KPATKA XAPAKTEPHCTHKA HA NPOAYKTA



1.  HME HA JEKAPCTBEHHS IIPOXYKT

Ennpun 10 mg tabnerku
Enpril 10 mg tablets
Paspewesse

A
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2. KAYECTBEH H KOJIHMECTBEH CBCTAB

Bcesaka TabneTka coappka 10 mg enananpunos Manear (enalapril maleate).
TToMOIHO BEIIECTBO C H3BECTHO ACHCTBHE: ChABPAKA JAKTO32 MOHOXHIPAT.

3a ITBJHUA CITHCHK HA MOMOINHMTE BEUISCTBA BIDKTE TO4Ka 6.1.

3. JEKAPCTBEHA ©OPMA
Tabnerka

Kpurau, 6enu 10 nourn 6esu nnocku TabneTks, ¢ dacera U AeaUTe]IHa 9€pTa OT €JHATA CTPaHA.

4. KJIHHHYHHA JAHHHA
4.1 TepaneBTHIEH NOKAIARAN
Ennpun ¢ nokasaH 3a JICYCHHE Ha:

1. BcHukH cTeneHH HA €CEHLMANHA XHITEPTOHMA.
. Ilpu w3nonsBaHe 3a JeuyeHHe Ha Jena, BX. ToukH 4.2 JlosHpoBKa H HAYHH Ha
ynorpeda H 4.4 ChneupanHy TPOTHBOMOKA3aHHA H CICHHAIHH NpeAynpexaeHud 3a
ynorpeba.

2. BCHYKH CTENEHN HA CHPACHHA HENOCTATHIHOCT.

e JIpn namyeHTH CHC CHMITTOMATHYHA CHpACYHA HaJOCTAaThYHOCT EHNpHn € nokazaH
CBHINO 38 NOAOOPpABAHE HA MPEIKHUBACMOCTTa; 3a0aBAHE NMPOTPECHATA Ha ChpAcUHATa
HEAOCTAaTLYHOCT; HAMa/siBaHe Opos HA XOCTIHTANIM3ALIMATE 110 NIOBOJ] HA CHpACYHA
HEe{OCTATHYHOCT. '-

3. HasakoH THINOBEe peHOBACKY/IapHA XHNEPTOHHA".

EHINpHI € noka3aH 3a
4, TIpo¢dunaxThka NMpH NAKHEHTH CHC CHPACYHA HEROCTATHUROCT **
o Ilpu acumMITOMHH NalMeHTH ¢ ANCHYHKIHA Ha JIABATA KaMepa 3a 3a0apaHe
Pa3sBHTHETO HA H3ABEHA CLPACYHA HEAOCTATHYHOCT; HAaMaIABaHe Oposa Ha
XOCIIHTATM3ALMHTE 10 NOBOA HA ChPACYHA HEAOCTATHYHOCT.
e [lpn naimenTH ¢ neBoxamepHa guchyHKHA ((Ppakivd Ha H3TIACKBAHE HA NIsSBa
KaMéepa paBHa Ha Wi NoA 35%) 3a HaMa/IIBaHe YeCTOTATa Ha MHOKAPAHNTE HHPApPKTH H

XOCITHTAIM3ALUUTE 110 OBOJA Ha HecTaOHITHA CTEHOKAPIHA, NPHAPY>KaBalll¥ MoABaTa Ha
CHMOTOMATHYHA ChpACYHA HEAOCTATHYHOCT.

* BIDK T04YKa 4.4 Crielpaniy IPOTHBOTIOKA3AHHS H CTICLHAIIHH MpeAyNpeXaeHua npH ynoTpeoda.
[IpunoskeHure npy NALKMEHTH ¢ ABYCTPaHHA CTEHO3a Ha OLOpeyHHTE apTepHH
apTepHATa Ha eAHHCTBECH OB0pexk.

** ik Touka 5.1. @apmakoaMHAMHYHHE CBOMCTBA. PeaynraTu oT npo



4.2, lo3npoBKa B HAYHH HA NPHIOKEHHE

O3HPOBKA
TsH karo abcopbimaTa Ha Tabnerkure EHNpu He ce MOBNMABA OT NPHEMAHETO HA XpaHa, Te MoraT
Ala C¢ HA3HAYABAT NPEAH, II0 BpEME HIH Clle] XpaHeHe.

Hosara Tpabea ga 6Bae onpeneiicHa HHANBHAYATHO B 3aBHCHMOCT OT npoduna Ha nauHeHTa (BK.
TOYKa 4.4} u OTTOBOPa Ha KPHBHOTO HaNATaHe.

Heouampuuna nonysayus
OmMTLT OT KWIMHHYHH HRIMTBAHHA ¢ ynorpe6ba Ha EHNpwn npH neAMaTpHYHH NAUMEHTH C
XHMIIEPTOHHA ¢ orpaHuycH (BxK. ToukH 4.4, 5.1 u 5.2).

XHnepronns

Hauanuara no3a € or 5 mg a0 MakcaMaino 20 mg B 3aBHCHMOCT OT CTENCHTa Ha XHIICPTOHUATA H
CBCTOAHHETO Ha nanuenTa. EHNpn ce npueMa eWH TsT AHERHO. 1IpH neka creneH Ha
XHIIEPTOHHMS MPENOPHYBAHATA HAYAIHA 034 € 5 mg a0 10 mg nuepHo. Clied HaYalNHaTa AO3a MpH
MALMEHTH ChC CHJTHO aKTHBHPaHA PeHUH-AHTHOTEH3HH-AJIIOCTEPOHOBA CHCTEMA (HAarp.
PEHOBACKYJIApHA XHINICPTOHHA, HEAOCTHT HA COJIM H/IH BOJCH Ac(HIHT, CHPACUHA
ACKOMIICHCALMA HIH TEXKKA XHIIEPTOHMA ) MOXE A3 HACTHIH IMPEKOMEPHO NOHIDKABAHE Ha
KpBBHOTO HanArane, [Ipx TakuBa naifieHTH NpenopBHYHTEIHATA ITEPBOHAYATHA 1033 € 5 mg HIH
NO-HHUCKA Y JieueHueTo TPAOBa Aa 3anouHe noj JeKapeko HaGAIoOAeHHe.

IpemmiecTBamo JIeueHHE C BHCOKH JO3H AHYPETHLIM MOXe I IOBEJIE RO BPOACH ACHMIUT H PUCK
OT XMIOTOHHA IPH 3aM0YBaHE Ha NiCWeHHe ¢ eHananpwn. HauyamHa fo3a OT 5 mg WM Mo-HHCKA €
NPENOPBYUHTETHA IPH TAKHB2 NALHEHTH. AKO € BE3MOXHO, JHypEeTHYHATa Tepanns Tpabsa na 6nae
IpeycTaHOBEHa 34 2-3 NHM NpeAM 3amouBaHe Ha JedeHHero ¢ Emmpuin. Bubpeunara dynxkums u

CepYMHHAT Ka/nit TpaOBa Aa ObAaT MOHHTOPHPAHH,

ObuuaiinaTa moaaepxama no3a e 20 mg nHeBHO. MakcHManHaTa noaabpskama aosa € 40 mg
JIHEBHO.

Peno-BackynapHA XHHEPTOHRNA

Toii kaTo peHanHaTa QYHKLMA M APTEPHATTHOTO HANATAHE IIPH TAKHBA HALMEHTH Morar 1a Obaar
yyecTBHTEHH KbM ACE uHxnbupane tepanuara ¢ Exnmpun 6u Tpabeasno a 3amogse ¢ mo-HUCKH
A03H (5 mg AHeBHO WIH no-Manko). Cne Topa Ao3aTa TpAORa Aa ce aaanTHpa B 3aBHCHMOCT OT
HHIHBHYaJIHATE Hy»KAH Ha raupeHTa. [IopeueTo naigMeHTH ce MOBIHABAT OT ¢AHa Tabnerka

20 mg BeHLK AHEBHO. [IpH NaLMeHTH ¢ XHNEPTOHHA, HA KOMTO HENOCPEACTBEHO NPEeIH TOBA C&
GHIM NpUaraiy JHYPETHLHE, € HeOOXOAMMO Ja ¢ NIOJXOAH ¢ NOBHIICHO BHAMAaHHE (BX.

Crie/iBallths naparpag).

ChbObTCTBAINR JHYPETHYIHA TEPANIHS NPH XHEEPTOHRASA

Cnen npreMaHeTo Ha IThPBATA 033 MOXKE [ia Ce NOSBH CHMIITOMATHYHA XHUIIOTOHHA, NO-BEPOATHO
NpH NAlMEeHTH, KOHTO Ce JICKYBAaT NOHACTOAIEM ¢ AMypeTHLH. IIpenoppuBa ce 0c06eHO BHHMaHHE
KBbM TE3H NMAILMECHTH, NOPali BEPOATHOCT OT HAPYIICH BOAHO-CONEBH Oananc. IIpueMbT Ha
AMYpeTHK TpaOBa fa Obe NpeycTaHOBeH 2-3 OHH Mpey HAYANOTO Ha TepanmaTa ¢ EHnpiin. Ako
TOBA HE € BE3MOXKHO, C€ IIPWIAra J103a, Mo-HHUCKa OT HauaHaTa (5 mg AHEeBHO WIH N0-MAaJIKO) A0
olpeAcNaHe HAa HavYaNHKA e(eKT BhpXY KPBBHOTO Hanarakwe, Cnep ToBa posara TpabBa fia ce
afjanTHpa B 38BUCHMOCT OT HHAMBHAYAJTHHTE HY>KAHM HA MALMeHTa.

Hosuposra npu 6vbpeuna nedocmamvunocm
Hati-o61mo urTeppanure MeXIy OTACTHHTE NpHeMH TpAOBa Aa OBAAT YABIDKCHH H/
HaMaJIeHa.




JozupoBka 11pH 610peuna HeROCTATHHHOCT

KIMpBHC Ha KpeatvHuHAa (CrCl) ml/min HAYAIHA 038 B mg/IeH

mexy 30 1 80 ml/min 5-10 mg Ba aeH

mexkay 10 # 30 mi/min 2,5 mg HA IeH

no-Manko or 10 ml/min 2,5 mg B JicHd Ha XeMoaraausa**

** Bx. Touka 4.4 CnenmaHH MPOTHBOTIOKAZAHAA H CNELHANHHA NpeAynpexkeeH s H NPEINa3sHu

MepKH npH ynorpeba. Enanpunar ce orcrpansBa upes guamnsa. JlozaTa npes JHATE HA
XeMOAMAIM3a TPAOBa Aa ce ananTHpa B 3aBHCHMOCT OT NPOMEHHTE B KPBBHOTO HAIATAHE.

¢ Cropneuna HeJOCTATHYHOCT/ ACHMIOTOMATHYHA JIeBOKAMEPHER NRCPYHKI AR

Exnpun MOXe ha ¢e M3MOA3Ba 3a JICYCHNE HA CHMITTOMATHYIHA CHPACYHA HEAOCTATHYHOCT
00HYAHHO ¢ ANYPETHIH H KOraTo € MOAXOAAINO0 ¢ JHTHTAIMCOBH ITTHKO3HAR WM OeTa-0rokepH.
Havannata n103a nNpH DallHEHTH CH¢ CHMIITOMATHYHA ChpPACYHA HENOCTATEYHOCT HIIH
aCHMNTOMATHYHA IUCPYHKIMA Ha /I1BaTA KamMepa € 2,5 mg 1 T4 TpaORa fia ce nmpunara nox Crpor
MEIHIIHHCKH KOHTPOJI 32 OLICHKA HA HAYAIHHA eeKT BLpXy KPHBHOTO Hansrane. IIpn
OTCBCTBHETO HA& CHMITTOMATHYHA XHITOTOHHA WIH CJlie] €PEeKTHBHOTO H OBMaASBAHE ClIC
3aMOYBaHe Ha TepanuaTa ¢ EHNprT IpH CBPASYHA HEAOCTATHIHOCT, J03aTa TpA0Ba NNOCTENEHHO
Jla Ce YBEeNH4YaBa 10 AOCTHTaHe Ha oOH4aiiHaTa nopappxama Ao3a or 20 mg, mpyeMaHa
€HOKPATHO WIH pa3fieNicHa Ha ABa MPHEMAa, B 3aBUCHMOCT OT MOHOCHMOCTTA Ha MalHeHTa.
AtanTHpaHeTO Ha J03aTa MOXE Ja Ce HanpaBH B paMKuTe Ha 2 10 4 ceaMuid. MakcHManHaTa
no3a e 40 mg, pasaciieHa Ha ABa NpHEMa JTHEBHO.

