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2. KAMECTBEH H KOJTHUYECTBEH CBbCTAB

Beska tabnerka ot 20 mg chabpxka 21,78 mg muskuHonpunos quxunpar (Lisinopnl dihydrate),
eKBHBaNEHTeH Ha 20 mg nusuHonpun (Lisinopril),

34 NBJIHHMA CHHCHK C HOMOIIHH BEIeCTBA BHXK TOYKa 6.1.

J. JIEKAPCTBEHA ®OPMA

Buronpun 20 mg ca, 6enu, Kpbriy, IBOHHOMIMBKHAIH TabeTkn, ¢ Mapkuposka "20" 0T enHaTa
CTpaHa U C ACTMTENHH YEPTH OT ABETe CTpaHH. TabneTkaTa MOXe Ja ObJe pa3aesieHa Ha YETHPH
paBHH MOJOBHUHH,

4. KIHHHYHH JAHHH
4.1 TepaneBTHYHH NOKAZAHHA

Apmepuanna xunepmonus
JleueHue Ha apTepHaiHa XUIICPTOHHA.

Cypdeura nedocmamuvytocm
JleueHue Ha crpACYHA HENOCTATBYHOCT.

Ocmup ungpaprkm na muoxapoa
Kparkocpouso (WIeCT CEAMUYHO) JICYEHHUE HA XEMOAHHAMHYHO CTAGUJIHH MAHMEHTH B MBpBUTE 24
yaca Ha OCTPUA MUOKapAEcH HHPapPKT.

Bvbpeunu yeaoocnenus npu duabem
JleueHue Ha 666peuHn 3a060NABaHKA IPH XUTIIEPTOHUIM ¢ AHAGET THN 2 U HauanHa HedponaTHs (BHK
T. 5.1).

4.2 Ho3upoBKA H HAYHH HA NPUTOKEHHE

Tabnerkure BHTOMPUI ca NpEAHAZHAYEHH 34 TIEPOPAICH MPUEM BeAHLK JHEBHO. KaTo BCHUKH
NeKapcTBa, MPHEMaHH BEIHBK JHEBHO, BHTONPHI TpAOBA fa € NMpHeMa NPUOAHIKWTENIHO N0 SHO H
CBIIO BpeMe BCEKH AeH. AGcopOuuaTa Ha Butonpun He ce nosnuasa ot xpana. Jlosuposkara Tpadsa
oa Obae ananTHpaHa HHAMBHAYAIHO B 3aBUCHMOCT OT Npodiiia Ha MaUMEHTA U [TOBIHABAHETO HA
KpbBHOTO HanAraHe (Bux T. 4.4).

Tabnerkata MOXe Aa ce pa3ieid Ha YeTHPH PABHM 4acTH. 3a LenTa Tal/leTKaTa ¢e IIOCTaBsA BbpXy
TBBHP/IA [IOCKA MOBBPXHOCT ¢ ACNUTENHATA YEPTa HArOPE U ¢ HATHCKA JICKO C MPBCT.

Xunepmonus
BHTONpPHI MOXe Aa & W3MI0N3Ba CAMOCTOATENHO WIH B KOMOHHALIHA ¢ IPYTH JICKapCTBa 3a
AHTHXHMMEPTEH3UBHA Teparnusi.

Havanua 0osa
I[1pH nauKeHTH ¢ XMNEPTOHUA IPENOpPHYMTENHATa HauanHa J03a € 10 mg. [1pH manueHTH ChC CHTHO
AKTHBHPAaHA PeHHH-aHTHOTEH3WH-ANZOCTEPOH CHCTEMA (NO-CHELHANHO TMPH pEHOBACKYapHa

XHIEPTOHUA), CIEA TIPHEM Ha MbpPBOHaYaNHaTa 0032 € Bh3MOKHO PA3KO NIOHIDKABAHE Ha
Hamarane. [IpenoprunTenHara HauanHa K03a B TAKWBA CNy4aH € 2,5-5 mg, Karo B Haval



nedeHueTo TpAdBa na ca NpoBeae Mo JICKapeKu KOHTpoIl. [To-HHCKa HadyaaHa f03a ¢e NPenophysa U
Npy NauHeHTH ¢ Op0pedHa HenoCTaTEIHOCT (B No-gony Tabnnua 1).

Hodowpaxcawa dosa |

O6ukHOBeHO edekTHBHATA MOATBPAALIA N03a € 20 mg, npunoxkeHa BeaHbxk AHEBHO. [To npuHLAL,
aKko KENAHUAT TepaneBTHUEH edekT He ObJe MOCTUIHAT 3a NEpPHOT OT 2 10 4 CCAMULIH, N03HPOBKATA
Tp#6Ba Ha 6pAe yBenHucHa. MakcHManHaTa n03a, NpuiaraHa B JBATOCPOYHH KOHTPOHPaHH
KITHHWYHH H3clieBaHui, ¢ 6una 80 mg/neH.

Hayuenmu, nexysanu ¢ ouypemuyu

Cnepn 3anousaHe Ha He4YeHUE ¢ BUTONPHA MoXe /1a ¢ MOABHM CHMITTOMAaTHYHa XUITOTOHKA. ToBa € no-
BEPOATHO MPH MAaLHEHTH, KOMTO CE IEKYBAT ¢ AuypeTHii. IIpH TakHBa NaUXEHTH € HEOOX0AHMO
BHHMaHHE, Thit KaTo NMPH TAX MOXKE 2 ¢ NONYUH HEAOCTHT HA eNEKTPONIMTH H TEYHOCTH. Te Tpabsa
Ja Crpar npueMa Ha IMYPETHIH, aKO € B3IMOXHO, 2 A0 3 HHU NPEIH Aa 3an09HaT Je4eHHeTo ¢
BUTONMPHN. [IpH XUIEPTOHMUIIY, YHETO JIEYSHHE C AUYPETHLH HE MOXe a Obae CIpAHO, TeUEHHETO ¢
BHTONpHI TpAOBa Aa 3aMO4HE ¢ HayanHa A03a oT 5 mg. Tpabea xa 6saar npocnenasaHi 6s0peuHaTa
dYHKLHMA H HUBOTO Ha cepymumsa xamuii. [Tocneasamara nosuposka Tpadsa xa 6vae crobpaseHa ¢
MOBJHABAHETO Ha KPHBHOTO HANAraHe. AKO € HCOOXOMHUMO, JICUCHHETO ¢ AMYpPETULIE MoXKe Ja 6nae
BB30OHOBEHO (BIK T. 4.4 H T. 4.5).

Ho3upane npu nayuenmu ¢ 6v6peuna HedOCMamvbYHOCm
Jo3upoBKaTa npyu nauMeHTH ¢ 6s0peyHa HeqoCTaTEYHOCT TpAOBa Aa Obae crobpaseHa ¢
KpeaTHHUHOBHA KITHPHHC, TAKA KAKTO € YKasaHO No-Aoiy, B Tadnyua 1.

Tadanua 1

Jlo3upane NpH NAHEHTH C 6LOPEYHA HEAOCTATHLYHOCT
KpeaTHnunos kaupsHce (ml/min) Hauaana po3a (mg/nen)
[To-Manko ot 10 ml/min (BKIIOYHTETHO 2,5 mg*

NaUMEHTH HaXHATH34a)

10 -30 ml/min 2,5-5 mg

31-80 ml/min 5- 10 mg

* Ho3upoBKaTa /1K 96CTOTATa HA TIPHITOKeHHe TpabBa ga 6bAaT onpeacieHd B 3aBHCHMOCT OT
MOBJIUABAHETO HA KPHBHOTO HAMACAHE.

Ho3rpoBKaTa Moke Aa Obe MOBHIIABAHA JOKATO C€ MOCTHTHE ANCKBATEH KOHTPOA Ha KPBBHOTO
HAJIATaHE WNH I0KaTo 6bAae AOCTUTHAT MaKCUMYM OT 40 mg JU3HHOTIPUN IHERHO.

Ynotpeba npr neaHaTpHYHKY NALMEHTH HA Bh3PacT Ha Bb3pacT oT 6 10 16 roaHnu
[TpenoprunTeNnHaTa HAYAMHA 1032 € 2,5 mg eAHOKPaTHO AHEBHO MPH NALHEHTH C TENECHO TEro
Mexay 20 kg u 50 kg 1 5 mg eqHOKPATHO AHEBHO NPH NMaUMeHTH ¢ TenecHo Terno = 50 kg, Jlosata
TpaOBa Aa ce aflanTHpa HHAHBHYANHO 10 MAKCHMAanHa Jo3a oT 20 mg JHEBHO NPH NAWHEeHTH ¢
TenecHo Terno Mexny 20 kg u 50 kg u no 40 mg npu naumeHT! ¢ TeNecHo terno = 50 kg. o3u no-
BHCOKH 0T 0,61 mg /kg (unu no-sucoky ot 40 mg AHEBHO) HE ca NPOYYBaHH NPU NEAHATPUHH
MAHEHTH {BIKTE TOuKa 5.1).

ITpu nena ¢ yBpenena 6s0peynara QpyHKuUA TpabBa Aa ce npuaara no-HHCKa HauyanHa fo3a WK Aa ¢
YABIDKA HHTEPBATa MEXAY ABE MO3H.

Cupoeurna HedocmambvyHOCH
[Mpy nauMeHTH ¢hC CHPACUHA HEROCTATEYHOCT, BUTONpPHI MOXe Aa ce NpeANKucBa KaTo
KBM JICUEHHETO ¢ QUYPETHLIH H KOraTo € HeoOXoqHMo AMruTanmc Uiy Oera-OnoxkepH.
MOXE /12 3aTI04He ¢ HAYAMHA 034 OT 2,5 mg BHTOTIPHII, €IHH ITBT JHEBHO, KaTo TPAO
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OCBIUECTBABA MO NeKApCKH KOHTPOI, 3a Aa Obae npocneneH ePeKThT BbPXY KPbBHOTO HAIATAHE,
[TosuIraBanero Ha no3ara TpsabBa 13 ¢TaBa:

—  Ype3 MOBHIIABAHE, HE NO-ToAAMO o1 10 mg;

— Ha UHTepBaii, He [10-MAJKH OT 2 CeAMHLH;

— 10 Hali-BHCOKATa, MOHOCHUMA OT NallHeHTa A03a, N0 MaKCHMaNHa Xo3a oT 35 mg

JTM3HHOMPHI THEBHO.

