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KPATKA XAPAKT EPHCTHICA HATIPOAYKTA ] 5 i U mw
1. HME HA JIEKAPCTBEHHSA IIPO,I[YKT

Pamumen 5 mg rabnetkn
Ramimed 5 mg tablets
Pamumen 10 mg Tabnerku
Ramimed 10 mg tablets

2. KAYECTBEH H KOJJMYECTBEH CbCTAB

Pamumen 5 mg:

Enna Tabnerka ceappika 5 mg pamunpun (ramipril).
Pamumen 10 mg:

Enna Tabnertka chaspixka 10 mg pamunpun (ramipril).

[ToMOUIHO BELIECTBO ¢ H3BECTHO JICHCTBHE: JIAKTO3a MOHOXH/IPAT.
Bceska tabnetka Pamumen 5 mg chabpika 96 mg nakro3a MOHOXHpAT.
Bceska tabnetka Pamumen 10 mg cbhaspxka 193 mg nakro3a MoHOXHApAT.

3a mBIHHA CIHCHK HAa NOMOLIHHUTE BElIECTBA BHXKTE TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA
Tabaerka.

Pamumen 5 mg: ¢ ¢dopma Ha kancyna, miocka, po3oBa TabneTka, ¢ JeNMTeNHAa uepTa
€IHOCTPaHHO, a B Kpaumara ¢ mamna R3.
Tabnerkara Mmoxe na 6b1e pasaeneHa Ha paBHH J03H.

Pamumen 10 mg: ¢ gopma Ha kancyna, nnocka, 6sna Tabnetka, ¢ AeIUTENHA YepTa €HOCTPAHHO,
a B Kpauuiara ¢ mamna R4.
Tabnerxara moxe na 6b/e pasaenena Ha paBHH J03H.

4. KIMHHYHH JTAHHHA
4.1. TepaneBTHYHH NOKA3AHHA
- JleueHne Ha XUNEPTOHHUSA

- CobpmeyHo-cpioBa MNpeBEHUMA: HaMansBaHe Ha CHPAEYHO-ChAOBaTa 3a00N€BaEMOCT M
CMBPTHOCT NPH MAaLHEHTH C:
® IPOABEHO aTepOTPOMOGOTHYHO CHPAEYHO-CHAOBO 3abonsBaHe (aHaMHE3a 3a KOPOHAPHO
3abosiABaHe HIIM HHCYNT, WK nepudepHa apTepruanta Gonect) win
e 1uaber ¢ noHe e/IMH ChbPJICYHO-CHOB PHCKOB hakTop (BXk. Touka 5.1).

- Jleuenue Ha 6b0peuHo 3abonsBane:
® Havanna pguaGetHa riomepyiHa Heponaths, onpeieieHa OT HaiH ‘Ha“'-—-
MHKpOAIOyMHHYDHS;




* [Iposinena aralerna raoMepynta Hedponatis, onpeaenesa 0T MAKPONPOTEHHYPHS TIPH
MAUHEeHTH ¢ [TOHE eJHH ChPAEYHO-CBACR pUCKOB hakrop (Bk, Touka 5.1);

o [IposaBena neauabeTHa riaomepynHa HedponaThs, onpeeneHa 0T MAKPONPOTEHHYPHA >
3 g/ na neH (Bx. Touka 5.1).

- JleyeHune Ha CHMNTOMATHYHA CBpACUHA HEAOCTATHYHOCT.

- BropiiHa npoduiakTHKa el oCTbp MHOKapaeH HHQapKT: HAMAIABAHE H@ CMBPTHOCTTA B
octpara (asa Ha MHOkapaeH MHGAPKT NPH NALHEHTH ¢ KIMHHYHH TPH3HALH HA ChpAeYHA
HEROCTATHLYHOCT, ¢ HAYUANO NOBeYe oT 48 4aca ciea ocThbp MHUOKapAeH HHOAPKT.

4.2.  lo3HpoBKa H HAYHH HA NPWI0KEHHE

Ho3upoeka

Bospacmuu

[ManueHTs NeKyBaHH C AHYPETHIH

Crnen sanoupane Ha Tepania ¢ PamumMen, Moxe Ja HACTEITH XHIOTOHHA; TOBA € TMO-BEPOSTHO NIPH
NaiMe€HTH, KOHTO ca JICKyBAHHM EIHOBPEMEHHO ¢ adypeTHiM. [lopaau ToBa ce mpenopnysa
NOBHUICHO BHEMAaHWE, THH KaTO TE3M nanWeHTtH MoraT Aa Onaar ¢ namanes ofem TeuHOCTH W
HJIH COJIH.

AKO € BR3MOXKHO, JHYPEeTHKET Tpa0Ba fa Obae cnpsaH 2 A0 3 AHH npead HauaJoTO Ha TEPATHATA
¢ Pamumen (rxk. Touka 4.4).

Tlpy mauHeHTH ¢ XHNEPTOHHUA, TIPH KOHTO JAMYPETHKBT HE € CNpAH, TepanusTa ¢ PamumMen Tpadpa
na 6mae 3anoyHata ¢ go3a ot 1,25 mg. Tpabea na Geaat npocneasBald GbOpeuHaTa QYHKUHA H
nnasMeHna Kamwii. ITocnenpauara nosuposka Ha Pamumen TpaGea na 6bae onpedensHa cnopen
XKeTaHOTO KPBLBHO HANMATaHe.

Xunepmonun

Josara Tpabpa Ma Oble onpenencHa HHIMBHAYANHO, CHIOpel npodHIa HA NANMEHTa (BHXKTeE
TO4KA 4.4) H KOHTPOJIA HA KPBBHOTO HANAraHe.

Pamumen Moxe Aa 6bOe H3MON3BAH KATO MOHOTEpANHA WIH B KOMOHMHALMS C APYTH KJIAcOBe
AHTUXHUIIEPTEHIHBHHU JIEKAPCTREHH MPOJYKTH (BHKTe Touka 4.3, 4.4, 4.5 u 5.1).

Havanna no3a

Pamumen TpabBa Aa ObIe 3amouBaH MOCTEMEHHO ¢ MpenopbyaHa MepPBOHa4YanHa A03a oT 2,5 mg
AHEBHO.

Hpﬂ NalHeHTH ¢ MOBHIIEHA AKTHBHOCT Ha PEHHH-aHTHOTCH3IWH-aNJOCTePOH CHCTEMATa MOXe JTa
HACTBITH 3HAYHTENHO NOHMKEHHE HA KPBBHOTO HANATAHE Clie MpHeMa Ha nupBaTta nosa. [lpu
TAKHBA NAlMEeHTH Ce penopbLYka HaYalHa A03a oT 1,25 mg H HA4YanoTO Ha NedyeHHeTo TpaAbBa Ja
OL4€ H3BBPIIEHO NOA MEAHIMHCKH KOHTPON (BX. Touka 4.4).

TurpHpane 4 moALPXANIA 1033

TlocTenenno po3ata Moke na ObJe yaBoeHa Npe3 MHTEpBAlH OT ABE JI0 YETHPH CEIMHIH 32
NOCTHTAHE Ha JKENAHOTO KphBHO HAMAraHe; MakCHMAaNHO AOMYyCTHMATA 1034 Ha PamuMen e 10 mg
OHeBHO. QOGUMKHOBEHO N03aTa C€ NPUIara BEIHBXK JHEBHO.

Crpdeuno-cedosa npegentus

HauanHa no3a

IMpenoprusanara HavarHa q03a € 2,5 mg PaMuMe BeqHBK JHEBHO,
TuTpHpaHe H noaABPXANIA 1038

B saBucHMoOCT oT TOJEPAHTHOCTTA Ha MalWeHTa KbM @KTHBHOTO BEWICCTBO, Jo3aTa BHOCJ’[
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JIeYEHHE H — CNE] Olle JBe 10 TPH CEAMMIIM — Oa ce YBEJIHYH A0 TapreTHATA NOoAAbPKAINA 1034
ot 10 mg PaMyuMe] BeAHLK AHEBHO.

Bu:kTe CHINO [0-TrOpe 03HPOBKA NPH NALMEHTH, JEKYBAHH ¢ THYPETHLIH.

Jleuenue na Guiipeunc zabonreane

LIpu nayuenmu c duabem u muxpoanGymunypus.

Hauanuza foza:

IpenopruanaTa HavanHa fo3a e 1,25 mg PaMHMen Beinbx AHEBHO.

TuTpHpaHe H NOANLPKALILA 1032

B 3aBHCHMOCT OT TONEPaHTHOCTTA HA NAL[HEHTA KbM aKTHBHOTO BELECTEO, A03aTa BOOCAEACTRHE
ce noeumasa. IIpenopbysa ce yABOSBAHE HAa €JHOKpaTHATAa AHEBHA 1033 10 2,5 mg ciea Ipe
CeAMHLH H [0 5 mg ciel olle IRe CeAMHIIN.

Ilpu nayuenmu c ouabem u none edun_CbpIeuHO-cbO08 puckos daxmop

Hauanna nosa:

MpenoprupanaTta HayanHa fo3a e 2,5 mg PaMuMe BeaHbK JHERHO,

TuTpupaHe ¥ DoAAbDKAIIA 7032

B 3aBHCHMOCT OT TONEPaHTHOCTTA HA NALMEHTa KbM AKTHBHOTO BEHIECTBO, 103aTa BIOCIEACTRHE
ce nosHIuaBa. [IpernopesyBa ce yABosBaHE Ha eHOKpaTHATa THEBHA 103a A0 5 mg Pamumen crien
€1HA MJIH B¢ CeAMHLH M cienl Toea Ao 10 mg Pamumen clef olle ABE MIH TPH CEAMHIIH.
TapreTrara fHesHa aoza e 10 mg,

llpu nayuenmu ¢ Heduabemua nedhponamua,_onpedeiena om Rpomeunypus >3 g/na den

Hauanua jjo3a:

IpenoprupanaTa HauanHa Ao3a € 1,25 mg PamMuMen Beanbk JHEBHO.

Tutpupate ¥ NoAALKAILR 1032

B 3aBHCHMOCT OT TONEPAHTHOCTTA HA NANHEHTA KbM aKTHBHOTO BEIECTRO, JO3ATA BIIOCASICTBHE
ce nopHwaea. [lpenopruBa ce yaRoABaHE Ha eJHOKpATHaTAa THEBHA 703a Jlo 2,5 mg cren IBe
CCAMHLM ¥ [0 5 ME CNeH OIS N8BS CeAMMIIH.

CumMnmoMamuMia coepoeuna HeQuomamuyHocm

Havanna nosa:

[pu crabunuzdpaHH NMaLUHEHTH HA TUYPETHYHA Tepanus NpenopsupBaHara HauaaHa go3a e 1,25
Mg JHEBHO.

THTpHpaHe ¥ NOAXBPKALIA 1033

Pamumen Tpabea 1a Oble THTPHpAH upe? YAROABEHE HA J034TA HA BCEKM eIHa A0 ABE CEAMHIH
A0 MaxkcuManua AHesHa no3a 10 mg. [IpennoysTa e qByKpaTeH 1HEeBeH TIPHEM,

Bmopuuna npodunaxmuxa cred ocmup Muokapoen un@apkm u CbC CbpPOEUHA HEAOCHAMbYHOCH
HawanHa no3a;

48 yaca cnell OCThP MHOKapAeH HH(APKT MpH KIHHHYHO H XEMOAMHAMHYHO CTAOMIHH MALHEHTH
HavanHaTa A03a € 2,5 mg ABa bTH AHERHO B NPOTBILKEHHE HA TPH AHH. AKO HavallHATA 4034 OT
2,5 mg He ce ToJNepHpa, Ao3a oT 1,25 mg ABa TETH AHeBHO TpAGBa Jia Ob/le MpHaaraHa Aga AHH
IpeaAd NMOBHIIABaHe 10 2,5 mg W 5 mg JBa MBbTH AHEBHO. AKO A03aTa He MOXe Aa Obae
[IOBHINEHA A0 2,5 mg ABa IbTH ANEBHO, NeUeHueTo TpaOea fa e OTMEHH.

