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1. UME HA JIEKAPCTBEHHA IMTPOAYKT

Kapauppena 5 mg Tabnetku
Cardifriend 5 mg tablets

Kapaudpena 10 mg radnetku

Cardifriend 10 mg tablets

2. KAYECTBEH H KOJTHYECTBEH CbCTAB

Bceska Tabnerka ot 5 mg cbabpka 5 mg pamunpun (ramipril).
Bcaka tabnerka ot 10 mg cbabpxa 10 mg pamunpun (ramipril).

[ToMO1IIHO BelEeCTBO C U3BECTHO JEHCTBHE:
Bcsaka Tabnerka ot 5 mg chabpxka 143.8 mg nakrosa (kaTo gakrosa, 0e3soaHa).

Bcesaka Tabnerka or 10 mg chbabpka 139 mg nakrosa (Kato nakro3a, 0€3BoaHa).

3a MBJIHUA CIMHUCHK OT NOMOLLHH BellecTBa BUK To4ka 6.1.

3 JIEKAPCTBEHA ®OPMA

Tabnerka.

Tabnetrkure oTr 5 mg ca 01eA0pPO30BH, NMPOABLArOBaTH, ABOHHOM3NMbKHAIM TaONeTKH, ¢ JeJIMTesHa
yepTa OT e€/1HaTa CTpaHa.

Tabnerkure ot 10 mg ca 6enu, NpoALArOBaTH, ABOHHOM3NbKHAIM TabJIeTKH, ¢ JEJIMTE/IHA YepTa OT
e/lHaTa CTpaHa.

Tabnerkara moxe aa Objae pa3acjiCHa HA PaBHH MOJIOBHHH.

4. KJIMHHYHH JAHHH
4.1. TepaneBTHYHH NOKA3AHHA:
- JleyeHue HA XUNEPTOHMUS

- CobpaeuHo-cba0Ba nNpodMIAKTHKA: HaMmalsBaHe Ha CbpAEYHO-ChbAOBATa 3a00JI€BAEMOCT M
CMBPTHOCT INPHU NMALMUEHTH C:

® [IPOABEHO aTrepoTPOMOOTHYHO CBPAEYHO-CHAOBO 3a00/isiBaHE (aHaMHe3a 3a KOPOHApHO
3a00J1IBaHE MJIH HHCYJIT, WK nNepu@epHa aprepuaiHa 00J1eCcT) UK
e HabeT C NOHE €AMH ChpPAEYHO-ChA0B PUCKOB (PakTOp (BK. TOUKa 5.1).

- JleueHue Ha OBOpeuHO 3a00nsBaHe:

e HavyanHa aualbeTHa rJoMepyiHa HedponarHsa, OnpeleleHa OT  HalMyHMe  Ha

MHUKpPOI0yMHUHY pH4;
e [IposseHa auabetrHa riomepysiHa HedponaTrus, onpeaeleHa OT MaKpONpOTEHHYpPHs TMpPH —_—
- .
MALMEHTH C MOHE €IHH CHPAEYHO-CBIOB PUCKOB (pakTop (BXK. TOUKa 5.1), i e SLAA HO ne, SN
& < s— :



o [IpospeHa HenuabeTHA rnoMepyiHa HepONaTHA, ONpeNeNeHa OT MaKpOIpOTeHHYPHA > 3 g/neH
(BX. TOuKa 5.1).

- JleyeHue Ha CUMITTOMATHYHA ChpacyHa HCOOCTATHHHOCT.

-  Bropuusa npodMnakTHKa cnea OCTbp MHOKapleH HHapKT: HamansBaHe Ha CMBPTHOCTTa B
octpata ¢aza Ha MHOKapAeH HH(ApKT NpH NAUMEHTH ¢ KIMHHYHM MpH3HAUH Ha ChpAcYHA
HEJOCTATHYHOCT, C HAauano noeede oT 48 yaca cnel OCThp MHOKapacH HHPApPKT.

4.2. To3upoBKa M HAYHH HA MPUIOKEHHE

Jlo3npoeka

[Mpenopwsusa ce Kapaudpena aa ce npHeMa BEAHDBXK AHEBHO, IO €AHO H CHILIO BpeMe BCEKH AeH. Thi
KaTo npHeMbT Ha XpaHa He npoMeHs OHonanudHoCcTTa My, Kapaugpena Moxe na Owae nmpueMad
npeny, o BpeMe Ha MITK cliel XpaHeHe (B, Touka 3.2).

Kapaudpena tpabdea na ce mormsiua ¢ TeyHoct. He Tpadea na ce abpye WiH pa3Tpollaea.

Bvipacmny

[lauyeHTH, TeKyBaHH ¢ AUYPETHLH

Crnen 3anovsaHe Ha Tepanus ¢ Kapangpena, MOXe 3a HaCThIH XUIOTOHKA; TOBA € MO-BEpPOATHO NPH
MalMeHTH, KOHTO Ca JIEKYBaHH €NHOBPEeMEHHO H ¢ Ouypervud. [lopaau ToBa € INpPEnoOpbLYBA
NOBHIIEHO BHUMaHWE, Thit KATO TE3H NALMEHTH Moratr Aa Opaar ¢ HamaneH o0eM TeYHOCTH H/HIH
COJTH.

AKO € Bb3IMOXHO, OUYypPeTHKbT TpadBa jga Obie cnpsaH 2-3 OHH Npead HA4alnoTO Ha TepalMATa ¢
Kapaudpenn (Bx. Touka 4.4).

[Tpu mauxeHTH C XHNEPTOHHA, NMPU KOUTO AMYPETHKBLT HE € CNpsH, Tepanuara ¢ Kapandpena tpadsa
Ra Obae 3amouHata ¢ jao3a or 1,25 mg. Tpabea ga ce npocnepssar ObOpeyHara PyHKUMA W
nnasMeHuaT kannil. [Tocnenpawmara ao3upoeka Ha Kapandpenn tpabea na 6bnae onpenensHa cnopen
MEJIAHUTE CTOHHOCTH HA KPbBHO HangraHe.

Xunepmonus

Josara TpaGea aa Obje onpeneneHa HKAMBHIYATHO, Copea npoguia Ha naluueHTa (BXK. Touka 4.4) u
KOHTpOJIa HA KPbBHOTO HAIATAHE.

Kapandpena moxe na 6bae H3N0N3BAH KATO MOHOTEpaNHA WiM B KOMOHHalMs C Opyrd KiacoBe
AHTHXHIIEPTEH3NBHH JICKAPCTBEHH NPOAYKTH (BkK. To4kH 4.3, 4.4, 4.5 5.1).

HauanHa no3a
Kapandpena Tpadea na 6bae 3anovBaH NOCTENEHHO ¢ NMPENOPHYAHA THPBOHAYAIHA 0034 OT 2,5 mg

OHEBHO.
[Tpy nasHeHTH ¢ NOBHIIEHA AKTHBHOCT HA PCHHH-AHMHOTEHIHH-ANI0CTEPOHOBATA CHCTEMATA MOXE 1A
HAaCTBITH 3HAYHTEAHO MOHIKEHME HA KPLBHOTO HANAraHe CIel NpHeMa Ha mbpeara aoza. [Ipw
noaoOHHU NMAUHEHTH C& NpenopsyBa Ha4anHa goza oT 1,25 mg ¥ HayanoTo Ha nedeHHeTo TpadBa aa
ObAe W3BBPILEHO MO MEAHUMHCKH KOHTPOM (BX. To4Ka 4.4),

TuTprpane W nogabpxalla 103a
[MTocTeneHHo ao3ara MOXKe Aa Obae yIBOCHA Npe3 MHTEPBAN OT ABE A0 HETHPHM CEAMHLM, 3a Aa ce

NOCTHIaHe KEMAHOTO KPBBHO HaIAraHe; MakCHMAIHO AOMYyCTHMAara gosa Ha Kapaugpenn ¢ 10 mg
IHeBHO. OOMKHOBEHO JA03aTa CE [IPUJiara BeOHBK JHEBHO.

Cwpoeuno-cv006a npeseryur
HavanHa a03a
[IpenopbuBaHaTa HayanHa no3a € 2,5 mg KapandpeHn peqHbK THEBHO.

TuTpupane H noanbpxkania 1o3a




B 3aBHCHMOCT OT TOJIEPAHTHOCTTA HA MALMEHTa KbM AKTHBHOTO BELIECTBO, J03aTa BMOCNEACTBUE
tpabea na Obae ypenuuasaHa. [IpenopbuBa ce yABOfABaHE HA [03aTa CNeA €IHA WIH OBE CeIMMiIH
JIeYeHHE H CNEeA Olle ABe IO TPH CeAMMUM — JIa C€ YBEIHYM N0 TapreTHara moazbpxaiia noza ot 10
mg KapaudpeHa BeAHBK JHEBHO.

BHx ChLIO NO-rope A03MPOBKA NMPH NAIlHEHTH, NEKYBaHH C AHY PETHLH.

Heuenue na bvbpeuno 3aborrgane

Ipu nayuenmu ¢ duabem u MuKpogIOYMuHypus.

HavyanHna go3a.
[IpenopruaHara HauanHa no3a ¢ 1,25 mg Kapaudpena seaHbxK JHEBHO.

TuTtpHpane ¥ NoALbpAkKANIA 1034

B 3aBMCHMOCT OT TONEPAHTHOCTTA HA MALHEHTA KbM AKTHBHOTO BELLECTBO A03aTa BOCIEOCTBHE Ce
nosuutara. [ipenopbuBa ce yagoapaHe Ha €QHOKPATHATA OHEBHA N03a 10 5 Mg Chefl €IHa HIIH IBe
cenmuuy ¥ cienx Toa A0 10 mg KapaudpeHn cnen owe aAse WiIH TpH ceaMUUH. TapreTHara IHEBHa
no3a ¢ 10 mg.

Tlpu nayuenmu c Quabem u noKe eouH ChpPOeHHO-CHO0B PUCKOE akmop

Hauyanxa posza:
[IpenoppuBaHaTa HayanHa Ao3a e 2,5 mg KapangpeHa seHbXK IHEBHO.

THIpUpaHe ¥ NOAXBPIKALIA 1034
B 3aBMCUMOCT OT TI}JIEPB.HTH«DCTT d HAa NaluHEHTA KBM AKTHBHOTO BECILUSCTBO H03aTd BITIOCNCACTBHE CE

nosxilasa. [IpenoppuBa ce yABosBaHe HAa €XHOKpATHATA AHEBHAa fA03a A0 5 mg KapaudpeHa cnen
eqHa WIM ABe ceaMuud u Brmocneactsue a0 10 mg Kapaudpeua cnen olle Ase UIH TPU CeAMMLM,
Taprernara aHeBHa no3a ¢ 10 mg.

IIpu nayuenmu ¢ Heduabemua veghponamus, onpedesena om npomeunypus > 3 g/na oeu

Hauanna go3a:
[TpenopwsuBaHaTa HayaIHa Ao3a ¢ 1,25 mg KapandpeHn BeIHBbK JHEBHO.

TuTtpyupale H DOAABLPIKALILA N03a
B 3aBMCHMOCT OT TOJICPAHTHOCTTA HA MauMeHTa KbM aKTHBHOTO BELUECTBO A034Ta BIIOCIEACTBHE Ce

noBHInaea. [Ipenoprupa ce yaBosBaHE HA €IHOKpPATHATa XHEBHA N03a Ao 2,5 mg cliel ABe CEAMHLUH U
A0 5 mg cnej owWe ABe CeAMMIIH.

