AMIOKCHH CIeR MpHIokeHHe Ha 20 mg NepKaHuMNHH, NOKa3BaT CPEHO MOBHIICHHE Ha
HUTroKCHH Cpay ¢ 33%, nokaro HuTe AUC, HUTO OROpCUHUAT KITHPBHC €4 3HATHTEIHO HAPYLICHH.
INauyeHTH CbC CHITFTCTBAL AMIOKCHH TpadBea Aa ObaaT BHUMATENHO MOHHTOPHPAHH 33 KITHHHIHH
HPOABH HAa JHIOKCHHOBA TOKCHYHOCT.

Kombun Koumo mpabea 0a ce 83eMam NOO SHUMAHUE fﬁi’t’lmgo\

Mugazonam
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[Tpu zobpoBonuM B cTapuecka BH3pacT, SIHOBPEMEHHOTO NPHIMKEHHE HA NEPOPATICH MHAA30J1aM
20 mg 3acunea pe3opbuMATa Ha NepKaHUAHTIHH (¢ 0k0oN0 40%) H MOHWKaABA CKOPOCTTA MY Ha
pe3opOLta (ty,, © 3abaseHo ot 1,75 40 3 uaca). He HacTenBaT NpOMEHH B KOHUEHTPALIHHATE HA
MHZA3051aM.

Meronposon

Koraro JepkaHRAMIHH € ¢ AHOBPEMEHHO NPHIIOKEH ¢ METONPONOI,  -Gnokep, NPeAHMHO
€NHMHHHPAH OT YepHHUA Apob - OHOHANHYHOCTTA Ha METOMPOJI0N € HEMPOMEHEHA, ROKATO
OMOHANTHYHOCTTA H3 JIEPKAHMAUITHH € HamManena ¢ 50%. To3n ediexkt Moxke 1a ce NLIKH Ha
HAMAIICHHA YepHOAPOOEH KpbBeH MOTOK, NPMIMEEH oT 3 -Onokepure H mopaay Topa OH MOI'BI Aa
HaCTBIH H ¢ JPYTH CPEHCTBA OT TO3M Knac ekapersa. He3apHCHMO OT TOBA, NEPKAHHIKIIHH MOXE N2
6nne 6eaonacHo ynoTpeOGeH eAHOBpeMEHHO ¢ OnokepH Ha B -aapeHepruuHHTE PenelTOPH.

LluMeTHnun

EnnoBpeMeHHOTO NpHIoKeHHe HA IHMeTHARH 800 mg AHeBHO HE MPHIHHABA 3HAYMTEITHH IIPOMCHH B
NJa3MEeHUTe HABA Ha TepKaHWAMNMH, HO C€ HAIAra NOBMINEHO BHUMAaHHE TIPH NO-BHCOKH NO3H, THHA
KaTo GHOHATHYHOCTTA Ha JICPKAHUIMNHE H ChOTBETHO HErOBHAT XHITOTCHIUBEH edekT, MOraT 1a

OBAAT IOBHUIOCHH.

DRYOKCETHH

[Tpoy4BaHe Ha B3auMonelcTBHETO ¢ dmyokceTrH (MuxubuTop Ha CYP2D6 n CYP3A4), npopeneHo
MpH 3Apasy AOGPOBOILME HA BB3PACT 65 £+ 7 roAMHH {CpeaHa CTONHOCT + s.d.), HE HOKA3Ba KIMHHYHO
3Ha4YMMa POMAHA Ha PapMaKOKHMHETHKATA HA JepKaHUHITHH.

CYMBACTaTHH

Koraro 20 mg 7033 Ha IEPKAHHIMITHH € MHOTOKPATHO NPHJIOKEHA eAHOBPEMEHHO ¢ 40 mg
cumBacTatiH, AUC Ha nepkaHMOHNHH He € 3Ha%HMO npoMeHeHa, nokaro AUC Ha CHMBacTaTHH €
OBHIIEHA ¢ 56%, a Ta3H Ha HErOBHA IaBeH aKTHBEH MeTabomHT, B -xuapokcuaumy ¢ 28%. Manko
BEPOATHO € TIOAOOHM MPOMEHH J1a ca 0T KNMHUYHA 3HauMMocT. He ce oyakpa B3anMonelicTBHE, aKo
TICPKAHHHIIHH € MPAWIOKEH CYTPHH, 8 CHMBACTATHH BeUep, KaKTo ¢e NPenophyBa 3a TAKoBa
NIEKapcCrBo.

Bapdapun

EnnoBpeMeHHOTO TIpHIOKeHHe Ha 20 mg NEePKaHHAMIMH HAa IJIaJHO NpU 3ApaBH AOOPOBOIIM He
Hapyiuasa (JapMaKOKHHETHKATA Ha BApDapHH.

4.6 DeprranTert, G peMEeHHOCT B KbpMeHe

BpeMeHHOCT

3a enananpur

Yoorpebara Ha ACE waxuburopn (eHananpwi) HE ce Mpenops4ysa Npes IhpBHA TPHMECTBHD Ha
6peMeHHOCTTA (BXK. TOuka 4.4). YnorpeGara Ha ACE uHXuOHTOpH (SHATANmpHI) € NPOTHBOMOKA3aHa
npes BTOPH H TPETH TPHMECTHP Ha GpemennocTTa (Bxk. ToukH 4.3 4 4.4).

EnuaeMioNorHaHITe IaHHY BhB BPE3KA C PHCKA 33 TEPATONEHHOCT CNEA excrodnims Ha ACE
HHXHOUTOPH NPE3 MbPBHA TPHMECTHP Ha OpEeMEHHOCTTA HE Ca 3aKITIOUNTETHH. Bmpelcu TQRa'HE
MOMeE [a C& H3KIIOYH MANTKO TIOBMIOIEH pHck. OCBEH, ako npomasanero Ha ACE-uyx i
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OBJaT MpeXBBPICHHU HA ANTEPHATHEHH AHTHXHIICPTEH3HBHM TEpanyy, KOHTO HMAT YCTAHOBEHa
XapaKkTepucTHKA Ha Oe30mnacHOCT 3a ynoTpeba npH GpeMesHOCT. Koraro ce ycTaHOBH BpeMEHHOCT,
nedenuero ¢ ACE-unxuGuTopH Tpsa6Ba Aa 6bhae cpaHo BeaHAara M ako ¢ Heobxoaumo, Tpaba aa ce
3aMnoYHe aNnTepHATUBHO NCUYECHHE,

HzBecTHO €, ye excnosuuuaTa Ha ACE nuxuburopHa Teparig npe3 BTOPUA H TPETHA TPHMECTHD
HHAYUMpa GeTOTOKCHYHOCT MPH Xopa (TIoHIkeHa Op0peaHa (PyHKIMA, OIMIOXHOPAMHHOH, 3abapeHa
yepenHa OCHOUKAINA) H HEOHATaTHA TOKCHEHOCT {OB0pera HEAOCTATEYHOCT, XHITOTOHHA,

xumepkanneMun) (Bx. Touxa 5.3). IIpenopsuBa ce ynTpa3BykoBa MpoBepka Ha OpOpedHaTa GyHKIMA H
gepemHaTa ocuduKaugs B coydali, ye HacTBNA excno3nuid Ha ACE HaxuOXTOD npes Bropusd

TPHUMECTRD HA OpeMEHHOCTTA.
Hosoponenute, unnTo Maliku ca npHeManyd ACE naxuburopu Tpabsa na 6n4aT BHUMATENHO
HaOMoAaBaHH 3a XHMOTOHHA (BX. TOUKH 4.3 n 4.4).

3a nepranudunun

ExcriepHMEHTATHHTE MPOYUBAHHA NPH KUBOTHH C JIEPKAHHAMITAH HE MOKA3BAT TEPATOreHHH e(iexTH,
HO TaKHBa ca HAOMIOJABAHM C APYTH AMXAAPOIHPHAHHOBH BelleCTBA.