TIpeio:KeHO THTPHpaHE Ha 103aTa Ha EHNpHI NpH NallACHTH ChC CHPAEYHA HEAOCTATLIHOCT/
ACHMITTOMATHYHA JC(YHKIMA Ha JIABATa KaMepa

Ceamuna Ho3a (mg/nuenno)

Ceamuua 1 1-3 gen: 2,5 mg smeBHO® eHOKPATHO
4-7 neH : 5 mg aHesHO, pa3AciicHa Ha Ba
npyHeMa

Ceamuua 2 10 mg AHEBHO EAHOKPATHO WK pa3/ieleHa Ha
[Ba IpHEMa

Ceamuua 3 1 4 20 mg AHEBHO EHOKPATHO HITH pa3/ic/icHa Ha
B4 IIpHEMa

*CneunanHu npeanasHl MEpKH TpaOBa Aa ce B3EMAT NpH NAlHEeHTH ¢ YBpeaeHa OB0peuHa
$YHKIHA WM NpHeMalllH ANYPETHIH {BX.TouKa 4.4)

KpsBHOTO Hanarane H 616peunara ¢yHxkimsa Tpabea ga ObaaT NpOCNeAABAHH BHHMATENHO KAKTO
TNpenu, TaKa K Cell 3afi0uBaHe Ha NeueHHeTo ¢ Exnpun (k. Touka 4.4), mopaa# cs00LIECHHS 32
HACTBLIBAHS HA XMTIOTOHWA 1 (NO-PAAKO) Ha TIoceasaina Opbpevuna HEAOCTATPIHOCT. 11pH
NAUMEHTH, JCKYBaHM ¢ JHYPETHIH, J03aTa TPAOBa Ja ce HaMAJTH, AKO € BE3MOXKHO OWIe NpeaH
3anoyBaHe Ha TepanuaTa ¢ Eanpun. IlosBata Ha XMNOTOHHA CleH NPWIAraHe Ha Ha4alHa 1034
Enniprt He 034a4aBa, qe XMITOTOHHS 1€ BH3HUKHE TIPH NIO-HATATHINHA Tepanis ¢ EHNpHN 4 He
Hajlara npexparsBaHe Ha 3ano4HalIoTo JeyeHue. HeoOxomumMo e chIno Taka 1a Opaar
IIPOCNEASBAHH HHBOTO HA CEpyMHHA KaHii ki 6s0peuHara GpyHKIMA.

Ynompeba npu nayuenmu e cmapuecka ev3pacm
HozaTa Tpabpa na 6sae crobpasena ¢ 6x6peyunara GyHKUMA APH NAIMEHTH B CTApYECKa BH3pacT
(Bx. TOUKa 4.4). -

Ynompeba npu neouampuunu nayuermu
[Ipn nanpeHTH, KOMTO MOTAT 1a NOrNLINaT Tabnerky, nosata Tpadea Aa 6v1e 0

HHAMBHAYAITHO CHOpe/i NpogHia Ha NALMEHTa M OTTOBOPA Ha KPHBHOTO HANATAH
IIpenopruBanaTa HavanHa 703a € 2,5 mg npu naipeHTH ¢ Terno or 20 xo < 50
naiMenTH ¢ Terno > 50 kg. Exnpan ce npueMa ek qHesHO. JlosaTa TpaOsa



KOPHIHpaHa CIpAMO HYXXAWTE Ha NALMEHTa MAKCHMYM fio 20-mg JHEBHO NPH NaMEHTH ¢ TEro OT
20 no < 50 kg 1 40 mg nuepHO npy nauMenTH ¢ Terno = 50 kg (Bk. Touka 4.4).

EHnpun e ce mpenopbyBa nNpH HOBOPOAEHH H NPH NIEAHATPHYHH NTALMECHTY ¢ HUBO Ha
rnoMepyHaTa ¢rrrpauma < 30 ml/min/1.73m?, nopany nMIca Ha JAHHM IIPH TE3H rPymy
NALIHEHTH.

Haums na NpUioKeHHe
Hepopanﬂo MIPHIOKEHHE.

43. IIpoTHBONOKAIAHHA

- CBpBX4YYBCTBHTEIHOCT KBM AKTHBHOTO BEILECTBO HIH KbM HAKO® OT OMOLHATS BOIICCTRA,
H30poeHH B TOuKa 6.1, win apyr ACE uHxuGHTOp .

- AHaMHe3a 3a aHruoeneM npH npeauinHo nevenne ¢ ACE maxubrrop

- HacneacTBeH MM HAHONATHYSH AHTHOEHAEM.

Bropu # TpeTH TpuMecTEp Ha OpeMeHHOCTTa (BXK. TOUkH 4.4 1 4.6).

EnsoBpeMeHHaTa ynotpeba Ha EHnpHi ¢ aHCKHpeH-CHIBPKANM NPOXYKTH € MPOTHBOTIOKAa3aHa
IIPH MAIHEHTH Cbe 3axapen aHaber win 6u6peyno yepexaane (GFR < 60 ml/min/1,73 m2) (Bx.
TOoukH 4.5 1 5.1).

4.4 ChnenuaiHn DpeaynpexaeHEs H NpeANAIHE MEPKR DPH .yno'rpeﬁa

CHMITTOMATHYHA XHUIIOTOHWA

CHMITTOMATUYHATA XHIIOTOHHUS c¢ HaOIIoasa PAaKO MpH XHIIEpTOHHIM 6e3 yenoxueHns. [1pu
XHIIEPTOHUINTE, NOMyyaBaniu EHNpHn € no-BepOATHO Ja ce HAbmoAaBa XHITOTOHHS, aKO
MAHCHTHUTE Ca ¢ XHMOBOJIEeMHd B Pe3YJITAaT Ha JUYPeTHUHA TCpanis, orpaHHYagalna cojTa IHETa,
JHQIH3a, AHAPHA WIM TIOBPhIIaHe (BK. TOUKH 4.5 H 4.8). CHMATOMATHYHA XRIIOTOHHA €
HabmozaBaHa NpH NAIMEHTH ChC CHPACHHA HEAOCTATHYHOCT ChC HiH Oe3 Os0peuna
HEAOCTATHUYHOCT. [1o-BepoATHO € T4 Aa ce MpOsSBH IIPH NAIMEHTH ¢ NMO-TEXKA CTENEH Ha ChpAeYHa
HEAOCTATHYHOCT, KAKTO U Aa Obsie 00yCNOBSHA OT BHCOKH JO3H AHYPETHIM, XHIIOHATPHEMHS HITH
dynknuonanuo 6u6pevHo yBpexnane. [Ipu TakiBa nalpeHTH TEpAHATA TpAGBa Aa 3an04YHe Mok
JIEKapCKA KOHTPOJ1, H TOH TpaOBa na € ocobeHo nmpeLy3eH npy KakBaTo H Ja € NpOMAHa B 103aTa Ha
Ennpun w/win auyperrka. CoinyTe H3HCKBaHMA BRXKAT H 33 NALHEHTHTE ¢ HCXeMudHA Oonect Ha
CBHPLIETO WIH MO3BYHO-CHAORBO 3a00MABaAHE, IPH KOHTO MPEKOMEPHOTO OHIDKABAHE HA KPBBHOTO
HaJIAraHe MOxXe Aa 6bie npusHA 38 MHOKapAeH HR(QApKT WX MO3bYHO-CHAOB HHIIHACHT.

AKO ITpH NALHEHTa HACTHITM XHNOTOHHMS, TOi Tpabsa 1a Jierse no rpud 1 NpH HeOOXOMHMOCT MOXKE
A3 Ce Ha3HATH HHTPABEeHO3Ha HH(Y3HA Ha H30TOHHYCH COJICBH Pa3TBOpP.

[TogBara Ha NPEXOHO XUIIOTEH3UBHO CHCTOSHHUE HE € MPOTHBONOKARAHHE 33 MO-HATATHIIHO
npunoxenne Ha EHnpun v 1o MoXe 1a NPOXE/DKH 0e3 3aTpyAHEHH NPH BB3CTAHOBEH 00EM H
CHOTEETHO IOBHINEHO B XKeNlaHH rPaHHLIM KPEBHO HAJIATAHE.

ITpyn HAKOH MAIMEHTH CHC CHPAETHA HEAOCTATHYHOCT, KOHTO HMAT HOPMAIHO HITH HUCKO KPBBHO
HAIATAHE, MOXKE 1a HACTBITH JOITHIHMTENHO MOHIDKABAHE HA KPBBHOTO HM HalArane MmpH
ynotpebara Ha Eanpun. Tozu edekT e ouakpan 1 OOMKHOBEHO HE CTABA IIPHYMHA 34 NPEKBECBAHE
HA JICYCHUETO. AKO XMIIOTOHMATA CTAaHE CHMITTOMATHYHA, MOXe Ja ¢ HaNokH peAylHpaHe Ha

Ao3aTa H/WIH CNHpaHe Ha AMypeTHKa H/wiH Ha Eanpun.

0iiHo ON10KMpaHe Ha peHHH-AHTHOTEH3HH-ANocTepoHoBaTa cucreMa (PAAC TN
HUma nannm, ye ennoppemerHara ynorpeba Ha ACE unxuburops, anrnoreHsHH H-peCpanpRao PR
ONOKEpH WK AHCKMPEH NOBHILIABA PHCKA OT XHIIOTOHHS, XHIIEPKATHEMHS M HaMgfigpajic i
OpOpeunara GyHkma (BRmounTeHO ocTpa OE0peuna HepocTaTsaHOCT). [lope i 158t Be
npenopsuBa ABOiHO 6nokupane Ha PAAC upes komGunmpanaTa ynotpeGa Ha ACE giktiGirm
aurHorensyH Il-penenTophu 610KkepH WIiH ankcknped (BX. TOWKH 4.5 05.1). 4, %' -7



AKO ce TperieHH, 9¢ TepanHaTa ¢ ABOHHO OnokupaHe ¢ abconroTHO HeoOxoMMMa, TOBa TpAORA f1a
CTaBa CaMo NojA HabMOACHUETO HA CICHHAIMCT H NPH Y€CTO BHHMATEHO MOHHTOPHPAHe Ha
Op0Opednara QpyHKIMS, eIEKTPOJAMTHTE B KPBBHOTO Hajirase.

ACE uHxu0uropn B aurnorensu Il-penernrropan Giioxepn He TpaOBa Aa ce W3NoI3BaT
¢IHOBPEMCHHO TIPH NALMEHTH ¢ AuabeTHa HepponaTHa.

CTeHO3a Ha A0PTHATA HITH M ara Kiana/Xun WYHA onarHug

Kakro sciuxn Basogmwiararopd ACE aaxuburopure Tpabsa Aa 6paaT Mpriaraii ¢ MOBHIIEHO
BHHMaHHC NPH [ALHEHTH ¢ O6CTPYKIMA Ha KPHBHHA MOTOK Ha JIEBOKAMEPHHS M3XO0M H Aa Opaat
m3barBaHy B CTyday Ha KAPAMOTEHEH IMIOK H XeMOAMHAMHYHO 3Ha9MMa o0CTpyKIIMA.

Yepexciane Ha Op6peunara gpynxipis
B cimyaan Ha 6:6peuso yBpexxaaHe (kpeaTuHHHOB kiupbHC < 80 ml/min) HaganHaTa jo3a

eHaanpmn Tpadea 1a Osae KOpUrHpaHa CIIpAMO KPeaTHHHHOBHA KIIHPBHC Ha NAlHEHTa (BXK. TOUKA
4.2) 1 crien TOBa KaTO YHKLIMA Ha OTTOBOPA Ha MALIMEHTa KbM JiedeHHeTo. [IpH Te3n NalueHTH,
PYTHHHOTO MOHHTOPUPAHE HA KAJTHH M KPEaTHHHH Ca YaCT OT HOPMAIHATA JICKAPCKA NMPAKTHKA.