BuskTe ChINO NO-rope JO3HPOBKA [IPH NALHEHTH JIEKYBAHH ¢ AHYPETHIIH.

Tu aHe H NOAOBINAIIA 033




BriocnencTene nHeBHaTa 103a ce NOBHLIABA 4pe3 YABOSBAHETO il HA HHTEPBAIM OT €IMH A0 TPH
AHH 10 JOCTHTaHe HA TAPreTHATA NOJAbLPKAIA 1034 OT 5 mg JBa ETH AHEBHO.

KoraTo ¢ »b3MOXHO OAALPKALIATA 1033 CE pa3fieNd HA ABA NpUeMa THEBHO.

Ako fo3aTa He MOXKe Aa Ce NOBHIIM A0 2,5 mg fgBa ITbTH AHEBHO, NiedeHueTo TpsGBRa na ce
oTMeHH. Bce owe nuncesa nocratkueH OMHT NpH AeueHHe Ha MauueHTH ¢ Texka (NYHA 1V)
ChpAeYHA HEAOCTATEMHOCT HEMOCPENCTBEHO Cle] MHOKapAeH HHPAPKT. AKO Ce B3eMe pellieHHE
33 JedeHHEe Ha TaKHBA NAUHEHTH, NPENOpbYBa CE TepanMdTa ja Obae zanouHara ¢ 1,25 mg
BETHEXK JHEBHO H BCAKO NOBHIIABAHE Ha J03aTa Ja ObJe HIBBPIUBAHO C MOBHIIEHO BHUMAHHE,

Creyuanny nonyrayuu

Hayuenmu ¢ 6vbpeuno yspexcoarne

JlHeBHATa 1033 NpH DALUEHTH ¢ 6BOpedHO yBpexaaHe Tpabsa ga ce oNpedens Bb3 OCHOBA Ha
KPEeaTHHWHOBHA KJIHPBHC (BXK. Touka 5.2):

- 4KO KPEeaTHHHHOBUAT KIHPBHC € = 60 ml/min, He & HeoGxoaWMO KopurHpaHe Ha
HayanHaTa 03a (2,5 mg/AHEBHO); MAKCHMAHATA AHEeBHa 103a e 10 mg;

- aKO KPEATHHHHOBHAT KIHPBHC € MekAy 30-60ml/min, He e Heo6X0AHMO KOpHTHpaKe Ha
HayYanHata 103a (2,5 mg /iHeBHO); MakCHMaJTHaTa AHeBHA 1033 e 5 mg;

- 4KO KpeaTHHHHOBHAT KNHpBHC € mexay 10-30ml/min, nayannara noza e 1,25 mg
/NHEBHO 1 MaKCUMaIHATA JHEBHA 7038 € 5 mg;

- MpH XMIIEPTOHHIH HA XEMOJHANIH3A: PAMHNPHI ce AHanu3upa cnabo; HavaaHaTa Jo3a e
1,25 mg/nHeBHO H MakCHMaJTHATa IHEBHA JI03a € 5 mg; JIeKapCTBEHHAT NPOAYKT Tpabsa na ce
NpHEMa HAKOJIKO Yaca clie]l XeMOAHANIKIHATA NPoLEeaypa.

Hayuenmu c wvepnodpobro napyueenue (BX. Touka 5.2)
Ipn naupenTH ¢ 9epHOAPOGHO HapylleHHe NeyeHueto ¢ Pamumen TpaGea Aa 3anouHe camo noja
CTPHKTEH MEAMLMHCKH KOHTPOJL H MAKCHMAallHaTa AHEBHA J03a € 2,5 mg Pamumen.

Cmapuecka sv3pacm

Hauanuure ao3u Tpafisa 1a ObAAT MO-HHCKH H BIOCAEACTBHE THTPUPAHETO Ha Ao3aTa TpAlBa Aa
Obae no-6aBHo, nopaAM NO-TONAMATA BB3MOKHOCT OT HEXENaHH PEaKiHH, ocobeHO IpH MHOIO
BB3PACTHH H HEMOIMHH MaudenTH. Tpabea na ce uMa npeJBu] HAMANABAHE HA HAYaliHATA A03a
pamunpun Ha 1,25 mg.

Heduampuyna nonvaayus

be30macHOCTTa B e(HKACHOCTTA Ha PAMMIIPHA NPH JELa BCE OLIE HE CA YCTAHOBEHH.

Hannunute KeM MOMeHTAa NaHHHR 3a paMHIpuUn ca onucauu B Toukd 4.8, 5.1, 5.2 w 5.3, HO
[IpEeNnopBKH 3a JO3HPOBKATA He MOraT Ja ObJar JacHH.

HauuH Ha npunoXkeHHe
[lepopansc npunoxkeHue.

[Ipenopbusa ce Pamamen fa Obie npHeMaH BEIHBXK AHEBHO, MO €HO W CHINO BPEME BCEKH NEH.
Toii kaTo nipuema #a XpaHa He npoMeHd GHOHANMYHOCTTA MY, PamMumen Moxe na Gbjie IpHeMaH
npeny, o BpeMe Ha LM clel XpaHeHe {BxX. Touka 5.2),

PaMumen tpabsa aa ce nornbuia ¢ Teqnoct. He TpabBa Ia ce IBBYE WM PasTpoOLIaBa.

4.3. IIpormBonoxazamns

- CBPBXYYBCTBUTEJHOCT KBM AKTHBHOTO BemecTBe, Apyr ACE wuuxubutop
KOHBEPTHPALL, €H3HM) WM KbM HAKOE OT MIOMOLIHATE BEIECTBA, H3GPOEHH B TOY

4



- AHamHe3a 3a aHTHOEAeM (Hac/leICTBEH, WAHONATHYEH WIH BeneacTBHe neveHwe ¢ ACE
HHXMOHTOPH KAM aHrHoTeH3HH I penentopHn antaronucTr (AlIRAs)).

- ExcTpakopnopanHo InedeHue, BOJEUI0 A0 KOHTAKT HA KPBBTA C OTPHLATENHO 3apeicHH
NMOBBEPXHOCTH (BK. TO4KA 4.5).

- 3HAYHMA JByCTpaHHA CTeHO3a Ha GbOpeyHaTa apTepus WM CTeHo3a Ha OnOpevHa aprepus Ha
eMHCTBeH GyHkauoHHpaw; Gropex.

- BTopn u TpeTH TpHMecThp Ha OpeMeHHOCTTA (BXK. TOUKH 4.4 H 4.6).

- Pamunpun He TpabGBa na Obpje mpunmaraH NPH MANMEHTH ¢ XHNOTOHWA HJIH HecTabHIHA
XeMOAHHAMUKA.

- Ennospemennata ynotpeGa Ha PaMumes ¢  anMCKHpeH-CbObpXAllY TPOAYKTH €
NPOTHBOMOKA3ZAHA [PH MAUMEHTH CbC 3axapeH anaber unu O61L6peuno yBpexnade (GFR < 60
mi/min/1,73 m2) (Bxk. Touku 4.5 u 5.1).

- EnnoBpeMenHa ynotpeta che cakyOTpui/BasicapTas Tepanks. Jlewenne ¢ paMUTIpun He Tpabsa
Aa ce 3ano4sa Mo-pano o1 36 yaca cjen nociefHaTa 033 caKkyOTpun/ BancapTaH (BHKTE CBLIO
ToukH 4.4 1 4.5).

4.4, CnenHaJnd npeAynpexAcHHN H OpeANa3HA MEPKH NPH ynoTpeba

Cneyuarnu nonyrayuu

bpemennocm: Jleuenne ¢ ACE MHXHOHTOPH KaTO paMMNpHN WIH aHrMoTensud |l penentopun
antaroHucTH (AlIRAs) He Tpabea aa ce zamouBa mo BpeMe Ha OpeMeHHocT. [lpu naumeHTKHTE,
TUIaHApallH Aa 3abpeMeHedT, Tepanuata ¢ ACE unxubutopn / AlIRAs, Tpaina aa ce 3aMeHH ¢
anTepPHATHBHO AHTHXHIIEPTEH3MBHO NIEUEHHE, KOSTO HMa YCTAaHOBEH Npodin Ha 6e30acHOCT NpH
ynotpeba no BpeMe Ha GpeMEHHOCT, OCBEH AKO He Ce CYMTA 3a kpaiiHo HeoGxomuma. Ilpu
yCTaHOBABaHe Ha OpemenHocT, nevenueto ¢ ACE naxuGutoph/ AIIRAs tpabea ga wae cnpaso
He3a0aBHO W, ako e yMecTHO, TpAOBA Aa Oh/ie 3aMOYHATA ANTEPHATHRHA Tepanua (BX. ToukH 4.3 n
4.6).

o [layuenmu c ocoben puck om XunOMonus

- Hagueumu C NOBUWIEHA AKTNUBHOCI HA Qenuu-aﬂeuomeni'uu-a.uc)ocmegou cucmemMama

TlauHeHTH ¢ NOBHIIEHA aKTHBHOCT HA PeHHH-aHTMOTEH3HH-AI0CTEPOH CHCTEMATA Ca M3NIOWEHH

Ha PHCK OT CHJIHO H3Pa3eHO NOHHXKABAHEe HAa KPBBHOTO HAIATaHE M BIIOLIaBaHEe Ha GbOpeunara
¢yHkuMd, nopagu ACE unxuGupane, ocobeso korato ACE HHXMOHTOP HAH CBIBTCTBALL
AHYPETHK ce NPHeMa 3a IPLB MbT HIIM NPH Ha4anHO MOBHINABAHE Ha /103aTA.

