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1. HWME HA JIEKAPCTBEHUS ITPOIYKT | EZ2ZY 99-4~ 1 b -01- 2025

3oden 7,5 mg dpunmMupanu TablieTKH
Zofen 7,5 mg film-coated tablets

3oden 30 mg dpuamupanu TabneTku
Zofen 30 mg film-coated tablets

s KAYECTBEH H KOJIMMECTBEH CbCTAB

Besika ¢punmupana tabnerka 3ogen 7,5 mg ceabspxka 7,5 mg 3odeHonpun kanuui (zofenopril calcium) kato
7,2 mg 3o¢enonpun (zofenopril).

Besaka punmupana tabnerka 3oden 30 mg cvabpxka 30 mg 3odenonpun kanumi (zofenopril calcium) kaTto
28,7 mg 30penonpun (zofenopril) .

lomMol1IHM BeniecTBa ¢ U3BECTEH e(PeKT:
Besika puiimupana tabnierka 3ogen 7,5 mg epabpika 17,35 mg nakTo3a MOHOXHIpAT.
Bceska (puiimupaHa tadsietka 3ogen 30 mg cpabpka 34,7 mg n1aKkTo3a MOHOXHK/IparT.

3a NMbJIHKUA CNUCHK Ha MOMOIIIHUTE BCUICCTBA BHIKTEC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Dunmupana Tabnerka
3o¢eH 7,5 mg: 0eJiu, Kpbriav (pUIMHUpPAHHU TabJIETKH C U3ITbKHAIW NOBLPXHOCTH.
3o¢gen 30 mg: O6enn, npoabiAroBatd puamMupaHu TabjeTKH ¢ aenuTenHa yepra. Tabnerkara moxke j1a Obje

pas/ieJieHa Ha ABE€ paBHH J103H.

4. KJIUMHWUYHHU JAHHUA

4.1 TepaneBTHYHH NOKA3AHHSA

XHUNEpPTOHMUS
3o¢eH e nokasaH 3a JieUeHHE Ha JieKa 0 YMepeHa eCeHLHa/lHa XUITePTOHHUSL.

OcTbp MHOKapaeH UH(pAPKT

3ogeH € nokasaH 3a JieueHHe, KOeTo TpsaOdBa 1a 3ano4yHe rpe3 nbpBuTe 24 yaca Npu MNalMeHTH C OCTbP
MUOKapaeH MH}papkT ¢ WiM 0e3 npu3HauM M CHUMITOMHU Ha CbpJIEYHA HENOCTAaTbYHOCT, KOMTO ca
XEMO/IMHAMUYHO CTAaOMUJIHU M HeE ca MoJiyyaBaJii TPOMOOJIMTHYHA TEparus.

4.2 Jlo3upoBKa H HAYHH HA NMPHJIOKEHHE

Jlo3upoBka

XHIIEPTOHHS
Bwv3pacmmuu
HeoOxoaumocTra OT TUTpUpaHe Ha ao3ata TpsOBa j1a ce onpejaed OT CTOMHOCT ’Q;Hﬂ// p’repq.-.
HajisiraHe, W3MEPEHO HEIOCPEACTBEHO Npead NMPUIIOKEHHUE Ha cieBalliata J1o3a. {[[9’3 rd Tpﬂﬁaa |
VBEJIMYaBa Ha UHTEPBAJIM OT YETUPH CEIMHILLK. \f e (

-

- e ] .I ’ |I-"r|:|
y &) e
- L Nt




Hayuenmu 6e3 obemen wiu conesu oepuyum

Jleyennero TpsOBa na 3anoyHe ¢ 15 mg BeAHBK AHEBHO M Ja ce NOBHLIABA NMOCTENEHHO A0 AOCTHraHe
ONTUMANEH KOHTPOI Ha apTEPHATHOTO HaNAraHe.

ObuuaiiHaTa edekTHBHA 1032 € 30 mg BeAHBK AHEBHO.

Makcumannarta AHeBHa A03a e 60 mg, npunaraii eNHOKPATHO WM Ha ABa OTACIIHHU NpUeMa.

B cnyuyaii Ha HenoCTaTbYEH OTrOBOP MOXE Na c€ A00aBAT APYrH aHTHXUMNEPTEH3UBHM JIEKApCTBA, KATO
auypetuuM (Bx. Touku 4.3,4.4,4.5u 5.1).

Hayuenmu, npu xoumo ce nodo3upa obemern unu coneeu oeguyum

IIpy BHCOKOPHUCKOBHM TMALMEHTH I1IPH MPHEM Ha ITbPBATA 1038 MOXE [Ja HACTBLIIM XWUMOTOHHUA (BIK.
“Cneyuannu npedynpexcoenus u npeonasnu mepxu npu ynompeba’). 3anousaHeTo Ha rtepanus ¢ ACE
MHXUOUTOPU M3UCKBA KOPEKIMA Ha CONIEBUS W/HNH 0OeMEeH NedHUNT, NMpeyCcTAaHOBABaHE Ha NPHJIAraHoTo
AUYPETHYHO JICUEeHHUE 3a ABa N0 Tpu AHH nmpean ACE uHxubuuuaTa M HayalHa xo3a ot 15 mg nHeBHO. AKO
TOBA HE € Bb3MOXXHO, HaYaiHaTa fo3a TpaAbBa na 6wae 7,5 mg nqHeBHo.

JlauwenTHTEe ¢ BHCOK PHCK OT TeXKO MPOTHHALLA OCTpa XHMNOTOHMA TpAOBa BHHMMATENHO Ja ce
MOHHUTOpPHpAT, 3a NpeanounTale B DOnHMLA, A0KATO TPAae MAKCUMAITHUAT €(PEKT cliel NpHeMaHe Ha ITbPBaTa
103a ¥ Npy noBHllleHHe Ha no3ara Ha ACE unxubutopa nw/unu amypetuka. ToBa ce oTHaca M 3a DalMEHTH C
AHr'MHA TEKTOPHC HIM MO3BYHOCHAOBAZ OONECT, NMPH KOWUTO TEXKAaTa XHIOTOHHMA MOXE Ja NpeaH3BHKA

MHOCKapACH HH(I)apKT HITH MO3BYHHOCHAOB HHLIMAOCHT.

bvbpeuno yepesicoarne u ouanusa

[Ipu xunepTOHULM C JIEKO HapylueHa Ob0peuHa pyHKUMA (KpeaTHHUHOB KIHPBHC >45 ml/min) Moxe na ce
npuinara cbllaTa 103a ¥ eRHOKpaTeH MpueM Ha 3opeH, KaKTO NpH NallMeHTH ¢ HopMmanHa OwOpeyHa
¢bynkumsa. Ha nanueHTH ¢ yMepeHOo A0 TeXKO HapyiieHa OwOpeuHa QyHKIHS (KPEeaTHHHHOB KIHPBHC <45
ml/min) ce npuiara noJIOBUHATA OT TepaneBTHYHATA 034 Ha 30geH, KaTO C€ 3aMa3Ba eIHOKPATHHS PEXHM
Ha MPHIIOKEHHE.

HavannaTta no3a ¥ pexxHMBT Ha J03HpaHe Ha 30¢)¢H NpH XUNEPTOHULM Ha AWanHn3a TpAOBa Aa Obje eAHa
YETBLPT OT A403aTa NPH NMalMEeHTH ¢ HopMaiiHa 6L6peuHa pyHKLMA.

[locnennrTe KIMHUYHY HAOMIOAEHUA NOKa3BaT rofisMa 4ecToTa Ha aHahHIAKTUIHO-TIOAOOHH PeaKLMM Nnpy
nauMeHTH Ha ACE maxMbHTOpH NMo BpeMe Ha XeMoaualiv3a ¢ BHCOKO ouMcTBalld MemOpanu win LDL
adepesa (Bxk. Touka 4.4 “Creyuaniu npedynpeicoeHus u npeonasHu Mepxu npu ynompeba’™).

Cmapuecka ev3pacm (Hao 65 200unu)
B crapuecka Bb3pacT NpH HOpMaJieH KPEaTUHHHOB KJTMPBHC HE Ce Hajlara NpoMsiHa B JO3HPOBKATA.

B cTapuecka BB3pacT NpH MOHMIKEH KPEATHHHHOB KIMPBHHC (noa 45 ml/min) ce npenoppuBa MOJOBUHATA OT
AHEBHATA 71034.

KpeaTHHUHOBUAT KIHPBHC MOXE J1a C€ U3YKCIHU OT CEPYMHHA KpeaTHHHH N0 ciieaHaTa ¢dopmyna;

KpeaTHHHOB (140-Bb3pacrra) x Ternoro (kg)
KupbHC (ml/min) =

cepyMeH KpeaTHHHH (mg/di) x 72

C ropHus MeTofl ce onpenens KpeaTHHHHOBHA KJIMPBHC NpH MbXke. [IpH KeHH nojy4eHaTa CTOMHOCT
TpsOBa na ce ymHoxu no 0,85.

Heproopobuo yepexcoane

OT Ta3U NpU NALUEHTH C HOPMAJIHA YEPHOAPOOHA (P YHKLIMA.
30(eH € NPOTHBOINOKA3aH NMPH XHIEPTOHKLIM C TEXKO YEPHORPOOHO YBpeX aaHE.




Heduampuuna nonynrayus
bezonacHocTTa M €heKTUBHOCTTA Ha 30(Q¢CH NpPH ela U KHOLIU 1o 18 rognHKn re € yctaHoBeHa. ETo 3auio

He ce npenopbuBa ynorpeda.
OcTbp MHOKapAeH HHPAPKT
Bvapacmmnu

Jleuenuero c¢bc 3odeH TpabBa pa 3anovHe A0 24 wyaca cliel HavaloTO HA CUMIITOMUTE Ha OCTpPHS
MHOKapaeH HHGpapKT U 1a NPOABAKH LIECT CEAMHLM.

[IpunoxeHnero Tpabra na Obae, KakTo cneapa:
1%% 1 2P nen: 7,5 mg npe3 12 yaca

3™ u 4™ pnen: 15 mg npe3 12 yaca

oT 5™ neH Hararbek: 30 mg npe3 12 yaca

B cnyuaii Ha HUCKO CHCTONHO apTepualHo Hansarade (<120 mmHg) B HavasnoTo Ha NEeYEHHETO HNU Tpes
ITLPBUTE TPH NIHH Clle] MHUOKapAHHA UH(APKT, AHEBHAaTa J03a HE TpAOBa Aa ce yBenuuapa. B cnyuail Ha
xunotoHus (<100 mmHg) neyeHneTo MOXKE Aa NPOABLKH € 1033, KOSATO € NMOHacgHa rnpean. B cayudaiil Ha
TEXKKa XHIMTOTOHHA (CUCTONHO apTepuwanno HajigraHe noa 90 mmHg B aBe nocnenoBaresliHd M3MepBaHHA
npe3 Hal-Mallko €MH 4ac), NPHIIOKCHHETO Ha 30(eH ce NpeyCTaHOBABA.

Cnen 6-ceaMuuHO nedeHHe TpAOBa Aa ce HANpaBM MOBTOPHA MpelLeHKa Ha ChbCTOAHHETO Ha MaLHeHTa U NpH
AWNca Ha MpU3HALIM HAa JeBOKaMepHa IUCHYHKLMUR MNIH CbhpAedYHAa HEAOCTATBYHOCT TEpanMATa ce
npeycTaHossBa. AKO BCE OLLUE c€ OTKPHUBAT TaKMBa MPH3HAIIH, JIEueHHEeTO TpsAORa a NpoaAb/IKHA NO-ABJITO.

[TanpenTuTe TpAOBA Aa NONYYaBaT H CTAHAAPTHO JICYEHHUE C HUTPATH, aCIHpPHH, OeTa-0oKEpH.