3a nepkaHMAMITHH HAMA KITHHHYHH JaHHH 32 €KCTIO3HpaHH OpeMEHHOCTH, NOpaad KOeTO HE Ce
NpenopsuBa yroTpedaTa 1o BpeMe Ha OPeMEHHOCT WIH MPH XKEHH, KOHTO IIAHHPaT OpeMEHHOCT.

3a kombunayuaAMa enaranpun u NePranUcUny

Karto pesynrar, ynorpebara Ha EnepHan He ce mpenopnyBa 110 BpeMe Ha NbpPBHAA TPHMECTHP HA
OpEeMEeHHOCT M € NPOTHBONOKA3aH CJiell BTOPHA TPHMECTHP.

KxpMene

3a enananpun

Orpannyeny GapMaKOKHHETHMHH JaHHH MOK&3BaT MHOTO HUCKH KOHLIEHTPALMH B KbpMaTa (BXK.
TOYKa 5.2). BBIIpeKH 4e Te3n KOHLCHTpAHH H3NISKAAT KIHHHYHO HE3HAYHMH, ynoTpedara Ha
EllepHan npH KBPMEHE HE ¢ NPETIOPHYBA MPH HEIOHOCSHU HOBOPOICHH U Npe3 NHPBHTE CEAMHLIH
ciiell paXAAHETO, OPANH XHIOTETHYHHA PHCK OT CHPACIHO-CBAOBH U OLOpeunH edekTH, KakTo H
[IOpajH JIKIICATA HA AOCTATHYHO KIHHMYEH oiuT. [Ipn no-ronamo kppMmade, ynorpebara Ha Exepran
IpH KbpMela Mailika Moxe Aa ce 00CchAH, aKko JIeUeHHeTO ¢ HeoOX0AUMOo 33 MalfkaTa M AETETO C¢
HaOMI0AABa 32 N0ABA HA HEXenaH eeKT.

3a aepxaHuounun

EECKPB].]HHT& Ha JICPKaHHIKIMMHH B KbPMATA NMPH X0pa HC € H3BECTHA.

3a KOMBUHAYUAMA EHWUNDUN U TEPKAHUOURUN

Karo pezymrar, ynorpebara Ha EnepHan He ce mpenope4Ba N0 BpeMe Ha KhPMEHe.
QepranuTer

OOpatnMi OHOXMMMYHH IIPOMEHHM B [IJIaBaTa Ha CIOEPMATo30Ha, KOMTO MOTar A3 Hapymar
OILIOXKAAHETO, €A CHOOIICHH NPH HAKOH MALTHEHTH, JEKYBaHH ¢ GIOKepH Ha KallMeBHTe KaHAanH. B

cayvaure, [IPA KOWTO MHOTOKPATHO in-vifro olI0XKIAHE € HCYCOCIIHO H HE MOXKE a CC HAMCPH Op

-~
obscHenue, TpaGRa 1a cc 0OCHAU BBIMOXKHOCTTA IPHYHHATA 33 TOBA 1A ¢a OiloKepHTe 458

KaHaJTH. Q@"

/

4.7 EdexTn BLpxy cnocobHocTTa 38 mogHpane H palora ¢ MAIHHA e
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Kamarmuust onur ¢ aopiar #-MerossTe OLOTAEXH NOXSINE, 50 YRPOXARNS Ha criocofnoeTvs 38
mofipaie N PAdOTR ¢ NAIHHNN-® MAAKC DEPORTHO. HeIBHOHMO OT TOSA, APONIOPEII 09 NODHIIOND
BUIMANNE, Thil KATO NOTRT 3. 00 HOABAT INMAHDANG, ACTCHNA, YMOPS H B PUAKE C/EYIaN, OLEANDOCY
(sx. Touxe 4.8).

4.8 Homosia MM AOUAPETOMNN PORKIIM

Hexenaunre JioxapeTooun POAKitH FPH KOMSHHHPRERE BPOAYKT 8 #0R00Hx e TeoR, Kelmenasann
APH SAMATA HAH APYTRTE CECTABKE, NIPIIONEHH CAMOCTONTEIND.

[¥pa xowrpoOnRpaHH KXNHKERNH HanHTeANNA ¢ Enepuan 10 mg/10 mg, sxmiounasm 329 nasmenr,
HOMSIMHETE 0dOkTH 08 OEoMISHN, KAKTO ¢ HOKSIAHO B ONEAHETA

Creasana ¢ CHCTEMO-ORFAMHETS KNacHGuxaIma 1 YooToTa Do MedDRA: Muoro wects (> 1/10), wects
(> 1/100 no <1/10), wewectu (>1/1000 ao <1/100), peaxu (> 1/10000 no < 1/1000), Muoro peaxw (<
1/10000) weussecTwH (RS MOTAY A& O ONPSAMIAT OT HAAH'IHNTS AAMMHH).

i

YecroTa Yocru Hevectn
Croremo-opranus xascnduanus | (2 1/100 zo <1/10) & 1/1000 to <1/100)
HNapywenun na umynnama cuicmema Cnpsmywrmm‘ -
Hapyuenun na nepenama cucmema | Jamalimane aapoBonne }
Hapywenun na yxomo u aabupunma. | Beprvro, |
BIUTIOMHTEARO | |
MOSHAHHONHO PEPTHIO |
| o
Cwpoewnu napywenun | [TannuraimH
Taxuxapans*
Cwooeu napyuienun Xunoronua™*
{ Iiupxyasropen KoRanc*
Pecnupamopnu, mopaxainu 4 Kamnuia {Cyxora » n.mom*
MeQUACTIUHANHU HAPYWIEHUNA [ |
4
CMOoMAauino- YPeaNy HaPYILENUR. Topra abaounHanxa Gosxa*
Canene*
Hapywenus na xoocama u Hepmarur*
NOOKONCHAMA MOKAH Epuren®
EneM Ha ycTHHTE*
Ypruxapun*
¥
Hapywenus na mycxyaro- Aprpanrns*
CKENEMHAMA CUCMEMA |
CHESUHUMERHAM T MBKAN
Hapywenus na 6v6peyume u MNoauypHa*
RUKOUNUME ROMUYG l'[onaiﬂl}fpﬂl“'
Hapywernus na penpodyxmuenama | EpexTrisa nﬂoﬁy}mmﬂ pSEHLU‘U? ..
CUCIEMA U Zbpoama. i
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OB Napywensn 1 ePoxmu na | Ynopa
MACWLOMO NA MPNICIICENNEINO. Acronnn®
3afenoxxa; * caMo ApH 1 T——

Forsniorrenus RE@OPNAMIHE I OTAGANITE KOMIOHONTY.

MeXay NOKSIRHATS TOKAPCTRSNH PESKH, ONOSIIORH 30 SHARARPIS O

Huopyuwenun na XpoGOHOCKIMNG t.IUMPNG CHCMENY.

He'eoTH: AHOMHA (BKMOYHTEIHO SICTINA H XOMONHTHYHE $OPMH)

Pensy: KeyTPONSHHUN, DOHINKGH XeMOTTIOBHH, NOHIDKOH XOMETOKPHT, TPOMBOLIATONOHNIA,
ArPARYIIOIMTOMN, HEAOCTATHYHOCT NA KOCTNHA MOIBK, MAHIHTONCHNA, FHMGAICHOTITNA

HMapyuensin na uMyHNGMaQ Clicmena.