Cumnmomamuuna CopoeyHa HedocmamuvHocm

HavyaiHa go3a:
ITpn crabunu3vpaHy NalMEHTH HAa AWYypeTHYHA TEpanuA NpenopnuysaHara HauanHa aoza € 1,25 mg

AHCBHO,

TutpupaHe ¥ nOAABPKAINA 1032
Kapaugpenn tpabsa na ObAc THTPUPAH 4Upe3 YABOABAHE HA N03aTa HA BCEKH €OHA-/IBE CEAMHLIM A0

MakCHMAaTHa AHeBHa 1034 10 mg. ITpeanoynTa ce AByKpATEH OHERECH NPHEM.

Bmopuuna npoghuraxmuxa ched ochop MUOKAPOEH UHDAPKM U CBC CHPOEYHA HEOOCMAIMLYHOCM

HauyanHa go3a: .
48 yaca cied OCTbP MUOKApAEH HHGApPKT NMPH KIHHHYHO H XEMOAWHAMHYHO CTaOMNHU nauu

HayalmHaTa Jo3a € 2,5 mg 2XBa NLTH AHEBHO B MPOABLMKEHHE HA TPH OHH. AKO HAYaNnHarta J033/8T &% ..
mg He ce Tonepupa, no3a ot 1,25 mg apa mbTH JHEBHO TpsadBa na Obae npunaraHa aea A




MoBMINABAHE A0 2,5 mg W 5 mg ABa MBTH JHEBHO. AKO J03aTa HE MOXKE Aa Ob/e NoBuieHa ao 2,5 mg
ABa NMHTH AHEBHO, JICUEHHMETO TpsaORa na ce OTMEHH.

Buxcme cvuj0o no-zope 003UpoeKa npt RayueHmu, 1eKyeanu ¢ ouypemuyu.

THTpHpaHe H NOAMLPXKAINA /1033
BrnocneacTeHe AHEBHATa 103a € NOBHIIABa Ype3 YABOABAHETO H HA UHTEPBAIH OT €4HH A0 TPH OHH

10 AOCTHIaHe Ha TapreTHara noALbpIKalla 103a 0T 5 mg ABA METH AHEBHO.

Koraro e Bb3MOXKHO, MOATbPKALLATA 0033 C€ pa3neia Ha ABa MpHEMa JHEBHO.

AKO 103aTa He MOXKe Ja C€ NOBHIIYK A0 2,5 mg ABa ITHTH AHEBHO, JICUEHUETO TPAOBA KA C€ OTMEHH,
Bce owe JMNCBA JOCTAThYEH ONHT NMpH NEUeHHE Ha mauMeHTH ¢ Texkka (NYHA IV) cppaeuHa
HEeAOCTATbYHOCT HEMOCPEACTBEHO Clie]l MHOKApIEH HH(PApPKT. AKO ce B3eMe PELICHHE 33 NICUCHHE Ha
TaKMBa MALUEHTH, MPENOPLYBA C€ TEepanqATa aa ce 3anoyse ¢ 1,25 mg BeAHBXK OHEBHO W BCAKO
MeBHLIaBaHe Ha Ao3aTa Aa 6bae H3RBPIIBAHO ¢ IOBUINEHO BHHMAaHHE,

Crneynanit honyaiauuu

Tayuenmu ¢ 6ubpeuno yepescoane

IlHeBHaTa No3a NpH naudeHTH ¢ OpOpeuHO yBpeKaaHe Tpabepa nga ce onpenens Bb3 OCHOBA Ha

KpCaTHHHHOBHS KIIHPBHC (BX. TOYKA 5.2):

- aKO KpEaTHHHHOBHAT KJUpPBHC € > 60 ml/min, He € HeoOXOAMMO KOPHTHpaHe Ha HavajHara 4o3a
(2,5 mg/aHeBHO); MAKCHUMATHATA JHEBHA A03a € 10 mg;

-  AaKO KPEaTHHMHOBHAT KIHpbHC € Mexay 30-60 ml/min, He € HeoOXoaMMO KOpHUrMpaHe Ha
HavdaIHaTa a03a (2,5 mg/AHeRH), MaKCHMANHATA JHEBHA A03a € 5 mg;

- aKO KpEaTMHHWHOBHAT KJUpBHC € Mexay 10-30 ml/min, Havanuara no3a € 1,25 mg /aHEBHO H
MaKCHMaTHAaTa JHEBHA 103a € 5 mg;

- TP XMMEPTOHHIH HA XEMOIHWANW3a: paMHNpWI C€ OHANH3Hpa cnabo, HayanHata jo3a e 1,25
mg/AHEBHO ¥ MaKCHMAJHaTa JHEBHA 1034 € 5 mg; NEKapCTBEHHAT NPOAYKT TpAOBa aa ce npuema

HAKOIKO Yyaca ¢JIed XeMOAHA/IH3HaTa NnMpoueaypa.

Hayuenmu ¢ veprodpobro napyuienue (8xxc. mouxa Jj.2)
[py nauWenTH ¢ 4YepHoapoOHO HapyweHHue, nedenuero ¢ Kapaugpenn tpabea na 3anouHe noj
CTPHMKTEH MEeAHUMHCKY KOHTPON M MaKCHMasiHaTa AHEBHa Ao3a ¢ 2,5 mg Kapandpena.

Cmapuecka ev3pacm

Hauansure no3u Tpadea aa ca no-HUCKH H BNOCIEACTBUE TUTPHPAHETO HA fo3aTa TpadBa 1a 6vae no-
6aBHO, MOpaAX NMO-TONAMATAa BFb3IMOXKHOCT 3a HEXEIAHM PeaklHM, ocoOeHO NPH MHOMO BB3PACTHH H
HeMOINHH naluueHTH. TpaOBa Ja ce uMa mpeaBH HaMANABRaHE HA HAYanHaTa A03a paMHNpua Ha 1,25

mg.

fTecuampuuna nonyaayus
BezonacHocTTa M epHKACHOCTTAa HA paAMMNpPUN fpH fAella BCe OUIE He € ycraHopeHa. HanHuuaTta
HHpopMalua e onucaHa B Toukd 4.8, 5.1, 5.2 u 5.3, HO He Morar Ja ObAaT HaNpaBeHH CHELHATHY

MMPENOpPBbKH 34 102HPOBKATA.

HauyuH Ha npUNoKeHHe
[Nepopanua ynorpeda.

4.3. IlpoTHBRONOKA3IAHHA

«  CBpbXUyBCTBHTEIHOCT KbM @KTUBHOTO BEIECTBO MM KbM HAKOE OT MOMOLIHHTS BEUICCTBA WIH
apyr ACE uuXHOHTOp (MHXHOMTOp HA AHTHOTCH3UH-KOHBEPTHPALLHA EH3HUM) (BXK. Touka 6.1).
- AHamHe’a 3a aHrmoeneM (HaclencTBeH, HIUMONMATHUYEH HIU BCaeacTBHe nedeHHe ¢ ACE

HHXHOUTOpM MK aHrHoTeH3uH [I peuentopHu anTaronucT (AlIRAs)) .
-~
- EnxoBpeMeHHa Tepanus cbe cakyOUTpHI/Bancaprad (BK. Touka 4.4 u 4.5). ﬂ\\wﬁ i fj-'r,_‘\-l\\
- EkcTpakopnopanHo Jie4ye€HHE, BOACLIO A0 KOHTAKT HAa KpBBTA ¢ OTPHLUATE/JHO 3ap q‘ P N AN
NOBBPXHOCTH (BX. TOYKA 4.5) 'y _/ ﬂ#f ST A
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- 3HayuMMa MBYCTpPaHHa CTeHo3a Ha ObOpeuHaTa apTepHs WIH cTeHo3a Ha OwOpeuHa apTepus Ha
eHHCTREH PYHKLUMOHKHpau] ObOpek

- Bropu win TpeTs TpuMeCTbp Ha OpeMeHHOCTTa (BXK. TOUKH 4.4 U 4.6)

- Pamunpun He TpaOBa fga ce npHnara fpd NAaUMEeHTH C XMIOOTOHHA MIH € HeCcTabWnHa
XeMOIHWHAMHKA.

- EnnoepemenHata ymotpeba Ha KapaudpeHn ¢  aNHCKHPEH-CBABPXKALWIK  INPOAYKTH €
NPOTHBOMNOKA3aHa NpH NallMeHTH CbC 3axapeH aAuaber win O6nbpeuno yepexaane (GFR < 60
ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).

4.4. CnetHaJHH NpelynpexIeHHs U NnpeANnazHH MepKH NpH ynorpeba

CneunanHy nomynaliy
bpemennocm: Jleuenne ¢ ACE MHXHOMTOpM KaTO paMHMpWI WNM axrdoreHsvd 1l peuenropxu

antaronuctH (AIIRAs) He TpaOBa ma ce 3anoupa no Bpeme Ha OpemenHoct. [lpn naumeHTkHTE,
IwiaHHpaly 13 3abpemeHeat, TepanuAta ¢ ACE HHxHOHTOpW/AIIRAS, TpsOBa na ce 3ameHH ¢
aNTepHATHBHO aHTUXHAEPTCH3UBHO JleveHUE, KOETO HMMa YCTaHOBeH npodun Ha OesonacHocT 3a
ynorpeba mo BpeMe Ha OpeMEHHOCT, OCBEH aKo He c¢ cuMTa 3a xpahHo Heobxoamma. [lpu
yCTaHOBABaHEe Ha OpeMeHHOCT, AedyeHueTo ¢ ACE nHxubutopu/AlIRAs Tpadsa ga Owae cnpsaHo
He3abaBHO ¥ aKko e HeobxoaumMo, TpaOBa na Obae 3amoyHaTa aNTepHATHBHA Tepaiiia (BXK. TOUKH 4.3 #

4.6)

o [Tayuermu c ocoben pucKk om XunomoHus

Il dyuemu C NOGRIEHA AKMUsRoCcm Ha pﬂ'HHH-HHE’HﬂMEHB’HH-ﬂ.HdﬂC IMEPOROedmMa clicmeMand

[TauMeHTH C MOBHUIEHA AKTHBHOCT HA PEHUH-AHFHOTEHIUH-ANI0CTEPOHOBATA CHCTEMATA Ca HITOXKEHH

Ha PUCK OT CWIHO HM3Pa3¢HO MOHWXKABAHE HA KPBBEHOTO HAAraHe M BiowWlaBaHe Ha OBOpeuHara

byukuusa nopagu ACE unxubupane, ocobeHo korato ACE HHXHOUTOP WIH CBITLTCTBALL JUYPETHK Ce

npHeMa 3a MIPBbB BT WIH NPH HA4alnHO NOBHLIABAHC HA 103aTa. 3JHAWHMa aKTUBHOCT Ha peHMH-

AHTHOTEH3HH-aNJOCTEPOHOBATA CHCTEMATa MOXKE Ja Cé O4YakBa H € HEOoOXOOMMO MEAMLIMHCKO

HadnoaeHKe, BKIIOYBALIC NPOCiedBaHe HA KPLBHOTC HaIAraHe, HaNpUMep NpH.