Cmapuecka ev3pacm (Hao 65 zo0unu)
3oden TpaOBa Aa ce H3NOJI3Ba BHUMATENHO NPH NALMEHTH ¢ MHOKapAeH UH(apKT Haa 75 roauHM.

bvbpeuno yspesxcoane u ouaiusa
He e ycTtaHoBeHa eg)eKTHMBHOCTTA M 0e30macHocTTa Ha 30QeH NMpH NAUMEHTH ¢ MHOKapAeH WHOMAPKT W
ObOpeyHO yBpexxaaHe WM Ha AManu3a, 3aTtosa 3odeH He TpadBa Aa ce U3MO3Ba NPH TAKWUBA NALHMEHTH.

Heprnoopobro yepescoane
He ¢ ycraHoBeHa edekTHMBHOCTTA M 6e30nacHOCTTa Ha 30(EeH NpPU NalMeHTU ¢ MUOKapAeH HWHOapKT U

4epHOAPOOHO yBpexkaaHe. 3aTOBa TOi He TpAOBa [a ce U3MON3Ba NPK TAKUBA NALMEHTU.

Ha4uH Ha NpUIOKEHHE

3oheH MOXKe a2 ce MpUeMa NpeaH, MO BpEMe Ha Wnu ciien xpaHeHe. Jlozuposkarta TpabBea a ce TUTpHpa B
CHOTBETCTBHE C TEPANEBTHYHHA OTIOROP Ha NMaLUEHTA.

4.3 IIpornBomoxasaHus

CBpBbXYYBCTBHTEJIHOCT KbM 30¢eHonpun kKamaumii, Apyrd ACE MHXHOUTOpPU WM HAKOE OT NMOMOLIHHTE
BEILIECTRA, U30pOEHH B TOHKA 6.].

AHaMHe3a 3a aHFTMOHEBPOTHUEH OTOK, CBbP3aH ¢ npeaxoaHo neyeHue ¢ ACE nHxuburopm.

CornbTeTBaiua ynorpeda npH Tepanus che cakyourpun/sancapran. 3odeH He TpsabBa i ,c/egﬂ 1o
oT 30 uaca cjiel nocrnenHarTa 103a cakyOuTpua/Bancapran (BX. cbilo Touku 4.4 u 4.5 / S /
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Texko yepHoapOoOHO yBpeKAaHE.

Bropy v TpeTU TpuMecThp OT OpemeHHOCTTa (BXK. TOUKH 4.4 1 4.6).

JKenu ¢ nerepoaeH NOTEHLMAI, OCBEH aKO HE M3MON3BAT €(hEKTUBHA KOHTPALETLIHA.

bunarepanHa creHO3a Ha OLOpeunKTe apTepHH WM YHUNAaTepaliHa CTeHO3a B cly4ai Ha eIMHCTBEH OBbOpek.

EnHospeMmenHata ynorpeba Ha 3odeH ¢ aNMCKUPEH-CHALPKAUIM NPOAYKTH € MNPOTHBONOKAa3aHa MPH
NAUHEHTH Cbe 3axapeH Auaber win 6u0peuno yepexaane (GFR<60 ml/min/1,73 m?) (8. Touku 4.5 u 5.1).

4.4 CnexHalHH NpeaAynpexaAeHAd H NIPeANA3HH MEPKH NpH ynorpeda

Xunomonus
Kakto u npu apyrute ACE uaxuburopn, 3o¢eH Moxe Aa NpeAU3BUKA CHUIIHO U3Pa3cHO HaMalleHUE Ha

apTepHanHoOTO Hansrane, ocobeHo cnexa noepBara nosa. Ilpu xunepronuMun 6e3  yCrnoXHEHHS
CUMIITOMaTHYHATa XUIIOTOHMSA cE cpellla PAAKo.

Ho-ronsama € BepoATHOCTTA TR A& HACTBIIH IPH NALMEHTH ¢ 00EMEH U €NEeKTPONHTEH ACPULMT BCIEACTBHE
AUYypEeTHYHA Tepanui, OrpaHM4YaBaHe NIpUeMa Ha COJ ¢ XpaHata, AHain3a, JUapUus UK [OBPBLUAHE, WUIH MIPH
NaLHEHTH C TEXKKA PeHHH-3aBUCHMA XHIIEPTOHHA (BX. TO4Ka 4.5 H Touka 4.8).

[IpM mauMeHTH CbC ChpPAEYHA HENOCTATLYHOCT, NPUIPYXKEHA WKW He OoT OBOpeuHa HeaoCTaTBbUHOCT, €
HabnoAaBaHa CUMINTOMATHYHA XHITOTOHUA, KOATO € MNMO-BEPOATHO [1a Bb3HUKHE TNPH NALUEHTUTE C NO-TEKKA
CTETeH Ha ChpeYHa HENOCTATHLYHOCT, KOETO C& OTpa3sBa C IPHEM HA BHUCOKHM J03H OPHMKOBU AMYPETHLIM,
XUMoHaTpUeMus HWAH ¢yHKUMOHANHO OBOpeuHo yBpexaaHe. IIpu nauMeHTH C BUCOK PHCK OT
CUMIITOMATUYHA XHWIIOTOHHUA, JieYeHHWeTO TpAdBa n[a 3anoyHe MOA CTPOro JiEKapcko HabnwoaeHue, 3a
NpeAnoYyrHTaHe B OOMHHLIA, C HUCKH I03H MU BHHUMATEJIHO THTPUpaHe Ha 103aTa.

Koraro ce 3anouBa Tepanus cb¢ 30¢eH, aKo € Bb3MOXHO, TpAOBa BpeMEHHO J1a c€ NMpeKbCHE TUYPETUUHOTO
nedeHue. ToBa ce OTHacd 3a NALMEHTH C aHFMHA MEKTOPHC HMIIM MO3BYHOCHAOBA OonecTt, MpH KOHTO
€KCLleCMBHATA XUNIOTOHUA MOXKE [ NPEeIU3BHUKA MHOKApAEH UHPAPKT WIH MO3BUHOCHA0B HHLIMACHT.

ITpu nposBa Ha XUNOTOHMA, TAUMEHTHT TpAOBa Ja Ce IOCTAaBU B JIETHANO NONoXKeHUue, Moxe aa ce Haloxu
o0eMoO3aMecTHTENIHA Tepanus 4pe3 WHTPABEHO3HO NMPWIOKEHUE Ha (U3HONOruueH pastsop. IlosgraTta Ha
XUMOTOHUA Chael NbpBaTa [03a HE M3KIIoUBAa TMOCAEABalU0 BHMMATENHO TUTPUpaHE HA [03aTa Ha
NeKapCcTBOTO ciell epeKTUBHO NMOBIHUABAaHE Ha ChCTOAHUETO.

[Ipy HAKOW MaLMEHTH CBC CbPAEYHA HEOOCTATBYHOCT, KOMTO Ca ¢ HOPMAJIHO WM HUCKO apTEepHaNTHO
Hasiarane, 30eH MOXKE 1a AOBeAE OO0 JOMBJAHHUTENHO HAMAJICHUE HA apTEePHATHOTO HaNAraHe. To3u edexT €
O4YaKBaH U ODMKHOBEHO HE € NMpUuYMHA 334 IPEYCTAHOBABAHE HA NEYeHMETO. AKO XUNOTOHHUTA CTaHe
CUMITTOMATHYHA, MOXE Ja € HeoOXOAMMO HaMalleHWe Ha 03aTa WM NPeyCTaHOBABAHE HAa NEUEHHETO C

3od¢eH.

Xunomonus npu ocmvp MUOKapoeH UuH@apkm

[Tpy mauueHTH ¢ OCTHP MHOKAPAEH UH(PAPKT ¢ PUCK OT AOIIBJIHUTENEH CEPUO3EH CPUB B XEMOAMHAMHKATA
cieq MpUWIoKEeHHE Ha Ba3oAUNaTaTop, He TpadBa aa ce 3anouBa nedeHre cbve 3odeH. Tosa ca NauUeHTH CbC
CUCTONIHO aprepuanHo HandraHe <100 mmHg unm ¢ kapavoreHeH wok. JleueHnero cwc 30¢deH npu
NalMEHTH C OCTBP MHKOKapAeH HWH(PAPKT MOXKE Ad TNpeAH3BHKA TeXKa XUNOTOHMA. B cnyuad Ha
[epCHCTHpalla XMNOTOHHUA (CUCTONMHO apTepranHo HansraHe <90 mmHg 3a noseue or enuH uac),

NPUACKEHUETO Ha 3ogeH TpsOBa na ce npeyctaHoBu. Ilpn nauMeHTH ¢ TexKa ChpAEUHa TATbYHOCT
CJIEl OCTBP MUOKapaeH UHpapKT, 3odieH ce npunara camo ako NauueHTHT € XEMOJIHa :

Hayuenmu ¢ ocmvp muoxapoen unghapxm u Hapyuiena wepHoopobHa pyHxyus
He e ycraHoBeHa edexrHBHOCTTa M Oe3omacHocTTa Ha 30o¢eH NMpU NauUeHTH cl
YEepPHOAPOOHO YBpexaaHe. 3aToBa He TpaOBa Na ce punara npy TaKWBa MalMEHTH. '



Cmapuecxa eb3pacm
3o¢eH TpaOBa a ce npuAara BHUMAaTENHO NpPU NMALKMEHTH C MUOKAPAEH HHQAPKT Ha Bb3PacT =75 FOIMHH.

Hayuenmu ¢ penosacKynrapHa xunepmoHus

[Ipy neuenne ¢ ACE uBXxMOMTOpPH CBINECTBYBA MNOBHIIEH PHCK OT TEXKKAa XUMOTOHUA U OBLOpeyHa
HEAOCTATHLYHOCT MPH MALMEHTH C PEHOBACKYJIapHa XMIIEPTOHHUA U NpelulecTBalla Ounarepania cTeH03a Ha
6bOpeyHHTE apTepUH WIKM yYHHUNATepajiHa CTEHO3a HAa apTepuaTa Ha eauHCTBeH O0bOpex. JlombnHHTEneH
(axTOop MOXKe aa 6bAe NCYECHUETO ¢ ANYpPeTHLM. 3aryba Ha 6bbOpednaTa dyHKLUHS MOXKE Jla ce NPOSBU U C
NIEKW MPOMEHH B CEPYMHHA KPEaTHHHUH JIOPY U NPY YHUIATEpANHa cTeHo3a Ha Ob0peuHara apTepuia. AKo ce
npeLieHy, ye e abcomoTHO Heo0X0aAUMO, NieueHHeTo che 30deH TpsOBa fa 3anouHe B OONHULIA MO CTPOTO
nexapcko HabnooeHUE ¢ HUCKU 103U W BHUMATEHO TUTPUpaHE Ha ao3ara. [Ipu 3anouysaHe Ha Tepanus cue
3JodeH, TUYPETHYHOTO JieueHHe TpaOBa Aa ce 6bae BPEeMEHHO NPpeyCTaHOBEHO W IpPE3 ITbPBUTE HAKOAKO
CEAMHLM Ja ce cneau BHUMaTenHo 6b6peynara hyHKLHA.

Hayuenmu c 6vbpeuna nedocmamvuyrHocm

3oden Tpabea na ce npunara BHUMATENHO NpH NalLHEHTH ¢ ObOpeuHa HENOCTATBYHOCT, ThH KATO NPH TAX €
HeoOxoauMo na ce HaMaaar nosurte. Ilo Bpeme Ha neueHuero Tpabea na ce cnean BHUMaTenHO OLOpeyHaTa
dyHKUMA nO CbLOTBeTHHA HauumH. Mma panHn 3a 61OpeuHa HepoctaTbuHOCT BB Bph3ka ¢ ACE
MHXWOHUTOpPH, INIaBHO NPH MALMEHTH ¢ TeXKa ChbpAEUYHA HEAOCTATBbUHOCT WM NpHAPYXKaBalllo O0BLOpeuHo
3abonaBaHe, BKJIOYHTE/IHO cTeHo3a Ha Obbpeuna aprepua. Ilpy HskoM mnauueHTH 6€3 H34BEHO
npegwectamo O6uOpevHo 3abonsBaHe ca ce MOBHLIWIM KOHUEHTPAIlMHTE HA ypedaTa M KpeaTHHHHa B
KpBbBTa, INIaBHO NPH NPHAPYXABALLO JieueHHe ¢ nMypeTHiin. B TakuBa cnyuan TpaOBa na ce HaMalu ao3ara
Ha ACE nuxuburopa w/mnm na ce cnpe auypetvka. Ilpe3 nbpBHTE HAKONKO CEAMHUKR OT JIEUEHHETO Ce
NpenopbYBa BHUMATENHO NpocieasBaHe Ha On0pevyHarta GpyHKLIUA.

