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2. KAYECTBEH U KOJIMMECTBEH CBCTABR e

Beska TabneTka chabpaka aMmnoaunaHoB 6esmnat (amlodipine besilate) ekBuBanenTen Ha 5 mg

AMJIOOHTIHH.
3a nBIHMA CIIMCBK HA MOMOIUHMTE BEIISCTBa, BIDKTE TO4Ka 6.1.

3. JEKAPCTBEHA ©OPMA

Tabnerka.

Tabnetkute, ca Ol KPBIiIH ABOHHOUSIIBKHANM C QENMTEHA YEPTA OT €AHaTa CTpaHa.
JenurenHata depTa € NpeaHa3HayueHa 3a M0-JIECHO NMONThILAHE Ha TalseTKaTa.

4, KJIHHAYHHW JAHHHA
4.1. TepaneBTHYHH NOKAZARUS

- Xunepmonun
AMLODIPINE MEDICA ce npuiara Kato cpeJICTBO Ha ITpBH 300D MPH JIeYCHHE HA

XHIIEPTOHUS ¥ MOXKE Ja C€ M3MOJI3Ba CAMOCTOATENHO 34 KOHTPOJI HA KPBBRHOTO Hajarane. IIpu
TIANMEHTH, MPH KOUTO HE C€ MMOCTUra acKBATEH KOHTPON NPH CaMOCTOATEIHO NPHWIOKEHHE, C€

npunara B KOMOHHALHA ¢ THASHAHH AHypeTHlH, anda GnokepH, 6eta Onoxepu wiu ACE-

UHXUOUTOPH.

-Xponuuna cmabunna cmenoxkapoun

AMLODIPINE MEDICA e cpeactro Ha u360p npH neueHrde Ha HCXEMHS HA MHOKapia, AB/bDKallla ce Ha
NOCTOAHHA 00CTpYKIMA (CTaOMIHA aHTHHA) W/HIH Ba30Cna3bM (aHrHHAa Ha Prinzmetal uny BapHaHTHA
anrHHa) Ha kopoHapHHTe cbiose. AMLODIPINE MEDICA ce npunara caMOCTOSTETHO KaTo
MOHOTEPANHA HJIH B KOMOHHALHA ¢ APYT'H AaHTHAHIHHO3ZHH IMPOAYKTH IIPH ITAIIACHTH CBC CTEHOKApans
pedpakTepHa Ha HUTPaTH W/HIH afeKBaTHY n03u OeTa 610KepH. |

4.2. {o3HpOBKa H HAYHH HA HPH/IOKEHHE

ObuyafHaTa Ha4YaJIHA 4034 NIPH XMIIEPTOHMA H CTCHOKAapAHA € 5 mg BeIHBX AHEBHO, KaTO A03aTa Ce
yBENMYABA A0 MaKCHMaIHO 10 mg cnopen HHAMBHAYAJTHOTO NOBIHABAHE Ha MALIHCHTA.

[Tpu KoOMOMHHpaHO NPIIOKEHHE ¢ THA3HIHH AWypeTHLH, OeTa Onokepy U ACE- HHXHOHTOPH HeE ce

Hallara ripoMsHa B J103aTa Ha aMJIOAHIINH.

Ipunooicernue npu nayuenmu 6 HanPeoOHAnRa 8v3pacm
[Ipenopruba ce HopmaieH 10308 peskuM. AMLODIPINE MEDICA B equy M ChIIM J03H Ce
noHacsa aobpe OT Miaau ¥ Bb3PACTHH NMALHEHTH.

IIpunoocenue npu deya

Hena ¢ xunepToHus ot 6 A0 17 rouiHa B3pacT.
[IpenopburrennaTa 1034 MPpH NEAUATPUYHH ALKMEHTH Ha BB3pacT 6-17 roauHu € 2.5 mg
eIHOKPaTHO JHEBHO KATO HajdaJlHa 4034, THTPHpPaHa B NOC/IEACTBHE 0 5 mg €IHOKPAaTHO JHEBHO,
4KO HE C€ JOCTUCHE XeNaHOTO KPLBHO Hanaraune ciea 4 ceamuim. Jlo3w Han 5 mg AHEBHO HE
MPOYYBaHH NPH NMEAHATPHYHH MalMeHTH. EQexTsT Ha amio i BepXy KPLBHOTO Hadl
NalueRTH oA 6 rOAHUHU HE € U3BECTEH. | '




Ilpunoxcenue npu napyutena ¥eprHoopobua ynxyusn
Bk Touka 4.4. CneuHaNHH TIpeAYNpPeXAeHHA H CIeHHaIHH NpeAna3HH MEPKH NMpH ynoTpeda.

Ipunoxcenue npu bvbpeuna neoocmamvunocm

AMLODIPIN MEDICA ce ripuiiara np# Takyba [ALMEHTH B HOpMaJIHU 003H. [IpoMenuTe B
IUIa3MEHHTE KOHIIEHTPAllMA He ChOTBETCTBAT HA CTECNEHTA Ha OBOpeTHOTO YBpEKAAHE.
Amlodipine Medica He noanexu Ha qHanu3a.

4.3. IIpoTHBONOKA3ZaHHA

AMLODIPINE MEDICA ¢ npoTHBonokasaH npH:

-NALAEHTH ¢ TIO3HATA CBPhXIYBCTBHTENHOCT KbM amlodipine Mi1d KbM HAKOE OT IIOMOIIHHTE
BCILICCTEA;

-TE€XKA XUIIOTOHMS;

~MIOK (BKJTIOYMTETHO KAPAWUOT€HEH IIIOK);

-00CTPpYKLIMA Ha H3X0a Ha JI9BaTa KaMepa (BUCOKOCTENEHHA aOpTHA CTEHO3a);
-XeMOJHHAMHYHO HecTabuMIHa ChpAcYHa HEIOCTATHYHOCT ClIEH OCThP MHOKapAeH HH(APKT.

44, CrnenHajHA npesynpe:KAcHEA H NPeANA3HH MEPKH NpH YOOTpeda.

