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1. HME HA JEKAPCTBEHU# ITIPOAYKT

Mouonphn 10 mg tabreTkn
Mouonpun 20 mg tabnerku

Monopril 10 mg tablets

Monopril 20 mg tablets

2. KAYECTBEH H KOJHYECTBEH CBCTAB

Enna tabnetka chabpxka 10 mg unn 20 mg dosaxonpusn narpuit (fosinopril sodium),

ITOMOWHO BELLECTBO ¢ H3BECTHO AcHCTBHE: TAKTO2a
3a OUBIHEA CUCHK Ha MOMOLLHHUTE BEIIECTBA BH3TE ToOYKa 6.1.

3. JEKAPCTBEHA ®0OPMA

TabneTku

Tabnerkn ot 10 mg: Benu, wiocku Tabnetxn ¢ Gopma Ha AHAMAHT, YHHIOT HoMep 158 oT eanara cTpaHa
W 3B¢3Ja OT apyrara.

Tabnetkn ot 20 mg: Benn, kpsrau, ABOHHO H3MTBKHANH TabneTkn ¢ YHIIOr HOMep 609 OT eaHaTa cTpaHa
H 3B€371a OT JApyrara.

4. KITHHHYHH JAHHH

4.1. TepaneeTHYHE NOKa3AHHA

XanepTouun: MoHOnpHN € MOKa3aH 32 IeUSHHE HA XUIIEPTOHHS. MOXe J1a ce U3M0N3Ba CAMOCTOATENHO
HJIH B KOMOWHALIHSA C IPYTH aHTHXHIIEPTEH3HBHH CPEACTBA (HAMPHMED THA3HAHK JHYPeTHIH) (BXK. TOUKH
43,4.4,45u5.1).

Cubpaeqna HegocTaTLHHOCT: MOHONPUA € NOKa3aH 3a JleYeHHe Ha ChPAEHHA HEAOCTATBLHHOCT B
KOMOKHAUMA C THypeTHlm (BXK. Touku 4.3, 4.4, 4.5 u 5.1). TIpu Tesu naunentu Qo3uronpun nogodpssa
CHMITOMMTE H IOHOCHMOCTTA KbM (H3H4ecKa pafoTa, HAMAABA TEKECTTa Ha ChpAeYHaTa
HEJOCTATBYHOCT H HAMAJIABA YECTOTATA Ha XOCIHTANM3ALMA TOpaIi ChbPAeYHa HENOCTATEYHOCT. 3a a4 ce
TIOCTHIHE TIOE3HNHA epekT Ha HO3UHONPU, HE € HEOBX0UMO CHNBTCTBALIC JIeUeHHE ¢ AHMOKCHH.

4.2. To38poBKa H HATHH HA NPHJIOKEHHE

Ho3uposkara TpaOBa Aa ce HHAHBHAYaNW3Hpa,

Bwapacmuu

Xunepronmns: ;
3ar0YBaHETO HA TEPANHATA H3HCKBA ChoOpa3ABaHe ¢ HACTOALIATA AHTHXHIIEPTEH3HBHA TEPH i
Ha NOKa4BaHE HA APTEPUANHOTO HANAMAHE, OrpaHHYaBaHETO HA COJITa H/HITH TedHOCTHTE J} f H
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KIMHHYHY 0GCTOATENCTBA. AKO € BE3MOKHO, C& CRUpPa NpeiX0XKAaLiaTa Tepanus 3a HAKONKO JHH NpeaH
Ha4amoTo Ha seueHne ¢ Moxnonpun.

TlpenopwuBaHata HayalHa A03a Modornpui ¢ 10 mg Beanbx Ha aen. Tepanusata ce kopurupa B
3aBHCHMOCT OT OTI'OBOpPA HA APTEPHANHOTO Hansrane. OGuKHOBEHO N03KpOBRKaTa Bapupa oT 10-40 mg
BEAHBK JHEBHO. AKO apTEPHANIHOTO HAIATAHE He MOXE []a Ce KOHTpOIMpa Jo0pe Chc CAMOCTOATENHOTO
npunoxeHHe Ha MoHONMpu, MoXe Aa ce MPHOABAT H JHYpeTHUH (BX. ToukH 4.3, 4.4, 451 5.1).

AKO MOHONpPHI Ce NpHJara NPy NAUHEHTH, TONYYABAA BeUe JUYPETHIM, TEPANHATa Ce NPOBEX A TOx
CTpor JIEKAPCKH KOHTPOJ 3a HAKONKO Yaca, JOKATO KPhBHOTO HAIMraHe ce crabwiMsupa. 3a Aa ce
p&ayunpa BE3MOKHOCTTA OT XMIIOTOHHA, AHYPETHUHTE Ce CNUPAT ABa 0 TPH JHH IpelH Ja Ce 3ano4He
Tepanua ¢ Mononpun.

Crpaeuna 8eA0CTATHLINOCT:

[MpenopbruBanaTa HavanHa xo3a Moxonpun e 10 mg Beanbx Ha AeH. TepamuATa ce 3amo4sa noj CTpor
JeKapCKH KOHTPON. AKO HavalHAaTa Ao3a Ha MoHONpuUA ce moHacd ao0pe, 103aTa MOXe Aa ¢e THTPHPa Ha
CEAMMMHU UHTEPRANK CHOTBETHO Ha KIAWHWIHNWA OTroBOp 10 40 mg enHoKkpaTHO Ha AeH. IlosABaTa Ha
XHIOOTOHHA CJIE] HAYANHATA 1034 He HIKNI0UBA BHAMATEHOTO THTpUpaHe Ha Ao3ata ¢ MoHonpHI caen
e(PeKTHBHO eHEHHME Ha XUMOTOHUATE. MoHONpHA TpAGBa 12 ce NpHara 3aeHO ¢ AHYPETHLH (BXK. TOUKH
43,44,45u5.1).

Heouampuuna nonyrayua

[1punoxeHHeTo npy Tasu Bb3PACTOBA MPyMNA HE Ce NPEnopL4Ba.

BezonacHocTTa M epHkacHOCTTA PH AL He ¢a YCTAHOBEHH.

Wma orpanuven ONHT OT KIHHHYHH H3NUTBAHMUA 33 OPHIOKEHHETO Ha (JO3HHOMPHII NIPH 6-TOAHITHH H MO-
ronem# jdena ¢ xunepronua. He e onpeaenena ontuManHa go3a 3a ieua OT KaKBaTO H J1a € Bb3pact. Hama
noAxomaua Jekapcreeqa $opma, KOATO Aa Ce A03Mpa 34 Aela, Texarln no-Maako ot 50 kg.

Hayuenmu 6 cmapuecxa ev3pacm:

He e HeoOxoaumo HamManApaHe HA 103aTa IIPH NAUHEHTH ¢ KITMHAYHO HOpMajiHa GbbpeyHa H
YepHOApoOHA PYHKUMS, THii KATO HE Ca OTKPHTH 3HAYHTENHH PasINyMA BLE PapMAKOKHHETHUHHTE
NapaMeTpy Hid B aHTHXHNEPTEH3HBHHA edeKT Ha O3HHONPHAAT, CPABHEHH C TE3H NPH MO-MIakH
naunedTs. (Bx. T. 5.2 apMakokHHeTHYHH CBONHCTEA. )

Bybpeuno yepencoane:

Hopazu nsolinAA MbT HA ekcKpeurs Ha do3nnoNpUIaT, OGHKHOBEHO He € HeoOX0LHMO HaMaNgBaHe Ha
[l03aTa NIpH NauHeHTH ¢ yBpeaeHa Ou6peuna dyukuua. (Bx. 1. 4.4 Coeuyanuu npefynpexacHus 1
CHEUHANHH IPSANAa3HH MEPKH LIpH ynorpeda, Yapedena Golipeuna dyukyus.)

Yepnoopobno yepesxcoane:

[Mopaju ABOHHHA NBHT Ha eKCKPELHA HA Go3HHOTIPpHNAT, OBHUKHOBEHO He € HeOOX0AHMO HAMAIABaHE HA
J03ara Npy NAUMEHTH ¢ yBpedena YepHoapobua dynkum. (Bx. 1. 4.4 Cnenuaniu npeayNpexIcHAs H
CHelUHaHH NpeAnasHy MepKH MpA ynoTpeda, Yepedeua uepnodpobna ghynkyua.)

43. IlporuBomokazamms

CBPBXUYBCTBHTETHOCT KBM aKTHBHOTO BELIECTBO WK KBM HAKQE QT MOMOUIHATE BELECTRA, U30pOeHu B
Touka 6.1.

MoOHOMpH € NpOTHBONOKA3aH MpH:

- MAUHEHTH, CBPBLXYYBCTBUTENHH KbM (o3unonpui, Apyrd ACE unXHOHTODH HIIH Hy
NOMOWHATE BELeCTsa.

- TIpM aHAMHECTHYHH JaHHH 33 AHTHOHEBPOTHYEH OTOK CBBP3aH ¢ ynoTpeba Ha Al

- 1o BpeMe Ha 2-3 TPHMeCTbp oT GpeMeHHOCTTa



EnnoepemennaTa ynotpe6a Ha MOHOIIPHI ¢ AIMCKHPEH-CHABPKALIM NPOXYKTH € MPOTHBONOKA3aHa NpH
TIAUNEHTH Cbe 3axapen guabet win Gubpeuno yspexaane (GFR < 60 mi/min/1,73 m?) (Bx. Touxn 4.5 n
5.1).

ConwreTBalma ynotpeba npu repanus cbe cakyOuTpui/Basicapran. ®ozuHonpun Hatpuil He TpsOBa ja ce
3anovBa No-paHo ot 36 4aca e/, NocneaAHaTa 103a CaKyGUTpUN/BancapTat (BiK. ¢ul0 Touku 4.4 1 4.5).

44. Creunaianp mpelynpexJeHHA H OpeANa3HH MePKH npH yROTpe6a

Anaduraxmoundnu u opyzu nodobuu pearyuu

[lopanu TOBa, Ye aHMHOTEH3IHH-KOHBEPTHPALLMAT €H3HM € BaKEH 3a pasrpakIaHeTo Ha EHAOTCHHUS
OpanuikuHuH, NaueHTd nonydasanu ACE unxuGuropu, BraouuTento ¢o3uHonpu, ca ofexT Ha
Pa3sIHYHH HEeXKeJIaHW JIEKAPCTBEHH PEAKLMH, BAPDHPALIH OT OTHOCHTEIHO JIEKH, KaTo KallHLA A0 TEXKH,
KaKkTo clieiBa:

Anzuoedem & obracmma na znasama u wuama: AHrnoeleM, BKIIOYBALI KpaiHHLHTE, TMLETO, YCTHHTE,
JHMraBHLHTE, €31Ka, FAOTHCA HITH JTAPHHKCA ca OHIH HabmogaBaHH [Ipy nauueHTH, nexkyBann ¢ ACE
HHXHOHTOPH, BKIIOYHTENHO GOIMHOTIPUI. AKO AaHTHOEAEMBT BKJIOUBA €3MKA, [IOTHCA HIIH IapHHKCA,
MOke Aa ce HaOmroasa oOCTpYKIHA Ha AMXATENHHTE NbTHINA W U3XoabT Moxke aa Obae dataneH.
CreluHara TeparuA BKIO4YBA, HO HE CE OTPAHHYABA C, MOAKOXKHO NpHnokeHue HA pa3Teop 1:1000 Ha
enuHePHH, KOHTO ce HasHavaBa BefHara. OTOK, OrpaHHyaBall ¢e No JULETO, TAraBHilaTa Ha ycTaTa,
YCTHHTE U KpaHHHLNATE, OOHKHOBEHO Ce pa3HacA Clie]l IpeKbCBaHe HA TepanHATa ¢ (PO3UHONPHI; HAKOU
CItyYaH H3HCKBAT CNELHANHA TEPaNHs.