3HA4YHUMO aKTHBUpaHE HA PEHHH-AHTHOTEHIHH-ATAOCTEPOH CHCTEMATa MOXE Ja Ce O4aKkBa U
HEOOXONMMO MeIHLMHCKO HablozAeHHe, BEMIOMBAILD MPOCTEAABAHE HA KPbBHOTO HANATaHe,
HanpHuMep IpH:

- NALIMEHTH C TEXKa XUIEPTOHUA

- NALMEHTH ¢ AEKOMIIEHCUPaHa 3aCTOHHA ChPAEYHA HEJOCTATEYHOCT

- MAUHEHTH ¢ XeMOJHHAMHYHO BIOILNEH JNABOKAMEPEH M3XOAAL] HIH BXOAAIl KPHBOTOK (HAIp.
CTEHO03a Ha A0PTATa HWIM MUTPAIHATA KJIAna)

- MALHEHTH ¢ ¢JIHOCTPaHHa CTeHO3a Ha ObOpeuHaTa apTepus ¢ BTOpH GyHKNHOHUpaw 6B6pex

- MALHEHTH, NPH KOHTO MMa WIH MOXKe J1a HACTBHIIH HaMaJeH 06eM Ha TENCCHHTE TeYHOCTH HIM

CONH (BKMIOYHTENHO NAUMEHTH, NPHEMAINY JHYDETHLH)

- NALHEHTH ¢ YepHOZPoOHA UHMPO3a W/HITH aCLIUT

- NAUHEHTH, NOJJOXEHH Ha TONAMa XHPYPIrHYHA MHTEPBEHLHA HIIH AHECTE3HWA CLC CPEACTEa,

KOHTO IIPEAH3BHKBAT XHIIOTOHHA. e
O0ukHOBEHO ce NpenophYBA KOPHTHpAaHe Ha AEXHAPATALMATA, XHIOBOJIEMHATA H@%émm;; ;‘\\
AeMUMT Npean HAYANOTO Ha NEYEHHETO (MPH NAUHEHTH Che ChPIEUHA HeAOCTATLIHQY f,-06ade 2.\
KOpeKUHsTa TpabBa Aa 6b1ie BHHMATENHO TIpEieHeHa CIPAMO PHCKA OT obemio HatéBapane). w. - N7
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Heolino broxupane na penun-anzuomensun-ardocmeponosama cucmema (PAAC)

Hma nanun, ue enHospeMennara ynotpeba Ha ACE unxubGurtops, auruotensuH II-peuentopun
OnoKkepH MM anHCKHpeH NOBHMINARBA PHCKA OT XHIIOTOHHA, XMIIEPKAIHEMHA H HaMaliBaHE Ha
6bOpeynara QyHkuns (BxmovHTenHo octpa 6BOpeuHa HemocraTkuHocT). [Topalu ToBa He ce
npenopbyBa ApoHHO Gnoxupane Ha PAAC upes xomGuuupanata ynotpeda na ACE unxuburopy,
aHrgoTten3uH Il-peuentoprn 6nokepu wiH anuckupen (BX. Touku 4.5 n 5.1).

AKo ce TIpeLieHY, Y€ TepanusaTa ¢ ApoiHo OMokHpaHe e abcomoTHo HeoGXoauma, ToBa TpabBa 3a
CTasa CaMo o] HabmOASHHETO HAa CNEUMATHCT H NPH 4€CTO BHHMATENHO MOHHTOPMPaHE HA
EnOpeyHaTa pyHKIHA, ENTEKTPOJIMTHTE H KPbBHOTO HAIATAHE.

ACE wunxubutopu u anrvorensuH II-pelienTopun Onokepu He TpsORa 12 ce H3MON3BAT
EIHOBPEMEHHO [IPH NMalHeHTH ¢ AHabeTHa HedponaThs.

- Ilpexo0na unu nepcucmupaiya Copdeund HeOOCMamuyHOCI CRed MUoKapden ungapxm

- Ilayuenmu,usnodicenu Ha PUCK OM CLPOEYHQ HAU MO3bYNO UCXEMUS € oAydall HaA ocmpa
XUnOMoHud
Havanoro Ha TepanuaTa H3uCKBA CTPOT MEAHUMHCKH KOHTPOL.

o flayuermu & cmapueckyq gv3pacm
Buxre Touka 4.2.

Xupypzuvnu unmepsenyuy

Tpenoprusa ce, koraro e BB3MOXKHO, NEYEHHETO ¢ MHXHOMTOPE HA AHIHOTCH3HH
KOHBEPTHpALUKA €H3MM KATO PaMHUMpHA, fa Oble NpeKeCcHAaTO eIMH AEH NPEeRH XHPYPravyHa
npouenypa.

Ipocreosaane na vbipewnama divuxyun

bnbpeunara gyHKUHA TpAOBa Aa ObAe OLEHEHa IpefH | 110 BpeMe Ha TepanuaTa ¥ Jo3ara TpAdBEa
Ha ObJe KOPHTHPaHA oco0eHO Npe3 MbPBUTE CEAMHLM OT NeveHuero. Oco6eHO BHHMATETHO
Npoc/easBane ce H3HCKBA npd nanuenTtH ¢ 6nOpeuHo yepexcnaue (Bx. Touxa 4.2). HMa puck ot
BolaBane Ha ObOpeynara QyHkuma, ocobeHo NPH DAUMEHTH CBC 3acTONHa CHPIEYHA
HeJOCTAaTRYHOCT HiH cien Hu0peyna TpaHCIIAHTAIIHA.

Cepvxuyecmeumennocm/ anzuoedem
AnrHoeneM (T.e. OTOK Ha JUXAaTeNHHTE NBHTHINA WIH €3WKA, CbC MiIM Oe3 Hapylienhe Ha

OMIUAHETO) e 6uA cbodUiaBaH NpPH NauueHTH, dekysauu ¢ ACE mnxuGutopH, BKIIOUMTEIHO
pamMHOpHA (Bx. Tovka 4.8).

CueMectHata ynorpeda Ha ACE uuxubHTOpH cbe cakyDTpui/Baicaprad € TIPOTHBONOKA3AHA
NopagH NOBHUIEH PHCK OT anrHoezeM. JledeHHWeTo cbe cakyOTpun/pancaprad He TpaOea ga Obae
3anoYBaHO Mo-paHo OT 36 yaca cllen mocleNHATA 034 paMHDpHA. JleueHueTo © paMHOpHN He
TpsOBa Ja ObAe 3amo¥BaHO NO-paHo oT 36 waca clell MOCHEAHATA A03a CaKyOTpHI/BancapTaH
(BuxTe TOuKH 4.3 1 4.5).

Couemectsata ynotpeba na ACE muxubutopn ¢ panexagorpun, mTOR unxuburopn (xato
CHPOJIMMYC, EBEPOHMYC, TEM3HPOIHMYC) M BHAJAMMHITHH MOXe [a ROBeAe A0 MOBHLIEH PHCK
OT aHlHOeleM (HANpHMED, OTOK HA JHUXATEJNHHTE NBTHILA HIH e3MKa, CbC MIH (€3 AHxaTenHo
yBpexjade) (BikTe Touka 4.5). HeoGxonMMo ¢ BHHMAaHHE NMpH 3aN04BaHE HA paLeKas -{'ﬂ’!?;-;g
mTOR unxubuTOpH (KaTO CHPONHMYC, €BEPOINHMYC, TEM3HPOIHMYC) H anarnun%@n-l e N
nauxeHTy, kouto Beve npuemat ACE nuxubutop. / ;‘;? o 2
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B cnywail aa anruoenem, npueMsT Ha Pamumen tpalBa ga ce npekpary.
Tpabpa HezabaBHO Aa ce Ha3HA4YH cnellHa TepanHa. [lanuenTsbT TpabBa na Gbie mocTaBen noa
HabmoaeHHe NoHe 3a 12 no 24 wyaca ¥ H3NKHCAH CNej HAN'BLIHO OTIIYMABAHE Ha CHMOTOMHTE.

WuTecTuHanen anrmoenem e 6un cnobmaeaH nNpH ManHeHTH NekyBRaHH ¢ ACE HHXUGHTOpPH,
REMIOUNTENHO PaMuMen (Bx. Touka 4.8). [IpH Te3u nauuenTt ce Habmoaasa aGaoMHHaIHa GoJKa
(¢ nnu 6€3 raneHe H NOBPHIIAHE),

Anaduraxmuunu peaxyuu no speme na ecencubuiusupare

BepoATHOCTTa OT nosBa W TeXecTTa Ha aHAQHAAKTHYHH W aHaHNAKTOMAHH pEAKUHH KBM
OTpOBAaTa Ha HAaCeKOMH M APYrH anepreHH c¢a nopuumeHd npd ACE nHxubnpane. Tpa6Gea aa ce
HMa TIPEABHI BPEMEHHO NPEKbCBAHE HA PaMumen npeay qeceHCHONMU3aLNsL.

Cepymen kanuil
ACE wuHxubuTOpWTe MoraT Ja TIPMYMHAT XHIepKanmueMus, Tblf KaTo HHXHGHpaT

OCBODOXKABAHETO Ha anaocTepoH. EdekTbT OOMKHOBEHO He € 3HAa4uM IIPH NALMEHTH ¢
HopManHa 6u0peuna ¢yHkuua. Bohopexkn ToBa, IpH NMauMeHTH C yBpeleHa Onfpeuna QyHkuua
H/HJIH TIPH TIAUHEHTH, KOUTO [IPHEMAT KaJlueBH J06aBKH (BKIIOUHTENHO 3aMECTHTENH HA CONTa),
KaNHi-CbXpaHABalu¥ AHYPETHLH, TPHMETONPHM HJH KO-TPHMOKCA30/], H3BECTEH CBIIO KATO
TPUMETONpHM/ CynthaMeToKcazon, W 0cobeHO anJOCTePOHOBH AHTATOHHCTH HIM AHTHOTEH3HH-
peLienTopHH OI0KePH, MOXKeE Ja Ce MOABH XunepkanneMnus. Kannii-cEXpansBaiyuTe IUypeTHLH H
AHMHOTEH3UH-PELENTOPHATE OiokepH TpaGBa Aa ObAAT M3NON3BAHH C BHHMAHHE NPH [&UHHEHTH,
kouto nony4asar ACE wAxuOHTOpH, a cepyMHHAT kanHii H OnOpevnara ¢yukius Tpabea aa
OBaaT npocneaseann (BHKTE Touka 4.5).

Heymponenus/azpanyioyumosa

Panko ca HabmojaBaHH HeyTpONEHUA/ArpaHYIOLKMTO3a, ¢hoOLIABAHA € CbIO M KOCTHO-MO3bYHa
cynpecda, KakTo W TpombounToneHus 1 aneMHua. [Ipenopwusa ce npocihenasane Ha Gpos Genu
KPBBHM KIETKH, 38 AA Ce YCTAHOBM eBeHTyanHa nesxonenns. [lo-uecto mpocnepssame ce
Npenopb4ea B HAYAJIOTO HA NEYEHHETO M [pH NAalMeHTH C HapylieHa OnOpeuna QyHKuHs, Che
CBNBTCTBAILA KONAreHo3a (Hanp. JYNyc ePHTEMATOMEC WIH CKJICPOAEPMHS), ¥ NIPH NeKYRAHH C
JApYTH NEKapCTREHH MPOAYKTH, KOWTO MOTaT Aa MPHYWHAT TIPOMEHH B KPBHBHATA KApPTHHA (BXK.
Touka 4.5 u 4.8).

Emnuvecku paznuvus
ACE HHXMOHTOPHTE NpPHUYHHABAT aHTHOEAEM ¢ MO-BHCOKA YECTOTA MPH YEPHOKOXKH MAaLHEHTH,

OTKOJIKOTO TIPH OCTAHATHTE.

Kakto m apyrate ACE uaxuOuTOpH, paMMnpan Moxke Ja ObIe mMo-Manko edeKTHBEH [pH
NOHMKABAHE HA KPBBHOTO HANATAHE TIPH YEPHOKOMKH TALHEHTH, OTKONKOTO NPH OCTAHANMTE,
nopajH MO-4€CTOTO HAJMYHE HA XHMEPTOHHA C HUCKH PEHHHOBH HHBa NPH YEPHOKOXATa
OOMyNalua.

Kawnuya
[Ipu ynorpebata Ha ACE uHxuOHTOpH € cBOOINABAHA KANAHUA. XApaKTEPHO €, 4Ye TA €
HENPOAYKTHEHA, IPOALDKATEIHA H OT3BYYARA CIE NIPEKpaTaBaHe Ha TepanuaTa. Hunyunpanara
or ACE unxuluTop kamnnua, TpabBa Ja ce pasmiexia KaTo 4acT oT AudepeHUHanHaTa
JHArHO3a HA KALUJHOA. o

PamueMen ChAbPXKAa JaKT03a MOHOXHAPAT.



