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KPATKA XAPAKTEPUCTHKA HA IPONTYKTA  MBNBLAHUTENHA ATEHLWSI N0 NEKAPCTBATA
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Penmrex 20 mgtabnerks lpacnauenue BGIMA(KYT  J, S S
Renitec 20 mg tablets
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2. KAYECTBEH H KOJAYECTBEH CHCTAB
Besaka Tabnetka chabpaxa 20 mg esananpunos mManear (enalapril maleate).

Ilomomno(u) BemecTao{a) ¢ M3BECTHO ACHCTBHE: Beaka TabneTka cbaABRpka 1539 mg nakrosa
MOHOXHJpAT.

3a MBJIHHA CITHCHK HA NIOMOIHHMTE BEIECTBA BIDKTE TOUYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Tabnerxu

Tabnerku ¢ npackoBeH uBAT, nox Popmara Ha TPHBI'BIHHK ChC 3200J1CHH KPauina, ¢ JeIATeNIHA YepTa
OT €AHaTa CTpaHa H ¢ Haamuc ,,MSD 714* ot gpyrara crpana.

Henurentara gepra € caMo 3a yJAeCHABAHE Ha CHYIIBAHETO C L NO-TECHO NOMTHIAHE, 4 He 33
pasesnRe Ha paBHH [KO3H.

4. KIAHWYHH JAHHM

4.1 TepanesTaunn nokazanan

* JleueHue Ha xuIIepTOHUA
¢ JledeHne Ha CHMITTOMATHYHA ChPACHHA HELOCTATHYHOCT
. Ilpenoreparssane Ha CHMITOMATHYHA CHPHEYHA HENOCTATHYHOCT TIPH NALMEHTH ¢

ACHMITTOMATHYHA JIeBOKaMepHa AuchyHKInA (ppakiua Ha wsTaacksaHe < 35 %)
(Brxre Touxa 5.1)
4.2 Ao3HpoBKa M HAYHH HA NPHIOKEHHE
Jo3npoBka
AbcopbuusTa Ha TabneTkite PEeHHTEK He ce MOBIHABA OT TipHeMa Ha XpaHa.

Hozara TpaGpa na Gbne onpenenena HHIOMBUAYAJTHO B 3aBHCHMOCT OT NPOdHIA HA nauHe
TO4YKa 4.4) 1 OTTOBROpa Ha KPBBHOTO Ha/IATAHeE.




Ieduampuuna nonynayus
OnUTET OT KIMHWYHE H3MNTBAHKA ¢ YIIOTPe6a Ha Peimek IIPH NeAMaTPUYHY NALHEHTH C
XHIIEPTOHKA € orpaHnues (Bx. Touku 4.4, 5.1 u 5.2).

Xunepmonus

HauanHara no3a e o1 5 ao Makcumatso 20 m £ B 3aBHCHMOCT OT CTENICHTA Ha XHIISPTOHHATA H
CBCTOAHHETO Ha NAUMEHTa (BK. M0-10My ). Penurek ce npueMa pesx qHeBHO. TIpH Jeka cTerneH Ha
XHIIEPTOHHA, NPENOphiKTEIHATA HAYaMHa No3a ¢ 5 no 10 mg. Cnen HavanHarta 1032 NpH NMALHEHTH
CBC CHITHO aKTHBMPAHa PEHHH-AHTHOTEH3HH-AII0CTEPOHORA CHCTEMA (HaNp. PEHOBACKYJIApHA
XHICPTOHHA, HCAOCTHI Ha COJIH B/MIK BOAEH BeDHIMT, ChPACYHA JEKOMIIEHCALMN MM TEXKA
XHIIEPTOHUAL) MOXe 2 HaCTBIH PEKOMEPHO MIOHMKABAHE HA KPBBHOTO Haiarare. [Ipd Takuga
TIAIHCHTH NIPENOPBYMTEIHATA HAYAIHA 032 € 5 mg WK NO-HHACKA ¥ JICUEHUETO TpAOBa Ja 3an0uHe
IO ICKAPCKO HAOJIOAeHHE.

[IpenmiecTBaInG NeveHie C BACOKH HO3H AHYPETHI MOXKE Aa TOBEAS A0 BOACH AeHIHT ¥ PHCK OT
XHIIOTOHM NPM 3aN0YBaHE Ha NIeYeHHe ¢ eHananpwl, Havaisa m03a 0T 5 mg WiH 0o-HHCKA €
NpPETIOPBYNTEIIHA TPH TAKHBA TTALMEHTH. AKO € BE3MOXHO, AWYPEeTHMHATA TepanKA Tpi6pa fa 6ne
TpeyCTaHOBeHa 3a 2-3 [IHH Mpeau 3aNOYBAHE HA JICYCHHETO ¢ PeHpmek. brnopeunara pyHKIM] H
CePYMHHAT Kayni Tpabra na ObaaT MOHMTOPHpPAHN.

ObuuaiinaTa nopxspxama 03a € 20 mg AnesHo. MakcHMaATHaTa NoAXbPKALLA fi03a € 40 mg AHEBHO.

Cvpoeuna nedocmamvynocn/AcumMnmomamuyna Quchyrxyus Ra aRsama KamMepa

Penmrex Moke na ce H3non3Ba 32 I€UCHHE HA CUMITTOMATHYHA CBEPASYHA HENOCTATRYHOCT 00H3aiHO
¢ AHYPETHIIE H, KOraTo ¢ NOAXOMIMIO, ¢ AHTHTAIHCOBH IIHKOIHIH HiH 6era-6nokepu. Hauanunara
7032 PEHHTEK YIPH NAUMEHTH ChC CHMITTOMATHYHA CHPACHHA HEROCTATHUHOCT WM ACHMITOMATHYHA
AMCYHKIHA Ha BaTa Kamepa e 2,5 mg u T4 TpsGea a ce npuiara no CTPOT MEeIHLHHCKH KOHTPOJ
33 OLIEHKA Ha HAYaJIHHA €(eKT BbPXY KPHBHOTO HauAraHe. LIpy OTCHCTBHETO HA CUMITTOMATHYHA
XHIIOTOHHS WIH Clel ©PeKTHBHOTO # OBNA/IABAHE CNex 3aII0YBAHE HA TepANHATA ¢ PeHuTek npH
CBpPACYHA HEAOCTATHYHOCT, H03aTa Tpsa68a na ce yReraaBa MOCTEMeHHO A0 AOCTUTaHe Ha
obuualinara noagepxkama goza ot 20 mg, NpUEeMaHa eTHOKPATHO HIIM Pa3fieicHa Ha B4 [IPHEMa
CHOPEA TIOHOCHMOCTTA Ha TAUMENTa. ToBa THTPHpaHe Ha 03ATa CE IPEeNophUBA A CE HAPaBH B
PAMKMTE Ha JIBE IO 1eTHPH CenMHIM. MakcumannaTta ao3a e 40 mg nHeRHo, pasAeieHa Ha IBa
pHeMa.

Tabauna 1: [Ipennoskeno THTPHPAHE Ha /103aTa HA PEHUTEK NPH NAHEHTH ChC ChPAEYHA
HEIOCTATHYHOCT/ACHMITOMATHIHA AMCYHKINA Ha ITBATA KamMepa

Cenqmuna Jo3a (mg/nuepno)
Ceamuua 1 1-3 nen: 2,5 mg queBHO* B €7IBH NPHEM
4-7 neH: 5 mg AHeRHO, pazAecJicHa B 1Ba NPHEMA
Ceamua 2 10 mg nHEBHO B eNUH MPHEM WIH Pa3IeiicHa B
IBa npuema
Ceamuuy 3 1 4 20 mg AHEBHO B €AMH MPHEM WM pa3lenicHa B
ABa npHeMa

*CreLHAIHH TIpeAnasHy MEPKH TPAGRA J1a ce B3eMaT NPH NALKESHTH ¢ YBpeaeHa 6s0petna Gy HKIpA
WAH NOTy4aBaliiy JHYyPeTHLIM (BX. TouKa 4.4).

KpssHoTO Hanarane u Gp6peynara pynkuns tpabpa aa 6naar NpOC/ICTSBaHE BHUMATETHO KaKTO
Mpeay, Taka | cnel 3alo4BaHe Ha JedeHneTo ¢ Penurex (Bx. Touka 4.4), nopamu crob1menua 3a

HACTBHNBAHE HA XUITOTOHKA H (NO-paAKO) Ha nocieaBauia 6u6peuHa HenoeTaThuHOCT, I1 Ipu sy,
JICKYBAHN C My PCTHLM, 103aTa TPAORA J1a cC HaMaTiH, ako € BE3MOKHO OlUe npe/i 3agBingsidiv /7o N
TepanysTa ¢ Penntex. IlosBata Ha XMIIOTOHUA CJiel MPHNATAHE HA HAYATHA f03a Peyfak #e i T 6@0
O3HATABA, ¢ XHIIOTOHAA 1€ BL3HHKHE 110 BpeMe Ha XpOHHYHa Tepanus ¢ PeHurex M 4€ Aa g *% o
MPEKPATABAHE Ha JANOHHATOTO feerue, HeoGXomimo ¢ chio Taka xa 65T Mpodiei Wi UBOTO | S
Ha CEPYMHHA KanHil H OuOpednara dyHknus. '% ,5. :




Hozuposxa npu bebpeuna nedocmanrunocm
Haii-o6mo, uHTepRAIHTE MENTY TPHEMa Ha eHamanpuan TpaGea 12 6haT YIBDKEHH WK A03aTa
HaMaJleHa.

Tabnuua 2: JlosupoBka mpu 666pevHa HeJOCTATHYHOCT

KpeaTHHRHOB KAMPEHEC Hauajna qo3a
(CrCl) ml/min mg/aen
30 <CrCl < 80 ml/min 5-10mg
10 < CrCl <30 mi/min 2,5 mg
CrCl < 10 ml/min 2,5 mg B AHHTE HA
mHanma**

** Bixre Touka 4.4. Enananpuar ce otctpansea ypes nuanusa. Jloszata mpes quMTe 6e3
XeMOZHaTH3a TPAOBA 12 ce afianTHpa B 3aBHCHMOCT OT TIPOMEHHTE B KPBBHOTO HAISTAHE.

Ynompe6a npu nayuenmu ¢ cmapuecka ewspacm
Hosara Tpabea a 6b1¢ crobpasena ¢ G6peunaTa (yHKIHS NPy NALHEHTH B CTapYeCcKa BBh3pacT (BiK.
TOYKa 4.4).

Vnompeba npu neduampuunu nayuenmu

IIpn nawwenTH, KOHTO MOraT Aa NOTTHIIAT TAGNETKH, 103aTa TpabBa Ja Gpae onpeneneHa
MHIHBUIYQTHO CTIope]] Mpoduna Ha nauMeHTa H 0TroBopa Ha KPHBHOTO HAJIATAHE.
[penoprunrenHara HavamHa 1o3a e 2,5 Mg NpH NAUMeHTH ¢ Tero oT 20 1o < 50 kg u 5 mg npu
TauneHTH ¢ Tero > 50 kg. Pennrek ce mpuema Benuwx nHeBHo. Jfo3aTa TpaGea na 6bae KOPHTHpaHa
CIPAMO HyXIHTE HA MalHCHTa MAKCHMYM 10 20 mg AHeBHO npu nanMeHTH ot 20 a0 < 50 kg 1 40 mg
HpH NauneHTH > 50 kg (BK. Touka 4.4).

PenuTex He Ce mpenopbyBa NpH HOBOPOAEHH H IIPH NeMATPHYHH NAIFIEHTH C HHBO Ha FIIOMEPYJIHATA
¢purTpamms < 30 ml/min/1,73 m?, nopaak nunca Ha JaHHH NMPH Te3u MPYIH NALMEHTH.,

Haunn Ha npuioxkenne

Ilepopanuo npuroxenne,

4.3 IlpornBonoxkazauns

. CBPEXUYBCTBHTENHOCT KbM AKTHBHOTO BEIECTBO WIH KBM HAKOE OT HOMOLIHHTE BelIECTRA,

u3bpoeHu B Touka 6.1, unu apyr ACE HHXHOUTOP

AHaMHe3a 32 aHIHOeIeM, CBBP3aH C NpeAHIIHO NeyeHue ¢ ACE HHXHOHTOP

HacaencTBeH witM maHONaTHYEH aHTHOEEM

Bropu u TpeTH TpuMecTsp Ha GpeMeHHOCTTR (BXK. TOYKH 4.4 H 4.6).