- MALMEHTH ¢ TEKKA XHUIMEPTOHHUA

- MauHEeHTH ¢ JEKOMMEHCHpPaHa 3aCTOHHA ChpdedHa HeAOCTAThYHOCT

- TAUMEHTH C XE€MOAMHAMMYHO BIIOILUEH JIEBOKAMEPEH HM3XOMl MIH BXOAAIl KPBBOTOK (HAmp.
CTE€HO3a Ha a0pTaTa WM Ha MUTpAaTHATa Kiana)

- mallieHTH ¢ eAHOCTPaHHA CTeHO3a Ha OBOpeuHaTa apTepHa ¢ BTOpU PpyHKUHOHHpaW OBOpek

- NAUHEHTH, TIPH KOUTO HMA HIIH MOXE J1a HACTBITH HaMalleH 00EM Ha TeNIECHUTE TEYHOCTH HITH COJMH
(BKITIOYHTETHO NALKEHTH, NPHUEMALIIH JHYPETHLIH )

- MalHeHTH ¢ YepHOApOoOHA UHPO3a W/HIH aCLIMT

- TTAUMEHTH, NMOANI0XKEHH Ha roNsgMa XMpYpruyHa HHTEPBEHUHA WIH @HECTE3NA ChC CPEACTBA, KOHUTO
Npeau3BHKBAT XUMTOTOHKA.

OOHKHOBEHO ¢€ MNpenophYRa KOPUrHpaHE HA JeXMApPATALMATA, XHIIOBONEMHATA HAHM COJIEBHSA
JedHUHT npead HAYanoTO Ha TepanHiATa (NpU DNALMEHTH ChC ChpACYHA HENOCTATBHUHOCT, olaue
KOpeKUHATa TpAOBA 1a Obae BHUMATETHO NPELICHEHA CTIPAMO pUcka OT 00eMHO HaToBapBaHe).

Heotiro broxupane Ha peHuN-aHzuomenzun-aidocmeporogsama cucmema (PAAC)

HMma paHHu, uye egHoBpeMeHHaTa ynotpeda na ACE unxubutopn, anrvorenHsuH Il peuentopHu
O/0KepH MW ATUCKHpPEH MOBMILIABA PHCKA OT XHNOOTOHHA, XHICPKAIHEMMA H HaMaIABaHE HA
OnOpeuHata QyHKUHA (BKMIOUUTENHO ocTpa On0Opeuna HenocrarpyHoOCcT). [lopazy ToBa He ce
npenopbyBa ABOHHO Onokupane Ha PAAC upe3z xomBuuupanata ynorpeba Ha ACE uHxunburopw,
aHrMoTeH3uH Il peuenTopHH 6710KepH WiH ANHCKHPEH (BXK. TOYKH 4.5 K 5.1).

AKO ce npelieHH, Y€ Tepanunara ¢ ABOMHO OnokupaHe ¢ abCconoTHO HeoOxoauma, ToBa TpabOBa na
¢cTapa ¢aMo0 IoJ HabmoAeHHeTO Ha CNeuHanMCT H TPH 4YeCTO BHHMATENHO MOHHTOpPHpaHE Ha
OuOpeunara GyHKLHA, CIEKTPOIIMTHTE M KPBBHOTO HANAMAHE.

NPH MALMEHTH ¢ qyaberHa Heponarus.



- [TpexoOna unu nepcucmupauia copoeyHa HedocmamuvyHocm CAe0 MUuoKapoeH ungapxm

- Hayueumu, uznoNceHu HQ Puck om CopOeyHA UAU MO3bYHA ucxeMusft 8 chyvauw Ha ocmpa
XUNOMOHUA

Hauanotro Ha TepanuATa H3HCKBa CTPOr MEAHLIMHCKH KOHTPOJI.

o [Tayuenmu 6 cmapuecka eb3pacm (6oic. mouxa 4.2.)

XUpypeusHy uHmepeesyuy
[MpenopbuBa ce, Koraro € Bb3MOXHO, jeyeHnero ¢ ACE uxHxubuTopH Karo pamunpun ga oObae

MPeKbCHATO €AHH JeH NpeaH XUpYpruyvHa npouenypa.

IIpocaedasane na bvbpeunama ghiynxyus
Br6peunara ¢yHkuus TpaGra na ce OLEHN NpelaH H N0 BPEME Ha TEpanuATa H fo3aTa TpsbBa aa Obae

KOpUTHpPaHA Hall-Beue npe3 IMbPBHTE CEIMHLH OT NIeYeHHeTO. Oco0eH0 BHHMATENHO MPOoCeaBaHe ce
M3MCKBA MpH NauueHTH ¢ ObOpeuHo yBpexaaHe (B, Touka 4.2). Mma pHCK OT BIOUIABAHE Ha
O0r0Opeunara ¢yHkuua, oco0EHO NPH CTpajalld OT 3aCTOHHA CHpIEYHa HEAOCTATHUHOCT WM Chel
1pOpeuna TPaHCNJIAHTALHA.

Anzuoedem
AHrnoeneM e cpoblaBaH npu nauMeHTH, fiekyraHd ¢ ACE nHXHOUTOPH, BKITIOUMTEIHO PAMHIIPUA

(B3, TOuKa 4.8).

To3u pHCK OT aHrHoeaeM (HANp. OTOK Ha AMXATETHUTE MIBTHIIA WK €3HKa, ¢ WK 0e3 HapylLueHue Ha
OHIIAHETO) MOXKE Aa C€ YBeJHYH MpH MauHeHTH, APHEMaLH €AHOBPEMEHHO JiekapeTsa, kKaTo mTOR
MHXHOUTOpPUA (TAPreTHH Ha panmaMUUuH, npe Qo3aiHWUHK) (Hanp. TEMCHPONHMMYC, €BEpOJIUMYC,
CHPONHMYC); BHAJArNuWnTHH HaM  HenpuiMauH (NEP) uHxuOuTOpM (Kate pauexamoTpHi).
KoMOuHMpaHeTO Ha paMHIpHA Cbe cakyOWTpun/BancapTaH € NPOTHBRONOKA3HO NMOpajH HAapacTBalll
pHUCK OT aHrHoeaeM (B, Touka 4.3 1 4.5).

B cnyuai Ha aHruoeaem npueMsT Ha Kapaugpena TpadBa aa ce MmpekpaTH.
Tpabea He3a0aBHO na ce Ha3sHayW crewHa tepanud. [lanueHTsT TpAGBa Na ObAe nocTaBeH noa
Habnopgenne noxe 3a 12 10 24 yaca u H2NHCaH CNeAl HAMTBIIHO OTIMYMABAHE HA CHMIITOMHTE,

HurecTHHaieH aHruoeneM e chobmaBaH npd nauvedty, nexypand ¢ ACE wuHxuburopm,
sionounTenHo Kapandpenn (sx. Touka 4.8). I'Tpu re3u naudenTH ce Habnoaasa abgoMunanHa 6onka
(cbc HiTK 6€3 TaleHe U NOBpPBbLIAHE).

Anadunaxmuyiu peaxyut N0 6peMe Ha decencuburusupare
BepodaTHOCTTa OT NMOABA M TEKECTTA Ha aHaUNAKTHUHY H aHAPWIIAKTOMAHH PEaKLUW¥ KbM OTPOBAaTa

H3 HacekOMH M ApPYTH anepreHH ce nosumasaT npd ACE wHxubGupane. Tpabpa ga ¢e uMa npeaeua
BpeMeHHO npexbeeaHe Ha Kapandpern npeau aeceHcHOMMH3aLHA.

IIpocregaeare na erekmponrumume. XuUnepKaruemus

[MTpy HAkOoM mauneHTH, neKyBaHH ¢ ACE uHxnOuTOpY, BIIIOUMTENHO ¢ Kapaugpenn, ce Habmonasa
XHnepKkanueMus. PHCK OT XMnepxaliHeMHss HMa NpH NauHeHTH ¢ OpdpeyHa HeAOCTATLUHOCT, Ha
BB3pacT > 70 rOAWHH, C HEKOHTPONHpaH 3axapeH AWadeT WM TakuBa, NpHEeMalld KalUeBH CO.H,
KANUI-CbXPaHABAIUH JHYPETHLUH M APYTH aKTHBHH BELIECTBA, MOBHLLUABALIH NNA3MEHHUTE HUBA HA
KATHA, WIH ChCTOAHMS KaTO AEXUAPATALHUA, OCTPa ChpAeyHa AEKOMITEHCalnA, MeTaboIMTHA auM 03,
AKO egHOBpeMEHHATa ynoTpeda Ha NOCOMEHUTE CPEACTBa CE CUMTA 3a MOAXOoAdIla, NPenopwyBa ce
peAOBHO NMPOC/IeAdBaHe Ha CEPYMHHUA Kanuh (8x. ToUKa 4.5).

flpocregaeane na enexmpaonumume: XunoHampueMus
[Ipy HAKOH MALMEHTH, JIEKYBAHH ¢ paMHUnNpii, € HabmoJaBaH CHHIPOM Ha HEalleKBaTHA CEKPELHA H
aHTuanypetudeH XopMoH (SIADH) v nocneapaiia xunoHarpuemua. Ilpw nauneHTH B crap
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BB3PACT W APYTH MALUMEHTH C PUCK OT XHNOHATPHEMHR, C€ NPENOpbhYBa PEAOBHO NPOCICAABAHE Ha
CepYMHMTE HUBA HAa HATPHA.

Heymponenus/azpanyrouumosq
Paako ca HaGmoJaBaHH HEyTPONEHMA/arpaHyJOUHMTO3a, ChOOLIABAHA € CBhINO H KOCTHOMO3IbYHA

CYNpecHs, KakTo H TpoMbouLMTONEeHHA ¥ aHeMud. TIpenopbusa ce npocneaspaHe Ha Opos 6enH KpbBHH
KI1EeTKH, 32 0a C€ YCTAHOBHM €BEHTYAlIHa JIEBKOMEHHA. lo-yecTo nmpocneasBaHe C€ NPErnopbhyea B
HAYAJIOTO HA JICYEHHETO M MPH MNMalMeHTH ¢ HapymeHa OnOpedHa QyHKUHMS, CBC CHITBTCTBALA
KOJIareHo3a (Hanp. Jynyc epuTeMaToAeC WIH CKIepoaepMHA) H NPH JIEKYBAHH C JIPYTH JICKAPCTBEHH
MPOAYKTH, KOUTQ MOTaT [a NPHYHHAT NPOMEHHU B KPHBHATA KapTHHA (BXK. Touka 4.5 H 4.8).

Empuiecku paznuius
ACE uHX®OUTOPHTE NPHYMHABAT AHTHOEAEM C NO-BHCOKA 4YECTOTA NPH YEPHOKOXKU NALUEHTH,

OTXOJIKOTO NPH OCTAHANNTE,
Kaxto u apyrure ACE uHxuOuTOopH, pamunpun Moxe Aa 0bae no-Manko epeKTHBEH 3a MOHIKABAHE
HAa KPBBHOTO HANIATAHE NP YEPHOKOXKM MAaLHEHTH, OTKOJKOTO NPH OCTAHANNUTE, NOPaA No-4eCToTo
HATMYHE Ha XUMEPTOHMUS ¢ HHCKH PEHHHOBH HHBA NMPH YEPHOKOKATA MOy al1a.