MmMa crobmennd 3a 60pedna HEZOCTATHYHOCT, CBBP3aHA ¢ MPHIOKECHHETO Ha CHAIANPHIL, [IIaBHO
NpPH NAIHEHTH ¢ TEXKKA ChpeYHa HENOCTATHYHOCT WiH nojiexkano 0u6peuro zabonasane,
BIUTIOYMTEITHO CTeHO3a Ha OB0pednaTa aprepus. AKo ce pasno3Hae 65p30 H ce NeKyBa MOJXOAIIO,
O1BOpeunaTa HeAOCTATHUHOCT, CBBP3aHA C JICUEHHE ¢ eHananpl, 00uKHOBEHO € obpaTHMa.

[Ipy HAKOH MALMEHTH ¢ XHNEPTOHHA 6€3 NposBeHO NpefiecTBamo 6u0pesno 3abonaBane ce
HabmozaBaT OOMKHOBEHHO HE3HAYHMTEIIHH H PEXOAHH MOKAYBAHMA HA CEPYMHHTE ypea H
KpeaTHHMH, Korato EHNpHi ce nmpunara eJHOBPEMEHHO ¢ AMypeTHK. B TakuBa Cifyyan MOXKE J1a ce
HaJIOXKH peAyLHEpaHe Ha 103aTa W/HiH NpeKbcBaHe Ha AnypeTHka. Ilpn ToBa cheTogHHe Tpabpa na
ce o0ChAM BE3MOMKHOCTTA 3a MOJIekKAINa CTeHo3a Ha 610peunaTa aprepud (BX. Touka 4.4
PeroBackynapHa XMIIepTOHHA )

PeHoBacKyjlapHa XUNEePTOHHS
ChinecTByBa IOBHIIEH PUCK OT XHIIOTOHMA M 030peuHa BEAOCTATHBYHOCT, KOTATO NALHEHTH C

OmnarepanHa 610peyHa apTepHaAHa CTEHO3a HIH CTEHO3a HA APTepHsTA IIPH CAHHCTBCH
PpyHximonupaul 6u6pek ca nexysann ¢ ACE uHxuOHTOpH. 3ary6a Ha 0n0pedna GyHKIHs MOXe Aa
ce MOJY4H CaMo C JIEKH MPOMEHH Ha CEpYMHHA KpeaTuHuH. [IpH Te3d NalMeHTH leueHHeTo Tpabpa
114 3a1104HE N0/ HEMIOCPEACTEEH JIEKAPCKH KOHTPOIN ¢ HACKH J03H, BHHMATE/IHO THTPHpaHe H

npocnenssane Ha 0s0peunara GyHKIEs.

brlpeuna TpancIIaHTALIHA
HsMa OnHT 1o OTHOIIEHME Ha TIPHJIOKEHHETO HA EHNIpHN IIpH nallMeHTH ¢ HeOTAaBHalllHA

Os6pedna TpancuianTamua. Io Tasu npuauHa, redeHre ¢ EHnpiut He ce npenopbuBa.

Yepuo, Ha HEAOCTATHEYHOCT

Paako ACE unxubuTOpHTE Ca 61N CBLP3BaHH CHC CHHIPOM, KOMTO 3aM0YBa C XOIeCTaTHYEH
HKTep H nporpecHpa 10 GyaMHHAIHTHA YepHOAPOOHA HEKpo3a H (TOHAKOra) CMEpT. MeXaHH3MET
Ha TO3HM CHHAPOM He ¢ aceH. [laumenTure, nonyuasanm ACE AHXHOHTOPH, KOHTO pa3sBHBAT HKTEP
WIIH H3pPa3eHO TIOBHIIEHHE Ha YepHOAPOGHHTe eH3HMH, TpAOBa aa npexpatar aedcHHeTo ¢ ACE
UHXHOHTOPH H Aa OBAAT NpOCSIeAABaHH CACA TORA.

Heyponenns/Arpany iounTosa
Ipn nanuenTH, nonysasany ACE HExuGHTOpY, ce choOIIaBa 32 HEYTPONCHHA/arpaHy0LMTo3a,
TpoMOouMTONEHNA M aHemMus. [IpH naiMenTn ¢ HopManHa 6x0pevHa PyHKipA H Oe3 ApYTH
YCJIOXKHABAIH (PAKTOPH, HEYTPOIIEHHA C¢ pa3BHBa paako. EHnpun Tpsabsa na ce np Rgra
H3KTIOUYHTENHO BHUMATEIIHO MPH MAIHEHTH ChC ChAOBA KOJIANCHO3a, HMYHO Y]
JICYCHHE C ATOIYPHHON MK NPOKAHHAMMI, WIH KOMOHHAIMA OT TE3H YCJIOKHABS
oco0eHO IIpH NPEABAPHTEIHO CHILECTBYBALIA YBpeacHa On0peuna GpyHKims.
Nai{HCHTH PA3BHBAT TEXKH HHOEKIHH, KOMTO B HAKOH CITyYaH CJTyHaH He ¢e I
HHTEH3HBHO aHTHOHOTHYHO JieueHHe. Ako EHIMpUIT ce mprnara Ha TakuBa NAIiyg

—



NpenopbyBa NEPHOJNYEH KOHTPON Ha HMBATa Ha ICBKOLIMTHTE H MAHHCHTHTE TpaOBa 1a Obaar
YBEAOMEHH Ja CH0OIABaT 3a BCAKA MPOoABa Ha HH(EKIHA.

CBPEXYYBCTBHTENHOCT /AHTHOHEBPOTHYEH OTOK

Crobmasa ce 3a aHrHOHEBPOTHYEH OTOK, 00XBamal JHIieTo, KPaiHHIIHTE, YCTHHTE, €3HKa,
IT10THCA, W/HWIH IAPHHKCA NPH NaupeHTH, TeKyBaHu ¢ ACE unxuabuTop, BKIIOMHTEIHO
eHananpwi. ToBa MOXKe fja C& CIIYIH M0 BCAKO BpEME Ha JIeueHReTo. B TaKMBa CITyuaH NMPHEMEBT HA
Exnpun tpa6sa ga 6nae cnpaH He3a6aBHO M MalMeHTHT Aa Gbae noaTokeH Ha HabmoneHHe 10
ITHJIHO H39E3BAHE Ha CHMITTOMMTE NPEAH H3NHCBaHeTo. JOpH B CIyuaHTe, KOraTo OTOKBT o0XBala
caMo €3uKa, Oe3 Ja HMa peCIMpPATOPEH JHCTPEC CHHAPOM, MOe i € HAIOKH NIO-MPOABIDKHTETHO
HabmozeHre Ha MALWeHTHTE, Thil KATO ICYEHHETO ¢ ARTHXHCTAMHHH H KOPTHKOCTEPOHIH MOXE 212
HE € KOCTATHYHO.

Muoro paako ¢ ORI0 JOKIABaHO 33 CMBPTHH CITYYaH B PE3YTAT HA aHTHOHEBPOTHYEH OTOK,
3acaram o6nacTTa Ha TapHHKCa WIH e3HKa. [lanuenTs, npu KoHTO € O0XBaHAT €3HK4, INOTHCA WIH
NapUHKCa, € Bb3MOXKHO Ja NONydaT oOCTpyKIMS Ha AMXATE/THHTE BTHINA, 0CODEHO OHE3H, KOHTO
HMAT aHAMHE3A 33 ONEPaTHBHA HHTEPBEHIHA B 00/71aCTTAa HA MXATeMHUTE ITFTHIA. KoraTo ca
BBBICYEHH €3HKA, ITIOTHCA WIH JIAPHHKCA, € BEIMOXHO Ja HACTBIIHA OCTpa OOCTPyKLMS Ha
JHXATEHHTE IMETHILA H B TAKHBA CITy4aH TpAOBa He2a0aBHO J1a C€ NPEeATPHEMAT NOAXOAAINH
MEPKH, BKIIOYBALIH MOAKOXHO npunoxeHne Ha 1:1000 pasteop Ha a,u;peHaJmH (0,3 ml no 0,5 ml)
H/WIH MEpKH 33 0CBOOOXK/IaBaHE Ha JWXATEIIHATE THTHIIA.

Hoknappana € 1o-rossMa 4€CTOTa Ha 8aHFHOHEBPOTHYEH OTOK NMPH JEPHOKOXKH MMALMCHTH,
nexyBadH ¢ ACE uHxuOHTOpH, B CpaBHECHHE C NTALMEHTH OT O4J1aTa paca.

TamveHTH ¢ aHamMHe3a 33 AHTHOHEBPOTHYEH OTOK, HeCBhP3aH ¢ npunoxkenne Ha ACE mxuburopu
MOTraT Aa O'bJAaT ¢ MOBHILICH PHCK 3a pasBHTHE Ha aHrHoeneM npH ynorpeda Ha ACE HHXHOHTODH,
(BK. CBINO TOUKa 4.3).

HJIAKTO H fieceHb ¢ XUMEHOITTEP:
Paako, naumenty mpuemanm ACE mxuburopn no BpeMe Ha JeceH3snOHIN3aIMA ¢ OTPOBA OT
XHMMEHONTEPA Ca PA3sBHBAJIM )KHBOTO-3aCTPAIIABAIIH aHAPMIAKTOMAHH PEakuHH. Te3u peakiyu ca
Onnu u36arsann gpes npexparasate Ha ACE HEXHOHTOPHOTO eUeHHE NPEaH BCAKA
neceH3ubuII3aM.

IWIAKTO no speme Ha LDI. a
Panxo nauueHTH, nexysaHH ¢ ACE HHXMOHTOpH, NOTYYaBaT JKHBOTO-38CTPAIaBAIIN
asaduaxTouaHK peaxumy no speme Ha LDL {Low Density Lipoproteins-THNonpoTeHHH ¢ HHCKa

IUTBTHOCT) adepesa ¢ aekcTpaH cyndart. Tesu peakupn ce w30ATBaT Ype3 BPEMEHHO NPEKbCBaHEe
Ha Tepamuata ¢ ACE waxuburop npeau Bcaxa adepesa.

[JauwenTH Ha XeMOaHaNH3a

AnapHnakTOMAHH peakLMA ca HaOmoAaBaHHM NPH NALMECHTH, NOIOKEHH Ha JTHAJIM3a C BHCOKO-
NpoONycKIHBH MeMOpauu (Harp. AN69®) u nexypaun cuitespemeHHO ¢ ACE HHXHOHTODH, BKIL.
enamanpun.llpu Te3u naupeHTH 61 TpAGBaANO Ja ¢ OOCHAN H3INON3IBAHETO HA APYT BHJ NHAJIH3HA
MeMOpaHH HTH JIpyT K1ac AHTHXMNIEPTEH3HBHH CPE/CTRA.

Kamnuua
IIpn ynotpeba Ha ACE nHXHOHTOpH € BL3MOXKHA NOSBa Ha KANUIHLAE. 151 OGHKHOBEHO €

HENPONYKTHBHA, NEPCHCTHPALIA U H3Ye3Ba CieA cnupaHe Ha Tepamuara. [Ipeauspukanata or ACE
HHXUOMTOp KanKoa TpaOBa Aa ce HMa NPEOBHY NpH AWdepeHIUANHATA JHArH03a Ha KanUTHLATa.