Yeory: eBPRXIYBCTBHTENHOCT/ ANTHOSAGM - HMA OBOGIMEHIA 32 AHIHOHEBPOTHYCH ¢I6M HA JHHINTO,
KpaliinTe, YETHHTS, €3UKA, MIOTHCR WRAH ARpHHKCa (3. Touxa 4.4)

Peaxu: asronmyHua Gonecr

Enooxpunnu napywenua:
C HOH3RECTHA YECTOTA: CHHAPOM HR HERIGKBATHA CEKPALIMHA UE AHTHAHYPeTHYCH XopMoN (SIADH)

Hapysienun Na MemabORUIMG 1 XDARENEMO !

HMewecTi: xunornuxeMun (3. TOUKA 4.4), SHOPOKOHA

Yeocrit: YROIHURBAHE HA KATHA B KPLBTR, HOBHIIABAHS HA KPEATHHHHA B KPYbBTA
Heuwectn: yRemutieHIE HA KPUBHATE YPeR, HAMA/NIARAHS HA HATPHR B KPLRTA

Heuxwenu napyuenun:

YeoTH: aenpecHa

HeuecTn: cucronuve HA OGEPKAHOCT, GCOMREOIGHTHOCT, §030BHHE, HEPBHOCT
Penxn: sSHOPMHH CHLHHILA, HADPYILOHHN N ChHA

Hapywenur na neperama cucmema:
Muoro yecrn: 3amaliBane
Yecru:riasobonue

HevecTn: napecreInn

Hapywienun na ovume.
MHOI0 9eCTH: IRMEITIOH0 BIDKIAHS

Hapywienun na yxomo u 1a6upunma.
HeyecTn: BEPTHIO, THHHTYC

Cupoeunu napyuienus:

YeoTH: apHTMHA, AHTHHA [ICKTOPHC, TAXHKAPAHA

HevecT: mannuTayHH, MHOKAPACH HHGAPXT, BEPOXTHO NOCIISACTBHS OT NPEXOMOPHATA XHROTOHMR
[PH BHCOKO-PHCKOBR NALMEHTH (BXK. TouKa 4.4)

Cvl08u napyuienua:
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YecTH: XMMOTOHKA (BKIIOUYMTENHO OPTOCTAaTHYHA XMIIOTOHHS), CHHKOI, LepeOpoBacKkynapeH
MHIHACHT, BEPOATHO MOCAEICTBHE OT IPEKOMEPHATA XHIIOTOHHA NPH BHCOXO-PHCKOBH NALHEHTH (BiK.
TO9KA 4.4)

Hedectn: 3auepsiabaHe, OpTOCTATHHA XHITOTOHHUSA

Penxu: peHomeH Ha Raynaud

Pecnupamopnu, 2pwOnu U MEOUGCMUHATHY HADYUWLEHUA:

MHoro yecTH: xauuviHua

YecrH: AACTIHEA

Heuectn: puHOpes, dapHHronapHareanHa 6oka 1 guc(oHUA, OpoHXOCNIAIBEM/aCTMA
Penxn: Oenoapobex HHGHITPAT, pMHMT, aleprudeH ATBEOIHT/03HHOPAIHA THEBMOHHA

CmomMauiHo-4peeru HaPYUleRUA:

MHOro 4ecTH: rajacHe

Yecru: auapus, abapoMuuanHa 6omnka, qucreysns

HeuecTH: Hiteyc, MAHKPEATHT, NOBPBIIAHE, AUCTISICHA, KOHCTHIALMA, CTOMAINEeH AUCKOMGOpT,
CYXOTa B YCTAaTa, NENTHIHA A3Ba

Peaxu: croMaTHT, a)TO3EH CTOMATHT, INOCHT

MHOr0 peaKy: HHTECTHHANCH aHIBOSIEM

Xenamobunuapnu Hapyuenus
Peaku: uepHoApoOHA HENOCTATHYHOCT, XEMATHT - MM XOIECTATHYEH XENaTHT, WiH 4depHOxpolHa
HeKpOo3a, X0N1eCTa3a (BKIOYHTENHO XK HITEHHIIA}

Hapywenun na xodicama u nookoXCHama muvKax.

YectH: 00puB

Hegectu: xumnepxuaposa, cepbex, ypTuKapus, aloncuus

Pepxu: MynTudopMeH epuTeM, CHHAPOM Ha Stevens-Johnson, exconuaTHBEH ASPMATHT, TOKCHYHA
enuAcpManHa HEKPONH3a, NEMPHTYC, EPUTPOAICPMA

HMMa crobnieHns 3a KOMIUIEKC OT CHMITTOMH, KOHTO MOXe Ja BKTKOYBA HIKOH WIH BCHYMKH OT
CNIEAHHATE CHMITTOMH: TEMNIEPATYPA, CEPO3HT, BACKYJIHT, MHANTHA/MUO3HT, aPTPAIrHi/apTpHT,
MO3MTHBHH AHTHHYKJICApHM anTiTena (ANA), MOBHHIEHA CKOPOCT Ha CEIMMCHTALHA Ha
eputpouutute (ESR), eosuHodunus u neskoumTosza. Morar aa ce noasar oOpus,
$bOTOMYBCTBUTENHOCT MIH APYTH ASPMATOJIOTHIHH NPOSBH.

Hapyutenus Ha MycKYIHO-CKEIeMHAMA CUCMEMA U CHEOURUMENHAMA MBKAH.
Hedecty: MyCKyaHN CIa3MH

Hapyweriun na 6vbpeyume u nuxounume nomuwya.
Heuectn: 6u6peuno yBpexaane, 6a0pedia HEIOCTATBYHOCT, MPOTCHHYPHA
Penxn: onurypus

Hapyuenun na 6o3npoussoumenniama cucmema u 2epoama:
Heuectu: epexTiiHa AuchyHKIHA
Penxn: rugexoMacTia

Obwu napyuterust u eghexmu Ha MACMOMO HA RPURONCEHUE:
MHOro 4yecTu: acTeHHs

Yecru: ymopa, rpsaHa 6onka
Hevectn: mpuionasaHe, Tpecka

Camo nepxanuduns

Heskenanu peakiin HacTenBaT npubausutento mpy 1,8% oT aekyBaHuTe namlem

SmPCPIL030068/5 16.07.2012 — Updated: 12.06.2013

b
'




1.3.1 Enalapril + Lercanidipine

SPC, Labeling and Package Leaflet HU

Haiil-uecTo cho0MCHHTE HeXENaHH JICKAPCTBEHH PERKLAH NNPH KOHTPOJIHPAHH KITHHHYHHA H3TTHTBAHHA
ca rnasobonue, samatinane, nepudepeH 0TOK, TAXUKAPANA, MANNHTAIHH K 3a4¢pBABaHE, BCEKH OT
KOHTO ce MPpOodBABa NpH No-Manko ot 1% OT naluueHTHTe.

Hapyiuenus Ha umynnama cucmema
MHOI0 peaku: CBPbX9yYBCTBHTEIHOCT

Hcuxuunu napyuienus
PenxH:ChHIUBOCT

Hapywenun na nepenama cucmema
Heuecth: rnasobonue, 3aMaiiBaHe

Cwpoeunu napyuienus
HeuecTu: TaxuKkapius, NannUTalHNA
Penku: aHTHHA IEKTOPHC

Cwoo8u napyutenus
HegecrH: n3ueppsBaHe
MHOr0 PeAKH: CHHKOTI

CMmOoMauHO-4ypesHi HapYUieHUR
Penxwu: rajgeHe, AHCHENCHA, AMapud, a0HoMHHATHA OONKA, NOBPBIIAHE

Hapywenua na xoocama u nooxoxcHama moKkax
Penxu: obpus

Hapyuenus na Myckyaqo-crelemnama Cucmema U CoeOUHUMeRRama muvKan
Penky: MMaNTHA

Hapyuenus na 6vbpeyume u nuxounume nomuwa
Penxu: nonuypus

Obwu napyuternun u ehexmuy Ha MACMOMO HG NPUIOINCEHUE
Heuectn: nepudiepen enem
Penxn: acteHus, ymopa :