Humecmunanen anzuoedem: Panko ce cvofuiapa 33 HHTECTHHATICH aHIHOENEM MPH MALHEHTH, JTEKYBaHH
¢ ACE nuxubutopu. [lanienTtuTe ce onnaxear ot kopeMHa 6onka (che Wil 63 raneHe H OBPBIIAHE); B
HSIKOH CJIy4a# JIMICBAT JAHHH 3a PSAIIECTRALIH NPOARY HA aHruoeaeM Ha nunero u C-1 ectepasunte
HUBa ca OMNH B HOPMa. AHIHOEZEMBT € THArHOCTHLMpAH ¢ MoMouLTa Ha npouenypy kato KT ua kopeMuu
OpraH# HJIH YNTPasEyK, HiH N0 BPEME Ha XHPYPrHYHa HAMECA, KaTO CHMITTOMHTE A MPEMHHANH Cle],
cnupane Ha neyenneto ¢ ACE unxubHTopa. MHTECTRHANHHAT aHrHOeAeM TpabBa 1A ce BKIIOYBRA B
AndepeHUHATHO-AHATHOCTHYHHA TaH IIPH mauueHTH, npieMaiun ACE rHXHGUTOpH, C ONAaKBaHUA OT
DOIKH B KOpEMa.

Anaguaraxmouonu peakyuu no epeme na decencuburuzayua;: J|paMa NalHEHTH, NOLTOKEHH HA
AeceHCHOWTH3HPaLLO JIeYeHHe C OTPOBA OT XHMEHONTepa, monyuapauy aApyr ACE unxuburop,
SHANANPHIL, ¢a Oy YHIIH XHBOTO-3aCTpallaBally aHA(QUIAKTOUAHH peakUHH. IIpH ChINHTE MAlHEHTH
TE3H peakuiu ca OunH uberHati, korato ACE uHXuGUTOpPHT BpeMEHHO € OH crpsH, HO Te ca ¢e
NOJABHAM OTHOBO NpPH NMOBTOPHO NPHJIOKEHHe 0 HeBHuManke. [Topagu ToBa ce H3UCKBA BHHMAHHE NPH
nauuedTH, JekysaHu ¢ ACE HHXHOHTOpH, noAN0oXKeHH Ha AeCeHCHOMITH3HPALIN NPOLEAYPH.

Anaduraxmoudnu peaxyusu no speme Ha JUa3a ¢ MemBpanu ¢ sucoka nponyckiusocm u LDL
agpepesq: AHAUITAKTOMAHHE PEAKIHH Ce ChOBLLABAT NPH NALMEHTH, XEMOAHANIM3HPAHH C IHAM3HH
mMemOpaHHi ¢ BACOKA MPONYCKIHBOCT, A0KATO ¢a Ha Tepanta ¢ ACE MHXuGHTODH,

AHahHNAKTOHHKE PeaKLHH ce choOLIaBaT ChIIO NPH MAHUEHTH, ToanokeHH Ha LDL (HHCKO-IUTbTHOCTHA
JHIONPOTEHHOBA) adiepesa ¢ AeKcTpaH cyndatha abcopbuus. [Ipu Tesu nauxeHTH ¢ BHHManHe Tpabsa na
Ce M3NOA3BAT APYT THN AWANHIHKA MeMOpanu HNH ApyTa rpyna JliekapcTsa.

Cepovxuyscmsumennocnyanzuoedem:
CronererBaua ynotpeba Ha ACE HHXHOHTOPH CBC cakyGuTpHI/BallcapTaH € MPOTHBONO
NOBHLICH PHCK OT aHTHOeaeM. JledeHue cue cakyOuTpun/BancapTan He TpsOBa aa ce
36 yaca cnea nocnenHaTa A03a GO3HHONPUA HATPHIA. Jleyenne ¢ Go3UHONMPHIT HaTpud
3anousa No-paHo oT 36 Yaca chen NOCASKHaTa 2032 cakyGUTpIII/BancapTaH {BX. TO




CernwrerBaita ynorpe6a Ha ACE uuxuGutopu ¢ pauexanotpuia, mTOR HHXHOHTOPH (HANP. CHPOIHMYC,
€BEPOIHMYC, TEMCHPOIHMYC) U BUNAANIHIITHH MO3Ke Aa AOBEIe 10 MOBHIEH PHCK OT aHrHoedeM (Hanp.
OTOK HA JUXATEIHHTE MHTHINA M €3UKR, CbC WIH €3 HapyWeHHe Ha AHILaHeTo) (BX. ToukKa 4.5).
HeobxoanMo e ga ce noAXoaH ¢ MOBHILEHO BHUMAHKE, KOTATO CE 3aM0UBa JISHEHHE ¢ PaLeKAA0TPUA,
mTOR HHXHOHTOPH (Hanp. CHPOTHMYC, €BEPOIHMYC, TEMCHPOJIMMYC) H BHJLAAITHNTHH TIPH TALHEHT,
Koo Beue npuema ACE naxuburop.

Heymponenun/Azpanyaroyumosa:

ACE wHxubntopn paako npauMHABaT ArpaHy TOLKTO3a H NOTHCKAHE HA KOCTHO MO3BLYHATA PYHKIHA;
TOBA MO-4ECTO c€ HabM0aBa NPH MAUHEHTH ¢ GbOpeuHIt YBPeKAAHUS, OCOOEHO aKo UMAT
NpHApPYKABALUH CHAOBO-KONAreHHH 3a001IBaHHA KATO CHCTEMEH JIYNYC €PHTEMATOAEC WM
cxknepozaepmua. Tpabea aa ce HMa NpeaBH] MOHHTOPDHPAHETO HA JIEBKOLUHTHTE IIPH TE3H NALHEHTH.

Xunomonus

MononpHn paako ce CRbP3Ba ¢ NOABATAZ HA XHIIOTOHHS NpH NAUEHTH ¢ HEYCIOKHEHA XUNIEPTOHHYHA
6onect. [TonobHo Ha Apyrd ACE HHXMOHTOPH, CHMIITOMaTHYHATA XUNIOTOHHA NO-4ECTO HACTBIIBA NIPH
NALHENTH CBC 3aTy0H Ha BOAA M COJIH NOPaAN NeYeHHue ¢ AHYPETHLA H/ATY OrpaHHYaBane Ha CONTA, Wil
NpH IAUHEHTH, DPOBSKIALNY AHATH3IHO deveHHe. 3aryOuTe Ha BOJA H/HITH CONH ¢€ KODHIHPAT NMpeaH
3anouBaHe Ha Tepanus ¢ Gozanonpun. lpexonen XUNOTORKYEH OTFOBOP HE € POTHBOMOKA3AHAE 32
MPOABIKABAHE HA JICUEHHETO C (HO3HHONDHI CNIeN CHOTRETHA 3AMECTHTETHA TEPAITHA.

[IpH nauMeHTd C&C 3aCTOHMA CLpeHa HEHOCTATHLYHOCT, ChC HN Ge3 6BOpeuHa HEADCTATHHHOCT,
TepanuaTa ¢ ACE HHXHOHTOP MOXe 18 NPHYMHH [PeKOMepHa XHIIOTOHH, KOATO MoXe fa Objie CBbp3aHa
¢ OJIHTYPHS HJIH A30TEMHA H PAIKO C ocTpa OsOpeyta HegocTaTbYHOCT B CMBPT. [IpH Te3H MatHeHTH
Tepanuata ¢ Modonpua Tpsdaa a 3anoune noz CTPor 1eKapckK KOHTPOI; A4 Ce CIeAH CTPHKTHO npe3
MBPBHTE 2 CEAMHUH OT JIEYEHHETO H KOraTo A03aTa Ha (POZHHOTIPHII HIIH AHYPETHKA C€ YBEIHYaBA.
Buumarenno Tpafea na ce Hamangea 103aTa Ha AMYPETHKE NPH NALHEHTH C HOPMATHO MJIH HHCKO
apTepraHo HanArane, KOWTO ¢a CKyBany ¢ JHYPeTHIR HITH Ca XHNIOHATPHEMHYHH.

XUIOTOHMATA He € IPHYHHA per Se 33 CIHPaHe Ha JledeHneTo ¢ Go3nHonphn. M3secTHO HaMaIsBaHe Ha
CHCTEMHOTO 3pTePUaNHO HANNTAKE € YECT M XKeJan eekT e 3anovBaHe Ha Tepanna ¢ Go3HHONPHN ITpK
MauHeHTH CbC ChPAEUHA HegocTaTRUHOCT. CTeneHTa Ha HaMaJleHHeTo e Haf-ToNsAMa B HAYanoTo Ha
NeveHHeTo; TO3H epeKT ce cTalunmu3Kpa K0 eQHA WK ABE CeIMALE H OGHKHOBEHO apTEPHAIHOTO
HanAraye Ce BPHIA KbM HIXOAHO HHBO OT NPe/H JiedeHHeTo 6e3 HaMansBaHe Ha TepaneBTHYHUA eEKT.

Ebpemennocm

Tepanua ¢ ACE naxuGntopn He Tp20Ba na 6b1¢ 3anousana o BpemMe Ha GpeMenHocT. OcBeH ako
npogb/nkaBaHeTo Ha Tepannarta ¢ ACE uHXHOUTOp ce cunTa 32 ChIUECTBEHA, MALMEHTKH KOHTO MIAHUPAT
3abpemeHsBaHe TpAOBa Ja GbJAT NPeXBbPIEHH HA ANTEPHATHBHH aHTHXHNEPTEHIHBHH TEPANHH, KOUTO ¢4
C ycTaHoseH npoun Ha GesonacHoCT o Bpeme Ha OpeMennoct. Tlpu ycTanoBaBaHe Ha GPEMEHHOCT,
nedennero ¢ ACE unxnOuTopH TpaGea na Gbae cnipano He3aGasHO ¥ NOAXOJAILA AITEPHATHBHA TEpanus
TpAOBa na Obae 3amoyHAaTa.

Demanna/neonamanna 3a601€6aeMoCH U CMBPMHOCT

Korato ce n3nonssa no epeme Ha GpeMennoctta, ACE uHxHOHTOpHTE MOraT fa yBpeAaT HiH A3
IPHYMHAT AOPH CMBPT Ha pa3pHBaliung ce gertyc. Koraro ce oTkpue Gpemennoctta, TpaOdBa aa ce cnpe
npHeMaHeTo Ha MOHOTIPHIT KOJIKOTO € BLIMOXKHO [10-paHo.

Hpunoxennero na ACE HHXMOHTOPH N0 BpeMe Ha BTOPHS H TPETHA TPUMECTBP HA BpeMepyLe
CBBP3BA C PHCKOBE 33 (heTyCa H HOBOPOACHOTO, BKIHOUYHTEIHO XHAOTOHUS, YEPenta Xuyf
HOBOPOJEHOTO, aHypH4, obpaTiMa H HeoOpaTHMa GBOpevHa HEAOCTATHUHOCT H CMBP
ChINO CNHTOXHAPAMHHOHH, BEPOATHO B PE3yNTAT Ha HaMaieHaTta Ob0peqHa QyHKLM



OJIMTOXHAPAMHHOHHUTE NPH TAKKHBA 0OCTOATENCTEA CE CRBPIBAT C KOHTPAKTYPH Ha KpafinunuTte ua deryca,
kpanHo-pauHantH AeexTd H XHonaacTHYHo Genoapobuo pasautue. JI0KNaABaHH ca ChLLO
HEAOHOCBANHE, HHTPAYTCPUHHA PeTapaalMa H OTBOPEH RYKTYC apTEepHO3YC.

B mocieaHo BpeMe, BCIEACTBHE HA EKCIIO3HLUSA, OTPAHHYEHA 0 MhPBHA TPHMECTBP Ha OpeMEeHHOCTTa, ca
AOKIZBaHK HEJQHOCBAHE, OTBOPEH AYKTYC apTEPHO3YC W ADYTH CTPYKTYDHH ChpASHRH Man(opMauHH,
KaKTO W HeBpONorHYHM Mandopmauuu. Korato nauneHTka 3abpemenee, eKapaT TpadBa Na NonoxH
BCHYKH YCH/IHS BEJHAra 12 NPEKpaTH NpHiokeHdeTo Ha Mononpu.