Kawnuya
[Ipu ynorpebara Ha ACE uHxubuTOopH € cpoOlIaBaHa KauutHila. XapakTepHO €, Y€ TA €
HENpPOAYKTUBHA, NPOIBLIKUTENHA U OT3BY4YaBa CJIE] MpeKpaTdBaHe Ha TepanuaTa. HHayuupaHara ot
ACE uuxubutop Kalinuua, TpaOBa Aa ce pa3rnexia KaTo 4acT OT AudepeHLHATHATA JHACHO3a Ha
KaLTHLIA,

4.5. B3aumopelicTBHe ¢ APYIH JeKAPCTBEHH NPOAYKTH H APYTH (POPMH HA B3aHMOAeHCTBRE

JITaHHH OT KMMHHMYHH APOYYBAHHA MMOKA3BaT, Ye [ABOHHOTO OAOKHpaHE HA PEHHH AHIHOTEH3MH
anpgocTepoHorata cncremMa (PAAC) upes kombunupanara ynorpeba Ha ACE  HHXMOMTOpH,
aHroTeH3HH II peuerrropHn GnOKEPH WIK ATHCKHPEH CE CBBP3BA C MTO-BHCOKA YECTOTa Ha HEXKENTaHH
CLOMTHA, KaTO HanNpKMEpP XHNOTOHMA, XHNEPKANMEMHA M HamanasaHe Ha OnOpeuHata (QyHKUUSA
(BmounTeHo octpa 6pOpeyHa HEAOCTATBUYHOCT), B CpaABHEHHE C ynmoTpebara caMoO Ha €1HO
cpencTeo, aehcreamo sbpXy PAAC (Bx. Toukn 4.3, 4.4 1 5.1).

[IpoTHBONQKA3aHH KOMOHHALIMK
Coobrerpamia ynotpeba Ha ACE uHxuOUTOpH che cakyOuTpw/BaicapTaH € MpOTHBONOKA3HA, TbH

KaTO TOBA MOBHILIABA PHCKA OT aHruoeaeM (Bxk. Touxa 4.3 u 4.4), JleueHHeTo ¢ paMunpun He Tpadea
Aa ObOe 3ano4BaHO Npedd Ja ¢a M3IMHHANH 36 4yaca OT NMPHEMaHETO Ha NOCnEeAHara Jo3a 0T

cakyouTpun/Bancapran. Cakyburpiwi/sancaprad He Tpabna Na OkAe 3anoupaH Npeay Ja ¢a H3IMHHANH
36 yaca OT npueMa Ha nocnenHarta no3a Kapaudpens.

ExcrpakopnopanHo jieyeHHe, BOZEWO A0 KOHTAKT Ha KPBBTa C OTPHLIATETHO 3apeieHH MOBbPXHOCTH
KaTo HanpHMep AHanu3a Wik xeMOQWITPaLHA C OTNIPEACASHH BUCOKONPOMYCKIMBU MeMOpaHu (Hanp.
MOJIMAKPUJIOHUTPUITHA MeMOpaHu) W adepesa Ha AMMOMPOTEMHU ¢ HHUCKA [UTBTHOCT C JEKCTpaH
cyndar, mopaju NOBHIIEH PHCK OT TEXKa aHapHIAKTOUAHA peakLna (XK. Touka 4.3). AKO ce H3HCKPa
noaooHoO nevyeHre, HeoOX0AHMO e a ce OOMHCIY U3MOJI3BAHE HA pa3IMYeH TUM RAanu3Ha MeMOpaHa
WIH pasfHyYEH KNac aHTHXHUNEPTEHIHBHO CPEACTRO.

[Ipeanazuu Mepky NpH vnorTpeda
Kanuesu conu, Xenapus, KQmuii-CobXpanasauju ouypemuyyu u Opy2u aKxmusHi eeuiecmeaq, NOgUILasatu

RAGIMEHUMe HUea HA xama (sxmowumenno anwzuomenzud Il aumazomucmu, mpumemonpum u 6
Kombunayus ¢ puxcupara 0o3a cyahamemokcason, MaKkpoIuMyc, Yuxrocnopur): BbIMOXKHO € 1a ce
MPOABHA XHNEPKATTHEMHSA, MOPEAN KOETO C& H3HCKBA CTPHKTHO NpOCnessaHe Ha CepyMHHA KanHH.

Anmuxunepmenzughu cpedcmsa (Hanp. ouypemuyu) u opyu eeujecmeaq, Koumo Mozam 0a NOHUN
KPbEHOMO HANA2AHe (KAMO HUMpPAMU, MPUYUKIudHY AHMUOEnpecanmu, anecmemuyu, npex
npuemM Ha aikoxon, baxnogen, arghy3o3un, QOKCa3o3uH, NPAIO3UN, MAMCYIO3UH, MEMPAIOIUH)
Jla ce O4aKBa YBeJIMUaBaHe HAa PHCKA OT XHIIOTOHHUA (BXK. TO4YKa 4.2 33 TUYPETHLK).
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Basonpecopru cumnamuxomuMmemuyyu u Opyeu eewjecmeda (Hanp. U30ONPOMEPEHON, 000YMaMuH,
Qonamun, enunehpun), KOUTO MOIaT 03 HaMaIAT AHTHXHNEPTCH3MBHUA ebekT Ha Kapaudpeua:
NpenopbyBa C& CTPUKTHO NMpoCHeaaBaHe Ha KPLBHOTO HAIATraHe.

Aronypunon, UMYHOCYNPECOpU, KOPMUKOCMEPOUQU, NPOKAUHAMUO, yumocmamuyu u opyeu
geujecmen, Koumo Mozam 0a npoMenam 6pos Ha kpveHume Kremxiu. NMOBHLICHA BEPOATHOCT OT MoABA
Ha XE€MAaTOJIOTHYHH PECaKUMH (BXK. TOUKA 4.4).

Jlumuesu conu: eKCKpelMATa Ha TMTHA Moxe Aa Obae nonuxeHa or ACE uuxubuTopHTe ¥ nopaou
TOBa TOKCHYHOCTTA Ha JIMTHA MOXe Ja ce yeennud. HusaTta Ha nuTHs TpabOBa na ce npocaeaspar.

Anmuduabemuu cpedcmad, BKIOMUMENHO UHCYAUH: MOTAT Nd Bb3HWKHAT XHMOTTIMKEMHUHH peaKUUH.
flpenopbyka ce npocneaaBaHe Ha HHBATA HA KPBBHATA 3axap.

Hecmepoudrnu npomusoss3naiumenii CpeoCcmea u ayemuicatuyinosa Kuceaunda. Moxe 1a ce 04akaa
HaMaIABAHE HA AHTHXHIIEpTeH3UBHAA edekT Ha Kapandpena. OcBeH TOBa CHITBTCTBALOTO JIEUEHHE C
ACE unxuturopy u HCIIBC Moxe aa AoBene A0 MOBMIIEH PUCK OT BaowasaHe Ha GnOpeuHara
PYHKLIMA W A YBEMTHYH KaTHEMHUATA.

Tpumemonpum uru kombunayuama ¢ Quxcupanu 003y mpumemonpum u cyagamemoxcazon (Ko-
mpumoxcazon). [10BHILEHa 4YeCTOTa HAa XHMEPKANHEMHA c€ HabmonaBa MpH MALMEHTH, MPHeMallH
ACE uHXHOHMTOpPH M TpHMMeTONpPUM WIH KOMOHHAuUMATa ¢ (UKCHpaHM J03U TPHUMETONPHM U
cyndamerokcason (Ko-tpumokcason).

mTOR unxubumopu wiu gwigazaunmuy. NOBAIIEH PUCK OT pa3BUTHE Ha AHTHOEAEM € BB3MOXKHO NIPH
MauMeHTH, NMpHeMallH €AHOBPEMEHHO JiekapceTsa, Karo mMTOR HHXHOMTOPH (Hanp. TEMCHpPONUMYC,
€BEPOJINMYC, CHPOAHMYC) HIH BUIAaraMnTiH. C noBHIIEHO BHUMaKKe TpAOBa 1a ce H3NOJI3Ba, KOoraTo
ce 3arnoypa ieueHHe {BxK. Touka 4.4)

Henpunruzun (NEP) unxubumopu: NOBAIIEH PUCK OT pa3sBUTHE HA aHrHoeAeM € OWi choOlIaBaH npH
eaHoBpeMeHHO npiokeHue Ha ACE unxunOuTopH U NEP HHXHONTOpH KaTO pauekanoTpua (Bi.

Touka 4.4}

Caxybumpun/sarcapman
EnnospeMenno npunoxenue Ha ACE uHxuburopu cbC cakyOMTpWw/BaNcapTay € MpOTHBONOKA3HO,
Tbi KATO TOBA YBEJIHYABA PHCKA OT aHI'HOCHEM.

4.6. @Depriaurer, bpeMeHHOCT H KbpMeHe

bpemennocm.
Kapnugpenna se ce npenopbusa no BpeMe Ha ITbPBUA TPUMECTHP HA OPEMEHHOCT (BXK. Touka 4.4) H €
MPOTHBOIOKA3aH 110 BPEME Ha BTOPHUA U TPETHA TPHMECTBP Ha OpeMeHHOCTTa (BXK. TOUKa 4.3).

EnuaeMHOROTHYHH JaHHH OTHOCHO PHCKA OT TepaToreHHocT cnel ekcno3nuua Ha ACE unxuburopu
110 BpeMe Ha ITbPBHUS TPHMECTEP OT OpeMEHHOCTTA He ca DWTH yOeAHTETHH, HO JIEKO MOBHIIABAHE HA
pHCKa He MOXe Za ce W3kmouH. [Ipy nauuenTkure, MnaHHpamu SpeMmeHHocT, Tepanusita ¢ ACE
MHXHOHMTOpH TpaBa Oa ce 3aMEHH C ANTEPHATHBHO AHTHXHMIEPTEH3UBHO JICUEHHE, KOETO HMa
ycTaHoBeH npodun Ha §e3onacHOCT npH ynotpeda 1o speme Ha OpeMEHHOCT, OCBEH aKO HE C€ cuUMTa
3a KpaliHo HeoOxonuMa. Ipu ycraHoegaBaHe Ha OpeMeHHOCT neueHueTo ¢ ACE unxuburopu tpadea
aa Osae cnpsHO He3abaBHO U ako € YMECTHO, Tpabea ga 6bae 3anouyHaTa anTepHaTHBHA TEpalts.

Excnoznupara Ha Tepanug ¢ ACE nuxuburop/anrdorensus 1l peuenropen anraronucet (AIIRA) no
BpeME Ha BTOPHA W TPETHUA TPHMECTBD NPUMUHABA (PETOTOKCHUYHOCT NMpH Xopa (HaMancHa 6pbpeuna
GYHKIMA, OAWTOXMAPAMHHOH, 3a0aBeHa ocHUKaALMA Ha Yepena) ¥ HEOHATANHA TOKCHYHOCT
(610peuna HeAOCTATHYHOCT, XMNOTOHHA, XHIIEPKANTHEMHA) (BxK. cbIUO 5.3 , IIpeAKNHHUYHHN AaHH
OesonacHocT). B cnyuyaih Ha ekcno3mums Ha ACE wmuaxuburop npes sropus Tpume

OpeMeHHOCTTa ce NpenopbYBa MNMpoBepka Ha OnOpeynara QYHKUMA M uepena upes y
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HoBopoaeun, uuuto Makiku ca npuemand ACE uuxuburopH, tpabsa jga 0OwaaT CTPHKTHO
HaONIO0AABAHH 332 XHNOTOHHA, ONHTYPHA H XHNepKanueMus (BXK. ChILO TOYKU 4.3 1 4.4).

