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1.  HME HA JJEKAPCTBEHASA IPOAYKT o 0501;2021
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KPATKA XAPAI(TEP]?ICKHKA.HA

JTMPOTOH 5 mg rabnerku
JAUPOTOH 10 mg Tabnerks
JAHUPOTOH 20 mg Tabnerky

DIROTON 5 mg tablets
DIROTON 10 mg tablets
DIROTON 20 mg tablets

2. KAYECTBEH H KOJIHMECTBEH ChCTAB

Bcsaka matinemxa JJupomon 5 mg coanpxa 5,44 mg nususonpun auxuapar (lisinopril
dihydrate)} (cvorsercraw Ha 5,00 mg nuswHonpun (lisinopril)).

Bceaxka ma6nemka Jupomon 10 mg capppka 10,89 mg nusunonpun auxunpar (Zisinopril
dihydrate) (cvorsercrsam Ha 10,00 mg nusunonpun (Jisinopril)).

Besaka mataemra Jupomon 20 mg.cuanpxa 21,77 mg musunonpun xuxunpat (lisinopril
dihydrate) (cvotsercrsaw Ha 20,00 mg nu3unonpun (lisinopril)).

3a NBJIHHA CIIMCHK HA MIOMOIHHTE BelllecTBa, BHAKTE TouKa 6.1,

3. JEKAPCTBEHA ©®OPMA
Tabnetka.

Tabnetkure or § mg ca Gesmw, KPBIIH, ¢ peNedeH nedar 5 BbPXy €IHATA CTPaHA H ¢
JeATENHA MMHKA BPXY Apyrarta. Tabnerkara Moxke aa Gbae pasacicHa Ha JBE PABHH J03H.

Tabnerxure ot 10 mg ca 6enu, kBappathu, ¢ penedieH nedar 10 BppXy eHaTa CTpaHa H C
JCTIHTEHA IHHHA BbPXY Apyrara. TabneTkara Moske aa ObAe pa3aencHa HA ABE PABHH J03H.

Tabnetkure ot 20 mg ca 6enH, neTosreanm, ¢ peneder neyar 20 BpXy eAHATA CTPaHa M C
AeIHTENHA THHAA BBPXy Apyrata. Tabnerkara Moxe /12 Oblie paszie/ieHa Ha IBe PABHH JO3H.

4. KJIHHAYHHA TAHHH
4.1. TepanesTHYHH NOKAIAHAN

Xunepmonus
3a NeveHre Ha XHTICPTOHHA.

Cuvpoevna Hedocmamuvynocm

3a JICYCHHE H& CHMITTOMATHYHA CHEpASYHA HEAOCTATBYHOCT.

- Ocmvp muoxapden undapxm

3a KxpaTKOCpOIHO (6 CeAMHIIH) NeUSHHS HA XEMOAHHAMMTHO CTAOHIHH MaiHe:
Ha ITEpBHTE 24 yaca OT HAYATOTO HA OCTEP MHOKAapAeH HHapKT.

Bvbpeuny yerooicnenun npu duatem




Jleuenne Ha 656peuno 3a6onABane NPH XUNEPTEH3NBHY [ALHEHTH ¢ AHabeT TUN 2 H HAYA/HA
nedponaTus (Bxk. ToIxa 5.1).

4.2. [lo3apoBxa H HAYHH HA NPHJIOKEHEE

Lo3npoeka
Jozata TpaOea Na ce MHAMBHAYAIH3HPA B 3aBHCHMOCT OT NPOQHIIa Ha MalHeHTa K
HNOBHABAHETO HA KPHBHOTO HasATaHe (BK. TO9Ka 4.4).

Xunepmonun
Huporon Moxke a2 ce NpHara Karo MOHOTepanus uiuk B KOMOHHAIMA ¢ AaHTHXHITEPTEH3HBHO

JiedyeHue oT ApyT Kiac (BK. Touka 4.3,4.4,4.5u5.1).

Hauanna doza

[Tpu nanmeHTH ¢ XMNepToHNHs ofHalinaTa npenopsysana no3a ¢ 10 mg, [Tpu DALMEHTH Che
CHJIHO aKTMBHPAHA PEHHH-BHTHOTCH3HH-ANJIOCTEPOHOBA CHCTEMA (110-CHELHATHO ©
PEHOBACKyJIapHa XHIIEPTOHMS, HEJOCTHT Ha COJT W/HIH TETHOCTH, ChPIEYHA JEKOMITEHCAIHA
HJIH TEXKA XUNEPTOHHA) € BE3MOXKHO 1a Bb3HHKHE [IPEKOMEPHO MOHIKABAHE HA KPBBHOTO
HajisraHe cji¢i pHeMa Ha bpeata A03a. [Ipy TakuBa NallMeHTH ¢e NpenopbsIBa HavaTHa
7032 OT 2,5-5 mg K HAYANOTO Ha JleueHHeTo TpsliBa Aa craHe 1o/ Jiekapckl koHTpon. Ilo-
HHCKa HavyanHa [03a € HeoOxoauMa Npy HaiudKe Ha GuOpedHo yBpexxaane (Bx. Tabauua 1
no-7oiy).

Ho3ara ot 2,5 mg moxe ja Gb/ie nonyyeHa upes pasgendHe Ha JlupoTon 5 mg Tabnerxa Ha
IBE NOTIOBUHH.

Iloodvpacawa doza

Obu4aiiHara eeKTHBRa NoTbpxKaina A03a € 20 mg, npunarasa eHokpaTHo AHesHO. 1o
TIPHHIIL, KO JKCTAHHAT TepanesTHIeH edekT He MOXKe Ja C¢ OCTHTHE B NIEPHOA OT 2 10
4 ceaMMIIA Ha ONIPENICICHOTO I030BO HHBO, I03aTa He TpADBa Jla ce MoBMUIABA
NONB/IHHTENHO. MakcHManHaTa 4034, H3MO3BaHa B IPOABDKHTENHH KOHTPOITHPaHH
K/THHWYHH Tpoy4Banud ¢ Guna 8¢ mg/nxenno.

Ilayuenmu, nexysanu ¢ ouypemuyu

CuMrroMaTHIHA XHIMOTOHKA MOXKe 2 BE3HHKHE KaTO CJICACTBHE OT HAYAIOTO Ha TEpalid ¢
upoTton. ToBa € XapaKTepHO I71aBHO 38 [ALAEHTHTE, KOHTO ¢a JIeKyBaHu ¢ AHypeTHiM. [To
Ta3H NpHYHHA Ce NPEnopsaBa NOBHIICHO BHUMAHKE, Thit KATO Te3H NAIlHEHTH MOTAT A3
6BAAT ¢ XMIIOBONEMHA H/HITH HEOCTHT Ha cofl. [1o BBb3MOXKHOCT AHYPETHKET TpaOBa na 6bae
cnpsaH 2 o 3 MM NpeAH HAYaJloTo Ha Tepamuara ¢ JupoToH, I1pH XMNepTOHNTHH MTalHMeHTH,
Ha KOWTO JHYPETHKBT He Moske aa ObJe cnpan, repammsra ¢ JIHpoToH TpAGEa Aa 3anouHe ¢
no3a ot 5 mg. beOpeunara pyHkuns U cepymuns xanuii TpAOBa Aa ce mpoc/ie/IABAaT.
[Mocneapamoro no3upane Ha J{upoToH TpaGBa Aa ce aTalTHPa B 3aBUCHMOCT OT
NOBNIHABAHETO HA KPBBHOTO HaslaraHe. ITpH HeoGX0MHMOCT, THYPETHYIHATA TEPAMHA MOXe Aa
Onae pp3cTanoBeHa (B, To4ka 4.4 1 Touka 4,5).

Adanmupane na oozama npu Gvbpevno yepexcoane
Ho3upoekata NpH namueHTH ¢ 6s6peuHo yepexaane Tpabba Ja ce OCHOBABA Ha
KPeaTHHHHOBHA KJTHPBHC, KaKTO € NoKa3aHo B Tabnuia 1 no-goiy.

Ta6ruya 1 Adanmupane na dozama npu 6vOpeyro yepexcoane

Kpearunnnor kmuprac (ml/min) Hawanua fro3a (mg/nen) ,
IMo-manko ot 10 ml/min (B ToBa yncno 2,5 mg*
MALHEHTH HA NHAIN3A)

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




31 —80 ml/min 5-10mg

* Ilo3vupoBKaTa H/HIIH 9eCTOTATa Ha MpH/Iaraxe TpAOBa Aa Gb/aT aaNTHPaHH B 3aBHCHMOCT
OT MOBJIHABAHE HAa KPHBHOTO HANIAraHe,

Hosara ot 2,5 mg Moxe za Gpe nomyuena upes pasgenste Ha JJapotoH 5 mg Tabnerka Ha
IBE TIONIOBHEH.

Hoszara Moxe na 6ba¢ THTPHpaHa JOKATO CE NOCTHIHE KOHTPOJ Ha KPLBHOTO HAIIATAHE HIIH
J10 MakcHMyM 40 mg qHeBHO.

Xunepmensusrnu neduampuynu nayueHMu Ha ebapacm mexcoy 6-16 200unu
[TpenoprunTEHaTa HaYATHA 1034 € 2,5 mg BeANEK AHEBHO NpH natmeHTH oT 20 1o <50 kg,

H 5 mg BeHBK JHEBHO NpH MalMeHTH >50 kg. Jloanporkara TpaOsa Aa 651 HHAMBHIYATHO
ananTHpaHa 10 MakcHMyM oT 20 mg AHEBHO IIpH NALHEHTH ¢ TeaecHo Tero ot 20 mo <50 kg,
H 40 mg npu natmeHTH >50 kg. Mosu nan 0,61 mg/kg (wim nosede ot 40 mg) He ca
Mpoy4BaHH [PH NEeHaTPUYHU NaumMeHTy (BXK. Touka 5.1).

I[1pu neua ¢ HamaneHa Ox6peyHa QyHKkumA TpAGea fa ce OOMHCIH NO-HHCKA HAYANHA 1033
HJIH MO-BHCOK J030B HHTEPBAJL

Ho3zata ot 2,5 mg Moxe a2 6bae noxy4eHa ypea pasgensnHe Ha J{UpoToH 5 mg TabneTka Ha
IIBE TIONOBHHH.

Copoeyna Hedocmanie YHOCm

IIpH ManmeHTH CHC CHMITOMATHYHA CHP/EUHE HEAOCTATEIHOCT, J{UPOTOH Moxke Aa Hbje
MPUICHKEH KATC AOITHTHUTEHA TEPalTHA KBhM JIEIEHHETO ¢ AWYPETHLIH H KBJIETO €
MOAXOAALIO KBM JIESieHHe ¢ OUTHTaIHC Wik Geta-Grokepu. Jlewenueto ¢ JIHpOTOH MOXeE Ja
6BJe 3aMoYHATO ¢ HavaaHa X034 2,5 mg €AHOKPAaTHO JHEBHO, KaTo TpAOBa Aia e MpUilara rnox
nexapcko HabmoneHwe, 3a Ja ce oNpeaeH HadamHuA edeKT BEPXY KPBBHOTO HaNATaHe.
Ho3sara na {upoton Tpabea a ce NOBHINABA:

. CBC CTBIKH OT He noseve oT 10 mg;

. Ha HHTEPBA/N HE NO-KPAaTKH OT 2 CEIMHLH;

. 10 Hal-BHCOKATa 11033, KOATO NAUHEHTHT MOHACH, [0 MAaKCHMYM 35 mg eJHOKpPaTHO
AHCBHO.

Joaara ot 2,5 mg Moxe ga 6bae nomyveHa apes pasnendse Ha JIHpoToH 5 mg TabneTka Ha
JB€ MOJIOBHHH.

Kopurnpanero Ha fo3aTta TpabBa 1a 6nae chofpa3seHo ¢ KITHHHIHHA OTTOBOP Ha OTACIHHTE
HALMEHTH.

ITpy natMeHTH ¢ BUCOK PUCK OT CHMITTOMATHYHA XHITOTOHHS, HANPHMEP AUHEHTH ¢
HEJIOCTHT Ha COJIH ¢ HWiTH 6€3 XHNOHATPHEMHA, MALHEHTH ¢ XHIIOBOJIEMHS, NALMEHTH
NpHEMALIH HHTCHIHBHO AHYPETHYHO /leueHHe, TpAOBa Aa ¢¢ KOPHIHPAT, KO € BB3MOXKHO,
Te3H ChCTOAHHUA Npeau nevenueTo ¢ [luporoH, Tpadea aa ce npocienssar GpOpedHaTa
(bYHKIMA H CepYMHHTE HUBA Ha Kanuii (BkK. Touka 4.4),

Ocrivp muckapden undapum

MammenTHTe TPAORA Na NOMyYaRaT, KAKTO € MOAXOMAILD, CTAHAAPTHA NPENOPLYHTETHA
Tepanus KaTo TPOMOONHTHYHY AreHTH, acHpHH U Geta-6nokepy. ExHopeMento ¢ JIHpoTOH
MOXe /1a € H3MOJI3Ba HATPABCHO3CH HITH TPaHCASPMATICH TITHLIEPHIOB TPHHHTPAT.

