KPATKA XAPAKTEPHCTHUKA HA IPOAYKTA
1. HMMEHAJEKAPCTBEHMS IPOJYKT >l nEie v

AMJIOTATTH BUO®APM 5 mg tatreTsu e o R LOEOTE
AMLODIPINE BIOPHARM 5 mg tablets L DL I

2. . KAYECTBEH ¥ KOJIMYECTBEH CHCTAB SN IR A e ‘J

Besika Tabnetka cpapprka amnoaunuuos Oesunat (amlodipine besilate) exkBuBanesTeH Ha 5 mg
AMJIOIUTTHH.
3a ThJIHKMS CITUCHK HA TIOMOUIHMTE BEIIECTBA, BUXTE TO4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnetka. |

TabaerkuTe ca Hean, KpbIiiH, JBOWHOHIITBKHANM ¢ A/IMTENHA YepTa OT €4HaTa cTpaHa.
JlenurenHaTa 4€pTa € OpeaHazHaueHa 3a NO-ASCHO NOTThiade Ha TalneTKaTa.

4. KJHMHUYHHA TAHHHA
4.1. TepaneBTHYHH NOKAIAHHSA

- Xunepmonusn

AMITOTUITHMH BHUO®APM ce npuiiara KaTo CpefiCTBO Ha MBPBH H300p NIPH JIeYEHHE Ha
XATCPTOHUA M MOIKE d C€ U3TQIRRA CAMOCTOATENHO 38 KORTPON Ha KpBBHOTO Hansrane. lipu
NaUMEHTH, TIPY KOUTO HE C€ IIOCTHIa afeKBaTeH KOHTPO IIPH CAMOCTOSTENHO ITPUIOKECHHE, C€
IIPUITara B KOMOMHALMA ¢ THASHMIHH IWypeTUlM, anda OnokepH, Oera Ookepu i ACE-
UHXHOHUTOPH.

-XPORUYHA CIAOWIHA CIMEHOKAPOUA

AMIIOJIMIINMH BHUO®APM e cpencteo Ha u30op TMpH JIeYeHUE Ha UCXEMUA HA MHOKapaa, AbJDKalia
C€ Ha [IOCTOAHHA OOCTPYKIMA (CTAOHIHA aHIHHA) WK Ba3ociasbM (aHrHHa Ha Prinzmetal v

BApHAHTHA AHTWHA) Ha KopoHapHuTe cbaose. AMIIOIHIIMH BHO®APM ce npunara ¢caMOCTOATEITHO
KATO MOHOTEPANHA WA B KOMOHHALMA ¢ APYTH aHTHAHTHHOIHHU MPOAYKTH TIPH NALUMEHTH ChC
CTEHOKapaus pedpakTepHa Ha HUTPATH H/UIM aieKBaTHH 10o3u Oeta DIIoKepH.

4.2.1030pOBKA H HAMHH HA APHJI0KEeHHE

(O0HualiHaTa HaYasiHa /1032 TIpH XHNEPTOHUA H CTEHOKAPIXA € 5 Mg BEAHDBK JHEBHO, KaTO 1034aTa Ce
yBe/inyapa 10 MakcuMalnHo 10 mg criopes HHAUBUAYATHOTO FMOBJIMABAHE HA TTAIUCHTA.

ITpu KOMOHHHPAHO NMPHIOKEHHE C THA3HIHH AXYpeTHLH, Oeta Gnokepu 1 ACE- unxuburopu He ce
HANara MpoMsHa B J03aTa HA aMITOUITHH.

lIpunooicenue npu nayuenmu 6 HANPEOHANA 6b3PACH
IIpenopnusa ce HopmalieH 10308 pexkum. AMJIOJTATITUH BUOPAPM B €AHH K CBIIIH J03M CE
TIOHAcA JIoOpe OT MIaZd U Bb3PACTHU MAlHEHTH.

Hpuroncenue npu oeya
Heua ¢ xunepronus oT 6 10 17 roguinHa Bb3pacT, L
[TpenopbyKTEHATA /1034 OPH MEAHATPUYHM NALMEHTH Ha Bb3pact 6-17 rozmﬂre @?&lﬁ@ ;70
¢AHOKpaTHO IHEBHO KAaTC HAaualiHa J03a, THTPUPaHa B MOC/AeACTBHE 10 5 M gegﬁoxpg;yb i} a‘,
aKo He C€ JOCTHTHE »EJIaHOTO KPBBHO HaaArage cied 4 ceaMaLu. Jlozu Ha;{ é mg, I;H*Bﬁ'
POYYBAHH MPH TEAHATPHIHA NALUHEHTH. EGEKTHT Ha AMIOAHITHH BBPXY | AT e 2
MAUMEHTH oA 6 TOAMHN He € H3BECTEH. i 5




Ilpunocowcenue npu napyuwena veproopooHa QyHKyus
Bukre Touka 4.4. CienHaiHy OpeayIpeKIeHis U criefdanti pena3sHyi MepKH npu ynorpeda.

[Ipunoocenue npu 6GvOpeyna HeOOCAMbYHOCM

AMIIOJHUIIMH BUODAPM ce npuiara rpH TAKHBA MAalHEHTH B HOpMaNHU a034. [IpoMeHHTE B
[JIA3MEHHTE KOHICHTPALIMK He CHOTRETCTBAT Ha CTeneHTa HA Ob0peyHOTO yBpEK1aHe.
AMJITIOIHUITHMH BHOMAPM He noajie)H Ha THATH3A.

4,3. IIporuBonokazaHus

AMIJIOJIUIIAH BHOPAPM e npoTHBONOKAa3aH NPH:

-MALMEHTH € TTIOIHATA CRPBXUYBCTBUTENHOCT KbM aMIIOIUITHH HIIM KBM HAKOE OT NOMOILIHHTE
BELUECTRA;

-TEXXKA XHIIOTOHHNA;

-IIOK (BKJTFOUMTEHO KapAHOICHEH LIOK);

-00CTpYKLIMA Ha M3X0[a Ha JIABATA KaMepa { BUCOKOCTEIIeHHA a0pTHA CTeHOo3a);
-XEMOJAMHAMHYHO HecTaOMIHa ChpASYHA HEIOCTATHYHOCT C/e/l OCTEP MMOKAapAcH HH(ApPKT.