He e ycraHopeHa e(eKTHBHOCTTA M O¢30macHocTTa Ha 30deH NpU NALMEHTH ¢ MHUOKapAeH HHPapKT H
O0pOpeuHo yBpexaaHe. ETo 3amo 3oden He TpabBa aa ce npunara npu HannMuue Ha OBOpPEYHO yBpeKnaHe
(cepymeH kpeatiHuH >2,1 mg/dl n nporennypua 2500 mg/nen) 1 MuokapaeH WHdpapkr.

Hayuenmu na ouanusa
IIpy naumeHTHTE HA AMANM3a ¢ NOJNHAKPUIOHWTPUIIHH BHCOKO-OWMCTBAllM MeMOpaHu (Hanp. AN 69) u

npuapyxasaua tepanusa ¢ ACE uaxubutopu Moxe aa ce noABAT aHa(UIaKTUIHHA PEAKLMWH, KaTO MOAYBaHE
Ha JIMLIETO, 3a4YEpPBABAHE, XHMNOTOHUA U [HCIHEA HAKOIKO MHHYTH Cill€ll 3ano4yBaHe Ha XEMOJHAIHM3aTa.
[IpenopbuBa ce na Ce M3MNON3BAT AlTEPHATHBHH MEMOpaHM WIM allTEPHATHBEH AHTUXHNEPTEH3HBEH
nekapcTBeH npoaykT. He e ycraHoBeHa egdexTuBHOCTTA M Oe3zonacHocTra Ha 3odeH NpH NALMEHTH C
MHOKapAeH UH(PApKT, NOANOKEHU Ha XeMoauanusa. [Topanu ToRa ToH He TpabBa na ce mpuiara npu Te3H
MalMEHTH.

Iayuenmu na LDL aghepesa

[Ipu naunenture, nekyBanu ¢ ACE muxubutopu n nposexaamu LDL adepesa ¢ nexkcrpan cyndar, moxe
Ja c€ MNOABAT aHaQUNAKTUYHH peakLHWH, NogobHH Ha TE3W NpH NALWMEeHTHWTE Ha XeMOJUaNIk3a ¢ BHCOKO
oudcTBalld MeMOpanyu (BX. no-rope). [lpu Tax ce npenopruBa MpUioKEHHE HA AHTHXMIEPTEH3UBHO

JIEKApCTBO OT Apyra rpyna.

Anaghunaxmuynu peaxyuu no gpeme Ha OeceHcubuIU3ayUa Uy c1ed yxaneane om HAceKoMu

B peaku ciaydau, npu nauMeHTuTe, npuemMaiii ACE MHXUOUTOPU no Bpeme Ha geceHcHOMNHM3aLWga HIH
cllell yXanBaHE OT HACEKOMH, ca HabmonaBaHW >KMBOTO3acTpallaBalid aHAadWITAKTHYHH peakuud. [lpu
CBLUMTE NAUMUEHTH, TEIMU peaklumuu c€ OUIH u3berHaTu upes BpeMeHHo otrernsHe Ha ACE uaxuburopa, Ho
ca C€ MOSBHAW OTHOBO NMPH HEYMHULUJIEHO NOBTOPHO MPUNOKEHHE Ha NeKapCTBEHUA NMPOAYKT. Em 3allo €
HeOOX0MMO BHUMaHME IIpH nauueHTH, jaekyBaHd ¢ ACE wnuxuburopun, noangs ~HA
JleCceHCEOUNMNH3aLMOHHH NMpOoLEaYPH. ‘

bvbpeuna mpancnranmayus
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HsMa omuT no oTHolleHHEe MPpUJIOXKEHHETO Ha 3odeH NpH MauUEHTH ¢ HACKOpo HanpaseHa ObOpeuHa
TPaHCMAAHTALHA.

ITvpeuven anoocmeporuzom
[TauMeHTUTE C ABPBHYEH aNAOCTEPOHH3IBM MO MPUHLIUIM HE CE€ IMOBJMABAT OT AHTHXHIIEPTEH3UBHY

IEKapCTBa, JeHCTBAllM upe3 WHXHMOMpaHe Ha peHUH-aHFMOTEH3HHOBara cucTtema. ETo 3amo He ce
npenopwp4Ba ynorpedara Ha To3d NPOAYKT.

Cepwvxuyscmeumennocm/Anzuoedem

[Ipn mnauumentH, nexkyBann ¢ ACE unxuburopu, moxe na ce HabnopaBa aHrMoeneM Ha JIMUETO,
KpaliHHLIMTE, YCTHHTE, JIMFABHLIUTE, €3MKa, IIOTHCAa W/WIIM AapHHKca, KOMTO ce cpeula Hal-uecTo npes
MbPBHTE CENMHLH OT fICUeHHETO. B pellkU Cnydyau MOXe fa ce€ pa3BHE aHrHOECAEM CNEN NPOABKHTENHO
neveHHe ¢ UHXUOMTOp Ha AHFMOTEH3WH KOHBepTHpallus eH3uM. Jleuyenuero ¢ ACE nnxuburopu tpabsa
He3abaBHO J1a ¢c€ NMPEKBCHE K [1a CE 3aMEHH € IEKApCTBO OT Apyra rpyna.

AHruoeneMsT, aHrAXUApall €3HKa, rTOTUCA UAK JapuHKca, Moxke Aa 6bae ¢araneH. TpadBa na ce npoepese
JeYEeHHe MO CMEWHOCT, BKMHOUBALIO (HO He CaMO OrpaHW4aBalllo OO0 ToBa) He3aDaBHO NOLKOXHO
npuaoKeHne Ha pazteop Ha aapeHanuH 1:1000 (0,3 mo 0,5 ml) nnu 6aBHO UHTpaBEeHO3HO anpeHanuH |
mg/ml (koitto Tpabea ga ce pa3TBOpM crnoped MHCTPYKLUUHTE) ¢ npocnenssade Ha EKI v aprepnanHoro
Hansarane. [TalMeHTHT ce XocmuTank3npa U ce Habnmoaasa Hal-Manko 12 a0 24 uyaca ¥ ce M3MUCBA CaMo
CIea TbITHO OOPATHO Pa3BUTHE Ha CHMNTOMMTE.

Hopu B cnyyaH, KoraTo OTOKBT 0OXBallla caMo e3uKa, 0e3 pecnupaTopeH OHCTPEC, NMAlHEHTHTE MOXKE 1a ce
HYXX29T OT HaOioaeHHe, ThbH KAaTO JIEUEHHETO € AHTUXMCTAMMHM H KOPTHKOCTEPOMAH MOXKE Na HE €
OOCTATHYHO.

ACE wnHXMOUTOpPUTE NPUYMHABAT AHTHOCAEM B TMO-BUCOKA YECTOTA NPH YEPHOKOXKHTE NALHEHTH, B
CTPABHEHHE C HEUECPHOKOXH NallUETHHU.

[TanneHTH ¢ aHAMHe3a 3a aHFHOEdEM, KOHTO He e CBbp3aH ¢ jJeueHne ¢ ACE vBxuburTop, Morart na ca ¢
NMOBHIUEH PHCK OT aHrHoeAeM nmno BpeMe Ha mnonyuaBaHe Ha ACE wHxubutop (Bx. TOuka 4.3
[IpoTnBONOKa3aHUA).

Conbrersauiara ynorpeba na ACE vaxubutop c¢bhe cakyOUTpHIY/BaJicapTaH € NPOTHBONIOKa3aHa Nopaau
NOBHIIEH PUCK OT aHruoeneM. Jleuenue cue cakyburpui/Bancaprad He TpsabBa Ja ce 3anousa Mo-paHo OT
36 yaca cien nocneaHara gao3a Jogen. Jleuenre csc 3odeH He Tpsabpa Aa ce 3anoypa no-paHo oT 36 yaca
cliel nocneaHaTa A03a cakyOuTpun/BancaptaH (Bx. Touku 4.3 u 4.5).

CoenrercTBailara ynorpebda Ha ACE nHxuOuropu ¢ pauexagorpuwil, mTOR uuxuburopu (Hanp. cuponumyec,
eBEPOJIMMYC, TEMCHPOIUMYC) M BUAJATTIANTHH MOXE [a JOBeAe [0 MOBHLUIEH PUCK OT aHruoeaem (Hamp.

OTOK Ha JMXaTe/HUTE MbTHILA HAW €3MKa, cbe MM Oe3 HapylleHHe Ha AulIaHeTo) (BkK. Touka 4.5).
HeoOxoaumMo € na ce moaXoAH C MOBHINEHO BHHMAHHE, KOraTo C€ 3aro4Ba JICUEHWE ¢ paLeKadOTpHIl,

mTOR uuxubutTOopn (Hanp. CHpPOJIMMYC, €BEPOJIMMYC, TEMCHPOAUMMYC) U BUIAATJIMIITHH NPU NAalMEHTH,
kouTo Beue npueMar ACE nuxuburop.

Kawonuya
[Io BpeMe Ha neueHneTo cbe 30(heH MOXKE 1A €€ IMOABU CyXa U HENPOAYKTUBHA KalllTHLA, KOATO H34Ye3Ba

cneqn cnMpaHe Ha fekapeTsoro. Kawnuvuara, unaynupada ot ACE uuxnburop, Tpadea ga ce uma npeaeua B
AnudepeHLKATIHATA AMarHO3a Ha KawauuaTa.

Heproopobua HedocmamvyHOCM

Pagko, ACE uHxubuTOpH ce CBBP3BAT CbC CHHAPOM, KOWTO 3aroyBa KaTo XONECTATHUHA XXBATEHHUA H
fiporpecHpa A0 QyaIMuHaHTHa 4epHOApoOHa HeKpo3a H (TIOHAKOra) CMBPT. MEXaHU3IMBT Ha TO3W CHHIAPOM
e HenzacHeH. IlauumeHTH, kouTo nosyuapat ACE HHXUOHMTOPH M pa3BHMBAT XBJIATEHULIA HAU UMAT OTUETIIMBO
[MOKauBaHe Ha 4EpHOApPOOHWTE €eH3uMH, TpsbBa ma npexpatar ynotpebata Ha ACE unxubuTOopa ¥ na
[MONY4aT NOAXCAALLO MEAHIMHCKO NPOCNEABaHE. e o

Cepymen kanut




ACE nHxnOWTOpHTE MOrar Aa NpeaU3BUKAT XHIIEpKaNUeMus, Thil KaTOo HHXHOHpAT ocBOoOOXKAaBaHETO Ha
anpoctepoH. EdexTsT 0OMKHOBEHO HE € 3HauuTeNeH NpH NalUeHTH ¢ HopMmanHa 6b6peuna ¢gyukuns. Ilpu
NailMeHTH C HapyuieHa ObbpeuHa gynkumg obaue W/ WA NpY NAUWEHTH, NMPUEMALLIM XpaHUTeNHH 100aBKH,
ChOBPKANIM  Kanui  (BKJIKOYMTENHO 3aMECTUTENIM Ha CONTa), KalWi-CbXPaHABALLM JWYPETHLM,
TPUMETONPHM HIIH KOTPHMOKCa30J1, H3BECTEH CBIUO KATO TPUMETONpHUM/cyndaMeTOKCa3od, B 0Co0eHo
AHTarOHUCTH Ha anJoCTEpOHA MM  AHFAOTCH3UH-PEUENTOPHH ONOKEPH, MOXKE Ja BBb3HHKHE
XHunepkanueMus. Kanui-cexpaHgBanure JUYpPETHUH ¥ aHTHOTEH3HH-PELICNTOPHUTE OokepH TpsaOBa Aa ce
MpUAaraT BHUMATENHO NpH NauueHTH, npueMaui ACE HHXHWOHUTOpH, KAaTO CEpYMHHMAT Kanuii u 6bp0peuHara
¢yHKUHA TpAOBa Aa ¢e NpocienaBar (BxK. Touka 4.5)

AKO Cc€ Ha/llOXXH eAHOBpPeMEHHa ynoTpe0a Ha [pYruTe ropecrioMeHaTHW NpPOAYKTH, Te TpadBa ga ce
M3FI0NI3RAT MPH YECTO NPOCIEASBAHE HA CEPYMHUA KaHH. (BXK. Touka 4.5).