Havanna ooza (nepsume 3 onu cned unghapxm)
Jleaenuero ¢ [lUpOTOH MOXe 13 3aMOYHEe B ITEPBHTE 24 9aca OT HAYAJIOTO HA CHMITTOM
He TpabBa na ce 3ano4Ba JieseHHe, aKO CHCTOJTHOTO KPBBHO HAJATaHE € M0-HUCKO
100 mmHg. ITzprara no3a JIHpoToH € 5 mg, NpHNCKEHA TIEPOPATHO, MOC/IEIB
5 mg cnex 24 gaca, 10 mg cnen 48 vaca u cmen ToBa no 10 mg eqHOXPATHO [TH;
TTauneHTHTE ¢ HUCKO CHCTONHO KpEBHO Harane (120 mmHg win no-HACKO)
TepanHATa WIH Npe3 mbpBuTe 3 JHU cnea uHdapkTa, Tpabsa fAa 6bAAT NeKys




no3a— 2,5 mg riepopanto (Bx. Touka 4.4). B cryuaii Ha yBpexaane Ha Gp0peunata pyHKuHa
(xpeatuHuHOB KNMpBHC <80 ml/min), Hauanxara qo3a Ha JJupoToH TpAORa a C& KOpUrHpa B
3aBMCHMOCT OT KPeaTHHHHOBHA KIHUPBLHC Ha NankeHTa (Bx. Tabnnua 1).

Hosata ot 2,5 mg mMoxe fa 6bA¢ Nomydena ypes pasaenaHe Ha JupoTon 5 mg Tabierka Ha
JBE NOMOBHHH. ,

Ioodwpoicawa do3a

[Monaspxkamara go3a e 10 mg eAHOKpaTHO AHEBHO. AKO C¢ OSBHY XHIOTOHKA {CHCTOTHO
KPBEHO HAJIATAHE MO-HKUCKO WU pasHo Ha 100 mmHg), Moxke na ce 1aBa noAabpKama
AHEBHA 71034 OT 5 Mg H Np# HeoOXOAMMOCT MOXKe 14 CE HAMAH BPEMEHHO 110 2,5 mg. Axo ce
TIOABH IIPOAB/DKHTENHA XHITOTOHHA {CHCTOMHO KPBBHO Hanaraxe no-#ucko ot 90 mm Hg B
NpoakLKeHHe Ha nosede oT 1 9ac), npunoxenuero Ha JIHpoToH TpAGBa fa ce MPeyCTaHOBH.
JleuerneTo TpaGBa ia NPOIBIDKH 6 CEAMHMLM, ClTE]l KOETO NalmenTa TpaGBa na 65ae
npeotieHeH, [TauHeHTHTe, KOWTO PA3BHAT CHMITTOMH Ha ChpAEYHA HEAOCTATHIHOCT, TPAGBA
Ha NpOXBIoKaT neveHneTo ¢ JlupoTon (wx. Touka 4,2).

bvbpewnu yenoxcuenun npu duabem
ITpH XMTIepTeHIHBHH NAUHEHTH ¢ quabeT THIT 2 ¥ HavaTHa HedponaTHa Jo3ara e 10 mg

JIMpOTOH eHOKPATHO KHEBHO, KOATO IIPH HEOGXOAMMOCT MOXKe Aa ce NoBuimH a0 20 mg
€IHOKPATHO AHEBHO, 3a /1a € IOCTHTHE OHACTOIHO aPTEPHAIHO HAIATaHE B CEHANIO
nonoxkenue nox 90 mm Hg.

B ciy4aunre Ha napywena 6s6peuna GyHKims (KpeaTHHUHOB KMpbHC <80 mi/min),
HavanHaTa 5o3a Ha JluporoH Tpabpa na ce KOpHrUpa B 3aBUCHMOCT OT KpeaTHHHHOBHA
KJIMPBHC Ha naumenTa (sx. Tabnuua 1).

Heouampuuna nonyrauus

On#TET NO OTHOINEHHE Ha €HKACHOCT M Ge30ITaCHOCT NPH XHIEPTEHIWBHM AeLa

>6 roAWINHA BE3PACT & OrPAHHYEH H JIHIICEA OMHT [0 OTHOLIEHHE Ha APYry MOKA3AHHA (BXK.
Touka 5.1). JIM3HHONMPHII He ce NMpenopbuBa NpH Aella ¢ APYTH NOKa3aHHA OCBEH XHMIICPTOHHA.
JInzuronpun He ce NpenopBUBa NpH Aelia oA 6-TONHINHA BE3PacT WM MPH ACLA € TEKKO
6n6peqno yepexaane (GFR <30 ml/min/1,73 m?) (mxk. Touka 5.2).

Cmapuecka ep3pacm

B xIHHUYHE IpoyYBaHKA He Gellle YCTAHOBEHA 3aBHCHMA OT Bb3pacTTa IpoMAHA B MpoduIa
Ha Ge30MacHOCT H epHKACHOCT Ha NeKapeTsoTo, Korato ofave HanpeaHanara Be3pact e
CBBP3aHa ¢ HamaneHa 6p6peuna GyHKumA, OpenopbkUTe nocoueHy B Tabnuua 1 Tpabea na ce
H3MONI3BAT 33 OMPENC/AHE HavanHaTa 1o3a Ha Jupoton. Crien ToBa go3ara TpadBa aa Obae
ajalripaHa B 3aBHCHMOCT OT NORIWABAHCTO HA KPBBHOTO HaIATAHE.

Hayuenmu ¢ mpancnaaumupan 6v6pex
HsmMa omMT 1o oTHOIEHHE NPHIOKEHHETO Ha JTH3WHONPHA TIPH NALMEHTH CBC CKOPOLIHA

616peuHa TpancnnanTanms, [Topaxy ToBa, He ce NpenopsYBa JeucHHE ¢ JJHPOTOH.

Hauun Ha npunoxense

Juporon TpaGBa oa ce npunara nepopanHo eAHOKPATHO AHEBHO. KakTo ¥ BCUMKM ApYTH
NeKapcTBa, MPHEMaHH BEAHBX JAHeBHO, JIHPOTOH TpabBa a ce npHema NprOIMIHTENTHO N0
€IIHO H CBIIO BpeMe BeeKH JieH. AGcopOumsTa Ha JIupoToH TabneTKH He ce NOBIHIBa OT
XpanaTa.

4.3. IIpoTHBOmOKA3AHAS

. CBpBXTYBCTBHTEITHOCT KEM AKTHBHOTO BEUICCTBO HITH KBM HAKOE OT NOM
BEUICCTBA, H30POCHH B TOUKa 6.1, WK KbM JPYT'H HHXHOHTOPH HA aHTH
koxpepTHpallHA eH3HAM (ACE nnxuburopn);



. AHaMHe3a 33 aHTHOHEBPOTHYEH OTOK, CBBpP3aH ¢ npeaxoaHo nedenue ¢ ACE
HHXHOHTOpH,
HacsieacTeer My HAWONATHYEH AHTHOHEBPOTHICH OTOK;
BTOpH H TpeTH TPHMECTHDP Ha GpeMeHHOCTTA (BXK. TOUKH 4.4 1 4.6);
KomOunais Ba JJHPOTOH ¢ NleKapcTBa, ChABPAALIY AJIHCKHPEH, IPH NMALHEHTH C
AnabeT HNH ¢ YMEPEHO TEXKKO A0 Texko 6bOpedHo YBpekIaHe
(GFR<60 ml/min/1,73 m?) (px. ToukH 4.5 u 5.1).

. CrirpTeTBama yoTpeba mpH Tepanus cue cakySuTpwi/sancaprad. JIupoToH He Tpabsa
Ia ce 3anoYBa No-paHo oT 36 uaca cnej MocieAHaTa 503a cakyGHTprY/Bancapras (B,
CBINO TO4YKH 4.4 1 4,5),

44. CoenHaNHA NpeIynpeKieHAd 4 NpeANa3nl MEPKH NPH ynoTpeda

CumMnmomamuing Xunomonus

CuMrroMaTH9Ha XHIIOTOHMA ¢ Habmonara pAaKo NPH NALHEHTH ¢ HEYCIIOXHEHA
XunepTosns. 1ipu nanpenTd ¢ XBneproHHs, NpHEMAIIH THIHHONPH:, XHIIOTOHHATA € TI0-
BEPOATHA MTPH NALHEHTH ¢ XHIIOBONEMHA, HATPHMED TTPH JICYEHHE ¢ THYPECTHIH, TPH AHCTA C
OrpaHHYEH TIPHEM Ha COJ, AHAITH3A, AHApHUA WIH NOBpPBINAHE, KITH IIPH NalMEHTH C TEXKA
PeHHH-3aBHCHMa xuneproHus (Bx. To4ka 4.5 M TouKa 4.8). CHMITOMATHYHATA XHMIIOTOHHA CC
uaGoaaBa PH NALMEHTH ChC ChPAEYHA HEAOCTATHYHOCT, ¢ Wiu Ge3 acoumnpasa 6b0peuHa
HEeAoCTAaTRYHOCT. TOBA CHCTOAHME € NO-BEPOATHO Aa Ce NOSABH NPH MAHEHTH ¢ TTO-TEXKa
CTeTeH Chp/Ie9Ha HEJIOCTAThIHOCT, KATO BIHAHME OKa3Ba ynorpedara Ha BHCOKH 03H
OPMMKOBH JHYPETHIH, XHIIOHATPHEMHATA WIH (yHKIHOHanHO 6s0petHo yspexaaue. [Ipn
MAIHEHTH ¢ HOBUIIEH PHCK OT CHMITTOMATHIHA XHIIOTOHHS, 33aMI0YBAHETO Ha JICYCHHETO H
KOPHTHPRHETO Ha J03aTa Tpabsa na 6sae crporo Habmoaaeano. ChINOTO BAXKH H 33
[ALHEHTH ¢ HCXEMHYIHA GONecT Ha ChPLETO HIH MO3BYHO-CH0BA GoNeCT, MpH KOUTO
LIPEKOMEPHOTO MOHIDKABAHE HA KPBBHOTO HAIIATAHE MOXE Jia I0BeIe OO0 WHGApKT Ha
MHOKAP/IA WAH MOIBYHO-CHA0B HHITHIEHT.

Ilpu nosBa Ha XMMOTOHUA, MAHEHTHT TPAGBA Aa ce MOCTABH B JIETHATO MOJIOXKEHHE H 8K0 €
HeoBXOIMMO A4 Ce NPHIOKN KHTPABEHO3HA HHY3HA Ha (u3monoruyeH pasreop. Bpemenen
XHMIIOTOHHYEH OTTOBOP HE € NIPOTHRONIOKA3aHUE 32 AOITHIHHTE/IHH J03H, KOHTO MOTAT Ja
6baaT aaBaHH, 0OUKHOBEHO 6€3 YCIOKHEHHS, LOM KPBBHOTO HANIATAHE CE MOBUILH CIIC/
yBenHYaRaHe obemMa Ha TeUHOCTHTE,

[Ipy HAKOH MALMEHTH CBhC CHPAEIHA HEEOCTATHYHOCT, KOMTO HMAT HOPMAIHO MITH HHCKO
KPBBHO HajlArane, MoXke Jia ce Halmoaasa JOMBbAHUTENTHO TIOHIDKABAHE Ha CHCTEMHOTO
KPBBHO HajAraHe npH npueM Ha JiHpoTon. To3u edekT e npensuauM 4 OOMKHOBEHO HE €
[IPHYMHA 33 TIPEYCTaHOBABAHE HA JIEUEHHeTO. AKO XHINOTOHHATA CTaHEe CHMITTOMATHYHA,
MO2Ke 12 € HeOOXOMMMO MOHHKABAHE HA J03aTa WM NPeKhcBaHe Ha ieveHnero ¢ JIupoTod.