4.4. Crnen#a/IHH IpeIynpPeXACHANA U NpeaANa3zHH MepKH NPH ynorpeda

Ipunooicenue npu 60IHU CHC CHPOCHHA HEOOCMAMBYHOCN

Hayuenmu cve cvpoeyna HedoCmamsyrHocm mpanea 0a HvOam NeKy8aHu ¢ GHUMAHUE.

B aearocpouHo mianebo-KOHTPOAUpPaHO KITHHMYHO npoy4eaHe (PRAISE-2) npunoxeHueTo Ha
aMJIOAMIIVH TIpH OONHYU Cbe ¢hpAeuHa HenocraTeyHocT Kiac 111 v 1V o NYHA ¢ HencxeMuuHa
eTHOJIOTHS, JICUEHHETO C aMJIOJHITHH € CRBP3aHO ¢ MOBHIIIEHA HECTOTa Ha OenoapobeH OTOK,
HE3ABMCHMO OT JIUTICA HA 3HAa4YHMa Pas/iHKa B UECTOTATa Ha BJIOIIABAHE HAa ChpAEYHAaTa
HeIOCTATHYHOCT B CpaBHEHHE ¢ IL1anebo (BUXKTE TOuka 5.1) '

IIpunooicenue npu nayuenmu ¢ yepeoena 4epnoopobHa QyHKyus

ITpu natreHTH ¢ YBpeieHa YepHoApoOHa PYHKIIUS MTASMECHHAT TIOMYKHBOT Ha AMIIOJUITHH Ce
yubkasa. [lpu TakuBa naliieHTH NPHWIMKEHHUETO Ha aMJIOJWIIHH TpAOBa Ja CTaBa ¢ MOBHUIICHO
BHUMAHHE,

Hpunoodicenue npu nayuenmu 8 HaNPeOHaRa 6b3Pacm
[ToBUIIaBaHe Ha /103aTa IIPH NAUMEHTH B HaripeHana eb3pacT TpAdBa a ce U3BBLPIIBA ¢
BHMMAaHME { BIDKTE TOUKa 5.2)

Hpunoocernue npu Ovbpeuna HeGoCMamvUHOCH

[1pH TakHBa NaUKUEHTH aMIIOUITHH MOXE Aa CE Mpuiiara B HopManau Ao3u. lIpomMernre 8
IA3MEHHTE KOHLIEHTPALMH HA aMJIOJMIIHH He KOPEJIHpaT ¢hC CTelleHTa Ha OBOpeYHOTO
yBpeXKIaHe. AMITOAUTIMH HE C¢ AVAJIM3Hpa.

4.5. BzammopeiticTBHe ¢ ApYrH J€KAPCTBEHHA NPOAYKTH H APYIrH GOpMH HA
B3aUMOJEHCTBHE

YnoTpebara Ha aMAOIUITHH ChC COK OT IPEHNQPYT HE C€ NPENopbYBa, ThbH KATO NPU HAKOH
MaNHAEHTH OHOHANIHYHOCTTA MOJKE 1A C€ MTOBUIIM U TOBA J1a AOBEE 10 3aCHIBAHE Ha
XUIOTCH3UBHHA €(deKT.

Edpexmu na opyeu nexapcmeernu npoOyKmu 8bpxy amioounuH g L"‘m
CYP3A4 wuxuburopu: Ilpu emnoepemenno npunoxkenue ¢ CYP3A4 unxud "'$c;@m1r~p;?§
CPHTPOMHIIHMH NPH MJIaay NALWCHTH U JHIITHA3EM MMPH NMAHeHTH B Hanpg” HaH "“ —’f
NJa3MEHUTE KOHIEHTPALMH Ha aMIIOJIHITUH C€ NOBHIIABAT CHOTBETHO C 7 $ S{}"

3HAYUMOCT Ha T€3H JAHHHU HE € U3ACHeHa. He Moke na ce W3KIIIoYH BLSMO“:@L{ dréTI‘ ‘tﬁﬂﬂﬂjre -
uuxuduropu Ha CYP3 A4 (kexoKoHA301I, HTpaKOHason,pHmHaBHp) jar I ﬁ ‘

T



Ia C€ M3MOI3BA C BHUMaHKE Npu eTHoBpeMerHo Tipuamkenre ¢ CYP3 A4 nuxuburopu. [ocera He
¢a ChOOIaBaHH HEXKETaH! JICKAPCTBEHH PeakiiiH, CBbp3aHH ¢ TaKOBa B3aHMOJEHCTBHE,

CYP3A4 unayxropu: Hama HATMUHM gaHHM, oTHAcAUIM ce 0o edexta Ha CYP3 A4 ungykroph
BEPXY aMAOAUNHH. EnroBpeHeHHaTa ynorpeda ¢ TakuBa HHAYKTOPH KaTo PUPAMITHIMHE, YXbAT
KAHTapUOH , MOJKE J12 TIOBHIITH M1A3MEHATA KOHIIEHTPAITHA Ha AMIOAMIIHH, AMIOJUIIMH TpAOBa 1a
ce u3noa3Ba ¢ BHUMaHue ¢ CYP3A4 unuaykTopu.

Eghexmu na amnoounun 8vpxy Opyeu Jekapcmaen npooyKmu

EdekTHTe BbpXY MOHMKABAHE HA aPTEPHANHOTO HAJBAAHE Ha aMJIOJMIHA ¢e 100aRAT KBM TE3H
Ha ApPYTH AaHTHXHUTIEPTEH3UBHH JEKAPCTRBCHH NMPOAYKTH. IIpH KIMHHYHH NPOYUBaHKUA € OKAa3aHOo,
e aMIOJUITHHA HE MOBMHABA PapMAKOKMHCTHKATA HA aTOPBACTaTHH, AHTOKCHH, €TaHOI,
gap(papyH, HUKJIOCIOPHH.

AMIIOIMINH HE HOBIHSIBa 1aDOpaTOPHUTE TECTOBE.