Kvpmene

[Topaayu HemocTaTbUHA HHPOPMALIMA QTHOCHO ynoTpefaTa Ha paMHMNpPHA MO BpEME Ha KbPMEHE (BXK.
TOYKa 5.2), He ce npenopbyBa NpUAaraHeTo Ha Kapaugpexa, KaTo 3a npeAnovYUTaHE € AITEPHATHBHO
nedenue ¢ no-aobpe ycraHoeeH npodun Ha fe3omacHoCT, 0CoHEHO NPH KbpMEHE Ha HOBOPOAEHO HIN
HEAOHOCEHO KbpMaue.,

4.7. Edextn Bupxy cnocolHocTTa 32 wodnpane H pabora ¢ MallIHHH

Hakon crpaHMuHM edexTH (Hanp. CHMIOTOMH Ha NOHMXKABAHE HAa KPBBHOTO HanAraHe, Karo
3amaiipade) Morar ha Hapywar cnOoCOOHOCTTA Ha NMAUMEHTA 332 KOHUEHTPALMA M peakumi, €To 3aulo
MpeICTARNABA PUCK B CHTYAllWH, NPH KOHTO TE3H CMOCOOHOCTH C€a OT 0COOEHO 3HAYCHHE (Hamp.
uropupate W paboTa C MALIHHH).

ToBa MoXe Da ¢€ CIyuH 0CO0EHO B Ha4YaIOTO HA JIEUCHUETO HAHM NpH TNpEeMiHaBaHe OT IAPYrH
npenapati. Cnea mbpBaTa A03a WIM NOCHEIBAllO MOBHLIABaHe HA 03aTa He € NpenopbUHTENHO
wogMpaHe Wik paboTa ¢ MAIKMHY 3a HAKOJIKO 4aca.

4.8. Hexe1aHH JEKAPCTBEHH PeaKUHH

Obobwen npogun na besonacmuocm

[TpodunbT Ha 6€30NacCHOCT HA paMHUITPW BKJIOUYBA YNOPHTA CYXa KAUUIHLA U PEaKuMH, CBBP3aHK ¢
XMNoTOoHKA, CEpHO3HHTE HEXENaHW JIeKapCTBEHH pEakUMM BKIIOYBAT aHTHOENEM, XHIMEpPKATHEMHA,
6bOpeyHo WIH uYepHOApOOHO yBpexkJaHe, NaHKPEATHT, TEKKH KOXHH peakuMH H HEYTpOINEHH:/

arpaHyJIOLHTO3a.

Tabnuven cRUCHK HA HEXWCETAHU DEeaKyul

YecToTaTa HA HEXKENAHHTE PeaKLMH Ce CIPEeaena Ype3 H3INONI3BAHE Ha CIeAHATA KOHBEHLIMA:

Muoro ectd (= 1/10); yectu (& 1/10 000); Heuectn (= 1/1000 oo < 1/100); peakn (= 1/10 000 mo <
1/1000); muoro penkH (< 1/10 000), ¢ HEW3BECTHA YeCTOTa (OT HATMYHMTE JAHHHM HE MOXKE Aa Obie
HanpaBeHa OLECHKA).

I1pH BCAKO rPpYAMpaHE B 3aBUCUMOCT OT YECTOTaTa HEXEAHUTE NIEKAPCTBEHH PeakLiHH ce H30poABaT B
HH3XoOALL PeX MO OTHOLIEHHE HA TIXHATA CEPHO3HOCT.

Yecmu Heuecu Peoku Mnoco C Heuzgecmna
_ | | |peoku wecmoma ,
Hapywenua na Eo3uHodunus [MTonnxen dpok KOoCTHOMO3b4HA
Kpbema u Ha GenuTe CYIpeCHS,
AuUM@pHAma KPBBHH KIIETKH NAHLUTONEHHA,
cucmeMda _ { BIJTHOUHUTETHO Ixeuunﬂmtma
HeYTponeHns aHeMHA
WM arpaHyno-
4 um:;a), |

NOHMKEH Opoit
| YEPBEHU KPLBHH
KINEeTKH, HaMaIeH
XeMOrnobHH, |
HaMasneH Opoi
| TpomMboLMTH
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Hapywenua na AHagunakTHuH
UMYHHamMQ H WITH
cucmema aHa(pUNAKTOUAH
M
1peakuun,
NOBHIICHH
| aHTHHYKJIeapHH
AHTHTENA
Hapywernua na { CHHIIpOM Ha
eHOOKpuHHama Hapy uIeHa
cucmema cekpelma Ha
AHTUAHYDPETHHUE
H XOPMOH
(SIADH)
- - —
Hapywienua va [ YBEIIHYEHO AHOpeEKcHH, JHHMBJIEHU
Memabonuima u |CbIbPXKAHHE HA |HaManaBaHe Ha CbIbpKaHHE Ha
|xparernemo Kalui B KPBBTA |aneTuTa | HATpHHA B KPbBTA |
Hcuxuunu HenipecusHo CBCTORHHE HA tHapyueHue Ha
HAapYuteHus HaCTPOEHHE, 00BpKaHOCT BHHMAHHETO
TPEBOAKHOCT,
HEPBHOCT, “
fe3nokofcTBO,
HApY LUEHHE HA |
CbHA,
BKI}OUHTENHO
CEHIHBOCT i S
Hapywenua na |I'naBodonne, CBETOBBPTEXR, Tpemop, Mo3byHa
HepeHama 3aMa¥iBaHe napecTe3us, HapyLLEHOo .|HCXEMH5I,
cucmema are3ud, INCrey3u |paBHOBECHE BKTIOYHTENHO
A HCXEMHYEH
HHCYNT U
TPAH3IUTOPHA
| HCXEMH4YHA
aTaxa,
NMCHXOMOTOPHH
HapYLWICHHUA, !
ycellaHe 3a
napeHe, l
MapocMHA
Hapywenun na 3pHTEIIHH KOHIOHKTHBHT
ouume CMYILEHMHA,
BKJIKOUUTENHO
3AMBINIEHO
) _ BHIKIIAQHC _
Hapywenua na YBpexaaHe Ha
yxomo u ClTyXa, THHHTYC !
|1abupunma _ | |
Covpoeunu Muokapana
HADYUIEHUA HCXEMUA,
BKJTIOMHTENHO
aHrMHA NeKTOPHC
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WJIH MHOKApIeH
MH(apKT,
TaxyuKkapama,
ApHUTMMH,
NATNTKTALNH,
nepHgepeH eaeM _
Cwvoosit XHIMOTORMY, 3ayeprABaHe CbaoBa CTEHO34, CuHapoM Ha
HapyuieHus OPTOCTATHYHO xunonepdysu, PeitHo
HaMAICHO KPBLBHO BACKYJIHT
_ HaJIAraHe, CHHKOI m
Pecnupamopnu, |HenpoRaykTHBHA TEPDHKDCHMM,
2PBOHU U ApazHeLla BRITIOYHTEITHO
MeduacmunaIHy |Kamnuua, 'oﬁucrpeﬂa acTMa,
HADYULEHUA OpOHXHT, 3&MYLIEH HOC
CHUHY 3UT,
___|aucmues _ _ |
Cmomautro- CromMaumso- ll'laH KPEaTUT [ ocHT AdrozeH
YpeeHu YpEBHO {(cnyuan ¢ CTOMATHT
HAPYILENUA BhINATEHHE, ¢aTaneH uzxon ca
XpaHOoCcMKNa- cho0ILABaAHH
TEITHH M3KTHOUMTENHO
CMYILEHHA, PSRAKO NpH
KOpeMeH meuyenue ¢ ACE
ackoMgopT, HHXUOHUTOPH),
AUCNEncus, NOBHILIABAHE HA
avapms, naHkpeacHUTe
rajcHe, €H3MUMH,
NOBpLIIaHE aHTHOEOEM Ha
TBEHKOTO YEPBO,
‘ bonka B ropuata |
HacT Ha KOpeMa,
raCTPMT, 3aMek,
_ |cyxora B ycrara | |
IXenﬂma- [ToBuinenu HHBa |XKniTEHHULIA, Octpa
bunruapHu Ha XOAECTaTHHHO yepHoaApoOHa
Hapywerus yepHoApobHUTE | Xenarouenynap- HENOCTATBUHOCT
€H3UMH WIWIH HO YBPEKAAHE , XOJIeCTaTH4YEeH
KOHKrHpaHHA HNH
Onnupybun UHTOJIHTHYEH
XENaTUT
(M3KJTIOYUTENHO
PAAKO C
_ [ ___|daranen u3xon). |
Hapywenus na |O6pus AHrnoenem; ExcdonuaTtupeH |Peakuus Ha |TokcHuHa
KOMcama u OOMKHOBEHO W3KIIOUUTEIHO | IepMAaTuUT, (OTOUYBCT- |eNUACPMATHA
nookodxcHama  |MakyJso- paaKo YPTHKApHA, BUTENMHOCT |HEKPOIHU3a,
meKan nanyno3eH oOCTPYKLIHA HA |oHMXONH3a CUHAPOM Ha
Bb3Y XOHOCHUTE Stevens-
MbTUILA B Johnson,
pe3ynTar ot epuTEMa
aHrHOeEM MOXe MYATH(POpME,
na uMa garancH neMm$Hryc,
H3X0M; chpbex, 0D0CTpEH
XHAEPXUIPO3a [copHasuc,
Acop
nep
I - ne
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) | HH
JTRXEHONOEH
€K3aHTEM HIH

! CHAHTEM,
_ _ lanoneuns
Hapywenua na |MycKynHH ApTtpanrus
MYCKYAH O~ Cra3MK, MHAITUA
cKkenemuama
cucmema u '
CbeOUuHUMEeNHA-
ma MyKaH
Hapywenus na brpeuno
bvbpeyume u YBpEKIaHeE,
RUKOYHUME BKITIOYHTETHO
nemuwa ocTpa Onbpeyna
HEAOCTATBUHOLCT,
MOJNTHY PUA,
BJIOLIABAHE HA !
ChbUIECTBYBaLIA
InporenHypus,
NOBMILEHA ypes B
KPbBTa, NOBHIUIECH |
KPEATHHHH B
_ _ KpBBTa _
Hapywernua na [Tpexoana ['HHexoMacTHA |
8LINPOUIE00U- €PEeKTHITHA
menxama JUCOYHKLINA,
cucmema u TIOHHAKEHO
|zvpoama L ___|nubnao .
Obuyu I'pbana bonka, |[loBuineHa AcTeHus
Hapywienua 1 |[yMmopa TeMIeparypa
echexmu na
MACMOmMOo Ha
npuroxcenue | _ _ )

fleduampuyna nonynayun
BezonacHoCTra Ha pamMunpun ¢ HabmogasaHa np 325 geua W 1OHOWIH, HA BB3PacT 2-16 rogHHU B 2
KIHHHYHH H3MHTBAHHA. BBOPEeKH Y€ eCTECTROTC M TEKECTTAa HAa HexeNaHuTe CbOMTHA ca CXOOHH C

Te3H NPH Bb3PacTHHTE, HECTOTAaTa Ha CIIEIHUTE € MT0-BUCOKA NPH JeLaTa:
Taxukapaya, HazaiHa KOHIMECTHA 1 pHHHT , qecth™ (o1 > 1/100 no < 1/10) npu
neayarpuyHaTAa nonyJjaauMs, u ,Hedecrn” (=1/1,000 oo < 1/100) npu su3pacTHH.

KoHoKkTHBHT ,,uecTH (0T 2 1/100 po < 1/10) npu neaMaTpuuHaTa nonmynauus, 10KaTo
~peakd* ( = 1/ 10,000 no < 1/1,000) npu BB3pacTHH.