Xunomonus npu ocmup muoxapoen ungapxm
JIvpoToH He Tpa6Ba Aa ce BKIKOYBA B TEpaNHATa Ha TAUMEHTH C OCTHP MHOKapAeH HHbapkT
aKO CHIECTBYBA PHCK 33 Bb3HHKBAHE HA JOITHIIHHTEIHH CEPHO3HH XEMOAMHAMMIHH
YCAONKHEHHA CIIe/l IEYEHHETO ¢ BAa3OAWIATATOp. TOBA ¢a NALMEHTH ChC CHCTOMHO APTePHATHO
Hanarade 100 mmHg Wik no-HACKO WK B KapAHOTeHeH oK. [Ipe3 mepBHTe 3 IHH cien
HH}apkTa no3aTa TpaGBa 1a 6B/1e MOHIDKEHA, AKO CHCTONMYHOTO KpbBHO Hamarane ¢ 120 mm
Hg wnu mo-Hucko. B ciyyaid, ue cicromsoTo Hamarane ¢ 100 mmHg rmm no-HHCKO,
NOATbpKalaTa Ao3a TpAGBa Aa 66 MoHWwKEHa A0 5 mg HITH BPEMEHHO 710 2,5 mg. AKO
XHMITOTOHHATA NEPCHCTHPA (CHCTOMHO KPBBHO HANATAHE MO-HUCKO oT 90 mm Hg B
NpOAL/DKEHHE Ha NoBede oT | Yac), npunokeHHeTo Ha JInpoTon TpaGsa aa ce

Cmeno3a Ha aopmHAma ¥ MUMpaina Kiani/xunepmpopuiuna x




Kakro u apyrure ACE mrxuburopu, TH3uHOIpwI TpabBa la ce mpHaara ¢ BHHMaHHE MpH
MaLHEHTH CBC CTEHO3a KA MUTPaIHATA Kiarna ¥ oOCTpyKIHA Ha H3X04a HA ABaTa KaMepa
KATO a0pTHA CTEHO3a HIH XHNepPTPOPHIHA KapIHOMHOTIATHA.

Hapywena 6vbpeuna dpynxyun

B ciyvante Ha HapyweHa 6s6peuna yHkima (kpeatnusoB KmpsHe <80 ml/min),
HazansaTa J03a Ha JIHpoToH TpAGBa Aa ce KOPUTHpa B 3aBHCHMOCT OT KPeaTHHHHOBHA
KIMPEHC Ha mauueHTa (8. Tabnnua 1 B Touka 4.2) H B 3aBHCHMOCT OT OTTOBOPa Ha MALHEHTA
CTIPAMO JieueHreTo. PyTHHHOTO npociensBaHe Ha CTORHOCTHTE Ha KAJMiA M KPeaTHHHH € 9acT
OT CTAHAAPTHOTO MEJHLIMHCKO 00CTyKBaHE HAa TE3H NAllHEHTH.

[1pn nauHeHTH CBC CHPETHA HEAOCTATEYHOCT, XHIOTOHHA CJIG] HAYAIOTO Ha JIEICHHETO ¢
ACE uHxuOHTOpH MOXE /ia IOBEE IO MTO-HATATHINHO YBpeXKAaHe Ha OnOpedraTa QyHKIuA.
B TakHBa cTyyau e cboGlaBana ocTpa 656pevHa He0CTaTBIHOCT, 0OHKHOBEHO obpaTHMa.

IIpu HAKOH MAIHEHTH C ABYCTPAHHA CTeHO3a Ha GROpedHaTa apTepHs WM CTeHO3a Ha
APTEPHATA HA eIHHCTBEH OBHOPEK, KOKTO ca GHIIH NIeKYBaHH ¢ HHXHOMTOPK HA AaHTHOTEH3HH
KOHESPTUPAIMSA SH3HM, ca HalmoAaBany NOBAINIABAHE HA HABATA B KPbBTA Ha ypesATa w
CepYMHHSA KPEaTHHHH, K0eTO 00HKHOBEHO ¢ 00paTHMO Cliel] IPEKpaTABaHe Ha JIeUeHHETO.
Tosa e ocobeHo BEpPOATHO IPH MALHEHTH ¢ OBOpeuHa HEAOCTATHHHOCT. AKO NMPHCHCTBA CHILO
PEHOBACKY/IApHA XHITEPTOHHS, CHIIECTBYBA MOBHIIEH PHCK OT TEXKA XHIOTOHHS H 6B6peuna
HefocTaThuHOCT. [IpH Te3u naumeHTH NeyeHneTo Tpa6sa Aa 3anoyHe Mo CTPHKTEH
MEIHLHHCKH KOHTPOJI ¢ HUCKH 03K H BHHMATEIHO THTPHpaHe Ha 03aTa. ThH KaTo
JICYEHHETO C mepe'rmm MOXE J1a € nonpunacs[m Q)alcrop 3a Té3H CBhCTOAHHMA, NIPHCMET Ha
JWYpeTHIH TpabBa fa 6bae npeycraHoBeH, a 6n6peunaTa GYHKIHA Ja ce MPOCTIEAABA [PE3
IBPBHTE CEAMHLIH OT HAYANOTC Ha JIEYEHHETO ¢ JIHPOTOH.

HsikoH nalHeHTH ¢ XHIepToHuA Ge3 o9eBHIHO npeaxoxaallc Oe0peuHo BACKYIAPHO
3afonABaHe ca MOJYHMMITH IOBHIIABAHE HA HUBATA HA YPes B KPBBTA K CCPYMHMA KPEaTHHHH,
00OMKHOBEHO MHHHMATHO M ITPEXOAHO, 0COGEHO, KOTATO IHIHHONPH] € NpHIaraH
IHOBPEMEHHO ¢ OUYpeTHK. ToBa € MO-BEpOATHO Aa ce TTOABH TIPH NALMEHTH C NPSAX0AKAALIO
61p0peuno yepexxaane. Moxe a ce HA/TOXH HAMAIABAHE Ha 03aTa H/HWIH CIIHpaHe Ha
JHYPETHKA WHNK JIEYEHHETO C IH3AHOTIPHI.

Cnen ocThp MHOKapAeH HEGApKT, NedcHue ¢ JJHpoToH He TpAOBa Na ce 3a1109Ba nMpH
NAUKEHTH C JOKa3aTeNcTBa 32 6E6pedHa AuchyHKImA, JeHAHPaHAa KaTO KOHICHTPALMA Ha
CepYMHHA KpeaTHHHMH Haaeumasama 177 micromol/l w/Hnu npoTeHHyprs Hal

500 mg/24 yaca. Ako IO Bpeme Ha nedeHe ¢ JUpoToH ce pasere GrOpevHa IHCHYHKIMS
(KOHLIEHTpallHA Ha CEPYMHHUSA KpeaTHMHWH HaJBHINaBaina 265 micromol/] wiH yABOsABaHe
CNIpAMO H3XOAHHTE HHBa), leKapaT TpAGBa na o6ChaM NPeKpaTABaHe Ha JICYCHHETO ¢
Jupotowu.

Cepovxyyscmaumennocny/AHZUOHEGPOMUYEH OMOK
IpH nauWeHTH, NeKyBaHH ¢ HHXMOHTOPH Ha AHIHOTEH3HH KOHBEPTHPAIIHA €HIHM,
BK/TIOYHTENHO H C JIH3HHOTIPHI, PAAKO ce cho0Imara 3a aHrHOHEBPOTHYEH OTOK HA JINLIETO,
KpaHHHLMTE, YCTHHTE, €3HKa, [NIOTHCA H/HIK napHHKca. Toea Moxe Jia ce CTysH [0 BCAKO
BpeMe Ha JieuenneTo. B Takupa ciyqaw, npunosxkenueto Ha JiupotoH Tpabea na 6uae
He3abaBHO NpeyCTAHOBEHO H MAUMEHTRT TpaGBa na Gpae MOAXOAAIIO IEKYBaH H
[IPOCTIEIABAH, 32 /1a CE OCHTYPH HAITRIHO H3YS3BAHE HA CHMITTOMMTE IpeH H3MHCBaHEeTO HA
ramHeHTa. Jlopu B cTydaHTe, KOTATO € 3acerHar caMo e3Hka 0e3 pecniupaTopeH AUCTpec,
MO3KE Aa € HeoOXoAHMO NalHeHTHTe A2 GhAaT NPOTB/DKHTENHO HAOMoOJaBaHH, ThH KATO
JICYEHHETO C RHTHXHCTAMMHH H KOPTHKOCTEPOHAH MOKE 1A CE OKAXKE HEJOCTATh
MHoro pajgko ca croOIaBaHH CMBPTHH CITyYaH, AR/DKAIIH CE Hé AHTHOHCBD
CBBP3aH ¢ JAPHHIeAICH OTOK WIH OTOK Ha e3MKa, [TaiMeHTHTe Che 3aCETHAT €

H/TH JApDHHKC MOTaT Ja MoMyqaT o6cTpYKUKA Ha Bb3OyXOHOCHHTE ITETHINA, @
MALHEHTHTE C AaHAMHE3a 38 XHPYPTHYHA OTICPAIHA HA Bh3IyXOHOCHATE ITHT




cTy4an TpatBa BeZHATA Ja CE MPHIIOKH CTIEIIHO JedeHHe. ToBa nevenHHe MOXKe Ja BKII09Ba
TIPHIIOKEHHE Ha AXPEHATTHH H/HIIH NOANBPIKAHE NPOXOJUMOCTTA Ha JHXATEIHHTE METHINA.
[MaimenTrTe Tpa6Ba Aa OBAAT NOJ CTPHKTHO JNEKAPCKO HAOIOAEHHE 10 ITBJIHO H FIOCTOSHHO
OT3BYYABaHE Ha CHMITTOMHTE,

HuxuburopHTe Ha aHTHOTEH3HH KOHBEPTHPALTHA eH3HM NPHIHHABAT AHTHOHEBPOTIHEH OTOK
€ MO-TONIAMA YECTOTA NP YEPHOKOMKH MALMEHTH, OTKOJKOTO NPH HEYCPHOKOXKH MALMCHTH.
TMaumenTHTe ¢ aHaMHE32 38 AHTHOHEBPOTHYEH OTOK, HeCBBp3aH ¢ Tepanus ¢ ACE
HHXMOHTOPH, MOJXKE 1a ca ¢ NOBHINEH PHCK OT Pa3BHTHE HAa AHTHOHEBPOTHYEH OTOK, AOKATO
npuemat ACE HHxHOHTOpH (BK. TOUKa 4.3).

Csnererramara yrotpeba Ha ACE uuxuburopu che cakyOHTpHI/BasicapTaH €
NPOTHBOMOKA3aHA IOpajH MOBHINEH PHCK OT aHTHOeeM. JledeHue cuc
cakyOuTp/BasicapTaH He TpAGBa 1a ce 3amoyBa Mo-paHo ot 36 yaca clejl mocneaHaTa jo3a
nu3uHONpHA. JleweHne ¢ NU3HHONMPH He TpPAGRA Na ce 3anmodBa No-paHo T 36 Haca cliex
niocne/iHaTa 03a cakybUTpT/BancapTaH (BK. ToukH 4.3 u 4.5).

CwmeTcTBamaTa ynoTpeSa Ha ACE uaxuburopH ¢ pauekagorpun, mTOR nHxu6HTOpH
(Hanp. CHPOITHMYC, EBEPOITAMYC, TEM3HPOITAMYC) H BIIIATTHIITHH MOXE Ja AOBEAE 10
TIOBMIIIEH PHCK OT AHTHOEAEM (HANpP. OTOK HA AHXATE/IHUTE ITBTHINA HIH €3HKA, ChC WiH Ge3
HApPYUICHHWE HA JHIIAHETO) (BiK. TodKa 4.5). Heobxomumo ¢ na ce nogXoaH ¢ fIOBHINEHO
BHHMaHWE, KOraTo Ce 3aMoYBa JNedeHHe ¢ pauekanoTpan, mTOR HHXHOHTOPH H
BHJLIAITUOTHH NPY NalHEHT, Koifto Beve npueMa ACE uHxubHTOPp.

Anadunaxmoudnu peaxyuy npu nayuenmu Ha XeMoOUAU3Q

HMa crobuieHnd 3a cJTydaH Ha aHaQHIAXTOHAHA PeaKilHH TTPH MALHEHTH Ha AHAIH3A ¢
BHCOKOITPOIYCKITHBK MeMOpanu (Hanp. “AN69™), nexysanH eqHospeMenHo ¢ ACE
vxu6urop. [Ipy Tean naupesTn TpaGea aa ce ofenan ynorpebara na Apyr THN MemGpaHa 3a
AHaJIH3a WK Ha aHTHXMTIEPTEH3HBHH CPeCTBa OT APYT Kiac.