EnHoBpemenHata ynorpe6a Ha Perurexk ¢ ATHCKHPEH-ChIBPHKAIIH MPOAYKTH &

POTHBOMNOKAa3aHa NPH NAaLHEHTH Cbe 3axapeH Anabet unu 650peuHo yepexnase

(GFR < 60 mI/min/1,73 m?) (8. Touku 4.5 u 5.1).

. EnHOBpeMeHHa ynotpeba che cakyOuTpui/Bancapras. Perurek He TpaOBa Aa ce 3an09Ba No-
PaHO OT 36 4aca cries NOCNIEIHATA A03a caKyGHTPIIYBacapTaH (BXK. CHINO TOUKH 4.4 1 4.5).
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CHMITTOMATHYHE XMIIOTOHHSA



NALHEHTET € C XHIOBONEMHA B PE3YJITAT HA NUYPETHYHA TePAINA, OTPaHUYABAINA COITA JHETA,
AURIA3R, NIHAPHA WIIH NMOBPBIIAHE (BXK. TOUKH 4.5 1 4.8). CHMITTOMaTHYHa XMIIOTOH#UA € uabmoasaHa
MpH NALHEHTH CBC ChPACHHA HEAOCTATHYHOCT ChC MK 0e3 cebp3ana 6BOpeuna HepocrareuHocT. [To-
BCPOATHO € TH A2 C€ MOABH I[IPH NAITHCHTH C MNO-TEKKA CTEIEH HA ChpASYIHA HeJOCTATBIHOCT, KAKTO H
Aa Ob¢ 00yCoBeHa OT BUCOKH X03H GPHMKOBH WY PeTHI, XUIIOHATPHEMHS HIH QYHKUMOHATHO
Ox6peuno yspexnane. Ilpu TakupBa nauueHTH TepanuaTa TpAOdBa Aa 3aNMO4YHE NOJ NEKAPCKH KOBTPON H
ALMEHTHTE 12 OBAAT CTPHKTHO NPOC/IEABAHY NPH KaKBaTo H /2 ¢ IPOMAHA B JO3HPOBKATA HA
Pennrek n/unu naypertrka. [lono6HM M3HCKBAHKS BaXAT M 38 TALMEHTH ¢ HCXEMHYHA BOJECT Ha
CHPLETO HIIH MO3BUHOCHAOBC 3a00NABaHE, IPK KOUTO &HO MPEKOMEPHO TIOHIDKABAHE HAa KPBBHOTO
HAJIATaHS MOXE 113 CTaHC NPHHHA 332 MHOKApeH HHApKT MIH MO3BYHOCHAOB UHIHICHT.

AKO NpH NarmeHTa HaCTHIH XHIOTOHHS, TO TpaORa a ce mocTaBH Aa JAETHE TIO rps6 U NpH
HEOOXOIMMOCT MOXKE J1a & HA3HAYM MHTPABEHO3HA HHQY3HA HA H3OTOHHYEH COJIEBH pa3TBop.
IosBaTa Ha IPexOAHO XUAOTEHIUBHO CHLCTOAHHE HE © KOHTPAHHAUKAL[HA 38 JOTLIHUTETHE AO3H,
KOHMTO Morat 00MKHOBEHO 1a GhaaT JaBaHu Ge3 3aTpyJHEHHS TIPH BH3CTAHOBEH 00EM H CHOTBETHO
IIOBHIIICEHO B XKEITaHH I'PaAaHHIIH KPBBHO HAIATAHE.

Ilpu vaxon naipeHTH Cbe CHPACUHE HEAOCTATHUYHOCT, KOHTO HMAT HOPMAJTHO WIH HHCKO KPEBHO
HQJIATaHe, MOXKE 13 HACTBIIM JOIMBTHATEIIHO NOHIDKABaHE HAa KPHBHOTO HANATAHE NpH yioTpebara Ha
Penwrex. Tosu eexr e ouaxsan u o6HxHOBEHO He cTaBa NpHYHHA 33 NPEKBCBAHE HA JICUEHHETO. AKO
XMAOTOHHATA CTAHE CHMITTOMATHIHA, MOXKE /1A C€ HATIOXKHU PeIyUHMpPaHe Ha A034aTa WU CIIMpaHe Ha
AMYpeTHKa H/HH PenuTek,

Aoprha creHo3a/XHueprpoduiHa KAPAHOMHONATHY

Kakro ¢ Benkn Bazogunaratopu, ACE HHXHOHTOpHTE TP2OBa I1a OhJaT JABAHH C MOBRILEHO
BHHMaHHE HA MALHEHTH ¢ OOCTPYKLHA Ha TEROKAMEPHHA W3XOAEH TPAKT M Aa GhAaT M3GATBAHH B
CITyJaH Ha KapIHOT€HEH IIOK H XeMOJHHAMHYHO 3HAYMMA OOCTPYKIIHS.

YBpexzaane Ha 6p0peunara GyHKLms

B ciyuan va 6u6peuno yBpexaane (KpeaTHEMHOB kiipse < 80 ml/min) ravansaTa n03a eRamanpun
TpAOBa Aa 6b e KOPHIHPAHA CIIPAMO KpeaTHHUHOBHS KITMPBHC Ha mamueHTa {(Bx. Todka 4.2) # cnen
TOBA KaTO QYHKLMA Ha OTTOBOPA Ha MALMEHTA KbM JICYEHHETO. IIpH Te3u naupeHTH, pYTHHHOTO
NpocaesBaHE HA KATHH M KDEATHHHH €2 9aCT 0T HOPMAJINATA JIEKApCKa MPAKTHKA.

Hma crobmenns 3a 6u6peuna HepocTaTsunoCT, CBLD3aHAa ¢ MPHIOKEHHETO HA SHANAIPWI, TTIARHO
TIPH NAIMEHTH € TEXKa ChpAcYHA HEJIOCTaTHYHOCT WM NOUTexamo 616peuno 3abonasane,
BKIIOYHTETHO CTEHO3a Ha OBOpeuHaTa apTepHa. AKo ce pasnosHae 6EP30 U IEKYBa NOAXOMMAILO,
OB0peuHaTa HeTOCTATHYHOCT, KOFATO € CBBP3aHa C JiedeHue ¢ cHaJtanpun, 0GHKHOBEHO € 00paTHMA.

Hsaxou naumenTH ¢ Xunepronus, 6e3 npoaseHo npenwmecTramo 6rOpeuHo 3a0oa9BaHe, pa3BHBAT
TIOBUIIICHHS HA KPbBHATA Ypesd H KPeaTHHHUHA, KOraTO SHAATIPHI ¢ NPHIIAra ¢HOBPEMEHHO ¢
AHYpeTHK. B TakHBa ciyyam MOXe Ja Ce HANOXKH pefyLHpaHe Ha [038Ta eHANanp@I w/am
NPEeKECRAHE HA NHypeTHKA. [1pH ToBa CheTOAHME TPAOBa Qa ce 00CHAM BE3MOXHOCTTA 34 TIOLIEKALIA
CTeH032 na 6u6pevnara aprepas (Bx, Touka 4.4 PeroBackynapHa XHAIICPTOHHSA ).

PenopackynapHa XHnepTonns
CeinecTByBa NOBHIIEH PHCK OT XUNOTOHNMS 1 GBOPEYHA HeLOCTATHHHOCT, KOraTo NALMEHTH ¢

bmnarepansa 6s6peyna aprepHanHa cTeHO3a WK CTEHO32 Ha apTEPUITA KBM ¢IHHCTBEH
(ynxiponnpam 6u6pek ca nexynanu ¢ ACE uHXHOMTOPH, 3ary6a Ha GrOpeunaTa GyHKIHA MOXKE [a

3AM0YHE MO/ HEMOCPEACTBEH JIEKAPCKH KOHTPOI € HUCKH 103M, BHUMATEIHO
npocnenssaHe Ha Gp0peunata GyHKIHS,

bys6peuna TpaucIuianTaMA




Hama onur no oTHOImeHHe MPUI0KeHHETO Ha PeHirTex IIpH NaLHEHTH ¢ HEOTAARHAIIHA GEGpeyHa
TpaHCILTAHTALMS. CreloBaTenHo neyeHue ¢ Penmrex e ce npenoprusa.

YepHoapobHa HeJOCTATHYHOCT

Panko ACE unxuGHropHTe ca CBBpP3BaHY Che CHHIPOM, KOITO 3ar04Ba ¢ X0JeCTaTHYHA KBITSHHIIA
HJTH XCIIATHT M fIporpecHpa J0 ¢y IMHHAHTHA YCPHOAPOOHA HEKPO3a M ([IOHAKOTa) CMBPT.
MexaHu3MBT Ha TO34 CHHAPOM He € aceH. [TanyenTure nomyuasaum ACE WHXUOUTOPH, KOHTO
PAsBHBAT JKBITCHHLIA WTH H3PA3eHO NOBHIICHHE Ha YePHOAPOOHHTE eH3uMM, TPAOBA Aa MPEKpaTAT
nevenneTo ¢ ACE HHXuGHMTOp H Ja momyyaT NoaxoAsmo JeKapeko NpocieIsBate clIe TORa.

Heyrponenns/Arpayynouurosa
ITpu nanmery, noyyasamm ACE uHXHGHTODH, Ce cHO6IIABA 38 HEYTPOTIEHKs/arpaHy TOLHTOa,

TPOMOOUMTONICHHSA H aHeMHA, [Ipu naumenTs ¢ HOpManHa Ob0peuna PyHKUMA | 0e3 APYTH
YCNOKHABANIH (aKTOPH, HEYTPOIEHHU Ce pa3BuBa panko. Enananpw tpabea ma ce TpMiara
HIKIMOUUTETHO BHUMATEIHO NMPH MALMEHTH ChC Ch0BA KOJATEHO3a, UMYHOCYTIPECHBHA TEPAIH,
JICHCHHUE C ANOIYPHHOMN HIIH NPOKAHHAMKI, HIIH KOMOMHAIMS OT Te3H YCIOXKHABAIHM (akKTOpH,
0COOCHO NpH IPEABAPHTEHO CHILIECTBYBAIA yRpeaeHa 6b0peana dyrkuns. Hakou oT Te3n NauuerTH
pasBHBAT TCKKM MH(EKLMY, KOMTO B HIKOM CJIYYAH HE CE TIOBIHABAT OT HHTIEHIUBHO aHTHBHOTHYHO
NeYeHHe. AKO CHANAMPHII C¢ MIPHIIATA HA TAKHBA ALHEHTH, NPENOPHHBaA Ce MEPHOMMIHO 4 Ce
KOHTPO/IHPAT HHBATA HA Ge/tHTe KPEBHH KIIETKH (IEBKOLIMTHTE ), ¥ NallUeHTHTE TpiaGBa fa Geaar
HHCTPYKTHDaHH 1a CboOMIABAT BCAKA TPOABA HA HHBEKIHH.

CBp'bxggnmmenﬂoc'rmﬂmoﬂeBgmeﬁ OTOK

Crobimiapa ce 3a aHTHOHERPOTHYUEH OTOK, OOXBAILAIL JIHIIETO, KPaHHULNTE, YCTHUTE, 3HKa, IJIOTHCA
H/ViIH NapuHKCa HPH NalHeHTH, JexyBagy ¢ ACE unxuburopH, Bmounrenso Pennrex. Tosa Moxe
fia C& Cy"H N0 BCAKO Bpeme Ha JeueHHeTo. B takusa ciyvau npruemMsT Ha Peautek Tpabea na 6nae
npeycTaHoBeH He3a0aBHO H MALHWEHTHT Aa 6bae MOMTONKeH Ha HAGMOACHHE 10 [TRIHO H3Ye3BaHe Ha
CHMITTOMWTE NpeaH H3NKCcBaHeTO. JJOpH B ClydYanTe, KOraTo OTOKLT 00XBaIIa caMo e3MKa, 6e3 1a uMa
PeCTMPATOPEH NUCTPEC CHHIPOM, MOXKE JIA CE€ HAJIOKH HO-NPOBJDKUTENHO HAOMONeH e Ha
NIAUACHTHTE, ThH KATO JICYEHHETO ¢ ANTHXHCTAMANM H KOPTHKOCTEPOH/IH MOME J1a He € JOCTATHLYHO.