ITauneHTHTE ¢ pefKH HacaeACTBEHH MPOONEMH KaTo ranakTo3Ha HENOHOCUMOCT, Lapp-nakTaseH
ADeUUAT HIH TIIOKO3HO-TalaKTO3HAa ManaGcopOums He TpA6Ba Ma NpueMaT TO3M JEKAPCTBEH
MpPOAYKT.

4.5. B3anMojAeliCTBHE ¢ APYTH JeKAPCTBEHH NPOAYKTH H Apyra GOpMH Ha
BIaAMO/IeHCTBHE

HaHHH OT KNTHHHYHHTE M3NHTBAHHA NOKA3BAT, 4e ABOHHOTO DJIOKHpaHe Ha PEHHH-AHTHOTEH3MH
angocreponosara cucrema (PAAC) upes xomOuumpanaTta ynorpeba wa ACE umxuburtopy,
anruoTen3un-Il penenTopHu OnOkepH HIH ANHCKHUpEH C¢ CEBP3IBA C [0-BHCOKA YECTOTA HA
HEXENAHH CBLOMTHA KaTo XHIIOTOHWY, XHIEpKanHeMus HIH Hamalewa bnOpeyna ¢yrkuua
{(BrmOUMTENHO OCTpa OBOpeYHAa HeAOCTATLYHOCT) B CPABHEHHE € NPHIOKEHHETO Ha EIHO
cpencTBo, aeiictBamo Bbpxy PAAC (BrxTe Toux 4.3, 4.4 u 5.1).

[IporuBonokazany KOMOMHAUHKH

EkcTpakopriopaiHo JieYeHHe, BOACLIO A0 KOHTAKT HA KPBBTA C OTPUUATENHO 3apeficHH
MOBBPXAOCTH KATO HATIPHMeED AHanH3a WIH XeMohuNTpauHa c onpele/ieHH BHCOKONPONYCKIHBH
MeMOpaHH (Hanp. NOJHaKPHIOHHTPHIHH MemOpanun) ¥ adepesa Ha nNMNONPOTEMHM ¢ HHCKA
IIBTHOCT ¢ JeKCTpaH cyndart, mopagy NOBULIEH PHCK OT TeXKA aHaQHIaKTOUIHA peakuus (Bx.
Touka 4.3). AKo ce H3MCKRA NMOAOOHO JieyeHHe, HEOOXOAHMO € na ce oOMHCIH HM3NON3BaHe Ha
pa3fHYyel THN AKATH3HA MeMOpaHa WK PasAHteH KTac aHTHXHITEPTEH3UBHO CPEICTRO.

Jexapecmea, nosutiaseaujy pUcKa om anzuoeoem

CoeMectHata ynotpeba Ha ACE uuxnbuTopH cbe cakyOTpun/BaicapTaH € MPOTHBONOKA3aHa,
fopajM NOBHIIEH PHCK OT aHruoeaeM (BHATE ToukH 4.3 n 4.4).

CobpmectHara ynotpeba Ha ACE uwnxubutopm ¢ pauekamorpua, mTOR uHXuOuTOpu (KaTo
CHPONHMYC, €BEPOIHMYC, TEM3HPOJIHMYC) H BHIAArHITHH MOXE J1a JOBERE 0 NMOBHILEH PHCK
OT aHTHOEAEM (BHAKTE TOUKA 4.4).

Tpeana3iny MepkH PH YIIQ a

Kanuii-coxpanssauwu owypemusu, xaruesu 000Gery Wiy CHOupXICayi KAAMi 3amecmumen Ha
coama:

Bobnpexn ue cepyMHHAT Kanui obuyaliHO 0CTaBa B HOPDMAJIHH TPaHHLH, NPH HAKOH NaLHEHTH,
JIEKYBAHH C PAMHNPHI, MOKe 1A ce MOABH XHIlepkanneMHs. Kanuii-cbXpaHsaBalinTe JUYpETHIIH
(KaTo CMHPOHONAKTOH, TPHAMTEPEH M/IH aMHJIODHJ), KaJAMEeBHUTE A00ABKH HIAH CHLABPKAUIUTE
KaJiH 3aMecTHTeNH Ha COiTa MOraT Ja AOBREAAT JI0 3Ha4YMMH NOBHLIEHHWS B HUBaTa Ha CepyMeH
kauuid. Heobxoanmo € BHHMaHHe #, KOraTo PaMMIIPHI C€ NPHEMA CBBMECTHO ¢ JPYru areHTH,
KOHTO MOBMINABAT CEPYMHHA Kamui, KaTo TPHMETONPHM M KOTPUMOKCA301 (TpHMETOmpHM/
cyndametokcaszon), Tbii KaTo e MIBECTHO, Y€ TPUMETONPHM JACHCTBA KaTO KaNlMii-ChXpaHsABalll
JuypeTHk kaTo amunopui. Ilopagu ToBa, KOMOMHMpAaHETO Ha PAMMOPHA M TOPEMOCOYEHUTE
JIeKAPCTBA HE Ce NpenopbuBa. AKO ChBMecTHata yrorpeba e mokasana, Te TpaGsa na GBaar
NIpHIaraHi ¢ BHUMaHHE H NPH 4eCTO NpOCNesBaHe Ha CePYMHHA Kanuii,

Huxnocnopun unu maxkpoaumyc
XupepkanHeMHs MoXe Ja ce NOSBH INpH cbhBMecTHa ynotpeba Ha ACE unxuGutopH H
UHMKJIOCHOPHH HRAH TakpoiumMyc. [IpernopbyBa ce npocaeqiBaHe HA CEPYMHHAT KanMid.

Xenapus

[IpenopbyYea ce [pocaeaiBaHe HA CEPYMHHAT Kanuit.




AnmuxunepmensusHy cpeocmea (Hanp. Ouypemuyu) u Opyeu sewecmesd, Koumo mozam oa
ROHUDICAIN KDBEHOMO HOIAZGHE (HAND. HUMPAMY, MPURUKIUYHI GHMUGenPecanmy, anecnemuyy,
npexoMepen npuem HA QAKOXOA, barnogen, ary3o3uH, OOKCAIO3UN, HPAZOIUH, MAMCYAO3UH,
mempazozun); MOXE Ja ¢¢ OYaKBa yBEIM4YABAHEe Ha PHCKA OT XHMOTOHUA (BX. Touka 4.2 33
JHYPETHHH).

Bazonpecopru cumnamuxomumemuyu u Opy2u eewjecmaa (Hanp. uzonpomepron, OOGYMaMun,
OOnAaMuH, enunedpun), Koumo Mozam 0a HAMANAN AHMUXUREPMEHIUSHUA eeKMm HA PAMUNDUA:
NpenopbYBa C€ CTPHKTHO MPOCAEIARaHE HA KPBBHOTO HAATAHE.

Anonypunon, UMYHOCYRpeCcOopY, KOPMUKOCMEPOUOU, RPOKAUHAMUD, yumocmamuyu u opyeu
6ELjECTHBA, KOUMO Mozam Oa HPOMEHAm BP0 HA KPLeHUME KASmKi: NOBHIICHA BEPOATHOCT OT
TIOSBA HA XeMAaTOIOTHYHH PEaKLHH {BXK. To4uka 4.4).

Jlumueeu coau: ekckpeuMATa Ha nATHA Moxke 7a Obje nonmxena or ACE uHxubuTopHTE M
nopagy TORA TOKCHYHOCTTAa HA JIWTHA MOXe Ja ce yBenHuH. Humara Ha nuTHa TpabBa la ce
npocneaqaBar,

Anmuduabemnu cpeocmeq, GKMIOHUMEIHO UHCYAUH: MOraT Ja PBb3HHKHAT XHNOTHKEMHYHH
peaxuuw. [IpenopnyBa ce npocielsBaHe Ha HUBATa HA KPBBHATA 3aXap.

Hecmepoudnu npomusogesnanumennu cpedcmea u ayemuwlCanuyinosad KHCEIURA: MOXKe Ja ce
OYaKBa HaMaNABaHE Ha aHTHXHNepTeH3WBHUA eekT Ha Pamumen. OcBeH TOB3, ChIBTCTBALIOTO
neyenne ¢ ACE unxubutopn W HCTIBC moxe na aosefe A0 NMOBHILEH PHCK OT BIOLIABAHE Ha
Ob6peunaTa PyHKUHA H 13 YBETHYH KATTHEMHATA.

Payexaoompur, mTOR unxubumopu wru DPP-IV unxubumopvem eundaenunmun: CbEMECTHATA
ynorpeba na ACE wuHxubGuropu ¢ panekagorpun, mTOR unxuGutopn (Hanmpumep
TEMCHPOJIMMYC, €BEPOJHMYC, CHPOIHMYC) HIIH BHAJAMTHNTHH MOXe A3 AOBEAE IO TOBMLIEH
PHCK OT aHruoeneM (BIoKTe To4ka 4.4).

4.6. DepruanTeT, GpeMEeEHOCT H KbPMEHE

BpemeHHOCT

Vnorpebata Ha ACE WHXHOMTOpH He Ce MpenopeyuBa TO BpeMe Ha ITbPBHA TPHMECTbp HA
6pemennocTTa (B, Touka 4.4). Ynorpebara va AKE nHXuOUTOpH € MPOTHBOIIOKA3aHa N0 BpeMe
Ha BTOPHA M TPETHA TPHMECTbP Ha OpeMeHHOCTTa (BK. TOUKA 4.3).

EnuaeMuonorsyHd JaHHH OTHOCHO PHCKA OT TepaTOPeHHOCT cleX ekmo3duua Ha ACE
HHXHOHTOPH O BPEME HA ITEPBHA TPUMECTRP OT OpeMeHHOCTTa He ¢a OHNH yOeIMTENTHH, HO JAeKO
NOBHINABAHE Ha DHCKAa He MOXe J1a Obme H3KMOveHo. TIpM NALMEHTKHTE IJaHHpalnu
6pemennoct, Tepanuata ¢ ACE wunxuGutopu TpAbRa Ja ce 3aMEHH ¢ ANTEPHATHBHO
AHTHXHIEPTEH3HBHO JIeYeHHe, KOSTO UMa YCTaHOBeH npodun Ha Ge3onacHOCT NpH yrnotpeba no
BpeMe Ha OPeMEeHHOCT, OCBEH aKO He Ce CMMTa 3a KpaiiHo HeoOxoauma. TIpH ycTaHOBABaHE Ha
OpemeHHocT, nevenuero ¢ ACE uHxuOGHTOpH TpabBa ma Gbae cnpaHo He3abaBHO M, ako e
YMECTHO, Tpg0Ba Jla Ob e 3aN04HAaTa ANTEPHATHEHA TEPaTtks.

H3BectHo e, ue Tepanuara ¢ ACE unxuburop /anruorensut 1l peuentopen antaronuct (AIIRA)
N0 BpeMe Ha BTOPHS M TPETHA TPHMECTBP NPHYMHABA (PETOTOKCHYHOCT MpH Xopa rﬁsgl ;H&~
6b0peuna ¢ynkuna, onuroxunpaMrHoH, 3abaBeHa ocHOMKAUHA HA uepena) ’/ﬁ
TokcHYHocT (OBpOpedHa HeZOCTATHYHOCT, XHIOTOHMA, XMINEPKAIHEMHSA) (B/JIQ /o'ﬂum"— »6




»HIpeMIIMHHYHE RaHHH 33 fezomacHocT”). B cnyvait Ha ekcnosurnua Ha ACE wuxuGuTOp npes
BTODHA TPHMeCTBP Ha OpeMeHHOCTTa c¢ MpenopbuBa MpoBepka Ha ObOpeuHata QyHKuUMA M
gepena 4pes yarpa3syk. HoBoponenu, ynurto maiiku ca npuemann ACE uuxuburopu, Tpabea aa
OBaar cTPHKTHO HabMIOMABAHM 33 XHIOTOHHA, OJIHTYPHA H XHIIEPKANHEMHS (BX. ChIIO To4kH 4.3
H4.4).