Anadunaxmoudnu peaxyuu no speme na agepesa ¢ AUNONPOMEURU C HUCKA RTLMHOCT
(LDL-agepesa)

Ipu naumenTy, noryuasamy ACE HHxHGHTOp No Bpeme Ha adepesa © JIMMONPOTCHHH C
Hucka nmusTHOCT (LDL-adepesa) ¢ nexctpan cyndar, paako MOraT Ja BBIHHKHAT
’KHBOTO3ACTpAIIABALIH aHAhMIAKTOMAHK peakimy. Tesn peakiuy MoraT na 6paaT H30erHaTH
kato nevennero ¢ ACE nmixubuTop BpeMeHHO ce MPEKpaTH NpenH Beaka adepesa.

Hecencubunusauus

Tpn nauvenTy, nonydasamyu ACE MHXHGUTOPH 10 BpeMe Ha JieleHHe 3a JeCeHCHOWTu3auns
(Hamnp. hymenoptera venom), MOTaT Jia CE TIOABAT NOCTOSHHH aHa(HIAKTOHIHH peaklHH,
Tean peakuun Morar Aa 6saat n3bernatu karo Nedennero ¢ ACE HHXHOHTOPH BPEMCHHO €&
NPEKPaTH, HO T€ MOraT /1a Ce MOABAT OTHORO NP HEBHMMATETHA NOBTOPHA yrioTpeba Ha

JIEKAPCTBEHHS TPOIYKT.

Yepnodpobua nedocmamvunocm
MpHoro pagko, ACE HEXHOHUTOpHTE Ce acoLMUpaT Che CHHIPOM, YHATO MEPBOHAYAIHA H3ABA

€ XONIECTATHYHA XKBITEHHIIA H IIPorpecupa 10 GyIMHHAHTHA HeKpo3a H (TOHAKOra) CMBPT.
MexaHH3IMET Ha TO3H CHHIAPOM He e HaacHeH. [lanmuenTHTe, npHeMaiy JJUpOTOH, KOHTO
TOMyHaT XKBATEHHLA WITH HIPA3EHO NIOKAYBaHe Ha YepHopobHITe eH3HMH TpaGBa fa
NpeKpaTAT NpHema Ha JIHpOTOH U a 6BAaT NOAXOAAIIO MPOCTIENCHH OT JICKap.

Heymponenus/Asparnyroyumosa
HeyTponenns/arpaHynotmrosa, TpoMGOLMTONEHAS M aHEMHA ca chobLIaBaHu
npuemamd ACE urxuburopu. [Tpu naumenTH ¢ HopManHa 6b6peuna Gpynkims
YCIOKHABAIH (PAKTOPH, PAAKO ¢¢ mosBApa HeyTponenns Heyrponexusara B
arpaHynouMTOo3aTa ca obpaTtumMu ciell npekpatssane npuema Ha ACE uHxHO




Tps0Ba fia Ce K3M0/13Ba ¢ NOBHIICHO BHHMAHHE [IPH NALMEHTH C KOJIAreHHO BaCKy/apHO
3abonsABpane, HMyHOCYNPECHBHA TEPAMNS, JIEUEHAE ¢ ATOIYPHHON WIH NPOKAHHAMMIL, HITH
KOMOMHALIAA OT Te3H YCIOXKHABAILH GAKTOPH H 0COOEHO NPH CHINECTRYBAIUO MPETH
yBpexaaHe Ha Op0peunara ¢pyHkma. Hikou OT Te3n nanHeHTH pa3BHUBAT CEPHO3AH
HH(}EKIHH, KOHTO B MaTeK Gpoii ClrydaM He OTTOBApAT HA HHTEH3HBHA aHTHOHOTHIHR
Tepanud. Ako JIAPOTOH ce HANOM3BA OT TAKHBA MALMEHTH, CE NPENOPHYRa NEPHOAMUEH
MOHHTOPHHT Ha OpoA Ha JISBKOLIMTHTE W Ha NatMenTHre Tpabsa aa vM 6bae Ka3aHO 1a
cHo6IIaBAT 3a BCEKH NPH3HAK Ha HHpexIwa,

[eotinag 6roxada na penun-anzuomen3un-andecmeporoeama cucmema (RAAS)

Hma panHK, ye equoBpeMeHHaTa ynorpeba Ha ACE uHxubuTopH, anrnotensux I1-
petienTopHH OOKEPH HIH THCKAPEH NOBHLIABA PHCKA OT XHITOTOHHA, XHIIEPKATHEMHA H
HamanABaHe Ha 6B6pevunara GyHxima (BKmounTenHo octpa Gb6pedrHa HeAOCTaTEIHOCT).
Hopamu ToBa He ce npenoprsBa ABoiiHO 6nokupane Ha PAAC upes xomGunmupaHaTa
yuorpe6a ka ACE urxuGuropu, anrunorensus Il-penenrtoprn Snoxepy win anuckKHpeH (Bx.
ToukH 4.5 1 5.1).

AKo ce TIpelieHH, 9¢ TepanusTa ¢ ABoiiHo Gnokupare e abcomoTHO HeoGxonmMa, ToBa TpAGBa
Aa cTasa CaMo noj HaGMOAEHHETO Ha CIIEHAIHCT U NPH 9€CTO BHUMATETHO MOHHTOPHpaHE
Ha 6B0pedHaTa HYHKLMA, EIEKTPOSIMTHTE ¥ KPBBHOTO HAJISraHe.

ACE urxuburops H anrHotensnH Il-penenropau 6nokepH He TpsGBa na ce H3NOASBAT
€IHOBPEMEHHO ITPH NauMeHTH ¢ AuabeTHa HepponaTHA.

Paca

HuxuOUTOpPHTE Ha aHTHOTEH3HH KOHBEPTHPAINMS SH3UM [IPHIHHABAT [10-BUCOK PHCK OT
AHTHOCAEM NP YEPHOKOXKH MALMEHTH, OTKOMKOTO NPH HEYEPHOKOXKH MAIHEHTH,
Kaxro npu apyrure ACE uaxuburopu, JIHpoToH Moxe Aa okaxke no-cnab edexr 3a
MOHIKABAHE HA KPHBHOTO HAJIATAHE MPH Y€PHOKOXKH MAIMEHTH, OTKOAKOTO MPH
HEYEePHOKOKH IALHEHTH, BEPOATHO NOpajM NpeBalHpaHe HA NO-HUCHK PEHHH MPH
XHTICPTEH3HBHA YEPHOKOXKa MOMy./TaluA.

Kawnuna

Hima cpobLeHuA 3a kauuHna no ppeme Ha neveHne ¢ ACE nHxubuTopu. XapakrepHo 3a
KalIJTHLATA €, 9¢ TA € HeNpOAYKTHBHA, NPOXBIDKHTENHA H MPEeMHHaBa ¢ic]l CIIHpaHe Ha
negenreto. Kamuuna, maayumpana or ACE nHxuGuropn, TpAOBa BHHATH 13 ¢ HMA TIPEIBHI
K4aTO 4acT OT AuepeHIHANHATA AUArHO3a HA KALLUTHLATA.

Xupypzus/anecmezun

ITpn narMeHTH, NOUIEKALIH Ha ro/IAMa XHPYPradHa Onepaliid HITH 10 BpEME HA aHECTE3HA
CBhC CPEACTBA, NPEANIBAKBAINH XHIOTOHHA, JIH3HHOIIPHIT MOKe 1a O7I0KHpa BTOPHYHOTO
oOpaiysaHe Ha aHTHoTeH3un I cien koMmeHcaTopHo ocBoOOKNABAHE HA POHUH. AKO C&
NOSABH XHINOTOHHA H C€ CUHTA, Y€ TH C€ JABJDKH Ha TO3H MEXaHHIbM, TOBA MOXe Aa Obze
KOPHIHpaHO 9pe3 BITHBAHE HA TEYHOCTH.

Xunepranyems
ACE uaxpOHTOpHTE MOTaT 1a NPSAHIBUKAT XHNEPKAITHEMHAN, Thil KATO HHXHOHpaT

ocsoGoxknaBaneTo Ha anpoctepoH. EQexTsT 06HKHOBEHO HE € SHAYHTENCH NPH NALMEHTH C
HopManHa 6b6pedna gyHkuma. O6ade npu naupeHTH ¢ HapymeHa 6s6pevHa QyHKIMA,
3axapeH AHaleT WK MpH NaLHeHTH NPHEMALTH XPAHHUTEHH A00aBKH, ChIbPKATIH KANHH
(BKTIOUHTENHO 3aMECTHTENH Ha COJITa), KAMKH-CHXpaHABAIH AHYPETHIH (Harp.
CTNHPOHOJIAKTOH, TPHAMTEPEH HIH aMWJIOPHA), KAKTO H TAKHBA MALUHCHTH npueMaul ...
JIEK4apcTBa, KOHTO MOBHINABAT CEPYMHHA Kanuil (Harp. XenapHH, TPHMETONPHM
KOMOMHALMATA TPUMETONPHM/CYIhaMeTOKCa30/1, H3BECTEH ChUIYO KATO KO-TP
0coBeHO aHTATOHHUCTH Ha ANIOCTEPOHA HIIH aHTHOTEH3HH-PELISTTOPHH OJIOK!
BB3HHKHE XHTIEPKaNUeMua. AKO €AHOBPEMEHHOTO H3TION3BaHe Ha [10-TOPE 1T




CPeICTBa C& CIHTA 34 YMECTHO, C€ MPEnopLYBa peoBHO MpocieAiBaHe HHBaTa Ha CepyMeH
Kanwii 1 6x0peunara pyurrnns (BXK. Touka 4.5).

Huabemuyu

[TpH maupenTH, KOHTO MPOBEHKAAT ieueHHe C NEPOPATTHY AHTHAHAOCTHH CPEACTBA HIH
HHCYIIHH, TPA0Ba N1a Ce OCHINECTBAB2 Pe/IOBEH MIMKEMHYEH KOHTPOJ 110 BpeMe HA ITBPBHS
mecel or nedenneTo ¢ ACE uHXuOHTOp (BK. TOUKa 4.5).

JTumuii
Karo wsno kom6ruAaumsTa ot nHTHiA 1 JHPOTOH He ce npenopbyBa (Bk. To4ka 4.5).

bpemennocm

He ce npenopbusa ynotpebara Ha ACE unxubrropu o Bpeme Ha 6pemernoct. B ciyqamure,
xoraro tepanuata ¢ ACE HHXMOHTOpH ¢ HaoXKHTENIHA, MAUMEHTKHTE IUIaHHPAUIH 12
3abpeMenedT TpAGRA J1a PEMHHAT Ha ATTEPHATHBHO AHTHXMIICPTEHIHBHO JIEYEHHE, KOETO € C
yCTaHOBEH Npodu Ha GezonacHocT no Bpeme Ha 6peMeHHocT. Korarto c¢ yCTaHOBH
GpemenHocT, neuennero ¢ ACE naxuGuropn Tpa6Ba 1a ce npexpaTH He3aDaBHO U aKO ©
HeobX0mMMO a ce MpeMHAe KBM alTepHaTHBHA Tepamus (BxK. ToUkH 4.3 1 4.6).

4.5.  B3ammopelicTBHE ¢ IPYrd j1eKApCTBEHE NPOAYKTH H APYrA $OpPMH HA
B3aHMojelicTBRE

Armixunepmensushu cpedcmeq
KomOuHHpaHeTo Ha TH3HHOMPWI ¢ APYTH aHTHXHIEPTCH3UBHHA cpe/IcTBa (HANp. TIIHIEPHIOB

TPMHHTPAT, APYTH HUTPATH KJIH APYTH Ba3OMHIATATOPH) MOXeE /ia IOBeAe A0 AOMBIHHTENHO
NOHMKABAHE HA KPbBHOTO HAAAHE,

JlaHHH OT KIIHHHYHH ITPOyYBaHHA MTOKA3BaT, Y€ ABOHHOTO GiioKHpaHe Ha PEeHHH-
AHTHOTEH3HH-AINOCTepoHOBaTA CHeTeMa (PAAC) ape3 komGrHupanaTa ynorpeba Ha ACE
HHXHOHTOpH, aHrnoTeH3uH I1-peuenrropHH GI0KEPH WIH ANHCKHPEH ce CBHP3Ba C MO-BHCOKA
9ecToTa Ha HeXXeNaHH cbOHTHA, KaTo HANPHMED XHNOTOHHA, XHNEePKAIHEMH H HAManABaHe
Ha 6p0pedHara ¢yHKIHA (BKTIOFHTENHO ocTpa OhOpedHa HeIOCTATHIHOCT), B CPABHEHHE C
ynorpefara camo Ha €1HO CpeICTBO, AeiicTBawo BepXy PAAC (Bx. Touku 4.3, 4.4 1 5.1).