XHpyprus/asecresns i

ITpu natgenTH, NOATOKEHH HA TOMSIMa XHPYPrudecKka HHTEpBEHITHS WIH IPH H3 P .5%3
aHECTeTHLM, NPSAH3BHKBAINM XHIIOTOHHUA, eHananpua Onoxupa o6pazyBalero iy O 2R
00yCI0BEHO OT KOMIIEHCATOPHOTO OCBOOOXKAABAHE HA PEHHH. AKO HACTBITH ChTOHHNEH ;wr,%f} Y
XHIIOTOHMA H C¢ MPHEME, Y€ TOBA € PE3YJITAT Ha BS4C ONMCAHHA MEXAHHUIBM, 15; eE M ’ !
aa ;.‘-':-I-\ Lo ’ + ] !
KOPHIHpa 4pe3 Bb3CTaHOBABAHE Ha 0OeMa. AN T &



XunepKanueMus

Ilpn Haxon naumerTH, neKyBain ¢ ACE rHXnOHTOPH, BKTIOYHTETHO CHANANPHI ca Habmoaapanu
NOKAYBaHHA B HHBAaTa Ha CEpPyMHHS KalHi, PUCKOBHTE QaxTopH 3a pa3sBHTHE HA XMITEpKATHEMIA
BKIIOYBAT ObOpeuHa HeNOCTaTHYHOCT, BiionaBane Ha Ob0peunara yHxipis, pp3pacT

(> 70 roguHR), 3axapeH Auaber, ceITETCTBAIM CHOMTHA, oco0eHO AeXHapaTalg, OCTpa ChpACTHA
NEKOMIEHCALIMSA, METabOMTHA ALHA032a H EJHOBPEMEHHA YNOTpeOa HA KANHA-CHXPAHABALIH
IAHYPETHLIM (Hanp. CIIHPOHONAKTOH, EIVIEPEHOH, TPHAMTEPEH WIH aMUIIOPHA), A00aBKH
CHhABPKAINM KAMHI WIH 3aMECTHTETH Ha COJTTA MITH TAKHBA NALMEHTH, MPHEMAIRH APYTH
JIEKapCTBa, CPBP3aHH ¢ NOBHIIABAHE HA CEPYMHHS KaMii (Hanp. Xemapun).

Ynorpebara Ha N00aBKH, CHIBPKAIM KN, HA KANH-CHXPAHIBAIIN AHYPETHIM HiIH Ha
3aMECTHTENIH Ha COINTa, ChABbPIKALIH KAIHHA, 0coGeHO NpH NalHeHTH ¢ yBpeaeHa 6x0peuna
$yHKIa, MOKe fa oBefie 10 3HaUHMO IIOBHINCHHE HA CEPYMHHA Kanmif, XunepKaTHeMUsTa MOXeE
Ja NPHYMHH CEPHO3HM, MOHAKOTa (PATANHE APHTMHH.

AKO ce Hajlara ChITFTCTBAIIA YTIOTpeOa Ha SHAJIATIPHI ¢ KO 1A € OT ropecIioOMEHaTHTE CPEACTBA, TO
T¢ TPAOBa Zia ce H3MON3BAT BHUMATEJHO H ¢ Ye€CTO MOHHTOPHpaHe HA HABATA HA CEpYMHHA KaJlHii
(BX. TOUKA 4.5).

XHNIOrIHKEeMHS

TlaumeHTH ¢ AMaberT, ICKYBaHH ¢ NEPOPATHH AHTHAHAOETHH CpeCTBa WIH ¢ HHCY/IHH, 3al09BaIH
neyerue ¢ ACE urxubGurop, Tpabpa BHHMATEHO Aa ¢€ NPOCAEAABAT 38 XUIIOTTIHKEMUs, OCODEHO
Ipe3 NLPBUA Mecel] Ha KOMOHHHPaHOTO JieueHHe (BK. T049Ka 4.5).

JinTui
KombuanpaneTo Ha 1MTHI H eHANAPHI NO MPUHIMI HE ce Iperopbusa (BK. Touka 4.5).

JlakTo3a

EHnpun chABpAKa J1aKTO3a H 3aTOBa He TpAOBa a ce MpUara NpH MALHEHTH ¢ PEIKH
HACNEACTBEHH Ppo0IeMH Ha rajlaKTO3HAa HEMOHOCHMOCT, Lapp-nakTazeH AepHIMT MM MIKK030-
ranakrosHa manabcopOimg. Eanpun ceabpxa no-manko ot 200 mg nakrosa B eaHa TabneTka.

¥n a NpH Jie

Hma orpaHH9eHH JaHHH 3a 6e30nMacHOCTTa M ¢eKTHBHOCTTA MPH A€l C XHNECPTOHHA > 6 rOAMHH,
HO HAMA OIHT 3a APYrHTe nokaszanua. Hamuuiu ca orpaHndeHy GapMaKOKMHETHYHH JaHHH NPH
nena Haj 2 Mecena (Bx. cbmo Touxu 4.2, 5.1 n 5.2). Eanpun He ce npenops4Ba NpH AcLa ¢ APYTH
[OKAa3aHHA OCBEH XHIIEPTOHUS.

Ennpun Tabnetky He ce npenops4Ba npH HOBOPOACHH H NPH Aella C HABO HA IJIOMEpYJIHATA
¢unrpamms < 30 mi/min/1,73 kB.M, IOpaH JIHNCA HA NAHHH NPH TE3H TPYNM NAlMEHTH (BXX.TOYKA
4.2).

BpeMeHHOCT

ITo Bpeme Ba 6pemennocT He TpsAORa Aa ce 3anousa JedcHAC ¢ ACE maxuburopH. OcseH ako
NpOABRIKABAHETO Ha TepanuaTa ¢ ACE uHXHOHTOP HE ¢e CYHTA 33 HAJIOKUTE/IHA, NAlHCHTKHTE,
nnaHupaiy OpeMeHHOCT TpAORa Aa NpeMHHAT Ha ApYTra aITePHATHBHA AHTHXMIICPTEH3HBHA
TEPaNHA, KOATO HMaT YCTaHOBEH Npodun Ha 6e30nacHOCT mpH ynoTpeda no BpeMe Ha 6peMEHHOCT.
Koraro ce ycranoen 6pemMeHHOCT, tederreTo ¢ ACE mxuburops Tpabsa a ce npeycTaHOBH
He3afaBHO ¥ [a Ce 3aNoYHE ATEPHATHBHA TEPaIlii, aKo € IMOIXOAAINO (BK. TouKH 4.3 H 4.6).

ETHHYeCKH pasiHaus
KaxTo ¥ ocTananuTe HHXHOHTOpH Ha AaHTHOTEH3HH KOHBEPTHPAIIl €H3HAM, SHAJIS

e¢HKaceH 3a MOHIDKARAHE HA KPHBHOTO HAIAAHE [IPH YePHOKOKH NALMEHTH, BADR
OCTaHAJINTE NALMEHTH, Hali-BePOITHO NIOPAJIH BHCOKATA YeCTOTa HA pé
CHCTOSHUS C HHCBK PEHHMH TPU YePHOKOXHTE NALMEHTH C XHIICPTOHMSA.



4.5 BiamMoneiicTBHe ¢ APYIH JEKAPCTBCHH NPOIYKTH H ApYTH @OpMH HA

B3aHMOJACHCTBHE
Kanuii-coxpaHapaluy JHypeTHIH WIH 200aBKH, ChALDAKAINH KATHH

ACE nnxuburopuTe orciabpar HHAyLMpaHATA OT AHYPETHLMTE 3aryba Ha kanmii. Kanui-
ChXpaHSBallHTE NHMYPETHIM (HATP. CHMPOHOIAKTOH, eTUIEPEHOH, TPHAMTEPEH HIH AMWIOPHA),
ROGABKHTE, CHABPHKALIM KATHI HIM 3AMECTHTEIHTE Ha CONTA, ChABPIKAIIM Kayunii MoraT fa
AOBENAT A0 3HAYHMO MOBHINECHHE HA CEPYMHHA KajMii,

Axo ce Hanara eHOBpeMeHHa ynorpeda nopans ycraHoBeHa XHIIOKaIMeMHus, Te TpAbpa 1a 6paar

M3IO/I3BaHH ¢ MOBHINCHO BHUMAHME H MPH 4€CTO NMPOCIIEAABAHE Ha CEPYMHNA KAl BK. TOUKA
44).

Huypervim (THaswny 1 OpUMKOBH ANYPETHIIN)

IIpemuecTratio nedeHre ¢ BUCOKH J03H AUYPETHIM MOXKE Ja JIOBeJie 10 BOJICH NeDHIMT H PHCK OT
XHMMAOTOHHA TP 3al0YBaHe Ha JICYCHHE C eHananpHi (Bx.Touka 4.4). XunoroHuanure epexTn
Morar Aa Ob1aT HaMaJICHH Ype3 NMPEYCTAHOBABAHE HA JISYSHHETO ¢ JUYPETHIH, Ype3 NOBHILABAHE
Ha ofeMa WIH NMPHEM Ha COJI, MM Ype3 3allouBaHe Ha JIEYCHHE ¢ HHCKA 103a CHAIAIIPHIL.

JIpyTH aHTHXMNIEPTEH3UBHM CPEACTBA

EAHOBpEMEHHO NPUIOKEHHE ¢ APYTH aHTHXHIICPTEH3HBHH CPEACTBa MOXKE A YBEIHYH
XMNIOTOHHYHHTE edeKTH Ha eHananpwi. EmnoBpeMenHaTa ynorpeba ¢ HETPONIHUECPHH H IpYTH
HHTpaTH WK APYTH Ba30OJHWIATATOPH MOXKe JOIMBIHHTENHO A8 NOHIDKH KPHBHOTO HATIAFaHe.

JAaHHM OT KINHITHY IPOYMBAHNA NOKA3BAT, Y€ NBOWHOTO OIOKHpaHe HA PEHHH -aHTHOTEH3HH
anaocrepoHosara cucreMa (PAAC) upes koMOunnpanara ynorpeba Ha ACE HHXHOMTODH,
anrHoteHsHH [I-penernropHu 610KepH HITM aMMCKMPEH CE CBHP3Ba C NO-BHCOKA YeCTOTa Ha
HEXE/IaHH CHOMTHA, KATO HaTIpMMep XHMITIOTOHHA, XHUTIEPKATTHEMHA W HaMangBaHe Ha Ob0peuHaTa
dbynxips (BKMOUHTENHO OcTpa OBOPEeUHa HEAOCTATBYHOCT), B CPABHEHNME C YIOTpeDaTa caMo Ha
¢/THO CPEACTBO, AcHcTBamo BEpXY PAAC (BX. ToukH 4.3, 4.4 1 5.1)

JluTHit

I1pu enHoBpemMenHoO npunaraHe Ha TATHI ¢ ACE nnxubuTopn ca cso0menn oOpaTHMH
NOBHINEHHS Ha CEPYMHHTE KOHIICHTPALMH Ha TIUTHII ¥ TokcHunocT. EnHoBpeMenHara ynorpeba ¢
THA3HAHH JUYPETHIM MOKE JOMMWIHHTEHO [a TOBHIIM HUBATa Ha JINTHH H 3 YBEJIHIHM PHCKA OT
mMTHEBa TOKCHUHOCT ¢ ACE mHxuOnTopn. Ynorpebara Ha eHananpHi ¢ JHTHH He Ce Ipenophyea,
HO aKO KOMOHHaLMATa ce okaxke HeoOxoaumMa, TpAOBa Aa ce U3BBPIIM BHUMATEIHO MOHUTOPHPAHE
Ha CEepYMHHMTE JIMTHERH HHBA (BXK.TOUYKA 4.4).

TPHLUMKIHYHA AHTHACHPECAHTH/ AHTHIICHXOTHIH/ aHeCTeTHIIN/ HAPDKOTHYHH CPEeACTBa
EAHOBpPeMEHHOTO NPUIOKCHHE Ha ONpeAecieHH AHSCTETHIIH, TPHLUHK/IEYHH aHTHACIIPECAHTH H
aHTHNCHXOTHIM ¢ ACE HHXHOUTOPH MOXKe Ja A0BeZe RO TIQ-HATATHIHO HAMAMBAHE HA KPBBHOTO
HansaraHe (Bx.Touka 4.4).