Muoro panxo e 6uno oknanBaHo 3a CMBPTHH CYYaH B PE3YIITAT HA AHTHOHEBPOTHYEH OTOK,
3acArain 061acTTa Ha TapHHKCA WK e3uka. [laumenTy, npu kouTo e 06XBaKaT e3HKa, IIOTHCA HIIH
TAPHHKCA ¢ BB3IMOIKHO Ja NOJIy4aT o0CTPYKLMA Ha AMXATETHUTE ITFTHILA, OCOGEHO OHE3H, KOHTO
HMAT aHaMHE32 3a ONCpaTUBHA UHTEPBEHIHA B 00NnacTTa Ha AuxarenuuTe ms»THmA. Koraro ca
BBRJICUCHH €3HKA, INIOTHCA HIIH JIAPHHKCA, € BE3MOKHO /ia HACTBIH OCTpa 00CTPYKLHS Ha
AHXATEIHUTE ITLTHILA ¥ B TAKHBA CTydaM TpAGBa He3abaBHO fa ce npeanpHeMaT NOIXOIATNH MEPKH,
BITIOUBAILM [OIKOKHO MpuiokeHHe Ha 1:1 000 pazteop na agpenams (0,3 ml g0 0,5 ml) noakoxwo
W/WIH MEPKH 34 OCBOGOXKAaBAHE HA qHMXATe/THHTE ITHTHILA.

Jlokiangana e 10-rosMa 4eCToTa Ha AHTHOHEBPOTHYEH OTOK NpH YEPHOKOKH NALMECHTH, JIEKYBAaHH C
ACE vnxu6buropu B cpaBHeHMe ¢ TIALMEHTH OT GAaTa paca.

IMTaumenTy ¢ aHaMHE3a 3a AHTHOHEBPOTHYEH OTOK, HECBBp3aH ¢ npuioxkeHHe Ha ACE unxuGuropn,
MOXE /1a DBLAAT C MOBHIIEH PHCK 32 Pa3BUTHE Ha SHTHOCAEM npH yrniotpeda Ha ACE naxudurops (BX.
TouKka 4.3).

EanospeMennara ynorpe6a va ACE mHxuGHTOpH Che CakyOMTpUIL/BaNICapTaH € NpOTHBONIOKA34Ha
NIopalH MOBHIIEHHA PUCK OT aHTHOEAEM. JIeueHHeTO ChC cakyOMTpun/BasicapraH He TpaOBa 1a
3anovsa 1mo-paHo ot 36 daca ciea nociaeaHata no3a oT Perurex. Jlevennero ¢ Peurek He




EnsorpeMennara ynotpe6a va ACE unxuGuropy o pauexanotpwi, mTOR naxuGurops (Hanp.
CHPOJIHMYC, €BCPOITHMYC, TEMCHPOJIHMYC) U BIJIIATTIMITTUH MOXE Jia IOBEAE IO MOBHIICH PUCK OT
aHryuoeJeM (Hanp. OTOK HA AMXATEMHUTE IMHTUILA WIH €34Ka, ChC WK 63 PECITHPaTOPHO YBpEKAZHE)
(BAK. Touka 4.5). Heo6x0uMo € MOBMIICHO BHHMaHWE TIPY 3aNOUBAHE HA NIEUSHHE ¢ pauexanoTpu,
mTOR MHXUGHTOPHU (HaTIp. CHPOIMMYC, EBEPONTUMYC, TEMCHPOIMMYC) M BILATTANTAH [IPH [IALHEHT,
KOHTO Beue npueMa ACE unxuSurop.

AnadunaxTounHK peakimi TIPH NECCHCHOMIN3AIHA C Hymenoptera

Panko maumerrts, npuemauy ACE uHXBOGHTOPH Y10 BpeMe Ha AeCEeHCHOUNH3AIINS C OTpOBA OT
hymenoptera, ca pa3BHBANH KHBOTO3aCTPAIIABAIM aHAQHIAKTOMAHM peakiuy. Tesu peakiuu ca
Ornn u30ATBAHM Ypes BpeMEHHO NpekpaTasane Ha Tepanuata ¢ ACE unxu6urop NpeH BCAKa
HAeCEeHCHOMM3aTIM.

AHaQHUIAKTONTHH peakivi 110 BpeMe Ha LD1.-adepesa

Psyiko maumenTs, nexysanu ¢ ACE HHXWGHTOpH, oNy4aBaT XHBOTO3ACTPAIABAIIA AHAQHIAKTOUIHH
peaxuui no Bpeme Ha LDL (Low Density Lipoproteins — nunonporeusy ¢ Hucka misTHocT) aepesa
€ IeKCTpaH cyndart. Tesn peakiuu ce M2GArsaT Ypes BpeMEHHO NPeKbCBaHe Ha Tepamusta ¢ ACE
MHXMOMTOp npe/id Beska adepera.

[1aHEeHTH Ha XeMOAHATH3A

AHaQUIaKTOMIHH peakiuMH ca cHoBniaBanu NpH NAUHEHTH, OLIOKEeHH Ha JHANN3A ¢ BHCOKO-
nponyckausy Membpai (Hanp. AN 69) u nekyranyu egHoBpeMenHo ¢ ACE naxuburopn. Ilpu Tean
DAaHeHTH TpabBa na ce obCchav HINON3BAKETO Ha JOPYT BHI JHATH3HA MeMOpaHu MIM APYT Kiac
BHTHXUTIEPTCH3UBHH Cpe/ICTBA.

XHNOLIHKEMHS

IMarenTd ¢ Aualer, nexkyBaHH ¢ NEPOPATHH AHTHAWAOETHH CPENICTBA WM C HHCYIIHH, 3AMIOYBAIITY
acyeHue ¢ ACE uHxubuTop, TpsaGBa BHHMATENHO 13 ce OpOCTIeASBAT 332 XHIIOTTUKEMHA, OcOOEHO npe3
NBPBHA Mecell Ha KOMOMHMPaHOTO NieueHue (BX. Touka 4.5).

Kauuraiia

Ipy yriorpe6a na ACE HHXHOHTOPH € Bh3MOKHA MOABA Ha Kamng, Ts 0GHKHOBEHO ©
HEIPOIYKTHEHA, NEPCHCTHPAILAE H H3YE3BA ClICH CNUPaHe HA TepanuaTa, MHayiMpaHaTa oT neyeHue ¢
ACE uHxuGuTOpH Kamunia Tps6sa 4a ce uMa OpeaBH NPy nudepeHIaTHaTa AMarHo3a Ha
KaULIMLATA,

Xupyprug/AHecresus

1ipn nauyenTH, NOLIOKEHH Ha rOIIMa XUPYPrivHa HMHTEPBEHUMS HIH NPH W3MOJI3BaHe HA
AHECTETHIH, NPEIAIBHKBAIY XHIOTOHHS, eHATanpun 6J0Xupa ofpasyeanero Ha aHrMoTeH3MH 11,
00yCITOBEHO DT KOMIIEHCATOPHOTO 0CBOGOMAABAHE Ha PEHHH. AKO HACTBIIH ChCTONHHE H3 XMNOTOHHMA
H C€ NIPCLICHH, Ye Ce NTB/DKH HAa TO3H MEXAHH3IBM, TA MOXKE Aa C¢ KOPHIHpA upe3 BLICTAHOBABAHE HA
obema.

XunepKanueMus
ACE yHXHGHTOPHTE MOraT 13 IPHYHHAT XHnepKaJJHeMHs, Thi KATO MHXHOHpAT 0¢B000KIABAHETO HA

anpocTepol. EQexTsT 00ukHOBEHO He € 3HAYMTeNeH IPH NALHEHTH ¢ HopManHa Ob0pevna QyHKIMA.
Brrpexy ToBa, py naumuenTH ¢ Hapyuena 6L6peuna GyHKUMS WHIH TIPH [TALWEHTH, NPHUEMAILIH
KalTHEeBH J100ABKM (BKJIIOYHTEIHO 3aMECTHTEIH Ha CONTA), KANUH-CEXPAHABAIM SUYPETHIM,
TPHMETONPUM MK KO-TPUMOKCA30JI, U3BECTHH CBHIYO KAaTO TPHMETONPHM/Cya(aMeToKcason |
OCODEHO anaoCTePOHOBH AHTATOHHCTH WiIH AHTHOTEHIUHPELENTOPHH O0KepH, MOXKe g
XHnepranBeMud. Kannii-coxpanspaupme JHypeTHIHY B AHTAOTEH3HHPELEITOPHHTE £
A4 €€ H3NIOII3BAT C NOBHIMEHO BHHMABHHE NPpH nauuenty, noayyasamy ACE vl
Ce HablonaBaT cepyMHBAT Kanuii u 6upeunara pynkima (B, Touka 4.5),




Jinruii
KomOuuspaneTo Ha THTHiA ¥ eHananpwi 1o IPHHITHIT He ¢ Npenopryisa (Bx. ToYKa 4.5).

HHO DIOKMpPAHE HA PEHHH-AHTHOTEH3UH-ALI0CTepoHoBaTa cucTema (PAAC
Mima naHHM, Ye eHOBpeMeHHaTa yNoTpeba Ha ACE muxuburopn, anrnotensss 1l-peuerropHn
6J10KepH HIH ANHCKHPEH NORUIIABA PUCKA 0T XUNOTOHHY, XHIIEPKATHEMNS U HAMAJIABAHE HA
ObOpeuHaTa GyHKIUS (BKIFOUMTETHO OCTpPA OnOpeuna HenoctarburocT). [opaan Tosa He ce
[penopsysa ABoHHO biokupane va PAAC dpes kom6uanpaHata ynotpeSa Ha ACE unrxuburopy,
aHruoTensuH Il-peuenroprs Grokepu wik auckHpen (BK. Toukd 4.5 1 5.1).

AKO C¢ TIpSIIEHH, Y€ TEpaNuATa ¢ ABOHHO GOKHpaHe ¢ aGcomoTHO HeoGXOANMA, TOBa TpSGBa 1a
CTaBa caMo MO Hab/IOACHHETO HA CTIELMATTUCT ¥ [IPH YECTO BHAMATETHO MOHHTOPHpAHE Ha
ObOpeyHaTa QyHKUMA, ENEKTPONHTUTE H KPHBHOTO HANSATAHE.

ACE nHxu6uTOpH 1 anrnoTensus I1-penenTopuy 610kepy He TpaGBa Ia ce M3ON3BAT ¢THOBPEMEHHO
NpH DALMEHTH ¢ THabeTHa HedponaTus.

IlenvaTpuana NOomynays

HiMa orpaniuenH Januu 3a Ge30macHOCTTa M ehuKacHOCTTa TIpH A€l ¢ XMNepToHus > 6 roguHH, HO
HAMA OIHUT 32 IPyruTe NoKazaHua. Hanmminw ca orpanuvenn GapmMakoKHHETHYHH JaHHH Npyd Aela Ha
BL3pACT Haf( Z Mecena (Bx. Touku 4.2, 5.1 u 5.2). Penmrek He ce mpenopsysa HpPH Jena ¢ XpyTH
[TOKa3aHHA OCBEH XHICPTOHHA.