TpemMop u ypTuKapua ,,HevecTH" (= 1/1,000 ao < 1/100) npH neayaTpuyHaTa nomyiauus,
pokaro ,,peaxu‘ (> 1/10,000 no < 1/1,000) nmpH pB3pacTHu.

O6uwma npopun 3a O€30MACHOCT 3a paMHNPHN NpPH NEAHATPUYHHTE MAUMEHTH He ce pa3nHyasa
3HAUMTENHO TO NTpoduia 3a 6230NacCHOCT NPH BB3PACTHH.

CLUﬁg!ﬂBﬂHE HA NMOA0IHPAHH HEMECIAHH DEAKLIIHK

Cro0LIaBaHETO HA NOKO3HPAHM HEXEJIaHW IEKAPCTBEHM peaklvK citel pa3peliaBaHe 2a ynortpeba Ha

NIeKapCTBEHHA IPOOYKT € BaKHO. ToBa MO3BOJIABA JIa MPOIL/DKH HabMOAEHHETO Ha ChOTHOLUEHH —
MO/I3a/PUCK 32 NEKAPCTBEHHA MPOAYKT. OT MEAHUMHCKUTE CNIELIMANHCTH C& U3MCKBA Ja CHOP m‘&ﬂ r"r'{] 3:\\?
-
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UanbarHTENnHa areHMa No JieKapcTeara
yi. , Jlamad 'pyes” Ne 8
1303 Codnuis, buarapus
en.: +35 928903417
yebcaiit: www.bda.bg

4.9. Ilpeaoinpane

MIOTOMMH
CUMNTOMHTE, CBBp3aHU ¢ npemosupaHe Ha ACE uHxubutopd, Morar Ja BKIKOYBAT NpeKOMEpHa
nepudepHa BazoaWnaTauMa (C TNoAYepTAaHAa XHITOTOHHUA, IHOK), OpanHMKapaHa, €NeKTPOJHTHH
HapyweHua 1 Ob0peyHa HEZOCTATHYHOCT.

MepkHy NpH npeso3nupaHe
[TaimeHTsT TpaOBa na Oboe CTPUKTHO HaADMIOAaBaH, JNIEYCHHETO TpadBa Ja € CHMITOMATHYHO H

noaaspkaino. [Tpeanaranure MepkH BKITIOYBAT MbPBOHAYATHA JETOKCHKalMA (CTOMAIIHA NPOMHBKA,
MpHJaraHe Ha aincopfeHTH) M MepKH 33 Bb3CTaHOBABAHE Ha XEMOAHHAMHYHATA CTabHMHOCT,
BKJIIQWHTENHO  nNpunarade Ha  anda-l1-aapeHepryyHH  aroHMCTH  WIM  AHTHOTEH3HH ]
(aHrnoTeH3WHaMuO). PaMHNpunar, akTHBHHAT METa0ONMT Ha paMHMIpWI, Ce OTCTpaHABa
He3aA0BOJUTEIHO Ype3 XeMOAuaan3a ot obIoTo KpeBoobpaLieHue.

5. ®APMAKOJOIr'NYHH CBOHCTEBA

5.1. PapmMaxoaHHAMHYHH cBOHCTBA
dapmaxorepanesTHyHa rpyna: ACE nixuburopy, camocrosrento, ATC kox : CO9AAOQDS.

Mexanuzom Ha geticmeue

Pamunpunar, akTHBHUAT MeTabOMMT HA NpPeIeKapCTBOTO paMmMnpun, HHXHOMpa eH3HMa
aunenTuauakapookcunenTigasa | (CHHOHHMH: aHTHOTEH3HH-KOHBEPTHpPALLl €H3WM; KHWHHHA3a |I). B
L1a3MATA U THKAHHMTE TO3H E€H3UMM KATANH3Hpa KOHREPTUPAHETO HA AHTHOTEH3UH | RO aKTHBHHA
BA3OKOHCTPHKTOP aHMMOTEH3MH II, KakTOo M HHXHOWpa pa3rpakJaHeTO HA AaKTHBHHA Ba30JIHIIATATOD
6panukiHnH. TTOHWXeHOTO o6pa3yBaHe Ha aHrvoTeH3MH Il U MxubMpaHe Ha pasrpaxiaHeTo Ha
OpagMKHHMH, BOJAT A0 Ba30AHIATALIHA.

Toii karo aHruoTeHsuH I[I cTuMynupa OCBOOOKNABAHETO HA AIAOCTEPOH, pPaMHNpPWIAT BOOH A0
HaMalfABaHe Ha ANAOCTEPOHOBATa Cekpeuna. CpeAHOCTATHCTHYECKH NORIUABAHETO OT MOHOTEPANHSA ¢
ACE nuxuburop e no-cnabo npu uepHOKOkH {(appo-kapuOCKa paca) XHNEPTOHHYHHM MALKWEHTH —
OOMKHOBEHO MOMyNaiug ¢ XHIIEPTOHUA C HUCHK PEHHH, OTKONKOTO MPH HEYEPHOKOKH NMaUHEHTH.

Papmaxodunamuyry edexmu

AHTHXHIEPTEH3INBHY CBOHCTBA!

[TpwnaraneTo Ha paMHIPWI BOAM A0 3HAUMTENHO IMOHHXKABaHE Ha MEcpH(EepHATa apTepHalHa
pE3HCTEHTHOCT. B noBedeTo cimyyau HAMa 3HAYUMH NMPOMEHH B 6bOpEUHUA KPBBOTOK H CKOPOCTTA Ha
rnoMepysnHata Qwrrpauns. [IpunaraHeTo Ha paMHUNpHI NpH MALHEHTH C XHIEPTOHHA BOAM 1O
NOHM)XABaHE HA KPBEHOTO HANAraHe B MU3MPaBeHO W JIETHANO MonoxeHue, 6e3 KOMNEHCATOPHO
AOBHILABAHE HA ChPJEYUHATA HECTOTA.

IIpH noBeueTe MAUMEHTH HAuaJ0TO HAa AHTHXWNEPTEH3MBHUA €(PEKT Ha eRHOKpaTHaTa Jo3a ce
npoaesea oT 1 A0 2 uaca cnea nepopanHo npunoxenue. IIMKoBHAT edexT Ha eaHOKpaTHaTa J03a
OGHKHOBEHO C€ JOCTHIrA OT 3 A0 6 uaca c1e] NEPOPATHO NPHIIOKEHHE, AHTUXHIIEPTEHIUBHUAT epexT
Ha ¢AHOKpATHA 2033 0OHKHOBEHO NMpoaBKasa 24 yaca.

MakCHMaTHHAT AaHTHXUNEPTEH3UREH ePEKT HA MPOIBIDKUTENTHO JIeYEHHE ¢ PaMHUMPHI OOHKHOBEHO
HacTonBa cien 3-4 ceAMHUM. JloxasaHo e, 4e AHTUXHNEPTEHIHBHHMAT e(eKT € MOCTOAHEH NpH
ABJIrOTpaiia Tepanud, MpoaAbDKapala 2 roAMHH.

Pa3x0TO nNpexncBaHe HA fIpHEMA Ha pAMUIIPWI He BOAH N0 OBp3 M NMpeKOMEpeH peﬁayH,u
MOBMILABAHE HA KPBBHOTO HAJATAHE. *,},nﬂ P ﬂ \x.
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CbpAevHa HeAOCTATBYHOCT:

Karo nofaBka KbM KOHBEHLMOHAIHATA TE€PanHa ¢ AWYPETHUH H U3BOPHO CbC CbPAEYHH INIHKO3HIH
pPaMHNPHWI NOKa3ea ePEKTHBHOCT Mpu nauueHTH ¢ ¢pyHKunoHaneH knac II-1V no New York Heart
Association. JIekapCTBOTO UMA MOM3OTBOPHHU €DEKTH BbPXY CbPAECYHATA XEMOIHHAMHKKA (HAMANARAHE
Ha HAIAraHETO TPH ITRIHEHE HA NIABATa ¥ AACHATA KaMepa, HaManaBaHe Ha obiara neprugepHa cpaoBa
PE3HCTEHTHOCT, MOBHLIABAHE HA M3XOASALIMA CbPACYEH KPBLBOTOK W NOAOOpPEH CHLPAECYEH HHJIEKC).
[ToHibkaBa CbHIO HEBPOCHAOKPHHHATA 2KTUBALIUA.

Kaunuuna egpuxacrnocm u bezonacnocm

CBpACYHO-CEI0BA NPEBEHUNA/HE(PONIPOTEKIINA
[TpoBeneHo e muanebo-KOHTPONMpPAHO NpOy4BaHe 3a npeBeHuua (npoyusadero HOPE), npu koero

paMunpui ¢ naofaBeH KbM CTaHAapTHaTa Tepanusa npy noseve oT 9200 mauuenTw. [TaupeHTnTe C
MOBUILEH PHCK OT CHbPAEYHO-ChAOBC 3abonssaHe, areporpoMDOTHYHA kapanmoBacKynapHa Oonect
(aHaMHE3a 33 KOpOHApHa apTepHalHa Oonect, HHCYNT WIH nepudepHa aprepuanHa Oonect) WM
3axapeH aualeT C TIOHE €OMH CBIBTCTBALL PHCKOB (akTop (J0Ka3aHa MHKpOanOyMHHYpHS,
XHNEPTOHHA, NOBHIUEHH HMBE HAa O0MIMA XONECTEPON, HHCKO HHMBO HA NUMONPOTEHHHUTE C BHUCOKA
MABTHOCT UK TIOTIOHOMYLIEHE ) Ca BIUTHOYEHH B H3NHTBAHETO.

WU3anuTBaHeTO NOKa3Ba, Y€ paMHIPHN CTATUCTHUECKH 3HAYHMO MOHMXKaBa YecToTara Ha MHOKapleH
“H(papKT, CHPAEYHO-CHAOBA CMBPT H HMHCYAT, CAMOCTOATENIHO WIM B KOMOMHAUMA (ITbpBHYHO
koMOHHUpaKH cHOUTHA).

OcHoBHH pe3yATaT oT WanuTBavero HOPE

OTHOCHTENEH PUCK
(95% nposepuTencH

Pamunpun {llnauebo p-CTOHHOCT

% %
Poncn namen | n=4645 0= 4682
[InpeHYHO KOMOGHHHPAHMK 14,0 17,8 0,78 (0,70-0,86)
BOHTHA
HoKapoeH urngapxm 9.9 12,3 0,80 (0,70-6,90)
BPOCHHO-CBO06T CMBPM 6,/ 8,1 0,74 (0, 64-5,?7-)-
ueynm e 34 4,9 0,68 (0,56-0,84)

BTOpHYHH KpPaHHH TOUKH

MbpN RO BCAKAKEA 10,4 12,2 0,84 (0,75-0,95) 0,005
npRYUHa
eobxodumocm om
Pesac KyAapu3aya
ocnumanu3Iayua nopaou
ecmabuInG QHZUHA

0,85 (0,77-0,94)

0,98 (0,87-1,10)

OCRUMAQAU3AYUR NOPAoU i 0, 88 ({I 70- I:f 0)_

DPOCUHA HEQOCMAMBYHOCM

CRONCHEHUR, CEBP3AHU C 0,84 (0,72-0,98)

duabem

HanutBanero MICRO-HOPE, npeapapurenno onpeaenero noansnuteaHe ot HOPE, wuscnenpa
edekTa oT H0daBAHETO HA paMunpui 10 mg KeM TEKYLIATa CXeMa Ha JISYECHHE CnpaMo ru1auebo nmpu
3577 maudeHTH HA 55-roaMIIHA BB3PAacT W No-Bb3pacTHU (0e3 ropHa rpaHdlLa HAa BB3PACTTA), KATO
MHO3NHCTBOTO ca ¢ AMaber TN 2 (M NMOHEe eANH CHEPACYHO-CRIOB PUCKOB (AKTOp), ¢ HOPMATHO
apTEPHAITHO HANAraHe WIH XHIIEPTOHHLIH.
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[TpBHYHKAT aHaNK3 Mokasea, ye 117 (6,5%) oT yvacTHHUMTE Ha pamunpu U 149 (8,4%) ot Te3n Ha
nnanefo passBuBaT aokasaHa HegponarHa, Koero cboTBeTcTBa Ha RRR 24%, 95% C1 [3-40],
p=0,027.

