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KPATKA XAPAKTEPHCTHKA HA TPOJTY
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PamuMmen 5 mg Tabnerxn T R e D BT
Ramimed § mg tablets

2, KAYECTBEH H KOMTHYECTBEH ChCTAB
Enna Tabnetka chaAbpka 5 mg paMunpun (ramipril).

[ToMOImMHO BEMIECTBO C H3BECTHO ACHCTBHE: NIAKTO3a MOHOXHAPAT.
Bcaxa tabnetka Pamumes 5 mg chappxka 96 mg nakTo3a MOHOXHAPAT.

3a ITBNHHSA CNHCBK HA MOMOIIHUTE BelllecTBa BHXKTE Touka 6.1.

3. JEKAPCTBEHA ©OPMA

Tabnerxa.,

Tabnerka or 5 mg: ¢ ¢opMa Ha kancyna, IJIOCKAa, po3oBa TadNeTKa, ¢ JAeNMTENHA 4Yepra
¢HOCTPaHHO, a B KpaHmarta ¢ iaMna R3.

Tabnerkara Mmoxe na Opae pa3aeneHa Ha paBHU JO3H.
4. KIAHAYHH JAHHHA
4.1. TepaneBTHYBH HOKA3ZAHHSA

- JleueHne HA XHIIEPTOHUA

- CepAeuHO-CBAORA MpEBEHLHA: HaAMa/siBaHe HA CbpASYHO-ChAOBaTa 3abonesaeMOCT H
CMBbPTHOCT IPH MAMEHTH C:
® [IPOAIBEHO ATEPOTPOMOOTHYHO CHPACYHO-CHJA0BO 3a00nABaHEe (aHaMHE3a 3a KOPOHApPHO
3abondaBaHe MM HHCYNT, HIH [epH(epHa aprepHaliHa 00ecT) HiH

» nuaber ¢ NMoHe eAHH ChPACYHO-CBAOB PHCKOB (akTop (BK. TOUKa S.1).

- Jledenne Ha 60peuHo 3aboiLABaHE:
e Hauanua pnuaGetna rnoMepynHa Hedponaths, onpeleleHa OT HaaWuMe Ha
MHKpoanOyMHHYDHA;
¢ [IpoaBena quaberHa raoMepyiHa HedponaTad, onpeacneHa OT MAKPOIPOTCHHYPHA IIpH
MDAlHEeHTH C NOHE eHH CHPASYHO-CHAOB PHCKOB (axTop (BXK. TOUKa 5.1);
e [Ipoasena HeprabeTHa rIOMepyNHa HedponaTna, ONpeAcneHa OT MAKPOIIPOTEHHYPHS >
3 g/ na nen (Bx. Touxa 5.1).

- Jleuenne Ha CHMIITOMATHYHA ChpACUYHE HEAOCTATHRYIHOCT.

- BropuvHa npodunakTHka el OCTbP MHOKApACH HHQApKT: HaMalABaHEe Ha CMBPTHOCTIA B--...
ocrpata (aza Ha MHOKapAcH HH(ApPKT NpH NAUHEHTH ¢ KIKHWYHH APH3HAIH Ha '
HEAOCTATHYHOCT, C HaYao noseye oT 48 yaca cnel ocTHp MHOKapAeH HH(apKT.




4.2, [Jo03BpOBKA H HAIHH HA NPHJIOKCHHE

O3UPOBKA
Bw3 HU
[IaNHEeHTH JIeKYBaHU ¢ AUYPETHIIHA
Cnen 3anousaHe Ha Tepandas ¢ PaMHMe, MOXe Aa HACTBITH XHIIOTOHHA; TOBA € NO-BEPOATHO NpH
NnanMedTH, KOHTO c¢a JIEKYBAHH €IHOBpeMeHHO ¢ auypetuuu. Ilopaau ToBa ce Mpenopnysa
NOBHINEHO BHHMAaHHE, Thif KATO Te3d NALMEHTH MOrar ja ObAaT ¢ HaManeH obeM TeYHOCTH W/
HJIH COJIM.
AKO ¢ BE3MOXHO, JIMYPeTHKBT TpsOBa na OBe cripaH 2 A0 3 JHM mpead Ha4aloTOe Ha TEpanHaTa
¢ Pamamen (Bx. Touka 4.4).
I1pn nanKeHTH ¢ XHNEPTOHHUA, IPH KOHTO JHYPETHKBT HE € CrpsiH, TepamuaTa ¢ Pamumen tpabaa
Ja Obae 3anousarta ¢ gosa or 1,25 mg. Tpabsa na Onpar npocnensapaHd OuOpeunara GpyHKuMA U
nnasMeHua xamafi. [TocaeApamara qo3upoBKa Ha PaMumen Tpaba aa 6bpae onpezensna crnopen
KEeNaHOTO KPBBHO HanATaHe.

Xunepmonus

Hoszara TpaOea na Onhje onpeaeneHa MHAWBHIAYANHO, CHopeX npodHiIa HA NAUMEHTa (BHXKTE
TOYKa 4.4) ¥ KORTPOJIa HA KPHBHOTO HA/IATaHE,

PaMumen moxe aa Objae M3MON3BAH KATO MOHOTEpanus WIH B KOMOMHAUMs ¢ APYTH KIacoBe
aHTHXHIICPTEH3UBHH JICKapCTBEHH NPOAYKTH (BUKTE ToYka 4.3, 4.4, 4.5 1 5.1).

Havanna noza
Pamumen TpabBa Ja Onae 3a1104YBaH NOCTENEHHO ¢ NPeNOpbYaHa MbPBOHAYANHA 034 OT 2,5 Mg

JIHEBHO.

[Ipu naiieHTH ¢ NOBHIIEHA AKTHBHOCT HA PEHHH-aHMHOTEH3HH-A/IACCTEPOH CHCTEMaTa MOXe Jia
HacThIIH 3HAYHTE/IHO NOHKKEHHME HA KPBBHOTO HAaNAraHe clel mpHeMa Ha mbpsaTa jo3a. pu
TAKHBa MAalHEHTH Cce MpenopkYBa HauyanHa A03a ot 1,25 mg 1 HayanoTo Ha JIEYCHHETO TpaOBa Aa
6bie H3BBPIIEHO MOA MEJHIIWHCKH KOHTPOI (BXK. TOUKa 4.4).

THTpHpaHe H NOATHPXKAING 034

[Mocrenenno mo3ara Moxe Aa ObAe yABOEHA NMpe3 MHTEPBAN OT JBE AOC YETHPH CEAMMIH 3a
NOCTHraHe Ha KeJaHOTO KPbBHO HAIAI'AHE, MAKCUMANIHO AONYCTHMATA 1033 Ha PaMumen e 10 mg
nuaeBHo. OOHKHOBEHO [03ara ¢€ NMpUIara BeAHBX AHEBHO,

Cupoeuno-cvooea npegenyin

Haganna mosa
[Ipenopryranara HavamHa 1034 ¢ 2,5 mg PamMuMen BeHBX AHERHO.

TuTpHpane 1 noaAALpAKalla 1033
B 3aBHCHMOCT OT TOJIEpaHTHOCTTA Ha NALWEHTA KbM AKTHBHOTO BEINECTBO, 03aTa BIOC/IECICTBHE

TpuOBa Ja Opze yBenuuapaHa. [IpenopbyuBa ¢¢ yABOABAHE HA A03aTa CJIE] SAHA HIH ABC CCAMHIIH
NeYEeHHE H — Cliell olne ABe 4O TPH CEAMHULM — AA C€ YBEJIHYM R0 TAPreTHATA NMOAABPXKAINA A03a
ot 10 mg Pamnmea BeAHDBK AHEBHO,

Buxre chIl0 mo-rope Z03HPOBKa NipH HNallHeHTH, JIEKYBaHH C AUYPETHIH.

Jeuenue na bvbpeuno sabonasane
1] uenmu ¢ ouabem u MUK, MUH

Havanna ao3sa:
IIpenopryaHaTa Havyan#a ao3a ¢ 1,25 mg Pamumen Beausx AHCBHO.

TuTpupade ¥ noJibpxalia 103a
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B 3aBHCHMOCT OT TOJEPAHTHOCTTA Ha NALHeHTa KbM aKTHBHOTO BELIECTBO, A03aTa BIIOCIEACTBHE
ce noBumaga. [Ipenopr4ra ce YABOABAHC HA CAMOKPATHATA AHEBHA 1032 R0 2,5 mg clel ABe
CEAMHLIM H 10 5 mg cnex omne Ape CeAMHIH.

Ilpu nayuenmu c duabem u Rone eQun ChPOeHO-CbO08 pucKos haxmop

Hauanua n03a:
[TpenopruBanaTa HauaIHA 0034 € 2,5 mg PaMyMes BeAHBK AHEBHO.

TuTpupane U no/TbpiXalila 1034

B 3aBHCHMOCT OT TOJIEpaHTHOCTTA HA NaLI€HTAa KbM aKTHBHOTO BelecTBO, N03aTa BMIOCNEACTEBHE
ce noBumana. [IpenopryBa ce¢ YABOABAHE Ha ¢AHOKpaTHaTa JHEeBHa J03a A0 5 mg PaMuMen cnex
eIHa WIH OBe ceiMHIM H cien ropa no 10 mg PamuMesn cnex ome ABe HNM TpH CEAMHIIH.
Taprernara auesHa nosza € 10 mg.

IIpu nayuensmu ¢ neouabemna nedponamus, onpederena om npomeunyvpus >3 g/na oen

HauanHa f1o3a:
[IpenoppuBanaTta HavanHa 103a € 1,25 mg PaMuMes BeAHBXK JHEBHO.

Tutpupane ¥ noATbpxKALIA 1038 -
B 3aBUCHMOCT OT TONEPAKTHOCTTA Ha NALKEHTA KbM aKTHBHOTO BEIECTBO, J03aTa BIOCIC/ICTBHE

ce nosumasa. [IpenoppyBa ¢¢ yABOABAHE HA €JHOKPATHATA AHEBHA A03a X0 2,5 mg ciel ABe
CeAMHLH H A0 5 mg cinen olue Be CSIAMHIH.

Cumnmomamunua copoeyna HeooCmamvyHocm

HavanHa noaa:

[Tpu crabuin3npany NALUMEHTH HA AHYpPeTHYHA TEpalufs INpenopbYBaHaTa HadanHa nos3a ¢ 1,25
mg AHEBHO.

THTpUpane ¥ NOAXEPKALLA 1038

Pamumen TpaOpa ga Ob4e THTpHpaH 4pe3 YABOABAHE HA J03aTa Ha BCEKH €HA A0 JBE CCAMHIH
10 MaxcuManHa aHeBHa fo3a 10 mg, [IpeanounTta ce AByKpaTeH AHEBEH NPHEM.