B penxu ciyuan (BepoATHO NO-PAJKO OT BEJHBXK HA BCEKH XHIIAa HPEMEeHHOCTH) HAMA Ja MOXe Aa ce
HaMepu antepuatura Ha ACE unxubutopure. B Te3n peaxn cnyuau maiixure Tpabsa aa 6baar
YBEIOMEHH 32 NOTeHUHATHHTE PHCKOBE 3a deTycuTe H TpadBa Ja ce MpoBeJaT nperjieqy ¢ yITpasByk, 3a
Ja ce OlleHH HHTPaaMHHOTHYHATA cpeaa. AKo ce 3abenexKar OTHIOXHAPAMHHOHH, JEHEHHETO ¢
Mononpun Tpabea na 6b1¢ NpeKkpaTeHo, OCBEH AKO NPOIBLIKABIHETO My HE CE CHETe 3a
KMBOTOCHACABAINO 33 MalikaTa. Moxe 1a ce nposese cTpec TecT ¢ KoHTpakLuH (contraction stress testing
{CST]), non-ctpec Tecr {non-stress test [NST}) unn Suodusuuen npodun (biophysical profiling [BP)) B
3aBHCHMOCT OT ceAMHLATa Ha GpemMernocTra. [launenture u nekapure obaqe Tpadsa Aa 3HaAT, 4
ONMHrOXHAPAMHHOHH MO3Ke J1a ce NOABAT, YaK c/iea karo Ha PeTyca e HaHeceHa HellompaBHMa Bpeja.

HoBopoaenn ¢ aHaMHe3a Ha in utero excniosuuns Ha ACE waxubutopn Tpabea aa ce nabmogapat
BHEMATEJHO 32 XMNOTOHHA, ONIMTYDHA H XHAEPKATHEMHA. AKO CE NOSBH OJIHTYPHA, BHHMaHHETO Tpabaa
Aa ObJie HACOYEHO KbM MOAXbPKAHE HA KPBBHOTO HanAraHe H 6bGpeunara nepdysus. Moxe aa ca
HeobXo MM TOTANIHA XEMOTPAHCQY3HA WM IMATH3A KATO CPEACTRA 34 BL3CTAHOBABAHE HA HOPMATTHOTO
KPBBHO HanAraHe H/HJIH KaTo 3aMECTHTENHM 3a HapyiwenaTa OuOpeuna dynKius.

DosunonpHa e ce AHannIupa A00pe 0T KPbBOODPAIIEHHETO HA BB3PACTHH MPE3 XeMOAHANH3A HIH
NepHTOHEeATHA AHaN3A. JIATICBA ONMT C MPOLEAYPH 33 MPEUHCTBAHE Ha (POSHHOMPHI OT
KpBBOOOpALIEHHETO HA HOBOPOACHIL.

Koraro dosunonphn e npunarad ua SpemMenny nnbxose B 1034 okono 80 go 250 meTH (Ha Gasa mg/kg)
IIO-BHCOKH OT MAKCHMATHATA NPENOPbYBAHA 1033 NIPH XOPa, B TEXHHUTE NOKOJIEHHA ca HabmoapaHH TpH
CXoAHH OpodauHanHy Aedektn U efuH deTyc che situs inversus. He ca HabmoaBaHH TepaTOreHHH
etekTH Ha PO3MHONPHN NIPH GpeMeHHH 3alily B NPOYYBAHHUA C 103 10 25 mbTH (Ha 6aza mg/kg) no-
BHCOKH OT MaKCHMaNHATA NPenophsyYBaHa 1033 NP XOpa.

Yepnodpodna nedocmamvanocm

Paaxo ACE nHXHOMTOpHTE CE CBBP3BAT CBC CHHAPOM, KOHTO 3ar04Ba ¢ XONECTATHYHA XBITCHHLA H
nporpecupa a0 Gy IMHHaHTHa YepHOAPOOHA HeKpo3a H (MOHAKOra) CMBPT. MeXaHH3MbT Ha TO3H
CHHApPOM ¢ HedaceH. [lauuentu, nony4asaiuy ACE nixuGutops, KONTO Ca pa3sBuiM XKbITCHHLA HIA
3HAYHTE/THO NOoKa4BaHe Ha YepHOApoOHITE ern3HMu, TpAOBa aa cnipat npuemanero #a ACE unxubutopu H
Aa nonyvar CbOTBETHATA METHLHHCKA IIOMOHI,.

Heolino Grokupane na penun-anzuomensun-ardocmeponosama cucmema (PAAC)
HMma nau#u, ve enroBpemennara ynorpeba Ha ACE nuxubutopu, anrnotensuH [I-peuentophn Grokepn
HIIH ANTHCKHPEH MTOBHIIABA PHCKA OT XHIOTOHHS, XHIEPKATHEMHS H HAMANABaHe Ha OnOpeunara ¢yBKLYA
(BkmouMTENHO ocTpa O1L6petHa HegocTaTbunoct). [Topaau TOBA He ce PENOPBYBA ABOIHO GloKHpaHe Ha
PAAC upes xombunupanata ynotpeta na ACE unxuburtopu, anrnorensuy [1-peuentopun GrokepH HiH
anuckupen (. Toukn 4.5 ¥ 5.1). :

AKo ce npeueHH, ue TepanuATa ¢ ABoiiHO 60Kknpane e abcomoTHo HeobxoAHMa, TOBA TPAOBAA
caMo Mo HaOMOACHHETO HA CTIELHANIMCT H NIPH 4eCTO BHUMATETHO MOHHTOPUpaHE Ha 6} i
(YHKUUSA, €NEKTPONHTHTE H KPHBHOTO HANArAHE.




ACE uuxnburopn n anruotensu ll-penentopuu 6nokeps He TpaCBa Na ce H3MON3BAT €JHOBPEMEHHO
NPH DALHEHTH ¢ AHaGETHA HedponaTus.

Ilpeanasnn MepKh

O6mn

Yepeoena ovOpeuna gynxyun: TIpy naupeHTH ¢ eIHOCTPAHHA UM ABYCTPAHHA CTeHO3a Ha OBOpeunata
apTepHs, MOXe ia HACTHIM YBeTHYABAHE HA ypeaTa M CEpYMHMA KpeaTHHUH No BpeMe Ha JeyeHne ¢ ACE
HHXuOHTOP. Te3n yBenHueHHs ca 00HKHOBEHO 0BpaTHMH Cllell npexbeBane Ha nevenueTo. [py Tesn
nauMeHTH TpAGBa fa ce MOHHTOpUpa fuhpeunaTa GYHKINA NPe3 HbPBUTE HAKOKO CEAMUIM OT
JACYESHHETO.

[pu Haxou XUOEPTORMLE 083 YCTANOBSHH TIpEALIECTBAINH ChA0BH OL0peUHH 3abonasanm, ce
HabaroaaBa yBeqnvaBaHe Ha YPEATA H CEPYMHHSA KPEaTHHHH, OOUKHOBEHO JIEKO U IIPEXOAHO, KOraTo
(ho3HHONpHA Ce mpHnara eAHOBPEMEHHO ¢ AnypeTHK. TO3H edekT € Mo-BepoATEH IPH HALHEHTH ¢
npenxoxaame os6peyuno yepexnane. Heobxoaumo e Hamanspare fno3ara Ha MoHonpaa.

Ilpu mauMeHTH ¢ TekKa 33CTOHHA ChpeyHa HEMOCTATHUHOCT, YHATO 6B0peyYHa QYHKIHA MOXKE A2 3aBHCH
OT aKTHBHOCTTa HA PeHHH-aHTHOTEH3HH-AMLOCTEPOHOBATA CHCTEMA, TeueHHeTo ¢ ACE uHxubuTOp MOke
A2 ROBEJC A0 ONUIYPHA WWIM NPOrpeciBHA a30TeMuA U PAIKO 10 ocTpa ObOpeyHa HeAOCTaThYHOCT
H/MIH CMBPT.

¥Yapedena nepnodpobna gynxyus: TlauneHTH ¢ yBpeeHa yepHoaApoOHa GyHKLUHA MOTaT 14 HMat
NOBHIICHA HHBA Ha do3upoupuil. [Tpr HicneaRaue wa NanMenT! ¢ ATKOXOAHa Uiy GuiMapHa UWpos3a,
OBLIUAT KIHPBHC HAa (o3HHONPUNIAT € 61N HamaneH i miasmenata AUC ce e yaBorna MpHOIA3HTENHO,

Cepymen kaauit: ACE vuxuGaTOpUTE MOTaT Aa NPENU3BHKAT XHNepKanHeMus, Thbil kaTo HHXHOHpaT
ocBobokIaBaHeTO Ha anjocTepor. EdexTbT 001KHOBeHO He e 3HAUHTeNeH NPH NTAUHEHTH ¢ HOPMAITHA
Obbpeuna pysiiud. ITpn nanueHTH ¢ HapyweHa GbGpeuna dyHKiHA, 3axapeH Jualer,
XUNOARJOCTEPOHMTbM 00aYe WANH IIPH NALHEHTH, MPHEMALTH XPAHHTENHH J00aBKH, ChIABPXKALIH KaIHi
(BKIIOYHTENHO 3aMECTHTENH HA CONTA), KATHH-CHXPAHABAILN AYUPETHIM AN JAPYrH aKTHBHYU BEHIECTBRA,
CBBP3aHH ¢ NOBHIUABAHE HA CEPYMHHA KaJuii, Hanp. XeNnapHH, TPHMETONPHM WIH KO-TPHMOKCA30J,
W3BECTEH CBINO KaTo TPHMETONPHM/CYI(haMeTOKCa30l, H 0co0eHO AHTArOHHCTH Ha AN10CTEPOHA HITH
aHTHOTEH3INH-PEUENTOPHE ONOKepH, MOXKe A3 Rh3HUKHE Xunepkannemns. Kamifi-cpXpaHsaBatinTe
JAHYPETHIH M AHTHOTEH3HH-PELENTOPHHTe OokepH TpA0Ba Aa C¢ NPUNIATAT BHUMATEIHO NPH NAHEHTH,
npaemamy ACE uexuburopu, kato cepyMHHAT Kanuii H 6u6peunata ¢yHkuna Tpadea na ce mpocneaapar
(ex. Touka 4.5).

Kawannya: [pu nevenne ¢ ACE uaxubutoph, BratounTenHo Go3MHONpHA, ce cbolillapa 3a noABara Ha
kaunkua. Ts e HenpoAYKTHBHA, MEPCHCTHPALIA M IPEMHHABA CAIe CIIMPAHE Ha NEUCHHETO.
[Ipeanssukanata o1 ACE HHXUOUTOP KAUUTHUA Ce CUUTA 33 4acT oT MudepeHipaniaTa AMarHo3a Npu
noABaTa Ha KallJIHUATA.

Xupypeuunu unmepeenyui/ anecmesnn: TIpy NaMenTH, NOANEKAUIN HA XHPYPrHYHH HHTEPBEHIHH HITH
aHECTe3UA ¢ IEKapCTBeHH NPOAYKTH, KOHTO MOTaT Ja NpeJH3BHKAT XHIOTeH3HA, Go3HHONpra MOXKeE Aa

YBEUYH XHITOTCH3IHBHHA OTrOBOP.

Heouampuunag nonyrayun
BesonacHoCTTa H e)eKTHBHOCTTA NIPH JELA He € YCTAHOBEHA.

Tepuampuuna nonyrayus




MAaqH HalHeHTH; odave He MOMKe Ja Ce H3KIOYH N0 NpPaBHJIO €1Ha NO-roJIAMa YyBCTBUTENHOCT MPH
Bb3pACTHY HHAHBHIH.

Jaxmosa
[TauneHTH ¢ peAKH HACNEACTBEHH MPOBIEMH HA HETIOHOCHMOCT KBM FaNakTos3a, MbieH faxrazed aeduuur
HIIH [IOKC30-TaNnakTo3Ha Manabcopbuus He Tpabea ma mpueMat TOBa JIEKAPCTBO.