HozupaHero TpabBa Ja € cro0pa3eHo ¢ HHAMBHAYATHUA KIMHHYEH OTToBOpP Ha maunenta. [IpH
NaUHEHTH ¢ BUCOK PHCK OT CUMIITOMATHYHA XUMOTOHHA, HANPHMED MAIMECHTH C HEAOCTHT HA COJIH, ¢
M 03 XHIIOHATPUEMHA, NALMEHTH ¢ XHTIOBOJICMHA WM NALMEHTH, IPHEMAIM CATUARYPETHK, 8Ko €
BB3IMOKHO, TE3H HapylIeHUs TpsAOBa Aa ObJaT KOPUrHpaHH Mpeay 3aMN0YBaHE HA NCYCHHE ¢

Butonpui. Tpa6sa aa 6baaT npocnenaBany 6x0peunara ¢yHKLNA H HUBATA HA CEPYMHHA KAIHI (BHK
T. 4.4).

Ocmyp ungapxm Ha muckapoa

[Tauuentute TpAOBA a MONTYYaBaT CHOTBETHATA CTAHAAPTHA NPENOPHUKUTENHA TEPANHA C
TPOMOONHTHLIM, aCIIHPHH H OeTa-0110kepu. BB3MoXkHO € eNHOBPEMEHHO HHTPAaBEHO3HO HH
TPAHCACPMATHO NPHNOKEHUE HA TTIMUEPUN TPHHHUTPAT (HATpOrnHuUepHH) ¥ BUTONPHIL.

Hauanna dosa (npes nvpsume 3 onu caed ungapxma)

JleueHneto ¢ Butonpun tpadBa Aa 3anowHe Ao 24 yaca cies NosBaTa Ha MbPBUTE CHMITTOMH.
JleyeHnero He TpAOBa Aa OB/ CTAPTHPAHO [IPH CHCTOMMYHO KPBBHO HalArade, no-Hucko ot 100
mmHg. Hauanuata go3a oT 5 mg BHTOMpPUA ce mocnensa ot 5 mg cnel 24 vaca ¥ ot 10 mg ¢nen 48
qaca. Cnea ToBa ao3arta ¢ 10 mg na geH. [TauueHTH ¢ HUCKO CHCTONMYHO HamArade (< 120 mmHg) B
HAvYI0TO HA JICUEHHETO WK Npe3 MEPBHTE 3 AHH ¢nen HHdapkTa TpaOBa Aa [onyvaBaT no-HHCKA
Jo3a - 2,5 mg (BUX T. 4.4).

B cnyuaii Ha 650peuHa HEAOCTATHUHOCT (KpeaTHHHHOB KNHphHC < 80 ml/min), HauanxaTa no3a
Butonpun Tpadea na 6s1e cpobpaseHa ¢ kpeaTHHHHOBMSA KTMPBHHC HA MaleRTa (B Tabnuua 1).

Hoddwpaxcawa do3a

Tloaaspxkamara goza ¢ [0 mg qHeBHO. [1pH nauMeHTH ¢ XUMOTOHUA (CHCTO/IMYHO HAaMAraHe no-HHCKO
unu pasHo Ha 100 mmHg) nHeBHaTa nogabpikaina Ao3a He TpAOBa Ja NpeBHIIaBa S MZ WAH aKO €
HeoOX0oAHMO MOKE BPEMEHHO fa C& HAMATH 10 2,5 mg. AKO XHNIOTOHUATA NPOABIDKH (CHCTONIHYHO
KpBBHO HAnsArase no-#ucko or 990 mmHg 3a noeeue ot | yac), MpHEMET HAa BATOMpPUN TpAOBa Ja ce
npeycTraHoBu. JledeHneTo TpaOBa Aa MPOARIKH 6 CEAMHKLIK, ClIe] KOSTO MALHEeHTHT TpaOBa OTHOBO Ja
Obae nperneaad. [TauMeHTH Ch¢ CHMITOMH HAa ChPIEIHA HEAOCTATHYHOCT TpAOBa Aa nNpoAbKaT
JeyeHHeTo ¢ BHTONpUA (BUXT. 4.2).

Bvbpeunu yenosicnenun ecaedemeue na ouabem

[Tpu xunmeproHuM ¢ Auader TUM 2 U HAaYanHa Hedponatua ao3ata ¢ 10 mg BUTONPHA NAHEBHO, KOATO,
ako e HeoOxonuMo, Moxke Aa §pae MoBHIICHA A0 20 mg AHEBHO, 33 AA ¢ JOCTUrHE AHACTONHYHO
Haparade noa 90 mmHg. B cnyyaute Ha 6B0peuHa HEAOCTATHYHOCT (KPEATHHHHOB KIMPBHC < 80
ml/min), HaMaNHaTa 033 BUTONPWI TpAOBa fa ObAc choOpa3eHa ¢ KPEATHHUHOBUA KITHPHHC Ha
TaLMenTa {Brx Tabnuua 1).

Heouampuuna nonynayus
HMMa onmuT o OTHOIOCHHE HAa 0€30MacHOCTTa U epHKACHOCTTA NPH Jiella Hax 6 roAHIiHA BB3pacT caMmo
MpU JICYSHHE HA apTEpUANTHA XUTIEPTOHHA, HO HAMA KINHHUYEH OMHUT NPH OCTAHAIHTE MOKa3aHUA
(BixTe Todka 3.1}, [IpenopbuBa ce NEYCHUE HA McllA C MU3HHOIIPUA CaMO 34 XHIEPTOHHA, HO HE H 34
OCTAHAHTE TEPANEBTHYHY MOKa3aHH4.,

JIusHHOMPHI HE c€ NPEnopBYBa NpH ,ueua noA 6-rojHilHa Bb3pacT, AIM NPH JeLa ¢ TEKKO
yepexaase (GFR < 30 ml/min/1,72 m®) (BmxTe TouKa 5.2)

Vnompeba om nayuenmu 6 cmapuecka €v3apacm
KnuuuyyuTe H3caeIBaHHA HE Ca YCTaAHOBHJIY 3aBHCHUMOCT MEKAY BB3PAcTTa HA nmatl



CBBP3BA ¢ HaManeHa 6s6peuna GpyHkuua, TpalBa 1a ce cneupaT yKkasaHusaTa B Tabnuua 1, 3a ga ce

onpeAeny HAYanHaTa 1034 BATONPU NPU TaKUBa NanuenTi. Clea T0Ba JOMPOBKaTa TpadBa na Obae
¢choOpa3eHa ¢ MOBNHABAHETO Ha KPhBHOTO HAATaHE.

Ynompeba npu nayuenmu ¢ 6vbpeyna mpancnnanmayus
T KaTO HAMA ONKUT ¢ NPHIOKCHHETO HAa BHTONPH NMpH NALMEHTH CHC CKOPOIHa OB0peuHa
TPAHCILIANITALHA, MEICHHETO HM ¢ TOBA JIEKAPCTBO HE Ce NpenopbhYBa.

4.3 lIpoTHBONMOKAZAHHS

- CBpBXYYBCTBUTEIHOCT KbEM BHTOIIPRIL, HAKOE OT MOMOIIHMTE BellleCTBa, H30poeHH B Touka 6.1 unn
apyr ACE-uuxuburop.

- AHaMHe3a 3a aHTHOEIEM NpH npeawecTBaino aedenne ¢ ACE- HHXHOUTODH.

- XepeAHTapeH Wik HAHOIIATUYEH aHTHOSAEM.

- Bropu WM TPETH TPHMECTHP OT OpeMeHHoCTTa (BHXTE Touka 4.4 U T. 4.6).

- B KOMOUMHAIHA C AHCKHPEH CBABPKALIH IEKapCTBCHU MPOAYKTH NPH NAIMEHTH CBC 3aXapeH

mgaﬁefr {(tun [ umm I1) Hau cbe cpeaHo TexKo 10 TexKo 6B6peuro yepexaane ('@ < 60 ml/min/1,73
m°).

4.4 CoenHATHH NpeaynpexAcHHsa H NPEeANA3HY MepPKH NPH ynoTpeda

CumnmomamuyHa Xunomonus

CuMnTOMATHYHA XHIIOTOHHA Ce Cpellla PAIKO NMPH NALMEHTH ¢ HEYCIOKHEHA XHITEPTOHUA.
XHITOTOHHATA € NO-BEPOATHA NPH ACXHAPATHPAHH MALHCSHTH UM TAKUBA C €NEKTPONHTHA
HEJOCTATHYHOCT, NPH NCHCHNE ¢ ZUYPCTULM, IIPH AKESTA C OFPAHHYCH NPHEM Ha COJI, CNIeN JHAnM3a,
TIpH MOBPBIIAHE HIH AUAPHA HIH NPH NALHMEHTH ¢ TEXKa PeHHH-32BHCHMA XHIIepToHusa (BIX T.4.5 H
T. 4.8). Tazu XUNOTOHMA ce CHOOIIAaBa INABHO NPH NANUEHTH ChC 3HAYHMA ChpACYHA
HEAOCTATRYHOCT, MPUAPYXEHA WIH He 0T OBOpetHa HEAOCTATHEYHOCT, MPH NALMEHTH Ha TEpamiA ¢
OpHMMKOBH JHYPETHIIH BB BUCOKH AO3H H [IPH NALKEHTH ¢ XHIOHATPHEMHUA WY PYHKUHOHANHA
O6B0pevHa HEAOCTATRYHOCT. [IpH malMEeHTH ¢ MOBUIIEH PUCK OT CHMITOMATHYHA XMNOTOHHA B
HAYAI0TO, JIEYEHUETO TPAOBA Ja C& H3BBPIUBA N0/ MOCTOAHEH JeKapCKH KOHTPOJL. CHIIOTO BaXKH H 33
MALMEHTH ¢ HCXeMHUYHA OOfECT Ha ChPLETO HITH MO3BbYHO-CHA0BA OOIECT, IPH KOHTO TIPEKOMEPHOTO
MOHWKABAHE HA KPBBHOTO HAMIATAHE MOXKE Ja NOBEAE A0 UHGApKT Ha MHOKapJa WIH MO3BYHO-ChAOB
HHLIMACHT.

IIpH moABa Ha XMOOTOHUA, MAUHEHTHLT TPAOBA Aa C& MOCTABH B IErHANO MOMOKESHHE H AKO €
HeOOXO0HMO J1a Ce MPHIIOKH HHTPABCHO3HO (r3HONOrHYeH pa3TBOp. KpaTkoTpaeH XHIIOTOHHYEH
OTrOBOP HE € MPOTHBOIIOKAIAHHE 33 AOTIBIHHUTENHH J03H, KOMTO MOTaT Ja 6bIaT naBaHH,
00HKHOBEHO 6e3 YCIOXKHEHHS, IOM KPBBHOTO HANMT4HE CE MOBHILM Cel YBenHyaBaHe obeMa Ha
TEYHOCTHTE.