Bmopuvna npoghunaxmuxa cred ocmup MUOKAPOEH UHPapKkm u CoC CHPOLYRA HedocmamviHocm
HavanHa ao3a:

48 yaca cneJ OcThp MHOKApAEH HHGAPKT NMpH KIHHHYHO H XeMOAWHAMHYHO CTAOHITHM NAIHEHTH
HavanHaTa 4034 € 2,5 mg ABa TbTH AHEBHO B NPOJb/KCHHE HA TPH JHH. AKO Ha4alHaTa A03a OT
2,5 mg He ce Tonepupa, A032 OT 1,25 mg ABa MHTH AHeBHo TpaOpa Aa Obae npuiarana gsa JAHH
npean MOBHIIABAHE A0 2,5 mg M 5 mg ABa IbTH AHEBHO, AKO A03ara He Moxe Ja Obie
NOBHIIIEHA 210 2,5 mg B2 ITbTH AHEBHO, ICYCHHETO TPAOBa Aa C& OTMCHH.

Buxre cuilo no-rope no3HpOBKa NpH NNIAaHCHTH NCKYBaHH C NHYPETHIIH.

TuTprpane u noaabpXkaua A03a
BnocneacTsue nHeBHATA 1034 C€ NOBHINABA 4pe3 YABOSBAHETO M Ha HHTEPBAJIM OT €AMH A0 TPH

JAHH A0 JOCTHraHe Ha TapreTHaTa noAXbpXKAIla 4033 OT 5 mg ABA II'BTH AHEBHO.

Korato e Bp3MOXKHO MoAABPXKaIaTa O34 ce pa3aens Ha ABa NpHeMa AHEBHO.

AKO J03aTa He MOXe Ja ce MOBHIIK G0 2,5 mg ABa mbTH JHEBHO, JieueHHeTo TpalBa aa ce
oTMEHH. Bce olne numcBa ZOCTATBYEH OMHT NpPH NeueHue Ha nauHeHTH ¢ Texka (NYHA 1V)
ChpAcUHa HeAOCTATBUYHOCT HEMOCPSACTBEHO CASH MHOKapAeH HH(PapKT, AKO ce B3eMe peIleHHE
33 JEYCHHE Ha TaKHBa MANMEHTH, NPenopbusBa ce¢ TepanuaTa Aa Obpe 3anoyHara ¢ 1,25 mg
BEIHDXK AHEBHO H BCAKO MOBHIIABaHE Ha A03aTa Aa ObAe M3BLPIIBAHO C MOBHUIICHO BHUMAHUE,

Cne HU RONVAGULLU




Iayuenmu c 6vbpeyuno yepescoarne

JHeBHaTa fn03a npH nanMeHTH ¢ Ou0petHO yBpexknaHe Tpabpa Aa ce onpenens Bb3 OCHOBA Ha
KpeaTHHHHOBHA KIHPBHC (BX. TO4YKa 3.2):

- aKo KpEeaTHHHHOBHAT KIHpBHC ¢ > 60 ml/min, He e HeoOXOAWMO XOpHrHpaHe Ha
HavaJlHata A03a (2,5 mg/nHeBHO); MAKCAMANHATa AHCBHA Ao3a € 10 mg;

- aKo KPeaTHHHHOBHAT KANPBHC € Mexay 30-60ml/min, He ¢ HEOOXOAMMO KOPHTHPaHE Ha
HavyaiHaTa A03a (2,5 mg /AHeBHO); MaKCHMAaJHATA JHEBHA 034 € 5 ng;

- aKO KPEATHHAHOBHAT KMHpPBHC e Mexay 10-30ml/min, HavasHata z03a e 1,25 mg
{THEBHO ¥ MAKCHMAJIHATA AHEBHA f03a € 5 mg;

- NpH XUNCPTOHHIM HA XeMOAHANN3A: PAMHIIPHI C€ JHAIH3Upa ¢a1abo; HayalHaTa 1o3a €
1,25 mg/nHeBHO M MAKCHMANIHATA JHEBHA 033 € 5 mg; JeKapCTBEeHHAT MPOAYKT TpAOBa Aa ce
npHeMa HAKOJIKO Yaca cej XeMOANaNH3HATaA [IPOLeAypa.

lIayuenmu ¢ wepnodpobro napyuenue (Bx. Touka 5.2)
ITpy nauueHTH ¢ YepHOAPOOHO HAapyIIeHHe NedeHHeTo ¢ Pamumen Tpabpa jAa 3anodHe ¢caMo noxa
CTPHKTEH MEAHLHHCKH KOHTPOJI H MAaKCHMAaJIHaTa AHEeBHa J103a € 2,5 mg Pamumen.

Cmapuecka sv3pacm

Havanuure n03u TpabBa 43 ObaaT NO-HHCKH M BNOCIEACTBHE THTPHPAHETO HA Jo3aTa TpAOBa Aa
Obae mo-0aBHO, NOpPaAH NO-TOMAMATA BE3MOXKHOCT OT HEKENIAHH Peakiyuu, 0COOEHO MpH MHOIo
BB3PacTHH H HEMOIZHH NaupeHTH. Tpa0OBa Aa ce uMa npeasu] HAMaSsBAHE HA HavalHaTa 7032
paMunpui Ha 1,25 mg.

ITeduampuvna nonysayun

besonacHOCTTA H epUKACHOCTTA HAa paMMIIPHA NPH Aeita BCE OLE HE Ca YCTaHOBEHH.

Hanu4yHATE KbM MOMEHTA A3HHH 33 paMHNpHN ca onHcaHW B ToukH 4.8, 5.1, 5.2 u 5.3, HO
NPenopbKH 38 NO3HPORKATA HE MOTaT fa ObJaT AajcHH.

Hauun Ha mpunoxeHHe
[TepopanHO npHNOKEHHE,

[Ipenoprbysa ce PamaMen na Obae npHeMan BeAWEX JHEBHO, IO €IHO H CBINO BpeMe BCEKH JCH.
Toii KaTO NpHeMa Ha XpaHa He NpoMeHs OHOHAMHYHOCTTA MYy, PaMuMes Moxe Aa 6bae npueMan
NpesH, 10 BpeMe Ha HIIH Chel XpaHeHe (BXK. TO4UKa J3.2).

Pamumen TpaGBa 1a ce norabma ¢ TeuHOET. He TpaOBa 1a ce apBue niH pa3Tpoinasa.

4.3. IIpormBonoka’aHufa

- CBpPBXYYBCTBHTENHOCT KBbM aKTHBHOTO Bewectso, Apyr ACE uHxuOHTOp (QHTHOTEH3HH
KOHBEpTHpAalll €H3HM ) HJIH KbM HAKOE OT NOMOIGHITS BeINecTea, U3bpoeHH B Touka 6.1.

- AHaMHe3a 3a aHrmoeneM (HacheACTBEH, HIHONATHYEH HIH BceleacTBHe neueHue ¢ ACE
ARxHOHTOPH WK aHruoTeH3uH Il peuenTopsu anTaroHucT! (AlIRAS)).

- ExcTpaxopnopanHo leueHHe, BOACINO OO KOHTAKT HAa KPBBTA ¢ OTPHLATENHO 3apeNcHH
NOBBPXHOCTH (BK, TO4Ka 4.5).

- 3uaynMa ABYCTpaHHa CTE€HO3a Ha OpOpevunaTa aprepusa HIH cTeHo3a Ha ObOpeuHa apTepHs Ha
eINHCTBeH pyHKIMOoHHpal OB0pek.

- BTopy H TpeTH TpUMECTED Ha OpeMeHHOCTTA (BK. TOUKH 4.4 U 4.6).

- Pamunpun He TpaGpa na ObAe mpuiaral NpH OAHUEHTH ¢ XMIIOTOHMS WIH HecTaOHiHa
XeMOIHHAMHKA.




- EnHoBpeMeHnaTta ymnoTpe6a Ha PaMuMel ¢ aIHCKHpPEH-ChABPXKAIIH NPOXYKTH €
NPOTHBONMOKA3aHA MpPH MALHEHTH CBC 3axapeH Auaber wiu 6n6peqno yepexaane (GFR < 60
ml/min/1,73 m2) (Bx. Touku 4.5 u 5.1).

4.4. Coenraanl OpeayNpe:xAcHRS H HPSANASHE MEPKH HpH ynoTpeba

Cneyuannu nonyaayuu

Bpemennocm: Jlevenue ¢ ACE nuxuburopn KaTo paMHMpHN HIH aHTHOTEH3HH Il penentopHu
anTaroHHcTH (AIIRAs) He Tpabea za ce 3anmouBa no BpeMe Ha OpeMeHHOCT. [IpH NalHEHTKHUTE,
IiagMpalny Aa 3abpemenest, Tepannata ¢ ACE unxubutopn / AIIRAs, Tpabea aa ce 3aMeHn ¢
ANITEPHATHBHO AHTHXMIIEPTEH3UBHO JICUEHHE, KOSTO HMa YCTAHOBEH Mpo(dri Ha 6€30NacHOCT MpH
ynoipeba no BpeMe Ha OpeMEHHOCT, OCBEH akO He ce CUMTa 3a KpalHo Heobxoauma. Ilpu
YCTaAHOBRBaHEe Ha OpeMeHHOCT, NeveHneTo ¢ ACE uuxubutopu/ AIIRAs tpabea 1a 6bae cripaHO
He3a0aBHO M, aK0 € YMECTHO, TpAOBa sa Ob/e 3aMmounara anTepHaTHBHA Tepanus (BX. TOUKH 4.3 ¢
4.6).

0 llayuenmu c ocoben puck om Xunomonus

- Tlayuenmu ¢ NOSUIIERA OKIMUBROCIN KA DEHUN-GHZHOMEH3UH-AN00CMEPoN cucneMama
IlanpeHTH ¢ NOBUIIEHA AKTHBHOCT Ha PEHHH-AHTHOTEH3IHH-ANA0CTEPOH CHCTEMATA Ca M3JI0XKEHH
Ha PHCK OT CHJIHO H3pa3eHO MOHIKAaBaHe Ha KPbBHOTO HAJIATAHE M BJolIaBaHe Ha OnOpeynara
¢yuxuns, nopaau ACE unxubupase, ocobeno koraro ACE umxuburop WM CHITBTCTBAL
JHYPETHK Ce NPHEeMa 32 MPHB ITET KM NpH HAYANHO NMOBHIIABAHE HA A03aTa.

3Ha9HMC akTHBHpAHE HA PEHHH-AHCHOTEH3HH-AIAOCTEPOH CHCTEMATAa MOXKE Ja C€ OYaKBa H €
HeoOXoauMO MeAMIHHCKO HaOmoIeHHe, BKIIOYBAIMO MpOCHeAsBaHe Ha KPBBHOTO HAJIAraHe,
HanpHuMep Npyu:

- MAIMEHTH C TeXKKA XMIIEePTOHUA

- MAIHEHTH ¢ ACKOMIICHCHpAaHA 3aCcTOMHA ChpAEYHA HEAOCTATHYHOCT

- MalHEHTH ¢ XeMOAMHAMHYHO BIOIICH JNBOKAMEPEH W3XOIAI WIH BXOAAIL XPBBOTOK (Hanp.
CTEH03a Ha aopTaTa WM MHUTpalTHaTa Kjamna)

- TALMEHTH ¢ €OHOCTPaHHa CTeHO3a Ha 6p0peyunaTa aprepua ¢ BTOpH QyHKUMOHHpaL G0pek

- MAHEHTH, PR KOUTO HMA HJIH MOXE Ja HACTBHNH HaMaNeH o0eM Ha TEeNeCHUTE TEYHOCTH HiH
CONH (BKIIOMHTENHO NALHAECHTH, IPpHEMALIH JHYPETHLIH)

- TIAIINEHTH ¢ YepHOAPOOHA 1HPO3a W/HIIH aCLHT

- MAUMEHTH, NOMAJIOKEHA Ha IOJIAMA XHPYPrHuHA UHTEPBEHLMA HJIH aHEeCTE3HA CbC CPEICTBa,
KOUTO NPEeAH3BHKBAT XHIIOTOHHUA.