Hampuii
Tosa nexapeTBo chabpka no-Manko ot | mmol narpuii (23 mg) Ha Tabnerka, T.€. MOXe Ja ce kaxe, 4e
MpakTHYECKH HE ChABbPXKA HATPHIA.

4.5. BanamopacHCTEHE ¢ APYTH NeKAPCTREHH NPOAYKTH B APYrH GOPMH Ha BIaEMOJelicTERE

Anmuayuonu cpeocmsa - AHTALHANNTE CPeACTRa (T.e. alyMHHHEE XHAPOKCH], MaTHE3HEB XHAPOKCH],
CHMETHKOH) MOrar Ja Hapywat abcopOuuara Ha Mounonpust. I[To Tasn npH4UHA, aKO € NoKa3aHo
€AHOBPEMEHHOTO MPHIAaraHe Ha Te3H JIEKapCTEa, HHTEPBAbT MEKAY TEXHHA IIPHEM H TO3HM Ha
(ro3unOnpHI TpaOBa Aa Obxe 2 yaca.

Jlumuii - Cho611asa Ce 33 YBeAMHCHH CePYMHH HHBA HA AMTHIH M PHCK OT THTHEBA TOKCHYHOCT NpPH
MauHeHTH, KoMTo noiy4daBatr ACE wHxubHropn eanospeMeHHo ¢ nuTHit. EZHOBPEMEHHOTO H3MOI3BaHE
Ha Monomnpun 1 natHil Tpabea Aa cTaBa NpennaiHBo, KATO C& NPEnopbYBa Jia Ce CHASAIT YECTO
CepYMHHTE HHBA HA JINTHIH.

Huxubumopu Ha endozennama npocmaziandunosa cunmesa - Cro0uiasa ce, 4¢ NHAOMETALMHE MOKE Ja
HaMaJTH aHTHXHIepreH3nBHuA edekT Ha ApyrH ACE aHxubHTOpH, ocobeHo B cllyuaHTe Ha
BHCKOPEHHMHOBA XMNEPTOHUA. JIDYTH HECTEPOHIHH IPOTHROBE3NAMTENHHE CpEACTBa (Hanp.
aleTHICANTHUHIOBA KHCeNHHa) ¥ cenekTHBHH COX-2 uaxubutopu Morar 1a umar nofodeH egexr. [pu
Bb3DAaCTHH MalHEHTH, ¢ o0emeH AeUUHT (BKNIOUHTENHO TE3H HA TEPANHA C AHYPETHK) HITH C YBpeAeHa
Ov6peuna QyHKkIHA, eanOBpeMeHHOTO npunarane Ha HCIIBC, sitountento cenekrusan COX-2
nHxubuTops ¢ ACE HHXUOHTODH, BKIIOUHTENHO (PO3HHOTIPHNA, MOXKE Ja JOBeJle A0 BIOLIABAHE HA
OBbOpeuHaTa dyHKUR, BUTIOUXTENHO ocTpa 6bOpeyHa HenoeTaTBUHOCT. Tean edexn obukHoBeHO Ca
obparumn. [leproanyHo npocneaseaiite 6u6peunata GyHKUHA TPH NALMEHTH, MpHEMALNH $OIHHONPHA H
HCNBC.

Huypemuyu - [IauMenTH, NONyYaBallA JHYPETHLUH, H 0CODEHO Te3H, NPH KOHTO AHYPETHYHATA Tepanus ¢
MpeANHCcaHa OTCKOPO, KAKTO H TE3U ChC CEPHOIHO OrpaHHYaBaHe HA CONTA B HETATa KM HAa AWanuia,
MOTaT A3 HMAaT PA3KO H CTPBMHO CNAJAHE Ha KPBBHOTO HANAraHe, Hal-4ecTO B [TbPBHTE YACOBE Ciie]
HauawHaTa fo3a Ha Mounonpun.

Kanuii-coxpanssauu ouypemuyy, Xpanumennu 000a6Ky, CoO0bPICAUY KU 11tk Kauii-CbObpICauiit
3AMECMUMENt HA CONMa

BbnpekH, e CepyMHHMAT Kaiuii 0OOMKHOBEHO O0CTaBa B PAMKHTE HA HOPMAJIHHTE 'PAHALMU, NPH HAKOH
NaUMeHTH, NEKyBaHK ¢ O3MHONPUN HATPKH, MOXKE A2 BL3HIKHE Xunepkannemus. Ynorpebara ha kanuii-
ChbXpaHABaIlH JUYPETHUH (HANp. CUHPOHONAKTOH, TPHAMTEPSH H/IH aMHIOPHA), XpaHHTENHU A06ABKH,
ChALPHALIM KaNuii WIH XaNHH-CHABPXKAUH 3AMECTHTENH HA CONTa MOXe Ja I0BEAE 10 3HAYHTENHO
NOBHLEHHE HA CePYMHHA Kanuii. Tpabpa CbINo fa ce BHHMaBa, KOraTo (po3HHONPHA HATPHE ce npuiara
€/IHOBPEMEHHO ¢ IPYTH CPEACTBA, KOHTO NOBHIIABAT CEPYMHHUSA KK, KaTO HArlp. TPHMETONPHM,
KOTPHMOKCa301 (TpumeTonpuM/cynthameTokcazon), Thil KaTO € WABECTHO, 4E TPUMETONPUM ASHCTRE KaTo
KATHH-ChXpansBaLl Ay peTHK nocOHO HA aMMIOpPH]IL. Hopa,cud TOBA HE CE NPENOPLYBA Komﬁuunpaﬂe’ro

Luxnocnopun




Tpy cbnbreThaima ynorpeba Ha ACE HHXHOHTOPH ¢ LIMKJAOCTOPHH MOXE Ja Bh3HHKHE XHNEPKAIHEMHS.
[IpenopbyBa ce npocneAsBaHe HA CEPYMHRS KANWii.

Xenapun
[Ipu cwbTeTBamia ynotpeba Ha ACE HHXHOHTOPH C XenapHH MOXe 13 Bb3HHKHE XHNEPKATHEMUS.
[penopeHBa ce npocneisBate Ha CEPYMEHRS KM

C dpvau aexapcmeenu npodykmuy - BHOHANWMHOCTTA Ha cBOOOAHUS (POHHOMPHI HE C& NPOMEHA NpH
€JHOBPEMEHHO NPHIIOKEHHE ¢ AUETHIICANHLWIOBA KHCE/IMHA, XJIOPTATHIAOH, CHMETHIHH, JHTOKCHH,
XHAPOXIOPOTHAZH, METOKNONpaMUL, uudieAUNNH, BPOTPAHOIOI, TPONAHTENNH WIH paphaphH.

Lonvanumenna undopmaytin

HaHHH OT KIHHHYHY NPOYYBaHUA MOKa3BaT, 4e ABOHHOTO GOKAPAHE HA PEHHH--
aHrHOTEH3HH-antocTepoHoBata cicrema (PAAC) upes komOunnpanara ynorpeba Ha ACE unxubutopy,
anrnotensun ll-peuentopuu Gr10KepH K ATUCKHPEH Ce CBLP3BA ¢ MNO-BHCOKA YECTOTA Ha HEXENaHH
CBOMTHA, KATO HATIPHMED XHINOTOHHA, XHTIEPKATHEMHA W HAMaABane Ha OrOpevnaTa dyHkuua
(BKAKOUNTENHO OcTpa 6E6peUHa HeXOCTaTRYHOCT), B CpaBHEHHE ¢ yIoTpeGaTa caMo Ha eHO CPeICTRO,
netictsao supxy PAAC (ex. Touku 4.3, 4.4 n 5.1).

Jlexapcmea, nogutiasaui pHCKa Om aneioeoem
CoreTerBamara ynorpe6a Ha ACE dHXubMTOPH ¢be CAKYOUTPHILBANICAPTAH € NPOTHBONOKA3AHA, Thil
KaTo TOBA MOBHINABA PHCKA OT aHrHoeaeM (Bx. Touka 4.3 u 4.4).

CorpreTRautara ynorpeba Ha ACE uHxHOHTOpH ¢ pauekagoTpuwi, mTOR unxuburopu (Hanp.
CHPONHMYC, eBEPONIHMYC, TEMCHPOJIHMYC) H BHAAATTIHIITHH MOXE A3 J0BEJE JI0 MOBHUIEH PUCK OT
auruoeneM (Bx. Touka 4.4).

Lpyru B3auMonefcTeuA

Baaumooeiicmeusn ¢ rabopamopru mecmoge

Do3HHONPUN MOKE 1a A0Beae N0 QaTUIHBO HHCKH CTOMHOCTH HA HUBATA HA CEPYMEH JUIOKCHH,
onpeAenaHa ¢ MeToAa Ha abcopOums © BeIvleH. Jpyru KuToBe, U3NO/I3BALlH AHTHTANO-0enA3aHH
enpyBeTKH, MOTaT ia ¢¢ U3M0/3BaT BMecTo Hero. Tepannara ¢ MoHonpun Tpadea Ja ce NpPeKbeHe 3a
HAKONIKO JIHM [IPEJH NPOBEXIaHE Ha TECTOBE 3a (PYHKUHHTE HA MAPAI[HTOBHIHHTE XKIE3H.

4.6, DepruaETeT, HpEeMEHHOCT H KLPMERE

BpemeHuoct
Tepanua ¢ ACE uuxuburopu He TpabBa 1a Gbie 3anousaHa no speme Ha GpeMennocT. OcBeH ako
npoabpkasaHeTo Ha TepanuaTa ¢ ACE wHxuOHTOp ce cuiTa 3a ChblUeCTBeHd, TalMEHTKH KOHTO IaHHpat
sabpemensaBane TpaOBa Na GbAaT MPEXBbPIISHH Ha ANTEPHATHBHU AHTHXUNEPTEHIHBHI TEPANUH, KOUTO ca
C YCTAHOBEH TIPOGMIT Ha Oe3onacHocT o BpeMe Ha OpemenHoct. [IpH ycTtaHOBABaHe Ha GPEeMEHHOCT,
neuerneto ¢ ACE wuxubGuropu 1pa6sa 1a Gbae cnpano HezabaBHO M TOAX0AANa aANTepPHaTHBHA Tepanysa
Tpa0ea Aa 6hae 3ap0uHAaTA.

[punoxenvero Ha ACE uHXHOGHTOPH MO BpeMe Ha BTOPHA H TPeTHS TPHMECTBP Ce CBBP3BA ¢
HHIyuHpaHe Ha (eToTokcuuHocT (Hamanena GuOpeuna (yHKLEN, ONHTOXHAPAMHWOHH,3a0aBeHO
BKOCTABAHE Ha Y€pera) H HeOHATATHA TokCHYHOCT {6bOpetHa HeloCcTaThYHOCT, XHITOTOHNA,
XMnepKanHeMusa). Ako ce Hanara excriosuuus #Ha ACE HHXHOHTOP OT BTOPHS TPHMECTBP HA
BpeMEHHOCTTa Ce NpenopbuBa yATpasByk Ha Gu0peunara dyHkumd u yepena. Hosopogeuu, unuto makiku
ca npHemMaii ACE nuxuburopu TpaGBa aa 6naaT BHAMATENHO HAONIORABAHM 3a XUTIOTOHHA. (BXK. T.4.3 H
4.4)

Knpmene




DO3HHONPHA Ce OTKPHBA B kKbpmaTa. [lopaxu nuncara na uagopMauus kacaewa ynorpebara sa
¢o3uHonpHA HaTpHil MO BpeMe Ha KbpMeHe, ynoTpebata My He ce NPelopbyBa H CE MPenopbysa
anTepHATHBHA Tepanui ¢ no-a06pe yctaHoseH npodi Ha Ge30nacHoOCT Mo BpeMe Ha KbpMEHE, 0CODEHHO
JOKATO KbPMAayeTo € HOROPOJEHO HIH € HEJOHOCEHO,

4.7.  EdekTH BLPXY cnocobHocTTa 33 wopapane m pabora ¢ MAIHHAH

Henpumoxumo,
4.8. Hewenand NexapcTBERN PEAKWHE

H3cnenpana e GesonacHoctTa Ha Mosorpu npu noBeue ot 2 100 HHAHBHAH B NPOBEACHH KITHHHYHHA
NPOy4BaHKUs DY NALKEHTH ¢ XHNEPTOHRA W ChPIEYHa He0CTaTEHHOCT, kaTo 400 nauMeHTH ca NeKyBaHH
3a eiHa HIH nosete rofnsd, Hexenanute peakupn npu nauueHTH, nonyyasaimu Mosonpui, 00HKHOBEHO
€a JIEKH H NPEeXOIHH.