Knpmene

IMopanu HepocTaTs4Ha MHGOPMaLHA OTHOCHO YNoTpeGaTa Ha PaMHNpPHI MO BpeMe HA KbPMEHE
(Bx. Touxa 5.2), 3a MpeANOYHHE € AITEPHATHBHO JIEYEHHE ¢ MO-A00pe ycTaHOBeH nmpodun Ha
0€3011aCHOCT IO BpEeME Ha KbpMeHe, 0COOCHO NpPH KbpPMEHE Ha HOBOPOAEHO WITH HEIOHOCEHO
KBpMaye.

4.7.  EdexTs BBPXY ¢00co6HOCTTS 33 IOpHPaHE H padoTa ¢ MAINHHHA

Hsxon Hewxenanw edekTH (Hanp. CHMITOMH Ha MOHHIKaBaHE Ha KPBBHOTO HANATAHE KaTo
3aMaliBaHe) MOTraT Aa Hapyluar cnocoOHOCTTA HAa TALMEHTA 3a KOHLECHTPAIHA M peakldsd, eTo
3al0 MPeACTAaBNsABA PHCK B CHTYAllHH, MpPH KOHTO Te€3H cNOcOGHOCTH ca oT 0cobeHO 3HaYeHHe
(Hamp. wodupane H paboTa ¢ MaLIMHK).

Topa Moxe Ja ce CIy4H oco0eHO MPH HAYANO HA JIeYEHHETO MAH NPH NPEMMHABaHe OT APYrH
NEKAPCTBCHH TIPOAYKTH. Cne,u MbHpBaTa 4033 HIM NOoCASABALLO MOBHINABAHE HA O03aTa HE €
NPEeNOPbYUTENHO modupaHe win paboTa ¢ MALIKHH 32 HAKOJIKO 4Yaca.

4.8, HemxenaHd JeKapCTBeHH PeAKIHH

ITpodmireT Ha Ge30TIACHOCT Ha PAMHTIPHI BKJTIOYRA YIOPHTA CyXa KaulTHLA H PeakliMi, CBbP3aHH
C XHNOTOHHA., CepHO3HHTE HeXelaHH JIEKapCTReHH peakiuy, BKMIOYBAT AHTHOEAEM,
XHnepkanueMHs, 6x0pedHO HiIu 4epHOAPOOHO YBpekJaHe, NAHKPEATHT, TEXKH KOKHH peakiuHH
U HEYTPOIICHHA/ arpaHynoLKTO3a.

YecToTaTa HA HEKENAHHTE PeaKUMH ce ONpenens, Ype3 HINON3BAHE HA CIICIHATA KOHBEHLHA!
MHoro gectu (= 1/10); uectu {(= 1/100 xo <1/10); Heuectn (= 1/1000 no < 1/100); peaku (= 1/10
000 mo < 1/1 000); mHoro pepku (< 1/10 000), ¢ HeHzBeCTHA YeCTOTA (OT HANNMYHATE JAHHH HE
Moxe 1a Oble HaNpaBeHA OLCHKA),

[Ips BCAKO rpynHpaHe B 3aBHCHMOCT OT YE€CTOTATA, HEXENAHHTE NEKAPCTBEHH DPEAKUHH Ce
H30poABAT B HUZXOAALL Pel O OTHOLIEHHE HA TAXHATA CEPHOIHOCT,

yecmu Heuecmu peoxu MHO20 ¢ HEUIBECIMHA
peoxu yecmoma
Cuvpdeunu Muokapana
HapVULeHu HCXeMHA,
BKJIIOYUTEHO
AHTHHA [EKTOPHC
HINH  MHOKapAeH
uH(papKT,
TAXHKaPIHA,
APUTMUA,
HANIHTAIH,
nepudepe eneM
Hapywenus na Eoznnodunus [ouunxern Opoii
Kpvema u Ha Genure
aumgnama KPBBHH KJIETKH
CUCTEMAQ (BKJIKOUHTENHO
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HEYTPOTICHHA
HIH arpaHyno-
LIHTO33),
TIOHHXEH Gpok
3epBEHH KPBEHH
KJIeTKH,

HaManeH
xeMornobum,
HaManeH Gpoii
TPOMOOLIHTH
Hapywenun na | T'nasobonue, | CBETOBbPTEK, Tpemop, Mo3sbyHa ucxemua,
HepsHama 3aMaliBane napecre3us, HapyueHo BKIIIOYHTENHO
cucmema areysms, paBHOBECHe HCXEMHUYEH
JHCTEI3HA HHCYNT H TPaH3HTOPHA
HCXSMHYHA aTaka,
TICHXOMOTOPHH
HapyIIeHuA,
YCEILAHE 3a MapeHe,
MapoCMHA
Hapywenus na 3pHTEnEH KoHIOHKTHRUT
ouume CMYIIEHHUA,
BKTIOYHTENHO
3aMBITIEHO
BIDKAAHE
Hapyuwenun wna VBpexane Ha
yxono u CIyXa, THHUTYC
nrabupurnma
Pecnupamopuu, | Henponyxtne | BpoHxocnasbm,
2PuoHU % | Ha Jpa3Helld | BKIKYMTETHO
MEOUQCMUNARK | KalnHua, obocTpeHa acTMa,
U HapyuwieHuR OpOHXHT, 3aNyIeH HOC
CHHYJHT,
JHCTTHES
Cmomawno- CromauiHo- IMankpeaTut [nocut AQTO3€H CTOMATHT
ypegny YPEBHO (coyuan c
HAPVILEH S BL3NAICHHE, | ¢daTaneH Wsxon ca
XpaHocMunat | Ounu crxoliaBanu
eNHM HIKITIOYHTENHO
CMYLIEHHA, pAAKO npu
KOpeMeH neuenne ¢ ACE
Auckompopt, | urxubHTOpK),
JUCTIeNncHA, [IOBHIIABAHE Ha
Iuapus, nmaHKpeacHHTe
razieHe, eH3UMH,
NoBpbLIAHES aHTHOEAEM Ha
TEHKOTC  4epBo,

BHCOKAa KOPEMHA
Gonka B TOpHAaTA
4acT Ha KOpema,
3aneK, CyxoTa B
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ycTara

Hapyuenus na bpOpeuno
bvbpeyume U YBpexXaaHe,
AUKOUNUME BKITHOYUTENHO
nemua octpa Onbpeuna
HENOCTATBYHOCT,
noAnypus,
BIIOIIABAHE Ha
CBHLIECTBYBAILA
NPOTEHHYPHA,
TOBHLIEHA Yped B
KpbRTa, MMOBHIIEH
KpPEeaTUHHH B
KPbETa
Hapywenus na | O6puB AHTHORHEM; Exctonuatisen | peaxums Ha | TokciuHa
Koxcama # | ODHKHOBEHO | HIKIHYHTETHO AEPMATHT, doTouyBCT | enMuepmanHa
HOOKONCHama MaKyno- paako YpPTHKapH4, BHTEIHOCT | HEKPOJNH3A, CHHOPOM
MmLKaH HAyNo3eH oOCTpYKUMA  Ha | OHMXOJIH3a Ha
BB3JYXOHOCHHTE CrupbHC-JXOHCEHH,
METHILA B epuTeMa
pesynrar oT MYNTHOPME,
aHryoeneM Moxe nemgwuryc,
la uMa dataneH obocTpeH ncopuasue,
usxoa;  cuphex, TICOpHATHYEH
XHIEpXHAPO3a JEPMATHT,
neMbHuronaeH uiu
TMUXEHOHIEH €K3aHTEM
HIH
€HAHTEM, ANIONELHs
Endorpunnu Cungpom Ha
HApYVUER IS HEAACKBATHA CEKPEIHA
HA  AHTHAHYpETHYEH
xopMmoH (CHCAITX)
Hapywenua wna | Myckynuu Aptpanruna
MYCKVAHO- CITazMH,
cReremmama MHAJITHA
cucmema %
CHECUHUMERHT
ma muKan
Hapywenua na | IloBuweno AHOpEKCH, [loHHxeHO HuHBO Ha
memabonuzma u | HHBO Ha | NOHHXKEH ANCTHT HaTpHs
XpaneRemo Kanui B B KPbBTA
KpBBTa
Cwvoosu XHNOTOHHA, 3avuepBABAHE CrecnaBaHe Ha trenomen Ha Raynaud
HApYuieHun OPTOCTATHIBM ChIOBETE,
» CHHKOII xunonepdysus,
BACKYJIHT
Obwu Fpoana IMupexcuna Actenns

HADYMICHUR U
edexmu Ha

Gonka, ymopa
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MACmMOmC  Ha
NPWIONCERUE
Hapywenua wa AnadmnakTnunn nan
UMYHHAMA aHaHIAKTOHIHH
CUCTHEMA PeaKuuH,
NOBHLIEHH
AHTHHYKJIEAPHH
aHTHTENA
Xenamo- [NoBumwenu Husa | XbaTennua, OcTpa uepHOAPOOHA
buruapru Ha XONECTATHYHO HEOCTATRYHOCT,
Hapyuwienus yepHoApoOHHTE xenatouenyJap XONecTaTH4eH HITH
EeH3HMH H/ MM | HO YBpexJaHe LMTOIHTHYEH XE€NATHT
KOHIOTHPaHHA {(M3KTIOYATENHO PATKO
OMTUpyOHH c
daTanen H3XOM)
Hapywenua na INpexoana THHEKOMACTHA
eb3npussodume EPEKTHITHA
JAHamMa cucmemd BMIOTEHIINA,
u ewpoama TIOHHKEHO
aubuao
Hcwxuunu Ionuxkeno CbcTogAHE  Ha Hapyweno BHuMaHue
HapYuleH A HACTpPOEHHE, obbpxanocT
TPEBOXKHOCT,
HEpBHOCT,
feanoko#cTBO,
HapylieHue  Ha
CBHA,
BKITIOYHTENHO
CLHIHBOCT

IleanaTpuyna nonynaunsg

BezonacHocTTa HA paMUNpHn € HabaroaapaHa pH 325 Aena M 1OHOIIH Ha BE3pacT 2-16 roguHH
10 BpeMe Ha 2 KIHHHYHH W3NHTBaHHA. BEIOpeKy Ye eCTECTEOTO M TEKECTTA HA HEXETaHHTE
CbOMTHA ca CXOJHH ¢ Te3H NPH BB3PACTHH, YECTOTATa HA CHENHHTE € II0-BHCOKA IIPH Jelia:

- Taxukapaus, HasalHa KOHreCTMd H PHHUT, dectH” (r.e. >1/100 mo <1/10) mpu
NeJHATPHYHNTE [AUHEHTH, a ,HeuecTH” (T.e. >1/1 000 po <1/100) B nomynauuata mpu
BB3PacTHH.

- KoH1OHKTHBHT, ,uecTH” (T.e. >1/100 mo <1/10) npu nenMaTpHYHUTE NALMEHTH, HO
~peaku” (1.e. =1/10 000 no <1/1 000) B momyanmsATa NPH BH3PACTHH.

- Tpemop W yprukapus, HedecTH” (t.e. =1/1 000 po <1/100) npH neaMaTpHUHHTE
HALMEHTH, HO ,,pearu” (T.e. =1/10 000 no <1/1 000) B monyIanuaTa IPH Bb3PacTHH.