OOHKHOBEHO ce MPenophbYBa KOPHTHpaHe Ha JeXWIpaTalHATa, XMIOBOJIEMHATA MIH COJEBUSA
AeHIMUT NpeAd HAYANOTO Ha JieueHHeTo (NpH NalHeHTH CbC ChpAEeYHAa HENOCTATHYHOCT, obage
KOpeKHHATA TpAOBa xa ObAe BHHMATETHO MpELeHeHa CIPAMO PHCKa OT 00eMHO HAaTOBAPBAaHE).

Jeotino broxupane na penun-anzuomensun-ardocmeponosama cucmema (PAAC)
Hma pannH, ye egHoBpeMeHHara ynorpeba Ha ACE uHXu6HTOpH, aHrHoTeH3HH Il-penenTopHH
OnoKepH WIH aNMCKHPEH NOBHIDABA PHCKA OT XHIOTOHHA, XMNEpKAJIMEMHS H HaMalgBaHE Ha
Opbpeanara QyHkiuua (BKmouHTEeNHO ocTpa OBOpeuna Hepoctare4HocT). [lopaau ToBa He Ce
npenopbyBa ABoiiHo Oaoxkupane Ha PAAC ypes xomOuanpanara ynotpeda Ha ACE unxnburops,
aarnoTensuH Il-petentopHu OnoxepH HAM anMCKHpeH (BX. TOUKH 4.5 B 5.1).

AKO ce NpeLeHH, ue TepanuaTa ¢ Asoiino Onokupate € abconoTHO HeobxoauMa, Toa TpabBa aa
cTaBa caMoO NoA HaOMOJCHHMETO HA CHCUMATHCT M IPH YecTO BHHMATENHO MOHHTOpHpaHE Ha
OpOpeunaTa GpyHxUHA, CIEKTPOANTATE H KPHBHOTO HaJIraHE. |
ACE uHxuOHTOpH W aHrnoteHsuH Il-pementopHn Onokepn He Tpabsa Aa ¢ /znm'ma 2

¢HOBPEMCHHO NPH NALHEHTH ¢ AHabeTHa HedponaTA. ) /r’
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- Ipexoona unu nepcucmupauid CopOeuHa HeOoCmambY¥HOCH! CRe) MUOKapden ungapxm

- Ilayuenmu, uznoxcen Ha PUcKk om CobpoeuHa UMW MO3bYHA UCXeMUA 6 CAYHAU HA ocmpa
XUNomonus
Havanoro Ha TepanusaTa H3UCKBA CTPOT MEIHLMHACKH KOHTPOI.

o llayuenmu 6 cmapyecka sv3pacm
Busxre Touka 4.2.

Xupypuunu unmepeenijuu
[IpenopsuBa ce, KOTaT0 € BB3MOKHO, JICUCHHETO ¢ MHXHOHTOPH Ha AaHIMOTEH3IMH

KOHBEPTHPAIIHSA €H3MM KaTo PaMHNpHI, Ja Oblle NPeKhCHATO eAHH ACH NMpefH XUPYprudHa
nponeaypa.

Ipocaedseane na bvbpewnama pyuxyus
bbOpeunara ¢ynxums TpaGra 1a Obae oneHeHa NpeaH H N0 BpeMe Ha TepanuaTa M Jo3aTa Tpabea

na 6bpe xopurupasa ocoOeHO Npe3 MHPBHTE CEAMHMLUM OT JedeHHeTo. OcoDeHO BHHMATENIHO
npocneasBaHe ce H3UCKBA IPH nanueHTH ¢ 6s0peuHo yepexaane (Bxk. Touka 4.2). Hma prck ot
BilomaBaHe Ha OnOpeuHara ¢yHKuuMA, ocobeHO npr nauueHTH C©bC 3acTolHa ChHpAEYHA
HEJIOCTATHYHOCT HIH cnel OrOpedna TpaHCIUIAHTALMS.

Anzuoedem

AnrnoenieM (T.e. OTOK Ha JUXATeJIHMTE IHTHINA MJH €3HKAa, ¢be MiIH (e3 HapyineHHe Ha
AUINAHETO) € OMa chrolliaBaH MpH NauueHTH, JekyBaHH ¢ ACE nHXMOHTOPH, BKIIOUHTENHO
pamunpi (BX. Touka 4.8). To3H pUCK MOXe Aa € MOBHIIEH ChIQ NPH NALHCHTH, KOUTO NpHeMaT
ChBMECTHO JiekapeTBa karo MTOR (TapreTHr Ha panaMuuMH npy 0o3aliHHUH) HHXHOHTOPH (KaTo
TeM3HPOIHMYC, €BEPYAHMYC, CHPOIHMYC) HIH BHLAATTIANTHH (BHXXTe TOUKA 4.5).

B cnyualf Ha anrnoejem, npueMsT Ha PamiMen Tpsabea aa ce mpekparh.

TpaOsa nezabaBHO Aa ce Ha3HAYH cHemHA TepanHs. IlaimmeHTsT TPaGBa Aa OBAE NOCTaBEH HOJ
HaOmozaeHKe noxe 3a 12 10 24 4aca 1 H3MKCaH CJie/l HAITBIIHO OTIIYMSABAHE HA CHMITTOMHTE.
MuTecTHAaNeH aArHoeneM € Omn cpoOuiasan mpu nanueHTH nexkyBaHH ¢ ACE muxuburopm,
BKNMIOYHTENTHO PaMume (Bx. Touka 4.8). Ilpn Te3n maumenTH ce Habmoaasa abgomananga 6onka
(c nnu 6e3 raicHe H MOBPBILAHE).

Anahunaxmuynu U HO 8DEME HA 0ecencubun HE

BepoaTHOCTTa OT MOSBA H TEXECTTa Ha aHA(QHNAaKTH4YHH H aHAQHIAKTOMAHH PEakUHH KbM
OTPOBATA HA HACEKOMH # APYTH anepreHu ca nosnmeHH npu ACE unxubupane. Tpabpa na ce
HMa [PeABHA BPEMEHHO NPEKbCBaHe Ha PaMuMen npeay AeceHCHOMNU3amiA.

Xunepranuemus
ITpu Haxou nanuenty, nekypaHd ¢ ACE HEXHOHTOPH, BKIIOYHTENHO paMHMIIpHN ce Habmonasa
XHnepkanueMns. Puck oT xunepkaiueMus AMa NpH nauueHTH ¢ 6pOpeYHa HOXOCTATHYHOCT, HA
BB3pacT > 70 roaMuH, ¢ HEKOHTPOJHPAH 3aXapeH AHabeT MK TaKUBa, MPHEMAIIH KAJHECBH COJIH,
Kayuii ChXpaHABAIH JHYPETHLH ¥ APYTH aKTHBHH BEHIECTBA, OBHIABAIIH TTa3MEHHUTE HHBA Ha
Kanus (HanNpHMEp XeMapHH, KO-TPHMOKCA30Ji, H3BECTEH ChILO KATO TpHMeTONpHM/
cyndaMeToKcazon), HIH CBCTOSHHA KaTO ACXHAPATALAA, OCTPa CHPACYHA NCKOMICHCALHA H
MeTa0ONNTHA alMi03a. AKO €IHOBpEMEHHAaTa ynoTpefa Ha MOCOYeHHTe CPEOCTBA CE€ CUMTA 33
NOAXOAALIA, NPENOPBYBA C& PEIOBHO NpOCIeaABaHe HA CEPpYMHHS Kanuil (BHATE TOUKa 4.5),

e

Heymponenus/azpanyaouumosa




Panko ca HaGniogapaHH HeyTPOIEHHA/arpaHyIonHTO3a, ChobinaBaHa € ChI® H KOCTHO-MO3BYHA
CYIIpecHs, KakTo H TpoMOouuToneHus u anemus. [IpenoppuBa ce mpociaezaBaHe Ha Gpoa Genn
KPBBHH KJIETKH, 33 Ja C& YCTAHOBH €BeHTyajlHa JeBkoneHus. Ilo-yecro mpocnenssaHe ce
NpernophyBa B HAUANOTO HA JIEUEHHETO M P NAuMEHTH ¢ HapymeHa 6p6pedHa GyHKUHSA, CBC
CBIBTCTBAIA KOJAreHo3a (Hamp. JYIyC €pMTEMATOAEC MM CKIEpOASPMHA), ¥ TIPH JIEKYBaHH C
APYTH NEKAPCTBEHH MPOOYKTH, KOMTO MOTraT fja MPHYHHAT MPOMEHH B KPbBHATA KapTHHA (BXK.
To4YKka 4.5 n 4.8).

Emunuuecru paznuvun
ACE uaxHOBTOpHTS NPHUMHABAT AHTHOEAEM ¢ NO-BHCOKA YECTOTA NMPH YEPHOKOXKH NALHEHTH,

OTKOJIKOTO NIPH OCTAHAJIHTE.

Kaxto u apyrare ACE uuxubGHTOpH, paMHIpHl Moxe na Oble no-Manko e(ekTHBEH NpH
MOHMKABaHE HA KPLBHOTO HANATaHe NPH YEPHOKOKH NAIMEHTH, OTKOJIKOTO NpPH OCTAHANHTE,
nopagd MO-YECTOTO HAJNH4YHE HAa XHIEepTOHHA ¢ HHCKH PEHHHOBH HHWBA IPH HePHOKOXAaTa
MONYNALHA. |

Kawauya |

[Mpu ynorpebara Ha ACE uaxuburopn e chodmaBaHa kamuMna. XapakKTepHO €, 9€¢ T e
HeMpOAYKTHBHA, NPOAHDKHTENHA H OT3By4aBa Clic/ MpeKpaTaBaHe Ha TepanuaTa. MaayuupaHata
or ACE maxuburtop kamumina, Tpabpa Ja ce pasrexia KaTo 4acT OT JH(QEepeHLHANHATA
IMarHo3a Ha KalUUIMIA.

PaMuMel CHALPAA JJAKTO32 MOHOXHAPAT.
[TauueHTHTE C peAKH HACTEACTBEHH NMPOONIEMH KaTQ ralakTo3Ha HENOHOCHMOCT, Lapp-/laKkTaseH
AepHMIHT HIM CMOKO3HO-ranaxkro3Ha Manabcopbips He Tps#OBa 1a NpHeMaT TO3H JICKAPCTBEH

TIPOJAYKT.