IIpeonasnu mepxu npu ynompeba

TpuMeTOIPHM HIH KOMOHHALHATA ¢ (PHKCHPAHH JI03H TPHMETONPHM H CYJI(PaMeTOKCa3011
(KO-TPHMOKCA30]I):

[Torumena yecTOTa HA XUOEPKATHEMus ce HaOJIko1aBa Ipyu NanueHTy, npaemaiu ACE
HHXHOATOPH H TPHMETOIIPHM HJIM KOMOHHANMATA ¢ GQUKCHPAHH JO3H TPHMETONPHM H
CynpaMeTOKCa30I (KO-TPHMOKCA30I).

[IoBHICH PHCK OT QHTHOEAEM € BE3MOXKEH NPH [TAUCHTH, IPUEMAIIH CHIBTCTRAUIN
nexkapcTna, karo mTOR uHXubuTOpH (HaIpHMEP TEMCHPOIHMYC, €BEPONIMMYC,
CHPOJIUMYC).

[Ipu 3anmovBaHe HA JICYCHUE CE U3UCKBA MOBUILICHO BHUMAHKE.

[IpH eqHOBpEMEHHO IMPHIOKEHHE ¢ aMITOIUAIINH CHINECTBYBA PUCK OT IOBHUIIIABAHE HA
HHABATa Ha TAKPOJIAMYC B KPBBTA. 32 jJa ce n30erne npossa Ha TOKCHYHOCT OT CTpaHa Ha
TaKpPOJIUMYC, IPUIOKESHUETO HA aMIIOAUIIMH [IPH HalMEHTH, JICKYBAHH C TAKPOIHMYC,
M3HMCKBa KOHTPOJI HA HUBATA HA TAKPOJIAMYC B KPHLBTA U KOPEKIIHA Ha 103aTa Ha
TAKPOIHMYC, aK0O € HE0OX0AUMO.

KnapurpomuupH € uaxubutop Ha CYP3 A4, CpluecTBYBa IIOBHIICH PUCK OT XUIIOTOHHUA
[IPH HAlKCHTHU, IIPUEMAalld KIIAPUTPOMHAIIMH ¢ aMIIOAHIuH. lIpenopeyuBa ce BHUMAaTEIHO
HaOIIOIeHHe Ha TTAHEHTHTE, IIPA ¢ THOBPEMEHHO TIPHUIOKCHHE Ha aMIIOIHITHH ©
KJIapUTPOMHUIIHH.

4.6. DepTUHIHTET, OPEMEHHOCT B KhPMEHE
[MTpunoxkennero Ha AMJIOJTUITHH BUOPAPM no epeme Ha OpeMEHHOCT U KBPMEHE He €a
YCTaHOBECHH. B penponykTHBHM €KCIepUMEHTAITHM NPOYUBaHUS IIPH IUTbXOBE aMJIOJUITHH B JO3H
OKOJI0 50 METH MO-BHCOKH OT MAKCHMAJIHO MPENOPBHYBAHKMTE MPH YOBEKA € T10Ka3aNl IPEHOCBAHe H
YABIKABAHE HA POJOBHS IIPOLIEC.

Oe3onacHa anTepHATHEA H KOTraTo 3ab0JIABaHETO CaMO Mo cede ¢H HOCH No- rommr’ E{WW;‘
MaHKkaTa W moja. ,'.:‘; e, GJ)‘
Hama nanau gany aMIoqunvH NpeMUHaBa B KbpMAaTa, 1I0pajH KOeTo ce npégmpﬁqga‘ﬁpgm_

Ha kbpMeHeTo npH Aeuenue ¢ AMJIO/IMITMH BUODAPM. : E’-:' { *th %
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4.7, Edexrn Bopxy enocodnocrTa 3a modpupade H padora ¢ MAIMHHH

AMJIOTHAITHH MOKe [a 0Ka3Ba ciad 1o yMepeH edekT BEPXY CIOCOOHOCTTA M paloTa ¢ MaliHHH,
AKO nauMeHTHTe, 0TyYaBaly aMIOANIHH UMAT OTIaKBaHWA OT 3aMaiiBane, riapoGosiie, ymopa
WY FajieHe, criocoOHOCTTA Ja pearupar MOXKeE Ja Ob/ie HapyllcHa. |

4.8. HexenaHn JeKapCTBEHH PeAKIMH

CrieIHUTE HEXeJIaHH JIEKapCTBeHH peaKUyM ¢a HAOMI1aBaHM IPU JISYCHHE C aMITOJAHIIMH CBC
craegHaTa yecrota: Muoro dectu (>1/10); Hectu (=1/100 no <1/10); Heuectu (=1/1,000 no
<1/100); Peaxu (=1/10,000 no <1/1,000); Maoro peaku (<1/10,000) 1 ¢ HeuzBecTHA YeCTOTA (OT
HAIHYHHTE JAHHU HE MOXKE Ja ObJIe HalpaBeHa QUeHKa).

Hapywenus wa xpvema v aum@uama cucmema
MHOTO penKH: NEBKONICHHSA, TPOMOOLINTOMEHHS

Hapywenus na umynnama cucmema
Muoro peaku: anepruvdHy peaxknui

Hapywenui na memabonuzma u xpanenema
MHOT0O peKH: XHIIEPIIIHKEMHUA |

Hapyuwienus na enOOKpunnama cucmema
C HeuzpecTHA YecToTa: CHHAPOM Ha HEAACKBATHA CCKPeLMaA Ha aHTHIMYPEeTHYEH XOPMOH
(CHCAX)

Heuxuunu napyuenus
Heuectu: Ge3chHAC, IPOMCHM B HACTPOSHHUETO (BIUTFOUMTENAHO TPEBOKHOCT), ASNPECHA
Penky: oObpKaHOCT

Hapyuienus na nepsuama cucmema

UecTy: ¢HbEMMBOCT,3aMANHBAHE, THaBOOONEE (OCODCHO B HAYASIOTO Ha JIEUSHUETO)
HeyecTu: TpeMop, ZUCTB3HA, CHHKON, XUITOECTE3Hs], TapecTesms

MHoro peaky: XUNnepToHys, NeprugepHa HEBponaTHg

(C HeM3BECTHA YECTOTA: €KCTPAITMPAMUIHU HAPYIIICHHA

Hapyvuerntue na ouyume
Heuectu: 3puTeiHl HapylieHHA (BKIFOYHTETHO OHIUIONHA )