ITpunooicenue npu bonnu CoC CHPOYHA HEOOCMAMBYHOCT

Hayuenmu cvc chpdeuna nedocmamvunocm mpabea da bvoam neKyeanu ¢ GHUMAHUe.

B awjirocpo4Ho matebo-KOHTPOIHpaHO KRHUYHO npoyuBare (PRAISE-2) npunoxennero Ha
amlodipine nipu 6onHH ¢Be cbpacdHa HeaocTaThuHOCT Kitac III u IV no NYHA ¢ wencxemuuna
eTHOJIOrHs, neueHHeTo ¢ amlodipine e CBBp3aHO ¢ NOBHINIEHA YeCTOTA HA GenoapobeH OTOK,
HE3aBUCHMO OT JIMIICZ HAa 3HAYHMa pa3JidKa B YeCTOTaTa Ha BIOIUABaHE Ha ChPACYHATA
HEAOCTAaTHYHOCT B CpaBHEHHE ¢ Iu1anedo (BIKTe Touka 5.1)

Ipunooicenue npu nayuenmy ¢ yepeoena Yeproopobra yrxyus

[1pu naumenT ¢ yBpenena 4epHOApoOHa GYHKIMA IIa3MEHHAT NoMyxHuBoT Ha amlodipine ce
yabkaea. IIpy Taxuea namdedTH NpuwioxeHHeTo Ha amlodipine TpadBa aa crasa ¢ NOBHINEHO
BHUMAHUE.

Ipunoxcenue npu nayuenmu 8 HaNPeOHARA 8b3pacm
[ToBHIDaBaHe Ha Ao3aTa [OPH MALHEHTH B HaNpeAHala Bh3pacT TpsaOBa Ja ce H3IBLPIIBA C
BHUMAaHHE ( BHOKTE TOUKA 5.2)

Ilpunoocernue npu 6v6peuna nedocmamvynocm

IIpy TaKkKBa NALHEHTH aMIOMITHH MOXKE 1A Ce TIPHIAra B HOpMaHH 1034, [IpoMenure B
IUIa3MEHMTE KOHIIEHTpAIlHH Ha aMJIOAMITHH HE KOPEUpar Che cTencHTa Ha 60peuHoTOo
yBpexJaHe. AMIOAMIIHH He Ce AHAIH3HpA.

4,5. BzammogeiicTBHe ¢ APYrH JEKAPCTBEHH NPOAYKTH H APYIrH (POPpMH HA
B3aHMONeHCTBHE

Ynorpebata Ha aMIOXHMITHH CBC COK OT rpeiingpyT He ce mpenopw4Ba, Thil KaTO NIPH HAKOH
MalHeHTH OHOHAIMYHOCTTA MOJKE Ja ¢ MIOBHHIM K TOBA Ja OBEME /10 3aCHIBaHe Ha
XHIIOTCHIUBHUAA ¢DEKT.

Edbexmu na opyzu rexapcmeenu npooyxmu 6bpxy GMAOOUnUH ,
CYP3A4 unxuburopu: Ilpu eaHopeMerto npuiokeHue ¢ CYP3A4 nuxubHTOpH Kagg
EPUTPOMHLIAH MPHU MJIAJAH MALMCHTH M JITHA3EM NPH NaLMEHTH B HaNpeaHala BE o
IJIa3MEHHTE KOHLEHTPALMH Ha aM/IOJWIHH C¢ MOBHIIABAT CHOTBETHO ¢ 22% H SO FSTAHIE RS,
3HAYMMOCT Ha TE3H JIAHHH He € W3acHeHa. He Moxe /1a ce u3kioun Bh3MOXKHOCTTH SHAHBIG RV %
HHxH6uTOpU Ha CYP3 A4 (KeKOKOHA30M, HTPAKOHA3O,PHTOHABHD), A4 ITOBHLIAT Wi




KOHIIEHTPALMA HA aMJIOHIMH B N0-TOJIAMA CTETIeH OTKOJIKOTO AWITHa3eM. AMJIOAMITHH TpsiOBa
AAa Ce M3MOJI3Ba C BHHMaHHe NpH exHoBpeMeHHO npuioxenue ¢ CYP3 A4 nuxuOuropu. [ocera He

ca cb0OIaBAHH HeXeJIaHH JIEKAPCTBEHH PeaKLiH, CBbP3aHH ¢ TAKOBA B3aHMOAEHUCTBHE.

CYP3 A4 wunyxropu: Hama Hanuden JaHHH, oTHacAUIM ce Ao edexra Ha CYP3A4 unaykTopH
BhpXy amsioauneH, EaHoBpeneHHaTa ynotpeba ¢ TakuBa UHIYKTOPH KAaTO PHpAMITHIHH, HKBIAT
KAHTAPHOH , MOKE A TIOBHILIH IUIa3MEHATAa KOHLICHTPALHA Ha aMJIOAHITHH. AMITOIHITHH TpsOBa na
ce n3non3ea ¢ BHUManue ¢ CYP3A4 uHOyKTOpH.

Eexmu na amnoounun evpxy opyzu aexapcmesenu npooykmu

EdexTiTe BHPXY NOHDKABAHE HA APTSPUATHOTO HANIATAHE HA AMIIOLAUITHH CE¢ TOOABAT KbM TE3H

HA IPYTH aHTHXHTIEPTEH3NBHH JIEKapCTBEHU MpodykTH. IIpH KIHHKHYHH IPOYYBAaHHA € JOKa3&HO,
ye aMJIOIMITHH He MOBNHABA GapMaKOKMHETHKATA HA ATOPBACTATHH, JMTOKCHH, ETAHOM,

Bap(hapHH, UHKIOCIIOPHH., '
Amlodipine He noBnHiABa Ta0OpPaTOPHHTE TECTOBE.