Hpoy4us2HHA OpH DANHEHTH ¢ XANEPTOHAS: B mnauefo-KOHTPONUpPaHH KIHHWYHE npoyusaxus (633
HaLUHEHTH, €KY BAHH ¢ (PO3HHOMNPILT) NPOIBIKHTETHOCTTA Ha JiedeHHeTo e Onia Apa 10 TPH Mecena.
TIpeKBCBRHETO B pe3y/TaT Ha HAKEKBH KIMHMYHH HITH J1abOopaTOpHH HekenaHu peakunH e 6uno 3,3% 3a
NMaLHEeHTHTE, JIEKyBaHH ¢ dosuHonpun, u 1,2% npu rpynara ¢ nnaueGo.

Mo BpeMe Ha KIHHHYHHTE H3NHTBAHHA ¢ MOHOTIPHN, HECTOTATa HA HEXENAHHTE PEAKUHH IIPH NAUHEHTH B
HanpeaHaia Bs3pacT (>65 roauHA) e nogoOHa Ha Ta3H [IPH ITO-MJIAAHTE.

B Tabnxuata no-gony, B KonoHH A # B, ca mocodenn KNHHMYHETE HEXelaHH CbOHTHE H MPEKbCBaHHA,
HE3aBHCHMO OT TOBA, JIANH €a CBBP3aHH ¢ IeUSHHETO, MOABABALIH ce npH nowe 1% OT nauHeHTHTe,
nexysanu camo ¢ Mononpmn B nnanebo-KOHTPONNpanKTe KAWHHYHH WIIHTBAHHA HA NAHEHTH C
xuneproHns. Kononu C i D moKka3Bar ChOTBETHHTE YECTOTH HA TE3H HEXeTaHH ChOUTHA, KOUTO Ce
OLIEHABAT KaTo “BEPOATHO” WIH “BB3MOXCHO” CBbP3aHK C neueHreTo. HHKoe OT Te3H Hexenanu COHTHS
ne e Hab/AABAN0 IHAMNTENHO MO-YeCTO NPH NALMEHTH, TpHeMaIlH MOHOTIPHIT, OTKONKOTO NpH
MALHEHTH, pHeMalH rnnanebo.

Hexenany cbO0uTHA™ NpH niaanebo-KOHTPONHPIHH KAARAYHH H3IMHTBAREA HA NAUHEHTH ¢
XHIEPTOHAN

CHUCTEMO-OPT AHEH YecToTa, HE3ABHCHMO YecTOTa Ha CHOHUTHATA,

KJTAC/CBBUTHE OT BpB3KaTa MEeXAy KOMTO MOrat Ja ce
CHOMTHETO U NEUEHNETO | CRBPIKAT ¢ AEYCHHETO
(IlpexscBane)
®o3unonpun | Mnauebo | Pozunonpun | Hnauedo
n=633 n=172 n=633 n=172
(A) (B) ©) (D)

Obuyu

YmMopa 4,1 (0,6) 29 1,6

bosika B repaute 1,9(0,3) 1,2 0,3

Enem 1,6 (0,0) 2,4 04

Bupycha undexums 1,3 (0,2} 0,6 0,0

bonka 1,1 (0,0) 0,6 0,2

Covpoeuno-cboosiu

HapyuieHne Ha puTHhMa/ 1,8 (0,2) 1,2 1,0




chpuebueHe i

Koxenu

OGpus 2,2{0,0) 0,0 0,7 0,0
Cmomauno-ypesru

lagene/TloBpeliake 4,3(0,5) 2,9 1,3 0,6
Huapus 4,1 (0,5) 2,9 1,6 1,7
bonka 8 kopema 2,0(0,3) 24 1,1 0,6
Kucenuuu 1,9(0,0) 0,6 0,8 0,0
Myecxyno-creremuu/Coeduniimenna mokan

Myckyno-ckenersa 6onka 6,0 (0,2) 3,5 0,9 0,0
Muanriaa 2,8(0,2) 1,8 0,7 0,6
Hepena cucmema

I"'naBoGonue 8,4(0,9) 11,0 3,5 3.5
3aManHoCT 3,8(0,0) 1,2 1,6 0,0
IIpoMeHH B HAaCTpOEHHETO 2,7(0,7) 1,8(1,2) | 1,0 1,2
[Mapectesus 1,6 (0,0) 0,0 0,6 0,0
Hapyieuus Ha ChHSR 1,4(0,2) 0,6 0,2 0,6
Pecnupamopuu

Kawmuna 7.1 (0,2) 3,5 1,6 0,0
HapyweHnna na cuHycurte 4,6 (0,0} 2,9 0,0 0,0
Hudiexius Ha ropHuTe anxarensu nbtvma | 4,1 (0,0) 4,7 0,0 0,0
PHHHT 3,8(0,0) 29 0,2 0,0
dapuuarur 3,9(0,2) 1,7 0,5 0,0
Cencopnu opeanu

Hapyuienus Ha ounte, apyru 1,6 (0,0) 1,2 0,0 0,6
[Tpomenen Bkyc 1,6 (0,0) 0,0 1,6 0.0
3pHTENHH HapyLIeHHS 1,0 (0,0) 1,2 0,5 0,0
Ypocenumannu

Hapyineno ypunupane* ** 1,3 (0,0) 1,2 0,5 0,0
CekcyanHa auchyHKuus 1,7 (0,4) 1,2(0,6) | 1,2 1,2

*
_x
Rk

Hsima ¢TaTHCTHYeCKH 3HAUHMa PasAHKa Mexay rpynute ¢ MoHonpu u nrauebo.
Bxmousa peakiis Ha CTPEC H HEPBHOCT.
Bri104Ba MPOMEHH B HECTOTATA HA YPUHUPAHE, NOAMYPHS 1 ONUTYpYA.

Jpyru HexellaHH peakiyy, CboOLIEHH BBB Bpb3Ka ¢ (o3unonpun H apyrd ACE unxuburopH, ca
H3IOPOEHA NO CHCTEMH, KAKTO CIENBA:

QObuu: cnaboct, TeMnepaTypa, XHNEPXHAPO3a, SKXHMO3H.

Copoeuno-cpiosl: ChpASHEH apecT, aHTMHA NEKTOPHC/MHOKapAeH HH(APKT, MOFBUHO
XHIIEPTOHHYHH KPH3H, TAXHKAPAMA, 3a4cpBaRaue, nepudepro-cuaora fonecr.



XUNoToHUsA, OPTOCTATHYHA XHNOTOHHA H CHHKOII ¢a ce NOABABANH ¢ yecToTa choTBeTHO 0,1, 1,51 2%
TIPH TMAUMEHTHTE, JIEKYBAHH C PO3MHOMPHA. XHIIOTOHHATA HAH CHHKON ¢a OHITH NPHYMHA 33 MPeKbCBaHe
Ha neugHHero npu 0,3% OT nauHeHTHTE.

Aepmamoaozuunu: chpGex, JepMaTHT, yPTHKAPHS.

Enodoxpunno/memadoaumnu: nonarpa.

Lacmpounmecmunannu: KbpBeHe, NaHKPEATHT, XENATHT, OTOK Ha e3uka, AMcharus, Je3Wd B ycTaTa,
MoJyBaHe Ha KOPeMa, IPOMEHN B aNETHTA/TENI0TO, 3aneK, METEOPHIbM, ChXHEHE HA YCTaTa.

Xemamoaozuunu: niMdancHoIaTHA,

Mycxyino-cxeaemuyu: apTpur.

Hespojoeuynu/meuxuampuynu: Hapylienne Ha PABHOBECHETO, HAPYLICHHS HA IAMETTA, ChHIHBOCT,
o0bpKBaHe.

Pecnupamopuu: nucnyes, GpoHX0CNAILM, THEBMOHHA, GenoApoben 3acToH, TapHHTHT/XPe3raBocT Ha
riaca, eMuCTAKCHC,

CHMINTOMHHAT KOMILIEKC OT KAULTHLA, GPOHXOCTA3bM H €03HHO(GHIAA € 61 HabmoJaBal NpH ABama
MaUMEHTH, NeKYBaHH ¢ Go3usHonpu.

Cemuenu_opzanu: ym/Gonka B yuiuTe,
Ypozenumaanu: 6u6peyuna HeNOCTATHYHOCT, HAPYLICHHS HA NPOCTATATA,

AOropmuu 1afopamopnu noxkasameny:; XNIEPKATHEMHIS, NEBKONCHHSA, HEYTPOIIEHHS, €03HHO(PHINA 1
MOBHIICHH HHBA Ha 4epHoapobHuTe dynximonanum npodu (tpancamunazy, LDH, ankanua pocdaraza u
SHNEpYyOHH).

Hinumeanun npy nawuenmu cvc copdeyna uedocmanrvusiocm: B n1ane60-KOHNTPONNPAHH KITHHHYHH

NPOYYBaHHA ¢ NPOIBANKHTENHOCT OF 3-6 Mecela, MPEKECBAHETO HA NEYESHHETO B Pe3yNTaT Ha KIIAHHYHH
uiy nabopaTopHK HexkeNanl CHOUTHS, C H3KITIOUEHHE HA ChpAEYHa HEAOCTATBYHOCT, e Guio 8,0% u 7,5%
pecneKTHBHO B rpynarta ¢ Jo3SHHONPHI H Naaueto.

YecToTaTa Ha HeXKenaHHTe ChbOUTHSA MPH NALMEHTH B CTAPYECKA BB3PACT (>63 rogulIHu) ¢ noJobHa Ha
Ta3H NpH NO-MNAJH NALHEHTH.

Hesxenanu CBOHTHS, KOHTO CE OLIEHABAT KATO “BEPOSTHO” HIH “Bb3MOXKHO™ CBBP3AHH C IEYEHHETO HIIH
€4 C HEOKA3aHa BPB3KA ¢ TepanuaTa, Hab/mosansali npy Hali-manko 1% oT NalueHTHTe, JEKyBanH ¢
posunonpun B n1anebo-KOHTPONUPAHH KIHHHYHH H3MHTBAHMA, Ca TOKa3aHN B Tabauuata no-aomny:

Hexenand co0HTHA* B DNaNe60-KOHTPONAPANE HINHTBARKSA NPH DANHEHTH ChC ChPACTHA
HEFOCTATHYHOCT

Hexenanu cuonTha DoszHHOnpuI (N=361) [Mnanebo (N=373)

Yecrota (%) (npexparapane Ha | Yectora (%)

NIEHEHHETO) (npekpaTsBaHe Ha Ne4eHHETO)

3amMasanocT 11,9 {0,6) 5,4




Hexcenanu cpOHTHA @ozunonpun (N=361) Mnauebo (N=373)
Uectota (%) (npexpatasaune Ha | Yecrota (%)
NeYeHneTo) (npexpaTaBaHe Ha JIeUSHHETO)
Kamnauua 9.7 {0,8) 5.1 (0,0
XunoTouus 4,4 {0,8) 0,8 {0,6)
Tagene/TloBpbLIade 2,2 {0,6) 1,6 {0,3)
Juapus 2,2 (0,0} 1,3 (0,0)
I'peana Gonka 2,2 (0,0) 1,6 {0,0)
(HekapananHa)
OpTrocTatwiHa 1,9 (0,0) 0,8 (0,0)
XUROTOHHA
Hanuutanum 1,4 {0,3) 0,8 (0,0)
Obpus 1,4 ©,3) 2,1 (0,3)
CnaGoct 1,4 {0,3) 0,5 (0,0)
AHTHHA DEKTOPHC 1,1 0,3) 1,1 (0,0)

*Hama zHAYHMH PasIHkH MeKIy IPpynkTe ¢ Go3HHONPHA K IWianedo.