Hapywenua na yxomo u rabupunma
HeyecTH: n1yM B yuIuTe

Covpoeunu napymuenus

Heuectr: cppucbucHe

MHoro peiki: MHOKaplieH HHpAPKT, apHTMHA, (BICTFOYHTENIHO OpauKap/IHs, KaMepHa
TAXUKapAdd, OPeJICHPAHO MBIKICHE)

Cedogu HapyuieHus

YecTH: 3a4epBaBaHe Ha KOXKaTa
HevecTH: XHIIOTOHUA

MHOro penkm: BaCKyJIuT

Pecnupamoptu, 2pbOHU U MEOUQCIEHARHU HAPYULEHUR
HeudecTu: n1ucnHes
MHOro peak: Kamuia




Crmomauino-upesH Hapyuenus

YecTn: abpoMiiHanHa Oonka, rageHe

HeuecTH: noRpwillaHe, AXCIIENICUS MPOMIHA B NEPUCTAITHKATA HA YEPBATA (BKIIOUHTEIHO AHAPU
H 3aIleK), CYX0Ta B yCTara

MHOTO pedKU: HAHKPCATUT, FACTPUT, XUTIEPIUIazHa HA BEHLUHTE

Xenamo-ounuapuu HapyeHus
‘MHOro peaku; XenaTur, XbJITCHHLA, MOBUMICHH YepHOAPOOHH eH3HMH

Hapyuenus na xoxcama v HOOKONCHAMA MbKAH

Heuectd: anoneuusd, oypnypa, NpoMaHa B [1BETA HA KOXKATA, XMIIEPXHUAPO3a, IIPYPHUTYC,
OOpHE,eK3aHTEMA

Penku: anrmoenem, epureMa MyJITHGhOPME, YPTUKAPHA,EKCPOIHATHBEH JJEPMATHT, CHH/IPOM Ha
Stevens Johnson, otok Ha Quincke

Muoro penku: GOTOYYBCTRATEAHOCT

Hapywienus na myckyino-crenremuama cucmema U CbeOUHUMeAHama mvkam
YecTi: OTOK HA I'Ie3eHuTe
Heuectu:aprpanrus, MHaNTHs, MyCKY/IHH KpaMmny, DONKH B rupha

Hapyuienua na 6vbpeyume u nuxoynume nvmuya
HeuecTH: HapylleHO YPHHHpPaHE, HOUIHO YPHHHUPAHE, YBEIHUEHE YeCTOTa HA YPHHUPAHE.

Hapywenus Ha 663npou3s00umenHama Cucmema u 2epoama
HeyecTH: HMAOOTEHTHOCT, THHEKOMACTUSA

OBt HAPYULEHUR U ehermY HO MACHOMO HA NPUACIICEHHE
HecTH: oTolin, yMopa
HeuecTu: rpbaHa 60ka, acTeHud, 00IKH, Hepa3noJIoKEeHUe

4.9. [pexozupane

Cumnmonmu:

IIpuy 3HAYMTENHO NPeO3UpAHE MOXe A3 ce Habyoasa u3paseHa nepudepHa B30 MWIATAIHS U
pedekropHa Taxukapaus. Crobmasana ¢ ¥ MpoIb/DKHTENHA XHIOTOHHA 10 WOK ¢ aTtaneH
H3XO/.

Hevenue:

[MpumosKeHHeTo Jo AB4 Yaca Ha aKTHBEH BBIVICH 3HAYUTE/THO HaMaJIsiBa pe3opOLHaTa Ha
avyopunmas. CTOMaOIHATA MPOMHRKA CBIIO MOKe Aa ¢ 0T noj3a. [IpH XHNOTOHUA ¢e H3MCKBAT
AKTUBHH MEPKH 32 MOAALPKAHE Ha QYHKUMWTE Ha CHPASUHOCHAOBATA CHCTEMA-CIIEICHE Ha
LUpKY/THpalliys 00eM H Auypesara. 3a Bb3CTAHOBABAHE HA KPBBHOTO HAIATAHE U TOHYCA Ha
CBIOOBETE Ce MpHIlara aHTUXHIIOTEH3WBHM cpecTsa. [IpHnokeHHeTo Ha KalllHER MTIIOKOHAT
BEHO3HO MOJKE /14 CE€ M3MOA3Ba 3a NPeoA0/sBaHe HA edekTa OT OJIOKHPAHETO HAa KaILHEBUTE
kaHatn, AMJIOUTTUH EUODAPM ce cRBp3Ea BHB BUCOK [IPOLEHT € IUIA3MEHNTE NPOTEHHH,
JUalli3aTa HaMa Aa Opje OT noisa,

5. G®APMAKOJOTUYHA CBROUCTBA

5.1. @apmakogHHAMHYHH CBOHCTBA Sty
dapmakoTepaneBTHYHa rpyna; Kanuuesy aHTaroHHCeT; JIuXnaponupHIdHOBa rpypﬂ’ .&T@A gcp,g
CO3C AD1 TR
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AMIIOJIMITHMH BUODAPM ¢ kaniues aHTArOHUCT, KOWTO uHXxubupa TpﬁHCME?ﬁMpﬂHHﬁm o
HH(IYKC Ha KaJllUeBUTE HOHH B CHPACYHATA M ChOBATA FNaJKa MYCKYJIaTypa. " :.-9 e '_ t

Mexaau3MbT Ha aHTHXHIIEPTEH3HBHO ASHCTBHE HA aMIIOTUIIHH ¢e ABJDKY Ha gﬁmeﬂ s g
penaxkcupall eeKT BbpXY CBI0BAaTa MN1aJKka MyCcKyaaTypa. ToUHHAT MexaHu3LM,_ no 1{ i
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AMITOAMITAY O0NCKYABA CTEHOKApPAUSTA, HE © HANIBJIHO M3ACHEH, HO HAaMaJIBa 00INOTO
HaTOBapPBAHE MO CNEIHUTE JBAa HAYMHA!