Jlexapcmeenu npodykmu, Koumo moeam 0@ NoSUNIAM DUCKA OM GH2Uoedem
CrobrerBamara ynorpeba Ha ACE HHXMOHTOPH ¢be caKySHTPHI/BANICAPTaH €

TIPOTHBOMOKA3AHA, Thi{ KATO TOBA MOBHINABA PHCKA OT aHTMOEeM (BX. Touka 4.3 1 4.4).
Ceowreramara ynorpeba ¢ ACE uaxuGuropy: mHxuOHTOpH Ha panaMuumnH (mTOR)
(HanpuMep TeMCHPONHUMYC, CHPOTHMYC, €BEPOIUMYC) HITH HHXHOWTOPH Ha HEYTpanHa
engonentiaasa (NEP) (Hanp. peuexagoTpwn) WiH ThKaHEH IL1a3MHHOTCHEH aKTHBATOP, WIH
BH/IARTTHITTHH MOXe & AOBelE 10 NOBHINEH PHCK OT aHTHOAeM (BX. TovKa 4.4).

emu

Koraro ce npubask 1MypeTHK KbM JeUeHHETO Ha NAIMEHT, NpHeMaill TH3HHOTIPHIL,
AHTHXHNIEPTEHIUBHUAT €(eKT OOMKHOBEHO € aTHTHBEH.

INauuenTHTE, KOMTO Bede ca Ha Tepans ¢ UYPETHLH H 0coGeHo Te3H OT TAX, KOHTO OTCKOPO
NpHEMAT JHYPETHITH, MOraT IOHAKOTA Jia MOJTySaT 3HAYHTETHO NOHIKABAHE HA KPBBHOTO
HAJIATaHe TIPH BKTIOYBAHETO HA JIM3HHONIPHII B TEPANHATa. BeposTHOCTTAa OT CHMITOMATHYHA
XHIOTOHHA MPH JICUSHHE ¢ IM3HHOMPHNI MoXe Na OB/je cBeieHa 10 MHHUMYM 4pe3
NpeycTaHOBABaHe NIPHeMa Ha QNyPeTHK NpeaH HAJanoTo Ha TepanHaTa ¢ JJHPOTOH (B 2

TouKa 4.2 1 4.4), 7~ \enis
/4
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Bbrpekn qe cepyMHHAT Kanui 00HKHOBEHO OCTABA B PAMKHTE Ha HOPMAIHHTE IPAHULIM, TIPH
HAKOH TTALMEHTH, JIEKyBaHH ¢ IM3HHONPHT, MOJKE [Ia Bb3HHKHE XATepKanneMusd. Ynorpebara
Ha KAJTHI-ChXPaHABAIIA AHYPETHIH (HalIp. CIIHPOHOIAKTOH, TPHaMTEPEH HITH aMIIIOPH]),
XpaHHTETHH JOOABKH WIH ChABPIKAIIA KaJIH WIH Kamuii-ChIBpKaliH 3aMECTHTENH Ha COJITa
MO A IOBEAE [0 3HAYHTENIHO NOBHINCHHE HA CEPYMHHSA KaJlnii, 0COOEHO NPH NAHEHTH ¢
HapyeHa 6e0peyna dyskuna. Tpabsa cbuio fa ce BHHMAaBa, KOraTo TH3HHOTIPHI C€
Npuiara THOBPEMEHHO C APYTH CPEACTRA, KOHTO MOBHINABAT CEpYMHMA KaHH, KATO HATIP.
TPHMETOMNPHM H KO-TPHMOKCA30/ (TPUMETONPHM/CyidaMeToKCaz0m), Thil KaTO € H3BECTHO,
Ye TPUMETOMNPHM AEHCTBA KATO KaINii-ChXPAHABALL THYPETHK NMoA0GHO Ha AMHIIOPHA.
[Topanu TOBa He ce MpencprYBa KOMGHHAPAHETO HA JIH3WHONPWI ¢ FOPECTIOMEHATHTE
JigKapcTBa. AKO € NMOKazaHa ChITHICTBAINA ynoTpeba, Te TpaOBa Aa Ce H3MON3BAT ¢ NOBHINICHO
BHHMaHHE H TIPA 9€CTO NMPOCHEAIBaHe Ha CEPyMHMA KATHH(BXK. Toka 4.4).

I{uxnocnopun: Tlpu cembrerBaina ynorpeta Ha ACE HHXHOMTOPH ¢ LIMKAOCTOPHH MOXKe Ia
BB3IHHKHE XHnepkanneMua. [Ipenoprysa ce mpocneadsane Ha CepyMHHA KaTHI,

Xenapun: IIpu cerrereTBaima ynorpe6a Ha ACE WHXUOHTOPH ¢ XellapHH MOJKE A2 Bb3HHKHE
xunepkanuemns. [Ipenoprusa ce npocieBaHe HA CEPYMHHA KTHH.

Ako [IMpoToH ce npHeMa ¢ Kanuii-HECHXpaHABAI JUYPETHK, ANYpPETHIHO HHAYLMpPaHATa
XHINOKATHEMHAA MOXE JIa ¢¢ HaMaJIH,

Jumuii

O6paTHMO TIOBHIIIABAHE HA CEPYMHUTE JIMTHEBH KOHLIEHTPALMH H TOKCHIHOCT 65Xa
JOKJIaJBAHY 110 BpeMe Ha €ZHOBPEeMEHHO npunarase Ha MuTeii ¢ ACE HHXHOHTODH.
Ycenopennara ynorpefa HA THA3WAHW AHYPETHIIH MOXE Ja TIOBHIIH PHCKA OT THTHEBA
TOKCHYHOCT H jia 1 yBenwH npH ynorpeba na ACE naxuGuropu. Ynorpebata Ha JlupoToH ¢
nUTHI He ce MpenopbYBa, HO KO TOBA € HAJIOKHTENHO, CEpyMHHTE HHBa Ha JTHTHH Tpabea fa
OnAaT BHUMATENHO npocneaaBasy (Bx. Toqka 4.4).

Hecmepoudnu npomusosvsnarumenny cpedcmea (HCIIBC) & moea Yucao

QUEMUNCARNYWIOEA KUCENUnd >3 g/0en

Koraro ACE uHxuGHTOopH ce npHIaraT ¢ JHOBPEMEHHO ¢ HECTEPOHIHH
NPOTHBOBB3NAIHTETHH CPEICTRA (T.€. alleTHICATHIIMIOBA KHCEIHHA TIPH
MPOTHBOBB3AIIHTEITHH CX€MH Ha nprutarane, COX-2 HAXHOHTOPH W HECENEKTHBHH
HCTIBC), Moxe na ce HaOmozapa oTciabBaHe Ha AaHTHXHIEPTEH3WBHAA 6(EKT.
Ennospemennara ynorpeta Ha ACE uHxuGuropu n HCIIBC Mosxe fa A0BeAE A0 MOBHINCH
PHCK OT BIOIapaHe Ha 6x0pevHaTa GyHKIMA, BKIIOMHTEHO B3MOXHA ocTpa O50pedna
HEeJOCTATHYHOCT, M IO MOBHINEHHE Ha CePYMHHA KallHH, 0co6eHO NPH NMALHEHTH C
NpeIIecTRAmO HapylenHe Ha 0p0peunara pynkipa. Tesu edexTn 0OHKHOBEHO ca
obpatumu. KomGunauuara Tpabea qa ce npumara BHUMAaTENHO, 0CO0EHO TIPH IAIMEHTH B
cTapyecka B3pact. [laueHTHTe TpA6Ba Aa ce XHAPATHPAT aieKBaTHO H Tpabba 1a ce
TIOMHCITH 3a NpociielapaHe Ha 6B0peaHaTa GyHKINA Clie/] 3aM0UBaHe Ha ¢THOBPEMSHHATA
TepanHa H NEPHOTHIHO CJIEA TOBA.

Jnamo

HUTpHTOMAHA peaKuH (CHMITTOMH Ha Ba30AMNAaTalHsA, BKIIOYHTETHO 3a4epBABaHe, rajicHe,
3aMAAHOCT M XHTIOTOHHA, KOHTO MOTAT Ja ObAaT MHOTO TEXKKH) e HIDKEKITHOHHO
TIPHJIAraHe Ha 31aTo (Hanp. HATPHUEB AYPOTHOMAIAT) Ca JOKJIaABAHH I10-9€CTO IPH MALHSHTH
npueMami ACE uxHxuburop.

Tpuyuxcnuunu aumudenpecanmu/Aumuncuxomuyuw/Anecmemuyuy

EnnoppemeHHaTa ynorpe6a Ha M3BECTHH AHSCTETHIH, TPHLMKITHYHH AHTH/IE
agTHncHXxoTHIM ¢ ACE HHxubHTOpH MOXe Ja A0Bee I0 NOHMKABAHE HA KPBBH
HaNAraHe B NMO-BHCOKA CTeNEH (BkK.TouKa 4.4),

CumnamuxoMumemuyu



CHMNIaTHXOMHMETHIINTE MOTaT Jia peyLMpaT aHTHXHNepTeH3HBANTE edextd Ha ACE
HHXHOHTOpHTE.

Aumuduabemnu nexapcmsenu RPOOYKmy

JIaHHATE OT EMUAEMHOIOTHIHH IPOYYBAKHS NPEANONArar, 9¢ eIHOBpeMEeHHATa yroTpe0a Ha
ACE uHXHO6HTOPH H aHTHIHaOETHH IEKAPCTBEHH NPOAYKTH (MHCYITHHH, OpaIHH
XHITOTITHKEMHYHH areHTH) MOTAT JOITBITHUTEITHO Ja NIOHIDKAT HUBATa Ha [MII0K03a B KPBBTA ©
PHCK OT xunormukeMus. To3u ¢eHOMEH € Mo-XapakTepeH 3a ITEPBHTE CEAMMIM OT
KOMOHHHPAHOTO JIeYeHHe M 3a ITalMeHTH ¢ 6L6peuHo yBpexaaHe.

Ayemuncaruyunoea Kuceaura, mpombonrumuyuy, bema-Onoxepu, Humpamu
JHpoToH Moxke aa Hbae NprUaara ycniopeaHo ¢ aueTHICATHIMIOBa KHCETHHA (B
KapAHONOTHYHH 03K}, TpoMOOIHTHIH, GeTa-ONnoKepH 1 HHTPATH.

4.6. DeprannTer, GpeMeHAOCT H KbPMeHE

Bpemennoct

Vnorpe6ara Ha ACE HEXHOHTOPH He Ce PENOPLYBA IO BPEME Ha THPBHA TPHMECTHP Ha
OpemenHOCTTa (BiK. TOWKa 4.4). YrioTpeSata Ha ACE HHXHOHTOpDH € NPOTUBONIOKA3aHA TTPe3
BTOPHA H TPETHA TPHMECTHP Ha GpeMeHHOCTTA (BXK. TOUKH 4.3 1 4.4).

EnuaeMHOTOrHIHUTE AOKA3ATE/ICTBA 110 OTHOLIEHHE PHCKA OT TEPATOreHHOCT, B pe3yJITar oT
ynotpebata Ha ACE muxu6HTOpH, N0 BpeMe Ha TEPBMA TPHMECTHp Ha OPeMEHHOCTTA He ¢a
y6enuTenHn; BENpeKH ToBa c1abo MOBMINEHHE HA PUCKA He MOXe Jia ce H3KMoYH. OCBeH ako
NpoAB/KHTENHaTA Tepania ¢ ACE HHXHOHWTOp He ce CHHTA 3 XKH3HCHO Ba)KHA,
NMaUMEHTKHTE, IUTaHHpaiH OpeMeHHOCT TpAGRA a MpeMHHAT Ha ATTEPHATHBHO
AHTHXHIECPTEH3HBHO JICYEHHE, KOETO € ¢ JoKa3aK npodmi Ha 6e300aCHOCT O BpeMe Ha
GpeMeHHOCT.

Koraro ce nuarnoctaumpa Spementoct, neveruero ¢ ACE unxuburopn Tpiafsa na ce
MpPeyCTaHOBH He3a6aBHO H, aKO € NOIXOMAINO, Ja Ce 3aM0YHe AITepHATHBHA TepaIHs.