HeanaTpuuna nonynamas: J[aHuKTe 3a Ge300aCHOCT NPH NeAHATPHYHH TAUHEHTH, JIEKYBaHH C
(osuHONpPHN, Bee OMe ca OrpaHU4eHH, OLEHEHa e CaMo KpaTkoTpaiiHaTa excnosuuns. Habmopnasanu ca
CHCHMMTE HEXKeTaHH J1IeKapCTBEHH PeakUMH N0 BpeMe Ha 4-ceJIMHYHAaTa JBoHHO cnana ¢as3a Ha
PaHAOMH3IMPAHO KITHHHYHO NPOYuBaHe HA 253 Zeua W I0HOWH Ha Bh3pacT Mexay 6 u 16 rominu:
rnasobonue (13,9 %), xunorensus (4,8 %), kamnuna (3,6 %) n Xunepkanemus (3,6 %), noOBHLICHH
CEPYMHH HHBa Ha kpeaTHH#H (9,2 %), NoBMINEHH CEpYMHH HHBA Ha KiHHaza (2,9 %). Tesn nosuineHu CK,
JOKNAjABAHH B TOBA NPOyuBaHe (JOPH NPeXoAHH H 63 KIHHWYHA CHMIITOMH) €a PA3THYHH OT TC3H NPH
BB3pacTHHTE. He € npoy4saHo ABATOCPOUHOTO BIMAHME HA GOSHHONPH BEPXY pacTeka, mydeprera v
0011010 pa3sBuTHE,

[To-nony ca H36PoEHH 0 CHCTEMO-OPTAHEH KNaC APYTH KIMHUUHK CHOWTHA, KOWTO Ce OLeHABAT KaTo
“BEPOATHO” HNH “BHIMOXKHO” CEbP3AHH C JICUEHHETO HITH Ca ¢ HeJOKA3aHa BPB3Ka C TepanHaTa H ce
moseaeat npu 0,4 xo 1,0% ot nauHeHTHTe (OCBEH aKo He € 0TOENI3aHO APYTO), IeKYBaHH C (POIHHOIPHA
B KOUTPONHPAHY KAWHHYHA W3NHTBaHUA (N=516), KaKkTo # CEOHTHA OT KIHHHYHO 3HAYEHHE C MO-HUCKA
YecToTa.

Obuyu: TemnepaTypa, MOBHILIABAHE HA TErIOTO, XHIEPXHAPO3A.

Crpdeuno-crdosu: Bresanna cMbpT, KapaHopecnHpartopeH apect, wok (0,2%), HAPYLIEHUA & CHPACIHUS
PHTEM, nepudJepeH OTOK, XHNEePTOHHA, CHHKOII, HapyUICHHA B NPpOBOAHMOCTTA.

Hepmamonozuunu: Copbex.

Hwynorocuunu: Anrnoenem (0,2%).




Mycrpano-cxeremnu: Muairus, cnaboct B kpaliHHIHTE.

Hesporocuunu/neuxuampuuny: UepeOpanen nudapkt, TpaHantopHa ucxemuuna ataxa (THA),
Aenpecus, NapecTesus, BEPTHIO, NPOMAHA B NOBEACHHETO, TPEMOP.

Pecnupamopys: Purinr, CHHy3nT, TpaxeobponxuT, naespaiia Gonka B rbpRUTE.

Cemuentu opzanu: 3puTENHN HAPYUEHHS, BKYCOBH HapylLEHHUS.

¥Ypozenumannu: Hapyuweno ypuHupane.

Tabnuuara no-10y BKIIOYBA BCHYKH HEXEIAHH NEKAPCTBEHH PEaKLHH, KaKTO ¢4 OMMCAHH KbM MOMEHTA
B CCDS. CnHCBKLT € NpeAcTaBeH Mo CHCTEMo-0praHiM kiacose, MedDRA TepMHHONOrHA H YECTOTA,
KaTo ca M3MON3BAHH CISHHTE KATEropHH: MHOTO YecTh (21/10), uectu (=1/100, < 1/10), HeyecTH
(=1/1000, <1/100), peaxu (>1/10 000, <1/1000). MHorO peaku (< 1/10 000) u ¢ Hen3BecTHA YecToTa (He
Moxke A2 Obie H34YHCIeHa OT HANHYHKTE AaHuH). Tabnuuata e chCTaBeHa CNope NPENoPLKUTE Ha
CIOMS paGorna rpyna 1l n V u Ykazanuara ua Eponeiickara komucus 3a Kpatkarta xapakrepucTika

Ha TIPOJIYKTA,

CucreMo-oprafiiy Kaacone

YeceToTa

MedDRA TepMunn

Hupexyuu u unpecmaruu

YecTu

Hudexuns na ropaure
JUXaTeNHU MbTHILA,
GapHHIHT, PHHUT, BUPYCHA
HH}eKLIHA

C Heu3BecTHa YecToTa

[THeBMOHHA, NAPHHTHT,
CHHY3HT, TpaxeoOGpOHXHT

Hapywenus na xpvema u
rumbrama cucmema

C Hen3BecTHa YecToTa

JlumdaseHonaTua,
NEBKOTIEHUS, HEYTPOTIEHHUS,
eo3uHod N

Hapyuwenus na memabonuzma
u Xpanenemo

C HeH3BECTHA HeCTOTA

[Moaarpa, Hapyluerne Ha
AneTHTa, MPOMEHH Ha TErNOTO,
MOHIKEH aneTHT,
XHIIepKATHEMHA

cuxuunyu napywuenus

Yectn

TIpoMeEHH B HACTPOGHHETO,
HapyLIeHHe HA ChHA

C HeH3BECTHA YECTOTA

HenpecHs, HapyLIeHHA B
NoBeJCHHETO, CHCTOSHHE Ha

00BPKAHOCT
Hapywenua na vepenama Yectn 3amasHoCT, rnarofonue,
cucmema napecTesHs
HeuectH Cunxon
C HenzsecTHA HeCTOTA Llepetpanen undapkr,

[Ipexo/Ha HCXEMHYHa aTaka,
TPEMOp, HapyIIEHHe Ha
PAaBHOBECHETD, HApPYLLEHHWE Ha
NameTTa, COMHOJIEHTHOCT,
LepebpoBacKylapeH
HHIHAEHT

Hapywenun na ovume

Yectn

Hapywenua na yxomo u
Agbupunma

C HeH3BECTHA YeCToTa

HapywieHns Ha o4HTe, =
3PHTENHH HAPYIEHH 4\-@8 o
TUHUTYC, BEPTHTO,

ylIHTE I

Copdeunu napyuenun

Yectu

Apurmua, mantuygi




8HTHHA TEKTOPHC

C Hew3BECTHA 4yecToTa

CobpaedeH apect, HHQAPKT Ha
MHOKApAA, TAXHKAPAHA,

KapaHo-pPeCcHPaTOPeH apecT,
HAapYyUICHHA B OpOBOAH MOCTTa

Crvoosu napyiuenun

Yectu XHnoToHHs, OpPTOCTaTHYHA
XHNOTOHHA
HeuecTtn Lok

C HeH3BecTHa YyecToTa

XHnepTOHUYHA KPH3A,
nepudepHa-CHA0BO
3abonaBaHe, KPLBOU3/IHE,
XHOEPTOHHA, TOIIH BBIHK

Pecnupamopuu, 2pvonu u
MEQUQCMUNANHY HADVIHERUS

YectH

Kainnuua, HapyileHue Ha
CHHYCHTE

C HeM3BecTHA YecToTa

HducnHea, OpOHXOCTIAIBM,
GenonpobHa KOHIeCTHA,
nwctonns, enucTasa,
CHHY3HT, HIeBpanHa fonka

Cmomauino-upeanu
HAPVILEHUR

YeeTn

I'agene, noBpbLIAHE, AHAPHS,
fonka B kopeMa, JUCOEICHA,
JH3rey3ua

C HeuspecTHaA YecToTa

TlankpeatiT, OTOK Ha €3UKA,
aucharis, HapyLeHHe Ha
ycrata, abaoMHHATHO
pasTaraHe, 3anex,
METEOPHIBM, CYXOTa B YCT4Ta,

JH3TEY3US
Xenamo-Gunuapnu napyutenus | C HedsBecTHA YecToTa Xenatut
Hapyuienua na xoocama n Yectn Qbpus
HOOKONCHAMA MBRAH Hevectu AHrHoelem

C Heu3BeCTHA YecTOTA

Xunepxuaposa, eXuMosa,
NpypUTYC, AEPMATUT,
YPTHKAPHA

Hapywienua na mycxymio-
CKEAemHama CUcmema
CHEQUHUMERHAIMG NIBKAH

Yectn

Bonka B MycKynuTe H
KOCTHTE, MHAITHA

C HEH3BECTHA YeCcTOTa

MyckyiHa caabocT, apTpHT

Hapywenua na 6vbpeyume v | Yectn Hapyienue 8 ypaHupanero
HUKOYHUME Romuiya C HeH3BECTHA HecToTa Bu0peyHa HelOCTATEYHOCT
Hapywenua na Yeetn Cexcyanna gucyHKUHA

GbINPOUIBOOUMENRAMA C HeH3BecTHa 4ecToTa Hapymenue Ha npocrarara

CUCIEeMa U cvpoama

Obwu wapyuwienua u egexmu
HO MSCMOMO HA RPURORCEHUE

Yectn

Vmopa, Gonka B repante,
OTOK, aCTEHHA,

C HeM3BECTHA YECTOTA

Nepudepen otok, bonka,
OHPEKCHA, BHE3aNHA CMBPT

Hzcredeanua

C Hewu3BecTHA YecToTA

IMoBHILABaHE HA TETAOTO,
AHOPMANHY PE3YATATH OT
H3CIeABAHHA Ha
4epHOAPOOHATA (YH

CrLobuwaBaHe HA NONOIHPARE HEXEIANH peakuHu




CroOLiaBaHeTo Ha TOJO3HPAHK HEXENAHH PEaKUHH CIEA paspeluasane 3a ynotpeba Ha JeKapcTBeH s
NPOAYKT € BaXHO. TOBa NO3BOJIABA Ja MPOABIKH HAOIIOIEHHETO HA CHOTHOLIEHHETO [10N3a/PHCK 34
neKapcTBeHH npoayKT. OT MEANIMHCKHUTE CNIELMATHCTH C& H3HCKBA 42 ChoDIIaBaT BCAKa NoJ03HpaHa
HEXENaHa peakuus upes

H3nbaHuTeHa areHIHS MO IeKapcTBaTa

yn. .Jdamau Cpyes” No 8

1303 Cogun

Ten.: +359 2 8903417

yeOcalit: www.bda.bg

4.9. Ipeno3upane

Hama crneuduina nadopMaLns 3a iedeHHe Ha NPeAo3HPaHETO ¢ MOHONPI; TO € CHMIITOMATHYHO H
noaaepxkawto. Tepanusata ¢ MOHONPH ce NPeKHCBA H MAIIMEHTHTE CE IPOCAENIBAT BHHMATEIHO.
IpeanaranuTe MepkH BKMOHBAT NPEAH3BUKBAHE HA NOBPBILAHE W/HIIM CTOMALLHA TPOMHBKA, KAKTO H
KOpHIHpane Ha XHNOTOHHATA 10 IPHETHTE NMPOUELY PH.

(I)03HHOﬂpHJI C¢C OTCTpaHABa B MAJIKa CTCIEH Ype3 XeMOAHAIH3a HIH NEePHTOHEATHA JHANH3A.