- [Ipenu3puKBa AuIaTalMd Ha NIEpHGEPHATE apTEPHOIA H NO TO3W HAYHH HAMAISIBA NEPUPEPHOTO
ChIPOTHBIICHUC-CIIEHATOBAPBARETO, CPEIly KOeTO chplieTo paboTu. ChpAeuHaTa 4ecToTa 0CTaBa
cTaOMjIHA, KOETO OTOpEeMEHsIBa ChPUETO X HaMaisABa CHEPIMiHATa KOHCYMALMS M KHCIIOPOTHUTE
HY>K/IH Ha MHOKapaa.

- PasiumpsaBa KOPOHAPHHTE apTEPH H APTEPHOIH, KOETO YBENHYABA JOCTABKATA Ha KHCJIOPO IIPH
0OJIHE C KOPOHAPEH 4PTEPHAJIEH CNAa3bM H HAMAJIABA KOPOHAPHATA BA3OKOHCTPHKIINA.

Ilpy manyed T ¢ XUIIEPTOHUA OCHTYPABA TIOHHKABAHE HA KPHBHOTO HAIATaHe IIPH € AHOKPaTHO
npuiokeHue 3a 24-yacop nurepean. Hafi-manko 4 ceamuln ca HeOOXOAUMH 32 JOCTUTAHE HA
MakcuManHus edexr. [opaayn 6aBHOTO HAYAN0 HA ACHCTBHE OCTPA XMIIOTOHUA U PEPNEeKTOPHA
TaxHKapausa He ce Habmoapa. JIeueHUETO ¢ aMITOJUTIMH NPeHM3BHKBA perpecus Ha
XHNEpTPOodUATa HA JIEBaTa KAMEpa. XeMOAHHAMHYHHAT eQeKT Ha aMNOIUNHH O0CTaBa
HENIPOMEHEH NPH NPOALIKWTEIHO MPWIOKEHNE.

[TprnoxeHneTo Ha aMITOAHNMH NIPH NAUMEHTH CBbC CTEHOKApAHI YBEIIHYABa BPEMETO HA
¢r3Udecko HATOBapBaHe, BPEMETO Ha TPOBOKUpaHe HA CTCHOKAPIHHS IIPHCTHN H BPEMETO Ha
aenpecud va ST-cermenTa ¢ 1 mm M HaMalaBa Y€CTOTATA HA CTEHOKapAHHATE IPHCTHIIM.
AMJIOZTHITHH MOXKE J1a Ce TIpHara KaTo MOHOTEpAIlk WIM A2 ¢e KOMOHHHUpA ¢ OeTa DNOKepH,
anypetiiy, ACE-uaxubuTopH.

He ca yctaHoBenn MeTaboaHuTHH €peKTH, T.€. BIMAHHE BEPXY [NIa3MEHHTE JHIIHIW H TJIIOKO3HKA
MEeTAOO0NHIBEM TIPH JICUEHHE ¢ AMJTOIHUITHH.

Ipunoowenue npu nayuenmu ¢ UCXeMuyna Gorecm Ha Crpyemo

EdexTbT Ha aMNOauNIUH BEPXY 3a0071€BAEMOCTTA ¥ CMBPTHOCTTA OT ChHPACYHOCHAOBY
3a00N9BaHM, BEPXY IPOrpecHsITa HA KOPOHAPHATA aTEpPOCKIEPO3a ca [IPOYUEHH B 3 MOAHIIHO
inHAYHO npoyusane PREVENT (Prospective Randomized Evaluation of the Vascular Effects of
Norvasc Trial)

B TOoBa MYAITHUEHTPOBO, PAHAOMH3HPAHO, IBOHHO-CIIANO, NNANe00-KOHTPOIMPAHO KITMHHYHO
ApPOyYBAHE 32 TPH TOOUHH ca NpocacaeHy 825 natyeHTa ¢ aHrHorpaQCcKy JAOKa3aHH
ATCPOCKICPOTHYHY ITPOMEHH Ha KOpOHApHHATE apTephn. Tlonynanusara BKIIOYBA NALIUEHTH €
npekapad muokapacH uadapxt (MH) (45%), nepkyTraHHa TpaHcIyMeHa KOpPOHapHA
anrgorutactuka (IITKA)upenu npoyupaneTo, (42%) unu ¢ anaMHe3a 3a creHokapand (69%).
CrenenTa Ha 3acATane Ha KOPOHAPHHTE apTEPHH BapHpa OT €AHOKIOHOBO { 45% OT MalHEeHTHTE)
JI0 MHOTOKNOHOBO (TPH U Moseue cy/ia) 3acarade (21% or nauventute). [lauuentu ¢
HCKOHTPONHPaHA XUIIEPTOHKA (IHACTONHO KPBBHO HajiArade > 95 mm Hg) ca naknoueHu oT
npoyuraHero. Olenkata Ha roIieMUTE ChPAESUHOCHA0BH HHIIMASHTH € HAIPaBeHa OT eKCIIePTeH
ChBET, KOUTO HE € uMall HHDOPMALIHA 32 TOBA AaNy NaLMeHTHTE ¢a NOMYYaBaJid ChOTBETHO
AMIIOIMITHH HNH Tnale6o. BenpekH ye HaMa IeMOHCTPaTHBHH ¢EKTH BBPXY CKOPOCTTA Ha
NporpecHs HA KOPOHAPHWTE JIC3HH, aMJIOJUNHH CIIHpa MPOrpecHsTa Ha 3aAe0esapaHe Ha
HHTHMATA 4 MEeJUATA HA KapOTUAHUTE aprepui. [Ipu NauHeHTH NEKYBAHMA ¢ aMNOIUTINH, €
HabnronaraHo 3HAYHUMO HamaseHde (-3 1% ) Ha koMOuHHpaHuA NoKa3aTeN, BKIOYBALL ChPAeUHA
CMBPT, MHOKapaeH nadapkT, HHcynT, IITKA, aopTo-kopoHapeH Oaiinac, XOCMHTanu3anus 3a
HecTaOuITHA CTEHOKApAWA ¥ BIOUIABAHE HA 3aCTOWHA CHPASYHa HEAOCTATHYHOCT. UBIIO TaKa MpH
MaL{HEHTHTE, JIEKYBAHH ¢ aMJIOHITHH, C& OTYHTA 3HAYMTETHO Hamaapane (-42%) Ha
peBackynapuzauuonHure npouenypu ( IITKA u AKb). Ilo-Manko ¢a OMIH H XOCTIMTaIH3IHPAHHTE
(-33%) no noBoa Ha HecTabuiIHA CTEHOKApAWA [IPH MAUMEHTHTE HA aMJIOAMITHH, OTKOJIKOTO Ha
rnnanedo.