[Tpu DaUMEHTM CHC CHPAETIHA HEAOCTATHYHOCT, ¢ HOPMAMHO MM HHCKO KPBEBHO HaNATaHe, MOXe A
ce HaGmoaaBa AONMBJIHHTEIHO TOHHKAaBaHe HA KPBBHOTO HANATAHE Clte]l YIOoTpebara Ha BHTONPHAI.
To3n edekT e npeaBUANM K OGHKHOBEHO HE € MPHYHHA 32 MpeyCcTaHOBABaHE Ha JEUECHUETO. AKO
XUNOTOHUATA CTaHE CHMNTOMATHYHA € HeOOXOAMMO T03aTa BUTONIPHI fa Obae HaMaeHa HiH 2 ce
NpeyCTAHOBH NPHUEMBT.

Xunomonus npu ocmup UHpaApKm na MUOKapoa

He tpabpa aa ce 3ano4pa Ne4eHHe ¢ BUTOMPUN NPH NALKEHTH ¢ OCTBP HHPAPKT HA MHOKap/a, [IPH
KOMTO ¥IMa PHCK OT CEpHO3HO BIIOIIABAHE HA XEMOANHAMUIHOTO CHCTOAHHE ClIE] ICYEHHE C©
pazonmiaTaTop. ToBa ce OTHacA 34 MAMEHTH ChC CHCTONHYHO HANAraHe, no-Hucko ot 100 mmHg
HJIH TaKKBa ¢ KapauoreHex mok, [Ipes mbpeuTe 3 aHu cnea uHdapkTa no3aTa Tpabpa fa obae
HaMalleHa, aKO CHCTONHYHOTO HansraHe € 120 mmHg unu no-uucko. [Toanbpikainara ao3a Tpadsa aa
Obae HaManeHa A0 5 mg UAH BpeMeHHO 10 2,5 mg, ako cuctonmyuoTo Hangrade ¢ 100 mmHg nnu

yac), NeYCHHeTo ¢ BuTonpun TpadBa Aa ce MpeyCTaHOBHU.,
\

Aopmna unu Mumpanua cmerosa /xunepmpoduuna kapouomuonamus



Kaxro scruku ACE-unxuCuTopu, Taka H BUTONPIUI TPAOBa Oa ce pHnara ¢ NOBUIIEHO BHUMAHHE
NpH NMAUMEHTH ¢ MUTPATIHA CTEHO3a U.0OCTPYKIMA B H3X04a HA NABATA KaMEPa, KATO a0OPTHA CTEHO3a
HIIH XHNEPTPOPHUHA KApAHOMHOMATHA.

Brbpeuna nedocmamvynocm

ITpu nauwuenty ¢ 6p6peuna HenoCTaTHYHOCT (KPeaTHHHHOB KIHpBbHC <80 ml/min), HaganHaTa
AO3HPOBKA HA BHTONpHA TpsGBa Aa Oblie choOpaseHa ¢ KpeaTHHHHOBHA KIHPBHC Ha MalHeHTa (BIK
tTabnuua 1 B T. 4.2), a cned ToBa, B 3aBHCHMOCT OT OTrOBOpa Ha IMALIHEHTa HA ICYESHHETO. Pe1oBHOTO
HaOMOICHHE HA KATTHA U KPEaTHHHHA €a YacT OT PYTHHHATAa MEJHIIMHCKA IPAKTHKA [IPH TE3IH
MaleHTH.

IMpu HAKOM NAUMEHTH CHC ChpAEYHA HETOCTATHYHOCT MOKE Aa Bh3HHKHE XMIIOTOHHA Clej 3aT10YBaHE
Ha jJedyeHHe ¢ ACE-uaxubuTopH, KOETO MOKe Aa AoBeAe A0 AOMBIHHTEIIHO HApyLIaBaHe Ha
6b6peuHara dyskuma. Uma cpo0uieHHd 3a ocrpa 666pedHa HEAOCTATHYHOCT B TAKMBA CHTYALHHY,
KoATO 0OUKHOBEHO € oOpaTHMa.

[Ipy HAKOH MALMEHTH ¢ ABYCTPAHHA CTEHO3a Ha OB0OpedHaTa apTepHa WM ChC CTCHO3a Ha apTepHATa
Ha ¢AUHCTBeH OB0pek, nekypanu ¢ ACE-umaiOurops, ce Ha0moaasa NOBHLIABAHE HA YpesTa
CEpYMHHA KpeaTHHUH, KOeTO OOHKHOBEHO € 0GpaTHMOo cliell IPeyCTAHOBABAHE Ha TepanusaTa. Topa
BaXXH 0COOCHO 33 mauyeHTH ¢ 0p0pevyHa HeOCTATEYHOCT. AKO € HAIMIIE 1 PEHOBAaCKYJIapHa
XHUIIEPTOHHA, HAPACTBA PHCKET OT OCTPa XHUNMOTOHHA H O060peuHa HexocTaTbHHOCT. [IpH Te3u
MALHEHTH IeYeHHETOo Tpa0Ba Aa 3an0YHe O HENOCPEACTBEH JICKapCKH KOHTPOJ ¢ HUCKH N03U H IIPH
BHMMATENIHO Jo3upaHe. Thil KaTo NevYeHne ¢ AMYPETUIM MOXe Aa Obae dakTop, KOHTO Aa JOMpHHECe
33 OBHIIABAHE HA CTOMHOCTHUTE HA YPeATa H CEPYMHHA KPeaTHHHUH, IIPEe3 MbPBUTE CEAMHIH OT
nevueHueTo ¢ Buronpun TexHuAT npueM Tpadea aa 6bae npekbCHAT H TpA0Ba Aa OnAe mpocnensipaHa
6u0peunara hyHKIMA,

[Tpu HAKOM MALHEHTH ¢ XMMEPTOHHA Oe3 BUIHMO ChllecTByBalld Ob0peunH 3abonasaHud ca
YCTaHOBEHU NMOBHIICHH CTOMHOCTH Ha Ypes H CEPYMEH KPeaTHHHH B KpbBTa, OOHKHOBEHO
HE3HAYMTENTHH H NPEXOAHH, 0C00EHO KOraTo BHTONPHI € MPHEMAH ¢AHOBPEMEHHO ¢ THypeTHIH. Topa
€ MO-BEPOATHO fia ce HabMoAaBa NpH NALMEHTH ¢ Bede ChlecTBYBalla 650pedHa HexoCTaThHOCT. B
TAKHBA CIy4aH MOKe [1a € HAT0KH HaMaNABaHe Ha 03aTa /WM NpeKbcBaHe Ha AMYpPeTHKA W/HIH
Butonpun.

[TauMeHTH ¢ ocThp HH$pAPKT Ha MHOKApJa He TpA0Ba Aa 3aro4Bar JICYCHHE C BUTONPHI, aKO HMAT
CHMIITOMM Ha OTKJIOHEHHS B ObOpedHaTa pyHKIHA, fedUHMpaHH ¢ KOHLUEHTPALHA Ha CEPYMHHA
KpeaTHHHH, HagBuiaawa 177 pmol/l wwiH nporennypus, Hagsumasama 500 mg/24h. Axo
NalKeHTHT pasBHe OLOpeUHa HEAOCTATHYHOCT N0 BpeMe Ha JICUeHHETO ¢ BUTONIPUI (CEpyMHa
KpeaTMHHHOBA KOHLEHTpaLMA, HanBHIIaBaiua 265 micromol/l nnu yaposasaHe Ha 6a30BUTE
KOHLIEHTPALMH HA CEpYMHHS KPEeaTHHHH ), MPHEMBT Ha BUTOIPHI TpAOBa [a ce MpeyCTaHOBH.

Capwxuyacmeumentvocm / anzuoedem

HmMa crobuiecHUA 32 peaKH ¢1yYau Ha aHTHOACM Ha THUETO, KpaltHHLHTE, YCTHHTE, €3HKa, NOTHCA
WM TapUHKCa MpH nawHenT! NekyBaHd ¢ ACE-unxubutopy, BxarouudTenHo H Butonpun. Tosa
MOXE JIa CE MPOABH 10 BCSAKO BpeMe Ha TeparnuaTa. B Takuea cnyvaw, npueMsT Ha Butonpun tpsbsa
Aa OBAe cnpaH He3abaBHO M Aa OB¢ Ha3HAYEHO NOAXOAALIO NCUCHHE MO HA0MOACHHE 10 MBJIHOTO
A34e3BaHe Ha cuMnToMHTE. JIOpHM M B CyyauTe, KOraTo NOAYyT € CaMo €3HKLT, 6e3 pecnupaTopeH
THCTPEC, MALMEHTET MOXKE JIa C& HYKIae OT NpoabIKUTENHO HabnoaeHue, Thi KaTo JICYCHHE C
AHTHXMCTaMHHH H KOPTHKOCTEPOMAH MOXE Aa HE € JOCTATHYHO.

MHOro paaKo ce ChoOIMaBa 3a CMBPTHH CNYHaH, ABJLKALIM CE HA AHTHOSAEM, CBBP3aH C JIApHHICaNeH
eIEM WY €JIeM Ha €3UKa. AKO aHrHoeIeMa BKTII0YBA €38Ka, MOTHCA HH JTAPHHKCA € NO-BEpOOFHO-RE:...
HACTBHIM OOCTPYKIUA HA AUXATEIHHTE MBbTUILA, OCOOECHO NPH NAUMEHTH ¢ onepania H / DAttty N
nbTHILA. B TaknBa ciyuau € HeoOXoaMMO Ja ce 3anouHe HezabaBHO neueHue, To MO3 -

NpHeM Ha afpEeHATHH WHIH MOAAbpKaHe Ha AxiuaHeTo. [TlanueHThT TpAGBa na 6BAFMGH
HEMOCPENCTBEHO JICKApCKo HaOMOACHUE R0 [TBAHOTO OT3BYYaBaHe HA CHMIITOMUTE =
[ ]
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ITpu 9epHOKOXKH NaUMEHTH BepoATHOCTTA ACE-HHXHOMTOpHTE A2 NMPeAU3BUKAT aHTHOEIEM € MOo-
TOIAMA, OTKONKOTO NPH NMAIHEHTHTES ¢ APYT LIBAT HA KOXATA.

ITpu nauueHTH ¢ aHAMHE3a 332 aHTHOESAEM, KOHTO He € CBbp3aH ¢ npueM Ha ACE-HHXHOHTOPH,
CHIUIECTBYBA MTOBHILEH PUCK OT aHTHOIEM MpH ynotpedara uM (Bik T. 4.3).

Anachuraxmuusu peaxyuu npU RAYUEHMU HA XeMOOUARU3a

Cpo0uieHo ¢ 332 aHaQUIAKTHYHH peaKUMK NpHU MaUMeHTH, NOIOKEHH Ha JHAIH3A C
BHCOKoTIponycknnsH MeMOpanu (Hanp. AN 69) 1 B chuioTo BpeMe JiekyBaHd ¢ ACE-unxuburop. Ilpu
Te3W NauyeHTy TpadBa Ja ce H3NOA3BaT APYrH AMANU3Upaly MeMOpaHy WiIH a c& H3NOJ3BAT ApYTH
NEKAPCTRA 32 JICUCHHE HA XHIICPTOHHA.