CneaHure HEKENAHH peakii ¢a ChOOIEHH MHOTO PAAKO B CTIOHTAHHH CHOOINEHHNA OT NOCT-
MapkeTHHTOB onmuT (< 1/10000): ruHTHBaNHA XHIIEPTPOhHA, OOpaTHMH TOBHUICHHA HA CEPYMHHTE
HHBA Ha YepHOAPOOHATE TpaHCAMHHA3N, XHITOTOHHA, HApyILIEHHE HA YeCTOTATA H8 YPHHHPAHE H

rpbana 6omka.
Hskou JHXHAPONHPHAHHH MOTAT PAJKO Aa TOBESAAT 10 MPEKOPAUAIHO OKanU3upaHa 6oaKa uiH
AHrHHA NEeKTOPHC. MHOIO pAaKo, IALMEHTH C MPEBAPUTEIHO CBIIECTBYBALIA AHI'HHA MIEKTOPHUC

MOT2T []a HIHTBAT MOBHIIEHA YE€CTOTA, MPOIRIKUTENHOCT WIH TEXECT Ha Te3H KpH3d. Morar na
HACTBIAT W3QJIMPAHHM ClIydaHd Ha MEOKapAeH HHPapKT.

JIepKaHWAMIHH HE W3Sk 2 a HMA HAKAKbB HexenaH ebekT BEpXy KPBBHATA 3aXap WIH CepYMHMITE
JIMTIHTHH HHBA,

49 Ilpeno3upane

Ho MoMeHTa HAIMa CHODIIIEHH CIYYaH Ha npeao3upane Ha EnepHan.
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Hali-BepOATHHTE CHMITTOMH HA NPEAO3HpaKE Ca TeKKA XMNOTOHAA, OpaaHKapaud, pediexcHa
TAXHKAPAUA, [OK, CTYIIOP, SIEKTPONHTHH HapyiieHud U OGp0peuHa HSAOCTATHYHOCT.

MepkH npH npenosHpase:

Jleuennero € HACOUEHO OCHOBHO KbM MPEeMaxBaHE Ha OTPOBATA H BE3CTAHOBABAHE HA CTAOHIHO
ChPAEHHO-CHA0BO CheToAHHE. Clien epopateH MpHeM € nokasaHa 00unHa NPOMHBKA HA CTOMAaxa -

CBCHTYANHO KOMOHHHPAHH ¢ YpPEBHA HPHUTALIHA.

OnuT ¢ npeno3upane Ha SHATANPHI

HmMa OrpaHHYCHH JaHHH 33 NPCNC3IAPAHe IIPH XO0pa
HMIITOMH.

Haii-m3pa3cHHATE NpOABH HA NPEAO3HpaHe, CHOOIIEHH A0Cera, Ca NoaYepTaHa XHIOTOHUA (KOATO
HACTBIIBA OKOJIO HECT Yaca Clied, OorThllaHe Ha TabneTkuTe), CITHOBPEMEHHO ¢ OIOKHMpaHe HA
CHCTEMATa PEHHH-AHTHOTEH3HH H CTYTIOP.

CuMImoMuTe, CBBp3aHH ¢ mpeao3rpane Ha ACE HHxuOHTOpH MOIraT Jia BRIIOYBAT IMPKYJIATOPEH
LIOK, €NEKTPOJHTHH HAapyHIeHHd, 6p0peyuHa HeZOCTATHYHOCT, XHIICPBCHTHIALAL, TAXHKAPAUA,
nannuraiMy, Gpaauxapnis, 3aMalisate, Ge3nokolicTeo 1 kamnuua. CepyMHH HHBA HA SHATANPHIAT,
100- 1 200-KpaTHO NO-BHCOKH OT 0OMYAHO HAGNIJABAHMTE NIPH TCPANCBTHIHH J03H, A CHOOMEHH
cJieq normeinane cbOTBECTHO Ha 300 mg 1 440 mg eHananpui.

JICHCHHAES:

[Ipenopp4BaHOTO NeYEHHE Ha MPEIO3NPAHE ¢ HHTPABEHO3HO BIIHBAHE Ha PHINOIOTHIEH pAsTBOP.
AKO HaCTBHIH XHIOTOHMSA, MAIHEHTHTE TPAGSA 4a Ce MOCTABAT B IOKOBA MO3KLHA. Jlenenne ¢
HHQY3HA Ha AHrHOTEeH3HH 11 H/HIH HHTPABEHO3HH KAaTEXOJIAMHHH CBILO MOXE Ja ce 0OCHIH, KO € Ha
pasnonomkeHHe. AKo TabneTkuTe ca NOTBIHATH CKOPo, TPAORA Ja ce B3IEMaT MEPKH 32 SIMMHHAPAHETO
HA SHANANPWIOB MAIEaT (HaNp. NOBPBLIAHE, TACTPANEH NaBaX, IPUIoKEHUE Ha abcopOeHTH HIN
HaTpHes cyndar). EHananpaiaTsT Moxe Aa 6BIE OTAENEH OT UHPKYJallMaTa Ype3 XeMOqHanu3a (Bix.
Touka 4.4). Jledenne ¢ nelicMeliKBp € NoKa3aHo NpH Pe3HCTEHTHA Ha Tepanua Opaaukapaud. XH3HeHH
MMOKA3ATENH, CEPYMHH €NeKTPOIUTH U KPeaTHHHH TpAOBa 1a ¢ce MOHHTODHPAT IIOCTOSHHO.

Onur ¢ npeao3upale Ha NePKAaHURHITHH {
CHMIOTOMH:

KaxTo ¢ npy Apyrd AUXUAPONMPHINHM, NPEAO3HPAHETO MOXKE A4 C€ O9aKBa Ja NMPHINHH NPCKOMEPHA
nepudpepHa Ba30AUAATALMA ¢ HIPA3EHA XHTIOTOHHS H pedIeKCHa TaXuKapaus.

OT MocT-MapKeTHHIOBMA OIUT ¢a ChODIIeHH TPH cliyuas Ha npenosupate (150 mg, 280 mg 1 800 mg
JICPKaHHJHIHH CHOTBETHO Ca MOTBAHATH NpU ONHT 33 camoyOmiicteo). [IspBHAT NnauweHT pa3sHBa
CHHJIHBOCT. BTOpDHAT IALMEHT pa3BHBa KapIMOreHEH WIOK ¢ TeXKa MHOKapiHa HCXOMHA H JeKa
OpOpeuHa HeZOCTaTBYHOCT. TPeTHAT NalHeHT H UM NOBPBINAHS H XHIIOTOHHA,

BeudKH NauueHTH C& Bh3CTAHOBABAT §¢3 TpaliHi MOCASAHIH.
JleaeHue:

B ropecnioMeHAaTHTe CAY4YaH, ICYEHHETO CE ChCTON CHOTBETHO B: CTOMALIEH J1aBajK, BHCOKA o3a .
KaTeXONaMHHH, ¢Gypo3eMH, JUTHTAHC H NApEHTEPATHHU [UTA3MCHH 00EMO3aMECTHTEAH, Ayt M
BBIJIEH, TAKCATHBH ¥ WHTPABCHO3CH AOMAMHUH. ‘
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B ciyuaid Ha Texka XMnoTonHA, SpagHKkapaHa B 3aryba Ha Ch3HaAHHE, KApAHOBACKYIAPHA NOAAPRKKA
¢ HHTPaBEHO3€H aTPOIHH 32 IPOTUBOACHCTBHE HA OpaiukapaIuATa, MOXKE Aa € OT NoA3a.