ITpednaznu mepxu npu ynompeba

Tpumeronpum unu koMOHHAIMATA C PHKCHPAHU A03H TPHMETOIIPHM H CYI(haMETOKCA30II
(KO-TPUMOKCA301):

[TorAnIcHA YECTOTA Ha XMNEPKANUEMA c¢ HaOmonana npH nanuenTy, npueMania ACE
AHXAOUTOPH H TPHMETONPHM HJIH KOMOHHAUMATA ¢ PHKCHpAHH AO3H TPHMETOIIPHM H
cylihaMeToKCcas o1 (KO-TPHMMOKCA30I).

IToBHIEH PHCK OT AHTHOEJEM € Bb3MOKEH IIPH NAITHECHTH, IIPUEMAIIH CHITETCTBALIH
nexapcrpa, KaTo mTOR nuxuburops (HanmpuMep TEMCHPOIHMYC, €BEPOIHMMYC,
CHPOJIMYC).

IIpu 3aroysade Ha JICHCHHE ¢€ H3HUCKBA [IOBHIIEHO BHHMAHHE,

[Tpr eAHOBpEMEHHO IIPRIIOKEHNE ¢ aMIOJUITME CHUIECTBYBA PHCK OT HOBHIIABAHC HA
HHBATa HA TaKPOJIMMYC B KpPEBTA. 3a Jja ce n3berte mposisa Ha TOKCHYHOCT OT CTpaHa Ha
TAKPOJHMYC, IPHICKESHHETO Ha aMJIOTHIIHH OpH MANHEHTH, JICKYBaHH ¢ TaKpOJIHMYC,
M3HCKBA KOHTPOJI HA HHBATA HA TAKPOJMUMYC B KPBHBTa H KOPEKIHs Ha 103aTa Ha
TaKPOJHMYC, aKkO € HEOOXO0aMO.

Knaputpomunus ¢ aaxubarop Ha CYP3A4. CroiecTByBa NOBHIIEH PUCK OT XUITOTOHHA
MpH NaUECHTH, HPHEMAIIH KIADHTPOMUOMHE ¢ aminoaunud. [IpenopruBa ce BHUMATEJHO
HaﬁJ]Iﬂ,Z[eHHB Ha DaMHCHTHTC, IIPA CAHOBPEMCHHO NNPHITOXCHHC Ha aMJIOAHUITHH C
KJIApPHTPOMHITHH.

4.6. PepraiIHTeT, GPpEMEHHOCT H KbPMEHE

[Tpunoxeruero Ha AMLODIPINE MEDICA no BpeMe Ha 6peMEHHOCT H KBPMEHE HE Ca
YCTAaHOBEHH., B penpoIyKTHBHH eKCIIepMMEHTANHH NpoyYBaHHA NMpH rurexose amlodipine B J03H
oK0J0 50 NBTH NMO-BUCOKH OT MAKCHMAITHO TIPENOPBYBAHHUTE NPU YOBEKa € MOKa3all [IPeHOCBAHE H
yxbKaBaHe Ha pOJOBH MpOLIeC.

AMLODIPINE MEDICA Moske Aa ce npunara npy OpeMeHHOCT caMO KOTaTo HAMa Ho-0e3onacHa
aJITepHAaTHRA K KoraTo 3a6omsanero camo no cede CH HOCH Mo-TO/MIM PHCK 3a MaHKaTa H IUI0Ja.
Hama nanHu aany amlodipine mpeMHHaBa B KbpMara, OpafH KOETO Ce MPENOpPHYBa NPEKbCBAHS —=...
Ha KbpMeHeTo npH nedeHne ¢ AMLODIPINE MEDICA. P '




4.7. EdexTn BBpXY cnocofHOCTTA 32 modHpanHe H padoTa ¢ MAIIHHH

AMIIOIIMITHH MOXe Aa oka3Ba ¢1ab 1o yMepeH edeKT BEpXy c1ocoGHOCTTa H paboTa ¢ MalMHM.
AKO TIALIHEHTHTE, II0TYYABAIIM AMJIOIAITHH HMAT OIUIaKBaHMAA OT 3aMaliBaHe, T1aBoboHe, ymMopa
IWIH rajieHe, cocoOHOCTTa Aa pearHpaT MOxKe Ja Ob/ie HapyllieHa.

4.8. Hexenanu JexapcTBeHH peaKnHH
CneHMTE HEXCIIAHH JICKAPCTBEHH peaKkUHH ca HabJiroaaBaHH MPH JICYCHHE ¢ aMJIOJHNEH ChC

creamara yecrora: Muoro yectu(>1/10); Yecrn: ( >1/100 u < 1/10):Hevectn: ( 1/1000 u
<1/1100); Pegxu: (>>1/10,000 1 <1/1000); MHuoro peaxu: ( <1/10,000)

Hapyiuenua na xpvema u numpnama cucmema
MHOro peaKH: ACBKONEHHA, TPOMOOLHTONEHHS

Hapywenusa na umyvnnama cucmema
MHOro peaKkH: ajiepridHH peakuHH

Hapywenua na memabonusma u xpanenemo
MHoOTro peAKH: XUnepriuKeMus

Hapywenun na enOOKpuHnama cucmema
C pen3BeecTHA decToTa: CHMHAPOM Ha HEeAZCKBAaTHA CEKPeMs Ha aHTHAWYPETHYCH XOpMOH

(CHCAX)

Heuxuvunu napyrueenus
HeuecTH: Oe3chHEE, MPOMEHH B HACTPOSHUETO( BKIIFOUUTETHO TPEBOKHOCT), ACIIPECHA
Peaxn: oObpkaHocT

Hapywenun na nepgnama cucmema

YecTH: CHHIMBOCT,3aMaliBane, riasobonne (0co0eHO B HAYAIOTO HA JICYEHUETO)
HedecTH: TpeMOp, ZUCTEB3HA, CHHKOI, XHITOSCTE31A, NapecTe3ns

MHOTO peaKH: XHNEPTOHHA, NepHPEpHA HEBPONATHA

C Hen3BecTHa vecToTa: ExcTpanipaMHIHH HAPYHICHHUS

Hapywenue na ouume
HedgecT: 3pUTETHA HAPYIISHHA( BKITIOYHTEIIHO JHITIONHA)