Penurex tabnerxu He ce npenopbuBa HPH HOBOPOEHH ¥ NPH MEJHATPHMUHH DALMEHTH ¢ HHEO HA
InomMepynHara ¢rrpaima < 30 mi/min/1,73 m?, nopanu nunca Ha AaHHM Y TE3H TPYIN NALAEHTH
(BX. TOUKA 4.2).

bpeMeHHoOCT
[1o Bpeme Ha GpemenHoCT He TpAGBa fa ce 3anouBa neyeHue ¢ ACE HHXHOHTOpHK. OCBEH KOraTo

IPOABDKABAHCTO Ha JieueHHETO ¢ ACE HHXHOHTOD ce cMATA 33 HAMOXMTENHO, MAHEHTKHTE,
TUIaHHPaIH OPeMEHHOCT, TPsOBa Ja NpeMUHAT Ha APYFO ANTEPHATHRHO AHTHXANEPTEHIUBHO
JICHCHHE, KOETO ¥Ma ycTaHOseH npodu Ha GesonacHocT Mo BpeMe Ha GpemenHoct. Korato ce
yerahosu Opementoct, nevenneto ¢ ACE unxubutop Tpa6sa na ce npeycraHoBy He3abaBHO K 1a ce
3AMOYHE AITEPHATHBHO JICYEHHE, aKO ¢ MOAXOMAILO (BXK. TOYKH 4.3 ¥ 4.6).

ETHHuUeCKH pa3aHvuns

KakTo # ocTaHanuTe SHXHOMTOPH Ha AHTMOTEH3HH KOHBEPTHPAIUS SHIHM, SHATANPHI € To-c1a6o
eeKTHBEH 38 NOHWKABAHE HA KPBBHOTO HAMATAHE MPH YEPHOKONH MALHEHTH, B CpaBHEHHE C
OCTAHANNTE NAUNEHTH, Hali-BEPOSTHO N1OPaJii BUCOKATA YECTOTA HA PasIpoOCTpaReHHe Ha CHCTOSHNA ¢
HHCEBK PEHHH TIPH YEPHOKOKHUTE NALMEHTH C XHIIEPTORNA.

Jlakrosa
IatpeHTH ¢ peaKy HaceACTBEHH MPOGNIEMH HA HETIOHOCHMOCT KbM TATAKTO3a, TTRJIeH JTaKTaseH
ACHBUAT KK NTIOKO30-ralakTo3Ha ManaGeopGuus He Tpa6sa aa TIpHEMAT TO3M JNEKAPCTBEH NPOIYKT.

Harpuii
Tozu nexapcTBeH NPOAYKT ChABPKA NO-Madko o 1 mmol HaTpHii (23 mg) Ha Tabnerka, T.e. MOXeE Jia
CE KaXe, Y€ NPAKTHICCKH HE ChIBKA HATPHIL.

JIeKapcTea, MOBHIIABALIHA PUCKA OT AHIHOEIEM
Ennospementiata ynorpe6a Ha ACE unxuSuropu CaKyOuTpHIi/BancapTaH ¢

KaTo yBE/IHYaBa PHCKA OT anTHoeaeM (BXK. ToukH 4.3 1 4.4).




Exnoepemennara ynorpeGa na ACE nuxuburopu u pauexanorpun, mTOR nHxuGuropn (Hamp.
CHPONTHUMYC, CBEPOTHMYC, TEMCHPOIHMYC) H BIUIJIAMTHIITHH MOXE 13 JOBEE [0 MOBHILEH PHCK OT
AHTHOEAEM (BK. TOYKa 4.4).

LBotino 6nokupane na PeHMH-aHIMOTEH3IHH-aN0cTepoHoBaTa cucteMa {PAAC)

JlaHHH OT KJIMHHYHH NMPOYYBAHHA [OKA3BAT, Ue ABOMHOTO fnokupane Ha
PEHHH-AHTHOTCH3HH-aJIAOCTEpOHOBATE cucTeMa (PAAC) upes koMOrHupanara ynotpeba Ha ACE
MHXMOHMTOpH, anruoTensut [I-penentopan 6nokepu wiu ATHCKHPEH ce CBBP3Ba C NO-BHCOKA 4eCTOTa
Ha HEXKENaHH CROHTHA, KATO HANPUMEP XHUAOTOHHS, XHTIEPKAIMEMH M HaMai9BaHe Ha GBOpeuHaTa
(pyHKums (BKMOYMTENHO OcTpa 6EOGpeyHa HEROCTATRYHOCT), B CPABHEHHE ¢ YIOTpeHaTa caMo Ha €4HO
CpencTBo, neHcrBamo BrpXy PAAC (mk. Touxu 4.3, 4.4 u 5.1).

Kanuii-chXpaHsBaLmp AMYPETHIIH, N00ABKH, ChABPKAMM KAJIHIl, WM APYTH J1€KapCTBa, KOWTQ MOTaT
A3 NOBHIIAT CEPYMHHA Kalui

Brrpexku ye cepyMHUST Kanuii OGHKHOBEHO OCTARA B HOPMAaJIHH TPAHHIM, NP HYKOM NALMEHTH,
JICKYBaHy ¢ PEHHTEK, MOXe Aa Ce TOSBH XHAepKanueMHR, Kanuii-coxpanaBaiunTe AHYPETHLH (Halp.
CNIUPOHONAKTOH, TPHAMTEPEH WIH aMUIIOPH]), A0OaBKHTe, CHABPIKAIIM Kaluii HIH 3aMeCTUTENHTE Ha
€0J1, ChABPXKAUIA KA MOXe 12 JOBEJAT JO 3HAYMTE/THO [TOBHIISBAHE HA CePYMHHA kanwii. CHILIO
Taka TpA0OBa Ja ce BHUMaBa, korato Penurek ce npuiara CAHOBPEMEHHO C JIPYTH CPEACTBA, KOHTO
TIOBHINIABAT CEPYMHHS KAJIMH, KATO TPUMETONPHM 1 KO-TPHMOKCA30J1
(TpuMeTonpuM/cyadamerokcason), Thii kaTo TPUMETONPUMET € H3BECTEH KATO KaJIHH-ChXpaHaBalll
[HyPETHK KaTo aMHIOpHA. Ilopagu ToBa He ce mpenopsuBa KOMGHHHpaHETO Ha PeHuTEK C
FOpeCHOMEHATHUTE JICKAPCTBA. AKO eAHOBPEMEHHOTO MPHIOKEHHE € TIOKA3aHO, TO TpAGEa 1a ce
H3BBPIIRA C NOBHIICHO BHHMaHHE H TPAGBA 4eCTO 1a C& MOHHTOPHPA CEPYMHMSA KATHIA

Lluknocnopux
XMIIepKATHEMHA MOXKE 1d Bb3HHKHE IO BPEMeE Ha eaHOoBpeMeHHa ynotpeba Ha ACE wHxuOGuropu ¢
nuknocnopuH. Ilpenopsusa ce npocneassate Ha cepyMHHS KM,

XenapHH
XHnepKarveMus MO)Ke 4 BEIHMKHE IO BpéMe Ha enHOBpeMeHHa ynotpeba Ha ACE urxuOuropu ¢
xenapun, [Ipenoprusa ce npocneaspane Ha CEPYMHHA KA.

a KL (TUA3ZHAM HIH OPHMKOBH

[ipenwecTramo nedeHne ¢ BHCOKY HO3H AHYPETHIH MOXKE 1a JOBEAE A0 obeMeH NeHIUMT U PHCK OT
XHNOTOHHS TIPH 3AI0YBAHE HA JIEHEHHUE C eHananpui (BX. ToUKa 4.4). XHMIOTOHHYHHTE eEKTH MoraTt
Aa OBAAT HAMAJIEHH Ype3 NPEYCTAHOBABAHE HA JIEUEHHETO C OTHYPETHUH, Ype3 NORHIIaBaHe Ha obeMa
WIH NIPHEM Ha COJl, WK YPE3 3aMloUBaHe Ha JICYEHHE ¢ HHCKA J03a SHATAHpHII.

,ﬂ[}!!ﬂ AHTHXHTICPTCHINBHH CPEACTBA

EnroBpemennara ynotpe6a Ha Tesu cpecTBa MOMKe 18 YBEIHYH XHIOTORHIHHTE edexrd Ha
eHanarpun. Ensospementara ynorpeda ¢ HUTPOrTHIEPHH M PYrH HATPATH WM ApYry
BA30/IWIATATOPH MOXe JOITbIIHHTEIHO A2 HAMANH KPpLBHOTO HAIATAHE.

JIuTuHii
I1pu exHOBpeMeHHOTO mpHiiarade Ha Tyrnii ¢ ACE HHXHOHTOPH ca ChoOmenHH o6paTHMH IOBHINIEHHA
Ha CCPYMHHMTC KOHLICHTPALMH HA JIMTHH M TOKCHYHOCT. EnHOBpeMennaTa ynotpeba ¢ THA3HANM

AUYPETHIH MOKE JOMBIIHATETHO N1a OBHIUM HHBATA HA JIMTHH H /12 YBEJIHYH PHCKA OT JIMTHEBA

TOKCHIHOCT ¢ ACE HHXHOUTOpH. YIIoTpe6aTa Ha eHANATIPHI C THTHIK HE C& NPeropbuBa, y
KOMOHHALIHATA ce Okaxke HeoOxonuMa, Tpabra na ce H3BBPINH BHHMATENHO MOHUTOP
CEpYMHHTE THUTHEBM HUBA (BXK. TOUKa 4.4).

TpHuMKIYHY aHTHAENPECAHTIH/ A HTHIICHXOTHIN A HECTETH




EnnospeMennara ynotpe6a Ha Onpencacdn aBeCTeTHIH, TPHLIHIVTHYHE aHTHACOPECAHTH H
aNTHUICHXOTHIIH ¢ ACE HHXuOHTOPH MOXe Oa [OBeAe 10 NMO-HATATHOIHO HAMAIABAHE HA KPBRHOTO
HaJiArane (BK. Touka 4.4)

Hecreponann nporupops3nanitenty cpenctsa (HCIIBC), BKIIOYATENHO CANEXTHBHE HHXHOUTODH
Ha IHKI0oKcHreHasa 2 (COX-2)

Hecreponpnure nporyeopssnanarenty cpeactaa (HCIIBC), BRIOYHTENHO cENSKTUBHNTE
HHXHOUTOPH Ha LHK/IOOKCHTeHa3a 2 (COX-2 MEXMGHTOpH) MOYKE Ja NOHIKAT e)eKTa Ha
AHYPCTHIIHTC H APYTH AHTHXHIIEPTCH3HBHH CpeacTBa. Cle0BaTeNHO AHTHXHIIePTCH3NBHHA eeKT Ha
aHr#oTeH3qH Il penenrropur antaronscTn win ACE mpiGuropy Moxe na Ghae HaMasieH oT
HCIIBC, BKNIOUHMTENHO ceNeKTHBHUTE MHXUOHTOPH Ha HHMKIOOKCHreHasa 2.

EnHoBpeMennoTo npwioxenue 5a HCIIBC (sxmountenno COX-2 WHXHOHTOPH) B AaHTHOTEH3HH 11
penenTopty aHTaroHHCTH Wil ACE uHXHOUTODH npossABa aAMTHREH KT BEPXY NOBMIIABAHETO HA
CEpYMHHA KaJIHid 1 MOXe Jla I0Be/ie [0 BrolaBaHe Ha 6x0peunara dyHxma. Tesn edexTu
obukHOBeHO ca obparimu. Psaxo Moxke 1a ce nosey octpa Ga6pedsa HELOCTATHUHOCT, 0coBeHO npH
MALMEHTHA C yBpe/eHa ObOpedna dyHKima (KaTo HAapHMep MAMEHTH B CTAPUECKa BH3PACT WIH
NaHEHTH ¢ o0eMeH AehHUMT, BKIIOUMTEHO TE3X Ha AHypeTHyHa Tepanus). [TaupenTure Tpadea na
Obar afekBaTHO XMApaTHUpaHu M TpaGBa Ja ce oOMUCIH MOHHTOpHpaHe Ha OBOpedHara PpyHKIpas
CJIe[] 3anoYBaHe Ha eTHOBPEMEHHOTO JICUEHHE U [EPHOJHYHO CE], TOBA.

3naro

HuTpHTOMIHY peakiiHy (CHMITTOMH BIUTIOUBALIK 3a4EPBIBAHE HA JHIIETO, rajicHe, OBPBIIAHE H
HUCKO KPBBHO HANATaHe) Ca ChoSIaBaHH PAAKO MPH NALHEHTH Ha JICUEHHE ¢ HIKEKIHORHA GopMa,
ChABPKAINA 37aTo (sodium aurothiomalate) u eaHospemenHo neuenne ¢ ACE HHxuGHTOpH,
BKITIOYHTETHO €HANATIPHIL.