O6mnar npodwn Ha 6e30NaCHOCT HA PAMHMPHN MPH NEAHATPUYHH NALUMEHTH HE C€ paiTH4aBa
3HAYMTENHO OT mpodHaa Ha Ge30NacHOCT NMPH BE3PACTHH.

Croluapane Ha NOAO3HPAHH HEXENAHW PEaKIHH
CrpobiiaBaHeTo Ha NOJO3MPAHH HEKEJlAaHH peakUHH Clea paspemapaHe 3a ynorpeba Ha
JIeKapcTBEHMA IPOAYKT € BakHo. ToBa MO3BOASBA Ja INPOAB/IKH HAGMIOASHHETS ~ Ha..

erigatictit’ o

CHOTHOLLEHHETO Mnonsa’ PHCK 3a JEKApCTBEHHA [MPORYKT. Or MEeAHIIHHCKHTE CH
/ {_,‘...- -

13

G,




H3HMCKBa Ja choOIlaBaT BcAKA MOAO3HMPAHA HEXENAHA PeakuMsd 4pe3 HAIHOHAIHATA CHCTEMa 33
cro0liapaHe:

HanenunTENHA areHIMA ITO NeKapCTBaTa

ya. Jdaman ['pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiiT: www.bda.bg
4.9. Iipenoirpane

CunoMTOMHU

CuMmnToMHTE, CBBp3aHHn ¢ npego3upade Ha ACE HHXuOHTOPH, MOraT Aa BKIIOYBAT NPEKOMEpHA
neputiepHa Rasogunartalis (¢ MOAYEPTAHA XUIIOTOHMA, WIOK), OpanMKapaus, eNeKTPONHTHH
HApyLICH|A ¥ GbOpeYHa HEAOCTATEYHOCT.

Opnangpafe Ha CHMITOMMHTE

ITanuenTsbT TpAGBa Na 6bae cTpUKTHO HabmIOAABaH, JIEYEHHETO TPAOBA Aa 6hAe CHMITOMATHIHO
H nojuspxaino. IlpeanaraHWTe MepKH BKMIOMBAT NEPEOHAYaAlNHA [ETOKCHKAUHA (CTOMalIHA
[pOMHBKa, NpHaraHe Ha agcopGeHTH) M MEPKH 33 Bh3CTAHOBABAHE HAa XEMOJHHaMH4YHATA
cTabHIHOCT, BKIIOMHTENTHO TIPHIaraHe Ha ajipa 1-ajpeHepruyHy aroHMCTH WIH aHTHOTEH3HH 11
(anrnorensuHamu]). PaMHMpUNar, aKTHBHMAT MeTaboOnWT Ha pAMHNpPHN, €€ OTCTPaHABAa
He3aJ0BONHTENHO YpPe3 XEMOQHAIN3a OT 001I0TO KpbBOODpBIICHHE.

5. DPAPMAKOJIOTHYHH CBOMCTBA
5.1 OapMakoAHHAMHAYIHHE CBOHCTEA
Mapmakorepanesruyna rpyna: ACE unxnbutopu, ATC kog: CO9A A0S

Mexanuzem na Oeticmeue

PaMHIpWIaT, aKTHBHHAT MeETa0OOMT Ha NPEANeKapcTBOTO PaMHMIPHI, HAXHOWpA eH3HMa
JMNenTHAMNKapOoKcHnenTiAa3a | (CHHOHUMH: aHTHOTEH3HH-KOHBEPTHPAIL] €H3WM; KuHuuasa I1),
B mnnasMaTa H TBKaHHTE TO3M EHIMM KaTalu3Mpa KOHBEPTHPAaHETO Ha awrwoTensuH [ no
AKTHBHMA BA30KOHCTPHKTOP aHTHMOTeH3HH ll, KakTo M MHXHOMpaA pasrpakKIaHeTO HA AKTHBHHI
Bazoaunararop 6pagukuHuH. [ToHMXkeHOTO o6pasyBaHe Ha aHruoTeHsuH Il W uHxubupane Ha
pasrpaskaaHeTo Ha OPaIHKHHHE, BOAST IO BA30AMIIATALIMA.

Tbi karo anruorensus 1l ctumynnpa ocBoOokIaBaHETO HA ANAOCTEPOH, PAMHIPHIAT BOAH J0
HAMAJISBAHE Ha anjocTepoHosara cekpenns. CpegHOCTATHCTHYECKH TORIMABAHET) OT
moHoTepanuad ¢ ACE uuHxubutrop e no-cnabo npu uepHokoxu (agpo-kapubexa paca)
XMMNEPTOHHYHH MalEeHTH (O0MKHOBEHO MOMYNALHA ¢ XMIEPTOHHA ¢ HHCBK PEHHH), OTKOIKOTO
NPH HEMEPHOKOKH MALlHEHTH,

Papmarodunamuunu edpexmu

AHTHXHIIEPTEH3HBHH CBOHCTBA:

[IpunaraHeTo Ha paMMIOpPHA BOAM 10 3HAYMTENHO NMOHWXKABaHe HA nepudiepHATA ApTepHANHA
PE3NCTEHTHOCT. B moBedeTo cnyya HAMAa 3HAYMMH NpoMeHH B ObOpedHHs KDBLBOTOK H
CKOpPOCTTA Ha [JoMepynHata ¢(uaTpanud. [IpunaraHero Ha paMHIOpui 0OpH MALHEHTH C
XMNEPTOHHA BOAH AO NMOHHKABAHE HA KPBEBHOTO HAMATAHE B H3NPABEHO U NETHAN0 nomenue,“
Ge3 KoMneHcaToOpHO TOBHIIARAHE HA CHPASYHATA YECTOTA. e - '
Ilpy moBedeTO NMaUHEHTH HAYAIOTO Ha AHTHXHNEPTEH3HBHHA €dEKT Ha enﬂor;pa goN
nposeaBa 1 o 2 yaca clen NepopaiHo NpuioxkeHHe. [THkoBuAT edekT Ha enﬂoqufna’ra ,uo‘z.a S
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oOuKHOBEHO ce JocThra 3 no 6 waca cnej mepopaiHO NPHIOKEHHE. AHTHXHNEPTEHIHBHUAT
edexT Ha eJHOKpaTHA J033 OOMKHOBEHO MpoabLKapa 24 yaca.

MakcuManHaaT aHTHxunepreH3upeH eQdexT Ha DNPOJBIDKUTEIHO JIEYEHHE ¢ PaMHIIPHN
oORMKHOBEHO HacTbNBa cien 3 4o 4 cenMuiM. JIOKazaHO e, 4e aHTHXHHAEPTEHIHUBHHAT edekT e
NOCTOAHEH NPpU IBEATOTpaiiHa Tepanks NpoabIKaRala 2 rogHHY,

PA3KOTO NpekbCBaHe NpHeMa HA PaMHIIPHI He BOAH Jo 65p3 m npekoMmeper pebayun edekt na
NMOBHIIABAHE HA KPBRHOTO HAJAraHe.

Chbpreuna HEAOCTATBYHOCT:

Kato jfobaBka KbM KOHBEHLUHOHANHATA TepanHi ¢ JHYPETHUM M M360pHO CLC CHPIEYHM
FIHKO3HAKW, PAMHIPHI NOKa3Ba e(eKTHBHOCT IPU NalueHTH ¢ ¢yHKuHoHanen kinac II-IV no
New-York Heart Association. JlekapcTBoTo MMa non30TBOpHH €(eKTH BBPXY ChpIEYHATA
XEMOJHHAMMKA (HAMANABAHE HA HANATAHETO Ha MBIHEHe Ha JIABa M OMCHA KaMepa, HaMaliBaHe
Ha obmara nepudepHa CEIOBA PE3HCTEHTHOCT, MOBHINABAHE Ha H3XOAAMA ChpAeYeH OeOHT U
noxobpeH cepreueH HHAcKe). [ToHwKaBA ChINO HERPOESHIOKPHHHATA AaKTHBALHA.

Kuunwvna edeuracnocm y bezonacrocm

ChbpIEYHO-CRI0BA NPeBeHUNA/HedponpoTeKia:

[poseneHo e miuanebo KOHTPONMPAHO Mpoy4BaHe 3a nNpeBeHuHA (mpoyusanero HOPE), npu
KOETO paMHIpHI € Omi no6apeH KbM CTAHOApTHaTa TepamMs npH moeede oT 9 200 nauneuts.
[lauMenTiTe € TNOBHIIEH PHCK OT CBHPAESYHO-CHOOBO 3abonsBaHe, arepoTpoMGOTHYHA
KapauoBackynapsa Oonect (aHaMHe3a 3a KopoHapHa  OOJNECT Ha CBPLETO, HHCYAT MIH
nepugepHo ¢hA0BO 3alonABaHE) WK 3axapeH AHabeT ¢ NOHe IHH CBITBTCTBAL PHCKOE (aKTop
(aoxazana MHKpoanOYMHUHYPHA, XHMNEPTOHMA, NOBBLICHH HHBA HAa OOLIHS XOJNECTEpOd, HHCKO
HHEQ HA JHNOTPOTEHHHTE ¢ BHCOKA NMILTHOCT MW TIOTIOHONYLUEHE) ca GUIH BKMOYEHH B
H3NHTBAHETO.

H3mHTBaBETO NOKa3Ba, 4Ye PAMHIPHI CTATHCTHYECKHM 3HAYMMO TOHHKABA 4YECTOTATA Ha
MHOKap/JeH HH(apKT, cbpAe4HO-CBAOBA CMBPT H HHCYIT, CAMOCTOATENHO HIH B KOMOHHALHA
{MbpBHYHO KOMOHHUpaHM CHOHTHA).

OcaoBrH peayaraTy ot paneTBaneTro HOPE

Pamunpun [Mnauedo OTHocuTenen p-cTOlHOCT
PHCK
(95%
JOBepHTENeH
HHTepBan)
% %
Bexukn nanpesTs | n=4,645 N=4,652
MupeHuHO 14.0 17.8 0.78 (0.70-0.86) | <0.001
KOMOHHHpaHA
CHONTHA
Muoxapden 9.9 123 0.80 (0.70-0.90) | <Q.001
unghaprm
Cwpdeuno-cuiosa 6.1 8.7 0.74 (0.64-0.87) | <0.00]
cMBpm
Hucynm 3.4 4.9 0,68 (0.56 - 0,84) | <0.001
N
BToprunn kpaiina TOUKA A
rd

Cmupm no ecaxarea | 10.4 | 12.2 | 0.84 (0.75-0.95) | 0.065
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HpuHUna

Heobxooumocm om
PEBACKYRAPUIALUR

16.0

183

0.85 (6.77-0.94)

0.002

Xocnumanuzayus
nopadu HecmabuaAna
aHzuna

12.1

2.3

0.98 (0.87-1.10)

NS

Xochumanuzayus
nopadu  cvpdeuna
HEQOCMAamBbYHOCH

32

3.5

0.88 (0.70-1.10)

0.25

Yenoocnenua,

6.4

7.6

0.84 (0.72-0.98)

0.03

cebp3anu ¢ duabema

Hsnutsanero MICRO-HOPE, npensaputenso onpeaeneso noausnuteare ot HOPE, wicneasa
edekra or 400aBAHETO HA paMUnpun 10 mg KbM TEKyIIaTa CXeMa Ha JIEYeHHe CIPAMO miauebo
npH 3 577 nauMeHTH Ha noHe 55 roAMINHA BB3PACT H MO-BH3pacTHH (De3 ropHa rpaHdua Ha
BB3DACTTA), KATO MHO3HMHCTBOTO ca ¢ guaber THN 2 (M NMOHE eNWH ChPIEYHO-CHAOB PHCKOB
taxrop), c HOpMANHO apTEPHANIHO HANAFAHE WIH XMIEPTOHHLH.