5. ®APMAKOJOIMYHH CBOHCTBA
5.1, PapMakolEHAMHYRE CBOHCTRA

®apmakorepanepruuta rpyna: ACE HHXu6HTOpH
ATC xoa: CO9AAQ9

Cepymuara aktusHocT Ha ACE ce moaTucka ¢ > 90% ot 2 no 12 yaca cnea equuuaHy Ao3u oT 10 a0 40
mg (posunonpun. Ha 24-a1 yac cepymuoro ACE feiictere octapa noatucHato ¢ 85%, 93% u 93%
CBOTBETHO NPH J03HpoBkH OT 10 mg, 20 mg u 40 mg.

Mexanusbm Ha neficTue

Do3pHONPHA, ECTEPEH TPEKYPCOP, C& XHAPORUINDA OT eCTEpasiTe A0 (hapMakoNsOTHUHO aKTHBHA BopMa,
(pO3HHONPH AT, KOATO NPENOTBPATABA NPEBPBILAHETO HA AHFHOTEH3HH | 10 BA30KOHCTPHKTOpHATA
cybcranuus anrdotensut II. Hamanenneto Ha auruotersun [1 Boan A0 waManssaHe Ha Ba3onpecopHaTa
aKTHBHOCT H Ha A/Il0CTepoHOBaTa cekpelind. [lociaenHoTo aelicTBre Moxe aa JoBeje 10 cnabo
NOBHLIABaHE HA cepyMHmA Kanuii /cpeano = 0,1 mEq/l / 3aeano cbe 3acuneHo oTAeNaHE HA HATPHIL U
BOAA.

Huxubupanero na ACE chillo MOBNHSBA HA pa3rpaxiaHeTo Ha GpaHKMHUHA, KOSTO ChILO MOXeE A2
AOTIPUHACA 38 AaHTHXHOEPTEH3HBHHA eekT; Po3HHONPUN HMa TepaneBTHYEH eeKT NpH MalHEHTH C
HHCKO-PEHHHOBA XHIIEPTOHHS.

[lpu naluenTy Che CLPASUHA HEAOCTATEYHOCT CE CUHTA, Y€ BraronpHaTHHAT edekT Ha MoHONpHI ce
Ab/KH INABHO HA CYNPECHA Ha PEHHH-AHTHOTEH3HH-A110CTPEOHOBATA CHCTEMA; MOTHCKAHETO Ha
AHTUOTCH3NH-KOHBEPTHPAILYS CHIKHM BOAN A0 HAMAIABAHE KAaKTO Ha NPEIHATOBAPBAHETO, TaKa H Ha
CJic/IHATOBapBAHETO.

Dapmako HHAMHYHH edeKkTH

Xunepronrs: MoHONPHI NOHHKaBa APTEPHATHOTO HANAraHE B PAMKKTE HA e1HH 4ac, Makcumanen
XHIOTEH3UBEH e)ekT ce Habmoaasa 2-6 yaca ¢nell NPHEMA M AHTHXHITEPTEH3HBHUAT eeKT NePCHCTHpa
3a 24 vaca. JIo3n oT 20 no 80 mg BeaHBiK NHEEHO HAMAJIABAT KPbBHOTO HAJIATAHE B IETHANO HIH CEJHAIO

nonoxeHHe 24 yaca cies A03MpaHETo Cbe cpearo oT 8 10 9 mm Hg/ 6 no 7 mm Hg
(cucTonHo/AMacTONMHO) nOBEYE OT TOBa CBBP3aHO ¢ Mauebo. Tosu edekt e S0% Ko 60%
KOpeCNOHAHPAlllH THKOB AHACTOEH OTrOBOP H 80% OT NHKOBHA CHCTONEH OTrOBOP.
HansraHe ce NOHIKABA B NPHONHIHTENHO eIHAKBA CTEMEH KAKTO B H3MPABEHO Taka H j§



nonoxkenne. OpTOCTATHHHUTE eEKTH H TAXHKAPAHATA He ¢a YeCTH, HO MoraT 1a HacTbAT MpH NalHeHTH
¢be 3aryba Ha conu W/unu Boaa. HamansapadeTo Ha kpbBHOTO HanfAraxde MOxe 13 Obae NPOrpecHBHO, TaKa
e aaca HBOGXOJIHMH HAKOJIKO CEAMHIIH JISYEHHE 3a A0CTHIaHe HA MAaKCHMA/ICH TCPancBTHYIEH el'beKT.
XunoTeH3uBHUTE edeKTH Ha HOIHHONPHN # THABHAHUTE JHYPETHLH Ca ATHTHBHYU.

EdexuerOCTTa Ha MOHONPHI HE Ce BHAE OT Bb3PacT, 0N Wik Tero. BHe3anHOTO npekparasaye Ha
npHemMa Ha YO3HHONPHI HE BOAH 10 pHOayHA edeKT HA XUNEPTOHUATA.

Crnpaeuna HeaocTaThbiHOCT: B 1BOHHO-C/leny, KOHTPONKPAHH KTHHWYHH N3NUTBARVA NPH NAUMEHTH
CBC ChPAEHHA HEAOCTATBYHOCT, JIEKYBAHH C AHYPETHUH C Wi Oe3 AMroKCHH, HavaaHaTa 2o3a Mononpus
BOJM JI0 0CTPO Hamanapaue Ha GenonpobHOTO KAMWIAPHO HANSTaHE /MpennaTopapeane/ ¥ CPEAHOTO
apTepHANHO KPHEHO HANATaHe H CHCTEMHATA ChJ0BA PE3UCTEHTHOCT /cleaHaToBapBane/. EfHokpaTHaTa
AHeBHA 032 Ha MOHOTPHA HOLALPKA NONOKUTENHN XEMOAHHAMHYHH edeKTH Npes uenua 24-4acos
HHTEpBaN Ha JO3UPaHe MpH NALUEHTHTE, 3aBbpHnE 10-ceamMuuno nevueHue. B JonbineHue, ChpaeyHaTa
HeCTOTA HAMAIABRA B CPABHCHMC € MIXOAHATA U YAADHMAT obeMeHd HHISKC ce YBENHYaBa BBEIIDEKH
TIOHHXKEHOTO HANATaHE Ha TbJIHEHe Ha Jiieata kaMepa. He ce Habnonasa Taxadunaxkcus.

Dozunonpun e nonoOpun TonepaHca NpH HaTOBRapBaHe Ha 24-us yac B Be NIaLe60-KOHTPOIHPaHH
H3CNEABaHNA /271 malHeHTH Cbe ChpLeyHa HEBOCTATEMHOCT/ TEKYBaHH ¢ MOHONPHIT BEAHBXK AHEBHO B
APOABLIKEHHE HA 6 MECENa, BRIIOUHTEITHO €IHO H3CIEABaHE , MPH KOETO NaLMEeHTHTE He ca b
NEKYBaHH ¢AHOBPEMEHHO ¢ ANroKcHH. KnuHNYHATA H3ABa HA CHpAEYHATa HEJOCTATBYHOCT Ce
nono0paBa, OUECHEHO N0 KPHTEPHHTE 33 0TNAJaHE OT H3CAeABAHeTO /HaMaliedHe Ha pHcka 66%, P < .001/
HJIH 33 XOCMHTAIH3ALMA 110 MOBOJ Ha BAOUIABAHE HA ChPAEYHATA HEAOCTATHYHOCT /HAMAJICHHE Ha PHCKA
66%, P=.001/. MoHOTIpHA HamalABa HYX/JIATa OT JOIMBJIHUTENHO AHYPETHYHO JICUeHHE 3a KOHTPON Ha
CHMIITOMHTE Ha CBpACUHA HEACCTATBYHOCT.

TesxecTra Ha CHpAEYHATA HEAOCTATEHHOCT, H3IMEPEHA Upe3 GaroNpHATHHTE NPOMEHH T10
Knacnduxauusta na Hio Hopkcxara Chpedsa Aconpanus H Ha CHMITOMHTE Ha ChpIeHHa
HEAOCTATHPYHOCT, BEIKOYHTENHO JUCTTHEA H YMOpAa, Cc no,uoﬁpxna.

IlepaaTpavAa Donyxanas

[Moynxapate Ha KPbBHOTO HansraHe ¢ HuckH (0,1 mg/kg), cpennn (0,3 mg/kg) n Bucoku (0,6 mg/kg)
OPHUETHH 1030 GOIHHOTIPHN BEAHBK JHEBHO € OLEHEHO B PAHAOMH3HPAHO ABOHHO CNANO NPOYYBAHE HA
252 gena W IOHOLIH HA BB3PACT MEXAY 6 H 16 roJMHH ¢ XUNEPTEH3HS MJTH BHCOKO-HOPMATHO KPBBHO
Hanarane. B kpas Ha YeTHpHCEAMHYHOTO JieYeHHE, CPEAHOTO NOHIHKABAHE OT HA4anoTo HA NPOYYIBAHETO
Ha CHCTONMYHO KPBEHO HAJMATAHE € CXOAHO MPH Aeld, IEKyBaHH © HHCKA, CPe/iHA M BHCOKA 1032
dozpnonpun. He e geMoucTpupana BpbL3Ka A032-0TroBop Npu TphTe Jo3u. Hama noaxoasma
JeKapeTBeHa opMa, KOATO Aa £e Ao3Hpa 3a Aelia, Texkami no-Maaxo ot 50 kg,

JontnAdaTenaa HHGoOpManus

HBe roneMH paHIOMH3HPaHH KOHTpOAHpann npoyusanus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekyio rnoGanio H3NUTBaHe 3a KpalHH TOUKH
Ha TeJIMHCAPTaH, CAMOCTOATENHO W B KOMOHHAUMA ¢ pamunpun) 1 VA NEPHRON-D (Knnnu4ho
Ipoy4BaHe CBBP3AHO C PasBHTHE Ha HedponaTUA NpH qHadeT, npoBeaeHe oT MUHACTEPCTRO N0
BLIIPOCHTE Ha BETEPAHHTE) — MPOYUBAT YnoTpebaTa Ha KoMOHHauHATa 0T ACE HHXHOHTOP H
aHruoTeHs3uH [I-peuentopen Gnokep.

ONTARGET e npoyusane, HpoBeeHO NPK NMAUMEHTH ¢ aHAMHE3a 33 CHPACUYHO-CHAORA YAH
MO3BYHOCHA0BA GONECT, HIIH 3axapeH AHabeT THN 2, NPUAPYKEHH C JaHHH 33 YBpexAaHe Ha eheKTOPHH
opraad, VA NEPHRON-D e npoyusane npu maunenty cbe 3axaped guadet tun 2 v auaberna
HedponaTua.

]

Te3n npoy4saHuA He NOKa3BaT 3HAYHM OIArONPHATEH eEKT BhPXY ObGpevyHHTEe H/HIH CB bpaesHa
ChAOBMTE MOCAEAHUM ¥ CMBPTHOCT, KaTO ChUIEBPEMEHHO ca HabnioJaBany TIOBHINEH Pyg %%Wﬂ
XHIIEPKaNHEMHA, OCTPO yBpexaane Ha 6b0peLiTe H/HIH XUNOTOHUA B CPaBHEHHE C |
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€€ HMAT NPeABH/ CXOAHUTE HM QapMaKOAMHAMUIHH CBOWCTBA, TE3H PE3YNTATH Ca NPHACKKHMH K 33
Apyru ACE HHxuGuTopu u aHruoTeHsuH ll-peuerrropun GrokepH.

ACE wnxubutopy 4 anruorensus ll-peyenvopru Gnoxepy cnesoBaTenHo e TpadBa Aa ce U3NO0N3BAT
€IHOBPEMEHHO TIPH MaUMEHTH ¢ AHabeTHa Hedponarus.