Lsouno bnoxupane na penun-aneuomensun-ancocmeponosama cucmema (PAAC)

Mma nannm, ye enHoBpeMeHHaTa ynorpeba Ha ACE uHxuburopu, anruorensun Il-peuentopnu 6rnokepu
WA AJIMCKMPEH MOBULIABA PHCKA OT XHIIOTOHHUA, XHNEPKAIMEMHUSA H HamaiaBaHe Ha OnOpeynara PpyHkuus
(BxmrounTenHo octpa 6Bbpeuna HegocraTruHOCT). [lopanu ToBa He ce npenopbyBa ABOMHO OJIOKMpPaHE Ha
PAAC uypes xomOunupanata ynotpeda Ha ACE unHxuOuTOpH, anruoten3uH Il-peunentopun Onoxkepun unu
anmAcKUpeH (BK. Toukk 4.5 u 5.1).

AKO ce NnpeueHH, 4ye TepanudaTta ¢ ABoiHO OnokupaHe € abconoTHo HeoOxoauMa, ToBa TpAOBa Ja craBa
caMO 1ojJ HabMOAEHHETO HA CNEUMAJHCT M NPH 4eCTO BHHUMATENIHO MOHMTOpHUpaHe Ha OnOpeuHara
(YHKUHS, eJIEKTPOJIUTHTE U KPBEBHOTO HallAraHe.

ACE nHxnburopu U aHrnoreHsuH Il-peuenropnu 6510kepy He TpabBa na ce H3NON3BAT €AHOBPEMEHHO NMPH
NaUMeHTH ¢ AuabeTHa HedponaTus.

Onepayusa/Anecmesus
ACE MHXUOMTOpPHUTE MOrar jJa MNpeAU3BHKAT XMIIOTOHHUA WJIH JOPU XHUIOTEH3HBEH LWIOK IpH IalHeHTH,

MOJJICKEHH Ha rojisMa ofepauys WIN aHeCcTe3ud, Thil KaTo Te Morat aa 6/10KHpaT BTOPHYHOTO 0Opa3yBaHe
Ha aHruoreH3zuH Il BcneacTBHE Ha KOMIlEHCATOpPHOTO OCBOOOXKOaBaHe Ha pPeHHH. AKO HE € BB3MOXKHO
cnupaHero Ha ACE uHxuOuTOpa, TpsbBa BHUMATENHO Ja Ce CNeIH HHTPaBaCKYNapHUA W N1a3MeHHs 00eM.

Cmeno3a Ha aopmuama u Mumpainama xrana/Xunepmpouuna kapouomuonamus
ACE nuxubutopmnre TpaOBa a ce npuiaraT BHUMaTEAHO MPH NAUMEHTH ChC CTEHO3a HA MUTpaJIHATA Knana

UC Oﬁch}f](uHH Ha H3X0[4d Ha JidBaTa KaMeEpa.

Heymponenus/Azpanynoyumosa
Heyrponenus/arpanynoumnTtosa, TpoMOOUMTONEHHS U aHEMUA ca CboOIllaBaHM NPYU NALUEHTH, NTOTyYaBalily

ACE uvHxHOMTOpH. PUCKBT OT HEYTpONEHMsS € CBBp3aH C A03aTa M BHAA HA JIEKAPCTBOTO H 3aBHCH OT
KIMHHYHOTO CBCTOAHME Ha naumeHTa. Pgako ce nabmonaea rpu nanuenTn 6e3 ycnoxnenus. Moxke na ce
MOSBH TIPH TMALUEHTH C HAKAKBa cTeneH Ha O6uOpeyHO yBpexkaaHe, 0CODEHO KOrato € acolMHpaHO ¢
BACKYJIMT NPH KOJIAreHo3a, Hamp. CHUCTEMEH JYNYC EPHTEMATONEC, CKICPOASPMHR ¥ TpPH JICUEHHE ¢
UMYHOCYTIPECOPH, JIeHEHHE C aNOIYPHHOI UAM APOKAMHAMUA WM ¢ KOMOMHALUA OT TE3H YCJIOXHSBALIH
pakTopy. HAKOH OT Te3uW mauMeHTH pa3BUBAT CEPUO3HH HHGQEKLUWHM, KOMTO, B MANKO OT CAY4YaHWTe, He
OTTOBAapAT HA HHTEH3UBHO aHTHOMOTHYHO JIeUEHHE.

AKO 30¢eHONPUIT C€ U3NON3BA NMPH TAKUBA MALKUEHTH, NPENOpbLUYMTENIHO € la C€ HanpaBH H3C/Ie[BaHE Ha
OeNH KPpBBHH KIETKU U AHdepeHLMAIHA KpbBHA KapTUHA NPeAM NE€YEHHETO, HA BCEKH 2 CeIMMIU 110 BPEME
Ha I'bPBUTE 3 MeceHa OT JICYEHHNETO CbC 30QEHOMNPHUN U NEPUOAUYHO clien ToBa. [1o BpeMe Ha NeueHHETO
BCHYKH NaLMEHTH TpabOBa Ja 6bAaT MHCTPYKTHPAHH Aa cbOOILIABaT 33 BCEKH NMPH3HAK Ha vHdekuusa (Hanp.
BB3NANEHO I'bPJi0, BUCOKA TeMneparypa), KaTo B TE€3H cinyuyau TpaOBa fna ce HanpaBH AH¢EpeHLUATHO
OpocHe Ha OennTe KpbBHU KIETKH. 30¢)€HONPUN U APYTH CHITBTCTBAIM AeKapcTRa (BX. Touka 4.5) Tpabea
na 6baaT npeycTaHOBEHH aKO Ce QHArHOCTHIMpa HeyTponenus (Heyrpoduiny noa 1000/mm®) unm ako uma
CbMHEHME€ 3aTOBA. et B
CoucTosHHETO € 00paTuMO ciep npekbeBaHe Ha ACE naxnburopa.

fcopuasuc
ACE naxuburopure TpsbBa aa ce U3Noa3BaT NpeanasivuBo NpyH NALKUEHTH C NcopHa




IIpomeunypus

[IpoTerHypHaTa MOXKE Aa CE MOSABH TIPH NAHUEHTH ¢ HapylieHa ObOpeuHa GPyHKUMA UM TIPH OTHOCHUTENHO
BucOKM 103 Ha ACE wnnxubutopure. Ilaumentu ¢ npeawecrsamo 6u6pedno 3abongpaHe Tpabsa na
HanpaBAT TECT 3a OMNpelensHe Ha OenTbk B ypuHara (TECT JIEHTH NPH MbPBa CYTpPEWIHAa YPHHA) npeau
NEYEHUETO M NIEPUOANYHO CJle]] TOBA.

ITayuenmu c duabem

Husata Ha xpbBHATa 3axap TpsAOBa CTPUKTHO Aa ce¢ HaOMoAaBaT npM AMabeTHLH, KOUTO Mpedd ToBa ca
JIEKYBAHH ¢ TIEPOPaATHH aHTHUIWAOETHH JieKapCcTBa HJIM MHCYJIMH, NIpe3 NbPBUA Mecel] oT jdeueHHero ¢ ACE
MHXHOHUTOD (BXkK. TOUKA 4.5).

JTumuii
ITo npuHUKMD kKOMOHHALMATA HA TUTHH CbC 30(eH He ce npenopbuBa (BX. Touka 4.5).

Emnuuecku paznuyun

KakTto v npu apyrure ACE unxuburopy, 30odeHonpun Moxe aa Oblie no-Manko ehekTHBEH 33 HaMallaBaHe
Ha APTEPHANTHOTO HAJIATAHE NMPH YEPHOKOKH B CTPABHEHHE C HEHEPHOKOKH MALUEHTH.

AHIHOTEH3HH KOHBEPTHPALIHMTE €H3UMHH HHXHOUTOPU NPHUYHHABAT NO-BHCOKA Y€CTOTA HA aHTHOEEM ITpH
YEPHOKOKH NAlIMEHTH B CPABHEHHE C HEUEPHOKOXKH NAalHEeHTH.

bpemennocm
ACE unxuburopure He TpAOBa 1a ce 3arnouysart no Bpeme Ha 6peMeHHocT. OcReH ako Tepanuata ¢ ACE

UHXUOUTOp HE C€ cuMTa 3a €CeHLMalHa, NpM IUlaHHpaHe Ha OpeMeHHOCT TpabBa Oa ce CMEHH ¢
aNTepHaTUBHA aHTHXHUINEPTEH3MBHA TEpaIHsA, KOSTO € ¢ foKa3aH npodun Ha 6e301nacHoCT 3a ynotpeda npH
opeMeHHocT. Koraro OpeMeHHocTTa € AHarHocTHUMpaHa, deyeHueTo ¢ ACE nHxuburopu Tpadsa BegHara
14 ce CIIpe ¥, aKO € HaJIOXKHUTENO, 1a Ce 3aNOYHe alTEPHATHBHA Tepanus (BX. TOUKH 4.3 H 4.6).

Lpyeu

Tosu nexkapcTBEH NPOAYKT CbAbpaka NaKkTo3a. [laliueHTH ¢ peakn HacleACTBeHH npobieMH Ha ranakTo3Ha
HENOHOCHUMOCT KaTo Lapp-nakrazeH aedHMUMT WIM FIIOKO20-TajlakTo3Ha Manabcopbuusa He TpadGea 12

NpHEeMAaT TOBa JIEKApCTRO.
4.5 BzaumoaeHcTBHE C APYIH JICKAPCTBEHH NPOAYKTH U APYTH GOpMH HA B3anMojeiicTBHe
Hexapcmea, nosuwasauju pucka om anzuoeoem

CenereTBamnara ynotpedba Ha ACE uHxpnOutopu cbe cakyOuTpHi/BancapTal € NpoTHBONOKA3aHa, Thil KaTo

TOBA [IOBUIIABA PUCKA OT aHruoeaeM ( BWX Touka 4.3 u 4.4).

CenercTBalnara ynotpeda Ha ACE nHxuburopu ¢ pauexagorpna, mTOR nuxuburopu (Hanp. cupoiumyc,
€BEPOJIUMYC, TEMCHPOJHMYC) H BUIIArTHIITHR MOXE 1a AOBEAE A0 MOBULLEH PHCK OT aHruoeaem (Bx.
Touka 4.4).

EnHoBpeMeHHaTa ynoTpeda He ce mpenopbypa

Kanuu cvxpanssawju ouypemuyu, xpanumennu 006asKu, CoObPHCAUU KATUY UL KAAUH-CoOBPHCAULU
3amecmumeny Ha Conma.

