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311 SAHUTENHA ATEH T
1.  HMME HA JIEKAPCTBEHHUSI IIPOAVKT F ' LA 110 NNEKAPCTBATA

'(PAMKA XaPaKMmepucmuKka Ha npogyxma - [lpusoxexue 1

Pacarunkon 1 mg tabneTku | KoM Pea. M .......2%.. O/JF\D'ZX} .................
Rasagincon 1 mg tablets ' '
aZix e

PaspeweHue Ne N

2. KAYECTBEH A KOJIMYECTBEH CBCTAB BG/MA/MP -

Bcsika Tabnetka chabpaka | mg paszarwiuH (rasagiline) karo pazarwidH Me3uiar (rasagiline mesylate).
3a MBbJIHKA CITUCHK HA MOMOUIHUTE BELLIECTBA, BUXKTE TOYKA 6.1.

3 JIJEKAPCTBEHA ®OPMA

Tabnerka

benu no noutu Genu, KPbIJIK, TUIOCKH TaOJIETKH ChC CKOCEHU prOOBE ¢ BATHOHATO pesieHO O3HAYCHHUE
"C13" or eaHara cTpaHa M ri1ajiki ot gpyrara crpaHa (IIpuoOiusuresieH pasmep: 8 mm).

4, K/IMHHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3aAHHSA

PacaruHkoH € moka3aH Npd BBb3pacTHH 3a JieyeHHWe Ha uaumonatuuHa IlapkuHconoa 6onecrt (I1b) kato
MoHoTepanus (6e3 1eBoiona) Uiy KaTo J0IbJiBalla Tepanus (¢ JeBoona) rnpy NauMeHTH ¢ QJIyKTyaluH B
CUMIITOMATHKATa B Kpasg Ha MEX/1y/1030BUS UHTEpPBAJl.

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

[IpennopbunTenHaTa ao03a pasarujivi € | mg (eana tabserka PacarMHKOH) BEAHBXK JHEBHO, KOATO Ja Ce
npueMa cbC WM 0e3 Jiepogorna.

Ilayuenmu 6 cmapuecka év3pacm.
[Ipy naumeHTH B cTapyecka Bb3pacT He ¢e U3HCKBA MPOMsHA B Jlo3aTa (BXK. TO4YKa 5.2).

Yeproopobro yepeowcoare

Pazaruaun € npoTHBOMNOKa3aH NP MalUEHTH ¢ TEXKO YepHOApoOHO yBpexaaHe (BxkK. Touka 4.3). TpsOsa
na ce u3bsaresa ynorpedara Ha pa3arwivH IpH NMaLMEHTH C YMEPEHO YepHOApoOHO yBpexaaHe. Heobxonumo
e ocoOeHO BHMMAHME MpM 3alo4yBaHe Ha JICYEHHE C pa3arWjiMH NpH NalMEHTH C JIEKO YepHOApOOHO
yBpexaHe. B ciydali Ha nporpecupaHe OT JIEKO KbM YMEPEHO 4YepHOApOOHO yBpeKjaaHe, NMpUEMBbT Ha
pa3aruivH TpadBa ga 6b/1e rnpeycraHoBeH (Bx. Touka 4.4 u 5.2).

bvbpeuno yspeaxcoane
He ce Hanarar crieuMasHy npeana3Hyd MEepKHU IpU NalMeHTH ¢ O0bOpeYHO yBpeK/1aHe.

[leouampuyna nonynayus
be3zonacHocTTa M eukacHocTTa Ha PacarMHKOH NpH Aeua ¥ IOHOIIM He ca ycTaHoBeHW. Hsima choTBETHO
MpUJIOXKEHHEe Ha PacarMHKOH B neauMaTpyu4HaTa rnomnyJamus 3a rnokasanuero [lapkuaconosa 6oliecr.

HayuH Ha NpUIoKeHue T e TS
3a nepopajiHO MPHJIOKEHHUE. IV N\
PacarMHKOH MOXe /1a ce nIpyeMa che WM 6e3 XpaHa. I/ 5/ Apeain\




4.3 IlporuBonoxkazaHus

CBpBXUYBCTBHTEITHOCT KbM aKTHBHOTO BEIIECTBO WIH HAKOE OT NMOMOUIHUTE BELLeCTBa, H3OpOoeHH B TOUKa

6.1.
CBbNBTCTBALLIO JIEYEHHE ¢ APYrd MOHOAMHHOOKcHAasHN (MAQ) nHxubutopn (BKIIOUHUTETHO MEJULIMHCKH

H NPHPOAHH NPOAYKTH 0e3 pelenTa, HanpuMep *bIT KAHTAPHOH) MIIH NeTHAHH (BXk, Touka 4.5.). Tpabea
Ja H3MHMHAT Hak-Manko 14 AHU MEX Ty NpexbCBaHe NpUEMa Ha pa3ari/iMH M 3anousane Ha ieyeHue ¢ MAQO

WHXHOMTOPH WK NETHAYH,
Texxko yepHoapobHO yBpeKnaHe.

44 CpoennalHH NpelyNpexIcHHd H NPEANA3ZHH MEPKH IpH ynorpeba

CenbTeTBalla YOoTpeda Ha pazarWiMH ¢ IPYry 1eKapCcTBEHU NPOAYKTH

EnuoBpemeHHara ynorpeba Ha pasariwivH B QJyOKCeTHH WM dnyBoxcaMHH TpabBa na ce u3barea (Bx.
Touka 4.5). HeobxoauMo e aa u3MHHAT Half-Manko neT CeAMHLIM MeXAY MPEeKbCBaHETO Ha (DJIYOKCETHH H
3arlo4yBaHe Ha JIeYcHHe ¢ pasarwinH. HeobSxonumo € 1a uaMHHAT Hal-Manko 14 1HH MEXAY NMPEeKbCBAHETO
Ha pa3arwjidH M 3aMT104YBaHE Ha JICYCHHE C QITYOKCETHH WIH (PIYBOKCAMHH.

He ce npenopbuBa chObTCTBALA YNOTpeOa Ha pasarwivH M JekcTpoMeTopdaH WiH CHMIIATUKOMHMETHIIH,
nofoOHM Ha Te3, MPHCHCTBAIM B Ha3AIHUTE H MEpOPasIHUA ACKOHIECTAHTH UMY JIEKAPCTBEHH MPOAYKTH

Cpelly npocTyaa, ChbAbPXKAIUH edepuH UM ncesaoedeapuH (Bx. Touka 4.5).

Covnomemeawyga ynompeba Ha pazazuiun U 1e6000na

Tosi KaTO pasarujiMH 3acwiBa epeKTHTEe Ha JIEBOJAOIA, HEXKENAaHHTE peakllMd Ha JIEBOJOMNAa MOXKE Ja ce
YBEJIMYAT M MpeABAPUTEIHO ChLIECTBYBalllaTa AHCKMHE3Hd Aa ce oboctpu. IloHmxkaBraHeTo Ha Jo3aTa Ha
JIeBOJIONA MoxKe f1a O0JIEKYH Ta3H HeXXelaHa peaKLHA.

Mma crobiieHus 3a XUNOTSH3WBHHA €(PEKTH NPH CHITBTCTBAIL MIPHEM Ha pa3aruiui ¢ nesogona. [lauuenrure
¢ [lapkuHcoma ©OomecT ca 0cCOOEHO YA3IBHMH KBM HEXENAHWTE peaklMH Ha XMIOTOHHA NOpanu

ChbLICCTBYBALLHUTC HpOﬁHﬁMH C NMOXoAKaTa.