CHMITaTHKOMHMETHIH
CHMIaTHKOMHMETHIHTE MOTAT A2 HAMAIAT auTHXMnepTreH3uBHuA edekr Ha ACE maxuburopure.

AnTuanabernu
EnuneMHonorHaHi npoy4BaHus Mpeanonarar, 4e €IHOBPEMEHHOTO npruiokeHHe Ha ACE

MHXHOHTOPH M aHTHANAbETHH NeKAPCTBEHH NPORYKTH (HHCY/IHH, NEpOPaTHM AHTHANABCTHH
CPENICTRA) MOXKe /12 YCHIH eheKTa Ha HAMAABAHE HA KPRBHATA 3aXap ¢ PUCK OT xunoryukemua. Tosu
deHoMeH MOXe NO-BEPOSTHO A HACTBI NIPE3 TbPBHTE CEIMHIIH OT KOMOWHHPAHOTO JIEWeHHe H TIPH
naupeHTH ¢ 650peuso yBpexaate (Bx. Toukn 4.4 1 4.8),

AJIKOXON
AJIKOXOTBT MOBHILABA XHIIOTEH3UBHHA edext Ha ACE HHXUOUTOPHTE.

ETHICAT OB3a KHCENHHA MGonuTHIE ¥ B-OnokepH
EnHOBpeMeHHOTO NIpHAaraHe Ha eHARAIPUI ¢ ALETHICATHITHIOBA KHCEHHA (B KapAMOJIOTHYHH JO3H),
TpoMOonrTHIM B B-O0KepH e Ge3onacHo.

lienuaTpiuna HOIyJIauys
IlpoyuraHHg 38 B3aUMONECHCTBHATE Ca MPOBEXAAHH CAMO TIPH BH3PACTHH.

4.6 bpemennocT, kbpmene u GepTHINTET

bpemensocT
ACE unxnGuropu:




He ce npenopsuea ynorpe6ata Ha ACE HHXHOHTOPH MO BpeMe Ha IThpBHA TPHMECTHD Ha
OpemennoctTa (BX. Touka 4.4). YriorpeGara na ACE uHXHGHTOPH IO BpeMe Ha BTOPHS H TPETHA
TPHMECTBP Ha OPEMEHHOCTTA € NIPOTHBONOKAzaHa {BXK. ToukH 4.3 U 4.4).

EmiaeMuonorsitmuTe NaHHH OTHOCHO TEpPATOreHHHMs PUCK, BCISACTRHE npwioxkerue Ha ACE
HHXMOHTOPH 110 BpeMe Ha ITPBHA TPHMECTED Ha SpeMeHHOCTTa He ca YOeAUTeNTHH; ofade He MOXe Aa
Obae HKMOUEHO MATKO TIOBHINEHHS HA pUCKa. OCBEH KOIATO MPOTBDKABAHETO HA 3AOYHATOTO
neqeHne ¢ ACE HHXHOHTOp ce cMATA 32 HATIOKHTEITHO, IIPH NALHEHTKUTE, TUIAHMPAIM GpeMeHHOCT, e
HEOOXOIMHMO [ia Ce CMEHH aHTHXHIIEPTEHIHBHATA TEPAIlHA ¢ ATTePHATHBHE, C YCTAHOBEH IpogIN Ha
OezomacHoOCT [0 BpeMe HA OpEeMEHHOCT.

Korato ce yctaHoBH GpeMennocT, neuennero ¢ ACE nEXxHOUTOpH TPAORA 14 Ce MpeyCcTaHOBH
He3a0aBHO M 113 Ce 3aTI0YHEe ANTEPHATHBHO JICUEHHE, AKO € NOIXOIAIIO.

H3BecTHO €, ye NeyeHneTo ¢ ACE HHXHGHTODH N0 BpeMe Ha BTOPAS M TPeTUA TPHMECTEP Ha
OpeMEHHOCTTA IpeaMIBHKBA PETOTOKCHYHOCT NPH Xopa (HamaleHa GuOpeuna (PYHKLHSA,
OJIMTOXHAPAMHHOH, 3203BAHE Ha OCH(HKAIIMATA Ha Yepena) H HeOHATAIHA TOKCHYHOCT (656peuna
HEJOCTATBUHOCT, XHIIOTOHMS, XHITepKATHeMHs ) (BK. Touka 5.3). OMHroXuapaMuHOH NPU MAMKaTa,
BCPOATHO NPENCTaR/ABall HaAMajIeHa eMOpHOHanHa 6u6peuna GyHKIHS Ce NOABABA K MOXKE JIa JoBeie
f10 KOHTPAaKTYpa Ha KpaHHULIMTE, YEPENHO-THIICBH AeOpMaIHK M XUITOTIa3Hs Ha Genus apos.

AKo uMa excriosuius Ha ACE uHXuGHTOpU OT BTOPHA TPHMECTBP HA GPEMEHHOCTTA, €
NPENOPBLUMTENHO YITPAsBYKOBO H3CaeABaHe Ha Ob0peunaTa GyHKIIHS W yepena.
HosoponeHn, unnro maiiku ca npuemanis ACE uexubHTOpH, TpaOBa CTPHKTHO Aa ObaaT
NPOCNENIBAHY 32 NOABATA HA XHNOTOHMS (BX. ToukM 4.3 1 4.4).

KepmeHe
Orpaniueny GapMakOKMHETHYHH JaHHH [TOKA3BAT MHOIO HHCKH KOHLEHTPALUK B KEpMATa (BXK.

TOUKa 5.2). Makap M Te3n KOBUEHTPALMK N1a M3TEKAAT KIMHAYHO HE3HAYHMH, yrnorpebara Ha
Pennrek He ce npenopsysa Mo BpeMe HA KPMEHE NpH NPEXACBPEMEHHO PO/ICHH M NIPE3 IEPBUTE
HAKOJIKO CEAMHIM CIICA PRKAAHETO, NOPaJAH OTEHIIWAIEH PHCK OT CHPASYHO-CHAOBH H OBOpeunH
eheKTH ¥ OpaM HENOCTATYEH KIMHHUEH onuT. [Ipn no-ronemMu KEpMayera ynorpedara Ha PeHnrek
NpH KbPMEINH MaHKH MOXKE 114 ce OOMHCITH, AKO TOBA JICYEHHE € HATIOKHTEHO 34 MaiKaTa | aKo
AETeTO ce HaDMONABa BHHMATEHO 32 NI0ABATA HA HexXenaHu e(eKTH.

4.7 Edexrn sbpxy cuocobuocrra 32 modnpane & pabora ¢ MamAAg

Ipw wrodupane wnu pabora ¢ MalIMHA TpsAORa 113 ce ¥Ma NPESABUJ, Ye OHAKOTa MOKE 114 C& MOABH
3aMaHBaHe WM ODIA OTHANHAIIOCT.

4.8 Hexeslann JekapcTBeHHE peaknHy

ChoOmIaBaHH ca CACAHHTE HeXeaHH JIEKAPCTBEHH PEaKIH 32 SHAIANPHI TIPH KIHHHIHK
NPOYYBAHHS H OCTMAPKETHHIOB OITHT:
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Tabnana 3. Hexes1ann JiekaperBens peakiiay ag PennTeK

CHeremo- Muoro Yeern (21/100 | Heuecrn Peaku Mmuoro peaxn | C nenssecTna
opramen Kjac JEeCTH 2o <1/10) (=1/1 000 no =1/10 000 no (<1/10 600) yecToTa (0T
V1) <1/100) <1/1 000) HATHYIHHTE
OAHHH HE MOXKE
| na 6uae
HADPAREeHA
ONEHKA)
Hapywenun na AreMnA Heytponenuns,
Kpvema u (BmouanTeHO | HAMANEH
| RUMPuama arviacTHIHa H | XeMornoOHH,
cucmema XE€MOJIHTHYHA) | HamajeH
XEMATOKPHT,
TpoMbGoLHTOnE
HH,
arpaHyJIOLHUTO3
a!
KOCTHOMO3IBYHO
NOTHCKAHE,
NAHUATONCHUA,
nuMbaneHonaT
A4, 8BTOUMYHHHK
3ab0JARaHus
Hapywienus na CHHApPOM Ha
CHOOKpURHAGMA HECHOTBETHA
cucmema cexpermd Ha
AHTHAHYPCTHUCH
xopMmon (SIADH)
| Hapywenus na XHOOTIHKEMH
Memabonuanag i 8 (BX,
 XPOHEREMO TOUuKa 4.4) _
cuxuunu Jlenpecus Oobpkeane, Heobuuatnu
RAPYWICHUR HEPBHOCT, CHHMINA,
Oe3chHUE HapylleHus Ha
CBHS _
Hapywenup wa | 3amafiBan | Tnasoboawe, CeanmpocrT,
neperama e CHHKOLL, [1aPEeCTE3NH,
cHcmema HPOMEHEH BKYC | BEPTHIO
Hapywenusa na | 3amtbrien
ouume 0
BIDKJIaHE

Hapywenun na
yxomo u
aadupurmag

Hiym 8 yviiaTe

1t




Cucremo- Muoro Yeceru (>1/100 | Heuectn Peaxu Muoro peaxkn | C HeH3BeCTHA
opraHeH K/ac HECTH Ao <1/10) (=1/1 000 xo (=1/10 000 xo (<1/10 000) uecToTa (OT
(=1/10) <1/100) <1/1 000) HAJTHYHHTE
AAHHH HE MOXe
aa Onpe
HanpaBeHa
OHEHKA)
Copoeunu bonxa B ITannuranm,
HAPYUieRUA repadTe, HHGApKT Ha
PHTOMHH MHOXapaa HIH
HapyIIeHM, M0359HO-
CTeHOKapani, ChAOB
TaXHKaPIKs MBIMACHT®,
Bb3MOMKKHO
BCIEACTBHE HA
€KCLIECHBHA
XHMIIOTOHUS
pY DALHEHTH
¢ BHCOK PHCK
(BK.
TOUKa 4.4)
Cvoosu XHITOTOHHA 3agepBaBaHe DenomeH Ha
RAPYILEHUR (PUIOYHTENHO | Ha JIMLETO, Raynaud
OpTOCTATHYHA | OPTOCTATHYHA
XHTIOTOHHA ) XHMNOTOHHA
Pecnupamopnu, | Kammmua | 3agyx Hasanna Bexompotum
2PBORU U CeKpeLa, HHpUNTpaTH,
MeOuacmunanu Hbonku B DHEHUT,
Hapyuienun rBPIOTO U anepruueH
Ape3raB Irnac, | anBeoJaduT/e03uH
Oponxocnasbem | ofmnHa
/acT™Ma MMHEBMOHHNA
CmoManiio- I'agene Huapna, Hneye, Cromamur/adro | MurecTHHanE
YpeeHu KOpeMHa OOKa | MaHKpeaTHT, 3HH yNOEpalyy | H aHTHOeNEeM
RApywenus IIOBPHINAHE, (93BH), TIIOCHT
AUCTIENICHS,
3amnek,
AHOPEKCHA,
CTOMAIIHO
Opa3HeHe,
CYyX0Ta B
y<rara,
HenTHYHA A3BA
Xenamobuauapu YepuoapoOua
i Rapyuenun HEJOCTATHIHOC
T, XETIATHT -
WIH
xeparouenyaap
¢H WIH
XOJIECTATHYEH,
XenaTut
BKITFOYBAMNI
HEKpo3a,
XOJecTa’a
(BKIIOYHTENRO
KbATEHUIIA)
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Creremo- Mpuoro Yeern (21/10 | Hewectn Peaxn MHoro peakn | C HEH3IBeCTHA
OPraHeH KIac qecTH a0 <1/10) (=1/1 000 no (>1/10 000 no (<1/10 000) qecToTa (0T
(=1/10) <1/100) <1/1 000) HATHYHHTE
NAHHH He MOXKE
na 6eae
HAIpaBeHA
OHEeHKa)
Hapywenun na OGpus, Huagopesa, Eputema Crobmasa ce 33
Kodeama u CBPBLXIYBCTBHT | ChpOexK, MyITagopme, CHMIITOMOKOMIII
nooKoNCHama CIIHOCT/AHIHOH | YPTHKAPHA, CHHAPOM Ha EKC, KOHTO MOXE
nroKan €BPOTHYEH anonenua Stevens- I3 BKIIOYBa
OTOK: Johnson, HAKOH WNH
AHTHOHEBPOTHY exchonHaTHBeH BCHYXH OT
€H OTOK Ha DEpMATHT, CNCTHHTE
MMueTo, TOKCHYHa NpOSBH: BHCOKA
KpaHHRunTE, enuyiepMasIHa TEMIIEpaTypa,
YCTHHTE, C3HKA, HEKPOIIH3a, CEpPO3HT,
IJIOTHCA W/ WITH nempuryc, BacCKyJIHT,
TapHHKCA Ca EPUTPONIEpMA MYAIT U/ MHO3HT,
cho0mreHu (B, apTpairus/apTpy
To49Ka 4.4) T, DOJOKHTCHAEH
ANA, nopHineHo
CVYE,
COHHODHIAA H
JIeBKOITATO3A,
Moxe aa
BBb3HMKHAT
obpuB,
¢oTogyBCTBHTEN
HOCT JAW OpYyTH
KOXKHH TPOABH.
Hapywenun na MyckynHu
MYCKyRHO-CKene KpaMIIH
miHama cucmema
u
CveduRUmennam
g nyKan
Hapywenus na Br6peuna Qnurypus
6vbpeuume u nAChYHKIHA,
nureYniime nlpedna
namiia HeOCTaTHYHO
CT,
NPOTCUHYpHA
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CHcremo- MHoro Yeern (21/100 | Hevectn Penxn Mmuoro peaku | C nenspecTHa
OpraHeH kJIac 4ecTH no <1/10) 171000 0 | (21/10000 10 | (<1/10000) | 4ecroTa (o7
(1/10) <1/100) <1/1 000) HANHYHHTE
AAHHH He MoXe
aa 6pae
HanpaBeHA
OLEHKA)
Hapywenus na HUmnorenrnoc | I'naekomacriig
av3npouszeodume T
JARGMa cucmema
i Zspdama
Obuiu AcreHua | YMmopa Obpio
RAPYWIeHUA U HepaneIoKEH
eexmiu na He, BHCOKA
MAcmomo Ha TEMNepaTypa
RPURONCCRIE
Hichedeanun XumepkanueMu | [Topumiena [Tosumienn
#, IOBULTICH KpBBHA ypesA, | CTOHHOCTH Ha
CEPYMEH XHOORATpHEM | 9epHOAPOOCHU
KpPEeaTHHHH 76 EH3IMMH,
MOBHIICHH
CTOHHOCTH Ha
CEpYMHUA
Onmepy OuH —