Brnpeku ue cepyMHUAT Kanuii oOMKHOBEHO OCTaBa B pPaMKWTE HAa HOPMAITHUTE TPaHHWIM, NPH HAKOM
NaLUHEHTH, NEKYBAHW CBC 30(E€HOMPHN, MOXKE Ja BB3HHKHE XHUIEPKAIWEMHA. YnoTpebara HAa KalHii-
CbXpaHABalH AHYPETHLIM (Hanp CMIMPOHONAKTOH, TPHAMTEPEH HWJIH aMUIIOPHI), XPaHUTCII4 - baBkH,




30¢peHOMPHI C FOPECIOMEHATHTE JieKapeTBa. AKO € MOKa3aHa chbnbTcTBala ynorpeba, te Tpabea aa ce
M3MON3BAT ¢ NOBHLLIEHO BHHMAHHE H NIPH YECTO NpocieAsiBaHe Ha CEpYMHHS Kanui

ACE unxubumopu, anzuomensun Il peyenmopnu brokepu witu anuckupeH

JIAHHH OT KJIHHHYHHM TNpPOy4YBaHWA TNOKa3BaT, u4e€ JBOHHOTO ©ONOKMpaHe HAa peHHH-AaHTHOTEH3WH-
annoctepoHoBata cucremMa (PAAC) upes komOuHupanata ynotpeba Ha ACE nHxubutopu, anrnorensns I1-
peuenTopHyd ONMokepH WIH AJUCKUPEH CE€ CBbP3RA ¢ MO-BUCOKA HECTOTA HA HEXKENaHH CbLOMTHA, KaTo
HalIpUMEP XUMOTOHHSA, XHNEPKAIMEMHA W HamalnsBaHe Ha OvOpeuHara GyHKUMSA (BKIIOMMTENHO OCTpa
OBOpeYHa HENOCTATHYHOCT), B CpaBHeHHE ¢ ynorpedara caMo Ha €QHO CpeACTBO, AchcTBawo BbpXy PAAC

(BK. ToukH 4.3, 4.4 1 5.1).

EnHospemMeHHaTa ynorpeda n3MckBa BHUMAHKHE

Huypemuyu (muazuonu u 6pumxoeu)

IIpenimecTBailo NeueHUE C BUCOKM JI03M RMYPETHLM MOXE Aa AoBeAe A0 o0eMEeH AeUUHT M PUCK OT
XUIMIOTOHHUA NMPH 3aMoYBaHE Ha TepanuaTa ¢be 30heHonpui (BXx. 4.4). Te3n XUnoreH3NBHYU eeKTH MoTaT 1a
Ce€ HaMaJlAT, KaTo ce Crpe NUYPETHKA M C€ MOBUILM NMPHEMa HAa TEYHOCTH WM COJI, HJIM KaTO C¢ 3aIto4He ¢

MO-HKUCKA J03a 30(heHonpu.

Jumuu
CrobuiaBaHO € 0OpaTHUMO MOBHUUIEHME HA CEPYMHHUTE KOHLEHTPALMM Ha JIMTUS U HAa TOKCHUYHOCTTA NpH

enHoBpeMeHHO npuinokeHne Ha ACE uHxuOutopu ¢ nutuii. CbhBMecTHaTta ynotpeba Ha THA3HIHH
AVUYPETHLIM MOXKE Aa MOBHIIM PHUCKA OT MHTOKCHKAUMA C JIMTHIA M Ja TIOBUIIW BEYE MOBHLIEHHS PUCK OT
MHTOKCHKauMa ¢ JUTHH ¢ ACE uuxuburtopu. Ilopaau TtoBa 3o¢eH He ce npenoprysa B KOMOMHaLMA ¢
IMTHA W TpabBa BHWMATENHO Ja c€ MpocliedBaT HUBATa Ha CepyYMHHS JIMTHA aKo ce M3HCKBa
€HOBPEMEHHO NPUIIOKEHHKE.

3namo
Humpumouodnume peakunu (CUMIITOMU Ha Ba3OAWIATALMA BKIIIOYBALIX 3a4epBABaHMs, rajieHe, 3aMagHOCT

H XMIIOTOHHUA, KOMTO Morar na ObaaT TexkH) Cleld HHXeKTHpaHe Ha 3AaaTto (HanmpuMep HaTpHER
aypoTHaMalaT) ca AOK/IaiBaHH 110-4eCTO NpH NauueHTH npuemMaium repanns ¢ ACE nuaxudburopu,

Anecmemuyu
ACE uHxuOuToprTe MOXKE 1a 3aCHNAT XUIMOTEH3UBHHUA €(DEKT Ha ONpeAENnEeHY aHECTETULIH.

Haprxomuunu nexapcmea/Tpuyurxnuunu anmudenpecanmu/Anmuncuxomuyu/bapbumypamu
Moxe na ce npogBH NOCTypaliHa XUIMOTOHMA.

Hpyeu anmuxunepmensusHu nrexapcmeda (nanpumep B-onoxepu, a-baokepu, Kaiyuesu GHMAzZOHUCMU)
Moxe na noBeaat [0 aAWTHBEH XHNOTEH3IUBEH €(EKT UNH A0 YCHIIBaHE. JIeYEHHUETO ¢ HHTPOrNMLIEPHH H

APYTK HUTPATH WIIK ApPYIrH Ba30AUNaTaTOpH, TpAOBa Aa ce ynoTpebsaBa BHHMATENHO,

Lumemuoun
Moxe 1a yBenHUYH PUCKA OT XHNOTEH3UBEH €(EKT.

L{uxnocnopun
[Ipy cwenbTeTBaia ynorpedba Ha ACE MHXHOHTOPH ¢ LIMKAOCTIOPHH MOXKE Ja Bb3HHMKHE XM
[IpenopwuyBa ce npocnesBaHe HA CEPYMHUSA KalUi




Xenapuwn
[lpu cvnbrcTBama ynorpeba Ha ACE uHXMOMTOpPHM ¢ XenapHH MOXE Ja BBL3HHKHE XHNEpKanuemus,

[lpenopsbupa ce npocneasBaHe Ha CEPYMHHS KalHH.
A.HﬂﬁypHHGH, yumocmamuyu uau UMYHOCYRpeCUSHU JdeKapemed, CUCTHEMHU Hﬂpmuxﬂcmepﬂudu Uil

RPOKAURAMUO
[Topuuien pHCK OT peakiUnM Ha CBPBXYYBCTBUTEIHOCT TNPH €OHOBpPEMEHHO mnpwaoxenue ¢ ACE

uHxKnouTopu. EnHorpeMeHHoTO npunoxkeHue ¢ ACE-uHXHOUTOpH MOXeE 1a foBene [0 MNOBHILEH PUCK OT
JIEBKOFEHMUS.

Anmuouabemnu nexapcmea
Paako ACE MHXMOWTOpHTE MOraT Aa MOBHLIAT TIOHM)KABAUIMA KPBBHATA 3axap €(eKT Ha UHCYNHMHA WIH

nepopajHUTE aHTHAHA0ETHH NEKAPCTBA, KaTo CYJI(OHWIYPEHHUTE, NpK AnabeTHUU. B Taknea cinyyan Moxe
Jia € HeoDXOAUMO J1a ce HaMasii f03aTa Ha aHTHAHAOETHUTE NIeKapcTBa NpH eAHOBpeMeHHO neueHne ¢ ACE

HHXHOMTOPM.

Xemoouanuza ¢ 8UCOKO OHUCMEAUU OUATUZHU MeMODaHY
[ToBuiIEH pHCK OT aHa(UIAKTUYHH PEAKLHMH NIpH eHOBpeMEHHa ynotpedba ¢ ACE nuxuburopn.

Ila ce MMa npeaBua NpH €AHOBpEMeHHa ynoTpeba

Hecmepouonu npomueogvinanumennu JAexapcmeenu npooykmu (BKHOYUMENHO ayemulcaluyuiosa
xuceauna >3 g/OHe6Ho)

[TpunoxkeHHETO Ha HECTEPOMRHM NPOTHBOBBLNAJNMTE/NHHU JIEKAPDCTBEHH NPOAYKTH MOXKE JAa TNOHWKH
aHTuxunepreH3uBHus edekr Ha ACE unxuburopa. Hewo noseue, onucano e, ye HCIIBC u ACE
MHXUOUTOpHUTE UMAT aAMTHBEH €(MEKT MO OTHOLIEHHE MOBHIIEHWE HAa CepYMHHMA KallMH, KOETO MOXe Ja
paowy OvOpeunara ¢yHkuusa. Ilo npuHUMI Te3w edekTH ca oOpaTUMH M ce cpellatr HaH-Beue IIpU
NalMEHTH C KOMIpoOMeHTHpaHa OnOpeuHa ¢yHxkuua. Paako Moxe pa ce nosBu octpa 6bbOpeuHa
HEOCTATBYHOCT, OCOOEHO TpHM NallHeHTH ¢ KoMmnpomeThpaHa ObOpevna dyHKUMsA, Hanp. NaLUERTH B
CTapuecka BB3pacT WiM NpH obe3BoaHIBAHE.

Anmuayuonu nrexapcmed
Hamanspat OmonannuHoctra Ha ACE unxuburopure.

Cumnamuxomumemuiyju
Morar aa HaMaJIAT aHTHXUNepTeH3uBHHA edekT Ha ACE nHxuburopuTe; naunenturte Tpabea BHMMATENHO
[a ce NPOCIEaARAT 32 MOCTUIaHEe Ha XXeNaHuA eeKT.

Xpana
Moke na HAMaJIH CKOPOCTTA, HO HE M CTETIEHTA Ha pe30pOuMs Ha 30¢eHOoNpu KaTLHii.

HonwannutenHa nHpopMauus

HaMa AMpeKTHH KJIMHWYHH NaHHU 3a B3aUMOJeiicTBMe Ha 30¢€HONMpPUI C ApPYrM JIeKapcTBa, KOHTO ce
MeTabomm3npat upe3z CYP eHzumure. MetabonurHuTe H3caeaBaHHA ChC 30p€HONPUN in vitro He NOKa3BaT
MOTEHLHATTHO B3aUMOAEHCTBHE ¢ NekapcTBa, KOMTO ce MeTabonusupaTt upe3 CYP eH3uMmuTe,

4.6 DeprHianTer, OPEMEHHOCT H KbHPMEHE

bpeMeHHoCT

Ynorpetata Ha ACE nHxubutopu He ce npenopbyBa npes IbpBHs TPUMECTLP Ha OpeMeHHOCTTa (BXK. TOUKa
4.4). Ynorpebata Ha ACE uHXuOUTOpH € NpOTHBOMOKa3zaHa MNpe3 BTOPUS U T IMECTBP Ha
OpemeHHocTTa (BX. TOUKM 4.3 U 4.4). N
EnuneMHONOrHYHKTE JaHHW OTHOCHO TepatoreHHus edekt Ha ACE uH |
TPUMECTHp Ha OpeMEeHHOCTTa He ca [O0KasaTelICTBeHH. Bbnpeku ToBa He )éé ﬂa;‘w;%'
nopulleHUe Ha pucka. OcBeH ako TeparmsaTa ¢ ACE unxuburop He e e H:u a.FlHa

i'. :




MalMeHTKUTE, TJJaHupaud OpeMeHHOCT, TpsOBa fna ObJle CMEHEHa C alTepHATUBHA AHTHUXWIIEPTEH3UBHA
Tepanus ¢ ycTaHOBEeH npodus Ha 6e3onacHocT npu ynorpeda npu Opemennoct. Koraro 6pemeHHOCTTA €
nuarHoctuumpana, neuenuero ¢ ACE uuxuburop TpsaOBa BejHara jia ce Cripe U, ako € MnoJAXo/sio, jia ce
3aMovyHe alTepHaTUBHA Tepanwms.

UsBecTHO €, ue ekcro3uuusaTa Ha Jieuenue ¢ ACE MHXMOMTOp npe3 BTOPUSl U TPETUSt TPUMECTbP MHAYLIMpa
derorokcuyHOCT TMNpU Xopa (HamaneHa ObOpeuHa (YHKIMSA, OJIMIOXH/APAMHOH, 3abaBeHa 4epernHa
ocuduKalKsi) U HEOHAaTAJlHA TOKCHMYHOCT (ObOpeyHa HEAOCTaTbYHOCT, XUIIOTOHUSA, XUIIEpKaJIHEMHs) (BK.
touka 5.3). Ilpu excnosuuus Ha ACE uHXMOMTOp npe3 BTOpHUs TPUMECTbP Ha OpemeHHOCTTa, ce
pernopbyuBa yJITPa3BYKOBO M3cjie/iBaHe Ha ObOpeunata gyHkums W yepena. Kepmauera, YMMTO MalkH ca
npuemann ACE nuxuburopu, TpaOBa aa ce Hab110/1aBaT BHUMATEITHO 3a XUITOTOHHUS (BXK. TOYKH 4.3 U 4.4).