ITpBHYHHAT aHAAW3 NoKa3Ba, 4e 117 (6,5%) or yyacTHHIMTE HA paMunpia B 149 (8,4%) ot Te3n
Ha naueGo pa3sBMBAT JokasaHa HedponaTua, koeTo chotBerTcTBa Ha RRR 24%,95% CI [3-40],
p=0,027.

Mznursanero REIN € MHOTOLEHTPOBO paHAOMH3HPaHO, NBOHHO-CNIATO, TNauebo KOHTPOIHpaHO
H3NHTBAHE C MapanenHy rpyn#, Ue/filo oueHABaHE HA e(eKTa OT NEUEHHETO ¢ PAMHIIPHA BBEPXY
YECTOTATa HA BIOLIABAHE Ha CTENEHTA Ha TioMepyaHa dunrpauus (CI'P) nopu 352 mauuentu ¢
HOPMAIIHO APTEPHAIHO HalAraHe WIH xuneproHnud (18-70 rogumiHa BB3IpacT), CTPAjaL(H OT
Jieka (T.€. CpeAiHa eKCKpELMA Ha NPOTeHH B ypHHa™> 1 M < 3 g/24 yaca) HiH TeXKa MPOTEHHYPHA
(= 3 g/24 yaca) nopanu xpoHH4Ha HeguaGeTHa Hedponartua. M gsere cyGnonynauun ca 6HIA
IPOCTIEKTHBHO CTPaTHHIHPAHH.

OCHOBHHAT AHAJIMZ HA TMAUHEHTHTE C Hal-TEXKA NpPOTEHMHYpPus (4acTTa OT MAlMeHTH
OpexIeBpPeMEHHO OTCTPAHEHA, [TOPAJH NpeJHMCTBATA IIpH IPYNaTa HAa PAMMIOPHI) [IOKA3Ba, 4e
cpefHaTa vecToTa Ha Biowmasade Ha CI'd 3a Mecen e Ouna no-HHCKA TIPH PAMKNPHIL, OTKOJIKOTO
npu nnauebo; -0,54 (0,66) cnpamo -0,88 (1,03) ml/min /Mecen, p = 0,038. Bwperpynorara
paznuxa ¢ 6una 0,34 {0,03-0,65] 3a mecen, n oxono 4 ml/ min /ronuHa; 23,1% OT NAUHEHTHTE B
rpynaTta Ha paMHNOPHI AOCTHraT KOMOMHMpaHHWTE BTOpHYHH KpailHH TOUKM Ha YIBOSBaHE
KOHUSHTPAUMATA Ha H3XOAHHA CepyMeH KDEaTHHHH W/WIH TepMHHAnHZ Onbpeuna
HEJIDCTATLYHOCT (HECOXOIMMOCT OT AHANU3A HAH OLOpeuna TpaHcnnantauus) cnpaMo 45,5 % g
rpynara Ha naaunebo (p = 0,02).

Heotina Groxaoa va penun-anzuomensun-andocmepon cucmemama (PAAC)

JBe ronemu paHaoMH3MpaHH KOHTpoAHpaHH npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyuio rmobanHo H3nHTBaHe 3a
KpaliHl TOYKM HA TENMHCAPTAH, CAMOCTOATENHO M B KoMOHHAUMA ¢ paMunpun) u VA
NEPHRON-D (Kmunu4Ho mpoyuBaHe, CBbp3aHO C pasBHTHe Ha Hedpomatvs mpu auaber,
nposeaeHo OT MHHHCTEPCTBO MO BBLOPOCHTE Ha BETEpaHHTe) — Npoy4sar ynoTpebara Ha
kombuHauuaTa o1 ACE uHxubuTOp U aHrHOTeH3HH 1I-penentopen Gnokep.

ONTARGET e npoyusaHe, npoBefieHO NMpH NAlHEHTH ¢ aHAMHE3A 3@ CLPAEYHO-CHAOBA WITH
MO3BYHOCBAOBA GorecT, WM 3aXapeH AMabeT THN 2, NPHAPYXEHH ¢ JAHHH 33 YBPEXIaHe Ha

eextopHn oprank. VA NEPHRON-D e npoy4BaHe IIpH NAUHEHTH CbC 3axapeH nngﬁe&cmg;’q[ }9 \\
nvabeTHa HedponaThs. /| N L0

A o éé\
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Tesu npoyusanus He moka3BaT 3HAuUWM OnaronpusreH eekT Bbpxy OnOpeunure Wwnu
CBPAEUHO-CHIOBHTE MOCIEIHLM H CMBPTHOCT, KATO ChUIEBPEMEHHO ca HaGIioAaBaHH TOBHILEH
PHCK OT XHMAepKajlHEMHs, OCTPO yBpexnane Ha OnOpeunure H/MIM XMNOTOHHA B CPaBHEHHE C
MOHoTepanuaTa. Karo ce wMaT npeaBua cxoinnte WM GapMaKOJHHAMHYHH CBOHCTBA, TE3H
pes3ynTaTtu ca npuiokuMH H 3a Apyri ACE nHxuOGHTOpH ¥ aHTHoTeH3HH [I-penentopuu 6nokepw.
ACE wnxuburopn u anrHotenznd ll-peuentopHu Onokepu ciienoBaTenHo He Tpabea Ja ce
H3MOJ3BAT €JHOBPEMEHHO MpPH MalHeHTH ¢ nuafeTHa HeponaTua.

ALTITUDE (Knuuu4Ho npoyusaHe NPOBEASHO ¢ ATHCKHMPEH MIPH MALUMENTH Cbe 3axapeH auaber
THN 2 ¢ H3M0/M3BEAHE Ha CHPACYHO-CHAOBH H OLOpeuHH 3alonABaHMA KaTo KpajiHH TOYKH) €
NpoyyBaHe, NPeJHA3HAYEHO 14 H3C/TeABA NOI3aTa OT o0aBIHEeTO HA ATMCKUPEH KhM CTaHAapTHA
Tepanua ¢ ACE HHXHOMTOp Mk anruoTeHsnH [1-penentoped 6nokep MpH NALHEHTH CbC 3aXapeH
auaber TMn 2 u xpoHWuHo 6B6peuno 3abonaBaHe, CHPAEYHO-CHAOBO 3a00MABAHE HAH U ABETE.
[TpoyuRaneTo e npexpaTeHO NpPEXAESBPEMEHHO MOpaiH MOBMINEH PHCK OT HeGnaronpuaTHu
nociequud. Kakro chpoedHO-ChAOBaTa CMBPT, TaKa H HHCYNTBT Ca N0-YECTH B TPYNATA Ha
AMUCKHPEH, OTKONKOTO B IPYNIATA Ha ninale6o, a MpelcTaBIaBaliuTe HHTEpeC Hesxenann ChOuTHA
H CEepUO3HHM HexenaHH cbOHTHA (XMNepKanueMus, XMNOTOHHA W ObOpeuna mucdyHkuus) ce
¢50011aBAT N0-4ECTO B rPYNaTa Ha ANHCKHPEH, OTKONKOTO B TpynaTa Ha nnaue6o.

BropuuHa npeseHINd cnes OCTLp MUOKApAeH HHGBAPKT

Hannteaneto AIRE Bkmoupa noeeue ot 2 000 naunenTH ¢ npexoIHl/MEpCUCTHPAILH KIMHHUHY
OpH3HALH Ha CBPAEYHA HEJOCTATBPYHOCT ¢Nefl [AOKa3aH MHMoKaphaeH HHdapkT. Jledeuuero ¢
paMHIIpUI € 3anoyHaTo 3 ao 10 aum cnen octpus MuokapaeH uugapkT, HankTeaneTo nokasea,
He CJIeA CPEAHO BpeMe Ha NPOCHeAdBaHe oT 15 Mecena, CMBPTHOCTTA NIPH NALBECHTHTE IEKYBAHH
¢ pampRpuA e buna 16,9 %, a npu naunenTHTe Ha Maauebo -22,6 %. Topa 03HAYABA HECEMHEHO

HaMansBaHe HA CMBPTHOCTTA ¢ 5,7 % M HaMandBaHe HA OTHOCHTEMHHA puck ¢ 27 % (95 % CI
[11-40%]).

HNennarpuuda gonynauus
Tlpy paHAOMH3HPAHO, ABOIHOCIATO, MaLe(o KOHTPONHPAHO KIMHHYHO IPOYYBAHE, BKIKYYBALIO

244 nenuaTpudHM NAaUHEHTH ¢ XuneproHus (73% nNbBPBUYHA XWIEPTOHMA), HA BB3pacT 6-16
FOJHHH, NALHEHTHTE C& NONYYMIH HHCKA 4033, CPeAHa JI03a WIM BHCOKA 1033 paMHIPHI, 3a
JOCTHTaHE Ha I1a3MEHH KOHLEHTPAlHH Ha PaMUTPHIIAT, OTTOBApALIM HA JO30BHA AHAMNA30H 34
Bb3pacTH ot 1,25 mg, 5 mg ¥ 20 mg Bb3 OCHOBA HA TCAECHOTO Terno. B xpad Ha 4YeTBLpTaTa
ceaMuIa paMHNpua ¢ Oul HeeleKTHBEH 3a MOCTHraHe Ha kpaliHaTa Hen 3a HaMangeaHe Ha
CHCTONHOTO KPBBHO HAIACaHE, HO IIPH Hali-BHCOKaTa J033 TIOHHXABA AHACTOJHOTO KPBLBHO
Hangrane. [Ipu fena ¢ noTELPAEHA XHNEPTOHHS TPH CPEAHH W BHCOKH JO3H PaAMHIPHI MOKa3Ba
3HAYHTENTHO MOHKXABaHe Ha JHACTONTHOTO M CHCTOJHOTO KPBBHO HANATAHE.

To3u edexr He e HabmopaBaH B 4-CEIMHMHO, C TNOBMILABAHE HA A03aTa, PAHIOMH3MPAHO,
JABOHHOCHANO, OTHEMAINO W3NHTBARE IIPH 218 MeAHaTpHYHH NALHEHTH HA Bb3PacT 6-16 roaunu
(75% nbpBHYHA XHNEPTOHHA), KBIETO M JHACTONHOTO, M CHCTONHOTO XPHBHO HalfTaHe ca
JEMOHCTpHpanH cnabo, HO HE CTATHCTHYECKH 3HAYMMO BPBLIAHE KbM HAYATHOTO HHBO TpH
BCHUKH TPH M3IMTBaHH 1030BH HMBa HHCKa aos3a (0,625 mg — 2,5 mg), cpenna noza (2,5 mg — 10
mg) uAH BHCOKA A03a (5 mg — 20 mg) paMunpun ua Gasa TernoTo. PaMunpun He e mokazan
JIHHEeeH 10308 OTIOBOP NIPH H3IIHTBAHATA NeqHATPHIHA NONYIalus.