4.5. Bsammopae#crBHe ¢ APYTH JeKAPCTBeHH NPOAYKTH B APYTrH GODME HA
B3AHMOAcHCTBHE

JlaliHH OT KJIMHHYHHTE H3NMTBaHHA MOKA3BaT, 4e ABOHHOTO QUlOKMpaHe HA PEHHH-AHIHOTEH3HH
anpoctepoHopata cucreMa (PAAC) upes komOnHmpaHata ynotpeba na ACE HHXuHOHTODH,
aHrHoTer3nB-I1 penenTopun OGnokepH WIH ANHCKHpPEH ce CBBp3Ba C MO-BHCOKA 49E€CTOTA Ha
HEeXeNaHd CHOHTHA KaTO XHIOTOHMA, XHNEpKATHEMHA MIM HaMajleHa OnbOpeunHa GyHKuus
(BTIOMHKTENHO ocTpa OBOpevYHa HeZOCTATHYHOCT) B CPABHEHHE ¢ NPHIIOKEHHETO HA EJIHO
cpexcTio, nelicTeamo BepXy PAAC (Buicre TOukH 4.3, 4.4 1 5.1).

[IpoTuBOIIOKa3aHH KOMOHHALIMY
EKCTpakoprnopaiHO Je4YeHHE, BOJACHIO A0 KOHTAKT Ha KPBBTA € OTPHLATENHO 3apeAcHH

NOBLPXHOCTH KAaTO HANPHMeED AHANN3A HNH XeMOQUITpalua ¢ onpeAeNeHd BHCOKOMPOIyCKIHBH
MeMOpaHu (Hanmp. TOMHAKPWIOHHTPHIHH MemOpaHu) u adepesa Ha NUNONPOTEHHH C HHCKA
IUTBTHOCT ¢ AEKCTpaH cyndat, mopajy MOBHILIEH PHCK OT TEXkKA aHapHNAKTOHAHA peaKiHA (BX.
TouKa 4.3). AKO ce H3HCKBA NOAOOHO JieHeHHEe, HeoOXOAMMO € ia ce OOMHCIH H3NON3BaHE Ha
paznMyeH THI AHANKH3HA MeMOpaRa HIH pa3JiMueH Knac AHTHXHNIEPTEH3UBHO CPECTBO.

[MTpeanasHH MEDPKH NIPH YN0 a

Kanuesu conu, xenapum, xanuii-Coxpauaeauwju ouypemuyu u Opy2u aKmueHu e@ewjecmea
NOGUIUABAYY NIGIMERUME HUBA HA KaAnus (sxmovumento awxeuomensun 1l anmazonucmuy,
MAKPOAUMYC, YUKAOCNOPUK). BBIMOXKHO € Aa €€ MPOABH XHIEpKaaHeMHd, nopq,;m B
M3HCKBA CTPHKTHO MPOCieAABaHe Ha CEPYMHUA KaluH. N




Ipumemonpum u Quxcupana do3oea xombunayus cvc cyagamemoxcason (Ko-mpumorcaszon).
IToBuIneHa YecTOTA Ha XHIepKalHeMua e HabmonaBaHa npH nanueHTtH, kouro npueMmar ACE

HHXMOHTOPH M TpuUMeTONpHM H ¢HKcHpaHH KkoMOuHaupm cbc cyndamerokcason (Ko-
TPHMOKCA301) (BHXTE TOUKA 4.4).

Anmuxunepmensugnu cpeocmea (Hanp. ouypemuyu) u Opyzu Gewjecmea, Koumo moam 04
HORUICAM KPBEHOMO HANR2AHE (RAND.RUMPAMY, MPUYUKIUYHU QHIMUOENDECARMYU, aHecmemuyy,
NPEKOMEDEH NPUEM HA QIKOXOR, Daxaogen, angyy3o3ur, OOKCA303UH, NPA3O3UH, MAMCYAOIUH,
mempaso3ui). MOXe a Ce O04YaKBa yBellHYaBaHe Ha pHCKa OT XHNOTOHHA (BX. Touka 4.2 3a
IUYPETHULH).

Bazonpecopnu cumnamuxomumemuyy u Opyzu eeujecmeaa (Hanp. uU30ONPOMEPHONA, 00OYMAaMuR,
OORAMUN, eNURe@PUM), Koumo mMozam 0a Hamanam anmiuxunepmensusnui egpexkm na Pamumeo:
NpenopsuBa C€ CTPHKTHO IPOCNEAABAHE HA KPBBHOTO HAJATaHE.

Anonypunon, UMYHOCYRPDECODU, KODMUKOCMEPOUOU, RNPOKAUHAMUO, yumocmamuyu u Opyau
BEYECTNBA, KOUWMD MO2am 0a NpoMeHAm Bpof Ha KpovsHume Kremxyu. NOBHIIEHA BEPOATHOCT OT
MMOABA HA X€MATOMOTHYHH pPeakuuu (BxXK. To4Ka 4.4).

Jlumuesu coru: excKpeuuATa Ha JHTHL Moxe na Opie moHmxkeHa oT ACE HHXHOHTOpHTE H
NopajH TOBA TOKCHYHOCTTA HA JIHTHA MOXe Aa ce yBenwud. Hupata Ha nutua Tpabma pa ce
NPOCNC/IABAT.

Anmuduabemnu cpedcmeaq, 6KRIOYUMENHO UHCYAUM: MOTAaT Ja Bb3HMKHAT XHMIOTIHKeMHYHH
peakunu. [Ipenoprbupa ce npocienaBaHe Ha HHBAaTa HA KPHBHATA 3axap.

Hecmepoudnu npomusosw3nanrumennit Cpeocmea u ayemuiCaiuyunosa Kuceauna: MOXe jaa ce
OYaKBA HAMANSBAHE HA GHTHXANEPTEH3HBHHA edekT Ha Pamumen. OcBeH TOBA, CHITETCTBALOTO
neucane ¢ ACE uaxuburopn 1 HCIIBC Moxe za noBeae A0 HOBHIUIEH PHCK OT BJIOIIABAHE HA

On0OpevnaTa GyHKIHA ¥ Ja YReTHYH KATHEMHSITA.

mTOR unxubumopu unu DPP-IV unxubumopoem sundazaurmun. NOBHIIEH PHCK OT pa3BHTHE Ha
aHrHoeaAeM €& BE3MOMKEH NpH NallMeHTH, KOMTO NpPHEMAT ChbBMECTHO JeKkapcTBa kato mTOR
MHXUOUTOpPH (HANPHMEP TEMCHPOJIHMYC, €BEPOIHMYC, CHPOIHMYC) MIH BHNAArANTHH.
Heo0xoaumo e noBHIIEHO BHUMAHHE NIPH 3all0UBAHE HA NCUCHHUE (BHXKTE TOUKa 4.4).

4.6. @epraanTeT, GpeMEeHBOCT H KbpMeHe

bpeMeHHOCT

Ynorpebara Ha ACE uHHXHOMTOpH HE Ce npenoppuBa Mo BpeMe Ha MBPBHS TPHMECTHP HA
OpeMeHHOCTTa (Bx. Touka 4.4). Vnorpebara na AKE unxuburopu € npoTHROmOKAa3aHa [10 BPEME
Ha BTOPHS H TPETHA TPHMECTLP Ha OpeMEHHOCTTa (BXK. To4Ka 4.3).

EnuaeMBOJMOTHYHE JAaHHH OTHOCHO PHCKa OT TeparoreHHocT cien exknosuius Ha ACE
HHXHOWTOPH N0 BpEME HA MHPBHA TPHMECTHP OT OpeMeHHOCTTa He ca OMIM yOeauTenHH, HO IeKO
NOBHIDABAHE Ha pHCKAa He Moxe aa Obae uskmodeno. [Ipu nmanmeHTKHMTE IUIAHMpALIH
6pemMeHHocT, TepanHatTa ¢ ACE uHxubutopu TpabBa Ja ce 3aMeHH C anTepHATHBHO
AHTHXMIIEPTEH3HBHO NEYEeHHE, KOETO HMa YCTAHOBEH Npodun Ha 6e30NacHOCT NpH YNQTPeba 1o

Bpeme Ha GPeMEHHOCT, OCBEH aKO He Ce CuMTa 3a KpakHo Heobxomuma. [Tpu ycTafiopeBiié na
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Oopemennoct, nedennero ¢ ACE muxuOutopn Tpabea ma 6bae cnpsHo He3a0aBHO H, ako e
YMECTHO, TpaOBa Aa ObJe 3anouHaTa aNTepHaTHBHA Tepanus.

HseectHo ¢, ue Tepanuara ¢ ACE nnxuburtop /anrnorenzus 1I penenropen antaroruct (AIIRA)
no BpeMe HA BTOPHA M TPETHA TPHMECTHP MPHYAHABA (PETOTOKCHYHOCT NMpH Xopa (HaManeHa
ObOpeuna yHKOHA, ONMrOXHAPAMHHOH, 3a0aBeHa ocH(IBKAILHA Ha d9Yepena) W HEOHATalHA
ToKCH4YHOCT (OBOpeYHa HemOCTaTHUHOCT, XHIOTOHHA, XHNepkanHeMusa) (BK. cpme 5.3
S IpSAKIHHAMHA JaHHM 3a GeaonacHocT”). B cny4yait Ha excnozuuns Ha ACE unxuburop npes
BTOpHA TpPHMecTbp Ha OpeMeHHOCTTa ce mpenopbuBa mpoBepka Ha ObOpevnara dymkuua u
yepena upes yarpassyk. HoBopoaenn, uuuto Maiixu ca npuemand ACE uuxuburopu, Tpabea aa
OBAaT CTPHKTHO HAOMOAABAHH 33 XHIIOTOHHA, OMHIYPHA H XHNEpKAIHEMHUA (BX. ChIIO TOYKH 4.3
1 4.4).

KspMeHe
[Topaan nreaocTarThuHa HHGOpPMALMA OTHOCHO ynoTpedara Ha paMHIpPHI MO BpEMe Ha KbpMEHe

(BK. TOYKA 5.2), 3a NpeAnovYHHE € aNTepHaTHBHO JeueHHe ¢ mo-Aobpe ycraHoseH npodun Ha
OesonacHocT NO BpeMe Ha KbpMEHE, 0coDeHO NpH KbpMEHe Ha HOBOPOACHO HIH HEAOHOCEHO
KbpMaye,

4.7. EdexTH BBLpXY cnocobBOCcTTA 34 I0¢Epane H pabora ¢ MAINHAH

Hsaxon Hexenann edekTdH (HaNp. CUMNTOMH HA MOHHXABaHE HA KPHBHOTO HANMraHe Karo
3aMaifBaHe) MOraT Ja HapywatT crnocoOHOCTTA HA NAIHEHTA 33 KOHLEHTpAlHMA H peakiuHs, €To
3aIli0 NPEACTABIABA PHCK B CHTYALHH, NPH KOHTO TE3H CMOCOOHOCTH ca OT 0co0eHO 3HAYCHHE
(nanp. modmpase H paboTa ¢ MAUIHHH).

Topa MOxe fa ce cnydH ocO0EHO NMPH HAYAIO HA JICUCHHETO HIIH MPH NMPEeMHHABAHE OT APYTH
JeKapcTBEHH MpoAyKTH. Cnea mepearTa A03a HIM NOCHAEABAINO [OBHINABAHE HAa Jo3aTa He €
npenopbInuTeNHo modupane WK pabora ¢ MalllHHH 38 HEKOJIKO Yaca.