Anadunaxmuunu peaxyuu no epeme va LDL-nunuona aghepesa

JXKupoTozacTpamasamy aHahENAKTHYHE peakLiM ¢a Bh3MOXHU NpH NalHEHTH Ha nedeHue ¢ ACE-
AHXHOUTOPH, NpeThbpnend LDL (1unonpoTenHy ¢ HICKa ITHTHOCT )-adepesa ¢ qeKcTpaHcyndar.
Te3n peakuyu ce H30ATBAT KaTO BpEMEHHO e mpekbeBa TepanuaTa ¢ ACE-uHxuduropa npeau Beaka

adepeaa.

Anapunaxmuunu peaxyuu no spemMe Ha oecerHcubuusayus

[Maupenty, npueMamd ACE-uHXHGUTOPH Mo BpeMe Ha CUeHHE 33 AeceHCHOMmI3anu (Hamp. ¢
OTPOBA OT UHMOKPHIIK), MOTAT Ja NOAYYAT TEKKH aHaQUIAKTHIHY peaklMH. Te3H peakilid MoraT aa
ObAar u3bertaTH, KaTo BpeMeHHO ce MpekbcHe npueMbT Ha ACE-nHxubnropu, HO MOraT Jia ce
NOABAT OTHOBO NPH [IOBTOPHA HEBHUMATEJIHA YIIOTpeOa HA TaKHBa JIEKapCTRa.

Ueproopobrna nedocmamvynocm

JIeuenne ¢ ACE-uHxubGuTOpH MHOIO PAIKO C€ CBBP3BA ChC CHHAPOM, 3aMOYBALIL C XOICCTaTHYHA
KBITEHHIIA, MPOrpecupaia fo YepHoapodua Hekposa ¢ PaTaneH

H3X0[ B HAKOH ClydYad. MeXaHH3MBbT Ha TO3M CHHAPOM HE € H3BECTEH. AKO NALMEHTH HA JICUCHHE C
BHTOMPH Pa3BHAT BJITEHHLA WIH TOKAXKAT NOBHILCHUE HA HEPROAPOOHHTE EH3HMH, NPHEMBT HA
NEKapcTBOTO TpAOBA a ce IIpeyCTaHOBH M NALASeHTHT NOAICKH HA IEKAPCKH KOHTPOT.

Heymponenusa / azpanynoyumosa

HMMa cho0IIeH s 33 HEYTPONIeH!A / arpaHyIOLMTO3a, TPOMOOLMTONIEHUA H AHEMHS NIPH MALMEHTH,
npueMaiy ACE-uuxu6uropu. [Ipu naurienT ¢ HopManHa 6s06peuHa pyHkuua W 6€3 Apyru
YCIOKHABAIMHE (PaKTOpH, HEYTPONECHUA Bh3HHKBA paako. HeyTpolleHHATA H arpaHyJIOLATO3aTa ca
obpaTHMH ClIel rpeycTaHoBABaHe Ha neueHHero ¢ ACE-uaxuburopa. Buronpun Tpadea na ce
H3MON3Ba ¢ 0COOCHO BHEMAHNKE MPH MAUHEHTH ChC CHCTEMHH 3a00/sBaHUA Ha CHEAHHUTETHATA
ThKAaH, MALIHEHTH, TeKYBAHH ¢ HMYHOCYIIPECOPH; NALMEHTH, NEKYBaHH C aJIONMYPHHOI HIH
NpOKAUHAME/ WIH MTALMEHTH, [IPH KOHTO ¢ HATALE KOMOHHALMA OT Te3H YCIOKHABAILH (aKkTOPH,
ocobeHo ako UMAT HapylleHa 0bp0peuHa GyHkiHA. [Ipy HAKOH MAl[HEHTH MOTAaT Ja e Pa3BHAT
CepHO3HM MH(EKIMY, KOWTO B PEAKH CIy4YaH HE CE MOBJHABAT OT HHTEH3HBHA AHTHOMOTHYHA
repanua. [Ipu TakuMBa NALMEHTH € HeoOX0ANM MepHOAMUeH KOHTPO Ha HHBaTa Ha OenuTe KPbBHH
kieTkH. [Tanpenture TpaGea Aa ¢LOOMIABAT 32 BCEKH NMPH3HAK 32 HHOEKIMA.

Heotina 6a0xada Ha peHUR-AH2UOMEHIUH-ANOOCMEPOHOBAMA CUCMEMA C ARUCKUDEH
CHOBPIUCAUU REKADCIMBEHU NPOOYKMU

HeoitHa 6nokaga Ha peHIUH-aHTHOTEH3HH-AIA0CTEPOHOBATA CHCTEMA € BEPOATHA MPH
KOMOHHUpAHO JIeUeHHE HA JTH3HHOMNPHI ¢ ATMCKUpEH. 3aTOBA HE CE NMPEnopbyBa
eIHOBPEMEHHOTO UM NpUiarase, nopajyd BHCOK PHCK OT pa3BUTHC HA XHMOTOHHA,
XMIEePKaIHEMHS M NPOMEHU B OBOpeuHaTa pyHKIMA (BHXTE TOUKA 4.5).

Paca

[Mpy YepHOKOXH NMAUHEeHTH BepoATHOCTTa ACE-HHXUOUTOpHTE Aa NPEAN3BUKAT aH
roAMa, 0TKOJKOTO NPH MALWEHTHTE C APYT UBAT HA KoxkaTa. BUTONpPWI, KakTo U 1 -'
HHXHONTOPH, MOKE 1A € I0-MANIKO C(PEKTUBEH NMPH YePHOKOKH MALIHEHTH, OTKOJIKOY



MALHEeHTHTE C IPYT LBAT Ha Ko)KaTa, Hali-BepOATHO Nopaad HHCKUTE HHBA HA PEHHHA NPH
YEPHOKOKATA [ONYAALMS, CTPANalia OT XUNCPTOHMA.

Kawnuua

Cro01maBa ce 3a noAraTa Ha KAUUTHLA 1o BpeMe Ha ynorpebara Ha ACE-udxubutopH. TasH Kammuoa
€ HeMPOAYKTUBHA, MEPCHCTHPALLA H NPEMHHABA Cliefl ClIMpaHe Ha JiedeHneTo. Kannuuara,
npeaussukada oT ACE- uaxuburopu, TpadBa Aa ce uMa npeasuj npy AudepeHIdanHara AHarHo3a
Ha KallUTHIara. -

Xupypeua / anecmesun

Burtonpun moxe aa 6510k1pa BTOPHYHO POpMHUpPAHETO HA AHTHOTEH3HH I cea KOMIEHCATOPHO
0cBOOOKIaBAHE HA PCHUH MPH MALMEHTH, TOATOKEHHN HA IHAUUTEHH XMPYPrHYHH HETEPBEHIIHH HITH
HA aHECTE3MA C IeKapcTBa, NOHIDKABAllH KPLBHOTO Hansrake, Karo pesynrar ce nony4asa H3pas3eHa
XHITOTOHHA, KOATO MOXKeE fla C€ KOPUTHpa Hpe3 BIMBAHE HA NIa3MO3aMEeCTHTEH.

XUnepxantuemun

ITo BpeMe Ha neueHue ¢ ACE-uHXHOHTOpH, BKIKOYRTETHO BuTonpun, Moxe Aa ce Habmonasa
NOKA4YBaHe HHUBOTO HA CEPYMHHA Kanuil npy HAKoH nauMenTy. [lauHenTy, MpH KOUTO HMA PHCK Aa ce
NPOABH XMIEPKANUEMHS, A TE3H ChC CHINESCTBYBALLAa GH0PEUHA HEAOCTATHYHOCT, AHaler UK
NpHEMAIIK Kanuii-ChXpaHABAIIH JHYPETHLH, XpaHHTENHA A00ABKH, CHABPKAINH KATHi WA KaTHH-
CHIBPAKALLH COMH (HapUMEP JAHECTHYHA COJ), WIH APYTH JIEKAPCTBA, OPEAU3BHKBAIIM 3HATHTEITHO
yBeIHYapaHe Ha CepyYMHMA KUl (Hanp. XenapHH). AKO ¢ AHOBPEMEHHOTO H3MNOM3BaHe HA NOPHUTE
NPOLYKTH € MOKA3aHO, HUBOTO Ha CEPYMHHUA Kanui TpAOBA a ¢ KOHTPOMHPA NICPHOAWHHO MO BPeMe
Ha neveHueTo (BHXK T. 4.5),

Huabemuyu |

[Npyn nanuenTH, NpUEMaId NEPOPanHo aHTHAHAGETHH eKapcTBa MIH HHCYJIMH, TpAOBa a ce
OCBLIECTBABA HEMOCPEACTBEH MIMKEMHYECH KOHTPOI 110 BPEME Ha ITBPBUS MECEL] OT ICYECHHETO ¢
ACE-unxu6utop (Brk 4.5 B3auMoneiicTBHe ¢ APYrH eKapcTBEHH MPOAYKTH H APYrH GOpMH Ha
B3auMoJelicTBHE).

Jumuii
[To mpuxIMN KOMOKWHALMATA Ha TUTHI ¢ Butonpun He ce mpenopbaBa (BiX T. 4.5).

bpemennocm

ACE unxu6uTtopu He Tpa6Ba fia ce ynorpedasar no speMe Ha pemeHHoctTa. AKo neuennero ¢ ACE
HHXUOKTOD € HANOKHUTENHO, MALHEHTKHTE, IVIaHupalHn GpeMeHHOCT TpAdBa Ja OBAAT NOMIOKEHH Ha
ANTEPHATHBHO AHTHXUNEPTEH3UBHO NEYeHHE ¢ YCTaHOBeH Npodu Ha Ge30macHOCT py GPEMEHHOCT.
Koraro ce ycraHoBy 6peMeHHOCT, nedeHHeTo ¢ ACE naxuburop tpa6sa na 6b4¢ MpeycTaHOBEHO
BL3MOKHO Hali-6Bp30 M fa ¢e MPEeMHHE KbM ANTEPHATUBHA Tepanus (BUXK T. 4.3 U T. 4.0).

4.5 BaanMoaeiicTBHe ¢ APYTH JieKAPCTBeHH NPOAYKTH U ApYrH (GopMH HA B3aUMOCIHCTBHE

Apyeu anmuxunepmensugni rexapemea

EnHospeMeHHaTa ynoTpeda ¢ aHTHXHIICPTEH3UBHYU NeKapeTBa (HANpHMEp rIHLEPHIT TPHHATPAT H
APYTH BUTPaTH WA APYTH Ba3OAWIATATOPH) MOKe Aa 3aCIUIH XUIOTeH3UBHHA edekT Ha Buronpu.
ExHOBpeMeRHaTa YIIOTpeOa Ha BHTONpPHI ¢ AMHCKHPEH ChABPIKALIH JeKapcTBa TpabBa aa ce u3barsa
(Bk. T. 4.3 uT4.4).