* B WIMHHYHNTE H3NUTBAHEA 9€CTOTATA HA TE3H B IPYIIATa Ha Nanebo M Te3y B IpYIIATA HA AKTHRHA KOHTPOIA

¢ O¥a CpaBHYMa.

Cnobinasane Ha NIOZJO3VPAHH HEXEIAHH PEaKIHH

CrobutaBaneTo Ha MOKO3MpaHH HeXeNAHN PEaKLHH Cliefl paspeluaBaHe 3a ynorpeda Ha JeKApCTBEHUs
NPOAYKT ¢ BaxHO. ToBa ro3BoNIsEa 1A IPOIBIKH HAGMIOAEHHETO HA CHOTHONIEHHETO NOM3a/PHCK 3a

NEKAPCTBEHMA HPOXYKT. OT MEIMIMHCKHTE CIIELIUAIMCTH ¢¢ M3UCKRA /1a ChOOmABaT BCIKA
TIOI03HPAHA HeXKeNTaHA peakimA upe3 HansnHUTEHa areHIms 110 JleKapeTrara, yi. ,,JJamsan I'pyes”

Ne 8, 1303 Codus, Ten.: +35928903417, yeGeaiir: www.bda.bg.

4.9 Iipemozupane

HMima orpanmveny naHHH 3a npeo3upaxe npu Xopa. Haii-pa>xHUTe CHMITTOMY, CBBP38HH ¢
IPEAO3HPAHE, Ca H3PA3CHA XHIOTOHHMA, 3aI04Balla OK0JIO 6 uaca C/ie] NpHEMaHeTo Ha TabneTKuTe,

€IHOBPEMEHHO ¢ (JI0Ka/1a HA PEHNH-BHIHOTEH3MHOBATA CHCTEMA 1 cTynop. CHMITTOMUTE, CBBP3aHH ¢
npenosupane Aa ACE uHxnburops, Moxke fa BKIIOUBAT LMpKyNaTOpeH LIOK, ENEeKTPOJIHTHH
HapyieHnd, OBOpeyHa HeIOCTATEUHOCT, XUIIEPBEHTATALIMA, TAXHKAPINA, NANTHTAINH, GpaauKapnus,
JaMariBaHe, 0e3NOKOHCTBO U KanuMna. MMa cpobuierms 3a 100 no 200 meTH HO~BHCOKA CePYMHH

HHBA Ha €HaJlanpuiar ¢ien npueMae Ha 300 mg pecriekTieHO 440 mg eHaIANPHI, B CPABHEHHE C

oGHHANHO HAGNIONABAHUTE CIIEH TEPANeBTHYIHO JO3HpaHe.

[IperiopbuHTEenHOTO Jedenue IPH NpeAO3HPAHE € NpHAaraHe Ha HHTPaBeHO3Ha HHGY3HS ¢
H30TOHWYCH (GHIHONOTHYEH Pa3TBOP. AKO BB3HHKHE XHIIOTOMHA, TIAIMEHTET TpAOBA 132 CE MOCTABH B
JIETHANO NOJI0KEHHE. AKO €2 HANHYHH, MHdY3us ¢ anrvoTensuH 11 Wiunm HHTpaBeHO3HA
KaTeXONaMHHK MOke Aa OBAAT OT Mon3a. AKO NPHEMAHETO Ha MPEMAPaTa € CTAHANO CKOPO, B3EMETE

MCPKH, HACOYEHM KBM ¢JINMUHHPAHE Ha CHANANIPHIOBHA ManeaT (Hanp. MOBPBINaHe, CTOMETHE
[IPOMHEKA, NpUCMaHe Ha abcopOeHTH K HaTpues cyadar). Enananpunar moxe aa 652 ’: PYDae
KPBHBOOOPALICHHETO Ype3 XeMOAHAN3a (BxK. TOUKa 4.4). [leiicmeiiksp TepamuaTa e HHxg3Afa
fledeHHe Ha peaucTeHTHa Opamukapnus. JustenuTe nokasatein, cepyMHUTe eleKTHoRTH
KOHUCHTPAUMHTE Ha KpeaTHHHHA Tpabea Ja Gpaar HeNpeKbCHATO NpOCeAsBaHH. :
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5. @APMAKOJOINYHM CBOMCTBA

5.1 @apmakesEEAMAIHE CBocTBa

DapMaxoTepaneBTHYHA rpyna: HHXUWOHTOpH Ha aHI'HOTCH3IUH-KOHBEepTHpalua ¢H3uM, ATC koa:
COPAAD2

PeHUTEK (€HAANIPUIOB MaNieaT) € MaJleaTHa CONl Ha eHANAPII, JepHBaT Ha JiB¢ AMHHOKHMCEITUHH, |-
anasuy 4 L-nponun. ARruoTeHsuH xouseprupanmar ensuM (ACE) e nenmumuiapnentiaasa, KosSTo
KaTaJIn3Hpa KOHBePCHATA HA aHTHOTEeH3MH | 10 nipecopHara cyGetanums anruorensus I1. Cren
abcopbumsTa, CHANANPH Ce XMAPOTMIMUPA 10 eHaJIanpuiaT, KOHT0 HHXUOUpa AHTHOTEH3HH-
KOHBCHTHpaI¥A eH3uM (ACE). Haxubupanero Ha ACE poau A0 HaMalgBaHe Ha TUTa3MEHHs
aHrHOTEH3MH 11, KoeTo Boaw 1o yBenHyaBaHe Ha INasMeHaTa PEeHHHOBA aKTHBHOCT (B pe3yiTar Ha
NpEMaxBaHe HA HeraTHBHATA 00paTHA BPh3Ka Ha PEHHMHOBO OCBOOOXKAABAHE), ¥ HAMAIABAHE Ha
aNJIOCTEPOHOBATA CEKPeLIMA.

ACE e nnentHyex Ha xuuuaasa I, Taka, Peuurek Moske ChILO Na 6nokupa pasrpaxnaHeTo Ha
OpajauMKKHKH, MOILEH BazonenpecopeH menmua. Obave, ponara Ha T03H edekT ua Penurek B
TePaneBTHYHO OTHOILCHHE OCTABA A C€ H3ACHH.

MexaHH3IEM Ha JeiCTRHe

BhipekH ue ce cuHTa, 4e MEXaHH3MBT, ype3 KOHTO PeHHTEeK NOHMKARA KPBBHOTO HANATAHE, €
IThPBHYHO IOTHCKAHE HA PCHHH-aHTHOTEH3HH-AJIOCTEPOHOBATA CHCTeMa, PeRuTex MMa
HTHXUTIEPTEH3UREH €EKT, JOPH IPH NALHCHTH ¢ HHCKO-PEHHHOBA XHIIEPTOHHS.

DapMaKOTHHAMKWYHH ebexTu

lipreM=T Ha PeHnTeK Npy natMeHTH ¢ XMIEPTOHHA BOZH 4O HAMAISBAHE HA KPHBHOTO HAJITaHe,
KAKTO B JICTHATO, Taka ¥ B H3MPaBeHO NMONOXKEHHE Ge3 3HAUNTEITHO YBENHYABAHE HA ChpPAEHHATA
4eCTOTA.

CHMNTOMATHYHATA OPTOCTATHYHA XMIOTOHHA € PAIKA. [IpH HAKOM NAIMENTH OITTHMATHOTO
NOHWKABAHE HA KPBRBHOTO HAJIATAHE MOXKE [1a M3HCKBA NIPOAB/DKUTENHOCT HA TEPAIMATA HAKOJIKO
ceamuun. Bresannoro crmpase Ha Penurex He 61 paGsano aa ce CBEP3Ba € PA3KO YBREIMYABAHE HA
KPBBHOTO HallATaHe.

Edexrusro nuxubnpane Ha ACE axTuBHOCTTa 0GMKHOBEHO HACTENBA 2 1o 4 yaca cnex NepopaieH
NpHEM HA eHHHYHA N03a eHaNanpui. HauanoTo Ha aHTHXHNEPTEH3HBHATA AKTUBHOCT €
HabmoaaBaHO OOHKHOBEHO HA ITEPBHA HAC, C MMKOBO HAMALABAHE HA KPBBHOTO HANAraHe, NOCTHIHATO
4 no 6 uaca cnen npuema. IpoxsiokuTenHocTTa Ha edeKTa 3aBHCH OT no3ata. O6ave, pH
TIPCIIOPBINTEIHATE T03H, AHTHXUIIEPTCHIUBHUAT K XeMOAWHAMHUYEH eeKT ce MOAMbPHKAT Hal-MAIKO
24 4aca.

B xeMoaHHaMHYHH [IPOY'BAHNA Ha NANHCHTH C ©CEHIHAJIHA XHIICPTOHWA, HAMAJIARAHETO Ha
KPBBHOTO HalAraHe € NPHAPYXKEHO OT HAMAIMBAHE HA NepH(EPHATA APTEPHANHA PE3HCTERTHOCT C
YBC/IMYaBaue Ha CBPACTHHA yaapeH 00eM H MAJIKA KIH JTHIICBAINA NMPOMAHA B ChPACHHATA YeCTOTA,
Benenctere npreMa Ha PennTex, MMa yeemMuaBane Ha OB0peuHHd KPBBOTOK, HHBOTO Ha
rnoMepynHara uirpanus € HenpomeneHo. Hama noxasatesncTsa 3a 3a0phiKKa Ha HATPHI HITH BOAA.
Ob6ave, npH NaUHEHTH ¢ HUCKO HUEBO Ha IMOMEpYJIHATa (PHITPALMA [IPENIH JIEUEHHETO, TOBA HHBO
OOHKHOBEHO C€ YBE/IHYABA.