Karo ce nMa npeBUA MPOARDKUTETHOTO GapMaKOTOrHIHO AeHCTBHE HA JSPKaHHIUITHH.
KapAHOBAaCKyIapHHAT CTaTyC Ha MAUMSHTHTE, IPHEIN CBPEXA03a TpA6Ba Ja ce MOHHTOPHpa Haii-
Maiko 24 gaca. Hama undopmanng 3a moizara or auaniia. Thi Karo JIEKapCTBOTO € BHCOKO
TUNOPHATHO, MHOTO MAJIKO BEPOSATHO € IUTa3MeHUTE HMBA Na OBAAT HOKAa3aTe/IHA 3a
NPOARDKMTENHOCTTA HA pHCKOBaTa daza. Jlnanusara Moxke Jaa He Opae edexrusHa.

5. ®OAPMAKOJOIHYHH CBOUCTBA

3.1 DapMaAKCAHHAMHYHH CBOlicTES

PapmakotepaneBTHuna rpyna; ACE nHxnOuTOpH B O10KepH Ha KanIMEeBUTe KaHAIH: CHaIANpWI M
nepranuaunua. ATC xoa: CO9BB02

Enepnan 10 mg/10 mg npeacranassa puxcHpana komMOusauua Ha ACE uHxabutop (eHananpun
10 mg) n Gnokep Ha KaNUWEBATE KaHATH (AepKaHuaunuH 10 mg).

Kinnnuvna ebHKacHOCT M G€30macHoCT

Ilpes munorrara ¢asa Il Ha gBOHO-CNIANO, KIHHUMHO M3NMHTBAHE ¢ A00ABEYHO NICYCHHE, HPORSACHO
np# 342, HeMOBJIHABAIM Ce OT NepkaHuAUNKH 10 mg (onpeneneHo KaTo AHACTOIHO APTEPHATIHO
HanArase B ceqHano nonoxenue CIAH 95-114 u cueTonHO apTepHATTHO HANATAHE B CEXHANO
nonoxenune CCAH 140-189 mmHg), namanensero na CCAH e 5,4 mmHg no-ronsamo ¢
koMOHHauuaTa eHananpun 10 mg/ nepkanuannuH 10 mg, OTKONKOTO CAMO ¢ NepkaHUAHNHH 10 mg
cnen 12 ceamunu apotiHo-cnano neuenue (-7,7 mmHg copamo -2,3 mmHg, p<0,001).Ceimo raka,
HamaneHneto Ha CIJAH e 2,8 mmHg no-ronxsmo ¢ koMOHHALMATA, B CPABHEHHE ¢ MOHOTEpanusTa (-
7,1 mmHg cnpsamo -4,3 mmHg, p<0,001). BpoAT Ha NOBIHANNKTE C& € IHAYMTEIHO IO-BHCOK C
koMOHHUpaHa Tepanus, B cpaBHeHHe ¢ MOHoTepanua: 41% vs 24% (p< 0,001) 3a CCAH 1 35%
cnpamo 24% (p=0,032) 3a CJJAH. 3Ha9HTENHO NO-BUCOK MPOLEHT OT NMALHEHTHTE ¢ KOMOHHEpaHa
Tepanus ¢a ¢ HopManusupano CCAH (39% cupamo 22%, p<0,001) u ua CIAH (29% cnpamMo 19%,
p=0,023) B cpaBHeHHe ¢ NaUKeHTATE C MOHOTEparmA. [Ipes npoaAbIXKUTEIHa Pa3a Ha OTKPHTO
[MpOCNefABAHE HA TOBA NMPOYYBaHE, MPOMAHA KbM KOMORHaIMsTa cHatanpw1 20 mg/ nepkamyand 10
mg € paspelieHa, aKO ApPTEPHAIIHOTO HANAraHe ce 3anbpxka > 140/90 mmHg, [IpoMaHa ¢ HanpaeeHa
npu 133/221 naumnentn 1 CAAH ce HopManu3upa ciea npoMaHara B 1/3 oT TesH ciryda.

MeXxaHH3BM Ha JeHCTBHE
EHananpwioB Maneat npeAcTaBiIsBa MajleaTHa CoJl Ha eHAIanpul, IPOH3BOAHO HA ABE

AMUHOKHCENNHM, L-aaHuH M L-ponuH. AHTHOTEeR3uH-KoHBepTHpaitusT eH3nM (ACE) e nerrriaun
DUNENTHAA3A, KOATO KaTAMTH3IHpa NPEBPBIAHETO HA aHTHOTEH3UH 1 A0 BA3ONpPEeCOpHUA areHT
aaruoTeH3nd I1. Ciea pesopbius, eHananpui ¢e XHAPONH3Hpa 10 eHANaNplIaT, KOATO HEXHOHPa
ACE. HrooiOHimaTa na ACE oy Ao HaManeH nnasMeH aHrHoTeHsHH 11, koero Boau J0 NOBUINIEHA
MmIa3MeHa aKTHBHOCT Ha PeHAH (IopanH MpPeMaXxBaHe HA HEraTHBHMA OTTOBOP Ha OCBODOKAABAHETO

HA PEHMH) H TIOHIDKSHA CEKPELMA HA alIIOCTEPOH.

Tl xato ACE e uaenTnueH Ha khnaza Il, eHananpun Moxke CBIIO Aa HHXHOHpA pasrpaxiaHeTo Ha
OpaauKHHHH, MOLICH BazoaenpecopeH nenrui. Benpexu Tosa, poifTa HA TO3M MEXAHUIEBM B
TepaneeTHIHATE ePEXTH HA SHATIANPHN BCE OIIE He ¢ pa3dpaH.

BBNpeky ue MEXaHU3MET, 110 KOHTO eHANanphn MOAMKABA KPHBHOTO HAMATAHE, CE OT/1aBa NPEMMHEO,
HA HOTHCKAHETO Ha CHCTEMATa PEHHH-aHTHOTEHIHH-ATA0CTEPOH, SHANANPHA & ammepnw n,

AOPH MPH MALHEHTH ¢ HICKH HHBA HA PEHHH. | &3‘
A
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IlIprnoxeHneTo Ha SHANIAIIPHI HPH XHUICPTIIOHKIH IOHMKABA KPEBHOTO HAISMTAHEe, KAKTO B
H3[IPaBEHO, TaKa H B JICKAIO NONOKEHHE, §e3 3HAMMMO YCKOPABAHE HA ChPACUHATA YECTOTA.

CumrrroMaTHyHa NOCTypaJiHa XHITOTOHNA € pAOKa. an HAKOH NMALMEHTH MOKE Aa OTHEME HAKOJIKO
CCAMHIH Ha NCYCHHUC NIPCAH Ja CE€ NMOCTHUIHE ONTHMAIHHA KOHTPOO Ha KPBBHOTO HAJIATAHE. Pazkoro
[IPCKBCBAHC Ha CHANANPWI HE € CBBP3aHO C G'B]JSO NOBHIIABAHC HA KPBBHOTO HANIATAHE.

EdextnHa HHxHOHIHA HA akTHBHOCTTA HA ACE HOpManHo HacTsnea 2 10 4 Yaca Cliel NepopaIHo
NPANOKEHHE Ha eAMHUYHA J03a eHananpun. [Tospa Ha AHTHXHIIEPTEHIUBHO AeHcTBHE OOHKHOBEHO CE
HabMK0aaBa ciiel eIHH 4ac ¢ MAKCHMAITHO TIOHHXXKEHHE HAa KPBBHOTO HanaraHe 4 1o 6 vaca cien
OpUnoxKeHNETO. [IpOABIAKNTENHOCTTA Ha AelicTBHE € J030-3aBHCHMA, HO C NPENIOPHIBAHHTE NO3H €
MOKa3aHo, Y& AHTHXHIICPTEH3HBHHTE U XeMOAHHAMUYHUTE KT NEPCUCTUpAT Halt-manko 24 yaca.