4.8. Hexenznmn NeKapcTBEHH peaKNng

[IpodursT Ha Oe30MaCHOCT HAa PAMHIIPHJ BKIIOYBA YIIOPHTA CyXa KallUIMNA U PeakiluH, CBbp3aHH
¢ xunoroHua. CepHOZHHTE HEXENaHH JIEKAPCTBCHH PpeaKiid, BKIIOYBAT dHTHOEAEM,
XHTIepKaHeMus, 6b0peuHO UMM YepHOAPOoOHO YBpeXaaHe, NAHKPEaTHT, TEXKKH KOXKHH peaKluH
H HEYTpPOIIeHUA/ arpaHyIoOmUTO3A.

YecToTaTa HA HEXENAHUTE PEAKLIMH CE Olpeiielid, Ypes H3NOoN3BaHe Ha CIeAHATA KOHBEHUHA:
MHoro uect (= 1/10); gectH ((= 1/100 no <1/10); nevecru (= 1/1000 go < 1/100); peaxu (= 1/10
000 go < 1/1 000); muoro peaxn (< 1/10 000), ¢ HeuzsecTHa yecToTa (OT HAMIHYHHTE JAHHH HE
MOXe aa Obae HanpaBeHa OLEHKA),

[Ipu BCcAKO rpymHpaHe B 3aBUCHUMOCT OT YECTOTATA, HEXEIAHHTE JICKAPCTBEHR PpeaklHuHd ce
H30pOARAT B HU3XOAMIN pPeA B0 OTHOLIEHHE Ha TAXHATA CEPHO3HOCT.

yecmu Heyecmu PEOKuU MHO20 c Heusgecmna
Peoxu yecmoma
Cypoevni Muoxkapasa
RADYULEHUR HCXEMH,
BKIKOYHTEHO

aHI'MHa NEeKTOpUC
MIH  MHOKapieH
HH(papKT,
TAXHKApAMA,
ApPHTMHA,




NannHTaLMH,
nepucdepen enem
Hapywenua wna Eozunodunus MMoumwxken Opoit KocrHo- MO3Zb4Ha
Kpbema u Ha bemmre CYIpECcHs,
rumrnama KPbBHH KJIETKH MAHLMTONCHHA,
cucmema (BKITIOYHTENHO XEMONHUTHYHA aHEMHA
HEYTPONCHHA
HIH arpaHylo-
HTO38),
NOHMDKEH Opoi
YepBEHH KPBBHH
KIETKH,
HaManeH
XeMOTJo0HH,
Hamanes Opoi
DOMOBOLIUTH
Hapyutenus na | I'maBobonne, | CBETOBBPTEX, Tpemop, Mo3BYHA HCXEMHA,
HepeHama 3aMalBaue napecresns, HapyIIEHO BISTIOUHTEHO
cucmema arey3ud, pPaBHOBECHE ACXeMHYeH
JUCTeL3HA HHCYJIT A TPAH3HTOPHA
HCXeMUYHA aTaka,
ICHXOMOTOPHH
HApyLICHUA,
yCellane 3a napexe,
MapocCMHA
Hapywienus na 3purennn KoHIOHKTHBUT
ouume CMYHICHHSA,
BKIIIOYHTEIHO
3aMBITICHO
BHXKJAHE
Hapywenua na YBpexJaHe Ha
yxomo u CIYXa, THHHTYC
rabupunma
Pecnupamopnu, | Henpoayktue | bponxocnasbm,
2PLOHU u | Ha JpasHena | BKIIOYHTEIHO
Meouacmunaan | KallTHLA, obocTpeHa acTMma,
U Hapywienus OponXHuT, 3ANYIIEH HOC
CHHY3HT,
OACIHEs
Cmomawno- Cromamino- | [TankpeaTut ['nocnt A@TO3eH CTOMATHT
YpeeHu YpPEBHO (cryuau c
Hapyutenus BB3NANcHUe, | QartaneH u3xozg ca
XpaHOCMHIAT | OMIH cbpOOIIaBaHM
SJIHH H3KJIIOYHATEITHO
CMYIGHHS, PAAKO IpH
KOPEMEH neuerne ¢ ACE
aackoMGopt, | HHXHOHTOPH),
OACIETICHA, MOBHINABAHE  HA
onaphns, MAHKPEacHHTE
rajicHe, €H3HMH,
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NOBPBINAHE aHTHOeZIEM Ha
THHKOTO  UepBo,
BHCOKA KOpeMHa
Oonka B ropnara
YacT Ha KopeMa,
3aneKk, cyxora B
ycTaTa
Hapywienus na brbpedno
6vbpeyume  u YBpeXKJIaHE,
nUKoYHuMe BKIIYHTEIHO
nvmuiya octpa OnOpeuna
HEOCTATHYHOCT,
NOJHYpHA,
BIOLIABAHE Ha
ChIIECTBYBaila
NPOTEAHYPHS,
MOBMINEHA yped B
KPbBT4, TIOBHIIECH
KPEATHHHH B
KpbBTA
Hapywenur na | O6puB AHTHOCHEM; Exchonuarnpen | peakuusa Ha | Tokcuuna
xoocama u | OOMKHOBEHO | M3KJIIOUHUTENHO JEPMATHT, doTouyBCcT | emHAepManHa
ROOKOJICHAMA MaKyJIo- pAaKo YPTHKaApHS, BUTENHOCT | HEKpPONH3a, CHHIEPOM
MoKan nanyxoseH oOCTpykMa  Ha | OHMXOJIH3a Ha
BE3XyXOHOCHHTE CTuBBHC-J[XOHCBH,
OBTHIIA B epHTEMA
pesynrar OT MyATHpOpME,
aHrmoeeM Moxe nempuryc,
na uMa d¢araneH ofoCTpeH NCOPHA3NC,
H3X04; CBphex, NCOPHATHICH
XHIIEPXKAPO3a JICPMATHT,
neMpUroHacH WM
TUXCHONACH EK3AHTeM
HITH
€HAHTEM, ANIoTICI{HA
Enooxpunnu Curapom Ha
HAPYUERUA HEaReKBaTHA CEKpeLud
HAa  AHTHAHYPETHUCH
xopmoH (CHCAJZIX)
Hapywenun na | Myckynan ApTpanrus
MYCKYAHO- CIIA3MH,
cKeremnama MHANTUA
cucmemda u
CHEOURUMENHA
ma moKaM
Hapywenus na | Nosnmeno AHOpeKCHS, [loR#mXeHoO HHBO Ha
memabonrusma u | HUBO Ha | HORMIKCH ANETAT HaTpHs
Xpanenemo Kanui B
KPBBTA
Crvoosu XHUNOTOHHA, 3auyepBaBaHe CrecHsaBasie Ha
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HapylleHHe  Ha
CBHA,
BKITIOUHTENTHO
CHH/IHBOCT

HADYIREHUA OPTOCTATHIBM CBAOBETE,
, CHHKOTI xunonepdysus,
BACKYJIHT
Obwu ['praHa [Thapexcun AcTeHun
Hapywienus  u | Oonka, ymopa
egpexmu Ha
MACMOMo  Ha
| PUAONCERUE
Hapywenun wna AHapMUNakTHIHH HIM
UMYHRAMQ AHA(PUIAKTOUTHH
cucmema peakiyuu,
NOBALISHH
AHTHHYKJICAPHH
AHTHTENA
Xenamo- Iloppmienn HuBa | XBITEHHLIA, OcTtpa wepHoapodHA
bunuapnu Ha XONECTATUIHO HEAOCTATHYHOCT,
HaPYUieHUn YepHOAPOOHHTE Xenarouenynap XONeCTaTHIeH WK
EH3MMU N/ WIM | HO YBpeXaaHe HUTO/THTHYEH XeNaTHT
KOHIOTHpaHHA (M3KIIOUHTENHO PAAKO
Ounnpyoun c
tatancH H3XOR)
Hapywenua na Ipexonna r'MHEKOMACTHSA
8b3Npu3IcooUme epeKTHIIHA
RHQMA cucmemda MMIIOTEHLUA,
u 2vpodama [TOHHXKEHO
nubuno
Hcuxuunu [1oHIXKEHO CoCcTOdHHE Ha HapymeHo BHUMaHHE
HApYULeHus HacTpOeHHE, obBpkanocT
TPEBOXKHOCT,
HEPBHOCT,
6esnoxoiicTso,

HenuaTpuyHa nonynamas
Be3onacHOCTTa Ha paMHIpui € Habmogasana npu 325 nena M OHOIHM Ha BB3pacT 2-16 roguHu

N0 BpeMe Ha 2 KJHHHYHHM H3MHTBaHHMA. BBLIpekH ue ecTecTBOTO H TEKECTTA HA HEXEJaHHTE
CBOHTHA Ca CXO/IHH ¢ T€3H MPH Bb3PAaCTHH, YECTOTATA Ha CNCAHHTE € MO-BHCOKA NIPH AeNa:

- Taxukapaus, Ha3anHa KOHTECTHS M PHHHT, ,dectd” (T.e. =1/100 mo <1/10} npn
MEAHATPHYHUTE NauHeHTH, a ,HeuectH” (T.e. =1/1 000 mo <1/100) B nomynauusara mpH

BB3PACTHH.

- KoHwHKTHBHT, ,uecTH” (T.¢. =1/100 no <1/1Q) npy nepMarpHYHHUTE NAMEHTH, HO
Lspeakun™ (t.e. 21/10 000 no <1/1 000) B nonyaaunATa NpH BE3PACTHH.
- TpeMop u ypTHKapms, ,Hedectn” (T.e. >1/1 000 mo <1/100) npu nemarpHyHHMTE

NalueHTH, HO ,,peakn” (T.e. 21/10 000 no <1/1 000) B nonynauusTa HpH BE3PACTHH.
O6musaT nopodun Ha Ge30MacCHOCT HA PAMHUNPHUI NPH NEAHATPHYHH NMALHEHTH He Ce p

JHAYMTENHO OT Mpoduna Ha Ge30NacHOCT NPH BB3PACTHH.
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Cro aHe Ha NOAO3HPAHH HEXENaHH

CrolluaBaHeTo Ha NOZO3HpaHH HEXEJIAHW PEAKUMH ciied paspellaBaHe 3a ymorpeba Ha
NEeKapCTBEHNS MNpOAYKT € BaxHO. ToBa Mo3BONABa Aa NPOABDKH HAaOMOAEHHETO HA
ChOTHOLIEHHETO NON3a/ PHCK 3a NEKapCTBEHM NPOAYKT. OT MEQHLHHCKHTE CNEHHAIHCTH Ce
N3HCKBa Ja ChoOINABaT BCAKA MOAC3HpaHA HeXeNlaHa peakupd Ype3 HauuoHalnHaTa CHCTEMa 3a
cpobiasane:

H3npIHUTENHA ar¢HIfAA N0 JIEKapCTBaTa

yi. ,.Jamas ['pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebcalit: www.bda.bg

4.9. IIpepozmpane

CunMTOMH

CuMnTOMHTE, CBbp3aHH ¢ npeRosupaHe Ha ACE uaxubuTopy, MOraT Jja BKIIOYBAT NpekoMepHa
nepudepHa BazogunaTaipd (C NoAYEPTaHA XHMIIOTOHHA, WIOK), OpaaMkapins, €JICKTPOIMTHH
HapyleHHs U 6bOpevHa HenoOCTATHYHOCT.