EdexkTHBHOCTTA HA aMJIOIHINKH B POMMNAKTURATA HA KIIMHUYHH HHUHMIECHTH NPU DALHEHTH C
HBC e oueneHa B MyJITHUEHTPOBO, PAHAOMH3HPAHO, JBOHHO-CIIANO, TUIAHEDO-KOHTPONHPAHO
npoyusane CAMELOT (Comperison of Amlodipine vs Enalapril to Limit Occurrencesof ...
Thrombosis).ITpoyupaHero sxmouBa 1991 namuenra ¢ MbC, qokazana upes aHrHg .'-rﬁ'tbaﬁ}mg% N
100pe KOHTPOJIHPaHO KPBBHO Hajiarade, HanueHTure ca paHIoMH3HPaHH KbM & @m HT0
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enanamnpun 20 mg win ananeo B NONBAHSHHE KbM CTAHAAPTHO JCUeHNE, BRI "‘ﬁa,:fug GLTIsp
(89%), cratunu (83%), Gera 6a0kepw (74%), Hurporaruepud (50%), aHTHKOAT HTH {40%)
auypetdi (32%), Ho M3KTIOUBALLIO JIpYT Kanudes Onokep. IlepuoarsT Ha npoy




roguHu. ITepeudHarTa kpaiua ues1 Ouia BpeMero A0 NBPBa 0982 Ha €JHO OT CJIEIHHUTE CHOUTUA:
XOCIUTATH3AITNS 32 CTeHOKaPIHA, KOPOHApHA PEBAcKyIapH3aliys, MHOKapIeH HH(APKT,
ChPACYHA-CHAOBA CMBPT, PECYCLUUTUPAH ChPACHUSH apecT, XOCIIHTAIH3aLKA 34 ChpAeyHa
HEIOCTAaTBYHOCT, HHCYNT/MPEXOAHO HapyIeHUe Ha MO3HUHOTO KPhBOOOPBIEHHE WIH
neprdepHa cpaosa donect. Obmo 110 (16.6%) u 151 (23.1%) nepBHYHH CHLOHTHA Ca CE MTOABHIIH
CBOTBETHO NPH IPYIIMTE HA aMJIOQAKITHH M I1anedo ¢hC CUTHUMUKAHTHO HAMANABAHE HA
OTHOCHTENHUS puck oT 31% (p= 0.003). OGio 110 (16.6%) v 136(20.2%) mppeudnn cuOHTHA ca
CE TIOSBH/IH CHOTBETHO MIPH I'PYITHTE HA aMIIOAWITMH M €HAJIATIPHT M TA3HU Pa3jidKa JOCTHTa
cratucTidecka 3HadyuMocT (p= 0.097). OcHopHUTE pe3ynTaTy 3a ¢PEKTHBHOCTTA OT NCUEHHETO Ca
npegcTaseny B Tabn.1. Pesyiararnre nokasear, 4e JIeUSHHETO ¢ aMIIOAHITHH € CBBP3aHO ¢ I10-
MAJIKO XOCTIMTATH3AIHNH 38 CTEHOKAPAHA H NPOLIEAYPHU 32 PERACKYIApU3AUMA MPU MAUHEHTH C

HBC.

Ta6.1 Yecrora HA 3HAYHMUTE KTUHWYHA ¢H0uTHs npu CAMELOT

L ____ CAMELOT
KnanHuuHK AMIOIHTIHH Iinanebo Hamanasage Ha pucka
CnOuTHA (N=663) (N=635) (p-value)
N(%)
Kombuuupana 110 151 31%
CHPACUHO-CHAORA (16.6) (23.1) (0.003)
KpaiiHa uea*
XOCHHTATH3ALHA 51 84 42%
33 CTEHOKAP WS (7.7) (12.8) (0.002)
KoponapHa 78 103 27%
PeBackynapuzauusa {11.8) (15.7) (0.033)

*1). Onpenenera 8 CAMELOT xaro ¢bppaeuHa ~Ch10Ba CMBPT, HedaTalleH MHOKAPAESH HHPAPKT,
PECYCIUTUPAH CHPREUYEH apecT, KOPOHAPHA PEeBACKYNAPW3ALIMS, XOCTINTANW3a1lki 32
CTEHOKAPIHA, XOCIHTAIH3A1MA 32 3aCTOHHA ChpaeyuHa HeAOCTAThHHOCT, (PaTAIEH HIIH HE(haTAJICH
HHCYJIT HJTY ITPEXO0IHO HAPYLIEHHE HA MO3BUYHOTO KpBBoODpallieHse, Besaka
HOROAMAMHOCTHIIVPAHA NIEpU(epHa Ch/I0BAa DONECT UNK XOCHHTATA3ALMA 38 NPOoHeaypa 3a
neveHue Ha nepudepHa chaosa HOJIECT. |

2). KoMOuHENpaHaTa Cbp/IeUHO-ChAOBA KpaiHa e/l € NEPBUYHATA KpaiiHa 11e]1 110 OTHOLIEHHE Ha
epraxacHocTTa ipu CAMELOT.

Knuan4HO npoy4yBane 3a JieueHHe 3a [peana3BaHe Ha ocThbp cbpacueH npucTall (ALLHAT)

PanpomMusupaso, ABOKHO CHsMO, OLCHARA0 3a00/eBACMOCTTA M CMBPTHOCTTA KJIMHIHO
npoyusane ALLHAT (Antihypertensive and Lipid Lowering Treatment to Prevent Heart Attack
Trial) e npoBenieHO 3a fa c€ CPABHH NIO-HOBUTE JICKAPCTBEHH TEPAIMM ¢ aMIIOAUIHH 2.5 mg

AHEBHO WK JIW3MHONPWI K&TO ISUECHUE OT ILPBa JIMHUA CIIPAMO JIEUeHHe C THA3HHUS 1HYPETHK
XJIOPTANUOOH 12.5-25 mg AHeBHO MIpH JIEKA A0 YMEPEHA XUIIEPTOHHSL.