HonaMuHepruyny epeKTH

IIpexomepna oxesna cvuaueocm (I1JIC) u enuzoou na ene3anno sacnusane

Pazarunun Moxke 12 npeaU3BMKa JHEBHA ChHIUBOCT, COMHOJIGHTHOCT M MOHAKOra, 0COOEHO ako

CE H3MOJI3BAa C APYrH AONAMHHEPrHYHH JIEKAPCTBEHHM MPOAYKTH - 3acCllMBaHe O BPEME Ha €XEIHCBHH
paerHocTH, [laupenture Tpabea na 6baar uHpoOpMUpaHUM 3a TOBA M MOCHBETBAHHM Aa BHHMABAT MNpH
wodpupaHe wau pabora ¢ MalllMHU MO BPEME HA JICYCHHETO ¢ pasarnuH. [lauueHTUTe, KOHTO Ca HMaJH
COMHOJICHTHOCT W/WIH €MH30/] Ha BHE3AIHO 3acnMBaHe TpabBa J1a ce BB3AbPXKAT OT LodupaHe u pabora ¢

MAIUHHA {BX. TO4Yka 4.7).

Pazcmpoiicmsa na konmpona evpxy umnyicume (PKH)

[Ipu nauMeHTH, IEKYBaHH ¢ JOTIAMMHOBH AroHUCTH W/WIH JONTAMHUHEPIHYHHK CPEACTBA MOraT Ja Ce IOABAT
PKH. Ilopobum cpobuiennsa 3a PKH ca nomydyeHH B MOCTMapKETHHIOBHA IEPHOJ W 33 pa3arnjIMH.
[TaupenTnTe cneapa ga ObAaT peROBHO MPOC/IEASBAHW 33 PAa3BHTHE Ha pa3CTPOHCTBA HA KOHTpOJA Ha
umnyscurte. [TauueHnTute U obrpiksainure ri Tpabsa fa O6bJaT HAACHO € MOBEICHYECKUTE CUMNTOMU Ha
pascTpoOHCTBAaTa Ha KOHTpPOJA HAa UMMYJCHTE, HalbmoaaBaHK NpPH NMALMEHTHTE JICKYBAHM C pa3aruiiuH,
BKIIIOYBAIH C/Ty4aH Ha KOMITYJICMH, HATPAIUIMBH MHCIIH, MATOJIOrHYHO BJIEYCHHE KBM Xa3apT, NMOBHUICHO
JTHOUIO0, XUTNIEPCEKCYATTHOCT, MMITYJICHBHO IOBEACHHE U KOMITYJICHBHO XapyeHe WIM Ia3apyBaHe.

MenaHoM
B peTrpocnekTUBHO KOXOPTHO NPOYYBAHE € YCTAHOBEHO BB3MOKHO MOBHILIABAHE HA PUC
ynorpeba Ha pasarwiuH, oco0€HO MpHM MaUUEHTH ¢ MO-roNAMa MPOABLJDKHTEIIHOCT H
palzarwivH W/WIK ¢ NO-BHCOKA KyMyJlaTHBHaA A03a pazarwivH. Begka nopospurenta
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na Obae mpeleHeHa OT cnenuanucT. 3aToBa MauueHTuTe TpabBa na ObAAT CHBETBAHM la NOTHPCAT
KOHCYJITALIMA ¢ MEAHIHHCKH CIIELIMATTUCT, aKO YCTaHOBAT HOBA MITH MPOMEHALLA C€ KOXKHE JIE3US.

YepHoapoObHo yBpexkaaHe

HeobxoanMo € noBuineHO BHMMaHHE MpM 3aloMBaHe Ha JICHEHHUE C Pa3arwivH NP NAlLMEHTH ¢ JIEKO
yepHOApoOHO yBpexxaaHe. TpaOsana ce u3barea ynorpebara Ha pazarwivH MNPH NMAaUMEHTH C YMEPEHO
yepHOApOOHO yBpexaaHe. B cnydali Ha nporpecupaHe oT JIeKO KbM cpeJHO 4YepHOApoOHO yBpexnade,
NPUEMET Ha pa3arunuH TpAbsa Aa 6bae npeycTaHOBEH (BXK. TOYKA 5.2).

4.5 BiaumojeicTBHE ¢ APYIrH JIEKAPCTBEHH NPOAYKTH H ApYru GpopMH Ha B3aHMOLEHCTBHE

MAO unxuburopu
[IpoTHBOMOKAa3aHO € pasarwivH jxa Obae npwiaraH egHoBpeMeHHO ¢ apyrH MAQO wunxuburopu

(BIJIIOUMTENHO JIGKAPCTBEHHU U NPUPOAHH NMPORYKTH Oe3 penerta, HallpuMep *bJIT KAHTaApHOH), ThH KaTo €
BL3MOXEH PHCK OT HeceslekTHBHO MAQO unxubupane, koeto 61 MOIII0 a IOBEE A0 XHUIICPTOBUYHMA KPU3H
(BX. TOuKa 4.3.).

[leTnguH
CepHo3HHM HexXXelaHM peakUHH ca OWIH JOKJIafABaHM NPU eQHOBpeMeHHaTa ynorpeba Ha netuavd ¢ MAO
MHXUOUTOPH, BKIIOUHUTEIHO U ¢ ApyT cenekruseH MAO-B nuxuburop. ENHOBpEMEHHOTO NPHIIOXKEHUE HA

pa3sarwiviH 1 NEeTHAHH € IPOTHBOIMOKA3aHO (BXK. TouKa 4.3).

CHMINATHKOMHMETHLIU
ComecTByBaT CbOOILEHHA 3a JIeKapcTBeHM B3auMoAeHcTBUA, Kacaemin MAQO wunxuburopure npu

eJHOBpeMeHHATa UM ynoTpeba CbC CUMITaTHKOMHUMETHYHH JI€KAPCTBEHHU NpoaYKTH. Clief0BaTeNHO, C Orte]
Ha MAQO nHxubuTOpHATa aKTHBHOCT Ha pa3arwiMH, HE C€ NPEenopLYBa €IHOBPEMEHHOTO NPUIIOKEHHE Ha
paz’arwidH M CHUMNAaTUKOMHUMETHLH, IOAOOHHM Ha Te3U, NPUCHLCTBALLM B HA3ANHHTE U NEpPOpaHM
JNEKOHIEeCTAHTH WIH JIEKAPCTBEHH MPOAYKTH Cpellly NMPOoCTyAa, ChIbpKAIH eeIpHUH WIH ncesaoedepUH
(Bx. TOuKa 4.4).

ﬂEI{Cf!pﬂMETO E@RH

ColuecTByBaT CcbOOLISHMA 3a JIEKAPCTBEHH B3aMMOJAENUCTBHA INIpM €OHOBpeMeHHara ynorpeba Ha
nexcrpomeTopdan n HecenekrueHM MAQ unxuburopu. Cnenorarento, ¢ ornea Ha MAQO unxuburopHara
AKTHBHOCT Ha pasarwidH, HE C€ MNpenoppyYBa €AHOBPEMEHHOTO TNPWIOKEHME HA pasarwiHH M

aexkcrpoMeTopdaH (Bx. Touka 4.4).

SNRI/SSRI/Tpu- ¥ TeTpalUKINYHH AHTHAENPECAHTH
Tpabpa na ce u3bArea eaHoBpeMeHHATa ynorpeba Ha pasarwivH M QIyOKCETUH WIH (pIyBOKCaMHUH {BX.
Touka 4.4).

OTHOCHO €JHOBpEMEHHaTa ynoTpela Ha pa3arujiMH CbC CENEKTUBHU HHXHOUTOPpH Ha 00paTHOTO 3axBamiaHe
Ha cepoToHMHA (SSRI) cenexTHRHH MHXHOHTOPH Ha o6paTHOTO 3aXBallaHe Ha CEPOTOHMH-HOPAJpeHAIKH
(SNRI) npy xnuHHYHA U3NUTBaHHMA, BX. TOYKa 4.8.