Hapywenus na yxomo u 1abupunma
HeyecTH:uryM B ymure

Cwpoeuru napyuieHus

HeuecTH: cppuednene

MHoro peaku: MHOKapZeH HHapKT, apUTMKA, (BRTIOYMTENHO OpaJuKapama, KaMepHa
TaXHKApAUA, NPEACHPAHO MEKAEHE)

Croosu Hapyiuernus

YecTH: 3auepBiaBaHEe Ha KOXKATa
HeuecTH: XHNOTOHUA

MHOro peakH: BACKYJIHT

Pecnupamopnu, 2pwORu 4 MEOUACMERANHY HAPYIEHUR
HeduecTH:OMCITHEA
MHoOr0 peaKy: KanbIHLa




Cmomawuno-upesHu RAPYUEHUR

Yectn; abnomeiHanHa 60ka, rajjieHe

HeuecTH: moBprIlane, AHCMCNCHA MPOMAHA B MEPUCTAITHKATA HA YEPBATa (BKIIOUHTEIIHO JHapHA
M 3aM€K), CyX0Ta B yCTara

MHOro pefks: IMaHKpeaTHT, FaCTPHT, XHUICPILUIa3ug Ha BEHLMTE

Xenamo-bunuapuu Hapyuiesus
MHOro peiky: X€MaTHT, XBHITCHHLA, MOBHIIEHH YEPHOAPOOHH €H3UMH

Hapywenun na xoxcama u nooxoXNcrama moxdx

Hevectn: anonewuus, mypmypa, MPOMSAHA B 1IBETa Ha KOXKaTa, XHIIEPXHAPO3a, NPYPUTYC,
OOpHB,cK3aHTEMA

Penxu: anrHoeneM, epureMa MynTHGOPME, YPTHKAPHA,ekcPOTHATHBEH IEPMATHT, CHHAPOM Ha
Stevens Johnson, oTok Ha Quincke

MHoro penku: poToOuyBCTBUTEITHOCT

Hapyutenus #a MycKynHO-CKEIemHama cucmema u CoeOuHumeanama mokam
Yect: OTOK Ha IJIe3eHHUTE
HedecTr:apTpanrus, MHaNTHA, MyCKYJIHH KpaMIiy, 60NKA B repbha

Hapywenus na 6v6peyume u Ruxounume nomuya
HeuecTu: HapyllieHO YPHHHpPaHEe, HOLHO YPHHHpPaHe, YBEJIHYCHA YeCTOTa HA YPUHHPAHE.

Hapywienua na 8v3npouzso0umennama cucmema u 2vpoama
HeuecTH: MMIIOTEHTHOCT, FTHHEKOMACTHS

Obwju HapyYweRUA U erexmu Ha MACMOMO HA NPUAONCEHUE
YecTH: OTOLH, yMOpPa
Heuectn: rppaHa Gosika, acreHust, SOJIKH, HEPA3TIONOKEHUE

4.9. Ilpepozupane

Cumnmomu;

[Ipy 3sHaYKTENHO Npeno3MpaHe MOXe Ja ce HabmonaBa uspaseHa nepydepHa BasoAWIaTalHa H
pednexropua Taxukapausa. Cro0IIaBaya € M MPOARDKATENHA XHUIIOTOHMA O IHOK ¢ aTancH
H3XO/I.

Jevenue.

ITpunoKEHHETO A0 IBa Yaca HA aKTHBEH BEIVICH 3HAYMTETHO HaMaliBa pe3opbluara Ha
amlodipine. CtoManiHaTa mpOMHBKA CBIO MOXe 4 € oT nnomsa. [Ipy XHNOoToHHS e H3HCKBAT
AKTHBHH MEPKH 3a NOJTbpKaHe Ha QPYHKLUHMHTE Ha CEPACYHOCHAOBATA CHCTEMA~-CIIEICHe Ha
LUPKY/IMpanma o0eM B Auype3ara. 3a BB3CTAHOBABAHE HA KPhBHOTO HAIATAHE M TOHYCA Ha
CBAOBETE Ce Npuiiara aHTHXHITOTEH3UBHU cpencTsa. [IpunoxeHneTO Ha KAIIHEB ITIIOKOHAT
BEHO3HO MOXE Ja C€ M3MOJI3BA 32 NPEOJONABaHE Ha ePeKTa OT 6/IOKHPAHETO Ha KANIHEBHTE
kaHanu. Amlodipine Medica ce cBBp3Ba BbB BUCOK MPOLICHT ¢ NNA3MEHKUTE NPOTEHHH, THAH3ATA
HAMA Aa Opae OT nos3a.

3. ®APMAKOJIOTMTYHHA CBOUCTBA

3.1. @apmarogHHAMHYHH CBOHCTBA
dapMakorepanesTiyHa rpyna: Kanmuesu anraronuctd; JuxuaponHpuaMHOBa
CO8C A0l




AMLODIPINE MEDICA e kanuyes aHTATOHKHCT, KOWTO HHXAOHpa TpaHCMEMOpaHHU HHOIYKC
Ha KaJHIHEBATE HOHH B CHPACYHATA M CHAOBATA IVIaJKA MYCKYJaTYpa.

MexaHH3MBT Ha AHTHXHIIEPTEH3HBHO AckicTBHe Ha amlodipine ce ABIKKM HA HPEKTEH
penakcupalll edekT BbpXy ChAOBaTa IMafka MyCcKyaarypa. TOUHHAT MEXaHH3BM, MO KOUTO
amlodipine o6nex4aBa cTeHOKAapAHATa, HE € HANTBLIHO M3sACHeH, Ho amlodipine HamansBa o6wIoTO
HATOBapBaHe TO CIeTHHTE ABA HAYMHA:

- IIpequ3BHKBA AHUNATALMS Ha NepuEePHATE apTEPHOIH M 1O TO3H HAYHH HAMANABA NEPHPEPHOTO
CHIPOTHBIEHHE-CIIEHATORAPBAHETO, CPEILy KoeTo chpleTo pabotu. CrprieyHaTa 4ecTOTa OCTaBa
cTabMNHa, KOeTO OTOpEMEHIBA CHPIIETO H HaMaJIsBa eHepruiHaTa KOHCyMaLMA K KHCITOPOJHHTS
HY>KJIH HA MUOKapJa.