O6me 33 357 nauMeHTH ¢ XHITEPTOHMA Ha BB3PacT > S5T ca OMIM paHAOMHU3MPAaHH H MPOCHEeHH
cpenro 4.9 rogunu. T1alMeHTUHTE Ca HManM HaH-MaNKo owe eauH puckos daxrop 3a MbC,
BICTIOYHTENHO MHOKAPICH HHGAPKT HIIH UHCYIT > 6 Mecela Witk JOKyMEeHTHpaHa fpyra
ATEPOCKIIEPOTHYHA KOPOHAPHA Chj10Ba OostecT (obmo 51.5%), anaber Tvn2 (36.1%), HDL-C
<35mg/dL (11.6%), nepokamepna xuneprpodHd, AMarHoCTHLIHPaHa mempoxapﬂm}@ﬁcbcﬁﬁ -
exoxkapauorpagcku (20.9%), triotioHonyuere (21.9%). L ‘\ ‘}j_ -
IuperynaTa KpaiHa 1 € kombuHauug ot ¢artanna HbC unn Hegaranen MHGE&IJ;IEH m_i‘ AOKEN O, \
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He ce HabnroaaBa 3HaYUMA pas3iiHKa B TbPBHYHATA KpaHHa LN MeXy Tepanﬁmc wﬂéﬂﬁnm! .




xnoptandaod: RR 0,98 95% CI (0.90-1.07) p=0.65. B poneinenune, BsiMa 3HaUKMMAa pasiuKka U B
00112 CMBPTHOCT MEXY aMJIOAMIIMA H XnopTanHacH: 0.96 95% (0.89-1.02) p=0.20.

Hpunooicentie npu nayuernmiu CoC CoPOEYHA HEQOCMANTBYHOCH

XeMOAHHAMMYHH H3NCBAHUA H KOHTPOJIMPAHU KITWHAYHE H3NUTBAHUS C PUIUUCCKO
HAaTOBAapBaHE NPH [TAUMEHTH CbC cbpaedHa HeaocTaThunocT knac II-IV no NYHA mokassar, ue
AMIIO/IMITMH He TIPEeIM3BHKBA KNUHHYHO BAONTABAHE, OLEHSHO Upe3 ToAEpaHca KbM (PU3HYECKO
HATOBApBaHe, (hPaKLla HAa M3TIACKBAHE HA JIIBATA KAMEPA W KIMHHYHATA CHMITOMATHKA.

Inauebo-korTponupaso kinHn4HO npoyusade (I-IV no NYHA, xouro nofy4yasar TurokCHH,
nuypetdun U ACE-uHXHOUTOpPH, € IToKazaio, 4e aMIOUIHH He TTOBHINABa PHCKA 34 CMBPTHOCT
MU KOMOMHHpPAHA CMBPTHOCT H 3200J1eBAEMOCT MpU NAUHEHTH CbC CHPACYHA HEJOCTATEYHOCT.

B npocnendBaino, AsIrocpovno, nianedo-KoHTpOIHpaHo KIHHAYHO npoyysane (PRAISE-2) ¢
aMJIOZHITMH NIPY NAaLMEHTH Che ChpaedHa HegocraTpyHocT Kiac [II-IV no NYHA 6e3 KIHHHUHH
CHUMIITOMH WIH OOESKTHBHH JaHHH, TIpEIIIoaraly CeIIeCTBYBAILa HexeMUdHa O0oecT Ha
ChpUeTo, Ha Tepanus ¢ ACE- uaxuburopu, pururanyc 1 PRAISE), B koeTo ca ipoyusanu
[JAHEHTH CHC CHPAEYHA HEIOCTATBYHOCT Kiac I fuypeTHuy, AMIOTHITHE HAMA eeKT BBPXY
0011aTa WK ChbpASYHOCHAOBATA CMBPTHOCT. [Ipu chilaTa rpyna NauHeHTH IPHIOKEHHETO Ha
AMJIOOMIIMH € CBBP3aHO C YBENMYeHa UECTOTa Ha CIyMauTe Ha OenogpobeH OTOK, BRIIPEKH e
HSIMa IHAYMTENHA PA3NIHKa B YECTOTATA Ha BIIOIIABAHE HA ChpJAe4YHAaTa HeAOCTATHhYHOCT B
cpaBHEHHE ¢ IpyiaTa Ha muanebo.

IIpu npoyuraHe, BonouBaito 268 gena Ha Be3pacT 6-17 rogdHU ¢ NpeMMHO BTOPHYIHA
XHIEPTOHH, CPABHABAHETO HA 71034 OT 2,5 H 5 mg aMIIOAMIINH ¢ TUTaLedo nokas3ear, ve U ABETe
D031 NOHMAKABAT CHCTOTMYHOTO KPBBHO HATATAHE CUTHH(QUHKAHTHO B CPABHEHHE C©
nnauefo.Paznuxkara MeXAy ARSTE A03H HE € CTATHCTHYECKM 3HAYMKMMA.

HbarocpouHara epUKACHOCT HA aMJIOJHNIFH TIPH TEPAINHA B JETCKATa Bp3pacT 32 HAMANABAHE HA
CHPJICHHO-CHAOBATA 3aD0EBAEMOCT H CMBPTHOCT IIPH BB3PACTHU HE € YCTaHOBEHA.

3.2. @dDapMakoKuHeTHYHH CBOHCTBA

Pezopbyus u paznpedenenue

Cnen opaTHO TIpHIMKEHAS AMIONHIMEHH ¢ pezopbupa todpe karo SuonannuHocTTa € 64-80%
MaxcHMauTe TUiazMeHd KOHIICHTPAIlUM Ce QOCTMTaT MexKay 6-124. cen npuema, Pezopbussra
HE ce BiIHsie OT IIpreMa Ha xpada. O6eMbT Ha paznpegencHue € 21 L/kg. Inazmenoro nporennno
cBbp3BaHe ¢ BUCOKO (97.5 %).