CI€Q NpHEM Ha eHaanpiil e HabJoAAaBaHO HaMaleHHe Ha aAN0YMHHYPHATA H Ha eKC
ypuHaTta Ha IgG 1 o011y GenThK.

16



Korato ce naBa 3aeiH0 ¢ THasunsy JMypeTHiW, ebexThT Ha PeHnTek, Bojel] 10 HAMANABAHE Ha
KPBLBHOTO HaJiAraHe, € Hali-Mallko aquTHeeH. PeHHTEK MOMXeE /Ia HAMATH HIH 3 NPEANasy OT Pa3BHTHE
Ha THASHA-WHAYLHPAHA XHNOKAIMEMHUA.

pu naipenTM CBC CHPACYHA HEAOCTATLYHOCT HA TEPANHS C AHTMTATHMCORH IIMKO3HAN W JHYPETHLH,
JICYCHHETO ¢ NEPOPaICH MM HEDKCKIHOHEH PeHMTek e CBEp3aHO ¢ HaMaBaHe Ha TiepudiepHaTa
PE3UCTEHTHOCT YU KPBEBHOTO Hanaraue. ChpACUHHIT yaapeH 06eM e yBeNHdeH, NOKATO ChPICHHATA
4€CTOTA (0OHHAIHO BHCOKA NPH NALMEHTH ChC ChPIEYHA HEAOCTATHYHOCT) € HAMANCHA.
Benoapo6HOTO KaNKIAPHO HaATaHe ChINo Hamanssa. [1oa00peHH ca QH3HIECKaTa aKTHBHOCT U
TEIECTTA HA ChPACYHA HEOCTATHYHOCT, H3MEPBAHA CTIpAMO KpuTepunTe Ha New York Heart
Association (NYHA). Tezu edexts ca npoahmKWM o BpeMe Ha XpOHWUHATA Teparms.

Ilpy nauveHTy ¢ neka 5o yMEpEHa ChP/IeUHa HEOCTATHIHOCT, eHANANPHII € 3a6aBII POrPECHATA Ha
CBpACYHA AUIATAMA/YTONIEMABAHE H HENOCTATHYHOCT, IOKA3aHO upes peIyKLHATA Ha JIeBOKAMEPHHA
KpaeH IHacTONEH H CHCTONEH 00eM U nogodpenaTta ¢pakuus Ha HITIACKBAHE,

JBoiiHo GnokHpaHe Ha PEHMH-AHTHOTEHIHH-anaocTepoHopaTa cuctema (PAAC)

/lBe ronieMu paHAOMH3MPaHH KOHTPOIMPAHH Mpoyusanis — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymio rio6atHo WanHTBaHE 38
KpaHHH TOYKH Ha TEJIMHACAPTAH, CAMOCTOSTEITHO ¥ B KOMOHHALMS ¢ pamunpii) ¥ VA NEPHRON-D
(KsTHHHYHO poyyBaHe CBBP3aHO ¢ pa3BHTHE Ha HedponaTua npH auabert, NpoReACHO OT
MuHHCTEPCTBO MO BHIIPOCHTE HA BETEPAHUTE) — npoy4sar yrorpetara Ha komOuHaipaTa or ACE
MHXHOHTOP W aHTHOTER3HH II-peuienrmopen Grokep.

ONTARGET e npoy4ease, npoOBeJeHO NPH NaUMEHTH ¢ aHAMHE3A 33 ChPASYHO-CBAOBA WIH
MO3BYIHOCHAOBA GoMecT, WK 3axapeH AnabeT THN 2, NPHAPYKEHH ¢ JAHHH 38 YBpeXKIaHe Ha
edexropru opraii. VA NEPHRON-D e npoyuysare [pd MALMEHTH ChC 3aXapeH AHaber Tun 2 H
AuabeTHa HedponaTHs.

Te3n mpoyuBanus He NOKA3BAT 3Ha4YMM GaronpusTeH edekt BBPXY OBOpeUHHTE H/IWITH CHPAESHHO-
CBAOBHTC NOC/ICAHLHA H CMBPTHOCT, KATO CHLIEBPEMEHHO ¢a HAOIIOZABAHN TTOBHIUECH PHCK OT
XHTICPKATHEMHA, OCTPO YBpe:KAaHe Ha ObOpennTe W HTH XHITOTOHUS B CPaBHEHHE ¢ MOHOTEPaIHATA.
Karo ce umar npexsua cxonHuTe UM $apMaKOAMHAMHYHH CBOHCTES, TE2H PE3YITATH Ca MPHNONKUME
1 3a ipyri ACE HHXuGHTOpH M aHrnoTeHsuH Il-penenroprn Gaokepu.

ACE unxu6uropu u anriorensus Ll-penentopHn 61oxepy clieIOBATENHO He TpAOBa Aa ce U3on3ear
EAHOBPEMEHHO TIPH NIalHEHTH ¢ JHabeTHa HedponaTHs.

ALTITUDE (Knnrwaso npoydsaHe rIpOBEACHO C ATHCKHPEH NPH NATHEHTH ChC 3aXapeH AHa0eT THII
2 ¢ M3NON3BAHE HA CHLPAEYHO-CHAOBY M OhOpeyny 3a6019BaHNS KaTO KpalHu TOYKH) £ NpOYYBaHe,
NPEAHA3HAYEHO Ja H3CIeABa NOJI3aTa OT A00aBIHETO Ha AMCKHPEH KbM CTAHAApTHA Tepanta ¢ ACE
HHXHOUTOP WM aHruoTeH3HH Il-penerrropen 610Kkep PH NALMENTH Che 3axapeH Anaber Tun 2 U
XpoHHYHO 6B0peuno 3aboaaBane, CHLPACYHO-CHAORD 3a60IBaHE WM K IBETE. IIpoyupauneTto e
NPCKPaTeHO NPeXACBPEMEHHO NOPAaH NOBHILCH PHCK OT HeOlaronpuaTHy nocieauu. Kakro
CBPACMHO-CBA0OBATA CMBPT, TaKA H HHCYNTHT €A N0-YSCTH B IPYNaTa Ha ATHCKHPEH, OTKOJIKOTO B
rpynata Ha wianeGo, a NpeAcTaBIABANINTE MHTEPEC HEXETAHH CHOMTHA H CepHO3HY HEKeaHH
CHOMTHA (XMNepKATHEMHS, XHNIOTOHKA 1 6E6peuna mMcPyHKIMA) ce CHOGWIABAT MO-YECTO B rpynara
Ha alTHCKMPEH, OTKOJIKOTO B IPYNATA Ha manedo.
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Knnnnisa edukacHoct v 6ezonacHoct

EnHo MHOTOLIGHTPORO, paHAOMH3HPAHO, TBOMHO CIANO, ane60-KOHTPONMPAHO KIHEUYHO
nanursaHe (SOLVD Prevention trial) u3cnenpa nomynauMa ¢ ACUMITTOMATHYHA JUCPYHKLMA Ha
nasara kamepa (LVEF < 335 %). 4 228 naumenty ca paHfoMu3Hpany Aa nony4yasar Wid rnae6o

(n =2 117) vy enananpns (n = 2 111). 818 nampenty B rpynaTa ha wiane6o ca SuiH ¢h¢ chpAeyHa
HENOCTATEHHOCT WIH ca nouunany (38,6 %) B cparnenue ¢ 630 B rpynara ua edananpun (29,8 %)
(moHKkaBane Ha pucka: 29 %; 95 % CI; 21-36 %; p <0,001). 518 nauuenTy B rpynara Ha mauebo
(24,5 %) u 434 B rpynarta Ha enamanpen (20,6 %) ca nOYHHANH MU ca G XOCIUTAIM3HPAHH
NIopajsiu HOBa WIH BJIOIIABAIIA CE& ChP/IEYHA HEAOCTATHHHOCT (IOHIKARAHE Ha pHcka: 20 %; 95 % CI;
9-30 %; p < 0,001).

EnHO MHOTOLICHTPOBO, PAHAOMH3HPAHO, ABOHHO CAAIIO, NI1auet0-KOHTPOIHPAHO KIHHHYHO
usnuTBane (SOLVD Treatment trial) naciensa nonynamus cbhe cHMITOMATHYHA 3acTONHHA ChpACHHA
HCAOCTATBYHOCT NOPAAH CHCTONHA TUCHYHKIMA (PpaKuus Ha H3T/IackBaHe < 35 %). 2 569 nanueHTH,
NoTyHaBalli KOHBEHLIHOHANHA TEPAITHA 38 ChPACYHA HEAOCTATHYHOCT Ca PAHAOMH3HPAHH Ha
MoTyqaBaT uan mauedo (n = 1 284) unu enananpsn (n = 1 285).

B rpynara na nnane6o 510 ca nounnanu (39,7 %) B CpaBHEeHHE ¢ 452 B rpynara Ha eHalanpuI

(35,2 %) (mommxarane Ha pucka 16 %; 95 % CI, 5-26 %; p = 0,0036). B rpynara Ha mnate6o 461 ca
TMOHHAJIH OT CHPACYHO-CHAOBH 3a00NsBAHKA B CPaBHEHNE ¢ 399 B rpynaTa Ha eHaJIaNpPKA
(moHwkaBaHe Ha pucka 18 %, 95 % CI, 6-28 %, p < 0,002), rnaBHO OT IOHDKABAHE HA CMBPTHOCTTA
[OpajH MpOrpecusHa ChPACYHA HEAOCTAThUHOCT (251 B rpynaTa Ha miaveGo copaMo 209 B rpynara
Ha CHaJIalpHJ1, NOHHKaBaHe Ha pHcka 22 %, 95 % CI, 6-35 %). Ho-Mako nammeHTy ca NOYHHATH
HITH ¢a OMITH XOCTIHTATH3KPARY [OPAAH BAOLIaBAINA CEPACYHA HEAOCTATHYHOCT (736 B I'PymnaTa Ha
I1ane6o 1 613 B rpynara Ha eHananpHI; TIOHIKABAHE Ha PHCKa 26 %; 95 % CI, 18-34 %; p <0,0001).
Karto nio B SOLVD npoy4BaneTo, ipi naumenTs ¢ HcYHKUHMA Ha JsBaTa kamepa, PeHrTex
TMOHWKABA PUCKA OT HH(APKT Ha MEoKapaa ¢ 23 % (95 % CI, 11-34 %; p < 0,001) 1 noHMxkaBa pHcKa
OT XOCHUTANH3AIMA TOPAIH HeCTaOKNHA CTeHokapus ¢ 20 % (95 % CI, 9-29 %; p < 0,001).

[lennaTpruHa nonynaims

Hma orpaHieH onuT ¢ ynorpefaTa Ha eHANANPHIT P NIEAWATPUYHH NALMEHTH ¢ XMIICPTOHHA HA
BB3PAcT > 6 rofuHu. B xnMHEYHO mpoyuBane, BKMOUBAmO 110 MeAHATPHYHHE NALMESHTH ¢
XHOCPTOHHA HA BE3PACT OT 6 0o 16 roguuy ¢ TenecHo Terio > 20 kg v ckopocT Ha rIoMepyJIHaTa
¢urrpauns > 30 ml/min/1,73 m?, nausentHTe ¢ TEmIO < 50 kg ca nonyuasanu 0,625, 2,5 unu 20 mg
CHAIANPHI AHCBHO M NALMCHTHTE ¢ Terno 2 50 kg ca momyuasanu 1,25, 5 wau 40 mg eHananpun
AHeBHO. [IpHeMBT Ha eHATANIPHII BEAHBK JAHEBHO € HAMAIIMI O303aBHCHMO Hali-HHCKHTE CTOMHOCTH
Ha KPHBHOTO HajAraHe. Jl0303aBHCHMHAT AHTHXMUIIEPTEHIUBEH e(PEKT HA SHANATIDHI & G TIPOSBEH
110 CXONEH HAYMH [PH BCHYKH NOArPYNH (BL3PACT, CTENEH no ckanara Ha Tanner, nos, paca). Obaye,
HaH-HUCKHTE H3CMe/IBaHH 103K, 0,625 mg u 1,25 mg, cHOTBeTCTBAIM HA cpenno 0,02 mg/ke
CAHOKPATHO AHEBHO, HE Ca NOKA3aIH CHIIECTBEHA aHTHXUIIEpTeH3HBHA eduxacHocT. MakcumanHaTa
uscnensana noza e 6una 0,58 mg/kg (no 40 mg) ennoxpaTtHo JHEBHO. IIpopursT Ha HexenannTe
JICKaPCTBCHH PCAKIMH MPH ielia He ¢e pa3idyaBa OT TO3M, HAGIOKaBaH [PH BH3PACTHH NALMEHTH.