Kbpmene

[Topanu nunca Ha vHoOpMauus OoTHOCHO ynorpebara Ha 3odeH 1o BpemMe Ha KbpMmeHe, 30(eH He ce
npenopbuBa. [lo BpeMe Ha KbpMeHe ce npenopbyBa aJTEPHATUBHO JIEYEHHUE C T0-100pe 10Ka3aH npo(uI
Ha Oe3ornacHocCT, 0COOEHO 10KATO €€ KbPMH HOBOPOJIECHO WJIM TNPEKIEBPEMEHHO POJIEHO JIETE.

4.7 EdekTH BbpPXY cn1oco0HOCTTA 32 1opupane u padora ¢ MALIHHH

Hsma npoyuBanus 3a edekra Ha 3opeH BbpXy crnocoOHocTTa 3a wodupane. [lpu wodupane unu padora c
MallMHU TpaOBa Ja ce 3Hae, 4Ye B PEAKM CJydyah MOXKe Jla Cc€ TMNOSBH CBbHJIMBOCT, CBETOBBPTEXK HJIH

OTIAaAHAJIOCT.
4.8 Hexesanu JJeKAPCTBEHH peaKIHH

He>xesnlanu peakuum B TabJIMYEH BULL
B Tabnuuara ca U30poeHM BCHUKM HEXKEJIaHM JIEKAPCTBEHH peaklMH, Bb3HUKHAJIM B KJIMHMYHATA MPaKTHKa

NPH TPUIIOKEHUETO HA 30(eH.
Te ca noapeneHn Mo CUCTEMHU M MO YECTOTa, CrA3BaWKH cleaHaTa cxemMa: MHoro vectu (>1/10), yectu

(>1/100, <1/10), neuectu (>1/1 000, <1/100), peaxu (>1/10000, <1/1 000), muoro peaku (<1/10 000).

HapylieHus Ha HEpBHaTa cUCTEMA 3aMasiHOCT YectH
[ ‘napobonue YecTH
CbpaeyHU HapYLLIEHUS [lannutaumnm Penkwu
CbH0BH HapyLLIEHUS Hucko kpbBHO Hansdrane (Bxk. | Penku
Touka 4.4)
CHHKON Penkn
Pecniuparophm, IPbAHH u | Kawnua Yectu

Me/IMAaCTUHAJIHK HapyLIEeHUS

CTOMalHO-YpPEBHU HAPYLLIEHUS ["anene YectH
[loBpbuiane YectH
Hapywenus  Ha  koxkara M | CbpOex Heuectu &
MNOAKO>KHATa ThKaH T —— Yeofnt 0 77,
[Tpyputyc Penku~”~ =
VYpTukapus Pe,f_ufnl_ it P




Hapywenus HA MYCKYIHO- | MyCKYJITHY KpaMmnu Heuectn
CKkeNeTHaTa CUCTEMA H
CbC/IMHHUTENHATA TEKAH

O6mu HapyweHus 4 edeKTH Ha | YMopa YectH

MSACTOTO Ha MNpUNCKEHUE AcCTeHMS Heveorn
Hapymenus Ha KOXaTa W

NOoAKOMKHATA ThKaH

Hapylwiends ©Ha werabonmuzma M | XUnepkanuemus Peaxku
XpaHeHEeTO

CneaHuTte HeXXeNlaHM peaklyu ce Habnonasanu npu edeHue ¢ ACE unxuburopu.

Hapyuienun Ha KPbBTA K TMMPpHATA CHCTEMA
[Ipy HAKOW NaUKMEHTH MOXKE AAa ce NOABH arpaHyNoOLMTO3a B NAHUHWTONEHH.
JloknansaHH ca CAyvyaH Ha XEMOJIMTHYHA aHeMHd NpPH NaUMEeHTH ¢ AeUUUT Ha roKo30-6-¢ocdar

ACXHAPOTrCHa3a.

HapymieHna Ha MeT200/1H3MA H XpaHEHETO
MHoOro paaxo XMnorjiuKeMHs

EnJoxXpHHHM HapyLICHHS
C Heu3BECTHA YeCTOTa, HEAOCTAThYHA CEKPELMA Ha aHTHAHYPETHYEH XOPMOH

IlcuxBuHK HApYWIEeHnd
Panko nenpecus, mpoMeHW B HACTPOSCHNETO, CMYHIEHUSA B ChHA, ChCTOAHHE Ha 0OBbpKBaHe

HapymeHnns Ha HepBHATA CHCTEMA
[lonskora napaecrtesua, QUCre3ns, HapylleHU B paBHOBECHETO

Hapymenns Ha ounTe
Panko 3aMBriIeHO BUXKIAHE

HapyureHns Ha yX0TO H JIaGHPHHTA
Psaako wiym B yLIHTE

CbpaeuHH HAapYWICHHS
UuavBuayaiHu clydyal Ha TaXWKapus, apUTMHA, aHIMHA NEeKTOpPUC U MHOKapjeH UHOApKT, CBBP3aHHU C
XUMNOTOHUA, ca chobiwasann npu ACE unxuburopu.

CbaoBH HapylmieHus
Texkka XUMOTOHUA CE€ MOABABA CJIEH 3ar0¥BaHE W YBEJWYEHHE Ha A03ara Ha JIeYeHHETO. TORa ce Cly4yBa

HaH-Beue MpU ONpeacsieHH pUcKOBH rpynu (Bx. CneuuanHu npeaynpexaeHyus U npeanasHy MepKH MnpH
ynotpeba). CBbp3aHH ¢ XUIIOTOHHATA €a CHMMIITOMH KaTo 3aMasHOCT, YYBCTBO Ha cnadoCT, HapyLEHO
3pEHHE.

Psaako ce nosrsaBa 3auyepBsIBaHe.

PecnupaTopHn, FPLAHH H MEAHACTHHAJIHKE HAPYIIEHNS 7 i iy
Psaako ca AOKTaABAHH AMCIHES, CHHY3HT, PUHHT, [JIOCHT, OPOHXUT W Oponxocnasbm. Y 1@ 2
MHXHOMTOpM Ce CBbP3BA C NOABA HAa AHTMOHEBPOTMYEH OTOK NPH MAIIKH MOATPYNH | anid “HER) .aazg:ﬁ“&
TBKAHWTE Ha IULETO U opodapHHkca. B M30nMpaHu Clyyan aHrHOHEBPOTHYEH OTOK,
[UXATENHHN MbTHILA, € MPHUMHAA PaTalia OOCTPYKUIHA HA AMXATERHUTE MHbTHLLA. A




CToMalHO-"peBHH HAPYLIEHHUA
[loHsikora Moske na ce NOIBU KOpeMHa Oonka, 1napus, 3arneK WiH cyxoTa B ycTara.
Onucanu ¢ca HHAKMBHAYAIHH ClTyyad Ha NMAaHKPEaTHT U wieyc BLB Bpb3ka ¢ ACE nHxuburopu.

MHoro PAOKO aHIT'HOEACM HAa TBHKHUTE HCPBA.

Xenaro-OHuIHApHHY HAPYIIEHHA
OnucaHu ca MHAMBUAYAJIHM CJIy4al Ha XOJNECTaTHYHA XBbATEHHUAa W XenatuT BbB Bpb3ka ¢ ACE

HHXUOUTOPH.

HapymeHns Ha K0’KaTa H NOJAKOKHATA ThKAaH
[lonakora MoraTt ga ce NofBAT aJIEPrHYHUA PeaklUMy U peakllMM Ha CBPBXUYBCTBUTEIHOCT, KaTo Chplex,

YpTHKapHs, epuTemMa Mynthudopme, cHHIpoM Ha CTHBBHC-JKOHCHH, TOKCHMYHA €nuAepMallHa HEeKponu3a,
rMonoOHH Ha TNcopHazuc ekchiopecLeHUHM, anorneurs. Toea Moxe na Obhe NPHAPYKEHO OT BHCOKA
TEMIIEpATypa, MHANTHA, apTpanrua, €o3uHodwMg WWIK noevined THTLP HAa ANA. Pagko ce nposBgsa

XHIICpXHAPO34d.,

HapymieHHN HA MYCKYJ/IHO-CKEJIETHATA CHCTEMA H CH€AHHHUTE/IHATA THKaH
[loHskora Moxxe 1a ce NpoABY MHAITHA.

Hapymiennsn na 6n0penure H nBKOUHHTE MHTRINA

Moxxe na ce nossu uUaM ga ce BiolMd OnOpeuHa HeaoctarbuHoOCT, JloknaneaHa e ocTpa ObOpeyHa
HeAOCTAaTBYHOCT (BX. CnieuHarHi MEPKH U NpEeHoNnpeKaeHus MpH ynorpeda).

Paako ce nposABABAT CMYWIEHWA B YPHHHPAHETO.

Hapyuienuss Ha Bb3NPOH3BOAUTENIHATA CUCTEMA H I'bpPAATA
Paako epektyiHa JKCHYHKLMA.

O6mu napyuienna 1 epeKTH HA MSICTOTO HA NPHJIOKEHHE
MHoro paako nepudepeH 0TOK U OONKM B FbPIKUTE.

Hicaenpanua
Moxe na HacTblM TMOBHLICHHE Ha KPbBHATa ypes M KPEaTWHWH, KOUTO ca OOpaTHMH NPH COMpaHe Ha

ynotpebara, ocobeHo NpH Haln4uue Ha 61b0peyHa HeAOCTATBLYHOCT U PEHOBACKY/1IapHa XUIMEPTOHHA.
[Ipn HAKOR NaLMEHTH ca JOKIAABAHU HaMaJIeHME Ha XEMOTJIQ0OMHA, XeMAaTOKpUTa, Opod Ha TpoMOOLIMTHTE H

OeJINTe KPBhBHU KIIETKH.
Coi10 ca Ounu AOKIaABAHHM M NMOBUILIEHH CEPYMHH HHUBA Ha YepHOAPOOHHTE €H3WMH U OHNIHPYOHHA.

CrhobmaBaHe Ha DONO3HPAHH HEXKeJIAHH peaKlHH

ChoOLIaBaHETO Ha MOAOZMPAaHH HEXKENaHM peakiMH cied pa3peulaBaHe 3a ynoTpeba Ha JiekapcTBeHHs
NpoAYKT € BaXHO. ToBa no3BondBa Oa NPOAB/HKM HAOMIOAEHMETO Ha CBHLOTHOIIEHHETO MNOJ3a/pHUCK 34
NEKaApCTBCHHA NpOAYKT. OT MEIULHMHCKUTE CMNELHANHCTH €€ M3MCKBA Aa cboOaBar BCAKa NOAO3IMpaHa
HexellaHa peakLivs ype3 HAllMOHAJIHATA CHUCTEMA 33 ChoDIllaBaHe;

HM3nbiuuTenHa areHuyUs no AeKapcTeaTa

yn. ,,Jlaman I'pyes” Ne §

1303 Codus

Ten.: +359 2 8903417
yebcaitT: www.bda.bg

4.9 Ilpenosnpane

CuMnNTOMHTE Ha TpEeiO3UpaHE ca TeXKAa XWUIIOTOHMUA, LIOK, cTynop, Opamukapn
CIEKTPOIUTHOTO paBROBECHE U OBOpeUHa HENOCTATBLUYHOCT.