AOcopbuHsaTa He ce BIMAE OT NPHEMAa Ha XpaHa.

Buompancdopmayust u enumunupane

ITnasMeHusT 1OMYXHBOT € 35-50 w1 ce AoCTrTa [IPU €AHOKPATHO NpUunokenue. Steady-state
KOHIIEHTPAIIUH C€ AOCTUraT Ha 7-8 J€H OpH €XSAHEBHO IPHIOKEHHE, AMJIOAHIIHH Ce
MeTadOoMH3Hpa 3HAYATENHO B YepHHA Apo0 A0 HeakTUBHH MeTabonuTH, Kato 60% oT T4X U CaMo
10% OT HENMPOMEHEHOTO JIeKAPCTRO & EKCKPETHPAT C YpHHATA.

Hayueumu ¢ vepHodpobHU HapyuieHUs

[Tna3MeHUST TOJYKHBOT € YAB/DKEH MPH MALKUEHTH C BIOLIeHa YepHOApoOHa r])yH KUUs (BUXTE
Touka 4.4), -
Iayuenmu ¢ ranpednana gvspacm

Bpemero 3a focturate na steady-state KonileHTpailiiv € CXONHO IPU Milalu | TIAIIMEHTH B
HarnpeHaia Bs3pacT. KiupeHCHT HA aMIOAMIIHH € ¢ TEHICHUMS KbM HAMANABaHE NP NAUUCHTH
B HATIpeJHANA BB3pacT, KOSTO BOIH 1O YBETHUaBaHe Ha AUC u BpeMeTG Ha nonyenumﬁﬂw% -
HapacTeaHe Ha Te3M tapaMeTpy NpH MallHEHTH ChC 3aCTOHHA ChpJeyHa HEI0CTATL Iidc'r i
OUaKBaHO 32 Taly BH3pACTOBA Tpyna (BHXKTE Touka 4.4). | oS B
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13 no 17 roguuu), Nonyvapaly aMJIoIUIUH B 10341 Mexay 1,25 u 20 mg, npieMaHyd €IHOKPATHO
WM ZBa T6TH Ha AeH. IIpu nena ot 6 1o 12 roJindu ¥ npH ©HOLIH OT 13 1o 17 roauHH
TUTTHYHAAT niepopaned kapoeie ( CL/E) e 6un cootretHo 22,5 u 27,4 L/h npu momieTa 1 16,4 1
21,3 L/h npu momuugera. HabnioaaraHa e rojama BapuabHIHOCT B €KCIIO3HLIAATA MEXKAY
unguByuTe. CHOOUIABAHNHTE A2HHH IIPH A€UA N0 6 FOMHH Ca OrPAHHYCHH.

5.3. llpeAxnuununK JAHHH 32 Ge30macnocT

ExcriepyMeHTATHUTE NPOY4BAHUS [IPY €JHOKPATHO M MHOTOKPTHO TpeTHpaHe He IIOKa3BaT
crieurduIHa OITACHOCT 33 YOBEKA MO OTHOLIEHHE Ha 0e30MacHOCT, FeHOTOKCHYHOCT,
KapUHHOTeHHOCT U PEePTHIIUTET.

He ca ycTaHOBEHU AOKA3aTEACTBA 32 TepATOTCHHOCT WK eMOPUOTOKCHYHOCT NPH NepopaneH
IIpHeM Ha aMNoOAMIHH B 4034 10 10 mg/kg npu OpeMeHHr nEXoRe W 3aipu. JTUCTEHO €
HaMaIABaHe Ha OKOJOIUIOAHHTE BOAH (0k0050%), HO CIyUaHTE HA MHTPAYTEPHHHA CMEPT HE Ca
yBeITHYeHd. B TakuBa D034 TIpH ITBX0BE € HaOM0AaBaHO YABIKABAHE HA NeCTAIMOHHHSA MCPHO
K ponoBuA npouec. Hama ajiekBaTHH M KOHTPOJIHPAaHH NPOYYBaHHA NpH OpEMEHHH KeHH. 3aToBa
AMNOJMIIME MOXE N4 ¢ NpKUiIara npu OpeMeHHN CaMo, aKO NOTEHIIHAIHUTE TI0JI3H 33 MaldkaTa
HaJBHIIABAT BL3MOXHMA PUCK.

6. ®APMAIEBTHYHA JAHHH

6.1. COHCBbK HA NOMOIMHATE REMIECTRA
I1EITYJ1033, MUKPOKPUCTAJIHA

KaJIIIMER XuAporeddochpar JUuXHIpar
HATPHEB HAHISCTEH IIFOKOHAT

CWIMLMEB OMOKCH, KOnoWaeH De3Boien
MarHe3HueB creapar

6.2. HecsBMECTHMOCTH
He ca m3pecTHH

6.3. Cpox Ha IroAHOCT
Tpu roavdu
0.4. Cnepua/inu YCIOBHS Ha ChXpPaHEHMe

Ha ce coxpanssa nogn 25°C.
6.5. Bua H chabpkaHHE HA ONAKOBKATA, IPH/IOKeHAE HIH HMIVIAHTHPAaHE
10 Tabnerku B 6nuctep ot PVC/anymunueBo (ponmo; mo 3 OIucTepa B KAPTOHEHA KYTHA, 3a€/THO C

JIMCTOBKA.

6.6. CrenuajdH UpPEeANA3HA MEPKH IIPH H3XBBPJIAHE

lla He ce yu3non3Ba cieq U3THYaHe Ha CPOKA HA MOAHOCT MAPKHPAaH Ha OllaKOBKAaTa
7. INPUTEXATE/I HA PAJPEIUEHUETO 3A YIIOTPEBA

BUOCDPAPM-UWHCKEHEPHHI™ AJT
oy ,, Tpakas™ Ne75,

3800 CnugeH, bunarapus T —
8.  HOMEP HA PASPEIIEHHMETO 3A YIIOTPEBA S e
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0. JATA HA IIBPBO PAZPEINABAHE/IOJHOBABAHE HA PASPEINEHHUETO
3A YIIOTPEBA |
19.11.2007

10. TATA HA AKTYAJIN3UPAHE HA TEKCTA
HexemBpu, 2017 1.