HssecTHo €, ue excnosmmara Ha ACE uHxuGaTop npe3 BTOPOTO H TPETOTO TPHMECETHE
HHIYLMpa (eToTokcHIHOCT NpH Yobeka (Hamanena 6b0pedHa PyHKIMA, OTHTOXHAPAMHHOH,
3afaBsHe Ha OCH(UKAUMATA HA YSPENa) U HeOHATaIHA TokcHaHOCT (6B0peTHa
HEJOCTATHEYHOCT, XHIIOTOHMA, XHIIEpKaTseMH). (BXK. ToUKa 5.3).

B cnyvait #a excnosnma Ha ACE MHXHGHTOpH Npe3 BTOPOTO TpUMecedHe Ha OpeMEHHOCTTa
ce NpenophYBa Hic/eABaHe ¢ YIATPa3ByK Ha 6x0pedrara dyHKumA H depena. Knpmaverara,
quuTo Maiikn ca nmpueMami ACE unxuGuropu, Tpabea aa ce HabmoaaBaT BHHMATETHO 33
XHNOTOHMA {Bak. To9KkH 4.3 u 4.4),

Kopmene
Toii kaTo HAMa BHGOpMama oTHOCHO yroTpebara Ha JIHpoTOH O BpeMe Ha KbPMEHE,

NIpHNokeHKeTo Ha JJHPOTOH He ce npenopbyBa, H TpAOBa Ja ce H3MOI3Ba ANITEPHATHBHO
nedenwe ¢ no-ao6pe ycraHoseH podul Ha 6e30NacHOCT NO BpeMe Ha KbpMeHe, 0COGeHO
IOKATO ce KbPMH HOBOPOAEHO HIM HEIOHOCEHO KbpMade.

4.7.  Edexrn Bbpxy cnocofnocTTa 32 mogupane # pabora ¢ MamBEg

ITo BpeMe Ha modupatie WiH YNpaBieHHe Ha MALIHHH TPA0Ba Ja Cce HMAT MpeABHA pe
CJIy4YaH Ha 3aMafHOCT H YMOpa, KOHTO MOTAaT Ja BE3HHKHAT.

4.8. Hexenand 1eKapCTBEHH PEAKIHHE




CnenpaniaTe HeXeNaHH peakivu ca HaOMOAaBaHH H ONMACAHH B XO/Ia Ha JIGHEHHE C
nH3HHONPHN ¥ Apyri ACE uHxuGHTopH Cbe ClieaHaTa YecToTa: MHozo vecmu (21/10), vecmu

(217100 mo <1/10), newecmu (=1/1000 o <1/100), pedxu (21/10 000 ac <1/1000), mrozo

peoxu (<1/10 000) BKIFOUHTENTHO H3ONHPAHW CHOGIIEHHA, C HEM3BECTHA TecTOTa (OT
HAJIHYHHUTE AaHHH He MOKe fa ('bJie HanpaBeHa OLEHKA).

C
Cucrema YecTn HeuecTn Peaxn Muoro peakn HeH3BECTHS
Opras Kjiac
JeCTOTA
Hapyuenun TIOHIDKABAHE Ha | OTHCKAHE Ha
40l Kpoema u XeMOrno0HHa, | KOCTHHS MO3BK,
Tmrama MOHIKABAHE HA | AHEMHA,
cucmema XEMaTOKPHTA TpoMOomHTONIe-
HHS, JIEBKOICHHSA,
HEYTpPONCHNUA,
arpaHynoLMTO3a
(3k. Touka 4.4),
XEMOJIUTHYHA
aHeMH,
THMbaacHOMATHS
Hapyuernun ABTOHMMYHHO aHapHIaKTH
HA UMYHHGMA 3abonasane qHa/anaduna
cucmema KTOHJHA
peaxima
Hapywenun CHHIPOM Ha
Ha HETIOIXOoAAIa
eHOoKpunHa- CeKpeLIMs Ha
ma cucmema aHTHRHYpeTH-
yeH XOpMOH
(SIADH)
Hapywenun XHMTMOTJTHKEMHA
Ha
Mmemaboruima
U Xpaneremo
Hewxuury [IPOMEHH B NCHXHTHO JCNPECHBCH
HApYuenus HACTpOEHHE- | 0OBpKBaHE CHMITTOM
TO,
pa3cTpoHCT-
BO Ha CBHA,
XanKiHHa-
LHH
Hapywenun 3aMasHoOCT, NMapecTe3HH, | MapocMus CHHKOT
na Hepenama | rnapoGonMe | BEpPTHIO, {obonATENHN
cucmema HapylleHMs | HapyIIeHH:A)
BBB BKYCa
Cupoeynu MHOKapAeH
HAPYULERUA HHbapkrT,
BEPOATHO
BTOPHYEH Ha
H3pa3¢cHa
XMIIOTOHUA




C

Cacrema YecTn Heuecrn Peaxn Mpuoro peaks HeH3BecTHA
opraH Kaac
YecToTa
TIPH BHCOKO
PHCKOBH
NAIMEeHTH
{Bx. To9Ka
4.4),
TAJINHTALHH,
TAXHKapaHs
Cwoosu OpPTOCTATHY- | MO3BYHO-
HAPYWEHUR HH edeKTH CBHIOB
{Bror. HHIHIEHT,
XHMNOTOHHS} | BEPOATHO
BTODHYEH Ha
n3pa3eHa
XHUIIOTOHHA
HpH BHCOKG
PHCKOBH
MaLMeHTH
{BxK. TOUKA
4.4),
teHOMeH Ha
Peiino.
Pecnupamop- KAlUTHIa pHHAT OpoHXOCTIAIBM,
Hu, 2peOHE U CHHY3HT,
Meduacmunan- A/IepritieH
HU HapYuenun AIBEOTIAT,
eo3HODWIHA
[MHEBMOHHA
Cmomauno- | 26apH, rajicHe, CyxoTa B MaHKpeaTHT,
upeanu MOBpbMaHe | KOpeMHA ycrara 4peBeH aHTHOeAeM
RApYWeHus Gomka,
HapYIIeHo
XpPaHOCMHIIA-
HE
Xenamobu- XeMaTHT, MpoTHYAaIl
Ruapru ¢ IHTONH3A WIH C
HAPYUWEeHUR XonecTasa,
KRITEHHL,
gepHOAPOOHA
HEAOCTATBYHOCT
(8K, TOuKa 4.4).
Hapywenus o0pHs, YPTHKapHs, H3NOTABAHE,
el KOKCAMa U HIPYPHT ATIONEIHA, nemburyc,
HOOKONCHAM NCOpHA3HC, TOKCHYHA
mroai™* CBPBXYYBCTBH- | enmuaepmaniHa
TEMHOCT/AHTHO- | HEKPOJIH3a,
HEBPOTHMEH
OTOK:
4HTHOHEBPOTH-
9eH OTOK Ha
JTHUETO,

KpaiHHLMTE,




C
Cucrema Yectn Hewecrn Penxn MpBoro peakn HeHIBECTHS
OpraH Kiac gecToTa
YCTHMTE,
€3HKa, NIOTHCA
H/wm
napuHKCa (BXK.
TouKka 4.4)
Hapywenun 616peuna ypeMHs, OCTpa | ONTHTYpHS/aHypHA
Ha 6vOpeyume | MUCHYHKIHS 656peqna
U NUKOuHUMe HeJloCTaThY-
nomuya HOCT
Hapywenun HMITOTEHT- THHCKOMACTHA
Ha HOCT
SBINPOUICO0U
meanama
cucmema u
2ppoama
O acrertan
Hapyenun u
ehexmu na
MACMOMO Ha
npuIoHCceHUe
Hzcpedsanun MOBHIIABAHE | MOBHINABRHE HA
Ha KPEBHATA | CEpPYMHHA
ypes, Ounupy6uH,
MOBHIYABAHE | XMIOHATPHC-
Ha CEPYMHHSA | MHA
KPEaTHHHH,
TIOBHIIABAHE
Ha
qepHoapob-
HHUTE €H3UMH,
XHIIePKANHE-
MHs

* CrobmapaHu ca cJTy9aH HA CHMITTOMOKOMIUTEKC, KOMTO MOMe Jia BKIIKOYBA ¢1HH HITH
TIOBEYC OT CAEABAINHTS CHMITTOMH: TIOBHILIEHA TEMIIEPATYpPa, BaCKYJIHT, MHANTHA,
apTpanrus/apTpHT, NO3UTHBHY aHTHHYKNeapHH anTHTena (ANA), yckopena CVYE,
€O3UHODWIHA ¥ NIEBKOLHTO3a, 006pHB, GPOTOCEH3HTHBHOCT HIIH APYTH KOXHH ITPOSEH,

IennarpyuHa nomynags
[podwreT Ha Ge30n2CHOCT OCHOBAH HA MPOBSAEHH KJIHHHYHH Npoy4BayHa Npeanoara

n06pa MOHOCHMOCT Ha JIH3HHONPHI OT XWIEPTEH3HBHH NEAHATPHIHH NALHEHTH ¥ ¢
CBIIOCTABHM ¢ Npodina Ha 6e30MaCHOCT IIPH BB3PACTHH.

CrpobiapaHe Ha NOAO3NPAHH HENENAHH PEAKIIAN
Cro0maBaHeTo Ha NOZO3HPAHHA HeXENAHM PEaKIMH Cliefl pa3pelnaBaHe 3a ynotpeba Ha

JICKAPCTBEHHA POAYKT € BaxxHo. Topa NMo3poNABa Ja MpoabkK HAOMOAeHHETO HA
CBLOTHOIICHHETO TION3a/PHCK 34 JIEKapCeTBeHHs NpoayxT. OT MEAHHMHCKHTE CTeIHa
H3HCKBA Ja Cho0lIaBaT BCAKA MOAO3HPAHA HEKENaHa PEaKIHS Ype3 HAlHOHAITHA,
croblapane kbM MBITHTHATENHATA AreHIHA 10 IeKapcTBaTta, Vi ,,JdaMan I'pye
Codns, Ten.: +35928903417, yebealiT: www.bda.bg (
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4.9. Ipenosmpane

Hma orpann9ens JaHHH OTHOCHO MPe03UPaHeTo MpH Xopa. CHMITTOMHTE, CBBP3BAHH C
npenosupane ¢ ACE daHXHOHTOPH, MOTAT J1a BKJIFOYBAT XHIIOTOHWSA, LHPKYJIATOPEH MOK,
€NIEKTPOIMTHY HApyHICHHA, OB0pedHa HeAOCTaTHIHOCT, XHITCPBEHTHNALMA, TAXHKRDANA,
NalnuTalHH, Opagukapaus, 3aMasHocT, Ge3nokoicTBO M KALLTHLA.

[IpenopEIHTENHOTO ICUCHHE IPH NPEAO3HPAHE € HHTPABEHO3HA HHGY3HA HA PHIMONOTHYCH
pasTeop. IIpH BE3HUKBAHE HA XHTIOTOHHA, IALIMEHTHT TPAGBA 1 c€ MOCTABH B LIOKOBO
MONOMCEHHE. AKC € Bh3MOMKHO, MOXE 1a CBIIO /2 ¢& OOMUCIH JiedeHHe ¢ HHGY3us Ha
anruoTensuH 11 WHMM HHTPaBeHOIHM KATEXONAMHHH. AKO JIEKAPCTBOTO € MOrb/IHATO
HACKOPO, B3¢METE MEPKH 3a eJTHMHHHpaHe Ha JTH3HHONIPHA {HANp. NOBPBINAHE, CTOMALIHA
NpOMMBKA, MpHJarase Ha abcopOerTH H HaTpHeB cymdar). JIM3HHOTIPHA MOXKeE Ja ce
€JIMMHHHPa OT o0IIaTa UNPKYJalkA 1pe3 XeMoaHanusa (BK. Touka 4.4). Ilocragsxe Ha
neticMeiikp e mokasaHo NpH GpagHKApAHA, Pe3HCTEHTHA KbM JieueHneTo. Tpabsa qecto fa
€€ ITPOCIICARBAT KH3HEHHTE [OKA3aTeNH, CePYMHHTE eIeKTPOITMTH H KOHIIEHTPALHATA Ha
KPEATHHHH.