Huypemuyu

Ce JIEKYBAT ¢ AMYPETHLY, MOTAT NOHAKOra [IPH 3arnovdBaHe HA MCUCHHUC C BHTOIIPHI 14 R
MOHUXKABAHC HA KPBBHOTO HAIIATAHCE, PHCKBET OT CHMTITOMATHYHA XHIIOTOHWA 1O BPE



BHTOMPIUI MOXKE J1a C& HAMaJTH Ype3 CNMpaHe Ha AUYypeTHKa MPeAH HAYaIoTo Ha 1€YEHHETO ¢ TOBA
nekaperBo (BHK T. 4.4 U T. 4.2).

Xpanumennu 0obasxu, CHOBPHRCAY KARE, RANUU-COXPAHABAWU QUYDEeMUYU Uil NPUEM HQ KA~
CrOBPHCAZYU CONU

BBnpeku ue npH KITHHHYHUTE U3NHTBAHWA HUBATAa HA CEpYMHHA KaJIHi 0OHKHOBEHO Ca OCTABallH B
HOPMAJTHH I'PaHHMLIM, BEIMOXHO € J1a Bb3HHKHE XHIepkandeMua NP HAKOH MALMECHTH, PHCKOBHTE
¢dakropH 3a pasBHBaHe Ha XHIICpKATHEMHS BIUTHOYBAT OhOpedYHa HEOCTATHYHOCT, AHabeT, MpHeM Ha
KaINii-ChXpaHABAIH JHYPETHLH (Hanp. CIHPOHOIAKTOH, TPHAMTEPEH HIIH aMUJIOPU), IPHEM Ha
XpaHUTeNHH N0GaBKH, ChABPXKArL} Kaluii WK MpHeM Ha Kanki-ChbABpKaIIH CONH (Hamp. AMETHYHA
coi). Ynorpe6aTa Ha XpaHUTeNIHH A00aBKH, ChALPXKALIH Kalluil, KATHI-ChXpaHABallH JHYpPETHIH
HJIH [IPHEM HA Kanui-ChbAbPKALLH COMMH (Hanp. IHETHYHA CON) OT MallMeHTH ¢ HapyweHa 6s0peuHa
(yHKIHSA MOKe Oa JOBele OO0 3HAUUTENHO MOBUILIABAHE HA HUBOTO HA CEPYMHUA KaJlHii. AKO
NU3UHOIIpHN ObAE NpHEMaH CbBMECTHO ChC CANHAHYPETHLH, MOXKE JA CE TIOABH XHIMOKUIHEMHA,
Npean3BHKaHA OT TE3H JHYPETHLIH,

Jlumui

Hma cpobieHns 3a o6paTHMO MOBUIIABAHE HA TOKCHYHOCTTA H Ha CEPYMHUTE KOHLEHTPAUHH Ha
nuTHii IpH eHOBpeMeHHaTa My ynotpeba ¢ ACE-uuxubutopu. ChBMeCTHATA YIOTpeda Ha THAIMAHA
nuyperutin 1 ACE-uaXaOHTOpH MOKE A3 YBEMHYH PHCKA OT JIMTHEBA TOKCHYHOCT H A2 3aCH/IH BEYC
ChILECTBYBaA TakaBa. EAHOBpeMEHHa ynoTpefa Ha TM3MHONPHN U MHTHI HE € NPEeNnopbYuHTEIHA, HO
aKo 00CTOATEICTBATA HANAraT TakaBa KOMOWHaHA, TpA0Ba Aa ObAAT mpocne aBaHH BHHMATCNHO
HHBAaTAa HA CCPYMHHA JTUTUH Ha MAL{UCHTA.

Hecmepouonu npomugogvananumennu nexapcmeetu npooykmu (HIIBC) 2aedno ¢ ayemwcanuyunosa
KuUcenuna > 3g/0nesno

[MpoabmxuTenHHAT (XpoHndeH) npuem Ha HITBC Moxke na HaManu aHTHXHIIEPTOHHYHUs epeKT Ha
ACE-uaxuduropa. HIIBC u ACE-UHXHOHTOpHUTE OKa3BAT JOITETHUTE/IHO BAUAHHE BBPXY
NOBHINABAHETO Ha HUBOTO Ha CEPYMHHA Ka/Hii, KOeTO MOXKe Ja AoBeAe A0 BlolIaBare Ha 6b0peuHara
dyukums. TosH edexT 0OOHKHOBEHO € 0OpaTHM. B pefkk cydad MOXe Ja Bh3HMKHE 0cTpa On0peuna
HEROCTATHYHOCT MPH NALKUEHTH ¢ HapyIIeHa Ob6pedHa GyHKLMA, KaKTO ¥ NpH NALHEHTH B CTapyecka
BBH3PACT K NEXUPATHPAHY TTAIHEHTH,

3nato

HuTtprTonanu peakuny (CHMITOMHU Ha Ba3OAHAATALMA, BIUTIOYBAlA 3a4EepBiABAHE, IPAMOLIABAHE,
3aMagHOCT M XHIIOTOHHA, KOUTO Morar aa 0bJaT TeKKH), B pe3ylITaT Ha NapeHTEPATHO NIPHIIOKEHO
3n1ato (HanpUMep HAaTPHER aypOTHOMANAT) ¢a AOKIAABAHH MO-4ECTO NPH NAUUEHTH TIQANOKEHH Ha
tepania ¢ ACE-HHXHOUTOPH.

Tpuyuxnuynu anmudenpecanmu / asmuncuxomuyu / atecmemuyu

Ennospemennara yriotpeba Ha ACE- nHXHOWTOPH ¢ onpeaencHi aHeCTeTHIH, TPHIMKITHIHH
AHTHACNIPECAHTH M AHTHICHXOTHUH MOXe Ja JAOBeAe AO AOMBIHHTCIHO NOHHMKABAHC HA
KPBBHOTO HatArane (sux T. 4.4).

Cumnamuxomumemuyu
CHUMNaTHKOMHMETHIIM MOTAT [a HAMAIAT aHTHXUIepTeH3uBHUA edext Ha ACE-HHXHOUTOpHTE.

Aumuouabemuyu
EnnaeMuoNOrHYHUTE H3CNCABAHUA [TOKA3BAT, 4¢ CBBMECTHOTO mpHaoxkeHue Ha ACE-uHXuOMTO
anTuaHabeTHU cpencTra (MHCYJIMH, IEpOpaTIHH aHTHAHabeTHH AeKapeTBa) MOXKE fa NPHYHH
3aCHABaHE Ha edeKTa Ha MOHMKABAHE HA MMI0K03aTa B KPHBTA ¢ PHCK OT XHIIOI/THKEMHA.
BEPOATHO € To3H (eHOMeH Aa Bb3HHKHE Npe3 MBPBHTE CEAMHUUM OT KOMOHHHPAHOTO JIeve
nanueHTH ¢ 6s0pedHa HeAoCTaThIHOCT.




Ayemuncaruyunosa xucenuna, mpombonumuyu, Hema-610KePU, HUMPAMU
Butonpna moxe aa 6pa¢ ynoTpedsBraH efHOBPEMEHHO ¢ ALSTHACAIHIMIOBA KHCETHHA (B A03M,
M3M0/I3BAHH B KAapAUONOrnATa ), TpOMOOIUTHIH, OeTa-0MoKepH U/IIH HHTPATH.

4.6 DepTHAHTET, OPEeMEHHOCT H KhpMeHe
bpemennocm

Ynorpebata Ha ACE uHxuGUTOpH € NpOTHBOITOKA3aHA [TO BPEME HA MBPBHA TPUMECTHP HA
OpemeHHOCTTA (BIDKTE ToYKA 4.4 ) IpoTHBOonmoKa3Ho € ga ce npueMar ACE uixubutopH npez BTOpHA H
TPETUA TPUMECTHP 0T OpeMeHHoCTTa(BIkTe TOuKa 4.3 1 4.4).

EnuaeMHONOTHYHHTE MPOYYBAHUS MO OTHOILEHHE HA PHCKA OT TEPATOINCHHOCT B pe3yiIraT Ha
npunoxerre Ha ACE HHXUOHTOPH 110 BpeMe HA MBPBHA TPHMECTLP OT OPEMEHHOCTTA HE €A HAITBJIHO
yOequTEHH; IeKo NOBUIUCH PHCK, 00ade, He MOXe fa ObAC HIKMOYEeH, AKO MPOABIKABAHE HA
neucHueTo ¢ ACE HHXHOGHTOP He € HANOKHUTENHO, TAIHEHTKHTE, IUIAaHHpaWH GpemeHHocT Tpabea Ja
NpeMHHAT Ha ANTEPHATHRHO AHTHUXUITEPTEHIUBHO JevueHUe ¢ Jo0pe ycTaHoReH npodun Ha
6e30macHOCT No BpeMe Ha 6pemMeHoct. Korato OpeMeHHOCTTA € MOTBBPAEHA, JieueHHeTo ¢ ACE
HHxubuTOp TpabBa Na ¢ce npeycTaHoBY He3a0aBHO M A3 3AMOYHE ANTEPHATHBHA TepaniiA.,

Yoorpebara na ACE-HHXHOUTOP npe3s BTOpHA U TPETHA TPHMECThP Ha OpeMEHHOCTTa NpEAM3IBUKBA
(eroToKCHUHOCT NpU x0pa {BnolIaBaHe Ha OR0peuHaTa PyHKIUS, OMUTOXHIPAMHIA, YEPETTHO-
muueBr xehopMaumn) U HEOHATaNHA TOKCHYHOCT (O0p0pevna HenoCTaThYHOCT, XHIIOTOHHH,
XHITepKa#eMHs - BIK Cb1Io T. 5.3). [IpenopwsuuTenHo ¢ HabmoacHHe Ha Ob0peunaTa PyHKUHA H
Yyeperna Ha NnojJa OT BTOPHA TPHMECTBD Ha OpeMeHHOCTTa, ako ekeno3nuuaTa KbM ACE uHxuburop e
NpoAb/KUIA Npe3 BIOPHA H TPETHA TPHMECThP HA OpeMEeHHOCTTA.