XeMOIUHAMWYHH IPOYJIBAHUA ITPH NALMEHTH ¢ €CeHUHAIHA XHITICPTOHHA NIOKA3BaT, Y€ NOHUKCHHETO
Ha KPBBHOTO HAATAHE € CBBP3aHO ¢ HAMaleHHUe Ha NepUdepHOTO APTEPHAITHO CBIIPOTHRICHHE H
MOBHILIEHHE Ha ChpAcuHns AeGur. MMa Manka Wi HUKAKBA IPOMAHA B ChpAeYHaTa YecroTa. Cnea
NPUNOKEHUE HA eHANANPu, (eOpeIHHAT KPBBEH NIOTOK HAPACTBA, JOKATO CKOPOCITA HA IMIOMEpYIHa
¢unTpaumna ocrasa HermpoMeHeHa. Hama npu3Haim Ha 3aApbikKa Ha HATpHii i Boaa. HesaBHCHMO OT

TOB4, NIPH NMaNUEHTH ¢ HECKA CKOPOCT HA IMIOMEPYJIHA (iurrpanis npeau 1e4eHHETo, TasH CKOpOCT
OGHKHOBEHO € NOBHLICHA.

Hamanexn anbyMuHypus, ypHHapHa ekcKkpeura Ha IgG u Totanen nporenH ce Habmonasar cne
NpHEMAHE Ha EHANAITPHI NPH KPATKOTPaiHH KIHHUYHY NIPOYYBaHRS NPH NalMeHTH ¢ H 63 auaber ¢
Gu0Opeuna Gonecr.

JlepkaHMIHIIHH € KANIKEB aHTANOHUCT HA AUXMAPOIIMPHAMHOBATA IPyTia H HHXMOUpa
TpaHcMemMOpaHHuA HHOIYKC HA KaNIUA B CHpAEYHATA U ITIANKATa MYCKYyaaTypa. MexaHH3MEBT Ha
AHTHXHIICPTEHIUBHOTO NeHCTBHE ce Oa3Hpa Ha ZHPEKTEH pelakcHpall eQeKT BhpXY ImaagkaTa
MYCKynarypa, NOHMKAaBaliky 110 TO3M HauHMH OOMOTH nepudepHo CHNpoTUBNCHHE. JIepKaHU IHITHH
MMA YALIKESHO aHTHXHNEPTEH3HBHO ACHCTBHE, IBIDKALIO C& HA BUCORUA My MCMOpaHeH
pa3JenHTeNneH KoePUIMEHT 4 € JIHIIeH 0T HEraTHBHH HHOTPONHHA ¢eKTH nopaan BUCOKATa CH CHAOBA
CEJIEKTHBHOCT.

Twit kaTo BasoAWNATALMATA, IPUMMHCHA OT NEPKAHHIUITAH CE Pa3BHBA MMOCTENEHHO, OCTPA XHIIOTOHHA
¢ pednexTopHa TAXHKApAKUA c& HAOIOAABAT PAAKO ITPH XAMEPTOHHLIH.

KakTo 1 npu ApyTH aCHMETPpHYHH 1,4-THXMIPONHPHANHH, aHTHXHIIEPTEHIHBHO JelicTBHE Ha
NEPKAHHIMIIAH C€ TB/KH TVIABHO HAa HEroBHA (5 )-eHaHTHOMED.

5.2 DapMAKOKHHETHINH CBOHCTRS

He ca HaOnioaaBaHi $papMakKOKMHETHUHY B3aUMOACHCTBHA MPH €AHOBPEMCHHO MPHIOKCHHE Ha
EHANANPHI 1 JISPKAHHIUNHH.

OapMakoKHHETHKA Ha SHANIANPA

Abcopbyus

INepopanHusT eHaNANpun ce pezopbupa 6Bp30, ¢ MOABA HA MAKCHMAJIHM CCPYMHH KOHIICHTPALHA Ha
EHAJIAIIPWI B PAMKHUTE Ha eIMH 4ac. B13 ocHOBA Ha KONMNECTBOTO B yPHHATA, CTEIICHTa Ha pe3opbuus

Ha CHANANpH OT NEepopaler eHananpunos Manear € npudnusznrenHo 60%. Pesopbuuara na
[epopaneH SHaNanpuil He ¢e BlIfAe OT NPHCHCTBHETO HA XpaHa B CTOMAIIHO-YPEBHHA TPAKT.

Pasznpedenenue
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Cnen pezopduus, NEPOPATHHAT SHANANPHI OBP30 M EKCTEH3HBHO C& XUAPOIH3HPA 10 CHANAMPHILAT,
KOHTO € MollieH HEXAOUTOP Ha AHTHOTEH3HMH-KOHBEPTHPALMA €H3UM. MakCHMAaNHHTe CepyMHH
KOHLICHTpALIHM HA EHAJIAIIPHIAT HACTBIBAT 3 A0 4 yaca Cliel nepopaitHa 1033 Ha €HANANIPUIOB

Manear. EjexruBHUAT NOMyXUBOT 32 HATPYTIBAHE HA SHANANPUN CleABAHKHN KOHLIEHTPALHUTE HA
CHAJIANPHIIAT CE NOCTHTA CAEN HETHPH JHW JISUeHHe.

Crnopea HHTEpBana OT TEPANEETHYHO 3HAYUMH KOHLEHTPALHH, CBBP3BAHETO HA CHAMAIIPHI ¢
TTa3MEHUTE NPOTCHHM NIPH X0pa He mpesuiuasa 60%.

buompanc A

OcBeH NpeBphIIAHETO B SHANAMPUIIAT, HAMA JOKA34ATE/ICTRA 38 3HAYATESICH MeTab0/IH3bM Ha
EHANMANpPH.

Enumunupare

EnuMUHEpaHETO Ha SHANMANPUNIAT € HpeAnMEO npe3 6s0permpre. 'NaBHUTE KOMOOHEHTH B YPHHATA Ca
eHamanpwiar, npencrasnasai 40% ot Zo3ara 1 HeNpoMeHeH eHananpuia (okono 20%).

brbpeuno yepexcoane

EKXCno3sHIUATa Ha CHAANPHN H EHANANPHIAT € TIOBHINIEHA NPH NaKeHTH ¢ 60pevna
HEAOCTAaTHYHOCT. IIpH NaluenTH ¢ exa X0 yMepeHa OB0pedHa HeROCTaThYIHOCT (KPEATHHHHOB
knupbHC 40-60 ml/min}, B ChCTOAHKE HA HacHmaHe, AUC Ha eHananpiiar e npubIHIHTeIHO
ABYKPATHO NO-BHCOKA, OTKOJKOTO MPH MALIMEHTH ¢ HopManHa 6s0pevuHa ¢yRKIMA Cnel NPHIOKEHHE
Ha 5 mg eAMH 0BT JHeBHO. [1pH Texkko 616peuno yapexnane (KpeaTHHHHOB KITHpEHC < 30 mi/min),
AUC e nopuuena npudnmsurento 8-kparHo. EQekTHBHUAT NONYXKUBOT Ha EHANATIPUIIAT Cen
MHOIOKPATHHY JA03H SHANAMPHIOB MAIEAT € YAWDKEH Ha TOBA HUBO HA 610pevHa HeOCTATHYHOCT
BPEMETO 10 CHCTOAHHME HA HACHINaHe € 3afaBeHo (BXK. To4Ka 4.2).

Enananpunar moxe aa 6b4¢ H3BeaeH oT 0010oTo KphaooOpalienue upe3 XxeMoauanusa, JuanusHuaT
KTHPBHC € 62 ml/min.