IIpy npenosupane nauneHTUTe TpsbBa Aa ce Hab/MIOAABAT BHUMATENHO, 3@ NMPEANOYMTAHE B MHTEH3MBHO
otaenenue. Hecto TpabBa na ce mpocnensBar cepyMHHTE €JIEKTPOAWTH M KpeaTWHHHa. TepaneBTHUYHHUTE
MEPKH 3aBHUCAT OT €CTECTBOTO M TEXKECTTA HAa CHMIITOMHTE. AKO MOTNBbUIAHETO € OHNO CKOPO, MOXE 12 Ce
[PUIOXKAT MPEBAHTHUBHU MEPKH Cpelity abcopOuMATa, KaTo CTOMAllHA MPOMUBKA M aBaHe Ha aficopOeHTy U
HaTpHeB CyJigaT. AKO HaCTbIMH XMIMOTOHHSA, NALNEHTLT TPAOBa 1a Ce NMOCTABH B AaHTHIIOKOBO MOJOXKEHHE W
Na ce MpeLeHH HeoOXoaHMocTTa OT 00eMO3aMeCTMTENIHA TepanHs H/HMIM JeUeHWe ¢ aHruoTeHzuH 11,
bpaaukapavsaTa Win M3pa3eHHUTE BaryCoOBH peakliMM TpAOBa Aa ce neKyBat ¢ aTponuH. Mosxe fa ce o6chau
HeoOXOMMMOCTTa OT MnocTaBsHe Ha neiicmeiikbp. ACE uHxubuTopuTe Morar fa ce OTCTPaHAT OT
KpbBoOOpalleHneTo ¢ Xxemoauanusa. TpabGea na ce H30a8rBa M3MON3BAHETO HA BHCOKO-OUMCTRALLM

NOJTHAKPUIIOHUTPHAHH MeMOpaHH.

5. ©OAPMAKOJOI'NMYHMU CBOMCTBA

5.1 ®apmakoayHAMH4YHH CBOHCTBA
Dapmakorepanesruyna rpyna; ACE nuxuburop, ATC kon: CO9AALS

bnaronpuaTHHAT €PEKT Ha 30()eH MpH XUNEPTOHUS U OCTHP MHOKapJeH HH(pAPKT H3rNexaa ce ObJDKH
FJIABHO Ha MOJATHCKaHE Ha MMia3MeHaTa peHUH-aHIMOTEH3HH aNJOCTepOoHOBa cucTeMa. MHxubupaHeTo Ha
ACE (Ki 0,4 nM B 6sn1 apo6 Ha 3aek 3a aprUHHHOBATa COJ Ha 30()EHONPUNAT) BOAM IO NOHIKABAHE Ha
[IA3MEHUA aHrMOTeH3HH I, koeTo BosM N0 Hamanena Ba3sonpecopHa AKTHBHOCT M alloCTEPOHOBA
CeKpelHs. BuIpek# e NOoCNeAHOTO HaMaleHre € MHOTO ¢1abo U3pa3eHo, 3aeHO Che 3arybaTa Ha HATPHI H
TEYHOCTH, MOXE JIEKO [a C€ MOBUIIM CepyMHaTa KOHUEHTpauus Ha Kanui. IlpexscraHero Ha
OTpHLATENIHATA 0OpaTHA BPb3Ka Ha aHTHOTeH3HH Il BLpXy peHHHOBaTa cexpenys BOAH O NMOBHILABAHE HA
nia3MeHaTa peHHHOBa akTMBHOCT. [lta3mMenara ACE akTHBHOCT ce nogTHCKa, CHOTBETHO, ¢ 53,4% u 74.4%
Ha 24-4 yac cliefl NPUIIOKEHHUE HA ENUHNYHM NepopatHu A03u oT 30 mg u 60 mg 30deHonpun Kanuumii.

Huxubupanero Ha ACE BOIH 10 NMOBHMIICHA aKTHBHOCT HA IMPKYJMpAIaTA M JIOKAIHATA KAJTMKPEUH-
KMHHHOBA CHCTEMa, KOETO JMAOMpHHacs 3a nepudepHa BasoauIaTalys 4pe3 aKTHBHPAaHE Ha
IIPOCTarjaHAMHOBaTa cuUcTeMa., BepoATHO TO3M MEXaHM3BM € BKJIIOYEH B XHMNOTEH3WBHHUA edeKT Ha
30(eHONPHI KATTUMil M € NIPHUYIHA 33 ONpPEeIENeHH HeXelTaHH peaKLHH.

[Ipy NauMEHTH ¢ XUNEPTOHUA NMPHIIOKEHUETO Ha 30¢eH BOAU 10 MOHUXKABAHE Ha apTEPHANHOTO HAMAraHE B
JIEFTHAJIO ¥ CEJHAIIO MNOJIOXKEHHE [10 €/IHA W Chllla CTENeH, 6€3 KOMIEHCATOPHO YBENHYaBaHe HAa ChpIcYHaTa
yecToTa. Cnen npunoxenne Ha 3odeH UMa TeHASHUWS KbM HaMalsBaHE Ha CPEAHOTO CHCTEMHO CbAOBO

CBIIPOTHBJCHHE,

JlocTHraHeTo Ha ONTHUMAJIHO MOHMXKABAHE HA APTEPUATTHOTO HAlATaHE NPH HAKOM MAUMEHTH MOXe Na
H3MCKBA HJKONKO CEAMHYHO JIeHEHHE. AHTHXUIIEPTEH3UBHUAT edeKT ce NOJABLPXKA M0 BpeME Ha

NPOABILDKHUTEIIHO JICHCHHC.

BHe3anmHOTO cnupaHe Ha NI€UEHWETO He BOAM 10 Obp30 MOBHIIABaHE HA APTEPHATHOTO Handrane. Jo
MOMEHTa HAMa AaHHH 3a epeKkra Ha 30¢eH BbpXy 3a00NeBaeMOCTTa H CMBPTHOCTTA TNPH XHAICPTOHHLIM.

Benpekn ue aHTUXHMEPTEH3HBEH €QEKT € YCTAHOBEH BbBB BCHUKH H3CNEJBAHW PacH, YEPHOKOKHTE
MaunWeHTH (OOHKHOBEHO XHMMEPTOHHMLIM C HUCBK PEHMH) Ce NOBIUABAT no-cnabo ¢ MoHortepanus ¢ ACE
MHXUOHUTOP B CpaBHEHHE ¢ ocTaHaNUTE. [Ipn noGaBsHe Ha AUYPETHK Ta3H pasjivKa H3YE3Ba.

KIUHHYHHAT eQekT npu paHHO BrIlovBaHe Ha 30(¢eH cnell MHOKapAeH HMH(papKT ce CBb 383 C MHOrO
(QaKTOpH, KaTO HaMmajsgBaHe Ha TJIa3MEHWTE HHMBA Ha aHrvoteHzuH I (Mo To3W Ha cé. I
Mpoueca Ha KaMepHO peMOAEnupaHe, KOWTO MOKe Na MOBJIMSE Heﬁnaronpm’mo"/f@
MAUMEHT C MHQApPKT) ¥ MOBUWABAHE Ha [UIA3MEHHTE/THKAHHH KOHLEHTPAlHK Ha /Ba:s
cyOcTaHIMHK (NpocTartaHAMHU-KMHHHOBA CUCTEMA). T ,._ ‘




ITpu 1 556 naumenTtH ¢ npeaeH UHPAPKT Ha MUOKApAa, KOMTO HE ca Moy4YaBanyd TpOMOOIMTHUHA Teparka e
MpoBeAeHO PaHAOMHU3HPAHO, MJIaUEO0-KOHTPOIHPAHO KNIHHHYHO MPOYUBaHE cbe 30¢eHonpun. JieueHnero e
3afl0YHATO B MbpBUTE 24 yaca U € rpoab/ikuio 6 ceaMuun. Yectorara Ha MbpBHUHKS KOMOBHHpaH KpaeH
H3Xxo4 (TeKka CbpAEYHA HENOCTATBYMHOCT HM/MNM CMBPT B PAMKHTE Ha 6 ceaMHLM) HaMansBa NpH
NallMeHTHTE, NeKyBaHH cke 30deHonpua (3odpeHonpun 7,1%, nnauebo 10,6%). CreneHTa Ha NpexxUBAEMOCT
3a ¢[lHa roavHa ce e noAo0pHNa B rpynara, TpeTupaHa cbC 30¢eH.

Hpyra nudopmaums

HBe ronemMun panaomusupaimn kourpoiaupany npoyusaHus — ONTARGET (ONgoing Telmisartan Alone and
i combination with Ramipril Global Endpoint Trial, Tekywo rnobanHo u3nuTBaHe 3a kpaliHM TOYKH Ha
TEJIMHCAPTaH, CaMOCTOATENMHO ¥ B koMOuHauug ¢ pamunpun) 1 VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes, KnnHu4HO npoyuBaHe CBBpP3aHO C pa3BHTHE Ha HedponaTtHs npH Auader,
NpoBeIeHO OT MUHUCTEPCTBO MO BENPOCHTE HA BETEpPaHUTE) — MPpOyUBaT ynorpedara Ha KOMOWHALMATA OT
ACE unxubutop v anruoreHsun ll-peuentopeH 6nokep.

ONTARGET e npoyuraHe, NpOBEOEHO MNpH TNAalMEHTH ¢ AaHaMHe3a 3a CbpACYHO-CBJAOBA WIH
MO3bUYHOCHAOBA OonecT, WK 3axapeH AWabeT TUN 2, MPUAPYXKEHH ¢ NaHHHU 3a YBpexkilaHe Ha edeKTopHH
oprani. VA NEPHRON-D e npoy4sane npH nauuMeHTH cbC 3axaped auaber tun 2 M nnabetHa
HedponaTHs.

Tezn npoyuBaHua He TTOKA3BaT 3HAUYHM OJIaronpUsATEH €PEKT BbpXY OLOpeYHnTE U/ UAH CHP/ACYHO-ChAOBHUTE
MOCACAULM H CMBPTHOCT, KaTO ChLUEBPEMEHHO ca HabJl0JaBaHM MOBHLLIEH PUCK OT XHMIIEPKATTHEMUS, OCTPO
yBpexKaaHe Ha ObOpeuMTe W/MNH XUIMOTOHHA B CpaBHEHHE ¢ MOHoTepanHsaTa. Kato ce uMart npeaBui
CXOOAHHTE UM (papMaKOAHHAMHUHH CBOHCTBA, T€3H PE3YJITATH ca NPHIOKHMH M 3a Apyru ACE nuxnburopu
¥ aHrHOTeHzHUH lI-peuentopHu GaokepH.

ACE nuxubutopu u aHruoreHzuH II-penentopHu Onokepm cnegoBatenHo He TpAOBa Ja ¢e M3MOA3BAT
€IHOBPEMEHHO IPH NauMeHTy ¢ auadeTHa HedponaTHs.

ALTITUDE (Ahliskiren Tnal in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints,
KnuHHYHO npoyyBaHe NMpoBeAeHo ¢ alTMCKHPEH MPH NALHEHTH Che 3aXapeH AHabeT THN 2 ¢ U3NON3BaHE Ha
CbpAEYHO-CBAOBU M ObOpeunn 3abonaBaHMa KaTo Kpa¥HH TOUKH) € MpOyuBaHe, NpeAHA3HAMEHO [Aa
H3CcnenBa noJszara or A00aBAHETO Ha AMMCKUpEH KbM cTaHOapTHa Tepanus ¢ ACE unHxubutop uau
aHruoTeH3uH ll-peuenropeH Onokep npu NauWeHTH CbC 3axapeH AHA0ET THM 2 U XpOHHHHO OBLOpeuHo
3a00nsABaHe, CHPAEHHO-CHAOBO 3abonsBaHe WAM W aBere. [IpoyyBaHETO € MpEKpaTeHO NpPeKAEBPEMEHHO
opajy MNOBHILEH PUCK OT HeOnaronmpuaTHW nocieavud. KakTo chbpAeqyHO-CbAOBATA CMBPT, Taka M
MHCYJITHT €a NO-4ECTHU B rpynara Ha ajIMCKHPEH, OTKOJIKOTO B rpynara Ha mnaiebo, a npeacraBiisiBalliuTe
MHTEpEC HEXENaHW CbOMTHA N cepuo3HM HexenaHu cbOUTUA (XUnepKanHeMHsa, XHINOTOHMA H OBOpeunHa
AUCHYHKLUMA) ce ChodIaBaT no-4eCTo B rpynara Ha aJMCKHpeH, OTKOJIKOTO B Ipyrarta Ha ryaue6o.

5.2 @apMaKkoKHHETHYHH CBOHCTBA

3odeHONpUT KaILMA € NPEANEKapcTBO, Thil KATO aKTUBHUAT UHXMOHUTOpP € cBOOOAHOTO CyNdXHAPHITHO
CBEAUHEHHE, 30QEHONPHUITIAT, KOETO CE FOAYYaRa MPHU THO-ECTEPHA XHIAPOIH3a.