Hecteponnnu nporneorpsnanurentn cpenctsa (HCIIBC) BRIIOYHTENHO CENEKTHBHH

HHMKIOOKCHTeHA3A-2 -HHXHOWTOpH
[Ipoxemkurentoro npunarade Ha HCIIBC Moxe 1a noHokK aHTHXHNEpTeH3uBHUA edekT Ha ACE

nHxubuTOp. Hecrepounuurte npomuBops3nanutenuu cpeactsa (HCIIBC), BxkmounTeHo
CEJIEKTHBHH LIMKJIOOKCHIeHA3a-2-HHXHOHTopuTe 1 ACE MHXMOHTOPHTE NPOARABAT 3JHTHBCH

edexT BhpXy NOBHINABAHETO HA CEPYMHHA KAJIHH H MOraT ja AOBERAT A0 BIOINABAHE HA

6B6peynaTa pynkuud. Te3u edexTn 0OMKHOBEHO ca 06paTHMH. PEIKO MOXe Aa ce MoABH OCTpa
6BOpedHa HemoCTATHIHOCT, 0COOEHO NpH NALHEHTH ¢ YBpeneHa On0peuHa PpyHkuMa 1 BATD
HaNpHMEP NMAIMEHTH B CTApYECKA BB3PACT HIM NALMEHTH ¢ 00eMEH ASPHIIHT, BKIQMTRONMO TCIAHI ~
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[MaumerTiTe Tp2GBa 2 OBAAT aNCKBATHO XHAPATHPAHH H TPAOBA Aa ce OOMHUCH @ (FOH «h L2
6nOpeunara pyHKimua cieq 3an04BaHe HA CAHOBPEMCHHOTO JICYCHHE M IICPHOMMHRO] SAC/TOB. . . T ||




HUTpHTHH peakuiy (CHMITTOMH, BIUIIOUBAITH 3a4¢pBABaHe HA JIHLIETO, rajieHe, IOBPHINAHE H
HUCKO KPBBHO HANATAHS) ca choOImasaHm pAAXo NPH NailMeHTH Ha JeUcHHe ¢ HIDKeKIMOHHA
dopma, cearppKama ato (sodium aurothmmalate) K eHOBpeMenHo Jeuchue ¢ ACE
HHXMOHTOPH, BKIIIOUHTEITHO €HANTAIIPHIL.

CHMIATHKOMHUMETHIIM
CHMTIATHKOMMMETHITHTE MOTAT A HaMaIAT aHTHXHnepreHsHennA edext Ha ACE anxuburopare.

AHTHIHACETHH JIEKAPCTBEHHU IPOAYKTH
EmyzieMHBON0rHyHe npoyuBaHus NpeArioNarar, 9e NpH eAHOBpeMeHHo npriaokeHHe Ha ACE

HHXHOHTOPH M aHTHIHAOCTHH JIEKAPCTBEHH TIPOAYKTH (MHCYJIHE, NepopaTHi aHTHAHAOETHH
NIEKAPCTBCHH NPOAYKTH) € Rh3MOXKHO JIa Ce YCHIH edeKTa Ha HAMAJITBAHE HA HUBOTO Ha KphBHATA
3axap C pUCK OT xunornukemud. To3u jpeHOMER MOKe NO-BEPOATHO Aa ce NMOABH Npe3 ITEPBATE

CeMULM OT KOMOHHHUPAHOTO JeUSHUES H NPH nanuenTu ¢ Srlpeuno yepexaase (Bx.Touku 4.4 1
4.8).

AJkoxon |
AJIKOXONBT NOBHIABA XHTIOTeH3MBHUA edexT Ha ACE uxxuburopure.

eTHII OBa KH Mb 4 [-0noxepH
EnHOBpEMEHHOTO NpAiaraHe Ha €HANATIPHI ¢ ALETHICAHITHIOBRA KHC/IHHA (B KADAHOIOTHIHH
no3d), TpombonuTHnE A P-OnokepH e He3onacHo.

IleguaTpHyHa NOMyAAHA
[IpoyuBaHus 3a B3aMOICHCTBHATA Ca NPOBEXKAAHH CaMO NMPH Bh3PACTHH.

4.6 PepTRIATET, OpEMEHEOCT B KBPMEHE

Bpementoct

ACE unxuburopn

He ce npenopruBa ara Ha ACE HHXWOWTODH O BpeMe HA TLDB MMECTED HA
OpeMeHHocTTa (BK. TOUkA 4.4). VI ata Ha ACE naxub He MOKAZAHA 10 BpEME

EnufieMHONOrHYHMTE JAHHH N0 OTHOLIEHHE Ha TEPAaTOreHHMA puck caep winarane Ha ACE
HHXHOHTOPH 1O BpeME Ha ITHPBHA TPHMECTHP Ha OPEMEHHOCTTa HE Ca OKOHYATE/IHH, HO MAJIKO
NOBHILIABAHE HA PHCKA HEe MOXe aa 6bae H3kmodeHo. OCcBEH aKo NPOALDKABAHETO HA TCPAITHATA C
ACE MHXHOHTOp He ce CHHMTa 32 HANOXKHTEIHO, IALMEHTKH 1utaHHpamy 6peMeHHoCT TpsaOsa aa
NPEMHHAT Ha aTepPHATHBHY AHTHXUNICPTEH3HBHH TEPANAH, KOMTO HMAT YCTAHOBEH Npodgui Ha
GezomacHOCT NpH ymoTpeda no BpeMe Ha OpeMEeHHOCT.

Koraro ce ycraHogu 6pemerHoct, neueHretTo ¢ ACE unxuburops Tpatsa Aa ce npeycTaHOBH
He3a0aBHO M J1a ce 3aM0YHe aTepHATHBHA TEPAITHA, aKO € IOAXOALIIO.

H3pecTHO e, 4e 3naraHeTo Ha Tepanua ¢ ACE vHXuOHTOp O BpeMe Ha BTOPHA H TPCTHA
TPHMECTHP HHAYLMpPa PeTOTOKCHIHOCT NpH Xopa (HamaneHa 6x0peuna ¢yHKms,
OJIHFOXH/APAMHHOH, 3a0aBAHe Ha OCH(UKAIHATA HA Yepena) H HeOHATANHA TOKCHIHOCT (6r0peyna
HEAOCTATHEYHOCT, XMITOTCH3HA, XHIICpKATHEMHAR ) (BX. Touka 5.3). OMHroxyapaMHHOH NpH
MaHKaTa, BEPOATHO MPEACTABIIABALI HaMaleHa eMOpHoHanHa 61L0peuna pyHKIMA ce NOABABA H
MOXKE 3 JOBEAE A0 KOHTPAKTypa Ha KpaHHHLHTE, YepenHO-THICEH Ae(QopMalliH H XHIIOIa3HA Ha
benHa Apob.

Axo wanaradero Ha ACE uHxuGrTop e Owro ot BTOpHA mmdecnp Ha GpeMEHHOCTTa, CE
npenophuBa exorpageko Hicneapade Ha 6uOpeunara pyHkums H uepena. bebera, |
npuemanu ACE unxuburopu Tpabea xa 6waat BHHMaTeHO HaOmoaapaHH 3a XUWY
TOUKH 4.3 1 4.4).




Ha EHNpun 1pH kbpMeHe He ¢e MPenopbyBa NpH HEAOHOCEHH KLPMAYETa H NPE3 MEPBHTE CEAMHLIM
CJIe]T paXKaaHe, NOPaJH BE3MOXHHA PHCK OT CHPACIHO-CHAOBH H (BOpeann edeKTH H opanu
JIATICaTa Ha JIOCTATHYCH KIMHHYEH ONHT. B ciiyyaM Ha no-roneMs KepMadeTa, MOXeE Jia ce
obmucTH ynoTpeOara Ha EHnpun oT kbpMemaTa Maiixa, aKo JISYEHHETO e HeoOX0omuMo 3a MaiikaTa
H aKo AeTeTo ce HabMmo1aBa 3a BCAKA HEXKENaHA peakiiuy.

4.7 EdexTH BLpXY cCHOCOGHOCTTA 32 HiopHEpane H pabora ¢ MAIIEHE

ITpu modmpane win pabora ¢ MaimuHH TpAOBa 1a ce HMa TPEABHY, Y€ MOHAKOra Moke Jia ce MogBH
3aMaiiBaHe WiH 001a ornagHaNocT (BX. Touka 4.8).

4.8 Hexenann JexapcTBeHH peakoHul

Enxnpun nokasea aodpa odma norocumoct. [Ipy knuHMYHE DpoyYBaHHa o01IAaTa 4eCTOTa Ha
CTpaHHYHHTE ¢peKTH He € No-BucoKa Ipd Ermpun, B cpasHeHHe ¢ manedo. B mo-romsmara cH
JacT HEXKEAHUTE PEaKITHU Ca JIEKH H NPEXOAHM N0 XapaKTep H He H3HCKBAT NpeKpaTdBaHe Ha

TEpanMATa.

YecToraTa Ha NpeACTARCHUTE NO-A0NY HEKSNAHHTE peakiiy ¢ ONpPeALiicHa KAKTO CNefiBa: MHOTO
uecTH (> 1/10); wectu (= 1/100 mo < 1/10); Hewecrn (= 1/1 000 o < 1/100); peaxu (= 1/10 000 1o
< 1/1 000); muoro peaxu (< 1/10 000), ¢ HeH3BecTHA YecTOTa (0T HANHUHMTE JAHHH HE MOXKe Ja
Obae HampaBeHa oueHKa). [Ipn Beako rpymrpaHe B 3aBHCHMOCT OT YeCTOTATA, HEFKCIAHHTE
JICKAPCTBEHH peakLMH ce H30podaBaT B HU3XOAMI, P O OTHOIIEHHE HA TAXHATA CEPHO3HOCT.

CroBmaBaHy ca c/IEIHHTE HEKeNAHH TCKAPCTBEHH PeaKLMH 33 eHATANIPHI NIPH KITHHHYHNA
NPOyYBaHHA H NOCTMAPKSTAHTOB OIMT:

Hapymennsq na kpbBTa H JMMdHAaTa cCHCTEMA |

HE4ECTU: aHeMH (BKIIOYHTENHO alUIAaCTHYHA H XEMOJIMTHYHA)

peOKU: HEYTPOINICHHA, HAMANIEH XeMOTJIO0OHH, HaMaJICcH XeMaTOKPHT, TPOMOOLIMTOTICHHS,
arpaHyNoLUTO3a, KOCTHO-MO3BYHO NOTHCKaHE, NTAHLHTONCHNA, TAM(aieHONATHS, aBTOHMYHHH
3a00IBaAHHA

HapyineHHs Ha eHAOKPHHHATA CHCTEMA
C HEH3BECTHA YecTOTa (0T HANMYHHTE AAHHH HE MOKe Aa ObAe HanpaReHa OICHKA): CHHIPOM Ha

HECHOTBETHA CEKpEIHA HA aHTHAHYpeTHYeH xopMoH (SIADH)

Hapymenwns Ha MeTabomiMa M XpaHeHETO

HEYECTH: XMITOIjiukeMus (BX. Touka 4.4).