KspMaueTa, KOMTO ca OunK H3NnoxkKeHH BrTpeMaTouno Ha ACE auxuOuTopy, TpabBa fia ce uscneasar
33 XMITOTOHHA (BIDKTe Touka 4.3 1 4.4),

Kvpmene

He e uzBecTHO Aanu Burronpun ce eKCKpeTHpa B HOBELIKATA KbpMa, YoTpebara Ha Buronpun no
BpeMe Ha KEpMEHE HE € MPEnopbUUTENHA 4 € NPESAONBYHTENHO Aa ¢ IPEMHHE KBM AITEPHATHBHO
nevenue ¢ gobpe ycranoBeH npodii Ha 6e30MacHOCT 10 BpeMe Ha KEPMEHE, 0COOSHO [IPH KbpMEHE
Ha HOBOPOISHO HWIY NPEKACBPEMEHHO POACHO ACTE

4.7 E¢exTu BEPXY CIOCOOHOCTTA 32 WogupaHe H pafoTa ¢ MAINHHH
Tpabdea aa ce UMa mpeABHI, Y€ CIOCOOHOCTTA 33 AKTHBHO YYacTHE B IIBTHOTO ABH:KEHHE HIH Ja C€
YNpaBIISBAT MAllHHU, MOKE NOHAKOra Aa 6bAc HaMalicHa Mopaad CBETORBPTEK WIH OTNAAHANOCT.

4.8 Hexxenann nekapcrBeHH peaKun

CnenHuTe HEXKENaHH peakUHH, HAabMI0AaBaHH U JOKIAABaHH MO BPEME Ha JICHEHHE ¢ BHTOIPHI H
apyru ACE-uHXUOHTOPK, ¢a MOAPESACHM MO YSCTOTa, KaTO ce W3MOJ3BA ClIeHATa KiIacHpHKALM:
Mmuoro uect (=1/10); yectn =>1/100, < 1/10); Hewectn >1/1000, < 1/100); penxn

>1/10 000, < 1/1000); mHoro peaxu (< 1/10 000), ¢ Hen3BecTHA HeCTOTA (OT

HANHYHHTE JAHHH HE MOXKe J1a ObA¢e HallpaBeHa OLCHKA).

HapyuieHHs HA KPHBTA U AUMGHATA CHCTEMA!

Peoxu: TloHmkaBpaHe Ha XeMOIrTOOHHA, MOHHXKABAHE HA XEMATOKPHTA.

Mnozo pedxu: KocTHO MO3BYHA JACOpecudA, aHeMHs, TpoMOOILMTOIIEHHH,
NEBKONEHHA, HEYTPOIICHUA, arPaHyYJIOLUTO3a (BIDK T. 4.4), XeMOJMTHYHA aHEMAA,
nuMdaneHonaTHA, aBTOMMYHHOQ 3a00/IABaHe,

Hapymenuna Ha MeTa00aH3MA H XPAHEHETO:
Mrnozo pedku: XnnoriMkeMus

HapymeHus HA HEPBHATA CHCTEMA H NCHXMYHR HAPYICHHSA !
Yecmu: CBeTOBBPTEK, r1aBobonme




CMYIIEHHA B CbHA
Peoxu: YMCTBEHH HapylleHHS

Cupaevnn H CHJOBH HAPYIICHHNA:

Uecmu: OprocTaTUMHU HapylueHUs (BKJ1. XMUIOTOHUA )

Heyecmu: NndapkT Ha MHOKApJa WIH MO3BUYHO-CBHAOB HHIIUAEHT, KOHTO MOXE Ja A0BEAE N0 TeXKKA
XHIIOTOHUA MPH BUCOKOPHCKOBH NMAUMEHTH (BHK T. 4.4), cbpueduene, Taxykapaus, CHHIPOM Ha
Peiino.

PecnapaTopaH, rpbAAH H MEIHACTHHANHH HAPYIICHHS

Yecmu: Kauununa

Hexvecmu: PUHUT

Mrnozo peoxu: bpoHxocnazsM, CHHYHT, ajieprudeH anBeonHT/ €03HHODUNNA THEBMOHHUS

CroMalmlHO-1peBHHE HAPYIICHHR:

Hecmu: [lnapus, NoBpbLIaHe

Hewecmu. I'aaene, kopeMHa 00Jika M cTOMaliHO pazctpoicTBo Peoku: CyxoTa B ycTata
Mnozo peoxu: 11aHKpeaTUTH, AHTHOEAEM, XENATHUT, XKbITEHHLA, YEpHOAPOOHA
HEAOCTATRYHOCT (BWXK T. 4.4)

Hapymienna Ha KOKATAa U NOJKOAKHATA TEKAH:

Hevecmu: Obpue, copbex

Peoxu: CpbX4uyBCTBUTENHOCT/ AHFTMOHEBPOTUYEH OTOK: AHFTHOHERPOTHYEH OTOK Ha JIMLIETO,
KpaHHHLIUTE YCTHHTE, €3MKa, IJIOTHCA /WK napuHKca (BWX T. 4.4), yprukapus, anoneuus,
ncopHasuc.

Mrno20 peoxu: CHNHO NMOTEHE, NeMUryc, TOKCHUYHA enuaepMaiHa HEKPOJIH3a, CHHAPOM Ha CTHUBBHC-
JKOHCBH, epuTeMa MyATH(OpPME, KOXKHA NCEBAOTHMPOMA,

JepMaTONIOrHYHHTE MPOMEHH MOraT Ja ObAaT NpuApPY>KeHH OT NMOBHLIEHA TEMNEPATYPa, BACKYJIHTH,
MHANrHg, apTpairis, JEBKOUHTO3a U/HWIY noBuilieH ANA-THTBP, NOBHILIEHA CKOPOCT Ha yTasdBaHe Ha
EPUTPOLMTHTE, COZHHOPUINA U ICBKOLKMTO3a, OOpHE, (POTOUYBCTBUTEHOCT.

Hapymenuns Ha 6p0peLiTe 1 HAKOYIHHTE MBTHINA
Hecmu: Henpasunno ¢yHkuHoHHpaHe Ha 6bOpeunTe
Peodxu: Ypemns, octpa ObOpeuna HepocTaThbuHOCT
Miozo peoxu: Onurypua / anypus

Hapymenns Ha penpoAyKTHBHATA CHCTEMA H MhPIANTE:
Hevecmu: UMTNIOTEHTHOCT
Peoxu: I'iHekoMacTHg

O6mu mapyueHns H epeKTH HA MACTOTO HA NPHJIOKEHHE:
Hevecmu: YMopa, acreHns

Hicneapanna:

Hevecmuy: YpennuaBaHe Ha CEpYMHHATE HMBA Ha Ypes, KpeaTHHUH, NOBHILIABAHE HA YEPHOAPOOHUTE
€H3UMH, XHNECPKATHEMHS

Peoxu: [lopHlIapaHe Ha HHBOTO HA CepyMHUA OUNHPYOUH, XHNTOHATPHEMHA

HMaHHHUTE 32 0€30NaCHOCT, MOJYYEHH NPH KIIMHUYHH NPOYYBAHMA [MOKA3BAT, Y€ TepanesT

CoobmaBaye Ha MOMO3UPAHH HEXKENAHHM PEAKIIAH
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CrobIaBaHeTO HA MOJO3HPAHM HEXCIIAHH PEaKLMU Clie/l paspelllaBaHe 3a ymoTpeda Ha
NIeKapCTBEHHA MPOAYKT € BaykHO. ToBa mo3B0ABA Ja NpOABIKHM HAOMIOAEHHETO Ha
CHOTHOLLICHHETO IOI3a/PUCK 3a JICKAPCTBEHUA MPOAYKT. OT MEAULIHHCKHTE CMEI{HATHCTH CE
H3UCKBA A3 ChOOLIABAT BCAKA MOAO3HPAHA HEXEaHa peakuua ypes:

W3nenHHTENHA areH1Hs 110 neKapeTsara, Y. Jaman Ipyes 8, 1303 Codus, Tenedon: +359 2
8903417, yebaapec: www.bda.bg

4.9 IIpenozupane

HMa orpaHudeHM JaHHM 3a NPEAO3UpaHe NMpH Xopa. B 3aBUCHMOCT OT CTETEHTa HA NpPeo3HpaHe
MOTaT /13 C& O4aKBaT CHEHHTE CHMITTOMH: TEXKa XHIIOTOHHA, 1IOK, ENEKTPONUTeH AucOalaHc,
6B0peYHa HETOCTATEYHOCT, XHIIEPBEHTHIAIIMA, TAXHKAPIHA, ChplicOueHe, Opagukapaus,
CBETOBBLPTEK, 6€3MOKOMCTBO U Kauluua. [IpenopbyMTENHOTO NeYeHHe [TPH NPEIO3HPaHE €
MHTpPaBEeHO3HA HH(Y31A Ha GHU3MONOTHYEH Pa3TBOP. AKO € HATHIIE XHMOTOHKA, TALMEHTUTE TPsOBa
Na ce MOCTABAT B NErHANO MONOKEHHE. AKO € BBIMOKHO, MOXKE Jla e HanpabBy HHGY3HA ©
aHrnoreH3nH 1l w/unu Moxke na 6bae 00ChACHO HHTPABEHO3HO NPHIOKEHUE HA KaTEXONaMHHU. AKO
Mpeao3HPAHETO € HAPBPIIEHO CKOPOo, TPAOBA Ja ce NpeANpUeMaT MEPKH 33 SIHMHHHPAHETO HA
BHTOIIPHJI (HAITp. IPEAKM3BHKBAHE Ha MOBPBINAHE, IPOMHEKA HA CTOMAXa, fpuiarale Ha abcopOeHTH
H HaTpHeB cyndar). Butonpun Moxe Aa € OTCTpaHH upes xeMoauanusa (BHx T. 4.4 CnenHatHi
apeaynpexacHus 1 CICUUHATHY MPeAna3HH MepkH mpu ynorpeba). [Ipu ycTolidiBa Ha IEHCHHUE
Opanukapaus, TpaOBa aa ce u3nomssa nelicMeitkep. Tpadea yecTo aa ce npocneaaBaT KU3HEHUTE
[IPH3HALIK, CEPYMHHMTE KOHLIEHTPalMH Ha €NEKTPOIUTHUTE M KpeaTHHHHA.

5. DAPMAKOJOTAYHH CBONUCTBA

5.1 .@apMaKoAHHAMHUYHH CBOIiCTBA
®apmakoTepanesTHYHA rpyna: HHXUOHTOPH Ha AHTHOTEH3WH KOHBEPTUPAIIHA CH3UM,
ATC kon: CO9A AO3

MexaHu3eM Ha AcicTBle

Ju3suHOMPHI € NeNTHAMN JunenTuaasa HHXUOuTop. Tol HHxUOKUpa AaHTHOTEH3UH KOHBCPTHPALIUA
en3uM (ACE), koiiTo KaTanH3upa NpeBpBIIAHETO HA aHTHOTEH3UH | BEB Ba30KOHCTPHKTOPEH MENTHA
aurnoTeHs3uH 11, Aurnorensus Il chio cTUMYNHpA CEKpeLMATA HA aNIOCTEPOH 0T HAAOBOpEUHATA
menyna. Huxubuparnero Ha ACE Boan 10 HaManiBaHe HA KOHLEHTPAMHTE Ha aHTHOTEH3HH I,
BOJACIIO 00 HaMaJIMBaHE HA Ba30NPECOPHATA aKTHBHOCT H HAMAIABAHE CEKPELMATA HA aJIIOCTEPOH.
HamanaBaneTo Ha MIa3sMEHKTE HHBA HA AOCTEPOHA MOXKE J1a IOBEE A0 NOBHIIABAHE HA CCpyMHATa
KOHLICHTpallug Ha KalHii.