Kvpuene
Cnen eauHMYAa repopania Ao3a or 20 mg nps NeT XKeHH B CIISAPOAOB NEpHOH, CPEAHOTO

MAaKCHMAIHO HHBO Ha eHanampui B kepMata € L,7ug/L (c unarepean ot 0,54 no 5,9 ug/L) 4 no 6 1aca
ClIe/ mpHeMa Ha ao3ara. CpenHoTo MaKCHMMANTHO HHBO Ha eHananpunar € L,7 ug/L (¢ nurepsan or 1,2
20 2,3 pg/L). MakCHMaNHHTE HMBA HACTBIIBAT N0 PAIHYHO BpeMe fnpe3 24-4acoBHs nepuoa. Bus
OCHOBA Ha JAHHHTE 33 MaKCHMalH4 HHBA B KbpMaTa, C¢ MpELCHABA, ¢ MAKCHMATHUAT IPHEM TIpH
HOBOPOAEHO, KOETO NpueMa camo kKbpMa e okolo 0,16% ot mosara Ha malikara, cp00pa3cHa ¢
HEAHOTO Terno. JKeHa, kOATO ¢ mpHEMana nepopanto 10 mg cHananpit JHECBHO B IPOXRIKCHHE Ha
11 Mecena umMa MakKCHManHy HHBA HAa CHATANpUA B KbpMaTa 2 pg/l., 4 4aca ciey nprueMa Ha fo3aTa H
MaKCHMaHH HiBa Ha eHajmanpunat 0,75 pg/L, okono 9 yaca cnen mpHema Ha ao3ara.. O6moto
KONMMYECTBO HA EHANANPUI H EHANANPHNAT, H3MEPEHO B KbpMara 3a 24 uaca € choTBeTHO 1,44 g/l u
0,63 ng/l. HuBa Ha eHananpuiar B kbpMara (<0,2 ng/L) 4 gaca cnej npHeMa Ha eAMHUMHA 033 OT 5
mg eHATAnpII Npy €AHa Maiika 1 10 mg npu gBe Maiiki; HUBAaTa HA CHANAMPHUI HE Ca YCTAHOBEHM,

DapMaKOKHHETHKA HA TEPKAHUIMNMH
Abcopbyun

JlepkaHHAMIHH c¢ pe3opbupa HAITWIHO CAeA TIEPOPANHO NMPHIOKEHHUE W NOZBATA HA MAKCHMANHH
IasMeHy HHBa C€ ITOCTUra el MpuOausuTenHo 1,5-3 uaca.

AUC ca cpeano 1,2 nbTH No-BHCOKH NpH (5)-eHaHTHOMEPA. ENMMHHALIMOHHHATE 110
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ABaTa CHAHTHOMCPA Ca NMpPEIHMHO eAHAKBY, B3auMHO NPeBPBIIAHE HA ABATa CHAHTHOMEPA HE €
raOmoaasaHo "in vivo".

Iopany BucokHA MeTaboNHZbM NPH MBPBO MPEMURaBaHe, abcomoTHaTa OHOHATHYHOCT HA

[IEPOPATHHA IEPKAHUIHNHH HE B YCIOBHUA HA r1aaysaHe, e okono 10%. Hesasucumo oT ToBa,
OMOHANMHYHOCTTA cle MpHeMaHe OT 3paBH AOOPOBOIM B YCIOBHA Ha IMIajlyBaHe € HaMaleHa no 1/3.

[TepopanHara HATHYHOCT Ha IEPRAHUAHIIHAH CE NMOBHIIABA 4-KparHO, KOTaTo € OpHeT A0 2 Yaca CIel
Xpana, 6orara Ha MasHuHu. [Topanu ToBa, 1exkapcTBOTO TPAOBA A Ce MpUEMa MPeaH XpaHa.

Pain CHUE

PaznpeneneHneTo o1 maasMara KsM THKRHHTE U OpraiHute € Obp30 H eKCTeH3HBHO.

Crenenra Ha CBBLp3BaHE ¢ MNIA3MEHHTE NPOTEHHH HA JCPKAHUAMITHE HAIXBepis 98%. Tt karo
HHMBaTa Ha [UIa3MESHHUTE MPOTEHHH ¢a HaMANeHH OpH NALMEHTH ¢ Texka Op0pena unH depHOApoOHA
AHChyYRKUHA, cBOOOAHATA (PPAKIINA HA TEKaPCTBOTO MOXeE Aa € MO-BHCOKA.

buompancdopmayun

JleprkanAaMNUH ce merabonusnpa excreH3uBHO oT CYP3A4. He e HaMepeHa mpon3BoaHa cyGCTaHIMA
HHTO B YpPHHATa, HUTO BB QekamnTe. ToH ce npespbila NpeaMMHO B HEAKTUBHH METabOIHTH |
npubmmsurento 50% ot fo3ara ce eNUMHHMPAHA B YPHHATA.

In vitro exciepIMEHTH ¢ 4epHOAPOOHM MHKPO3OMH NIPH XOPa MTOXA3BarT, 4€ JIPKARHAUIINH NPOABABa
nexo HExuOUpaHe Ha aBata eH3uMa CYP3A4 HCYP2D6 npu koxuexnTpatmu 160- u 40-rbTH 11o-
BHCOKH OT MaKCUMAMTHHTE TFIA3MEHH HUBA, ITOCTHIHATH CNEA MPHIOKCAHETO Ha 20 mg f034a.

OcpeH ToBa, Mpoy4YBaHUA Ha B3aHMOAEHCTBHETO TIPH XOpa NOKA3BAT, Me JepKaAHHAUITHH He

NIPOMEHA IVIA3MEHHTE HHBaA Ha MHa30/1aM, THIHMYeH cyOcTpar Ha CYP3A4 iy Ha MeTonpood,
THNHYeH cyOcTpaT Ha CYP2D6. [lopans ToBa, HE € OYAKBA, ITPH TEPANICBTHYHH J03H, JICPKaAHNIHIIHH
Aa HHxuOHpa GuotpaHcopMaLHaTa Ha NekapcTra, MeTaGonuzupann ot CYP3A4 wiu CYP2D6.

Enumunupane
EnuMuRMpaHeTO cTaBa raBHO upe3 SuorpaHcopmanus. Mzuncuer ¢ 8-10 uaca cpeieH NoMyXHBOT
HAa TEpMHMHANMHO SNUMHHAPAHE B MOPaAKR BUCOKOTO CBBP3BaHe ¢ THIMMAHNTE MeMOpani,

TepaneBTHYHATA aKTHBHOCT MpoAbIkasa 24 yaca. He e ycraHoBeHO HaTpynBaHe cien MHOTOKPATHO
NPHIOKEHHE.

Jurneapnocm/nenuneaprocm |
[TepopaHOTO NPHIOKEHHE HA TICPKAHWANITHH BONH A0 NNa3MeHH HHBa, KOHTO HE €a AUPEKTHO

MPOTIOPLIMOHAIIHH HA 103aTa (HennuHeapHa kuHetuka). Cnen 10, 20 un 40 mg, MakCHMAaTHUATE
[UTa3MEHH KOHLICHTPAUMH Ca B ChOTHOLIEHKE 1:3:8 @ ruiomlTe Mo IUIa3MEHHTE KPHBH HA
KOHLICHTpALIMA-BpEME €a B ChOTHOIECHHE 1:4:18, mokaspaliky MporpecHBRO HACHIIIAHE Ha
MeTaboIH3MA [PH MBPBO NpeMiHaBaHe. B cLOTBETBHE, HATHYHOCTTA ¢ IUBUIIABA ¢ YBEIHIABAHE HA
n03ara.