- Pasmmupsasa KopoHApHHUTE apTEpH U apTepHONH, KOETO YBEIHYaBa JOCTaBKaTa Ha KHCIIOPOA NpH
OOMHYM ¢ KOPOHAPEH apTepHalieH CIIa3bM K HaMaliBa KOPOHApHATA BA3OKOHCTPHKIHA.

IIpH nanMeHTH ¢ XHNEPTOHHA OCHTYPABA MOHWKABAHE HA KPBBHOTO HANATAHE NPH €AHOKPATHO
NpICKEHHE 3a 24-yacoB HHTepBail. Hai-Manko 4 ceIMHLH ca HeoOXO0AHMMH 3a JOCTHI'aHe Ha
MakcHMaTHus edekt. [Topany GaBHOTO HaYaIO HA JEHCTBHE OCTPa XMIIOTOHHA H pedieKTOpHa
Taxukapaua He ce Habmoaasa. Jleuenueto ¢ amlodipine npenu3BHKBa perpecHs Ha
xunepTpodusTa Ha NaBaTa Kamepa. XemoauHaMuuHiAT edext Ha amlodipine octaga HEMpOMEHEH
(1P MPOABDKHTENHO MTPHIIOJKEHHE.

[Tpunoxenvero Ha amlodipine Npu NMaLUEHTH CbC CTEHOKAPAKS YBE/IHYABA BPEMETO Ha
¢$H3UUESCKO HATOBApBAaHE, BPEMETO Ha POBOKHUPAHE HA CTEHOKAPAHMS NPHCTHII X BPEMETO HA
nenpecHd Ha ST-cermenTa ¢ 1 mm ¥ HamMaJIABa 9YeCTOTATa HA CTCHOKAPAHHTE MIPHUCTEITN.
Amlodipine Moxke Ja ce pHIara KaTo MOHOTEpamia WiH Ja ce koMOHHupa ¢ 6era Onokepw,
paypetnid, ACE-HHXuOHTOpH.

He ca ycranoreun MeTaGonutTHe €peKTH, T.¢. BIMAHHE BEPXY IUIA3MEHMTE JTUNMAH H TTIIOKO3HHA
MeTabonMM3bM NpH JieueHue ¢ amlodipine,

Ilpunoxcenue npu nayuenmu c ucxemuvrna bonecm Ha copyemo
EdextsT Ha amlodipine BBpXy 3a0oneBaeMoCTTa H CMBPTHOCTTA OT ChpACYHOCHAOBH
3a00sBaHNUA, BEPXY NPOrpecHATa HA KOPOHAPHATA aTEpOCKIEP03a Ca MPOYYEHH B 3 FOHIIHO
KIHHHYHO npoyusadePREVENT (Prospective Randomized Evaluation of the Vascular Effects of
Norvasc Trial)

B ToBa MyNTHLUEHTPOBO, PAHAOMH3NPAHO, ABOHHO-CIIANO, IIANeH0-KOHTPOMHPAHO KITHHHYHO
NpOy4BaHe 32 TPH FOJHHM ¢a npocieaeHn 8§25 maupenTa ¢ aHrorpadcky AoKa3aHy
aTePOCKIEPOTHYHU NMPOMEHH Ha KOpOHAapHUTE aprepHH. [Tomynampara BKNIOYBA MALMEHTH C
npexapad Muokapiaes HHpapkT (MH) (45%), nepkyTaHHa TpaHCIyYMeHA KOpOHapHa
anrgorutactuka (ITTKApeasa nmpoyusaneto, (42%)unu ¢ aHaMHe3a 3a creHokapaus (69%).
CrelneHTa Ha 3aCATAHE HA KOPOHAPHHTE apTEPHH BapHpa OT eXHOKIOHORO ( 45% oT nauueHTHTE)
0 MHOTOKJIOHOBO (TpH M HOBeve chaa) 3acaraHe (21% ot naumenrture). Ilanmenty ¢
HEKOHTPOJIMPaHa XHIIEPTOHHA (AHACTONHO KPBBHO HasArane > 95 mm Hg) ca M3KIOUeHH OT
npoy4saHeto. OLEHKATa Ha TOIeMHTE CHPACHHO-CHAOBH HHILKHACHTH € HalpaBeHa OT eKCIIepTeH
CBBET, KOHTO He € HMaJl HHQOPMAILlH 32 TOBa JAIH MAUMCHTUTE €a IIOJY4aBaIH CEOTBETHO
amlodipine unu nmnane6o. Brupeku ye HAMa J€MOHCTPAaTHBHHU €EKTH BBPXY CKOPOCTTa Ha
NporpecHs Ha KOpOHapHHTe Jie3uu, amlodipine criupa nporpecusTa Ha 3axefendsane Ha
MHTHMATa ¥ MEJJHATA Ha KapoTHAHUTE aprepHH. [Tpu naunenTH nexyraHu ¢ amlodipine, €
HaOmoaaBaHo 3Ha4YUMO Hamanerue (-3 1% ) Ha koMOMHHMpaHua nokasaren, BKIIOYBAIL, ChpAeYHA
CMEBPT, MHOKapaeH HHdapkt, uucyit, [ITKA, aopro-kopoHapeH fainac, xocnuTanu3aima 3a
HecTaOMIIHA CTEHOKAP/HS M BJIOIIABaHe HA 3aCTOHHA ChpaeYHa HedoCTaThYHOCT. ChIIO TakKa NpH
NalHeHTHTE, eKyBauu ¢ amlodipine, ce oTMHTa 3HaUMTE/IHO HaMasBaHe (-42%) Ha
peBackynapuzauuoHanTe npouexypH ( [ITKA u AKB). Ilo-manko ca 6MIH U XOCIIHTATH3HPaHHUTE
(-33%) no moBoA Ha HecTaGMIIHA CTEHOKApAHA NpH nanueHTHTe HAa amlodipine, OTKOIKOTO -
ruanedo.