Cep1o3HH HexeJIaHH JIEKapCTBEHH peaklHMH ca O cxo0uIeH NpH eAHOBpeMeHHaTa yroTpeba Ha SSRI,
SNRI, TPHUUMKNHYHN/ TeTpaUMKIUYHH aHTHAenpecaHTH # MAQ uuxuburopu. CrnenoBaTenHo, ¢ orjed Ha
MA O nHXHOUTOpHATa AKTUBHOCT Ha pa3arliuH, IIpH PUEM Ha aHTUICTIPECAHTH € HeOoDX0AUMO MOBHILIEHO

BHHMAHHC.

Cpezncta, nopyiuapaiiy akTuBHocTra Ha CYP1 A2
MeTabonuTHH Npoy4yBaHUA in vifro ca nokasany, e uuroxpoMm P450 1A2 (CYP1A2) e agueﬂ‘liga'{)

OTrOBOPCH 3a MeTabon3Ma Ha pPa3armiiMH. / “S-; I T’:f« ",
Il TS \
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Huxubumopu na CYPIA2

EnHOBpeMEHHOTO NPHIIOXKEHHE Ha pa3arwiuH M uunpodgnokcaumy (mHxubdburop Ha CYP1A2) ysenuyasa
AUC Ha pasarunuH ¢ 83%. EqHoBpeMEHHOTO NMpWIOKEHUWE HA pa3arwiMH U TeopwnuH (cyOcTpaT Ha
CYP1A2) He nopnusaBa papMakOKMHETHKara ¥ Ha JaBata npoaykra. Ilopaan toBa, momuure CYP]A2
HHXHOHWTOPH MOraT Aa NPOMEHSAT IUIA3MEHUTE HUBA HAa pa3ariiHH H € HeoOxoauMo Aa 6baaT npunaraiy ¢

MNOBHIICHO BHHMAHHE,

Hnoykmopu na CYPIA2
ChIiecTBYBa PUCK OT HAMAIIBAHE HA IJIA3MEHUTE HMBA Ha pa3arvidH [PH NALMEHTH ITyLIaYH, KOETO Ce
I'BJDKH Ha HHAYKUMATA Ha MeTtabonusupaind eHsum CYPI A2,

Opyru muroxpoM P450 uzoeH3uMu

In vitro npoyuBaHHATA ca MOKa3a/Id, Y€ pa3arWwiKH NpH KoHUeHTpauusa |1 pg /ml (exBuBaieHTHA HA HUBO,
koeto npeacrabigBa 160 nbtH cpeagnara Cmax~5,9-8,5 ng/ml npu nauveHTH, ctpanauiu ot IlapkHHCcOHORA
OosiecT cnen MHOrOKpaTeH NMpUeM Ha 03a 1 mg paszarwiuH) He HHxubupa uuroxpoMm P450 uzoeHsumure,
CYPIA2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2El, CYP3A4 u CYP4A, Te3u peazynratn
NIOKAa3BarT, 4Ye € ¢j1ab0 BepOATHO TepaneBTHYHUTE KOHLUECHTPALMM Ha pa3sarwivH Aa NPUYHHAT KaKBOTO U fa
€ KIIMHUYHO 3HAYHMO MOBIUABAHE Ha CYOCTpaTUTE Ha TE3H EH3MMH (BXK.TOUKa 5.3).

JleBoONA M APYTH JICKAPCTBEHU NMPOAYKTH 3a [lapkuHCOHOBa bonecT

Ipu naumenty ¢ [lapkuHcoHOBa OonlecT, MOJMYYABAILM pA3ardiIMH KAro [OMBLJABALIA Tepanus KbM
NPOAL/DKUTENTHO JIeUeHHE ¢ JIEBOJOTA He ce HaOM0faBa KIIMHHYHO 3HAYUM e(EKT OT JIeYEHUETO C JIEBOIoNa
BEbPXY KIIHPBHCA HA Pa3arwjiMH,

EnHOBpeMEHHOTO MPWIOKEHHUE Ha Pa3ariHH K €HTAKANOH YBEIUYABA NEPOPATHUS KIHPBHC Ha pa3ariuinH

c 28%.

BaaumoneiicTere THpaMHUH/pa3ariiuH

Pesynrature OT rieT THpaMHH NMPOBOKHUpPaHH H3cneaBaHus (npy a10OpoBONLM M MALMEHTH CTpajallM OT
[TapknHcOHOBa $OAECT), B ChbUETAHWE C PE3YJATaTHTE OT MOHHTOPHpPAHE INpPH AOMAILHH YCNOBHUS Ha
KPBBHOTO HanAraHe cinea xpaHeHe (cpen 464 manueHTa, aekyBaHW ¢ (0,5 wiu | mg/neH pasarwivH WiH
rutanebo KaTo CHIBTCTBALIA Tepalus Ha JIEBOAONA B NPOAB/DKEHUE Ha UIECT Mecela 0e3 pecTpUKUMH Ha
THPAMHH), KAKTO M (PaKThT, 4 HIMA CHOOILIEHHA 33 THpaMHH/pa3aruiiH B3aHMOACHCTBHA NTPH KJIMHUYHH
NpoOy4BaHHUA, MPOBEXKIAHN 6€3 pecTpHKLIMA Ha TUPAMMH, ITOKA3BaT, Y€ pa3ariidH Moxe Aa Obae H3non3saH
fe3zonacHo €3 AUETHYHHM PECTPUKLMM Ha THPAMHH,

4.6 PepTHanTET, OpEeMEHBOCT H KbPMEHE

bpeMEHHOCT
Jlunceatr maHHM ot ynotpebata Ha pasarwinH [IpHu 6pemeHHn xeHU. [IpoyuBaHHATA NpPH KUBOTHU HE

MOKA3eaT NpekH WIH HENMPEeKH BpedHU edeKTH, CRbp3aHd ¢ PeNpOAYKTHBHA TOKCHYHOCT (BX. Touka 5.3).
Karo npeanazHa Mspka e 3a npegnodyuTaHe ga ce u3bsarea ynorpebara Ha pasarWiidH MO BpeMe Ha

OpeMeHHOCT.

KnpMmene
HewidHNuHHUTE AaHHH COYAT, Y€ pasarwiMH MHXHOMpa NpPOJIAKTHHOBATa CEKpeLiMa H Taka OM MorbJa ja

MHXHOHpa kppMeHeTo. He e H3BecTHO AanM pasariwinH ¢e eKCKpeTHpa B YOBEIIKOTO MIISKO. Heobxoaumo e
MOBUILECHO BHUMAaHHE, KOTaTO pa3arljiMH ce Npuiara rnpu KbpMadku.

DepTHIUTET

Jluncear naHHu 3a edekTa Ha pasaruivH BepXY GepTWIuTeTa npH Xopa. HexnmuuuunuTe AaHr KasmaT
"¢ pasarHIMH HE NOBNUABA QepTHINTETA. N
g
g

.
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4.7 Edjexru Bbpxy cnocofrocTTA 32 mMo¢npane u pabora ¢ MAIUHHH

[Ipy naLmeHTH, KOMTO IIOJIy4aBaT COMHOJICHTHOCT/ENMHU30AH Ha BHE3aMHO 3aclMBaHe, pa3arijiHH MOXe Jaa
NOBAMAE B 3HAYHTE/IHA CTENEH CNocoOHOCTTa 3a wodupaHe U paboTa ¢ MawuHu. IlauveHTure TpabBa na
6BAaT NpeAynpedeH Ja HE H3NOJ3BAT OMMAaCHU MAalWHM, BKJIKYHTEIHO MOTOPHH IIPEBO3HH CpPE/CTBa,
IOKATO HE Ca JOCTATbYHO CHIYPHH, Y€ pa3aru/idH HE UM BB3JICHCTBA MO HEXKEJIaH HAaYMH.