5. D®APMAKOJIOTHYHH CBOMCTBA
5.1. @apmaxkoaHHAMHYHH CBOIicTBa

DapmakoTepanesTidHa rpyna: Cpeacrsa, aelicTBamm Ha CHCTEMAaTa PCHHH-AHIHOTEH3HH,
ACE unxuburopn, camoctosrento, ATC xoa: C09AA03

Mexanu3eM Ha JeicTBHE

JIM3UHONPWI € NeNTHIWI AHNeNTHAa3eH HHXHOGHTOP. Toi AHXAGHpPA aHIHOTEH3HH
koHBepTHpailua eH3uM (ACE), KoiTO KaTaTH3Hpa MPeBPIIAHETO Ha AHTHOTSH3HH I BBB
Ba30KOHCTPHKTOPEH NENTHA aHrHoTeH3HH 1. AHrHoTensuH 11 cbio CTHMYTHpA ceKpelmaTa
Ha annocTepoH ot HanbwuopeuHara kopa. MHxubupanero Ha ACE BonH 1o HamanaBane Ha
KOHLIEHTPALIHATA Ha AHFHOTEH3HH I, koero MMa 3a pesyNTaT HaMalcHa Ba3onmpecopHa
aKTHBHOCT M HaMaJIeHa AlIIOCTEPOHOBA CeKpeLa. HamaneHaTa cexpeuns Ha alaoCTEpoH
MOXE 1a A0BEAE X0 NOKaIBaHE HA CepYMHHWTE EHBa Ha KaJlHi.

DapMakoAMHAMWYHH ebeKTH

CunTa ce, 46 OCHOBHWAT MEXaHH3bM, M0 KOKTO JIH3HHOMPHII [MOHIDKABa APTEPHANTHOTO
HAJIAraHe € OATHCKAaHe AKTHBHOCTTA HA CHCTEMATA PeHHH-aHTHOTECH3HH-ATAOCTEPOH,
BBIPEKH TOBA, TH3UHONPHI HMa aHTHXHIISPTEH3HBEH CEKT ZOPH NPH MALIHEHTH C HHCKO
penxrosa xuneproHua. ACE e HaenTHdeH Ha kuArHAa3a I, ensum, koHTO pasrpakaa
6panukurmHa. I[IpeacTou na ce HAACHH, JATH MOBHIIEHUTE HHBA Ha OpaaHKWHUH,
MOTEHLUHAICH Ba30HIATATOPEH TIENTHI, MMAT POJIA TIPH TepaneBTHYHHTE e(HEKTH Ha
JTH3WHONPHIL.

Kmnnuna epukacHocT u GesonacHoet
EdexTsT Ha nH3WHONPWT BBPXY CMBPTHOCTTA H GOMECTHOCTTA NPH ChpACYHA
HEJOCTATHYHOCT € H3C/EABAH KaTo ¢a CPAaBHABAHH BHCOKA 032 (32,5 mg um 35 mg
eTHOKPATHO JHEeBHO) ¢ HUCKA A03a (2,5 mg WM 5 mg easokpaTHO JHEBHO). B npoydBane ¢
3164 naumeHTH, ChC CPEISH NEPHO Ha MpOCTeasBaHe oT 46 Mecella 3a IPEKHBETHTE
[Ial[HEHTH, BHCOKATA J{03a IH3HHONPH BOAH O HAManiBaHe Ha pucka ¢ 12% B
koMOuHHpaHaTa KpaHHa TOMKa Ha CMBPTHOCT 10 BCAKAKBA MPHYHHA H XOCITHT:
BeAxakea npuauHa (p=0,002) 1 HamanexnHe Ha pucka ¢ 8% OpHd CMBPTHOCTTA
TIPHYHHH H ChPIEYHO-ChAOBHTE XocmHTamu3atmH (p=0,036) xoraro ce cpas
no3a. Habmopapany ca HaManeHHe Ha PHCKA 34 CMBPTHOCT MO BCAKAKBA TIp
p=0,128) u copaeuno-cuaoea cMuprHOCT (10%; p=0,073). B post-hoc aHan




XOCIHTATHIAMHTE N0 TIOBOM ChpAeYHA HEAOCTATHYHOCT ¢ HaManan ¢ 24% (p=0,002) npu
HalHEHTHTE JISKyBaHH ¢ BHCOKA JI034 JIN3HHONPH/I B CPABHEHHE C HHCKATa [1034.
CHMITTOMaTHYHHATE MOM3H ¢a NOACOHH NPH MallMEHTHTE JICKYBAHM C BHCOKHM H HHCKH JIO3H
JIH3HHOTIPHIL.

PeaynratuTe oT Npoy4YBaHHATA TIOKA3BAT, Ye MpodriuTe Ha HEXKEJIAHUTE PeaKIiHK [pH
TNAUHCHTHTE JIEKYBAHH C BHCOKH H HHCKH AO3H JTH3WHOIPHI Ca HO,I[OGHPI, KaKTO 110 €CTECTBO,
TaKa ¥ 110 YecToTa. IIpeABMANMHTE peakiii, KOMTO GPOMANM3aT oT noTrckaHeTo Ha ACE,
KaTo XHITOTOHHS WIH HapylleHa 6s0peuna GbyHKumA, ce NoAaBaT Ha JICYEHHE M PAIKO BOAAT
A0 NpeyCTaHOBABAHE Ha TepamuaTa. Kallaxna ce cpemma Io-paKo Npy NauMeHTH JeKyBaHH! ¢
BHCOKH OTKOJIKOTO IPH T€3W ¢ HUCKH JO3M JTH3HHONPHIL

B npoyusanero GISSI-3, koeto nsnon3ra 2x2 daxropraieH 1u3aiiH 3a cpaBHABAHE HA
edeKTHTE Ha TH3WHONPHI H TTHIICPIT TPHHATPAT NPHIATaAHH CAMOCTOATE/IHO HIH B
KOMOHHALMA 32 6 CEAMHLIH CIIPAMO KOHTpOJa NpH 19 394 naumenTH, KOMTO ¢a MOy I
NIEYEHHETO B PAMKHTE Ha 24 daca oT OCTBP MHOKap/ieH HH(apKT, TH3HHOMPHI BOAH A0
CTATHCTHYECKH 3HATHMO HaManABaHE Ha pUCKa 3a cMBPT ¢ 11% cripAMo KoHTpOIHTE
{(2p=0,03). HamanaBareTo Ha pucKa ¢ TIMLEPIT TPEHATPAT HE € 3HAYMMO, HO KOMOHHALMATA
Ha JIA3HACNIPHA H FTHLIEPHI TPHHHTPAT BOIH JO 3HAYMMO HaMaJIgBaHe Ha PHCKA 33 CMBPT
cp¢ 17% cnpamo konTponure (2p=0,02). B noarpynure Ha NalHeHTHTE B HaNpeAHana
BB3pacT (Bb3pacT >70 roQHHH) H XKeHHTE, ONpPEeJeNIeHH KaTo NALMERTH ¢ BUCOK PHCK 3a
CMBPT, ¢¢ HabofaBa 3HATHMA Mon3a 32 KOMOGMHKpaHaTa KpaifHa TO9Ka 33 CMBPTHOCT H
chpaeiHa Gpynkuna. Kombunupanata kpafiHa Touka 3a BCHIKH NALMEHTH, KAKTO H 32 BUCOKO
PHCKOBHTE NOATPYIH, crief 6 Mecelia ChIIO MOKA3Ba 3HAUMMA M10/132 33 NeKYBAHHTE C
JIH3HHOMTPH)T WTH JTH3HHOTIPHI IUTIOC MTHLIEPHII TPHHHTPAT 38 6 CEMHIMH, OKA3BAIIO
NpeBaHTHBHHA €EKT Ha Tu3uHONMPII. KakTo OH ce ouakpano 3a BCAKO JIEUEHHE C
Ba30JMIIATATOP, MOBHILIEHATA YE€CTOTA HA XMIIOTOHUA H OB6peuna mucdyskums ce
Ha0srozaBaT NpH JieHeHHe ¢ TH3HHOMPHI, HO TOBA HE € CBBP3aHO CBC CHOTBETHO NOKAYBAHE
HA CMBPTHOCTTA.

B aBoitHO cistno, pAHIOMH3IHPAHO, MHOTOLIEHTPOBO TIPOY9IBaHe, KOETO CPABHABA JIM3HHOTPHI
c G/I0Kep Ha KanHMeBHTe KaHaTK, 335 naunenTy ¢ auaber THI 2 ¥ HavanHa HedpomaTus
XapaKTepH3Hpalna ¢¢ ¢ MEKpoaIOyMHHYpHS, Inm3uHopHA 10 mg no 20 mg NpHIOKEH
eIHOKPATHO JHEBHO 3a 12 Mecela, HAMANABA CHCTOIHOTO/HACTOMHO apTEPHAIHO HAIAraHe ©
13/10 mmHg 1 creneHTa Ha oTAensHe Ha anGymun ¢ ypunata ¢ 40%. Ilpu cpaBHsBaHe ¢
Gnoxep Ha KanMEeBHTE KAHAIH, KOWTO BOJM /10 CXOOHO HAMANIABAHE HAa APTEPHANHOTO
HA/IATaHe, JIEKyBaHHTe C IM3HHONPII NOKA3BAT 3HAYMMO [I0-TOJIAMO HAMAJIABaHE Ha
CTETIEHTa Ha OTAC/IAHETO HA aNfyMHH ¢ YPHHATa, KoeTo € Aokasatencrso, 4¢ ACE
HHEXUOHpaIoTo geHcTBHE HA NM3INHOTIPHIT HAMAJIABA MHKPoaIOyMHHYPHATA Ype3 AHPEKTCH
MEXAHH3BM BLpXy OBOpeUHHTE TEKAaHH B JOITBIIHEHHE HA €)eKTa Ha TOHHKABAHE Ha
APTEPHATHOTO HANATAHE.

JlgueHNETO ¢ NM3AHONPHTN He NOBANABA IIWKEMITHUS KOHTPOA, KOETO C& J0Ka3Ba OT NINTICATa
Ha 3HauMM edekT BBPXY CTOHHOCTHTE Ha riHkupanus xeMornoOuH (HbAc).

Penun-anzuomenzunosama cucmema (RAS) — axmuenu eeyyecmsa
HBe ronemMu paHIOMH3HPAHH KOHTpoTUpanu npoyusanus — ONTARGET (Ongoing
Telmisartan Alone and in combination with Ramipril Global Endpoint Trial — Texymo

pamunpua) H VA NEPHRON-D (KnHHMYHO Mpoy4BaHe CEBP3aHO ¢ PA3BHTHE HJ
HedponaTua npu auabet, npoBeneHo 0T MHHHCTEPCTEO MO BLIIPOCHTE Ha BETS

6noxep.



ONTARGET e npoy4Bane, npoBeIeHO NPH MALHEHTH ¢ AHAMHE38 38 CHPACTHO-CHI0BA HITH
MO3BYHOCHA0BA GoJect, WK 3axapeH guabet Tun 2, MPHAPYKEHY ¢ JAHHH 38 YBpeXaaHe Ha
€(EKTOPHH OpraHH,

VA NEPHRON-D e npoy4BaHe npu nNau{eHTH ¢be 3axapeH nuaber tvn 2 u auaberHa
HedponaTua. Te3n MPOyUBAHHA He OKA3BAT 3HAYHM ONATONPUATEH SEKT BHPXY
OnOpeuHrTe H/KIH CEPACYHO-CHIOBHTE MOCIICANLIE M CMEPTHOCT, KATO CHUICBPEMEHHO Ca
HabmoaBaHK MOBHIIEH PHCK OT XHITEPKATHEMHS, OCTPO YBPEKAaHS Ha GpOpenHTe WM
XHMIIOTOHHA B CPaBHEHHE C MOHOTEPAITHMATA.

Kato ce umaT npeasua cxomaHTe UM GapMakoJHHaAMWSHH CBOHCTEAE, TE3U PE3YJITATH Ca
npunoxumMu | 3a apyri ACE wuxuGuropu H auruorensuH Il-penenropau 6nokepH
CreaoBaTeNHo He TpA6Ba a Ce MANON3BaT €OHOBPEMEHHO NPH MALMEHTH ¢ HabeTHa
HedpomaTHA.