DapMakoAHHAMHYHH edeKTH

Bunpeku ue ce Opeanosara, 4¢ MEXaHM3MbT, Ype3 KOUTO JIM3HHOMPHIIET NOHIDKaBa KPBBHOTO
HAJIATaHEe € OCHOBHO MOTHCKAHE HA PEHHH-aHTHOTEH3HH-aNJOCTEPOH CHCTEMATA, TOM AeHCTRa CBINO H
MpPH XUNEPTOHUYHH NAIMEHTH ¢ HACKA MUIA3MeHa KoHueHTpauus Ha peHHH. ACE e uneHTH4eH ¢
kuHuHAa3a I, eH3uM, Koiiro pasrpaxaa 6paau kuHuHa. He € Beceolnie H3ACHEHO AaH MOBHIIABAHETO
Ha HHBATa Ha OpaiMKUHHHA, CHNECH BA30AMNATATOPEH NENTHA, UIpae PO 3a TEPANCBTHHHOTO
ACHCTBUEC HA MH3HHOITIPHIT.

KnunnyHa eQUKacHOCT H 0e30MacHOCT
BiuaHHeTo Ha JU3HHONIPII BEPXY CMBPTHOCTTA H 3a00/IEBAEMOCTTA OT ChpPACYHA HEAOCTATREHORTZ..._ |
W3CNeABaHA, KATO Ca CPABHEHH MALMEHTH C PHEM Ha BrcoKa fo3a (32,5 mg uiu 35 mg guelyoyilis 0"1
TaKHBa ¢ PHEM Ha HMCKA A03a (2,5 mg Wi 5 mg nHesHO). [Ipn w3cneapann 3164 na / 1509 Y G,%,' .
nepHoi CBC CpeiHa MPOABUKHTEMHOCT 46 Mecela 3a NPEKHUBEIMTE MALMESHTH, TTPH NMaffiiT) 58 Wb e iz, .
NpHeMATH BHCOKA A03a, HMa 12% HaManeHHe Ha pacKa OT CMBPT U XOCTIMTAIH3ALNAA § Gy ool ;
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KoMOMHHMpaHaTa KpaitHa TOYKa 3a BCUYKH cny4aH (p= 0,002) cpeuty 8% HaManeHue Ha pucka oT
CMBPT ¥ CHPACIHO-CHAOBA XOCITHTAIM3AUUSA B KOMOMHHpAHATA KpaliHa TOYKa 33 BCHUKH CIIy4aH, TP
MalHCHTHTE MpUeMani Hucka xo3a (p = 0,036). HabnroaasaHo € NOHIKaBaHE Ha PHCKA NPH BCHYKH
cnydan Ha eMbpT (8%; p = 0,128) 1 ot chrpaeunochaoBa cMBpT (10%; p = 0,073). B mocr-XoK
aHaM3a GPOAT HA XOCTIMTANMIMPAHKTE 3a ChPACHHA HEAOCTATHUHOCT € HamalieH ¢ 24% (p = 0,002)
ApH MALMEeHTH, IEKYBAHH ¢ BUCOKA 203a MH3WHONPUN, B CpaBHEHHE ¢ TE3H, IEKYBaHH ¢ HACKA J03a.
CHMNTOMATHYHHTE TON3M ¢a MogoGHH NMpH MALMEHTHTE, TeKYBAHH ¢ BUCOKH H HHCKH A034
NH3HHOTIPKIL. -

Pe3zynTaTHTe OT H3C/IEABAHUATA MOKA3BAT, Y€ OOLMAT npodui Ha HeXeNaHH €PEKTH NOTYYEH OT
NALKMEHTH NEKYBAHH C BHCOKH ¥ HMCKH 103U JIM3HHONPUI € NoAo6eH 110 ecTeCTBO H Opoi.
[IpenckasyeMuTe ChOUTHA, BE3HMKHANMH B cneacTeue Ha ACE HHXuGupaHeTo, KaTo XHMOTOHHA HIH
niMeHeHHe B Ob0pedHara pyHKIHA, Ca IECHO YNPABIAEMH H PAIKO BOJAT IO MPEyCTAHOBABAHE HA
nedenueTo. Kamnmunara e no-pagako cpelliada npy NaHeHTH NeKyBaHH ¢ BHCOKH O3H JIM3WHOIPHI,
OTKOJIKOTO NPH TC3H JICKYBaHH C HHCKH.

GISSI-3 npoyuBane, TIpH KOSTO € H3M0a3Ba 2X2 daxropHaleH U3aliH 3a 1a ce CPaBHM edeKTa OT
NpHeM HA TH3HHOMPHII K FIHLEPHI TPHHHTPAT, IPHEMAHH CAMOCTOATENTHO MJIH B KOMOHHAa1M4, B
NPOAL/KEHHE Ha 6 CEMMIY 110 OTHOLICHHE HAa KOHTPOJIHA TPYMa NoKa3Ba, 9e npy 19 394 nauueHTH,
KOMTO ¢a GHIIH NOMIOKEHH HA JIeYeHHe C NU3MHONIPHA B PaMKUTE Ha 24 Yaca ClIeA OCTbP HHPApKT Ha
MHOKap/d, MMa CTATHCTHYECKH 3HAYMMO HaMaiaBaHe Ha pucka ot eMbpTHOCT ¢ 11% (2p =0,03) no
OTHOWICHUE HA KOHTPONHATA rpyna,

HaManaBaHeTo Ha pHCKa CJISH NpHEM Ha MIHIEPHI TPHHHTPAT HE € 3HAUYHMO, HO KOMOHHAUKMATA OT
JTU3HHOTIPUIL H TITHIEPHIT TPHHHTPAT MOKA3BA 3HAYUMO HaMAJIABAHE HA PHCKA OT CMBPTHOCT ¢ 17%
(2p =0,02). B noarpymnaTa Ha MAllHEHTHTE B CTApPUYECKa BB3pacT (Han 70 rofuHu) ¥ XKEHH, ONPEACICHH
NpeABapHTENHO KaTo MAUMEHTH ¢ BUCOK PHCK OT CMBPTHOCT, ca HaOMOJaBaHH 3HAYUMO noJo0pABane
3a KOMOHHUpAHATa KpaifHa TOYKa Ha ChpAedHaTa PyHKUAA M HaMaABaHe Ha CMBPTHOCTTA.
KomOuHHMpaHaTa KpalfHa TOYKA 32 BCHYKH NAHEHTH JIEKYBaHH ¢ JIM3UHOMPUIT U KOMOHHALHA OT
NH3UHOMPIWI ¥ FIHLEPHI TPHHHTPAT B NPOAbIIKEHHE HA 6 ceIMMLM, KaKTO H NPH NALMCHTUTE OT
BHCOKOPHCKOBATA NMOArpynara ieKypaHH B MpoAb/DKEHHE Ha 6 Mecella, ChIo MOKa3Ba 3HaYUM
MpEeBaHTHBEH €dekT Ha JusHHONpun. Kakto 6u Moo aa ce 049akna OT BCAKO JICYCHUE C
BA30AMIATATOP, C€ YBEIUYABAT CIYYaHTe HA XMNOTOHHA H 0bOpeqana ANCHyHKLHA, CBBP3aHH C
NEYSHHETO ¢ MU3HHOMPHI, HO T€ He ¢a CBBP3aHH ¢ MPONOPLHOHATIHO HapacTBaHe HA CMbPTHOCTTA,

B nBoliHO-CHEMH, PaHZOM H3IPAHH, MYJITHIETPOBH TIPOYYBaHHA, CPABHABALLH JM3HHOMPHI ¢ OoKep
Ha KaNLMEeBUTE KaHalH, mpH 335 xunepronunM ¢ fHaber TMI 2 4 ¢ HavyanHa uedponaTus,
XapaKTepU3Hpalla ce ¢ MUKpoanbyMHHYPHS, € Npuiarad JU3HHonpun 10 mg u 20 mg AHEBHO B
npoARKeHre Ha 12 Mecella, BCIEACTBHE HA KOETO € MOHIKEHO CHCTONHYHOTO/IUACTONHTHOTO
KpBBHO Hamarase ¢ 13/10 mmHg u e HaManeHa cKopocTTa Ha YPHHAPHATa CKCKpeLHs Ha anbyMuH ¢
40%. CpaBHEHH C MAIMEHTH, NpHUeMally §JI0kep HA KaNUHEBUTE KAHATH H NMPH KOUTO MOHMKABAHETO
Ha KPHBHOTQ HAJraHe € Noao0HO, NALUMCHTUTE, JICKYBaHH C IM3MHOIPHIL, MOKA3BaT 3HAYMTEIIHO No-
roJIAMa peAyKIHa Ha CKOpOCTTAa Ha YPHHAPHATA eKCKpeLus Ha anOyMuH, KOeTo 1okassa, 4e ACE-
HHXUOHUTOPHOTO AeHCTBHE HA MHIHHOMPHI HAMAJIABA MHKpOANnOyMHHYPHATA Ype3 AHPEKTCH
MeXaHH3EM B OLOpEYHHTE ThKaHH, KATO AONMBAHEHHE KbM ITIOHHXKABAIHUA MY KPhBHOTO HANAraHe
edexT. JIeUeHHETO ¢ MM3MHOMPHII HE OKA3BA BIUAHUE BbPXY INIHKEMHUYIHHA KOHTPOJ, TTOKA3aHO C
JINNCA Ha 3HAYMM e()eKT BbPXY HHUBATA Ha MTHKUpanna xemornoduH (HbAlc).

[TeguaTpuyHa nonynanua
B KIMHHYHO MPOYYBaHe, BKIOYBAI0 115 neAHaTpH4Hu ODAUMEHTH ¢ XHIIEPTOHMS, Ha BB3PacT 0T 6
no 16 roauuu, ¢ TenecHo Terno nox 50 kg ca mpuremanu 0,625 mg unu 2,5 mg win 20 mg '
JIN3HHOTIPHA €IHOKPATHO JHEBHO M TIALMEHTH C TenecHo Terno Haa 50 kg ca mpuemManu
wu 40 mg MM3MHONPIUI €NHOKPATHO AHEBHO. B kpas Ha BTOpaTa CEAMHLIA, MU3UHOMNPH
KpBBHOTO HAJIACAHE HO303aBHCHMO C HENMPEKbCHATA AaHTHXHIIEPTCH3HBHA €PUKacCHO
ce MpH J03H NO-BHCOKH OT 1,25 mg.
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To3u e(eKT ce MOTBbPKAaBa BB (a3aTa HA OTHEMAHE, KOTaTO AHACTONIHOTO HAIATAHE CE NOBHINABA C
9 mmHg npu rpynara nnane6o, JOKaTo NAMEHTHTE, [IPHEMAIIH CPSAHH A0 BUCOKH JO3H MU3HHOMPH
ca OUTH ¢ NOCTOAHHHM MoKkazaTenu. Jo303aBHCHMHAT aHTHXHIICPTEH3UBEH eekT Ha MUIHHOMPUI €
NOCTOAHEH NPH HAKOJIKO JeMorpadCKi NOArpynH: BE3pacT, MoJ, paca.