[MaumeHTHTE, NEKYBaHH ¢ pas3ardiMH, NPH KOMTO ce Habmonasa COMHONEHTHOCT W/HIIM €MH30[H Ha
BHE3alHO 3acnHBaHe, TpAOBa aa 6baaT HHPOPMHUpPAHH Aa C€ BB3AbPXKAT OT WIOPHPAHE WIN ACHHOCTH, NMPH
KOWTO HapyLIEHOTO BHHMAaHHE MOXKE Ia H3JTOXKHM TAX WM APYTH XOpa Ha pUCK OT CepHO3HO HapaHABaHE HIIH
cMbpT (Hamp. pabora e MalOWHHK), AOKATO MNPHACOMAT AOCTATBYEH ONMT C pasarWiWH H APYTHTE
NOTMIAMHHEPTrHYHH JICKapCTBa, 3a Ja NPELECHAT JATH € 3aCerHaTa WM He TAXHATa MUC/IOBHA W/WIH MOTOpHA

NEeNHOCT.

[Ipy nossa Ha MOBHUIEHA COMHOJIGHTHOCT WIH HOBM €MHU30AM HA 3aCNIMBAHE MO BpeMe Ha €KEeIHEBHH
AciHocTH (Hanp. NpU rjiejaHe Ha TENEBH3UA, MBTYBAaHE B KOJA M T.H.) [0 HAKOE BpeMe OT JICUEHHETO,
NalHEHTHTE He TpAOBa oQUpaT WIH YYACTBAT B MOTEHLMANHO onacHy AedHocTH. [lauuenture He Tpsabsa
Aa wodupart, Aa paboTaT ¢ MAUIHHU WIH Ha FOJIfMa BUCOYHHA 110 BpeMe Ha JICUEHHETO, aKO HAKOTA ¢a HMAJIH

COMHOJICHTHOCT H/HJIH ¢a 3acnHBany 0e3 npeaynpexacHUe npeay ynorpedara Ha pasariimH.

[ManmenTuTe TpaOBa Aa OBAAT NpeIYNPEICHHM 32 BH3MOXKHMA aJUTHBHU edEeKTU OT CeJaTHBHH JICKAPCTBEHH
MPOAYKTH, QNKOXOJN WIM APYTH TMOTHCKAlUW LeHTpajlHaTa HEpBHA CHCTEMa, cpeAcTBa (Hanp.
OeH30AMa3eNHHK, aHTHIICHXOTHIIH, aHTHAENPECAHTH) B KOMOHHALIMA ¢ pa3arWJMH WM KOTaTO IpMeMAaT
CHITBTCTBAILM JIEKAPCTBA, KOMTO NMOBHILABAT IUTA3MEHUTE HHUBA Ha pa3zarwiMH (Hanp. uMnpogIokcalvH)

(BXK. Touka 4.4).
4.8 HexeslaHH JeKAPCTBEHH PeaKnHE

O6o6n1enne Ha npoduaa Ha 6€30IaCHOCT

[Tpu KTHHHYHKTE NPOYYMBAHUA Ha nauyeHTH ¢ [lapkuHCOHOBa GonecT Hal-4ecTO ChOOUIABAHUTE HEXENaHH
peakLMH ca: NMPH MOHOTEpAanMsA - riaaBobojive, Aenpecus, BEPTUro W rpuin (MHpAYEHUA W PHHHT); NpH
OOMBJBALLO JIeYEHHE KBbM TepanuiaTa ¢ JICBOAONA - JAMCKHHE3HA, OPTOCTAaTHYHA XMIIOTOHMSA, NajaHe,
abnoMuHanHa 6o0nKka, raaeHe M NOBPBLIIAHE W NpechbXBaHE Ha yCTaTa; MNPH JABETE CXEMHM HA JICYCHHE -
MYCKYJIHO-cKejleTHa 60uika, kato Oonka B rbpba W BpaTa M aprpanrua. Te3u HexXelaHW peaklud He ca
CRBP3aHH C YBeJIHYMEeHa YEeCTOTa Ha NMpeyCTAHOBABAHE HA MIPUEMa Ha JIEKAPCTBOTO.

TabauueH CNHCHK HA HEXKENAHUTE peaKIIHW

Hexenanure peakuin ca u3bpoeHu B Tabnuuu 1 ¥ 2 no cucTremo- opraHeH Kiac M 4ecToTa, KaTo €
H3MOJI3BaHa ClieJHaTa KOHBEKIIHA: MHOTO YecTH (>1/10), uectu (>1/100 no <1/10), newectu (>1/1 000 no
<1/100), peaxu (>1/10 000, no <1/1 000), muoro peaku (<1/10 000), c Hem3BecTHA YeCcTOTA (OT HATUYHUTE

IaHHHU He MOxe Aa 6bae HanpaseHa OLeHKa).

Monomepanus
TabAHYHUAT CIHMCHK MO-AONY BKIIOYBA HEXENaHH peakuuM, KOMTO ca OMnM AoKiaABaHU € M0O- BHCOKa
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Hapymenus Ha
HMYHHATA CHCTEMA

y

Aneprus

Hapymenus Ha
MeTADOIH3MA H
XPAaHEHETO

L o

HamMmaneH anerur

JIIcHXH9BH
HAPYIICHHA

Henpecus,
XamouuHauuu*

PasTpoiicTBa Ha KOHTpO.Ta
BLpPXY HMITyJICHTE*

Hapymenns na
HepBHATA CHCTEMA

Inasobonue

MOZBYHOCBIOB
UHIMACHT

CepOTOHUHOB CHHIPOM™*,
NPEeKOMEpHa THEBHA
CBHIHUBOCT{ILIIC) m
€MH30M Ha BHE3ANHO
3acnuBaHe(B3)*

Hapymenna na
OUYHTE

KOHIOHKTHBHUT

Hapymenus Ha
_YXO0TO H JJaOHpHHTA

Beprturo

Cobpaecunn
HApDYIIEeHHA

AHTYHA
NMEKTOPHUC

|

Hudapkr
MHOKapaa

Ha

Crnaosu
HAPYIEHHA

XuneproHus*

PecnupaTopHH,
rpoaHY H
MeAHACTHHAJIHH

HADYIICHAA

PuHut

Cromamao-9peBHA
HApYIeHA

DnaTyneHIUs

-

Hapymenus Ha
KOXATA H
NOAKOXHATA THKAH

Hepmatur

Be3unkynobynosen

0bpus

Hapymenuns Ha

MycKoJIHO-

MYCKY.JIHO- ckeneTHa Oonka,
CKEJIETHATA Gonka BLB Bparta,
CHCTEMA H apTPUT
CheIHHHTENHATA

ThKaH |

Hapymenns aa [To3uBu Ha
OnlOpennTe H ypPHHUpaHe
NUKOYHHTE

NHETHIEA

O6mu napymrenus Bucoka

H edeKTH Ha TEMIIEPATYP4,
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MACTOTO HA
NPHJI0KECHHAC

HEPa3noJIoXKeHue

*BipkTe TOUKa onucaHye Ha H30paHU HexXENTaHW peaKil|u

Honvneawa mepanus
TaObMUUHMAT CIIMCHK MO-AOCJNY BKAKOYBA HEXEIAaHH PeaKLUH, KOHTO ca OWiM JOK/IaABaHH C 10 BHCOKa

YeCTOTa, NPH NALMEHTH, NpHeMaIlM | mg/AeH pa3arwivH B IU1ae60-KOHTPOIHPAHH MPOYUBaHHUS.