EdextupHocTTa Ha amlodipine B mpodiiakTHKaTa Ha KIHHMYHH HHUHASHTH TIPH I
MBC e oneHeHa B MYJITHIIEHTPORO, pAHIOMH3HPaHO, ABOHHO-CNIANO, Ianebo-ko
npoyusadie CAMELOT (Comperison of Amlodipine vs Enalapril to Limit Occurre
Thrombosis).ITpoyusaneTo Briroupa 1991 nampenra ¢ UBC, qokazana upes aHrHO




go6pe KOHTpOIHpaHO KpbBHO Hamarane. [laumenTuTe ca pasgomuzdpand kM amlodipine 10mg,
enalapril 20mg unu nnaue6o B AOMBIHEHHE KBM CTAHIAPTHO JIEUEHHE, BKIIOUBAILC ACTIHPHH
(89%), craturH (83%), OeTa Onokepu(74%), HaTpornuueput (50%), aHTHKoarynaHTH(40%) 1
muypetiiH (32%), Ho M3KTIOYBAINO APYT KanupeB Gnokep. IlepHoasT Ha npocnensBade € 6un 2
ropusu. [TeperanaTa kpalina uen 6una BpeMeTo [0 DbpEa NoABa Ha €IHO OT CHICAHUTE CHOMTHS:
XOCIUTATH3ALHA 32 CTCHOKAPAHS, KOPOHAPHA PEBACKY/IapU3aliis, MUOKApACH HHAPKT,
CBPICYHA-CHA0BA CMBPT, PECYCLMTHPAH CHPACUECH apecT,XOCIIUTAIM3ALAA 38 ChpASYHA
HEAOCTATHYHOCT, HHCYIT/IIPEXOIHO HapylIeHHe Ha MO3BbYHOTO KPBBOOOPBIICHHE MM
nepudepHa cpaoea Gonect. O6mo 110 (16.6%) 1 151 (23.1%) nppBHYHH CHOMTHA Ca C& NOABHIH
CHOTBETHO NpH rpynuTe Ha amlodipine u mwiaue6o ¢b¢ CHrHAGHKAHTHO HAMAIABAHEe HA
oTHocHTETHNs puck oT 31% (p= 0.003). O6mo 110(16.6%) u 136(20.2%) mepBH4HH cHOUTH Ca
¢e MOABMIH CHOTBETHO NPH rpynHTe Ha amlodipine u enalapril 4 Ta3y pa3jiHKka IOCTHTa
cratucTHuecka 3HauuMocT (p= 0.097). OcHoBHHTE pe3ynTaTu 3a €(peKTUBHOCTTA OT JIEYEHHETO Ca
npenctasen B Tabin.1. PesynTarure nokassar, 4ye ieueHueTo ¢ amlodipine € CBBp3aHo ¢ no-
MAIKO XOCTTHTAIH3ALMM 32 CTEHOKAPAHA H MPOLISAYPH 3a peBacKyjiapH3allda ITpH NaLMEHTH ¢
HbBC.

Tabn.1 YecToTa Ha 3HAYHMHTE KAMHMYHHE ce6uTHa npu CAMELOT

| CAMELOT
KnaHHuHH Amlodipine ITnane6o HamansaBane Ha pHcka
Cobutua (N=663) =655) (p-value)
N(%)
Kombuaupana 110 151 31%
CHPACHHO-CHA0BA (16.6) (23.1) (0.003)
KpaiiHa nen*
Xocnyranusanus 51 84 42%
3a cTeHoKapauA (7.7) (12.8) (0.002)
Koponapna 78 103 27%
PeBackynapnzauus (11.8) (15.7) (0.033)

*1). Onpenenena 8 CAMELOT karo cepaeuna —ChA0OBa CMBPT, HedaTaleH MHOKapAcH HHdapkr,
pPeCYCHHTHPAH ChPAEUEH APECT, KOPOHAPHA peBacKyNapu3auus, XOCTIHTAN3a0nMA 32
CTEHOKAPAMA, XOCIHTAIM3AIHA 32 3aCTOWHA ChP/eYHA HENOCTATHYHOCT, (PaTasieH HWiIH HedaTaieH
HHCY/IT WIH NPEXCAHO HaPYIIEHHE Ha MO3BYHOTO KPpBBOOOpAIICHHE, BCAKA
HOBOJHATHOCTHIHpPaHa MepH¢epHa chA0Ba SONECT WIH XOCIHTAIA3aLHA 3a NIpoLeaAypa 3a
JeyeHHe Ha nepudepHa cpA0Ba OONECT.

2). KomGiHHpaHaTa ChpAEYHO-CHAOBA KpaiHa LIe]l € ITbpPBHYHATA KParHa LeN Mo OTHOLISHHE Ha
edukacHocTTa nput CAMELOT.

KinuasHO npoyvBaHe 3a JIeUeHHe 3a Npeiia3BaHe Ha ocTbp chpaedeH npucten (ALLHAT)

ParnnoMu3npano, ABOMHO CHANO, OLEHABAIIO 3aboneBacMOCTTa H CMBPTHOCTTA KIIHHHYHO
npoyusane ALLHAT (Antihypertensive and Lipid Lowering Treatment to Prevent Heart Attack
Trial) e npoBeneHo 3a aa ce CPaBHU MO-HOBUTE JIEKAPCTBEHH TEPAIHH C amlodipine 2.5 mg
AHEBHO HMJIH JIMSHHOIIPHJ] KaTO JICHYCHUE OT ITBPBA JIHHUA CAIPAMO JIeYeHHE ¢ THA3HAHHA ,tupemx
chlortalidone 12.5-25 mg JHEBHO NPH JIeKa 10 YMEPEHA XUTIEPTOHHA. _
O6110 33 357 nandeHTH ¢ XMIIePTOHUA Ha BB3pacT > 351 ca O1uny paHIOMH3HPAHH RATROMIC
cpeano 4.9 roauns. ITauueHTHTE Ca MMM HAl-MANKO OllE elHH PHUCKOB (akTop % A% 2o
BIJIFOYHTEHO MHOKapAeH MH(apPKT WIH HHCYIIT > 6 Mecella WM AOKyMEHTHPS i WD sl
ATEpPOCKIIEPOTHYHA KOPOHAPHa ChIoBa Gonect (06mwo 51.5%), anaber tvn2 (36. |63 HPEdaSite.