5.2 PapMaxoKHHETHIHR cBoiicTBa

Abcopbuun
IHepopanuust enananpun ce aGeopGupa 6up20, ¢ MHKOBH CEepPYMHUE KOHHEHTPAIIMH HA €HATIAIpPLIL,

HACThIBANIHA B pAMKUTE Ha MBpBHA Yac. Ha 6a3ara na oTKpHBaHeTO B YpHHAaTa, CTENEHTA Ha
abcopbumMa Ha eHananpun or TaGlneTKHTe e npubaH3aTesTHO 60 %. AGcopbunaTa Ha NEpPOpATHHA
PeHHTeK He Ce BiHMse OT HAMYHETO Ha XPaHa B FACTPOMHTECTHHATHUS TPaKT.

Cnen abcopbupsta, nepopanHHAT eHananpun ce XHAPONH3Hpa OBP30 H €KCTEH3HBHO A0 )i
MOMIEH MHXMOUTOP HA AHFMOTEH3WH KOHBEPTHPAIIHMA eH3uM, [ToNOGHH MHKOBH cepyMKY
KOHHEHTPALlHH Ha CHAJATIPUAAT HACTHIBAT OKOIO 4 yaca Clieq nepopajHaTa 1034 Ha e -. e
eHaNanpwil. EGexTHBHEAT KyMyTaLMOHEH TIOMY)KHBOT Ha SHAATIPIIAT, CJIE MHOFOK atpl v T
HICPOPANICH MpHeM Ha enananpun € 11 vaca. Ipd HHAMBHAM ¢ HopManHa Ob6peuna Gy g v
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CCPYMHHTEC KOHLICHTPALIMY HA CHAJTAIIpHIAT TPH CTALHOHAPHO CHhCTOAHHE Ca AOCTHIHATH CHCH 4 AHH
Ha JICUCHHE.

Pasnpenenenue
CBEp3BaHeTO Ha CHAIANPHWIAT ¢ YOBCIUKATA I171a3Ma HaJd HUBATa Ha KOHLCHTPAIMMTE, KOUTO Ca C

TCPANCBTHYHA 3HAUHMOCT He Haapumara 60 %.

b CHOpMALIS
C manoyeune Ha KOHBEPCHATA B CHAIAIPHIIAT, TUIICBAT JOKA3ATEICTRA 3a 3HAYHTENEH META0OTHIEM
Ha CHAJIATIPHJIA.

EnuMunKpane
OTnensHeTo Ha €HaNANIPHIAT € FIIABHO npe3 Gu6peipare. OCHOBHMTE KOMIIOHEHTH B YpHHATA ca

CHalanpunaT, A34YKMCIABal ce okono 40 % or no3atra, 4 KHTAKTEH eHanarpi (0ko/o 20 %).

bu0peuto yepexane

Excriosuiwisaa Ha eHananpuil 4 eHaNANpHIAT € NOBUILSHA PH TIALMEHTH ¢ brbpeyHa
HEN0CTaTLYHOCT. [1pH nanmeHTH Che cpeaHa 10 yMepeHa G6peyHa HEOCTATEYHOCT (KPeaTHHHHOB
KIHpBHC 40-60 mU/min) AUC na eHananpuiar B CTaIMOHAPHO CHCTOSHHE € MPUOIHANTEIHO ABA DHTH
TO-BHCOKA OTKOJIKOTO MPH NALMEHTH ¢ HOpMaiHa 6u6peyHa GyHKIMS cien OpUIaraHe Ha 5 mg
BEIHB:K AHeBHO. [1py Tewko 656peyuno yepexaane (KpeaTHHHHOB XaupsHc < 30 ml/min), AUC e
YBENU4CHA NPHONM3UTENHO 8-mbTH. EQEKTHEHHAT HOMyKABOT Ha eHAIANIPANIAT Clex MHOTOKPATHO
MpHiiaraHe Ha €HANAMPHIIOB MAeaT € Y ALKEH NPH TOBA HUBO Ha 6E0peuHa HeNOCTATBYHOCT H
BPEMETO 32 IOCTHIAHS HA CTALIMOHAPHO CHCTOAHME € YABDKEeHO (BX. Touka 4.2). EHananpunar Moxe
na Obzie OTCTpaHeH OT KPBBOOOPAIIEHHETO Upe3 XeMOAHATH3A. KpeaTHHHHOBHAT KITMPBHC IPH
auanmsa 62 ml/min.

Jena ¥ rHomu

DapMaKOKHHETHYHO MMPOYYBAHE 38 MHOTOKPATHO TIpANarage € npopeacHo NpH 40 neauaTpHIHM
NALHENTH OT MBXKKH H XKCHCKH TOJT ¢ XMNEPTOHHA Ha BB3PacT OT 2 Mecena A0 < 16 TomauHH cieq
nepopanto npunoxenue Ha 0,07 mo 0,14 mg/kg nHeBHO eHananpunoB manear. HamMa ¢hillecTBeHH
Pa3nHKY BhE (APMAKOKMHETVKATA HA EHANTAIIPUAAT TIPH JCLA B CPABHEHHE C NpeMuecTBALH JaHHHK
npR BE3pacTau. Jlannute nokasear nosvitasane Ha AUC (mpeM3uncasBane Ha 103aTa 33 TEIECHO
TEIJIQ) ¢ YBS/IHYABAHE Ha BB3PACTTA; obaude, He ce nabiionana yBenuuasane Ha AUC, koraro xaHH{Te
Ca NPCH3YHCIICHH 32 TeNleCHA IOBBPXHOCT. B CTAllMOHAPHO CHCTOAHKE, CPEHHAT eEKTUREH
KyMyJallHOHEH TOTY>KHBOT Ha €HANAnpHIar ¢ 14 vaca.

Kvpmene
Criex eqHOKpaTHa Nepopanta 103a oT 20 Mg npH MeT XeH| no BpeMe Ha ClIeApOAMIHMA IIEPHOS,
CPEAHOTO NHKOBO HUBO HA €HATIANPHA B KEpMaTa e 6uio 1,7 pg/l (muanason ot 0,54 1o 5,9 ug/l) B
paMKkHTe Ha 4 30 6 yaca ciieq NpueMa Ha fo3ara. CpeHOTO MHKOBO HHBO Ha CHANAIPAIAT € GHITO

1,7 pg/l (nmanazon or 1,2 10 2,3 pg/l); mukoBeTe ca HACTHIMIM MO PasnHYHO BpeMe npes 24 JacoBHA
nepHox. M3nonsBaiikk NaHHHTE OT NAKOBHTE HUBA B KbPMATA, H3UHCIEHHAT MaKCHMAJIEH npuUeM IpH
CAHO KbPMave, XPAHEHO €IHHCTBEHO ¢ KbpMa, 64 61 okono 0,16 % ot kopurupanara crniopen
TeINO0TO Ha MalKaTa J03a.

/KeHa, koATO & NpHeMana nepopanHo 10 mg eHananpui JHeBHO 3a | 1 Mecena, e HMala NHKOBH HHBA
Ha CHaJ1anpui B KepMata ot 2 ug/l 4 waca ciien npuemMa ¥ MMKOBH HHBA HA eHananpuiat ot 0,75 w/l
okono 9 Haca ciiex nprema. OGIOTO KOMMYECTBO Ha CHATANPHI U €HATANPIIIAT, H3MEPEHO
[10 BpeMe Ha 24 uacoBHA nepuox, € 6Hno 1,44 pg/l u 0,63 pg/l chorsetHo.

HuBara Ha eHaslanpunaT B KppMaTa ca G HENONOBUMH (<0,2 pug/l) 4 vaca cnen nip
CAHOKPATHA ZI033 OT 5 Mg eHANANpHN NpH enHa Makika ¥ 10 mg npu Be Maliku: HABA
He ca OMIIH onpeIe/IeHH.
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5.3 IlpenxnauHvHu NaHuH 38 Ge30NacHOCT

HelTMHAYHATE TaHHH He MOKa3BaT 0COGEH PHCK 32 Xopa Ha 5a3aTa HA KOHBEHLMOHAIHWUTE
(bapMakoloruuHy npoyupanus 3a 6e30NacHOCT, TOKCHYHOCT P MHOT'OKPAaTHO NpHIaraHe,
PEHOTOKCHYHOCT, KapUHMHOICHEH IoTeHIKal. IIpoyupaHnaTa 3a penpoAYKTHRHA TOKCHYHOCT

PEANONAraT, 4€ CHANANPHA HAMA eeKT BBPXY GepTIIATETA M PENPOIYKTHBHATA CIOCOGHOCT PH
ILTEXOBE U HE € TEpaTOreHeH. lipu npoyysane, B KOETO JkeHCKH ILTBXOBE Ca JO3HPaHH NPEIM
YA(TOCBAHE U TIPe3 FeCTALMOHHHS TEPHOI, MO BpeMe Ha JIAKTALNAS Ce MoABARA NIOBHIIEHa YecTOTa Ha
CMDBPT IPU MATIKHTE INTBXO0RE, [10Ka3aHo e,4e CheIuHeHHeTO NpeMHHABa Npe3 INANECHTAaTa i ¢e
CEKPETHPa B MJIAKOTO. IHXHOHTOpHTE Ha AHTHOTEH3HH KOHBEPTHPAILUA SH3UM, KATO KI1ac, He ¢a
MOKa3aJIH (PETOTOKCHYHOCT (MPHYHHABALLY HAPAHABAHE M/HTH CMBPT Ha (eTyca) Koraro ce npuiarar
N0 BpeMe Ha BTOPUA MK TPETHA TPUMECTBD.

6. @OAPMAINEBTAYHM JAHHA

6.1 CnHcbK Ba NOMOIMAEHRTE BemecTsa
HATPHEB XU pOreHKapOoHaT
JIAKTO3a MOHOXKIpAT
HAPEBHYHO HHILIECTE

HUILIECTE, NpeKENaTHHHIHPAHO
YEePBEH XKeNe3eH OKCHIL

JKBJIT XKeNe3eH OKCHA
MAarHe3HEB CTEapaT

6.2 HecnBMECTHMOCTH
Henpunoxamo

6.3 Cpox na roasocrt

30 Mecena

6.4 CHeuRaIHH yC10BHS HA ChXpaHEHHE

Ha ce coxpanssa moa 25°C. JTa ce ChXpaHABa B OPHTHHAJIHATA ONAKOBKA, 34 Ja Ce MpeanasH OT Biara.

6.5 [lamnn 3a onakoBKaTa

PeHuTeK Ce Ipe/utara B alyMHHHEBH GIMCTEpH B OaKOBKH, KOUTO ChIbpkaT 14 1 28 TabneTky.
He Beuukn Bu/10BE ONAKOBKH MOTAT Aa GBIAT ITyCHATH Ha Nasapa.

6.6 Coenmanus npejua3HM MepKH NpH R3XBEpJISHEEe H pafora

HaMa cnenmanHd H3HCKBAHMS.
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7.  TIPHTEXATEJI HA PABPEIIEHMETO 3A YIIOTPEBA
N.V. Organon

Kloosterstraat 6
5349 AB QOss

Hunepnannus

8. HOMEP(A) HA PASPEIIEHHMETO 3A YOHOTPEBA

PervcTpanuonen Homep: 20010652

9. AATA HA ITbPBO PA3PEIIABAHE/NMTOAHOBSABAHE HA PA3ZPEIIEHHETO 3A
YHOTPEBA

Hata Ha mbpBO pa3pemasane: 18 ronn 2001 .

Jlata Ha nocienHo nonHosaeane: 06 okromspu 2011 T,

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

MMATIT
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