HznutBanero REIN € MHOrOUEHTPOBO, PaHAOMH3ZHPaHO, ABOHHOCHANO, M1auebo-KOHTPONIHPAHO
U3NHTBAHE ¢ NapaNelHH rpynH, LENAUe OUEHSABaHe HA e(eKTa OT JICUSHHETO C PAMHIIPHI BbpXY
YEeCTOTATA Ha BJOLIABAHE HA CTeneHTa Ha riaoMepynHa ¢wrrpauusa (CI'd) npy 352 nauMeHTH C
HOPMAJTHO apTEPHAIHO HaNAraHe wiM xuneproHvum (18-70-roaMmHa BB3pAcT), Crpajatlli OT JEKa
(T.€. CpellHA €KCKpelMa HA NPOTEHH B ypuHaTa > | U < 3 g/24 waca) WIH TEKKa NMPOTEHHYpHA (= 3
g/24 yaca) nopaau XpoHH4Ha HeanaberHa Hedpomarva. M apere cyOnonmynauMu ca NpocneKTHBHO

cTpaTHdHUHpaHU.

OCHOBHHAT aHaNW3 Ha NAUMEHTHTE ¢ Hal-TeXKa TMNPOTEHHYpHA (YacTTa oOT NaUHEHTH
MpeKICBPEMEHHO OTCTPaHEHA MOpagM NPCAMMCTBATA MpPH rpynata Ha paMuMnpuiI) foKassa, ue
cpelHaTa 4ecToTa Ha BiowaeaHe Ha CI'd 3a mecew € MNO-HHCKA NMPH PaMHIDHA, OTKOITKOTO MpPH
mnauedo; -0,54 (0,66) cnipamo -0,88 (1,03) ml/min/mecen, p = 0,038. BeTperpynosara painika € 0,34
[0,03-0,65] 3a mecen, ¥ okono 4 ml/min‘roauna; 23,1% OT nalMeHTHTe B rpynara Ha paMuUnNpui
NOCTUraT KOMOHHMpAHMTe BTOPHYHH KpallHH TOYKM Ha YIBOABAHE KOHUCHTPAUMATA HA H3XOAHHA
CEPYMEH KPEaTHHHH W/ TepMUHanHA ObOpeuHa HEAOCTAThYHOCT (HEOOXOANMOCT OT AHaNW3a WK
OB0OpeuHa TpaHcIUTAHTALMA) cnpaMo 45,5 % B rpynara Ha nnauebo (p = 0,02).

Heoting 6roxkaoa Ha perun-anzuomenzun-ardocmeposioeama cucmema (PAAC)

Jlse roneMH panpoMu3MpaHn kouTponupaHd npoyuBaHus — ONTARGET (ONgeing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial — Tekymo rnobanHo u3nuTBaHe 3a
KpalHH{ TOYKHW Ha TEJIMHCAPTaH, CAMOCTOATENTHO W B koMOHHauua ¢ pamunpun) ¥ VA NEPHRON-D
(KnHHHYHO npoydBaHe, CBbp3aHO C pasBUTHE Ha HedponarHs npH a4adeT, NpPOBEAESHO OT
MHHHCTEPCTBO MO BBIPOCHTE Ha BeTepaHHTE) — npoyyvsar ynotpebara Ha kombuHaumata ot ACE
MHXHOKTOP K aHrHoTeH3uH I peuentopen dnokep.

ONTARGET e npoy4yBaHe, NMpOBEACHO MNpPH MalHEeHTH ¢ aHaMHesa 3a CBpPAEYHO-CHIOBA HIH
MO3BbYHOCHAOBA OonecT, Wnu 3axaped Avaber THN 2, NPUMAPYXREHH C [OAHHH 3a YBPEXKAAHE Ha
edexropun opraun. VA NEPHRON-D e npoyuysade npd MauMEHTH CbC 3axapeH AHaOeT THM 2 H
nuaberHa HedponaTus.

Te3n npoyyBaHMA HE MOKA3BAT 3HayuM OnaronpuaTeH eexT BbpXY OBOpeuHHTE WHUIH CBHPACYHO-
CRAOBHTE TOCNEAHLIM W CMBPTHOCT, KaTO CBUIEBPEMEHHO ca HaOMAaBaHH MOBHILEH PHCK OT
XHNEPKATHEMHSA, OCTPO YBpexaaHe Ha ObOpeudTe WM XHNOTOHHA B CPaBHEHHE ¢ MOHOTEpAIUATA.
Karo ce umaT npeasua cxoaHute UM GapMakOaHHAMHUYHH CBOWCTBA, TE€3H PE3YNTaTH Ca NMPUIKNMHU
u 3a Apyrd ACE HHXUOMTOPH K aHrHoTeH3HH 11 peuenropHu GiokepH.

ACE unxubutopu M aHrnorensuH Il peuernrropHu 6naoxepu cnenopaTenyo He TpAdBa Ja ce W3nea3BaT
elHOBpPEMEHHO NMPU nalueHTH ¢ nuaberHa HedponaTu.

ALTITUDE (KiMHHYHO npoy4BaHe, MPOBEAEHO C AIHCKHPEH MPH NALUMEHTHU ChC 3aXapeH aHader Tun
2 ¢ U3N0J3BaHe Ha ChPIAECYHO-CHAOBH M OBbOpeuHH 3abOniBaHMA KATO KpaiHH TOYKH) € NpOyvBaHe,
npeaHa3Ha4YeHo Aa H3cJieIBa Non3ara oT A00aBAHETO Ha ANHCKHPEH KbM CTaHaapTHa Tepanus ¢ ACE
UHXHOGUTOP WIH aHrHOTeH3uH I peuentopeH Onokep NpH NALMEHTH CbC 3axapeH AMAbET THR 2 #
XxpoHuuHo ObOpeyHo 3abonsBaHe, ChbpAedHO-CHAOCBC 3alonABaHe WM W Asere. TlpoyusaHeTo €
NpexpaTeHo MNpeKACBpeMEHHO NOpajd NOBWIIEH PUCK OT HeONMaronpvATHH mocneanuH. Kakro
CBhPASYHO-ChAOBATA CMBLPT, Taka W UHCYJITBT €& NO-4€CTH B rpynara Ha alHCKHPEH, OTKOJIKOTO B
nnaue6o-rpynara, a NpeACTABNABALINTE HHTEPEC HeXelaHH CbOHTHA H CEPHO3HM HEXENaHH ChOHTHA
(xunepkanneMna, XuNoroHuMs u OuOpeuHa auchyHkuMA) ce cnobuiasar no-4ecTo B rpynara Ha
ANHCKYPEH, OTKONKOTO B rpynara Ha miaucto.

Bropuuna npOGUNAKTHKE CNIER OCThP MHOKADAEH nHapkT

HanuteaHe AIRE Bimousa noseue ot 2000 naudeHTH ¢ npeXoAHW/NEPCUCTUpALUM KIWHHYHU
NpH3HALIH Ha CHPAEYHa HEAOCTATRYHOCT CJiedl AoKa3aH MHOKapaeH HHpapxkT. JleyeHHeTo ¢ paMHITPHII
¢ s3anoynato 3 mo 10 aHm cnen ocTpHs MHOKapaeH HHGapKT. ManuTaanero nokasea, 4ye cnell CpeaHo
BpEMe Ha NMpocleaaBaHe OT 15 mecena, CMBPTHOCTTA NPH MALUNEHTHTE, JIEKYBAaHM C paMHnpui, € 16,9

MMOHKMKABAHE HA OTHOCHTENHHA pHcK € 27% (95% CI [11-40%]).
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[TleqguaTpuyHa MOMynanus

B panaoMu3npaHo, ABoHHO ciiano, wiauebo KOHTPOAHMpPAHO KIMHHYHO MpOoYy4BaHe, BKAKUBao 244
MEAMATPHUHH MALMEHTU C XuneproHua (73% c mppBHYHAa XHNEPTOHHUSR), HA Bb3pacT 6-16 roamHm,
NMalWeHTHTE ca NOMYYHIIH HUCKA 1034, CpEeAHa 033 WM BHCOKa J03a PaMHMIIpMA, 32 NOCTHraHe Ha
[1a3MEHH KOHLEHTPAlMH Ha paMHIPHIAT, OTMOBapALUM Ha NO30BUA QHANA30H 3a Bb3PacTHH oT 1,25
mg, 5 mg u 20 mg BB3 OCHOBA Ha TENECHOTO Terno. B kpas Ha YeTBbPTATa CEAMULIA, PAMMIIPHI € Ol
Hee(EKTUBEH 3a MMOCTHraHE Ha KpalHara 1Lien, 33 HaMANABAHE HA CHCTOMIHOTO KPBbBHO HandraHe, HO
npu Hali-BMCOKaTa [03a MOHWXKABA AHACTONHOTO Hasurade. [Ip aena ¢ noTebpacHa XMNEPTOHNUS, NPH
CpeAHH H BHCOKH A03H PaMHNpPWI, MOKa3Ba SHAYHTETHO NOHHIKABAHE HA AWACTOJNHOTO M CHCTOJTHOTO

KPBBHO HaNATaHeE,

To3u edexr He e Habmonasan B 4 CCOMHYHO, C MOBHILABAHE Ha N03aTa, PaHNOMHU3NPaHO, ABOHHO
CNANO, OTHEMAIUO M3NHTBaHE mpH 218 neauaTpHYHH MALUMCHTH Ha BB3pacT 6-16 roaunm (75% c
TbPBHYHA XUIEPTOHHMA), KbJAETO H AWACTOJNHO, H CHCTONHO KPBBHO HAIAraHE <a ACMOHCTpHpanNH
cnabo, HO He CTATHCTHYECKH 3HAYHMO, BPbLUAHE KbM HAYATHOTO HHBO, ITPH BCHUKHTE TPH H3NHTBAHH
1030BH HHBA (HMcKa no3a (0,625 mg — 2,5 mg) nnu BHcoka 103a (5 mg — 20 mg) pamunpun Ha 6aza
Terno. PAMMITPHA HE € noKa3an JIMHEEH J030B OTrOBOp NPH W3NWTBAHATA NEAWATPHYHA NMOMYyNaLHAa.