CHCTeMO-Opranen
KJIAC

Muozo

| yecmu

Yecmu

Hevecmu

C Heuzgecmua
yecmoma

Heonnazmu-
Ro0poxanecTBenH,
IIOKAYECTBEHH H
HeonpeaeieHH

KoxeH
MeJ1aHOM ™

HA
H

Hapymenns
MeTaboH3MA
XpaHEHeTo

F

HamaneH aneTur

IIcuxnuHnA
HApYIICHHAS

-

XamouHHauuu*,abHOpMHO
CLHYBEHE

Ob6bpKaHOCT

Ha
BbPXY

PastpolicTaa
KOHTpOJNA
uMmryicure”

Hapymenus Ha
HepBHATA CHCTEMA

IlucKHHe3ns

o

JHUACTOHMA, CUHHAPOM Ha
KapraiH1A KaHal, aTakcHs

Mo3B4YHOCHAOB

HHILIIUACHT

CepOTOHHHOB
CHHApOM¥,
npekoMepHa
JJHEBHA CHHJTMBOCT
(ITIC) n ennsonm
Ha BHE3aITHO
3acnuBaHe (B3)

Copaeunn
HAPYIIeHHS

AHrvHa
NEKTOPUC

Crnaosu
HAPYIICHHA

OprocraTHiHa
XUITOTOHUA*

Xuneproxuus*

Cromamuo-
YpPEeBHH
HApYHICHHuS

A6n0oMHHaANIHA
KOHCTHIIALIHA,
NOBpPLILaHE,
ycTara

Oolka,
rajieHe,
cyxota B

HA
. |

Hapymennsa
KOXAaATa
MOAKOXKHATA
ThKAH

Ob6pus

Hapymennsn HA

MYCKYJAHO-
CKeJIETHATA
CHCTEMA
CheAHHHATE/IHATA
ThKAHR*

-

O0JIKN BDBB

ApTtpanrus,
BpaTa

Hicinensanus

HamaneHo Terjio

Hapanapanus,
OTPABYHASA
YCJ0XKHEHUS,
Bb3HAKHAIH
pe3yJaTar
HHTCPBEHIHA

Ilanase

*BiokTe TOUKa onucaHue Ha U3BpaHW HEXEJTaHU PeaKlMM
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Onucanve Ha H3OpaHHU HEXETAHH PEaKiINK

Opmocmamuuna XunomoHun

[Ipu 3acnencHH rane6o-KOHTPONIHPAHH NPOYYBAHUA ce ChODIaBa 32 TEXKa OPTOCTATHYHA XHITOTOHHA IPH
enuH naumeHT (0,3%) B paMOTO Ha JIEYECHHE ¢ pa3arwiHH (IPpOYyYBaHUA TPU MPWIOKEHHE KaTO JOMBJIRAINA
Teparisa) 1 HUTO €XUH B PaMOTO IpH JieueHKe ¢ tuauedo. OcBeH ToBa JaHHHUTE OT KIHHHIHOTO NMPOYYBaHe
MPEANONArar, Y€ OPTOCTATHYHA XMIIOTOHUA BB3HHKBA HAW-4YECTO Mpe3 [TbPBHTE ABa MeCElla HA NIEYEHHETO
C pa3arwiKH H HMa TeHJICHLIUs J1a HAMATABa C BPEMETO.

XunepmoHus

Paszarmnun uaxubupa cenektiBHO MAQO-B u He ce chBp3Ba C NOBHLIEHaTa YYBCTBHTETHOCT KbM THAMHH
NpH nokazaHaTta n03a (1 mg/nen). Ilpu 3acaeneHuTe mnailedbo-KOHTPOIIMPAHH TIPOYYBAHUA (MOHOTCPATIHA H
ACITBJIBAILIA TEparnusa) He ce choOlLlapa 3a TEXKKa XHIEPTOHUR NMpPH HUKOH OT MALMEHTHTE B PaMOTO Ha
NiedeHHE ¢ pa3aruiinH. B nocTMapkeTHHIroBMs NepUoA MPH NAUMEHTH, NPHEMALLH PAa3ari/ivH, ca ChoOIleHH
C/iydad Ha MOBHUILIEHO KPbBHO HAJNATAHE, BIUTIOYMTENHO B PEAKH CIIY4YaHd CEpHO3HH XHINEPTOHHYHH KPH3H,
CBBbpP3aHH ¢ MOMTbI[AHE HA HEHU3BECTHH KOJIMMECTBa XpaHu, Oorard Ha THaMHH. B mocTMapkeTHHroBHA
MEPHOA HWMa €AMH Clyyaifi Ha MNOBHINEHO KPBBHO HAJIAraHe INMpU NaUMEHT, H3MOI3Bal OPTAIMHYHHA

Ba30KOHCTPHKTOD TETPAXHAPO30JHH XHAPOXJIOPHA, AOKATO € MPHUEMAT pa3ariwinH,

Pazcmpoiicmea Ha KOHmpoaa ébpxy umnyiacume

CboOLieH e ennH caydall Ha XMNepceKCyaTHOCT NPH MOHOTEpanMs B IL1aLe00-KOHTPOJIMPAHO MPOYyUBaHe,
CnegHoto e OMi0 OOKIAABAaHO B MOCTMApPKETHHrOBMA MEPHOJ C HEHU3BECTHA HECTOTAa: KOMITYJICHH,
KOMITYJICHBHO MNa3apyBaHe, AepMaTIWIOMaHHA, CHHIOPOM Ha JONMaMHHOBA JUCperyniaiusa, pascTpoicTso Ha
KOHTpPOJIa Ha WMIYJICHTE, WMIYJICHBHO TMOBEJEHHE, KIENTOMaHMs, KpaxbHu, HaTpaliHBH MHCIH,
00CECHBHO-KOMITYJICHBHO Pa3CTPOHCTBO, CTEPEOTHITHMA, Xas3apT, NAaTOJOrHYHO BJICMEHHE KbM Xasapra,
NOBHIICHO JHUOMAO0, XUMEPCEKCYATTHOCT, TNCHXOCEKCYANIHO pa3CTPOHCTBO, CEKCYAJIHO HENPHIHYHO
noseaeHue. [TonoBuHara ot crobieHuTe cnydan Ha PKH ca ouenenu xato cepuosuu. Camo eAHHHYHH
cliyuay OT ChOOLIEHHTE CTy4au He ca OWIM M3JIEKyBaHH 10 BpeMeTo, KOraTo € ChoOIIEeHO 3a TAX,

IIpexomepra onesna connugocm (ITJJC) u enuzoou na enezanno 3acnusawne (B3)

[IpekoMepHaTta MOHEBHA CHHIMBOCT (XHIIEPCOMHMA, JICTapruf, npeKkaneHa OTMYCHATOCT, aTak¥ Ha
CHH/IMBOCT, COMHONIEHTHOCT, BHE3alHO 3aCMHBAHE) MOTraT Ja c€ NONABAT MPH MAlL{HEeHTH, JEKyBaHHM C
AONaMMHOBH arOHUCTH W/ WIM ApYTH NOTIAMUHEPIrUYHHU iedeHUA. 3a noaobeH Moaen Ha MPEKOMEPHA IHEBHA
CBHJIMBOCT ce ¢ho0IIaBa B MIOCTMapKETHHIOBUA NEPHOA NpH NpWiIokeHHe Ha pasarwnuH. Crobmaga ce 3a
CJIY4ad Ha MALIMEHTH, JIEKYBaHH C pa3arwiHH M APYrH JAONAMHHEPIrHYHH JIEKADCTBEHHU NPOAYKTH, KOHTO
3aCIMBAT, AOKATO C€ 3aHUMABaT ¢ 0OUYalHU eXKEIHEBHU ACHHOCTH, BhIipeku, ye MHOTrO OT T€3H NALHEHTH
ca ChOOIMNM 3a COMHOJEHTHOCT, JOKaro ca OwWnu Ha JiedeHHe ¢ pa3arwidH 3acJHO C ApYrH
NONaMHHEPrHYHH JICKAPCTBEHH MPOAYKTH, HAKOM OT TAX ca 3adend3aiy, Y€ HE Ca HMaJli HHKAKBH
npeaynpeIUTeaHH MPH3HALM, KATO HalpuMep MpeKOMEpHa CBHIMBOCT, M CMATaT, 4e ca Ounu Syauwm,
HEMOCPeICTBEHO Npear ChbOMTHETO. 3a HAKOH OT Te3u chOMTHUA ce choOliaBa nopeye oT | roavHa ciaen
Ha4aJ10TO Ha JICUEHHETO.

Xanoyunayuu

Bonecrra na IlapkMHCOH ce CBLP3Ba CHC CHMIITOMHM Ha XAMIOUMHALMWK M oObpkaHocT. Te3u CHMNTOMM ca
O HabnmoAaBaHH CHIO B MOCTMAPKETHMHIOBHMA NEpPHOI MpH NMaUHEeHTH, cTpasauM ot IlapkuHcoHoBa
G0JIECT M JIEKYBAHH C pa3ariiHH.

Cepomonuroe cunopom

[Ilpy KNIHHMYHMTE NpPOY4YBAaHHA ¢ pasarwiMH He € Owna paspelieHa eJHOBpeMEHHata ynorpeba Ha
gyokceTHH WiM QUIYBOKCAMHH M pa3ardjifH, HO CACAHUTE aHTHIENpPECAHTH H 1I03M ca © 3IpeICHH
[pH MPOYYBAHHUATA C pa3arkjivH: aMUTPHIITHIMH < 50 mg/aHeBHO, TpazoaoH <100 mg/ %m&h
< 20 mg/aneBHO, ceprpanuk < 100 mg/aHeBHO ¥ napokceTHH < 30 mg/aAHeBHO (BXK. .igfl'- £E *{ & \

B nocTmapkeTMHroBHa nepHoa ce choOliiaBa 3a Ciay4aH Ha MNOTEHLHATHO ,553 f —mgagrpamaﬂ
I ‘u.r‘ "*2 J‘ b =!- 'fru :




CEPOTOHMHOB CHHAPOM, CBBP3a8H C aKMUTALUA, OOBPKAHOCT, PHIMIHOCT, NIMPEKCUA K MHOKIIOHYC MpH
MAlHEHTH, JIEKYBaHM C aHTH/CMPECAHTH, MEMEpPHAH, TPaMmajnos, MeTajoH MM TPONOKCH(EH IpH
CBLIIBTCTBAILIO JICYCHHE C Pa3aruiuH.

INOKANeCMeEeH MeaaHOM

YecTOoTaTa HAa KOXKEH MEJAHOM TIpH MIauebo0-KOHTPOIMpPaHUTE KIMHUYHM nipoyuBaHus e 2/380 (0,5%) =B
[PYTIATA Ha JICYSHUE ¢ pa3arwivH | mg KaTo AONBIBAINC JICYEHHE KBM TEPANHATA ¢ JIeBoaona cnpamo 1/388
(0,3%) B mnane6o rpynara. B nocrMapkeTHHrosra nepuoji ce cnobiljaBa 3a AONYJIHHTEIHH CIy4YaH Ha
3/I0Ka4eCTBEH MEIAHOM. Te3Hu cyuau ce CUUTAT 3a CEPHO3HH BEB BCHUKH XOKJIAIM.

CrofiapaHe Ha [IOA03UPAHU HEXKENAHH PEeaKIIHH
ChobimaBaHeTo Ha MOAO3HPAHH HEXENAHH PeakilHMH Cllel pa3peluaBaHe 3a ynorpeda Ha MpoAyKT € BaXHO.

Tosa mno3songsa Aa NPOABDKH HaOMONEHHWETO Ha CBHOTHOLIGHHETO JieKapcTBEeHHA Mpolaykr. Ot
MEIMIIMHCKHTE CIIELIHaIHUCTH C€ M3HCKBA J1a ¢ho0IIaBaT BCAKa MOA03PUTEIHA HEKeJlaHa peaKLIMs upes:
HamenHHTENHA areHLUA M0 JIeKapcTBaTa

yi. ,,Jlamsan I'pyes” Ne 8

1303 Codusn

Ten.:+359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpenosupane

CHMITTOMH

NoknaasaHure CUMITTOMH CJiel Npefo3upaHe ¢ PacarMHKoH npu 034, Bapupamu ot 3 mg o 100 mg,
BIJTIOUBAT XHUITOMAHUA, XHIICPTCH3UBHH KPH3H H CEPOTOHUHOB CHHIPOM.

[Ipeno3npaHeTo MOXKE [a C€ CBBPKE ChC 3HAYMMO HHXxHOHpaHe kakTo Ha MAO-A, taka u Ha MAO-B. [Ipu
Npoy4YBaHe ¢ eqHOKPAaTHa J03a, 3ApaBy NoOpoBonH ca npuenu 20 mg/neH, a npH AeCeTAHEBHO NpOyYBaHe
3apaBH goOposonnu ca npueManu no 10 mg/nen. Hexenanure peakuwm ca OMiM JiekH 10 YMEpeHH H
HECRbP3aHH C JISUCHHETO C pas’arwiuvd, B npoyusaHus ¢ yBeavyaBala ce 1034, [py MalueHTH Ha XpOHUYHA
neBojona Tepanus, npueMaimd 10 mg/neR pasarwivH, c¢a AOKIAABaHH CHPACYHO-CHAOBH HEKENaHH
peakuuH (BKIIOYUTENHO XHIEPTOHHA H OPTOCTaTHYHA XMIIOTOHHMA), KOHTO Ca OT3BYHaJH chaen
MpeKpaTdBaHe Ha Je4eHHETO. Te3rn cHMNTOMHM OMxa MOINIM Ja NpHWIMYaT Ha HabniogapaHuTe MpH
HecenekTHBHUTEe MAQO HHXHOUTOPH.

[TopeneHHe NpH npeao3vpanHe

He cbluecTsyBa cneuududed aHruaor. B cayvail Ha npemosupaHe, naumeHtute Tpsadbpa ga Opaar
MOHHTOPHPAHH U J1a C€ HA3HAYM MOAXOAIIA CUMITTOMaTHYHA U IOAAbPKALLA TepaIus.

5. ©OAPMAKOJOI'NMYHH CBOUCTBA

5.1 ®apMaxoAHHAMYIHH CBOHCTBA

(I)RPMEKOTBP&HGBTH‘-IHH rpyina. aHTHIIADKHHCOHOBH JICKApPCTBA, HHKHGHTOPH Ha MOHOAMHWHOOKCHAA34aT4aTHII
B, ATC-xon: NO4BDO02




MexaHH3BM HA ACHCTBUE:

JlokazaHo e, ue pazarWivH e MoileH, HeoOpatum MAQO-B cenextuseH uHxuOUTOp, KOMTO MOXE Aa
MpeN3BHKBA YBETHUEHHE HA eKCTpallesy/IapHHTE HHBA Ha JOMAMUH B CO¥pus stratium. Y BEJIMYEHOTO HUBO
HA AONAMHKH M MOC/IeIBAIIATA YBEIHUEHA NONMAMUHEPIHYHA aKTUBHOCT BEPOATHO MEAHHpAT OJ1aronpUsaTHY
eeKTH Ha pa3arwinH, HabmoaaBaHH NIPY MOAENH Ha JONIaMUHEPTHYHA MOTOPHA TUCPYHKLIUA.

1-aMMHOHHIaH € akTHBeH ocHOBeH MeTabonuT ¥ He e MAQO-B nHxuburop.

Knnuyuny edukacHocT ¥ 6e3onacHOCT

EdukacHocTTa Ha pasarwauH e Owia ycTaHOBEHA B TPU NPOYYBAHHUA: KaTO MOHOTEpAINHs NpH npoyy4saHe |
M KaTO ChITRTCTBAILIA TEPalHuA KbM JieBoaomna npu npoyusadud 11 u III.

Monomepanua.
I[Ipu npoyupane 1,404 naumenTa ca Gwin paHAOMH3MpAHH B rpyny, NpUeMally ¢boTBEeTHO Mauedo (138

nalijieHTa), pasaruinH 1 mg/ned (134 naunenTa) WM pa3zarwiuH 2 mg/neH (132 naumeHTa) B Npogh/DKEHHE
Ha 26 ceqMuLH, 6€3 aKTUBHO BEIIECTBO 3a cpaBHeHUE. B ToBa npoydsaHe, MEPBHYHHAT U3MEPHUTEN 3a
edHKacCHOCT € OW NMpOMAHATA CNPAMO H3XOAHHTE CTOMHOCTH Ha OOmMA pesysrar no YHubuULHpaHaTa
Ckana 3a oneHka Ha bonecrra na Ilapkuncon (UPDRS, yactu I-11I). Paznukara Ha cpenHaTa npomsHa
CIpAMO M3XOJHHTE CTOHHOCTH KEBM ceamuiia 26/mpexparasane Ha nederHero (LOCF, Ilocneano
HaOJII0IEHNE NIpeHeceHO Hanpen) € Omna cratucTHYeckd 3Hauuma (UPDRS, yactu 1-11; 3a pasarmansy |
mg, cpasHeHo ¢ Mmauedo -4,2,95% CI [-5,7, -2,7]; p<0,0001; 3a pazarunuH 2 mg cpaBHeHo ¢ miauebo -
3,6,95% CI [-5,0, -2,1]; p<0,0001, UPDRS Motor, uact II: 3a pasarunua 1 mg, cpaBHeHO ¢ mnauebo -
2,7,95% CI [-3,87, -1,55]; p<0,0001; 3a pasarnaun 2 mg cpaBHeHO ¢ 1auedo -1,68,95% CI {-2,85, -0,51];
p=0,0050). EdexTrT € 611 OUEeBHACH, MaKap M CbC CKPOMEH Malllad NpH Ta3H MOIMYyNALHA OT NalHeHTH ¢
JeKo 3abosigBaHe. YCTAHOBEHO € 3HAYUMO M OJIaronpHATHO NOBJIHABAHE BBPXY KAYECTBOTO HA XKUBOT
(oueHeHo no PD-QUALIF ckanara).

Llonvaeawa mepanus

ITpu npoyurane 1I, nanyeHTHTEe ca OUIM paHAOMH3UpPAaHKW B IPYNH, MPpUEMAILHA CHOTBETHO muauebo (229
naumMeHTa), pasariwivH 1| mg/neH (231 naumedTa) WM HHXHOUTOp Ha kaTtexon-O- MeTHA TpaHc(epasaTa
(COMT), enrtakanoH 200 mg, npwiaraH €AHOBPEMEHHO C JieBojAONAa B JO3H IO CcXema
(bO)/ nekapbokcwinazeH HHxuburop (227 naunenta) B npoawnkeHHe Ha 18 ceamuum. IIpn npoyusaue III,
MalLMEHTHTE ca OIIH paHAOMH3HPaHHK B IPYIIH, IpUeMallii ¢b0TBeTHO futauebo (159 nauuenTa), pasaruiux
0,5 mg/neH (164 nauyeHTa) wix pasarwidH 1 mg/aex (149 nauyenTa) B npoab/DKEHUE HA 26 ceaMmuLH. [Ipu
IBETE H3C/IeABAHMUA NMBPBUYHUAT H3MEpPHTEN 3a ePUKACHOCT € OUn npomMsHara B cpeaHus Opol uacose
(13xoaeH cnipamo JeuedeH nepuon), npexapanu B "OFF" cheTostHue npes nend (onpeaeisHe ¢ "24 -4acoBH”
JOMAIIHU JHEBHULH, TIOITLJIBAHH 1O 3 JHU MpPEIH BCAKAa BU3MTA 34 OLICHKA).

[Ipu npoyurane Il cpeanara pasnuka B 6pos yacoee, npekapand B "OFF" ¢cbeTosiHHe, cpaBHEHO ¢ nnauedo
e buna -0,78h, 95% CI [-1,18, -0,39], p=0,0001. Cpegnoro o610 aHesHO HamManeHue B “OFF” BpeMeTto e
Owio cxogHo npu rpynata Ha eHtakanoH (-0,80h, 95% CI [-1,20, -0,41], p<0,0001) cnpamo ToBa,
HabaronaBaHo npu rpynarta Ha 1 mg pasarunun. B npoytsane III cpeanara pasnuka, cpaBHeHa ¢ ruianebo e
6una -0,94h, 95% CI [-1,36, -0,51], p<0,0001. Ilpu rpynata Ha 0,5 mg pasarswiuH chino. e Ouno
HabMoAaBaHO CTATHCTHYECKH 3HAYUMO NoaobpeHue cnpsaMo riauedo, Makap cwneup'@}g%m%ﬁq
na e 6una no-manka. JIOCTOBEPHOCTTA Ha pe3yATATHTE, KACAELLM THPBUYHATA KpaiiHa zléqk"‘aa’ L SOHKADHGET
e 6Una NoTEbpPAEHA OT CHBKYITHOCT OT JOMBJIHHTENHM CTATHCTHYECKH MOJEIH U € BHfi ]
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TpukoxopTH(ITT /c HamepeHue 3a edeHHe/, Ha MPOTOKOJ H 3aBBbPLIXAIN NTPOYYBAHETO).

BTropHuHMTE H3MepHTENH 3a e(pHKACHOCT BKIIOYBAT 00lla OLIeHKa Ha nogoOpeHUeTo OT H3CIEXOBATENd,
pesyntatd no Cybckanara 3a Exxennenu aeiinoctu (Activities of Daily Living(ADL) subscale) npu OFF
1 UPDRS motor npy ON. Pa3ariwimH e rnokasaji CTaTHCTHHMECKH 3Ha4YHMMH TON3M crIpaMo Iutauedo.

3.2 PapMAKOKHHECTHIHH CBOHCTBA

Abcopbums

Pazaruwnun ce abcopbupa OBp30, HOCTHTalKKM NHKOBA IU1a3MeHa KoHUeHTpauus (CTax) 3a NMPHOIU3HUTENHO
0,5 yaca. AGcomorHaTa OHOHATHYHOCT Ha €HOKPATHATA /1032 pa3arwivH € okono 36%. IIpHemMsT Ha XpaHa
He BiIMge Ha TTax Ha pasarunuH, senpeks ue Crax u excnosuuusara (AUC) na cnagat ceotBeTHO ¢ 60% U
20% npUOIHU3UTESIHO, KOTaTO JCKAPCTBEHUS MPOAYKT C€ NpHEMa ¢ xpaHa, borata Ha MasHHHHU. TBH KaTo
AUC He ce noRIHABa 3HAYMMO, pa3ariiMH MOXKE a ce IpHEMa cbC Wik 6e3 xpaHa.

PasnpenencHue

Cpenuust 0feM Ha pasnpemesieHHe, MOCIeABal] eJHOKpaTHaTa WHTPaBEHO3HA Jio3a pa3arwivH € 243 1.
CpBp3BaHETO ¢ IUIa3MEHWTE MPOTEHHH, TOCIEABAINO €JHOKpaTHATA mepopaiHa go3a Ha '“C-GemssaH
pasarwinH e npudnuzurento 60 no 70%.

buorpauchopmMmallus

[Iipeay exckpeuus pasarwidH NOpeTbpnsBa NOYTH MbiAHa OuoTpaHchopmauus B uyepHus JpoD.
Merabonu3sMbT Ha pa3arwivH NPOTHYA MO ABA MIABHH NbTA: N-AeaNKWIHpaHe WHIH XHAPOKCHIUpPAHE 10
nony+apaHe Ha: |-aMuHOMHAAH, 3-Xuapoku-HU-nponaprun-1 aMMHOMHAAH H 3- XMAPOKH-|-aMHHOHH/aH.
ExcriepuMeHTH in vitro cO4aT, Y€ U ARATa IThTA Ha MeTaboIM3Ma Ha pasarkIMH 3aBUCAT OT uHToxpom P450
cucteMara, kuleTo CYP1A2 € OCHOBHMAT H30€H3HM, BKJIKOYEH B METAa00/IH3MA HA pa3arWiHH. Y CTAHOBEHO
€ ChINO, Y€ KOHIOraIMATa Ha PasarwivH ¥ HErOBUTE MeTaOOJIHTH € OCHOREH ITHT 32 €IMMUHHpaHE, BOACLI
o obpasyBaHe Ha I'/T OKYPOHUAUTE. EXCriepUMEHTUTE ex-vivo H in-vivo NoKa3BaT, Ye pasarujivH HE € HATO
HHXHOHUTOP, HATO MHAYKTOP Ha ocHOBHHTEe CYP450 en3umu (Bxk.TO4Ka 4.5).

Exckpenus
Cnen nepopanHo npunarase Ha 14C-6endzaH pasarwidH, OCHOBHMA IMbT Ha €MUMHHHpaHE € ¢ ypUHaTa

(62,6%), a TopuuHms ¢ dpexanunre (21,8%), ¢ nuaHO BB3CcTaHOBABaHE Ha fo3aTa 84,4% 3a nepuoa ot 38
nHH. [To-Manko ot 1% pa3aruiauH ce EKCKpEeTHpa KaTo HelpOMEHEH MPOAYKT B YpHHATA.

JInHeHHOCT/HETHHEMHOCT:

dapMakOKMHETHKAaTa Ha pa3ardjiiH € JIMHEHHa npH A03u Haa uurepBana 0,5-2 mg mpH NMauMeHTH ¢
ITapxuHcoHoBa 6onecT. TepMHHATHHAT My NOayXHBOT € 0,6-2 vaca.
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YepnoapoOHo yBpexxaaHe
[Tpy naavBraU ¢ nexo dyepHoaApoOHo yapexnane, AUC U Crax c€ yBeTHyaraT chOTBETHO ¢ 568% 1 83%(Bik.

TOYKa 4.4)

brbpeuno yBpexgaHe
(dapMakOKMHETHYHHUTE XapaKTEPHCTUKH Ha pazarwiud 1npu xopa c jieko(CLcr 50-80 ml/min) u ymepeno

(CLcr 30-49 ml/min) 656peuHo yBpexkaaHe ca CXOHH C Ta3H NPH 3paBU HHIUBUIH.

CTapyecka BE3pacT
Bn3pactra MMa Malko BIMAHHE BBPXY (apMaKOKMHETHKATA HA pa3sarWjivH [PH NalvHeTy B CTapyecka

BB3pacT(>65 roaunn)(Bx. TouKa 4.2).
53 IlpeakHHAYHE JAHHH 32 0€30NACHOCT

HexnuHuuHUTE JaHHU HE NOKa3BaT ocobeH pPHMCK 3a Xopa Ha 6azara Ha cTaHaapTHUTE $HapMakoJOTUYHH
npoyuyBaHus 3a O0e€30mMacHOCT, TOKCHMYHOCT MNpPH MHOTOKPaTHO npujara’He, [EeHOTOKCHYHOCT,

KaHLIEPOreHHOCT, BIIUSHUE BBPXY PENPOAYKTHBHOCTTA U Pa3BHTHETO.

PazarwivH He e NMPOABWI I'€HOTOKCHYEH TOTEeHLHAI in Vivo, Kakro M NpH HAKOJIKO in Vilro CUCTEMH C
H3MON3BaHETO Ha OaKTepuH MM XenmaTouMTH. [Ipn Hanuume Ha MeTalONIMTHO AKTUBUPAHE PA3aruiivH €
WHIYUHpPAT YBEIHYCHHUE HA XPOMO3OMHHTE abepalld¥ NpH KOHLICHTPAlMH C¢HC CBPBXUMTOTOKCHYHOCT,
KOHTO Ca HEAOCTHKHUMHU MPH KIHHUYHUTE YCIIOBUA Ha yrioTpeda.

PasarwivH He € NPOSBHI KAPLIMHOIEHHH CBOMCTBA ¥ IUIBXOBE NIPH CUCTEMHA €KCNO3ULUA B 103M 84 - 339
I6TH MO-BUCOKH OT OUAKBAHMUTE [UIA3MEHM EKCIO3MLMHM TIpU Xopa npu Ao3a 1 mg/neH. Ilpu mMumky,
YBEJIMYEHO pa3npocTpaHeHUe Ha KOMOHHUPaH OpoHxuonapeH/anseo/iapeH aACHOM M/ WU KapLMHOM € D110
Ha0JII0JaBaHO NMPH CUCTEMHA eKcno3ulmAa B J03H 144-213 nbTH no- BUCOKM OT OYaKBaHMUTE MJIa3MEHH

CKCMO3MIMY NIPH XOpa npu 103a 1 mg/nen.

6. ®APMAIEBTHUYHH JAHHU

6.1 CnHcbk HA NIOMOHLIHHMTE BellleCTBA

MHukpoKkpHcTanHa LeTyio3a
LlapeBHuHO HHILIECTE
[IpexxenaTHHHU3NPAHO LAPEBHYHO HUILIECTE
JInMoHeHa kucennHa, 6e3soaHa
KonouaeH 6e3BOACH CHITHLMEB JHOKCH]
Tank

CrteapuHoBa KHCe/TMHA

6.2 HechrBMeCTHMOCTH
Henpunoxumo.

6.3 Cpox na rogaocr

4 rOMHH

6.4 ChenHaJHH YCJI0BHA HA CbXpPaHeHHeE

Ha ce cpxpaHara nox 30°C.
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6.5 BrIH CHALPKAHAE HA OIAKOBKATA

PacarMHkoH ce npeanara B KyTHu ¢ 56 1 60 Tabnetku, B Onmucrepu or AL/AL - ponyo
He BcHukH BHIOBE OTIAKOBKHM MoOrar aa ObJar nycHaTH Ha nasapa.

6.6 CroenEaJHR NpeANAIHA MEPKH NPH H3XBLP/ASHE H padora

Hsama crieliHaiHH H3UCKBAHHUA 34 H3XBBPJIAHC.

7. IIPHTEXATEJI HA PAZPEINIEHHETO 3A YIIOTPEBA

hapmakoHc Al
oyi. ,,Ileiio K. SIsopos* Ne 44, er.] Codusa 1164
bbarapus

8 HOMEP(A) HA PAPEIIEHHUETO 3A YIIOTPEBA

Per. No

9. JATA HA IIbPBO PA3PEINIABAHE/MTIOOHOBSIBAHE HA PA3PEINIEHHUETO 3A
YIIOTPEBA

HaTa Ha mbpBO pa3pelaBaHe:
JlaTa Ha noCneHO MOJAHOBABAHE:

10. JATA HA AKTYA/IM3NPAHE HA TEKCTA

. a7 _
Coil T