OBnansBase Ha CUMITTOMNUTE
[TanuesaTsT TpaOBa Na ObAe CTPUKTHO HabMONaBaH, NeucHHeTO TPAOBA Aa Obae CHMNTOMATHUHO

H noaabpxaino. IlpeianaranuTe MepKH BXIIOYBAT ITHPBOHAYATHA ACTOKCHKALMA (CTOMAaloHA
MpOMHBKA, NpHjaraHe Ha aacopOeHTH) M MepKM 3a Bb3CTAHOBABAHE HA XeMOAMHAMHYHATA
cTaOHJIHOCT, BKIIOYHTENHO NpuaaraHe Ha anda |-aapeHepruvHH aroHHCTH HIH aHrHoteH3HH II
(aHrpoTeH3HHAMHA). PaMunpHaaT, aKTUBHHAT MerabonuT Ha paMHNpHI, ce OTCTpaHABA
He3aJIOBO/IMTENHO Ype3 XeMOAHANN3A OT 00I0TO XPEBOOOPBINEHHE.

5. PAPMAKOJIOTHYHH CBOMUCTBA
5.1. PapmaxkoJRHAMEIHE CBOMCTEa
dapmakorepanesru4na rpyna: ACE unxnburopu, ATC xon: CO9A A0S

Mexanuswem na oeicmgue

PamMunpunar, aKTHBHHAT MeETA00MMT Ha NPEeANCKapCTBOTO pPaMHIpPUHI, HHXHOHpa eH3HMa
JMIECNTHAHIKAPOOKCHIENTHAA3a | (CHHOHMMH: aHrHOTEeH3HH-KOHBEPTHPAH] €H3uM; KuRnHa3a [1).
B mna3MaTa H TBKAHHTE TO3H €H3UM KATANH3Hpa KOHBEPTHPAHETO HAa AaHTHOTeH3HH | 1o
AKTHBHHA BA3OKOHCTPHKTOP aHrHOTeH3HH I, KakTOo M HHxWOHpa pasrpakiaHero Ha aKTHBHHA
sasoaunararop OpagukuauH, IToHwxkeHoTro 0OpasyBaHe Ha aHrHoTeHsuH Il u uHxnbupaHe Ha
pasrpaxaaHeTo Ha OpajukuHuH, BOAIT B0 BA3OAHIATALN.

Tbif kato aHrnorersHH Il craMynupa ocBoOOXKAaBAHETO HA aNJOCTEPOH, PAMHIIPANAT BOAH [0
HAMa/IMBAHE Ha AaNgOCTepOHOBATa CeKpeluHs. CpeAHOCTATHCTHYECKH TMOBIHABAHETO OT
monorepanus ¢ ACE nuxnburop e no-cmabo npu uepHokoxH (adpo-kapubeka paca)
XMMEPTOHUYHHA nauHerTd (06HKHOBEHO MONYNAalHs ¢ XHNEpPTOHHA ¢ HHCBHK PEHHH), OTKOJKOTO
IIPH HEYEPHOKOXKH MALHEHTH.

dapmarkodunamunu epexmu
~ AHTHXHIIEPTEH3HBHH CBOHCTRA:
IpunaraHero Ha paMHIpPHNT BOAH OO 3HAYMTENHO TMOHKDKABAHE Ha nepHpepHaTa

PE3UCTCHTHOCT, B moBeuero ciyvyad HAMA 3JIHAYHMM TPOMEHH B Gﬁﬁpeqm;;'k 3
iy
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CKOpOCTTa2 Ha TIJioMepylHara ¢uirrpanusa. [lpunaranerc Ha paMHMIIPHI MpH NAUHEHTH C
XHNEPTOHUA BOIH 0 NMOHIKABAHS HA KPBBHOTO HANATAHE B H3MPABEHO K JETHANO MOIOKEHHE,
0e3 KOMIIEHCATOPHO NOBHINAaBaHe Ha ChPASYHATA YECTOTA.

[Ipy noBeueTo NMAUHEHTH HAYANOTO HA AHTHXHIEPTEH3HBHHA ¢(EeKT Ha eAHOKpaTHATa N03a ce
nposesBa 1 g0 2 daca ciel nepopanHo npHIOKeHHE. [INKOBHAT €PEKT Ha €AHOKpaTHAaTa 034 ,
0OMKHOBEHO ce joctura 3 Ao 6 Haca Ciejl NepopanHo NPHIOKEHHE. AHTHXMNEpPTEeH3SHBHHAT
edexT Ha eAHOKpATHA 033 OOHKHOBEHO MPOABIKaBa 24 yaca.

MakCHMAJIHHAT AHTHXHNEPTEH3MBEH ©(eKT Ha NPOTBIKHTENHO JIEYeHHEe ¢ pPaMHIPHI
oOHKHOBEHO HAcTBIOBA cien 3 Ao 4 ceaMuuy. Jloka3aHo e, Y€ AHTHXUNIEPTEH3UBHHAT S(EKT e
OCTOAHEH MPH ABNIOTpaliHa Tepanud Npoab/IKaBalla 2 roHHH.

Pa3koro mpexneBaHe MpHeMa Ha PaMHINPHI He BOAM A0 OLp3 ¥ npekoMmepeH pedayHa edekT Ha
NOBHINABAHE HA KPLBHOTO HANATAHE.

ChpleduHa HEAOCTATHYHOCT:

Karo aofaBka KbM KOHBEHIHOHAJIHATA TEpanui ¢ AMYPETHLUM H H300pHO CBC CBPASYHH
IHKO3HAH, PAMHOPHA TIOKa3Ba e(peKTHMBHOCT MpH nNamueHTH ¢ ¢QyHkumoHanen knac II-1V mo
New-York Heart Association. JlekapcTBOTO MMa MON3OTBOPHR &(PEKTH BBPXY ChpACYHATA
XeMoAMHaMHKa (HaMangBaHe Ha HANSraHeTo Ha ITbJHEHE HA JINBA U AACHA KaMepa, HaMaJIgBaHe
Ha obmara nepudepHa CHAOBA PE3HCTEHTHOCT, NOBHILABAHE Ha H3XOAAIHMA ChbpAcveH AcOHT H
noaobpeH cepaecded HHjekc). [TorIbKaBa ChIN0 HEBPOSHAOKPHHHATA aKTHBAIHA.

Knunuyua eghuxacnocm u besonactocm

CrpaeyHO-CHAOBA NPEBCHIINA/H Hi:

[poseneHo e mnanebo KOHTPOMHPAHO NpoyuBaHe 3a mpepeHUuA (npoyusanero HOPE), mpm
KOeTo paMHnpHn ¢ Oun pobapeH KBM CTaHAApTHATA Tepamus npH noeede oT 9 200 paunenTH.
[TanenTHTe ¢ MOBMIOEH pPHUCK OT CBhPACUHO-CBAOBO 3abosABaHe, arveporpoMObOTHUHA
KapaonoBackynapHa Ooniecr (arRaMHe3a 34 KOpoHapHa OoJecT Ha CbpLETo, HHCYAT HIH
nepudepHO CHAOBO 3a00/1ABaNe) HIH 3axXapeH AUA0eT ¢ MoHe €AHH CHIIBTCTBAN] PHCKOB (aKTop
(TokasaHa MHKpOQIOYMHHYpHA, XHIEPTOHHA, TOBHIIEHH HHMBA Ha O0mMs XOjecTepos, HHCKO
HMBO Ha JMNOMPOTEHHHTE C BHCOKA IUTBTHOCT HAH TIOTIOHOMyLDEHe) ca OHnM BKAIOYECHH B
HU3MUTBAHETO.

H3nuTBaHeTO NOKAa3Ba, Y& paMHNpPHN CTATUCTHYECKM 3HAYMMO I[IOHHKABA HECTOTaTa Ha
MHOK&pJACH MH(}APKT, ChPIEYHO-CHAOBA CMBPT H HHCYAT, CAMOCTOATENHO WIH B KOMOHHALHA
(TBPBHMHO KOMOMHHUpAHH CHOUTHA).

OcuoBnn pesyiaratn oT i3naTeageTo HOPE

Pamunpun Inauebo OTtHOCHTENEH p-CcTOHHOCT
PUCK
(95%
JOBEPHTEIICH
UHTEPBAIT)
Yo %
Bepukd nansenTn | n=4,645 N=4,652
HupeayHO 14.0 17.8 0.78 (0.70-0.86) | <0.001
romOEpHpanA
cnHlETHS
Muoxapoen 9.9 12.3 0.80 (0.70-0.90) | <0.001
unghapxm
Cupoeuno-cbdosa 6.1 8.1 0.74 (0.64-0.87)
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CMBpM

Hucyant 3.4 4.9 0,68 (0,56 — 0,84) | <0.001

Bropuunn Kpalige TOUKH

Cmvpm no ecaxaxea | 10.4 12.2 0.84 (0.75-0.95) | 0.005
npuduna

Heobxooumocm om | 16.0 18.3 0.85(0.77-0.94) | 0.002
| PEBACKYAAPUSAYUSR

Xocnumanusayus 12.1 12.3 0.98 (0.87-1.10) | NS

nopaou HeCMabunHa

AHZURA

Xocnumanuzayus 3.2 3.5 0.88 (0.70-1.10) | 0.25

nopadu  CopoevHa

HEQOCIMAMBbYHOC

Yenoocnenua, 0.4 7.6 0.84 (0.72-0.98) | 0.03

cevp3anu ¢ ouabema

Hsnursanero MICRO-HOPE, npeapapurenno onpeaeneso noausnuteane ot HOPE, n3cnensa
edekta or A0GaBAHETO HAa paMuNpHA 10 Mg KEM TeKyulaTa cxeMa Ha JICYeHHE cnpaMo mianedo
npH 3 577 nauweHTH Ha NOHE 55 roAMIIHA BBE3PACT M NMO-BBE3pacTHH (0e3 ropHa rpaHmna na
BB3pACTTa), KaTo MHO3MHCTBOTO ca ¢ Auaber Tun 2 (M NoOHe eJUH CHPACUYHO-CHJOB PHCKOB
¢axkTOop), C HOPMATHO APTEPHAIHO HANATAHE HAH XHIIePTOHHIH,

TTEpBHYMHAT aHANH3 NToKa3Ba, ue 117 {6,5%) oT yuacTHALMTE Ha paManpun U 149 (8,4%) or Te3n
Ha nnanebo pa3BMBAT N0KazaHa Hedponatud, koeto choTBercTBa HAa RRR 24%,95% CI [3-40],
p=0,027.