Pezopbyus

3odeHonpun Kanuui ce pezopbupa OBp30 M NBAHO CNEl NEPOPATHO NPUITOKEHHE M ce TpaHcpopmHpa
NOYTH HANBJIHO 4O 30¢EHOTIPUIAT, KOWTO JOCTHra NUKOBH KpbBHHM HUBa 1,5 yaca ciaen nepopanHa nosa
3Joden. KunetukaTa Ha eAMHHYHATa 1034 € JIHHelHa B 1030B WHTepBan oT 10-80 mg 3odhenonprn Kanumii 1
He ce HabnioJaBa KyMyavpaHe cnel npuiaraHe Ha 15-60 mg sodeHonpun kanuui B Npoab/iKeHHUe Ha 3
ceaMuuy. Hannuuero Ha XpaHa B CTOMALHO-YPEBHHUS TPaKT HaMalnsBa CKOPOCTTA, HO HE M CTEMNEHTAa Ha
pesopbuns 1 AUCs (nnowudre noa KpuBara) Ha 30(QeHONMpHiaT ca NOYTH €AHAKBU Ha TiadHO W ciel

HaxpaHBaHe.

Paznpedenenue

IIpnbansutento 88% oT nMpkyanpawlaTa pagHOAKTUBHOCT, M3MepeHa ex-vivo of
paguoMapxHpan 30(heHONpHIT KaJllMi, ce CBbpP3Ba C MJIa3MEHUTE NPOTEUHHU U 0OeMET
cTabunHo cheTosiHHe (steady state) e 96 aurpa. |




buompanchopmayus

B ypuHaTta Ha xopa cied MPUIIOKEHHWE Ha paauoMapKupaH 30QEHOMPHI KallMi ca OTKPUTH OCeM
MmeTabosuTa, onpeaensiud 76% oT panuoakTHBRHoOCTTA B yprHaTta. OCHOBHUAT MeTabonuT € 30¢eHonpuaar
(22%), KOHTO cnea ToBa c€ MeTaboH3upa MO HAKOJIKO IThTA, BKIIHOUYUTENHO TFNIOKYPOHOBA KOHKOTraHvs
(17%), unKknu3anms ¥ rioKypoHoBa koHwrauus (13%), udcrenHoBa koHiorauua (9%) u S-MeTHIHMpaHe Ha
THoJioBaTa rpymna (8%). BpemeTo Ha nony>KUBOT Ha 3odeHonpunar € 5,5 yaca U o01UAT MY KIIMPBHC OT
oprainzma e 1300 ml/min cnen nepopanHo NpuUnoxeHHe Ha 30 eHONPUIT KAJILNMK.

Enrumunupare
PagnoMapKUpaBusAT 30(QEeHONpPUIIAT, NPWIOKEH MHTPABEHO3HO, ce€ eJIMMUHHMpa B ypuHara (76%) n

HanpaxHeHHaTa (16%). [lpu nepopanHo npunoxeHre Ha pagHOMapKHpaH 30(EHONPHUT KaNuHi, CbOTBETHO
69% U 26% oT pagHOAKTHBHOCTTA C€ OTKPHBA B YPHHATA W U3NPAXKHEHUATA, KOETO MOKa3Ba ABOEH MbT Ha
enuMBHUpaHe (0pOpeuy U YepeH npobd).

DapMaKOKHHETUKA NMPH CNICLUATIHY NONYJIalUH

DapmMaKoKUHeMuKa 8 Cmapyecxa 6b3pacm
Koraro 6u0peuHaTa ¢pyHKLMS € HOPpMATHA, HE Ce Hajlara NpoMsHa B 103aTa B CTapyecKa Bb3pacT.

Papmaxoxkunemuxa npu Hapyuwiena bvbpeuna grynxyus

Ha 6azaTa Ha cpaBHEHHE Ha KIIOYOBH (PapMaKOKWHETHYHHY MapaMeTpUA Ha 30(E€HONPUIIAT, U3MEPEHHU CIEN
NepopajHO IMPUIOKEHHWE Ha paJuoMapkupaH 30QEHONPUA KaJIUWH, MALMEHTUTE C JIEKO HapyllcHa
6bOpeuHa pyHkuua (KpEaTHHUHOB KIMPBHC >45 » <90 ml/min) enuMuHUpar 30QeHONPUA OT OpraHUu3Ma
ChC ChIIlATa CKOPOCT, KAKTO M NPH HOPMAJIHUTE HHAMBUAH (KpEaTHHUHOB KIMpBHC >90 ml/min).

[Ipn nanpeHTH ¢ YMEPEHO OO TEXKO HapyleHa 6bu6peuna ¢yHxuus (7-44 ml/min), ckopocTra Ha
eIMMUHKBpaHe HaMmansBa no okono 50% ot Hopmanuata. ToBa nokasea, 4ye€ Te3d NallMeHTH TpsabBa na
MoJiyuaBaT MONOBHHATA OT 0OuuaiiHaTa HayallHa 1032 3ogeH.

[Ipy nmammeHTH B KpaeH cTaaui Ha OpOpeuHO 3a0onsBaHe Ha XEeMOAMAIM3a W NEPUTOHEalHa AMalN3a,
CKOpOCTTa Ha €TUMMHHpaHEe HaManaBa Ao 25% ot HopmanHarta. ToBa Noka3Ba, Y€ TE3U nauveHTH TpadBa na

NoJAy4aBaT elHa YeTBBLPT OT o0uyakiHara HayanHa Ao3a 3odeH.

DapmakoxuHemuxa NpU HAPYWEeHa YepHoopobHa yHKYus

[Ipy maiMeHTH ¢ NEKO A0 YMEPEHO HapylleHa YyepHoaApOOHa dyHKLHA, Ha KOUTO ca JaBaHW €AHHUYHH AO3H
pagHoMapkupaH 3odeHonpua kanuui, cToiiHocTUTE Ha Chax U Tmax 32 30¢eHONPUIAT ca €AHAKBH C TE3M
npH HopMalHATe UHOUBKUAK. AUC cTOMHOCTUTE MpU NAUMEHTH C LMpo3a, 0baye, ca OKOJIO JBa NMBTH HaJ
Te3W TPH HOPMAJIHKUTE HHAMBHIHW, KOETO NOKAa3Ba, Y€ NPU MAlMEHTH C JIEKO N0 YMEPEHO HapylWEHHE Ha
yepHoapoOHara PyHkuus TpaOBa Ja ce OaBa MONOBHHATA OT Hava/lHaTa A03a 30(QeH, B CpaBHEHHE C
NaluHeHTH ¢ HOpMaJTHa YepHoaApoOHa QyHKUMA

Hsama dapMaKOKMHETHYHH JaHHH 3a IIPUIOKEHHE HA 30QEHONPHIT H 30¢EHONPHNAT NPH NALKEHTH ¢ TEXKO
HapylleHa YepHoapoOHa (pyHKUMs, 3aTOBa 30 €HONPHI € NPOTHUBOINOKA3aH MNPH TE3HU NALMEHTH.

5.3 IlpeaxNIMHHYHH JaHHH 32 0€30RACHOCT

B uscnenBaHHs 3a TOKCHMYHOCT ¢ MHOTOKPAaTHO MNEPOPATHO MNPWIOKEHHE, MPOBENCHW ¢ TPU BHAA
003aifHHLH, NMOBEYETO OT e(EKTHTE, CBLP3aHH ¢ ACUEHUETO, ca OWAN Te3M, cbobinaBaHH oOWYaHHO NpH
ACE wunxuburoputre. Te3sd npoMeHH ca BKIKYBAIM NOHHXXABAHE Ha EPHTPOLMTHUTE NapaMeTpH,
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B enroOroaMIHO M3C/ICABAHE 32 TOKCHYHOCT ¢ MHOMOKPATHO NEPOPaJHO NPHIOKEHHE NPU MaitMyHa He ca
HabnoAaBaHH 3HAYMTENHU NpOMeHHU B uMTOXpoM P 450 eH3umMHaTa akTHBHOCT.

B uzcnensaHyMd Ha penpoayKTMBHATA TOKCHYHOCT, 30()EHONPUN BOAM 10 AO030-3aBUCHMO HaMallsiBaHe
CKOPOCTTa Ha pacTe’ka Ha NOTOMCTBOTO, @ CbLUO M HE(PPOTOKCHYHOCT M HAMAJIEHa NOCTHATAJIHA )XM3HEHOCT
npr n030B4 HURa oT 90 n 270 mgkg B nokonennero Fl. Jleyuenuero cbe 30¢eHONpPWI No BpemMe Ha

OpeMeHHOCTTa BOAM /10 (eTanHa TOKCHYHOCT H TOKCHYHOCT B Pa3BUTHETO Ha MOTOMCTBOTO NPH ILTBXOBE, a
ChLO ¥ eMOpHO- U HETOTOKCHUHOCT MPH 3ai 1M, HO CamMo ITPKR TOKCUYHK J03H 3a MaBKaTa.

["eHOTOKCHYHHUTE U3CTIEARAHMSA NMOKA3BAT, Y€ 30(¢HOTIPUIT HE € MYTareHeH UM KJIaCTONeHEH.
H3cneapaHuATa 3a KAHUEPOreHHOCT, MPOBEACHW MpPH MHLIKH H IUTbXOBE, HE IIOKa3BaT AAaHHHU 32

KaHNECPOrcHE3a. CaMo0 B H3Clie1BAHETO [NpH MHLIKH C HﬂﬁﬂI-OIIaBaHﬂ NMOBHIICHa YHCCTOTa HA HTPD(bHSI Ha
TECTHCUTE, HHETO KIIHHHYHO 3HAYCHHE € HCH3BCCTHO.

6. ®APMAIEBTUYHHU JAHHH

6.1 ChnucbK Ha NOMOLIHHTE BelllecTBA
CopleBHHa Ha TabyieTkara: MUKPOKpHUCTAJIHA LE€NYJI03a, JIAKTO3a MOHOXMIPAT, KPOCKApMEN03a HATPHH,

MarHe3HeB cTeapar, CHIMLIMEB JUOKCH], KononaaleH O0e3BOAEH.
QUAMOBO MOKPHTHE: XUIIPOMeNno3a, TuTaHoB avokeua (E 171), makporon 400, makporon 6000.

6.2 HecnBMecTHMOCTH

Henpunoxxumo.

6.3 Cpoxk Ha roonocr

3 roavHM

6.4 ChneusaJHH YCI10BHA HA CHXpAaHEHHUe

Hama cnetHaiHg YCIIOBHUA HA CbXPAHEHHE

6.5 /lannnu 32 oNaKOBKATA

bancrep PVDC/PVC/anymnunuii, onakoBKH OT:
3oden 7,5 mg — 7, 14, 28 n 60 dpunmupanu tabnerku.
3oden 30 mg — 7, 14, 28 u 60 punmupanu Tabaerkm.
He BcHYKH BHAOBE ONIAKOBKM MOrat Aa ObAaT NyCHATH Ha nasapa.

6.6 ChnennajnHy NpeAna3ZHH MepKH NPH U3IXBLPJIAHE

Hsama cnelMaiHHA U3UCKBaHKUA

7. IIPUTEXATEJ] HA PAZPEIUEHHUETO 3A YIIOTPEBA

Berlin-Chemie AG
Glierucker Weg 125
12489 Berlin

I epMaHus




8. HOMEP(A) HA PASPEILIEHHETO 3A YIHIOTPEBA

3oden 7,5 mg — Per. Ne 20030714
3oden 30 mg — Per. Ne 20030715

9. HJATA HA IIBPBO PA3PEINABAHE/MIOJHOBSJBAHE HA PA3PEHIEHUETO 3A
YIIOTPEBA

Hara Ha nbpBoO pa3petuasaHe: 25.11.2003
Jarta Ha nochenHo noaHosgaBade: 29.01.2009

10. JATA HA AKTYAJ/IUMIUPAHE HA TEKCTA
12/2024