5.2. PapmaxkoKHHETHYHA CBOlicTRA

Dapmaroxunemuxa 4 MamaboIusLm
Abcopbima
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Cnea nepopalHO NMpUNOKEHHe paMHEIpHI ce abcopOupa Obp3o B CTOMAILHO-YPEBHHS TPAKT:
[I¥X0Ba Ma3MeHa KOHUESHTPAlHS HA paMMOPUI ce JOCTHTa B PAMKHTE Ha €auH Hac. Byi ocHoBa
Ha Bb3CTAHOBABAHE B YDHUHATA, CTemeHTa Ha abcopbuud € none 56% u He Ce MOBNHABA 3HAHMO
OT NPHUCBCTBHETO Ha XpaHa B CTOMAILIHO-YPEBHHA TPaKT. BHOHANWYHOCTTA HA AKTHBHHA
MeTabo/MT paMHIIpHIAT cliel TIepopanso mpunoXeHuwe Ha 2,5 mg H 5 mg pamunpun e 45 %.
[MukoBa mia3MEHa KOHUEHTPAllMA HA paMHIPHIAT, €AWACTREHHA AaKTHBEH MeTabonHT Ha
paMunpun, ce AoctHra 2-4 yaca cneld mpHeMa Ha paMunpui. CTAlHOHAPHATE MJASMEHH
KOHLEHTPalUUH HA PAMHTIPANIAT ¢a¢h NpHiaraHe Belbx JHEBHO HA o0MYaliHH XO3H paMunpun
€€ AOCTHTAT CJIE] OKONO YETHPH JHU JEYeHHE,

Paznpenensnne
CBBp3BaHETO © MIIAIMEHHTE IPOTEHHH HA PaMUNIPHI € okono 73 %, a ToBa Ha paMHNPHIAT OKOJIO

56 %.

buoTpaHchopManHy
PaMHOPHI NOYTH HamBARO C€ METADONH3Npa A0 PaMHOPHIAT, H IO AHKETONHIEPAIHROB €CTED,
JHKETOMHNEPasHHORA KUCEIMHA, U MNIOKYPOHUANTE Ha PAMHIIPUN M PAMHIIPHAAT.

EnumHHupane
Ekcxpenara Ha Meralonumite e npeauMuo Ownbpeuna. [lra3MeHaTta KOHHEHTpauuA HA

pPaMHNPHZIAT HAMaNBa No nonudaszos HauuH. [lopany HEroBOTO CHIHO, HACHINANO CBLP3BAHE ¢
ACE u 6aBHOTO pa3ziaendHe oOT €H3MMa, DaMHIPHIAT MNOKa3Ba YIABIKEHA TepMHMHAnHA
€NEMMHALIMOHHE dasa [IpH MHOTC HUCKH MIIa3MEHH KOHIIEHTPALHH,

Criefi MHOTOKPATHO NpHJIaraHe Ha AO3H PaMRIPHI, BEAHDK AHEBHO, ePeKTHBHUAT HORYKHBOT
Ha pamunpunar € 13-17 gaca 3a 1034 0T 5-10 mg ¥ nO-ZBABL 3a NO-HUCKMTE A03H 1,25-2,5 mg.
Tasu paznmuka e cBbp3aHa ¢ KanauuTeTa 3a HACHINAHE HA €H3HMA Ype3 CEbP3BaHe C pAMMMpHIAT.
Ennokparha nepopanHa N03a paMHAPHN 1aBa HEOTKPHBAEMO HMBO HA DAMMIPHI H HETOBHTE
MeTabomuTH B kKbpMaTa. O6ave eieKThT IIPH MHOTOKPATHO MPHIAraHE € HERIBECTEH.

[TauuenTn ¢ 6u0pedHo yBpexnane (BxK. Touka 4.2)

Br0peunaTa ekckpeuus Ha paMHNPHIAT ¢ HaManewa npH NAUHEHTH ¢ HapyuleHa Ow6peuna
GhyHKUHS, H 6BOPEYHHAT KIMPHLHC KA PAMHNPHIAT ¢ MPONOPUHOHANHO CBbP3AH C KPEaTHHHHOBHS
KIMpEHC, ToBa BOAH 0 NOBHIIEHA IUIA3MEHA KOHIEHTPALKA HAa PaMHIIPHIAT, KOATO HAMATABA
no-6aBHO OTKOJIKOTO MPH HHAHBHAM ¢ HOpManHa OsOpeuna dyHkins.

[TanuenTn ¢ wepHonpobHO yepexKaaHe (BXK. Touka 4.2)

[Tpy maumentn ¢ HapymeHa depHoApofHa ¢yHKUus, MeTaGONM3HPAHETO HA PaMUIIPHN AO
pamunpunar e 3abaBeHO, NOpagH HaManeHaTa aKTHBHOCT Ha YePHOAPOGHUTE ecTepasd M
TUIa3MEHUTE HUBA HA PAMHITPHIL IPH TE3H MAHHMEHTH ca NOoBHINCHH. [1MKOBUTe KOHIEHTpALMK Ha
PAMMIPHIIAT MPH Té3M NalHEHTH, 00aue He ce Pa3NMYaBaT OT Te3M HaOMIONaBaHW NpPH UHAMBHIHN
¢ HopManHa YepHoApoSHa PyHKLHA.

Heduampuuna nonyrayus
PapMaKOKHHETHYHHUAT NIpodua Ha paMHENpui € OUN H3cneaAraH npu 30 meauaTPMYHK MALHEHTH C
XHNEPTOHHA, Ha Bb3pacT 2-16 roaunn, ¢ rerno >10 kg. Cnea poszu or 0,05 mg ao 0,2 mg'kg
paMHnpun ce MerabolH3npa 6Bp30 H EKCTeH3HBHO A0 paMHNpuiar. MakcuMaiHd niasMeHH
KOHLEHTpALKH HA PAMUIIPUIAT ce JOCTHIaT B paMKHTe Ha 2-3 4daca. KiMpBHCHT HA paMHIpHiaT
€ TACHO cBBp3aH c NHEBHHMKA Ha TenecHoto Terio (p<0,01), cepmo U ¢ Ao3zata” (p<0 001).
KnnpeHeBT B 00eMbT Ha pasTIpeeieHne ce YBEMYABAT ¢ YBETHUARAHE HA mpam;na Ha neua.m
BEB BCAKA /1030Ba IPpyna. '
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Ho3ara ot 0,05 mg/kg npu Aena AOCTHra HUBA HA €KCIO3HIIMA, CPABHHMH C TE3M MPH Bb3PacTHH,
NexysaHH ¢ paMunpain 5 mg. Josata ot 0,2 mg/kg npu fena BOAH 0 HHBA HA eKCOIKO3ULHA no-
BHCOKH OT MaKCHMAaNHATa IPencprulTeNa JHeBHa 103a 0T 10 mg npH BB3pacTHu.

5.3 IpeaxanHuuHA JaHHH 33 BelonacHoCT

IepopanHoTo OIpUAOKEHHEe Ha PAMHIPH HE NOKA3Ba 0CTPa TOKCHYHOCT TPH TPH3AYH H KYYeTa.
Ipoyusanns, BKITIOMBALIM MPOIBKHTENHO MEPOPATHO NPHIOKEHHe ca OHITH NPOBEKAZHH NpPH
ITbXOBE, Ky4eTa H MaliMyHu. [IpoMeHH B mMIasMeHWTE €NEKTPONMTM M KPHBHGTA KApTHHA ca
61NH yCTaROBERH IIPH TPHTE BH/A.

[Ipy Kky4era H MaliMyHH NpH THeBHH A03H oT 250 mg/kg/neH e 6uno HaGnloAaBaHO 3HAYHTENHO
YroleMABAHE Ha IOKCTATNIOMEPYNapHHA anapaT BCIedCTBHe (apMakoJIWHAMHYHATA AKTHBHOCT HA
pamunpun. Tlnbxoee, KyueTa W MafiMyHW TIOHAacAT OHEBHH JIO3M CBOTRETHO oT 2, 2,5 u 8
mg'kg/aneruo 6ez speauu edexTH.

H3anurBaHuATa 33 pempoIyKTUBHA TOKCHYHOCT NMPH IUIbX0BE, 3aliil H MaAMYHH HE [IOKA3BAT
TEPATON¢HHH CBOMHCTBA.

QepTUnHTETHT He Ce TOBAMABA HHUTO IIPH MBXKKH, HHTO TIPH KEHCKY [LTbXOBE,

[Ipunaranero Ha paMMOpUN BBPXY JKEHCKH TITBXOBE Tio BpeMe HA QeTanHus NepHoj u
JIaKTaliHATa NPHYHHABA HeoOpaTMo 6B0peYHo yBpexaaHe (Aunarauus Ha 6u0peuHoTo NereHye)
B IOTOMCTBOTO NpPH JHEBHH 1031 0T 50 mg/kg TenecHo Terno Ui Mo-BHCOKH.

Pazunipero u3cnenpaHe 3a MyTareHHOCT, 4pe3 H3NOI3BAHE HA HAKONKO CHCTEMH 33 MICIEABaHE,
He NoKa3Ba, Y€ PAMUNPUI IPHTEXABa MYTareHHH M reHOTOKCHUHH CBOMCTRA.

Heobpatumo Ov0OpeuHo yRpexnmaHe ¢ HaOMIOJaBaHO NpH MHOMO MIaOM IUTBXOBE MpH
NPHIOKEHHE HA ENMHHYHA A03a PAMHIIPHIL.

6. DAPMAIIEBTHYHHA JAHHHA

6.1, CpH¢BHK Ba HOMOIIHHTE BeIeCTRA
Harpuee xuaporenkapOoHar

JlakTo3a MOHOXHApAT

KpockapMenosa narpuii
[IpesxkenaTHHH3HPAHO UAPEBHYHO HULIECTE

Harpuer creapandymapar

Talnerkure 0T § mg cHABPKAT CbINO KBIT xkene3eH okcki (E 172) u uepBen xenesen okcup (E
172).

6.2. HecbBEMeCTHMOCTH

Henpunoxmumo.

6.3.  Cpox na rogrocT

2 TOaHHN.

6.4. Coenmaaum yeJIOBHA HA ChLXPAHeHEe
Ja ce cbxpaHaBa npyu Temnepatypa nox 30°C.

BJ'IHCTEPP[: Aa €€ ChbXpaHABaT B OPpHTHHANHATA ONAKOBKA, 34 Ja C& TIpeAnasu OT B

P

f
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ByTnnxn: nasere GyTHIKATE IBTHO 3aTBOPEHH, 32 1a ce TIpeAna3y OT BIara.

6.5. Bua B chALPXKAHHE HA ONAKOBKATA

Bnucrepuu onakoskn (Al /AlTIonnamun/ PVC): 10, 14, 20, 28, 30, 42, 50, 98 u 100 Tabnetkn.
TnacTMacoBH nonunponaneHoBH SyTHNKH ¢ 6ana LD-nogneTHAeHOBA Kanadka H aecukaHT: 100
# 500 TaGnerkn.

He Bcu4KH BHIOBH ONakoBKH MOTAT A3 ObJAT MYCHATH B Mpojaxoa.

6.6. ChnenHaJHH OpeANa3IHH MEPKH NPH HIXBLPIAAHE

HsaMa cnenuanHi H3HCKBAHMS.

7. MPHATEXKATEJ HA PAIPEHIEHHETO 3A YIIOTPEBA

Medochemie Ltd., 1-10 Constantinopeoleous Steet, 3011, Limassol, Kunsp

8. HOMEP(A) HA PAIPEIIEHHETO 3A YIIOTPEBA

Pamumen 5 mg

Per Ne: 20080205

Pamuamen 10 mg

Per. Ne: 20080206

9. HJATA HA IIBbPBO PASPELNMABAHE/HOAHOBSAABAHE HA PAZPELHIEHHETO
3A YIIOTPEBA

Jara Ha mepBo paspeltenue: 20 oxromepu 2008 r.
Hara Ha nocnenno noanoeasase: 03 aexkeMBpH 2009 r.

10. JATA HA AKTYAJINIHPAHE HA TEKCTA

22.08.2019
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