Hsnureanero REIN e MHOroneHTpORO paHAOMH3HPAKO, ABOHHO-CIIAMNO, M1ANE00 KOHTPOIHPAHO
M3MHTBAHE ¢ NapaneiHH FPYIH, HeIAIo OLEHIABAHE Ha e(eKTa OT JeYeHHETO ¢ paMHIIPHJ BEPXY
YyecToTaTa Ha BIOlLIaBaHe HAa CTeleHTa Ha rinoMepynsa ¢unrpanus (CI'P) mpH 352 nauMeHTH ¢
HOPMAJIHO apTepHANHO HanaraHe uiH xuneprouunu (18-70 rommmna BB3pacT), crpajamn ot
nexa (T.e. CpeHA EKCKpELNA Ha NMpoTeHH B ypuHa™> 1 u < 3 g/24 gaca) WIH TeXKa NpoTeHHYPHA
(2 3 g/24 yaca) mopaan xpoHu4Ha HepHabeTHa HedpomaTha. M apere cyGnonymanuu ca Ouam
NIPOCHEKTHBHO CTpaTHGUUMPAHH.

OCHOBHHMAT aHaNW3 HA NaNMeNTHTe ¢ Hali-Tokka TpoTeMHypns (9acTra OT NAUHEHTH
npeXIeBpeMEHHO OTCTPaHeHa, nopaayu NpeAHMCTBaTa NpH IrpynaTta Ha PaMHINpPHI) NOKa3Ba, ye
cpenHaTa 4ecToTa Ha snomaBaHe Ha CI'® 3a Mecell e OMJia No-HHCKA NPH PaMHIIPHN, OTKONKOTO
npu 1maauedo; -0,54 (0,66) cnpamo -0,88 (1,03) ml/min /mecen, p = 0,038. Bwrperpynosara
pasnuka e 6una 0,34 [0,03-0,65] 3a mecen, # okono 4 ml/ min /ronnHa; 23,1% OT nalHEHTHTE B
rpynaTa Ha paMHIpPHI AOCTHraT KOMOHHHpaHHTe BTOPHYHHM KpalHH TOYKH Ha YyJABOABaHe
KOHIIGHTPALIATA Ha M3XOOHMA CEPYMEH KpPeaTMHHH W/WiH TepMuMHaNHa ObOpevHa
HeZOCTaTLYHOCT (He0OXOAMMOCT OT AHanu3a niH OsOpeUHa TpaHcIanTauus) cupamo 45,5 % B
rpynara Ha rnauebo (p = 0,02).

Heotina baoxaoa Ha penun-anzuomensun-aroocmepon cucmemama (PAAC)
IIBe roneMu panpoMHIMpaHu koutponupasu npoyusanns — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rnobanno H3nuTBaHe 3a
Kkpaliuy TOYKM Ha TEIMHACAPTaH, CAMOCTOATENIHO M B KOMOMHAuus ¢ paMunpun) H VA
NEPHRON-D (KnuHayHO npoyuBaHe, CBBP3aHO ¢ pa3BUTHC Ha HeponaTus npH nﬂaﬁe'r

NpOBeIcHO OT MHHHCTEPCTBO MO BBIPOCHTE HA BETEPaHHTE) — NPOYYBAT YMOT A
koMOuHauuaTa o1 ACE saxuburop u anrnorexsu ll-peuentopen 6nokep.
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ONTARGET ¢ npoyusane, npoBeAeno NpPH NaUeHTH ¢ aHAMHE3A 3a CHPACUYHO-CHAOBA WIH
MO3BYHOCHA0BA OONECT, MIH 3axapeH AHaber TMN 2, npuapyXKeHH ¢ JaHHH 3a YBpEXJIaHe Ha
edexropan oprain. VA NEPHRON-D e npoyusaHe mpH nauHeHTH Che 3aXapeH auaber tan 2 B
nnaberHa HedpomaTus.

Tesw npoyuBaHHs HE TOKA3BAT 3HAYUM OnaronmpuATeH eekt Bbpxy ObOpeunnTe W/HIH
ChPACYHO-CHAOBHTE TMOCNEAHIH H CMBPTHOCT, KaTO CBHIHEBPEMEHHO ¢a HaOMONAEaHH NOBHIIEH
PHCK OT XHMIIEPKAJIHEMHA, OCTPO YBpexjaHe Ha OnOpemMre M/MNM XMIIOTOHHS B CPABHEHHE C
MOHOTepanuaTa. KaTo ce MMAr npeABHA CXOAHHTE HM (apMaKOAHHAMHYHH CBOHCTBa, Te3M
pe3yinTaTd ca npHaokuMu u 3a Apyru ACE nHxuOuropu u anrdoteHsuH Il-peuentopan 6nokepn.
ACE wuHxmOuropu M amrHoreH3eH [[-peuentopHH Onokepn cieaoBarelHO He TpsbBa ja ce
M3M0JI3BaT CAHOBPEMEHHO TIPH MANMEHTH ¢ AMabeTHa HeponmaTHA.

ALTITUDE (KnuHe4HO Npoy4YBaHe NPOBSACHO C aTHCKHPEH NpH NAaUHEHTH Che 3axapeH nuaber
THII 2 ¢ H3NON3BaHE Ha CHLPACHHO-ChbA0BH H ObOpeunM 3abosABaHHA KATO KpaliHW TOUYKH) €
OpOy4BaHe, NPeAHA3ZHAYCHO Ja HACAEABA 1TON3aTa OT A0DaBAHETO HA ATUCKHPEH KBM CTaHAapTHA
tepanua ¢ ACE unxubutop wid anrnoren3uH lI-penenropen 6nokep npH MalHeHTH ChC 3aXapeH
auaber TN 2 M xpoHHuHO OBOpedHo 3adonABaHe, CHPACHHO-CHAOBO 3a00/gBaHe HIH H ABETE.
[Ipoy4BaHeTO € TIpEKpaTeHo MNpexXAeBPEeMERHO Mopaid NOBHUIEH pPHCK OT HeOnarompuATHH
nocacAuiiM. KakTo ChpaeyHo-ChAOBATa CMBPT, Taka H HHCYATHT Ca IO-YECTH B Ipynarta Ha
ANUCKHPEH, OTKOIKOTO B rpynara Ha miaiebo, a npeAcTaBngapamiTe HATEPEC HEXETAHH CHOHTHS
H CEPHO3HH HeXeNaHW chOMTHA (XMnepkanueMHs, XUNOTOHWA B OnOpeuHa aucdynkuug) ce
¢BH00IABAT NMO-4YeCTO B rPYNAT2 HA aNHCKHPEH, OTKOJKOTO B rpynara Ha muanedo.

BTopuuna npeBeHUHs cne MHO H MH

Hsnursadero AIRE rxmousa nosede ot 2 (00 nauueHT! ¢ NpexoRHU/NepCHCTRPAIY KANHWIHK
NpH3HAny Ha ChpAEYHA HEAOCTATBYHOCT CJIEA AOKAa3aH MHOKapAcH WHapkT. JleuemHero c
paMHnp:n e 3anouHato 3 a0 10 auu chex ocTpua MHOKapiaeH HHpapkT. M3MuTBaHeTO NMOKa3pa,
Ye cleZ CPEHO BpeMe Ha npocliefigBaHe oT 15 Mecena, CMbPTHOCTTA NMPH NALHEHTHTE JICKYBaHH
¢ pamunpun e 6una 16,9 %, a npu naumenTHTe Ha nnauedo -22,6 %. Tosa 03HaAUABA HECHMHEHO
HaMaJIIBaHe HA CMBPTHOCTTA ¢ 3,7 % H HaMansBaHe Ha OTHOCHTENHHS puck ¢ 27 % (95 % CI
[11-40%]).

IlennaTpAyHa nomynalus
ITpH pangoMu3Hpano, ABOHHOCHANO, NNaLe60 KOHTPONHPAHO KNHHHMHO NpOYYBaHe, BKITIOYBAMIIO

244 negHaTpMMHH MALNMEHTH ¢ XuneproHuAa (73% nmepBUYHA XMNEPTOHHA), HA BB3pacT 6-16
COJMHH, MAUUCHTHTE Ca MONYYHIH HMCKA A03a, CpeAHa [03a HIAH BHCOKA [03a paMHIpPHI, 3a
JOCTHIAHE HA IJIa3MECHH KOHICHTPALMHM HA PaMUNpPHIAT, OTroBapdlllH Ha AO30BHA RHAla30H 3a
BB3pacTHH OT 1,25 mg, 5 mg u 20 mg B3 OCHOBA HA TEJIECHOTO Terjio. B Kpas Ha 4eTBBPTaTa
ceMHLIA paMurpun ¢ Omn HeedeKTHBEH 33 TOCTHTaHE Ha KpaliHata 1l 3a HaMmaldBaHe Ha
CHCTOJIHOTO KPBBHO HAJAraHe, HO MpH Hal-BHCOKATA J03a TNMOHHXKABA AWACTONHOTO KPBBHO
HanArale. [Ipu nena ¢ noTbpAEHa XUNESPTOHHA NPH CPEAHH H BHCOKH A03H PaAMHIIpHI NMOKa3ba
3HAYHUTENHO NOHHKABAHE HA AHACTONHOTO H CHCTONHOTO KPBBHO HANATAHE.

Tosu edexr He e¢ Habmopasan B 4-ceqMHYHO, ¢ NOBHINABAHE HA [034Ta, paHAOMH3HPAHO,
ABOHHOCIATIO, OTHEMAINO H3nuTBaHe npH 218 megHaTpHYHH NanHeHTH Ha BB3pact 6-16 romuuu
(75% nppBHYHA XMNEPTOHMA), KBAETO M JHACTOJHOTO, H CHCTOJIHOTO KPBBHO HAAraHe ca
ASMOHCTpHpanH cnabo, HO He CTAaTHCTHMECKH 3HAYHMO BPBUIAHE KbM HAYAJIHOTO HHBO NpH
BCHYKH TPH W3NHTBaHH A030BH HHBA HHCKA J03a (0,625 mg — 2.5 mg), cpepna xoza (2,5 mg— 10
mg) HAH BHCOKA ao3a (5 mg — 20 mg) pamunpun Ha Gasza ternoro. PaMHMmpua He € MoOKa3san
NIHHEeH 0308 OTTOROP NPH U3NHUTRAHATA NEAHATPHYHA NOMYNALMA.