ALTITUDE (KmuauaHo npoy4BaRe NMPOBEACHO ¢ AMHCKHPEH NpH NAMEHTH CBC 3aXapeH
nraber THI 2 ¢ HANOA3BAHE HA CHPACTHO-CHAOBK H GEOpeTHH 3a60NIBaHHA KATO KpaliHH
TOUYKH) € NpoYyUBaHe, NPpeJHAHAYEHO A4 H3CIEABa M0J13aTa OT NoOaBAHETO HA ANTMCKHUPEH KBM
crannapTHa Tepanis ¢ ACE Haxu6urop wnn anrnotensuH Il-penenrropen 6nokep mpi
HaLHeHTH CBC 3aXapeH AHabet THn 2 H XpoHuaHO 6B6peuHo 3abonaBane, CEPASTHO-CHAOBO
3aConssaHe WIH H BeTe. [IpoydraHeTo ¢ MpeKpaTeHo NPEXIEBPEMEHHO MOPAIH MOBHILICH
puck ot HebnaronpuaTHy nocieayuy. KakTo cepaevHoO-CBI0BaTa CMBPT, TAKA H HHCYJITHT Ca
MO-9eCTH B IPynara Ha &THCKHPEH, OTKOJIKOTO B IpyriaTa Ha miaie6o, a NpeACTaBIIBallHTe
MHTepec Hexenanu CHOMTHA H CepHO3HM HexenaHH ChOHTHA (XHITepKATHEMHA, XHIIOTOHHSA H
61p06pedna auchHYHKLHA) ce CHOOIARAT NMO-YECTO B TPYTIaTa HA ANHCKHPEH, OTKOJIKOTO B
rpynara Ha mauebo.

HenuarpuvHa momynanys

B knmanYHO 1poy4BaHe, BKIOYRAIO 115 neguaTpydHy NAHEHTH C XMNEPTOHMA HAa BB3PacT
6-16 roIHMHM, OT KOWTO MTALMERTH ¢ TEJIECHO Tero mo-Hucko ot 50 kg ca nosyvasain

0,625 mg, 2,5 mg win 20 mg ITH3HHONPHN BEJHEK JHEBHO, 4 MAIHEHTHTE ¢ TENECHO TErNIo
50 kg Wi noeede ca noaydasany 1,25 mg, 5 mg win 40 mg TM3NHONMPIN BEAHEXK JHEBHO. B
Kpad Ha 2-paTa ce/IMHIIA, JTH3HHONPHI NPKIOKEH BEAHEAK JHEBHO ¢ IOHWKIWI KPBBHOTO
HaJIfraHe 1o A0303aBHCHM HAYHH ¢ [OCNICAOBATENHA AHTHXHIICPTEHIHBHA €PHKACHOCT
JAEeMOHCTpHpaHa IIPH JO3H [I0-BHCOKH oT 1,25 mg.

To3u edexT e moTEBpAEH NpH dasaTa Ha OTTEIIAHE, KBACTO JHACTOMHIHOTO HAIATAHE CE €
NOBHLIKO ¢ 0kono 9 mm Hg nosede npH nawMeHTH paHAOMU3MPaHH Ha ruiane6o B
CpaBHEHHE C Te3H PAHIOMHIHPAHH Ha CPEHH M BUCOKH RO3H JTH3HHOMPHA. [l0303aBHCHMHAT
AHTHXHIICPTEHIUBEH e(PeKT Ha THIHHOTIPHI NOKa3Ba MOCAEN0BATENHOCT IPH PasIIHIHH
Jemorpa)CKH MOATPYIH: Bb3pacT, Tanner-eram, MoJj W paca.

5.2. DapMakokHHETHYHEH cBoiicTBa
JInsuHONpHN € opanHo akTHBeH Hecyabxuapun-chabpxail ACE uaxuburop.

Abcopbums

[pu opanmHo NPHICKESHWE Ha TH3HHOTIPHIL, MAKCHMAITHATA [a3MEHa KOHUCHTPALMA 0CTHTa
MaKCHMYM CTIex OKOMIC 7 uaca, BIIPEKH e e HabmoaaBa TeHeHIMA 32 MAJTKO 3aKbCHEHHE
Ha BPEMETO 3a JOCTHIAHE HA MAKCHMANHA IUTA3MeHA KOHIEHTPALMA NPH NAIMEHTH ¢ OCTBP

MHOKap/ieH HHapkT. OLeHKATa HA YPHHHATA €KCKPElHd TI0Ka3Ba, 4¢ CpeJHaTa o
Gali Ll Nl

abcopburoHHa dpakitHd Ha MU3HHOTIPHN e npubiH3uTenHo 25% ¢ BapHaALMA Mé:

nauueHTHTe OT 6-60% NpH BowdkK TecTBanHK A03H (5-80 mg). AGcomorHaTa OHO, €
peaynupana npubmHInTenHo 16% npH NaLMEeHTH CBC CHPACYHA HEAOCTATHIHO ;
A6copbuusTa Ha TH3HHOIIPUA HE C€ TIOBIIHABA OT NPHEMA Ha XpaHa.

Pasnpepnenenne



JIu3vHOTIPHIT He Ce cRBP3Ra ¢ TUIA3MEHHTE IIPOTCHHH, PAsIHIHH OT LIMPKYTHPALIHA
aHrHoTeH3uH koHBepTHpam eH3uM (ACE). [TpoyusaHHi BbPXY IUTEXOBE Ca MOKA3AMH, €
NH3MHONPHI NPEMEHABA KPBBHO-MO3b4HATa GapHepa.

Enumunupane

Jh3uHONPHIT He ce MeTaboNM3Npa M Ce EKCKPETHPA HAITRIHO HEMPOMEHEH ¢ ypuHata. [Ipn
MHOTOKPAaTHO J03HpaHe eeKTHBHHAT [1a3MeH NMOMYXHBOT Ha IM3HHonpun e 12,6 gaca.
KNupBHCHT Ha IM3HHONPHN PH 3ApasH naliHeHTH € 0koso 50 ml/min. [InasmeHata
KOHLICHTpAlHA NMOKa3Ba yIL/DKEHa TEpMHHANHA (a3a, KOeTo He BIHAE BPXY KyMyJIallHATa Ha
nexapcTBoTO. TasH TepMEHAIHA (a3a BepOATHO NOKa3Ba HacHaHe MpH cenp3pade ¢ ACE u
He € 10303aBHCHMA,

UYeproapoGHo yBpexaaHe

YBpexIaHeTo Ha 9epHOApoOHATa GYHKLHS NPH NALHEHTH ¢ YepHOApobHa MHPo3a BOIH A0
noHmkasaHe Ha abcopbiaTa Ha nu3HHONPHA (0kon0 30% onpeaecHO MO HANKMMHETO B
YpHHaTa), HO NOBHINABA eKCTO3HImATa (0ko0 50%) B cpaBHEHHE CbC 3APaBH N0OPOBOILH,
TIOpaJi¥ MIOHIKCHHAA KIIHPBHC.

Br6pedno yBpexaane

Vapexnanero Ha 6n6peqnara pyHKLUKA HAMARABA ETHMHHHPAHETO Ha JIM3HHONPILI, KOATO ce
eKCKpeTHpa Ipe3 Gu6peliuTe, HO TOBE HAMAIABAHE CTABA KITHHHIHO 3HAYHMO, CAMO KOTATo
CTENeHTa Ha MTyMepyJHa $rrrpauna cnaaHe moa 30 ml/min. ITpu neka no cpeaHa CTeleH Ha
6u0peuHa HEA0CTATHYHOCT (KpeaTHHUHOB KIHpBHE 30-80 ml/min) cpennara AUC ce
nosHinasa camo ¢ 13%. Joxato 4,5-kpaTHoTo nokausaue Ha cpegnata AUC ce ycTaHOBABA
TIpH TeXKa GB0pevHa HeIOCTATHYHOCT (KpEeaTHHHHOB KIHpBHC 5-30 ml/min).

Jlm3unonpun moxe aa 6Je oTCTpaHeH upes mAannza. Cren 4 yacoBa XeMOAHANIH3A
ITa3MEHHTE KOHLCHTPALMH HA IH3HHOMPHJ Ce TIOHIKaBaT cpeaHo ¢ 60% ¢ ananuseH
KAHpBHC Mexkay 40 u 55 ml/min,

ChpaeIHa HENOCTATHYHOCT
HalIHCHTHTB CBC C'B]JJ.IC‘;H& HEeAOCTATHRYHOCT UMAT IO-TQIAMAa eKCIIO3HIHA Ha H}BHHOH]JHJ], B

cpaBHEHHe ChC 3ApasH (nosrmnenue va AUC cpenro ¢ 125%), Ho HMaT HamaneHa abeopbims
¢ oxono 16% B CpaBHEHHE ChC 3APABHTE.

IenuaTpudna nomynamns
PapMaKOKHHETHYHHAT MPOQHIT Ha TH3MHONIPIN € MPOYydBaH NpH 29 neAnaTpuaHH

AHTHXMITEPTEH3HBHH MALHEHTH HA BB3pacT MEXXy 6 # 16 ronunH, ¢ GFR ran

30 ml/min/1,73m?. Cnea no3u ot 0,1 a0 0,2 mg/kg, MHKET Ha sfeady state asMeHaTa
KOHLICHTpALA HA IM3MHOMPII CE YCTAHOBH B PAMKHTE Ha 6 waca, a yBennvenara abcopOius
Oa3upaHa Ha ypHHAPHOTO BB3CTaHOBABaHE e 0komo 28%.

Tesu cTOHHOCTH Ca MOAOGHH HA OHE3H MONYYESHH Bede TIPH BB3PACTHH MAllHCHTH.
Crofinocture Ha AUC u Cuax IIPH Jie1Ia B TOBA NPOYYBaHE Ca CHIIOCTABHMHE C OHE3H
HabTIoAaBaHN TIPH BEIPACTHY.

Crapuecka BR3pacT
l'Io-Bmpachrre MAIHEHTH HMAT MO-BHCOKH HHBA H [Q-BHCOKH CTOﬁHOCTH 34 IIoLTa 1nmon

kpuBara (yeenudeHHe okone 60%) B cpapHeHHE ¢ MO-MMAMH.

§.3. IlpeakIHHHYHE AAHHM 32 $£300aCHOCT




3acarainy gepena. JJokiafiBanH ca ClTydaH Ha ()eTOTOKCHYHOCT, HHTPAYTepHHHA pacTekHa
peTapaalMa ¥ OTBOPEH AYKTYC apTepro3yc. Te3n aHOMAHH B Pa3sHTHETO €A B Pe3yJITaT Ha
nupekTHOTO BB3AckHcTBHE Ha ACE uHXubuTopHTe BBHpXY deTaNHaTa pCHHH-aHTHOTEH3HHOBA
CHCTEMA H B Pe3y/NTaT Ha HCXEMHA TNIPH MaifuHHa XHITIOTOHWS M HAMAJICH NIPHTOK Ha KPBE,
KHCTOPOJI/XPaHUTE/IHH BEIIECTBA IIpe3 IUIALeHTaTa KBM IUIofia.

6. SAPMANEBTHYHH JIJAHHH
6.1, CoHchK HA NOMOIIWATE BEUISCTBA
Marnesnes cteapar,

TaJIK,

MAaHHTO,

LIapeBMYHO HUIIECTE,
Kamines xuaporendocdar qUXUApar.

6.2. HechBMecTHMOCTH

Henpunosxumo.

6.3. Cpok Ha rogHOCT

3 ropHHm.

6.4. CneuHa/JHH YCTOBHA HA ChbXpAHEHHE
Hama cnennanay ycnoBus Ha CEXpPaHEHHE.

6.5. BnAa HchABPKAHHE HA ONAKOBKATA

JlakApaHo, HaNeuaTaHo TBBPAO ATyMHHHEBO (PomHo ¥ TBspao PVC donno 3a GnxcTep.
Bnncrepet chappika 14 Tabnerkn. Jlpe 6/HCTEpHM NEHTH €a ONAKOBaHH B CrbBacMa

KapTOHeHa KyTHA.
6.6. CoenpajHE NpeAna3HH MEPKH IPH HIXBLPASHE H paboTa
HsMa cnetHanHy H3HCKBaHH.

Henanon3sanusT NpOAYKT WK OTNALBYHHTE MATEPHATH OT Hero TpabBa Aa ce M3XBLPJIAT B
CBOTBETCTBHE C MECTHHTE H3HCKBAHHUA.

7. IIPATEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA
Gedeon Richter Plc.

Gybmréi aut 19-21.

1103 Budapest, YHarapua

8. HOMEP(A) HA PASPEHNIEHHETO 3A YIIOTPEBA
JlnpoToH TabneTtsn 5 mg per. Ne: 20020478

JupotoH Tabnetku 10 mg per. Ne: 20020479
Juporon taGnerku 20 mg per. Ne: 20020480




9. JATA HA IBPBO PA3SPEIIABAHE/TIOAHOBABAHE HA
PAIPEINIEHUETO 3A YIIOTPEBA

Jara Ha mepBo paspewasane: 14.06.2002 (g brnrapua)
JlaTa Ha nocneaHO NMOAHOBABAHE HA pa3pelieHHeTo 3a ynorpeba: 29.08.2007

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA




