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KPATKA XAPAKTEPHUCTHKA HA I[%Um ATEHUMS N0 NEKAPCSBATA
{ amKe xapaxmqmcmum Ha npogyxre - [ IpuAGKemue 1

“bM Pe2. No "zo/vzoow/

ABopaH 2,5 mg, punmupanu rabaeTku | "33DELUBHUG
Avoran 2.5 mg film-coated tablets S MAMP - .

HUME HA JIEKAPCTBEHNUA NTPOAYKT

éff £20 I] 7 -03- 2024

KAYECTBEH H KOJIMYECTBEH CBCTAB :';;'P@p&HUE WE s ee e cnrsevenenod rerrere st rissasesns

Besaka punmupana tabnerka csanspxka 2,5 mg dposatpuntad (frovatriptan) (noa dopmara Ha
(ppoBaTpunTaH CYKIIMHAT MOHOXHUAPAT /frovatriptan succinate monohydrate/).

[lomomuo(m) BeuiecrBo(a) ¢ H3BECTHO AeHcTRUE: BesAka Tabnerka ceanpxa NpUOIUIHTETHO
107 mg nakTo3a.
3a TBJIHHSA CIMCHK Ha MOMOIHHUTE BEUISCTB2 BHXTE TOUKa 6.1.

JIEKAPCTBEHA ®OPMA

dunmupana rabinerka

bsina xo noutv Osna kperiia punmMupana tabnerka ¢ anamersp 7,15 mm, rnajka ot asere
CTpaHHU.

KJIHHHYHH JAHHH

TepaneBTHYHM NNOKA3ZAHHA

Jleuenne Ha ocTpara ¢a3a Ha rnaBoOONUE MPHU MUTPEHO3HH NPUCTBIM ¢ KK Oe3s aypa.
QpoBaTPUNTAH € NOKA3aH IIPH BLIPACTHH

HO3HPOBKA H HAYHH HA NPHJI0OKEHHE

Ho3upoBKa
PpoeaTpunTaH TpAOBa 1a ce NpHEMa 110 Bb3MOXHOCT BEHAra ciei Ha4yajloTo Ha
MHIPEHO3HHA IIPUCTBHII, KATO ChIO € e(PeKTHBEH U aKO CE [IPHEeMe B NNO-KbCEH CTAaaHM.

OposaTpunTad He TpadBa 1a ce H3N0N3Ba NPOPHIAKTHYHO .

IIpu nurca Ha OTrOBOP OT CTPaHA Ha NAIMEeHTa KbM ITbpBaTa 1032 QpOBaTPHIITAH, IO BPEME
Ha CBIIHA PHCTBHI HE TPAOBA Ja c€ mpreMa BTOpa 1032 [opajK JUNca Ha TOKa3aHa 1Moj3a.

DpOBATPHIITAH MOXKE J1a C€ M3IION3Ba OTHOBO MPH CNEABANIH MUTPEHO3HH NIPHCTHITH.

Bw3pacTHy (o1 18 10 65 roauHN)

IIpenoprunTenHaTa a103a @poBaTpunTad e 2,5 mg.

IlpH pekypeHTeH NMPHUCTHN Ha MHUIPEHA CJ¢] NMBPBOHAYANHO OOJIEKUEHHE, MOXKE Aa Ce
[IPHJICXKH BTOPA 1033, KaTO MHTEPBANBT MEXAY ABaTa pueMa TpsOBa a € Hal-Manko 2 yaca.

Obmata qHesHa N03a He TpsAOBa Na HaaBuwasa 2 Tabnetku ot 2,5 mg Ha 24 yaca.

IleguaTpuuna nonynanusa {(moxa 18 roauun)
JlurcBaT QaHHM 3a NMPHIIOKEHHE Ha PpOBATPHIITAH MPH Jella U IOHOWIH,

Ilopanu ToBa He ce MpenopbyBa ynorpedara My B Ta3H BB3PacTOBA MPyna.

[TanMeHTH B cTapuecka Bb3pacT (Hajg 65 roauHu)
JaHHuTe 3a QpOBATPHNTAH NPH NALKEHTH HaA 65 rOAMHH BCe OLIE ¢4 O
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TOBA HE CC NPENOphUBa ynorpebdara My B Ta3H BLIPACTOBA IpyIa.

Hapviiena 6n6peuHa dyHKips
Ilpu naumMenTH ¢ HapylueHa ObOpeuHa QYHKIMUA HE ¢ Hajlara KOpHrHpaHe Ha J1o3aTa (BX.
TOYKa 5.2).

HapyureHa yuepHoapoOHa byHKIHA

Ilpy mauMenTn ¢ I€Ka 40 yMEpeHa HapylleHa depHoipobHa QyHKUMA HE ce Halara
[IpeLu3Mpane Ha 103aTa (BXK. TOUKka 5.2).

(PpoBaTPHUIITAH € IPOTUBONOKA3AH HIPH NAIMEHTH ¢ TEXKA HapylicHa YepHOApoOHa G yHKIHNA
(BK. TOUKa 4.3).

HauuH Ha NPpHIOKCHHE
IlepopaiHO HPHIOKECHHE
TabneTxkuTe ce NOTTBILAT LEIH C BOIA.

IIpoTHBOOKA3AHHA

CBpbX4YBCTBUTETHOCT KbM AKTUBHOTO BEIIECTBO HIH KbM HAIKOE OT TOMOILHHTE BEIIECTBa,
n3bpoeHu B Touka 6.1.

[TanueHTH ¢ aHaMHe3a 33 HHPAPKT Ha MHOKAp A3, HCXEMHYHA DOIECT HA CHPIETO, KOPOHAPEH
BA30CHAa3bM (HanmpuMep, anTdHa Ha Prinzmetal), nepudepHa cpaosa onect, MalMEHTH ChC

CHMIITOMH WIM NPU3HALK, DIPUCHIUM HA HCXeMHUYHA OONECT HA CHPLETO.
YMepeHo TeXKa UITH TeKKA XHIIEPTOHUA, HCKOHTPOJIHPAaHa JIEKAa XHIIEPTOHHA .

[Ipeninecrraim MO3p4HO-ChA0B HHIUAEHT (CV A) unu TpaH3aUTOpHA HexemuuHa ataka (TIA).
Texxo yeproapobHo yBpexaane (Child-Pugh C).

ExHOBpEMEHHO NPUN0KEHUE HA PPOBATPHIITAH C €ProTAMUH WIH €ProTaMEHHOBH [IPOH3BOIHH
(BKIIOUUTENHO METHCEPr]l) MAH ApyrH S-xuzapokcutpuntamud (5-HT,) peumemropuu
ArOHUCTH.

Crneunajnd npeaynpe;xicHu#s ¥ npeanazHH MepKH HpH ynoTpe6a
OpoBaTpunTal ¢€ U3MOA3BA CAMO [IPH KATErOPHYHO JHATHOCTHIIHPaHA MHTpEHa.

PpoBaTpUNTaH He € I[0KA3aH 3a Jde4YeHHE Ha XEMHIUVICTHYHA, OasunapHa WM
odTaIMONNECITHIHA MHTPEHA.

Hpu manuexTH, Ha KOUTO 10 MOMEHTa HE € OMla NocTaBeHA AWArHO3a MUTPCHA, WIH NPH
MAIlHCHTH ¢ aTHIOMYHH CHMIITOMH Ha MUIpPEHa, NoJ00OHO Ha JIPYyTHW BHAORBE JICYEHHE HA
MHIPECHO3HH NPUCTHLIIH, NIpEid ICHEHUETO Ha I1aBobomieTo TpAaAdBa Ja ¢¢ H3KIIOUAT APYTH,
MOTEHIMATHO CEPHO3HH HEBPOJIOTHIHH CHCTOSHMSA. TpAOBa f1a Ce OTOCCHKH, 9€ MAIHEHTHTE
C MUTP€HA NMOKAa3BaT MO-BHCOK PHCK 32 OMNPEACHEHH MO3BbYHO-CHA0BY CHOUTHS (HanmpumMmep,
MO35YHO-CHA0OBH HHIMACHTH HWIH TPaH3HTOPHNA HCXEMHYHH aTakKH ).

Bce omnie He e ycTaHOBeH2 0€3011aCHOCTTa U ePUKACHOCTTa HAa PPOBATPHITTAH, IPHICKEH BLB
(pasara Ha aypara, npeau 60j1KoBaTa haza Ha MHTPEHATA.

CohpaeyHo CHIOBH CHOMTHA
ITono6Ho Ha gpyrure 5-HT, penentopHU aroHUCTH, (pOBATPUIITAH HE TP
IIpH MalMEeHTH ¢ PUCK OT KOpOHapHa aptrepyaiHa 6onect (KAD), BkiroguT
MyiayM Wi MTAaUMEeHTH Ha HUKOTHHO-3aMECTHT&lTHA Teparpi, 0e3 npeas
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CbpAEeYHO-CbAOBHA cTaTyC (BX. TouKa4.3). Heobx0auMo0 e 0cO0eHO BHUMAHHUE IIPH KEHHU B
MEHOMay3a M npH Mbxe HaJ 40 rogvHK ¢ Te3u pRCKOBK QAakTOpH. BBIpeky TOBa He BUHATH
[IPH OLICHKA HA CbPACYHHA CTATYC MOKE a4 C€ AMarHOCTHIMPA ChpASYHOTO 3abongaBane. B
MHOT'O peJxy CIy4ad npu npueM Ha 5-HT, peuentopHu aroHUCTH OT NALMEHTH, KOUTO HE
CTpajaT OT ChbPAeYHO-ChAOBO 3a00M4BaHe, ca HAONIOMaBAHH TEXKH ChpPACYHH CHOUTHA.

[IpunoxeHuero Ha ¢pOBATPUIITAH MOXEe Ja AOBEAE A0 NPEXOAHH CHMITTOMM KATOQ IPbAHA
00J1Ka H/IM CTATAHE, KOETO MOXKE 113 € MHTEH3UBHO M /1a 00XBallia 4 repJioTo (BXK. Touka 4.8).
IIpH cbMHEHUE, Y€ TOBA Ca CHMITOMH Ha UCXeMHMYHa 00J1eCT Ha CHPLETO, MPHIOKEHHETO HA
¢poBaTpHNTAH C€ MIPEYCTAHOBABA H C¢ NpeAnpUeMaT JOMBJIHUTEITHN H3CICABaHRA .

AJEPIrUYHH peaKkiMy Ha CBPBbXUYYBCTBHTEIHOCT

[Manuenture Tpsb6pa na 6baar MHGOOPMHpPAHH 334 pPaHHH OpPH3HALIM H CHMIITOMH Ha
CBPBXYYBCTBHTE/IHOCT, BIUTIOUUTEITHO KOXKHU HAPYIICHHMSA, AHTHOEAEM U aHa(HNakCHe (BX,
TO4YKa 4.8). B cnyuyal Ha CEpHO3HY aJICPrUdHH PEaKIUK/ pEaKUMHK Ha CBPbXYYBCTBUTEIHOCT,
JICYEHHETO ¢ PpposarpunTad TpAOBa HE3a0ABHO 1A CE IIPEYCTAHOBH M JIEKApCTBOTO HE TpAOBa
J1la 0bae NpUeMaHo OTHOBO.

[1penoprusa ce 24 yaca cne NPUIGKEHUETO Ha (PPOBATPUIITAH 1 HE Ce TIpUJIara NeKapcTBo
OT IpyraraHa eproraMuHuTe. [IpH npHiIokeHue Ha eproTaMMHOB APOAYKT ¢bilo TpAOBa Aa
ce U3uaka 24 yaca, npeay NpHuiIoKEHNETO Ha ppoBaTpUnTaH (Bxk. To9Ka 4.3 ¥ Touka 4.5).

['1apobo/ne aCOLHUPAHO ¢ YecTa ynoTpeba Ha GpoRaATPHOTAH H AHAJITETHIH

Ilpn yecta ynorpeba (npuiaoXeHWe B NPOABRTKECHHEC HAa HAKOJIKO JHH M IPaHHYELIO C
HeMpaBHiIHa yrnioTpeba Ha 1EKapCTBOTO), AKTURHOTO BEN[SCTBO MOXKE J1a AKYMYyJIHpa H C TOBa
Ja ITOBHIUM HMECTOTATA Ha HEXeJTaHUTE JICKAPCTBCHH PCAKLIHN.

[TpoarmxurenHara ynorpeba Ha aHAIMeTHIM 3a rI1aBoDOIME MOXKE 1a BIOLH INTaBoOOIHETO.
Ilpu nonanane B Takapa CUTYallusd HIH CbMHEHMA 32 TOBa TpAOBa J1a C€ NOTHPCH JECKAPCKA
NOMOIL U JieueHuero aa Opae [peyctaHoBeHo. ITpH nalMeHTd, KOUTO CTPaJaT OT YECTO WIH
€€ IHEBHO INaBodoIMe BhIIPEKH (MM [Topa) peaoBHaTa yrnoTpeda Ha JIeKapCcTBa NPOTHB
rnasobonue, TpabBa na ce NpELEeHH BB3MOXHOCTTA 3a rinaBoboiMe, NPUYHHEHO OT
npexoMepHa yrnorpeda Ha NeKapcTBa.

JIa He ce npeBHILaBa NPENOPLYATENHATA 0332 (POBATPHIITAH.

Edexr na Hypericum perforatum (XbIT KaHTapHOH)

EAHOBpEeMEHHOTO NPpHUIOXKEHHE Ha QPOBATPHNTAH M ¢ TPUITTRHH H JIEKAPCTBa, ChABPXKALIH
KBIAT KaHTapuoH {(Hypericum perforatum) Moxe JIa NOBele A0 NO-YECTH HeEXeTaHH
JE€KAPCTBECHHU PEaKIIHH.

IToMoOIIHHK BelleCcTBA

To# KaTO TO3M NE€KapCTBEH TIPOAYKT CBAbPKA JIAKTO3a, MALHEHTH ¢ PEJKH HACAEACTBEHH
3a00/1BaHNSA, KaTO HEMMOHOCHMOCT KbM IallakT03a, MBJICH JAaKTa3eH AePHUIINT HAHM FHKO30 -
rajnaxtosHa Manabcopbuus, e Tpabra fa mpueMar TOBa NEKAPCTBO.

Tora nexapcTBO CBABLP*A No-mManko oT 1 mmol HaTpuii (23 mg) Ha Tabnerka, KoeTo
O3Ha4YaBa, Y€ KaTo A0 HE ChALPKA HATPHH.

BianmoaeHcTBHE € APYIH JICKAPCTBEHH NPOAYKTH H APYIrH hopPMH Ha B3auMoAeiicTBHE

IIpoTHBONIOKA3AHO € eAHOBPEMEHHOTO IPHJIOKEHHE HA:
Epzomamun u npouszeoonu na epzomamuna (6Kniouumenno memucepzud) u opyzu 5-HTI

aconrucmu.

OT XUIIEPTOHUA H KOHCTPUKIHUA Ha KOPOHAPHUTE apTEPHM TOPATH aJUTHB
edexr Ha sekapcTBata (BxkK. To4YKa 4.3).

EdexrsT MoXe aa € aauTuBeH. [Ipenopbuntento e ciex NpHAOKeEH
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rpynara Ha eproraMHHHMTE [a C€ H34yaka NoHe 24 4aca npeaM NPUIOKEHHETO Ha
¢porarpunran. H 06paTHO, cnen NpuIOKEHHETO Ha GPOBATPUINTAH CE NMPENOpPbhYBa Aa CE
H34aKa noHe 24 4aca npeay NpUIoKSHUETO Ha €ProTaMUH -ChbIbPKAILO JIEKapCTRO (BX. TOUKA

4.4},

He ce npenopbysa €AHOBPEMEHHOTO NPUJIOKEHHE HA:

Huxubumopu na monoamunooxcuoazama (MAO-unxubumopu):

OpoBaTtpunrtad He e cybcrpar 3a MAO-A; Bulnpekd TOBA HE MOXE 4a C€ H3KIIOYH
MOTSHUHAIEH PHUCK OT Bb3HHUKBAHE HA CEPOTOHHHOB CHHAPOM HIIH XHIIEPTOHUA (BXK. TOYKA

5.2).

Heobx01HM0 ¢ BHHMAHHE NIPH €JHOBPEMEHHOTO NPHJIOKEHHE HA :

Cenexmusnu unxubumopu na o6pamHomo 3axeauiane Ha cepomonuna (KumManonpam,
daykcemun, GaysoKcamun, napoKcemun, CEpMpatun):

IloTeHuWaleH PUCK OT XHUMOCPTOHHA, KOPOHAPHA BA3OKOHCTPHKIHA HIH CEPOTOHHHOB
CHHJIPOM.

CTPHKTHOTO TIPHABPIKAHE KbM INPENOPBUUTENIHATA JO3MPOBKA € BaXXHO YCIIOBHME 34
MpERNAa3BaHe OT TO3H CHHIPOM.

Memunepzomempun:
PUCK OT XUNIEPTOHHKS, KOHCTPUKLIUA HA KOPOHAPHHTE APTEPHH.

Dayeoxcamun:
DnyBOKCaMHH € MouleH HHXHOUTOp Ha uutoXxpoM CYPLA2 u e goKa3aHo, Y€ NOBHILIABA
KPBBHHTE HUBA HAa ¢poBaTpHNTaH ¢ 27- 49%.

Ilepopannu xkonmpauenmueu:

Ilpu xenu, mpueMaiuy NepopajIHA KOHTPALENTUBY, KOHLICHTPALIMHUTE HAa PpOBATPHUNTAH Ca C
okoyi0 30% mnO-BUCOKM B CPABHEHHE C XXEHHM, KOMTO He ynoTpebABaT nepopalHu
KOHTpauenTiBd. HiMa naHHYU 3a MOBUILIEHA YECTOTA HA HEXETAHWTE PEaKLHH.

Kvam xanmapuon (Hypericum perforatum) (nepopanno npunoscenue):
KakTo u npH Apyrd TPUNTaHH, PHCKBET OT MOABA Ha CEPOTOHMHOB CHHAPOM MOXE /1d Ce
[IOBHILIH.

PepruanTer, OpeMEHHOCT H KbpPMEHe

bpeMEHHOCT

JIMnCBAT WIH UMa OrPaHHYEHH JaHHH OT ynoTpeba Ha QpoBaTPpHNTaH NpH GPEMEHHH.
IlpoyuBaHusaTa NMPH XHMBOTHH NOKA3BaT PENPOAYKTHBHA TOKCHYHOCT (B)K. To4uka 5.3).
IloTeHIHAaTHHAT PUCK IIPH YOBEKA € HEH3BCCTCH.

PposarpHiTaH He TpAOBa 1a ce Mpiara o BpemMe Ha OPEeMEHHOCT OCBEH, aKO KIHHHYHOTO
CHCTOAHHE HaJlara Je4YcHHE.

KspMene

DpoBaTpPHNITAH H/HITH META00MTHTE MY C€ EKCKPETHPAT B MJIAKOTO HAa KbPMEIIH IUTBXOBE. ,
KaTO MaKCHMaJTHaTa KOHICHTPAUMA B MIAKOTO € OKOJIO YETHPH MBTH NO-BHCOKA OT
MaKCHMaJIHHTE KPBBHH HHUBA.

BEnpekd 4e He € M3BECTHO AaNH (PpPOBATPHOTAH € CKCKPETHPA B YOBEIUKOTO MJIAKO,
TIPUITIOXKECHHETO HA (PPOBATPHUITAH MPH KbPMAYKH HE € NPENOPBYHTETHO, OCBEH aKO HE €
M3KITIOYHTEIHO HANOXHUTENHO. B To3u cnyyal TpabBa 1a ce cnassa HHTepBal oT 24 yaca.

depTUAHTET
HanuyHHTEe XaHHH OT ONMMTH C )KHBOTHH HE MOKAa3BaT BIMAHHE Ha Ppo
bepTHNHTETA.

. “ty
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EdexTH BBPXY cnnocobHoCTTa 32 iodpupaHe H paboTa ¢ MAINHHA o 770 L o
;'1 -. E .,P r - J." T
= T "lfl ‘ ,4 ;



JluncBaT U3NUTBAaHUA 332 €PEKTUTE BhpXY CNOCOOHOCTTA 33 miodHpane U padoTa ¢ MALIKUHU.
MurpeHara, KakTo M jie4e¢HHeTo ¢ GpoBATPUNTAH, MOXKE Aa MPEeAH3BHKAT CHHIUBOCT.
[Manuenture TpabBa 4a C€ [IOCHBETBAT CAMMU /1 IIPELICHAT BB3MOXKHOCTHTE CH 32 M3BbLPILBAHE
Ha CIOXHHM ofepalMy KaTo WodupaHe 110 BPEME HA MHIPEHO3CH INPHCTBI H Clej
IPAIIOKEHHE Ha PPOBATPUIITAH.

4.8 HexelaHH JeKAPCTBEHH PeAKIHH

ITpu npunoxeHUE Ha NpeNopbYUTEIHATA 4034 2,5 mg PppoBaTpunTaH npHu noseue ot 2 700
NMalHeHTa, HaH-4eCTHTE HeXelaHH peakiuu (<10%) ca samadgHoCT, yMOpa, MapecTEe3HH,
rnaBofonKe M CpA0BO 3auepBaBaHe. Hexenanure edexru, HabMogaBaHH NpH KIHHHYHH
H3NHTBAHUA ¢ (QPOBATPMIITAH, ca OWIH NPEeXOaHH, OOMKHOBCHO NE€KH KO YMEPEHH H
OTIIYMSABAT CIIOHTAHHO.

Hsxou o1 cuMrromMmTe, cho0lllaBaHH KAaTO HEXENIaHH €PEKTH, MOTaT 1a Oh1aT CBBP3aHH ChC
CHUMIITOMHTE Ha MHUIPCHA.

B cneapantata tabiMna ca olMMCaHU BCHUKH HEXENAHHA PECAKIIWHA, 338 KOUTO CE CUMTA, Y€ Ca
CBBbP3aHH C ICYEHHETO ¢ 2,5 mg ¢ppoBaTpHIITaH, ¥ NOKA3BaT 10-BHCOKA Y€CTOTA B CPAaBHEHHE
¢ MIanedo npH 4eTUPH Mauedo-KOHTPONUPAHH KIHHHYHH H3MHTBAHUA.

Te ca rpynHpaHu o CUCTEMU U Ca U3OPOEHH IT0 4eCTOTa Ha Bh3HHKBAHE.

Cucremo-opranen | Yectn Heuectn Peaxu C HeHU3BeCTHA YeCTOTA
KJac >1/100 g0 <1/10 | 21/1 000 no <1/100 | =1/10 000 a0 (0T HAIMYHATE JAHHA
<1/1 000 He MoXe 1a Ob1e
_ HanpaBeHa OL€HKA)
Hapyurenns Ha JimmdageHonar
KpbBTA H U
| nuM@Hara cHcTEMa | .
Hapyuienusa Ha Peaxuuu Ha
MMyHHATa CHCTEMA CBPBXUYBCTBHTCIIHOCT*
(BKJIIOYHTEAHO
KOXXHHU HAPYIUCHHS,
aHT'MOCHAEM U
aHaduakcus)
Hapymienus na Hexuaparauus | Xunornuxemns
MeTabonuiMa u
 XpaHEHETO |
[lcuxuyHu be3nokoHcTBO, ABOHOpMHH
HapyIIeHUA Oe3cnHue, CPHHIIA,
o0OBpKBaHE, JIMYHOCTHH
HEPBHOCT, BL30y/1a, | pa3cTpoicTBa
ICTIpeCH,
_ AENEPCOHANIHIANUHA |
Hapymienus Ha 3aMasHoOCT, Hucreyaus, AMHE3HA,
HEpBHATa CUCTEMA | mapecTe3ns, TPEMOP, CMYLLEHHSA | XHIIEPTOHHS,
r1aBo0oOIHE, BbBR BHUMAHHETO, | XHUNOTOHHA,
COMHOJICHTHOCT, | JleTaprus, xunopedaekcus
IU3ECTE3NA, XUNEPECTE3HA, , HAPYILICHH
XUTIOCCTE3H celalus, BEpTUTO, | ABMXKEHHSA
CTIOHTAHHY
MYCKYTHH
| KOHTPAKIIHK 1 —
HapyumieHus Ha Hapywenuas B | boaku B ounre, Hoina cnenora
OYHUTE 3PEHHETO Apa3HEHE Ha OYHTE,
_ poTododus
Hapyunienusa Ha r TuHuryc, 6onxku B | Cnyxos [




yXOTO H 1abUpHHTA YILMTE AUCKOMQOPT,
CIYXOBH
HapyUIEHHU4,
ChpOEK B
YIINUTE,
XHIIEPAKY3HUC
CopaeyHu [Tannuranmy, bpaavkapaus Wudapkr Ha MUOKapaa™,
HapyIIEHUA TaXHKaAp U Cna3sM Ha KOpOHapHaTa
apTepHsa™
CbaoBu 3ayepBapaHe | IlepudepHa
HapylICHHA CTYIdCHUHA,
_ XHUIIEpTOHHS
PecniuparopHH, CraraHe B PyUHMT, CHHY3HT, Enucraxcuc,
FPBAHU U I'bpIOTO ¢apHHronapHHrean | XnJIaHe,
MeIHACTHHAJIHH Ha O0JKa XUIMEPRECHTHIALL
HapylLIEHUA Ui,
PECIUPATOPHHU
HapYILICHUS,
Ipa3HeHe B
| | IbpIOTO
Cromamno-upeBHu | ['anene, cyxora | dnapus, aucharns, | Koncrunauus,
HapylIeHus B YCTATa, METCOPH3BM, OpPHIBaHe,
AHCIICTICHUA, CTOMALITHO racTpoesodarea
KopeMHa bonka | auckomdopr, JeH pedu1ykc,
10/1yBaHE Ha CHHAPOM Ha
KopeMa pasgpasHeHOTO
nebeno uepso,
XepIecH no
YCTHMTE,
Gone3HeHH
YCTHH, CNIA3bM
Ha
XpaHONpoBoaa,
aQTH 1o
YCTHATAa
JHraBMua,
MENTHYHA A3BA,
6omnka B
CIIIOHYCHHUTE
Ae3H,
CTOMATHT,
356060
HapyureHns Ha Xunepxunposa | Ilpypuryc Eputema,
KOKaTa U HacTpBbXBaHE,
FOAKOXKHATA THKAH nypnypa,
ypTUKapHd
HapyieHus Ha MyckynHO-
MYCKYJHO CKeJIeTHa
CKEeNCTHATa CKOBAaHOCT,
CHCTEMA M MY CKYTHO-
CheIHHHTE/IHATA CKeneTHa 0ouIka,
ThKaH bonka B
KpaHHHU¥TE, OOIKH
| B rbpba, apTpaarus
Hapyluenus Ha [Honakuypus, Hukrypus,
O0b6penuTe IIONIKYPUSA bonka B




IHKOYHHTE IBTHILA | 6p0OpenmTe
Hapyuienunsa Ha UyBCTBHTEIHOC
BB3NIPOU3BOAUTE - T Ha TbPANTE
HaTa CUCTEMA H
rbpAATa | - |
Obwn HapyiieHus | ¥YMopa, rpeaeH | ['peana 6onka, [Tupekcus
1 edeKTH Ha OHCKOMGDOPT 4yBCTBO 32
MSCTOTO Ha TOIUIHHA,
IIPUIIOKEHHE HETBPIIUMOCT KbM
TEMIIEpaTypa,
00J1Ka, acTEeHH4,
XA/, HHEPTHOCT,
MOBHILIEHA
EHCPTHA,
| HEpas3noNOKEHHE | |
Hicneasanus [TosuuieH
OUTHpyOHH B
KPBHBTA,
MOHHXKER
KaJIL[HH B
KPBBTA,
aOHOPMHO
H3cJieaBaHE Ha
ypHHaTa {
HapanaBauus, XanaHe
OTPABAHHA U
YCI1OXHEHHA
Bb3HHUKHAJH B
pe3yJTaT Ha
HHTEPBEHLMA _ ] L
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Habnionapanure edexTn npy 1Be OTBOPEHH ABATOCPOYHA KIHHHYHH H3IUTBAHHA HE Ca CE
pa3jH4aBaly OT ropeu3sdpoeHuTE,

Crobu1aBaHe Ha NOAO3IUPAHH HEXENAHH pEaKLIHH

Cpo0HiaBaHeTo HA MOAO3HPAHM HEXE/IaHH PEaKUHH clle/l pa3peilaBaHe 3a yrnorpeba na
JIEKAPCTBEHHA MPOAYKT € BaxHO. ToBa HO3BOJIABA /1a IPOABJIKH HAONMIOAEHHETO HA
CBOTHOIIEHHETO [TOJI38/PUCK 3a JIEKAPCTBEHUA PO ayKT. OT MEOUIIMHCKHTE CIIEIHATUCTH Ce
M3HCKBA Ja chOOIaBaT BCAKA [TOJ03HpaHa HeXKeNaHa peaKiHg J0.

HM3meEnHUTENHA areHLUNs 110 JICKapCcTRaTa
yi. ,.,JJaman ['pyes” Ne 8

1303 Codns

Ten.: +359 2 8903417

yebcait: www.bda.bg

Ilpeno3upane

ChblieCTBYBAaT OIPAHMYMEHHM J[AaHHM 3a [peaosHpaHe Ha TabneTkn ¢poBarpunTaH.
MakcHManHaTa €THOKPATHA IEPOpaNHa 1033 PPOBATPUIITAH, IPHAAraHa IPH MBXE H XKECHH C
MHUrpeHa, € 40 mg (16 nbTH Mo-BUCOKA OT NIPENOPBUMTENHATA KIHHHYHA /1034 OT 2,5 mg), a
MaKCHMalHaTa ¢JHOKpaTHa 4034, MpUarada npH 3apaBd Mbxe, ¢ 100 m T™H
BHCOKA OT NPENOPbUHTENIHATA KITMHHUYHA /1034). [ B nRaTa cay4as He ca HaO
HEXETaHW PEaKLNH, OCBEH MOCcoYCHUTE B TouKa 4.8. Ciren nyckaHeTo Ha
cboO1IIaBa 38 €IMH CEPHO3€EH ClTy4aii Ha KOPOHAPEH BA30CIa3bM CNE II
BHCOKA OT NPENOPBUHTEIHATA 1033 PPOBATPUNITAH TPH IIOCIEA0BATEN
KOHTO € Ha NpPOQUIAKTHYHO JE€YEHHUE 338 MHUIPEHA C TPHLHKIHY
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ITaumeHTHT CEe € Bh3CTAaHOBHIIL.

Jluncea cneunduyeH aHTHOOT 3a (poBaTpuntaH. Bpemero 3a monyenMMHHHpaHE Ha
dpoBaTpunTal e npudbiIu3HTeIHO 26 Yaca (BHX TO4YKA 5.2).

He e n3pecteH eekTbT 0T XeMOIHATH3aTa UITH NEPUTOHEANTHATA AHAIIH3A BhPXY CEPYMHUTE
KOHLIEHTPAlMKH Ha GpPOBATPUIITAH.

JleyeHue
B cny4ait Ha nipefo3upaHe ¢ PpoBaTpHNTaH, aLMEHTHT TPAGBa Ja € Mo NPAK MeZUIHHCKH
KOHTPOJI TIOHE 48 4Jaca, KaTO ¢€ npuiara HeodxoauMara noaaspkaiia Tepanus.

®APMAKOJIOFHYHHU CBOHCTBA
PapMaKOAHHAMHYHH CBOHCTBA

PapmakorepanesrnyHa rpyna: CenexktusHu 5-HT, peuentopuu arounctn, ATC koa:
NO2CCO7

MexaHU3bLM Ha AEHCTBHE

®poparpunTad € cenekTHBeH 5-HT peuentopeH aroHMcT, KOHTO MOKAa3Ba BUCOK adHHUTET
kbM 5-HT s 1 5-HT)p cBBp3BaIMTE MECTa HA PEUECNTOPHTE NMPH PadHOCBLP3BALIM AHATH3H U
npoABABa MONIEH aroHUcTHYeH edekt kbM S5-HT,z u 5-HT,;, peuenropure mnpH
byHKIHOHATHH OMOaHATH3H.

[IposaBaBa n3paseHa CeNeKTHBHOCT KbM 5-HT g/\p peLenTopyTe H IMICa HA CHTHH(HKAHHTEH
apunutet kpm 5-HT,, 5-HT;, 5-HT,, 5-HTs, a- anpenopeuentopure Uayu XuCTaMHHOBHTE
peuenTopu.

Jluncea sHauKTeNneH agUHUTET Ha HpOBATPUNTAH KbM OEH30AHA3ENMH CRBP3BAILK MECTA.
Cunra ce, ue QposarpunraH JelcCTBa CeNEKTUBHO BBPXY eKCTpalepeOpalIHUTE
HHTPAKPaHHAIHH APTEPHH, KATO MHXHOMpaA NPEKOMEPHATA AWIATaLNUA HA Te3U ChAOBE [IPU
MUrpeHa. [Ipy KIMHMYHO 3HAUMMM KOHLIEHTpAILIUY, GPOBATPHUNTAH BOAU A0 KOHCTPHMKLIMS HA
M30QJIMPaHU YOBEIWKKH MO3bYHH apPTEPHUH NPH JIKIICA HA ePeKT WM ¢ MHOIO MadbK TaKhB
BbpXY M30JIMPaHH YOBEIIKH KOPOHAPHHU apTEPHHU.

KinandHa epHKACHOCT H 6e30NacHOCT
KnuHn4yHaTa e(PUKaCHOCT Ha PPOBATPUIITAH MIPH JI€YEHHE HA MHTPEHO3HO IN1aBOOOIME N

NPHUAPYXaBallUTe CHMITTOMH O€ IIpoy4eHa B TPY MHOTOUSHTPOBH 1anef0-KOHTPOJIHpaHH
M3NMUTBaHuA. [IpH BcHuxH Te3n H3nUTBaHuA 2,5 mg GpoBaTpuTad MpeBbIX 0 Aa nnaebdo no
OTHOINCHHE OTUIYMABAHE Ha I1TaBOOOIHETO OT 2 00 4 uaca cnel MPWIMKESHHETO H BpEMETO 34
JOCTHIraHe¢ Ha MepBHA OoTroBop. OOnexueHHe Ha Honkata (HaMaJleHHE HAa CUJIHOTO MM
YMEPEHOTO IT1aBOOOIHE 0 JICKO WK JIMNCa Ha raaBobonue) ciaex 2 9aca € 37-46% npw
¢posaTtpunTtal u 21-27% npu mnanebo.

ITenuo oOnekueHue Ha OonkaTa cieA 2 Haca € MOCTHTHATO NpH 9-14% npu npuiloXkeHHe Ha
@posaTpunTaH H 2-3% npu rianebo. MakcuManHata epuKacHOCT Ha GPOBATPHATAH MOME /12
C¢ O4aKBa 4 4aca cjiel IPUJIOXKEHHETO MY .

IIpu KIHHWYHU U3NHTBAHHA, CpaBHABalM 2,5 mg ppoBarpunTan ¥ 100 mg cymarpunras,
eukacHocTTaHa 2,5 mg GpoBaTpUNTaH Ha 2-1 W 4-5 YAC € MAJIKO MO-HHCKA B CPaBHEHHE C
Tasy Ha 100 mg cymarpunras. Yecrorata Ha HEXKENaHUTE JICKAPCTBEHH pEakLMy OpK 2,5 mg
(GpoBaTpHNTaH € MAJKO NMO-HHCKAa B cpaBHeHue ¢b¢ 100 mg cymarpunrtan. JlumceaTt
H3MUTBAHHA, CpaBHABALIH 2,5 mg dpoBarpunTal ¢ 50 mg cymarpunrad. \\
[1pu 3apaBy MHAXBHAM B CTap4yecKa Bb3pacT, CJIe] eHOKpaTHa IIepopaH
()pOBAaTPUNTAH NTPH HAKOHU MHIAHBM/M ca HaGMH0aBaHH NPEXOHH IPOM
apTepHaIHO HANSraHe (B HOpPMAIHU I'PAHHLIH).

PapMaKOKHHETHYHH CBOHCTBA




Abcopbuns

Caen npuioxeHue Ha €JHOKpAaTHA MepopayiHa Ao3a oT 2,5 mg npu 3apaBd WHAWBHIH,
CpeliHaTa MakCHMallHAa IUIa3MeHa KOHHEHTpauua Ha ¢posaTpunrtan (C,;) ce A0CTHIHA
MEXay 2 u 4 yaca u € 4,2 ng/ml npu Mmbxe U 7,0 ng/ml npn xeun. Cpeanara mion noxm
KpuBata (AUC) e cwroTBeTtHO 42,9 1 94,0 ng.h/ml nipu Mbixe U npu kKeHH,
bHOHAIHYHOCTTA Cled NepopanHo npuiaoxeHde € 22% npu Mbxe H 30% npH XKeHu.
PapMakoKHHETHKATa HA QPOBATPHUIITAH € NOA00HA IPH 3APaBH HHIKBHIY H [TPH [ALIMEHTH ¢
MUTPpEHAa H JIMIICBA pa3liMKa BbB (PapMaKOKMHETHYHHTE I[MapaMeTpPH N0 BpeMe Ha
MHUFPEHO3IHUTE NPUCTBIIH U MEXKIY THAX.

Ilpu nososuss oBxBaT, HpuiIaradH B KIMHMYHMTE H3nuTBaHHA (o1 1 mg go 40 mg),

({bpOBaTPHITAH MPOABABA 110 NPHHLMIT THHEapHAa KMHETHKA.

XpaHaTa He OKa3Ba ChLIECTBEHO BIHAHHE BbPXY OHOHANUYHOCTTA HA (pOBATPHIITAH, HO
BPEMETO 32 JOCTHIaHE Ha MakKCHMaJiHa NNa3MEHa KOHLUECHTPALHUA ty.y IEKO C€ YBEITHYARA C
okomno | 4yac.

Pasnpenesienne

Ob6eMBbT Ha pasnpeaeneHye Ha GPOBATPHNTAH B CTAOMIHO CHCTOSHUE CIE] UHTPABEHO3HO
npunoxenue Ha 0,8 mg e 4.2 Vkg npu moxe u 3,0 Vkg npu xeHu,

DpoBaTpHITal c€ CBBP3Ba cnabo ¢ nnasmeHuTe npoTerHHd (oxono 15%). ObpaTuMoTO
CBBP3BaHE C KPBBHHUTE KIICTKH B CTA0MITHO CHCTOSHHEE € 0KoNo 60%, 06¢3 painuka npyu MBXe U
XKEeHH. CBOTHOLLICHHETO B KPBBTA ¥ I1a3MaTta € 0koso 2:1 npu paBHH OPYTH YCIOBHA.

buoTpanchopmanus

Cnea nepopajiHo IpHIokKeHUe Ha 2,5 mg paguobenssaH QpoBaTPHIITAH ¥ 3ApaBu MbKe, 32%
OT J03aTa ce OTXPHBA B YpHHaTa, a 62% - BbB pexanuure. Pagnobenssanurte Beuiectea,
CKCKpPCTHPAHH B ypHHaTa, Ca HENPOMEHEH (pOBATPHUITAH, XMAPOKCHPPOBATPUNTAH, N-
aleTHJIAECMETHII-(OpOBATPHANTAH, XHIPOKCH-N-aneTwinecMeTun-ppoBaTpUNTAH U A€CMETHII -
(ppOBATPHUIITAR, 3a¢IHO C HAKOJIKO APYTH MeTabO0JINTa B I0-MaJIKo KOITHYECTBO. JJecMeTH-
(¢poBaTpUNTaH MMa 0KOJI0 3 ITbTH NMO-HUCHK abuHuTET KbM 5-HT)| penenropure B cpasHenue
C BELUCCTBOTO-POAUTEN. N-aUeTHAZECMETHI-PpOBAaTPUNTAH HM2 HE3HAUUTENCH adUHHUTET
kbM 3-HT, peuenropure. He € npoy4eHa akTHBHOCTTA Ha IPYrH MeTaOOJ/IHTH.

Cnopen KaTeropHuHM JOKa3aTeJNCcTBa oT in vitro uanureanui, CYP1A2 € rnasBHHaT HHTOXPOM
P450 u3oeH3uM, KOHTO yuacTBa B MecTaboinu3Ma Ha dpoBaTpunradH. QpoBaTPUNTAH HE
HHXuOHpa u He nuayuupa CYPLA2 in vitro.

dpoBaTpunTaH He MHXHOMpa €H3MMHTE HAa YOBelIKa MOHoaMuHookcHzasza (MAO) unu
uuToxpoM P450 u3oeH3MMHTE M nopaaM TOBa Ce OTJHYaBa ¢ MAJIKO JIEKaAPCTBEHM
B3aUMOJEHCTBUA (BX. TOYKa 4.5).

DpoBaTpUITaH He € CyOCcTpaT 3a MOHOAMHMHOOKCHIa3aTa (MAO).

EnuMHHHpane

EnuMuHHpaHETO Ha PpoBaTpHnTaH ¢ 61daszHo, kaTo ¢aszara Ha JUCTpUOyLMa npeobnanasa
MEXAY 2-A U 6-5 yac. CpeJHWAT CUCTEMEH KITHPBHC € ChOTBeTHO 216 1 132 ml/min npu
MBKETE U XEHUTE. brOpedHHUAT KIHPBHC ce H3ducasaBa Ha 38% (82 ml/min) u 49% (65
ml/min) ot obmus KIMPBHC CBOTBETHO TIPH MBXE M XeHH. KpalHOTO Bpeme Ha
101y CTUHMUHHUPAHE € OKOMOo 26 Haca, HE3aBHCHMO OT I10J1a Ha HHAWBHJNTE, KATO KpaitHaTa
¢a3a Ha eTMMHHHpaHE CTaBa IOMHHAHTHA CaMo cliejl okono 12 yaca.

{CneuHanHy NONynauiuK NalueHTH

Crapuecka Bb3pacT
[1pu 3npasu vHAMBUAN B cTapyecka Be3pacT (65 no 77 roausn) AUC ce yBermmuasa ¢xe 73%
IPH MBXETE U ¢ 22% 1pH )XKeHUTE, B CpaBHEHHE ¢ MO-Maaan HHAuBHAH (18 10 37 roanHu).

JIuncea pasnuka Bt WIH t),; MEXIY ABETE MOMyNanuH (BX. To4ka 4.2).

Ilon
Croinocture Ha AUC u C,,.x 32 GpOBaTpUNTAH ca HO-HUCKH (C OK
CpaBHEHHE C X€HH. ToBa 4acTHYHO ce O0ACHABA C €HOBpPEM
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nepopaHy KOHTpauenrusy. basupaliku ce Ha edukacHocTTa WK Oe30nacHOCTTa Ha 4034Ta
OT 2,5 mg NpH KIHHAUYHHTE W3IIHTBAHHSL, NPCIHIMPAHETO Ha 103aTa MO0 OTHOLUEHHE Ha I10J1a
He ce Hanara (BX. Touka 4.2).

brbpeuHo yepexaane
CucteMHaTa eKCIO3HIMA Ha GpOoBaTPHUIITAH H HETOBOTO {j;; HE CE& pa3ziMyaBaT 3HAYHUTEIHO
NPH MBXKE H )KeHH ¢ HapyueHa 6s0peuHa GpyHKIMA (KpeaTMHAHOB KIIMpBHC 16 - 73 ml/min),

B CpPABHCHHC C T€3H IIPH 3iPaBH HHIHBHIH.

YepHoapoOHO YBpEXIaHe

Cren nepopaiHo MPUIIOKEHHE ITPH MBXXE U )KEHH Ha B13pacT MeXAY 44 U 57 TOIUHH C JICKO
HWIH YMEpeHo HapyeHa yepHoapoOHa ¢ynkuus (A v B ctenex no Child-Pugh), cpenuure
KOHLICHTPAallHH Ha (pOBaTpHUIITAaH B KPHBTA €& B CBIMUTE MPAHHUM H NIPH 3ApaBHa MIIaIH
WHMBH/IH H TIPY TAKMBa B cTapdecka Bb3pacT. JIuncra papMakoOKMHETHYEH WK KIHHHYCH

ONUT ¢ PPOBATPUNITAH [TPU MALHEHTH ¢ TEXKA ICPHOAPOOHA HEJOCTATHYHOCT (BXK. TouKa 4.3).

[MpeaKJHHEYHE AAHHH 32 (e30MacHOCT

[Ipy nNpoy4yBaHHATZ 32 TOKCHYHOCT CIEX ¢AHOKPAaTHO HWIH MHOMOKPATHO IPHIIOXKEHHE,
MPESAKTHHNYHH e@eKTH ca Ounu HaO0moaaBany caMo TpU HUBA Ha €KCMO3HLMA MHOTO Haj
MaKCHMaJIHHTEC HHBa ITPH YOBEKa.

CraHaapTHUTE TIPOYYBAaHUA 3a [EHOTOKCHUYHOCT HE TIOKAa3BAT KIMHHYHO 3HAUHM
re HOTOKCHYEH NTOTeHIMaN 3a ppoBaTpunTad. PpoBaTpHUNITAH € (PETOTOKCHYEH [IPH [UTBXOBE, 4
npH 3aiin PeTOTOKCHYHOCT ce Habmoaaea caMo MpH JO3H, TOKCHYHH 32 MalKara.
DpoBaTpUOTAaH HE € NOTEHLUHMAJIHO KaHIEPOTeHEH MNpH CTAHJAAPTHH NpPOY4YBAaHHA 3a
KaHUEPOTEHHOCT ¢ TPH3a4H M IPH NIPOyYBaHUA ¢ MUIIKH P53 (+/-) npH HUBA HA €KCHO3HMILUA
3HAYUTETHO ITO-BUCOKM OT OUAKBAHUTE TIPH XOPpa.

PAPMAIIEBTHYHH JAHHH

CnHuchK HA NOMOLIHHTE BellecTBa

Anpo na Tabnerkara

CunuuyeBa MOHOKPHCTANHA LEIYyJI03a
JlakTo3a, Oe3BO HA

CHIHLHEB AHOKCHA

Hartpues HULlIeCTEH Tukonar, Tun A
MarnesuesB creapar

PUIMOBO MOKPHTHE

XumnpoMmenosa (E464)
JlakT03a MOHOXHApPAT
Maxkporon 3350 (E1521)
TpuaneTHH

Turanos guoxcug (E171)

HecBBMECTHMOCTH

Henpunoxumo

Cpoxk Ha roaHocT

30 Mmecena

C[IE[[HRJ]HH YCIIOBHA HA CHXPAHCHHC

To3u NEeKapCTBSH NMPOAYKT HE H3UCKBA CMELMATHH YCIOBHSA 33 CBX
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Bua u CEABPKAHHE HA OIIAKOBKATA

ABopaH 2,5 mg ¢unmupanu tabietku e omakosaH B 6anctrepu ot PVC/PE/PCTFE 6an
HENPO3paucH KONOJUMED M alyMHHHEBO POJIHO.

Buaose onakoskut: 1, 2, 3,4, 6 anu 12 tabnerku.

He BCcHYKH BUIOBE OMAKOBKM MOTAaT Aa OBJAT NyCcHATH B MpoJaxoda.

CrneuHaaHe Npeanalii MEPKH IIpH H3XBbHDJIAHE

Heusnon3saHuAT TeKapCTBEH NPOAYKT MM OTHAABYHHTE MATEpHaAllH OT Hero TpaAOBa ga ce
H3XBBPJIAT B CbOTBETCTBUE C MECTHUTE H3NCKBAHHA.

INMPUTEXATEJI HA PAZPEHIEHHETO 3A YIIOTPEEBA
“becta Mea” EOO/, yn. ,,KpHuo Ckopuer* Ne8, 5350 Tpasua, bearapus
HOMEP(A) HA PASPELIEHHETO 3A YIIOTPEBA

Per. No 20220001

JATA HA IThbPBO PA3PEIHABAHE/ IIOJTHOBSIBAHE HA PABPEIIEHHETO 3A
YIIOTPEBA

Jata Ha nnpBo paspeluasaHe: 04 sayapu 2022

JATA HA AKTYA/IMZUPAHE HA TEKCTA
02/2024