HapyiieHus Ha HepBHATA CHCTEMA M ICUXWIHH HAPYIIEHNA

YECTH: INIaBOOONHE, AenpecHi

HEYECTH: OOBPKAHOCT, CHHITHBOCT, 6€3CHHHE, HEPBHOCT, IAPACTE3HH, BEPTHIO;
PeIKH: HapylIeH CbH, HeoOHualiHyU CHHMIIA

HapvineHus Ha OUHTE
MHOT'O YeCTH; 3aMBITICHO BIDKaHE

CLpACYHH H CHAOBH HADYIIICHHS
MHOI'O YeCTH: 3aMaifsaHe

YECTH: XHITOTOHHA, BKIIOYHTENHO OPTOCTATHYHA XMIIOTOHHMA, CHHKOTIL, 60/1Ka B IPB/IHHA KOIIL,
PHTHMHH HapYIIE€HHS, CTCHOKAPAMSA, TAXHKAPAHA
HEYECTH: OPTOCTATHYHA XUITOTOHMA, NANNHTAIHH, HHGApPKT Ha MHOKapAa H MO3b
HHIMAECHT¥, BB3MOXKHO BCISACTBME HA EKCLIECHBHA XHIIOTOHMA NPH NALMEHTH C
TouKa 4.4);

peaxH: CHHAPOM Ha PeiHo

PecniupaTopHy, rpbhHH B MEHACTHHATTHH HADYINCHHS



MHOTO Y€CTH: KAHLTHLIA

YecTH: 3a/lyX

HEYECTH: HA3ATHA CeKpelH, OOJIKH B TEPAOTO B APE3raB Iiiac, GpOHXOCHasbM, aCTMA,
peaxn: 6enoapobHM HHOUITPATH; PHHUT, ANCPrHYCH AIBEOHT/S0ZHHO(PHIHA NHEBMOHHS

Cro O-YpeBHH HAPYINCHHSA

MHOTO Y€CTH: FaficHe

4ECTH: AHAPHA, KOPEMHH OO0JIKH, MPOMEHEH BKYC

HEYECTH: HIIEYC, IAHKPEaTHT, NOBPbINaHe, KOHCTHNALMA, JUCTIENICHA, AaHOPEKCH, CTOMAIITHO
Apa3HEHE, CYXOTAa B yCTaTa, NENTHYHA A3Ba;

peakn: croMaTuT/aQTO3HH YILEPAIHH (43BH), TTIOCHT
MHOTO PSIKH: HHTECTHHAIICH aHIHOEAEM

XenaroOUNHapHH HAPYIIEHHUA
peaKH: 4epHOAPOOHA HEAOCTATEMHOCT, XEMATHT (XeNaToLENYIapeH WIH X0NeCTaTHIeH), XCMaTHT

BKJTIOYBAIIl HEKPO34, XOJIECTasa (BKIIOYHTENHO HKTED)

Hapyinenus Ha KOXKATA H NOJIKOKHATA THKAH
4ecTH: 00pHB, CBPBXYYBCTBHTEIIHOCT, AHTHOHEBPOTHYEH OTOK; AHTHOHEBPOTHYCH OTOK Ha JIMLIETO,

KpaHHHINTE, YCTHHTE, €3HKa, INIOTHCA WiIH NlapHHKca ca OWmE crobmenn (Bx. Touka 4.4);

HEYECTH: AHadopesa, Crpbex, ypTHKapHa, anoneiys;

peaxH: epHremMa My THhopMe, CHEAPOM Ha CTHBBHC-J[PKOHCHH, €KCOTHATHBCH IEPMAaTHT,
TOKCHYHA EMHAEPMATHA HEKPOIIH3a, NeMPHUTYC, EPHTPOIEpMa

C HEHM3BECTHA YecToTa (OT HAIMMHHTE JaHHH He MOXe Oa 6bie HanpaBeHa oLieHKa): cbobliHaBa ce

38 CHMIITTOMOKOMILICKC, KOHTO MOXKE Oa BIKJTIOYBA HIKOH WiIH BCHYKH OT CIEQHHTE IIPOABH: BHCOKA

TEMIIEPATYpa, CEPO3IUT, BACKYJIHT, MHAJITHA/MHUO3UT, apTpaNTHs/apTpHT, nojoxureicH ANA,
nosHiteHo CYE, eo3unoing 1 NeBKONMTO3a. Morar ia Bb3HMKHAT OOpHB, (POTOUYBCTBHTEAHOCT

HJIH APYTH KOXHHU MPOABH.

Hapymiennsa na 6s0pelre # MHKOYHHTE THTHIIA
HeuecTH: OBOpedHa aucdyHkiua, OLOpeuHa HEJOCTATHYHOCT, IPOTEHHYPHS
PeIOKH: ONMIypHs

Hapyinenus Ha Bb30POH3BOAHTENHATA CHCTEMA M I'bPAATA

HEYCCTH. HMIIOTCHTHOCT
PECAKH. THHEKOMACTHA

O6mu HapymieHHs ¥ ePEeKTH HAa MACTOTO Ha TIPHIOKEHHE

MHOTO Y€CTH; aCTCHHA

YeCTH: YMOpa |

HEYECTH: MYCKYJIHH KPaMIIH, 3a4cpBABaHe Ha JIMLETO, IHyM B YHIHTe, 0010 HepasnonokeHHe,
BHCOKA TEMIIEpaTypa

H3cnensanua

YECTH. XHNEPKATTHEMHS, [IOBHIIEH CEPYMEH KPCaTHHHH

HEYECTH: NOBHIIEHA KPEBHA Yped, XHINOHATPHEMUS

PEOKH: MOBHINCHH CTOMHOCTH Ha YepHOAPOOHHUTE €H3HMH, IOBHIICHM CTOHHOCTH Ha CEPYMHHA

Onnupybun

Crolirapate Ha NOJO3HMPAHM HEXKETAHH PeaKIINH |
CrobmasaHeTo Ha NOAO3HPAHM HEXENIAHH PEAXIHH ClC pa3pemaBaHe 3a ynorpedba Ha
NEeKAPCTBSHHS MIPOAYKT € BaxkHO. ToBa MO3BOMABA Ja NPOABIDKH Hab/oACHHeTO Ha ‘*"H.,
4 "
ChOTHOLICHHETO NON3A/PHCK Ha IEKAPCTBEHHA NMPOAYKT. OT MEHIHHCKHTE CTIe L el f?%:ﬂ.\
H3HCKBA J1a CHOOUIABAT BCAKA MOAO3MPAHA HEXKeEJIaHA peaKida Ype3 HAlHOHATHYYA § MR N O
crOOIABaRE: = ﬂ o \ S
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4.9 Ilpepo3npane

Hma orpaHMYCHH CBeileHHA OTHOCHO Npeao3HpaHe pH xopa. Hali-Baxxuare CHMITTOMH CBBpP3aHH C
HpeAo3HpaHe ¢a; H3pa3eHa XHIOTOHMSA, 3ar0YBaINa OKono 6 yaca ciefl mpuiaraHe Ha TabneTkure,
NpHApYKeHa ¢ OIoKana Ha peHHH-aHTHOTEHIWHOBATa CHCTEeMa M CTynop. CHMITTOMHTE, CBBP3aHH C
npenosnpane Ha ACE mHXHOHTOpH MOXKE fa BKIIIOYBAT IHPKYIATOPEH MIOK, €/TEKTPOIHTHH
HapymeHHs, 6bOpeyHa HeAOCTATHFYHOCT, XHNIEPBEHTHIALMA, TAXHKAPAHS, NANTINTALHH,
bpagukapain, 3aMaliBaHe, 6e3n0K0HCTBO W KauUtHia. MMa ¢pobleHnd 3a ¢To 0 ABECTa ITHTH MO-
BHCOKH CEpYMHH HHBA eHalanpuiart ciieA npueMate Ha 300 mg, pecriektuBHO 440 mg eHananpur,
B CpaBHeHHE ¢ 00H4aifHO Hab/mofapaHMTE Clleq MPUIATAHE Ha TePANeBTHYHH JO3H.

IIpn npeno3npane ce NPENOPEIBAHOTO JICUCHHUE € HHTPABEHO3HA HH(PY3HA ¢ H30TOHHYEH
$H3HONIOTHYEH PA3TBOP. AKO BE3HHKHE XHIIOTOHHA, TIAITHEHTHT TpAOBa a Ce NoCTaBH B JIErHANO
NONOKCHHE. AKO Ca HANIHYHM, HH}Y3H4 ¢ aHTHOTeH3HH 11 W/HIN HETPABEHO3HH KATCXOIaMHMHH
Moxe Aa 6b48T OT nom3a. AKo MPpHEMAHETO HA NpENapaTa € CTaHaNo HaCKOpo, € HeoOXOoAHMO J1a ce
B3€MAT MEPKH 33 ¢IHMHHHpaHe Ha eHAJIAPWIOBHA Maneat ( Hallp. NPSAM3BUKBAHC HA MOBpPBILAHE,
CTOMalllHa NPOMMBKA, NpHEMAaHe HA ancopOeHTH M HatpHep cyndar). Enananpunar Moxe na 6sae
OTCTPAHEH OT KPBROOOPAINEHMETO H Ypes XeMoaHamm3a (BxK.Touka 4.4). Ileficmeiikep TepanusaTa e
NOKA3aHA 38 JICYCHHE HAa Pe3UCTEeHTHA Opaarikapand. JXH3HEHHTE NIOKA3aTe! H, CCPYMHHTE

€NIEKTPOJIMTH M KOHLICHTPALHHTE Ha KpeaTHHHHA TpAOBa Aa ObAaT HENPEKBHCHATO MOHHTOPHPAHH.

5 ®APMAKOJIOI'HYHHA CBOMCTBA
5.1 PapMAKOAHEAMHAYHE CBOHCTER

(PapMaxoTepanieBTHYHA TPyNa: HHXHOHTOPH Ha aHTHOTEH3HH-KOHBEPTHPALIMS CH3HM,
CaAMOCTOSTEIHO
ATC xon: COSAAD2

Exnpun (eHananpuioB MajieaT) e MaJi€aTHa COJl Ha €HANANPH, ACPHBAT BHA JIBé aMMHOKHCENHHH,
L-ananun 1 L-ipoymH. Axrvorersun konsepTupamus eHzuM (ACE) e nenmuaun aunenruaasa,
KOATO KaTalu3Apa KOHBEPCHATA Ha aHrHoTeH3uH 1 10 npecopHaTa cybcranima aHrnoTensuH 11.
Cnen abcopOumsTa, eHananpun ce XHAPONM3HPA 0 eHAJIANPHIAT, KOHTO HHXHOMpa aHI HOTCH3HH-
xoHBepTHpaiua exsaM (ACE). Tosa BoaM 10 HAMANABAHE HA TUIA3MEHMS aHrMoTeH3MH I (cuien
Ba30KOHCTPHKTOP H CTHMYJIATOP Ha aNZIOCTEPOHOBATA CEKPeIHA ), KOETO BOAM A0 YBEIIHYABAHE Ha
IJIa3MEHATa PEHHHOBA AKTHBHOCT (B pe3yJITAT Ha NpeMaxBaHe Ha HeraTMBHaTa ofpaTHa BpB3Ka Ha
PEHMHOBOTO OCBODOXKAABAHE) H HAMAIIBAHE HA ANAOCTEPOHOBATE CEKPEIHA.,

ACE e naentvueH Ha kuHaza II. Taka, Exmprn moxe ¢smo aa 6noxupa pasrpasxaHeTo Ha
6pauKHHIH, MOINEH BasoaenpecopeH nerrua. Ponsta Ha To3u edext Ha Exnpun B TepaneBTHYHO
OTHOIUECHME 0Dave 0cTaBa Jia ¢¢ H3ACHH.

Mexanw3sM Ha AelCcTBHE
Brnpeku ge ce cyuTa, Ye MEXAHH3MET, Ype3 KOHTO EHNpHI NOHINKABa KPBBHOTO HANATAHE, €
IIEPBAYHO NMOTHCKAHE HAa PEHUH-aHTHOTCHIHH-ANIOCTEPOHOBATA CHCTEMA, KOATO HIpac IlaBHa
poNA B perynaliMaTa Ha KPEBHOTO HAJMrane, EHNpII MMa aHTHXMIIEPTEH3HBEH €(EKT, JOPH NIPH
MAlHEeHTH ¢ HHCKO-PEHHHOBA XHMIICPTOHHA.

DapMakonHHAMAYHH edeKTH

IlpHeMsT Ha EHNIpHI npyM NanMeHTH ¢ apTepHAHa XHIISPTOHHS BORH JI0 HAMAJIS
HAJIATAHE, KAKTO B JIETHAJIO, TAKa H B M3NPABEHO NOJIOKCHHS 0€3 3HAYHTENIHO
ChpPAEYHATA 9ECTOTA.




CHMIOTOMATHYHATA OPTOCTATHYHA XMIIOTOHHA € paaka. [Ipy HAKOH NALEHTH OIFTHMANHOTO
MOHMKABAHE HA KPBBHOTO HANATAHE MOXKE [ H3HCKBA NPOAWDKHTETHOCT HA TEPaNMATa HAKOJIKO
cenmuii. BaezanHoro cnupane Ha Ennpun ne 01 TpabBano aa ce CBBpaBa ¢ pA3Ko yBEJIHUaBaHe
HAa KPBBHOTO HAJIATaHe.