5.2.@apmMaKOKHHETHYHH CBONCTBA
JIA3HHONMPUNET € NEPOPATHO AKTHBEH He-CyIpuApHI-ChRbpxam ACE- HHXHOHTOD .

Abcopbyun

Cnen nepopaltHo NpyeMaHe Ha TU3UHOMPHUI, NUKBT B IVIA3MEHATA KOHUEHTpAUHA ¢e JOCTHIa 32
OKOITIo 7 4Yaca, KaTo [IpH NAUUEHTH ¢ OCThP UH(APKT HA MUOKApJa CBHIIECTBYBA TCHACHIIMA 32
HE3HAUMTENHO YABMKABAHE HA BPEMETO 3a AOCTHIAHE Ha MAKCHMA/IHA [Ia3MeHa KOoHLeHTpauus. I1pn
KJIHHHYHH [IpoYyYBaHHA, Ha 6a3aTa Ha NONYy4YeHH CTORHOCTH B OTOC/ICHATA YpHHA, CPeAHOTO
abcopOHpaHo KOJHYECTEO Ha TM3NHOMPHI € 0koNo 25%, KaTo HHAVMBHAyHATa BApHaOWIHOCT NpH
BCHHKH A034 {5-80 mg) e 6-60%. AGcomoTHaTa GHOHATHYHOCT HaMaJIABa A0 okono 16% npu
MAUHEHTH CBC CHPACYHA HEAOCTATHEYHOCT. AGcopOLMATA HA MU3HHOIIPUA HE Ce NOBIHABA OT
EAHOBPEMEHEH NPHEM HA XpaHa.

Pasnpedenenue

JIM3UHONPUNET HE C€ CBBP3Ba CHC CEPYMHHTE NMPOTEHHH, OCBEH ¢ AaHTHOTEH3HH-KOHBEPTHPAIHA
eHsuM (ACE). M3cnenpania npy nAbX0BE MOKA3BAT, Y€ JIM3HHOMPHABT NPEeMUHaBa ¢1abo npes
KPBBHO-MO3BbYHATa OapHepa.

Enumunupane

JIN3HHOMPUITET HE C& MeTa0OIH3HPA H C& eKCKPETHPA HAMBIHO HEMPOMEeHEeH B YpUHATAa. BpeMero Ha
MOJY>XHUBOT HA TH3UHOMPHII CJIET MHOTOKPATHO MpHIokeHue ¢ 12,6 yaca. KNEPBHCHT Ha TH3HHOMPHIL
MpH 3apaBy 1o00poeomaM € okono 50 ml/min. [To-ronaMara 9acT 0T AKTHBHOTO BEIIECTBO CE OTACNA B
paHHaTa (a3a, KOATO TPH HHCKH KOHLUEHTPAIHH C€ MOCNeABa 0T YARIKEHAa TepMHHANTHA (a3a, KOETo
HE BOAH JO KYMYNHpaHEe Ha J1eKapcTBoTo. TasH TepMuHaiHA dasa BepOoATHO ce fasupa Ha HACHTCHO
cebp3eade kbM ACE 1 He e nponopunoHanHa Ha [03aTa.

Ueproodpobra HedocmamuvyHocm

Hapymena 9epHopoOHa GyHKIMA [TpH MalMSHTH ¢ LHpo3a HaMaiasa abcopO1maTa Ha TH3HHOTIPH
(okono 30% onpenesieHo B OTAENEHATA YPHHA), 4 YBeIM4aBa eKCoHUpaHeTo (npubnmsurento 50%)
B CPABHEHHE CHC 3APABHTE JOOPOBOILH, KOETO C€ ABJDXKH Ha 3a0aBeHUA KIUPBHC.

bvbpeuna nedocmamuvurocm

Hapymenus B 0n0peunara GpyHKuMA HamanasaT 660peyHoTO SIMMHHHPAHE Ha TY3UHONPHI, KOUTO Ce
EKCKpeTHpa upe3 OB0peLUTe, HO TOBA HAMATICHHE € KIIHHHYHO 3HaYHMO CaMO KOTaTo CKOpPOCTTa Ha
rrnoMepynHa ¢uarpauus € no-qucka ot 30 ml/min. [Ipu neka go cpeaHa 6LOpeuHa HEROCTATHYHOCT
(kpeaTunnHOB KIHpBHC 30 - 830 ml/min) cpeannte AUC crofiHoCTH ca ce MOBHIIMAM caMo € 13%>,
AOKaTO NMpH 0cTpa 6BOpeYHa HENOCTATEYHOCT € Hanuue 4,5-0bTH HapacTBaHe Ha cpeaHuTe AUC
CTOHHOCTH (XpeaTHHHHOB KIHPBHC 5-30 ml/min). JIH3uHONpUIBET MOXKe Ja OBAE OTCTPAHEH upes
araiiza. [To BpeMe Ha 4-4acoBa XeMOJHAIM3A, INIA3MEHUTE KOHUECHTPALIMH Ha JIH3HHONPUI
HaMaNABaT cpenaHo ¢ 60%, NPy AHATH3CH KIHPBHC MKy 40 1 55 ml/min,

Copdeuna nedocmamvyHocm
[TanueHTHTE CBC CHPAEYHA HEAOCTATHYHOCT HMAT YBENMYEHA €KCITO3HIHA HA MH3HHOMPHUIT B

CpaBHEHHE ChC 3ApaBHTe A06posoiu (moprinasane Ha AUC crofinocTuTe cpeliHo ¢ 125%), Ho Ha
GasaTa Ha CTOMHOCTHTE OMpeAeneHH B OTASIEHATAa YpHHa, HAMLE € €1HA HaMancHa abcopOuna o
0K0J10 16% B cpaBHEHHE CHC 3XPaBHUTE AOOPOBOIILM.

ITeouampuvna nonyrayus
PDapMaKOKHHETHYHHAT NPOHHUI HA IM3HHOTIPAN € NPOYYEH IIpH 29 NeAUaTPHYHH [T
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nIa3MeH KOHIEHTPALMH Ha IM3HHOMPUA ¢e HabmogaBaT 6 Jaca ¢nel npuiarane Ha 103 ot 0,1 ao
0,2 mg/kg, xaro creneHTa Ha aGcopOuuaTa, € okomo 28%. CroiiHocTUTE ca NoAoOHU Ha TE3H NpH
BB3PACTHH.

Habmonasanute croiiHoct Ha AUC 1 Cmax npH Aela B ToBa NpoydBaHe ¢a [MoA00HH Ha TE3H,
HaOMmoAaBaHH MPH BL3IPACTHH.

Hayuenmu 6 cmapuecka év3pacm
[TanHeHTHTE B CTapYeCcKa BB3PACT HMAT MO-BICOKH CTOMHOCTH B KpBBTa H nosuuieHd AUC-
croitHocTH (NpRoGaH3UTENHO ¢ 60%) B CpaBHEHHE C MO-MJIAJHTE NALHEHTH.

3.3. [IpeAKTUHHYMH AAHHH 33 0e30MaCHOCT
[MpeaxTMHUYHKTE AaHHK 332 6e30MACHOCT He MOKa3BaT 0co0cHH pUcKoBe 3a Xoparta Ha 6asaTa Ha

TPAAULHOHHUTE GAPMAKOIOTHYHHA H3IIUTBAHHA 33 0€300aCHOCT, TOKCHYHOCT NPH MHOTOKPATHO
npunarase, FreHOTOKCHYHOCT, KapLHHOTeHeH edekT. YcraHoeHo € ue, ACE- unxuOuropure, Kato
KJIa¢, OKA3BaT BIUAHUE BRPXY KBCHOTO PA3BUTHE HA 3apOAHILIA, KOETO MOXE A HOBCAE 10 CMBPT H
KOHMeHUTAIHH aHOMAIHH, 0cO0EHO YepenHo-MuLeBH aedopmaiun. HMa cputo crobineHns 3a
deTanta TOKCHYHOCT, 3a0aBAHE Ha BETPEMIHOMATOYHHA pacTeX H 0TBOpeH ductus arteriosus. CMaTa
ce, 4e Te3d aHOMAIMH B Pa3sBUTHETO ¢ ABIDKAT OTYACTH Ha npAkoTo AeckictBue Ha ACE-
HHXHOUTOPHTE BBPXY PCHHH-aHIHOTEH3UH CHCTEMATA HA PeTyca H OTYACTH Ha HCXEeMHA, Ab/KAlla Ce
Ha XMNOTOHUS NP MaiikaTa U HaMalsABaHe Ha IIaUECHTapHNUA KPBBEH TOK H MPUTOKA HA KHCIOPOX IO
3apoauuia.

6. PAPMAIIEBTHYHH JAHHH
6.1.Cnuchy HA TOMOLIHHTE BEIlECTBA
KanumeB xuaporeH gocdar guxuapar
KonouneH CHIMIHEB AHOKCH

MarHe3nes creapar

L{apeBHYHO HHALLECTE

MaxuTON

[MpexenaTHHU3HPAHO HAPSBHYHO HUILIECTE

6.2 HechBMECTHMOCTH
Henpuinoxxumo.

6.3 Cpox na roanocr
3 roauHu.

6.4 Cnennaani ycoBus HA ChXpaHeHHe
Ha ce cpxpaHsABa npu TeMneparypa nog 25°C.

6.5 JTaHHu 3a ONAKOBKATA
[MBX/amymMuHunen Gnucrep.
Onaxosxu 1o 30, 50 u 100 Tabnetxn,

6.6 CnenMa  JHH NpeAna3sHH MEePKH MPH H3XBbJISHE

Hsama cnenuansy H3UCKBaHH 1.

7. IPUTEXATEJ HA PAZPEIIEHHETO 3A YIIOTPEBA
STADA Arzneimittel AG,

Stadastrasse 2-18, D-61118 Bad Vilbel, Fepmanus

8. HOMEP(A) HA PASPEIIEHHETO 3A YHHOTPEBA
20030440
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9. IATA HA THPBO PAZPEHIABAHE/MMOAHOBABAHE HA PAPEIIEHHUETO 3A
YHOTPEBA
04.2003

10. IATA HA AKTYAJNHIHPAHE HA TEKCTA
Maii 2014
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