S.2. PDapMAKOKHHECTEYHE CBOHcTRS
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DapMaKoKUHENMUKA ¥ MAMAOORUILM

Abcopbuns

Cnea nepopaino NpWIOKEHHe paMHOpHia ce abcopbupa OBp30 B CTOMAINHO-YPEBHHA TPAaKT:
NHKOBA [UIa3MeHAa KOHLEHTpalMd Ha paMRIPHI ce JOCTHra B paMKHTE Ha eauH vac. Bp3 oCHOBa
Ha BH3CTAHOBABAHE B ypHHATA, CTEMEHTa Ha abcopbuys ¢ noHe 56% H He ce NOBINABA 3HAYHMO
OT IMPHACHCTBHETO HAa XpaH4A B CTOMAIIHO-YPEBHHH TPAKT. DHOHANIMYHOCTTA Ha aKTHBHUA
MeTaOONMUT paMUNIPHIAT CHAe/ NMEepopalHe NpHicKeHHe Ha 2,5 mg #H 5 mg pamunpan ¢ 45 %.
[THkoBa TTa3sMeHa KOHIEHTPAWMS HA pPaMHNPHIAT, €JHHCTBCHHA AaKTHBEH MeETabonuT Ha
paMHIIpwI, c¢e AocTHra 2-4 dHaca ciel npuema Ha pamMunpui. CTauHOHAPHHMTE IUIA3MEHH
KOHUEHTPAlMH Ha PaMMNIPHUNAT Ciej Mpuiaraie BeJHBK AHECBHO Ha OOMMaliHK A03M PAMATIPHI
Ce JJOCTHIAT Cle] OKOJIO YETHPH AHH JCUCHHAE,

Pasnpenenenue
CBBp3BaHeTO ¢ I1a3MEHUTE IPOTEHHN HA PAMUNIPHI € OKOJIO 73 %, a TOBa Ha PAMHIIPHNIAT OKOJIO

56 %.

bu opMalHsi
PaMHIIpHA nouTH HABJIHO c€ MeTabonusHpa A0 paMHINpPHIAT, H A0 AHKETONHIICPA3HHOB €CTEP,
OHKEeTOHUTNEPA3sHHOBA KHCENTHHA, H MIOKYPOHUAUTE H2 PAMHIIPH] H paMHIIPUIIAT.

EnuMBHUpaHe
Exckpenuara Ha MeTabonuTHTe € npeauMHO OnOpeuHa. IInasMeHaTa KOHLCHTpalHd Ha

PaMUTIPHIIAT HaMaXABa No noimmdaszos naynH. [lopaan HeropoOTO CHIHO, HACHINAMO CBBP3BAHE C
ACE n 6aBHOTO pasae/nsHe OT ©H3HMa, paMHIpHIAT M0Ka3sa yYABDKCHAa TepMHHAIHA
eNMHMHHALHOHHA ¢a3a NpH MHONO HHCKH IJIa3MeHH KOHLEHTPAI[HH.

Cnej MHOTOKPAaTHO NpHIAraHe Ha A03H PaAMHITPHIL, BEAHBXK AHEBHO, €QEeKTHBHHAT HONYXHBOT
Ha paMHnpunar ¢ 13-17 gaca 3a g03u o1 5-10 mg ¥ no-gARILr 33 No-Hucxure o3y 1,25-2,5 mg.
Ta3u pasiiika e CBbp3aHa ¢ KanalKTeTa 33 HACHIIaHe HA eH3HMA Pe3 CBbP3BAHE C PAMUIIPHIIAT.
EnnoxpaTHa nepopansa J03a paMHNpHI BAaBa HEOTKPHBAEMO HMBO HAa PaMHAPHN H HEIOBHTE
meTabonuTi B kbpMaTa, Obaye e)eKThT IPH MHOIOKPATHO NPHJIAraHe € HEH3BECTEH.

[TauneHT™! ¢ 6B0pevHo yapexaaHe (BK. To4Ka 4.2)

Bn6peunara ekcKpelMs Ha PaMHIPHJIAT € HaMajieHa MPH NAlMeHTH ¢ HapylleHa OnOpedna
byHKUHA, B FBOPEYHHAT KIHPBHC HA PAMHIIPHIAT € NPONOPLHOHANHO CBbpP3aH ¢ KPEaTHHHHOBHA
mpbHe. ToBa BOAM X0 MOBMINEHA TUIA3MEHA KOHLEHTPAL|A HAa PaAMHBIpPHIAT, KOATO HAMAJABa
no-6aBHO OTKONKOTO NPH HHAMBHAM ¢ HoOpMaiHa Ob0peuHa QyHKus.

[TauuenTH ¢ YepHOAPOOHO YEpeXKAaHe (BAK. TOUKa 4.2)

[Ipn nauxeHTH ¢ HapymieHa uepHoApoOHa GyHKIHA, MeTaCoNM3HpaHEeTO HA PaMHAPHI A0
paMutipiaT € 3a0aBeHo, OOpagu HAMANCHATA AKTHBHOCT Ha YCSPHOAPOOHHMTE ecTepasH u
I1a3MEHHTE HHBA HA PAMHNIPUN NPH Te3H NalHEeHTH ¢a NopyileHH. [1ukoBuTe KOHIICHTPAUHH Ha
pPaMHIIPHJIAT TIPH TE3M NalMeHTH, 00avue He ce pa3nuyaBaT OT Te3H HaOmoAaBaHu NpH HHAHBHIAH

¢ HopManHa uepHOIpoOHa (yHKIHA.

Heouampuuna nonyrayun
dapMakKOKMHETHIHHAT Ipodun Ha paMunpwI € 6un uscaeasaH npy 30 neauaTpHIHA NALAEHTH C
XHIEPTOHNA, Ha BB3pacT 2-16 rogunu, ¢ Terno >10 kg. Cnex no3nm or 0,05 mg no 0,2 mgfkg
paMHIpHI ce MeTaGonmsupa OBP30 H €KCTEH3HBHO AC paMHNpHNAT. MakCHMAIIHH  BISANMEHH-...
KOHLEHTPALHH HA PAMHIIPHJIAT CE€ OCTUIraT B paMKHTe Ha 2-3 yaca. KIIHpBHCHT HE ﬂ}iﬁ
€ TACHO CBbp3aH ¢ JHEBHHKA Ha TenecHoTo Ternmo (p<0,01), chlic H ¢ A034MR
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KinupsHCET M 00eMBT Ha pasnpe/ie/ieHHe ¢€ YBEJIMYaBaT ¢ yBe/lHYaBaHe HA BB3PacTTa Ha AelAaTa
BbB BCAKA /103083 Ipyfia.

Ifo3ara ot 0,05 mg/kg npu Aena AocTHra HUBA Ha €KCIIO3HIINA, CPABHHMH C TE3H MPH Bb3PACcTHH,
NeKyBaHH ¢ pamuapun 5 mg. Joszata ot 0,2 mg/kg npu Iela poan Ao HHBAa Ha €KCHO3HIHA MO-
BHCOKH OT MAKCHMATHATA NPENOPLUATEAHA AHESBHA 1034 0T 1) mg npH BLIPACcTHH,

5.3. IlpeaknannyHu RannEH 33 GesomacHOCT

TlepopalHOTO NPHIOKEHHE HA PAMUIIPUI HE TTIOKa3Ba OCTPAa TOKCHYHOCT [P I'PH3aYH H KydeTa.
[Mpoy4YBaHHi, BKIIOYBALLE NPOXBKUTENHO MEPOPAIHO NPHIOKEeHHE ¢ca OHIH NpoBekKAaHN NPH
IIBXO0BE, Ky4eTa B MaliMyHH, [IpoMeHH B MNa3MEHWTE CHCKTPOJIHTH M KPbBHATA KapTHHa €a
OHNH yCTaHOBEHH IIPH TPUTE BHAA.

Ipu Kydera u MaliMyHn mpH AHeBHH Ao3d oT 250 mg/kg/nen e 6uno Habmoaasano 3HAYMTENIHO
yrojeMaBaHe Ha IOKCTArJIoOMepyAapHH: anapar BCIeACTBHE (papMaKOAMHAMHYHATA AKTUBHOCT HA
pamunpuia. [lrexope, Kyuera W MaliMyHA TOHAac(T AHCBHM HO3H CBHOTBETHO oT 2, 2,5 M 8
mg/kg/nnepno Oe3 speann edexrtH,

M3nuTBaHKATA 3a PENPOAYKTHBHA TOKCHUHOCT NMpPHM [LUIbXOBE, 3alll H MAalMyHH He IOKA3BAT
TEpaTOTreHHH CBOHCTBA.

QepTHIUTETHT HE CE ITOBIIHABA HHTO IPH MBXKH, HHTO MPH XKEeHCKH MITLXOBE.

[punaranero Ha paMHIPHI BEPXY XEHCKH IUTBXOBE MO BpeMe Ha Gerajinuid nepHoi H
naKranuaTa NPpHYHHABA HeoGpatuMo 666pedHo yepekaane (qunatauus Ha 6s6pegnoTO Nerentde)
B NOTOMCTBOTO NIPH AHEBHK A03H OT 50 mg/Kg TenecHo Terno wiH no-BHCOKH.

Pasmupeno H3CAeABaHE 3a MYTATEHHOQCT, YPe3 H3NOJ3BAHE HA HAKQIKO CHCTEMH 33 H3CnenBaue,
HE NI0Ka3Ba, 9€ PaMHNPHI NIPHTEKABA MYTar¢HHH HJIH NF€HOTOKCHYHH CBOHCTBA.

Heobpatumo Ou0pevHo yBpexaaHe e HaOmMoOAaBaHO nNpH MHOTO MIaAK IUIBXOBE TIPH
NPHIOKEHHE Ha CAMHUYHA X033 PAMUIIPUIL.

6. PAPMAILEBTHYHHA JAHHHA
6.1. CoBchHK HA DOMOIIEATE BelllecTa

HarpueB xuaporeHkapdoHarT

JlakTo3za MOHOXHApAT

Kpockapmeriosa satpu#t
IlpexenaTHHH3IHPAHO LAPEBHYHO HHIIECTE
Hartpues creapundymapar

TabnerkuTe OT 5 Mg ChABPKAT CBILO XKBIT Xenesen okcug (E 172) u uepseH xeneszeH okchy (E
172).

6.2. HecbBMeCTHMOCTH
Henpunoxumo.
6.3. Cpok Ha roaEoOCT

2 TOJHHH.

64. Cpenuaanm ycAOBHSE HA CHXpAHCHHE
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Tla ce chxpanaBa npn TeMneparypa nog 30°C.

Brnctepu: fa ce ChbXpaHABaT B OpHrHHAIHATA OIIAKOBKA, 3a Jia ce NPE/Na3H OT Bjara.
byTHnku: nazere OYTUNKHATE IUTBTHO 3aTBOPEHH, 3a A3 CE NpEAna3H oT Biaara.

6.5. Bua H cHALDEAHHE HA ONAKOBKATA

Brucrepuu onaxorks (Al /AlTTonnamuy/ PVC): 10, 14, 20, 28, 30, 42, 50, 98 u 100 TabneTkw.
[TnacTMacoBH MOAHNPONHICHOBH OYTHIKH ¢ 64ana LD-nonnerunenosa kanauka # aecukadT: 100
u 500 Tabnerku.

He BcHYKH BHIOBH ONAKOBKH MOTaT Aa ObAaT IyCHATH B poaaxoa.

6.6. Crnenmannm openna3HEl MépKH NPH H3XBLPJISAE

Hsama cneupanay H3HCKBaHKA,

7. IMPATEXATEJI HA PASPEUIEHHETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PAJPEILIEHHETO 3A YIIOTPEBA

Per Ne: 20080205

9, JATA HA II'BPBO PA3PEINIABAHE/TIOJHOBABAHE HA PAPENIEHHETO
3A YIIOTPEBA .

Jara na mepBo paspemenne; 20 oxromspu 2008 r.
JlaTa Ha nocneano noanosaeane; 03 nekemepu 2009 r.

10. JAATA HA AKTYANNU3NPAHE HA TEKCTA

24.11/2017
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