ALTITUDE (KnuHu4HO npoy4BaHe NpoBEAEHO ¢ ANHCKHpeH NPH NALHEHTH Cbe 3axapeH quadet tun 2 ¢
M3NON3BAHE HA CBPACUHO-CHAOBH H OBOpedHH 3ab0BaHHA KATO KPaiiHH TOYKH) € NpOYBaHe,
NPeAHA3HAYEHO Ja H3CASABA TOJ13aTa OT NoGABSHETO HA ATHCKHUpEH KbM cTarapTHa Tepanus ¢ ACE
MHXHOMTOp HITH aHrHOTeH3HH [1-peuenTopen GNnokep npu NauHeHTH Che 3axapel Anaber Thn 2 1
XpoHHYHO 6BOpeyHo 3abonsBane, cbpaeuHO-ChI0BO 3a0onseane win u aeete. [Ipoyusasnero e
NPEKPATEHO NpekAeBPeMEHHO NOPaiH NOBHLIEH PHCK OT HeDIaronpuaTHH nocieauuy. Kakro chpaeuHo-
CB/IOBATA CMBPT, Taka H HHCYTHT Ca [I0-4eCTH B IPYNATa HA LTHCKHPEH, OTKOIIKOTO B Ipynarta Ha
nauebo, a NPeacTaBNABALIATE HHTEPEC HEXENAHH CHOHTHA H CEPHO3HH HEXKENaHH CHOHTHA
{(xunepkanyeMnd, XHNOTOHUA H OGBOpedna anchyHkUuA) ce cHOGLABAT N10-YECTO B IPyNaTa Ha
a/TMCKHPEH, OTKOJIKOTO B MpyNaTa Ha mnauebo.

5.2 dapMakoKHHEeTHYHA CBOHCTBA

ABcopbuma
CrenenTa na pe3opOuus ciea nepopanto npunoxenye na Mononpun e 30-40%. CrenenTa Ha abcopbuna

1O CBHUIECTBO HE CE BJIMAE OT HAIHYAETO HA XPaHa B CTOMALIHO-UPEBHHA TPaKT, 0baue, MOXe CKOpPOCTTa
na abcopluws aa ce 3abasu. Do3mHONPHN ce XMIPONH3HPa OT ecTepasy [aBHO B YEPHHA apod A0
(apMaKOIOrHYHO aKTHBEH (o3nHonpunaT. CKOpoCTTa Ha XHAPONN3a NPY NATHEHTH C YEPHOAPOGHH
YBPEXKAAHHA C€ NPOMEHA, HO CTEIICHTA HA KOHBEPCHA € HeIPOMEHEHA. BpBMET 0 34 [IOCTHIraHe Ha MHKORH
NNa3MeHH KOHIEHTPALKH € TPH 4aca H € He3aBHCHMO OT 103aTa Ha (osanonpu, Clief eAHOKPATHH H
MHOTOKPATHH [EPOPATHH 03K, (apMakoKHHeTHYHHTe napametpd {Cmax, AUC) ca npako
NPONOPUHMOHATHH Ha IPHAOKEHaTa Ro3a (osuHonpui.

DO3MHONPUIAT ce CBbP3Ba C I1a3MEHHTE MPOTCHAH BbB BHCOKA cTeneH />95% /, Ho B He3HaMHTeNHA
CTENEH C KPbBHHTE KIETKH.

PaznpenencHue

DO3HHONPHIAT KMa OTHOCHTENHO MankK 00eM Ha pasnpenenesue. MacneapaHus NpH KHBOTHH NOKA3BaT,
ye HHTO (OHHOMPHII, HHTO (POHHOTIPHAAT MPEMHUHABAT KPLBHO-MO3buHaTa Oapuepa, uo dozrHonpunar
MHHaBAa Npe3 nianeHTaTa npH OpeMeHHH JKHBOTHH.

Cnrea nepopanen npueM Ha panuoMapkupan Gosusonpu, 75% o1 paiuoakTHBHOCTTA B AA3MATA
IPHCBCTRA KATO AKTHBEH QO3HHONPHAAT, 0T 20% A0 30% kaTo rNOKYpOHKAH KOHIOTAaTH Ha
gozunonpunar 1 ot 1% Ko 5% p-kuApoxcH MeTaboMMT Ha §o3nHONpHnaT. P-Xxuapoxcu meTabonut e
moued ACE nuxuburop karo ¢ozwHonpinat. [HKypoHHpanusT koutorat e anweH ot ACE-
UHXHOUTOPHA AKTHBHOCT,

EnumuHupane
Cnea HHTPaBEHO3HO MpHNOKEHHE, POZHHONPHIIAT ¢ eTMMHHEPA TPHOIHIHTEIHO B €HAKBA CTENEH OT

uepHua Apod 1 oubpeunTe. Tlpu 30paBy HHAHBHAH, TEJECHHAT KIHPBLHC HA HATPABEHO3HHA
(o3uHOnpHAAT e oT 26 Ao 39 mL/min. INpu xuneproanuu ¢ HopManHa 6bOpedHa n YepHoapobHa
GYHKLUHA, KOHTO €A HOJyYaBATH MHOTOKPATHH R03H o3HHONPHI, edeKTHBHOTO t 2 Ha KyMyJtipaHe Ha
dosuHONpunar e cpeano 11,5 vaca. Ipi mauMeHTH Che ChpACHYHA HEAOCTATLUHOCT, ehexTHBHOTO t Y2 € 14
qaca.

DO3HHONIPHIT He ¢ Auann3upa Aobpe. KIIHpbrHCHT HA GO3HHOMPHN NPH XEMOAHANH3A H NEPHTOHSA/THA
AOHAJIM3A & CPEAHO ChOTBETHO 2% H 7% OT KNHPbHHCA Ha ypeaTa.

T1pu naunenTH ¢ yBpeaena 6u0pedna pyuxnns /Kpea THEHHOB KIAPBHE < 80 ml/
TeNeceH KIMPLHC Ha O3HHONPHAAT € TIONOBHHATA OT TO3M HA NALKEHTH ¢ HOpMaHa §
HOKaTO pe3opduuATa, GHOHATHYHOCTTA, CBLP3BAHETO C IPOTEHHUTE HE CE MPOMEHAT



KnupbHEBT Ha ho3nHONpHNAT HE ce pa3inyaBa 3HAUHTENHO CNOpea cTeneHTa Ha 6b6peyna
HEOCTATHYHOCT; HAMANEHOTo 6bOPEeHHO eNUMUHUPAHE C& KOMIEHCHPA ¢ YBEAWUSHO XeNAaTabUIMapHo
enumuHupane. Jleko nopuuienne Ha AUC /no-Manko oT ABa MbTH CTOHHOCTHTE IIpH  HopmanHa 6b6peyna
(yurkuua/ ce nabmonaea npu NaLMEHTH ¢ PA3NMYHA CTENEH Ha GHOPeYHa HEJOCTATRUHOCT, BKMIOUMTENHO
H [IpH KpaliHa cTeneH Ha 6bOpeyHa HeOCTATHYHOCT /KpeaTHHUHOB KnupeHT <10 ml/min/1,73 m?/

Yepuoapobua HeA0CTATLIROCT /AAKOX0NHA KN GuARApHA nAPO3a/:

Bunpexu, 4e CKOPOCTTA Ha XHAPOiK3a NPY TE3W MaUNEHTH MOXKeE Ja ce 3a0aBy, CTETIeHTa Ha Mpoueca He
HaMansgBa 3HAYHTENHO; OOLUHAT TeNeCeH KIHPBHC Ha (GO3HHOMIPHIAT € OKONO MONOBHHATA OT TO3H HPH
TRUMEHTH C HOPMAnHA YepHOApobHa Pynkuma. Hama sHaunTensn pasnikn BbB GapMakOKUHETHYHHTE
napaMeTpH MeX Iy NalMeHTH /MBXkKe/ B HanpeHa/la Bh3pacT /65-74 r./ ¢be 3anaseHa 6u0pedHa v
4epHoapobHa pyHKuus u no-mnaam /20-35 1./ nagHenTH.

NeguaTpauna nonysanng

Orpanuvenn dapMakOKHHETHYHH AAHHH NPH AeUa H IOHOLUHM Ca IPEAOCTaBEHH OT (PapMaKOKHHETHHHO
NPOYYBaHE C EAHOKPATHO AO3HPaHe NPH 19 XHNEpPTEeH3MBHH NALHEHTH HA Bb3pacT Mexay 6 1 16 roaHHu,
NEKyBaHU ¢ pa3TBop Ha dosuHonpun 0,3 mg/kg.

Bcee ome He e nemouctpupano aatn croiisoctTaTe Ha AUC H Crax 32 Go3uHONpHIAT {(akTHBHATA opMa
Ha (YO3HHONPHI) Mpy Aeua Mexay 6 H 16 roguuu ca cpaBHAMHE C Te3H, HabM0AaBaHH NPH Bb3PACTHH,
nonyvasauty 20 mg Go3HMHONDHI KATO pa3TBOP.

TepMHHANHHAT STHMAHAUHOHEH NOIYKHBOT Ha (o3nHonpHAaaT € 11-13 Yaca ¥ € CXOJCH NPH BCHYKH
dazu Ha nmpoyusaHuaTa.

53. IlpeaxnunuYHA JaHHH 33 He300aCHOCT

Kapunnoreneza H MyTareHes3a

[Tpu H3cneaBaHUs B NPOAL/DKEHHE HA MEPHOR OT JBE FOAHHH ¢ MHLIKH U IUTbX0Be H 1031 a0 400 mg/kg
AHepHo /500 MBTH MaKCHMATHATA 103a NPH X0pa/, HAMA YCTaHOBEHH JaHHH 33 KApUMHOTEHEH e(eKT.
Huro drosuHonpan HaTpuii, HITO AKTHBHHAT GOIMHONPHIIAT CA MyTareHHH PH MHKPOGHANEH MyTareHeH
TECT Ha Ames, TECT 34 MyTalluH Ha KJETKH OT MHIA THUMGbOMA HITH MHTOTHYHA FeHHA KOHBEPCHA.
DO3HHOMNPHI HE € FEHOTOKCHYEH H B MHINH MHKPOHYKIEYC TECT in Vivo H B UHTOTEHETHYEH TECT in Vivo ¢
MHILM KOCTEH MOIBK. B LuTOreHeTHYEH TeCT ¢ OBAPHANHH KJIETKH HA KHTAHCKH XaMCTepH, GO3HHOTPUN
YBENHYaRa YE€CTOTaTa Ha XPOMO3OMHUTE abepaLui, KOraTo c¢ TecTyBa 6e3 MeTabonTHA AKTHBALHSA NIPH
KOHUEHTpAI[HA, TOKCHYHA 34 KeTKuTe, HAMA YBenHYeHHe B XPOMO30MHHTe abepaliHH IIpH MO-HHUCKHTE
JEKApCTBEHH KOHUEHTpaLHH 6e3 MeTa0oIHTHA AKTHBALMSA MIH MPH BCHYKH KOHNEHTPALHH ¢
MeTabONNTHA aKTHBALHA.

6. GAPMAIEBTHYHH JAHHHU
6.1. CHHCBK HA NOMOIIHATE BellleCTEA

Jlakrosa

MuKpokpHCTanHa HEayno3a
ipocnosugoH

MoBuaon

Harpuer creapundymapat

6.2. HechLBMECTHMOCTH
He ce chobiapar

6.3. Cpox Ha ropuoct
Mouonpun 10 mg Tabnerka - 18 Meceua
Mouonpun 20 mg taGnerka - 24 Mecena




6.4. CnenHaIHH YCIOBHS HA CLXpaHenHe
Ha ce cbxpaunssa nog 25°C.
Jla ce cbxpansBa B OpUrHHANHATA OTIAKOBKA.,

6.5. Buan chIbpKARHEE HA ONAKOBKATA
PVC/PVDC bauctep, coabpxaly 28 tabnerku.

7. IIPHTEXATEJ HA PASPEILIEHHETO 3A YIIOTPEBA

Bausch Health Ireland Limited
3013 Lake Drive

Citywest Business Campus
Dublin 24, D24PPT3
Hpnauaus

8. HOMEP(A) HA PA3PEIIEHHETO 3A YOHOTPEBA

Mouonpaa 10 mg TabaeTka - 9900349
Mononpaa 20 mg Tabaerxa — 9900350

9. JATA HA ITbPBO PA3ZPEIIABAHEATIOHOBABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Jara Ha Mbpeo paspewasade: 02.11.1999
Jara Ha mocaeano noanoessaxe: 29.10.2010

19. HJATA HA AKTYAJTIH3HPAHE HA TEKCTA