5.2. QapMaKOKHHETHYHH CBOHCTBA

Abcopbyusn
Cnex nepopanHo MpUnoXeHHe paMunpui ce abcopdupa OBp30 B CTOMAIIHO-UYPEBHKHA TPAKT. MHKOBA

Mmna3MeHa KOHLIEHTpPalMA Ha paMHIIpHn C€ A0cTMra B pamkute Ha | uac. Bb3 ocHoBa Ha
Bb3CTAHOBABAHE B YpHHaTa, cTeneHTa Ha abcopbumsa € noHe 56% MW He ce noBAHABA 3HAYHMO OT
NMPHCBCTBHETO HAa XpaHA B CTOMAILHO-YPEBHHA TPAaKT. BHOHAAM4YHOCTTA Ha AKTUBHUA METabOMMT
PaMHIIPHJAT cllie]l NEpOpPATHO NpUOKEHHE Ha 2,5 mg n 5 mg paMunpun € 45%. [lnkosa miazMeHa
KOHLUEHTPALIMA Ha PAMHIIPIWIAT, €JHHCTBCHHS aKTUBEH MeTabONUT Ha paMHNpUI, ce NoCcTHra 2-4 uaca
clenq mpHeMa Ha paMunpui. CTalUMOHAPHUTE IUTA3MEHH KOHLIEHTPAailHH Ha paMHNOPHIAT Chen
MpUNarane BeHbX AHEBHO HA 00NYANHU A03M PAMHIIPHA C€ JOCTUTAT e OKONO 4 HH JIeUeHHe.

Pasnpedenerue
CrBp3BaHETO C MNA3MEHHTE NPOTEHHHM Ha paMHNpHi e okono 73%, a ToBa Ha paMHNpiIaT oKommo 36%.

buompancdopmayus
PaMunpyn nouTH HambiAHO ce Merabonusupa [0 paMMNpUnaT 4 10 AMKETONHNEPasHHOB ecTep,
AMKETOMHIIEPA3HHOEA KUCEJTHHA W TVIFOKYPOHMAUTE Ha PAMHIPHIT H PAMHINPHIAT.

Enumunupaue

Exckpeuusara Ha MeTaboNHTUTE e npeauMHO OhOpeuHa. [InasMeHaTa KOHUEHTPAUHA HA paMHNpHNaT
HaMansapa no nonndazos HauuH. [Nopagn HETOROTO CUNHO, HacHwauo cebp3Bade ¢ ACE v 6aBHOTO
pazfensHe OT €H3MMa, PAMHIIPUIAT NT0Ka3Ba YAWDKEHAa TEPMHHANHA €IHMHHALIHOHHA (a3a NpH MHOTO
HUCKH IN1a3MEHH KOHLIEHTpaLHHK.

Cnen MHOTOKPATHO MpUiaraHe Ha A03M paMUITPHI, BEAHDBK AHEBHO, ¢(PEKTHBHHUAT TMONYXKHBOT Ha
pamunpunar ¢ 13-17 vaca 3a a03u ot 5-10 mg ¥ no-oeTBr 3a NO-HUCKHTE A03M 1,25-2,5 mg. Tasu
palnyKa € CBbP3aHa ¢ KanalMTeTa 3a HacHILaHe Ha eH3MMa 4pe3 CBEP3BAHE ¢ PAMHUIIPUNAT.

EaxokpaTHa nepopanHa 103a paMWNPHJ [apa HEOTKPUBAEMO HHBO Ha PaMHMNpWI H HETOBHTE
MeTaboautTH B kbpMara. Obaue edeKTbT IPH MHOMOKPATHO NMPUNAraHe € HEH3BECTEH.

[TauueHTH ¢ 6B6peunH0 yepexaaHe (BX. Touka 4.2)
BrOpeunaTa eKCKpeUHsS Ha paMHUNPHIAT € HaManieHa MpH NTauMeHTH ¢ HapyweHa 6b6peuna QyHknua,
H O6BOpeUHHAT KIMPBHC Ha PAMHIPHIAT € NPOMOPLHOHANHO CBBP3aH ¢ KPEATHHHHOBUA KJIHPDBHC,
Tosa BOAH N0 NOBHILCHA TUIA3MEHA KOHUCHTPALHA HAa pPAMHIIPUNAT, KOATO HaMansBa No-0aBHO,
OTKONKOTO NPH HHOAHBUAH ¢ HOpMaTHa OROpeYna y HKLHUA.

MMaupenTH ¢ yepHoapoOHO YRpexaaHe (B, To4ka 4.2)
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I1pu naukeHTH ¢ HapyilueHa YepHoApodHa GyHKUHA METAOOIIH3HPAHETO HA PAMKIIPHIT A0 PAMHIIPHIAT
¢ 3a0aBeHO Mopagd HamaneHaTa aKTHMBHOCT Ha 4YepPHOAPOOHMTE ecTepas# M MNa3MEHHTE HHBA Ha
pPaMHIIPWA MPH Te3W NAUMEHTH ca NOBMIIEHH. [IMKOBUTE KOHLEHTpALMH HA PAMHMPHJIAT NPW Te3H
napeHTy o0ave He ¢ pa3NvyaBaT OT HaOMOAaBAHHTE NPH HHIMBUAM C HOpPManiHa 4YepHOIpoOHa

¢y HKLMA.

Kvpmene
EnHokpaTHa 10332 PaMHIIPHN NEPOPATHO HE BOJH 10 OTKPHBAHE HA PAMHMIMPHI H HErOBHA METAbONNT B
MalfuMHOTO MIIAKO. Bbnpekn ToBa eexTbT Ha HAKOJIKO I03H He € H3BECTEH.

l{eouampuuna nonyaayus

(DapMaKOKHHETUYHHAT npodun Ha paMUnpui € 0w u3cneasadH npd 30 neaMaTpHYHH RALHCHTH C
XMIIEPTOHMA, Ha Bb3pacT 2-16 roauuy, ¢ Ternto > 10 kg. Cnea aosu ot 0,05 no 0,2 mg/kg, paMunpun
&bpP30 U MHTEH3UBHO Ce € MeTabonu3Hpan 40 paMHNpHIaT. MakCHManHH NnasMeHd KOHLIEHTpaLUHH Ha
pPaMHMPHIAT Ca Bb3HUKHAIM B paMKUTE Ha 2-3 waca. KnHbpbHCa Ha paMHNIPHIAT € OHA THCHO CBbp3aH
¢ OHEBHUKA Ha TenecHoTo terno (p< 0.01), cuio u ¢ aozara (p< 0.001). Knupprehca u obema Ha
pasnpeaeNieHHe C€ YBEJTHYABAT ¢ YBEJIMMaBaHe HAa BL3paAcTTa Ha [ellara BLE BCAKa J030B2 rpyna.
Ho3zara ot 0,05 mg/kg npH Aelia AOCTHra HHBa Ha €KCNO3HMUMA CPaBHUMH C TE3H INPH Bb3PACTHH
NeKyBaHH ¢ paMunpuit 5 mg. Jlosara ot 0,2 mg/kg npu neua BoaH A0 HUBA HA €KCTIOIMLIMA T10-BUCOKH
OT MaKCHMAITHaTa MpenopbuuTeIHa AHeBHA 8033 o1 1) mg NpH BB3pacTHH.

5.3. IlpeaxkNHHHYHH XaMHM 3a 6€30NMacHOCT

[TepopanHOTO NPUIOKEHHE HA PAMHIIPHII HE MOKA3Ra 0CTPa TOKCHYHOCT NpPH rPH3aul M KydeTa.
[TpoyuBaHns, BKIIOYBALIH [IPOIBLKHTENIHO MNEPOPATHO NPANOKEHHE, ¢a NPOBCKIAHH MNPU TUTBXOBE,
KyuyeTa H MaiMyHH. [IpOMEHH B M1a3MEHHTE eNEKTPONIMTH H KPBBHATA KapTHHA €4 YCTAHOBEHU M NpH
TPHTE BHIA.

[Tpy kyweta M MaliMyHu npH AHeBHHM 1o3u ot 250 mg/kg/neH € HabAlOAaBaHO 3HAYHTEIHO
yrojeMspaHe Ha IOKCTarnoMepy/iapHuMA anapar BciieAcTBHE (papMakoavHaMuyHATa aKTHBHOCT Ha
paMunpun. IlrbxoBe, Ky4yeta W MAMYHHM [OHAacAT IOHEBHH 103H CBHOTBETHO OT 2, 2,5 H 8
mg/kg/nHeBHo 6e3 BpeaHu edextn. Heobpatnmo 6BOpeuHo yBpexaaHe € HabmoaaBaHoO NMPH MHOTO
MJ1aY TUTBXOBE, NMOMYYHAN €IHOKPATHa A03a paMHIIpHIL.

H3nuTBanuATa 3a penpOIyKTHBHA TOKCUYHOCT MPH TUTbXOBE, 3aiUH H MAHMyHH He IOKasBar
TePaTOreHHH CBOACTBA.

QepTIWIHTETHT HE €€ NOBNHABA HHTO NMPH MBXKKH, HHTO MPH JKCHCKH TUTBXOBE.

[TpunaraHeTo Ha PaMUIIPWI BBPXY JKEHCKH IUTBXOBE MO BpEeME Ha (PETATHHA MEPHOIL M NAKTALMATA
NMpHYHHABA HeoOpaTiMo ObOpeuHo yBpeaaHe (Iunaralus Ha 6BOpeUHoTOo JIereHye) B MOTOMCTBOTO
NpU JHEBHH A03H oT 50 mg/kg TenecHo Terao UWiK no-eHCOKH.

PasiivpeHo #3cnenBaHe 2a MyTAr¢HHOCT, Ype3 M3MON3BaHE HA HAKOJKO CHCTEMH 3a M3CNe/BaHe, HE
MOKa3Ba, ue paMHUNpPHI NTPHTEKABA MYTAar¢HHH WX MEeHOTOKCHYHH CBOHCTBA.

6. ®APMALEBTHYHH JAHHH

6.1. ChnHCBK HA NOMOMIHHTE BEllecTBA

Jlaxro3a 6e3ronqHa

I'muueponos aubexeHar

Harpuer HHILECTEH IIHKOJIAT

Hatpuer creapungymapar

XKenezen okcua uepsek E712 (camo B Tabnerku 5 mg)
6.2. HecbBMeCTHMOCTH

He ca nzpecTHu.

6.3. Cpok Ha roaHocrt
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Kapautdpenn 5 mg — 3 roavHM.
Kapangpenn 10 mg — 2 rouuH.

6.4. CneuHanHH YCJIOBHA HA CHXPAHEHHE

Jla ce chXpaHABa NpH TeMnepartypa noa 25° C.
Jla ce CbXpaHABa B OPHTHHAITHATA ONAaKOBKa, 3a Aa <€ npeanasu oT Baara.

6.5. Buanu cpabPKaHHE HA ONTAKOBKATA

Kapaudpena 5 mg tabnerku n Kapaudppena 10 mg tabmeTku ca ONakoBaHH B ONHCTEPH OT
PVC/PVDC/anymunueBo §0JIHO, MOCTABEHK B KAPTOHEHA KYTHA C NEYaTHH CHMBOJIH.

Bcaka kyTHa cpabpka 30 Tabnerxm.

6.6. CreuHanHu NpeanaIHH MepKH NpH HIXBLPJIAHE

Hama cnetuaiii H3INCKBaHUA.

7. TIPUTEXATEJI HA PAJPELIEHHETO 3A YIIOTPEBA:
nHdaitkagapMa BucokokauectBeHurte Jlekaperea” Al

6vn.” I'. M. InMutpos™ Ne 1,

rp. Codma 1172, brarapus

8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA

Cardifriend 5 mg tablets — Per. Ne 20100603
Cardifriend 10 mg tablets — Per. Ne 20100604

9., HJATA HA IIBPBO PA3IPEIHABAHEMOAHOBABAHE HA PA3PEINEHHETO 3A
YIIOTPEBA

29.09.2010

10. JATA HA AKTYAJIUZUPAHE HA TEKCTA

AEgrycr, 2025
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