EdexTBHOTO HEXHOUpaHe Ha ACE akTMBHOCTTa OOHKHOBEHO HACTBHIIBA OLIE HA 2-HA A0 4-HA Yac
Clie/l NEPOpaNeH NMpHeM Ha eAHOKPATHA /1034 eHananpun. Hadyanoro Ha aHTHXHNepTeH3HBHATA
AKTHBHOCT € HaO/moAaBaHO OOMKHOBEHO Ha ITEPBHA Y4C, C MAKOBO HAMANIABAHE HA CTOHHOCTHTE Ha
KPBBHOTO HallAraHe Ha 2-Ha o 6-ma dac ciea npuema. IIpoABIDKHTENHOCTTA Ha e)ieKTa €
3aBHCHMA 0T Ro3ata. [Ipy npenopruBanara 10328 aHTHXHITEPTCH3MBHUAT M XeMOIHHAMHYEH eeKT
¢€ NMOANBPIKAT HaM-MaNKo B MPOARDKEHUE Ha 24 yaca. |

B XeMO/IMHAMHYHH [IPOYYBAHHS HA MTALHEHTH C eCEHIHAIHA XHIIEPTOHHS, HAMATIABAHETO HA
KPBBHOTO HAIATAHE € MPHAPY>KEHO OT HAMANABAHE HA NePA(EPHATA APTEPUASIHE PEIUCTEHTHOCT C
yBE/IMYaBaHE HA CHPACYHHA 00eM M MaJka MM JIHNCBAINA NPOMAHA B CHPACYHATA 4eCTOTA.

BcrieacTBHE MpHEMa HA €HATIATIDUI C¢ YBEIHYaBa ObOpeYHHs KphBEH TOK; HHBOTO Ha
rIIoMepyJiHaTa praTpanys ocraBa HempoMeHeHo. HaMa oka3arecTea 3a 3aAphxKKa Ha HATPHH
WM Boaa. Obaye, MpH NalMEHTH ¢ HHCKO HABO HA IIOMEpyIHaTa GuiTpalfHs npeau JeUCHHETO,
TOBa HHBO OOHKHOBEHO C€ YBE/IHIABA.

B KpaTKOTpaiHH KIMHHYHKM NpOy9IBaHKd TIPH NIAIMEHTH ¢ A 6e3 auaber, uMaimu Gp6peuHo
3abonseane, ciel MPHEMa Ha CHANAIPAI € HabOAaBAHO HAMAICHHE Ha ANCyMUHYPHATA H Ha
eKCKpeLMATa ¢ ypuHa Ha IgG u o6 Genrok.

Koraro ce AaBa 3aeIHO ¢ THA3HAHH JHYPETHIH, edeKThT Ha EHnpmn , Boaem Ao HaMangBaHe Ha
KPBBHOTO HAIATAHE, € HAH-MAITKO aAUTHBEH. EHNMpH MOXe a HaMATH HIH 18 MPEATa3H OT
Pa3BHTHE HA THAIH/A-HHAYLIMPAHA XHIIOKATHEMHA.

Jleyennero ¢ EHNpHi € cBbp3aHo ¢ OnaronpuaTeH eekT BpXy PpakumdTe Ha IIA3MEHHTE JIHTIO-
IPOTeMHHH OJIaronpusTeH WIH AUNCBam eexkT BhpXy HUBATa Ha o0IIMa X0mecTepoll.

IIpn nanMeHTH CBHC CHpPICYHA HEAOCTATHYHOCT HA TEPATHA C JHIMTAIACOBH TVIHKO3MIH H

AUy pPeTHLM, TedeHueTo ¢ EAmprn e cpbp3aHo ¢ HaMaJiiBaHe Ha NepAdepHaTa pe3HCTCHTHOCT H
KPBBHO HaIAraHe. CHPACIHMAT yapeH 06eM € YBeIHYeH, NOKATO ChPAeYHATa uecToTa (00H4aiHo
BHCOKA MpPH MALHEHTH ChC ChPACYHA HEAOCTAaTHYHOCT) ¢ HamaneHa. ITonobpenn ca ¢pu3HyecKaTa
AKTHBHOCT M TEXECTTa Ha CHPACYHA HEJOCTATHYHOCT, H3MEPEAHA CIPAMO KpUTepHHuTE HA New
York Heart Association (NYHA). Tesn edexT ca NpogWDKWIH RO BpeMe Ha8 XpOHHYHATA

Tepanm1.

[1px naHeHT! C JIeKa 10 YMEPEHO TeXKa ChPACUHA HEJOCTATEYHOCT, enanhnpnn 3abaBs

NpOrpecHATa Ha CHPACYHATA AWIATALMS K HEAOCTATHYHOCT, AOKA3AHO Ype3 peOyKIMATA Ha
NeBOKaMepHMs KPacH IHACTOEH H CHCTONIEH 06eM 1 noaobpeHara gpakiHa Ha H3TIaCKBaHe.

Knunugna eduxacHocT # 6e30nacHOCT

EAHO MHOrOLIEHTPOBO, IU1aLIe00-KOHTPOMHPAHO, ABOHHO CIANQ KIHHAYHO IIPOYYBaHe IIPH
AMchyHKIHA Ha nasaTa Kamepa (SOLVD), npoereaeHo BbpXy 6 797 nanpeHTH € MMao 3a LieJ 13
OLICHHM e()eKTHBHOCTTA Ha eHananpwil. 2 569 nauueHTH ¢ BCHYKH BB3MOXHH CTEIICHH Ha NPOABCHA
ChpAicyHa HEAOCTATRYHOCT (TNaBHo neka 1o cpeata — II u Il xnac mo NYHA) ca 61in BKITIOYCHH
B PAHZOMH3HPAHA TCPAlleBTHYHA Tpyna, a 4 228 maiMeHTH ¢ aCHMITTOMHA [ Ha JIABATA

Kamepa ca OWIH BKIIOYEHH B paHAOME3HpaHa npodiiakTiyHa rpyna. O6eauHenuTe pe3yJITaTH

Enananpnn NoHwKaBa 4ecTOTaTa HA MHOKapAHHA HHPApKT H HAMAIABa Opos Ha
XOCTIMTAJIH3ALHHTE [0 MOBOJ HeCTAOWIHA CTEHOKAPIHA TIPH MALMEHTH ¢ AHChyAFK)
Kamepa. |

OceeH ToBa B MpOWIAKTHIHATA FPYNa €HANANPHI 3HAYHMO IPEAOTBPATARA A
CHMITTOMHTE Ha ChPIEYHA HEAOCTATBYHOCT H peAyLHpa Opos HA XOCITHTATH3AY



ChPICYHA HEAOCTATHYHOCT. B TepanesTHuHAaTa rpyna eHaaanpui, NpHIoKeH B AOTbJIHEHHE KbM
KOHBCHIIHOHANIHATA Teparisi, CHTHHQHKAHTHO € peAyLHpan obmaTa CMbPTHOCT B
XOCTIHTATH3ALMMTE 1O NOBOJ| ChpAEYHA HEAOCTATHYHOCT H B TO3H CMMCHI € NOAOOPH/ ChOTBETHHA
dymxamonaneH knac no NYHA.

B npyro nogo6Ho npoy4saHe, B KOETO ca OHIH BKMIOYEHH 253 NAIMEeHTH ¢ TEXKA ChplevHa
HenocTarsvHocT (IV xnac nmo NYHA), npunoxkeHneTro Ha eHaJApH € JOBeNO J0 MONOKHTS/IHA
NPOMEHH B CHMITTOMATHKATA H 3HaYMMO HAMAJICHHE HA CMBPTHOCTTA.

KapaHonpoTeKTHBHMTE CBOHCTBA Ha €HANIANPWII Ca ACMOHCTPHPAHH B Te3H MPOYYIBaHHS, Upe3
nooOpABaHe Ha MPEKMUBIEMOCTTA 1 3a0aBAHE Ha NPOrPecHATa NPH ChpAc4YHa HEIOCTATHYHOCT Ha

NAUMEHTH ChC CUMITTOMATHYHA TAKaBa; 3a0aBdHe HA Pa3BHTHETO HA CHMITTOMATHYHATA Chp/iedHa
HEAOCTATHLYHOCT IPH ACHMITTOMHH MALMEHTH ¢ AUCHYHKIHA HA /IIBATa KaMepa; H Ipe/na3BaHe oT
KOPOHApO-ACXCMHYHH HHIMACHTH ITIPH MAIHEHTH ¢ AUCOYHKIMA HA IABATA KAMEPa, OTYETIHBO
HaMaJiCHHE Ha Y€CTOTAaTa HA MHOKapAHHA MH(apKT B XOCTTHTATH3HPAHETO IO 11080, HecTaOHIHA
CTEHOKaPIHA.

JBe roneMn panaoMH3ApaHH KoHTponupauu npoyusanns — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texymo riobanHo H3nuTBaHe 3a
KpaiHu TOYKH HE TEAMMCAPTaH, CAMOCTOATENIHO H B KoMOuHaius ¢ pampnpii) H VA NEPHRON-
D (Knanuuso npoyuBaHe CBBP3aHO ¢ PA3BHTHE Ha He()PONATHA NMPH AMAGET, MPOBEACHO OT

MHEHECTEPCTBO N0 BBIPOCHTE HA BeTepaHHUTE) — MPOYYBAT ynorpebara Ha koMOuHaimsaTa ot ACE
HHXHOMTOp K anrHoTeH3MH Il-perienrropen Onokep.

ONTARGET e npoyusaHe, TpoBeICHO NMPH NALMEHTH ¢ AHAMHE3A 34 ChPACYHO-CH0Ba HIIH
MO3BYHOCHA0BA DOJIeCT, WM 3axapeH qHadeT THN 2, NpHAPYKEH! ¢ JAHHH 33 YBpeKIaHe Ha
edexropun oprann. VA NEPHRON-D e npoyusaHe NpH NALMEHTH CBC 3aXapeH auaber Thn 2 u
auabeTHa HedponaTHs.

Tezn npoyyBaHHA HE NMOKA3BAT 3Ha4YHM OnaronpusTeH edexT Bppxy ObOpedHHTE H/HIH CHPACHHO-
CHAOBHTE MOCHEAHIH M CMBPTHOCT, KaTO CBHILIEBPEMEHHO ¢a HaGIIONaBaHH MOBHIICH PHCK OT
XHIEepKATHEMHSA, OCTPO YBpeKIaHe Ha OpOpenyTe /WM XUIIOTOHHA B CPABHEHHE C
MoHoOTepanuaTa. KaTo ce HMaT npeapu CXOAHHTE UM (PapMaKOAMHAMMHYHY CBOHCTEA, TE3H
pe3yIITaTH ca NpHIoKHMH H 3a Apyrd ACE unxuburopn u anrnorensut Il-peuenropan 610kepH.
ACE uaXu6MTOpH M anTHOTeH3HH [I-penienrropHn GOKepH CIISAOBATEIHO HE TPAOBA Na ce

H3II0JI3BAT €AHOBPEMEHHO NMPH NaIHEHRTH ¢ AuabeTHa HeponaTHA.