<35mg/dL (11.6%), nepoxaMepHa xuneprpodua, AMATHOCTHIIMPAHA EIEKTpoKapAHOrpaCKH HiH
exokapauorpagpceku (20.9%), TioTrononymene (21.9%).

[TnpBHYHaTa KpaikiHa uen e komGuHanms ot dparanHa MbC unn HedaraneH MHOKapaeH HH(ApKT.
He ce HabmonaBa 3HAYMMA pa3jiMka B MBPBHYHATA KpaifHa uen Mexay TepanuaTa ¢ amlodipine H
chlortalidone: RR 0.98 95% CI (0.90-1.07) p=0.65. B noneiaxeHue, HAMa 3HAYHMA Pas3/IHKa H B
obma cMepTHOCT MexTy amlodipine u chlortalidon: 0.96 95% (0.89-1.02) p=0.20.

Ipunooicernue npu nayuenmy Cove CopoewHa HeOoCmamsyHocm

XeMOHHAMHYHH H3CTENBAHHA H KOHTPOJIHUPaHH KIMHHYHH HW3IUTBAHKS C QPUIMUECKO
HATOBAapBaHe MIPY NalldeHTH CkC ChpAcUHa HefocTaThuHOCT Kiaac [I-IV mo NYHA nokaspar, e
amlodipine He MpeaU3BMKBA KIMHHYHO BJIOMIaBaHe, OLIEHEHO Ype3 TOJIEPAHCA KEM (PH3HYECKO
HaToBapBaHe, dhpakUus Ha B3TIACKBAHE HA JIABATa KaMepa M KIHHAYHATA CHMITOMATHKA.

IInaneSo-konTponupano KHHYHO npoy4saHe (I-IV no NYHA, KoHTO norydaBaT AMIOKCHH,
muyperaid H ACE-uaxututopn, e nokasano, de amlodipine He MOBHILIABA PUCKA 32 CMBPTHOCT
WM KoOMOMHHAPaHa CMBPTHOCT K 3a001eBaeMOCT NPH NALHEHTH ChC ChPASYHA HEAOCTATBHHOCT.

B npocnesapaino, IbIrocpodHo, mianefo-KOHTpONIHpaHo KIMHHYHO npoy4paHe (PRAISE-2) ¢
amlodipine npy NauMeHTH cBhe ChpAeyuHa HeaocTaThuHocT Kiac [II-IV mo NYHA 6e3 knuHHiHHE
CHMITTOMH HAHM OOEKTHBHM JaHHH, MpeanoNaraiy ChUecTBYBalla HCXeMUHa H60/IeCT Ha
cepueTo, Ha Tepanid ¢ ACE- nuxuburopu, maruranuc 1 PRAISE), B koeTo ca npoyusanH
MalMeHTH CBC ChPAeuHa HeaocTaTh4HOCT Kitac [Lauyperuny, amlodipine HaMa edekT BEpXyY
ob1maTa WM CHPASYHOCHA0BATA CMBPTHOCT. [IpH chnara rpyna nandeHTH MPHIOKEHHETO Ha
amlodipine e cBBbp3aHO ¢ YBEJIHYEHA Y€CTOTA Ha ciydaHuTe Ha 6eoapodeH oTOK, BBIPEKH Y€ HAMA
3HaYHTE/HA pa3/iika B YECTOTATA Ha BAOILIABAHE HA CHpJcYHATa HEJOCTATEYHOCT B CPABHCHHE C
rpynara Ha nnaue6o.

-TIpu mpoyusaHe, BKIouMBamoO 268 aeia Ha BB3pacT 6-17 roAnHH ¢ NpSAUMHO BTOPHYHA

XHMIIEPTOHHA, CPABHABAHETO Ha J03a OT 2,5 1 5 mg amlodipin ¢ mnamedo nokassar, 4e ¥ ABeTe
HO3H HOHIDKABAT CHCTOMMYHOTO KPBEBHO HAJIATAHS CH]‘HH(l)HK&HTHO B CPABHCHHE C
mraiebo.Paznukara Mexay ABeTe T03H HE € CTATHCTHYECKH 3HAYMMA.

Ienrocpounara edrkacHocT Ha amlodipin npH Teparnus B JeTCKaTa BB3pacT 3a HaMalsBaHe Ha
CEpACYHO-CBAOBATA 3a001€BaASMOCT H CMBPTHOCT [1PHA BH3PaCTHHA HE € YCTAHOBCHA,

S3.2. DapMaKOKHHETHYHH CBOHCTBA

Pezopbyusa u pasnpedenenue
Crnen opanto nprnoxenue amlodipine ce pezop6upa noGpe karo 6uoHanm4ynoCTTa € 64-80%

MakCHMAITHHTE MIa3MeHH KOHLIEHTPALHH ¢ OCTHTaT MexXIy 6-124. cinex npuema. PezopOuusTa
He ce BMsAE OT nMpHeMa Ha xpada. O6embT Ha pasnpeneneHue ¢ 21 L/kg. [InasMeHoTO NPOTEHHHO
CBBP3BaHE € BUCOKO (97.5 % )

AOcopbumsaTa He ce B/IHgE OT IPUEMaA HA XpaHa.