Lonvanumenna unpopmayun 3a ocobenu 2pynu nayuexsmu

IToxkasano e, e GapMaKOKHHETHIHOTO MOBSACHHE Ha NIEPKAHWAMITHH TPH MAlMEHTH B CTapuecKa
BB3pacT M NIPH NALMEHTH ¢ JieKa 10 yMepeHa 6u0pearHa quchyHKIIUE HIH JIEKO A0 YMEPEHO
yepHOAPOOHO yBpexkaaHe e noxobHo Ha ToBa, HabMmogaRaHO NpH O6IIATa rPYNA NALMEHTH. l'lamlclml
¢ TexKa ObOpetHa TuCYHKLHA HIH 33BHCHMH OT AHANN3a NALHEHTH, HOKA3BAT I10-BACOKH
KOHLIEHTPALMY Ha JieKapeTBOTO (Npubnmiznrento 70%). [Ipy nauMeHTH ¢ YMEPEHO RO TE
yeproapoOHO yBpexXaaHe, CHCTEMHAaTa OHOHANMYHOCT HA JIEPKAHHAMNHWH € BEpOATHO
KaTo EeKapcTBOTO HOPMAaNHO ¢ MeTAabONH3UPa eKCTEH3UBHO B YEPHRA APOD.

..ﬂ}'
I".'
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53 [IpeakauHn4YHH A3HHH 3a GezonmacHocT
Enananpun : nepkaHRIANMH KOMOHHAINA

INoTeHUMANHATA TOKCHYHOCT Ha GHUKCHpaHaTa KOMOHHALIMA eHATAMPH H JCPKAHHIMITHHE € TPOYyUeHa
NpH ILTEXOBE CJIEA NIEPOPATHO NPHIIOKEHHE A0 3 MeceLla M NPH JBa TECTa 34 FeHOTOKCHIHOCT.
KomOnHaupsAT2 He HapymaBa TOKCHKOIOTHIHHS MPO¢HI HA NBATA OTRSTHH KOMIIOHEHTA.

C'Bl.llecTB}'BaT CIICAHHTS JaHHH 38 nBaTa OTAC/THH KOMIIOHEHTA, CHANANMPHI H JICPKaHHAUITHH.

Enananpun

HexyTHHHYHKTE 1aHHH He MOKA3BAT 0CO0EH PHCK 33 X0paTa Ha 6433 HA KOHBEHUHOHATHHTE
¢hapMaKoIOrHYHH H3NHTBAHUS 32 §E30MACHOCT, TOKCHYHOCT MPH MHOTOKPATHO MPHIOKEHHUE,
INeHOTOKCHYHOCT M KapUMHOTEHEH MOTEHLIHAN.

[IpoyusaHHa Ha PENPOAYKTHBHA TOKCHYHOCT TOKA3BAT, Y€ CHANAMPHI HIMA eeKTH BPXY
dbepTHnrTETa M PENPOXYKTHBHOCTTA TIPH ILTBXOBE K He € TepaToreHeH. B eaHo mpoydsase, OpH KOETO
JKCHCKH [LTBXOBE Ca NOMYMHIH AO3H NpegH cebnpaHero no ABOAKM A0 OIIOKIAHETO, HACTHITBA
NOBHLICHA CMBPTHOCT HA HOBOPOJACHHTE ILUTBXOBE Npe3 MEpHOAA HA KbPMEHe. YCTaHOBEHO €, Je
ChCTABHOTO BELLECTBO NPeMHHABA Ipe3 IVIALCHTATA H ¢e OTAENA B MIAKOTO. [TokasaHo e, ue
MHXHOHTOPHTE HA AHTHOTCHIUH KOHBEPTHPANIUTE €H3NMH, KaTO KIIaC, HHAYUHPAT HeXKEIaHH PEeaKiuy
Npe3 KECHOTO (eTaNHO pasBHTHE, B PE3yNTaT Ha KOETO BOAAT A0 ¢eTanHa CMBPT H BpoleHN AchexTy,
ocoOeHo 3acaramy yepena. CroOieHH ca, ¢hle Taka, GeTOTOKCHIHOCT, 3a0aBeH HHTpayTepHHEH
pacTex H nepcucrHpair ductus arteriosus. CMATa ce, 4e TE3H AHOMAIHH B Pa3BHTHETO Ce AWDKAT OT
€NHa CTpaHa Ha AHpekTHOTO AeHicTBue Ha ACE-unxuburopure BopXy JeTanHaTa peHHH aHTOTEH3HH
CHCTCMA H OT APYra Nopaay UCXeMUs, NBIDKAIIA Ce Ha XHIOTOHHMA NpH Malkara, HaMaleHHe HAa
IUIALEHTHOTO KPBBOOOPAICHHE H JOCTABKATA Ha KHCIIOPOJ/XPAaHHTEHY BELISCTRA KM deTyca.

K HH
3HauyuMHTe ePexTH, HabMOABAHW NPH MPOABIKHTEIHE NPOYYBAHUA [IPH ILTBXOBE M KyJYeTa Ca
JAMPEKTHO HJIH HHAHPEKTHO CBBLP3aHH ¢ M3BECTHHTE €peKTH Ha BUCOKH J03H Ca-aHTaroHHCT,

INPEAMMHO OTpa3ABalllK MpeKoMepHa (apMaKkoIHHAMHYHA AKTHBHOCT.

.]IepKaI{HII,HIIHH HC NMOKa3bd reHOTOKCHYHOCT HJIH AAHHH 34 KapUHHOTICHEH PHCK.

JleueHneTo ¢ NepKaHHAMNHH HAMA eeKT BhPXY PepTrnnTeTa HIH 00IMara peipoAyKTHBHOCT IIPH
IUTBXOBE, HO NPH BHCOKH N03H HHAYLHDA Npe- H NOCT-UMILTAaHTALNA 3aryOH H 3abaBeHO eTanHo
passuTHE. HAMa AaHHM 32 TepaToreHeH e)eKT NpH TLTEX0BE M 33y, HO NMPH APYTH
AMXHAPOTIHPHAHHH € YCTaHOBEHO, 49¢ 2 TEPATOreHHH MPH KHBOTHH. JIepKaHWAHTIHH HHAYLHPA
IHCTOKHA, KOTaro ¢e nmpunara BbB BACOKA 103a (12 mg/kg/neH) no BpeMe Ha paxxAaHe.

PasnpenencHuero Ha JiepkaHHAMIHH H/WIN HErOBATE META00IHTH npH OpeMEHHH )KHBOTHH H
TAXHOTO &THMHHHpPAHE B KhPMATa HE € H3CIIeIBaHo.
6. ©OAPMALEBTHYHH AAHHH

6.1 ChnHcbK Ha NOMOIIHHTE BelllecTRA

Hopo na mabremxama
nosunoH K30
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MAICHHOBA KHCETHHA
HaTPHER HHINECTSH MMHKOJAT THN A
JIAKTO3a MOHOXHAPAT

HATPHEB cTeapun PyMapar
Durmoso noxkpumue
XHAIpOMENo3a

THTaHoB auokcuy (E171)

TaNnK
Makporon 6000

6.2 HecnBMecTUMOCTH

He e npunoxuMo

6.3 Cpok Ha rogaoct

2 ToAHHN

64 CroeuHanuH yCA0BHS HA ChXpaHEHHe

JIa ce cbxpaHsaBa B OpHI'HHAITHATA OTIAKOBKA, 33 Ja Ce MpeAnas: OT Biara.

6.5 /Ianu¥ 33 ONAKOBKATA

Briucrepun onakosxu (OPA/AI/PVC-Al dhonuo): 10, 14, 15, 28, 30, 50, 56, 60, 84, 90, 98 unu 100
TA0JIETKH B KYTHSI.

He BcuukM BHIOBE ONAKOBKH Morar Aa 6bOar MyCHAaTH B npoaaxsa.

6.6 Coennaanu npeANA3HH MEPKH NPH HIXBLPISHE

Hsama cnenlManHy H3UCKBaHHA,

7. NIPHTEXATEJ HA PAZPELIEHHETO 3A YOIOTPEFA

KRKA, d.d., Smarjeska cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

9. JATA HA ITBPBO PA3IPEIIABAHE/MOJAHOBABAHE HA PAZPEIIEHHETO 3A
YHOTPEBA

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA
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