ALTITUDE (KnnaHMHO Npoy4YBaHe NPOBEACHO ¢ aNMCKUPEH IPH NALMEHTH ChC 3axapeH anaber
THIT 2 C H3MO/I3BAHE HA CLPACYHO-CHAOBH M OBOpeunn 3a60/19BaHKA KATO KPAiHH TOYKH) €
NpoyYBaHe, NPeAHA3HAUYCHO a H3CJIeABa IoI3aTa OT A00aBAHETO HA ATMCKUPEH KbM CTaHJapTHA
Teparmis ¢ ACE nuxufurop wim anrnorensun li-penenropex 6nokep nmpH HAUMEHTH CbC 3aXapeH
auaber THI 2 1 XpornnuHO OB0peuno 3abonaBane, CHPAEUHO-CHAOBO 3a00N9BaHE HIIH H JBETE.
ITpoy4BaHeTO € MpeKpaTeHO NPEKASBPEMEHHO NOPaH MIOBAIICH PHCK OT HEONArONpHITHH
nocneauuH. Kakro cepieyHO-CBAOBATa CMEPT, TAK2 H HHCYATHT €A NMO-YeCTH B IPynaTa Ha
ATHCKHMPEH, OTKOJIKOTO B FPYTIaTa Ha Iuaneto, a Ipe/ICTaRIMBAIIMTE HHTEpeC HEXCIIaHH CHOUTHA H
CEPHO3HH HEKeNaHA CHOHTHA (XHNEPKANTHEMHS, XMITOTOHMA H OBOpeuna auchyHkiua) ce
chOOLIABAT NO-4ECTO B IPYNATA HA aJIMCKHPEH, OTKOJIKOTO B rpymnara Ha miauebo

IlenuarpHyHa nonynalws
B xkauHx4HO npoy4Bale, BoniouBauo 110 aeia ¢ xunepToHMA Ha BB3pacT oT 6 10 16 roauHy,

nauueHTrTe ¢ Tero < 50 kg ca nonygasanu 0,625, 2,5 wm 20 mg enananpun AHEBHO H
MALMEHTHTE C TErJIO PABHO WK noeede oT S0 kg ca nomygasam 1,25, 5 wim 40 mg eHananpsun
AHeBHO. [IpHeMBbT Ha eHANANIPHI BEIHEK HA ACH € HAMAIWA A0303aBHCHMO HAH-HHUCKHTE
CTOHHOCTH Ha KPBBHOTO HalTraHe. J[0303aBUCHMMHAT aHTHXHIICPTCH3HBEH eq:elcr Ha GH¢

no, paca). Obave Hail-HUCKUTE H3CHeABaHM n03H, 0,625 mg 1 1,25 mg, CHOTE
0,02 mg/kg enHOKpAaTHO JHEBHO, HE €A MOKA3AIH CHIIECTBEHA amnxnnepmm
Makcumannara m3cnefBaHla nosa € 6mna 0,58 mg/kg (no 40 mg) egHOKpATHO X
Npoy4BaHe eHananpui € 6mn 06mo no0pe NoHOCHM.



[TpodwreT Ha HeXENAHMTE ICKAPCTBEHH PEaKi[MH TPH Jelia He ce pa3iMiasa OT TO3H, Hab/ofapaH
NPH BH3PACTHH NMAHEHTH.

5.2 PapMAKOKHAEETHIHHE CBOHCTBA

Abcopbums

Crnen nepopaiHo NpHIOKEHHE SHANTATIPIIT MarieaT ¢ce abcopbupa 65p30, ¢ THKOBH CEPYMHH
KOHLICHTpaL[HM Ha CHANAIIPIJI, HACTHIBAIIM B paMKHTe Ha ITbpBHA 4ac. Ha 6a3aTa Ha OTKpHBAHETO
B YPHHATA, CTENEHTA Ha abcopOiua Ha eHananpun oT TabneTkure ¢ mpubmsaTenHo 60%.

Cnen abcopbumsTa, nepopaiHuaT eHananpui 65p30 U NPOXE/DKATETHO ¢€ XHAPOIH3HPA JI0
CHAJIANPHNAT, MOINEH HHXHOMTOPD HA AHMMOTCHIMH KOHBEpTHpAIMA eH3aM. TToao6Hu nuKkoBH
CEepYMHH KOHLIEHTPAIMHM HA €HANANPIIAT HACTHIBAT OKOX0 4-HA 9ac c/Ie epopalHaTa f103a OT
Tabnerkn eHananpwi. OTensHeTo Ha CHANANIPHNAT € MBPBHIHO npea OpbpenuTe. EdQexTHBHOTO
BpEME Ha NOIYOTAENAHE 33 KyMyJIHpaHe Ha eHATANPHIAT, CJieABallla MHOTOKPAaTEH NMPHEM Ha
eHanarpui € 11 gaca. AGcopOumaTa Ha MEPOpaATHO NPHIOKEHHA SHANAIIPWI He CE BIIHAE OT
HATMYHETO Ha XPaHa B raCTPO-MHTECTHHATHHA TPAKT.

Pa3 eneHHe

CBBbp3BAHETO Ha €HANTANPHIAT C YOBEINKATA IUIa3Ma, ONpeie/ieHO Wik Ype3 SanancHpaHa NHANH34,
WIH 4Ype3 yarpadmrTpaips, usaeaea Apydasnn Scatchard nioTose, noka3Bailo HATHYHETO HA B
CBBP3BAIH MeCTa. EAHOTO € ¢ BUCOK aHHHTET, HUCHK KANALMTET, KOETO JOMHHHDA NPH
KOHLICHTPAIMH Ha CHAJIANPHIAT No-MaIkH OT 8 ng/ml. ToBa cBbp3BaHEe C BHCOK aQHHHTET CE
oraasa Ha riasmMeHna ACE. Jipyroro HmMa no-rojisiM KaratyreT H NO-HHCBEK AQHHHTET, HO Hal
HHBATA Ha KOHLIEHTPALMATE, KOUTO Ca C TEpANeBTHYHA 3ABHCHMOCT, CRLP3BaHETO HE HAABHIIABA
60%, koeTo BHY1IABA, Y€ HE € BAXHO 110 OTHOLICHHE Ha $apMAKOKHHETHKATA Ha JICKAPCTBOTO.
IIpoyuBanus pH KydeTa MOKA3BaT, 1€ CHAJIANPIUT MPEMHAHABA TPYIHO prnmmmmia Oapuepa,
axo He H ppOOIIIE; CHANIPHIAT HE HARITH3a B MO3BKa.

bu OpM
C M3KMOYCHHE Ha KOHBSPCHATA B €HAJIANPHJIAT, JIMIICBAT JOKA3ATE/ICTRA 32 3HAYHTE/ICH
mMeTaboNM3EM Ha CHAJIANIPHIA.

EnnMunupase
EnMMHHMpaHeTo Ha eHaTanIpui € npeaMMHO 4pe3 6p0pemrre. OCHOBHHTE KOMIIOHEHTH B YPHHATA
ca CHANANPHIIAT, H3YHCAABAaL ce Ha oxoNno 40% oT no3aTa 4 HHTAKTEH €HAANPHII.

XapakTepHu 0cobeHOCTH IPH NALHEHTa
Enampunar Moxe Aa ce mpeMaxHe oT [MPKYalMATa 9pe3 XeMOAHanu3a.

KnpmeHe
Crnen eaqHoxpaTHa nepopainHa Ao3a ot 20 mg npH NeT JKeHH Clel pakAaHe, CPeAHATa MHKOBA
KOHLICHTpAL|sA Ha eHaAanpii B kepMata e 6una 1,7 pg/l (rpanuom 0,54 no 5.9 pg/l) Ha 4 no 6 yaca
cliez] Ao3upaneTo. CpeaHOTO MHKOBO HUBO Ha eHananpwi € 6wio 1,7 pug/l (rpasuum 1,2 xo

2,3 pg/l); mixoBeTe ce Habmoaaear B pa3IHYHO BpeMe 3a nepHoA ot 24 vaca. Hanonspakku
JAHHMTE 34 THKOBOTO HUBO B KbPMATa, YCTAHOBEHHAT MAKCHMANEH HPHEM OT KbpMaye, XpaHeHO
caMo ¢ KepMa e 6bae okono 0,16 % oT aaarrTHpaHaTa 1038 KM TEMJIOTO Ha MaiikaTta. JKena,
KOATO ¢ mpHeMaa nepopanmse 10 mg enananpun qHeBHO 3a 11 Mecena € HMana NMMKOBH
KOHIICHTPAIIHH Ha €HaJanpui B KbpMata oT 2 pg/l 4 yaca cnea no3aTa U NHKOBH HHBA HA
enananpmnar ot 0,75 pg/l okono 9 gaca cnen Aozara. O6IMOTO KOMHYECTBO HA SHANANPHA ¥
CHAIATIPHJIAT, H3MEPEeHH B KBPMaTa N0 BpeMe Ha 24 uacoBns neprog e 6wio 1,44 pg/l u 0,63 pg/l
CHOTBETHO OT KbpMaTa. HuBaTa Ha eHaanpunar B KbpMaTa He Ca MOTJIH /ia GbIaT yCTaHOBEHK
(<0,2 pg/l) 4 gaca cnen eAHOKPATHO AO3HPAHE HA CHAJIATIPAN 5 Mg NPH €xHA OT {
NpH ABe OT MalKHTe; HUBA Ha €HANANPWI HE Ca ONpeleIaHH.
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TOKCHYHOCTTA € IPOy4CHA NIPH MHUIIKH, IUTHX0BE, Ky4eTa U MaliiMyHu. Enananpin HMa HHCKa
ocTpa TokcHuHOCT. [lepopannara L. Dso npu Mmamike 1 mwrexose € 2000 mg/kg.

HoauepTaHo NOTEHIHMPaHe HA TOKCHYHOCTTA € HaGMIOAABAHO NPH IUTLXOBE, MpreMainy 90 mg/kg
€HAJIATIpHI THEBHO, TIOVIOKEHN Ha AHeTa 663 10CTaThyeH NPHEM Ha HATpHH.

TepaToreHHocT
Hama noxasarecTBa 3a TepaToreHeH e()eKT IPH IUTbXOBE H 3aiiii, KaKTO H 3a HeOMaronpHATHH

e(exTH BEPXY PeNPOAYKTHBHATA CIIOCOOHOCT HA MBXKKH H XKEGHCKH IUThXOBE.

KapuWHOreHHOCT
Hama poxaszaTtesncrpa 3a KaplMHOreHeH edexr.

MyTareHHoCT |
EHananpun U eHaNanpunar He ¢a NpOABHIM MYTAreHeH ¢(eKT.

6. CAPMANEBTHYHH JAHHH
6.1. CHoHCBK HA DOMOIHATE BEHIECTHEA

JlaxTo3a MOHOXH/IpAT

IIimenuyHo HumecTe

Konoupnen 6e3soneH cunuupes anokcHa /Aeposun 200/
Tanx

Marsesues creapar

KenaTuH

6.2. HechBMEeCTHMOCTH

HenmpHnoxuMo

6.3. Cpox Ba roarocTt

2 (aBe) roAMHM OT JaTaTa Ha IPOH3BOACTBO.

64. Chenuanum ycIoBEY 33 CHLXPAHEHHE

Jla ce CbXpaHfABa Ha CYXO H 3aI[UTEHO OT CBETIIHHA MACTO, PH TeMnepatypa ao 25°C.
Jla ce ChXpaHsBa HA MACTO, HEAOCTHITHO 33 JeIa.

6.5. BuaH cLALpXKARHE HA ONAKOBKATA

ITo 20 (50 unn 60 TabneTky) B MONHIPONKICHOBH ONAKOBKH 34 Tabnerku ¢ obem 5 (12) ml,
3aTBOPEHH C MOJMETHICHOBH Kana4kd. ETnkernpanaTa 6aHka, 3aelHO ¢ IMCTOBKA 34 MNALMEHTa €

NOCTABCHA B KAPTOHEHA KYTHA.

I1o 7 Tabnerxu B 6muctep ot Alu-Alu pommo. Ilo 4 (verrpn) 6GaucTepa ca OCTABEHH B KAPTOHEHA
KyTHA.

1o 20, 50 unu 60 Tabnerxn B xoHTeiinepn oT nomueTwieH (HDPE) ¢ HoMuHanHa BM
15 ml, XOHTO ce 3aTBapAT ¢ KANa4YKa Ha BHHT OT NIOJUIIPOITHICH, 3aIHTEHa OT HO,
HHTErpHpaH NecHKaHT. [1o elun erukerHpas KOHTeHHep, 3aeAH0 ¢ IHCTOBKA 34
MOCTABCH B KAPTOHCHA KYTHY.

6.6 CHenHaJIHA ApPeANAa3HH MEPKR IPH H3XBLP/IEHE H paboTa



HaMa crienmanig W3HCKBAHMSA.

7. IIPHTEXATEJ HA PAZPEILIEHHETO 3A YIIOTPEBA
HHBHAOTEX OO

Codmusa 1000, yn. Tpramuma Ne 5 A

brirapus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

Per. Ne 20130276

9. JAATA HA ITBPBO PASPEINABAHE/TIOJHOBABAHE HA PAJPEINIEHMETO
3A YIIOTPEBA

Jlata Ha mepBO Paspemasane 3a ynorpe6a: 01.10.2013

10. JIATA HA AKTYAJIM3HPAHE HA TEKCTA

oHH 2023