Buompancgopmayua u enumunupane

[11a3sMeHHUST NOAYKHBOT € 35-50 4.1 ce JOCTHra NpH eJHOKPATHO NpHIoKeHHe, Steady-state
KOHUCHTPALIMH Ce NOCTHTAT Ha 7-8 eH NpH exxeAHCBHO npuiokeHrne. Amlodipine ce
MeTa0oIM3Hpa 3HAaYHTEIHO B YepHHA po0 A0 HEaKTHBHH MeTaboauTH, karo 60% ot Tax | camo
10% OT HEMPOMEHEHOTO JIEKAPCTBO CE EKCKPETHPAT ¢ YPHHATA.

Hayuenmu ¢ yeproOpobru napyuienus

[D1a3MeHMAT NOMYXXHBOT € YIBIKEH MPH MAaLHEHTH ¢ BIOIISHA YepHOIApobHa ¢
Touka 4.4)

Hayuenmu ¢ nanpednana ev3pacm

BpeMeto 3a nocTurane Ha steady-state KOHLIEHTPALMH € CXOHO IIPH MaJgH H MnaLy
HampeHaja B3pacT. KnupeHesT Ha amlodipine e ¢ TeHASHIMS KbM HaMaJIIBaHe
HanpeHala RH3PacT, KOETo BOAH Ao yBeanyasane HAa AUC ¥ BpeMeTo Ha 1




noayeauMuEupane. HapacTsaHe Ha Te3d napamMeTpH IpH NALHEHTH CHC 3aCTOMHA CchpAeYHA
HeJIOCTaTh4YHOCT € OYAKBaHO 32 Ta3H Bb3pacTora rpyna.(Bx.4.4)

TonynaunonHo ¢apMaKOKHHETHYHO SIPOYBaHe MPOBEACHO Np Aelia 74 neua ¢ XHICPTOHHA Ha
BE3pacT oT 12 Mecena no 17 roaunu ( 34xeua Ha Bb3pacT ot 6 70 17 roanHH 1 28 Ha BB3pACT OT
13 no 17 roguny) , NoJTyYaBAaIM AMJIOTHITAH B 103K Mexay 1,25 u 20 mg, npueMaHH eJHOKPaTHO
WJIH ABa MbTH Ha JeH. [Tpu sena ot 6 o 12 roguey ¥ npH 10HoWH oT 13 Ao 17 ronuHu
TUMTHYHUAT nepopaineH KnupbHC ( CL/F) e 6un cbotBetHO 22,5 ¥ 27,4 I/ wac npu MomyeTa M 16,4
H 21,3Vvac npr Momudera. Habmonasana € rojiiMa BapHabHIIHOCT B €KCIO3HIIHATA MEXTY
HHAuBHAHTe. CHoOMIaBaHUTE JaHHH NPH Acua 1104 6 rOJHHA Ca OrpaHHYCHH.

3.3. Ilpeaxman4yHn JAaHEH 32 5€300aCHOCT

ExcnepiMeHTaIHHTE NPOYYBaHHA HPH €AHOKPATHO H MHOTOKPTHO TPETHPAHE HE MMOKa3BaT
cnetdHYHA OTTACHOCT 3a YOBEKa 110 OTHOLIEeHHE Ha 06e30MacHOCT, FCHOTOKCHYHOCT,
KapLIMHOTCHHOCT M (PepTIIIHTET.

He ca yCTaHOBEHH TOKA3aTEJICTBA 33 TEPATONCHHOCT WK eMOPHOTOKCHYHOCT TNPH NEPOpAICH
npueM Ha amlodipine B go3u go 10mg/kg npu 6peMenHN TWIBXOBE H 32, OTYETEHO €
HaMaNsABaHe Ha OKOJIOIUIOAHHTE Bou {0k01050%), HO C/lydaHTe HA MHTpayTEPHHHA CMBPT HE ca
yBeJINYeHH. B TakuBa 103U NPH ILUTHXOBE € HaOMIoJaBaHO YAB/DKABAHE HA MECTALIHOHHHA TIEPHON
1 pozoBHA nponec. Hama anekBaTHH M KOHTPOJIIMPAHHU NPOYUBAHUA [1PH GpeMEeHHU KeHl. 3aToRa
amlodipine Moxke aa ce mpunara rnpu GpeMeHHH caMo, aKo MIOTEeHLHATHHTE NOJI3H 338 Makkara
HaJBUINABAT BB3MOKHHA PHCK.




6. OAPMANEBTHYHM NAHHHA

6.1. CnHcbK HA NOMONIHATE BelleCTBA:
eTY1033, MUKPOKPHCTAJIHA

KaJILMeB XuaporeHgochar guxuapar
HaTpHEB HUILCCTEH INIAKOHAT

CHIIMLIHEB JUOKCHA, KOMOHAEH Oe3roacH
MarHe3HeB cTeapar

6.2. HechLBMECTHMOCTH
He ca w3pecTan

6.3. Cpox Ha rogHoCT
Tpu roausau

6.4, CpenmajasH YCJIOBHSI HA ChXPAHEHHE

{Ipu Temneparypa moa 25°C
Jla ce ChXpaHABa Ha MECTA HEAOCTBITHH 3a Acua!

6.5. Bna u cHAbLpPKABHE HA ONAKOBKATA, IPHAOKENHE HIIH HMIVIARTEPAHE
PVC/AL 6nuctepn 3 X 10 tabnetku

6.6. CHenuangHu npeAna3HH MEPKH NPH HIXBLPJAAHE |
Jla He ce M3MON3Ba Clieh H3THYaHE Ha CPOKA HA rOAHOCT MapKHpaH Ha OnaKOBKara

7. MPUTEXATEJI HA PAZPENIEHHETO 3A YIIOTPEBA

CODAPMA Al
ya. LmueHcko moce 16,
1220 Codua, brirapus

8. HOMEP HA PASPEINIEHHUETO 3A YIIOTPEBA
AMJIOOWUITHH MEJHUKA 5mg - perucrpauuoned Homep 20070116

9. JATA HA ITBPBO PA3PEIIABAHE/IIONHOBABAHE HA PAIPENIEHMETO
3A YIIOTPEBA
19.11.2007

10. JATA HA AKTYAJNINIUPAHE HA TEKCTA
Hoemspu 2017




